ITAPAPTHMA I

MEPIAHYH TON XAPAKTHPIZTIKON TOY ITIPOIONTOX



1. ONOMAZIA TOY PAPMAKEYTIKOY IIPOIONTOX
Riximyo 100 mg wukvo ditdAvpa yio Tapacskev] SIHAVUOTOC TPOG £YYVOT)
Riximyo 500 mg mokvo S1dAvpa Y10 TopacKeLT] SI0ADUATOG TTPOG £YXLOT
2. MHOIOTIKH KAI IIOXOTIKH XYNOGEXH

Riximyo 100 mg mokvo didAvuo yio TopaoKELT SLOADUATOS TPOC £YYLoN
Kd&be ml mepiéyel 10 mg rituximab.

Kda0e proridro tov 10 ml mepiéyer 100 mg rituximab.

Riximyo 500 mg mukvd S1dALLLOL Y10 TOPOCKELT OLOADUATOC TPOC £YYVoN

Ka6e ml mepiéyet 10 mg rituximab.
Kabe prorido tov 50 ml mepiéyel 500 mg rituximab.

To rituximab givor éva yLopiKod LOVOKA®VIKO OVTICOUO LVOG/0vOpOTOL TOV TOPAYETAL LUE TNV
TEXVOAOYIO TNG YEVETIKNG UNYOVIKNG KO OVTITPOSHOTEVEL tio YAVKOLLUAM®UEVN 0vOGOGPaLpivn e
otabepéc meproyéc avOpamvng IgG1 kot ariniovyieg petafAnte meployne ELaPpOV Kot fapémv
aAbowv puikng tpoéievonc. To aviicopo Tapdyetor omd voimpr o KAAMEPYELS KUTTAPWY
OnAaotikov (Chinese hamster ovary) kot kaBopiletor [e ¥pOUATOYPAPIN GUYYEVELNS KO AVTOAAOYNC
WOVTIOV, GUUTEPIAAUPBUVOUEVOV SLAOTKOGIDYV AOPOVOTOINGNE Kol OTOUAKPVVOTG TMV EITKAOV LMDV,

"Exd0y0 e yvootn dpdon
Kabe prorido tov 10 ml wepiéyet 2,3 mmol (52,6 mg) vatpiov.
Ka0e proridro tov 50 ml mepiéyerl 11,5 mmol (263,2 mg) vatpiov.

Ka0e prorido tov 10 ml wepiéyel 7,0 mg moivcopPucod 80 (E 433).
Ka0e prarido tov 50 ml mepiéyet 35,0 mg molvcopPucov 80 (E 433).
IMa tov TANpn kaTdloyo TV ekddywv, PA. Tapdypapo 6.1.

3. OAPMAKOTEXNIKH MOP®H
ITokvd dtdAvpa Yo Topackevy] S1aAVIATOG TPOG £Yyvon (oTeipo TLUKVO d1dAvpa).

Awwyéc, dypopo Eng erappmg vrokitpvo vypd pe pH 6,3 — 6,7 ko wopotikotTa > 240 mOsm/kg.

4. KAINIKEXZ IAHPO®OPIEX

4.1 OgpamevTIKég EVOEILEIg

Mn-Hodgkin Aéuooupo (NHL)

To Riximyo gvdeixvotal yio ) Oepaneio un tpobepamevpévaov evndikov aclevov pe olddeg
Aéppopa otadiov HI-IV oe cuvdvacud pe ynuetodepamneio.

H Oepaneio cuvtripnong pe Riximyo evdeikvutar yia tn Oepaneio evniikov acbevav pe olmdeg
Aéppopa o1 onoiot avtomokpiBnkav ot Bepaneio epddov.

To Riximyo gvdeixvotal og povobepameio yio ) Oepoameio evniikov acBevav pe olddn Aeppopato
otadiov HI-IV mov givan avBektikd ot ynueobepaneio 1| Tov etvon otn debTEPT 1 OE EMOKOAOLON
VITOTPOTN LETE TN YN ueoBepaneio.



To Riximyo gvdeikvutal, o€ cuvdvacpo pe ynuetobepaneioc CHOP (kukhopmopapion, do&opovfikivn,
Bwkpiotivn, Tpedvilodovn), Yo T Bepaneio evnAikov acBevdv pe didyvto un-Hodgkin Aéppopo ard
peydro B-kottapa pe Oetikd CD20.

To Riximyo 6g cuvovacud pe ynuetobepaneio gvdsikvotal yia tn Oepomeio TadATPIKOV acHEVOV
(MAkiog 6 unvav g Ayotepo amd 18 etdv) pe un Tpobepamevpévo, TPoymPNUEVOL GTSIOV LE
Beticd CD20 dudyvto Aéppmpa ard peydia B-kottopa (DLBCL), Aéupopo Burkitt (BL)/Agvuyouio
Burkitt (o&gia Aevyorpio amd opa B-kottapa) (BAL) 1 Aéppopa tonov Burkitt (BLL).

Xpdvio AepgoxvtTapikn Asvyoupio (XAA)

To Riximyo ce cuvovacud pe ynuetobepaneio gvdsikvotal yia tn Oepomeio un tpobepanevuévav Kat
o€ vrotponh/aviektikdv evihikav aclevav pe XAA. Iepropiopéva dedopéva eivar dabéoya yio
TNV OTOTEAECUATIKOTNTO KOL TNV 00QPAAELD G€ aoBeveig Tov Exouv AAPel TpoMyoOUEVT] Oy®YN LE
LOVOKAMVIKA aVTICOUATO CLUUTEPIAAUPOVOUEVOD TOV rituximab 1) avOekTIkdV acOevdv o€
npornyovuevn Oepaneia pe rituximab cuv ynuetoepamneia.

BA\éme mopdypapo 5.1 yuo mepartépw TANpoPopies.

Pevuarosdne apbpitida

To Riximyo cg cuvdvacud pe pebotpeEdn evdeikvutal oe evilikeg acBevelg yia ) Bepameio Tng
cofapnc, evepyov pevpatogdove apbpitidag, ot omoiot lyav avemapkr aviandkpion 1 dSvcavesio o
Ao TpomomomTiKd TG VOGoL avtipevpatikd eappoka (DMARD) coprneptropfavouévng piog n
TEPICCOTEPOV BEPUTELDV AVAGTOANG TOV TTapdyovta vEkpmaons TV oykwv (TNF).

To rituximab &yet 6gi&et 0T peidvel 1o puBud e&EMEnc g apbpikng PAAPNG, dmwc peTprOnke pe
axtiveg X Kot PEATIDVEL T1 PLGIKT AELITOVPYIKOTNTA, OTAV YOPNYELTAL GE GUVILAGUO [E pebBoTpegd.

Koxkxiopdroon pe mrorvayyeiitido (GPA) ko pikpooskomikn wolvayystitido (MPA)

To Riximyo, 6€ GUVOLAGUO [LE YAVKOKOPTIKOELT, EvOeikvutal yo T Bepaneia evniikov acBevov pe
cofapn, evepyd GPA (Wegener) kot MPA.

To Riximyo, 6€ GUVOLOGUO LE YAVKOKOPTIKOELDT), EVOEIKVLTOL Y10 TNV EXAYMYN TNG VPECNS OF
modtoTpikove acbeveic (MAkiog 2 émg Mydtepo and 18 etdv) pe coPapn, evepyd GPA (Wegener's)
kot MPA.

Kown méuorya (Pemphigus vulgaris, PV)

To Riximyo gvdeixvotal yio ) Oepoaneio evilikov acBevov pe pétpia o coPapn PV.

4.2  Aocoloyio Kol TpOTOS YOPYNONG

To Riximyo 0o wpénel va yopnyeitor KAt amd otevn emifieyn evog EUmelpov emayyelpotio
™G vyeiog kot og £va TepIPAALov 6oL VITAPYOVVY dpeca SaBEGILO TANPT LEGO AVAVIWNG

(BA. mapdypago 4.4).

TIpoAnTTiKn QOPUOKEVTIKN 0y®YN Kol TPOQOLAGEN

Olegc o1 evoeileig

Ipwv and k&b yoprynon tov Riximyo, Ba mwpénet va yopnyeitot mAvTo TPOANTTIKY POPLUAUKEVTIK
aywyn, n onoia Ba amotedeitol amd Eva aVTITLPETIKG Kot £VOL AVTUGTOUVIKO, T.). TOPOKETALOAT KO
Supavudpapiv.



Mn-Hodgkin Aéupmua kor ypovia Asuporotropikn Aevyouuio

Edv to Riximyo dgv yopryeitar oe cuvdvaoud e ynuetodepomeio mov meptéyel YALKOKOPTIKOELN|
yia T Oepomeio Tov NHL ko g XAA og evijhikeg aoBeveic, mpémet vo e€etaotel 10 evOgyOLEVO
TPOANTITIKNG POPUAKEVTIKNG AYOYNG LLE YAVKOKOPTIKOELD.

e eviilkeg aoBeveic pe NHL kot XAA otovg omoiovg €xet yopnyndel Riximyo coppova pe tnv
avaoyio Eyyoong 90 Aemntv, Tpénel vo eEETOGTEL TO EVOEYOUEVO TPOANTITIKNG QOPUUKEVTIKNG Oy®YNG
LE YAVKOKOPTIKOELON, €AV TO Riximyo dev yopnyeitar 6€ Guvdvacuod pe ynuelobepaneio Tov TePLEYEL
YAVUKOKOPTIKOELN.

e madratpikovg acbeveic pe NHL, mpoAnmtikn @oprokenTiky oymyn pe mopaketapdin kot H1
AVTUGTOHVIKO (= Sipatvudpapivn 1 avaroyo) Oa mpénet va yopnyeital 30 éwg 60 Aentd, Tpv amd TV
évapén g éyyvong tov Riximyo. Emmpocheta, Bo npénet va yopnyeiton mpedvilovn, OTmG
vrodekvoetal otov [ivaka 1.

2UVIGTATOL TPOPVANEN LE ETOPKT EVUOATMGT KO YOP1YNOT PapUiK®V Katd TG ovptkng apbpitidag,
Eexvavtag 48 mpeg pv and v Evapén g Bepamneiag, otovg acbeveic ue XAA, yia vo, peiwbei o
Kivduvog Tov GLVOPOLOL ADoTG TOL OYKOoV. XTovg acbeveic pe XAA 6tovg 0moiovg o aplBuds tv
Aeppokvttdpov givar > 25 x 10° / 1 cuviotdrar va Aappavovv evéoeiepimg 100 mg
TpedvILOVN/TpedviLOAOVT] GE GUVTOLO YPOVIKO dtdoTnia TPy TNV £yyvon Riximyo, yio va peimdel to
TO0GOGTO Kol 1 coPapoTNTa TV 0EEIDV OVTIOPAGE®Y £YYLONG KOUT TO GUVOPOUO OTELELOEPOOTG
KUTOKIVOV.

Pevuoroeiong aplpitida, koxkiwudrwon ue rolvayyeiitioo (GPA) kou pixpookomikn moAvayyeiitioo,
(MPA) xou kovy wéugpryo

e aoBeveig pe pevparoedn apbpitida, GPA 1 MPA 1 PV, n mponmtikn ayoyr pe 100 mg
pneBvATPedVILOAOVTG evooPAEPing, Oa mpémel va oAokAnpavetat 30 Aentd tpv amd kébe Eyyvomn Tov
Riximyo mpokeyévon va petmbel 1 cuyvotnta kot 1 cofupdtnta TV oYETILOUEVOV IE TNV EyYVon
avtdpboeov (IRRs).

e evidkeg acleveic pe GPA 1 MPA, cuvietdrtal n evioeAéfia yoprynomn pebvinpedvilordvng yio 1
¢mg 3 nuépeg og doon tov 1.000 mg avd nuépa mpv amd v TpadTn £yyvon Tov Riximyo (1 tedevtaio
d0om g nebBvinpedviCorovng pumopel va xopnynOel v id1a nuépa pe v TPAOTN EyYVLON TOL
Riximyo). Katom 0o mpénet va axorovdel omd tov otopatog xoprynomn npedvilovng 1 mg/kgmuépa
(1 600m dev Ba mpémet va vepPaivel Ta 80 mg/Mmuépa, e oTASIOKT PEI®ON TNG SOCTG TO TAYVTEPO
duvatd pe Paon v KAvikn avdykn) Katd ) Sidpkelo Kot HETd Tov KOk o 4 gfdopddmv Bepameiog
emaymyng pue Riximyo.

e gvnlikeg Kon mondtotpikovs acheveic pe GPA /MPA kot o€ gvihikeg acBeveic pe PV cuvictdron
TPoPOAAEN amd mvevpovia and Pneumocystis jirovecii (PJP) xotd tn didpkela kat petd tn Oepaneio
ue Riximyo, avéAoyo pe T1g TOMIKES KAMVIKES KaTELOVVTINPLEC 00N YiEC.

e madratpikovg acBeveic pe GPA 1 MPA, mtpv and v tpdtn evooeréPia éyyvon Riximyo, 1
pnebvATpedviLoAovn Ba mpémetl va yopryeital evooAEPLa Yo TPELG NUEPTIOIEG OOCELS TV

30 mg/kg/mpépa (xopig va vrepPaivel to 1 gmuépa) yio tn Oepameio 1oV countOUdTOV Baptdg
ayyetitdag. Mmopovv va xopnyndodv Emg Kat Tpelg emimiéov nuepnoteg 06celg Tov 30 mg/kg
evooAEProc pebvAmpedviLoAdvng, Tpv amd TV TPpdTN £y)vomn Tov Riximyo.

Metd v oAokANpwon G evOoAEPLag xoprynong LeBvlompedviLolovng, ol madlaTpikol aoheveig
Oa mpémel va Aopfavouvv amd tov otopatoc npedviiovn 1 mg/kg/muépa (xwpig va vrepPaivouv ta
60 mg/mpépa) pe otadiokn| peimon tng 06ong 1o TovTepo duvatd pe Paon v KAwvikn avaykn (BA.
mopaypaeo S5.1).



Aocoloyia

Eivat onpoavtikd vo eAEyYovToL ol ETIKETES TOL POPUAKEVTIKOD TPOTOVTOG TPOKEUEVOL VOl
duopoiiotel 6TL yopnyeital otov acBevi TO0 KOTAAANAO oKeVAGHO, OTWOC £XEL GLUVTAYOYPUPNOEL.

Ilpogapuoyn e doong kard w digpkela e Oepomeioc

Agv cuvicT@vTal PEIDOELS TG d6om¢ Tov Riximyo. Otav to Riximyo yopnysitol 6€ cGuvovacud e
ynueobepaneio, o Tpémel va epoprolovTal TUTIKEG LEIMGELG TG SOOTG Y10 TO (TLEI0DEPATELTIK
QOPULOKEVTIKG TPOIOVTAL.

Mn-Hodgkin Aéugwuo (NHL)

Olwoec un-Hodgkin Asupamuo.

®epaneio GLVILAGHOD

H ocvvietdpevn d6on Riximyo o€ cuvdvaopo pe ynueobepaneia yio tn Oepaneio epoddov o pun
npobepamevpévoue acbeveic N oe aobeveig pe vrotpomialov/aviextikd olmoeg AEpupmua giva:
375 mg/m? em@avelog cOUTOC ava KOKAO, Yo uéxpt kot 8 kokAovg Bepaneiog.

To Riximyo 0a mpénet va yoprnyeitan tnv Huépa 1 kéBe kdxkAov ynueobepaneioc, Letd v
EVOOPAEPLO YOP1YNOT TOV YAVKOKOPTIKOELDOVG CLGTATIKOD TNG ynuelobepomeiog, av epapuoletal.

Bgpameio GLVTHPNONG

. Mn mpoBepamevpévo olmddeg AEUP®LLOL

H ocvvietduevn d6on Riximyo wov ypnoiponoteital og Oepomeio cuvimpnong o€ acbeveig ue un
npobepancvpévo olddec Aéppmpa o1 omoiot avtamokpifnkav otn Bepancio epddov eivar: 375 mg/m?
EMPAVELNG COUATOG P popd Kabe 2 pnveg (Eekvavtag 2 pives Petd amd v tedgutaio d0oT TG
Bepameiog epOO0L) £C TNV LIOTPOTT TS VOCOL 1 Y10 HEYIGTO dtaoTnpa 0vo etV (12 eyydoelg
GUVOMKA).

o Ynotpomalov/aviektikd olmdeg AEUPLLL

H ovvictodpevn 66on Riximyo mov ypnoyonoleitat wg Bepaneio cuvtripnong o€ acbeveig pe
avBexticd/ce vrotpomn ol{mdec Aéppmpa ot ooiol avtamokpidnkav ot Oepoameio epddov eivar:

375 mg/m? empdavelog copotog pio popd kébe 3 punveg (Eekvdvtog 3 unqveg Petd amd v tehevtaia
d0om ¢ Bepameiog epdOOV) £mG TNV LIOTPONN TNG VOGOL 1 Yo LEYLOTO S1AGTNLA OVO ETDV

(8 eyyvoeig cuvolid).

MovobBepaneio

Yrotpomalov/aviextikd olmoeg AP

H ocvvietdpevn d6om povobepameiog pe Riximyo mwov ypnotponolgitol og Oepomneio epddov oe
evihikes acBevelg pe otadiov HI-IV olmdeg Aéppmpa mov eivar avBektikol ot ynueobepaneio 1 Tov
givon ot dgdTepn N og emaxdAovON voTpon uetd T yNuetobepaneio eivar: 375 mg/m? eTPAVELOG
OMOUOTOG, YOPNYOVUEVT MG EVOOPAEPLA £yyvom pio opd TNV efdopdda yia Técoepic EfOOUADES.

IMo v eravainmtiky ayoyn aclevov oe povobepaneio pe Riximyo, ot omoiot avtamokpifnkay o
mponyovuevn povobepameia pe rituximab yio vrotpomidlov/aviektikd olddec AEppmpua, 1
CLVIGTMUEVN 800N givat: 375 mg/m? eMPAVELNG COUATOG, YOPNYOVLEVNG G EVOOPAEPIa yyvon uio
@opa Vv gfdopudda eni técoepic efdopdoeg (PAEne Tapdypapo 5.1).

Mpn-Hodgkin dicyvro Adupmua oro peydia B-xotrapa oe evilikes

To Riximyo 0a mpénel va ypnoonoteitor og cuvovacud pe ynueodepancio CHOP. H cuvietdpevn
d6om givar 375 mg/m? empavelog oduatog, xopnyovuevn v Huépa 1 kébe ynueiobepomevticon
KOKAOV, Yo 8 KOKAOLG, LETE TNV EVOOPAEPLA £yyuom TOL YAVKOKOPTIKOEWDOVG cuaTatikol tng CHOP.
H acpdlelo kot 1 amotelecpotikdTnTo TOL rituximab 6€ cuVOLAGHO e GALA yMUELOBEpaTELTUKCE
oynpota o€ dtdyvto NHL and peydro B-kdtTapa dev €gouv tekunplodet.



Xpovia AepgokutTaptkn Asvyoupio (XAA)

H ocvvietdpevn d6on tov Riximyo o€ cuvdvacpo pe ynuetobepamneio yio tn Oepameio pn
npobepancvpuévmy Kat o€ VTOTPOTH/avOeKTIKOV acOevdV givar 375 mg/m? ETQAVELNS COUOTOG
yopnyovuevn v Huépa 0 tov TpdTov ynuetodepamentikod kOkAov, 6t cuvéyelo 500 mg/m?
EMPAVELNG COUATOG Yopnyovuevn v Huépa 1 kdbe emarxdiovbov kdKAov yio 6 KOKAOVG cuvoitkd. H
ynueobeponeio Oa Tpénet va yopnyeital Hetd v Eyyvon tov Riximyo.

Pevparosidonc apbpitidoo

Oua tpémet va Tapéyetar 1 kapTo Tpogdonoinong achevadv 6tovg achevelg mov Aappdvouvy aywyn pe
to Riximyo pe ka0 £yyvon.

"Evag korkhog Oepaneiog pe Riximyo mepihapfaverl 0o evoopréPieg eyyvoeig tov 1.000 mg. H
cuviotdpevn 66on Tov Riximyo givatl 1.000 mg yopnyodpueva pe evéopAéPia £yyvomn akorovBovpeva
amo pio 6gvtepT evooPAEPLa yyvon 1.000 mg 600 efdouddeg apydTepa.

H avéykn yuo tepartépo kokhovg Oepaneiog Ba mpénet va agroloyeiton 24 gfdopddes petd tov
TPONYOOUEVO KUKAO. Oa Ttpémel va yopnyn0el mepartépm Bepameio €6V 1] VTOASIULATIKY EVEPYOTNTA
NG VOGOV TOPAUEVEL, CAAMG 1 ETOVAANTTIKT aymyn o Tpémel vo KoBuoTEPNOEL EDC OTOV EMGTPEYEL
N evepyoTNTO TNG VOGOUL.

AwBéoipa oTotyEl0 VTOOMADVOVY OTL 1] KAMVIKT aVTATOKPLIoN EXLTVYYXAvVETOL cuVNOmG péca oe 16 —
24 gfdopdodeg Tov apyikod kokAov Oepaneiag. H cuvéyion tng Oepaneiag o mpénet va enaveéetaotel
TPooeKTIKA o€ acBeveig, ol omoiot dev epupaviCovv Evoelgn Bepamevtikod 0PEAoVG EVTOG AVTNG TNG
YPOVIKNG TEPLOSOVL.

Kokrxioudzwon ue morvayystinida (GPA) kou pikpookorixn moivayyetitida (MPA)

Ot acBeveic Tov akorlovbovv Bepaneia pe Riximyo mpénet va Adfouvv v Kapta g160m0inoNg
acBevoug og Kabe Eyyvon.

Eraywyn s veeong oc evijlixeg

H ocvvietdpevn d6om tov Riximyo mg Oepaneia enaymync g vepeong yio T Bepomeio evniikwov
acbevodv pe GPA kot MPA givor 375 mg/m? empavelag cOUATOG, YopNyoUUEV G EVOOQAEPLO
£yyvon pio eopd v efdopdoa yio 4 gfdopddec (T€coeplg £YYOGE GUVOAIKA).

Ocpameio oOVTHPNONG € EVIAIKES
Metd v emaywyn T veeong pe To Riximyo, 1 Ogpaneio cuvtipnong os evilikeg aoBeveic pe GPA
kot MPA Qo mtpémet va Eekivd oy vopitepa amd 16 efdopddeg petd v tekevtaio £yyvon rituximab.

Metd v enaymyn e Veeong ne dAlo Koblepmpéva avocoKaTacTaATIKd, 1 Bepaneio cLVTIPNONG e
Riximyo Oa wpémel va Eekivael katd T dldpKeLo TG TEPLOG0L TV 4 gfdoUadmV Tov akoAovOel TV
Veeon TG vOGov.

To Riximyo 0a mpénel va yopryeitar oe d0o evdopAEPiec d6celc tv 500 mg, e PLecoddoTne dVO
gfdoudowmv, akorovbovpeveg oTn cuvEXELD amd VOoPAEPLa Eyyvor 500 mg kdbe 6 punveg. Ot acbeveig
0o mpémel va AopPavovy o Riximyo yia tovAdyiotov 24 pfveg petd tnv enitevén g Veeong
(amovoio KAMvik®V onueiov kot coprtoudtonv). ['a toug acbeveic mov evogyetatl va dtatpéyouvy
UEYOADTEPO KiVOUVO VITOTPOTNC, Ot YoTpoi Ba mpémet vo e&eTalovy po peyolutepn ddpKeta
Oepaneiog cuvtnpnong pe Riximyo, péypt 5 étn.

Kown wéuprya (Pemphigus vulgaris, PV)

O1 aoBeveic mov axolovBolv Bepaneio pe Riximyo npémet va Aapfdavovy v kapta g1doroinong
aoBevoig og kdBe Eyyvon.



H ocuvictdpevn 66om tov Riximyo ya ) Ogpaneia e PV givar 1000 mg, yopnyodpevn g
evOoAEPLa Eyyvom, akolovBovpevr, dvo efdoudoeg apydtepa, amd o devtepn d6on 1000 mg
YOPNYOVUEVN (OC EVOOPAEPLO EyyvoM, 68 GLVOLACUO UE GTAOLNKE LELOVIEVT] 0OGT] YAVKOKOPTIKOEIOMV.

Ocparmeia oovinpnong
Mua, €yyvon cvvtipnong 500 mg evdoprePing Oa mpémet vo yopnyeitor Tovg unveg 12 kot 18 kot 6t
cuvéyeln Kabe 6 pveg, edv kpivetol avaykaio, faoel KAViKNg a&loAdynong.

Ocparmeio TS VEOTPOTHS

Y mepinton vroTponNg, ol acbeveic umopotv va Adfovv 1000 mg evdoprefimg. O ndpoyog
vyelovokng mepiBaiyng Ba wpémnetl emiong va eEetdoet TNy emavévapén N v avénon g d6ong
YAVKOKOPTIKOEIOOVG TOL 0i60evovs, Bacel KAVIKNG a&loAdynong.

Ot embdpeveg eyyOOEIG UTOPOLY Va, xopnynBovv, oyt vopitepa and 16 efdondadeg petd tnv
TPOTYOVLLEVT] £YXVLOT).

Eidikoi wlnBvouoi

THoudiopixog minBoouog

Mn-Hodgkin Aéupwuo (NHL)

e maudlatpikovg acbeveic nAikiog 6 uvodv £mc Myotepo amd 18 et@v pe un tpobepamevpévo,
wpoywpnuévovu otadiov pe CD20 Betiké DLBCL/BL/BAL/BLL, to Riximyo 0o npénet va
YPNOLOTOLEITAL GE GLVIVLAGUO [LE cLoTNUATIKY Ynpeodepansio Lymphome Malin B (LMB) (BAéne
IMivaxeg 1 ka1 2). H ouvictdpevn d6on tov Riximyo givatl 375mg/m? emipdveiag cmdpotog,
YOPMYOVUEV G EVOOPAEPLO Eyyvom. AV ATALTOVVTAL TPOCUPUOYES TNG 600G ToL Riximyo, exToC
Ao TNV TPOCAPLOYY| KUTA TNV EMPAVELN cdpatog (BSA).

H aocpdAeio kon 1 amotedecpotikdtnto Tov Riximyo og mandiatpikovg acheveic niikiog 6 unvov £mg
Ayotepo amd 18 etmv dev £xel tekunplmbei oe gvdeilelc mépa and 1o un npobepamevpévo,
mpoywpnuévov otadiov pe CD20 Betiké DLBCL/BL/BAL/BLL. Mévo meplopiopéva dedopéva givat
dwbéotpa yo acbeveic nAtkiog pwikpotepng Tov 3 etdv. BAéme moapdypago 5.1 yio tepattépm

TANPOQOpiES.

To Riximyo dev mpémel va yopnyeiton 6€ Toudlatpikovg achevels amd m yévvnon €mg v nAkio Tov
6 unvav pe dudyvto Aépeopo amd peydia B-kottopa pe Oeticd CD20 (PAéne [Tapdypapo 5.1)

Mivaxog 1 Aocoloyia yopiynong rituximab og wordroTpikovg aceveic yio NHL

Kvkiog Hpépa Oepanciog Agntopépereg Xopnynong

Ewayoyum Ag yopnyeiton rituximab -

Oepaneio (COP)

Oepameio epodov 1 | Huépa -2

(COPDAM1) (avtiotoryei oty Huépa | Katd ) didpketa g Bepanciog epodov 1, n
6 NG ELCAYWOYIKNG mpedviLovn yopnyeitol g LEPOG TOL
Oepomeiog) ANUE0OEPUTEVTIKOV KOKAOL Ko B0 TpEmeL va
1" éyyvon rituximab Yopmnysital Tptv amd To rituximab.
Hpépa 1
2" &yyvon rituximab To Rituximab Oa yopnysiton 48 dpec petd v

TPAOTN £yYLON TOV rituximab.




Kvkiog Hpépa Oepanciog Agntopépereg Xopnynong
O¢pamneio epdoov 2 | Huépa -2
(COPDAM2) 31 gyyvon rituximab 21 Oepameio epddov 2, n Tpedvildvn de yopnyeitan
TN OTIYUN NG YOpNYyNoNg rituximab.
Huépa 1
4n &yyvon rituximab To Rituximab Oa yopnysiton 48 dpec petd v
Tpitn Eyyvon Tov rituximab.
O¢pameio Huépa 1
gdpaimong 1 51 éyyvon rituximab H mtpedvilovn O yopmyeiton Tn oTIyun g
(CYM/CYVE) yopnynong rituximab.
O¢pameio Huépa 1
€dpatmong 2 6" &yyvon rituximab H mtpedvilovn dg yopmyeitor ) otryun g
(CYM/CYVE) yopnynong rituximab.
O¢pameio Huépa 25 éwg 28 g
cuvtrpnong 1 Oepamneiog edporwong 2 Eekvdel 0tov 0 aplipds TV TEPLUPEPTKAOV
M1) (CYVE) KUTTAP®V £Y0ovV emavELDEL amod TtV Bepameio
Ag yopnyeitor rituximab | edpaimong 2 (CYVE) pe ANC> 1.0 x 10%/1 ko
aupometdiio > 100 x 1091
O¢pameio Hpépa 28 tng Bepaneiog | -
cuvtnpnong 2 cuvtypnong 1 (M1)
M2) Ag yopnyeiton rituximab

ANC = Anoivtog ApBpog Ovdetepopilav; COP = Kvkhopwopapidn, Bivkpiotivn, IIpedvilovn; COPDAM =
Kvurkhopwoepapion, Bwvkpiotivn, Ipedvilodovn, Ao&opovfikivn, MebBotpe&dtn; CYM = CYtarabine (Aracytine,
Ara-C), MeBotpeEdrn; CYVE = CYtarabine (Aracytine, Ara-C), VEposide (VP16)

IMivaxog 2 Yyéonwo Oepameiag Yo mordtaTpikovg acleveic pe NHL: Tavtoypovn
ynueodepomeio pe rituximab
OepanevTiKd | XTodlomoinon acdevav AgmTopépELES YOPNYNONG
TAGVO
Oudoa B Ytadiov I pe vynio eninedo LDH (> | Ewoayoywn Oepameio akoiovbovpevn amod
N x 2), 4 O¢eponeiec:
>tadiov IV KNX apvntikol 2 Bepoaneieg epddov (COPADM) pe
HDMTX 3g/m?«xon 2 Ogpancieg edpaimong
(CYM)
Opéwoa C Opéoa Cl: Ewoayoywm Bepaneio akorovbovpevn amod
BAL KNZX apvnrtikoi, Xtadiov IV & 6 O¢gpameiec:
BAL KNZX Ogticoi kot ENY apvnrikoi | 2 Oepameieg epddov (COPADM) pe
Opéoa C3: HDMTX 8g/m?, 2 Bepaneieg edpaimong
BAL ENY 6etikoi, Ztadiov IV ENY (CYVE) ko 2 Bgpamneieg cuvtipnong (M1
feTucol Kot M2)

O1 dadoykég Bepameieg Oa TPEMEL v yopNyouvTOL LOAS ETAVELDOLV O1 LETPNGELS OHLATOG KO 1|
KATAoTOOT TOV 060eVo0g TO EMTPEREL, EKTOC 0o TIC Bepaneiec Guvtipnong Tov divovtal o€
Sdwotpato 28 nuepev

BAL = Agvyowuio Burkitt (o&gia Asvyoupio omd opua B-kdttapa); ENY = Eykepalovotioio vypd; KN =
Kevtpd Nevpkd Zootpo; HDMTX = Mebotpe&atn vynang 66ong; LDH = T'oAaktikh apudpoyovaon

Koxxioudrwaon pe molvayyeiitido. (GPA) xou puxpookomixiy molvayygiitido. (MPA)

Erayoyn e dpeons

H ocvvietdpevn d6om Tov Riximyo yo ) Oepameio enaymyng g 0peong o€ TadloTpikovs acbeveig
ue cofapn, evepyd GPA 1 MPA civau 375 mg/m? empdavelog oopotog (BSA), yopnyoduevn og o
evooQAEPLa Eyyvom, pia eopd v efdoudda yio 4 efdopddec.




H aopdAeio kon 1 amotelecpotikotnto Tov Riximyo g mondiatpikovg acteveic niikiog 2 £mg
Aydtepo amod 18 etmv dev £xel tekpunpuwbet oe evdeilelg mépav tng coPapng, evepyod GPA 1 MPA.
To Riximyo dev mpémel va YpMOLLOTOLELTAL OE TASIOTPIKOVS 0oBeveic nhkiog pukpdtepnc TV 2 €TV
ue coPapn, evepydo GPA 1 MPA, kafd¢ vdpyet mhovotnTo aveTapKong avOGOAOYIKNG OvTIOpaoTS
o€ gUPOAOGHOVG, KOTA TNV TOOIKT NAKIK, EVOVTL GUYVAOV, TALOIK®Y VOGOV IOV UTOPOHV Vol
TPOANPOOVV pe epPforta (T.y. thapd, mapotitido, epudpd Kot ToAlopveritidn) (PAEne Tapdypapo 5.1).

Himawuévor
Agv amarteital Tpooappoyn g d0omng og acheveic nAking 65 1OV Kol AVE.

Tpomog yoprynong

Olec o1 evosiéeic

To Riximyo wpoopiletar yio evoopréPia xpnon. To mapackevacHév didAvpo Riximyo Oa tpénet va
yopnyeitanr mg evOoQAEPLa £yYLOT LECH YPOAUUNG TTOL TPOOPILETAL AMOKAEIGTIKA Y100 TO GKOTH QLTO.
Agv Ba wpémel va yopnyeitan g tayeio (push i bolus) evéoeAéfia £yyvon.

Ot acBeveic Bo Tpémet vo TapakoAovBoVVTOL GTEVA Y10l TV ELEAVIOT) GLVOPOLOV ATEAEVOEPDONG
Kuttokvav (PAETe Tapdypao 4.4). H éyyvon Ba mpémel va S1aKOnTETOL OUECHS GE AOOEVEIG TOV
avamtiooovy evieitelg coPapdv avtidpacewmy Kot Wiaitepa coPapn dvorvola, fpoyydcTaco 1
vro&ia. AcBeveic pe NHL Ba mpémet katomy va a&loloyodvron yio evdeilelg cuvopopov Acemg OYKov
GUUTEPIAOUPBAVOLEVOY KATAAANA®V EPYUCTNPIOKOV SOKILAGLOY KOl OKTIVOYpapiag Bmpoka yio
TVELUOVIKT] SmMONoT. e 6Aovg Tovg acbeveig 1 £yyvomn dev Bo pémel va Eekiviael ek vEOL g OTOV
VIapEEL TANPNG ATOSPOUT OA®Y TOV CUUTTOUATOV KOl OTOKATAGTACT TOV EPYUCTNPLOKMV TILMV Kol
TOV EVPNUATOV TNG aKTvoYpapiag Bdpaka. Xe avtd To onueio, 1 £yyvon umopel apyKds vo
Eexvnoel Kat AL, oA pe puBpd Eyyvong 0yt LeyaAbtepo amd To [ed g mponyovuevne. Edv
TOPOVGIAGTOVV Ot 1d1EG coPapég avemBOUNTES EVEPYELES Y10 OEVTEPT POPQ, 1] ATOPACT] Y10, TOV
tepuationd g Oepaneiog O npémel va extiun et coPfapd Kot TepinTmon.

O fmieg 1 pétpieg oyetilopeveg pe v €yyvon avtdpacelg (IRR) (mapdypagog 4.8) avtamokpivovtal
ocuvnbomg ot peimon Tov puOUov Eyyvongc. O puBuds £yyvong propei va avénbei pe ™ Pertioon twv
GUUTTOUATOV.

Aéupwuo un-Hodgkin evylixwv, ypovio Asupokvtropixn Asvyaiuio, pevpatogions appitida, Koy
TEUQPLya, Kokklwuatwon ue molvoyyeiitioo, (GPA) evniikwv kai waidiatpikav aolevav kat
Hkpookomixy wolvayyetitioo, (MPA)

O ocvvioTdpEVOg apytKog puBrdg Yo TNV €yxvon etvor 50 mg/dpa. Metd and ta npdta 30 Aentd, o
pLOudC pmopel va kKhMpokmBel pe tpocavénoelc twv 50 mg/dpa kdbe 30 Aemtd, pLéypl TV LEYIGTO

pLOUO TV 400 mg/mpa.

Erousvsc eyyboeic

H éyyvon tov endpevov d6cewv Tov Riximyo propet va, yopnyn0el pe apyucod pvbud 100 mg/mdpa, kot
0 puBudg pmopei va avénbei otadiaxd kotd 100 mg/mpa oe dwwotpate Towv 30 AenTOV, £0G TO
uéyioto towv 400 mg/mpa.

Mn-Hodgkin Aéupwuo — moudioazpixol acbeveic

llpwn éyyvon

O ocwVIeT®WEVOG apyLKOG pLOUOG Yo TNV Eyyvon givan 0,5 mg/kg/dpa (Léyioto 50 mg/dpa)’ umopei va
Kapokmbel katd 0,5 mg/kg/opa kébe 30 Aemtd, edv dev vdpyovy avTIdPAGELS VIepevalcinaiag N
oYeTILONEVES e TNV £YYLON OVTIOPAGELS, HEYPL TOV HEYIoTO pLOS TV 400 mg/dpa.



Ernousvec eyyvoeic

H éyyvon tov endpevov d6cewv Tov Riximyo pmopet va xopnynOel pe apyikod pvbud 1 mg/kg/mpa
(péyroto 50 mg/dpa)’ o puBudg pmopei va avénbei kotd 1 mg/kg/mpa kabe 30 Aemtd, Emg o péyioto
twv 400 mg/mpa.

Evilior aobOeveic - Mn-Hodgkin Aéupwua (NHL) kot Xpovia Asuporvtropiki Asvyoauio (XAA) uovo.

Edv o1 acBeveig dev eppdvicay oyetilopevn e v €yyvon avembountn evépysio Babpoo 3 1 4 xatd
) ddpkela tov Kokhov 1, umopet va yopnynOei £yyvon 90 Aentov otov Kokho 2 pe oyfua
ynueobepomeiog TOv TEPIEYEL YAVKOKOPTIKOELDN. ZEKIVIOTE P T0G06TO 20% TNG GVVOAIKNG dOGNG
oL yopnyeitan ota mpdTa 30 Aemtd kat To vroowro 80% tng cuvolikng doong Ba mpémet va
yopnynOet evidc twv enduevav 60 Aentdv. Eav n éyyvon 90 Aertov givor avektr otov Kvkho 2, o
010G puOUdS pmopel va ypnotpomomBel kaTd T YOpNYNOT TOV VITOAOITOL TOL GYNUATOC Depameiog
(amo6 tov Kdkho 6 1 8).

Ot acBeveig pe KAVIKA onpovTiKn Kopdloyyelokn voco, cupreptlapufavopévoy Tov appuduidy, 1 tov
TPONYOOUEVOV GOPap®dY avVTIOPACE®MY GTNV £YYLOT G€ OTOLNONTOTE TPOYoLLEVT PloAoyikn Bepameio
N ot prrov&aunn, dev Ba Tpémel va Aopufavouv v ToybTepTn £YXLOT.

Pevuarosiong aplpitioo,
EvoAloktikd emopevo, ToydTeEPO YN £YYVONG

Edv o1 acBeveic dev eppavicay coPapr oyetilopevn Ue Ty £YXvom avTidpaot e TNV TPAOTN 1 TG
emopeveg eyyvoelg 60ong Riximyo 1.000 mg wov yopnynOnke oe TumIKO oYU £YXVONG, LTOPEL VA
yopnyNnOel TayvTEPN EyYVoN Yo TN SEVTEPT KO TIG EMOUEVEG EYYVGELS YPTCULOTOIDOVTOS TNV 1O
CLYKEVTPMGN UE TIG TTPON YOO UEVEC £YYVoeLS (4 mg/ml og 6yKko 250 ml). Eckiviote pe puOud

250 mg/dpa yio ta tpmdta 30 Aemtd ko ot cvvéyela ota 600 mg/dpa yia ta exdueva 90 Aemtd. Eqv
M ToOTEPT £YXLOT EIVOL OVEKTT, TO CUYKEKPIUEVO GYNLLA £YXVOTG UITOPEl va xpnoipomomBel Kotd ™
YOPNYNON TOV EMOUEVOV EYYVCEWDV.

Ot acBeveig pe KAVIKA GMIOVTIKT KOPOLOYYELNKT VOGO, GCUUTEPIAOUPAVOUEVOVY TOV appLllidyY, | TOV
TPOTYOVLEV®V GOPap®V avIOPACEMY GTNV £YXVOT| GE OTOLONTOTE TPOTYoU eV Proloykn Oepameio
N ot prrov&aunn, oev Oa Tpémel va Aoufdavouv v Toybtepn £yyvon.

4.3 Avrevositeg

YrepevaicOnoio 6tn dpactiki ovcia, o TPOTEIVES LVOC 1| GE KATOL0 amd To EKO0Y0 TOV AVOPEPOVTOL
otV mopdypago 6.1.

Evepyég, coPapéc Aowméelg (BA. mapdypapo 4.4).

Aocbevelg og cofapn KOTAGTAGT (VOGOKATOGTOANG.

YoBapn kapdiakn averdpkelon (otadiov IV katd New York Heart Association ) 1 cofapn, un
gleyyoOLEV KOpOloKT VOGOG LOVO Y10, TH YPNON O PELUATOEWDN apBpiTida, KOKKIOUATOGOT e
TOAVAYYEUTION, LUKPOGKOTIKY TOAVAYYEUTION Kot Kotvh TEUQLYa (PA. mapdypoeo 4.4 avagopikd pe
GAAEC KAPOLHYYELOKES VOGOUG).

4.4 E101kég TpogtdomomoeLs Kot Tpo@uAdtels Katd tn ypnon

Iyynloowotnto

ITpoxeévov va, BeATimBel 1 tyvnAOGILOTNTA TV BLOAOYIKOV QOPLOKEVLTIKOV TPOTOVT®V, TO OVOLLO
Ko 0 aplOUog TOPTIOAG TOL YOPTYOVLUEVOD PAPUAKOVL TPETEL VO KATAYPAPETUL LLE CAPTVELQ.
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IIpoiovoa moiveotiokn AsvkogykeporomdOsio (TITTA)

e 6Aovg ToVG aobevels, ol omoiot vrofdiriovtal og Bepameia yia pevpatostdn apbpitida, GPA, MPA
N PV ue Riximyo 0o mpémel va Toug mapéyetar 1 Kapta tpogdonoinong acevav pe kdbe éyyvon. H
KépTo TPoedomoinong TEPIAAUPAVEL OTLOVTIKEG TANPOPOPIES ACPALELNG Y10 TOVG acOeVEiQ
avapopKa e Tov mavd avénuévo kivovvo Aotudéewv copmeptiopfavopuévng kot e [ITA.

"Exovv avagepbei modd ondvieg mepumtdoelg Bovatneopog IITA kotémy ypriong tov rituximab yio
Bepameio TG peupatogdovs apbpitidog Kol TV AVTOAVOS®Y VOGMV [GUUTEPIAAULPBOVOLEVOL TOV
Yvomuoatikod Epvnuoatmoovng Adkov (XEA) kot g ayyetitidag] Kot Katd tn ypfon Tov rituximab
petd v kukAopopia 6 NHL kow XAA (6mov 1 mhetoymoia Tov acbevav Eafav rituximab g
ouvdvao o Le ynpetoBepameia 1 WG HEPOG HETAUOCYEVLONG OPYEYOVOV OULOTOMTIKMV KVTTAp®V). Ot
aoBeveic Oo mpémel va TapakoAovBovVToL 0 TAKTA SIUCTALOTA Yio KAOE vEQ 1) emdEVOUEVHL
VEVPOAOYIKE GupmTOpaTe 1} onueio wov puropel va vwodnAdvovy IIIIA. Edv vrdpyet vidvoa IIIIA,
Oo mpémel va drakonel dpeca n TEpaTEP® Yoprynomn uéxpt va amoxieictel n IIIA. O yiatpdg Ha
TpENEL v aEL0A0YNoEL TOV aobevn dote va kabopicet €dv Ta cupmTdpaTe Elvol EVOEIKTIKA
VEVPOAOYIKTG OVGAELTOVPYING KOL EAV AVTO 1GYVEL, GV 0vTa givar mhavdv va vrodnimvouv IITA. H
cuppovin Nevporoyov Ba mpémet va Bewpeitar wg KAVIKA Evoederyuévn.

Edv vapyovv apgipoiries, Oa mpénel va yivovral tepartépm egetdoelg, petald Tmv onoimv
TEPLOUPAVOVTOL 1] LOYVNTIKTY TOMOYPOPio KaTd TpoTipnomn e avtifeon, n e€tacn eyKeQUAOVOTIOIOD
vypo¥ (ENY) yio DNA tov 100 JC k08¢ Kot 1000)1kéG VEVPOLOYIKES EKTILNOELC.

O ywatpog Oo Tpémet va gival Ge moypOTVIOT Y10, GUUTTAOUOTO TTOL VITOdNAGVoLY TTITA, Ta omoia o
acfevig mBOVOV Vo UV TapatnpNoEL (TT.Y. YVOOL0K(H, VEDPOAOYIKA 1| WuylaTpikd cvurtopata). Ot
acBeveic B mpémel va GUUPOVAELOVTAL VA EVIILEPDVOVY TOVG GLVTPOPOLG 1] GLYYEVEIS TOVG GYETIKE
pe tn Bepameio Tovg, APOL PUTOPEL VL TOPATNPNGOVY GUUTTMOTE TO 0Toie 0 aoBevig dev Yvopilet.

Edv o acBevnc eppavicet [I1A, to Riximyo npénet va dakdémteTon opiotikd. Katodmy enavagopdg
TOV (LVOGOTOINTIKOV GUGTHLITOG GE 0lvOCoOKOTESTAAUEVOLS aeBeveic e TITA, Exel mapoatnpnOei
otabepomoinomn N Pertiopévn éxPaon. [apapével ayvooto eav 1 Tpotun aviyvevon g IITA ko
dwokomn g Bepaneiog pe to rituximab eivat TBavo va 0dnynoel e otabepomoinon 1 o€ PerTiopévn
éxBoaon.

Kaporaréc diatapayéc

e acbeveic mov akoAovONGOV aywyn pe rituximab &xovv mapovolactel otnOaYYN, Kapdlakeg
appubuiec, OTMC KOATIKOS TTEPVYIGUOC KO LOPUOPVYT], KOPSIOKT OVETAPKELD, KOUT EUQPOYLLO TOV
pvoxopdiov. Eropévmg, ot acBeveig pe 16T0pkd kapdromddeiag Kovn kopdloto&ikn ynuetoepaneio
TPEMEL va. TapakoAovBovvTal oteva (PA. avtidpdoelg mov oyetiovtal e TV £yVon, ToPUKAT).

Aowawleic

Me Bdon to unyaviopud dpdong tov rituximab kot yvopilovrag 6t to, B-kuttopa nailovv évav
OTUOVTIKO pOAO GTN SLUTHPNGCT TNG PUGIOAOYIKNG OVOGOAOYIKNG ATOKPIoTG, Ol acbevelg evoéyetal va
dwaTpéyovv avénpévo kivouvo poAvveong petd tn Bepaneia pe rituximab (BA. Tapdypago 5.1). ZoPapég
AOOEELS, cupmEPAQUPBaVOUEVOV TV BovatTneOp®V, propel va cuuBolv Katd 1 SIipKELD TNG
Oepamneiog pe rituximab (BA. mapdypaeo 4.8). To Riximyo dev Oo mpémel va yopnyeitan o acbeveig e
evepyod, cofapn Aoipmén (y. eupatioon, onyorpio Kot eukaplakes AOUOEELS, PA. Tapdypapo 4.3) 1
Bapid avocokateoTarpévoug acbeveig (my. 6tav to enineda Twv CD4 11 CD8 givatl moAd yaunid). Ot
ywtpoti B Tpémel va eivan ToAD mpocektikol otav e€gtalov T ypnon Tov Riximyo o€ acbeveig pe
1OTOPIKO VTOTPOTIALOVODV 1 YPOVIOV AOUDEEDY 1 TPOVTOPYOVGHOV KOTAGTAGE®DY Ol OTOIEC UTOPET
va Tpodiafétovy mepattépm tovg acbeveic o Papid Aoipmén m.y. vroyappaceapvorpio (BA.
mapdypaeo 4.8). Xvviotdror va kabopilovtar ta emnineda tng avocosealpiving mpv v Evapén g
Oepaneiog pe Riximyo.
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Acbeveig o1 omoiol avaeEPovY GNUEIN Kot CUUTTOROTO AoTUENg petd T Oepaneio e Riximyo Oa
TPENEL vaL 0EL0A0YOVVTOL EYKAIp®G Kot va AapBdvouy v KatdAAnAn aymyn. [lpwv o0&l vag
emakoOAov00¢ KOKAOG Bepamneiag e Riximyo, ot acBeveig Ba mpémnel va emava&loAoyovvtot Yo Kade
mOavo kivouvo AomEewmv.

I'a mAnpogopiec GYETIKA UE TNV TPOT0Voa TOAVESTIOKT AevkogykepatomaOsia (ITIIA) avatpélre
oty evotnta [IA mopandve.

"Exovv avagepbel TepImtdoelg EVIEPOTIKNG UNVIYYOEYKEPUAITIONG CLUUTEPIAAUPOVOUEVDY
BavaTneopmV TEPIOTATIKMV, LETA TN YPNON TOV rituximab.

Nownéeic nratitidoc B

"Exovv avaeepBel mepiotatid enavevepyonoinong nratitidoc B, og acBeveic mov AduPavay Riximyo,
ocvuneptropfavopévev kat ekeivav pe Bavateopo ékPacn. H mieioynoeio avtdv tov acbevov
extéOnkav eniong o€ kutTapotoéikn Bepaneio. [leplopiopéveg minpopopieg omd pio perétn acbevov
o€ vrotpomh/avlektikdv pe XAA vrodeikvioovy 6t Bepaneia pe rituximab mbavov va emdevodoet
TO OTOTELECUA TOV KUPIOV AoudEemy omd nrotitida B.

O éheyyog Yo Tov 16 T Nratitdog B (HBV) Ba npénet va die&dyetan oe 6Aovg toug acheveic mpv
v évapén g ayoyng pe Riximyo. Avtog 8o mpénet va copmeptAopBével TOLAAYLIGTOV aviyvevon
HBsAg kot aviyvevon HBcAb. O éheyyog umopei va copmepthapufavetl kot GAAOVE KATAAANAOVG
delkteg oOpupva pe Tig Tomkég katevBuvinpieg odnylec. Ot acBevelg pe evepyd nratitida B dev Oa
nmpémel va Aapfavouv aymyn pe Riximyo. Ot opoAoyikd Betikol acBeveig (gite yio HBsAg gite v
HBcADb) 0a npémel va coppoviedovial e181ko0¢ NTOTOAOYOVG TPV omtd TNV Evapén ¢ oy@yng Kot 0o
TPETEL VAL TAPOKOAOVOOVVTAL KOl VO AVTILETOTILOVTOL COUP®VO UE TO TOTK( 10TPIKE TPOTVTO, DOTE
va Tpoiapfaveral ) emavevepyonoinon g nratitidog B.

Yevdmg apvnTikdc oporoyikdc Eleyyoc AoudEemv

AOY® TOVL KvdOVOU YeLddg apvnTIKoD 0poroyikol eAEYyov Aotudéemv, Ba tpénel va eEetdlovtan
EVOALOKTIKA S10ryVOOTIKG pYUAEiD O TEPMTMOELS AGHEVOV TOV TOPOLGIALOVY CUUTTOUATO
EVOEIKTIKG O6TTAVIOG AOIUMO0VG VOGOV Y. 100 ToL AuTikov Neilov Kot VEVPOUTOPPEAIDOTG.

Aepuotikéc avtidpaoels

"Exovv avaeepbei coPfapic deploTikég avTidpacelS, OTmG eivat 1) TOEIKT EMOEPUIKT VEKPOAVGN
(ovvdpopo Lyell) kot to chvdpopo Stevens-Johnson, opiopéveg ek TV omoiwv iyov Bavatneopo
éxBaon (BA. mapdypago 4.8). Xe mepintwon LEAVIONS TETO0V GUUPAVTOG, TOL EVOEYOUEVMS
oyetileton pe to rituximab, 1 Beponeio O Tpémel va drakomel oploTIKA.

Mn-Hodgkin Aépompa kot ypbvio AEUQOKLTTAPIKT AEVyaipic

2xeTI{OUEVES e TNV EYYVOT AVTIOPATEIS

To Riximyo oyetileton pe oyetilOpeVES Le TNV EYYLON AVTIOPACELS, Ol OTTOIEC EVOEXETAL VO, oYETI{OVTOL
LE TNV AmEAELOEPOOT) KLTTOPOKIVAOV KA/ GAADV MKV dlapecorafntmv. To cuvopouo
amEAELOEPOONG KVTTAPOKIVAV EVOEYETOL VO LNV O1OKPIVETOL KALVIKG, ot TG 0&gieg avTIdpdoelg
vrepevaicinciog.

To ouyKekpILEVO GUVOLO AVTIOPAGE®V, TO 0010 TEPIAULPAVEL TO CVUVOPOLO amEAELOEPMONG
KUTTOPOKIV®V, TO GOVOPOLO ADGNG TOL OYKOV, TIG AVAPUANKTIKEG OVTIOPAGELG KOl TIC OVTIOPAGELS
vrepevacinciog TEPYPAPETOL GTI GLVEXELD.

"Exovv avaeepbei coPapic oxetilopeveg pe tnv £yyvomn avtidpacelg pe Bovatneopo Ekfacr katd
OLIPKELD TNG LETEYKPLTIKNG XPNONG TOV GKELVACUATOG EVOOPAEPLOG YopNynong Tov Riximyo, pe Evapén
N omoia Kvpaivetor petald 30 AenTdV £0¢ 2 0p®OV HETA Ao TNV £vapén TG TPATNG EVOOPAEPLG
€yyvong tov Riximyo. Ot avtdpdocelg avtég yapaktpilovtay amd mvevpovikd cOUPAATo Kol 6
OPIOUEVEC TEPITTAOGELG TTEPLELAUPOAVOY TNV TO)ELD ADGT TOL OYKOV KOl YOPAKTNPIOTIKAE TOV GUVIPOUOD
ADONG TOV OYKOV, EMITALOV TOV TVPETOV, TOV PLYDV, TNG LIOTACNGS, TG KVIO®GONE, TOL
O0YYELO0ONUOTOC KOl TV AAL®V cuuntoudtov (BA. Tapdypago 4.8).

12



To coPapd cOvdpopo amekevBépwong Kuttapokvav yapaktnpiletol and cofapn dvomvola, Guyva
ouvodevopevn amd Bpoyydomacio Kot vro&ia oe cuvOLAGUS LE TVPETH, PpiKia, piyr, KvId®on Kot
ayyelo0idnua. Avtd To cOVOPOLO UITOPEL Vo oETICETOL e LEPTKA YAPUKTIPIGTIKG TOV GLVOPOLOV
ADGEMG OYKOV 0TS LIEPOLPLYULLLi, VTTEpKaALaIpia, VTacBeoToia, VIepe®cPatatpio, o&gin
VEQPIKT AVETAPKELN, QVENUEVT] TIUN YOAUKTIKNG apudpoyovdong (LDH), kabdg kot pe oeia
OVOTVELOTIKY avemapkela kot 0avoto. H ofeia avamvevotikn averdpkelo urtopel va cuvodeheTol amod
cupupdpata, 6T®G S1GUEST] TVEVUOVIKT d1Bnon 1 oldnua, epeavh oty aktvoypoeio Odpaka. To
oLVOPOUO GLYVE EKONADVETOL péca o€ pia 1) dV0 dpeg amd Vv Evapén g TpdTNg €yyvonc. Ot
000eVEIC |LE 10TOPIKO TVEVLOVIKNG OVETAPKELOG N e OON G TOL TvehoVa amd YKo TOUVOV va.
avTpeTOmiovy avénuévo Kivouvo averapkovg AmoTEAEGIOTOC Kol TPETEL VO OVTILETOTILOVTOL PE

avénpévn Tpocoyn.

H éyyvon npénel va dokdntetol apéonc o€ acbeveic mov avanticcovy cofapd chvopopo
anedevfépwong kuttapokvav (BAEne Tapdypago 4.2) kot TpEnet va, yopnyeital emfetikn
countopatiky Oepaneio. Eneidn n apykn Pertioon tov KAviKdv countopdtov propel va
akolovOnbei amd emdeivmon, ot acheveic avtoi Tpémel va TapakoiovBodviol oTevd, uéypt T0
GLVOPOLO ADGEMG OYKOL Kot 1) TVELUOVIKT 01101 om va £xovv amodpdpuet 1| anokieicel. Metd tnv
AN PN VPECT] TV GNUEI®V Kol CUUTTOUATOV, 1] TEPALTEP® Bepaneia TV 0acBevdv oTdvia £yl Gov
OTOTEAEGLOL TNV EMAVEUPAVIOT) GOBOPOD GLUVOPOLOV ATEAEVOEPMOTNG KVTTOPOKIVDYV.

Ot aoBeveic pe vynho eoptio 6ykov N peydro apbud (=25 x 10%/L) kukhopopodvimv kakondwv
KUTTAP®V OTTMC ot acbeveig pe XAA, ot omoiot evogyetat va SaTpéyovy Heyolvtepo Kivouvo
avamTuéng 1taitepa GoPapod GuVIPOUOV aTELEVOEPMANG KLTTOPOKIVAY, Bo Tpémel va
avtetonifovtot pe eEopetikd peydin tpocsoyr]. Ot cuykekpipuévol acbeveic Oo tpémet va
TapoKolovBovvtat ToAD oTeEVE KAt T S1dpKELD TNG TPATNG £YXLONG. Z€ aVTOVS Tovg acbeveis, Oa
npémel va eEeTALETOL TO EVOEYOUEVO EQUPUOYNG LELOUEVOD pLBLOD £yyLoNng KOTA TV TPdTN £yyYvon 1
dwaipeomn tng 060M¢ 6€ 000 HEPES KATA T SLAPKELN TOV TPMTOV KVKAOV Kol OTOIVONTOTE
enakOLoVOOV KOKA®V, £G4V 0 0ptOUOC TV AepPOKVTTAP®Y eEaKkoAoVOEL va givar > 25 x 10%/L.

"Exovv mapoatmpndei avembounteg evépyeieg O mv TV e10®V oYETILOUEVES LLE TNV £YYLOT GE TOGOGTO
77% 1oV acbevav mov Elafav Riximyo (cupmepiiapfoavouévon Tov cuvdpopov arelevfépmong
KUTTOPOKIV®V, LE GUVOSO LIOTAGT Kot Bpoyydomacpo o T10coatd 10% Tov acbevav) Préne
napdypoeo 4.8. Ta coprtdpata oavtd gival cuvhOOe avacTPEYIULA LE TN OL0KOTH TNG £YYVONG
Riximyo kot tn xopnynor evog avIumupeTIKO, VOGS OVTUSTAUIVIKOD Kol gviote, 0&uyovov,
evooprefiov puG10A0YIKOD 0poD 1| BPOYYXOIUCTOATIKMY Kol YAVKOKOPTIKOEWO DV, EPOCOV ATOLTEITAL.
ITopakariovpe S10PACTE AVOTEP® Y10 TO GOVOPOLO OMEAEVOEPOGTC KLTTAPOKIVMVY Y10 GOPapPES
avTIOpacels.

Metd and evdopAEPLa yopnynon Tpeteivady oe acbeveic Exovv avaeepbel avapLANKTIKES Kot AAAEG
avtdpdoelc vepevotcnciag. e avtifeon pe 10 cOVOPOUO OTEAEVOEPMGNC KLTTAPOKIVADV 01 0ANOEIC
avTdpdoelc vepevacnciog epneavifovral YopaKTNPIoTIKA HEGH GE Alyo AemTd amd TNV Evopén g
€yyvong. apraKeLTIKE TPOTOVTA Y10l TNV AVTIUETOTIOT TV OVTOPACEMV VIEPELAGONGING, OGS
emvepivn (adpevaAivr), AVTUCTOUIVIKG KOl YAVKOKOPTIKOEDT, TPENEL Va, gival dlabéoiua yio dpeon
YPNON OE TEPIMTOOT EUPAVIOTG AALEPYIKNG OVTIOPACTG KATA TN Yopnynon Tov Riximyo.

Ot KAMvikég ekdnAdoel g avapula&iog pmopel va eivol TapOOLES LE TIG KAWVIKES EKONADCELS TOV
GLVOPOLOL OTTEAEVOEPOOTG KVTTAPOKIVAV (TTEPLYpAPETAL TTI0 TAV®). O1 avTIOPACELS TOV arodidovTal
o€ vepevatcncia Exovv avapepel AydTepPO CLYVEA GE OXECT LE TIG AVTIOPAGCELS TTOV ATOSIO0VTAL GTO
GUVOPOLLO ATEAEVOEPMOTG KUTTUPOKIVDV.

Emumiéov avtidpdoelg mov avapépdnikoy o opiopéva TEPIGTATIKA TOV EULPPAYILO TOV HVOKAPSioV,
KOATIIKY] LOPLLOPVYT, TVEVHOVIKO oidnua kot o&gla avaotpéyiun Opopfomevia.

Emedn eivon duvatdv va mapotnpndei vwotaon Katd tn didpkela g xopnynong tov Riximyo, tpémet
va e€etaleTal To EVOEYOUEVO OTOPLYNG XOPTYNONG AVTIIVIEPTAGIKAOV QapUIK®V 12 dpeg mpv and Tnv

£€yyvon tov Riximyo.
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Awozoloyixés tolikotnres

ITaporo mov 10 Riximyo wg povobepameio dev eivat LueAOKATAGTAATIKO, TPEMEL Vo, 000el TPoGoYN
otav avtipetonileTol tepintmon aywyng achevav pe ovdetepdeira < 1,5 x 10%/L ko e apBud
awonetodiov < 75 x 10%/L, kabdg 1 kKAMvik epnepio og avtdv tov mAnbuopo givor nepopiopévn. To
Riximyo ypnopomomdnke, anovcia mpdxinong pverotosikdtrog, o€ 21 acbeveig mov vrefAndnocay
G€ OVTOAOYN UETAUOCYEVGT LVEAOD TOV 0GTMV, KAOMDG Kot 6€ GAAEG OUAOEG KIVOUVOL LLE EVOEYOUEVOC
TEPLOPIOUEVT] AEITOVPYIO TOL PHVEAOD TOV OCTMV.

®a TpEmEL VO SIEVEPYOVVTOL TOKTIKEG YEVIKES OUOTOAOYIKESG e€eTAOELS, CLUTEPIAAUPAVOLEVOY TOV
apBpod TV 0VOETEPOPIA®Y Kol TMV OHoTETOAI®V KaTd T dtdpkela g Oepaneiag pe Riximyo.

Avooomonjoeig

H aocpdlein g avocomoinong pe epupforta (ovimv wmv, petd ond Bepomeio pe rituximab dev &xet
peietn et oe acBeveig pe NHL ka1 XAA kot o guforiacudc pe epforia {oviov imv de cuvictdtot. Ot
aocBeveic mov haPav aywyn pe Riximyo propovv va Adfouvv epuforia pun Coviev 1dv, EVIoToLs, e
guporia un LOVIOV 1V T0 T0G0GTA 0vTOTOKPIoNG UTopEl va peiwboldv. e pio un toyaiomomuévn
UEAETT, o1 eviAikeC aoBeveic o€ vtotpomn pe yaunAng kaxoneiog NHL mov édafav povobepaneio pe
rituximab, dtav cuykpibnkav pe vYElg 6To oKELOG ELEYYOL TTOV dev elyav AdPel Tponyoduevn aymy,
glyav KpOTEPO TOGOGTO aVTUTOKPIONG 0€ EUPOALACUO e avapvnoTIKO ERPBOALAGIO LE avTLYOVO
tetdvou (16% évavtt 81%), kot Keyhole Limpet Haemocyanin (KLH) to veoavtiyovo (4% évavtt 76%
otav ekTipdron o > 2 popég avénor| Tov TITAOL TOL aVTICMUOTOG). X aobeveic pe XAA
TOVOALOYOHVTAL TOPOLOLY OTTOTEAEGLLOTO, AOLUPAVOVTOC VITOYN TIG OROIOTNTES LETAED TV dVO
VOOV, OU®S KATL TETO10 deV €xel diepeuvndel oe KAVIKES SOKIUEC.

O pécog 6pog mPoBePATEVTIKAOV TITAOV OVTICOUATOV EVOVTL LG OpLAdag avTlydovav (Tvevpovia ard
OTPENTOKOKKO, VPN A, 106G Top@TITIONS, 10¢ £pLOPAC, OVELELAOYLA) d TP ONKAV Y10 TOVALYIGTOV
6 pNveg Petd TV aywyn pe rituximab.

Hondratpikodg minBuopog
Yrdpyovv povo meplopiopéva dedopéva yio acbeveig nikiog kato tov 3 etov. BAéne [Tapdaypago 5.1
Y0 TEPLGGOTEPES TANPOPOPIES.

Pevuarosidng apbpitida, Kokkioudtoon pe roAvayystitido (GPA), LKpooKOTIK TOAVOYYEUTION
(MPA) xou kown wéuoeryo (PV)

HAnOBvauor ue pevuatocion apbpitido mov dev Eyovy Adfer uebotpelarn (MTX)
H ypnion tov rituximab dev cuvictdtor oe TANBVGHOVG OV dev £xovv AdPeL mponyovuevn Bepameio
ue pebotpeEdn, dedoprévou 0Tt dev €xel TeKuMPLwBOEl pio eVVOTKY 6YECT KIvOHVOL-0(QELOVGE.

Avudpaoeic mov oyetilovron ue thy &yyvon (IRR)
To rituximab cvvodevetar amd IRR, o1 omoieg pnopei va opeilovtal oty anehevdépwon Twv
KUTOKIVAOV KOUT GAADV ¥MUKOV SIOUEGCOAAPNTOV.

e aoBeveic pe pevparogdn apbpitida Exovv avapepbei coPapég oxeTilopeveg e TV yxvon
avtpacels (IRR) pe Bovatneopo EkPaor HETE TV KUKAOQOPIO TOL PAPIAKOV. ZT1 PEVHLOTOEON
apBpitda, o1 TePIocdTEPEC GYETILOUEVES LLE TNV £YYLCT OVTIOPAGELG TOL UVAPEPONKAY GE KAVIKES
doKég NTav Mg Emg pétprog coPfapotntoc. Ta To cuyve CLUTTOUATO NTOY AAAEPYIKES
OVTIOPAGELS OTMOC KEPOAQAYIM, KVIOUOG, EPEBIGLOG TOV AdpoD, EEaym, eEavOnua, kvidmon, vTépTaon
Kot wopeio. e yeVIKES YPOUUES, TO TOGOGTO TV chevdY TOV EKONAMCAY OTONONTOTE AVTIOPOOT
&yyvomng ftav VYNAOTEPO PETE TNV TPMTN £YYLON A0 0,TL LETA TN SEVTEPT) £YYVGT OTOLOLONTOTE
KOKAov Bepaneiog. H ovyvotra tov oyxetilouevav pe v yyvon avidpaoemv (IRR) peumdnke pe
ToV¢ enakolovfovg Kikhovg (PBA. mapdypapo 4.8). Ot avTidpdcelg mov avaeépdnkay Ntav cuVROMG
aVOGTPEYIUES e TN peimon Tov puBpov, 1 dloKom TG £yXLONG TOL rituximab Kot Yopnynomng evog
OVTUTVPETIKOD, EVOG AVTUCTOULVIKOD KOl TEPLOTACLOKE 0ELYOVOV, EVOOPAEPLOL SLOADOTOG
yhoprovyov vatpiov tpog Eyyvon 9 mg/ml (0,9%) 1 PpoyyodacTOATIKGY Kot YAVKOKOPTIKOEWD DV,
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epooov amarteital. O acbeveic pe TPoHTAPYOVCES KOPIOKEG CUVONKES Kal EKEIVOL TOV EPPAVIGAY
TPOTYOVUEVAS KAPOLOTVEVHOVIKEG AVETIOOUNTES EVEPYELES TPETEL VO TAPAKOAOVOOVVTOL GTEVAL.
Avéroya pe ™ cofapdtnto g oxetilopevng pe v Eyyvon avtidpoonc (IRR) katl tov anatrtovpeveov
ToPEUPACEDVY, TPETEL VO SLOKOTEL TPOGSOPIVA 1 LOVILA TO Riximyo. ZTig TEPIGoOTEPES TEPIMTMGELC 1)
&yyvon pmopet va Eavopyioet og katd 50 % petwpévo pubuod (m.y. ard 100 mg/dpa oe 50 mg/mpar)
OTOV TOL GUUTTOMOTA £XOVV OAOKAPOTIKG VITOYWPNOEL.

Boa TPENEL VO, LTTAPYOVY OLOEGIUA PAPUAKEVTIKA TPOTOVTO VIO TNV AVTILETOTION OVIIOPAGEDV
vrepevarcnocioc, Omwg emveEpivn (AdPEVAAiVY), AVTUCTOUIVIKA KO YAVKOKOPTIKOEWDN, Yia GpLeon
YPNOT OTNV TEPITTOON piog OAAEPYIKNG aVTIOpAON G KOTA TN Xop1ynon Tov Riximyo.

Agv vtapyovv dedopéva yio TV acaielo Tov rituximab og aoBeveic e péTpra kapdlaky overdpKeLd
(otadiov III kotd NYHA) 1 coBapn, pun ereyyduevn Kapdloyyelakn voco. Xe acheveic mov Eafov
Oepameio pe rituximab, £yl TapatnpnOei n LETOTPONT TPODTUPYOVCDV IGYALUKDY KOAPSIUKDY
KOTOOTACE®MY GE CUUTTOUOTIKEG, OTTMG 1) 6TNOAYYN KOl TO EREpaypo pvokapdiov, Kabmg eniong Kot
KOATIIKY] LOPLLOPLYT Kot TTEPLYIGUOC. 'ETol, 68 ac0gvelg e YvmoTd KapdloAoyiKo 16TOPIKS, Kol G
EKEIVOVG TTOL EUPAVIGAV TPONYOLUEVAOC KOPIIOUVOTVEVGTIKEG AVETIBVUNTEG EVEPYELEC, O KIVOLVOC
KOPOLOYYELOKAOV ETTAOK®DV TOV EVEXOVV Ol AVTIOPAGELG £yyvong Oa wpémel va Aapupdvoviot voyn
npw 1 Bepaneio pe Riximyo kot o1 acbeveig va maparxorlovBodviorl 6Teva KOTd TN SdpKELD TNG
yoprynone. Kabac propel va eppaviotel vmoétaon Kotd tn ddpkela g £yyvong rituximab, o mpémnet
vo ApUBaveToL vITOYN 1 OTOPLYT TNG XOPNYNONG AVTIVTEPTUCIKMY PapUdK®V 12 dpeg Tpv amd TV
éyyvon Riximyo.

Ot oyetilopeveg pe v &yyvon avidpdoels (IRRs) otovg acbeveic ue GPA, MPA kot PV ftav
GULVETEIG e aVTEG TOL TTapaTnPRONKay 6Tovg acbeveig e peopatogidn apbpitida oe KAVIKEG dOKIUEG
Kot omd TNV gumelpia HeTd TNV KukAoeopia (BA. Tapdypago 4.8).

Owun ovderepomevio
Métpnon ovdetepopilmv mpv amod kdbe kdxho Riximyo, taxticd péypt kot 6 univeg Letd tn S1oKon
™G Bepameiog, Kot petd omd onueia 1 cvuntodpoata Aoipwéng (PA. Tapdypopo 4.8).

Avoooroinon
Ot yatpoi Ba mpénet va enaveEetdlovv v katdotaon eppoiacol Tov acbevoig kat ot acheveic Ba

TPETEL, €AV givarl duvoTdv, va epfoitdlovial GOUP®VO LE TG 1oYVOVCES KATELOVVTNPLEC 001 YiEC
avocornoinong mpw v Evapén g Bepanceiog pe Riximyo. O gufoiacpodg Oa mpémet va £xet
oloxAnpwBel tovAdyiotov 4 efdopddeg Tpv TV TPMOTN Yopnynomn tov Riximyo.

H acpddeia g avoconoinong pe euPforia mov mepiéyovv (dVTEG 100G, HETA amd Oepameio pe
rituximab dev &yet peremnBel. Emopévmg, o epufoiiacuog pe eufoiio (oviov 1dv 0ev GuVIoTATOL KOTA
) ddpkela Bepameiog e To Riximyo 1 6tav vrdpyel eEdAetyn TV TEPLPEPIKOY B-KuTTAPOV.

Ot acBeveic mov Aappdvovv Bepaneia pe Riximyo pmopovv va Aapovv gpfoitacpovg un (dviov
LIKPOOPYOVIGUAV, EVTOVTOLS, TO TOCOGTA avTandkpiong epPforinv un (OVIOV HKPOOPYOVIGHMV
umopei va petmBovv. e pio toyotomomuév dokiun, ot acteveic pe pevuatosdn apbpitida tov
éhoPoav Bepomeio pe rituximab kot pebotpe&dn elyov cLYKPIGILA TOGOOTH AVTATOKPIONG TNG

VOV OTIKNG 000G Ue To avttydvo (euforio) tov tetdvov (39 % Evavti 42 %), pelopéva TocooTd
aVTOOKPIoNG 6€ EUPOALO TOAVCAKYOPITN TVELHOVIOKOKKODL (43 % évavtt 82 % o€ TovAdyloTOV

2 0pOTLTTOVG TVELUOVIOKOKKOV), Kot veoovTiyovov KLH (47 % évavtt 93 %), dtav yopnynnkav

6 pnveg petd o rituximab GuYKPITIKA pe Tovg acBeveic mov AapuPavav poévo pebotpegdat. Eedcov ot
guPolacpol un {ovViov WKPOoOPYOVIGHOV AIToToOVToL KOTA TN OdpKela Oepameiog (e To rituximab,
0o Tpémel v oAokANpmBovY TovAdyioTov 4 gfdopnadec TPV TNV Evapén TOL ETOUEVOL KOKAOD
Oepaneiog pe rituximab.

Amo 1™ cvuvoMkn eumelpio pe emovorlappavopevn aywyn rituximab nepIGGHTEPOL TOV EVOS £TOVG OTN
PELLLOTOET 0pBpitida, To TOG00TA 0eOeVMY He BETIKOVE TITAOVE OVTICOUATOV EVOVTL TOL
GTPENTOKOKKODL TG TVEVUOVIOG, TOV 1V TNG YPITANG, TAPOTITIONS, EPLOPAC, AVEUEVAOYIAG KO TNG
To&ivNg TOL TETAVOL NTOV YEVIKMG TAPOLOLN LLE TOL TOGOOTA KATH TNV Evapén.
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2VVOTEPYOVO0/ETTOKOAOVON ¥ PHOH CAADV TPOTOTONTIKWY THE VOGOV OVIIPEVUOTIKWDV QOPUCKDV
(DMARDs) ot pevuaroeidn apbpizido,

H towtoypovn ypnon tov Riximyo pe avtipevpaticé Ogpomneieg, SIAPOPETIKES OO AVTEC TOV
kaBopifovtal amd v £voeln Kat T 406N TG PELUATOEW0VS 0pbpitidag dev cuvicTaTal.

Yrdpyovv meploptouéva deSOUEVO, amd KAVIKEC SOKIUEG DOTE VA, EKTIUNOEl TANP®G 1 0oQALEL TNG
enokorovOng ypnong aiiov DMARDs (cuunepthapfavopuévov tav avactorémv TNF kot GAlov
Broroyw@v) petd t Bepaneia pe rituximab (BA. Tapdypao 4.5). Ta dwwbéoipa dedopéva
VITOOEIKVVOVV OTL TO TOGOGTO TV KAMVIKA OYETILOUEV®V AOUDEEDV TAPOUEVEL AUETARANTO ATV
TéTo10V €1d0Vg Bepameieg yopnyohvtal o€ asbeveig mov Exovv AAPEL TPOTYOLUEVIOC OYYT| UE
rituximab. Evtoutoig ot acBeveic Oa mpénel va mapakoiovBodval otevd yio onpeio Aoipméng eav
Bloioywkoi mapdyovieg ko DMARDs ypnoyonotodvral petd t Bepaneia pe rituximab.

Karonbeia

Ta avocoppuBctikd eapupaka propet va av&noovv tov kivouvo kakonBelag. 2otdco, ta dubéoia
d€d0UEVE, OV VTOEIKVDOLV 0LENUEVO KivOUVO KakonOglag yia To rituximab 0tov ¥pNoLUOTOIEITOL OTIC
QVTOAVOGEG EVOEIEELS, TTEPAV TOVL KIVOHVOL KoKONOELNG oL oyeTICETOL 10T LE TNV VTTOKEIHEVN
oVTOAVOGsT KATAGTUO.

"Exdoya

AvT6 10 QopUAKEVTIKO TPOTOV TTepLEyel 2,3 mmol (1] 52,6 mg) vatpiov avd @loAidio Tov 10 mL kot
11,5 mmol (1] 263,2 mg) vatpiov avd @lariolo tov 50 mL, Tov wodvvauel pe 2,6% (yio 1o eroridio
tov 10 mL) kot 13,2% (v to @roridio tov 50 mL) g cuvietopevng omd tov ITIOY péyiotng
nuepNotag TpdsAnyng 2 g vatpiov HEG® SLOTPOPTS, Yol EVAV EVIIALKAL.

AVT6 TO QOPRAKEVTIKO TTPOidV TTepLEyel 7,0 mg moivcsopPikov 80 (E 433) avd ¢laridio tov 10 mL ko
35,0 mg moAvcopPikov 80 (E 433) avd erarido tov 50 mL, mov wodvuvapovv pe 0,7 mg/mL. Ta
TOAVGOPPIKA PTopel va TPOKAAEGOVY AAAEPYIKES OVTIOPACELS.

4.5 Aliemopdosic pe Ghho QUPROKEVTIKA TPOIOVTH KOl GAAEG popPES ahinAemiopaong

[Ipog to Tapdv, vadpyovy mepLoPIGUEVE GTOXELD Y10 TIOAVEC PUPUAKEVTIKEG OAANAETIOPAGELS UE TO
rituximab.

e aoBeveic pe XAA, 1 cvyyopnynon pe rituximab dev £0e1&e Kapio EXIOPOON GTI QAPLOKOKIVITIKN
g PAovdapafivng 1 tng Kukhoemaoeapidng. Emumiéov, dev vipée eppavig enidopaon g
QAOVIAPAPIVIG KoL TNG KUKAOQ®MGOUUIONG OTI] POPLOKOKIVITIKY TOV rituximab.

H ovyyopnynon pe pebotpe&dtn dev eiye Kapio exidpacn ot QopUOKOKIVITIKY TOV rituximab g
aofeveic pe pevpatogdn apbpitida.

AcBeveig pe TiTAOVG OVOPOTIVOV OVTICOUATOV £VAVTL TOV TPOTEVOV omtd po (HAMA) 1
AVTICOUATOV £VOVTL TOV BloA0YIKOV Tapayoviav (ADA) umopel va epoavicovy odlhepyucég
avTOpAoels 1 avtidpacelg vrepevaictnoiog 0tav AapuBavouy dALo LOVOKAMVIKA OVTICOUATO Yo
SyvmoTikog 1 BepamevTikovg 6Komovg,.

Xe aoBeveic pe pevparoedn apbpitida, 283 acbeveic Elafav emakdorovdn Bepancia pe Eva Proloyikd
DMARD petd 1o rituximab. Xe avtodg Tovg asbeveic To 10600To TG KAWVIKA oyetilopevng Aoipuwéng
eva AdpPovay rituximab frav 6,01 avd 100 acBeveic-£tn cvykprtikd pe 1o 4,97 ava 100 acOeveic-ém
katom Oepaneiog pe froroyikdé DMARD.
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4.6 T'ovipétnTo, KONON KOl Yorovyia

AvticOAAN YN 6€ AVOPES KO YUOVOIKEC

E&attiog Tov peydrov ypdvov mapapovig tov rituximab o€ acOeveig pe eEdienyn B- kuttdpov, ol
YOVOIKEG GE OVOTaPOy®YIKN NAKia Oa TPEMEL VA, XPNOIULOTOL0VV UTOTEAECHATIKEG LeBOOOVC
AVTIGVAAN YIS KOTA TN dtdpketo TG Oepameiog kot £m¢ kot 12 uiveg petd ) Oepoameio pe Riximyo.

Kvnon
Ot IgG avococpaipiveg gival yvootd 0Tl SLmEPVOHY TOV TAAKOVVTIOKO QPOyUo.

Agv &yovv peretnBel oe KMVIKEC SOKIUEG TO EMimedD TV B-kuttdpmv g avOpdTva vEoyva LETA TN
untpikn €kbeon oe rituximab. Agv vdpyovy erapkn Kot Exaindevcipa ototyeio amd HEAETEG O
£YKVEG YOVOIKEG, EVTOUTOIS 1] TOPOOIKY| pEioT TV B kuttdpmv kot n Aepponevia Exovv avapepbel og
LEPIKA Toudtd Tov yevviOnkav amd untépes, ot onoieg ektédnkav 610 rituximab katd tn S1dpKeld TG
gykopoovvne. [apopotleg emdpacelg Exovv mapatnpndei oe peréteg oe {ma (PA. mapdypoeo 5.3). TV
aVTOVG TOLG AdYOoVG, To Riximyo dev Oo Tpémel va yopryeital og £YKVES YOVOIKEG EKTOG EGV TO THOVO
opelog vtepPaivel Tov evdgyouevo Kivouvo.

Oniaocudg

ITeplopiopéva dedopEVO OYETIKE LI TNV OTEKKPLOT TOV rituximab 6To UnTpikd yaAo VTOSNADOVOLY
TOAD Yo UMAEC GUYKEVTPMOGELS rituximab oto yaha (oyetikn 066m Bpépovg puikpdtepn omd 0,4%). Alyeg
TEPIMTOGELG TOPAKOAOVONONG ONAAOVTOV PPepdV TEPLYPAPOVY PLGIOAOYIKY aENON Kot AvATTLEN
¢m¢ Kot Ta 2 €11, Qot660, Kabdg avtd Ta dedopéva etvar TEPLOPIGUEVA KOl Ol LOKPOTTPOOEGLEG
ekPacelg v ONAaloviov Bpepdv TapapiEvouy AYVMGTEG, O GLVIGTATOL 0 ONAOGUOG KaTH TN dLUPKELN
g Oepameiag pe rituximab kot fEATIOTA Yo 6 Prveg petd ) Oepoameio e rituximab.

Tovipdtra

Meléteg og {da dev amokaivyay Tig emPAaPeig emdpaoelg Tov rituximab ota avomapayyd
opyova.

4.7 Emdpacels oty IKavOTNTO 001Y10NG KOl YEIPLEROD UMY EVI|LATOV

Agv &xovv mpayuatomon0el LEAETEC GYETIKA LE TIC EMOPAGELS TOV rituximab oty KavoTnTe

001 YNOTNG KOl EPICUOV UNYAVILETOV, TAPOAO TOV 1 GUPLOKOAOYIKT dPAGT KOl Ol averBOUNTEG
eVEPYELEG TTOL £x0VV avapepBel Léyptl onpepa LITOdEKVOOVY OTL TO rituximab Bo pTOpPOVGE VoL AGKNCEL
Kopio 1 GUEANTEN EMLOPACT OTNV IKOVOTNTO 00N YNONG KO XEPICUOD UNYOVILATOV.

4.8 AvemOOunteg evépysieg

Eurepio amd un-Hodgkin Aépoopa kot ypdvia Aep@okvtropiki Asvyoupio (XAA) og eVAMKEC

20voyn Tov TPoYiA acpalsioc

To cvuvolikd TpoPik acpdAelag Tov rituximab oe un-Hodgkin Aéppopa kot XAA Baciletor o
dedopéva achevav omd KAMVIKEG LEAETEG KO OO TNV EUTELPLOL LLETA TNV KUKAOPOPIQ TOV QUPLAKOV.
Avtoi o1 acBeveic Ehafov aywyn eite pe povobepomeia rituximab (g aywyn epoddov 1 Bepomeia
GLVTIPNOTG KOTOTLY ay@YNG EPOO0V) gite 6€ GUVILOGUO LE ¥NUEIODEpaTEiaL.

Ot avemBOunTeg evépyeteg mov mapatnpndnkav cuyviotepa o acbeveig mov AdpPavay rituximab fov
o1 oyeTIOUEVEG LE TNV EyYLoT aVTIOPACELS, Ol 0Ttoleg EKONADON KOV GTNV TAEOYNPia TV acBevdv
KT TN O1apKELN TG TPAOTNGS £yxvong. H enintoon tov oyetilopevav ue v £yYVoT GCOUTTOUATOV
LLEWDVETOL CTLOVTIKA LLE TIG EMaKOA0VOES yyVoELS Kot givar pikpdtepn tov 1 % petd amd oktd dOCELG
rituximab.
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[eprotatikd AodEemv (kuplog BakTnploakdy Kot 10yevav) ekdnAndnkay o nepimov 30-55 % twv
acfevav kotd T dtbpkelo KAVIKGOV peret@v oe aoBeveig pe NHL kot o€ 30-50 % tov acBevdv Kotd
T S1apKeln KAMVIKNG HeAétng o€ acbeveig e XAA.

Ot coPapég avemBiunTeg evépyelec Tov avaeEpinKay 1| TopatnPRONKAY GuYVOTEP NTAV:
. Avtidpdoelg oxetilopueveg pe v €yyvon (IRRs) (copmepirapfovopévov tov cuvopoov
amEAELOEPOONG KVTTAPOKIVAV, TOV GLVOPOLOL AVGE®G TOV GYKOV), PA. Tapdypapo 4.4

o Aouaéelg, PA. mopdypago 4.4
o Koapdiayyelaxd coufapoata, BA. mapdypogo 4.4

AlAeg coPapég avemBOUNTESG EVEPYEIEG POPLAKOV OV avapEpOniay, cuumeptAapupdvooy tnv

gnavevepyonoinon g nrotitidoag B ko v IITIA (BA. mapdypago 4.4)

Kozaloyoc avemiBountwy evepyeiary vmo Lopen TivaKo.

O1 cuyVOTNTEG TV OVETIBVUNTOV EVEPYEIDY TIOL avapépOnKay e To rituximab, gite w¢ povobepaneia,
gite og cuvdLAGUO pe ynuetobepamneio, cuvoyilovrol otov [ivaka 3. Ot cuyvotnteg opilovtal g
oAb ovyvég (> 1/10), ouyvéc (> 1/100 émg < 1/10), oyt suyvég (> 1/1.000 éwg < 1/100), ondvieg

(> 1/10.000 émg < 1/1.000) ka1 woAdd omavieg (< 1/10.000) kot un yvootéc (dev umopovv va

exTiumBovv omd to drabécipa dedopéva). Evtog kabe katnyopiag cuyvotntag, ot avemifOunTeg
gvépyeleg Tapovaildalovrar pe oepd divovcag coPapdtnrag.

Ot avemBOUNTEC EVEPYELEG TTOL EVTIOTIGTNKAY LOVO KOTA TN SLAPKELN EUTEPIOC LETE TNV KLKAOQOPia
KOLL Y10, EKEVES TTOV 1] GLYVOTNTO OEV UTOPECE VO TPOGOIOPIGTEL, TAPATIOEVTOL OTN GLVEYELD OTNV
KOTNYopioL «U1 YVOOTES), PAETE VTOCTLLELDCELS.

Hivaxag 3 AvemOOuNTEG EVEPYEIES PUPRAKOV TOV AVAPEPONKAY 68 KMVIKEG OOKINEG 1] KOTA
™ J1dpKeLd TG TaPaKoA0VON 6N neTd amd TNV Kukro@opia og acOeveig pe voco
NHL kot XAA mov éhafav aymyn pe rituximab pe povoOepaneio/cvvripnon 1 o€
ovvévaopd pe ynuerodepaomneio
Katnyopia/o
PYOVIKO
ovoTNNO okt
oOPQOVA pe i Yuyvég Oy svuyvéc Xmavieg IToAb omdvieg Mn yvootéc
A GVYVEG
™ Paon
OEO0UEVOV
MedDRA
Aoypoeg Boxmplaxéc | Znyopia, YoBoapn TIIA Evtepoim
Ko AodEELS, *vevpovia, L0YEVIg UNVLYYOEYKEPQL-
MOPUCLTOGELS | 10YEVEIC fepmopeTn Loipmén?, AMtida23
AoLOEELS, Aotpwén, *épmng pneumocystis
Bpoyyitwda | Lwotpag, jirovecii
“holpwén
OVOTTVELGTIKOV
GLGTNHHLOTOG,
LUK TIOGELS,
AodEELS
Ayveootg
aitioAoYyiag,
*oeia Bpoyyitida,
*TapappIVoKor-
mitido,
nroatitda B!
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Katnyopia/o

PYOVIKO
cvoTNNO Mokb
oOpQOva pe . Xoyvég Oy svyvée Travieg oAb omavieg Mn yvootéc
g oVyVvES
™ Paon
ogoopévov
MedDRA
Awrapayés Ovdetepone- | Avorpia, Awtopayés Hopodikn Ovyyn
T0V via, *TavKuTTapOTE- TNKTIKOTNTOG, avénon Tov ovdeteponeviat
CPOTOMTIKO | Agvkomevio, | via, OTAOGTIKY| emmédwv [gM
U KO TOV * gumipeTn TKOKKIOKLTTOPO- | avoupiol, TOL opov*
Aepgkov ovdeteponev | mevia QLLLOAVTIKN
GULOTINOTOS ia, avoipio,
*Opoppomevi AEUPOOEVOTA-
o feln
Awrapayés Avtdpdoelg | Ymepevaicnoio Avogoraio YHvdpopo Oéeila
T0V oyxetilopeveg AboemG TOV OVAGTPEYUN
OVOGOTOMTI- | UE TNV oyKov, Opopfomevia
KOV gyyvon?’, GoLVOPOLLO oyxetilopevn Le
GUGTILOTOG ayY€L00101- anehevBépwong | v Eyyvon?
po KOTTAPOKIVAOVS,
opovocio
Awrapayés Yrepylvkoupio,
T0V peioon
petaforcpov COUOTIKOD
KoL TG Bapovg, oidnua
Opéyng TEPUPEPTKO,
oidnua
TPOGOTOV,
avénuévn LDH,
vrocfeoTionio
Poyotpikéc Kotdbiwym,
owTapoyég VEVPIKOTNTOL
Awrapayés HopoaioOnoia, Avoyegvoia [eprpepkn| Kpaviokn
TOV VEVPLKOV vroeOnoia, vevpomndeta, vevpondbeta,
GUGTILOTOG déyepon, avmvia, mapdivon ATOAEL TOV
ayYE0010GTON, TPOCOTIKOV AoV
Can, Gyyoc vehpov® atodnfoemve
O@0arpikég AwTapaym Yofapn
dwutapayés dakpOppotog, OTTMAELD, TG
gmmeQuKitido Hpoonc?
Awrapayés Eppoéc, Andreta axongd
TOV MOTOG KO @TOAYiO
TOV
AafopivOov
Kapowokég *Epppoypo *Avemapketo YoPapég Kopduokn
dwatapayic pokopdiov 7, apLOTEPGC KOPSIOKES avendpkela’
appvbuia, Koo, Swatapoyéc>’
KON *umepKotMoKn
HLOpLLOpLYT, Tayvkapdia,
Tayvkapdia, *rotaxn
*rapdakn Tayvkapdio,
SraTaporyn *omOayym, *
oyonpio
pokapdiov,

Bpadvkapdia,
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Katnyopia/o

PYOVIKO
cvoTNNO Mokb
oOpQOva pe . Xoyvég Oy svyvée Travieg oAb omavieg Mn yvootéc
g oVyVvES
™ Paon
ogoopévov
MedDRA
Ayyelokég Ynéprtaon, Ayyelitida
owatapayés opBoctatikn (xaTd Koplo
vrdToo, Ady0
VIOTOOT depuatikn),
AgVKOKLTTOPO-
KAOGTIKN
ayyeutido
Awtapayég Bpoyyoéonacpog’, | AcOua, Awqpeon Avamvevotiki Awbnon
T0V OVOTTVELGTIKN OTOPPOKTIKY TVELLOVOTT(L- avemdpreta’ TVELLOVQL
UVOTVEVGTIKO vococ, Bopakikd | Bpoyyohitida, | Oewad
) dAyog, dvomvola, | doTopoyn
GUGTILOTOS, avénpévog Pyac, | mvedpova,
70V OO paKka pwitda vroia
KOl TOV
pecobopaxio
v
Awrapayés Navtio ‘Epetoc, dbppota, | Adykmon Taoctpevtepikn
T0V KOWMOKO GAYOG, KOtMoG Sidrpnon®
YOOGTPEVTEPL- dvoopayia,
KOV oTopatitida,
GUGTILO.TOG dvokotMotTa,
dvomevyioa,
avope&ia,
gpefiopog Tov
AQLLLOD
Awrapayés Kvnopag, Kvidwon, Yofapég
T0V Oéppatog | eEdvOnpua, epidpmon, TOLPOAVYDIELS
KUl TOV *ohomexio VUYTEPIVEG OEPLATIKEG
V0d6pLOV EPLOPDOOELG, avTOpacELs,
16700 *roTopoyn oOVOPOLLO
dépparog Stevens-
Johnson’,
To&IKN
EMOEPIKN
VEKPOALOT
(cvvdpopo
Lyell)®
Awrapayés Yneprtovia,
T0V pooiyia,
LVOOCKELETIKO apBpaiyia,
¥ cvoTHpOTOg ocpLaAyia,
K01 TOV avyevadyio,
GUVOETIKOV dAyoc
16700
Awtopayég Neepum
TOV VEQPAOV avVETApKELD®
KOl TOV
0VPOPOPOV
00V
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Katnyopia/o
PYOVIKO
cvoTNNO Mokb
oOpQOva pe . Xoyvég Oy svyvée Travieg oAb omavieg Mn yvootéc
A oVyVvES
™ Baon
ogoopévov
MedDRA
Tevikég TMvpetoc, [6vog amod oyko, | IIdvog 6t0
owatapayés opikio, e&ayetg, aiotnua | onueio g
Ko eEacbévion, | xaxovylag, &yyoong
KOTOOTAOGELS | KeQaAalyio | ocbvOpopo
g 000V yoyovg, FKéTwon,
xopnynong “piyn,
*olvopyavikn
avendprela’
Hopaxivikéc | Meiopéva
gketdoeig eninedo IgG

INo ke 6po, N cvyvotnTa Pociotnke o€ avTIOPACES OAOV TV BoBudv (amd Nmieg o€ GoPUPES), EKTOS TV Op®V TTOL Eivat
onuewwpévol pe "+" 6mov 1 cuyvotnta Paciotnke Povo o€ cofapéc avtdpacelg (> Babpov 3 Kowav Kpinpiov To&ukotntag
tov National Cancer Institute). Avagépetat povo 1 vynAdTEPN cLYVOTNTO TOL TAPATNPHONKE OTIG LEAETES

U suumepihoppavet enavepyomoinon kot tpotoyeveic Aotpuméeig. H cuyvotnta Baciletar og oyfpo R-FC oe acBeveic pe
vrotpomalovca/aviektik XAA

2 BAéme emiong mapaypapo Aoipwén mapoakdto

3 tapotnpndnke Kotd T mapakolovdnon petd v kukAogopio

ich B)éme emiong mopaypopo aUaTOAOYIKES OVETIODUNTES EVEPYEIEC TOPUKAT®

3 BAéne eniong mapdypoa@o avtidpdoemv oxeTilOueveV te £yxvon. Zndvia avapipnkay TepIoTaTIKG Ue potpaia KatdAnén
6 onueia Kol courTdpaTa Kpaviaknig vevporddetac. EkdnAdinkov oe S14popeg oTiypés 6 SIAGTNUA APKETOV UNVOV HETE
v oAoKApwo g Bepaneiog e rituximab

7 apatnpnonke Kuping o acbeveic ue mponyoduevn kapdiakh maonon ko kapdioto&ikn ynuetodepomeio kat
GLOYETIOTNKAV KVUPIOG e ovTIOPAcELG OYXETILONEVES e TNV EYYVON.

8 suumeplapBavel TePIoTOTIKG LE polpoio KOTAANEN

O tapokdtm 6pot £xovv avapepBel mg avemBOUNTEG EVEPYELES KOTA T O1APKELN KAVIKDV LEAETADV,
EVTONTOLG, avaPEPONKOY GE TAPOUOLL 1] IKPOTEPT| EMITTMON 0TO OKEAN WE rituximab GUYKPITIKA |E
T GKEAT ELEYYOL: OUATOTOEIKOTITA, OVOETEPOTEVIKT] AOTUW®EN, OVPOAOTU®EN, draTapayn
aodnTikdTag, mopeia.

Yrueio Kol GUUTTAOUATO, TTOV VTOONADVOVY AVTIOPOCT) OYETILOUEVT UE EYYLON AvaQEPONKOY

o€ TePLocOTEPOLS 0o 50 % tv acbevav o kKAvikég pueléteg kan mapatnprinkay kopiong

KaTA TN O1dpKeLn TG TPDOTNG £YYLONGS, GLVNO®G evTOg piog £wg 600 WPOV. AVTA TOL CLUTTOLOTO
TEPLOUPAVOLY KUPImG TUPETO, PPiKila Kot piyn. AAL0 CUUTTONHOTO CLUUTEPAGUPavay &y,
ayygooidnpa, Bpoyydonacuo, £ueto, vavtia, kvidmon/eEavonpo, kOmwon, kepaialyio, Epediopod Tov
A0V, pvitida, KVvnopo, AAYos, Tayvkapdic, VTEPTUCT, VTOTUCT), OVGTVOLM, dvoreyia, eEacBEvion
KOl YOPUKTNPLOTIKG GLUVOPOLOL ADGEMG TOV OYKOV. ZoPapég avTiopacel OYeTILOUEVES e TNV Eyyvon
(6mwg Bpoyydomaciog, vToTact) exkdniodnkay oe péxpt 12 % TtV TEPIGTATIKMY.

AvoépOnkay eTITAEOV OVTIOPUCELS GE OPICIEVEG TEPUTTMGELS Ol OTTOIEG NTAV EUEPAYLLO LLOKOPDIOV,
KOATIIKT] LOPLLOPVYT, TVEVHOVIKO oidnua kot o&gla avactpéyiun Opopfonevia. Xe pikpdtepeg M
AYyVOOTEG GLYVOTNTEG, Ol AcBeVEIC EUPAVICAV EMOEIVMOGT TPOVTAPYOVCMV KAPIOK®OV TBNCEMV OTMG
ot B&yym N CLUEOPNTIKY KaPOLOKN AvETAPKELN 1] GoPapic Kapdiakéc dratapayés (Kapdlakn
OVETAPKELD, EPEPAYLLO LLOKOPITOD, KOATIKT LOPUOPVYT]), TVEDLOVIKO 01010, TOADOPYOVIKY|
QVETAPKELD, GUVOPOO ADGEMG TOV OYKOV, GOVOPOLO OTEAEVOEPMGTG KUTOKIVAV, VEQPPIKT OVETAPKELL
KOl 0vOmVELSTIKT avendpkela. H enintoon tov copntoudtov oyxetilopevav Le TNV £yYuon Letndnke
OMUOAVTIKG o€ emakolovbec eyyvoelg kat eival < 1 % tov aclevdv émg Tov 6Y000 KOKAO TG Oepomeiog
ue (mov mepiéyeL) rituximab.
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Heprypogn emileyuévov avemBountwy evepyeidy

Aowwéerg
To rituximab mpokaAei peimon tov B kuttdpav oto 70 % £wc 80 % tov acbevav, ahid cuoyetiotnke
LE HELOUEVE ETTESO AVOGOGPALPIVAYV 0OPOD LOVO GE LEIOYN QLN TOV 0GOEVAOV.

Yynmiotepn enintwon avoaeépbnie yuo tomikég Aoyméelg Candida kot Epinto Zootpa o
TUYOOTOMUEVEG LEAETEG TTOL TTEPLEiy oV okéNOG rituximab. Avagépbnkav cofapéc Aoluméelg o
nepimov 4 % tov acbevav mov EhaPav povobepomeio pe rituximab. TvvoAkd wapatnprOnkoy
VYNAGTEPEG TLYVOTNTEG AOUOEE®V, suuTepAapavouévey Tov AoudEeny Pabuov 3 1| 4 katd

T duapkela Oepaneiog cuvinpnong émg 2 £t 6tav cuykpidnke e mopatipnon. Aev avapépbnke
afporotikn To&kdTnTa avapoptkd e AomEelg oe mepiodo Bepaneiog 2 etdv. EmmAéov, otnv
aywyn pe rituximab avaeépOnkav dAleg coPapés 10yeveic AOUMEELS VEEC, EMOEIVOUEVES,
EMOVEVEPYOTIOINUEVEG, OPIGUEVEG atd TIG omoiec NTav Bavatneopes. H mieioynoio tov aclevav
€\ofe rituximab 6€ GLUVOVAGHO L ¥NUEIODEpaTEiR 1] G LEPOG LETAUOGYEVONG OPYEYOVOV
alpomomTikdV Kuttdpav. [apadetypota avtdv tov coPfapdv 10yevdv AotudEemy gival ot AomEeLS
OV TPOKOAAOVVTOL 0Td 100G EPTNTA (KVTTAPOUEYOA0TD, 10 £pmnTa {WOTAPA Kot 10 Aoy EpnTa),

10 JC (mpoiovoa moiveotiokn Agvkoeykeparonddeto (ITITA)), eviepoid (UMViyyoeyKeQOAITION) Kot 10
nratitdog C (PA. mapdypoaeo 4.4). Iepiotatikd Bavanedpov IIIA petd v eEEMEN TG vOGoL Kot
TNV EMOVOANTTIKY aywyn Exovv avoeepBel oe kKhvikég pelétec. [lepiotatikd enavevepyonoinong
nratitdog B, éxovv avagepbei n Thieioynoeio tov omoiov Ntav o€ acbeveig mov AduPavoy rituximab
og ouvdvao o e KutTopotolikn Bepaneia. Ze acbevelg og vrotpom/avlektikovs oe XAA, 1
emintoon ¢ Aoipnwéng and nratitida B Babuov 3/4 (emavevepyomoinon kol TpmTOYEVHS AOTL®OEN)
ntav 2 % oe R-FC évavti 0 % og FC. H e£éMén tov caprdpoatog Kaposi tapatnpndnke oe acOeveic
7ov ektédnkayv oto rituximab pe npotndpyov chpkwpa Kaposi. Avtd ta mepiototicd ekdnAdbnkay oe
LN €YKEKPLUEVES EVOEIEELG Ko o1 TAgloyNpia TV acBevdv tav Betikol g HIV.

Aworoloyixés avemBountes evépyeieg

Ayotoloykég dratapayés ekdnAmdnkay og Khvikég pehéteg pe povobepamneio 4 foonddmv
rituximab og petoyneio Tov aclevdv Kot oy cuvRBm¢ NG Kot avacTpEyipes. ZoPapn (3o0v Kot
4o BaBuov) ovdetepomevia avapépinke oto 4,2 % tov acbevav, avaiuio avapépbnke oto 1,1 % TtV
acBevav kot OpopPomevia avapépbrnie oto 1,7 % tov acbevav. Katd ) didpkela g Oepaneiog
GLVTNPNONG Ue rituximab £wg 2 €tn, avaeépBnkav Asvkomevia (5 % évavtt 2 %, Paduov 3/4) ko
ovdetepomevia (10 % évavti 4 %, Pabuov 3/4) oe vYNAOTEPN EMINTOGT CLYKPITIKG [LE TNV
napatnpnon. H enintowon g Opouponeviag rav pkpn (<1 %, fabuov 3/4) kot dev fTav S10popeTIKn
petadd twv Bepaneutikdyv okelmv. Katd tn didpkeia g Oepaneiog o peréteg pe rituximab og
ouvovacud pe ynuetodepamneia, avaeépdnkav cuviBmg Pabuot 3/4 Aevkomevia (R-CHOP 88 % évavtt
CHOP 79 %, R-FC 23 % évavtt FC 12 %), ovdeteponevia (R-CVP 24 % évavti CVP 14 %, R-CHOP
97 % évavtt CHOP 88 %, R-FC 30 % évavti FC 19 % og un npoBepanevpévoug acbeveic pe XAA)
navikvtTaponevia (R-FC 3 % évavtt FC 1 % og un mpobepanevpévous acbeveig pe XAA) pe vyniég
GLYVOTNTEC GLYKPITIKA e ynuetofepameio povo. Evtontolg, 1 vynidtepn enintmon ovdeTeponeviag
o€ aobeveig mov Elafav Oepameia pe rituximab kot ynuelodepomeio dev GLOYETIOTNKE e LYNAOTEPT
EMINTOON LOIUDEEMV Kol TAPUCITOGEMV CLYKPLTIKA pe acbeveic mov EAafav ynuetobepomeio povo.
Meléteg og un mpobepanevévoug kat o€ vrotpomh/aviekticodc ot XAA kotédei&av 0Tl 68 T0G0GTO
£w¢ 25 % tov acbevav mov Erafav R-FC 1 ovdetepornevia emunicovinie (yeyovog to omoio opileton
®G 0 apOUOS TV 0VLOETEPOPIA®Y OV TTaPapEVOLY KaTm amd 1x10%1 peta&d e Huépag 24 kot 42
HeTd TNV TeEAevTOin dOoN) N epeavioTnKe e kobvotepnpévn Evapén (Yeyovog to omoio opileton mg

0 apBuoS TV 0VOETEPOPIAMY KdT® amd 1x10%1 apydtepa amd 42 nuépeg netd v teElevtaio d0on o
acBeveic mov dev glyav TPONYOOUEVN TOAPATETUUEVT] OVOETEPOTEVIA 1] TTOV AVEKALLLYOV TPV TNV

Huépa 42) petd ) Oepaneio pe rituximab kot FC. Aev avaeépbnkay dtapopég otny enintmon g
avopiog. Avageépnkay HEPIKEG TEPIMTMOCELS ATMTEPTG OVIETEPOTEVING Ol 0TTOiEC EKONADON KAV OE
TEPLocOTEPO OO TEGGEPLG EPOOUASES PETA TNV TEAEVTAIO EyYLON rituximab. XTn HEAETN TPOTNG
ypappns vy XAA, ot acBeveig otadiov Binet C eppdvicav mepiocdtepeg avemBounteg evépyeteg

010 okéAog R-FC cuykpitikd pe 10 okéhog FC (R-FC 83 % évavti FC 71 %). Xtn perén g XAA
acfevav og vrotpomn/avOekTIK®Y, avapépOnke Opoppornevia Babuod 3/4 oto 11 % tov acbevov
otV opdda R-FC ouykprrikd pe 10 9 % tov acevav oty opdada FC.
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e peréteg Tov rituximab o€ acbeveig pe pakposearpvarpio tov Waldenstrom, topotnpndnkoy
TAPOOIKEG AVENOELS oTa enimeda opov IgM petd v évapén tng Bepamneiag, Ta omoia pumopel va
ovoyetilovtal e vepyAoldTTa Kot GYeTIKA cvpmtopata. H mapodikn avénon IgM cuvinBmg
EMEOTPEPE TOVAAYLIOTOV o€ EMinedo Evapéng eviog 4 unvav.

Koapowayyerares ovemBounteg evépyeieg

Kopdiayyelakés avtidpacelg Katd t SlipKeLl TOV KAVIKOV HEAETOV e povobepameio, rituximab
avapépOnkav og m0c0oto 18,8 % TtV acbevav pe ta cuyvotepa avapepbivia cupPdapota

OV NTAV VTOTOOT Kol VIEPTAOT. AvagépOnkav tepiotatikd appvduiog 3ov 1 4ov Paduov
(cvumeprhapPovouévng KOAOKNG KOl DITEPKOIALOKNG ToyLKapdioc) Kot otnldyyns Katd t didpKeio
g €yyvonc. Katd t didpketo g Bepoameiog cuvtipnong, n exintwon faduod 3 éng 4 kapdlokov
dlTapoy®mV NTAV CLYKPIGIUN HETAED TV acbevav Tov Elafav aywyn pe rituximab Kot g
napoatipnone. Kapdrokd coppdpata avapépbnkav og cofapn avemBountn evépyeia oe < 1 %

TV acdevov og Tapatpnon kot 610 3 % Tev acbevav og rituximab cupnepAaUPaVOUEVOVY TOV
KOATIIKY] LOPLOPVLYT, ELPPUYUO LVOKAPSIOV, OVETAPKELD TNG PICTEPNG KOIALG, 1oyaLpio puoKapdiov.
21ic peréreg dmov a&loroyndnke o cuvdvacudg Tov rituximab pe ynpeobepaneio, n cuyvoTnTa
EUPaVIoNS KapdloKdY appududv 3ov kot 40v fabduov, katd KOPo AdYo VITEPKOIAMAKOV appLOLDY
OIS TAYLKOPIIL Kol KOATIKOG TTEPLYICUOC/ LaprapLYn, Tav vynmAdtepn oty opddo R-CHOP

(14 acbeveig, 6,9 %) ocvykprrucd pe v opdda CHOP (3 acBeveic, 1,5 %). Ohec avtéc or appuduiec
nmapatnpnonkay ite oto mAaioo piag Eyyvong rituximab 1| cGuvdEovToy e TPoO1aOEGIKOVS
TAPAYOVTEG OTMG TVPETO, AOTU®EN, 0ED EUPPOYUL TOV HVOKAPSIOL 1) TPODTAPYOVCE, VOTVEVGTIKN
Kot Kapdiayyewaxn voco. Agv mapatnpnnke dwapopd, petald twv opddwv R-CHOP ka1t CHOP, ot
oVYVOTNTO ELPAVIONC AAA®V Kapdlak®Y cupupaudtmv, 3ov Kot 4ov Babuov, copmepthapfovouévng
NG KUPOLOKNG OVETAPKELNG, TNG LVOKOPIIOKNAG VOGOL Kl TMV EKONADCENDY GTEPAVIOING VOGOV, X1
XAA, 1 GUVOMKT EMATOOT TOV KOPSOKAOV dtatapoydv Badpod 3 1 4 NTav xounin 1060 6T HEAETN
TpO™S Ypoppns (4 % R-FC, 3 % FC) 6co kot otn perétn achevodv og vrotponty/avhektikav (4 % R-
FC, 4 % FC).

Avarvevotiko cbothua
"Exovv avoeepBel meploTatiKd SLAUESTC TVEVLLOVOTAOELNG, OPIGLEVO LE OTOTELELO BAVOTO.

Nevpoloyikég dratapoyés

Kotd ™ dibpkela e mepiodov Bepamneioag (pdaon Bepaneiog epddov, 1 onoin anotehovvtay

ard R-CHOP yia oyt K0KAOVG K0T HEYLGTO), TEGGEPLS aobeveig (2 %) oty opdda R-CHOP,
TOPOVGIALOVTEG OGTO GUVOAD TOVG KAPILOYYELKOVG TOPAYOVTEG KIVOUVOV, EUavicay Bpopupospufoiikd
OYYEWKA EYKEPAAKA EMEIGOOLN KATA TN SLAPKELD TOV TPMTOV KVKAOL Oepameiag. Agv mapatnpnonie
dtapopd otn cvyvotnTa ELPdvVions dAlwv Bpoufoeufolkmv coppapdtov petald Tov opadwv
Oepamneioc. Avtibeta, Tpeig acbeveig (1,5 %) eppavicay ayyelokd eykepoikd coufapato otny opdoo
CHOP, 1o onoia cuvéPnoav 6Aa Katd v nepiodo mapakorovBnone. Xt XAA, n cuvoAlikn enintwon
STAP UMY TOV VELPIKOV GLGTNLATOS Bablov 3 1 4 NTav YaunAn TOG0 6T HEAETN TPAOTNG YPOUUNG
(4 % R-FC, 4 % FC) 660 kot otn pelém acbevav og vrotporn/aviektikav (3 % R-FC, 3 % FC).

"Exovv avapepBei tepiotatikd cuvdpopov onicbiog avactpéyiung eykepaiomddelog

(Posterior Reversible Encephalopathy Syndrome/PRES) / cuvopouov omicOiog avaotpédyyung
AevioeykeparondOelog (Reversible Posterior Leukoencephalopathy Syndrome/RPLS). Ta onpeia
KOl GUUTTOUOTE CUUTEPIAGUPAVOY OTTIKY SLOLTAPOYT], KEPOAOAYI0, EMANTTIKES KPIGELG KOt AAAOYN
TNG VONTIKNG KaTdoTaong, Le N yopig oxetilopevn vaéptaor. H didyvowon tov PRES/RPLS
amortei emPePainon pe anedvion Tov eykePdiov. To TEPIGTATIKA TOL avaPEPONKaV glyov
avayvopIoLEVOLS Tapdyoves Kivduvou yio PRES/RPLS, cvurepihapfovopévng g vmokeiptevng
vdG0L TOV/TNG oBEVOVC, TNG LITEPTAOTG, TNE OIVOCOKOTAGTAUATIKNG Bepameiag Kaun g
ynueobepomeiog.

Taotpevrepixés diotapoyés

T'aotpeviepikn S1ATPN O TOV GE OPICUEVEG TEPIMTMGELS 001 YNGE o€ Bdvarto Exel Tapatnpndel o
aoBeveic mov AdpPavay rituximab yia tn Ogpaneio Tov NHL. Xtnv mhetovomta avtdv tov
TEPIMTMOGEWV, TO rituximab yopnynOnke pe ynueodepansio.
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Ernimeoa IgG

2y Khvikn pedétn mov aSlohoynnie n Bepaneio cuvtipnong ue rituximab o€ avOekTikd/ vwoTpomn
olmoeg Aéppmpa, to drdpeca enineda IgG Bpiokoviay KATM TOL KATOTEPOL OPIOV TOL PVGIOAOYIKOV
(LLN) (<7 g/1) uetd ) Bepomeio epdd0L 0 QUPOTEPES TIG OUAOES, TAPUTHPNONG Kot rituximab.
Axorovbac, 1o d1dpeco eninedo IgG avéndnke tave and to LLN oty opdda mapatipnong,
TopEUEVE OL®G oTabepd oTnv opada tov rituximab. H avaloyia tov acbevov pe eninedo IgG kdtm
tov LLN ftav wepinov 60 % otnv oudda tov rituximab kabdro 1o didotnua Oepomeiog Tmv 2 €T0v,
Vo petmbnke oty opdada mapatnpnong (36 % petd and 2 €m).

"Exet mapatnpnfel pukpdg apBpdc avbopuntwv kot fIBAOYPoOIKOV TEPICTATIKOV
VIOYAUUOGPUPIVOLIiOG 6 TadtaTpikog acbeveic mov éhafav Oepameia pe rituximab, og peptkég
TEPIMTMOGELG GOPAPOV TOV VO, ATALTOVV LaKPOYPOVie Bepameio VTOKOTAGTAGTG OVOGOCPALPIVIG.
Ot ovvémeteg ¢ poakpoypdviag eEareyng tov B-kuttdpmv og TadaTpikovg acheveic ival
AyVOOTEC.

AwoTapoyés Tov FEPUATOS Kot ToV DTOIOPIOD 1GTOD
"Exovv avaeepOei moAd omdvia to&ikn emdepukn vekpoAvon (cvvdpouo Lyell) kot covdpopo
Stevens-Johnson, opiouéva ek TV onoimv pe Bavatnedpo EkPac.

YrorinBoouorl acBevav - povobepameia ue rituximab

Huxwwopévol (65 etov kot avo):

H enintwon tov avemBounTmv evepyeldv Qopprdkov OAmv Tov Badiov Kot Tov avertiBountov
gvepyelmv 3°°/4° Babpod NTov TopOUOLEC GE NAKIOUEVOVG AGHEVEIC GLYKPITIKA LUE VEDTEPOLG
acBeveic (Katw TV 65 eTMV).

Oykddng vd60¢

Yrnpée vynAdtepn enintmon averiBountov evepyeldv Babumv 3/4 otovg acbeveig pe oykmon voco
OUYKPITIKA pe Toug acbeveic ywpig oykddn voco (25,6 % évavtt 15,4 %). H enintwon tov
OVETIOOUNTOV EVEPYELDY OTOL0LINTOTE PaBLLOV TOV TOPOLOLN OTIG OVO AVTEG OLLADES,.

Emavoinmtuc ayoyn

Kotd v emavainmtikn aymyn pe tepartépo KOKAovg rituximab, To T0606Td 060eVAOVY Y10 TOVG
omoiovg avaeEpOnKay avemBOUNTEG EVEPYEIEG NTAV TOPOLOLO LLE TO TOGOCTO OGHEVAV Y10 TOVG
omoiovg avaeépiniay avemBOUNTEG EVEPYEIEG KATA TNV apyIkT| Tovg EkBeom (omolovdommote Pabpov
Kot Bafucdv 3/4 avemBOunTEG EVEPYELES).

YronminOvouori acbevav — Oeporeio ovvovaouod ue rituximab

HAwopévor (65 etomv kot dvo):

H ocvyvomto eppdvionc averBountov coppavtov Baduod 3/ 4 Tov aiplomontikod Kot Tov

AELOUKCOD GCLGTNOTOG NTAY VYNAOTEPT] GE NAIKI®UEVOVS 0COEVEIS GUYKPITIKA e VEDTEPOVG AGOEVEIG

(K4To TV 65 gTdV), un Tpobepansvpévmv 1| og voTponn /avlekTikdv pe XAA.

Eunepio omd 1o moudwotpikdé DLBCL/BL/BAL/BLL

20voyn Tov TPoYiA aopaisioc

Mo TOAVKEVTPIKT], OVOLYTYG ETICTLOVGTG, TUY OO UEVT peAétn Lymphome Malin B
wmueobeponeiog (LMB) pe 1 yopig rituximab dieénydn o moudiatpikode acbeveig (nhikiog 6 unvav
£w¢ Myotepo and 18 etdv) pe un mpobepamevpévo, Tpoympnuévov otadiov pe CD20 Oetikd
DLBCL/BL/BAL/BLL.

Yuvolkd 309 modratpikoi acBeveig Eafav rituximab kot copmePIANEONKOY 6TOV TANBVOUO
avéivong aoepdrelag. Ot tadlatpikoi acheveic mov TuyotomomOnkay 6to okEA0G TG YNUeEodepameiog
LMB pe rituximab 1] gvtdyOnkav oto TUAH LELOVOUEVOL GKEAOVG TNG LEAETNG, EAafav rituximab og
d6on 375mg/m? empdvelog cdpotog Kot Elafov cvvolkd €L evoopAEPieg eyydoelg rituximab (800
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Katd T d1apkela kabepds and Tig 600 Oepameieg epOdov KOl P KoTd T S1apKELD KAOEUAS Umd TIC
dvo Bepaneieg edpaimong Tov oynuatog LMB).

To mpopik acedArelag Tov rituximab € madtaTpLkovs acheveic (MAkiog 6 UMVOV €0 MyoTEPO

ano 18 etdv) pe pn mpobepamevpévo, Tpoywpnuévov otadiov pe Betikdé CD20 DLBCL/BL/BAL/BLL
NTav yevikd cuVenEg e TOTMO, PHON Kot GoPapOTNTA LLE TO YVOGSTO TPOPIA ACPALELNG GE EVIAIKES
aocBeveic pe NHL ko XAA. H mpocOkn tov rituximab ot ynuetobepaneio 0dnynoe oe avénuévo
KIVOLUVO EUOAVIONG OPICUEV®Y GUUPBAVT®V, GUUTEPIAOUPOVOUEV®Y AOUGEEDY (GUpTEPTAAUPBAVOUEVIC
onNYNG) o€ GUYKPLoN Ue TN ynueobepansio povo.

Eurepio omd n pevpotostdn apHpitida

20voyn mpoil aocpadlsioc

To cuvolikd Tpoik acpdrelag Tov rituximab 61N pevpatogldn apbpitida PacileTor o dedopéva
acfevdv amd KAVIKES SOKIUEG Kot amd TV eumelpia petd tnv KukAopopia Tov.

To popik acpdArelag Tov rituximab o€ acbeveig pe coPfapn pevpotoedn apbpitda (PA) cuvoyiletan
OTIG TOPOUKAT® TOPAYPAPOVGS. ZTIG KAVIKEG dokipéS meplocdtepot amd 3.100 acbeveic Elafav
TOVAGYLOTOV £VOV KOKAO ay®ynG Kot TapakoAovdnionKay yio teptddoug mov Koudvonkay amd 6 punveg
UEYPL KaL Y10 TEPLEGOTEPO amtd S ypdvia. [Tepimov 2.400 acbeveic EraPav dv0 1 TEPIGGOTEPOVC
KOKAOVG Bepaneiag pe mepiocdtepovg amd 1.000 va £xovv Adfet mdvem amd 5 khkiovg. Or mAnpopopies
0oQAAELNG TTOV GLAAEXONKOV KATA TNV EUTELPiO. LETE TNV KUKAOQOPIO TOV, OVTIKATOTTPILOVV TO
TPOPIL TOV AVOUEVOUEVOV OVETIOOUNTOV EVEPYELDY HECH OO TIC KAVIKES OOKIUEC TOL rituximab
(BAéme mapdaypapo 4.4).

AcBeveig éhafav 2 x1.000 mg rituximab og pecodidotnia 500 fSopddwv, o€ GLVOLACUO e
uebotpe&arn (10-25 mg/efoopada). Ot eyyvoelc Tov rituximab yopnyndnkav petd tnv evoopAéPia
éyyvon 100 mg pebuinpedvitoldvng, eva ot acbeveic eniong Elafav amd GTOHOTOS AymYT|
npedviLorovng yuo 15 nuépec.

Kozaloyoc avemiBountwy evepyeiady vmo Lopen TivaKo.

Ot avemBduntec evépyeteg mapatibevrol otov [Mivaka 4. Ot cuyvotnteg opilovial og ToAD Ly VEg
(= 1/10), ouyvéc (= 1/100 éwg <1/10), oy ovyvég (> 1/1.000 €wg <1/100), omdviec (>1/10.000 £wg
<1/1000), moAd ondvieg (< 1/10.000) ko un yvootés (dev propovv va ektiunbodv and to Staubioipa
dedopéva). Evidc kdbe katnyopiog cuyvodtntog epedviongs, ol avemBounteg evépyeleg mapatiBevton
Katd POivovco celpd cofapdTnTac.

Ot avemBOUNTEG EVEPYELEC TOV EVTIOTIGTNKAY LOVO KOTE TN OAPKELN TG TAPOKOAOVONGNG LETA TV
KuKAopopia kot yio TIG 0moieg dev NTov duvatd va ektiundei | cuyvotnta, Tapatibeviol otny
TopoTifevTol oTNV Katnyopio «Un yvooTégy, PAETE VTOCTUEWDOELC.

Ot TAéov VY VEG OVETOVUNTEG EVEPYEIEG TTOV CLGYETICTNKAY LE TN AfYN rituximab fTav avTdpaceelg
nov oyetilovran pe v €yyvon (IRRs). H cuvolikn enintwon tov IRRs og kAwvikég doxypég nrav

23 % pe v TpAdTN £yXvom Kot petddnke pe tig enakorovdeg eyyvoets. Ot coPfapés IRRs rav un
ovuyvég (0,5 %) kat mopatnpriOnKay Kupimg Kotd Tt ddpKeld ToL TPMTOL KOKAOV. EKTOg 0md T1g
avemdounTeg evépyeleg mov mapatnpninKay oTic KAWIKEG doKIUEG TOL rituximab oty PA, éyouvv
avapepbel mpoiovoa moAveotiokn Agvkogykeparonddeio (ITIIA) (BA. Tapdypao 4.4) kKot avTdpAcELS
TOTOL OPOVOGIOG KUTE TNV EUTEPIO LETA TV KUKAOPOPID TOL PAPUAKOV.
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IMwvoxog 4 20VOY1] AVETOOUNTOV EVEPYELDOV TTOV OVUPEPONKAY 68 KMVIKEG OOKIUEG 1] KATE,
™ J1dpKELd TG TAPAKOA0VON GG neTd amd TNV KVKLO@OPia TOV PAPRAKOV TOV
gpPavioTNKOV o€ ac0gveic pe peopatoston apOpitida ol omoior EAafav rituximab

Katnyopia/opy

OVIKO GUOTNHO

gzﬁ'q])mva HET | rond oVYVES Xoyvég ‘Oyr ovyvég Xravieg g:(;‘\zsg Mn yvootég
dgoopévev
MedDRA
Aopodgaig ko | Aoipmén Bpoyyitida, MIIA, emove- | ZoPapn
TOPUCLTAOGELS aAvVATEPOV KOATTIO0, vepyomoinon | 10yevig
AVOTVELGTIKOD | yooTpevtepitida nratitidog B | Aoiuwén'2,
GLGTLOTOG, , TPYOPVTIO TOV EVIEPOTIKN
ovporoipumén oDV UNVLIYYOEYKE-
QoAiTId0?
AwTopoyég Tov Ovdeteponevia’ Owyun Avtidpaon
ULLOTTOUTIKOD ovdetepomevia | opordfovoa
K01 TOV 4 e opovooia
Aepoukod
GUGTILOTOS
Awtapoyic tov | Avtidpdoeig SAvtidpdoelg
OVOGOTOMTIKO | GYETILONEVES U oyxetilopeveg L
¥ cvoTHATOg v €yyvon v €yyoon
Tevikég (vméptaon, (yevikevpévo
dwropayéc ko | voutia, oidnua,
KOTOGTAGELS e&avinua, Bpoyyoomacuog
Mg 0000 nopeéioa, , GLPLYHOG,
xopfynong KVIGHOG, oidnpa Tov
kvidwon, AGpuyya,
epebiopdc Tov OlYYELOVELPOTIK
Aoupov, E€aym, 6 oldnua,
vrdtao, YEVIKEVLEVOG
pwitda, piyn, Kvnopoc,
Tayvkopdia, avaguiasio,
KOO, TOVOG OVOPLAOKTOELD
GTOUATOPA- NG avtidpaon)
puyya, oidnua
TEPLPEPTKO,
gpvinua)
AwTopayég Tov Yrepyoinotepo
petafoiopov Aoupio
Ko Tng Opéyng
Yoyatpikég Kotadiwym,
dwatapoyés Ayyog
Awrtapayég Tov | Kepolodyio MopacOnoia,
VEUPIKOV nupavia,
GUGTILOTOS CaAn, woyodyio
Kapdwokég > 0dyym, KoAmikdg
owatapoyés KOATTLKN TTEPVYIGHOG
Happopuyn,
KapOLOKD
OVETAPKELDL,
EUQPAYLLOL TOV
LLokapdiov

26




Katnyopia/opy
aviké cvotnpo
Ezﬁﬁmva L § YY) oVYVig Yoyvég ‘O ovyvég Travieg gsg\zag Mn yvootéc
dedopévav
MedDRA
Awrapayés Tov Avoneyia,
YOGTPEVTEPLKO duappora,
0 YOGTPOOLGOPAYL
K
TOAVOPOUN O,
eEEAK@OT TOL
GTONATOC, GAYOG
v KotAiog
Awtapayés Tov Alomekio To&wn
d$ppaTOC KOL EMOEPLKT
TOV VT0O6PLOV VEKPOALOT
16700 (cvvdpopo
Lyell),
ouvdpouo
Stevens-
Johnson’
Awrapayés Tov ApBpoakyio /
HVOGKELETIKOD HVOCKELETIKO
GUGTINOTOG aAyoc,
Ko T00 ooteoapbpitida,
GUVOETIKOV Buiakitida.
16700
Hoapaxiivikéc Mewwpéva Mewwpéva
ggetaoeig emineda [gM® emineda
IgG*

! Agite eniong v mopdypapo Aoudéeig mapokdtm
2 Mapatnpnonke katd v Tapokorlovdnon uetd Ty kukiogopia
3 H suyvotnto upaviong ovdeTeponeviag Tpospyetal omd epyastnPlakis TIUEG TOV GLAAEYOVTOL 6T0 TANIG10 TV GLVNOIGHEVODV
EPYOOTNPLIKOV EEETAGEMV OTIG KAMVIKEG LEAETEC.
4 H ovyvotnto, peaviong ovdeTepomeviog mpospyetat omd SedopEva HETH THY KOKAOQOPI TOV QOPUAKOV.

> Avtidpdoeig mov ekdnAdbnkav péoa og 24 Gpeg omd Ty £yyvon. BAéne eniong oviidpaoeig oyeTilOHEVES 1e TV Eyyvon

(IRR) mapaxdre. Ot avtidpdoelg oyetilOpeves e TNV £yxvon Thovov vo EKINAMVOVTOL WG ATOTEAEGILO VITEPELOIGON GO Ko/ TOV

UNyovicpov dpdong.

6 TlepapPaver Tic TapoTpPNoELS ToL GLAAEYOVTAL 6T0 TAaiG10 TG GLVNBoVE TapakoAohONGNG TOL EpyacTnpiov.

7 TlepauBaver Oavornedpa TEPIGTATIKA.

Tloliamlot kbror aywyng

O moAlomhol koKAot Bepameiog oyetiCovtar pe pio TopOLOLN EIKOVA OVETIBVUNT®Y EVEPYELDY TOL
mapoTnPNONKe peTd TV TP £k0eoT. To TOGOGTO TOL GUVOLOL TMOV AVETIOVUNTOV EVEPYELDV PETA
v TpmTr £kBeon oTo rituximab fTov LVYNAOTEPO KATH TOVE TPMTOVG 6 UAVES Kol LEMONKE 6N
ocuvéyela. Avtd amoddinke kuping otig avtidpaocelg yyvong (IRRs) (mo cvyvég otov TpdTto KOKAO
Oepamnciog), emdeivmon g PA kol AOUOEELS, 01 0Toleg NTOV O GLYVEG KATA TOVG TPDTOVS 6 PVeES
g Oepameiog.

Heprypaon smileyuévov avemBountwy gvepysiawv

Avtidpaoeis ayeti{Oueves ue v Eyyvon

Ot o ovyvég avemBOunTeg eveEpyeleg Petd T YopnyNoM rituximab o€ KAMVIKEG LEAETEC T TAV OL
avtdpdoelc ot oyetilopeveg pe v éyyvon (IRRs) (avatpéére otov Iivaka 4). Meta&d tov

3.189 acbevav mov éhafav rituximab, 1.135 (36 %) exkdnAmcav TovAdyIoTOV Hio ovTidpooT
oxetilopevn pe v €yxvon (IRR) pe 733/3.189 (23 %) tov acBevodv va exkdnidvel tovddyiotov pio
avtiopaon oyetilopevn pe v &yyvon (IRR) petd and v mpmtn Eyyvon e apytkng EkBecnc Tov 610
rituximab. H enintoon tov oyetildpevav pe v Eyyvon avidpdcemv (IRRs) peimdnie pe tig
EMOLEVES EYYVOELS. Xe KMVIKES dokipég Myotepot and 1 % (17/3.189) tov acBevav mapovsiocav pio
coPapn avtidpacn oxetilopevn pe v €yyvon (IRR). Aev napotnpndnkay Babpov 4 katd CTC
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avtdpdoeig oyetilopeves pe v €yyvon (IRRs), odte ko Bdvartog e&ottiog avidpdoemv
oyxetilopevov pe v &yyvon (IRRs) otig kKhvikég doxypés. To mocootd twv Babpod 3 katd CTC
oupPapdatov, Kabog kot Tov oxetilopevav pe v £yyvon avidpdcewv (IRRs) mov odnynoav og
dtokom g Oepameiog puet@bnkay pe Tovg KOKAOVG Kot TOV GIivieg LeTd oo Tov 3° kokAo. H
YOPNYNON TPOANTTIKNG AYOYNG LE EVOOQAEPLO YAVKOKOPTIKOELDN LEIDMGE GNUAVTIKA TN GLYVOTNTO Kot
™ cofapdtnra TV oxeTilopevav pe v Eyyvon avidpdoewv (IRRs) (PAéne

mapaypaeovg 4.2 kot 4.4). ‘Exouv avagepbei coPapég oyxetildueveg pe mv Eyyvon avidpdacelg (IRRs)
pe Bovatneopo EkPoct LETA TNV KUKAOPOPIN TOL POPUAKOD.

e pio dokiun,  omoia oedldoTnKE Y10 v alOAOYNOEL TNV ACPAAELD TNG TOYVTEPNS EYYVONG
rituximab og acBeveic pe pevpotoedn apbpitida, ol acbeveic pe pétpia g coPapr| evepyod
pELLLOTOELT 0pOpitida, o1 ooiot dev epEavicay cofapn oyeTilopevn pe v £yyvon avtidopaon (IRR)
Kot TN O1dpKela 1| og d1dotnua 24 wpdv amd TV TpdTN peAetndeica £yyvon emttpendTay va Adfovv
&yyvon dudpkelag 2 @pav Tov rituximab. Ot acbeveig pe 16T0p1Kd Gofapnc ovTidpaong KaTd TV
&yyvon o€ Proroyikn Bepameio yio T pevpatoedn apbpitida aroxieiotray and Ty évtaén ot
peAétn. H enintoon, o1 tomot kou 1 coPapdtnrta tov oxetilopevov pe v £yyvon avtidpdacenv (IRRs)
Nntav oe GupP®Vvia pe 6ca eiyov topatnpndel wtopikd. Agv TopatnpnOnkoyv coPapéc oyxeTiloOpeveg pe
v €yyvon avtidpdocelg (IRRs).

Aowalerc

O cVVOAIKOG PLOUOG ELPAVIONC AOTUDEEDV TOV AVAPEPONKOY aTd KAVIKEG OOKIUES T)TOV TEPITOV

94 avé 100 acBeveic-£tn otovg acheveic mov Edafav aymyn pe rituximab. Ot AoludEels HTav Kupimg
NG €o¢ pHETPLog PapdnTog Kot apopodsay AOUMEELS TOL AVATEPOV OVOTVEVGTIKOD Kol TOL
ovportomtikov. H enintwon tov Aotudéemv, ol omoieg ftav cofapéc N anaitodoav evooeAESLa
yopnynon avtiPlotikdv nrov nepinov 4 avd 100 acbeveic-¢tn. To 1060616 TV GOPupdV AodEEDY
dev mapovcioce onUavTIK adENOT HETA amd TOALATAOVG KOKAOVG rituximab. AoudEels Tov
KOTOTEPOV OVOTVELGTIKOV (GLUTEPIAQUPOVOEVNG TS TVELHOVIOG) ExouV avagepBel kKatd T ddpKelo
KAVIKOV SOKIUADV, LE TOPOUOL GUYVOTNTO ELPAVIOTC OTIG OUAOEG TOV rituximab GUYKPITIKA UE TIg
opades eELEYYOUL.

Y10 mhaiolo PETE TNV KuKAoQopia, £xovv avoeephel coPepéc oyeveig Aoméelc o acbeveig e
pevpoToeldn aphpitida wov Erafav Bepaneia pe rituximab.

"Exovv avaeepbei mepiotatikd Oovatneopag tpoiovcag moAvesTIoKN g Asvkoeykepaiomddeiag (TTITA)
KOTOMY XpYoTg TOV rituximab yio tn Oepaneio avTodvocv voowv. AVTéC cupmeptAapuBavouy
peLLOTOELN] 0pBpiTida Kot AAAES EKTOG EVOEIEEMY VTOAVOGES VOGOVG, GUUTEPIALUPOVOUEVOD TOV
Yvomuatikod Epvdnupoatadovg Advkov (ZEA) kot g ayyesitidog.

e aoBeveic pe un-Hodgkin’s Aéppmpa mov Aappdvouv rituximab g cuvévacud pe KuTTapoToSIKn
mueodepaneia, £xovv avapepbel meputdoelg enavevepyonoinong nratitidoc B (BAéne Aépupopa
un-Hodgkin’s). H ernavevepyomoinon g Aoipnwéng and nratitida B éxetl exiong mold ondvia
avapepbel oe acbeveic pe PA mov Aappdvovv rituximab (BA. Tapdypago 4.4).

Kapoayyeroxéc avembountes evépysieg

YoBapég Kopdlokég avtidpacelg avapépinkay oe 1ocoato 1,3 avd 100 acbeveic-£tn oe acbeveig mov
é\oPav rituximab cvykpitikd pe 1,3 avd 100 acBeveic-£tn oe acBeveig mov EAafav elkovikd pAPLOKO.
Ta TtocooTd TV 0cHevdv pe KapolaKES avtidpdoelg (OAeg 1 coPapéc) dev avENdnKay e Tovg
TOALOTTAOVG KVOKAOVG Bepameiag.

Nevpoloyike. ovufouoto.

"Exovv avaeepbei cuppdpata cuvopopov omichiog avaotpéyiung eykeparomdfeiog

(Posterior Reversible Encephalopathy Syndrome/PRES)/cuvépopov omicOiog avactpéyiung
AevroeykeparondBelog (Reversible Posterior Leukoencephalopathy Syndrome/RPLS). Ta onpeia
KOl CUUTTOUATO COUTEPIAAUPAVAY OTTTIKY dlaTopayY], KEQAAOAYi0, EMANTTIKEG KPIoELS Kot
oAdoyn TG VONTIKNAG KATAoTAoNS, UE 1) X0pig oxeTilouevn viéptaot. H didyvmon tov PRES/RPLS
arortel emPePaionon e anewkdvion Tov eykepdiov. To mepIoTATIKA TOL OVaPEPON KAV gl
avayvoplopévoug mapayovieg kivovvou yio PRES/RPLS, cuumeptlopfavopévng g vmokeipevng
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VOGOV TOV/TNG 0l6BEVOVG, TG VAEPTACTC, TNG OVOGOKOTUGTAATIKNG Oepameiag kav/n tng
ynuetodepomeiog.

Ovdetepormevio.

[Teprotatikd ovdetepomeviag mopatnpndniay Kotd ™ Beponeio pe rituximab, 1 TAgloyneio TV
omoimv NTav Tapodikd Kot e 1 péTpla o Papvtnra. H ovdeteponevia pmopel va cuuPel apkeTong
UAVEC LETG TN YopNynon tov rituximab (BA. Tapdypago 4.4).

Ye eAeYXOUEVEG [LE EIKOVIKO PAPLOKO TEPLOOOVS TV KMVIKQOV peretav, 0,94 % (13/1.382) tav
acfevav mov Edafav rituximab kot 0,27 % (2/731) tov acevdv pe EIKOVIKO pAPLOKO ELPAVIGOY
cofapn ovdETEPOTEVIML.

OVdeTEPOTEVIKA GUUPBALOTO, CUUTEPIAOUPAVOLEVOV QVTMV e O, Papid, ppévovca
ovdetepomevia, £xoVv omdvia avapepOel petd TV KVKAOPOPia TOL PAPUEKOV, HEPLKE, amd To 0mToia
glyav ocvoyetiobel pe Bovatneopeg AoUDEELS.

A10T0p0yES TOV FEPUATOS KOL TOV DTOIOPIOD 1OTOD
"Exovv avapepBei ToAd ondvia to&ikn emdepukn vekpoivon (cvvdpopo Lyell) kot covdpopo
Stevens-Johnson, opiopéva ek TV onoiwv pe Bavatnedpo EkPaom.

Epyaotyprarés ovauolics

Yroyoppaceapworpio (IgG 1 [gM kéteo and 10 katdTEPO PLGLOAOYIKO Op10) Exel mapatnpndel oe
aoBeveic pe pevpatostdn apbpitda wov Ehafav Bepameia pe rituximab. Aev mapatnprOnke advénon
NG GLYVOTNTAG ELPAVIONC TOV GUVOAIK®OV AOUDEEDY 1 GOBup®Y AOUMEEDV PUETE TNV avATTVEN TG
yopnAng IgG 1 IgM (BAénre mapaypago 4.4).

"Exet mapatnpnfel pukpdg apBpdc avbopuntwv kot fIPAOYPoOIKOV TEPIOTATIKOV
VIOYAUUOGPUPIVOLEOG 6 TadtaTpikos acbeveic mov éhafav Oepameia pe rituximab, og pepikég
TEPIMTMOGELG GOPapOV TOL VO, ATALTOVV Lakpoypovia Bepameio vTokaTdcTaoNG 0vosospalpivig. Ot
GUVETELEG TNG LoKpoypoViag eEaheyng Tov B-kuttdpmv og TadaTptkovg acheveic ival dyvootec.

Eunepio amd tnv xokkiopdtmon pe moivayystitida (GPA) Kot 11 (KPOGKOTIKY TOAVOYYEUTLON,

(MPA)

To cuvolikd TpoPik acpdArelag Tov rituximab cg evitikeg kot wadtatpikovg acbeveic pe GPA/MPA
Baciletor og dedopéva amd acbevelg amd 3 KAviKEG SOKLUES Kal omd TNV TOPAKOAOVON O LETH TNV
KuKAo@opia.

Eroywyn e dpeons oc evilixes (GPA/MPA Meiéty 1)

X Melém 1 g GPA/MPA, 99 eviidikeg acBeveig vtofAnOnkav oe Bepaneia yio ETaymyn| TG
vpeong ot GPA xot v MPA pe rituximab (375 mg/m? pio @opd v efdoudda yio 4 efdopddes) Kot
yAvkokopTikogldn (PAEre Topdypago 5.1).

Ot avemBountec evépyeteg amd v GPA/MPA Mehét 1 mov napatifevrar otov [ivaxa 5 pe
KOTNYOPLOTTOINGT] GUYVOTNTOG «GLYVESH N «TTOAD GLYVESH NTAV OAEG AVETIODUNTEG EVEPYELEC TTOV
TapatnPiOnKay He cuyvotnTa ELEAVIoNS > 5 % oty opdda Tov rituximab kot o€ peyaiiTepn
ovuyvotTa ad TNV opdda cHyKpLong.

Ot avemBOUNTEG EVEPYELIEG OV EVTOMIGTNKOV HOVO KOTA TN SIUPKELD TNG TapaKoAovONoNg Letd tnv

KLuKAOQPOpia Kot Y10 TIG 0moieg dev Tav duvatd vo extiunbel n ovyvotnta, Tapatifevtol oty
KaTnyopio «un YvooTéc», PAETE VTOGNUEIDGELS.
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IIvokag S AvemO@opnteg evépyereg mov mopoTnpROnkKav ctovg 6 pveg, 6€ T06006TH > 5 Y%

TOV eVAMKOV a60evav Tov éhaPav rituximab oty Meiétn 1 Tqg GPA/ MPA
(Rituximab n=99, o¢ peyaridtepn coyvotTNTa 0mé TNV ORAdC GVYKPLONG) 1] KOTE
™ O1dpKeLd TNG TAPAKOA0VONONG neTd TV KukAoPopio.

MedDRA M YVooTh

Kotmnyopia/Opyaviké | Iloid ovyvég Yoyvég 1 VOOTIS

. GVYVOTNTOG

Xvotnpo

Aopdéers ko ovporoipnwén, cofopn 1oyevig

TOPAGITAOCELS Bpoyyitida, Loipwén'>2, eviepoitkn

épmnc (ootpag, unvryyogykepotitida!
PVOPOPVYYITION

AwTapayis Tov OpopPomevia

OLILOTTONTIKOV KOl TOV

AEn@KOY GVETHNOTOS

Awtapayéc Tov GUVOPOLLO

OVOGOTTOLTIKOV amelevbépmong

GUGTI|LATOG KUTTOPOKIVOV

Awtapayés Tov vrepkalopio

petafoiropov kKo g

Bpiyng

Yoyotpikég abmvia

owTapayés

Awtapayéc Tov Caan,

VELPLKOV GVOTHNOTOS | TPOHOG

Ayyawokéc dwatapayés | vréptaon £€aym

Awtapayés Tov Bxoc, PVIKT GLUPOPN O

OVOTTVEVGTIKOD dvoTvolo,

GULOTNLATOG, TOV emiotaén

0®paxae kot TV

pecodmpaxiov

Awtoapayéc Tov ddppoto dvoneyia,

YOGTPEVTEPIKOD dvokototnTo

GUGTI|LOTOG

Awtapayés Tov oK

0£PROTOG KUL TOV

VT0d6PLOV 16TOV

Awtapayéc Tov poikol oracpoi, poikn advvapio,

PVOCKELETIKOD apBparyia, HVOGKEAETIKOG TOVOC,

GUGTILOTOS KUL TOV oocQualyio TOVOG GTO AKPOL

GUVOETIKOV 16TOV

Ievikéc owarapayéc TEPLPEPIKO O10T 1L

KOl KOTOOTAGELS TG

0909 yopiyneng

Hopoaxivikég UELOUEVT opospapivn

eetdosig

' Tlapotnphnke Kotd TNV TOpaKolovONon HeTd TV KuKAo@Oopia.

2 Agite emiong v mapdypopo AOUMOEELS TUPAKATE.

Ocpameia oovinpnong oe evijiikes (GPA/MPA Melétn 2)
> Merém 2 g GPA/MPA, cuvolika 57 evilikeg acbeveic pe cofapn, evepydo GPA kot MPA
é\oPav Bepameio pe rituximab yio cuvtipnon g veeong (PAErE Topdypapo 5.1).
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Mivaxag 6 AvemOopnreg evépyeieg (ADRs) mov mapatnpfdnkaev o€ 1060010 > 5% 1OV
evAik@V acBevav mov éhafav rituximab oty Merétn 2 Tng GPA/ MPA
(Rituximab n=57), o€ peyorvtepn cvyvotnto amé TV opdoa cOYKpLong, | Kotd
TN OLAPKELD TI|G TUPAKOALOVON GG HETA TNV KVKLOQOpia.

MedDRA

Kamnyopia/Opyoaviké IToAY ovyvég Yoyvég Mn yvootég

206TNHO

AopaEers Ko Bpoyyitda pwitida cofapn yevig

TOPACITAOCELS Moipwén'2,
EVTEPOTIIKN
unviyyoeyke@oiitidn!

Awrapayig Tov dvomvola

OVUTVEVGTIKOD

GVLOTNHNOTOS, TOV
0dpuxa Kol TOVL
pecodmpaxiov

Awrtapayég Tov Suappota
YOOTPEVTEPLKOD
GULOTNLATOG

Ievikég oraTapayéc kKo mope&ia,
KOTAGTAGELS TG 000V YPIIMONG cLVIpOUT,
xopfynong TEPLPEPIKO 010M L

Kokooeig, OVTIOPACELS
MANTNPLAGELS KOL oxeT{OUEVES PE TNV
emuthokég OepomevTik®vy | Eyyvon?

YEPLOUOV

' TlapammpnOnke katd Ty TopoKoAoVONGN UETE THY KUKAOQOPIG.

2 Agite emiong v mapaypapo AOUOEELS TAPAKAT®.

3 Aemtopépeieg yio Tig oxeTCOMEVES e TNV £YYLoT AVTIOPAGELS TOPEXOVTOL GTIV EVOTNTO TNG
TEPLYPOPNC EMAEYUEVAOV AVETIOOUNTOV EVEPYELDV.

To cvvolkd TPoeik ACPAAELNG TAV CLVETES [LE TO KOAG TEKUNPLOUEVO TPOPIA acPaAeiog TOV
rituximab oT1g eyKeKPUEVES aVTOAVOoEG eVoeiLels, ovumepthappavopéveoy v GPA kot MPA.
Yuvolikad, 4% tov acbevdv 610 6kEAOG TOV rituximab gUEAVICAV avETIBOUNTEG EVEPYELES TOV
odnynoav og dtaxonn. Ot mepiocdTepeg avemBOUNTEG EVEPYEIEG GTO GKEAOG TOV rituximab fTov oG
N pétprog évraong. Kavévag asbeviig o1o okélog tov rituximab dev eiye Bavarneopeg avemBOpunTeg
evEpPYELEC.

Ta mo cuyva avapepdpeva copPapata mov Beopndnkov g avemBOunTeg evépyeleg Tav AvIOPACELS
oYeTILONEVEG e TNV £YYLON Kol AOUAOEELS.

Maxpoypovio. mapaxorodvtnon (Meréty 3 the GPA/MPA)

g 1ol LOKpoYpOVIQ LEAETT) TOPOTPNONG TNG Aopaielng, 97 acbeveig pe GPA kow MPA éhafav
Oepameio pe rituximab (péom Ty 8 eyydoeig [evpog 1-28]) yia didonua €mg 4 £T1), COUPEOVA LLE TN
oLVINON TPAKTIKY KoL TNV KPioN TOL Y1 TPOL TOVG. TO GUVOAIKO TPOPIA ACPAAELNG )TV CUVETEG UE TO
KoAG TEKUNPLOUEVO TPOPIA acpaleiog Tov rituximab ot PA kot GPA kot MPA ko dev
avaeEpONKay véeg avemBOUNTEG EVEPYELES.
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Taidrarpirog ninBoouog

Mo avotyTig EMCHULOVONG, LOVOD OKEAOVG HEAETN denyOn o 25 maudioTpikovg acbeveig pe cofapn,
evepyo GPA 1 MPA. H cuvolikn mepiodoc g perétng meptehdpufove pia @dorn emaywyng vpeong 6
UNVOV 1e eEAAyLotn Tapakorovdnen 18 unvav, émg 4,5 etd@v cuvolikd. Katd t didpketa TG paong
mapakolovOnong, o Rituximab yopnynOnke kotd ™ drakprrikn guyépeta tov gpguvnth (17 amd tovg
25 aoBeveic Elapav emmAéov Bepomeia pe rituximab). H tavtdypovn Bepoameia pe dAAn
0VOGOKOTAGTAATIKY Ogpaneia enttpdmnke (BA. [Tapdypoaeo 5.1).

AvemBdunteg evépyeleg Bewpnbnkav ta avemBounta cupPfdvia mov ekdNAGONKav Le cuxvoTnTa >
10%. Avtd nepredappavav: Aouméelc (17 acbeveic [68%] ot @don enaywyng veeons, 23 acbeveig
[92%] ot cvvoAikn Tepiodo tng pekétg), IRRs (15 acbeveig [60%] ot @don eraymync veeong, 17
acBevelg [68%] otn didprela TG cLVOMKYG peréTnc) Kot vavtia (4 acBeveig [16%] ot don
emaywyng veeone, S acheveic [20%] otn cuvoAkn mepiodo TG LEAETNC).

Kotd ™ didpkela Tng GUVOAIKNG TEPLODOV TNG UEAETNG, TO TPOPIA ACPAAELNG TOV Tituximab fToav
GUVETEG LE OVTO OV avaPEPHNKE KOTA TN QACT) EXAYMYNG VPESNG.

To popik acpdrelag Tov rituximab o€ modtaTpucovg acbeveig e GPA 1 MPA fjtav cuvenég og mpog
TOV TOTO, T1] PVUGT Kot T 6oPapdTNTa UE TO YVOOTO TPOPIA acPiAelng e evIiAKEG aobeveic OTIG

EYKeKPILEVEC 0vTodvooes evdei&elc, copmeptiapfavopévov twv GPA 1 MPA tov evilikov.

Heprypoon emideyuévov ovemBountwv gvepysicwy

Avtidpaoeis oyeti{OUEVes ue v Eyyvon

>m Merém 1 g GPA/MPA (pehétn yio Ty ETaymyn TG VeeoNs 6€ eVAAKeg acbeveiq)
oyxetilopeves pe v €yyvon avtidpacels (IRRs) opiotnrav og omolodnmote avemBHunTo coufav
epoaviletor evtog 24 opov amd v Eyyvon kot Bewpeital, amd Tovg epevvNTES, oYETILOUEVO LE TNV
&yyvon otov TANOueuo aeaieiog. Ao Toug 99 acbeveic Tov vroPAnONKay og Bepameio pe rituximab,
12 (12 %) mopovciacav tovAdyiotov pia avtidpacn oyetilopevn pe v éyyvon (IRR). Okeg ot
oyetilopeveg e v €yyvon avtdpacels (IRRs) frav Babpov 11 2 katd CTC. Ot o ouyvég
oyetilopeveg pe v €yxvon avtidpacelg (IRRs) mepreddpfovay to cuvopopo anelevbépmong
KuTTOpOKIV®V, EEaym, epebiopd Tov edpuyya, Kot tpopo. To rituximab yopnynonke ce cuvovAGUO pe
EVOOPAEPLO YAVKOKOPTIKOELDT], TOL OTTOL0L LTOPOVV VO, LELDMCOVY TN GLUYVOTNTO ELPAVIONC KoL TN
coPupoTNTU QVTOV TOV GUUPAVTOV.

2t Merém 2 g GPA/MPA (pedét yio ) ovvenpnon og evihikeg), 7/57 (12%) acbeveic 610
okéA0G TOL rituximab mapovsiocayv TOVAd IoTOV pio avtidpacn oyxetilopevn pe v €yyvon. H
GLYVOTNTO ELPAVIONC TOV CLUTTOUATOV TOV oYETILONEVOV pe TNV &yyvor avTdpdoemv (IRRs) nrav
VYNAGTEPN KaTd TN ShpKELD 1) LETE TNV TPAOTN £yxvom (9%) kon petdOnke pe Tig emakOA0LOES
eyyooeig (< 4%). Ola to cvpntdpato TV oxetiiopevoy pe v &yyoon avidpdoewv (IRRs) frav
NI N LETPLO, KOL TO, TEPIGTOTEPO, Ad QLTA OvaPEPOMKAY 0o TIC ALOTAPAYES TOV OVOTVELGTIKOD
GULOTILLOTOC, TOL BMpaKa Kot Tov pecoBmpaxiov Kot TIg AlTapayES TOV OEPUATOS Kol TOV DTOIOPIOV
610V, TV Katmyoptdv/Opyavikdv Zvotudtov (SOC).

2y khvikn dokin og mondtatpikovg acbeveic pe GPA 1 MPA, ot avagepbeiceg IRRs
mapatnpOnkay Kuping pe v mpmtr £yyvon (8 acbeveic [32%]) kot otn cuvéxeta petddnkay 6to
¥POVO LE ToV aplBpd Tov gyydoewy rituximab (20% pe tn dgvtepm £yyvon, 12% pe v tpitn Eyyvon
Kot 8% pe v tétaptn £yyvon). Ta wo cuyva copntopota IRR mov avaeépbnkav, katd tn edon
EMOYOYNG VPEONG NTOV: 1] KEPaAaAYia, To e£avOnua, 1 prvoppota kot 1 Topesia (8%, yio kibe
oountopa). Ta Tapatnpodpeva copntopata tov IRRs ftov mapopown pe avtd wov eivat yvootd
010G evilikeg acbeveig pue GPA 1 MPA mov éhafav Oepomeia pe rituximab. H mAsioynoia tov IRRs
ntav Babpot 1 kot Babpov 2, vapyov ovo pun cofapéc IRRs Babuov 3 kot dev avapépbnkav IRRs
BaOpov 4 1 5. Mia soPapr IRR BaBpov 2 (yevikevpévo oidnua mov emivdnke pe Bepaneio)
avaeépinke oe évav acBevn (PAEre Tapdypago 4.4).

32



Aowwéerg

2m Merém 1 g GPA/MPA 10 cuvoAikd 1060610 TV AOUGEEDY fTay Tepimov 237 avd

100 acBeveic-étn (95% AE 197 - 285) o610 6-punvedv npmtedov kataAnktiko onueio. Ot AodEeig Ntav
Kupiog NG £0¢ PHETPLOG PapdTNTOC KoL OTOTEAODVTAY KLPIG 00 AOIUMEEIC TOV OVATEPOD
OVOTVELGTIKOV, £pTT (®OTAPA Kol AOYUMEELS TOL OVPOTOUTIKOV GVOTAUATOS. To TOGOGTO TV
coPapav AopmEemv ftav mepimov 25 ava 100 acbeveic-§tn. H mo cuyva avapepdpevn cofapn
Aoiuwén oty oudoa tov rituximab fTov 1 Tvevpovia oe cuyvotnTo 4 %.

2t Merém 2 g GPA/MPA, 30/57 (53%) acBevelg 6to okéhog Tov rituximab mapovciocay
roméets. H ouyvotnta sppdviong AotudEewv, ototovdnmote Babpov, nrav topduota petad twv
okeh@v. O Lopmdéelg Nrav Katd kHplo Aoyo Nmieg £og LETPleg. Ot o LY VES AOUDEELS 6TO GKEAOG
Tov rituximab mepteddpPavay AOUDEELS TOV OVADTEPOL AVOTVEVGTIKOD GUGTIHATOG, YOOTPEVTEPITION,
AOLLMEELS TOL OVLPOTOMTIKOD GLGTHUATOC Kol Epnta (wotpa. H cuyvotnta epepdvions cofapmv
AoudEev fTav Tapopoto Kot ata, 000 okéAN (tepimov 12%). H cuyvotepa avapepduevn cofapn
Aolpwén otnv opdda tov rituximab fTov e 1 péTpla Ppoyyitida.

2V KMVIKH 00K 6TOVG Tadlatpikovg acheveic pe cofapn, evepyd GPA kot MPA, 91% tov
avapepBeiodv Aopuméemv NTav un coPfopéc kot to 90% nrav Nrieg Emg LETPIES.

O1 o ovyvEG AOUMEELG 0TI GLVOALKT (PAGCT) NTOV: 01 AOUMEELG TOL AVATEPOL OVATVEVGTIKOD
ovotnuotog (URTIs) (48%), n ypinn (24%), n emumepukitida (20%), n pvogapuyyitda (20%), ot
AOLUMEELG TOL KATATEPOL OVATVELGTIKOD cLGTHHOTOS (16%), N typopitda (16%), woyeveic URTIs
(16%), Aoipmén Tov avtiov (12%), yaotpeviepitida (12%), papuyyitda (12%), Aoipmén tov
ovporomTikov cvotiuatog (12%). Exyovv avapepbel coPapéc Aowudéelg oe 7 acBeveig (28%) kot
ovpmepteddppavav: ) ypian (2 acOeveic [8%]) kot T AOIL®OEN TOL KOTMOTEPOL AVATVELGTIKOV
cvotiuatog (2 acbeveic [8%]) ¢ Ta o cuyvd avaeepopeva coppdavra.

210 TAaic10 HETA TNV KuKAOQOpia, Exovv avapepBel coPfepéc 10yevels Aotuméelg oe aobevels pe
GPA/MPA mov éhafav Oepameio pe rituximab.

KaxonBeiec

>m Merém 1 g GPA/MPA, 1 suyvomta eupdviong kakondelog o acbeveic mov Elafav rituximab
og KAwvikn perétn oty GPA xor m MPA ftav 2,00 ava 100 acBeveic-étn pe ko nuepounvia AnEng
ot doxun (N omoia ey o terevTaiog acHevig va Exel OAOKANPOGEL TV TEPiod0 TapakoAovONOTG).
Bdoet tumomompuévay avoroyidv cuyvoTNTOC, 1) GUYVOTNTA ELGAVIOT|G TOV Kakondeidv eaivetal va
glvol Tapopola e avTh oL avaeépOnke Tponyovuéveg oe acbeveic pe oyxetilopevn ANCA
ayyeutida.

2V TodoTpikn KAMVIKY SoKun, 0ev avapépnkay kaxondeiec o mepiodo Tapakorovdnong Emg 54
HMVeg.

Kapoayyerorés avembounres evépysieg

>m Merém 1 g GPA/MPA, kopdiokd GUUPBAIOTO ELPAVIOTNKOY GE TOGOOTO TEPITOV

273 avé 100 acBeveic-étn (95% AE 149-470), xatd 10 6-punvov tpmtedov KataAnktiko onueio. H
ovyvotTTa TOV coPapav Kapdlakdv cupPapdtov ntav 2,1 avd 100 acbeveic-£tn (95% AE 3 -15). Ta
GLYVOTEPO AVOPEPOUEVE TEPIOTOTIKG TV Tayvkapdia (4 %) kot koAmikn poppoapvyn (3 %) (BA.
Tapdypoeo 4.4).

Nevpoloyixd, ooufduaro

"Exovv avaeepBei cupfdpata cuvopouov oricbiog avaotpéyung eykepaionddeiag (Posterior
Reversible Encephalopathy Syndrome/PRES)/cuvdpdpov omicBiag avastpéyiung
AevkoeykeparondOelog (Reversible Posterior Leukoencephalopathy Syndrome/RPLS) € avtodvoca
voonpata. Ta onueio Kot CUUTTOUOTO CUUTEPIAAUPAVOY OTTTIKY| dtoTopayn, KEQPOUAOAYio, ETANTTUCEG
KpioELg Kot aAAOYT TNG VONTIKNG KOTAGTAONG, LE 1] xopig oyetilopevn vréptacn. H didyvoon tov
PRES/RPLS amnattei emiPePaioon pe ameikdvion tov gyke@aiov. Ta meptototikd mov avapépinikoy
glyav avayvopiopévoug mapayovteg kivouvov yio. PRES/RPLS, cuumepiiapfovopuévng g
VROKEIUEVNG VOGOV TOV/TNG 0l6OEVOVG, TNG VIEPTACTC, TNG BVOGOKOTAGTAATIKNG Oepameiog Kovn tng
ymueodepamneiog.
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Eravevepyoroinon nrozitidac B

"Evoc pukpdg aptBpioc meplotatik@v enavevepyomoinong g nratitidag B, opiopévec popég pe
Bavatneopo ékPaom, £xel avapepbei oe acbeveic pe GPA ka1t MPA mov Adupavayv rituximab petd v
KLUKAOPOpPio TOV PUPHUAKOL.

Yroyoupaopaprvouuio
Yroyoppoaceapvaipio (IgA, IgG 7 IgM kdto 0md To KatdTEPO PUGIOAOYIKO Op10) £xel mapaTnpnOei
o€ evilikeg kot mondiatpikovg acbeveic pe GPA ko MPA mov élafav Bepaneio pe rituximab.

>m Merém 1 g GPA/MPA, otoug 6 punveg, otnv opdda tov rituximab, 27 %, 58 % kot 51 % twv
acfevav e euoloAoyiKd eminedo avocos@apivng otnyv apyn g Bepaneiag, eiyav younid enineda
IgA, IgG kot IgM, avticTtotya o€ oOyKpilon pe to 25 %, 50 % kot 46 % otnv opdda g
KUKAOP@GPapidne. To T0606TO TV GUVOAMK®OV AOUOEEDY KOl TV coBap®mV AMOUDEEWDY OV
avéndnke petd v ekdniwon youniav emmédov IgA, IgG n IgM.

> Merém 2 g GPA/MPA, dev mapotnprinkay kKAvikd onuavTikés diopopéc HeTald Tmv 600
opadmv Bepameiog 1 pEIOOELS 6Ta EMimeda OAKNG avococeatpivng, IgG, IgM 1 IgA kab '0An
dugpkela TG SOKIUNG.

2V TodtoTpiky KAMVIKT SOKIUN, KOTA TN SIUPKELN TNG GUVOMKNG TEPLOdOL UEAETNS, 3/25 (12%)
acBevelg avépepav éva cupPdy vroyoppacoaipvarpiog, 18 acbeveic (72%) eiyav mapatetapéva
(opldpeva g emineda Ig KATM 0O TO KOTOTEPO PLGLOAOYIKO OPLO Y10 TOVAAYLIGTOV 4 UVEG) YOUNAL
enineda IgG (ex v omoimv 15 acbeveic glyav emiong napatetopéva yaunin IgM). Tpeic acBeveic
éhaPav Bepoameio pe evoopAéPia avocospapivn (IV-IG). Baoel tov meplopiopévov dedopuévov dev
puropotv va eEayxfodv aGPaAr] GUUTEPACLOTH GYETIKA [LE TO oV Topatetapéva younid IgG kot IgM
odnynoav oe avénuévo kivovvo cofapng Aoluwéng oe avtovg toug acbeveic. Ot cuvéneleg g
pakpoypoviag e&arenyng tov B-kuttdpov og madiatpicong acheveic eivar dyvooTec.

Ovoeteporevio,

>m Merém 1 g GPA/MPA, 10 24 % t0v acbevav otny opdda Tov rituximab (epdmoé kdKAov) Kot
70 23 % TtV 0c8evav oty opdda TG KUKAOQ®GSPAUIONG epeavicay ovdeteponevio fabpod 3 katd
CTC 7 peyolotepov. H ovdeteponevia dev oyetiotnke pe pio mapatnpodpevn adénon cofapng
roipwéng otovg acbeveig mov Elafoav Oepameio e rituximab.

2t Merém 2 g GPA/MPA, 1 suyvotnta pgdviong ovdetepomeviag OAwmv tov Badumv nrav 0% yo
Tovg acbeveic mov Elafav rituximab évavit 5% yia Tovg acBeveig mov Elafav alabetonpivn.

A1oTapoyés Tov FEPUATOS KOt TOV DTOIOPIOD 1GTOD
"Exovv avaeepBel toAd ondvia ToEikn emdeppuxn vekporvon (cuvopopo Lyell) ko sovdpopo

Stevens-Johnson, opiouéva ek TV onoiwv pe Bavatnedpo EkPacm.

Eumepia omd tnv Kown méueryo

To cuvolikd Tpoik acpdielag Tov rituximab oty Kown Téuetya Paciletal o€ dedopéva amd
acBeveic amd 2 KAMVIKEG SOKIHEG Kot o TV TopoKoAovONon uetd tnv kukAopopia.

20voyn mpoeil) aopaleioc otn Melétn 1 e PV (MeAéen ML22196) kou Melétny 2 nc PV (Melén
WA29330)

To mpopik acpaleiog Tov rituximab 6g GUVSLAGUO e Ppayeiog SiapKeLOg, YaunAn d0o
YAVKOKOPTIKOEWMV oTn Bepameio acOevav pe PV pelemOnke og pa ®dong 3, tuoyoiomompévn,
ELEYYOLEVT], TOAVKEVTPIKT], OVOLYTY|G ETICTLOVOTG LEAETN ToV eplerdpPove 38 acBeveic pe PV,
TUYOLOTOMUEVOLG otV oudda tov rituximab (Melét 1 g PV). Ot acBeveig mov tuyatomotOnkay
oTNV opado Tov rituximab Ehafav o apyikn 66on 1000 mg evdoprePiong v Huépa 1 tg Mehétng
Kot po 0evtepn 1000 mg evdoprePiong v Huépa 15 g Melétng. Adoeilg cuvtrpnong 500 mg
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gvoopAefimg yopnyndnkav tovg pnveg 12 kat 18. O acbeveig uropovoav va Aapfovv 1000 mg
evooprefimg ) otiyun g vrotponng (BAEne Tapdypapo 5.1).

> Merém 2 g PV, o toyotomompévn, SITAN-TUQAT, LE S1TAO EIKOVIKO QAPUIOKO, UE EVEPYO
GULYKPITIKO TOPAYOVTOL, TOAVKEVIPIKN LEAETT) TOV a&LOAOYNGE TNV OMOTEAEGUATIKOTNTO KoL TIV
ac@diela Tov rituximab og cUykpilon e T pokogavordtn poeetih (MMF) oe acBeveic pe pétpia
¢w¢ cofapn PV mov amaitodv amd Tov 6TOUTOC KOPTIKOGTEPOELW), 67 acbeveic e PV éhafoav
Oepaneio pe rituximab (apyucd 1000 mg evoopAéfio tnv Huépa 1 g Meléng ko pia devtepn d6om
1000 mg evdopiéPia v Huépa 15 g Meréng, mov eravolnednkav tig ERdouddeg 24 kot 26) yia
ddotnpa €mg 52 gfdopddec (PAEre Tapdypago 5.1).

To popik acpaleiog Tov rituximab otnv PV ftav cuvenég pe 1o kKabiepmopévo mpoeik aceareiog oTig
GAAEG EYKEKPUIEVEG OLTOAVOGEG EVOEIEELG.

Kozaloyoc avemiBountwy evepyeiary vmo nopen rivaro yio. tic Melérec 1 kou 2 ne PV 1 katd th
OIAPKELO. THS TP akoAoVONonC UETA TNV KLKAOQOpIO,

Ot avemBOunTeg evépyeteg amo tic MeAéteg 1 kot 2 yia v PV pe katnyopilonoinon cuyvotntog
«OVYVESH N «TTOAD oLy VvEQ) apatifevtot otov [livaka 7. Xtn Medét 1 g PV, ot avemBounteg
EVEPYELEG OPIOTNKOV MG TO AVETIBOUNTA GUUPAVTA TOL TAPATPNONKAV LE GUYVOTITA ELPAVIONG

> 5% otovg acBeveic pe PV mov éhaPav rituximab, pe > 2% amodivtn d0popd 6Ty cuyvoTNTA
eueaviong petatd tng opddoc mov EAafe rituximab kot g opddag wov EAafe v kKabiepmpévn doon
pedviLovng £wg to Mnva 24. Kavévag acBeviic dev amocsvpOnie LOy® TV avemBOUNToOv evepyeidv
ot Merétn 1. X Melém 2 g PV, ot avemBounteg evépyeteg opiotnray g to avemBounto
ovppavto mov mapatnpHOnKay o > 5% twv acbevdv pe PV mov éhafav rituximab ko
a&lohoynOnkav oc oyetilopeva.

Ot avemBOUNTEC EVEPYELEG TTOL EVIOTIGTNKAY LOVO KOTA TN SLIPKELN TNG TAPOKOAOVONGNG HET TNV
KuKAopopia Kot yio TIg omoieg dev NTav duvatod va ekTiunfel ) cuyvotnta, tapatibevior otny
KOTNYopio «pn YVOOTNG SLYVOTNTAG), PAETE VTOCTUEIDGELC.

Mvoxag 7 AvemOOunreg evépyeieg og acOeverg pe PV mov éhafav rituximab, amwé
Meiétn 1 g PV (g 10 Mnjva 24) ko ané Tn Merétn 2 g PV (§og v
Epoopdda 52), ] kata tTnv Topakorov0non petd TNy Kukio@opio.

Kotnyopio/opyaviko
oVGTILO COPQPMVO, PE TN IMoAv ovyvég Yoyvég Mn yvooTtég
Baon oedopnévov MedDRA
AoOEELS Ko Aolpwén tov Aolpwén and 10 YoBap1| 1oyevig
TOPUCITAGCELS AVAOTEPOL épmnra Loipwén'2
OVOTTVEVGTIKOV "Epnng Zootmpog Evtepoium
GUOTNLOTOC ZTOUOTIKOG PTG LUNVIYYOEYKEQOAITION!
Emumepukitida
Pwoopoapuyyitida
Koavtwtioon tov
GTOHOTOC
Ovporoipmén
Neomhaopata koA 0n, OnAopa Tov
Koko10n ko pn dépUaTOg
KaBopriopeva
(mrepriappdavovrar kKOoTELS
K0l TOMOTOOES)
Yoyratpikés drotapayés Eppévovoa Meilov KatdOiwym
KOTAOAMTTIKT Evepebiotomta
dlatapoyn
Awrapayés Tov veupikod | Kepaiaiyio Z6én
CVLOTNNOTOG
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Kotnyopio/opyaviko
oUGTILO CORP®VO, PE TN MoAv ovyvég Yuoyvég Mn yvooTtég
Baon ocdopévov MedDRA
Kapowkég owatapayéc Tayvkoapdio
Awrapayig Tov Alyog v Kotdiog
YOGTPEVTEPLKOV
Awrapayés Tov déppatog | Alomekio Kvnouodg
K01 TOV VTOO6PLOV 16TV Kvidmon
Awotapoyn d€pUatog
Awrapayég Tov MvooKeAETIKOG TTOVOG
LVOGKELETIKOV ApBpadyia
GVLOTIHNOTOG KOL TOV Ooceuadyia
GUVOETIKOV 1670V
Ievikég draTapayés kKo Konwon
KOTOO6TAGELS TNG 0000 E&ocbévion
XOP1YNONS Hopetia
Kokdosgig, oninmpidoesig | Zyetildueveg pue v
K01 EMITAoKEG &yyvon avtdpaoelc’
0EPUTEVTIKOV YEIPIGPUAV

! TTapatnpnOnke katd v Tapokolovdnen uetd Ty Kuklogopia.

2 Agite emiong T mopaypopo AodEES TopaKaTom.

3 O oyenilopeveg pe TV €yyoon ovtdpdoeis yio v Melétn 1 g PV, mepteddupovay to GOUTTOHOTe oV GUAAEONKAY
KOTE TNV EXOUEVT TPOYPOLUOTICLEVT ENIOKEYN UETA amd KAOE Eyyvom Kot Ol AVETIBVUNTEG EVEPYELEG TOV EULPUVICTIKAV
Kot TNV nuépa 1 o nuépa netd v Eyyvon. Ta mo cvyvd, oyetilopeva e TV £yXVoN, COUTTOUATO AVTidpaoNS/
Ipotiudpevor 6pot yro Ty Merétn 1 g PV mepiddppovay keporadyiec, piyn, vynin aptnploxn migon, vavtia, e&acbivion
Kot GAyoG.

Ta mo cvyva oyetilopeva e v £yyvon cvprntdpata avtiopacng/Ipotiudpevor 6pot yio ™ Merétn 2 g PV ftov n
Sdvomvota, To epvnua, 1 vIepdpmacia, 1 oy, 1 VIEOTAON/1 YOUNAN aPTNPLEKN TiEoT Kot To EEAVONUA/KVIOCUOOES
g€avinua.

Heprypogn emileyuévov avemBduntwy evepyeidy

Avtidpaoeig oyeti{Oueves ue v Eyyvon

2t Merém 1 g PV, ot oxetildpeveg pe v £yyvon avtidpacels nrav cuyvég (58%). Zyedov Oreg ot
oeTWOUEVEG LE TNV £YXLOT] AVTIOPAGELG NTAY NTES £WG PETPLES. To T0G00TO TV 0ebevmdv Tov
exdnhooav avtidpacn oyetiiopevn pe v £yyvon Ntav 29% (11 acbeveig), 40% (15 acbeveig), 13%
(5 acbeveic) ko 10% (4 acBeveic) petd tnv mpdT™, deVTEPT, TPITN KOt TETAPTN EYYVOT|, AVTIGTOLYCL.
Kavévac as0svnig dev amochpOnke amd 1 Oepancio eEontiog v oyeTilOUeVmVY He TNV £yyvon
avTOpace®y. To copTTOUATH TOV OXETILOUEV®V e TNV £YYLON OVTIOPAGEMY NTAV TOPOLOLN GE 100G
Kot coPapdtnta pe eketva Tov TapatnpnOnkav otovg acbeveig pe RA ko GPA/MPA.

¥ Meiém 2 g PV, ot IRRs gpopaviotkay kuping otnyv Tpdt £yyvon kot 1 cuyvotnto tov IRRs
pewmbnke pe emakorovdeg eyyvoeis: 17,9%, 4,5%, 3% kar 3% tov acbevav eppdavicav IRRs oty
TPMTN, OEVTEPT, TPITN Ko TETAPTN Eyyvon avtiototya. Xg 11/15 acbeveic mov eppdvicav TovAdyietov
pia IRR, ot IRRs tav BaBpot 1 1 2. e 4/15 acbeveic avapépbnkayv IRRs Babpov > 3 kot 0dnyncav
o¢ dwakomn) tng Bepaneiag pe rituximab ™ Tpelg amd Toug Téooepig acheveic eLPAVIcaV GOPoPES
(ameintikég yuo ) Con) IRRs. ZoPoapéc IRRs gppaviotray katd tnv Tpmtn (2 acbeveig)
devtepn (1 acbevg) £yyvomn kot emALONKAY [Le CLUTTOUOTIKY Oepameia.

Aowwéerg

>m Merém 1 g PV, 14 acBeveic (37%) otv opdda Tov rituximab gpedavicov AoumEelg
oxetilopeves pe ) Bepaneio og oOykpion pe 15 acBeveic (42%) oy opdda g kabiepopevng doomg
pedviLovng. Ot o cuyvég AODEELS GTIV Opdd0 TOL rituximab MtV AOUMEEIS amAod £pTNTa Kot
Lwompa, 1 Bpoyyitida, N Aoipnmén Tov 0VPOTONTIKOD GUGTHUATOG, 1 LUKNTINGIKTY AoiHmEN Kot n
emmnepukitda. Tpelg acheveic (8%) oy opndda Tov rituximab gl@dvicay GuVolKA 5 coPapéc
AomEELS (Tvevpovia and Preumocystis jirovecii, Aoyucddn 8poumon, Aoipnmén Hesoomovoviion
diokov, Tvevpovikn Aotuwén, oNy”n omd oTapLAOKOKKO) Kot évag acfevic (3%) otV opdada g
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Kkafepopévng 06ong TPedVILOvNg eppavice cofapn Aoipmén (Tvevpovia amd Preumocystis jirovecii).

2 pekét 2 g PV, 42 acbBeveic (62,7%) oto okélog tov rituximab mapovsiacav Aotpudéels. Ot mo
oLYVEC AOUOEELS otV oudda Tov rituximab fTav Aoipumén Tov AVATEPOL BVATVELGTIKOD GLUGTILOTOC,
PVOPUPVYYITION, GTOUOTIKY KAVTIVTIOGT) Kol AoipmEn Tov ovpomontikov cuotiuatos. 'E& acheveig
(9%) oto okéhog tov rituximab mapovciacav coPapés AotumdEers.

210 mhaiclo PeTd TNV KukAopopia, £xovv avapepbel coPepéc oyeveig Aowwméelg o€ acbeveig ue PV
mov éhafav Bepameia pe rituximab.

Epyaotyprarés ovauolies

>t pekét 2 g PV, 610 okélog tov rituximab wapotnprOnkay modd cuyva pHetd t £yyvon
TOPOSIKEG LEIDGELC GTOV OPLOUO TV AEUPOKVTTAP®V, TOL TPOKANONKAY OO LELMOELS GTOVG
TANBVGHOVG TV TEPIPEPIKAOY T-KVTTAPW@V, KOOMG KOl TOPOdIKT| LEIDOT) TOV EXTESOV TOV POGPOPOL.
Avtd BeopnOnke 6T TpoKANONKOY 0o TV TPOANTTIKN VOOQAEPLA £yvon pneBvAnpedviloAdvng.

> Merém 2 g PV, yaunAd enineda IgG mapatnpndnkav coyva kot xounia exineda IlgM
TopaTnPENONKAY TOAD cLYVE ®GTOGO, dev VANPEE EVOEIET LENUEVOL KIVODUVOL EUPAVIONS GOPapdY

AodEewv petd v exkdnimon yapnAiov IgG 1 IgM.

Avopopb mbavorloyoduevav avemBOunTmV EVEPYELDY

H avoaeopd mBovoroyodpevmv avemiBountmy vepyetmy HeTd amd T Yop1ynon adstog Kokhopopiog
TOV QUPUAKEVTIKOD TPOidVTOG eivan onpavtiky. Exitpénet  cuveyn mapakolobOnon g oxéong
0PEALOVG-KIVOVVOV TOV PUPHOKEVTIKOD TPOTOVTOC. ZNTeital omd TOVG ETayyeEAATIEG VYElNG VO
avaPEPOVY OTTOLEGONTOTE THOVOAOYOVLEVES OVETIOVUNTES EVEPYELEG LECH TOL EBVIKOD GLGTNLOTOG
avapopdg tov avaypdeetor oto [Hopdpmua V.

4.9 Ymepdoooloyia

AT6 T1g KMVIKEG doKIUEG 6 avOpdmovg dtatifeton Teplopiouévn eumelpia pe 6OGELG LEYOAVTEPEG A0
TNV EYKEKPLUEVT] dOGT TOL CKEVAGHOTOG EVOOPAERLaG Yoprynong rituximab. H vymAdtepn evooeAiéfia
d0oon tov rituximab, 1 omoia £xet pedetn el £oc onpepa og avBpdmovg etvan 5.000 mg (2.250 mg/m?),
Ta omoia peAeTNONKav o€ pio pekét KAudkoong g 60omng oe acbeveic pe XAA. Agv gviomiotnkay
emmpocheta OEpoTa AoPALELS.

e mepinton vrepdocsoloyiag, ol acbeveic Oa mpémel va S10KOTTOVY AUESHOE TNV EYYVOT KOl VO,
mapaKkolovbodvtal GTeEVA.

Metd v KuKAo@opio TOL TPOIOVTOC TEVTE TEPIOTATIKA VITEPOOGOAOYING e rituximab £youvv
avapepBel. [a ta tpio TeptoTatiKg dev avapéptnke avemBountn avtidpacn. Ot 0o avembvunTeg
EVEPYELEG TTOVL OVAPEPONKAY NTOV CUUTTONOTA Opotdovoa TG Ypinng pe 66omn 1,8 g rituximab kot
BavaTneopa avamveLoTIKY avendpkela e 06om 2 g rituximab.

5. DOAPMAKOAOTI'TKEX IAIOTHTEX

5.1 ®@oppokodvvopikE 1O10TNTEG

DopUaKODEPATEVTIKT KOTNYOPIN: OVTIVEOTANGLOTIKOL TOPAYOVTES, LOVOKAMVIKG AVTIGMUATO KOt
ovlevéelg avticoudtov-eopuakayv, kadwodg ATC: LOIFAO01

Mnyavioudc dpdong

To Riximyo givar fro-opoeldég eappakevtiKo tpoioy. Aertopepeic mAnpopopieg eival dabéciieg
otov diktvako tono tov Evponaikod Opyaviopov @apudxov: https:// www.ema.europa.eu.
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To rituximab cvvdéetar €101KA pe to dtapepppovikd avtrydvo, CD20, pio un-yAvkoloAiopuévn
QPOCPOTPMTEIVT, TOL gvtomiletar ota Tpo-B ka1 dpya B Aeppoxdtrapa. To avtiydvo ekppaletor o
10600610 > 95 % emi Tov cuvorov Twv pn-Hodgkin Aeppopdtov B kuttapwng oepdg (NHLS).

To CD20 avevpicketar TOG0 6TA PLGIOAOYIKA OGO KOl 0To KoKoNOn B-Aeppoxdtropa, oyt dpmg kot
OTO OPYEYOVO GILLOTOINTIKE KVTTAPO, TO TPO-B KOTTOPA, TO PUGIOAOYIKE TAAGLATOKVTTAPO 1) GALOVG
QVOIOAOYIKOVG 16TOVG. AVTO TO OVTLYOVO JEV EVOOKVTTOVETAL LETA T GUVOEST] LLE TO OVTICMLLOL KO
dgv amomintel omd TNV KuTTapikn empavela. To CD20 dev kuklopopel oto TAGGHA MG EAgLOEPO
avTIyOVO Kot £T01, 08V avTay®ViLETOL Yio T GUVOEST] LLE TO OVTICMLLA.

To tunquo Fab tov rituximab cuvdéeton pe to avtiyévo CD20 tov B Aeppokvttdpav kot to tuiua Fe
UTOPEL VO EMOTPATEDGEL 0VOCOAOYIKOVG OPOCTIKOVG UNYUVIGHOVG e 6KOTO TN SUEGOAAPN oM o1
Abon tov B Aeppoxvttdpov. [TiBavol unyaviopol g dtapecoraovevng KoTtopiking AVGeEmg
neprropfavouvy kuttapotobikdtnra e&aptopevn amod to coprinpopa (CDC) tov TpokvTTEL Ao TN
ovvdeon Clq, kot KLTTOPOTOEIKOTNTA LEGM KVLTTOPIKNG AvOGiog EE0PTMUEVNG OO TO AVTICMLLO
(ADCC) mov mpoxadeitor amd Evav 1| TePLoGoTEPOLS 0md Tovg Fey vmodoyels g empdavelag Tmv
KOKKLOKVTTAp@V, poakpopaymv kKot NK kuttapov. Eyet eniong katadeiydei 6t1  obvdeon tov
rituximab oto CD20 avtiydvo tov B Aeppokuttdpmv mpokaiel kuttapikd 0dvato pécw andmTtmang.

Doppokodvvaukés eTOPAcELS

O ap1Buog TV TEPIPEPIKOV B-Aeppokuttdpov Heid@Onke KAT® TOL PUGIOAOYIKOD UETE TNV
OAOKANPOOT TNG YOPNYNONGS TNS TPATNG dO0NG rituximab. Xe acBeveic vd Bepameia yio
OLHOTOAOYIKEG KakonBeteg, N avdktnon tov B-kuttdpmv dpyioe pésa og 6 PRveg amd v oywyn Kot
YEVIKA EMECTPEYE GTA PLGLOAOYIKE EMimeda péoa o€ 12 punveg petd v oAokAnpwon g Hepamneiag,
oV KOl 6€ OPIoUEVOLS 0o0EVELG aVTO PTopEl Vo SLPKEGEL TEPIETOTEPO (UEYPL EVOG DAUEGOV YPOVOD
avéktong 23 unvov petd ) Bepomeio epddov). Xe aocbeveic e pevpatoedn apbpitida,
mapatnpnOnke dueon peiwon Tov B-kuttdpov 010 Tepipepkd aipo pHetd omd dvo gyyvoelg rituximab
1000 mg peta&d tov omoimv pecordpnoe diotnua 14 nuepdv. O apBudg tov teppepikov B
KuTTapoVv apyilel va avédvet amo Ty efoopdda 24 kat £vOsiEn avaKopyg TopaTpEiTL GTNV
misoynoeio Tov aclevdv péypt tnv 40" efoopdda, 6tav To rituximab yopnynonkKe wg povobepaneio 1
o€ GVVOLOoUO pE pebotpebdtn. Mikpd m0G06To aGHeVDY EUPAVICE TAPATETAUEV LEIDON TOVL
apBpod Tov B-kuttdpov oto mepipepikd aipa, 1 onoia S pknce 2 1 mepiocdTEP YPOVIO LETA OO
v tehevtaio 60om tov rituximab. Xtovg acBeveic pe GPA 1 MPA, o apiBudg tov B-kuttdpov oto
TePLPePKo aipa peiddnke o <10 kdtropo/ul petd amd 600 efdopadiaicg eyyvoelg rituximab

375 mg/m?, ko1 TOPEUEVE GE OVTO TO EMIMESO GTOVE TEPLOGOTEPOLS AGOEVEIG EMC TO YPOVIKO onpeio
tov 6 pnvov. H mieioyneia tov acbevav (81 %) mapovsince evdeilelg avaktmong twv B-kuttdpwv,
pe pétpnon >10 kottapa/pl émg Tov Miva 12, kot avéndnke oto 87 % tov acbevav péypt tov
Mnva 18.

KAwvikn omoteAeoUOTIKOTITO KOl 00QAAELQ,

Khlvikn omotereopatikdétnto kot oo@arsio oe un-Hodgkin Aépomuo (NHL) kot ypovia
Aspoxkvttopikn Asvyouuio (XAA)

Olwdec Aéupwuo,

MovoBeparcio

Apyn aymyn, efdopadiaing yio 4 do6celg

v kopla dokn, 166 acbeveic pe vrotpomialov 1 avOeKTIKO 6T YMuelodepameia YOUUNANG
kaxonBelog | olmdeg NHL B xvttopikig oelpds lofov 375 mg/m? rituximab mg vdopAéfia yyvon
pio eopd v efdoudda yio técoepig efoopnddes. To cuVvoAKd T0G0GTO avtamokpiong (overall
response rate, ORR) avnA0g, otov mAnBvoud tpdbeonc Bepaneiog (intend-to-treat, ITT), oe 48 %
(Clos 0,41 % - 56 %) pe mocootd AN povg avtamokpions 6 % (complete response, CR) Kot pepiknig
avtomokplong (partial response, PR) 42 %. O npofrenduevog didpecog xpovog eEeméng (TTP) oe
avtamokpvopevovg acbeveic avnibe og 13,0 prvec. Ze pia avdivon vroopddag, to ORR frav
vynAdTEPO € aobevels pe 1otoroyikovg vrotumovg IWF B, C kot D, ev ouykpicetl pe tov vrdtumo
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IWF A (58 % évavti 12 %). Htav eniong vynAdtepo oe acbeveig 6Tovg omoiovg 1 peyolvtepn PAGHN
nTov <5 cm £vavtt auT®V ToL NTa > 7 cm ot péytot ddpetrpo (53 % Evavtt 38 %) Kot vynAdTEPO
o¢ acbeveig pe vrotpomdlovsa voco gvaichntn ot ynueodepancio cuYKpITIKA e TOVG 0oOeVEiC e
VIOTPOTN YNUE0-avOekTIKn (Kabopicheicn wg didprela aviandkpiong < 3 punveg) (50 % évavtt 22 %).
To ORR o¢ acbBeveic mov giyov TponyovpEveog avIETOTICOEL [LE AVTOAOYN LETAUOGKEVOT] LVEAOD
TV 06TV (ABMT) rav 78 % évavti 43 % oe acBeveig yopic ABMT. H nlia, To VA0, 1
EMOETIKOTNTO TOV AEUPDUOTOG, 1| APYIKT SLAYVOGCT), 1 TAPOVGIN 1| 1] OTOLGI0 OYKDIOVE VOGO, 1)
vynAn N N evcstoroyik LDH xabmg kot 1 mapovcio eE@AEUQAIEVIKNG VOGO eV E1Y0V GTUTIOTIKMG
onpavtikn exintwon (akpipng dokipacio Fisher) otnv avtandxpion oto rituximab. Znueundnie
OTATICTIKMG CNUAVTIKOG CLGYETIOUOG LETAED TOV TOGOCTMOV AVTOTOKPLIOTG KOl TG CUUUETOYNS TOV
LueA0l TV 06TMV. 40 % TV acOevdV [1E GUUUETOYN TOL LVEAOD T®V 0GTMOV OVTOTOKPION KOV
oLYKPITIKA pe 59 % tov acbevdv ympic cvppetoxn Tov puehod Tmv ootdv (p=0,0186). To gvpnua
ovTo dev VITOGTNPiXONKE Od KOTE GTASIL AVAALGT TG AOYIOTIKNG TAAVOPOUNONG GTNV OTOio OL
akolovbot Tapdyovteg yapaktmpiloviov ¢ TPOYVMGTIKOL TOPAyOoVTES: 16TOA0YIKOS TOTTOG, 0TI
bcl-2 xotd v évapén g aywyng, avtiotaon oty tehevtain ynueodepaneio Kot 0yKmdng vOGog.

Apyixn aywyn, efdopadiaing yio 8 d0celg

X pio ToAVKEVTPIKT SoKIUN evOg oKELOLVG, 37 acBeveic pe vrotpomidlov 1 avBeKTIKO oTN
ynueodepomeia, yopning kakondsiag f o{ddeg B kutrapikng oepdc NHL élapav 375 mg/m?
rituximab ¢ evooAEPia £yyvon efdopadiaing ent oktd ddoelc. To ORR ftav 57 % (CI95 %
Avdompa Epmoetoovvng (CI) 41 % — 73 %, CR 14 %, PR 43 %) pe mpoPrenouevo didueco TTP yuo
avtamokpvopevoug acbeveis 19,4 pves (evpog 5,3 €wc 38,9 punveg).

Apyikn aymyn, oyKaong vocsog, efdopadiaing yuo 4 d06elg

e dedopéva cviieyBévia amod Tpelg SoKIES, 39 acbevelg o vTOTPOTN 1 e AVOEKTIKT OTN
ynueobepaneio oykddn voco (dtbpetpog pepovopévng aiioimons > 10 cm), youning Kakondeiag 1
olhdeg B xvuttapikng oelpdc NHL édafav 375 mg/m? rituximab w¢ evdoeAiPia éyyvomn fdopadiaing
enti téooepig docels. To ORR ftav 36 % (Clys o, 21 % — 51 %, CR 3 %, PR 33 %) ue dwapeco TTP ya
avtomokpvopevoug acbeveic 9,6 ufiveg (evpog 4,5 €wg 26,8 pnveg).

Emavoinmticn ayoyn, efdopadiaing yio 4 d0celg

X pio ToAVKEVTPIKT S0KIUN EVOG oKELOVG, 58 acBeveic pe vtotpomidlov 1 avBekTKd oTN
ynueobepaneio yauning kaxondewog 1 olddeg B kuttapikng oepdc NHL, o1 omoiot elyav emriyet
OVTIKEYEVIKT KALVIKT OVTOTOKPLIOT GE TPOTYOVLEVT] Oy®YN LE rituximab, Elafov emovaAnmrid
375 mg/m? rituximab wg evdo@AEPia £yyvon efdopadiaing eni téooepig 60o¢€lg. Tpelg amd Tovg
aocBeveic elyav AdPet 600 khkhovg rituximab mpv TV £viaén Tovg Kot £T01 Tovg d0ONKE Tpitog KUKAOG
o1 HeAéT. Avo acBeveic Ehafov eravalnmTiKd aywyn dVo eopég otn peAé. 'a tig

60 emavaAnmTikég yopnynoelg g perétng, to ORR frav 38 % (Clos o, 26 % — 51 %, 10 % CR, 28 %
PR) pe mpofremopevo diqpeco TTP yuo avtamoxpivopevovg acbeveig 17,8 unvov (ebpog 5,4 — 26,6).
H o0ykpion pe tov TTP mov emttuyydvetat LETA amd TOV TPonyovevo KOKAO LE rituximab

(12,4 piveg) etvan guvoik.

Apyixn oywyy, o covovaouod ue ynueiobepaneio

e pio avolKTY], TUYOLOTONUEVT] SOKIUT, TUYXOOTOM 0KV GLUVOAIKA 322 un Tpobepanevpévol
aocBeveic pe olddeg Aéppmpa, mote vo AaPouv gite ynuetobepaneioc CVP (kukhopmopapion

750 mg/m?, Bvkpiotivn 1,4 mg/m? éwc péytoto 2 mg v Huépa 1, kau tpedviiorovn 40 mg/m?/muépa
Tig nuépeg 1-5) kabe 3 efdouddeg eni oktd KOKAOVG, N rituximab 375 mg/m? o€ cuvdvacuod pe CVP
(R-CVP). To rituximab yopnynfnke v npdt nuépa kébe BepamevTikov KOKAOL. ZUVOAKH

321 aobBeveig (162 R-CVP, 159 CVP) éhafav aymyn kat a&lohoyndnkay yio TV oamoTEAECUOTIKOTNTA.
O didipecog ypovoc Tapakorovdnong twv acbevav frav 53 upveg. To R-CVP enépepe onpavtiko
0perog évavtt Tov CVP 660V apopd 6To Tp®TEVOV KATAANKTIKO GNUELD, XPOVOG £G TNV AITOTLYIO TNG
ayoyng (27 pnveg évavtt 6,6 pnvav, p < 0,0001, sokipacia log-rank). H avaioyio acBevov pe
avtanokpion éykwv (CR, CRu, PR) ftav onpovtikd vyniotepoc (p< 0,0001 dokipacio y tetpdywvo)
omv opddo R-CVP (80,9 %) ar’ 6,11 ot opdda CVP (57,2 %). H Bepameio pe R-CVP empunrvove
OTLOVTIKA TO ¥pOvo pexpt TNV €EEMEN TN vocou 1 to Bdvato cuykprtikd pe CVP, 33,6 urveg kot
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14,7 uqveg, avtiotorya (p < 0,0001, dokpocia log-rank). H didueon didpkeia avtamdkpiong nTov
37,7 unveg oty opdda R-CVP kan 13,5 punveg oty opdda CVP (p < 0,0001, doxpuacio log-rank).

H dwapopd petal&d tov Oepomentikdv opddmv o oyéon Ue Tr GuVOMKN enifimon £0e1ée KAVIKA
woyvpn dapopd (p = 0,029, doxipacio log-rank pe orpopatoroinon amd to kévipo). Ta Tocootd
emPioong otovg 53 punveg nrav 80,9 % yia tovg acbeveic otnv opdda R-CVP cvykprrkd pe to
71,1 % tov acbevav oty opdoa CVP.

Ta anotehéopato amd GAAES TPELG TUYOLOTOUUEVEG LEAETESG TTOV YPNCLLOTOMONKE TO rituximab o€
ouvovaoud ue oynuata ynuetobepomeiog extdc amd CVP (CHOP, MCP, CHVP/Ivieppepovn —a)
éoe1&av emiong oNUOVTIKEG PEATIOOELS OTA TOGOGTH OVTATOKPIGEMV, O TAPAUETPOVS EEQAPTMUEVEG
amod o ypdvo, Kabng eniong Kot otn cuvolikn emPimon. Ta kbpla amotedéopata and T1g 4 LeAETES

ovvoyilovtor otov Ilivoka 8.

Mivaxag 8 ZOvoyn TOV KOPLOV 0TOTEAECRATOV 06 TEGGEPLS TVYOLOTOUUEVES HEAETES TOV
a&loroyovv To 6@ehog Tov rituximab og Sro@opeTikd oypoTa ynpeodepansiog
670 0{MOES AEpQopa
Merétn O¢gpansia, Awdpeoog ORR, | CR, | Awdpeoor Ioocoota
N xpoOvog % % TTF/PFS/ 0OS,
TOpaKoAovOn EFS, pveg %
oNg, PNVES
Awdpecog TTP: 53-pnveg
CVP, 159 57 10 14,7 71,1
M3%021 1 R cvp, 162 53 s1 | 41 33,6 80.9
P<0,0001 p=0,029
Awpecog TTF: 18-punveg
R CHOP, 205 90 17 2,6 £t Agv 90
GLSG00 R-CHOP, 223 18 96 20 emtevyOnke 95
p <0,001 p=0,016
Awgpeon PFS: 48-pnveg
MCP, 96 75 25 28,8 74
OSHO-39 R-MCP, 105 47 92 50 Agv gmtedydnke 87
p <0,0001 p = 0,0096
CHVP-IFN, 183 s 4 Amua;sg EFS: 42-§2vsg
FL2000 R-CHVP-IFN, 42 ,
175 94 76 Agv emtevyOnke 91
p <0,0001 p=0,029

EFS - Enioon Elevbepn Zoppapdtov
TTP — Xpdvog £wc v e&€MEn M to Bdvato
PFS — EnBioon yopig e&éMén

TTF — Xpdvog g v Amotuyio ¢ Oepameiog
Mocootd OS — [Mocootd emPimwong KaTd TO YPOVO T®V AVOADCEDY

Ocpameia oovinpnong

Mn mpobepanevpévo olddeg Aéppmpa

X pio TPOOMTIKT), OVOIKTNG EMONLAVOTS, O1ebvn, moAvkevtpikn dokiun eaong 1 1.193 acBeveig pe
un mpoBepoamevpévo Tpoywpnpévo olmoeg Aéppopa Edaav Bepancio epoddov pe R-CHOP (n=881),
R-CVP (n=268) | R-FCM (n=44), cOpemva pe tnv ekAoyn tov gpevvnth. To cuvoro 1.078 acBevav
avtorokpinkav otn Bepaneio epddov, 1.018 and Tovg omoiovg TuyotomomOnkay ce Bepansio
cuvtnpnong e rituximab (n=505) i mopatnpnong (n=513). Ot 600 BepamevTiKéc opddes NTOV KAAd
LCOPPOTNUEVES OVOPOPIKE LLE T, YOPOKTNPLOTIKA TNE EvapEng Kot TG Katdotaong tng vocov. H
Bepancio cuvTnpnoNg pE rituximab anaptiotnke and epdmas yopnynon rituximab o€ 375 mg/m?
EMPAVELNLG CAOUATOG TOL Yop1yNONKe KABe 2 pveg Emg v e£EMEN TNg vOGOL 1| Yo UEYIOTN TTEPI0d0
2 etov.
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H mpoxabopiopévn tpwtoyevig avaivon die&nybn oto didpecso xpovo tapakoiovdneng 25 unvov
amo TNV TuyooToinon, n Bepaneio cuVTHPNONG e rituximab lye WG OMOTELEGUA GE KAIVIKA
OYETILONEVN KO GTOTIOTIKA GNUOVTIKT PEATIOON 0TO TPOTAPYIKO KUTAANKTIKO GTUEID TOV EPELVNTN
g emiPimong yopic e&EMEn e vocov (PFS) cuykpitikd pe tnv mopotipnon o acOeveig pe un
npobepamevpévo olmoeg Aéppopa (ITivaxog 9).

Eniong mapoatnpnnke onuavtikd épehog amd ) Oepameio cuvinpnong pe rituximab yio ta
devtepevovTa KATOANKTIKA onueio tng emPioong ehevbepng cvpPapndtov (EFS), 1o xpovo éog v
emopevn Bepaneia kotd Tov Aeppdpotog (TNLT), To xpovo Emg v endpevn ynuetobeponeio (TNCT)
K0l TO T0006TO GLVOMKNG avTamokpions (ORR) oty mpwtoyevn avdivon (Ilivaxog 9).

Agdopéva and TapateTapévn Topakorovdnon tov acbevov g peléng (didpeon topakoiovdnon
9 ét) emPePainoav 10 paxponpdecuo 6Perog g Bepaneiag cuvtnpnong e rituximab otnv PFS,
v EFS, 1o TNLT kot to TNCT (ITivakag 9).

Mivaxag 9

XOVoY] TOV GTOL(EIMV OTOTEAECULATIKOTITAS Y10 T1) GLVTI|P1 o1 e rituximab

EVOVTL TG TOPATIPONS OO TNV TPOTOYEV] GVAAVGY OV KaBopioTnKE 0o TO
TPOTOKOALO KL PETA a0 9 £T1) dLGpeon TAPaKOAOVONON (TEMKT avdivon)

HpoToyeviig avaivon Tehki] avéiven
(ovapeon (0rapeon Tapakorovdnon:
TapoKorovOnon: 9,0 ¢tn)
25 pjveg)
Hapatipnon  Rituximab Hapatiipnon Rituximab
N=513 N=505 N=513 N=505

MpoTOpIKY] OTOTELECUATIKOTNTA
EmBioon yopig e£MEn g vocov
(o1Gpeom) ME ME 4,06 ¢t 10,49 ém)
log-rank Tiun p <0,0001 <0,0001
avaroyia kwvdvvov (95% CI) 0,50 (0,39, 0,64) 0,61 (0,52, 0,73)
peimon Kvdvuvou 50% 39%
AgVTEPEVOVOO ATOTELEGPATIKOTITO.
Yvvolkn emPioon (didpeon) ME ME ME ME
log-rank Tun p 0,7246 0,7948
avaroyia kwvdvvov (95% CI) 0,89 (0,45, 1,74) 1,04 (0,77, 1,40)
ueimon Kvdvuvou 11% -6%
EmBioon eledtBepn copPopdrov
(d14pe0m) 38 unveg ME 4,04 ¢m) 9,25 &
log-rank Tiun p <0,0001 <0,0001
avaroyia kivdvvov (95% CI) 0,54 (0,43, 0,69) 0,64 (0,54, 0,76)
Ueimon KvdHuvou 46% 36%
TNLT (Suipeon) ME ME 6,11 ME
log-rank Tyn p 0,0003 <0,0001
avaroyia kivdvvov (95% CI) 0,61 (0,46, 0,80) 0,66 (0,55, 0,78)
Ueimon Kvdvuvou 39% 34%
TNCT (d1apeon) ME ME 9,32 ét ME
log-rank Tyn p 0,0011 0,0004
avaAoyia kvdvvov (95% CI) 0,60 (0,44, 0,82) 0,71 (0,59, 0,86)
peimon Kvdvuvou 40% 39%
[Mocoot6 GuvoMkg avtamdkplong* 55% 74% 61% 79%
doxipacia x TeETPAy®VO TN p <0,0001 <0,0001

avaroyia mfavotntev (95% CI)

2,33 (1,73, 3,15)

2,43 (1,84, 3,22)

[Mocootd TANPOLS AvTATOKPIoNG
(CR/CRu)*

doKuacio y TETPAY®VO TIUN p
avoroyio mbavoritev (95% CI)

48% 67%
<0,0001
2,21 (1,65, 2,94)

53% 72%
<0,0001
2,34 (1,80, 3,03)

* 670 TEAOG TNG SLVTIHPNONG / TopoTPNoNG. AToteléopata TEMKNG aviilvong pe Baon tn didueon

TapaKoAovdnon TV 73 unvav.

ME: Mn emtev&po otov xpovo tov khvikob cut off, TNCT: ypdvog £wg v endpevn ynueobeponeio, TNLT:
APOVOG £m¢ TV emdEV Bepameia KATA TOL AEUPDUATOG.
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H Oepaneio cuvtripnong e rituximab £0e€1&e ot00epd 6QELOG G€ OAEC TIG TPOKAOOPIGUEVEG VTOOUADES
mov pekeTnOnkav: evro (avdpag, yovaixa) nikia (160 €, >= 60 £n), Pabuodg otnv khipaxo FLIPT
(£1,212=3), Bepancia epddov (R-CHOP, R-CVP 1} R-FCM) kot aveEdptra and v motdtnta g
avtomokplong otn Oepameio epddov (CR, CRu 1 PR). Exe&nynuatikéc ovoAldcelc Tov 0peAove g
Oepaneiog cuvtnpnong £6e1&av pio ocapds KPOTEPT dpAcT] € NAKI®UEVOLS 0cobeveig (> 70 etdv),
EVTOVTOILG TO LEYEDN TV SELYLLATOV NTOV LUKPA.

Yrotpomialov/AvOextino olwdes Aéupmua

e pio TPOOTMTIKN, avolKTY|, d1ebvr|, ToAvkevTpiKY| dokiun edong I, TuyatomomOnkav 465 acBeveig pe
vrotponidlov 1 avlextikd olmdeg Aépupoua o€ pia Tpmtn edon oe apyikn Oepaneia gite ue CHOP
(xuxhopwopauidn, do&opovPukiv, Prvkpiotivn, Tpedvilovn, n=231) gite pe rituximab cuv CHOP (R-
CHOP, n=234). Ot V0 opnddeg Bepameiag NTOV KAADS 1G0PPOTNIEVES OGOV APOPH OTA
YOPOUKTNPLOTIKA TNG VOGOL KT TNV £vapén TG aymyNg Kol TNV KATAoTaoT TG VOGOV, ZUVOAIKA

334 acBeveig mov TETLYOV TANPN 1| LEPIKT VOECT] PHETA TNV apyikn Bepameio, TuyalomomOnkay e pio
devtepn @don oe Bepaneio cuvtnpnong pe rituximab (n=167) 1 oe mapatpnon (n=167). H Bepaneio
ovvTNpPNoNG Ue rituximab cuviotato og epdmal £yyvon rituximab og 66om 375 mg/m? ETPAVELOG
COUOTOG Yop1YOLLEVT KaOE 3 unveg Emg TNV e£EMEN TG vOGOL 1 Yol LEYIGTO JLAGTNIA SO ETMV.

H tehikn| avdivon arotehespatikdtntog mepleldupave 6Aovg Tovg acbeveig Tov Tuyoomomonkay Kot
oT0 OVO UEPT TG HeAéne. Metd amd didpeon didpketa Topakoiovdnong 31 unvav tov acbevav mov

TuyotoTomONKaY otV apykn eacn, 1o R-CHOP Beltimoe onpoaviikd to anotélecpa og acheveic e

vrotpomidlov/aviektikd olddec olddec Aéppopa cvykprtikd pe to CHOP (BAéne ITivaka 10).

Mivakag 10  daon €p0dov: eMOKONN G ATOTELEGUATOV amoTEAEGRATIKOTNTAS Yio CHOP
évavtt R-CHOP (dwapeoog (povog mapatipnong 31 piveg)

CHOP R-CHOP Twn p Mzeiowon
Kivéovou?
Mportedovoa
UTOTELEGPOTIKOTITA
ORR? 74 % 87 % 0,0003 Ad
CR? 16 % 29 % 0,0005 AS
PR? 58 % 58 % 0,9449 Ad

D Ot vohoyiopot éyvav Bacet avoloyiog kivdvvov

2 Tehevtaio 0YKOAOYIKT avTamdKpion cOpe@va pe v oEloAdynon tov epeuvnth. O «TpOTOYEVAC) OTATIGTIKOC
€AeyY0G Yo TNV «avTamdkpion» Ntav o EAeyyog taomng tg CR évavtt g PR évavtt g un avtomdkpiong

(p <0,0001)

Yvvtopoypoeieg: Ad:dev dwntibetar, ORR: cuvorikd Toc0cto aviandkpiong CR: minpng avtardkpion, PR:
HEPIKT aVTOTOKPIOT

I'a tovg acbeveig mov TvyOOTOONKAY GTN PAGT GLVTNPNONG TNG LEAETNG, O SLAUECOG ¥POVOG
mapaKkolovOnong NTav 28 punveg amod Ty tuyalonoinon g cvvimpnonc. H Oepaneia cuvinpnong pe
rituximab 0dnMyn o€ 6& KAVIKMG GYETIKN KOl GTOTICTIKAOG ONUAVTIKY BEATIOON TOL TPOTEHOVTOG
KOTOANKTIKOO onueiov, PFS, (ypdvog amd v tuyotomoinon e cuvipnong £0¢ TV LTOTPOTN, THV
e&EMEN ¢ vocoL M 10 BAvato) cuykpvouevn e Ty mapotipnon uovn (p< 0,0001 doxuacio
log-rank). H diapeon PFS ftav 42,2 ufveg 610 okélog cuvtipnong tov rituximab cuykpttikd pe

14,3 piveg oto okéhog mapatinpnong. Xpnotponowwvrag avaivon Cox maAlvdpdunong, o Kivovvog
eUOaviong eEeMocopevng vocov 1 Bavdtov peiddnke xotd 61 % pe 1 Bepancio cuvtipnong pe
rituximab cvykpttikd pe v tapatipnon (95 % CL: 45 %-72 %). Xtovg 12 unqveg, Ta T06ooTd
amovoiog eEEMENG, voAoyiopéva pe Baon tn nébodo Kaplan-Meier, ftav 78 % otnv opdda
GLVTNPNOTG Ue rituximab, évavtt 57 % otnv opdda TapakorovBnong. Ze pio avalvon g GLVOALKNG
emPinong emPePordinie To oNUAVTIKO GPELOC TNG GLVTNPNONG UE rituximab &vovTt Tng mTapoTNPNOoNG
(p=0,0039 dokipacio log-rank). H Bepomeio. cuvtpnong pe rituximab peiooe tov kivévvo Bavdatov
katd 56 % (95 % CI: 22 %-75 %).
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Mivakag 11  ®aon cuvTipoNs: ETGKOTNON ATOTELEGUATOV OTOTELECPATIKOTNTOG rituximab
évavTtL TapaTipnong (01Gpecog Ypovos mapatTipnong 28 piveg)

HapapetTpog Ynoloywopdg kotd Kaplan-Meier Mzeimon
ATOTELEGNUOTIKOTITAG Awgpecov Xpovov g Xopupopa (Mnveg) Kivoovou
Hapatiipnon | Rituximab | Log-rank
(N=167) (N=167) T p
EmBioon yopic &éMén (PFS) 14,3 42,2 <0,0001 61 %
Yvvolikn emiPioon AE AE 0,0039 56 %
Xpbdvog émg véa Bepameia koTd 20,1 38,8 <0,0001 50 %
TOV AEUQDOUATOG
EmBioon amovsio vocov® 16,5 53,7 0,0003 67 %
Avdivon vmooudomy
PFS
CHOP 11,6 37,5 <0,0001 71 %
R-CHOP 22,1 51,9 0,0071 46 %
CR 14,3 52,8 0,0008 64 %
PR 14,3 37,8 <0,0001 54 %
oS
CHOP AE AE 0,0348 55 %
R-CHOP AE AE 0,0482 56 %

AE: dev emitedynke, “ epappoletorl povo oe acbeveic mov métvyav CR

To 6pehog amd v aywyn cvvtinpnong e rituximab emPeforddnke oe OAeg TIG VITOOUASES TOV
avoAOONKay, aveEaptNTog apykod Bepamevtikod oynuatog (CHOP 1 R-CHOP) 1 motdtntog
avtomokpiong otnv apyikn Oepameio, (CR 1 PR) (ITivaxag 11). H Oepaneia cuvinpnong pe rituximab
TapéTeve onuavtikd ) odpeon PFS oe acBeveic mov avtamokpifnkay oty apyikn Oepaneio pe
CHOP (dibpeon PFS 37,5 punveg évavtt 11,6 pnvev, p < 0,0001), kabog kot og ekelvovg mov
avtamokpidnkay otnv apywn Bepaneia pe R-CHOP (didpeon PFS 51,9 unveg évavtt 22,1 unvav,
p=0,0071). ITapoAo TOL 01 VTOOUADEG NTOV HIKPES, 1) AYDYT) CLVTIPTONG UE rituximab wapeiye
OMNUOVTIKO OQEAOG OGOV 0pOopd 6T GLVOAIKY] EMPiwoT, TOG0 6ToVG acbeveic TOV avTamokpiONKay
oto CHOP, 660 kou 6toug aoBeveic mov avtamokpiOnkav oto R-CHOP, av kot yio v emiPePaicoon
OVTAG TNG TOPATIPNOTG, OTALTEITAL HEYOADTEPOC YPOVOG TTOPpaKOAOVOT GG,

Mn-Hodgkin didyvto Aéupmwuo amo usyola B-xvtropo o evilikec

e pio Tuyotomomuévn, avolkty dokiun, yopnynonke n cvovndng ynueobepaneioc CHOP
(kvkhopwoeapion 750 mg/m?, do&opovPikivn 50 mg/m?, Bvkpiotivn 1,4 mg/m? éog péyioto 2 mg
v Huépa 1, kot tpedvildvn 40 mg/m?muépa tig nuépeg 1-5) kdbe 3 efdouadeg eni oktd KOKAOVG, 1)
rituximab 375 mg/m? pali pe CHOP (R-CHOP) g cuvolikd 399 nlikiopévoug acbeveic (nAkiog

60 £¢mg 80 eTtdVv) pe ddyvto Aéppoua omd peydro B-kottapa, ol omoiot dev giyav AdPel mponyovuevn
Oepamncio. To rituximab yopnynOnke v Tpmd@TN NEEPA TOL BepamELTIKOD KOKAOL.

H tehikn avélvuon amoTeAecUATIKOTNTOG TEPIEAGUPOVE OAOVE TOVG TLYOOTONUEVOVG AcBEVEIC

(197 CHOP, 202 R-CHOP) ko giye didpeon didpkeia mapakorovdnong wepinov 31 unvav. Ot dvo
opadec Bepameiog NTaV KAOADS IGOPPOTNUEVES OGOV APOPH GTO, YOUPOKTNPLOTIKA TG VOGOU KATH TV
&vapén g aymync Kot TV Katdotaon g vOoov. Xty TeMKN avaAvcn exiefoimOnie 6TL ) aymyn
pe R-CHOP oyetiomnke pe KAVIKOG OTOTIOTIKMG oNUavTIKY Pedtioon g didpkelag tng emPioong
oamovoia cuUPapdTeV (TrV KOPLO TAPAUETPO OTOTEAECUATIKOTNTAS, OOV ¢ cvuPduata opilovtay o
0avatog, N vrotpomn N 1 €EEMEN TOL AEUEDUOTOC 1) 1 EVOPEN VEAG AYOYNS YO TNV CVTILETOTION TOL
Aepoopatog) (p = 0,0001). H dudpeon didpkela emPioong amovoic cupfopdtov, VToAoyIoUEVN LE
Baon t nébodo Kaplan Meier, ftav 35 purveg yia 1o okéhog R-CHOP cuykpitikd pe 13 piveg yo to
okéhog CHOP, yeyovog mov avtimpooonevel peimon Tov kvdvuvov katd 41 %. Xtovg 24 pnveg, ot
VTOAOYIGHOT Yia TN cuvolikT| emPicoon Ntav 68,2 % o610 okéhog R-CHOP cuykprtkd pe 57,4 % oto
okéhoc CHOP. X¢g pia emaxkoriovdn avédivon g Sdpkelag TnG CLVOAKNG emPBimwong, Tov
TpaypatomoOnke pe ddpecn ddpkela mapokorovdnong 60 unvov, emiPefoidOnie o dperog amd
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v ayoyn ue R-CHOP évavtt g ayoyng pe CHOP (p = 0,0071), To omoio avTimpoownevel peimon
Kvdovou katd 32 %.

H avéAivon 6hov Tav de0TEPEVOVCHOV TOPAUETPOV (TOGOCTH AVTATOKPIONG, EMPiwon ympic eEEMEN,
emPinon anovcio vOGou, didpkela avTamokpiong) emPePainoe To anotéAespa TG aymyNs e To R-
CHOP cvykpitikd pe 1o CHOP. To mocoot6 mAnpovg avtamokpiong Letd tov 8° kbkio, ntav 76,2 %
oV opdado tov R-CHOP xan 62,4 % otnv opdda tov CHOP (p=0,0028). O kivduvog eEEMENG TG
vooov petmdnke katd 46 % kot o kivouvog vrotponng katd S1 %. Xe 6Aeg TIg VTooUddEg achevmv
(pVAo, nAikia, TPOGUPUOCIEVOS OC TTPOG TNV NALKia AeBvig [Tpoyvmotikdg Agiktng - IP1, otddio Ann
Arbor, ECOG, B2 pkpooooapivn, LDH, Aevkopativn, B-countopata, oykodng vocog, eEmadevikeg
EVTOTIGELG, GUUIETOYN TOV HVEAOD TOV 0GTAOV), Ol AVOAOYIES KIVOUVOL Yo TNV eMPimon amovoio
ovpfapdrov kot t cvvorkn entPioon (R-CHOP cvykpitikd pe CHOP) frav pkpotepa amod 0,83 kot
0,95 avtiotoryo. To R-CHOP cvcyetionke e PEATIDOELS GTO AMOTEAEGLLO Y10, AULPOTEPES TIC OUAOEG
acfevadv LYNAOD Kot YopnAod Kivdhvou cOUEMVA LE TOV TPOGAPUOGUEVO MG TPOG TNV NALKIo AteBvn
[Ipoyvwotucd Agiktn - IPL.

Klwvikd epyaotnpiaxd svpruozo.

Am6 Tovg 67 acBeveig mov agloloynOnkay yio avOpdOTIVE AVTICOUATE EVAVTL TOV TPOTEIVOV 0O L
(HAMA), dev xataypdonke kavéva 0etikd amotélecpa. Ao tovg 356 acbeveic mov allohoyndnkay
Y10 AVTICOUOTO EVOVTL TOV Blodoyikdv Tapayoviov (ADA), tocootd 1,1 % (4 acbeveig) NTov Oetikoi.

Xpovia, leuporvtrapikn Asvyouuio (XAA)

Xg 300 AVOIKTEG TUYOLOTONLUEVEG OOKIUES, TO GUVOLO TV 817 acBevdv mov dev glyav Adpet
mpornyovuevn Bepameio yroo XAA kot 552 acbeveig og vmotponn /avBexticol, Tuoyaonomdnkav dote
va Adfovv gite ynuerodepancio FC (plovdapafivny 25 mg/m?, kokhopwoeoauion 250 mg/m?,

nuépeg 1-3) kabe 4 efdopdodeg yio 6 khkAovg 7 rituximab og cvvdvacud pe FC (R-FC). To rituximab
xopnynonke og d6on Twv 375 mg/m? Kotd T S1APKELR TOV TPMTOL KLKAOL pio uépa TPV
ynueodepomeio kot og doon tov 500 mg/m? v Huépa 1 kabe enakdrovbov Bepanentikod kdKAoV.
Amorxdeiomnkav amod tn pelét ot acbeveic pe vrotponn /avlektikoi o XAA, epdcov glyav Aapet
TPOTYOVLLEVT] OY®YT LE LOVOKAWMVIKA AVTICOUATO 1 oV fTav avOektikoi (opiletal og 1 amotuyic ®ote
va emttevyDel pePIKT| VPESN Yot TOVAGYLGTOV 6 UNVES) 6T PAovdapaPivn 1] G 0mO0dNTOTE
VOLKAE0G101KO 0vaAoyo. Eva civoro 810 acOevav (403 R-FC, 407 FC) yia t peAétn mpdtng
ypappung (Mivaxag 120 kot [Tivakag 12p) kot 552 acBeveic (276 R-FC, 276 FC) yia tn pelém
acBevav og vrrotponny/ avlektikdv (ITivakag 13) avaAdOnke ylo amoteAeGHLOTIKOTNTA.

211 HEAETN TTPOTNG YPOUUNG, METE amd dLapeso ypovo Topakoiovdneng 48,1 unveg, to diapueco PFS
nrav 55 piveg oty opdda R-FC kot 33 prveg oy opdda FC (p < 0,0001, log-rank test). Ot
OVOADGOELG TNG CLVOMKNG eMPimong £0e1&av onuoavtikd 6elog oty aymyn pe R-FC cuykpitikd pe
ynueobepomeio FC uévo (p=0,0319, log-rank test) (Ilivaxog 12a). To 6@erog oto PFS Bdoel kivévvov
vooov oty évapén TopatnpninKe oTiC TEPIGGOTEPES VTOOUAOEG AcHEVMDY OV avoAVON KAV (O1AndT|
ot1adw Binet A-C) ko emPePfarddnke pe mo paxpoypovia rapakorovdnon ([livaxag 12f3).

Mivakeg 120 IIpotng ypappig Oepareio Tng XAA Emokonnon oedopévov
amwoteieocpaTikOTNTOG rituximab kot FC évavt pévo FC - dr1apecog ypovog
TapakoAoVONonG 48,1 mveg

Hapapetpog Ynoroywopog pe ™) pé0odo Kaplan-Meier Mzeioon
AmoTELEGPOTIKOTI TG 10V Aldpecsov Xpovov £og To Toppfapa Kwévvov
(Mijvec)
FC R-FC Log-rank
(N =409) (N =408) T p

EmBioon yopig e£&MEn g 32,8 55,3 <0,0001 45 %
véoov (PES)

YvvoMkn| emPimon AE AE 0,0319 27 %
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MMapapetpog Ynoloyiopog pe tn pé0odo Kaplan-Meier Mzeimwon
ATOTELEGPNOTIKOTITOG 10V Aldpecsov Xpovov £mg To Zoppapa Kwvdvvov
(Mnvec)
FC R-FC Log-rank
(N =409 (N =408 T p
EmBioon ehevbepn 31,3 51,8 <0,0001 44 %
cuuPopdtov
ITocoot6 avrandxpiong (CR, 72,6 % 85,8 % <0,0001 n.a.
nPR, 11 PR)
[Mocootd CR 16,9 % 36,0 % <0,0001 n.a.
AGpkela ovtamdkpione” 36,2 57,3 <0,0001 44 %
EmBioon erevbepn vocov 48,9 60,3 0,0520 31 %
(DFS)**
Xpovog Emg N yopnynomn véog 47,2 69,7 <0,0001 42 %
Oepameiog

To 060616 aVTUTOKPLONG Kol TO TOGOGTA GLUVOALKNG avtamokpiong (CR) avaivOnkav pe t dokipacio y
tetpdyovo. AE:Agv emtevyfnke, n.a.: Agv epoppoletal
*: gpappodleton povo oe acbeveic mov emrvyydvovv CR, nPR, PR
**: epappdletar uovo og acbeveic mov emitvyydvovy CR

Hivaxag 12  Hpotng ypappig Oepaneio g XAA
Adyor Ktvdvvou g emPimong yopig eEEMEN TG VOGOV GOPQOVA 1E TO 6TAO10
Binet (ITT) - owapecog ypovog mtapakorovOnong 48,1 piveg

Empioon yopic e&éMEn ™g ApOpog Adyog Kivovvou Ty p
vocov (PFS) ac0evav 95 % CI) (doxipacio Wald,
AOPIg TPpocappoyi})
FC R-FC
Binet otdd10 A 22 18 0,39 (0,15, 0,98) 0,0442
Binet otdd10 B 259 263 0,52 (0,41, 0,66) <0,0001
Binet otddo C 126 126 0,68 (0,49, 0,95) 0,0224

CI: Abotpa Epmictosivng

21 pekém acbevav og vrotpomn/avOekTiK®Y, 1) d1dueon emiPionon yopic eEEMEN g vooov (kbplo
KatoAnKTikod onpeio) frav 30,6 pnveg oty opdda R-FC ko 20,6 pnqveg oy opdda FC (p = 0,0002,
doxpacia log-rank).To 6@erog avapopkd pe to PFS napatnpnbnke oe OAeg oxeddv TIG VTTOOUADES
acfevadv mov avaAdONKay GOUEOVA. e TOV KiVOuvo vocov otny évapén. Mia puikpr oAAd oyt
onpavtikn Peitioon otn cuvolkn enifioon avaeépdnke oto okérog R-FC cuykpitikd pe to okéAog

FC.
Mivaxkeg 13 Ogpanscio g XAA o€ ao0gveig pe vrorpomy/ avlektikovg - Emokdénnon
dgoopévav amoteheopoTikOTNTOG rituximab kot FC évavt povo FC (dwapeoog
APOVog TapakoroVON oG 25,3 pjveg)
HMopapeTpog Ynoloyiwopog pe t pé0odo Kaplan-Meier Mzeimwon
ATOTELEGPATIKOTYTAG 10V Aldpecsov Xpovov £mg To Zoppapa Kwvoivov
(Mnvec)
FC R-FC Log-Rank
(N =276) (N =276) Ty p
EmBioon yopig e£&MEn g 20,6 30,6 0,0002 35%
véoov (PFS)
Yuvolikn emPioon 51,9 AE 0,2874 17 %
EmPioon erAebBepn coppoudtov 19,3 28,7 0,0002 36 %
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Mopapetpog Ynoloyiwopog pe t pé0odo Kaplan-Meier Mzeimwon
ATOTELEONATIKOTNTAG 70V Atapgcov Xpovov £mg 10 Zoppfopa Kwdivov
(Mnvec)
FC R-FC Log-Rank
(N =276) (N =276) i p

[Mocoot6 avtamokpiong (CR, 58,0 % 69,9 % 0,0034 n.a
nPR, 1} PR)
[ocootd CR 13,0 % 24,3 % 0,0007 n.a.
AGpkela avtamdkpiong” 27,6 39,6 0,0252 31 %
EmBioon erevbepn vocov 42,2 39,6 0,8842 -6 %
(DES)™
Xpovog £mg N yopnynomn véog 34,2 AE 0,0024 35%
Oepamcioc yio T XAA

To m0600T0 AVIOTOKPIoNS KO Ta TOGOTTA cVVOAIKNS aviamokpions (CR) avaldBnxay ue ty dokiuacio y
TETPAYWVO.

*: gpappodleton povo oe acbeveic mov emrvyydvovv CR, nPR, PR,

AE: Agv emitetyfnke

n.a.:Aev gpoppoletal

**: epappdletar uovo og acbeveic mov emitvyydvovy CR

ATOTEAEGOTO OO AAAEG VTTOGTNPIKTIKEG LEAETES, OOV (PN CILoToMOnKe TO rituximab 6g GLVOVAGHO
pe dAdha ynueobepamevtikd oyfuota (cvpnepiiapfovopévav tov CHOP, FCM, PC, PCM,
bendamustine kot cladribine) yia T Ogpomeio acOevav un tpobepanevuévov ko ce
vroTpom/avlekTik@V pe XAA, £de1&av emiong VYNAG TOGOGTE GUVOAIKNG OVTOTOKPIONG LE OPEAOG
avapopiKa pe ta Tocootd Yo To PES, av kot pe apketd vynidtepn toSikdtra (1dwaitepa
poehotolikdtnTa). Avtég o1 pedéteg voatnpifovy T xpromn Tov rituximab pe omoladnmToTE
ynueobepoameia.

Agdopéva oe epinov 180 acbeveic mpobepamevpévoug pe rituximab £0e1&av kKMvikd 6QeA0g
(cvumepirapPovopévng e CR) kat €ivar VTOGTNPIKTIKA Y10, ELAVOUANTTIKY Oy®YN WE rituximab.

Howwarpikde tAnfvoudc

Mo, TOAVKEVTPIKT, OVOLYTHG ETICTLOVOTG, TUYOOTOMUEVT] peAétn g Lymphome Malin B (LMB)
ynueobepaneiog (KOPTIKOGTEPOEN, PVKPIOTIVY, KUKAOQ®GPAUIOT, VymAng 60ong nebotpesarn,
KutTapauTivn, 00£opovPikiv, ETOTOGIoN Kot TPUTAO QAPLLUKO
[neBotpe&dn/KuTTapautivy/KopTikooTePOELdEG] evdoppaytaiag Oepameiag) HovNng 1 6€ GUVOLOCUO LE
rituximab, 51e&N¥On oe TadloTpKovg acbeveig pe pn Tpobepanevévo, TPoxwPNUEVOL 6Tadiov, e
CD20 6etic6 DLBCL/BL/BAL/BLL. To mpoympnuévo otddio opiletar wg to Xtddio I pe avénpéva
enineda LDH ("B-high"), (LDH> 800 @opég 10 avdTATO 0p10 TV PUGIOAOYIK®Y TILOV TOV EVNAK®V
[> Nx2]) 1 omowodnmote otddio IV 1 BAL. Ot acBeveic tuyatonombnkav, dote va Adpovv eite LMB
ynueodepomeio site €61 evooAEPLeg eyyvoELg rituximab o d6on 375mg/m? BSA og cuvdvacud pe
LMB ynuetoBepamneio (600 katd 1 didpkeia kabepidg and Tig 000 Bepaneieg pOOOL Kot pio Katd ™
duapkela Kabepdg amo Tic dvo Bepoameieg edpaimong) couemva pe to oxfue LMB. Xvvolikd 328
Tuyoomompévol acheveic copmepANEONKaY 6TIg AVOADGEL OTOTEAEGHOTIKOTNTAG, EK TV OTO1MV
évag aoBevic nMkiog kdto Tov 3 etdv EAafe rituximab ce cuvovaouo pe ynueodepancio LMB.

Ta 600 Oepanevticd oxédn, LMB (LMB ynuetofepaneio) kot R-LMB (LMB ynuetobepaneio pe
rituximab), NTov Ko 1coppomnuéva o€ oyéon He T factkd yapaktnplotikd. Ot acOeveig eiyov
dudpeon nikia 7 kot 8 e1dv oto okéhog LMB kot oto oxéhog R-LMB, avtictoiya. Ilepinov ot pisoi
aocBeveic ntav oy Opdada B (50.6% oto okéhog LMB ka1 49.4% ot0 okéhog R-LMB), 39.6% oty
Oudoa C1 ko oo dVo okéAn kot 9.8% kot 11.0% oty Opdda C3 ota okéAn LMB ko1 R-LMB,
avtiotorya. Me Bdon ™ otadionoinon katd Murphy, o1 tepiocdtepor aobeveic nrav eite BL otadiov
III (45,7% oto oxéhog LMB kot 43,3% oto okéhoc R-LMB) gite BAL, KNZ apvnrikoi (21,3% oto
okéhoc LMB xoat 24,4% oto okéhog R-LMB). Atyotepot and toug pusois acbeveig (45,1% kot ota
d00 OKEAN) g0V GLUUETOYN TOV HVEAOD TV 0GTAV Kat 01 TEPLocdTeEpOl acbeveic (72,6% oto okélog
LMB «kat 73,2% o710 okélog R-LMB) dev giyav ocvppetoyn tov KNZ. To mpotehov kaToAnKTIKO
onueio anoterespotikdtnrag frav n EFS, 60mov éva cupPdy opiotnke og 1 eLQAvIoTn TpoodeuTIKNng

46



VOGOV, VTTOTPOTNG, OeVTEPNC KakonOelag, OGvatog amd omoladnmoTe ation 1 U1 avTamoOKpIon, 0T
OTOJEIKVVETOL OO TNV OVIYVELGT] VITOAEMOUEVOV (OVTAVAOV KUTTAP®V UETA TO devTEPO KUKAO CY VE,
omo1o amd ta, OVo cupPaivel Tp@To. Ta deLTEPEHOVTU KATOANKTIKA CTLELD OTOTEAECUATIKOTITOG TAV
N OS kot CR (mApng vpeon).

v tpokabopiopévn evdtdpeon avaivon pe tepimov 1 ypdvo dLaecNG TapOKOAOVONGNC,
mapaTnPNONKe KAVIKA onpovtikn Bedtioon 6to TpoTapyiko kotoinktikd onueio g EFS, ue
extymoelg 1 érovg 94,2% (95% Cl, 88,5% - 97,2%) oto oxéhog R-LMB évavtt 81,5% (95% CI,
73,0% - 87,8%) oto okéhog LMB kot mpocappocpévo Cox HR 0,33 (95% CI, 0,14 - 0,79). Metd ano
ovotoon ¢ IDMC (ave&dptnn emttponi) moapakolovdnong dedopévav), n onoia Pacictnke ce avtd
TO OMOTELECLA, 1) TUYOLOTTOINGT GTAUATNGE KOl ENETPATT 6TOVG acbeveic Tov okédovg LMB va va
AdPovv rituximab.

[Mpotapykés avarvoelg amoterespotikotnTog dteénydnoav oe 328 tuyatomomuévoug acbeveig pe
duapeon mapakorovdnon 3,1 etdv. To amoteréopata Teptypdpovrtal otov [ivaxa 14.

ivakog 14  Emwokonnon 1ov HpoTtopitk@®v ATOTEAECULATOV GYETIKA IE TNV
AmnoteleospoTikoTnTa (mAn0vopdg ITT)

Avdivon LMB R-LMB
(N=164) (N=164)
EFS 28 mep1oTATIKA 10 meprotatikd

Movoémievpa dStooTovp@UEVT T EAEYYO0VL AoyapBkng tavounong p
(One-sided log-rank test p-value) 0.0006

[pocappocpévo Cox HR 0.32 (90% CI: 0.17, 0.58)

m0600676 3-gTovg EFS 82.3% 93.9%
(95% CI: 75.7%, 87.5%) (95% CI: 89.1%, 96.7%)
OS 20 06vorot 8 Oavarol

Movomhevpa S10GTAVPOUEVT TN EAEYYOV AoyaplOpIKnG TaStvounong p
(One-sided log-rank test p-value) 0.0061
[Ipocappocpévo Cox model HR 0.36 (95% CI: 0.16; 0.81)

mo60otd 3-eTovg OS 87.3% 95.1%
(95% CI: 81.2%, 91.6%) (95% CI: 90.5%, 97.5%)
IMocostd CR 93.6% (95% CI: 88.2%; 97.0%) 94.0% (95% CI: 88.8%, 97.2%)

H npotapyikh avaivon arotehespatikotntog KatédelEe va 6gpelog oty EFS ¢ tpocsbnkng
rituximab oe LMB ynueto0epaneio Evavtt povo ynuetobepomeiog LMB, pe EFS HR 0,32 (90% CI
0,17-0,58) amd avdrivon mtaivdpounong Cox Tpocaplocpévn yio TNV opdda e8vikotntag, TNV
1oToAoYIKN Kot Bgpamevtikny opdda. Eved dev mapatnpndnkoav peydres dtopopés otov aplud tov
acBevav mov méTvyav CR peta&d tov dvo opddwv Bepomeiog, To 6Qerog T TpocHnkng rituximab
omv LMB ynueiobepancio amodeiybnke eniong 6to devtepedov KataAnktikd onueio g OS, pue OS
HR 0,36 (95% CI, 0,16 - 0,81).

O Evponaikoc Opyoviouog apudkmv Exel 0OGEL AmaAlayr) omd TNV VTOYPEMGT VTOPOANG TV
OTOTELECUATOV TV HELETMV g rituximab og OAEG TIG VTOKOTNYOPIEG TOV TAUSLATPIKOL TANOVGHOV LE
olmoeg Aéppopo kKot XAA kot otov Toudlatpikd tAnfuoud nikiog amnd tn yévvnon €oc < 6 URveg 6To
dudyvto Aéppopo ard peydia B-kottopa pe CD20 Oeticd. BAérne mapdypoo 4.2 yio, TAnpopopieg
GYETIKA UE TNV TOLO10TPIKY] YP1ON.
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KMvikn omoteAeopuatikdTnTo Kol 00QAAELN 0T PELULOTOEON apbpiTida

H anoteleopatikdtnTa Kot as@dAeld ToL rituximab 6TV avaKoLPLoT T®V GUUTTOUATOV Kol oTUEimv
NG PELUOTOELDOVG apBpiTIdNG TEKUNPIOONKE GE [ia, KOPLO TUYIOTOMUEVT], EAEYYOUEVT], OUTAG TUQAN,
moAvkevtpikn dokiun (Ao 1).

H doxun 1 a&ordynoe 517 acbeveic o1 omoiot upavicay avemapkn aviandkpion 1 dvcaveéio ce pia
N meplocotepeg Bepaneieg pe avactoréa TNF. O acleveic mov emAéyOnrav giyav evepyd peupatogdn
apBpitda, mov elyav dyvootel cOLE®VA pe Ta kprtpla Tov Apepukavikod KoAgyiov Pevpatoroyiog
(ACR). To rituximab yopnynOnke g d0o evéopAEPiec eyyvoelg oe ddotnpa 15 nuepdv. Ot acBeveig
EaPoav 2 x 1000 mg evdopAEPieg eyyvoelg rituximab 1) €KoViKO @appako ce cuvovacud pe MTX.
Ohot ot acbeveic ElaPav tavtdypova 60 mg amd otopatog Tpedviovn tig nuépes 2-7 kot 30 mg T1c
nuépeg 8-14 petd v npmn £yyvon. To TpmTedov KataAnKTikd oneio NTav T0 TOCOGTO TWV
acfevav mov eppdvicay Ty avtamodkpiong ACR20 vy 241 EBdoudda. H mapakorovdnon tov
acfevav cuveyiotnie kat netd v ERdoudda 24 yia tnv poakpoypdvia a&loAdynon TV KOTUANKTIKOV
onpeimv g HeAéng ota omoio GUUTEPIAAUPAVETOL KOl 1) AKTIVOAOYIKY] EEEAIEN TG VOoOL GF

56 gfdopadec kot og 104 gfdopadec. Katd to didomua avto, 81 % tov acbevav amd tnv apyikn
OLLAdO TOL EIKOVIKOD Quppakov Elafav rituximab peta&d tov efdopddov 24 kat 56, oto Thaiclo Tov
TPMOTOKOALOL Ui avolKTi g HEAETNG TapdTaong Bepaneiog.

Ot dokiuég Tov rituximab o€ acbeveig pe Tpodn apbpitida (acbeveig yopic Tponyovuevn Bepamneio pe
pebotpeEdtn Ko acbeveic pe avemapkn avronokpion ot pebotpeldtn, aArd ympig akdun va xouv
vroPAn0el oe Bepamneia pe avactoréa TNF) exndipocov ta kOpla KotaAnktikd onueia. To rituximab
dev evdelkvuTal Y10 0VTOVG TOVE 000eVElS, KAOMC To dESOUEVE, AGPAAELOG Y10, LOKPOYPOVIa Depoameio
e rituximab givol avemapkn, GLYKEKPIUEVO OVAPOPIKA LE TOV KivOuVo avamTuENG KakonBeidv Kot
MIIA.

Exfoon evepyotnrag vooon

To rituximab cg cuvdvacuod pe ™ pebotpedtn avénoe onUAVIIKA TV ovaAoyio ToV 0cBEVAOY TOV
métuyov TovAdytotov pia 20 % Pektioon g enidoonc ACR cvykpitikd pe acbeveig mov érafov povo
uebotpe&artn (IMivaxag 15). Xe 6Aeg TIg peAéTeg avanTuéng, T0 OPELOC TNG AY®YNE NTOV TOPOUOL0
6T0VG aobevelg ave&apTHTOg TG NAKIAG, TOL PVAOV, TNG EXPAVELNS COHOTOG, TNG PVANG, TOL
apBpod Tponyodeveoy Bepameidyv 1 TG KOTAGTAGS TG VOCOU.

Inueimbnkay emiong KAVIKA Kol GTOTIOTIKG OTULOVTIKEG PEATIOCELS OAMV TOV ATOMUK®V TOPOUETPOV
ACR (ap1Buds gvaicntov kot S1oyKopévev apfpmcewv, cuVoAKn a&loddynon acbevoig kot
yiatpov, dgikteg avikovotntag (HAQ), a&lordynon dhyovg kot C-Reactive Proteins (mg/dL).

Mivakag 15 Amoteiéopoto KAMVIKIG OVTOTOKPLONG 6TO KUPLO KATAM|KTIKO onueio otn
Aoy 1 (ITT wAn0Bvopdc)
Amotéleopal Ewovikd gpdppaxot+tMTX Rituximab +MTX
(2 x 1.000 mg)
Aoxn 1 N=201 N =298
ACR20 36 (18 %) 153 (51 %)™
ACRS50 11 (5 %) 80 (27 %)
ACR70 3(1%) 37 (12 %)™
Avtandkpion 44 (22 %) 193 (65 %)™
EULAR
(Kain/Métpia)
Méon petof oA oo DAS -0,34 -1,83"

TATotéleopa otig 24 efdouddeg
Inuovtiky Stapopd and eucovikd eappako + MTX 610 kOp1o kotarnktikd onueio: *p < 0,0001
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Ot acBeveic mov ElaPfav rituximab og cuVOVAGUO pe peBoTpe&atn elyov GNUAVTIKG LEYOADTEPT
peimon g Tiung g dpactnpiotrag g vosov (DAS28) an’ 6,11 o1 acBeveig mov Edafav povo
pebotpegart (Ilivaxag 15). Iapopoing, oe dheg Tig pehéteg pia KOA £0¢ LETPLO OVTOTOKPIOT KOTE
tov Evponaikd Zovdespo yio v avtipetdnion tov Pevpatiopdv (EULAR) emitevydnke amod
ONUOVTIKA TEPLEGOTEPOVS 0obeveig mov EAafav rituximab kot pebotpe&dtn cvykpirikd pe acbeveig
ov éhoPav pebotpeEdtn povo (Iivakag 15).

Axtivoloyikn avtamorpion

H dopun PAEPN oty dpBpmon e€eTAoTNKE OKTIVOAOYIKE Kol EKPPACTNKE WG LETOPOAN oTNV
TPOTOTONEVT] GLVOAIKT Babordynon kot Sharp (MTSS) aALd Kol T®V EXUEPOVS TOPOUETPOV
auTAG ONA. TN Pabuoridynon tov dufpocemv & TG oTEVEOGOTG TOL HeGapHpiov dlooTHUATOG.

2 Aok 1 mov 61e&nydn o€ acbeveig e avenapkn avrandkpion 1| dvcaveéio o pio M
neplocodtepeg Oepamneieg pe avacstoreic TNF, n yopriynon rituximab c€ cuvdvacud pe pebotpe&da
£0€150V OTUOVTIKG LEIOUEVT] OKTIVOAOYIKT| EEEMEN o€ oo pe Toug acbeveic mov apyucd Adpfovay
puévo pebotpe&an Tig 56 fdopddes. Amd Tovg acbeveic mov apykd Adpupavay poévo pebotpegdrn, To
81 % €haPe rituximab eite wg Oepamneia dSicmonc peta&d Tmv efdopddmv 16-24 1 otn perétn
mapdtoong g Oepaneioag, Tpv v ERdopdda 56. Yyniotepo 10606t acbevav mov Adpfovay og
apykn| Oepamneia rituximab /pebotpeldn dev giyav eniong eEEMEN 61OV apBUd TOV dfpdoemv KaTd
) Obpkela Twv 56 efdopddwv (ITivaxkag 16).

Mivakag 16  Aktivoroyika amoteréopata o€ 1 érog (minBvopnég mITT)

Ewoviko Rituximab +MTX
Qapuoko+tMTX 2 x 1000 mg

Aoxyiy 1 (n=184) (n=273)
Méon petaforn amd v Evapén:

Tpomomoinpévn cuvoAikn fabporodoynon kotd 2,30 1,01"

sharp

Bafuoroynon dafphdoemv 1,32 0,60

BaBpordynon otévmong pecdpbpiov 0,98 0,41™

S106THUATOG
[Tocoo16 achevav yopic axtvoroyikn e£EMEn 46 % 53 %, NS
[Tocoo16 acfevav yopic petafoln dwuppooewny 52 % 60%", NS

150 acBeveic mov apyid Toyatonomdniay o giovikod edppako + MTX ot Aokyn 1 éhafav TovAdyiotov Eva
kOkho RTX + MTX £wg éva étog
*P <0,05, " p <0,001. Zovtunon: NS: pn onpavikd

H avactoAr tov pubupod eEéMénc g dopkng BAAPNG oty apbpmwon, Tapatnpndnke exiong
pokporpofespa. AkTivoloyikn avaivor ota 2 £t otn Aok 1 amodeikvigL T GNUAVTIKGE PELOUEVN
eEEMEN g dopkng PAAPNG g apBpwong oe acbeveic mov AdpuPavay rituximab og cuvdvacud pe
pebotpelatn oe cuvovacud pe pebotpeEdn povo, Kabdg Kot Eva GNUOVTIKA VYNAOTEPO TOGOCTO
acfevav yopic eEEMEN ™ apbpikng PAGPNG Kotd TV Ttepiodo 2 eTdv.

Amoteléouata oTh AEITOVPYIKOTHTO. KO GTHY TOIOTHTO, (NS

Mopatnpndnkoy onuoviikég peuwoelg otov ocikt avikavotnrag (HAQ — DI) kar kémwong (FACIT-
Fatigue) (ITivokag 11), og acBeveic mov éhaPav rituximab cuykpitikd pe acbeveic mov Elafav poévo
pebotpelarn. Ta mocootd twv aclevdv mov Ehafav rituximab Kot TETVYAV TNV EAAYIOTN KAMVIKE
onuavtikn dtapopd (MCID) oto HAQ-DI (67m¢ ko opileton wg peiowon tov deiktn > 0,22) frav
emiong vymAdTepa Ao aVTH TV aoBevav mov Eafav povobepamneia pe pebotpegatn (Iivaxag 17).

AmodelyOnke emiong onpavtikn Bertioon oty modtnta {ong oxetilouevn pe v vyeia fTav eniong
EMOEKVOOVTAG TN ONUOVTIKY BeAtioon g copotikng vyeiag (PHS) kot g vonrtikng vysiog (MHS)
Kot o011 2 Topapétpous Tov SF-36. EmmAéov, onpaviikd vynidtepa Tocootd aohevdv TéTuyay
MCIDs yia avtég Tic pabporoyieg (ITivaxag 17).
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Mivaxkag 17  Amoteréopata 6T AELTOVPYIKOTNTO KoL 6TV TowoTtnTo Lm1)g Tnv Efdopdda 24
ot Aoxiun 1

Amotéheopat Ewoviko Rituximab +MTX
eapparxo+MTX (2 x 1.000 mg)

n=201 n=298

Méon petafoin oe HAQ-DI 0,1 -0,4™"

% HAQ-DI MCID 20 % 51 %

Méon petaforn oe FACIT-T -0,5 9,1
n=197 n=294

Méon petafoAn og SF-36 0,9 5,8

PHS

% SF-36 PHS MCID 13 % 48 %"

Méon petaforn og SF-36 MHS 1,3 4,7

% SF-36 MHS MCID 20 % 38 %"

TAmoteléopata otig 24 eBdouddeg
INUOVTIKY S10popd O TO EIKOVIKO QAPLLOKO GTO apyLKO ¥povikod onueio: “p <0,05, ™p <0,001 "< p 0,0001
MCID HAQ-DI > 0,22, MCID SF-36 PHS> 5,42, MCID SF-36 MHS> 6,33

Amnoteleouortinotyta o opoletikovs aobeveic (RF xar 17 avri-CCP)

Ot opobeticot acBeveig pe Pevpatoedn Hapdyovia (RF) xovn aviicopata Evavtt tov Kokhkov
Kupoviwvwopévov Tentidiov (anti-CCP) ot omoiot vtofAnOnkayv ce Bepaneio e rituximab og
ouvovacoud pe pebotpe&dtn mapovsiocay EVICYLUEVT AVTOTOKPIOT GE GUYKPIOT LE TOVG aoeveig Tov
NTOV 0pVNTIKOL Kot 6Ta dVO.

H Ogpomevtikh avtondkpion og acbeveic mov EloPav rituximab avalvOnkav pe fdon v Katdotaon
QUTOOVTICOUATOV TPV 0td TNV Evapén g Oepaneiag. Tnv EPdoundda 24, acbeveig mov ftav
opobetikoi og RF xavn og avti-CCP otnv évapén g pedéng elyov onpovtikd ovénpévn mbavotnta
emitevéng avranokpicemv ACR20 kot 50 cuykpitikd pe Toug opoapvntikovg aceveic (p = 0,0312 ko
p = 0,0096) (ITivaxoag 18). Ta evpuatae avtd avoarapdyoviol otnv EBdoudda 48, dmov n
opobfetikdtnTa AvENCE emiong onpavtikd v mlavotnta enitevéng ACR70. Katd v gfdopdda 48 ot
opobetikol acBeveig Nrav 2-3 popég mo mbavo va emttdyovy avtamdkpion ACR cuykpitikd pe tovg
opoapvntikovg acbeveic. Ot opobetikol acbeveic eiyov emiong onuovtikd peyaddtepn peiowon g
DAS28 ESR-cg cuykpion pe toug opoapvntikovg acbeveic (Zynua 1).

Mivaxkog 18  AmoteleopoTIKOTNTO TG KUTAGTAGNG 6E oYE0N NE TNV opodeTIKOTNTO

Epdopada 24 Epdopada 48
OpoBetikoi | Opoapvnrikoi | OpoBetikoi | OpoapvnTiKoi
(n=514) (n=106) (n=506) (n=101)
ACR20 (%) 623" 50,9 711" 51,5
ACRS50 (%) 32,7 19,8 449" 22,8
ACR70 (%) 12,1 5,7 20,9 6,9
Avtamdkpion Katd 74,8" 62,9 84,3" 72,3
EULAR (%)
Méon petaforr] DAS28- -1,97* -1,50 -2,48" -1,72
ESR

Ta eninedo onpavtkdtnTog opictnkay og p< 0,05, *p< 0,001, **p< 0,0001.
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Yympo 1:  Megraporn andé v évapén tng DAS28-ESR 1116 K0TA6TAGNS AVTOUVTICONOTOS OO

v évapén:
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Moaxpoypovio, arotedeouatinotnta ue ToAamAovg kdxiovg Oepareiog

H Oepaneio pe rituximab ce cuvdvacud pe pebotpedrn og ToAhanloig khkhovg Bepaneiog glye wg
amoTéAecpa T cuveyn PEATIOON TOV KAVIKOV OMUEIDV KOl CUUTTOUAT®V TNG PELUATOEWDOVS
apBpitidag, 6mwc vrodeikvoetar and Tig avtamokpicel ACR, DAS28 ESR-kot EULAR 1o omoia fTav
EUPAVT 6€ OAOVG TOVG TANBLGUOVS acBevav mov perethOnkay (Ewova 2). [Mapoatnprnke daprng
Beitioon tng pucloloyikng Aettovpyiag, OTmG VodekvoeTat omd T Padporoyic HAQ-DI kot to
m0600To TV 0oBevav mov tétvye MCID yio HAQ-DI.

Yyqpe 2:  Avromokpicsig ACR 1o 4 kokhovg Ogpanciog (24 efoopnadeg peta 0mo kaOe Kok o
(og KGOt a60ev1), o KGOg emiokeyn) og acOeveic pe aveTapK] GVTOTOKPLOT] OTOVG
avactoieic TNF (n=146)

u ACR20
ACRSE0
[ ACR70

% aoBevwy

qog 9og 3o¢ 405
Kiuokhog Kiokhog KukAog KukAog

Khivika epyaotnpioxa sopnuato.

"Eva obvoro 392/3.095 (12,7 %) acBevov pe peopatosidn apbpitida nrov Betcol yio ADA og
KAMvIKEG peréTeg petd ) Bepameia pe rituximab. H epgdvion ADA dgv cuoyetionke e KAVIKN
emdeivoon 1 pe avénuévo Kivouvo avTidpicemv oTig EmaKOA0VOEC EYYXDOELS GTNV TAELOYN (IO TOV
acBevav. H mapovoio tov ADA pmopei va cuoyeticbet pe v emdeivoon Tov avTidpacemy £yyvong
N TOV OAAEPYIKOV OvTOPACE®V LETA TN Oe0TEPT EYYVON TOV £nakOAOVO®V KOK AWV Bepaneiog.
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Toudrapucdc TAnBvoude

O Evpomnaikdg Opyoviopog Poaprdkmy €xel SOGEL ATOALNYT A0 TNV VTOYPEMOT] VITOPOANG TOV
OTOTELECUATOV TV PLEAETMV € rituximab g OAEG TIC VTOKOTNYOPIEG TOV TAUSLUTPIKOL TANOVGLOD e
avtodvoon apbpitida. BAéne mapdypapo 4.2 yio TAnpopopieg GYETIKG e TNV TOOITPIKY XPNOT).

KMvikn omotelesnotikdTnTo Kol 0GQAAELN 6TV KOKKIOUdTmon pe moivayystitida (GPA) kot
UWKPOOKOTIKN ToAvoyyelitioo (MPA)

Ocporeio emaywyne e DPeons oe eVijAIKeS

>m Merém 1 g GPA/MPA, cuvolikd 197 acBeveig nhikiog 15 etdv 1 peyaivtepot pe cofapmn,
evepyn GPA (75 %) kar MPA (24 %) evtéybnkav kot ELafov aywyr] o€ TUXooTompéEVT, SITAN-TUPAY,
TOAVKEVTPIKT), OOKIUN U1 KOTOTEPOTNTOC LLE SPACTIKO PAPLOKO GVYKPIONC.

Ot acBeveic ToyaromomOnkay og avaroyia 1:1 yio va Adfovv gite 0md TOL GTOUATOG KUKAOPOGPOUION
nuepnoing (2mg/kg/muépa) yua 3-6 unqveg eite rituximab (375 mg/m?) pio @opd v efdopdda yio

4 gfoopadec. Olot o1 acbeveig 6T0 GKEAOC TNG KUKAOQ®GSEAUIONG EAaPayv Bepareia cuvtipnong e
alabetompivn Katd ) dtdpkela ¢ mapoakorovnonge. Ot acbeveig kot amd ta dvo okéAn Eafov

1000 mg evoopAEPrag dong peBvimpedvilorovng (1 GAAN 100d0vaun S00T YAVKOKOPTIKOEWSOVG) oVl
nuépa yuo 1 €wg 3 nuépec, akorovBoipevn amd Tov otopatog tpedviiovn (1 mg/kg/Mmuépa, Oxt
maporave ord 80 mg/muépa). H otadiokn peimon g mpedvilévng enpokerto vo, oAoKANpwOei

6 pnveg amd v évapén g Beponeiog tng Sokung.

H mportapyin pétpnon ékfaocng frav n exitevén mAnpovg VeeoN 6Tovg 6 Uvec Tov opileTal g
BaBpoioyia Evepyotnrog g Ayyetitidag pe Kokkiopdtoon Wegener kotd Birmingham (BVAS /
WG) and 1o 0, kot yopic Bepancio pe yAvkorkoptikoewdn. To mpokabopiopévo mepmpro pn-
KaTOTEPHTNTOC Yo TN Srapopd e Bepameiog rav 20 %. H doxun £0e1&e un KatwtepoOTNTU TOV
rituximab 7pog TV KuKlopooPapidn yio TAnpn veeon (CR) otovg 6 unveg (Iivaxog 19).

AmotedespoTikOTNTA TOPATNPNONKE TO0O G6TOVE 0eBeveic e veodiayvwaobeica vOGo, 0G0 Kol GTOVG
acBeveic pe vrotpomidlovsa voso (Iivaxog 20).

Hivaxag 19  Ioo0616 evnrikov acOevodv mov téTvyav TAfpn Veeon og 6 pives (ITAnBvopdg
np60eong Oepansiac, ITTY)

Rituximab Kvkhopoopapion Awa@opa Ospamneiog
(n=99) (n=98) (rituximab-
KUKA0QOGPUNidNG)
10,6%
ITocooto 63,6% 53,1% 95,1 %P AE
(—3,2%, 24,3%) ¢

- AE = d1dot o EUmIeTochVG.

- " Xepdrepn anddoon
¢ Katadeiydnie pun kototepdmra epoOcov To Katmdtepo 6pto (-3,2 %) frav vynAdtepo omd o
npokafopiopévo opto pPn-katwtepottog (-20 %).
#To 95,1 % didotnuo spumctoovvng aviikatontpilel £va emmAdov 0,001 dhpa, To omoio eEnyel Tnv
€VOLGLEDT|
OVAAVGT) OTOTEAEGLOTIKOTNTOG.
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ivaxkag 20  ITApnc V@eon o€ 6—pNveS COLPOVE PE TV KATACTAGT T1|S VOGOL

Rituximab Kvokhopoopapion Awgopd (AE 95 %)
‘O)ot 01 acOeveig n=99 n=98
Neoorwayvmo0évteg n=48 n=48
Ynotpomdlovreg n=51 n=50
ITApns Yeeon
‘O)ot 01 ac0gveig 63,6 % 53,1 % 10,6% (=3,2, 24,3)
Neoorwayvmo0ivreg 60,4 % 64,6 % —4,2% (23,6, 15,3)
Ynotpomdlovreg 66,7 % 42,0 % 24,7% (5,8, 43,6)

Epoppoletatl o vToloyiopog g XEPOTEPNG TEPITTMONG Yot TOVG aobeveig pe elewnn dedopéva

1TAnpnc dpeon otovg 12 ko 18 unveg

Xnv opdda Tov rituximab, 10 48 % TtV acbevav TéTuye TANPN VPecN oTovg 12 pveg, kot to 39 %
TV acevav Tétuye TANPT VPecn oTovg 18 pveg. Xe acbeveic mov Ehafav Bepaneio pe
KUKAOP@SQapidn (akoiovBovpevn amd alabelonpivn yua ) dtatrpnon g TAnpovg Heeong), to 39 %
TV acbevav Tétuye TANPN VPecn oTovg 12 unveg, kot to 33 % tev aclevav mETuye TANPN VEEoT
otovg 18 pveg. Amd 1o 12° Mnva émg to 18° Mrjva, topatnpndnkoy 8 vwotpoméc 6Ty opdado Tov
rituximab cuykplTiKd pe TE0GEPIG OTNV OUASA TG KUKAOPMOOQALIONG.

Epyaotypraxés olioloynoeig

Yvvohikd 23/99 (23 %) twv acBevav mov Elafav Oepaneia pe rituximab ot oK TG ETOYOYNG TG
Voeong, Bpédniay Beticol yio ADA otovg 18 purvec. Kavévag amd toug 99 acbeveic mov Ehafav
rituximab dev fitav ADA 0etikog Katd tov apytkd éaeyyo. Agv vinpée epeavig Téon 1 apynTikn
enidpaon g mapovciog ADA otnv ac@Aaielo 1 TNV ATOTELEGUATIKOTNTO GTT] SOKIUT TNG EMAYOYNG
™G VPECTG.

Ocpomeio ovVTHPNONS TS VYETHS 0 EVIAIKES

Yvvolka 117 acBeveig (88 ue GPA, 24 pe MPA kot 5 pe veppikd neplopiopévn, oyeti{opevn pe
ANCA ayyeutida) og 0peon g vocov, Tuyatomodnkay yio va Adpovv alabeionpivn (59 acBeveic) 1
rituximab (58 ac0gveig) 6€ o TPOOTTIKY, TOAVKEVTPIKT, EAEYXOUEVT], AVOLYTNG EMIOIUAVONG LEAETN.
O1 aoBeveic mov ovumepreAedncay NTov nhikiog 21 £mg 75 etdv ko eiyov veodiayvecheion 1
vrotporidlovca achévelo og mAPN HPeoN PETA 0md GUVOVAGLEVT Bepameia e YAVKOKOPTIKOELON Ko
®on KukAoemapapiong. H mielovotnta tov aclevav tav ANCA-Ogtikoi ot didyvmon 1| KoTd ™)
OLIPKELD TOV KOKA®V TG VOGOV TOVG, EYOV IGTOAOYIK®DG EMPEPOIOUEVT] VEKPOTIKT OYYEUTIOO LUKPDOV
ayyeiov pe khvikd poawvotomo GPA 1 MPA 1 veppikd meplopiopévn, ayyeutidoa oyetilOUevVT e
ANCA 1 kot Ta 600.

H Bepancio emaywyng 0peong nepieddpfave evoo@AiePia Tpedvilovn, yopnyovUEV COLE®VA LE TNV
Kpiom Tov gpgvuvnTi, TG omoiag TponynOnKav o pepkovc acbeveic doelg peBvAnpedviLoAdvng Kot
MOGN KUKAOQMGPAWIONG, HEXPLS 0TOL emttevyDel eeon uetd omd 4 £wc 6 pnveg. Exeivn ™ otryun kot
LEGO Og PEYLOTO SLUCTNUA EVOG UMV LETE TNV TEAELTAIN MDOT) KUKAOPMOOPALIONG, Ol acOeveig
Toyaonombnkav, dote va AdPovv gite rituximab (500 evoopAéPieg eyyvoelg twv 500 mg pe
uecodidotnua dvo efdouddwv (tnv nuépa 1 kot v nuépa 15) akorovbBovpeveg amd 500 mg
evooQAEPLa ke 6 unveg yuo 18 punveg) N alobeompivn (yopnyoduevn amd To 6TOUA G€ dOON

2 mg/kg/muépa yia 12 pnvec, ot ovvéyxewa 1,5 mg/kgmuépa yia 6 piveg ko téhog 1 mg/kg/Mmuépa yuo
4 punveg [draxomn tng Bepameiag petd amd avtovg toug 22 pnveg]). H Begpaneio pe mpedvilovn
akoloOOnce otadiokn peimon g d0oNG Kol 6T GUVEXELN dlatnpnonke og yaunin doon (Tepimov

5 mg v nuépa) Yo tovAdytotov 18 urveg petd v toyotomoinomn. H otadiokr| peiowon tng 66omg g
pedviLovng kal 1 omdeaoct yia dtakomn g Bepomeiag pe mpedvilovn petd tov 180 Miva apédnkay
o1V Kpiom Tov pgvuvNTH.

O)ot o1 acbeveig Tapakorovdndnkay Emg tov 28° Mnva (10 1| 6 pfveg, avtiototya, Letd v
teAevtaia £yyvon rituximab 1 06on alabeionpivng). IIpoedraén yia Tvevpovia and Preumocystis
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Jirovecii amoitnOnke yio 6Aovg Tovg acbeveig pe apBpuo CD4 + T-AeppokuTTpmv WKPOTEPO 0T
250 avd KuPikd (1AooTo.

To TpoTapykd pnéETpo Ekfacng HTay To T0c0aTd GORuPNE VITOTPOTNG ToV 28° Mnva.

Amoteléouaro

Tov 28° Mnva, cofapn vrotponn (wov kabopiletar omd TV EXAVEUPAVIGT) KAMVIKGV Kot / 1
EPYOOTNPLOKAOV oNUEiV evepyotnTag ayyetitidag ((BVAS]> 0) mov Ba uropodoe va 0dnynocel o
avemdpkelo opydvov 1 PAEPN 1 Ba umopodce va etvan amednTikn yuo ) {on), TAPOLGIACTNKE OE

3 aoBeveig (5%) otnv opdda Tov rituximab kot g 17 acOeveic (29%) oty opdda ¢ alabetompivng
(p = 0,0007). Mikpég vrotpomég (Ot ameAnTikég yo T {on Ko xwpig cofapn PAAPN opydvav)
wapatnpinkav oe entd acbeveic otnv opdda tov rituximab (12%) kot 6 oxT® acbevelg oty opdda
¢ alaBelonpivng (14%).

O1 00pOo1oTIKEG KAUTVAEG TV TOCOGTAOV GUYVOTNTAG ELPAVIONG £de1EaV OTL 0 XPOVOS PEXPL TNV TPATN
cofapn vrotponn Ntav peyaAdTepog o€ acbeveic pe rituximab Eekivdvtag and Tov 2° Miva kot

Stnpnnke péypt Tov 28° Mnva (Zynua 3).

Yyqpe 3:  ABpoioTiky) ovyveTNTA ELPAVIGTNS TOV YPOVOV YL TNV TPATI| cofapi] vroTpom)
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Xpovog EmBiwong
(NMAveF)

ApBudc AcBevarv pe ToPapn Ymotpomn

Azathioprine | 0 0 3 3 5 5 8 8 9 9 9 10 |13 |15 |17

Rituximab 0 0 0 0 1 1 1 1 1 1 1 1

Ap1Buodg Acbevav og kivouvo

Azathioprine | 59 |56 |52 |50 |47 |47 |44 |44 |42 |41 [40 |39 [36 |34 |0

Rituximab 58 |56 |56 [56 |55 |54 [54 |54 [54 |54 |54 |54 |52 |50 |0

Inueiomon: Ot acBeveig amoxomnkoay (censored) To Mnva 28 av dev giyav eueovicel Kavéve GUUPAv.

Epyootypraréc alioloynoeic

Yuvolika 6/34 (18%) acbeveig mov Elafav rituximab omd v KAVIKY dokiur Oepaneiog cuvtnpnong
avéntoEav ADA. Agv vanpéav epeaveig TAGELG 1 opVNTIKEG EMTTOGELG TNG Tapovsiog ADA oty
OCQUAELD 1] TNV OMOTEAEGUOTIKOTNTO GTNV KAWVIKT] doKiun ¢ Bepaneiog cuvtipnong.
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Houdioazpixoc tAnBvoudc

H periétn WA25615 (PePRS) tav (o ToAVKEVTPIKY, OVOLYTNG EXICTLAVOTG, LOVOD GKEAOLGS, [N
gleyyouevn perétn og 25 madiatpikong acheveic (nikiog > 2 €wg <18 etmv) pe coPfapn, evepydo GPA
N MPA. H péon nlkia tov acBevav ot pekétn nrov: 14 £t (evpog: 6-17 £tn) kou 1 Thetoyneio Tov
acBevav (20/25 [80%]) Nrav yuvaikes. Zuvoikd 19 acbeveic (76%) eiyav GPA kot 6 acBeveig (24%)
glyav MPA «oatd v évopén. Askaoktd acBeveic (72%) siyav veodiayvmabeico acbévela katd tnv
évtaén ot perétn (13 acbeveic pe GPA kot 5 acbeveig pe MPA) kan 7 acbeveig iyov
vrotpomidiovsa voco (6 acbeveig pe GPA kot 1 acBevic pe MPA).

O oyedloopog TG LEAETNG TEPIEAGUPOVE L0l APYIKT PAGCT] EXAYMYNG VPECNS 6 UNVDV LE Lo EAGYLOTT
napaxolovOnon 18 unvav, £og péyiotn ddpketa 54 unvov (4,5 £tn) cvvorikd. Ot acBevelg Enpene va
AdBovv TovAdyiotov 3 dooelg evooPAEPLag peBuinpedviColovng (30 mg/kgMmuépa, mov dev vrepPaivel
t0 1 gmuépa) mpv amd v Tpdt™ EVOoPAEPLa Eyyvon rituximab. Edv gvdeikvodtay kKAvikd, Oa
uropovoav va yopnynbovv emmiéov nuepnoieg d00e1g (E0¢ TpeLg) vOoPAEPLag HeBVATPEIVILOAOVNG.
H ayoyn g enaymyng vepeong anotehovvtay and técoepis, epdmal efoopadiaing, evoopréPieg
gyyvoelg rituximab o 6001 375 mg/m? empAvelng GOUOTOG, TIG NUEPES TG ueAétng 1, 8, 15 kot 22, og
oLVOLOCUO UE 0o TOV oTopATOG TPEdVILOAOVN N TTpedviLovn 1 mg/kgmuépa (Léyioto 60 mg/Mmuépa),
pe otadiokn peimon tng 06ong oe 0.2 mg/kg/Mmuépa kat’eddyioto (néyioto 10 mg/Mmuépa) péxpt To
Mnva 6. Metd ) @dor enaywyng veeong, ot acbeveic Ba propodcav vo Aapovv, Katd tnv Kpicn Tov
EPEVLVNTN, EMOUEVEG €YYDGELG rituximab tov 6° 1] LeTd ToV 6° M7va, GGTE va, 10T PrcovY TIV DPECT
katd PVAS kot va géléyEovv v evepyodtnta e vOsou (CUUTEPTAALBOVOLEVIC TNG TPOOSEVTIKNG
vOGOL N TNG VTOTPOTNG) 1 VO EMLTVYOVY TNV TPMTY VPEST.

Kot o1 25 acBeveic ohokAnpmcav Kot Tig T€6oepLs, epanas efdouadioimg, evoopAEPies eyyOoELS Yia T
QAo eTaymYNS g VeeoNg TV 6 unvav. Zuvolikd, 24 amd toug 25 acBeveic oAokApmcav
TovAdylotov 18 punveg mapakorohnong.

Ot o616Y01 AVTNG TNG LEAETNG NTOV 1] AELOAGYNOT TNG AGPAAELNS, TV PapuakokvnTiKOV (OK)
TOPOUETP®V KO TNG OTOTEAECUATIKOTNTAG TOL rituximab og madtotpikovg acbeveic pe GPA kot MPA
(mAciog > 2 éwc < 18 etdv). Ot 6T0Y01 ATOTEAEGLATIKOTNTOG TNG LEAETNG NTOV SLEPEVVITIKOL KOl
a&lohoynOniay Kuping pe t xpnon g Babuoroyiag Evepydtntag tng [adiotpiknig Ayyeitidog
(PVAS) (ITivaxag 21).

ABpoiariry 6oon [ A0K0K0pTIKOEIOOVS (VOOPAELIO KOl Ao TOV GTOUATOS) WS TO Miva 6.

Eikoot téooepic amd toug 25 acbeveic (96%) otn Meiétn WA25615 nétuyav otadiokr peimon tov
omd TOV GTOUATOG YAVKOKOPTIKOGTEPOEWDOVG o€ 0.2 mg/kg/muépa (1] Arydtepo amod 1 ico pe

10 mg/mpuépa, 0mo10dNTOTE NTAV YOUNAOTEPO) KaTd TO M1jva 6 1| uéypt to M1jva 6, Katd ) Stdpkela
TG OTAOLNKNG LEIMOTG TOV GTEPOEIBOVS, O™ glye 0p1obel amd To TPWTOHKOALO.

Mio, peioon g SIUESN S GUVOMKNG, 0O TOL GTOUATOG XOPYNONG, YAVKOKOPTIKOEIZ0VC
napatnpenOnke omd v ERdopdada 1 (didpeon = 45 mg wwodvvoun d6on mpedvilovng [IQR: 35-60])
610 Mnva 6 (d1dpeon = 7,5 mg [IQR: 4-10], n omoia dtotnprinke ot cuvéyela o Mnva 12 (Sudpeon
=5 mg [IQR: 2-10]) ko To Mnva 18 (duapueon = 5 mg [IQR: 1-5]).

EraxolovOn Oeporeio

Koatd ) didpreta tng Xvvorkng [Tepiddov Merétng, ot acbeveic Ehafov peta&y 4 Ko 28 eyyvoemv
rituximab (éw¢ 4,5 £t [53,8 punveg]). Ot acBeveic Ehafav £mg kot 375 mg/m? x 4 rituximab, Tepimov
K0 6 uveg, kKatd v kpion Tov gpevvnTy. Zuvolikd, 17 amd Tovg 25 acbeveic (68%) Erafav
emmiéov Bepameia e rituximab kotd Tov 6° 1| peTd Tov 6° M1va, péypt to kowvd Close-out, 14 and
avtovg Tovg 17 acbeveic ElaPav emmAéov Oepomeia pe rituximab peta&d Tov MAva 6 Kot Tov

Mnva 18.
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Mivaxag21  Mehétn WA25615 (PePRS) — PVAS 'Yopeon 6to Mva 1, 2, 4, 6, 12 kon 18

ITapakoiovdnon Ap1Buodg tov Avtomokpvopevav oY peon 95% AE®
UEAETG katd PVAS* (mocootd avtamoxpiong [%])

n=25
Mnvag 1 0 0.0%, 13.7%
Mnvag 2 1 (4.0%) 0.1%, 20.4%
Mnvog 4 5(20.0%) 6.8%, 40.7%
Mnvog 6 13 (52.0%) 31.3%, 72.2%
Mnvag 12 18 (72.0%) 50.6%, 87.9%
Mnvag 18 18 (72.0%) 50.6%, 87.9%
"PVAS 0 ko emitevén otadiokng peioong g doomg tav yAvkokoptikoeddv og 0.2 mg/kg/muépa (1
10 mg/mpépa., 61010 givar o YaunAo), T YPOVIKN OTIYU TG 0EL0AGYNONG.
%70, AMOTEAECLLOTO. GYETIKAL LLE TNV OTOTEAEGLOTIKOTITO EIVOL SIEPEVVITIKA KOl OEV TPy LOTOTOMONKE
EMIOTUN OTATICTIKY] SOKIUT Y10 CVTE TO KOTOANKTIKG oNpeio
H 6epancio pe rituximab (375 mg/m? x 4 gyy0o€1g) émg 10 60 M1vo. Tav TaVOHoIdTLAN Yo OAOVG
tovg acBeveic. H Bgpameio mopakorovOnong petd to 60 Mnvo ftav KoTd Ty Kpion Tov EpEVvNTi.

Epyaotypraxéc olioloynoeig

Yvvolika 4/25 acBeveig (16%) avéntuéav ADA katd T S18pKeLD TG GUVOAIKNG TEPLOSOV TNG
peAétng. lepropiopéva dedopéva detyvouv 0Tt dev mapaTnpnOnke Tdon oTic avemBounTeg EVEPYELES
7ov avoeEpinkay oe acbeveic Oetucong Yo ADA.

Agv vmp&e eppavig téon 1 apvntiky enidpacn g napovciog ADA oty acedieia 1 Tnv
OTOTEAECHATIKOTNTO 0TI TodIATPIKES KAMVIKES doKkéS Yia GPA kot MPA.

O Evponaikog Opyaviopoc Papudkov £xel ddoet amairoyn amd v LIToXPEMST VTOPOANG TV
OTOTEAECUATOV TOV LELETOV LE TO rituximab og madtoTpikd TANOLoUO NAkiag <2 etdv o€ cofapn,

gvepyd GPA 1 MPA. BAéne [Tapdypago 4.2 yio TANpoQopieg GYETIK e TNV TOISIOTPIKT XPTNOT).

KAwvikn omoteheopotikOTnTo Kol 0c@aisla otnv kKowvn téuorya (PV)

Merém 1 e PV (Melétn ML22196)

H amoteleopatikdtnTa Kot 1 ac@Aielo, Tov rituximab 6€ cuVOLAGHO Ue Ppayeiog SLPKELNS, YoUUNANG
d00m¢ Bepameio pe yAvkokopTikogdn (tpedvilovn) a&loroynonkoy oe veodloyvmabéviec acbeveic e
pétplo Emg coPapn méuerya (74 pue PV kot 16 pe puAlmdn néperyo [PF]) o avth v
TUYOLOTOMNUEVT, VOIKTHG EMICTLOVOTG, EAEYYOLEVT], TOAVKEVTPIKT] peEAETT. Ot acBeveic NTav petaln
19 ko 79 etddv ko dev glyav AaPet Tponyodpeveg Bepameieg yio méperyo. Xtov mAnBuoud e Kowng
Tépeyas, S5 (13%) acbeveic otnv opdda tov rituximab kot 3 (8%) acOeveig otnv opdda kabiepouévng
doomg mpedvilovng, elyav pétpla vooo kat 33 (87%) acbeveig otnv opdda tov rituximab kot 33 (92%)
acBeveic otnv opdda Kabiepopévng d0omg TpedviLovng, elyav cofapn vOG0, GOUP®VO LE TN
coPapotnta g vocov, 6Tm¢ avti opiletal amd to Kprripla ta&vounong tov Harman.

O1 aoBeveic dwwotpopatddnkay pe fdon ) coPfapdtnrta e vosov katd v Evapén (Létpia M
coPapn) kot TuyatomomOnkav 1: 1 yio va Adfovv gite rituximab kot younin d6om npedvildvng N v
kaepopévn doom mpedvilovne. Ot acbeveig mov TuyatomoOnkay oty oudda tov rituximab Elafov
apykn evooeréPia yyvon 1000 mg rituximab katd tnv Hpépa 1 g Melémng oe cuvdvoouo pe

0,5 mg/kgmuépa amd tov otopatog Tpedvildvn pe otadtokn peimon g 66omng oe ddotnua 3 Unvov
gav glyav pérpla voco 1 1 mg/kgmuépa amd tov oTOUNTOC TPEIVILOVT, LE OTAOIOKT UEI®GT TNG SOOTG
o€ d1aoTnua 6 UNvaVv edv giyov coPapn voco kot pia, devtepn evooeAEPia £yyvon 1000 mg v
Hpépa 15 g Mekétng. Ot eyyvoeis suvtipnong S00 mg rituximab yopnynnkov otovg piveg 12 ko
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18. Ot acBeveig mov TuyatomoOniay oty opdda g kadiepmuévng d6ong tpedvilovng, Erafav
apyd 1 mg/kg/muépa amd Tov GTOUATOC YopnyovueVn TPedviiovn, N omola petddnke og ddotnua 12
unvav gav siyoav pétpia voéco 1 1,5 mg/kg/Mmuépa amd 1ov 6ToOATOG TPEdVILOVT, LLE OTOSIOKT Helmon
g 060N o€ daotnuo 18 unvav edv giyav cofapn voco. Ot acheveic oty opdada Tov rituximab wov
VIOTPOTIOGOAV PUTOPOLSAV Vo Adfovv pia emmpochetn £yyvon rituximab 1000 mg oe cuvdvaoud pe
emovévapén 1 KMpakovpevn 06on mpedviLovng. Ot eyydGELS GLVTHPTONG KOl VITOTPOTNS YopnYyHOnKay
oy vopitepo amd 16 efdoudoeg petd v Tponyoduevn Eyxvon.

O TpoTOpyKOG GTOYOG TNG LEAETNG NTOV 1) TANPNG VPEDT (TANPNG emBnAtomoinon Kot arovsio vEmV
Ko/ M EYKATESTNUEV®Y OAAOLDGEMV) TO pnva 24, yopig T xpnon Oepaneiog pe tpedvilovn yia S0
unveg N teprocotepo (CRoff yuo > 2 unfveg).

Anoteléouara tne Merétng 1 e PV
H perétn €de1&e oTaTIoTIKA OTIOVTIKG AmOTEAEGLLOITO TOV rituximab Kot TG YapnAng 666ng

pedvILovNG Evavtl Tng Kobiepmpévng doong mpedvilovng otny emitevén CRoff > 2 piveg, to
Mnva 24, og acBeveig pe PV (BA. livaka 22).

o600t ac0evav pe PV mov aétvyav mipn veeon, yopic Ospansia pe

ivoxag 22
KOPTIKOGTEPOELDT] Yo OVO PAjves 1| TEPLocoTEPO, T0 Mijva 24 (ITAnOvopdg pe
np60eon Oepanciag, ITT - PV)

Rituximab + [pedvilovn
[pedviiovn N=36 p-value ® 95% CIP
N=38

Ap1Bpog 34 (89,5%) 10 (27,8%) <0,0001 61,7% (38,4, 76,5)

avTomokplOévTov

(Tocooto

avtandkpiong [%])
¢ H tyun p-value wpoépyerat omd v akpipn dokun Fisher pe d10pbmwon tiung mid-p
P To didotnpa gumictochvng 95% sivor to didotnua Stopbouévo kord Newcombe

O ap1Bpog Tv acbevav mov Eafov rituximab cuv younAn 666m TPedviLovNS, Kot EPEVOY YoOpig
Oepamneio pe Tpedvilovn N oe Bepaneia pe eEldyio 06on (56om mpedvildvne 10 mg 1| pukpoTepn
nuepnoing) ce cvykplon pe Toug acbeveig mov Edafav v kabiepmuévn 66on mpedvildvne Katd T
duapkela ¢ meptodov Bepameiog 24 pnvav, deiyvel 0Tt To rituximab PEIDOVEL TV OVAYKT Y10 GTEPOELDN|
(Exnua 4).

ApOpog aclevarv yopis Oepameio pe KopTiKOGTEPOEON 1] pE Ogpameio erdy1oTNg

Yympo 4:
0601 KopTIKOGTEPOEO DYV (X 10 mg/Mpuépa) 6g oyéon pe TV TEP0odo Tov PO VoV
407 Opia Gepamrciag:
Rituximab + Mpewaitwn (M= 38) _
35 4 |=——" MpeBulim (N = 35) P / E'a"-s—aﬂ,,m_ e
| w &
30 |
/
g 25 {
I|I ) +
E 20+ | = L
& i
g 15 <4 I|I
10 ﬁ' F)
/ /
/
5 I
a""a::r -~ %
04 ,:f:’.-a-.______'____.-o— ————— =¥

o, 1 T T T g e e T, o

Emigwepn
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Post-hoc avadpouixn epyaotnpioxy alioloynon

"Eva ohvoro 19/34 (56%) acBeveic pe PV mov vofAndniav o Oepancia e rituximab, Bpédnkov
Beticol yio ADA avticodpata otovg 18 punveg. H khviki onpacio tov oynuaticpod ADA e aocBeveig
ue PV mov €yovv vtoPAnbei oe Oepaneia e rituximab eivat acaeng.

Merétn 2 g PV (Mehétn WA29330)

& Ui TUYOOTOMUEVT], SITAN-TVPAT, UE OUTAD EIKOVIKO APUIOKO, LE EVEPYO GUYKPLTIKO TAPAYOVTAL,
TOAVKEVTPIKT] LEAETT 1 OMOTEAECUATIKOTITO KO ] AGPAAELD, TOV Tituximab o€ cOyKpIo™n UE TN
mycophenolate mofetil (MMF) a&oloyndnkav ce acbeveig pe pétpra émg cofapn PV, ot onoiot
Adupavay 60-120 mg/Mmuépa. and Tov 6ToUATOS TPEdVILOVN ) 1soduvapo (1.0-1.5 mg/kg/Mmuépa) katd
v évtoén ot peAé pe otadlokn peimon pe otdyo T 6601 tv 60 1 80 mg/muépa v Huépa 1. Ot
aocBeveic elyav emPeforwpévn didyvoon PV katd ) didpkeia twv Tponyodpevoy 24 unvav Kot eiyov
otoyeia pétplag Emg coPapng acbévelag (opiletal g suvollkt Paduroroyia evepydtntog Pemphigus
Disease Area Index, PDAI > 15).

Exatdv tprévra mévte acbevelg TuyatomomOnkay yia Beponeio pe rituximab 1000 mg mov yopnynonke
v Huépa 1, v Huépa 15, tnv EBdopdada 24 kot tnv EBdopndada 26 1 amd tov otopatoc MMF 2
gmuépa yia 52 efdouddeg, o€ cvvdvacuo pe 60 1 80 mg amd Tov oTOUATOG TPEGVILOVN LE GTOYXO TN
otadwokn peimon oe Omg/Mmuépa mpedvilovne £wc v ERdoudoa 24.

O TpOTOPYIKOG GTOYOG ATOTELEGUATIKOTNTOG OVTHG TNG LEAETNG Tav va a&lodloynOel v

EBdoudda 52, n amotedespatikotnta Tov rituximab cg ovykpion pe ) MMF oty enitevén otabepnc
TANPOVE VpeoNC, Tov opiletal o¢ enitevén Bepanciog tov PAaBdv ywpic véeg evepyés PAaPeg (OnA.,
BabOuporoyia evepydtnrag PDAI 0) eved Aapfdavovtar 0 mg/muépa mpedvilovn 1 16050VALO Kot
dlotnpeitot ovTh 1 AVTATOKPIoT Yo ToLAd)IoToV 16 drodoykég efdopnadec, Katd T SlapKeLd TNG
nep1odov Bepamneiog twv 52 gfdopadmv.

Amnoteréoporta g Melétng 2 g PV

H peAétn xatédei&e v vaepoyn tov rituximab Evavtt g MMF e cuvdvacpo pe pio Bepaneia
oTAdKNG Helmong amd Tov GTOLUTOG KOPTIKOGTEPOEW®V Yio TNV enitevén CRoff Koptikootepoeldn
> 16 gfdouadeg katd v EPdopada 52 ce acbeveic pe PV (Iivaxag 19). H mAeloynoia tov acbevov
otov mITT nAnfBuopod Nrav veodwyvwobévies (74%) ki 26% twv acBevav gliyav eykotestnuévn
voco (dibpkela acBévelag > 6 unves kot iyav Adpet mponyovuevn Bepaneia yia v PV).

Mivakeg 23  ITooooto acBevav pe PV mov nétoyav otadepn aipn veeon, opic Ospanscio pe
KopTIKOGTEPOELOT] Yo 16 Efdopddes | meprocoTepo, Tnv Efdopada 52
(Tpomomonpuévog IIinBvopnég pe Tp60con Oepansiog, mITT)

Rituximab MMF Awpopd (95% CI) p-value
(N=62) (N=63)
ApBudg 25 (40.3%) 6 (9.5%) | 30.80% (14.70%, 45.15%) | <0.0001
Avtamokplféviaov
(mocoo1o

avtondkpiong [%])

NeodayvmcBévteg | 19 (39.6%) 4 (9.1%)
acBeveig

Acbeveig pe | 6 (42.9%) 2 (10.5%)
EYKOATECTNUEVT
VOGO

MMF = Mvukogpawordtn MogetiA. CI = Atdomua Eumietoodvig.

Neodwyvoobévieg aobeveic = didpkela aobévelog < 6 uveg 1 xopig tponyoduevn Bepamneia yio PV.
Aocbevelg pe eykateotnuévn voco = dupkela acOivelag > 6 uiveg kot Eafav mponyovpevn Bepaneio
v PV.

H doxur Cochran-Mantel-Haenszel ypnoylomotgitot yuo to p-value.
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H avéivon 6hov tov devtepoyevav moapapuétpov (cupmepthapuovouévng g adpoloTikng 60omg
KOPTIKOGTEPOEOMV OO TO GTOLM, TOV GLVOMKOV aplBlol TV eEdpoemv TG VOGOV Kot TNG OAANYNG
oty motdtnto {ong mov oyetiletal pe v vyeia, OT®MG peTpdTol amd Tov AEpLOTOAOYIKO AgiKTN
[Mowdtrag Zmng), emPePainoe To GTOTIOTIKA OTULOVTIKG 0TOTEAEGLOTA TOL Tituximab cg cOykplon pe
1 MMF. Ot éleyyot yio devtepedovTa KATAANKTIKA onueio eAéyyOnkav yio ToAAATAdTNTO.

ExOcon yAokokoptikoEidomy

H 08poiotikn 6601m and ToL GTOUATOG KOPTIKOGTEPOELOOVG NTAV CNUAVTIKA YauUnAdTEPT 0 acbeveig
mov éhaPav Bepamneia pe rituximab. H didpéon (eldyiotn, péylot) abpoiotikn 660m mpedvildvne v
EBdoudda 52 fitav 2775 mg (450, 22180) otnv opdda Tov rituximab ce cvykpion pe 4005 mg (900,
19920) ov opado thg MMF (p = 0,0005).

E&dpoeic s vooov

O cvvolikog apBpdg eEapoemv Tng vOGoL NTav GNUAVTIKE YounAdTepog o€ acbeveic Tov Elafav
Oepaneio pe rituximab og ocbykpion pe ™ MMF (6 évavt 44, p <0,0001) kot vnpyov Aryodtepot
acBevelg mov gppdvicay tovAdyiotov pia £Eapon tng vooou (8,1% évavtt 41,3%).

Epyaotypraxés olioloynoeig

"Ewg v EBdopdda 52, cuvord 20/63 (31,7%) (19 mov npoxdndnkav onod tn Bepaneia kot 1 mov
gvioyvinke and  Bepancia) acbeveic pe PV mov vwofAndnkav oe Bepaneia pe rituximab Ppédnkav
Oeticoi oTov Eheyyo Yo ADA. Aev vinpée epnpavig apyntiky exintwon and v Tapovcio tov ADA
OTNV AoQAAELD 1) TNV anOTEAECHOTIKOTNTO 0T Mehétn 2 g PV.

5.2 @oppokokiviTIKES 1O10TNTEG

Mn-Hodgkin Aéppopa evniikev (NHL)

Boaoiopévn og pio poppokokivntikny avaivon tinbuvcuov o 298 acbeveic pe NHL mov élafov
epdmag 1 mohhamiég eyyOoels rituximab g povobepaneia 1| o cvvovacuod pe ynpetobepaneio CHOP
(epopuocuéveg dooelg rituximab kopdvOnkay amd 100 £mg 500 mg/m?), ot cuviBelg VITOAOYIGHOT TOV
mAnBvucpov un ewdikng amofoing (CL,), edtkng amofoing (CL,) mov mbavadc Tpoékvuyoy amd to

B «bdttopa 1 and 10 popTio Tov GYKOo Kal 0 GYKOG KATAVOUNG TOV KEVIPIKOL dtopepiopatog (Vi) ntav
0,14 I/mpépa, 0,59 Impépa ko 2,7 I/mpépa, avtiotoryo. O VTOAOYIGUEVOS SIAUEGOS TEAMKOS XPOVOG
nuioelog {ong ¢ amoPoing tov rituximab ftav 22 nuépeg (evpog 6,1 £mc 52 nuépec). To chivoro TV
Oetikdv kuttdpov CD19 katd v Evapén kot to péyebog TV HETPHCIL®V KOPKIVIKGV PAABmV
ocuvtélesav og peptkt| petafantotra g CL, tov rituximab og dedopéva amd 161 acbeveig mov
Ehapav 375 mg/m?, wg pia evéoeAiPia éyyvon 4 efdopadiainv 66cemv. Ot acbeveic pe peyokvtepo
ovvolo Betikmv kuttdpmv CD19 1 kaprwvikég BAaPeg giyav vynAdtepn CL,. Eviovtolg, éva peydio
LEpOg petaPAntoTTos petald tov atopmv tapépeve yo v CL,, petd and diopbwon yia to Oetuicd
rottapa CD19 1 1o péyebog ¢ kapkvikng PAAPNGS. O V| mowkidAet pe v empdvela copatog (BSA)
kot Ogpaneio pe CHOP. Avti n petapintotra tov V(27,1 % ko 19,0 %) mov npoxdntel amd 1o
e0poc g BSA (1,53 éwg 2,32 m?) kat tng tantdypovng Beponeiog ue CHOP, avtictoryo, nrav
oyxetika pikpn. H niakia, to ¢Oro, n ouAn kot n euoikn kotdotacn kot WHO dev giyav enidopaon
OTN QOPLOKOKIVITIKT TOL rituximab. AVt 1 avAALGT GUVIGTA OTL 1 TPOGAPUOYH OGNG TOL
rituximab pe 0mo1ecONTOTE SOKIUACUEVEG CUUUETUPANTEG OEV OVOUEVETOL VO £XEL O OTOTEAEGLLOL
ONUOVTIKT LEI®ON OTN QOPUOKOKIVINTIKT TOV LETAPANTOTNTO.

To rituximab wov yopnyNOnke g evdopAEPia Eyyvon ot d6on tov 375 mg/m? ce gfdopadiaio
dwotuata 4 d6cewv og 203 acbeveig e NHL pn mpobepamevopevoug e rituximab, anédwoe péon
Cinax METG TNV TE€TOPTN €yYVom 486 ng/ml (evpoc, 77,5 €wg 996,6 ng/ml). To rituximab fTav
aVIVELGLO GTOV 0pO TV acHevdVY 3 émg 6 UVEC LETA TNV OAOKANP®GT TG TEAELTaiNG Oepamneiag.

Metd ) xopnynon tov rituximab otn d6on TV 375 mg/m? wg evoopAEPLa £yyvon og efdopadiaio
dwotipata 4 d6cewv o€ 37 acBeveig e NHL, n péon Chrax a0ENONKE He TNV KéOBE dradoyikn £yyvon
va Kopaivetor omd pio péon tiun 243 pg/ml (evpog, 16 — 582 pg/ml) petd tnv apmdtn €yyvon £mg
550 pg/ml (ebpoc, 171 — 1.177 pg/ml) petd tmv 6ydon Eyyvon.
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To @oppakokvnTikd TPoeil Tov rituximab dtav yopnyeitot o€ 6 gyydoeig Twv 375 mg/m? cg
cuvdvacuod pe 6 koxrovg ynuetobeponeiog pe CHOP ftav mapdpoto pe ovtd tov rituximab wg
povobBepamneio.

Iowwrpwdé DLBCL/BL/BAL/BLL

v KMvikn dokiyn mov peretd modtatpikovs acbeveig ue DLBCL/BL/BAL/BLL, n ®K peletOnke
o€ €va VTooLVolo 35 acBevav nAkiog 3 etov kot ave. H OK ftav cuykpicyn peta&d tov dvo
NAKLKOV Opddev (= 3 mg < 12 etav Evavtt > 12 £mg < 18 etav). Metd and 600 evoo@AEPieg
gyyvoelg rituximab tov 375 mg/m? og kéOe pia amd Tig 600 Bepaneicc epddov (Ogpameio 1 ko 2)
akolovBovpeveg amd pio evooAEPLa Eyyvon rituximab tov 375 mg/m? og k4be pio and tig Ogpameieg
edpaimnong (Oepaneieg 3 kat 4) 1 PEYIGTN CLYKEVTIPMGT NTAV VYNAOTEPT UETA TNV TETOPTN EYYVON
(Oepoaneia 2) pe yeouerpikd péoo 347 ug/mL akolovBodpevo amd YoaunAdTEPES LEYIOTES
GLYKEVTIPMGELC YEOUETPIKOD HEGOV GTN cLvEYEL (Oepameia 4: 247 pg/mL). Me avtd 10 606010Y1KO
oynua, dtatnpnonkav ta eldyiota enineda (yeopetpucd péoa: 41,8 pg / mL (mpo-600ng Oepamneio 2
petd omd 1 Bepaneia), 67,7 pg/mL (mpo d6one Oepaneia 3, petd and 2 Beponeieg) ko 58,5 pg/mL
(mpo-d6omg Oepancia 4, uetd ond 3 Oepaneiec)). O uésog ypovog nuicelag {oNg amoPoing oe
Tod1aTpIKovg acbeveic nAikiag 3 eT@v Kot dvo fTav 26 NUEPES.

Ta yapoktnpiotikd e OK tov rituximab ce maudiatpikovg acbeveig e DLBCL/BL/BAL/BLL ftav
TOPOUOLD, LLE AVTA TTOL glyav Tapatnpnel oe evidikeg acOeveic pe NHL.

Agv vdpyovv dtabéoipa PK dedopéva oty NAKLokn opdada > 6 unvov £oc < 3 eTdv, ®GTOCO N
npoPreyn g tAnducpaxnc PK vroompilel cuykpiown cvotpatiky ékbeon (AUC, Cyougn) 0€
auTAV TV NAKLoKn opdda o€ ovykpilon pe > 3 €t (Ilivaxag 24). To pikpotepo apyikd péyebog dykov
oyetifeTon pe vynAdtepn €xbeon Aoym kdBapong mov eEaptdton Arydtepo and 10 XpOVo, MGTOGO Ot
SLOTNHOTIKEG EKBEGELS TOV enMpedlovTan amd SLOPOPETIKA LEYEDN OYK®OV TOPAEVOVY GTNV TEPLOYN
£xBeong TOL NTOV AMTOTELEGLATIKY KO EiYE 0AmOOEKTO TPOPIA OGPUAEING.

Mivaxog 24  IlpoPrendpeveg @K IapapeTpor petd amod 1opiiynor Tov 6060A0YIKOU GYIATOS
Tov Rituximab og nadwetpiké DLBCL/BL/BAL/BLL

HhMxwkn Opdoa >6puvegcémg<3étn | =23 g <12 ét >12 émg < 18 étq
Crongh (1g/mL) 47.5(0.01-179) 51.4 (0.00-182) 44.1 (0.00-149)
AUEI"‘ cycles 13501 (278-31070) 11609 (135-31157) 11467 (110-27066)
(ng*nuépa/mL)

Ta amoteréopato napovsiafoviot o dibpecot (min — max); Ciouen Efvor mpo-66omg Kokhog 4.

Xpovia AepgokvtTaptkn Asvyopio (XAA)

To rituximab yopnynOnke g evéopAiéPia yyvon otn d6on tev 375 mg/m? 6tov TPdhTO KOKAO,
avéndnke og 500 mg/m? og kGHe KOKAO Y10 5 50G€1G 6€ GLVIVLAGHO He PAoVdaPOPivi Kot
KVKAOQo@apion oe acbeveic pe XAA. H péon Chax (N=15) fjrav 408 pg/ml (ebpog, 97 — 764 pg/ml)
uetd v mépmtn £yyvon 500 mg/m? Kot 0 pécog TEMKOG povog nuicetog Lmng nrav 32 nuépeg (€0pog,
14 — 62 npépeg).

Pevparosidone apbpitidoo

Metd amd 500 evoopAéPieg eyyvoelg rituximab og pia 66om 1.000 mg, oe pecodidotnpa 600
gBdopadmv, o H€cog ypovog nuicelag Cmng e amofoing Nrav 20,8 nuépeg (ebpog, 8,58 £mg

35,9 nuépeg), N nuéomn ovotnuatikny kabapon ntav 0,23 I/muépa (€dpog, 0,091 éwg 0,67 Imuépa) kat o
Uéc0g O6YKOG KaTavoung otabeponompévng katdotaong ftav 4,6 L (edpog 1,7 émwg 7,51 1). H
(QOPULAKOKIVNTIKY avaALGT TANOLGLOD TV SV dedOUEVMV E0M0E TAPOUOLEG LEGES TULES VLo
oLOTNHOTIKY KaBapon Kot yxpovo nuicelog Long, 0,26 Imuépa kot 20,4 nuépec avtiotorya. H
(QOPUAKOKIVITIKT avéAven Tov TANBucpov £6e1ée 0TL 1 BSA Kot 10 @OA0 1Tav 01 TAEOV ONUOVTIKES
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GUUUETOPANTEG TOL EPUNVEDOVY TNV UETAED TOV ATOU®Y UETUPANTOTNTO GTIC POPLUUKOKIVI|TIKES
TapopéTpovs. Metd tnv mpocappoyn e BSA, ta dppeva dropa eiyov HeyoAdTEPO OYKO KOTAVOUNG
Ko ToyvTePN KdBapomn and ta Oniea dropa. AvTéC ot oxeTILOUEVEG LE TO YEVOS POPUOKOKIVITIKEG
drapopéc dev Bempeitat 0Tt givar KAVIKA GNUOVTIKES Kot OEV AmALTEITOL TPOGUPUOYT TNG 000N G. Agv
elvar dtobéotpa PapUaKoKIVITIKA dedopéva e achEVEIC LE NTATIKN 1) VEQPIKN AVETAPKELD.

H poppoakokivyntikn Tov rituximab a&loloynonke katdmty 500 evdopiéfiov (ED) d6cemv tav S00 mg
kot 1000 mg tig nuépeg 1 ko 15 og té00epic PeAéteg. Le OAEG AVTEG TIG LEAETEC, 1] PAPUOKOKIVITIKA
Tov rituximab ftav avaloyn tng 06onG Tave and To TEPLOPIGUEVO VP0G dOGEMV OV peietnOnkav. H
péon Cpax Y10 TO rituximab otov 0pd HETA TNV TPOTN Eyyvon KoudvOnke amd 157 — 171 ug / ml yuo 2 x
500 mg d6om Ko kupdvOnie and 298 éwg 341 pg/ ml ya 2 x 1000 mg d6om.

Metd ) de0tepn £yyxvon, N LéET Chax KopdvOnke and 183 éwg 198 pg / ml ya 2 x 500 mg 660m Kot
Kopdvonke and 355 émg 404 pg/ ml yia 2 x 1000 mg d601. O péoog ypodvog nuicetag Long g
amofoing kopdvOnke amd 15 g 16 puépeg yio tnv opdda 66ong 2 x 500 mg ko 17 €wg 21 pépeg yia
v opdda doong 2 x 1000 mg. H péon Chaxfrav 16 €oc 19 % vynlotepn petd t dgbtepn yyvon oe
GUYKPLON LE TNV TPATN £YYXVOT| Kot Yo TS V0 dOCELS.

H poppoakokivntikn Tov rituximab a&loloynonke katdémv 600 evéopAéPiov d6cewv Tov 500 mg pe
TNV EXAVOANTTIKN ay®YT] 610 3e0TEPO KOKAO. H Cppy Y10 rituximab 6tov opd PETA TNV TPAOTN EyYVoN
nrav 170 éwg 175 pg / ml yio 2 x 500 mg d6om kot 317 €wg 370 png / ml yia 2 x 1000 mg d601. H Ciax
UeTd tn devtepn yyvon, Nrav 207 pug / ml yio 2 x 500 mg d6om ko kopdvOnke amd 377 émg 386 ug /
ml ywo tn 860om 2 x 1.000 mg. O pécog xpovog npicetog Long e amoPfoAng petd t devtepn £yxvon,
LETA TO 0€0TEPO KVKAO, TV 19 Nuépec yio 2 x 500 mg d6om kat kupdvOnke omd 21 €wg 22 nuépeg yia
T 6601 2 x 1000 mg. Ot pupUOKOKIVNTIKES TOPAUETPOL Y10, TO rituximab fTav GUYKPIGILES Y10 TOVG

2 koKAovg Bepameidv.

Ol QopUOKOKIVITIKEG TOPAUETPOL GTOV OVETAPKADS OVTATOKPIVOUEVO TANBLGHO og avTi-TNF aymyn,
petd omd o 1010 docoroyiko oynua (2 x 1000 mg evooprefimg, e pecodidotnua 2 fSouddmv), NTov
TOPOUOIEG IE Pl HEOT] HEYIOTN GLYKEVIPWOT oTov 0po 369 pg/ml kot péom T ypovov MuUiceLng
Cong g amoPoAng 19,2 nuepdv.

Kokxiopdrwon pe mtoAvayyetitido (GPA) ko pikpookonikn wolvayystitida (MPA)

Evilixog wAnboouog

Me Bdorn v eoprokoKivnTIKY ovéAvon dedopévav Tov TAnducopov og 97 acBeveic pe GPA kot MPA
nov £Aafav 375 mg/m? rituximab pia eopd v efdopndda yio técoepig SO0ELS, 0 EKTILMUEVOSG
dlapesog ypovog nuicelag (ong g TeAkng omoPoing ftav 23 nuépeg (e0pog, 9—49 nuépeq).

H péon kdBapon tov rituximab kot o 6ykog kotavoung ntav 0,313 Imuépa (gvpog, 0,116—

0,726 I/muépa) kar 4,50 1 (evpoc 2,25 - 7,39 1) avtiotorya. H péyiotn ovykévipmon kotd tn didpkeio
TtV TpdTeV 180 nuepdv (Chax), N EMyotn ovykévipwoon v Huépa 180 (C180) kor n ABpoiotikn
mepoyN KATm and v Kapmdin otig 180 nuépec (AUC180) frav (diapeon [évpog]) 372.6 (252.3-
533.5) pg/mL, 2.1 (0-29.3) pg/mL won 10302 (3653-21874)ug/mL* nuépec, avtiototya. Ot
DOKrapdpetpot tov rituximab oe evilikeg acbeveic pe GPA kot MPA eivon mapopoteg e antéc mov
&yovv mapatnpnbei oe acbeveig pe pevpotoedn apbpitida.

THaoudiopixog minBoouog

Me Bdorn v eoprokoKIVITIKY ovaALGT d€d0UEVAOY TOL TANOLGHOD og 25 Toudid (nAkiag 6-17 eTdv)
ue GPA ko MPA, ta omoio éhafav 375 mg/m? rituximab, pia popd tnv fdopdada yio t€6oEpig
d0GELC, 0 EKTIUDUEVOC SLAUESOC ¥POVOG Nicelag Cong T TeAKNE amofoing ftav 22 nuépeg (e0pog,
11 émg 42 nuépeg). H péon kaBapon tov rituximab kot o 6yKkog kotavoung frav 0.221 Limuépa
(e0pog, 0. 0996 ¢wg 0.381 L/muépa) ko 2.27 L (evpog 1.43 émg 3.17 L) avtictorya. H péyiom
GLYKEVTP®OT] KaTA TN Otdpkeln TV TpdOTOV 180 nuep®dV (Chrax), N EMIYIOTN cVYKEVTPp®OT TV Huépa
180 (C180) xor 11 ABpototikn mepoyn Katw amd v Kapumrdin otig 180 nuépeg (AUC180) nrov
(d1éipeon [vpog]) 382.8 (270.6-513.6) pg/mL, 0.9 (0-17.7) pg/mL kot 9787 (4838-20446) pg/mL*
nuépa, avtictorya. Ot OK mapdpeTpot Tov rituximab ce madaTpikovg aceveic pe GPA | MPA, tav

61



TaPOUOLEG U exeiveg v evniikav e GPA 1 MPA, 6tav eqebn vadyv 1 enidopacn g EXQAVELNS
ocopotog (BSA) oty kdBapomn kot 6Tov OYKO TV TOPAUETPOV KOTAVOUNG.

Kown Iéporya

O pappokokvntikég TapdueTpot oe evihikes acbeveig pue PV, mov éhafav rituximab 1000 mg tig
Huépeg 1, 15, 168 ko 182 cuvoyilovron otov [Tivaka 25.

MMivoxkag 25  ®K winOvopod og evijlkes acBeveic pe PV andé ™ Merétn 2 g PV

MMapdpetpog Kvihog éyyvong
1°¢ Kvxhog 1000 mg 205 Kokhog 1000 mg
Hpépa 1 ko Huépa 15 | Huépa 168 ko Huépa 182
N=67 N=67
Telkog ypodvog nuicetag Cmng (MUEpES)
Aldpecog 21.0 26.5
(Evpoc) (9.3-36.2) (16.4-42.8)
Ka&Bapon (L/mpépa)
Méon 391 247
(Evpoc) (159-1510) (128-454)
Kevtpkog dyxog katavoung (L)
Méoog 3.52 3.52
(Evpoc) (2.48-5.22) (2.48-5.22)

Metd tic dvo TpdTeg yopnynoelg rituximab (tig Huépeg 1 kot 15, wov avtiotoyovv 6tov kokho 1), ot
@K mapdperpot Tov rituximab og acBeveic pe PV ftav mapdpoleg pe antéc t1ov acbevav pe
GPA/MPA xo tov acBevav pe PA. Metd tig 600 tehevtaieg yopnynoeis (tnv Huépa 168 ko 182,
OV AVTIGTOL{OVV GTOV KVUKAO 2), 1 KaBapon tov rituximab peiminike, evd o Kevpikog 0Ykog
KOTOVOUNG TOPEUEIVE OUETAPANTOC.

5.3 Ipoxivikd dedopéva Yo TNV 0.6QAAELN

To rituximab £yet amodeyBel 6T elvan e€apetikd £101k6 yia to avrrydvo CD20 tov B-kuttdpov. Ze
perétec To&koOTNTOG 08 TBNKOVE cynomolgus, dev mopatnprOnKe Kopio GAAN enidpaoct, EKTOG amd
TNV OVOUEVOUEVT] POPUOKOAOYIKT peimon Tov B-kuTtdpmv 6To TEPIPEPIKS Qiplo KOl 0TO AEUPIKO 16TO.

"Exovv die&oyBel peléteg ToEkOTNTOS TG avAmTLENG 6€ MBNKoLg cynomolgus 6 S0GeLg Péypt Kot
100 mg/kg (Bepomeio tic nuépeg 20-50 g kdNoNg) Kot dev amokaivyay Kapio Evoelén ToEIKOTNTOC
Yo To EUPpuo AoYw Tov rituximab. Qotdc0, TapaTnPRONKe S0COEEAPTMUEVT PAPUOKOLOYIKT pei®ON
TV B-kxuttdpov ota Aeppogidn opyava tov euPpimv, 1 oToin ETEUEIVE 0TI LETAYEVVITIKN TEPI0O0
KoL ouvodeLTNKE 0md peiwon Tov emmédwv ¢ IgG TV avtictoymv veoyévyntov (ownv. O aptBpnog
TV B-xuttdpov enaviife oTig puolorloyikég TEG oto cuykekpéva {ha péoa o€ 6 unveg omd ™
YEVVIOY] TOVG KoL OV ENMEIPOCE OPVNTIKA GTNV AVTIOPAOT OTNV 0LVOGOTOINGT).

Agv &govv mpaypotomon0el ot kabiepopévor Ereyyot yio va diepevvndei  petahiagloyéveon, kabamg
01 £AeYYO1 ALTOV TOL EI00VE dEV ALPOPOVV TO GLYKEKPIUEVO HOPLO. AgV €yovv TpaypotomotnOel
LoKpOYpOViEG HeAéTe o€ (da Yia vo, OepelmBel To SuVOIKO KapKIvoyEveong Tov rituximab.

Agv &xovv Tpaylatomon0el e101KEG LEAETEG Y10 VO TPOGOIOPIOTOVV 01 EMOPACELS TOV rituximab ot
yovipuotnTa. X YeVikég LEAETEC TOEIKOTNTOG O€ TONKOVG TNG OIKOYEVELNG cynomolgus dgv Eyovv
napotnpnOei emProPeic emdpdoeic oTa avamapay®yIKa Opyava THNK®V 0pceviKod 1 OnAvkon
Yévoug,.
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6. OAPMAKEYTIKEX MIAHPO®OPIEX
6.1 Koataroyog ekdoyomv

Kupwé véatpro (E331)

IToAvcopPikd 80 (E433)

XAop1ovyo vaTplo

Yépo&eido vatpiov (yuo pubuion tov pH) (E524)
Y dpoyropikd 0&0 (Yo pBuion tov pH) (E507)
"Yowp yia gvéoiua

6.2 Aocvpparotnreg

Agv mapompnOnkay acvpfototneg avapeso 6to Riximyo kot Tovg 6akovg omd YAmplovyo
TOALPIVOAL0 1 TOAVAIBLAEVIO 1] TOL CLGTIHOTO EYYVOTS.

To QUPUAKEVTIKO TPOTOV dEV TPEMEL VA, AVOULYVIETOL LUE GALO QUPLOKEVTIKA TPOTOVTA EKTOC OO AVTA
OV AVAPEPOVTAL GTNV TaPaypapo 6.6.

6.3 Awdpkero ong

Mn avorypévo @loAidlo
3 xpovia atovg 2 °C — 8 °C.

To Riximyo pmopei va puAdocetal og Oeppokpacies £mg 30 °C katd HéYoTo, Yo pio HOvVo Xpoviky
nepiodo Emg 7 nuépes, ympic Opmg va vepPaivetar  apyikn nuepounvia AMéng. H véa nuepounvia
AMENG Tpémel va avaypoeel Tévo oto Kouti. Metd v amopdkpuvon amd to yoyeio, To Riximyo dev
TPEMEL VO EMOTPOQEL Yio OAOEN 6TO Yoyeio.

Apa1opévo QapUOKEVTIKO TPOTOV
. Metd and donnn apaimon 6e SIIALLO YAMPLOVYOV VaTPiov:
H ynuwn kot ueikn otabepdtnta tov Riximyo apaiopévov o S1dAvpa YA0PL00Y0L VATPIOL TPOG
&yyvom 9 mg/ml (0,9%) éxet kataderyOel yio:
. 30 nuépeg otovg 2 °C - 8 °C kot akohovwg Yo 24 mpeg og Beppokpacio dopaTiov
(225 °0)
l
. 7 nuépeg o Beppoxpacia < 30 °C, mpootatevpévo and 10 G,

. Metd and donmtn apaioon o€ dtAvpa yYAukoing:

H ynuun kot ootk otabepdtnta tov Riximyo apaiopévov oe dtdAvpo yYAvkolng 5% &xet
rataderyel yia 24 dpeg otovg 2 °C - 8 °C kot axoroVbwg yo 12 dpeg og Beppokpaocio dwpatiov
(25 °C).

A6 pikpofroroyikn Amoy, T0 ToPacKELAGHEY TPOG EyYVOT SLAAV A TPETEL VAL YPT|CLLOTOLEITOL
apéoms. Edv dev ypnoyomomBei apéowms, ot ypdvotl @OAaENG Katd TN yp1on Kot o1 GuvONKeG PUAAENS
TPV TN (PNOT ALoTEAOVV €VOHVI TOL ¥PNOTN KO KOVOVIKG OgV TPETEL vaL vITepPaivouy Tig 24 dPeg
o1ovg 2 °C - 8 °C, extdc €dv 1 apaion £yve KAT® amd eAeYYOUEVES KO TIGTOTOUNIEVEG GLONTTEG
cuvOnKes.

6.4 Iowitepeg Tpo@uAatels kKatd T POAAEN TOV TPOiIdVTOG

dvrdocoete o€ yoyeio (2 °C — 8 °C).
Mnyv katoyvyete. DvAdcoete T0 QLOAISI0 6TO EEDTEPLKO KOVTE Y10l VO TPOGTATEVETAL OO TO PWC.

I"oa 115 cvvONKeg SraTpPNONG TOL PN AVOLYHEVOL PLHASIoV £KTOG Yuyeiov, PA. Tapdypapo 6.3.
IMa 11g cvVONKe SLoTPNONG LETA TNV APAIOCT) TOV PAPUAKELTIKOD TPOIOVTOG, PA. Tapdypapo 6.3.
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6.5 ®@Vo1 KOl GLOTUTIKA TOV TEPLEKTI

Droidwo v 10 ml: drekidio amd dapavig yoarl Tomov I, pe ndpa omd eractikd Bovtdito, Tov
nepleyovv 100 mg rituximab og 10 ml. Xvokevaocieg 2 i 3 prodimv.

Ddroido v 50 ml: drekidio amd Sapavic yoarl Tomov I, pe ndua omd eractikd Bovtdito, Tov
nepiEyovv 500 mg rituximab cg 50 ml. Zvokevaoieg 1 1 2 proAdiov.

Evoéyeton va unv kokAo@opovv OAEC 01 GLUGKELOGIEC.
6.6 Iowitepeg mpouLAAEelS amoppIYNS KoL GAAOS YEPIOIOG

To Riximyo dwutifetan o€ ateipa, Eredbepa GUVINPNTIKOV KoL TUOPETOYOVOV, PLoAidLo piag xpRomg.
Xp1OYLOTOOTE OTOGTEPMUEVT PELOVA Kol GUPTYYX Y10, VO TPOETOACETE TO Riximyo.

Avoppoenote VIO AGNTITEG GLVONKEC TNV omapaitnTn TocdTTa Riximyo kat apoaidote péypt v
VTOAOYIGUEVT] GUYKEVIPWOT TV 1 €w¢ 4 mg/ml rituximab péoa 6€ GAKo £YYVOTG TOL TEPLEYEL GTEIPO,
greBepo TuPETOYOVMV VOUTIKG ddAvpa YAmplovyov vatpiov 9 mg/ml (0,9 %) evéoipo didhvpa 1
Stivpa D-yAvkolng 5 % oe vepd. T'a va avapiéete to dtivpa, avamodoyvpiote amald T0 GAKO OCTE
Vo amo@UYETE TN Onpovpyia aepov. [pérnel va Anebei Ttpodvola dote va dtacpaiiletot ) otelpodTTA
TV Tapackevachiviav Stoivpdtov. Kabmg to oppakentikd mpoidv dev TepEyel KavEVa
AVTIUKPOPLoKS GuVINPNTIKO 1 PAKTNPLOCTATIKOVG TOPAYOVTES, TPEMEL VO, EQapLOlovTal donmteg
ouvinkeg. Ta TOPEVTEPIKDS YOPNYOVUEVO QUPLOKEVTIKA TPOTOVTO TPETEL, TPV OO TN XOPNYNOT, Va.
e€etalovtal omTIKMG Yo TNV VAPEN COUATISIMV Kot TNV dALOI0CT) TOV XPOUOTOG.

Ka0e aypnoiponointo @appokevtikd tpoidv 1| VWOAELLO TPETEL VO ATOPPITTETOL COUPOVA LE TIG
KOTO TOTOVS 16YVOVGEG OYETIKEG OLUTAEELS.

7. KATOXOX THX AAEIAYX KYKAO®OPIAX

Sandoz GmbH
Biochemiestr. 10
6250 Kundl
Avotpia

8. APIOMOZXZ(OI) AAEIAY KYKAO®POPIAX

Riximyo 100 mg mukvd StdAvuo. Yo TOP0oKELT OLADUATOC TPOCS £YYVoN
EU/1/17/1184/001
EU/1/17/1184/002

Riximyo 500 mg mukvd SitdAvuo. Yo TOP0oKELT SLeADUATOC TPOG £YYVoN
EU/1/17/1184/003
EU/1/17/1184/004

9. HMEPOMHNIA INPQTHX EFKPIZHX / ANANEQXHX THX AAEIAX

Huepounvia tpodng £ykpiong: 15 Iovviov 2017
Hpepounvia tekevtaiog avavémong: 16 PePpovapiov 2022
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10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentopepeic TANpoPopiec Yo T0 TaPOV PAPLAKELTIKO TPOidV eivar S1aBECIIEG 6TOV SIKTLOKS TOTO
tov Evponaikod Opyaviopov Gopudkwv: https:/ www.ema.europa.eu.
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IHAPAPTHMA II
MAPAXKEYAXTHX(EX) THX (TQN) BIOAOI'TKQX APAXTIKHXZ(QN)
OYXIAXZ(QN) KAI TAPAXKEYAXTHX(EY) YHIEYOYNOX(OI) I'TA THN
ATIOAEXMEYXH TON IMMAPTIAON
OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAOGEXH KAI TH XPHXH
AAAOI OPOI KAI AITAITHXEIX THX AAETAYX KYKAO®OPIAX

OPOI'H TEPIOPIEMOI XXETIKA ME THN AX®AAH KAI
ATNIOTEAEEMATIKH XPHXH TOY ®PAPMAKEYTIKOY ITPOIONTOX
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A. TMAPATKEYAXTHZ(EX) THE (TQN) BIOAOTIKQY APAXTIKHZ(QN) OYZIAZ(QN)
KAI IAPATKEYALTHZ(EX) YHIEYOYNOZX(OI) I'TA THN ATIOAEEMEYXH TON
MAPTIAQN

Ovopo kot dtevbvvon tov(tav) Tapackevast(@V) TNS(Tv) BloAOYIKOC dpacTIKNG(BV) ovsiac(®Vv)

Novartis Pharmaceutical Manufacturing GmbH
Biochemiestr. 10

6336 Langkampfen

AYZTPIA

Boehringer Ingelheim Pharma GmbH & Co. KG
Birkendorfer Strasse 65

88397 Biberach an der Riss

T'EPMANIA

Ovopa kar d1ievfuvon tov(tmv) TopoackevoastH(®V) ToL givar vrevhuvoc(ol) yio TNV aTodEGUELST) TOV
TAPTIdWV

Sandoz GmbH Schaftenau
Biochemiestr. 10

6336 Langkampfen
AYXTPIA

Lek Pharmaceuticals d.d. Ljubljana

Verovskova 57

1526 Ljubljana

>loBevia

210 £VTUTTO GUAAO 00N YLDV YPNONG TOL PAPLOKEVTIKOD TPOTOVTOG TPEMEL VAL OVOYPAPETOL TO GVOLLOL
Kot 1 d1evBVVeN TOL TAPACKELOGTN TOL Elvar VITEHOVVOG Y10 TNV ATOSEGUEVGT TNG CYETIKNG TAPTIOAC.
B. OPOI'H HEPIOPIZEMOI ZXETIKA ME TH AIAGEXH KAI TH XPHXH
DoppokevTIKd TPOoidVy Yol TO OTOl0 omatTeiTan TEPLOPICUEVT 1aTPIKT cvuvtayr| (BA. mapdptnua I:
ITepiinyn tov Xapoktnpiotikov tov IIpoidvroc, mapdypapog 4.2).

I AAAOI OPOI KAI AITAITHZEIX THX AAEIAY KYKAO®OPIAX

. Ex0¢ce1g meproowkiig mapakorovdneng g aoc@dareias (PSURS)

Ot anaitioelg yio v vrofoAr towv PSURSs yia to ev Adym gapuokeutikd tpoidv opiloviar otov
KaTdAoYOo pe TIg nuepounvieg avapopds e Evoong (katdhoyoc EURD) mov mopatifetal otnv

mapdypoeo 7, tov apBpov 107y, tng odnyiag 2001/83/EK kot kdOe eraxkoiovdng emkaipomroinong
OGS OMUOGIEVETAL GTNV EVPOTATKY] SIKTVOKT TUAT Y10l TO POPHLOKAL.

A.  OPOI'H EPIOPIZMOI XXETIKA ME THN AX®AAH KAT AHOTEAEXMATIKH
XPHXH TOY ®PAPMAKEYTIKOY ITPOIONTOX

. 2yéor0 owayeiprong Kivovvov (XAK)

O Kdroyog Adetag Kvkiopopiag (KAK) Ba dieEaydyet Tig amoitodpeveg SpaoctnplotnTes Kot

TOPEUPACELS PUPUAKOETAYPOTVIONG OTMG TapoLs1alovTol 610 cupewvnév XAK mov mapovotdleton
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omv evotnta 1.8.2 ¢ ddelag KukAoQopiog Kot 0TolEGONTOTE EMAKOAOVOES EYKEKPIUEVEG
avabempnoelg tov TAK.

‘Eva emucaportompévo XAK Oa wpémel va katotedei:

. Metd and aitnuo tov Evponaikod Opyavicpotd @appakov,

o OnotedNmoTE TPOTOTOLEITAL TO GVGTNUA OL0YEIPIONE KIVOHVOD, EOIKE MG ATOTELEGLLO ANYNG
VE®V TANPOPOPIDOV TOV PITOPOVV VO EMPEPOLY GUOVTIKT AAAAYT OTN] GYECT 0PEAOVG-KIVODVOL
N ®©¢ ATOTELEGLOL TNG EMITEVENG EVOG OTLLOVTIKOD OPOGTLOV (QPOPUOKOETOYPOTVIION 1
glo1oTomoiNGN KIvovvow).

. EmnpocOeta pétpa ehayrotomoinong Kivovvou

Ta Tic evdeielg tov un-Hodgkin Aspupadpatoc (NHL) kot tng Xpoviac AEUQOKLTTOPIKNC ASVYOLUIOC

(XAA):

O)ot o1 wtpoi, o1 omoiot avapéveral va cuvtayoypaenoovy o Riximyo yio NHL/XAA €yovv AdPet
T, AKOAOLOO MOTE VO, LELDMCOVY TOV KIVOLVO COOAUAT®Y TOL 0POPOVY TNV 080 YOPTYNONG:

- [IAnpogopie Tov TPoidVTOC
- Kdapta tpoeidonoinong mopdyov VYEIOVOLIKNAG TEPIOAAYG GYETIKG, LIE T GOOTN ¥PNOT| TOV
Riximyo

H Kdpta npogidomoinong mapoyov vyelovouKng tepifaiyng GYETIKA LE T GMGTH YP1oN TOL

Riximyo mepiéyet Ta axdlovba KOpLo oToryeio:

- Tn cvppovin 61t to Riximyo wpoopiletor LovVo Yoo evOOPAEPLL XPTOT KOl GUGTAGELS Y10 TOV
TPOTO e Tov omoio Ba e&acpaiiatel ovT 1 000¢ YOPNYNONC

[o un oykoroywkég evdeiels:

‘O)ot o1 1Tpoi, 01 0TOi0L AVAUEVETAL VO GLUVTAYOYPOENIGOVY TO Riximyo yia un oykoloywkég evoei&elg
&yovv Aapet ta akdiovba:

. I[TAnpogopieg Tov mpoidvtog

Mo Képta tpogidomoinong acBevovg Ba mepthappdvetor 6To Kouti.

H Kapta [Ipocidonoinong Acbevoig yio 1o Riximyo mepiéyet ta akdAovba Pacikd otoryeio:

° Tnv avaykotdTnTo Vo EPOVY TNV KAPTA avA TAGH GTIYUR KOl Vo, SElYVOVV TNV KAPTA G€ OAOLG
TOVG EMOYYEALOTIES TNG VYELOG

. [Ipogidomoinon yia tov kivovvo Tov Aowdéemv kot e PML, cuprepihappavouévev tov
GUUTTOUATOV

. Tnv avaykodmro TV acevdy vo ETIKOVMVIGOUV LE TOV ETaryYEALATIO VYELOG TOVG, EQV

TOPOVGIAGOVY CUUTTOUOTO

H Kaprta [Ipoeidonoinong AcBevovg Oa copupmvnOel pe tig appodieg eBvicég apyég tpv and
dtovoun tov exkmardevtikov vAkov. H Kdpta Ipogidonoinong AcBevoic anotehel pépog tmv
TANPOPOPLDY TOL TPOTOVTOG TNV EEMTEPIKT GLCKEVAGIN, ETOUEVMG TO TEPLEXOUEVO TNG B eyKp1Bel
KevTpikd yuo Oheg Tig YAdooeg e EE/EOX, yopic va ypetdletorl mepartépm €ykpion and tig EOvucég
Apyéc.
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IHAPAPTHMA 111

EINNIXHMANXZH KAI ®YAAO OAHTION XPHXHX
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A. ENIXHMANXH
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ENAEIZEIX ITIOY ITPEIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Riximyo 100 mg moivo S1dAvpa Yo TopacKeLT] SI0ADUATOG TTPOG £YXLOT
rituximab

2. TYNOEZIH IE APAXTIKH(EX) OYZIA(EY)

1 ploAidio mepiéyet 10 mg/ml rituximab.

3. KATAAOT'OX EKAOXQN

Kupod vértpro, morvcsopPio 80 (E 433), yAmprovyo vatpio, bdpoeidio vatpiov, vopoyAmpikd oo,
Vowp o evésyuo. BA. To @OAAO 00N y1ODV ¥PNONG Y10 TEPICCOTEPES TANPOPOPIES.

4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

[Tokvo d1dAvUe Yio TOPAGKELT OHADILOTOG TTPOG EYYLON
100 mg / 10 ml

2 proAidio twv 10 ml
3 ploAiole tov 10 ml

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

IMo evooeAéPro xpnom HETA amd apaimaon.
AwPaote T0 POALO 0INYIOV XPNONG TPV OO TN XPOT).

6. EIAIKH ITPOEIAOIIOTHEH XYM®QONA ME THN OITIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIATA

Na euAdooetatl o Béon, TV omoia dev PAETOLY Kal dev Tpoceyyilovv Ta ToNdd.

| 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOITIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

| 8. HMEPOMHNIA AHEHX

EXP
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9. EIAIKEX XYNOHKEX ®YAAEHX

dvAdooete og yoyeio. Mnyv katayOyeTe.

Dvidooete T0 PLAd0 6T0 eEMTEPIKO KOVTI Y10 VAL TPOGTOTEVETOL OO TO PG,

Mmnopel va puidooetol o Oeppokpacio £og 30 °C yia pio povo ypovikn tepiodo £wg 7 NUEPES, AL
yopic va vrepPfaivetal n apykn nuepopunvia Aénc.

10. TAIAITEPEX ITIPO®YAAEEIX I'TA THN AITIOPPIYH TON MH
XPHZIMOIIOTHOENTON ®APMAKEYTIKQON ITPOIONTON ‘H TON
YIHOAEIMMATON IIOY ITPOEPXONTAI ATIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Sandoz GmbH
Biochemiestr. 10
6250 Kundl
Avotpia

12. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/17/1184/001
EU/1/17/1184/002

13. APIOMOX ITAPTIAAX

Lot

| 14. TENIKH KATATAZEH I'TA TH AIAGEXH

| 15. OAHTIEX XPHIHE

| 16. IAHPO®OPIEX XE BRAILLE

H oitioAdynon yio va punv mtepiinedei n ypoaen Braille givatl amodekt.

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AISAIAXTATOX TPAMMQTOX
KQAIKAY (2D)

A16d106T0TOG YPOUU®TOS KddKag (2D) Tov pépel Tov TEPIANPOEVTO LOVASTKO OVOYVOPIOTIKO KMOIKO.

18. MONAAIKOZX ANATNQPIETIKOX KOQAIKOX - AEAOMENA ANAI'NQXIMA AITIO
TON ANOPQITIO

PC
SN
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EAAXIXTEX ENAEIZEIX I10Y ITPEIIEI NA ANAT'PA®ONTAI XTIX MIKPEX
YTOIXEIQAEIX XYXKEYAXIEX

ETIKETA ®IAAIAIOY

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOZX KAI OAOX(OI) XOPHITHIHZ

Riximyo 100 mg oteipo mukvo didivpa
rituximab
IMo evooeAéPra xpnom HeTd amd apaimon

| 2. TPOIIOX XOPHI'HXHX

| 3.  HMEPOMHNIA AHEHZ

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. NNEPIEXOMENO KATA BAPOX, KAT' OI'KO'H KATA MONAAA

100 mg / 10 ml

6. AAAA XTOIXEIA

[MAnpogopieg mov Ba avaypdpoviol 6To APUIPOVIEVO CVTOKOAANTO

Riximyo 100 mg
rituximab

EXP

Lot
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ENAEIZEIX ITIOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EEZQTEPIKO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Riximyo 500 mg moivo S1dAvpa Yo TopacKeLT] SI0ADUATOG TTPOG £YXLOT
rituximab

2. TYNOEZIH IE APAXTIKH(EX) OYZIA(EY)

1 ploAidio mepiéyet 10 mg/ml rituximab.

3. KATAAOI'OX EKAOXQN

Kupod vértpro, morvcsopPio 80 (E 433), yAmprovyo vatpio, bdpoeidio vatpiov, vopoyAmpikd oo,
Vowp o evésyuo. BA. To @OAAO 00N y1ODV ¥PNONG Y10 TEPICCOTEPES TANPOPOPIES.

4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

[Tokvo d1dAvUe Yio TOPAGKELT OHADILOTOG TTPOG EYYLON
500 mg /50 ml

1 proridio tov 50 ml
2 puoAidte Twv S0 ml

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

IMo evooeAéPro xpnom HETA amd apaimaon.
AwPaote T0 POALO 0INYIOV XPNONG TPV OO TN XPOT).

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIATA

Na euAdooetatl o Béon, TV omoia dev PAETOLY Kal dev Tpoceyyilovv Ta ToNdd.

| 7. AAAH(EY) EIAIKH(EYX) ITPOEIAOITIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

| 8. HMEPOMHNIA AHEHX

EXP
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9. EIAIKEX XYNOHKEX ®YAAEHX

dvAdooete og yoyeio. Mnyv katayOyeTe.

Dvidooete T0 PLAd0 6T0 eEMTEPIKO KOVTI Y10 VAL TPOGTOTEVETOL OO TO PG,

Mmnopel va puidooetol o Oeppokpacio £og 30 °C yia pio povo ypovikn tepiodo £wg 7 NUEPES, AL
yopic va vrepPfaivetal n apykn nuepopunvia Aénc.

10. TAIAITEPEX IPO®YAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOTHOENTON ®APMAKEYTIKON ITPOIONTQN 'H TOQN
YIHHOAEIMMATQN ITOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Sandoz GmbH
Biochemiestr. 10
6250 Kundl
Avotpia

12. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/17/1184/003
EU/1/17/1184/004

13. APIOMOX ITAPTIAAX

Lot

| 14. TENIKH KATATAZEH I'TA TH AIAGEXH

| 15. OAHTIEX XPHIHE

| 16. IAHPO®OPIEX XE BRAILLE

H oitioAdynon yio va punv mtepiinedei n ypoaen Braille givatl amodekt.

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIALTATOX TPAMMQTOX
KQAIKAX (2D)

A16d106T0TOG YPOUU®TOS KddKag (2D) Tov pépel Tov TEPIANPOEVTO LOVASTKO OVOYVOPIOTIKO KMOIKO.

18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC
SN
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EAAXIXTEX ENAEIZEIX I10Y ITPEIIEI NA ANAT'PA®ONTAI XTIX MIKPEX
YTOIXEIQAEIX XYXKEYAXIEX

ETIKETA ®IAAIAIOY

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOZX KAI OAOX(OI) XOPHITHIHZ

Riximyo 500 mg oteipo mukvo didivpa
rituximab
IMo evooeAéPra xpnom HeTd amd apaimon

| 2. TPOIIOX XOPHI'HXHX

| 3.  HMEPOMHNIA AHEHZ

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. NNEPIEXOMENO KATA BAPOX, KAT' OI'KO'H KATA MONAAA

500 mg /50 ml

6. AAAA XTOIXEIA

[MAnpogopieg mov Ba avaypdpoviol 6To APUIPOVIEVO CVTOKOAANTO

Riximyo 500 mg
rituximab

EXP

Lot
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KAPTA INPOEIAOINIOIHXHXE AXOENOYX I'TA MH OI'KOAOTI'IKEX ENAEIZEIX

Kapta tposidoroinong acfsvovg yio to
Riximyo yio a.60gveic ne un oyKoroywkee
ao0évereg

INoti pov &gl 600l  cuykekpuévn KapTa;

To cvykexpiévo EApRaKo UTOPEL v GOG
KOVEL TEPLGGOTEPO EVAAWMTO GTIG AOIUDEELC.
AVt 1 KAPTO GOG EVIUEPDVEL Y10 TOL EENG:

o Timpénet va yvopilete Tpv TAPETE TO
Riximyo

o [low eivar ta onpueio g Aoipnwéng

o Ti0a mpémetl va Kdvete €0V TIOTEVLETE OTL
umopei va €xete Tpocfinbei amod
Aolpwén.

[eprhappavel, emiong, To oOVOUATETOVOUO
00G KOl TO OVOLATENMVULO KOl TO
TNAEPOVO TOV Y1OTPOV GOG GTO
omcs06QLALO.

T 00 mpémer va KAV pe avTy TNV KAPTA;

e Nuo &yete ovveydg pall ocag ot TV
KAPTO — Y10l TOPASELYUO GTO TOPTOPOAL
N TV T60VTo GOg

o Acgi&te vt TV KdpTa 68 OAOVG TOVG
YLTPOVG, VOGAELTEG T 000VTLATPOVG
7ov Oa emokepTeite — OYL LOVO OTOV
€101K0 10.TPO TOL GOG CLVIAYOYPAPEL TO
Riximyo.

Kpamote avt v xépta yia 2 xpovia
UETA Ao TN YOPNYNOT TG TEAEVTOLNG
doong tov Riximyo. Avtd cvpPaiver yioti
pmopel va ueavicTodV avemiOUNTES
EVEPYELEG APKETOVG UNVEG LETE OO TN
yopnynon g Bepameiag.

Iéte dev Oa mpémer va Lafo To Riximyo;

Mnv népete 10 Riximyo edv éxete evepyn

Aoipwén 1 coPfopd TpdPAnua pe TO
OVOCOTOINTIKO GO GUGTILLOL

Evnuepoote to yrotpd 1 T0 VOGNAELTH GOg
€dv happdvete 1 £xete AMaPel mpocoaTa
QAPLLOKA, TO OTTOT0L EVOEYETAL VAL,
EMNPEAGOVY TO OLVOGOTONTIKO GOLG
GLOTNUO. Z€ aVTA TEPAapPdveTal M
ymueobepameio.

Tv dAho Oa tpémer va, Yvopilo;

Yrdvia, To Riximyo pnopei va mpokaiécel pio
coPapn eykepokn Aoluwén, n onoia
ovoudletor «Ipoiovoa [ToAveostiokn
AgvkogykeporomdOeion 1 [IITA. Mmopet va etvan
BavaTneopog.

e Xta onueia g [IA mepriapfdvovton ta
egng:

e XVyyvor, OT®AELD TNG LVAUNG M
TPOPANUATA GTN OKEYT

o AmmAeln 10oppomiag 1 dALOYT GTOV
Tpomo Padione 1 opuAiog

o  Melwwpévn duvaun 1 advvapio ot
pio TAeLpa TOV COUATOC GOG

e OoAn 6poom N ATMAELD TN OPUOTG.

Edv epopoavicete kdmolo and avtd, EVILEPDGTE
apécms To yrTpd 1 To VOGOKOU0 Goc. Oa mpémet
VO TOVG EVIUEPDGETE Y10, T Oepameial e T0
Riximyo.

A76 OO pPTOPM VU TAP® TEPLEGOTEPES
TANpPOQOpPiES;

B\éne 1o @OAAO 0dnyumv xprong tov Riximyo
TPV amd TN YOpPNYNOo.

Hpepopnvia évapéng g Oepameiog kot
AETTOPEPELES EMKOIVOVIOG

Huepounvia mo mpdopatng £yyvong:
Huepounvia Tpmng £yyvong:

Ovopotendvopo acbevoic:
Ovopatendvupo Y1 Tpov:
ITAnpopopieg yiatpov:

Awopoliote 611 Oa £xete poli cog Evav
KATOAOYO0 OAOV TOV QOPUAK®OV TOL TAIPVETE,
otav Ba deite Evav emaryyeAation Tov TP TNG
VYELOVOUIKTG TEPIBaiymc.

IMopaxoaieiote va cuintnoete pe 10 yioTpod 1 10
VOGOKOO GOG EQV £YETE EPOTNOEL CYETIKA LLE TIG
TANPOQOPIEG AVTAG TNG KAPTAG.
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Howx givon Ta onpeia g hoipwiéng;

Avalnmorte ta akoilovba mhava onpeio
Aotpméng:

ITupetdg 1 Pyog cvveymg
AndArea Papovg

II6vog ywpic avtoTpavpatiopod
I'evikd aicOnpa adwbeciog
vobpotntag.

Eav epgavicete kamoro ané avtd,
EVI|LEPAOGTE APNECMS TO YLOTPO 1] TO
VOGOKONO GOG.

Qo TpémEL ETIONG VO TOVS EVI|UEPDOCETE
v ™ Ogpamneio pe To Riximyo.
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B. ®YAAO OAHTTON XPHXHX
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®viro oonyrOv ypriong: IIAnpogopiss yio Tov a.c0evi)

Riximyo 100 mg Tukvo S1GAVNO. Y10 TOPAGKELT OLEADNOTOS TPOG £YVON
Riximyo 500 mg mukvo d1GAVN0. Y10 TOPUGKELT] OLOADNOTOS TTPOG £YVOT
rituximab (prrov&ydpnn)

AP aoTE TPOGEKTIKG OLOKAN PO TO QUAAO 0ONYLOV YP1ONGS TPLV UPYIGETE VU TAIPVETE AVTO TO
PapRAKO, OLOTL TEPLAAPUPAVEL GNUAVTIKES TANPOPOPIES VLU GAS.

. DurdEte avTd TO EUALO 0dNYIBY Ypions. Towg ypelaotel va to dwPdcete Eavda.
. Edv éyete mepartépom amopiec, poToTE TOV Y10TPO, TOV PAPUAKOTOLO 1) TOV VOGOKOLO GOG.
. Edv mapatnproete kdmota avemBOpunTn evépyela, EVILEPMDOTE TOV YALTPO, TOV PUPLOKOTOL) 1|

TOV VOGOKOUO GOG. AVTO 1oYVEL Kal yio KEOe mBavr| avemBountn evépyela TOv eV AVAPEPETOL
GTO TOPOV PUALO 0dNYIDV Ypiomg. BAéme mapdypapo 4.

T epLéyeL 1o Tapov UALO 00NYLOV

T eivon To Riximyo ko wota givar 1 xpion tov

T mpénet va yvopilete npv oag xopnynOel to Riximyo
[Mog va napete to Riximyo

[MBavég avemBounteg evépyeteg

[log va pvidooete to Riximyo

ITepiexdpeva ¢ cuoKevaciag Kot Aoutég TANpopopieg

AN e

1. T givan To Riximyo kot owa givon i yprion Tov

T givon To Riximyo

To Riximyo mepiéyetl ) dpacTiKn ovsio «prrovsipdumny. Hpoketton yio pio poper tpmteivng,
omoia ovoudletal «LOVOKAMVIKO avTicopoy. AECUEDETOL GTNV ETPAVELD EVOC TOTTOL AEVKOKVTTAPWV,
ta omoia ovopdlovtol «B-Aeppokvttapoy. Otov 1 prrov&ipudunn decpedeTol GTnNY ETPAVELD AVTOD
TOV KLTTAPOL, TPOKAAEL TO BAvVATO TOV.

Iowa givar n gpfion Tov Riximyo
To Riximyo ypnotponoteitar yio tn Oepaneion LEPIKMV SIAPOPETIKOV KATACTAGEWDY GE EVIAIKES KoL
modd. O yatpdg cag Ba cvuvtayoypagnoet To Riximyo yia ) Oepomneio twv:

a)  Mn-Hodgkin Aépoopa

[Ipdkertar yro pia acBévela Tov AepPkod 16ToL (TUALLOTOG TOV 0VOGOTOWTIKOY GLUGTNLATOG), 1| OTToid
TPocParAet Evav TOTO AEVKOKLTTAP®V, TO oTtoia ovoudlovtal B-Aepugpokivttapa.

Ytovg eviAikeg o Riximyo umopei va yopnynOei povo tov 1 poli pe GAlo eappoka, to omoio
ovopdlovrat «ynuetodepameion.

210VG eViAIKEG acbeveig, ol omoiot avtamokpibnkav ot Bepamneio, To Riximyo pmopei va
ypnowonroindei g Oepameio cuvtnpnong emi 2 ¥poOvia LETH amd TV OAOKANPWOOT] TNG OPYIKNG
Oepamneiog.

210 Toudd Ko Toug €pnPovg, To rituximab yopnyeital 6 cLVIVAGUO pEe «ynUeloBepamEio.

B) Xpovie Agpgokvtrapikn Asvyapio (XAA)

H XAA &tvor 1 mo ovyvn popon Aevyorpiog oe eviphikes. H XAA ennpedlet éva cuykekpipévo
AepPOKVTTAPO, TO B-K0TTOPO0, TO 0M010 TPOoEPYETOL OO TO LLELD TOV OGTMV KOl OVOTTOGGETOL GTOVG
Aeppadéves. Ot acBeveig pe XAA £xovv moALA Un QLGIOAOYIKA AEUPOKVTTOPA, TO OTTOT0
GUYKEVIPAOVOVTAL KUPLMG GTO HVEAD TOV 00TMV KO TO aipta. O TOALATAACIOGIOS OVTAOV TOV [
QLGLOAOYIKOV B-Agppokuttdpwv givol n attia Tov cvountopdtov wov xete. To Riximyo og
oLVOLOCUO LE ynuelofepameio, KOTOOTPEPEL QLTA T KOTTOPO, TO, OTTOI0, GTASIOK(, ATOLOKPVUVOVTOL
oo T0 MU e PLOAOYIKES SL0dIKAGTES.
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v) Peopartocioncg apbpitioa

To Riximyo ypnoytomoteitan yo tn Oepameio tng pevpatogdovg apbpitidag. H pevpatoetdng
apBpitida givar pia vocog tov apbpmcemv. Ta B Aeppokdttapa UmAEKOVTOL 6TV oLTio. KATOL®mY oo
To GUUTTOWOTE TOV €YeTe. To Riximyo ypnoionoteitar yio tn Oepameio Tng pELUATOEOOVS
apBpitdag og avBpmmovg Tov £yovv oM dOKUACEL AAAN PAPLOKD, OAAG EITE TAL GAAL PAPLOKO, EYOVY
NON OTAUATAOEL VO EIVOL ATOTEAEGLATIKA, 1) OEV EIVOL OPKETA UTOTEAEGILATIKA 1 £XOVV TPOKAAESEL
avemBounteg evépyetec. To Riximyo cuvifwg Aaupdavetor pali pe éva dAho eapproko mov ovoudleTot
pebotpe&arn.

To Riximyo &yet dei&et 6Tt emiPpadvvet ) PAEPN TV apbpdcemy Tov TpokaAoHvTal amd T
PELLOTOELN 0pOPiTIda Kot PEATIOVEL TNV IKOVOTNTA GOG VO EKTEAEITE PLOLOAOYIKE, TIC KOAONUEPIVES
o0g dpacTnPLOTNTES.

Ot xoAvTEpEC avtoamokpioelg Tov Riximyo mapatnpnOnkav oe gkeivoug mov £yovv Betikn e&étoom
aipatog oto pevpatogdn mapdyovra (RF) kavn ta avricopato Evavit Tov KUKAMKOV
KirpovAwviopévov mentidiov (anti-CCP). Kot ot 600 eEetdoeig elvar cuvnbmg Betikég ot pevpatogdn
apBpitda kot fonbodv oy emPePainon g didyvmonc.

0) Kokxiopdroon pe mrorlvayyeiitioa (GPA) | pikpookomikiy molvayysiitioa (MPA)

To Riximyo ypnoonoteiton yia ) Oepaneio evniikmv kol todidv nlkiog 2 etdv kot avo pe GPA
(modootepa ovopaldtav kokkimpdatoon Wegener) 1 MPA, kot Aappdvetot o€ Guvovooud pe
KOPTIKOGTEPOELDN.

H GPA «oirn MPA givat 500 pop@EC AEYLOVIS TV OLOQOPOV aYYEimV Tov TPosPiAiovy Kupimg
TOVG TTVEDLLOVES KOl TOVG VEPPOVS, OAAG Umopel va TpooPaiiovy kot GAla opyova. To B
AELPOKVTTAPO, EPUTAEKOVTOL OTIV TPOKATON ALTOV TOV TOONGEWDV.

£) Kown aéporya (PV)

To Riximyo ypnoyomoteitar yio tn Oepaneio acbevav pe pétpla Emg cofapn Ko TEUPLYQ.
H PV glvan o avtodvoon katdotacn mov mpokarel Emm@IVVES QAVKTUVEG GTO OEPUA KOL GTNV
EMPAVELD TOV CTOUATOC, TNG LOTNG, TOL ACLLOD KOL TOV YEVVNTIKOV OPYAVOV.

2. Ty péner va yvopilete mpv oog xopnyn0ei ro Riximyo

Agv pémer va oag xopnyndei to Riximyo

o o€ MEPIMTOOTN aALEPYiOG 0T PLTOVEUAUTY, OE GALEC TPMTEIVES, TAPOUOLES LE TN PLTOLEUAUTY,
N o€ 0mo10dNTOTE GALO OO TO GLOTATIKA ALTOV TOV PAPUAKOV (CVOPEPOVTUL TNV
Tapaypapo 6).

. edv &yete coPapn evepyn AoipnmEn avt TN oTIyun.

. €dv &yete 0OVVALO OVOCOTOINTIKO GUGTN LA,

. edv éyete coPapn KapdloKY avendpkela | cofapr un ereyyouevn KapdlomdOeia kot Exete

PELLOTOELDN 0pOPITION, KOKKIOUATMON UE TOAVOYYEUTION, PLIKPOGKOTIKT TOAVAYYEUTION 1|
KOWVT| TEUPLYQL.

Mnyv mépete 0 Riximyo, edv 16y0€1 KAmo10 amd To TUPATAVED Yo, TNV Tepintwon cag. Edv dev elote
olyovpog/n, WANGTE e TOV POPLOKOTOLO 1 TOV VOGOKOWO Gag TPy Tdpete to Riximyo.

IIpog1domou| ol KoL TPOPVAGEELS
AmevBuvbeite 6TOV Y10TPO, TOV POPLOKOTOLO 1] TOV VOGOKOWO Gag TPy dpete To Riximyo gdv:

. glyate N pmopel va €xete Tdpa Aoipmén amd nratitida. Avtd cvpPaivel yioti o€ opiopéveg
MEPMTAOCELS, TO Riximyo Bo pmopovoe va Tpokalécel TV emovevepyomoinomn e nratitidog B,
N omoio umopei va givar Bavatnedpog oe ToAd omavieg Teputtdcels. Ot acheveic, pe 10Topkod
Aoipwéng amd nratitida B O eAéyyovtol TpoceKTIKd amd TOV YTpO TOVS Y10, ONUELD TNG
GUYKEKPIUEVNC AOTHMENG.

. glyate moté Kapdlokd TpoPfAnuata (SnA. otndayyn, aicO e TOALOV 1] KOPSIOKT| OVETAPKELR) 1)
OVOTTVELGTIKG TPOPAN LT
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Edv onotodnmote amd ta Topandve 1oyveL yio Ty Tepintwon cag (1 edv oev giote BERatog/mn),
EVIUEPDGTE TOV YLOTPI, TOV QOPLAKOTOLO 1 TOV VOGOKOLO GOg TPty apete To Riximyo. O ylotpog
cag Toavov va 1o AdPel cofapd vTdYN Tov KOTA TN didpkeln TG Oegpaneiog pe Riximyo.

Evnuepmote eniong tov yotpd cog dv vopilete 6t umopet va ypelooteite eLPoALo 6To KOVIIVO
uéALOV, cupmeptlopufavopévav Tov euPoriav mov ypetdlovtat yio v TaEOEWeTe 6€ AALEG YDPEC.
Mepkd epuffolia dev mpémet va divovtol Tavtdypova pe To Riximyo 1 katd Toug Pveg LETA T ANy
tov Riximyo. O ywatpds cog Ba eréyEel av Tpémetl va kavete kamowo epPoia Tpv AdPete 10
Riximyo.

Edv &xete peopatoeidn apOpitida, kokkKiopdrtomon pe mrolvayyelitida (GPA), pikpookomiki

molvayyelitioa (MPA) 1 kow wépgrya (PV) evnuep®dote emiong 1o Y10Tpo cog

. €dv vopilete 6T umopet va Exete pio Aoipmén, akdun Kot pio N 0Tme T0 Koo KPUOAGYN L.
Ta kOtTopo To owoio exnpedlovrotl and To Riximyo Ponbodv va katamoieundei n Aoipmén Kot
Oo Tpémel va Tepluévete péxpt va mepdoet 1 Aoipmén Tpv cag dobsi Riximyo. Eniong
EVILEPDOTE TO YTPO Gag AV elyote TOAES AOUDEELS 6TO TapeBOV 1 voPEpeTE amd
cofapéc AotudEers.

Howod xan £pnpor

Mn-Hodgkin’s Aéupwuo.

To Rituximab propei va ypnoiporomndet yio tn Oepaneio Tardidv kot eprfav, nAkiog 6 unvav Kot
avo, pe Mn-Hodgkin Aépowpa, ocvykekpipuéva CD20 Beticd dibyvto Aéppopa omd peydio B-kbtrapa
(DLBCL), Aépoopo Burkitt (BL)/Asvyapio Burkitt (o&eio Aevyoupio and opyio B-kdttapa) 1
Aépoeopa tomov Burkitt (BLL).

Koxxiwudtwon ue wrotvayyeiitida (GPA) y pukpookomixy woivayyetitida (MPA)

To Rituximab propei va, ypnoiporom0el yio t Oepameio maididv kot ephfov, nAkiog 2 eT0v Kot
v, pe GPA (mpomv kokkiopdtoon Wegener) 1 MPA.

Agv vtapyovv TOALEG TANPOPOPIES GYETIKA LLE TN YPT|ON TOVL rituximab og Taudid Kot eproug pe
GAAeG acBéveteg.

Enwowvovnorte e Tov y1atpd, ToV GopUOKOTOLd 1) TOV VOGOKOUO GG TPV Gag yopnynoet to
GUYKEKPLUEVO PAPLLOKO, EAV £0EIC 1] TO TALdl Gog gival KbT® TV 18 eTMV.

Allo @appoxa ko Riximyo

Evnuepmote tov y1atpd, T0V QOPLAKOTOLO 1) TOV VOGOKOLO GOG AV TAlpVETE, EXETE TPOGPATO TAPEL N
umopet va mdpete Ao edppoka. Xe avtd TepAapavovtol Ta eappoaKa wov Aapdvoviol yopic
OTPIKT GLVTOYT KO TO, QUTIKG Qappoka. Avtd Bo tpémel va To kdvete yoti To Riximyo umopei va
eMNpedoetl Tov TpOTO dpdong optopévav eapudkmy. Eriong, opiopéve dAla pappoka propei va
emmpedoovy Tov Tpdmo dpdong tov Riximyo.

ZVYKEKPIUEVA, EVILEPMDGTE TOV Y1ATPO GOC:

o €av Aappdvete pappaka yuo TNV VYNAN aptnplokn tieon. Mropet va cag {ntnOei va punv
mhpete avTA TO. AALA Phppoka 12 dpec mpv amd T yoprynon tov Riximyo. Avtd cupfaivet
YTl opropéva dropa Tapovcldlovy Peimon e apTnPIOKNG TOVG TIECT|G KOTA TN SIGPKELDL TNG
Mg Riximyo.

. e glyate mhpel mToté PappoKa, To onoio EnNPEELOVV TO OVOGOTONTIKO GOG GVGTNHA -OTTMG
glvar n ynueobepameia 1 T0 OVOCOKATAGTOATIKA PAPLLOKAL.

Edv omotodfmote amd to mopandve 1oyvel 6Ny Tepintoon cog (1] €6y dev iote PEParog/m),
EVIUEPADOTE TOV Y1OTPO, TOV PUPLLOKOTOLO 1) TOV VOGOKOUO Gag Tptv mhpete To Riximyo.

Kinon ka1 0niaopdg

[pémer va evnuep®oeTe TOV Y10TPO 1) TOV VOGOKOUO GOG GV €0TE £YKVOG, £0v vouilete OTL pmopel va
glote £yKkvog N edv oyedidlete va peivete £ykvog. Avto Oa mpénet va yivel yuori to Riximyo pmopet va
SOmEPAGEL TOV TAAKOVVTO, KOl EVOEYETOL VO, ETNPEACEL TO LOPO COLC.
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Edv pmopeite va peivete £ykvog, £6€ig KoL 0 GOVTPOPOG GO TPEMEL VO, XPT|CLLOTOIEITE OMOTEAEGUATIKY
péEB0d0 avTIcOAANYNG Katd TN didpKela g xpnong tov Riximyo. [Ipénet emiong va 10 Kdvete avtod
Ko yio 12 piveg petd amd v televtaia cag Bepaneia pe Riximyo. To Riximyo nepvaet 6to untpikd
Yaha o€ TOAD pikpég mocotntes. Kabmg ot pakpompdbeoieg emdpacelg oto OnAdalovto Ppéen dev
€lval YVOOTES, Y10 TPOANTTIKOVG AGYOLS, 0 ONAacog o€ cuvicTdTol KoTd T didpKeto TG Bepaneiog
pe Riximyo kot yio 6 uiveg petd t epamneia.

Oonynon ko yEPGROS pNyovnRdTOV

Agv gival yvooto €dv To rituximab emidpd otV avOTTe 001YNoNG 1 XEPIGUOL EPYULEIDV 1|
UNYovnUaToy.

To Riximyo wepiéyel vatpro

To eappako avtd epiEyel 52,6 mg vorpiov (KHPLO CLOTATIKO HOYELPIKOV/EMTPATELIOL GANTOG) OF
KkéOe praridlo tov 10 ml kot 263,2 mg vatpiov avd @larido tov 50 ml. Avtd wodvvapel pe to 2,6%
(Yo 70 @rodido v 10 mL) kot to 13,2% (yia 10 groridio tov 50 mL) g cuvieT®pUeVNG UEYIETNG
NUEPNOLOG TPOGANYNG VATPIOL LE TNV S10TPOPT Yol EVOV EVIALKO.

To Riximyo wepiéyer moivoopfikod

AT TO PUpRaKEVTIKO TTPOidV TeptEyet 7,0 mg moivcopPikov 80 (E 433) avd ¢laiidio tov 10 mL ko
35,0 mg moAvcopPikov 80 (E 433) ava eloAidio twv 50 mL, tov wsodvvapovv pe 0,7 mg/mL. Ta
TOAVGOPPKd pumopel vo TPokaAEGOVY OAAEPYIKEG avTIOpAcElC. EvnuepmoTte Tov 10Tpd Gag edv €GEIG 1
10 Ol GG EYETE YVOOTEG QAAEPYIEG.

3. Iog va mapete To Riximyo

Tpémog yopiiymong

To Riximyo 0a cag yopnyn0ei amd yrotpd 1| voookopo pe eumelpio otn ypnon g Bepaneiog ovton
ToV €idovc. Oa Ppiockecte VIO GTEVI TAPAKOAOVON O KATA TN SEPKELL TNG YOPTYNONG CLTOV TOV
QopUAKoV. AVTd Bo cUUPEL Yo TO EVOEYOUEVO ELPAVIONG AVETIOVUNTOV EVEPYELDV.

Oo Aappdavere mdvto to Riximyo otdydnv (evooeAépia £yyvon).

Xopnyovpeve edppoka mpy and kKOs yopiynon tov Riximyo
Ipwv and ™ yoprynon tov Riximyo, Ba coag 60000V dALa apuraKa (TPOANTTIKY QAPUAKEVTIKN
ayyn) Yo Ty TpoAnyn N peioon tov milavav avembiunTmy evepyeimv.

II66m ko w660 ovyva O Aappdavere Tn Oepaneio cog

a) Eavvnopdrieote o ayoyn Yo pn-Hodgkin Aépoopa

o Av axolovbeite aywyn puovo ue Riximyo
To Riximyo 0a cag yopnyeitot pia opd v fdopada yio 4 efdonddes. H emavéinym
Oepanevtikdv KOKA®V pe Riximyo givar wihovr.

o Av axolovbeite aywyn ue Riximyo oc ovvovaouo e ynusiobepomeio
To Riximyo 0o cog yopnysiton v id1a nuépa pe  ynueobepaneio cog. H yopnynon
cuvnBog yivetar kéOe 3 efoopadeg yio £mc kot 8 Popéc.

. Ed&v avtamokpiveote kold otn Oepameio, evoéyetan va cag yopnyeitar Riximyo mg
Oepaneio cuvtipnong ke 2 1 3 unveg yia 500 ypovia. O YaTpog oag EVOEYETAL VA TO
aAAGEEL 0VTO, AVAAOYQ LLE TNV OVTATOKPICT| GOG OTO GAPUAKO.

. Eady éyete nhixio karw ano 18 etwv,

6o oag yopnynOel Riximyo pe ynueobepaneio. o Adfete Riximyo émg 6 popéc o€
ddotnua 3,5-5,5 unvov.

B)  Eavvmopdireote o€ ayoyn yio xpévia Aeppokvtrapiki] Aevyoipio (XAA)

Otav vroPdireote og aywyn pne Riximyo 6e cuvovacud pe ynuetobepaneia, o AaPete eyydoelg
Riximyo v Huépa 0 tov kdxkhov 1 petd tnv Huépa 1 kéBe kbhkiov yia 6 kbkhovg cuvorikd. Kabe
KUK oG £xel ddpketa 28 nuépeg. H ynuetobepaneio Oo mpénet va yopmyeital Hetd v £yyvon tov
Riximyo. O yatpdc cag Bo amopacicel eqv Bo mpénet va Adfete TavTtdpOove LITOGTNPIKTIKY Bepameia.
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v) Edv vropairecte o€ aymyn yio peopatoetdn] apbpitidn

Ka0e xdrhog aymyng meptroppdvel 600 EexmploTég eyy0GELS TOV YOPTYOUVTIOL GE LEGOOLAGTI LN,

2 gfoopadmv. H emavainym Bepomenutikov kokimv pe Riximyo eivor mbavni. Avarioyo pe to onueio
K0l GUUTTOUATA TG VOGOV Gag, 0 YIoTpog cag Oa amopacicel wote Bo mpémel va AaPete neplocdTepPO
Riximyo. Avtd pmopet va gival Kot uiveg PeTd.

0) Edvvnoparireote og Ogpancia yro kokKiopdtmon pe morlvayyelitioa (GPA) 1
piKkpookomiky wolvayyetitidon (MPA)
H Bgpancio pe Riximyo ypnoonotel téooepic Eeymplotég eyydoelg mov divovtol o gfdopadtaio
dwotnuata. To KopTikoaTepoeldn cuVNBmG yopnyovvToL pe Eveon tpty amd Ty Evapén g Bepaneiog
pe Riximyo. H yopfynon t@v Koptikootepoelddv and 10 oTopa UTopel va EEKIVIGEL 0va TAoH GTIYUN
oamd 10 YTpd Gog Yo T Oepomeia TG TAON OGNS oaG.
Edv giote 18 gtV kot Gvo kot avtomokpiveste kaAd ot Oepaneia, evoéyetal va oag xopnyndei to
Riximyo og Bepoaneio. cuvtipnone. Avtd Ba yopnyeitor og 2 EexwpiloTtég ey OOELS, Ol OTOIES
yopnyovvtal pe pecodtbotnua 2 fdopadmv, akorlovbodueves and 1 £yyvon kébe 6 pnveg, Yo
TovAdytotov 2 xpdvia. O yatpdc cag propel va amopacicel va cag Bepamehoet yia peyoldtepo
dotnua pe Riximyo (émg 5 £t1), avaAioya, e TOV TPOTO TOL AVTATOKPIVESTE GTO PAPLOKO.

£) Eév vropaireote o€ Ogpameia yro kovi) téperya (PV)

Kabe korxhoc aywyng teprtiapupdavetl d0o EexmploTtéc eYXOOELS TOV XOPNYOVVTOL GE LEGOOIAGTN L0

2 gBdopddmv. Eqv avranokpifeite kokd otn Bepameia, evdéyeton va cag yopnyndet to Riximyo wg
Oepancio cuvtpnone. Avtd Ba yopnynOei 1 £toc ko 18 unveg petd v apykn Bepaneio kot ot
oLVEXELn KAbe 6 uveg N 0 yloTpdg 6og EVOEXETAL VA, TO OAAGEEL AVTO, OVAAOYQ LE TOV TPOTTO TTOV
OVTOTOKPIVESTE GTO PAPLLAKO.

Edv éxete meplocdtepeg pMTNGELG GYETIKA LLE T YPTOT CVTOV TOL PAPUAKOV, POTHOCTE TOV YIATPO,
TOV PUPHOKOTOL0 1] TOV VOGOKOLO GG,

4. IMBavég avemBOUNTES EVEPYELES

Onwg 6ha o pApUHOK, £TCL KOL 0VTO TO PAPLOKO UTOPEL VoL TPOKAAEGEL AVEMIBOUNTEG EVEPYELES OV
Kot 6gv TOPoVG1AlovTal 6 OAOVG TOVG AvOPMOTOLG.

O1 mep1ocoTepeg avemBounteg evépyetes elvar e £0¢ PETPLEG OAAG optopéves pumopet va gival
coPapég Kot va amontodv Bepameio. Znaving opiopéves amd aVTEC TIC OVTIOPAGELS LTOPEL va, amofovy
Bovatneopec.

AvTdpacels £yyvong

Kotd ™ didpkela | péoa otig 24 mpadTeg MPEG TG EYYVONGS, WTOPEL VO TAPOVGIACETE TVPETO,
avatpyiia Kot piyn. Aydtepo cuyvd, pepikoi acbeveic pmopei va gpeovicovv mévo 6to onueio
£€yyuomg, PAVKTAVEG, Paryovpa, advvapia (vautio), KOT®oT), TOVOKEPUAO, SVOKOAIEG OTNV avamTvon,
ovénuévn aptnplokn mieon, cvptypd, duvceopio 6To Aapd, TPREWO 6T YADOGGO 1} TO LU0, Gayovpa
omn POt M PWVIKN Katappon, Epeto, EEayn 1 aicOnua TaAudV, Kapdlokn TpocsBoin 1 yapnAd aptOuo
aiponetadiov. Av €xete Kapdloroywkd TpofAnuata 1 otndayyn, avtéc ot avIdpacels Umopet vo
emdevobovv. Eviiuepmote apéomg 10 dTopo mov 6ag yopnysl v éyyvon, av edv eogic N To Tondi
00,G avaTTOEETE KATOL0 0O OVTA TO GUUTTOUATA, 0poD UTOPEL 1) £yyvom va TPEMEL va emPpaduviel
va daxonel. Mropel va ypetaoteite emmieov Bepameio OTOG EVOL AVTIGTAUVIKO 1) TUPAKETAUOAT.
Otav ta counTdpate VToYWPNcoVY 1 PeATiBOVV, 1| £yyvon uropel va cuveylotel. Ot avTidpdoelg
auTéG gival AlydTtepo TBavo va cupPpolv petd ™ dgvtepn yyxvon. O YaTpdc 6aog EVOEYETUL VL
arogociost vo otapatioel T Oepancio cog pe o Riximyo, €dv avtég ot avtidpdoeig eivar coPfapéc.
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Aoypoéerg
Evnuepoote apéocmg tov 710Tpl 060G €AV £6€IS 1] TO TAdi 60 ELPAVIGETE oNuEia AoipmENg mTov
ovumeprrapfavoov:

. TVPETO, Pryo, TOVOLULLO, TOVO HE aicOn o KaOGOoL KOTA TV evovpnon 1 aicOnua advvapiog
yevikotepnc adtafeciog,
o UTOAELD LWVAKUNG, SuokoAia 6T okéyn, duokoAia 6T Padion N andAEld TG OpAoNS -AVTA

umopel va opeilovtal 6€ pia ToAD omdvia, coPapt eykepailkn Aoipnmén, n oroia £xel TpoPei
Bavatneopa (Ilpoiovoa ITolvestiokn Agvkoeykeparonddeio 1 TITIA),

. TVPETO, KEQUAUAYia Kot SuoKapyio Tov avyéva, EMEYT cLVTOVIGHOV (aTagin), petafoln
TPOCHOTIKOTNTOC, YEVOAIGONGEIS, AALOIOUEVT GUVEIONOT), EMANTTIKEG KPIGEIC 1) KOO — OVTA
umopei va opeidovtan o€ puo cofapn eykeaAtkn Aoipnmén (evtepoikn unviyyoeyKeQoATION), 1
omoia propet va anofet Bavoatnedpa.

Koatd ™ didpkela g Oepaneiog pe Riximyo umopei va gicte meptocdTEPO EVAAMTOL GE AOUMEELC.
Zoyva avTég etvar KPLOAOYLOTA, OALY EXOVV VITAPEEL TEPIOTATIKE TVEVHLOVING, AOIUDEEDY TOV
OVLPOTONTIKOD KOl GOPaPOV 10YEVAOV AOUMEE®Y. AVTA OVOPEPOVTAL TOPAKATO OTIG KAANEC
avETBOUNTEG EVEPYELEDY.

Edv Aappdvete ayoyn yio pevpoatogdn apbpitidn, KOKKIOUATMOON LE TOAVAYYEUTIOO, UIKPOCKOTIKN
moAvayyelTda 1| Ko Tépetya, Bo, Bpeite eniong avtég tig TAnpoopieg oty Kapta ITpogidomoinong
Acbevoic mov Gog €xel dmoEL 0 Y1aTpdg oag. Eivar onpovtikd va puidte avt) v Kapta
[Ipogidomoinong Kot va tn Seiyvete 6TO GLVTIPOPO GOG 1) GE EKEIVOV TOL GOG TAPEYEL PPOVTIOA.

AgPROTIKEG OVTIOPAOELG

[ToAV ondvia, pmopel va epeavioTody GoPapés PAVKTOUIVMOELS SEPUATIKEG KATAGTAGELS, Ol OTOIES
umopet va gival anentikéc yuo t {on. Mmopet va epgaviotet gppdpodtnTa, 1 omoia oyetileTon cuyvd
UE POVOKAAEG (PAVKTUIVEG) GTO dEPLLO 1) TOVG PAEVVOYOVOLC DIEVEG, OTMOC EIVOL TO ECMTEPTKO TOL
GTOUATOG, 1] TEPLOYT TAOV YEVVITIKAOV OpYAV®V 1} T0. PAEQOPW, EVGD UTOPEL VO ELPAVIOTEL KOl TUPETOC.
Evnuepoote apéocmg 1ov Y10Tpl 60G €0V EPOAVICETE KATOL0 0O QVTA TO COUTTONATA.

Addeg avemOOUNTES EVEPYELEG ovpumEPLLapfavouy:
a) Eav gocig 1] To mondi cog vropfaireste o€ aymyn Yo pn-Hodgkin 2époope (NHL) 1] ypévia
AeppoxvtTapiki) Asvyopio (XAA)

Mol cuyvég avemBounteg evépyeieg (EvOExeTan va ETNPeAcovY Teplocotepa amd 1 ata 10 dtopa):
. Baktnplaxég Aopuméerg i wyeveic Aopumsels, fpoyyitda,

. OpMAOG aplBLLOC AEVKOKVTTAP®YV, UE 1 X0pic TLUPETO N apLoseapimv, Ta omoia ovopdlovton
COLULOTETAALOY,

aiocOnuo adrwbesioc (vovtia),

oNUAdLOL PUAGKPAG GTO KEPAAL, piyn, TOVOKEPAAOG,

YOUNAOTEPO eMIMESO AVOGiag - AdY® TV YOUNAOTEPOV EMUTEIDV OVTICOUATOV, TO OO0
ovoudlovral «avocoopatpivee» (IgG) oto aipa, ta omoia fonbodv oy TpocTacio KUTd TG
Aotpwéne.

Yuyvég avemBounteg evépyeleg (evoéyetal vo ennpedoovy £éo¢ 1 ota 10 dropa):

. AOOEELS TOL aipoTog (onyorpia), Tvevpovia, £pmng (OoTNPAS, KPLOAGYN LA, AOUMOEELS TOV
Bpoyyikov cmAnva, LUKNTIACIKEG AOUMOEELS, AOTUDEELG YVMDGTOV TPOEAEVLGTG, PIVOKOATIKT
@AYoV, nrotitidoa B,

o YOUNAOG aplBpog epvbpokuttdpmy (avarpia), xouunAog aplpodg OA®V TV apocealpioy,

o aAhepykég avtidpaocelg (vtepevarctnaia),

o VYNAG enimeda YAVKOONG OiOTOC, Am®AEL BAPOVG, 0idNUH 6TO TPOGMTO Kl TO GO, VYNAL
emineda Tov evldpov «LDH» oto aipa, yapnid enineda acPfeotiov oto aipa,

. U1 QUGLOA0YIKT aicONon TOL SEPUATOG — OTTOC LOVOIAGLLN, LUPLNYKIOCLO, TOIUTN L, aiconua
KaOGOoV, Payovpa, PEIOUEVN aictnon aeng,

o aiocOnua avnovyiag, Suckorio GTOV VTIVO,
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vepPoAtKY| EpLOPOTNTA GTO TPOGMTO KOt GE AALEC TEPLOYEG TOV OEPUAUTOC MG CUVETELN TG
SL0GTOANG TOV AUOPOP®V AYYEI®V,

aictnpo CaAng 1 dyyovg,

avénuévn Topaymyn dakpO®V, TPOPAHOTO GTOV SaKPVTKO TOPO, PAEYHOVT] TOV 0POUALOD
(emmepukitida),

NY0G KOLOOLVIGUATOG GTO VT, TOVOG GTO AVTL,

KapOLOKES SlatapayEs - Ommg elval 1 Kopdlakn TPosPoAr), 0 akavOVIGTOS 1] YPNYOPOS KApOLOKOG
puopog,

VYNAN 1| YAUNAY apTnploKn Tieon (YoUnAn aptnplokn mieon, 101k oe 6pbia Bon),

GVoPIEN TOV LLVMV GTOVS OEPAYOYOVC, 1| omoia Tpokaiel cuptyud (BpoyyOCTUGHO), PAEYLOVY,
gpeDIoUO TOV TVELUOVMV, TOV PAPLYYO 1] TOV PVIKDY KOAT®V, SUGTVOLA, KOTOPPOT,

aioOnua adradeciog (€petog), didppota, TOVOG GTO GTOUAYL, EPEOIGHOG 1) EAKT) GTOV (PAPLYYO KoL
GTO GTOUA, TPOPANUATO GTNV KATATOOT], SUCKOIAOTNTA, SVCTEYia,

STapayEC TPOGANYNG TPOPNG, AVETAPKNG GITION, 1) OToin 0dNYEL OE OTMOAELD COUOTIKOD
papovg,

Kvidwon, avEnuévn epidpwo, VuXTEPIVEG EPLOPMOCELS,

poikd TpoPAruata - 0nmg etvat ot cerypévol pdeg, o Tdvog otic apBpdacelg 1 Tovg PHEGS, 1
0G(QLOAYiN KoL 1] aVYEVAAYiD,

OVOG amod GyKo,

yevikn ducpopia 1 aicOnua adiabesiog 1 KOT®ONG, TPEUOVAO, onueia Ypinang,

TOAVOPYOVIKY] OVETOLPKELM.

Oy ovyvéc avemBounteg evépyeleg (evogyetat va emnpeacovy £mg 1 ota 100 dtopa):

mpofAnuata oty TéEN TOL AioTOog, Lelmon TapaymYNS EPLOPOKLTTAPOV Kl ADENCT| TG
KATOOTPOPNG TOV EPLOPOKVLTTAPOV (OTAAGTIKN OLULOAVTIKY OVOLULIO), TTPNGUEVOL 1] J10YKOUEVOL
AELPOOEVEG,

KaKn 01d0eon Kot amdAELD EVOLOPEPOVTOG 1] EVYXAPICTNONG 08 GLVNOIGUEVEG dPaGTNPLOTNTES,
VELPIKOTNTAL,

TpoPAnpata 6N Yevo - OTG glvar o1 LETAPOAES TNG YEVGNG OPIGUEVAOV TPOPDOV,

KopOLOKES SLatapayEs - Ommg elval 0 HELWUEVOS KapdlaKOg puBuog 1 0 mévog 610 ot fog
(onBayyxn),

doua, ToAD pikpn TocOTNTA 0EVLYOVOL KATAANYEL GTA OPYOVO TOV CAOUOTOC,

oidnua Tov oToUdYOVL.

[ToAv omdviec avemBounteg evépyeieg (evoéyetarl va emnpedoovy émg 1 ota 10.000 dropa):

TPOcwPV AHENOT GTOV AP0 OPIGUEVEOV TOTTMV OVIICMOUATOV 6To oipa (ovopdlovtol
ovococs@atpiveg - [gM), ymuuéc datapoyéc 6To aipa, ol omoieg TpoKaAovvVTUL Omd TV
OnOTTMOOT TOV KAPKIVIKOV KUTTAPAOV,

vevpikn PAGPN ota xépila kot 6Ta TOA, TAPAAVOT] TOV TPOCHTOV,

KOPOLOKT OVETAPKELD,

QAEYLOVT] TOV QUOPOP®V AYYEIDV, CUUTEPIAAUPOVOUEVOV AVTOV TTOV 001 YOVV GE dEPUOTIKG
GUUTTOUOTA,

OVOTTVEVGTIKT] AVETOPKELD,

BAGPN oto eviepkd Toiywpa (didTpnon),

coPapd depUOTIKA TPOPANLATA, TO OO0 TPOKAAOVY POVCKAAES TOV UTOPEL VO givat
omeANTIKEG Y T Co1). Mropel va gpeaviatel epuBpdtnra, n omoia oyetiletal cuyva pe
QOVOKAAEG (PAVKTUIVEG) GTO dEPLLO 1] TOVG PAEVVOYOVOLC DUEVEG, OTMG EIVOL TO ECMTEPIKO TOV
GTOUATOG, 1] TEPLOYTN TAOV YEVVITIKOV 0pYAvV®V 1] T0. PAEQAPA, EVE UTOPEL VO ELPAVIGTEL KoL
TVPETOC,

VEQPIKT AVETAPKELD,

cofopn ammAELN TG OPUOTS.
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Mn yvootég (dev eival yvooTo TOG0 cuyva epeavilovTot 01 GUYKEKPIUEVEG AVETIODUNTES EVEPYELES):

. peimon otov aplfud TV AEVKOKVTTAP®V, 1) 0ol Oev LPaVIleTal GUECA,

. UELMUEVOG OPOUOG OULOTETOM®Y aKPIBOC LETE amd TNV £YYXVOT] — AVTO UTOPEL VO AVOGTPOPEL,
oAAG pmopel va givar Bovoatneopo g GTAVIEG TEPITTOCELS,

o OTMAELD TNG OKONG, ATMAEL T®V GAA®OV e oEwV,

o EYKEPOAIKY] KOl UNVIYYIKT AOTH®EN/pAeypovn (EVTEPOTIKT UNVIYYOEYKEQOMTION).

Mawora ko Epnpor pe pn-Hodgkin Aépoopa (NHL):

evikd, o1 avemBOunteg evépyeieg og mandid ko epnPoug pe un-Hodgkin Aépoopa oy mapopotes pe
exetvec og evidikeg e NHL 11 XAA. Ot mo ocvyvéc avemBounteg evépyeleg mov mapatnpnonkay nrov
0 TLPETOG OV GYETICETAL e YOUNAG ETiMES U EVOC TOTOV AEVKDV OUOGPALPIY (0VOETEPOPIA®V), 1)
QAEYHOVI ] O1 TANYEG 6TO BAEVVOYOVO TOV GTOUOTOG KO OL GAAEPYIKEG aVTIOPAGELS (VITEpELALGONGi).

B)  Edv vmoPalieote 6 aymyn Yio pELVRATOEON apOpitida

[ToAv cuyvég avemBounteg evépyeieg (EvoéyeTal va eTNpedcovy teplocotepa amd 1 ota 10 dtopa):
o Aodéelg 6mwc mvevpovia (Paxtnplokés),

o OVOG Katd tv ovpnon (ovporoinwén),

o oAhepykég avtidpacelg Tov givar mbavov va supfodv Katd T Stdpkela Piag Eyyuons, oA
umopet va cupfovv péypt kot 24 dpeg PeTd TNV £y)YVon,

. petaforég oty mieon, vavtia, e£avOnua, Topetds, aicOnua eoayodpag, Katappon Kot
QTEPVIOUA, TPELOVAO, TOLKAPSia Kol aicOnuo KOT®mONG,

o TOVOKEPAAOC,

o oAhoy€G OTIC EpYOOTNPLOKEG EEETACELS TTOV JIEVEPYEL O YTPOC GOG. AVTEC TEPAOUPAVOLY

Lel®womn TG TIUNG KATO1WV GUYKEKPILEVMV TPOTEIVOV 610 aipla (avococpaipivec) mov fonbodv
GTNV TPOCTACIN EVAVTLH GTN LOALVOT).

Yuyvég avemBounteg evépyeteg (evoéyetal va ennpedoovy £o¢ 1 ota 10 dropa):

o AomEELG OGS PAeypov ToV Bpoyyikod cwinva (Bpoyyitida),

o aicOnuo TANpoOTNTOG 1| TOAUKOS TOVOG 6T POTY, TO LAYOLAQ Kot T pdTio (typopitida), TOvog
GTNV KO, EUETOG KOl SLEPPOLEL, OVOTVELGTIKA TPOPAT LT,

. Aolpwén modov and poknTeg (mddt abintn),

. VYNAG enineda YOANGTEPOANG GTO aipa,

. L1 PLGOAOYIKY| aicBNoT TOV SEPUATOC, OTMG LOVOLAGL, LUPUTYKIOGLLOL, TOIUTNUA 1) KOWLNO,
woytodyia, nuikpavio, COAN,

. OTTAOAELD LOAALDV,

o ayyoc, KatdOinym,

o dvomeyia, didppotoa, marvdpounon o&éog, epebiopdc kat / | e£EAKMOT TOL PAPLYYO. KOL TOV
G6TOHATOG,

o TOVOG GTNV KO, TV TAATN, TOVS LG Kot / 1 Tig apBpdacels.

Oy ovyvéc avemBounteg evépyeleg (evogyetan va enmnpedcovy £mg 1 ota 100 dropa):

. MEPIGGELD KATAKPATNONG VYPADV GTO TPOCMOTO KOl TO GO,

. QAeypovn, epebiondc kat / N aicbnuo cOoELyéng oTovg TVEDUOVEG Kot 6TO AdLpd, o,

. OVTIOPAGELS TOV OEPLOTOG CLUUTEPIAAUPOVOUEVIG TG KVIOWONC, TNG GOyoVPaG Kol TOV
eEavOnuatoc,

OAAEPYIKEG AVTIOPAGELG TOL GUUTEPTAQUPAVOLY GLPLYUO 1) SLCKOALD GTNV avorvor, TPNEO
TOV TPOCHTOV KOl TNG YADGGOG, KOTAPPELOT).

Mol omdviec avemBounteg evépyeieg (evoéyetar va emmpedoovy émg 1 oto 10.000 dropa):

o £v0 GUVOAO GUUTTOUATOV TOV EKONADVOVTAL EVTOG Alymv Bdouddwmy amd pio Eyyvon
PLTOVEIUAUTNG CUUTEPIAAUPAVOUEVAOV TOV OAAEPYIKOV aVTIOPAcE®V OGS eEAvON A, Kvnouog,
TOVOG OTIC APOPDGELC, S0YKOUEVOL AEUPASEVES KOl TUPETOC,

. GoPapEG PAVKTAVAOOELC OEPUATIKEG KATACTAGELC, Ol OTOIEC LITOPEL VA, Vot OTEIANTIKESG Yid T
Comn. Mropei va gpgpaviotel epubpotnta, 1 onoio oyetiletol cuyvd pe povoKares (QAVKTAIVES)
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GTO 0EpUA M TOVG PAEVVOYOVOLG DUEVES, OTIMG EIVOL TO ECOTEPIKO TOV GTOUOTOG, 1| TEPLOYN TOV
YEVVITIKOV 0pYaveV 1 To. PAEQOPO, EVO UTOPEL VO ELPOVIOTEL Kol TUPETOC.

Mn yvootég (n ocuyvotnto dev pumopel vo, ektiun el amd to dtabéoipa dedopuéva):

o cofapn oyevig Aoipnmén,
o EYKEPUAIKT] KOl UNVIYYIKT AOTH®EN/PAey LoV (EVTEPOTIKT UNVIYYOEYKEQOATION).

AMlec avemBOUNTEG EVEPYELEG TOV OQEIAOVTAL GTN) PLTOVEUAUTY KOl £XOVV GOVIMG avapepOel
TEPILOUPAVOLY LEIMGT TOL 0PLOIOD TOV AEVKOKVTTAP®Y 67O aipa (ovdetepdpiia), Tov Ponbodyv otnv
Kkatamoléunon g Aoipwéng. Optopévec Aoudéerg pmopel va eivar cofapég (mapakareicOe va deite
TANPOQOPIEG TYETIKA LE AOIUMEEIS GE AVTH TNV TAPAYPOUPO).

v) Edv gogic 1] 10 mandi cog vrofdriecte 6 Oepaneia Y10 KOKKIONATOGT UE TOAVAYYELTION
(GPA) 1| mikpookomiki morvayysiitioo (MPA)

[ToAd cuyvéc avemBounteg evépyeleg (EVOEXETOL VA, EXNPEAGOVY TTEPIGGOTEPO Ao 1 ota 10 dtoua):

o AOUDEELS, OTTOC OVATVEVLGTIKEG AOUMEELC, AOIUDEELS TOV OVPOTOINTIKOD GLGTHLATOC (TOVOG
KOTO TNV 00PN OT), KPLOAOYNLATO, KO AOUMEEIS OO EPTNTAL,

. oAAEPYIKEG AVTIOPAGELG, Ol 0moieg glvar THAVOTEPO VA EPPOAVIGTOVV KOTA Tr) SLAPKELL HLOG

£€yyvomng, aAAd Umopel vo ELPAVIGTOVV PEca Ge-24-MPeg LeTd amd TV £yYLon,

didppota,

Brxag 1 dvokoAia otV avamvon,

ooppayic amwd tn poTn,

ovénuévn aptnplokn mieon,

TOVOG OTIC apBpdTEIC | 0GPLAAYia,

poikoi oroacpoi 1 Tpouog,

aioOnua {aAnc,

TPOLOG (Tpérovro, cuviBmG oTa YEPLAL),

dvokoAia otov vtvo (abmvia),

0lON O TV YEPLDV 1] T®V AGTPAYAAWDV.

Yuyvég avemBounteg evépyeteg (evoéyetal va ennpedoovy £oc 1 ota 10 dropa):
dvomeyia,

dvokototta,

deppotikd eavOnuata, cuUTEPIAAUPBOVOUEV®V TNG OKUNAG 1] KNAIO®V,
£Eaym 1 epuBpdTNTA TOV dEPUATOC,

TUPETOC,

BovAwpévn potn M pvikn Katappon,

oQLTol 1] ETOIVVOL POEG,

TOVOG GTOVG VG 1} oTaL YéPa 1 T oA,

yopmAog apfuoc epvbpokvttdpov (avaia),

yopmAog ap1fuoc arpometaiiov oto aipa,

avénon g TocdHTNTAG TOV KOAIOL OTO aijla,

oAhayég otov kapdlokd puBuod N ToyvTEPOG KapdLaKOS pLOLOS OO TO PLGLOAOYIKO.

[ToAd omdviec avemBounteg evépyeleg (evoéyetor va emmpedoovy émg 1 oto 10.000 dropa):

o cOPuPEC PAVKTOIVAIELS OEPUOTIKEG KOTUGTAGELS, Ol OTTOIEC UTTOPEL VAL EIVAL OTEIANTIKES Y10l TN
Con. Mropei va eppoaviotel epubpotnta, 1 onoio oyetiletol cuyvd te PovoKALES (QAVKTOIVES)
670 0épLa 1 TOVG PAEVVOYOVOUG DUEVES, OTIMG VL TO ECOTEPLKO TOV GTOUOTOG, 1| TEPLOYT TOV
YEVVITIKOV 0pYOvVOV 1 Ta. BAEQOPQ, EVD UTOPEL VO ELPAVIGTEL Kol TUPETOC,

. gmoveppavion Tponyoduevng Aoipméne Hraritidog B.

Mn yvootég (n ovyvotnta dev pmopet va ektiun el and ta dtebéoipa dedopuévar):

o cofapn oyevig Aolpnmén,
o EYKEPOAIKY] KOl UNVIYYIKT AOTpH®EN/pAeyovn (EVTEPOTIKT UNVIYYOEYKEQOMTION).
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Hawdra kar £égnpor pe kokkiopdroon pe morvayysiitioo (GPA) 1| pikpookomiki wolvayyeutidon
(MPA)

Ievikd, o1 avemBounteg evépyeieg og moudud kot eprpovg ue GPA 1 MPA ftov mopdpotov tHmov pe
exeilveg og eviilkeg pe GPA 1) MPA. Ot o cuyvég avemBounteg evépyeteg mov mapotnpndnkay nrov
AOLUMEELS, aAlepYIKEC avTIdOpdoelg Kot aicOnuo adtabesiog (vavtio).

0) Edvvmoparireote og Ogpaneia yro Kovi] TEPQLYQ

IToA0 cvyvég avemBounteg evépyeleg (evoéyetar va emnpedoovy mepiocodtepa amd 1 ota 10 dropa):
. OAAEPYIKEG aVTIOPAGCELG, O1 0ToieC glvart TOAVOTEPO VA ELEAVIGTOVV KATH TN SLAPKELDL LLOG
£€Yyvomng, 0AAG Uopel Vo ELPaVIGTOVV péoa o€ 24 dpeg LeTd amd TV Eyyvon,
TOVOKEPAAOC,

Aoméetg, 6mmg Aotuaéelg Tov Ompaka,

HOKPOYPOVIL KOTAOAYN,

OTOAELN LOAALDV.

Xoyvég avemBounteg evépyeteg (evoéyetar va emmpedoovy émg 1 ota 10 dropa):

. AOLUOEELS, OTWG KOO KPLOAOYN LA, AOUMEELS ad EPTINTA, AOUDEELS TOV 0PDBUAUDV ,
VKN TIOGT TOL GTOUOTOG KOl AOUMEELS TOV OLPOTOMTIKOD CLGTAUOTOG (TTOVOC KATE, TNV
ovpnon)

daTapayés g 61abeong, dnwg evepedioTdTNTA Kot KoTdOAnym,

dratapayEs TOL SEPUATOC, OTMG Payovpa, Kvidwon Kot kadonBelg dyKot,

aioOnpo kénwong 1 {aAng,

TUPETOC,

00VVNPEC apBpmOELS 1| TAATY,

TOVOG OTNV KOG,

TOVOG GTOVG VG,

1 KOPOLd VoL TUTAEL TAYVTEPO OO TO KOVOVIKO.

Mn yvootég (n cvyvotnto dev pumopel vo, ektiun el amd to dtabéoipa dedopuéva):

o cofapn 1oyevig Aoipumén,
o EYKEPUAIKT KOl UNVIYYIKT AOTU®EN/AeyLovT] (EVTEPOTIKT UNVIYYOEYKEQOATION).

To Riximyo pmopei eniong va TPOKAAEGEL ALAYES GTOVG EPYACTNPLOKOVS EAEYYOVG TTOV
TPOYLOTOTOLEL O Y10TPOG GO,

Edv Aappavere Riximyo poli pe GAlo @appoko, Pepikés amod Tig avemBuUNTES EVEPYELES TOV 10MG
eppavicete propei va opeilovtan 6To GAAL PAPLLOKAL.

Ava@opd avemOOuNTOV EVEPYELDV

Edv mapatnproete Kamowo avemBOUNTN EVEPYELD, EVIUEPDGTE TOV YIATPO, TOV POPLOKOTOLO 1] TOV/TNV
VOGOKOUO 6aG. AvTtd oyveL Kot Yia kiBe mbavr avemBountn evépyeLd TOL dEV AVAPEPETAL GTO TOPHV
@OALO 0ONYIDV YprionG. Mmopeite emione va avapépete avemBounteg evépyeleg omevdeiog, LG TOV
€0viKod GLGTNHATOG OVaPOPAS TToL avaypdeeTol oto [apdptnua V. Méowo g avapopic
avemBopntov gvepyeldv uropeite va fondnocete ot GLALOYY TEPIGGHTEPOV TANPOPOPLOV GYETIKE
LE TNV OGPAAELD TOL TAPOVTOC PAPLLAKOV.

5. Ilog va puiacoete To Riximyo
To eappako ovtd TPEMEL VO PUAACOETAL GE PEPT TTOL OgV TO PAETOVV Kot dev TO POAVOLVY Ta A4
Na un ypnoyLonoteite avtd T0 APUOKO PETA TNV NUEPOUN VL ANENC TOV AVOQEPETUL GTO KOVTL KO

oTNV €TIKETA TOL PLoAdiov petd amd EXP. H nuepoumvio Aéng eivor n tedevtaio nuépa tov pnqva
OV OVOPEPETOL EKEL.
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dvidooete oo Yoyeio (2 °C — 8 °C).
Mnyv katoyoyete. DuAdooete T0 PLOAIO0 6TO EEDMTEPKO KOVTL Y10l VO TPOGTATEVETAL OO TO PWG,.

To @appako ovtd umopei emiong va LAAGGETAL GTO OPYIKO KOLTI EKTOG YLYEIOV, G PEYIOTN
Bepuokpacio £wg 30 °C kot yuo pia povo xpovikn mepiodo Emg 7 NUEPES, AAAG Ol TEPO AmO TNV
apyIKn nuepounvia ANENG. L& aLTAV TNV TEPITTOOT, UNV TO EXIOTPEVYETE Yo POAAEN G Yoyeio.
Avaypayte ™ véo nuepounvia MENG Tavm 6To KouTi, GUUTEPIAAUPAVOUEVOVY TV GTOLXEI®MV
nuépo/pnvag/étoc. Atoppiyte 0 PApUaKO 0VTO GV Ogv ExEl ypnolponomBel uéypt ™ véa nuepounvia
MENG N wéxpt v nuepounvia ARENGS mov givorl TVTOUEVT TAVE GTO KOVTI, AVAAOYX [LE TO TTOLOL
ponyeitat.

Mnv metdite @APUAKO GTO VEPD TNG ATOYXETELGONG 1| GTA OIKLOK( aroppinpoto. Potmote tov
QOPLOKOTOLO GOG Y10 TO TMOG VO TETAEETE TAL PAPLLOKO TTOV OEV YpNOLoTolEite o Avtd ta pétpa Ba
Bondncovv oty Tpoctacio Tov TEPPAAAOVTOC.

6. Iepreydpevo. TG CVOKEVOGING KOl AOTES TAN|POPOpiES

T epréyer o Riximyo

. H 6paotikni ovsio Tov Riximyo givat n prrov&udpnn.

To euaridio Twv 10 ml wepiéyer 100 mg prrov&ipdaunng (10 mg/ml).
To guAidio twv 50 ml wepieyer 500 mg prrovEpapnng (10 mg/ml).

. Ta dALlo cuoTaTiKa gival Kitpikd vatplo, molvcsopPikd 80 (E 433), yAmprovyo vdatpio,
VOpo&eidio vaTpiov, VOPOYA®PIKO 0EL Kot VOWP Y10 evéoipa. BAéne mapdypago 2 «To Riximyo
TEPLEYEL VATPLON.

Ep@avion tov Riximyo ko wepreydpeve tne cvokevaciog

To Riximyo givan £va doavyég, dypmpo Emg EAaPP®S VITOKITPIVO d1dAvL, TO 0Toilo dtaTifeTon wg

TUKVO SIIAV LA Y10 TAPACKELT] SLUAVUOTOC TPOG £YYVOT (GTELPO TUKVO SIIAVUAL).

Ddroidwo v 10 ml - Zvokevacio Tov 2 1 3 eloAdiov.

DroAidio twv 50 ml - Zvokevaocia Tov 1 1 2 proidiov.

Karoyog Adsrog Kvkrhogpopiag

Sandoz GmbH
Biochemiestr. 10

6250 Kundl

Avotpia
IHopaockevacti)g

Sandoz GmbH Schaftenau
Biochemiestr. 10

6336 Langkampfen
Avotpia

Lek Pharmaceuticals d.d. Ljubljana
Verovskova 57

1526 Ljubljana

YA ofevia
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INo omoladnmote TANPOPOPic. GYETIKG, LLE TO TAPOV PAPUAKEVTIKO TPOTOV, TOPAKAUAEIOTE VO

angvBuvbeite otov Tomiko avtimpdésmmo tov Katdyov g Adetag Kvkiopopiag:

Belgié/Belgique/Belgien
Sandoz nv/sa
Tél/Tel: +32 2 722 97 97

bbarapus
Cannos bearapus KUT
Ten.: +359 2 970 47 47

Ceska republika
Sandoz s.r.0.
Tel: +420 234 142 222

Danmark/Norge/Island/Sverige
Sandoz A/S
T1f/Simi/Tel: +45 63 95 10 00

Deutschland
Hexal AG
Tel: +49 8024 908 0

Eesti
Sandoz d.d. Eesti filiaal
Tel: +372 665 2400

E\rada

SANDOZ HELLAS MONOITPOXQITH A.E.

TnA: +30 216 600 5000

Espaifia
Sandoz Farmacéutica, S.A.
Tel: +34 900 456 856

France
Sandoz SAS
Tél: +33 1 49 64 48 00

Hrvatska
Sandoz d.o.o.
Tel: +385123 53 111

Ireland
Rowex Ltd.
Tel: +353 27 50077

Italia
Sandoz S.p.A.
Tel: +39 02 81280696

Kvnpog

SANDOZ HELLAS MONOIIPOZQIIH A.E.

(EXG30)
TnA: +30 216 600 5000

Lietuva

Sandoz Pharmaceuticals d.d filialas

Tel: +370 5 2636 037

Luxembourg/Luxemburg
Sandoz nv/sa (Belgique/Belgien)
Tél/Tel.: +32 2 722 97 97

Magyarorszag
Sandoz Hungaria Kft.
Tel.: +36 1 430 2890

Malta
Sandoz Pharmaceuticals d.d.
Tel: +35699644126

Nederland
Sandoz B.V.
Tel: +31 36 52 41 600

Osterreich
Sandoz GmbH
Tel: +43 5338 2000

Polska
Sandoz Polska Sp. z o.0.
Tel.: +48 22 209 70 00

Portugal
Sandoz Farmacéutica Lda.
Tel: +351 21 000 86 00

Romania
Sandoz Pharmaceuticals SRL
Tel: +40 21 407 51 60

Slovenija
Sandoz farmacevtska druzba d.d.
Tel: +386 1 580 29 02

Slovenska republika
Sandoz d.d. - organiza¢na zlozka
Tel: +421 2 48 200 600

Suomi/Finland

Sandoz A/S
Puh/Tel: +358 10 6133 400
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Latvija
Sandoz d.d. Latvia filiale
Tel: +371 67 892 006

To wapdv @UALO 00NYLOV Yp1ioNS avaBewp1)OnKe Yo TEAEVTAIO POPE GTIS

Adreg INYEG TANPOPOPLAOV
Aentopepeic mAnpogopieg yio 1o appaKo avtd gival dtabéoieg 0to dikTLAKO TOTO TOLV Evpomaikol
Opyaviopod @apudrmv: https:/www.ema.europa.eu.

To mapdv eOALO 0dNyIdV YpIong eivar dabéoipo og OAeS Tig emionpeg YAmooeg g EE/EOX otov
dktvakd tomo Tov Evpanaikod Opyavicpod Goapudakov.
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