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1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Bortezomib Fresenius Kabi 1 mg x6vic yia evéoio didivua.

2. MHOIOTIKH KAI MOXOTIKH XYNGEXH
Kd&Be proridwo mepiéyet 1 mg Popreopipnng (mg fopovikd e6TEPO LAVVITOANG).
Metd v avacvotaon, 1 ml tov dtoddpatog yio evooeAéPia éveon mepiéyet 1 mg Popreopipmng.

[N tov TAnpn kaTdloyo TV ekddywv, PAEre Tapdypapo 6.1.

3. OAPMAKOTEXNIKH MOP®H
Kovig yio evéoyo didivpa.

A€guKn TPOg VIOAEVKT AVOPIAOTOMUEVT] KOVIG 1] CUUTTOYNS 0LGTaL (KEWK).

4. KAINIKEX IIAHPO®OPIEXZ
4.1 OepomevTiKég evositelg

H Boptelopiunn g povobepaneio | cuvovacpos e TEYKLAOUEVT MTOc®UOKT] doEopovPikivn 1
de€apebalovn evdsikvoton yio ) Oepaneio eviMkov ac0evav pe eEEMGGOUEVO TOAATAODY LOEAMULOL Y10,
TOVG 0moiovg £xel Tponynbel TovAdyiotov 1 Bepamevtikny aywyr| kot o1 onoiot £xovv dN vroPAnbei 1 dev
elvat KatdAAnAotl va vrofAnBovv Ge HETANOGKEVGT] ALOTOUTIKAOV OPYEYOVOV KUTTAPWV.

H Boptelopiunn og cuvdvacpod pe pehpaidvn kot Tpedvilovn evdeikvotal yia T Bepaneio evilikwov
acBevav pe un mpobepoamevpévo TOAATAOUY HVEAMUO Kot 01 0Ttoiot dev givorl KaTdAANAOL va, vTofANBovV
o€ VYNAN 600™ ynuelobepOTEiOG LE LETOUOGYEVCT QULOTIOINTIKMDY OPYEYOVMY KUTTUPMV.

H Poptelopiunn og cuvdvacpod pe deapedalovn 1 pe deEapebalovn kot Baidopidn, evdeikvoton yio Tnv
€l0ay®YIKN Oepaneio eviAIK®OV 000evOVY pe un TpobepamevEVo TOAAATAOVY HVEAMUO TOV Vol KOTAAANAOL
va voPAnBovv oe vyNAN 6601 yNUE0BepanEiG e HETOUOGYEVCT] CLLOTOUTIKAOV 0PYEYOVOV KUTTAPMV.

H Poptelopipnn g cuvovaGo e PLTovéuaunn, KOKAOQPOo@auion, do&opovPikivn kot Tpedvilovn
evoeikvutal yio tn Ogpaneio evAAK®V acBevdv pe pn Tpobepaneupévo AEUPOUO OO KOTTOPA TOV LoV
7OV dgv ival KaTdAANAotl va vrofAN00VV 6€ HETOUOGKEVGT] HLLOTOUTIKAOV OPYEYOVOV KUTTAPOV.

4.2 Aocoroyia Ko TPOTOS 1op1YNoNS

H évapén g Oepamneiag pe Boptelopipan mpénet vo, yivetor vd v enifreyn evog EUTELPOL YIUTPOL GTN
Oepaneio aclevov pe kapkivo, @oTOc0 1 Yoprynon g Poptelopinmng prnopet va yivetor amd exayyeipatio
vyeiog EUTEPO ot ¥pNHon ynuedepansvtikodv Tapaydviov. H avacvotacn g foptelopiunng npénet va
yiveton amd emayyeluatio vyeiag (PAETE mopdypoapo 6.6).

Aocoroyia yia ™ Bepameia Tov e£eMGGOUEVOD TOAOTAOD poeddpoTog (acheveis mov £yovv Adfet
TPONYOVUEVA TOVAGYIGTOV pio Bepameio)

MovoBepaneio

To Bortezomib Fresenius Kabi 1 mg kovig yio evésiuo didAvpa yopnyeitor péom evoopALProg éveong ot
cvviotdpevn doon tov 1,3 mg/m? empdvelog cdpatog 300 popéc efdopadiaing yio didotnuo Vo
gfdoudowv Tic nuépeg 1, 4, 8 ko 11 og kdKAo OBepanciog 21 nuepadv. Avti 1 wepiodog Tov 3 gfdonddmv
Bempeitan £vag Khkiog Bepameioc. Xvviotdton ot acBeveig va vrofdAlovtal e 2 KOKAOVE Oy®myNG L
Boptelopipnn petd v emPefaimon e TAnpovg aviandkpione. Emumiéov, atovg acbeveig mov




OVTOTOKPIVOVTOL GTNV ay®YN YOPIg OU®S VoL ETITVYXAVETAL 1] TAPNC VPEST), GVVICTATOL 1| ANYT| Bepameiog
Y10 GUVOAIKO dtdotnpa 8 Kukhwv Bepamneiag pe foptelopipm.
[péner va pesorafodv TovAdyiotov 72 dpeg peta&hd Tomv dladoyikmv docemv g foptelopipmng.

Tpocapuoyés e doans kata. ) didpkela s Bepameiog kaoi emovévopln e Gepameiog yia povobepameio

H Bepaneio pe Poptelopipmn mpémet vo, SIOKOTTETOL KOTA TV ELPAVIOT] UN-0LOTOAOYIKNG TOEIKOTNTOG 3%
Babuob N aparoroykng toEucotntag 4°° fabpov, eEatpovpévng tng vevpomdbelag Onwe TePtypAPETOL
napokato (BAEne eniong mopdypao 4.4). Otav to cvuntdpato ToEKOTNTOS LIoY®PTHIcoVY, 1| Bepaneia pe
Boprtelopiunn pmopei vo Eekivioet ek vEou pe petmpévn kotd 25% 86om (1,3 mg/m? peidveton oe

1,0 mg/m?, 1,0 mg/m? peidvetan oe 0,7 mg/m?). Av 1 1oE1IKOTNTO SEV VITOYWOPYGEL 1| EXAVEUPOVICTEL KOTA TN
YOPNYNOM TNG To YapnANg 66ong, mpémet va exktipnBel n mbavotta dokonr|g g foptelopinmnng, KTOg Qv
T0 6QeA0G TG Bepameiag vIEPTEPEL CAPADS TOL KIVIVLVOV.

NevporaOntikog movog kor/f mEPLPEPIKN VEVPOTadeLo,

O1 acBeveic Tov TaPoVSIALoVY VEVPOTOONTIKO TOVO KUUT TEPLPEPIKT vEVPOTADELD TOV GyeTiloVTaL e TN
Boptelopipmnn mpémel va avTHETOTILOVTOL COUPMOVA UE TIS 001YiES TOV TapoLGIdlet o Tivakag 1 (PAéne
napdypoeo 4.4). Ot aoBeveic pe mpovmapyovsa coPapn vevpomddela prmopovv vo Adfovv Boptefopipmm
UOVO KOTOTLV TPOGEKTIKNG EKTIUNONG TNG OYECNG KIVOUVOV/0QPELOVG.

Hivaxag 1: 2oVIoTOUEVES ™ TPOTOTOINOEIS D000LOYIAS Yi0. VEDPOTADELQ TOV CYETI(ETON LUE TH
Boprelouiuny.
XoBapoétnTa vevporaderlag Tpomomoinon docoroyiag

1 BaBpov (ywpig cvuntopatae, ondielo ev  [Kapio
Tt PAadel TEVOVTIOV OVTAVOKAUCTIKOV 1|
mapaiodnoia) ywpig mOvVo 1 Yopic armAieia
Aertovpyiog

1 BaBpov pe wovo 1 2°° Baduov (uéTpia Meiwon g Poptelopipmng oe 1,0 mg/m?

GUUTTMOUOTO, TEPLOPIGUOC AELTOVPYIKDV n

KkaOnuepvaov dopactnplomtov (ADL)**) Aoy ToL Ogpamentikod Tpoypaupetog ue Poprelopipmn
oe 1,3 mg/m? pio popd v efdoudda

2° Baduov pe movo i 3°° Babpod (coPapd Atokom ¢ oyoyng pe Poptelopipmn péypt va
CUUTTOLLOTO, TEPLOPICUOG TOV Kadnuepvdv  uoymprcovy ta cuprtopata ToSiotras. Otav n

OPAGTNPLOTNTMV OTOUIKNEC PPOVTIONG to&kdTNTO VITOYWPNGEL, emavEvapEn tng Oepamneiog pe

(ADL)***) BopteCopipnn kou peimon mg 6onc o 0,7 mg/m? kot
opNynon pia eopd tv efdoudda.

4°° BaBpov (amentikég yio m Con Arokomn g Poptelopipmng

GUVETELEC, GLVIOTATOL EMEIYOVGQ TTOPEUPaCT)
KoM coPapn awtdvoun vevpordadeio

* Mg Baon Tig Tpomomomaelg e docoroyiag og peréteg @aong I kou I yio To TOAAATAODY POEA®ULO Ko
TNV gumepio uetd omd v Kukhoeopio Tov eoappdkov. Babuoloyia pe Baon v ékdoon 4.0 tov Kowvaov
Kpimpiov To&wottog tov NCI (NCI Common Toxicity Criteria CTCAE).

** Aertovpyikég dpaotnplotnteg kadnuepivig epovtidog (ADL): avapépovtal oty T01H0Gi0 YEVUATOV,
TV 0yopd TPoein®y 1 povywV, TN ¥PNON TOL TNAEPOVOD, TN SLUYEIPLOT YPTUATOV KAT.

**% Kabnuepvég dpaotnpiotnteg atopukng poviidag (ADL): avapépoviol 6to TAVGIUO, TO VTOGLUO Kot TO
vy60o10, TNV TPOGANYT TPOPNG, TN YPNOTN TNG TOVOAETOC, TN ANYT POPUAKEVTIKOV TPOIOVIMV, Kot O)L
KAMVIPELS.

Ocpameio. cvVovaOUOD e TEYKLAIVUEVN JiTocwuUIoKh docopovfixivn

To Bortezomib Fresenius Kabi 1 mg kovig yio. evésiuo didAvpa yopnyeitorl péom evoopAEProg éveong ot
cuvieTOpevn d6on Tov 1,3 mg/m? emedveiac chpatog 500 popég v efdoudda yio Vo efdopuddeg Tic
nuépec 1, 4, 8 xan 11 og xdxho Bepaneiag 21 nuepdv. Avti 1 mepiodog Twv 3 efdouddwy Bewmpeitar KOKAOG
Oepamncioc. [Ipémet va pecorafoiv TovAdyiotov 72 dpeg LETOED TV dadoyikdv d0cewv TG Boptelopipmng.
H meyxolopévn Mmocouaky doEopovfikivn yopnyeitar o 30 mg/m? tyv nuépa 4 tov koK ov Oepamneiog
ue Bortezomib Fresenius Kabi ¢ evoopAéfia éyyvon 1 dpag petd v éveon pe Poptefopipm.



Mmropovv va yopnynBodv £wg 8 kKhkiotl Bepaneiag cuvoLAGOD 0660 01 acBevelg dev Exovv gppavicetl EEMEN
g vocov Kot avéyovtar T Bepaneia. O1 acbeveig mov emTvyydvouy TANPN OVTATOKPLOT LTOPOLV VOl
ocvveyioovv T Bepameia Yo ToLAd IGTOV 600 KOKAOVE UETE ald TNV TPOTY OTOSEEN TANPOLS OVTUTOKPIGNG
TOVG, AKOMO KOl EAV KATL TETOWO QTOLTEL Oy@YT Yol TEPIGGOTEPOLS 0md 8 KhKAovG. Ot acbevelg Twv omoimv
TOL EMMEDA TG TOPATPOTEIVNG cuveyiovv va peudvovtot petd and 8 khkAovg umopovv eniong va
mapoteivouy ) Bepameia yio 660 didotnua avt yivetar avekt kot eakoAovBolv va avTamokpivovTal.

INa npocbeteg mAnpopopies oyeTikd e T mEYKLAIOUEVN AMToc®aKY] doEopovPikivr, PAEmE TN GyeTIKY|
[epiAnym tov Xapoktnpiotikdv Tov [Ipoidvroc.

Ocpomeio ovovovaouod ue deoucbalovy

To Bortezomib Fresenius Kabi 1 mg k6vig yio evéoipo dtdAvpa yopnysitar péow evoopréPiag Eveong ot
cuvieTOpeVT d6om Tov 1,3 mg/m? emedveiac chpatog 500 popég v efdoudda yio Vo efdopuddeg Tic
nuépeg 1, 4, 8 kan 11 oe xdxho Bgpamneiag 21 nuepdv. Avti N mepiodog twv 3 efdopddwy Bewpeitar KOKAOG
Oepaneioc. [Ipénet va pecorafoiv tovddyiotov 72 dpeg pneta&d TV dradoykdv 06cewv TG Poptelopipmng.
H de&apebaldovn yopnyeital and otopatog og 20 mg tig nuépeg 1, 2,4, 5, 8,9, 11 kan 12 tov kbhkAov
Oepamneiog pe foptelopipmn.

Ot acBeveic mov emttuyydvouy aviandkpion 1 otabeponoinomn g achéveldg Tovg petd amd 4 KOKAoLG
Oepameiog GUVOLOCUOV UTOPOVY VO GLVEXICOVY VO AOUBAVOLV TOV 1810 GLUVOVAGUO TO TOAD Yo 4
emmpOcheTong KOKAOUG.

INo npocbeteg minpopopie oyetikd pe tn de&opebalovn, Préne t oxetikn epiinyn tov
Xapaxtnpiotikdv tov [Ipoidvroc.

Tpooapuoyés e doans yio ) Bepomeia cvvovaouoD yio. acOeVels pe eCeAlooouEVO TOAamAODY HvEAWUO.
INao mv mpocapuoyn g d6ong ¢ Poptelopiunng o Oepameio cuvdvocuoD cuuPovAevdeite Tig 00 yieg
TPOTOTOINONG TNG 00GOA0YING OTMG AVTEG TEPLYPAPOVTAL VIO TV Hovobepameio Tapamive.

Aocoroyia yio ocOeveic ue un wpoHepomev uévo TOAOTAODLY LVEAMLLO TTOV dEV Eival KaTAAANAOL Y10
UETOUOGYEVGN CLLLOTTOMNTIKAOV apYEYOVAOV KUTTOP®V

Ocpomeio ovVOLOTUOD UE UeAPALAVy Kol TPedvI{OVH

To Bortezomib Fresenius Kabi 1 mg k6vig yio evéotpo dtdAvpa yopnysitar péow evooeréPiag Eveong oe
oLVOLOCUO LE OO GTOUATOC LEAQOAAAVT] KOl A0 GTOUATOG TTPESVILOVT] OTIMG TOPOVGLALETOL GTOV TIVOKA 2.
Q¢ BepamevTtinog KOKAOG voeital pio mepiodog 6 efdouadmv. Xtovg kOkAovg 1-4, 1 Boptelopipunn yopnyeitan
Vo popég v efdoudda tig nuépec 1, 4, 8, 11, 22, 25, 29 ko 32. tovg k0KAoLG 5-9, 1 Boptelopipmn
yopnyeitan pio popd tnv efdopdda tic nuépeg 1, 8, 22 ko 29. Ipénet va pecorafoiv tovAdyiotov 72 mpeg
petaéd Tov ddoykdv docemv g Poptelopiumng.

H pehporavn kot 1 mpedvilovn mpémet Kot ot V0 va, xopnyovvTol amd oTtoHoTog T Nuépes 1, 2, 3 kot 4 g
Tp®TNG ERdouddag Tov kibe kvKkAov Bepanciog pe foptelopinmm.

Xopnyovvroal evvéa Bepamentikol kKHkAOL 0w ThG TG Ogpomeiog cuVOLACUOD.

Iivaxag 2: 2oviotauevi docoloyia yia ) foprelopiunny oc coVOLACUO UE HEAPALGVY Kol Tpedvi{ovh
Avo @opéc v EBdonada Boprelopipan (kdkior 1-4)
Epdopada 1 2 3 4 5 6
B Huép| -- -- |Huép|Huép|Huép| mepiodoc |Huép|Huép|Huépa|Huépa| mepiodog
(1,3 mg/m?)| o o o o | avamavong | o o 29 32 | avdmovong
1 4 8 | 11 22 | 25
M Huép|Huép|Huép|Huép| -- - -- - nepiodog
@Omgmd)| o | a | a | « AVATOVOoN G
P 1 2 3 4
(60 mg/m?)
Mia @opd v Efdopdda Boptelopipmn (kdxkot 5-9)
Epdopdoa 1 2 3 4 5 6
B Huép| -- -- -- Huépa mepiodog Huépa Huépa nepiodog
(1,3 mg/m?)| « 8 AVATOVONG 22 29 AVATOVONG
1




Avo popéc v Edonada Bopreoninmn (kdxhor 1-4)
M (9 |Huép|Huép|Huép|Huép -- mepiodog - -- nepiodog
mg/m?) o o a a VATV AVATOVONG
P (60 1 2 3 4
mg/m?)

B=Boprelopiunn, M=perparivn, P=npedvilévn

Tpooopuoyss e doons kot ) diapkela s Gepameiog Kot emovevopen e aywyng yio. Ospameio, cvvovoouUOD
UE pelpotavny kot mpedvi{ovy
[pw v évapén evog véou kdKAov Bepameiog:

. O op10pdg Tov oponetaiiov mpénet va eivar > 70 X 10%1 kou 0 amdrvtog aptdudc ovdetepopiimv
(ANC) mpénet va eivar > 1,0 x 1091
. Ot un opaToA0YIKEG TOEIKOTNTEG TPETEL VO, £Y0VV LITOY®PNoEL oe 1°° Babuov 1 610 apyiKod eminedo

Hivaxag 3:  Tpormormoinoeis TS d060L0yiag KATA T JLGPKEID, TV EXOUEVWV KOKAWVY THS Bepameiog e
Poprelouiunn o ovvovaouo ue ueApaldvny kar tpeovi{ovy

To&wotnTo Tpomonoinemn docoroyiag 1 kaBvoTépnon
Apatoroyixs T1olikoThTo KOTa T JLGPKELN TOD

KOKAOD

e Edv mopommpnOei otov mponyovuevo kbxkro E&etdote To evdeyouevo peimong g 60omg e
mapoTETAUEVT 0vdETEPOTEViD 4°° Babpod 1 UEAPOAAVIG KOTA25% GTOV EMOUEVO KOKAO

Opoupomnevia 1| Bpopfonevia pe arpoppayia

*  Edv xatd v nuépa yoprynong PopteCopiunng [H Bepamneia pe foptelopipnn npénet va avaotael
(6AAN amd v nuépa 1) 0 apOuog Tomv
oponetariov givor < 30 x 1091 ANC
< 0,75 x 10%1

»  Edv moArég dooeic Poptelopipnng oe éva kdxho [H 66om g Poptelopipmng mpénet vo petmbet
éyovv Srakomel (> 3 Soceig katd ) Sidpketa g fkatd 1 eminedo d6ong (amd 1,3 mg/m? oe
opfiynong 8vo popég Ty epdouddo > 2 doceig (L mg/m? 9 and 1 mg/m? oe 0,7 mg/m?)

kaTd T OldpKeLo TG Efdopadiaiog yopnynonc)

BaBuod > 3 un ayuocoloyixés tolikotnres H Bepancio pe Boprefopipnn mpénet va dtoxomel
LEXPL VOL LTTOYWPTICOVY TOL GLUTTO AT TNG
to&uotnTag oe Babpob 1 1 oto apyucod enimedo.
>t ovvéyew, 1 Bepomeio pe Boptefopipmn
uropei va EgKvioet e Peimomn evog emmEdon
doonc (amd 1,3 mg/m? ce 1 mg/m?, 9 and 1 mg/m?
ce 0,7 mg/m?). T'a. vevpomadntikd mévo Koy
mePLPEPIKT vevpomdBela mov oyeTileTon pe
Boptelopipmn, S1okdOYTE KO TPOTOTONOTE TN
Boptelopipnn 6nmg meptypdpetal otov Tivaka 1.

Mo nepartépm TANpoPopieg oyeTkd 1e TN HeEAPAAGVT Kot TV TPedvILovn, PAéme v avtiotoyn [lepiinyn
Xapoktnpiotikav tov [Ipoidvroc.

Aocoloyio yio acOeveic pe un tpobepamevuévo ToALATAODY LVEAMLLO TOV EIVOL KOTAAANAOL Y10,
UETAUOGYEVOT) GLULOTOUTIKDOV apyYEYOVMV KLTTOP®V (sloaymyikn Ospameio)

Ocpomeio ovvovaouod ue deCousbalovy

To Bortezomib Fresenius Kabi 1 mg kovig o evésiuo didAvpa yopnyeitor péom evooeAEPLag Eveong o
cvviotdpevn doon tov 1,3 mg/m? empdvelog cOpatog 300 popés efdopadiaing yio Sidotnuo Vo
gfdouddwv Tic nuépeg 1, 4, 8 ko 11 og kdKAo OBepanciog 21 nuepadv. Avti 1 wepiodog Tov 3 gfdonddmv
Bewpeitan Evag kordog Bepaneioc. [Ipénet va pecolafoidv Tovddyiotov 72 dpeg LETAED TOV JLUOOYIKOV
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d06cemv TG Poptelopipmng.

H deEapebalovn yopnyeitarl and Tov 6TépaTOg 0T 060N TV 40 mg Tic nuépeg 1, 2, 3,4, 8,9, 10 ko 11 tov
KOKAov Bepaneiog pe foptelopipmm.

Xopnyovvtot téocepig Bepamevtikol kKOKAOL aVTNG TNG Bepameiog cuvdvaGHLOD.

Ocpomeio ovvovaouod pe deouclalovn kar Batidouion

To Bortezomib Fresenius Kabi 1 mg k6vig yio gvéotipo dtdAvpa yopnyeitar péow evoopréPiag Eveong ot
cuvieTOpevn d6om Tov 1,3 mg/m? emedveiag ohpatog 500 popég efdopadioing yio didotnua 3o
gfdoudowmv Tic nuépeg 1, 4, 8 ko 11 og kdKAo OBepanciog 28 nuepadv. Avti 1 wepiodog Tov 4 gfdonddmv
Bewpeitan Evag kokhog Bepancioc. [lpénet va pecolafoiv tovddyiotov 72 dpeg LETAED TOV OLULOOYIKOY
d0cemv ¢ Poptelopinmng.

H de&apebalovn yopnyeital and Tov 6ToMATOG 0T 0601 TV 40 mg Tig nuépeg 1, 2, 3,4, 8,9, 10 ko 11 tov
KOk ov Bepaneiog pe Poptelopipm.

H Bodopion yopnyeitoar amd tov otépaTog ot doorn Tov 50 mg nuepnocing tig nuépeg 1-14. Edv eivan
avekt, 1 060 av&avetar ota 100 mg T1g nuépeg 15-28 kot ot cvvéyelo umopel va avéndel Tepattépm ota
200 mg nuepnoing omd tov kokro 2 (BAéne mivaxa 4).

Xopnyovvrot téoceptg Bepamevtikol KOKAOL avToh ToL GLuVOVAcLOV. Ot acBevelg Le TOVAGYIGTOV LEPIKN
OVTOTOKPIOT) GUVIGTATOL Vo AapPdvouy 2 emmpdcoheTovg KHKAOLC.

Hivaxag 4: Aocoloyia yio. Oepameio ovvovaouov e foprelouiunn yio acleveic ye un mpobepamevuévo
TOAAaTAODY HvéEAWUO. TOV EIVOL KOTAAAAOL Y10, UETOUOTYEVOY QUUOTIOTIKWDY GPYEYOVDV KUTIGPMY

B+ Dx Kvkho 1 £og 4
Epoopada 1 2 3
B (1,3 mg/m?) Huépa 1, 4 Huépa 8, 11 I[Tepiodog avmonong
Dx 40 mg Huépa 1,2, 3,4 Huépa 8,9, 10, 11 -
B+Dx+T Kvxhog 1
Epoopada 1 2 3 4
B (1,3 mg/m?) Huépa 1, 4 Huépa 8, 11 [Mepiodoc [Tepiodog
ovVATOVoNG ovamovong
T 50 mg Hpepnoing Hpepnoing - -
T 100 mga - - Hpepnoing Huepnoing
Dx 40 mg Huépa 1,2, 3,4 Huépa 8,9, 10,11 - -
Kvokkot 2 £ 4p
B (1,3 mg/m?) Huépa 1, 4 Huépa 8, 11 [Mepiodog [Tepiodog
OVATOLONG ovAToVoNg
T 200 mga Hupepnoiong Huepnoiong Huepnoiong Hpepnoiong
Dx 40 mg Hupépa 1,2, 3,4 |[Huépa 8,9, 10,11 -

B=Boptelopipnn, Dx = AeEapebalovn, T = Oaridouion

2 H 860om ¢ Baidopiong avéaveral ota 100 mg amd v gfdopdda 3 tov kdxhov 1 uoévo gav to 50 mg sivar
avektd kot ota 200 mg and Tov KOKAo 2 kot peténeita €dv too 100 mg sivon avextd.

b Méypt 6 khichot pmopovv vo 50000V 6Tovg 0eBeVEIC TOL TETLYOY TOVAGYLGTOV HEPIKY OVTOTOKPIGT HETE
ToVG 4 KOKAOLG,.

Lpoooppoyés tne docoroyiog yio ao0evels mov ivar KOTAAANLOL Yi0. UETOUOGYEDTEIS

IMa npocapuoyn g d6ong g foptelopiunng, 0o Tpémel va akorlovbodvtar o1 0dnyieg Tpomomoinong g
dooMG OV TEPLYpAPOVTAL Y10, TN povobepameia.

Emmpodcbeta, otav n foptelopipmn yopnysitoan oe cuvévacud pe dAlo ynUELOBEPATEVTIKA (POPLUKEVTIKA
TPOIOVTQ, TPEMEL VO EEETAGTOVV O AMOPUITNTES LEUDGELS TS OO VTMV TWV TPOTOVIMY GE TEPITTMON)
TOZIKOTNTAG COLPWVA LE TIC ovoTdcel TG [lepiAnyng Tov Xapoaktnpiotik®v tov IIpoidvtoc.

Aocoloyia yuo acBgeveig pe un mpobepansvpévo Aéppopa ard kKuttapa tov povova (MCL)
Ocpameio. ovvovaouod pe prrovliucuny, kvklopwopouion, dofopovfirivy kar mpedvilovy (BR-CAP)




To Bortezomib Fresenius Kabi 1 mg kovig yio evésiuo didAvpa yopnyeitorl péom evoopALProg éveong ot
cuvicTOpevn d6on tov (1,3 mg/m?) emedveiog cdpatog Vo eopic efdopadiaing yia Stdotnue 300
efdoudowv Tic nuépeg 1, 4, 8 ko 11, akorovBovpuevn amd pio mepiodo avamaviag 10 nuepdv Tig nuépeg 12-
21. Avt m mepiodog tav 3 efdopddwv Bempeitan évag kbkrog Bepaneiog. Zuviotdviot £€L KhKAOL ayyng Le
Boptelopipmn, av kot yo acBeveic mov gpeavilovy TeKunplopéV ovTondKpIoT Yo TPATY POPA Katd Tov
KOKA0 6, pmopel va yopnynBodv dvo emmpodcbetor kOKAoL Bopteopipnng. [Ipémnel va pesorafovv
TOVAGYLOTOV 72 dpeg LETAED TV d1000 KOV ddcemV TG Boptefopipmng.

Ta axdrovBa eappokeLTIKd TPOTOVTA YopnyovuvTal TNV nuépa 1 Kabe kokAov Bepaneiog 3 efdopddmv pe
Boptelopiumn wg evioAéPies eyydoeig: prrovEuaunn o d6om 375 mg/m?, kukhopmoeapidn ce ddon
750 mg/m? ko SoEopovPikivn o 8601 50 mg/m?,

H mpedvildévn yopnyeiton amd otdpatog oe d6om 100 mg/m? tic nuépeg 1, 2, 3, 4 kot 5 kde kdKAOL
Oepaneiog pe foptelopipmn.

Tpooapuoyss e doons katd ) diapkela s Bepameiog yio aoOeveis pe un mpobepamevuévo Iéupmuo, amo

KOTTOpO TOV pPAVIDaL

IIpwv v €vapén evog véov kKuKAoL Bepameiog:

o O apBuog tov oponetariov tpémel va eivan > 100.000 kdtrapo/pL kot o amdivtog aptfude
ovdetepogilmv (ANC) mpénet va givor > 1.500 kdtrapo/puL

e O apBpog tov aponetaMmv Tpénet va eivan > 75.000 kottopo/pL og acBeveig pe dbnorn tov pueiov
TOV 0GTOV N GIANVIKO £YKAOPIGUO

o Awoocapivn > 8 g/dL

o Ot un opaTOAOYIKEG TOEIKOTNTEG TPEMEL VO, £Y0oVV LROYWPNoEL oe 1°° Babuov 1 oto apykd enimedo.

H Oepaneio pe Poptelopipnn mpénet vo, S1OKOTTETOL KUTA TNV ELPAVION 0TO10GONTOTE OXETILOUEVNC UE TN
Boptelopipnn pun-opororoyikrng toSikdtntag Pabpov > 3 (eEapovpévng g vevpomddelag) 1 aatoAoyIKng
to&ikdtrag faduov > 3 (BAéne emiong mopdypago 4.4). I'a mpocapuoyég g doong, PAEne mivoka 5
TOPOKATE.

[Mopdyovteg d1€yepong OMOIKIOV KOKKIOKVTTAP®Y UTOPOLV Vo, Xop1yndohv yio olplatoAoyIKY| ToEIKOTNTO
COLPMVO, e TNV TOTKN cuvNON Ttpaxtiky. [Ipémetl va e&etaletan | TPOPLANKTIKT ¥PNCT TOPAYOVI®V
S1EYEPONG OMOIKIDYV KOKKIOKVTTAP®Y GE TEPITTMON EMAVIAAUPUVOUEVOV KOBVGTEPTCEMVY BT YOPNYT|ON TOL
KOKAov. H petdyyion oponetariov yio t Oepaneia g Opopupomneviag mpénet va eEetdleTon dtav
eVOEIKVLTOL KAIVIKGL.

Hivaxag 5: Tpooapuoyés e doons katd. ) didpkela s Gepameiog yio acOeveic ye un mpobepamevuévo
Aupwua amo KOTTopo, ToL HavoDo,
TolwotnTo |Tp07t01|:oi1]m] 00c60A0Yiag 1] kKoBvoTépnon
Auatoloyikn toéikotnra
o  OpouPonevia faduov > 3 ue H Oepaneio pe Boprelopipmn mpénet vo S1KOTTETAL Y1 £OG 2
nopetd, ovdetepomevio 4°° Babuov  EBdonadeg Emg 6Tov 0 acbevig xert ANC > 750 wdtrapo/pL kot
dubpkelng Gvm TV 7 MUEPDV, apOpd opometaiiomv > 25.000 kotrapa/pl.
apOpog aponetariov o Edv, uetd ) dwokonn g Oepamneiog pe Popreopipmn, n
< 10.000 wotrapo/pL To&IKOTNTA OEV LTOY®PNCEL, ONWOG opileTal TAPATAV®, TOTE M

Boptelopipnn wpémnel va. Slokomel.

o Edav 1 tofikdtnto voywpnoet, nh. o acbevig éxet ANC
> 750 xotropo/pl kot apBud apometoliov
> 25.000 xotrapo/pL, n Boptelopipnn propei va Egkvioet
ue pio 060m pelpévn katd £va eminedo 66omg (omd
1,3 mg/m? oe 1 mg/m? A} amd 1 mg/m? oe 0,7 mg/m?.




TolikétnTa Tpomonoinon docoroyiag 1 kaBvotépnon

o Edv katd v nuépa xoprynong H Oepomeio pe foptelopipmn npénet vo StokomTeTOL
Boptelopipmn (GAAn amo v Huépa
1 kaBe KOhKAoL) 0 apPOUOC TV
alpomeTaAiov ivol
< 25.000 wottapo/ul 1 o ANC givon
< 750 wotrapo/plL

BaOuov > 3 un aauatoroyixég tolixotyreg [H Oepaneia pe foprelopipmn mpénet va dakdnteton Héypt va

o Gewpeitor ot ayetilovial e VTOY®PHOOVV TO CUUTTONOTA TNG TOEIKOTNTAG 68 Babpod 2 1
Poptelouiunn NOUNAOTEPO. XT1 cuvEXELD, 1| Boptelopipnn puropel va Eekivioet
e pio 360 peimpévn katd éva eminedo d6ong (amd 1,3 mg/m?cgl
1 mg/m?, 1 omd 1 mg/m? og 0,7 mg/m?). Ta. vevpomadntikd mévo
Ko/ TEPIPEPIKT vevpordbeto mov oyetileTon pe Poptefopipmn,
OLKOWYTE KoM tpomtontomote T Poptelopinnn 6mwg
mEPLYPAPETAL GTOV TivoKa 1.

Emmpdcheta, otav n foptelopipmn yopnysitoan oe cuvévacud pe dAho ynUe0BEPATELTIKA POPUAKEVTIKA
TPOTOVTa, TPEMEL VO EEETAGTOVV Ol AMAPUITNTES LEIDGCELS TNG 0OOMNE OLTAV TV POPUAKEVTIKOV TPOIOVIMV
o€ mePIMTOOT ToEIKOTNTOG, COUP®VA LE TIG GLOTAGELS TNG avtioToyyng [lepiAnyng tov XapoKtnpioTikdv
tov [Ipoidvtog.

Ewdwoi tAinbvopoli

Huiwuévor

Agv vtdpyovv oTotyEln TOV VO VTOSEIKVOOVY OTL 01 TPOCAPLOYES TG 000G etvan amapaitnteg og acbeveic
nAkiog Gveo Tov 65 eTdV e TOAOTAODY LUEA®UA 1) AEUPOUO 0O KOTTOPO TOV LOVODAL.

Agv vtapyovv peAéteg yia ™ ypnon g Popteopipnng oe nAKiopévovg aobeveig e un tpobepamevpévo
TOALOTAOVV HOEAMLLAL, O1 010101 Elvat KatdAAN ot va vitofAnBobv oe ynuetobepameio vynANg dooNg e
LETAUOGYEVCT] QLLOTOMTIKMV OPYEYOVMV KLTTAP®V. ZUVETADC, O€ YIVOVTOL 00GOA0YIKEG CUGTAGELG GTOV
TANOveud avTo.

Ye plo pedémn og acBeveic pe un mpobepansvpévo AEppmpo and KutTopa Tov pavova, 42,9% wat 10,4% twv
acBevav mov elyav extebel og Popreopipnn NTav oe NAKLKO gvpog 65-74 £ Ko > 75 €1, avrtictoyya. e
acleveic nhkiag > 75 €, kot to. 600 oynuata, BR-CAP 6nw¢ emiong kot R-CHOP, ftav Ayotepo avextd
(BAéme mapdypago 4.8).

Hroztikn dvoiertovpyio

Ot acBeveig pe o NroTikn Svciertovpyia dev xpeldlovtal TPOSapPUOYT TG dOONG Kol TPETEL VAL
Aappdavovv Bepaneia pe tn cuvictdpevn door. Ot acbeveic ue pétpia | coPaprn Nratikn SveAertovpyia,
npémer va Eexivovv ) Poptelopipmn pe peiopévn §6om tov 0,7 mg/m? avd éveon katd t Sidpkeia Tov
TpOTOL KUKAOL Ogpoameiog kot 1 okdAovOn avénon e §6ong oe 1 mg/m? | n mepartépw peimon g d6ong
ot 0,5 mg/m? unopei va eEetactel pe Béon T avektikdTnTo Tov 0cdevoig (PAéne mivaka 6 kot
mapaypdeovg 4.4 kot 5.2).

ITivakag 6: 20VIOTOUEVY TPOTIOTOINGN d00NS Evapng yia. t Poptelouiuny oe aoOeveic ue nroTiky
ovoiertovpyio.

BaOpog nratikiic [Emineda Enineoa Tpomomoinon g d6omg Evapéng

dvcrettovpyioc* oAspuOpivng ISGOT (AST)

Hma <10xULN [>ULN Kopio
>10x- Onowodnmote |[Kapio
1,5x ULN

Métpla >15x- Omoodnmote Meimon g Poptelopipnng o 0,7 mg/m? ctov Tp®dTO
3 x ULN KoK o Oepaneiag. No eetaotel n avénon g doong




BaOpog nratikiig [Emineda Enineoa Tpomomoinon g 060G Evapéng
duorertovpyioc* olepuBpivng [SGOT (AST)

ZoPopn >3 x ULN Omoodnmote |oe 1,0 mg/m? N mepontépm peimon g ddong o
0,5 mg/m? ce axdrovBovg kKuKAoG pe Pdon TV
OveKTIKOTN T, TOV 0cBevolc.

Yvvtpnoelg: SGOT=ylovtopikn o&aro&ikn Tpaveapvaor opot, AST=apwvotpaveeepdon actoptdung,
ULN=péy1oTt0 6p10 Y10, TO PUGIOA0YIKO EVPOC.

*Me Baon v katdron yuo Ty nratiky duoAiettovpyio (Mma, pétpra, cofapn) Tov NCI Organ Dysfunction
Working Group.

Negpirn dvoiertovpyio.

H goppoakokivntikny g Poptelopipmng dev ennpedletal o€ acheveic pe Nmia E0g LETPLO VEPPIKT
dvchertovpyio (Kébapon kpeotivivng [CrCL] > 20 ml/min/1,73 m?). T to Adyo avtd Sev amartodvron
TPOCAPUOYEG GTN dOGT GE QLTOVG TOVG 0cBevels. Agv gival YVOOTO €4V 1 GOPLOKOKIVITIKN TNG
Boptelopipunng ennpedletal o€ acbeveic pe coPapn veppikn dvsiertovpyia mov dev vofdrloviol oe
dwiion (CrCL < 20 ml/min/1,73 m?). AeSopévov 611 M ST UTOPEL VL LEIDGEL TIG GUYKEVIPOGELS TNG
Boptelouipmng, n Poptelopipnn wpénet va yopnyndet petd ) dadikocio tng dtdhong (PAéme
Tapdypao 5.2).

THaoidratpiros minBoouog

H acpddeio kot n amotelespotikotnto ¢ foptefopipnng oe madid niikiog kdto tov 18 etdv dgv Exouvv
tekunproBet (PAéne mapaypdeovg 5.1 kot 5.2). Ta mapdvta dabéciua dedopéva TeptypapovTal 6TV
Tapdypoeo 5.1, aAld dev pmopel va yivel cOoTOO Yo T doGoloyia.

Tpdroc yopynong

To Bortezomib Fresenius Kabi 1 mg kovig yio. evésiuo dtdAvpa d1otifetol amokAEIoTIKA Yo evOoPAEPLa.
xopfynon.

To Bortezomib Fresenius Kabi 2,5 mg kévig yia evéoyo dtdAvpo S1otifetor amokAeloTikd yio evooeALPLa 1
VTOSOPLL YOPNYNOT.

To Bortezomib Fresenius Kabi 3,5 mg kovig yio evéoyo dtdAvpo S1otifeton amokAeloTikd yio evOoeALPLa 1
VTOSOPLL YOPNYNOT.

H Poptelopiunn dev Oo mpémet va yopnyeitor amd dAAieg 0d00c. Evoopaytaio yoprynomn £xel 00nyncel 6to
Bdvaro.

Evdopléfia éveon

To Bortezomib Fresenius Kabi 1 mg kovig yio evésiuo didAvpa mpoopiletar Lovo yio evoopAiPio yopiynon.
To dudlvpa petd v avoacvotacn yoprnyeitor pe evoopAéPia bolus éveon 3-5 devteporéntov pécw vog
TEPLPEPLKOD 1 KEVTIPIKOD eVOOPAEPLIOV KaBeTHPa 0 0M0i0g Gt GVVEYELD Yepilet Tpog EkmAvon pe 9 mg/ml
(0,9%) evéopov daAdpoTOg YAmplovyov vatpiov. Meta&d dvo dradoyikdv docewv g Poptelopinmng
TPETEL VAL £YEL LEGOAUPNOEL SIAGTN LA TOVAGYIOTOV 72 OPDOV.

Orav 1 Popteopipmn yopnyeitol o cuVOLAGUO Pe GALO POPUOKEVTIKA TPoTdvTa, avatpééte oty [lepiinym
TV XopaKkTnploTikov outov Tov [Ipoidoviev yio 0dnyieg xoprynong.

4.3 Avtevoeiteag

YrepevaroOnoio otn dpacTikn ovsia, 6to POPLo 1 6€ KATOL0 amd T £KS0Y0 TOV AVAPEPOVTOL GTHV
napdypopo 6.1.
O&eia dtdyutn SMONTIKN TVELUOVIKT Kol TEPIKAPILUKT VOGOG.



Otav 1 Poptelopipnn yopnyeital oe GuvOLAGUS e GALN POPUAKEVTIKA TPOIOVTA, OVOTPEETE OTIG
[eprinyeig Tov Xapaktnpiotik®dv tov [Ipoidvtog toug yuo emnpdcebeteg avievdeilelc.

4.4 E10wkéc mpogidomonoelg Kot Tpo@urdiels katd T ypfion

Orav 1 Popteopipmn yopnyeitol o cuVOLAGUO e GALO POPUOKEVTIKA TPo1dvTa, ot [leptinyelg tmv
XOPOKTNPLOTIKOV OVTAV TV PapuokeLTk@V [Ipoidvtov tpénet va egtalovton Tptv v évapén g
Oepaneiog pe foptelopipmn. Otav ypnoiponoteitor n Boidopion yperdletat wiaitepn Tpocoyn 6Tovg
EAEYYOVG KO TIG OTOLTNOELS Y1 TNV TTPOANYT KOMong (PAEme mapdypago 4.6).

Evdoppayiaia yopriynon

"Exovv vap&el Bovatneopeg TepTMSEIC E0PUAUEVTG EVOOppayLaiag xopriynong e Poptelopipmng. To
Bortezomib Fresenius Kabi 1 mg kévig yua evéoipo dtdAvpa tpoopiletar povo yio evooeAEPia ypnomn, evd 1o
Bortezomib Fresenius Kabi 2,5 mg kat 3,5 mg kovi¢ yio evéotpo diddlvpa tpoopiletor yio evooeAEPLo 1
vrodoplo. ypnon. H Boptelopiumn dev mpémet va yopnyeital evdoppaytoia.

lootpeviepikn tofdtnta

Eivai moAd cuyvn 1 eLOAVIOT YOOTPEVTEPIKNG TOEIKOTN TG, CUUTEPTAAUPBAVOUEVIC TNG VOUTIOG, TNG
SLPPOLaG, TOL EUETOL Kol TNG dOuoKoMOTNTAS, e PopTelopipumn. ‘Exovv avapepbel 0yt cuyva nepimtdoeig
eleov (PAéme mapdypaeo 4.8). Katd cuvéneia, acbeveilg mov mapovcidlovv SuGKOIMAITNTA TPETEL VO
nopakorlovbodvtal GTEVA.

Alatoloyikn to&idTnTa

H Oepaneio pe Poptelopipmn moAd cuyva cuvoEeTal pe apatoroyikéc Tosikotntee (Opopponevia,
ovdetepomevia kot avolpio). e peAétec oe aceveig pe vrotpomdalov moAhamlody puémpo Tov Adppovoy
Bepaneia pe Poptelopipmn kot og acbeveic pe un tpobepamevpévo MCL mov AdpPoavay Oepameia pe
Boptelopipnn o cuvdvaoud pe PLoLEUAUTN, KVKAOPOG@auidn, do&opovfikivn kot tpedvilovn (BR-CAP),
pio omd TIC GLYVOTEPES OUATOAOYIKEG TOSIKOTNTEG T 1) Tapodikn OpopPonevia. Ta orponetdiio oy 610
yopunAotepo eninedo v Huépa 11 kdBe kdxhov Bepaneiag pe Boprefopiunn kot cuvndwg exavépyoviay 6To
apykd eninedo Kot ToV EMOUEVO KOKAO. Agv vrnpée Kavéva ototyeio abpoitatikng Opouponeviag. To vadip
TOL dhpecov apdpov aponeTaAmv Tov peTpnOnke Nrav tepimov 6to 40% NG ApPyKNG TIUNS OTIS HEAETES
povoBepaneing Tov moAhamAov pueldparog kot 50% otn pedétn MCL. Ze acBevelg pe mpoympnpévo
poélopo 1 cofapdtra g Opopfoneviag oyetiotnke pe Tov apldud TV aoretoriov Tp Ty Evapén g
Oepameiac: yia opOpod opometariov mpw ) Oepaneio < 75.000/ul, 90% twv 21 acbevov eiyav apBuo
awpometariov < 25.000/ul katd ™ ddpkela e peréng, cvumeptrappavopévov 14% twv acbevav pe

< 10.000/ul, evéd avtifeta yio apBpod oponetoiiov mpw ) Oepaneio > 75.000/pl, poévo 14% twv 309
acBevav giyav apBud aponetariov < 25.000/1 kotd ™ dibprela TG HEAETNG.

Ye aoBeveic pe MCL (uehétn LYM-3002) mopatnpnnke vyniotepn enintoon (56,7% évavti 5,8%)
Opopporeviag fabuov > 3 otnv opdda tng Oepaneiag pe Boptefopipnn (BR-CAP) og ohykpion pe v opddo
7ov dev AauPave Bepameio pe Boptelopipnn (prrovéudunn, KOKAOPOoeauion, so&opovfikivr, Pvikpiotiv
kot Tpedvilovn [R-CHOP]). Ot dvo opddeg Oepomeiog NTov TopOUoles MG TPOC TI GUVOAIKY| ETLTTOON
ALLOPPAYIKDV ETELGOd MV OAV TV Badunv (6,3% oty opdde BR-CAP kot 5,0% otv opdda R-CHOP),
KaODC Kot TOV apoppayikdv enelcodiov Paduov 3 kot dve (BR-CAP: 4 acbeveic [1,7%], R-CHOP: 3
acOeveic [1,2%]). Zmv ondda BR-CAP, 22.5% tov acbevav Elafav petayyioelc alponetaliov oe cOYKPIoN
ue 2,9% tov acbevav oty opdda R-CHOP.

Taotpeviepikn kal evooKpaviaky apoppayio £xovv avoaeepbeil o€ cuvdvacuo e T Oepameio pe
Boptelopipmn. Zvvenmg, o apliuds TV aponetalMov Tpénet va mapokolovdeitot Tpv amd kdbe 660m g
Boptelopipnng. H Ogpancio pe Poprelopipmn mpénet vo diakomel 0tov o apldpdc Tmv apometoriov eivar
< 25.000/ul 1 og mepintwon cvvdLAGUOD pe LEAPOAAVT Kot Tpedviiovn Otav 0 aplfuds TV AOTETAAIDY
elvar < 30.000/pl (BAéne mapdypago 4.2). To dvvntikd 6¢perog tng Oepaneiog mpénet va otadioTel
TPOGEKTIKA EVOVTL TOV KIVOOVOV, 10104TEPN O TEPUTTOCELS LETPLOG EC 5oPapnc Bpoufomeviag Kot
TAPAYOVTOV KIVOHVOL Yol OiLoppayia.

H yevikn aipoatog (CBC) e TOMO AEVKOKLTTAP®OV, CUUTEPIAUUPOVOUEVOD TOV 0PlOUOD UUOTETAAIWY, TPETEL
va, Topakolovfodvtal TakTika ko’ 6An T ddpkela g Oepanciog pe Boptelopiunn. To evoeyduevo



petayylong arponetaiiov Oo mpénet va e€etdleton dtav gvdeikvutol kKhvikd (PAéne Tapdypogo 4.2).

Ye aoBeveic pe MCL mapatnpndnke mopodiky ovdeTepomevia TOL NTAV AVASTPEYIUN UETAED TV KOKA®V,
xopic ototyeio afpoiotiknig ovdeteponeviac. Ta ovdetepopiia oy oto younAdtepo eninedo v Huépa 11
kd0e kKOhxhov Bepaneiog pe Poptelopipmn kot cuviBwg eravépyovtay 6To apykd eMinedo KOTA TOV ELOUEVO
KOKA0. X1 pedétn LYM-3002, yopnynOnke vaoompiktiky @povIida Le Tapiyovies S1€YEPONG ATOIKIDY GTO
78% tav acBevav tov okélovg BR-CAP kot 610 61% 10V acBevav tov okéhovc R-CHOP. Kabmg ot
acBeveic pe ovdetepomevia draTpéyxovv avénpévo kivouvo Aotpdcemv, Ba tpénel va mapakoiovBodvat yio
onueio Ko copTTOHTO Aoipnméng kot va aviipetorifoviol apéownc. [apdyovteg 61€yepong amoKimy
KOKKLOKVTTAP®V PTopodv va xopnynboldv yia alpatoAoytkn ToEIKOTNTA COLPMOVA [LE TNV TOTLKN cLVIRON
mpoktikn. Ilpénet va eEetdleTon 1 TPOPLAUKTIKY XPNON TAPAYOVI®V OLEYEPCTG ATTOKIDY KOKKIOKVTTAP®OV
O€ TEPIMTOOT EXOVAALUPAVOUEVOV KAOVOTEPNGEMY GTT YopTynon Tov Kokiov (BAéne Topdypapo 4.2).

Enravevepyomoinomn 100 épnnta {wotpa

Ye aoBeveic mov AapPavovy Oepameia pe foptelopipmn cuvieTdTal YOPNYNOoN AVIWKNG TPOPVANENG. TN
peAétn @aong I oe acbeveic pe morloamiovv puédmpa mov dev elyav AaPet Bepancio oto mapedov, n
GUVOAIKY] ETIMTMOON TNG EXAVEVEPYOTOINGOTG TOL Epmnta {OOTNPA NTAV Lo GVYVY| 6TOVG acbeveig Tov Elafav
Boptelopipmn+Merpoaravn+IIpedvilovn oe cvykpion pe Medpoldavn+HIpedvilovn (14% Evavtt 4%
avticTo(w).

Ye aoBeveic pe MCL (pehétn LYM-3002), n enintoon Aoipméng and tov 16 épmnta {owotpa Rtov 6,7% o6to
okéhog BR-CAP kot 1,2% 610 okéhog R-CHOP (BAéne mapdypapo 4.8).

Enavevepyonoinon ko Aoipumén omd tov 16 g nrotitdeg B (HBV)

Orav 1 prrovépdumn ypnoyonoteitan o€ cuvdvacuod pe tn Poptelopipnnn, o wpénet va dievepyeital mavto
éleyyoc v HBV ¢ aceveig mov dwozpéyovv kivovvo Aoipwéng amd HBV mpwv and v évapén g
Oepanciog. Popeig nratitidag B kot acbeveic pe 10topikd nratitidoc B 0o mpénet va mapaxoiovbodvtat
oTeVA Y10 KAWVIKG Ko epyaotnpraka onueia evepyod HBV Aoipwéng katd m didpreia Ko petd ) Ogponeio
ovVOLAC OV NG prrovéipdpunng pe t Poptelopipnn. Oa tpénet va eEetaleTon To EvOEYOIEVO YOPNYNOTS
TPOPLANKTIKNG avTikng Oepameiag. Avorpééte oty [epiinyn tov Xapaxtmpiotikdv tov [1poidvioc g
PLTOVEUAUTNG Y10 TEPIGGOTEPES TATPOPOPIES.

[poiovco moivectiokn Aevkogykeporomdfeio (PML)

[ToAb omévieg mepmtdoels e dyvmotn attoloyia g Aoipwéng and tov 16 John Cunningham (JC), mov
odnynoav oe PML kot 6dvaro, égouvv avapepbei oe acOeveig mov Ehafav Oepaneio pe Poprelopipmn. Ot
acOeveic pe d1dyvmon PML eiyav Adpel Tponyovpuévag 1| Tavtdypove avocokatactoltikn Oepameia. Ot
nePLocOTEPES TEPTMGEL; PML Soyvdotnkav evtog 12 unvav and v mpdt d6on tng Popteopipnng. Ot
acleveic mpémel va mapaKkolovdovvTal G€ TAKTA YPOVIKA SIOCTHUATO Yio TUXOV VEX 1) ETLOEWVODUEVA
VEVPOAOYIKG GUUTTOUATO 1 ONUELD TTOV UTTOPEL v VTTOONAGVOLY PML ®¢ Hépog e S1opopikig Stiyvwong
mpoPAnuatov tov KNZ. Av vdpyouvv vrovoieg yio didyvoon tng PML, o acBeveic npémet va
TOPOTEUTOVTOL GE E101KO oty PML ko tpénet va apyicovv va epapuodlovtol KatdAAnAa HéTpa
Syvootikoy yapaktpa yio. PML. Awaxoyte ) Poptelopipnn av dwyvootei PML.

Heprpepikn vevpondOeia

H Oepoaneio ue Poptelopipmn moAd cuyva GUVOLETAL LE TEPLPEPIKT] VEVPOTADEL, TOV gival, KupimC,
aednTikn. Qo1600, Exovv avapepbel TePIoTATIKA GOPapng KIVNTIKNG VEVpOoTtadelog pe 1] xopig aotntiky
ePLPePIKN vevpomdlela. H cuyvdtra uepaviong g mepipeptkng vevpomdetlag avéavel otnv apyn g
Oepamneiog kot £xel mapatnpnOei dtL POGveL 6T0 PEYIOTO KATA TN d1APKELD TOV KOKAOL 5.

SUVIGTATOL 1] TPOGEKTIKY TOPUKOAOVON OGN TV 060EVOV (O TPOG TNV EUPAVICT] CUUTTOUATOV VELPOTAOELOC
omwg aicOnua kaboov, vrepaisneio, viactncio, TapaicOnoia, dvcpopia, vevporadnTikod TOVO M
advvapia.

Ot aoBeveic Tov TOPoVGIALOVY TEPIPEPIKT VEVPOTADELD Yo TPMOTN POPE 1| EMOEIVOOT TPETEL VOl
a£10A0YOVVTOL VEVPOAOYIKE Kol UTOPEL VO TALTEITOL 1] TPOTOTOINGN TNG dOCTG 1] TOL TPOYPAUIOTOG
yopnynong g Poptelopipmng (PAEne mapdypago 4.2). H vevpomddeio avIILETOTIGTNKE [LE VTOGTNPIKTIKY
aywyn Kabdg ko pe aAlec Bepameied.
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Xe aoBeveic mov AapPavovv Boptelopinnn oe cuvovacud e PaPUAKEVTIKE TPOTOVTA OV gival YVmOGTO 0T
oyetiCovtan pe vevporadeia (ww.y. Oohdopion) mpénet va AapuPavetar VTOY”N 1 EYKOLPT| KoL TOUKTIKY
TapoKoloinon yia Ta cupTTOROTA VEVPOTAbElag ToL opeilovtal ot Bepaneia e VELPOAOYIKN
a&lohdynon kabog eniong va eEgtdlovtal Kot KOTAAANAES LEIDMGELS TNG dOoMG 1| dtokormn Tng Bepameiog.

Extog g mepropepikng vevpomdbetag, 1 avtdvoun vevpordbeia pmopel enions vo cupuPaiiet 6ty TpoKAnom
avemBopntov evepyeldv dnmg ophooTaTikn VIOTAGT Kol GoBapn poper| duckothdtntag e ired. Ot
TANPOPOPIES GYETIKA LE TNV OLTOVOUT VELpordela Kat T GUUPOAN TNG OTIG €V AOY® avemBOUNTES
eVEPYELEG ElVaL TEPLOPIGUEVEG,.

Xmacpol

Yroacpoli &xovv avagepbel, Ol ouyvd, oe acBeveig ympic TPoNyoHLEVO 16TOPIKO CTAGUMV 1) ETANYiaG.
[dwitepn mpocoyr| amatteiton katd tn Oepaneio acBevdv pe 0mOL0NTOTE TOPAYOVTA KIVOUVOL Y10,
OTAGLOVC.

Ynétaon

H Oepaneio pe Poptelopipnn cvvibog cuvoéetar e v opbootatikn votaot). Ol TEPIGGOTEPEC
avemBounteg evépyeleg lvat NTLOG MG LETPLOG PUCEMS KoL TOpaTPovvToL Ko’ OAn T dtdpkela g
Bepaneiog. Or acBeveig mov eppdvicav opfoctatikn votaom e Boptelopipnn (xopryoduevo pe
evooQAEPLa Eveon) dev giyav evdeitelg opbootatikng vdoTaong Tpwv omd ) Oepameia pe Boptelopipmn. Ot
neplocdtepol acheveic Expnlav aywyng yia v opboctatiky| vroTaot Tovs. 'Evag pikpog apiBuog acbevov
pe opBooTaTIKN VIOTOCT EKONAWMGE NGO GuykomnG. H opBoctatiki vndtacn dev Ntav o peydio
Babuo cvvdedeuévn pe v bolus £yyvon g Poptelopipmng. O unyovicpog antod To0 PAVOREVOD deV gival
YVOGTOG av Kot {omg gV PEPEL va, opeileTon atnv avtdvoun vevpormddetlo. H avtovoun vevpordbeia pmopet vo
oyetiCeton pe ) Poptefopipmn, gite 1 foptrelopiumn va EMOEVOVEL L VTOKEIUEVT] KATAGTOOT), OTMG £ival 1
StafnrTikn N N apwAoedikn vevpomdela. ZuvioTdTol TPocoy OTAV YOPTYOUVTIOL PUPUUKEVTIKA TPOIOVTO, G
ac0eveic [LE 10TOPIKO GVYKOTNG 01 0TOT0L AapUPEVOLY POPUAKEVTIKG TPOTOVTA, TO OTTOLN EIVOL YVOGTO OTL
ocuvdéovtal pe votaon 1 o€ acbeveic Tov glvarl 0ELIATOUEVOL AOY® ETAVELQAVIOTG dtdppotog i) Epetov. H
OVTILETOTIOT TNG 0pHOGTATIKNG VTOTUCTG UITOPEL VO TEPIAAUPAVEL TNV TPOGUPHIOYT TOV UVTIVTEPTUGIKMDY
(OPLOKEVTIKAOV TPOIOVIMV, EVOOATMON 1] XOPNYNOT| HETOAOKOPTIKOGTEPOEWOMV Ko/ 1| CUUTAOOUUNTIKAOV.
O1 aoBeveic mpénet va emntody wtpiky cvpPfovin otav eppavifovv cvurtdpato (aing, tdon 1 onpeia
Mmofupiog.

2ovopouo Omnichoc Avootpéywunc Eykeporonddsiac (Posterior Reversible Encephalopathy Syndrome,
PRES)

"Exouvv vrdp&er avagopég tov PRES og acBeveic mov Adppavav Boptelopipnm. To PRES givon pia ondvia,
GLYVO AVOGTPEYLUN, TOXEMG EEEMGCOUEVT] VEDPOAOYIKN KATAGTAGT], 1) OTTOl0. LWITOPEL VO ELLPAVIGTEL UE
EMANTTIKEG KPIoELS, LTEPTAOT], KEQOUAAAYia, A0apyo, GOYYLOT], TOPA®GN Kol AALEC OTTIKES KO
vevporoyikég datapayés. H amekdvion tov eykepdiov, Katd mpotipnon n Areikovion Mayvntikod
Yvvtoviouov (Magnetic Resonance Imaging, MRI), ypnowomotgiton yio v emPePaicnomn tng ddyvmongc. Xe
acOeveic mov gpeavifouv PRES, n Boptelopiumn mpénel va StoKOTTETAL.

Kapduoxn avemdpkeia

O&eia eppdvion N EMOEIVOGN GLULPOPTTIKNG KAPSIOKNE OVETAPKELNG KoL /1 VEX ELPAVIOT LEIDOTG TOV
KAdouatog eEmOnong apiotepng Kokiag Exel avaeepOel kKatd tn didpkela Oepaneiog pe foptelopipnn. H
KaTaKpaTnon VYPOV uropel va ival Tpodafectkdg TapayovTag Yio GNUELN KOl CUUTTOMOTO TNG KUPIIOKNG
avendpketoc. Ot acbeveic pe mapdyoviec Kivdhvov yio Kapdtakn vOGo 1 UE VTTAPYOLGO KOPOLoKN VOCO,
TPETEL VO TAPOKOAOLOOVVTAL GTEVA.

Hlektpokapdoypapikéc e€etdoelc
AvapépOnkov pepovopéva teplotatikd mapdtaong tov dtaotiuatog QT og KAvikég peAéteg kot dev Exel
TEKUNPL0OEL 1 dUTIOONG CLUVAPELX.

[vevpovikég datapayég
Ymp&av omivieg avapopés oEeing d1dyvTne O1MONTIKNAG TVELVLOVOTADELNG OYVMOGTOV OLTIOAOYING OTTMG
TVELLLOVITION, O1dpeon Tvevpovia, o1 OnoT TVELLLOVO Kot GUVOPOLO 0EEIOGC OVOTVEVGTIKNG OVGYEPELOG
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(ARDS) o¢ acBeveic mov AduPavay Boptelopiunn (PAEre mapdypago 4.8). Opicuéva amd ovtd To
TEPIOTOTIKG NTav Bavatneopa. Zvviotdral aktvoypapio Odpakog mpv amd ) Bepaneio, TPOKEEVOL Vi
¥pNoomToindel wg 6edoUEVO ava@opag Yo TBavVEG TvELOVIKEG peTaforég Letd t Oepamneia.

Ye mepinTmon VE®V 1] EMOEWVOVUEVOV TVELHOVIK®OV GLUTTONATOV (7). Priyog, dvomvolr), mpénet va
dlevepyeitar aueca dlayvootikn a&loldynon kal va Oegpamedovrorl KatdAAnio ot acbeveig. Tlpémer va
Aappdvetar veoyn 0 Adyog KvduVoL/0QEAOLS TPV amd T cuvéyion NS Bepaneiog pe Poptelopipmm.

Te o KAviky doxipn, dvo acdeveic (amd 2) otovg onoiovg yopnyndnke vymin 6om kvtopafivng (2 g/m?
avé nuépa) pe cvveyn Eyyvon o 24 dpeg pe daovvopovPikivn kan foptelopipmn yio vrotponn o&eiog
poeloyevoig Agvyoupiog méBavay and ARDS vaopis katd ) duipketa g Oepameiog kot 1 pedén
teppationke. ['a o Adyo avTtd, 0€ GUVIGTATOL TO GUYKEKPIUEVO GYAMO LE TOVTOYPOV XOPNYNOT VYNANG
86ong kutapaBivng (2 g/M? avé nuépa) pe cuveyn &yyvon o 24 dpeg.

Neopikr) dvcrettovpyia
Ot veppikég emmAOKEG elval GLYVES 6TOVG acbevelg pe moAlamAobv poélmpa. Ot acBeveig pe veppikn
dvoiettovpyio Tpémet va mopakorovbovvior otevd (PAéme mapaypdpovs 4.2 Kot 5.2).

Hrotikn duciertovpyio

H Boptelopipnn petapoiileror amd nratikd évivpa. H éxBeon g Poptelopipmng avdvetar oe acbeveig pe
pétplo 1 coPfopn Nrotikn dvciertovpyia. Avtoi ol acbeveic mpémel va Aapupdvovy Oepaneio pe Boptelopinmn
o€ HELUEVEG OOOELS KOl va TapakolovBohviat otevd o ToSucotnteg (PAéne mapaypdpovs 4.2 Kot 5.2).

Hratwég avtidpdoelg

"Exovv avapepBel omdvieg TEpTTOOEIC NTATIKNG avemdpkelos o€ acbeveig mov AduPavay Boptelopipmn kot
TOVTOYPOVA POPLOKEVTIKG TPOTOVTA Kol TOV gfyov GAAa coPapd wTpikd TpofAnuato. AALESG avapepOUEVES
NTATIKES OVTIOPACELS TEPIAOUPAVOLY ahENOT TV NIaTIKOY eviOU®V, vIepyolepLOpVaLia Kot NToTiTdN.
AvTég o1 oAhayég umopel va lval avTIGTPENTEG PETA TNV dlakomh TG Bopteopipnng (BAéne

Topaypao 4.8).

YOvopouo Aonc dyKov

Enredn n Poptelopipmn etvar évag xuttopoto&ikog mapdyovtog Kot eE0hoBpevet Tayéws o Kokonon
TAacuaTokvTTOP Kot Tot KOTTapo MCL, umopel va mapovctastody EXITAOKES TOV GUVIPOUOD ADGNC OYKOV.
O1 aoBeveic mov datpéyovv kivduvo Tov cuVIPSOLLOL AVoNG OYKOL etvar ekeivol Tov avtipeT@nilovy o
ocoBapd TpdPAnua dykwv mtpv amd t Bepaneia. Ot ev AOym acbevelg mpémetl va mapakorovfovvtal 6Tevd,
EVD TTPETEL VO Ao avovTtal ot KOTAAANAES TPOPVAAEELS.

2VYyY0opNYNGCN QOPUOKEVTIKAOV TPOTOVTOV

Ot acBeveic Tov Aappdvovv Boptelopipmn e cuVOVLAGHO LE 1oYXVPOVS avaoToreic Tov CYP3A4 pénel va,
napakolovBodvtar otevd. Amarteital mpocoyn 6tav 1 foptelopipnrn cuvOLALETOL LE VTTOGTPMLOTE TOV
CYP3A4 1 tov CYP2C19 (BAéme mapdrypago 4.5).

[Swaitepn mpocoyn kot emPefainon TG PUGIOAOYIKNC NTOTIKNAG AEITOVPYING OTOLTOVVTOL GTOVG acBeveic Tov
AopBavovy amd Tov oToUNToG VIToYAVKALUKA (BAETE mapdypagpo 4.5).

AvTidpdioeic SuVNTIKA EMOYOUEVES OO OVOGOGLUTALYLOTOL

Oyt cuyva Exovv ovapepOel avTidpacElg SUVNTIKG EXAYOUEVEC OO CLVOCOGVUTAEYUOTO, OTTMOG AVTIOPAON
TOTOV 0poavociag, moAvapOpitida pe e£avOnua kol vreprAaoTiky onelpapatoveppitido. H foprelouipm
TPENEL VAL O10KOTTEL €AV EUPAVIOTOVV GOPaPEG AVTIOPAGELS.

4.5 AMMAETOPACELS UE GALD QUPUUKEVTIKG TPOTOVTO KUL GALES LOPPES AAANAETIOPOONG

Mehétec in vitro vwodsikvoouy ot M Poptefopiumn givar £vag aoBevic avaoToléog Tmv 16oevibipny 1A2,
2C9, 2C19, 2D6, kau 3A4 tov xvtoypdpatog P450 (CYP). Bdoetl g nepropiouévng cvppoing (7%) tov
CYP2D6 o710 petaporioud g Poptelopipmng, o parvotvmog tov CYP2D6, mov cuppetéyet eAdylota 6to
petafoiiopo, dev avapévetar va ennpedlel T cuvoAlkn diabeon g Poptelopipmng.
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Mo LeAETN POPUOKEVTIKNG GAANAETIOpaONC, 1 oToia a&loddynoe TV enidpacm ¢ keTokovaloAng, evoc
wyvpov avactoréa tov CYP3A4, ot eapuaxkokvntiky] g foptelopipnng (mov gvietat evdooprePimg),
katédeie o péon avénon g AUC ¢ Poprtelopipmng katd 35% (CI190% [1,032 ¢ 1,772]) pe Paon ta
dedopéva and 12 acbeveic. ' to Adyo avtd ot acbeveig mpénet va mopakoiovbovvtal otevd Otav diveton n
Boptelopipunn o€ cuVILAGUO pe Evav 16YXVPO avactoréa Tov CYP3A4 (m.y. ketokovaloin, prrovafipn).

g o LEAETN QOPUOKEVTIKNG OAANAETIOpaoNG, 1| omoia a&toAdynoe TV enidpaot tng openpaloing, vog
wyvpov avactoréa tov CYP2C19, ot pappaxokivntikny g Poptelopiumng (mov evietor evooprefing), dev
v pEE ONUAVTIKT EMOPOACT) GTO POPUOKOKIVITIKY XOpakTNPIoTiKa TG Poptelopinmng pe Baon ta dedopéva
a6 17 acBeveis.

Mio pHeAétn OpUOKEVTIKNG OAANAETIOpacN S oV a&loAOYNGE TNV ENIOPOCT) TG PLUPAUTIKIVIG, EVOG IGYLPOV
emayoyéa 1ov CYP3A4, o ooppoakokivntikny g Boptelouipmng (mov evietan evoopiefing), Kotédeite pia
peomn petwon oty AUC g Popteopipmng kotd 45%, pe Baomn ta dedopéva and 6 acbeveic. Zuvenmg,
Tavtdypovn ypnon g Poptelopipnmng pe wyvpovg enaywyeig tov CYP3A4 (w.y. proaumikivn,
kapPapalenivn, patvotoivn, eatvoPapPrrdin Kot vrepkd/Parkcapdyopto) dev cuvicTdtol, Kabds propel va
pelmBel 1 amoTEAEGHOTIKOTNTAL.

2V 1010 HEAETN PAPUOKELTIKNG OAANAETIOpaoNC TOV 0E0AGYNOE TNV EMidpacn TG de&apeBalovng, evog
mo acBevoug emaymyéa tov CYP3A4, ot eappoxokvntikn g foptelopipnng (mov gvietal evéopiePimg),
dev v p&e oNUAVTIKN ETIOPACT] GTN POPUOKOKIVITIKY TG Poptelopipnng pe Baon ta dedopéva omd 7
acBeveic.

Mo, HeAETN QOPUOKEVTIKNG OAANAETIOpac G OV a&loAOYNGE TNV EMIOPUCT) TV UEAPUAAVNG- TPESVILOVIG
o eappakokvntikny g Poptelopiunng (mov evieton evooprefing), £0eiée a péon avénon g AUC g
Boptelopipmmg 17% pe Paon to dedopéva omd 21 acheveic. Avtd de Bempeitar KMvikd oyxetikod.

211 S18PKELD TOV KAWVIK®OV SOKIU®V, avapépOnke Oyt cuyvd Kot ouyva vroyilvkaipio Kot vIepyAvKaio o
drafnrikods acbeveig mov Adpfovay amd Tov GTOUATOG VTOYAVKAYKA. X acbeveig mov Aappdvouv amd Tov
OTOUTOG aVTIOWPNTIKG edpuaka, katd T Oepomeia pe Boptelopipnn, Tpémel vo TopakoAovdodvTol oTeEVE
To eMimed YAVKOING 6TO aipla TOVG, EVA 1) 0001 TOV AVTIIPNTIKAOV TOVG TPENEL VAL TPOCSAUPUOLETOL
KOTOAANAQL.

4.6 TCovipoétnTa, Kinoen kot yorovyia

AVTIGOAANYN 5€ AVOPES KO YUVOIKES

AOY® ™G evdgyopevng yovoto&ikng dpdong tng Pfoptelopipmng (PAéme mapdypapo 5.3), ol yuvaikeg o€
OVOTOPOY®YIKT NAKIO TPETEL VAL YPNGUYLOTOIOVY OTOTEAEGUATIKG HETPOL OVTIGVAANYNG KOl VO, ATo@OYOLV VO
uetvouv éykvec katd tn diapkela g Oepameiog pe Poprelopipmn Kot yio 8 unveg Hetd v oAoKANpmo” TG
Bepaneiog. O avdpeg acbeveic Bo Tpémetl va ¥pNOUOTOI0HV ATOTELEGUATIKA LETPO, AVTIGOAAYTG KOL VO
ouvvieTdrtal vo uny kévouv taudi evocm Aapufdvouv Boptelopiumm Kot yio 5 piveg Petd tnv oAoKANPpmoT TNg
Oepaneiog (PAéne mapaypogo 5.3).

Kvnon
Agv vtapyovv drabéctua kKAvikd dedopéva yia t Poptelopipnn oyetikd pe v ékbeomn katd tn S1GpKEL TNG
Konong. H mbavotnta tepatoydovov dpdong g Poptelopipmng dev €xel epguvnbei TAnpwc.

e un kKhavikég puerétec, 1 Poptelopiumm dev £d1€e va, emdpa oty UPPuikn avanTuén TV apovpainy Kot
TOV KOUVEMMDV, GTIC VYNAITEPESG OVEKTEG OOCELG Y1a TIG UNTEPES. MeAéteg o melpapatolma Yo va
dwomotwdel 1 enidpacn g Poptelopninmng oty Topeio TOL TOKETOD Kot TNG OVATTLENG UETE TN YEVVTION dEV
&yovv die&ayOel (PAéne mapdypapo 5.3). H Poptelopipnn dev mpémel va ypnoLomoteiton Katd tn S1apKeLo,
NG KONONG EKTOC €AV 1 KAVIKT KOTAGTOGT TG Yuvaikog omattel Ogpaneio pe Poptelopipmn. Edv n
Boptelopipnn ypnoyomomBei Katd tnv Konon N n aobevig KaTaoTel £yKvog Katd T dtdpkelo TG Oepoameiog
™G HE OVTO TO QUPUAKEVLTIKO TPOTOV, TOTE 1) 060V Tpémel va. eviuepmBel yia tov Thavo Kivouvo Tov
evéyel n Bepameia yio to Euppvo.

H 6aAdopion etvar pia yvoot 1epatoydvog SpacTiki ovcio Tov Tpokaiel cofapéc, ametAntikéc yio ) {on
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Swpoptie damhdoems. H Baiidopion avievosikvotol Katd Tn StdpKeLa TG KONONG KOl G YOVOIKES TOVL
elval o avomapaymykn nhkio, EKTOg v TANPOVVTAL OAEG 0L TPOUTOOEGELS TOV TPOYPAUUOTOS Yot
TPOANYM KoNong e BaAidopidn, Ot acbeveig mov Aapfdavovy Boptelopipnn 6€ GuvdLAGUO e BaAdouidN
TPENEL VAL TNPOVV TO TPAYPOLLLLA TPOANYNG KOMoNG TG HaAidopidong.

AvarpéEre oty [epiinyn tov Xapaktmpiotikdv tov Ipoidvtog tng Badidopidng yio meplocotepeg
TANPOPOPIEC.

OnAacpodg
Agv gival yvooto gdv 1 Poptelopiunn anekkpivetal 6to avlpmmvo yora. Adyw tov mbavav coPapiv
avemBopntov evepyeldv ota Ppéen mov Onidlovv, o Inlacuds mpénet va S10kOTTETOL KOTA TN StbpKeL

Oepamneiog pe foptelopipmn.

Fovoma

Aev éyovv dieEaybel pehéteg yovipodtntag pe ) Poptelopiumn (PAéne mapdypapo 5.3). Adyw g
EVOEYOUEVNC YOVOTOEIKNC dpdiong tng Poptelopipnng (PAEre moapdypao 5.3), ot dvdpeg acbeveig Oa
pénel v ovalnTovv GUUPBOLAN Yo TN SOTHPTCT TOL CTEPUATOS KO Ol YOVOIKEG GE OVOTOPOLY YK
niwia Ba mpénetl va avalntovy GuUPOVAN CYETIKA LE TNV KPLOGLVTIPTON WOPI®Y TPV OTo TNV
évapén g Bepameiog.

4.7 Emodpdosic oty IKavoTnTa 001171101)G KOL LEPIGHOV PN AV LATOV

H Boptelopipumn €xet pé€Tpia enidpAcT GTNV KAVOTNTO 00N YNOTG KO XEPIGHOD pnyovnudtov. H
Boptelopipmn pmopel vo cuvdEeTar TOAD cLYVE LE KOT®MON, oLV pe CAAN, Gyl cLYVE LE GUYKOTN Kot GuYVA
ue opbootatikn vrotoon 1 Boumn 6paoct. Katd cuvéneia, ol acBeveic mpénet va gival TpoceKkTikol 0Ty

001 YOOV 1 XPTCLLOTOLOVV UNYOVALLOTO KoL TPETEL VO GUVIGTATOL VO LY 03NYoUV 1} X€pilovTol pnyovipoto
€0V TAPOLOLAcOLY aVTE To cupTTdpaTa (BAETe Topdypapo 4.8).

4.8 AvemOOunTeg evépyereg

[MepiAnyn Tov TpoEid acEdietog

O1 coPapég avemBounteg evépyeteg Tov avaeépbnkay oyt cuyva katd ) dbpkela Bepameiog e
Boptelopipmn TepLopavouy Kopoloky oVETAPKELL, GUVOPOLO ADGNG OYKOV, TVEVUOVIKT VITEPTAOT),
oLVOpPONO omicOag avasTpEYLNG eYKeQOAOTAOE0G, 0&eleg O1dyvTEG ONONTIKEC TVEVUOVIKEG dlOTAPOYES KOl
OTAVLOL ATOVOUT VEVPOTADELD.

O1 o ovyvég avemBOuNTeg EvEpYeLeg oL avapEpOnkay Kotd tn didpketa Oepanciog pe Boptelopipnn etvon
vavTia, o1dppota, SVoKOIAOTNTO, EUETOG, KOT®OT, Tupeéia, OpouPomevia, avatpio, ovdeteponevia,
TEPLPEPIKT vevpomdbela (cupumepiapfovopnévng g aoOnTkng), Kepalaiyia, Taparcncio, peiwpévn
opekn, dvomvoa, e&avOnua, £prng (oothpag Kot poodyia.

Aloto TV avemBounT@V EVEPYELDV GE TIVOKOL

THoAarAodv uvédmua

Ot avemBOuntec evépyeleg otov mivako 7 Ospndnkay and Tovg epeuvnTég OTL £X0VV TOVAUYIGTOV L0l
evogyouevn N mhovi artioloyikn cuoyétion e ) Poptelopinmn. AvTtég ol avemBOunTeg evépyeleg
Bacilovtat o evomomuévn Paon dedopévav yia 5.476 acbeveic, ek twv omoiwv ot 3.996 acbeveig EhaPav
Ocpancio pe Bopteopiumn ota 1,3 mg/m? kot mepihappdvovtot otov mivoka 7.

YuvoAika, 1 Poptelopipmn xopnyndnke yio tn Bepaneio Tov TOAAATAOD poeA®dpatog o€ 3.974 acleveic.

Ot avemBOunTeC evépyeleg TOPOVGLALOVTOL TAPUKATM OVE KOTIYOPio/opyavikKO GOGTNO Kol KOTYopia
ouyvotntac. Ot ouyvotnteg opifovrar og eéng: [lodd cuyvég (> 1/10), cuyvég (= 1/100 £mg < 1/10), oyt
ovyvég (= 1/1.000 émg < 1/100), omdvieg (> 1/10.000 émg < 1/1.000), Todd omdvieg (< 1/10.000), un yvootég
(0ev pumopovv va extiun0obv pe Paon ta dwbéoipa dedopéva). Eviog kabe koatnyopiog cuyvotntog
EUPAVIONGS, Ol avemBOuNTEG eVEPYELEG Tapatifevtan katd eBivovoa oepd cofapotntac. O mivakog 7
dnuovpyndnke ue ™ ypnon g Exdoong 14.1 tov Ae€icod MedDRA. "Eyovv cuounepiinebei eniong
OVETIOOUNTEG EVEPYELEG LETA TV KVKAOPOPIO TOV deV TOPATNPNONKOV GE KAIVIKES OOKIUES.

Iivoxog 7: AvemBdunteg evépyeies ae aobeveils ue moAlamAodv uvéiwuo mov Elafov Gspameio. we
Poprelouiunn oe KAIVIKES OOKLUES, KoL OAES 01 avemBOunTes evEpyeles ueta v kokAopopia, oveCoptntwe
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Koatyopia/ Opyoviké
ovotnna

Eninttoon

Avem@Ountn evépyera

AOPUDEELS KOl TOAPACITOGCELS

Xuyvég

'Epmng Lootpag (cupmeptlapfovopévon Tov dtéyvtov

Kol Tov opBaApikov), [Tvevpovia*, Amhog épmnc,
Mvuknrioon*

Oy ovyvég

Aolpwén*, Baktnplokéc Aouaées*, loyeveic
howdéelg®, Enyaipio (copmeptiapfovopévng e
onmtikng kataminéiog)*, Bpoyyomvevpovia, Aoipmén
amd 16 tov Epmnra*, Epmtntiky unviyyoeykepoitida®,
Boakmpropio (copmeprrapfavopévng omd
oTapLAOKOoKK0), Kp1On, I'pinn, Kuttapitido, Aoipwén
mov oyetileTon pe cvokevn], Aepuotiki Aoiuwén*,
Aolpwén tov ®To6*, LTaPLUAOKOKKIKT] Aoip®EN,
Odovtikn Aoluwén*

Ymivieg

Mnviyyitida (copmeprrapfavopévng g Paxtnploxng),
Aoipwén amd tov 16 Epstein-Barr, Epnng yevvntikov
opy&vav, Apvydaiitida, Mactoglditida, ZOvopouo
KOT®MOMNG LETA amd 10yev Aoiumén

Neomhdopato Koronon,
Koo 0n ko pn kaboprlopeva
(meprhappdvovtol KOGTELS Kot
TOAOTOdEC)

Ymdvieg

Koakonbfeg vedomhacua, ITAacpatokuttopikn Agvyoipia,
Kapkivopo veppdv, Mala, Eroyyoedng pokntioon,
Kolon0eg veomhaopa*®

Alotapoy€c TOU OLOTOMTIKOV
KO TOV AEUPUKOV GLUGTHOTOG

[ToAd cuyvég

®poppornevia*, Ovdeteponevia®, Avoruio*

Zoyvég

Aegvkomevia*, Agugomevia®

Oy ovyvég

[Mavkutraponevia*, Epropetn ovdeteponevia, Ofeia
droTapayn Tov unyovicpov téng*, Asvkokvttdpmon®,
Aepgodevonddeta, Alpolvtikn avoupio®

Zrdvieg

Audyvtn evdayyelokn Tén, @popporvttapmon®,
2HVOpOO VITEPYAOLOTNTOC, AldTOpOYT TOV
awpometariov MAK, Opoppotikt pikpoayysonddeio
(cvpmepthapBovopévng g Opopponevikng Topevpog),
Ayotoroyikn dwatapoyn MAK, Awoppaykn o160eon,
AgppoxvtTopiky omonon

Awrtapoyéc Tov
OVOGOTOLNTIKOV GLUGTHLATOG

Oy ovyvég

Ayyeooidnua®, YrepevarcOnoia*

Zrdvieg

Avaeoioktikn KotamAnéio, ApvAogidwon, Avtiopoaon
EMOYOUEVT OO 0VOGOGLUTAEYHaTO TOTTOL LT

AloTopay£g ToL EVOOKPIVIKOD
GUGTNLOTOG

Oy ovyvég

Yovdpopo Cushing*, YrepBupeoediopoc*, Anpocpopn
£€KKPLON AVTIOIOVPNTIKNG OPUOVIG

Zrdvieg

Ynobvpeoediopnog

AwoTopayéc Tov petafolouon
Kot g Opéyng

[ToAb cuyvéc

Mewwpévn 6peén

Zoyvég

Aopvddtmon, Yrokohoupio*, Yrovarplopio®, Mn
@LO10A0YIKT YAVKOLN aipatoc*, YmaoPeotiopio™,
Awzoapayn evidopov*

Oy ovyvég

YHvdpopo Adong 6ykov, Aotuyia avamtuéng®,
Yropayvnowpio*®, Yropowoeoatopio®,
Yreprohmopio*, YrepacPeotiopio*,
Yrepvatpoupio®, Mn @uoioloyikd ovptkd o&o*,
Zaxyopmdng dwpnc*, Katakpdtmon vypov

Zrdvieg

Yrepuayvnoopio*, Oéwon, Hiektpolvtikég
dratapayéc*, Yneppoptwon pe vypd, YmoyAopopuio®,
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Koatyopia/ Opyoviko
oot

Enintoon

AvemOOpunTn evépysro

Yrooykoupio, YrepyAopoayio*®, Yrepeoopotoio™,
Mertafoikn dwatapayr], AvendpKelo GLUTAEYLOTOG
Brrapivng B, Averdapxketa Brrapivng B12, Ovpk
apBpitda, AvEnuévn 6peén, Avcaveéio ovomvEDLOTOG

Yoylatpikég datapoyés

Zoyvég

Awtapayéc dSuabeong*, Ayymong dwatapoyn™,
Awzoapayn devov*

Oy ovyvég

Yoy datapayn®, PevdaicOnon*, Yuywoikn
Swtapayn®, Xoyyvon*, Avnovyia

Zrdvieg

AvtokTtovikog 1deacuoc*, Alotapoyr TPOSAPUOYNG,
[Hopaqpnua, Mewwpévn yevetnola opun

AlotapoyEC TOL VELPIKOV
GULGTNLOTOG

[ToAd cuyvég

Nevponabeieg*, [epipepikn aroOnTikn vevpomddela,
AvoasOnocio*, Nevpakyia *

Zoyvég

Kwntikn vevpondBein®, Atdieio cuveidnong
(ovumeptiapfovopévng g cuykonng), Zaan*,
Avoyevcio*, Anbapyoc, Keparadyio*

Oy ouyvég

Tpoépog, eprpepixn arsOnricoxvnTikn vevpomddeta,
Avoxwvnoio*, Aloatapoyég GUVTOVIGHOD TOPEYKEPAAIDAG
Kol wooppomiag®, ATdielo pvaung (Un
oupmepthappovopévng g avolag)*, Eykepalonddeio™,
ZHvSpopo omicOiag avaoTpéyiung eykeporomddsiac?,
Nevpoto&womra, Emiinmnricég dtotapayéc™®,
MebBepmnrikn vevpodyio, Awatapayr Adyov*, Zovopopo
aviovywov toddv, Hukpavia, Ioywadyia, Alatopoyn
oTNV TPOGoYN, M1 GUGLOAOYIKE AVTOVOKANGTIKA™,
[Hopoopia

Xravieg

Eykepahikn apoppayio®, Evookpoviakn oipoppayia
(ovumeptiapfovopévng g vapyvoedovg)*,
Eykepoiukd oionpa, [Tapodikd oyaipikd eneicoolo,
Kopa, Actdfeia avtdvopov veupikod GLGTAHOTOC,
Avtovoun vevpordbeia, Eykepolikn mapdioon®,
Hapdivon*, Ilapeon*, [Ipocuykonr|, OvEpouo
EYKEQOMKOV GTEAEYOVS, AlaTOpOyn TV AYYEI®V TOL
gykepdrov, BAAPT pilag vedpov, Poyokivntky
VIEPOPOCTNPLOTNTA, ZVUTIECT] VOTIHIOL HVELOD,
Nonrtwn| dwtapayn MAK, Kivntikr duciettovpyia,
Awzapayn vevpikov cvotiuatog MAK, Pilitida,
Axovo1a ekpor| G1EAOL amd To GTONA, YTToTovia,
Tovdpopo Guillain-Barré®, Anopvelvotikn
noAvvevpomddeio”

OpBaipucég droTapoyég

Zoyvég

Oidnua tov oeHaApoV*, Avouain o6pacn™,
Emmepukitida*

Oy ovyvég

Ayoppayia Tov 0pBoipov*, Aoipmén tov Prepdpov™,
XoAal10”, Brepapitida®, Dreypove) Tov 0@OoApon™*,
Awmhonia, Enpoedaipio*, Epebiopog tov opbaipov*,
[16vog tov 0eBaipov, AakpOppota awénuévn,
OeBaAUIKO EKKpLULOL

Zrdvieg

Alloimon tov kepatoedovc*, EEopOaipog,
AppipAnotposidonddeta, Xkdtopo, OPOaAUIK
Swtapayn (cvumeptiappfovopévov Tov PAEQAPOV)
MAK, Eniktnrn dakpvoadevitida, Dotopofia,
dotoyio, Ontikn vevponddeio”, Arapopetikol Badpoi
oTTIKN G ducAettovpyiog (€mg Kot TVPAmon)*
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Koatyopia/ Opyoviko
oot

Enintoon

AvemOOpunTn evépysro

Awotapay€s Tov TOG KoL TOV
AafopivBov

Toyvég

TAryyoc™

Oy ovyvég

Avcaxoio (cvumeptiappavouévov Tov epfoav)*,

'Exmtoon g akovotikng o&vtntag (mg Kot

cuumePAapPavopévNg TG KOPMons), Avcpopia Tov
®TOG*

Xravieg

Qroppayia, ABovcaia vevpwvitida, Atatapayn Tov
ot1o¢ MAK

Kopdiaxég datapoyés

Oyt ouyvég

Kapdiakodg emnopotiopdc”, Kapdroavamvevotik
avaxormn*, Kapdiokn pappopoyn
(ovumepapfovopévng Kodmikng), Kapdiaxn
avemdpkelo (cuumepAapufavopévng Tng apioTEPNG Kot
g 0e€lag kothag)*, Appuduia*, Toyvrkapdio*,
AloOnpo Ttoipmv, Xtnbdyyn, [epucopditida
(ovumeptiapfovopévng g TEPUKOPIOKNG GLAAOYNG
vypo¥)*, Kapdopvorddeia*, Kook duciettovpyio*,
Bpadvkapdia

Zrdvieg

KoAmkog mrepuyiopods, Eugpaypo tov pooxkapdiov™,
KoAmokoimokog amokieiopog*, Kapdiayyetokn
Swtapayn (cvumepriapfovopuévng g Kapoloyevong
kartaminéiog), Kovokn tayvkapdia dikny pimidiov,
Aoctafng o Bayym, Atatapoyn kapdiakng farPidag®,
Avermdpkelo otepavioiog apmmpiag, Dreforopufikn
OVOKOTY|

Ayyelakég datapoyég

Zoyvég

Yroétaon*, OpBoctatikh vwotaot, Yréptoaon®

Oy ovyvég

Ayyelako eyke@olko encico6dio”, Bv 1o Padet pAefixn
Opoupoon*, Awwoppayia*, @poppoerefitidan
(ovumepriapfovopévng g emumoins), Kvklopopikn
KOTEPPEWYN (CLUTEPIAOUBOVOUEVIG TNG VITOOYKOLULKAG
kartaminéiog), Prefitda, EEayn*, Aludropo
(ovumepiapfovopévov tov mepveppikod)*, Itmym
TEPLPEPIKN KuKAopopia®, Ayyetitida, Yrepaio
(ovumepriapfoavopévng g oeBoAkng)*

Xravieg

[epupepicn gpPoirn, Aeppoidnpa, Qypdtnra,
EpvOpoperoryia, Ayyelodiactorn, DAiefiog
ATOYPOUOTICHOG, DAefiKn| avemdpreln

Alotapoy€c TOV aVaTVEVGTIKOD
GULOTNLOTOG, TOL BMpoKa Kot
TOV HecofmpPaKion

Zoyvég

Avonvola*, Enictaln, Aoipmén tov
AVAOTEPOL/KOTMTEPOV OVOTVEVGTIKOD GUGTHIOTOCY,

Byac*

Oy ovyvég

[Mvevpovucy gpPoln, ITievprrikny cuAioyn, [vevpovikod
oionua (cvumeprrapfovouévon tov 0&€og), Kuyeldkn
apoppayia Tvevpove”, Bpoyydomacuog, Xpovia
ATOPPOKTIKY Tvevpovoradea™®, YmoEopuio*,
Zopedpnon avamvevoTiknig 0d00*, Yro&ia,
[Mevpitda*, AdEvykag, Pvoppota, Avcopwvia,
2uprypog

Zrdvieg

Avanvevotikn avemdpkeia, Zovopopo o&eiag
AVOTVELOTIKNG dLoyEpeLag, Amvola, [Tvevpobmpakag,
Atelextaoia, [Tvevpovikny vaéptaor, Aydntoon,
Ynepaepiopoc, Opbonvora, [Tvevpovitida,
Avanvevotikn adlkdAiwon, Tayomvoua, [Tvevpovikn
tvoon, Bpoyywn dwatapoyn®, Ymokoanvia®, Aldueon
mvevpovoradeia, Ambnon mvedpova, ZuoeryKTiko
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Koatyopia/ Opyoviko
oot

Enintoon

AvemOOpunTn evépysro

aicOnpo Aoov, Enpotnta tov eapuyya, AvEnpévn
£€KKplon Tev ave aepaymynv, Epediopog tov Aaipov,
2HvOpouo By TOV OVOTEPWOV AEPUYDYDY

AwTopay£g Tov YUoTPEVTEPLKOD

[ToAd cuyvég

SopntdpoTo vouTiog Kot Epetov®, Atdppota™,
Avoxototnta

Xuyvég

laotpeviepkn apoppayio (copmeptrapfavopévon Tov
PAevvoyovov)*, Avoreyia, Zropatitida*, Atdtacn g
KOG, ZTOpaTOPapPLYYIKO dAyoc*, Kothakd ddyog
(ovumepAapPOVOUEVOD YOGTPEVTEPIKOD KoL GTANVIKOD
GAyovg)*, Lropotikn Sotapayn™, Metewpiopog

Oy ouyvég

[Haykpeatitido (cvumepthapfavopévng g xpoviag)™*,
Awotépeon, Oldnpa yeliémv*, Factpeviepkn
amoepan (cvumepriappfavopéveoy g aroepasng Tov
Aemtol evtépov, Tov elkeon)*, Kotlmakr| dvcpopia,
E&éhkmon tov otopatog*, Eviepitida®, Factpitida*,
Ovioppayia, 'aotpoorcopayikn maivdpdunon™,
Ko\itida (cvpmepiropfavopévou tov clostridium
difficile)*, Ioyayukn xoditda®, dreyuovy Tov

YOO TPEVTEPIKOV*, Avcpayic, XOvOpoo gvepEbioTov
EVTEPOL, AlTOPOYT TOV YOGTPEVTIEPIKOD GUGTNILOTOG
MAK, IN't@ooa eriypiot, Alatapoyn Tng KvNTIKOTNTOG
TOV YOOTPEVTIEPIKOV GOANVA*, Alatapayr| GleAoyovov
adeva*

Xravieg

O&ela maykpeatitda, [eprrovinda*, Olonua
YA®oocac*, Ackitng, Olcopayitida, Xekitda, Akpdarela
Kompdvav, ATovio TOL GETYKTAPO TOV TPOKTOV,
Kompdhboc*, I'aotpevtepikn e&élkwon kal didtpnon

* Ymeptpoopio tov o0Amv, Meydkoro, Exkévaoon and
70 0p00, DAOKTUIVEG TOV GTOHOTOPAPLYYA*, AAYOC TV
yeéwv, lleprodovtitida, Paydda tov mpmitov,
Metafoin otic cuvnbeieg Tov evtépov, [paoktadyia,
Mn @ucloroyikd koéTpavo.

Awotapoy€c Tov HIOTOC KoL TV
YO POP®V

Zoyvég

Mn @uctoroyikd nratikd Evivuo™®

Oy ovyvég

Hratoto&wdtnra (copmeptlopfavouévng g NroTikng
dwtapaync), Hrotitda*, Xolootoon

Zrdvieg

Hrotum avendpkeo, Hratopeyorio, ovopopo Budd-
Chiari, Hratitida oo kxuttapopeyoroid, Hrotkn
apoppayio, XoroABioon

Al0Topay£ TOL SEPLOTOC KoL
TOV VTOJOPLOV 16TV

Zoyvég

E&avOnpa*, Kvnoudc*, EpbOnuo, Enpodepuia

Oy ovyvég

IMoAvpopeo epvinua, Kvidwon, Oeia epumdpet
0VdeTEPOPIMKT depudTwon, To&ud e&dvinpa
dépuaroc, ToEwn emdeppikh vekpoivon”, Zovpopo
Stevens-Johnson®, Aeppatitida*, Awrapoym
tpyopotoc*, Ietéyeie, Exyopmon, BAaPn dépuatog,
[opevpa, Mala tov dépuatoc*, Ywpiaon,
Yrepidpoon, Nuvktepvol 18pmdreg, Elkog kordritonc?,
Axpn*, Oroktove®, Atatapoyég peddyypmong*

Zrdvieg

Agpuatikn avtidpaon, Asppokvttapikn odnon tov
Jessner, ZOvOPOLO TOAOUO-TEAUATIONOG
gpvBpoducatcnciog, Ymodopia apoppayio, Atktow
meMiwon, ZkAnpuven tov déppotog, Blatida,
Avrtidpaon potogvaictnciog, unypoatoppora, Kpdog

18




Koatyopia/ Opyoviko
oot

Enintoon

AvemOOpunTn evépysro

Wpatag, Awtapayn dépuatog MAK, EpvBpmon, ‘Eiiog
ToV 0épuartog, Atapayn dvoya

Al0TOpayEC TOV HVOCKEAETIKOD

GULGTILLOTOG KOl TOV GUVOETIKOV

10TOV

[ToAd cuyvég

MvookereTikd dAyog*

Toyvég

Mvikoi oracpoi*, Alyog o€ dikpo, Mvuikn advvopio

Oyt ouyvég

Mvikég decdmaoelc, Atdykwon dpBpwong, ApBpitida*,
Avoxopyio apBpmonc, Mvormddeiec*, Kapnpopia

Xravieg

Papsopvdivon, Xovdpopo kpotapoyvabikng apbpmong,
Zupiyyro, E&idpoua apbpmaong, [16vog ot yvébo,
Ootkn dtatapoyr], AOUMEELS Kot PAEYLOVES TOV
LWOGKEAETIKOV GUGTHLLATOG KOl TOV GLVOETIKOV 1GTOV*,
Kvot apfpucod vuéva

AlotapoayEc TV VEQPAOV Kot
TOV 0VPOPOPWV 00DV

Zoyvég

Neppikn dvcettovpyio®

Oy ouyvég

Oéela veppikn avemapreLd, Xpovia veppikn
avemdpkelo®, Ovporoipmén®, Enueio Kot GOUTTOUATO
a6 To ovpoToMTIKO*, Alpatovpia®, Katakpdtnon
obpwv, Awtapayr ovpnong*, Ipwteivovpioa,
Alwtapio, Olryovpio*, TToAdaxiovpia

2mavieg

Epebiopdg ovpoddyov kHotng

Awtapayég Tov
OVOTTOPOYWYIKOD GLGTHLUOTOG
KOl TOL LOGTOV

Oy ouyvég

KoAimkn awpoppayio, AAyog yevwntik®v opydvaov,
Y1utikn ducAettovpyio

Yrdvieg

Awzapayn 6pxemv*, Ilpootatitida, Alatapoyn LacToD
Onieog, EvaisOncio emididvpidac, Emdidvuitida, Alyog
moélov, EEElkwon atdoiov

Yvyyeveic, owkoyeveig Kot
YEVETIKES SLOTOPOAYES

Zrdvieg

Amlocio, Avomhacio TOL YOOTPEVIEPIKOD GOANVA,
Ix8dvwon

evikég drataparyéc Kot
KOTOGTACEL TG 0000

xopnynong

[ToAd cuyvég

IMvpe&ia*, Konmon, EEacbévion

Zoyvég

Oidnua (copmephouPovorévon Tov TEPLPEPTKOV), Piyn,
Alyoc*, AicOnuo xakovyiog*

Oy ovyvég

Emdeivoon g yevikng euoikng katdotaonc*, Oidnua
npoocmnov*, Avtidpaon g 0éong éveonc®, Awtopoyn
BAevvoyovov*, Owpaxikd dhyog, Atotapoy Tov
Badicpotoc, AicOnon yoypov, E€ayyeioon*, Emtmiokn
opeLouevn o kabempa*, Metafoin ot diya*,
BOwpaxikn dvopopia, AicOnon petafoing g
Oeppokpaciog Tov cdpatoc*, Adyoc g 0éong éveonc*

Zrdvieg

®dvartog (cuumephapufavopévo Tov aevidlov),
IMoAvopyovikn averdpketa, Awoppayio g 0éong
éveonc*, Knin (cvumepiiappavopévov tov
o160(paytkov TpHuatog)*, Kabvotepnuévn erodiwoon™,
Ddreyuovn, Prefitida g 0éong éveonc*, Evaietnoio,

'Edkog, Evepebiototnra, Mn kapdiokd Bopaxikd diyoc,

Alyoc tng Béong Tov kabethpa, Aicnon EEvov
GMOUATOG

[Moapaxivikég e€etdoelg

Zoyvég

Melouévo couatiko fapog

Oy ovyvég

YrepyohepvOpvarpio®, Mr QUGIOAOYIKEG TPMOTEIVIKEG
avalvoelg®, AvEnuévo copatikd Bapog, Mn
puoloroyikég egetdoelg aipotoc™®, AvEnuévn C-
avVTIOPOOA TPMTEIVY

Zrdvieg

Mn @uctloroyikd aépto aipotoc*, Aveopoalieg
NAEKTPOKAPIIOYPAPALATOG (GUUTEPIAAUPAVOUEVIC TG
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oot
mapdTaong Tov dwwotiuotog QT)*, Mn puetoloywn
debvnc opahomompévn oxéon®, Meltmpévo yooTpikod
pH, AvEnuévn cuccdpevon arporetarMmv, AvEnuévn
tpomovivn I, Tavtomoinon tov 100 kot oporoyia™®,
[HaBoroywkn eEtaom obpwv*

Kokooeig, dninmmpidoeic koar  |Oyt ouyvég [Mtoomn, MoAotog

87“”7”0'(?‘5 TV OEPUNEVTIKOV |5 rgviec Avtidpaon xatd ™ petdyyon, Katdypato *, Piyn*,

XEPLoH@v Kéxwon tposdnov, Kaxkmon apdpmonc*, Eykaduora,
Pnén, Akyog amo wtpikn| pdén, Kaxkooeig and
axtvoporia*

Xelpovpywcol kot GAAOL 1TpLkol| Emvieg Evepyomoinon poakpoedywv

YEPIoHOL

MAK=un dAlwg xaboprlopevn
* Ouodomoinon teplocoTep®V and Vo TPOTIUOUEVOY Opov Tov MedDRA
# AvemOopnteg evépyeieg peté TV kKukhogopio aveEopthitog £vaeiEng

Aéupawuo oo kdtropo, tov povovo (MCL)

To wpoeik acpdrerag e Poptelopipnng o 240 acbevelg pe Aépeopo amd KHTTOPO TOL LAvVOHO TOV
Mppovay Oepomeio pe Boptelopiumn oto 1,3 mg/m? 6 cuvdvacud pe PLrrovEpdun, KokAoemGOauidn,
do&opovfikivn kot pedvilovn (BR-CAP) évavtt 242 acBevav mov AapPavay Oepaneia pe prrtovipuaunn,
KUKAOQOGQaidn, do&opovfucivn, Brvkpiotivn kot tpedvilovn [R-CHOP] ftav oyetikd mapdpolo pe ekeivo
7oV mapoTnPnOnKe o€ acbeveic pe TOAATAODY HVEA®UA, UE TIG KUPIEG SLAPOPES VO TEPLYPAPOVTOL
napokate. Emmnpdcobetec avemBounteg avtidpacelg 6to papuoko mov tovtonomnkayv Kot oyetiCoviav e
™ xpnon g Bepamneiog cuvdvacuov (BR-CAP) ftav hoipwén nratitdag B (< 1%) kot woyopio tov
pookapdiov (1,3%). Ot TapOUOLES EMTTOCEIS AVTMOV TV CLUPAVIOV Kot 6T dVO OKEAN Bepameiog
VIESEEAY OTL 01 GLYKEKPLUEVEG aVETIOOUNTES AVTIOPACEIS GTO PAPHOKO OEV UTOPOVV VA At0d000VV LOVO
ot Popteopipmn. A&oonpeinTeg dtapopic otov TAnbuoud achevov pe MCL og obykpion Le Toug
ac0eveic 6TIG LEAETEC TOV TOAAAUTAOD LVEADUATOG NTAV Wio, KoTd > 5% vymAdtepn enintmon Tov
OLLLOTOAOYIKOV avemBountov evepyeimv (ovdetepomevia, Bpoppomnevia, Aevkomevia, ovaipio, Aeppomevia),
TEPLPEPIKNG anoONTiKNG vevpomdOetac, véptaonc, Tupeing, TVELIOVING, CTOUATITIONG Kol S10TaPA DY
TP OUOTOC,

Ot avemBopnteg avtdpdoelg ot onoles TavtomomOnkay w¢ eketveg Le enintmon > 1%, mapdpolo 1
vynAoTePN emintwon oto okéAoc BR-CAP kot tovAdyiotov evogydpevn 1 mbovi aitioloytkn ox£om Le TIg
ouvvietooeg Tov okélovg BR-CAP, avagépovtor otov [livaka 8 mapakdto. [Teptiappdvovion eniong ot
avemBounteg avTdpAcELS 6T0 PApLLaKo Tov TavToTomdnkay oto okéhoc BR-CAP, o1 omoleg BswpnOnke
OTT0 TOVC EPEVVNTEC OTL EYOVV TOVAGYIGTOV EVOgYOUEVT N TOAVT aTloAoYIKn oo pe ) Poptelopiumn pe
Baon o 16TopIKA dESOUEVA OO TIC LEAETEC TOL TOAAUTAOD LVEAMDUATOC,

Ot avemBOunTeC evépyeleg ToPOVGLALOVTOL TAPUKATM OVE KOTIYOPio/opyavikO GOGTNO Kol KOTYopia
ovyvotntoc. Ot cuyvotnteg opilovral og eéng: IToAd cuyvég (= 1/10), cuyvég (= 1/100 émg < 1/10), oyt
ouyvég (= 1/1.000 émg < 1/100), omdvieg (= 1/10.000 émg < 1/1.000), modd omdvieg (< 1/10.000), pun yvootég
(0ev pumopovv va extiun0obv pe Paon ta dwbéoipa dedopuéva). Eviog kabe koatnyopiog cuyvotntog
eUPavioNg, ol avembvunteg evépyeleg mapatifevral katd edivovoa oelpd cofapotntoc. O mivakog 8
onuovpyndnke pe  ypnon g Exdoong 16 tov Ae&ikov MedDRA.

ITivakag 8: AvemOvunteg evépyeieg o aoOevelc ue Aupmuo. amo KOTTopo, Tov uavova oo Aaupovoy
Oeparcio ue BR-CAP o yio klivikn doxiun
Koatyopia/ Opyoviko Enintoon AvemOOunTn evépysro
206t
Aopuméelg kot mapoocitooelg  |TTodd cuyvég [Mvevpovia™®
Zoyvég Inyoyio (cupmepthapavopuévng tng onaTIKNG
katomAnéiog)*, Epang Coothpog
(cvumeptiapfoavouévon Tov S1ayvVToL Kol TOL
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Koatyopia/ Opyoviko Enintoon AvemOOpunTn evépysro
Xvotnpa
opBodpkov), Aoipmén amod 16 Tov EpmnrTa,
Bakmnplakég Aopudeic*, Aolpmén tov
AVAOTEPOL/KATMTEPOV OVATVEVGTIKOD GUGTHLLOTOC,
Movukntuootkn Aolpmén®, Arlog épmnc*
Oy ovyvég Hratitdo B*, Aoipwén, Bpoyyomvevpovia
Awtapayéc Tov arpomomtikov | TTodd cuyvég ®popPonevia®, Eumopetn ovdetepomevia,
KO TOV AEUPLKOD GLUGTHHOTOG Ovdetepomevia*, Agvkomevia®, Avouio*, Agpeonevio*®
Oy ovyvég [Mavkvttapomevia™®
Awtapayéc Tov Zoyvég YnepevaioOnoio*
GVOGOTTOMTIKOY GUGTNHOTOS Oy guyveg AvaQuAakTiKy ovtidpaon
Awtapayéc tov petafolopon  |TToAd cuyvég Mewopévn 6peén
Ko g Opéymg Zoyvég Yrnoxahoupio™, Mn guctoloyikn yAvkoln aiporoc®,
Yrovatpropio®, Zakyopmong dapnnc*,
Kotaxkpdtnon vypav
Oy ovyvég 2Hvdpopo Abong dykov
Yoylatpikég dratapoyés Toyvég Awtopayéc vavov*
AlotopayEg Tov VELPIKOD [ToAd cuyvég [epupepixn arsbnrtiky vevpomddeia, AvcaicOncio*,
GULGTNLOTOG Nevpodyio*
Suyvég Nevponabeiec*, Kivntikn vevpordbeia®, Atoieia
ouveidnong (cvumeptiapfavopévng g CLYKOTNS),
Eykepolomabero*, [epipepikr aioONTIKOKIVITIKY
vevporabela, ZaAn*, Aveyevcia*, Avtdvoun
vevpomadei
Oy ovyvég Aoctdfeio 0LTOVOLOL VELPIKOD GLGTNLOTOC
OpOarpikég droTopoyég Suyvég Avopoin opoon*
AlTopoyEC TOL OTOC KAl TOV | ZVYVEC Avcaxoio (coureptiappovopévov tov eufonv)*
Aofopiviov Oy ouyvég TAryyoc*, Exntoon g akovotikig o&otnrog (§mg kot
GUUTEPTAAUPAVOUEVN S KOPMGTG)
Kopdiaxég dratapayésg Yuyvég Kapdiokn poppoapouyn (copmepthapfovouévng
KOATIKNG), AppuOuio*, Kapdiakr averdpiela
(ovumepiapfovopévng g aptotepng Kot tng 0e&ldg
Kowiag)*, loyaipia Tov pookapdiov, Kotkioknm
dvorettovpyio®
Oy ovyvég Kapdiayyelaxn datapoyn (copmeptiapufovouévng e
Kapdloyevolg katamAnéiog)
Ayyelakég datapoyég Soyvég Yréptaon*, Yrnotaon*, Opboototiki vrotoon
AloTapoy€C TOV OVOTVELGTIKOD |ZUyVEG Avonvola*, Biyoc*, Adévykag
GLGTNHATOC, Tov Bdpaka kot 10y guyvéc ZHvdpopo okelog avamvenosTikhc SuoyEpetac,
00 pecodmpdiion I[Ivevpovikn epPoln, [vevpovitda, [Tvevpovikh
véptaot, [vevpuovikd oidnua (cvurepiappovopuévon
Tov 0££0C)
Awtapayéc tov yaotpevtepkov|TIodd cuyvég ZOUTTONOTO VOV TIOG Kot ELETOV *, Atdppota*,
Yropoatitida*, Avoxkotdtnra
Zoyvég Taotpeviepikn apoppayic (GLUTEPILAUPAVOUEVOL TOV

PAevvoyovov)*, Atdtoon trng kowkiag, Avoreyia,
Zropoto@apuyyikd diyoc*, aotpitda™, EEEAkmon Tov
otoparog*, Koakn duspopia, Avepayio, DAeypovi
TOL YooTpEVTEPIKOL™, KotAlako dAyog
(cvpumeptAapPoavoévon YaoTpeVTEPIKOD Kol GTANVIKOD
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Koatyopia/ Opyoviko Enintoon AvemOOpunTn evépysro
Xvotnpa
dAyovg)*, Ltopotikn dotapoyn™
Oyt ovyvég KoAitida (cvumeptrapfavouévov tov clostridium
difficile)*
Alotapay£S TOV NTOTOG KoL TOV | ZVyVvEG Hroatoto&ikdtnra (copmepthopfoavouévng e NToTikng
XOANPOP®V Swatapoyng)
Oy ovyvég Hrotwn avendpreio
Awtapayéc tov 6éppatoc ko |TToAd cuyvég AwTopayn TPy ouaTog®
TOL VTOFOPIOV 1GTOY Soyvéc Kvnopdc*, Aepporitido*, EEavOnuo*
ATopay£C TOL LVOCKEAETIKOD |ZVYVES Mvikoi oacpoil*, Mvockeietikd dhyoc*, AAyoc oe
GULGTILOTOG KOl TOV GUVOETIKOV dicpo
1GTOV
AloTopayEg TV VEPPOV Kot Zuyvég Ovporoipmén™
TOV 0VPOPOPWV 00DV
Ievikég drataparyés Kot [ToAd cuyvég IMvpe&ia*, Konmon, EEacOévion
Kar(}crdcsag ™G 0300 Toyvég Oidnpa (cvpmephapPovouévov Tov TEpIpeptkon), Piyn,
xXopPnynens Avtidpaon g 0éong éveong*, AloOnuo kokovyiog*
Hopaxkivikég e€etdoelc Zuyvég YrepyorepvOpvarpio®, Mn @ueloloyikég TPOTEIVIKES
avaAbeelc*, Meliopévo copotikd Bapog, AvEnuévo
couatikd Bapog

* Opodomoinon TePIGGATEPMY TOV EVOG TPOTILOUEV®V Opmv Tov MedDRA.

IIeprypo@n emAeyUEVOV OVETIOOLUNTOV EVEPYEIDV

Emravevepyomoinon tov 100 épanra (watipo

Hollamdodv pvélawuo

[Ipopuiaktikn avtukn Ogpaneio yopnyndnke oto 26% tov aclevav oty oudda B+M+P. H exintwon tov
épmnra {wotpa otovg acheveig g opddag Oepaneiog B+M+P ftav 17% yuo acBeveic otovg omoiovg dev
xopnynonke Tpoevioktikn avtiukn Oepancio oe cvykpion pe 3% yuo acbeveic oTovg omoiovg yopnynonke

TPOPLAOKTIKY avTilkn Oepameia.

Aéupwuo amwo KdTTopo, ToL Havodo,

[popviaktikn avtukn Oepareio yopnynnke og 137 amd tovg 240 acbeveic (57%) oto okéhoc BR-CAP. H
emintoon Tov épmnta (wotpa otovg acbeveic Tov okéhovg BR-CAP ftav 10,7% yia acbeveic oToug
0moiovg dev yopnyNHoNnke TpopuAakTiky avtiikn epomeia g cOykplomn pe 3,6% yio acbeveic oTovg omoiovg
yopnynOnke mpopuraktiky aviukn Bepaneio (PAEne mapdypoago 4.4).

Eravevepyoroinon ko Aoiuwln amd tov 10 ¢ nrozitidac B (HBV)

Aéupwuo oo KdTTop0, TOL UAVIDO,

HBV Loipwén pe Bovatneopeg exPaoceig mapatnpndnke oe 0,8% (n=2) tov acbevodv otnv opddo mov dev
Aapupave Ogpomeio ue Poptefopipmn (pLrroviudunr, KUKAOPOoEOUidT, do&opovPikivn, fvkpiotivn kot
npedvilovn, R-CHOP) kat o€ 0,4% (n=1) tov acbevav mov Adupavay Boptelopipumn o cuvdvacud pe
PLTovEUAUTT, KUKAOPOOEOLION, do&opovPikivn kat mpedvilovn (BR-CAP). H cuvolikn enintmon
roudéewv nratitidag B fitav mapopoto og acbeveic mov Adupavav Oeponcio ue BR-CAP 1 ue R-CHOP
(0,8% évavtt 1,2%, avtictorya).

Lepipepiki vevpomaOsia oe oyRuUOTo CLVOVACLLOD

Hollomlodv puvélwuo

e dokég oTic omoieg 1 PopteCopipmn yopnynodnke cav eicaywyikn Bepaneio oe cuvdvacud pe
de€apebalovn (uerétn IFM-2005-01) ko pe de&apedaldvn-0aridouion (uerétn MMY-3010), n cuyvotnta
EUPAVIONG TNG TEPLPEPIKNC VELPOTADELNG GTO GLVOVAGTIKA GYNILOTA TAPOVCIALETOL GTOV VKO, TUPUKATO:

Hivaxac 9: 20yVOTHTO. EUPAVIGHS THS TEPLPEPLKNS VEVPOTAOEINS KOTA TH OIGPKELO THS ELTOYWYIKNG
Oepameiog aoupwva pe v tolikotnra kai draxonl ¢ Gepomeioc A0y TS TEPIPEPIKNS VELPOTAOELAG.

22



IFM-2005-01 MMY-3010

VDDx BDx TDx BTDx
(N=239) (N=239) (N=126) (N=130)
Svyvomto epeaviong g IIN (%)
O)ot o1 Badpoi IIN 3 15 12 45
Bafpog I[N > 2 1 10 2 31
Babpog IIN > 3 <1 5 0 5
Awaxomn Adym g TN (%) <1 2 1 5

VDDx=Bwkpiotivn, do&opovfikivn, de&apebalovn, BDx=Poptelopipnn, de&apedalovn, TDx=0oridouion,
oeapebalovn BTDx=Poptelopipmnn, Bairdopion, deEapedalovn, [IN=repipepikn vevpomdOeia

Ynueioon: H meprpepikn vevpomdheia tepthapBavel TOVG TPOTIUDUEVOLS OPOLS TEPLPEPIKT VEVPOTUDELX,
TEPLPEPIKT KIVITIKT VELPOTAOELn, TEPLPEPIKT acONTIKN VEVLPOTTADELD KO TTOAVVELPOTADELQL.

Aéupwua oo KdTTop0, TOL UaVADO,

¥ perét LYM-3002, oty omoia 1 Boptelopipmn yopnynonke pe prtovéidunn, KoKAOQPOGQULLion,
do&opovfikivn kot pedvilovn (BR-CAP), n enintwon nepipepikng vevpomdbeiag ota OepamevtiKd oyfiuoTa
GLVOLOGHOV TAPOVGIALETOL GTOV TIVAKO TOPUKAT®:

Hivaxac 10:  Erimtwon mepipepiknc vevpomadberas oy uelétn LYM-3002 coupwvo pe v tolikotnra ko
owaxonn ¢ Oepoamelog A0y TS TEPIPEPIKNS VEVPOTADELOS

BR-CAP R-CHOP
(N=240) (N=242)
Svuyxvomto epeaviong g IIN (%)
Ohot o1 faduoi [IN 30 29
BaBpog IIN > 2 18 9
BaBpog IIN >3 8 4
Awaxonf) Aoym g TIN (%) 2 <1

BR-CAP=Boptelopiumm, prrové&iuaunn, KokAopmoeauion, do&opovfikivn kot tpedvilovn, R-
CHOP=prrov&pdpnn, xoxriopoceapidn, do&opovfikivn, Prvpiotivn kot wpedvildvn, [IN=neprpepkn
vevporadeia

H mepipepikn vevporddeta mepthapuPdvel Tovg TPOTIUMUEVOVS OPOVG: TEPLPEPTKN acONTIKN VELpOTTadELa,
TEPLPEPIKT VELPOTADELD, TEPLPEPTKT KIVNTIKT] VEVPOTADELN KOl TEPLPEPIKT] AGONTIKOKIVITIKY| VELpOTTADELQL.

Hlrawuévor aoleveic pe Jéugpawua omo kdtropo 1ov puovéva

42,9% ko 10,4% tov acBevav oto okéhog BR-CAP Ntav 610 nAkiaxd e0pog 65-74 €t ko > 75 €1,
avtiotorya. 2ot660, oe acheveig nAuciog > 75 &, kau 10 BR-CAP kot 0 R-CHOP 1ftav Arydtepo avekrd,
T0 T0606TO coPapmv avemBvuntav evepysldv otic ouddeg BR-CAP ftav 68% e cvykpion pe 42% oty
onado R-CHOP.

Ernoviinyn Osporeioc os acbeveic ue vrotporialov moilamlody uvélwuo,

X pio peAétn otnv onoio emavainednke 1 yopnynon g Poptelopipnng o 130 acbeveig pe vrotpomalov
TOALOTAOVY LVEA®LLO, O1 OTTO101 TPOTYOLUEVMC ELYAV TOVAGYIGTOV LEPIKT] AVTATOKPLOT GTO GO, TTOV
nepieiye Poptelopipm, o1 TO GLYVEG AveTBOUNTES EVEPYELES OA®Y T®V PaOUOV TOL TAPOVGLAGTIKAY
ToVAdyoTOV 6T0 25% TV acBevav tav Bpopuporevia (55%), vevporddeia (40%), avaia (37%), Sidppota
(35%) Ko dSucrotmdTnTa (28%). Ohot ot Babpol Teprpeptkng vevpomdbelog Kot ot BobiLol TepLpeptkng
vevporabeiag > 3 maparnpndnkoy og 40% kot 8,5% twv acbevav, avtictorya.

Avopopd mBavoloyobuevav avemfOuntmv evepyeldv

H avagopd mhovoroyodpevov avemBountov evepyeldv PETA amd T YopnyNnon Adelog KukAopopiag Tov
(POPLOKEVTIKOV TPOTOVTOG gival onuavtiky. Emttpénetl tn cvveyn mapakoiovdnon g oyéong opEérovg-
KWvOOVOL TOV PAPLLOKEVTIKOD TPOIOVTOC. ZNTEiTaL 0md TOVC EMAYYEALATIEG VYEIOGC VO OVOQEPOVLY
0m01EGONTTOTE TOAVOLOYOVUEVEG aVETIBOUNTEC EVEPYELEG LEGM TOV E0VIKOD GLUGTNLATOG AVAPOPAS TTOV
avaypdopetor oto [opdpua V.
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4.9 Ynaepdoocoroyia

Y& aoBeveic, n vIepdoGOLOYiN LE HOOT] TAPUTAVE® OO SITAAGIO OO TV TPOTEWVOUEVT] OOCT) GYETIGTNKE LUE
o&eia eLEAVIOT GLUTTOUATIKNG VTOTOoNG Kot Bpopfoneviog pe Bavatmedpa aroteléopata. ['a tig
TPOKAVIKEG KOPOLOYYELKEG POPLOKOLOYIKES HEAETES AGPAAELNG, PAETE mapdypapo 5.3.

Agv vrapyet yvooto edkd avtidoto yio vrepdocoroyia Poptelopipumng. Xe mepintmon vrepdocoroyiag,
pénel va mapokorovBovvtar ta {oTikd onpeia Tov aoBevoig Kot va 00l KATAAANAT VTOGTNPIKTIKY Oy
v va StatnpnBet ) Tigom tov aipatog (0TmG VYPA, TOPAYOVTEG AHENCTG TG TIECT|G TOV AULLOTOC KON
wotpdnovg Tapdyovies) kai 1 Beppokpacio copatog (BAéne mapaypdeovg 4.2 ko 4.4).

5. DOAPMAKOAOT'IKEZ IAIOTHTEX
51 DoPPOKOOIVVIULKESG LOLOTNTES

DappokobepamenTikn Katnyopio: AVIIVEOTAAGUATIKOL TOPEYOVTES, AALOL AVTIVEOTAAGUATIKOL TOPEYOVTEG,
kwdwkog ATC: LO1XGO1.

Mnyavioudg dpdong

H Poptelopiunan gival évog avactoréog Tpoteocopatiov. Eival e1dukd oyediacuévn va ovacTtéALeL TNV
Tapopole pe eketvn g yopobpuvyivng dopdon tov 26S mpoteocmpatiov ota KiTTApo TV Inhactikdv. To
26S TPpOTEOCOUATIO £ival £va, LeYOAO GUUTAOKO TPAOTEIVAOV TO OTTOT0 OTOIKOJOUEL TIG OVPIKITIVIOUEVES
npwteivec. H 060¢ ovPikitivng-npmteocmpatiov Tailel ovsidmon poro ot pHouen tov pvduon
OVOKVKAMONG GUYKEKPLUEVOV TPOTEIVOV Kol ETOUEVMOG GTN SLULTHPNOT| TNG OHOOGTACTG EVTOG TOV
Kuttdpwv. H avacstodn tov 26S tpwteocopatiov epmodilel v emdimkopevn mpoTeivolvom Kot ennpedlet
TV KAMUaK®TH akolovdio TOAATAOY GNUATOV EVTOS TOV KVTTAPOV, 0dNYOVTOC TEMKG 6TO BdvaTo TV
KOPKIVIKOV KUTTAPWOV.

H Poptelopipman givaol éviova eKAEKTIKT MG TPOG TO TPOTEOCOUATIO. XE CLYKEVTPOGELG TV 10 uM, 1
Boptelopipmn dev avaoTéALEL Eva PHEYEAO aplBd LTOSOYEMVY KOl TPMTEACMY OV £PELVIONKAY KOt givat
neplocdTePO amd 1.500 popéc o EKAEKTIKN TPOG TO TPMTEOCOUATIO TOPA TPOG TO ETXOUEVO TPOTIUNTED
évlopo. H kivnrikn e avactoAng tov mpoteocmuatiov aloroyndnke in vitro kot 1 foptelopiumn £deiée
va daywpileton omd T0 TPMTEOCHOUATIO HEGA GE XPOVO th2 20 AemTdV, anodeukvhovtag OTL 1) OVOGTOAT TOV
TPMTEOCO®OTION 0o TN Poptelopinnn elvar avacTpEyun.

H avaoctoAr] tov tpmteocmpatiov dtapésov g Poptelopipmng ennpedlel To KOPKIVIKG KOTTOPO, LE
SLAPOPOLE TPOTOVE, GTOVG OTTOIOVE CLUTEPIAAUPAVETOL, LETAED AAA®DY, N LETABOAN TOV PLOUICTIKOV
TPOTEIVOV TOL EAEYYOLV TNV €EEMEN TOL KVLTTAPIKOD KOKAOL KOl TNV EVEPYOTOINGT TOV TVPNVIKOV
napdyovta kanmo B (NF-kB). H avactol tov tpoteocmpatiov 0dnyei ot S1aKomi ToL KOTTOPIKOD
KOKAOL Kot o€ amomtwon. O NF-kB sivar £vog mapdyovtag petaypoeng Tov omoiov 1 evepyomoinon
OTOLTELTOL Y10 T O1APOPA ETITESU OYKOYEVEGNC, CUUTEPIAUUPOAVOUEVIC TNG KUTTOPIKNG avATTLENG Kol
emPiwong, TnG ayyEOYEVESTC, TMV OAANAETIOPACEDY AVAUESH GTO KOTTAPO KOl TNG UETAGTAONG. XTO
poélopo, 1 Poptefopipmn exnpedlel TV KAVOTNTU TOV KUTTUP®Y TOV LDEADUATOS VO GAANAETIOPODV UE TO
WIKPOTEPIPAAAOV TOV HVEAOD TV OGTMV.

Ta mepduato wov Exovv devepynei £dei&av 611 1 Poptelopipnn givar KuTTapoTo&IKn GE SIAPOPOLE THTOVG
KOPKIVIKOV KUTTAP®V KaO®DE Kot OTL T0, KAPKIVIKG KOTTOPO, EIVOL 7T10 00icONTU OTIC TPO- ATOTTMTIKES
GUVETELEC TNG AVOGTOANG TOV TPOTEOCOUATION GE GVYKPLOT] LE TO PLGIOA0YIKA KOTTapa. In vivo, n
Boprtelopipumn HEIDOVEL TNV AVATTLEN TOV GYKOL GE TOAAN TTPOKAIVIKA LOVTEAL OYK®V, CUUTEPIAUUPOVOLEVOD
TOV TOAMATAOD LVEADUOTOC.

Ta dedopéva amd in vitro, ex-vivo kot {oikd poviéda pe Poptelopipmn vrodetkvoovy 6t 1 foptefopipmn
ovEAVEL TNV 00TEOPAACTIKT d10(POPOTOINGN Kol OPAGT] KO OVOGTEALEL TNV OGTEOKAAGTIKY AELTOVPYid. AVTEG
o1 emdpdoelg Exovv mapatnpn el oe acbeveig pe ToAAamlobv poédmpa Tov £xovv TPocPAndel amd o
TPOYOPNUEVT 0GTEOAVTIKT VOGO Ko EAGpPavay Bepaneia e Boptelopipmn.
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KMvikr) anotedespotikdtra o€ un pobepamevuévo ToAAamAoby poéimpa

AtevepynOnke po mpoontiky @dong I, d1e0vrig, Tuyaomompévn (1:1), avorytod oxedlacod KAMvIKY HeAét
(MMY-3002 VISTA) ¢ 682 0c0eveic y1a vo kabopicet edv n Boptelopipmn (1,3 mg/m? yopnyoduevo pe
evBo@AéPia éveon) oe cuvdvaoud e peA@aidvn (9 mg/m?) kot Tpedviovn (60 mg/m?) odnyodoe e
Bektioomn tov xpovov Emg v e€EMEN NG vOoov (time to progression -TTP) o€ oyéomn pe pehaidvn

(9 mg/m?) xou mpedvilovn (60 mg/m?) ce acbeveic pe pn mpodepoamevpévo moAlomAoDY puédopo. H
Bepameio yopnyndnke yio Eva péyioto 9 KoKAmv (tepimov 54 efdopdadec) Kot dlekomn EyKopa G€ mTEPITTOON
e&EMENG g vooov 1 un amodektng toEikotntac. H didpeon nhkia tov aclevodv ot perémn frav 71 &,
50% ntav avopeg, 88% avikav otnv Kavkdsio uArn kot o 016 uecog fabuog KaTaoTaong tKavoTN TS KOt
Karnofsky ywa toug acBeveig rav 80. Ot acBeveig eiyav poéhopa IgG/IgA/ehappis aAVGov 6€ TOGOGTA
63%/25%/8%, d1dpeon apoceatpivny 105 g/l, kon didpeso apBud oponetariov 221,5 X 109/1. apodpoia
m0600Td acbevav iyav kabBapon kpeatviving < 30 ml/min (3% og k4B 6KELOG).

Tn otiypn g TpokaBopiopévng evOLAUESTS AVAAVOT|S, TO TPOTEVOV KATAANKTIKO onlEio, o xpodvog Emg Tnv
e&EMEN g vooov, elye emtevybel Ko TpocpépOnke otovg acbeveic tng opddag M+P 1 Bepancio B+M+P. H
péon mopakorovdnon nTav 16,3 univec. Ipoyuatomombnke 1 telikn avabedpnon g exiPimong pe péon
dupketa mapaxorovbnong 60,1 ufvec. Hapatnpnnke otatiotikd onuavtikd 6eelog oty emPimon vIép
g opdidag Bepameiog B+M+P (HR=0,695, p=0,00043) mapd 115 Oepaneiec mov akorovdncav Kot
neptérafov oynuoto Paciopuéva oe Poptelopipmn. H puéon emPioon oty oudda Oepanciog B+M+P ftay
56,4 pnveg o€ oOyKplomn pe 43,1 pnveg oty opdda Bepaneiog M+P. Ta anoteAEGHATO ATOTEAEGULATIKOTITOG
napovcidovror otov mivaxka 11:

Hivaxag 11:  AmoteAéouaro yio, THY amOTEAEGUATIKOTHTAO UETC, IO THY TEAIKY avoledpnon TS emPiwons
oty peiéty VISTA

2T0)0G OMOTELECNATIKOTNTUG B+M+P M+P
n=344 n=338

Xpovog émg TV eEEMEN TG VOGOV

[Mepiotatikd n (%) 101 (29) 152 (45)

Atdpeon iun® (95% CI) 20,7 unveg 15,0 unveg
(17,6, 24,7) (14,1,17,9)

Abyog ktvdvvooP 0,54

(95% CI) (0,42, 0,70)

Twn-p? 0,000002

Empioon ehetOepn eEEMENg

[Mepiotatikd n (%) 135 (39) 190 (56)

Aapeon il (95% CI) 18,3 pnveg 14,0 prveg
(16,6, 21,7) (11,1, 15,0)

Adyoc kivdvvooP 0,61

(95% CI) (0,49, 0,76)

Twn-p? 0,00001

2Zovoiukn empioon*

Mepiotatikd (0Gvator) n (%) 176 (51,2) 211 (62,4)

Atdpeon iun® (95% CI) 56,4 unveg 43,1 unveg
(52,8, 60,9) (35,3, 48,3)

Adyoc kivdvvooP 0,695

(95% CI) (0,567, 0,852)

Twn-p? 0,00043

IMocooTéd avramokpiong n=337 n=331

[IAnBvopog® =668

CR‘n (%) 102 (30) 12 (4)

PR¢ n (%) 136 (40) 103 (31)

NCR n (%) 5(1) 0

CR+PR‘ n (%) 238 (71) 115 (35)

Tw-p° <1071

Meimon g M-ntpoTeivng otov 0pod n=336 n=331

[MTAnBvoud N=667

> 90% n (%) 151 (45) 34 (10)
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Xpovog tpartng avranokpions o CR + PR

Aldueon Tyun 1,4 pveg | 4,2 pnveg
Méon" O10pKELL UVTUTOKPLONG

CR® 24,0 unveg 12,8 unveg
CR+PR® 19,9 pfvec 13,1 unveg
Xpovog £émg TNV emodpevn Bepomeia

[Mepiotatikd n (%) 224 (65,1) 260 (76,9)
Atdpeon Tyuna (95% CI) 27,0 punveg 19,2 pqveg
IAbyog ktvdvvooP 0,557

(95% CI) (0,462, 0,671)

Tin-p? < 0,000001

* Extipnon Kaplan-Meier.

PH extiunon tov Adyov kivdovov Baciletar o va Cox avaroyikd poviého KivdHvov TpocaprosuiVo Yo
TOVG TOPAYOVIEG OTPMUOTOTOINGCTG: Po-Hkpoc@alpivy, AgvKopotivi kot meployn. Adyog KwvdHvov
pikpdtepog and 1 vmodewkviel mheovéktnua yio tnv VMP.

" H ovopaotikn Tym-p Paciletarl otn otpopatorotnuévn dokipacio log-rank tpocapposuévn yio toug
TOPAYOVTES GTPOUATONOINONG: P2- KPOGQOLPivT), AEUKM®UOTIVI KoL TEPLOYN].

8 H tun-p y10. o [ocoostd Avtandkpiong (CR+PR) amd ) doxipoacio Cochran-Mantel-Haenszel -
TETPAYOVO TPOGOAPUOGHEVN Y10 TOLG TTOPEYOVTEG CTPOOTOTOINGTG.

¢ O mAnbvoudg avtamdkpiong neptrapupavel Tovg acbeveic mov giyav peTpnoun vocso katd v Evapén.

¢ CR=nAnpng avtamdkpion, PR=pepixn avrandkpion. Kpiripio EBMT.

T'ONo1 01 TLYOOTOINUEVOL 0GOEVEIC [IE EKKPITIKT] VOGO.

* Emkoiponoinon g enifioong paciopévn o€ didpeon ddpketa topakorovdneng 60,1 unvav.

CI = dibotnpa eUmeTosuVNG

Adobeveic mov sivar KaTdAANAOL Y10 HETAUOTYEVGT APYEYOVOYV KDTTAPWY

ADO TLYOLOTTOMUEVES, AVOTYTOV OXESAGUOV, TOAVKEVTPIKES peréTeg paong ITT (IFM-2005-01, MMY-3010)
deénynooay yio va katadei&ouy Ty ac@AaiEL Kol TNV omoTeAecuoTikdT T TG fopTelopiumng o€ SImAoVg
KoL TPIAODE GLVOLAGHOVG UE GALOVG YNUELOOEPUTEVTIKOVG TOPAYOVTEG, MG EIGAY®YIKT Oepameia Tpv amod
TN HETOUOGYEVOT OPYEYOVAOV KUTTAPWOV o8 aoBeveic e un Tpobepamevpiévo TOAAATAODY HVEAMLLAL.

2t pekém IFM-2005-01 n Boptelopipmn oe cuvdvacuod pe deEapebalovn [BDx, n=240] cuykpinke pe
Brvkpiotivi-do&opovPikivn-oeEauedalovn [VDDX, n=242]. Ot acBeveic otnv opnddo BDx éhaPav 1écoepic
KOKAOVG TV 21 nuepdv, 6mov o kabévac arnotelodvtoay and Poptelopipmn (1,3 mg/m? yopnyoduevo,
evoopAefing 600 popég tnv efdopdda Tig nuépeg 1, 4, 8 kot 11) kar amd Tov otopatog de&apedalovn

(40 mg/muépa tic nuépes 1 émg 4 ko Tig nuépes 9 éwg 12, otovg kdKAovg 1 kan 2 kot T1g nuépeg 1 mg 4
GTOVG KUKAOLG 3 Kot 4).

Avtoloyeg peTOOOYEDGELS apyEYoVaV KVTTAp@V Ttpaypotonomdnkayv o 198 (82%) acbeveic ko 208
(87%) acBeveig otig opnadeg VDDx ko BDx avtictoyya. H mieioymoeia tov acbevadv vrofAndnke o pia
uévo dadikacio petopudoyevone. Ta dSNUOYPAPIKA YOPUKTNPIOTIKE TOV acEVMVY Kol To Yo pOKTNPIGTIKG,
avapopdg TG vOGoL NTov mopdpota Letald twv dvo opddwv Bepareiag. H didpeon nikio tov acBevov ot
peAETN NTav Ta 57 €11, 10 55% NTav dvopeg Kot To 48% giyov vYNAO KIvOLVO ELPAVIOTG YEVETIKOV
avouoldv. H didueon diapkela tg Oepaneiog frav 13 efdouddeg yio v opddo VDDx kot 11 gfdopddeg
v TV opddo BDx. O d1dpecog apiBpog kokimv mov eAnedncay Kot omd Tig 0o opddeg nTav 4 KOKAOL.

To Tp@TEVOV KATAANKTIKO GNUEID OMOTEAEGLOTIKOTNTOG TNG LEAETNC )TOV TO TOGOGTO AVTOTOKPIONG LETA
v gloaywyikn Oepaneia (CR+nCR). Mia otatiotikd onpoavtiky otagopd ot CR+nCR mapatnpndnke vaép
g opddag cuvdvacuob Poptefopiunng pe deEapebalovn. Ta devtepebovio KOTAANKTIKAE oeia
OTOTELECUOATIKOTNTOG TEPIEAGUPAVAY TOGOGTH avTATOKPIoNG HETA TN petapooyevon (CR+nCR,
CR+nCR+VGPR+PR), Enifimon Xwpic EEEMEN kot Zuvolik EmBioon. Ta koplo amotedécpota
OTOTELECUATIKOTNTOG Tapovotdovtol otov mivaka 12.

Hivaxac 12.  AmoteAéouara omoteieouotinotnrog ond t ueietn IFM-2005-01
Katainktika onpeio BDx VDDx OR, 95% CI, typiy-p*
IFM-2005-01 N=240 (ITT nAnbvopoc) [N=242 (ITT mnbvcuog)

IRR (uetd. v e1o0ywyixn
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Oeporeio)
*CR+nCR 14,6 (10,4, 19,7) 6,2 (3,5, 10,0) 2,58 (1,37, 4,85), 0,003
CR+nCR+VGPR+PR % 77,1(71,2,82,2) 60,7 (54,3, 66,9) 2,18 (1,46, 3,24), < 0,001
(95% CI)

IRR (ueto. v
uetauodoyevon)”
CR+nCR 37,5 (31,4, 44,0) 23,1 (18,0, 29,0) 1,98 (1,33, 2,95), 0,001
CR+nCR+VGPR+PR % 79,6 (73,9, 84,5) 74,4 (68,4, 79,8) 1,34 (0,87, 2,05), 0,179
(95% CI)
CI=duompa gpmiotocvng, CR=mAnpng aviandkpion, nCR=cyedov minpng avramdkpion, ITT=pe tpdOeon
Oepaneiog, RR=nocootd avranodkpiong, B=Poptelopipnn, BDx=Poptelopipmn, de&apebalovn,
VDDx=Bwkpiotivn, doopovfikivn, de&opedalovn, VGPR=moAb kaAr pepikn avtomdkpion PR=pepikn
avtonokpion, OR=Adyog mbavotintmv

*[IpTEVOV KOTOANKTIKO GNUEID

0.0 A0Y0¢ TV TOOVOTHTOV Y10 To TOGOoTH avTamokpiong Paciletol otnv ektiunon Mantel-Haenszel tov
KOW®V AOy®V THOVOTHTOV Y10 GTPOUATOTOMUEVOVG THVOKES: TILEG-P COUE®VA LE Tovg eAEyyovug Cochran
Mantel-Haenszel.

B Avapépetal 6To TOGOGTO OVTUTOKPIONG UETE TN OEVTEPT] LETAUOCYEVGN Yl AToUa OV EAaPay devTePN
petapdoyevon (42/240 [18% ] ot BDx opdda kon 52/242 [21%] ot VDDx opdda).

Ynueioon: Adyog mhovotHTOV > 1 VTOIMADVEL £V TAEOVEKTN O, VIO TNV EIGOYOYIKN Ogpamneio Tov TepLEyel
Boptelopipmn.

¥ peké MMY-3010 1 etlcayoyikn Oepaneio pe Boptelopipnr o€ GLVOVAGUO pE BaAdopidn Kot
de€apebalovn [BTDx, n=130] cvykpinke pe Boaidopion-oeapuedalovn [TDx, n=127]. Ot acOeveic oty
ouada BTDx élafav 6 khkiovs tov 4 gfdopddmv, 6mov o kabévas amotelobvtay and Boptelopipmn

(1,3 mg/m? yopnyodpeva evdopreBing d00 popéc tnv efdoudada tic nuépeg 1, 4, 8 kar 11 axolovBodueva,
amo pio Tepiodo avamaviag dEKOETTA NUEP®V, amd TV Nnuépa 12 £mc v nuépa. 28), de&oauedalovn (40 mg
XOPMYOVLEV OO TOV OTOHATOG TG NUEPES 1 €mg 4 ko Tig uépes 8 €wg 11) ko Boldopion (50 mg
nuepnoing yopnyoovpeva omd Tov 6TONATOG TIg NEEPES 1 €wg 14, ta omoia avEdvovtal Tic nuépeg 15 émg 28
ota 100 mg kot otn cvvéyela ot 200 mg nuepnoing).

Mio pepovepévn autoloyn HETAROCYKELGT apyEyovaVy Kuttdpwv mpaypatonotiinke oe 105 (81%) acBeveig
ka1 78 (61%) acBeveig otig opddeg BTDx kou TDx, avtiototya. Ta SnUoypagikd xopoaKTnplioTikd TV
0c0EVAOVY KOl TO YOPAKTNPIOTIKA avaQOopdis TS VOGO NToV TopOuote LeTAED TV dV0 BEPUTEVTIKOY OUAO®V.
O1 aoBeveic otig opddeg BTDx kot TDx efyav didpeon nhia 57 €t évavtt 56 etdv, to 99% Evavtt Tov 98%
Nrav Koavkdoior kot 1o 58% &vavtt tov 54% nrav avopeg. v opddo BTDx 10 12% tov acevav giyav
KUTOPPOYEVETIKG KATUTOYTEL 0C LYNAOD KIvdHVoL EvavTt Tov 16% tov acbevav oty opdda TDx. Etic dvo
ouadeg Bepamneiag, N d1dpueon ddpketa tng Bepameiog Nrav 24,0 efdopnddes Kot 0 dSdpecog aptdpoc KhkAwv
Oepamneiog mov eAnedncav frav 6,0 KoKAoL.

Ta TpmTeEHoVTa KOTOANKTIKA OUEIN ATOTEAEGLOTIKOTTOG TNG LEAETIG NTOV TO TOGOCTA AVTUTOKPIONG
UeTd TV glcaymyikn Oepaneio kon petd ) petapocysvon (CR+nCR). Mia 6tatiotikd onpovtikn dtapopd
ot CR+nCR mopatnpndnke vaép g opddac cuvovacuov Poptelopinmng pe de&auebaldvn kot
BoAdopidn. Ta devtepevovto KOTAANKTIKE onueia amoteleopatikotnTog Teplerdupavay Empinon Xwpig
E&EMEN kan Xvvolikn EmiBioon. Ta kbpia anoTeAéGUATO OTOTEAEGUOTIKOTITOG TOPOVGLALOVTOL GTOV
nivaka 13.

Iivoxog 13:  AmoteAéouota omotedeauatikdtnrag omd w ueiéty MMY-3010

Kotoinktikd onpeio BTDx TDx OR, 95% CI, Tipq-p*
MMY-3010 N=130 (ITT mnbvoudc)|N= 127 (ITT minbocudc)

*RR (uetd. tnv eroaywyn)

CR+nCR 49,2 (40,4, 58,1) 17,3 (11,2, 25,0) 4,63 (2,61, 8,22), < 0,001
CR+nCR+PR % (95% CI) 84,6 (77,2, 90,3) 61,4 (52,4, 69,9) 3,46 (1,90, 6,27), < 0,001*
*RR (uetd. ) petauooyevon)

CR+nCR 55,4 (46,4, 64,1) 34,6 (26,4, 43,6) 2,34 (1,42, 3,87), 0,001
CR+nCR+PR % (95% CI) 77,7 (69,6, 84,5) 56,7 (47,6, 65,5) 2,66 (1,55, 4,57), < 0,001*

Cl=duompo epmictocvvng, CR=nAnpng aviandkpion, nCR=cyedov minpng avtamdkpion, ITT=pe tpdbeon
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Oepancioc, RR=ITocoot6 avrondkpiong, BTDx=Poptelopipnn, Oaidouion, deEopebalovn,
TDx=0aMdopion, deEapebalovn, PR=pepicn avrandkpion, OR=A6yog mbavotitov

* TIp@TevOoV KOTOANKTIKO GTUEID

* O Adyog tov mbavoTiToOV Yo Ta Tocootd aviandkpiong Paciletar oty extipnon Mantel-Haenszel tov
KOWw®V AOy®V TOOVOTHTOV Y10 GTPOLUATOTOMUEVOVS TIVOKES: TILES-P COUE®VA Le Tovg EA&yyovs Cochran
Mantel-Haenszel.

Ynueioon: Adyog mBovotntemv > 1 vTOINADVEL £V TAEOVEKTNLLO Y10 TNV EIGOYOYIKN Bepaneio Tov Tepléyel
Boptelopipm.

K\vikr) aroteiespotikdtnra o€ brotpomdlov 1) avOeKTKO TOALITAOVY HVEAMLLOL

H acpddela kar anotedecpatikdmra g foptelopipmng (yopnyovuevov pe evooeAEPia £veon)
a&lohoymOnkay ce 2 perétec ot cuVicTOpEVT doom Tov 1,3 mg/m?2: pio Toyaomomuévn, GUYKPITIKY HEAETN
®dong 1T (APEX), évavtt de&apeBalovne (Dex) 669 acBevdv pe vrotpomidlov 1 avBeKTikd moALATAOVY
puélmpa yio Tovg onoiovg elyav mponynOel 1-3 ypappég Oepameiog kot pio perétn evog oxérovg Oaong 11,
202 acbevav pe vtoTpomidlov Kot avOEKTIKO TOALUTAOVY HVEAMUA Y10 TOVE OTTOI0VG YoV Tponyn el
TovAdyloToV 2 Ypaupés Bepaneiog Kot o1 onoiotl Tapovsiacay emdeivoon Katd TV mo Tpdceatn Bepaneia.

¥ peiém @aong 11, n Oepamneio pe Boptelopipnn 001 yNGE GE GTUOVTIKY UEYOADTEPO YPOVO £MC TNV
e€EMEN TG VOGOV, CTUOVTIKA TOPATETAUEVT ETPIMON KOl CHLOVTIKA VYNAOTEPO TOGOGTO AVIATOKPLIONG,
o€ oyéon pe t Oepamneia pe de&apefalovn (Préne [ivaxa 14), e dhovg Tovg acbeveic KabdG Kot 6Tovg
acBeveic ylo Tovg omoiovg giye mponynei 1 ypapuun Oepameiag. Qg amoTéAecpa PIoG TPOYPUUUATIGUEVTG
evoldipeong avaivong, 1 opada g de&apefalovng SloKOTNKE HETA A GVOTAOT| TG EMLTPOTNG EAEYYOV
0ed0UEVOV KOt 68 OAOLG TOLG 0.eBeveig Tov NTav TVYoOTOINUEVOL 6T de&apeBalovn yopnynOnke ot
ocuvvéyela Popteopipmn, ave&aptnta amo Ty katdotoon g actévelag. E&attiog avtg g mpdung
aAlayng otn Bepameio, 1 didpeon dbpketo TapakoAovdnong tev eninodviov acdevav ftav 8,3 unvec. H
GLVOAKY] eMPBiwoN TaV GNUAVTIKA LEYOADTEPT] KOL TO TOGOGTO AVTATOKPLIOTG NTOV GNUAVTIKA VYNAOTEPO
oV opdda g Poptefopipmng 1060 yio Tovg acbeveic Tov NTav avlekTiKol 6TV TEAELTALN TPONYOVUEVT
Bepamneio 660 KOl Yo LTOVG OV deV TV avBeKTuKol.

Amd 0V 669 acbeveic Tov cuppeteiyay, o1 245 (37%) frav 65 etdv Kot dve. Ot TaPAUETPOL OVTATOKPLONC
OGS Kol 0 XPOVOG £0¢ TNV EEMEN TNG VOGOL TTapépevay onUavTikd kaAvtepot yia tn Poptelopipmn
ave&aptnto amd v nAkio. AveEaptnto amd o apykd enimeda TG P2-kpooulpivig OAEG Ol TOPAUETPOL
OTTOTELECUATIKOTNTOG (YPOVOS £mG TNV €EEMEN TG VOGOV KoL GUVOAIKY enPimon Kabmg Kot T0606TO
AVTOTOKPIONG) NTaV SNUAVTIKA PeATiopévol otny opdda tng foptelopipmng.

2V opdda Tov avlektikdv acbevav otn perétn @aong I, o avramokpioeilg kabopictray omd pio
aveEbpTnTn emTpom €MBDPNOTG Kot ToL KpLTiplae avtamdkpiong frav avtd g Evporaikng Opdadag
Mertopooyedoewv Mvedov tov Oct@v. O diduecog ypdvog emPimong yio OAOVG TovE acbeveig mov
ovppeteiyav nTov 17 unqveg (evpog < 1 émg 36+ unveg). H tiun avth g enifimong ntav vymlotepn oe
oxéon He Toug 6 @G 9 uNveg d1dpesov xpovov emPimong Tov VTOAOYI AV ol KAViKoi GOUPOVAOL- EpELVNTES
v éva Tapoprolo TANOveUd acbevav. ZOUEOVA LE THY aVEAVOT TOAVUETAPANTOV, TO TOGOGTO
avTOTOKPIoNG NTaY aveEAPTNTO Atd TOV TOTO TOL LVEAMUOTOC, TNV KOTAGTAGN AmOd06NC, TO0 KAOEGTMS
e&aAenyng Tov ypopocodpotog 13, 1 Tov apBpod 1 Tov THToL TV TPpoNYoLuEVEVY Bepameimv. Ot acBeveig
7ov giyav vroPAn0el oto TopeABoV o€ 2 pe 3 Bgpanentikég aywy£EG onpei®oo T0600TO avtamokpiong 32%
(10/32) kar o1 acBeveig o1 omoiot iyav 10N AaPel TeplocdTEPU 0O OEPATEVTIKG GYNLOTO TOPOVGIOGOV
1060010 avtamokpiong 31% (21/67).

Ilivaxag 14.  Xvvomtikd amoteAéouata sxfoons e vooov and tig usiétes Paong Il (APEX) kow Doong 11

®aon 111 ®aon 111 ®aon 111 ®aon 11
‘O)ot 01 a60eveig 1 wponyoduevy > 1 ponyovpuevn >?2
Oepameia Ocpameia TPONYOV-
neveg
Ocpameieg
Yoppavra mov B Dex B Dex B Dex B
oyetilovran pe To n=333" n=336" n=132¢ n=119¢ n=200" n=217¢ n=202"
APOVO
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®aon 111 ®aon 111 ®aon 111 ®aon 11
‘O)or o1 acOeveic 1 Tponyodpevn > 1 wponyovpuevy >2
Ogpaneia Oepameia PO Y0V-
JEVES
Ocpameieg
Xpovog £mg v 189° 106° 2128 169° 148P 87P 210
e&éMén g vooov, | [148, 211] | [86, 128] | [188, 267] | [105, 191] | [129, 192] | [84, 107] | [154, 281]
NUEPES
[95% CI]
EmBioon 1 étovg,%
[95% CI] 80° 66° 89° 72° 73 62
[74,85] [59,72] [82,95] [62,83] [64,82] [53,71] 60
Béhtiot B Dex B Dex B Dex B
avtanokpion (%) n=3157 n=312" n=128 n=110 n=187 n=202 n=193
CR 20 (6)P 2(<1)P 8 (6) 2(2) 12 (6) 0 (0) (4)**
CR+nCR 41 (13)P 5(2) 16 (13) 4 (4) 25 (13) 1(<1) (10)**
CR+nCR+PR 121 (38)" | 56 (18)F | 57 (45)° 29 (26)° 64 (34)F | 27 (13)* (27)**
CR+nCR+PR+MR | 146 (46) | 108 (35) 66 (52) 45 (41) 80 (43) 63 (31) (35)**
Awgpeon dwapkewo | 242 (8.0) | 169 (5.6) | 246 (8.1) | 189 (6.2) | 238 (7.8) | 126 (4.1) 385*
Hpépeg (uivee)
Xpovog émg TNV 43 43 44 46 41 27 38*
avTaToKplon
CR + PR (muépec)

* [TAnBvopog mpog Oepamneio. [Intent to Treat (ITT) population].

P Tyn-p omd ™ Soxiun| otpoudroong log-rank. H avélvon avé aptdud mponyndeichdv depancidv omokheist
OTPOUAT®ON Yia TO 16T0p1Ko Bepoameiog, p < 0,0001

" O mAnBuopog mov avtomokpifnke meprhapfaver acheveic mov glyav peTpron vocso tpv v Evapén g
Oepamneiog kot ELafav ToLAAYIGTOV 1 SOGT TOL VIO EPELVA PUPLAKEVTIKOD TPOTOVTOC,.

8 Tyn-p omd ™ Soxury Cochran-Mantel-Haenszel y-tetplrymvo Tposaprocpévn yio ToVG Topiyovteg
otpopdToons. H avéivon avd apBuod mponynbeicdv Bepaneidv amokAeiel GTpOUATOGCT Y10 TO 1GTOPIKO
Oepamneiog.

* CR+PR+MR **CR=CR, (IF-), nCR=CR (IF+)

NA=Agv epappoletror, NE=pun a&orloyfoyio

CI=duom o epmiotocivng

B=Boptelopiunn, Dex=0e&ouebalovn

CR=nmAnpng avrandkpion, nCR=cyedo6v mAnpng aviandkpion

PR=pepikn avtamodxpion, MR=eLdyiotn avtandkpion

>t pekém @aong 11, o1 acbeveig mov dev mapovsiocav BEATIoT avTandkpion ot Oepaneia pe
Boptelopipunn o€ povobepamneia, uropovoov va Aapfovy vynin d6on de&ouebalovng o€ cLVOVAGUO LE
Boptelopipnn. To tpwtdkorro enétpene o€ acbeveic va Adfovv deapebalovn av siyav wkpdtepn amod )
Bédtio avtamoxkpion otn xopnynon Poptelopipnng oe povobepamneio. 'Evag cuvoAikog aptBuog ano 74
a&lohoynoipovg acbeveic Ehapav de&oapebalovn oe cuvdvaoud e optelopipmn. To 18% twv acbevav
napovoiace N giye (o Pektiopuévn avtamokpion [MR (11%) | PR (7%)] pe ) cvvdvaotiky Oepamneia.

Ocpomeio ovvovaouod foptelouiunng ue meykviwusvny imoowuiokn doéopovfixivy (ueAétn DOXIL-MMY-
3001)

Mia toyatomompévn, TapdAiniov ouddwv @dong I, avoiktod oyedacoy, TOAVKEVIPIKN HEAETT
dtevepynonike oe 646 acbeveic cuyKpivovTog TNV AGPALELD KOL TV OTOTEAECUATIKOTNTA TNG BopTelopipmng
LE TEYKLM®UEVT Mmoocwpakn doopovfikivn oe oyéon pe tn povobepaneia pe Poptelopipnn oe acbeveic
UE TOAAATAOVY LVEA®LO TTOV €l TPOTYOUpEVE AGPel TovAdyiotov 1 Bepaneio Kot mTov dev voTpomiocay
eved Mppavay Bepameia pe Bdon tig avBpakvkAivec. To TpmTeEVOV KATOANKTIKO orueio
amoteleopatikotnTog NTav 10 TTP evd To 5e0TEPELOVTO KOTAANKTIKG GMUEID OTOTEAECUATIKOTNTOG TAV TO
OS kot ORR (CR+PR), ypnowonoidvrog ta kprrnipie. Evponaixig Ouddag yio to Aipa Kot ™
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Metapdoyevon Mvehov (EBMT).

Mia gvoudpeon avdivon Pacet tpmtokoAlov (Baciopévn ota 249 TTP yeyovota) odrynce oty mpodwpn
AMEN ™ HEAETNG V1O TNV OTOTEAECUATIKOTNTA. ALTA 1) evdldueon avdAivon £dgiée pia peimon Tov Kivdhvou
TTP g 14ENG Tov 45% (95 % CI: 29-57 %, p < 0,0001) Yo acBeveig mov Edafav Bepaneio cuvdvLAGLOD
Boptelopipmnng pe meykoAMopévn Amocopiokn do&opovfikivn. To dapeco TTP Atav 6,5 piveg yio acBeveic
mov éAafav povobepamneio pe foptelopipmn cvykprried pe 9,3 unveg yio aobeveic mov Erafav Bepameia
cuvdvacpov Poptelopinnng pe meykvAilopévn Mmosopokn do&opovfikivn. Ta aroteléopata avtd, ov Kot
dev glval To OPLOTIKA, OMOTEAEGOV TNV TEALKT] OVOAVOT BAGEL TPOTOKOAAOV.

H tehikn avédoon yia to OS mov parypoatomombnke petd and pia Sidpeor mapakorlovonon 8,6 eTmv dev
é0e1&e onuavtikn dapopd 6to OS petald tov dvo ockerdv Bepanciog. To dibpeco OS NTav 30,8 purveg
(95% Cl, 25,2-36,5 unveg) v tovg aobeveig pe povobepaneio pe fopteCopipmn kot 33,0 uqveg (95% Cl,
28,9-37,1 univec) 1o acBeveig mov Erafav Bepameio cuvovacuov foptelopinmn pe TeyKvAMmpévn
Mmocopiokn do&opovPucivn.

Ocpomeio ovvovaouod foprelouiunnc ue deloucdalovn

AO6Y® amovoiag onolncdnmote anevbeiog ovykplong foptelopipnng kot foptelopinnng € GuVILAGUO [E
oeapebalovn oe acbeveic pe eEghocdpevo molhamlodyv puélmpa, de&nydn o oTaTIoTIKN AvAAVoT KATd
{evyn Yo v GUYKPIVEL TOL OTOTEAEGUATO OO TOV LT TUYALOTOUUEVO GYESOOUO GLUVOVAGIOD TG
Boptelopipmng pe deEapebalovn (Pdong I perétn avoktig etkétag MMY-2045), e anoteAésoTo TOL
Tpoékuyay Emetta amd oxedlacpo povobepamneiog pe Boptefopipmn and dSLaPOPETIKES TUYOLOTOMUEVES
ueréteg daonc 11 (M34101-039 [APEX] kot DOXIL MMY-3001) oty idto évogién.

H avéivon kotd Levyn etvon pia otatiotikr pébodog otnv omoia acbeveig tng Bepamevtinig opndadag (m.y.
Boptelopipunn o€ cuvdvacuo pe deCapedalovn) ko acbeveic g opdoag cOykplong (w.y. Poptelopipmn)
GULYKPIVOVTOL GE GYEGT LE GLYYLTIKOVS TAPAYOVTES OV OVTIGTOLYOLV GE HEoVmpEVous aobeveic. Katt
TETOLO0 EAUYICTOTOLEL TIG OPAGELS TOV TOPATNPOVUEVAOV GUYYLTIKMV TOPAYOVI®MV KATH TOV VITOAOYIGUO TV
0epUmEVTIKOV OPAGEMVY LLE XPTIOT) U1 TUYOLOTOUNUEVDV SESOUEVAV.

Tavtomombnkav ekatdv glkoot entd Levyn acBevav. H avaivon édeite Beltiopévo ORR (CR+PR) (Adyog
mBavottov 3,769: 95% CIl 2,045-6,947, p < 0,001), PFS (avaroyia kwvdvvov 0,511: 95% CI 0,309-0,845,
p=0,008), TTP (avoroyio xvddvov 0,385: 95% CI 0,212-0,698: p=0,001) ywo T Poptelopipnn o
ocuvdvaopod pe deEapebaldvn oe oxéon pe T povobepaneio pe Boptelopipm.

AwtiBevton TeplOpIGUEVEG TANPOPOPIES GYETIKA LE TNV ETavIANyT Oepamneiog pe Boptefopipnn o€
VROTPOTIALOV TOAALUTAOVY LUEAMLLAL.

H perémn ®aong I MMY-2036 (RETRIEVE) ftav pia avoiktod 6yedtacilod, Hovol okéAovg LeAETN mov
OteENYON Yo va TpocdlopiceL TV OMOTEAEGUATIKOTNTO KOL TNV AGPAAELD TNG ETOVAANYNG TG Bepameiog pe
Boptelopiumn. Exatdv pidvta acheveic (nhkiog > 18 e1dv), pe TOAOTAOUV LLEA®LLO 01 010101 ElYOV GTO
TaPeEAOOV TOVAAYIOTOV HEPIKN avVTATOKPIoN 6 Eva oynua Tov mepieiye Poptelopipmn Erafav ek vEov
Bepaneio Katoémy eEEMENG TG vOGov. TovAdyloTov 6 Uiveg LETA TNV TTponyovuevn Bepameia, N
Boptelopipunn Eekivnoe pe v tehevtaia avekty doon twv 1,3 mg/m? (n=93) 1§ < 1,0 mg/m? (n=37) kat
yopnynonke tic nuépeg 1, 4, 8 kot 11 kébe 3 gfoopddeg yia péyioto diomue 8 KOKAMV, EITE G
povoBepaneio 1 og cuvdvaoud pe de&apebalovn, coupova pe t ocovnon epovtida. H de&oapedalovn
xopnynonke oe cuvdvacuod e Boptelouiunn o 83 acbeveic otov kOKAO 1 pe emimiéov 11 acbeveic mov
EhaPav de€apedalovn katd tnv mopeia TV KOKA®V TG €K véov Oepameiag pue Poptelopipmn.

To TpwTeEvOV KATAANKTIKO oNelo fTav 1 emPeforopévn KOADTEPT AVTATOKPLOT] GTIV EXOVIAYT] TNG
Oepaneiog, Omwg extipdror omd to kKprtnpie EBMT. To cuvolikd kaADTEPO TOGOGTO OVTOTOKPIONG
(CR+PR), otnv enavainyn g Oepanciog oe 130 acbeveic nrav 38,5% (95% ClI: 30,1, 47,4).

Khwikn amotelecpotikdmra og pun tpobepomevpévo Aépeopa omd kvttapa tov povoéva (MCL)

H perétn LYM-3002 ftav pia toyoatomomuévn, ®@dong 111, avotktol oyedioopuod pekétn cOYKpLong g
OTOTELECUATIKOTNTOG KOl TNG AGPAAELNS TOV GUVOLOGUOV Poptelopinmng, prtovsiudunng,
KUKAOQPOGQapidNG, doEopovPikivng kat Tpedvilovng (BR-CAP, n=243) pe exeiveg T00 cuvdvacion
PLITOLEAUTN G, KVKAOQ®SPaUidNG, doEopovPikivie, Pivkpiotivng kot mpedvilovng (R-CHOP, n=244) ce
evnAixkeg acBeveic pe un mpobepamevpévo MCL (Ztdoto 11, I 1 IV). Ot acbeveig oto okéhog Oepaneiog BR-
CAP éhapav Boptelopiunn (1,3 mg/m , ig nuépeg 1, 4, 8, 11, mepiodog avanaviag: nuépeg 12-21),
prrovEdunn 375 mg/m? IV v nuépa 1, kokhoeooeapidn 750 mg/m? IV v nuépa 1, doEopovPucivy 50
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mg/m2 IV v nuépa 1 kon mpedvilovn 100 mg/m? amd otépatog v nuépa 1 £mg Tnv nuépa 5 tov KikAov
Bepamneiog 21 nuepav pe Bopteopipmn. [a acbeveic mov epEavicay TEKUNPLOUEVT] OVTATOKPIOT VIO TPATN
(POpA KoTA TOV KOKAO 6, Yopmyndnkav dvo emmpochetor kiAot Oepaneiog.

To mpmtedov KATOANKTIKO GNUEID ATOTELEGUATIKOTNTOG NTAV 1) EAgVBePT £EEMENG TG vOGOoL emPimon pe
Baon v a&ordynon g AveEaptnmg Enutrponiic EmBedpnong (IRC). Ta devtepedovta KaTaAnKTIKA
onueio TepAapupavay tov xpovo g v e&EMéEn g vocsov (TTP), tov ypovo g tnv emduevn Oepaneio
katd tov Aeppopatog (TNT),  duipkela Tov dSwwotnpartog yopig Oepaneio (TFI), To cuvoiikd T0606TO
avtonokpiong (ORR) kat to mocootd mAnpovg aviandkpions (CR/CRu), ™ cvvolikn emPicoon (OS) kot
SLAPKELD TNG AVTATOKPIONG,.

Ta dMpoypaikd YOpOKINPIGTIKA KOl TO XOPAKTNPIGTIKA avapopds TS VOGO NTOV YEVIKE KaAd
1GOoPPOTNUEVO, LETAED TV 000 okeAdV Bepomeiag: 1 didpueon nhikia Tov acbevav nTav 66 1, 74% NTav
avdpec, 66% avikav otnv Kavkdolo euin kot 32% avikav otnv Actatikny ooy, 69% tov acBevov elyov
Betucn avoppdenor puerod tov ootV 1/kon Betikn Proyia poerov tov oot@v yio MCL, 54% tov acBevav
elyav Babporoyia Aebvoic [Ipoyvaootikov Agiktn (IPI) > 3 kai 76% eiyav voco Xtadiov IV. H dudpkeia g
Bepamneiog (drdpeon Tun=17 gfdopndadec) Ko 1 didpkela g mapakorovdnong (didpeon =40 unvec) Nrav
ocuykpioyeg ota 000 okéAn Bepamneiag. O didpecog apBpog KokAwv Bepaneiog mov Elafav ol acBeveic nTav
6 ka1 ota 6vo okéEAN Bepanciog, ue 14% tov acbevav oty oudda BR-CAP kot 17% tov acbevav oty
ouada R-CHOP va Aappdavovy 2 emmrpdcsBetovg kokhovg. H mietoyneia tov acBevov kot 6Tig 000 opddeg
oAokANpocav ) Bepancio, 80% otnv opdda BR-CAP kot 82% oty opdda R-CHOP. Ta arnoteiéopata
OGOV aPOPd TNV OTOTEAECUATIKOTNTA TapovotdlovTal otov Tivaka 15:

Hivaxag 15:  AmoteAéouaro doov apopd tny amoteleouotixotyo, amo t pelétn LYM-3002

Kotainktiké onpeio BR-CAP R-CHOP

UTOTELEGUOTIKOTITOS

n: acOeveic ITT 243 244

E\e00epn e&€MEng Tng véoov empioon (IRC)*

Ieprotatikd n (%) 133 (54,7%) 165 (67,6%) HRP (95% CI1)=0,63 (0,50,
Atépeon Ty’ (95% C1) 24,7 (19,8, 31,8) 14,4 (12, 16,9) 0,79) .

(Hve) Twn-p°< 0,001
Moc06716 AvTamokpiong

n: a&loloynootl og tpog 229 228

™V ovtomdkplon acbeveig

2vvolikn minpng 122 (53,3%) 95 (41,7%) OR* (95% Cl1)=1,688
QVIOTOKPLON (1,148, 2,481)
(CR+CRu)™ n(%) Twn-p=0,007
2ovolikn axtivoloyikn 211 (92,1%) 204 (89,5%) OR®(95% Cl)=1,428
oVTaTOKPIOoN (0,749, 2,722)
(CR+CRu+PR)" n(%) Twn-p=0,275

* Mg Baon v a&lordynon g Ave&aptnng Enttponig Enbsdpnong (IRC) (LOvo axTivoroyikd dedouEva).
P H extipmon tov Adyov kivdhvov Bacileton oe va poviédho Cox, SIUGTPOUUTOUEVO GOUPMVOL LE TOV
kivovvo IPI kot 1o 6tdd10 T vocov. Adyog Kivdvvou < 1 vmodeikviel mheovékTnua yio Ty opudda BR-CAP.
" Me Baon Tig ektiunoelg opiov yvopévov tov Kaplan-Meier.

% Me Béon tov éleyyo AoyoplOkng Gelpdc, SucTpOUNTOUEVO GOUPMVO, pe Tov Kivduvo IPI kot 1o 6T1éd10
™G vOGOoU.

¢ Xpnowomoteiton 1 ektipnon Mantel-Haenszel yia tov cuvnOn Aoyo mboavotitomv yio SlecTpOUaToUEVOLS
mivaxeg, pe Tov kivouvo IPI kot 1o Z1ddio g Nocov wg mapdyovieg dStuotpopdtoons. Adyog mbavotitov
(OR) > 1 vrodeikvietl TAeovékTua, yio Ty opdda BR-CAP.

* Ilepthapfavovton OAec ot CR+CRu, pe Baon v IRC, tov poekod tov ootdv kou trv LDH.

S Ty P and tov édeyyo x2 twv Cochran Mantel-Haenszel, ue tnv IPI kot 1o 614510 TG vOG0L 00G
TAPAYOVTES OLUCTPOUATOOTG.

1 TepthapPavovton OAec ot aktvoroyikég CR+CRu+PR pe Bdon v IRC, aveEdptnrta amd Ty emkdpmon
pe Baon tov poerd Tov oot®@v kou v LDH.

CR=ITAnpng Avtandkpion, CRu=un emPefaropévn II\pne Avrandkpion, PR=Mepikn Avtanodxpion,
ClI=Awdompa Epmotootvng, HR=A6yog Kivdvvov, OR=Adyoc [TiBavottev, ITT=I1pd0con ['a
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Oepameio

H diapeon PFS am6 v a&loidynon tov epgvvni ftav 30,7 uipveg oty opddo BR-CAP kot 16,1 pveg
otV opuddo R-CHOP (Adyog Kivéovov [HR]=0,51, p < 0,001). Etatiotikd onpoavtikd 6gelog (p < 0,001)
vép g opadag Bepaneiog BR-CAP évavtt g opddag R-CHOP mapatnprOnke yia tov TTP (Sidpeon tipn
30,5 évavtt 16,1 unvav), tov TNT (dudpeon tyun 44,5 évavtt 24,8 unvav) kot tnv TFI (didpeon tyun 40,6
évavtt 20,5 unvav). H duapeon dudpketa g mAnpovg avtamdkpiong ftov 42,1 piveg oty opddo BR-CAP
o€ oVyKplon pe tovg 18 pnveg oty opddag R-CHOP. H d1dpketa g cuVvoAKNG avTamdkpiong nTov
peyoAvtepn kotd 21,4 uiveg oty opdda BR-CAP (Siapeon tyun 36,5 univeg évavtt 15,1 umvov oty opdda
R-CHOP). H tehr| avédivon yia v OS mpaypatomomOnke petd and pio didpeon didpreta
nwapakorlovnong 82 unvov. H didpeon OS frav 90,7 univeg yuo v opdda BR-CAP cuykpitika pe 55,7
uveg oty opado R-CHOP (HR=0,66, p=0,001). H mapatnpnbnoca teAikn didpeon dapopd otn OS petadd
TV 2 opddmv Bepaneiog NTav 35 prvec.

AoBeveic mov giyav Aafer oto ToperBov Bepameia yio Apvlocidwon erappdc addoov (AL)
[paypotomomOnke pio avokty, un toyotorompévn pekétn @aong I/II dote va mpocsdiopiotel ) acpdieio
Kot 1 amotelecpatikotnTo TG Poptefopipnng oe aobeveic mov giyav AdPel oto TapeABov Bepameia yio
Apvrocidmon erappac olvcov (AL). Aev mapatnpinkay véa Bépata acdielag Katd tn S1GpKELD TNG
LEAETNG, Kot e0kdTEpO 1| Poptelouipnn dev emdeivmoe T PAGPN Tov opydvov 6TdyYoL (Kapdid, veppdg Kot
Nmap). Xe pio SlepeuvnTiKny AvAALGT Y10 TNV ATOTEAEGLATIKOTTO, OVAPEPHTKE TOGOGTO OVTATOKPLIONG
67,3% (cvpuneptrappavopévov 1ocostod CR 28,6%) 6nmg petprionke pe Ao TV aplotoAoYIK)
avtonokpion (M-mpoteivn) oe 49 a&loloynoipovg acbeveig mov Ehafov Bepomeio pe TIC HEYIOTEG EMTPEMTEG
doce1g twv 1,6 mg/m? pia gopd v efdopdda kot 1,3 mg/m? §bo popéc v efdopdda. Ia ovtég TI¢ KoopTég
d0GE®V, T0 GLVOVAGUEVO TT0c00TO emPinong ato 1 £toc nTov 88,1%.

Hodrorpikodg minBuopog

O Evponaikoc Opyaviouodg apudkmv £xel 0OGEL amaAlayr omd TV LTOYPEMGT VITOPOANG TOV
OTOTELECUATOV TV PEAETMV UE TN PopTelopipmn og OAES TIG LTOKATIYOPIES TOV TALSATPLKOD TANOLGLOD
0TO TOAAUTAODV PHVEAMILO KOL TO AEPOOUO OO KOTTOPO TOV povdva (PAéme mapdypoeo 4.2 yio TAnpopopieg
OYETIKA UE TNV TOUSLUTPIKT YpNon).

Mia ®dong I, povod okéhovg HEAETN TNG OPACTIKOTNTAS, TNG OCPAAELNG KO TNG POPUAKOKIVITIKNG TTOV
npoypatoromOnke omd v Oykoroyikr Oudda [Taidwv (Children’s Oncology Group) a&loldynce ) dpdon
g TpocOnkmg fopteloiUnng o€ ek VEOL gl0ay@YIKT| ¥npeodepameio TOALOTAGY TOPAYOVI®OV GE
Tod10TPIKOVS Ko VEAPOUG eviilkeg acbeveic pe Aeppoeldeic kaxondeteg (e Tpodpoun B-o&eia
AeppoPractikn Agvyopio [OAA], T-OAA kot pe T-Aeppofracticd Aéppoua [AA]). Eva aroterespotikd
€K VEOL E100YMYIKO YNUEODEPOATEVTIKO GYL0L TOAAATADV TTapayovTmv yopnynonke oe 3 pépn. H
Boptelopipnn yopnynonke pnovo ota Mépn 1 kot 2 yio v amo@uyn TOavig OAANAETIKOAVTTOUEVNG
TOEIKOTNTAG LE TA GLYYOPNYOVHEV QApLake oTo MEpog 3.

H mAnpng avramokpion (CR) a&loloyndnke oto téhoc tov Mépoug 1. Xtovg acheveic e B-OAA pe
EUPAVION TNG VTTOTPOTNG EVTOC SooTNUaTOog 18 unvdv amd ) didyvmon (n=27) 10 T0G0GTO TANPOVG
avtomokpiong nrav 67% (95% CI: 46, 84) kot 10 T0600T0 eMPimong dvev cupPavtey oTovg 4 punveg NTav
44% (95% CI: 26, 62). Ztovg aobeveic ue B-OAA pe epedvion g vrotponnc 18-36 piveg amd ) didyvoon
(n=33) 10 moG0GTO TAPOLS avtamokpiong ftav 79% (95% CI: 61, 91) kot 10 Toc00Td eMPBiwong dvev
ocupupdvtev otovg 4 uveg nrav 73% (95% CI: 54, 85). To 1060016 TANPOVG AVTATOKPLIONG 6TOVG aeheveig
ue T-OAA pe mpmtn vrotponn (n=22) ntav 68% (95% CI: 45, 86) ka1 t0 T0606TO emPivong avey
ovpupdviav otovg 4 uvec nTav 67% (95% CI: 42, 83). To avaeepdpeva 6£60UEVO, ATOTEAEGLLUTIKOTITOGC
Bewpovvror apeifodra (PAéne Topdypapo 4.2).

> pekém evrayOnkov 140 acOeveic pe OAA | AA, ot omoiot a&loloyROnKay ¢ TPOG TNV AGPAAELD KOL 1)
dtdpeon nikia nrav ta 10 €t (evpog 1 €mg 26). Agv mapotnphOnkay vEa avnoLYNTIKG EVPALATO MG TPOG
™V acedrela 6tav 1 Poptefopipumn tpootédnie 610 KablepwUEVO TodaTpikd Pactkd ynuelofepameuTiKd
oYNUO. OVTILETOTIONG TG TPOdpounc B-OAA. Ot axdiovbeg avemBounteg evépyeieg (Babuog > 3)
TopoTNPENONKAY Le LYNAOTEPT ENiNTOOT 6TO BEPOmEVTIKO ToYfLa ToL Ttepieiye foptelopiunn oe cUyKpion
LE [0 10TOPIKT] LEAETT) EAEYYOL GTNV omoia yopnynonke pnovo 1o Pacikd oynuo: oto Mépoc 1 mepipepikn
aoOnTikr| vevpordOeia (3% évavtt 0%), ereds (2,1% évavtt 0%) ko vo&ia (8% évavtt 2%). Agv vrdpyovv
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dlabéaipeg mAnpopopiec oYeTIKA He mOavA emakoOAovO0 GLUBAVTO 1) GYETIKA LLE TO, TOGOOTA UTOOPOUNG TNG
TEPLOEPIKNG ancONTIKNG vevpomdOelog oe auti T HEAETN. YynAdtepeg emmTdoES Tapatnpinkay, eniong,
v T Aodéelg pe Pabuov > 3 ovdetepomevia (24% Evavtt 19% oto Mépog 1 kar 22% évavrtt 11% oo
Mépog 2), avénuévn ALT (17% évavtt 8% oto Mépog 2), vrokaitaipia (18% évavtt 6% oto Mépog 1 ko
21% évavtt 12% oto Mépog 2) kot vrovatplonpia (12% évavtt 5% oto Mépog 1 kot 4% évavtt 0 oto
Mépog 2).

5.2 @ oppoOKOKIVITIKEG 1O10TITES

Amoppoonon

Metd and evdoeréBia bolus yoprymon d6ong 1,0 mg/m? kar 1,3 mg/m? oe 11 acBeveic pe moAlamiovy
L@ Ko TG Kabapong kpeatvivig vymAotepeg amd 50 ml/min, ol p€Gec HEYIOTEG GUYKEVIPOGELS GTO
TAdopa g TpdTNS doomg Poptelopipmng Nrav 57 ko 112 ng/ml, avrictoyo. X11c enakdrovbeg 606eLS, o
UECES PEYIOTES TAPOTNPOVIEVEG GUYKEVIPAGELS GTO TAACH Kupaivovtay omd 67 £mg 106 ng/ml yuo ) d6om
tov 1,0 mg/m? xon and 89 émc 120 ng/ml yo. T §60n twv 1,3 mg/m?,

Kotavopn

O pécog 6ykog katavoung (Va) g Poptelopipmng kopowvotay amd 1.659 Aitpa émg 3.294 Aitpo uetd and
uepovopévn N eravaiapfavopevn evéoeAéBio yopriynon 86ong tov 1,0 mg/m? 1 1,3 mg/m? oe acbeveic pe
TOALOTAOVV POEA®L. AVTO VTOdEKVOEL OTL 1] BopTelOMIITN KATAVELETOL EKTETAUEVO GTOVG TEPUPEPLKOVGS
10700¢. e ovykevipmoelg Boptelopipmnng mov kopaivovror peta&v 0,01 kot 1,0 ug/ml, 1 in vitro covéson ue
TG TPWTEIVEG TOV TAAGHOTOG GTOVG avBpdmovg givan Katd pneso 6po 82,9%. To kKhdoua chvdeons e
Boptefopipmng pe Tig TPMTEIVES TOV TAAGUATOG OV NTOV EEAPTAOUEVO OO TN GLYKEVIPWOOT).

Buoustaoynuotiopndc

Meléteg in Vitro pe ovBpdmva nratikd pkpoosmdpata Kot ovOpdmva cDNA-gk@palopeva 160évEvpo Tov
kutoypouatog P450 katédeiEav 6t n foptelopiumn petaforiletar uéow o&eidwong amd ta Evivua 3A4,
2C19 kot 1 A2 tov kvtoypopatog P450. H kopa petaforicn) 0d6g glvon 1 amwokonr Tov fopovikod 0&€og yia
TO OYNUATIGUO VO HETAPOALTMV TTOL dev TEPLEYOVV fopovikd 0&H o1 0Toiol 6T cLVEYELN VOPOELAIBVOVTOL
7pog apkeTovg petaforitec. Ot petaforiteg g Poprelopipnng mov dev mepiEyovy fopovikd o0& eival
avevepyol MG avaoTOAEIS TOV 26S TPOTEACMUOTOS.

Amofoin

O péoog xpovog nuicetog Long (tuz) g amopdikpovvong yo ™ Boptelopipnn oe molhamAdr] docoloyia
Kopovotay and 40-193 dpec. H Boptelopipnn amopaxphvetor Tohtepa HETA amd TN YOPNYNOoN TG TPMTNG
d0oMg o€ cOYKPIoT UeE TIC EnokOlovdeg 600elg. Ot péoec Guvolikég Kabdapaelg oo To cmpa nTav 102 kot
112 1/h petd omd v mpdT 8601 Yia Tig 661G Tov 1,0 mg/m? kan 1,3 mg/m?, avtictoya, Kot kopaivovtay
and 15 éwg 32 1/h xon 18 dwg 32 1/h petd amd ¢ enaxdrovdeg 36ceig Tov 1,0 mg/m? kot 1,3 mg/m?,
avticTotya.

Educoi mAnBuopol

Hrozikn dvoiertovpyio

H enidpaon g nratikng dvciettovpyiog ot eappoakokivntikn g foptelopipmng a&oroyndnke oe pio
peAétn eaong I kotd ™ didpkelo Tov TPOTOL KOHKAOL Bepameiog, mov mepiElaPe 61 acbeveic kKupimg pe
CLUTAYEIC OYKOLE Kot e ToIKilovg Pabuovg nratikng dvehettovpyiag, o€ do6oelg Boptelopipmng Tov
KopdvOnkay omd 0,5 éog 1,3 mg/m?,

Y& ovykplon pe ac0eveic oL glyav PLOGIOAOYIKN NTOTIKN AELTOVPYiO, 1 L0 NTATIKY SVGAELITOVPYiD dEV
petéforde v opolomoinuévn g mtpog tn 66omn AUC g foptelopipnng. 261660, 01 HEGEG OUOAOTOINUEVES
¢ Tpog ™ d60n Tipéc AUC avéndnray katd nepimov 60% e acbeveic pe pétpro 1 cofapn nmatikn
dvoiettovpyio. Zvvietdtar younidtepn 06omn évapéne o acbeveig pe pétplo 1 cofopn NIOTIKN
dvehertovpyio kot ot acBeveig avtoi Tpénel va TopoakorlovBovvral otevd (BAéne mapdypapo 4.2, Tivoko 6).

Neppixn ovalertovpyio.

Mo pappoKoKIvnTIKY HEAETN dlevepynOnke o€ acbevelg e veppikn duoiertovpyia dlapopmv 6Tadimv ot
omoiot kot yopromomOnkoav pe faon tig Tpéc kdbapong kpeatviving (CrCL) otig akdAovbeg opdoes:
Kavovikn (CrCL > 60 ml/min/1,73 m?, n=12), Hmio. (CrCL=40-59 ml/min/1,73 m?, n=10), Métpia
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(CrCL=20-39 ml/min/1,73 m? n=9), ka1 ZoPapn (CrCL < 20 ml/min/1,73 m?, n=3). Tvpneptiiednke eniong
oTN peAétn o opdda cupokaBapopevey achevav (n=8) ctovg onoiovg yopnyndnke d6om HeTA TNV
apokédapon. Ztovg aceveic xopnynOnkav evdopAéPieg ddceig tmv 0,7 wg 1,3 mg/m? Boptelopiunng dbo
eopéc v efodopdoda. H ékBeomn g Poptelopipmne (AUC kot Cmax KOVOVIKOTOUEVNG dOGG) NTOV
ocuykpiown peta&d OAmv tov opddwv (PAére Tapdypago 4.2).

Hixio

H goppaxokivntikh g Boptelopipmng mpocdiopictnke petd and evdoeAéfia bolus yoprynon 1,3 mg/m?
Vo popéc v efdoudda oe 104 modraTpikovs acbeveig (2-16 etmv) e o&eio AeppofracTikn Aevyoipio
(OAA) 7 o&ela pogroyevn Aevyaipio (OMA). Zopeova pe pio avdAvcn opRoKOKvVNTIKNG ToL TANBVGHOD,
1 K&Bapon g Poptelopipmng avéavotay pe v avénon g empdvelog Tov copatog (BSA). H yeopetpicn
péon tun (%CV) g kébapong Ntav 7,79 (25%) L/hr/m?, o dykog katavoung oe otadepomomuévn
katdotaon 834 (39%) L/m? xa o xpdvog nuicetag (wrc g amoforfg 100 (44%) dpec. Metd and 10pOmon
v TV emidpaocn g BSA, dAla dnpoypapicd xopaKtpioTikd 0mmg n nAkio, T0 copatiko Papog Kot 1o
@OLO OV elyov KAVIKG GMUOVTIKY enidpacT oty kdBapomn g Boptelopipnng. H opolomompévn og mpog
v BSA «éBapon g Popteopipnng og mordratpikovg acOeveic nTov mapooto Pe ouTY TOL TapoTnpeitot
GTOVG EVIAIKEC.

5.3 IHpoxiviké dedopéva yia TV ac@aiera

H Poptelopipnn katédeile evdeyouevn yovotolikn dpdon. H Boptelopipnn ntav 0etikn yio kKAaotoydvo
dpdon (PNEN xpOHOGmKNG doung) oTnVv in Vitro avdlvon yio T xpoUocoKn) pHéN ®odNKIKOV KOTTAP®V
Kwélikav yduotep (Chinese hamster ovary, CHO), pe yapnAég cuykevipaoelg g taéng tov 3,125 pg/ml,
7OV NTAV M YOUNAOTEPN CLYKEVTP®GN 1 omoia a&toAoynOnke. H Poptelopipmn dev tav Oetikn katd tnv
dokn petarho&loydovou dpdong in vitro (avéivon Ames) kot oty in ViVo SOKI HIKPOTLUPN VA GE
TOVTIKLOL.

O1 peréteg ya v To&ikdmTo oty avdnTtuén og apovpaiovs Kot kovvéha £deEav epPpuikn Bvnopotnta
KT T XopNYNo” UNTPIKA ToSIKdV d0cemV, aALA Oyt dueon euPpoiky ToikdTnTo 68 dOCEIS KATWM TMV
uNTPKd To&Ikdv. Agv TPAyLOTOTOWONKAY LEAETEG YOVILOTNTOG GALG OL 1GTOT Y10 TV OVOTapOy@yT| £X0VV
a&lohoynfel ota TAAICL0 TOV HEAETMV YEVIKNG TOEIKOTNTOG. Xe pio AUV LEAETN GE apovPAiovg,
TopaTNPNONKAY EKPLAMOTIKESG EMOPACELS GTOVG OPYELS Kot 0TI wobTKeg. [l To Adyo avtd, givor mbavo n
Boptelopipunn vo exdpd 1660 61N Yuvalkeio 660 Katl 6TV ovopikn yoviuotnta. Agv €yovv dievepynOei
UEAETEG TEPTYEVVITIKNG KO LETAYEVVITIKNG OVATTUENC.

>11¢ peEAETEG TOAMATADY KOKA®Y YEVIKNG TOEIKOTNTOC TTOVL dlevepyRONKaY 6g apovpaiovg kot mTONnKovg, Ta.
Baoctkd Opyava —oTOY0G TOL EEETAGTNKOY, CUUTEPIAGUPAVOY TN YAGTPEVIEPIKT 000, OTOL TapaTPNONKe
€UETOC KA/ S1aPPOLa, TOVE OILLLOTOUTIKOVG KOl AEUPIKOVG 1GTOVE OTTOV TTopatnpiOnKe KuTTOpOTEVIQ
TEPLPEPIKOV QUUOTOC, ATPOPio AEUPOEIGOVE 1GTOV Kol KLUOTOTIKY VITOKVTTApofpifeia Tov Lo TV
00TAV, TEPLPEPIKT] VEVPOTIADELL GYETILONEVT] e TOVG EOVEG TOV aotNnTpLOV VELPWV (TapatnphOnie 6ToVg
TONKOLVG, 6T TOVTIKIO, KOl GTOVG GKOAOVC) KOl NTTIEG AALOYES GTOVE VEPPOVS. OAa avTd T OPYaVa-GTOYOG
TOPOVGINCOY OO PUEPIKT (O TANPT CITOKOTACTUCT) LETA 00 dlakomh TG Depomeiog.

Baoel pehetov oe mepaporolma, n dieicdvon g Poptelopinmng StopéGov TOV AUATOEYKEPUALKOD
QPAYLOD QUIVETOL VO EIVOL TEPLOPIGHEVT], AV LPICTATAL, KoL 1] OTHOGio Yio TOV AvOpwmo gival dyvoot.

Kopdiayyelokég popprokorloyiKég LeAETEG AoPAAELNG OE TONKOLG KOl GKDAOVG £0€1EaV OTL EVOOPAEPLeG
d0GE1g TEPITOV 510 EMC TPELS POPES UEYOADTEPEG GO TN GUVIGTOUEVT KAWVIKT 606N, 0T Bdomn Tov mg/m2,
oyetiCovton ue avénom tov kapdlokov puOHpov, LeEimoN TS GVGTUATIKOTNTOC, LTOTACT Kot OdvaTto. X
OKOAOVG, 1 HEIWUEVT] KAPAIOKT CLUGTOATIKOTNTA Kol 1 LTdTAOoN avtarokpidnkav oe ofeia mopépuPacn pe
OgT1KOVC VOTPOTOVG TaPAyoVTEG N TOPdyovTeg abENomg TG Tigong Tov aipartoc. Emmpocheto, og pehéteg o
okOlovg, TapatnpnOnke wa pikpn avénon oto dtopbopévo dotuo QT.

6. OAPMAKEYTIKEX TIAHPO®OPIEX

6.1 Koatdloyog ekdoymv
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Movvitoan (E 421)
6.2 Acvpfoatotnreg

AVTO TO PUPUAKEVTIKO TPOTIOV JEV TPEMEL VAL OVOLLELYVOETOL LE GAAL POPLOKEVTIKE TPOTOVTA EKTOG AVTMV
OV AVOPEPOVTOL GTNV TTopaypapo 6.6.

6.3 Awapkero, Long

Kl\ewotd @raridio
2 xpovia

AwdAvpo PETA TNV avacLOTOO

H ymukn kot uoikn otabepdtnta KaTd TNV XPHoT TOL 0vacLETAOEVTOC oAV UATOG £xel omodetyDel Yo
ovykévipoon tov 1 mg/ml yia 96 dpeg otovg 25 °C kot ya 8 nuépeg otovg 2-8 °C otav datnpeitat 6to
apykd ELoAid0 KoUT 6T vpLyya.

Amd pikpofroroyikng amoyng, To avacvotafév didivpa B Tpémel va ypnoomoteitat Gpecso, LETA TNV
npoetopocio. Edv dev ypnoponomBel dueca, ot ypovor pOAAENG Katd T ¥prion Kot ot cuvOnkeg @OAAENC
TPV OO TN XPNOT OTOTELODY VOVVT TOL AP OTH. O GUVOAIKOS ¥POVOG S1OTHPNONG Y10 TO OVOGLOTAOEY
QOPUOKEVTIKO TTPOTIdV dev mpémel va vrepPaivet Tig 96 dpeg (av puidyetor atovg 25 °C) kan 8 nuépeg (av
@VAayetar otovg 2-8 °C) mpwv amd TN yopnynon.

6.4 Iowitepeg TPOoPUVAAEELS KATA TN QVAAEY TOV TPOIOVTOG

AVTO TO EUPUOKEVTIKO TTPOTIOV dev amattel Waitepec cuvOnKeg Oepuokpaciog Yo TV eOAAER TOV.
duidooete T0 PLOAIDI0 6TO EEMTEPIKO KOLTL Y10l VAL TPOSTOTELETAUL ATTO TO PG,

[N 115 oVVONKeEG SLoTPNONG HETA TNV OVOGVOTACT] TOL POPLOKEVTIKOV TPOiOVTOS, PAETE Tapdypapo 6.3.

6.5 DVYo1N KO GUGTATIKG TOV TEPLEKTT

Arowyég yvaiwvo elaAidto Tomov [ twv 5 ml, pe ykpilo mopa etloympnong and yAopofovtdAtlo Kol Tpacivo
OTTOCTIMUEVO ETTOUO ad alovpivio, Tov weptéyel 1 mg Poprelopipnng.

To @laAidio eivar oe GuppikvodUEVO TTEPITOALY LD (Y®pPiG dioko) 1 TomobeTuévo og €va dicko e Eval
kdAvppo. H kéOe cvokevacia mepiéyet 1 guolidio piag ypHoewc.

6.6 Iowitepeg TPOPVAGEELS UOPPLYNGS KL AALOG YELPLGIOS

Cevikég mpouAdéelg

H Boptelopiuan givat évog kuttapotoéikds mopayovTas. SUVETMS, OMULTEITAL TPOCOYN KOTA TO XEPIGUO Kol
™V TpoeTolacio tg foptelopiumng. ZovieTtdTol 1) 1pHoN YUVTIOV Kol TPOGTATEVTIKOD POVYICUOD
TPOKELEVOL VO, amoPevy el 1) emapn e TO SEPUAL.

H donmtn teyvikn mpénel va akolovbeitatl ovotnpdg kad’ 0AN T d14pKELD, TOV XEPIGUOD TNG
Boptelopipmng Kabmg To PAPUOKO dEV TEPLEYEL GUVTIPNTIKO.

"Exovv vap&el Bovatneopes Tepntdoelc EcQaApuévng evdoppaytaiog xopriynong e Poptelopipmng. To
Bortezomib Fresenius Kabi 1 mg xévic yia evéoipo didivpa mpoopiletal Hovo yio evoopAEPLa ¥pron, EVG TO
Bortezomib Fresenius Kabi 2,5 mg ko1 3,5 mg k6vig yua evésiuo didAvua tpoopileton yio evoopAéfia 1
vroddpa yprion. H Poprtelopipnn dev mpémet va yopnyeiton evoopparyiaio.

Odnyiec ywo v avacvotaon
H avacvotaon g foptelopipmng mpénetl va, yivetar amd enayyeipatio vysiog.
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Kabe @roridio tov 5ml tov Bortezomib Fresenius Kabi 1 mg kovig yia evéoipo didlvpa npénet vo.
avacvotabel mpocexticd pe 1 ml evéoipov doddpatog yAwplodyov vatpiov 9 mg/ml (0,9%), pe ™ ypnon
piog ovpryyog KatdAiniov pey€Bovg, xwpig TNV aQaipeST) TOL TOUATOG EIGYDOPNONG TOL Plaidiov. H
dtoAvtomoinon e AvOPIANG KOVEMG OAOKANPMVETOL GE ALYOTEPO amO 2 AEMTA.

Metd v avacbvotaon, kabe ml dtodvpatog mepiéyet 1 mg Poprelopipnng. To avacvotabév didlvpa Tov
TPOKVTTEL Elvar StowyEg Kot dypmpo, pe tedkd pH petald 4 éog 7. To avacvotabéy didAvpo tpémet vo

EAEYYETOL OTTIKAG Y10, TNV VTOPEN COUATIOI®MY KoL Y10, 0moypOUATIoUO, TPoToD Yopnynoel. Av mapatnpndel
ATOYPOUATIGUOG 1) VTLapEN cOPOTIOI®V, TO avacvotadéy v TpEneL va. amoppupbet.

Andppuym

H Boptelopipnn mpoopiletar yia epdmas yprion povo.

Kd&Be aypnoiponointo poppokevtikd mpoidv 1 VIOAENN TPETEL VO OTOPPINTETAL GOUPDVO, LLE TIG KATA
TOMOVC 10 VOVGEG OYETIKEG SLUTAEELS.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX

Fresenius Kabi Deutschland GmbH

Else-Kroner-Stralie 1,

61352 Bad Homburg v.d.Hohe

Germany

8. APIOMOZX AAEIAY KYKAO®OPIAZ

EU/1/19/1397/002

9. HMEPOMHNIA IMPQTHXE EI'KPIXHY / ANANEQYXHY THX AAEIAX

Hpepopnvia mpdtng £ykpiong: 14 Noepppiov 2019

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentouepeic TANPOoPOpieS Yo TO TOPOV QUPOKEVTIKO TPOIOV gival d100EG1UES GTOV SIKTLOKO TOTO TOL
Evpomnaikod Opyoavicuod @apudakov: hitp://www.ema.europa.eu.
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IHAPAPTHMA 1

HNEPIAHYH TON XAPAKTHPIZTIKQN TOY ITPOIONTOX
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1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Bortezomib Fresenius Kabi 2,5 mg kévic yia evéoipo didhvpa
Bortezomib Fresenius Kabi 3,5 mg k6vig yio evéoipo dtdAvpa

2. IIOIOTIKH KAI IOXOTIKH XYNOEXH

Bortezomib Fresenius Kabi 2,5 mg kévic yio evéoipo didivua
KdBe prodkido mepiéyet 2,5 mg Poprelopipmng (oG Bopovikd e5TEPQ LOVVITOANG).

Bortezomib Fresenius Kabi 3,5 mg kévic yio evéoipo didhvua
KdaBe praridwo mepiéyet 3,5 mg Poptelopipnng (o Popovikd ecTéPa LOVVITOANG).

Metd v avacvotaon, 1 ml tov S1oAdHaTog Yo VTodopla Eveon TtepiéExel 2,5 mg Poptelopipang.
Metd v avacvotaon, 1 ml tov dtoddpatog yio evooeAéPia éveon mepiéyet 1 mg Poptefouipmng.

[Ma tov TAnpn kaTdroyo TV ekddywv, PAEre Tapdypago 6.1.

3. D®APMAKOTEXNIKH MOP®H
Kovig yia evéoyuo didivpa.

A€guKn TPOg VIOAEVKT AVOPIAOTOMUEVT] KOVIG 1] CUUTTOYNS 0LGTL (KEWK).

4. KAINIKEX IIAHPO®OPIEX
4.1 OepoamevTiKEg EvoEiEelg

H Boptelopipnn og povobepameio | cuvoLOGUOC e TEYKLAIOUEVT MToG® KT do&opovPikivn 1
oe€apebalovn evdeikvotan yio ) Bepaneio evihkov aclevov pe eEeEMooOUEVO TOAATAOVY LVEAMULOL V10!
TOVG 0moiovg £xel Tponynbel TovAdyiotov 1 Bepamevtikny aywyr| kot o1 onoiot £xovv dN vroPAnbei 1 dev
elvar katdAAnAot va vrofAn0oVV G€ HETAUOGKEVGT ALLOTOUNTIKAOVY OPYEYOVOV KUTTAPWV.

H Boptelopipnn o€ cuvovacud pe LeAPaAdv kot Tpedvilovn evdgikvotor yio T Bepomneio evilikov
acOevav pe un mpobepomevévo TOAATAOUY LVEAMUO Kot 01 0toiot deV givatl KATAAANAOL Vo, LITOPAN B0V
o€ VYMAN 6001 ynueoBepamEiog e HETOUOGYEVCT) OLLOTOTIKMY 0PYEYOVMY KUTTAPMV.

H Poptelopiunn og cuvdvacuod pe deapedalovn 1 ue de€apedaldvn kot Oaidouidn, evdsikvoton yio Tnv
gl00y®YyKn Oepaneio evijAikov 0cBevav pe un tpofepamevpévo TOAATAODY LOEA®UO TTOL Eival
KatdAAnAotl va vtoPAN0ovv 6g LYNARN d6oN YNUELODEPUTEING LE LETAUOGYEVGT] GLLOTOUNTIKAOV OPYEYOVOV
KUTTAP®V.

H Poptelopipnn og cuvovacuod pe provéiuaunn, KOKAOPOo@auion, do&opovPikivn kot Tpedvilovn
gvoeikvutal yio tn Oepaneio eviAkmv acbevdv e un tpobepamevévo AEUPMUO 00 KOTTOPA TOV LoV,
7oV dgv gival KATAAANAOl v VTOPANOOVY GE LETOUOGYEVLCT] ALOTOUTIKAOV OPYEYOVAOV KUTTAPOV.

4.2 Aocoloyia Kol TpOTOS yopynons
H évapén g Bepamneiag pe foptelopipnn mpénet va yiveton vod v enifreyn evog EUmELPOL YLOTPOD GTN
Bepancio acBevdv pe Kapkivo, wotdso 1 yoprynon g Boptelopipnng propet va yiveton omd

emoyyeApatio vyeiog EUumelpo ot ¥pNon ynueodepanevtikav Tapayoviov. H avacvetaon g
Boptelopipnng npémet va yiveton amd emayyelpatio vyeiag (PAéme mapdypopo 6.6).
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Aocoroyia ywo tn Bepaneia Tov gEgMocdpevov moilamhov pouehouatog (acheveic mov Eyovv Adfet

PO yoLuEVA TOVAG IGTOV pia Beparmeio)

MovoBepameio,

To Bortezomib Fresenius Kabi 2,5 mg ka1 3,5 mg kovig yio evEciuo didivpa yopnysitol pEcw evoopAEPLog
M VodpLog £veong ot cuvicTdpevn 860 twv 1,3 mg/m? emedvelog cmpoatog 300 popéc efdopadiaing
v dtdoTna 6o efdopddwmv Tic nuépeg 1, 4, 8 kau 11 og kdKAo Bepaneiog 21 nuepdv. Avti 1 TEPi0d0C
tov 3 efdouddnv Bempeiton évag khkhog Bepaneiog. Zvviotdron o1 acbeveis va vrofdiiovtat oe 2

KOKA oG aywyng pe Poptefopiumn petd v emPePaionon g TAnpovg avtamokpions. EmmAéov, otoug
0o0eveic TOV AVTATOKPIVOVTOL TNV ay®mYN XWOPIG OUMS VO ETLTVYYAVETAL 1) TAT|PNG VPEST], GUVIGTATOL 1)
My Bepaneiog yia cuvolkd didotnuo 8 KokAwv Bepaneiog pe Poprelopipm.

[Ipénetr va pesorafodiv TovAdyiotov 72 dpeg peta&h Tomv dadoyikmdv ddcemv g Poptelopipmng.

Tpooapuoyés e doans kata. ) didpkela s Bepameiog kot emavévopln e Gepameiog yia povobepameio

H Bepancia pe Poptelopipmn mpémet vo S10KOTTETOL KATA TV ELPAVIOT| IN-OLOTOAOYIKNG TOEIKOTNTOG 3%
Babpod N apatoroyikng to&ukotntog 4°° fabuov, eEatpovuévng tng veupomadeiag Onwme TEPTYPAPETOL
napakato (BAEne emiong mopdypao 4.4). Otav to cvuntdpaTo ToEIKOTNTOS VoY ®PTHIcoVY, 1| Bepaneia pe
BopteCopipmn propet va Egkiviioet ek vEOL pe petopévn kotd 25% d6on (1,3 mg/m? peidvetar o€

1,0 mg/m?, 1,0 mg/m? pewwveton oe 0,7 mg/m?). Av 1 1oE1KOTNTO SEV VITOYWOPYGEL | ELOAVEUPOVICTEL KOTE
TN YOPNYNOoN TNG 7O YapnAng 66omg, mpémet vo ektun el n mbavotnta dtokomng g foptelopipnng,
eKToG €dv To OPeAOG TG Bepameiog vTepTePEl GAPDS TOL KIVOHVOD.

NevporaOntikog movog kor/f TEPLPEPIKN VEVPOTADELD,

O1 ac0eveic mTov Tapovctdlovy veupomadntikd TOVO KOUT TEPLPEPLIKT VEVPOTADELD TOV GYETICOVTOL [IE TN
Boptelopipnn wpémel va avTLeTOTILOVToL COLPOVA LE TIC 001YiEC TOV TapoLoldlel o Tivakag 1 (PAéne
napdypoeo 4.4). Ot aoBeveic pe mpovmapyovsa coPapn vevpomddela prmopovv vo Adfovv Boptefopipm
LOVO KOTOTV TPOGEKTIKNG EKTIUNONG TNG GYE0NG KvODVOU/0PELOVG.

Hivaxag 1: 2oVIOTOUEVES ™ TPOTOTOINOEIS D000L0YIAS Y10 VEDPOTAOELQ TOV CYeTI(ETON LUE TH
poprelouiuny.
XopapoétnTo vevpondderog Tponomoinen docoroyiag

1 BaBpod (ywpig cvurtoparta, andieio ev  |Kapio
Tt PAdel TEVOVTIOV OVTOVOKAUCTIKOV 1|
mapoicOnoia) xwpig mOVo 1N yopic armieia
Aettovpyiog

1°° BaBpov pe wovo 1 2°° aduod (uéTpia Meiwon g Poptelopipmng oe 1,0 mg/m?

GUUTTMOWOTO, TEPLOPIGUOC AELTOVPYIKDV 1

KkaOnpepvav dpactnplomtov (ADL)**) Aoy Tov BepamenTikoy TpoypaupaTog e Boptelopipmn
oe 1,3 mg/m? pio popd v efdoudda

2°° Babuov pe movo N 3°° Babpod (coPapd Atokom ¢ oyoyng pe Poptelopipmn péypt vo
GUUTTMOUOTO, TEPLOPIGLOC TV KAONUEPIVDY  LITOY®PNIcOVY T, cvumtdpaTe, ToéikodtnTag. Otav n

OPACTNPLOTTMV OTOUIKNG PPOVTIONG To&IKOTNTA VITOYWPNGEL, ETavEVapEN g Oepamneiog pe

(ADL)***) BopteCopipmn kon peimon mg d6onc o 0,7 mg/m? kot
opNynon pia eopd v efdoudda.

4°° BaBpov (amentikég yio m Con Arokomn g Poptelopipmng

GUVETELEC, GLVIOTATOL EMEIYOVGA TTOPEUPAOT)
KoM cofapn avtdvoun vevporadeia

* Mg Baon Tig Tpomomomaelg e docoroyiag og peréteg @aong I kou I yio o TOAAATAOVY PHOEA®ULO KoL
NV gumepio PeTd omd TV Kukhoeopio Tov eappdkov. Babuoloyia pe Baon v éxdoon 4.0 tov Kowvaov
Kpumpiov To&ikdtrag tov NCI (NCI Common Toxicity Criteria CTCAE).

** Aertovpyikég dOpaoTnplotnTeg Kadnuepivig epovtidog (ADL): avagépovtal oty T010Gi0 YEVUATOV,
TNV 0yopd TPOQIL®Y 1 povY®V, TN XPNON TOL TNAEPOVOD, TN SLUYEIPLOT) YPTUATOV KAT.

*** Kabnuepvég dpaotnplotnreg atoptkng povtidog (ADL): avagpépovtatl 6To TAVG1LO0, TO VTUGILO Kot
TO YOOGIHO, TNV TPOCANYT TPOPTG, TN YPNON TNG TOVOAETAS, TI AMYT QUPLOKEVTIKMV TPOTOVTOV, Ko Oyl
KAvnpeic.
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Ocpomeio ovVOLATUOD UE TEYKDAIWUEVH AmOoTmUIoKT doCopovfikivy

To Bortezomib Fresenius Kabi 2,5 mg kot 3,5 mg xdvig yia evéoipo didivpo xopnyeitan péow evoopréfiog
M VodpLug Eveong ot cuvicTOpevn d6on tav 1,3 mg/m? emedvelog cmduatog 300 popéc v efdoudda
v dVo gPfdopddec Tig nuépes 1, 4, 8 kat 11 oe kvxho Ogpamneiag 21 nuepdv. Avt 1 mepiodog v 3
efdoudowv Bempeiton kKOKAog Oepaneiag. [Ipénet va pecorafodv TovAdyiotov 72 dpec petald Tmv
dradoykav docemv g Poptelopipmng.

H meyxolopévn Mmocouaky doEopovfikivn yopnyeitar o 30 mg/m? thv nuépa 4 tov koKAov Oepaneiog
ue Bortezomib Fresenius Kabi ¢ evoopAéfia éyyvon 1 dpag petd v Eveon pe Poptefopipm.

Mmnopovv va xopnynfodv émg 8 khkiot Bepaneing cuvdvacpov 6co o1 acheveig dev £xouv eppavioet
e&EMEN ¢ vooou kot avéyovtat T Bepaneia. Ot acbeveic mov emituyydvovy TANPY OVTOTOKPIGT LITOPOVY
va. cuveyicovv T Bepameia Yo TOLAGYIGTOV 000 KOKAOLG HETA amd TNV TPMTN amdOEEN TANPOVG
OVTOTOKPIGNG TOVG, OKOLUA Kot €6V KATL TETO0 amattel aymyn| Yo mePLocdTEPOVS Ao 8 KOKAOVG. Ot
acBeveic v onolwv Ta enineda g Tapanp@TEiving cuveyiLovy Vo LEIDOVOVTOL HETA amd 8 KUKAOLG
umopovv emiong va mapoteivovy T Oepameio Yoo 660 doTnue aVTH Yiveton avektn Kot e&akolovfovv va
OVTOTOKPivOVTaL.

INo npodcbeteg mAnpopopieg oYeTIKd [ TN TEYKLAIOUEVT AMToc®MaKY] doEopovPikivr, PAETE TN oYeTIKY|
[epiinym tov Xapoktnpiotikdv Tov [Ipoidvroc,.

Ocepomeio ovvovaouod ue deoucbalovy

To Bortezomib Fresenius Kabi 2,5 mg kot 3,5 mg xdvig yia evéoipo didhvpa xopnyeitan péow evoopréfiog
M VodpLog £veong ot GuvicTOpEVN d6om Tav 1,3 My/m? empdvelog cmduatog 300 popéc v efdoudda
v dVo gfdopddec Tig nuépes 1, 4, 8 kar 11 oe kvxho Ogpamneiag 21 nuepdv. Avti 1 mepiodog twv 3
gfdoudowmv Bempeiton kKOKAog Oepamneiag. [Ipénet va pecorafodv TovAdyiotov 72 dpec petald Tmv
dradoykmv docemv g Poptelopipmng.

H deEapebalovn yopnyeitarl and otépatog oe 20 mg tig nuépeg 1, 2,4, 5, 8,9, 11 kan 12 tov kbhxkiov
Oepaneiog pe foptelopipmn.

O1 aoBeveic mov emruyydvovy aviandkpion 1 otobeponoinon e acbévelds Toug petd amd 4 KOKAoLG
Bepaneiog GLVOLACUOV UTOPOVV VO GLVEXICOVY VA AAUPAvVoLV ToV 1810 cLUVOVAGUO TO TOAD Yo 4
EMIPOGHETOVE KOKAOVG.

INo npocbeteg minpopopie oyetikd pe tn de&opebalovn, Préne t oxetikn Hepiinyn tov
Xapaxtnpiotikav tov [Ipoidvroc.

Tpooapuoyés e doang yio ) Bepomeia ovvovaouoD yio. acOevels pe eCeAlaoouEVO TOALamAoDY HvéEdwpuo.
Mo v mpocapuoyn g d6ong g Poptelopipnng o Oepaneio cuvdvacpov cupPovAevdeite Tig 0dmyieg
TPOTOTOINONG TNG 00GOA0YIOG OTIMG AVTEG TEPLYPAPOVTAL VTTO TNV Hovobepameio Tapamive.

Aocoroyia yia acBeveig pe un mpoBepamevévo nodhamAovv puélmpa Tov dev eivor kaTdAiniot yio
LETAUOGYEVCT OLUOTOMTIKGV OpYEYOVMV KLTTEP®V

Ocpameio. cvVOLOOTUOD LE PUEAPALAVY Kai TPEOVILOVN

To Bortezomib Fresenius Kabi 2,5 mg ko 3,5 mg xdvig yia evéoipo diailvpa yopnyeitan péow evéopréfiog
1N VOdOPLOG EVEST|G GE GLUVOVAGHO LE OO GTOUOTOC LEAQOUAGVT Kol atd 6TOUATOG TPedVILOVN OT®C
napovctdleTor otov mivaka 2. Qg Bepanevtikdg KHKAOG vogitol pia Tepiodog 6 efSopddwmy. ZTovg KUKAOLS
1-4, n Boptelopiumn yopnysitan dVo @opéc v efdondada tig nuépec 1,4, 8, 11, 22, 25, 29 kor 32. Ttovg
KoK ovg 5-9, 1 Poptelopipmn yopnyeital pio popd tnv efdopdda tic nuépeg 1, 8, 22 kar 29. Ipénel va
pecorafodv TovAdylotov 72 dpeg petasd Tmv dadoyikmdv docemv g foptelopinmng.

H peAporavn kot n pedvilovn mpémel Kot ot 00 va, xopnyodvTol amd 6TtoHotog T nuépes 1, 2, 3 ko 4 g
Tp®TNG ERdouddag Tov kibe kvkAov Oepanciog pe foptelopiumm.

Xopnyovvton evvéa Bepamevtikoi KOKAOL avTNG TG Bepaneiog cuvdLAGHOD.

Iivakag 2: 2oviotauevi docoloyia yia ) foprelouiunn oc coVOLAOUO UE HEAPALGVY Kol Tpedvi{ovh

Avo popéc v Edonada Boprelopipmn (kdxhor 1-4)

EBdopdda 1 2 3 4 5 6

B Huép| -- -- |Huép|Hpép|Huép| mepiodog |[Huép|Huép|Huépa|Huépa| mepiodog
(1,3 mg/m?)| « a a o | avémavong | o a 29 32 | avamovong
1 4 8 11 22 | 25
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Avo @opéc Tnv Efoonada Boptelopipmn (kvkiot

1-4)

M Huép|Huép|Huép|Huép| -- - -- - nepiodog
O mg/m?) | « a a a AVATOGoN G
P 1 2 3 4
(60 mg/m?)
Mia gopd v Edopadae poprelopipmn (kdxior 5-9)
Epdopdoda 1 2 3 4 5 6
B Huép| -- -- -- Huépa mepiodog Hpépa Hpépa mepiodog
(1,3 mg/m?)| o 8 AVATOVGNG 22 29 AVATOVGoNG
1
M (9 |Huép|Huép|Huép|Huép -- mepiodog -- -- mepiodog
mg/m?) o a a a AVATOVGNG AVATOVoNG
P (60 1 2 3 4
mg/m?)

B=Boptelopipunrn, M=perporivn, P=mpedvilévn

Ipooapuoyés e doans katd. ) diapkela s Bepameiog koi exovévopen e aywyng yia Oepareio

oVVOVAOLOD e HEAPOAGVT Kol TpeOVILOVN
[pw v évapén evog véou khKAov Bepameiag:

(ANC) mpémet vo gtvon > 1,0 x 1091

O apBpdg tov oponetoMov mpénet va givar > 70 X 10%1 kot 0 andivtog aptdpdg ovdetepopiimv

Ot un opaToA0YIKEG TOEIKOTNTEG TPETEL VO, £Y0VV LITOY®PNoEL og 1°° Babuov 1 610 apyIKo eninedo

Hivaxag 3:  Tpomomoinoeis s 0060A0YIaS KOTA TH OLGPKELD, TV EXOUEVWY KUKAWY THS Bepamsiog ue
Poprelouiunn o ovvovaouod ue ueApaldvny kar tpeovilovy

ToSikétTa

Tpomomoinoen docoroyiog 1| kaBvotépnon

Arpatoroyixy tolikotnTo KoTa ) JLGpKEIN TOD
KbIAOD

»  Edv mapompndei otov mponyovuevo kbxro
mapoTETAUEVT] ovdeTEpOoTTEVia 4°° Babuov 1
Opouponevia | OpouPomevia pe apoppayia

E&etdote To evdeyouevo peimong g 60omg e
Lehpaidvng kotd25% oTov endpEVO KOKAO

»  Edv xatd v nuépa yoprynong Poptelopipmng
(AN amd v nuépa 1) o ap1Buog tov
opometoMov ivar < 30 x 10914 ANC

< 0,75 x 10%1

H Oeponcio pe Boprelopipnn mpénet va, avooTolel

£xovv dlakomel (> 3 dOGEIC KaTd TN SLAPKELN TNG
opnynomng 000 Popéc v eBdoudda 1> 2 d0cELg
katd T d1dpKeLa NG fdopadiaiog yopnynong)

Edv moAAég dooeig Poptelopipmng oe £va kOKAO

H d60m g Poptelopipnne npémet va petwmbel
katd 1 eninedo doong (and 1,3 mg/m? oe
1 mg/m?, 1 amd 1 mg/m? oe 0,7 mg/m?)

Babuod > 3 un ayoaroloyixés tolikotnres

H Oeponcio ue Poprelopipnn npénet va, dtakomel
LEXPL VO DTTOYWPT|COVY TOL GLUTTAOLATO TNG
to&otntag og Babpod 1 1 oto apyucod eninedo.
> ocvvéyeto, n Oepaneio ue Poprelopipmm
umopel va EEKIVIOEL e LEIOT) EVOG EMTESOV
doonc (amd 1,3 mg/m? ce 1 mg/m?, ) and 1 mg/m?
oe 0,7 mg/m?). o vevpomadntikd Tévo ko
mePLOEPIKN vevpomddelo mov oyetileTan pe
Boptelopipmn, S10kOWTE KO/ TPOTOTOOTE TN
Boptelopipmn 6mwg meptypdpetal otov mivaka 1.

Mo nepartépm TANpoPopieg oyeTKd e TN HEAPAAGVT] Kot TNV TPedVILOVT, PAETE TV avtiotoyn [lepiinyn
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Xapaxtnpiotikdv tov [Ipoidvroc.

Aocoloyia yio aoBeveic pe un tpobepoanevpévo moAAmA0DY HuEA®UO oV givol KOTAAANAOL Y1
LETAUOGYEVCT OLLOTOMTIKAV 0pYEYOVMV KLTThpmV (sloaywytkn Bepaneia)

Ocpomeio ovvovaouod ue deoucbalovy

To Bortezomib Fresenius Kabi 2,5 mg kot 3,5 mg xdvig yia evéoipo didivpo xopnyeitan péow evoopréfiog
M VodpLug £veong ot cuvicTdpevn 860 twv 1,3 Mg/m? emedvelog cmpoatog 300 popéc efdopadiaing
v dtdotnpa 6vo eBdopddwv Tic nuépes 1, 4, 8 kot 11 og kdKho Bepaneiog 21 nuepdv. Avti 1 TePiodog
v 3 efdouddnv Bempeitor Evag kOkAog Bepaneiag. [Ipémel va pesorafodv TovAdyiotov 72 dpeg peta&d
TOV d0YIKOV 006ceV TG Boptefopipmng.

H deEapebalovn yopnyeitar and Tov otdpaTog 6T 860 TV 40 mg Tic nuépeg 1, 2, 3,4, 8,9, 10 ko 11
ToV KOKAOL Bepaneiog pe Poptelopinmm.

Xopnyovvrot téocepig Bepamevtikol kKOKAOL aVTNG TNG Bepameiog cuvdvLaGHLOD.

Ocpomeio ovvovaouod ue deouslalovn kar Batidouion

To Bortezomib Fresenius Kabi 2,5 mg ka1 3,5 mg kovi¢ yio evEciuo dtdlvpa yopnyeitol HEcw evoopAEPLoG
M VodpLag £veong ot GuvicTdpevn 860 twv 1,3 Mg/m? emedvelog cduotog 300 popéc efdopadiaing
v dtdoTnua 600 fdouddwmv Tic nuépeg 1, 4, 8 kau 11 oe kdKAo Bepaneiog 28 nuepdv. Avti 1 TEPI0d0C
v 4 gfdouddwv Bempeiton Evag kOkhog Bepaneiag. [Ipémel va pesorafodv TovAdyiotov 72 dpeg pLeTa&d
TOV JAd0YIKOV 065eV TG Boptefopipmng.

H deEapebalovn yopnyeitarl and Tov 6TéUATOg ot 860 TV 40 mg Tic nuépeg 1,2, 3,4, 8,9, 10 ka1 11
ToV KOKAOL Bepamneiog pe Poptelopipm.

H 6aldopidn yopnyeitar omd tov otdépatog otn door tv 50 mg nuepnoiong Tig nuépes 1-14. Edav etvan
avektn, 1 06on avédvetar ota 100 mg Tig uépeg 15-28 kot ot cvvéyela pmopel vo avénbel mepattépm
ota 200 mg nuepnoing omd tov kokho 2 (BAéne mivaxa 4).

Xopnyovvtot téoceptg Bepamevtikol kKOKAOL avToh ToL GLVOVAcLOV. Ot acBevels Le TOVAGYIGTOV LEPIKN
OVTOTOKPIOT GVVIGTATOL Vo AapPdvovy 2 emmpdcodeTovg KhKAov.

Hivaxag 4: Aoadoloyio yio. Ogpareio. aovovoouod ue foprelouiunn yia acOeveic ue un tpolepomevuévo
TOAAaTAODY HvéAmuo. TV EIval KaTAAAAOL Y10, UETOUOTYEVOY QUUOTIOTIKMDY GPYEYOVOV KVTIGPMY

B+ Dx Kvkhot 1 £og 4
Epoopada 1 2 3
B (1,3 mg/m?) Huépa 1, 4 Huépa 8, 11 [Mepiodog avamavong
Dx 40 mg Huépa 1,2, 3,4 Hpépa 8, 9, 10, 11 -
B+Dx+T Kvxhog 1
Epoopada 1 2 3 4
B (1,3 mg/m?) Huépa 1, 4 Huépa 8, 11 IMepiodoc [Tepiodog
OVATOLONG ovAToVoNg
T 50 mg Hupepnoiong Huepnoiong - -
T 100 mga - - Huepnoiong Hupepnoiong
Dx 40 mg Huépa 1,2,3,4 Hpépa 8,9, 10, 11} -
Koot 2 £ 4p
B (1,3 mg/m?) Huépa 1, 4 Huépo 8, 11 [Mepiodog [Tepiodog
OVATOLONG ovAToVoNg
T 200 mga Hupepnoiong Huepnoiong Huepnoiong Hpepnoiong
Dx 40 mg Hpépa 1,2,3,4 Hpépa 8,9, 10, 11} -

B=Boptelopipnn, Dx = AeEapebalovn, T = Oaridouion

2 H 860om ¢ Baidopione avéaveral ota 100 mg and v gfdopdda 3 tov kvxlov 1 puoévo eav ta S0 mg

elvan avektd kot oto 200 mg amd Tov KoKAo 2 Ko peténeira v ta 100 mg givorn avektd.

b Méypt 6 khichot pmopovv vo 50000V 6Tovg aeheVEic TOL TETLYOY TOVAGYIGTOV HEPIKY OVTOTOKPIGT HETE

ToVG 4 KOKAOLG,.
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Tlpocopuoyes tns docoloyiog yia aobeveic mov givai KaTaAANAOL VLo, HETOUOTYEDTELS

[Ma mpocappoyn g d6ong g Poptelopipnng, Ba mpémel va axkorlovBovvtar ot 0dnyieg Tpomomoinong g
d00MG OV TEPLYPAPOVTAL Y10, TN povobepameio.

Emumpdcbeta, otav n oprelopipmn yopnysitoan oe cuvovacud pe dAho ynUetofepAmELTIKA POPUAKEVTIKA
TPoidvTa, TPEMEL VL EEETAGTOVV 01 AMAPAITNTES LELDMGELS TNG 0OGNG OVTAV TMV TPOIOVIMV GE TEPITTMON
To&IKOTNTOG COUPOVA UE TIg ovoTdcelg TG [epiinyng tov Xapoktnpiotikdv tov [1poidvtog.

Aocoloyia yuo acBsveig pe un mpobBepansvpévo Aéppopa amd Kuttapa tov povova (MCL)

Ocpameio. ovvovaouod pe prrovliucuny, kvklopwopouion, doéopovfixivy kar mpeovilovy (BR-CAP)

To Bortezomib Fresenius Kabi 2,5 mg ka1 3,5 mg kovig yio evEciuo didivpa yopnysitol pEcw evoopAEPLog
M Vodoplag £veong ot cuvicTdpevn d6on tav (1,3 Mg/m?) emedveiag chpatog 500 Popég efdopadiaing
v dtdoTnpa 60 Rdopddwmv Tic nuépeg 1, 4, 8 kan 11, akorovBovuevn amod pio mepiodo avamaviag 10
nuep®v tig nuépes 12-21. Avti n mepiodog tov 3 gfdopddmv Bempeitar £vag KOKAoG Bepameiag.
YuvioTodvTol €51 KOKAOL aymyng pe foptelopipnn, av kot yio acBeveic mov eppovifovv Tekunplopévn
OVTOTOKPIOT] Y10 TPATN POPA KOTA TOV KOKAO 6, umopel va yopnynbobv dvo emtmpodchetor kKA
Boptelopipmng. [pémel va pesorafodv TovAdyiotov 72 dpeg PeTa&d TV S10d0 KOV H0CEMV TG

Boptelopipmng.

Ta akdrovBa pappaxevtiKd tpoidvta yopnyodvrat Tnv nuépa 1 kdbe khxiov Bepaneing 3 efdopddwv pe
Boptelopiumn wg evioAéPieg eyydoeig: prrovEuaunn o d6om 375 mg/m?, kukhopmoeapidn ce ddon
750 mg/m? ko SoEopovPucivn og 8601 50 mg/m?,

H mpedvilévn yopnyeiton amd otdpatog oe d6om 100 mg/m? tig nuépeg 1, 2, 3, 4 kot 5 kae KdKAOL
Oepamneiog pe foptelopipmn.

Tpooapuoyés e doans katd. ) diapkela s Bepameiog yia aoBeveis pe un mpobepamevuévo Léupmuo amo

KOTTOPO TOV pPAVIDaL

[pw v évapén evog véov kiKAov Bepameiag:

o O apBuog tov aponetaAiov tpénetl vo eivar > 100.000 kdtrapo/ul kot o amdAvtog aptiude
ovdetepogirmv (ANC) mpénet va givarl > 1.500 kottapa/pL

e O apBpog tov aponetoMmv tpénet va etvon > 75.000 kottopo/pL og acBevelg pe dmbnom tov pueiov
TOV 0GTOV 1 GTANVIKO EYKAOPIGHO

e Awocopivn > 8 g/dL

e Ot un opororoykés toEudtnTeg Tpémet va £xovv voywpnoet oe 1°° Babuov 1 oto apywd eminedo.

H Bepancio pe Boptefopipnn mpénet vo, S10KOTTETOL KATA TNV ELPAVIOT OTONGONTOTE OYETILOUEVNC LE TN
Boptelopipmn pun-oupotoroyikng to&ikottog faduov > 3 (e€atpovuévng tng vevpomddeiag) 1
alpatoAoykng To&ukdtnrag Baduod > 3 (PAéne emiong mapdypaeo 4.4). T Tpocapuoyéc g 66omng, PAéne
mivoKo 5 TopaKaTo.

[Mopdyovteg d1€yEPONC OMOIKIMY KOKKIOKVTTAP®Y UTOPOLV Ve, xop1ynoodv yio atatoAoyik| To&kotnta
oOLEMOVO, e TNV TOTKN cuvNON Ttpaxtiky. [Ipénetl va eetdletan | TPOPLANKTIKT ¥PNOT TOPAYOVI®V
OEYEPOTG OMOIKIDY KOKKIOKVTTAPMV GE TEPIMTMON EMAVAAAUPOVOUEVOV KOBVOTEPT|CEMVY GTI YOpTYNoN
Tov kKOKAoL. H petdyyion aponetaiiov yia ) Oepaneio e Opopuponeviag npénel va e€etdleton dtav
eVOEIKVLTAL KAIVIKGL.

ITivakag 5: Lpooapuoyéc tne 00ons katd ) dapkeia ¢ Gepameiog yra ao0eveic ue un
TPoBepamEVUEVO AEUPMNO, OTO KDTTOPO TOD UOVIDO.

ToEikétnTa |Tp0n07toi1|m| docoloyiag 1] ka@voTépnon

Aiuatoloyikn olixotnro.
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TolikétnTa Tpomomoinon docoroyiag | kKaBvotépnon

- OpouPonevia faduov > 3 pe H Oepaneio pe Poprelopipmn mpémet vo S1UKOTTETAL Y1, £MG 2
TupeTo, ovdeteponevia 4°° Pabuod  [gfdopadec Emg 6Tov 0 acbevig £xet ANC > 750 kottapo/pL kot
SLAPKELNG AVD TOV 7 NUEPDOV, apt@uo aponetaAiov > 25.000 kottapo/pul.
apOpog aponetaiioy Edwv, petd m dwaxomn g Bepomeiog pe Poptelopipmn, n
< 10.000 kottapa/pL TOEIKOTNTA OEV VTTOYMPNCEL, OTOG opileTan Tapandvem, ToTE

1 Poptelopipmn mpénet vo Slokomel.
- Edv n to&ucotto vroympnoet, onA. o acbevig éxet ANC
> 750 kotTopo/pl kot apiBpd aponetoarmy
> 25.000 kotrapo/puLl, n Boptelopipnn propei va Egkvioet
pe pio 060m pelpévn katd £va eminedo 60omg (amd
1,3 mg/m? 6e 1 mg/m? 1 and 1 mg/m? e 0,7 mg/m?,

- Edv xatd v nuépa xoprynong H Oepaneio pe Poptelopipmn mpénet vo, S10KOTTETOL
Boptelopipmn (GAAn amo v Huépa
1 kéBe KOKAOL) 0 aAPOUOG TV
aponeTaAiov givor
< 25.000 kotrape/ul 1 o ANC sivon
< 750 kbdtrapo/ul

BaOuod > 3 un aauaroloyixég tolixotnregH Oepaneio pe Boptelopipnn ntpénet va draxdmTeTon pHéXpt vo
ov Oewpeitar 0T oyetiCoviar pe VTOY®PHOOVV TU CUUTTONOTA TNG TOEIKOTNTAG 6€ Babpod 2 1
PopteCouimn NounAoTEpa. 11 cuvéyela, 1 Poptelopipmnn propet va Eekivioel
e pio S6om petmpévn katd éva eninedo d6ong (amd 1,3 mg/m?
ce 1 mg/m?, ) and 1 mg/m? ce 0,7 mg/m?). o, vevpomadnticd
mOVOo KON TEPLPEPIKT vevpomdBela mov oyetileTal pe
Boptelopipnn, dtoukdyte KON Tpomomotnate T Poptelopipm
O™ TEPLypapeTol oToV Tivako 1.

Emumpdobeta, dtav n foptelopinmn yopnysitan oe cuvovacud pe dAho ynUELOOEPATEVTIKA (OPLUKEVTIKA
TPOTOoVTA, TPEMEL VO EEETAGTOVV 01 OMAPUITNTES PELDOELS TNG 0OONG OLTAV TV PUPUAKEVTIKAOV TPOIOVIMV
o€ MEPIMTOOT ToEIKOTNTOG, COUP®VA LE TIG GLOTAGELS TNG avtioToyyng [lepiAnyng tov XapoKTnpioTikdv
tov IIpoidvroc.

Fudwkoi minbuvopuoi

Himawuévor

Agv vdpyovv GToLyElN TOV VO VITOJEIKVOOLV OTL Ol TPOGOPLOYES TNG 000N Elval amapaitnteg o aobeveig
NAMKioG Gvo TV 65 eTdv ue TOAATAOOV LOEL®UO 1) AELPOUO 0T0 KOTTOPA TOV LOVODA.

Agv vrdpyovv pedéteg yia ) ypnon g Poptelopinnng oe nhikiopévoug acbeveig pe pn tpobepanevpévo
TOALOTAOVV HOEAMUA, O 010101 Elvat KatdAAN ot va vitoPfAnBobv oe ynuetobepameio vynANg dooNg Ue
UETAUOCYEVCT| OULUOTOMTIKMV OPYEYOVOV KUTTAP®V. ZUVETMDC, O YIVOVTaL 00GOAOYIKEG GUGTAGELS GTOV
TAnBvuopud avto.

Y pio peAétn oe aoBeveic pe un Tpobepamevpévo AEPPOUA Ao KOTTOPO TOL pavova, 42,9% kot 10,4%
TV acbevov mov giyav extebel o Boptelopiumm Nrov o NAKIaKd e0pog 65-74 £t kail > 75 1,
avtiototya. Xe acbeveic nlciag > 75 €, kot ta 600 oyuata, BR-CAP énwg eniong koaw R-CHOP, ftav
Mydtepo avektd (PAéne mapdypapo 4.8).

Hrotixn dvalerrovpyio

Ot acBeveig pe o NroTikn Suciertovpyia dev xpelalovTal TPOSAPUOYT TNG dOONG Kol TPETEL VAL
AapPavouvv Bepameia pe T cvvictdpevn door). Ot acbeveic e pétpia 1 coPapn Nratiky SucAeitovpyio
npéner va Eexivody T Poptelopiunn pe peiopévn 86on tov 0,7 mg/m? avé veon katd T S16pKELD. TOV
TPAOTOL KUKAOL Ogpoameiog kot 1 ocdAovOn avénon e §6ong oe 1 mg/m? | n mepartépw peimon g d6ong
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ot 0,5 mg/m? unopei va eEetactel pe Béon T avektikdTnTo Tov 0cdevoig (PAéne mivaka 6 kot
Tapaypaeovg 4.4 ko 5.2).

Iivaxac 6: 2ovietuevy tpomoroinon d0ons Evaping yia t Poptelouiuny oc acOeveic pe nroTiky
ovaiertovpyio.

BaOpoc nroatwkrig |[Eninmeda Erineoa Tpomomoinen g 060nG Evapéng
dvchsrtovpyiac* olepuOpivng [SGOT (AST)
Hmo <1,0xULN > ULN Kopia
>10x- Onowodnmote  [Kapia
1,5x ULN
Métpra >15x- Onoodnmote Meimon g Boprelopipmng og 0,7 mg/m? ctov
3 x ULN mpmTo KVKAO Oepameiag. No eetaotel ) awvénon g
ToBapn >3XULN  |Onowdnmote [000Ms o€ 1,0 mg/m? § mepantépo peimon g d6omg
ce 0,5 mg/m? ce axdAovOovg KOKAOVC e Bdon T
OVEKTIKOTNTA TOV 0ieOgvonc.

Yvvtpnoelg: SGOT=ylovtopikn o&aro&ikn Tpaveapvaor opod, AST=apvotpaveeepdon actoptdung,
ULN=péy1o7t0 6p10 Y10, TO PUGIOA0YIKO EVPOC.

*Me Baomn v katdtoén yio TNy nratikn duvcAettovpyio (Mmia, uétpa, coPapn) tov NCI Organ
Dysfunction Working Group.

Negpixn dvoiertovpyio,

H poppoakokivntikn g Boptelopipnng dev ennpedletal og acheveis e o Eog PETPLO VEPPIKN
dvoherrovpyia (Kaboapon kpeatvivng [CrCL] > 20 ml/min/1,73 m?). T'io. to Adyo avtd dev omartovvTat
TPOCAPUOYEC OTN dOGN GE BLTOVG TOLG 0oOEVELS. AgV ival YVOGTO €0V 1 QOPUOKOKIVIITIKN TNG
Boptelopipumnng ennpedletal og acbeveic pe coPapn veppikn duvciertovpyio mov dev vwofdrlovTal g
dwion (CrCL < 20 ml/min/1,73 m?). Acdopévov 611 M S10AeT pumopel vo HEIDGEL TIC GVYKEVIPDOGELS TNG
Boptelopipnng, n Poptelopipnn wpémet va yopnynoet petd ) dadikocio tng dtdhong (PAére
Topaypao 5.2).

Houdrazpirog ninBoouog

H aocpdlelo ko | amotelespotikodtnto ™G foptefopipnng oe Tadid nikiog kéto tov 18 etdv dev Egovv
texunpwbel (BAéne Tapaypdeovg 5.1 kot 5.2). Ta mopdvia dStabéoiua dedopUEVa, TEPLYPAPOVTIL GTNV
Tapdypo@o 5.1, aAld dev pumopet vo, yivel c0GTOGOT Yo T doGoloYia.

Tpdroc yopynong

To Bortezomib Fresenius Kabi 1 mg kovig yio. evésipo didAvpa 610tifetonl amokAEIoTIKA Yo evOoPAEPLaL
xopnynon.

To Bortezomib Fresenius Kabi 2,5 mg kovig yio evéoyo dtdAvpo 510ti0eTon amokAEloTIKE Y10 eVOOQAEPLO
1N Voddpia yopNyNoN.

To Bortezomib Fresenius Kabi 3,5 mg kovig yio evéoyo dtdAvpo 510ti0eTon amokAEloTIKA Y10 EVOOQAEPLO
1N Voddpia yopNyNoN.

H Boptelopiunn dev Ba mpémet va yopryeitor amd dAieg 0do0c. Evdopayaio xoprynomn £xel 0dnynocel 6to
Bdvaro.

Evdoplréfia éveon

To dudhvpa g foptelopiumng LETA TNV avacvoTaoT yopnyeitat e evoopréfia bolus éveon 3-5
OEVTEPOAETTOV PECH EVOG TTEPLPEPTKOV 1) KEVTPIKOV EVOOPAEPLOV KaDETPpa 0 0010 GTN GUVEKELD YEMILEL
npog ékmivon pe 9 mg/ml (0,9%) evéoiov S10AdHATOG YA®PLovyov voTpiov. Meta&d dvo dadoyikdv
d0cemv TG Poptelopiunng Tpémel va Exel LEGOAUPNGEL SIACTN LA TOVAGYIGTOV 72 MPGOV.
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Yrodopio, éveon

To 6uhvpa g Poptelopiumng HETA TV AVAGUGTOOT] YOPNYEITAL VTOJOPLY HECH TV Unpodv (de&d M
aprotepd) N TG Kotudg (6e€1d 1 aprotepd). To didivpa mpénet va evieTat vroddpla, VIO Yovia 45-90°. Ta
onpeia g éveong TPEMEL Vo EVOALAGGOVTOL Y10l TIG SIOOYIKES EVEGELS.

Eév ovpfodv tomukég avtidpdoelg oto onpeio g £veong Letd tnv vrodopia xoprynon g foptelopipnng,
pmopel gite va yopnynBel vroddpa Eva Arydtepo Tukvo didavpa Boptelopiunng (N Poptelopipnn va
avacvotobei oe 1 mg/ml avti ywo 2,5 mg/ml), gite cuotniveTal aAlayr oe eVOOPAEPLa Eveon).

Orav 1 Popteopipmn xopnyeitor oe cuvOLAGUS e GALL POPUAKEVTIKE TPOTOVTA, AVATPEETE GTNV
[epiinym Tov XopoktnploTik®dv autov tov [Ipoidvtav yio 0dnyiec yopnynong.

4.3 Avtevoeigeag

YrepevoaicOnoio otn dpactiki ovsia, 6to PoOplo 1} o€ KATowo and Ta EKS0Y0 TOV AVUPEPOVTAL GTNV
napdypoeo 6.1.
O&eia dtdyvtn SMONTIKN TVELUOVIKT Kol TEPIKAPILUKT VOGOG.

Orav 1 Popteopipmn yopnyeital o€ cLVOVAGUO e GALD POPLOKEVTIKA TPOIOVTA, avaTPEETE OTIG
[epinyeig Tov Xopaktplotik®v tov [1poidvtog toug yio emimpdcebeteg avievoeitelc.

4.4 E10wkéc mpogidomon)oelg Kot Tpo@urdéeirs katd T ypfion

Orav 1 Popteopipmn xopnyeitol o cuvoLAGUO pe GALL POPUAKEVTIKA TpoidvTa, ot [leptinyelg Tmv
XOpOaKTNPIOTIK®OV OVTAV TV PapuokeLTik®v [Ipoidvtov tpénetl va egtalovion Tpv v évapén g
Oepanciog pe poptelopiumn. Otav ypnoiponoteitol n Ooidouion yperdletal Wiaitepn Tpocoyy GTovg
EAEYYOVG KO TIG AMOLTNOELG Y10, TV TPOANYT Komong (BAEne apdypapo 4.6).

Evdoppoyraia yopnynon

"Exovv vap&et Bovatneopeg TepmTdoElS E0PUANUEVTG vdoppaytaiog xoprynong s Poptelopipmng. To
Bortezomib Fresenius Kabi 1 mg xévig yia evéoipo dtdAvpa tpoopiletar pdvo yio evooeréPia xpnomn, eved
1o Bortezomib Fresenius Kabi 2,5 mg kot 3,5 mg kovig yio evéoipo didlvpa mpoopiletat yio evoo@ALPio 1
vrodopua xpnon. H Boptelopipnn dev mpémet va yopryeiton evooppaytoia.

Taotpevtepkn TocdTNTO

Eivai moAd cuyvi 1 eLOAVIoT] YOOTPEVTEPIKNG TOEIKOTN TS, CUUTEPIAAUPBOVOUEVIC TNG VOUTIOG, TNG
S1ppoLug, TOL EUETOV Kal TNG duokoMoTNTag, L Poptelopiumn. Exovv avapepbel 0yl cuyva nepittoosig
eleov (PAéne mapdypoeo 4.8). Katd cuvéneio, acbeveic mov mapovcidlovy dSueKotMOTNTO TPETEL VL
napakolovfodvtar 6TeEVA.

Awatoloyikr) to&ikdtnra

H Bepaneio pe Boptelopipmn moAd cuyva cuvdcetal pe apatoloyikés Tosikotntes (Opopponevia,
ovdetepomevia kot avorpin). e perétec o€ aobeveig pe vrotpomtalov Tolhamlody puéAmpo Tov Adupovoy
Oepaneio pe Poprelopipmn kot oe acOeveic pe un Tpobepamsvpuévo MCL mov AduPovay Oepaneio e
Boptelopipnr o€ GLVOVAGHO LE PLTOVEUAUTY, KOKAOP®OPOUIdT, do&opovfikivn kot mpedvilovn (BR-
CAP), pio amo TIc GLYVOTEPES ALUATOMOYIKEC TOEIKOTNTES NTOV 1) Tapodikn OpouPorevia. To arporeTdiia
Ntav 610 YounAotepo eminedo v Huépa 11 kdbe xdxhov Oepanciog pe foptelopiumn kor cuvidmg
EMOVEPYOVTAY GTO OPYIKO EMITEDO KATA TOV EXOUEVO KVUKAO. Agv vanpée Kavéva oToryeio aBpoloTiKig
Opopporeviac. To vadip Tov diapuecov aplBuod aometoliov Tov peTphdnke Nrav nepinov oto 40% g
APYLKNG TIUNG 0TS HeEAETES povobepameiog Tov ToALATA0D pueddpatog kot 50% otn pedétn MCL. Xe
acleveic pe mpoywpnuévo poélopa 1 coPapotnta tng Opoufoneviog oyetioTnke pe TOV ApOUd TV
arpomeTadiov mpwv Vv Evapén g Bepameiog: Yo apOpd arpometaliov mpw ) Oepansio < 75.000/pl, 90%
Tov 21 acbevav eiyav apBuod apometariov < 25.000/pl katd ) Sibpkela TG pHeAETNG,
ocoumeptrapfavopévov 14% tov acbevav pe < 10.000/ul, eved avtifeta yio apBud apometoriov Tpv ™
Bepameio > 75.000/ul, povo 14% twv 309 acbevav siyav apBpod aporetoriov < 25.000/1 katd ™
SLapKeLOL TNG LEAETTC.
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e aoBeveic pe MCL (pehétn LYM-3002) mapatnpnfnie vyniotepn enintoon (56,7% évavtt 5,8%)
Opopporeviag fabuov > 3 oty opdda g Oepaneiag pe Poptelopipnn (BR-CAP) og chykpion pe v
ounada mov dev AdpPave Oepaneia pe Poprelopinmm (prrov&pdaunn, KokAOE®GPapion, dofopovPikivn,
Bwiprotivn kot Tpedvitovn [R-CHOPY). Ot dvo opddeg Bepameiog oy mapOLOES G TPOG TN GLVOALKN
EMIMTOON ALULOPPAYIKDV ETEIGOSIMY OA®V TV Badudv (6,3% otnv opndda BR-CAP kot 5,0% otnv opdda
R-CHOP), kaBdg kot Tmv apoppaytkdv enelcodiov Babuod 3 kot dve (BR-CAP: 4 acBeveig [1,7%], R-
CHOP: 3 acBeveic [1,2%]). Zmnv ouddo BR-CAP, 22,5% tov acbevav Elofov petayyioelg oponetoliov
o€ ovykpion pe 2,9% tov acbevav otny opdoa R-CHOP.

lNaotpeviepikn kat evdokpaviaky] apoppayia xovv avaeepbel e cuvdvacuo pe T Bepamneio pe
Boptelopipnn. Xvvenmg, o aplfudc TV aponetarMoy Tpénet va mopokoiovdeitot Tptv amd kdbe 660 TG
Boptelouiunng. H Bepaneia pe Poptelouipmn mpénet va dtaxomel 6ty o aptBpods tov apometoliov etvor
< 25.000/ul 1 og mepintwon cuvdLAGHOD pe HEAPOAAVT Kot Tpedviiovn 6tav o aplBudg TV aponETaAlDY
elvar < 30.000/ul (BAéne mapdypago 4.2). To dvvntikd 6perog tng Oepaneiog mpénel vo otaduioTel
TPOCEKTIKA £VOVTL TOV KIVOUV®V, 1OWHTEPU OE TEPIMTACELS PLETPLOG MG GoPapng BpopPomeviag kot
TapaydVTOV KIvdOVOL Yio. apoppayio.

H yevikn aipotog (CBC) pe tHmo AeukokuTtdpmVy, GOUTEPIAAUBOVOUEVOD TOV 0ptBOD OHOTETAAIWY,
TpEnEL v TapokoAovBovvtan taktikd ko’ OAn ) ddpkea g Bepanciog pe Poprelopipmn. To
EVOEYOUEVO LETAYYIONG aupomeTalMmv Oa mpémel va e€etdleton dtav evoeikvutat KAVIKA (PAére
Topaypao 4.2).

Ye aoBeveic pe MCL mapoatnpnOnke mopodiky ovdeTepomevia TOL NTAV AVASTPEYIUN UETAED TV KOKA®VY,
yopic ototyeio afpoiotikig ovdeteponeviac. Ta ovdeTepdLha NTOV GTO YoUNAOTEPO Emimedo TV Huépa
11 ka6e koKhov Bepamneiog pe foptelopipnn Kot GuVNOMG EMAVEPYOVTOV GTO OPYIKO EMITEDO KATE TOV
EMONEVO KVKAO. XN pekétn LYM-3002, xopnynOnke vmostnpiktikn @povTtida e mapdyovTeg O1EYEPCNC
amokidv 6to 78% tmv acbevav tov okéhovg BR-CAP kot oto 61% tov acBevodv tov okéhovg R-CHOP.
Kobng o1 acBeveic pe ovdeteponevia dtatpéyovv avénuévo kivovvo Aopumdéewv, Oa mpénet va
napakolovdodvtal Yo, onueia Kot coprT®pate AoTumEng Kot va avtipetotiloviol apécns. [Tapdyovteg
OEYEPOTG OMOIKIDY KOKKIOKLTTAPMY UITOPOVV Vo xopnyndovv yio alplatoloyikn To&ikdTnto cOUPOVA e
v ok ovvOn mpaktiky|. [Ipénet va e&etdleTon 1 TPOPLAAKTIKN XPTOT TAPAYOVI®OV SIEYEPCNG
OTTOIKIMV KOKKIOKVTTAP®V O€ TEPINTTOOT EXAVOLAUPOVOUEV®Y KAOVGTEPGEDV GTN YOPTYNOT TOV KOKAOL
(BAéme mapdypago 4.2).

Enavevepyomoinomn 100 épnnta (wotipa

Xe aoBeveic mov AapPavovv Oepaneia pe foptelopipnn cuvietdral yopnynon avIKng TPoeOANENS. XN
perétn daong I og acheveic pe moAlamAovv poédmua o dev giyav Aapet Oepancio oto mapeAdov, n
GUVOAIKY| ETATMOON TNG EXAVEVEPYOTOINGTG TOV EpmnTa {OOTNP TOV TLO GLYVT 6TOVG acbeveic Tov
éhaPav Boptelopipnn+Melpardvn+IIpedvilovn o ovuykpion pe Melparavn+Ipedvilovn (14% évavrt
4% avtictoya).

Ye aoBeveic pe MCL (uehétn LYM-3002), n enintoon Aoipméng and tov 16 épmnrta {owotpa ftov 6,7%
oto okéhog BR-CAP kot 1,2% 610 okéhog R-CHOP (BAéme mapdypago 4.8).

Enravevepyomoinon kon Aoipwén amd tov 16 g nratitdag B (HBV)

Ortav 1 prrov&pdunn ypnoyLonoleitan o€ cuvdvacuod pe tn Poptelopinnn, Oa Tpénet va dievepyeital mavto
éleyyoc yio HBV og acbeveic mov dwotpéyouvv kivovvo Aoipwéng amd HBV mpwy amd v évapén g
Oepancioc. Popeic nratitidag B kot acbeveic e 1otopikd nrotitidac B 0o npénetl va mapakorovBoldvon
OTEVA Y10 KAIVIKG KOl EpyaoTnplokd onueia evepyod HBV Aoipméng xatd tn didpkeio ko Hetd
Oepamneio. cuVOLAGOD TG prrovéudunng pe ) Poptelopiumn. Oa mpénel vo e€etaletan T0 EVOEYOUEVO
YOPNYNONG TPOPLAGKTIKNG avTiukng Oepameiag. Avatpééte oty Iepiinyn tov XapoaKTnpioTik@V Tov
[IpoidvTog TG PITOVEIUAUTNG Y10 TEPIGGOTEPEC TANPOPOPIES.

[poiovoa morveotiokn AgvkoeykeparondBeio (PML)

Mo\ omdvieg mepittdoelg pe dyvmatn attiohoyia tng Aoipméng omd tov 10 John Cunningham (JC), mov
oonynoav oe PML kot Bdvaro, £xovv avapepBel oe acbeveic mov Eafav Bepancio pe foptelopipmnm. Ot
aoBeveic pe didyvoon PML elyav AdPel mponyoupéveg 1 Tantdypova avosokaTaoTaATiKn Bepameio. Ot
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nepLocdtepeg Tepimtdoelc PML dayvdotnkay evtog 12 unvav and v tpmn d6om ¢ Poptelopipmng.
Ot acBeveig Tpémel va TapakoAovBodvIal 6 TOKTA YPOVIKA SILGTHLLOTA Y10, TUYXOV VEQ 1) EMOEVOVLEVA
VEVPOAOYIKG GVUTTOUATO 1 oNpElD TOV PTopEl va VITodNAGVOLY PML m¢ HéPOc TG S10popikng
duryvoong tpofinudrav ov KNX. Av vidpyovv vtovoleg yia didyvaon g PML, ot acBeveig mpénet va
TOPOTEUTOVTOL GE E101KO oty PML ko tpémet va apyicovv va epappofovrorl KaTtdAAnAo pétpa
dtyvootikoy yapaktpa yio PML. Awaxoyte t Boptelopipnn av dwyvootei PML.

Hepupepikn vevpordbeia

H Bepaneio pe Poptelopipmn moAd cuyva GUVOLETL LIE TTEPLPEPIKT VEVPOTADEL, TOV gival, KLpimC,
aetnTikr|. Qo1dc0, Exovv avapepbel mepioTatikd coPapng KivnTikng vevporddeiog pe 1| xopig acOntiky
eplpepikn vevpomdBela. H cuyvdtra epedviong g meppeptkng vevpomdbetlag avsavel otnv apyn g
Oepamneiog ko £xel TapatnpnOei 6t POGVEL 6TO PEYIOTO KAT TN S1APKELD TOV KUKAOL 5.

2UVIGTATOL ] TPOGEKTIKT TOPAKOAOVONGON TV AGHEVAOV (G TPOG TNV EUPAVIGT] CLUTTOUATOV
vevporabelag 6nwg aicOnua kavoov, vrepactnaio, vraicdnoia, Tapaicincia, dvepopia, vevpPoTaONTIKO
dvo 1 aduvapio.

> peiém @daong I mov cvvékpive ™ Poptelopipnn o eVOOPAEPLO YOpIYNGT EVOVTL LTTOSOPLOG
YOPNYNONG, 1 EMMTOOT TOV TEPIGTATIKMV TEPLPEPIKTG VEVPOTADELNG Babiod > 2 NTav 24% yio v opdda
™G Vodoprog Eveong kot 41% yia tnv opdda e evoopAéPrag Eveong (p=0,0124). Iepipepuch
vevpondfeia fabpod > 3 gppaviotnke oto 6% TV acbevav oty opdda Bepaneiog e VITOdOPL
xopnynon, o€ cvykpion pe 1o 16% oty opdda Bepameiog pe evoopréPra xopnynon (p=0,0264). H
EMNTOON NG TEPLPEPIKNG VEVPOTADELDG OA®V TV Pabumv pe ) Poptelopinnn oe evooeréPia xoprynon
NTav YOUNAOTEPT OTIG 16TOPIKEG PeEAETEG e PopTelopipmn og evOoQAEPLa yopriynomn o€ Y€ LE TN HEAET
MMY-3021.

O1 acBeveic Tov TapPoVo1dlovy TEPLPEPIKT VEVPOTADELL Y10 TPOTN POPA 1 EMOEIVOON TPETEL VAL
a£10A0YOVVTOL VEVPOAOYIKE Kol UTOPEL VOL ATALTEITOL 1] TPOTOTOINGN TNG dOOTG 1] TOL TPOYPALLOTOG
xopNynong N aAlayn o€ veodopla 066 yoprynong (PAéne mopdypago 4.2). H vevpomdbeia
OVTIUETOTIOTNKE UE VTOGTNPIKTIKT oy@y” Kabd¢ kot pe aileg Oepameies.

Xe aoBeveic mov AapPavovy Poptelopinnn oe GuVOLOCUS LE POPUAKEVTIKG TPOTOVTA OV gival YVmOTO OTL
oyetiCovton e vevporadeia (ww.y. Oohdopuion) mpénet va AapuBavetal VTOYN 1 EYKOLPT| KoL TOUKTIKY
TopaKoAoHONGCN Y10 T0 CLUTTOHOTA VEVPOTTAOELNG TOL 0PEiAovTal 6T Bepaneia e VELPOAOYIKN
a&lohdynon kabng emiong va eEetdlovtal Kot KOTAAANAEG LEIDMGELG TNG dOoMg 1| dtokomn Tng Bepamneiog.

Extog g mepropepikng vevpomdbetag, 1 avtdvoun vevpordbeia pmopel enions vo cupuPaiiet oty
TPOKAN OGN AVETIOOUNTOV EVEPYELDV OO 0pOOGTATIKS VTOTOCT) KOl GOPapT| LOPEN SUGKOIAOTNTAG UE
€1ned. O1 TANPOQOPIES GYETIKG e TNV AVTOVOUN VEVPOTTADEL KOl T GVUPBOAN TNG OTIC EV AOY®
avemBounteg evépyeleg ival TEPLOPICUEVEC.

Xrocpol

Yroacpoi &xovv avapepbel, Oyl ouyvd, oe acbeveig Ympic TPONYOOUEVO 1GTOPIKO CTAGUMV 1) ETANYING.
[Swaitepn mpocoyn amatteiton kKatd tn Oepaneio aclevdvy pe 0TOL0NTOTE TOPAYOVTA KIVIDVOL Y10,
OTAGLOVC.

Yrotoon

H Oepoaneio ue Poptelouipnn cvviboc cuvoéetar pe v opbooctotikr) votaot. Ot TEPIGGOTEPEC
avemBounteg evépyeleg lval NTOG MG LETPLOG PVOEMG KOl TOPOTPOoUVTOL KoO’ OAn TN dtdpkela TG
Oepaneioc. Ot acbeveic mov eppdvicav opbootatikn votaot pe Boptelopipnn (xoprnyoduevov ue
evooQAEPLa Eveon) dev iyav evdeitelg opbootatikng vdtacng mpwy omd ™ Oepameia pe Boptelopipmn. Ot
neprocoTepol acheveic Expnlav aywyng yio v opboctatiki| vtotoot tovg. Evag pikpog apiBuog acbevav
pe 0pBocTaTIKN VILOTOCT EKONAWGE EMEICOI0 cvyKomnc. H opBootatikn vrdtaom dev tav oe peydio
Babuo cvvdedeuévn pe v bolus £yyvon g Boptelopipmng. O unyovicuods antod 100 EUIVOUEVOD deV
elval yvooTtoc ov Kol iomg ev PEPEL VO 0PEIAETAL BTNV avTdvoun vevportddeio. H avtdvoun vevpordheia
umopet va oyetileton pe ) foptelopiunn, gite  foptelopinnrn Vo ETOEWVAOVEL L0 VTOKEIIEVN KATAGTOON,
OT®¢ elval 1 01PN TIKN N 1 GULAOELIIKN VELPOTTADELD. ZVVICTATAL TPOGOYT OTAV YOPTYOUVTOL
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QOPUOKEVTIKA TTPOidVTa, G€ AoOEVEIS LE 1GTOPIKO GVYKOTNG Ol 070101 AAUPBAvVOVY QUPUAKEVTIKE TPOidvTa,
ta omoia gival yvwotd 6Tt cuvdéovtarl e vtoTaon 1 o acBeveic mov givor apudatmpévol AdY®
emoveppaviong duappotag N petov. H avripetdmion g opboototikng vadtaong prnopet vo mepthappdavet
TNV TPOGAPLOYT TOV OVIWIEPTAGIKOV QPOPUAKEVTIKAOV TPOTOVTIOV, EVOOATMGT 1] YOPNYNoN
LETAAOKOPTIKOGTEPOEWMV Kav 1] cvurabopiuntik®v. Ot acBeveig mpémetl va emntovv wTptkny GupPovin
otav gpeavifovv copmtopata (4Ang, téon 1 onueio Awobupiog.

20vdpopo OmnicBuog Avactpéyiung EykeparondBeloc (Posterior Reversible Encephalopathy Syndrome,
PRES)

"Exovv vrapet avagpopég tov PRES og acBeveic mov Adpupavav Boptelopipmn. To PRES eival pio ondvia,
GLYVA AVOCTPEYLUN, TOXEMG EEEMGTOUEVT] VEDPOAOYIKT KATAGTAOT], 1| OTTOl0L UTOPEL VOL ELPAVIGTEL LIE
EMANTTIKEG KPIGELC, VTEPTOOT), KEQAAUAYie, ANOapyo, GOYYLOT, TOEA®GT) Kol AAAEG OTTIKES KoL
vevporoykég dtatapoayés. H ameucovion tov eykepdrov, Kotd tpotipunon n Anewovion Mayvnticon
Yvvtoviopov (Magnetic Resonance Imaging, MRI), ypnowonoteiton yio v emPePaionon g didyvoonc.
Ye aoBeveic mov epeavifouv PRES, n Boptelopiynn npénet va dtokonTeTOL.

Kapdwoxn avemdpkeia

O&ela eppdvion N EMOEIVOGN GLUPOPNTIKNG KAPSIOKNG OVETAPKELNS KOl /1] VEX ELPAVIOT LEIDOTG TOV
KAdopatog eEmOnong apiotepr|g Kowking Exel avaeepBel katd tn didpkela Bepaneiog pe foptelopipnn. H
KOTOKPATNOT VYPOV UTopel va ivar Tpodtafecikdg mopdyovTag Yio GNUeio Kol COUTTOUOTO TNG
KapdloKng averapkelag. Ot acBeveic e mopdyovteg Kvduvou Yo Kopdlokn vOcOo 1 LLE DITAPYOVCH
KapdloKn VOGO, TPENEL VO, TAPOKOAOLOOVVTAL GTEVA.

Hektpokapdoypapikéc eEetdoelc
AvopépOniay pepovopévo TeploTatikd tapdtacns tov dtaotiuatoc QT og KAvikég peAéteg Kot Oev EXEl
TEKUNPIOOEL 1 ATIOONG GLVAPELA.

IIvevuovikéc datoparyEc

Yrip&av omdvieg avapopég o&giag d1dyvTne dSndNTIKNG TVELLOVOTTADELNG OYVAGTOL OITIOAOYING OTT®G
Tvevpovitida, dtapecn Tvevpovia, dtdnomn Tvedova Kot cHVOPOLO 0EELNG OVATVEVGTIKNG SUCYEPELOG
(ARDS) og acbeveic mov Aappavav Boptelopipnn (BAéne mapdypapo 4.8). Opiopéva and avtd ta
TEPLOTOTIKG NTav Bovotneopo. Zovietdral aktvoypagio Odpakog Tpv amd ) Oepaneia, TPOKEWEVOL VA,
ypnoorondel wg dedopévo avaeopds yio mhaveg Tvevpovikég petaforég petd t Oepamneio.

Y& mepintmon VEOV 1M EMIGEIVOVUEVOV TVELLOVIKOV GUUATOMATOV (7Y Pryxag, 6vcmvola), mpémel vo
dlevepyeitan dpeca dyvootikn aloddynon kol va Bgpamedovtar KotdAAnia ot acBeveic. Ilpémel va
Aappdvetar vroyn 0 AdY0g KIvdUVOL/0QELOLE TPV amd T cuvéyion ¢ Oepanciog pe Poptelopinmm.

Te o KAviky doxipn, dvo acheveic (amd 2) otovg omoiovg yopnyndnke vynin §6om kvtopafivng (2 g/m?
avé nuépa) pe ouveyn Eyyvon Yo 24 dpeg pe daovvopovPikivn kot foptelopipmn yio vwotpom o&eiog
pvgloyevoig Agvyoupiog méboavay and ARDS vopic kotd ) dudpkela g Oepameiog kot peAétn
teppatiotnke. ['a o Adyo avtd, € GUVIGTATOL TO GUYKEKPIUEVO GYNLO LLE TOVTOYPOV XOPNYNOT VYNANG
d6ong kutopapivng (2 g/m? avé nuépa) pe cvveyn &yyvon yio 24 dpec.

Neppikn dvciertovpyio
Ot veppikég emmAOKEC glvar cLYVEC 6ToVG acbevelc ue Tolhamioby poélmpa. Ot aoOeveig pe veppikn
duoiettovpyio Tpénet va mopakorovbovvrol oteva (PAéne mapaypdpovg 4.2 kot 5.2).

Hrotwkr) duciertovpyio

H Poptelopipan petaporileror amd nratikd évivpa. H éxbeon g Poprelopipnng avédvetat og aobeveic
Ue p€Tpla | coPapn Nratikn dvcAertovpyia. Avtol ol acbeveig Tpémet va Aapfdavovy Bepomeio pe
Boptelopipnn oe PHEUEVEG SOCELS KOl VO TapaKoAovBovvTaL otV Yia ToSikotnTeg (PAETE
mapaypdeovg 4.2 kot 5.2).

Hratikéc avtidpdoelg
"Exovv avaeepBel omavieg mepmtdoelg NTaTikng avendpkelag o acbeveig mov Adppoavay Boptelopipmn Ko
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TAVTOYPOVA PUPLOKEVTIKA TPOTOVTO Kot Tov elyav AAAa cofoapd totpukd tpofAnuata. AAAEG
AVAPEPOLEVES NIATIKES AVTIOPACELS TEPLaUPdvouy adEnon Tov nratikdv evibpmv, vrepyoiepvOptvarpia
Kot Nrotitido. AvTéC o1 oAAaYEC UTopEl va eival avVTIGTPERTEG LeTd TNV dtakomn g Poptelopipmng (BAéne
napaypago 4.8).

20vopopo ADoMG OYKOoU

Enredn n Poptelopipmn etvar évag xutropoto&ikog mapdyovtog kot eEohoBpevet Tayéms o Kakonon
mlaopatokvtTopa Kot ta kottapo MCL, uropel va mapovctactodv eTITAOKES TOV GLVIPOLOV AVGNS
oykov. Ot acBeveic mov dlatpéyovy Kivduvo Tov GLVOPOLOL AVGTG OYKOL Elval EKEIVOL TOL OVTILETORIL OV
10 cofapo mpdPAnua Oykwv pv amd T Bepameia. Ot gv AOym acbevelg mpénet va mopakoiovBovvron
oTEVA, VO TPEMEL VO AOUPAVOVTOL Ol KATAAANAEG TPOPLAGEELS.

2VYY0opNYNGT QOPUOKEVTIKAOV TPOTOVTOV

Ot acBeveig mov Aappdvovv Boptelopipmn e cuVOLAGUO Le 16XLPOLG avacTorelg Tov CYP3A4 mpémel va
napakorlovbodvtar 6tevd. Amarteital mpocoyn 6tav 1 Boptelopipnn cuvOLALETAL LE VTTOGTPMLOTE TOV
CYP3A4 1 tov CYP2C19 (BAéme mapdypago 4.5).

[S1aitepn Tpocoyn kot emPefainon TG GUGIOAOYIKNC NTOTIKNAG AEITOVPYING OTOLTOVVTOL GTOVG OGOEVEIC
7oL AapBavovy and Tov 6TOpATOg VIToYAVKaLKA (PAETE Tapdypago 4.5).

AvTidpdoeig duvntikd ETayOUEVES QIO OVOGOGUUTAEYLLOTA

Oyt ouyva €xovv avapepBel avtidpacelg SuVNTIKG ETAYOUEVES OO OVOCOGUUTAEYUATO OTTMG AVTIOPAON
TOTOV opoavociag, moAvapdpitida pe e£avOnua kot vreprAacTiky onelpapatoveppitida. H Boptelouipm
TPEMEL VO, O10KOTIEL EAV EUPAVIOTOVV GOPaPES AVTIOPAGELG.

4.5 AlMiemopdosis pe GAlo QUPRIKEVTIKA TPOIOVTA KO AALES pOPPEG aAANAETIOpaAOTS

Meléteg in vitro vrodsikviovy 6t n Poptelopiumn eivar Evag acbevig avaoctoréog Tov tooeviiumy 1A2,
2C9, 2C19, 2D6, xar 3A4 tov kvtoypopatoc P450 (CYP). Baoet e mepropiopévng supporng (7%) tov
CYP2D6 o710 petaporioud e Poptelopipmng, o eavotvmog tov CYP2D6, mov cuppetéyel eAdylota 6to
petaforiopd, dev avapévetol va ennpedlet T cuvoilkn dtdbeon g Poptelopipmng.

Mo, HeAETN QOPUOKEVTIKNG OAANAETIOpacNc, 1| onoia agloldynce v enidpaot g KETOKOVALOANG, EVOG
woyvpov avactoréa Tov CYP3 A4, ot poppakoxivntikn g Poptelopipmng (mov evieton evoopreping),
katédeite o péon avénon g AUC g Poprtelopipmng katd 35% (CI190% [1,032 éwc 1,772]) pe Bdon ta
dedopéva, amd 12 acbeveic. ' to Adyo owtd o1 acbeveig mpénet va mapakolovbovvtal 6teva Otav diveTat
N Poptelopipnn oe cuvdvaoud pe Evav 1xvpod avactoréa tov CYP3A4 (m.y. ketokovaloin, pitovafipn).

e W, LEAETN QOPUOKEVTIKNG OAANAETiIdpaoNc, N ool a&loAdynce TV enidpact g openpalodAng, vog
woyvpov avactoréa tov CYP2C19, otn eappaxokivntikny g Poptelopiumng (mov evieton evooprefing),
dev v p&e ONUAVTIKT EXIOPACT] GTA POPUOKOKIVITIKA XOpakTNPloTikd ¢ Poptelopiumng pe Bdon ta
dedopéva, and 17 acbeveic.

Mio, peAétn QopUOKEVTIKNG OAANAETIOpaoN S TOov a&loAOYNGE TV EMOPOCT| TNG PLPOUTIKIVIG, EVOG
oyvpov emaymyéo ov CYP3A4, ot papuoxokivntikn g Boprelopipnng (wov evietat evéopiefing),
katéoelle pia péon peimon otnv AUC g Popteopipmng katd 45%, pe fdon ta dedopéva amd 6
acleveic. Xvvenmc,  tawtdypovn xpnon g Poptelopipumng pe woyvpoic enoywyeic tov CYP3A4 (m.y.
pLpapmikivn, kappoualenivn, eatvutoivn, eavoPapfrrain kot vieptkd/farcapdyopto) dev GLUVIGTATAL,
ka0d¢ pmopet va peiwbei n anotelecpaTikOTNTA.

YV 1010 HEAETN QUPUOKEVTIKNG OAANAETIOpacTC TOV 0EloAdYNoE TNV emidpacn ™ de&apuedaldovng, evoc
mo acBevoug emaymyén Tov CYP3A4, ot eappoxokvnTikn tng foptelopipnng (mov gvietan
evoopAeBing), dev vIMPEE GNUOVTIKNY EMLOPACT OTN POPUOKOKIVITIKY NG Poptelopipmng pe Bdon ta
dedopéva amd 7 acbevelc.

Mo HeEAETN POPUOKEVTIKNG GAANAETIOPOAGNC TOL 0EOAOYNGE TV EMIOPACT TOV UEAPAAGVNG- TPEIVILOVG
o1 eappakokvnTikn TG Boptelopipnmng (tov gvieton evoopiefing), £dei&e a péon avénomn e AUC
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¢ Boptelopipnng 17% pe Paon ta dedopéva amod 21 acbeveic. Avtd de Bempeitar KAVIKA GYETIKO.

211 S1APKELD TOV KAWVIK®OV SOKIU®V, avapEpOnKe Oyl cuyva Kol GUYVE DITOYALKOI Kot VITEPYAVKOLio
o¢e dafntikovg acbeveic mov Aappavay amd Tov 6TORTOG VIOYAVKAIUKE. Xe acBeveic mov Aapupdvouv
OO TOL GTONATOG OVTIOWPNTIKA Pappaka, kKatd tn Oepaneia pe foptelopipnn, mpénet va
TOPOKOAOLOOVVTOL GTEVA TOL EMIMESN YAVKOLNC GTO QL0 TOVG, EVA 1 SOOT| TOV AVTISIPNTIKOV TOVG TPETEL
va tpocapudleton KatdAinia.

4.6 TCovipoétnTa, Kinon kot yorovyia

AVTIGOAMANYN Gg GvOpES Kot YUVOIKES

AOY® NG evOgyOpevNg YovoTo&ikng dpaong tng Poptelopipmng (PAEme mapdypao 5.3), ol yuvaikeg o€
AVOTOPAY YK NAKI0 TPETEL VA YPNGUYLOTOLOVV OTOTEAEGUATIKG HETPO OVTIGUAANYNG KOt VO, amo@OyovV
va petvouv €ykveg katd ) didpkea g Beponeiog pe Poprelopipumn kot yio 8 unveg petd v oAokAnpwon
¢ Bepameiog. Ot avopeg acbeveig o mpémel va YPTCILOTOLOVV OTOTEAEGLOTIKG, LETPA OVTIGOAATIYNG Ko
va cuvietdral vo unv kévouv moidi evocm Aappdvovv Boptelopiumn Kot yio 5 unveg petd v
oloxkAnpwon g Oepaneing (BAEne Tapdypapo 5.3).

Kvnon
Agv vrapyovv dtabéoipa KAvikd dedopéva yio tn Poptelopipan oxetikd pe tnv ékbeomn katd ™ ddpKelo
g kumone. H mbavotnta tepatoydvou dpdong g Poptelopinnng dev Exel epevvn el TAnpmg.

e un khavikég peréteg, ) Poptelopinmn dev £deiée va emdpa oty eUPpuikn avanTuén TV apovpainy Kot
TOV KOLVEMMDV, GTIC VYNAOTEPES AVEKTES OOGELS Ya TIG UNTEPES. MeAéteg o melpapatolma Yo va
dwmotbel 1 enidpaocn g Poptelopinnng oty Topeio Tov TOKETOV Kot TNG OVATTLUENG LETE T Yévvnon
dev &yovv de€aybel (PAéne mapdypao 5.3). H Boptelopipnn dev Tpémet vo ypnoUOTOLEITOL KOTA TN
SLpKELD TNG KONONG EKTOG €AV 1 KMVIKT KATAGTAOT TG Yuvaikos omartel Oepaneio pe Poptefopipnn. Edv
M Boptelopipnn ypnoorondel katd tnv Kdnon N 1 acbevig KOTAoTEL £YKLOG KOTA TN SLOPKELD TNG
Oepameiog TG LE AVTO TO PAPUOKEVTIKO TPOTOV, TOTE N acevic mpémel va. evuepwbel yio Tov mhovo
Kivduvo mov evéyel | Bepaneia yio To EpPpuo.

H 0oldopion eivot pia yvoot 1€patoydvog dpacTikn ovcia Tov Tpokaiel coPfapés, AmEIANTIKES Y10, T
Lon Sopoptieg dStomidoems. H BaAiidopion avtevdeikvotar katd T S1GpKeELD TNG KOTONG KOl GE YOVAIKEG
7oV givol 6€ AvamapOy@YIKN NAKIA, EKTOG GV TANPOVVTAL OAEG Ol TPOVTODEGELS TOV TPOYPAULATOS Yo
TPOANY™ KOnong pe Bahdouion, Ot acbeveic mov Aapupdvovy Boptelouiumn oe cuvdvacud pe Boaldopion
TPETEL VAL TNPOVV TO TPOYPOLLO TPOAN YT G KOMoNG TG OaAidopidng.

Avoatpé€re oty [epiinyn tov Xapaktnpiotikdv tov [1poidvtog tng OaAidopuidng yio meplocoTEPES
TANPOPOpiEC.

OnAacpog

Agyv givol yvooto gdv 1 Boptelopipnn amekkpivetal 6to avOpmmvo yola. Adyw tov miboavaov coPapdv
avemBuuntov evepyeldv ota fpéen mov Onidlovv, o INlacudg Tpémel va S10KOTTETOL KOTA TN StdpKELd
Oepamneiog pe foptelopipmn.

Tovomo

Aev éxovv dieEaydei pekéteg yovipotntag pe tn Poptelopipmn (PAéne mopdypago 5.3). Adym g
EVOEYOUEVNC YOVOTOEIKNC dpdiong tng Poptelouipnng (PAEre moapdypao 5.3), ot dvdpec acbeveig Oa
pénel v ovalnTovy GUUPBOLAN Yo TN SOTNPTOT TOL CTEPLOTOS KO Ol YOVOIKEG GE OVOTTOPOLYYIKN
nikio Oa Tpénel va avalntovy GUUPBOVAN GYETIKA LE TNV KPLOGLVTIPT|ON OPI®Y TPV OO TV
évapén g Oepameiag.

4.7 Emopaceig 6tV IKavoTnTo 0017161G KUl YELPLGROD UMY OVI|LETOV

H Boptelopipmn €xetl pétpra enidpacn oy tkavoTnTo 001 YNoNG KoL YEPIGHOV pnyovnudtov. H
Boptelopipnn pmopet vo cuvdéetar moAd cuyva Le KOT®oT), cuyvd pe (aAn, dyl cuyva [Le GLYKOTH Kot
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ovyvé pe opbootatikn vdtacn N Baunn dpaoct. Katd cuvéneia, ol acbeveic mpémet va gival TpocekTikol
Otav 00N YOV N ¥PNCILOTOLOVV UNYOVILOTO KO TTPETEL VO, GLVIGTATOL VO Unv 00nyovv 1| yerpilovton
unyaviuaTa v Topovctdcovy autd ta copmtopata (PAETe mapdypapo 4.8).

4.8 AvemOvOunTES EVEPYELEG

[epiinym 1ov Tpoil acedielag

Ot coPapég avemBOunTeg evépyeteg mov avapépOnkay Oyt cuyva Katd tn didpkela Bepaneiog pe
Boptelopipnn Teplopufavouy Kopoloky OVETAPKELL, GUVOPOLO ADGNG OYKOV, TVEVUOVIKT VITEPTAOT),
oLVOpopo omicHiag avasTpéyiung eYKeQOAOTAOENG, 0&eleg O1dyvTES ONONTIKES TVELUOVIKES dlaTapOXES
KOl GTTAVIO CVTOVOLLT VELPOTADELQ.

O1 1o oVYVEG avemBOuNTEG EVEPYELEG TTOV avaPEPON KAV KT TN dtdpkela Bepaneiog pe foptelopinmn
elvar vawrtia, dippota, SuGKOIMOTNTA, EUETOG, KOTMGT, mupetia, Bpopforevia, avorpio, ovdeteponevia,
TEPLPEPIKT vevpomdBela (cupumepiapfovopnévng g aodnTkng), Kepalaiyia, Toparcncio, peiwpévn
opekn, dvomvoua, e&avonua, £prng (oothpag Kot pooiyia.

Aloto tov avemBounTeV EVEPYELDV GE TVOKOL

Hollamdobv pvélawuo

Ot avemBOunteg evépyeteg otov mivaka 7 Bewpnniay and Toug epeuvnTég OTL £X0VV TOVAYYIGTOV [0
evogyouevn N mhovn arttoloyiki cvoyétion pe T Poptelopipmn. Avtéc ol avemBOunTeg evépyeleg
Bacilovtat o evomomuévn Paon dedopévav yia 5.476 acbeveic, ek Twv omoiwv ot 3.996 acbeveig EAaPav
Oepancia pe Boprelopinmm ota 1,3 mg/m? ko nepthappavovtor ctov mivaka 7.

YuvoAkd, 1 Poptelopipmn xopnyndnke yio ) Bepaneio Tov TOAAATAOD poeAdpatog o€ 3.974 acBeveic.

Ot avemBOunTeg evEpPYELEG TAPOVGLALOVTOL TAPAKATM OVE KOTYOPio/opyavikd GUGTILO Kol KOTyopid
ocuyvotntac. Ot cuyvotnteg opifovrar og eéng: Ilodd cuyvég (= 1/10), ouyvég (= 1/100 émg < 1/10), oyt
ovyvég (> 1/1.000 émg < 1/100), omdvies (> 1/10.000 £émg < 1/1.000), ol ordvies (< 1/10.000), un
YVooTég (Oev pumopodv va ektiunfovv pe Baon ta dabéoya dedopéva). Evidg kdbe katnyopiog
ouyvoTNTOG EPLPAVIoNS, ot avemBounteg evépyeteg mapatifevror katd phivovca cepd coPapdtntag. O
wivaxag 7 dmuovpyndnke pe tn ypnion e Exdoong 14.1 tov Ae&ikod MedDRA. "Exovv cuopmepiinebei
emiong avemBouNTeg EVEPYELES PETA TNV KUKAOQOPio TOV deV mapatnpnOnKay og KAVIKEG SOKIUES.

Hivaxag 7: AvemOounteg evépyeieg oe aobevelc ue moAdamiody uvéimua wov élofav Oepaneio ue
Poprelouiunn oe KAIVIKES OOKIUES, KoL OLES 01 AVETIODUNTES EVEPYELES UETC, THY KDKAOPOpIa, aveCopTHTmws
évéazfng#

Katmyopia/ Opyaviko Enintoon Avem@ountn evépyero
oot
AOOEEIS KOl TOPACITOCEL, | ZVyVES 'Epnng Lootpog (cvpmepiiapfoavouévon tov didyvtouv
Kot Tov oeBaApucon), [vevpovia*, AThog épmnc*,
Moukntioon*
Oy ouyvég Aolpwén*, Baxtnpokég Aopanées*, loyeveic

rowméeic*, Enyotpio (copmeptiapfovouévng e
onntikng kataminé&iog)*, Bpoyyomvevpovia, Aoipmén
and 16 tov £pmnra*, Eptntiky unviyyosykepodinda?,
Baxmploupio (copmeprappavousvng omd
oTapLAOKOKKO), Kp1On, I'pinn, Kuttoapitida, Aoipwmén
7ov oyetileTon pe cvokevn, Aepuatikn Aoipwén*,
Aolpwén tov tdc*, Lrapuilokokkiki Aolpmwén,
Odovtikn Aolpwén*

Zrdvieg Mnvryyitida (copumepthapfavopévng e Paktnplokig),
Aotlpwén and tov 16 Epstein-Barr, Epnng yevvnuikadv
opyavav, Apoydaritido, Mactoeditido, ZHvopopo
KOT®MONG LETA amd 10V Aoluwén

NeomAdopoto kaAonon, Zrdvieg Koakonbeg vedmlaopa, ITAacpotokvtTaptkn Asvyopia,
KaKonOn kot pun kaboplopeva Kopkivopo veppov, Mdla, Zmoyyoeidne poknriaon,
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Koatyopia/ Opyoviko
oot

Enintoon

AvemOOunT evépyera

(meprhappdvovtor KOGTEL Kot
TOAOTOdEC)

Koion0eg veomiaopo™

Al0TapoyEG TOV OLLOTOLNTIKOD
KO TOV AEUPKOV GLGTNHLOTOG

[ToAd cuyvég

®popPorevia*, Ovdeteponevia®, Avaipio™®

Zoyvég

Aegvkomevia*, Agppomevia®

Oyt ouyvég

[Hovkvtraponevia*, Epndpetn ovdeteponevia, Oela
dlaTopayn TOL UNYavIopov THENG*,
Agvkokvttdpoon®, Asppadevomdfeta, AlPolvTiKn
avoupio®

Xravieg

Audyotn evoayysiokn mén, Opoppokvttapmon®,
2Hvdpopo vepyAoldTNTOS, AtaTopayn TV
aponetariov MAK, ®poufotikh pikpoayyslonddeia
(ovumeprapfovopévng g Bpoppomevikng
mopeOpac)?, Alpatoroyky Satopoyy MAK,
Ayoppayikn diafsom, AgppokvtTopikn donon

Awotapayég Tov
OVOGOTOLNTIKOV GLUGTHLLATOG

Oy ovyvég

Ayyeooidnua?, YrepevarcOnoio*

Ymdvieg

Avogpuloktikny Kataminéio, Apviogidwon, Avtidpaon
eMOyOUEVT amd avosocLUTAEYHaTo TOTTOL 111

Awotapay£g Tov EVOOKPIVIKOD
GUGTNHOTOG

Oy ouyvég

XHvdpopo Cushing®, YrepBupeoeidiopoc*,
ATPOGPOPN EKKPLOT| OVTIOIOVPTTIKNG OPUOVIG

Zrdvieg

Y7roBvpeoediopog

Awtapayéc Tov petofoAoon
Ko TG Bpéymg

IToA0 cuyvéc

Mewopévn 6peén

Xuyvéc

Apuddtmon, Yrokohoupio®, Ymovatplopio®, Mn
@VO10A0YIKT YAVKOLN aipatoc*, YracPeotiopio™*,
Awtopayn eviopov*®

Oy ovyvég

XHvdpopo Aong oykov, Amotuyia avartuénc®,
Yropayvnoloupio*, Yropooeataipio®,
Yrepkahopio®, YrepaoPeotiopia®,
Yrepvatpliopio®, Mrn ¢uolodoyikd ovpikd o&o*,
Saxyapmong dwupnc*, Katokpdtnon vypmv

Zrdvieg

Yrepuayvnoropio*, O&éwon, Hiektpodvtikég
dwtapayéc*, Yreppoptmon pe vypd, YmoyAopotpio*,
Yrooykopico, YrepyAopoyio®, Yrepooooatopio®,
Mertafoiikn datapayr, Averdpkelo GUUTAEYLOTOC
Brrapivng B, Averdpxeia frrapivng B12, Ovpikn
apBpitda, AvEnuévn 6peén, Avcsavesio 0VoTVELLOTOC

Yoylatpikég dotapoyég

Zoyvég

Awtapayéc dtibeons*, Ayymong datapoyn™,
Awtopoyn vevov*

Oy ovyvég

Yoyum datopoyn™®, PevdaioOnon*, Puywoikn
dwTapayn™®, Zoyyvon*, Avnovyia

Zrdvieg

AVTOKTOVIKOG 10800 10C*, Alotapayf] TPOSAPLOYNG,
ITapainpnpo, Mewwpévn yevetnola opun

AlotapayEG TOV VELPIKOV
GUGTHHOTOG

[ToAd cuyvég

Nevponabeieg*, Iepipepikn| oioOnTikn vevpomddeta,
AvcaeOnocio*, Nevpolyio *

Zoyvég

Kwntwkn vevpomdBeln*, AndAigia cuveidnong
(ovumeprrapfPoavouévng g cvyKomng), Zaan*,
Avcyevcia®, Anbapyog, Keporaryio™*

Oy ovyvég

Tpopog, Ieprpepikn arsOntikokvnTiKn vevpomadeta,
Avcxvnoio®, AlatapayEég GUVTOVIGHOD
TOPEYKEPOAIdOG Kot 1GoppoTiac™, ATdAELD LvAUNG
(un ovumeprrapfoavouévng g dvotag)*,
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Koatyopia/ Opyoviko
oot

Enintoon

AvemOOunT evépyera

Eykeparonddelo*, Zovdpopo omicOiog ovactpéyiung
gykeporomddeioc’, Nevpoto&ikotta, Emdnmrucég
dwtapayéc™, MeBepnmrikn vevpakyia, Alatapoyn
Adyov*, Zovdpopo aviovywv toddv, Huukpavia,
loyadyia, Awatoapayn oty Tpocoyn, Mn pucloloykd
avtavakiootikd*, Iapoopio

Xravieg

Eykepaiwn apoppayio®, Evookpaviokn orpoppayio
(ovumepriapPoavopévng e VITaPaYVoELB0HE)™*,
Eykepaiuo oionua, [apodikod 1oyoipikd eneicodto,
Kopa, Actédfeta avtdvopov veupikoh GLGTILATOC,
Avtovoun vevpomdbeia, Eykepolikn mtapdivon®,
[Mopaivon*, Iapeon™, [Ipocvykonrn, Hvopopo
EYKEPOAKOV GTEAEYOVS, AlaTapayn TV ayyei®v Tov
gykepdlov, BLaP1 pilag vevpov, Poyokivntikn
VIEPSPAGTNPLOTNTA, ZVUTIECT] VOTIIOV HVEAOD,
Nontkr| dwrapay MAK, Kivntikr duciettovpyia,
Awtopayn vevpikov cvotiuatog MAK, Pilitida,
Axovoia ekpon GlEAOL 0t T0 6TOO, YToTOoVia,
Zovdpouo Guillain-Barré?, Anopvelvotikny
noAlvvevponddeia”

OpBaipikég droTapoyésg

Yuyvég

Oidnua tov oeBaipov*, Avopain opoaon™,
Emumepuxitida®

Oy ouyvég

Ayoppayio Tov opBaipov™, Aoipmén Tov PAepdpov*,
Xoralof, Bhepopitida®, Greypovi Tov o@Ooipon™,
Awmhonia, EnpoeBoiuio®, Epebiopnog tov opbaipon®,
[Tovog tov 0pBaipov, Aakpdppotla avénuévn,

O@OaA KO EKKpLa

Zrdvieg

Aloimon Tov kepatogdovc*, EE6pOaiog,
Apoeipinotpocidonadeia, Xxotopo, Oedolukn
dwtapayn (cvumeptiappavopévov tov PAepapov)
MAK, Erixtnt dakpvoadevitida, Potopopia,
dwtoyio, Ontikn vevponddeio, Atapopetikoi Baduol
OTTIKNG duoAertovpyiog (Emg Kot TOPAwon)*

Awotapoyéc Tov OTOG KoL TOL
AapopivBov

Zoyvég

TAtyyog*

Oy ovyvég

Avcakoio (cvurepiappavouévov Tov ufodv)*,

'Exntoon g akovotikng o&0tntag (£mg kot

CUUTEPTAAUPOVOUEVIC TNG KAOP®OTG), Avcpopia Tov
oTog*

Zrdvieg

Qroppayia, ABovcaio vevpavitida, Atatapoyn Tov
w16 MAK

Kopdiakég dratapoyés

Oy ovyvég

Kopdiokdg emmopatiopdc’, Kapdroavamvenotikn
avaxormn*, Kapdiokn pappopoyn
(ovumeprrapPavopévng KoAmikng), Kapdiokn
avemdpkelo (GLUTEPIAUUBAVOUEVTC TNG APLGTEPTG KOl
g 0e&lac kothag)*, AppuOuia*, Tayvkapdio*,
AloOnpo moipov, ZtnBdayym, [epuapditida
(cvumeptapPovouévng g TEPIKOPIIOKNG CLAAOYNG
vypoV)*, Kapdtopwordadeia®, Kothokn
dvoiettovpyio*, Bpadvkapdio

Zrdvieg

KoAmuog mrepuyiopog, Epgppaypo tov pookoapdiov*,
KoAnokowmakog amokieicpoc*, Koapdiayyeiokn
Swatapoyn (cvpmepthapfavouévng g Kopotoyevovg
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Koatyopia/ Opyoviko
oot

Enintoon

AvemOOunT evépyera

kataminéiog), Kook tayvkapdia dikny piridiov,
Aotabn|g otnBdyyn, Aatapoyr| kapdrokng ParPidoag*,
Averdpxela otepaviaiog aptnpiog, OAeforxopufikn
OVOIKOTTT

Ayyelokég dSatapoyég

Zoyvég

Yroétaon*, OpBootatikn vadtacn, Yréptaon™

Oyt ouyvég

Ayyelako eykeoko eneicodio”, Ev 1o Babet erePikn
Opoupoon*, Awoppayia™, @poppoerefitida
(ovumeprrapPoavopévng g emumoing), Kukiopopikn
Katéppeyn (cuUTEPIAOUPBAVOLEVIG TG DITOOYKOLLIKNIG
katomAnéiog), @refitida, EEayn™*, Audtopo
(ovumeprapPfoavopévov tov TepvepptkoD)*, Itoym
TEPLPEPIKT KuKAOQOpia*, Ayyetitida, Yrepopio
(cvumepriapfovouévng e opOoAkng)*

Ymhvieg

[eprpepicn epPorn, Aeppoidnua, Qypotroa,
EpvOpoperodyia, Ayyeliodootorn, Aefikoc
amoYP®UATIGUOG, DAePiKT) avemdpKeLn

Alotapoy£C TOV AVATVELGTIKOD
GULGTNLTOG, TOL BdpoKa Kot
Tov pecobwpdkion

Zoyvég

Avcnvoln*, Eniotaén, Aoipmén tov
AVATEPOL/KOTMTEPOV ALVOTVEVGTIKOD GUGTHUATOS,

Biyxac*

Oy ouyvég

[Tvevpovikn gppoin, Iievpitikr) cuiroyn, Ilvevpovikd
oidnua (cvumepriapufavopuévov Tov 0EE0C),
Kvyehdikn oupoppayia mvedpova®, Bpoyydonoopog,
Xpoévia amo@paktik] Tvevpovorddeia*, YmoSopio*,
SOUEOPN O AVOTVEVGTIKNG 0000 *, YToia,
Mievpitda*, Adévykag, Pvoppota, Avcemvia,
Zupiypog

Xravieg

Avomvevotikn avendpkelo, LHvopopo o&elag
OVATVELOTIKNG duoyEpelag, Amvola, [Tvevpobopakag,
Ateiextooia, [Tvevpovikn véptacn, Aludntoon,
Ynepaepiopoc, OpBomvora, Ivevpovitida,
Avomvevotikn aAkdAiwon, Taydmvoua, [Tvevpoviky
tvoon, Bpoyyin dwtapoyn*, Yrokomvia*, Aidueon
nvevpovoradeia, Ambnon mvedpova, ZueEyKTIKO
aiocOnpa Aapod, Enpotnto Tov eapvyya, AvEnpévn
§KKpLon TOV Gvo aepaynymnv, Epedioudg tov oo,
2HvOpopo Byo TOV OVOTEPOV UEPAYDOYDV

Awotapoyéc Tov
YOOTPEVTIEPIKOV

[ToAb cuyvéc

SOUTTOMOTO VOUTIOG Kal Epetov®, Atdppota*,
Avcrotdtnra

Zoyvég

Taotpeviepikn apoppayio (copmeptropupovouévou
Tov BAgvvoyovov)*, Avoreyia, Xtopotitida*, Awdtoon
NG KOG, ZTouatoPapuyykd diyoc*, Kotuakd
GAyog (cuumephapuPavougvoy YOoTPEVTEPIKOD Kol
oTANVIKOD GAyoVg)*, Zropatikn dwutapayn™®,
Metemptlopog

Oy ovyvég

Moykpeatitida (cvumepriappfavopuévng g xpoviag)*,
Awatépeon, Oldnua yelhémv*, Tactpeviepiky
amoepaln (cvumeptAapfovopévay TG amoepasng Tov
AemTo0 evtépov, Tov elheov)*, Kothakr dvcpopia,
E&élkwon tov otouatoc*, Evrepitida®, N'aotpitida*,
Ovioppayia, 'aotpooicopayikn Taivdpounon™,
KoAitida (cvumeprropfovopévou tov clostridium
difficile)*, Ioyayukn koMudo®, dAeypovi| Tov

55




Koatyopia/ Opyoviko
oot

Enintoon

AvemOOunT evépyera

YooTpeEVTEPIKOV*, Avcoayia, XOvOpoo guepédicoTov
eVIEPOVL, AlaTOPOYT TOV YOGTPEVTIEPIKOD GUGTNLLOTOG
MAK, I'tocoa eniypiotn, Awatopayn g
KIVNTIKOTNTOG TOV YOUOTPEVTIEPIKOD GOANVAF,
Awrapayn olehoyovov adéva *

Zrdvieg

Oéela maykpeatitda, [eprrovitida*, Oidnua
yAdooag*, Aokitng, Owopayitida, Xekitioa,
Axpdrelo Konpavmv, ATovia TOV GELYKTNPO. TOL
npoktov, Korpoiboc*, I'actpeviepikn e£€Akmon kot
dutpnon *, Yreptpooia tov odriwv, MeydkoAo,
Exxévoon and 1o opB6, PAOKTOIVES TOV
oTOUATOPGPLYYR*, AXyOg TOV YEINEMV,
[Teprodovritda, Paydda tov tpwrtod, Metafoin otig
ocvvnbeieg Tov evtépov, [poktadiyia, Mn pucstoloyikd
KOTpAVAL

Alotapoy£g Tov NTOTOG KOt TOV
YOANPOp®V

Zoyvég

Mn gucioroyikd nratiko Evivuo®

Oy ouyvég

Hratoto&kdtrta (cupmeprrappovopévng g
nratikng dwtapayng), Hrotitida*, Xoldotoon

Zrdvieg

Hratum averdpketo, Hratopeyolio, XOvopopo Budd-
Chiari, Hratitida amo kottapoueyaroio, Hrotikn
awpoppayia, XoroMBioon

AloTopayEC TOV OEPLITOC Kol
TOV VTOJOPLOV 16TV

Zoyvég

E&avOnua*, Kynoudc*, Epbonua, Enpodepuia

Oy ovyvég

[MoAvpopeo epudnua, Kvidwon, Oeila epmopet
o0VdeTEPOPIMKT depudton, Tolwod eEdvOnua
dépparoc, To&un emdeppiky vekpdivon?, Tovepopo
Stevens-Johnson?, Aeppatitida*, Awrapoym
tpyopotoc*, [etéyetec, Exydumon, BAGPN 6éppatoc,
[Hoppvpa, Mala tov dépuatoc*, Pwpiaon,
Yrepidpmon, Nuktepvol 18pmteg, Edxog kotdxkitong?,
Axpn*, OAOkTove™®, Alatapoyég perdyypmonc™

Zrdvieg

Agppotikn avtidpoor, AepgokvtTopikn ombnon tov
Jessner, ZUvOpOLO TOAALO-TEALATION0C
gpuBpoducacinaiog, Ymoddpia aipoppayio, Akt
neAlioon, ZkAnpuven Tov dépuatog, Blatida,
Avtidpaon pwtogvaicinciog, Zunyuatoppota, Kpdog
wWpatac, Attapayn oépuatog MAK, Epbbpwon,

'EXxog tov dépuatog, Awotapayn dvoya

Alotapoy€c ToV LVOGKEAETIKOV

[ToAb cuyvéc

MvookeheTikd daryoc*

GUGTNHATOG KOl TOV Zoyvég Mvikoi oracuoi*, Alyoc oe dxpo, Muik advvouio
GUVOETIKOD 16TOV p . . , . .
Oy ovyvég Mvikég decudmoels, Atoykmon dpbpwong,
ApBpitda*, Avokapyio dpbpwong, Mvomdfeiec*,
Kopnpapia
YraviEg Papoopwodrvon, ZHvopopo kpotapoyvadikng
apBpwonc, Xvpiyylo, E&dpopa apbpwong, [Tovog ot
yvaBo, Ootikn datapoyn, AOUDEELS Kol GAEYUOVEG
TOV HVOGKEAETIKOD GLUGTHHATOG KOl TOV GUVOETIKOD
otov*, Koot apbpucod vpéva
ATapoyéc TV VEQPOV Kot | XuyvEC Neoppwkn dvorertovpyio*
TV 0VPOPOP®V 0DV Oy cvyvég Oteia veppikn avendpketa, Xpovio VEQPPIKY

avemapkelo®*, OvporoipméEn*, Enpueio Kot COUTTOHOTO
amo To ovpomomTko*, Anatovpia*, Katakpdtnon
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Koatyopia/ Opyoviko
oot

Enintoon

AvemOOunT evépyera

ovpov, Awtapayn oopnong*, I[pmteivovpia,
Alotopio, Olyovpia*, IToAhakiovpio

Zrdvieg

Epebiopog ovpoddyov kot

Awotapayég Tov
OVOTTOPOYWYIKOD GLGTHLOTOG
KOl TOV LOGTOV

Oy ovyvég

KoAmun awpoppayio, AAyog YEVWNTIK®V 0pyavaov™,
Ytutikn ducAettovpyia

Zrdvieg

Awropayn 6pxewv*, Ilpootatitida, Atatapoyn LocTod
Onieog, Evaisbnoia emdidvpidag, Emddvpitida,
AAyog muéhov, EEEAKmon aidoiov

Yvyyeveic, owoyeveig kot
YEVETIKEG S10TAPUYES

Xravieg

Amlacio, AvomAacio TOV YOGTPEVTIEPIKOD GMOAN VA,
Ix6vwon

I'evikég Sratapayés kon
KOTOGTACELG TNG 0000

xopnynong

IToAb cuyvéc

IMvpeio*, Koénwon, EEacévion

Zoyvég

Oidnua (cupmepLouPavorEVOD TOL TEPLPEPTKOD),
Piyn, Akyoc*, AlcOnua kakovyiog*

Oy ouyvég

Emdeivoon g yevikng puoikng katdotoons®,
Oidnua mpoodnov*, Avtidpaon g Béong éveong*,
Awtopayn Prevvoydvov*, Owpakikd dAyoc,
Awtapayn Tov Padicpatog, AicOnon yoypov,
E&ayysimon®*, Emuthoxn opeildpevn oe kabetnpa*,
Metoafoin ot diya*, Ompakikn dvceopia, AicOnon
petafoing g Bepurokpaciog tov copatoc*, AAyog
g Béonc éveong*

Xravieg

Odvotog (cuuneptAaPavoprEVOL TOL c1PVidIo),
[MoAvopyavikn avemdpkela, Apoppayio g 0éong
éveonc*, Knin (ovumepirapfavouévon tov
o160aytKoL TpNpatog)*, Kabvotepnuévn emodimon®,
Ddreyuovn, Prefitida g 0éong éveonc®, Evaistncio,

'Elxoc, Evepebiotdomra, Mn kapdiokd Ompakikd

&dyog, Alyoc tng Béong tov kabetnpa, AicOnon EEvov
GMUOTOG

Hopaxivikés eEetdoetc

Xuyvéc

Meiopévo copatikd Bapog

Oy ovyvég

YrepyoiepvOpvaipio®, Mn @ueloAoyIKEG TPOTEIVIKES
avaAvoeic*, Avénuévo copatikd Bapog, Mn
@Volo0A0YIKEC €eTdoelc aipatoc®, AvEnuévn C-
avTIOPAOG TPOTEIVT

Zrdvieg

Mn gucioroyikd aépia aipatoc*, Avouoiisg
NAEKTPOKAPIOYPAPNLATOS (GUUTEPIAAUPOVOUEVIC
g mopdtacnc tov dwotuatog QT)*, Mn
@LO10A0YIKN S1EBVNC opalomoinuévn oyéon’,
Meiwpévo yaotpikd pH, AvEnuévn cvoompevon
opomeTariov, AvEnuévn tportovivn I, Tavtomoinon
TOV 100 Kot oporoyio*, [TaboAoykn e€étaon ovpwv*

Kokdogig, dnintmpidoeic ko
EMTAOKEG T®V OEpamEVTIKOV
YEPLOUDV

Oy ovyvég

[Ttoon, Moromog

Zrdvieg

Avtidopaon katd ) petdyyon, Kotaypata *, Piyn*,
Kdékwon npoconov, Kdxmon dpbpwonc*, Eykavpara,
Pnén, Akyoc amd 1atpikn mpaén, Koakmoeig and
axtivoPfoiio*

Xelpovpyikoi kot dAlot
tpol yepiopol

Zrdvieg

Evepyomoinon pokpoedymv

MAK=un dAlwg xaboprlopevn

* Oupadomoinom meplocdtepwV omd VOGS TPOTL®IEVOY Opwv Tov MedDRA
# Avembounteg evépyeieg petd v kukhogopia aveEoptitmg vaeiEng
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Aéupaua oo kdtropo tov povodo (MCL)

To popik acpdrelag g Poptelopipnng oe 240 acbeveic pe Aéppopo and KOTTAP ToVv Povova oV
Mupovay Bepomeia pe Boptelopiunn ota 1,3 mg/m? oe cuvdvacud pe prrovEipdumnn, KokAoemoeauion,
do&opovfikivn kot tpedvilovn (BR-CAP) évavtt 242 acBevav mov AapPavay Oepaneio pe prrovipuaunn,
KUKAOQ@GQaidn, do&opovfucivn, frvkpiotivn kot tpedvilovn [R-CHOP] ftav oyetikd mapopolo pe
exelvo mov mapatnpnnke oe acbeveig pe TOAAATAOOV HLEA®UA, LE TIG KUPLEG OLOPOPES VO TEPLYPAPOVTOL
napokdte. Emnpdcobetec avemBounteg avtidpdcelg 6to paproko mov tovtonomdnkav Kot oyetiCoviav pe
N gpnon ¢ Bepanciog cuvovacuov (BR-CAP) ntav Loipwén nratitidog B (< 1%) kot ioyoipio Tov
povoxoapdiov (1,3%). Ot TapdLolES EMTTMOGELS AVTOV TV CLUPAVTOV Kot 6To dVO oKkEAN Bepameiog
VRESEEAY OTL 01 GLYKEKPLUEVES aVETIOOUNTES AVTIOPAGEIS GTO PAPLOKO OEV UTOPOVV VA At0d000VV HOVO
ot Poptelopiunn. Aétoonueinteg dtapopéc otov mAnbuoud acbevav pe MCL o€ 6OyKploT LE TOVG
acBeveic oTig pehéTeg TOV TOALATAOD HVEADULATOG TV pia KOTA > 5% vynAdtepn enintmon TV
OLLLOTOAOYIKOV avemBountov evepyeumv (ovdetepomevia, Bpoppomnevia, Aevkomevia, avaipio, Aeppomevia),
TEPLPEPIKNG aeONTIKNG vevpordOetag, vaéptaonc, Tupesing, TVELUOVING, CTOUATITIONG Kol S10TAPA DY
TPLYYDONUOTOG.

Ot avemBOunteg avidpdoels o1 onoieg TavtomomOnkav wg ekeiveg pe enintwon > 1%, mtapdpota M
VYNAOTEPT eminToT 610 okélog BR-CAP kai tovddyiotov evdeydpevn 1 mOavn aiTloA0yIKN oEom UE TIg
ouviothoeg Tov okélovg BR-CAP, avaeépoviar otov Ilivaka 8 mapakdtw. [leptiappdvovtor emiong ot
avemBuunTeg avTIdpACELS 6TO PAPLLOKO OV TavTonomOnKay 610 okéAog BR-CAP, ot omoieg Bewpnnie
0TT0 TOVC EPEVVNTEC OTL EYOVV TOVAGYIGTOV eVOEYOLEVT N TOAV OLTIOAOYIKT GY€on pe TN Poptelopiumn pe
Baon ta 1oToptkd dedopéva 0md TIG LEAETEG TOL TOAAUTAOD LVEAMUATOG,.

Ot avemBOunTeg evépyeleg TOPOVGLALOVTOL TAPUKATM OVE KOTYOPio/opyavikKO GUGTIIO Kol KOTYOopia
ocuyvotntac. Ot cuyvotnteg opifovrar og eéng: Ilodd cuyvég (= 1/10), ouyvég (= 1/100 émg < 1/10), oyt
ouyvég (= 1/1.000 éwg < 1/100), omdvieg (= 1/10.000 émwg < 1/1.000), ToAd omdvieg (< 1/10.000), un
YVooTég (0ev umopolv va, ektiunfovv pe Baon ta dabéciua dedouéva). Evtdc kdbe katnyopiog
ouyvoTNTOG EPLPAVIoNS, ot avemBounteg evépyeteg mapatifevror katd phivovca cepd coPapdtntag. O
nivaxag 8 dnuovpyndnke pe tn xprion g Exdoong 16 tov Aeikod MedDRA.

Hivaxag 8: AvemObunteg evépyeieg o€ aobevels ue Aupmuo. amo KOTropo. Tov pavoda wov Adupovaoy
Ogparcio yue BR-CAP o uio klvikn dokiun
Katnyopia/ Opyoaviko Enintoon AvemOOunTn evépyera
ZO6TNHO
Aoumnéelg kat mapooitwcelg  [[ToAd ouyvég [Mvevpovia*
Yuyvég Inyoupio (copmepAapBovopévng tng oNmTIKNG

katomAnéioc)*, Epnng (ootipag
(ovumepriapfovopévov Tov d1éyvToL Kot TOL
opBodpkov), Aoipwén amod 16 tov Epmnta*,
Boaxmmplakég Aopuméeic*, Aotumén tov
AVATEPOL/KOTMTEPOV AVOTVEVCTIKOD GUOTIUATOS,
Mukntiootkn Aotpoén*, Amlog épnng*

Oy ovuyvég Hrartitda B*, Aoipwén, Bpoyyonvevpovia
Awtapayéc tov apomomtikoy (IToAd cuyvég ®popPonevia*, Eumopetn ovdeteponevia,
KO TOV AEUPLKOD GLUGTHOTOG Ovdetepomevia®, Aevkonevia®, Avaipia®,
Agppomevia*
Oy ovyvég [Movkvtraponevio™
Awotapayég Tov Zuyvég YrepevoicOnoio®
(VOGOTOMTIKOD GUGTALATOS Oyt uyvéc AVOQUAAKTIKH avTidpaon

Awotapoyéc tov petafolopod [IToAd cuyvéc Mewopévn 6peén

Ko g Opeymg Toyvéc Ymokahonpio®, Mn gucstoloykn yAvkdln aipatoc®,
Yrovatpopio*, Zakyoapmong dwapntnc*,
Koataxpdnon vypov

Oy ouyvég XHvopopo Aong OyKov
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Koatyopia/ Opyoviko Enintoon AvemOOunT evépyera
Xvotnpa
Yoylatpikég dratapoyés Zoyvég Awtopayég vmvov*
Awtapoyég Tov veuplkon [ToAb cvyvég [eprpepikn areOnTikn vevpondbeia, AvooicOncio*,
GUGTNLLOTOG Nevparyio*
Zuyvég Nevponabeiec*, Kivnrtikn vevporabeia*, AnmAcio
ocuvveidnong (cvpmepthapfavopévng g GLYKOTNG),
EykeparondBera*®, [leprpepikn aioOntucokvnTikn
vevporabela, ZaAn*, Aveyevsio*, Avtdvoun
vevpondOel
Oy ovyvég AcTtd0gl0 AVTOVOLOV VEVPIKOD GUGTHUATOG
OpBaipikég droTapoyég Zuyvég Avopoin 6paon™
Awtapayéc Tov OTOG KoL Tov  [Xuyvég Avoakoio (cvprmepthappovopévey Tmv epponv)*
Aapopivbov Oy ovyvég ‘TAyyog*, Exntoon g akovotikfig o&utnrag (§wg kat
SVUTEPIAAUPAVOLEVIC KDPWOOTC)
Kopdiaxég datapayés Yuyvég Kopdioxn poppapouyn (copmeptrappovopévng
KOATIKTG), AppuBuia*, Kapdiokn averdpreio
(ovumeprrapPfovopévng e aplotepng Kot e deidg
Kothiag)*, Ioyaipia Tov pookapdiov, Kotliokn
dvoiettovpyio*
Oyt ouyvég Kopdiayyelaxn datapoyn (coumeptrapfavopévne g
Kapdloyevoig kataminéiog)
Ayyelakég datapoyég Zuyvég Yréptaon*, Yrotaon*, Opboototiky vrdtaon

Alotapoy£S TOV AVATVELGTIKOD
GLGTHOTOC, TOL OdpaKa Kot
Tov pecobwpdkion

Xuyvéc

Avcnvoln*, Brjyoc*, Ad&vykag

Oy ovyvég

2Hvopopo o&elag avamveLoTIKNG SUGYEPELOG,
[Tvevpovikn gppoin, [vevpovitida, [Tvevpovikn
vréptoo, [vevpovikd oidnuo (coumeptiapfoavopuévon
oV 0£E0C)

Awtapoyég Tov
YOOTPEVIEPIKOD

[ToAd cuyvég

Sountdpoto voutiog kot guétov *, Adppota*,
Yropatitida*, AvokotoTnTa

Zoyvég

TNaotpeviepikn apoppayio (copmeptropupovouévou
Tov PAgvvoyovov)*, Aldtaon g Kothiog, Avoreyio,
Yropato@apuyykd diyoc*, Faotpitida*, EEElkmon
Tov otopotoc*, Kotlaxn duepopia, Avepayia,
dLeypovn Tov yaotpeviepikovn®, Kothakd dhyog
(cvumepAaUPOVOUEVOD YOGTPEVTIEPIKOD KOl GTANVIKOD
dAyoug)*, Ztopotikn Statapoyn’®

Oy ovyvég

KoAitida (coumepthoufovouévou tov clostridium
difficile)*

Awotapoy€c ToV HIOTOC KOl TV
XOANPOP®V

Zoyvég

Hratoto&ikdt o, (cupmepthappavousvng tg
NTOTIKNG SLOTOPAYNC)

Oy ovyvég Hrotu averdpkeio
Awtopayéc Tov déppotoc ko [[ToAd cuyvég AwTopoyn Tpiyy®uatoc*
TOV VTOFOPIOV 1GTOV Soyvéc Kwvnoudc*, Aepportitido*, EEavOnuo*

AloTopayEC TOV HVOCKEAETIKOD
GUGTNOTOG KOl TOV
oLVOETIKOD 16TV

Zoyvég

Mvikoi oracpoi*, Mvockeletikd dAyoc*, AAyog o€
aKpo

ATapoyéc TOV VEQPOV Kot | XuyvEC Ovporoipwén™

TV 0OVPOPOPWV 00DV

Ieviéc dratapayéc kat [ToAb cuyvéc IMvpeio*, Koénwon, EEacévion

KOTOGTAGELG TNG 0500 Soyvéc Otdnpa (cupmepthapPavouévon Tov TePLPePLKoD),
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Koatyopia/ Opyoviko Enintoon AvemOOunT evépyera

Xvotnpa

xopnynong Piyn, Avtidpaon g 0éomng éveonc*, AicOnua
Kakovyiog*

Hopaxkivikég e€etdoelc Zuyvég YrepyoriepvOpwvaipio®, Mn @uGloAoYIKEG TPOTEIVIKEG

avaAvoelc*, Melopévo copatikd Papog, AvEnpévo
COUOTIKO Bapog

* Opodomoinon TePIGGATEPMV TOV EVOG TPOTILOUEV®Y O0p®V Tov MedDRA.

Heprypaon) emieypévov avemBOunNTmV EVEPYELDV

Eravevepyomoinan tov 100 éprnra {wothpa

Hollamdodv pvélawuo

[popviaktiky avtuky Bepaneio yopnynnke oto 26% twv achevaov oty opdda B+M+P. H enintoon
Tov épmnta {owotnpo oTovg aobeveic g opddag Bepamneiog B+M+P ftav 17% Yo acbeveig otovg omoiovg
dev yopnynOnke mpopuiaktikn aviuikn Oepaneio oe cuykpion pe 3% yio acbeveic oTovg 0MOioVG
xopnynonke mpopuioktikn avtukn Bepansia.

Aéupawua oo KdTTopo, TOL HaVAIDo,

[poguiaxtikn avtwukr| Bepaneio yopnynonke o 137 and Tovg 240 acBeveic (57%) oto okéhog BR-CAP.
H enintoon tov épanta {wompa otovg acbeveig Tov oxélovg BR-CAP ftav 10,7% yio acBeveic otovg
0moiovg dev yopnynHonke TpoPuAaKTIKY avtilikn Bepameio og chykpion pe 3,6% yuo acbeveic oTovg
omoiovg yopnynOnke Tpopuroktiky avtukn Oeponeio (PAéne mapdypapo 4.4).

Eravevepyoroinon kou Loiuwln anod tov 10 e nroatitidos B (HBV)

Aéupawua omod kdTropo. Tov povodo,

HBYV Loiuwén pe Boavatneopeg exPaceig mapatnpndnke oe 0,8% (n=2) tov acbevodv oty opddo mov dev
Aappave Oepomeio pe Poptelopipmn (prrov&iudunr, KUKAOPOoEOUidN, do&opovPikivn, fvkpiotivn kot
npedvilovn, R-CHOP) ko o€ 0,4% (n=1) twv acbevav mov Aapfovav Boptelopipnn ce cuvovacuo e
prrov&dun, KuKAOPOoEoUidn, 6o&opovPikivn kat tpedvilovn (BR-CAP). H cuvolikn enintmon
roudéewv nratitidag B frav mapopoto og acbeveic mov Adupavav Oegponcio ue BR-CAP 1 ue R-CHOP
(0,8% évavtt 1,2%, avtictorya).

Leprpepixn vevpordbelra oe oyfuota govovaoioD

Hollamlodv pvélawpuo

Y& dokpég otic omoieg  PopreCopiumn yopnyndnke cav eicaywyikn Oepaneio oe cuvdvacud pe
de€apebalovn (uerétn IFM-2005-01) ko pe de&apedaldvn-0aridouion (uerétn MMY-3010), n cuyxvotnta
EUPAVIONG TNG TEPLPEPIKNG VELPOTTADELNG GTO GLVOVACTIKA GYNULOTA TAPOVGIALETOL GTOV TivaKo
TOPUKAT®:

Iivoxog 9: 20yvOTHTO EUPAVIONS THG TIEPIPEPIKNG VEVPOTADEIOS KOTA TH OIOPKELD. THS EICOYWYIKNG
Oepaneiog ooupwva, pe v tolikétnTo. kai oraxon e Gepomeiog A0y Tng TepIYePIKNS VELPOTADELAS.
IFM-2005-01 MMY-3010
VDDx BDx TDx BTDx
(N=239) (N=239) (N=126) (N=130)
Zuyvotnto epeaviong g IIN (%)
Ohot o1 fabpot [IN 3 15 12 45
BaOuog IIN > 2 1 10 2 31
BaOuog IIN > 3 <1 5 0 5
Awaxonf) Moym g TIN (%) <1 2 1 5

VDDx=Bwkpiotivn, doEopovPikivn, deEapebalovn, BDx=Poptelopipnn, de&auebalovn, TDx=0ardopuion,
de€apebalovn BTDx=Poptelopipmnn, Oaiidouidn, de&apedalovn, [IN=repipepikn vevpomdOeia

Inueioon: H mepipepikn vevpomdBeia meptAapBavel TOUG TPOTIUMIEVOVS OPOLS TEPLPEPIKT VEVPOTADELD,
TEPLPEPIKT KIVITIKN VELPOTADELD, TEPLPEPIKT AIGONTIKT VELPOTADELD KOl TOAVVEVPOTAOELQL.
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Aéupwua oo KoTTopo. Tov UaVOdo:.

> peiétn LYM-3002, oty omoia 1 Boptelopipmn yopnyndnke pe prrtovindunn, KuKAOGOGQapion,
do&opovfikivn kot mpedviovn (BR-CAP), n enintwon nepipepikng vevpomdbeiag ato Oepamevticd
GYNLLOTA GLVOLOGLOV TOPOVGIALETOL GTOV TIVAKO TOPOKATM:

Hivaxag 10:  Erirtwon mepipepikng vevporadberos oty uelétn LYM-3002 ooupavo. we v tolikotnta ko
oroxonn ¢ Oepormeiog A0y THS TEPIPEPLKNS VEVPOTADELOS

BR-CAP R-CHOP
(N=240) (N=242)
Zoyvotro eppdaviong g 1IN (%)
Ohot o1 Badpot [IN 30 29
Bafpog I[N > 2 18 9
Babpog IIN > 3 8 4
Awoxon) Aoyw g TIN (%) 2 <1

BR-CAP=Boptelopipnn, prrtov&ipuaunn, KokAopmoeapion, do&opovfikivn kot tpedvilovn, R-
CHOP=prrov&uaumn, xokhopmceauion, do&opovfikivn, frvkpiotivn kot tpedvilovn, IIN=repipeptkn
vevporadeia

H meprpepicny vevpondBeio meptAapuPdvel Tovg TPOTIUMUEVOVG OPOVG: TEPLPEPIK aoONTIKY vevpoTddeLa,
TEPLPEPIKT) VELPOTADELN, TEPLPEPTKT KIVITIKT VEVPOTAOELD KOl TEPIPEPIKT] OULTONTIKOKIVITIKN
vevpomaela.

Hlawuévor aoleveic pe Jéupawua omo xdtrapo t1ov povéda

42,9% ko 10,4% tov acBevav oto okéhog BR-CAP Ntav 610 nAkiaxd evpog 65-74 €t ko > 75 €1,
avtiotoyya. 2061000, o aobevelg nhkiag > 75 €, koar 10 BR-CAP kot to R-CHOP ftav Arydtepo avekrd,
T0 T0606TO coPapmv avemBvuntev evepyeldv otig ouddeg BR-CAP ftav 68% e ovykpion pe 42% oty
onada R-CHOP.

Abioonueiwtes drapopéc oto mpoil acpdlelog e foptelopinmne OTow YopnyeiTor VILOIOPIO. EVOVTL THS
EVO0QALEBLOC YOPNYNTNC WC UEUOVIWUEVOD TOLAYOVIO

21 pekém @aong I o1 acbeveig mov Eafoav Boptelopipnn vwoddpia 6€ GOYKPIoN UE TV EVOOPAEPLa
yopnynon eixav 13% younAotepn cLVOAIKY eminT®ON Yia Tig avembOuNTeG EvEpyEleg Tov Expnlov
eMELYOVOOG avVTILETOTIONG Kot Tov Bafiod 3 1) vymAdtepov Mg mPog TV ToEoTTa Kot 5% YopunAdtepn
emintoon yo ) dakon G foptelopipnne. Ot GUVOMKEG EMMTAOGELS TNG EPPOLOC, TOV YOOTPEVIEPTKOD
KOl KOTALOKOD GAYOLG, TOV KOTAGTAGE®V E0GOEVIONG, TV AOIUDEEDV TNG AVATEPTG AVOTVEVCTIKNG 0600
Kot TV TEPLPEPIKAOV vevporabeldv Ntav 12%-15% yapnidotepeg oty opdda T vwodoplag xopnynong o
oyxéon pe TV opada evoopAEPiag yopnynone. EmmAéov, n enintomon tov Teplioeptkdv veuporadeidv
Babuod 3 1 vymrotepov Rrav 10% yoaunlotepn Kot 0 puOUOS 1KOTNG AOY® TEPLPEPIKDY VELPOTADEIDY
Nrav 8% YoapnAOTEPOG Yo TNV OPAdn LITOSOPLAG XOPNYNONG OTMG cLYKPIONKE pe TV EVOoPAEPLa
xopmynon.

"E&1 to1g £katd TV 060evdv elyov TOTIKY OvVETIBOUNTN EVEPYELD GTNV LTOOOPLA YOPTYNOT, KVUPIWOGC
epuBpomta. Ta tepiotatikd amokotacTddnKay og éva SIESO NASTNHA 6 MUEPOV, TPOTOTOINCT] TNG
doomg amartnOnke oe dVo acbeveic. Abo acbeveic (1%) siyov coPapég avtidpdoels, 1 mepintmon Kvnouov
kot 1 mepintmon epubpotntoc.

H enintoon tov Bavatov ot Ogpancio frav 5% oty opdda Bepameiog pe vroddpla yoprynon kot 7%
otnv opada Bepaneiog pe evooeAEPia yopriynon. H enintwon tov Bavdtov and «eEehioodpevn voco» ftav
18% otnv opdda vrodoplag yopnynongs kot 9% otnv opdda vooPAEPLag yoprynong.

Eravdlnyn Ospaneiog oe aobeveic ue vrotpomidlov mollomlovy uvélwuo,

Ye pio peAétn oty onoia emavainednie 1 yopnynon g Poptelopiunng oe 130 aceveig pe
VROTPOTIALOV TOAAATAODY LLELMDLLO, Ol OTTOT01 TPONYOLUEVMG ELYOV TOVANYIGTOV LEPIKT AVTOTOKPLIOT| GTO
oynua Tov wepieiye Poptelopipmn, o1 o cuyvég avemBounteg evépyeilec OAwV TV Pabudy Tov
TOPOVGIAGTNKAV TOLAGYIGTOV 6T0 25% TV acbevav Ntav Bpopforevia (55%), vevpordbdeia (40%),
avarpia (37%), duappora (35%) kot duckotridtnrta (28%). OAot o Babuol meprpepikng vevpomdetag kot ot
Babuol meprpepicng vevpomddetog > 3 mapatnpndnkav og 40% xat 8,5% TV acbevav, avtictoyya.
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Avopopd mBavoloyobuevav avemOuntmv evepyeldv

H avagopd mhoavoroyodpuevov avemBounTtov evepyel®dv HETA amd T YopnyNnon Adelog KukAoPopiag Tov
(OPUAKEVTIKOV TPOiOVTOG gival onuavtiky|. Emttpénet tn cvveyn mapaxoiovdnon g oyéong opérovg-
KLIVOUVOL TOL POPLOKEVTIKOV TPOIOVTOG. ZNTEITAL ATd TOVG EMAYYEALOTIES VYEIOG VAL AVOPEPOLV
0TO1EGONTTOTE TOAVOLOYOVUEVEG aVETIHOUNTEC EVEPYELEG LEGM TOV E0VIKOD GUGTNLATOG AVOPOPAS TTOV
avaypaoeetot oto [Tapdptnua V.

4.9 Yrepdocoroyio

e aoBeveic, N vepdocoroyia Le HOCT TAPUTAVE® OO SITAAGL OO TNV TPOTEWVOUEVT] OOCT) GYETIGTNKE LE
o&eia eLEAVIoT GLUTTOUATIKNG VTOTOoNG Kot Bpopfoneviog pe Bavatnedpa aroteléopata. ['a tig
TPOKAVIKEC KOPILOYYELOKES POPUOKOAOYIKES HEAETEG aoPiAelag, PAETE Topdypapo 5.3.

Agv vdpyel yvwotd 1016 avTidoto yio vrepdocoroyia foptelopinmng. Xe mepintmon vepdocoA0Yiag,
npémel va mapokorovbovvtar ta {oTikd onpueia Tov acdevong Kot va, 600l KUTAAANAT VTOGTNPIKTIKA
aywoyn ywo va St pn et n wieon tov aipatog (0nmg vypd, Tapdyoviesg abHENOTG TG TECTG TOV ALATOG
Ko voTpomovg mapdyovtes) kat 1 Beppokpacio copatog (PAETe moapaypdpovg 4.2 kot 4.4).

5. ®PAPMAKOAOI'IKEX IAIOTHTEXZ
5.1 @ oppoKOSVVUPIKEG LOLOTITES

DdoppokobepamenTikn Katnyopio: AVIIVEOTAUCUATIKOL TOPAYOVTEG, GAAOL OVTIVEOTANCUATIKOT
napdyovtes, kodkdg ATC: LOIXGO1.

Mnyaviouog dpdong

H Poptelopiumn givon évog avaoctoréns tpoteocopatiov. Eivol educd oyediacévn va ovacTtéALEL TNV
napopota pe eketvn g yopodpuyivng dpdon tov 26S tpoteocwpatiov oo KutTapa TV Inhactikdv. To
26S TPOTEOCOUATIO EIVOL £VO, LEYOAO GOUTAOKO TPAOTEIVAOV TO 0TTOI0 OTTOIKOJOUEL TIG OVPBIKITIVIOUEVEC
npwteivec. H 0606 ovPucitiving-tpmteocmpatiov Tailel ovsidon poro ot pHoucn tov puduov
OVOKVKAMONG GUYKEKPLUEVOV TPOTEIVOV Kol ETOUEVMOG GTN SLULTHPNOT| TNG OHOOCTACTG EVTOG TOV
Kuttdpwv. H avacstol tov 26S tpwteocouatiov epmodilel Ty eMOIOKOUEVN TPOTEIVOALGT KOl
emnpedlel TNV KMUOKOTN akoAovdio TOAAATAGY CNUATOV VIO TOV KLTTAPOL, 00N YDOVTAG TEAMKA GTO
BAavaTo TV KapKIVIKOV KUTTAPWV.

H Boptelopiunn givor éviova ekAEKTIKT MG TPOG TO TPOTEOCOUATIO. X& CLYKEVIPOOELG TV 10 pM, 1
Boptelopipnn 6ev avacTéAAEL Eva LEYAAO aplOpd LTOSOYEMVY Kol TPMTEASMY TOV EPEVVRH OOV KOl givat
nep1ocdtePo amd 1.500 @opég o EKAEKTIKY| TPOG TO TPMOTEOCSOUATIO TAPA TPOG TO EMOUEVO TPOTIUNTED
évlopo. H kivnrikn g avactoAng tov mpoteocopatiov atoAoyndnke in vitro kot 1 foptelopiunn £6eiée
va daympiletol omd T0 TPOTEOCOUATIO PHECH OE YPOVO tha 20 AemTMV, AMOSEVDOVTAG OTL 1) OVAGTOAT TOV
TPMTEOCOOTION 0o T Poptelopiunn elvar avacTpéyun.

H avactoAn tov tpmteocopatiov dtapuésov g Poptelouipnng emnpedlel To KOPKIVIKG KOTTOPO, LE
SLAPOPOLE TPOTOVE, GTOVG OTTOIOVE CLUTEPILAUPAVETOL, LETAED AAA®DVY, N LETABOAN TV PLOUICTIKOV
TPOTEIVOV OV EAEYYOLY TNV eEEMEN TOV KVTTOPIKOD KOKAOL KOl TV EVEPYOTOINGT) TOV TUPTVIKOV
napdyovta kénma B (NF-kB). H avaotoAn tov tpoteocmpatiov 0dnyei ot 1Koy TV KOTTOPIKOD
KOKAOL Kot o€ amomtwon. O NF-kB eivan £vog mapdyovtog petaypoeng Tov omoiov 1 evepyomoinon
omoLTEITOL Y1 To O1APOPa EMITESN OYKOYEVESNG, CUUTEPIAUUPAVOEVIG TNG KVUTTOPIKNG OVATTUENG Kol
emPiwong, TG ayyEOYEVESNC, TMV OAANAETIOPACEDY AVAUESH GTO KOTTAPO KOl TNG HETAGTAONS. XT0
poélopo, n Poptefopipmn exnpedlel MV KOVOTNTO TOV KUTTAP®Y TOV HUEADUNTOS VO GAANAETIOPOVV pE
TO UIKPOTEPIPAALOV TOL HVEAOD TV OGTMV.

To mepdpata mov £xovv dievepynbet £dei&av OtL 1 Pfoptelopinmm eivorl KVTTAPOTOEIKT] GE SLAPOPOVE
TOTOVG KOPKIVIKOV KLTTAP®V KoB®MS Kol OTL To KApKIVIKE KOHTTOpQ £ivar o gvaictnta oTig Tpo-
OTOTTMTIKEG CUVETELEG TNG OVOGTOANG TOL TPWOTEOCOOTION GE GVYKPLON LE TA PLGLOAOYIKE KVTTApa. IN
vivo, 1 Boptelopiumn peidvel Ty ovamToén Tov 6ykov o€ TOAAG TPOoKAVIKA HOVTEAN OYKMV,
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GUUTEPIAOUPAVOLEVOD TOV TTOALATAOD HVEAMLOTOG.

Ta dedopéva amd in vitro, ex-vivo kat {oikd povtéha pe Boptelopipmn vrodeicvooovy ot n Poptelopipmn
av&dvet TV 06tE0PAACTIKY| dtopopomoinon Kot dpAon Kot aVaSTEALEL TV 0GTEOKAAGTIKT AELTOLPYiOL.
Avtég o1 emdpdioeis £xovv mapoatnpn et oe acheveig pe Tolhamrlodv puéopa Tov Exovv TpocPinbdel amod
L0 TPOYOPMUEVT] OGTEOAVTIKT VOGO Ko eAdpfovay Oepaneia pe foptelopipmn.

Klvikr) armotedespotikdtra o€ un pobdepamevuévo ToAAAmTAOLY puEAmu

Atevepynonie pa tpoomtikny @dong 111, d1ebvng, Toyaomomuévn (1:1), avorytod oYedacHod KAVIKI
uerétn (MMY-3002 VISTA) o 682 acheveic yio va kabopicet v 1 Poptelopipmn (1,3 mg/m?
YOPNYOUUEVO pE evEOEAEPLO £veon) o€ cuvdvacud pe peheardvn (9 mg/m?) kar mpedvilovn (60 mg/m?)
odnyovce og Pedticon Tov ypovov g v e&EMEn ¢ vooov (time to progression -TTP) o oyéomn pe
uedparévn (9 mg/m?) ko mpedvilovn (60 mg/m?) oe acbeveic pe pn mpobepomevuévo TOAAUTAODY
puédopa. H Begpameia yopnyndnke ya éva péyioto 9 kokhov (mepinov 54 gfdopddec) Kat dlekomn Eykapal
o€ mepimtwon e£EMENG TS vOGOL M| un amodekthg toékdtnrag. H didpueon nikia tov acbevav otn pedétn
nrav 71 €, 50% "Mrav dvopeg, 88% avirav otnv Kavkdoio guin kot o didpesog Padioc Katdotoomg
wavotrag katd Karnofsky yia toug acBeveic ntav 80. O acBeveic etyav poéhopa IgG/IgA/elappdg
0AVGOL 6€ T0G00TA 63%/25%/8%, ddueon aposeatpivn 105 g/l, kot didpeco apBud ayponetaiioy
221,5 x 109/1. apopoa mocootd acbevav siyav kdbapon kpeatviviig < 30 ml/min (3% o¢ ka6 oK€rog).
Tn otiypn g mpokaBopiopévng evOLANESTG OVAAVOTS, TO TPOTEVOV KOTUANKTIKO GTLUELD, O XPOVOS MG
v e&€MEn g vooov, giye emttevybel kot Tpoocpépbnke oTovg asbeveig g opadoac M+P 1 Oepamneio
B+M+P. H péon maparxorovdnon nrav 16,3 pivec. [paypatomoOnie n telikn avabedpnon g
emPioong pe péon dudpkela mapakorovdnong 60,1 prves. opatnpnbnke oTaTIGTIKA ONUAVTIKO OPELOG
oV emPioon vép g ouddag Oepaneiag B+M+P (HR=0,695, p=0,00043) mopd t1c Oepaneicg mov
axolovOnoav kot mepiérafav oynuata Bacicpéva o foptelopipmn. H péon emiPioon oy opdda
Bepaneiog B+M+P fitav 56,4 piveg oe ovykpion pe 43,1 pfvec oty opdda Beponeiog M+P. Ta
OTOTEAECLOTO, AMOTEAEGUOTIKOTNTAG TTOpOLGLAlovTal 6ToV mivoka 11:

Hivaxag 11:  AmoteAéouaro yio Thv amOTEAEGUATIKOTHTO UETC, TO THY TEAIKY avoldedpnon TS emPiwons
oty ueiétn VISTA

216y0G AmOTELEGNOTIKOTNTAG B+M+P M+P
n=344 n=338

Xpovog g v eEEMEN TG VOGOL

[Mepiotatikd n (%) 101 (29) 152 (45)

Aapeon tiun® (95% CI) 20,7 pnveg 15,0 prveg
(17,6, 24,7) (14,1,17,9)

Adyoc kivdvvooP 0,54

(95% CI) (0,42, 0,70)

Twn-p? 0,000002

Empioon erev0epn e&élng

[epiotatikd n (%) 135 (39) 190 (56)

Atdpeon tiun® (95% CI) 18,3 unveg 14,0 pMveg
(16,6, 21,7) (11,1, 15,0)

IAOyog KivdovouP 0,61

(95% CI) (0,49, 0,76)

Twn-p? 0,00001

2Zovoiukn empioon*

[epiotatikd (Bdvatoy) n (%) 176 (51,2) 211 (62,4)

Atdpeon un® (95% CI) 56,4 unveg 43,1 unveg
(52,8, 60,9) (35,3, 48,3)

Abyoc kivdvvooP 0,695

(95% CI) (0,567, 0,852)

Twn-p? 0,00043

I[oco6Té avramokpiong n=337 n=331

MAnBvoudc® N=668

CR‘n (%) 102 (30) 12 (4)
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>10Y0G UTOTELECUOTIKOTNTAG B+M+P M+P
n=344 n=338

PR¢ n (%) 136 (40) 103 (31)

NCR n (%) 5(1) 0

CR+PR‘ n (%) 238 (71) 115 (35)

Tn-p° <1071

Meimon g M-TpoTeivng otov 0pod n=336 n=331

[MAnBvuopuog" N=667

> 90% n (%) 151 (45) 34 (10)

Xpovog mpartng avranokpiong og CR + PR

Aldueon Tyl 1,4 pveg | 4,2 pnveg

Méon" O10pKELL UVTUTOKPLONG

CR® 24,0 unveg 12,8 unveg

CR+PR® 19,9 ufvec 13,1 unveg

Xpovog £émg TNV emoépevn Bepoameia

[Mepiotatikd n (%) 224 (65,1) 260 (76,9)

Atdipeon Typna (95% CI) 27,0 unveg 19,2 pfveg

Adyoc kivdvvooP 0,557

(95% CI) (0,462, 0,671)

Tin-p? < 0,000001

* Extiunon Kaplan-Meier.

P H extipnon tov Adyov kivdivov Baciletor og éva Cox ovaloyikd HOVTELO KIvEUVOL TPOGAPUOGUEVO Y10
TOVG TOPAYOVTEG OTPMUOTOTOINONG: Po-pikpoo@aipivn, Agvkopativip kol meployn. Adyog Kvduvov
pikpdtepog and 1 vmodewkviel mheovéktnua yio tnv VMP.

" H ovopaotikn Tiun-p Paciletar otn otpopatoronuévn dokipacio log-rank tpocappocspévn yia tovg
TOPAYOVTEG GTPOUOTOTOINGONG: P2-LKPOCOUIPivY, ASVK®UOTIVY KoL TEPLOYN.

8 H tyun-p y10. 10 [ocoostd Avtandkpiong (CR+PR) amd t doxipacio Cochran-Mantel-Haenszel -
TETPAYOVO TPOGAUPLOGUEVT Y10 TOVG TOPBEYOVTES CTPWOULATONOINGNG.

¢ O mAnbvoudg avtamdkpiong neptropupavel Tovg acbeveic mov giyav peTpnoun vocso katd v évapén.

¢ CR=r\png avtomokpion, PR=pepikh avtamdkpion. Kpirgpia EBMT.

T'OMo1 01 TVYOOTOINUEVOL 0GOEVEIC [LE EKKPITIKT] VOGO.

* Emkouponoinon g enifioong paciopévn og didpeon ddpketa topakorovdneng 60,1 unvav.

CI = duaotpo gpmotoovivig

Aaobeveic mov sivar KaTdAANAOL Y10 HETAUOTYEVGT APYEYOVOY KDTTAPWY

ADO TLYOLOTTOMNUEVES, AVOTYTOV OYXESAGUOV, TOAVKEVTPIKES peréTeg paong T (IFM-2005-01, MMY-3010)
Seénynooy yio vo Katadei&ouy TV ac@AAELD. KoL TNV OTOTEAECUOTIKOTTA TG fopTelOMiUmNG 6€ SITAOVG
KoL TPIAODE GLVOLAGUOVG UE GALOVG ¥NUELODEPUTEVTIKOVG TOPAYOVTEG, MG EICAY®YIKT Oepameia Tpv amod
TN HETOUOGYEVOT OPYEYOVAOV KVTTAPWOV o€ 0oBeveic pe un Tpobepamevpévo TOAAATAODY LVEAMLLA.

> peiém IFM-2005-01 1 Boptelopipmn oe cuvévacuod pe de€apedalovn [BDx, n=240] cvykpibnke pe
Bwikprotivin-6o&opovfikivn-deapnedalovn [VDDx, n=242]. Ot acBeveic oty opddo BDx élafav técoepic
KOKAOVG TV 21 nuepdv, 6mov o kabévag arnotelodvtoay and Poptelopipmn (1,3 mg/m? yopnyoduevo
EVOOQAEPimg 600 Popég TV Rdoudda Tic nuépeg 1, 4, 8 kot 11) kot amd tov otopatog de&oucdaldovn

(40 mg/muépa tig nuépeg 1 €mc 4 ko T uéPes 9 mg 12, atovg kbxdovg 1 kot 2 kot tig nuépeg 1 émg 4
6ToVG KOKAOLG 3 kot 4).

AVTOAOYEC LETAPOCYEVOELS OPYEYOVOV KVTTAPMV TpayuaTorothOnkay e 198 (82%) acbeveig kot 208
(87%) acBeveig otig opadeg VDDx ko BDx avtictoyya. H mieioymoeia tov acBevadv vrofAndnke o pia
uévo dadikacio petopudoyevonc. Ta dSNUOYPAPIKA YOPUKTNPIOTIKAE TOV acEVOVY Kol To ¥ OpOKTNPIGTIKG,
avapopds T vooou NTav Tapouota LETaED Tmv 000 opddmv Bepanciag. H didpeon nlkio tov acBevdv
on peAétn nTav to 57 €1, 10 55% Nrav avdpeg kat to 48% eiyov LYNAO KIVOLVO ELEAVIOTG YEVETIKOV
avopoiov. H ditdueon didpketa g Bepaneiag ntav 13 efoopnddeg yio v opdda VDDx kot 11 efoopddeg
yio v opdda BDx. O didpecog aptBpdg koKA®v Tov eAeincav kat amd Tic 000 opddec tav 4 KoKAot.

To mpwTedov KOTAANKTIKO ONUEID OMOTEAEGUATIKOTTOG TG LEAETNG TOV TO TOCOGTO AVTOTOKPIONG HETA
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mv ewoayoywkn Bepaneic (CR+nCR). Mia otatiotikd onpavtiki staeopd ot CR+nCR napoatnpridnke
VIEP NG opadag cuvovacuoL Poptelopipmng pe deEapebaldvn. Ta devtepevovia KaTtaAnKkTkd onpeio
OTOTELECUATIKOTNTOG TEPIEAGUPAVAY TOGOGTH avVTATOKPIoNG HETA TN petapooyevon (CR+nCR,
CR+nCR+VGPR+PR), Emifimon Xwpig EEEMEN kot Zuvolkr| EmBioon. Ta koplo anoterécpota
OTOTEAECLLATIKOTNTOG Tapovotdlovtol otov mivaka 12.

Iivoxog 12.  AmoteAéouozo amotedeauanikotnrag omd w ueiém IFM-2005-01

Kotolktikd onpeio BDx VDDx OR, 95% CI, Tipq-p*
IFM-2005-01 N=240 (ITT nAinboopodc) [N=242 (ITT mnbvcuog)

IRR (uetd v e1oaywyikn

Oeporeio)

*CR+nCR 14,6 (10,4, 19,7) 6,2 (3,5, 10,0) 2,58 (1,37, 4,85), 0,003
CR+nCR+VGPR+PR % 77,1(71,2,82,2) 60,7 (54,3, 66,9) 2,18 (1,46, 3,24), < 0,001
(95% CI)

RR (uetd tqv

wetouoaysvon)’

CR+nCR 37,5 (31,4, 44,0) 23,1 (18,0, 29,0) 1,98 (1,33, 2,95), 0,001
CR+nCR+VGPR+PR % 79,6 (73,9, 84,5) 74,4 (68,4, 79,8) 1,34 (0,87, 2,05), 0,179
(95% CI)

Cl=duompo epmiotocivng, CR=nAnpng avtandkpion, nCR=cyeddv minpng avramoxpion, ITT=pe
npobeon Oepanciog, RR=nococtd avrandkpiong, B=Poptelouipmn, BDx=Poptelopiumn, de&opebalovn,
VDDx=Bwkpiotivn, doopovfikivn, degapedalovn, VGPR=moAl kaAr pepikr| avtondkpion PR=pepikn
avtomokplon, OR=Adyog mbavotnT®V

*[Ip@TEVOV KOTOANKTIKO GNUEID

a O Adyog tv mbavotteov Yo Ta T0cooTd avtandkpions Paciletar otnv extipnon Mantel-Haenszel tov
KOW®V AMOY®V TOOVOTHTOV Y10, GTPOUATOTOMUEVOVG TIVOKES: TILEG-P cOUE®VA e ToVg EAéyyovg Cochran
Mantel-Haenszel.

B Avagépetol 6To TOGOGTO AVTUTOKPIONG LETE TN OEVTEPT) LETAUOCYEVGN Yo AToUd OV EAafav devTeEpN
petapooyevon (42/240 [18% ] ot BDx oudda xat 52/242 [21%] oty VDDx opdda).

Ynueioon: Adyog mBovotHTOV > 1 VTOINADVEL EVOL TAEOVEKTNUA, Y10 TNV ELGOYOYIKN Ogpameio mov
nepiéyel Poprelopipmr.

¥ pehé MMY-3010 1 etlcayoyikn Oepaneio pe Boptelopipnr o€ GuUVOVAGUO e OaAdopion Kot
degapebalovn [BTDx, n=130] cvykpiOnke pe Bordopidn-de&apebalovn [TDx, n=127]. Or acbeveic otnv
onado BTDx élafav 6 khkiovg tov 4 gfdopddmv, 6mov o kabévag arotelobvtay amd Boptelopipmn

(1,3 mg/m? yopnyodpeva evdoereBing d00 popéc tnv efdoudada tic nuépeg 1, 4, 8 kar 11 axolovBodueva,
amo pio Tepiodo avAaTavAag dEKOETTE NUEPDV, amd TV Nuépa 12 émc v nuépa 28), de&apebalovn

(40 mg yopnyodueva and tov otdéuatog Tig nuépes 1 £mg 4 ko tig nuépeg 8 émg 11) xat Boldopion (50 mg
NUEPNGIWOE YOPMNYOLLEVA OO TOV GTONATOG TIG NEPES 1 €wg 14, ta omoia avEdvovtal Tic nuépeg 15 émg 28
oto 100 mg kot 61N cvvéyela oto 200 mg npepncimg).

Mia pepovepévn auToAoyn HETAUOCKEVGT apYEYOVAOV KLTTAp®V Tpayatonotinke og 105 (81%)
acBeveic kar 78 (61%) acBeveig otig opnddeg BTDx kan TDx, avtiototya. Ta Snpoypagikd yopoKTnpioTikd
TOV ac0evOV Kol To YOpUKTNPIGTIKG VOQOPAS TG VOCOL NTAV TOPOUOLN HETOED TV 600 BepamenTikdV
onadmv. Or acBeveic otic ouddeg BTDx kot TDx giyov didpueon nhikia 57 £t évavtt 56 etdv, to 99%
évavtt tov 98% Mtav Kovkdoiot kot 1o 58% &vavtt tov 54% ftav avopeg. Ztnv opdda BTDx to 12% twv
acfevav giyav KOTOPPOYEVETIKH KOTATOYTEL G VYNAOL Kivdbvou Evavtt tov 16% tov acbevav oty
opado TDx. Z1ig 600 ouddeg Oepameiag, n didpeon ddpketo e Ogpaneiog NTav 24,0 fdouddes kat o
dtdpecog apBpdg KoKy Bepoameiog mov EANeOncav frav 6,0 KdkAoL.

Ta TpmTeEHoVTa KOTOANKTIKA OUEIN ATOTEAEGLOTIKOTNTOG TNG LEAETIG NTOV TO TOGOCTA AVTIUTOKPIONG
UETA TNV el0ayyIKT Bepameio kot petd ) petapdoyevorn (CR+nCR). Mio 6TatioTikd onUavTiky otopopd
ot CR+nCR mapatnpndnke vrép g opddog cuvdvacuov Poptelopipmng pe de&opebalovn kot
BoAdopidn. Ta devtepevovTo KOTAANKTIKE onueia amotelecpatikotnTog Teplerdupavay Empioon Xopig
E&EMEN kar Zvvolkn EmiBimon. Ta kdpio amoteAEoUATO ATOTEAEGLATIKOTNTOC TOPOVGLALOVTIOL GTOV
mivaxa 13.

65



Hivaxag 13.  AmoteAéouara amoteleouotikotyrog omd t usietn MMY-3010
Kotoinktikd onpeio BTDx TDx OR, 95% CI, Tipf-p*
MMY-3010 N=130 (ITT aAnbvopdc)[N= 127 (ITT minbuopog)

*RR (ueta. v erooywyn)
CR+nCR
CR+nCR+PR % (95% CI)

49,2 (40,4, 58,1)
84,6 (77,2, 90,3)

17,3 (11,2, 25,0)
61,4 (52,4, 69,9)

4,63 (2,61, 8,22), < 0,001
3,46 (1,90, 6,27), < 0,001

*RR (uetd. T UeTouocyevan)
CR+nCR
CR+nCR+PR % (95% CI)

55,4 (46,4, 64,1)
77,7 (69,6, 84,5)

34,6 (26,4, 43,6)
56,7 (47,6, 65,5)

2,34 (1,42, 3,87), 0,001¢
2,66 (1,55, 4,57), < 0,001

Cl=duompo epmiotocivng, CR=nAnpng aviandkpion, nCR=cyedov minpng avramoxkpion, ITT=pe
poBeon Bepanciog, RR=Ilococtd aviandxpionec, BTDx=Roptelopiunn, Boidopion, de&apebaldvn,
TDx=0aA100uidn, de&apedalovn, PR=uepin avramoxpion, OR=Adyog mbavotnTmV

* TIp@TEVOV KOTOANKTIKO GTUEID
* O Adyog TV THAVOTATOV Yo Ta TocooTd ovTandkpiong Pacileton oty extipnon Mantel-Haenszel tov
KOW®V AMOY®V TOOVOTHTOV Y10, GTPOUATOTOMUEVOVG TIVOKES: TILEG-P COUE®VA pe ToVg EAEyyovg Cochran

Mantel-Haenszel.

Inueiowon: Adyog mBovotnTev > 1 vTOINADOVEL EVO TAEOVEKTNLA Y10 TNV EIGOYOYIKN Bepaneio Tov

nepiéyel Poprelopipmn.

KAwvikn omoteleopatikotnto o€ vtotpomidlov 1 avlektikd moAAamAovv puélmuo

H acpddeio kar amoteleopatikdmra g foptelopinmng (yopnyovuevou pe evooeAEPia Eveon)
a&lohoymOnkay oe 2 perétec 6t cuVIcTOUEVT doom Tov 1,3 Mg/m?2: pia ToyaoTOIMuUEVT, GUYKPITIKY
peAétn @aong I (APEX), évavtt de&opefalovng (Dex) 669 acBevdv pe vrotpomidlov 1 avOeKTiKO
TOALOTTAOVY LDEAMUO Y10, TOVG 0T010VG elyav mponynOei 1-3 ypappéc Oepameiog kot po pehétn evog
okéhovg Gaong 11, 202 acbevav pe vwotpomalov Kot avOeKTIKO TOAATAODY HVEAMUO Y10, TOVG OTTOI0VG
elyav mponynOel tovddyiotov 2 ypapupég Oepaneiog kot ot onoiol mapovsiocay ETOEIVOGT KOTA TNV TLO

npoceatn Bepameio.

2 peiém @aong L, n Oepaneia pe Boptelopipnr 0dMyNCE GE ONUAVTIKG PLEYOADTEPO YPOVO £MG TNV
eEEMEN ™S VOGOV, GTUOVTIKG TOPATETAUEVT ETPIOON KO CTILAVTIKG DYNAOTEPO TOGOGTO AVTATOKPIONC,
o€ oyéon pe t Oepamneio pe 6e&apebalovn (Préne [ivaxa 14), e dlovg Tovg acbeveic Kabmg Kot GTovg
acBeveic ylo Tovg omoiovg giye mponynOet 1 ypapuun Oepaneiog. Qg amotélecpa Piog TPOYPOUUATIGUEVTG
eVOldpEeoNG avaAvong, 1 opada e de&apefaldvne SloKOTNKE LETA AT GVGTAOT| TNG EXLTPOTNG EAEYYOV
dEJOUEVOV KL 6€ OAOVE TOVG aebeveic ToL TV TVYOTOINUEVOL 6T deapuedalovn yopnynOnke ot
ocuvéyela Popteopipmn, aveEaptnta amo v katdotoon tng actévelag. ESattiog avthg tng mpdiung
oAlayng ot Bepoameio, 1 didpeon didpkelo TopakoAovinong tav erinodviov acdevav frav 8,3 ufvec. H
GLVOMKY| EMPIwON HTAV GNUAVTIKA LEYOADTEPT KOL TO TOGOGTO GVTATOKPIOT|G NTOV GTUAVTIKA
VYNAOTEPO STV opada TG Poptelopiumng 1060 Yo Toug acteveic mov Ntav avBextucol oty TeAgvtaio
poryovuevn Depameio 0G0 KoL Y10 LTOVG TOL gV NTaV ovOEKTIKOL.

Amb toug 669 acbeveic mov cvupeteiyav, o1 245 (37%) frav 65 etV kot Avw. Ot TapdpeTpol
OVTOTOKPIONG OTTMG Kot 0 ¥pOvog £¢ TNV eEEMEN TNG VOGOV TOPEUEVOY CTLOVTIKE KOADTEPOL Y10l TN
Boptelopipnn aveEaptnta amd tnv nikio. AveEdptnta 0o o, apyIkd exinedo TG Po-uikpos@apivng OAEC
Ol TAPAUETPOL AMOTEAEGHATIKOTNTAG (XpOVOG EmG TNV e£EMEN TG VOGOV Kol GLVOALKN emPimon kabdg Kot
TOGOGTO OVTATOKPLENC) NTAY GNUAVTIKA BeATiopévol oty opddo. Thg Boptelopipnng.

2V opdoa v avlekTikdv acevov ot perétn @aong I, o avromokpiceilg kabopiotray and pio
ave&aptntn emntpony| embemdpnong Kol Ta, KPLTHpLo, avtamdkpiong ntav avtd e Evporaikng Ouddag
Mertopooyeboewv Muerov tov Octdv. O d1dpecog ypdvog emPimong yio GAOVG TovG 0oBeVeig TOV
ovppetelyav nToav 17 pnveg (evpog < 1 émg 36+ univeg). H tiun avt g emiPioong ntav vymiotepn oe
oy€omn e Toug 6 m¢ 9 puveg ddpesov ypdvou emiPinong mov vroAdYLav ot kKAMvikol cOUBOVAOL- EpEVVNTEG
v éva TapOpolo TANOVGUO acOEVOV. ZOUPOVO, LLE TNV OVIAVOT] TOAVUETAPANTOV, TO TOGOCTO
OVTOTOKPIONG NTaV aVEEAPTNTO At TOV TOTO TOL LVEAMUOTOC, TNV KOTAGTOON ATOd0CTC, TO KOOEGTMS
eEdlenyng Tov ypopocodpatog 13, 1 tov aptBpov 1 Tov TOTOL TV TPoNyoUUEVOV Bepameimv. Ot acbeveic
7ov giyav vroPAndel 6to TaperBov o€ 2 e 3 BepanenTikég aywy£EG ONUEIMOOY TOGOGTO OVTATOKPIONG
32% (10/32) xou o1 acBeveig o1 omoiot giyav oM AdPel TeplocodTEP Ao OepamevTiKd oynuoTo
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TapovGiocay T06ootd avtamdkpiong 31% (21/67).

Hivaxag 14:  Xvvormuxa amoteléouozo Exfoons e vooov omo tis ueietes @aong I (APEX) kou @dong
1
®don 111 ®aon 111 ®gon 111 ®don 11
‘O)ot 01 a60eveic 1 wponyodpevy > 1 ponyovpevn >2
Oepameia Ocpameia TPONY0V-
JEVES
Oepoameieg
Xoppavra mov B Dex B Dex B Dex B
oyetilovran pe 10 n=333" n=336" n=132* n=119* n=200" n=217¢ n=202"
xpovo
Xpovog £mg Vv 189° 106° 212° 169° 148P 87P 210
e&éMén g vooov, | [148, 211] | [86, 128] | [188, 267] | [105, 191] | [129, 192] | [84, 107] | [154, 281]
NHEPES
[95% CI]
Empioon 1 étovg,%
[95% CI] 80° 66° 89° 72° 73 62
[74,85] [59,72] [82,95] [62,83] [64,82] [53,71] 60
Béitiot B Dex B Dex B Dex B
avtamoxpion (%) n=315" n=312" n=128 n=110 n=187 n=202 n=193
CR 20 (6)P 2(<1)P 8 (6) 2(2) 12 (6) 0 (0) (4)**
CR+nCR 41 (13)¢ 5(2)F 16 (13) 4 (4) 25 (13) 1(<1) (10)**
CR+nCR+PR 121 (38)" | 56 (18)" | 57 (45)° | 29 (26)° | 64 (34)" | 27 (13)" (27)**
CR+nCR+PR+MR | 146 (46) | 108 (35) | 66 (52) 45 (41) 80 (43) 63 (31) (35)**
Awapeon dudpkera | 242 (8.0) | 169 (5.6) | 246 (8.1) | 189 (6.2) | 238 (7.8) | 126 (4.1) 385*
Hpépeg (pveg)
Xpovog émg TV 43 43 44 46 41 27 38*
OVTOTOKPLOT)
CR + PR (nuépeg)

* TTAnBvopog mpog Bepameio [Intent to Treat (ITT) population].

P Tyn-p omd ™ Soxn| otpoudroong log-rank. H avélvon avé apdud tponyndeicdv Oepaneidv

OTOKAEIEL OTPOUATOOT Y10 TO 16TOPIKO Oepameiag, p < 0,0001
¥ O TAn0Bvepog Tov avtomokpidnke meptiapfavel acbeveic mov giyav petpRoun voso mpv v Evapén g
Oepamneiog kot ELafav ToLAAYIGTOV 1 dOGT TOL VIO EPELVA PUPLAKEVTIKOD TPOTOVTOC,.
3 Tyn-p amd ) dokipr] Cochran-Mantel-Haenszel x-tetpéymvo Tpocoprospuév Y10, Toug mopayovTeS

otpoudtoonc. H aviivon avd aptOud aponyndeiodv Oeponeidv amokAgiel GTPOUATMGCT Y10 TO 1IGTOPIKO

Oepamneiog.

* CR+PR+MR **CR=CR, (IF-), n"CR=CR (IF+)

NA=Agv epoppdletar, NE=un a&loroynoipo
CI=uompo epmiotocivng
B=Boptelopiunn, Dex=0e&opedalovn
CR=mAnpn¢ avroamokpion, nCR=cyedo6v TAnpng aviamdkpion
PR=pepucm avromdkpion, MR=eAdyiotn avtoamdkpion

> perém Paong 11, ot acbeveic mov dev mapovciocav BéEATioT aviandkpion ot Oepaneio pe

Boptelouipunn o povobepamneio, propovoay va Aapfovv vynin d6on de&apebalovng e cLVOVAGUO LE
Boptelopipnn. To Tpwtdkorro enétpene o€ acbeveig va Adfovv deapebalovn av eiyov pukpdtepn amod )
BéAtiot avtandkpion ot yoprynon Poptelopipmng oe povobepamnsio. ‘Evag cuvolikog apBuog amd 74
a&lohoynopovg acbeveig Ehapav de&opebalovn oe cuvdvaoud pe foptelopipmn. To 18% twv acbevov
napovciace 1 giye o Petiopévn avtamokpion [MR (11%) 7 PR (7%)] pe ) cvvovactiky Oepameia.

Kiwikn aroteleouotixomyro. pe vwodopio, yopnynon e foprelouiumns oc aobeveic ue vrotpomialov/
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ovBeKTiKO TOALOTAODY HvEAmuO.

Mia avoikty], Toyotomompévn pekétn pn kototepotrog Paong Il cuvékpve v anoteAespoTKOTNTO KO
TNV 0oQAAELL TG LTOSOPLOG YopNYNong ¢ Poptelopinmng Evavtt g evooAEPrag yopnynone. H peiém
avtr| tepédafe 222 acBeveig pe vrotpomidlov/avlektikd Tolhamiobyv poélmpua, ot omoiot
TuyoonowOnkay o avoroyia 2:1 dote va Aafovv 1,3 mg/m? Boptelopipmn eite péow vrodopiag site
HEC® EVOOPAEPLOC 000D Yl 8 KOhKAOVC. XTOVG 060eVeiG TOL gV TOPOVGINGAY io PEATIOTN AVTATOKPIOT
(Myotepo amd mANpn aviandkpion — complete response [CR]) ot Bepaneio povo pe Poptelopinmn petd
amo 4 KOKAoVG, emetpdnn va AdPovv 20 mg de&apebaldvng nuepnoiog v NUéEP TG XOPNYNONS TG
Boptelopipmng kot v enduevn nuépa. Ot acbeveic pe apyikn mepipepikn vevpomddeia fabuov > 2 1 pe
apBpovg apometoriov < 50.000/ul e&opébnkav. Zovohud 218 acbeveic NTav aloloynoiol og mpog v
OVTOOKPLOT).

H peiétn avt ekmhpooe Tov Tp@TEVOVTO GTOYO TNG U1 KOTOTEPOTNTAS Y10 TO TOGOGTO AVIATOKPIONG
(CR+PR) petd amod 4 kokiovg pe poévo mapdayovra tn foptelopipnn 1060 yio v vmwoddpia 660 Kot yio TV
evooPAEPLa yoprynom, 42% kat 6TiG 000 opddeg. Emmhéov, Ta KATUANKTIKG GNUEIN OTOTEAECUATIKOTNTOG
Tov oyeTilovtan e TN deVTEPEHOVGA AVTATOKPLOT KAl TO XPOVO EmG TO GLUPAY £6€1EAV GUVET
AMOTELEGLOTO Y10, TNV VTTOdOPLL KOt TNV VOOPAEPLa yoprynon (tivakoag 15).

Hivaxag 15: 2Dvoyn TV avaAdoewy amoTEAEGUATIKOTHTAS TOD GOVEKPLVAY THV DITOOOPIO. KOL THY
evooprefia yopiynon e foprelopipumne

Ykéhog evoo@rEPrag YkéAog VOO0 PLUS YOPNYN OIS

xopnynong Boprelopipnng BopreCopipmng
MOBvopog vrd a&ordynon yro Ty n=73 n=145
avTamToKplon
Mo60676 avramokpiong o€ 4 KUKAOVG
n (%)
ORR (CR+PR) 31 (42) 61 (42)
Twn-p* 0.00201
CRn (%) 6 (8) 9 (6)
PR n (%) 25 (34) 52 (36)
nCR n (%) 4 (5) 9 (6)
Mo60676 avramokpiong o€ 8 KUKAOVG
n (%)
ORR (CR+PR) 38 (52) 76 (52)
Twn-p* 0.0001
CR n (%) 9(12) 15 (10)
PR n (%) 29 (40) 61 (42)
nCR n (%) 7 (10) 14 (10)
IAn0vepéc mpog Ogponcia (ITT)? n=74 n=148
TTP, piveg 9.4 10.4
(95% ClI) (7.6, 10.6) (8.5,11.7)
Ao6yog kvdvvov (95% CI)Y 0.839 (0.564, 1.249)
Tyn-p? 0.38657
Empioon ehev0epn eEEMENG, pveg 8.0 10.2
(95% ClI) (6.7,9.8) (8.1, 10.8)
Aodyog kivovvov (95% CI)Y 0.824 (0.574, 1.183)
Twn-p° 0.295
Yuvolki empioon oto 1 étog (%)° 76.7 72.6
(95% ClI) (64.1, 85.4) (63.1, 80.0)

* H tyun-p givat yuo tnv vwo0eom pn KoTtmTeEPOTNTOS OTL TO GKEAOG TNG LTOSOPLOG YOPNYNONS dtoTnpet
TovAdylotov 60% 1oL TOGOGTOV aVTATOKPLoNS 6TO Pparyiova TG EVOOPAERLOG Yop1yNoNC.
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$ 222 dropa eviayOnkov ot perétn, 221 dropa hapov Oepameio pe Boptelopinmn

" H extipnon tov Aoyov kivdvvov Paciletar o€ éva poviého Cox mov TPOGAPUOGTNKE Yol TAPAYOVTES
doTpopdToonc: otadionoinon ISS kot évav aptBpd TponyouUEVOY YPoUUDV.

% H dokipacio log rank mpocappuootnke yia mapdyovies Slactpopudtoong: ctadonoinon ISS kot évav
aplBuo

TPONYOULLEV®V YPOLUDV.

¢ H d14peon didpkea mapakorovdnong eivan 11,8 pnvec,.

Ocpomeio ovvovaouod foprelouiunns ue meykviwusvn limoowuioxi docopovfixivy (ueAétn DOXIL-MMY-
3001)

Mia toyatomompévn, tapdAiniov ouddwv @dong I, avoiktod cyedacHoD, TOAVKEVIPIKN HEAETT
devepynonie og 646 acbeveic GLYKPIVOVTOG TNV CQAAELN KOL TNV OTOTEAECUATIKOTNTO TNG
Boptefopipmng pe TeYKLAM®UEVT AMTOCOLLLOKT 00EopovPikivn oe oxéon pe T povobepaneio pe
Boptelouipunn o€ acOevelg pe ToAAATAOLY LLEA®UA TOL glyav Tponyodueva AaPet tovAdyiotov 1 Bepamneia
KOLL TOV O&V VTOTPOTLOGOV eV AdpuPavay Oepomeio pe Baon Tic avOpaxvirivec. To TpOTELOV KOTAANKTIKO
onpeio aroteiespatikdtnTag frav o TTP evd Ta devtepedovta KATaANKTIKA oMl
arotereopatikdotntog nrav ta OS kot ORR (CR+PR), ypnowonoidvrag ta kprripla Evporaiknig Ouddog
v 70 Aipo Ko ™ Metapocyevon Mvehot (EBMT).

Mia gvdudpeon avdivon Pacet tpmtokoilov (Baciopévn ota 249 TTP yeyovota) odrynce oty mpodwpn
MEN TG PEAETNG Yo TV OTOTEAECUOTIKOTNTA. AVTA 1] EVOLdEST avaAvon €deiEe pia peiwon tov
Kkvdvvov TTP tng tédéng tov 45% (95 % CI: 29-57 %, p < 0,0001) yio acOeveig mov Erafav Oepameio
cuvdvacpov Poptelopinmng pe meykvAlopévn Amocsopoky do&opovfikiv. To didpeso TTP frav 6,5
punves v acBeveig mov érafoav povobepaneia pe foptelopipnn cvykprrikd pe 9,3 unveg yio acbeveig mov
EhaPav Bepomeio cuVOLAGHOD PopTelOMIUTNG e TEYKVAMOUEVT ATocouiakh do&opovPikivn. Ta
OTOTEAEGLLOTO QVTAL, OV KO OV EIVOL TOL OPIGTIK(, OTOTEAECAV TNV TEAIKT avAAvoT PAcEL TPOTOKOAAOV.
H tehikn avéioon yia to OS mov paypoatomombnke petd and pia Sidpeon mapakorlovonon 8,6 eTmv dev
éoe1&e onuovtikn dapopd 6to OS petaly tv 0vo okeddv Bepomeiog. To didpeco OS fov 30,8 uveg
(95% Cl, 25,2-36,5 unveg) yuo tovg aobeveig pe povobepaneio pe fopteCopipmn kot 33,0 uriveg (95% Cl,
28,9-37,1 pnveg) 1o acBeveig mov Erafav Bepaneia cuvovacpov foptelopinmn pe TeyKvAMmuévn
Mmocouiokn do&opovPuivn.

Ocpameio. ovvovaouod foptelouiunng ue dssousdolovy

AOY® amovoiag onolacdnmote anevbeiog ovykpiong foptelopipnng kot foptelopinmng 6€ GUVILAGUO LE
oeapebalovn o acbeveic pe eEehocdpevo moAhamlobyv puémpa, deénydn o oTaTIoTIKN AvAAVoT KATA
Cevyn 1o v ouYKPIVEL TOL OTOTEAEGUATO OO TOV LT TUYALOTOMUEVO GYESIOCUO GLVOVAGLOV TG
Boptelopipunng pe de€apebalovn (Daong I perétn avoiktig etikétag MMY-2045), e anoTeAEGLOTO TTOL
Tpoékuyay Emetta and oxedlacpo povobepamneiog pe Poptefopipmn and dSlapOPETIKES TUYOIOTOMUEVES
ueréteg daonc 11 (M34101-039 [APEX] kot DOXIL MMY-3001) oty idto évogién.

H avéivon kotd {evyn eivon pia otatiotikn] pébodog oty omoia acbeveic tng Oepamevtikng opadog (m.y.
Boptelopipunn og cuvdvacpo pe deCapedalovn) ko acbeveic tng opddag cvykpiong (w.y. Poptelopipmn)
OLYKPIVOVTOL GE GYXEGT UE GUYYLTIKODG TAPAYOVTES IOV AVTIOTOLXOVV GE HEpOVmuEVOVS aobeveic. Kdtt
TETOLO EAUYIOTOTOLEL TIG OPAGELS TOV TOPATNPOVUEVOV GUYYVTIKAOV TOPAYOVIMY KATE TOV VITOAOYIGUO TOV
BepUmEVTIKOV OPAGEWMV LIE XPTOT U1 TUYOLOTONUEVDV OESOUEV@V.

TavtomomOnkav exatov gikoot entd {evyn acbevav. H avaivon £deiée Pertiopévo ORR (CR+PR) (Adyog
mBavottov 3,769: 95% CI 2,045-6,947, p < 0,001), PFS (avaroyia kwvdvvov 0,511: 95% CI 0,309-0,845,
p=0,008), TTP (avaroyio kvdvvov 0,385: 95% CI 0,212-0,698: p=0,001) yia t Boptelopipnn oe
ovvovacpod ue de€apedaldvn oe oxéon pe ™ povobepameio pe Poprelopipmn.

AwotiBevtan meplopiopéveg TANpoPopieg oyeTIKA e TNV emavainym Beponeiog pe Poptelouipmn oe
VIOTPOTIALOV TOAAATAODYV LVEAM LA

H perém daong Il MMY-2036 (RETRIEVE) ftav pia avoiktod oyedlacilod, Hovol okéAovg LeAETn mov
SeENYO1 Y10 vo TPoGS10pIGEL TNV OMOTEAEGLOTIKOTITO KOl TNV AGOAAELD TNG ETAVAANYNG TG Oepameiog
pe Boptelopipnn. Exatdv tpiavta acBeveic (nhikiog > 18 g1v), pe moAhomAovv poélopa ot omoiot glyov
6T0 TAPEABOV TOVAAYIGTOV LEPIKN OVTOTOKPLON G €val oynua oL meptelye Poptelopipmn Elapav ek véou
Bepamneio Katomy eEEMENG TG vOGov. TovAdyloTov 6 Uveg LETA TNV TTponyovuevn Bepameia, N
Boptelopipunn Eekivnoe pe v tehevtaia avekty doon tov 1,3 mg/m? (n=93) 1§ < 1,0 mg/m? (n=37) kot
yopnynonke tic nuépeg 1, 4, 8 xa 11 kaBe 3 gfdouddeg yo péytoto didotnua 8 Khklwv, gite g
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povobBepamneio 1 oe cuvdvacud te deEapedbalovn, coppwva pe ™ cvvion epovtida. H de&apebalovn
xopnynonke ce cuvdvacuo pe Poptelouiunn o 83 acbeveig otov kKOKAO 1 pe emmhéov 11 aocBeveic mov
EhaPav deapedalovn katd tnv mopeia TV KOKA®V TG €K véov Bepameiag pe Poptelopipmn.

To mpwtedov kataAnktiko onueio Nrav n emPefaiopuévn KOADTEPN AVIOTOKPLOT) TNV EXAVIANYT] TNG
Bepaneiog, Omwg extipdror ond Ta Kptripie EBMT. To cuvolikd kaAbtepo T0600Td avIomdKpiong
(CR+PR), otnv emavainym g Oepanciog oe 130 acbeveic Nrav 38,5% (95% CI: 30,1, 47,4).

Klvikr) armoteAespotikdmra og pun pofepomevpévo Aépompa omd kuttapa tov povova (MCL)

H perétn LYM-3002 tav pio toyotomompévn, @dong 111, avotktod oyedlocpuod HeAétn cOYKPLONG TG
OTOTEAECLLATIKOTNTOG KOl TNG AGPAAELNS TOL GuVOLAGHOV Poptelopuinnng, prtovEudumng,
KUKAOQOGapidne, doopovPikivng kot mpedvildvne (BR-CAP, n=243) pe exelveg tov cuvdvacpon
PLITOVEAUTNG, KUKAOQO®GPaUiIdNG, do&opovfikivng, Pvipiotivng kot tpedvilovng (R-CHOP, n=244) ce
evnAixeg acBeveic pe un mpobepamevpévo MCL (Etéoto 11, I 1§ IV). Ot acbeveig oto okélog Bepameiog
BR-CAP éhaBav Boptelopipumn (1,3 mg/m , tig nuépeg 1, 4, 8, 11, nepiodog avamaviag: nuépeg 12-21),
prrovépdpmm 375 mg/m? IV v nuépa 1, kukkhoewceapidn 750 mg/m? IV mv nuépo. 1, doEopovPikivn 50
mg/m2 IV v nuépa 1 kon mpedvitdvn 100 mg/m? and otopotog thv nuépa 1 £og v nuépa 5 Tov KOKAOL
Bepaneiog 21 nuepav pe Boptefopipmn. [a acbeveic mov epeavicay TEKUNPUOUEVT] OVTATOKPLIOT Yo
TPMTN PoPa. KaTd ToV KOKAO 6, yopnyndnkayv dvo emimpdcsbetol kKuKAol Bepameiog.

To mpmtedov KATOANKTIKO GNUEID ATOTELEGUATIKOTNTOG NTAV 1) EAgVOePT eEEMENG TG VOGOL emPimon pe
Baon v a&oroynon g AveEaptng Entponiic Embedpnong (IRC). Ta devtepedovta KaTaAnKTIKd
onueio Tephapupavay tov xpovo Eog v e&EMéEn g vocsov (TTP), tov ypovo g v emduevn Oepameio
katd tov Aepoopatog (TNT), m duipkela Tov dSwwotnpartog yopig Oepaneio (TFI), To cuvoiikd T0606TO
avtonokpiong (ORR) kat to mocootd mAnpovg aviandkpions (CR/CRu),  cvvolikn enPioon (OS) kot
TN S1GpKELD TG AVTATOKPIOTG.

Ta dnpoypaikd YopoKINPIGTIKA KOl TO YOPAUKTNPIOTIKA avapopds TS VOGO NTOV YEVIKE KaA
1GopPOTNUEVO, LETOED TV 000 okeAdV Bepomeiag: N diGueon nhikia Tov acbevav nTav 66 &, 74% Ntav
avdpeg, 66% avikav otnv Kavkdowa uin kot 32% avikav otnv Actatikn ¢uin, 69% tov acbevav glyav
Betucn avoppdenor Loerov TV ootdv /Kot Betiky Proyia poedov tov ootdv yio MCL, 54% twv
acOevav giyav Babporoyio Atebvoug [poyvmatikod Agiktn (IPT) > 3 ko 76% eiyov voco Ztadiov IV. H
dupketa g Bepamneiog (Sapeon Tyun=17 efdopddeg) kot n didpkKela TG TapakorovOnong (Sidpeon
Tiun=40 pnveg) Nrav cuykpiolueg ota dvo okéAn Bepameioc. O ddpesog apBpdg Kukikmv Bepameiog Tov
éhaPav ot acbeveic Tav 6 kot 6ta dVo okéAN Bepameiog, pe 14% tov acbevav oty opddo BR-CAP kot
17% tov acBevav oty opdda R-CHOP va hapBavovy 2 emmpdcBetovg kdkhove. H mhetoynoeio teov
acBevav Kot oTig 600 opddes olokAnpwoav t Bepamneia, 80% otnv opndda BR-CAP kot 82% otnv opdda
R-CHOP. Ta anoteAéopoto 6GOV a@opd TV 0mOTEAECUATIKOTNTA Tapovcidlovtal 6Tov Tivaka 16:

Hivaxag 16:  AmoteAéouara 6oov opopd v arotelsouoatikotyro, omo tn ueiétn LYM-3002

Kotoinktiké onueio BR-CAP R-CHOP

UTOTEAEGUOTIKOTITOS

n: acOeveic ITT 243 244

Eiev0epn e&EMEng g vosov empPimon (IRC)*

[Meprototikd n (%) 133 (54,7%) 165 (67,6%) HRP (95% CI1)=0,63
Atépeon Ty’ (95% CI) (24,7 (19,8, 31,8) 14,4 (12, 16,9) (0,50, 0,79)

(pveg) Tuy-p°< 0,001
Moc06T6 AvTamoékpiong

n: a&loroynoipuotl g mpog (229 228

™V avTandKplon

aoBeveig

Zovolikn wApng 122 (53,3%) 95 (41,7%) ORe® (95% Cl1)=1,688
oVTATOKPIOoH (1,148, 2,481)
(CR+CRuU)™ n(%) Twn-p*=0,007
2ovolikn axtivoloyikr 1211 (92,1%) 204 (89,5%) OR#(95% Cl)=1,428
AVIATOKPIoH (0,749, 2,722)
(CR+CRu+PR)" n(%) TwnR-p=0,275
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* Me Bdon v a&ordoynon g AveEdptnng Emrponig Embedpnong (IRC) (névo axtivoroykd
dedouévar).

P H extipmon tov Adyov kivddvov Bacileton oe va poviédo Cox, SIUGTPOUUTOUEVO GOUPMVOL LIE TOV
kivduvo IPI kot 1o 6tédio e vocov. Adyog kivdhvou < 1 vmodetkviel migovékTnpa Yo tnv opddo BR-
CAP.

¥ Me Baon tig ektiunoelg opiov yvopévov tov Kaplan-Meier.

% Me Béon tov éLeyyo AoyoplOukng oelpdc, SucTpmUNTOUEVO SOUE®VO, pe Tov Kivouvo IPI kot to otédio
g vOcov.

¢ Xpnowomoteiton 1 ektipnon Mantel-Haenszel yia tov cuvnOn Aoyo mbovotitomv yio S1ecTpOUaTOUEVOLS
mivakeg, pe Tov kivouvo IPI kot 1o Z1dd1o g Nocov wg mapdyovieg SaoTpopdTmons. Adyog
mBavotntov (OR) > 1 vrodeikviel mheovéxtna yio. v opdoo BR-CAP.

o TIgprhapfavovrar 6ieg oo CR+CRu, pe Baon v IRC, tov poehod tov ootav kot tnv LDH.

¢ Ty P and tov éreyyo x2 tov Cochran Mantel-Haenszel, pe tmv IPI kot 10 614810 TG VOGOU (G
TOPAYOVTEG OLUGTPOUATMOONG.

1 [epthopfavovral Odec ot aktivoroyikég CR+CRu+PR pe Bdon v IRC, aveédpmnta omd v enikdpmon
pe Béon tov poerd tov oot®dv kot v LDH.

CR=I1Apng Avtamokpion, CRu=un emPeParwpévn IIpng Avranodkpiorn, PR=Mepwn Avtamoxkpion,
ClI=Auwomue Epmictooivng, HR=A6yog Kivdvvov, OR=A06yo¢ [TiBavotntev, ITT=I1pd0son "o
Oepamneio

H diapeon PFS amo v a&loidynon tov epeuvnti fav 30,7 uipveg oty opddo BR-CAP kot 16,1 puniveg
otV opdda R-CHOP (Adyog Kivdovov [HR]=0,51, p < 0,001). Etatiotikd onpoavtikd 6gelog (p < 0,001)
vép g opadog Bepaneiog BR-CAP évavtt g opddag R-CHOP mapatnpnOnie yia tov TTP (S1dpeon
T 30,5 évavtt 16,1 unvav), tov TNT (Suapueon tyun 44,5 évavt 24,8 unvav) kot v TFI (Sidpeon tyun
40,6 évavtt 20,5 unvov). H didpeon didpreta tng mAnpovg avtarodkpiong frav 42,1 piveg otny opudda BR-
CAP o¢g ohykpion pe toug 18 unveg otnv opddag R-CHOP. H d1dpketa TG GuVOAKN G avTamdkpions nTov
peyorvtepn kotd 21,4 uiveg oty opdda BR-CAP (diaueon tyun 36,5 univeg évavtt 15,1 umvav oty
opada R-CHOP). H tehkr| avdivon yio tnv OS mpaypoatonomOnke petd amod pia didpeon didpkeia
napaxkorovOnong 82 unvav. H didpeon OS firav 90,7 pives yia v opdda BR-CAP cuykpitikd pe 55,7
univeg oty opado R-CHOP (HR=0,66, p=0,001). H napatnpnbnoca tedikn didpeon sapopd otn OS
petald twv 2 opuddmv Bepaneiog tav 35 unvec.

AoBeveic mov giyav Aafer oto ToperBov Bepomeia yio Apvlocidwon erappdc aidoov (AL)
[paypotomomOnke pio avoikty, un Toyotomompévn pekétn ®aong I/II dote va mpocsdiopiotel ) acpdieio
Kot 1) amotelecpatikotnTo TG Poptelopipnng oe aobeveic mov giyav AdPel oto TapeAboV Bepameia Yo
Apvrocidmon erappac olvcov (AL). Aev mapatnpinkay véa Bépata acdielog Katd tn S1GpKELD TNG
UEAETNG, Kot e10kdTEPO 1| Boptelopipnn dev emdeivmoe T PAGPN Tov opydvov 6TdYoL (Kapdid, veppds
Kot Nap). Xe pio S1EpELVNTIKY VAADOT| Y10, TV OTOTEAEGLOTIKOTNTA, OvVapEPONKE TOGOGTO
avtamokpiong 67,3% (ovumepirappavopévon mocootov CR 28,6%) omwg petpndnke pe faon tnv
OLOTOAOYIKY avTomokplon (M-tpateivn) o 49 a&loroynoipovg acbeveig mov Elafav Bepomeio pe Tig
uéyloteg emrpentéc 86oeic Tov 1,6 mg/m? pia gopd v efdoudda kar 1,3 mg/m? dvo gopéc v efdouddo.
IMo avtég TIc KooPTEC H0CEMV, TO CLVIVAGHEVO T0G0aTo emiPinong oto 1 étog tav 88,1%.

Hadrotpikodg mnBuopog

O Evpomnoaikdc Opyoaviouodg apudkmv £xel 0OGEL amaAloyr omd TV LTOYPEMGT VIOPOANG TOV
OTOTELECUATOV TV PEAETMV UE TN PopTeloUinmn og OAEG TIC LTOKATIYOPIEG TOV TALSATPLKOD TANOLGHOD
0T0 TOAAUTAODY HVEAMUO, KOl TO AEUQMUA OO KOTTOPA TOV povdva (BAéne mapdypago 4.2 yio.
TANPOPOPIEC TYETIKA UE TNV TOUSLOTPLKN YPNoN).

Mia ®daong I, povod okEAOVG HEAETN TNG OPACTIKOTNTOC, TNG OCQAAELNG KO TNG POPUUKOKIVITIKNG TOV
npoyuatoromOnke omd v Oykoroyikr Oudda [Taidwv (Children’s Oncology Group) a&loldynce
dpdon g mpocHnknc Poptelopipmng oe €K VEOL El0aY®YIKT YNUEWOOEpaTEiR TOAAATADVY TAPAYOVTOV GE
TOOLOTPIKOVE KoL vEaPoUS EVIMKES 0oBevelc e Aeppogldels Kakoneteg (Le Tpddpoun B-oéeia
Aeppopractikn Aevyopio [OAA], T-OAA kot pe T-AeppoProactico Aéupopa [AA]). Eva arotehespatikd
€K VEOL E100YMYIKO YNUEODEPUTEVLTIKO GO TOALUTAGY TopayovImv yopnynonke o€ 3 uépn. H
Boptelopipmn yopnynOnke poévo ota Mépn 1 ko 2 yio tnv amo@uyr mhavig OAANAETIKOAVTTOUEVIC
TOEIKOTNTAG LE T, GLYYOPNYOVLEVE QApLake oTo MEpog 3.
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H mAnpng avrandkpion (CR) a&ohoyndnke oto téhog Tov Mépovug 1. Xtovg acbeveic pe B-OAA pe
EUPAVION TNG VTTOTPOTNG EVIOC SooTNHATOG 18 unvdv omd ) didyvmon (n=27) 10 T0G0GTO TANPOVG
avtondkpiong Nrav 67% (95% CI: 46, 84) kot 10 060016 emPimong dvev cupuPdvtav 6Tovs 4 punveg Moy
44% (95% CI: 26, 62). Xtovg acbeveig pe B-OAA pe gpoavion tg vrotpomng 18-36 ufveg omod ™
ddyvoon (n=33) 10 T0c00Td TAPOVS avTamdkplong frav 79% (95% CI: 61, 91) kot 10 T0G00TO
emPioong dvev supfaviov otovg 4 unveg nTav 73% (95% CI: 54, 85). To mocootd TANpoLG
avtondkpiong otovg aobeveig pe T-OAA pe mpdtn vrotpony| (n=22) frav 68% (95% CI: 45, 86) kot 10
T0G00TO eMPimong avev cvpuPdvtav otovg 4 unveg nrav 67% (95% CI: 42, 83). Ta avapepoueva
dedopéva anoterespatikotnTag Oempovvtor appifora (PAéne mapdypapo 4.2).

¥ pekém evrayOnkov 140 acBeveic pe OAA | AA, ot omoiot a&loloynOnKay g TPog TNV acPAAELD KOl
1 duwdpeon nikia nrav Ta 10 £ (eVpog 1 €mg 26). Aev mapotnprOnray vEo avnGLYNTIKE EVPILLOTA ®G
Pog TNV acPdrela 6tav 1 Poptefopiunn Tpootédnke 610 KablepoUEVO TadATPIKO Pactkd
ANUE0OEPOTEVTIKO YN0l AVTILETOTIONG TNG TPOdpoung B-OAA. Ot akdlovbeg avemBounteg evépyeleg
(BaBpodc > 3) mapatnprnkav pe vyniotepn enintmon oto BepamevTikd oynua mov nepieiye foptrelopipmn
o€ GUYKPLoN UE pia 1oTopIKn UEAETT EAEYYOL GTNV omoia yopnyOnke povo o Pacikd oynuo: oto Mépog 1
nepLPep1kn aodntikn vevpordbeia (3% évavtt 0%), eheds (2,1% Evavtt 0%) ko vo&io (8% &vavtt 2%).
Agv vrdpyovv da0éoieg TAnpopopieg oyeTikd pe mbovd emakdAovbo cuuPavTo 1) GYETIKA LE TO TOGOGTA
OTTOdPOUNG TNG TEPLPEPIKNG aaONTIKNG vevportdBeilog o autr TN HEAETN. YYNAOTEPES EMMTMCELG
TapatnpiOnKav, ETiong, yuo Tig AOdEELS e Pabpod > 3 ovdetepomevia (24% évavtt 19% oto Mépog 1
kot 22% évavtt 11% oto Mépog 2), avénpévn ALT (17% évavt 8% oto Mépog 2), vroxaAtonpio (18%
évavtt 6% oto Mépog 1 kot 21% évavtt 12% oto Mépog 2) kar vovatpropio (12% évavtt 5% oto

Mépog 1 kar 4% évavtt 0 oto Mépog 2).

5.2 @ oppOKOKIVITIKEG 1O10TITES

Amoppognon
Metd and evdoeréfia bolus yoprymon d6ong 1,0 mg/m? ko 1,3 mg/m? oe 11 acheveic pe moAlomiovy

HuéAmpo Ko THéEG kKabapong kpeatvivig vymiotepeg amd 50 ml/min, ol pEGeC UEYIOTEG GUYKEVIPAOGCELS
070 TAAGO TG TPOTNG 600MG Poptelopipmng tav 57 ko 112 ng/ml, avtictoya. Z1ig emakodAovdeg
3O0ELC, Ol HECEG PEYIOTEG TAPOTNPOVUEVEG GUYKEVIPMGELS 0TO TAAGHO Kupaivovtay amd 67 £mg 106 ng/ml
yio. T 860 tov 1,0 mg/m? ko and 89 éwg 120 ng/ml yia T 860om v 1,3 mg/m?,

Metd and evdoeréfia bolus 1§ vToddpia éveon Soong 1,3 mg/m? oe acbeveic pe moAamhodv poédmpo
(n=14 oV opddo ¢ evooPAEPrac yopnynone, n=17 oty opado e VTodOPLAG YOPYNONS), 1| GUVOALKN
ovotnuatiky £keom petd amod yopnynor eravarapfavopevns doons (AUClast) firav icodbvapn yio tnv
VT0dOPLo. Kot TNV evOopAEPLa yopnynon. H Cmax petd amd vrodopio xopriynon (20,4ng/ml) ntov
YounAoTEPN amd TV evOoEAEPLa yopriynon (223ng/ml). H péon yempetpicm avaroyio AUClast ftav 0,99
kot 90% ko ta StuoTipoTe epmictoovvng nrav 80,18%-122,80%.

Kotavopn

O péoog 6ykog katavopung (Va) g Popteopipmng kopowvotay amd 1.659 Aitpa émg 3.294 Aitpa petd and
pepovopévn i emavorapfavopevn evdoerépia yopriynon ddong tov 1,0 mg/m? 7 1,3 mg/m? ot acOeveic
UE TOAAATAOVY LEA®UO. AVTd VTOdEIKVDEL OTL 1) fopTElOUIUTN KATAVEUETOL EKTETUUEVOL GTOVG
TEPLPEPIKOVG 16TOVG. 1€ GVYKEVTPDOELS Poptelopipmng mov kopaivovtor peta&d 0,01 ko 1,0 pg/ml, 1 in
Vitro ohvdeon e Tig TPOTEIVES TOV TAACUOTOG GTOVG avOp®TOLS givar KoTd péso 6po 82,9%. To kKhdopo
ovvdeong ¢ Poptelopiumng pe Tig TPOTEIVEG TOL TAAGLOTOC deV NTaY EEAPTMUEVO OO TN CLYKEVTPOON.

Buopetaoymuatiopdg

Mehéteg in vitro pe avBpdmiva nratikd pkposmpoto kot aviporiva cDNA-gkppoaloueve 16oévivua Tov
Kutoypopatog P450 katédei&av 6t n foptelopinmn petaforiletan pécm o&eidwong amd ta Evivua 3A4,
2C19 ko 1A2 tov xvtoypmpatog P450. H kopla petafoiikn 0d0¢ gival 1 amokomn Tov fopovikol 0&Eog
Y10 TO0 SYNUOTIGIO dV0 peTafortdv Tov dev mepLEyovv fopovikd o&D o1 omoiot 6T cLVEKELN
vdpoévAidvovtal Tpog apketovg petaforitec. Ot petaPoiriteg g Poptefopipang mov dev mEPEYOVY
Bopovikod o0& sivan avevepyol ®¢ avaoTOAEl TOL 26S TPHOTENCDLLOTOGC.
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AmofoAn

O péoog xpovog nuicetog Long (tuz) g amopdkpuvong yia tn Poptelopipmn oe ToAlamin docoroyia
Kopovotay ond 40-193 dpec. H Boptelopipmn amopakpOveTal TodTEPO PETE 0d TN YOPNYNON TNG
TPMTNG dOONG G€ GVYKPLoT LE TIG EMOKOA0LOeS d0oeLS. Ot Lécec GUVOAIKES KaBAPGELG O TO GO TTAY
102 ko 112 I/h peté and v mpdm doom yia Tig ddoeig tov 1,0 mg/m? kan 1,3 mg/m?, avtictorya, kot
ropetvovroy omd 15 éog 32 1/h kan 18 éog 32 I/h petd and ¢ emaxdiovdeg Soceic Tov 1,0 mg/m? kon
1,3 mg/m?, avtictoya.

Ewducot mAnBuopoi

Hrotikn dvaleitovpyio,

H enidpaon g nratikng dvoiettovpyiog ot pappakokivntiky g Poptelopinnng a&ioroyndnke oe pia
peAétn eaong I katd ™ didpkreln Tov TPOTOL KOHKAOL Bepameiog, mov TepiElaPe 61 acbeveic kKupimg pe
ocvumayeic 0YKovs kat pe mowkilovg Pabpovg nratikng dvchertovpying, e do6oels Boptelopipmng Tov
KopvOnkay omd 0,5 £wg 1,3 mg/m?,

Xe ovykplon pe acbeveic mov glyav PLCIOAOYIKN NTATIKY Agttovpyia, 1 HTO NTATIKY SuoAEITOVPYia SV
petéfoarie v opolomoinuévn g mpog T 66omn AUC g Poptelopipnng. Qotdc0, o1 péceg
opohomompévee g mpog T d6om Téc AUC avéndnkoav katd nepimov 60% oe acbeveig pe pétpia
cofapn nratikn dSvciettovpyia. Zuviotdrol youniotepn d06on évapéng o acbeveig pe pétpla | coPapn
nratikny ducAettovpyia Kot ot acbeveic avtol Tpémel va mapakoiovBovvial otevd (PAéme mapdypoeo 4.2,
Tivaka 6).

Negpirn dvoiertovpyio.

Mo QappoKoKIvnTIKY HEAETN dlevepynOnke o€ acbevelg pe veppikn duoiertovpyia dlapopmy 6Tadimv ot
omoiol KatnyopromomOnkay pe faon tig Tinég kadBapong kpeatviving (CrCL) otig axdAovBeg opddeg:
Kavovikn (CrCL > 60 ml/min/1,73 m?, n=12), Hmio. (CrCL=40-59 ml/min/1,73 m?, n=10), Métpia
(CrCL=20-39 ml/min/1,73 m? n=9), ka1 ZoPapn (CrCL < 20 ml/min/1,73 m?, n=3). Tvuneptinednke
emiong otn HeAéT o opdoda apokafapouevev acdevav (n=8) otovg omoiovg yopnyndnke door petd v
apokddapon. Zrovg aceveic yopnynOnkav evdopAréBieg ddoeig tov 0,7 wg 1,3 mg/m? Boprelopiumng
Vo popéc v gfdoudada. H ékbeon e Poprelopipmng (AUC kot Cmax KOVOVIKOTOIUEVTG 0OGNC) TOV
ocvykpioyn peta&d OAmv Tov opddwv (PAéne Tapdypago 4.2).

Hlixio

H goppaxoktvntikh g Boprelopipmng mpocdiopictnke petd and evdoeAéfia bolus yoprynon 1,3 mg/m?
Vo popég v efdoudda oe 104 modraTpicovs aceveig (2-16 etmv) pe o&eio AeppoPfractikn Asvyopio
(OAA) 7 o&ela poghoyevn Aevyaipio (OMA). ZOpeova P pio avaALGT QOPUOKOKIVITIKIG TOL
mAnBvopov, 1 kabapon g Poptefopinnng avEavotay pe Ty avEnom g emeavelns Tov copatog (BSA).
H yeopetpikn péon tuf (%CV) g kabapong frav 7,79 (25%) L/hr/m?, o dykog kotavoung o€
otofepomompévn katdotacn 834 (39%) L/m? kot o xpodvoc nuiceiag (ofg g amoBoing 100 (44%) dpeg.
Metd and 610pbwon yo Vv enidopactn g BSA, dAla dnHoypaikd xopakInploTikd 6mme 1 nAKia, To
oOUOTIKO PApog Kot To POAO OeV elyav KAWVIKA onuavTiky enidopacn otnv kdbapon g Popteopipmng. H
opoiomomuévn o¢ Tpog v BSA kabapon g Poptelopipnng o maidiatpikong aceveic NTov mapduola
LLE CLLTY] TOV TOPOTNPEITAL GTOVG EVIAIKEG,.

5.3 I poxivikd d€dopéva Yo TNV 0.6QILELN

H Poptelopiunn katédeile evdeyouevn yovotolikn dpdon. H Boptelopipnn nrav etk yio kKAaotoydvo
dpaomn (PNEN YPOUOCO®UKNE doung) otny in Vitro avdivon yia ) ypouocoukny pnén wodnkikov
kuttdpov Kivélikav yduotep (Chinese hamster ovary, CHO), pe yapnAég cuYKEVIPAOOELS TNG TAENG TOV
3,125 pg/ml, mov ftav N yauniotepn cvykévipwon 1 omoia a&toroyndnke. H Boptelopiumn dev rav
Oetucn koTd Ty dokur petadda&loyovov dpaong in vitro (avédivon Ames) kot otny in Vivo dokium
UIKPOTUPTVOL GE TTOVTIKLAL.

Ot peréteg yuoo v To&IKOTNTO OTV OVATTLEN OE 0POoVPaiovg Kot kovvéAa £de1&av epPpuikn Bvnouotnta
KOTA T XopNyNo” UNTpIKd Toéik@v d0cemv, aALd Oyt dueon euPpuikn TokoTnTe 68 dOGEIS KATWM TMV
uNTpKa tolikmv. Agv TpoypaTomomonkay LeEAETEC YOVILOTNTOG OALG O1 1GTOL Y10 TNV avOmTapaymyn £Xovv
a&roroynOel ota TANICLO TV HEAETAOV YEVIKNG TOEIKOTNTAG. € pia eEAUNVI LEAETT O 0povPaiovg,
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TOPATNPNONKOY EKPLAICTIKEG EMOPAGELS GTOVC OPYELS Kal oTig wobnkec. [ to Adyo avtd, etvar mBavo N
Boptelopipnn va emdpd 1600 61N yuvarkeio 60 Kol 6TV ovdpikn yovipdtnta. Agv €xovv dievepynOei
UEAETEG TEPTYEVVITIKNG KO LETAYEVVITIKTNG OVATTUENC.

2116 peréteg ToAaTA®V KOKA®V YEVIKNG TOEIKOTNTOS TOL devepynOnKay og apovpaiovg kot mBnKovs, o
Baotkd Opyava —oTOY0C TOL EEETAGTNKOY, GCUUTEPIAGUPBAVOY TN YAGTPEVIEPIKT 000, OTOL TopaTPNONKE
éUEeTog Ko S1appota, TOLS OILLLOTOU TIKOVG KOt AEUPIKOVG 16TOVS OOV TTapatnpidnke KuTtapomevia
TEPLOEPIKOV OUIOTOC, ATPOPia AEPPOEIBOVS IGTOV KoL OLLOTOWTIKY VTOKVLTTApoPpifeta Tov poeAod TV
00TAV, TEPLPEPIKT VEVPOTADELL GYETILOUEVT] UE TOVS GEOVEG T®V 0o TAPLOV VELPWV (TTapatnpnOnKe
GTOVG MONKOVG, GTA TOVTIKLO KOl GTOVS GKOAOLS) Kot NTEG AAAAYEG 6TOVS VEPPOLS. Oha avtd ta Opyava-
GTOY0G TAPOLGIACHV OO LEPIKT] O TANPT ATOKATAGTOCT) LETA amd dlakomn) TG Bepameiog.

Bdoel peketmv og mepapatolma, 1 digicdvon g Poptelopipmng SIOUEGOV TOL OLULATOEYKEPUALKOD
QpaypoL eaivetol va gival TePLOPIGUEVT, av VPioTATOL, Kot 1] onpacio yio Tov avBpomo glvar dyvoot.
Kopdiayyelokés popprokoroyiés LeAéTeg ac@AAelng o TONKOLG Kol GKOAOVG £0E1EAY OTL EVOOPAEPLeg
d0GElg TEPITOV 510 £MC TPELG POPEG UEYUAVTEPEG GO TI| GUVIGTAOUEVT] KAVIKT d00T, 0T Ao TV
mg/m2, oyetiCovron pe adENST Tov KapdlokoL pubpod, pelmon TG GLETAATIKOTNTAG, LTdTACT Kot Bdvarto.
g 6KOAOLG, M| LEIOUEVT] KAPOLOKT CUGTUATIKOTNTA Kol 1) bTdTAoN avTanokpinkav oe o&eia mapéppoon
ue BeTIKOVE VOTPOTOVE TAPAyoVTEG N TOPdyovTEG abENCTG TG Ttigong ToL aipatoc. Emmpocheta, o
LEAETEG GE GKVAOVC, TapatnpnOnKe po pkpn avénon oto dopfwpévo drdotnua QT.

6. DOAPMAKEYTIKEX TIAHPO®OPIEX
6.1 Koatdroyog ekdoymv
Movvitodn (E 421)

6.2 Aovppatrotnreg

AVTO TO PUPUOKEVTIKO TPOTIOV JEV TPEMEL VO OVOULUELYVOETOL UE OAAL POPUOKEVTIKE TPOTOVTA EKTOG VTMV
OV AVOPEPOVTAL GTNV TOPAYPUPO 6.6.

6.3 Awdpkera Cong

K\eotd 0uaAido
2 ypovio

AdAvpa petd TNV 0vocHGTACT)

H ymun ko uoikn otafepdtnta KaTd TNV XPHoT ToL ovacLETAOEVTOC oA aTog £xel amodet el yia
ovykevipooelg Twv 1 mg/ml kot 2.5 mg/ml yio 96 dpeg otovg 25 °C kat yia 8 nuépeg otovg 2-8 °C 6tav
dlatnpeiton 610 apyIKo PLaAido KA/ 6T cvPLYYa.

Amd pikpofroroyikng amoyng, 1o avocvotadéy didvua Oo Tpémel va ypnouomotEital GUeEse, HETR TNV
npoetolocia. Edv dgv ypnowonomOei dueoa, ot ypdvor pOANENG Katd TN ¥p1on Kot ot cuvOnKkeg @OAAENC
TP OO TN XPNOT OTOTEAODY VBVVT TOL PN oTH. O GUVOAIKOG ¥POVOG S1aTHPNONG Y10 TO OVOGLOTAOEY
QOPUOKEVTIKO TTPOTidV dev mpémel va vrepPaivel Tig 96 dpeg (av puidyetol atovg 25 °C) kot 8 nuépeg (av
@LAGyetan otovg 2-8 °C) mptv amd ™ yopnynon.

6.4 Idwitepeg TpoLAGEELS KOTE TN OVLUEN TOV TPOTIGVTOG

AvT06 T0 POPUAKEVTIKO TPOTOV dev amattel Witepeg ouvOnKkeg Beppokpaciog yio Tnv OAAEN TOV.

DVALAGGETE TO PLOAISI0 GTO EEMTEPIKO KOVTL Y10 VO TPOCTATEVETOL AT TO PG,

IMoa 116 cLVONKEC SLoTPNONG LETA TNV AVOGDGTAGCT] TOL PUPUUKEVTIKOD TPOidVTOg, PAETE Topdypapo 6.3.
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6.5 DVo1 KOl GUGTATIKG TOV TEPLEKTT

Bortezomib Fresenius Kabi 2,5 mg kévig yuo evéoipo didAvpa
Arwyég yvaiwvo eaAidro Tomov I twv 10 ml, pe yxpilo tdpa sloydpnong and yAwpoPovuTvuAlo Kot KiTptvo
OTOCTIAOLEVO EMTMO. 0O AAOVUIVIO, IOV TEPLEYEL 2,5 mg Boptelopipmang.

Bortezomib Fresenius Kabi 3,5 mg kévig yio evéoipo didAvpua
Arowyég yvaiwvo elaAidto Tomov I tov 10 ml, pe yxpilo ndpa gloydpnong amd YAwpoPovTOALO Kot UTAE
OTOCTIMUEVO ETTOUO. O AoV LLEIVIO, ToV TePIEYeL 3,5 mg Poptelopipmnce.

To @raAidio eivar oe cuppikvodevo mepttdiypa (ympis dicko) 1) tomobetnuévo oe €va dicko pe éva
kéAvppo. H kd0e cuokevacio mepiéyet 1 grodidio piog xpioewmc.

6.6 Iowitepeg TPoPLLAGEELS ambppLYNS KO AALOGS YEIPLONOG

Cevikég mpouAdEelg

H Boptelopiumn givar £vog KuttapoTto&ikdg mapdyovTas. LUVETMS, OTOLTEITAL TPOCOYT KOTA TO XEPIGUO
Kot TV TpogTolpocio g foptelotipmng. ZvvioTdTol 1) ¥pHoT YAVTIOV Kol TPOGTATEVTIKOD POVYICUOD
TPOKELEVOL VO, amoPevy el 1) emapn e TO OEPLLL.

H donmtn teqvikn mpénel va akolovbeitatl ovotnpdg ko’ 0An T S1dpKELD, TOV XEPIGUOD TNG
Boptelopipmng Kabmg To PAPLOKO dEV TEPLEYEL GUVTNPNTIKO.

"Exovv vap&et Bovatneopeg TepTTOGEIS ECQUAUEVTG EVOOppaylaiog yopnynone g Poptelopiumne. To
Bortezomib Fresenius Kabi 1 mg kdvic yia evéoipo didAvpa mpoopiletal povo yio evoopAEPLa ¥priomn, VA
10 Bortezomib Fresenius Kabi 2,5 mg kot 3,5 mg xévig yuo evéoipo dtdlvpa tpoopiletar yio evooeAEPia 1
vodoplo xpnon. H Boptelopiunn dev mpémet va yopnyeitotl evooppaytaio.

Odnyiec yio TNV ovocHOTACT
H avacvotaon g Boptelopiumng mpénet vo, yivetor amd exayyeApatio vyeiog.

Evdoplréfia éveon

Bortezomib Fresenius Kabi 2,5 mg kévig yio evéoipo didAvpa

Kd&0e proridro twv 10 ml tov Bortezomib Fresenius Kabi 2,5 mg kdvic yio evéoipo didAvpo Tpémet va
avacvotabel mpooekticd pe 2,5 ml evéoipov Stohvpatog yAwptovyov vatpiov 9 mg/ml (0,9%), pe ™
xpNoM piag oOpryyoc KatdAANAov pey£0oue, Ywpig TNV apaipeEST TOL TOUATOG EICYDPNCNE TOL PLOUALSIoV.
H dwedvtomoinon g Avdeiing KOvemG OAOKANp®VETOL G€ AMYOTEPO aMO 2 AETTA.

Metd v avacvotaon, kabe ml dtodvpatog mepiéyet 1 mg Poprelopipnng. To avacvotabéy diddlvua Tov
TPOKVTTEL Elvar dLowyEC Kot dypmpo, we tedkd pH peta&d 4 éog 7.

To avacvotafév dSdAve TPETEL VO EAEYYETOL OTTIKMG Y10 TNV VIOPEN COUATIIMY KO V1oL
ATOYPOUATIGHO, TPOTOD Yopnyndei. Av mapatnpnbdei amoypouUoTIcHog 1 VTapén couaTdiov, To
avacvoTadéy dtdAv o Tpémetl vo amoppipOei.

Bortezomib Fresenius Kabi 3,5 mg kévic yia evéoipo didivua

Kaébe @rolidio twv 10 ml tov Bortezomib Fresenius Kabi 3,5 mg kdvi¢ yia evéoipo didlvpo Tpénel va
avacvotabel mpocexticd pe 3,5 ml evécipov StaAdpaTog YAmplovyov vatpiov 9 mg/ml (0,9%), pe
ypNoM piag oOpryyoc KatdAANAov pey£0oug, Ywpig TNV apaipes TOL TOUATOS EICYDPNCNE TOL PLOUALSIOV.
H dwoAvtomoinon ¢ AvO@IAng KOVEmG OAOKANPMVETL GE AYOTEPO amd 2 AETTA.

Metd v avacvotaon, kabe ml dtodvpatog mepiéyet 1 mg Poprelopipnng. To avacvotabéy dtdlvua Tov
TPOKVTTEL Elval dLowyEC Kot dypmpo, we tedkd pH peta&d 4 éog 7.

To avacvotafév didAvpa TPETEL VO EAEYYETOL OTTTIKMG Y1, TNV VIOPEN COUATIOIMY KO Y10,
OTOYPOLATICUO, TPOTOV YopnynOel. Av mapatnpndel amoypmuaticpoc | vmapén copatidioyv, To

avacLoTadEy ddAv e TPETEL VO amoppLpOEt.

Yrodopio éveon
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Bortezomib Fresenius Kabi 2,5 mg kévig yio evéoipo didAvpa

Kd&Be proridro tov 10 ml tov Bortezomib Fresenius Kabi 2,5 mg kdvic yio evéoipo didAvpo mpémet va
avacvotabel mpocexticd pe 1 ml evéoipov dtodvpatog yAwplodyov vatpiov 9 mg/ml (0,9%), pe ™ ypnon
piog ovpryyog KatdAiniov pey€Bovg, xwpig TNV aQaipeST) TOL TOUATOG EIGYDOPNONG TOL Plaidiov. H
oAV ToTOoIN oM TNG AVOPIAOTOMUEVTG KOVEMG OAOKATPAOVETAL G AyOTEPO amd 2 AETTA.

Metd v avacvotaon, kabe ml dtodvpatog mepiéyet 2,5 mg Bopteopipmng. To avacvotabév diivpa o
TPOKVTTEL Elvar StowyEg Kot dypmpo, pe tedkd pH petald 4 éog 7. To avacvotabéy didAvpo tpémet vo
EAEYYETOL OTTIKAG Y10, TNV VTOPEN COUATIOI®MY Kol Y10, 0Ty POUATICUO, TPOTOV Yopnynoel. Av
napoatnpnOel amoypo®UATIGHOG 1) VTapEN copaTdimV, T0 avacvotadéy didhvpa TpEnet va amopprpdet.

Bortezomib Fresenius Kabi 3,5 mg kévig yuo evéoipo didAvpa

Kd&Be proridro tov 10 ml tov Bortezomib Fresenius Kabi 3,5 mg kdvic yia evéoipo didAvpo mpémet va
avacvotabel mpooektikd pe 1,4 ml evéoyov Stodvparog yAwprovyov vatpiov 9 mg/ml (0,9%), pe
¥pNoM piag oOpryyog KatdAANAov pey£0oug, Y@pig TNV apaipes TOL TOUATOG EICYDPNCNE TOL PLOALSIOV.
H dwedvtomoinon g Avo@ilomompévng KOVEmG OAOKANPOVETAUL G AyOTEPO amd 2 AETTA.

Metd v avacvotaon, kabe ml dtodvpatog mepiéyet 2,5 mg Boptelopipnng. To avacvotadéy dtdivua Tov
TPOKVTTEL Elvar S1ovyES Kot dypmpo, pe tedkd pH petald 4 éog 7. To avacvotabéy didAvpo Tpémet vo
EALEYYETOL OTTIKAG Y10, TNV VTOPEN COUOTIOIMVY Kol Y10, AmoYPOUATIGUO, TPOTOV Yopnynel. Av
napotnenOel amoypOUOTIGHOG 1 VTOPEN COUATIOI®Y, TO avacLoTABEY S1aAlvua TPETEL Vo, amopplebEt.

Andppuym

H Boptelopipan mpoopileton yia epamal yprion novo. Kabe oypnoyomointo poprokentikd mpoiov 1
VIOAEYLLO TPETEL VAL ATOPPITTETOL GOUPOVOL LLE TG KOTA TOTOVS IGYVOVGES GYETIKES SLOTAEELG.
7. KATOXOX THX AAEIAY. KYKAO®OPIAX

Fresenius Kabi Deutschland GmbH

Else-Kroner-StrafRe 1,

61352 Bad Homburg v.d.Hohe

Germany

8. APIOMOX AAEIAY. KYKAO®OPIAX

EU/1/19/1397/003

EU/1/19/1397/001

9. HMEPOMHNIA IMNPQTHXE EI'KPIXHY / ANANEQXHY THX AAEIAX

Huepounvia mpatg éykpiong: 14 Noguppiov 2019

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemtopepeic TANPoPopieg Yo TO TOPOV PUPHOKEVTIKO TPOioOV gival d100éc1eg 6TOV SIKTLOKO TOTO TOL
Evpomnaikod Opyoavicpod @apudakov: http://www.ema.europa.eu.
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ITAPAPTHMA 11

MAPAXKEYAXTHX(EZ) YHEYOYNOX(OI) I'lA THN
AIIOAEZMEYZH TOQN MAPTIAQN

OPOI'H ITEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH
XPHXH

AAAQOI OPOI KAI AITAITHZEIX THX AAEIAX KYKAO®OPIAX
OPOI'H IEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. IHAPAXKEAXTHX(EY) YIIEYOYNOX(OI) I'TA THN AIIOAEXMEYXH
TQN HAPTIAQN

Ovopa kot d1e0fvuvon 1oV TOPACKEVOAGTH TTOV £ivVal VITELOHVVOC Y10, TNV OTTOOECUELCT] TMV TOPTIOMV

Fresenius Kabi Deutschland GmbH
Pfingstweide 53

61169 Friedberg,

Germany

N

Fresenius Kabi Polska Sp. z.0.0.,
ul. Sienkiewicza 25, Kutno,
99-300, Poland

270 £VTUTIO PUAAO 0ONYLDOV YPNONG TOV PAPUOKEVLTIKOD TPOIOVTOG TPETEL VAL OVALYPAPETOL TO OVOLLL
Kot 1 d1evBuvon Tov TAPACKELAGTN TOL glval VIEHOVVOG Y10 TNV ATOSEGUEVCT) TG CYETIKNG TAPTIOAC.

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

DoappokevTikd TPoidy yio 10 omoio amatteiton Teplopiopévn atpikn cuvtayr| (PA. mapdptnua L:
[epiinym tov Xapoktnpiotikdv tov [poidvtog, mapdypapog 4.2.)

r. AAAOI OPOI KAI ATITAITHZEIX THX AAEIAY KYKAO®QOPIAX
o Ex0fcg1g meprodikilc mapakorovOnong T as@airsiag (PSURS)

Ot amaitioelg yio v vrofoin tov PSURS yio to ev Adym @apuakevtikd mpoidv opiloviatl otov
KaTAAOYO UE TIg nuepounvieg avapopdg e Evoong (katdioyoc EURD) mov mapotifeton oty
napdypoeo 7, tov dpBpov 107y, tng odnyiag 2001/83/EK kot kdOe erakdiovdng emkaponoinong
OTMG ONUOGIEVETAL GTNV EVPMOTOIKT SIKTVOKT TOAT Y10, TO PAPLOKAL.

A. OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI
ATIOTEAEEIMATIKH XPHXIH TOY ®PAPMAKEYTIKOY ITPOIONTOX

o Yy£010 dwoygipiong Kivovvou (XAK)

O Karoyog Adetag Kvkiogpopiog (KAK) Ba dieEaydyet Tig amaitodpeveg SpacTnploTnTes Kot
TOPEUPACELG PUPHOKOETOYPVTVIOTG 0TS Tapovcldlovtal 6To cuppmvnév ZAK mov mapovsidleTot
omv evotnta 1.8.2 ¢ ddelog KukLoQopiog Kol 0To1EcONTOTE EMAKOAOVOES EYKEKPIUEVEG
avabempnoeig tov TAK.

‘Eva emkaipomompévo XAK Ba npénet va katotedet:

e Metd and aitnuo Tov Evponaikod Opyavicpov Oopudkoy,

o OmOTEONMOTE TPOTOTOLIEITAL TO GVGTI IO SLOEIPLOTG KIVOVUVOL, EOIKA (OC UTOTELEG O AYNC
VE®V TANPOGOPIDV TOL PTOPOVV VO EMPEPOLY GTLUOVTIKT AALOYT OTI GYECT OPEAOVG-
KIvOUVOL 1] 0G OTOTELEC LA TNG EMITEVENG EVOC GTUOVTIKOD OPOCTIOV (QUPUOKOETAYPOTVIOT)
N EAQYIGTOTOINGT KIVODVOD).
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ITAPAPTHMA 111

EINIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EIIIXHMANXH
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ENAEIZEIX IIOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Bortezomib Fresenius Kabi 1 mg xévig yuo evéoipo didAvpa
Boptelopipmn

2. XYNGOEXH XE APAXTIKH(EY) OYXIA(EY)

Kd&Be proridwo mepiéyet 1 mg Popreopipnng (oG fopovikd e6TEPO LAVVITOANG).

3. KATAAOT'OX EKAOXQN

Moaovvitoan (E421)

4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Kovig yia evéoyo Sidivpa
1 gloAidio

5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

APAcTE TO PUALO 03NYIOV XPNONG TPV OO TN XPNOT).

IMoa evooeAéfra ypnon petd and ovacHGTIo.

IMa pia xpnon.

Mmnopet va amofet Bavatnedpo v yopnynbei péocw GALov 0dmV.

Evdogpiréfro xpion: [lpocBéate 1 ml yAwprodyov vazpiov 0,9% yio va emTOYETE TEAIKH GUYKEVTPWOOT)
1 mg/ml.

6. EIAIKH ITPOEIAOIIOIHXH XYM®OQNA ME THN OIIOIA TO
®APMAKEYTIKO ITPOION ITPEITEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN
BAEITIOYN KAI AEN ITPOXEITIZOYN TA ITAIATIA

Noa puidooetal o€ 0éon, TV onoio dev PAETOLY Ko dev TPooeyyilovy Ta A1,

7. AAAH(EZ) EIAIKH(EZ) IPOEIAOIMOIHZH(EIL), EAN EINAI
ANAPAITHTH(EX)

Kvtrapoto&ikod
Xeproteite pe mpocoyn).

8. HMEPOMHNIA AHEHX

AH=EH
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9. EIAIKEYX XYNOHKEYX OYAAEHX

Ddvrdooete T0 PO 6T0 EEMTEPIKO KOLTL Y10 VAL TPOGTOTEVETAL OO TO PG,

10. IAIAITEPEX IIPO®YAAZEIX I'TA THN AIIOPPI¥YH TQN MH
XPHEIIMOIIOTHOENTON ®APMAKEYTIKQN ITPOIONTON ‘H TON
YIHOAEIMMATOQN ITOY NPOEPXONTAI ATIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAT AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Fresenius Kabi Deutschland GmbH
Else-Kréner-Stralie 1,

61352 Bad Homburg v.d.H6he
Germany

12. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/19/1397/002

13. APIOMOZX IAPTIAAZX<, X TOIXEIA AOTH KAI KQAIKOI ITIPOIONTOX>

[oprida

14. I'ENIKH KATATAZEH I'TA TH ATAGEXH

15. OAHTI'IEX XPHXHX

16. ITAHPO®OPIEX XE BRAILLE

H aitioAdynon yuo va pnv meptinedei | ypoen Braille ivon amodektn

17. MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX — AIZAIAXTATOX
I'PAMMOTOX KQAIKAX (2D)

A160106T0TOG YPOUU®TOS KDdIKAGS (2D) Tov géper Tov TEPIANPOEVTO LOVASTKO aVoyVOPLOTIKO KMOTKO.

18. MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX - AEAOMENA
ANAI'NQXIMA AITIO TON ANOPQITIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

ETIKETA

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX KAI OAOX(OI)
XOPHI'HXHX

Bortezomib Fresenius Kabi 1 mg xévic yia evéotipo didivpa
PopteCopipmn
EvdopAéPia yprion podvo.

2. TPOINNOX XOPHI'HXHX
3. HMEPOMHNIA AHEHX
AHEH
4, APIOMOX ITAPTIAAX
[oprida
5. MEPIEXOMENO KATA BAPOX, KAT' O'KO'H KATA MONAAA
1mg
6. AAAA XTOIXEIA
Kvttapoto&ikd

Mrnopet va amofetl Bavatnedpo v yopnynbei péow GAAov 0dmV.
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ENAEIZEIX IIOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Bortezomib Fresenius Kabi 2,5 mg k6vig yio evéoipo dtdAvpa
Boptelopipmn

2. XYNGOEXH XE APAXTIKH(EY) OYXIA(EY)

Kd&Be proridwo mepiéyet 2,5 mg Poptelopipnng (o Popovikd eTéPA LOVVITOANC).

3. KATAAOT'OX EKAOXQN

Moaovvitoan (E421)

4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Kovig yia evéoyo Sidivpa
1 gloAidio

5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

APAcTE TO PUALO 03NYIOV XPNONG TPV OO TN XPNOT).

Mo vroddpa 1 evooEAEPLa ypron HeTd and avacHoTOoT).

IMa pia xpnon.

Mmnopet va amofet Bavatnedpo v yopnynbei péocw GALov 0dmV.

Ynroodpra ypion: IlpocsHiote 1 ml yhwprovyov vatpiov 0,9% ywa va emrdyete Tk cvykévipmon

2,5 mg/ml.

Evoopiréfro yxpion: [lpocBéote 2,5 ml yAwprovyov vatpiov 0,9% yia va emTOYETE TEAIKT GUYKEVTPOOT)
1 mg/ml.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO
®APMAKEYTIKO ITPOION ITPEITEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN
BAEITIOYN KAI AEN ITIPOXEITIZOYN TA ITAIAIA

Noa puidooetal o€ 0éom, v onoio dev PAETOLY Ko dev TPooeyyilovy Ta Taldld.

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

Kvttapoto&ikd
Xelploteite e Tpoooyn.

8. HMEPOMHNIA AHEHX
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AHEH

9. EIAIKEX XYNOHKEYX ®YAAEHX

dvAidocete T0 PLOAIDI0 6TO EEMTEPIKO KOLTI Y10l VO TPOGTOTELETAL ATTO TO PG,

10. IATAITEPEX IIPO®YAAEEIX I'TA THN AITOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON ‘H TOQN
YIHOAEIMMATQN IIOY ITPOEPXONTAI AIIO AYTA, E@OXON AIIAITEITAI

11. ONOMA KAT AIEYOYNXH KATOXOY THX AAETAYXY KYKAO®OPIAX

Fresenius Kabi Deutschland GmbH
Else-Kroner-Strafe 1,

61352 Bad Homburg v.d.H6he
Germany

12. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/19/1397/003

13. APIOMOZX MMAPTIAAX<, XTOIXEIA AOTH KAI KQAIKOI MIPOIONTOX>

[oprtida

14. I'ENIKH KATATAZEH I'lA TH ATAGEXH

15. OAHI'IEX XPHXHX

16. ITAHPO®OPIEX XE BRAILLE

H aitioAdynon yuo va unv meptinedei | ypoen Braille ivor amodekti

17. MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX — AIZAIAXTATOX
I'PAMMOQTOX KQAIKAX (2D)

A16d1406TaTOG YPOUU®TOS KOdKAG (2D) Tov pépet Tov TEPIANPOEVTO LovadIKO avayvVOPIoTIKO KOSIKO.

18. MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX - AEAOMENA
ANAI'NQXIMA AITIO TON ANOPQITIO
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

ETIKETA

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX KAI OAOX(OI)
XOPHI'HXHX

Bortezomib Fresenius Kabi 2,5 mg kévic yia evéoipo didhivpa

Boptelopipmn
Y7rodopia 1 evoopAEPLa ypriom.

2. TPOINNOX XOPHI'HXHX
3. HMEPOMHNIA AHEHX
AHEH
4, APIOMOX ITAPTIAAX
[oprida
5. IMEPIEXOMENO KATA BAPOXZ, KAT' OI'KO 'H KATA MONAAA
2,5mg
6. AAAA XTOIXEIA
Kvttapoto&ikd

Mropei vo, armofetl Bavoatnedopo eav yopnynbei uécm GAA®Y 0dmV.
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ENAEIZEIX IIOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EEQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Bortezomib Fresenius Kabi 3,5 mg kévig yio evéoipo dtdAvpa
Boptelopipmn

2. XYNGOEXH XE APAXTIKH(EY) OYXIA(EY)

Kd&Be proridwo mepiéyet 3,5 mg Poptelopipnng (o Popovikd eTéEPA LAVVITOANC).

3. KATAAOT'OX EKAOXQN

Moaovvitoan (E421)

4. OPAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Kovig yia evéoyo Sidivpa
1 gloAidio

5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

APAcTE TO PUALO 03NYIOV XPNONG TPV OO TN XPNOT).

Mo vroddpa 1 evooEAEPLa ypron HeTd and avacHoTOoT).

IMa pia xpnon.

Mmnopet va amofet Bavatnedpo v yopnynbei péocw GALov 0dmV.

Ynroodpra ypion: IlpocsHiote 1,4 ml yhowprovyov vatpiov 0,9% yio va emrdyete TEAMKN cLYKEVTPOON
2,5 mg/ml.

Evoopiréfro yxpion: [lpocBéote 3,5 ml yAwprodyov vatpiov 0,9% yia va eMTOYETE TEAIKT GUYKEVTPWOOT)
1 mg/ml.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO
®APMAKEYTIKO ITPOION ITPEITEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN
BAEITIOYN KAI AEN ITIPOXEITIZOYN TA ITAIAIA

Noa puidooetal o€ 0éom, v onoio dev PAETOLY Ko dev TPooeyyilovy Ta Taldld.

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

Kvttapoto&ikd
Xelploteite e Tpoooyn.

8. HMEPOMHNIA AHEHX

87



AHEH

9. EIAIKEX XYNOHKEYX ®YAAEHX

dvAidocete T0 PLOAIDI0 6TO EEMTEPIKO KOLTI Y10l VO TPOGTOTELETAL ATTO TO PG,

10. IATAITEPEX IIPO®YAAEEIX I'TA THN AITOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON ‘H TOQN
YIHOAEIMMATQN IIOY ITPOEPXONTAI AIIO AYTA, E@OXON AIIAITEITAI

11. ONOMA KAT AIEYOYNXH KATOXOY THX AAETAYXY KYKAO®OPIAX

Fresenius Kabi Deutschland GmbH
Else-Kroner-Strafe 1,

61352 Bad Homburg v.d.H6he
Germany

12. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/19/1397/001

13. APIOMOZX MMAPTIAAX<, XTOIXEIA AOTH KAI KQAIKOI MIPOIONTOX>

[oprtida

14. I'ENIKH KATATAZEH I'lA TH ATAGEXH

15. OAHI'IEX XPHXHX

16. ITAHPO®OPIEX XE BRAILLE

H aitioAdynon yuo va unv meptinedei | ypoen Braille ivor amodekti

17. MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX — AIZAIAXTATOX
I'PAMMOQTOX KQAIKAX (2D)

A16d1406TaTOG YPOUU®TOS KOdKAG (2D) Tov pépet Tov TEPIANPOEVTO LovadIKO avayvVOPIoTIKO KOSIKO.

18. MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX - AEAOMENA
ANAI'NQXIMA AITIO TON ANOPQITIO
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

ETIKETA

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX KAI OAOX(OI)
XOPHI'HXHX

Bortezomib Fresenius Kabi 3,5 mg kévic yia evéoipo didhivua

Boptelopipmn
Y7rodopia 1 evoopAEPLa ypriom.

2. TPOINNOX XOPHI'HXHX
3. HMEPOMHNIA AHEHX
AHEH
4, APIOMOX ITAPTIAAX
[oprida
5. MEPIEXOMENO KATA BAPOX, KAT' O'KO'H KATA MONAAA
3,5mg
6. AAAA XTOIXEIA
Kvttapoto&ikd

Mrnopet va amofetl Bavatnedpo v yopnynbei péow GAAov 0dmV.
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B. P’YAAO OAHI'TQN XPHXHX
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DvAiro ooNYLOV ypions: IIinpoopics Yo Tov ypriotn

Bortezomib Fresenius Kabi 1 mg kovig Yo evéeipo didivpa
BoprteCopipmn

AW PaoTe TPOGEKTIKA OLOKANPO TO PUAAO 0ONYLOV YP1ONGS TPV UPYIGETE VU YPNCLUOTOLEITE AVTO TO
QOapproKo, o10TL TEPLAAPPAVEL GNUAVTIKES TAPOPOPIES Y10 COG.
- OvAda&te avTo To PUAAO 0dNyLdV ¥prionc. Towg ypelaotel va to dufdoete Eava.
- Edv &yete mepartépm amopiec, pwTioTE TOV YIOUTPO 1) TOV POPLOKOTOLO GOG.
- Edv mopatmpnoete kKamowo avemBOunTn evEPyeLd, EVIUEPOGTE TOV YTPO 1) TOV POPLAKOTOLO GOG.
AVT0 o0l Kot Yo kdOe mhavr| avemBountrn evEPYELR TOL dEV OVAPEPETOL GTO TOPIYV PUALO
odnyuwv yprone. BAéne mapdypapo 4.

T epréyer To mapév evAro 0dNYLOV:

T etvon o Bortezomib Fresenius Kabi kou oo, givai 1 yprion tov

T mpénet va yvopilete mpv ypnoponomoete to Bortezomib Fresenius Kabi
[dg va ypnoponomoete to Bortezomib Fresenius Kabi

[MBavég avemBOunTeg evépyeteg

[g va puidcoete To Bortezomib Fresenius Kabi

[epreydpeva g cvokevaciog Kot Aomég TAnpopopieg

LR

1. Th givar To Bortezomib Fresenius Kabi ko oo givan n ypiion tov

AvTO TO appaKo TTEPLEYEL TN OpacTikn ovaia Pfoptelopiunn, évav ‘avactoréa tpwteocopatiov’. Ta
TPOTEOCOUATIO Tl OVV GNUAVTIKO pOAO GTOV EAEYYO TNG AEITOVPYIOG KoL TNG AVATTLENC TOV KLTTAP®V.
MopeuPaivovtog ot Aettovpyia Tovg, N Poptelopipnn propei vo e£0Ao0pedoel Ta. KAPKIVIKG KOTTOPA.

H Poptelopipnn ypnoiponoteitar yio t Oepameio Tov moALOTAOD PVEADUATOS (VOGS KOPKIVOD TOV LVEAOD

TOV 06TMV) 6€ acbeveig peyaldtepoug Tmv 18 etmv:

- LOVo Tov 1 € GUVOLACUO LE TA PAPUAKO TEYKVAIWUEVT] MITOGmULaKT do&opovPukivn 1
de€apebaldvn, Yo acbeveic mov M KoTaoTOGT TOVG EMOEWVOONKE (e£EMEN TG VOGOL) HETA 0o
TOVAGYLOTOV 10, TPOTYOVUEVT Oepareial Kot Y10 TOVEC 07010V 1 LETUUOGYEVTT) APYEYOVOV
OLLOTOMTIKAV KUTTAPOV dEV NTAV EMLTUYNG 1 OEV EVOL KOTAAANAT.

- 0€ GUVOLOOUO UE TO PAPUOKE LEAPAAGYVT Kot TPedVILOVT] Y10 acbeveis ot omoiot dev £xouv AdPel
mpornyovuevn Bepameia yio T VOGO TOLG Kal Ogv Eival KatdAANLot Yo vynAn d6cn ynuetobepameiog
LE LETAUOGYEVLOT OPYEYOVAV OLLOTOUTIKOV KUTTAP®V

- o€ GUVOLOOUO UE Ta Papuake, de&ouebalovn N doeapebalovn pall pe BaAidouion, yia tovg acbeveig
TV 0moimV 1 voo0g dev £xel viroPfAnbdel Tponyovuévmg oe Bepoameio Kot TPty amd T AYn VYNNG
d00Mg yNUE0BEpaTTELNG LE LETAUOGYELOT APYEYOVAMV OLLOTOUTIKOV KLTTAP®OV (EI00YMYIKN
Oepamein).

H Boptelopiunn ypnowonoteitan yio tn Oepameios Tov AUPOUATOG ad KOTTAPO TOL Lovda (Evag TOTOG
KapKivov mov mpooPaiiel Toug Aeppadévec) oe aobeveic 18 TV Kot v 6g GLVOVACUO UE TO AP LKL,
prrov&paun, KUKAOPOoEoUion, 6o&opovPikivn kat Tpedvilovn, yio acOeveic pe un tpobepamevuévn
vOG0 oV eV glval KATAAANAOL v VTOPANOOVY GE LETAUOGYEVLGT APYEYOVAOV ALLOTOUTIKOV KUTTAPMV.

2. T péner va yvopilete mpiy ypnoponounicete To Bortezomib Fresenius Kabi

Mn ypnopomonoete ™ foptelopipmn
- o¢ mepintoon aAiepyiog ot Popteopipnn, 6to fOplo 1 6€ 0TOL0OTOTE GAAO GO TAL GUCTOTIKG
aVTOV TOV PAPUAKOL (AVOPEPOVTOL GTIV TOPAYPOPO 6).
- 0€ TEPImT®ON TOL £YETE OPICUEVO GOPapd TVELLOVIKA 1] KOPIIOKA TPOPANLOTA.

IIpogidomou)celS Ko TPOPLAGEELS
[pémet va evnuep®CETE TOV Y10TPO 0OG OE TEPITTOOT TOV GO GVUPaivel KAmolo amd To aKOAovOa:
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YOUNAOG aplOUog EpLOPOKLTTAP®V 1 AEVKOKLTTAP®OV

TpoPAuaTa apoppoyiog Kaum xoaunAog aptOpoc oonETUAIDV 6TO aijo GOg

dppota, SLGKOIMOTNTA, VOVTIO 1) EUETOG

MmoBopia, {&An 1 Tdon Yo AuroBupia 6to TapeABOV

TPOPANUATA LLE TOVS VEQPOLS GOG

HETPLOL 1) GOPOPa TPOPANUOTO IE TO CUKMDTL GO

LOVJOG LA, LVPUNYKIOGHO 1] TOVOLS GTa ¥EPLa 1] 6Ta TTOd10. (VEvpordbeiln) oto maperAdov

TPOPARUATA [E TNV KOPSLA 1) TV OPTNPLOKT GOG THEST

dvamvola M Pryxog

OTAGHOL

épmnng Lootpag (EVTIOTIGUEVOG GUUTEPIAAUPAVOUEVTG TG TTEPLOYNG YOP® amd Ta pdTio 1 EEmA®UEVOG

GEOAO TO GMLLML)

® GLUTTOUATE GLVIPOLOV AVGNG OYKOV OGS EMMOVVEG PVTKES GUGTAGELS, PViKT advvapia, chyyvon,
OTMAELN ] SLOTAPOYY] TNG OPAGTC Kot PpayvuveTn TG avamvong

® OTOAEW LVIUNG, OVGKOALD 0T OKEWYT], SUVGKOAIN GTO TEPTATNUA 1 ATMAELN TNG OpUoTG. AVTA UTopEl

va glvar onpeio piog coPaprg AoILmENG TOV £YKEPAAOL Kot O YLOTPOG GOG UTOPEL VO GOG GUGTHOEL

TEPALTEP® EAEYYO KO TOPAKOAOVON O,

[Ipémet va Khvete TaKTIKG EETACELS QULOTOG TTPLY KOl KOTA TN didpkela TG Bepamneiog pe foptelopipmn yio
va. ELEYYETE TOV aplOUd TOV AUOCPALPIOY GOG.

Edv mhoyete amd Aépoopa and KOTTapo Tov Lovoda Kol Gog YOPNYELTaL T0 GAPLAKO PITOVEIUAUTY GE
oLVOLOGUO LE PopTelOUITT, TPETEL VO EVILEPDCETE TOV YIUTPO GUGC:

o glv moTELETE OTL £YETE TAOPA 1 €lY0TE 6TO TAPEABOV AoU®EN NIaTiTd0G. XE KATOEG TEPIMTDOELS,
acBeveic mov giyav oto TapeAbov nratitide B uropei va enoveppavicovy nratitido, n owoio uwopei va
odnynoet otov Bavaro. Edv €yete 1otopucd Aoipwéng nratitidag B, Oa e&etaocteite mpooektikd and Tov
YTpo Gog Yo onueia evepyod nratitidog B.

[Ipémet va dafdoete Ta OAAL 03N YLDV Y10 OAO TO POPUOKEVTIKE TPOTOVTA TOV AapPdvovtol o€
ovvovacud ue ™ Poptelopipan yio TANpo@opieg mov oyeTilovTal Le aVTA TO PAPLOKA TPV APYICETE TN
Oepaneio pe Poprelopipmn. Otav ypnoyonoteitar Ooahdopuion, Tpénet va divetal 110TEPT TPOGOYT GTOLG
eAéyyovg ka Tig Tpovimobécelg mpoAnyng Kimong (PAéme Kimon kot Onlacpog og avtn v Topdypapo).

Howora ko £pnpor
H Boptelopiunn dev mpémetl va ypnoipomoteitar o Toudid Kot pMPovs, EXEWON OeV Elval Yv®OTO TMG AVTO
0o Tovg ennpedosl.

Alro pappoxa ko foptelopipmn
HopoakareicOe vo, evuepdCETE TOV YIATPO 1) TOV QOPLOKOTOLO GOG EGV TAIPVETE, £XETE TPOGPATO TAPEL 1|
umopet va mépete dAho QApLOKaL.
YUYKEKPYEVD, EVIIUEPDOTE TOV YIOTPO GOG £V AAUPAVETE PAPLOKA TTOV TEPIEYOVY OTOLUONTOTE OO TIG
akoAovOeC dpacTIKEC OVGiES:
- ketokovalOAn, ypnopomoteiton yia tn Ogpameio. LUKNTINGIKOV AOTUDEEDY
- prrovafipn, ypnoonoteitor yio tn Oepaneio g HIV Aoipwéng
- prpoumikivn, Eva avtiflotikd mov ypnotpuonoteitol yio ™ Oepomeio foktnplakdv AoumEewmy
- kapPapalenivn, eavotoivn | eavoPapPirtdAn mov ypnoiporotovvol yio ) Oepaneio e eminyiog
- vrepwd/Poroapdyopto (Hypericum perforatum), mov ypnoipomoteitot yio tnv KatdOAlnyn 1 dAreg
KOTOOTAOELG
- omd oTOUATOG AVTIOOPNTIKA

Kdnon kot Onraocpog
Agv mpémet va ypnowponoteite T Poptelopipmn av eiote €ykvoc, eKTOG GV lval caQ®S amopaiTnTO.

O1 yuvaikeg o€ avamopay®yk NAMKIo TPETEL VO YP1GILOTOIOVV OTOTEAEGLOTIKT AVTIGOAANWYT KOTE T

dudpkela g Bepameiog Kot yio 8 piveg Letd v oAokAnpmaon g Oepaneiog. MIANGTE UE TOV Y10TPO GOG
eav Béhete va katayvéeTe Ta mApla cog TPV Eekivioete T Bepamneia.
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Ot Gvdpeg dev Ba Tpémel va kavouv modi Katd ) ypron Poptelopipmng kot Oo Tpémet va
YPNOUYLOTOLOVV ATOTEAEGUOTIKY] OVTIGUAAN YT KaTd TN didpKeta TG Bepameiog Kot yio £0¢ Kot 5 punveg
uetd tn drokonn g Bepaneiog. MIANGTE pe TOV Y10TPO GOg €0V OEAETE VO, O10.TNPICETE TO CTEPLLOL GOG
pw Egkvnoete 1 Bepaneio.

Agv mpémetl va ONAaleTte KoTd TO d1d4oTNIA TOV Yp1oIonoteite Tn Poptelopipmn. Xvintnote e Tov yuuTpod
cag mote glvanl ac@aAiés va Eekvioete 1o Onhooud petd to téhog g Bepamneiog coc.

H Boldopion mpokaiel yevetikég avmpaiieg kat euPpuikd 0avato. Otav 1 Boptelopipnn yopnysitor o
cuvovacpd pe Boldopidn mpénet vo akolovBncete 10 Tpdypappo TPOANYNS KNS Yo T Bokdopion
(BAéme @OALO 0dMyudV ¥prioNG Yo T BaAldouidn).

Oofynon K YEPLoROS PNYAVRATOV

H Boptelopipnn pumopel va mpokaiécsel KOTmon, LaAn, Amobvpia 1) Oapmn dpacn. Mnv odnyeite 1
yeWpileobe epyadeia | unyavipata ov Exete T€toleg avembounteg evépyeteg. [lpénel va eiote TpocekTIKoi
OKOUT| KO 0V OV £XETE OLTA TOL GUUTTMOLLOTOL.

3. Hog va ypnoyponomaesere 10 Bortezomib Fresenius Kabi

O ywatpog oag Oa vroloyicel T d6om ¢ Poptelopipmng PAcel Tov HYOLE Kot TOL GOUATIKOD BAPOLG GOg
(em@évero sdpotog). H ouvidng apycr §6om g Poptelopipmng sivar 1,3 mg/m? empdveiag ohpatog
V0 popég TV gfdopndda.

O ywatpog oag pumopel va aALAEEL T 600T Kol TO GLVOAKS aplBpd TV KOKA®Y Bepameiog, avarloya e TNV
aVTOTOKPIoT G0G 61N Bepaneia, TNV ELEAVIOT) GUYKEKPLUEVMV TAPEVEPYEIDV KOl TOV KOTAGTACE®DY TOV
GUVLTLAPYOLV (T.). NTATIKA TPOPALOTA).

Eleliooouevo moldoml.ovv poélwuo.

Orav n PopteCopiunn yopnyeiton povn e, Oa AaPete 4 d6oeig Poprelopinmng evooeréPia tig nuépeg 1, 4,
8, ko 11 kot axoArovBeite pwo 10Mpepn «mepiodo avdmovong» atny onoia dlakomteTon 1) Oepameio. Avti n
nepiodog 21 nuepav (3 efdopddeg) avtictoryel og évav Bepamentikd KOKAo. Mmopel va AaPete péypt Ko 8
KOKAOLG (24 efdopddeq).

[MBavo va oag do0ei Poptefopipmn pall pe To PAPUOKA TEYKLAMUEVT MTocooKt do&opovfikivi 1
oeapebalovn.

Orav n Poprelopipnnn yopnyeiton pall pe neykoopevn Mmosopaxy do&opovfucivr, Ba AdPete ™
Boptelopipunn evdopréPia wg kiAo Oepameiog 21 nueP®V Kot TNV TEYKVAI®UEVT] ATOCMUIOKT
doEopovPixivn 30 mg/m? v nuépa 4 tov Ogpomevtikod kKikhov dtdpretac 21 nuepdv g Poptelopipmn
®G eVOOPAEPLA Eyyvor PeTA and TV €veon g Poptelopipmng.

Mmnopeite va AdPete Emg kot 8 KOKAOVG (24 efdouddeg).

Orav 1 Popteopipmn yopnyeitor pali pe ™ deapedalovn, Ba AdaPete ™ Poptelopipnn evoopréPia g Eva
KoK o Oepameiog tav 21 nuepmdv kai t de&auedaloévn 20 mg mov Ba yopnyeitol and GTOUATOS TIC NUEPES
1,2,4,5,8,9, 11 xou 12 tov kdKA0L Ogpameiag tng Poptelopipnng towv 21 nuepdv. Mropeite vo, Adfete
émg Kot 8 kOKhovg (24 gfdopnadeq).

My mpobeporevuévo morlamiody uvélowua
Edwv dev éxete axolovbnoetl mponyoduevn Bepameia yio To TOAAATAOVY LOEA®UO Kot OgV €10TE KATAAANAOL
Y10 LETAPOCYEVOT] OPYEYOVMV AUOTOMTIKMV KLTTAp®V, B0 AdPete ™ Boptelopipnn evoopréPia og
oLVOLOCHO pE dVO GAAN EAPUOKO: LEAPAAGYT Kot TPEdVILOVT.
Ye auThv TNV TTEepintoon, 1 d1dpkelo evog kKukhov Bepaneiog givar 42 nuépeg (6 efoopddeg). Oa AdPete 9
KOKAOVG Bepameiog (54 BOopadEC).
o >10u¢ KOKAOLG 1 €mg 4, N Poptelopipnn yopnyeitar 0o opéc v efdoudda Tig nuépes 1,4, 8, 11,
22,25,29 xou 32.
e Y10u¢ KOKAOVG 5 €w¢ 9, 1) Poptelopipnn yopnyeiton pio popd v efdopdda tig nuépeg 1, 8, 22 kat
29.
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H pedporévn (9 mg/m?) kon ) pedvildvn (60 mg/m?) yopnyovvrat kot ot §90 omd oTOHATOC TIg NUEPES 1,
2, 3 ko 4 e TpdNg Efdopnadas Tov kébe KHKAov.

Edwv dev éxete arcolovBnoetl mponyoduevn Bepaneia yio 1o TOAAATAODY LLEA®UA, Kot eloTe KATAAANAOL Yo
LETAUOGYEVCT| OPYEYOVMV OLLOTOMTIKOV KuTTtdpwv, o AdPete ™ Poptelopinnn evoopréfia o
ouvovacud pe ta eappaka de&apebalovn, 1 de&apebalovn kot Boidopion, wg siloaymykn Oepameia.

Orav 1 Popteopipmn yopnyeitor pali pe deapedalovn, Ba AaPete ) Poptelopipnm evoopréPia wg khkAo
Oepaneiog 21 nuepav kot t de&opebalovn 40 mg amd otopatog Tig nuépeg 1,2, 3,4, 8,9, 10 ko 11 tov
KOKAov Bepaneiog g Poptelopiumng tov 21 nuepdv.

Oa AdPete 4 KdKAoVG (12 efdopdoeg).

Orav 1 Poptelopipmn yopnyeitar o cuvdvacuod pe Bokdopion kot de&opefalovn 1 d1dpKela £vOg KOKAOL
Oepamneiog elvan 28 nuépeg (4 efOONASES).

H deEapebalovn 40 mg yopnyeiton amd otopatog Tig nuépes 1, 2,3 4, 8,9, 10 kan 11 Tov kbKkAov
Bepamneiog Suaprelag 28 nuepdv pe Poptelopipmn. H Baidopion yopnyeitor and 61éHATOG NUEPNGIDG GE
50 mg émg v nuépa 14 Tov TPOTOL KOKAOV Kol G€ TTEPInT®AN avoyng 1 666n g Boldouiong avdvetan
ota 100 mg tig nuépeg 15-28 ko mBovd va avéndel meportépm ota 200 mg nuepnoing amd Tov deVTeEPO
KOKAO Kol €mELTOL.

Mmropei va, AdPete péypt 6 kiklovg (24 efoopddeq).

Mpn mpobepamevuévo Léupmuo. amo KHTTopo, T00 puavova

Edv dev éxete axolovOnoetl mponyodevn Bepameio yio. To AEUQ®UO 00 KOTTOPO TOV Hovdva, Oo Adfete
™ Poptelopipmn evoopAEPLa 6€ GLVIVAGUO LE TO PAPUAKO PLTOVEIUAUTY, KUKAOQPOCQOLLIOT,
do&opovfikivn kot Tpedviovn.

H Boptelopipmn yopnyeital evoopréPia tig nuépeg 1, 4, 8 kar 11, axorovBoduevo amnd pio «mepiodo
avamoavono» yopic Oepaneia. H didpkeia evog kourkhov Bepaneiog ivan 21 nuépeg (3 efdopddeg). Mmopei
va AaPete péypt 8 kokAovug (24 efdopddeg).

Ta, akdAov0a, PapuaKeLTIKG TPOTOVTO YopNyoUvTaL TNV Nuépa 1 kdbe khkAov Oepameing 21 nuepmdV e
Boptelopipunn g evoopréPieg eyyboels:

Prrov&ipdunn oe 86om 375 mg/m?, kokhopoopouidn oe d6on 750 mg/m? ko do&opovPikivn e ddon
50 mg/m?,

H mpedvilovn yopnyeitan omd otopatog og 06omn 100 mg/m?2 tig nuépeg 1, 2, 3, 4 kot 5 tov KOKAov
Oepaneiog pe foptelopipmn.

og yopnyeitar n Bopreopipmn

To @apuaxo owtd wpoopiletar udvo yuo evooeAéPia yprion . H Poptelopipnn Oa yopnynOei amd évov
emayyeApaTio VYEOG TOV EYEL EUMEPIO GT YPNOT KVTTAPOTOEIKADV QOPUAKMV.

H oxovn Boptelopipmng npénet va Stahvtonoteital Tpwv tn yopnynon. Avto Oa yiverol amd Evav
emoyyeApario vyeioc. To didAv o TOL TPOKVTTEL YopTYEiTOL YpIiYOopa £vTOC EAEPaC te Eveon 3 €mc S
OEVTEPOLETTMV.

Edv cog yopnyn0si neprocotepn Poprelopipmn

Koabbhg avtod to eapuako cog Exet d00el amd tov yrotpd 1 ToV VOGOKOUO0 GG, gival anibavo vo cag
xopnynOel mepiocdTEPO Ad 060 TPEMEL. XT0 amifavo eVOEXOUEVO TNG LTEPIOGOAOYING, O YLOTPOG Gag Oa
00.G TOPAKOAOVONGEL YioL avemBOUNTES EVEPYELEC.

4, IIBavég avemBOUNTES EVEPYELES
Onwg 6Aa To. pAPLLOK, £TCL KOL 0VTO TO PAPUAKO UTOPEL VO, TPOKAAEGEL AVETIOVUNTEG EVEPYELEG, OV KO
dev TapovclalovTol oe OAOVG TOVG AVOPOTOVE. MepIKES amod TIC avemBUUNTEG EVEPYELEG UTTOPEL VO Elval
coPapéc.

Edv ocac yopnyeiton Boptelopipmn yio ToAAATAODV LOEAMUA 1] AELO®LLOL OO KOTTOPO TOV LAvODOL
EVIUEPDGTE TOV Y1OTPO GO AUECHS EAV TOPAUTNPNOETE KATOLO OO TO KOAOVOO CULTTOLLOTOL:
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EMMOVVEG UVIKEG CLGTAGELS, LVIKT AOLVOLLN

GUYYLOT, ATOAELD 1] SloTOPAY TNG OPUGCTG, TVPAMGT), GIAGLOVG, KEPAAOAYioL

Bpdyvvomn g avamvong, oidnue TV KAt dkpmv 1 0ALoyEG oTov Kapdlako puiud, vynin
apTNploKn Tieon, kénwor, Aurobupio

Byxa ko duokora oV avamvon 1 aicOnpa cVoEENG Tov Bdpaxa

H Bepaneio pe Poptelopipan pmopel moAd cuyva va Tpokarécel peimon tov apliudy Tov
€PLOPOKVLTTAPOV Kot TOV AEVKOKVTTAP®V, KOODS KOl TV OLUOTETOA®MV GTO Qi XVVETMS, TPEMEL VAL
Kavete TOKTIKG £EETAGEIC OlLATOG TPV Kot KaTd T didpkela tng Oepameiag pe foptefopipmn yuo va
eAEyyeTe TOV aplOUo TV apoceapiev cag. Mropel vo, TapovcliceTe LeioT oTov apliud Tov:

alponetaAiov, To omoio umopel va oG KAVEL To emppeneic oTig LeAaVIES 1) o€ apoppayio yopig
EUPAVT] TPOVHOTIGUO (T.Y. CLLOpPaAYict Atd TO £VIEPO, TO GTOUAYL, TO GTOLO KOl TO OVAN GOg M
OLOPPOYiC GTOV EYKEPAAO 1) QLLOPPAYio. ATO TO NTTOP).

€pLOPOKVLTTAPWOV, TOL UTOPEL VO TPOKOUAECEL OVOLULA, LLE CUUTTOUOTO OTWG KOTWGCT) KO YAD UGS
AEVKOKVTTAP®OV, TTOV UTOPEL VO 0OG KAVEL TO EMPPETEIC 6€ AOWMEELG 1| GUUTTOUATA TOV HOLALOVV
pe ypimn.

Edv cag yopnyeitar foptelopipmn yia t Ogpaneios Tov TOAAATAOD LOEADUATOC, OL OVETIOVUNTEG EVEPYELES
OV UTOPEL VO ELPAVIGETE OVOPEPOVTOL TOPAKATO:

Mold ovyvéc avemOounteg evépyseieg (umopel va ennpedoovy neprecdtepa amd 1 ota 10 dropa)

Evawetnoio, poddiocpa, poppunykiacuo 1 oicOnpo Kodcov 6to dépua 1 TOVo 6Ta XEPLE 1 OTA TOd
AOY® PAGPNC TV vELpOV

Meimon tov aplfuod Tv epufpoKVLTTAPOVY 1 TOV AEVKOKVTTAP®V (BAETE TOPATAVO)

[Mupetdg

Adwbeoio (vavtia) 1 Euetog, ondAgln 0peEng

Avcrodtnra e 1 yopic petempiopd (umopel va eivar cofoapn)

Awgpporo: €6v mopovolactel, sival onuavtikd va meite meplocdTePo vepd amd oTO TOL TTIVETE
ovvBwc. O yatpog unopei va oag dmaoet kémoto GAAO PAPROKO Yo Vo EAEYEEL TN d1dppota
Konwon, aicOnon advvapiog

Mvikdg mOvog, mOVOGg GTo. 06T

Yuyvég avemBOunteg evépysieg (nmopei va ernpedoovy émg kot 1 ota 10 aropa)

XopnAn wieon aipatog, ENEVIKY TTOON NG Tieong Tov aipatog og 6phia BEomn mov pmopei va
odnynoel g Amobupia

Yynin mieon aipatog

Meiopévn Aertovpyia T@V VEQPOV GOG

Kepolaryio

AicOnuo yevikng adwabeoiag, mévog, iAryyog, taon Amobvpiag, aicOnua advvauiog | andAeio
alcOncemv

Piyog

Aouméelg, cupmephapuPavorévng TVELUOVIOG, AOIUMEEDYV TOL UVATVELGTIKOD, Bpoyyitida,
AOWMEELG amd poKnTES, PriYos pe AEYpa, acBévela mov potdlet pe ypinn

"Epnng Cootpog (eVTomopEVOG GUUTEPIAAUPUVOLEVNG TG TTEPLOYNG YOP® OO Ta PATIO 1|

eEAmMAOUEVOG 0€ OAO TO COLLNL)

[Tovol oo Odpaka 1 PpaydTNTA TN BVATVONG KOTA TNV Gokno

Atdpopeg popeég e€avonuatog

Kvnouédg (eayovpa) tov dépuatog, EoyKduato oto dépa 1 Enpodepio
Koxkiviouo tov Tpoc®mov 1 Kpa GTocUEVE TPLYOEWN ayyEio

EpvBpdtra oto déppa

Apuvddtmon

AlcOnua kovGov 610 To®m HEPOG TOL GTEPVOL, UETEWPIOUOS, PEVILO, TOUTAVICUOS, TOVOG GTO
GTOMAYL, alpoppayia omd 10 Eviepd Goc 1} Ao TO GTOUAXL

MetofoAn g NTaTIKNG Asrtovpyiog

Epebiopog oto otopa 1 ota ¥eidn, Enpoctopio, EAKT 6TO GTOUA 1 TOVOG GTO AXUO
Andiewo Bapovg, andAeld YEOONG
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Mvikég cLeTAGELS, LVTKOT GTOCHOT, LVIKT aduvapio, TOVOS GTa GKPa

Bopnn| 6pacn

Aolumén tov e£®TEPIKOD GTPOUATOG TOV HOTIOV KO TNG ECMOTEPIKNG EMPAVELNG TV PAEQAPOV
(emumepukition)

e Awoppayio omd tn pot

Avckoiia | TpoPAnpaTa otov VIV, EPIdpOT, Ayxos, arlayég Tng didbeong, katabiumtikn d1d0eom,
avnovyia 1 d1€yepon, UETAPOAEG TNG WUYIKNG GOG KATAGTAGTG, OTOTPOGAVOUTOMGHOG
Oidnua 610 cOUA, GUUTEPIAALPBOVOLEVOL YOP® aTd T PLATLO KOt GALO LLEPT] TOV GOUATOG

‘O ovyvég avemOBOuNTES evépyeres (umopei va emnpedoovy £0g ko 1 ota 100 dropa)

Kopdiaxn avendpkela, Kapdiakn tposPolrr], tdvog oto otiloc, ducpopia 610 o1t180g, avénuévog M
UELMUEVOG KOPOLOKOG pLOUOC

Avciertovpyio T@V VEQPOV GOG

dlreyuovn og eAEPa, OpouPor aipatog oTic EAEPEG KOl TOVE TVEVIOVEG GOG

[poPAnuata pe v TéEN TOL CiPETOG

Avemopkng KuKAo@opia

DAeypovn T0V TOYOUATOG YOP® amd TNV KOPOLd Goc 1 LYPO YOP® amd TNV Kopdld Gog

Aouméelg mov mepthapPdvovy ovporoinwén, Ypinn, AOUGEELS amd TOV 10 TOL £panta, AOTU®EN TV
OVTIOV KoL KuTTopitidn

Alpo ota kOTpava, 1 apoppoyic and PAeEVVOyOdvVoLS, T.y. TO 6TOHO, TOV KOATO

Awtapayéc Tov ayyelov Tov yKepaiov

[Mopdivon, emAnmTikég Kpioels, TTdGT, datapayEs Tng Kivnong, Un eucloloyiki aicnon 1
uetafoin og aicbnon 1 pewwuévn aictnon (aen, akon, yedon, 66ePNoN), SLoTapayn TS TPOGOYNG,
TPEUOVAO, OECUIODCELG

ApBpitida, copmephapufavouévng g PAEYUOVIC TOV apfpdGE®Y GTO SAKTUAL TOV XEPLOV, TOV
TOOLMV KoL TN Gl yova

Awtapayég mov ennpedlovy Toug TVEDIOVES GOGC, EUTOOILOVTAG TO MU0 GG VA TEPEL APKETO
o0&uyovo. Mepikég amd anTtéc TEPLOUPAVOVY SLUGKOAIN GTNV OVATVOT], A AVIOG A, AXYAVINGLLO
Y®pPig AoKN O™, OVATVOT| TOV YIVETOL PNy, SOVGKOAN 1] GTAUATA, GUPLYHO (GOUPLYLLOL)

Ao&ryyag, dtaTopayég ToL AOYOU

MHopayoyn avénuévng n Lelwuévng mocottag 0PV (AdY® PAAPNGS 6TOVG vEPPoDC), ETddVUVN
d1élevon TV 00p®V N AP/TPMTEIVES GTA 0VPA, KOTAKPATNGT VYPDV

Metofoin TV emmédv GLVEIONONG, GLYYVON, STOPUYN 1 OTOAELN LVAUNG

YnepevoicOnoio

AndAga akong, KOPwon 1 ePoég ota owtid, ducpopia 6T CVTIA

Oppovikn avepoiio Tov mhava vo enNPeqcset TNV anoppoOENoT GAATOS Kol VEPOU
Yrepdpaothplog Bupeoetdng adévag

Avikavomra vo, topoydel emapkng VGOLAIVN 1| AVTIGTAOT GTO PUGIOAOYIKA ETITESQ TN IVGOVAIVIG
Epebiopog 1 pAeypovi tov potidv, vaepfoAtkd vypd pdtia, movog ot pdtia, Enpotta oto udtia,
AodEELG TV paTidv, olidto oto PAEQapo (xaAdllo) KoKKva Kot Tpnopéva PAEQapa, EKKPLUO 0T
TO HATLO, U1 QUOLOAOYIKT 6P, GLLOPPAYIN TOV LOTIOV

AOYK®ON TOV AEPPASEVOV OOG

Avoxapyia apdpmong 1 Tov poov, aicdnon Bdpove, Té6vog otn fovfovikn cag xmPa.

AndAelo TPLYOV KOl U1 GUGLOAOYIKT VYT TPLYDOV

AAAepyKéG avTIOPAOELG

EpvBpoétnrta 1 movog oty Béom veong

[T6vog 610 61O

AoldEelg 1 AEYUOVES TOV OTOUATOC, EAKT) GTO GTOLM, TOV O1C0PAYO, TO GTOMMYL KOl TO £VTEPQ,
UEPIKEC POpEC oxeTIOUEVA LE TOVO N poppayic, KoK KIVITIKOTNTO TOL EVIEPOV
(ovumepiapfovopévng e amoepasng), SuGPOPia GTNV KOWALY 1 TOV 01G0PAY0, SLGKOAMO GTNV
KOTATOGN, Gillo 6TOV ELETO

AeppaTikég AOTUDEELS

Baxtnplokég Kot 10yeveig AODEELS

Odovtikn Aoipmén

dAeypovi 10V TOYKPEATOG, ATOPPAEN TOL YOANOOYOV TOPOL
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[Tovog ota yevvnrikd 6pyava, TpdPANLU oty enitevén oTdoNg

Avénuévo copotikd Bapog

Alya

Hrortitidsa

Awtapayéc mov oyetilovtol pe To onpeio Tng EVESTG 1 TN CLGKELT TNG EVECT|G

Agppoticég avtidpaoelg Kot dtatopayés (o1 omoieg pmopei va gival GoPapég Kol AmeANTIKES YiaL TN
Lom), EAKn Tov dépraTog

Melaviég, TTOGELS Kot TPOVHOTIGHOL

®Aeypovi N cupoppayio TV APOEOp®V ayyelmV OV Umopel va ELPAVIOTEL O MKPEG KOKKIVEG )
nop knAideg (ovvnbmg ota TOdN) £MG HEYAAEG TEPLOYES TOV HOLALOVV UE PHEAAVIEG KAT® 0o TO
d€pPLOL 1 TOVG 16TOVG

Koionfeig xoatelg

Mo cofapr, ovacTPEYIUN EYKEQOAIKT KATAGTUOT) TOV TEPIAAUPAVEL EMANTTIKEG KPIGELG, VYNAN
OPTNPLOKT TEST), TOVOKEPAAOVS, KOTMOT|, GUYYLGT, TVPAMGN 1 GAAL TPOPARHATA OPOOTS.

Yrdvieg avemBOunteg evépyseieg (umopel va emnpedoovy g kot 1 ota 1.000 dropa)

Kopdiakd TpopAnpata wov mepthappavouy Kapdakn tpocsfoin, otnddyym
Yofapn eAEYUOVY TV VEDP®V, 1| 0TToi0 UITOPET VO TPOKAAEGEL TOPAALGT KOl SUGKOAIN GTNV
avomvon (ovvdpopo Guillain-Barré)

‘E€aym

Avoypopio Tov eAEPOV

dAeypovn Tov votiaiov puedon

[IpoPinpara pe o avti cag, apoppayio arnd To avti cog

Y71odpactnploTnTo. ToL BUPE0EIB0VE 0dEVa GOG

YHvdpopo Budd—Chiari (tor kKAvikG GOUTTOUATE TTOV TPOKAAOVVTOL OO TNV 0mOQPaén TV
NTATIKOV PAEPDV)

MetofoAéc | U QUGIOAOYIKY EVTEPIKN AELITOVPYIN

Awoppayio 6Tov YKEQPUAO

Kitpvog ypopatiopodg TV HaTidv Kot Tov d€ppatog (Iktepog)

YoBapn ariepykn avtidpaon (ava@uAlokTikd 6okK) onpeio g omoiag pumopet vo mepthapupdvouv
ducoKoAia 6TV avamvor, Tovo 6to otnbog 1 6eiipo oto otboc, Kavn aictnon (aing/Amobvuiag,
cofapn eoyovpo. 6To SEPUN 1) O10YKMUEVEG TTPOEEOYEC OTO OEPUM, TPNELLO TOV TPOGMTOV, TOV
YEWIDV, TNG YADGGOS Kol TOL PAPLYYa, TO 0010 UTOPEL VO TPOKAAEGEL SUGKOAIN TNV KATATOON,
KOTAPPELON

Awrtapoyéc Tov pootol

Koimuég exkpioeig

ALOYK®OOT TV YEVVITIK®OV 0pYaveOV

Melopévn avoyf 6TV KOTovAA®GT OVOTVEDLOTOG

Amioyvaven, andAElr, COUOTIKOD BApovg

Avénpévn opedn

Xupiyyo

Yypb oe apOpmon

Kvotelg oto mepifAnua tov apdpmdcemv (KOoTel Tov apdptkod vuéva)

Kartayuo

AIOTOOT TOV POIKOV VOV 10V 00NYEl 68 GALEC EmMTAOKES

AOYK®OT TOL NTTATOG, alloppayio omd 1o TP

Koapxkivog tov veppmv

Agppatikn kotdotaot mov Hotdlel e ympioon

Koapxkivog tov déppatog

QypoTNTa TOL dEPLTOG

AvENON TOV AUOTETOA®V 1) TOV TAAGUATOKLTTAP®V (£va 100G AEVKOKVTTAP®OV) GTO Cliplo
®poduPoc aipartog oe pikpd opoeodpa ayyeio (Bpopfotikn pikpoayyelonadeio)

Mn @LGLOAOYIKT aVTIOPOOT| GE PETAYYICELS OULOTOC

Mepikn| 1| OMK1 andAELR TG OpAONS
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Meiopévn oe&ovolikn embopio
Expon oéAiov amd to otoua
Mdtio Tov Tpoe&éyovv
EvoicOnoia oto pog

I'pryopn avomvon

[T6vog 6t0 0pBO

[Tétpeg ot oY

Knin

Tpovpaticpot

EvOpovota 1 adbvopua vyl
Mn @uctloroyikd amobépato tpteivig o {OTIKG Opyavd Gog
Kopa

Evtepikd éhkn

[MoAhamAn avendpkela opydvav
®dvatog

Edv cag yopnyeitar foptelopipmn o cuvovacud pe dAla eappoka yio T epameio Tov AUPOUATOG 0
KOTTOPA TOL HAVODA, Ol AVETIOOUNTES EVEPYELEG TOV UTOPEL VL ELOAVICETE OVAPEPOVTOL TOPAKATO:

oAb ovyvéc avemOounteg evépyseieg (umopel va ennpedoovy neprecdtepa amd 1 ota 10 dropa)

[Tvevpovia

Andrea 0peéng

Evaietnoio, poddiooua, popunykiocuo | aictnuo kodcov 6to dépua 1 TOVo 6Ta ¥EPLO. 1 OTO TOdLL
AOy® PAGPNS TV veLpav

Noavtio Kot EHETOG

Awdppora

"EAxn ot0 otON0

Avcrotdta

Mvikdg mOvog, mOVOGg GTo. 06T

ATOAELN TPLYDV KoL [1] PLGLOAOYIKT VON TPLYDOV
Konwon, aicOnon advvapiog

[Mupetdg

Yoyvég avemBOunTeg evépyseieg (nmopei va exnpedoovy émg kot 1 ota 10 aropa)

"Epnng Cootpog (eVTomopEVOg GUUTEPIAAUPOUVOUEVNG TG TTEPLOYNG YOP® amd Ta LATIO 1|

eEamlmpévog o OA0 T0 ML)

Aouméelg amd Tov 10 Tov EpmnTa

Baxtnplakég Kot 10yeveig AODEELS

AoudEELS TOV avomveELGTIKOV, Bpoyyitida, Pryoc e ALy, acbéveia mov potdlel pe ypinn
AoludEelg amd pokntTeg

YrepevoicOnoia (aArepykn avtidpacn)

Avikavomta vo, topoydel emapkng VGOLAIVI 1| AVTIGTAOT GTO PUGIOAOYIKA ETITESQ TN IVGOVAIVIG
Koataxpdnon vypov

Avckoria 1 TpofAnuato otov VTVO

AndAelo, cuveldnong

Mertafoin Tov emmédnv cuveidnong, cbyyvon

AicOnon Caing

Avénpévog kopdiakog puBudc, vymin aptnplaxy tieon, epidpmon

Mn @ucloloyikn 6pact, Baurr 6pacn

Kopdiokn averdpiela, Kapdiakn tpocsPolrr, tovog oto otboc, ducpopia 610 otiBog, avénuévog N
UELOUEVOS KapdLokOS puBuog

Yynin 1 xopmin aptmprokn rieon

ZoQVIKN TTMOOoT TN¢ TTieong Tov aipatog o€ 6pbia 0éon mov pmopei va odnynoel og Amobupio

e Abvomvola KoTd TV doknon

98



Biag

AOdEvyKag

EpPoég ota avtid, Suvceopio ota avtid
Awoppayio amd 1o évepd cag 1 amd TO GTOUAKL
AicOnuo xaveov

[T6vog 610 oTONdYL, LETEMPIGUOG

AvokoAio 6TV KATATOOT)

Aolumén 1 pAEYUOVT GTO GTOUG)L KOl TO EVTIEPO
[Tovog ot0 oTOMGYL

Epebiopog oto otopa 1 ota (i, TOVOG GTO Ao
MetofoAn g NTaTIKNG Asrtovpyiog

Kvnouog (payovpa) tov dépuatog

EpvOpdtra 610 déppa

E&avOnpa

Mvikoi oracpol

Ovporoipmén

[16vog ota dxpa

Oidnua 610 oAU, GUUTEPIAAUPBOVOUEVOL YOP® A0 T PATLO KOt GALO LEPT] TOV GMOUATOG
Piyog

EpvBpdtnra kot mévog ot B€om Eveong
AloOnpua yevikng adwbeciog

Andrewa Bapovg

Avénon Bapovg

'Oy ovyvég avemOopnteg evépyeles (umopei va ennpedoovy émg ko 1 ota 100 dropa)

¢ Hraritda

o Yofapn aAlepykn avtidpaon (ava@LAOKTIKY avTidpaon) onpeia tng onoiog propei va
nepLoUPavouy duokoAio 6TV avamvon, Tovo 6to atifog 1 oo 6to otndog, Kavn aicnon
L{aAng/Mmobopiag, coPapn eayodpa 610 dEpua 1 droykmuéveg mpoeloyég ato dépua, TPNEYo Tov
TPOCHTOL, TOV YEMDV, TNG YADGGUS KA1 TOL PAPLYYa, TO 0010 UIOPEL Vo TPOKAAECEL SUGKOALN
GTNV KOTATOOT|, KATAPPELOT
AwTopayéc g Kivnong, TapdAvcT), SeGUIOMGELS
TAryyog
ATOAEW KOG, KOP®OOT
AloTopayéc Tov EnNPedlovy TOVG TVEDUOVES GOC, EUT0dILoVTOG TO MU GOG VA TAPEL APKETO
o&uyovo. Mepikég and avtéc TepLoPAvouy SUGKOAID GTNV AVATVOT], ACEVIOG LA, AOYOVILGLLO
Y®pig doKnomn, ovamvor| Tov YiveTal pnyn, SVCKOAN 1 GTAUATA, GUPLYUO
* Opoppot aipaTog 6TOVG TVELUOVEG GOG
o Kitpvog ypoUOTIGHOG T®V HOTIOV Kol TOV 0€pratog (TkTtepog)
o OCid10 oto PAépapo (xardllo), KoKKiva Kot Tpnopéva PAEpapa

Yaavieg avemOounteg evépyaieg (propei vo ennpedosovy g kot 1 ota 1.000 dropa)
o Opoppog aipatoc oe pKkpd arpodpa ayyeio (Bpoupotikn pikpoayyelonddeia)
o Yofapn PAEYUOVY] TV VEDP®V, 1| OTTOi0 UTOPETL VO TPOKAAEGEL TAPAALGT KOl SUGKOAID GTNV
avomvon (cvvdpopo Guillain-Barré)

Ava@opd avemBounTOV EVEPYELOV

Edv mopotnpfioete KOmoo, avemBOunTn evEPYELd, EVIUEPMDGTE TOV YIATPO 1) TOV QUPLOKOTOL GOc. AvTd
oYvEL Kot Yio KaOe mhavi avemBountn vEPYELO TOL OEV AVOPEPETUL GTO TOPOV PUAAO 0NYLDY YPNHONG.
Mrnopeite eniong va avoaeépete avemBOUNTEG evépyeleg amevbeiog, LEGH TOV €BVIKOV GUOTNUATOG
avapopdg mov avaypdeetol oto [apdptnua V. Méow g avagopds avemBountov evepyeldv Umopeite va
Bonbnoete 611 GLALOYN TEPLCCOTEPMY TANPOPOPLDV CYETIKE LLE TV ACPAAELN TOV TAPOVTOS POPUAKOV.

5. I®g va puraccete To Bortezomib Fresenius Kabi
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To @bppaxo avtd Tpénel va pLAAcGETOL GE LEPT) OV OgV TO PAETOVY Kol OV TO POAVOLV TOL TOdIAL.

Na pn ypnowponoteite ovtd 10 PAPHOKO LETE TNV Nuepopnvia ANENG TOL avaeEPETAL GTO PLUAISI0 Kol GTO
kovuti petd ) AéEn AHEH.

To pappakevtikd avtd Tpoidv dev amartel Wwitepeg cuvinkeg Beppokpaciog yo v GOAAEN TOv.
Ddvrdooete T0 PLOAIS0 6T0 EEMTEPIKO KOLTL Y10 VO TPOGTOTEVETAL OO TO PG,

H ympun kot uoikn otabepdtnta kaTd TV Xpnom Tov ovacLoTadéviog dStodvuatog £xetl amodetyel yio
ovykévipmong tov 1 mg/ml yia 96 dpeg otovg 25 °C kot yuo 8 nuépeg otovg 2-8 °C dtav datnpeitat 6to
apykd ELOALIS10 KOV 6T GvpLyYa.

Amd pikpofroroyikng amoyng, To avacvotafév diivpa Ba Tpémel va ypnoomoteitat Gpeco, LETA TNV
npoetolocia. Edv dev ypnoonomOel dueoa, ot ypdvor pOAAENG KaTd TN ¥p1on Kot ot cuvOnkeg @OAAENC
TP oo TN XPNOT OTOTEAODV EVBVVT TOL PN OTY. O GLVOALKOGS ¥POVOG SlaTHPNONG Y10 TO OVOGLOTAOEY
QOPUOKEVTIKO TTPOTIdV dev mpémel va vrepPaivet Tig 96 dpeg (av uidyetor atovg 25 °C) kan 8 nuépeg (av
@UAayetar atovg 2-8 °C) pv amd TN yopnynon.

H Boptelopiunn mpoopiletar yia epdmnal yprion pnovo. Kébe aypnoipomointo oppokeutikd mpoiov 1
VIOAEYLLLO TPETEL VAL ATOPPINTETOL GOUPOVOL LLE TG KOTA TOTOVS IGYVOVGES GYETIKES SLOTAEELG.

6. Iepreydpeva TS GLOKEVAGLOG KOL AOUTES TTANPOPOPIES

T epréyer o Bortezomib Fresenius Kabi
- H dpaoctikn ovoia glvar n Boptelopipnn. Kébe prarioo nepiéyel 1 mg Poptelopipmng (og fopovikd
€0TEPQ LOVVITOANG). MeTd TV avacvotoot, 1 ml amd to evésiuo ddivua mepiéyet 1 mg
Boptelopipmng.
- Ta dAla cvotatikd givon povvitodn (E421).

Epg@évion tov Bortezomib Fresenius Kabi ko mepieyépeva mg ovekevaciog
H Boptelopipmn k6vig yio evésipo dtdivpa givar AEVKT TPOG VITOAEVKT] AVOPIAOTOMUEVT] GKOVN 1|
oLUTAYNG ovoia (KEK).

Kd&Be yaptivo xovti Tov Bortezomib Fresenius Kabi 1 mg kovig yio evécipo didAvpo meptéyet Eva S1ovyEg
YudAwo @loridio Tv 5 ml, pe ykpilo mdo ELGYDOPNONS Kl TPAGIVO OUTOCTOUEVO ETITMUN OO GAOVUIVIO,
nov mep€yel 1 mg Popreopipmng.

To @laAidio gival oe GUPPIKVODUEVO TEPITOALY LA (Y®PIC dicK0) 1) TomobeTUEVO GE €val OI0KO LE KOTAKL.
Kd&0e cvokevacio mepiéyet 1 praridlo piog ypnong.

Karoyog Adsiog Kvkhogopiac:
Fresenius Kabi Deutschland GmbH
Else-Kroner-StraRe 1,

61352 Bad Homburg v.d.Hohe
Germany

Hopookevaotic:

Fresenius Kabi Deutschland GmbH
Pfingstweide 53

61169 Friedberg,

Germany

n
Fresenius Kabi Polska Sp. z.0.0.,

ul. Sienkiewicza 25, Kutno,
99-300, Poland
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[No omoladrmote TANpoopio GYETIKA e TO TOPOV PAPUAKELTIKO TPOiOV, Tapakareiote va amgvBuvleite
otov Kdtoyo g Adetog Kuihopopiog.

To mapdv eOALo 00N LAV Ypriong avadepOnke Yia Televtaio popa otic MM/EEEE
Aldeg T YEG TANPOPOPLAV

Agntopepeic TAnpoeopieg yio 1o papRoKo avTd givar dtféciues 6Tov dKTLOKO TOTO Tov Evpmmaikod
Opyavicpod Oopudxkov: http://www.ema.europa.eu.
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O TAnpoopieg Tov akorovBovv amevdivovtal Lovo Ge eTayyeALTIES LYEIOG:
1. ANAXYXTAXH I'A ENAO®AEBIA ENEXH

Ynueioon: H Boprelopipnm etvar évag Kuttapotolikds mapdyoviag. Zuvendc, Tpémetl va, SiveTal 1d1oitepn
TPOGOYN KOTA TO YEPIGHO KOl TNV TPOETOYOGIO TOV (QPUPHAKOV. XVLVIGTATOL 1) YPNON YOVIIOV Kot
TPOGTOTEVLTIKOD POVYIGHOV TPOKELUEVOD va. omo@eLyOel 1) emapn pe To déppa.

H AXHIITH TEXNIKH ITPEITEI NA AKOAOY®EITAI AYXTHPQY KA®’ OAH TH AIAPKEIA THX
I[TPOETOIMAZIAY THX BOPTEZOMIMIIHXE KAGQXE TO PAPMAKO AEN IIEPIEXEI
YYNTHPHTIKO.

1.1 TMpogropacio Tov Proidiov Tov 1 mg: Tpocdicte Apoosektika 1 Ml oteipov, evéctpov SoAdHATOC
rAoplovyov vazpiov 9 mg/ml (0,9%) oto praridio mov mepiéyet T oxdvn Poptelopinmng pe T xpnon
oLYLYYOG KOTAAANAOL peyEBove, pig TNV aPaipEST] TOL TOUATOG EICYDOPNCNE TOL Plodiov. H
SLAVGT| TNG AVOPIAOTONUEVTG KOVEMG OAOKATPMOVETOL GE AYOTEPO OO 2 AETTA.

H ovykévrpmon tov tediko daddpatog o eivor 1 mg/ml. To didhvua wpémet va givar dowyEg Kot
dypopo, pe tedko pH 4 éwg 7. Agv givan avaykaio va eAéyEete To pH tov daAdpoTos.

1.2 TIpw ™ yopnynon, eEréyEte OMTIKA TO SGALLA Yio VTOPEN COUATIOIOV KOl OTOYPM®UATIGHO. AV
napaTnpnOel VYOV ATOYPOUOTIGHOG 1] VTTAPEN COUATIOI®V, TO AL TPETEL VO amopPLPDEl.
EmBePardote T cuykévipmon oto @loAidlo yia va dtcoricete 6Tt | coTh dOGM YopnyeiTal yio
mv evéo@iéfra 086 yoprynong (1 mg/ml).

1.3 H ymukn kot uoikr] 6tafepdtnrta Katd Ty ¥pHon ToL avacuoTafEvtog dtoAdpatog £xetl amodetyel
v ovykévrpoon tov 1 mg/ml yia 96 dpeg otovg 25 °C Kot yio 8 nuépeg otovg 2-8 °C dtav
dwtnpeitor 610 apyiKd PraAidlo KoV 6T cvpLyya.

Amd pikpofroroyikng amoyng, To avacvotaféy dilvpa Oo Tpénel vo ypnopomoleitol dueoa, HETH
v tpoetoocio. Edv dev ypnoiponomBel dueca, ot ypdvotr OAAENG KOTA TN (pNoT Kol 0l GLVONKESG
QUAAENC TPV oMo T Ypriom amoteAovv evBHVI Tov ¥PNoTH. O GUVOAKOS ¥POVOG JLUTHPNONG Y10 TO
AVOCLOTAOLY PAPUOKELTIKO TPOidV dev mpémel va, vepPaivel Tig 96 dpeg (av puAdyetan otovg 25 °C)
Kot 8 NuéPes (av puAdyetat otovg 2-8 °C) mpwv amd T xopnynon.

Agv gival amapaitnm 1 TpooTasic amd T0 S Y10 TO OVOCLGTAOEY POPLUKEVTIKO TPOIOV.

2. XOPHI'HXH

- Metd ) dteAvtonoinot, ovappoPNoTE TNV KOTAAANAT TOGOTNTO TOL OVAGLGTAUEVOD OLOADLATOG
GUUPMOVE, [LE TNV DTOAOYICUEVT dO0M, pe Paon v Ileployn Empdvelog Zouatog tov acbevoic.

- Emipefordote T 8661 KL T GCLYKEVTP®GT 0T cOptyyo mtpty amd ) xpnion (eAéyEre 6TL 1 GVpLyya.
QEPEL TNV EMOTLOVOT] YioL EVOOPAEPLO Yop1ynom).

- Xopnynote to dtdivpa pe evooPAEPLa bolus éveon 3-5 devTEPOAENTOV HEG® EVOG TEPIPEPLKOD 1|
KEVTPIKOV EVOOPAEPLOL Kabethpa. o pio eAEPa.

- I'epiote yio €ékmAvon Tov TepLeeptko 1 evooPAEPio kabetnpa pe oTElPO AL LN YADPLOLYOL
vatpiov 9 mg/ml (0,9%).

To Bortezomib Fresenius Kabi 1 mg IPOOPIZETAI I'A ENAO®AEBIA XPHXH. Mn yopnyeite
péom driov 0dmv. H gvdoppayraia yopiynon £xer odnynocet o€ Odvaro.

3. AIIOPPIYH

Ka0e praiidio mpoopiletar yia pio epdmal ypnon LOVo Kot TO VIOAELLLN TOL SLHADUOTOC TPEMTEL VAL
omoppinteTol.

Kd&0e aypnoyonointo poapuokevtikd Tpoidv 1 VTOAEUN TPETEL VO OTOPPITTETAL GOUPOVO, JLE TIG KATA
TOMOLG 15YV0VGEC GYETIKES dlaTdEELS.
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®Yrlo 0OV ypriong: IIknpogopieg yia Tov ypriotn

Bortezomib Fresenius Kabi 2,5 mg kovig Yo evéoipo draivpa
Bortezomib Fresenius Kabi 3,5 mg kovig Yo evéeipo didivpa

Boprtelopipmn

A PaoTE TPOGEKTIKA OLOKANPO TO PUAAO 0ONYLOV YP1ONGS TPV UPYIGETE VU YPNCLUOTOLEITE AVTO TO
QOapproKo, o10TL TEPLAAPPAVEL GNUAVTIKES TAPOPOPIES Y1 COGS.
- OvAd&te avTo To PUAAO 0dNyLdV Yprone. Towg ypelaotel va to dofdoete Eava.
- Edv &yete mepartépm amopiec, poTioTe TOV Y1IOUTPO 1) TOV POPLOKOTOLO GOG.
- Edv mopatmpnoete kamowo avemBOunTn eVEPYELN, EVILEPDGTE TOV YIOTPO 1) TOV POPLOKOTOLO GOG.
AvTO 1oyveL Kot Yo kaOe mhavr| avemBountr evEPYELR TOL SEV OVAPEPETOL GTO TOPOV PUALO
odnyudv yprone. Biéne mapdypapo 4.

T epréyer To mapév evAro 0dNYLOV:

1. T1 eivan o Bortezomib Fresenius Kabi kot ot givat 1 yprion tov

2. T mpénet va yvopilete mpv ypnoponomoete to Bortezomib Fresenius Kabi
3. [dg va ypnopomomoete to Bortezomib Fresenius Kabi

4, [MBavég avemBOunteg evépyeteg

5. [dg va puidcoete To Bortezomib Fresenius Kabi

6. [epieydpeva g cuokevLUGing Kot AOITEC TANPOPOPIiEg

1. Th givar To Bortezomib Fresenius Kabi ko mowa givan n ypiion tov

AVTO TO EApUOKO TTEPLEYEL TN OpaoTIK ovaio, foptelopiumn, évav ‘avactoréa tpoteocopatiov’. To
TPOMTEOCOUATIO TAiloVV oNUAVTIKO pOLO GTOV EAEYYO TNG AEITOLPYING KOl TG AVATTUENG TV KUTTAPWV.
[Hopeppaivovtog otn Aettovpyia Tovg, 1 foptelopipnn pnopet va e£0Ao0pedoel Ta KAPKIVIKGE KOTTOPA.

H Boptelopiunn ypnoiponoteiton yio ) Bepaneio Tov moALATAOD puEADUATOS (EVOG KapKivoy TOV LVEAOD

TOV 06TMOV) 6€ acbevelg peyaldtepous Tmv 18 eTmv:

- UOVo TOV 1 € GUVOLACUO UE T PAPUAKO TEYKVAIOUEVT] MITOGMULOKT 00E0opovPikiv 1
oe&apebalovn, Yo acBeveig mov M KoTAGTAGT TOVG EMdeVDONKe (e£EMEN TG vOGOL) petd amd
TOVAGYLOTOV 10, TPOTYOUEVT] BgpaTeiat Kot Y10 TOVG 0TO10VG 1] LETAUOGYEVTT) OPYEYOVOV
OLLOTOMTIKOV KVTTAPOV dEV NTAV EMLTUYNG 1 OEV EIVOL KOTAAANAT.

- 0€ GUVOLOOUO UE TO PAPUOKE LEAPAAGYVT Kot TPedVILOVT] Yio. acbeveis ot omoiotl dev £xouv AdPet
npornyovuevn Bepameia yia T VOG0 TOvg Kal dgv eival KatdAAnlot yio vynAn d6om ynuetodepameiog
LE LETAUOGYEVLON OPYEYOVAOV OLUOTOUTIKMV KUTTAPWY

- o€ GuvovOoUo pe o eapuako, de&ouebalovn N oeauebalovn poli pe BaAidouion, yia tovg acbeveic
TV onoimv 1 vooog dev £xel voPAnbei Tponyovuévmg oe Bepameio Kot Tpty amd T Ayn VYNNG
doomNG yNUE0DEPUTTELNG E LETOUOGYEVGN APYEYOVAOV GLLOTOUTIKOV KLTTAPMOV (E100YMYIKN
Oepamein).

H Boptelopipan ypnowonoteitar yio tn Ogpameio Tov ApOUATOS atd KOTTAPO TOV Lovdvo, (Evag TOTOG
KapKivov mov mpooPaiiel Toug Aepupadévec) oe aobeveic 18 TV Kol v 6g GLVOVACUO UE TO AP LKL,
PLTOVEUAUTT, KUKAOPOOEOLION, doEopovPikivn kat mpedvilovn, yio acOeveic pe pn tpobepamevpévn
vOG0 oV eV glval KATGAANAOL v VITOBANOOVY GE HETAUOGYEVGT APYEYOVAOV GLLOTOINTIKOV KUTTAPMV.

2. Tvpéner va yvopilete mpv ypnoiponomocete 70 Bortezomib Fresenius Kabi

Mn ypnopomonjoete ™ foptelopipmn
- og nepintmon ailepyiag ot Poptelopipmn, oto fOPLo 1 G OTOLOOINTOTE GAAO OO TOL GLGTATIKA
aVTOV TOV PAPUAKOL (AVOPEPOVTOL GTIV TOPAYPOPO 6).
- 0€ TEPImT®ON TOL £YETE OPICUEVO GOPapd TVELLLOVIKA 1] KOPIIOKA TPOPANLOTA.
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IIpocidomou]oeis Kot TPoPVAGEELS
[pémet va evnuep®CETE TOV Y10TPO 0OG OE TEPITTOOT TOV GO GVUPaivel KAmolo amd Ta aKkOAovOa:
o youUNAOG apliuog EpLOPOKLTTAP®Y N AEVKOKLTTAP®V.

TpoPAUaTe cpoppayiog Koun xounAog aptBpog aoTETAAIDV GTO Oipd GOG.

ddppota, SLGKOIMAOTNTA, VOVTIO 1) EUETOG

MmoBopia, {&An 1 Tdon Yo AuroBupia 6to TapeABOV

TPOPANUATA LLE TOVS VEPPOLS GOG

HETPLOL 1) GOPOpa TPOPANUOTO LE TO GUKMTL GO

LOVJOG LA, LVPUNYKIOGHO 1] TOVOLS 6Ta ¥EPLa 1] oTa TTOd10. (VEvpomdbeiln) oto maperAdov

TPOPANUATA [E TNV KOPSLA 1) TV OPTNPLOKT GOG THEST

dvuamvola M Pryxog

OTAGHOL

épnng (oot pag (EVTOTIGUEVOG GUUTEPIAQUPAVOUEVTG TG TTEPLOYNG YOP® amtd T UATIO 1

eEamlopévog oe OA0 T0 GOUA)

® GULUTTOUATE GLVIPOLOV AVGNG OYKOV OGS EMMOVVEG HVTKEG GUGTACELS, LViKT advvapia, chyyvon,
OTMAELN ) SLOTAPOYY] TNG OPAGTC Kot PpdyvuveTn TG avamvong

® OTOAEN LVIUNG, OVCKOALD OTN OKEWYT], SVGKOAIN GTO TEPTATNUA 1 ATMAELN TNG OPUoTG. AVTA
umopel va givar onueio piog soPaprg Aoipuméng Tov £yKe@AAOL Kot 0 YTpdg GOG UTOPEL VoL GOG
GULGTICEL TEPULTEPM EAEYYO KOl TAPAKOAOVONOT.

[Ipémet va Khvete TaKTIG EETACELS QULOTOG TTPLY KO KOTA TN didpkela TG Bepamneiog pe foptelopipmn yio
va. ELEYYETE TOV apPlOUd TOV AUOCPALPIOY GOG.

Edv mhoyete amd Aépoopa and KOTTapo Tov Lovoda Kol GG YOPNYELTaL T0 GAPLAKO PITOVEIUAUTY G
oLvoLOcuO Le Poptelopipmn, TPEMEL VO EVIULEPDGETE TOV YIUTPO GOGC:

o glv moTELETE OTL £YETE TAOPA 1 €ly0TE 6TO TAPEABOV Aolp®EN NIaTiTd0G. XE KATOIEG TEPIMTOOELS,
acOeveic mov giyav oto TapeAbov nratitido B umopel va eraveppavicovv nrotitida, 1 onoio pmwopel
va odnynoet otov Bavato. Edv €yete 1otopucd Aoipwéng nrotitidag B, Oa e&etaocteite mpocextid
amo Tov ylTpd oag yio onueio evepyob nratitidog B.

[Ipémet va dafdoete ta GOAAL 03N YLDV Y10 OAO TO POPUOKEVTIKE TPOTGVTA TOV AapPdvovtol o€
ouvovacud ue ™ Poptelopipan yio TANpo@opieg mov oyeTilovTal Le aVTA TO PAPLOK TPV APYICETE TN
Oepaneio pe Poptelopipmn. Otav ypnoyonoieitar Oahdopuion, Tpénet va divetal 110iTEPT TPOGOYT GTOLG
eléyyovg ka Tig Tpovmobécelg mpoAnyng kKimong (PAéme Kimon kot Onlacpog og avtn v Topdypapo).

Moo ko £pnpor
H Poptelopiunn dev mpémetl va ypnoomoteitar o Toudid Kot EpMPovs, EXEWN deV Elval YV®OTO TMG AVTO
0o Tovg ennpedoEl.

Alro pappoxa ko foprelopipmn
HopoakareicOe vo, evuepdCETE TOV YIUTPO 1) TOV QOPLOKOTOLO GOG EGV TAIPVETE, £XETE TPOGPATO TAPEL 1|
umopet va mépete dAho QapLOKaL.
YUYKEKPYEVD, EVIUEPDOTE TOV YIOTPO GOG £V AAUPAVETE PAPLOKE TTOV TEPLEYOVY OTOLUONTOTE OO TIG
akoAovOeC dpacTIKEC OVGiES:
- KeTOKOVALOAN, ypnopomoteiTal Yio T Bepameio LUKNTINCIKGOV AOUDEEDY
- prrovafipn, ypnoomoteitor yia t Oepancio tng HIV Aoipwéng
- prpoumikivn, £va avTiBlotiko mov ypnotpomoteitol yio ) Oegpaneio Paktnplokdy Aouméemv
- kapPapalenivn, pavotoivn | eatvoPapPrtdAn mov ypnotpuonotodvtot yia T Oepameio g
EMANYi0G
- vrepkd/Poroapdyopto (Hypericum perforatum), mov ypnopomoteiton yio v KatdOAnyn 1 GALEC
KOTOOTAOELS
- omd GTOUATOG OVTIOLPNTIKA

Kdnon kot Onraocpog
Agv mpéner va ypnotponoteite tn Poptelopinmn av giote £yKvog, EKTOG £V €ival GOPOG amapaitnTo.
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O1 yuvaikeg o€ avamopoy®yK NAKio TPETEL VL YPTGLLOTOLOVY ATOTEAEGHOTIKT] OVTIGUAANYT KOTA TN
dudpkela g Bepameiog Kot yio 8 pveg Hetd v oAokAnpmaon g Bepaneiog. MIANGTE UE TOV Y10TPO GOG
edv Béhete va katayHEeTe Ta mApila cog Tpv Eekivioete T Bepamneia.

Ot Gvdpeg dev Ba mpémet va kdvouvv mondi katd ) ypnon g Poptelopinnng kot o mpémetl va
YPNOYLOTOIOVV OTOTEAEGUOTIKT] OVTIGVAANYT KOTA T O1dpKeLo TG Oepomeiog Kot Yo m¢ KAl S UAVEC
petd tn dwokon| g Bepaneiog. MiAnote e ToV Yatpo Gog £bv BELETE va S10TNPNGETE TO GIEPLO GOG
pw Egkvnoete 1 Bepaneio.

Agv mpénet va OInAdlete katd To Sdotnua mov ypnolonoteite T Poprelopipnn. Xvintiote pe Tov yiTpd
oag mote givanl ac@aiés va Eekvioete To Onhaoud petd to téhog g Bepamneiog coc.

H BoAdopion mpokaiel yevetkés avopaiieg kat epfpoixd Bavato. Otav n Boptelopipnn yopnyeiton o
cuvdvacopd pe Boldopidn mpémet vo akolovBncete 1o Tpdypappo TPOANYNG KONoNS Yo T BoAldopion
(BAéme @OALO 0OMyLDV ¥pNoNG Yo T OaAdouidn).

0ofynon Ko YEPIGROS PN AV RATOV

H Boptelopipan pumopel vo mpokarésel KOTman, (aAn, Amobvpia 1 Qo) dpacn. Mnv odnyeite 1
yepileoabe epyadeio | pnyovipata av Exete é€toteg avembounteg evépyetes. [lpénet va giote TpocekTikol
OKOUT| KO 0V OV £XETE OLTA TOL GUUTTMOLLOTAL.

3. Hog va ypnowoenomosere 10 Bortezomib Fresenius Kabi

O ywtpog oag Ba vroroyicel T d6om TG Poptelouipmng PAcel Tov KOS Kot TOL GOUATIKOD BAPOLS GOg
(emebvero sdpotog). H ouvidng apykr §6om g Boptelopipmng sivar 1,3 mg/m? empdveiag ohpatog
V0 popég v gfdoudda.

O ywtpdc cag pmopei vo aridEet tn d0om Kot To cuVoAlkd aplfud Tev Kukiwv Bepaneioc, avaioyo pe Tnv
OVTOTOKPIoT G0G 61N Oepaneio, TNV ELEAVIOT) CUYKEKPIUEVMV TAPEVEPYEIDV KO TOV KOTACTACE®DY TOV
GUVVLTIAPYOLV (T.). NTATIKA TPOPANLOTA).

Eleliooouevo moldoml.ovv poélwuo.

Ortav 1 Popteopipmn yopnyeitar wovn g, 0o Adpete 4 d6ceig Poptelopipmng evoopAéfia 1 LTOSOPLA TIC
nuépeg 1, 4, 8, ko 11 ko akorovBeite po 10Mpepn «mepiodo avdmavone» otny onoia S10KOTTETAL M
Oepamneia. Avti 1 mepiodog 21 nuepav (3 gfdopddec) avtiotoryel oe Evav Bepamevticd Kbkro. Mrmopei va
AaBete péypt ko 8 khkAovg (24 efdopnddeq).

[MBavo va oag dobei Poptelopipmn poll pe T PAPUOKO TEYKVAIOUEVT] ATOCOUINKT do&opovPikiv 1
de€apebalovn.

Ortav 1 Poptelopipmn yopnyeitar pali pe meykoiopévn Mmocmpiakn do&opovPikiv, 0o Aafete ™
Boptelopipnn evdopAéPia 1 vTOdOPLE MG KOKAO Ogpameiog 21 nuepdY KoL THY TEYKLAIOUEVT] AMTOCM LK
doEopovPikivn 30 mg/m? v nuépa 4 Tov Bepamevtikon KOKAOL didprelog 21 nuepdv g Boptelopipumn
®¢ eVOOPAEPLA Eyyvom HeTd and v Eveon ¢ Poptelopipmang.

Mmnopeite va AdPete Emg kot 8 KOKAOVG (24 efdouddeq).

Ortav 1 Popteopipmn yopnyeitar pali pe ™ de&ouebalovn, Ba AdPete ™ Poptelopiumm evooiéfia 1
VI0dOpLo. ¢ Eva KOKAO Oepareiog tv 21 nuepmv kot ) de&apedaldvn 20 mg wov Oa yopnyeitar omd
otopatog Tic nuépeg 1,2, 4,5, 8,9, 11 kon 12 tov kdxhov Bepameiog g foptelopipmng tov 21 nuepdv.
Mrnopeite va AdPete Emg kot 8 KOKAOVG (24 efdouddeg).

Mpu mpobeparevuévo roliamrody uvéiwuo

Edv dev éxete akoAovBnoel mporyovpevn Bepameio yio 1o mOAAATAOVY HLEA® UM KOl OEV €10TE KATAAANAOL
Y10 LETOUOGYEVLOT OPYEYOVAOV OLUOTOUTIKMV KLTTaAp®wV, B AdPete T Poptelopipmn og cuvovacud e dVo
Ao @ApuoKa: LEAPOAGVT KOt TPESVILOVT).

Xe QUTNV TNV TEPIMTMOT, 1 dtapKeLlo evOg KOKAOL Bepameiag eival 42 nuépeg (6 efdopddec). Oa AdPete 9
KOKAOVG Bepameiog (54 BOopddeC).
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- Ztovug Kokhovg 1 €wg 4, 1 Boptelopipmn yopnyeitar 600 gopéc v efdoudoa tig nuépeg 1, 4, 8, 11,
22,25,29 xou 32.
- 210v¢ KOKAOLG 5 €m¢ 9, 1 Boptelopipnn yopnyeitan pio opd tnv efdopdda Tic nuépeg 1, 8, 22 kot
29.
H pehearévn (9 mg/m?) ko n mpedvildvn (60 mg/m?) yopmyodvtar kot ot Yo omd 6TopaTog TIc Nuépeg 1,
2, 3 ko 4 e Tpdng efdopnadog Tov kdbe KHkAov.

Edwv dev éxete arcolovBnoetl mpornyoduevn Bepaneia yio 1o TOAAATAODY LLEA®UA, Kot eloTe KATAAANAOL Yo
UETAUOTYEVCT] OPYEYOVMY OUOTOMTIKGV KUTTApwV, Oa AdPete ™ Pfoptelopipnn evoopiéfia 1 vTrodopla
o€ GuVOLOoUO PE Ta Papuaka, de&apuebalovn, N de&apebalovn Ko Boldopion, mg slocaywyikn Bepameia.

Orav 1 Poptelopipmn yopnyeitor pali pe de&apebalovn, Bo AaPete T Poptefopiunn evéopréPia q
VI0dOpLo ¢ KOKAO Bepamneiog 21 nuepav kot tn de&opefalovn 40 mg amd otopatog T nuépeg 1, 2, 3, 4,
8,9, 10 ko 11 tov xdxiov Bepanciog g Poptelopipmng tov 21 nuepdv.

Oa AdPete 4 KoKAOVG (12 fdoudoeg).

Orav 1 Popteopipmn yopnyeital o cuvdvacuod pe Bokdopion kot de&opebalovn n didpkela vog KOKAOL
Oepamneiog eivar 28 nuépeg (4 efOOUASES).

H deEapebalovn 40 mg yopnyeiton amd otopatog Tig nuépes 1, 2,3 4, 8,9, 10 kan 11 Tov kbKAov
Oepamneiog duapkelag 28 nuepdv pe Poptelopipmn. H aidopion yopnyeital and 6toUATOG NUEPNGIDG G
50 mg éwg v nuépa 14 Tov TPOTOL KHKAOVL Kol 68 TepinTmon avoyng n 66on g Boldopiong avédvetan
ota 100 mg tig nuépeg 15-28 ko mBova va avéndel meportépm ota 200 mg nuepnoing amd Tov deVTePO
KOKAO Ko £ELTal.

Mmnopet va AdPete péypt 6 kKhkhovg (24 efdounddeq).

Mpn mpolepamevuévo Aéupmuo. amd KOTTopo T00 Havova

Edwv dev éxete axolovBnoetl mponyoduevn Bepamneio yio To AEPQ®UO 0o KOTTOP TOV Hovova, Bo AdPete
N Popteopipmn evooeAEPia 1} VTOSOPLA GE GLVOLOCUO LE TA PAPLOKO PITOLEWAUTT, KUKAOQ®GOUUIOT,
do&opovfikivn kot TpedviLovn.

H Poptelopiumn yopnyeitar evoopréPia 1 vrodopia Tig uépeg 1, 4, 8 ko 11, akolovBovpevo and pio
«mepiodo avdmavono» yopic Oepaneio. H didpketa evog kokAov Oepamneiog eivor 21 nuépeg (3 efdonddec).
Mropei va, AdPete péypt 8 khxhovg (24 efdopnddeq).

Ta akdrovBa pappakevTiKd TpoidvTa yopnyodviat TNy nuépa 1 kdbe khxiov Oepaneing 21 nuepmdv pe
Boptelopipnn g evoopréPieg eyyboels:

PirtovEuaunn og 86om 375 mg/m?, kukhopooeapidn oe §6om 750 mg/m? ko doEopovPikivn oe 6om

50 mg/m?,

H mpedvilovn yopnyeitan omd otopatog og 06omn 100 mg/m?2 tig nuépeg 1, 2, 3, 4 kot 5 tov KdKAov
Oepamneiog pe foptelopipmn.

Hog yopnyeitan n Boptelopipmn

To @apuaxo owtd mpoopiletor yia evooAéPia 1 vroddpia ypnion. H Poptelopiumn o yopnynOei and Evav
emoyyeApatio vyeiog mov £xel epumelpio ot ¥PNON KLTTAPOTOEIKAV PUPUAKOV.

H oxovn Boptelopipmn tpénel va dtolvtomoteitat Tptv T xoprynon. Avtd Oa yivetor amd Evov
emoyyeApario vyeioc. To ddAv o TOL TPOKVTTEL YopTYEiTOL LE Eveon eite eviOg PAEPAG gite KATM amd TO
oéppa. H éveon oe pAéPa eivar ypriyopn kou dtopkel 3 €mg 5 devtepdrenta. H éveon kdtm omd to dépua
yiveTan €ite GTOLG UNPOVG gite GTNV KO,

Edv cag yopnyn0si neprocétepn Poprelopipmn

Kobmhg avtd to papuako cog Exet 000el amd Tov yrotpd 1 TOV VOGOKOU0 GG, eival aniBavo va cag
yopnynOel mepiocdtepo amd 060 TPEMEL. 210 anifavo evoeyOUEVO TNG LITEPSOGOLOYING, O YLTPOS Gag Oa
00, TOPAKOAOVONGEL Yio avemIBOUNTEG EVEPYELES.

4.  IIOavég avemOOunTeg evépysreg

Onw¢ 6ha o pdppoKa, £T61 Kol 0VTO TO PAPUAKO UTOPEL VO TPOKAAEGEL OVETIOOUNTEG EVEPYELEC, OV KL
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dev TapovclalovTol oe OAOVG TOVG aVOPOTOVS. MepIKES amd TIg avemBOUNTEG EVEPYELEG UTTOPEL VO Elval
coPapéc.

Edv cag yopnyeitan Boptelopipmn yio moAAamAohv poEAmpa | AELPOLUL omd KOTTOPH TOU LovoDa
EVILEPMOTE TOV Y1ATPO GOG AUECHOS EAV TAPATNPNGETE KATO10 Ao Ta akdAovbda cuumtdpaTo:
- EMMOVVEC PVTKEG GLUOTAGELG, LVTKT AdLVOLic
- GUYYVOT), OTMAELN 7| dLATAPAYT] TNG OPUCT|C, TOPAMOT, GTUCHOVG, KEPAUAOAYia
- Bphyovon g avamvon|s, oldnpa TOV KAT® AKP®V 1 0ALAYES GTOV KOPOLakO puluo, vynan
apTNploKn Tieon, kénwor, Aurobupio
- Pya kot dSvokorio oty avomvon N aictnpa cveEEng tov Bdpaka

H Bepaneio pe Poprelopipnn pmopel oAb cuyva va Tpokarécel peimon tov apliudy Tov
€PLOPOKVTTAPOV KO T®V AEVKOKVTTAP®OV, KOOMG KOl TOV OUOTETAAM®MY GTO Oipd. ZVVETMS, TPEMEL VA,
Kévete TakTiKd £EeTdoEIC alpaTog TPV Kot Katd T didpkela tng Oepaneiog pe Boptefopipmn yuo va
eAEyyeTe TOV 0plOUO TV apoc@alpiev cag. Mmopel vo, TapovcliceTe LeimoT oTov apliud Tov:

- OUOTETOAI®V, TO OTTOI0 UTOPEL VO GOG KAVEL TTLO EMPPETELG OTIC LEAAVIEG T} OE Opoppoayia ympic
EULPAVT] TPOVHOTIGHO (T.). OLLOppayict Ao TO £VIEPO, TO GTOUAYL, TO GTOLN KOl TO OVAN GOg M
QLLOPPOYiC GTOV EYKEQPAAO 1) QLLOPPAYio. ATO TO NTTOP).

- gpLOPOKVLTTAP®V, TOL UTOPEL VO, TPOKAAEGEL OVOLULIOL, LE CUUTTOUOTH OTMG KOTMGT KOl YAMULASO

- AEVKOKVLTTAP®V, TOV UTOPEL VO GOG KAVEL IO EMPPENEIS 6€ AOWUMEELG | GLUTTO AT TTOV POt ovV
pe ypimn.

Edv cag yopnyeitan Boptelopipmn yia t Bepaneio Tov TOAAATAOD LVEADUATOS, OL OVETBVUNTESG EVEPYELES
OV UTOPEL VO ELPAVIGETE OVOPEPOVTOL TOPAKATO:

IMoAv ovyvéig avemBOunTES evépyereg (nmopei va emnpedoovy neprocdtepa and 1 ota 10 dropa)
¢ Evawsbnoio, poddioopa, poppunykiacuo 1 oicOnpo Kodcov 6to dépua 1 TOVo 6Ta ¥EPLe. 1 TA TOd

MOy PAGPNC TV vELpOV

Meiwon tov aplfuov tv epufpoKVTTAPOVY 1 TOV AEVKOKVTTAP®V (BAETE TOPATAV®)

[Mupetdg

Adwbeoio (vavtia) 1 Euetog, ommAgia 0peEng

Avcrotdtnra e 1 yopic petempiopd (umopel va eivar cofoapn)

Awgpporo: €6v mopovolactel, eival onuavikd va mieite meplocdTePo vePO amd 0VTO TOL TTIVETE

ovviBwc. O yatpog punopei va oag dmaoet kémoto GAAO PAPHOKO Yo Vo EAEYEEL TN d1dppota

Konwon, aicnon advvapiog

o Mvikog TOvog, TOVOG GTO 06TA

Yoyvég avemBounteg evépyeres (umopei va ernpedosovy ¢ kot 1 ato 10 aropa)
o XounAn wieon aipatog, Lopvikn Ttdon ¢ Tieong Tov aipatog g 6pBio OEomn Tov umopsi va
odnynoel og Mmobupia
Yynin mieon aipatog
Meiopévn Aetrtovpyia T@V VEQPOV GOG
Keparaiyia
AioOnua yevikng adabesiog, movog, iAryyog, tédon Mmobupiag, aicbnuo advvapiog 1 armieia
aloOncemv
Piyog
o Aouméelg, cupmepthapavouévng Tvevpuoviog, AOUMEE®Y TOL OVATVELGTIKOD, Bpoyyitida,
AOWMEELG amd poKNTES, PriYos pe AEYHa, acBévela mov potdlet pe ypinn
¢ 'Epnng Lootpog (evtomiopévog cupmeptAafovouévng g TepLoyng YOP® amd To PaTio 1
eEAmMAOUEVOG 0€ OAO TO COLLNL)

o [Iovol o0 Odpaka 1 PpaydTNTA TNG CVATVONG KOTA TNV GoKN o™

® Aldpopeg popéc eEavOnoTog

o Kvnoudg (payovpa) tov dépuatog, eEoykdpota oto 0épua 1 Enpodeppiio
o Kokkiviopa Tov Tpoodmov 1 Kpd STacUEVE TPLYosdn ayyeio

e EpuBpdtnta oto déppa

o Apuddtmon
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AioOnuo Kovcov 610 To® PEPOG TOL GTEPVOL, UETEMPLOUOS, PEYILO, TUUTOVIOUOS, TOVOG GTO
oTopdyt, apoppayio amd To £viepd cag N amd To GTOUAYL

MetofoAn g NTaTIKNG Asrtovpyiog

Epebiopog oto otopa 1 ota ¥, Enpoctopio, EAKT 6TO GTOUA 1 TOVOG GTO AN

Andrea Bapovg, ammAELR YEDOTG

Mvikég cvondoelc, poikoi omacpol, poiky advvapio, TOVOS T GKpa

Boumn 6pacn

Aolpmé&n tov e£@TEPIKOD GTPMOLUATOG TOV LOTIOV KO TNG ECMTEPIKNG EMPAVELNS TV PAEQAPOV
(emmepuKitioa)

Ayoppayio amd tn pot

Avokolio 1 TPofALOTA GTOV VTIVO, EQIOPW®AT, AYY0G, OAAMYEC TNG O1d0eonC, KoTaOAITTIKN didfeon,
avnovyia 1 d1éyepon, LeTAPOAES TNG WYUYIKNG GOG KATAGTAOTG, OTOTPOGAVATOMGOG

Oidnua 6T0 cOUA, GCUUTEPIAAUPBAVOUEVOL YOP® A0 TO PATLOL KO GALO LEPT] TOV CMUOTOG

Oy ovyvég avemBOUNTES EVEPYELES (UTTOPEL va exnpedoovy £0¢ Kot 1 ota 100 dTopa)

Kopdiokm averdpkela, Kapdlakn tpocsPoin, tovog ato otiboc, duceopia 610 otnBog, avénuévog 1
LEWMUEVOG KOPOLOKOG pLOUOC

AvcrelTovpyio T®V VEQPOV GOG

DAreypovn og eAEPa, BpouPor aipatog otig EAEPES KOl TOVS TVEVHOVEG GOG

[Ipofinpata pe v TéEN TOL AipaTog

Avemapkng KukAogopia

DAeypovn ToV TOYOUATOS YOP® and TNV Kapold 6og 1 LYPO YOP® ard TNV Kapold Gog

Aoud&eig mov mepthapPdvovy ovporoinwén, ypinn, AOUGEELS amd ToV 10 ToV £pmnta, AOIH®EN TV
OVTIOV KOl KVTTOPiTIdN

Aiuo oto, KOTpava, 1 apoppayic and PAEVVOYOVOLC, .Y, TO GTOE, TOV KOATO

o Alotapayég TV ayyeimv Tov eykepaAon

[Mopdivon, EMANTTIKEG KPIGELS, TTOGT, Ol0TAPA)ES TNG KIVOTG, U1 LGLOAOYIKN aictnon 1
petafoin og aicOnon 1 pewwpévn aictnon (aen, akomn, yebon, 6cepNoN), dSlatapayn TS TPOSOYNS,
TPEUOVAO, OEGHODOELG

ApBpitida, copmeplapfavopévng g PAEYLOVIG TV apfpdcE®mV 6T SAKTLAL TOV XEPLOV, TOV
TOOLMV KOl TN Gloyova

AloTopayéc Tov EnNPedlovy TOVG TVEDUOVES GOC, EUT0dILoVTOG TO MU GOG VA TAPEL APKETO
o&uyovo. Mepikég and avtéc TepLoPAvouy SUGKOAID GTNV AVATVOT], ACEVIOG LA, AOYOVILGLLO
Y®PIig GAoKNOT, OVATVOT TOV YIVETOL PNy, OVGKOAN 1 GTAUATA, GUPLYLO (GEUPTYU)

Aob&ryyag, dtoTapayég Tov AOYou

Hopaywyn avénuévng 1 Hetwpévng mocdtntag ovpwv (Adym PAGPNG 6TOVG VEPPOV]), EndduvN
d1élevon TV 00p®V N Al/TPMTEIVES GTA 0VPA, KOTAKPATNGT VYPDV

Mertofoin TV emmédmy GLVEIONONG, GUYYVON, STOPOYN 1 UTMAELL UWVANG

YrepevaicOnoia

AndAela akong, KOewon 1 euPoéc ota oTid, Sucpopio 6Ta KVTIA

Oppovikn avouoiio wov mhovd va ernpedosl TV aroppdenon GAaTog Kot vepon

Yrepdpaothiplog Bupeoetdng adévag

Avikavotnta va topaydel emapkig vGOLALVT 1] AVTIOTOOT] GTA PUGIOAOYIKA EMIMESQ TNG IVGOLAIVIG
Epebiopog ) preypovn tov potidv, vrepfoAtkd vypd pdtio, movog ota pdtia, Enpotnta oto pdtia,
AOWDEELS TV poTidv, olidto oto PAEPapo (yaAdllo), KOKKve, Kot Ttpnopuéva PAEpapa, EKKpLua omd
TO AT, L1 PLGLOAOYIKT] OPUGT], ALLOPPOYIN TOV LATIDV

AOYKOGN TOV AEUPUSEVOV GOG

Avckopyio apbpwonc N Tov poov, aictnon Bapovg, mévoc 6t PovfoVviKn Gog YDOPO.

ATOAELD TPYDOV KOL U] GUCIOAOYIKT VO TPLYDOV

AAdepyiéc avTidpdoelg

EpvBpdtra 1| mévog oty B€omn éveong

[T6vog 610 oTdHHO

AoUDEEIS N PAEYHOVEG TOV GTOUOTOG, EAKT] GTO GTOUM, TOV OLGOPAYO, TO GTOUAYL KOl T EVIEPQ,
UEPIKEG popég oyeTILOUEVA e TOVO 1 aLoppayio, KoK KIVITIKOTNTO TOV EVIEPOV
(ovumeprapPoavouévng g amoepatng), dSuseopia oTNV KOIALd 1 TOV 0160PAY0, SUCKOAMO GTNV
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KOTATOGN, Gijlo 6TOV ELETO

Agppoticég Aouméelg

Bakmnplakég kot 10yeveic Aotuméelg

Odovtikn Aotpwén

dAeypovn 10V TayKpEATOG, OTOPPAEN TOV YOANIOYOL TOPOL

[T6vog ota yevwnrtikd dpyava, TpdPAnua oty enitevén otoong

Avénuévo copoatikd Bapog

Aty

Hrartitda

Awtapayéc mov oyetifovion e 1o onueio g EVESTG N T GLGKELT] TNG EVECT|G

Agppotikég avtidpacelg Kot dtatapayés (ot onoieg pmopel va eivarl cofapéc Kot amenTIkég yio
{on), EAkn Tov dEPUATOG

Melaviég, TTMOELS KOt TPOVHOTIGHOL

dreypovn 1 apoppayio. TOV ALOPOP®Y OYYEIMY TOV UTOPEL VO ELPAVIOTEL OC LKPEG KOKKIVEG 1
pof knAideg (cvvnbmg ota TOd) £wg peydieg TePLoyES OV potdlovv He peraviEg KdT® amd To
O€pLL 1] TOVG 16TOVG

Koionfeig koatelg

Mo coBapr, ovacTPEYIUN EYKEQUAKT KOTAGTOGCT OV TEPIAAUPAVEL EMANTTIKES KPIGELS, LVYNAY
OPTNPLOKY TEST), TOVOKEPAAOVE, KOTWOOT], GUYYLON, TVPAMGN 1 GAAL TPOPATLLATA OPUOTG.

Yravieg avemBounteg evépyereg (umopei va exnpedsovy £m¢ kot 1 ota 1.000 dropa)

Kopdiaxd mpofAnpata mov mepthappdvovv Kapdiokn tposPoir], otnOdyym
YoBapn eAeypovi Twv vedpmv, 1 onoio umopel va TPokaAEcEL TapdALGT Kol SUGKOALD TNV
avomvon (cvvdpopo Guillain-Barré)

‘E€ayn

Avcypopio Tov eAepOV

dreypovn 1oV voTIoiov pweron

[poPAnuata pe o avti cag, apoppayic omwd To avti cog

Y71odpactnploTnTo. TV BUPE0EIB0VC 0déva GaG

X0vdpopo Budd—Chiari (ta kAviké copntdpote 1oL TPOKAAOUVTOL ad TNV andEPaEn TV
NTATIKOV PAEPDOV)

MetofoAéc 1 Un GUCIOAOYIKY EVTEPIKN AELTOLPYIQ

Ayoppayio oTov €YKEQPUAO

Kitpwvog ypopatiopog tov patidv Kot Tov d€ppratog (iktepog)

YoBapn ariepykn avtidpaon (ava@LAOKTIKO GOK) onueio TG omoiag pumopel va mepthapupdvovy
dVGKOALD GTNV avamvon, TOVo 6To 6TBog 1 6pi&ipo oto oo, Kavn aicOnon Laing/Mmobupiog,
cofapn eoyoupo 6To SEPUA 1) S10YKOUEVEG TPOEEOYES GTO OEPUM, TPNELLO TOL TPOSHOTOV, TV
YEWDV, TG YADGGOC Kol TOV PAPLYYO., TO 0010 UITOPEl v TPoKaAEGEL SUGKOAIN GTNV KATATOO,
KOTAPPELON

Awtapoyéc Tov Hootol

KoAmkég exkpioelg

AOYK®OT TV YEVVITIK®OV 0pYavEOV

Meiopévn avoyn oty KatavaAwmoT OVomvEDUOTOG

Amioyvavon, andAelo cOUATIKOD Bépoug

Avénpévn opedn

Xupiyyo

Yyp6 oe apBpmwon

Kvoteig oto mepifAnpa tov apdpmcemv (K0GTEL TOL aphptkod vuEva)

Karayua

AldoToon TOV POTKOV VOV ToL 001YEl 68 GALEC EMTAOKEG

A1dyKkmon 1oV NIaToC, ooppayic amd To Nrap

Koapxkivog tov veppmv

AgpLOTIKT KOTAGTOGT TOL HOWILEL LE Yopioon

Kapkivog tov déppartog

QypoTNTe TOV FEPUATOG
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AvENON TOV AUOTETOA®V 1) TOV TAAGHATOKLTTAP®V (va 100G AEVKOKVTTAP®OV) GTO Ol
OpouPoc aipartog oe pikpd apoedpa ayyeio (Bpopfmtikn pikpoayyelonadeio)
Mn @uGLOAOYIKT aVTIOPOOT] GE PETAYYITELS OULOTOC

Mepikn 1| OMK7 andAELR TG OpACNS

Meiopévn oeovolikn embopio

Expon odAiov amd to otoua

Mdtwo Tov Tpoe&éyovv

EvoicOnoia oto pog

I'pryopn avomvon

[T6vog 6t0 0pBO

[Tétpeg ot oA

Knin

Tpoavpaticpot

EvBpovota 1 adbvapa voyla

Mn @ucloroykd anoBépata tpwteivig o {oTikd Opyovd cog

Kopa

Evtepucd €hicn

[MoAhamAn avendpkeld opydvav

®dvatog

Edv cag yopnyeitan Boptelopipmn oe cuvdvacud pe dAla eappoka yo tn Oepameio Tov AepUeOUATOG amd
KOTTOPA TOL HAVODA, Ol AVETIOOUNTES EVEPYELEG TOL UTOPEL VL ELOAVICETE OVAPEPOVTOL TOPAKATO:

IMoAd ovyvéig avemBOunTES evépyereg (nmopei va emnpedoovy neprocdtepa and 1 ota 10 dropa)

[Tvevpovia

Andrea 0peEng

EvaweOnoio, poddioopa, popunykiacuo 1 oicOnpo Kodcov 61o dépua 1 TOVO 6Ta XEPLE. 1 OTA TOd
MOy PAGPNC TV vELPOV

Noavtia kot épetog

Awdppora

"EAxn ot0 otoN0

Avckomdtra

Mvikdg mOVog, TOVOG GTO. 06T

ATOAELN TPLYDV KoL 1] QUGLOAOYIKT VON TPLYDV
Konmwon, aicOnon advvapiog

[Mupetdg

Yoyvég avemBounteg evépyereg (umopel va emnpedosovy £m¢ kat 1 oto 10 aropa)

"Epnng Cootpog (eVTomopEVOg GUUTEPIAAUPUVOUEVNG TG TEPLOYNG YOP® amd Ta PATIO 1|

eEAmMAOUEVOG 0€ OAO TO COLLNL)

AodEelg amd Tov 10 ToL £pmnTa

Baxtnplakég Kot 10yeveig AODEELS

AoludEELS TOV avomveLaTIKOV, Bpoyyitida, Pryoc e ALy, acbévela mov potdlel pe ypinn
AoldEelg amd poknteg

YrepevoicOnoia (aArepykn avtidpacn)

Avikavomta vo, topoydel eTapkng VGOLAIVI 1| AVTIGTAOT GTO PUGIOAOYIKA ETITESN TN IVGOLAIVIG
Koataxpdtnon vypov

Avokolio 1] TpofAHoTO GTOV VTVO

Andhern, cuveidnong

Metofoin Tov emmédwv cuveldnong, cbyyvon

AioOnon Caing

Avénpévog kopdiakodg puBpdc, vymin aptnplaxy mieon, epidpmon

Mn @ucioloyikn 6pact, Baurr 6pacn

Kopdiokn averdpkela, Kapdiakn tpocsPolrr], tovog oto otboc, ducpopia 610 otiBog, avénuévog N
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UELOUEVOS KapdLokOS puBUog

Yynin 1 xopmAn apmprokn rieon

Ea@Vikn TTdon ¢ Tieong Tov aipatog oe 6pOia BEom mov pmopet va 0dnynoet oe Mmobupial
Abvomvola KaTd TNV AGKNoT)

Biag

AobEvyKag

EpPoég ota avtid, duceopio oto avtid
Ayoppayio amd 10 évtepd 6og M amd T0 GTOUAYL
Alobnpuo koveov

[16vog 6to oToudyt, petempiopds

Avokolia oty Kotdmoon

Aolpm&n 1 pAeypovi 6To GTopd)L Kol TO EVTEPO
[16vog 6to oTopdyt

Epebiopog oto otépa 1 ota xeidn, Tovog 6to Aatpd
Metofoin g Nratikng Asrtovpylog

Kvnouodg (payovpa) tov dépuatog

EpvBpdtnra 610 déppa

E&avOnpa

Mvikoi onacpol

Ovporoipmén

[Tévog ota dxpa

Oidnua 6T0 cOUA, GCUUTEPIAAUPBAVOUEVOL YOP® A0 TO LATLOL KO GALO LEPT] TOV CMUOATOG
Piyocg

EpvOpdtmra kot movog ot B€om Eveong

AioOnuo yeviknic adwabeciog

Andrea Bapovg

AvEnon Papovg

‘O ovyvég avemBOUNTES EVvEPYELES (UmOpEl va exnpedoovy £0¢ Kot 1 ota 100 dTopa)

Hroritida

Yofapn ariepykn avtidpaon (avo@LAoKTIK avtidpacn) onueio tng onoiog uropei va
TEPIALAUPAvVOLY duGKOATN 6TV avamvon], Tovo 6To atifog 1 oo oto otnhog, kavn aichnon
LaAng/AMmoBopiag, coPapr eayobpa 610 dépua N droykwpéveg mpoeloyég oto dépua, TPNEYo Tov
TPOCHOTOL, TOV YEMMDV, TNS YADGCUS KA1 TOL PAPLYYA, TO 0010 UTOPEL VO TPOKAAEGEL SUGKOALN,
GTNV KOTATOOT], KATAPPELOT|

AwoTopayéc g Kivnong, TapdAvcT), SeGUIOMGELS

TAryyog

AndAelo akoNg, KOEMON

Awotapayéc mov ennpealovy ToVg TVELLOVESG GOG, EUTOSILOVTOC TO GO GOC VO TUPEL APKETO
o&uydvo. Mepikég omd anTtéc TEPLOUPAVOVY SLGKOAIN GTNV OVATVOT], A AVIOG A, AXYAVIGLLO
YOPIig GoKNo™, OVATVOT| TOV YivETOL pNyT, SVCKOAN 1 GTOUOTA, GUPLYUO

OpouPot aipaTog 6ToVG TVEDUOVES GOC

o Kitpvog ypoUOTIGHOG TMV LOTIOV Kol TOV 0Epratog (TkTtepog)

0Lid10 o710 PALQaPO (YoAGL10), KOKKIVO Ko TPNoUEVO BAEQapa

Yaavieg avemOounteg evépyeaieg (umopei vo ennpedosovy £m¢ kot 1 ota 1.000 dropa)

Opoppoc aiparog oe pikpa apo@dpa ayyeio (Opoppotikn pkpoayystomddeio)
Yofapn ereyuovi Tav vedpmv, 1 onoio umopel va Tpokarécel TapdAvGT Kol SLUGKOAIN 6TV
avanvon] (cvvdpopo Guillain-Barré)

Ava@opd avemBvunTOV EVEPYELOV

Edv mapatnpnoete Kamowo avemBOUNTN EVEPYEL, EVIUEPDGTE TOV YIATPO 1| TOV QPOPLOKOTOLO GOG. AVTO
oy0eL Ko Yo KaBe Thovi avemBounTn eVEPYELL TTOL OEV AVAPEPETAL GTO TOPOV PVAAO 0dNYIDV YPIOTC.
Mmnopeite eniong va avoaeépete avemBOUNTEG evépyeleg anevbeiog, LEGH TOV €BVIKOV GUOTNUATOG
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avapopdg mov avaypdeetal oto [apdptnua V. Mécw g avagopds avemBountov evepyeidv Umopeite va
BonBnoete 61N CLALOYN TEPLGGOTEP®V TANPOPOPIDV GYETIKA LE TNV OCPAAELL TOV TAPOVTOS PUPUAKOL.

5. Hog va pvracoete 10 Bortezomib Fresenius Kabi
To pdppaxo avtd Tpénel va puAAcGETOL GE LEPT) OV OgV TO PAETOVY Kal OV TO POAVOLVY TOL TOSLA.

No pn yp1oonoleite ovtd T0 PAPHOKO UETE TV NUEPOUNVia ANENGS TOV aVOQEPETOL GTO PLUAISIO KOl GTO
Kkovuti petd ) AéEn AHEH.

To eoppakevTikd owtd TPoidy dev amattel Waitepeg cuvONKeg Bepuokpaciog yio TV EOAAEN TOL.
Dduidooete T0 PLOAIS0 6TO EEMTEPIKO KOLTL Y10 VAL TPOGTOTEVETAL OO TO PG,

H ympun ko ootk otabepdtnta KaTd TNV XPHom ToL ovacLoTadEvToc dStodvuatog £xetl amodetyel yio
ovykevipmoelg v 1 mg/ml ko 2.5 mg/ml yio 96 dpeg otovg 25 °C kat yia 8 nuépec otovg 2-8 °C otav
dwtnpeitot 610 apyikod PraAido KoV 6t cvpLyya.

Amd pikpofroroyikng amoyng, 1o avocvotadiy dtdvua O TpEmEL va ¥ pNCIUOTOLEITAL GEST, LETAR TNV
npoetopocio. Edv dev ypnoponombel dueca, ot ypovor pOAAENG Katd T ¥prion Kot ot cuvOnkeg @OAAENC
TP oo TN XPNOT OTOTEAOVYV EVBVVT TOL PN oTY. O GLVOALKOGS ¥POVOG SlaTHPNONG Y10 TO OVOGLOTAOEY
QOPUOKEVTIKO TTPOTIdV dev mpémel va viepPaivel Tig 96 dpeg (av purdayetol atovg 25 °C) kan 8 nuépeg (av
@VAayetar otovg 2-8 °C) mpwv amd TN yopnynon.

H Boptelopiunn mpoopiletan yia epdmal yprion pnovo. Kabe aypnoipomointo opuokeutikd mpoiov 1
VIOAEYLLO TPETEL VAL ATOPPITTETOL GOUPOVOL LLE TG KOTA TOTOVS IGYVOVGES GYETIKES SLOTAEELG.
6. Ieprgyépeva g 6VOKEVAGIAG KOL AOLTEG TANpOPOpPies
T epréyer To Bortezomib Fresenius Kabi
- H dpaotikn ovoia glvar | Boptelopipm.

- Ta dAlo cvotatikd ivon povvitoan (E421)

Bortezomib Fresenius Kabi 2,5 mg kdvic yio evéciuo Stdivua
Kd&Be proridwo mepiéyet 2,5 mg Poptelopipnng (g Popovikd eTéEPA LOVVITOANC).

Bortezomib Fresenius Kabi 3,5 mg kdvic yio evéciuo Stdivua
Kd&Be proridwo mepiéyet 3,5 mg Poptelopipnng (o Popovikd eTEPA LOVVITOANG).

EvdopAéfia avacvotaon:
Metd and v avacvotaot, To 1 ml tov dteAdpatog Yo evoopréPia Eveon mepiéyet 1 mg Poptefopipmng.

Y7odoplo avacHoTooT:
Metd and v avachotoot, To 1 ml Tov S1eAdHaTOG Yo VTodopLa £veon TTepLEXeL 2,5 mg Poptelopipmng.

Epgévion tov Bortezomib Fresenius Kabi ko tepieyépeva g ovokevaciog
H Boptelopipmn k6vig yio evésipo StdAvpa ivar AEVKT TPOG VITOAEVKT] AVOPIAOTOMUEVT] GKOVN 1|
GLUTOYNG ovGia (KEK).

Bortezomib Fresenius Kabi 2,5 mg k6vic yio evéoipo didhvpa

Kdabe yaptvo xovti Tov Bortezomib Fresenius Kabi 2,5 mg k6vig yuo evéoiuo dtdlvpua meptéyet Evo Stavyég
yudAvo eloridio Twv 10 ml, pe ykpilo TdU E16YOPNONG KOl KITPIVO OTOCTOUEVO ETITMUO OO GAOVUIVIO,
nov mepigyet 2,5 mg Poptelopipmng.

Bortezomib Fresenius Kabi 3,5 mg kévic yio evéoipo didhvpa

Kdabe yaptvo xovti Tov Bortezomib Fresenius Kabi 3,5 mg kovic yia evécipo dtdAvpo tepiéyet Eva
Sl yEg Yuaivo elaAidto tov 10 ml, pe ykpilo mdpa ELoYMPNONG KOL UTAE OTOCTMIEVO EMITOLA 0T
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aAovpivio, Tov mepiéyet 3,5 mg Boptelopipmng.

To @uaAidio givar og GpPPIKVOVUEVO TTEPITOALYHE (Y0PiG dioko) 1 TomoBeTnUévo og €va H10KO e KATAKL.
Kd&Be ovokevacio mepiéyet 1 gpraiioto piag ypriong.

Karoyog Adsrog Kvkhogopiac:
Fresenius Kabi Deutschland GmbH
Else-Kroner-Strale 1,

61352 Bad Homburg v.d.H6he
Germany

Hopaokevaotic:

Fresenius Kabi Deutschland GmbH
Pfingstweide 53

61169 Friedberg,

Germany

n

Fresenius Kabi Polska Sp. z.0.0.,
ul. Sienkiewicza 25, Kutno,
99-300, Poland

[No omoladfmote TANPOPOpic. GYETIKA e TO TOPOV PAPUAKELTIKO TPOIOV, Tapakareiote va amgvBuvleite
otov Kdtoyo g Adetog Kuihopopiog.

To mapdv @OALo 00N LAV YprioNS avadepOnke Yo TELEVTAIN POPA OTIS
Adldeg TYEG TANPOPOPLAOV

Agmtopepeic TANPoPopieg Yo TO PAPLOKO aLTO givar StfEcIeS 6TOV IKTLOKO TOTO Tov Evpmmaikod
Opyaviopod Gopudxkov: http://www.ema.europa.eu.
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O TAnpogopiec mov akorlovBovv amevBivovtal udvo ce emayyelpaties vysiog:

1.

ANAXYXTAXH I'TA ENAO®AEBIA ENEXH

Inueioon: H Boptelopipnn gival évog KuttapoToEikog TapayovTas. TVVETMS, TPETEL VO, dIVETOL 1010iTEPT)
TPOCOYN KOTA TO YEWPICHO Kol TNV TPOETOWOCIO TOL (OPUAKOV. XLVIGTATOL 1| YPNON YAVIIOV Kot
TPOGTOUTEVTIKOD POVYLIGLOD TPOKELUEVOL VoL amopevyDel 1) eTar| e TO dEPLLAL.

H AZHIITH TEXNIKH ITPEITIEI NA AKOAOYO®EITAI AYXTHPQX KA®’ OAH TH AIAPKEIA THXZ
[TPOETOIMAZIAY THX BOPTEZOMIMIIHE KAGQXE TO PAPMAKO AEN ITEPIEXEI
YXYNTHPHTIKO.

11

1.2

1.3

Ipoctopacio Tov Praidiov Tov 2,5 mg: tpocdiote Tposektikd 2,5 ml oteipov, evéoyiov
SAvpatog yAwpLovyov vatpiov 9 mg/ml (0,9%) oto eloAido mov mepi€yel T okovn Poptelopinmng
pe TN xp1on ovyyyoag KatdAAnAov peyéBovg, ympic TV aeaipecT TOV TOUOTOS EIGYMPNOTS TOV
ooAdiov. H didlvon g Avogilomoinpuévng KOVeEmG OAOKANPMOVETAL G AyOTEPO Al 2 AETTA.

Ipoctowpacia Tov raidiov Tov 3,5 mg: npocdiote mpocekTikd 3,5 ml cteipov, evéoipov
dwdvpatog yhmprovyov vatpiov 9 mg/ml (0,9%) oto praridio mov mepiyet tn okovn Poptelopipmng
HE TN ¥pNon cOYYYag KaTOAANAOL peyéBovg, ympic TV apaipesT) TOV TOUOTOC EIGYMPTOTG TOV
ooAdiov. H didlvon g Avo@ilomoinpuévng KOVEmG OAOKANPOVETAL GE AyOTEPO Al 2 AETTA.

H ovykévipmon tov telkov doaivpatog Oa ival 1 mg/ml. To diddvua wpénel va ivar dtowyEg Kot
dypopo, pe teako pH 4 éwg 7. Aev givar avaykaio va eAéyEete to pH tov Stoddpartog.

[pwv tn yopNynom, eréyéte ontikd to dtdlvpa yio VTapén cOUTIOIMVY Kal amoypouaticnd. Av
mapoTnpnoel TVXOV ATOYPOUATIGUOG ) VTTaPEN COUOTIOI®VY, TO SIGAVUA TPETEL VO amoppLpOEt.
Befoimbeite 6t 1 cwoth 660m yopnyeitor yio v evéo@réfia 086 yopnynong (1 mg/ml).

H ynpu ko puoikn otabepdtnta KaTd TNV XPp1oT TOV avacLoTafévtog Slahdpatog Exel amodetyOel
Yo cvykevpmoes Tov 1 mg/ml kot 2.5 mg/ml yio 96 dpeg otovg 25 °C Ko Yo 8 nuépeg otovg 2-8
°C otov datnpeitol 6To apyIKo PLoAIdo Koy ot cOpLYYo.

Ao pikpofroroyikng dmoyng, 1o avacvotafév didivpa B Tpémel va ypnoyomoteitat GUeco, LETA
v npoetolpocia. Edv dev ypnoonombei dueoa, ot ypdvotl pOAaENG Katd tn ¥pNion Kot ot
ouvinkes eVAAENG TPV amd TN xpNon amotehobv evhHvn Tov YPNoTH. O GUVOAKAG XPOVOG

ST PNONG Y10 TO OVOCLGTOOEY QOPLOKEVTIKO TPoidy dev Tpémel va viepPaivel Tic 96 mpeg (av
@LAdGyetan atovg 25 °C) kan 8 nuépeg (av puAdyetal otovg 2-8 °C) tpv amd T yopynon.

Agyv givon amapoitnt 1 TpocTasio. amd TO MG Y0 TO OVUCLOTAOEY PUPUAKEVTIKO TPOTOV.

XOPHI'HXH

Metd ) dteAvtonoinot, ovappoPNoTE TNV KATAAANAT TOGOTNTO TOL OVAGLGTAUEVOD OLOADLATOG
GUUPMOVO, LLE TNV LTOAOYIoUEVT dOGM, ue Pacn v [leployn Empdvelog Zouatog tov acbevoic.
EmBefordote T 8601 KL T GCLYKEVTPOGT 0T cOptyyo mtpty amd ™ xpnon (eAéyEte 6TL 1 GVpLyYa.
QEPEL TNV EMOTLOVOT] Vit EVOOPAEPLO Yop1ynom).

Xopnynote to dddvpa pe evoopAEPLa bolus éveon 3-5 devTEPOLETTOV UEG® EVOG TEPIPEPLKOD 1|
KEVTPIKOV EVOOPAEPLOL Kabethpa. og pio eAEPa.

I'epiote yio €ékmAvon Tov TePLEePIKo 1 VOoPAEPLo kabetpa pe GTEIPO AV LN YADPLOVYOL
vatpiov 9 mg/ml (0,9%).

To Bortezomib Fresenius Kabi 2,5 mg kot 3,5 mg kévig yia evéorpo srdgivpe IPOOPIZETAI I'TA
YIIOAOPIA 'H ENAO®AEBIA XPHXH. Mn yopnyeite péc® drrmv 0d®v. H evooppayraio
yopiynon £xel 0onyNnoel o€ Oavaro.
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3.

AIIOPPIYH

Kdabe proridio mpoopiletor yio pio epdma ypnon LOVo Kol To VITOAELUUA TOV SIHAVUATOG TIPETEL VO,
amopPInTETAL.

Kdabe ayxpnoiponointo eopuokevtiKd mpoidv 1 VIOAEYLUO TPETEL VAL ATOPPITTETOL GOUPOVOL LIE TIG KOTA
TOMOVG 16YHOVGES GYETIKEG OLUTAEELS.

O Anpogopieg mov axorovBolv amevBivovtar LOVo og emayyeAlaTieg VYELOG:

Moébvo to @raridio tav 2,5 ml ko tov 3,5 ml umopet va yopnynbel vrodopLa, OTOS TEPLYPAPETAL TN
GUVEELN

1.

ANAXYXTAXH I'TA YIIOAOPIA ENEXH

Inueioon: H Boptelopipnn givatl évog Kuttapoto&ikog TapdyovTas. VETMS, TPETEL VO, divETOL 1010iTEPT
TPOCOYN KOTA TO YEWPICHO KOl TNV TPOETOWOCIO TOL QUPUAKOV. XLVIGTATOL 1| YPNON YOVIIOV Kol
TPOGTOTEVTIKOD POVYLIGLOD TPOKEEVOD Vo amoPeLyDel 1) T e TO dEPLLQL.

H AZHIITH TEXNIKH ITPEIIEI NA AKOAOYO®EITAI AYXTHPQX KA®’ OAH TH AIAPKEIA THZ
ITPOETOIMAZXIAY THX BOPTEZOMIMIIHE KA®QE TO PAPMAKO AEN ITEPIEXEI
YYNTHPHTIKO.

11

1.2

1.3

Ipogtowpacia Tov praidiov TV 2,5 mg: npocdéote mpoosktTikd 1 ml cteipov, evéciov
draAdpatog yAmpovyov vatpiov 9 mg/ml (0,9%) oto praAidio mov mepiéyet T oKOVN
Boptelopipumng pe  xpnong cvpLyyos KatdAiniov peyéBoug, ympig Ty apaipeon Tov TOUATOG
gloympPNomng Tov eroAdiov. H didhvomn tng Avo@ihomompévng KOVEMS OAOKA pPOVETAL GE AYOTEPO
omo 2 Aemtd.

IpogToypacio Tov raidiov Tov 3,5 mg: npocicte npocekTikd 1,4 ml oteipov, evéoion
daAdpatog yAmpovyov vatpiov 9 mg/ml (0,9%) oto praAidio mov mepiéyet T oKOVN
BopteCopipumng pe  xpnong cHpLyyos KatdAiniov pey£Boug, ympig Ty apaipeon Tov TOUATOG
gloympnong Tov eroAdiov. H didhvomn tng Avo@ihomonpévng KOVEMS OAOKA pPOVETAL GE AYOTEPO
omo 2 Aemtd.

H ovykévipmon tov tediko daddpatog Oa ivor 2,5 mg/ml. To didAvpa tpénet va eivor StanyEg
Kot dypouo, pe ek pH 4 €wg 7. Agv givon avaykaio va gléyEete 1o pH tov dtoAvpatoc.

IIpwv ™ yopnynon, eréy&te omtikd to dtddivua yio, Vrapén coOpTdioY Kol anoypouationd. Av
napotnpnOel VYOV ATOYPOUOTIGHOG 1 VTTAPEN COUATIOI®V, TO SEALUN TPETEL VO, amopPLYDEL.
BeBawwbeite 6T1 | oot 6001 yopnyeitat yio Tnv vweddpra 086 yoprynong (2,5 mg/ml).

H ymupn ko ootk otafepdtnta KaTd TNV ¥PHom ToL ovVacLETUOEVTOC SHAVIATOG £)EL
amodetyBel o ovykevipmoelg Twv 1 mg/ml ko 2,5 mg/ml yio 96 dpeg otovg 25 °C kat yio 8
nuépec otovg 2-8 °C dtav datnpeitol 6To apyIkd LoAidlo Ko ot cOpLyyo.

Amd pikpofroroyikng amoyng, o avacvotadéy dilvpa Oo Tpénel va ypnopomoteitol dueoa,
uetd v wpoetoacio. Edv dev ypnotponombel aueca, ot ypdvor OA0ENG KT TN ¥PNoN Kot Ot
ouvOnKeg PUAAENS TPV OTTd TN ¥PNON ATOTELODY EVBVVN TOL YPNoT. O GLVOAIKOG XPOVOG
SLOTPNONG Yol TO AVACLOTABEY PUPLAKELTIKO TTPOTOV Oev mpémel va vepPaivel Tig 96 dpeg (av
@LAGyetar otovg 25 °C) kar 8 nuépeg (av euAdyetatl otovg 2-8 °C) pv amd T yop1ynon.

Agv glval amapaitnn 1 TPOGTUGio Ao TO PMS Y0 TO OVOGVOTAOEY PUPLOKEVTIKO TPOIOV.
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2. XOPHI'HXH

e Metd 1 010AVTOTOINGT), OVOPPOPNGTE TNV KOTAAANAN TOGOTNTA TOL OVAGUGTAUEVOL OLOADLLATOG
GUUPMOVE, [LE TNV DTOAOYIoUEVT dO0M, pe Pacn v [leployn Empdvelog Xouatog tov acbevoic.

o EmiBefoaidote T d60M Kot TN GLUYKEVTP®GT OTN GOptyyo TTpy and T xpnon (eAEyEte 6TL M cupLyya
(QEPEL TNV EMOTLLAVGT] Y10 LTOOOPL YOPTYNON).

e Xopnynote to dtdAvpa vroddpia, vd ywvia 45-90°.

e To avacvotafév didAvpa yopnysitar voddpia PHEGH TV UNP@V (aptotepod 1 0e&lov) N g
KOG (oprotepd 1 de&rd).

o Ta onueia g £veong mpénel va, EVAALAGCOVTAL Y10 TIG SL0O0YKEG EVEGELS.

o Edv ovpfoidv tomikés avtidpdocelg oto onpeio e £veong LeTd TV VITOdOPLOL XOPNYNOT TNG
Boptelopiunng, gite umopel va yopnyndei vwoddpia Eva Aydtepo mukvo didivpo foptelopipmng (1
mg/ml avti yia 2,5 mg/ml), eite cuotveTan aArayn ce evOoEAEPLa Eveon.

To Bortezomib Fresenius Kabi 2,5 mg kat 3,5 mg kévig yio evéoipo dtdivpo IIPOOPIZETAI T'TA
YIHOAOPIA 'H ENAO®AEBIA XPHXH. Mn yopnyeite péom driov 0d®v. H gvdéoppayraia
yopnynon £xet 0onynoel o€ Oavaro.

3. ATIOPPIYH

Kabe proridio mpoopiletar yia epdmal yprion LOvo Kot TO VIOAEULO TOV SIHAVUATOC TPEMEL VAL
OmOPPINTETAL.

Kdabe aypnoiponointo eopuokevtiKd mpoidv 1 VIOAEWLUO TPETEL VAL ATOPPITTETOL COUPOVOL LIE TG KOTA
TOTMOVG 10YVOVOEG GYETIKEG OLATAEELS
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