ITAPAPTHMA 1

IEPIAHYH TON XAPAKTHPIZTIKQN TOY IIPOIONTOX



V1o @AapuraKo ovTd TEAEL LTO CLUTAN PO UATIKT TOPAKOAOVONGT. AvTd Ba emTPEYEL TO YP1YOPO
TPOGOIOPIOUO VEDV TANPOPOPLDY AGPAAELNG. ZNTEITAL OO TOVE EMAYYEAULATIEG VYELOG VO OVOPEPOVY
omoleconmote mBavoroyoOLEVEG avemBOuNTeg evépyetec. BA. mapdypapo 4.8 yio Tov TpOTo avapopis
AVETBOUNTOV EVEPYELDV.

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Columvi 2,5 mg mokvo dtddvpa ylo mapackenn) SloAdUATog Tpog £yyvon
Columvi 10 mg nokvé didivpa yio TopacKELT SLOADIOTOG TPOG EYYLON

2. IHOIOTIKH KAI TIOXOTIKH XYN®EXH

Columvi 2,5 mg mokvo Sidhvua yio mopackevn dStaAduatoc tpoc £yyvon

KaéBe @rodrido tov 2,5 ml mokvod daddpatog mepiéyet 2,5 mg glofitamab oe cuykévipoon 1 mg/ml.

Columvi 10 mg mukvo dtdAvpa yio TopookeLT S1oADLOTOC TPOC £yyvon

Kabe graridio twv 10 ml mokvod dwoddpatog tepiéyet 10 mg glofitamab o cuykévipowon 1 mg/ml.
To glofitamab ivou éva avBpmmomompuévo HovoKA®VIKO avTic®po, SUTANG EOIKOTNTAG EVOVTL TOV
CD20 ka1 CD3, 10 omoio mapdyetor o€ kbtTapa modning kvelikov kpikntov (CHO) pe teyvoloyia

avacvvdvacpuévov DNA.

"Exdoyo pe yvootéc dpaoels

KdaBe proridro Columvi tov 2,5 ml nepiéyet 1,25 mg (0,5 mg/ml) mtolvsopBucod 20.
KdaBe proridro Columvi twv 10 ml mepiéyer 5 mg (0,5 mg/ml) mtodvcopPikov 20.

TMa tov TA7pn KaTdroyo TV ekddY®V, PA. Tapdypoeo 6.1.

3. DOAPMAKOTEXNIKH MOP®H
IMokvo d1dhvuo Yo TopacKeLT SIEADUATOS TTPOG £YYLoT (OTELPO TLKVE dtdAvua).

Axpmpo, drowyég dtdiopa pe pH 5,5 kot oopoypappopoptakdtnta 270-350 mOsm/Kkg.

4. KAINIKEX TIAHPO®OPIEZ

41 Ogpamevtikéc evoeitelg

To Columvi 6g cuvdvacuod pe yepottafivn kot oEaAmAiarivn evdeikvotal yio T Oepameio eviAikwov
acOevav pe vrotpomtalov 1 avOeKTIKO O16VTo Aéppmua omd ueydio B-kdttapa pe un €101Koh¢
yopoxtipes (DLBCL NOS), ot oroiot givan pn emA£ELL0L Y10 UTOAOYN LETALOGYEVOT CPYEYOVDV
xuttdpwv (ASCT).

To Columvi wg povoBepaneia evdsikvotal yio ) Oepameio evniikov acbevdv pe vrotpomialov M
avBexticd didyvto Aéppmpa and peydro B-kottapa (DLBCL), o1 onoiot £xovv AdPet 600 1
TEPIOCOTEPESG YPULWUES GUGTNIATIKNG Oepameiog.

4.2 Aocoloyio kar TPpOTOGS YOPNYNONS

To Columvi npénet va yopnyeitor povo vd v enifreyn emayyeiportio vyeiog pe gpmepio 6
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ddyvmon kot T Oepameio acBevdv e KapKivo Kot 0 omoiog £xel TpOGPACoT G€ KOTAAANA 1OTPIKY
VTOGTHPIEN YL TNV OVTILETOMION Paplic LOPPNG avVTIOPAGE®Y TOL oYeTILOVTOL LE TO GVVOIPOLO
anelevBépwong kuttapokivdv (CRS) kat 1o 6OvEpopo vevpotoéikdtrog oxetilopevns pe
avocodpaotikd kouttapa (ICANS).

Ipw amd v éyyvon tov Columvi otovg Kokkovg 1 ko 2, mpémet va givar Stabéoyun tovAdyiotov 1
d0oo1 toctMlovudumng yia yprion o mepintwon CRS. Ipénet va e€acpariletor 1 tpocPocn og
TPOcHeTN 066N TOCIMLOVUAUTNG EVTOC 8 POV OO TN XPNOT| TNG TPOTYOVLEVNG dOGNG
tooovpdpunnc. (BA. mapdypago 4.4).

IIpoxatapktikn Oepaneia pe opumvovtovlovudunn

OMot o1 acbBeveig otn pekétn NP30179 kot ot pelétn GO41944 (STARGLO) éhaPav pio epdma
d6on 1.000 mg opmivovtovlovpdunng cav tpokatapktikn Oepomeio v Huépa 1 tov Kdxkhov 1 (7
nuépeg mpv amd v Evapén g Bepaneiog pe To Columvi) yio tn peimon Tov KukAOPOPOHVI®V Kol
Aeppogdmv B xuttdpav (PA. Tlivaxa 2, Adaeig mov kobvatépnaoy 1 mopaleipOnray Kot
napbypapo 5.1.) .

H opmwvovtovlovpdumn yopnyndnke g evdopAiépia £yyvon pe pubuo 50 mg/h. O pvbudc &yyvong
avEndnke pe Pruata tov 50 mg/h kébe 30 Aentd £o¢ uéyioto pudud 400 mg/h.

AvatpéEte 0TIG TANPOPOPIES GLVTAYOYPAPNONG TG OUTIVOLTOVLOVHAUTNG Y10 TANPELS TAT|POPOPIEG
GYETIKA LLE TNV TPOKOTOPKTIKY] POPLOKEVTIKT OY®YN, TNV TPOETOLUAGIM, T1 XOPTYNON KoL TV

OVTILETONIOT TOV AVETIHOUNTOV AVTIOPACE®MY TNG OUTIVOVTOVLOVUAUTNG.

IIpoKoTOPKTIKN QOPUAKEVTIKT 0ry@YN KOl TPOQUAOEN

Ipopivraln yia to ovvdpouo arerevbépwans kvttapokivay (CRS)
To Columvi Ba mtpénel va yopnyeitar og Kodd evodotmpévovg aobeveic. H cuviotdpevn
TPOKUTAPKTIKT POPUUKEVTIKT oy@yn Yot To CRS (BA. mapdypapo 4.4) neprypdopeton otov [ivaxa 1.



Hivokog 1. ITIpoKaTUPKTIK QUPUEKEVTIKN ay@yf Tpty amxé Ty £yyven Tov Columvi

AocOgveic mov

Kvokhog 1 (Huépa 8,
Hpépa 15),

Kvxhog 2 (Huépa 1),
Koxhog 3 (Huépa 1)

‘O)ot o1 acBeveic

Evdopiéfia
deapedalovn 20 mgt

Kvxkhog Ospansiog 1pELdLovTOL , MpoxatTapkTii ,
(Hpépa) TPOKATAPKTLEN QUPULOKEVTIKT YY) Xopynon
POPRUKEVTIKN
oyoy
OLoxKANpwon TOVAG IoTOV

1 opa pv omd TV €yyvon
tov Columvi

Avolyntuco oo
OTOUATOC/ OV TUTVPETIKG?

Avtuotopvikod®

TovAdyiotov 30 Aentd Tpv
amd TV £YLoT TOV
Columvi

‘Oleg o1 emdpeveg
EYYVOELS

Olot o1 acbeveig

Avoryntikd omd
OTOHOTOG/ OVTUTVPETIKG?

Avtuctapviko®

TovAdyiotov 30 Aemtd Tpv
amd TV £yLoT ToV
Columvi

Aocbeveic mov
napovoiacav CRS
pe v
TPONYOVLEVN
doom

Evdopiéfa
deEapedalovn 20 mgh4

OLoxANpwon ToVAd IoTOV
1 dpa wpwv omd Vv Eyyvon
tov Columvi

LEdv o acBevrig &éxet Sucaveio ot delapedalovn 1 Sev vmdpyet Srabéoiun delapedalovn, yopnymote 100 mg
pedvilovng/mpedvilorovng 11 80 mg peBvinpedviCoAdvng.
2 T mapéderypa, 1.000 Mg mopokeTaptoAng.
3 T mapéderypa, 50 mg Sipavudpapivig.

4 No yopnyeitol emmA£0v TG TPOKATUPKTIKNG PAPULAKEDTIKNG 0yYNG TOL AANTEITOL Y100 GAOVG TOVG acDeVEig

Tlpopvraln omo Aowuwlerg

Toviotdtatl Tpo@OAaEN yia T peimorn Tov Kvddvouv Aoipwéng (BA. mapdypagpo 4.4).

E&etdote to evdeydpevo mpopOAaéng amo kuttapopeyaroio (CMYV), épanta, Tvevpovio amod
pneumocystis jirovecii Kol GALEC gvkoplakéc AomEELS g acbeveic mov dtatpéyovy avénuévo
Kivévvo (BA. mapdypago 4.8).

Aocoloyia

H docoroyia tov Columvi apyier pe éva oynua Babutaiog avénong g dd6ong (to onoio &yet
oYE010.0TEL MOTE VO PeldVeL Tov Kivouvo CRS) kot 10 omoio KataAyel 6T CUVIGTOUEVT dOCT TV

30 mg.

2ynua fobuiciog ovénong doans too Columvi we uovobepomeia
To Columvi pémet va, yopnyeitol mg evéo@AEPia Eyyvon cdupova pe to oyqua Baduiaiog adénong
d00TG OV KUTAANYEL GTN GUVICTOUEVT 060 TV 30 Mg (6wg eaivetar otov [livaka 2), petd v
0AOKANPMOT| TNG TPOKATAPKTIKNG Oepameiag pe opmvovtovlovudunn v Huépa 1 tov Kvkiov 1.
Kdabe korhog €xet duapreta 21 nuépeg.




ivokog 2. XyMuo admaiog avénong g 86615 Tov Columvi @g povodepancio yia oo0sveic pe
vrotpomdlov | avlextiké DLBCL

Kvkhog Ogpaneiog, Huépa Aéon tov Columvi Alapkera £yyovong
Kvkhog 1 Huépa 1 Ipokartapktikn Oepaneio pe 1000 mg
(TIPOKATAPKTIKH oumtvovtovlovpdpmnct
Oepameio won Huépa 8 2,5 mg
Babuaio avEnon
36omc) Hpépo 15 10 mg 4 dpec?
Kikhog 2 Huépa 1 30 mg
Kvkhot 3 £og 12 Hpépo 1 30 mg 2 dpec

! AvotpéEre oty moapdypogo «llpoxatapktiy Ospareia ue opumvovtovlovuGUTH» TOV TEPLYPAPETOL TIO TAV®.
2T acBeveic mov mapovsiofovy CRS pe v mponyovuevn d6om tov Columvi n Siépketa Tng éyyvong pmopei va
nmapatadel £0c T1¢ 8 dpeg (PA. mapdypapo 4.4).

3 Katd tv kpion tov Oepdmoviog 10Tpov, edv 1 Tponyoduevn £yyvon Ntoav KaAd avekth]. Edv o acdevng
nmapovoioce CRS pe kdmoa wponyodpevn d6cm, 1 didprela g £yyvong Bo tpénet va dotnpeitat otig 4 dpeg.

2ynuo. atootoxns avénons ooong tov Columvi oe ovvovaouo e yeuoitafivy ko ololimiotivy

To Columvi wpénet va, yopnyeital pe evooQAEPLa £yYLoT GOUEOVA UE TO GO GTOSIOKNG 0OENGNC
d6onc, mov va odnyel otn cuvicTdpevn d6om Tv 30 mg (6nwg eaivetal otov Ilivaxa 3), petd TV
0AOKANPMOT| TG TPOKATAPKTIKNG Oepameiag pe opmivovtov{ovpdunn otov Kokio 1 Huépa 1.

To Columvi yopnyeital 6€ cUVOVAGUO pE Yepotrtafivn kot o&aitmiativn otovg KvkAovg 1-8 kot mg
povoBepameio otovg Kvxhovg 9-12. Kabe xdxhog dwapkei 21 nuépec.

IMivaxkoeg 3. Zyqpo padmaiog avénong g 6661g Tov Columyvi o€ GuVoLAGNO pE YeporTafivny Kot
oSaMmhativn Y10 a00gveic pe vroTpomdlov 1] avOEKTIKG OLdYVTO AEpQ@pna 06 peyaio B-
kvrtapa (DLBCL)

Kvkhog Ospanciog, Huépa Aodon tov Columvi Adon Adon
(orapkera £yyvonc) vepovrapivig oalmhaTivig
Kvkhog 1 Hpépa 1 [Ipoxotapktikn Bepaneia pe opmvovtovlovudunn 1000 mg*
(Ipoxaraprrucn Huépo 2 - 1000 mg/m?P 100 mg/m?
gz%(:gzz ggléﬂ(m Huépa 8 2,5 mg (4 opeg)? - -
d66NG) Hpépa 15 10 mg (4 dpeg)’
Kvkhog 2 Huépa 1 30 mg (4 dpeg)”® 1000 mg/m?? 100 mg/m??
Kvoklog 3 £og 8 Hpépa 1 30 mg (2 dpeg)®* 1000 mg/m?? 100 mg/m??
Kvkhog 9 émg 12 Hpépa 1 30 mg (2 mpeg)® - -

* Avatpé&te oty napdypago «Ilpokxotapktiky Oepameio. pe oumvovtovlovUGUTHY TOV TEPLYPUPETUL TAPATAVE.
P Korhot 1-8: Xopnyeiote ) yepottafivn mptv amd v ofalimioTivn.

" T acBeveig mov mapovstalovv CRS pe v mponyovpevn 66om tov Columvi, o xpdvog Eyyvong pmopet va
napatadel oe £0¢ kot 8 dpeg (PA. Tapdypapo 4.4).

¥ Kbichot 2-8: Xopnyeiote to Columvi, mpv amd m yepottafivn kot thv ofahmiartivr. H yepotaBivy kot n
oaMmiativn pmopovv va yopnynBotdv v Huépa 1 1 2.

£ 0 yxpdvog Eyyvong umopel vo petwbel o€ 2 dpeg Katd TNV Kpion tov Bepamovtog 1Tpov, oV 1) TPOTNYOLLEVT|
€yyvon Ntav KoAG avekty. Av o acBevig tapovcioce CRS pe kdmoto tponyodpevn d6an, 1 dtdpKeLa g
€yyvong o mpénet va dotmpeitor otig 4 dpec.

HoparxorodBnon acbevarv

) Orav to Columvi yopnyeitar og povobepaneio, o acbeveic npénel va mapakolovBodvtot yio
onueio ko coprtdpota mhavod CRS kotd T didpkeio OOV TV £yy0oemV Kal yio
TovAdyoToV 10 MpEG PHETA TV OAOKATpGT TNG £YYLONG TG TpAOdTHG 60ong Tov Columvi (2,5
mg v Huépa 8 Tov Kokhov 1) (BA. mapdypago 4.8).
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o Orav 1o Columvi yopnyeital oe cuvdvacud pe yepottafivn kol oamiativ, ol acbeveig
TPEMEL vaL TapakolovBovvton yio onpeia kot copmtopato tifovod CRS katd m didpkelo OAwV
TV gyyvoewv Columvi kat eni 4 dpeg petd v oAoKApwo” TN TpdTNG ddong Tov Columvi
(2,5 mg ywo tov Kocho 1 Huépa 8) (PA. mapdypaeo 4.8).

AcbBeveic mov topovoiacov CRS Babpob > 2 pe v mponyovpuevn Eyyoon, Ba tpénet va
napakorovfodvtol petd v oAokAnpwon g £yyvong (BA. ITivaka 4 oty mapaypogo 4.2).

O)ot o1 acbeveic Tpémel va mopakoiovBovvtor yio onueio kKot copntdpoto CRS kat tov cuvdpduov
vevpoto&ikotntag oyetilopevng pe avooodpaotikd kottapa (ICANS) petd ) yoprynon tov Columvi.

O)ot o1 acBeveig Tpémetl va eviuep®@VOVTAL Yo ToV Kivouvo, To onueia kot ta cupntopata tov CRS
ka1 tov ICANS kot vo Aapufavouy cupPovAES Vo ETIKOVOVOLY GUECMG E TOV TAPOYO VYELOVOUIKNC
nepiBadymg og mepintwon mov epgavicovv onueio kot copntdpote CRS ko ICANS avd ndoa

ottyun (PA. mapdypogo 4.4).

Aidprero. Ospameiog

H povoBepomeio pe Columvi cuvictdron yia péyioto apbpd 12 koxkov 1 péxpt mv eEEMEN TG VOGOL
N MV epedvion un dwyepioung toéikdtntog, onotodnmote cvuPei tpata. Kabe kdxhog £xet didpreia
21 nuépeg.

H Oepamneia pe Columvi oe cuvdvaopd pe yepottafivn kot ofoimAiativn cvvictdrot yo 8 KHKAOUG,
akolovbovpevoug amod 4 kokAovg povobepameiog pe Columvi yuo péyroto 12 kokkov Columvi
GUVOAMKE N PéYpL TNV €EEMEN TG VOoOL 1| L€YPL TN Un avekTn ToEIKOTNTA, OTTo10 0td To dVO cLUPET
mpota. Kabe korkhog dwaprel 21 nuépegs.

Aooeig mov kabvotépnoay 1 mopoieipOnkoy

Koatd ™ didpreta g fabdpiaiog avénong g 60ong (efoopadiaia yoprynon d6ong):

o Metd and v TpokoTapKTiK Oeponeia pe opmvovtovlovudumn, edv n d6on 2,5 mg tov
Columvi xaBvotepnoet katd nepiocodtepo amd 1 efdouada, enavaidpete TNV TPOKATUPKTIKY
Oepaneia pe opmvovtovovudumr.

. Metd t 86om 2,5 mg 1 10 mg tov Columvi, gév vdpyet dibotnuo 2 £m¢ 6 £fGouadmv Ympic
yopnynon Oepanciag pe Columvi, eravardpete v tehevtaio avekt doon tov Columvi kot
ouveyioTe TN YOPYNOT TNG TPOYPAUUATICUEVTG 000N ¢ pe Pabuiaio advénon.

. Metd t d6om 2,5 mg 1 10 mg tov Columvi, gdv vdpyet didotnuo peyoldtepo Tmv 6
gfdopadwv ympic yoprynon Bepanciog e Columvi, emavarapete otn cuvéyeia v
TpokaTapKTIKY Oepancio pe oumvovtovfovuaunn kot tn Pabaio avénon d6ong tov Columvi
(BA. KbokAo 1 otov Iivaka 2 ko otov ITivaka 3).

Metd tov Kokho 2 (86om 30 mg):

) Edv vdpyet dtdotnuo peyolvtepo tmv 6 efdopddmv ympic xyopriynon Bepaneiog pe Columvi
UETOED TV KOKA®V, EMOVAAAPETE TNV TPOKATAUPKTIKY Bepameia e opmtvoutov ovUdumn Kot )
Bobaio avénon 86omg tov Columvi (BA. Kdxho 1 otov ITivaxa 2 kot otov [Mivaxa 3) kot
£MELTA GLUVEYIOTE TOV TPOYPUUUATIGUEVO KUKAO Ogpameiag (66on 30 mg).

Tpormormoujoeig 000HG
Agv cuVIGTOVTOL LEIDOELS TNG 600G Tov Columvi.

AVTIUETOTION TOV GVLVOPOLOD OTEAEVOEPWONS KDTTOPOKIVAY

To CRS 0a wpénet va avayvopileton pe Baon v kKhvikn epedvion (PA. mopaypdeovg 4.4 kot 4.8). Ot
aoBeveig Oa mpémel va a&lohoyodvTat Yio GAAES arTieg TUPETOV, VTTOEIOG KOl VTOTOCNG, OTWOG AOTUDEELG
N onyoupio. Edv mbavoroyeitor CRS, Oo mpémet vo avTIUETOTIOTEL GOUPOVO, LE TIC GVGTAUCELS
avtpeTomiong tov CRS mov Baciloviot otnv opogmvn kiipoaka fadpoidynong and v AUEPIKaVIKN
Etoipeio Metapooyevong ko Kuttapikng Oepaneiog (ASTCT) otov [livaka 4.



Mivaxkag 4. BaOporioynon tov CRS odpemvae pe v ASTCT Kot 00nyieg avTINETOTIONS TOV

CRS
BaOpoct Avripetdmon tov CRS INo v erdpevy
TPOYPUUNATIGHET
£yyven Tov Columvi
BaOpog 1 Edv to CRS mopovciactei kotd T didpreta o BePawwbeite 611 T01
IMvpetog > 38 °C ™mg €yyvong: CUUTTOUOTO £YOVV

o AKOYTE TPOSOPIVA TNV £YLON Kol
OVTILETONIOTE TO GUUTTMLOTO.

o Eoavopylote Tnv &yyvon Le HEWOUEVO
pLOLS OTOV TO CLUTTOLOTA VTTOYDPTICOVY

e Edv T0 COUTTOUATO ETAVELQAVIGTOVV,
SLOKOWYTE TNV TPEYOLTO EYYLON

Edv to CRS mapovciactei petd tnv €yyvon:
o AVTIHETOTIOTE TO GUUTTMOLOTO,

Edv to CRS dwpkei mepiocodtepeg omd 48 dpeg
HETA OO TNV OVTIHUETATICT TOV
CUUTTOUATOV:

o Eetdote ) ypnon KopTIKosTEPOESOV?

o E&etdote m yprion tostlovpdpmnct

T"a o cOvopopo amedevBEépwong
kuttopokvev (CRS) pe tavtdoypovn
exdnioon ICANS, avarpééte otov mivaka 5.

emAvOel tovAdylotov
72 dpeg TP amod TNV
EMOLEVT] £YYLOT|

e E&etdote 10
EVOEYOLEVO LELOUEVOD
pLOpob £yxoong?




BaOpoct

Avripetdmon tov CRS

INo v erdpevy

TPOYPUPURATICHEV
£yyvon Tov Columvi

BaOpog 2

IMupetdc > 38 °C f/xon
VIOTOOT 1] 0Tol0L dEV
amortel
OYYELOGVOTOGTIKG,
1/xar vo&ia mov
amortel o&uydvo
XOHNANG PONiG pe
pwiKkod Kabetnpa 1 o€
piKpn anodctoon ond
1o pdowno (blow-by)

Edv to CRS mopovciactei kotd T didpreta
™mg éyyvong:
o AlokdyTe TNV TPEYOVCA £YYVOT| KO
OVTILETOTIGTE TO. GUUTTMLOTO.
o Xopnynote KopTIKooTEPOEdN®
o E&etdote ) ypnon toctmovpudunnct

Edv to CRS mapovciactei petd tnv €yyvon:
o AVTIHETOTIOTE TO GUUTTMOLOTO,
o Xopnynote KopTiKooTEPOEdT
o E&etdote m yprion tostlovpdpmnct

T"a o oOvopopo amedevBEépwong
rkuttopokvev (CRS) pe tavtdypovn
exdnioon ICANS, avarpééte otov mivaka 5.

o BePawwbeite 611 T01
CUUTTAONOTO £YOVV
VIOYWPNOEL
TOVAGYIOTOV 72 DPEG
TPV A0 TNV EMOUEVT
gyxvon

o E&etdote 1N yoprynon
Ue peltopévo pubud
éyyvong”

o I[TopaxolovBeite Tovg
acOeveic petd v

gyyoon’

I'e BaBpo 2: Xpijon toctlovpapmrng

Mnv vrepBaivete T1g 3 660e1c TostMovpdumnG o€ dtaotnpa 6 efSopddmy.

Edv dev éxer mponynBel yprion tociilovpdaunng 1 eav ypnopomombnke 1 6661 ToGIAMLOLVUAUTNG
€VTOG TV TEAeLTAiV 6 gfdopddmv:
o Xopnynote v TpdT 860N TocMovpdpmnc?
o Edv dev vrapéet Bedtimon evidg 8 mpdv, yopnynote dedtepn d6on toctmlovpdunnc?
e Metd amod 2 d60¢1c TOGIMEOVUAUTNG, EEETACTE TO EVOEXOUEVO XOPNYNONG EVOAAUKTIKNG
Oepameiog KaTd TOV KVTTAPOKIVAOV 1)/KOL EVOAAUKTIKNAG 0VOCOKATUOTOATIKNG Oepameiog.

Edv &xovv yopnynBel 2 860e1g TooMEOVUAUTNG EVTOC TV TEAEVTAI®MV 6 EBOOUAdWV:
e Xopnynote pévo pia §6om toctmovpdumnc?
o Edv dev vrdpyet Bedtioon evidc 8 wpav, e€etdote TO vOEXOUEVO YOPNYNONS EVOAAAKTIKNG

Oepameiog KaTd TOV KVTTAPOKIVAV 1)/KOL EVOAAUKTIKNG 0VOGOKATOOTOATIKNG Oepameiog.

BaOpog 3

IMupetdc > 38 °C f/xon
vrdtaomn 1 onoio
amortel
OYYELOGVOTAGTIKO (e
1 xopis falompesivn)
1/xor vo&ia mov
amortel o&uydvo
VYNANG PONG HE PIVIKO
KaBetnpo, LacKa
TPOGAOTOV, LLAGKA, [T
EMOVEIGTVONG 1] LAGKO,
Venturi

Edv to CRS mopovciactei kKotd T didpreta
™mg éyyvong:
o A0KOYTE TNV TPEYOLGA £YYLCT Kol
OVTILETOTIOTE TO GUUTTMLLOTOL.
o Xopnynote KOPTIKOGTEPOELH
o Xopnyfote toctalovpdumn?

Edv 1o CRS mopovciactei uetd tnv £yyvon:
o AVTIUETOTIOTE TA GUUTTOUOTOL
o Xopnynote KOPTIKOGTEPOELSH
o Xopnyfote toctlovpdunn?

I"a 1o obvdpopo anerevbépmang
kuttapokivav (CRS) e tavtdypovn
exdnroon ICANS, avorpéére otov mivaka 5.

o BePawwbeite 611 T01
GUUTTAONOTO EYOVV
VIOYWPNOEL
TOLAGYIGTOV 72 (Dpeg
TPV A0 TNV EMOLEVT
gyxvon

o E&etdote 1N yoprynon
Ue peltopévo pubud
£yyoong’

o ITopaxolovBeite Tovg
acOeveic petd v
gyyoon’

o Edv emovepupoviotel
CRS BabBuov > 3 o¢
EMOLEVT €YYLOT),
SOKOWYTE APECHS TNV
£yyvon Kot KOy TE
opiatikd to Columvi




BaOpoct Avripetdmon tov CRS INo v erdpevy

TPOYPUPURATICHEV
£yyvon Tov Columvi

Edv to CRS mopovciactel kotd T dudpkela g £yXvuong 1 LETA TNV
£€yyoon:
e Awaxoyte opiotikd to Columvi kat avtipetoniote To cLUTTOUATO
o Xopnynote KOPTIKOGTEPOELSH
o Xopnyfote tostuovpdpmn®

BaOpoc 4

IMupetdc > 38 °C f/kon
vrdtaomn 1 onoio
amontel TOAAOTAG
OYYELOGVOTOGTIKE,
(extdg ¢
Balompeoivng) /kan
vro&io ov amottel
0&VYOVO e GLGKELT
OeTikng migong (m.y.
CPAP, BiPAP,
SLCOAVOOT] Kol
UNYoViKO aepiopd)

I'a to obvdpopo anerevbipmaonc kuttapokivedv (CRS) e tavtdypovn
exdnioon ICANS, avarpéére otov mivaka 5.

I'e BaOpo6 3 ko BaBpé 4: Xpion tostiiloopapunng
Mnyv vrepBaivere Tig 3 d0celg TostMmlovudunng oe dSiaotnue 6 efdouddwv.

Edv dev éxer mponynBel yprion tociilovpaunng 1 eav ypnopomombnke 1 6661 To61AMLOLVUAUTNG
EVTOC TV TEAEVTOL®MV 6 ELOOUAdMV:
e Xopnynote v mpodt d60n Toctalovpdunct
o Edv dev vmapéet Beltioon evidc 8 mpdv 1 mapovciaotel Ttayeio e&EMEn tov CRS, yopnynote
devtepn 860 Toctovuaunnct
e Metd and 2 660¢€lg TOGIAMLOVUAUTNG, EEETACTE TO EVOEXOLEVO XOPYNONG EVOAAOKTIKNG
Oepameiog KATA TOV KVTTAPOKIVAV 1)/KOL EVOAAUKTIKNG 0LVOCOKATOCTOATIKNG Oepamneiog.

Edv &xovv yopnynBel 2 86ce1g Too1MEOVUAUTNG EVTOC TV TEAEVTOI®MV 6 EBOOUAdWV:
e Xopnynote pévo pia §6om tocimovpdumnc?
o Edv dev vmapyetl Pertioon eviog 8 mpav 1 mapovsiootel tayeio e&€MéEn tov CRS, e€etdote 10
EVOEYOUEVO YOPNYNONG EVOAAUKTIKNG BEPOTEING KOTA TOV KUTTAUPOKIVOVY 1/KOL EVOALUKTIKNG
0VOGOKOTOOTAATIKNG Oepameiag.

LOpdgmvae kprtpra Badpordynong g Apeprcovikhg Etarpeiog Metapdoygvong ko Kuttopikig Oeponeiog
(Lee 2019).

2 H Sdpreta g Eyyvong umopel va mapatadel fog kot 8 dpeg, Onmg ivorl KatdAANAO Y10, TOV GUYKEKPIUEVO
KkoKAo (BA. ITivaxa 2).

3 Koprticootepoetd (m.y., 10 mg eviopAiéPio deEopedalovn, 100 mg evdoeréPia mpedvilordvn, 1-2 mg/kg
evooQAEPLa peBuAmpedviLoAdvn avd NUEPQ 1) 1IGOSVVALO).

4 Tootalovpéunn 8 mg/kg evSopréPia (dev mpémet va vepPaivel Ta 800 Mg), 6nwg yopnyeiton ot pedétn
NP30179.

5 BA. mapaypapo 4.8 yia T cuyvoTnT Kol ToV ¥povo g TV ekdloct CRS Badupod > 2 petd omd doon
Columvi 10 mg xa1 30 mg.

Avtiuetdnion tov ovvipouov veopotolikotnrog oxeti{ouevg e avocoopaotika kvtropa (ICANS)

Me 1o npmto onueio tov ICANS, avdroya pe Tov TOTO Kot T coPapdtnrta, £EETAGTE TO EVOEYOUEVO
VIOGTNPIKTIKNG Oepameiog, vevpoloyikhg a&loldynong kat dtakomng thg xopnynong tov Columvi (BA.
[Tivaka 5). AtokAeiote dALa aitia TV vevpoloyik®dv copntopdtoy. Edv vrapyet vroyia yio ICANS,
N YOPNYNON TPETEL VO, TPAYLATOTOIEITOL GUUP®VA LE TIG cLOTAGELS ToL [Tivaka 5.

Mivaxag 5. BaBporoynon tov ICANS ko 00nyieg avripetdmiong tov ICANS

'H ntoon emmédov

ovveidnonc*: apurviletan

CRS ooppova pe
tov Ilivaxa 4.
e JlopakorovOnote

BaOpog* Hoepovoiacn Avripgtomon tov ICANS
CUUNTOUITOV? Mg Tavtoypovn Mn tavTtéypovn
gkonrmon CRS gkonrmon CRS
BaOpog 1 BaOporoyia ICE® 7-9 o Avrtuetoniote 0 e [lapaxoiovbnote Ta

VEVPOLOYIKG
GUUTTAOLOTO KOl
eketdote 10




BaOpég* Hoepovoiacn Avripgtomon Tov ICANS
CUUNTOUITOV? Mg TavTtoypovn Mn Tavtéypovn
ekonrmon CRS ekonrmon CRS
avBopunTa T VELPOAOYIKA EVOEYOUEVO
CUUTTMLOTO KoL oupPovAng kot
eketdote 10 a&oAdynong amd

EVOEYOUEVO VELPOAOYO, GOUPDVOL
cuppovAng Kot LE TNV KpioTn Tov
a&oAoyNnoNg amd Bepdmovtoc wtpov.
VELPOAOYO,

GUUP®VA LLE TNV

Kpiomn Tov

BepdmovToc 1Tpov.

Awoxoyrte ™ yopnynon Columvi éwg 6tov
vroywpnoet to ICANS.

E&etdote 0 gvdeyOLEVO YOPTIYNONG UN
KOTOGTOATIK®V, AVTIETIANTTIKOV QOPUAK®OV (TT.).
AEPETIPOKETAUNG) OC TPOPLAAKTIKY Oy®YN KOTA
TOV ETANTTIKOV KpicemV.

BaOpég 2 BaOporoyia ICES 3-6 e Xopmnynote e Xopnyeite
TOGIAMEOVUAUTN deEapedalovn® 10 mg
N TTOOT ETTEOOV GOLLPOVO, LLE TOV evoopArefing kdbe 6
ovveidnonct: apdmvion and [Mivoka 4 yio DpES.
oovn dayeipton tov CRS. e Yuveyiote T ypnom
e Edv dev vmdpéet ¢ de&opebaldvne
Bektiooon petd v LEYPL TNV VTOXOPTON
&vapén g TOV GUUTTOUATOV
ToGIMEOVUAUTNG, otov Babuo 1 1
YopTMYyNoTE YOUNAOTEPO KL, GTN
deEapedalovn® 10 GULVEYELD, OLIKOYTE UE
mg evdopiefimg OTOOLOKT LEiOoT).
KéBe 6 mpec, EPOCOV
dev Aapfavovtor non
Al
KOPTIKOGTEPOELDT).
Yvveylote ) xpnon
g oe&apedalovng
HEYPL TNV VTTOYDPNON
TOV GCUUTTOUATOV
otov Bafuo 1 1
YOUNADTEPO KO, OTN
OGUVEYELD, OLOKOYTE
UE oTadLOKT Ueimon.
Awxoyte o Columvi émg 6Tov VITOY®PNOEL
7o ICANS.
E&etdote o evdeyopevo yopnynong un
KOTOOTAATIK®V, OVTIETIANTTIKOV QOPUAK®Y
(T AePETIPAKETALNG) MG TPOPVAUKTIKY YWY KOTA
TOV EMANTTIKOV Kpicewv. EEeTdoTe TO gvde)OUEVO VO
{ntoete cuUPOLAN VELPOLOYOL KOl AAA®Y EOIKMV Y10
mepatép® a&loAdyNo, KOTA TEPITTMON
Babpéc3 | Bogponoyia ICE? 0-2 * Xopnyfiote * Xopnyeite
TocuM{ovpdpmn deEapedalovn® 10
1| TN EmmESOL GULPMOVO, LIE TOV mg eviopAefing
ITivaxa 4 yuo KGO 6 mpeC.
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BaOpég*

Hoepovoiacn
CUUNTOUITOV?

Avripgtomon Tov ICANS

Mg TavTtoypovn
ekonrmon CRS

Mn tavtéypovn
ekonrmon CRS

ovveidnonc: apvmvion uévo
pe omtikd epedioparar

1 emAnmrikég kpioeic?, eite:

o Kkd&Be KAWVIKN
EMANTTIKY Kpion,
E0TIOGLEVN N
YEVIKELUEVT], TTOV
VoY WPEl TAYEMGS, 1|

e piceg yopic
onacpovg oto HED
OV VTLOYWPOVV UE
nopEppaon,

N avénNUévn EvOOKPOVIKN
mieon: E0TIOKO/TOTIKO
oidonpa ot
vevpoomekovion?

dwyeipiomn tov
CRS.

e Xvuvegyiote ) ypnon
¢ de&opebaldvng
HEXPL TNV
VITOYDPNON TOV
CUUTTOUATOV GTOV
BafOpo 11
YOUNAOTEPO Ko,
o1 GLVEYELD,
SlokoyTE pe
OTOOLOKY] PElOT).

e Yvuveyiote T ypnon
g oe&apefalovng
HEXPL TNV
VITOYDPNON TOV
CUUTTOUATOV GTOV
BaBuo 11
YOUNASTEPO KO,
OT1 GLVEYELD,
SloKOyTE pe
oTOOLOKT LElmOoT).

Awkoyte Tpocopva to Columvi £wg dtov

vroywpnoet o ICANS.

Mo coppdapata ICANS Babpot 3 wov dev €yovv
mopovotdoet feltiooon evtog 7 nuepav, egetdote
TO €vOEYOUEVO OPIOTIKNG SLOKOTNG TNG Bepoameiog

ue Columvi.

E&etdote To evdeyOueEVO YOpNynong un
KOTOOTAATIK®V, OVTIETIANTTIKOV QOPUAK®V (TT.Y.
AEPETIPOKETAUNG) OC TPOPLAAKTIKNG OYOYNG KOTA
TOV ENANTTIKOV Kpicewv. EEetdote 10 gvde)OEVO
va {ntnoete GLUPOVAEG VEVPOLOY®OV KOl GAA®V
EOIKDV Y10 TEPOLTEP® aELOAOYN O, KATA

TEPIMTOON.

BaOuog 4

Badporoyia ICE® 0O

'H ntdon emmedov
cvveidnonc, eite:

e 0 acBevig elvar pun
aeLTVICIHOG M
ypedletar Eviova n
emavoAapPovopeva
antikd epedioparta
Y10 VO AQUTIVIGTEL,

e AnBopyocn ko

M emAnmrikég kpiceic?, eite:

®  QITEIANTIKY Y0, TN
Con, mapateTopévn
gmunmTIKY Kpion (>
5 Aemtd) M

o emovarauPoavoueveg
EMANTTIKESG KPIOELS,
Baoet kKhvikng
ewdvag M
NAEKTPIKNG
dpaoTNPIOTNTOC,

e Xopnynote
TOG MOV UAUTY GOUQMVOL
ue tov Iivaxa 4 yio
dwxeipion tov CRS.

* Onwg mopamdvem, 1
eEetdoTe TO EVOEYOLEVO
xopnynong
uebvAmpedvilohovng
1000 mg nuepnoing
eVOoQAEPimg pe v
TpMTN 060M
ToG MOV UAUTNG KO
ocuveyiote
pebuimpedvilorovn 1000
mg tnv nuépa
EVOOPAEPimG YioL 2 M
MEPLGGOTEPES NUEPEC.

e Xopnyeite 10 mg
deEopedolovne®
evoopArefing kdbe 6
OpPES

e Yvveyiote T ¥pnom
¢ de&opebaldvne
£m¢ OTOL VIIOYWPNCEL
o€ BaBuov 11
Aydtepo, Kol o
GUVEYELD LELDOTE.

¢ EvoAlaKTIKA,
eketdote 10
evoegyoLEVO
xopnynong
ueBvAmpedvilohovng
1000 mg nuepnoing
evooQAEPing Yoo 3
NUEPES, EAV TA
GUUTTOLOTOL
Beitiwbobv, ToTE
dwyeploteite 6T
TOPATAV®.
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BaOpég* Hoepovoiacn

Avripgtomon Tov ICANS

1 KvnTikd evprpato’:
o Pabud ectiokn
KIVITIKT advvopio,
Omm¢ Nmdpecn M
TOPOATAPEST "

N aLENUEVN EVOOKPOVIOKT
nieon/eykepatikd otdnua?,
UE CNUELO/CUUTTO T,

OTMC:

e J1dyvTo EYKEPAAIKS
oidnpa ot
VEVPOUTTEIKOVIOT, N

e otdoelg

OTEYKEPOUMGLLOV M|
amoeAoi®oNG, N

®  TopAALGT TOL 60V
KpaviokKoL veLPOD, 1

e  0(dMuO OTTIKAG
fning, 1

e 1p1dda tov Cushing

CUUNTOUITOV? Mg TavTtoypovn Mn Tavtéypovn
ekonrmon CRS ekonrmon CRS
YOI EMGTPOPT Awoxoyrte opiotikd T Ogpomeio Columvi.
OTNV YPAHN
avapopag E&etdote o evdeyOEVO yop1ynomgs Un
evdilopéong: KOTOGTOATIK®V, AVTIETIANTTIKOV QOPUAK®OV (T.).

AEPETIPOKETAUNG) OC TPOPLAAKTIKNG OYOYNG KOTA
TOV EMANTTIKOV Kpicewv. EEeTdoTe T0 gvdeyOEVO
va {ntnoete GLUPOVAEG VEVPOAOYOV KO GAA®V
EOIKDV Y10, TEPOLTEP® a&LOAOYN O, KOTA
mepinTmon. e mePInT®on avENUEVNG
EVOOKPOVIOKNC TTEGTC/EYKEPOALKOD OONUATOG,
avatpEETe oTIg Beo ke KaTeLBUVTIPLES YPAUUEG
v T Swoxeipion).

L Opdgpova kprripio. Padpordynong tg Auepikovikic Etopeiog Metapdoyevong ko Kuttopixkig

O¢gpanciog yio to ICANS (Lee 2019).

2 H Swayeipion kobopiletar amd to mo coPfapd cvpBav, mov dev pmopet vo amododel oe GALO aitto.
$ E4v 0 060evig etvon apumvicipog kot ikovog vo vtoPAnei e AGlohdynon g oyeTiiopevng pe
Avocodpooctika Kittapa Eykeparonaderog(ICE), a&loloynote:

IIpocavatoiopdg (65ov apopd To £T0¢, TO UNVa, TNV TOAN, T0 Vocokoueio = 4 Baduol)
Karovopaosia (katovopasio 3 oviikelwévav (m.y. vrodel&n poAoylon, 6ToAd, kovpmod) = 3 faduoi)
Extéleon evrorav (m.y. «Aci&te pov 2 ddaytoror 1 «Kheiote ta patio kon Bydite €@ T YAdooo

coc» = 1 Babudc)

T'péaypo (tkavotnto vo ypdyet po otabepn tpdtacn = 1 Babuog).

Mpoocoyn (néTpnon and to 100 ko kbt KoTd

oéka = 1 Babudg).

Eadv o ac0eviig cival un aguavicipog kot o€y givan 6 0<omn va dievepynoel a&rohoynon ICE

(ICANS Babuot 4) = 0 Babuoi.
* Aev pmopei vo omodo0el og kapia AN oitia.

5 O\eg ot avapopéc otn yoprynon defauedoaldvng evvoovv de&opedalovn 1 1odvuvago.

Ewdwoi mAnfvouol

Himkiouévor

Agv amouteital Tpocappoyn g 66omg o€ aobeveic nikiag 65 etdv kat dve (PA. Topdypoeo 5.2).

Hraztikn dvolerrovpyio

Agv amouteitar Tpocoppoyn g 66omg 6 aobeveic ue Hmia otk duoAertovpyia (OAMKN

YoAepLOPIvI> avmdtepo Puotoroyikd 6pto [ULN] éwg < 1,5 X ULN 71 acnaptiki tpavoapuvacn [AST]

> ULN). To Columvi dev éxet peketn0ei og acBeveig pe pérpio 1 Papid nratiky dvorertovpyio (BA.

Toapaypapo 5.2).
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Negppixy ovoieitovpyio

Agv amaiteitol mpocappoyn g 60ong oe acbeveic e e £mg pHéTpla veepikn dveiettovpyia (CrCL
30 éwc < 90 ml/min). To Columvi dev éyel peretndel og acbeveic pe Papld veppixn dvcrettovpyia
(BA. mapdypago 5.2).

THoudrorpixoc ninQvouog
H acpdieia kou 1 omotedeopatikotnta tov Columvi og mondid nAkiog kétw tav 18 etdv dev xovv

tekunprwei. Aev vdpyovv dabécia dESOUEVAL.

Tpomog yopnynong

To Columvi wpoopileton yio evéopAéfio yopiynon povo.

To Columvi pémet va apoudveton amd exoyyelpatioo VYENG YPNOIUOTOIDOVTOG GOTTTN TEXVIKT, TPV
omd TV evooPAEPLa yoprynon. Oa mpémetl va yopryeitor o¢ eVOoPAEPLa EyYuon LEGH OTOKAEIGTIKNG
YPappNg Eyyong.

To Columvi éev mpémetl va yopnyeitor og evooeAéPia tayeia 1 bolus yoprynon.

I 0dnyiec oxetikd pe v apainon tov Columvi mpwv amd ™ xopHynon, PA. tapdypapo 6.6.

4.3  Avrtevdcieag

YrepevoioOnoio 6t dpactiki ovsia, oTNV OUTIVOLTOVLOVUAUTN 1] GE KATO0 ard To £KS0Y0 TOV
OVOQEPOVTOL TNV TTAPAypa®o 6.1.

INo ovykekpruéveg avtevoeiEels TG OUTVOLTOVLOVUAUTNG, AVATPEETE GTIS 00T YiEG CLVTAYOYPAPTONG
™G opmtvoutov oV ULANTNC.

4.4  EwKég TPOELOOTOM|GELS KU TPOPVAAEELS KATE TN (P10

IynAaciotnta

Ipokeévov va Bertiwbel 1 yvnAacodTnTe TV PLOAOYIKGV POPUIKEVTIKOV TPOIOVI®V, TO GVOUQ
Kol 0 aplOpOg TOPTIOOG TOL YOPTYOVLEVOD POPLAKOL TPETEL VO KATAYPAPETOL LUE CAPTVELD.

CD20-apvntikn vOGo¢

Yrdpyovv nepropiopéva dobéoua dedopéva yia aobeveic pe CD20-apvntikdé DLBCL mov édafov
Oepoameio pe Columvi kat eivon Tbovd 611 o1 aobeveic pe CD20-apvntikdé DLBCL pnopsi va éxovv
pikpotepo 6perog og cBykplomn pe acbeveic pe CD20-6gtucd DLBCL. ®a npémet va Aappdvoviot
vOYN ot Thovoi Kivduvol kat o 0QEAN mov oyetiCovtar pe ™ Bepameio pe Columvi, acbevov pe
CD20-apvntiké DLBCL.

20VOpOLO aTEAELOEPMGNC KVTTOPOKIVAY

CRS, cuoumepthappovopévey anetAntik®y yio T (on avtidpdoewy, £yl avoapepbei oe acbeveig mov
Aoppavooy to Columvi (BA. mapdypagpo 4.8).

O1 o ovyvég exdnimoelg Tov CRS ftav mupeéia, tayvkapdia, vrotaot, piyn kot vroéio. Ot
oxeTILOUEVEG LE TNV £YYVOT OVTIOPAGELG EVOEYETOL VO LN S10.pOPOTOLOVVTOL KAVIKA OO TIG
gkdniooelg tov CRS.

Ta tepiocdtepa cvpuPavio CRS mapovoidomray petd tv apdt d6on tov Columvi. Metd oo
ypron tov Columvi éyovv avapepBei avEnuéveg Tég otig e€etdoetg nratikng Aettovpyiog (AST kot
tpavooutvaon g orovivng [ALT] > 3 X ULN f/kat oAikn yoAepvBpivn> 2 X ULN) tavtodypova e
CRS (BA. mopaypago 4.8).
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O acBeveic otig pedétec NP30179 kar GO41944 (STARGLO) élopav mpokoatapktiky Oepameia e
OUTTVOLTOLL OV AT Yo TN pelmon T®V KUKAOPOpoOVI®V Kot Aeppik@v B kuttdpov, 7 nuépeg tpv
amo v évapén g Bepanciag pe Columvi. Olot ot acBeveig Oa Tpénet va AopufAvouy TPOKOTOPKTIKY
QOPUOKEVTIKY OY®YN LUE AVTUTLPETIKO, AVTUGTOUIVIKO Kot VoL YAVKOKOPTIKOEWSEC (BA. TTivaka 1).

Ipw amd v éyyvon tov Columvi otovg Koxkovg 1 ko 2, mpémet v givar Stabéoyun tovAdyiotov 1
d0oo1 toctmlovudumng yia yprion o mepintoon CRS. Ipénet va e€acpariletor n tpocPocn og
TPoceT 0661 TOGIMLOVUAUTNG EVTOC 8 ®PDV OO TN ¥PNOT| TNG TPONYOVUEVNG dOGNS
TOGUMEOVUAUTTNG.

Ortav to Columvi yopnyeitar wg povobepameia, o1 aobeveic Ba mpémetl vo mapakorovbodvton KoTd T
ddpreto AoV TV gyydoewv tov Columvi kat yio tovAdyiotov 10 dpeg PETE amd TV OAOKAp®GN

NG TPAOTNG EYXLONG.

Ortav 1o Columvi yopnyeitar og cuvdvacud pe yeportafivn kot ofolmharivn, ot acbeveic Oa npémet
va Topoakorovfovvtan Kotd T didpkela OAmv Tmv eyyvoemv Columvi Kot yio 4 dpeg HETA amd TNV

0AOKANPMOT] TNG TPMTNG EYYVOTG.

[No T pelc TAnpoeopieg oyetikd pe v mapaxorovinon, PA. mapdypago 4.2. Ot acBeveic Tpenet va
Aappdavouy cupPfoviéc va avalntioovy GuecT wTpikn Bondela oe 0TOLONTOTE YPOVIKT GTIYUN
Tapovcldcovy onueia | cvurtopato tov CRS (PA. Kapta ac0evois mopakdt).

Ot acBeveic Ba mpémetl va a&loloyovvtol yia GALES outieg TVPETOV, VIOEING Kot VITOTACTG, OTMG
rowméeig n onyaipio. To CRS Oa mpénet va avipetonileton pe fdon v KAWIKY €1KOVL TOL
acevong Kot cOpemva pe Tig 0dnyieg avtiuetdniong tov CRS mov mapéyoviat otov [livaka 4

(mapdypapog 4.2).

20VOpOoLO VELPOTOEIKOTNTAC GYETILOUEVNC LUE GVOGOOPOCTIKA KOTTAPA,

"Eyxovv avaeepbel cofapd TEPIOTATIKA GUVOPOLOL VEVPOTOEIKOTNTOG GYETILOUEVNG LLE AVOGOOPOCTIKG
kottapa (ICANS) petd ™ Bepaneio ue Columvi, 1o omoio pmopei va givorl OavoaTnedpo 1 aTEANTIKO
yia ) Con (PA. Tapdypago 4.8).

H évapén tov ICANS pmopei va couPei tovtdypova pe to CRS, petd v vroywdpnon tov CRS 1 ue
amovcio CRS. Ta khvikd onueio kot coprntodpota tov ICANS sivar peta&d dAlov coyyvon, Ttoon
EMTESOV GLUVEIONONG, ATOTPOCAUVATOAIGUOC, EMANTTIKEG KPIOELS, ApPacio Kol Sucypapia.

O1 acBeveic mpémel va mapaxorovBodvtar Yo onueio kot coprtdpate tov ICANS petd ™ yoprynon
Columvi kot va vrofdAlovtor apéomg og Oepancio. Ot acbeveic mpémel va Aafovv v odnyia va
avalnTMoovV AUEST) 1TPIKN PPOVTION GE OTOLUONTOTE XPOVIKY GTIYUN ELPOVICOVV GNUEln Kot
ocvpntopata (PA. kdpta aofevois mopoKaTo).

Kot v epodvion tov mpotov onpeiov 1 copntopdtov ICANS, avtipetoniote cOpuQ@v Pe T1g
odnyieg avtwetdmong ICANS mov mapéyovral otov Iivaxa 5. H Ogpancio ue Columvi npémet va

SLOKOTTTETOL TTPOCOPIVA 1) OPLGTIKA, COUPMVO UE TIG CVCTAGELG.

Kapta achevoic

O ovVTayoYPAQPOG 1TPOC TPETEL VO EVILEPMOVEL TOV 0.60evn oyetcd pe Tov kivouvo CRS kat ICANS
Kot ta onpeia kot coprtopata Tov CRS kot tov ICANS. O acBeveig mpénet va Adfovv Tnv odnyia va
ovolNnTNooLV GUEST] LUTPIKT PPOVTION O TEPIMTOGT TOV TOPOVCIACOVY CTUELN KOl GUUTTM AT TOL
CRS «a1 tov ICANS. Xtovg acOeveic mpémel va mapéyeton 1 Kapta acbevoig Kat va, Aapufdvouy
odnyieg va tnv £govv mavta pali tovg. H kdpta avth meprypdeet ta cupntodpota tov CRS kot tov
ICANS, ta omoia, edv mapovsiactody, Ba Tpénet va wbfnocovy tov acbevi| va avalntnoet dueon
OTPIKN POVTIOQ.
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AlMnAemidpacmn pe vroostpodpatoe tov CYP450

H apyixn amerevbépmon kuttapokivdv mov oyetiletar pe v évapén g Oepomeiog pe Columvi Ba,
umopovoe va kataoteirel ta Eviupa tov CYP450 kot va 09Ny oel 68 SLOKVUAVGEIS GTN CLUYKEVTPMON
TOV cuyyopnyoduevav eopudkov. Kotd tny évapén g Oepanciog pe Columvi, ov acbeveic mov
Aappavovy Bepameia pe vrootpdpato Tov CYP450 pe otevd Bepanentikd deiktn Oo mpémel va
mapoakorlovfovvtal kabdg o1 SIUKVUAVGELG GTI GUYKEVIPWOGT] TV GLYYOPTYOVLEVOV QUPUAK®OY
UTOPEL VoL 001 YNGOLV GE TOEIKOTNTA, ATMAELD dPACTC ) avemBOunTeG evépyeles (BA. Tapdypago 4.5).

2oBopic hMowwméeig

2oPapég LotUdEEIC, CUUTEPIAUUPOVOUEV®V EVKOIPLOKDY AOIUOEEWMY, EXOVV ELPAVIOTEL o8 aoBevei
nov élafav Oepancio pe Columvi (BA. mapdypagpo 4.8).

To Columvi égv mpémel va yopnyeiton o€ acbeveic pe evepyn Aoinwén. Amaiteitat tpocoyn otov
g€etaleton 1 xpnon tov Columvi oe acbeveic pe 16Top1Kd YPOVIBOV 7| VIOTPOTIALOVGMOV AOUDEEWDY, GE
aoBeveic pe vokeipeveg madnoeig mov pmopel va Tpodiabétovy oe Aouméelc | o€ acheveic Tov £xovv
VOPANOEL GE OMUOVTIKT TPOTYOVUEVT] AVOGOKATAGTOATIKY ay®yn. XOPNYNOTE TPOPVAUKTIKN
avTyukpoPrlokn Oeparneia, avaroya pe Ty mepintoon. Ot acbeveic Oa mpénel va mapakorlovbovvtal
TPV Ko kKatd T dudpkeia tng Oepameiog pe to Columvi ya v epedvion mbavov Paktnplakdy,
LUKTTIOICIKOV Kol VEOV 1] ETOVEVEPYOTOUUEV®V 10YEVDV AOUMEEWDV KO VoL AapPBAvouy KatdAANAn
Oepameia.

To Columvi O mpémet va S10KOTTETAL TPOCMPVA OTOV VILAPYEL EVEPYN AOTH®EN Kat £mG OTOV
vroyopnoet 1 Aoiuwén. Ot acbeveic Oo Tpémel va AapuBdavouvv odnyieg va avalnTheouy 1Tpiky
oLUPOVAN Og TEPIMTOOT EUPAVIOTG OTUEIDV 1| GUUTTOUATOV TOL VTOINADGVOLV AoipmEn.

Katd ™ duapkela g Oepamneiog pe to Columvi €xet avapepbel epmopetn ovdeteponevia. Ot acbeveig
Ue eUTOPETN ovdeteponevia Oa mpémel va a&loloyovvial yio Tuxov Aoipumén kot va Aapfavovy

KatdAAnAn Bepamneia.

Avalomdpwon Tov OYKov

Avalondpmon tov dykov £xet avoeepbel o€ aobeveic Tov AapPdvouvv Bepameio pe To Columvi (PA.
mapaypao 4.8). Ot ekMNAmcelg TEPIAaUPEVOUY EVTOMIGUEVO AAYOG KOl 0101 LA

Sopeava. pe tov punyaviopud dpdaong tov Columvi, n avalmdpwon tov dykov givar mavo vo
opeiletTon oty e16pon T-KuTTdpv 6TIg TEPLOYEG TOV OYKOV HETE TN Yoprynon tov Columvi kot
umopei va ppeitar tnv €€EMEN g vooov. H avalomdpwon tov dykov 6V vmodnhmdvel omoTuyio g
Bepaneiog xat dev avtimpocmnedel e£EEMEN TOov GYKOvL.

Agv &yovv evtomiotel €101koi Tapdyoviec Kivdvvo yia v avalomdpwoT Tov dYKov, weTOC0, VIGPYEL
avénuévog kivouvog emtdeivong Kot voonpottag arnd Ty avénon g nalag Adym oval®mopmong
NoN peydAmv 0YK®V Tov Bpickovtol KOVTE 6Tovg aepaywyols 1)/Kot o€ kdmolo {mTikd 6pyavo.
Yuviotdtol 1) TopakoAovdnen kot a&loldynon Yo avalmmopmaen Tov OYKOV GE KPIGU OVATOUIKY
onueia og acbeveic mov vrofdilovtar og Oepameio pe Columvi kat 1 avTpeTdmIon OTMG EVIEiKVVTOL
KAvikd. Oa mpémetl vo eEgtdletan 1) Yop1yNoT| KOPTIKOGTEPOEWDMV KAl AVOAYNTIKGV Yl TN Bepamneio
™™g oval®mopmonG Tov OyKov.

2Hvopouo Avonc dyKov

Zovdpopo Adong oykov (TLS) éxel avapepbei og acbeveic mov Aaufdvovv to Columvi (BA.
mopdypaeo 4.8). Ot acHeveic pe vymAd poptio dyKov, ToEWS TOAAATAAGIALOUEVOVG OYKOVS, VEPPIKN
duodeltovpyia 1 0ELIATOGN SATPEXOLY PEYOADTEPO KIVOVVO EUPAVIONS GUVOPOUOV ADGTG OYKOV.

Ot aoBeveic mov drotpéyovv Kivovuvo Ba Tpémetl va TapakoAovBobvtol oTeVA LE KATAAANAES
EPYOOTNPLOKES KO KAVIKEG EEETACELG Y10 TNV KOTAGTAGT TOV NAEKTPOAVLTAOV, TNV EVOOATMGCT KOl T
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veppikni Aettovpyia. Ilpv and v Tpoxkotapktiky Oepameio e OpTVOLTOL OV LAY KoL TPLY Ao TNV
£yyvon tov Columvi Ba mpémet va e€etdlovton KoTdAAnio péTpa TPoPOAAENG Le PAPLOKO KATE TG
VIEPOVPLYOLUIOG (.. AALOTOLPIVOAN 1) PAGROLPIKACT]) KOl ETOPKNG EVUIATMON.

H avtetodnion tov TLS umopei va mepilapfaverl eviotikn evoddtwor, d10p0momn Tov avouaioy
TOV NAEKTPOAVTOV, Bepameio KATE TG VTEPOVPLYOLLLNG KO VITOGTNPIKTIKY Oepameia.

Avoconoinon

Agv €xel pelemBei 1 aopdrelo Tng avocomoinong pe euforta pe {ovTavong HIKPOOPYaVIGHOVS, KATH
™ dbpkela N puetd and ) Oepancio pe to Columvi. H avocomoinomn pe eufoia pe {ovravoig
LKPOOPYOVIGHODE € GuVIeTATOL KOTA T dtdpkela, tng Ogpomeiag pe to Columvi.

e

TToAvcopPukd

AT 10 PapROKELTIKO TTPOoiodV eptéyet 1,25 mg moAvcsopPikod 20 oe kKGbe proridio tov 2,5 ml kot 5
mg moivcopPikov 20 oe kabe Ppraridio towv 10 ml, o omoio 1odvvapei pe 0,5 mg/ml.

Ta TtoAvcopPikd pmopel va TpokaAEGOVY OAAEPYIKEG AVTIOPAGELC.
45 Aliemopdosic pe GAlo QUPRIKEVTIKG TPOIOVTAH KOl GAAES popPES ahinAemiopaocng

Agv &yovv mpaypotonom el perétec oAnAemidopacey. Agv avapuévovtol OAANAETIOPAGELG TOV
Columvi péom tov evldpmv Tov Kutoypmpotog P450, dAlov petafolkdv eviOUmY 1 LETUQOPEDV.

H apyxn amelevBépwon kuttapokivav mov oyetileton pue v évapén g Bepaneiog ue Columvi Ha
puropovoe va kataoteiiel ta Eviopa CYP450.0 vynidtepog kKivouvog GapUoKEVTIKNG
aAAnAemidopaong eivar Katd v tepiodo pog efdopddag petd and Kabe pia and Tig 2 TpdTEG dOCELS
tov Columvi (dn\. Huépa 8 xar 15 tov Kokhov 1) o acbeveic mov Aappdvouvv tavtdypova
vrootpapate CYP450 pe otevd Bepamevtiko deiktn (m.y. Papoapivn, Kukrioomopivn). Katd v
évap&n g Bepameiog pe to Columvi Ba mpénet va Topakorovbovvtot ot acbeveic mov Aapfavovy
Oepaneia pe vrootpopato tov CYP4A50 pe otevd Bepamevtikd deik.

H poppaxokwvntiky (OK) tov glofitamab dev ennpedletar and tn cvyxopiynon e yepottapivn 1
oaAmAativn.

4.6 Tovipétnra, kOnon km yorovyio

Tuvaikeg ovoropoy@yikne nAKioc/ AviicOAAN YN

Ot yuvaikeg aoBeveic avamapaymyikng nikiog 6o Tpémel va ypnoipomolodv Wdiaitepa
mOTEAESUATIKEG HeBOBOVE avTIGOAAYNG Kot TN dtdpketa tng Oepameiog pe To Columvi kat yio
TOVAGYIoTOV 2 UAVEG ueTd TV tehevtaio d6on tov Columvi.

Kvnon

Ag duotibBevton dedopéva oyetikd pe ™ xpnon tov Columvi o éykveg yovaikec. Agv éxovv dievepyn el
UeAETEG avamapayykng ToEikotnTog o€ (Mo (BA. Tapdypapo 5.3).

To glofitamab eivon o avocoopaipivn G (1gG). H 1gG givar yvwoto 611 diépyetot and tov
mhaxovvta. Mg Bdom tov unyaviopd dpdong tov, to glofitamab givar mBavo va mpoxaiéoetl e€dienym
TV UPPLIKOV B-Kuttdpnv 6tav yopnyeitor og £yKvo yovaika.

To Columvi 6g cuvietdton KoTd T SLAPKELD TG EYKVUOGUVIG KOl GE YOVAIKEG OVOTTOLPOY OYIKNG

NAkiog mov de YpNnoonolovv avticOAAN Y. Ot yuvaikeg aobeveic Tov Aappdvovv to Columvi Oa
TPENEL VO, evuepdvovTal Yo TV mlavn PAAPN oto EuPpvo. Ot yovaikec acbeveic Oa npémel va
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AapBavouy GLUPBOVAEC VO ETKOIVOVIAGOLV LE TOV BEpAmovTa 10Tpd GE TEPITTMGT TOV TPOKVYEL
EYKLHOGHV).

Onioouodg

Agv givan yvooto edv to glofitamab anekkpivetatl oto avBpodmivo yala. Agv £xovv die€oybel peAéteg
v v alodoynon g enidopaong tov glofitamab oty mopoaywyr yéAaktog 1) Thv mapovcio Tov 610
untpkd yoro. Eival yvootd 6t n avOpomivn 1gG vrdpyel oto untpukd yoro. H mbavotnra
amoppoenong tov glofitamab kot n wbavotnta avemBbuntev avridpdoswv oto OnAdlov moudi dev
glvar yvootr. Ot yvvaikeg Oa mpénet va Aapfdvovy odnyieg va dlokdnTouy ToV ONACcIO KoTA TN
dwapkera g Ogpomeiag pe o Columvi ko yia 2 pveg petd v tekevtaio 66om tov Columvi.

Tovipdmra

Agv vrapyovv StaBEc1o dEGOUEVO GYETIKA e TN YOVIHOTNTA. Agv £xovv dievepynBei a&loloynoelg
yovipotntag o€ (oo yio tny aloloynon g enidpaong tov glofitamab otn yovipdmra (BA.
Tapdypo@o 5.3).

4.7 Emopacseig 6Ty IKavVOTNTE 001Y161)G KO (ELPIGHOD PYOVIIRATOV
To Columvi €yel onuavticy enidpacn Ty IKOVOTNTO 05NY1ONG KOL YEPICUOD UNYOVI|LATOV.

Abyo g mbovotntag v ICANS, ot acbeveic mov Aappdvovy Columvi datpéyovv kivouvo Ttdong
TOV emmédov cvveidnong (PA. mapdypapo 4.4). Ot acBeveig Oa mpénet va AapPdvouy odnyieg va
TOPEVLYOLV TNV 00N YNOT 1] TO YEPIGUO UNyovnuaToV yio 48 dpec uetd and kabepio amd T1g 600
TPMTEG dOGEIC KT TN paon ¢ Pabdpaiog avénong e 606G Ko, GE TEPITTMGT TOL EUPAVIGOVV
véa cvpntapato Tov ICANS (cVyyvor, arorposavaToOAGUOG, TTMGT EMTEOOL GLVEIONONG)KOUN
CRS (moupeéia, tayvkapdia, vrotoom, piyn, vro&io) ¢ OTOL VIOY®PNGOVY Ta GVUTTMOATA (BA.
mapaypdeovg 4.4 kot 4.8).

4.8 AvemOovunteg evépyeleg

20vVoyT TOV TPOPIA OGOAAELOC

MovoOepoameia ue Columvi
O1 o ovyvég avemBOunteg evépyetes (= 20%) NTav To GUVOPOLO ATELELOEPMOONG KUTTAPOKIVAY,
ovdeteponevia, avopico, Opopporvtraponevia kot e&avOnua.

O 10 oVyvéG cofapég avemBOUNTEG EVEPYEIEC TTOV avaPEPONKOY 6€ TOG0GTO = 2% TV 00HEVDV
ntov to cHvopopo amerevfépmong kuttapokvev (22,1%), onyopia (4,1%), COVID-19 (3,4%),
avalomopwon tov 6ykov (3,4%), nvevpovio and COVID-19 (2,8%), epundpetn ovdetepomevia (2,1%),
ovdetepomevia (2,1%) kot mhgvprtikn cviroyn (2,1%).

Opiotikn dwakonn tov Columvi Adym avembounTng evépyetlog cuvePN oto 5,5% twv acBevav. Ot o
oVYVES avEmIBOUNTEG EVEPYELEG TTOV 08T YNoaY o8 oploTikh dtakonn Tov Columvi ftav n COVID-19
(1,4%) Kou m ovdetepomevia (1,4%).

To Columvi ae ovvovoouo ue yeuoitafivy kor ololimlativn

O o ovyvég avemBounteg evépyeleg (= 20%) frav Opopfomevia, cuvopouo amerevdiépmaong
KLTTOPOKIVAV, OVOETEPOTEVIQ, avaLpia, VOUTIO, TEPIPEPLKT VELPOTADELD, ddppota, avuénuévn
OOTOPTIKY] OULVOTPOVOPEPACT), CLENUEVT OULVOTPOVOPEPATT) TNG aAavivng, eEGvOna, Aepponevia,
mopelio Kot EUETOC.

Ot o ovyvég coPapég avemBOuNTEG EVEPYEIEG TOL avaPEPONKav og > 2% TtV acbevov NTav
ovvdpopo amerevBépwong kuttapokvev (20,3%), mopesia (6,4%), Tvevpovia (5,8%), COVID-19
(5,8%), BpopPomevia (4,7%), Aoipwén g avamvevotikig 0000 (3,5%), onyaruia (2,3%), epmopetn
ovdeteponevia (2,3%) ko didppora (2,3%).
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Opiotikn dtokomn xoprynong tov Columvi Ady® avemiBountng VEPYELNS TOV TOPOVCLAGTIKE GTO
20,9% twv acBevav. O o cuyvEG avemBOUNTEG EVEPYEIEG TOL 0O YOOV GE UOVIUT O10KOTT
yopnynong tov Columvi frav n COVID-19 (11,6%), n onyoia (1,2%) kot n vevpovitda (1,2%).

Kotdroyoc tov avertBountwv evEPYEIOY GE LOPQN TIVOKO,

O avemBOuntec evépyeiec Tov ekdNAdONKav o acbeveig pe vrotpomalov 1 avOektiko DLBCL wov
£hafav Columvi og povobepaneio (N=145) otn pedétn NP30179 mapatibevrar otov Iivaxa 6. Ot
acBeveig Erafav kotd diqueon T 5 kdkhovg tov Columvi (pe evpog: 1 émg 13 kdKAovg).

Ot avemBouNTEG EVEPYEIEG TTOV TOPOLCLACTNKAY GE 0obeveig ue vrotpomidlov 1 avOekTikd d1dyvTo
Aéppopa ard peyara B-kottapa (DLBCL) ot onoiot éhafav OBepaneia pe Columvi 6e cuvdvooud pe
yveporrapivn kot o&aAimhativn (n=172) otn perétn GO41944 (STARGLO) napatifevror otov [ivaxa 7.
O1 acBeveic Ehafav 11 koxhovg (draueon tiun) Bepamneiog pe Columvi (evpog: 1 £mc 13 kdKAoL).

O avemBountec evépyeteg TapatiBeviol cOUE®VO LE TV KATNYOPio/opyoviKd cOGTNU THG PACNG
dedopévmv MedDRA kot to&vopovvtat avéd cuyvotnto. Xpnouonomdnkay ot akdAovdeg Kotnyopieg
ouyvoTNTOG: TOAD cLyVvEG (>1/10), cuyvég (>1/100 émg <1/10), oyt cvyvég (>1/1.000 £wg <1/100),
ondvieg (>1/10.000 éwg <1/1.000), moAv omavieg (<1/10.000). Evtog kdbe katnyopiog cuyvotntag, ol
avemBounteg evépyeieg mapotifevtar katd edivovoa celpd cofapotnToc.

IMivakag 6. AvemBopunTeg evépyeres mov ava@épOnkav oe acOeveic pe vrotpomaiov 1 avOekTIKG
DLBCL mov éhapav Ogpamcia pe Columvi @g povodepamnsio

Kra‘myopw/opyavmo AvemOoun evépyeia Ol\or o1 BaBpoi BaOpég 3—4
cvoTNO
Toyeveic Aowuméeict [ToAd Guyvéc Suyvéc®
Baktmplokéc AotpudEeic? 2oyvEC 2oyVvEC
Aowdieig wOTEPOL 3 Xuyvég TToA0 omdvieg**
OVOTTVELGTIKOV GUGTHLLOTOG
;4 . S
Aopdéelg ko En\ya}uw . R/ALS SL/ALS
. AoudEelg KaTMOTEPOL . S e
TAPUCITACELG , , 5 Xuyvég IToA0 ombivieg
OLVOTTVELGTIKOD GUGTIHLOTOG
TTvevpovia Xuyveég Oy ovyvég
Aolpwén ovpomointikon , . .
cVGTALTO Xuyveég Oy cvuyvég
Mukntiacikéc Aotudéeig’ Yuyvég IToAV omdviec**
Neomhaopata
KoA01)01, Koko10n
Kot un kafopropéva | Avalomdipwon Tov dyKov [ToAb cuyvéc YuyveEc
(ovpm. KO6TEOV KoL
TOAOTOO V)
i Ovdetepomevia, [ToAb cuyvég IToAb cuyvég
Awtapayég Tov , , . .

, Avapia [ToAd Guyvéc Xuyveég
0ipaToS Kol TOV p - . .
)ENUKOD ®popufokvtrapomevia, [ToAb cuyvég 2oyvEg

! Agppomevia 2uyvéc 2uyvéc
GUGTI|NOTOG . 38 . .
Eumdpetn ovdetepomevial Xuyveég Xuyveég
Awtopayéc Tov , .
UVOGOTON|TIKOV Zovdpopo a?m? evbépwang [ToAvd cuyvéc Yuyvég
, KUTTOPOKIVDV
CUGTIOTOG
Merafoikés ko Ynoq)cocsq)amm@ HOM? GUXW?Q ’Zux\{ég =
. Ymouayvnoloapio [ToAd cuyvéc [ToAV ombvieg
Ol TPOPIKEG p , . PPy S
N . YracPeotioupio [ToAb cuyvég IToA) ombivieg
wrapoyés . . . p P
YmoxaAtonpio [ToAd cuyvéc Oy cuyvég
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K,amyopia/opyavm() Avem@dun evépyeia ‘OLot o1 BaBpoi BaOpég 3—4
cvoTpO
Ymovatponpio Xuyvég Xuyvég
2OVOpoLo AVoTg GYKOL 2oyvEg 2oyveég
;‘;ﬁl:;g;g:g Zuy Tk Kotdotaon Zoyvég IToAd omdvieg**
Kepoalaryia [ToAd Guyvéc IToAY omdvieg**
ZOVOPOLO VEVPOTOEIKOTNTOG
AwTapayss Tov oyenfopevng pe Xuyvég Oy cuyvéc*
VEVPIKOD avocodpactikd Kottapal’
GUGTI|LOTOG Yrvniia Yuyvég Oy ouyvég
Tpdpog 2oyveég IToAb omdvieg**
Mueghitidal! Oy cuyvég Oy ovyvég
AvekKooTTo [ToAb cuyvég IToA0 omdvieg**
Avppola [ToAd cuyvéc [ToAV ombviec**
, Noavtio [ToA) cuyvéc [ToA) ombviec**
Toaotpevrepikég ;
owutapayég Awoppoyia TOPH Yuyvég Yuyvég
YOGTPEVIEPIKOV
'Epetog Yuyvég IToA) omdvieg**
Kohitda Oy ovyvég Oy ovyvég
AwoTapay£g Tov
déppatog kar Tov E&GvOnual® TToAD cvyvég Zuyvéc
VT0O6PLOV 16TOV
Ievikég orvatapayés
KOl KOTOOTAGELG TMope&ia [ToAvd cuyvéc IToAV ombvieg**
ot 0on yoprynongs
Avénpeévn
OUVOTPOVEOEPAOT) TG Xuyveég Xuyveég
oAovivng
AvEnuévn aomapTikh , .
am%?rlpagc(psp(fcn ! Toxves Toxves
Awgpeoviioeis $£i}ii\&2z}£ﬁﬁzz Xuyvég Xuyvég
AvEnuévn y- , .
yko%iiu;qqu{pavc(pspdcn Toxves Toxves
AvEnuévn yorepubpivn . . .
afnotoc 2oyveEc Oy ovyvég
AvEnuéva nratikd évivpa Xuyvég Xuyvég

* AvoeépOnkay avtdpdoelg Babpot 5. BA. Ilepiypapn emileyuevav ovembountwyv evepyeiav.
** Aev avapépOnkav copfdvta Babuov 3-4.
! TIepappéver COVID-19, nvevpovia omd COVID-19, épmn {wothpa, ypinn kon o@daiutcd Epmn {woTtipa.
2 TIepihopPavet Aoipmén amd ayyelakn cuokevt], Paktmpiokn Aoipwén, Aoinmén and Campylobacter,

Baktnpraxn Aoipmén tov xoAnedpwv 06mv, Loipnmén ovpoTomTIKOY GLGTHNATOS BaKTnPLaKT, Aolnmén amd

Clostridium difficile, hoipwén amd Escherichia kot neprrovitida.
3 MeplopPéverl AoinmEN TOV OVHOTEPOL OVOTVEVGTIKOD GUGTALATOC, TOPUPPIVOKOATITIOO, pvogapvyyitida,
XPOVIL TOLPAPPIVOKOATITION Kot pviTida.
4 IeprhapPaverl onyoipio kot onrik] koramAnéio.

5 TlepthopPével AoILmEN TOL KOTAOTEPOV AVATVEVGTIKOD GLUGTALATOC Kot Ppoyyitida.

® TIepthopPéverl AoinmEN TOL CVPOTOMTIKOD GLGTALATOC KoL AOTHMEN TOV OVPOTOTIKOD GUGTHLOTOG OO
koloPaxtnpidio Escherichia.

" TIepAopPAVEL KOVTIVTINGT TOV O1GOQEYOV KO KOVTIVTIOGT TOV GTOHNTOC.

8 TIepilopPavel epumdpetn ovdetepomevio Ko 0VSETEPOTEVIKY AoipmEn.

® Basiletat oty opdmvn rkhpoxo Paduordynong tng ASTCT (Lee 2019).

10 ICANS pe Baon Lee 2019 kot meptrapfdver vivniio, vontiky Statopoym, GUYYLTIKY KOTAGTAGT, TOPOAT P10
KOl OTOTPOGOVOTOAMGLO.

1 Mvueghitida mov ekdniddnie tovtdypova pe CRS.

22 TTepthapPaver apoppayio: Tov YUGTPEVTEPIKOD, GLOPPOYIC TOV TOYEOC EVIEPOD KAl OLLOPPOYio TOV GTOUEYOV.
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18 TeprhapPaver EavOnpo, kwnopmdeg eEvinua, knAdoBratidmdeg deppoticd e£vOnua, depporitida,
deppotitido opolalovsa e oK, AToPOAMIMTIKT depUATITION, Ep¥ONNA, Todopiaio epOOnua, Kvnoud Kot

epuonpoTmdeg eEGvOmua.

Mivaxkag 7. AvemOopnteg gvépyereg mov ava@ipOnkav og acbseveig pe vwotpomidlov | avOekTIKG
ouayvto Aépeope oo peydio B-kotrapa (DLBCL) ot omoiot éAafav Oepaneio pe Columvi og
oLVOvOopl pe yeportafivy ko oSamiaTivy

Koatmyopia/Opyaviké

0dpoka Kol Tov
pecodmpakiov

shompe AvemOountn evépyero, O)ot 01 BaBpoi BaOpov 3-4
COVID-19! TToAD cuyvég Zoyvick
AOOEEIG 0VOTVELGTIKNG 05012 IToA0 cvyvég Xoyvéc*
I[Tvevpovio® IToAv ouyvég Suyvég®
AopudEgig omd xutTapopsyoroid Yuyveéc Oy ovyvég

Aopaéeg ko AowdEeg omd 16 épmnra’ Yuyvég Oy ovyvég

TOPACITOCELS Ovporoipmén® Zuyvéc Zuyvéc
Inyonpio’ Tuyvég ZuyvécH
Aodéeig oamd Candida® Suyvég IToAV ombviec**
F[VSUM(_)_VKX a6 pneumocystis Oyt ouyvég Ot ovyvec
jirovech

Neomhdopota

KaA01)01, Kokon0n

Ko pn kaBopiopéiva | Avalomdpwon tov 6ykov’ YuyveEc IToA0 omdvieg**

(ovpm. KO6TEOV KoL

TOAOTOO V)
®popPonevia IToAv ouyvég IToAv ouyvég

A}arupaxég TOV Ovdeteponevia IToAd cuyvég IToAd cuyvég

;;:i ?p‘:i?)gm Tov Avopia IToAv ouyvég IToAv ouyvég

GUGTHLATOS Aepgpomevia IToAd cvyvég IToAd cvyvég
Eumopetn ovdetepomevia Yuyveég Yuyveég

Awtapayés Tov , .

OVOGOTOUTIKOV Zovopopo a?rgzgsuegpcoong IToAv ovyvég Yuyvég

, KUTTOPOKIVAV

GUGTILATOG
YmokoaAtaipiol IToA0 cvyvég Yuyveéc
Ymovatpropio IToA0 cvyvég Oy ovyvég

Merap 0)‘"589 Ka Yropayvnoopio Yuyvég IToAV ombvieg**

Ol TPOPIKES ; - - -

Sratapoyic YnooBeotionpio Yoyveéc Oy ovyvég
Yropwopatoio Yuyveég Yuyveég
20vdpopo Avong dykov Yuyveéc Yuyveéc
[eprpepixr| vevpomddetal! oA cuyvég Tuyvég
2HVOPOLO VEVPOTOEIKOTITOG Yoyveéc

Awtopayés Tov oxeTILOUEVNC LE OIVOGOOPACTIKA Oy ovyvég

/ , g 12

VEVLPLKOV cveTipatog | KuTTOpO
Kepaialyia Yoyveéc TToA0 omdvieg**
Tpdpog Oy ovyvég TToA0 omdvieg**

Awtapayés Tov

OVUTVEVGTIKOV ,

, , . [ToAv
GUGTI|LOTOG, TOV [Tvevpovitida 2oyvEG

onaviegt**
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Katmyopia/Opyoviké . . " , oy
shompe AvemOountn evépyero O)ot 01 BaBpoi BaOpov 3-4
Novtia IToAv ouyvég Oy ovyvég
Aldppota IToA0 cvyvég Yuyveéc
] "Epetog IToA0 cvyvég Oy ovyvég
g&:;‘:) 8(:;:5 1KES Kotoxd dhyogt oAV cuyvég Tuyvég
Avokomdtta IToA0 cvyvég TToA0 omdvieg**
Koitida Tuyvég Tuyvég
IMoykpeatitdol® Zuyvéc Zuyvéc
Awtapayés Tov
dépparog kar Tov EBEGvOnuol® TToAD cuyvég Oyt ovyvég
VTOOO6PLOV LGTOV
Awtapayés Tov
LVOGKEAETIKOV L 17 , . .
FVOTHIATOS KL TOV MvooKeAETIKO AAYOG IToAv ouyvég Yuyvég
GUVOETIKOV 1670V
I'evikég owatapayés
ko Kotaotaoerg Trig | [ope&ia [ToAd ovyvég Oy ovyvég
0600 yopryneng
AvéEnpévn AOTAPTLKT) IToA0 cvyvég Supvéc
QUIVOTPOVOPEPEO
Au&n’usvn OUVOTPAVOQEPACT TNG IToA0 cvyvég Suyvéc
oAavivng
A’uénusvn OAKOAIKY QOGPaTdoN IToAV cuyvég Ot ouyvéc
Mopoxkivikég QpaToG
eetdosig AvEnuévn y- ’ IToAv ouyvég Suyvéc
YAOLTOLLAOTPAVGPEPAOT)
AvEnuévn y’a)»aK’rucn IToAv ouyvég TToks oméviec™™
aPLOPOYOVACT ALLOTOG
Avénuévn yorepoOpivn aipatoct® Yuyvég IToAV ombvieg**
AvEnuéva nratikd éviopa Oyt ovuyvég IToA0 ombivieg™**

*AvaeépOnkav avtdpaoels Pabuov 5. BA. epiypagn emileyuévav avemBountwy evepyeiiv.

** Agv avaeépOnkav copfavta Baduov 3-4.

M Iepiiappévet COVID-19, mvevpovia oamd COVID-19 kar Ogtid téot yio SARS-CoV-2.

2 TIepthopPavel AOTU®EN TOV OVHTEPOL OVOTVEVGTIKOD GUGTHIATOC, AOTULMEN TOV KOTAOTEPOL AVATVEVGTIKOD
GLGTNUATOG, AOTHMOEN TNG AVATVEVGTIKNG 000V Kot Baktnplokn Aoipnmén g avanveuoTiknig 0600.

3 [lepthopPéver mvevpovia, Paxtnplokmn TVELLOVIO, KOl TVELHOVIO ad TVELHOVIOKOKKO.

4 Néa exdnoon 1 emavevepyomoinon. [epthapBaver hoipmEn and kuttopoueyaroid, Oetikn eEétacn yio
KUTTOPOUEYAAOTO, EMAVEVEPYOTOINGT AOTUMENG OO KLTTOPOUEYAAOTIO KOl LI OTTO KUTTAPOUEYOAOTO.

5 Néa exdfloon 1 enovevepyomoinom. Iepthapfdver Epanto {wotpo kot Aoipmén omd tov 10 Tov £prnta.

® TIepthopuPével AoiLmEN TOV OVPOTOMTIKOD GLGTAATOC KL OVPOGTY.

" TIepthopPavel oryonpio, GTPETTOKOKKIKY GO0, ONATIKY KaTamAnEio Kot onyatpio omd eviepOKoKKo.
8 MeprhapPavel kavtivtiaon tov 6topatog kot Aotpumén and candida.

® TIephapuPéver TV avalomdpmon Tov 6YKov Kt dAyog omd dyKo.

10 Bacsileton oty opdeovn khipoko Paduordynong g ASTCT (Lee 2019).

1 eprhappaver mepipepikt) vevpomddeio, TepIPePIK arcOnTIKy vevpomddeia, SuvoaicOnsia, mopaicOnoia,
VOGO Gia, TEPUPEPIKT] KIVNTIKT VEVPOTAOELN Ko TOAVVEVPOTADELD.

2 TTepthapPaverl cuyyLTIKN KOTAGTACT, TAPUATPTLLO KO TO GOVIPOLO VEVPOTOEIKOTNTOG GYETILOUEVNG e
avocodpactikd kuttapo (ICANS).

18 TeprhapPaver kothakd dryoc, kothokr Sus@opia, GAyog dvem KOMaKNAG YOPAC, GAYOS KATM KOIAMAKNG YHPOC
KOl YO.GTPEVTIEPIKO GAYOC.

14 TeprhapPaver kolitido, KoMTIOO 1GYOUUKY Kol EVIEPOKOAITISO.

15 Tepriappaver maykpeotitida kot woykpeatitido ofgio.

16 TeprhapPaver eEavOnuo, Kvnopmdeg eEavimua, knudoPraTidmdeg deppotikd eEavOnua, epvOnuU, KNGUO,
gpunpatddes eEavOnua, Kvidmon Kot ToAdHopeo epvinua.
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7 epthappaver apBpodyic, poookereticd dAyog, movo ot phym, 0otikd GAyog, pvodyio, avyevadyio, GAyoc oe
AKPO, LVOCKEAETIKO TTOVO TOL Bdpaka Kot U Kopdlokd mpakikd aryos.
18 [TeprhapPaver avénpévn yorepudpivn aiparog kot vepyoiepvdpvarpio.

TIeprypoen emieyuévmv ovemfountwy EVEPYELMV

Ol TopaKAT® TEPLYPUPES AVTIKATOTTPILOVY TANPOPOPIES Y10 CNLOVTIKES OVETIOOUNTEG EVEPYELEC TTOV
oyetilovion pe ) povobepomeion pe Columvi 1/xar ™ Oepomeion GuvOLOCUOD. AETTOUEPELES Y10, TIG
oNUAVTIKEG avemBounteg evépyetleg Tov Columvi 6tav avtd yopnyeitol oe cuvdvacud Tapovcidlovraol
Eexwplotd av mopaTnPeNONKay KAWIKE oMUovTIKES dlpopéG 6 GUYKPIoN He Tn povobepameio e
Columvi.

20vopouo amelevOépwans KoTTapoKIVOY
MovoOepancio pe Columyi

CRS omotovdnmote Babpod (copemva pe ta kpreipia ASTCT) topovsidotke o€ m060ot6 67,6%
TV acbevodv mov Elafav povobepancio pe Columvi, 6mov CRS Babpov 1 avoaeépnke oe 50,3% tov
acBevav, CRS Babpot 2 og 13,1% twv acbevav, CRS Babuov 3 o€ 2,8% tov acbevav kot CRS
BaBpov 4 og 1,4% twv acBevaov. CRS gxdnimbnie meprocotepeg amod pio popég o mocootd 32,4%
tov acBevov (47/145). 36/47 acbeveic mopovsiacay moAromid coufavia CRS povo Babuod 1. Agv
vanpyav Bavomedpeg neputtdoelg CRS. To CRS vroydpnoe o 6A0VG T0V¢ 060gveig EKTOC amd Eva.
"Evag acBevng 6iékoye 1 Bepaneio Adoyw CRS.

Y& aobeveic pe CRS, ot o ocvyvég exdnimoelg tov CRS mepiddppavay mopeéio (99,0%), Tayvrapdia
(25,5%), votaon (23,5%), piyn (14,3%) ko vro&ia (12,2%). To. coppdvra Babuod 3 1 vynidtepov
nov oyetilovrav pe CRS nepilapPavay vrotaon (3,1%), vro&ia (3,1%), mupeéia (2,0%) kot
Tayvkoapdia (2,0%).

CRS onotovdnmote Babpov eppaviotnke oto 54,5% twv acbevov petd v tpdt d6om 2,5 mg tov
Columvi v Huépa 8 tov Kdihov 1 pe didpecso xpovo Emg v évapén (amd v évapén g Eyxvuong)
12,6 dpeg (evpog: 5,2 émg 50,8 dpeg) ko diaueon didpkeia 31,8 dpeg (€dpoc: 0,5 émg 316,7 dpeg), o€
33,3% tov acbevov petd t d6on 10 mg v Huépa 15 tov Kdxhov 1 pe didpeso ypdvo Emg tnv
évapén 26,8 mpeg (evpog: 6,7 £wc 125,0 dpeg) kot didpeon ddpkewa 16,5 dpeg (evpog: 0,3 £wg 109,2
mpeg) kat o€ 26,8% 1oV acBevav puetd ™ d6om 30 mg otov Kokho 2 pe d1dpeco ypovo g myv
évapén 28,2 mpeg (evpog: 15,0 émg 44,2 mdpec) kot didpeon odpketa 18,9 dpec (evpog: 1,0 €mg

180,5 dpeg). CRS avapepnke oe 0,9% tov acbevav otov Kbkho 3 kot og 2% tov acbevdv petd tov
Koxho 3.

CRS Bafuov > 2 napovcidotnke oe 12,4% tov acbevov petd v tpdtn d6om tov Columvi (2,5 mg)
ue daueco ypovo Emg v évapén 9,7 mpeg (evpog: 5,2 émc 19,1 dpeg) kot diaueon didpkeLa

50,4 dpeg (0pog: 6,5 émg 316,7 dpeg). Metd ) d6on 10 mg tov Columvi xatd v Huépa 15 tov
Kvxhov 1, n ovyvomta epgdvions tov CRS Babuob > 2 peidbnke og 5,2% tov acbevav pe didpeco
xpOVo £mg TV €vapén 26,2 dpeg (evpog: 6,7 £mg 144,2 dpeg) Ko drdpeon ddpketa 30,9 dpeg

(ebpog: 3,7 £wg 227,2 dpeg). CRS Babuod > 2 petd and 66om 30 mg tov Columvi katd tnv Huépa 1
Tov Kvkhov 2 mapovcidotke o€ évav acBevn (0,8%), pe xpovo Eog v évapén 15,0 dpeg kat
Sudpkera 44,8 dpeg. Agv avapépOnike CRS Babpov > 2 petd tov Kokho 2.

A6 tovg 145 acbeveic, 7 acbeveic (4,8%) mapovciocay ovENUEVES TILEG KOTH TOV EPYOCTNPLOKO
Eleyyo nrotikng Asttovpyiag (AST ko ALT > 3 X ULN A/kon olkny xorepuBpiv> 2 X ULN) mov
avaeépnkav tavtdypova pe CRS (n=6) 1 ue v e&éMén g vocou (n=1).

Meta&d tov 25 acbevav mov napoveiocav CRS Babuod > 2 uetd m yopnynon tov Columvi, 22
(88,0%) éhaPav toomlovpdpunn, 15 (60,0%) éhaPav koptikootepoedn kot 14 (56,0%) éhafav
toctAMovpaumn Kot Koptikootepoedn. Aéka acbeveig (40,0%) ElaPav o&uydvo. Kat ot 6 acBeveic
(24,0%) pe CRS BaBpov 3 1 4 éhafav Evav oyYELOGLOTUGTIKO TAPAYOVTOL.
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Avdrykn v voonheio Moym epgdviong CRS ot acbeveic petd amod v yoprynon Columvi
TOPOVGLACTNKE 6T0 22,1% TV acBevdv Kot 1 avapepopevn dudpeon dudpketo voonieiog tav 4

nuépeg (1e evpog: 2 €mg 15 nuépeg).

To Columvi oe ovvovooud ue veuoitofivy kou ololiriativy

CRS onotovdnmote Pabpov (cdpeova pe ta kprripto. ASTCT) tapovsidotke 610 44,2% Tmv
acBevav mov élafov Columvi pe yeuottofivn ko oEolmiotivny, pe CRS Babupov 1 va avagépetal
oto 31,4% 1ov acBevdv, CRS Babpov 2 610 10,5% t0v acbevav kot CRS Babpot 3 oto 2,3% tov
acBevav. CRS gkdnhodnke mepiocotepec amod pia popéc o 1060010 21,5% tav acbevav (37/172).
30/37 acBeveic mapovoiacav ToAramrid cuppdvta CRS uévo Babuov 1. Aev vanpéov mepmtooeig
CRS Bafuov 4 i Bavammedpeg mepmtdceic CRS. To CRS vroympnoe oe 6A00¢ 100G 060gvels ekToOg
amo évav. 'Evag acBevig diékoye tn Oepaneio Adoyw CRS.

e aobeveig ue CRS, ot o ovyvég exdnimaoelg tov CRS mepredaupavay mopeéia (98,7%), vrdtaon
(22,4%), piyn (17,1%) ko vro&ia (14,5%). Ta coppdvro Babuov 3 1 vynidtepov mov oyetilovrol pe
CRS neprelapfavay vrdtaon (6,6%), vro&ia (5,3%), mupeéia (3,9%), piyn (1,3%) kou dSidppoia
(1,3%).

CRS omowovdnmote Pabpod gpeavictnke 61o 34,9% 10v aclevov petd v npd d6on 2,5 mg tov
Columvi v Huépa 8 tov Kvkiov 1 pe didpeco xpovo €mg v évapén (amd v Evapén g Eyyvonc)
12,6 dpeg (ebpoc: 4,4 mg 54,7 dpec) ko dipeon odpketo 19,8 dpec (evpog: 2,0 Emg 168,0 dpeg), ot
14,4% twv acBsvav petd ) doon 10 mg v Huépa 15 tov Koxhov 1 pe Sidpeco ypovo Emg tnv
évapén 22,8 mpeg (evpog: 7,4 €mg 81,2 mpeg) kan ddpeon dudpketa 10,6 mpeg (gvpog: 1,0 €wg 248,5
mpeg) kar o€ 9,3% tv acbevav petd ™ d06on 30 mg otov Kdxho 2 pe didpecso xpodvo mg v évapén
23,5 mpeg (evpog: 14,7 émg 33,4 dpec) kot oidpeon didpketa 18,4 dpec (evpog: 8,3 £wg 137,0 dpeg).
CRS avagépbnke og 6,7% tov acBevav otov Kokho 3 xat og 11,0% tov acBevav petd tov Kdxho 3.

CRS BaBuov > 2 napovcidotnke o€ 10,5% tov acbevdv petd v tpdtn d6on tov Columvi (2,5 mg)
pe duapeco xpovo Emg v évapén 12,0 opeg (ebpog: 4,4 émg 30,5 dpeg) ko didpeon didpkela 42,3
opeg (evpog: 3,5 émg 143,7 dpeg). H mietoynopia (14/18) tav acBevadv mov eppdvicav CRS Babuov
> 2, ekdAwoav évapén tov CRS evtog 8 opdv amod v Evapén g Tpdtg 66ong tov Columvi

(2,5 mg) n mapovciocav mopetd > 1,5 dpeg Tpwv and myv Evapén aAhov copntopdtov CRS Babpob
> 2. Metd ) d6om 10 mg tov Columvi katd v Huépa 15 tov Koklov 1, n cuyvotta epedviong
tov CRS Babpod > 2 peinbnie og 1,8% tov acbevav pe didpeco ypovo £mg tnv Evapén 22,3 dpeg
(evpoc: 7,4 éwg 22,8 mpeg) kot didpeon adpketa 37,0 mpeg (evpog: 34,8 £mg 248,5 mpeg). Agv
nopatnpnOnkov cvppavra CRS Babpov > 2 petd t d6on 30 mg tov Columvi xatd v Huépa 1 tov
Kvxhov 2. Tpeig acbeveic (2,0%) eiyav CRS Babpov > 2 petd and tov Koxro 2 (6Aa nrav coppdvta
Babpoov 2).

Amd toug 172 acBeveic, 2 acbeveic (1,2%) mapovcioacav avEnpuéves TIHEG KATA TOV EPYOCTNPLOKO
£leyyo nratikng Asrtovpyiag (AST ko ALT > 3 X ULN) mov o1 onoieg avapépOnkay tavtdypova
CRS.

Am6 tovg 76 acbeveig pe CRS omotovdnmote Pabuod, 28 acbeveig (36,8%) vrofAndnkav ce Bepaneio
pe toctmlovpdpmn, 39 acleveic (51,3%) vroPfAnOnkav oe Oepaneia e KOPTIKOGTEPOELDN KOl
18 acBeveig (23,7%) Elafov ToGIMEOVUAUTT Kol KOPTIKOGTEPOELDT.

Metaéd tov 22 acbevav mov tapovsiosav CRS Babpov > 2 petd m yoprynon Columvi, 16 (72,7%)
éhaPav tooctlovpdunn, 15 (68,2%) éLaPav koptikootepoetdr| kar 12 (54,5%) éraPav
toctMiovpdipmn kot koptikootepoedn. 'Eviexa acheveig (50,0%) élafav o&uydvo. Kat ot 4 acBeveic
(18,2%) pe CRS Babuov 3 éhafav évav HLOVO 0yYELOGLCTOGTIKO TOPAYOVTOL.

Avaykm yio voonieia Aoym speaviong CRS ot acBeveic petd and v yopriynon Columvi
napovcldotnke oto 19,8% twv acbevodv kot 1 avapepduevn diaueon dtdpkela voonieiog nTov

5 nuépeg (evpog: 2 émg 85 nuépec).
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2Ovopouo vevpotolikotnTas oyeTI{OUEVIS LUE OVOTOOPOTTIKG, KOTTOPA.

ICANS, cvumepirapfovopévonv Babuov 3 kot vymiotepov, avaeéptnke o KAWVIKEG SOKIUEG KO Ao
TNV gUTmEIpio LETE TV KVKAOQOPia TOV QapUAKov otV ayopd. Ot cuyvoTepes KAVIKEG EKONADCELG
tov ICANS 7fTav 1 60YYLOT, TO TTMOGCT EXTEIOV GLVEIONONG, O UTOTPOCUVATOMGOG, Ol EMANTTIKES
Kkpiocelg, N apacio Kot 1 dvoypaeia. Me Bdon ta dtabécipa dedopéva, 1 Evapén T VEVPOAOYIKNG
to&dtnrag frav tavtdypovn we 10 CRS oty mhetovdémta TV TEpITOCE®V.

O ypovog mov mapotnpnOnke péypt v Evapén g mistovotmrag tov cvuntoudtov ICANS frav 1-
7 nuépeg pe daueco TIg 2 NUEPES UETE TNV 7o TPOGPaTn d66T. Movo Aiya coufauato avaeépdnkoy
TEPLOGOTEPO amd Evav punva Petd v Evapén g yoprynong Columvi.

2ofopéc Lowuamleis

Yofapég Lopméelg avapépnkay og 15,9% tov acbevdv mov Elafav povobepaneio pe Columvi. Ot
0 GLYVEC GOPOPEC AOTUDEELG TTOVL avaPEPONKaV o€ T0G00TO > 2% TV acBevadv NTav 1 oNnyatpio
(4,1%), n COVID-19 (3,4%) xou n mvevpovia amd COVID-19 (2,8%). Odvatotl oyeti{opevol pe
Aotpwén avaeépdnkoav oe 4,8% tov acBevav (Adoym onyapiog, tvevpoviag and COVID-19 kot
COVID-19). Téooepic acBevelsg (2,8%) mapovciacav cofapés AodEELS TanTdypova e
ovdetepomevio Babuov 3 1 4.

YoPapéc Aotpuméelg avoapépdniay oto 22,7% tov aclevav mov édafav Columvi pe yepottafivn kot
ofolmiativn. Ot o cuyvég coPapéc Aoméelg mov avapépdnkay oe T10600To > 2% TmV achevav
Nrov mvevpovia (5,8%), COVID-19 (4,7%) ko1 Aoiumén tov Katdtepov avomvevotikod (2,9%).
Odvarot oyetilopevor pe Aopméets avapépnkav og 3,5% tov achevov (Adyw COVID-19,
vevpoviag, AoTH®ENG TG avaTVELSTIKNG 0000 Kot onrtikig katanAinéing). ‘Evag acBeviig (0,6%)
napovcioce cofapn Aoipwmén (Tvevpovia) Tavtdxpova e ovdetepomevia Babuov 3.

Ilvevpovitido,

Yoppdvta mvevpovitidag (e£apOLHEVTS TNG TVELLOVING AOILMOOVG auTloAoYiaG) avaeépbnkay o 2
aocBeveic (1,2%) mov éhapav Columvi pe yepottafivn kol o&aAmAativ, Ta omoia TV Kot To SO0
Bavanedpa coppdvta. O dibpesog xpovog £mg TV Evapén Tng TVELHOVITIONG Ao TV TPMOTH 0OGN
tov Columvi ftav 168 nuépeg (e0pog: 102 éwg 255 nuépeg).

Kolitida
KoAitida (Babuov 4) avapépbnke oe 1 acbevr| (0,7%) nov éhafe povobepamneio pe Columvi, pe xpovo
¢mg v évapén amd v mtpmtn d6on tov Columvi ico pe 104 nuépeg.

Yoppdvta koAltidog (eEopovpévng e Koitidag Aotuddovs atttoroyiag) avagépdnkay oe 4/172
aoBeveic (2,3%) mov éhapav Columvi pe yepotrafivn ko oEaiimhativn. Avo acBeveic (1,2%)
napovsiocay cuppavto Babuov 3. O didpecog ypdvog Emg Ty Evapén TS KOMTIONG amd TNV TPMTY
d6om tov Columvi Nav 154 nuépeg (e0pog: 115 éwg 187 nuépeg).

Evkouprarés loyawlerg

SouPavia CMV avaeépbniay o 6/467 acbeveic (1,3%) mov éElafov povobepaneio ue Columvi, pe
1 acbevn) (0,2%) va mapovoidlet yoproappipAnotpocditida and CMV Babpov 3. Ivevpovia omd
Pneumocystis jirovecii avaeépOnie og 4/467 acbeveic (0,9%), 3 amd tovg omoiovg (0,6%) giyav
ouppavta Babuov 3.

AvapépOniay coppdvta CMV g 11 acbeveic (6,4%) mov élafav Columvi pe yeporrafivn kot
oaimhativn, pe 1 acbevn (0,6%) va mapovoidlet wpio ond CMV Babuov 3. Kavtivtiaon tov
otopaTog avopéptnke o 3 acbeveic (1,7%),  onoia rav Babpov 1-2 o d)eg Tig mepntdoELC.
[Tvevpovia omd pneumocystis jirovecii (Babpot 3) avaeépbnke oe 1 acbevn (0,6%), mov ftav o i610g
acBevng mov Tapovciace wpio and CMV Babpot 3. Mnviyyitida and Borellia (Babpov 2)
avapépbnke oe 1 acbevn (0,6%).

Ovodetepomevio,

Ovdeteponevia (GLUTEPIAAUPAVOUEVOD TOV HEIOHUEVOL aplBLOD 0VOETEPOPIA®Y) avapEpOnKe oTO
40,0% tov acBevav kot foptac popeng ovdeteporevia (Babuov 3 1 4) avaeépbnke oto 29,0% twv
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acBevav Tov éhafav povobepomeia pe Columvi. O didpuecoc ¥pdvog mg Ty vapén Tov TPOTOL
ovuPdvtog ovdetepomeviac NTav 29 nuépeg (evpog: 1 émg 203 nuépeg). [apatetapévn ovdetepomevia
(mov dwupkel ylo tepiocoTepo and 30 nuépec) mapovoidotnke o€ 11,7% tov acBevav. H mielovotnta
v acevov pe ovdeteponevia (79,3%) EraPav Bepaneia pe G-CSF. Epumopetn ovdetepomevia
avapépbnke oto 3,4% tov achevov.

Avalwrdpwon tov 6yKkov

Avalondpmon tov dykov avapépdnke o 11,7% twv acbevdv mov Elafov povobepaneio e Columvi,
nepriapfavopévng avalomdpmong Tov éykov Babupod 2 mov sppavictnke o€ 4,8% xar avalomdpwon
Tov 6yKkov BaBpov 3 mov gppavictke o€ 2,8% tov acbevav. AvaeépOnke avalomdpwon Tov dyKov
OV OLPOPOVGE TOVG AEUPAIEVEG TNV KEPOAN KOl TOV TPAYNAO KOl TAPOVGIACTNKE UE TOVO KOl TOVG
AEUPUOEVEC GTOV BDPOKO, LLE CUUTTMOMOTA AAYAVIACUATOG AOY® avATTVENG TAELPITIKNG GVAAOYNC. Ta
neplocoTEPA SVUPavTa avalwmdpwong dykov (16/17) mapovsidotnkay Katd tn didpkela tov Kokhov
1, evdd dev avapépnkay copfavia avalomdipwong Tov dykov petd tov Kokio 2. O didpecsog xpovog
£€wg Vv évapén Tov TPOTOL cVUPEVTog avalomTOipwong Tov dykov omotovdnmote fabov Nrav

2 nuépeg (evpog: 1 émg 16 nuépec), evd N didpeon ddpketo av 3,5 nuépec (evpog: 1 €mg 35 nuépeg).

Meta&d tov 11 acBevdv mov tapovsiocay avalomipmon Tov 6ykov Babuot > 2, 2 acBeveig (18,2%)
éhoPav avarynrtikd, 6 acbeveic (54,5%) éhafav KOPTIKOGTEPOELDN KO AVOAYNTIKEL,
GUUTEPTAAUPAVOUEV®VY TOV TOPAYDY®V Hoppivng, 1 acBevng (9,1%) éhafe kopTikooTEPOEIdN KOt
avtiepetikd Ko 2 aobeveig (18,2%) de yperdotray Oepaneia. Olo to copuPfavia avalomdpwong Tov
OyKOoL VToY®OPNoaY EKTOC 0md Evav actevi pe copPav Babuov > 2. Kavévag acbevig de diékoye )
Bepaneio Aoy avalomdpmong Tov GyKov.

2ovdpouo Avong oykov

TLS avagépdnke oe 2 acbeveic (1,4%) mov éhaPav povobepoameio pe Columvi kat rov Babpov 3 g
7pog TN Papdtnrta Kot oTig 0Vo TepT®oelc. O didpuecog ypovog Eog Ty Evapén tov TLS ftav 2
Nuépeg Kot 1 didpeon diaprela nTav 4 nuépeg (evpog: 3 £mg S NUEPES).

Avopopd THavorloyoOUEVOV avETIOOUNTWOV EVEPYELDY

H avoapopd mBavoroyodpuevemy avemiBountmy evepyeumdv HeTd amd T Yop1yNnom Adelg KuKAOPopiag
TOL QPOPUAKEVTIKOV TPoidvTOog elvan onpavtikn. Emtpénet ) cvveyn mapakorlovdnomn e oyéong
0PEALOVC-KIVOHVOL TOV QOPHOKEVTIKOD TPOTOVTOG. ZnTeital and Tovg enayyeAIaTieg vyeing va
AVOPEPOVV OTTOEGONTOTE THAVOLOYOVUEVEG OVETIBVUNTEG EVEPYELEG LECH TOV EBVIKOD GLGTNLLATOG
avoeopds mov avaypdeetot oto [Hopdptmua V.

49 Ymnepodocolroyia

Agv vrdpyet epumeipio pe TV vIEPOOGOAOYIN G€ KAMVIKEG SOKIUES. XE TEPIMTMOOT VIEPOOCOAOYING, O
aoBeveig Oa mpémel va mapoolovbobvtal GTEVH Yo OTUEIR 1] CUUTTOUATO OVETIBOUNTOV EVEPYEIDY
KO VoL YopNYETaL 1 KATAAANAN COLTTOUOTIKY Oepameia.

5. DAPMAKOAOI'IKEX IAIOTHTEX

51 ®@appoxodvvopikés 1010TNTES

DoppokobepamenTikn KaTnyopic: AVIIVEOTAAGUUTIKOL TOUPAYOVTEC, GALON LOVOKAMVIKA OVTICOUOTO
Kol oVEELYHOTO AVTICOUATOV-QapUdKaV, kKoduog ATC: LO1IFX28

Mnyoviopdc dpdong

To glofitamab ivat éva povoxkAmvikd avticopo dimhng e1d1kdTTag oL decpedeTal S160evidg 6To
CD20 mov ekppaletar oy emeaveln Tov B-kuttdpov kot povosbevmng oto CD3, oto cupmieypa tov
vrodoyén TV T-kuttdpwv mov exepaletol oty emedveld Twv T-KuTtdpov. Me v tavtdypovn
npocdeon 610 CD20 oto B kdtTopo kot 6to CD3 oto T kdttapo, to glofitamab pecsorafei otov
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CYNUOTIGHS HI0C OVOCOAOYIKIG GOVOYNG LE EMAKOAOVOTN evepyomoinoT Kol TOAAATANCIAGHO TV T-
KUTTAP®V, EKKPLOT) KVTTUPOKIVAOV Kol ATEAELOEPWOT KUTTAPOAVTIKAOV TPOTEIVAOV TTOV EXEL G
amotédeopa tn Avomn tov B kuttdpav mov exkppdlovv to CD20.

DoppaKkodVVoUKEC ETOPAOELS

> peiétn NP30179, oto 84% (84/100) tv acBevav giyav non e&okeipbei Ta B kottapa

(<70 kdtTapa/pl) mpwv and v mpokatapktiky Oepancia pe oumvovtovfovuaunn. H avaloyia
acBevav pe eddttoon Tov B kuttdpov avéntnke oto 100% (94/94) petd v TpoKatapKTIK
Oepomeia pe opmivovtovlovpaunn, Tpv omd v Evapén g Bepanciog pe Columvi kat o apBuds B
KUTTApOV mapépeve Yauniog katd m ddpkeia g Bepamneiog pe Columvi.

Koatd ™ didpreta tov Kordov 1 (Babuaio avénon d6ong), Tapatnpndnkayv Tapodikég avéNcels tov
emmédwv IL-6 oto mhdopa otic 6 dpeg petd v Eyyvomn tov Columvi, ta onoio mapépevay avénuéva
ot 20 OpeG PETA TNV £YYLOMN KOl EMEGTPEYOV GTNV OPYLKY| TIUN TPV At TNV EXOUEVT EYYVOT).

2 peiétn GO41944 (STARGLO), 10 63,9% (115/180) TV acBevav giyav 101 eEarerpbel ta B
kottapa (< 70 kottapa/pl) Tpv and v npokatapktiky Oepomeia pe opumvovtovfovuaunn. H
avaroyio acbevov pe ehdttoon tov B-kuttdpav avéndnke oto 79,4% (143/180) petd v
wpokatapKTiky Oepaneio pe opmvovtovlovpdunn mpwv amd v Evopén g Oeponeiog pe Columvi Kot
0 apBpog B xuttdpov mapéusive xapniog katd m dbpkela s Bepaneiog pe Columvi.

Kaporoxn niexpopooioloyia

Yt perétn NP30179, 16/145 acbeveic ot omoiot extébnkav oto Columvi topovsiocav tiun QTc>
450 ms petd v apykn a&toAdynon. Mio amd ovtég Tig TEpuTTOoelg a&loAoynonke amd Tov pguvnT
ot eiye Khvikn onuooio. Kavévag achevig oe diékoye ) Oepaneio Loym mopdtacnc tov QTC.

Yt peiétn GO41944 (STARGLO), 16/172 acBeveic mov eiyav ektebel oo Columvi Tapovciacoy pio
T QTc petd v évapén > 450 ms. Kavévag acbevnig dev diékoye ) Oepameio Ady® mapdtacng Tov

Swwotpotog QTc.

KMvikn omoTeAeoLaTIKOTNTO KOl 0GQAAELD,

Yrotpomialov i avOexrixo DLBCL

MovoBOspareio ue Columvi

Atevepynonke o ovoIKTig ETIGNUOVONG, TOAVKEVTPIKT oK moALamAmv Kooptdv(NP30179) yio
v a&lordynon tov Columvi og acbeveic pe vrotpomalov 1§ avlektikd un-Hodgkin Aépempoe B-
KUTTApV. X1 povookeAn kooptr povobepaneiog tov DLBCL (n=108), ot acbeveig pe vrotpomidlov
N avBexticé DLBCL énpene va £xovv AaPel TOLAGYIGTOV dVO TPOTYOVUEVES YPOUUEG CUCTNUATIKTG
Oepamneiog, copmepopuPavorévon evoc LOVOKAMVIKOD ovTIo®uatog Evavtt tov CD20 kot evog
napbyovta avBpoxviiivig. Ot acbeveic pe FL3b kat pe iotohoyixy petatponn o€ Richter dev tov
emAag&ot. Ot acbBeveic avapevotav va tapovoidcovy CD20-0etikdé DLBCL, aAAd 1 kKotaAAnAOTTO
Tov Prodeiktn dev rav amaitmon v mv Eviaén(PA. mapdypoeo 4.4).

Am6 T perétn anoxieiotnioy acbeveic pe katdotaon anddoong ECOG > 2, onuavtikn
Kapdlayyelokn voco (0nwg Kapdiakn vocso katnyopiag 7 1V cdpeova pe v Kapdrodoykn
gtarpeio g Néag YOpkng, EUQPayiLo ToL LLoKapdiov EVIOg TV TEAEVTAIOV 6 UNvoV, aoTadsic
appuBuiec | actadn otnOayyn), SNUAVTIKY EVEPYN TVELLOVIKT VOGO, LELOUEVT VEQPPIKT] AELTOLPYia
(CrCl< 50 ml/Aentd pe avénuéva eninedo kpeatvivng opov), Evepyn avtodvoot VOGO TOL amolTel
OVOGOKUTAGTUATIKY Ogpameia, evepyéc Aotuméelg (. xpovia evepyn EBV, oeia 1 ypovia nratitido
C, nratitoa B, HIV), tpoodevtiky moAveotiokn AevkogykeparondOeio, TpEyov 1| 1GTOPIKO
Aeppopatog tov KNZ 1 voco tov KNZ, 16toptkd cuvdpdpov evepyomoinong LoKpopaywy /
OLLOPOYOKVTTOPIKNG AEUPOTOTIOKVTTAPWOOTG, TPOTYOVULEVT] LETAUOGYEVCT OALOYEVDV PAOCTIKOV
KUTTAP®V, TPONYOOUEVT HETAPOGYEVGT| 0pYEvOL 1 NTaTIKEG Tpavoapvdoeg > 3 x ULN.
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O)ot ot acBeveic Ehafav TpokatapkTiky Bepamneia pe opmvovtovovpudunn katd v Huépa 1 tov
Kokhov 1. O acbeveic édafav 2,5 mg tov Columvi katd tnv Huépa 8 tov Kdxkhov 1, 10 mg tov
Columvi xatd v Huépa 15 Tov Kvkhov 1 ko 30 mg tov Columvi katd tqv Huépa 1 tov Kdxiov 2,
oVpEOVa e To oxnua Babuiaiog avénong g 66ong. Ot acbeveig cuvéyisay va Aappdvovv 30 mg tov
Columvi katd v Huépa 1 tov Kokhov 3 £o¢ 12. H didpketo ke kdikiov frav 21 nuépeg. Ot
acBeveic Ehafav kotd diaueon tiun 5 kokhovg tov Columvi (ue evpog: 1 émg 13 kdKAovg), 6oV TO
34,7% éhaPav 8 1 meplocOTEPOLS KOHKAOVG Kat T0 25,7% dafav 12 korkhovg Bepameiog pe Columvi.

Ta apyicd ONUOYPOEIKE GTOLYEIN KoL TO YOPOKTNPIGTIKG TNG VOGOL NTOV: SIAUEST NALKio 66 €11
(evpoc: 21 émg 90 etav), 6mov t0 53,7% Mtav nhkiag 65 etV kot dvew Kot o 15,7% frav nhwiog 75
1oV kot ave. To 69,4% ftav avopeg, 74,1% Aevkol, 5,6% Acidrteg, 0,9% Mabdpor | Appoapepucavot,
5,6% Iomavopmvol | Aativoaueptkavoi, eva 1 katdotaor arnddoong ECOG ntav 0 (46,3%) 1 1
(52,8%). Or epiocotepor acBeveic (71,3%) giyav DLBCL pe pn e181ko0¢ yopaktipeg, o 7,4% eiyov
DLBCL-1otohoyikn petatponn amd olmdeg Apupmpa, to 8,3% siyav vyning kakondeiog Aépuoopa B-
kuttdpov (HGBCL) 1 kdmotog GAAN 1otoAoyikn petotpomn and olddeg Aéppmua, 7,4% siyav
HGBCL «xot 5,6% &iyav npotonadic Aépempo pecobmpakiov amd peydro B-kdtrapa (PMBCL). O
dbpecog aptBpog twv mponyodevev ypappdv epaneiog nrav 3 (e0pog: 2 €wg 7), 6mov 1o 39,8% twv
acBevav Erafav 2 Tponyovueveg ypouuég Oepameiog kot to 60,2% Ehapav 3 1 meplocdTEPES
mponyovpeveg Ypouués Oepaneiag. Ohol ov acbeveic glyav Adpel Tponyoduevn ynuetobepomeio (61ot ot
acbBevelg EhaPav Bepaneio pe ahkvMmTIKOVE TOPdyovTEG Kot To 98,1% v acbevav éhafav Bepaneio
pe avBpakvkAivn) kot 0Aot ot acBeveic elyav AaPet Tponyodpevn Bepaneia Le LOVOKAOVIKA
avtioopata katd tov CD20. To 35,2% tov acbevav giyav Aapel Tponyoduevn Oepaneio pe CAR T-
KOTTapa, eved 10 16,7% tov acbevav giyav vropfindel og avtdroyn petopdoyevon PAACTOKLTTAPWV.
O meprocdtepor acbevels (89,8%) elyav avBektikn voco, 1o 60,2% tmv acbevav eiyav tpotonadng
avOextikn voco kat to 83,3% tmv acbevav nTov avbektikoi oty TEAevTain Tponyovuevn Bepaneio
TOVG,.

H pétpnon g kdplag EkPoaong amoteleopatikdTnTog NIV T0 T0600Td TANPoVG avtamdkpions (CR),
onwg aloloyndnke oo o aveaptnn enttpomn ehéyyov (IRC) ypnoipomoumvtag To KpLThpia Tov
Aovykdvo tov 2014. H cuvolikr| dudpeon dudpketa g mapoakorovdnons ntav 15 unveg (evpog: 0 éwg
21 pnveg). Ot petpnoels g 6eVTEPEHOVGOS EKPAONG TNG ATOTEAEGLOTIKOTNTOG TEPIAAUPOvaY TO
1060070 GLVOAIKNG avTomokplong (ORR), tn dudpxeia g avtandkpiong (DOR), tn didpkeia tng
mpovg avtamokpiong (DOCR) kot Tov ypovo uéypt v mpmtn tinpn aviandkpion (TFCR), 6mwg
a&oroynOnkov and v IRC.

Ta amoteréopoto amotelespotikotnTog cuvoyilovral otov [ivaxa 8.
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Mivakag 8. XOvoyn TG 0moTEAECHATIKOTNTOS 6€ 0.60£veiS pe vrotTpomalov 1| avlektiké DLBCL

Kotolnktikd onpeio 0woTeAeopaTIKOTNTOS Columvi
N=108
I png avromdxkpion
Aocbeveig pe CR, n (%) 38 (35,2)
95% ClI [26,24, 44,96]

10606716 6VVOMKIG OVTUTOKPLONG

Aobeveic ue CR 1 PR, n (%)

54 (50,0)

95% ClI

(40,22, 59,78)

Aldpkea ™G A povg avtamékpiong!

Awgpeon DOCR, piveg (95% CI)

MA [18,4, MA]

Ebpog, pnveg

02-202

DOCR otoug 12 prveg, % (95% CI)3

74,6 [59,19, 89,93]

Avdpkera ovromokpionc?

Adpeon ddpketa, piveg (95% CI) 14,4 [8,6, MA]

Evpoc, pnveg 0%-20?
Xpovog £mg TNV IPAOTN TANPT OVTATOKPLON

MAdpeon TFCR, nuépeg (95% CI) 42 [41, 47]

Evpoc, nuépeg 31-308

Cl=bidompa gpmictocvvng, MA=un a&loroynoun,PR=pepkn amdkpion.

O éheyyog vrdbeong de&nyon Yo To KOPLo KOTOANKTIKO onpeio tov exktipdpevov omd v IRC nocoostov CR.

1 Q¢ DOCR opiletan o xpdvoc omd T nuepoumvio. T TpOTNG TAPOVE avTamTOKPIoNG £mG TNV £EEMEN TNG VOGOL 1 TOV
0dvato and omoradnmoTe autia.

2 ATOKAEIGUEVEC TOPOTTPYGELG.

3 ITocootd xopic copPavra pe Baon g extyunoeig Kaplan-Meier.

4 Q¢ DOR opiletan o ypdvog omd Ty nuepounvio g mpding aviamdxpions (PR émg CR) fog tv eEMén g vosov 1
Tov Bévoto omd omoladNTotTe autia.

H didpeon maparxorovdnon yio tnv DOR ftav 12,8 piveg (ebpog: 0 émg 20 pnveg).

To Columvi oe ovvovooud ue veuoitofivy kou ololiziativy

H anoteleopatikémra tov Columvi oe cuvdvacud pe yepottafivn kot o&omiativny (Columvi +
GemOx) a&loloyndnke ot pedétn GO41944 (STARGLO), o ovoikTiG ETGNLOVOTNG,
TOAVKEVTPIKT], TUYOOTOINUEVT KAMVIKT HeAétn o€ 274 acbeveig pe vrotpomalov 1 avlektiké DLBCL
pe un edkovng yopoktipes (DLBCL NOS).

H perém mepredapPove acbeveic ue DLBCL NOS ot omoiot éhafov novo pio. Tpornyoupuevn ypouun
Oepameiog kat ot 0moiotl Hgv NTAV VTOYNPLOL Y10, AVTOAOYT LETAUOGYKEVCT] APYEYOVMY KLTTAP®V
(ASCT) 1 eiyav AaPet > 2 mponyovpeveg Bepancies. Or acbeveic Empene va £yovv KaTdoTooN
arodoong ECOG <2, CrCL > 30 mL/min, nrotwkég tpaveouvdosg < 2,5 x ULN, kopio onuovtikn
Kapdlayyelok” voco (0nmg Kapdiakn vocso katnyopiag I 7 IV cdppwva pe v Koapdrodoykn
etopeio g Néag YOopkng, EUPpayo Luokapdiov EvIog TV TehevTainy 3 unvov, aotabeic appubuisg
N actadn ot0dyym) Kot kavéva Tpéxov 1 Tponyoduevo Aéuemnuo tov KN 1 voco tov KN, kapio
EVEPYN OLTOAVOGT VOGO OV ATOLTEL 0VOCOKATUCTOATIKY Oepameia, kapia evepyn Aotuwén (dnA.
xpovia evepyn EBV, evepyn nratitida B, nmatitida C) Kot KovEva 16TOPIKO OTOI0VONTOTE ATd TOL
akolovba: HIV, Tpo0odeutikn ToAVEGTIOKT AEVKOEYKEPUAOTADELD, ALLOPAYOKVTTOPIKY
AELPOTIGTIOKVTTAPOGT), TPOTYOVLEVT] LETAUOGKEVGT] CALOYEVDV PAUCTIKOV KOTTAP®OV 1 TPOTYOVLEVT|
petapdoyevon opyavav. Atokieiomnkav acheveic te HGBCL, PMBCL 1 16T0p1k0 PHETAGYNLOTICHLOD
Nmag vooov oe DLBCL.

Aocbeveig mov Ehafav pévo pio Tponyovdpevn ypauun Bepaneiog, dev BewpnOnkay vroynelot yio
LETAPOTYEVOT] EPOGOV TANPOVCAY £V TOLVAYYIOTOV 0ltd TO. akOAovOa KpiThpla: nAkia > 70 eT1dv,

katdotoon anddoong ECOG 2, khdoua eEdbnong apiotepng kokiag < 40%, ovemapKng avTamoOKplon
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ot Bepancio didowong mponyovpevn g ASCT, CrCl < 45 mL/min, dAAeg cuvvoonpoTITEG 1)
KPLTN PO TOL UTOKAEIOLV TN YPNON UETAUOGYEVCTG COLPOVA LE TO TPOTLTO TOTIKNG TPAKTIKNG 1
KT TN YVOUN TOL EpELVNTN, 1 ApvNon Tov acBevn va vtoPAndel e vynAng d6oNC ynueodepaneio
N/Kol HETOUOGYELOT.

Ot acBeveic ToyaromomOnkav og avaroyio 2: 1 yuo va Adpovv Columvi+GemOx (N=183) 1
prrovéudunn o cuvdvaoud pe yepottafivn kot o&omhativny (R-GemOx, N=91) ywo 8 xbxlovg,
akolovbovuevoug amod 4 emmpochetovg kKiKAovg povobepameiog pe Columvi yio acOeveic 6to okélog
Columvi+GemOx. H tvyoionoinon dactpouatddnke pe fdon tov aptBud mponyoduevmy ypouumy
ovotnpatikng Bepaneiog yioo DLBCL (1 évavtt > 2) kot To 0moTEAESUA TG TEAEVTAIOG CLOTILOTIKNG
Bepaneiog (vrotpomalov Evavtt avOekTikov).

210 okéhog Columvi+GemOx, o1 acBeveic Erafov TpokatapkTiky| Oepameia e oumvovToL oV AN
kotd v Huépa 1 tov Kdkhov 1 akolovBodpevn omo 2,5 mg tov Columvi katd v Huépa 8 Tov
Koxhov 1, 10 mg tov Columvi katd tv Huépa 15 tov KdkAiov 1 kot 30 mg tov Columvi katd v
Huépa 1 tov Kokhov 2 eoupavo pe 1o oynuo Baduaiog avénong g oo6onc. Ot acbeveig cuvéyicav
va Aappavoov 30 mg tov Columvi kotd v Huépa 1 tov Kokimv 3 éog 12. H yepotrafivn

(1000 mg/m?) kar n oEodmhartivy (100 mg/m?) yopnymOnkav evéopieBime tnv Huépa 2 tov Kokiov 1
Ko kKatomy v Hpépa 1 tov emakdlovbov kokiov, uéxpt tov Kokio 8.H didpketa kdbe kdkAov ftov
21 nuépeg kot oo, 000 okéAn. Ot aoBeveic EraPav kotd didpueon Tun 11 koxkovg tov Columvi (ue
gvpoc: 1 €mg 13 xdxhot), 6mov 10 64,5% EhaPe 8 N TeplocdTEPOLS KOKAOLG Kot To 44,8% Elofe

12 xdxhovg Oepamneiog pe Columvi.

Ta apyucd OMUOYPOEIKE GTOLYEIN KoL TO YOPOKTIPIOTIKA TNG VOGOL NTOV: SIAUEST NALKio 68 €11
(evpoc: 20 émg 88 £1n), 6mov T0 62,8% NTov NAKiog 65 eTdv Kot dve Kot To 23,7% Mtav nikiog

75 gtodv ko avm. To 57,7% ntav dvdpec, 42% Aevkoi, 50% Acidteg, 1,1% Mavpor iy
Aoppoapepucavot, 5,8% Ionavopwvol 1 Aatvoapepikavol, evod 1 katdotaon arddoons ECOG ftav 0
(43,3%), 1 (46,6%) 1 2 (10,1%). H mhetoynoia tov acbevov (62,8%) eiyav Adfet 1 Ttponyoduevn
YPOUUT cueTnUaTikng Bepameiag, To 37,2% twv acbevav giyav Aafet 2 1 TEPIGCOTEPES TPONYOVUEVES
ypappéc. Orot o1 acBeveic etyav AaPet Tponyodpevn ynuetodepomeio Kol 01 TEPIGGOTEPOL £ AVTMOV
(98,5%) eiyov AdPer mponyovuevn Bepomeio pe povokiovikd aviicodpota Katd tov CD20. To 7,7%
v acevov giyav Aapel Tponyoduevn Oepaneia pe CAR T-kdtropa, evd to 4,0% tov aclevav giyov
vroPAnOel g avtoloyn petapdoyevon Practokvttdpmv. H mietoyneia tov acbevav (66,8%) siyav
avBextikn vooo, 1o 55,8% tv achevav glyav tpotonadng avlektikn voco kot 1o 60,6% tmv
acBevav ftav avlektikol otny tedevtaio tponyovuevn Oepameio tovg. Ot o cuvndicuévorl Adyot yia
TOVG 0T010VG 01 aebeveic dev BempnONKoV vIoYNELOL Yo peTapdoyevon NTav N nAkia (42,3%), 1
apvnon tov achevoig yia LYMALG dOoeLg ynuetoBepaneiog kavr petapocyevon (34,7%) kol n
avenapkng avtandkpion ot Oepancia Stdowong (9,9%).

H pétpnon mg koprog EkPaong amoterespotikodtnTog NTay 1 cvvolikt| emPioon (OS). Tn otryun g
TPOoKABOPIGUEVIG KUPLOG aVAAVGNC, TAPATPHONKE GTATIGTIKG ONUOVTIKY PEATi®ON TG GUVOMKNG
emPinong otovg acbeveig mov TuyatomoOnkay oto okéhog Columvi+GemOX 6€ GOYKPIOT| LLE TOVG
acBeveig mov TuyatomoOnkay oto okéhog R-GemOx (HR 0,59, 95% CI: 0,40, 0,89, tiun p=0,011). H
dtapeon OS oto okéhog R-GemOx nrav 9,0 pves (95% CI: 7,3, 14,4) mov dev emrtevynke 610
okéhoc Columvi+GemOx (95% CI: 13,8, NE). Eriong, mapatnpridnkayv 6TaticTiKd GNUovVTIKES
Beltuwoeig oty emPioon yopig eEEMEn g vooov (PFS) kot to mocootd CR (mhnpng avtamodkpion),
omwg a&toroynnkav amd o IRC (ave&aptntn emitponn eléyyov), pe to Columvi+GemOx évavtt Tov
R-GemOx. H dwapeon PFS nrav 12,1 prvec (95% CI: 6,8, 18,3) oto okéhog Columvi+GemOx évavtt
3,3 umvav (95% CI: 2,5, 5,6) ot0o okéhog R-GemOx (HR 0,37, 95% CI: 0,25, 0,55, Tyun p <0,001). To
T0600Td TANPOVG avtamdkpiong Ntav 50,3% pe 1o Columvi+GemOx €vavtt 22,0% pe to R-GemOXx,
o drepopd TS TaENS tov 28,3% (tiun p<0,001).

Ta amoteréopato cuvolkng emBioong, PFS kat CR mov apoékvoyay amd o extkoipomomuévn
avéivon n omola S1eENyON netd amd emmAiéov 10,5 pnveg mapakoiovdnong cvveyilovv va
Katadekvuouy 10 6geroc Tov Columvi+GemOx évavti tov R-GemOx. Ta facikd amotedéopata
ocvvoyilovtol otov [Tivaka 9. Ta ypagnuata Kaplan-Meier yio OS kot PFS a6 tnv emucaipomotnpévn
avéivon tapovcidlovtar otnv Ewkova 1 ko v Ewdva 2, avtictoyya. H diepeuvntikn avdivon
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VTOOUADOG TN OTLYUN TNG EMKALPOTOMUEVTS avAAvoTg €0€1Ee avaroyia kKvdvvov OS 1,09 (95% CI:
0,54, 2,18) ko avaroyia kivdvvov PES 0,84 (95% CI: 0,44, 1,59) yia acBeveig mov éxovv eyypapel

otV Evpaon.

IMivakog 9. AmoteleocpoTIiKOTNTO 6€ 0.60evEiS pe vroTpomalov | avlekTIKG didyVTO AdpEOpa
anté peydroa B-xotrapa (DLBCL) ov éhapav Oeponcio pe Columvi 6€ suvovaopnd pe

veporrafivy ka oEahmrativy (ITT)

Emxaipomompévn avéivon
(orapecog ypovog Tapakorovdnonc=20,7 piveg)

Koatoinktikd onpeio -

UTOTELEGPUOTIKOTITOG Columvi+ R-GemOx
GemOx N=91
N=183 B

Yovoikn emfioon

Ap1Buog (%) Bavatov 80 (43,7) 52 (57,1)

Adpeon Tyn (95% CI), unveg 25,5 (18,3 MA) 12,9 (7,9, 18,5)

HR (95% CI)

0,62 (0,43, 0,88)

Empioon yopic e&&én g véoov - AZoroyiOnke and IRC

Ap1Budg (%) acBevav pe coppdavta 90 (49,2) 54 (59,3)
Avgpeon Tyun (95% CI), pqveg 13,8 (8,7, 20,5) 3,6 (2,5,7,1)
HR (95% CI) 0,40 (0,28, 0,57)

Mocoot6 mTApovg avranékpiong - AZroroyOnke ané IRC

Avtomokpivopevor (%) 107 (58,5) | 23 (25,3)
Al0popd 6TO TOGOCTO AVTATOKPIONG 33.2 (20,9, 45,5)

(95% CI)

M0600TO AVTIKEIPEVIKNG OVTOTOKPLONG - A&lohoyOnke amd IRC

Avtomokpwopevot (%) (CR, PR) 125 (68,3) | 37 (40,7)

Al0popd 6T0 TOGOGTO AVTUTOKPLOTG
(95% CI)

27,7 (14,7, 40,6)

CI=d1otpa epmictootving, HR=avaioyia ktvddvov, MA=un a&loloyioyn.
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Ewévo 1. Tpaenpo Kaplan-Meier ywa t) svvoiikn empioon ot perétn GO41944 (STARGLO,
gmkaporompuévy avédivon, ITT)

100 R-GemOx (N=91)
=omememem Columyi+GemOx (N=183)
+ AcBeveigpe

Ahoyokplpéva Gedopeva
80
60

R T

B T T S TR TR TR AR
40
20
0

0 3 6 9 12 15 18 21 24 27 30 33 36
Xpovog (MAveg)

ApiBpdc aoBeviv oe Kiviuvo
R-GemOx 91 68 55 46 40 29 23 14 10 8 3 2 MA
Columvi+GemOx 183 159 135 119 104 86 71 51 40 26 11 3 MA
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Ewéva 2. I'paonpo Kaplan-Meier yio tnv empioon yopic e£EMEN s vocov mov aloroynOnke
anté aveEaptntn emrpom eAEyyov (IRC) ot perétn GO41944 (STARGLO, emkorpomomnuévn
avaivon, ITT)

100

R-GemOx (N=91)
————— Columvi+GemOx (N=183)
+ Aogbeveic e
Aoyokpipéva Debopiéva
80

60

40

’ {

0 3 6 9 12 15 18 21 24 27 30 33 36
Xpovog (Mriveg)

ApiBud; ooBevwy og Kivduvo

R-GemOx 91 34 22 14 9 6 2 2 2 2 MA MA MA
Columvi+GemOx 183 130 107 89 66 H4 a7 26 14 10 2 1 MA
AvocoyovikdtnTa,

e Oheg Ti¢ peAéteg, and Toug 608 acbeveic, uovo 4 acbeveig (0,7%) ftav apvnTikol yia ovIiod T
évavtt tov glofitamab katd v apykn a&lodldynon ko éywvay Betikoi petd ) Bepameio. Adym tov
TEPLOPLGUEVOL aplBuod acbevav ue avticopoto évavtt tov glofitamab, dev pnopobdv va eoybovv
GUUTEPACLOTO GYETIKE [LE TNV MOV ETIOPOGCT] TNG AVOGOYOVIKOTNTOG GTIV OMOTEAECUATIKOTNTA 1)
TNV 0oQAAELD.

Toudrorpikdc TANOvoude

O Evponaikoc Opyaviopog Papudkmv £xel SOGEL avofodn amd TNV VTOYPEMGCT VTOPOANG TV
amoteAecudtov Tov peretdv pe to Columvi og pio 1 TEPLoGOTEPEG LIOKATYOPIEC TOL TOSLATPIKOD
mAnBucpov ot Bepancio TV veomlaoudtov ord apyo B-kottapa (PA. mapdypaeo 4.2 yio
TANPOQOPIEC GYETIKA UE TNV TOUSLUTPIKN ¥p1oN).

52  ®appuoKoKiviTIKES 1O10TNTES

Mn SLOUEPIOUOTIKEG AVOADGELS VTOJEIKVDOLY OTL 1] cLYKEVTpmon Tov glofitamab otov opd @Oaver oto
uéy1oto eninedo (Cmax) 070 TELOG TNG EyyLoNG Kal peldveton pe diekBetikd tpdmo. To glofitamab
TOPOVGIALEL YPOLLIKT KO 00GOEEUPTDUEVT] POPLOKOKIVITIKT] GTO EVPOG TMV HOCEMV TOV

peretnOnicay (0,005 émg 30 mg), 1 oroia glvar aveEapTnTN Ao TO YPOHVO.

Amoppdonon

To Columvi yopnyeitatl wg evéopiéPia yyvon. H péyiotn ocvykévipoon tov glofitamab (Crax)
emredyOnKe 010 TEAOC TNG £YYLONC.
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Koatavoun

Metd v evéopAéfia yopnynon, o Kevipikdg oykog katavoung nrav 3,34 1, uéyeboc to omoio eivor
KOVTO 6T0 GLVOAMKO OYKO Gtov 0pd. O TepLpepkdg dyKog katavoung ftav 2,35 1.

Buoupgtooynuatiopdg

O petaBorioudg tov glofitamab dev £xel peketnOei. To aviicdpote amofdilovial Kupimg HEcm
KaTofOAGLOV.

AmofoAn

Ta dedopéva cuykévipmons-ypovov tov glofitamab otov opd meprypdpovton amd éva poviédo
QOPUAKOKIVITIKNG TANBUGHOV e 000 JlaUEPIGHOTA, TOGO LE ¥POVIKA ave&apTnTn amofoAn 660 Kot
HE XPOVIKA HETAPUAAOLEVT atOBOAT.

H ave&dptntn amd o podvo 086¢ amofoing ektiunnke oe 0,633 I/muépa kot 1 apyikn ypovikd
uetaParrdpevn 060¢ anofoing oe 0,814 Imuépa, pe exbetikn peiwon pe v Tapodo Tov xpovov
(Kees ~ 1,5Muépa). O ektiumdpevog ypovog nuiceiag (ong peimong amd Ty apyiky T TG GOVOMKNS
amoPoANG £m¢ TN YpoviKa ave&aptntn amofoin vroroyictnke og 0,471 nuépeg.

O dpaotikog ypdvog nuicelag Long ot ypappkny edon (dnAadn petd ) peimon g cupoing g
YPOVIKA PETOPAAAOUEVNG amOBOANC o apeAnTén TOGOTNTA) givol 7,92 nuépeg (YE®UETPIKOG LEGOG,

95% CI: 4,69, 11,90) pe Baon v avalvon QopuaKoKIvVNTIKHG TANOLGHOD.

Ewwoi tAnbvcpuoi

Himawuévor
Aev mapatnpritnkav drapopic otny £kbeon oto glofitamab o acbeveic nAikiog 65 tdv Ko avo Kot
o€ aobevelg KATO TV 65 £TOV pe PAcT TNV AVAAVCT] POPLOKOKIVITIKNG TOV TANBLGHOD.

Neppixn ovolertovpyio.

H avdlvon eopuakokivntiknig tAnbucspuov tov glofitamab katédei&e 6t n kdBapon kpeatvivig dev
emnpedlet ™ papuakokvntikn Tov glofitamab. H gappakoxvntiky tov glofitamab oe acbeveic pe
nmo 1 pétpra veppikn dveierrovpyio (CrCL 30 éwg < 90 ml/min) ftav mapduoto pe avth o acbeveig
UE LGLOAOYIKT veQpikh Aertovpyio. To Columvi dev éxetl pehetBel o€ aobeveic ue Papid veepixy
dvolettovpyia.

Hrortikn dvolerrovpyio

Ot avoADGELG POPUOKOKIVITIKNG TANOLGHOD KaTEdEIEAY OTL 1] T NIATIKY dSVGAEITOVPYiD OV
ennpealel  eappakokwvntikny tov glofitamab. H eopupoakokivntikr tov glofitamab o acBeveig e
nmo nratiky dSvoiettovpyio (odwkn xorepvBpivi> ULN émg < 1,5 x ULN 1} AST > ULN) rav
mapdpoto pe avth o€ aobeveic ue puotoroyikn nratikn Asrtovpyio. To Columvi dev €xet peheOel og
oaoBeveic pe pétpla M Papld nratiky] Sushertovpyia.

Emidpdoeic e nlikiog, tov pdlov kai tov owuotikod fapovg
Aev mapatnprinkoay KAMVIKA onuavtikeg d1apopic otn pappokokvntikn tov glofitamab ue Baon myv
nikia (21 etdv £oc 90 g1mdv), T0o OAO KoL T0 copotikd Bapog (31 kg £og 148 k).

5.3 IIpoxivikd dedopéva Y10, TNV d6QIAEL0

Agv &ygovv devepynOei peAéTeg Yo TNV TEKUNPI®OT TNG KAPKIVOYOVOL Kot HETOAAAELOYOVOL dpACTC
tov glofitamab.
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Tovipémro

Agv &qovv dievepynbei aloloynoelg yovipotntog o€ (oo yio v a&loAdynon g nidpacng Tov
glofitamab.

Avamopoyoyikn toéikdtnTa

Agv &xovv devepynBel HeEAETEC avamapay®YIKNG Kol avamTLELOKNG TOEIKOTNTOC o€ (Mda Yo TV
a&loloynon g enidpaong tov glofitamab. Me Bdon t yaunin petopopd aviicoudtov dio Tov
TAOKOVVTO, KOTA TN SIEPKELD TOL TPAOTOV TPUHVOL, TOV UNYevicpod dpdong tov glofitamab (e&dAenyn
B-kvttdpov, evepyomoinomn e&aptapevov and 10 6toyo T-kuttdpov Kot ameAevfépwon
KLTTOPOKIVMV), Ta dtabféoiua dedouévo acealetag pe to glofitamab kot ta dedopéva yia dAla
avtioonpata Evavtt tov CD20, o xivévvog tepatoyovikotntog gival pkpoc. H mapatetapévn eEdietym
TV B-kuttdpwv uropel va 0dnynocel o€ avénpévo kivouvo gukoiplakng Aoipnméng, 1 onoio wmwopel va
npokaréoctl anmdAgto Tov gufpvov. To mapodikd CRS mov oyetiletar pe t xoprynon tov Columvi
gvdéyetar emiong vo sivar emPAaPéc yio to Euppuo (BA. Tapdypago 4.6).

2votTnuotikn toékotnto,

e wa pehét og mbnkovg cynomolgus, ta (oo mov epgpdvicoy Baptd CRS petd and epdnaé
evdoeAEPro 66om glofitamab (0,1 mg/kg) ympig mpokatapktikn Oepaneio pe opmvovtov{ovpdunn,
glyav S10PPMCELS GTOV YUGTPEVTEPIKO GOANVO KOl PAEYUOVAOIEIS KLTTAPIKES ONONCELC GTOV GTANVO
K0l 6TO TOL NTOTOG Kol GTOPASIKA GE OPIOUEVE GALD OpYyava. AVTEC Ol PAEYLOVASEIS KVTTUPIKES
dmobnoeig frav mBavadg SELTEPOYEVELG TNG EVEPYOTTOINGNG TOV KVTTAP®Y TOV (VOGOTOINTIKOD
GLOTHIOTOG TOV TTPOKaAEiTaL 0mtd KuTTapokives. H mpokatapktikn Oepameia pe opmvovtovlovpdumn
elxe og anotéleopo v e€oobivion g enaydpevng omod to glofitamab anelevbépwong kuttapokivdv
KO TOV GYETIKOV OVETBOUNTOV EVEPYELDV A0 TNV AVCT TV B K0TTédpmv 610 TEpupepuicod aipo kot
070 AEUPIKO 16T0. AVt emétpeye ™ yopnynomn tov glofitamab e d60e1g TovAdyIoTOV 10 POpPEC
vynidtepeg (1 mg/kg) og mbnirovg cynomolgus pe amotédesua 1 Crax va givar émg kat 3,74 popég
vynAGTEPN and TV avBpdmivn Cmax 0T cUVIGTOHEVN 60N Twv 30 MQ.

O\a ta evpiuata pe to glofitamab fempriOnkay QopuakoAoyikés endPAGELS KOL TOV AVOGTPEYLLLOL.
Mehétec dibpkerog peyavtepng tav 4 gfdouddwv dev mpayuatonotdnkay, kabog to glofitamab
NTov 1d1aitepa avosoyovo atovg mbnkovg cynomolgus kot 0dMynoe ce andiela g ékBeonc Kot
OTTAOAELN TOV PUPLLOKOAOYIKOD OTTOTELEGLOTOC,

Kabmng 6hot ot acBeveic pe vrotpomidlov 1 avBextikdo DLBCL mov mpdkettan va vtofAnbovv oe
Oepaneia Exovv extebel og Bepancia avti-CD20 oto maperBov, n mhetovotnta givan hovo va Exel
YOUNAG minEd0, KUKAOEOPOHVTOV B KUTTAPOV AOY® TOV VTOASUUOTIKOV EXOPAGEDY TNG
npornyovpevng Bepomeiog pe avt-CD20, tpv and t Bepancia pe opmvovtovovpdunr. ¢ €K TOVTOV,
10 {o1kd povtého ywpic Tponyodpevn Bepaneio pe prrovéudunn (7 avti-CD20) umopei va unv
avTiKaTonTpilel TAPOC TO KAVIKO TAOIC10.

6. OAPMAKEYTIKEX IAHPO®OPIEX
6.1 Kartdaroyog ekdoyomv

Iotdivn

Iotidivn povoiidpikn vépoyAmpPIKN
Mebeiovivn

Zaxyopoln

[MoAvcopPikd 20 (E432)

"Yomp yio evéoipa
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6.2 AocvupototnTeg

AVTO TO POPUOKEVTIKO TPOIOV EV TPEMEL VAL AVOUELYVOETAL PE GAAN QAP UAKEVTIK TPOTOVTO EKTOG
QUTAOV TOL AVAPEPOVTAL OTIV TAPAYPa@o 6.6.

6.3  Awpkero oG

Mn avoryuévo @laAidio

30 pnvec.

Apoiouévo dtaivpa yio evooeAEPLa £yyvon

"Eyet katadeyBei n ynuikn Ko puoikn otabepdtnTo o Lopen ETOLUN TPOG YPNON Y10 HEYIGTO YPOVIKO
duoua 72 opav og Bepuokpacia 2 °C émg 8 °C kat 24 mpmdv g Oepuokpacia 30 °C,
oKoAovBovpevn amd PEYIGTOo YPpOvo £yYLong 8 mpdv.

Amo pukpofroloyikig dmoyng, To apatopévo dtdlvpa Ba mpémet va ypnooromel apésmc. Edv oev
ypnopomomOel apésme, ol ypdvol Kot ot cuVONKES POAAENG TOL £TOLOL TPOC YPNOT TPOIOVTOC TPV
amo TN XPNOT OTOTEAOVY EVOVVT TOL YpNoTn Kol dev Ba Tpémel Kavovika vo vepPaivovy Tig 24 dpeg
o€ Oegpuokpacia 2 °C éwc 8 °C, ektog edv 1 apaimon £yl Tpaypotonotnfel Vo eleyyOUEVES KO
EMKVPOUEVES AOTTITEG GUVOTKEC.

6.4 Iowitepeg TPoPLAGEELS KOTA TN PULAEN TOV TPOTOVTOG

duvidooete og yoyeio (2 °C - 8 °C).

Mnv katoyvyete.

Awtnpeite 10 PLOA010 6TO EEMTEPIKO KOVTL Y10 VO TPOGTATEVETOL OO TO PMG.

IMa t1g cvVONKeg SlaTHPNONG LETA TNV APAIDGCT) TOV PAPUUKEVLTIKOD TPOidVTOC, PA. Tapdypapo 6.3.

6.5 ®@von Kol GVOTUTIKA TOVL TEPLEKTY)

Columvi 2,5 mg mokvo Stdhvpa yio TopackKevn SlaALULeTOC TPoc £yyvon

2,5 ml Tokvo Sidlopa Yo TapackeLt SIOADHOTOS TPOG Eyyvot, o eLokidio Tmv 6 ml (dypwpo,
YLOAvO @loAido Tomov 1), e Topa eioydpnong (ard POLTLAIOUEVO KOOVTGOVK).
MéyeBoc cuokevaoiog 1 praiidiov.

Columvi 10 mg mukvo dtdAvua yio TopookeL SLoADLOTOC TPOC £yyLon

10 ml mokvo S1GAvpa Y10 TOPUCKELT SLIOAVLOTOG TTPOG EyYLoT, o€ LoAidto Twv 15 ml (dypwpo,
YLOAvo @loAido Tomov 1), pe Topa eioydpnong (ard POLTLAIOUEVO KOOVTGOVK).
MéyeBoc cuokevaociag 1 plaiidiov.

6.6 Idwitepeg TPoPULLAEELS aTOpPLYNG KOL AALOS YEIPIGNOG

To apatwpévo dadvpa Columvi pmopel va xopnyndel péocw chkov evoopAEPiog yyvong (OAeg ot
d66¢€15) N avpLyya evooeAéPiag Eyyvong (Lovo 1 d6on tov 2,5 mg).

Odnyiec opoimong

o To Columvi dgv mepiéyel cuvnpnrikd kot Tpoopiletor yio pio povo ypromn.

o To Columvi npénet va apoudvetat amd exoyyelpatioo VYEiOG ypPNOIUOTOIOVTOG GONTTN TEXVIKY,
TPV 0o TNV EVOOQAEPLL yopTynon.

) Ipwv amd ™ xopnynon, eEréyyete omtikd o @laiidio tov Columvi yio copotidioky VAN 1

amoypouaticpd. To Columvi givon éva dypwpo, dtavyéc dtdAvpa. AToppiyte 0 ELOAISI0 GV TO
dtdivpa glvar BoAS, AMOYPOUATICUEVO 1 TEPLEYEL OPATA COLOTIONN.
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Lpoctolaoio. yopnynons weéow carxov evOopAESLaS Eyyvane

AvappoenoTe ToV KATAAANAO0 OYKO eVEGILOV S10ADL0TOG YAmPLovyov vatpiov 9 mg/ml (0,9%)
1N evéoiov dladdpatog yAwpiovyov vatpiov 4,5 mg/ml (0,45%), 6mwg neprypdoetor gtov
ITivoka 10, amd tov acKo £y)vong ¥PNOIUOTOLDVTOG AIOGTEP®UEVT fEAdVA Kol chPLYYO Kot
amoppiyte TO.

AvappoeneTE TOV aTaTOOUEVO OYKO TOL CLUTVKVOUEVOL dlaivpatog Columvi ya v
poop1Lopevn 660m amd T0 PLOAISI0 YPNCILOTOIDVTAS Lid GTEIpa PeAdOVa Kol cOPLYYa Kot
apordote péca otov aokd Eyyvong (BA. Iivaxa 10). Amoppiyte TUYOV UN XPNCIUOTOINUEVN
TOGOTNTO TOL £)XEL OMOUEIVEL OTO PLOAIdI0.

H el ovyxévrpwon tov glofitamab petd v apainon tpénet va eivor 0,1 mg/ml éwg

0,6 mg/ml.

AVOoTPEYTE [IE NTEG KIVIGELS TOV AIGKO £YYVONG Y10 VO AvOpiEETE TO SLAAVLUO DOTE VO
ATOQVYETE TOV LIEPPOAMKS GYNUOTIGUO aPpoD. Mnv avakiveite.

EAéyEte tov aoko €yyvong yia TuydV Tapovcio COUATIOImY Kol amoppiyTe GV VITAPYOVV.
IIpwv amd v Evapén g evooPAEPLaC £YLoNng, TO TEPLEYOLEVO TOV ACKOV YYLONG TPETEL VO
Bpioketar og Beppoxpacio dopatiov (25 °C).

ivexog 10. Apaicmon tov Columvi yie yopiynon pécom cdxov véo@riPrag £yyvong

‘OyKkog evéoov
, . draAvpatog yAwprovyov . .
Adan OV Columvi MéyeBog aokov | vatpiov 9 mg/ml (0,9%) q Orkog rov Columvi
OV TPOKELTOL VO, , OV TTPEMEL VAL,
, &yypvong 4,5 mg/ml (0, 45%) mov ,
xopmymOet TpémEL va aparpedel Kat mpooTedel
vo amopprpdsi
25mg 50 ml 27,5 ml 2,5ml
' 100 ml 77,5ml 2,5ml
10 mg 50 ml 10 ml 10 ml
100 ml 10 ml 10 ml
30 mg 50 ml 30 mi 30 ml
100 ml 30 mi 30 ml

Ipoctowuacio yoprynone uéow oopryyog evoopléfiag éyyvone (uovo n déon twv 2,5 my)
IMa va tpogtoudoste ) 060n ypnoiponomote pEBodo 600 cupiyywv pe Evav cuvdeopo. O Telkdg
OYKOC TOV apal®UEVOD StoldpoTog ivar 25 ml.

Avappoonote 22,5 ml evéoypov dtoaddpatog yAwprovyov vatpiov 9 mg/ml (0,9%) 7 evésyov
droAdpatog yhmpovyov vatpiov 4,5 mg/ml (0,45%) omd Evav cdxo &yyvong péoa og pia
ovptyyo katdAAniov peyébovg (w.y. 30 ml).

Avappoonote 2,5 ml mokvod dtaddpuatog Columvi amd 1o PLoridio ¥pNOOTOIDOVTAG Lo GTEIpQ
Perdva péoa og o devuTePN oVPLYYQ. AToppiyTe TVYXOV U XPNOULOTOMUEVT] TOCOTI T TOV
£yel amopeivel 6To QLOAiS10.

IIpocaptiote évav 6OvOESO oTIg 000 cOPLYYES Kot LETAPEPETE TO TLKVO dtdAvpa Columvi 61n
ovPLYYO TTOV TEPLEYEL EVESO d1dAv A YAwplovyov vatpiov 9 mg/ml (0,9%) 1 evéoyo diddlvpa
yhmprovyov vatpiov 4,5 mg/ml (0,45%). H tehikr| ovykévipoon tov glofitamab petd mv
apainon 0o mpénet va givor 0,1 mg/ml.

ATOoLVOESTE TIC GUPLYYEC. AVOPPOPNGTE AEPA, GTT CUPLYYO. TTOL TEPLEYEL TO APALOUEVO
dtédvpe Columvi ko kheiore.

AvooTpEYTE OTTOAG TN GOPLYYA Y10, VO AVOLIEETE TO OLAAV A, DOTE VO, ATOPVYETE TOV
vrepPortkd appiopd. Mnv avaxkiveite.

AQaipéoTe TIC QLOOMOIES aépa. amd T cLPLYYA TPV Ao T YOPTYNOT.

Xop1nynon

Xopnyeite povo mg evoopréPia yyvon.
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No un yopnyeite o¢ evéoeriPfra tayeia 1 bolus yopnynon.

Xopnyeite ®g evOOQAEPLL £YYVOT LECH UIOG ATTOKAEIGTIKNG YPOUUNG £YXVOTC XPNOLOTOIOVTOG
avTAlo evooeAEPLag £yyvomng 1 avTAia cUPLYYaG GE ST 8 MP®V KATA HUEYIOTO.

AoV adetdoet 0 oakoc N n ovpryya £yyvong Columvi, dac@aAiote T yopNYNOT OAOKANPNG TNG
d0omg tov Columvi, kabapilovtog T Ypopu £€yyvong He GAKO 1 GUPLYYO £YYVOTG TOL TEPLEYEL
gvéouo didivua yAwprodyov varpiov 9 mg/ml (0,9%) i evéouo didAvpa yrmplovyo vatpiov

4,5 mg/ml (0,45%). Zvveyiote TNV £yxvon pe Tov id1o puoud cduewve pe tov Iivoko 2.

Aocvufotdtnreg

To v apaioon tov Columvi mpémel va ypnoylonoleitatl povo o eVEGIHO SIEAVLO. YADPLOVYOV
vatpiov 9 mg/ml (0,9%) 1 4,5 mg/ml (0,45%), kaBng dev Exovv dokipactel GAlot Stodvteg.

Ortav apoidvetat pe evéoipo dtalvpo yAwprovyov vatpiov 9 mg/ml (0,9%), to Columvi givar coppatd
He aoKovG VOOPAEPLaG Eyyvong Tov amotehovvtal arnd ToAvPivvloyiwpidto (PVC), noivaiBuiévio
(PE), moAvmpomvAévio (PP) 1| molvorepivr. Otav apoidvetat pe evEGIHO S1EAVO YA®PLOVYOL VATPioL
4,5 mg/ml (0,45%), To Columvi givai copPatd pe ackovg evoopAEPLag £yyvong Tov amoteAobvTol amd
PVC.

Ortav apaidvetat pe didAvua yopiodvyov varpiov 9 mg/ml (0,9%) 1 4,5 mg/ml (0,45%), to Columvi
glvar cupPatod pe cHpLyyeg mov amotedovvtal omd PP.

Agv &govv Topatnpnel acLUPATOTNTEG UE GET EYYVONG LLE EMPAVELES TOV EPYOVTOL OE EXAPN UE TO
TPOoidv mov amoteAovvTal omd tolvovpedavn (PUR), PVC, PE, nolvfovtadiévio (PBD),
roivafepovpedavn (PEU), tolvavBpakucod (PC), orihucovn, moivterpapBopoatburévio (PTFE) 1
axpvlovitpilio fovtadiévio otupévio (ABS), kot pepuppaves ecwtepticod gidtpov mov anotehovvToL
am6 moAvadeposovriedvn (PES) 1 moivcovdedvn. H yprion pepfpoavov ecmteptkov @idtpov sival
TPOOLPETIKT].

Andppuym

To guaAidio Tov Columvi Tpoopiletor yio pio povo ypron.

Ka0e aypnoipomointo Qoppakevtikd Tpoidv 1| VITOAELLO TPETEL VO, ATOPPITTETOL GCOUPDVA LE TIG
KOTA TOTOVG IGYVOVGEC GYETIKES OLOTAEELG.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX

Roche Registration GmbH

Emil-Barell-Strasse 1

79639 Grenzach-Wyhlen

T'eppovia

8. APIOMOZX(OI) AAEIAY KYKAO®OPIAZ

EU/1/23/1742/001
EU/1/23/1742/002
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9. HMEPOMHNIA MPQTHX ETKPIZTHX/ANANEQXHX THX AAEIAX
Hpepounvia mpatng £ykpiong: 7 loviiov 2023

Hpepounvia tekevtaiog avavémong: 8 Maiov 2025

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemtopepeic TANPOPOPIES Y10 TO TOPOY QOPUOKEVTIKO TPOioV gival d100EcIIEG GTOV SIKTVAKO TOTO
tov Evpomaikod Opyovicpod @apudkov: hitps://www.ema.europa.eu.
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ITAPAPTHMA I

IHHAPAXKEYAXTHX THX BIOAOTI'IKQX APAXTIKHX
OYXIAYX KAI TAPAXKEYAXTHX YIIEYOYNOX I'TA THN
AIIOAEEMEYXH TQN ITAPTIAQN

OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI
TH XPHXH

AAAQOI OPOI KAI AITAITHXEIX THX AAETAX
KYKAO®OPIAX

OPOI'H NIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

AIMMOTEAEEZMATIKH XPHZH TOY ®APMAKEYTIKOY
MPOIONTOX
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A. TTAPAXKEYAXTHX THX BIOAOTI'IKQX APAXTIKHX OYXIAX KAI
IMAPAXKEYAXTHX YIIEYOYNOX I'TA THN AITIOAEXMEYXH TQN TAPTIAQN

‘Ovopa kot d1enfuvon Tov TopaokKeLaoTh TS BLoAoyIKOS dpUoTIKNG OVGTIOC

Roche Diagnostics GmbH.
Nonnenwald 2

82377 Penzberg

T'eppavia

Ovouoa kot d1e06vven Tov ToPUoKELAOTH TOL £ival LITEVHVVOC Yo TNV ATOOEGUEVCT] TV TOPTIOWV

Roche Pharma AG
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
T'eppovia

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

DoppokeuTikd TPOIOV Yo TO OTTOI0 OmoLTEITAL TEPLOPIGUEVT 1oTPIKT cuvTayn (PA. mapdptnua I:
[epiAnym Tov Xopaktnpiotikev tov [Ipoidvtog, mapdypapog 4.2).

I'. AAAOI OPOI KAI AITAITHXEIX THX AAEIAY. KYKAO®OPIAX
o Ex0£61g meprodikic mopakorovOnong e acpdieiac (PSURS)

Ot amaitnoelg yo v vofoin tov PSURS yuo to ev Adym @apuaxeutiko tpoiov opilovial 6To
apBpo 9 tov kavoviopob (EK) aptf. 507/2006 kot katd cuvénela 0 KAToyog Goelog
kukAopopiag (KAK) Oa vroparret tic PSURS kéfe 6 punvec.

Ot amortioetg yio v vofoAn towv PSURS yo 10 ev Adym @apuakevtiko mpoidv opilovtan
GTOV KATAAOYO LE TIG NUepouNVieg avapopdg ¢ Evaong (katdhoyog EURD) mov mapatiBetan
otV apdypapo 7, tov apBpov 107y, g odnyiag 2001/83/EK kot ka0 emakdlovbng
EMKALPOTOINONG OTMG OMLLOGIEVETAL GTIV EVPWOTAIKT] SIKTVOKT] TUAT Y10l TO PAPHOKOL.

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

) Yyéo10 owoyeipiong Kivovvov (ZAK)

O Kdroyog Adestog Kukhopopiag (KAK) Ba die€aydyel TIC amaitovIEVES OPUCTIPLOTNTES KOl
TAPEUPACELG PUPLOKOETOYPVTVIONG 0TS Tapovctdlovtal 6to cupeovndéy XAK wov
mapovctdleTar otny evotnta 1.8.2 g doeiog KukAopopiog Kot 0olecdNTOTE EMAKOAOVOEG
gyKekpiévec avabempnoelg tov TAK.

"Eva emucaiporompévo ZAK Oa mpénet va katotebe:

o Metd and aitnpa tov Evponaikod Opyoviopod Goapudkmy,

o OnotedNTOTE TPOTOMOLELTAL TO GVGTILLO SLOYEIPLOTG KIVOVUVOL, EI0IKA (OC OTOTEAEC O ANYNG
VE®V TANPOPOPIDV TOV UTOPOVV VO ETLPEPOLY CTUAVTIKN GAANYT GTN GYECT] 0PEAOVG-KIVOHVOL
N ©¢ OTOTEAESUA TNG EMTEVLENC EVOG GNUAVTIKOD OPOCTHLOV (PUPHOKOETOYPOTVIION 1
glayrotonmoinor Kivdvvov).
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o EmnpécOeto pétpa ehoyrotomoineng Kivovvoo

Ipwv amd ™ xpnon tov Columvi og kabe Kpdroc Mérog, 0 KAK mpémet vo GOUPOVIGEL GYETIKG, LE TO
TEPIEYOUEVO KOL TN LOPPT TOV EKTOIOEVTIKOD TPOYPAUIOTOC, CUUTEPIAOUPAVOUEVOV TOV HECHV
EMKOWVOVING, TOV TPOTMOV SIOVOUNG KOl OTOI®VONTOTE GAAWDV TTUYDV TOV TPOYPELLATOG, LE TNV
EBviknq Apuoodia Apyn.

To exmadevTikd TPOYpappo Exel wg oTdYo T €ENG:

o Tnv evnuépwon TV 1TpdV OOTE va TapEyeTol o KaBe acBevi 1 kdpto acBevoig kabmg Kot
KATOAANAY EKTAIOEVOT] GYETIKA LLE TO TEPLEYOUEVO OVTNG, 1| OO0 TEPILOUPAVEL TOV KATAAOYO
v cvpntopdteov Tov CRS kot Tov ICANS, dote o1 acbeveic va TopoTphvovTal 6TIC
KOTAAANAESG evEPYELEC, GUUTEPIAAUPAVOLEVNC TNG ApEST|G avalTNoNG LTPIKNG PPOVTIONG GE
TEPIMTAOGCT ELPAVIONG TOVG.

) [Mopdtpuvon T@v achevdv va TPoYmPNooVY GTIC KATAAANAES EVEPYEIEG, CUUTEPIAAUPOVOUEVNG
™G avalTNoNG AUECTS LLTPIKNG PPOVTIONGC, 08 TEPITTOOT ERPAVIoNC cuunTOpdTOY CRS koM
tov ICANS.

) Evnuépwon tov 10tpdv oyeTikd e Tov kivouvo avalomdpmong Tov dyYKov Kol TIG EKONAMCELS
TOV.

O KAK 6Oa mpénet va, dStooparicet 011, oe kabe Kpdtog Mélog 6o omoio kukhogopei To Columvi,
oAot o1 emayyeipotieg vyeiog (HCPS) mov avouéveral vo cuvtayoypaeioouy, va, SIoveipiovy 1 va
ypnopomotjeovy to Columvi £yovv TpdcsPacn/ £xovv Aafet 1o GLAAGSIO emayyelpatio VYEiNG, TOV
Oo mepiéyel:

) [eprypapn g avalomdpmong Tov dyYKov Kol TANPOPOPIES Yio TV £YKOIPT OVOYVMPLoT), TNV
KATOAANAN S1dyvmon Kot TV TopaKoAoDONon g avalompmaong Tov 0YKov.
o Mo vtevBOon yia Ty Yopnynon o€ Kabe asbevi g Kaptog acbevovg, 1 omoia mepthapPivel

pia Alota pe to cvumtopoto Tov CRS kat tov ICANS ®oTe vo TapoTpOVEL TOVG 0oOEVELG Va
avalntoovv dueon wtpikn fonbela o€ mePinT®ON EUPAVIONC TOVG.

e 6hovg Tovg aobeveic mov Aappdvovv Columvi mpénet va mapéyetar 1 képto acbevovg, 1 oroia Oa

TePIEXEL TO akOAovO0 Pactkd oTotyEin:

o Zroeia emkovmviog Tov cuvtayoypdeov tov Columvi.

. Kotdhoyo tov cvountopdteov tov CRS kot tov ICANS @ote vo mpotpémovy Toug aobeveic va
KAVOUV TIG KATAAANAEG EVEPYELEG, GUUTEPIAAUPAVOUEVTG TNG Gpeong aval)Tnong LOTPIKNAG
QPOVTIONG O€ TEPIMTOON ELPAVIONC TOVC.

o Odnyieg 011 0 aoBevig Tpémet va Exetl TV kdpta acBevoic mhvta pali Tov Kot vo v
EMOEIKVVEL O€ EMAYYEAUOTIEG VYEING TTOL EUTAEKOVTOL OTN PPOVTION TOV (T.). EMAYYELUOTIES
VYELOG EMELYOVTIOV TTEPIOTATIKAOV K.AT.).

o Evnuépwon tov enoyyelpotidv vyeiog 6t m Oepancio pe Columvi oyetiCeton pe tov kivévvo
eupaviong CRS kot ICANS.
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ITAPAPTHMA II1

ENNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EINIIXHMANXH
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ENAEIZEIX TIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EEZQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Columvi 2,5 mg mokvo dtddlvpa yio mapackenn) SloAdUaTog Tpog £yyvon
glofitamab

2. YYNGOEXH XE APAXTIKH OYZXIA

1 prokido tov 2,5 ml mepiéyer 2,5 mg glofitamab g cuykévipwon 1 mg/mil.

3. KATAAOTI'OX EKAOXQN

"Exdoya: Iotidivn, Iotidivn povoiidpikn vdpoyAwpikn, Mebetovivn, cakyapoln, tolvcopPikd 20,
Vowp yia evéoya. [a mepartépm TANpopopieg avatpéEte 6To EOALO 0ONYIDV YPNONG.

‘ 4. DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

[Mokvo d1dAv e Yio TOPAGKELT] SLHADOTOG TPOG EYYLOT
2,5mg/2,5 ml
1 ploAido

‘ 5. TPOIIOX KAI OAOX XOPHI'HXHX

T evooAEPiLa yprion petd amd apaiwon
T pia pévo ypiion
Awfaote T0 PUALO 0INYIOV XPNOTG TPV 0T TN XPNoM

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION HPEIEI NA ®YAAXXETAI E OEXH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na puAdooetol o 06om, TV omoia dev PAETOLY Ko dev Tpoceyyilovv Ta TodLd

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

Mnv avoxkiveite

8. HMEPOMHNIA AHEHX

EXP
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9. EIAIKEX XYNOHKEX OYAAZEHX

DvAdoceTe 6TO Yuyeio
Mnv kaToyvyete
Awotnpeite 10 LOAId1I0 6T0 EMTEPKO KOVTI Y10l VO TPOGTATEVETAL OO TO PWG

10. IAIAITEPEXZ IPO®YAAEEIX I'TA THN AITOPPIYH TQN MH
XPHEIMOIIOIHOENTON ®APMAKEYTIKON ITPOIONTQN 'H TQN
YIHOAEIMMATON ITIOY NPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

11. ONOMA KAT AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
T'eppovia

12.  APIOGMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/23/1742/001

13.  APIOMOX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZH I'TA TH AIAOEXH

‘ 15. OAHI'IEX XPHXHX

| 16. TIAHPO®OPIEX XE BRAILLE

H outioAdynon yio vo unv tepiingdei n ypaoen) Braille ivon omodekt.

17.  MONAAIKOX ANATNQPIZTIKOX KQAIKOX - AIZAIAXTATOZ TPAMMQTOX
KQAIKAZ (2D)

A163146T0TOG YPAPL®mTOS KDdwkag (2D) mov gépet Tov TeptAnedEvTa Hovadikd avoyvopioTiKo KOSIKO.

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

PC
SN
NN
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EAAXIXTEX ENAEIZEIX TIOY IIPEITEI NA ANAI'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

OIAAIAIO

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX XOPHTHZHX

Columvi 2,5 mg o1eipo Tokvo Stdlvpo yio TepackenT) SLUADLOTOS TPOG EYYLON
glofitamab
Evdopiépia yprion

‘ 2. TPOIIOX XOPHI'HXHX

IV petd amd apaioon

3. HMEPOMHNIA AHEZHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

‘ 5. HEPIEXOMENO KATA BAPOX, KAT’ OI'KO'H KATA MONAAA

2,5mg/2,5 ml

| 6.  AAAA TTOIXEIA
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ENAEIZEIX TIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

EEZQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Columvi 10 mg nokvé didivpo yio TopaoKeLT SLOADIOTOS TPOG EYYLON
glofitamab

2. YYNGOEXH XE APAXTIKH OYZXIA

1 prorido tov 10 ml wepiéyer 10 mg glofitamab oe cvykévipwon 1 mg/ml.

3. KATAAOTI'OX EKAOXQN

"Exdoya: Iotidivn, Iotidivn povoiidpikn vdpoyiwpikn, Mebetovivn, cakyapoln, moivcopPikd 20, Vowp
v evéouo. [a mepartépm TANpoopieg avatpééte 6To GUALO 0ONYIDV XPNONG.

‘ 4, OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

[Tokvo d1dAL L Yio TOPACKELT] SLHADLOTOG TPOG EYYLOT
10 mg/10 mi
1 proAidro

‘ 5. TPOITIOX KAI OAOX XOPHI'HXHX

IMo evdopAéPra yprion HETA amd apaimon
T"a pia pévo ypiion
AwBdote 10 EUALO 0NV YPAONG TPV O TN YPNOT

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
ITPOION ITPEITEI NA ®YAAXXETAI *E OEXH THN OITIOIA AEN BAEIMTOYN KAI
AEN ITPOXETTIZOYN TA ITATAIA

Na puAdooetol o 06om, TV omoia dev PAETOLY KoL dev Tpoceyyilovv Ta Tod1d

7. AAAH(EY) EIAIKH(EX) ITIPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EX)

Mnv avoxkiveite

8. HMEPOMHNIA AHEZHX

EXP
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9. EIAIKEX XYNOHKEX OYAAZEHX

DvAdoceTe 6TO Yuyeio
Mnv kaToyvyete
Awotnpeite 10 LOAId1I0 6T0 EMTEPKO KOVTI Y10l VO TPOGTATEVETAL OO TO PWG

10. IAIAITEPEXZ IPO®YAAEEIX I'TA THN AITOPPIYH TQN MH
XPHEIMOIIOIHOENTON ®APMAKEYTIKON ITPOIONTQN 'H TQN
YIHOAEIMMATON ITIOY NPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAT AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
T'eppovia

12.  APIOGMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/23/1742/002

13.  APIOMOX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZH I'TA TH AIAOEXH

‘ 15. OAHI'IEX XPHXHX

| 16. TIAHPO®OPIEX XE BRAILLE

H outioAdynon yio vo unv tepiingdei n ypaoen) Braille ivon omodekt.

17.  MONAAIKOX ANATNQPIZTIKOX KQAIKOX - AIZAIAXTATOZ TPAMMQTOX
KQAIKAZ (2D)

A163146T0TOG YPapU®mTOS KDdwkag (2D) mov gépet Tov TeptAnehEvTa povadikd avoyvopioTiKo KOSIKO.

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

PC
SN
NN
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EAAXIXTEX ENAEIZEIX TIOY IIPEITEI NA ANAI'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

OIAAIAIO

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX(OI) XOPHITHIHE

Columvi 10 mg o1eipo mTokvo 1AV Y10 TOPOCKELT OLOADIOTOG TTPOG EYYLON
glofitamab
Evdopiépia yprion

‘ 2. TPOIIOX XOPHI'HXHX

IV petd amd apaioon

3. HMEPOMHNIA AHEZHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

‘ 5. HEPIEXOMENO KATA BAPOX, KAT’ OI'KO'H KATA MONAAA

10 mg/10 mi

| 6.  AAAA TTOIXEIA
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B. ®’YAAO OAHI'IQN XPHXHX
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@vAiro oonYLOV ypions: IIinpoopics Yo Tov a.60evi)

Columvi 2,5 mg mokvé Sidivpa yio Topackev] S1oA0paTog Tpog £yyvon)
Columvi 10 mg mokvo d1GAvpe Y10 TEPAGKEDT SLOADRATOS TPOS EYYVoN
glofitamab

V1o QAPLOKO 0VTO TEAEL LTTO GLUTANPOUATIKY TOPAKOAOVONOT. AVTd B emtTPEWYEL TO YPTYOPO
TPOGIOPIoUO VEDV TANPOPOPLOV acPaAeloc. Mmopeite va fondnoete péow g avapopdg mboavov
avemBOUNTOV EVEPYEIDV TOL EVIEXOUEVMG TTopovatalete. BA. T€hog g mapaypdeov 4 yio. Tov Tpomo
avaQOpPAG AveTIOOUNTOV EVEPYEIDV.

AP aoTE TPOGEKTIKE OLOKANPO TO PUAAO 00N YLDV Yp1ioNGS TPV 6ag yopnyn el avtd To
PaproKo, O10TL TEPLAOUPAVEL ONUAVTIKES TANPOPOPIES Y10 CUG.

) DurdEte avTo TO EOALO 0dNYIBV Yprione. Towg xpelaotel va to dofdcete Eavda.

- O ywTpog oag Ba cag dwoel pa Kapta AcBevous. Aafdote TNV TpoceKTIKA Kot
akolovOnoTe TIg 0dNYieg MOV avapEépovial o avTV. Exete avt v Kapta acbevoic
ouveymg poli cog.

- Agiyvete mdvto v Képta 060gvovg 6TO YIATPO 1| TOV VOGOKOWO OTOV TOVG EMICKENTEGTE
N €év petaPeite 6To voookopEio.

) Edv éyxete mepartépm amopiec, poToTE TOV Y10TPO 1) TOV VOGOKOUO GOG.
o Edv mapotnpioete Kamoto ovemiBountn evEPYELD, EVILEPDOGTE TOV YLOTPO 1) TOV VOGOKOLO GOG.

Av16 1oy0et Kat yio kéBe oy avemBountn evépyela TOV €V AVAPEPETOL GTO TAPOV GUAAO

odnywv ypnone. BA. mapdypapo 4.

T epLéyeL 1o Tapov GUAAO 00N YLOV:

Tt elvan To Columvi ko ot ivar 1) xp1ion TOL

T1 npémer va yvopilete Tpv cog xopnyndei to Columvi
Iag yopnyeitar to Columvi

[MBavéc avemBounteg evépyeteg

Mo va purdoccete o Columvi

ITepiexdpeva T cuoKeLACTNG Kot AOUTEC TANPOPOPIES

o E

1. T givor o Columvi kar ore givar i ypfion Tov

T givor To Columvi

To Columvi givat éva avtikapkivikd @appoko mov meptéyet T dpaotikn ovoio glofitamab.
Moo givor n xprion Tov Columvi

To Columvi ypnowonoteitar yio ) Ogpameio evniikmv pe évav Kopkivo Tov ovopdletal «d1dyvto
Aépopopo ard peydra B-kotrapo» (DLBCL). To Columvi pmopei va yopnynbet povo tov (g
uovoBepameio) | pue Ao eappaka Tov ovopalovtat ynuetodeparneio.

o To Columvi yopnyeitar povo Tov 6tav 0 Kapkivog £xel emavéLdel (vrotpomidlmv) 1 dev
avtonokpinke oe mponyovueveg Bepoaneieg (avBektikdg otn Bepaneia) kot £xete AdPel 600 N
TEPIOCOTEPEG TPOT YOV EVEG DEpameied.

o To Columvi yopnyeitar poli pe ta edpuoxo yeporrafivn kot oEamhativn 0tav 0 Kopkivog éxel
enovéLDeL (Votpomidlwv) 1 dev avtamokpifnke oe Tponyovueveg Bepaneieg (avBerTicodg o
Oepamneia) kot 6tav dev pmopeite va vroPfAnbeite oe petapdoyevon PLOCTOKVTTAPOV.

To didyvto AMéppopa amd peydia B-kottapa ivot évag kopkivog evog TULOTOG TOL 0lVOGOTOLTIKOD
G0G GLOTNLOTOC (TOV PUNYAVIGU®Y GULVOS TOV OPYOVICHOD).

o IIpooPdaAdrel évav TOHTO AevK®V apoceapiny mov ovoudlovtal «B-kouttapoy.
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o 10 DLBCL, ta B-xdtrapo moAlamiacidlovral aveEEAeyKTo, KOl GVGCOPELOVTUL GTOVS LGTOVG
oG,

Mo dpa to Columvi

. H dpaotikn ovsio tov Columvi, to glofitamab, givor éva 61€181k6 povoklmvikd avticmua, £vag
TOTOG TPMTEIVG OV TPOGKOAAATOL GE dVO GLYKEKPIUEVOLG GTOYOVG 6TO ool [IposkoiidTal
G€ L0 GUYKEKPLUEVN TPOTEIVN otV empdveld Towv B-kuttdpov, counepilappavopévev tomv
KOPKWIKOV B-kuttdpov, Kabdg Kol o€ [o GAA TpOTEIVN TAVE® GTNV ETQAVELD TOV
T-kuttdpv (€vag GALOG TUTOG AEVKAOV a1Looealpi®mVv). AvTtd evepyomotel ta T-kbTTOpO Kot TO
avaykdlel va ToAmAac1ooTobV. AVt LE TN GEPA TOV 00NYEL OTIV KATAGTPOPT TV
B-xuttépov, copmepthapfovoréveov Tmv KopKivikey B-kuttdpov.

2. T npéner vo yvopilets mpv cag yopnyn0si ro Columvi

Agv wpéner va. cag yopnyn0si To Columvi

. og nepintwon arliepyiog oto glofitamab 1 oe omorodMqmote GAAO amd T0 GVGTATIKA CVTOV TOL
QOPUAKOV (OVaPEPOVTOL OTNV TaPAYPaPO 6).
) o€ mePInT®ON aALepyiog GTNV OUTIVOVTOLLOVUAUTTY], TOV Eival £va AAAO PAPLOKO TOV

yopnyeitotl wpwv and tnv Evapén g Bepomeiog pe Columvi (BA. eniong mopdypago 3 «Tpodmog
yopnynong tov Columvi»), | orolodNTote GALO 0d TA GLOTATIKG CVTOD TOL PAPUAKO

Edv &yxete apeiPolrieg yia to €6v KAmo10 amd Ta Tapamdve 1oyveL Yo €6dG, angvbuvbeite otov yatpd
1 Tov VOGoKOH0 60g TpoTol cog yopnyndei to Columvi

poscdomou]oeig Kot TPOPVAGEELS

AmevBuvBeite otov Yatpo cag mpwv oag yopnyndei to Columvi gdv:
) €xete Aolpwén

o glyote 010 TOPEAOOV pakpoypovia Aoluwén (xpovia) N Aoipmén mov cuveyilel va emavépyetol
(vrotpomalovon)

) €xete M eiyote 0OMO0OMTOTE TPOPANLA GTN AEITOVPYIN TOV VEQPAOV, TOV HTOTOG 1 TNG KOPOLAG

o oyedialete va kdvete eUPOAO GTO QeSO PEALOV.

Edv kdmoto omd to mapamdve 1oyvet yia eodg (1] €av €xete aupiPolrisc), anevbuvieite otov yiatpod
potov cog xopnyndei to Columvi.

MpocéEte TIg coPapis avemOounTeg EVEpPYELES.

Opropéveg avembounteg evépyeteg Tov Columvi givon coPapéc Kot propei va eivorl ametinTikég yio ™
Con. Avtég umopel va eLPavIcTOVV GE 0TOLUONTOTE YPOVIKT OTIYUN KaTd T d1dpKela TG Oepomeiog
pe o Columvi.

Evnuepdote Tov Y10Tpé 605 apuES®S GV TAPOUTNPGETE OTOLUONTOTE A0 TIG TOPAKAT®
avembounteg evépyeleg evd Aappdavete To Columvi. Ta cvumtdpata kabe pog avembounmg
EVEPYELNG OVAPEPOVTOL GTNV TAPAYPUPO 4.

) YOVOpopo aTELEVOEPMOGNS KUTTUPOKIVAV: [0 VITEPPOAIKA PAEYUOVDOONG KATAGTOCT) TOV
oyetileTon pe papuaxa mov dieyeipovv ta T-kvTTOpQ, 1| 0TTOia YOpaKTNPILETOL OO TVPETO Kot
PBAGPN oe ToAaTAd Opyava. ToL GMOWIATOS. To GUVEPOLO aTELELOEPMOTG KVTTAPOKIVAOV Elval
w0 mhovd va gpeaviotel katd  didpkeia Tov Kokiov 1 petd m xoprynon tov Columvi (BA.
napdypapo 3 «Tpomog yoprynong tov Columviy). Arorteiton otevi napakorobbnon. Ipwv and
K0 £yyvomn, uropel va cag yopnynbovv edppoke Tov cuppdriiovy 6N Helmon TOV THUVOV
avemBOUNTOV EVEPYEIDY TOL GLVIPOLOL OTEAEVOEPOONG KVTTAPOKIVADV.
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. 2OVOPOUO VEVPOTOSIKOTNTOG GYETILONEVIIS HE 0VOG0OPUTIKE KVTTOPW: ETdpdcelg oto
VEVPIKO GUGTIUO. ZTO CUUTTONOTO TEPIAAUPAVOVTOL 0icOn e GUYYVOTG,
OTTOTPOGOUVOUTOAGLOV, LELMUEVNG EYPIYOPONC, EMANTTIKEG KPIOELS 1] OLGKOAI OTN YPAPT KauM
TNV opAio. Amonteiton oTeEVH TopakoAoVON o).

) Yovopopo A0ong 6YKoV: 0pIoUEVH ATOLO UTOPEL VO OTOKTHGOLY 0oLviOioTa EMineda
OPIGUEVOV OAATMV 6TO0 oipo (0Tmg ovpikd dhata 1 Ghata Tov KeAiov), Ta omoio TpoKkalodvToL
omd TV taxeia 0166TOoT TOV KOPKIVIK®OV KUTTAPp®mV KoTd TN dtdpkela tg Oepamneiag. O yiatpdg
N 0 VOGoKOH0G 6ag Oa 6og Kavouv EETAGELS iplaTog Yo va EAEYEOLY QLT TNV KATAGTOOT).
[pwv and k6O Eyyvom Ba mpémel va giote KAAd EVOOATOUEVOG(T) Kol UTOPEL VO GOG
yopnynBovv edpuoaka Tov uropei va, fondnicovy ot peimon T@v VYNAGY ETITES®V OVPLKOD
0&éog. Avtd umopei va fondnocovy ot peiwon tov TOavodV aveTBOUNT®V EVEPYEIDY TOL
GUVOPOUOL AVGTG GYKO.

o Avalomopmon Tov dyKov: Lo avTidpaoT 6E OPIGLEVH QAPLAKO TTOV dPOVV GTO
OVOGOTOUNTIKO GUGTN O TTOV Elvar/sueovileTot TapoOUoL LE TNV ETOEIVMOGT TOL KAPKIVOv.
) Aopaéerg: pmopel vo Topovcldcete onpeio Aoipméng, Ta omoio mokilovv avdAoyo Le TO

onueio tov opyaviopol Tov £xel TpocPANOel amd Aoipnwén.

Edv éyete, 1 vopilete 0T pmopel va £xeTe, OMOLOONTOTE OO T TOPATAVEO CUUTTMOUOTO EVIUEPDOTE
OpECMG TO Y1OTPO COLG.
O ywTpog cag pmopet:

) VO GOG YOPTYNOEL GAAL PAPLOKO, VIO TN LEIMOT TOV GUUTTOUATOV KoL TNV TPOATYN
EMTAOKDV,

o va dlakoyel T Bepaneia Gog yio £vo GHVTOLO ¥POVIKO ddaTnua 1

o va, O1aKOWEL OploTIKG TN Bepamneia Gag.

IMoord ko Epnpor

To @appaxo ovtd dev TPEMEL VoL YopnyeiTal og Taudid Kot eprfouvg nikiog KdTo tov 18 etdv. Avto
ovpPaiver eneldn] To Columvi dev éxel peretnBei oe avth TV NAKLOKT opdda.

Arho @appoxa ko Columvi
Evnuepmote tov yiatpd 1 T0V VOGOKOWO co¢ 4V TaipveTe, £YETE TPOGPOTA TAPEL 1) LWTOPEL VOl
Eexwvnoete vo Toipvete AL Qappoko. Avtd TeplouBavouy apraka Tov AduBavovtal yopic

ouvTayT], KaOmG Kol GUTIKA pOPLLOKOL.

Kdnon kot avricOAinyn

. Edv giote éykvog, vouilete Ot pmopel va giote £YK0o¢ 1| oYeOALETE VO, OMOKTNOETE TLdi,
{ntmote ™ GLUPOVAT| TOL YITPOV GOG TPV TAPETE AVTO TO PAPLLAKO.

o Agv Ba pénet va mapete to Columvi gdv giote ykvog. Avtod yiveton 61Tt givor mhavod To
Columvi vo tpokaiécet BAGPN oo Euppvo.

o Edv pmopeite va peivete £ykvog, mpENEL vaL YPTCILOTOIEITE OTOTEAEGUATIKY] OVTIGUAAN YT KATA
™ didpkela ¢ Oepomeiog cog pe To Columvi kot yuo 2 pufveg petd v tedevtaio doom.

o Edv peivete éykvog katd ) didpkeia g Oepomeiog pe Columvi evnuepdote apéomg Tov ylotpo
o0G.

Oniaocpég

Mn Onlalete yo 660 ddomua Aaufdavete To Columvi kot yio tovAdytotov 2 piveg petd myv
terevTaio 0661. AVTO YiveTol 10TL OgV Elval YVOGTO €AV ALTO TO PAPUAKO UTOPEL VO TEPAGEL GTO
unTpucd yoko Ko va TpokoAécel PAAPN 610 popod Gog.

001ynon Ko YEPLoROS PN OV LATOV

To Columvi pmopei vo eanpedost v 1KavoTnTaA 081 YNONG OXNUATOV, TOSNAGTOV Kot YEPIGHOD
EPYOLEIOV 1 UNYOVUAT®V.
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Mnv odnyeite, unv ypnotponoteite epyaieio 1 yewpileote unyovinuato yio, tovAdylotov 48 dpeg petd
a6 kabe pio amd T1g dvo TpmdTEG dd0elc Columvi 1 edv EKONADGETE GUUTTMLOTO TOV GLVOPOLOV
vevpoTo&IKOTN TS OYETILOUEVNS e 0voo0dpaoTikd kKOTTtapa (6nmg aicOnua cdyyvong,
OTTOTPOGUVOTOAG O, HEIWUEVTS EYPNYOPONG, EMANTTIKEC KPIGELG 1) SLCKOAID GTNV YpaQN 1/KaL TNV
OLATQ) KoM CUUTTMOUOTO TOL GLVOPOLUOL UTEAELOEPOGNC KVTTAPOKIVDV (OT(dC TVPETO, TO)D
Kapdlakd pvduo, aicOnua {aing 1 tdon Amobouiag, piyn 1| dvonvown). Edv €xete eni tov mapdvtog
TETOL0L CUUTTTAOMOTO, ATOPVYETE TIC OPACTNPIOTNTEG AVTEC KO EXIKOVMOVIGTE UE TOV YIUTPO, TOV
VOGNAELTY 1] TOV QUPUAKOTOL0 060G BA. mapdypapo 4 yio meplocOTEPEC TANPOPOPIEC GYETIKA LIE TIG
avembounteg evEPYELES.

To Columvi wtepiéyer molveopPika

Av1o 10 Pappaxo mepéEyet 1,25 mg nolvcopPikd 20 og kabe eroAidio tmv 2,5 ml kot 5 mg
noAvcopPikd 20 og kébe eraridio Tov 10 ml, tov wodvvauei pe 0,5 mg/ml. To moAvcopPikd umopet
VO TPOKOAEGOVY OQAAEPYIKEC avTIOpaoelS. Evnuepmote To y1otpd oag edv £XETE OTOLOONTOTE YVOOTN
aAiepyio.

3. Mog yopnysitar To Columvi

To Columvi 6o cag yopnyeitar o€ vocokopeio 1 KAk, vid v enifreym evog yratpod ue pmeipio
otV Bepamneio Tov Kapkivov.

Dappoka Tov yopnyovvrar ipy omd ) Ogpameio pe Columvi

. Enta nuépeg npv amd v évapén g Ogpoamsiog pe Columvi, Ba cag yopnynOel éva dAlo
QAPUOKO, T OUTIVOLTOVLOLUANTT, Yol TNV peimon Tov aptBpod Tov B-kuttdpov oto aija cog.
o 30 £og 60 Aemtd mpv amo T yopynon tov Columvi, evdéyston va cag yopryndovdv diia
QAapuroKa (TPOKOTOPKTIKY PAPUOKEVTIKT aymy”) Tov Bo fondncovy ot peioon tov
avTOPAcE®V OV GYETILOVTAL IE TO GUVOPOUO ATEAELOEPMOOTG KUTTAPOKIVAOVY. AVTA Tl
Qappoka pmopel vo meptiopBdvouv:
- "Eva kopTikootepoetdéc 0mme 1 deapefalovn
- "Eva avTimopetikd aproko 6mme 1) TopoKETAUOAN
- ‘Eva avtustopvikd 0mme 1 dtpoavudpapivn

Y& ol TOGOTNTA KoL 1060 cuyva 0 hAappavere to Columvi

Mrmnopei va cog yopnynfovv émg 12 kdxhot Oepanciog ue Columvi. Kade koxhog xet didpketa 21
nuépec. Katd tovg dvo mpmtovg kbxlovg, o yotpdg oag Bo Eekivioet  Bepaneio pe Columvi pe
YounAn 86on ko Ba TNV avénoet otadiakd PEpL TV TANpN dOoN.

"Eva tomikd oynpa mopovotdleton mo KaTo.

Koxhog 1: Avtd nepihapfaverl mpokatapktiky Ogpomeio kot 2 yauniéc 66oeig Columvi kotd
duapkela v 21 nuepmV:

) Huépa 1 - TTpoxatapktikn Oepameio pe OUTIVOLTOVLOVUALT

) Huépa 8 — d6om évapéng tov Columvi 2,5 mg

. Huépa 15 — gvdidueon d6on tov Columvi 10 mg

Korhor 2 éwc 12: Oa yopnyeitar povo pia 66om otig 21 nuépec:
. Huépa 1 — minpng 66on tov Columvi 30 mg
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Tpoémog yopfynong tov Columvi kar TtapakorovOnen

To Columvi éivetal og oTdydnv evoo@AEPia xoprynon og o AERa (evdopAéPia Eyyvon). O yatpog
oag Ba oag mapakorovdei kot Ty didpkel OA®V TV gyydoemv Columvi kot Bo Tpocappocel Tov
YPOVO OV ATOLTEITOL Y10 TV EYYVOT OVAAOYQ LLE TNV AVTOTOKPIOT] GOG TN Bepamneia.

o H npd1n cog éyyvon Oa yopnynOei oe didpkeia 4 wpav. Otav to Columvi yopryeitar pdvo tov,
0 YwTpog cog B cag TapakoAovdel TPOoEKTIKG KATH TN S1APKELN TNG TPATNG £YYLONG KOL Yiol
10 dpeg petd v ohokAnpwon ¢ £yyxvong. Otav to Columvi yopnyeiton poli pe ta papuoxo
vepotrtafivn kot oEaMmAativ, 0 YoTpog oag B oc mapakoAovOel TPOCEKTIKA KATA TN
SUAPKELD TNG TPMTNG EYYXVOTG KOl Yio 4 MPEG PETA TNV 0OAOKATp®SN NG £yyvons. Avtd yivetan
Yl TV TopakoAovdnon ToxdV onpei®V 1| CUUTTOUATOV TOV GLVOPOUOV UTEAEVBEPMONC
KUTTOPOKIVDV.

) INMoa t1g emdueveg eyyOOELS, 0 YIOTPOC GOG UTOPEL VAL YPELOCTEL VO GOG TAPAKOAOVONCEL LETH TNV
oAokANpwon g Eyyvons. Avtod Oa eitvan arapaitnto dv glyate Tapovoidost petpiov Pabpov N
60Papod GOHVOPOLO UTEAEVOEPOGNC KUTTAPOKIVMV LLE TNV TPONYOVUEVT] dOGT| GOG.

o Edv dev éxete mopovotdoel GHVOPOLO ameAEVBEPMOONC KVTTAPOKIVOV LETE amd 3 d0GELS, O
YTPOG GO UTOPEL VO GOG XOPNYNOEL TIG EMOUEVEG £YYVOELG OE SLAPKELL 2 MPDV.

Eav napadeiyere po 8661 Tov Columvi

Edv ydoete éva paviefov, Tpoypappotiore apécmg éva dAro. [a va eivor ) Bgpareio TANp®g
OTOTEAECUATIKT, £IvOl TOAD ONUOVTIKO Vo NV TTapoieinete Kapio d0o).

IMpw am6 ™ dwokomn g Oepanciog pe Columvi

AmevBuvleite otov Y10Tpo cog TpoTtod dtakoyete TN Oepaneia. Avtd cupPaivel exeldn 1 d10KOTN TNG
Bepaneiog pmopel v, ETOEVMOGEL TNV KOTAGTACT OOG.

Edv éxete meplocOTEPEG EPOTNOELS GYETIKA LLE TN YPNOT] AVTOV TOV QUPLAKOV, POTHGTE TOV Y10TPO 1)
TOV VOGOKOLO GOG.

4, IMBavéic avemBopnTeg evépyereg

Onwg 6o To eApUOK, ETGL KOL GVTO TO PAPUAKO UTOPEL VO TPOKAAEGEL AVETIOOUNTEC EVEPYELES, OV
Kot 6gv Topovctdlovtal 6€ OAOLG TOVG AvOPMOTOVC.

YoPapéc avemOBopnTES EVEPYELEG

Evuepoote apéomg 1ov Y1aTplé 060G €0V TOPOLGLICETE KATO0 0O TIC GOPOPES avemBouunTEg
EVEPYELEG TTOV OVAPEPOVTOL IO KAT® - EVOEXETAL VO XPELOOTEITE EMelyovaa wTpikn Oepameia.

o 2OVOPOp0 0TELEVOEPMONG KVTTUPOKIVAYV (TTOAD 6VYVES): TOL CUUTTOUATO UTOPEL VO
nwepthappavouv, aAld dev meplopilovial o TupetTd, Toyd Kapdiako puoud, aicOnua (Ang M
téon MmoBuvpiag, vavtia, Tovoképaro, eEavOnua, cOyyvon, piyn, dOcmvola

o 20VOPOUO VEVPOTOSIKOTNTOG GYETILONEVIIS HE OVOGOOPUGTIKG KOTTOPO (GVYVES): TO
CLUUTTOWOTE PUTOopEl va TepAapBavouy, petald dAl®v, chyyLoT, ATOTPOCAUVATOMGHO,
LELOUEVT] EYPYOPOT], EMANTTIKEG KPIoELG 1 SUGKOAIN GTY| Ypop1| 1)/Kot TNV OtAia

o AoAOEELS (TOAD 6VYVEQ): TO CUUTTOUATO UTopel va TepAapfavouy, oAl dev meplopilovTon
G€ TVPETO, Piyn, OLGKOAN GTNV AVOTVOT, KOAVGTIKO TOVO KOTA TNV 00PN
) Avalomipoon 1oV 6yKov (ToAD 6VYVES): TO GUUTTOUATO UTopel va TepAapPdvouy, oA dev

nepropilovtar o€ evaicOnTovg TPNGUEVOLS AePudEveS, TOVO 0T0 BdpaKa, SOVCKOALN GTNV
ovomvon, TdVo G6To o1Elo TOL OYKOV

) Yovopopo AMong 6ykov (GVYvEG): To CUUTTMOUNTO UTOPEL Vo TEPIAAUPEVOLV, AALY OV
nepropifovion o advvapio, SOoTvoln, aicOnua cOYYVOTNG, AKAVOVIGTO KOPOLOKO TOAUD, LUTKEG
KPAUTTEG
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AALeg avEMOVUNTES EVEPYELEG

Evnuepdote 1oV y1o1pd 1) TOV VOGOKOHO GOG OUECMG EAV TOPATPTCETE OTOLONTOTE OO TIG
TOPOUKATO OVETIOOUNTES EVEPYEIEG 1 EAV AVTEG EMOEIVOVOVTOL:

Columyvi ypnoeipomorodpevo g povodepameio
IHoA0 cvyvéc (evoéyeTan vo exnpealovv neprocotepa a6 1 ota 10 dropa)

) LEL®UEVO ETITEDQ, KATA TN UETPNOT OTIG EEETACELG OULOTOG, TMV:
- 0VIETEPOPIA®V (£VOIG TOTTOG AEVKDV AUOCPULPI®V, OVOETEPOTTEVIN), TO 0010 UTOPEL VL
TPOKAAESEL TUPETS 1) OTOLAONTOTE OO TOL GUUTTMOLOTA, KATOL0G AOTOENG
- gpLBpOV apoceaipiov (avaiio), To onoio UTopel vo TPOKIAESEL KOTMOT], aicOnua
adwafeoiag kol oypo dépua
- OLPOTETOAMV (£vag TOTOG KLTTAP®Y TOL aipatog, Opoufonevia), To omoio pmopei va
TPOKAAECEL LOAMTEG 1 OLOppayic,

. TVPETOG

o YOUNAG emineda, Katd T LETPNON OTIC EEETACELS AILATOS, POOPOPIK®Y, Layvnoiov, acBestiov
N KaAiov

) eEavonpua

) dvokototnTa

o didppota

) aioOnua adrobeciog (vovtia)

) 1oyeveig Aoméetsg, OTmg Aoipmén Tov Tvevpova, £pmng (OoTHPOG

o KeEQOAaAYio

Yoyvég (evoéyetar va exnpedlovv émg 1 ota 10 dropa)

o YOUNAG emineda voTpiov, Katd T UETPMoN OTIC EEETACELS OATOC, TO OTOi0 UITopEl va
TPOKOAEGEL KOTWOT), LTKEG CLOTAGELC 1| KPAUTESG
) avénuéva enineda NroTIKGOV EVEOPOV Kol xoAepvBpivng (kitpvn ovoia 6To aipa), KATd T

UETPMON OTIC EEETACELS OUATOC, TO OTO10 HITOPEL VO TPOKAAEGEL KITPIVO YPOUA TOL SEPUATOG N
TOV LOTIOV Kol GKOLPOYP®LL0. 00pa.

) Baktnplakég Aopméelg, 6mwg ovporoinwén, Aoipmén Tov GTORAYOL 1 YOP® OO AVTO

o HUKNTIOGIKT AOTH®EN

o AOUMEELG TNG PVOC Kot TOL A0V (AOIUMEELS TOL OVATEPOL OVOTVEVGTIKOD GUCTILOTOC)

) AOWDEELG TV TVELUOV®V OTI®G Ppoyyitida 1 TVELHOVIO (AOUMEEIS TOL KATHTEPOV
OVOTTVELGTIKOD GLUGTNLOTOG), TOV UTOPEL VO TPOKAAEGEL TVPETO, Pya Ko SuoKoAia GTNV
ovomvon

) dnAntmpiaon Tov aipatog (onyaipio) Tov PIopel va TPoKAAEGEL TVPETO, Piyn Kol GUYYVOT

) LELMUEVO ETITEDD AEUPOKLTTAP®V (£VaG TOTOG AEVK®V OUOGPALPImY, AEUPOTEVIN), KAT T

UETPN O OTIC EEETACELS OUATOC, TOV UTOPEL VO EMNPEAGOVY TNV IKAVOTNTA TOL CAOLATOS VO,
KOTOTOAEWA TIC AOUDEELS

) TUPETOG UE YOUUNAG ETimESH OVOETEPOPIADV (EUTHPETN OVLIETEPOTIEVIQ)

o €UETOC

o OLLOPPAYIC TOV GTOUAYOL 1) TOL EVIEPOL (QULOPPAYIO TOL YOGTPEVIEPIKOV) TOV UTOPEL VOl
TPOKUAEGEL LLOWPO, KOTPOAVOL 1) OLUOTELEST

) GOYYLoN

o TPELOLAO

) VIVNALYL
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Oy ovyvég (evoéyeton va emnpedlovv £émg 1 ota 100 dropa)

oid1ua ToL VOTIoioL poedod (LVELTION) ToL UTOPEl VO TPOKOAESEL PHVTKT advvopia 1
povdloG o

QAEYLOVT] TOV TTOY€0G EVTEPOL (KOAITION), 1) OToio Popel va TPOKAAEGEL KOIAMOKO TOVO, aijLol
GT0 KOTPOVO, KO EMLTOKTIKT] AVAYKT KEVOOTG

Columyvi 1pno1pomol00HEVO 6€ GUVOVOGHO IE UVTIKOPKIVIKG QOPLOKO

oAb ovyvég (evoéyeTan va emnpeacovy neptocotepa and 1 ota 10 dropa)

UELMUEVO ETTITEDO, KOTH T LETPNOT OTIS EEETACELS QULOTOC, TMV:

- aponetaAiov (évog TOTOC KLTTAP®V TOL aipatog, Opoufoxvttaponevia), To omoio pmopsel
VO TPOKOAEGEL HOADTIGHUO 1 ALLOpPOyicL

- 0VOETEPOPIAMV (£VOG TUTTOG AEVKDV QLLOGPALPIMY, OVIETEPOTEVIQ), TO OTOI0 UTOPEL VO
TPOKAAEGEL TUPETO 1| CLUTTAONATO KATOL0G AOTUWOENG

- gpLBpOV apoceaipiov (avaiio), To onoio umopel vo TPoKaAESEL KOTMOT, aicOn o
adafeoiag kol oypo dépua

- AELPOKLTTAP®V (€vag TOTOG AEVK®V AocPapimy, Aepponevia), To 0moio UTopel va
EMNPEACEL TNV TKAVOTNTU TOL OPYAVIGHOV VO, KOTOTOAEUE, TIC AOIUDEELS

aiocOnua adrobeciog (vovtio)

apmdio, aicOnua popunyKidopuatog, aicnua kabcov, Tovoc, duceopia 1 advvapio /Kot

dvokolia oto Padicpa (TepLpepiky) vevporadeior)

dugppoia

avénpéva eninedo NraTikdv evOOU®V, Katd T pétpnon ot eEetdoels aipatog

eEavinpua

TVPETOG

€ueTog

TOVOG GTOVG UVEG KOl TO. 00T

KOwMoako dlyog

dvokootnta

YOUNAQ eminedo KoTd TN péTpnomn otig e€eTdoelg aipatog Tov kaAiov (VToKaAloupio) 1| TOL

vatpiov (vovatplopio)

Loipwén COVID-19 mov mpokaieitat amd Evav 16 Tov ovopdletonr Kopwvoids (SARS-CoV-2)

Aolpmén t@v Tvevpdvav (tvevpovia) 1 omoia propel va mpoKahésel TUPETO, Pry0 Kot SLGKOAIL

GTNV AVOTVON

AOWUMDEELG AVOTVEVOTIKTG 0000, OTMOC PIVIKT KATOPPON, TOVOLILLOG, AOUMEEIS TV LYHOPEI®DY

Kol AOTUDEELS Odpokog

Yoyvég (evoéyetar va exnpedoovy é0g 1 ota 10 dropa)

KePaAaiyio

YOUNAG ETIMEDD OTIC OLUATOAOYIKEG EEETAGELS Y10L TO LOYVIG10, TO OOPECTIO 1 TO POGPOPIKO
dhog

véeg 1 VTOTPOTLALOVGEC 10YEVELG AOTUDEELS, OTI™G 0 £pmnTag LooTpag Kot 1 AoipmEn and
KUTTOPOUEYOAOTO

Baktnplokég AOUmEELS, 0TS AoTU®EN TOV OVPOTOMNTIKOD

Aolpwén tov aipotog (onym), 1 ool UTopEl Vo TPOKAAEGEL TVPETO, Piyn KAl GUYYLOT
LUKNTIOGIKT Aoipmén

avénpévo eminedo yorepvBpivng oto aipla To omoio pmopel vo TPoKaAESEL KITPIVIGLLO TOV
OEPLOTOC ) TOV UATIDV

TLPETOG P YOUNAL eineda 0vOETEPOPIAOV (VUG TOTOG AEVKMV OLOGPUPimV)

(QAEYLOVT] TOL TaLY£0G EVTEPOL (KOAITIOM), 1) OOl puopel va TpokaAEGEL KOIAMOKO dAYOG,
OLLATN PG KOTPOVOL KO EMLTAKTIKY] OVAYKT KEVOONG
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. QAEYLLOVT] TOV TTOYKPENTOC
o QAEYLLOVT] TOV TVELHOVOV (TVELUOVITION), 1] OTTOl0 PTOpEL Vo, TPOKAAEGEL Brxa Kot SuoKoAio
GTIV OVOTVOY|

Oy ovyvég (evoéyetan va exnpedoovy £0g 1 ota 100 dropa)

. TPONOG

o avénuéva nrotikd vivpa (avaeépovtan 6Tig eEETACELS), TOL PTOPEL VO, ATOTEAOVV EVOELEN
PAEYLOVIG TOL NTTATOG

o Loipmén tov mvedpova (mvevpovia amd pneumocystis jirovecii)

Edv mapotnproete Kamolo and TG mopondve avemBounteg evEpPYeEleg 1 €6V OLTEG ETLOEWVOVOVTAL,
EVIUEPDOTE AUEGMG TOV YTPO GOG

Avo@opd avemBopunTov gvepyaEtOv

Edv mapotnpioete Kamota ovemiBountn evEpyeLa, EVLEPDOGTE TOV Y1ATPO 1) TOV VOGOKOLO GaG. AvTd
oyvEL Ko Yo kaOe mhavn avemBountn evépyela Tov SeV AVaPEPETAL GTO TAPOV PUALO 0ONYIDV
ypnone. Mropeite emiong va avapépete avemBounteg evépyeleg anevbeiag, péow Tov Bvikond
GULGTHLOTOG OVOPOPAS TToL avaypdaeeTot oto [apdpnua V. Méowm tng avapopds avemBountov
EVEPYELDV, UTOPETTE Va. fonONCETE 0T GLALOYN TEPLOTOTEPMV TANPOPOPLDV CYETIKE LLE TNV
UOQUAELD TOV TOPOVTOG POPUAKOV.

5. og va pvraccete To Columvi
O yTpog, 0 PapLOKOTOLdE 1] 0 VOGOKOUOG Go¢ givorl vrrehBuvoc Yo T eOAAEN ovToD TOL PaPLLEKOL

Ko T 6ot andppyn ke aypnoytomrointov tpoidvrog. Ot axdiovbeg TAnpopopieg mpoopilovtat
Yo emoyyeipatieg vysiog.

o To @dppoako avtd TPETEL VO, PUAACGETOL GE PLEPT] TTOL gV TO PAETOVY Kot dev TO POEvOoLY TO
TOLO14L.
) Na pn ypnoponoteite avtd T0 PAPUOKO LETE TV NUEPOUNViD ANENG TOV AVOPEPETOL GTO KOVTL

KOl oTHV £TIkETO Tov eroddiov puetd ) AHEH/EXP. H nuepounvia AEng sivar 1 tehevtaio
NUEPO TOV UAVO, TTOL OVOPEPETOL EKEL.

duvrdooete og yoyeio (2 °C - 8 °C).

Mnv katoyoyeTe.

Awotnpeite 10 LOAISI0 6TO EMTEPIKO KOLTI Y10 VO TPOGTATEVETOL OTO TO POC.

Mnv xpnoIUOTOIEITE AVTO TO PAPLOKO EGV QaiveTol OTL Eival BOAO, amOYPOUATICUEVO 1|
TEPIEYEL COUATIOW.

Ka0e aypnoipomointo eapproko 1 VITOAELLO TPETEL VO, ATOPPITTETOL COUPMVA LIE TIG KATH TOTOVG
LOYVOVGEG GYETIKES OLOTAEELG.

6. Mepreybpeva TG GVOKEVOGING KO AOWTEG TANPOPOPIES
T agpréyer to Columvi

) H dpaoctikn ovsia gival to glofitamab.

. Columvi 2,5 mg: Kéafe graridio mepiéyet 2,5 mg glofitamab (oe mokvo diddopa 2,5 ml) oe
ovykévipoon 1 mg/ml

. Columvi 10 mg: Kabe proriowo mepiéyxet 10 mg glofitamab (og mokvo diddvpa 10 ml) oe
ovykévtpoon 1 mg/ml

o Ta dALa cvoTatika gival: 1011V, 16TISIVN LOVODSPIKT LOPOYAMPIKTY, Hebelovivn, cakyapdln,
moAvcopPiko 20 (E432) kot véwp yia evéoipa (BA. mapdypapo 2 «To Columvi wepiéyet
TOAVGOPPIKA»).
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Engavien tov Columvi kot mepieopueva TG 6V6KEVUGiog

To Columvi mokvo didivpa yio ToPaoKELT SLHADIOTOG TTPOG EyYLon(oTeipo TLKVE didAvua) eival Eva
Ap®UO, S10VYEG SIAAVLLOL TTOV TOPEYETOL GE YVOAIVO PLOAISIO.

Kdabe cvokevacia tov Columvi mepiéyet £va graiidio.
Karoyog Adsrog Kvkhogopiog

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
T'epuavia

IHopoackevaotig

Roche Pharma AG
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
I'eppavia

INo omoladnmote TANPOPOPIo. GYETUKE, LLE TO TAPOV PAPUAKEVTIKO TPOTOV, TAPUKAAEIOTE VO
amevBouvbeite otov TomiKd avtmpdcwno Tov Katdyov tng Adsiog Kukhopopiog:

Belgié/Belgique/Belgien, Latvija
Luxembourg/Luxemburg Roche Latvija SIA
N.V. Roche S.A. Tel: +371 - 6 7039831

Belgié/Belgique/Belgien
Tél/Tel: +32 (0) 2 525 82 11

Buarapus Lietuva

Pomur Bearapus EOO/T UAB “Roche Lietuva”
Ten: +359 2 474 5444 Tel: +370 5 2546799
Ceska republika Magyarorszag

Roche s. r. 0. Roche (Magyarorszag) Kft.
Tel: +420 - 2 20382111 Tel: +36 - 1 279 4500
Danmark Nederland

Roche Pharmaceuticals A/S Roche Nederland B.V.
TIf: +45 - 36 39 99 99 Tel: +31 (0) 348 438050
Deutschland Norge

Roche Pharma AG Roche Norge AS

Tel: +49 (0) 7624 140 TIf: +47 - 22 78 90 00
Eesti Osterreich

Roche Eesti OU Roche Austria GmbH
Tel: + 372 - 6 177 380 Tel: +43 (0) 1 27739
EAada, Kompog Polska

Roche (Hellas) A.E. Roche Polska Sp.z o.0.
EAMGSaTnA: +30 210 61 66 100 Tel: +48 - 22 345 18 88
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Espafa
Roche Farma S.A.
Tel: +34 - 91 324 81 00

France
Roche
Tel: +33 (0) 147 61 40 00

Hrvatska
Roche d.o.o.
Tel: +3851 4722 333

Ireland, Malta

Roche Products (Ireland) Ltd.

Ireland/L-Irlanda
Tel: +353 (0) 1 469 0700

island
Roche Pharmaceuticals A/S
Simi: +354 540 8000

Italia
Roche S.p.A.
Tel: +39 - 039 2471

Portugal
Roche Farmacéutica Quimica, Lda
Tel: +351 - 21 425 70 00

Romania
Roche Romania S.R.L.
Tel: +40 21 206 47 01

Slovenija
Roche farmacevtska druzba d.o.o.
Tel: +386 - 1 360 26 00

Slovenska republika
Roche Slovensko, s.r.o.
Tel: +421 - 2 52638201

Suomi/Finland
Roche Oy
Puh/Tel: +358 (0) 10 554 500

Sverige
Roche AB
Tel: +46 (0) 8 726 1200

To mapév ¢vALo 00N LAV YpfioNS avadepOnKe Yo TELEVTALN POPA OTIS

Aldreg INYEG TANPOPOPLAOY

Aentopepeic mAnpoopieg yio 10 pappoko avtd eival d1a8éoipeg oto dikTLaKO TOTO ToL Evpmraikon

Opyaviepod Goppdkmv: https://www.ema.europa.eu
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Ot TAnpoopieg mov axorovBolv amevbivovtal Lovo oe enayyeApatieg vyeiag:

To apaiwpévo didivpa Columvi pmopet va yopnyn0el péosm cdicov evoopAéPiag Eyyvong (dheg ot
d60¢€1) N ovpryyag evooPAEPLag £yyvong (Lovo 1 doon tev 2,5 mg).

To Columvi 8o mpémel va yopnyeitor mg evooeAEPia £yyuon HEcH AMOKAEIOTIKNAG YPOUUNG £YYVONC.
Aev npémet va, yopnyeitor og evoopAéPia toyeio 1 bolus yoprynon.

I 0dnyieg oxetikd pe v apainon tov Columvi pw oo ™ xopHynon, PA. Ttopokdto.

Odnyiec opoimong

o To Columvi dgv mepiéyel cuvnpnrikd Kot Tpoopiletor yro pio povo ypron.

o To Columvi npénet va apoudvetat amd enxoyyelpatioo VYEiOG YpPNOIUOTOIOVTIOG GONTTN TEXVIKY,
TPV 0o TNV EVOOQAEPLL yopTynon.

o Mnyv avakiveite To QroAidio. IIpv amd T yoprynon, erEyyete ontikd to glaAidio tov Columvi

yio copotidtokt VAN 1 amoypopotiopd. To Columvi givar Eva dypopo, dtavyic dtdAvua.
Amoppiyte 10 Qroridio edv to didhvpa givatl BoAO, amoypOUATICUEVO 1) TEPLEYEL OPATA

cOUOTIOW.

Tpoetoiuaaoio yopnynong uéow oaxov evoopréfiag Eyyvong

. AvappoenoTe ToV KATAAANA0 OYKO eVEGILOV S10ADL0TOG YAmPLovyov vatpiov 9 mg/ml (0,9%)
1N eVEGLOL doAdpaTOG YAmplovyov vatpiov 4,5 mg/ml (0,45%), 6nwg TeptypapeTol GTOV
ITivaxa 1, ond tov 0ok £yYvong XPNOLOTOIMVTUS OTOGTELP®UEVT BeAdVa KAl cOpLyya Kot

amoppiyte TO.

o AvappoeeTE TOV OTaTOOUEVO OYKO TOL CLUTVKVOUEVOL dlaivpatog Columvi yia tnv
poop1Lopevn 660m amd T0 PLOAISI0 YPNCILOTOIDVTAS Lid GTEIPpO PeAdOVa Kol cOPLYYa Kot
apardote péca otov aoko Eyyvong (PA. [livaxa 1 tapoakdtm). Amoppiyte TUYXOV Un
YPTCULOTONLEVT] TTOGOHTNTO TTOV OMOUEIVEL GTO PLOAIdI0.

. H tehikn ovykévrpwon tov glofitamab petd v apaioon npénel va eivor 0,1 mg/ml éwg
0,6 mg/ml.

) AVOoTPEYTE [IE NTEG KIVIGELS TOV AIGKO £YYVONG Y10 VO AvOpiEETE TO SLAAVLUO DOTE VO
OmoPUYETE TOV VIEPPOAKO GYNUATICUO appov. MnVv avaxiveite.

o EAéyEte tov aoko €yyvong yia TuydV Tapovcio COUATIOImY Kol amoppiyTe GV VITAPYOVV.

) Ipwv and v Evapén g evOoPAEPLAG £YYLONC, TO TEPIEXOUEVO TOL OIOKOD EYYVOTG TPEMEL VO,

Bpioketar og Beppoxpacio dopatiov (25 °C).

MMivoxog 1. Apaioen Tov Columvi ywa yopiynon péocm edxov evéoprifrag yyvong

‘OyKkog evéoov
. : droldpaTog YAmprovyov . :
Adan Tov Columvi Méye0og aokov vow:piml)l 9 mgg)/(ml [()0,9‘50) 1 Oyxog Tov Columvi
OV TPOKELTAL VO, , ° OV TTPEMEL VAL,
ropynoei £yyyoeng 4,5, mg/ml (0, 45 A)),non TpocTedei
npémer vo, a@aipedei ko
va amoppredsi
25mg 50 ml 27,5 ml 2,5ml
’ 100 ml 77,5 ml 2,5ml
10 mg 50 ml 10 ml 10 ml
100 ml 10 ml 10 ml
30 mg 50 ml 30 ml 30 ml
100 ml 30 ml 30 ml

Tpoetoaoio yopiynong uéow avpryyag evoopréfiog éyyvons (uévo n déon twv 2,5 mg)
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T va mpogTodoete T d00m ypnoonotote PEBodo 600 cuplyywv pe Evav oOvdesHo. O TEAKOC

OYKOC TOV apalmuEVOD dtoldbpoTog eivar 25 ml.

. Avappooenorte 22,5 ml evésipov dtadlvpatog yAwprovyov varpiov 9 mg/ml (0,9%) N evéoipov
SroAdpatog yhmpovyov vatpiov 4,5 mg/ml (0,45%) amd Evav cdxo éyyvong péca o€ Lo
ovpryyo katdAAniov peyébovg (w.y. 30 ml).

o Avappoonote 2,5 ml mokvod dradduatog Columvi amd 1o PLoridio ¥pNOOTOIOVTAG Lo GTEIpQ
Perdva péoa og o devTEPN GVPLYYQ. ATOppiyTe TVYOV U XPNOUYLOTOMUEVT] TOCOTI T TTOV
€€l AMOUEIVEL GTO PLOAIDLO0.

. [Ipocaptiote £vav GOVIEGHO GTIC VO GUPTYYES Kol LETOPEPETE TO TUKVO d1dAvpe Columyvi ot
oOpryyo mov TEPEYEL EVESIHO dtdAvpa YAmplodyov vatpiov 9 mg/ml (0,9%) 1 evéoyio didivpa
yAoplovyov vatpiov 4,5 mg/ml (0,45%). H tehikr| ovykévipoon tov glofitamab petd v
apainon tpénet va givan 0,1 mg/ml.

. ATocVVIETTE TIG GUPLYYEC. AVAPPOPNOTE OEPA GTI| GUPLYYO TOV TEPIEXEL TO ALPOLOUEVO
dréAvpe Columvi kon kheiote.

. AvacTpéyTe mOAG T GUPLYYO Y10 VO, AVOUEETE TO SLAALLLO, DGTE VO OTOQVYETE TOV
vrepPolikd appiopd. Mnv avakiveite.

. AQaipéoTe TIC QLOOMOIES aEpa. amd T CLPLYYA TPV Ao T YOPTYNOT).

Xopnynon

Xopnyeite povo wg vooPAEPLa Eyyvon).
No un yopnyeite o¢ evéoeriPra tayeio 1 bolus yopnynon.

Xopnyeite mg evOoQAEPLL £YYLOT LECH UIAG ATTOKAEIOTIKNG YPOUUUNG EYXVOTC X PNCILOTOIDOVTOG
avtAia evooeAEPiog £yyvong 1 avTAio cVPLYYaGS GE SLoTNU 8 MP®V KATH HEYITTO.

A@pov adetdoel o 6akog N 1 ovpryya £yyvong Columvi, dtacariote T YOp1yNon OAOKANPNG TNG
d0omg tov Columvi, kabapilovtag T ypouun £yvong He 6AKo 1 cOPLYYO £YYVOTG TOL TEPLEYEL
gvéoo d1aAvpa yAwplovyov vatpiov 9 mg/mL (0,9%) 1 evéoyo Siddvpa yAoprodyo vorpiov 4,5
mg/ml (0,45%). Tuveyiote TNV £yyvon pe Tov id10 puduod.

Acvufordmreg

To v apaioon tov Columvi mpémel va yproytonoleitatl povo o eVEGIHO SIAVLO, YAMPLOVYOV
vatpiov 9 mg/ml (0,9%) 1 4,5 mg/ml (0,45%), xabmg dev Eyovv dokipactel GALOL SIHADTEG.

To Columvi, 6tav apardvetot pe evéoipo dtddlvpa yhoprovyov vatpiov 9 mg/ml (0,9%), sivar
ovpPatd pe ackobg EVOOPAEPLUG £yyvonG ToL amoteAoOVTOL and ToAvPivvroyimpicio (PVC),
moAvobvAévio (PE), moAvaporvdévio (PP) 1 molvorepivn. Otav apaidvertal pe evEGLUO dtdAvua
yAoprovyov vatpiov 4,5 mg/ml (0,45%), to Columvi givarl copPatd e ackovg evoopAEPlag £yyvong
mov aroterovvtar amd PVC.

Ortav apaidvetat pe dtdAvua yropiodyov voarpiov 9 mg/ml (0,9%) 1 4,5 mg/ml (0,45%), to Columvi
glvar oupPatod pe cHpryyeg Tov amotelovvtal omd PP.

Agv &govv mopatnpnel acLUPATOTNTEC UE GET EYYVONG LE EMPAVELES TOV EPYOVTOL O ETAPN UE TO
poidv Tov amotelovvtar and molvovpedavn (PUR), PVCH PE,, nolvpovtadiévio (PBD),
moAvaBepovpeddvn (PEU), moivavOpaxikd (PC), stihkdévn, morvtetpagpbopoarBurévio (PTFE) 1
axpvrovitpilo Povtadiévio otupévio (ABS), kot pepppdves ecmteptkol GIlTPoL TOL OITOTEAOVVTAL
a6 moivadepocoviedvn (PES) 1 molvcovdedvn. H yprion pueuPpovov ecmteptkod @idtpov gival
TPOOLPETIKT].

Aparwuévo didlvua yio evooeA£Bio £yyvon

"Eyet katadeyBei n ynuikn Ko puoikn otabepdtnTo o Lopen ETOLUN TPOG YPNON Y10 HEYIGTO YPOVIKO
duoua 72 opav og Bepuokpacia 2 °C émg 8 °C kat 24 mpmdv ce Oepuokpacia 30 °C,
akolovBovpevn and PEYIeTO YPOvo £YYuong 8 wpav.
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Amo pukpofroloyikng dmoyng, 1o apatmpévo dtdivpa Ba tpénel va ypnoyonomei apécwc. Edv oe
ypMoLoron el apécmg, ot xpOvol Kot ot LVONKEG POAAENS TOV £TOLLOV TPOG Y¥P1OT TPOIOVTOG TPV
amo TN XPNOT OTOTEAOVY EVOVVT TOV PN OTN Kot Og Ba TPEmeL KavoviKa va, vepPfaivovy Tig 24 dpeg
og Oepuokpocio 2 °C émc 8 °C, ektog €dv 1 apaimon Exel TpayLoTonotOel VIO eAeyYOUEVES KOl
EMKVPOUEVES AonTTES GLVONKEC.

Amndppuym
To guaAidio Columvi npoopileton yio pio pévo ypnion.

Ka0e aypnoipomointo @aprakevtikd mpoidv 1| VITOAELUN Oa TPEMEL VA, ATOPPITTETOL COUPOVA LE TIG
KOTA TOTOVG IGYVOVGES GYETIKES SLOTAEELG.

63



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

