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HNEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITIPOIONTOX



vTo QAPLOKO 0VTO TEAEL LTTO GLUTANPOUATIKY TOPAKOAOVONOT. AVTO Ba eMLTPEWYEL TO YPTYOPO
TPOGOLOPIOUO VEDV TANPOPOPLDY AGPAAELONC. ZNTEITOL 0O TOVC EMAYYEALATIEG VYELOG VO OVOQPEPOVY
omolecdNmote mBavoloyovpeveg avemBounteg evépyeiec. BA. mapdypapo 4.8 yia tov 1pdmo avapopdg
AVETBOUNTOV EVEPYEIDV.

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY NIPOIONTOX

Avtozma 20 mg/mL mokvo StaAvpa Yo TopacKeDT] SIHADUATOG TPOG £YXLOM

2. IMOIOTIKH KAI IIOXOTIKH XYNOEXH
Ké&0e mL moxvod drodvpatoc mepiéyet 20 mg toctlovpaunn™.

Kdabe proridwo mepiéyet 80 mg tostmlovudumn* oe 4 mL (20 mg/mL).
KébBe prorido nepiéyxet 200 mg toctalovpdpmn® oe 10 mL (20 mg/mL).
Ké&bBe prorido nepiéyet 400 mg toctalovpdpmn® og 20 mL (20 mg/mL).

* g&avBpmmomompévo povokiwviko avticopa wwotvrov IgG1,to omoio mapdystol o kOTTOpOL
ook Kwvélikov kpikntov (CHO) pe texvoroyio avacvvévacuévov DNA.

"Exdoyo pe yvootr dpdon:

Kd&0e proridro 80 mg mepiéyet 2,0 mg torlvcopfikov 80.
Kdabe praridro 200 mg mepiéyet 5,0 mg molvcopPucon 80.
Kdabe proridro 400 mg mepiéyet 10,0 mg morlvcopPikov 80.

Mo tov TApn katdloyo Tov ekdOYwV, PA. Tapdypapo 6.1.

3. DAPMAKOTEXNIKH MOP®H

[Tokvo didAvpa yio TopackeLn] SIHADLOTOC TPOG Eyyvon (oTelpo TuKVE dtdAvpa). Alovyég Emg
eMapPOG 1p1dilov, dypmuo £mg vrokitpvo ddAvpa pe pH 5,7-6,3 kot wopoypappopoplaxotnta 220-
260 mOsm/kg.

4. KAINIKEX ITAHPO®OPIEZ

41 OgpomevTiKég EVOEielg

Pevuoatosidnc opfpitida (PA)
To Avtozma ce cuvdvacud pe pebotpesdarn (MTX), evdeikvotal yia:

e 11 Bepamneia soPapnc, evepyol kot Tpoiovoag PA oe evijlkeg aoBeveic o1 omoiol dev Exovv AdPet
mpornyovpevn Bepamneio pe MTX

o 1 Oepameio pétprog Eog cofapnc popeng evepyov (PA) oe eviidikeg acBeveic o1 omoiot ite
AVTOTOKPIONKAY OVETOPK®OS EITE EQPAVIGOY U1 AVOYT GE Tponyovuevn Bepaneio pe Eva
TEPLGGOTEPT TPOTOTOUNTIKA TNG VOGOV ovTipeLpaTiKd edppoka (DMARDS) 1 pe avioyovioté
TOL TTapdyovTo VEKpwong tov oykov (TNF).

Y& owtovg Toug oiobeveic, To Avtozma pmopei va yopnyndel wg povobepaneio o mepintmon un
avoync ot MTX 7 démov dev eivar KatdAANAN 1 cuveyng ayoyn pe MTX. To Avtozma €yet dgi&et 0Tt
pewmvel Tov pupod e&EMéng g apOpikng PAAPNG, onwg petpnbnke pe aktiveg X kot feATidvel T
(QUOIKN AEITOLPYIKOTNTA, OTOV YOpNYEiTOL 68 cLVOVAGUO pue MTX.



Nob60g tov Kopwvoiod 2019 (COVID-19)
To Avtozma gvdeikvoton yia ) Bepaneia tng COVID-19 og eviilikeg mov AapBavouy GUGTIATIKA
KOPTIKOGTEPOELDN KOl YPEALOVTOL GUUTATPOUATIKO 0EVYOVO 1) UINYOVIKO OEPIGHO.

2VoTNUOTIKT Veavikh 1d1omadrc apBpitida (cuotnuatiki NIA)

To Avtozma gvdeikvoton yia ) Oepaneia g evepyod cvotnuotikig NIA o€ acBeveig nlikiag 2 eTdv
Kol GV, 01 070101 avTamoKpifnKay avenapkmg o TponyovuevT Bepaneia e Pn otePOEdN
AVTIPAEYHLOVAOON Qdppoka (MEAD) Kol CLGTNUATIKA KOPTIKOGTEPOEWT. To Avtozma pmopet vo
yopnynOetl og povobepamneio (oe mepintmon pun avoyng ot MTX 1 6mov ) aymyn pe MTX dev eivan
KaTdAANAN) 1 6€ cuvdvacpo pe MTX.

Neavikr 1dromabng modlvapbpitida (molvapBpucr) NIA)

To Avtozma cg cuvdvaoud pe MTX gvdeiicvotor yia ) Bgpaneio tng moivapBpikrg

NIA( pevpotogtdng mapdyovtag 0TiKog 1 opyvnTiKog Kot eKTETAUEVT OAtyoaplpitida) oe acbeveig
nAKiag 2 €TV Kot v, o1 omtoiot avtomokpidnkay avenapkdg e mponyovuévn Bepomneio pe MTX. To
Avtozma pmopel va yopnyn0el og povobepancio o mepinmtwon un avoyng otn MTX 1| 6mov dev gival
KATAAANAN 1 GVVEY IO TG ayYNg ue MTX.

20vopopo aneievbépmong kutrapokivav (CRS)

To Avtozma gvdeikvotal yio ) Bepaneio Tov coPapov 1 amedntcov yia t {on CRS mov
nmpokaAeitan omd T-AeppokvTTapa eEpovta yuLoptkovg avtryovikovg vodoyeig (CAR T kidttapa), o€
EVIIMKEG Ko TodloTpikone aobeveic nhikiog 2 eTdv Kot dvo.

4.2  Aocoloyio kol TpOTOG YoPYNONS

H Oepaneio 0o mpénet vo Eekiva vd v emifreyn enayyeAuatidv vyeiag pe eumelpio otn didyvmon
Kot TN Oepameio g pevpatocdovs apbpitidag, tng COVID-19, g CLuGTNUATIKAG VEAVIKNG
Womabovg apbpitidag, Tng TorvapOpikng veavikng wionabdovg apbpitidag 1§ Tov CRS.

INa tovg 6hakovg Eyyvong mov gival KoTaokeLAsHEVOL amd moAvfivoroyiopidio (PVC), Ba mpénet va
YPTOLLOTOLOVVTOL GAKOL £YXVOTG TTOL dEV TEPIEXOVV POAAIKS dieaTépa TG 2-a1fvhoeEavoing
(ekevbepot DEHP).

e 06Aovg Tovg acbeveig mov Aappdavouvv Bepancio pe Avtozma npémet va yopnysiton n Kéapto
AcBegvonc.

Aocoloyia
AoBgveic PA

H ocvvietdpevn docoroyia eivar 8 mg/kg copaticod Bapovg, xopnyodueva pia eopd kdbe téccepic
efdouddec.

INa dropa mov to copotikd Papog toug eivar peyarvtepo amd 100 kg, dev cuviotm@vtol 00GELS TOL
Eemepvouv ta 800 mg avd £yyvon (PA. mapdypao 5.2).

Aodocelg avo tov 1,2 g dev &yovv afloloynbei oe Khvikég dokipuéc (PA. mapdypago 5.1).



Tpocopuoyéc 00onc eCautioc un QLOIOAOVIKWY EPYACTPIOKMV TV (BA. Topaypowo 4.4).

e Mn @UGIOAOYIKES TIUEG NTATIKAOY eVEOU®V

Epyaomploxmn T Avtipetomion

>> 1 éwg Tpomonoinom 66omg g cuyyopnyovpevng MTX epdcov kpivetar oKOmTIO

3 X Avortepn

dvuctoroyikh (ULN) | T eppévovoeg anénoels oe oto to 0pio, ueiowon d6ong ToGIMEOVUANTNG oe

4 mg/kg 1 dwaxomnr Oepomeiog Emc 6Tov N apvoTpavepepdon ™ oravivng (ALT) 11
aoTopTIKN apvotpavoeepdon (AST) opaiomombody

Enavexkivnon pue 4 mg/kg 1 8 mg/kg, oavaAdymg mota eivor kKAvikd KaTdAANAN

>3 éwg 5 X ULN

(emPePormpévn pe

Awxorh 36omg ToctMovpAUTNG péxpt < 3 X ULN kot va axolovdnbobv ot
napandve cvotdoelc yo. > 1 €éwg 3 X ULN

EMOVOANTITUKEG Mo eppévovoeg avénoeig > 3 X ULN, va dwaxornel 1) Ogpaneia
doxpacies, PA.

Tapaypapo 4.4).

>5 x ULN Awokonn Bepameiog

o Xounidg amdAvTog aplfuog ovdetepdeilmv (ANC)

Ye aoBeveic mov dev Eyovv TpornyovpEvas vtoPAn el oe Bepameia e TOGTMOVUAUTT, OEV GLUVIGTATOL
évapén og acdeveic pe omdrvto apdud ovdetepdeihav (ANC) wikpdtepo omd 2 x 10%/L.

Epyacmpiaxn T
(OrTapa x 109 L)

Avtyletomion

ANC > 1

Awotpnon d6omg

ANC 0,5émc 1 Awoxomn d6ong tostMlovudumnge.
Otav 0 ANC owénbei >1 x 10% L enavévapEn Oepaneiac oe d6om 4 mg/kg kot adénon
oe 8 mg/kg 6tav givar KAk KotdAANA0

ANC< 0,5 Awokomn Bepoameiog

o XounAdg aptBpuoc opomeTaAiny

Epyaomplaxnm Twun
(x0tTapo X 103/ uL)

Avtietonion

50 émg 100 Awokonn| 8001MGg TOSIALOVUAUTNG
Orav 0 ap1dpdg v orponetoriov >100 X 103 pL, enavévapén g Oeponeioc oe S6om
4 mg/kg ko avénom oe 8 mg/kg otav eivor KAvikd katdAinio

< 50 Awkonr| Oepameiog

Aobeveic ue COVID-19

H ocvvietdpevn docoroyia yia tn Oepaneio tng COVID-19 givar o epdmaé evooeAiépia €yyvon 8
mg/kg copotikov fapovg ddpkelag 60 Aemtdv o€ acbeveic Tov Aapupdvovy GueTHATIKA
KOPTIKOGTEPOELON Kol XPEELOVTOL GUUTANPOUATIKO 0ELYOVO 1] UNYOVIKO 0EPIGUY, PBA. Tapdypaeo 5.1.
Edv ta khvikd onpeio 1 oopmtopate exidevobovy 1 dev BeltiobBolv petd v npotn 660, propei
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va yopnynOei pio emmAéov £yyvon toctmlovudunng 8 mg/kg. To didotnua petad Tmv 6o eyydoeny
TPEMEL vaL €IVl TOLAGYLOTOV 8 MPEC.

INa dropa tv onoimv 10 couatikd Papog ivar peyarivtepo amd 100 kg, dev cuviotmdvtol 60GELG TOL
vrepPaivovv ta 800 mg avd Eyyvon (PA. Tapdypapo 5.2).

H yopniynon tociiilovpdunng dev ovvietdtor o€ acheveig pe COVID-19 mov €yovv omotadnmote amod
TIC AKOAOVOEC EPYUOTNPLOKES OVMUOMEC:

Eidoc epyaotnplakot eAEyyov Epyoompioxn tiun Avtiuetomion
Hrotucod évlopo >10 x ULN H yopfiynon tocumlovpdunng
Andivtog ap1iudg <1x10°/L dev cuvictéron
OVOETEPOPIA®V
Ap1Opdc apometaiicov <50 x 10% /uL

2ovopouo amelevbipwone kotrapokivarv (CRS) (evidikes kol ma1dlatpikor)

H ocvvictodpevn dosoloyia yia ) Bepomeioa CRS mov yopnyeitor wg evoopiéPia £yyvon duapketog 60
Aemtov givar 8 mg/kg o acbeveic Papovg peyolvtepov 1 icov pe 30 kg 1 12 mg/kg oe acbeveic
Bapovg katm tov 30 kg. H tociulovpdaunn propei va yopnynbei pévo tov 1 6€ GUVOLOGUO LE
KOPTIKOGTEPOELDN.

Edv dev eppaviotel kKAvikn PeAtioon ota onpeia kot ta copntopata tov CRS petd v npotn 660,
umopel va yopnynBovv €wg kan 3 emmhéov 60celg ToctAfovpdaunnc. To didotnua HETAED SladoyIKmdV
d0cemV mpémel va, givatl TovAdyiotov 8 mpec. Adoelc mov vrepPaivouy ta 800 mg avd Eyyvon dev
cuvict@vtal o€ acbeveig ue CRS.

AocBeveic pe coPfapod 1 anetintuco yuo ) {on CRS €yovv cuyvd kuttaporevio 1 ovénuévn ALT 7
AST Aoym g vrokeipevng kakonelag, Tponynbeicag ynuetodepaneiog KaTaoTPOPNS TOV

Aeppoxvttdpovi tov CRS.

Ewwoi mAinbuvcpuoi

Hlawuévor
Agv amotteitol Tpocopproyn g 600mG o€ NAKIOUEVOLG acbeveig > 65 eTmv.

Negpikn dvolertovpyio

Agv amotteitol Tpocoppoyn g 60omg oe aobeveig pe fmia veppikn duciettovpyia. H
ToctMfovpaunn oev €xet peretn0el og acbeveig pe pétpla Emg cofapn veppikn duoiettovpyia (BA.
mapaypaeo 5.2). H veppikn Asttovpyia Tpémetl va mapakorovbdeitol 6tevd o€ auTtong ToVg acbeveic.

Hrartikn dvalertovpyio
H tootuovpdunn dev éxel peketn el oe aobeveig pe nratikn duciettovpyia. Eropévag, dev pmopovv
va. YiVOuV GUGTAGELS Yo TN dO0M.

Houdrazpikoi wAnBoouor.

Aaobeveic ue cvotnuaticy NIA:

H ocvvietdpevn docoroyia o acbeveic nAikiog dve tomv 2 etdv sivol 8 mg/kg pa eopd kabe 2
efdoudoeg og acheveic pe copatikd Papog peyorvtepo M ico pe 30 kg 1 12 mg/kg pia popd kébe 2
efdoudoeg oe acheveic pe copatikd Bapog pikpdtepo tv 30 kg. H 660m mpénet va vroroyileTon pe
Bdon to copatikd Bdpog Tov acbevr| oe KaOe yoprynon. Metafolr g d6ong tpénet va PacileTon
uovo og pia otabepr| peTaforn] Tov couaTikKov BApovs Tov achevi) e TO YPOVO.



H aoc@dieia kot amotehesLaTIKOTNTO TOL EVOOPAERLOV TOGIAMLOVUAUTNG G€ Tondld NAIKiag KATM TV
2 gtv ogv €xel akopa tekunplodei. Ta ent Tov TapodvTog drubécia dedopéva TEPLYPAPOVTOL GTIC
mapoypapovg 4.8, 5.1 kai 5.2, aAld dev pmopei va yivel G0GTOOT OVOPOPIKE LE T d0c0A0Yia.

AlokoTéC TG 000N G TNG TOSIMEOVUAUTNG e€0TiOG 1) PUCIOAOYIK®Y EPYACTNPLUK®Y TIULMV
ouVIoTOVTOL 6€ aoBevels pe ovotnuatik NIA 6mwg eaivetal 6Tovg mapakdtm mivakes. EQocov
KpIVETOL OKOTHO, 1] OOGT TNG TAVTOYPOVA XOp1YoUHEVNG MTX Ko/ GAA®V QOPUOKEVTIKOV
TPOTIOVTOV TPEMEL VAL TPoTomonOel 1] Vol S1aKOoTEL Kot 1 YopnyNon e 606G ToGTAMOVUAUT VO,
dwokonet £m¢ 6tov a&lorloyndei n Khvikn katdotaot. Kabdg vrdpyovv moAhég cuvOnkeg
GLVVOCTPOTNTAG TOV UTOPEL VO EMNPEAGOVV TIG EPYUCTNPLOKES THES 6T cvothpatiky NIA, 1
ATOPUOT) VO OLOKOTEL 1] YopNYN oM TocMLoVUAUTY EE0NTING LG 1) PUGIOAOYIKNG EPYOCTNPLOKNG
Tung Oa wpénet va, faciletor og wTpikn agloAdynon tov kKabe acOevn atopukd.

o Mn QUGIOAOYIKEG TIHES NTATIK®Y VDUV

Epyaomplaxn Avtyetmmion
Tym
> 1 éwg Tpomomoinon d6omg g cvyyopnyovuevng MTX epdcov kpiveton oKOTILO
3 X Avtepn
duc1oLoyIKN INa gppévovoeg avénoelg o€ avTd T0 Op1o, dtakomy TOGIALOVUAUTNG £
(ULN) OTOVL 1 apvoTpavoPepaon g aiavivng (ALT) 1 n aoraptikn

apwvotpavogepdon (AST) ouaromomBodv

>3 éwc 5 X ULN | Tpomomoinon d6ong ¢ ovyyopnyovuevne MTX gpocov kpivetal 6koOmTipo

Awxomn d6o1g toctafovpdunng péxpt < 3 X ULN kot vo axoiovdnbodv ot
mopandve cvotdcelg ywo > 1 éwog 3 X ULN

>5x ULN Awokom TG To6TMOVUAUTNGS

H andéeaon va diaxonei 1) Oepaneia ot cvotnpatik NIA e€aitiog puog pn
(PLGLOAOYIKNG EPYOCTNPLOKNG TIUNG TpEneL va Paciletol o€ TPk
a&loddynon tov kdbe achev) aTOUIKA.

o XoaunAdg améivTog apBpog ovdetepopilmv (ANC)

Epyaotpioxn AvtiueTmnion

Tym
(xOtTopa x 109/L)

ANC >1 Awtipnon d6ong

ANC 0,5 ¢ém¢ 1 Awxorh 866ng TOGIMEOVUAUTNG
Otav 0 ANC ovénfei >1 % 10% | emavévapén TootMEOVUAUTNG

ANC < 0,5 Awxom ToctMlovudumng

H andépaon va diaxonei 1) Oepaneia ot cvotnpatik NIA e€aitiog puog pn
(PLGLOAOYIKNG EPYOCTNPLOKNG TIUNG TpEmeL va Paciletol o€ 1TpiKn
a&loddynon tov kdbe achev) ATOUIKA.




o Xaunidc apBudc apomeToriov

Epyaomplaxn Avtiuetmnion
Tym
(xotTopo X 103/
uL)
50 émg 100 Tpomomoinom d6omg g cuyyopnyoduevng MTX epdcov kpivetan oKOTIO

Atoxonn 360G TOGIMEOVUAUTNG

Otav 0 ap1dpdg tov aponetoiiov awéndel >100 X 10% L, emavévapén g
Oepameiog

< 50 Awxorr ToctM{ovpdpumng

H amdégoon va dwokonei ) Oepaneio 6t cvotnpatikn NIA egartiog pog pn
(PULGLOAOYIKNG EPYOCTNPLOKNG TIUNG TPENeL va Paciletol o€ 1Tpikn
a&loAoynomn Tov Kabe acbevi aToUIKd.

Agv vdpyovy emapkn KAVIKE dedopéva yia va ekTiunBei n enidpaocmn g peiwong g d6omg g
toctMlovpudunng og acbeveic pe cvotnuotiki NIA mov £x0vv TAPOLGLAGEL U1 PUGIOAOYIKEG
EPYACTNPLOKES TUUEC.

Ta da0écuo dedopéva VITOONAGVOLY OTL KAVIKT PeAtioon Topatnpeitol evioc 6 BSoUAd®V amd TNV
évapén g Bepamneiag pe toolovpaunn. H cvveyilopevn Oepaneio npénel va emaveéetaleton pe
mpocoyn o€ évav acBevi| mov dev Tapovotdlel Pedtioon evtog TG XPOVIKNIG AVTNG SLAPKELNG.

AocOeveig ue molvopbOpixn NIA

H ocvvietdpevn docoloyia o acbeveig niikiog dvo tov 2 etdv givor 8 mg/kg pio popd ke 4
efdoudoeg oe acheveic pe copatikd Papog ueyorvtepo M ico pe 30 kg 1 10 mg/kg pia popd kade 4
efdopdoeg og acheveic pe copatikd Papog pikpdtepo tv 30 kg. H 660m mpénet va vroroyileTon pe
Baon to copotikd Bapog tov acbevn oe kdOe yopnynon. H petafoin e doong Oa npénet va
Baciletar povo o o otabepn petafoin Tov copotikod Bapovg Tov acbevn Ue To xpovo.

H acpdlelo kot anoteleopatikdTTa TG eVOOPAEPLOG TOGTALOVUAUTNG G TOdLd NAKING KAT® TV 2
eTMV degv &rovv axopa tekunplobel. Ta eni Tov TapovTog S1BEcIN dESOUEVE TEPTYPAPOVTUL OTIC
Topoypapovg 4.8, 5.1 kai 5.2, aAld dev umopei va yivel GOGTOOT| GYETIKA LE TH 60G0A0Yia.

AloKoTEG TG 006ME TNG TOGIAMLOVUGUTTNG Y10 TIG AKOAOVOEC U1 PUGLOAOYIKEG EPYUCTNPLOKEG TUUEG
ouvietovTol og aobeveig pe morlvapdpikn NIA dnwc eaiverol otovg Tapakdtm wivakes. Epdcov
KpiveTol oKOmo, 1 060N NG TAVTOYPOVA Yopnyovuevng pebotpedtng (MTX) kavn Tov GAAw@v
(QOPUOKEVTIKAV TTPoidvTmV Ba Tpémel va TpomomomBei 1] va dtaomel Ko 1 yopnynon g doong
toctMfovpaunn Oa mpémet va, dakomel £mg 6Tov agloloyndei n Khvikn katdotoor. Kabdg vrapyovv
TOALEG CLVONKES GLYVOGTPOTNTOG TOV UTOPEL VAL EMNPEAGOVV TIG EPYASTNPLUKES TIHEG OTNV
nmoivopBpk| NIA, n amd@aocn va dlakomel 1 yopnynomn tostilovpdunn egartiog pog pn
(QVOIO0AOYIKNG EpYOoTNPLOKnG TIUAG Ba pémet vo Paciletan o€ wtptkn a&loldynon Tov kabe achevn
OTOMIKA.



Mn @UG1IOAOYIKES TIUEG NTOTIKAOY ViDLV

Epyaompioxn tiun Avtyletomion

> 1 émg Tpomomoinon d6ong g cvyyopnyovuevng MTX epdcov kpivetal GKOTIO

3 X Avotepn , , o , , ,
DVGLOAOYIKT T eppévovoeg avénoelg oe owtd 10 0plo, SLoKOMH TOGIMIOVUAUTNG £mG
(ULN) 0tov 1M ouwvotpavoeepdon g oiavivng (ALT) m  acmaptiky

apwvotpavoeepdon (AST) opadomoinBovyv.

>3 éwg 5 X ULN

Tpomomoinon d6ong g cvyyopnyovuevng MTX epdcov kpivetal GKOTIO

Awkom d6ong toctlovuaunng péypt < 3 X ULN kot vo akoiovOnbovv ot
TOPUTAV® GVoTdoelg yuo > 1 éog 3 X ULN

>5x ULN

Awoxony TOGTMEOVUAUTNG.

H andeaon va diaxomel 1 Oepaneio oty moivapOpikn NIA eartiog pog pun
QULCLOAOYIKNG epyooTnplokng Twne 0o mpémel va Poaciletar oe woTpikn
a&loAdynon tov kdbe achev) ATOUIKA.

o XoaunAdg amdrivTog apBpog ovdetepopilmv (ANC)

Epyacmploxn tyun
(x0ttapa x10% L)

Avtiuetmmnion

ANC >1 Awtipnon d6ong
ANC 0,5 éog 1 Awoxorh 36omng TOGIUMIOVUAUTNG

Otav 0 ANC avéndei >1 x 109 1 enovévapén g Oepameiog
ANC<0,5 Awoxomi; TOGIMEOVUAUTNG

H ondeaon va drokonei 1 Ogpaneio oty moAvappikn NIA e€antiog pog pn
(PUGLOAOYIKNG  EPYUOTNPOKNG TWAG 7pénet vo Poaciletor o€  10TPIKy
a&loldynon Tov kdbe acOeV OTOUIKA.




o Xaunidc apBudc apomeToriov

Epyaomploxni Ty Avtiuetmnion
(x0tTapo X 103/uL)

50 éw¢ 100 Tpomonoinon g 660mg TG cvyyopnyovuevng MTX epdcov kpivetal GKOTILO
Awoxomn 360G TOGIAMEOVUAUTNG

Otav 0 apdudc towv oporetariov avéndel >100 X 10%/uL emavévopEn g
Bepameiog

<50 Awxor] Toc1MEOVUAUTNG

H andégoon va diaxonei 1 Oepaneia oty modlvopBpikiy NIA e€attiog pog pn
(QUOCIOAOYIKNG  EPYOOTNPLOKNG TYNG 7pémel va  Poaciletor o  woTpikn
a&loAoynon Tov Kabe 0oOev ATOUIKA.

H peiowon g d60omg ¢ toctMlovudunng eEattiog Ui QUOIOAOYIKMV EPYOCTNPLOKMV TIUMV OgV £XEL
peretnOei o acbeveig pe moAvapBpikr) NIA.

Ta Sa0éoa dedopéva vVTodNAGVOLY OTL KAVIKY| BeAdtioon Tapatnpeital eviog 12 efdouddmv and
mv évapén g Bepomeiag pe tostmlovpdunn. H cuvéyion g Bepaneiog mpénet va emoveEetaletan
Le Tpocoyn o€ évav acbevn Tov dev Topovctalel BedTimon evidg TG XPOVIKNG AVTNG SLAPKELNS.

CRS

H toocuovpdaunn propet va ypnoiporondel o modrotpucods aobeveig (MAkiog 2 eTdv Kot Gvo) e
v 1010 docoroyia OTmG Kol aTovug eviaikeg o CRS. BAéme mapdypagpo 4.2 Aocoroyio Kot TpOTOG
YOPNYNONG, VIOTAPAYPAPOG ZVVIPOLO amerevBépmong kKuttopokvav (CRS) (eviiikeg kot
TOLOLATPUKOT).

Tpdroc yopynong

Metd Vv apaimoT], avTd TO PUPUAKELTIKO TPOTOV ypetdletal vo yopnyeital og evooeAEfia Eyyvon
duapketog 1 dpag. Eqv epoaviotodv onueio Kot COUTTOUOTO 0vTiIdpaong oxeTOUEVNC e TNV &YYo,
N €yyvon Ba mpémel va emPpadvviel 1 vo oTapaTAoEL Kal va xopnynoel apéowg KoTtdAANAO
(QOPUOKEVTIKO TTPOTOV/ VTOGTNPIKTIKN GpovTida (PA. mapdypaeo 4.4).

Adobeveic ue psvuatoeion aplpitido, 0o0eveic ue ovotnuatiky veavikiy 1010modn aplpitido, acbsveic e
rolvapBpikn veavikn 1010mobn aplpitida, acbeveic ue CRS kar aobeveis ue COVID-19 > 30 kg

AvT0 TO POPUAKEVTIKO TPOTOV TPETEL VO OPUIDVETOL o€ TeEAMKO 0yKko 100 mLpe amooteipmpévo, un
TVPETOYOVO EVESTLUO dladvpa yAwplovyov vatpiov 9 mg/mL (0,9%) 1 4,5 mg/mL (0,45 %) pe yxprion
AOMTTNG TEYVIKNC.

Mo 001yiec GYETIKA UE TNV 0pOi®GCT) TOV QOPLOKEVTIKOD TPOTOVTOG TPV atd TN yopnynon PA.
Topaypopo 6.6.

Aaobeveic ue ovotnuaticy veovikn 101owaldy oplpitida, aobeveic ue rolvaplpixn veavikn 1d1omadn
apBpitida ko1 acbeveic ue CRS < 30 kg

AVTO TO POPUAKEVTIKO TPOIOV TPETEL VAL APULDVETOL € TEAMKO Oyko 50 mL pe anootepopévo, pn
TVPETOYOVO EVESLUO dLdAvpa yAwptovyov vatpiov 9 mg/mL (0,9%) 1 4,5 mg/mL (0,45 %)
YPNOLOTOIDVTAG GOTTTTN TEXVIKY.



[Ma odnyiec oyeTiKd pe TV 0paimson TOL EAPLUKEVTIKOD TPOIOVTOC TPV amd T XOp1ynon, PA.
Tapaypapo 6.6.

4.3 Avtevosieg

YnepevaioOnoio otn SpacTikn ovcio 1 6€ KAmolo omd o £KS0Y0 TOL OVAPEPOVTAL GTNV
napdypoeo 6.1.

Evepyéc, coPapég Aowméeig pe e€aipeon v COVID-19 (BA. mapdypogo 4.4).
4.4 E101kég TPOELOOTOUM|GELS KON TPOPVAAEELS KATA T YP1]ON

Iyyniacipuétnta

[pokeévov va Pektiwbel 1 yrvnAlootldtta TV PLOA0YIKGV QOPLOKEVTIKOV TPOTOVT®YV, B0 Tpénet
VO, KOTOYPAQETOL LLE COPNVELD 1] EUTOPTKT] OVOLOGTO Kal 0 aplBUog TaPTIONG TOL YOPYOVLEVOL
TPOIOVTOC GTOV PAKELO TOV 0GOEVOVG.

AoBeveic ue PA, moivopOpikn NIA kot cvotnuatikn NIA

Aowawéerg

"Exovv avaeepbei coPapéc Ko opiopéves popéc AolumEelg pe Bavatneopa ékPacn oe acbeveic mov
AQUBAVOLY OVOCOKOTAGTUATIKOVG TOPAYOVTIEG GUUTEPIAAUPBAVOLEVOL TNG TOSTMIOLUAUTNG (BA.
mopdypapo 4.8). H aywyn dev npénet va apyilel o€ acbeveig e evepyég Aoywméerg (BA. mapdypapo
4.3). Edv évag acBevig avamtdéel coPapn Aoipmén, n xopnynon g toctovpaunng 0o mpénet va
dwakomel uéypt va ereyydei n Aoipwén tov (BA. mapdypago 4.8). O emayyeipoticc vysiog Oo tpémet va
€€etalovy TPOGEKTIKA TO EVOEXOUEVO YOPTYNONC CLTOD TOV PUPUAKEVTIKOD TPOiOVTOG o€ 0o0eveig e
1GTOPIKO AOUMEEDV TTOL VTOTPOTLALOVY 1] YPOVIOV AOUMEEDV 1| LUE VITOKEIUEVEG VOGOUG (TL.Y.
EKKOATIOUOTITION, O10fn TG Kot Stipesn Tvevpovondoeia), ol 0moieg EVOEYETAL VO TPOKOAODY GTOVG
acOeveic Tpodidbeon yio AoumEelc.

YuvioTtdtol 1 naypOmTvnon Yo Ty £yKoipn didyvoon coPapng Aoipméng o acbeveig mov Aappdavoovv
Broloyikég Bepomeieg, dedouEvov OTL ToL oMUEiD KOL TO GLUTTOUATO TG 0&Eing PAEYUOVIG EVOEXETOL
va glval HEIUEVA, AOY® KOTOOTOANG TG avTidopaong o&giag pdomng. Ot emdpdoelc g
tootMbovpdunng ot C-avidpaca tpwteivn (CRP), Ta ovdetepo@ila kot To oNEin KOl GOUTTO AT
™G Aolpméng mpénet va Aapufdvovtar vtoyn otav eéetaletan Evag acbevig yia evoeyopuevn Aoipwén.
[pénet va divovtar 0dnyiec 6ToLg 0cbeveis (oTOVG 0mOioVg GLVUTEPIAAUPBAVOVTIL 01 VEOTEPOL 0IoDEVEIG
pe cvotnpatiki NIA 1 moAvapBpikn NIA mov pmopei va givar Aydtepo kovol vo ovapépovv To
CUUTTOUOTE TOVG) Kol GTOVG YOVEIG/KNOEUOVES TV acBevmv pe cuotnuatiky NIA 1 moilvapBpuy
NIA, va enKOVOVIGOVY GUECO, LLE TOV ETAYYEAUATIO VYELOG LOALS ELPAVIGTOVY GUUTTOUATO, TTOV
VOO A®VOLV AOTHW®EN, TPOKELEVOL VO, SIUGPAAICTEL 1 dpeon a&loAdynon Kot 1 KatdAAnAn
Oepaneia.

Douartiowon(TB)

Onwg cvviotdtot Kot yio GAAe Prodoykég Oepameieg g PA, g cvomnpatikng NIA «ot g
moAvapBpikng NIA, ot acBeveic npémnel va e€etdlovrat yio Aoipmén omd AavOdvovoa TB wtpv amd v
évapén g aymyng pe tostmlovudumnn. Xtovg acbeveig pe Aavldavovoa TB pémel va yopnysitar n
kaBepopévn avipvkofaktnpiotaky| Oepaneio Tpv amd v Evapén g aymyns. YrevBopiletar otovg
GLVTAYOYPAPOLG LTPOVS 0 KIVOLVOS WYELOMG OPVITIKAOV OMOTEAEGUATMV GTN) SOKIUAGI0 SEPUOTIKNG
QLUOTIVNG KOl OTIC OLUATOAOYIKEG EEETAGELS TNG LVTEPPEPOVIG-YOLLO Y10 TN GUUATIOOT, W10iTEP GE
acBeveic o1 omoiot givar Gofapd APPOGTOL 1] OVOGOKUTEGTAUAUEVOL.

Ot acBeveic Ba Tpénet va kabodnyovvtor va avalntodv 1Tptk’] GUUBOVAN €6V Ta EVOSIKTIKA Yid T

eouatioon onueio/countdpato (.. enxipovoc Pryoc, armieia Papove, xoauniog Tupetdc)
TOPOTNPOVVTOL KOTA T OGPKELD 1] HETA TN Bepameio e AVTO TO PAPUAKEVTIKO TPOTIOV.
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Erovevepyomoinon 10yevav Loyuwewv
H enavevepyomoinon woyevav AotudEewmv (.. 10¢ nratitdag B) &xet avaeepbel oe Proloyucéc
Oepameiec yo ) PA. e chvikég dokipég pe ToctM{ovpdunn, amokieioTnkay o1 acheveig mov
dyvaoOnkav Betikol oty nratitida.

Eminlokéc e exkolnwuoritioos

[eprotatikd S1ATPNONG EKKOATMUOATOS MG EMMAOKES TG EKKOATOUATITIONG dgv Exovv avapepbel
ovyva ue tooctlovudunn o acbeveic ue PA (BA. mapdypago 4.8). Avtd t0 eoprakevTiKd Tpoidy Oa
TPETEL VO, YPTCLULOTOIEITAL [LE TTPOGOYT| G AGOEVEIS e TPONYOVUEVO 1GTOPIKO EVTEPIKOD EAKOVG 1|
exkoAmoporitidag. Ot acbeveig mov ToPoVG1ALOVY GUUTTOUATE TOV TOAVMG VITOSNAMVOLV EMTAOKEG
EKKOATIOUOTITIONG, OTMOC VOl TO KOWALOKO AAYOG, 1 apopporyic /ot ot ave&ynteg petaforéc Tmv
oLuVNOEIDY TOL EVIEPOL G GUVOLOCUO UE TLPETO TPETEL VAL ELOAOYOVVTOL GUEST YioL TNV EYKaLPN
Syvon TG EKKOATOUATITIONG, 1) omoio evOEYETHL Vo oXeTICETAL LE SLATPNOT| TOL YOOTPEVTEPIKOV
COMVA.

Avtidpdoeis vmepevoloOnoiog

"Exovv avapepBel coPapés aviidpdoeilg vriepevoictnaciog oyetilopeveg pe tnv £yyoon g
toctMlovpaumne. (BA. Tapdypago 4.8). Tétoleg avTdpaoelg pmopel va eival o £vToveg Kot Tlavov
Oovatneopec o acbeveig mov £xouv EKONAMGEL AVTIOPAGELC VITEPELAICONGIAG KOTA TN ddpKELX
TPONYOVLEVAOV EYYVCEMV OKOUT Kol av Exouv AaPetl Tpobepameia e GTEPOELON KOl OVTUGTAUIVIKA.
[pémer va givan draBéoiun 1 katdAinin Bepaneia yio dpeon ypnomn otV TEPITTOCT AVOPUAOKTIKNG
avtidpaong katd t Oepameio. Edv ekdnAwbel avapuloktikny avtidpacn 1 GAAN coPapn| ovtidpoon
vrepevarcnocioc/ cofopn avtidpaon oxeTiloOpeVN e TNV EYYVOT, 1| XOPNYNON TNG TOGUMEOV AT
TPEMEL vaL OloKOoTEL Apesa Kot 1) Oepameio vo S1okomel LOVILLL.

Evepyn nroanixn vooog kou nrotikn oveAeitovpyio,

H Bepancio pe toctlovpdaunn, waitepa 6tav yopnyeitan tantdypova pe MTX, evdéyetar va
oyetiletal pe avénon TV NTOTIKOV TPOVOUUVIoHY, ETOUEVOC, 1) Bepaneia acBevdy pe evepyn
NTATIKNY VOGO 1 NTaTIKY duGAELToVpYia Tpémel va e&etdleTon TpooekTikd (BA. Tapaypdpovg 4.2 Kot
4.8).

Hrozotolikotnro

[Mopodikég N Stodeimovoeg NIEG Kot LETPLEC BLENTELG TV NTOTIKMV TPAVSAUIVOCHV avapEpOnKoy
ouyva Le ayoyn pe tostmoopdunn (BA. mapdaypago 4.8). Hapatnpnbnke avénpévn coyvotnta tov
aLENCEMY TOV KATE T YPON SLVNTIKG NTATOTOEIKOV POPUOKEVTIKGOV TTpoioviev (.. MTX) e
GLVOLOoUO pe TostMlovpdumn. Otav evdeikvotal KAviKA, Oo tpémet vo Aapfavovtal vToyT Kot
bAheg eEetdioelc Tng nratikng Asttovpyiog cvpmeptiapfovopévng g yorepvdpivng.

YoBapn nratikny PAGPN Tov TpoKaAEiTOL ATO PAPLOKO, CUUTEPTAAUPAVOUEVNG TNG 0EETOG NIATIKNG
OVETAPKELOS, TNG NTATITIONG Kot TOL ikTEPOV, &xel mapatnpn el pe tocmlovpdumn (BA. Topdypopo
4.8). XoPapég nmartikég PAaPeg eppaviomkav petald 2 efdopddwy Kot teplosdtepo and 5 ypdvia
petd v Evapén g tocstmifovpaunncng Oepaneiog . ‘Exyovv avaeepbel mepimtdoeig nmatikng
OVETAPKELOG TTOV £YO0VV G amoTtéAecua petapdsyevon Nratog. O acbeveic mpénel va suufovievoviot
va, avalnToovy apécms aTpikn fonbeila edv eppavicovv onueia Kot GLUTTOUATO NTATIKNAG PAGENG.

H évapén g aywync o acBeveig pe avénpévn apvotpaveeepdon g aiavivng (ALT) 1§ acmaptikn
apwotpavogepdon (AST) > 1,5 x ULN 0o mpénet va e&etaleton mpocektikd. Xe acbeveig pe PA,
moAvapBpikn NIA kot cuetnuatiki NIA pe apyuen iuy ALT 1 AST > 5 x ULN, 8¢ cvviotdton n

xopnynon mg ayoyng.

Ytovg aoBeveig pue PA, moivapBpikn NIA kon cvotnuatikn NIA, ot ALT/AST npénet va
mopakolovBovvtar ke 4 pe 8 efdopadeg Tovg TPdTOVE 6 VES TG Bepameiog Kal 6T CLUVEKELD
KkéOe 12 gfdopddec. ['a GUVIGTOUEVES TPOTOTOINCELS OO GUUTEPIAAUPAVOLEVIC TNG SLOKOTTNG TNG
TootMEovpaunng pe Paon ta enineda TV Tpavoapvac®dv, PA. mapdypoaeo 4.2. o avénoeig g ALT
N g AST >3 =5 x ULN mov &yovv emBefoaiwbei amd enavorappavopeves e€etdoeic, n aywyn
TPETEL VO, OLOKOTEL.
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Arparoloyixéc oratapoyés

"Eyovv mapatnpnbei peidoeic tov aptBpon Tmv oVdETEPOPIA®Y KOl T®V OUOTETAA®V HETE TN
yopnynon 8 mg/kg toctlovudunn oe cuvdvacud pe MTX (BA. mapdypago 4.8). [TiBavov va vadpyet
avénpévog Kivovvog ovdeteponeviag o€ acbeveic Tov £xovv AGPeL TPOTYOOUEVT ay®YN e
avtaymviot tov TNF.

Y& aoBeveic mov dev €yovv AdPel mponyovuevn Bepamneia e TostMovUaUT, 1 Evapén Tng oev
ovviotdta og acOeveic pe ANC younAdtepo and 2 x 10%/L. H évapEn g ayoyng oe oc0eveic e
younAd enineda aponetariov (aptOud orponetodiov yauniotepo amd 100 x 10%/ul) npémnet va
yiveTon pe mpocoyn. Aegv cuvictdtol 1 cuveyon tng Bepaneiog oe acbeveic pe PA, molvapOpikn NIA
kot svotnuatiki] NIA mov avarntocsovv ANC <0,5 x 10%L 7 ap@uéd orpometariov < 50 x 10%/uL.

H cofapn ovdetepomevia mbavov va oyetiletal pe avénuévo kivouvo coPapdv AoUOEEDV, OV KoL OV
VIapyet EexdBopn cvoYETIon LETAED TNG LEI®MONG OVOETEPOPIAMVY KOl TNG ELPAVIOTC GORuUp®dV
AoDEEMV 08 KMVIKEG SOKIES e ToGIA oV pdumn péYPL CUEPQL.

Y1ovg aoBeveig pe PA ta ovdetepopida kot to apometdiio o mpénet va mopakorovbovvtal 4 pe 8
efdoudoeg puetd mv Evapén g Depameiog Kol 6T GUVEYELN GOUPOVO UE TNV KAOIEPOUEVT KAIVIKY
TpoakTikY. [0 cuvieTOUEVEG TpOoTOTOMGELS dOoNG e Pdomn tov ANC kot Tov aptBud opometoriov,
BA. mapdypopo 4.2.

Y1ovc acBeveig pe morlvapOpikn NIA kot Tovg acbeveig e cvotnuotikn NIA to ovdetepopila Kot To
aponetdAia Oo Tpémel va mapakorlovBohvtol 6T deVTEPN £YYXVOT KoL HETEMEITA COUPMVA LIE TNV
opOn KA TpakTikn, PA. mapdypapo 4.2.

Aimidiég mopousTpol

AvEnoelg 6Tig MmIOIKEG TAPAUETPOVS, CUUTEPIAAUBAVOLEVMVY TNG OAKNG XOANGTEPOANG, TNG XOUNATS
nmokvotntag Mmonpwteivng (LDL), tng vyning mukvotntog AMmonpateivng (HDL) kot twv
TpLyAvKepIdiV TopatnpROnkoy o acbeveic mov Ehafav aywyn pe toctlovpaunn (PA. mapdypopo
4.8). Znv mietoymoia Tov achevdv, dev vnpée avénon ToV afNpOUATIKOV SEIKTMV Kol 01 0VENCELS
NG OAKNG XOANOTEPOANG avTamokpiOnKay ot Oepameia e OVTIAMTISOUIKOVS TaPAYOVTES.

Y1ovg acbeveig pue PA, moivapOpikn NIA, cvatnuatikiy NIA 1 a&loAdynon tov Maidtkov
TOPOUETP®V TPENEL VoL Tpaypatomoteitan 4 £0¢ 8 efoopddeg petd tnv Evapén g Beponeioc. H
dwoxeipion tov acbevodv Tpénel va yIveETol GOUPOVO. LE TIG TOTIKES KAVIKES KATEVOVVINPLES YPOUUES
vl TN daxeipion ™G vVEEPAITIO LG,

Nevpoldoyikég dratapoyés

Ot ylatpol mpénel va. €ival 68 EmAypOTVICT] Y10 GUUTTOUOT TOV TOAVOS VTOINADVOLY Evapén
KEVIPIKAV AIOUVEAVAOTIKOV dtaTapay®dv. H mBavotnta epedvions Kevipikng amopveivoong pe
toctMEovpdumn givol dyvwotn eni ToL TaPOVTOG,.

Kaxonbeio

O «ivdvvog kaxonfetag elvar avénuévog o acbeveig e PA. Ta avocoTpomonomTikd gopokevTikKd
TPOTOVTO, EVOEXETAL VO, AVENGOVY TOV Kivouvo kakondetog. Ta kKAvikd dedopéva eivar averopkn yio
v a&loAdynon g mlavnig enintmong kakondetog petd and Exbeon otnv tostmlovudumn. O
paxporpdfecues aElohoynoels acedaielag Ppiokovial oe eEEMEN.

Euporiaouol

Ta eppoia amd (ovteg 1006 kot ta epfora amd eachevnuévoug LdVTEG 100G dev TPEMEL VoL
YOPNYOVVTOL GE GLVIVACUO LLE AVTO TO PAPUOKEVTIKO TPOIOV, KAOMDC 1) KAVIKT aG@AAELD OV EYEL
emPePorwbdel. e pio Toyoomomuévn SOKIUN AVoLyTNG ETEUAVENS, EVAAIKEG aobeveic pe PA vro
Oepaneio pe tootlovpdunn kot MTX ftav tkavol va avartHEovy pio 0mOTELECUATIKN AmdvVINGT, N
omoia fTav cuyKpIoLUN He TNV amdvinon TV actevav vo Bepaneio pe MTX pdvo, kot ota 600
euPoMa 1650 Tov 23-0HvaoL TOAVGAKYAPLOKOD EUPOAIOD TOL TVELHOVIOKOKKOL OGO Kol KOl TOV
euPoriov yia Tov T0&0€1dN T€TAVO. ZuvioTatal OA0L 01 acbevelg, Wiaitepa ot acbeveig e TolvapOpikn
NIA ot ot as0gveig pe cvotnuoatikiy NIA va £rovv 0AOKANPMOOEL OAEC TIC OVOGOTOGELS TOVG
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CUUPOVA LE TIG 10YVOVGEC 00N YiES YO TNV avocomoinom, Tpv T Evapén g Bepaneiag. To didotnpa
petadd tov epPolacuav pe (ovteg 100¢ kot g Evapéng e Bepameiag mpémel va eivol cOLEOVO LE
T1G 16Y00VOEG 00N Yieg TOV EUPOAAGHOD GYETIKA LE TOVG OVOCGOKOATAGTAUATIKOVS TOPEYOVTEC.

Kapdioyyerorxog kivovvog

Ot acBeveic pe PA éxovv avénpévo kivouvo epeavions KapdlayyElokmY OLoTapoy®my Kol TPETEL VoL
Yivel dayeipion TV TapayovImv KvouVoL TV aVTIETOTILOVVY (.. VTEPTUCT), VIEPATIOAULIN) MF
uépog g ovvnbovg mepiboiymngc.

2vvovaouog pe aveoywvieres TNF

Agv vrdpyet gumeipio amod T ¥pNon TS ToSIMLOVUAUTNG 6€ cLVIVAGUO pe avtayoviotég TNF 1
dAdec Proroyikéc Oepaneiec o acbeveic ue PA, acbeveic ue molvapbpikni NIA 1 acBeveic pe
ovatnuatikn NIA. Aev cuvictdrol 1 gp1ion avTod TOL EUPUOKEVTIKOD TPOIOVTOG GE GLVOVAGUO LE
GAlovg Broroykovg TapayoVTEG.

Aocbeveic ue COVID-19

e H omoteleopuatikdTNTO 00VTOD TOV PUPLOKELTIKOV TPoidvTog ot Bepancia acBevav pe COVID-
19 mov dev éyovv avénuéva emineda CRP dev £xet texunpumbet, PA. mapdypaeo 5.1.

e ATl T0 QUPUAKEVTIKO TPOTOV O€ TPEMeL va yopryeitan o€ acbeveic pe COVID-19 mov o¢
AQUBAVOUY GUGTNUATIKA KOPTIKOGTEPOELDT KaOMG pia adénon otn OvnoindTnTa dev Umopet va
OTOKAEIGTEL GE QLT TNV LOOUAdO, PA. Tapdypoeo 5.1.

Aowawéeig

Ye aoBeveic pe COVID-19, avtd to apprakentikd Tpoidv dev Oa mpémel va yopnyeitan edv o1 acOeveig
£YOVV 0TOL0ONTOTE GAAT TAWTOYPOVT GoPapn evepyn Aoiuwén. Ot emayyedpotiec vysiog 0o Tpémetl va
elvar mpocektikoi 6tav eEetdlovv T xpnomn g ToctMoVUAUTNG o€ aoOEVELS e 10TOPIKO
emovalopPavopevav 1 xpoviov AoUMEEDVY 1 PE VIToKeileves Tadnoels (T.y. EKKOATOUATITIOO,
droprTng Ko didpecn mvevpovorddeia) mov uropei va Tpodiafécovv Tovg acbeveic oe AotudEELS.

Hrarorolixomnra

O1 acBeveic mov voonievovtat pe COVID-19 pmopel va éxovv avénuéva enineda ALT 3 AST. H
TOAVOPYOVIKT OVETAPKELDL UE GLUETOYT] TOV NTATOG avoryveopileTal o¢ emtmAokn TG coPapnc
COVID-19. H andé@aon yia tn yoprynon g toctuiovudunng Oa nmpénetl va e&icopponet 1o mbavo
0peroc amd ™ Bepameio g COVID-19 évavtt tov mbovav kivdbvav g ofelog Bepameiag e
toctmlovpaumn. e acbeveig pue COVID-19 ue avénuévn ALT 1§ AST wéve arnd 10 x ULN, dev
cuviatdrol 1 yopnynon Bepameiog pe tooctmlovpdunn. Xe acOeveic pe COVID-19, n ALT/AST 0a
TPEMEL VAL TAPOKOAOVOEITOL COUPOVA E TIC IGYVOVGES TUTKEG KAMVIKEG TPOKTIKEG.

Ayoroloyixés avawuolies

Xe acBeveig ue COVID-19 nov aventoscovy ANC < 1 x 10° /L fj aptdud orponetariov < 50 x 103
/UL, n yopnynon g Bepanciog dev cvviotdtat. Ta ovdeTepdPLA Kot TO OTTETAAL Ba TPETEL VL
TOPAKOAOVOOVVTOL GOUEMVA LIE TIG 1I0YVOVGES TUTKEG KAVIKEG TPOKTIKES, PA. mopdypapo 4.2.

Iodratpukdc TAnfvopude

AcBeveic ue ovornuotikn NIA

To cuvdpouo evepyomoinong twv paxpopaymv (MAS) eivar pia coPapr] ameidntikn yio ) o1
dlatapoyn mov propel va eppavicdel oe acbeveic pe cvotnuotiky NIA. Xe khvikéc dokipéc,
toctMlovpdunn oev €xetl pedetn0el oe aobevelc katd ™ dudpkela evog emelcodion evepyod GuVOPOLLOV
EVEPYOTOGNG TOV LAKPOPAY®V.

"Exdoya pe yvootn dpdon

THoiveopPixo 80 (E 433)

Kd&be proridro 80 mg mepiéyet 2,0 mg morlvcopfikov 80.
Kdabe praridro 200 mg mepiéyet 5,0 mg molvcopPucon 80.
Kdabe proridro 400 mg mepiéyet 10,0 mg morlvcopPikov 80.

13



Toa moAlvcopPikd pmwopei va mpokariésovy adlepykés avTdpacelc. O acBevelc e aAlepyia ota
ToAVGOopPKA dev Bo TPETEL VO TAUPVOLV 0VTO TO PAPLLOKO.

45  Allemopdaosic pe GALO QUPPOKEVTIKA TPOIOVTE Ko GAheg pop@Eéc aiiniemiopacng
Aokipég arlnAenidpaong £xovv de&oyOel LoVo o€ EVIMKEC.

H towtoypovn xopriiynon wog epdmaé doong 10 mg/kg tootlovpdaunn pe 10-25 mg MTX pia popd.
™V gPfoopdda dev glye KAVIKA onpavtikny exidpacn otny ékbeon ot uebotpe&arn.

Ot avaivoelg appokoKvnTikig TANfuc ot dev £dei&av omoladnmote enidpaor g MTX, un MEZAD
1 KOPTIKOGTEPOELWODV GtV KaOapon ¢ ToctMLoVUAUTNG.

H éxopaon tov nratikov eviipov CYP450 kataotéAieton omd Tig Kutokives, Ommg ivor 1 IL-6, ot
omoieg dieyeipovv ) xpovio pAeyuovn. Zovenmg n Ekppact Tov CYP450 evdéyetar vo avtioTpapel pe
v évapén 1oyxvpng Bepameiog avaoToANg KuToKIVMY, OTm¢ ival 1 TOSIALOVUAUT.

Aokuéc in Vitro o kaAMépyeieg avOpdTvov nratokutTapmy £6e1&ay 0t 1 IL-6 mpokadel peimon g
éxppaong tov eviopov CYP1A2, CYP2C9, CYP2C19 ko1 CYP3A4. tocilovpdpmnn oporomotel tnv
EKQPOOT QLTAOV TV EVEOUMV.

e o, dokiun og aobeveig pe peupotoeldn apbpitida, Ta enineda ouPfactativng (CYP3A4)
pembnkay xatd 57 % po efdopdda petd and epdmas 601 T0GIMEOVUALTT, GE EMITESO TAPOUOLO 1
eAdoTo LYNAOTEPO OO AVTO TOL TTaPATPNONKE OE VY dToua.

Kotd v évapén 1 ) diaxonn tng Oepameiog pe tostmlovudunn, ot acheveig mov Aaupdavoovy
QOPUOKEVTIKE TPoTovTa Tov puBpilovtal eatopkevpéva kot petaforilovtar péom twv eviopmv
CYP450 3A4, 1A2 1 2C9 (m.y. uebBuinpedviCorlovn, deapebalovn, (pe v mbavotnta GuvopoLov
OTEPNONC Y10 T 0O GTOUATOG YAVKOKOPTIKOELDT), ATopPacTtativ, avacToAElg S10vAmv aoPeoTiov,
BeouArivn, Bapeapivn, phenprocoumon, pawvtoivy, kukdoomopivn 1 Beviodialemiveg) Tpémet va
mapaKolovBovvtan yloti evogyeTan va amotteitan avEnomn Twv dOGE®V Yia T daTpnon TS
Oepamentikng opaong. Aedouévng tng peyding drdpretog nuLmng amooAng (tie), | exidpacn e
toctMlovpudunng ot dpactnpidtnTa ToL evibpov CYP450 evdéyetal va cuveyIoTEL Yio apKETEG
efdoudodeg puetd T drokonn g Bepaneiog.

4.6 Tovipétnra, kKOO Kot yorovyio
IMuvaikeg o€ ovamapay®yikn nAkio,

IMuvaikeg og avamapaymyikn nAkio Bo TpEmel vo ¥pNGIYLOTOLOVV OTOTEAECUATIKY OVTIGUAAN YT KATA
TN SLapKELn Kot Yo péypt ko 3 punveg petd t Oepameio.

Kdbnon

Agv vdpyovy emapkn ototyeia amd T XpNon ¢ TosMLoV AU o€ EyKveg Yuvaikes. Mia SOk o€
Loa £de1&e avénuévo kivouvo avtopatng arofoing eufpuikov Bavatov oe vynin d6on (PA.
mapaypaeo 5.3). O evdeyduevog Kivouvog yia tov avOpmmo ival dyvmoTtog.

To Avtozma dev Tpémel va pNCLUOTOLEITOL KOTA TN SIGPKELN TNG EYKVUOGVVNG EKTOG €AV €ivol GOPAOC
amopaitnTo.

OnAaopuog
Eival dyvooto edv n tostmlovpdunn anekkpiverol oto avOpamivo yaia. H anékkpion tng

toctMlovuaunNG 010 YdAa dev Exel peretn et oe Cma. Oa mpémet vo Anedel pia andacn oyeTikd pe
TN 810K07N TNG YoAOLYiG 1} TN dtakomn/amoyn and v Oepameio e To Avtozma Aappdvovtag vaoymn
T0 6QEAOG TG YOAOLYIOG Y10, TO TTondi Kol To OPEAOG TG Bepameiog Yo Tn yuvaika.

Fovomra
Ta SaBéoya un KAVIKG dedopéva dev LITOSEIKVOOLY ETOPOCT OTN YOVIUOTNTA KOTd Tn Ogpameio pe
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ToctMlovpaun.
4.7 Emdpacelg 6Ty tkavoTTo 001]YN61S KO XEPIGROD P UVI|LATOV

H toctmilovpdumn €xet pukpn enidopacn oty IKOvVOTNTO 001 YNONG KO YEIPIGHOD HIYOVILATOV, T.Y.
6 (BA. mopdypogo 4.8).

4.8  AvemOOunTteg evépyeleg

20VoYN TOV TPOPIA 0GOAAELNC

PA, ovorquotikn NIA, rolvopOpixn NIA koar CRS
O1 o ocvyva avapepopeveg avemBOunTeg EVEPYEIES >Etvarl AOUMEELS TOL AVATEPOL OVATVEVGTIKOD
GULGTNLLOTOG, PIVOPAPLYYITIdN, KEPaAoAyia, VTEpTacT Kot ovénuévn ALT.

O1 o coPapég avemBOUNTEG eVEPYELEC NTAV Ol COPAPES AOTUDEELS, O ETTAOKEG TNG
EKKOATIOUOTITIONG KOl 0L avTIOpAcEIS VITEpELOITONGiag.

COVID-19
O1 o cuyvd avapepOLEVES AVETIBVUNTEG EVEPYELEG = NTOV AVENULEVEG NITATIKEG TPOVOAUIVACEG,
SVoKOIMOTNTO KOt OVPOAOTH®E.

Katdioyog avemBountwv evepyeidv e Tnv HOpen mivako

Ot avemBOunTec evépyeteg amd KAVIKEG OOKIUEG KoM amd eumelpio omoktndeica petd tnv
Kukhopopia T TostALoVUAUTNG TNV ayopd, BACEL aWBOPUNTOV AVOPOPDV TEPICTATIKAOV,
BBAOYPAPIKGV TEPIGTATIKDOV KOl TEPIGTOTIKMV OO TPOYPALLLATO LT TOPEUPOTIKMOY SOKIUDV,
mopotifevtar otov Iivaxa 1 kot otov [ivoka 2 kot wapovoidlovral ava KaTnyopio opyavikoy
ovotiuatoc (SOC) MedDRA. H avtiotoyn kotnyopio cuyxvotntag yio ke avemBountn evépyeia
Baciletor oy axodAovdn cdpfacn: mord cvyvég (>1/10), cuyvég (=1/100 £mg <1/10), Oyt cuyvég
(>1/1.000 é¢mg <1/100), omdvieg (>1/10.000 £wg <1/1.000), moAd ordvieg (<1/10.000) Kot pn yvootg
ouyvotNnTag (dev pmopovdv va extiunBovv pe Baon ta dwbéoipa dedopéva). Evog ke katnyopiog
GLYVOTNTOC EUPAVIOTG, Ol aveTIOOUNTEG eVEPYELEG TTopatifevTal katd @Oivovsa celpd cofapdtnrac.

Aaobeveic ue PA
™G TOGIALOVULAUTING
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Hivakog 1. Aioto, twv avemBountwy evepysimv mov Topovalaothkay o aobevelc ue PA wov Aoufovoy
roaiiilovucuny w¢ povobeporeio 1§ oe covovaouo ue MTX n ailo. DMARDs oth oimAd topin
eleyyouevn mepiodo 1 ue Paon sumeipio, omoktnOeion UETA THY KOKAOPOPIO, TOV TPOIOVTOS

VEPPDOV KO TOV
0VPOPOPWV 00DV

Katnyopia/ LUYVOTITES KOTIYOPLAOV IE TOVS TPOTIUMUEVOVS OPOVg
opyoviké-cvotnua | IloAd cuyvig Xoyvég Oy ovyvég Xrdvieg IIoAd omawvieg
(SOC) kata
MedDRA
AomEeig kot Aoyméeig tov | Kvtrapitida, ExkoAnoportit
TOPAUCITAOCELS avVATEPOV [Tvevpovia, 100
avamveLoTIKOD | ATAOG
GLOTIHLLOTOG GTOLLOTIKOG
épmng,
‘Epmntag
Cwotipag
Awtapayég Tov Agvkomevia,
aipatog Kot Tov Ovdetepomevia
AEUPLKOD .
GUOGTALLOTOG Ynoivodoyova
wia
Awtapoyég Tov Avagpuia&io
OVOGOTOUNTIKOV (Oavatneopa)t
GUGTIUOTOC 28
Evdoxpvikég Ymobvpeoeidio
Srataporyég uog
Mertafoiucég kot Yrepyoinotep Yreptpryhvke
STPOPIKES o-Aapio* pdapio
Srataporyég
Awtapoyég Tov Keparadyia,
VELPLKOD Z6én
GUGTAUOTOG
Awtapayég Tov Emumepukitida
0BoApon
Ayyelokég Ynéptaon
SwTopoyés
AvamvevoTikéc, Bjyoc,
Bopakicég Avornvoln
SoTopoyEg Kot
SwToporyég
pecobwpakion
Tootpevtepucég Kot\okd Zrouartitido,
STopoyég &Ayoc, Taotpkod
E&éhkwon tov | éhkog
GTOLOTOC,
Tootpitida
Hrotoyohkég Enayopevn Hrotw)
Swatapoyés ond EApLAKO OLVETOPKELOL
NTOTIKT
pAGPN,
Hrortitida,
Tkrepog
Awtapoyég Tov E&dvOnua, XHvopopo
S€PUOTOG KOl TOV Kvnouoc, Stevens-
V0dOPIOV 16TOV Kvidwon Johnson®
Awrtapoyés tov Neppolbioon

16




Katyopia/ LUYVOTITES KOTIYOPLAOV IE TOVS TPOTLUMUEVOVS OPOVg
opyoviké-cvotnua | Ilodv cuyvig Xoyvég Oy ovyvég Xrdvieg IToAd omawvieg
(SOC) kata
MedDRA
Tevicég drataparyég [eprpepikd
KOl KOTOOGTAGELS oidnua,
ot 0éon AvTtidpboeig
XopNyNong Ynepevoiobno
tog
Alepeuvioelg Avénpéveg
NTATIKES
TPOUVOOUVACES
, AvEnuévo
Bapog,
Avénuévn
OAIKN
xorepvBpivn*

*Zoumepiiopfaver aviioelc mov cvALéyoviar wg uépog e auviifoug pyactiploxig maparolotdnong (BLémw to mapoxdtm

KEUEVO).

1BA. Hopdypagpo 4.3

2B). Hapdypapo 4.4

SAvti n avemObunty evépyeia eviomiotnke uéow maparxolodOnong uetd v kKvkiopopio, Tov papudkov, ailé dev
roparnpnOnke oc eAeyyoueves Klivikég doxués. H katyopio ovyvotntog extyuninke wg 1o avadTepo 6pio 100 S100THUaTOS
eumiatoovvys 95 % mov vroloyictike ue faon tov ovoliko apllué twv aobevdy mov ekTEBnKay aTHY TOGIMEOVUANTT 8
KAMvikég dokipéc.

Aaobeveic ue COVID-19

H a&ohdynon g aopdieing e TootMOVUAUTNGPOPLOKEVTIKOD TPpoidvTog oty COVID-19
Baciotnke o€ 3 TLYOIOTOMNUEVES, OITAG TVPAEC, EAEYYOUEVES LLE EIKOVIKO PAPLOKO SOKLUES (AOKIUEG
ML42528, WA42380 kot WA42511). Zvvorkd 974 acBeveic ektédnkav otnv tooctM{ovpaunn o
aTég Tig dokpég. H ouiloyn dedopévav acpaleiog and Ty RECOVERY ftav meplopiopévn kot dev
TOPOVGLALETAL EOO.

O1 ax6Aov0eg avemBOUNTES EVEPYELEC, TOL TAPOVOIALOVTOL KOTA KOTYOPIEG OPYOVIKOD GUGTHUATOG

(SOC) MedDRA acrov [livaxa 2, £xovv kpBei amd cupPdvia Tov cuvéPnoav g TovAdyetov 3 % TV

acOevav mov dafav Oepameia pe TOGIALOVUAUTN Kot TTLo oLy VE arnd 0,71 6€ acbeveic mov Elafav

EIKOVIKO QAPUAKO OTOV GUYKEVTIPMTIKO, AEIOAOYNGIHO MG TPOS TNV AGPAAELL, TANOLGHO and TIg

KAwvikég Aokipég ML42528, WA42380 ko WA42511.

ITivaxag 2. Aiota avemBountwy evepyerdv' mov mpoadiopiotnkoy amé T0v GOYKEVIPWTIKS, 010409 0110
WS TPOS TNV aoPadlela, TANGVOUO OO TIC KAIVIKES OOKIES THG TOGIAILOVUGUTTHG OE
acbBeveic ue COVID-19?

Katnyopia/ opyoviké cvstnpa (SOC) katd | IMpotipdpevor Opor kKo cuyvoTnTo.

MedDRA Xoyvég
AOUDEELS KOl TOPOCITOCELG Ovporoipmén
Metafolkég Kot S1aTpopikés SLotapoyég YmokoaAtaipiol

Yoylatpikég datapoyég Avyyoc, Avmvia

Ayyelakég dtatopayss Ynéptoon

Taotpeviepikég datapoyés Avokootnta, Adppoia, Navtia

Hrotoyolkég droTapoayég AvENUEVES NIOTIKEC TPOVOOUIVACEG
1 OvaoOeveic mpoouetpdvior pia @opd yio kéde kornyopio aveEdptnta amd Tov apldud Tmv avidploenv
2 TepuapBbver afloloynpévec oviidploelc mov avapépdnkay otig Aokiuéc WA42511, WA42380 kor ML42528

AocOeveic ue ovarnuotirny NIA kor molvopBpixy NIA

Ot avemBOuntec avtdpdoelg o€ acbeveig Le cuoTnraTIK) veaviKn 1tomadn apbpitida Kot
molvapBpikn veaviky dtomadr| apbpitida wov Elapav Bepareia pe Tooctmlovpaunn topatifevtal otov
[Mivoka 3 kou Tapovoidlovrol katd Kotnyopieg opyavikov cvotiuatog (SOC)MedDRA. H avtictoyn
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KaTnyopio cuyvoéTTOG Yo KAOe avemBountn aviidpoon Paciletar oty akdAovdn couPfacn: oA
ovyxvn (= 1/10), ocuyvi (= 1/100 éog < 1/10) 7 Oyt suyvi (>1/1.000 émg < 1/100).

Hivaxag 3. Aiota twv avemBountwy aviidpaoemy Tov TopoveIGaTTHKOY 0 KAIVIKES OOKIUES 08 00OEVEIS
ue ovarnuotikny NIA i molvopBpixn NIA wov elaufavay tooihilovudunn ws uovobepomeio.
71 oc ovvovaouo ue MTX.

Katnyopia/ [potipcdpevog 6pog oyvotnTa
0PYOVIKO GUGTNRO
(SOC) kotd

MedDRA
AOWDEELS KoL TOPAUCITACELS [ToAb ovyvég Xuyvég Oy cuyvég
Aodéeig Tov molvapOpikn NIA,
aAvVMOTEPOV cvotnpotikt) NIA
OVOTTVEVOTIKOV
GUGTNUOTOG
Pwoeapuyyitido molvapOpikn NIA,
ovotnuatiki NIA
AwtopayEg Tov VEVPIKOD GLGTHILOTOG
Kepolaryia molvapOpikn NIA GUGTNUOTIKN
NIA
laotpeviepikéc drotapoyég
Noavtio moAvapHpikn
NIA
Aldppota moAvapHpikn
NIA,
GUGTNULOTIKY
NIA
Ievikég drataparyéc Kol KOATAGTAGELS 0T
6éon yopnynong
Yyenldpeveg pe myv ToALAPOPIKNY
£€YY00M OVTIOPACELG NIAL
GUGTNULOTIKY
NIA?
AlepeVVNGELC
Avénpéves Nmatikég moAvapHpikn
TPOVOOUVAGEG NIA
Meiwon otov apifud | cvotnpatikny NIA moAvapHpikn
TOV 0VOETEPOPIA®V NIA
Mewwpévog aptBpog GUGTNUATIKY | ToAvapOpIKn
QULOTETOM®V NIA NIA
AvEnuévn CLOTNUATIKY | TOALaPOpIKN
KOANGTEPOAN NIA NIA

1. To oyeni{oueva pe v Eyyvon ovufouato avriopoons otovs aobeveis ue molvoplpixn NIA mepielaufovov, petald dAlwv,
™MV KEPOAOAYia, T VOUTIO Kol TRV VTOTAON

2. Ta oyenilopeva pe v yyoon ooufiduoro ovtiopaons otovg acbeveis ue ovotquotikn NIA mepieddufovay, uetalv dAlwv,
70 £CavOnua, ™V KvIdwan, T dIGpPoLa, THY ETLYATTPIKN dvaPopia, TNV apbpolyio kar Tnv kepalalyia.

[Ieprypaen emAeyUEVOV OVETIOOUNTOV EVEPYEIDV
AcBeveic ue PA

Aowawleig

2116 6unvioieg eEreyOLEVES OOKIUEG TO TOGOOTO OAWMV TOV AOIUDOEE®V TOL avaEEPOMKAV LLE Ay®YN
8 mg/kg tooctmlovudunn o€ cuvdvacuod pe ayoyn e DMARD ftov 127 coppdpata avé 100
acBevoétn og ovykplon pe 112 copPapata ava 100 acBevoétn oty opudda mov Elafe eucovikd
oapuaxo poli pe DMARD. Ztov minbuoud pokpoypodviag EkBeomng, To GUVOAKO TOGOGTO TV
ropmEemv pe tostalovudunn ntav 108 copPapota ova 100 acbevoétn oe éxbeon.

Y11g 6unvioieg eEleyyopeveg KAVIKEG SOKIHEG, TO TO60GTO TV coPapav Aotunéemv pe 8 mg/kg
toctMlovpdumn og cuvdvacud ue DMARD ftav 5,3 coppdpata ové 100 acBevoétn éxbeong oe
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ovykplon pe 3,9 copPapata ava 100 acBevoétn €kBeong oty opdda Tov EAafe EIKOVIKO PAPLAKO
pali pe DMARD. Xt doxuun povoBepameiog 1o mocootd twv coPapdv Aoméemv nrov 3,6
ocopupdpata avd 100 acBevoétn ékbeonc oty opdda ToctAlovpdunn o cuykpion pe 1,5 coppdpota
avd 100 acBevoétn ékBeong oty opdda mov Ehafe MTX.

2tov TANBuoud poakpoypdvias £EKBEoNG, TO CLVOAKO TOCOGTO TV GOPAP®OV AOUMEEDY
(Boktnplokov, 1oyevov Kot pokntioctk®ov) ntav 4,7 coppdpata ava 100 acBeveic- £tn. Ztig coPapég
AOUDEELG TTOL avaEpONKay, oplouévec ue omotédeoua 0avato, coumeptapufavovtar vepyodg
QLUOTIOOT, 1] OTTO10L UTOPEL VO EUPOVIGTEL [LE EVOOTTVEVLOVIKN 1) EETVEVUOVIKT VOGO, EXEUPATIKE
TVEVUOVIKEG AOUMEELS, CLUUTEPIAAUPOVOUEVNG TNG KAVTIVTIOOTG, 0CTEPYIAA®ONC,

KOKKIO10E00 VKN TIOGTG KOl TVELHOVING jirovecii , Tvevpovia, kuttapitida, £pmng {matnpog,
YOoTPEVTEPITION, EKKOATOUATITION, onyoluio kot Paktnplokr apbpitida. Avagépbnkay
TEPIMTMOCELG EVKAPLOKADV AOIUDEEDV.

Aiduean avsvuovorddeio

H emmpeacuévn nvevpovikn Aettovpyio pmopel va avEnoet tov kivouvo avantuéng AoumEemy.
Ymip&av avoapopéc Petd tnv kuklopopio didpeong tvevpovonddeiog (cuumeptiapufavopuévng g
TVEVHOVITIONG KOl TNE TVELVHOVIKNG TVoNc), LEPIKEG €K TV omoiwv elyav Bavatnedpeg exPdoels.

Laotpevrepixn didtpnon

Kotd ) dibpkela ereyyopevmv 6UNVIcIOV KAVIK®V 00KIL®DY, TO GUVOAIKO TOGOGTO YOOTPEVIEPIKNG
duatpnong Nrtav 0,26 coppapata avd 100 acBevoétn otn Bepancio pe toctlovudunn. Xtov
TANBvoud paxpoypoviag EkBEoNG TO GUVOMKO TOGOGTO YUOSTPEVTEPIKNG dtdtpnong NTav 0,28
ocoppdpata avd 100 acBevoétn. AvapopEg Yo yooTpevteplkn didTpnon pe Oepaneio avapépOnkay
KLPIOG O EMTAOKEC EKKOATOUOTITIONS, OTIC OTOIEC GUYKATAAEYOVTOL 1) YEVIKELUEVT] TUMONG
TEPLTOVITION, 1] SIATPTOT) TOL KATMTEPOL YUSTPEVIEPIKOV GLUGTNILATOG, CLPTYYLO KOl ATOGTILLOL.

Avudpdoeic oystilousvec ue v Eyyvon

2116 6unvioieg eEreyyouevec KMVIKEG LEAETEC, Ol avemBOUNTESG eVEPYELEC TOV oYeTIloVTaL e TNV
&yyvon (emAeypéva CUUPALOTA TOL EUEOVICTNKOV KOTA TN SLAPKELN TNG £YXLONG 1 EVTOC 24 @prOV
amd Vv Eyyvon) avaeépnkay e 10606To 6,9 % TV acbevav g opddac Tov Adupave 8 mg/kg
tocthovpaunn og cuvovacud e DMARD kot 6g 060016 5,1 % tov acfevdv g opddog mov
ApBave eucovikd eapuoko pali pe DMARD. Ta coppdpato mov avagépnioy Kot tn StipKeLo TG
&yyvong apopovcay Katd khplo Adyo vaeptacikd encioodia. Ta coppdapata wov avaeépdnikay evidg
24 @pdv amd T0 TELOG TNG £YXVONG APOPOVCAY KEPUAUAYI Kot SEpUATIKEG avTIdpacels (e£avOnua,
Kvidwomn). AVTEC oL ovemBvuNTES eVEPYELEG OEV NTOV TTEPLOPLOTIKEG Yia TN Ogpameia.

To T0G00TO TOV AVAPLAUKTIKOV OVTIOPAGENDY (01 OTTOIEG ELPAVIOTIKAY GUVOAIKA GE 8 amd Tovg
4.009 acbBeveig, m0c0oto 0,2 %) NTav apKeTés Popég LYNAOTEPO e TN dOon TV 4 mg/kg og chyKpion
pe T 60on tov 8 mg/kg. Khwvikd onuavtikég aviidpaoelg vrepevaictnociog oyetilopeves e
ToGIMEoV AT, AOY® TOV OTOIMV YPEECTNKE VO SOKOTEL 1) aywyn, avaeépOnkay cuvolikd og 56
amo6 Tovg 4.009 acBeveis (1,4 %) oToLG 0TOIOVS YOPNYNOTKE KATA TN SLAPKELN TV EAEYXOUEVOV KO
TOV OVOLYTMOV KAMVIKOV SOKIUOV. AVTEC 01 0VTIOPACELS TapTNPNONKAY GE YEVIKEG YPUUUES LETUED
™G debtePNC Kot NG TEUmTNG EyYvong tostimlovpaumnn (BA. Tapdypago 4.4). Avapviatio pe
amotéleoua 0avoTo avaeEépOnke Hetd TV AdEl KUKAOPOPIG TOV PAPUAKOL KATE Tr) SLAPKEL TNG
Oepaneiog pe tostmlovpaunn (BA. Tapdypago 4.4).

OvdetepopiloXTic bunviaieg eEreyyOpeVeS KAMVIKEG SOKIUEC EUPAVIOTNKE UEI®ON TOL P1OOD
ovdetepdPhav Kétw and 1 X 10%L e 10600616 3,4 % twv acdevav mov Adpuavay 8 mg/kg
tostMfovpaunn og cuvdvacud pe DMARDSs, évavtt mocootod <0,1 % tov acBevadv mov AduPavoy
g1KoVvIKO @appako pe DMARDs. Ot wooi nepinov aceveic mov avéntvEav ANC < 1 x 109/L
mopovciocay avt T peimon evtdg 8 efdopadwv amd v Evapén g Bepanciag. Meudaoelg KAt and
0,5 x 10%L avagépnkav o€ 0,3 % tov acdevdv mov AduBavay 8 mg/kg Tostlovpdunn pe
DMARD:s. 'Exovv avagepei LoiumEelg pe ovdeteponevia.
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Koatd ) odpreta g Suthd ToeAng eheyyorevng TeP1OG0L Kol KOTE TNV LaKpoypoOvia, EkBeon, 1
YEVIKT EIKOVA KO 1] EXITTOON TOV UEIDGEDYV GTOV 0PLOUO 0VIETEPOPIA®V TOPEUEIVOY GUUPOTES e OTL
mopo NP ONKE OTIC bUNVIaieg EAeYXOUEVEG KMVIKEG OOKLUEG.

Ayonstddio

2116 6unvioieg eEleyyoueveg KMvikEC dokipéEG mapatnprOnke peiwon Tov apldpod aomETOAIWV KAT®
tov 100 x 10% pL g moc0616 1,7 % tov acbevdv mov Adupavay 8 mg/kg tostlovpdunn ce
ocuvovacopd pe DMARDSs, évavtt tocootod < 1 % tov achevdv mov Adpupavay eikovikd eapLoKo 1e
DMARDSs. Avtéc o1 Peldoelg 0 GLVOOEVTNKAY OO aLoppoyikd cupBdpata.

Kotd m didpketa g Sumhd TopAng ereyyopevng mepltddov Kot Kot Ty pokpoypovio Ekbeomn,
YEVIKT EIKOVA KO 1] EXITTOON TOV UEIDOGEDY TOV OPIOLOD UOTETAAI®V TOPEUEVAY CLUUPUTES LE OTL
napaTnPNONKe oTIg OUNVIaie ELeYYOUEVES KAMVIKES OOKIUEC.

"Exovv exdnimBOei ToAD omdvia ovapopEiG TOVKLTTOPOTEVING UETA TV KUKAOQOPIK TOV QapUGKOV.

Avénoeic nrotiky paveouvacmy

2T1¢ 6unvioieg eheyyOUeVEG KMVIKEG SOKIUES TapaTnpnONnKay mapodikéc avénoeilg tng ALT/AST >3 %
ULN o€ 106006716 2,1 % tv acbevav mov Aapfovay 8 mg/kg tootovpdunn, Evovil T0606TOD

4,9 % tov acevav mov Adpupavov MTX kot o 1060016 6,5 % TV acBevav mov Adpupavay 8 mg/kg
toctmfovpaunn pali pe DMARDSs évavtt 1,5 % acBevav mov Adpfovay eIkovikd apLoKo og
cuvovacud pe DMARDs.

H mpocHnkn duvntikd nrnatotodikdv Qoppokeutik®v poidvtav (.. MTX) ot povobeponeio pe
toctMlovpaun giye ¢ OMOTELEC A VA YIVOUV GLuYvOTEPES aVTEG Ol avénoelc. Ot avénoelg g
ALT/AST >5 x ULN napatnpnnkav € m1ocootd 0,7 % tov acbevodv ce povobepameio pe
toctMfovpaunn kot og 1,4 % tov acbevov og aymyn pe tocimlovudunn kot DMARD, 1 tigiovotnta
TOV omoimV S1EKoyaV Hovipa TV oy@yn pe toctiiloopdunn. Koatd m didpkeia g Suthd ToeAng
EAEYYOUEVNC TTEPLOOOVL, 1) ETUTTMOOT TNG AVENONC TNG ERUESN S YOAEPLOPIvIC peyaldTEPNG 0td TO
AVATEPO PUGLOAOYIKO Op10, 1] 0Toia GLAAEYOTKE MG cLVIONG epyacTNPLOKT TaPApPETPOS, ivar 6,2%
og¢ acbeveig mov Aappavay 8 mg/kg tostulovpdunn kot DMARD. To 5,8 % tov cuvorlov tov
acevav epeavice avénon g Eupeong xorepvOpivng > 1 émg 2 X ULN «at to 0,4 % &iye

avénon > 2 x ULN.

Kotd m didpkeia g Sumhd TopANg eEAeYXOUeEVN S TEPIOOOL Kol KATA TN Lokpoypovia EkBeom, 1 YEVIKT
ewova kot M enintoon tov avéncemv g ALT/AST mopéuevav copPatés pue 6Tt mopotnpnonke otig
6unviaieg eleyyOuevEG KMVIKEG OOKLUES.

Aimidiéc wopousTpol

Kotd m dibpkela 6pnviaiov eheyyOUEVOV SOKIUMV avaeépOnKay cuyva avENGELS OTIG AMTLOKEG
TOPOUETPOVG, OTMG 1] OAIKN YOANCGTEPOAT, TO TPLYALKEPIdLN, 1 YoANoTEPOAN LDL ko n
yoAnotepoAn HDL. Mg ) cuviOn epyactnploky tapakolovdnen napatnpndnke ot mepinov to 24 %
TV 0s0evdv Tov Adpoavay TostALoVIAUTn o8 KMVIKEC OOKLUEG ELPAVIGOY cuveXElc avénoelg oty
OAIKT YOANGTEPOAN > 6,2 mmol/L, 15 % eupdvicav cuveyn avénon oty LDL émg > 4,1 mmol/L. O
0VENGELS TOV MTIIIKDV TOUPOUETPMV AVTIUETOTIGTIKAY OTOTEAECUOTIKG HEGHD OymYNG UE
OVTIAMTTOOUIKOVG TP AYOVTEC.

Kotd ™ dibpketa g Sumhd TopAng eeyyopevns meptddov Kot Katd Ty pokpoypovia Ekbeomn, 1
YEVIKN EIKOVA KOL 1] EXITTOOT TOV AVENGEDV OTIG ATIOIKES TOPAUETPOVG TOPEUEIVAY GLUPATEG UE OTL
nopoTnPNONKe oTIg OUNVIcies ELEYYOUEVES KAMVIKES OOKIUEC.

AEPUOTIKES AVTIOPGOELS
Metd v xukhogopia Tov Tpoidvtog vnpéay onavies avapopéc Tov cuvdpduov Stevens-Johnson.

Aaobeveic ue COVID -19
NG TOGIMEOVUAUTN TS TootAI{ovUdUTHG
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Aowawéerc

YT0V GUYKEVIPAOTIKO, AELOAOYGIO MG TTPOG TNV ACPAAELN, TANOVGUO amd Tig Aokiuég ML42528,
WA42380 koau WA42511, ta mocootd suufdaviov Aoipméng/coPaprg Aoipnméng nTav i1coppornuéva
ueta&d Tov acbevadv pe COVID-19 mov éhapav tostmlovpdaunn (30,3 %/18,6 %, n = 974) évavtt Tov
gikovikob eoapudiov (32,1 %/ 22,8 %, n = 483).

To wpoeik acedrelng Tov TapatnpOnKe oy opddo epomeiog Le GLGTNUATIKG KOPTIKOGTEPOELON
KATA TNV EVOPEN NTOV GUVETEG LLE TO TPOPIA AGPAAELNG TNG TOCIMIOVUAUTNG OTO TOV GUVOALKO
mAnBucpd mov mapovoidletal otov [ivaxa 2. e avutiv TV VTOOUAdA, AOUMEELS Kot GOPPES
rowméeig eppaviotniay oto 27,8 % kot 610 18,1 % twv aclevov mov Erafav evoopAEPio
toctmlovpdumn kot oto 30,5 % kot 22,9 % tov acbevav mov ELaPayv E1KOVIKO GAPUAKO, OVTIGTOLYO.

Epyootnpraxéc avouoliec

H ouyvotta epeaviong Towv pyacTnplok®V avVOIOAIGY NTaV YeVIKE Tapdpote petabd acbevov e
COVID-19 mov éhafav pio 1 600 806815 EVOOPAEPLOL TOGIMIOVUAURN GE GUYKPIOT LE EKEIVOLG TOV
ELaPav ELKOVIKO PAPUOKO GTLG TUYULOTOINUEVES, OUTAL TUQAES, EAEYYOUEVEG LE EIKOVIKO QAPHLOKO
doKIEG pe Myeg eEapéaets. Ot LEIMGELS TV AUOTETAAI®MV KOl T®V OVOETEPOPIA®V KOl 0L AVENGELG
™¢ ALT kot g AST fjtav o cuyvég petad tov acbevav mov Elafav evoopAéPia toctAlovpdpmn
&vavTi eIKovikov papudiov (BA. Tapdypapo 4.2 ko 4.4).

Hodrotpikodg mnBuepog

g YEVIKEG YPOUUES, Ol OVETIBOUNTEG AVTIOPAGELG OTOVG 0oOEVELG e ToAvapOpIKn veavikn 1dtomadn
apBpitida Kot GueTNHATIKY VEaVIKN 1010001 apbpitida Tay TAPOUOIEG OC TPOG TO EI00G IE OVTES
7oL TTapUTNPNONKAY 6TOVLG aeOeveic e pevpaToeldn apbpitida, BA. mapdypago 4.8.

™G TOGIAMLOVUAUTNG

Leprypagn emireyuévav avembountwv evepysiwv oe aoleveic ue wolvopBpixn NIA

To wpogik acedrelng Tov evéoEAEPLov Toctilovudumn otnv moAlvapdpikn NIA pueiethnke og 188
acBeveic nAwiag amd 2 €wg 17 etov. H ocvvolkn ékBeon tov acBevoug Ntav 184,4 acBevoétn. H
oLYVOTNTO TV OVETBOUNTOV avTIdpdoewv 6Tovg acbeveig pe molvapBpuci NIA mapatiBetor otov
[Mivaka 3. Ot tOmot TV averntfdiunTev ovidpdcemv 6tovg acbeveic ue molvapOpikny NIA ftov
TOPOUOL0L [E aVTOHE OV TapotnpOnkav otovg acbeveic pe PA kot cuotnuatikny NIA. Zoykpitikd pe
Tov eviilko mAnBucopod pe PA, ta copfapoto pivopopuyyitidog, KEoAUAYiog, VauTiog Kot HEWUEVOL
aplOpod 0LOETEPOPIAMY aVOPEPOVTAV GLYVOTEPO 6TOV TANBVGUO e TodvapOpikn NIA. Ta
ovppdparta g aENUEVNG YOANGTEPOANG AVOPEPOVTAV AYOTEPO GLYVE 6TOV TANOVGUO TNG
moAvapBpikng NIA oe oyéon pe tnv evijliko TAnBuouo pe PA.

Aowuawéeic

To 1060016 TV Aouméemv 6g OAov Tov TANBVGLO oV ekTEONKE 0TV TocMovpdunn ftay 163,7
avd 100 acBeveig —€tn. Zt0 cuyvotepa mopatnpnOévta GuUBAATe NTAV 1) PIVOPAPVYYITION KAl Ol
AOLUMEELS TNG AVATEPTG AVATVEVGTIKNG 000V. To 1060010 TV GoPapdv AOIUDOEEDV TOV aplOUNTIKA
VYNAOTEPO 6TOVG aebeveic pe Papog <30 kg vio Oepameia pe 10 mg/kg toctmlovudunn (12,2 avd
100 £t acBevovg) cuykprTikd pe Toug acbeveig pe Bapog >30 kg, vo Bepancio pe 8 mg/kg
toctmlovpaumn (4,0 avé 100 £ acBevovg). H erintwon tov Aotudéemv mov 0dNyncav 6 d1aKomég
™G 066M¢ NTav, emiong, aplOuntikd vymidtepn otovg acbeveig pe Papog <30 kg vd Oepaneio pe

10 mg/kg tostmlovpdunn (21,4 %) cvykprtikd pe Toug acbeveig pe Bapog >30 kg, vid Bepancio pe
8 mg/kg toctlovpdunn (7,6 %).

Avudpaoeic oyetilousvec ue v Eyyvon

Y1ovg aoBeveig pe morlvapBpikn NIA, og avtidpdoeic oyetilopeves e tnv £yyvon opifovrol OAa Ta
ovuPapata Tov Tapovstalovtol Katd T StipKeLd 1 evidg 24 wpdv amd pia £yyoor). Xe OA0 TOV
mAnBuopd éxbeomg oty tostmlovpdumn, 11 acbeveic (5,9 %) mapovoiacav oxetilopeves e v
&yyvon avTdpdoelg katd TN didpketo g Eyyvong kot 38 acbeveig (20,2 %) mapovsiocav couPapo
péco og drdotnua 24 wpav amd Ty £yyvon. Ta cvvnbéotepa cuufapato Tov onuel@OnKay Katd ™)
dlapKelo TG Eyyuong NTav 1 Kepaiolyia, n vavtio kot 1 vrdTacT Kol, o dSdotnua 24 opodv amd TNV
&yyvon, nTov 1 (AN Kol 1 veoTAoT. L€ YEVIKESG YPOUUEG, Ol AVETIOOUNTES OVTIOPUCELG TTOV
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TapatnpNONKay Kotd ™ SidpKeld Kot vioc 24 @pmv amd Ty EyYuon NTav ToPOLOEC MG TPOG TO
€100¢ pe avTég mov TapatnPNONKay otovg acbeveig e PA katl cvotnuatiki NIA, PA. mapdypago 4.8.

Agv avapépOnKay KAMVIKG SNUOVTIKEG avTIOPACELG LITEpeVAIcHNclag oyeTILONEVES e T
toctMlovpdunn kat ypnlovoeg dtakomng tng Bepaneiog.

Ovdetepopilo
Koatd tov taktikd epyaostnplakd EAeyyo o 6Aov Tov TANBuGUO Tov ekTéONKE 0TV TOGIAL OV,

ueioon otov apdud Tmv ovdetepoilmv kétm omd 1x 10%/L onueiddnke oto 3,7 % TV 0c0evdv.

Awomeradio
Kotd tov taxtikd epyastnplokod ELeyyo oe OA0v Tov TANOLGUO Tov ekTédnKe ot ToGTAMOVUAUT,

1 % twv acbevdv eupdvice peioon otov opldud tmwv aporetadiov ot < 50 x 103/uL yopig
oxeT{OUEVA ALLOPPAYIKH GUUBALOTA.

Avénoeic nrotik@v pavoouvacmv

Kotd tov taxtiko epyastnplokod ELeyyo oe 0oV Tov TANOLGUO Tov ekTédnKe ot ToGTAMOVUAUT,
napatnpnnke avénon oty ALT 1 v AST > 3 X ULN oto 3,7 % kot <1 % tov acbevav,
avticTotya.

Aimidixéc wapousTpol

Koatd tov taktikd epyaoctnplakd Eheyyo otn Aok evoopAéflov tostdilovpdumn WA19977 to 3,4 %
kot 10,4 % tov acBevov avtictotya, eppdvicay avénon tng tiung g LDL-yoAnotepoing petd v
évapén g Bepameiag oe > 130 mg / AL kot g cuVOAKNG TIUNG TG YoANnotepOAng o > 200 mg / dL
OTOLONTOTE GTIYUN Kotd TN didpketa g Oepameiog SOKIUNG.

Lepiypagpy emireyuévarv avembountwy evepyeiwv oe aobeveic ue ovotnuotiky NIA

To wpogik acearelng Tov evooEAEPIoV TocIAovpdunn otn cvotnuotik NIA pelembnke og 112
acBeveic nikiag amd 2 €mg 17 etmdv. Ztn Sumhd TN, eheyyouevn eaon 12 gfdopddmv, 75 acbeveic
éhoPav Bepaneio pe Tooctlovpaunn (8 mg/kg 1 12 mg/kg pe fdon 1o copatikd Bapoc). Metd and 12
efdopddeg N Katd TN YPOVIKN oTLyUn TG aArayng amod to placebo o tosumlovpdpmnn, Ady® g
eMdEivoNC TN VOGOL, 01 aoBeveig Ehafav Bepameio 6TV OVOIKTNG EMTIGTUAVONG PAGT] TOPATACTGC.

g YEVIKEG YPOUUES, Ol AVETIBOUNTEG aVTIOPAGELG 0TOVG 0oBeveig te cvotnuotikr NIA frav
TOPOUOLEG WG TPOG TO €160¢ Ue 0V TEG oL TTapatnpNONKoy otovg acbeveig ue PA. H cuyvotnto tov
avemBounTov avtidpacewny otoug acbeveic pe cvomuatikn NIA napatibeton otov [ivaka 3.
Yuykprrikd pe tov evijiiko mAnfooud pe PA, ot acBeveig pe cvotnuotikn NIA gppdavicay vynidtepn
GLYVOTNTO PIVOQUPLYYITIONC, LEIMOT TOV 0PlOUOY TV 0VIETEPOPIA®Y, OVENUEVEG NTOTIKEG
Tpavoopvdcec kot dtappota. Ta copfdpata g avEnuévng xoAnoeTepOANG avaEEPOVTOY AyOTEPO
ovyva otov mAnbvopd g cvotnuatikng NIA og oxéon pe v evijdiko minbououd pe PA.

Aowuawéeic

YV eheyyouevn edon didpkelag 12 efdopddwy, To T0G0GTO OAMV TMV AOUMEEDY GTNV OUAON TOV
evooAEPtov Toctlovpaumn nrov 344,7 avd 100 acBevoétn kai 287,0 avd 100 acBevoétn oty
oo oL EAAPE TO EIKOVIKO PAPLLOKO. TNV OVOLYTNG ETIONAvonG eaon tapdtaons (Mépog II), to
GUVOALKO TOGOOTO TV AOUDEEDV TTapépeve mapopolo ota 306,6 cuuPdpata avé 100 acBevoétn.

XV eheyyduevn edon dudpkelag 12 efdouddwy, T0 T0600TO TOV GoPapdv AotUOEE®Y GTIV OUada
Tov gvooeAEPLov ToctMlovpdurn frav 11,5 avd 100 acBevoétn. Xtov Eva ypdvo 6TV ovoIKTiG
EMONUAVONG PACT TOPATAGNS , TO GVVOAIKO TOGOCTO TV GOPap®V AOUDEEDV TOPEUEIVE 0TAOEPO
ota 11,3 cvpPdpata avé 100 acBevoétn. Ot avapepbeioec coPfapéc AoUDEELG TOV TAPOUOLES LE
aVTEG OV TopaTPHONKoY aTovg acbeveic e PA pe tnv mpocOnkm e ovepevAoyldc Kot g HEoNg
OTITIO0G.

Avtidpdosic oyetilOUevec ue ty &yyvon
Q¢ avtdpacelc mov oyetilovrtal pe v £yyvon opilovior O To GLUPALATE TOL TAPOVLGLALOVTOL KOTA
N Suapkeld N evtog 24 @padv amd o Eyyoon. ZTnv eeyyouevn edon didpkelag 12 foopdadmv, 4 %
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TV 0c0evdv T opddas TG TOSIMIOVUAUTNG TOPOVGINGE CUUPALOTO TOV CLVEPNCAY KOTE TNV
éyyvon. 'Eva couBapa (ayyelooidnua) Bewpndnke cofopd kot aneiintikd yio tn (o1 kot 0 aohevig
dtékoye 1 Bepameio TG SoKUNC.

2mv eheyyouevn edon duipkelag 12 efdopddwv, 16 % tov acbevav g opddag g ToctAlovpdaunn
kot 5,4 % tov aoBevdv TG OpAdaS TOL EIKOVIKOD papudkov mopovsiace £va couPapa eviog 24
®PAV Ao TNV £YXLOT. ZTNV opada TG TOGUMIOVUAUTNG, T0 CLUPAOTO CUUTEPIEANPOY AL OEV
neplopiomray o€ e£avOnua, kvidwor, dlippola, EXYAcTPIKT dvcpopioa, apfpaiyio Kot KEQUAXAYia.
"Eva amd ta copPdpata avtd, n kvidmon, Bewpnidnke coPfapn.

Klvikd onpovtikég avtidpdoelg vrepevarctnoiog oyeti{Opeveg e TN TOGIAMLOVUAUTT Kot XpNLoVoES
dtakomg tng Oepameiog, avaeéptniay ce 1 otovg 112 acbeveic (< 1 %) mov éhaPav Oepameia pe
TOGIMEOV AT KATA TN OEPKELD TNG EAEYYOUEVNG KOl £0C KOL TNV OVOIKTNG EMICTLLOVONG KAVIKY|
oK.

Ovdetepopilo.

Kotd tov taxtiKd epyaostnplakd LYo otnv eAeyyOueVT Gdon didpkelag 12 efdouddwmy,
gupavictnke peiwon Tov aplduod Tov 0vdeTepdPLoV Kato and 1 x 10%L ot 1060616 7 % TmV
aoOevmv 6TV opada TG TOGMIOVUAUTNG Kot Kopio Lelwon otny opdoa ToL EIKOVIKOD QopLEAKoL.

2TV aVOIKTHG EMICTLOVOTG PACT] TAPATACTG , LEIDGELS GTOV 0plOUO TMV OLOETEPOPIAMY KAT® O
1 x 10%/L gpgpaviotnkav o€ m060616 15 % g opnddog ths TootMLOVHAUNG.

Awomeradio
Kotd tov taxtiko epyaotnploxod EAeyxo otnv eAeyyopevn edon dwdpketag 12 efdopddwv, 3 % tov

acfBevav oty opdoda Tov glKovikov gapudkov Kot 1 % otnv opdda g TocIMEOVUAUTNG ELPAVICE
ueioon tov apduov tov oponetarinv o < 100 x 10%/uL.

2NV OVOIKTNG ETIGNLOVONG PAoT TOPETACTC, LELDCELS OTOV OPIOUO TV OUOTETOAIWV KAT® amd
100 x 10%/pl, eppavictnkay o m060616 3 % TV acdevdy otV opdda g ToGIMLOVUAUTNC, YOPIG
oxeTLOUEVA ALLOPPAYIKH ETEIGOIO.

Avénoeic nroTik®y poveouIvacmy

Kotd tov taxtiKd epyaostnplakd LYo otnv eAeyyOueVT Gdon didpkelag 12 efdouddwmy,
napatnpnnke avénon oty ALT 1 v AST > 3 X ULN o¢ ntocootd 5 % kot 3 % tov acbevov,
avtioToya, 6TV opada ¢ Toctovpdunng kot o 10cootd 0 % tov acbevdv oty opdda Tov
EIKOVIKOD QOpUAKOUL.

2NV OVOIKTNG EMGNLaVONG edorn moapdtaonc, avénon otmv ALT i tqv AST >3 x ULN
napatnpnnke o€ M0c60oto 12 % kar 4 % tv acevov, avtictorya, 6TV opdda TG TocMEOVUAUTNG.

Avoooopaipivy G
Ta enineda ¢ IgG pewdvovrtan Katd tn ddpketa g Oepancioc. H peimwon oto yaunAidtepo dpto tov
(VO10AOYIKOO GUVERT 6€ 15 aoBeveig KAmola YPOVIKT GTIYUN TNG SOKIUNC.

Aimidixéc wapousTpol

Kotd Tov TaKTiKo epyaotnplard EAeyx0 otV eAeyYOUEVT GdoT diapkelag 12 efdopddwv, (Aokium
WA18221), to 13,4 % ko 10 33,3 % tv acbevov avtictoyo eppdavicoy avénon g tiung LDL-
YOANGTEPOANG HeTd TV Evapén g Bepanciog o > 130 mg / AL kot TG GLVOMKNG TIUNG TNG
yoAnotepoAng o > 200 mg / dL omoladnmote otiypn katd T didpkela TG Oepaneiog SoKiung.

2V avoikTi|g emior|uaveng eaon mapdtacns (Aokiu WA18221), 1o 13,2 % kot to 27,7 % tov
acBevov avtiotorya tapovsiocoy avénon g Tunc LDL-yoAnotepding petd v évapén e
Oepaneiog o€ > 130 mg / dL kot Tng ouvoMKNIG TIUNG TNG YoANoTEPOANG 0 > 200 mg / dL
OTOLOONTOTE GTLYUN KOTA T didpkela TG Bepameiog SoKIUNG.

AcOgveig ue CRS
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H acpdreia g tostmlovudunng oe CRS éxet aloloynbei oe o avadpopkr| avaAven dedouévaov
a6 KMVIKEG doKLUéES, 0oL 51 acbeveic Edafov evéoprépia toctmlovudunn 8 mg / kg (12 mg / kg yia
acBeveic kdtw TV 30 kg) pe 1 yopic Tpodchetn VYNAT d00T KOPTIKOGTEPOEDMV Yiot GoPapd 1
amenTko yio tn {on CRS mov mpokaieiton amd T-Aeppok0dTTopa EPOVTA YULALPTKOVG OVTIYOVIKOVG
vrodoyeic (CAR T kottapa). Xopnyndnke o dtdpeon tiun e 1 d6omg tosctmlovpdaunn (gvpog, 1-4
000ELC).

Avocoyovikdtnta

Koartd ) owdpxeta ¢ Oepameiog e TOSIMEOVUAUTT eVOEYETOL VO OVOTTTUYBOVV OVTIGOUOTO KATH TNG
toctMfovpaunne. Evoéyeton va mapatnpnbei cuoyétion avapesa oty avantuén ovIIcOUATOY Kol
TNV KAWIKT ovTomoKpion 1 To avemBounta cupfava.

Avogopd mBavoroyodUEVOV aVETIBOUNTOV EVEPYELDV

H avagopd mboavoroyodpuevov avemBountov evepyeimv PETH amd T YopnyNnon adelog KukAopopiag
TOL POPUOKEVTIKOD TPOTOVTOG elval onuavtiky|. Emitpénet Ty cvuveyn mapakolovdnon g oyéong
0PELOVG-KIVOHVOL TOV QUPOKEVTIKOD TPOIOVTOG. ZNTEITOL At TOVG EMAYYEALOTIEC TOV TOUEN TG
VYELOVOUIKNG TTEPIBAAYNMC VO AvOPEPOVY OTTOEGONTOTE TTHAVOLOYOVUEVEC OVETIBVUNTES EVEPYELES
HEG® TOV €BVIKOD GLUGTHUATOG AVAPOPAG TTOL avaypdpetal oto Hapdpmua V.

49 Ymepdooolroyia
To drobécipa dedouéva GYETIKA Le TNV VIEPOOGOLOYIa e TOGIAMLOVIAUTN elval TEPLOPIGUEVAL.
AvoépOnke pio axobolo tepinTmon vaepd0cor0Ying, 6TV omoia £vag achevig e ToALATAD

poéhopo EAafe epana doom 40 mg/kg. Aev mapotnpndnkav avemBounTeg aVTIOPAGELS.

Agv opatnpnOnkov cofapéc avembduntec avidpaoelc o€ vyleig ebeloviéc mov Elafav epdmas d6on
émg kot 28 mg/kg, mopdTL TOPATPONKE JOGOTEPLOPIOTIKT] OVOETEPOTEVIML.

5. OAPMAKOAOI'IKEY IAIOTHTEZ
51 @uppokodVVIPIKES 1O1OTNTES

Ddoppokobepanentikn Katnyopio: AvocoKataoTaATIKd, avactoAeic Iviepievkivne, Kwdwkog ATC:
LO4ACO7.

To Avtozma givat Bro-opogldég eapuaKevTiKo mpoidv. Aemtopepeig mAnpopopieg ivor dabéoieg
o710V d1kTLoKO TO1o Tov Evpomaikod Opyaviouov Papudkwv: https://www.ema.europa.eu.

Mnyoviouog dpdong

H toctulovpaunn cuvoéetar £101KA Kot 6TOVE SAVTONE Kol 6TOVG pepPpavikovg vrodoyeic g IL-6
(SIL-6R ka1 mIL-6R). ‘Eyet amodeybei 611 1 tociilovudunn avaotéALeL T onpotoddTnon HEcm Tmv
SIL-6R kot mIL-6R. H IL-6 givar pio TAE10TPOTIKT TPOPAEYHOVAOING KVTTAPOKIVI TOV TOPAYETOL Ao
SLAPOPOLE KLTTAPIKOVS THTOLS, TEPAapPavouévay Tov Kuttdpov T kot B, tov povokuttdpov Kot
TV woPractdv. H IL-6 cuppetéyetl oe dS1apopeg puOIoA0YIKES d1ad1KaGIeC OTTMC vl 1)
evepyomnoinomn tov T kuttdpmv, 1 Enaywyn TG EKKPIoNG dvocosQapivng, 1 EMOy®yn TG ovvOeong
NTATIKOV TPOTEVOV 0Eglag pdong kot 1 di€yepon g opomoinone. H IL-6 £yl ovvdebel pe v
mafoyEveon VOGMV, GUUTEPIAAUPAVOUEV®VY TOV AEYUOVMOOIDY VOCMYV, TNG 0GTEOTOPMOTG KOL TNG
VEOTTANGIOG.

DapLokodVVOUIKES EMOPACELS

Xe kKMvicéc dokipég acBevav pe PA mov éhafav Bepaneia pe tostiilovpdpmnn, tapatnpronkoay
tayeieg petwoeig g CRP, g tayvtntog kabilnong epubpav arpoceaipiov (ESR), Tov apviogtdoide
A 10V 0p0¥ (SAA) kot Tov wmdoyovov. H aywyn pe TootMLOVUAUT GUGYETIOTNKE [E PLEI®OT TOVL
ap1Opol TOV AOTETOM®OV PHEGH GTA PLGLOAOYIKE TANIGLO, YEYOVOC TOV GLUVADEL LLE TNV EMLOPACT TOV
oT1g TPpOTEiveg o&elag pdonc. apatnpndnkay avénoelg ota eninedo TG OLLOGPAPIVIG, LECH TNG
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peiwong mov Tpokaiese 1 TocMOVUAUTY oTIC EMOPAcelS TG IL-6 oy mapoaymyn g eyidivig yio
™mv avénon g d1abectudTTOC TOL G1LONPOV. LToVg acbeveic mov Ehafav Bepameia, ol LEWDGELS GTO
enineda g CRP péca oto pucoioloyucd mhaicta epeavictnray 1on amod T 21 efOoudda, Vi
drtnpnOnkav katd T ddpkela tng Bepameiog.

e vy dropo mov Elafov toctlovpdunn o 80celg amd 2 £m¢ 28 mg/kg, o amdAvTog aptdudg
OVLOETEPOPIL®V EIDONKE 6TO EAdYLOTO 3 ¢ 5 NUEPEG UETA TN YOPNYNON. TN CLVEYELD, TO
oVdeTEPOPIL EMOvVADOY oty TN Evapéng pe docosaptmduevo tpomo. Ot acbeveic pe pevpoToston
apBpitda £de1&av TapOUOLN YEVIKT EIKOVO, AOALTOV 0p1OUOD 0VOETEPOPIA®Y UETE 0d TN YopTYNOoN
toctmiovpdpmn (BA. mapdypaeo 4.8).

Ye aoBeveic pe COVID-19 pe pia 66om tociiilovpaunn 8 mg/kg yopnyoduevn evdooprepimg,
napaTnpnOnkay peidoelg ota enineda g CRP, evtog tov euoiohoyikdv opimv, 1on and v nuépa 7.

Aocbeveic ue PA

Kiwvikn amotel souotixotyro, kol aopaieio.

H omoteleopatikdtnTa TG TOGIMEOVUAUTNG TNV 0VOKOV(LoT TOV CUEIDV KoL TOV COUTTOUATOV
m¢ PA a&loloynOnke o€ mévte TuyoOTOUEVES, OITAG TVPAES, TOAVKEVTPIKEG QOKIUEC. XTI AOKIUEG
I-V ovppeteiyav acbeveig >18 etdv, pe evepyd PA mov Sayvdotnke cOUP®VA LE TO KPITHPLO TOL
Apepwcavikod KoAileyiov Pevpatoroyiag (ACR) kot ot omoiot eiyov TOLAGYIGTOV OKTD v0icONTEG
Kot £€1 010YKmUEVEC apbpdoelg otny évapén.

2 Aokiun I, n toctovpdunn yopnyovvtay evooprePimg kabe téooepig efdouddec g
povoBepameio. Xtic Aokyég 11, 1T kon V, 1 toctmlovudpmn yopnyodviav evoopiefing kabe téooepic
efdoudoeg oe cuvovacuod pe MTX évavti etkovikod eapudkov kot MTX. Tt Aoxun IV, n
ToctMEovpdpmn yopnyooviav evoopAiefing kdbe téooepig efoopddeg oe GuVOLOCUO Le GAAL
DMARD:s évavtt gicovikov @apudicov kot dAlov DMARDs. To k0pto kotainktikd onpeio kabepiog
EK TV 5 S0KIUOV TaV TO TO60GTO TV acbevdv mov métuyav avtamokpion ACR 20 v efdoudoa
24.

¥ Aokiun I a&roroyndnkav 673 acbeveig o1 omoiot dev eiyav Aapelt MTX katd to dtdotnue tov &L
UNVOV TPV 00 TNV TLYOIOTOINGT KOl TTOL dgV giyav dlakOWeL Tponyovpevn aymyn ue MTX mg
OTOTELEC O KAVIKA GTLLOVTIK®V TOEIKOV EMOpAcE®V 1 EAAeYNG avtamokpions. H mietovotnta

(67 %) TV acbevav dev eiye Adpel moté MTX. Xopnyobvtav ddoeig 8 mg/kg tostmlovudunn kébe
téooepig efoopadec wg povobepaneio. H opdda cuykpiong Adupave efdouadiaing MTX (d6om
KAapakodpevn and 7,5 €wg 20 mg 1o péyioto efdopadiaing yio tepiodo okTd efSOUAd®V).

¥t ookun I, pia 61eTh SoKUy HEe TPOYPAUUATIGUEVT avaAven Ty efdoudda 24, tnv efdoundada 52
Ko v Rdopdda 104, a&oroynbnkav 1.196 acBeveig e averapkn Khvikn avtondkpion otn MTX.
Xopnyoovvtav TopAd docels 4 1 8 mg/kg tosimlovpdpmn 1 eucovikod eoprakov kdbe téocepig
ePdoudoeg yio 52 efdopnadec oe cuvdvacud pe otabdepn ayoyn MTX (10 mg £mg 25 mg v
efdoudoa). Metd v efdoudda 52, 6ot ol acheveic pmopovcay vo Adfovv Bepomeio avotkTng
emonpavong pe tostaoopdunn 8 mg/kg. Amo tovg acbeveic mov olokANpwcav T dokiun ot omoiot
apyIKa TuyolomomOnKay e ikoviKo edpuaxo + MTX, 86 % élafe avolkTig EMCHLOVOTC
tootMfovpaumn 8 mg/kg to devtePo ypovo. To khplo KataAnkTikd onueio v efdopndado 24 tav to
1060010 TV acfevodv mov métvuyav avtandkpion ACR 20. Tnv eBdopdda 52 kot v efdopdoa 104
T GAA0 KOPLO KOTOANKTIKG onueio nTav 1 TpdAnym g PAAPNS Tov apbpmdcemv kot 1 fertioon g
(QVOIKNG AELTOLPYIKOTNTOC,

2 Aok T a&oroynOnkay 623 acBeveig pe avemapkn KAk aviandkpion oty MTX. Kabe
Técoep1g efoopadeg yopnyovvtay 66celg 4 1 8 mg/kg TooMIOVUAUTN 1] EIKOVIKOD QOPUAKOD G

ouvovacud pe otabepr ayoyn MTX (10 mg émg 25 mg efdopadiaing).

2 Aokiun IV a&oroyndnkav 1.220 acBeveig pe avemapkr| oviandkpion oty VOIGTAUEVT
pevpaToAOYIKN ToVvg Bepamneia, 1 onoio Tepraupave éva 1 nepiocotepa DMARDs. Kdfe téooepig
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efdoudoeg yopnyovviav docelg tootmlovudunng 8 mg/kg 1 £1KoviKod QOPUAKOD GE GLUVOVAGUO LE
otafepn ayoyn DMARDs.

Y Aok V a&oroynnkay 499 acbeveig ol omoiot eiyov avemapkn KAVIKY avTamoOkpion 1
ELOAVIcaV Un avoyn o€ pia 1 meprocotepeg Oepamneieg pe aviaymviotég TNF. H Ogpancio pe
avtaymviotés TNF diakommke mptv amd v tuyotomoinor. Kabe téooepic efdopdadec yopnyovviov
d0ocelg tocmlovpdumng 4 1 8 mg/kg 1 uoviKod QopUAKov o€ cLVIVAGUO pe otabepn aywy MTX
(10 mg £wmg 25 mg efdopadiaing).

Kiwikn avramokpion

e 0Aeg TIc doKEG, ot acbeveic mov AdpuPavav 8 mg/kg tosmlovpdpunng epedvicay e 6 pnveg
GTATIOTIKA GNUAVTIKA VYNAOTEPQ Toc00TA avTomdkpiong ACR 20, 50, 70 og cuykpion pe TV opdada
eréyyov (IMivakog 4). Xtn Aok I, amodeiybnke n ovotepdtnTa ¢ toctovpdunng 8 mg/kg
£vavTtL Tov dpaoTiko poappdiov cvykpiong, s MTX.

H enidpaon g Oepaneiog oy mapodpota 6tovg acbeveic aveaptnta and v vmapén Tov
PELVHATOEWOVG TAPAryovTa, TNV NALKi, TO PUAO, TN GLAN, TOV aplBud TPoNyoLUEVOVY Bepanei®y 1 T
Bapdtnta g vosov. O ypdvog epedviong avtomdkpiong nrav cOvVIopog (Ron and v efdoudda 2)
KoL TO €0POC NG avtamdkpiong e€akorovdnoe vo feltidveral katd t didpkelo tng Oepomeiog.
Youveylopeveg dlapkelg avtamokpioels Yo meptocotepa and 3 ypdvia TopatnpNOnKoV oTIC OVOLYTEG
Aoxypég mapdraong I-V.

Ye aoBeveic mov AdpPovay 8 mg/kg tostmlovpdunng onpetmoniKoy onuovtikég PeEATIdoELS o€ OAa Ta
pepovopéva ototyeio g avrondkpiong ACR, ta omoio cupmeptlopfdavoov: aptBud evaicOntmv kot
SoyKkopévav apbpmcewnyv, cpalptkn a&loldynon ard toug acbeveic kat to yaTpd, faduoroyieg Tov
deiktn avoammpiag, a&loAdynomn aiyoug kai CRP og cuykpion pe toug acbeveic mov Aapupavoy eiKoviKo
oapuako pe MTX 1 GAia DMARDSs cg OAeg T1G dOKLUES.

AocbBeveic o Aoxipéc | — V eiyov péco Babuod Evepydmtog g Nocov (DAS28) 6,5-6,8 oty évapén.
Enuavtiky peioon amd v évapén oe DAS2S8 (néon Pertioon) 3,1-3,4 mapatnprdnke og acOeveig
oV EAafov TOGIAMLOVHAUTT CLYKPLTIKE Le TovG aoBeveig Tov ehéyyov (1,3-2,1). To mocootd TmV
acOevav mov métuyay DAS28 pe khvikn vpeon (DAS28 < 2,6) ftav onuavtikd VYNAOTEPO GE
acOeveic mov Adppavay tostmlovudunn (28-34 %) cvykprtikd pe 1-12 % tov acfevav g opdadog
erEyyoL otig 24 efdopades. Zn Aokun 11, o 65 % tov acbevav nétoye DAS28 < 2,6 v efdopdda
104 cuykpitikd pe 1o 48 % o€ 52 gfdopddeg kot 1o 33 % tov acbevav v efdoudda 24.

g po oVYKEVIPOTIKY avilvon tov Aokipudv I, I kot IV, 10 tocootd TV acbevdv mov nétuyov
avtamokpion ACR 20, 50 kot 70 ftav onpovtikd vynidtepo (59 % évavtt 50 %, 37 % évavt 27 %,
18 % évavtt 11 % avtictorya) otnv opdde wov élafe tootlovpdunn 8 mg/kg poli ue DMARDs
£vavtt ¢ opadas mov EhaPe tosctmlovpdpunn 4 mg/kg ue DMARDs (p<0,03). Avrtictoya to
T0C0GTO TV 0oBevdvy Tov métvuyay veeon DAS28 (DAS28 <2,6) ftav onpavtikd vyniotepo (31 %
évavtt 16 % avtiotoya) o€ acBeveic mov Aaupavav toctmlovpaunn 8mg/kg ue DMARD ocg oyéon pe
Tovg acBeveic mov AdpPoavay tostulovudunn 4 mg/kg ue DMARD (p<0,0001).
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Iivokaog 4. Avramokpioeic ACR oe eleyyoueves SoKIuEG ue eikoviko papuoxo | MTX [ DMARDs (%

000svarv)
Aoxypn | Aoxapn 11 Aoxaypn 1 Aoxy 1V Aoxypn V
AMBITION LITHE OPTION TOWARD RADIATE
efdous| TCZ MTX TCZ PBO TCZ PBO TCZ PBO + TCZ PBO +
do. |8 mg/kg 8mg/kg | + MTX |8 mg/kg | + MTX | 8 mg/kg | DMARD |8 mg/kg| MTX
+ MTX + MTX + +MTX
DMARD
n= n= n= n= n= n= n= n= n= n=
286 284 398 393 205 204 803 413 170 158
ACR 20

24 | 70%***| 52% | 56%*** | 27% | 59%***| 26% | 61%*** 24% | 50%*** |  10%
52 56%*** | 25%

ACR 50
24 | 44%** | 33% |32%***| 10% |44%***| 11% | 38%*** 9% 29%*** 4%
52 36%*** |  10%

ACR 70
24 | 28%** | 15% | 13%*** 2% 220%0%** | 2% 21%*** 3% 12%** 1%
52 20%*** 4%

ACR -Kpitijpio tov Apepixovikod Kolleyiov Pevuazoloyiog (ACR).
TCZ - Toaililovudunn

MTX - MeBotpeéann

PBO - Eixoviko padpuaxo

DMARD - TpomomonTikd THS VOGOV AVTIPPEVUATIKG POPUAKO

** - p<0,01, TCZ évavtt PBO + MTX/ DMARD

il - p<0,0001, TCZ évovu PBO + MTX /DMARD

Znuovtixn KAVIKH avTamoxpion
Metd and Oepaneia 2 ypdvov pe tostmlovudunn + MTX, to 14 % tov 0c0evdv TETUYE CNUOVTIKI
KAMvikn avtamokpilon (cvvimpnon avtoandkpiong ACR 70 yia 24 efoopddeg 1) mepiocdtepo).

Axtivoloyiki aviomokpion

> Aokiun 11, og acBeveig pe avemapkn avramokpion ot MTX, 1 avaotodn t¢ dopukng PAGPNC Tov
apBpmdcenv aloloyninke omd TIC OKTIVOAOYIKEG EEETACELS KOl EKPPAGTNKE MG UETABOAN GTNV
TPOTOTONUEVT] GLUVOALKT Babporoynon koatd Sharp adAd Kot TV ETUEPOVS TAPAUETPOV AVTNG ONA.
™ Baduordynomn tov defpdoemy Kot TG oTEVOong Tov pesoppiov dtuotuatos. H avactoArn tng
dopkng PAGPNC Tov apBpdcemv omodelydnke HECH TS CNUAVTIKA LELOUEVNC OKTIVOAOYIKNG EEEAMENG
otovg acbeveic Tov Adufavoy toctAovpdunn e cOykpion pe tovg acbeveic eléyyov (ITivaxag 5).

2V avoikTig emtofuoveong topatacn e Aokiung I, n avaotodn g e€EMENG g doutkng PAGPNS
TV apBpdoemv og acbeveig mov Elafav aywyr pe tostmlovpdunn kot MTX drotnpnbnke oto
devtepo ypovo Bepaneiag. H péon petaforn and v Evapén v efdopdda 104 oe cuvolikn
Babuoroynon kotd Sharp-Genant ftav onUovTIKE PEIOUEVN 08 000EVELG TOV TVLYOOTOHONKAY LE
toctmlovpdumn 8 mg/kg ko MTX (p <0,0001) cvykprrikd pe acbeveic o1 omoiot TuyatomoOnKay pe
gikovikd pdppoxo kot MTX.

Hivaxac 5. Méoog dpog axtivoloyikadv puetoforov ueta omo 52 efdouddes orn Aowyun 11

PBO + MTX TCZ 8 mg/kg + MTX
(+TCZ anod v cpoondda 24)
n =393
n =398
YvvoAkn Pabuoroynon 1,13 0,29*
katd Sharp-Genant
Babporoynon dwfpodoeny 0,71 0,17*
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PBO + MTX TCZ 8 mg/kg + MTX
(+TCZ ano6 v cpoondda 24)
n =393

n =398
BaOporoynon JSN 0,42 0,12**
(otévoong pecopbpiov
OLOGTHLATOG)
PBO - Eikoviko gdppoxo
MTX - MeOotpeéorn
TCZ - Tooi1ilovudumn
JSN - 2tévwon uecopbpiov diaotiuarog
* - p<0,0001, TCZ évavu PBO + MTX
*x - p <0,005, TCZ évavut PBO + MTX

Metd and Bepaneia 1 ypdvov pe tocthlovpdunn kot MTX, 85 % tov acBevav (n = 348) dev eiyav
eEEMEN ¢ dokng PAAPNGS TV apbBpmdcemv, Ontwg opileTat omd PeETAPOAN UNOEV 1] LIKPOTEPT] GTN
Yvvoiikn BaBpoioynon katd Sharp, cuykpitikd pe 10 67 % achevav mov ELafav eucovikd GapUoKo
ko MTX (n = 290) (p <0,001). Avtd mapdpeve otabepd, petd and Bepameia 2 ypovov (83 %;

n =353). To 93 % (93 %; n = 271) tev acbevdv dev giyav eEEMEN petald g efdopadag 52 Kot TG
efdoudoag 104.

Anoteréouata oyetil{oueva pe Ty vyeio kot TV ToLoTnTe. (NG

Ot acBeveic mov Aaupavav toctlovpaunn avépepay Pertimon oe OA0 TO ATOTEAEGLOTO TTOV
avapépOnkav and acbeveic (Epotnuatoroyio AZoloynong Yyeilag tov Agiktn Avannpiog - HAQ-
DI), Short Form-36 ka1 Epomuatoloyia Asttovpyknc Extipunong g Oepamneiog Xpoviag Nocov.
Hopoammpndnkav ctotioTikd onuavTikég Bertinoelg otig TIuéG Tov Epatnuotoloyiov A&oAdynong
Yyelag tov Agiktn Avamnpiog (HAQ-DI) og acOeveig mov Adupovay ToctAlovpdunn oe cUyKplon He
acbBeveic otovg omoiovg yopnynonkav DMARDs. Katd v mapdtacn g ovoikTig ETGTUAVONS
Aoxyng 11, n ertioon ¢ puotkng Aettovpyikotntag dotnpnonke yio uéypt 2 ypoévia. Tnv
gPfdopada 52, n péon petaporr; tov HAQ-DI firav -0,58 oty opddo tostmlovpdunn 8 mg/kg kot
MTX ocvykprrikd pe -0,39 oty opdda eucovikov papudkov kot MTX. H péon petaporn tov HAQ-
DI dotmpnbnke v fdouada 104 oty opdda tociailovpaunn 8 mg/kg kaw MTX(-0,61).

Erizeda aapoopaipivyg

[MopatmpnOnroy oTaTio TG ONUOVTIKEG PEATIOCELS OTO EMIMEIA ALLOGPALPIVIG LE TNV AY®YT|
toctMlovpaunn oe cvykpion pe to DMARDs (p<0,0001) tnv efoopdda 24. Ta péoa enimeda
alpoceapivng avénnkay v efSopdda 2 Kot ToPEUEVOY EVTOG TOV PUGLOAOYIK®Y OpimV £MG Kot
v gfoopdda 24.

Tooihilovudumn Evavt a00AUOVUGUTNG oTH HOVOOBEpaTELo:

H Aok VI (WA19924), pio dtthé topAn dokiun 24 £Bdopddmv, 1 0moio GUVEKPLVE TN
povobepomeio pe TootMovpaunn pe tn povobepaneio pe adodpovpdunn, a&toddynoe 326 acbeveig
ue PA, ot omoiot dev ftav avlextucol ot MTX 1 otovg omoiovg 1 cuveyllouevn Oepaneio pe MTX
OewpnOnke akatdAInAn (cvurepiappavopévav eketvmv, ot oroiotl avTomoKpiBnKay avemapKdsc 6T
MTX). Ot acbeveig 610 oKéAOG TG TOGIALOLVHANTNG EAaPay evOoPAEPLa Eyyvon ToctAovpaunn

(8 mg/kg) xdOe 4 efdopddes (g4w) Kol VITOdOPL EVEST EIKOVIKOD Gapudiov kdOe 2 efdopnddeg (g2w).
Ot acBeveic 670 6KELOG TNG AdaAMpoLUAUTNG EAaBav pia vToddplo Eveon adoipovudunng (40 mg)
KGO 2 efdopddeg (q2W) cuv evooPAEPLO £yXVOT EIKOVIKOD Qappdkov kKabe 4 efdouddeg (q4w).
ZTOTIOTIKA OTLOVTIKY avaTepn Oepameutikn dpacn mapotnpninike vIép g TOSIAMLOVUAUTNG EVavTL
NG OOOALLOVUAUTNG G TTPOG TOV EAEYYO TNG EVEPYOTNTAG TNG VOGOV amto TNV Evapén Emg TNV
eBdopada 24 yio 10 kHP10 KATAANKTIKO onpeio g adhayng oto DAS28 kot yio 6da ta devtepevovTa
katodnktikd onueio (Iivakog 6).
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Iivokog 6:  Amoteréouorta amotedeouatikétntag yia ™ Aok VI (WA19924)

ADA + Ewkoviké TCZ + Ewkoviko

eappaxo (IV) pappaxo (SC)
n=162 n=163 Ty p©@
Kvpro katainktiké onpeio — Méon arrayn amé ™) ypoppn ekkivnong v Efdopdda 24
DAS28 (mpocoppocuévn uéen tun) -1,8 -3,3
AlAayn) 6TV TPOGUPUOCUEVT LEGT -1,5(-1,8,-1,1) <0,0001

T (95% CI)

AguTepeovTa KOTUANKTIKG onpeia — [10600T6 TOV 060ev@Y OV avTamokpiOnkay TV
Epdopada 24 ®

DAS28 < 2,6, n (%) 17 (10,5) 65 (39,9) <0,0001
DAS28 <3,2,n (%) 32 (19,8) 84 (51,5) <0,0001
Avtamoxpion ACR20, n (%) 80 (49,4) 106 (65,0) 0,0038
Avtoamoxpion ACRS0, n (%) 45 (27,8) 77 (47,2) 0,0002
Avtanokpion ACR70, n (%) 29 (17,9) 53 (32,5) 0,0023

& H i p eivar Ipocoproouevy yio. ty mepioyn koi w oidpketa e PA, yia 6da to katoAnktika onueto, kot emmiéov yio.

TNV TN QVOPOPAS VIO OAOL TO. KOTOANKTIKG GHUELQ COVEXWDV LETOLINTOV.

B Ta ty diayeipion twv elleiméviwy dedouévav ypnoyworoujOnke n ué0odog e axddoons mg un-aviamndkpion oty
Ocpareio. H mollamlotnra eAéyyOnke ue t uéGodo Bonferroni-Holm.

IV = evdopréfra

SC =vnoddpuo

TCZ = toomlovpdypmn

ADA = adalimumab

To cuvolkd TPOPIA KAVIK®V avemBOUNT@V GUUPAUATOV NTAV TAPOUOL0 OVAIEST GTNV
toctMEovpaumn Kot TNV adaAtpovpdunr). To 1ocootd TV acbevav pe cofapd avemBounta
cupupdpata NTav Tapdpolo avapeca otig Oepamevtikés opddes (toctiilovpaunn 11,7 % évavtt
adaipovpdunn 9,9 %). Ot TOmOL TV AVETIBVUNTOV AVTIOPACGE®DY GTO GKEAOG TNG TOGIALOVUAUTNG
NTOV GUVETEIG [IE TO YVOGTO TPOPIA AGPAAELNG TNG TOGIALOVUAUTNG Kol OVETIBOUNTEG OVTIOPAGELG
avaEpOnkay 6 TapOpoLe, GUYVOTITA GLYKPLTIKA pe Tov TTivaka 1. YymAotepn enintwon Aotuméemv
KOl TOPOoITOCE®V avapépOnke 61o okélog g Tootmovpdumang (48 % évavtt 42 %), ympic diapopd
oV enintwon Tov coPapmv Aounéewnv (3,1 %). Kot ot dbo Bepaneieg tng doxiung tpokdiecay 1o
010 TPOTLTTO AALOYDV GTIC EPYUCTNPLUKES TUPAUETPOVS AGPAAELNS (TTOGELS GTOVE APLOUOVS TV
OVLOETEPOPIA®Y KoL TOV aipomeTarionv, avénoelg otic ALT, AST kot oto Amidia), ®ot6c0 10 péyebog
NG AAAOYG KO 1] GLUYVOTITO T®V CTUAVTIKOV U1 GUGLOAOYIKMV TIL®V NTOV VYNAOTEPQ LE
toctM{ovpdunn og ocbykpion pe adaipovpdun). Téooepig (2,5 %) aobeveig 6To OKELOG TNG
tostMlovpaumng kot dvo (1,2 %) acbeveic 610 GKEAOG TNG ASUALLOVUAUTNG ELPAVIGOV TTOGEIC GTOV
apOpo Tov ovdetepdeiimv Babpov CTC 3 1 4. Evtexa (6,8 %) acBeveic 610 6KELOG TG
tootlovpdunng kot tévte (3,1%) acbeveic 610 oKEAOG TG ASOALOVUAUTNG ELPAVICAY  OVENCELS
otV ALT BaBuov CTC 2 1 vynAdtepov. H péon avénon omv LDL amd v évapén frav 0,64
mmol/L (25 mg/dL) yia tovg aoBeveic oto okélog g toothlovudumng kot 0,19 mmol/L (7 mg/dL)
v Tovg aofevelg oto okEAOG TG adaipovpdaunns. H acedieia mov tapatnpifnke 61o okélog g
TOGUMEOVUAUTNG TOV GOUP®VN UE TO YVAOOTO TPOPIA AGPAAELNS TNG TOGTUMEOVUAUTNG KOl OEV
mopoTnPENONKaY VEEG 1 Un avouevoueveg avemdounteg avtidpacelg (BA. Ilivaxa 1).

[Ipdwun PA, yopig mponyovuevn éxbeon oe MTX

H Aowxun VII (WA19926), pio Sokipn 2 €10V LE TPOYPOUUOTIGUEVT] TPOTAPYIKT avAAvLGeN TV
efdoudoa 52 a&ordynoe 1.162 evijhikeg acbeveig ympic mponyoduevn ékbeon ot MTX e pétpla
£€m¢g coPapn, evepyn mpoun PA (péon duapkera Oepaneiog <6 unveg). Ilepimov 20 % tov achevov
glyav Aapel Tponyoduevn Bepaneio pe DMARDs dAin ando MTX. H dokiyun avt a&lohdynce v
amoTelecUATIKOTNTA TNG Oepaneiag cuvdvacpod Toctmlovpdunne evooprefing 4 1 8 mg/kg kdbe 4
epdopdoe/MTX, g povobepaneiog toctlovpdunng evéopiePiong 8 mg/kg kot povobepaneiog pe
MTX o1 peion tov onpeiov Kot GUUTTOUATOV KOl 6TO TOG0oTO TG ££EMENS TG apBpikng PAAPNS
v efdoudda 104. To mpmtedov KaTOANKTIKO oueio NTov 1 oveloyio T@V achevav Tov TETvuYaY
Vpeon DAS28 (DAS 28 <2.6) v efdopada 24. Mia onpavtikd vymidtepn avaroyio aclevav 6Tig
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opnadec tootmlovudunn 8 mg/kg + MTX kot povobepameiog pe TootMOVUAUTN TETVYE TO TPOTEVOV
KATOANKTIKO onpeio og oOykpion pe v opdda povobepoameiog pe MTX. H opdda tosiiiloopdumn 8

mg/kg + MTX £de1&e emiong oTOTIGTIKA ONUOVTIKG OTOTEAEGLOTO AVOPOPIKA [LE TO KOPLOL

devTePEDOVTA KATOANKTIKA orueio. Xtnv opdoa povobepaneiog pe tostmlovpaunn 8 mg/kg
TopaTnPRONKaY aplOUNTIKA LEYOADTEPEC OVTATOKPICELS G€ GUYKPLIoN LE TNV Opdda povoBepaneiog pe
MTX o€ 6Aa ta 0evTEPEHOVTU KATOUANKTIKA OTLELD, CUUTEPIAOUPBAVOUEV®V TWV OKTIVOYPOOIKOV
KOTOANKTIK®V onpeiov. Xe avtiv T doku, ot veéoelg katd ACR/EULAR (Boolean kot Index)

avaAbOnKay eTiong mg TPOKAOOPIGUEVE, DLEPEVVI|TIKA KOTAATKTIKG, onueia, pe vynidtepeg

QVTOTOKPIOELS VO TapaTnPobVTaL 0TI OUAdES TG ToctMlovpaunns. Ta anoteAéopato amd T AoKiun

VII napatiBeviot otov [livaka 7.

Hivaxag 7: Armoteléouoro. amoteAeouaticotntag yio. t Aok VII (WA19926) oe aoOeveic ue mpwoiun
PA ywpic nponyovuevy éxbean atn MTX

TCZ TCZ 8 mg/kg TCZ Ewoviko
8 mg/kg + Ewxoviko 4 mg/kg Qappoxo
+MTX QOPUOKO +MTX +MTX
n =290 n =292 n =288 n =287
Mpotevov Katoinktiké Xnpeio
"Ypeon DAS28
EBdoudda 24 n (%) 130 (44.8)*** | 113 (38.7)*** | 92 (31.9) | 43 (15.0)
Kvopra Agvtepevovra Katainktika Xnpeio
"Yeon DAS 28
Efdopdda 52 n (%) 142 (49.0)*** 115 (39.4) 98 (34.0) 56 (19.5)
ACR
EBdopdda 24 ACR20, n (%) 216 (74.5)* 205 (70.2) 212 (73.6) | 187 (65.2)
ACR50, n (%) 165 (56.9)** 139 (47.6) 138 (47.9) | 124 (43.2)
ACR70, n (%) 112 (38.6)** 88 (30.1) 100 (34.7) | 73(25.4)
EBdopada 52 ACR20, n (%) 195 (67.2)* 184 (63.0) 181 (62.8) | 164 (57.1)
ACR50, n (%) 162 (55.9)** 144 (49.3) 151 (52.4) | 117 (40.8)
ACR70, n (%) 125 (43.1)** 105 (36.0) 107 (37.2) | 83(28.9)
HAQ-DI (npocappocpévn péon petaforn and
TV apYIKN TWR)
Efdopdda 52 -0.81* -0.67 -0.75 -0.64
AxkTtwvoypogikd Katoinktikd Xnpeia (uéon perafoin amwd tnv apytkny Tipn)
EBdopada 52 mTSS 0.08*** 0.26 0.42 1.14
Babpog diappmong 0.05** 0.15 0.25 0.63
JSN 0.03 0.11 0.17 0.51
Axtvoypaikn pn e&EMEN n (%), petaforr] amd 226 (83)* 226 (82)* 211 (79) 194 (73)
v apykn T oto mTSS <0)
Exploratory Endpoints
EBdonada 24: ACR/EULAR Boolean Y peon, 47 (18.4)* 38 (14.2) 43 (16.7)* | 25(10.0)
n (%)
ACR/EULAR Aciktng Yoeong, n (%) 73 (28.5) * 60 (22.6) 58 (22.6) | 41 (16.4)
EBdopada 52: ACR/EULAR Boolean Y ¢eon, 59 (25.7) * 43 (18.7) 48 (21.1) 34 (15.5)
n (%)
ACR/EULAR AegiktgYoeeong, n (%) 83 (36.1)* 69 (30.0) 66 (29.3) | 49 (22.4)

MTSS - tpormoromuévo Total Sharp Score
JSN - Xtévawon ueodapBprov draotiuarog

TCZ - toatli{ovudunn
MTX - uebotpelan
ACR - Kpirijpia tov Auepixovikotv Kolleyiov Pevpozoloyiag (ACR)

Oleg o1 ovykploelg anoterecpatikotnTag £vavtt Eucovikod gappdkov + MTX ***p<0.0001; **p<0.001; *p<0.05
T T p <0.05 évavtt etkovikod eappdkov + MTX, oAl to KatoAnkTikd onpeio frtav diepeuvntikod (dev mepthapPaveton
TNV Epopyio TOL GTATIOTIKOV EAEYYOV Kot EMOMEVMG OV €xel eheyyDel yio moAAamAdTNTO)
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COVID-19
Kiwikn aroreleouotixomro,

RECOVERY (tvyotomompévn a&lohdynon g Bepanciog katd g COVID-19) cuvepyatikn opodiky
dOKIUT € VOGNAELOUEVOLG EVAAIKEG IOV €YovV dtayvmaotel pe COVID-19

H RECOVERY ntav o peydin, Toyotomotnuévn, EAEYYOIEVT, OVOLYTNG EMIGTILOVGTC, TOAVKEVTPLKT
doxun mAateopoag mov deEnyon oto Hvopévo Baoiielo yia tnv a&lohdynon g
OTOTELECLOATIKOTNTOG KoL TNG AGPAAELONG TV TOAVOV BEPUTELDY GE VOGTIAEVOUEVOVS EVIAIKEG
acOeveic pe coPapn COVID-19. Olot o1 emhé&uot acbeveic EraPav ™ cuvin epovtida Kot
vroPAnOnKayv og apykn (Kopia) Tuyotomoinon. Ot acBeveic mov mMANPOLGAV TO KPITHPLO TNG OOKIUNG
elyav KAwvikd mbavoloyovpevn 1 epyaoctnplokd emPefoiopévn Aoipwén and SARS-CoV-2 kot dev
glyav wTpikéc avevoeitelc yo kapio omd Tig Oepaneiec. Acbeveic e KMvikég evOgiEeLg TPOOSEVTIKNG
COVID-19 (mov opiletar mg kopecudc 0&uydvou <92 % oe aépa. douatiov 1 oG AyM
o&vyovobBepaneiag, kot CRP >75 mg/L) nifpocav Tic tpodmodécels yio pa dg0tepn Tuyoonoinon yio
va AMapovv gite evoopAEfto toctmlovudunn gite cuvnon epovtida povo.

Ot avaAOGELS anoTELECHOTIKOTNTOG TTpayLartonoOnkay otov TAnfuoud pe tpdbeon Bepaneiac (ITT)
nov meptelapPave 4.116 acbeveic mov TuyaomomOnkay pe 2.022 acbeveig 6To oKEAOG
tostMlovpdumn + cvviOng epovtida kat 2.094 acbeveic to okélog mov eAduPave TV cuvin
opovtida povo. Ta SNUOYPAPIKE YOpaKTNPIGTIKA KOTA TNV Evapén Kot To YopoKTNPIeTIKG TG VOGOL
tov mAnBvopov ITT Rrav Kald woppornuéva oe OAa To okéA Bepaneiog. H péon nlwia tov
ouppetexovtov Nrav 63,6 £t (tumkn arokAion [SD] 13,6 étn). H mAeloynoia tov acbevov ntav
avdpeg (67 %) kar Agvkoi (76 %). To didpeco (evpog) eminedo g CRP frav 143 mg/L (75-982).

Katd v évapén, 10 0,2 % (n = 9) tov acbevav dev Aappavay couminpopatikd o&uyovo, 1o 45 %
TV aclevav ypetaloviay o&uydvo yauning pong, to 41 % tov acbevav ypedlovray pun enepfotikd
aeplopd N oEuydvo vyning pong kot to 14 % tov acbevav ypeidloviav enepfatikd unyavikd
aepopd. To 82 % avaeépOnke 6t Adppave cvotnpatikd Koptikootepoedn (oplopevo wg acheveig
mov Eekivnoav Bepameio e GLGTNLOTIKG KOPTIKOGTEPOEIDN EiTE TPV €iTE KATA TN GTIYUN TNG
Toyatomoinong). Ot cuyvotepeg cuvvoonpdTNTEG Tav o dafnng (28,4 %), n kapdlonddeia (22,6 %)
KoL 1 xpovia Tvevpovonddeia (23,3 %).

H xopua éxPaon frav o xpovog uéypt o Bdvato uéypt v Huépa 28. H avaroyio kivdvvov mwov
GUVEKPIVE TO GKEAOG T1G TOGIALLOLUAUTNG + cuvnOng ppovTida pe To okéAOg Tov eAdUPave TV
ouvi N epovtida puovo ntav 0,85 (95 % CI: 0,76 émg 0,94), £va oTATIOTIKE GNUAVTIKO ATOTEAEGLLA
(p = 0,0028). Ot mBavotnTeg Bavatov émg v Huépa 28 vroroyiotkav og 30,7 % xat 34,9 % ota
OKEAN TNG ToctMEovpdpmnG Kot TNG suviBovg epovtidag, avtictorya. H dtapopd kivdvvov
vrohoyiotnke og -4,1 % (95 % CI: -7,0 % éwg -1,3 %), cvvenng pe v tpmtoyev aviivon. H
avaAoyio Kivoovou peta&d tng tpokadopiopévng vwoouddag acevav Tov EAapay GUGTNUATIKA
KOPTIKOGTEPOELDN KaTd TNV évapén Ntav 0,79 (95 % CI: 0,70 émg 0,89) kot yio TNV Tpokabopicopévn
VTTOOLAA0. TTOV eV AGUPOVE GLGTNUATIKA KOPTIKOGTEPOELT| Katd tnv Evapén ftav 1,16 (95 % CI:
0,91 éwc 1,48).

O dudpecog ypdvoc £wg v €000 amd 10 vosokopeio tav 19 nuépeg 610 oKELOG TG
toctMlovpudunng + cvviBoug epovtidag Kot >28 nuépPeg 610 KELOG TG GLVHBOLE PPOVTIONGC
(avaoyio kivdvvov [95 % CI] = 1,22 [1,12 éwg 1,33]).

Meta&d 1oV acbevav mov dev ypetdloviay enepPatikd unyovikd aepiopd Katd v Evapén, 1o
TOGOGTO TV AGHEVAOV OV YPEBoTNKAY UNYavIKO aeptopd N Tébavay tnv Huépa 28 ftav 35 %
(619/1754) oto okéhog tostmiovpdunn + cvvnovg epovtidag kot 42 % (754/1800) oto oKéhog TG
uévo ovviBovg epovtidag (avaroyia kvdvvov [95 % Cl] = 0,84, [0,77 émg 0,92] p<0,0001).
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Houdrarpikog mAnduopog pe cvotuotikr) NIA

Klivixn omoteleauotixotnro

H amotelecuatikomta g toctMlovudunng otn Bepaneia tng evepyod cvuotnuotikng NIA
a&lohoyn0nKe Gg Lo TUYAOTOIUEVT, OITAG TVQAT|, EAEYXOUEVN LE EIKOVIKO QAPUAKO SOKLUN
TOPAAANA®Y opddwV, d00 ckeA®V, didpketag 12 gfdouddwv. Ot acbeveic mov mepleAnedncay ot
peAétn elyav d1dpkela VOGO TOVAAYIGTOV 6 UNVEC, EvEPYO VOGO Ywpic £Eapon Tov va amailtel d00ELg
KOPTIKOGTEPOEW®V v Tov 0,5 mg / kg 1c0d0vapa tpedvilovng. H anotelecpatikdmra yio )
Oepamneio Tov cLVOPOUOL evepyomoinong pakpoeaywv (MAS) dev £xet diepguvnOei.

O acBeveig (mov Edafav Bepameia pe 1 yopic MTX) toyatoromOnkay o pio omd T1g 500 opadeg
Oepaneiog (ToctMlovpaumn:ekovikd eappoko = 2:1), 75 acBeveic Aaupavav eyyooeig
toctMmlovpdunn kabe d0o efdopades, 8 mg/kg yio aobeveic > 30 kg 1 12 mg/kg yuo aobeveic < 30 kg
kot 37 acBeveig opiotnray va Aapufdavouv eyydoels lKkovikod eappakov kdbe 6vo efdopddes. H
peimon g 6001MG TOV KOPTIKOGTEPOEDDV EMTPATNKE amd TNV efSopdda €51 Yia Tovg acbeveig, ot
omoiol mETvyay e avtamokpion ACR70 yuo thv NIA. Metd amd 12 gfoopddeg 1 katd to ypdvo
amoudkpouveong amd tn peAétn eéottiog g emdeivmong g vooov, ot acbeveic Eapav Oepameia oty
OVOLKTIG EMGLLAVOTS PACT) 6€ S0GOA0YIN KOTAAANAN Y10 TO COUATIKO TOVG Bdpoc.

Klwikn avrarokpion

To k0Opro kKataAnktikd onpeio Nrav 10 T0600Td TV asbevdv pe tovddyiotov 30 % Bedtioon ota
Baoikd otoyeio g andkpiong ACR yio NIA (amdkpion ACR yio NIA 30) v efdopada 12 ko
amovoio Tupeto (Kapio kKataypaen Oeppokpaciog > 37,5°C Kotd T TPONYOVUEVES 7 NUEPEC).
Oydovta mévte 101G ekatd (64/75) Twv acbevav mov Erafav Toctmlovpaunn kon 24,3 % (9/37) tov
acBevav mov érafov Bepomeia e 1KOVIKO PAPLOKO TETLYOY OVTO TO KATAANKTIKO onueio. Ta
TOGOGTA 0VTA oy onuavTikd dtapopetikd (p<0,0001).

To 060016 £ni 1015 £KATO TV 0cBevdY Tov TETLYAY avTamokpicels ACR 30, 50, 70 kot 90 yio NIA
napovcidovror otov Ilivaka 8.

ITivaxag 8. BaBuoc aviarokpions ACR yia NIA v gfidoudda 12 (% twv aobeviw)

BaOpog Toowmlovpdpmn Ewkoviké ¢appoko
OVTOTOKPLONG n=75 n=237
NIA ACR 30 90,7%* 24,3%
NIA ACR 50 85,3%!* 10,8%
NIA ACR 70 70,7%! 8,1%
NIA ACR 90 37,3%! 5,4%

1 p<0,0001, rooriilovudumy évave sikovikod popudion

Eridpoon otic ovotnuotixés exonlacers

Y1ovg acBeveig mov Erafav Oepameia e TosIMLOVUAUTT, T0G0GTO 85 % aVTOV ToL ElYaV TLPETO
eEartiag g ocvotnuotikng NIA koatd v évapén tng Oepaneiog dev eppdvicay Topetd (Kopio
kataypaoen Beppokpaciog > 37,5°C katd tic mponyodueveg 14 nuépeg) v efdopdoda 12 Evavtt pdvov
21 % tov acbevodv mov Elafav eikovikd edppoko (p<0,0001).

H mpocappoouévn puéon petaforn otnv omtikn avaroyikr kAipako (VAS) dAyovg mov TapatnpnOnke
uetd omd 12 gfdopadec Oepameiog pe tostmlovudunn frav 41 Pabuovg peimon oe wio, kKiipoko 0-100
o€ ovyKkpilon pe 1 Pabuod peimon yo toug acbeveig mov Ehafav ewovikd apuaiko (p<0,0001).

Meiwon ¢ 000nS TV KOPTIKOOTEPOELODV

Ytovg aobeveig mov mETvyav avtomokpion ACR70 yia NIA eretpdmn peimon g 66ong Tmv
KOPTIKOGTEPOEOMV. Agkaentd (24 %) acBeveic mov Elafav Bepancia e Tooctlovpaunn Evavt 1
(3 %) acbev 0md TV oA TOL EIKOVIKOD PAPUAKOD UTOPEGAV VO LEIOGOLY T OGN TOV
KOPTIKOGTEPOELOOVE TTOV EAGUPAVOY KOTA TOVAGYIGTOV 20 % YmPIiC VO TOPOLGIAGOVY ETAKOA0VON
emdetvmon g vocovkata ACR30 1 eppavion GuGTNUATIKGOV GUUTTOUATOV TNV €fdopdda 12

(p = 0,028). Ot ue1doELg TG 606TC TOV KOPTIKOGTEPOED®OVY cuveyiotnkay, ue 44 acbeveic va
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SLOKOTTOVVY TN (PO TOV OO TOV GTOLATOG YOPTYOOUEVOV KOPTIKOGTEPOEW®V TNV gfdoudda 44,
dwtnpmvrog Tic ovtamokpioeic NIA ACR.

Amoteréouarta oyeti{oueva pe THv vYELo kKot THY TOLOTHTO (NS

Tnv efdopada 12, 10 T0600T6 TV 0cbevadv Tov Erafav Bepaneio pe TostAlovpdpmn Ko
mopovcioocay TNV eAdy1oT KAvikd onpavtikn Bedtioon oto Epotmnuatoldylo A&ordynong Yyeiog
g Hodumg Hukiag — Agiktng Avammpiog (opilopevn og oTtopikn pelmon g GLVOMKNG
Babuoroyioag katd > 0,13) Hrov onuovTikd VYNAOTEPO G€ GVYKPLoT LE ToVg acbeveic mov Ehafay
Bepameia pe ewovikd eapuoxo, 77 % évavtt 19 % (p<0,0001).

Epyaotnpioréc mopduetpot

[Mevivta and tovg efdounvra névte (67 %) acbeveig mov Elafov Bepancio pe toctlovpdpmn giyov
emineda apooceapivng < LLN katd tnv évapén g Bepancioc. Zapavta (80 %) amd tovg acbeveig
OVTOVG ELPAVIGOV AVENCT TOV ETUTESWDV ALLOCOULPIVIG £0G EVTOG TOL PUGLOAOYIKOD E0POLG TNV
efdoudoa 12, oe cvykpion pe uoévo 2 amod toug 29 acbeveic (7 %) mov Ehafav Oepameia pe EKOVIKO
eapuaxo kot eiyav eninedo apos@atpiving < LLN katd v évapén g Bepoameiog (p<0,0001).

Hadratpikodg minBuopog pe molvaphikn NIA

Klvixn omoteleouotixotnro

H amotelecuatikomta g T00MOVUAURNG EKTIUNONKE 0TV TPLOY okeAdv Aokiu WA19977, n
omoia TEPIEAGUPAVE Lid OVOLYTNG EMICTLOVOTC TOPATACT] GE OO0 LLE EVEPYT TOAVOPOPIKT VEOVIKNY
wonadn apbpitda (NIA). To Mépoc I amotehovvtav amd pio eicaywyikn nepiodo 16 gfdopddmv
evepyov Bepamneiog pe tostmlovpaunn (n = 188), n omoia axorovdnbnke amd to Mépog 11, pua
TUYOLOTTOMUEVT], SUTAGL TOVPAT, EAEYXOUEVT] E EIKOVIKO QAPLOKO TEPI0d0 amdavpong 24 efdopddmv
(n = 163), n onoia axkorovdnOnKe amd T0 Mépog I, pio avoryymg emonuaveng nepiodo didpkeiag 64
efdoudomv. Xro Mépoc I, o1 katddAniol acOeveic Bdpovg > 30 kg éElafav tooctlovudunn ota

8 mg/kg evdoplefimg ke 4 efdouddeg yio 4 doceis. Ot acbeveic Papovg < 30 kg tuyaiomomOnkav
oe avaroyia 1:1 dote va AdPovv gite Tootlovpdunn 8 mg/kg eite 10 mg/kg evdoplrefimg ke 4
efdoudoes yio 4 dooeis. Ot acheveic mov olokAnpwoay to Mépog I g dokiung kot Tétvyov
tovAdyotov avtandkpion ACR30 v NIA oty efdopdda 16 cuyKpiTikd [e TNV opyIKn TR NToV
KatdAAnAol va gvtoyBohv otnv Tupromoinuévn mepiodo amodcvpong (Mépog II) tng dokiung. Xto
Mépog I, o1 acBeveic ToyatomomOnkoay e toctlovpaunn (idto d6on pe avt Tov EANEON oT0
Mépog I) 1 etkovikd edppoko ce avaroyio 1:1 kot S106TPOUATOOINKAY COUE®VO UE TV TAVTOXPOVT
xpnon pebotpegatng (MTX) kar tnv Towtdypovn xp1on kKoptikootepoedav. O kabe achevng
ovvéyioe 610 Mépog I tng dokiung puéypt v fdoudda 40 1 uéypt o acbevig va IKAVOTOIGEL TA
kpreipa €€apong ACR30 yuo ™) NIA (o oxéon pe v efdoudda 16) kot va kptdei katdAAniog yio
ayoy”n docmong pe tostuiovpdumnn (ida d6on pe avth wov eredn oto Mépog I).

Kiwvikn avrarokpion

To kbp1lo KataAnKkTiKd onpeio frav to Tocootd TV acbevav pe £Eapon ACR30 yio NIA otnv
efdopada 40 oe oxeomn pe v efdopdda 16. Zapdvta oxtd eni toig exatod (48,1 %, 39/81) twv
acOevav mov ELafav elKoVIKO EAPLOKO EUPaVIcE eEAPGEIC GLYKPITIKA e To 25,6 % (21/82) v

acfevav mov Edafav tociiilovpdunn. To 10606TA CVTA NTOV CTOTIGTIKG GNUOVTIKE S10pPOPETIKA
(p = 0,0024).

Kotd v ohokAnpmon tov Mépoug I, o1 avtanokpiceig ACR 30/50/70/90 yio NIA firav 89,4 %,
83,0 %, 62,2 %, a1 26,1 %, avtictotyo.

Kotd ™ didpkeia e edong ardcvpong (Mépog 1), To T0606T6 TV 0c0evdv TOL TETLYE
avtomokpion ACR 30, 50 kot 70 yio NIA otnv eBdopdda 40 oe oyéomn Le TNV apyikn TN
napovctdlovror otov [ivaka 9. Xe avtiv T 6TOTIOTIKY 0vAAvoT, 01 achevelg mov Tapovsiacay
é€apon (ko Erafov aymyn dtdlowong pe toctlovudunn) Katd t didpkela tov Mépoug II 1 ot omoiot
amocHpOncav Katnyoplomodnikoy g un-oviarokpidéviec. Mia emmpdcdetn avalvon twov
avtamokpicemv ACR yia NIA, Aappavovtag vroyw ta dedopéva mov Tapatnprionkoy v ERSondada
40, aveEoptrtog g katdotaons EEapong, £detle 0Tt peypL v efdopdda 40, 95,1 % twv achevodv ot
omoiot eiyav AdPet cuveyn aywyn e Tostaovpdunn, tétoyav avtarokpion ACR30 yia NIA 1
vynAdTEPT.
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Iivokog 9. Iloocoota avramokpions ACR yia NIA wov mopotnpnbnroy v efdoudcdo 40 oe oyéon ue
mv apyiki T (t06ooto aolevav)

Mo60676 avTamoKplong Toolovpdpmn Etcovikd @apuako
n=2382
n=281
ACR 30 74.4%* 54.3%*
ACR 50 73.2%* 51.9%*
ACR 70 64.6%* 42.0%*

*  p<0.01, rooihilovudumny vs. eikovikod papudrov

O ap1Buog TV evepYdV apBpdoe®mV HEIMONKE CNUOVTIKG GUYKPLTIKG LLE TNV OPYIKT TIUH GTOVG
aoBeveilc mov Eafav TostAlovUdunn o€ GUYKPLoN LLE TO EIKOVIKO QAPLAKO (TPOGUPLOGUEVES LEGEC
petaforéc tov -14,3 évavti -11,4, p = 0,0435). H cuvolikn| eKtiumen Tov 1atpod yio. Ty evepyotnta
g vooov, 6mwg petpridnke o khipoka 0-100 mm, £6e1ée peyodvtepn peiwon oty EvEPYOTNTO TNG
vOG0oV Yo TNV TOGIMEOVUAUTY GE GUYKPIOT| LE TO EIKOVIKO QAPUOKO (TPOCAPUOCUEVEG LECES
petoPoréic tav -45,2 mm évavt -35,2 mm, p = 0,0031).

H mpocappoopévn péon petaforn otnv ontikn avaioykn kAipaxko (VAS) yia tov movo petd and 40
efdoudoeg aymyng pe tostmlovudumn frav 32,4 mm cg khipoka 0-100 mm cuykpitikd pe peioon
22,3 mm 7y Tovg acbeveic mov Elafov eikovikd eappaxo (VynAd ototioTikd onpoviikn, p = 0,0076).

Ta mocootd avtanokpiong katd ACR ftav apBuntucd yopniotepa yio toug acbeveig mov elyov AdPet
mponyovpevn Proroyikn Oepaneio 6mmg paivetar otov [livaka 10 mov akolovbet.

Hivoxog 10. Ap1Quog kou mooooto aolevav e ééopon ACR30 yio. NIA kot mooooto aclevav ue
ovtamoxpioeic ACR30/50/70/90 yio. NIA oty gfidoucda 40, ava mponyodusvy ypron
Proloyikov mwopdyovra (ITAnGvouos ITT - Mépog 11 doxiurg)

Ewkoviké ¢appoko Xvvolo TCZ
Xpion proioykod Nar (n =23) Oy (n =58) N (n = 27) Oy (n =55)
TapayovTo,
‘E€apon ACR30 yu 18 (78.3) 21 (36.2) 12 (44.4) 9(16.4)
NIA
Avtamokpion ACR30 6 (26.1) 38 (65.5) 15 (55.6) 46 (83.6)
v NIA
Avtamokpion ACR50 5(21.7) 37 (63.8) 14 (51.9) 46 (83.6)
v NIA
Avtamokpion ACR70 2 (8.7) 32 (55.2) 13 (48.1) 40 (72.7)
vio. NIA
Avtanokpion ACR90 2(8.7) 17 (29.3) 5 (18.5) 32 (58.2)
vio NIA

TCZ = toctimlovpdpumn
Ot acBeveic mov tuyaonomOnkav o tostmlovudunn siyav Ayotepeg e&dpoeig ACR30 ko

vynAdTepEG cuvolMikéc avtamokpicel ACR o€ oyéon pe tovg acsbeveic mov Elafav elkovikd apLaKo
aveEApTNTO Ao TO 10TOPIKO YPTONE TPOTYOVLEVOL Ploloyikol TapdyovTa.
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CRS

H anoteleopatikcotnta g ToctMlovpaunng yio ) Bepaneio tov CRS a&loloynnke og pua
avadpopIKn avaivon dedopévev and KAVIKEG doKIEG TV Bepaneidv pe T-Aeppokvttapa épovta
yapkovg avtiyovikovg vrodoyeis (CAR T xdtrapa) (tisagenlecleucel kon axicabtagene ciloleucel)
yio opotohoyikég Kakonoetes. Ot asbeveig mov a&toroynOnkav elyav vwofindel oe Bepamneia pe
toctMlovpdunn 8 mg/kg (12 mg/kg yio acbeveic <30 kg) ue M yopic Tpdcheto KOPTIKOGTEPOELON
VYNNG 860MG Yo soPapod N anetAntikd yia ) {on CRS. Moévo 1o tpdto eneicodio CRS
ocvoumepAnEnke oty avéivon. O mIinbvoudc amoteleopuatikdTTag Yo TNV Kooptn tisagenlecleucel
nepthauPave 28 avdpeg kot 23 yovaikeg (cuvorikd 51 acbeveic) diaueong nhkiag 17 etadv (ebpog 3-68
etwv). O didpecog ypovog and v Evapén tov CRS Emg v Tpdn d60M ToctMovpaunn nTov 3
nuépeg (evpog, 0-18 nuépeg). H amokardotacn tov CRS opiotnie og EAAelyn Tupeton Kot yopic
OYYELOGVOTUGTIKG Y10t TOLAAYLeTOV 24 dpec. Ot acbeveig OempnOnkav aviomokpvouevor av to CRS
arokofiotavto eviog 14 nuepmv amd v TpdTn 8601 ToctMiovpaun, edv yperdlovay oyt
TEPLOCOTEPES ATO 2 HOGELG KL OEV YPNOULOTOLOVVTOY AAAL PAPUOKEVLTIKA TPOIOVTO EKTOG OO
TOGIAMLOLUAUTY KOl KOPTIKOGTEPOELWON Yia TN Oepaneia. Tpidvra evvéa acbeveig (76,5 %, 95 % CI:
62,5 % -87,2 %) métuyov avtamokpion. Ze o ave&aptntn koopt 15 acbevav (ebpog: 9-75 etdv) pe
CRS emayodpevo amo axilabtagene ciloleucel, To 53 % avtamokpifnke.

O Evponaikoc Opyoviouog apudkmv Exel 0OGEL AmaALOy] 00 TNV VTOYPEMGT VTOPOANG TOV
OTOTELECUATOV TV SOKIUMV HE TOGTMEOVUAUTT GE OAES TIG LTOKATIYOPIEG TOV TALIATPLKOD
mAnBvopov ot Bepaneio Tov cuVOpPOLOL arerevBEpmong kutTapokvdv (CRS) mov oyetileton pe ta
CAR T «otrapa.

COVID-19

O Evponaikdg Opyoviopog Poppdrkmv €xel dmdoel avafoir] and Ty vroypEmon LTOBOANG TwV
OTOTEAEGUATOV TOV SOKIUOV HE TOSIMEOVUAUTY G pid 1] TEPLEGATEPES LITOKATIYOPIES TOVL
oo TpKoD TANBveHov oty Bepamneia tng COVID-19.

52 ®uppoKoKIVTIKES IOLOTNTES

AocBeveic e PA

O1 eopUOKOKIVITIKEG 1O10TNTES TNG TOSIMEOVUAUTNG TPOGOLOPIGTIKOV LE TN XPTION HI0G

PP UOKOKIVITIKNG avaAvoTg Tov TANOuG oD oe Bdon dedopévav 3.552 acbevav pue PA ko Aaupavoy
éyyvon 4 1 8 mg/kg toctmlovudunn ddpkelog piog opog kade 4 efoopddeg yio mepiodo 24
gpoopadmv 1 pe 162 mg toctMoOLVHAUTNG YopNYOULEVE LTOdOPLN €T pia popd TNV efdopdada 1 KGO
oevTepT efdopdoa yio 24 gfoopdadeg.

O1 axoAovBeg TapapeTpot (Tpofremodpevog pésog 6pog + SD) vroioyiotnkay Yo 660m
toctMlovpdumn 8 mg/kg mov yopnyovvray kabe 4 efdopndadec: oe otabepomomuévn Katdotaon
(AUC) = 38.000 £ 13.000 h pg/mL, gléyrotn cvykévipoon (Cmin) = 15,9 + 13,1 +g/mL xou péyiot
ovykévrpwon (Cmax) = 182450,4 pg/mL. Ot Adyor cucsompevong twv AUC kot Cmax ftov Pikpot,
1,32 xou 1,09 avtictorya. O AdYoc cusempevong RTov VYNAOTEPOG Yia TV Cmin (2,49) yeyovog mov
avapevotay BAcel TG GUVEIGPOPAS TNG U YPOUUIKNG KaOaponc o younAoTepeg cuyKevTpmoelg. H
otafepomompévn Katdotaon enttevydnie HETA TNV TPAOTN YopNyNon Yo T Cmax Kot HeTd amd 8 kot
20 gfdoudoeg yio 1ic AUC kat Chin avtiotorya. Ot AUC ¢ tostmlovudumng, ot Cmin kot Crmax
avEndnkav pe v avénon tov couatikod Bapovs. Ze fapog cmpoatog > 100 Kg, n mpofidyiun puéon
(= SD) ctabeponompévng katdotacns AUC, ot Cmin @and Cmax TG To61MEOVUAUTNG TV

50.000 £ 16.800 pug x h/mL, 24,4 + 17,5pg/mL, kot 226 £ 50,3 pg/mL, avtiototya, ol omoieg givan
vynAdTEPEG amd TN péom EkBeomn yia Ttov TANBLGHO acBevdv (dnAad OAa Ta cmuatikd fapr) Tov
avapépinke Tapamdve. H kapmdin 60ong-avtamdkpiong yio TV ToSIALovpaunn eEopaAdbveTaL o8
VYNAOTEPN £KBEGT, OONYDOVTOG GE PIKPOTEPH OQEAT] OMOTEAEGLOTIKOTNTOG Y10 KABe adénom
GLYKEVTPMONG TNG TOCIMEOVUAUTNG, TETO0 TTOL 1 KAVIKNG onpaciog ovénon g
QTOTELECLOATIKOTNTOG gV amodeiyOnke o€ acbeveic mov Elafav aymyn pe > 800 mg toctmlovudpmn.
Emopévamg, dev cuviotdvion ot d0celg g ToctAiovpaunng vo Eemepvoiv ta 800 mg ava Eyyvon (BA.
mapaypapo 4.2).
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AoBeveic pe COVID-19

H @oppokokivntiky g tostMEov AU G XOPOKTNPIOTNKE YPTCLUOTOIDOVTOS L0 QOPLLOKOKIVITIKNY
avdAivon Tinbucpov pag Paong dedopévov mov amotereital and 380 eviiikec aobeveig pe COVID-
19 ot Aokiu WA42380 (COVACTA) ko T Aokiur CA42481 (MARIPOSA) mov éhaPav Bepaneio
ue pia gpanal £yyvon tostmlovudumng 8 mg/kg 1| 600 £yyOGELS SLOYOPIGUEVES KOTO TOVAAYIGTOV 8
opec. O akdrlovbeg mapdapetpot (mpofrendpevn péon T + SD) vrodoyiotnroy yio pio 06on
toctMlovpdunng 8 mg/kg: meproyn kdtw and v Kapmoin yuo 28 nuépeg (AUCo.8) = 18.312
(5.184) wpa x pg/mL, cvykévtpoon v Huépa 28 (Caayzs) = 0,934 (1,93) pg/mL kot péyiotn
oLYKEVTPOON (Cmax) = 154 (34,9) pg/mL. Ot AUCo-28, Cdayos K0t Cimax, HETE atd 300 dOGELS
toctmfovpaunng 8 mg/kg dioywpiopéveg Kot 8 mpeg, vTodoyioTnKay emiong (TpofAremduevn péon
Tiun +SD): 42.240 (11.520) opa X pg/mL ko 8,94 (8,5) ug/mL, kot 296 (64,7) ug/mL avtictorya.

Kotoavoun
Y1ovg aoBeveig pe PA, o kevtpucog dykog katavoung nrav 3,72 L kot 0 wepipepikdsg 0YKOG KATAVOUNG
frav 3,35 L, pe amotélecua Evav 0YKO KATavVoUng o€ otabepomompévn kataotaon 7,07 L.

e evikeg acBeveic pe COVID-19, o kevpikog 6ykog katavoung nrav 4,52 L, o mepipepikdg 0YKog
Kkatovoung nTav 4,23 L, pe amotéhespa Evay dyko katovoung 8,75 L.

Amofoin

Metd amd evooPAERL Yop1yNGT, N TOCIAMLOVUAUTN VPIGTOTOL SITAT 0OPOAT 0o TNV KuKAOQOpia,
pia ov 0koAoVOEL Ypapukn kabapon Kot pio Tov akoAovdel pn Ypoppukn Kkabopon mov eEaptdTon
amo TN oVYKEVIPWOT. Xe acbeveic pe PA, n ypappukn kédBapon frav 9,5 mL/h. Xe evijhkeg acBeveic
pue COVID-19, n ypapukn kédBapon frav 17,6 mL/h o acbeveig pe Taktikn kKAipako katnyopiog 3
katd tnv évapén (OS 3, acbeveic mov yperdlovtar copminpouatiké o&vyovo), 22,5 mL/h o acBeveig
pe OS 4 katd v Evapén (acbeveig mov ypetdlovtar 0&uydvo vynAng pong N Un enepPoticd aepicud),
29 mL/h og acBeveic pe OS 5 katd v évopén (acbeveig mov ypetdlovror unyoviko aepicud) kot 35,4
mL/h og acBeveig pue OS 6 katd TV Evapén (acbeveic mov yperaloviat eEmompatikny oEvydvmon pe
pepppavn (ECMO) 1§ unyavikd aepiopd kot tpdcdetn opyovikny vrootpién). H pun ypoppixy
kdOapon mov e&aptdrorl amd T GLYKEVIP®OT SLadPapaTICEL ONUAVTIKO pOLO GE YOUNAES
GLYKEVTPMGELS TNG TOGTMOVUAUTNG. METE TOV KOPESUO TNG 000V TNG LN YPOUIKNG KéBapong, o
VYNAOTEPEG GLYKEVTPDOGELG TocIMEoVUAUTN, 1| KGOapon Tpocdiopiletarl KuPIME Umd T YPULUIKY
Kk@Oapon.

Y& aoBeveic pe PA, o ypdvog tiz tng toctAlovpdaumng e€aptdtat omd T GLYKEVIPWOOT). X
oTabepomoUéEV KOTAGTAGT, LETA TN Yopnynon 06ong 8 mg/kg kdOe 4 eBoopddeS, 0 dPUTIKOG t1/
HEmONKE, e LEIOVUEVES GLYKEVIPMGELS OTO LEGOJUCTNUA TOV d0GEWV, amd 18 o 6 nuépec.

e aoBeveic pe COVID-19, o1 6uyKevIpdoELS 6TOV 0pO NTOV KAT® 0td TO OPLO TOCOTIKOD
TPOGIOPIGUOD PETE 0md 35 NUEPEG KAt PEGO Opo PETE amd pia £yyvon evOoeAEPion
toctmfovpdunn 8 mg/kg.

CpoppuxdTnTo
Ot OPHOKOKIVNTIKEG TOPAUETPOL TNG TOGTMEOVUAUTNG dEV AAAAEQY LE TNV TAPOSO TOL YPOVOv.
[MoapatnpnOnke adEnon g d6omng ueyarvtepn and avtiy tov avoroyel otig AUC kot Crin

og dooeig 4 ko 8 mg/kg kabe 4 efdonddec. H Cmax av&nbnke avoloyikd wg mpog t d6omn. X

otabepomompévn Kotdotaot, ot tpoPrenouevec AUC ko Cmin nTav kotd 3,2 kot 30 popég
VynAOTEPES OTIC d0oElg Tov 8 mg/kg oe cuykpion ue ta 4 mg/kg, avticTorya.
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Ewwoi mAinfBuopoi

Neppixn ovalertovpyio:

Agv &yel d1e&oyOel kopio emionun oK GYETIKA LE TNV EMLOPACT] TNG VEQPIKNG SVCAEITOVPYING OTN
(QOPLOKOKIYNTIKN TNG ToctAMiovpdumnn tostmlovpdumnn. Ot tepiocdtepot acheveic g
QOPUOKOKIVITIKNG 0VOAVOTC TANBLGLOD ElYay PUCIOAOYIKT VEPPIKN AELTOVPYIN 1] NTTLOL VEQPIKT|
dvuolerrovpyio. H mia veppiky dvoiettovpyia (kdbBapon kpeotvivig <80 mL/min kot >50 mL/min
Baocel tov tomov Cockcroft-Gault) dev ennpéace ™ OPUOKOKIVNTIKT TG TOCIMEOVUAUTNG.

Hrozikn dvoiertovpyio
Agv &yel die&oyOel kopio emionun oK GYETIKA LE TNV EMLOPACT] TNG NAATIKNG OVCAEITOVPYING OTN
QOPULOKOKIVITIKT TNG TOGIALOV AT,

Hixia, pblo ko eBvikotnyta
DoppokokivnTikég avaidoelg TAnBuopov og eviiikeg acteveic pe PA kot COVID-19 &deiéav 6t1 1
NAKia, To EUAO Kol 1 €0VIKOTNTO dEV EXNPEAGOV TN PAPUAKOKIVITIKY TNG TOGIALOVUAUT.

Ta amoteréoparta g PK avarvong minbucpov yio acbeveic pe COVID-19 emPefaimcav 61t 10
oOUOTIKO BApog Kot 1 cofapdTNTO TS VOGOL Eival OUPOTEPES CLUUETOPANTEG TOL £XOVV GTUAVTIKY
emidpacn ot Ypoupkn kabopon e toctMlovuduang.

Aaobeveic ue ovotyuatiky veovikn 101owady oplpitido

Ot QopUOKOKIVNTIKEG 1O10TNTEG TNE TOGIMEOVUAUNG TTPOGOIOPIGTIKAY LE T XPNOT| KOG
(OPLOKOKIVITIKNG avilvong tov mAnBucpov og faon dedopévov mov amotereito omd 140 acbeveic
pe cvotnpatiki NIA mov élaPav Bepancio pe 8 mg/kg evdoprefimg ke 2 efdouddes (acbeveic pe
ocopotikd Papog> 30 kg ), 12 mg/kg evéoprefing kabe 2 efoopnadeg (acbeveig pe copotikd Bapog
<30 kg), 162 mg vrodoping kabe gfdopdda (acbeveic Bapovg > 30 kg), 162 mg vrodoping kade 10
nuépec N kae 2 gfdopddec (acbeveic Pdpovg kdtw Tov 30 kg).

Hivaxag 11. Ilpoflenouevog uéoog opog £ SD onigc @K mopouétpovs ae otalbept kotaotaon UeTd, amo
evooplréfia docoloyia oe aobeveic ye ooatnuotixn veaviky 1010wl apbpitida

®K IMopaperpog 8 mg/kg Q2W > 30 kg 12 mg/kg Q2W kéto ané 30
ToouMiovpapnn kg

Cuuéyoro (MQ/ML) 256 £ 60.8 274 £ 63.8

Ceasporo (MO/ML) 69.7 £ 29.1 68.4 + 30.0

Cron i (MQ/ML) 119 + 36.0 123 + 36.0
2v660pevot Cugyioro 1.42 1.37
Yvoo®pevot| Cesyoro 3.20 341
2v660peVo™ Cusonmpq N 2.01 1.95

AUC*

*  1=2 gPdonades yio evooeAéPieg docoroyieg

Metd and evoopréPia yoprynomn, mepimov 10 90% g otabepnc katdotoong exetedydn uéypt tnv 81
efdoudda yio o dosoroykd oynpate 12 mg / kg (copotd Bapog <30 kg) kot 8 mg / kg Q2W
(couatikd Bapoc >30 kg).

Ye aoBeveic pe ovomuatikny NIA, o kevrpukdg 6ykog katavoung nrav 1,87 L kot o mepipepikdg 0yKog
katavoung nrov 2,14 L ta omoia 001yobv 6€ 0yKo Kotovoung o€ atabepomoinuévn katdotoon 4,01 L.
H ypopuikn kaBapon 1 onoio siye ektiundel og mopaueTpog 6tov TANGVGUO QOPUAKOKIVITIKAG
avaivong ntav 5,7 mL/h.

O ypdvoc Nulonc g Toctmlovpaunng oe acteveig pe ovotnuotikn NIA etvan €og kot 16 nuépeg yua

T1G 000 Katnyopiec copatikov Papovg (8 mg/kg yio copatikd Bapog > 30 kg 1 12 mg/kg yuo
copatikd Bapoc < 30 kg) mv efdopdda 12.
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AaBeveic ue rolvopbBpikn NIA

Ot eopUOKOKIVITIKEG 1O10TNTES TNG TOSIMEOVUAUTNG GE 00BeVEIC e ToAVapOp1KT vEaVIKT 10100
apBpitda yapoaktnpicTray omd Hio. EOPUOKOKIVITIKN avAaAVGT) TOV TANOLGHOD oL TEPLEAdUPave
237 acbeveig mov Eafav Bepameio pe 8 mg / kg evdoprePing kabe 4 efdouddeg (acbeveic fapovg >
30 kg), 10 mg / kg evooprefing ke 4 gfdouadec (acbeveic Papovg kdtm tov 30 kg), 162 mg
vrodopimg kébe 2 efdopadeg (acheveis Papovs > 30 kg), 1 162 mg vrodopimg kébe 3 efdopddeg
(acBeveic Bapovg kKatm Tov 30 kg).

Iivaxag 12.  Ipofremouevog uéoog opog = SD otic @K mopouétpovs oe o10.0spt kKoTaoTO0N UETC,
oo evoopAEfia doooloyia oe aabevels ue molvapbOpikn veovikn 1dtomabn opOpitido.

®K Mopdapstpog 8 mg/kg Q4W > 30 kg 10 mg/kg Q4W ka4t am6 30 kg
TociMmiovpdumn

Cuuéyoro (HQ/ML) 183+42.3 168 £ 24.8

Carsoro (MQ/ML) 6.55+7.93 147+2.44

Cléon TipN (png/mL) 422 +£134 31.6+7.84
2v660pevot Cugyioro 1.04 1.01

Yvo6mpevor| Caraypioro 2.22 1.43

2v660peVo™ Cusonmpq N 1.16 1.05

AUC*

* 1=4 e¢Bdopades yio evOoPAERL SOGOAOYIKA TYLOTA

Metd v evioeAéPia yopnynon, mepinov to 90 % g otabepnig katdoTaong enetedydn uéypt v 121
efdoudoa yuo to. 10 mg / kg (copatikod Bapog < 30 kg) kot uéxpt tnv 16" efdoudda yio tn ddon Twv 8
mg / kg (copatikd Bapog > 30 kg).

O ypovog nuilmng g Toctulovpaunng o acbeveig pe moivapOpikn NIA eival €wg kot 16 nuépeg yia
TI¢ 600 Kot yopieg copatikov Bapove (8 mg/kg yia copoticd Bapog > 30 kg 10 mg/kg yio
copatkd Papog < 30 kg) Katd T dudpkela S0GOAOYIKOD SLOCTHUATOG G GTAOEPOTOINIEVN
KOTAGTACT).

5.3 Ipoxivikd dedopéva Yo TNV acParErLo.

Ta, un KAWIKG dedopéva OgV amoKUADTTOVY 1010iTEPO Kivouvo Yio Tov avOpwmo ue Pdon Tig
GUUPOTIKEG OOKLUES PUPUAKOAOYIKNG AGPAAELNS, TOEIKOTNTOG EXAVOLAUPBAVOUEV®Y OOCEMY Kol
YOVOTOEIKOTNTOG.

Agv mpaypotomoOnkoy SokuéES pe TooMLOVUAUTT GYETIKA UE TV KapKivoyéveon o1ott ta 1IgGl
povokAvika aviioopata dgv Bewpeitor 0Tt £Xovv £yyevi SuvaTdTNTO KAPKIVOYEVESTC.

Ta Sabéoipa un KAwiKa dedopéva £de1&av v enidpacn g IL-6 otnv e£EMEN ¢ kaxonOetag Kot
GTNV OVTIGTAGT AOTTOOTG d0POPOV TOTMV KAPKivov. AvTtd Ta dedopéVe dev amoTEAODV EVOEIEN
ONUAVTIKOD KIvOUVOL ePPavions kot EEMENG Tov Kapkivov Adym g Bepaneiag pe Tooctlovpdunr.
EmumAéov, dev mapatnpnnkay vreprhaoticég PAGPeg o po 6unvn dokiun xpoviag to&ikdtntag oe
TONKovg cynomolgus 00TE G€ YEVETIKA TPOTOTONUEVOLG TTOVTIKOVG 710V dev ek@palovv tnv IL-6.

Ta SaBéoipa un KAviKA dedopéva dev LTOSEKVHOVY ETIOPACT TNG AYMOYNG LE TOGIAMLOVUAUTN OTN
yovipdtnra. Agv mopotnphdnke enidpacT 6Ta OPYAVa TOV EVOOKPIVIKOD KOl TOL OVOTAPOY®DYTIKOD
GUGTANATOG GE U0 SOKIUN Xpoviag To&ikdTnTag e ThKovg cynomolgus Kot 0ev EXNPEACTNKE M
AVOTOPOYWYIKY] 0TOd0oN TV TOVTIK®V pe EAAeym IL-6. Tlapatnpndnke 6tL 1 yopnynon
ToctMEovpaunn o€ ToHKoVE cynomolgus KoTd T SIIPKELN TN TPOUNG KONONG OEV glxe AUEGEC N
éupueoeg PAafepic EMATOGEIS GTNV EYKLHOGUVI 1 TNV avamTvén tov gufpovov. Ev tovtolg,
mapoTnpOnKe wikpn avénon Tov anofoAdv Kot TV eUPpLikdv Bavatov g TEPUTTOCELS VYNANG
ovotnuatikng £€kBeong (>100 popég X avBpamivn ékbeomn) otnv opdda Tov Adufave T vYNAR 6o
tov 50 mg/kg/muépa o€ oy€om UE TIC OULASES TOV AGUPAVOY EIKOVIKO QAPUOKO KOl YOUUNAEC dOGELC.
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[Tapot n kutTapokivn IL-6 dev eaivetar va eival onpavTiky yio Ty eUPpuikn avantoén 1 tov
aVOGOAOYIKO EAEYYO TNG OXEONC UNTEPOC/EUPPVOV, dEV UTOPEL VO ATTOKAEIGTEL 1| GYE0T] L TOV TOV
OTOTELECUATOG LLE TOGIMLOVUAUT.

H 6epancio pe avaroya empodv dev mpokdiece TolikdTnTo 6€ veapols poes. Eidikdtepa, dev vipée
BAGP™ TG oKEAETIKNG avATTLENC, TNG AELTOVPYING TOV AVOGOTOMTIKOD KOl TNG GEEOVAAIKNG

opipovonc.
6. OAPMAKEYTIKEXZ IAHPO®OPIEX
6.1 Kaoataroyog ekdoywv

L-iotidivn

L-1ot1divn povobidpoyhmpikr] Lovoidpikn
L-0peovivn

L-uebetovivn

IMoAvcopPiko 80 (E 433)

Yowp yio evéoiua

6.2 AocvppoaréTnTe

AVTO TO QUPUOKEVTIKO TPOTIOV JEV TPEMEL VAL OVOUELYVOETOL UE AL POPUOKEVTIKG TPOTOVTO, EKTOG
OQVTAOV TOL AVAPEPOVTAL GTNV TTAPAYpapo 6.6.

6.3 Awgpkero Long

Mpu ovoryuévo pralioro: 3 ypovia

To un avorypévo eloAidto uropei va, amobnkevtel og Beppoxpaciec Eog kot 25°C yuo o povo
nepiodo Emg 5 efdopddwv. Av ypelactel, To PLOAd0 pmopel va emoTpagel 6to Woyeio pia popd péoa
o€ auTég TIC 5 efdopddeg Kot va dtatnpnBel oto yoyeio péypt v nuepounvia Aéng. To erarido
TPENEL VO, TPOGTUTEVETAL OO TO PMOC KO VO, ATOPPITTETOL v OgV ypnotponombei péca otny mepiodo
TV 5 eLOOUAOMV.

Apoirwuévo mpoiov: Metd v apaimot, To ETOO SIGALUN Yo £YYLOT) SLOTNPEITOL PLGIKE KoL YNUIKA
otobepod o€ evéoiuo ddAvua 9 mg/mL (0,9%) i 4,5 mg/mL (0,45%) yAwprovyov vatpiov. Mropel va
SrotnpnBet ya 48 opeg otovg 30°C kan ya €og 1 prva o€ yoyeio otovg 2°C -8°C.

Ao KpoProroyikn oy, To SIAVUA Yo £YYLCT TPEREL VO ypnoiponom el apéoms. Eav dev
xpnoomroinfet apésms, ot xpovol Kot ot cuvinkeg POAAENS TPV TN Yprion amotehovy gvOHVN Tov
YPNOTN Kot Kavovikd dev mpémet va Eemepvoiv Tig 24 dpec otovg 2°C — 8°C, ektdg £dv 1) apaimon Exet
Yivel og EAEYYOUEVEC KOl EMIKVPOUEVEC AOTTTTEG GUVOTKEG.

6.4 Idwitepeg mpo@uAacels Kot TV OAUEN TOV TPOTOVTOG

dvAdooete To Qrodidio og yoyeio (2°C — 8°C). Mnv koToyvyeTe.

dvlacoete To(a) PLaAidio(a) 6to eEMTEPIKO KOVTL Yo VO TPOGTUTEVETOLOVTOL) OTd TO PG,

INa 11g cVVONKEC SLoTPNONG LETA TNV AVOGVGTAGCT] TOV POPUAKEVTIKOD TPOidVTOS, PA Tapdypopo
6.3.

6.5 ®@vYon Ku GVOTUTIKG TOV TEPLEKTN
To Avtozma dwatifetar o€ groridio (tomov I yudiwo) e nopa (Ehactikod fovtudiov) mov TePIEyEL

mokvo oddvpa 4 mL, 10 mL 1 20 mL. Meyé6n cvokevaciog tov 1 kot Tov 4 graAdiov.
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Mmropel va, unv KokAo@opodV OAEG Ol GLOKEVACIES.
6.6 Idwitepeg TPoPLAGEELS amOPPIYNGS KOl A0S YEPIGHOG

Odnyiec apaimong mpw amd T Yoprynon

To TapevTePIKMG YOPNYOOLEVH QUPLAKEVTIKE TPOIOVTO TPEMEL VO EEETALOVTAL OTTTIKMG TPV Ao TN
xopnynon yw tnyv vapén couatdiov 1 v dAloimor tov ypduatog. Movo ta dteAvpota Tov gival
Sy €wg pdilovta kot dypmpo £mg LIOKITPIVA Kol OgV TEPLEYOLV 0pUTH GOUATIOWN TPETEL VO
apoLOVOVTOL. XPNGULOTOMGOTE Ol ATOCGTEPOUEV PeAdva Kot GOpLYYa Yo VO TPOETOIUAGETE TO
Avtozma. 'l Tovg GaKovg EyYXVONG OV €ival KOTAoKEVAGUEVOL 0td ToAvPivuroyiwpidio (PVC), Ba
TPENEL VO, YPTCLLOTOIOVVTOL GAKOL £YYVOTNG TOL eV TEPIEXOVY POOAKS dleaTépa TG 2-
atfvroeEavoing (erevbepol DEHP).

Evilikes pue PA, acBeveig pe CRS (> 30 kg) kot acBeveic pe COVID-19

Adete dyko oteipov, un TuPEToYOVOL eVEGIUOL dloadvpatoc 9 mg/mL (0,9%) 1 4,5 mg/mL (0,45%)
yAwplovyov vatpiov amd cdxo yyvone 100 mL, mov 1codvvapel pe Tov 0YKO TOL TUKVOD SLOADLLITOG
Avtozma mov amotteitor yio T 0061 ToL 060gVOVG, KAT® and donmteg cuvOnkeg. H amatrtodpevn
TOGOTNTA TOL TVKVOVL dtaAvuatog Aviozma (0,4 mL/kg) Ba mpénet va Aapfdvetal omd 1o ProAidlo kot
va, toroBeteital 6to ko £yyvong 100 mL. O telkog 6ykog Ba pénet va givarl 100 mL. T va
avapei&ete to dilvpa, avamrodoyvpioTe amaAd T0 GAKO MCTE VO ATOPVYETE TN dNpovpyio appoD.

THowdrazpixog minBoouog

Aobeveic pe ovomnuatiky NIA, acBeveig pe moivapBpikr) NIA kot acbeveic pe CRS > 30 kg
Apaipécote OYKO GTEIPOL, UM TVPETOYOVOD EVEGILOL SLOADUATOG YAMPLOVYOL VaTpiov 9 mg/mL
(0,9%) 7 4,5 mg/mL (0,45%) and cdxo &yyvong 100 mL, Tov 1codvvouei ue Tov YKo Tov Tukvod
SOV LOTOG IOV amALTEITOL Yo TN dOGM ToL aoBevn], KATm and donmreg cuvonkes. H amattovpevn
mocOTNTA TOL TVKVOD dtodvpatog (0,4 mL/Kg) Ba mpénet va Aoufdvetar amd o PLaiidilo kat vo
tomoBeteital oto ko £yyvong 100 mL. O telkodg 6ykog Ba tpénet va eivar 100 mL. Mo va
avapei&ete to dtlvpa, avarodoyvpioTe amaAd To GAKO £yYLONG Y10 VO ATOPVYETE TN dNLOVPYia
apPOV.

Acbeveic ue cvomuatikr NIA kot aofeveig pe CRS < 30 kg

Apapécate OYKO GTEIPOV, U1 TUPETOYOVOD EVEGLLOL OLOADUOTOG YA®PLOVYOL VoTpiov 9 mg/mL
(0,9%) 1 4,5 mg/mL (0,45%) and cdixo &yyvong 50 mL, mov 160dvvapel pe Tov GYKo TOV TUKVOD
SLAOLOTOG TTOL oanteiTan Yo T 800T TOL 0eBev, KATw amd donmreg cuvOnkec. H amottodpevn
TocOTNTA TOL TVKVOD dtodvpatog (0,6 mL/Kg) Ba npénet va Aoufdvetar amd o Praiidilo kat vo
tomofeteital 6to odio £yyvong S0 mL. O tehkdg dykog Ba Tpémet va givan 50 mL. [ va avapei&ete
TO SOV UM, OVATOO0YVPIGTE AOAN TO GAKO EYYVOTG Y10, VO OTOQVYETE TN dnuovpyio agpod.

AoBeveic pe molvopOpikn NIA < 30 kgApaipéoate 6yKo GTelpov, Un TUPETOYOVOL EVEGILLOV
dahvpoTog yAwptovyov vorpiov 9 mg/mL (0,9%) 1 4,5 mg/mL (0,45%) and cdko &yyvong S0 mL,
OV 160OLVALLEL LE TOV GYKO TOV TUKVOD SIOAVUATOC TOV AOLTELTOL Vi T1 00GT TOV aoBevn], KATM Ao
donmreg ouvOnkec. H amortodpevn mosotnta tov mokvod dtodvpatog (0,5 mL/Kg) Oo mpénet va
AapPavetor amd to PloAidlo Kot va tomobeteitol oto odiko yyvong 50 mL. O teAikdg dykog Ba tpémet
va, etvon 50 mL. I'a va avapei&ete o dtdAlvua, avamodoyvpiote amoid To GAKOo £yYvuong Yo Vo
OTOPVYETE TN ONHLOVPYio. apPov.

To Avtozma sivar povo yio pia xpion.
Kd&Be mpoiov mov dev €xet ypnopomombei 1 vroAepa TPETEL VO amoppipbel cOLE®VA LE TIG KOTA
TOMOVG 10YVOVGEG GYETIKEG SIOTAEELS.
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7. KATOXOX THX AAEIAY KYKAO®OPIAX

Celltrion Healthcare Hungary Kft.

1062 Budapest

Véci ut 1-3. WestEnd Office Building B torony
Ovyyapia

8. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/24/1896/001

EU/1/24/1896/002

EU/1/24/1896/003

EU/1/24/1896/004

EU/1/24/1896/005

EU/1/24/1896/006

9. HMEPOMHNIA ITPQTHX EI'KPIXHY TEAEYTAIAX ANANEQXHX

Hpepopnvia mpdtng £ykpiong: 14 OePpovapiov 2025

100 HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemtopepeic TANPOPOpPIES Yo TO TOPOV PUPIOKEVTIKO TPOIOV gival d100€G1UEG GTOV SIKTLAKO TOTTO
tov Evpomaikod Opyavicpov dapudakmv https://www.ema.europa.eu.
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vTo QAPLOKO 0VTO TEAEL LTTO GLUTANPOUATIKY TOPAKOAOVONOT. AVTO Ba eMLTPEWYEL TO YPTYOPO
TPOGOLOPIOUO VEDV TANPOPOPLDY AGPAAELONC. ZNTEITOL 0O TOVC EMAYYEALATIEG VYELOG VO OVOQPEPOVY
omolecdNmote mBavoloyovpeveg avemBounteg evépyeiec. BA. mapdypapo 4.8 yia tov 1pdmo avapopdg
AVETBOUNTOV EVEPYEIDV.

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Avtozma 162 mg evéotuo SIOAVUO GE TPOYEUGUEVT] GOPTYYO.

2. MHNOIOTIKH KAI MIOXOTIKH XYNOGEXH
Kd&Be mpoyepuopuévn ocopryya mepiéyet 162 mg toctailoopdunn o 0,9 mL.

H toctulovpaunn givar £va avacuvovacpévo eEavOpomomomuévo, avti-avOpdTivo HoVOKAMVIKO
avticopa g vrokatnyopiag e avocoseoapiving G1 (IgG1).

"Exdoyo pe yvoot dpdon:
Kd&0e mpoyepopuévn ovpryya 162 mg nepiéyet 2,0 mg moAvcsopPikod 80.

[Ma tov mApn KatdAoyo tov ekddywv, PA. Tapdypago 6.1.

3. OPAPMAKOTEXNIKH MOP®H

Evéowo didAvpa og mpoyspiopévn cvpryya.
Awoyéc €oc ELappag 1p1dilov, dypouo £mg kitpvo dtddvua pe pH 5,7 — 6,3 kot
wopoypoupouoplakotnte 280 — 340 mmol/kg.

4, KAINIKEX IITAHPO®OPIEX
41 OgpamevTikég evoeiselg

Pevpatoeidng apbpitida (PA)

To Avtozma, o€ cuvdvacuo pe pebotpegam (MTX), evdeikvoton yuo

e 11 OBepamneia soPapnc, evepyolc kat Tpoiovoag PA o evidikeg acBeveig o1 omoiot dev £xovv AaPet
wpornyovpevn Bepaneio pe MTX

o 1 Bepameio pétprog Eog coPapnc popeng evepyov PA ce evijlikeg acbevelg, ot onoiot gite
AVTOTOKPIONKAY OVETOPKAOS EITE EQPAVIGOY U1 AVOYT G€ Tponyovuevn Bepaneio pe Eva
TEPLGGOTEP TPOTOTOUNTIKA TNG VOGOL avTipevpatikd edppoka (DMARD) 1 avtayoviotég Tov
napdyovra vékpmong Tov 6ykov (TNF).

Y& awtovg Tovg oobeveig, To Avtozma umopei va yopnyndei wg povobepaneio o mepimtwon pun avoyng
ot pebotpe€drn (MTX) 1 6mov dev givarl KOTAAANAN 1 cuveyng aymyn e pebotpe&atn (MTX).

To Avtozma £&yet detyBel 0Tt peidvet Tov puBuod eEEMENS g apBpikng PAAPNG cuppva pe TV
OKTIVOYPOPIKT LETPNOT], KOt OTL BEATIOVEL TN QVGIKT AEITOVPYIKOTITA, OTOV YOPNYEITAL GE GLVOVAGLO

pe peBotpe&dn.

2UoTNUOTIKA veavikni 1omadngc apbpitida (cvstnuatikn NIA)

To Avtozma gvdeikvotal yio ™ Bepaneio g evepyovg cvotnuatikig NIA og aoBeveic nhwiag 1
£T0VG Kot v, 01 070101 AVTOTTOKPION KOV aVETUPKDG GE TPOTNYOUUEVT) BEpameial LLE [N GTEPOELON
avtipieypovndn eappoko (NSAIDS) katl kopTikooTepoeldn cuoTnuaTikng xpnone. To Avtozma
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umopet va yopnynOei wg povobepaneia (o€ mepintwon dvoavetiog otn pebotpeldrn 1 6tV 1 Bepameiol
ue pebotpeEdn elval akatdAAnin) | o€ cuvdvacud pe pebotpesdrn.

Neavikn 1domodnc mtoAvappitida (torvapOpukn NIA)

To Avtozma cg cuvdvacud pe MTX evdeikvotal yia ) Oepamneia tng molvapOpikic NIA
(pevpotoetdng Topayovtog BETIKOG 1 apvnTIKOG Kol EKTETAUEV oAryoopBpitida) o acbeveig nhwiag 2
ETMV KOl Av®, 01 0Toiotl avtamokpidnKay avenapkdg oe Tponyovuévn Bepaneio pe MTX.

To Avtozma pmopei va xopnyn0et mg povobepaneia o mepintmon un avoyng ot (MTX) 1 6mov dev
elvat KatdAAnAn 1 cvveyng aywyn pe MTX.

I'yavroxkvtrapikn aptnpitda (I'KA)

To Avtozma evdeikvoton yia ) Oepaneia g 'KA og evijhikeg acBeveic.
4.2  Aocoloyio ko1 TpOTOG YopYNONS

To oxevacpa vTodopiag yopnynong tostmlovpaunn yopnyeitor pe PFS+NSD puag xpriong
(Tpoyepcpévn GvpLyYa KOl GLOKELN Ue ao@dieta ferdvag). H Bepaneia mpémet va Egkvd vid v
emifreyn emayyeApatidv TG vyeiag pe eumelpio otn ddyvmon Kot T Bepamneio TG PELUATOEIOO0VG
apOpitdag, GLGTNUATIKNG VEUVIKNG 1W10mafo0¢ apbpitidag, Tng moALAPOPIKNHG VEAVIKNG 1010TTa001g
apBpitdag kot / 1 g

YLYOVTOKVLTTAPIKNG aptnpitidag. H mpdtn éveon Ba tpémel va mpaypatonolgital vd v enifieym
TOTOTOUNIEVOL emaryyelpatio vysiog. O achevig 1 YOVEUG/ KNOEUOVAG LITOPEL VO YOPTYNOEL TNV £vean
QVTOV TOV PAPUOKELTIKOD TPOIOVTOG UOVO EAV O YITPOG TOVL KPivel OTL lval oKOTIO Kot 0 aclevig
yovéag/kndepdvog cuppavel va vtoPAnbel ot 1Tpikn mapokolovOnon, av eival arapaitnto, Kot Xl
AGBel v KaTdAANAN EKTAIdEVOT GTNV TEYVIKN TNG £VEONC.

O1 aoBeveic, o1 onolor petofaivovv amd t evoopAéPia Bepaneio pe toctlovpudunn o vLodopia
xopnynon, Ba mpénet vo Adfouvv NV TpdTN LTOSGPLA OGN TOLG TN OTIYUN TNG ETMOUEVNG
TPOYPUUUATICUEVNS EVOOPAEPLAG OGN VIO TNV ETiPAeyn TGTOTOMUEVOL ETOyyeEAUATIO VYELDG,

Y& 6Aovg Tovg aobeveig mov Aappdvouv Bepancio pe Avtozma npémet va yopnysiton n Kéapta
AcBevonc.

H xoataAAnAotnTa Tov 068evoug 1 Tov yovEéa/Kndepova ToL Yo LTodOpLa Kot' olikov ypnon o tpémet
va exTipdtol Kot o1 0cfeveig 1 o yovéac/knoepdvag tovg Ba tpémel va mdpovv odnyieg TpokeéEvVoL va
EVILEPMGOLY £vay ETayyeEAUaTion VYElOG TPV TN YOPNYNOT TNG EXOUEVNG OOGNG EAV ELPAVIGOVV
cuoumTOpTe oAAEPYIKNG avtidpaons. Ot acBeveic Ba mpémel va {NTicovV apécms LTPIKY| EKTIUNON
€4V ELPAVICOVY GUUTTOUATA GOPAPDOY OALEPYIKDOV avTdpdcewV (BA. Tapdypao 4.4).

Aocoloyia

AcBeveic ue PA
H ocvvictopevn dosoloyia eivar 162 mg vrodopimg pia popd v efdopdoa.

Awotifevtan TePOPIGUEVEG TANPOPOPIEG OYETIKA e TNV ALY TOV 0.60evmdV 0md oKeEHOC U
EVOOPAEPLOC yopNYNONE TOGIMLOVUAUTN G€ GKEVAGIO TOGTAMLOVUAUTT VTTOSOPLUG XOPTYNONG
otabepng 06onc. To docoroyuo ddotnua pio popd kKabe efdoudda B Tpémel va axolovbeitat.

Ot acBeveic, ot omoiot petafaivovy omd evooEAEPLo 6€ VITOSOPLO cKeVACHN Bo TPETEL VO YopT YIoOLY
TNV TPMOTN LLOSOPLO BOGT TOVE AVTL TNG EMOUEVNC TPOYPOUUUATIOUEVIC EVOOPAEPLOC dOOT G VIO TNV

emifreyn motomomuévon emayyeApatio vYElog.

Adobeveic ue I'KA
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H ocvvictdpevn docoloyia sivar 162 mg vodopimg pio popd v efdoudon oe cuvdLacHd e
OTASLOKY] HEI®ON TNG 000G TV YAVKOKOPTIKOEWMV. AVTO TO QUPUAKEVTIKO TPOIOV UTOPEL VO
ypnowonomn el mg povobepameio HETA amd T S10KOTY TV YAvKokopTikoeW®v. H povobepamneia pe
toctMfovpaunn o€ Ba mpémel va ypnoyomoteitat yio T Oepaneia Tov o&eimv vrotpondv (BA.

mopaypoeo 4.4).

Bdaoel g ypoviag pvong g 'KA, n Oepaneio mépav tov 52 gfdopddmv Ba npénet va kabodnyeital

oo TNV EVEPYOTNTA TG

Adobeveic ue PA kou I'KA

vOGOV, TN OLOKPLTIKT EVYEPELDL TOVL LOTPOV KoL TV EMA0YN TOV acBevoic.

Ipocopuoyéc doonc eloutiac epyactnpiokmy ovawuoliay (BA. mapaypapo 4.4).

Mn @vcloloyikég TIHEG NTATIKAOY evEOU®V

Epyacmproxn Ty

Evépyewa

> 1 émc

3 X Avmtepo
QLGLOLOYIKO Oplo
(ULN)

Tpomomomote ™ o860 TV ovyyopnyovpevov DMARD (yuu ™ PA) B tov
OVOGOTPOTOTOMTIKAOV TTapayoviov (Yot ['KA), epodcov kpivetal oKOmO.

Mo eppévovoeg avéNoelg o€ aVTO TO EVPOC, UEIDOTE TN CLYVOTNTO YOPNYNOTNG TNG dOGNS
0V ToctMlovpaunn og €veon kabe devtepn efdopndada 1 dtokdyte TN Oepaneio Eog 6Tov
N apwvotpovoepdon g araviving (ALT) 7 n acnaptikny apwvotpaveeepdon (AST)
&yovv opaiomomOet.

Emavévapén éveong kdabe efdopdda 1 kdbe dedtepm efdopdda, epOGoOV KpiveTan KAVIKA
oKOTO.

>3 émg 5 X ULN

Awokoyte ™ 06on g Oepameiog puéyxpt <3 X ULN kot akoiovdnote Tig mopamdve
ovotdoelg yo > 1 émg 3 X ULN.

Mo eppévovoeg avénoelg > 3 X ULN (emPePoarmpéveg pe emavainmtiky eEétaon, PA.
Topaypapo 4.4), dlakoyTte oploTtikd TN Bepamneia.

>5x ULN

Awkdyte oplotikd tn Oepaneia.

Xopuniog amdAvtog apfuos ovdetepdpiiov (ANC)

Ye aoBeveic mov dev Eyovv TpornyovpEvas vtoPAn el oe Bepameia e TooTMOVUAUTT, OEV CLUVIGTATOL
évapEn oe acBeveic pe ANC pkpodtepo amd 2 x 10%/L.

Epyacmproxn Ty Evépyela
(x0ttapa X 109 L)
ANC >1 Awotnprote ) dooT).
ANC 0,5 émg 1 Awaxdyte T 6601 TV TOGIMEOLUALTT.
Otav 0 ANC avénbdei oe > 1 x 10% L, ovveyiote ) Oepancio oe S6on kdde Sevtepn
gPoopada kal avénote o éveon avd efdoudda, epdGov KpiveTar KAMVIKA KOO,
ANC< 0,5 AlokoyTe 0ploTika T Bepomeio.
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o Xaunidc apBudc apomeToriov

Epyaomploxni Ty Evépyeia
(x0tTapo X 103/ ul)

50 émg 100 AwkOyTe TN 0601 TOL TOCIAMLOVUAUT.

Ortav 0 apdudc towv apometarov avéndei oe > 100 X 10%/ pL, cvveyiote ) Oepancio oe
d0om kabe devtepn efdopdda kot avénote og Eveon KAbe pio efoopdada, EpOcOV KpiveTat
KAMVIKA OKOTTLLO.

<50 Awkdyte oplotikd T Oepaneia.

AacBeveic ue PA kou I'KA

Hopoleimouevy déon

Edv o acBevic mapaieiyet pio vrodopia foopadiaio €veon tov ToctMovpaunn o Sdotnue 7
NUEPDV OO TNV TPOYPAUUATIGUEVT] 6O0T|, cvTdC/avTh Ba TpEmeL va, ThpeL 0dnyieg doTe va AaPel T
060, TV omoia Tapélelye Katd TNV EXOUEVT TpOYPOUUaTIGIEVN NUEpa. Edv o acBevig mapaieiyet
piovmodopla €veor ToctM{ovpaunn, 1 omoia yopnyeitan pio popd kdbe 600 efdopddeg, oe drdoTnua’?
NUEPDV OO TNV TPOYPOUUOTIGUEVT] BOCT), 0LTOC/anTN B TpEmet va Tapel 0dnyieg doTe va AdPet
apéc®mS TN 0661, TNV omoin TapPEAELYE, Kol Vo AAPEL TV ETOUEVT] 0OGT KOTA TNV ETOUEV
TPOYPOULUUATIGUEVT NILEPOL.

Ewwoi mAnbuvcpuoi

Hlmawuévor
Agv amotteitol Tpocoppoyn g 60omg o NAKIOUEVOLS acbeveig nAkiog >65 etdv.

Negpirn dvolertovpyio.

Agv amotteiton Tpocsoppoyn g 60omng oe acbeveig pe fmia N pétpla veepikn dvciertovpyia. To
toctMlovpaunn oev £xel peretnOel o acbeveic ue coPfapn veppikn dvoiertovpyia (PA. Tapdypopo
5.2). H veppikn Aertovpyia mpémnel va mapakorlovdeital otevi o€ antode Toug acheveic.

Hrotikn dvoleitovpyio
To toctmlovpdunn dev éxel pekembei oe aobeveic e Nratiky SVoAEITOVPYIO. ZVVETMDC, OEV UTOPOVV
va 50000V d0GOA0YIKEG CUGTAGELG.

Houdrozpiroi aoBsveic

H acpdlelo kot 1 amoTeAEGLOTIKOTITO TOV CKEVAGUATOG VITOSOPLUG YOPNYNONG TOCIMEOVUAUTY| GE
ond1d nAiag and T yévvnon £0¢ KaTm Tov 1 €toug dev £xovv tekpnprwbel. Agv vépyovv
dtabéoipa dedopéva.

Mo aArayr) ot d0om mpénel va Paciletal povo oe po otadepn petafoirn Tov copatiKod Bapovg Tov
acBevovg pe Tnv Tapodo tov ypovov. H toctiilovpdunn propei va ypnoiporoindet poévo tov 1 o€
ocuvovaoud pe tn pebotpe&dr.

Aaobeveic ue ovotnuatiky veaviky 101omodn apbpitioa (NIA)

H ocvvictdpevn dosoloyia og acOeveic nhikiog ave tov 1 €tovg eival pécsm vroddplag Eveong tmv 162
mg pio opd v efdopdda og acbeveic Papovg peyarvtepov 1 icov pe 30 kg | vtodopla éveon tv
162 mg pia popd kéBe 2 efdopddeg oe acbeveig mov Luyilovv Ayotepo omd 30 kg.

Ot acBeveic Tpémel va Exovv edyioto cmpotikd Bapog 10 kg 6tav Aaufdavovy 1o toctlovudunn
vrodopimc.
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AaBeveic ue rolvoappikn veaviki ioiomadn oplpitida (NIA):

H ocvvictdpevn docoloyia g acbeveic nhikiog ave tov 2 etdv givol vrodopla yopnynon 162 mg pia
@opa Kabe 2 efdondoeg oe acheveic e copatikd Bapog peyorvtepo 1 ico pe 30 kg 1 vrodopia
yopriynon 162 mg pio popd kébe 3 efdouadeg oe acbeveic pe copatiko Papog pkpdtepo tov 30 kg.

Adobeveic ue ovornuatirny NIA kou wolvopBGpikn NIA
[Ipocappoyég tng doGoroyiog AOY® EPYUCTNPLOKAOV VM UUAMDY

E@ocov kpivetal okdmipo, 1 6601 g Tontodypova xopnyoduevng uebotpegame (MTX) ko GAAov
(POPLOKEVTIKOV TPOIOVI®V TPEMEL VAL TPOTOTON0EL 1] Vo SIOKOTEL KOt 1) yopriynom g 60omg
toctMfovpaunn va drakonel £o¢ 6tov agloloyndei n Khwvikn katdotoor. Kabbg vrapyovv moldég
oVVONKEG GLVVOCTPOTNTOC TOV UTOPEL VO ETNPEGGOVY TIC EPYASTNPLOKEG TIEG 0T cLoTNUaTIK) NIA
N moAvapBpikn NIA, n andpaon va dakomnel 1 xoprynorn tostmiovpdumnn e&ottiog piog pun
(QVOIOAOYIKNG EpYaoTNPLoKng TIUNG Ba mpémet vo Pacileton og woTpikn a&loldynon Tov kdbe achevn
OTOLIKA.

o Mn QUOIOAOYIKEG TIHES NTATIK®Y VDUV

Epyaomproxn Ty Avtipetomion
>1 éoc 3 x Avotepo | Tpomomoinom d6omng g svuyyopnyovuevns MTX epdcov kpivetan
dvcloroyuod opo | okdmpo
(ULN)

T'o  eupévovoeg ovénoelg oe avtd 10  €0OPOG,  SLOKOTN
TOGUMEOVUAUT €mG OTOV 1M CUIVOTPAUVOPEPACT] TNG OAAVIVNG
(ALT) 1 n acmoptikn apvotpavepepdon (AST) opaiomomBoiv.

>3 émwg S5 x ULN Tpomomoinon 66ong g cvyyopnyovuevng MTX epdcov kpivetan
OKOMLO

Awxom d06ong  tooctMlovpaumng uéxpt <3 X ULN kot va
akolovOnbovv o1 mapandve cuatdoels yuo > 1 émg 3 x ULN

>5x ULN Awokomy TootMOLUAUTNG.

H andépaon va Saxomel 1 Bepomeio otn cvotnuatiky NIA 7
moAvapBpikn NIA gfoutiog (og LUn QUCIOAOYIKNG EPYUCTNPIOKNS
Tung pénel vo. faciletal og aTpiky aloldynon tov kabe achevi
OTOUIKAL.
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o XoaunAdc amérivTog apBpog ovdetepopilmv (ANC)

Epyaocmplaxn Twuq Avtiuetmmnion
(cOtTapa x 109 L)

ANC>1 Awiprnon d6ong

ANC 0.5 émg 1 Awokomni 860MG TOSIMIOVUAUTNG

Otav 0 ANC avéndei >1 x 10% L emavévopén Oepomeiog

ANC <05 Awokom ToGIALOVUAUTING

H andeaon va dwakonei n Oepaneio otn cvotnuotiki NIA 1 moAvapOpikn
NIA gfortiog (oG Un QUGLOAOYIKNG EPYACTNPLOKNG TIUNAG TPETEL VO
Baciletan o€ waTpikn a&oAdyN o™ ToV KABe 060V ATOUIKA.

o XounAdg aptBpuoc opomeTaAiny

Epyaocmpiaxn T Avtietmmion
(k0ttapa x 10%/pl)
50 éw¢ 100 Tpomonoinom d6cong g cvyyopnyovpuevng MTX epdoov kpivetan
OKOTLO

Awokomni 860MG TOoIMIOVUAUTNG

Otav 0 opOudg tov aponetoMov avéndei >100 x 103/ L,
enavévapén tong Bepameiog

<50 Awkon] ToctM{ovpaum.

H amoégpoon va owukonel n Bepameion ot cvotnuotikny NIA 1
moAvapOpikn NIA e€artiog piog pn QUGIOAOYIKNG EPYACTNPLOKNG
Tung mpémel va Paciletar og waTpikn aloAdynomn Tov Kabe acbevn
OTOUIKAL.

H peiwon g cvyvdtrag Tov d0cemv TG ToSIMEOVUAUTNG eE0tTiOG LU QUGIOAOYIKOV
EPYOOTNPLOKAOV TIUDV deV €xel peretnBel og acBeveic pe ovotnuatikny NIA 1 moilvapBpuc NIA.

H aoc@dieia kot 1 amoTeEAECUATIKOTNTO TOV GKEVAGHATOG VITOSOPLUG XOPYNONS TOGIAMLOVUAUTN e
TOOd e ToBnoelg ektog TG ovotnuatikng NIA 1 moAvapBpikng NIA dev Egovv texpunplmOet.

Ta. d1a0éoipa dedopéva Le To EVOOPAEPLO GKEVAGHO VITOONAGVOLY OTL TapoTnpeital KAVIKN BeAtioon
evtog 12 gfoopdadmv amd v évapén g Oepaneiog pe tootiilovpaumnAviozma. H cuvéyion g
Oepaneiog npénel va enavetetachel TpocekTikd og £vav acbevi) mov dev mapovcidlel feltimon eviog
QVTOV TOV YPOVIKOD TANUGIOV.
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Hopoleimouevy déon

Edv évag acBeviic e cuoTIaTIKY veavik 10tomabn apbpitida mapadeiyel Ty vrodopia efoopadiaio
éveon TootMIOLUAUTNG EVTOG T NUEPDOV OO TNV TPOYPAUUATIGUEVT 00GT, O TPEMEL va
ovppovievdei va AdPel TV Taparemopevn dOGN OTNV ETOUEVT TPOYPAUUATICUEV NUEPa. Edv évag
aoBevic mapaieiyel TV VTOdOPLA £vEST TOGIALOVUAUTNG TOL YopnyeiTon pio popd kébe 2
gPoopAdeg pEsa o 7 NUEPES O TNV TPOYPUUUATIGUEVT 00T, Ba Tpémet va supuPovievbel va AdPet
OUECMG TNV TUPOAETOUEVT] dOCT] KOL TNV EXOUEVT dOGT VoL Tr) AAPEL OTNV ETOUEVT] TPOYPOUUATIGUEVT|
NUéPQL.

Edv évag acBevig pe morvapBpicn NIA mopaieiyetl pio vmoddpila £veon TooUMOVUAUTNG OE
dtlonua 7 NUePOV amd TNV TPOYPUUUOTIGUEVT 0061, 0LTOG/aVvT Ba Tpémel va TapeL T dOGN, TV
omoia Tapérerye, auéomc LOALG To BuunOel kat va AaPet v emduevn d66M KOTA TOV ETOUEVO
TPOYPOUUATIOUEVO XpOVo. Edv évac aoBevng mapaieiyel pio vmoddpia éveon toctM{ovudunng o
SloTnHo Ave TV 7 MUEPOV Amd TNV TPOYPOUUATICUEVT dOoN 1 dev eivar oiyovpog yia 1o TtoTe Oal
TPETEL VO, TTPOLYLOTOTOGEL TNV EVECT] , B0l TPETEL VOL EXKOVAOVIGEL UE TOV YIOTPO 1 TOV QOPLOKOTOL0.

Tpomoc yopnynong

AVT6 10 PUPUAKEVTIKO TPOTOV TpoopileTal yio LITOJOPLA ¥ P |ON.

Metd amd KatdAANAN eKTaideuon oIV TEYVIKN NG £veonc, ol acBeveic Hmopovv va Yoprynoovy ot
10101 TNV €VECT OLTOV TOV PAPUAKELTIKOD TPOIOVTOC, €AV 0 Y1ATPOS TOVG Kpivel OTL eivarl oxompo. To
GVVOALKO Tepleydpevo (0,9 mL) tng mpoysuspévng oopryyog Ba mpémel va yopnyndet og vwodoplo
éveon. Ta cvvictopeva onueia Eéveong (kothia, unpds kot dve Ppayiovog) Ba mpénet va
EVOALACOOVTOL KOt 01 EVEGELS Ogv B0l TPEMEL VO TPALYLOTOTOLOVVTOL TTOTE TAVM GE EMEG, OLAEG M
TEPLOYEC OOV TO OEPUA. Elvar gvaictnTo, eueavilel exyvUmoEelS, eivat ppOpo, GKANPO 1 UN aKEPALO.

H mpoygpiopévn odpryya dev Oa mpémet va avaxveitot.

AvoluTikéG 00MYieg Yo TN Yop1ynom tov Avtozma ce TpoyEUIGUEVT GUPLYYO. TTOPEYOVTAL GTO GVALO
odnyumv ypnong, PA. mapdypoeo 6.6.

4.3  Avtevdsieg

Ynepevoonoio ot dpactikn ovsia 1 o€ KATOW0 d T EKOOYO TOV AVAPEPOVTUL GTIV
Topaypoapo 6.1.

Evepyég, coPapég Aoyméels (PA. mapaypapo 4.4).
4.4  E0kég mPogtdomon|oELS Kol TPOYUAAEELS KATA TN Y p1on
To vodoplo okevacpo Avtozma dev mpoopiletat yio evOOPAEPLA yopryNoM.

To voddplo okevacpo Avtozma dev mpoopiletar va yopnynoel oe modid pe cvomuotikr NIA wov
CuyiCouv Ayotepo and 10 kg.

Iyvnlaoydtyro

[pokeévou va Pektiwbel 1 yvnAlootudtta TV PLoAoYIKGOV QOPLOKEVTIKOV TPOTOVT®YV, B0 Tpénet
VO KOTOYPAPETOL LIE CAPTVELDL 1) EUTOPIKT OVOLOGT Kol 0 aplBpOg TOPTIONG TOL YOPTYOVLLEVOD
TPOIOVTOC GTOV PAKELO TOV 0GOEVOVG.

Olec o1 evoeiéelg

Aowawéeig

"Exovv avoeepbei coPapiéc kot opiopéves @opéc Bavatneopeg Aoluméelg oe aobeveic mov Aapfdavovy
0VOGOKOTOGTOATIKOVG TOPAYOVTEG, CUUTEPIAAUPAVOUEVOL TNG TOSIALoVHAUTNG (BA. Tapdypapo 4.8).
H ayoyn dev mpénet va apyilel oe acbeveic pe evepyés Aoudéelc (PA. mapdypago 4.3). Eqv évag
acBevig avamtdéel cofapn Aoipmén, n yopnynon g toctlovpdaunng Oa Tpénet va, dtakomel puéypt
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va, eheyyBeil n Aolpwén tov (BA. Tapdypago 4.8). Ot emayyeipotieg g vysiog mpénetl va egtalovv
TPOGEKTIKA TO EVOEYOLEVO YOPTYNONG OLTOV TOV PUPLOKEVTIKOD TPOIOVTOC G€ acheveig e 1oToptkd
AOUDEEDV TTOL VTOTPOTLALOVY N YPOVIOV AOUDEE®V 1 LLE VITOKEIIEVEG VOGOLG (T.Y.)
EKKOATT®UOTITION, O10P1TNG KOt Sidpect) Tvevpovoradeilo ol omoieg evogyeTat va, TpodtaBETOvY ToVg
acBeveilc oe AotudEelc.

Yuviotdtol 1 enaypbmTvnon yio Ty £yKoipn didyvoon coPaprg Aoipméng o acbeveig mov Aapupdavoovv
OVOGOKOTAGTAATIKOVG TOPAYyoVTEG O 1| TootMlovudumn dedouévon 0Tt T onpeion Kot To
CUUTTOUOTO TNG 0EELOG PAEYLLOVIG EVOEYETOL VAL ELVOL LELOUEVD, AOY® TNG KOTOGTOANG TV
avTpavIoOV o&eiag paonc. Ot emdpacelg g toctlovpaunng otn C-avtidpmca tpwteivn (CRP), ta
OVOETEPOPILN KO TOL OTIEID KOl GUUTTAOUOTO TNG AOTUMOENG TTPETEL VoL AP AvovTal VTOYT KAt TNV
a&loldynon tov acbevong yia evdexouevn Aoipwén. Ipénet va 60000V 6ToVG 0IGbeveEig
(ovumepriapfovouévav PIKPOTEPOV TOSIMV LE GUGTNUOATIKN VEAVIKT 1310madn apbpitida 1
moAvopOpikn| veavikn 1810madn| apOpitida mov pmopel va eivar AyoteEPO IKAVA VO, ETIKOIVOVIIGOLV TOL
CUUTTOUOTAE TOVG) Kot YOVEIC / KndeUOVeS 0o0EVOV e GLGTNLATIKY VEOVIKT 1d10madn apbpitida 1
ToALOPOPIKN VEavikn 1010mad1 apOpitida, 0dnyieg GUESC EMKOIVMVIOG LLE TOV ETOYYEANOTIO VYEING
KOTA TNV ELOAVIOT] CUUTTOUATMV, TO. OTOL0 TOPUTEUTOVY GE AOTUWOEY, TPOKELLEVOL VO SLAGPOAOTEL
N Toyeia a&loAdynon kot katdAAnin Oepaneia.

Douotioon

Onw¢ ocvviotdral kot yio GAleg frodoyikég Oepaneieg, 0ot o1 acBevelg Oa mpénet va eEgtalovtal ya
AavOavovsa pupatioon (TB) apwv amd v évapén e aywyng ue toctAilovpdaunn. Ot acOeveig pe
AavBdvovsa pupatioon (TB) mpénet va Aappdvouy v kabiepopévn avi-pokofarxtnpidtekn
Oepaneia Tpv amd v Evapén g ayoyne. YrevBouiletol 6Toug cuvtayoypapous 1otpols o Kivouvog
YELOMG APVNTIKAOV OTOTEAEGLATMOV OTT| OOKILOGTO SEPUATIKNG PLUATIVIG KO OTIS OUOTOAOYIKEG
€EETAGELC TNG WVTEPPEPOVIG-YOLLLLO Y10, TT QLHOTIOO, Wlaitepa oe acheveic o1 omoiot ivar Papid
GpPOCTOL 1] VOGOKOUTEGTAAUEVOL.

Ot acBeveic kKo ot yoveic/kndepdveg acbevav pe cuotnuatikiy NIA 1§ molvapOpikn NIA wpénet va
kaBodnyodvion va (NTroovy TPtk GUUPOVAN €AV TA EVOEIKTIKE Y10 T1 QLUOTIOGN
onpeio/copuntodpata (t.y. enipovog Pyas, andied Papovs, yapnAids Tupetds) TapaTnPoHVTOL KOT
T S1dpketo 1 peTd amd ™ Bepomeio pe oVTO TO PAPUAKEVLTIKO TPOIOV.

Eravevepyoroinon 1oyevav Aoiuwewv

H emavevepyomoinon wyevav Aotudéenv (T.y. 10¢ nratitidog B) éxel avapepbel o froloyikég
Oepameiec yio T pevpatoedn apbpitda (PA). Ze khvikég dokipég tov tostmlovudunr,
OTOKAEIGTIKE 1 CLUUETOYXN TV acBeVdV, Ot omoiot Bpébnkav Betucol oty e€étaon yia v nratitda.

Emirlorég e exkolnwuoritioog

[eprotatikd S1ATPNONG EKKOATMUATOS MG EMTAOKES TG EKKOATOUATITIONG OeVv Exovv avapepBel
ouyva og aoBeveic mov Ehafav Bepamneia pe tostmlovpdpnn (BA. Ttapdypago 4.8). Avtd 10
(QOPUOKEVTIKO TTPOTOV Oa TPETEL VAL, YPT|CULOTOLEITAL [LE TPOGOYN O OCOEVELG LIE TPOTYOVUEVO
1GTOPIKO EVIEPIKOD EAKOVG 1] EKKOATOUATITIONG. Ot ac0eveic TOV TaPOLGIALOVY GLUTTMLOTO TOV
TOUVDOS LITOINADVOVY ETMUTAOKEG EKKOATMUATITIONG, OT®G £lvar TO KOIAMOKS GAYOC, 1) aipoppayio
Kau1 ot aveENyNTeg LETAPOAEG TV GUVTOELDY TOV EVIEPOL GE GUVOVLUGUO LE TVPETO TPEMEL VAL
a£10A0YOVVTOL GUESH Y10 TNV £YKOLPT] O1AYVOGCT TNG EKKOATMUOTITIONG, 1 0010 EVOEYETAL VL
oyeTileTon Pe OATPMOT TOV YUGTPEVIEPIKOD GOANVOL.

Avtidpaoeis vmepevoroBnoiog

"Exovv avapepOel coPfapéc aviidpdoelg vrepevaicnciog, coprneptiapufavouévng e avagpuiatiog, o
oyxéon pe toctmlovpdumn (PA. mapdypapo 4.8). Ot avtidpdoelg avtég evoéyeTol va gival coapdtepeg
kot Thavov Bavatneopes o 060evelg TOL £X0VV EKONAMGEL AVTIOPACELS VITEPELAITONGING KOTA TN
dudpketla Tponyoduevng Oepaneiag pe 10 ToctMovUAuTT, oKOUN Kal edv €yovv Adfel Tpobepamneio pe
OTEPOELDN Kot ovTUSTOUVIKA. Edv ekdnAwmbel avagpuiaktikny avtidpacn 1 GAAN cofopn avtidpacn
vepevatstneiog, n yopnynon tov toctMlovpaunn Tpénel va dlokomel dueca, 0o mpémel va EeKivioet
N KatdAANAN aymyn Kot Oa Tpémel va dtakomel oploTikd 1 Oepameio.
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Evepyn nrotixn vooog kai nrwatikn ovelertovpyio.

H 6gpancio pe toctmlovpdunn, wwitepa 6tav yopnyeital tavtodypova pe MTX, evoéyetal va
oyetileTon pe ALENCELG TOV NTOTIKAV TPAVSAUIVOCHOV, ETOUEVOG T Oepaneio aobevav pe evepyn
NTATIKNY VOGO 1 NTATIKT dLGAELTOVPYia Tpémel va e&etdleTon TpooekTikd (PA. Tapaypdpovg 4.2 Kot
4.8).

Hrarorolixomnra

[Mopodikég N StoAeimOVGEC NTTIEG Ko LETPLEC BLENTELS TV NTOTIKMV TPAVGAUIVOCHV avapépOnKoy
ovyva ue ayoyn e tostilovudumn (BA. mapdypago 4.8). Iapoatnphdnke avénuévn cuxvotnta TV
aVENCEMY QVTAOV KATA TN Yp1o1 SuVNTIKA NTATOTOEIKOV PAPUELTIK®Y Tpolovtav (.. MTX) oe
ocuvdvacoud pe tooctmiovpdun. Otav evoeikvotat KAVIKA, o mpémet vo Aapfavovtatl vToyT| Kot
GAhec e€eTdoEIC TG NTATIKNG Attovpyiog cvpmeptlapufovoprévng g yorepuopivig.

YoBapn nratikny PAGPN Tov TpoKaAeiTol amd PApLLKa, CUUTEPTAAUPAVOUEVNG TNG OEETOG NITATIKNG
QVETAPKELOC, TN NTATITIONG Kot TOV iKTEPOV, £Yel mapotnpndel pe tostmlovudunn (PA. Topdypapo
4.8). XoPapéc nmatikég PAaPeg eppaviomray petald 2 eféouddny Kol TEPIEGOTEPO amd 5 ypdvia
petd v évapén g Bepaneioc. ‘Eyovv avageplel mepmtdoelg NToTIKg ovETAPKELNS TOV £XOVV (G
amotéleoua petapdoyevon Nratog. O acbeveic mpénel va suuPfovievoviat va, avalnThoovy auécmg
Tpikn Pondeta edv eppavicovy onueia Kot GOUTTOUATO NTOTIKAG PAGPNC.

H évapén g aywync o acBeveig pe avénpévn apvotpaveeepdon g aiavivng (ALT) 1 aomaptikn
apwotpavopepdon (AST) > 1,5 x ULN zpénel va e€etaletal mpooektikd. Xe acOeveic pe apyikn Tiun
ALT 4 AST > 5 x ULN, dgv cuvictdtor 1 xopnynomn e oyoync.

Ye aoBeveic pe pevpatoedn apbpitida, yryavtokuttaptkn aptnpitida, tolvapOpikn NIA kot
ovotnuatiki NIA, ot ALT/AST 0o npénet va topakorovBovvtor kabe 4 Emg 8 efdouddeg yio Tovg
TpmTEG 6 PNVveg g Bepameiang, kot otn cvvéyela ke 12 efdopdodes. I'a T1g cuvicT®pEVEG
TPOTOTOGELS e PAoT To EMIMES O TOV TPAVCAULVACHV, GOUTEPIAAUPOVOLEVIC TNG OLOKOTNG TNG
toctMfovpaumng, PA. mapdypoeo 4.2. o avénoeic g ALT g AST > 3-5 x ULN, n ayoyn Oa
TPEMEL VOl O10KOTEL.

Ayozoloyixes drotapayés

"Exovv mapatnpndei peidoelg tov aplfpuod TV ovdETEPOPIAMY KOl TOV UULOTETAM®Y LETA TN
yopnynon 8 mg/kg tostmlovpdpnn oe cuvovacud pe MTX (BA. mapdypaeo 4.8). Evdéyetar va
VIAPYEL ALENUEVOG KivOLVOG 0VdETEPOTTEVING 6TOVG acbeveic TOV £xoVV akoAovOnGel Tponyo v eV
Oepaneio pe avroyovioty tov TNF.

Xe aoBeveic mov dev &xovv mpornyovpuévas vtoPAndet oe Bepamneio pe tostMlovpdumn, dev GLVIGTATOL
évapén oe acBeveic ue ANC pukpdtepo and 2 x 109L. Oa mpénet vo aokeiton Tposoyn yio Tnv
e&étaon Tov evdgyopévou Evapéng g Bepomeiog oe aobeveig pe xaunio apBpo oponetoriov (onA.
apduéd orpomeTariov kdtm amd 100 x 10%/uL). Asv cuvictdron ) cuvéyion g Oepaneiog oe aceveic
mov gpgovilovy ANC < 0,5 x 10%L A ap1Opd ouponetariov < 50 x 10%/uL.

H cofapn ovdetepomevia mbavov va oyetiletal pe avénuévo kivouvo coPapdv AoUDEEDY, OV KoL OV
VILAPYEL ELPOVIG CUOYETION AVAUEGH OTIG UEIDGELS TOV OVOETEPOPIAMY KUL TNV EUEAVIGT GOPapmV
AODEEMV 08 KMVIKEG SOKIES e ToGIA oV pdumn PEYPL CUEPQL.

Ye aoBeveic pe pevpatoedn apbpitda (PA) kot yryavroxvttapwky aptnpitda (I'KA), ta
OVOETEPOPIAN KOl TOL ALOTTETAAL O TTpémtetl va TapakoiovBodvian 4 £m¢ 8 efdopddeg petd omd v
évapén g Bepameing, Kol TN GUVEYELN GOUPOVE, e TN cLVNON KAVIKN TpakTikY. ['la Tig
GUVIGTAOUEVEG TPOTOTOINGELS TNG 600G Ue Pdon Tov ANC kot tov aptBpd arponetarov, PA.
mopdypoeo 4.2.

Y& aofeveic e cuoTNUOTIKY VEaviKT 10101l apOpitida kot ToAvapOpikY| veavik 10101

apBpitida, To OVIETEPOPIA KOl TO. OLUOTETAAN ol TPETEL VoL TaPaKOoAOVHOVVTOL KOTA TN devTEPT
YOPNYNOT KOl UETEMELTO, GOUPOVA Ue TNV 0pON Khvikn Ttpaktikn (BA. mapdypapo 4.2).
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AITOOLIKES TOPaUETPOL

e aoBeveic mov Elafav aymyn pe TootMEOVUAUT TopaTnPNONKOY CVENGELS GTIC ATLONLULKES
TOPOUETPOVG, CUUTEPTAAUPAVOUEV®V TNG OMKNG YOANGTEPOANG, TNG XOUUNANG TUKVOTNTOG
Mmonpateivng (LDL), tng vyning mokvotntog Amonpmteivng (HDL) kot tov tpryAvkepidiov (BA.
mopdypoeo 4.8). v misioynoio Tov acBevav, dev vTpEe adENCT TOV ABNPOUATIKOV SEIKTMOV KoL
01 QENCELS TNG OMKNG YOANGTEPOANG avTamokpifnKay ot Bepameio e avTIMTISOUKOVE
TOPAYOVTEG.

Y& 6A0VG TOVG acbevels, N EKTIUN GO TOV MTSOLIKOV TopapéTpev 0o Tpénel vo tpaypotonoleital 4
¢wg 8 efdopddeg petd v Evapén tng Bepoaneiog. H aviypetomion tov aclevov Ba npénet va yivetal
COLPOVO, LE TIG TOTIKEG KAWVIKEG KaTteuBuvtnpleg odnyieg yio TV avTIUETOTION TNG VIEPATLOUIOG.

Nevpoloyikég dratapoyés

Ot 1atpol Oa mpénet va gival o€ EmaypOTVICT] Y10 GUUTTOUATO OV THOVMG LTOINADVOLY Evapén
VE®V KEVIPIKAOV ATOUVEAVOTIKGOV dtotapay®dv. H mbavotnta epedviong KeVIpIKng amopveAivoong
ue tooctlovpaunn eivat dyvootn eni Tov TopOVTOC.

Kaxonbeio

O «ivévvog kaxonfetog ivar ovénuévog otovg acbeveic e pevpartosidn apdpitda (PA). Ta
OVOGOTPOTOTOUTIKA PUPUAKEVTIKA TPOIOVTO EVOEYETAL VO ALENCOVY TOV Kivovvo kaxonfetag. Ta
KAvika dedopéva gtvar avemapkn yio v oSloAdynon g mhovig enintwong kakondeog petd and
éxbeon ot tostmlovudumn. Ot paxponpodecuec a&lohoynoelg aceaielog Ppiockovtal oe eEEMEN.

Eupoiiaouorl

Ta gupoha pe {dvteg 100¢ Kot Ta epPorta pe e&acbevnuévoug {dvteg 100¢ dev Oa mpémel va,
XOPNYOVVTUL TOVTOHYPOVO, LLE AVTO TO PAPUAKEVTIKO TPOTOV, KOOMG 1 KAVIKT 0cPAAELn OEV EYEL
emPePorwbel. e pio Toyoromompévn SOKIUN AvoLyTNG EMGNLAVONGS, EVIAIKES aobeveig pue PA vrod
Bepamneia pe tooctmlovpdunn kot MTX fitav ikavol va avartHEovy pio OmOTEAECUATIKY ATAVIN G, N
omoia TOV GUYKPICIUN HE TNV amdvtnon TV acbevav vrod Bepaneio pe MTX povo, kKot ot dOO
eupora T6co Tov 23-60vapov TOAVGUKYOPOIKOD EUPOAIOV TOV TVELHOVIOKOKKOVL OGO KOl KOl TOV
euporiov yia Tov T0&0eldn TéTavo. ZuvioTdtat 6€ OAOVS TOVG acBeveic Kat 1O10iTEPA GTOVG
TOOLATPIKOVE T NAIKI®UEVOVS 00DeVEiC, VO £YOVV OAOKANPDGEL OAEC TIG (VOCOTOINGELG TOLS GUUPOVOL
LE TIG 10YVOVGEG 00N YiES Yo TNV avocomoinon mpwy amd v évapén g Bepaneiag. To didomua
petald tov epPforacudv pe Lovteg 1006 Kot TG Evapéng g Bepaneiog Ba mpémel va etvan cOppvo
LE TIG 10YVOVCEG KaTELOVVTIPLEC 00MYiES Y10 TOV EUPOAACUO OGOV APOPE TOVG BlVOCOKATOCTOATIKOVS
TOPEYOVTES.

Koporayyeroxog xivovvog

O acBeveic pe pevpatosidn apbpitda (PA) dratpéyovv avénpévo Kivouvo eppavions KapdloyyElNK®OY
SLTOPOY MV Kol TPETEL VO OVTIUETOTIGTOVV O TAPAYOVTES KIVOUVOL TTOV AVTIUETOTILoVV (TT.).
VREPTOOT), LIEPAMTIOULLLIR) 6TO TAAiG1O TG cuv|Bovg TtEpiBaAyTg.

2vvovaouog pe aveoywvieres TNF

Agv vdpyet epmepio amod ) ypnon tov toctAlovpdunn pali pe aviaymviotéc TNF 1 dAAeg
Broroyucég Bepameieg oe aobeveig pevpatosidn apbpitida (PA). Aev cuvietdrol 1 yprion avTod Tov
(POPLOKEVTIKOD TPOIOVTOG GE GLVOVAGHO Ue GALOVG BLOAOYIKOVG TTOPAYOVTES.

AcOeveic pe 'KA

H povobBepaneia pe tooctlovpdunn o€ Ba mpémet va ypnoyonoteital yio ) Oeponeia oEeiwv
VIOTPOTAV KOOMG 1) OMOTEAEGUATIKOTITA GE 0VTO TO TAAIG10 dev €xel kabepwbei. Ta
YAVKOKOPTIKOELDN Oa TPETEL VoL YOPTYOUVTOL GOUGOVO. LE TNV WTPIKT EKTIUNGT] KoL T1G
KaTeELOLVTNPLEG OONYIEC TNG LOTPIKNG TPUKTIKNG.

AocBeveic pe cvotnpatiky NIA
To ouvdpopuo evepyomoinong pokpopdywv (MAS) sivor o cofapn ameidntikn yio tn (on dwatopoyn
mov umopel va avortuyBel o aobeveic Le CLGTNUATIKY VEOVIKT 1010Ta01| apBpitda. e KAVIKEG
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J0KIUES, N TostAMovpdumn dev éxel peretnBel oe acBeveig Katd ) didpkela emeicodiov evepyon
GUVOPOLLOL EVEPYOTOINGNC LOKPOPAYMV.

‘Exdoyo pe yvootr dpdon

THolvoopPiké 80 (E 433)

Kdabe mpoyepuouévn ovpryya 162 mg nepiéyet 2,0 mg moAvcsopPikod 80.

Ta moAvcopPikd uropei va tpokoiécovy aAlepyikég avidpaoels. Ot acheveic pe aliepyia ota
ToAVGOopPKA dev Ba TPETEL VO TALPVOLV 0VTO TO PAPLLOKO.

45  Allemopdaosic pe AL QUPUOKEVTIKA TPOIOVTA Ko GAheg popPEéc aiiniemiopacng
Aokuég aAANAeTidpacnG EYoVV TPayLOTOTTONOEL LOVO GE EVAAIKEC.

H tavtoypovn yopnynon wiag epamaé 66ong 10 mg/kg toctmlovpdaunn pe 10-25 mg MTX pio gopd
™V gPfdopdda dev glye KAVIKG onpavtiky exiopacn oty ékbeon oty MTX.

Ot avaidoelg appoKoKvnTikng TANOucsov dev £dei&av enidpacn g MTX, tov MEA® 1 tov
KOPTIKOGTEPOEWMV oTNV KABapon ¢ toctmlovudunng oe aobeveig e pevpotoeldn apbpitida. Xe
ac0eveic [ yryovTokuTTaptkn aptnpitida, dev mapatnpninke enidpacn g abpoloTikng d0omg
KOPTIKOGTEPOEWOMV GTNV €KOEGT GTN TOGTMIOVULALTT).

H éxopaon tov nratikov eviipov CYP450 katactédietar omd Tig Kutokiveg, 0mmg eivor 1 IL-6, ot
omoieg dleyelpovv ™ xpovia PAeypovn. Zuvendg 1 Ekepacn tov CYP450 evoéyetan va avtiotpael pe
™V €vapén woyvpng Bepaneiog ovaGTOANG KUTOKIVAY, OTTMG ivat TO TOGTUAMEOVApT).

Aokipég in vitro og kalAiépyeieg avBpomvaov nrotokuttdpmy £6g1i&av 6t n IL-6 mpokdiece peinon
g ékppaong tov evidpov CYP1A2, CYP2C9, CYP2C19 kar CYP3A4. H tocilovpdpnn
OLLOAOTIOLEL TNV £KPPACT] QVTOV TV VDLWV,

e o dokiun og acbeveig pe peopatoetdn apbpitida (PA), ta enineda g opactativig (CYP3A4)
pembnkay xatd 57 % pio efdopdda petd and epdmal d6on TostMEoVUANTT, GE ENITESO TAPOLOLO N
EALOTO VYNAOTEPO OO AVTO TTOL TOPATNPNONKE GE VYN dTopA.

Kota v évapén 1 ) draxomn tng Bepoaneiog pe tosimlovpdunn, ot acheveig mov Aapfdavoovv
QOPUOKEVTIKG TPOToVTa ToV puOuilovtal eatopkevpéva kat petaforilovtar péow tov eviopmy
CYP450 3A4, 1A2 1 2C9 (m.y. nebvimpedvilorovn, de&apebalovn, (L tnv mhovotnte cuvopoon
GTEPNONG Y10 ToL ad GTOUATOG YAVKOKOPTIKOELDT), atopPactativ, avacToAelg Slavimv acPestiov,
BeouArivn, Bapeapivn, phenprocoumon, eawvvtoivn, kukioomopivn 1 Beviodialeniveg) Tpémet va
TopoKoAovOOLVTAL YLOTL EVOEYETAUL VA OTaLTEITAL OOENCT) TV dOGEDV Y10, TN S10TPNOT TNG
BepamevTikng opdong. Aedopévng tng peyding dipretas nulmng amoPoAng (t1/2), n enidpaon g
toctMmiovpdumng ot dpactnpiotnta tov evidpov CYP450 evdéyetar vo cLVEXLOTEL Y100 APKETES
eBooudoeg petd amd ™ dakonn tng Bepomeiog.

4.6 Tovipétnro, KOO KOl Yolov)id

IM'uvaikeg og ovamapay®ytkn nikio.

O1 yuvaikeg o€ ovamopoy®YIK NAKio TPETEL VA YPTGULOTOLOVY OTOTEAEGHOTIKY OVTIGOAANYT KOTA
T SLAPKELD KOt Yo LEYPL Ko 3 punveg petd amd tn Oepoameia.

Kvnon
Agv vdpyovv emapkn ototyeia amd T XpNon Tov ToctMLOVUAUT o8 £YKVEG Yuvaikec. Mio dokiun

o€ (Do £de1&e avénuévo kivovvo avtopatng arofoing/euppuikod Bavatov og vynArn doom (PA.
mapdypapo 5.3). O mbavog kivéuvog yio Tov dvOpomo gival dyvmoTog.
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To Avtozma dev Oa Tpémel va YpNOLOTOIEITOL KATA TN SIAPKELD TNG EYKLHOCVLYNG EKTOC €AV glval
cOQOC omapuitnTOo.

OnAaouog

Eivar dyvooto gdv ) toctlovudunn orekkpivetatl 6to avOpmmivo yéio. H anékkpion g
tocta{ovpdpunn oto Yo dev Exet peletBel og {da. Oa wpénet va Anebel amd@aon oyeTikd e T

dtoKom TG yorovyiog 1 Tn Srakomr/amoyn oo tn Oepaneio pe to Avtozma Aappdvovtag vroyn to
OPeLOC NG Yarovyiag yio To Tondi Kot To OQELOC TNG Bepameiag yio T yovaika.

Tovipdtta

To drwbéoipa pn KAVIKE dedopéva dEV DTOSEKVVOVV EMOPACT] TNE AY®YNS ME TNV TOGIAL OV AT
GTY] YOVILOTNTOL.

4.7 Emopaceig 6Ty IKAvOTNTO 001]Y161G KO YELPLGHOV P UVIILATOV

H tooctuovpdunn €xel pikpn enidpaom oty KavOTnTo 001 yNoNG KoL XEPIGUOY HUNYAVILATOV , T.Y.
CaAn (PA. mopdypogo 4.8).

4.8 AvemOOunteg evépyereg

20VoYN TOV TPOPIA AGOAAELOC

To wpopik acpdrerog Tpoépyetar amod 4.510 acheveic mTov ektédniay ot ToGUMIOVUAUTT 8 KAVIKEG
dokipég. H mietoynoio avtdv tov acbevov coppeteiye o LEAETECOOKIUES TNG PEVILOTOELOOVG
apBpitidag evniikov (N = 4.009), evd n vrorlown epnelpio TPoEpyeTan omd SOKIES
yryavtokvttapikig aptnpitdeg (n = 149), moivapbpikrg veavikng wiomafovg apbpitidag (n = 240)
KOl GLOTNUATIKNG VEaVIKTG Wtomafong apbpitidag (N = 112). To mpoid ac@irelog g
T0GIMLOVUAUTNG O AVTEG TIC EVOEIEEIC TAPAUEVEL TOPOUOLO KOl 1] SLOPOPOTTOINUEVO.

O1 o ovyva avaeePOLEVEG AVETIOOUNTES OVTIOPACELS NTOV AOTUADEELG TOV AVAOTEPOL OVATVEVGTIKOD
GLGTHOTOC, PIVOQOPVYYITION, KEPaAaAyia, vTépTacn Kot avénuévo eninedo ALT.

O1 o coPapég avemBounTeg avtidpacelg NTov ot cofapég AOUMEELS, 01 ETTAOKES TNG
EKKOATIMLLOTITIONG KOl O avTIOpAcEIC VITEpevOIcOnGiag.

Alota avemBountov avtidpaceny g Lopen TivoKa

AvemBOunTec avTIdpaoelg amd KAVIKEG SOKLUES KA/ amd epmelpia amoktnOeica Petd tnv
Kukhopopia T TosIALoVUAUTNG TNV ayopd, BACEL 0WBOPUNTOV AVOPOPDV TEPICTATIKAOV,
BBAOYPOUPIKOV TEPIGTATIKMY KOl TEPICTUTIKDV OO TPOYPAUUOTO U1 TOPEUPATIKOV SOKIUDV,
napatifevrar otov [ivaxa 1 kot Ttapovoidlovtat avd katnyopio apyovikod cvotiuotog MedDRA. H
avtiotoyn katnyopia cuyvotntag paciletor otny akdiovdn couPocmn: moAd cuyxvi (= 1/10), cuyxvn
(= 1/100 ¢w¢ < 1/10), un ovyvn (= 1/1,000 émg < 1/100), omévio. (>1/10.000 émg <1/1.000), moAv
ondvia (<1/10.000) ), kot pn yvootn cuyvotnta (dev pmopel va extiundei amod ta dStobéoiuo
dedopéva). Evtog kabes opddag ocuyvotntog, ol avemBounteg evépyeleg mapovotdloviol Ue oelpd
eOivovoag coPapdtnToc.
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ITivakac 1.
Oeporeio pe tooililovudumn.

Alora twv avemBountwv aviidpdoewy mwov Topovoidotikay o€ acleveic wov EAafov

Katnyopia/ TOYVOTNTES KOTNYOPILOS LE TOV TPOTLHAUEVO 6pO
Opyaviké IToAV ovyvég Xoyvég ‘O ovyvéc Xravieg IMoAY omavieg
oVvotnpa (SOC)
katd MedDRA

Aopm&eig kot Aopméeig Tov Kvtrapitida, ExxoAnopotitida
TOPACITAOGELS aAvVATEPOL Ivevpovia, ATAOG

OVOTTVELGTIKOV GTOUOTIKOG €PTING,

GUGTNUOTOG ‘Eprmng Lowompag
Awtapoyég Tov Agvkomevia,
a{Ll0TOG Kot To Ovdetepomnevia,
AELOIKOV Ymoivwdoyovaylio
GUGTNUOTOG
Awtapoyég Tov Avagpuia&io
AVOGOTOMTIKOD (Oavatneopa)t?2
GUGTNUOTOG
Evdoxpvikég Ynobvpeoediopog
SaTopoyég
MetoBoikég kot | Ymepyoinotepo- Yreptpryhvkepidot
SLTPOPIKES Aopio* pio
SaTopoyés
Awtapoyég Tov Kepaiaryia, Zain
VELPIKOV
GUGTAUOTOG
Awtapayég Tov Emumepukitida
0pBoApon
Ayyelokég Ynéptaon
Srataporyég
AVOTVEVLGTIKES, Bnyag, Avomvown
Bopakucég
SwTapoyég Kot
SwaTopoyég
pecobwpakiov
Tootpevtepucég Kotuakd éhyoc, Zrouartitido,
SaTopoyég E&éhkwon tov Tootpikod €ikog

otouartog, l'ootpitida
Hrotoyohkég Enoyopevn and Hratum
SaTopoyég QAPLOKO NATIKY | aveRdpKeLD
BAGPT, Hratitda,
Tkrepog

Awtapoyég Tov E&avOnpa, Kvnopdg, >Hvdpopo

d€pHLOTOG KoL TOV
VT0SOP1OL 16TOV

Kvidwon

Stevens-Johnson?®

Awrtapoyés tov
VEPPDOV KOl TOV
0VPOPOPWV 00DV

Neppolbioon

Tevikég Avrtidpaon ot [Teprpepikd oidnpa,

SwTapoyég Kot Béom éveong Avrtidpaon

KOTOGTAGELS GTN YrepevaioOnoiog

6éon yopnynong

Atepevvnoeig AvEnpévec Nrotikég
TPUVGAUVAGEG,

Avénpévo Bapog,
AvEnuévn ol
xorepvBpivn*

*TlepthapPaver avénoeig, ol omoieg cLAAEYOVTOL GTO TAIGLO TNG GLVHBOLG EPYACTNPLOKNG TapakorovBnong ( fAEre To
TOPAKATO KEILEVO)
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1BA. Hopdypago 4.3

2B). Hopdypogo 4.4

SAvti n avemObunty evépyeia eviomiotnke uéow mapaxolodOnong uetd v kKvkiopopio Tov papudkov, ailé dev
roparnpnOnke oc eAeyyoueves Klivikég doxiués. H katnyopio ovyvotntog extyunifnie wg 1o avadTepo 6pio 100 S100THIeTOS
eumiatoobvis 95 % mwov vroloyictike ue faon tov ovoliké apidué twv aolevady mov ektédnkay ot TocMLOVUAUTY oe
KAIVIKES OOKLUEG.

Heprypaon emheypévov avemBountwy evepyelmv (VToddpLa ¥pron)

AacBeveic ue PA

H aoc@dieia tov vmoddplov tostdlovpdunn ot pevpatoetdn apbpitida (PA) mepthapfavel T dokiun
SC-1, pio Sumhé TvEAN, eleyyouevn, moAvkevtpikn dokin. H SC-1 ftav pia doxun pn
KATOTEPHTNTOC, 1] OTOI0L GUVEKPIVE TNV AMOTEAEGLLOTIKOTNTO KoL TV oAl Twv 162mg
yopnyovuevev kdbe pio efoopdda Evavtt tov evéoeiefing yopnyovuevov 8 mg/kg oe 1.262 acbeveic
ue pevpatoeldn apbpitda (PA). Orot ot acBeveig Erapav pn frodoyikd DMARDs wg factkn
Oepaneia. H acpdieia Kot 0vocoyovikKoOTNnTo, 01 001 TapatnpOnKay yio To vTodopimg
YOPNYOVUEVO TOGTMIOVUGUT NTAY GUVERNG LE TO YVMGTO TPOPIA 0CQAAELNG TOL EVOOPAERIOV
TOGIMEOLUAUTT KOl eV TapaTn P ONKay VEEG 1 U1 avoueVOUEVES avemBOUNTEG avTdpacels (PA.
[Mivaka 1). YymAdtepn coyvotnta avtidpdoemv otn B€om g £veong mapatnpndnkay ota oKEAN TNg
VITOSOPLOC YOPTYNONC CLYKPLTIKG LE TIG VITOSOPIEG EVECELS EIKOVIKOD PUPUAKOVL 0TO GKEAT TNG
EVOOPAEPLOC YopRYNONC.

Avudpdosic e Oéonc éveong

Kotd ™ dibpkela g eleyyopevng meptodov diapkelag 6 unvov, otn perétn SC-1, n cuyvomta tov
avtpdoemv ot B€om tng éveong ftav 10,1 % (64/631) kot 2,4 % (15/631) yia T1g VTOSOPIEC EVETELG
TOGIMEOVUAUTY KOl TIG VTTOOOPLEG EVEGELS EIKOVIKOD PAPUAKOL (OpAd0 EVOOPAEPLAG YOpTyNoNS) avdl
efdoudda, avtiotorya. O cuyKekplUEVeS avTIOPAcELg otr 0€om g éveong (cuumeptAapfovoprévon
TOV gPLONUOTOG, TOL KVNGUODV, TOV TOVOL Kol TOV CUATMHOTOC) HTAV NTES £0G HETPLEG G€ PapdTnTa.
Ynoydpnoav otnv mAgloyneia tovg ympig Oepaneia kot kopio dev KabioTovse amapaitntn
drokonn| g Oepameiag.

Ovdetepopilo.
Kotd tov taktikd epyactnplakd Ereyyo mopakolovdnong, oty ereyyouevn kKAvikn Aokiun SC-I

Siéprelog 6 pnvov g TostM{ovpaumNG, telmon otov apldud Tov ovdetepodilov katm arnd 1 x 109/L
onuewdnke oto 2,9 % tov acbevov, ol oroiol Aaupavay Ty vrodopia efdopadiaio d60N.

Aev vifipEe GOPNG GYECT OVALESO GTIC HEIOGELG GTOV oplOpd TV ovdetepogilmy kdtw amd 1 x 10%/L
KOL TNV ELPAVIOT] GOBap®Y AOUDEEWDY.

Aworetdlio,
Kotd tov taxtiKo epyastnplakd ELeyy0 TopakoAovdnong, oty ereyyopevn kKiwvikn soxiun SC-I

Oldpketag 6 UNvav g TootMEOVUAUTNG, KavEVOS amd Tovug 0ebeveic TG vrodoplag efdopadiaiog
d6omg dev eppavice peioon otov aptdud Tov aponetariov og <50 x 10%/uL.

Avénoeic nrotik@v pavoouvoomv

Kotd tov taktikd epyactnplakd Ereyyo mopakorlovdnong, otny ereyyouevn KAvikn dokiun SC-I
dlapkelag 6 unvav g toctAovpaumng, Tapatnpndnke avénon otnv ALT 3 v AST > 3 x ULN o¢
106006710 6,5 % kot 1,4 % twv acBevov, avtiotoryo, 6Ty vIoddpla efdopadtaio door.

Amdupikéc mopoueTpol

Kotd tov taxtiKo epyastnplokd ELeyy0o TopakoAovdnong, oty ereyyouevn kKawvikn sokiun SC-I
ddpkelag 6 unvev g TostMovpuaunng, 19 % twv aclevov pedavice EUUEVOVGEG AVENCELS OTIV
OAIKT YOANGTEPOAN > 6,2 mmol/L (240 mg/dl), pe to 9 % va eppavilel eppévovca avénon otnv LDL
oto > 4,1 mmol/L (160 mg/dL) otnv vroddpia efdopadiaio d6oN.
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AacBeveic ue ovornuatikn NIA

To mpoid acpareiag Tov VTOdOPLOL TocIMEoVUAUTY aEtoloynONKe o€ 51 TadlaTpLUKOvS acbeveig
(mAwtog 1 €wg 17 etov) pe ocvotnuatiky NIA. Tevikd, ot avemBOunteg evépyeleg oe aobeveic pe
ocvotnpatiki NIA ftoav mopopoleg og €id0g pe exeiveg mov mapatnpndnkay oe acbeveic pe PA (PA.
napbypago 4.8).

Aowwleig

To mocoot6 Aowméewv oe acbeveic pe cvotnuatik NIA mov éhapav Oepaneio pe SC
toctMlovpdunn NTav cLYKpiclo pe toug acbeveic pe cvotnuatiki NIA wov élafav Bepameia pe
evooPAEPLo TosMmlovpdpm).

Avtidpdoeic aro onueio ¢ éveone (ISRs)

Y1 dokiun vrodopag xpnong (WA28118), cuvolkd to 41,2 % (21/51) tov acbevav e cuoTnuatikKng
veavikn 1tomadn apbpitida eppdvicay avtidpacelc 6To oNUEID TNG £VEONS LLE VTTODOPLO
toctMlovpdunr. Ot o GuyvEG avTIOPAGELS GTO GNUEID TNG éveong fTav pvOnua, KVIGUOG, TOVOG Kot
oionua oto onueio g éveong. H mAeioymoeia tov avidpdcemyv 6to onpeio g £veong mov
avaeéptnkav NTav copPavta Babpod 1 kot 6dec ol avTdpdoelg oto onueio tng EVEong mTov
avagépnkav NTov un cofapéc kot kavévag acevic dev &xpnle andovpong g Bepameiog 1 dtokomm
¢ d6omncC.

Epyootnpraxéc avouoliec

2NV OVOLYTNG EMICTILOVOTG OOKIUT VITodOpLag xpriong 52 efdonddwv (WA28118), ) peioon tov
ap1dpod Tewv ovdetepogilmv Kétw omd 1 x 10°/ L napotnpndnke oto 23,5 % 10V 0c0evdv mov
ElaPav Ogpomeio pe vTodop1o TostMovudutn. Melboelg v aponetodny kétm omd 100 x 10%/ uL
wapaTnpnOnkay 6to 2 % tov acbevav mov Elafav Bepareia e VTOdOPLO TocIMEoVPAUTY. AVENON
oe ALT 11 AST oe >3 x ULN eugpaviomke og 9,8 % xar 4,0 % tov acbevav mov érafav Bepaneio pe
VT0JOP10 TOGTMEOVUAUTT, OVTIGTOLYO.

Aimidiéc wapousTpol

2TV avory NG EMCNUAVONS doKIUT VTodopLag xpnong 52 efdouddov (WA28118), to 23,4 % Kot T0
35,4 % 1oV acbevav eppdvicav avénon g tiung LDL-yoAnotepding petd v évapén g Oepameiog
oe > 130 mg / dL ko1 tng cuvoAIKNG TIUNG YoANoTEPOANG o >200 mg / AL omowadnmote oTryun KoTd
T owdpketa ¢ Bepameiog SoKUNG, AvTicToLyO.

Adobeveic ue moivapbpixy NIA

To mpoik acpdieiag Tng VTOddpLaG YopTyNong Tosthlovpdunn a&loroynonke Kol og 52
nmoudlatpikovg acbeveic pe moAvappikn NIA. H cuvolikn €kBeon tov acevoig ot tostmlovpdpnn
o€ OAOKAN PO ToVv TANBLG O £kBeonC pe moAvapOpikY| veavikn 1d10madn apbpitida ntav 184,4 acbevo-
€t yuo evooeAEPLa yoprynon kot 50,4 acBevo-£tn o Ty VT0doPLa YOPN YNNG TOCIMEOVUAUTT).
I'evikd, 10 TpoPiA acpdieiog Tov mapatnprOnke otovg acbeveic pe molvapOpikn NIA Ntov cuvenég
LE TO YVOOTO TPOoeik ac@Aielog TG ToctMiovudunng pe eEaipeon Tig avTdpaoelg ot 0éon g
éveonc (BA. Iivaxa 1). Ot acBeveic pe morlvapBpikn NIA gpedvicoy avtidpdcelg ot 8€om g éveong
KOTOTY LTOOOPLOC YOPNYNONE TOGIMIOV AT LE UEYOAVTEPT] GUYVOTNTO, GE GUYKPLOT| LE TOV EVAAIKO
mAnBououd pe pevpartosidn apbpitida.

Aowuawéerc

211 SOKIUN TNG VTOJOPLUG YOPNYNONG TNG TOGIMIOVUAUTNG, TO TOGOGTO AOIU®ENG oTOVG 0obevelg pe
moAvapBpikn NIA mov Edafav vTodopio TOSIAMLOVUAUTN HTOV GUYKPIGIO LE TO TOCOGTO TV
acBevov pe molvapBpikn NIA mov Ehafav evoopAéfia TootMOLVILAUTT).

Avtdpdoeis aro onueio e Eveang

"Eva cuvoliko mocootd 28,8 % (15/52) tov acBevov pe molvapbpikn NIA gpedvice aviidpdoelg ato
onueio g éveong kaTdmLY LdOPLOC YopNYNoNS ToctAlovpdumn. Ot ev Ady® avtidpdoelg
eppaviotnkoy g 10600to 44 % TV 000evav pe copatikd Bapog >30 kg oe oyéon pe 14,8 % twov
acBevav pe Papog kdtw tov 30 kg. Ot mo cuyvic avTdpdoelg oto onpeio Tng EVEong AV TOTIKO
epuON U, oidnua, atpdTmpo, TOVog Kot Kvnoproc. OAeg ot avtidpdoelg oto onpeio g £veong mov
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avaeépOnkav Ntav un coPapd copPdvta Babpov 1 kot kapio amd Tig avidpacels avtég dgv
amoutovoE TNV amdsVPoN TV achevdv arnd T Bepomeio 1) ™ dtokomr TS OOoNC.

Mn pvo10loyiKES EpYaoTnPIaES TIUES

Kotd tov taktikd epyactnplakd EAeyyo oe 0OAOKANPO ToV TANBUGUO oV eKTEONKE 0N
toctulovpdpnn, peioon otov apldud Twv ovdetepopilmv katm and 1 x 10%L napatnpidnke oto
15,4% tov acBevov mov hafav toctmlovudunn e vrodopia yopnynon. M avénon oty ALT 71
mv AST > 3 x x ULN mapatnpndnke oe m10cocto 9,6 % kot 3,8 % tov acBevav mov élafav
TocIMEOVUAUTY e LTOJOPLL YOopIYNoT, avticTotya. Kaveic and tovg acsbeveic mov Ehafav
TOGIMEOV AT He LTOSOPLO. XOPTYNON OEV EPPAVICE LEimON GTOV aplOuod

owponetariov < 50 x 10%/uL.

Aimidiéc mapaueTpol

211 S0KIUN VTOdOPLUG XOpPNYNong, T0cooto 14,3 % wan 12,8 % tov acbevov mapovoiacay avénon
Uetd v Evapén g Sokung otny T g xoAnotepoinc LDL > 130 mg/dL kot oty Tiun oAIKNG
YoANoTEPOANG > 200 mg/dL og omowadnmoTE YPOVIK oTIyUn KOTd T Oepomeio tng SoKIung,
avticToya.

Adobeveic ue 'KA

H acpdieia tov vodoplov toctilovpdunn éxel pedemdei e pia doxyun @aong T (WA28119) pe
251 aobeveig pe yryavtokvttopikn aptnpitda. H cuvolikn didpkela Tov 10V acbevdv oe 0loKANnpo
Tov TANOuo o €kbeonc ot tootlovpdunn nTav 138,5 £t aclevav katd ) 12unvn SmAd ToeAN,
gleyyopevn LE EIKOVIKO PapuaKo edon g dokiung. To cuvolikd Tpoeil acedielag wov
napaTnpNOnke otig opddeg Bepameiog TG TOGIMIOVUAUTNGATAY GUVETEG LE TO YVOGTO TPOPIA
ac@dierog g tostmiovpdumng (PA. Mivaka 1).

Aowwéerc

To 1060016 TV cLUPaVTOV AoipumEng/coPapng AoimEng NTaV IGOGKEMGUEVO VAUESO GTNV OLLAd
Tov gfdopadiaiov toctAlovpaunn (200,2/9,7 coupdvra ava 100 £ acbevadv) Evavtt Tov opadmv
7oV EAafav  ElTE EIKOVIKO QAPOKO G€ GLVOLOCUO Le TPedVILOVN 68 otadiaxn peimon ywo 26
efodoudoeg (156,0/4,2 cvpPavta avd 100 £t acbevav) eite eKoVIKO APLOKO 68 GUVOLOCUO UE
wpedvilovn oe otadlokn peimon yio. 52 efdopddes (210,2/12,5 copPdavto ava 100 £n acBevav).

Avudpaoeic atn Oéon e eveang

2ty opdda tov gfdopadiaion vrodoplov TosMLoVUAUTT, cVVoAKE 6 % (6/100) TV acBevmv
avEQepe avemBOUN TN avTidpoot mov onueldnke otn B€om g VTOdOPLOG Eveonc. Aev avapépOnke
coPapn avtidpacn otn BEon ¢ Eveong wg cofapd avemBiunto copPav 1 Tov va Expnle daKomng
¢ Bepamneioc.

Ovdetepopilo
Koatd tov epyactnploxd EAeyyo mapakolovdnone poutivag otnv eAEYYOLEVT KAVIKT LEAETT] OLUPKELNG

12 pmvdv g Tostlovpdunng, peioon otov aptdud Tmv ovdetepo@ilmv kétm amd 1 x 10%/L
onuewdnke o 4 % TV acdevav otny opdda Tov gfdopadiaiov vroddplov Toctlovudunr. Avto
dgv TapoTPNONKe 6€ Kopio omd TIG OLLAdES TOL EIKOVIKOD QUPUAKOV GE GLVOLAGHO LE TPEdVILOVN
vd oTadlKN HEIWON.

Awongtdio
Koatd tov epyactnploxd EAeyyo mapakolovdnone poutivag otnv eAEYOLEVN KAVIKT LEAETT] OLUPKELNG

12 unvev g toctalovpdaunne, évag aclevig (1 %, 1/100) oty opdda g efdopadiaiog vrodoplog
YOPNYNONG TOGTMEOVUAUTT EPPAVICE £VO, ETELGOSI0 TOPOSIKNG LEI®ONG TOL aPLBIOD TV
apontetariov oe <100 x 103/ pL yopic oxenildpeva arpoppoyikd copupavo. Ay mapotnpnonke
ueiwon otov apdud tev aporetodMov kdtom and 100 x 10°/ L ot onowadymote amd Tig Opddec Tov
EIKOVIKOD (OPLAKOV GE GLUVOVAGHO LE TPEdVILOVT VIO OTAOIOKT UEI®OT.

Avénoeic nroTIK®Y poveouIVacmy
Kotd tov epyaotnplord EAeyyo TapakoAovdnoTg pouTivag oty EAEYYOUEVN KAVIKT LEAETY] OLAPKELNG
12 unvov g toctalovpdunng, topatnpnonke avénon oty ALT >3 x ULN og mocooto 3 % tav
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acBevmv oty opada g efdopadiaiog vToddplag YopNyYNoNG TOSIMIOVUAUTT CUYKPITIKE [LE TOGOCTO
2 % otV opada TOV EIKOVIKOD QOPLAKOD GE GUVIVACHO LE OTAOLOKA LEOVEVT] TPESVILOVT Yo 52
efdopdoeg kot kapio odvEnon oty opdda Tov EIKOVIKOD PUPUAKOD GE GUVOVAGHO LLE CTOSIOKA
peovpevn Tpedviovn yua 26 efoopddec. Iapatnpndnke avénon oty AST > 3 ULN o€ mocooto 1 %
TOV 0o0evav oty opdda g efdopadiaiog vToddplag yopNynong TosMIOV LAY, GUYKPITIKE LLE
Kavéva ac0evi] 6€ 0TOLONTOTE OO TG OLLADES TOV EIKOVIKOV PUPLEKOV GE GLVOLUCUO LE GTAOIAKA
UeovUEVT TPESVILOVT.

AL uIKEC TOPOUETPOL

Kotd tov epyaotnplord EAeyyo TapakoAovdnoTg pouTivag oty EAEYXOUEVN KAVIKT] LEAETY] OLAPKELNG
12 unvev g toctalovpdunng, 34 % tov 0ofevav pEAvIcE ELUEVOVGEC OLENCELS OTNV OAIKT|
yoAnotepoin > 6,2 mmol/L (240 mg/dL), pe 1o 15 % va gpeaviler eppévovoa avénon oty LDL

oto > 4,1 mmol/L (160 mg/dL) otv opdda ¢ efdopadiaiog veodoplag xopnyNons TocMCovUGumT.

Ieprypaen emheypévav avertountaov evepyeldv (evooQAEfia yprion)

Aaobeveic ue PA
H aocpdieia ¢ tostmlovpdunng €xetl pehetn0el o 5 OmAd ToEAEG edeyydueveg dokiueg edong 1T ko
oTIC TEPLOSOVG eMEKTAONC TOVG (BA. Topdypago 5.1).

O cvvolikog TANBLGLOG EAEYYOL TTEPIAAUPBAVEL OAOVE TOVG 0.60eVEIG Ao TIC SUTAG TVPAEG PaoELg KADE
Bootkng SOKIUNG od TNV TVYOLOTTOINGT UEXPL TNV TPAOTN ALY 6TO OEPOmEVTIKO oYU 7 LEXPL TA
dvo ypovia. H mepiodog ehéyyov o 4 amd Tic SoKIpéG rav 6 uives kot o 1 dokiun NTav €mg 2 €.
211¢ Sumhd TVPAEC eleyyoOueveS dokEG, 774 acbeveic Elafav Toctlovpaunn 4 mg/kg oe cuvdvacuo
ue MTX, 1870 acbeveic élafov tociailovpaunn 8 mg / kg oe cuvévaoud ue MTX / dAha DMARDs
kot 288 acOeveic Elafav povobepaneio tostmlovpudunn 8 mg/kg.

O ovvolikog TAnBvo oG EkBeong TepthapPdvel 6A0VG Tovg acbeveig ot omoiol EAafav TovAdyloTOV
pio d6om toctMlovudunn, ite otV SITAG TVEAT EAEYYXOUEVT TTEPIOGO EITE GTNV OVOIKTNG
EMOTLOVONG (PAOT| EMEKTAOTS TOV SOKIHMV. ATd Toug 4.009 acbeveic o awtd tov TAnboouo, 3.577
acBeveig EhaPav Bepaneio yio tovAdyiotov 6 pivec, 3.296 acbeveic Ehafav Bepomeia yio TovAd IGTOV
1 ét0¢, 2.806 acOeveig Ehapav Oepameia yio TovAdyiotov 2 €t ko 1.222 acbeveic Eafav Oepameio
v 3 €.

Aowuawéeic

211G eAeYYOUEVEG OOKIUES O1apKELOG 6 UNVDV, TO TOGOCTO OA®V TOV AOIUMOEE®V TOVL avaEEPON KAV e
v ayoyn 8 mg/kg tostmlovpdunn oe cuvévacud pe DMARD ftav 127 copfdvta avé 100
acBevoém og ovykpion pe 112 coppdavra ava 100 acBevoétn oty opdda wov Ehafe EIKOVIKO
oapuoko cuv DMARD. Xtov minfucud pakpoypoviag £k0eomng, To GLVOAKO TOGOGTO TV AOUMEE®MV
ue toctovpdunn frav 108 cupPdvia ava 100 acbevoétn éxbeong.

2T1¢ eELeYOUEVEC KAVIKEC SOKIUEC SLAPKELNG 6 UNVDV, TO TOGOGTO TV GORuPOY AOUOEE®V UE Ta

8 mg/kg tootmlovudunn cuv DMARD ftav 5,3 copfdvio avd 100 acOevoétn Exbeong cuykprtikd, e
ta 3,9 cvopPavta avd 100 acBevoétn ékBeong oty opdda mov Elafe eucovikd edpuako cvv DMARD.
1 dokiun povobepameiog, T0 T06006TO TV coPapmv AowwdEewy fitav 3,6 coppdvta ava 100
acOevoémn ékBeomng oty opdda g tostmlovudumng kot 1,5 couPavia avé 100 acbevoétn £xbeong
otV opdda e MTX.

Ytov mnBuoud pakpoypoviag EkBecng, To GLVOAIKO TOG0GTO TV GOPAPOY AoUMEEDY
(Baxtnplakdv, 10yeVeOV Kot unKuTiacikav) ntav 4,7 copfavta avé 100 acBevoétn. Xtig avapepbeices
ocoBapég AotMEELS, OPIoEVEG €K TV otolmV glxav Bavatneopo éxPacm, cupmephapfavovtot
evepydc PLUATIOGN, N 0ol UTTOPEL VO EUPOVIOTEL e EVOOTVEVUOVIKT | EE@TVEVUOVIKT] VOGO,
EMEUPOTIKEG TVELHOVIKEG AOTUMDEELS, GUUTEPIAAUPAVOUEVNC TNG KOVTIVTIOGNC, aoTePYIAA®OTG,
KOKKIO10E00 VKN TIOGTG KOl TVELLOViaG jirovecii, Tvevpovia, Kuttapitida, Eprng {owotpag,

YOO TPEVTEPITION, EKKOATMUOTITION, onyatpio Kot Baktnplaky| apBpitida. ‘Exovv avapepbei emiong
TEPIOTOTIKG, EVKALPLOKADV AOIUDEEDV.
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Aigueon mvevuovorabeio.

H Swatapaypévn mvevpovikn Asttovpyio evogyetal va avnocet Tov Kivouvo epeaviong AotudEewmv.
"Exovv vap&et avapopég LETA amd TV KukAopopio dldueong Tvevpovomdoelog
(ovumeprAapfoavopévng TN TVEVUOVITIONG KOl TG TVEVLOVIKNG V@ONC), LEPIKEG EK TMV OTOlMV giyav
Bavatneopec ekPacelc.

Toagrpeviepin didzpnon

Koatd ) didpreto eAeyyOpevav KAVIKGOV 0KIUGV d1dpKeLag 6 UNvadv, T0 GUVOAIKO TOGOGTO
yaotpevteptkng dtatpnone ntav 0,26 copPdvta ava 100 acbevoétn ot Beponeia pe ToctMlovpdaunn.
Ytov mAnBucpud pakpoypoviag EKBECNC, TO GUVOAIKO TOGOGTO YUGTPEVTIEPIKNG dtdTpnong ntav 0,28
ocopupdvta ava 100 aoBevoétn. Avapopic Yo YooTpevteptkn dtdTpnon pe Bepaneio avapépbnkay
KUPIOG ¢ EMTAOKES TNG EKKOATOUATITIONS, OTIC OTOIEG CLYKOUTAAEYOVTAL 1] YEVIKEVUEVT] TVAOONG
TEPLTOVITION, 1] OLATPNOT] TOV KATMTEPOV YUGTPEVIEPIKOD GUGTHLOATOG, TO GUPTYYLO KOL TO OTOGTILOL.

Avtidpdosic oyeti{Ouevec ue v gyyvon

211G eAeYYOUEVEG KAWVIKEG LEAETEC d1apKeELOG 6 UNVAV, o1 avemBOUNTEG EVEPYELEG TTOL oYeTICOVTOL LIE
v €yyvon (emheypuéva coppdvta, Ta omoia EUEOVICTNKAY KoTd T S1dpKELd TG £yyvuong 1 evtog 24
®PAV amd TV £yxvon) avapépbnkav ce m0cooto 6,9 % TV acbevdv oty opdda mov AdpPave

8 mg/kg toctmlovpdunn cuv DMARD ko1 6€ 1060616 5,1 % t@v a60evadv g opddag mov Adpupove
ewoviko edpuaxo cvv DMARD. Ta copfdvta mov avaeépbnkav Katd t Stdpkela TG £YVong
aPopPovoaY KATA KUPLO AGYO VIEPTAGIKA £MELGOd10. Ta cuuPdvia Tov avaeépnkay eviog 24 mpmv
a0 TNV OAOKANPOGT) TNG EYYVOTG APOPOVGAV KEPUAUAYI Ko SEPUOTIKEG avVTIOPACELS (eEGvON O,
Kkvidwon). Avtd ta cupPdvTo dev NTavV TEPLOPIGTIKA Yia T Oepameia.

To T0G0GTO TOV AVAPLANKTIKOV OVTIOPAGE®DY (01 OTTOIEG EULPAVIGTIKAY GUVOAIKA GE 8 amd Tovg
4.009 acbeveic, mocootd 0,2 %) NTav apKeETEC POPEC VYNAGTEPO LE TN d00T TV 4 mg/kg, GLYKPLTIKA
pe ™ 6001 tov 8 mg/kg. Kivikd onuovitikég oxetilopeveg pe t TootM{oupapnT avidpacelg
vepevatcnociog, AOYm Twv omoimv ypeldotnke vo dlakomnel  Bepoameio, avapépnkay cuvolikd o
56 and toug 4.009 acbeveis (1,4 %) 6T0VC OMOiOVG YOPNYHONKE KATA TN SLAPKELN EAEYXOUEVOV KO
AVOLYTOV KAMVIK®V SOKIUAOV. AVTEC 01 AVTIOPACELS TOPATNPHONKAV GE YEVIKEG YPAUHES LETAED TNG
debtepnc Ko g mEpmTNG Eyyvong g toctiiovpaunng (BA. mapdypapo 4.4). Oavotnedpog
avaguiagio &xel avaeepOel peTd amd TV £YKpion TS ASELNG KUKAOQOPIOG TOL POPUAKOD KOTA TN
duapketa g Oepameiog pe tooctlovpaunn evooeAéPio (BA. Tapdypago 4.4).

Ovdetepopilo.

211¢ EleyyOpeveS KAMVIKES SOKIUEC SLAPKELNG 6 UNVOV EUPOVICTNKE LEIMOT TOL aplOpoD
ovdetepdPIhaV Kbt and 1 X 10%L e 10600616 3,4 % twv acdevav mov Adpfavay 8 mg/kg
toctdilovpapnn cvv DMARD, évavtt mocoatov <0,1 % tov acbevdv mov AMdpupavay eucoviko
edpuoxo cuv DMARD. Ot wcoi nepinmov acdeveic, ot omoior avéntvéav ANC < 1 x 10%/L
mopovciocay ot TN Helwon evidg 8 efoopadmv amd v évapén g Bepancioc. Meumoelg kAT amod
0,5 x 10%L avagéptnkay oto 0,3 % tov acdevdv mov Adufavav 8 mg/kg tocimlovpudunn cov
DMARD. Exovv avagepet Aopuméelg pe ovdetepomevia.

Koatd ) odpreta g Suthd ToeAng eheyyorevng Tep1OO0L Kol Kot TNV LaKpoypovia, EkBeon, 1
YEVIKT EKOVA KO 1] EXITTOON TOV UEIDCEDY GTOV 0PLOUO TV 0VOETEPOPIAMV TTOPEUEVAY GUUPATEG
pe avtd wov giyav mapotnpndel otig eAeyyOUEVES KAMVIKEG SOKIUES SLAPKELNG 6 UNVOV.

Ayonetddio

211¢ EleyyOpeveg KAVIKES SOKIUEC dLapKeLag 6 Unvav mapatnpinke peiowon tov aptBuon
apometoMav kéto Tov 100 x 10%/uL 6e 10600616 1,7 % twv acdevov mov Adufavay 8 mg/kg
toctdlovpaunn cuv DMARD, évavtt mocootov <1 % tov acBevadv mov Aapfavoy euovikd eappoko
ovv DMARD. Avtéc o1 peudoelg onuetmdnkay yopig va suvodehovTot omd ooppayike GupBavta.

Kotd ™ didpkela g Sumhd TopAng eEreyxOpevng meptoo0L Kot KaTd Tn pHakpoypovia £kbeomn, 1 Yevikn
EIKOVO KOt 1] EMIATOOT TOV HEWOGEMY TOV aplBpov aiponetorov Tapéuevay cuuPatés pe dca ety

mopotnpn0el oTIg eheyyOUEVEG KMVIKEG OOKIUEG O1APKELOG 6 PUNVAV.
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"Eyovv onueiwfel moAd omiviec ovapopég TOVKLTTOPOTEVING LETA 0md TV KuKAoPopia TOv
QOPUAKOL.

Avénoeic nrotik@v pavoouvocmv

2T1C ELeYOUEVEC KAMVIKEC SOKIUEC SLapKeELag 6 unvav mapotnphiOnkay mopodikéc avénoelg tng ALT /
AST >3 x ULN o6¢ m060016 2,1 % tov achevaov mov Aapfovav 8 mg/kg toctovpdunrn Evavtt
106006100 4,9 % twv acbevav mov Adupfoavay MTX, kot 6€ 1060610 6,5 % TV 0cbevadv Tov
AapPovay 8 mg/kg toctlovpdpnn cuv DMARD évavt 1,5 % acBevadv mov AMapfovay eikoviko
@apuoko cvv DMARD.

H mpocOkn duvntikd nratotodikdv QappoKeLTiK®v Tpotdviavkoy (1.y. MTX) ot povobepaneio
pe TostMEoVUAUTN ElYE MG AMOTEAEGHLO TNV ALENUEVT] GLYVOTNTO CVTOV TV ovéncemy. Ot avEnoelg
g ALT/ AST >5 x ULN napatnprifnkav o€ mocooto 0,7 % tov acbevav ved povobepansia e
toctMfovpaunn kot og 1,4 % tov aclevov vid Bepancio pe tooctloopaunn cov DMARD, 1

T oYM oia TV omoinv diEkoye oplotikd T Oeparneio pe tooctlovudunn. Katd ) didpkeio g
SuThd TVPANC ELeYXOUEVIC TEPLOOOL, 1| ERITTOOT) TNG AVENGNG TNG EUUEONS YOoAEPLOPIvIC TaV® amd TO
AVATEPO PUGLOAOYIKO OP10, 1] OO0 GUVEAEYT MG GLVNH BTG EPYACTNPLOKT TAPAUETPOG, Elvar 6,2 % e
acOeveic mov Adppavav 8 mg/kg tostmlovudunn cuv DMARD. To 5,8 % tov cuvorov tov aclevav
eupavice avénon g Eppeonc yorepuOpiving > 1 €wg 2 X ULN ko 10 0,4 % elye avénon > 2 x ULN.

Katd t dibpketa g Sumhd ToeAng eAeyyOpevns Teptodov Kot Katd T pakpoyxpovia €k0ecm, 1 YEVIKN
€1KOVa, ko1 N enintoon Tov avénoemy g ALT/AST nopéuevay coppotéc pe oca eiyav mapatnpnoei
OTIG EAEYYOUEVEG KAIVIKEG DOKIUEG OLAPKELOG 6 UNVAV.

A0 upKES ToOPOUETPOL

Koatd ) odpreta eAeyyOpevav SoKiudv dtapKelog 6 unvav, avagépdnkav cuyvé avENcelg oTig
MITSOUIKES TOPAPETPOVS, OGS 1| OAIKT YOANGTEPOAN, T, TPLYAVKEPIdLX, 1) YoAnoTepOAN LDL kaun n
yoAnotepoin HDL. Me t cuviOn epyactnploxy tapakolovdnen napatnpndnke o6t mepinov to 24 %
TV ac0evdv Tov AdpPoave TooTMIOVUAUTY 68 KAMVIKEG SOKILES ELPAVIcE EPUEVOVCEG OVENGELS TNV
OAIKT YOANGTEPOAN = 6,2 mmol/ L, pe 1o 15 % va gpeavilel eppévovoo avénon oty LDL éng

> 4,1 mmol/L. Ot av&oelg Tov MTISOUKOY TOPAUETPOV OVTIUETOTICTNKOY OTOTELEGLOTIKA LECH
AYOYNG UE AVTIMTIOOLUKOVE TAPAYOVTEC.

Kotd m dibpketa g Sumhd TopAng ereyyouevng Teptddov Kot e T HoKpoypovia EkBeor, 1 YeViKI
EIKOVOL KOL 1] EXITTOOT TOV AVENCEMV GTIG ATTOOLUKES TOPOUETPOVS TTOPEUEIVAY GLUPATEG Le OGQ
elyav mapatnpnOel oTic eEAeyyOUEVEC KAVIKEC SOKIUEG OLAPKELOC 6 UNVAV.

AePUOTIKES AVTIOPOOELS
Metd v KukAo@opio Tov TPoidvTog VIAPENY GTAVIES AVAPOPEG TOV GLVIPOLOL Stevens-Johnson.

Avocoyovikdétta

Koatd ) owdpxeta ¢ Oepameiog e TOSIMEOVUAUTT eVOEYXETOL VO OVOTTTUYOOVV OVTIGOUOTO KATH TNG
tootMfovpaunne. Evoéyeton va mapatnpnbei cuoyétion avapesa oty avantuén ovIIcOUATOY Kol
TNV KAWIKT avtamdkpion 1 o avembounta sopuBdva.

Avogopd mBavoroyodUEVOV OVETIBOUNTMOV EVEPYELDV

H avagopd mbovoroyodpuevov avemBountov evepyeimv PETH amd T Yopnynon adelog KukAopopiag
TOL QPOPUOKEVTIKOD TPOTOVTOG elvarl onuavtiky|. Emitpénetl tn cvuveyn mapakolovdnon g icoppomiog
0PEALOVG-KIVODVOD TOV QUPHOKEVTIKOD TPOTOVTOG. ZNTeltal and Tovg EXAYYEAUOTIEG TOL TOUEN TNG
VYELOVOUIKNG TTEPIBOAYNMC VO AVOPEPOVY OTTOEGONTOTE TTHAVOAOYOVUEVEC OVETIBVUNTESG EVEPYELES
HEG® TOV €BVIKOD GLUGTHUATOG AVAPOPAG TTOL avaypdpetal oto Hapdpmua V.

49 Ymepdooolroyia

To drobécipa dedouéva GYETIKA Le TNV VITEPOOGOLOYIN e TOGIAMLOVIAUTN elval TEPLOPIGUEVAL.
AvapépOnke éva TepIOTATIKA 0KOVG10G VTEPIOGOAOYING, 6TO 0010 £vag 0oBeVNg e TOAAUTAO
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poélopo EAafe gpanal doom 40 mg/kg, yopnynOeica evdoprefimg. Agv moparnpnonkoy
ovemBOUNTES AVTIOPACELS.

Agv mapatnpnOnkav cofapég avemBountec avidpacels o€ vylelg eBehoviéc, ol omoiot EAafoav epama
doom €m¢ kot 28 mg/kg, mapoTL TOPATNPNONKE SOGOTEPLOPIGTIKT OVOETEPOTEVIAL.

5. DOAPMAKOAOI'IKEX IAIOTHTEX
5.1 ®@oppoKodVVENIKES 1OLOTITES

DdappokobepamenTikn Katnyopio: AVOGOKATAGTUATIKG, avacToAEic vtepievkivng, Kmduog ATC:
LO4ACO7.

To Avtozma givai Bro-opogldég eapuaKevTIKo mpoidy. Aemtouepeic mAnpogopieg ival dabéciueg
610V d1kTLOKO TOTO Tov Evpomaikod Opyaviouod Papudkwv: https://www.ema.europa.eu.

Mnyavioudg dpdong

H toctmilovpdunn deopedetan £181kd 68 AUEATEPOVE TOVE O10AVTOVE KOl TOVG SIUUEUPPAVIKOVG
vrodoyeig g IL-6 (SIL-6R ko1 mIL-6R). Exet amodetyBei 611 10 T061IMEOVUAUTT 0vaGTELAEL T
dwopecsorafoovpevn and ta sIL-6R kot mIL-6R onuatoddmon. H IL-6 givor puo mAglotpomikn
TPOPAEYHOVAOOING KLTTAPOKIVT, 1| ool wapdyeTat amd d1dPopovs KVTTAPIKOVS TOTOVG,
nmepthappavopévev tav kuttdpov T kot B, tov povorxvttdpov kot towv vopfractov. H IL-6
GUUUETEYEL GE OLAPOPES PLCIOAOYIKEG dlepyacies, Onwg elvar 1) evepyomoinon Tv T kuttdpwv, n
EMOYOYN TNG EKKPLOTG VOGOGPALPTVIG, 1] ETOY®OYT| TNG 6VVOECT G NTATIKAOVY TPMOTEIVAOV 0&giag edong
Kot 1 d€yepon ¢ aupomoinong. H IL-6 éxel epmhokel otny maboyéveon vocmv,
CUUTEPTAAUPOVOUEVDY TOV PAEYLOVOIDV VOOV, TG 0CTEOTOPMCT|G KOl TG VEOTANGING.

DapokoduvaIKES EMOPACELS

Ye KAwvikég dokipég yia ) PA pe toctovpdunn, mapatnpndnkav tayeieg peiwoeig e CRP, g
TayvnTog Kalitnong epubpmv apospatpiov (ESR), Tov apvrogdovg A tov opod (SAA) kot Tov
wmdoydvov. H Bepaneio pe tostilovudunn oyetiotnke pe peimon tov aptfpod 1oV aponetaiioy
€VTOC TOV PUCLOAOYIKOD EDPOLE TIUMV, YEYOVOC TOL GUVADEL LIE TNV EMIOPOACT TOV GTIC TPWOTEIVES
o&eiag paong. [Tapatnpndnkav avénoelg ota ETimEd TG MUOSPALPIVIG, LECH TNG UEIMONG TTOV
TPOKAAEGE 1 ToctMlovuaun 6TIS emdpdcelg e IL-6 oty mapaywyn g eyidivig yia tnv avénon
™G ofecIdTN TG TOV GLONPOV. XT0oVC 0obeveig mov Ehafav Oepameia, o1 LEIDOELS GTO, EXITESD TNG
CRP &vt6¢ T0U PUGIOA0YIKOV EDPOVE TIULMY ERPOVICTNKAY 1O omtd TNV €fdoudda 2, evid

SN nkav katd T ddpkela tng Bepameiog.

2 khvikn Aok WA28119 g KA, mopatnpndnkay mopdpoteg tayeieg pewmoelg e CRP kot
tov ESR podi pe pkpéc avénoelg otn HéEon GuYKEVIPMOOT apoc@aipivng avd epudpd. Xe vy dropa
7ov éhafav toctilovpdunn oe docelg omd 2 £mc 28 mg/kg evooeiefing kot 81 émg 162 mg
VT0S0PIMG, 0 ATOAVTOC UPLOUOC OVIETEPOPIAMVY HEIDONKE 6TO EAdYIGTO 2 ¢ S NUEPES UETA omd T
XOPNYNOT. LT GUVEKELX, TO OVIETEPOPILD EMAVADAY oTa apy L EMITED e OGOEEAPTMOUEVO TPOTO.

Ot acBeveic pe PA ko I'KA emdetkviovy cuykpiotun (0¢ Tpog To vyt Atope) HEImoT Tov amdAVTOV
aplOpod 0LOETEPOPIAMVY LETA OO TN XOPNYNOT TG ToctMEovudumng (BA. Tapdypapo 4.8).

Ymodopio yprion
AoBeveic us PA

KMvikr) armotedespotikdtnta

H amoteleopatikdtnTa 10U VT0dGPLA YOpNYNOEVTOS TOGIAMLOV LA GTNV GVOKOVPIGT] TMV ONHEI®Y
KOL TOV CUUTTOUATOV TNG PELHOTOEWOVS apbpitidag (PA) Kot TNV aKTIVOYPAPIKT avVTATOKPIoN
a&lohoynonKe g dVO TVYOLOTOINUEVEG, OITAG TVQAES, EAEYXOUEVEC TOAVKEVTPIKEG SOKIUES. 1oL T
Aoxiun I (SC-I), o1 acBeveig émpene va Exovv nhkio >18 etdv, pe pé€tpla Em¢ coPapn evepyd
pevpatoedn apbpitida (PA) dayvoouévn copeova pe ta kprtmpla ACR kat va £yovv tovAdyiotov 4
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evaioOnrteg Kot 4 droykmuéveg apbpmoelg katd v apytkn ektipnon. Olot ot acBeveic ELafav pn
Broroywé DMARD wg Bacikn Bepamneia. ['a t Aoxun 1T (SC-II), o1 acBeveig énpene va £xovv
nikio >18 etav, pe pétpla £mg cofapn evepyd pevpatogdn apbpitida (PA) diayvocuévn coupova
pe ta kprrpla ACR kot va €xovv tovAdyiotov 8 gvaictnteg kot 6 dtoykopéves apbpmdoelc Katd Ty
OPYIKN EKTIUNOM.

H aAdayn and v evooeréfia xopriynon 8 mg/kg pia opd kabe 4 fdopddeg oty VITOdOPLL
yopnynon 162 mg pia eopd kdOe efdoudda Oa petafaiiel Ty £ékbeon otov acbevr. H éktoom
TOIKIAEL AVALOYA [1E TO GOUOTIKO Bépog Tov acbevong (avéavetol otovg acbeveic KpoD COUATIKOD
Bapovg Kot petdveTarl oTovg 0obeveig peydAov copatikod Bapovg) aAld 1 KAvikn ékPaon cuvadel pe
ot oV TapaTNPNONKE 6ToVG acbeveic Tov EAaPav evooeAéPia xoprynon.

Klwvikn avromoxpion

H Aoy SC-I a&loldynoe acBeveic pe pétpia Emg cofoapr| evepyd peopatoetdn apbpitda (PA), ot
0TO101 E1Y 0V AVETOPKN KAVIKY OVTATOKPIST GTNV VOIGTAWPEVT pELHOTOAOYIKT Oepareia,
coumeptrapPavopévon evog N meptocotépwv DMARD, 6mov to 20 % mepimov giye 10t0piKod
QVETOPKOVG OVTOTOKPLOTG 6€ TOVAGYIoTOV évay avactodén TNF. Xt perétn SC-1, 1.262 acbeveig
ToyoromomOnkay o€ avaroyia 1:1 oty vroddpra Anyn 162 mg toctlovudunn kébe gfdopddo 1
otV evooeAEPia Anym toctlovpdaunn 8 mg/kg kdbe técoepig efOOUAdEG GE GUVOLOCUO LE UN
Broroyucd DMARD. To k0p1o kotainktikd onpeio tng 0okiung ey 1 dlopopd GT0 TOGOGTO TOV
acOevav mov mETvyay aviandkpion ACR20 v efdoudda 24. Ta amoteléopata g Aokiyumg SC-I
nmapovctdiovtol otov Ilivaka 2.

Hivaxag 2. Avramokpioeic ACR otn Aoxyuny SC-1 (% aoOevadrv) atnyv efdouddo. 24

SC-I#
162 mg YA TCZ xabg 8 mg/kg E® TCZ
efdoudoa + DMARD + DMARD
n =558 n =537
ACR20 BSopado 24 69,4% 73,4%
Zradopévn dtogopd (95 % AE) -4,0(-9,2, 1,2)
ACRS50 eBSopado 24 47,0% | 48,6%
Zradopévn dtogopd (95 % AE) -1,8 (-7,5, 4,0)
ACR70 eBSopado 24 24,0% | 27,9%
Zraduopévn dtogopd (95 % AE) -3,8(-9,0, 1,3)

DMARD = avtipeupotikd @appoke TpoTonTomtikd me vosou
TCZ = toctmlovpdpumn

E® = gvdopréfia

YA =vroddpla

a = [TAnBuopdg cOpE®VA [LE TO TPOTOKOAAO

Ot aoBeveic otn Aokiun SC-I giyov péon Pabuoroyio evepyodtntag g vooov (DAS28) katd v
apYIKY EKTIPUNON 6,6 Kot 6,7 oto GKEAN TNG LITOSOPLAG KaL TG EVOOPAEPLAG XOP1YNONG, OVTIGTOLYA.
YV gfdopada 24, mapoatnpnnke onuavtikny peimon katd 3,5 ot fabporoyia DAS28 arnd v
apykn extipnon (péomn Pertioon) oe appdtepa Ta oKEAN Bepameiag, Kol cLYKPIGLLO TOGOGTO
acBevav giye emrtdyel KMvikn Voo katd DAS28 (DAS28 < 2,6) ota okéAn vrodopuog (38,4 %) kot
evoopAEfrog (36,9 %) yopnynong.

Axtivoypagiki aviamdokpion

H aktvoypa@ik] avtamdkpion Tov vmoddpia xopryn0évtog TootMLOVUAUTT eKTIUNONKE e pio Suthd
TUQAT EAEYYOLEVT, TOAVKEVTPIKY dokiun og acOeveic pe evepyd pevuatoedn apbpitida (PA) (SC-II).
H Aoxpn SC-II a&roroynoe acbeveig pe pétpla £mg cofapn evepyod pevpatoedn apbpitida (PA), ot
0TO101 E1Y 0V AVETOPKN KAVIKY OVTATOKPIOT GTNV VOIGTAWPEVT pELHOTOAOYIKT Oepareia,
ocvumepriapPavopévov evoc N meprocotépwv DMARD, 6nov to 20 % mepimov giye 16topikd
OVETOPKOVG OVTATOKPLOTG € TOLAAYIoTOV évay avactorén TNF. Ot acbeveig énpene va €yovv
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nAkia >18 etdv, pe evepyd pevpatoeton apbpitda (PA) diayvoouévn copemva pe ta kprripe ACR
Kol va £70uV TOLAQYIoToV 8 gvaicOnTeg Kot 6 S10YKOUEVEC 0PBPDOELS KATA TNV OPYIKTY EKTIUNOT. XN
peiétn SC-1II, 656 acBeveig ToyaromomOnkay og avaroyia 2:1 oty vwoddpla Ayn 162 mg
TostMEovpaunn Kabe devTEPN €fS0UASA 1) GE EIKOVIKO PAPLOKO, GE GUVOLOCUO HE UN Prodoyuco(d)
DMARD.

¥ Aok SC-II,  avacstodn g dopikng PAGPNG Tov apdpdoemv eKTIUNONKE OKTIVOYPOQIKE Kot
EKQPACTNKE O LETOPOAN ammd TNV 0PYIKN EKTiUNoM 6T Tpomomomuévn katd van der Heijde uéon
ovvolikn| faduoroyia Sharp (mTSS). Xtnv efdoundada 24, eppaviotnke avactorn T dSopukng PAAPNS
LE ONUOVTIKA AyOTEPT) OKTIVOAOYIKT ££EMEN oTOVG 0eBevei Tov Elafav vroddpia Toctlovudunn
GUYKPUTIKA LE TO EKOVIKO pappako (péon Pabporoyio mTSS 0,62 évavt 1,23, p = 0,0149 (van
Elteren). To amoteAéopoTo anTa Eival GLVETN Ue T OV TOpaTPRONKOY e acbeveic, ol omoiot
éhaPav Bepoameio pe evoopAéPro toctmlovudumr.

¥ Aokiun SC-II, oy gfdopdada 24 vanpée ACR20 60,9 %, ACR50 39,8 % kot ACR70 19,7 % v
Tovg acBeveic mov Ehafav Oepameia pe VTOdOPLO TocIMLoV UGN KGOE devTEPN Efdonada EvavTl
ACR20 31,5 %, ACR50 12,3 % xat ACR70 5,0 % Y1 0 gtkovikd @appoxo. Ot acBeveic eiyov péon
Babuoroyia DAS28 kot v apyikn extiumon 6,7 610 6kEA0G TG VITOdOPLAG XOPNYNOTS Kt 6,6 6TO
OKELOC TOV EIKOVIKOD QOPUAKOV. TNV gfdopdda 24, mapatnpndnke onuavtikn peimon ot
Bobporoyia DAS28 amd v apywkn ektipnon kotd 3,1 610 6KELOG TG LITOJOPLAG YOPTYNONG Kot
katd 1,7 610 6KELOG TOV EIKOVIKOV PapraKov, eve Babuoioyia < 2,6 otnv kiipaka DAS2SE,
mapotnpnonke 32,0 % yuo 10 okéAog VTOdOPLOG YopYNoNG Kot 4,0 % Y10 T0 GKEAOG TOV EIKOVIKOV
(QopuUaKov.

Anoteréouara oyetiloueva pe Ty vyeio kot Ty mootnte (oNg

2 Aok SC-1, | péon peiwon ot Padporoyio HAQ-DI amd v apyikn| extipnon éog v
efdoudoda 24 ntov 0,6 6€ AUEOTEPQ ToL GKEAN LITOSOPLOG Kot EVOOPAEPLag yoprynons. To mocoato Tv
acfevav mov TETVYE KAVIKA oyetikn Peltioon ot Pabuoloyic HAQ-DI oty efdoudda 24
(petaporn and v évapén g perénc >0,3 povadeg) Ntav eniong cuykpicLo yio ta GKEAN TG
V0dopLog (65,2 %) Evavtt g evooeAEfrog (67,4 %) yoprynong, e otaduicpévn dapopd ota
noc0otd - 2,3 % (95 % AE - 8,1, 3,4). Ocov agopd to epotnpatoroylo SF-36, n péon petoforn and
™V apyikn ektipnon oty efdoudda 24 ot Pabuporoyia g davonTiknig cuviet®cog nTav 6,22 yio 1o
GKEAOG TNG LITOSOPLOC YOPNYNONG Kot 6,54 Y1 TO GKELOG TNG EVOOPAEPLAC YOPTYNONG, EVD Y1 TN
COUOTIKT cLVIcTOo 1) fabuoroyio tav emiong mapopola pe 9,49 yia 10 okélog TG LITOdOPLNG
xopnynong kot 9,65 yia 1o okéAog TG EVOOPAEPRLUG YOpIYNOTNC.

2t dokiun SC-II, n péon peiwon ot Pabporoyic HAQ-DI and v évapén g pekétng £wg tnv
efdopdoa 24 TV SMUAVTIKE PEYAADTEPT Y10 TOVG 0oeVeig Tov EAaPav ToctAMoV AT VITOdoPimg
kd@0e devtepn efdopada (0,4) Evavtt Tov gikovikod eoapuakov (0,3). To m10606Td TV 0cbevdv Tov
TETUYE KAWVIKG oxeTikn PeAtioon ot Pabuoroyia HAQ-DI oty efdopdada 24 (petaforn and tnv
apyikn ektipmon =0,3 povadeg) oy YNAGTEPO Y1 TO OKEVAGHL VTTOdOPLOS Bepameios KGbe devTepm
efdoudoa (58 %) £vavti Tov glkovikoD eappakov (46,8 %). H Babuoroyia 610 epotuotoroyio SF-
36 (uéom petaPorn otig fabuoroyieg TE SLOVONTIKNE KOl COUOTIKAG CLUVIGTMGOS) TOV CT)LLOVTIKY
LEYOADTEPT] TNV OUAO TOV GKEVAGUATOG VITOJOPLOG YOopNYNoNG Toctovpaunn (6,5 kot 5,3) évavtt
TOL €1KOVIKOU papudiov (3,8 kot 2,9).

Yroddpio yprion
AoBeveic e ovomnuatikn NIA

Kiwikn aroreleoponixomyro,

Mo avoLyTiE EMCTLOVGTG TOAVKEVTPIKT dOKIUN dtdpKelog 52 eBdoUddmV Yol T QOPUOKOKIVITIK-
PapLOKOOLVOLKT Kot Yo TNV aceaieto (WA28118) die&nydn o maudiatpikods acbeveig pe
GLGTNUATIKN VEQVIKT] W0tomadn apBpitda, nikiog 1 €wg 17 eTmv, Y10 TOV TPOGOIOPIGUO TNG
KATAAANANG VTTOdOPLOG dOGNG TNG TOGIALOVUAUTNG TOV TETLYE GLYKPIGLUO TPOPIA
POPUOKOKIVITIKNG/ QOPLOKOSVVAIKNG KOl AGQPUAEING GE GYECT LE TO EVOOPAEPLO Gy
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Ot aoBeveic mov hafav toctilovudunn Elapay 00GoA0Yio COLPOVA LLE TO COUOTIKO BAPOG ,
acBeveic pe fapoc> 30 kg (n = 26) éhaPav 66on 162 mg tociiilovpaunn kabe efdopdda (QW) kot
acBeveic pe fapoc katw tov 30 kg (n = 25) éhafov d6omn 162 mg toctlovpdunn kabe 10 nuépeg
(Q10D, n = 8) 1 kb 2 efdouddec (Q2W, n = 17) yio. 52 gfdopddes. Amd awtovg tovg 51 acbeveic, 10
26 (51 %) frav mpwtobepancvopevol ot Oepameion Kot 25 (49 %) AauPavoy
toctMlovpudumnevooeAeBimg kot GALa&ov o€ VIToddp1o TosIA oV UAUTN KaTd TV Evapsn.

Ta diepevvnTiKd 0moTEAEOUATA OTOTEAEGUATIKOTNTAG £6E1EQV OTL ) TOGIALLOVUAUTN VTTOSOPLO
BeAtiooe OAEC TIG TOPAUETPOVS OLEPEVVITIKNG OMOTEAEGUOTIKOTNTAGS, GUUTEPIAAUPAVOUEVIS TG
Babporoyiag Evepydmtoag tg Neavikng ApBpitidac (JADAS) -71, otovg aobeveig mov Adppavov
TOGTMEOVUAUTN Y10 TPDTY POPE Kot SoTp1oe OAES TIG TOPAUETPOVG SIEPEVVITIKNG
OTOTELECUATIKOTNTOG 6TOVG 060eveic Tov peTéPnoay amd v evooeAéPia otny vTodopLa Depoameia
ka0’ OAn ™ didpKela TG SOKIUNG Yo aoBeveig kal oTig 000 OpddEG cOUATIKOL Bdpovs (Katm twv 30
kg kon > 30 kg).

Ynmodopia ypron
Aaobeveic ue moivapbpixn NIA

Khivixn ororeleauotixomro.

Mo, TOAVKEVTPIKT SOKIUN OVOIKTNG EMIGTLOVONG, Y10 TN POPUOKOKIVITIKI-(OPLOUKOOVVOLLKT KO Y10
NV 0oQAAEL, dLapkelag 52 efdopddmv Tov dieENyon o modiaTpikovs aobeveig pe Tolvaphpukn
NIA, nuxiog 1 ¢ 17 e1adv yia tov kabopiopd g KatdAANANG vITodopLag 06oNg TG
TOGIAMLOVUAUTNG, TETVYXE CLYKPIGILO TTPOPIA PAPUOKOKIVIITIKNG/ POPUOKOSVVOUIKNG KOl 0C(QOAEING OE
OUYKPLOT UE TO EVOOPAEPLO Oy LLaL.

Ot acBeveic Tov kpibnkav katdAiniot Erapav tostMlovudunn e 06T avAA0YT TOL COUATIKOD TOVG
Bapovg. Ot acBeveic pe Bapog >30 kg (n = 25) éhaPav 66om 162 mg toctmlovpdunn kide 2
efodoudoeg (Q2W) ko o1 acBeveig pe Papog kdtm tv 30 kg (n = 27) éhapav 66on 162 mg
toctMlovpdunn kabe 3 efdouddeg (Q3W) yo 52 gfdopddes. Amod toug ev AMdyw 52 acbeveic, 37

(71 %) éaPav Bepancia yio TpmdTN Popa kar 15 (29 %) Aappavay evéoAiéPia Oepomeio kot dAlacav
o€ Vodopla Bepameia katd v Evapén.

Ta oynuoto ™ veoddpiag yopnynong tostmlovudunn tov 162 mg Q3W yia acOeveic pe fépog Katm
tov 30 kg kot Tov 162 mg Q2W ywa acBeveig e Bapog > 30 kg avtiotoya mapéyovv
(QOPLOKOKIVITIKN £KOE0T Kl QUPUAKOSVVOUIKES OTOKPIGELS VIO TNV VIOGTNHPIEN OTOTEAEGUATOV
OTTOTELECUOATIKOTITOG KOl ACQAAELNG, TOPOUOLMV LLE EKELVOL TTOV EMLTEVYONKOV HECH TMOV
EYKEKPIUEVOV GYNUATOV TNG TocMEovUaunNg evooeAEPLon Yo acBeveic e moAvapOpikn NIA.

ZOpe®Va e To O1EPELVNTIKY OTOTEAEGLLOTO. OMOTEAECLLOTIKOTITOS, TO DTOOOPLO TOGIALOV AT
Beltimoe 1 duapeon Babporoyia Evepyotnrag g Neavikng ApOpitdag (JADAS)-71 otovg acBeveic
7oL AdpPovay ToctALov AT Yo TPAOTN Popd Kot dtatrpnoe ) dbpeon JADAS-71 otovg acbeveic
oV peTEPNoaV amd TV vOoPAEPla oty vtodopla Bepameia ko’ OAN T didpKeLo TNG SOKIUNG Yol
acBeveig kat oTig 600 opddeg cwpatikod Bapovg (katw Tov 30 kg kot > 30 kg).

Ymodopia ypnon
Acobeveig ue I'KA

KMvikr) armotedespotikdnta

H Aoxipun WA28119 ftav pio Tuoyoomotmpévn, TOAVKEVTPIKT, OUTAG TOPAT EAEYYOUEVT] LE EIKOVIKO
pdppoko dokiun avotepdtrac edong 111, n oroia Tpaypatonombnke yio voa a&lodoyndei n
OTOTEAEGLATIKOTNTO KO 1] CQAAELD TNG TOCIMEOVUAUTNG 0 aGOEVELS [LE YIYOVTOKVTTOPIKT
aptnpitda.

Awoxocior mevivta évag (251) aoBeveic pe mpwtogu@aviCopevn 1 vVITOTPOTLALOVCA YIYOVTOKVTTOPIKT
aptnpitida evrdydnkav Kot copmepleAedncav g £va and Ta téooepa okéAn Oepaneiog. H doxuun
amoTELOVVTOV O TVPAOTOMUEVT TEPiodo ddpketag 52 efdouddwy (Mépog 1), n omoia
axolovOnOnke amd pia Tepiodo avolktig emonuavong odpketog 104 efoopddav (Mépog 2). O
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oKomOG TOV MEpoug 2 ftay va TEPLYPUQEL 1 LOKPOYPOVIL AGPAAELD KO 1) OLUTNPTOT| TNG
OMOTEAEGLATIKOTNTOG LETd amd 52 efdopdoeg Bepaneiag pe toctlovudunn, vo dtepguvndel to
TOGOGTO TMV LIOTPOTMV Kal 1 avaykn yio Oepomeio mépa amod Tig 52 efSOUAdES, KOl VO TPOKOYOUV
OEJOUEVE OVOPOPIKE [E TNV TOOVY LOKPOTPOOEGT ETIOPUCT] TOV POPLOKEVTIKOD TPOTOVTOG OTN|
LElOT TV GTEPOEIODV.

Suykpidnkav dHo vroddpieg d0celg Tostovpduang (162 mg kabe efdopdda ko 162 mg kabe
o0 TEPT EPOOUAON) LE VO SLUPOPETIKEG OLADES EAEYYOV EIKOVIKOD QOPLAKOL TUYALOTOUEVEC GE

avoroyio 2:1:1:1.

Ohot o1 acbeveig EraPav Bepameia vTofadpov pe yAviokoptucoedn (tpedvilovn). APeOTEPES oL
opadec mov EloPav Oepaneio pe ToctMlovudumn Kot pio amod TG opadec mov ElaPe Bepaneio pe
EIKOVIKO PApLaKo akoiovOncav Eva TpokaBoptoUévo oo oTadloknG Pelmong TG Tpedvilovg
dudpkelag 26 efdouddmyv, evm 1 dedTePN opada Tov Elafe Bepomeio pe 1KOVIKO PAPUOKO
axolovOnce éva mpokabopiouévo oYU 6TAdL0KNG Heimong T Tpedvilovnc dudpkelag 52
ePdouddmv, To 0moio Eiye oYESNOTEL DOTE VO GUVADEL TEPIGGOTEPO LIE TNV KOOIEPMUEVT TPOKTIKT).

H dubprela g Oepameiog pe YALKOKOPTIKOEDN KOTA T Aoy Kot TPy TV Evapén g
ToGIMEOLUAUTNG (1] TOV EKOVIKOD apuUdikov) NTav Tapdpola 6€ OAeC T1G 4 opddeg Oepoameiog (BA.

[Mivaka 3).

Hivaxag 3. Aidpkeia s Gspameiog pe yA0KOKOPTIKOELION KOTA T OIGPKELD, THS OLaL0YHS ath Aokiun

WA28119
Ewkoviko Ewkoviko Tooumlovpapmrn Toowmlovpdpmn
Qappoko +26 Qoapproko +52 162 mg YA ka0¢g 162 mg YA ka0¢
efoonadeg efoopdoeg epfoopada + 26 ogvTepN gfoopdoa
OTUOLUKIG OTUOLUKIG efoopdoeg +26 gfoopdosg
peioong peioong OTUOLOKNG OTUOLUKNG
npeoviLovng npeoviovng peioong peioong
n =50 n=51 TPEOVILOVIG npeovVILOVNG
n =100 n=49
Ardpkero (Mpépeg)
Méoog (SD) 35,7 (11.5) 36,3 (12,5) 35,6 (13,2) 37,4 (14,4)
Aldpecog 42,0 41,0 41,0 42,0
Min - Max 6-63 12-82 1-87 9-87

YA = vodopia

Ikovomomfnike To KOPLO KOTAANKTIKO OMUEID OMOTEAEGUATIKOTITAG, TO 0010 eKTIUNONKE Bdoel Tov
TOGOGTOV TOV 0GHEVOV TOL TETLYE TAPATETAUEVT] VPEST YOPIG AT GTEPOEODY KOTA TNV ERSoUAd
52 pe tooctlovpdunn ovv 26 gfOopadeg oTadloKd LEIOOUEVIC TPEOVILOVIIG CUYKPITIK( LE EIKOVIKO
Qappako ouv 26 gfdouddeg otadiakd perovpuevng tpedvilovng (IMivaxog 4).

IkavomomBnke, enionc, 1o KOPLO OEVTEPEVOV KOTAANKTIKO ONUEID OMOTEAEGHATIKOTNTOC, TO OTTOT0
Baciotnke emiong 610 TOCOGTO TV GHEVMOY TOL TETVYE TAPATETAUEVT] VOEST KaTd TNV fdopdada 52,
oMoV cvyKpinkKe 1 TosTAMoVUAUT GLV 26 £BOOUAdES CTOIOKA LEIOVUEVNG TTPEOVILOVIG  UE TO
€IKOVIKO Qdppoako ocvv 52 gfdouddec otadtaxd petovpevng tpedvilovng (Ilivakag 4).

Hopoatnpndnie oTATIGTIKG GNUAVTIKY 0VOTEPT] ENLOpOoT TG Bepameiag vIEP TG TOSTAMLOVUAUTNG
€VOVTL TOV EIKOVIKOD QOPUAKOL OTNV ENMITELEN TOPATETAUEVTG DPECTG YWPIG XPTOT] OTEPOEODY KOTA
mv gfdopdda 52 pe toctMlovpdunr ovv 26 BOopAdec oTASIUKA PLELOVUEVIC TPEGVILOVIG CLYKPITIKE
LLE TO EIKOVIKO APUOKO GUV 26 eBd0UAdEg oTAdIOKA LEIOVUEVNS TPESVILOVIG KO LLE TO EIKOVIKO
Qappako ouv 52 gfdopddeg oTadiokd LeOVUEVNS TPedVILOVIC.

To m0c06T6 TV 060evdY TOL TETVYE TAPATETAUEVT) DOEST KaTd TNV gfdopdda 52, Tapovoialetal

otov Ilivoka 4.
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AevTepebovTo. KOTOANKTIKG, onUELo;

H extipmon tov xpovov £0¢ TV TP®TH VTOTPOTN TNG YIYUVTOKVLTTOPIKNG apTrpitidag £de1ée
ONUAVTIKA UIKPOTEPO KIVOLVO VTOTPOTNG Y10 TV OUdda TG EfdopadIaiag LITOSOPLIG YOPYNONS
TOGTMEOV AU GUYKPITIKG LE TIG OLLADES TOL EIKOVIKOD QUPUAKOD GLV 26 £BO0UAdEG OTOSIOKA
UELOVUEVTG TTPEGVILOVIG KO TOL EIKOVIKOD (UPLAKOD GVV 52 £BOOUAdEG OTOIUKA LELODUEVNG
pedvilovne Kot Yo TNV opdda Tov vItodoplov ToctAovudunn Kaoe devtepn efdopdoa cuYKPLTIKA
LLE TO EIKOVIKO QApLoKo cvv 26 gfdopddec oTadiakd Lelovuevng Tpedviiovng (0Tav cuyKpiveTal o
eninedo onpovtikdmtog 0,01). H gfdopadiaio vrodopia 6o g tostmiovpdaunng £6eié&e emiong
KAMVIKG ONUAVTIKT PElmoT 6ToV KIVOUVO DTOTPOTTAV GLYKPLTIKG LLE TO EIKOVIKO PAPLOKO UV 26

gPoopadeg otadlakd pelodpevne tpedvilovng o acBeveic mov eloNABay 6T peAétn pe

VIOTPOTIALOVGO YIYOVTOKVTTAPIKT opTnpiTida, Kabmg kot o autovg pe véa Evapén vocov (Ilivaxog

4).

ABpoiotikn 000N YAVKOKOPTIKOELOWDY

H aBporotikn 660m mpedvildvne oty efdoudda 52 NTov ONUOVTIKG KPOTEPT OTIC SV0 SOCOAOYIKES
OLLAdEC TNG TOGTMEOVUAUTNG CLYKPLTIKA LE TG 000 ouddeg Tov ikovikov papudiov (ITivakag 4). Xe
pia Eeymplot) avaivon Tov acbevdv mov Edafav Bepancio didcmaong pe Tpedvilovn yia v
OVTILETATION TNG VTOTPOTNG TNG YIYOVTOKLTTOPIKNG apTNPITIONG Katd T1 SIUPKELD TV TPATOV 52
efdouddwv, n abpototikn 660 Tpedvilovng motkide onuavtikd. Ot didpeces 600eLg Yo Tovg acbeveig
wov éhafav Oepameia S1dcmONC 6T OUAdES TG ToctMoVUauUTNG Kae efdopdda kot kKibe devTePn
efdoudoa nrav 3.129,75 mg ko 3.847 mg, ovtictoro. AUEOTEPES NTAV CTLLOVTIKY YOUUNAOTEPEC OE
oY£0M LE TIG OUAOEG TOV EIKOVIKOD PUPHUAKOL GE GUVIVUGHO HE GTASHK PLELOVUEVT TTPEOVILOVT Y10l
26 gPdopadeg kar 52 gfdopades, 4.023,5 mg ko 5.389,5 mg avrictorya.

Hivaxag 4. Armoteléouoro. amotedeouarikotnras amo w Aowxyun WA28119

Ewcoviké
Pappaxo +
26
ePfoopdoeg
OTUOLOKNG
peioong
npedvILovNg

n=>50

Ewoviko
QPappaKo +
52
epfoopdoeg
OTUOLOKIG
peioong
npedvilovng

n=51

Tooulovpdp
7 162 mg
YA ké0¢
epoopdoa +
26 efoopaodeg
OTUOLOKNG
peioong
npedviiovng

n =100

Tooualoopdp
7 162 mg YA
KaG0g devtepn
gfoopdoa +
26 ¢poopdocg
OTUOLOKIG
peioong
npedvILovng

n=49

Kvpro katoinktiké onpeio

**F*TTapatetopévn 0peon (opddeg TOGIMEOVUAUTT EVOVTL EIKOVIKOD Qappakoy +26)

AvtanokpBévreg otnv ERdopdda 52, n (%)

7 (14%)

9 (17,6%)

56 (56%)

26 (53,1%)

Mn TpoGaprOCUEVT SL0POPE GTA TOGOGTA
(99,5% AE)

N/A

N/A

429%*
(18,00, 66,00)

39,06%*
(12,46, 65,66)

Kvpro dgvtepedov KaTolnKTIKé onpeio

Hapatetapévn voeon (opddes TOGIMEOVUAUT EVOVTL EIKOVIKOD QOPIAKOL +52)

AvtonokpiBévteg otnv EBdopdada 52, n (%)

7 (14%)

9 (17,6%)

56 (56%)

26 (53,1%)

Mn mtpoGaproGHEVT d10popd GTA TOGOGTA
(99,5% AE)

N/A

N/A

38,35%*
(17,89, 58,81)

35,419%6**
(10,41, 60,41)
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Ewkoviké Ewoviké |Toocuilovpdp| Tocrmlovpap
@pappaxko + | @appoko +| 7 162 mg |an 162 mg YA
26 52 YA kd0s | ka0g deOTepn
ePfoopdocg | epoopdoeg | efoopdda + | epoopada +
OTUOWKNG | 6TAdLOKNG |26 efdopndoes| 26 efoopnadeg
peioong peioong OTUOLOKNG OTUOLOKIG
npeoviLovng |mpedvilovng| peimong peioong
n=50 n=51 npeovilovng | mpedvilovng
n =100 n =49
Al 0EVTEPEVOVTA KOTOANKTIKG onpeio
Xpovog £mg v TpdT vrotporh) FKA! (oudéeé N/A N/A 0,23* 0,28**
TOGIAMEOVUAUTT EVOVTL ELKOVIKOV POPUAKOV+26) (0,11, 0,46) | (0,12, 0,66)
HR (99% AE)
Xpovog émg v mpdtn vrotpon KA ! (opddeg N/A N/A 0,39** 0,48
[OGTMEOVUAUTN EVOVTL EIKOVIKOD Papurakov +52) (0,18,0,82) | (0,20,1,16)
HR (99% AE) R T
Xpovog £m¢ v TpdTn vtotpon) KA !
(Ymotpomidlovteg acheveis: opdoeg N/A N/A 0,23%+* 0,42
romhgovudum] £vavTl €1IKOVIKOD apudiov +26) (0,09, 0,61) (0,14, 1,28)
HR (99% AE)
Xpovog £wg MV Tpdtn vrotporh KA ! N/A N/A 0,36 0,67
(Ynorgomqgovrsg aoBeveic: opaoeg (0,13, 1,00) | (0,21, 2,10)
TOGIACOVUAUTT £VOVTL EIKOVIKOV QapUakov + 52)
HR (99% AE) e e
Xpovog £wg mv Tpdn vrotporh KA ' (AcHeveig N/A N/A 0,25 0,20
véog Evapéng: opadeg Ioctktémudwm EvavTt (0,09, 0,70) | (0,05, 0,76)
gwovikov pappaxov +26) HR (99% AE)
Xpdvog éwg v mpdn vrotpont) TKA ! (AcBeveig N/A N/A 0,44 0,35
véag évapéng: opddeg TOSTMEOVUAUT vavTt (0,24,1,32) | (0,09, 1,42)
gikovikov gappakov + 52) HR (99% AE)
ABpoisTikf ddom YAvKoKopTIKOEW®V (MQ)
dibpeon oy EPdopdda 52 (opddeg 3.296,00 N/A 1.862,00* 1.862,00*
too1l1{ovu ',umyZ £VOVTL EIKOVIKOD
Pappdiov +26°) ) N/A 3.817,50 | 1.862,00% | 1.862,00*
Sidpeon oty EPdoudda 52 (opddeg tociizumab
£vavTL EIKOVIKOD Qappdkov +522)
AlepevvnTIKG KOTOANKTIKG onpeio
Etiio10 1060616 votpondv, ERdopado 528
Mécog 6pog (SD) 1,74 1,30 0,41 0,67
(2,18) (1,84) (0,78) (1,10)

* p<0,0001

** p<0,005 (6p10 GNUOVTIKOTNTOG VIO KOPLOVG KoL KOPLOVG SEVTEPEVOVTESG EAEYYOVG OVATEPOTNTOG)

***[Ieprypaewn Tyun p <0,005

XX Yrotponn|: enavepdvion onpeiov 1 coprtopdtov KA kot /1 ESR > 30 mm / h - Avénon g anattodpevng 66omg

mpedviovng
"Ypeon: amovcio vrotpomnrg kot oparonoinen g CRP

Hopatetapévn veeon: Veeon and v efdopdada 12 Emg v efdopdda 52. Ot acbeveig Tpémet va tpodv v
npokabopiopévn Pacel TpOTOKOALOV GTOdIOKT HelwoT TG d6on Tpedvilovng

1
2

8 Sev &ye mpaypotonomel otatioTiky avéivon
N/A= Aev gpappdleton

HR = Adyog kvddvov

AE = Avdotpo epmictochivig

YA = vmodopra
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ArnoteAéouozo woiotnroc (wng

> Aok WA28119, ta amoteléopato 6to pmtnuatordyo SF-36 dtaxpivoviay 611 GUVOTTIKY
Babupoloyio TG COUATIKAG CLVIGTOOCNG KOl GTI GLVORTIKY BafloAoyio TNG VONTIKNG GCLVIGTOGOS
(PCS kot MCS, avrtictoya). H péon petaforn ot PCS and v apyikr| extipnon émg tnv efdopndda
52 ATav vynAotepn (deiyvovtag peyorvtepn Pertioon) oTig 00G0A0YIKEG ORAOES TS TOGIAL OV UAUTNG
K60e efdopdda kot kdbe devtepn gfdopada [4,10, 2,76, avtictoryn] o€ oYEomn LE TIC SVO OUADES TOV
EIKOVIKOD QOPLAKOV [E1KOVIKO PApLaKo vV 26 efdouddeg: -0,28, elkovikd gappoKo cuv 52
efdoudoec: -1,49], av kot pévo 1 GOyKplon avdueoo oty opdda g tostalovudumng kabes efdoudda
ovv 26 gfdouddec oTadaKd LELOVUEVNG TPEGVILOVIG KOL TV OUAA0 TOL EIKOVIKOD QUPUAKOV GLV 52
efdopadeg otadiokd perovpevng tpedvitovne (5,59, 99 % AE: 8,6, 10,32) £de1&e otatiotikd
onuovtikn dtapopd (p = 0,0024). T ™ MCS, n péon petaforn and v apykn ektipnon otnv
ePoopada 52 oe apeOTEPES TIC OUAOES TNG TocMEoLUAUTNG KAOe efdopdda Kot KaOe devtepn
efdoudoa [7,28, 6,12, avtictoyya] ftav vYnAdTEPT] GE GYECT] LE TNV OUAON TOV EIKOVIKOD QOPUAKOV
ovv ouv 52 gfdopddeg otadiokd petovpuevng Tpedviiovng [2,84] (av kat ot Slpopég dev NTav
oTATIOTIKA onuavTikég [P = 0,0252 yio kaBe efoopdda, p = 0,1468 yio kaOe devtepm efdouddn]) kot
TOPOUOLO, UE TO EIKOVIKO PApIaKo oLV 26 gfdouddeg otadiokd peiovpevng npedvifovne [6,67].

H yevikn extipnon tov asBevoig yia v evepydtnta TG vOsov a&loloyndnkKe 6€ OTTIKY AvaAOYIKN
KAipaka (VAS) 0 - 100 mm. H péon petaPorn ot yeviky VAS 1ov ac0evoig amd v apyikn
extipumon oty gfdopdda 52 frav yaunAidtepn (deiyvoviag peyardtepn Pertioon) oTic S0GOAOYIKES
opnadeg g tostmiovpdunng kabe efdoudda kot kabe devtepn efoopada [-19,0, -25,3, avtictorya] o€
oY£0M LE TIG dV0 OUAOES TOL EIKOVIKOD POPUAKOV [EIKOVIKO PApLoKO cLV 26 gBdopddes -3,4, eukovikd
@appoako ouv 52 gfdopddeg -7,2], av kol povo 1 opdda tng toctovpaunng kabe devtepn gfdopdada
ouvv 26 gfdouddeg oTad10Kd PLEOVUEVNC TPEOVILOVIG £OEIEE GTATIOTIKA GTILOVTIKT Ol1POPE G
GUYKPLOT HE TO EIKOVIKO QAPLOKO [EIKOVIKO @ApLaKo vV 26 gB00AdEC OTASIOKNG Lelmong

p = 0,0059, kot stkovikd eapuako ovv 52 gfdouddec otadiakng peimong, p = 0,0081].

O1 BaBpodoyieg tov epmtnuoatoroyiov FACIT-Fatigue yio ) petafoin and v apyikn ektiunon oty
efdoudoa 52 vmoroyiotnray yio dAec Tig opddes. Ot uéoec [SD] petaPoréc ot Pabuoroyia giyay mg
e&ng: tostmlovpapnn kabe efdopada ovv 26 gfdopnddeg 5,61 [10,115], tootmlovpdpnn kdbe devtepn
efdoudoa cuv 26 efdoudoeg 1,81 [8,836], etkovikd pdpuarko cvv 26 gfdopndadeg 0,26 [10,702], ko
EIKOVIKO Pdapuako cvv 52 gfdouddeg -1,63 [6,753].

H petafoln otig Pabporoyieg tov epotnuatoroyiov EQSD amd tv apyikn ektipnon oty gfdoudda
52 frrav yuoo v toctiilovpdunn kabe gfdoudda ovv 26 gfdouddeg 0,10 [0,198], yio v
toctMlovpaunn kabe devtepn efdoudda cuv 26 gfdouddeg 0,05 [0,215], yio To 1KOVIKO QAPUAKO
ovv 26 gBdopadec 0,07 [0,293], ko yio. TO €1KOVIKO @appako cvv 52 fdopddeg -0,02 [0,159].

O peyolutepeg Pabupoloyiec onuatodotovy Pertioon oe aupotepa to epotuatoroyin FACIT-
Fatigue kon EQ5D.

EvdopAéBra ypnon
AcBeveic ue PA

Khivixn ororeleauotixomyro.

H amoteleopatikdomta T T06IMIOVUAUTTNG GTNV 0VOKOVPIOT] TOV CGTUEIDV KOl TOV GCUUTTOUATOV
g pevpotoedong apbpitidog (PA) a&lodoynOnke oe TEVTE TUYAOTONUEVES, SITAL TVPALGS,
TOAVKEVTPIKEG peAétec. XTig Aokiuég -V ovppeteiyov acBeveic nlikiog >18 etmv, e evepyod
pevpatogldn apbpitida (PA), n omoia dtoyvdCTNKE COUEOVA LIE TA KPLTHPLO TOV AUEPIKOVIKOD
KoAeyiov Pevpatoroyiag (ACR) kot o1 omoiot elyov TOLAGYIGTOV OKT® gvaicOnTeg Kot 1
S10YK®UEVEG apBPDGELG KOTA TNV OpYIKT EKTIUNGT.

¥ Aokiun I, n toctovpdunn yoprnyeito evéoeiefing kabe técoepic efdopddEg oG povobepameia.
Y1ig Aoxypég I, I kan V, 1 tostmlovpdunn yopnyeito evdooprefimg kabe téooepig fdounddeg oe
ovvdvacud pe MTX évavtt eicovikod gappdkov kot MTX. Ztn Aokun IV, 1 toctmlovpdunn
xopnyeito evooprePimg kabe 4 efdouddeg e cuvdvacuod pe dAlo DMARD évavtt icovikon

68



eapudkov kot dAiov DMARD. To k0p1o kataAnktikd onpeio kobepiog ek TV TEve LEAETMOV NTAV
TO TOC0GTO TV acBevdv mov TETVYaV avtandkpion ACR 20 oty efdopndda 24.

> Aokiun I a&roroynbnkav 673 acbeveig, o1 omoiot dev eiyav AaPet Oeponeio pe MTX katd to
SAGTNHA TOV £EL UNVAV TPV 0td TIV TLYOLOTTOINGT Kot 01 0Toiol dev elyav S10KOYEL TPONYOOLEV
ayoyn pe MTX ¢ amotéAes o KAVIKG OTILOVTIKOV TOEIKOV EMOPAGE®V 1 EAAEIYNC OVTATOKPIONG,
H mieroymoia (67 %) tov acBevav dev gixe Adfel moté MTX.- Xopnyovvtav docelg 8 mg/kg
toctMlovpdumn kabe téocepig efdouadec wg povobepameio. H opdda cuykpiong Adupave
efdouadiaing MTX (trthomoinon g d6ong omd 7,5 £wg 20 mg 10 péyioto efdopadioing yio tepiodo
oKT® EfSOUAdS®V).

> Aokiun 11, pio d1eth doKIUN LE TPOYPUUUOTIGUEVES AVOADGELS oTNV ERdoudda 24, Tnv efdoudda
52 ko v gfdopada 104, a&oroynniav 1.196 acbeveic pe avemapkn KAVIKY ovTamOKPLon 6T
MTX. Xopnynonkav d6ceig 4 1 8 mg/kg Toc1AMLOVUAUTN 1) EIKOVIKOV @apuUdikov Kabe TEcoepig
efdoudoeg mg Tvpromonpévn Bepameio yio 52 gfdopadec og cuvdvacud pe otabepn ayoyn ue MTX
(10 mg £¢m¢ 25 mg ava gfdoudda). Metd amo v efdopdda 52, 6Lot o1 acbeveic pmopodoay va
MaPovv Bepameio avoktng emonpavong pe tootiilovpudpnn 8 mg/kg. Amod tovg acheveic mov
0AOKAMPOGCAVY T1) 0KIUN, Ol 070101 aPyIKA TVYaOTOONKAY G glkoViKd eapuako + MTX, 86 %
é\oPe avorktng emtonpavong tootlovpaunn 8 mg/kg katd to £tog 2. To KOp1o KaTOANKTIKO onpeio
otV gfdopdda 24 rav To T0cocTo TV achevdv Tov TETvyay aviandkpion ACR 20. Katd tnv
efdopdda 52 kot v efdoudda 104 ta cuyKvPLe KOTOANKTIKA onpeio ftay 1 TpodANyM s PAAPNS
TOV 0pOpdcEDVY Kol 1) PEATIOON TS PVOIKNC AELTOVPYIKOTNTOC.

> Aokiun 1T a&oroynnkav 623 acBeveic,o1 omoiol elyav avemapk] KAVIKN avTamTOKPIoT 01N
MTX. Kdbe técoepig efdopnadec yopnyovviay 86celg tociAiovpaunne 4 1 8 mg/kg 1 eikovikov
papudrov og cuvovacud pe otabepn aywyn pe MTX (10 mg g 25 mg ava efdopdada).

2 Aokiun IV a&roroyndnkav 1.220 acBeveig, ot omoiot giyav avemapkr KAMVIKH ovTandkpion oTnv
VOIOTAUEVT] PEVUATOAOYIKT TOVG Bepameia, 1 omoio tepddupave Eva 1 tepiocotepo. DMARD. Kdbe
téooepig foopnades yopnyovvray 66celg ToctAlovpdaunns 8 mg/kg 1M ewovikov eapudKov oe
ouvovaoud pe otabepn aywyn pe DMARD.

¥ Aok V a&oroynOnkay 499 acbeveic, ol omoiot giyav avemapkn KAVIKY avTamoOkpion M
eppdvicav un avoyn oe pia 1 mepiocdtepeg Oepamneieg pe avrayoviorég TNF. H Bepaneio pe
avtoyoviotéc TNF daxomnke tpv amd v toyaronoinor. Kabe téooepig foopddeg xopnyodvtay
d0ce1g Tostmovpdunne 4 1 8 mg/kg 1 €Kovikod apUAKOD GE GLVOVAGUO LE oTOOEPT AYOYT| LE
MTX (10 mg £wg 25 mg avd efdopada).

Kiwvikn avrarokpion

Ye 0Aeg TIc doKEG, ot acbeveic, ol omoiol Eafav 8 mg/kg TocIMLOVUAUTN EPPAVIGAV CTUTIOTIKA
OMNUAVTIKA LYNAOTEPO Toc0oTA avTomokpiong ACR 20, 50, 70 otovg 6 unveg o cuYKpLoN UE TV
opndoda eréyyov (Ilivakag 5). Xt Aoxyun I, katadeiydnke n avotepdtro T ToSIAL OV UAUTNG

8 mg/kg &vavtt Tov dpacTIKoD PUPUAKOL GVYKPLoNG, Ths MTX.

H enidpaon g Oepaneiog rav mapduola 6tovg acbeveic aveaptnta amd TV KATASTAGT TOV
PEVUATOELOVC TOPdyovTa, TV NAKiQ, TO VA0, TN VAT, TOV aplOud TV Tponyoduevemy Oepameidv 1
v katdotoot g vosov. O xpdvog Emg TNy Evapén e ELPAVIONG TG AVTATOKPIOTG NTAV GUVTOLOG
(MO amd Vv gfdopada 2) kot o péyedog TG avTamoOKPIoTg GUVEYLGE VO PEATIOVETOL KOTA TN
duapkela g Oepameiag. XvveylOUEVEC SIOPKEILS AVTATOKPIGELC Y10 TEPLOTOTEPQ. 0d 3 £
TopaTnPNONKAY 6TIG avoryTig emonpavong Aokipég enéktaong -V

Ye aoBeveic, o1 omoiol Edafav Oepoameio pe Tootalovpdaunn 8 mg/kg, onuavtikég BeAtinoelg
onuetmdnKov oe OAEG TIC UTOUIKEG CLVIGTMOGES TNG avtamokpiong ACR cuurneptlapfoavopévev tov
e&ng: ap1Bpog evaicntov kot dSoykopuévev apbpmcemv, Yevikn ektipnon actevoig kot 1otpo?,
BoBporoyia otov delktn avamnpiog, ektipnon tov tévov koar CRP cuykpitikd pe tovg acbeveic, ot
omoiot Elafav ewkovikd eappako cuv MTX 1 dAha DMARD oce dAdec peréteg.
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Ot aoBeveic otig Aoxipég I -V eiyov péon Pabporoyio evepydtnrog g vocov (DAS28) 6,5-6,8 katd
TNV ApYIKN EKTIUNON. ZNUavTIKT pelwon amd v apyikni extipunon ot Padporoyio DAS28 (néon
Bedtioon) 3,1-3,4 mapatnpndnke oe acbeveic mov ELaPay TOGTMOVUAUTT GUYKPITIKE LLE TOVG
acBeveic Tov eAéyyov (1,3-2,1). To 060010 TV AcHevOV OV TETVYE KAWVIKT VPECT oTNV KA{poKA
DAS28 (DAS28 < 2,6) fjtav onuovIikd VYnAGTEPO 6ToVG acbeveic mov Adupavay tootlovpdmn
(28-34 %) cvykprtikd pe 1-12 % 1ov acbevav g opddog eAéyyov otig 24 efdouddec. Xtn Aokiun
IL, 10 65 % twv acbevav métuye Pabporoyia otnv Khipoka DAS28 < 2,6 tnv efdopdda 104
oLYKPLTIKG e 10 48 % otig 52 gfdopadec kat 1o 33 % tov acbevav oty efdoudda 24.

Y pio ovykevIpaTiKn aviivor tov Aokipov I, I kot IV, 10 Tocootd TV acbevav Tov nétuye
avtomokpion ACR 20, 50 kot 70 Hrav onpovikd vynidtepo (59 % évavt 50 %, 37 % évavti 27 %,
18 % évavtt 11 % avtictoyyo) otnv opdda mov EAaPe toctlovpdunn 8 mg/kg cuv DMARD évavtt
g opddag mov laPe toctulovpaunn 4 mg/kg cuov DMARD (p<0,03). Avtictotya, T0 T0G0GTO TMV
acBevav mov TETVYE VPeon oty KAlpaka DAS28 (DAS28 < 2,6) fitav onuavtikd vymidtepo (31 %
évavtt 16 % avrtictolya) otovg acbeveig mov Elafe tootlovpdunn 8mg/kg cuv DMARD ceg oyéon
ue Tovg acbeveic mov élafe tostiilovpdaunn 4 mg/kg cuv DMARD (p<0,0001).

Hivaxag 5. Avramoxpioeic ACR oe edeyyousves doxiués ue erkoviko pipuaxo / MTX / DMARD (%

000evarv)
Aoxpn I Aoxyn 11 Aoxy 11T Aoxypn IV Aoy V
AMBITION LITHE OPTION TOWARD RADIATE
epdo TCZ MTX TCZ PBO+ TCZ PBO+ TCZ PBO + TCzZ PBO +
puado | 8 mg/kg 8 mg/kg MTX | 8 mg/kg MTX 8 mg/kg | DMARD | 8 mg/kg MTX
+ MTX + MTX + + MTX
DMARD
n= = n= = n= n= n= = n= =
286 284 398 393 205 204 803 413 170 158
ACR 20
24 70 %*** | 52% | 56 %** 27 % 59 %** 26 % 61 %*** 24% 50 %** 10 %
* * *
52 56 %** 25%
*
ACR 50
24 44 %** | 33% | 32 %** 10 % 44 %** 11% 38 9p*** 9% 29 %** 4%
* * *
52 36 %** 10 %
*
ACR 70
24 28 %** | 15% | 13 %** 2% 22 %** 2% 21 %*** 3% 12 %** 1%
* *
52 20 %** 4%
*
TCZ - Toaililovudunn
MTX - MeBotpelorn
PBO - E1xoviko gdppoxo
DMARD - Tpomomomtiko g vOoov avIipeoUoTiKo QopuoKo
faled -p< 0,01, TCZ évavtt PBO + MTX/DMARD
Fhk - p<0,0001, TCZ évavrt PBO + MTX/DMARD

2NUOVTIKN KALVIKT] QVTOmOKPLoN
Metd and 2 ¢t Bepaneiog pe tostmlovpdunn cvv MTX, 10 14 % t0v acbevdv TéTuXE GNUOVTIKY
KAV avtomdkpion (cuvenipnon tng avtamokpiong ACR70 yio 24 efdouddeg 1 TEPIGGOTEPO).

Axuvoypopixn aviamdkpion

¥ Aokiun 11, oe aoBeveig pe avenapkn avranokpion ot MTX, 1 avactodn g dopukng PAGPNS tov
apBpdoEDV EXTIUNONKE AKTIVOYPAPUKH KOl EKPPACTIKE MG LETAPOAT GTIV TPOTOTOUEVT] GUVOAIKT
Babuoroyia katd Sharp Kot 6TIC EXUEPOVS TAPAUETPOVS VTG, ONA. TN Pabuoroyic Tov StaPpdoewny
Kol TG 6TEVOONC TOv pesapBpiov dtuothipatos. H avacstodn g dopukng PAAPNG Tov apbpmdcemv
KoTAdElYONKE LE ONUOVTIKG HEIUEVT] aKTIVOYpaIKh e£€MEN oTovg acbeveic mov EAafav
tootmlovpdunn o cuykplon pe v opdda eréyyov (ITivakog 6).

70



2NV oVOIKTNG Mo avong enéktact g Aokyung I, i avacstoAn g eEEMENC TG dopuknic BAEPNC
TV apbpdoewnv ce acbeveic, ol omoiol EAafav aymyn pe tostulovpdunn kot MTX datnpnbnke oto
devtepo €tog g Bepaneioc. H péon petafolrn amd v apyikn extipnon oty efdoudda 104 ot
ovvolikn Babuoroyio katd Sharp-Genant fTay GNUAVTIKA LELOWUEVT Yio TOVG acbeveic Tov
ToyoomomOnkay o€ toctailovpdunn 8 mg/kg cuv MTX (p<0,0001) cuykpitikd pe tovg acbeveic, ot
0moio1l TVYooTOONKAY GE EKOVIKO Pappoko cuv MTX.

ITivaxag 6. Axtivoypopikés uéoeg ustafoléc oc oidotnua 52 gfidoucdwv otn Aoxyun Il

PBO + MTX TCZ 8 mg/kg + MTX
(+ TCZ om6 v efdopddn 24) N =398
N =393

YvvoAtkn Pabuoroyio 1,13 0,29*
katd Sharp-Genant
Babporoyia dwappmcemv 0,71 0,17*
BaOporoyia otéveong 0,42 0.12**
pecsopbpiov dootnUATOg

PBO - E1xkoviko gdpuoxo

MTX - MeBotpelorn

TCZ - Tooiilovudunn

JSN - Ztévaon peoaplpiov d10otiuatog

* -p<0,0001, TCZ évavtt PBO + MTX

*x - p< 0,005, TCZ évavn PBO + MTX

Metd and 1 €1o¢ Oepaneiog pe tostmlovpaunn cvv MTX, 10 85 % tov acbevav (n = 348) dev
enOavioe eEEMEN TG doptkng PAGPNS Tov apBpdcewv, OTmg opiletatl amd T UNdeviKn LETAPOAN 1
LKpOTEPT 6TN GVVOMKY BabpoAoyia katd Sharp, cuykpitikd pe 10 67 % acbevav mov Elafe gikovikd
eappaxo cvv MTX (n = 290) (p < 0.001). Avtd mapaueve otadepd petd and 2 étn Bepomeiog (83 %,
n =353). To evevivta tpia eni T01G exatd (93 %, N = 271) twv aclevav dev eppdvice e&EMEN netaly
g gfdopadag 52 ko tng efoopddog 104.

Amoteléouara oysti{Ouevo ue v vyeio kor Ty oiotnTe. (wHS

Ot acBeveig, ot omoiot Erafav TosTMOVUANUTT avEQEPOY BEATIOOT GE OAN TO OTOTEAECLLATO, TTOV
avapéptnkav and acbeveic (Epwmuatordylo ektiunong vyeiog tov deiktn avannpiog - HAQ-DI),
epoTNUOTOAdY10 Short Form-36 kot ep@tnuotoldylo Aerovpyikig ektiunong g Oepameiog ypdviog
vooov. [apatnpndnkav oTaTIoTIKG onpavTiKég PEATIOoELG oTIC Pabpoioyieg Tov EpOTNUATOAOYIOV
HAQ-DI o€ acbeveic, ol omoiot Adpfavay Oepaneio e TOGTMIOVUAUTN GLYKPITIKE [LE TOVS 0oBeveic,
ot oroiot AauPavoy Bepomeio pe DMARD. Kotd ) didpkeio g meptdd0v avoIKTNG EMGTIUAVONG TNG
Aoxyng I, n fertimon g puoikng Aettovpykdtntag dtatnpndnke yia éog kot 2 £tn. Katd v
efdopada 52, n péon petaforn otov deiktn HAQ-DI fitav -0,58 oty opdda toctmlovuaunn 8 mg/kg
ovv MTX cvuykpitika pe -0,39 oty opdda etkovikod eapudikov cov MTX. H péon petafoin otov
deiktn HAQ-DI drotnprnke oty efdoudda 104 otnv oudoa tostmlovudumn 8 mg/kg cuv MTX(-
0,61).

Erineda oupoopaipivyc

YTOTIOTIKA ONUOVTIKEG PEATIOOELS OTA EMITEDA TNG AUOCPALPIVIG TapaTnpOnKay e
toctMfovpaunn cvykprtikd pe oo DMARD (p< 0,0001) oty efdopdda 24. Ta péca enineda
atpoo@atpivng avénonkoy éoc v efdoudoa 2 Kot TapEUEVOY EVTOS TOV PUGIOA0YIKOD EXPOVE TIUDV
¢wg Vv gfdouddo 24.

Tootmlovpdunn_évavr adoMUOVUOUTNG o€ ovvOiKkec rovobepomreiog

H Aok VI (WA19924), pia dumdd TopAn dokiun 24 efdouddwmv, | omoia GuvEKpIve
povobBepamneio pe Tootlovpdunn pe ) povobepamneio pe adoipovpdumnn, a&tordynoe 326 acbeveig
ue pevpatosldn apbpitda (PA), ot omoiot dev rav avlektikoi otn MTX 1 6TOVG OTOiOLG 1 GLVEYIOT
¢ Oepaneiog pe MTX BewpnOnke akatdAAnin (cuumeprrappovopévey ekeivav, ol omoiot
avtorokpiOnkav averapkdg ot MTX). Ot acBeveig 6t0 oKELOG TG ToGTMEoV AT G Ao
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evooAEPLa Eyyvon toctalovpaunn (8 mg/kg) kébe 4 efdoudadec (q4w) kot vVToddpLa Eveon
EIKOVIKOD Qapudikov kdbe 2 efoopddes (q2w). Ot aobeveic 6T0 GKEAOG TNG AOUALOVUAUTNG EAaPOV
pio vrodopla Eveon adaipovudunn (40 mg) kébe 2 efdopddeg (q2w) ovv evdoAEfia Eyyvon
EIKOVIKOD QoppaKov kdbe 4 efoopddeg (q4w).

ZTOTIOTIKA OMLOVTIKY avAOTEPT] BepamenTikn enidpacn mopatnpOnke viép TG T0GIMIOVUAUTNG
EVOVTL TNG AOCALLOVUAUTNG G TTPOG TOV EAEYYO TNG EVEPYOTNTAG TNG VOGOV OO TNV OPYIKN EKTIUNOT
£m¢ TV efdoudoa 24 yio. To KOPLo KaTaANKTiKd onueio tng petafoing oty khipoka DAS28 kot yio
oAa To, devTEPELOVTO KortaAnkTikd onueia (IMivaxag 7).

Iivaxog 7:  Amoteléouota amotedeouotikotnrag yio t Aok V1 (WA19924)

ADA + Ewoviké TCZ + Ewkoviko
oappoxo (ED) oappoxo (YA)
n=162 n=163 Ty p®
Kopro katainktiké onpeio — Méon peraforn amd tnv apyikn ektipnon oty efoopdda 24
DAS28 (mpocopurocuévog -1,8 -3,3

pEcog 6pog)

Aopl 6TOV TPOGAUPLOGUEVO -1,5(-1,8,-1,1) <0.0001
péco 6po (95% AE)

AgVTEPEVOVTU KOTUANKTIKA onpueia — [10606T6 0.60evdY OV avTamokpiOnkay oTtnv
Epdopada 24®

DAS28 < 2,6, n (%) 17 (10,5) 65 (39,9) <0.0001
DAS28 < 3,2, n (%) 32 (19,8) 84 (51,5) <0.0001
Avtanoxpion ACR20, n (%) 80 (49,4) 106 (65,0) 0,0038
Avtomoxpion ACRS0, n (%) 45 (27,8) 77 (47,2) 0,0002
Avtoamoxpion ACR70, n (%) 29 (17,9) 53 (32,5) 0,0023

& Huun p elval Ipocoproouev yLo. Ty TEPIoyn Kol T OLGPKELL THS PEVUATOELO0VS apbpitidag (PA), yio 6da ta kotalnictid,
ONUELQ, KOl ETITAEOV YIO. TNV TIUN AVAPOPAS YIa. OAO TO, GOVEYH KATOAKTIKG OHUELQ.
B TINa o edamhy dedouéva ypnoyomoujOnke o vmoloyiouds twv un avramokpifévrwy. Eleyyog moliamAdtyrag fdoet e
diadikaoiag Bonferroni-Holm
E® = gvdoprépia
YA = vodopia
ADA = adalimumab
TCZ = toctmlovpdpumn
To cuvolikd TPoPIL KAVIKGOV avemBOLNTOV GUUPAVTOV TOV TOPOLOL0 OVAUESH GTN
TostMfovpaunn Kot TNV adaAtpovpdunr). To Tocootd TV acbevav pe cofapd avemBounta
cupupdavra frav 1ookeMoUEVO avapesa oTig opddeg Bepaneiog (tostalovpapnn 11,7% évavtt
adaipovpdpumng 9,9%). Ot tomot v avemBOHUNTOV AVIIOPACEMY GTO PAPUOKO GTO GKEAOG TNG
TOGIMEOVUAUTNG TOV GUVETEIG LE TO YVAOOTO TPOPIA AGPAAELNG TNG TOGIAMIOVUAUTNG KO
AVETBOUNTESG AVTIOPACELS GTO PAPUAKO OVOPEPONKAY GE TAPALOLO GLUYVOTITO GUYKPLTIKG LLE TOV
[Mivaxa 1. YynAdtepn enintmorn AOUMOEEMY KOl TAPACSITOCEDY OvVaQEPONKE 6TO GKEAOG TNG
toctMovpaunng (48% évavtl 42 %), yopic dtapopd oty EXITTOOT TV GOPapdV AOUDEEDY
(3.1 %). Apeotepec o1 vmd dokiun Bepameieg TpokdAiesay to 1010 TPATLTO CALUYDV GTIS
EPYOOTNPLOKES TAPUUETPOVS OICPAAELNG (LEIDGELS GTOVS 0PLOUOVG TV OVIETEPOPIAMVY KOl TOV
aponetaAiov, avénoeic oto eninedo twv ALT, AST kot oto Amidia). Qoto6c0, To uéyebog g
OALOYNG KOt 1) GUYVOTNTA TOV CNUOVTIKOV LT PUGLOAOYIKOV TILAV NTAV DYNAOTEPA [IE TNV
ToGIMLOLUAUTN GE GUYKPLoN He TNV adaipovudunn. Téooepig (2,5%) acbeveic 6To 6KEAOG TG
toctMlovpdumng kot dvo (1,2%) acbeveic 610 okéENOG TG AOAAUOVUAUTING ELPAVICAV UELDGEIC GTOV
apBud twv ovdetepoPimv 3°° 1 4% Babuov katd CTC. Evteka (6,8%) acbeveig 6T0 0KELOG TNG
tootMfovpaumng ko mévte (3,1%) acbeveic 6T0 okéELOG TG AOAAUOVUAUTNG ELPAVIGAV AVENCELS
otV ALT 2° 1 vynAdtepov Pabuov katd CTC. H péon avénon otnv LDL and v apyikn ektipnon
frav 0,64 mmol/L (25 mg/dL) yia tovg acbeveic oto okélog g toctmlovpdunng kot 0,19 mmol/L (7
mg/dL) yia Tovg acBeveic 610 oKéA0g TG adaipovudunng. H acepdieia, 1 onoio topatnpndnke cto
oK€N0G TNG TOCIMEOVUAUTNG TOV GUVETNG LE TO YVAOGTO TPOPIA AGPALELNS TNG TOCIMIOVULAUTNG KoL
dgv mapatnpnonkay véeg 1 un avapevoueveg avemBounteg avtidpdoetg (BA. Ilivaxa 1).
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52 ®uppoKOKIVITIKES IOLOTTES

H poppokokivntikny g tootMovpudumng xopaxtnpileTol amd un YpoUUIKT GIoUaKpOVeT, 1) OTolo
elvar cuvovaouds Ypapkng kdBaponc kot amoudikpovvong Michaelis-Menten. To un ypoappukd pépog
NG OTORAKPLVONG TNG TOGIMIOVUAUTNG 00N Yel e avénon oty £kBeom mov givat TePlocOTEPO Ao
avaAOYIKY TPOG TN d60M. O1 POPUAKOKIVITIKEG TAPAUETPOL TG TOSIMEOVUAUTNG dgv aALALoVV LE TO
1POVo. Adym g e€apTnomg TG OMKNG KAOapoNg amd TIg GLYKEVIPOGELS TNG TOCIMEOVUAUTNG GTOV
0p0d, n nuion g Tooctmlovpaunng e€aptdrot enione omd Tr GLYKEVIPOGOT Kot TOIKIAAEL aVAAOYQ LE
7O EMIMESO CLYKEVTP®ANG 0p0D. O1 PAPUAKOKIVITIKEG avOAVGEL TANBVG OV 68 GAOVG TOVG
mAnBvuouovg acBevmv mov £yovv peketndel péypt oTiyung SV VITOSEIKVHOVV GYECT] AVAESH OTY|
QoavoueEVN KAOoPoN Kot TNV TOPOVGIN OVTICOUATMV KATO TOV QUPUAKOL.

EvdopAéPra ypnon
AacBeveic ue PA

Ot apHOKOKIVNTIKEG 1O10TNTEG TNG TOGIMEOVUAUTNG TPOGOLOPIGTIKAY YPTCILOTOIDOVTOG
QOPUOKOKIVITIKY avdAvcT Tov TANBVGHOU og Bdon dedopévmy 3.552 acbevdv e pevpatoston
apBpitida (PA), ot omoiot Adppavov Bepancio pe £yyvon didpkelag piog dpog 4 1 8 mg/kg
toctMfovpaunn ke 4 efdouades yro tepiodo 24 efdouddwv 1 pe 162 mg tostM{ovpdumn
YOPMYOVLEVO LTTOSOPIMG gite pia opd TV efdopdda gite Kabe devTepn EBdoUGd Yo 24 eBSOUAdES.

O1 ax6lovBeg mapdpetpot (mpoPremduevos pécog 6pog £ SD) extyumbnkoy yio tn d6om Twv 8 mg/kg
ToctMEovpauTn, 1 omoia yopryouvtay kdle 4 eBdopnddeg: meployn KAT® and v Koumoin (AUC)
otabepng katdotaong = 38.000 £ 13.000 h x ug/mL, kotdtarn cvykévipmon (Cmin) = 15,9 £ 13,1
ug/mL kot péyiom ovykévipoon (Cmax) = 182 + 50,4 ug/mL kot o1 Adyor GUYKEVTPMONG YO TIG
AUC ka1 Cmax ftav pkpot, 1,32 kot 1,09, avtictorya. O Adyog cusodpevong oy VYNAGTEPOS Yo
v Cmin (2,49) yeyovog mov avoapevotay BAGEL TG CLVEICPOPAG TNG UN-YPALUKNS KaBopong o€
YOUNAOTEPEG cLYKEVTPDGELG. H otabepn katdotoomn enetevydn LETA amd TV TPMTN JOPNYNOT Y10, TN
Cmax ko petd omd 8 kot 20 gfdopadeg ya tig AUC ko Cmin avtictotya. Ot AUC, Cmin Kot Crax TG
ToctMEovpdumng avéRdnKay e v adbENOT TOV COUATIKOD BApovg. e copatkd Bdpog >100 kg, n
npoPrendpuevn péon (£ SD) AUC, Cin k0t Cmax TG ToGIAMLOVUAUTNG 6€ oTabEPT) KOTAGTOOT HTOV
50.000 + 16.800 pg x h/mL, 24,4 £ 17,5 pg/mL, ko1 226 + 50,3 pug/mL, avtictouyo, TIHES, Ol OTOiEC
Nrav vynidtepeg and Tig péoeg TIHEG EkBeong yio Tov mAnbuoud acBevaov (dniadn yio 6ia to
cOUATIKA Bdpn) Tov avaeépnkay tapordve. H kapmdin 66onc-avtandkpiong yio v
toctMlovpudunr EORAADVETAL GE VYNAOTEPT £KOEGT], 00NYDVTAG G LUKPOTEPO OPEAN
OTOTELECLATIKOTNTOG Y10 KAOE GTAdI0KT AOENCT OTN GLYKEVIP®ONTNG TOGIMIOVUAUTNG, OE TETOL0
Babuod mov KAVIKG OTUOVTIKEG AVENGELS TNG AMOTEAEGUATIKOTNTAG OV KaTadelyOnkay oe acbeveic
7ov éhafav ayoyn pue >800 mg toctmlovudunn. Etouévmg, dev cuviotdvTot S0GEICTNG
ToctMEovpaunNG, ot omoieg vepPaivouy ta 800 mg avd £yyvon (BA. Tapdypagpo 4.2).

Kozovoun

210ov6 aoBevelg pe pevpatoedn apbpitida, o KevIpKOC 0YKOG KaTavounc ntav 3,72 L, o mepipepikog
oyKog katovoung ntav 3,35 L, pe anotéhespa 0 6yKog KATavOUng o€ otafepomomuévn KatdotaoT vo
givan 7,07 L.

Amofoin

Metd amd v evOoQAEPLa YOp1YNoT, 1 TOSIALOV AT OTOUOKPVVETAL 0TO TV KUKAOQOpia o€ dV0
eaocels. H olikn kaBapon ¢ toctalovudunng e£optdton amd Tr GLYKEVIPWOOT Kol OMOTEAEL TO
GOpotopa TNG YPOLMKAG Kot TNG Un-ypappukng kabapong. H ypappikn kadBapon extipundnke g
TOPAUETPOC GTOV TANOVOUO POPUAKOKIVITIKNG ovdlvong kot tav 9,5 mL/h. H e&aptdpevn amd
GLYKEVTPMOT UN-YPOLLUKT KaBapon dtadpapatilel onuavtikd poAo 6TIC YOUNAEC GUYKEVIPMGELS TNG
toctMlovpdumnc. Metd tov Kopeoud TG 0500 TG UN-yPapkng kGBaponc, oe vynAdtepeg
oLYKEVTPMGELS TostMlovuaun, n kdbapon tpocsdiopiletar Kupiwg amd ™ Ypoppukn kdbapon.
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O ypdvoc ti2 TG TooMEOVUAUTNG e€QPTATAL OO TN CLYKEVIPWON. X€ GTAOEPOTONUEVT-KATAGTACT),
uetd omd ™ yoprynon 06ong 8 mg/kg kabe 4 efoopades, N SPASTIKN ti/2 LELDONKE LE UELOVUEVES
GLYKEVTPMGELS POPUAKOV GTO HECOOAGTNIO TV d0cE®V, oo 18 o€ 6 nuépec.

I poypirotyro.

Ol QoPUOKOKIVITIKEG TOPAUETPOL TNG TOSIMEOVUAUTNG deV GALaEay pEe TNV TéPodo Tov Ypdvou.
Hapatnpnnke adEnon otig AUC kot Crin LEYOADTEPT] OO QLT TOL AVOAOYEL GTY dOOM Y1a TIC
docelg 4 kot 8 mg/kg ke 4 efdouddec. H Cmax avENONKe avaroyikd g Tpog T d6on. e
otabepomomuévn kotdotaot, ot tpoPremoueveg AUC kot Crin fTov Katd 3,2 kot 30 popég
VYNAOTEPEG OTIC dOoELg TV 8 mg/kg cuykprtucd pe Ta 4 mg/kg, avtictoyya.

Ymoddpia yprion
Aaobeveic ue PA

Ot QopHOKOKIVNTIKEG 1O10TNTEG TNG TOGIMEOVUAURNG TPOGOLOPISTIKAY LLE TN XPNOT
(QOPLOKOKIVITIKNG avilvong mAnbucpov o faon dedopévev 3.552 aclevdv pe peuOTOEdN
apBpitida (PA), ot omoiot AdpPovayv 162 mg vrodoping kabe efooudda, 162 mg vwodopimg KaOe
devtepn efdopdda, kol 1 4 | 8 mg/kg evéoerefing kabe 4 efoopadeg yia mepiodo 24 efdouadmv.

Ot QOpHOKOKIVNTIKEG TOPAUETPOL TNG TOGIMEOoVUAUTNG dev AAAaEav Le TNV Tapodo Tov ypovov. [a
™ 8601 TV 162 mg kabe efdopdda, n TpoPrendpevn péon (£ SD) AUC  epsonasag, Crmin Kot Crmax
otafepng katdotacng g tostmiovpudumng frav 7.970 £ 3432 pg x h/mL, 43,0 £ 19,8 pg/mL xoi
49,8 £ 21,0 pg/mL, avtictorya. Ot Adyor cuscmpevong twv AUC, Chin, kot Cmax MTav 6,32, 6,30 ko
5,27, avtiototryo. H otabepn katdotaon enetedydn petd ond 12 gfdopdoeg yia ti¢ AUC, Chin, KoL
Cmax-

It 8601 v 162 mg kabe devtepn efdopdda, n wpoPfrenduevn péon (= SD) AUCaepsopases, Cmin Kot
Cmax otabepnc kordotoong ¢ tociAilovudunne frav 3.430 + 2.660 pg x h/mL, 5,7 £ 6,8 ug/mL
ko 13,2 + 8,8 pg/mL, avtiotoya. Ot Adyor cvsodpevong twv AUC, Cpin, Kot Cnax fTav 2,67, 6,02
kot 2,12, avtiotorya. H otabepn kotdotaon enetedydn petd omd 12 efoopddeg yia 1ig AUC woit Crin,
Kol petd amd 10 efdopddec ot Cax.

Amroppopnon

Metd and v voddpla d6on o€ acbeveig e pevpotoedn apbpitda (PA), 1 tmax TOL aviioToLXEl 6TO
YPOVO LEYIOTOV GLYKEVTIPMGE®V ToctM{ovudunn otov opd Ntav 2,8 nuépes. H frodiabesipotnto tov
OKELAGOTOG LTOdAPLAG YopNyNong Nrav 79 %.

Amofoin

IMa v voddpLoL Yoprynor, 0 eEaPTMUEVOS OO T1 GLYKEVIPWOGCT QUIVOUEVOG t1/2 eivan £m¢ ko 13
nuépes Yo ta. 162 mg xdBe gfdopddo Kot 5 nuépeg yio ta 162 mg kdbe devtepn fdopnddn oe
acBeveic pe pevporoedn apbpitda (PA) oe otabepn katdoToom.

Ymodbpia yprion
Aaobeveig ue ovotnuatiky NIA

H @appokokivntiki g toctMlovudunng o acbeveic e cuoTnUATIKY vEaviKT 1tomadr apBpitida
YOPUKTNPIGTNKE OO POPUAKOKIVNTIKY avaAveT TAnBucpod mov mepeddpPave 140 acBeveig mov
éhoPav Bepameio pe 8 mg / kg evdéoprePing kabe 2 efdonddeg (aobeveic fapovg> 30 kg), 12 mg / kg
evoopAePing kabe 2 gfdouadec (acbeveic Papovg katm tav 30 kg), 162 mg vwodoping kabe
efdoudoa (acbeveic Pdpovg > 30 kg), 162 mg vrodopimg kabe 10 nuépec M ke 2 gfdopuadeg
(acBeveic Bapovg kKatm Tov 30 kg).

Yrapyovv meploptouéva dStabéotua Sed0UEVO GYETIKG, e TIC EKOEGEIC LETA amd VITOdOPLL YOPNYTION
g TocIM{OLVUAUTNG o€ acbevelg e cuaTnUaTIK VEaViKT] Wdtomadn apBpitida Katw TV 2 €TOV U
ocopoTKd Bapog pkpotepo and 10 kg.

O1 acBeveic pe ovotnuatikny NIA npénet va £xovv eAdyioto couatiko fapoc 10 kg katd ™ Anymn g
toctMlovpdumng vrodoping (BA. Tapdypago 4.2).
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Iivokog 8. Ilpoflemduevog uéoog opog + SD aric PK mopaustpovs oe arabept) katdotoon Ueta omwo
VITOOOPI0, d0G0L0YI0. o€ ATOEVEIS e ovoTHUaTIKY VEaVIKN 101070.0n opBpitido.

®K Mopdapstpor 162 mg QW > 30 kg 162 mg Q2W kéatm ané 30 kg
Tocimiovpdumn

Chuéyoro (MQ/ML) 99.8 +46.2 134 + 58.6

Ceoriporo (MO/ML) 79.2+35.6 65.9+31.3

Cuton wuy (HQ/ML) 91.3+404 101 +43.2
Yvoompevot| Cugpowo 3.66 1.88
Yvo6mpevor| Caraypioro 4.39 3.21
2v660peVo™ Cusonmpq N 4.28 2.27

AUC*

*

=1 gfdonada N 2 efdopddes yio To. 500 vTOIopIa GYNATA
Metd v vodopua xoprynon, tepinov 1o 90 % tng otabepnc katdotaong enetedydn uéypt v 121
gBoopada kat yio ta 000 oynpate 162 mg QW kot Q2W.

Amoppopnon

Metd v vToddpia Yop1yNon o€ acHEVEIS e GLOTNLATIKY VEOVIKY] WO10madn apBpitida, o ypdvog
nuicelag (ong amoppodenong NTav tepitov 2 nuépeg Kot 1 frodabeciudtnTa Yo 10 vTodOPLo
oKevOoHo o€ acheveic e cuoTNUATIKN vEavikT Wlomadn apBpitida ntav 95 %.

Karavoun
Ye modlatpikovg acbeveic Le cuGTNUATIKT VEAVIKT] 1010t00N apBpiTida, 0 KEVIPIKOS OYKOG KUTOVOUNG

frav 1,87 L, o meproepetaxog 6ykog katovoung ntov 2,14 L pe amotéAespio 0YKo KOTOVOUNG G
otafepn katdotaon 4,01 L.

Amofoin

H ovvoiikn kédBapomn ¢ tostMlovpdunng eEaptdTat amd T GVYKEVIPMOT) Kol Eival To AOPOIGHLA TG
YPOULIKNG KABapoNg Kal Tng N YPoUUkng kdBapone. H ypappkn kédBapon vroroyiotnke g
TOPAUETPOC GTN POPLOKOKIVNTIKY avdAvon tinbucpov kot ftav 5,7 mL / h og maidiatpikong
000EVEIC LE CLGTNUATIKY VEAVIKT 101001 apBpitida. Metd Tnv vVTOdOpPL YOPT YoM, O
OTTOTELECLATIKOG YpOVOG Nuicelag (ong i 2 Tng ToSIMIOVUAUTNG G€ AGOEVELG Le GLGTILOTIKY
veavikn 1toradn apbpitida sivan Emg kot 14 nuépeg yia ta oynpata 162 mg QW kot Q2W katd
dlapkela evOg O100THHOTOG 00GOAGYNONG GE 0TAOEPT KOTAGTAOT).

Ynoddpia ypnon
AaBeveic ue rolvopbBpikn NIA

H ¢poppokokivntikn g tostmlovudunng oe acbeveic pe molvapdpikn veavikn dtomadn apbpitida
YOPOKTNPIOTNKE OO POPUAKOKIVNTIKY ovéAvon TAnBucpov tov tepiehdpupave 237 acbeveic mov
éhaPav Bepomeio ue 8 mg / kg evéoprefing kabe 4 efdoudoeg (acbeveic Bapovg > 30 kg), 10 mg / kg
evoopAePing kabe 4 gfdounadec (acbeveic pe Papog katm tov 30 kg), 162 mg vrodopimg kabe 2
efdoudodeg (aobeveig apouvg > 30 kg) 1 162 mg vrodopimg kabe 3 efdouddeg (aobevei pe fapog
Kkdto tov 30 kg).

Hivaxacg 9. Tlpofienduevos uécog opog £ SD onigc @K mopouétpovs ae otalbept kotdotaon Uetd, amo
TOIOpIO. doooloyia o€ aobeveis ue moivapOpiky veovikn 1d10wady aplpitido

Ymodopra yopiynon
®K Mopapstpog 162 mg Q2W > 30 kg 162 mg Q3W kdatm tov 30
ToctMmiovpdumy kg
Cuuéyowo (MQ/ML) 29.4 +135 75.5+24.1
Ceasporo (MO/ML) 11.8+7.08 184+129
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Ymooopra yopiiynon
@®K Tlapaperpog 162 mg Q2W > 30 kg 162 mg Q3W karo tov 30
ToouMiovpapnn kg
Crugon i (MQ/ML) 21.7+10.4 455+19.38
Yvo6mpevor| Cugyioro 1.72 1.32
Zvoodpevon Cagporo 3.58 2.08
Yvo6®pevor| Cugonuuy 1 AUC: * 2.04 1.46

*

T =2 gfdopnddeg M 3 efdopdadeg Yo Ta HVO VILOSOPLO. GYNLLOTA.

Metd and evoopAéPio yoprynom, to 90 % tng otabepnc kKatdotaong eodver péxpt tnv 12" efdopdda
v to 10 mg / kg (copatikd Bapoc < 30 kg) kot v 16" efoopdda yio t do6on tov 8 mg / kg
(copatikd Bapoc > 30 kg). Metd v voddpia £yyvon, tepintov 10 90 % g otabepng Katdotaong
emetevyOn péxpt v 121 efdoudda kot yio o dHo oynuate twv 162 mg vrwodoping Q2W kot Q3W.

Amoppopnon

Metd v voddpia xprion oe acbeveic e ToAvapHpIKN veavikn Wonadn apbpitida, o xpdvog
nuong amoppdenong nTov mepimov 2 nuéPes Kat 1 froditafectdTnTa Yo To VTOSOPI0 CKELAGO, GE
acBeveic pe moivappuciy NIA frav 96 %.

Karavoun
Ye madlatpikovg acbeveic e molvapOpikn veavikn womadn apbpitida , 0 KEVIPIKOG OYKOG

katoavoung ntav 1,97 L, o mepipepetokdg dykog kotavoune ntav 2,03 L, pe anotéhespa 6YKo
Katavoung oe otabepn katdotaon 4,0 L.

Amoudxpovon
H @appokokivntiki avédivorn tinbucpob yio acheveic pe molvapOpikn veavikn 1dtoradr| apdpitida

éoe1&e emidpaon oyeTlOpEV LE TO COUATIKO HEYEBOg 6T Ypaptkn KaBapor, £T61 dote va Anedel
vdéym M docoroyia mov PBasileror 6to cwpatikd Papog (PA. ITivaxa 9).

Metd v vTOdOPLY YOPNYNOT, O ATOTEAEGUOTIKOS Y POVOG Npicelog LG ty 2 TG TOSUMEOV UGG O
acBeveig pe molvapBpikr) NIA givon puéypt 10 nuépeg yio acbeveic <30 kg (162 mg vodoping Q3W)
Kot £0¢ 7 nuépeg Yo acbeveic> = 30 kg (162 mg vrodoping Q2W) katd tn d1dpKeLd, S0GOA0YIKOD
LG TAATOG 6 aTafepT| KATAGTACT). META 0md evOOPAEPLa YopnyNoT|, 1 TOGIMIOVUAUTT LPIGTOTOL
SUPUGIKY aTOUdKpLVGT amd TV KukAopopia. H cuvoiikn kdBapor tng tostiilovpdunng e&aptdtot
oo TN GLYKEVTPMOT) KOl Evol To ABPOICHA TG YPOLLUKNG KAl ) YPOUUIKNAS KaBaponc. H ypappuxn
KGOapon VTOAOYIGTNKE OC TAPAUETPOS GTNV PAPUOKOKIVITIKY aviivor TAnfucpod kot fov 6,25
mL / h. H e€aptopevn and T cvykévipmon un ypapukn kdBapon mailel onpoviikd poro oTig
YOUNAEG oLYKEVTPDOGELS TostMEovpauny). Otav 1 un Ypoppikn 060¢ kaBapong eivol Kopeouévn, o
VYNAOTEPEG GLYKEVTPDGELG TOGIAMLOVUAUTN, 1| KdOapon Tpocdiopiletar KupimS UE TN YPOUUIKT
Kk&Oapon.

Y7modopio yprion
AcBeveic ue I'KA

O pappakokivnTikég 110t teg (PK) ¢ T1061AMLoVHdunnC 6€ aoBEVEIS LE YIYOVTOKVTTAPIKT
aptnpitida TPocsdlopicTNKAY LE TN YPNON HOVTEAOV QUPLOKOKIVNTIKNAG TANBLGLOV amd TV avaAvo
Baong dedopévav 149 acBevav pe yryavtokuttapikn aptnpitida, ol omoiot EAafav 162 mg vrodopimg
kd0e efdopdda 1 162 mg vwodoping kabe devtepn efdopdda. To poviélo mov avortoydnke giye v
010 dopn UE TO LOVTEAD QOPLOKOKIVITIKNG TANBVuG oD TTov giye avamtuydel molodtepa fdost
dedopévav amd acbeveig pe pevpartoeldn apbpitida (BA. Tlivaka 10).
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IHivoaxog 10. Ilpoflemduevog uécog opog + SD aric @K mopaustpovs oe arabept) katdotoon Ueta omwo
™mv vwodopia yopnynon oty I’ KA

Ynodoopro
Tooumlovpdpnn @K nopapstpor | 162 mg kaOe devtepn efdopddo| 162 mg kaOe efoopdoa
Cugyiorm (Hg/mML) 19,3+128 73+30/4
Ctrough (Hg/mL) 11,1+10,3 68,1+ 29,5
Cuuton (Hg/mL) 16,2+118 71,3+30,1
>v560pevon Cugnom 2,18 8,88
Zvocdpevon Cirough 5,61 9,59
>voompevon Cuson 1 AUC* 2,81 10,91

*  1=2 ¢Pdoudadeg N 1 efdopdda yio ta 300 LILOSOPLO GYH AT

To mpoeik oTabepng KaTAGTAONG LETA 0Td TN dOGM TNG ToctMiovudumng Kabe efdopdda nTov oxedov
eMinedo, e TOAD LKPEC SIKVUAVOEIS HETOED TOV KATMOTATMV KOl TOV HEYIGTOV TIL®V, EVA LINPEAV
ONUOVTIKEG SOKVUAVGELC Y1, T 6001 TG ToctAlovpaunng kébe devtepn efdopada. Ilepimov 90 %
g otafepnc katdotaong (AUC,) enetedydn katd v efdoudda 14 otnv opdda g do0o1g kabe
devTepT efdopdda kot katd TNV gfdopdada 17 otny opdda trng 66ong kabe efdoudda.

Bdoet tov 1p€yovtog YopaKTNPIGHOD TN PUPLOKOKIVITIKNG, CTIUELDOVOVTOL VYNAOTEPES EAAYIOTEG
OLYKEVTPMGELS 6TabepT|g KaTdoTaong Katd 50 % tng toctlovpdunng g avtd Tov TAnbuoud
AVOPOPIKA UE TIG LECEG GUYKEVTPMGELS EVOC LEYAAOV GUVOLOV dESOUEVOV OO TOV TANBVGUO TG
PEVUATOEDOVC apbpitidag. AvTég ol dlapopég opeilovial o Ayveot ottic. Ot QUPUOKOKIVITTIKEG
SLPOPES dEV GLVOOEVOVTOL ATTO CNUAVTIKEG OLOPOPES OTIG POPLUKOSVVOAIKEG TOPAUETPOVG KO
EMOPEVMG 1 KAMVIKN onpacio Tovg glval dyvoot.

Ye aoBeveic pe KA, mapatnpnnke vynhotepn éxbeon o acbeveic pe yopniotepo copotikd Pépog.
I 1o docoroykd oynpa 162 mg kéOe efdopada, n Cavg ot0Bepng katdotaons rav 51 % vymiotepn
o€ acbeveig e copatikd Papoc pkpdtepo and 60 kg e cuykpion pe acbeveic mov {uyilovv peta&y
60 ko 100 kg. I'a to oynpa 162 mg kéOe devtepn efodopdda, 1 Cavg 0T00EpT|g KATAGTOONG TV

129 % vymAdtepn o€ acbeveig pe copatikd fapog pkpotepo omd 60 kg oe chyKkpion pe acbeveig
Bapovg peta&v 60 kar 100 kg. Yrapyovv mepropiopéva dedopéva, yo acbeveic dvo tov 100 kg
(n=7).

Amoppopnon

Metd and v vToddpila 060N o€ achevelg Le yryavtokvTTapIKn aptnpitda, N ty, aroppdenong frov
nepinov 4 nuépec. H Brodiafeciptdotnta 100 0KELAGHOTOG VToddplag yopnynong ntav 0,8. Ot didpeceg
TWEG TG Tmax MTav 3 Nuépec petd omd v efdopadiaio 0661 TG TooIMIOVUAUTNG Kot 4,5 NUEPES
HETd amd TN d0om ¢ TostAllovudumng kdbe devtepn efdopdda.

Karavoun
Xe ao0eveig e YIyavToKLTTOPIKN apTNPiTdn, 0 KEVIPIKOC 0YKOG katavoung ntav 4,09 L, o

TEPLPEPIKOG OYKOG Katavoung ftav 3,37 L, pue amotélecua 0 0YKOG KaTavoung oe otafepn Katdotaon
vo gtvar 7,46 L.
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Amofoln

H olwn kaBapon e tostlovpudumng frav eEapTdUEVT] amd Tr GLYKEVIPMOOT KOl OTOTEAEL TO
GOpotopa TNG YPOLUKAG Kot TNG Un-ypappukng kabapong. H ypappkn kaBapor a&loroyndnke g
TOPAUETPOC 0T PAPUOKOKIVITIKT avaivon tinbucpod katl ftov ion pe 6,7 mL/h e acbeveic e
YLYOVTOKVTTAPIKY apTNPiTIOaL.

Y& ao0eveic [E YIYOVTOKVTTOPIKN apTNpitida, 6 oTafepn KATAGTAON, 1) OTOTEAECUATIKN ty, TNG
toctMlovpudunng Kopovotay petosd 18,3 kot 18,9 nuepdv yuo o gfdopadiaio oyfua tov 162 mg,
Ko petald 4,2 kot 7,9 nuepdv yia to oynua tov 162 mg avd 6vo efdopddec. Xe vyniég
GLYKEVTPMGELS GTOV 0po, 6Tav 1 oMk kaBapon g Toctlovpdaunng kabopiletor omd T YPOpUIK)
k@Bapon, N aroterecpatiKn t 1 TV TEPimOv 32 NUEPDOV TPOEKLTTE OO EKTIUNCELG TOV

TANOLG UKDV TUPAUETPDV.

Ewducoi mAinBuopoi

Negppixn ovalertovpyio.

Agv &xet dre&oyOel Kapio emionun SOKIUN GYETIKA LLE TNV EMLOPACT] TNG VEPPIKNG SVGAELTOVPYING OTN
(QOPUOKOKIYNTIKT TNG ToctMiovpdumng. Ot mepiocdtepol acheveic TG PUPUOKOKIVITIKAG OVAALGNC
TOV SOKIUMV TNG PEVUATOED0VE 0pBpiTIdNg KOl TNG YIYOVTOKVTTAPIKNG 0pTNPITIONG LYV QUGIOAOYIKN
veQPPIKN Aettovpyia | Nma veepikn dvsAettovpyia. H Nmia veppikn dvcAeitovpyio (EKTILOUEVT
k@Bapon kpeotvivng Pdoet Tov Tomov Cockceroft-Gault) dev emnpéace T EOPUAKOKIVITIKN TNG
TOGIMEOVUAUTNG.

[epimov to éva tpito TV acbevav otn dokiun g I'KA eiye nma veppikn dvciertovpyio Katd tnv
apyIKn ektipnon (ektipdpevn kadBapon kpeatviving 30-59 mL/min). Aev mapatnprOnke enidpoon
oV ékbeomn oty toctMlovudunn o€ avTovg ToVg acheveic.

Agv amaiteitonl Tpononoinon g 80ong o acbevelg e Ao 1 HETPLO VEPPIKT SOVGAEITOLPYICL.

Hrotikn dvoleirovpyio
Agv €xet deEayBel kopia emionpn SOKIUN CYETIKA [LE TNV EMOPAOT] TNG NTATIKNG SUGAELITOVPYIAG OTN
(QOPUOKOKIVITIKT TNG TOGIALOVUAUTNG.

Hlixia, pblo ko eBvikotnta

DoppokokivnTikég avaAdoelg TAnBuc ol oe acbeveic pe pevpotoedn apbpitida (PA) ko
yiyovtokvttaptkn aptnpitdo (IKA) £dei&av 6t n nhikia, To OAO Kot 1) €BvikdTNTO. OV EMNPENCAY TN
(POPUOKOKIVITIKT TNG TOGIAMLOVUAUTNC.

Amoteréopata PK avdivong mAnbucpov yio toug acbeveig pe cuotnpatiki NIA kot moAvapBpikn
NIA emPepainoav 6t T0 péyebog cmpatog ival n uodvn petafint mov €xel a&loonueimtn enidopoon
ot K ¢ toctmlovpdunng cupmeptAaavouévng e amopudkpuVenG Kot TG amoppoenong €161
®ote 1 docoroyia mov Paciletal oto Pdpog cmpatog va tpémel va Aappdavetar vedyv (PA. Iivaxeg 8
Ko 9).

5.3 IMpoxiivikd dedopéva Yo TNV a6QaAEL0

Ta un-Khvid 0ed0UEVa 0OPALELNG OEV OTOKOADTTOVV 10101TEPO KIVOLVO Y1 TOVG avOpdTovg pe Baon
SLUPOTIKEG OOKLLES Y10l T PUPLOKOAOYIKT AGQAAELD, TNV TOEIKOTNTA TOV ETAVAAALUPAVOLEVOV
300EmV, TN YOVOTOEIKOTNTA, TV OVOTOPAY®YIKT TOEWKOTNTA KoL TV AVATTUEY.

Agv mpaypotonomOnkoy dokipég kapkivoyéveons kafag ta [gG1l povokiovikd aviicodpoata dev
Bewpeitar OTL Exovv eyyev dSuVATOTNTO KOPKIVOYEVESNC.

Ta SaBéoipo un KAwvika dedopéva £de1&av v emidpacn g IL-6 otnv e£EMEN ¢ kaxonBgtog Kot
OTNV OVTIGTAGT] AOTTMOGTG GE SIAPOPEG LOPPES KapKivovw. AvTd Ta dedopéva Oev amoTelodv EvOelEn
GYETIKOV KIvOUVOL ePPavions kot EEAMENG TOL Kapkivov KaTd T dtdpkela TG Oepaneiog pe
toctMfovpaunn. Emmiéov, dev mapatnpndnkoy vrepmiactikéc PAAPES 6€ po 6-pnvng S16pKeLog
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SoKIUN 1PpOVIaG TOEIKOTNTOG G€ TONKOLG Cynomolgus oVTE Gg YEVETIK( TPOTOTOUNEVOVS TOVTIKOVG
ue EAdewyn IL-6.

Ta SaBéoipa un KAiKG dedopéva dgv LITOSEIKVOOVY ETIOPACT] TNG AYWOYNG LE TOSIMLOVUAUTN OTN
yovipotnta. Agv mapotnpndnke enidpact 6ta dpyava ToV EVOOKPIVIKOD KOl TOV OVOTAPUYM®YIKOD
GUOTNHOTOC G pio SOk ¥pdviag ToKOTNTaG o€ TBNKOVE cynomolgus Kot 0gv EnNPedoTNKE N
OVOTOPOYWYIKT] TKOVOTNTO TV TOVTIK®V pHE EAAeym IL-6. [Tapatnpnbnke 6t1 1 yopnynon g
T0GIAMLOVUAUTNG 0€ TONKOLG cynomolgus Katd Tr SLAPKELN TG TPMLUNG KUNGNC OV giye Aueces N
éupeoeg emPAAPEiC EMTTOCELG TNV EYKLUOGHVI N TNV avamrTvén tov gufpvov. QoTtdc0,
napaTnpeNOnke pkpn avénon Tov orofoldv/epuPpuikmdv- BovATov 6E TEPIMTMOCELS VYNANG
ovotnuatikig ékbeong (> 100 popég x avBpmmivn £kBeon) oty oudda vynAng d6ong- TV

50 mg/kg/Muépa GLYKPITIKA LE TNV OLLASO TOV ELKOVIKOD QOPUAKOL Kot TIG AAAEG OPASEG YOUNANG
doomc-. [Taporo mov 1 kutokivn IL-6 dev @aivetar va eivol onuoavTikn yio Ty euPpuikn avantoén q
TOV 0VOGOAOYIKO EAEYY0 TNG OYEONG UNTEPAC/EUPPDOV, dev umopel va amokAElaTel 1| TOOVOTNTO
GUGYETLONG TOL GUYKEKPIHEVOL EVPTNLLATOC LE TNV TOGIAMEOVLAUTT).

H Oepaneio pe avdroyo empvmv dgv mpokdiece ToEIKOTNTO 08 VEUPOVE emipeg. Edikotepa, dev
vmp&e PAAPN TG OKEAETIKNG AVATTVENG, TNG AELITOVPYIOG TOL OVOGOTOTIKOD KoL TNG GEE0VOAIKNG

opipovonc.

To un Khvikd Tpoeik ao@irelag T TooMEOVUAUTNG 6TOVE TO KOV cynomolgus dev VITOdEIKVDEL
dlpopd avapesa oty evooeAERia Kot viroddpia 086 Yop1yNons.

6. OAPMAKEYTIKEXZ IAHPO®OPIEX
6.1 Kotahoyog ekdoyv

L-iot1divn

L-1ot1divn LovobopoyAmpikn LovoDIPIKN
L-Opeovivn

L-pebiovivn

IToAvcopPiko 80 (E 433)

"Yomp yio evéoipa

6.2 AcvppoatéTnreg

Eni anovciog dokipumv cupfatdtntag, avtd 10 opUOKELTIKO TPOidV OV TPEMEL VO AVOUELYVOETOL e
Ao POPUOKEVTIKE TPOTOVTAL.

6.3 Awgpkero Long

4 ypovia.

6.4 Idwitepeg TpoPuAAEELS KOTA T QUAEEN TOV TPOTOVTOG

dvAdocete og yoyeio (2°C-8°C). Mnv katoydyete. MoOAc apaipedei amd to yoyeio, 1 Tpoyepiopévn
ouptyya pmopet vo amobnievtel uéypt 3 efdopddeg o Bepuokpacio pkpotepn 1 ion pe 30°C. Edv
elvarl amopaitnTo, 1 TPOYEUIoUEVT] GUPLYYO UTOPEL VA ETICTPAPEL 0TO Yoyeio pia eopd evtog avThv
TV 3 efdopddwv Kot va dtatnpnBel oto yoyeio péypt tnv nuepopnvia Anéng. H npoyspiopévn

oupLyya Tpénel va, amopprpbel edv dev ypnotponomBel evidg g meptodov Tv 3 efSopddwmy.

AwotnpeioTe TV TPOYEUGUEVT] GVPLYYO GTO EEMTEPIKO KOVTI Y10 VO TPOCTATEVETOL OO TO PMS Kol
v vypoocio.
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6.5 @Yo K GLETUTIKG TOV TEPLEKTN

Awdvopa 0,9 mL og mpoygpiopévn cvpryya (Yool tomov 1) pe evoopatopévn erdva. H copryya
KAelvel pe opuctd mepifinua BeAovag (EAaoTIKO TOAVIGOTPEVION KOl TOAVTPOTVAEVIOV) KOl TAOA
gloydpnong euforov and oteipo ehaotopepic pe emkdivymn fluorotec (ue crikdvn).

H mpoygpiopévn odpryya pe Avtozma yuo xpron omd tov acbevn diatifetal o€ cLOKELAGIEG TOV
TEPLEYOVV:

. 1 mpoyguopévn cvpryya

. 2 TPOYEUGUEVES GUPLYYES

. 4 TPOYEUGUEVEG GUPLYYEC

. 12 (3 ovokevaociec TV 4) TPOYELMGUEVES GUPLYYEG (TTOAVGVUGKEVOGIES)

Mmopei vo. pnv KuKA0QopovV 6).eG 0L CLOKEVUGIES.
6.6 Idwitepeg TpoPuLAAEELS amOppPLIYNS KO GALOG YELPIGNOG

To Avtozma napéyetat o TpoyeoUévn cuptyya piag xprnons, 1 omoia tpocapudletal 6€ GLOKELN
acpuleiag Belovag. Metd and TV AmoUdKPLVOT) TG TPOYEUIGUEVNC CUPLYYOS 0t TO YoyEio, N
npoyeopuévn ocvpryya Oa Tpémet va Epbet oe Beppokpacio dmopoatiov (18°C éwmg 28°C) nepruévoviag
30 Aemtd wpwv amd v €veon tov Avtozma. H cOpryya dev Ba mpémel va avaxveital. Metd amd tnv
0QAipEST) TOV KOTOKLOV, 1] £VECT] TPETMEL VAL EEKIVAEL GE OIAGTNIO 5 AETTMV, TPOKELEVOD VL,
OTOTPATEL VO OTEYVAOGCEL TO QPAPLOKO KOl VO, UMV UTAOKApEL 1 Perova. Edv n Tpoyepicuévn copryyo
OV YPNOLUOTOIEITAL EVTOC 5 AEMTMV HETA TNV OTOUAKPVVOT TOL KOTOKLIOV, TPEMEL VOL TNV OTOPPITTETE
o€ £vay avOeKTIKO GTO TPLTNUOTA TEPLEKTT KO VO YPNCLOTOLEITE P VEQ TPOYEUGUEVT] GUPLYYCL.
Edv petd v etcaywyn g Peldvag dev punopeite va mécete 10 EUPOAO, TPETEL VO, ATOPPITTETE TNV
TPOYEUGLEVT] GUPLYYO GE £VOL OOYELD ATOPPLYTG QLYUNPDV OVTIKEILEVOV KOl VO YPNCLOTOGETE pia
VEO TPOYELUGUEVT] GOPLYYOL.

No unv ypnoiponoteitar v to eappoako givar 0oAo 1 Tepiéyel copatiol, eival 0wo10dNToTe GALO
YPOL EKTOG amd Gp®UO EMG KITPVO, 1) OTOL0ONTOTE TUN L TG TPOYEUICLEVIC CUPLYYOS PaiveTal va
€YEL KOTAGTPOPEL.

AvoAvTikég 0dMYieg Yo T xoprynom tov Avtozma ce TpoyeUIcéV GUpLYyo TOPEYOVTAL GTO PUALO
odnydv xpriong.

Kd&Be aypnoiponointo pappokevtikd mpoidv 1 VIOAELUA TPETEL VO OTOPPINTETAL GOUPDVOL LLE TIG
KaTé TOMOVS 1GYVOVGES GYETIKES SLOTAEELS.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Celltrion Healthcare Hungary Kft.

1062 Budapest

VAéci ut 1-3. WestEnd Office Building B torony
Ovyyapia

8. APIOMOI AAEIAY KYKAO®OPIAX
EU/1/24/1896/007
EU/1/24/1896/008

EU/1/24/1896/009
EU/1/24/1896/013
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9. HMEPOMHNIA ITPQTHX EI'KPIXHY/ ANANEQXHY THX AAEIAX

Huepounvia mpotng £ykpiong: 14 dePpovapiov 2025

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

AenTouepeic TANPOPOPIES Y1 TO TOPOV PUPOKEVTIKO TPOIOV gival d100EG1UES GTOV SIKTLAKO TOTO
tov Evponaikod Opyavicuod @apudkov: https://www.ema.europa.eu.
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vTo QAPLOKO 0VTO TEAEL LTTO GLUTANPOUATIKY TOPAKOAOVONOT. AVTO Ba eMLTPEWYEL TO YPTYOPO
TPOGOLOPIOUO VEDV TANPOPOPLDY AGPAAELONC. ZNTEITOL 0O TOVC EMAYYEALATIEG VYELOG VO OVOQPEPOVY
omolecdNmote mBavoloyovpeveg avemBounteg evépyeiec. BA. mapdypapo 4.8 yia tov 1pdmo avapopdg
AVETBOUNTOV EVEPYEIDV.

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Avtozma 162 mg evéotpo StGAVI O TPOYEUGUEVT] GLGKEVT TOTTOV TEVAG

2. MHOIOTIKH KAI MIOXOTIKH XYNGEXH
Kd&Be mpoyepuopévn méva nepiéyel 162 mg toctmlovpdunn og 0,9 mL.

H toctulovpaunn eivar Eva avacuvovacpévo eEavlpomomomuévo, avti-avOpdTivo HOVOKA®VIKO
avticopa g vrokatnyopiog tg Avosooeatpivig G1 (1gG1).

"Exdoyo pe yvootn dpdon:
Kd&0e mpoyepuopévn méva 162 mg nepiéyet 0,2 mg molvcopPucov 80.

IMa tov mpn KatdAoyo tov exddywv, PA. Tapdypapo 6.1.

3. OPAPMAKOTEXNIKH MOP®H

Evéowo ddAvpa og mpoyspiopévn méva. Atowyég Eog eEAappag 1p1difov, dypmuo £mg Kitptvo dtdivpo
pe pH 5,7 — 6,3 ko oopoypappopopraxodtnta 280 — 340 mmol/kg.

4. KAINIKEX TAHPO®OPIEX
4.1 OgpomevTiKég EVOEiEELg

Pevuorosidne apdpitida (PA)

To Avtozma, cg cuvdvacuo pe pebotpegat (MTX), evdeivoton yo

e 11 Oepamneia soPapnc, evepyolc kot Tpoiovoag PA o evidikeg acBeveig o omoiot dev £xovv AaPet
wpornyovpevn Bepaneio pe MTX

o 1 Bepaneio pétprog Eog coPapnc popeng evepyov PA ce evijlikeg acbeveig, ot onoiot gite
AVTOTOKPIONKAY OVETOPKAOS EITE EPPAVIGOY U1 AvOYT G€ Tponyovuevn Bepaneio pe Evaq
TEPLGGOTEPO TPOTOTOUNTIKA TNG VOGOL avTipgvpatikd edppoka (DMARD) 1 aviayoviotég Tov
napdyovra vékpmong Tov 6ykov (TNF).

Y& awtovg Tovg oobeveic, To Avtozma umopei va yopnyndei wg povobepaneio o mepintwon pn avoyng
o™ MTX 7 6nov dev eivan KOTAAANAN 1 cuveyng ayoyn ue MTX.

To Avtozma £&yet detyBel 0Tt peidver Tov puBuod eEEMENG g apBpikng PAAPNS cvppwva pe TV
OKTIVOYPOPIKT LETPNOT], KOl OTL BEATIOVEL TN QVGIKN AEITOVPYIKOTNTA, OTOV YOPNYEITAL GE GLVOVAGLO
pe MTX.

2uoTnuatikn veavikn woradne apbpitida (cvstnuatikn NIA)

To Avtozma gvdeikvotal yio ) Oepaneio g evepyovg cvotnuatiknig NIA og acBeveic niwkiag 12
ETMV KOl AV, 01 070101 AVTUTOKPION KOV OVETAPKDS GE TPOTYOVULEVT| Bepameia Le LN GTEPOELON
aVTIPAEYHLOVAOON Qdppoka (MEAD) Kot KOPTIKOGTEPOELDT) CLGTNUOTIKNG XPIONG.
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To Avtozma pmopet va yopnynel oc povobeponeia (og mepintwon dvcaveéiog otn pebotpesdatn 1
otov 1 Bepamneia pe pebotpelatn sivan akatdAinin) 1 o€ cuvovaouo pe MTX.

Neavikr] 1dronadng noivapbpitida (moivapdpikr] NIA)

To Avtozma cg cuvdvacud pe MTX evdeikvotal yia ) Bepameio g veavikng 1010madoig
moAvapOpitidag (moivopOpikn NIA, pevpotoedng moapdyovtag BETIKOG 1) APVNTIKOG KOl EKTETAUEVN
oAyoopBpitida) o acbeveig nhkiog 12 eTdv Kot dvm, 01 0Toiol VTOTOKPIONKAY OVETUPKDS GE
mponyovpévn Bepamneio pe MTX.

To Avtozma pmopei va yopnyn0etl o¢ povobepoaneia o mepintwon dvoaveliog otn pebopeEdn MTX
N 6tav N ovveyng Bepameio pe MTX etvor aoT@AANAT.

Tyavtokvutrapkn optnpitda (FKA)
To Avtozma gvdeixvotal yio ) Oepaneio tng KA og eviiikec acBeveic.

4.2  Aocoloyio Kol TpOTOS YOopyNOoNS

To okevacua LVTOdOPLOG XOPNYNONG TOSIALOVUAUTN XOPNYELTOL LE pio TPOYELGUEVT] TEVO LiOG
ypnone. H Bepaneia Oa mpénetl va Eekivd vtd v enifreyn enayyeApatiov vyeiag pe eunelpio ot
dtdyvoon kai ) Oepaneio g pevpatostdots apbpitidag, g cvotuotikng NIA, ¢ moAvapOpiknic
NIA kot /1 TG yryovToKuTTopikng optnpitidog.

H mpoyeuiouévn méva, dev tpémetl va ypnopomoteitat yio ) Ogpaneio madiotptkdv acbevav nikiog <
12 etdhv, KoBmg vapyel TOBavOg Kivouvog evOOUVIKNG EVEoTg AOY® TNg AETTOTEPTG OTOPEdNG
VTTOdOPLOL 16TOY.

H mpdytn éveon mpémel vo TpayLotonoleitol vad Ty exiPAeyn TIGTOTOMUEVOL EMOYYEAOTIO VYETOC.
O aoBevnic M Yovéag/kndepudvog Pmopet va xopnynoet o id1og TNy EVeoT) aVToD TOV PUPLOKEVTIKOD
TPOTOVTOG LOVO EGV 0 Y1OTPOG TOV KPiveL OTL givol GKOTIHO Kot 0 acBevig 1 YOVEQS/KNOEUOVOG
oLUEOVEL Vo VToPANOEl o€ 1aTpikn TapakolohOnon, av eival aropaitnto, Kot el APl Tnv
KOTAAANAN EKTOIOEVOT GTNV TEYVIKN TNG EVECTC.

Ot acBeveic, ot omoiot petafaivouy amd v evooeAEPia Oeparmeia e TOGIAMLOVUAUT GE VTOJOPIN
xopnynon, Ba mpénet va Adfouvv v TpdT LITOdOPLN SOCT| TOVG TH CTIYUN TNG EXOUEVTG
TPOYPOUUATIOUEVNC EVOOPAEPLOG HOONG VIO TNV eMiPAeyn ToTOTOMUEVOL EMAyyEAATIO VYELDG.

Y& 6Aovg Tovg acbeveig mov Aaupdavouvv Bepaneio pe Avtozma npémet va yopnyeitoan n Kapta
AcBevoic.

H xotaAAniotnto Tov 060evong 1 Tov YOVvEN/KNOEUOVA TOV Y10, VTTOSOPLO KOT oikov ypnon o Tpémel
va extipdton Kot o1 acfeveig 1 ot yoveic/kndepdveg Toug Ba mpémetl va mdpovv 0dnyieg TpokeEvVoL va
EVNLEPMOOLY Evay enayyeApatio VYelag €6V ELEOVICOVY GUUTTAOUATO AALEPYIKNG AVTIOPOAOTG, TPV TN
xopNynon g enopevng 60omg. Ot acBeveic Oa npémel va {nNtRcovy auEcmG 1TPIKT EKTIUNGT GV
ELPAVICOVV CLUTTOUATO GOPAPOY OAAEPYIKOV ovTIdpacemV (PA. Tapdypago 4.4).

Aocoloyia

Aaobeveic ue PA
H ocvvietdpevn docoroyia eivar 162 mg vrodoping pia @opd tnv efdopdda.

Awtifevton TEPOPIGUEVEG TANPOPOPIEG OYETIKA e TNV ALY TV 060evdV 0md oKeHOCUA
eVOOPAEPLOC YopNYNONS TOSTMIOVUAUTN G€ GKEVAGHO TOGTAMEOVUAUTT VTTOSOPLUG XOPYNONG
otabepng 06onc. To docoroyikod ddotnuo pic popd kabe efdoudda Oa Tpémel va axolovdsital.

O acBeveig, ot omoiot petafaivovv amd evooeAEPio o€ VITOOOPLO okevacua Ba Tpémel va Aafovy TV

TPMOT LTOSOPLO OGT TOLS OVTL TNG EXOUEVNG TPOYPOUUUATIOUEVIS EVOOPAEPLOG OO G VIO TNV
emipreyn moTomomuévon EmayyeAUATIO VYELOGC.
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AdcBeveic ue I'KA

H ocvvictdpevn docoloyia sivar 162 mg vrodopimg pio popd v efdoudoan oe cuvdLaGHO LE
oTad0KT HEIOT TNG dOONG TOV YAVKOKOPTIKOEWMV. AVTO TO PUPUOKEVLTIKO TPOIOV UTOPEL VOl
ypnowonon el mg povobepameio HETA Ao T S10KOTY| TOV YAVKOKOPTIKOEOMV.

H povobBepaneio pe toctmlovpdunn e Ba mpénet va ypnoiponoteitor yia 1 Oepaneio tov ofeiwv
vrotpondv (BA. mapdypago 4.4).

Baoel g ypoviag pvong ™me 'KA, n Oepameio mépav tav 52 gfdopddmv Oa npénel va kabodnyeital
a0 TNV EVEPYOTNTO TNG VOGOV, TN SIOKPLTIKT ELYEPELN TOV LOTPOV KOL TNV EXAO0YN TOL 0cBEVODC.

Acobeveig ue PA xou I'KA
Tpocapuoyéc doonc eCoutioc pyaotnploxdy avwuorlioy (BA. mopdypopo 4.4).

o Mn @UGIOAOYIKES TIUEG NTATIKAOV eVEOU®V

Epyaomplaxn Evépysua
Ty
> 1 émg Tpomomomote 1 660m TV cuyyopnyovuevov DMARD (yio ™ PA) 1 tov
3 X Avotepo 0VOCOTPOTOTOINTIKOV TTapayovimv (Yo T I'KA), epdcov kpivetol okdmipo.
QLGLOLOYIKO Oplo , , , , , , ,
(ULN) INo gppévovoec avénoels o€ avTod T0 €0POG, LEWDGTE T CLYVOTNTA XOPNYNONG

g 600MG Tov TOSIAMLOVUAUTT o€ £veon KAOe devtepn efSopdda 1} SakdyTe T
Oepancio £wg 6Tov N apvotpavoeepdon e araviving (ALT) | n aomaptiky
apwvotpovopepdon (AST) £yovv opaiomomOei.

Eravévapén éveonc kdbe efoopdda 1 kabe devtepn efdoudda, epdsov kpivetal
KAWVIKE GKOTTILO.

>3 émwg5 x ULN | Awokdyte ™ 8d60om g Oepamciog péypr <3 x ULN ko akolovBnote Tig
TOPUTAV® GVGTAoELS Yo > 1 g 3 X ULN.

o sppévovoeg avénoergc >3 X ULN  (emiPePouimpéves pe €movaAnmTiKyg
g&étaon, PA. mapdypaeo 4.4), dSakdyte oploTikd T Oepameia.

>5x ULN Awkoyte oploTikd T Oepaneia.

o XoaunAdc amérvTog apBpog ovdetepopilmv (ANC)

e acBeveic mov dev Exovv mTponyovpEVmS VToPANOel oe Beponeia pe ToctMovpdunn, dev cuvicTATOL
évapEn oe acBeveic pe ANC pkpodtepo amd 2 x 10%/L.

Epyaomplaxn Evépyewan

Tn
(x0tTapo x 109 L

)

ANC >1 Awnpniote T doom).

ANC 0,5 émg 1 AlokoyTe TN dO0T TOL TOCIMEOLULAUTT).

Otav 0 ANC avéndei oe > 1 x 10% L, cvveyiote t Ogponcio oe d6om ke
devtepn efoopddo kot avénote coe €veorn avd eBSoudda, £poOcov KpiveTal
KMVIKA OKOTLO.

ANC< 0,5 Awkdyte oplotikd ) Oepoameia.
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o Xaunidc apBudc apomeToliov

Epyaomploxm Evépyeia
T
(xotTapo x 10%/
L)
50 émg 100 AwokOyTE TN 0061 TOL TOGIAILOVUAUTY.

Otav o ap1Opdg v aponetodiov avéndei oe > 100 x 10%/uL, cvveyiote
Oepaneio oe d6om KGbe devTEPT €fdopdda Kol avénote og éveon Kabe pio
gBoopdda, epdcoV KpiveTol KAVIKA GKOTILLO.

<50 Alokoyte oploTikd T Bepamneioa.

Adobeveig ue PA kou I'KA

Hopalsimousvy doon

Edv o acBevnic mapaieiyet pio vrodopia foopadiaio €veon tov ToctMiovpaunn o Sdotnue 7

N EPMV OO TNV TPOYPAUUATIGUEVT] dOOT], ALTOC/aVTh O TpEMEL va, TAPEL 0dNYieg MOTE va AGPel T
060, TV omoia Tapélelye Katd TNV EXOUEVT TpOYpOUpaTIGHEVN NUépa. Edv o acBevig mapaieiyet
pio

vodopla Eveon Toctlovpaunn, 1 onoia yopnyeital pio popd Kb 000 efoopdadeg, oe dAoTNUA

7 NUEPOV OO TNV TPOYPAUUATICUEVT dOCT, aLTOC/anTh Ba Tpémel va whpel 0dnyieg dote vo AaPet
apécms tn 066, TNV omoia TapEAELYE, Kol va AAPEL TNV ETOUEVT 0OGT KOTA TNV ETOUEV
TPOYPOLLATIGUEVT NLLEPOL.

Ewwoi mAnbuvcpuol

Himawuégvor
Agv amouteiton TPocappoyn T 600M¢ 6 NAMKIOUEVOLS acbeveig nAkiag >65 eTmv.

Negpirn dvolertovpyio,

Agv amotteitol Tpocopoyn g 60ong oe acbeveig pe Ao 1 pétpla veepikn dvciertovpyia. To
toctMlovpaunn oev £xel peretnOel o acbeveic ue coPfapn veppikn dvciertovpyia (PA. Tapdypopo
5.2). H veppkn Aertovpyia mpémnel va mapoakorovbeital o1evd o€ antods Toug acheveic.

Hrotikn dvoleirovpyio
To toctMlovpdunn dev éxel peketBei o aobeveig pe nratiky] SuoAeToVPYia. ZUVETNDC, OEV UTOPOVV
va 50000V d0GOA0YIKEG CUGTAGELS.

Houdrazpirog ninBoouog

H acpdleio kot 1 amoTeAEGLOTIKOTITO TOV GKEVAGUATOG VITOSOPLUG YOPNYNONG TOCIMEOVUAUTY| GE
o018 nAkiog amo T yévvnon €0¢ KAt Tov 1 £toug dev Exovv Tekunplmbel. Agv vapyovv dabéoiua
dedopéva.

Mo aArayr) ot 800 Ba Tpémel va Paciletar povo og pio otafepn petafoir] Tov coOUATIKOD BApovg
Tov a60evoic pe TV mhpodo tov ypdvov. H tostmlovudunn propel va ypnoponombei povo g1 o€
ouvovooud pe tn pebotpe&dr.

Aaobeveic ue ovotnuotiky NIA

H ocvvictdpevn dosoloyia og acbeveic nhikiog ave tov 12 e1dv eival péocm vToddpiag Eveong Towv
162 mg pio opd v gfdopdda o acbeveig fapovg peyarvtepov 1 icov pe 30 kg 1 pécm vTodopLog
éveonc tov 162 mg pia popd kabe 2 efdouddeg oe acbeveic mov Luyilouv Atydtepo amo 30 kg.
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H mpoyepiopévn méva de Ba mpémet va ypnopomoleitol yia tn Oepaneio maidtotpikdv aodevamv nitkiog
<12 etdv.

O acBeveic Tpémel va Exovv eldyioto copotikd Bapog 10 kg dtav AapPdavovy to toctlovudunn
vrodopime.

Aaobeveic ue morvapOpixn NIA:

H ocvvictopevn dosoloyia oe acheveic nlkiog ave tov 2 eTdv givol HEGH LTOJOPLUG EVEST|G TV
162 mg pio popd ke 2 efdoucdes oe acheveic pe copatikd Papog ueyorvtepo 1 ico pe 30 kg7
HEG® VTTOdOPLAG Eveong Tov 162 mg pio popd kdbe 3 efdopnddec oe aobevelg pe coUaTiKo BApog
pucpdtepo tov 30 kg.

H mpoyepiopévn méva de Ba tpémel va ypnopomoteitor yio ) Oepaneio Toudotptkdv acbevav nikiog
<12 gtav.

Aobeveic ue ovotnuatiky NIA kor wolvopOpixn NIA
[Ipocappoyég tng 00Goroyiog AOY® EPYUCTNPLOKAOV VM UUAMDY

E@ocov kpivetal okdmipo, 1 660m g cvyyopnyovuevng MTX koM GAL®Y @opUOKEVTIKGV
TPoioVTOV Bo Tpémet vo. TpomtomtonBel 1 va, S1akomel Kot 1) Yop1ynomn tng 06omng TostMiovudumn va
drokomel £mg 6tov a&lodoynOei 1 KAvikn Katdotaon. Kabdg vrdpyovv moAlég cuvOnkeg
GLUVVOGTPOTNTOG TTOL UTOPEL VA, EXNPEACOVY TIG EPYOCTNPLOKES TIUEG 0TN cvoTnuoTki NIA 1
noivopBpikn NIA, 1 andeacn va diakomel 1 yopnynomn tostMlovpdunn eéottiog pog pun
(QVOIO0AOYIKNG EpyaoTNPLaKng TIUNG Ba mpénet va Pacileton og wTpikn a&loldynon Tov kabe achevoig
OTOLIKA.

o Mn QUGIOAOYIKEG TIHES NTATIK®Y VDUV

Epyaomploxn Ty Avtipetomion
> 1 émg 3 X Avirtepo Tpomomoinon d066mMg T svyyopnyovuevng MTX epocov
dvcroroyikod opio (ULN) KpIVETOL GKOTIUO

INa gppévovoec avéncelg oe avTo TO EVPOC, SLOKOTN
TOGIMEOVUAUT G OTOV 1] AUIVOTPAVGPEPACT] TNG AAVIVIG
(ALT)/ n aomaptikn apvotpavepepdon (AST)
opoiomonfovv.

>3 x ULN éwg 5 x ULN Tpomomoinomn d06omg ¢ suyyopnyovuevng MTX gpdcov
Kpivetal GKOTO

Awokomnn d6omg Toctmlovpaunn péyxpt < 3 X ULN kot va
axoAovnbovv o1 mapomdve cuotdoels yio > 1 émg 3 x ULN

>5x ULN Awkon] ToctM{ovpaum.

H andépaon va diaxonei ) Oepaneia ot cvotnpatiki NIA 1
moAvapBpikn NIA e&attiog pog pn QuGIOA0YIKNG
EPYOOTNPLOKNG TIUNG TPETEL Vo facileTol o€ 1oTpikn
a&lohdynon 1ov kéOe aoBevoig atopukd.
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o Xounidg amdAvtog apifuog ovdetepdpiimv (ANC)

Epyaotnploxn Avtiuetmnion

Ty

(x0tTapa x 109 L)

ANC >1 Awprnon d6ong

ANC 0.5 émg 1 Awokonn| 80omg TocIMEOoV AT

Otav 0 ANC avéndei >1 x 10% L emavévapén Oeponeiog

ANC < 0.5 Awokom toctAovpaumn

H amdégaon va drokonel 1 Ogpaneio otn cvotnpotiki NIA 1
moAvapOpikn NIA e€attiog (og pn QUGLOAOYIKNG EPYOCTNPLOKNG TIUNG
npénel vo, facileton og wTpikn aloddynon Tov Kabe acBevovg atopkd.

o Xaunidg apBudc apomeToriov

Epyaomploxny T | Avtipetonion
(x0tTopo x 10%/ul)

50 éw¢ 100 Tpomomoinomn d066mg ™ svyyopnyovuevng MTX epocov
KpiveTal GOm0

Awokomni 6001MG TOSIMEOVUAUTN

Ortav o ap1dpde v orporetodiov ovéndei >100 x 103/ pL,
emovévapén g Oepameiog

<50 Awokom ToctAovpaum.

H amdégaon va drokonel 1 Ogpaneio otn cvotnpotiki NIA 1
moAvapBpikn NIA e€attiog (uog pn QUGLOAOYIKNG EPYOCTIPLOKNG
NG mpénet va Pacileton og wtpkn a&loddynon tov kabe
aoOevi ATOUIKAL.

H peimon g ovyvottag Tov 06emv TG TOGIALOVUAUTNG EE0NTiRG U1 PUCLOAOYIK®V
EPYOOTNPLOKADOV TILOV OV Exel peretndel o€ acBeveig ne cvotnuatikr] NIA 1 molvapOpwiy NIA.

H acpdleio kot 1 amoTeEAEGLOTIKOTITO TOV GKEVAGUATOG VITOSOPLUG YOPNYNONG TOCIMEOVUAUTT| GE
TO08 e TaBNoelg kTG TG cvatnpatikng NIA 1 modlvapOpiknic NIA dev &xovv tekunpiodei.

Ta S00éca dedopéva e To EVOOPAEPLO GKEDAGHO VITOSNAGVOLY OTL TapoTNpeital KAVIKN Beiticoon
evtog 12 efoopddwv amd v évapén g Beparnciog pe toctmlovpdunn. H cuvéyion tng Oepaneiog
npénel vo, emaveéetaotel mpooektikd o€ évov acOevni mov dev mapovctalel PEATioN EVIOC OLTOV TOV
YPOVIKOV TAULGIOV.

Hopolsimousvy doon

Edv évag aocBeviic Lle cuoTaTIK veavikn 10tomabn apbpitida tapadeiyel Ty vrodopia efoopadiaio
€veon T0L TOGIAMEOVUAUTN EVTOG 7 NUEPDV ATO TNV TPOYPUUUOTIGUEVT OO0, Bo Tpémel va
ovpPovievdet va AdPet TNV mapodemopuevn 406 TNV EMOUEVT TPOYPAUUATICUEV NUEpa. Edv évag
aoBevic mapaieiyetl TV VTOdOPLa Eveon TocIMCovudunTn oV Yopnyeitot pia opd Kabe 2 fdopdadec
HéEca og 7 NUEPEG amd TNV TPOYPOUUATIGUEVT 000N, Ba Tpénet va cupfovAevdel va AdPet apéowng tnv
TOPOAEOUEVT] SOCT] KOt TNV EXOUEVT dOGN Va. TN AAPEL GTNV ETOUEVT TPOYPOUUOTICUEVT) NUEPT.
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Edv évag acOevig pe morlvapBpiki NIA mopaieiyetl pio vwoddpia Eveon tov tocili tootmlovudunn
zumab G€ JAGTNIO 7 NUEPDV OO TNV TPOYPAUUATIGUEVT dOGT], AVTOC/avTh Ba TPEmEL va, TAPEL T
doao, TNV onoia TapEAENyE, aUES®mG LOALG To BuunOel ko va Adfet Tnv exdpevn d6om Katd Tov
EMOUEVO TPOYPAUUATIGUEVO YPpOVO. Edv €voc asBeviig mapaeiyel pia vtodopila £vesT) Tov
TOGIMEOVUAUTY GE ST (VD TOV 7 NUEPADV OO TNV TPOYPUULATICUEVT] 006N 1| OEV eivar
olyovupog Yo o ToTe B0 TPEMEL VO, TPOYLLOTOTOGEL TV EVECT) TOV, B0l TPETEL VAL EMKOIVMOVIGEL LIE TO
Y10tpd 1 TO PUPLLOKOTOL0.

Tpomroc yopnynong

AvT6 10 PUPUAKEVTIKO TPOTOV TpoopileTal yio LITOJOPLA ¥PTION.

Metd amd KatdAANAN eKTaideuon oIV TEXVIKN NG £veong, ol acBeveic Hmopovv va Yop1ynoovy ot
10101 TNV €VECT] OLTOV TOV PAPUAKELTIKOD TPOIOVTOC, €AV 0 Y1ATPOS TOVG Kpivel OTL eivar okompo. To
oVVOAIKO Tepleydpevo (0,9 mL) g mpoysuspévng mévag Ba tpénet vo yopnynoel wg vmoddpia
éveon. Ta cvviotdpevo onpeia Eveong (Kota, unpoc kat ave Ppoyiovag) Ba mpénet va
EVOALACOOVTOL KOt 01 EVEGELS Ogv B0 TPEMEL VO TPALYLOTOTOLOVVTOL TTOTE TAVM GE EMEG, OVAEG M
TEPLOYEC OOV TO OEPUA. Eivar gvaictnTo, ueavilel exyLUMCELS, eivat ppOpo, GKANPO 1 UN aKEPALO.

H mpoygpiopévn méva dev o tpémet vo avakiveital.

AvoluTikég 00MYieg Yo TN Yop1ynom tov Avtozma ce TpoyEUIcUEVT TTEVA TAPEXOVTOL GTO VAL
odnyumv ypnong, PA. mapdypoeo 6.6.

4.3  Avtevosieg

Ynepevoionoio otn dpactikn ovsia 1 o€ KATOW0 ad T EKOYO TOV AVAPEPOVTUL GTIV
napdypoeo 6.1.

Evepyég, coPapég Aoyméels (PA. mapaypapo 4.4).
4.4  Ekéc mpogtdomonoELS Kol TPOPVAAEELS KATA TN Y p1oT
To vodoplo okevacpo Avtozma dev mpoopiletat yio evOOPAEPLO yoprynoM.

To vodoplo okevacpo Avtozma dev mpoopiletat yio yopnynon o€ mandid pe cvotnuatiky NIA mov
CuyiCouv Ayotepo and 10 kg.

Iyyniacipwéta

[pokeévou va Pektiwbel 1 yvnAlootldtta TV PLOAOYIKGV QOPLOKEVTIKOV TPOTOVT®YV, B0 Tpénet
VO, KOTOYPAQPETOL LLE COPNVELD 1] EUTOPTKT] OVOLOGTO Kal 0 aplBUOg TaPTIONG TOL YOPYOVLEVOL
TPOIOVTOC GTOV PAKEAO TOV a.GBEVOVC.

‘Olec o1 evdeielc

Aowawlerg

"Exovv avaeepbei cofapéc kKot opiopéves @opéc Bavatneopeg Aoluméelg oe aobeveic mov Aapfdavovy
OVOGOKOTAGTAATIKOVG TOPAYOVTES, cuumepAaupavouévov g toctAilovpdumng (BA. mapdypago 4.8).
H Bepancio dev mpémetl va apyilel oe acBeveig pe evepyéc Aoudéelg (PA. mapdypagpo 4.3). Edv évag
acBevig avamtvéel cofapn Aoipmén, n yopnynon g toctlovpdaunng Oa pénet va dtakomel pHéypt
va geyy0eil 1 Aolpmén tov (PA. mapdypago 4.8). Ot emaryyeipatieg tng vyeiag Oa npémnet va e€etdlovv
TPOGEKTIK( TO EVOEYOUEVO YOPIYNONG AVTOD TOV PUPUAKEVTIKOD TPOIOVTOG GE 0cOEVEIC LIE 1I6TOPIKO
AOWDEEDV TTOL VTOTPOTLALOVY N XPOVIOV AOIUMEE®V 1 LLE VTOKEIEVEG VOGOVG (T,
gkKoATopatitida, Stafrng kot dibpeon mvevpovorafdela) ol omoies evogyetal va TpodiadETovy Tovg
acOeveic og AomEelc.
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YuvietdTon 1) enoypOmVnomn yo Ty €ykailpn didyvmon cofapnc Aoipméng o acbeveig mov Aapdavouv
OVOGOKOTUGTAATIKOVG TTOPAYoVTEG OTMG TO TOSIMEOVUAUTN d€d0UEVOL OTL TOL GNUETN KO TO
CUUTTOUOTA TG 0EEL0G PAEYHOVIG EVOEYETOL VOl ElVaL PELOUEVA, AOY® TNG KOTOGTOANG TOV
avTpOVIOV o&eiag paonc. Ot emdpacelg g toctlovpaunng otn C-avtdpmnca tpwteivn (CRP), ta
0VLOETEPOPIAL, KOl TOL GNUEIN KOl COUTTOUOTO TNG AoTU®ENC TpémeL va. AapBavovtot vTdyn Katd tnv
a&loAoynon tov acBevoig yio evoeydpevn Aolpwén. Ipénet va 0080bv otovg acbeveic
(ovumepiiapfovopévav pikpdtepov toudimv pe cvotnuatikn NIA 1| tolvapOpuc) NIA mov propet va
elval AMyoTePO 1KAVE VOl ETKOVOVIGOVY T, GUUTTOUATE TOVG) KOl 6TOVG YOVEIG/KNdenoveg acbevav
ue ovotnuatiki NIA 1 moAvapOpikn NIA, 0dnyieg aueong enikovaoviag Ue Tov emayyelLoTio vyeiog
TOVG KOTA TNV ELPAVICT] CUUTTOUATOV, TO OTOI0 TAPOTEUTOVY GE AOTUMEN, TPOKEUEVOD Va
Stuocpaotel 1 Toyeio aloldynon Ko KatdAANAn Oepamneio.

Douatioon

Onwg ovviotdtot Kot yio GAAeg Brodoyikég Bepameieg, OAot o1 acBeveig Oa mpénet va e&gtdlovTon yia
AavOavovsa pupatioon (TB) apwv amd v évapén e aywoyng ue toctiilovpdunn. Ot acbeveig pe
AavBavovsa pupatioon (TB) apénet va Aappdvovy v kabiepopévn ovi-pokofaxtnpidtekn
Bepameia Tpv amd v Evapén g aywyns. YrevBopiletor 6Toug suvtayoypdooug 1oTpovg o kivouvog
YELOMG APVNTIKOV OTOTEAEGLATMV OTT| OOKILOGT0 OEPUATIKNG PLUATIVIG KO OTIC OUOTOAOYIKEG
€EETAGELC TNC VTEPPEPOVIG-YOLLLLOL Y10, TT QLHOTIOO, 0laitepa og acheveic ol omoiot ivar Papid
GpPOCTOL 1] VOGOKOTEGTAAUEVOL.

Ot acBeveic kKo ot yoveic/kndepdveg acbevav pe cuotnuatikiy NIA 1§ tolvapOpikn NIA wpénet va
kaBodnyodvion va {NTroovy 1Tptki] GOUPOVAN €AV TA EVOEIKTIKE Y10 TH QLUOTIOON
onpelo/copntdpata (T.y. exipovog Pryag, amdielo, BApovs, YOUNAOS TVPETOS) TAPAUTPOVVTOL KATH
T S1dpKeto 1 LETE amd TN Oepameiot AVTO TO PAPUAKEVTIKO TPOTOV.

Eravevepyoroinon 1oyevav Aoiuwewv

H emavevepyomoinon wysvav Aoudéemv (.. 16¢ nratitidog B) éxel avapepbel o Proloyucég
Oepameiec yio. T pevpatocdn apbpitda (PA). Te khvikég SoKIES TG TOGIALOVUAUTNG,
OTOKAEIGTIKE 1 CLUUETOYXN TV acBeVAV, 01 omoiot Bpébnkav Betucol oty e€étaon yia v nratitida.

Eminlokég e exkolnwuoritioog

[eproTatiKd S1TPNOoNG EKKOATMUATOC MG ETITAOKES TG EKKOATOUATITIONG Ogv Exouv avapepOel
ouyva og acBeveic mov Ehafav Bepamneia pe to Toctlovpdaunn (PA. mapdypaeo 4.8). Avto to
POPUOKELTIKO TPOTOV B0 TPETEL VOL YPT|CLLOTOIEITAL LLE TTPOGOYN G ACOEVELG LIE TPOTYOVUEVO
1GTOPIKO EVIEPIKOV EAKOVG 1) eKKOAT@UATITIONG. Ot acbeveic TOV TAPOLGIALOVY CUUTTMOLOTO TOL
TOOVOG VTOINADVOLV EMTAOKEG EKKOATMUATITIONG, OTMG EIVOL TO KOIALOKO GAYOG, 1 aitpopporyio
Kav1 ot ave&nyntes LetaforéG TV GUVNBEUDY TOV EVIEPOL GE GLVOVAGHO LLE TVPETO TPEMEL VAL
a£10A0YoVVTOL GUESH Y10 TNV EYKOLPT] O1AYVOGCT TNG EKKOATMUOTITIONG, 1 0010 EVOEYETAL VL
oyetileTon Le S1ITPNOT TOL YOGTPEVIEPIKOD COANVOL.

Avtidpaoeis vmepevoloOnoiag

"Exovv avapepbei coPapic avtidpdoeic viepevaictnciag, cvurepiiapfoavopévng g avapouraiog, oe
oyéon pe v toctlovpdaunn (BA. mapdypaeo 4.8). Ot avtidpdoelg avTég evosyetat va ival
coPapdtepeg kat TOovov Bovatnedpeg o€ acbeveig Tov Exovv KOINADCEL AVTIOPACELS
vepevarctnoiog katd tn didprela Tponyovuevng Bepomeiog pe TOoMEOVUAUTT), OO KoL EGV
&xovv AaPetl mpoBepameio e oTEPOEION Kot ovTusTOUVIKE. Edv exdnAwBel avo@uAiakTikn aviidpaon
1N GAAN cofopny avtidopacn vrepevaloOnaciog, 1 yopnynon TosIALoVUAUTNG TPEMEL VA O10KOTEL
dpeco, Oa mpémel va Eekvnoel n KatdAANAn Bepameia kot Oa mpémel va dlokonel optoTIKd 1 aymy.
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Evepyn nrotixn vooog kai nrwatikn ovelertovpyio.

H 6epancio pe tostmlovpdpmn, waitepa dtav yoprnyeitar tavtodypova pe MTX, evoéyeton va
oyetileTon pe aLENCELG TOV TPAVOAUIVOCHYV, ETOUEVOG T Oepaneia aoOevav pe evepyn NTaTKy VOG0
N NroTkn SvcAertovpyia npénel va eEetdletor TpocekTikd (PA. Tapaypdpovg 4.2 kat 4.8).

Hrorotolikotyro,

[Mopodikég N drokeimovoeg NIEG Kot PETPLES BVENTELG TV NTOTIKMV TPAVSOUIVOCHOV avapEpOnKoy
ovyva ue ayoyn e tostiilovudumn (BA. mapdypago 4.8). Iapoatphdnke avénuévn cuxvotnta TV
aVENCEMY ATOV KATA TN ¥PNoT SLVNTIKG NTATOTOEIKOV QUPUOKEVTIKOVY Tpoidvtav (1.y. MTX) ce
ouvdvacoud pe tosctmlovpdun. Otav evoeikvotan KAVIKA, o mpémet vo Aapfavovtal vToyT| Kot
GAheg e€etdoelc Tng NIaTikNg Agttovpyiog cupmeptlapfovopévng g yorepudpivig.

YoBapn nratikn PAGPN Tov TpoKaAeiTol amd PApLLKa, CUUTEPTAAUPAVOUEVNG TNG OEETOG NITATIKNG
OVETAPKELOG, TNG NTATITIONG KOt TOVL IKTEPOV, £YEl mapotnpnOel pe tocmlovpdunn (BA. Topdypapo
4.8). XoPapéc nmatikég PAaPeg eppoaviomray petald 2 eféouddmy Kol TEPIEGOTEPO amd 5 ypdvia
uetd v évapén g Bepameiog. ‘Eyovv avapepbel mepmtdoelg NmoTiknig aveTApPKELNG TOL £XOVV MG
amotéAecpa Letapdoyevon Nratos. Ot acbeveic mpémet va cupPfovievovral vo avalnTioovy apécms
Tpikn Pondeta edv eppovicovy onueia Kot GOUTTOUOTO NTOTIKNG PAGPNC.

H évapén g aywyng o acBeveig pe avénpévn apvotpaveeepdon g aiavivng (ALT) 1 aomaptikn
apwvotpavogepdon (AST) > 1,5 x ULN npénet va eEetaleton mpooektikd. e achevei e apykn
Tiu] ALT 7 AST > 5 x ULN, dev cuvietdrtol 1 Yopiynon g ayoyng.

Ye aoBeveic pe pevparoedn apbpitda, yryaviokvtrapikn aptnpitida, torlvapdpucn NIA kot
ovotnuatiki NIA, ta ALT/AST Oa apénet va, mapakorovbovvtal kdbe 4 mg 8 efdopnddeg yio Toug
TPMOTEG 6 PUNveg g Bepameiog, Kot otn cvvéyeto kKabe 12 efoopddec. o Ti¢ cuVIGTOUEVEC
TPOTOTOGELS, CLUTEPIAOUPAVOLEVIC TNG O1OKOTNG TG TOCIMEOVUAUTNG, e PAoT T ENimEd TV
Tpovoapvac®v, BA. mapdypaeo 4.2. ' avénoeig g ALT 1 g AST > 3-5 x ULN, 1 aymyn pe 6o
TPENEL VO, OL0KOTEL.

Awuoroloyixés drotapayés

"Exovv mapatnpndei peidoeig tov aplfpuod TV ovdETEPOPIAMY KOl TOV OLULOTETAM®Y LETA TN
xopnynon 8 mg/kg tooctlovpdunn oe cuvdovacpod pe MTX (BA. mapdypago 4.8). Evoéyeton va
VILApYEL ALENLEVOG Kivouvog ovdetepomeviag 6Tovg acheveic Tov £xovv akoAovdncel Tponyoduevn
Oepaneio pe avroyovioty tov TNF.

Xe aoBeveic mov dev &yovv mpornyovpévas vtoPAndet oe Bepamneio pe tostMlovpdum, 6ev GLUVIGTATOL
évapEn oe acBeveic pe ANC pkpotepo amd 2 x 10%/L. Oa npémel vo aoKeiTal Tposoyn Yo TV
eEétaomn Tov evdgyouévou Evapéng g Bepaneiog oe aoBevelc e yaunAd aplpnd aporetaiiov (OnA.
apduéd orpomeTariov kdtm amd 100 x 10%/uL). Asv cuvietdron ) cuvéyion g Oepaneiog oe aceveic
nov gpugaviCovy ANC < 0,5 x 10%L 9 apBuéd opometariov < 50 x 10%/uL.

H coPapn ovdeteponevia mbavdv va oyetileton pe avénpévo kivouvo coPapdv AomEE®Y, av Kol deV
VILAPYEL ELPAVIG CUCYETION AVAIESO OTIG LEIMGELS TOV OVOETEPOPIA®V KOl TNV ELPAVION cofapmV
AODEEMV 08 KMVIKEG SOKIES e ToGIA oV pd N PEYPL CTUEPQL.

Ye aoBeveic pe pevpatoedn apbpitda (PA) kot yryavrokvttapky aptnpitda (I'KA), ta
OVOETEPOPIAN KO TO AILILOTTETAALD Ol TpéTel va TaparkoiovBotviot 4 £mg 8 efdopddeg petd omd v
évapén g Oepameiag, Kol 0TI GUVEYELN COUPOVO, LE TN cLVNON KAMvVIKN TpakTikn. ['lo Tig
GUVIGTAOUEVEG TPOTOTOINGELS TNG 600G Ue Pdon Tov ANC kot tov aptBpd arponetarov, BA.
opaypapo 4.2.

Y& aoBeveic e cuoTUOTIKY VEaviKN 10107a01] apOpitida Kot ToALaPOPIK VEAVIKT 10107001

apBpitida, To OVIETEPOPIA KOl TO. OLULOTETAAN ol TPETEL VoL TapakoAOVHOVVTOL KOTA TN devTEPT
YOPNYNOT KOl LETENELTO. GCOUPOVA UE TNV 0pON KAMviK: TtpakTikh (BA. mapdypapo 4.2).
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AITOOLIKES TOPaUETPOL

e aoBeveic mov Elafav aymyn pe TootMEOVUAUT TopaTnPNONKAY GVENGELS GTIC ATLOALULKES
TOPOUETPOVG, CUUTEPTAAUPAVOUEV®V TNG OMKNG YOANGTEPOANG, TNG XOUUNANG TUKVOTNTOG
Mmonpateivng (LDL), g vyning mokvotntog Amonpmteivng (HDL) kot tov tpryAvkepidiov (BA.
mopdypoeo 4.8). v misioynoio Tov acBevay, dev vTPEE aHENCT TOV aBNPOUATIKOV SEIKTMOV KoL
01 QWENCELS TNG OMKNG YOANGTEPOANG avTamokpifnKay ot Oepameio e avTIMTISOUIKOVE
TOPAYOVTEG.

Y& 6A0V¢ ToVG acbevels, N EKTIUN O TOV MTSOLIKOV TopapéTpev Oo Tpénel vo tpayuotonoleital 4
¢mg 8 efdopddeg petd v Evapén tng Bepaneiog. H aviypetomion tov aclevav Ba npénet va yivetal
COLPOVO, LE TIG TOTIKEG KAWVIKEG KaTteuBuvtnpleg odnyieg yio TNV avTIUETOTION TNG VIEPATLOUIOG.

Nevpoloyikég dratapoyés

Ot 1atpol Oa mpénet va gival o€ EmaypOTVICT] Y10 GUUTTOUATO OV THOVMG LTOINADVOLY Evapén
VE®V KEVIPIKAOV ATOUVEAVOTIKGOV dtotapay®dv. H mbavotnta epedviong KeVIpIKng amopveAivoong
ue tootMlovpaunn givatl Ayvoot i Tov TapOVTOC.

Kaxonbeio

O «ivévvog kaxonfetog ivar ovénuévog otovg acbeveic e pevpartosdn apdpitda (PA). Ta
OVOGOTPOTOTOUTIKA POPUAKEVTIKA TPOIOVTO EVOEYETAL VO ALENCOVY TOV Kivouvo kaxonOetag. Ta
KAVIKG dedopéva dev eTapkovV Yo TV aEl0AdYNoN TNG EVOEXOUEVNG EMMTMONG TG KoKonOelog petd
amo v ékfeon oy TociAlovpaumn. Ot a&loAoyNoELg TG LOKPOYPOVING Ac@dAELng fpickovTal G
e&eMén.

Eupotiaouoi

Ta guPoha pe {dvtec 100¢ Ko Ta epPorta pe e&oobevnuévoug {dvteg 100¢ dev Oa Tpémel va,
XOPNYOOVTAL TOLTOYPOVO LE AVTO TO PAPHLOKEVLTIKO TPOTOV, KAOMDG 1) KAVIKT ACQAIAELN OEV EXEL
emPePorwbel. Xe pio Toyoomompévn SOKIUN AvoLyTNG EMGNLAVONGS, EVAALKES acbeveic pe PA vitod
Oepaneio pe tootlovpdunn kot MTX ftav tkavol va avartiEovy pio 0moTELECUATIKN AmdvInen, N
omoia NTav cuykpicwun pe Vv andvinon tov acfevov vto Bepaneio pe MTX pdvo, kot ota 6o
eupora t6so Tov 23-60vapov ToAVGUKYOPOUKOD EUPOAIOV TOV TVELHOVIOKOKKOV OGO KOl KO TOV
euPoriov yia Tov T0&0€1ON TETAVO. ZUVIGTATAL GE OAOVS TOVG acheveic Kot 1010iTEPO GTOVS

OO TPIKOVE T} NAIKI®UEVOVS 000eVEIC, VO £Y0VV OAOKANPDGEL OAEC TIG (VOCOTOINGELG TOVS GUUPOVOL
LLE T1G 1oYVOVGESG 00N YiES Yo TNV avocomoinet mpw and v évapén g Bepaneiog. To didotnua
petald Tov epforacumv pe (mvteg 1006 Kot TG Evapéng g Bepomeiog Oo mpémel va etvat cOUPOVO
LE TIG 1oYVOoVCEG KaTeLBVVTNPLEC 00MYiES Y10, TOV EUPOAIACUO OGOV QPOPE TOVG OVOCOKATUGTOATIKOVS
TOPAYOVTES.

Kapdioyyerarxog kivovvog

O1 acBeveig pe pevpatosdn apbpitda (PA) dwatpéyovv avénpévo kivouvo epupdvions Kapdloyyelokmv
SloTapay®V KOl TPETEL VO, AVTLLETOTLGTOVV Ol TOPAYOVTEG KIVOUVOL OV OVTLUETOTILOVV (TT.).
VIEPTOOT], LIEPAMTIDULLIR) 6TO TAAiC10 TG sV Bovg TEPIBaAYT.

20vovo.ouos e aviaywviotée TNF

Agv vrapyet gumeipio amd ) ypron toctmlovudunng pali pe aviaywviotég TNF 1 dideg rodoyikég
Oepaneiec o acbeveig PA. Agv cuvictdTar 1 1p1on TOL CVTOV TOV PAPUAKELTIKOD TPOIOVTOCCE
ovvdvacud pe GALoVG PLoAoyikodg mopdyovTes.

Acobeveic ue I'KA

H povoBepaneio pe toctmilovpdunn de Ba mpémel va ypnoyomoteiton yia tn Oepaneio o&eimv
VIOTPOTTMV KOBMG 1) OMOTEAEGUATIKOTITA GE 0VTO TO TAAIG10 dev €xel kabepwbei. Ta
YAVKOKOPTIKOEWN B0 TPEMEL VO YOPYOLVTOL COLPMOVOL LE TNV L TPIKN EKTIUNOT KOL TIG
KaTeELOLVTNPLEG OONYIEC TNG LOTPIKNG TPUKTIKNG.

Aaobeveic ue ovotnuatiy NIA
To obvdpopo evepyomoinong pokpoeaymv (MAS) eivor pia coPapn, areikntikn yuo ™ {on dtotapoymn
mov umopel va avantuydel og acbeveic pe cuoTnuatiKn veavikn Woradn apbpitida. Ze khvikég
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J0KIUES, N TostAMovpdumn dev Exel peretnBel og acBeveig Katd ) didpkela emelcodiov evepyon
GUVOPOLLOL EVEPYOTTOINGNC LOKPOPAY®V.

‘Exdoyo pe yvootr dpdon

IolvoopPixé 80 (E 433)

Kdabe mpoyepuopévn méva 162 mg nepiéyet 0,2 mg molvcopPucov 80.

Ta moAvcopPikd uropei va tpokoiécovy aAlepyikés avidpaoels. Ot acheveic e aliepyia ota
moAlvcopPikd dev Ba Tpémel va Taipvouy avTd T0 PAPLLUKO.

45 Allemopdaosic pe AL QUPPOKEVTIKA TPOIOVTA Ko GAheg pop@Eéc aiiniemiopacng
Aoxipég aAnieniopaong Exovv Tpayuatomombei povo og eviAkeg.

H tavtoypovn yopnynon piag epama 66ong 10 mg/kg toctmlovpdaunn pe 10-25 mg MTX pio gopd
™V gfdopdda dev glye KAVIKO onuavtiky exiopacn oty ékbeon oty MTX.

Ot avaivoelg appoKoKvnTikng TANOuoHoD dev £dei&av enidpacn g MTX, tov MEAD 1 tov
KOPTIKOGTEPOEWMV oTNV KABapon ¢ toctmlovudunng oe aobeveig e psupotoldn apbpitida. Xe
ac0eveic pe yryovToKuTTOptkn aptnpitida, dev mapatnpnnke enidpacn g adpoloTikng d0omg
KOPTIKOGTEPOEWOMV GTNV €KBEGT BTNV TOGUMIOVUAUTY.

H éxopaon tov nratikov eviipov CYP450 kataotéAietar omd Tig Kutokiveg, ommg ivar 1 IL-6, ot
omoieg dleyelpovv ™ xpovia PAeyHovY. Zuvendg 1 ékepacn tov CYP450 evoéyetan va avtioTpaget pe
™V €vapén oyvpng Bepaneiog avacToOANG KUTOKIVAY, OTTMG €ival TO ToGTAMEov ).

Aoxéc in vitro_oe kaAMépyeieg avOpOmvav nratokuttapmy £6ei&av 0t 1 IL-6 mpokdiese psioon
g ékppaong tov evidpmv CYP1A2, CYP2C9, CYP2C19 kaw CYP3A4. H tocimilovpdunn
OLLOAOTIOIEL TNV £KQPOCT) QVTOV TV VDUV,

Ye o dokiun og acbeveig pe PA, ta enineda g owpactotiviig (CYP3A4) peidbnkav katd 57 % pio
efooudd PeTd amd epanas d0oT TOGIAMLOVUANTT, GE ENITEDO TAPOUOLO0 1| EAGYLOTA VYNAOTEPO ATO
OVTO TOL TOPOTNPNONKE GE LY ATOL.

Kotd v évapén 1 ) daxonn tng Oepaneiog pe tocimlovpdunn, ot acheveig mov Aopfdavoovy
QOPUOKEVTIKE TPoTdvTa Tov puOuilovtal e&atopkevpuéva kat petaforilovtar péom tav eviopmy
CYP450 3A4, 1A2 1 2C9 (m.y. nebvrmpedvilordovn, de&apebaldvn, (Le tnv mbovotnta cuvepouon
OTEPNONG Y1 T 0O OTOUATOG YAVKOKOPTIKOELDT), ATOPPacTaTiv), OVAGTOAELS S100A®mV 0oPeoTiov,
BeouArivn, Bapeapivn, phenprocoumon, poawvtoivy, kukAoomopivn 1 Beviodialemiveg) Tpémet va
TopoKoAovOoVVTOL Yot EVOEXETAL VO, aanteiTal ovENCT TOV dOGEMV Y10, TN SlaTPN o™ TG
BepamevTikng dopdong. Aedopévng tng peyding didpretog nuilmng amoPoing (t1/2), n enidpaon g
toctMiovpdunng otn dpactnpiotnta tov evivpov CYP450 evdéyetar vo cuVEXIGTEL Y100 APKETES
efdouGoeg petd amod ) dlakonn g Oepomeiog.

4.6 Tovipétnra, kONON KO yorovyia

IMuvaikeg o€ ovamapay®ytkn nikio.

O1 yvvaikeg o€ avamopaymykn nAikio 0o TPETEL VO YPNGILOTOOVY OTOTELECUATIKT AVTIGOAANYT
KaTA TN O1dpKela Kol yio péypt kot 3 unveg petd amd t Bepameio.

Kvnon
Agv vdpyovy emapkn ototyeia amd T XpNon Tov ToctMLOLVUAUTT og €YKVOVE yuvaikes. Mia dokiun

o€ (Do £de1&e avénuévo kivovvo avtopatng arofoing/euppuikod Bavatov og vynArn doom (PA.
mapdypapo 5.3). O mbavog kivéuvog yio Tov dvOpomo gival dyvmoTog.
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To Avtozma dev Oa Tpémel va YpNOLOTOIEITOL KATA TN SIAPKELD TNG EYKLHOCLYNG EKTOC €AV lval
COQOC omapuiTnTO.

Oniacudg

Eivaw dyvooto gdv ) toctlovpdunn omekkpivetal oto avOpmmivo yéio. H anékkpion g
ToctM{ovpdumng oto yaia dev €xel peletnBel oe Lma. Ipokepévouv va Anebel amdeacn oyeTikd pe T
dtokom ¢ yolovyiog M) T dlakomn/amoyn oo ) Oepaneio pe Avtozma, mpénet va Aapudveton
YN 10 OPELOC TNG YaAovyiag Yo To TTondl Kot To 0peLOC NG Bepameiag yia T yovaika.

Tovipdtta

Ta SaBéoipa un KAiKG dedopéva dgv LTOSEIKVOOVY ETIOPACT] TNG AYWOYNG e TOGIAILOVUAUTT OT
YOVILOTNTAL

4.7 Emopacelg 6Ty IKAvVOTITE 001]Y161)G KOL YELPLGHOV P UVIILATOV

H tooctulovpaunn €xet uikpn enidpoot Ty KavOTnTo 001 yNoNG KO XEPIGUOD UNYAVILOTOV , T.Y.
CaAn (PA. mopdypogo 4.8).

4.8 AvemOOunteg evépyereg

20voym Tov TPOPIA 0oQGAELNC

To wpopik acpdrelag Tpoépyetan amd 4.510 acbeveic mov ektédnicav otny TostMoVUAUT G
KAMvikég dokipés. H mietoymopio avtdv tov acBevdv cuuETElYE 68 dOKIUESG TG PEVUATOELO0DE
apBpitidag twv evniikov (N = 4.009), evd 1 vwOAOIN eumELPia TPOEPYETOL ATTO OOKIUES
yryavrokvttapikig aptnpitdag (n = 149), moivapbpikrg veavikng wiomafovg apbpitidag (n = 240)
KOl GLOTNUATIKNG VEaVIKTG Wtomafong apbpitidac (N = 112). To mpoid ac@drelog g
T0GIMLOVUAUTNG O OVTEG TIC EVOEIEEIC TAPAUEVEL TOPOUOLO KOl 1] SLOPOPOTTOINLEVO.

O1 o ovyva avapePOLEVEG AVETIOOUNTES AVTIOPACELS NTOV AOIUDEELS TOV AVAOTEPOV OVATVEVGTIKOD
GULGTHOTOC, PIVOQOPVYYITIdN, KEPaAaAyia, vVTépTacn Kot avénuévo eninedo ALT.

O1 o coPapég avemBounTeg avtidpdoelg Mrav ot coPapég AOUMEELS, 01 EMTAOKEG TNG
EKKOATIMLOTITIONG KO O avTIOpAcEIC VItEpEvOIcOnGiag.

Aloto ovemfountmv ovTidpacemy o€ LopET TIVOKO,

AvemBounteg avtidpdoelc amd KAMVIKEG SOKIUES Kal/M amd eumelpia omoktnOeica petd tnv
KUKAOPOpia TNG TOGIAMLOVUAUTNG GTNV oyopd, BAcEl avBOpUNT®V OVAPOPOV TEPIGTATIKOYV,
BBAOYPOQIKOV TEPIGTATIKMY KOl TEPICTUTIKAV OO TPOYPAUUOTO U1 TOPEUPATIKOV SOKIUDV,
mopatifevtal otov [livaxa 1 kot tapovsialovtal avd katnyopio opyovikod cvotipatog MedDRA. H
avtioctoym katnyopia cuyvotntog yio kdbe ADR Baciletarl otnv axdiovdn cOupacn: ToAd cuyvi
(= 1/10), cvyvn (= 1/100 €émg < 1/10), un ovyvn (= 1/1.000 émg < 1/100), ornavia (>1/10.000 £mg
<1/1.000), ToA¥ omavia (<1/10.000) , ko un yvoot coyxvotnta (dev pumnopei va, ektiundet omd to
Srobéotua dedopéva). Eviog kabe opddog cuyvotntag, ot avemdiunteg evépyeleg mopovcetaloviat e
oelpd pbivovsog cofapdtnToc.
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Iivokog 1. Aioto, tov avemBountwy oviiopacemy mov TopovoIaoTKOY 0€ Aoleveis oo éAafoy
Oeporeio pe tooililovudumn.

Katnyopia/ TUYVOTNTES KOTYOPLOV UE TOVS TPOTIUMUEVOVS 6POVG
Opyaviké IToAV ovyvég Xuyvég Oy ovyvég Xaavieg IMoAY omavieg
oVvotnua (SOC)
kotd MedDRA
Aoméeig kot Aowméeig tov | Kvtropitida, ExxoAmopoatit
TOPACITOCELS aAvVATEPOL IIvevpovia, da
avOmTVEVGTIKOD | ATAGG
GLOTIHHLOTOG GTOUOTIKOG
épmng, 'Epmng
Cwotpag
Awtapoyég Tov Agvkomevia,
a{LloTog Kot Tov Ovdetepomevia
AELOIKOV ,
GUOTIHLLOTOG Ynoivwdoyova
wio
Awtapoyég Tov Avopoiaio
AVOGOTOUTIKOD (Oavatnedpa)t
GUGTAIOTOC 23
Evdokpvikég YnroBvpeoedio
STopoyés nog
MertapoAuég kot Yrepyoinotep YreptpryAvkep
SLTPOPIKES o-Aoupio* Worpio
Srataporyég
Awtapoyég Tov Kepoararyio,
VEVPIKOD Z6An
GUGTNUOTOG
Awtapoyég Tov Emnepukitida
o@HaAuon
Ayyelokég Yréptaon
Srataporyég
AVOTVELGTIKES, Bnyoag,
Bopakicég Avemvola
SoTopoyEg Kot
SaTopoyég
pecofwpakiov
Taotpeviepiég Kotuako Ytopotitida,
SaTopoyég ayoc, Tootpucod
E&éikmon tov | éhkog
GTOUOTOC,
Tactpitida
Hrotoyohwkég Emayopevn Hrotikn
SaTapoyég omd APLAKO OVETAPKELL
NTOTIKN
pArapn,
Hratitida,
‘Tktepog
Awtapoyég Tov E&avOnpa, Yovdpopo
SEPILOTOG KL TOV Kvnopog, Stevens-
VIOdOPOV 1GTOV Kvidmon Johnson®
Awtapoyég tov NeppoiBioon
VEPPOV KOl TOV
0VPOPOPWV 00DV
Ievikég dwatapayés | Avtidpaon oto | Ileprpepucd
KOl KOTOOTAGELS onpeio éveong | oildnua,
ot 0éon Avrtidpaon
xopfiynong
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Katnyopia/ LUYVOTITES KOTIYOPLAOV IE TOVS TPOTLUMUEVOVG OPOVg
Opyoviké IToA¥ cvyvég Yuoyvég O ovyvéc Xravieg oAb oravieg

oVvotnpa (SOC)

katd MedDRA
YrepevaoOno
oG

Atepeuvnoeig Avénpéveg

NROTKES
TPOVOOUVAGES
, AvEnpévo
papoc,
Avénpévn
OAIKN
yorepuBpivn*

*[epilapfaver avlnoeig, o1 omoieg ovlAéyovror oto Thaioto g ooviiBoug epyactnplakns Topaxolovdnong ( PAéne to
TOPOKATO KEIUEVO).

'BA. Hapdypagpo 4.3

2Bj. Hapdypapo 4.4

SAvti n avemObunty evépyeia eviomiotnie uéow mapakolodOnong UETE TV KuKAOPOpIo TOV Papudkov, 0iAé dev
rwapoTnpnOnke oe eAeyyoueves KAvikég dokwués. H xatnyopio ovyvotntog ektiundnie g 1o avaotepo 0pio Tov O100THUATOS
eumiaroobvis 95 % mwov vmoloyiotnie e foon tov aovorixd opiOuo twv aclevav wov extédnray oty TocMLOVUApUTN o8
KAIVIKES OOKLUEG.

Heprypaon) emieypévav avemBountmv gvepyeldv (vroddpia yprion)

AacBeveic ue PA

H acpddeia tng vrodoprog toctlovpdunng otn pevpatoedn apbpitida (PA) mepiiopPavet
ook SC-1, pio StmAd ToEAT, eheyyouevr, moAvkevipikn dokiur. H SC-I ftav pio dokiun pn
KATMOTEPOTNTOC, 1] OTO10L GUVEKPIVE TNV ATOTEAEGLATIKOTNTO, KOL TV 0oPdAEln TV 162mg
xopnyovuevev kdle pio efoopdda Evavtt tov evoopiefing yopnyovpevov 8 mg/kg oe 1.262 acbeveic
pe pevpatoeldn apbpitda (PA). Orot ot acBeveig EraPav pn frodoyikd DMARDs wg factkn
Oepaneio. H ac@diela kot 1 avoGoyoviKOTTa, 01 07101EC TapatpONKaAY Y10 TO VTOSOPIWS
YOPNYOVLEVO TOGTMEOVUAUTT TAV GUVETNG LE TO YVMOGTO TPOPIk ACPAAELNG TOV EVOOPAERLOV
TOGIMEOLUAUTT KoL eV TapaTn P ONKay VEEG 1] U1 avoueVOUEVES avemBOUNTEG avTIdpacElS (PA.
[Mivaka 1). Yynidtepn cvoyvotnta avidpdoemv ot 0€om g éveong mapotnpfdnkay ota GKEAT TNg
VTOSOPLOC YOPTYNONE CLUYKPLTIKG LE TIG VTOSOPIEG EVECELS EIKOVIKOD PUPUAKOVD 0TO GKEAT TNG
EVOOQAEPLOG YopNYNONE.

Avudpdosic e Oéong éveong

Kotd ™ dibpkela g eleyyopevng meptodov diapkelag 6 unvav, otn perétn SC-1, n cuyvomta tov
avtidpacemv otn 0o g Eveong tav 10,1 % (64/631) ko 2,4 % (15/631) yia 116 v0dOpLeg EVEGELG
TOGIMEOVUAUTT KO TIG VTTOOOPLEG EVECELG EIKOVIKOD (papudikov (opdda evooprERLog yopnynong) ava
efdoudoda, avtiotorya. O cuyKekplUEVES avTIOPAcELg ot 0€om TG éveong (cuumeptAapfovoprévon
TOL EPVONUOTOC, TOV KVNGLOV, TOV TOVOL KOl TOL OLUATMIOTOG) NTOV NTLES £mG PLETPLEG o€ PapvdTnTa.
Ynoydpnoav otny mAgioyneia toug ympig Oepaneia kot kopio dev KabioTovse amapaitntn
S10KOTY| TOV PAPUAKOV.

Ovdetepopilo.
Kotd tov taxtiKo epyacstnplakd EAeyy 0o Tapakorovdnong, oty eleyyopevn Kiwviky Aok SC-I

Sibpretog 6 pnvov g TostM{ovpdumng, telwon otov apldud Tov ovdetepopilov katm arnd 1 x 109/L
onpewdnke oto 2,9 % tov acBevov, ot oroiot Aappavay Tnv vrodopa gfdopadiaio d6GN.

Aev vifipEe GOPNG GYECT OVALESO GTIC HEIOGELG GTOV aplOud TV ovdetepogilmy kdtw amd 1 x 10%/L
KOl TNV ELPAVIOT coBapdv AoUDEE®V.

Awomeradio
Kotd tov taktikd epyactnplakd Ereyyo mopakorlovdnong, oty ereyyouevn kKAvikn Aokiun SC-I

dlapkelog 6 UNvav g TootMOVUAUTNG, KOVEVOS amd Tovg 0o0eveic TG LITOdOPLUG Efdouadtaiog
d6omng Sev eppdvice peimon otov apdud twv aponetoMov oe <50 x 10%/uL.
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AvEnoeic nroTik®y poveouIvacmy

Kotd tov TaxtiKo epyaostnplakd EAeyy 0o Tapakorovdnong, oty eleyyopevn Kiwviky Aokiur SC-I
ddpkelag 6 UMvov g TosIMLovIauTN G, TopatnpnOnke avénon oty ALT 7 tqv AST > 3 x ULN o¢
1060010 6,5 % Kot 1,4 % tov acBevov, avtictotya, otnv vroddpla fdopadiaio d6oN.

Amdoupikég mopoueTpol

Kotd tov taktikd epyactnplakd Ereyyo mopakorlovdnong, oty ereyyouevn kKAvikr Aokiun SC-I
ddpkelag 6 pnvav g tostiovpapnng, 19 % tov acbevav epedvice gppévovsss avénoelg oty
OAKN YoANGTEPOAT > 6,2 mmol/L (240 mg/dl), pe 10 9 % va eppavilel eppévovca avénomn oty LDL
ot > 4,1 mmol/L (160 mg/dL) otnv vrodopia efdopadiaio d6oM.

Aocbeveic ue ovarnuatixy NIA

To wpoeik acpaireiog Tov VTOSOPLOL ToGIAMCoV AT a&loloynOnke o 51 Tadlatpikovg acBeveig
(mAwciog 1 €wg 17 e1dv) pue cvotnuatiky veovikn wtomadn apbpitida. evikd, ot avemBiunteg
EVEPYELEG 0E 00DEVELG [LE CLGTNUOTIKY VEAVIKT 1010701 apOpitida Tav TapoOUoleEg 6 €160C e EKEIVEG
nov mapatnpninkay oe acbeveic pe pevpatoedn apbpitida (BA. Tapdypapo 4.8).

Aowuawéeic

To moc00t6 AomEemv oe acheveic e cuoTnUATIKN veavikT Wtomadn apbpitida Tov Elafav
Oepamneio e VTOOOPL0 TOGIMEOVUAUTT HTAV CLYKPIGIUO LE TOVS 0CHEVEIS [LE CUOTNUATIKT VEAVIKN
Wionadn apbpitda mov Erafov Bepameio e evooEAEPLo TocMoLUAUTT).

Avtdpaoeis aro onueio e Eveang

Y1 dorpn vrodopuag xpnons (WA28118), cuvolkd 1o 41,2 % (21/51) tov acBevadv e GUOTNLOTIKY
veavikn 1dtomadn apbpitida epedvicay avtidpdoelg oto onpeio e £veong Ue To VTOdOP1o
toctM{ovpdpmn. Ot o oLy vEG avTIOPAGELG 6TO oNElo TG Eveong NTov epvnua, kKvnoudc, TOvog Kot
oidnua oto onueio g éveonc. H mietoyneia tov avidpldoemv 6to onueio g EVEoTG OV
avaeépOnkav Nrav cvpPdvra Badpov 1 kat dheg o avtidpacels 6to onpeio g £veong mov
avaeépOnkav NTav un coPfopéc Kot kavévag actevng dev Expnle andovpong g Bepaneiog 1 dtokomn
g 06oMC.

Epyaotnpraxéc ovouolticc

2NV avory TG EMGNUAVONG dOKIUT VTodopLag ypnons 52 efdouddwnv (WA28118), peimon tov
apdpod tewv ovdetepogitmv katw omd 1 x 10°/ L napoatnpndnke oto 23,5 % t0v 060evdv mov
EhaPav Oepomeia pe vodopro Tostovuaunn. Meidoelc Tov aponetarinv kétwm amd 100 x 103/ pL
mapotnpnOnkay 1o 2 % tov acbevav mov Ehafav Bepaneia e vTOdOPLO ToGLMoV AT, AVENON
oe ALT 1 AST og > 3 x ULN eugpaviotke o€ 9,8 % w1 4,0 % tov acbevav mov Erafav Oepaneio pe
V0d06P10 TOGIMEOVUAUTY, AVTIGTOLYAL.

Aimidiéc mapauetpor

2V avoryTig Mo LavVenS dokin vroddprag xprons 52 efdouddwv (WA28118), to 23,4 % kot 10
35,4 % tov acBevav eppavicay avénon g tipung LDL-yoAnotepoing petd v évapén g Bepaneiog
o€ > 130 mg / dL kot Tng cuvoAkng TG xoAnotepoing oe >200 mg / dL omowadnmote otiyun katd
™ odpketa ¢ Bepameiog SokUnG, avTicToLya.

AocOeveic ue molvopOpixn NIA

To wpopik acedrelng ToL VTOSOPLOL TOGIAMEoV AT a&loAoyNONKe Kot o 52 ToudlaTpikovg acheveig
ue moivapOpikn NIA. H cuvoiikn ékbeomn tov acbevoic 6t T001MEOVUAUTT GE OLOKATPO TOV
mAnBuoud éxbeong pe modvapOpuc veavikn wionadn| apbpitda ntav 184,4 achevo-£tn yia
evooAEPLa yoprynon kat 50,4 acbevo-£tn yio TNV voddpia yopnynon toctilovpdunne. I'evikd, to
TPOQIA acPAAELOG TTOV TapaTnPONKe 6ToVG aebeveic ue molvapOpikn NIA ftav cuvenég e to
YV®OGTO TPOPiAk acpdrelag TG TootMlovpaunng pe e€aipeon Tic avTdpdoelg ot 0éom g éveong (BA.
[Tivaka 1). Ot acBeveig pe molvapBpikn NIA eppdvicav avtidpdoeig otn B€om tng Eveong KOTOTLY
VTOJOPLOG YOPIYNONG HE HEYOADTEPT] GLYVOTNTA GE GUYKPLON UE TOV EVIiAKo TANOVGUO te
PEVUATOELON apOpitida.
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Aowuwéerc

2 SOKIUN TG LITOSOPLUG YOPYNONGS THS TOSIAMLOVUAUTNG, TO TOG00TO AolU®ENG 6ToVG 0ebeveig e
moAvapBpikn NIA mov éafov vTodoplo TOGIMLOVUAUTN NTOV GUYKPIGIHO LE TO TOCOGTO TV
acBevav pe molvapBpiki NIA mov Elafav evoopréfio tostmlovpdpm.

Avtidpdosic ato onueio e Eveong

"Eva cuvolkd mocooto 28,8 % (15/52) tov acbevav pe morlvapdpikn NIA gppdvice avtidpacelg 6to
onueio g éveong kaTdmLy LodOPLOC YopNYNoNS ToctAlovpdumn. Ot ev Ady® avtidpdoetg
eupaviotnkoy og 10600t6 44 % 10V 00bevav pe copatikd Bapog > 30 kg oe oxéon ue 14,8 % tov
acBevav pe Papog kbt tov 30 kg. Ot o cuyvéc avTdpdoelg oto onpeio g EVeong fTav TOTIKO
gpuinpa, oidnuo, CUATOH, TOVOS Kot KvNopog. OAeg ot avTidpacelg 6To oneio g £veong mov
avagépnkav NTov un cofapd cupuPdvte Babuov 1 kot kopio omd Tig avtidpaoels avtéc dgv
OTOITOVCE TNV ATOGVPCT) TV 0oBeVAOV amd T Bepaneio 1 Tn dokony| tng S6oNC.

Mn pvo10AoyiKéc epyaoTnPIOKES TIUES

Kotd tov taktikd epyactnplakd EAeyyo oe 0OAOKANPO ToV TANBuGUO oV eKTEONKE 0N
tostmlovpdpmn, peiwon otov apldud Tov ovdetepopilov katom and 1 x 10%/L mapatpridnke cto
15,4 % tov acBevav mov érafav Toctilovpdunn pe vrodopla yxoprynon. Mia avénon otnv ALT 71
v AST > 3 x ULN mapatnprfnke og 1060016 9,6 % ko 3,8 % tev acbevaov mov Eafav
TOGIMEOLUAUTY pe vToddpia yopnyNnon, avtictoya. Kaveic amd tovg acbeveic mov hafav
T0G1M{OVUAUTN HE VTOSOPLA YOpTYNoT dev eppavice peimon otov apldud aponetodiov < 50 x 103/
uL.

Aimidiéc mapaueTpol

21 doKipr| vVoddPLHG YopNynons, mocooto 14,3 % xar 12,8 % tov acBevav tapovoiacav adéEnon
Uetd v Evapén g perémg oty T g yoAnotepoing LDL > 130 mg/dL kot 6ty Ty oAIKNG
xoAnotepoAng > 200 mg/dL g omoladnmoTe YPOovIKN GTIyUn Kotd T Oepaneio TG SOKIUNG,
avticToya.

Aaobeveic ue 'KA

H ac@dieia tov vodoplov toctalovpdunn éxel pedetdei e pia doxyun @aong T (WA28119) pe
251 acbeveic pe yryavrokvtropikn aptnpitida. H cuvolikn dudpkela tov 10V acbevav oe oAOKANPO
Tov TANOvo o £kbeonc ot Tooclovpdunn ftav 138,5 acbevoét katd tn 12unvn dmhd ToeAn,
gleyyouevn LE EIKOVIKO PapuaKo @don g dokiuns. To cuvolikd TpoPil acpdielag wov
mapoTnPeNONKe oTIg opddeg Oepameiog ™ TOGIMIOVUAUTNCHTOV GUVETEG LUE TO YVWOGTO TPOPIA
ac@dierog g tostmlovpdumng (PA. IMivaka 1).

Aowwéerc

To 1060016 TV cLuUPavtov Aoipméng/cofapnig AoiumEng NTay IGOGKEMOUEVO AVAUEGH TNV OLOSO
ToV gfdopadiaion Tostmovpdunn (200,2/9,7 coppdavta avd 100 £t acbevav) EvovTt Tov opdowmy
mov EAafav gite e1KOVIKO PAPUOKO GE GLVIVAGHO LE TPEdVILOVT G oTAdIOKN Heimon Yo 26
efdoudoeg (156,0/4,2 cvuPavta avd 100 &t acbevav) gite elkovikd EAPUAKO GE GUVOIVUCUO LE
wpedvilovn oe oTadlakn peimon yuo 52 gfdopnddec (210,2/12,5 coufava avd 100 £t acevav).

Avtidpdoeic oty Géan e éveonc

2nv opdda tov gfdopadiaiov vroddplov toctiovpdunn, cuvolikd 6% (6/100) tov acbevaov
avEQEPE OVETOOUN TN avTidopaoT oV onueldnke otn B€om g VTOdOPLOG Eveonc. Aev avapépOnke
coPapn avtidpacn otn BEon ¢ Eveong wg cofapd avemBiunTo copPav 1 Tov va Expnle daKomng
g Oepoameiog.

Ovdetepopilo.

Kotd tov epyaotnplord EAeyyo TapakoAovdnoTg pouTivag oty EAEYXOUEVN KAVIKT] LEAETT] OLAPKELNG
12 unqvév g TostMovpdunng, peinon otov aptdud Tov ovdetepopilov kétm amd 1 x 10%/L
onpewdnke og 4% tov acbevav otnv opdda tov gfdopadiaiov vroddplov toctiiovpdumn. Avtd dev
mopoTnpnONnKe o€ Kopio and TIg OUAdEG TOV EIKOVIKOV PAPUAKOL 68 GUVOLOCUO UE TPEIVILOVT VIO
OTOOWOKY| PElOT).
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Aworetdlio,

Kotd tov epyaotnplord EAeyyo TapakoAovdnoTg pouTivag oty EAEYYOUEVN KAVIKT] LEAETY] OLAPKELNG
12 unvov g toctalovpdaunng, évag acbevig (1%, 1/100) otnv opdda g efSopadiaiog vTodopLoG
YOPNYNONG TOGIAMLOVUAUTN EPPAVIGE Eva EMEIGOOI0 TOPOIIKNG LelmonG TOL aptBpod TV
apontetariov oe <100 x 103/ pL yopic oxenildpeva arpoppoyikd copupavo. Ay mapotnpnonke
ueioon otov apdud tov aponetariov kédtm amd 100 x 10% / uL ce omowadfmote amd T1C opddec Tov
EIKOVIKOD QOPUAKOL 6€ GLVOLAGHO LE TPedVILOVT VIO GTAUSLOKY pelmon).

Avénoeic nrotik@v pavoouvacmv

Kotd tov epyaotnplord EAeyyo TapakoAovdnoTg pouTivag oty EAEYYOUEVN KAVIKT] LEAETY] OLAPKELNG
12 unvaov ¢ tostmlovpdunng, mtapatnpndnke avénon otnv ALT >3 x ULN o€ mocooto 3 % tov
acevav otnv opdda tng efoopadiaiog vwoddpLag YopNYNoNS TOSUMIOVUAUTT GUYKPITIKE [LE TOGOGTO
2 % o1V oplada TOL EIKOVIKOD QOPUAKOV GE GUVIVACHO LE OTOIIOKA UELOVUEVT] TPEdVILOVN Yo 52
ePoopAdeCs Kat kapio avENoT oTNV OUEON TOV EIKOVIKOD QOPIAKOL GE GLVOLACHO LLE GTASIAKA
peovuevn TpedviLovn yio 26 gfdopadec. Iapatnpndnke avénon oty AST > 3 ULN o€ mocooto 1 %
TV acfevov oty oudda g efdopadiaiog vToddpLag YOPTYNONS TOGTAMEOVUANTT, GUYKPITIKA e
Kavévo actevni 6 0moldNTOTE OO TIC OUASEC TOV EIKOVIKOD QOPUAKOD GE GUVOVAGHO LE CTOSIOKA
pelovuevn TpedviLovn.

Aiwoudiuikéc mopousTpot

Koatd tov epyaoctnploxd EAeyyo mapakolovdnone poutivag otnv eAEYOLEVN KAVIKT LEAETT] OLUPKELNG
12 unvov g toctalovpdunng, 34 % tov 0ofevav pEavIce ELUEVOVGES OLENCELS OTNV OAIKT|
YoAnotepOAN > 6,2 mmol/L (240 mg/dL), pe to 15 % va epeavilel eppévovoa avénorn otnv LDL

ota > 4,1 mmol/L (160 mg/dL) oty opdada g efdopadiaiog veodoplag yoprynong
toctaovpdipmn.

Heprypaon emieypévov avembountwv evepyelmv (evooréfia ypriomn)

AacBeveic ue PA

H acpddeia tng tostmlovpdunng Exet peretn el oe 5 OumAd TopALS, eheyydpeveg dokipég Daong M1
KO OTIG TTEPLOSOVG EMEKTACNG TOVG (BA. Tapdypapo 5.1).

O ovvolikog wAnBvouog eAeyyov nepriaufavel 6Aovg Tovg acbeveic amo TIc SmAd TVEAES Pdoelg KaBe
Baotkng SoKIUNG amd TNV TVYOLOTOINGT UEXPL TNV TPAOTN ALY 6TO BEPUTEVTIKO TYNLA 1| LEXPL TA
dvo ypovia. H mepiodog eréyyov o 4 amd Tic SoKipuéG nrav 6 uivec kot o 1 doxun Ty Emg 2 €.
Y11¢ dSumhd TPAEC edeyyoueveg dokuég, 774 acbeveic Edafoav 4 mg/kg ToctM{ovpaunn 6€ GUVSLAGUO
pue MTX, 1.870 acbeveig éAapav 8 mg/kg toctmlovudunn oe cuvovacud ue MTX / diia
TPOTOTOMTIKA TG VOcOoU avtippevpatikd eappaka (DMARDSs) kot 288 acleveic Elafov
povoBepameio pe 8 mg/kg tostaiovpaumn.

O ovvodixog AinBvouog éxleons mephapfavel OAovg Tovg aobeveic ol omoiot Edafav TovAdy loTOV pin
8001 tostMmlovudunn, gite otV SITAG TVQAN EAEYYOUEVN TTEPIODO EITE GTNV AVOLKTNG ETICTLOVOTG
@aon emékTaonc TV doKuav. Ao toug 4.009 acbeveic o€ avtd Tov TAnBucud, 3.577 acbeveic
éhapav Bepomeio Yo TovAdyiotov 6 unveg, 3.296 acbeveic EhaPav Bepameia yio TovAdyotov 1 €toc,
2.806 acbeveic Elafav Oepoameio yio TovAdyioTov 2 £ Ko 1.222 acBeveig EhaPav Oepameia yia 3 €.

Aowuwéerc

211c EleyyOUEVES SOKIUES SLAPKELNG 6 VDV, TO TOGOGTO OAMV TV AOTUDEEMV TOV avaEEPONKaY LEe
mv ayoyn 8 mg/kg tociilovpaunn o cuvovooud pe DMARD ftav 127 copuBavta ové 100
acBevoétn og ovykpion pe 112 coppdavra ava 100 acBevoétn otny opdda wov ELafe EKOVIKO
eappoako cuv DMARD. Z1ov mAinfuoud pokpoypdviog £kbeomng, To GUVOMKO TOGOGTO TOV AOUMEEDV
pe tostovpdunn ftav 108 copfavta avda 100 acBevoétn Ekbeong.

2116 EleyyOpeveS KAMVIKES SOKIUES SLAPKELNG 6 UNVDV, TO TOGOGTO TV GORUPOY AOUMEE®V LE Ta

8 mg/kg toctlovudunn cuv DMARD ftav 5,3 cupfdavta avd 100 acOevoétn éxbeong cuyKPITIKE e
ta. 3,9 cupPdvta ava 100 acOevoétn ékBeong oty opdda mov EhaPe eucovikd edpuako cvv DMARD.
21 dokiun povobepamneiog, T0 10600t TV coPapmv Aoméewy ftav 3,6 cuppdvta avda 100
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aoBevoétn ékbeong oty opdda g toctmlovpdunng kot 1,5 copfavta avd 100 acBevoétn EkBeong
otV opdda g MTX.

Ytov mAnBucpud pakpoypoviag EkBecns, T0 GUVOAIKO TOG0GTO TV GOPAPOV AoUMEEDV
(Baxtnplokav, 10yevodv Kot LoknTnetk®v) ntav 4,7 copfavta avd 100 acBevoétn. Xtig avapepbeiceg
coPapég AOUMEELS, OPIGLEVEC €K TV OTTOI®V glyov Bovatneopo KatdAnEn, coureptlappdvovtor 1
evepyos PLUATIOOT), 1 OTTola UTOPEL VO ELPOVIOTEL L EVOOTVEVIOVIKN 1] EEMTVEVIOVIKT] VOGO, Ol
dMONTIKEG TVELOVIKEG AOUMEELS, GLUTEPTLOUPBOAVOUEVIC TNG KAVTIVTIOGNC, AoTEPYIAMAMOTG,
KOKKIO10E100 LUK TIOGTG KOl TTVELLOVING 0d TVEVUOKVGTN jirovecii, 1) Tvevpovia, 1 Kuttapitioa, o
épmng (OOTNPOG, 1 YOOSTPEVIEPITION, 1 EKKOATOUOTITION, 1) onyoipic kol 1 Paktnplokn apOpitida.
"Exovv eniong avapepbel Tep1oTATIKA EVKOIPLAKOV AOTUDEEMV.

Aidueon mvevuovorabeio,

H dwtopaypévn mvevpovikn Aettovpyio vogyetan vo, an&Noet Tov Kivouvo gppavions AOTUOEEDV.
"Exovv vrdpéet avapopéc petd amd v KukAo@opia dldpeong Tvevpovordoelog
(cvumepthapPovouévng TG TVELLOVITIONG KOl TNG TVELLOVIKNG VMOTG), LEPIKEC EK TV OTOI®V glyov
Boavatneopec expaoerc.

Lootpeviepixn didzpnon

Kotd m dibpkela ereyyopevmv KAVIKOV SOKIUOV SEPKELNG 6 UNVAOV, TO GUVOMKO TOGOGTO
yoaotpevteptkng didtpnong Nrav 0,26 couPavta ava 100 acbevoétn ot Bepancia pe toctlovudunr.
2tov TANBuoUO pokpoypdvias EKBECTG, TO CLVOAMKO TOCOGTO YOGTPEVTEPIKNG dtdTpnone Ntav 0,28
copupdavta avd 100 aoBevoétn. AvapopEc Y10 YOSTPEVTEPTKT] SLATPN O HE TOGTMEOV AT
avaPEPONKaV KUPIMG MG EMTAOKES TNG EKKOATMUATITIONS, OTIS OTOIEG GLYKOTAAEYOVTOL
YEVIKELUEVT] TUMONG TTEPLTOVITION, 1 SLATPNON TOL KUTMTEPOV YOGTPEVTIEPIKOD GLGTHUATOC, TO
oupiyylo Kot To omOGTN L.

Avudpaoeic Zyerulouevec ue tnv Eyyvon

211G eAeYYOUEVEG KAWVIKEG LEAETEC d1apKeELOG 6 UNVAV, ot avemBOUNTEG EVEPYELEG TTOL oYeTICOVTOL IE
v €yyvon (emieypéva coppdvta, Ta omoia EUEOVICTNKAY KoTd T S1dpKELn TNg £yyvuong N evtog 24
®PAOV amd TNV £yXVon) avapEpnkay o€ T0600To 6,9 % TV 0cheVOV 6TV OpAda TTOV AduPave

8 mg/kg tooctmlovpdpnn cuv DMARD ko1 6€ 1060616 5,1 % t@v ac0evadv g opddag mov Adpupove
eikovikd pdppoko cuv DMARD. Ta cuppdvia mov avaeépdnioy Katd tn dtapKed Te £yYuong
aPOpPOVCaY KATA KUPLO AGYO VIEPTAGIKA £MELGOdI0. Ta cuuPfdvia Tov avaeépnkay eviog 24 mpmv
a0 TNV OAOKANPOGT) TNG EYYVOTG APOPOVGAV KEPUANAYI Kol SEPUOTIKES avTIOPACELS (eEAvON O,
Kkvidwon). Avtd ta cuufdvto dev NTaV TEPLOPLGTIKA Yo TN Oepameia.

To T0G00TO TOV AVAPLAUKTIKOV avVTIOPAGE®DY (01 0TTOlEg ERPAVIOTKAY GUVOMKA o€ 8 amd Tovg 4.009
acBeveic, 10600t 0,2 %) NTOV APKETEG POPES LYNAOTEPO LE TN 800T TV 4 mg/Kg, GUYKPLTIKG [E T
doon tov 8 mg/kg. KAvikd onpoviikég oyxetildueveg pe TootMLoupaunn avidpacels
vrepevarcnociog, AOYm Twv omoimv ypeldotnke vo dlakonel  Oeponeio, avapépOnkay cuvorikd o
56 and toug 4.009 acbeveig (1,4 %) o610V OMOiOVS YOPNYHONKE TOGIALOVUAUTN KOTA T SLdpKeELo
EAEYYOUEV®V KO OVOLYTOV KAMVIKGOV SOKIUMV. AVTEC 01 AVTIOPAGELS TOPATNPNONKAY GE YEVIKEG
YPORUES HETAED TG deVTEPNG KOt TNG TEUTTNG Eyyvong TG ToctMmlovpaunng (BA. mapdypago 4.4).
Bavatneopog avaevratio £xel avapepbei petd amd v éykpion g doelng KukAopopiog Tov
(QOPUAKOV KOTO TN ddpkeln TG Oepaneiog pe tostmlovudunn evéoeiépia (PA. mapdypoao 4.4).

Ovdetepopilo.

211¢ EleyyOpeveS KAMVIKES SOKIUEC SLAPKELNG 6 UNVOV EUPOVICTNKE LEIMOT TOL apPlOoD
ovdetepdPhV Kétow and 1 X 10% L o€ m0c0616 3,4 % tov acbevidv mov Adupavay 8 mg/kg
toctMmiovpdunn cvv DMARD, évavtt mocootob <0,1 % tov acBevav mov Aapfavay gikovikd
pappoxo cuvv DMARD. Ot wisoi mepinov aceveic, o omoiot avémtvéav ANC < 1 x 10%/L
mopovciocay ot TN pelwon evidg 8 efoopadmv amd v évapén g Bepancioc. Meumoelg kAT amod
0,5 x 10%L avaeépnkay oo 0,3 % tov acdevav mov Adufavay 8 mg/kg toctmlovpdunn cov
DMARD. 'Exovv avagepei Aopméelg pe ovdetepomevia.
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Koatd ) odpreta g Suthd ToeAng eheyyorevng TeP1OG0L Kol KOTE TNV LaKpoypoOvia, EkBeon, 1
YEVIKT EIKOVA KO 1] EXITTOON TOV UEIDCEDY GTOV 0PLOUO TV 0VIETEPOPIAWDV TOPEUEVAY GUUPATEG
ue autd wov giyav mapotnpndet oTig eEAeyOUEVES KAMVIKEG SOKIUES SLAPKELNG 6 UNVOV.

Ayonstddio

211G eAEYYOUEVEG KAWVIKEG OOKIUEC d1dpKeLlag 6 unvav mapotnpionke peimon tov apBov
auponetoMav kéto Tov 100 x 10%/uL 6e 10600616 1,7 % twv acdevov mov Adufavay 8 mg/kg
toctdlovpaunn cuv DMARD, évavtt mocootov <1 % tov acBevadv mov Aapfavoy euovikd eappoko
ovv DMARD. Avtéc o1 peudoelg onuetmdnkay ympig va suvodehovTot omd aoppayike Guppavta.

Kotd ™ didpkeia g Sumhd TopANg eEreyyOpevn g mePOO0L Kot KATd TN Lakpoypovia £kBeomn, 1 Yevikn
EIKOVO KoL 1] EMIATOOT TOV HEWOGEMY TOV aplBpov aiponetoiov Tapéuevay cuuPatés pe dca ety
mopotnpn0el oTIg eEheyyOUEVEG KMVIKEG OOKIUEG O1APKELOG 6 PUNVAV.

"Eyovv onueiwfel moAd omiviec ovapopég TOVKLTTOPOTEVIONG LETA 0td TV KuKAOPOpia TOV
QOPUAKOL.

Avénoeic nroTIK®y poveouIvacmy

2T1C eELeYOUEVEC KAMVIKEC SOKIUEC SLapKelag 6 unvav mapatnphionkay mopodikéc avénoelg tng ALT /
AST >3 x ULN og moc0c16 2,1 % tov acBevav mov AdpPoavay 8 mg/kg toctiilovpdunn Evavtt
10606700 4,9% TV acbevav mov AauPavay MTX, kol 6 1060616 6,5% TV 06devVOY TOL AdUPavoy
8 mg/kg too1tmlovpdpunn cuvv DMARD évavti 1,5% acBevadv mov Aapfovay e1Kovikd Qappoko cuv
DMARD.

H mpocOfjkn duvntikd nmatotoéikdv Qoppokeutik@v tpoidviav (m.y. MTX) ot povobepomeio pe
Toc MOV UAUTY ElYE OC OTOTEAEC LA TNV AVENUEVT] GLYVOTNTA QVTOV TV awENcemy. Ot avENGELS TG
ALT/ AST >5 x ULN rmapampnidnkov cg mococtd 0,7 % tov acbevav viod povobepameio pe
toctMfovpaunn kot og 1,4% tov acBevav vrd Bepaneio pe toctlovpdunn cuv DMARD, 1
TAgoYMeia TV omoinv diékoye oplotikd T Oepaneio pe tooctlovudunn. Katd ) didpkeio g
OUAG TVPANG ELEYYOUEVNC TTEPLODOVL, 1) ETITTMOOT] TG aVENONG TNG ERUESNS YorepvBpivig Tave and To
AVATEPO PUGLOAOYIKO OP10, 1] OTTOI0 GUVEAEYT MG GLVNH BTG EPYACTNPLOKT TAPAUETPOG, Elvar 6,2 % g
acOeveic mov Adppavay 8 mg/kg tostmlovudunn cuv DMARD. To 5,8 % tov cuvorov tov aclevav
eupavice avénon g Eppeonc yorepuOpivine > 1 éwg 2 X ULN kot 10 0,4 % elye avénon > 2 x ULN.

Kotd m ddpkeia g Sumhd TopANg eEAeYXOUEVNC TEPIOOOL Kol KAT TN Hokpoypovia EkBeom, 1 YEVIKT
ewova kot M enintoon tov avénceov g ALT/AST mapéuevav copPatég pe 6ca iyov topatnpnel
OTIG EAEYYOUEVEG KAIVIKEG DOKIUEG O1BPKELOG 6 UNVAV.

Ao upKES TopPOUETPOL

Kotd ) dibpkela ereyyOpevmV SOKIU®Y OLAPKELNG 6 UNvaV, ovapépnkay cuyva avENCELS OTIG
MITSOUIKES TOPAPETPOVCS, OGS 1| OAKT YOANGTEPOAN, T, TPLYAVKEPIOIX, 1) YoAnoTepOAN LDL kaun n
yoinotepoin HDL. Me 11 cuviOn gpyaoctnplokn mapakorohdnon mapatnpidnke 61t mepimov 1o 24 %
TV 0c0evdv Tov Adpoave TooMIOVUAUT 68 KAVIKEG SOKILES ERPAVICE EPUEVOVCEG OVENGELS TNV
OAIKT YOANGTEPOAN > 6,2 mmol/ L, pe 1o 15 % va gpeavilel eppévovoo avénon oty LDL éng

> 4,1 mmol/L. Ot 0v&Noes TOV MITSAUIKGV TOPOUETPOV OVTILETOTIGTNKOV OTOTELEGUATIKG HECH
AYOYNG UE AVTIMTIOOLUKOVE TAPAYOVTEC.

Kotd m dibpketa g Sumhd TopAng ereyyouevng Teptddov Kot e T HoKpoypovia EkBeo, 1 yevikn
EIKOVOL KOL 1] EXITTOOT TOV AVENCEMV GTIG ATTOOLUKES TOPOUETPOVS TUPEUEIVAY CLUPATEG LE OGA
elyav mapatnpnOel oTic ereyyOUEVEG KAVIKEG SOKIUEG OIEPKELOG 6 UNVAV.

AEPUOTIKEC QVTIOPCOELS
Metd v xukhogopia Tov Tpoidvtog vnpéay onavies avapopéc Tov cuvdpduov Stevens-Johnson.
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Avocoyovikdtnta

Koatd ) owdpxeta ¢ Oepameiog e ToSIMEOVUAUTT eVOEYXETOL VO OVOTTTUYHOVV OVTIGOUATO KATH TNG
tootMfovpaunne. Evoéyeton va mapatnpnbei cuoyétion avapesa oty avantuén ovIIcOUATOY Kol
TNV KAWIKT ovTomoKpion 1 To avemBounta cupfava.

Avopopd mhavoloyobuevav avemBOuntmv vepyelmv

H avagopd mboavoroyoduevov avemBountov evepyeimv PETH amd T Yopnynon adelog KukAopopiag
TOL POPUOKEVTIKOD TPOTOVTOG elvar onuavtiky|. Emitpénetl tn cvuveyn mapakolovdnon g icoppomiog
0PELOVG-KIVOHVOL TOV QUPOKEVLTIKOD TPOIOVTOG. ZNTEITOL At TOVG EMAYYEALOTIEC TOV TOUEN TNG
VYELOVOUIKNG TTEPIBAAYNMC VO AVOPEPOVY OTTOEGONTOTE TTHAVOLOYOVUEVEC OVETIBVUNTESG EVEPYELES
HEG® TOV €BVIKOD GLGTHATOG AVAPOPAS TTOL avaypdpetal 6to [apdptnua V.

49 Ymepdooolroyia

Ta Sr00éo10 dedoUEVO GYETIKA LE TNV VTEPOOCOAOYIO LE TOGIAMLOVUAUTN EIVOL TEPLOPIGUEVO.
AvapépOnike éva TePIOTATIKAE 0KOVG10G VTEPIOCOA0YING, GTO 01010 Evag acBeVNG Le TOALATAD
poélopo EAafe gpanal doom 40 mg/kg, yopnynOeica evdoprefimg. Agv moparnpnonkoy
avETBOUNTESG AVTIOPACELS.

Agv opatnpndnkov cofapéc avembduntec avidpdoelc o€ vyleig ebehoviéc, ol omoiol EAafoav epama
000 €mg kot 28 mg/kg, mapoTl TapaTNPONKE JOGOTEPLOPIGTIKT OVOETEPOTEVIML.

5. DOAPMAKOAOTI'IKEX IATOTHTEX

51 @oppokodVVIPIKES 1O1OTNTES

dappakobepomevtikn katnyopio: AvocoKaTAGTUATIKG, AvacTorels vtepAevkivng, Kwdikog ATC:
LO4ACO7.

To Avtozma givat Bro-opogldég eapuaKevTiKo mpoidv. Aemtopepeig TAnpopopieg ivor dtabéoieg
otov d1kTLoKO TOTo Tov Evpmnaikod Opyaviopod Gappdkov: https://www.ema.europa.eu.

Mnyaviouog dpdong

H toctulovpdunn deopevetal E101KA 6€ QUPOTEPOVS TOVG SHAVTOVS Kol TOLG SOUEUPPAVIKODS
vrodoyeic g IL-6 (SIL-6R ko mIL-6R). Eyxet amoderybei 611 | toctMlovpdunn ovacté el T
olapesorapovpevn amod to sIL-6R kot mIL-6R onpatoddtnon. H IL-6 givar pia mietotpomikn
TPOPAEYHOVAOING KVTTAPOKIVT, 1| OTTOi0L TOPAYETUL OO SLAPOPOLE KLTTOPLKOVS TOTOLG,
nephappavopévev tav kuttdpav T katl B, tov povoxvttdpov kot towv wvopfractov. H IL-6
GUUUETEYEL GE OLAPOPES PLGLOAOYIKEG dlepyaciec, Omwe glval 1 evepyoroinom tov T Kuttdpav, 1
EMOYOYN TNG EKKPLOTG 0VOGOGPALPIVIG, 1] ETAYMYT| TNG GVVOEST G NIATIKOV TPOTEIVAOV 0&iag @dong
Kot 1 d€yepon g apomoinong. H IL-6 éyel epmhoxel otny maboyéveon vocmv,
GUUTEPIAAUPAVOUEV®Y TOV PAEYUOVOOIDV VOGOV, TNG 0GTEOTOPMOTG KOl TNG VEOTANGING.

Dapuakoduvatkés emOPAcELS

e kKMvicég dokipég g PA e tostmilovpdumn, tapatnprionkay taysiec pewiwoelg g CRP, g
TayvTTOg Kobilnong epubpdv apocpapivv (ESR), Tov apvioeidoic A tov opod (SAA) kot Tov
wmdoyovov. H Bepaneia pe toctA{ovpdunn oxetictnke e Peimor tov aptfiod TV dponeToMmy
EVTOG TOV PLGLOAOYIKOD E0POVG TIUADV, YEYOVOS TOL GUVADEL LE TNV EMIOPACT| TOL GTIG TPAOTEIVEG
o&eiag paonge. Hapatnpndnkav avéncelc ota exinedo TG AOGPAPIVNG, LEG® TNG LEIMONC TOV
TPOKAAESE 1 TocM{ovUaunT 6TIg emdpacelg TG IL-6 oty mapaywyn tng eyidivng yia tnv avénon
g dafecipdTnTOg TOV GLdNPOV. XToVG 0obeveig mov Ehafav Oepameia, o1 HEIDGELS GTO EXITEDA TNG
CRP &vtdc T00 QUGIOA0YIKOD EDPOVE TIUMY EUPOVIoTNKOY N1 otd TV efdoudda 2, evid

St Onkav katd T ddpkelo, g Bepameiog.

2 khavikn Aok WA28119 g KA, mopatnpndniay mopdpoteg tayeieg pewwoelg e CRP kot
tov ESR pali pe pixpég avénoceig ot UEGT GLYKEVTPOGT CLLOCOULPIvIG avd puBpd. Te vy dToua
mov éAafav toctafovpdunn og docelg and 2 £mc 28 mg/kg evbopiefing kot 81 émg 162 mg

101


https://www.ema.europa.eu/documents/template-form/appendix-v-adverse-drug-reaction-reporting-details_en.doc
https://www.ema.europa.eu/

V0d0PIWG, 0 ATOAVTOC UPOLOC OLOETEPOPIAMV LEIDONKE 6TO EAGYIOTO 2 £1C 5 NUEPEG LETA Omd TN
YOPNYNON. TN GLVEYELD, TO OVOETEPOPIAL ETAVAABY GTA aPYIKE ENITESN LIE 00GOEEAPTDUEVO TPOTO.

O acBeveic pe pevpatogtdn aphpitida Kol YIyOVIOKLTTAPIKY] 0pTNPITISaEMOEKVIOVY CLYKPIGIUN (©F
TPOG TO. LY GTOUO) HEl®OT TOL ATOAVTOV APIBOV OVOETEPOPIA®Y HETE amd TN YOPYNoN TS
toctMlovpdumng (BA. Tapdypago 4.8).

Y7modopio yprion
AacBeveic ue PA

Kiwikn aroreleopotnixotyro,

H amoteleopatikodtnTa 10U VT0dOPLA YOpNYNOEVTOSC TOGIAMLOV LA GTNV GVOKOV(IGT TMV ONLEI®Y
KO TOV CUUTTOUATOV TG PA kot v aktivoypagikn avtamokpion a&loAoyndnke oe 6o
TUYOLOTTOMUEVES, OUTAL TUPALC, EAEYYOUEVEG TOAVKEVTPIKEG dokEG. [ia T Aokyn T (SC-I), o
aocBeveic Empene va Exovy nAtkia >18 etdv, pe pétpra £mg coPapn evepyod pevpatosdn apbpitida
(PA) swyvocpévn coppwva pe to kprripro ACR kot va éxovv tovhdyiotov 4 evaicOnrteg Ko 4
dloyKopEVEG apBpmdoelg katd Ty apyikn extipnor. Olot ot acBeveic Elafav un Proroyikd DMARD
¢ Paocwkn Oepoameio. [a ™ Aoxun 11 (SC-II), ot acBeveic Empene va Exovv nhikia >18 etmv, pe
pétplo Emg coPapn evepyd pevuatosdn apbpitida (PA) dwayvoouévn couemva pe ta kprripla. ACR
KoL VoL £X0VV TOLAGYLoTOV 8 vaicOnTEG Kot 6 S10YK®UEVEG apBPDCELG KOTA TNV ap)LKN EKTIUNGT).

H aAdayn and v evooeréfia yopriynon 8 mg/kg pio popd kabe 4 fdouddeg otny vITOdOPLL
xopnynon 162 mg pia popd kdOe efdopdda Oa petafaiiel tnv €kBeon otov acbevr. H éktaom
TOWKIAEL AVALOYA [E TO COUOTIKO Bapog Tov acbevovg (awéavetol atovg acheveic PKPoD COUATIKOV
Bapoug Kot petdveTaL 6Tovg 0o0gveis pueydAov couatikod Papovc) aAld 1 KAk ékPacn cuvadel e
ot oV TapoatnPHONKe 6ToVg acbeveic mov EhaPav evooeAEPia yoprynom.

Klwvikn avrarokpion

H Aoxpn SC-1 a&loddynce acbeveic pe pétpia £mg cofapn evepyd peopatoedn apbpitida (PA), ol
0TO101 ELY 0V AVETOPKN KAVIKY OVTATOKPIOT GTNV VOIGTAWPEVT pELHOTOAOYIKT Oepameia,
ocvuneprrapPavopévov evoc N mepiocotépmv DMARD, 6nov to 20 % mepimov giye 16t0pikod
OVETOPKOVG OVTOTOKPLOTG € TOVAAYIoTOV évav avacotodéo TNF. Ztn perétn SC-1, 1.262 acbeveig
TuyoomomOnkay o€ avoroyia 1:1 otnv vwoddpia Ay 162 mg tostmovpdunn kabe gfdondda N
oV evooeAEPLo Anym toctMlovpaunn 8 mg/kg kabe téooepic efdouddeg 6€ GLVIVAGUO pE Un
Broroywd DMARD. To k0p1o kotainktikd onueio tng SoKiunig oy 1 dtapopd 6T0 T0G00TO TOV
acBevav mov mETuyav aviandkpion ACR20 v efdoudda 24. To amoteréopata g perétng SC-I
mopovotdlovtar otov [livaxa 2.

Ilivoxag 2. Avromokpioeic ACR oty Aok SC-1 (% acOevarv) oty gfdopddo 24

SC-1?
162 mg YA TCZ 60e 8 mg/kg Ed TCZ
gpdouddo + DMARD + DMARD
N=558 N=537
ACR20 Bdopdda 24 69,4% 73,4%
Sraduopévn drapopd (95 % AE) -4,0(-9,2,1,2)
ACRS50 eBdopcdo 24 47,0% | 48,6%
Srabuopévn dtopopd (95 % AE) -1,8 (-7,5, 4,0)
ACR70 £Bopade 24 24,0% | 27,9%
Sraduopévn dtopopd (95 % AE) -3,8(-9,0, 1,3)

DMARD = tporomomtikd TG VOGOL AVTIPEVUATIKE QAPLLOKO
TCZ = toctmlovpdpumn

E® = gvdopréfia

YA =vrodopra
a = [TAnBuopdg cvpEOV e TO TPOTOKOALO
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Ot aoBeveic otn Aokiun SC-I giyov péon Pabporoyio evepyodtntag g vooov (DAS28) katd v
apYIKY EKTIPUNON 6,6 Kot 6,7 oTo GKEAN TG LITOSOPLAG KaL TG EVOOPAEPLAG XOP1YNONG, OVTIGTOLYA.
Yy gfdopada 24, mapoatnpnnke onuavtikny peimon katd 3,5 ot fabporoyia DAS28 arnd v
apykn extipnon (néomn Peitioon) oe appdtepa Ta 6KEAN Bepameiag, Kol cLYKPIGLLO TOGOGTO
acBevav glye emtdyel KMvikT Veegon katd DAS28 (DAS28 < 2,6) ota okéAn vrodoprag (38,4 %) kot
evooAEfrog (36,9 %) yopnynong.

AKTZVOJ)DOC(/)ZKI’} ClVTOCﬂ'éKDlO']’I

H aktvoypa@ik] avtamdkpion Tov vmoddpia xopryn0évtog TootMLOVUAUTT eKTIUNONKE oE pio Suthd
TUQAT EAEYYOLEVT, TOAVKEVTPIKY dokiun og acOeveic pe evepyd pevuatoedn apbpitida (PA) (SC-II).
H Aoxpn SC-II a&rordoynoe acbeveig pe pétpla £mg cofapn evepyod pevpatoedn apbpitida (PA), ot
0TOo101 E1Y 0V AVETOPKN KAVIKY OVTATOKPIOT GTNV VOIGTAWPEVT pELHOTOAOYIKT Oepameia,
ocvuneptrapPavopévov evoc N mepiocotépwv DMARD, 6nov to 20 % mepimov giye 16topikd
OVETOPKOVG OVTATOKPLIOTG € TOVAAYIoTOV évay avaotorén TNF. O acOeveig émpene va Egovv
nikio >18 etov, e evepyod pevpatostdn apbpitida (PA) dtayvoouévn cdbpemva pe ta kprripro. ACR
KoL Vo, £X0VV TOLAGYLeTOV 8 vaicOnTeC Kt 6 S10YK®MUEVES apOPDOELS KUTA TNV aP)IKT EKTIUNGCT). XN
peAétn SC-II, 656 acbeveic ToyaomomOnkay og avaroyia 2:1 oty vwoddpia AMyn 162 mg
toctMEovpaunn Kabe devtepn efdoudda 1| GE EIKOVIKO PAPLOKO, GE GUVOLOCUO HE UN Proloyuco(d)
DMARD.

2 Aokiun SC-IL, n avacstodn g dopikng PAGPNG Tov apfpdoemv eKTIUNONKE OKTIVOYPOQIKE Kot
EKQPACTNKE MG HETOPOAN AITd TNV OPYIKN EKTIUNOTN 6TN Tpomomomuévn katd van der Heijde péon
ovvolikn faduoroyia Sharp (mTSS). Ztnv efdopdada 24, eppaviotnke avacTtorn TS Soukng PAAPNS
LE ONUOVTIKA AyOTEPT OKTIVOAOYIKT €EEMEN 6TOVG 0ebeveic Tov Elafav VToddpia TocMlovuaunN
GUYKPLTIKG [UE TO EIKOVIKO Qappako (péomn Babuporoyio mTSS 0,62 évavr 1,23, p = 0,0149 (van
Elteren). To amoteAéopoto anTd €ival GLVERN U OWTE OV TOpaTPHONKOY e acheveic, ol omoiot
éhaPav Oepomeio pe evooeAEPto ToctMlovudpumr.

2t Aoxapr| SC-11, oty gfdopdda 24 vmpEe ACR20 60,9 %, ACR50 39,8 % kot ACR70 19,7 % yw
Tovg acBeveic mov EhaPav Oepaneia pe VTOdOpLo TocIMoV AT KaOE devTEPN efdopnada Evavtl
ACR20 31,5 %, ACR50 12,3 % kot ACR70 5,0 % Y1 0 etkovikd @appoxo. Ot acBeveic eiyov péon
Babuoroyia DAS28 katd v apyikn extipmon 6,7 610 oKkéAog NG LVIOdOPLAG XOPNYNOoNS Kot 6,6 61O
OKEAOC TOV EIKOVIKOD QOPUAKOV. TNV gfdopdda 24, mapatnpndnke onuavtikn peimon ot
Babuoroyia DAS28 amd v apyikn ektipnon katd 3,1 610 6KEAOG TG LTOSOPLUG YOPTYNONG KoL
katd 1,7 610 oK€Aog TOV EIKOVIKOD PApUAKOL, evd Babuoioyio < 2,6 otnv KAlpoka DAS28,
mapotnpnonke 32,0 % yuo 10 okéAog VITOdOPLOG YopYNoNG Kot 4,0 % Y10 T0 GKEAOG TOV EIKOVIKOV
QOPUAKOV.

Amoteléouato oystilousvo ue tny vyelo kol Ty mo1otnTo. (e

2 Aok SC-1, | péon peiwon ot Padporoyioc HAQ-DI and v apyikn| extipnon éog v
efdoudoda 24 ntov 0,6 6€ AUEOTEPQ ToL GKEAN LITOSOPLOG Kot EVOOPAEPLag yoprynons. To mocoato Twv
acfevav mov TETVYE KAVIKA oyeTikn Peltioon ot Pabuoloyic HAQ-DI oty efdoudda 24
(petaporn and v évapén g perénc >0,3 povadeg) Ntav eniong cuykpico yio ta GKEAN TG
vrodopLog (65,2 %) Evavtt g evooAéProg (67,4 %) yoprynong, Le otaduicuévn dtapopd ota
m0c00td - 2,3 % (95 % AE - 8,1, 3,4). Ocov agopd to epotnpatoroyio SF-36, n péon petoforn and
™V apykn ektipnon oty fdoudda 24 ot Pabupoloyia g davonTikng cuvietdcag nrTav 6,22 yio 10
GKEAOG TNG LITOJOPLOC YOPNYNONG Kot 6,54 Y1 TO GKELOG TNG EVOOPAEPLAC YOPTYNONG, EVD Y1 TN
COUOTIKT cLVIcTOGO 1) fabuoroyio tav emiong mapopola pe 9,49 yia 10 okélog TG VITOdOPLNG
xopnynong kot 9,65 yia 10 okélog NG eVOoPAEPLOG YopIYNONE.

¥ Aokiun SC-II, n péon peiwon ot Padporoyioc HAQ-DI and v Evapén g uerémg £og v
efdopdoa 24 TV oMUAVTIKE pEYaADTEPT Yo TOVG 0oBeVeig Tov EAafav TostAMovpdumn VITodopimg
kd@0e devtepn efdopada (0,4) Evavtt Tov gikovikod eapuakov (0,3). To T10606Td TV 06bevdv TOV
TETVYE KAMVIKG oYeTIkN Bertiomon ot Pabuoroyia HAQ-DI oty efdopdda 24 (uetaforn amd v
apykn ektipmon >0,3 povades) NTov LYNAGTEPO Y1t TO GKEVAG LA VIOOOPLOG XOPNYNONG TNG
Bepamneiag kdOe devTepn fdopada (58 %) Evavtt Tov gkovikol gapudxov (46,8 %). H Babuoroyia
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010 epoTNUoTOAdYLo SF-36 (néon petaforn otig fabpoloyiec Tng SLOVONTIKNG KOl GOUOATIKNG
CUVICTMONG) NTOV CUAVTIKE LLeyoAdTEPT) OTNV ORLEON TOV CKEVAGUATOC VTTOJOPLAG XOPNYNONS
toctMiovpdpmn (6,5 kot 5,3) évavtt Tov gikovikov eapudiov (3,8 kot 2,9).

Ymoddpia yprion
AacBeveic ue ovornuoatikn NIA

Khivikn ororeleauotixomyro.

Mo avoLyTHE EMOTLOVGTG, TOAVKEVTPIKT OOKIUT, SLUPKELNG 52 EBOOUASMV, Y0 TN QUPLOKOKIVITIKN-
papuokodvVouLKn Kot yio v aceiieie (WA28118) dieénybn o moudiatpikog aobeveic pe
GLGTNUATIKN VEQVIKT] W0tomadn apBpitda, nikiog 1 €wg 17 eTmv, Y10 TOV TPOGOIOPIGUO TNG
KATAAANANG LTOdOPLOG SOONG TNG TOCIMEOVULAUTNG TTOV TTETVYE CLYKPIGILO TPOPIA
(POPLOKOKIVITIKNG/ QOPLOKOSVVAIKNAG KOl AGPUAELNG GE GYECT e TO EVOOPAEPLO Oy LLaL.

Ot acBeveic Tov kpibnkav katdAiniot, Erapav toctMlovudunn 6 S0GoA0Yio GOUPMOV LE TO
copatikd Papog (BW), pe toug aobeveis fapovs > 30 kg (n = 26) va Aappavovy 66om 162 mg
toctMfovpaunn kabe gfdopada (QW) kar toug acbeveic Bapovg katw tov 30 kg (n = 25) va
Aappdvovv 66om 162 mg tocstmlovudunn kdbe 10 nuépeg (Q10D, n = 8) ) kéBe 2 efdouadec (Q2W,
n=17) yw 52 gfoopddec. Amd awtovg tovg 51 acbeveig, o126 (51 %) NTav Tpwtodepanevdevol 6N
Oepamneio Ko ot 25 (49 %) AapPovav evéoeréPio Toctovpaunn kot GAAaEaV og VIT0dOP10
ToctMEovpdpmn KaTd TNV Evopén TG HEAETNG.

Ta dtepevvnTiKd anOTELEGHOTO GYETIKA E TNV OMOTEAEGUATIKOTNTA £3E1EAV OTL 1] VTOSOPLL
toctMlovpdunn Bertimoe OLEG TIC S1EPELVNTIKES TAPAUETPOVS OTOTEAEGLATIKOTITAS,
ooumepthapupavouévng g Babuoioyiog Evepydtrag tg Neavikng ApOpitidac (JADAS)-71, otouvg
acOeveic mov Adppavay ToctMovudumn yio Tp@TN POPA Kot SLoTpNoe OAEC TIG OIEPEVVITIKES
TOPAUETPOVS OMOTEAEGUATIKOTNTAG 6TOVG aoBeveic mov petéPnoay amd tnv evoopréPia otnv
vrodoplo Bepameio ko’ OAN ™ ddpkela TG SOKIUNG Yo 0oOEVELG KOl OTIG dVO OLAOEG COUOTIKOD
Bapovg (kdtm tv 30 kg kot > 30 kg).

Yroddpio yprion
AacBeveic ue molvopbBpikn NIA

Kiwikn aroreleopotnixotro,

Mo TOAVKEVTPIKT OOKILUY|, OIVOLKTNG ETLCTLLOVGTG, Y10 T QOPLOKOKIVITIKN-(POP LOKOSVVOLLLKT] KOl Y10l
™V aceaiela, dtapkelog 52 efoopddwv mov deEyon oe madtoTpikovc acbeveic e molvopBpin
NIA, nhkiog 1 éog 17 etd@v yia Tov KaBopiopo g KOTAAANANG vToddplag 606N TG
TOGIMEOVUAUTNG, TETVYE GLYKPIGILO TTPOPIA PAPUOKOKIVITIKNG/ POPUOKOSVVOUIKNG Kol 0C(QOAEING OE
GUYKPLOT HE TO EVOOPAEPLO GYTLLaL.

Ot acBeveic mov kpibnkav katdAiniot Erapav TooTMIOVUAUTN GE SOCT] OVAAOYT TOV COUOTIKOD TOVG
Bapovg, ue tovg acbeveic fapovg > 30 kg (n = 25) va Aappdvovv d6om 162 mg toctmlovudunn kabe
2 gfodopadec (Q2W) kot Tovg acbeveig fapovg kdtm tov 30 kg (n = 27) va Aaufdavovv doon 162 mg
tootMfovpaunn kabe 3 efdoudadeg (Q3W) yuo 52 efdopddeg. Amod toug ev Aoym 52 acbeveig, ot 37
(71 %) Mrav mpwtobepamsvdpevol ot Bepaneio kor ot 15 (29 %) Adupavay evdopAépia kon driacov
o€ Vmodop. Oepameia katd TV Evapén g ueAéTng.

Ta oynuato g vwoddpiag yopnynong tostmiovpdunn tov 162 mg Q3W yia acBeveic pe fapog Katm
tov 30 kg kot tov 162 mg Q2W yio acOeveic pe Bapog > 30 kg avtictorya, mapéyovv
QoppoKokNTIKY £K0g0T Kot apLakodVVOHIKES AOKPIGELS Y1 TV VTOCTNPIEN eKPAcemY
QITOTEAECLOTIKOTITOS KOl AGPAAELNG, TAPOHODV LE EKELVEG TTOV EMLTEVYONKAV LEGW® TMV
EYKEKPIUEVDV GYNUATOV TNG TOGIMEOVUAUTNGEVOOPAEBLOL ToGIMLOVUAUTN Yo 0oOEVELS e
moAvapOpikn NIA.

Ta SiepevvnTiKd OmOTELECHOTA GYETIKA [LE TNV OAMOTEAEGUATIKOTNTA, £JE1EAV OTL 1] LTOSOPLL

toctmlovpaumn Bertiooe ™ dwdpueon Babuoroyia Evepydtmrag tng Neavikng ApOpitidog (JADAS)-
71 otovg tpwtobepamevopevoug e ) Bepaneio acbeveig kot datnpnoe ) ddpeon JADAS-71 otovg
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aoBevelc mov petéfnoav amd v evooAEPila oty vToddpia Bepameia ko’ GAn TN dbpKeLd TNG
dokiung ya aoBeveic kot o1ig 600 opddeg cwpatikod Papoug (kdtw Tav 30 kg kot > 30 Kg).

Ymodopio yprion
AcBeveic ue I'KA

Kiwikn aroreleopotnixotyro,

H doxipun WA28119 ftav pio Toyotomotnévn, TOAKEVTPIKT, SUTAL TOQAT EAEYXOUEVT] LE EIKOVIKO
pdppoko dokiun avotepdtrac edong 111, n oroia Tpaypatonomdnke yio va a&lodoyndei n
QTOTEAECLATIKOTITO KOt 1] ACPAAELD TG TOGIMEOVUAUTNG GE AGOEVEIS LLE YIYOVTOKLTTOPIKN
aptnpitida.

Awkoctol mevivia évag (251) aoBeveic pe mpotogppavilopevn 1 vITOTPOTLALOVGA YIYOVTOKVTTOPIKY
aptnpitida evrdydnkoav Kot copmepleAedncav g £va and Ta técoepa okéAn Oepaneiog. H doxuun
ATOTELOVVTAV OO TVPAOTTOMUEVT TEPido dtdpkelag 52 efdouddnv (Mépog 1), n omoia
axolovOnOnke amd pia Tepiodo avolktig emonuavong odpketog 104 efoopddav (Mépog 2). O
okondg Tov MEpoug 2 fTav Vo TEPLYPAPEL 1 LOKPOYPOVIL ACOAAELY KOL 1] SLOTNPNON TNG
QTOTELECLATIKOTNTOG HETA amd 52 efdoudoeg Oepamneiag pe tooctlovpaunn, va diepguvnbdei to
TOGOGTO TV VIOTPOTMV Kal 1 avdykn yo Oepoameio pe Toctilovpaunn tépa amod Tic 52 efdouddsc,
KOLL VO TPOKVUWYOLV dESOUEVA OVAPOPIKE [E TV Thovn pokpormpdbeoun enidpaon tng

TOGIAMEOV LAUTNGPUPULOKEVTIKOD TTPOIOVTOG GTI LEIWMOT TV GTEPOELODV.

Xuykpidnkav d0o vrodopieg d0celg toctlovpdunng (162 mg kdbe efdopdda kot 162 mg kabe
debtepn gfdopddn) pe 300 SraPOPETIKES OULADES EAEYYOV ELKOVIKOD QOPHAKOV TUYOLOTOHEVES OE
avaroyio 2:1:1:1.

Ohot o1 acBeveic Elafoav Bepaneio vrofadpov pe yAvkokoptikoeldn| (tpedviovn). Apedtepes ot
opddeg mov Ehapav Bepameio pe TostMovpaunn Kot pio amd Tic opddes mov Ehafe Bepameia pe
EIKOVIKO PAPUOKO 0koA0VONGAY £va TPOoKaOOPIGUEVO G GTOSIOKNG HEIONG TNE TPEIVILOVING
Suapxelag 26 efoopddmv, eved 1 devtepn opdda mov EAafe Bepaneia pe EKOVIKO GAPLLOKO
axolovOnce éva mpokabopiopévo oy oTadlokng peimong g mpedviidvng drdpketag 52
ePdouddmV, T0 0Tolo ixe oYEdI0GTEL DOTE VO GUVADEL TEPIGGOTEPO UE TNV KAOIEPOUEVN TPAKTIKT.

H dubprela g Bepameiog pe YALKOKOPTIKOEWDN KOTA T Aoy Kot TPty TNV Evopén g
ToGIMEOVUAUTNG (1] TOV EKOVIKOD Qapudikov) fTav Tapopole o€ OAeC TiG 4 opddeg Depomeiog (PAéne

[Tivaxa 3).

Hivaxag 3 Aidpkeia s Ospameiog pe YA0KOKOPTIKOELION KOTA TH O10pKELQ THS 010A0YHS ot Aokiun

WA28119
Ewkoviko Ewkoviko Tocilizumab Tocilizumab
Qoappoxo +26 Pappoxo +52 162 mg YA ka0¢g 162 mg YA xa0¢
gfoopaoEs efoopaoeg gfoopada + 26 dgvTepn epoopdoa
OTUOLUKIG OTUOLUKIG EfOOpaOES + 26 foonadeg
peioong peioong OTUOLUKNG OTUOLUKNG
npeoviovng TPEOVILOVIG peioong peioong
n=50 n=>51 npednilovng TPESVISOVIG
n =100 n=49
Ardpkero (Mpépeg)
Méoog (SD) 35,7 (11,5) 36,3 (12,5) 35,6 (13,2) 37,4 (14,4)
Aldpecog 42,0 41,0 41,0 42,0
Min - Max 6-63 12 - 82 1-87 9-87

YA = vmodopia

Ikovomofnike To KOPLO KOTAANKTIKO GMUEID OAMOTEAEGUATIKOTITAG, TO 0010 eKTIUNONKE Pdoel Tov
TO0GOGTOV TOV AGHEVAV TOL TETLYE TAPATETAUEVT] VPEST YOPIG ANYT] GTEPOEODY KOTA TNV ERSoUAd
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52 pe tooctlovpdaunn ovv 26 gfdopadeg oTadloKd LEIOOUEVIC TPEOVILOVIIG CUYKPITIK( LE EIKOVIKO
QapuoKo ovv 26 gfdopddeg otadiaxd peiovuevng tpedviiovng (Ilivaxog 4).

Ikovomomfnke, emiong, To KVPLo HEVTEPEHOV KATUANKTIKO GTUEIO OTOTEAECUATIKOTNTOS, TO OO0
Baciotnke eniong 610 TOC0GTO TV UGHEVHOY TOL TETVYE TAPATETAUEVT] VOEST KT TNV fdopndada 52,
omov ovykpidnke 1 toctAlovudunn ocvv 26 gfdopddec oTAdAKA LEWOVUEVNG TPESVILOVNG LE TO
EIKOVIKO apuaKo ovv 52 efdopddeg otadtokd petovpuevng tpedviiovng (Iivaxog 4).

[TopatnpnOnKe GTATIGTIKA CNUAVTIKY avATEPT EMidpact e Bepameiog vép ¢ ToIAMLoVUAUTNG
EVOVTL TOV EIKOVIKOD QOPUAKOL GTNV ENMITELEN TOPATETAUEVNG DPECTG YWPIG XPTOT] GTEPOEODV KATA
v €Rdopdda 52 pe TootMoLUAUTN oLV 26 gfOOUAdES CTUSIOKA LELOVIEVIG TPEOVILOVIG GUYKPITIKA
LE TO EIKOVIKO QApLaKo vV 26 gB0opadec oTadIOKA LEOOIEVNC TPedVILOVIIG KOl LE TO EIKOVIKO
Qappako ouv 52 gfdouddeg oTadiokd LeoVUEVNS TPedVILOVIC.

To m0c06T6 TV 060evdY TOL TETVYE TAPATETAUEVT) DOEST Katd TNV gfdopdda 52, Ttapovoialetal
otov [livaka 4.

Aevtepedovio KaToAnktikd anuelo,

H extipnon tov xpovov £0¢ TV TP®TH VTOTPOTN TG YIYOVIOKVTTAPIKNG apTnpitidag £6e1&e
OTUOVTIKA PIKPOTEPO KIVOLVO DTOTPOTNG Yo TNV OLAd TNG BS0UAS10L0GC VTOSOPLUG XOPYNONG
TOGIMEOVUAUTY] GUYKPLTIKA UE TIC OUAOES TOV EIKOVIKOD PUPLLAKOV oLV 26 £fdopadeg oTodiokd
UELOVUEVG TTPESVILOVIG KOl TOV EIKOVIKOD OpUAKov oV 52 £BO0UAdEG OTOIIOKA LELODUEVNG
TPedVILOVNG Kot yioL TNV Opdda TOV VTOSOPIOV TOGIALOVUAUTT KAOE debTepT EBSOUAON CUYKPITIKA [IE
TO EIKOVIKO QAPLAKO oLV 26 edopddeg otadiakd pelodpevng tpedvilovng (6tav cuykpivetal og
eminedo onuavtikotnrog 0,01). H efdopadiaio vwoddpia d6o1 g toctmlovudumng £oeiée emiong
KAVIKG GMUOVTIKY LEIMON GTOV KiVOUVO DTOTPOTMY GLYKPITIKA LE TO EIKOVIKO PAPLOKO GUV 26
ePoopadeg oTadlakd petovpevng tpedvilovne o€ acbeveic mov stlonhBov otn peAén pe

VROTPOTIALOVGA YIYOVTOKLTTOPIKY apTNeiTida, Kabdg Kol og anTovg pe véa Evapén vocou (Tivaxag
4).

ABporauixn 000N YAVKOKOPTIKOEIIWY

H aBpoiotikn 0601 mpedvilovng oty efdopudoa 52 ftav onUavTIKd LKpOTEPT OTIG VO SOCOAOYIKEC
OLLAdEC TNG TOGTMEOVUAUTNG CLYKPLTIKA LE TG 000 ouddeg Tov gikovikov papudiov (ITivakag 4). Xe
pio Egxmpioth avdivon Tov acbevav mov Edafov Bepaneio Sidomong pe Tpedvilovn Yo TV
OVTILETATION TNE VTOTPOTNG TNG YIYOVTOKLTTOPIKNG apTNPITIONG Katd T1 SIUPKELD TV TPATOV 52
gBooadwv, 1 aBpototikn d6o1 mPedvilovng moikide onuovTikd. Ot d1dpesec 00GELC Y1 TOVG 0oOEVELG
mov éhafav Oepameia S1GcmONG 6TIg OUAdEG TNG ToctMovpaunng kdbe efdopdda Kot kibe devtepn
efdoudoa rav 3.129,75 mg ko 3.847 mg, ovtictoro. AUEOTEPES NTAV CTLLAVTIKY YOUUNAOTEPEC OE
oYE0M UE TIG OUASES TOV EIKOVIKOD PUPAKOD GE GUVIVUGUO |E GTOSOKE LELOVUEVT TTPESVILOVT Y10l
26 gPdopadeg kot 52 gfdopades, 4.023,5 mg ko 5.389,5 mg avrictorya.
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Hivaxag 4. Aroteléouaro amoteAeouatiotnrag amd wy Aoxyury WA28119

Ewkoviko Ewkoviko Toowaloopdunn Toormlovpdaprn
@appoxo + 26  @appoaxo +52 162 mg YA kaf¢ 162 mg YA ke
efoopdocg efoopdocg efoopdda + 26 dogvTepn efdopdda
OTOOKIG OTUOKIG efoopddeg + 26 gfoonades
peimong peimong oTUOWKNG peimong otodiakic peimong
TpedVILOVNG TPEIVILOVNG TPEIVILOVNG TPEOVILOVIG
n=>50 n=>51 n =100 n=49

Kvpro katainktiké onpeio

RkFTapatetapsvn 0peon (opddeg TOGTAMLOV AU VavTL E1KOVIKOD

poppiicov +26)
Avtanokpifévieg oty gfdopdda 52, n 7 (14 %) 9 (17,6 %) 56 (56 %) 26 (53,1 %)
(%)
Mn mpocappociévn dlapopd ot N/A N/A 42 %* 39,06 %*
TOGOGT(, (18,00, 66,00) (12,46, 65,66)
(99,5 % AE)

Kvpro dgvtepevov katoinKTiké onpeio

IMapatetapévn Veeon (opddes TOGIMIOV AU VOVTL EIKOVIKOD QAPHAKOD

+52)

AvtamokpBévieg oty gfdopdda 52, n (%) 7 9 (17,6 %) 56 (56 %) 26 (53,1 %)

(14 %)

Mn mpocappoopévn dlapopd ota tocootd  N/A N/A 38,35 %* 35,41 %**

(99,5 % AE) (17,89, 58,81) (10,41,60,41)
AMLho SEVTEPEVOVTA KOTAANKTIKG onpeio
Xpovog £mg v mpadn vrotponn IKA! (opnddeg N/A N/A 0,23* 0,28**
TOGIAMEOV AT £VAVTL EIKOVIKOD GapUAKOV+26) (0,11, 0,46) (0,12, 0,66)

HR (99 % AE) N/A N/A 0,48
Xpovog émg v npdTn vrrotponn I'KA ! (opddeg 0,39%* (0,20, 1,16)
tootMovpapmn évavTt eikovikod eappdkov +52) (0,18, 0,.82)
. ,18, 0,

o HR (99% AE) N/A N/A 0,42
Xpovog émg v mtpdtn vrotpon KA ! 0 23%%% (0,14,1,28)
(Yrotpomalovteg aceveis: opddeg © E)g 0,61) 0,67
T0GIMEOVUANTN évavTl ercovikob papudkov +26)  N/A N/A AR (0,21,2,10)
HR (99 % AE) 0.36 0,20***
Xpdvog mg v mpd T votpon KA ! N/A N/A (0113: 1,00) (0,05, 0,76)
(Yrotpomalovteg acheveic: opnddeg 0,35
TOGIMEOVUAUTN £VAVTL EIKOVIKOD Qappikov + 52) N/A N/A 0,25%%% (0,09, 1,42)
HR (99 % AE) (0,09, 0,70)

Xpbdvog émg v mpodtn vrotponn) KA ' (AcBeveig
véag évapéng: opddeg ToctMEovpapmn SvavTt 0,44
gikovikov eappdiov +26) HR (99 % AE) (0,14, 1,32)
Xpdvog émg v mpdn vrotpon KA ' (Acbeveig
véag évapéng: opddeg TOGIMEOVILAUTY EvavT
gwovikov papudkov + 52) HR (99 % AE)
ABpoiotikn d6on yAvkokoptikoedmv (My)
dudpeon oty efdopdda 52 (opdadeg 3.296, N/A 1.862,00* 1.862,0*
T001A1LOVUGHUTTN EVOVTL EIKOVIKOD 00
‘ 2
Qappdrov +26) 3.817,50 1.862,00* 1.862,00*
Siapeon oty gfdopdda 52 (opddeg N/A
1001AI{OVUGUTN £VOVTL EIKOVIKOD
Qoppdkov +522)
ALEPELVIITIKO KOTAANKTIKO onpeio
Etfio10 1060616 vIoTpondv, efdopdada 528
1,74 1,30 0,41 0,67
Méoog 6pog (SD) (2,18) (1,84) (0,78) (1,10)

*  p<0,0001

** p<0,005 (6p1o oNpovTIKOTNTAG YloL KOPLOVG Kot KDPLOVG SELTEPEVOVTEG EAEYYOVG AVATEPOTNTAG)

***[Ieprypapwr Tyn p <0,005

**xE Yrotpomn: emaveppavion onpeiov 1 coprtopdtov KA kot /1 ESR > 30 mm / h - Avénon g amortovpevng d6omg
TPEdVILOVNG

"Yeon: amovcio vrotponrg kot opodonoinon g CRP
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Hopatetapévn veeon: Veeon and v efdopdada 12 Emg v efdopdda 52. Ot acbeveig Tpémet va tpodv v
mpokabopiopévn Paoel TpmTokOALOL oTadloKy peiwon Thg d6on Tpedviloving

L avélvon tov xpévou (og NUEPES) avAIESH OTH KAMVIKY DOECT KAl THV TPATN VIOTPOTY TNG VOGOL

2 outyée p kabopilovton ypnoponoidvrag avéivon Van Elteren yio un mopopetpikd dedopéva

8 Sev éye mpaypotonom0el otatioTiky avéivon

N/A= Aev gpapuoletar

HR = Adyog ktvddvou

AE = Adotpa epmotocivig

YA = Yrnodoping

Aroteléouozo moiotnrac (wng

¥ Aok WA28119, ta amoteléopato 6to epmtnratordylo SF-36 dtaxpivoviay 6T GUVOTTIKY
BabpoAioyia TG COUOTIKNG GLVIGTOGCOC KAl GTN CUVOTTIKY Paboioyio TG VONTIKNG GUVIGTOCUG
(PCS kot MCS, avrtictoya). H péon petaforn ot PCS and v apyikn extipnon émg tnv efdopndda
52 frav vynAoTepN (delyvovtag peyarvtepn Pertioon) oTic S0GOA0YIKES OUASES TNG TOGTALLOVUAUTNG
KkéOe efoopada kot kibe devtepn efdopada [4,10, 2,76, avtiotorya] o€ oyéon Le TIG VO OUAOES TOV
EIKOVIKOD QOPLAKOV [€1KOVIKO papuako vy 26 gBdouddes: -0,28, elkovikod @apuako cuv 52
efdoudoeg: -1,49], av kot pévo 1 GVYKpIoN avdpesa oty opudda g Tostmovudunng Kabe efdopdda
ovv 26 gfdopddec oTadKA LELOVUEVNG TPEGVILOVIG KOL TV OUASN TOL EIKOVIKOD QUPUAKOV GLV 52
gPpoopadeg otadiakd perovpevng mpedviiovne (5,59, 99 % AE: 8,6, 10,32) £dc1&e ototioTikd
onuovtikn dtapopd (p = 0,0024). T ™ MCS, n péon petaforn and v apykn ektipnon otnv
ePdoudda 52 og auEOTEPES TIG OUAdEG TNG ToctMovuaung kibe efdopdada Kot Kabe devtepn
gBoopada [7,28, 6,12, avtictoryo] tov vyNAOTEPT OE GYECN LE TNV OLLASN TOV EIKOVIKOD QUPLLAKOV
ovv ouv 52 gfdouddeg otadiokd petovpuevng Tpedviiovng [2,84] (av kat ot dlapopég dev NTav
oTOTIOTIKA onpoavtikég [P = 0,0252 yia kaOe efdoudda, p = 0,1468 yio ke devtepn gfdondada]) o
TOPOUOLO, LUE TO EIKOVIKO PApraKo oLV 26 gfdouddeg otadiokd peiovpevng npedvifovne [6,67].

H yevikn ektipnon tov aobevoug yio v evepydtnta g vooov a&loAoynonke o omTiKy avaAOYIK)
KAipaka (VAS) 0-100 mm. H uéon petaforr) ot yeviky VAS tov acbevodc omd Ty apylki ektiunon
otV gfdoudda 52 frav yapnAotepn (detyvovtog peyolvtepn Pertioon) oTic S0GOAOYIKES OLADES TG
toctMfovpaunng kKabe efdoudda kot kdbe dgvtepn efoopdda [-19,0, -25,3, avtictora] o€ oyéon ue
T1G OVO OUASES TOL EIKOVIKOD QOPLAKOL [EUKOVIKO PApUaKo Vv 26 EBSOUAdES -3,4, EIKOVIKO PAPIOKO
ovv 52 gBfdouddec -7,2], av Kot povo 1 opdda e tostAlovudunng kb devtepn fdopada cuv 26
efdouddeg oTadtokd puetovpuevns mpedvilovng £0e1Ee OTATIOTIKG GNUAVTIKY dlo(popd G GUYKPLOT LE
TO EIKOVIKO PAPUAKO [EUKOVIKO PapuaKko vy 26 efdouddeg otadiaxng peimong p = 0,0059, kot
EIKOVIKO Papuako cvv 52 gfdouddeg otadiokng ueimong, p = 0,0081].

O1 BaBpodoyieg tov epotnuatoroyiov FACIT-Fatigue yio ) petoforn and v apyikn ektiuncn oty
efdoudda 52 vmoroyiotnray yio OAeg Tig opddeg. Ot péoec [SD] petaforéc otn Pabuoroyia eiyav mg
e&Ng: TootMmlovpdunn kabe efooudda cuv 26 gfdopddes 5,61 [10,115], tooctmlovpdunn kdbe dedtepn
efdoudoa cuv 26 efdopdoeg 1,81 [8,836], etkovikd pdppako cvv 26 gfdopndadeg 0,26 [10,702], ko
gIKoVIKO Pappoko ovv 52 gfdopades -1,63 [6,753].

H petafoin otic Pabuoroyieg tov epotnuatoroyiov EQSD amd tnv apyikn ektipnon oty gfdoudda
52 frav yuo toctovpaunn kabe efdopdda cuv 26 Bdouddeg 0,10 [0,198], Yo tostmovpdunn Kabe
devtepn efdopdda cuv 26 gfdopadeg 0,05 [0,215], yio to eikovikd eappako cvv 26 gfdouade 0,07
[0,293], ka1 yia 0 €1KOVIKO Qappaxo ovv 52 gfdouddeg -0,02 [0,159].

O peyolutepeg Pabupoloyieg onpatodotovv Pertimon oe apueotepa to epotnuotoroye FACIT-
Fatigue xon EQ5D.

EvdooAEfia yprion
AacBeveic ue PA

Kiwikn aroreleouotnixotyro,

H omoteleopatikdtnTa TG TOGIMEOVUAUTNG TNV OVOKOV(LOT TOV CUEIDV KoL TOV COUTTOUATOV
m¢ PA a&loloynOnke oe mévte TuYOOTONUEVES, OITAG TVPAES, TOAVKEVTPIKEG QOKIUEC. XTI AOKIUEG
I-V ovppeteiyav acBeveic nhikiog >18 etdv, pe evepyd pevpatosidn opbpitida PA, n onoia
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SyVOOTNKE GOUE®MVO, LIE Ta KptTipla Tov Apepikavikov Koieyiov Pevpatoroyiog (ACR) kot ot
omolot lyov TOLAAYIOTOV OKTM evOioONTES Kt £E1 SIOYKMUEVES APBPDOGEIS KATA TV OpyLKN EKTIUNON.

¥ Aokiun I, n toctovpdunn yoprnyeito evéopiefing kabe técoepic efSopAdEg oG povobepameia.
Y1ig Aoxyée I I kon 'V, 1 tostmlovpdumn yopnyeito evooprefimg kdbe téooepic efdopdoeg oe
cuvovacud pe MTX évavtt eikovikod eapudkov kot MTX. Xt Aok IV, n toctaovpdpmn
xopnyeito evooprefing kdbe 4 efdopnddec oe cuvdvaouod pe GAla DMARD évavtt eucovikon
eopuakov kot GAlov DMARD. To kbpto kataAnktikod onueio kabeuiog ek 1@V Tévte SOKIUMY NToV
70 1060010 TV acevdv mov métvyav aviomokpion ACR 20 oty efoopdda 24.

2 Aokiun I a&oroynbnkav 673 acbeveig, o1 omoiot dev eiyav AaPet Oepaneio pe MTX katd to
Stdonua Tov EEL UNVAOVY TPV amd TNV TUYOLOTOINGCT Kol 01 0T010L dEV ElyaV O1UKOWEL TPOTYOVUEV
ayoyn pe MTX ¢ omoTEAECHO KAVIKA GUOVTIK®V TOEIKOV ETOPAGENDV 1] EAAEWYTG OVTATOKPIOTS.
H metoymoia (67 %) tov acbevav dev eiye Aafel moté MTX.- Xopnyovvtav d0ceig 8 mg/kg
toctMlovpdumn kabe téocepig efdonadec wg povobepaneio. H opdda cuykpiong Adupave
efdopadiaing MTX (trthomoinon g d6ong omd 7,5 £wg 20 mg 10 péyioto efdopadiaing yio tepiodo
OKT® ERSOUAd®V).

¥ Aokiun 11, pio d1eth doKIUN LE TPOYPUUUOTIGUEVES AVOADGELS oTNV ERdoudda 24, v fdoudda
52 ko v gfdopada 104, a&oroyndniav 1.196 acbeveic pe avemapkn KAVIKY ovTamOKplon 6T
MTX. Xopnynonkoav d6ceig 4 1 8 mg/kg ToctAMovpdunn 1 IKovikov eapudikov Kabe t€coepig
efdoudoeg mg Tvpromotnpévn Bepameio yio 52 efdopadec o€ cuvdvacud pe otabepn aywyn pe MTX
(10 mg éwg 25 mg ava gfdopada). Metd and v efdopdada 52, Aot ot acbeveic pmopovcay va
Aafovv Bepameio avoktig emonpaveng pe tostmiovpudunn 8 mg/kg. And toug acbeveic Tov

oAoKAM POV T 0KIUN, Ol 07010t apPyIKA TVYoOTOONKAY G glkoViKd eapupako + MTX, 86 %
é\oPe avorktng emtonpavong tootilovpaunn 8 mg/kg katd to £tog 2. To KOp1o KaTOANKTIKO onpeio
otV gRdopdda 24 NTav 10 T0G0oTo TV aclevdv mov méTvyav avtandkpion ACR 20. Katd v
efoopdoa 52 kot v efdoudda 104 ta cuyKvPL KOTOANKTIKA onpeio ftay 1 TpodANymM s PAAPNS
TOV apOpdceV Kot 1) PEATIOON TS PVOIKNG AELTOVPYIKOTNTOC.

2 Aok 1T a&oroynOnkav 623 acBeveic,ol omoiot elyav avemapk] KAVIKN avTamOKplon o1
MTX. Kd&be técoepig efdopadec yopnyovviay 86celg tociAiovpaunng 4 1 8 mg/kg 1 eikovikov
papudiov og cuvovacud pe otabepn aywyn pe MTX (10 mg g 25 mg avd efdopdada).

¥ Aok IV a&roroyndnkav 1.220 acbeveig, ot omoiot giyav avemapkn KAVIKH 0vTOTOKpIoT GTNV
VQIOTALEVT] PEVUATOAOYIKT] TOVG Bepameia, 1 omoio teprAdupave Eva 1} tepiocdtepo. DMARD. Kdbe
té60ep1g EfOOUAdES yopTyouvTay 60ceElS ToctMovpapmng 8 mg/kg 1 1KovikoD GapUaKoL Gg
ouvovaoud pe otabepn aywyn pe DMARD.

2 Aok V a&oroynOnkay 499 acBeveic, ol omoiot eiyov avemapkn KAWVIKY avtamdkpion M)
euQavicay pn avoyr o€ pia 1 teprocotepeg Bepaneieg pe avrayoviorég TNF. H Bepaneia pe
avtoyoviotéc TNF daxomnke tpv amd v toyaronoinor. Kabe téooepig efoopddeg xopnyovvtay
d0oe1g tostmovpdunne 4 1 8 mg/kg 1 €1Kovikoh UpUAKOL GE GLVOVAGUO LE oTOOEPT AYOYT| LE
MTX (10 mg émg 25 mg ovd fdoudada).

Kiwikn avramokpion

e 0Aeg TIc doKEG, ol acbeveic, ol omoiol Eafav 8 mg/kg TocIMLOVUAUTN ELPAVIGAV CTUTIOTIKA
OMNUOVTIKA LYNAOTEPO Toc00TA avTomokpiong ACR 20, 50, 70 otovg 6 unveg o cuyKpilon UE TV
opdoa eréyyov (ITivakag 5). Xt Aoxuyn I, katadeiydnke n avotepdtTo T TOSIALOVUAUTNG

8 mg/kg évavti Tov dpacTIKoD PUPUAKOV GVYKPIoNG, TS MTX.

H enidpaon g Oepaneiog rav mapduola 6tovg acbeveic aveaptnto amd TV KATASTAGT| TOV
PEVUATOELOVC TTaPdyovTol, TNV NAKia, TO VA0, TN VAT, TOV aplOud TV Tponyoduevey Oepameidv M
v katdotootn g vosov. O xpdvog Emg TNV Evapén TG ELPAVIONG TG AVTATOKPLIOTG NTAV GUVTOLOG
(MO amd v gfdopdda 2) kot o péyedog Tng avTamoOKpIoTg GUVEYLCE VO PEATIOVETOL KOTA TN
dtapkela g Oepameiog. XvveylOUEVEG SIOPKELS AVTATOKPIGELC Y10 TEPLOTOTEPQ. 0td 3 £
mopaTnPENONKAY 6TIG avoryTig emonpavong Aokipég enéktaong -V
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Y& aoBeveic, o1 omoiol EAafav Oepomeio pe Tootalovpaunn 8 mg/kg, onuavtikég BeATidoelg
onuemdnKay og OAES TIG ATOMKEG GLVICTMOEG TG avtamokpiong ACR cvurepiiappovopuévav tov
e&ng: ap1Buodg evaicntov kot dSoykouévev apdpmcemv, YeViKn ekTiunon acBevoig kot 1atpoo,
Babuoioyia otov deiktn avammpiog, extipnon tov tdévov kot CRP cuykpitikd pe toug acbeveic, ot
omoiot Ehafav eikovikd edppoko cuvv MTX 11 dhha DMARD ce dAdeg dokipéc.

Ot acBeveic otic Aokipéc I — V giyav péomn Pabuoroyio evepydtnrog e vocov (DAS28) 6,5-6,8 katd
TV apyIKN eKTipnoT. Inuovtikn peioon omnd v apyikn extiunon otn paduoroyio DAS28 (uéon
Beitioon) 3,1-3,4 mapatnpndnke oe acbeveic mov EraPay TOGTMOVUAUTT GUYKPITIKE LLE TOVG
acBeveic Tov eAéyyov (1,3-2,1). To 060010 TV AcHevdY OV TETVYE KAWVIKT VPECT oTNV KA{poKA
DAS28 (DAS28 < 2,6) fjtav onuovIikd VWnAGTEPO 6TovG aobeveic mov Adupavay tooctlovpdpn
(28-34 %) cvykprtikd pe 1-12 % twv achevav g opddog eAéyyov otig 24 efdouddec. Xtn Melétn
IL, 10 65 % twv acbevov métuye Pabporoyia oy KAipoka DAS28 < 2.6 tnv efoopdda 104
oLYKPLTIKG pE T 48 % oTig 52 gfdopnadec kat 10 33 % tov aclevav oty efdoudda 24.

Ye pio ovykevipotikn avéivon tov Meietov 11, I ko IV, 0 1060616 Todv 0icBevdv mov TéETvyE
avtomokpion ACR 20, 50 kot 70 Hrav onuovtikd vynAadtepo (59 % évavtt 50 %, 37 % évavti 27 %,
18 % évavtt 11 % avtictoyya) otnv opdda wov EAafe toctlovpdunn 8 mg/kg cuv DMARD évavtt
g opddag mov lafe toctmlovpaunn 4 mg/kg cuov DMARD (p<0,03). Avtictotya, T0 T0G0GTO TMV
acBevav mov métuye vVeeon oty KiMpoka DAS28 (DAS28 < 2,6) ftav onpoviikd vynidtepo (31 %
évavtt 16 % avrtiotoya) otovg acbeveig mov Elafe tootlovpdunn 8mg/kg cuv DMARD ceg oyéon
pe Tovg acbeveig mov élafe tocthilovpapnn 4 mg/kg cuov DMARD (p<0,0001).

Hivaxag 5. Avramokpioeic ACR oe edeyyousves doxiués ue erxoviko pipuaxo / MTX / DMARD (%

000evarv)
Aoxipn I Aoxipn 11 Aoxpn IIT Aoxiypn IV Aoxym V
AMBITION LITHE OPTION TOWARD RADIATE
gpdo TCZ MTX TCZ PBO+ TCZ PBO+ TCZ PBO + TCZ PBO +
uédo | 8 mg/kg 8mg/kg | MTX |8mg/kg | MTX 8 mg/kg | DMARD | 8 mg/kg | MTX
+MTX +MTX + +MTX
DMARD
n= = n= = n= n= n= = n= =
286 284 398 393 205 204 803 413 170 158
ACR 20
24 | 7T0%** | 52% | 56 %** | 27 % | 59 %** | 26% | 61 %** 24 % 50 %** | 10%
* * * * *
52 56 %** | 25%
*
ACR 50
24 [ 44%* [ 33% | 32%** | 10% |44%**| 11% | 38%** | 9% | 29%** | 4%
* * * *
52 36 %** 10%
*
ACR 70
24 [ 28%* | 15% | 183%™ | 2% |22%**| 2% | 21%** | 3% |12%**| 1%
* * *
52 20 %** 4%
*
TCZ - Toaililovudunn
MTX - MeBotpeéarn
PBO - Eixoviko pdpuaxo
DMARD - Tpomormomntiko thg vOo0ov avITipeDUoTIKO POPUOKO
** -p< 0,01, TCZ évavtt PBO + MTX/DMARD
il - p< 0,0001, TCZ évavti PBO + MTX/DMARD

2NUOVTIKNY KALVIKT] QVvTOmOKpion
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Metd and 2 ¢t Bepaneiog pe tostmlovpdunn cvv MTX, 1o 14 % TV acbevdv TéTuXE ONUAVTIKY
KMviIKN avTamokpilon (cuvinpnon g ovtamokpione ACR70 yia 24 efoopddeg 1 meptocdTepo).

Axtivoypagikn aviamoxpion

> Aok 11, og acBeveic pe avemapkn avrondkpion oty MTX, | avactodn g dopukng PAAPNG tov
apBpOoEDV EXTIUNONKE OKTIVOYPUPIKA Kl EKQPACTNKE MG LETAPOAT GTNV TPOTOTOINUEVT] GUVOAIKT
Babuoroyia katd Sharp Kot oTIC EMPEPOVS TAPAUETPOVS VTG, ONA. TN Pabloroyio Twv daPpdcewny
Kot TG oTévmong Tov pecapbpiov dtactiuatog. H avacstoln g doutkng PAAPNG tov apbpdoewny
KatadeiyOnke pe onuovTikd pelwpuévn aktvoypaeikn e£EMEn otovg acbeveic mov Ehafay
toctulovpdpnn o€ cuykplon pe v opdda eréyyov (TTivakog 6).

2V avolktig emiofpoveong exéktacn e Aokiung 11, n avactodn g e&éMéng g dopkng PAGPNC
TV apBpdoenv og acheveig, ol omoiot EAafav aywyn pe Tooctlovpdunr ko MTX dwatnpnonke oto
devtepo €tog g Bepancioc. H péon petafolrn amd v apyikn extipnon oty efdopdda 104 ot
ovvolikn Baduoroyio katd Sharp-Genant Tav GNUAVTIKA LEIOWUEVT Yio TOVG acbeveis Tov
TuyotomomOnkay o€ tociailovpdunn 8 mg/kg cuv MTX (p<0,0001) cuykpitikd pe Tovg acbeveig, ot
onotot TvyatomomOnKkay cg gkoviko pdappako cvv MTX.

Hivaxag 6. Axtivoypopixés puéoeg uetafolss os orgotnua 52 gfidoucdwv otn Aoxyun 11

PBO + MTX TCZ 8 mg/kg + MTX
(+ TCZ omé tqv epdopnada 24)
n =393 n =398

YuvoAtkn Pabuporoyio 1,13 0,29*
katd Sharp-Genant
BaOpoioyia dwouppmcemv 0,71 0,17*
BaOporoyia otéveonc 0,42 0.12**
pecopOpiov drootnpaTog

PBO - E1xkoviko gdppoxo

MTX - MeBotpelorn

TCZ - Toaililovudunn

JSN - Ztévaon peoaplpiov diaotiuatog

* -p<0,0001, TCZ évavtt PBO + MTX

*x - p< 0,005, TCZ évavni PBO + MTX

Metd and 1 €to¢ Oepaneiog pe tostmlovpaunn cvv MTX, 10 85 % tv acbevav (n = 348) dev
eLOavioe eEEMEN TG doptkng PAGPNG Tov apBpdcewv, OTmg opiletatl amd T UNdeVIKN HETAPOAN 1
LKpOTEPT 6TN GLVOMKY PabpoAoyia katd Sharp, cuykpitikd pe 10 67 % acbevav mov Elafe gikovikd
eappaxo cvv MTX (n = 290) (p <0.001). Avtd mapdapeve otabepd petd amod 2 £ Oepanciog (83 %,
n =353). To evevivta tpia eni T01G exatd (93 %, n = 271) twv acBevov dev eppdvice eEEMEN netaly
™G ePfdopadag 52 kar g efoopadoc 104.

Amnoteréouara oyetiloueva pe Ty vyeio kot Ty morotnte. (NS

Ot aoBeveic, ot onoiot EAafav tostAilovpdunn avépepay PeATioon o OAA TO OTOTEAECLATO TOV
avapéptnkav and acbeveic (Epwmuatordylo ektiunong vyeiog tov deiktn avannpiag - HAQ-DI),
epotnuatoldylo Short Form-36 kot ep@tnuotoloylo AEITovpyIkng ekTiunong g Oepaneiog ypdviog
vocov. [TapatnpnOnkov 6TatioTikd onuovTikéc BeAtinoelg otig Baboioyieg Tov ep@TNUOTOAOYIOV
HAQ-DI c¢ acbeveic, ot omoiot AdpPovay Oepaneio e ToGIAMLOVUAUTN GUYKPITIKG [E TOVC aobeveic,
ot otoiot Aappavay Bepoameio pe DMARD. Kotd ) didpkeia Tng eptdd0v 0voIKTNG EMGTLAVONG TG
Aoxyng 11, n fertimon g puoikng AettovpykdtnTag dtatnpndnke yia éoc kot 2 £tn. Katd v
gfdouada 52, n uéon petaforn otov deiktn HAQ-DI fitav -0,58 oty opdda toctalovuaunn 8 mg/kg
ovv MTX cvuykpitikd pe -0,39 oty opdda etkovikov gapudiov cov MTX. H péon petafoin otov
deiktn HAQ-DI drotnprnke otnv efdopdda 104 otnv opdda tostmlovpdunn 8 mg/kg cov MTX(-
0,61).
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Enireda oupoopoipivyc

ZTUTIOTIKA OMUOVTIKEG PEATIOGELS OTO EMIMEDD TNE AUOCPUPIVIG TapaTPONKAY pE
tostMfovpaunn cvykprtikd pe oo DMARD (p< 0,0001) oty efdopdda 24. Ta péca enineda
alpoceapivng avénonkay €mg trv efGoudd 2 Kol TOPEUEIVOY EVTOG TOV PUGLOAOYIKOD EDPOVE TILDV
¢wg Vv gfdouddo 24.

Tooiilovudumn_evava adalipovucunns oe ovvOniec povolepameiog

H Aok VI (WA19924), pia dumdd TopAn dokiun 24 efdouddwmv, | omoia GuvEKPIvVE
povoBepamneio pe tostlovpdumn pe tn povobepaneio pe adaAtpovpdunn, a&toddynce 326 acbeveig
ue pevpatosldn apbpitda (PA), ot omoiot dev rav avlektikoi otn MTX 1 6TOVG OTOiIOLG 1 GLVEYIOT
g Bepoameiog pe MTX BewpnOnke axatdAinin (copneprlopfovouévov exeivaov, ot omoiot
avtamokpibnkay avemapk®g ot MTX). Ot acBeveic 6to 6KéL0C TG ToctMlovpaunng Erafay
evooQAEPla €yyvon toctovpaunn (8 mg/kg) kdbe 4 efdopndadec (q4w) Kot voddpla Eveon
EIKOVIKOV Qoppakov kdbe 2 efdopndadec (q2w). Ot acbeveig 6T0 6KEAOG TNG ASAALOVUAUTNG EAPaV
pio vodopla éveon adaipovudunng (40 mg) kabe 2 efdouddes (2w) cuv evdopAéPia £yyvon
EIKOVIKOD QopuaKkov kaOe 4 gfoouadec (q4w).

STOTIGTIKG ONUOVTIKY ovaTepT Oepamentikn enidopoon mapotnpnonke vép g T0GIAMLOVUAUTNG
EVOVTL TNG AOCALLOVUAUTNG MG TPOG TOV EAEYYO TNG EVEPYOTNTAS TNG VOGOV Gt TNV OPYIKN EKTIUNGT
£€¢ TNV eRdopdda 24 yia To KOPLo KATaANKTIKO onueio tng petafoing oty khipoka DAS28 kot yio
o\a Ta devTepevovTa KataAnkTikd onueia (Ilivaxag 7).

Iivaxog 7:  Amoteléouota amotedeouotikotnrag yio t Aok V1 (WA19924)

ADA + Ewoviko TCZ + Ewkoviké
¢appoxo (ED) pappoko (YA)
n=162 n=163 Tymp @
Kopro katainktiké onpeio — Méon petaforn amd tnv apyikn ektipnon oty efoopdda 24
DAS28 (mpocopurocuévog HEGog -1,8 -3,3
0pog)
Aopl 6TOV TPOGAUPLOGUEVO -1,5(-1,8,-1,1) <0.0001
péco 6po (95% AE)

SAguTEPELOVTO KOTOANKTIKG onueio — [1oco6T6 0.60svdY OV avtamokpiOnkay oty
Epdopada 24®

DAS28 < 2,6, n (%) 17 (10,5) 65 (39,9) <0.0001
DAS28 <3,2,n (%) 32 (19,8) 84 (51,5) <0.0001
Avtoamoxpion ACR20, n (%) 80 (49,4) 106 (65,0) 0.0038
Avtanokpion ACR50, n (%) 45 (27,8) 77 (47,2) 0,0002
Avtoamoxpion ACR70, n (%) 29 (17,9) 53 (32,5) 0,0023

a

H iy p eivou mpocopuocuévy yio. tyyv mepLoyn koi t) OLGPKELD. TS PEVUOTOEIO0VS apBpitidag (PA), yio 6l.a ta koroAnktikd.

ONUELQ, KL ETITAEOV YIO. TNV TIUN AVAPOPAS YIa. OAO TO, GOVEYH KATOAKTIKG OHUELQ.

B TINa o el dedouéva ypnoyomoujOnxe o vmoloyiouds twv un avramokpiévrwy. Eleyyog moliamAdtyrag fdoet e
diadikaoiag Bonferroni-Holm

E® = evopAéPra

YA = vodopia

ADA = adalimumab

TCZ = toctmlovpdpumn

To GuvoAkd TPOPIA KAWVIK®V avemBOUNT@V cUUPAVTOV TV TOPOUOL0 OVAUESO GTN
toctMlovpdunn kot Ty adoipovudunn. To T06001d TV acBevdv pe cofapd avembdunta
cupupdavra frav wookeMoUEVo avapesa otig opddes Bepaneiog (tostailovpapnn 11,7 % évavtt
adaipovpdunng 9,9 %). Ot tHmot TV avemBounTOV avidpacemy 610 oKEL0G TG TOGIMEOVUAUTNG
NTOV GUVETEIC LLE TO YVOGTO TPOPIA AGPAAELNG TNGTOCIMEOVUAUTNG Kol AVETIOOUNTEG AVTIOPACELC
avaeéptnkav oe Tapopola cuyvotnta cuykpltikd pe tov [ivaka 1. YynAotepn enintwon Aoméemv
KOl TOPOCITOCEMY ovapépOnKe 610 okéN0g TG ToctMovpdunang (48 % évavtt 42 %), yopig dopopd
otV eninTon TV cofoapdv Aomdéewv (3,1 %). Apedtepeg ot VIO dokun Bepaneieg TpokAlesav TO

112




1010 TPOTLTO BAAAYDV OTIG EPYUCSTNPLUKES TOPAUETPOVS ACPAAELNS (LEIWGELS GTOVS UPOLOVS TV
O0LOETEPOPIAMV KOl TOV OUOTETOAIWV, avénoelc ota emineda twv ALT, AST kot ota Mmidia).
Qo1660, T0 Péyehog TG aALUYNG Kot 1) GUYVOTNTA TOV CNUOVTIKOV LI PUGIOAOYIKOV TIUOV 1TV
VYNAOTEPA e TOGIMLOVUAUTN o€ GUYKPLon pe adoipovpdunn. Téooepig (2,5 %) acbeveig oto
oKkéhog TG Ttostmiovpdipmng Kot dVo (1,2 %) acBeveic 610 6KELOG TNG AOOALLLOVUAUTNG ELPAVIGOV
HELDGELS aTOV aptOpd TV ovdeTepoPimv 3% 1| 4°° Babuov koatd CTC. 'Evtexa (6,8 %) acbeveig oto
oKkélog TG Tostmiovpdumng kot tévte (3,1 %) acbevelg 6T0 GKEAOG TNG AOAALLOVUAUTNG EUPAVICOY
avénoelg otnv ALT 2° 1 vynAdtepov Pabuov katd CTC. H péon avénon otnv LDL and v apyikn
extipnon frav 0,64 mmol/L (25 mg/dL) yia tovg acbeveic 6to okélog g Toc1A{ovUAUTNG Kot

0,19 mmol/L (7 mg/dL) yio tovg acbeveic 610 okélog TG adarpovudunnc. H aopdieta, n onoia
TopoTNPNONKE 6TO GKELOG TNG TOGIMEOVUAUTNG NTOV GUVETHG LE TO YVAOOTO TPOPIA AGPAAELNS TNG
ToGIMEOVUAUTNG KOt dEV TapaTNPNONKAY VEEC T} UN OVOLEVOLEVES aVETIBOUNTEC avTIdopdcels (PA.
[Tivaxa 1).

52 ®uppoKOKIVTIKES IOLOTNTES

H poppokokivntikny g tootM{ovuaunng xopaktnpileTal amd un YpoUUIKT GToUaKpOVeT|, 1) OTolo
elvat cuvovaoUOS YPaUUKNG kGBaponc kot amoudikpuvong Michaelis-Menten. To un ypoppukd pépog
TNG AOUAKPVVOTG TG TOGIA oV UAUTNCodNYEL o€ avénon otnv ékBeom Tov gival TeEPLecOTEPO Od
aVOAOYIKY TPOG TN 800N, Ol PUPUOKOKIVITIKES TAPAPETPOL TG TOSIALOVUAUTNG dEV aAAALOVV E TO
xpovo. Adym g e£apTnomng TG OAKNG KAOAPONG Ad TIG CLUYKEVTIPMGELS TNG TOGIMIOVUAUTNG OTOV
0p0d, N nulon g Tooctmlovpaunng e€aptdrat enione omd Tr GLYKEVIPOOT Kot TOKIAAEL aVAAOYQ LE
70 EMIMESO CLYKEVTP®ONG 0p0D. O1 PAPUAKOKIVITIKEG AVOAVCEL TANBVG OV 68 GAOVG TOVG
mAnBvuopovg acBevmv mov Eyovv peketndel péyptl oTiyung 6V VITOSEIKVHOVV GYECT] AVALESH OTY|
QovoUEVT KAOOPGT KoL TNV TOPOVGIN OVTICOUATMV KATE TOV QUPUAKOL.

EvdopAéBua yprion
Acobeveic ue PA

Ot QapHOKOKIVNTIKEG 1O10TNTEG TNG TOGIMEOVUAUTNG TPOGIOPIGTIKAY YPTCILOTOIDOVTOG
(POPUOKOKIVITIKY ovAvon Tov TANBuc ol og fdon dedopévav 3.552 acbevav pe pevpatosidn
apBpitida (PA), ot omoiot Adppavov Bepaneio pe £yyvon didpkelag piog dpog 4 1 8 mg/kg
toctMlovudumng kabe 4 efdoudoes yio mepiodo 24 efdoudowv N pe 162 mg toc1AlovaumNg
xopnyovueva vrodopimg eite pio popd tnv efdopdda gite kabe devtepn efdopdda yia 24 gfdouddec.

O1 akdrovBeg mapdauetpot (TpoPrendusvoc pécog dpog £ SD) ektiunbnkoy yio tn d6om Twv 8 mg/kg
TOGIMEOVUAUTNG, 1| ool yopnyouvTay Kabe 4 efdonddec: meproyn Katw amd v Kapmdin (AUC)
otafepng katdotoong = 38.000 + 13.000 h X pg/mL, kotmdtatn cvykévipwon (Cmin) = 15,9 £ 13,1
ug/mL kot péyiom ovykévipoon (Cmax) = 182 + 50,4 ug/mL, kot o1 AOyol GLUYKEVIPOGONG Y1d. TIG
AUC ka1 Cmax ftav pkpot, 1,32 kot 1,09, avtiotoyya. O Adyog cucodpevong oy VYNAGTEPOS Yo
v Cmin (2,49) yeyovog mov avoapevotay BAGEL TG CLVEIGPOPAG TNG UN-YPARLUKNS KaBopong o€
YOUNAOTEPEG cLYKEVTPDGELS. H otabepn katdotoomn enetedydn LETA amd TV TPMTN JOPNYNOT Y10, TN
Cmax kot petd amd 8 kot 20 gfdopddeg yia 1ig AUC kot Cmin avtiototya. Ot AUC, Cmin kot Cmax
g toctovpdpmng avéndniay pe v avénon tov copatikol Papove. Ze copaticd Bapoc>100 kg,
n wpoPrenduevn uéon (£ SD) AUC, Cmin kou Cmax ¢ toctMlovudunng o otabepn Katdotaon
frov 50.000 £ 16.800 ug x h/mL, 24,4 £ 17,5 ug/mL, ka1 226 + 50,3 pg/mL, avtictorya, TYES, o
omoieg Ntav vymAdTEpeS amd TIg HéEceg TIHEG EkBeomg Yo Tov mAnBuopd acBevav (dniadn yio OAa to
copatikd Bapn) mov avapépdnkay tapamdve. H kapmdin d6ons-avtamdkpiong yuo tnv
toctMmlovpdumn eEopardvetal oe VYNAOTEPN EKOECT), 0OYDOVTOG GE KPOTEPO, OPEAT
OTOTELECLLATIKOTNTOG Y10, KAOE oTAdI0KT aDENCT 0T GLYKEVIP®ONTNG TOGIMEOVUAUTNG, GE TETOL0
Babud mov KAviKA onpavTikég avENGELS TG OMOTEAEGHATIKOTNTAG dev KaTadelyOnkay og acbeveic
mov éhafav ayoyn pue >800 mg toctmlovuduang. Eropévac, dev cuvictdvtar 606€15TNG
ToctM{ovuaumng, ot omoiec vepPaivovv ta 800 mg avd £yyvon (BA. Tapdypago 4.2).
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Kozovoun

210ov6 aoBevelg pe pevpatoedn apbpitida, o KevIpKdc 0YKOG KaTavounc ntav 3,72 L, o mepipepikog
oyKog katovoung ntav 3,35 L, pe anotéhespa 0 6yKog KATAvOUnG o€ otafepomomuévrn KatdoTaoT vo
gtvan 7,07 L.

Amofoin

Metd amd v evOoQAERLa YOp1yNoT, 1 TOGIALOVUAUIT OTOLOKPVVETOL 0TO TV KUKAOQOpia o€ dV0
eaocelg. H olikn kaBapon ¢ toctilovudunng e£optdton amd Tn GUYKEVIPWOOT Kol OTOTEAEL TO
ABpOIGHLA TNG YPOLLUKNG KOl TNG UN-YPORUK)G KéBapong. H ypoppikn kdBapon ekt nke og
TOPAUETPOC GTOV TANOVOUO POPUAKOKIVITIKNG ovilvong kot tav 9,5 mL/h. H e&aptdpevn amd
GLYKEVTIPMOT| UN-YPoppKy kdBapon dtadpapatilel onUavTiKd pOAO GTIG YOUUNAEG CUYKEVTIPMOGELS TNG
toctMlovpdumne. Metd tov Kopeoud g 0000 TG UN-YPAUUKNG kGBaponc, oe vynAdtepeg
GLYKEVTPMOELS TOGMEoV ARG, 1 KaBapon mTpocdiopiletar kKupimg amd T Ypappk” kédbapon.

O ypdvoc tiz TG ToctMoVUAUTNG €aPTATOL AT TN CLYKEVIPOON. X€ GTAOEPOTOUEVT-KATAGTACT),
uetd omd ™ yoprynon 06ong 8 mg/kg kabe 4 efoopddes, N SPASTIKN t1/2 LELDONKE LE UELOVUEVES
GULYKEVTPMGELS POPUAKOD GTO PECOSIAGTN IO TV d0cE®V, o 18 o€ 6 nuépec.

I popirotyro.

Ot OPHOKOKIVNTIKEG TOPAUETPOL TNG TOGIMEOVUAUTNG deV AAAAEQY LE TNV TAPOSO TOL YPOVOv.
Hapatnpnnke adEnon otig AUC kot Crin LEYOADTEPT] OO QLT TOL AVOAOYEL GTY dOOM Y1d TIC
docelg 4 kot 8 mg/kg ke 4 efdouddec. H Cmax avENONKe avaroyikd g Tpog T 060N, e
otabepomompévn Kotdotaot, ot tpoPrenouevec AUC kot Cmin nTav kotd 3,2 kot 30 popég
VYNAOTEPEG OTIC dOoELg TV 8 mg/kg cuykprtucd pe T 4 mg/kg, avticTtoyya.

Ymodopio yprion
AacBeveic ue PA

Ot opHOKOKIVNTIKEG 1O10TNTEG TNG TOGIMEOVUAURNG TPOGOIOPISTIKAY LIE TN XPNOT
(QOPLOKOKIVITIKNG avilvong mAnbucpov o faon dedopévov 3.552 aclevav pe peLOTOELdN
apBpitida (PA), ot omoiot AdpPovayv 162 mg vrodopimg kabe efooundda, 162 mg vwodopimg Kabe
devtepn efdopdda, ko 1 4 1 8 mg/kg evéoprefing kabe 4 efoopadeg yio mepiodo 24 efdopadmv.

Ot QOPUOKOKIVNTIKEG TOPAUETPOL TNG TOGIMEOoVUAUTNG dev AAAaEQY Ue TNV TaPpodo Tov ypovov. [a
™ 8601 TV 162 mg kabe efdopdda, n TpoPrendpevn péon (£ SD) AUC  epsonasag, Crmin Kot Crmax
otafepng katdotacng g tostmiovpdumng frav 7.970 £ 3.432 pug x h/mL, 43,0 £ 19,8 pg/mL kot
49,8 + 21,0 pg/mL, avtictoyya. Ot Adyor cuccmpevong Twv AUC, Cin, kKot Cmax ftav 6,32, 6,30 kot
5,27, avtiototryo. H otabepn katdotaon enetedydn petd ond 12 gfdopdosg yia ti¢ AUC, Chin, KoL
Cmax-

It 8601 v 162 mg kabe devtepn efdopdda, N wpoPfrenduevn péon (£ SD) AUCaepsopasov, Crmin
ko Cmax otabepng koTdotaons e toctafovudunne frav 3.430 + 2.660 pg x h/mL,

5,7 £ 6,8 pg/mL ko 13,2 £ 8,8 pg/mL, avtictoyya. Ot Adyol cuvecdpevong twv AUC, Cin, Kot Cimax
frav 2,67, 6,02 kot 2,12, avtictotya. H otabepn katdotaon enetedydn petd and 12 efdopnddeg yio tig
AUC xot Crin, koL petd amo 10 gfdopddeg yror ) Crax.

Amroppopnon

Metd and v voddpila d6on o€ acbeveig e pevpotoedn apbpitda (PA), 1 tmax TOL aviioToL el 6TO
YPOVO LEYIOT®V GLYKEVIPOGEWV ToGIALovudumn otov 0po ftav 2,8 nuépes. H Prodrabesipotnra tov
OKELAGOTOG LTOdAPLAG YopNyNong Nrav 79 %.

Amofoin

Mo v voddpia yopNyNom, 0 eEaPTOUEVOG ald TN CLYKEVTPMGT QOIVOUEVOG t12 Elval £0G Kot
13 nuépec yo ta. 162 mg kdOe efdopdda kot 5 nuépeg yuo o 162 mg kabe devtepn efdoudda o
acBeveic pe pevpartoetdn apbpitda (PA) oe otabepr| katdotaon.
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Ymodoplo ypnon
AoBsveic us ovotnuotixy NIA

H poppokokivntikni g toctM{ovpudunng oe 0oOeveig Le CLGTNUATIKY VEAVIKT 1010701 apOpitida
YOPAKTNPIGTNKE OO POPUAKOKIVNTIKY avaAveT TANBucpol mov mepeddpfave 140 acBeveig mov
éhapav Oepomeio pe 8 mg/kg evdopAefing kabe 2 efdonadeg (aobeveic Bapovg > 30 kg), 12 mg/kg
evoopArefing kabe 2 gfdopddec (acbeveic Bapovg katm twv 30 kg), 162 mg vrodoping Kabe
epdouada (acbeveig fapovg > 30 kg), 162 mg vrodoping ke 10 nuépeg 1 kKabe 2 efSopadeg
(acBeveic Bapovg katm Tav 30 kg).

Ynrapyovv meplopiopéva dStabéotpa dedopéve oYeTIKA e TG eKBEGEIC PETA amd VTOdOPL YOPIYTIoN
™G tociMovpaumng o acbeveic pe cuoTnuaTIKh veavikn Womabn apbpitida Katw TV 2 ETOV e
ocopoTIKO Bapog pkpotepo and 10 kg.

Ot acBeveic pe cvotnuatikny NIA mpénet va Exovv eldyioto copatiko Bapog 10 kg katd ™ Aqyn g
toctMlovudumng vrodoping (BA. mapdypago 4.2).

Hivaxag 8. Ipoflenouevog uéoog opog £ SD oric @K mopouétpovs ae otalbept) kataotaon UeTd, amo
DITOOOPI0, D0C0L0YI0. o€ ATOEVEIS e CVOTHUATIKY VEQVIKT 1010Ta0n opBpitido.

®K Mopdapstpor 162 mg QW > 30 kg 162 mg Q2W kéatm ané 30 kg
ToctMmiovpdpmy

Cuuéyoro (HQ/ML) 99.8 +46.2 134 + 58.6

Ceariporo (MQ/ML) 79.2+35.6 65.9+31.3

Crgon i (MQ/ML) 91.3+40.4 101 +43.2
Yvoompevon| Cugporo 3.66 1.88
Yvo6mpevot| Cegyporo 4.39 3.21
2vo0mpevot| Cugon i | AUC* 4.28 2.27

*

=1 gPdopndda 1 2 efdopddeg Yo to 5V0 VodOPLY GYNULATO
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Metd v vodopua yoprynon, tepinov 1o 90 % g otabepnc katdotaong exetedydn uéypt v 121
gBoopdada kat yio ta 000 oynpate 162 mg QW kot Q2W.

Amoppopnon

Metd v vToddpia Yop1yNoN 6€ AcHEVEIS e GLOTNLATIKY VEOVIKY] WO1omadn apBpitida, o ypdvog
nuicelog {ong amoppdPnong NTav tepimov 2 nuéPeg Kot 1 f1odtobesILOTNTA Y10 TO LITOSOPLO
oKevaopo o€ acheveic e cuoTNUATIKN VEavikT W0omadn apBpitida nrav 95 %.

Kozovoun
Ye modloTpikovg acbeveic Le GLGTNUATIKT VEAVIKT] 101000 apBpiTida, 0 KEVIPIKOC OYKOG KUTOVOUNG

nrav 1,87 L, o mepupepelakdc 0yKkog kotavoung ntav 2,14 L pe amotélecpo 0YKo KATAVOUNG OE
otafepn katdotaon 4,01 L.

Amofoin

H ovvoiikn kdBapomn ¢ tosthlovpdumne oy e£optdpevn omd T GLYKEVTP®OT| Kot Eival To
aBpolopa TG YPOLUKNG KdBopong Kot TG Un YPOoUUKhS kaBapone. H ypappuxn kaBapon
VTOAOYIOTNKE (OC TAPAUETPOG GTN PAPUOKOKIVITIKY avaAvor TAnBucpod kot ntav 5,7 mL/h oe
TodaTpkovs acteveig e GuoTNUOTIKN VeaviKn Wlomadn apbpitida. Metd tnv vroddpla yopiynon, o
OMOTEAEGLATIKOG XPpOVOG Nuicelag (g Ty 2 TG TOSMEOVUAUTNCVTOSOP10V TOCIMEOVUAUTY GE
acleveic pe cvotnuaTiKy veavikn omadn apOpitida eivar £oc kot 14 nuépeg yuo to oynuoto 162 mg
QW xat Q2W xo1d T dtdpKeLo EVOG SlOCTHUATOG 00GOAOYNONG 0 6TaHEPT] KATAGTOOT).

Ynoddpia ypnon
Aaobeveic ue moivapbpixn NIA

H @appokokivntiki g tocimlovudunng oe acbeveic pe molvopBpikn veavikn donadn apbpitida
YOPOKTNPIOTNKE OO POPUAKOKIVNTIKY ovéAvon TAnBucpov tov tepiehdupave 237 acbeveic, o
omoiol éAafav Bepameia pe 8 mg/kg evéopiefing kdbe 4 efoopadeg (acbeveig Papovg > 30 kg), 10
mg/kg evooplePimg ke 4 gfdouddec (acbeveic pe fapog kot v 30 kg), 162 mg vrodoping kabe
2 gfdopadec (acbeveic Papovg > 30 kg) 1 162 mg vrodoping kdbe 3 efoopddeg (acbeveig ue Papog
kéto Tov 30 kg).

Hivaxac 9. Tlpoflenduevoc uéoog opog £ SD oric @K mopouérpovs oe otabept) kataotaon UeTd, amo
VITOOOPI0, dOGOLOYI0. o€ ATOeVeElS ue TolvapBpiky veovikn 1010maldy aplpitido

®K Mopapetpog 162 mg Q2W > 30 kg 162 mg Q3W kdatm tTov 30
ToouMiovpapnn kg

Cuuéyowo (MQ/ML) 29.4 +135 75.5+24.1

Ceasporo (MO/ML) 11.8+7.08 184+129

Crugon i (MQ/ML) 21.7+10.4 455+19.38
Yvoompevot| Cugpowo 1.72 1.32
Yvoo®pevot| Cesyoro 3.58 2.08
Yv06®pevot| Cugon muy  AUC* 2.04 1.46

*

T =2 gfdopnadeg M 3 efdopddes Yo Ta HVO VILOSOPLO. GYNLLOTO.
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Metd and evoopréPra yoprynon, mepinov 1o 90 % g otabepnc katdotaong enetevydetl uéypt 127
efdoudoa yuo to, 10 mg/kg (copatikd Bapog < 30 kg) xat puéypt m 16" efdopndda yio t d6om TV 8
mg/kg (copatikd Bapog > 30 kg). Metd tnv vTodopa £yyvon, mepinov to 90 % g otabepng
Katdotoong enetedyOn puéypt v 12n gfdopdda Kot yia ta dvo oynuata tov 162 mg evéoeiefing
Q2W xat Q3W.

Amroppopnon

Metd v vtoddpia xprion o€ acbeveic pe ToAvapHpIKN veavikn Wonadn apbpitida, o xpdvog
NLoNG amoppoOPNoNE NTAV TEPITOL 2 NUEPES Kot 1] f1od1adeGIUOTNTA Y10 TO VTOOOPL0 CKEVUCLLO, GE
acBeveic pe moivapBpikn NIA ftav 96 %.

Kozovoun
Ye modlatpikovg acbeveic e molvapOpikn veavikn tomadn apOpitida, 0 KEVIPIKOC OYKOG KOTOVOUNG

nrav 1,97 L, o mepupepetokdc 6ykog kotavoung ntav 2,03 L, pe anotéAespo 6YKO KOTAVOUNG O
otabepn katdotaon 4,0 L.

Amoudxpvven
H @appokokivntiki avédivorn tinbucpob yio acheveic pe molvapOpikn veavikn 1dtoradr| apdpitida

£0¢e1Ee emidpaon, oyeTlONEVN LE TO COUATIKO HEYEDOC, 0N YK KaBapon, £T61 OGTE M
docoloyia wov Pacileton oo Phpog cdpatog va mpénet va Aapupavetar veoyw (PA. [Tivaka 9).

Metd v vToddpLa. YOPYN O, O ATOTEAECUOTIKOG ¥PpdvoC Nuiceag Long ty 2 TG TocMEOVUAUTNG OE
acBeveic pe morvapBpikn NIA eivor uéypt 10 nuépeg yio acbeveic < 30 kg (162 mg vrodoping Q3W)
Kot £0¢ 7 nuépeg yia aceveig > 30 kg (162 mg vrodoping Q2W) kotd T didpKelo SOGOAOYIKOD
SO TAATOG 6 aTafepT| KATAGTACT). META 0mtd evOopAERLa Yopyno, N TOSUMLOVUAUT LPIoTUTAL
OLPACTKY OTOpLAKPLVGT amd TNV KukAopopia. H cuvoiikn kdBapon ¢ tostAilovpdumne oy
eEapTmdpevn and T CLYKEVTP®ON Kot Elval TO AOPOIGHA TNG YPOLUIKNG KOL U1 YPOUUIKNG KAOaponG.
H ypoppikn kad0apor vroloyioTke mg TOPAUETPOS OTNV POPUOKOKIVITIKY ovaAvot TANBLGHOD Kot
nrav 6,25 mL/h. H e€aptopevn amnd t cvykévipmon un ypoupkn kdbapon mailel onpovikd poro
OTIG YOUNAEG GLYKEVTPMGELS TostMEovudunng. Otav 1 un ypoppks 006¢ kdbapong eivar Kopespévn,
€ VYNAOTEPEG CLYKEVIPDGELG TOSTAMLOVUAUTN, 1| KEBapon Tpocdiopiletal KuPIMG amd TN YPOLUIKN
Kk@Oapon.

Ymodopio yprion
AcBeveic ue I'KA

O pappokokvntikég 110t teg (OK) e toctmlovudunng oe acBeveic e YryovTOKOTTOPIKN
apTnpPitida TPOocdopiGTNKAVY LLE TN YPNON HOVIEAOV QUPLOKOKIVNTIKNAG TANBLGLOV amd TV avaAvo
Baong dedopévav 149 acbevav pe yryavtokuttapikn aptnpitida, ol oroiot EAafav 162 mg vrodopimg
k60e efdopdda 1 162 mg vwodoping kabe devtepn efdoudda. To povtédo mov avomtoydnke glye v
Ot dopn He TO HOVTEAO QUPUOKOKIVNTIKNG TANBuGHOD Ttov glye avamtuyBel molodtepa Pdoet
dedopévav amd acbeveig pe pevuartoeldn apbpitida (BA. Iivaka 10).

Hivaxag 10. Ilpoflenouevos uéoog opog £ SD onigc @K mopouétpovs ae otalbept kotaotaon UeTd, amo
™mv vrodopia yopnynon oty I’ KA

Ynooopro
Tooumlovpapmn OK rapaperpor 162 mg xd0¢ 162 mg ké0¢ gfoopada
dgvTePT Efoopada
Chnax (Hg/mL) 19,3+12,8 73+30,4
Ctrough (Mg/mL) 11,1+10,3 68,1+ 29,5
Chnean (Mg/mL) 16,2+ 11,8 71,3+£30,1
2v660peVoT Crax 2,18 8,88
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Ymodopro

Tooumlovpapmn ®K rapaperpor 162 mg xd0¢ 162 mg ka0g gfoopada
dgvTeP gfoopada

Yvoo®pevon Cirough 5,61 9,59

2v66mPeVoT| Crean 1 AUC, * 2,81 10,91

*

T=2 gfdopnddeg M 1 efdopdda yio ta Vo VTOdOPLO GYHLOTO

To mpopik oTabepng KaTAGTAONG LETE 0d TN dOGM TNG ToctMiovudumng Kabe efdopdda nTov oxedov
eMinedo, e TOAD LKPEC SIKVUAVOEIS HETOED TOV KATMOTATMV Kol TOV HEYIGTOV TIL®V, EVA LINPEAY
ONUOVTIKEG SOKVUAVGELC Y1, T 6001 TG ToctAlovpaumng kébe devutepn efdopada. Ilepimov 90 %
¢ otabepnc kordotoaons (AUC,) Tov enetedydn kotd tnv fdopdada 14 otnv oudda tng d6omg kébe
devtepn efdopdda kot katd TNV gfdopdada 17 otig opdadec g 66ong Kabe efdoudda.

Bdioet tov T1p€yovTog YopaKTNPIGHOD TG PUPHOKOKIVITIKNG, CTIUELDOVOVTOL VYNAOTEPES EAAYLIOTEG
OLYKEVTPMGELS 6TabepT|g KaTdoTaong Katd 50 % tng toctlovpdunng g avtd Tov TAnbuoud
OVOPOPIKA UE TIG LEGEG GUYKEVIPMGELG EVOC LEYAAOL GUVOLOL dESOUEVDV OO TOV TANBVGUO TNG
PEVUATOEDOVC apbpitidag. AvTég ol dlapopég opeilovial o Ayveot ortio. Ot QUPUOKOKIVITTIKEG
SLPOPES dEV GLVOSEVOVTOL ATTO CNUAVTIKEG OLOPOPES OTIG POPLOKOSVVALIKEG TOPAUETPOVG KO
EMOPEVMG 1 KAVIKN onpacio Tovg lval Ayvoot.

Ye aoBeveic pe FKA, mapatnpndnke vynhdtepn éxbeon o acheveic pe youniotepo copotikd Papoc.
I to docoroykd oynpa 162 mg kébe efdopdda, 1 Cavg ot0Bepng katdotaons nrav 51 % vymiotepn
o€ acbeveig e copatikd Papoc pkpdtepo and 60 kg e cuykpion pe acbeveic mov {uyilovv peta&y
60 ko 100 kg. I'a to oynpa 162 mg kdOe devtepn efodopdda, 1 Cavg 0T00EpT|g KATAGTOONG NTOV

129 % vymAdtepn o€ aobeveig pe copatikd fapoc pkpotepo omd 60 kg oe oOyKpion pe acbeveig pe
Bapog peta&d 60 kar 100 kg. Yrdapyovv meplopiopéva dedopéva, yio, aobeveic dve tov 100 kg (n = 7).

Amoppopnon

Metd amd v vrodopila d0on og achevelg e YIyavVTOKLTTOPIKY] apTnpitda, 1 ty, amoppoPNong NTa
nepimov 4 nuépes. H Prodiabeciudtnta tov okevdopatog vwodoplag yoprynong rav 0,8. Ot d1dpeceg
TWES TG Tmax MTav 3 Nuépec petd omd v efdopadiaio 0661 TG TooIMIOLVUAUTNG Kot 4,5 NUEPES
HeTd omd TN 860M TG TostAMiovpdumng Kabe devtepm BSoUAD.

Kozovoun
Y& ao0eveic e YIYOVTOKVTTOPIKN apTNnpiTida, 0 KEVIPIKOG OYKog katavoung ntav 4,09 L, o

TEPLPEPIKOG OYKOG Katavoung ftav 3,37 L, e amotélecua 0 0YKOG KaTavoung o otafepn Katdotaon
vo gtvar 7,46 L.

Amofoin

H olwn kaBapon e tostlovpudumng frav eEapTdUEVT] amd Tr GLYKEVIPMOOT KOl OTOTEAEL TO
ABpOIGLLO TNG YPOLLUKNG KOl TG UN-YPoUknG kKdBapons. H ypappikn kdBaporn a&toloyndnke mg
TOPAUETPOC 0T PAPUUKOKIVITIKT avaivon tAnbucpod katl oy ion pe 6,7 mL/h ce acbeveic e
YLYOVTOKVTTOPIKN apTNpiTido.

Ye aoBeveic pe yryovTokuTtapikn aptnpitida, 1 armotedeopatikn t¥2 g tocumlovpdunng o otabepn
Katdotoomn Kopovotay petadd 18,3 kan 18,9 nuepdv yia to efdopadiaio oynuo twv 162 mg, kot
petaéd 4,2 kot 7,9 nuepmv yuo To oynua tov 162 mg avd dvo efdouddes. e vynAEC GUYKEVTIPMGELG
ooV 0p0d, dtav N oAkn kdBapon g ToctMlovpaunng kabopiletar amod ) ypopky kdbapon, n
amotelec otk ty, TV TePimov 32 NUEPDY TPOEKVTITE OO EKTIUNGELG TV TANOVGLIOK®OV
TOPAUETPMV.

Ewucoi mAinBuopoi

Negpirn dvoiertovpyio,

Agv &xet dre&oyBel Kapio emionun OOKIUN GYETIKA LLE TNV EMLOPACT TNG VEPPIKNG SVGAELTOVPYING OTN
QOPUOKOKIVITIKY TG ToctAovpudunng. Ot mepiosdtepot asOeveic TG POPUAKOKIVITIKIG OVOAVGOTG
TANBVOUOV GTIG SOKIUES TG PEVLOTOEO0VG apBPITISNG KoL TNG YLYOVTOKVTTAPIKNG opTnpitidag iyav
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(QLGLOLOYIKT VEQPIKT] AE1TOVpYia | N VEPPIKT dvucAettovpyia. H mia veppikn dvcieitovpyio
(exTipndpevn kdBapon kpeatvivng Paoet Tov Tomov Cockeroft-Gault) dev emnpéace
QOPLOKOKIVITIKY TG TOGIMEOV AU,

[Tepimov to éva Tpito TV acbevdv otn dokiun e I'KA eiye nma veppikr| Sushettovpyia KaTd TV
apykn ektipnon (ektiudpevn kadBapon kpeatviving 30-59 mL/min). Aev mopoatnprOnke enidpoon
otV ékBeom oty ToctMlovudunn og avTovg Tovg acbeveic.

Agv amorteitol tpomonoinon g 06ong o€ 0obeveig pe fmio, 1 LETPLAL VEPPIKT OLVGAEITOLPYICL.

Hrortixn dvalerrovpyio
Agv éyel o1e&oyOel kopio emionun 0K GYETIKA UE TNV EMXLOPACT] TNG NTATIKNG SVCGAEITOVPYING GTN
(QOPUOKOKIVITIKT TNG TOGIALOVUAUTNG.

Hlixia, pblo ko eBvikotnta

DoppokokivnTikée avaAdeelg TAnOve oD oe acbeveic pe pevpatostdn apbpitida (PA) kot
yryavrokvttapikh aptnpitda ([KA) £dei&av 6t n nhkia, To @OAo Ko 1) eBvicotnTa dev emnpéacay
POPUOKOKIVITIKT TNG TOGIAMOVUAUTNC.

Amnoteréopota PK avdivong mAnbucpov yio toug acbeveig pe cuotnpatiki NIA kot moAvapOpikn
NIA emPePaiocav 6t 10 péyebog cmpatog ivar n uovn petafint mov €xel aSloonueimtn enidopaon
ot OK ¢ toctMlovudunng CUUTEPIAAUPOVOUEVIC TS UTOUAKPLVGTC KL TNE OTOPPOPNOTG, £TCL
®ote 1 docoroyia mov Paciletal oto Pdpog cmpatog va tpémetl va Aappdavetor vadyy (BA. Iivaxeg 8
Ko 9).

5.3 Ipoxiivikd dedopéva Yo TNV a6Qarero,

Ta un-kKhvicd dedopéva aoPAAELNG eV OTOKAADTTOVVY 1010iTEPO KiVOLVO Yo TOVG avBpdmovg pe Bdon
GUUPOTIKEG SOKLUES Y10l T PAPUUKOAOYIKT AGQAAELN, TNV TOEIKOTNTO TOV ETOVUIALUPAVOLEVOV
300EmV, T YOVOTOEIKOTNTA, TNV OVOTOPAY®YIKT TOEWKOTNTA KOl TV OVATTUED.

Agv mpaypotomomOnkoy dokiuég kapkivoyéveonc kabag ta IgG1 povokAOVIKE avTicOuaTo dev
Oewpeitar OTL EYovV €yyeV SVVATOTNTO KOPKIVOYEVEGNC.

Ta SaBéoipo un KAwvika dedopéva £de1&av v enidpacn g IL-6 otnv e£EMEN ¢ kaxonBetog Kot
GTNV OVTIGTOCT AOTTMOCTG G€ SIAPOPEG LOPPEG KOPKivov. AVTA To dESOUEVA OEV GLVIIYOPOVV GTIV
vmapln oyetikoh Kvdhvov eppdvions kot eEEMENG Tov kapkivov kaTd T ddpketa TG Bepaneiog pe
toctMlovpaunn. Emmiéov, dev mapatnpndnkav vrepniactikéc PAaPec o€ pa 6-pnvng didpKetog
dokiun xpoviag to&ikotntag og ThNKoLS cynomolgus 0VTe Gg YEVETIKG TPOTOTOUNUEVOVE TOVTIKOVS
ue éxkenym IL-6.

Ta SaBéopo un KAWIKG dedopéva dgv LTOOEIKVOOVY EMIOPACT) TNG AYMOYNG LE TOGIAMLOVUAUTN OTN
yovipudtnra. Agv mopotnprdnke enidpaoT 6To OPYavVa TOV EVOOKPIVIKOD KOl TOL OVOTAPOYOYTIKOD
GLOTHLOTOG GE pio doKIT ¥pdVIag TOEIKATNTOC G TOKOVG cynomolgus Kol eV EXNPEACTNKE 1
OVOTOPOYWYTKT] TKOVOTNTO TV TOVTIK®V e EAAenyn IL-6. [Tapatnpnbnke 6tL 1 yopnynon g
TOGIMEOVUAUTNG O TBNKOLG cynomolgus Katd Tr S1apKELN TG TPMOUNG KONONG OV giye AueEsES M
éupeoeg emPrapeis emnTdoELG 0TV EYKLHOSHVN 1 TNV avATTuén Tov gufpdov. Qotds0,
mapotnphonke wikpn avénon tov arofoAdv/epufpuikdv- ovitmv 68 TEPIMTMOGELS VYNANG
ovotnuatikng £ékBeong (> 100 popég X avBpmmvn £kBeon) otnv opdda VYNANIG 06oNG- TV

50 mg/kg/mMuépa GLYKPITIKG LE TNV OLLAS0 TOV EIKOVIKOD QUPUAKOL Kot TIG GAAEG OUASES YOUUNANG
doonc-. I[Taporo mwov 1 kvtokivn IL-6 dev paivetal va eivar onuoavtikn yio v euppuikn avdmtoén 1
TOV 0VOGOAOYIKO €AeYY0 TNG OAANAETIOpaong UNTépag/euPphov, dev pmopel vo, amokAEIGTEL N
TOOVOTNTO GUGYETIONG TOV GUYKEKPIUEVOL EVPTLOTOG UE TOGTMEOVUAUTT).

H Oepoancio ue avdroyo empvmv dev tpokdiece To&ikdTnTO 08 VEUPOVC emipvec. E1dikotepa, dev
vmp&e PAAPN TG OKEAETIKNG AVATTVENG, TNG AELITOVPYIOG TOL OVOGOTOTIKOD Kol TNG GEE0VAAIKNG

opipovonc.
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To pun KAMvikod mpoeid ac@drelag e TosIAMLoVUAUTNG GTOVE T KOVG cynomolgus dev VITOJEIKVIEL
dpopd avapeEsH otV EVOoPAERLa Kot LIToddpLa 080 YOPTYNONG.

6. O®APMAKEYTIKEX IAHPO®OPIEX
6.1 Kotahoyog ekdoywmv

L-iotidivn

L-1ot1divn povobidpoyhmpikr] LovoidpIkn
L-0peovivn

L-uebiovivn

[ToAvcopPuco 80 (E 433)

Yomp yio evéoiua

6.2 AovpparoéTnTeg

Eni amoveiog dokipumv cupfatotntag, ovtd T0 QupUOKEVLTIKO TPOiOV OV TPEMEL VO AVOUELYVOETOL UE
A0 POPUOKEVTIKE TPOTOVTAL.

6.3 Awgpkero Long
4 xpovia.
6.4 Idwitepeg TpoPuLAAEELS KOTA TN UAIEN TOV TPOTOVTOG

dvidooete og Yyoyeio (2°C-8°C). Mnv katoydyete. MoMc apaipebel amd to yoyeio, 1 Tpoyeuopévn
GLGKELT TOTOL TEVOG UTopel va amodnkevtel péypt 3 efdouddeg oe Beppokpacio pikpdtepn 1M ion pe
30°C. Edv givar amapaitnto, T0 TPOYELGHEVO GTUAO PTOPEL VO EMOTPAPEL GTO YuyEio pio popd péca
o€ aVTéG TIG 3 gfdopades kot vo puAayBel oto yuyeio puéypt v nuepounvia AnéEne. To Tpoyspiopévo
GTLAO Tipémel vo. amopplebel edv dev ypnoomonbei evtdg g TePLOdov TV 3 BSoUAdmV.

Awotnpeiote TNV TPOYEUIGUEVT] GLGKELT] TOTOV TEVAG 6TO EMTEPIKO KOLTI TPOKEEVOD VOl TNV
TPOGTAUTEVGETE OO TO PG KO TNV VYPAGia.

6.5 @01 Ko GLETUTIKE TOV TEPLEKTN

Awdvopa 0,9 mL og mpoygpiopévn cvpryya (Yool tomov 1) e evoopatopévn ferdva mov Teptéyel
162 mg Avtozma cvckevacpéva o€ pia tpoyepouévn méva. H ocdpryya kheivel pe o@ikto mepifinuo
Berovag (EAaoTIKO TOAVIGOTPEVIOV KOl TOAVTPOTVAEVIOD) Kot TOUA EIGYDOPNONS ELPOLOV amd GTElpO
glootopepég pe emkaivym fluorotec (pe octlkdvn).

H mpoyepiopévn méva pe Avtozma yio yprion and tov acev d1atifetal 68 GLOKEVAGIES TOL
TEPLEYOLV:

. 1 mpoyepiopévn méva

. 2 TPOYEUOUEVEC TTEVEC

. 4 TPOYEUGUEVEG TTEVEG

. 12 (3 ovokevacieg TV 4) TPoyeUGUEVES TEVES (TOAVGVOKEVOGIES)

Mmropel va, unv Kukho@opoOv OAEG 01 GLCKEVAGIES.

6.6 Idwitepeg TpoPLAGEELS amoppLIYNS KoL GAAOS YEPIGIOG

To Avtozma mapéyetol 6€ TPOYEMGIEVT GUGKELT] TOTOL TTEVAS Hiag ¥prons. Metd and v
OTOUAKPVVGT] TNG TPOYEUIGULEVT] GUGKEDT] TUTOVL TEVAG OO TO YLYELD, 1| TPOYELUGUEVT] GUGKELT)

TOmov mévag mpémet va £pbst og Beprokpacio dopatiov (18°C éwg 28°C) mepiuévovtas 45 Aemtd mpv
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amd v €veon tov Avtozma. H méva dev mpémel va avakveital. MeTd omd TV apaipect) ToL TAOUOTOG,
1 éveon mpEmeL va EeKVAEL € SLAGTNILO 3 AETTMV, TPOKEYEVOL VO OTOTPOTEL VO GTEYVMCEL TO
(APLLOKO KoL Vo, UMV UmAokapel n Berova. Edv n mpoyepicpévn cuokeun TOToL TéEVog dev
YPNOUYLOTOLEITAL EVTOG 3 AEMTOV UETE TNV OTOUAKPVVGT] TOV TMOUOUTOC, TPETEL VOL TNV ATOPPINTETE GE
évay avOeKTIKO GTO TPUTLLOTA TEPLEKTT KO VO YPTCLUOTOLEITE ial VEQ TPOYEMUGUEVT) GLGKELT TOTTOV
TEVOG.

Edv o deictng moptokari ypduatog dev Kivnbei agov éxete mEcel To kKdAvppa e Perdvoc, Tpémel va
ATOPPIYETE TNV TPOYEULCUEVT] GVGKEDT] TOTTOV TEVAG G€ évav avOekTikd ota Tpuanpata teptékt. H
TPOYELGUEVT] CLOKEVT TOTTOV TEVAG EYEL KAEWO®OEL Kot 1) fEAOVA TapAUEVEL KOAVUUEVT GTO
E0MTEPIKO TOL KAADUNIATOG TNG PeAdvVog OTav TpooTabeite va TV enavaypnoionomoete. Mnv
EMUYELPEITE VO EMOVAYPTCLUOTOOETE TNV TPOYEUOUEVN TTéEVHL. MnV enavorapupdvete mv éveon ue
AN Tpoyepiopévn méva. ArevBuvBeite otov mhpoyo vyslovouikig TepiBaiyng yia fonOeta.

Noa unv ypnoiponoteitol edv o eapuaxo gival 0odd 1 mepiéyel couatioln, gival orotodmote GALO
YPOUA EKTOG OO AYP®UO EMG KITPVO, 1| OTOLOONTOTE TN L0 TG TPOYEUIOUEVT] GLGKEVT TOTTOV TEVAG

QoiveTal va £XEL KOTAGTPOPEL.

AvoluTikég 0dnyieg yio T yop1ynom tov Avtozma ce TpoyEUIGUEVT] GUGKELT] TOTTOL TEVOG
TAPEYOVIOL GTO PUAAO OONYLOV XPNONG.

Kd&0e aypnoiponointo eoprokentikd Tpoidv 1 VITOAEUN TPETEL VO OTOPPITTETAL GOUPDVOL JUE TIG
KOoTé TOTOVS 1GYVOVGES OYETIKES OLOTAEELS.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX

Celltrion Healthcare Hungary Kft.

1062 Budapest

Véci ut 1-3. WestEnd Office Building B torony

Ovyyopia

8. APIOMOZ(OI) AAEIAY KYKAO®OPIAXZ

EU/1/24/1896/010

EU/1/24/1896/011

EU/1/24/1896/012

EU/1/24/1896/014

9. HMEPOMHNIA IMNPQTHXE ET'KPIZHY/ANANEQYXHY. THX AAEIAX

Huepounvia mpdtg éykpiong: 14 dePpovapiov 2025

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agmtopepeic TANPOPOpiEg Y10 TO TOPOV PUPUOKEVTIKO TPOioOV gival S100Ea1EG GTOV SIKTLAKO TOTTO
tov Evponaikod Opyavicuod @apudkov: https://www.ema.europa.eu.
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ITAPAPTHMA 11

MAPAXKEYAXTHX(EL) THE (TQN) BIOAOTIKQX
APAXTIKHZ(QN) OYZIAL(QN) KAI
MAPAXKEYAXTHX(EX) YHEYOYNOX(OI) I'A THN
AIIOAEZMEYZH TQN HAPTIAQN

OPOI'H IEPIOPIXMOI XXETIKA ME TH ATAGEXH KAI
TH XPHXH

AAAQOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H ITEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

AITOTEAEEMATIKH XPHZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A.  TAPAXKEYAXTHX THX BIOAOI'TKQX APAXTIKHY OYXIAX KAI
ITAPAXKEYAXTHX YIIEYOYNOZX I'TA THN AIIOAEEMEYZH TQN ITAPTIAQN

Ovopa xai d1ev6vvon tov TapackevLaoth NS PLoAoYIKOE dPUCTIKNAG 0VGiog

Binex Co., Ltd.,
3, Gaetbeol-ro, Yeonsu-gu,
Incheon, Anpoxpatia e Kopéag

CELLTRION Inc. (Plant I1I),
20, Academy-ro, 51 beon-gil,
Yeonsu-gu, Incheon, 22014, Anpokpatio te Kopéag

Ovopa xai d1ev6vvon Tov TaPACKELAGTH TOV Eival LITEVOLVOC Y10 TNV ATOSEGUEVCT TV TOPTIOWY

Nuvisan France SARL
2400 Route des Colles,
06410 Biot,

TaAAia

Midas Pharma GmbH
Rheinstr. 49,

55218 Ingelheim,
Feppovia

KYMOS S.L.

Ronda Can Fatj6, 7B.

08290 Cerdanyola del Vallés,
Barcelona,

lomavia

370 £VTUTIO POAAO 0dNYLOV YPNOTG TOV PAPUUKEVLTIKOD TPOIOVTOC TPETEL VO OVAYPAPETUL TO OVOLLOL
KoL 1 31eV0VVGT TOL TAPACKELOGTN TTOL Elvar VTEHOVVOC Y10 TNV ATOSEGIEVGT TG OYETIKNG TAPTIOAC.

B. OPOI'H HEPIOPIZMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH
DappokevTikd TPoidv yia 1o onoio amarteitan mepropiopévn atpikn cvvtoyn (BA. [apdaptnpa I:
[epiAnym tov Xopaktnpiotikav Tov [poidvtog, mapdypopog 4.2).

I AAAOI OPOI KAI AITAITHXZEIX THX AAEIAX KYKAO®OPIAX

. Ex0¢os1g Teprodikng mapakorovdnong e acearerog (PSURs)

O amoitioelg yio v vrofoAr] towv PSURS yia to ev Adym @apuakevtikd mpoidv opiloviat otov
KaTAAOYO e TIg nuepounvieg avapopdg e Evoong (katdioyoc EURD) mov mopatifeton oty

mapaypapo 7, Tov dpbpov 107y, g odnyiag 2001/83/EK kar kdbe emakdiovdng emikaiponoinong
OT®G OMNUOGIEVETOL GTNV EVPMOTAIKT SUKTLOKT] TOAT Y10 TO PAPLLOKCL.

A. OPOI 'H HEPIOPIZMOI IIOY XXETIZONTAI ME THN AZ®AAH KAI
AMMOTEAEXMATIKH XPHXZH TOY ®PAPMAKEYTIKOY [TPOIONTOX
. Yyéor0 drayciprong kivdovvoo (XZAK)

O Kéroyog Aderoc Kukhogopiag (KAK) Ba die&aydyet Tic omattodEVES SpacTNPlOTITES KOt
TOPEUPACELG POPLOKOETAYPOTVNONG OTWS TapoLGtdiovTol 6to cuuevniéy ZAK mov tapovcidaletan
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oty evotnta 1.8.2 ¢ adetog KuKAOPOPIaG Kot OTOIECONTOTE EMAKOAOVOES EYKEKPULEVECG
avaBewpnoelg Tov XAK.

"Eva emucaportompévo XAK Oa wpémnet va katotedet:

. Metd and aitnua tov Evponaikov Opyoviepod Oapudxmv,

. OnoTedNTOTE TPOTOMOLEITAL TO GVOTN A SloYEIPIONG KIVOHVOD, E101KE MG OTOTEAEG LA AW
VEDV TANPOQOPLDY TOV UTOPOVV VO EXLPEPOVY GNUAVTIKT OAAAYT OTN GYECT] 0QELOVC-KIVEUVOL
N ®G AMOTEAEGLLOL TG EMITEVENC EVOG OTUAVTIKOD OPOCT|LLOV (PUPLLOKOETAYPOTVIGT 1}
elor1oTOmOIN o KIVOOVOU).

Edv n vmopoAn wog EIITA kot 1 entkarpomoinon tov LAK cuvurintovv, dvvatal vo
katatefovv TovTdYpOVO.

. EmnpécOeto pnétpa ehay1o6Tomoinong Kivovvov

O Kdaroyog Aderag Kvkiogpopiag (KAK) Ba mapéyet éva Taxéto ITAnpopopidv yia tov
AocBeviikaivmtovtog Tig Oepamevtikég evoeifelg g Pevpatogidovg ApOpitidac, TG GLOTNUATIKNG
Neaviknig [dtomafoivc ApOpitidAag , tng moAvapOpikng Neoavikng Idtortabodg ApBpitidag Kot g
IMyavtokvtrapikng Apmmpitidog oe 6Aovg Tovg abeveicol omoiot avapéveral va Aapfovy to Avtozma.

v Tov AcBevn Oa mpénel va mep1€yovv ta akdAovba KOpla oTotElN:
. DdvAlo Odnywv Xprong (pe odnyieg ypnong yio v vwoddpia popen) (.., cOVOESLOG [E TNV
16t00€Aid0 Tov EMA)
. Kdépta Acbevoig
- Mo v avTetdmion Tov Kivduvou eLAvions AOMEE®Y 01 0moieg EVOEXETAL VO TTAPOLV
cofapn LopeN €AV OV OVTETOMOTOOV Ue aywyn. EmmAéov, opiouéveg mponyodpeveg
rouméeig umopel va eraveppavietovy. Ot acBeveic Oo mpémel va {ntovv kabodrynon
oo TOV ETAyyEALATIO VYELOG TOVG OE TEPINTOOT OV ERPAVIGOVY KATOL0 Aoipmén
0010V TOTE £160VG (AKOUO KOl KPVOAGYNLLO) KOTA TN CTUYUN TG TPOYPOUUATIGUEVS
Oepaneiog Tovg e Avtozma.
- Mo mv avtetd@ion Tov Kivdvuvou 0Tt ot acheveic mov ypnoionotovy Avtozma pumopel
Vo ovamTOEOLY EMTAOKES TG EKKOATOUATITIONG O1 OTOIES EVOEYXETAL VAL ThpOLV coPapn
LOPPN €AV OV OVTILETOTIOTOOV UE aywyn. Ot acbeveic Oo Tpémel va evnuepmvovy
OUECMG TOV Y1OTPO TOVG £V EPEAVICOVY EVOEIEELG KO GUUTTOUOTO GTOLLOYIKOD TOVOL 1)
KOALKOU e oAhayn oTIc GUVNOELEG TOV EVTEPOV 1] EGV TAPATNPTGOLV Ol 6T KOTPOvE
toue. O acbevig Ba Tpémet va evnep@cel Tov enayyeipatio vyeiog edv £xel 1 eiye
EVTEPIKO EAKOC 1| EKKOATOUATITION (PAEYUOVY] GE UEPT] TOV TOXEOG EVTEPOV).
- [Ma Vv avTeTdmion tov Kivovvov 4Tt ot acBeveic Tov ypnoorotoy Avtozma pmopel
va, avartoéovv cofapn nrotikny PAAPN. H nratikn Aeitovpyio tov acbevav o
mopokoAlovdeitarylo aAloyég 6To EMiMESO TOV NTATIKGOV VIOV HEGH SOKILOCIOV
NmATIKNG Agttovpyiog Katd T dudpkela g Oepaneiog pe Avtozma. Ot acBeveig Oa mpémet
V0, EVILEPDCOVY OUECHOC TO YLUTPO TOLG EAV TAPOVGLAGOVY GNLEID KOl GUUTTMLOTO
NTOTIKNG TOEIKOTNTAS, CLUTEPIAAUPOVOLEVOV TNG KOTMOMNG, GUYYLOT], KOIAMOKOD GAYOLC,
TOVo 1N TPNEWO TNV v de&Ld TAEVPA TNG TEPLOYNG TOL GTOUAYOL Kot KTEPOL
(Kitpiviopa Tov dEPIATOG KOl TOV LATLOV KOl CKOVPO KAPE 0VPaL).
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ITAPAPTHMA 111

ENNIXHMANXH KAI ®YAAO OAHI'IQN XPHXHX
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A. EIIIXHMANXH
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ENAEIZEIX ITOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Avtozma 20 mg/mL mokvo StdAvpa, Yo TopacKeDT] SIHADUATOS TPOG £YXLON
TooIMEOoVUAUTY

| 2. LYNOEXIH LIE APAXTIKH(EX) OYIIA(EX)

1 praAidio mepi€yet 80 mg toctAovudpumn.

| 3. KATAAOT'OX EKAOXQN

"Exdoya: L-totidivn, L-1oT1divn povovdpoyrwpikn povoidpikn, L-Bpeovivn, L-pebetovivn,
moAvGopPiko 80 kail VOWP Yo EVECIUAL.
AwPdaote T0 PUALO 0ONYIDV Y10 TEPIGCATEPES TANPOPOPIEC.

| 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

[Mokvo S1dAvpa Yio TapackeLT] SIHADIOTOS TPOG EYYVON
80mg/4mL

1 proAidio tov 4 mL

4 proAido twv 4 mL

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

Mo evoopAéPra Eyyvon petd and apaioon
To apatwpévo mpoidv Ba tpénet va ypnoiponombet apéome
AwoBdote 10 EOALO 0INYIDV TPV amd T YOPNYNoN

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
ITPOION ITPEIEI NA ®YAAXXETAI E OEXH, THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXZEITIZOYN TA ITAIAIA

Noa puAdooetar o€ Béon, v onoia dev PAETOLY Kot dev Tpooeyyilovv Ta TaldLd

| 7. AAAH(EX) EIAIKH(EX) IPOEIAOTIOIHEH(EIY), EAN EINAI AITAPAITHTH(EX)

| 8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEX OPYAAEHX

dvlacoete o€ Yoyelo
Mnv katoyvyete
dovAidooete T0 PLOAIDI0 6TO EEMTEPTIKO KOVTI Y10 VOl TPOGTOTEVETOL OO TO (PO

10. TAIAITEPEX TIPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN NPOIONTQN ‘H TOQN
YIHOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, EOOXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXH TOY KATOXOY THX AAEIAY KYKAO®OPIAX

Celltrion Healthcare Hungary Kft.

1062 Budapest

VAéci ut 1-3. WestEnd Office Building B torony
Ovyyapia

12. APIOMOZX(OI) AAEIAYX KYKAO®OPIAX

EU/1/24/1896/001 1 ¢roAidio
EU/1/24/1896/002 4 groAidia

13.  APIOMOX ITAPTIAAX

Lot

14. TENIKH KATATAEH I'TA TH AIAOGEXH

DopUAKEVTIKO TPOIOV Y10l TO OTTOI0 ATOLTEITAL LOTPIKT CLVTOYN

| 15. OAHTIEX XPHIHE

| 16. TTAHPO®OPIEX XE BRAILLE

H ottiohdynon yuo vo punv tepiinedei n ypaoen Braille eivon amodektm

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

<A160146TATOG YPAUU®OTOS KDOKOS (2D) mov @épel Tov mepinefévTa LoVadIKO OVayVOPLETIKO
KOO1KO.>
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18. MONAAIKOX ANATNQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
SN
NN
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ENAEIZEIX ITOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Avtozma 20 mg/mL mokvo StdAvpa, Yo TopacKeDT] SIHADUATOS TPOG £YXLON
TooIMEOoVUAUTY

| 2. LYNOEXIH LIE APAXTIKH(EX) OYIIA(EX)

1 pradidio wepi€yet 200 mg tostilovpdpmn.

| 3. KATAAOT'OX EKAOXQN

"Exdoya: L-totidivn, L-1oT1divn povoidpoyrwpikn| povoiidpikn, L-Bpeovivn, L-pebetovivn,
moAvGopPiko 80 kol VOWP YL EVECIUAL.
AwBaote T0 PUALO 0ONYIDV Y10 TEPIGCATEPES TANPOPOPIEC.

| 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

[Mokvo S1dAvpa Yio TapackeLT] SIHADIOTOS TPOG EYYVON
200 mg/ 10 mL

1 proAidio tov 10 mL

4 proAidwe tov 10 mL

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

Mo evoopAéPra Eyyvon petd and apaioon
To apatwpévo mpoidv Ba tpémet va ypnoiponombet opécme
AwoBdote 10 EOAALO 0INYIDV TPV amd T YOPNYNoN

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION ITPEIEI NA ®YAAXXETAI E OEXH, THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXZEITIZOYN TA ITAIAIA

Noa puAdooetar o€ Béon, v onoia dev PAETOLY Kot dev Tpooeyyilovv Ta TaldLd

| 7. AAAH(EX) EIAIKH(EX) IPOEIAOTIOIHEH(EIY), EAN EINAI AITAPAITHTH(EX)

| 8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEX OPYAAEHX

dvlacoete o€ Yoyelo
Mnv katoyvyete
dovAidooete T0 PLOAIDI0 6TO EEMTEPTIKO KOVTI Y10 VOl TPOGTOTEVETOL OO TO (PO

10. TAIAITEPEX TIPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN NPOIONTQN ‘H TOQN
YIHOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, EOOXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXH TOY KATOXOY THX AAEIAY KYKAO®OPIAX

Celltrion Healthcare Hungary Kft.

1062 Budapest

VAéci ut 1-3. WestEnd Office Building B torony
Ovyyapia

12. APIOMOZX(OI) AAEIAYX KYKAO®OPIAX

EU/1/24/1896/003 1 groAidio
EU/1/24/1896/004 4 @roAidia

13.  APIOMOX ITAPTIAAX

Lot

14. TENIKH KATATAEH I'TA TH AIAOGEXH

DopUAKEVTIKO TPOIOV Y10l TO OTTOI0 ATOLTEITAL LOTPIKT CLVTOYN

| 15. OAHTIEX XPHIHE

| 16. TTAHPO®OPIEX XE BRAILLE

H ottiohdynon yuo vo punv tepiinedei n ypaoen Braille eivon amodektm

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

<A160146TATOG YPAUU®OTOS KDOKOS (2D) mov @épel Tov mepinefévTa LoVadIKO OVayVOPLETIKO
KOO1KO.>
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18. MONAAIKOX ANATNQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO
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ENAEIZEIX ITOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Avtozma 20 mg/mL mokvo StdAvpa, Yo TopacKeDT] SIHADUATOS TPOG £YXLON
TooIMEOoVUAUTY

| 2. LYNOEXIH LIE APAXTIKH(EX) OYIIA(EX)

1 pradidio wepi€yet 400 mg tostilovpdpmn.

| 3. KATAAOT'OX EKAOXQN

"Exdoya: L-totidivn, L-1oT1divn povovdpoyrwpikn povoidpikn, L-Bpeovivn, L-pebetovivn,
moAvGopPiko 80 kail VOWP Yo EVECIUAL.
AwPdaote T0 PUALO 0ONYIDV Y10 TEPIGCATEPES TANPOPOPIEC.

| 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

[Mokvo S1dAvpa Yio TapackeLT] SIHADIOTOS TPOG EYYVON
400 mg /20 mL

1 proAidio tov 20 mL

4 proAidwo v 20 mL

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

Mo evoopAéPra Eyyvon petd and apaioon
To apatwpévo mpoidv Ba tpénet va ypnoiponombet apéome
AwoBdote 10 EOALO 0INYIDV TPV amd T YOPNYNoN

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
ITPOION ITPEIEI NA ®YAAXXETAI E OEXH, THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXZEITIZOYN TA ITAIAIA

Noa puAdooetar o€ Béon, v onoia dev PAETOLY Kot dev Tpooeyyilovv Ta TaldLd

| 7. AAAH(EX) EIAIKH(EX) IPOEIAOTIOIHEH(EIY), EAN EINAI AITAPAITHTH(EX)

| 8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEX OPYAAEHX

dvlacoete o€ Yoyelo
Mnv katoyvyete
dovAidooete T0 PLOAIDI0 6TO EEMTEPTIKO KOVTI Y10 VOl TPOGTOTEVETOL OO TO (PO

10. TAIAITEPEX TIPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN NPOIONTQN ‘H TOQN
YIHOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, EOOXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXH TOY KATOXOY THX AAEIAY KYKAO®OPIAX

Celltrion Healthcare Hungary Kft.

1062 Budapest

VAéci ut 1-3. WestEnd Office Building B torony
Ovyyapia

12. APIOMOZX(OI) AAEIAYX KYKAO®OPIAX

EU/1/24/1896/005 1 groAido
EU/1/24/1896/006 4 @roAidia

13.  APIOMOX ITAPTIAAX

Lot

14. TENIKH KATATAEH I'TA TH AIAOGEXH

DopUAKEVTIKO TPOIOV Y10l TO OTTOI0 ATOLTEITAL LOTPIKT CLVTOYN

| 15. OAHTIEX XPHIHE

| 16. TTAHPO®OPIEX XE BRAILLE

H ottiohdynon yuo vo punv tepiinedei n ypaoen Braille eivon amodektm

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

<A160146TATOG YPAUU®OTOS KDOKOS (2D) mov @épel Tov mepinefévTa LoVadIKO OVayVOPLETIKO
KOO1KO.>
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18. MONAAIKOX ANATNQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO
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EAAXIXTEX ENAEIZEIX TIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH
XYXKEYAXTA

KOYTI ITPOTEMIXMENHX XYPIITAX

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Avtozma 162 mg evéoipo S1dAvLO GE TPOYEUGLEVT CVPLYYOL
TOGIAMEOVUAUTY

| 2. LYNOEXIH XIE APAXTIKH(EX) OYZIA(EX)

1 Tpoyeopévn cuptyya mepiéyel 162 mg tosIALOVHAUTT.

3. KATAAOTI'OX EKAOXQN

‘Exdoya: L-iot1divn, L-iot1divn povotidpoyrmpikn povoddpikn, L-0peovivn, L-puebeiovivn,
moAvcopPiko 80, vdwp Yo evéoipa. AafAoTe To GOALO 03T YLDV Y10 TEPIGGOTEPEG TATPOPOPIES.

4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Evéowo odAvpo og Tpoyepicpévn chpryyo
1 mpoyguopévn cvpryya

2 TPOYEUGOUEVEC GUPLYYES

4 TPOYEUGUEVEG GUPLYYECS

162 mg/0,9 mL

| 5. TPOIIOX KAI OAOX(OI) XOPHIHEHE

Ymodopia yprion
Awofdote T0 OALO 0N YLDV YPNONG TPV oTd TN XOPYNon

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEITEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXZEITIZOYN TA ITAIAIA

Noa puidooetar o€ Béon, v onoia dev PAETOLY Kot dev Tpooeyyilovv Ta TaldLd

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

Aopnote ) oupryya vo TopapEivel og Bepuokpacio SoUaTion EKTOG TOL KOLTIOV Yo 30 AemTd TPV amod
™ xpnon

8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEYX XYYNOHKEYX OYAAEHX

Na puAdooceTot o€ Yoyeio

Mnv katoyoyete

Mo apaipebel amd 10 yoyeio, n Tpoyspiopuévn cvptyya uropei va amobnkevtel péypt 3 foopddeg
o€ Beppokpacio pkpotepn N ion pe 30°C

DduAdoceTE TNV TPOYELIGHEVT] GUPLYYO GTO EEMTEPIKO KOVTI Y10 VO TPOGTATEVETAL OTO TO PG KoL TIV
vypaocia

10. IAIAITEPEXZ TIPO®YAAEEIX I'A THN AITOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN IPOIONTQN H TQN
YIHOAEIMMATQN ITIOY NPOEPXONTAI ATIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Celltrion Healthcare Hungary Kft.

1062 Budapest

Véci ut 1-3. WestEnd Office Building B torony
Ovyyapia

12.  APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/24/1896/007 1 mpoygpicpévn copryya
EU/1/24/1896/008 4 mpoyepicpéves cOpLyyeg
EU/1/24/1896/013 2 poyeuicpéveg cOpLyyeg

13. APIOMOZX ITAPTIAAX

Lot

| 14. TENIKH KATATAEH I'TA TH AIAGEXH

| 15. OAHTIEX XPHIHE

| 16. TTAHPO®OPIEX XE BRAILLE

avtozma 162 mg

17. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AIZAIAXTATOX T PAMMQTOX
KQAIKAX (2D)

<A160146TATOG YPAUU®OTOS KDOKOS (2D) mov @épel Tov mepnefévTa LoVadOIKO OVayVOPLETIKO
KOO1KO.>
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18. MONAAIKOX ANATNQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO
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EAAXIXTEX ENAEIZEIX TIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH
XYXKEYAXTA

KOYTI TPO'EMIZMENHX XYPIITAYX (ME BLUE BOX) - IIoAvovckevacio

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Avtozma 162 mg evéoipo S1dAvLO GE TPOYEUGLEVT CVPLYYOL
TOGIAMEOVUAUTY

| 2. LYNOEXIH IE APAXTIKH(EX) OYZIA(EY)

1 mpoyeopévn cupryya mepiéyel 162 mg toGIALOVHAUT

3. KATAAOTI'OX EKAOXQN

‘Exdoya: L-iot1divn, L-iot1divn povotidpoyrmpikn povoddpikn, L-0peovivn, L-puebeiovivn,
moAvcopPiko 80, vdwp Yo evéoipa. AafAoTe To GOALO 03T YLDV Y10 TEPIGGOTEPEG TATPOPOPIES.

4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Evéowo odAvpo og Tpoyepicpévn chpryyo
[ToAvovokevacia: 12 (3 kovtid TV 4) TPOYELUGUEVEG GUPLYYEC.
162 mg/0,9 mL

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

Ymodopia yprion
AwBaote T0 EUALO 0ONYIDOV XPNIONG TPV Amd TN YOPNYNON

6. EIAIKH ITPOEIAONIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI E OEXH THN OIIOIA AEN BAEIOYN KAI
AEN ITPOXEITIZOYN TA TTAIAIA

Na puAdoocetal og 8o, TV onoia dev PAETOLVY KoL dev Tpoceyyilovv Ta Aol

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

Apnote T ovpryya vo Topapeivel og Beppokpacio dmpatiov ektdg Tov KouTlov Yo 30 Aentd TPy and
™ xpiion

8. HMEPOMHNIA AHEHX

AHEH

139



9. EIAIKEX XYNOHKEX OPYAAEHX

Na puAdooceTat o€ Yoyeio

Mnv katoyvyete

Mo apaipebel amd 10 yoyeio, n Tpoyepiopuévn cvptyya uropei va amobnkevtel péypt 3 foopddeg
o€ Bepuokpaoia pkpotepn 1 ion pe 30°C

DVAAGGETE TNV TPOYEULTUEVT] GUPLYYO GTO EEMTEPIKO KOVTL Y10l VO TPOCTOUTEVETOL GO TO QMG KO TNV
vypaocia

10. IAIAITEPEX TIPO®YAAEEIX I'A THN AITOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN NPOIONTQN H TQN
YIHOAEIMMATQN I10Y ITIPOEPXONTAI AIIO AYTA, E@OXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

Celltrion Healthcare Hungary Kft.

1062 Budapest

VAéci ut 1-3. WestEnd Office Building B torony
Ovyyapia

12. APIOMOZX(OI) AAEIAX KYKAO®OPIAX

EU/1/24/1896/009 12 (3 X 4) mpoyellcUEVES GVPLYYES (TOAVGLOKELOGIN)

13. APIOMOX ITAPTIAAX

Lot

| 14. TENIKH KATATAEH I'TA TH AIAGEXH

| 15. OAHTIEX XPHIHE

| 16. TTAHPO®OPIEX XE BRAILLE

avtozma 162 mg

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

<A160146TATOG YPAUU®OTOS KDOKOS (2D) mov @épel Tov mepinefévTa LoVadIKO OVayVOPLETIKO
KOO1KO.>
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18. MONAAIKOX ANATNQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO
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EAAXIXTEX ENAEIZEIX TIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH
XYXKEYAXTA

KOYTI ITPO'EMIZMENHX XYPIITAY (XQPIX BLUE BOX) - IIoAvovckevacio

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Avtozma 162 mg evéoipo S1dAvLO GE TPOYEUGLEVT CVPLYYOL
TOGIAMEOVUAUTY

| 2. LYNOEXIH IE APAXTIKH(EX) OYZIA(EY)

1 mpoyeopévn cupryya mepiéyel 162 mg toGIALOVHAUT

3. KATAAOTI'OX EKAOXQN

‘Exdoya: L-iot1divn, L-iot1divn povotidpoyrmpikn povoddpikn, L-0peovivn, L-pebeiovivn,
moAvcopPiko 80, VOwp Yo evéoia. AdBAcTe TO GOALO 0OTYIDV Y10 TEPIGGOTEPEG TATPOPOPIES.

4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Evéowo odAvpo og Tpoyepicpévn chpryyo
4 poyeuGEVEG GUPLYYEC. MEPOC mOAVGLGKEVOGING OV Lmopel va TwANBEl Ywp1oTd.
162 mg/0,9 mL

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

Ymodopia yprion
AwBaote T0 EUALO 0ONYIDOV XPNIONG TPV Amd TN YOPNYNON

6. EIAIKH ITPOEIAONIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI E OEXH THN OIIOIA AEN BAEIOYN KAI
AEN ITPOXEITIZOYN TA TTAIAIA

Na puAdoocetal og 8o, TV onoia dev PAETOLVY KoL dev Tpoceyyilovv Ta Aol

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

Apnote T ovpryya vo Topapeivel og Beppokpacio dmpatiov ektdg Tov KouTlov Yo 30 Aentd TPy and
™ xpiion

8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEX OPYAAEHX

Na puAdooceTat o€ Yoyeio

Mnv katoyvyete

Mo apaipebel amd 10 yoyeio, n Tpoyepiopuévn cvptyya uropei va amobnkevtel péypt 3 foopddeg
o€ Bepuokpaoia pkpotepn 1 ion pe 30°C

DVAAGGETE TNV TPOYEUICUEVT] GUPLYYO GTO EEMTEPIKO KOVTL Y10l VOL TNV TPOCTATEVETOL OO TO (MG KOl
mv vypoocio

10. IAIAITEPEX TIPO®YAAEEIX I'A THN AITOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN NPOIONTQN H TQN
YIHOAEIMMATQN I10Y ITIPOEPXONTAI AIIO AYTA, E@OXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

Celltrion Healthcare Hungary Kft.

1062 Budapest

VAéci ut 1-3. WestEnd Office Building B torony
Ovyyapia

12. APIOMOZX(OI) AAEIAX KYKAO®OPIAX

EU/1/24/1896/009 12 (3 X 4) mpoyelloUEVES GVPLYYES (TOAVGLOKELOGIN)

13. APIOMOX ITAPTIAAX

[Toaptida

| 14. TENIKH KATATAEH I'TA TH AIAGEXH

| 15. OAHTIEX XPHIHE

| 16. TTAHPO®OPIEX XE BRAILLE

avtozma 162 mg

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

<A160146TATOG YPAUU®OTOS KDOKOS (2D) mov @épel Tov mepinefévTa LoVadIKO OVayVOPLETIKO
KOO1KO.>

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAT'NQXIMA AIIO
TON ANOPQITIO
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ENAEIZEIX ITOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI ITPOTEMIXEMENHX XYXKEYHX TYIIOY ITENAX

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Avtozma 162 mg evéotuo SIOAVUO GE TPOYEUGUEVT] GLGKEVT] TOTTOV TEVOG
TooIMEOoVUAUTY

| 2. LYNOEXIH LIE APAXTIKH(EX) OYIIA(EX)

1 mpoyeopévn cuokevn] TOTOL TTEVOC TePLExeL 162 mg toctAlovpdpmn

3. KATAAOT'OX EKAOXQN

"Exdoya: L-totidivn, L-1oT1divn povoidpoyrwpikn| povoiidpikn, L-Bpeovivn, L-pebetovivn,
moAvcopPiko 80, VOwp Yo evéotipa. AldBAcTe TO GOALO 0O1YL®DV Y10 TEPIGGOTEPEG TATPOPOPIES.

4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Evéopo ddAvpo og TpoyeUIoéEVT GUGKEDT] TOTTOV TEVOG
1 TpoygiopéVn GLGKELT] TOTTOV TEVOG

2 TPOYEUGUEVEG GVOKEVEC TOTTOV TEVOG

4 TPOYEUGLEVEC GUOKEVEG TUTOV TEVOLG

162 mg/0,9 mL

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

Y7modopia yprion
AwoBdote 10 EOALO 0ONYIDV TPV amd T YOPNYNoN

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION IIPEIEI NA ®YAAXXETAI E OEXH, THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA TTAIAIA

Noa puidooetar o€ OEomn v omoia dev BAETOLY Kot dev Tpoceyyilovv o Todd

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

A@NoTE TNV TPOYEMGUEVT CLOKELT TOTTOV TEVAG Vo Tapapeivel o€ Beppokpacio dopaTiov EKTOC TOL
KOVTLOV Y1 45 AenTd TPV Od TN YpRom

8. HMEPOMHNIA AHEHX

AH

[1]

H
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9. EIAIKEX XYNOHKEX OPYAAEHX

Na puAdooceTat o€ Yoyeio

Mnv katoyvyete

Mo apaipedel amd 10 Yoyeio, N TPOYEUIGUEVT] GLGKEDT] TOTTOL TEVAS UTOPEL VoL amoBnkevTel uéypt
3 efdopadeg og Beppokpacio pikpotepn 1 ion pe 30°C

DVAAGGETE TNV TPOYEUITUEVT] GUGKEVT TUTOV TEVAG 0TO EEMTEPIKO KOVTL Y10l VO TPOGTOTEVETOL OO
TO QMG KOt TNV VYpacio

10. IAIAITEPEX TIPO®YAAEEIX I'A THN AITOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN NPOIONTQN ‘H TOQN
YIHOAEIMMATQN I10Y ITIPOEPXONTAI AIIO AYTA, E@OXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXZH TOY KATOXOY THX AAEIAY KYKAO®OPIAX

Celltrion Healthcare Hungary Kft.

1062 Budapest

VAéci ut 1-3. WestEnd Office Building B torony
Ovyyapia

12. APIOMOZX(OI) AAEIAX KYKAO®OPIAX

EU/1/24/1896/010 1 mpoyepiouévn cvokewn THTOL TéEVag
EU/1/24/1896/011 4 mpoyelioéVES GUGKEVEG TOTTOV TEVOG
EU/1/24/1896/014 2 npoyelioéVES GUGKEVEG TOTTOV TEVOG

13. APIOMOX ITAPTIAAX

Lot

| 14. TENIKH KATATAEH I'TA TH AIAGEXH

| 15. OAHTIEX XPHIHE

| 16. TTAHPO®OPIEX XE BRAILLE

avtozma 162 mg

17. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AIZAIAXTATOX T PAMMQTOX
KQAIKAX (2D)

<A160146TATOG YPAUU®OTOS KDOKOS (2D) mov @épel Tov mepnefévTa LoVadOIKO OVayVOPLETIKO
KOO1KO.>
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18. MONAAIKOX ANATNQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO
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ENAEIZEIX ITOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI ITPOTEMIZEMENHX XYXKEYHX TYIIOY IIENAX (ME BLUE BOX) -
ITolvoveksvacio

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Avtozma 162 mg evéotplo StGAVI 6 TPOYEUGUEVT] CLOKEVT TOTTOV TEVAG
TOGIAMEOVUAUTY

| 2. LYNOEXIH IE APAXTIKH(EX) OYZIA(EY)

1 Tpoye o UEVT] GUGKELT TOTOV TTEVAG TTEPLEYEL 162 mg TosUM{oV AT

3. KATAAOI'OX EKAOXQN

‘Exdoya: L-iot1divn, L-iot1divn povotidpoyrmpikn povoddpikn, L-0peovivn, L-puebeiovivn,
moAvcopPiko 80, VOwp Yo evéoipa. AaBAcTe TO GOALO 0OTYIDV Y10 TEPIGGOTEPEG TATPOPOPIES.

4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Evéopo ddAvpo og TpoyeUIoéEVN GUGKEDT] TOTTOV TEVOS
[ToAvovokevacio: 12 (3 KovTid TV 4) TPOYEUGUEVEG CUGKEVESG TOTOL TEVAG.
162 mg/0,9 mL

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

Ymodopia yprion
AwBdaote T0 PUALO 0INYIOV TPV ol TN YOPTYNON

6. EIAIKH ITPOEIAONIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI XE OEXH, THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA TTAIAIA

Na puAdooetal og 8o, TV onoia dev PAETOLVY KoL dev Tpoceyyilovv Ta Aol

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

AQNoTE TNV TPOYEUIGUEVT] GUOKELT] TOTTOL TTEVAS VO, Topapeivel og Beppokpoacio dwpatiov ektdg TOL
KOVTLOV Y1 45 AenTd TPV Od TN Ypnom

8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEX OPYAAEHX

Na puAdooceTat o€ Yoyeio

Mnv katoyvyete

Mo apaipedel amd 10 Yoyeio, N TPOYEUIGUEVT] GLGKEDT] TOTTOL TEVAS UTOPEL VoL amoBnkevTel uéypt
3 efdopddeg og Beppokpacio pikpotepn 1 ion pe 30°C

DVAAGGETE TNV TPOYEUIOUEVT] TEVA, GTO EEMTEPIKO GLGKELT TOTTOV TEVOC Y10 VO, TPOGTOTEVETAL ATTO TO
(G KoL TNV LYpacia

10. IAIAITEPEXZ TIPO®YAAEEIX I'A THN AITOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN NPOIONTQN ‘H TOQN
YIHOAEIMMATQN I10Y ITIPOEPXONTAI AIIO AYTA, E@OXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXZH TOY KATOXOY THX AAEIAY KYKAO®OPIAX

Celltrion Healthcare Hungary Kft.

1062 Budapest

VAéci ut 1-3. WestEnd Office Building B torony
Ovyyapia

12. APIOMOZX(OI) AAEIAX KYKAO®OPIAX

EU/1/24/1896/012 12 (3 x 4) TpoyeIGUEVES GVOKEVEC TOTOV TEVAC (TOAVCLGKELOGIOL)

13. APIOMOX ITAPTIAAX

Lot

| 14. TENIKH KATATAEH I'TA TH AIAGEXH

| 15. OAHTIEX XPHIHE

| 16. TTAHPO®OPIEX XE BRAILLE

avtozma 162 mg

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

<A160146TATOG YPAUU®OTOS KDOKOS (2D) mov @épel Tov mepinefévTa LoVadIKO OVayVOPLETIKO
KOO1KO.>

148



18. MONAAIKOX ANATNQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
SN
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ENAEIZEIX IIOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EZEQTEPIKH XYXKEYAXIA

KOYTI ITPOIEMIZEMENHX XYXKEYHX TYIIOY ITENAX (XQPIX BLUE BOX) -
ITolvoveksvacio

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Avtozma 162 mg evéotplo StGAVI 6 TPOYEUGUEVT] CLOKEVT TOTTOV TEVAG
ToctMEovpdpmn

| 2. LYNOEXIH IE APAXTIKH(EX) OYZIA(EY)

1 Tpoye o UEVT] GUGKELT TOTOV TTEVAG TTEPLEYEL 162 mg TosUM{oV AT

3. KATAAOI'OX EKAOXQN

‘Exdoya: L-iot1divn, L-iot1divn povotidpoyrmpikn povoddpikn, L-0peovivn, L-puebeiovivn,
moAvcopPiko 80, VOwp Yo evéoipa. AaBAcTe TO GOALO 0OTYIDV Y10 TEPIGGOTEPEG TATPOPOPIES.

4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Evéopo ddAvpo og TpoyeUIoéEVN GUGKEDT] TOTTOV TEVOS
4 mpoygucpéveg méves. Mépog molvovokevaciog dev pumopel va moAnBel xwplotd.
162 mg/0,9 mL

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

Ymodopia yprion
AwBdaote T0 PUALO 0INYIOV TPV ol TN YOPTYNON

6. EIAIKH ITPOEIAONIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI XE OEXH, THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA TTAIAIA

Na puAdooetal og 8o, TV onoia dev PAETOLVY KoL dev Tpoceyyilovv Ta Aol

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

AQNoTE TNV TPOYEUIGUEVT] GUOKELT] TOTTOL TTEVAS VO, Topapeivel og Beppokpoacio dwpatiov ektdg TOL
KOVTLOV Y1 45 AenTd TPV Od TN Ypnom

8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEX XYNOHKEX OPYAAEHX

Na puAdooceTat o€ Yoyeio

Mnv katoyvyete

Mo apaipedel amd 10 Yoyeio, N TPOYEUIGUEVT] GLGKEDT] TOTTOL TEVAS UTOPEL VoL amoBnkevTel uéypt
3 efdopadeg og Beppokpacio pikpotepn 1 ion pe 30°C

DVAAGGETE TNV TPOYEUITUEVT] GUGKEVT TUTOV TEVAG 0TO EEMTEPIKO KOVTL Y10l VO TPOGTOTEVETOL OO
TO QMG KOt TNV VYpacio

10. IAIAITEPEX TIPO®YAAEEIX I'A THN AITOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN NPOIONTQN ‘H TOQN
YIHOAEIMMATQN I10Y ITIPOEPXONTAI AIIO AYTA, E@OXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXZH TOY KATOXOY THX AAEIAY KYKAO®OPIAX

Celltrion Healthcare Hungary Kft.

1062 Budapest

VAéci ut 1-3. WestEnd Office Building B torony
Ovyyapia

12. APIOMOZX(OI) AAEIAX KYKAO®OPIAX

EU/1/24/1896/012 12 (3 x 4) TpoyeIGUEVES GVOKEVEC TOTOV TEVAC (TOAVCLGKELOGIOL)

13. APIOMOX ITAPTIAAX

[Toaptida

| 14. TENIKH KATATAEH I'TA TH AIAGEXH

| 15. OAHTIEX XPHIHE

| 16. TTAHPO®OPIEX XE BRAILLE

avtozma 162 mg

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

<A160146TATOG YPAUU®OTOS KDOKOS (2D) mov @épel Tov mepinefévTa LoVadIKO OVayVOPLETIKO
KOO1KO.>

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAT'NQXIMA AIIO
TON ANOPQITIO
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EAAXIXTEX ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

OIAAIAIO

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOZX KAI OAOX(OI) XOPHIHZHZ

Avtozma 20 mg/mL oteipo Tokvo dtdAvpa
TOGIAMEOVUAUTY
v

| 2. TPONOX XOPHIHEHX

IV xpnon

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX [TAPTIAAX

Lot

| S. IHEPIEXOMENO KATA BAPOZX, KAT' OI'KO 'H KATA MONAAA

80 mg/4 mL

| 6.  AAAA ITOIXEIA
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EAAXIXTEX ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

OIAAIAIO

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOZX KAI OAOX(OI) XOPHIHZHZ

Avtozma 20 mg/mL oteipo Tokvo dtdAvpa
TOGIAMEOVUAUTY
v

| 2. TPONOX XOPHIHEHX

IV xpnon

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX [TAPTIAAX

Lot

| S. IHEPIEXOMENO KATA BAPOZX, KAT' OI'KO 'H KATA MONAAA

200 mg /10 mL

| 6.  AAAA ITOIXEIA
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EAAXIXTEX ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

OIAAIAIO

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOZX KAI OAOX(OI) XOPHIHZHZ

Avtozma 20 mg/mL oteipo Tokvo dtdAvpa
TOGIAMEOVUAUTY
v

| 2. TPONOX XOPHIHEHX

IV xpnon

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX [TAPTIAAX

Lot

| S. IHEPIEXOMENO KATA BAPOZX, KAT' OI'KO 'H KATA MONAAA

400 mg /20 mL

| 6.  AAAA ITOIXEIA
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EAAXIXTEX ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

ETIKETA ITPOTEMIXMENHX XYPIITAX

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOZX KAI OAOX(OI) XOPHIHZHZ

Avtozma 162 mg éveon
TOGIAMEOVUAUTY
SC

| 2. TPONOX XOPHTHEHX

| 3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX ITAPTIAAX

Lot

5. HNEPIEXOMENO KATA BAPOZX, KAT' OI'KO 'H KATA MONAAA

162 mg/0,9 mL

6. AAAA XTOIXEIA
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EAAXIXTEX ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

ETIKETA ITPO'EMIXMENHY XYYXKEYHX TYIIOY IIENAX

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOZX KAI OAOX(OI) XOPHIHZHZ

Avtozma 162 mg éveon
TOGIAMEOVUAUTY
SC

| 2. TPONOX XOPHTHEHX

| 3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX ITAPTIAAX

Lot

5. HNEPIEXOMENO KATA BAPOZX, KAT' OI'KO 'H KATA MONAAA

162 mg/0,9 mL

6. AAAA XTOIXEIA
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B. ®’YAAO OAHI'IQN XPHXHX
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®vAro oonyiov ypiong: IIAnpogopics yra Tov yprjot

Avtozma 20 mg/mL wokvé d1divpa Yo TapaAGKELT] SLEAVRATOG TPOS EYYVO
ToctMEovpdpmn

vTo QAPULOKO 0VTO TEAEL LTTO GLUTANPOUATIKY TOPAKOAOVONOT. AVTO Ba emtTpEWYEL TO YPTIYOPO
TPOGIOPICUO VEDV TANPOPOPLOV acpaAeloc. Mmopeite va fonbnoete péow g avagopdg mbavmv
AVETBOUNTOV EVEPYEIDY TOL EVOEXOUEVMG TTopovGLaleTe. BA. T€hoc g mapaypdeov 4 yio Tov Tpomo
avaQopdc avemBOunTmV EVEPYELDV.

A doTe TPOGEKTIKG 0AOKANPO TO PVALO 00N YIAV YP1)oNG TPV 60G 000l aVTO TO PappaKo,
010TL TEPLAOPPAVEL CNUAVTIKEG TANPOPOPIES Y10 GOC,

. DdordEte avTO TO EUALO 0INYIDV YprionG. Towg ypelaotel va to dufdcete Eavd.
Edv éxete mepoutépm amopieg, pOTAGTE TO YLOTPO 1] TO VOGOKOUO GOG,.
. Edv mopotnproete Kamoto avemBOUnNT eVEPYELD. EVIUEPDGTE TOV YLOTPO 1| TOV VOGOKOUO GOGC.

Avto 10y0et Kon Yo ke mboavi avemBuunTn evEPYELD TOV JEV AVAPEPETAL GTO TAPOV GUANO
odnywdv ypHone. BAére mapdypoeo 4.

Extog and avtd 1o puAlo odnyidv Ba cog 600l kot o Kdpta AcBevoic, 1 onoia mepiéyet
ONUOVTIKEC TANPOPOpPIES AcPaAEiag TOV TPENEL VO, YVmpileTe TPV Ko Kot T didpkela g Oepameiog
cog pe To Avtozma.

T epréyer o mapév evAro 0dNYLOV:

T elvar to Avtozma ko ot givor 1 xp1ion Tov

T péner va yvopilete mpv cog yopnynbei to Avtozma
[og yopnyeitar to Avtozma

[Mbavég avemBounteg evépyeteg

i va pvrdcoete o Avtozma

[epreydueva g cvokevaciog Kot AOES TANPOPOPIES

oL E

1. T eivan To Avtozma kon o givan 1 yp1)o1 TOL

To Avtozma mepi€yel T dpacTIK 0VGI0 TOSIAMLOVUAUTN, 1| oTtoia eival pia Tp@TEiv, N omoia
OTOTEAEITOL OO EOIKA 0VOGOAOYLKE KOTTOPO (LOVOKAMVIKO OVTIGMUA), TO OTO10 OVAGTEALEL T
dpdion evig €101KoD TOTOL TPWTEIVNG (KuTTapoKivig) mov ovoudletal wtepAevkivn-6. Avti 1
TPOTEIVT EUTAEKETAL GE PAEYUOVMOELS OLUOIKAGIES TOV GMUATOG Kol OEGUEVOVTAG TNV UITOPEL Vo
pewmbel n pAeypovn oto copa cag. To Avtozma coufdiiel 6N PEI®ON TOV GUUTTOUATOV OTMG O
dvog Kat 1 0107YK®o™ Tov apfpdcemv Kot eniong punopel va PEATIOGEL TNV ATOO0GT GAG GTIG
kaOnuepwvég aoyoiies. To Aviozma €xet deitet 6Tt emPpaddiver tn PAAPT 610 ¥GVOPO Kot 6TA 06T
TOV apOpOGEDV TOL TPOKAAOVVTUL GO TI VOGO Kot BEATIOVEL TNV IKAVOTNTA GOG VO KAVETE
QLGLOAOYIKA TIG KOO UEPIVEC GOC OPACGTNPLOTNTEG.

. To Avtozma ypnoipomoreital ot Ogpaneio evniikov pe pétpla Emg coPapn Lopen evepyoic
pevpatogdovg apbpitidag (PA), pag avtodvoong vocov, dv ol Tpornyodueveg Oepaneieg oy
avamoterecpatikés. To Avtozma yopryeital cuviBwg og cuvdvacuod pe pebotpesatn.
Evtovtoig, to Avtozma pmopel va yopnynei wg povobepamneio edv o yatpdg 6og amopoucicet
ot 1 pebotpe&dtn dev glvar KatdAAnAn.

. To Avtozma pmopei eniong va ypnoiponomdel ot Bepaneio evnAikmv ol onoiot dev giyov Adfet
nporyovuevn Oepamneio pe pebotpe&atn edv Exovv coPfapn, Evepyn Kot TPOIOLGO PEVLOTOELDN
apBOpitida.

. To Avtozma ypnoipomoreiton yia 1 Ogpaneio TOLOLOV HE GUGTNHOTIKI] VEAVIKI] 10107T0.01)

apOpitioa (NIA). To Avtozma ypnoyomoleitar yio modtd nikiog 2 €TdV Kot v 1ov EYouV
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2.

EVEPYO GVOTHUATIKY VEAVIKY 1010001 apBpitida (NIA), Lo eAEYLOV®DOT VOGO TOL TPOKAAEL
TOVO Kol oidNa O€ o 1 TEPLOCOTEPES aPBpdGELC, KaBMS Kot TupeTd Ko e€dvOnua. To
Avtozma ypnoiponoteital yio t Bertioon tov countopdtov g oNIA ko pmopel va
xopnynOel oe cuvdvacuod pe pebotpedtn | wg povobepameia.

To Avtozma ypnoipomoreitar yio t1 Ogpancio Tard1®OV pe morvapHpikn} veavikn Woromadn
apOpitioa (NIA). To Avtozma ypnoyomoteitan yio modid nikiog 2 1@V Kot dvo pe evepyd
molvapOpikny veaviky 1010maln aplpitioa (NIA), pio pAeypovddn voco mov TpoKaiel TOVO
Kot oidnpa og pio 1 weprocdtepeg apbpmoeic. To Aviozma ypnoyomoleitat yio tn Pertioon
TOV copntopdtov g TNIA kot propel va yopnynbei oe cuvdvacud pe pebotpeldtn 1 wg
povobBepamneia.

To Avtozma ypnoipomoreitar yio 1 Ogpaneio evAiKOV KoL TOOIOV NAKING 2 ETOV KOl VD
ue coPapo 1 ameAnTiko yio. tn (on 6bvdpouo amelevdipwaons kvtoxvay (CRS), o
avemBountn evépyela og acheveig mov AapPdavovv Beponeieg pe T-Aepporvtrapa gépovia
YLHLOPUCoVG avtryovikovg btodoyels (CAR-T kidttapa) mov ypnoiponoovvton yio ) Oepaneia
OPLGUEVOV TUTT®V KOPKIVOL.

To Avtozma ypnoipomorgital yra tn Ogpaneio evniikoy e voco tov kopwvoiov 2019

(COVID-19), mov Aappdvovy cuGTHUATIKG KOPTIKOGTEPOELST Kot XPELGLOVTOL CUUTANPOUATIKO
o&uyovo 1 unyoavikd aeptopo.

T npéner vo. yvopilete mpiy va wapete To Avtozma

Agv mpémel va. cag yopnyn0ei To Avtozma

o€ mePImT®ON aAlepyiog oTNV TOGIMLOVUAUTN 1) GE OTOLOONTOTE GALO GLGTATIKO AVTOL TOV
eapuakov (rapotievtor otnv MHapdypago 6).
eav £xete evepyn, coPapn Aoipwén (ne mv €aipeon tov COVID-19).

Edv omotodnmote amd avtd 1oybEL Yio EGAC, EVIUEPOGTE TOV YITPO 1) TOV VOGOKOUO TTOV GOG KAVEL
mv &yyvon.

M[pocdomouoeis Ko TPoPUAGEELS
AmevBuvheite 610 Y10TPO 1| TO VOGOKOWNO GO TPOTov cog dobel to Avtozma.

Ye mepinTon oV ERPAVICETE HAAEPYIKEG AVTIOPAGELS OTMG aicOnpa cOePEng oto Bmpaxo,
ocvpryud, coPapn CaAn 1 aicOnua Amobupiog, dSi0yKk®on TV YEMdV 1| eEdvOnua Tov déppatod,
KT TN O1GPKELD 1] LETE TO TEAOG TG £YYVONC EVI|HEPMDGTE URECHS TOV YU TPO GOG.

Y& mepinton mov £YETE OMOLOONTOTE €100G AOTRMENS, LOKPOYPOVIOG T} BpoyLYPOVIAG 1|
VTOPEPETE GLYVE amd AolmEels. Evnuepoote apéomg tov yiotpod cag edv dev aucOdveote
kaAd. To Avtozma propel vo LEIDGEL TNV IKAVOTNTO TOL COUOTOC GOG VO OVTOTOKPIVETUL OTIG
AOWUMEELG KO EVOEYETOL VO ETOEVAOGEL Lol LITdPyovoa Aoipmén i va avénoet TNy ThavoTnTa
va, tpocfAndeite amod pia véa Aoluwén.

e mePinTmon Tov glyate QUUATIOON, EVUEPMDGTE TOV YiaTpd Goc. O YTpdg oag Bo cog
e€etdoet yio onpeio Kol GUUTTONOTO PUUATIOONG TPV apyiceTe TNV aymyn pe Avtozma. Xe
TEPITTOOT IOV TO. CLUTTOUOTO PLpATIOoNG (eripovog Pyag, ordieia fdpove, atovia, NG
TVPETOC) M| OTOLONTOTE AAAT Aoipmén eppaviletal katd T ddpketo 1 LeTd T Oepamneia,
EVNUEPDOTE AUEGMG TO Y1ATPO GOG.

Ye TePInTOOT MOV EiY0TE EVTEPIKO £AKOG 1] EKKOATONATITION, EVILEPADGTE TOV Y10Tpd 0G. Ta

CUUTTOUUTO GUUTEPAAUPEAVOLY TOVO GTNV KOTAMA Kot aveENynteg ueTaforég TV cuvnbeimv
TOV EVTEPOL GOG GE GLVOVOGUO UE TVPETO.
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. Ye TePINTOOT OV TUCKETE OO NTOTIKN VOG0, EVNUEPMOTE TOV Y1aTpd oag. [Ipotov va
ypnoonmooete To Avtozma, o yatpdg cag pmopet vo oag Kévet pio atpatoloyikn eE€Taon yia
V0, LETPNCEL TNV NTATIKY AELTOLPYiO GOC.

. Yg mepintmon mov Kamowog ao0evig £yl epPorractel mpocaTa (gite eviAikag eite moudi), 1)
okomevel va, epfoiiacbel, evnuepdote Tov yorpd cog. Olot o1 acbevelg, diaitepa ta Toudid,
TPETEL VA, £YOVV TPAYLOTOTOGEL OAOVG TOVE EUPOAAGIOVGS TOVE TPV apyicovy T Oepameio e
Avtozma, extdg edv amarteital enciyovoa évapén Bepaneiog. Optouévol Tomot uPoriov dgv
TPETEL VAL YPTCILOTOI0VVTOL OTav AapPdavete To Avtozma.

. Edv éxete kapkivo, evnuepmote tov y1atpd cag. O yatpdc cog Oo Tpémetl va amopacicet eGv
umopeite axoun va Aapupdvete to Avtozma.

. Edv éyete KaporayyELoKOUG TOPAYOVTEG KIVOUVOL, OTTMG CVENIEVT] OPTNPLOKT TEGT KO
ALENUEVA ETITEDA YOANGTEPOANG, EVILEPDTTE TOV VTP oag. Ot mapdyovteg avtol Tpénet va
napakolovbovvtar 6o AouPavete Avtozma.

. Edv éyxete pétpia M cofapd mpofipate otn AetTovpyio TOV veppay, Oa coc mapakorlovbdei o
YTpOg GOG.

o Edv éyxete emipovovg movokepaiovg.

O ywatpdg oag Ba mpaypoTomooel e€€TAcELS aipaTog TPy oag dobel 1o Avtozma Kot KoTd
duapkela g Bepaneiog, Tpokeévoo va eEakpPdcel eav Exete YaunAid aptlOpd AEVKOV UoSPalpimy,
YOUNAO optOpd arpometariov 1 VYNAA enineda NTOTIKOV EVEOU®V.

Mowowd kon £pnpor
Agv cuvictdton 1 gpron Tov Aviozma ce madid nAKiog KAT® TV 2 ETMV.

Edv éva moudi £yl 16Topikd aovdpouov evepyomoinens pokpopdywy, (evepyonoinon Kot aveEéAeyKto
TOALOTAQGIOGUO EIOTKMOV KUTTAP®VY TOV aiploTog), anevbuvieite otov yiatpo cag. O yatpog cag Oa
TPEMEL VO OTOPAGIGEL AV UmopovV akoun va Aappdvovv to Avtozma.

Ao pappoxa ko Avtozma

Evnuepaote tov ylotpd cog edv maipvete omoladnmote Ao pappoka (1 waipvel To Toudi Gog, av
elvar 0 aoBevig) N €xete TAPEL TPOGPATO OTOLONTOTE GAAL PpLaka. AVTO APOPE Kot PAPLLOKO. TO!
omoia yopnyovvtal ympic cuvtayn. To Avtozma pmropel va ennpedocetl Tov TPOTO TOL AELTOVPYOVV
OPIoUEVO PAPLLOKO Kot 1) 66T TOvg TOavOV Vo, amaltel Tpocappoyn. Edv ypnoonoteite pappoko
OV TTEPIEYOVY OMOLAONTOTE OO TIG TAPAKAT® OPACTIKEG OVGIEC, EVILEPDOGTE TOV YIUTPO GUS:

. puebvATpedviLoAovn, oe&apedaldvn, Tov ypnooToleitol yio T Lelmworn TS AEYUOVIS

oy pactativn 1 atopPactativn, xpNoILOTOEITOL Y10l TN HEIMOT TOV EMTEIWV YOANCTEPOANG
avaoToleig OlavAmV acBeatiov (.. aprodurivn), yproiponoteital yio tn Oepaneio vynAng
OPTNPLUKIG TLESNS

Beo@uAAiv, ypnoomoteital yio ) Bepaneia Tov GoOpaTog

Boapeapivn 1 phenprocoumon, xpnoeoTolovvIal MG OVTUTIIKTIKOL TOPaYOVTES TO CINATOS
@oVVTOTVN, Ypnotponoleital yio ) Deponeio 6TUCRAOY

KUKAOGTIOPIV, YPTCILOTOLELTAL Y10, TV KUTUGTOAN] TOV 0VOGOTOLTIKOV GOC GUGTI|LATOG GE
LETOUOCYEVCT OPYEVEOV

o Bevlodwalemiveg (m.y. TePAlETAUN), TOL YPNCUYLOTOLEITAL Y10 TV AVAKOVPLG] TOV AYYOVG

E&attiog EAdetyng kKhMvikn|g epmetplog, 1 tostlovpaumn dev gvaeikvuTol yio xpfon 1e GAAQ
Broroywd pappaxa ya T Bepameio TG peLLATOEB0VG 0pOPITIOAC, TNG CUCTNUOTIKNAG VEAVIKNG
Wrorafoig apbpitidag 1 tng moAvapdpikng veavikng 11omabong apbpitidoc.
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Kbnon, Onracpés ko yovipdtnta

To Avtozma dev mpémeL va YP1NGLUOTOLEITAL GTIV EYKVPOGVV EKTOC £AV ElVaL GOPDS QmapOiTTO.
Evnuepaote tov ylotpd cog v eiote £ykvog, vopilete 0TL pmopei va iote £€ykvog 1 oxedldlete va
petvete €ykvoc.

I'uvaikeg o€ avamapoyyuKi NAKIo TPETEL VO YPNCOTOIOVV ATOTEAEGLATIKY OVTIGOAAN YT KoTd
T Sudpkela g Oepameiog Kot péypt 3 uveg petd tn Oepamneia.

21opaToTE TO ONhacpo edv tpokertor va cag 600si To Aviozma kot emKovmoveioTe LE TO YloTpo
c0G. Apnote €va kevd TOLAAYLoTOV 3 UNvaVv Petd v Tedevtaio cog Bepaneio Tpv apyicete 1o
Onraopo. Aev gival yvootd edv to Avtozma mepvael 6to avOpdmivo YaAa.

Ta Sa0éoia péypt Topa dedopéva dev LTOSEKVHOLVY Koo EXIOPOCT) GTI YOVILOTNTA OO VTNV T
Bepameio.

Oonynon Ko YEPIGROS POV RATOV
Avt6 10 pdppoko pmopet va mpokareésel LaAn. Eav vouwoete (dAn, unv odnyeite N xepileote

LN YOV LLOLTOL.

To Avtozma mepiéysl molveopfuko 80 (E 433)
Av16 10 eappako mepiéyet 0,5 mg moivcopPikod 80 o kaOBe ml. Ta ToAvcopPikd propei va.
TPOKOAEGOVV CALEPYIKES avTIOpaoels. Evnuepdote Tov 1ortpd cog dv £xete YVOOTES OAAEPYiES.

3. og yopnyeitan To Avtozma
To @dppaxo avtd yopnyeital Le TEPLOPICUEVT LTPIKT GLVTOYT OO TOV YIUTPO GOG.

To Avtozma Ba cag yopnyndei péow evetaraing ot @réfa, amwd yratpod 1 vocokopo. Oa
apoIdGOoLY TO d1dAVLe, Ba TpogTOdcoVY TV EVOOPAEPLa Eyyvon kat Ba cag TapakoiovBolhv Katd
T SudpKel Ko HETA amd T Oepameio.

EviiMkeg ao0gveig pe PA

H ovvnbng 66om tov Avtozma sivon 8 mg ava kg copatikod Bdpove. Avdioya pe v avtamdKpion
00G, 0 YITPOG 0OG UTOPEL Vo LEIdGEL TN d0om cag o€ 4 mg/ kg, uetd vo v avénoet Eava oe 8 mg/ kg
otav glvon amopoaitnto.

21ovg eviaikes To Avtozma Ba yopnyeiton pia eopd Kabe 4 efdopddeg pécw evatdraing otn eAERa
(evo@AEPra. £yyvon) o€ SACTNIA U0 DPOG.

Howord pe ovetnuatiky NIA (nMkiog Tov 2 £Tav Ko dve)

H ovvnOnc 66om Avtozma e&aptdrat amod to fapog Gag,.

. Edv Quyilete Mydtepo amod 30 kg: n) 66om gival 12 mg yia ka0 Kihd copoTIKoY fapovg
. Edv Quyilete 30 kg 1 meprocdtepo: n 660 eivor 8 mg yio ka0s Kk copatikod fapovg
H 660m voroyiletan fdoel Tov coUATIKOV Gag Bapove oe KaOe yoprynon.

Y10 odd pe cvotnuotikn NIA Oa yopnyeitor Avtozma pia eopd kabe 2 efdouddeg péow
evatiraéng otn eAEBa (evoopAEPLa £yyvom) 0€ SLAGTNLO LLOG DPOC.

AocOgveic pe morvapBpuci) NIA (mikiog TOV 2 ETOV KOl Gve)

H ovvnOnc 66om Avtozma e&aptdrat amd to fapog Gag,.

. Edv Quyilete Mydtepo amd 30 kg: n 6601 gival 10 mg yio kKaOg Kihd coONoTIKOD fapovg
. Edv CQuyilete 30 kg 1 meprocdtepo: 1 066N sivol 8 mg yro ka0s Kiho copatikod fapovg
H d60m vroroyiletor fdoet Tov copotikov cag Papovg o€ kKabe yoprynon.

1o modid pe molvapBpikn NIA Oa yopnyeiton Aviozma pio popd kabe 4 efdoudoes HEcw
evatilaéng otn eAEPa (evoopAEPLa £yyvoT) O OLAGTNLO LLOG DPOC.
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AcOgveic pe CRS

H ocvvnng 66om Avtozma sivorl 8 mg yio kG0s kKih6 copatikov Papovg av Quyilete 30 kg 1
TEPLOGOTEPO.

H d60m etvar 12 mg yro ka0 Kk copatikod Bapovg av Luyilete AMydtepo amd 30 kg.

To Avtozma pmopet va yopnyn0el pdévo Tov 1| o€ GLVOVACUO LE KOPTIKOGTEPOELDN.

AcOeveic pe COVID-19
H ocvvnbng 66om tov Avtozma sivor 8 mg yio kd0s Kiho copatikod fapovs. Evoeyetol va ypelaotel
wo dgvtepn doon).

Edv cog yopnyeitar peyoivtepn 00on Avtozma amé Ty Kavovikn
Agdopévov 6t o Aviozma cog yopnyeitat amd yiotpo 1| voonigutn, eivar omibovo va AaPete
HeyoA0TEPT 860N Ao TNV Kavovikt]. Edv @otdco avnovyeite, MANGTE LE TO Y10TPO GOG.

Eav mopaieiyere pio 66on Avtozma
Agdopévov 611 to Aviozma cag yopryeitar omod yatpd 1 voonieuti, dev glvon mbovo va Egyxdoete
kol doo1. Edv ©6td60 avnovyeite (WANGTE e TO YTPO GOG 1] TO VOGOKOUO GO,

Edv otapatioete va maipvere To Avtozma
Agv Ba mpénel va otapatiogte va taipvete to Aviozma, xwpig va 1o cu{nTHoETE TPAOTO LE TOV YIUTPO
oG,

Edv &yete meproocdTEPEG EPOTNGELG GYETIKA LLE TN XPTOT) AVTOV TOL POPUAKOV, POTNCTE TOV YLOTPO 1)
TOV VOGOKOO GOG.

4. MBavéc avemBOuNTES EVEPYELEG

Onwg 6ha ta papuoka, £T61 Kot To AVtoZma pumopel va TpokaAECEL OvemBOUNTESG EVEPYELES, OV KO
dev mapovcialovtar € GAovg Tovg avBpmdmove. Ot avemBOunTeg evépyeleg umopet va ekdnAwbodv
TOVAGYIOTOV Kol UEYPL 3 puNveg puetd v tedevtaio doomn tov Avtozma.

IBavéc cofapéc avemBounTeg evépyereg:

Evnuepaote apéomg 10 yotpo cog e0v peovicete kKamola amd Tic akolovbeg avemBounteg
EVEPYELEG:

Avtég elvou ovyvég: umopel va exnpealovy uéxpt kor I oo 10 drouo.

Aldepyikéc avridpdosis katd tn odpkela 1 petd and v Eyyoon:

. dvokolia otnVv avomvon, cei&yo oto otnbog N (AN
. e&avonpa, Kvnopos, kvidwor, S10YK®moN TV YEMMV, TS YADGGUS 1) TOL TPOGMITOV

Inpeio cofapav Aoypdsemv

. mpeTOS KoL piyn
. (PAVKTOIVEG GTO GTOLO 1] GTO OEPLAL,
. TOVOG GTO GTOUYL

Ynpeio Kol CUUATORATE TUTIKNS TOSIKOTNTOG
Avta givou omavia: umopel va emxnpeaovv ugypt xor 1 ora 1000 drouo

. KOT®ON
. KOWMOKO GAyog
. iktepOog (KiTpvog SLUGYPOUATIGUOC TOV OEPUATOC 1) TV HOTIDV)

Alota @AV TBOvOV avemOOuUNTOV EVEPYELOV
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Edv mapatnprioete omolodnmote amd avTd, ETKOIVOVINGTE LLE TOV YIATPO GOC TO GUVTOUOTEPO
ouvaTov.

oAV ovyvéig avemOOuNTES EVEPYELEG:
Avtég umopet va emnpealovy mepioodtepa amo 1 aro 10 drouo.

. AOWUMEELG TNG OVATEPTG OVUTVEVGTIKNG 0000 LE TUTIKE GUUTTOUOTA, OT®G £ivol 0 frixag, 1
BovAwmuévn wortn, T0 GLVAYL, 0 TOVOLOLOG KOl O TOVOKEPAAOG
° VYNAG emineda Amidimv 6To aipa (YoANoTEPOANC)

Yoyvég avemOounTeg EvEpyELEc:

Avtég umopet va exnpealovy ugypt kou 1 oo 10 drouo.

. AolU®EN TV TVELUOV@V (TTVELUOVIX)

epmng Loompag

emyeiMog Epmne, EAOKTOVEG

AomEELG TOL déppaTog (KuTTOpiTIdn) OV EVIOTE GLVOSEVOVTAL OTTO TLPETO Kot Piyn
e€avOnuo Ko kvnouog, kvidwon

oAepyikég avtidpacelg (vrepevatctneiog)

opOod ik Aoiuwén (emmepukitidn)

TOVOKEPAAOC, LAAT, VYNAN apTNPLoKy Tieon

GTOUATIKA EAKT), TOVOG GTO GTOUAL,

KatakpdTnon vypov (oidnuae) ota Katw dipa, avénon Papovg

Pyxoc, dvomvola

YOUNAOG apOUOG AEVKDY HOGPalpimV oTig eEETAoELS aipaTog (ovdeTepomevia, Aevkomevia),
U1 LGIOAOYIKEG TIUEG OTIG EETAGELG NTOTIKNG AELTOVPYioG (AVENUEVEG TPAVEAUIVACES)
avénuéva emineda yohepvOpivng mov poaivovtal 6Tig eEETAGELS QUILOITOC

YOUNAQ eTITED, IV@I0YOVOL (TPp®TEIVN oL GyeTileTon pe TV &N TOL AOTOC) GTO aijLo

Oy ovyvég avemOOUNTES EVEPYELEG:

Avtéc umopet vo. exnpealovy ugypt kar 1 oo 100 droua

o EKKOATOUOTITIOON (TUPETOG, VOTia, didppola, SVGKOIAMATNTO, TOVOG GTO GTOUAXL)
KOKKIVEG OLOYKMUEVEG TTEPLOYES OTO GTOUO

VYNAG enineda AMmdimv 6To aipa (TpryAvkepioio)

€\K0g oTOUY OV

METPEG GTOVG VEPPOVG

VToBVPEOEBITUOC

Yravieg avemOOUNTES EVEPYELEG:

Avtég umopet va exnpealovv uéypt kor 1 oro 1000 dropo.

. ouvopopuo Stevens-Johnson (deppaticd eEvOnpo TOV PTOPEL VoL 0ONYNOEL OE EVTOVEG
(POVGKUAEG KO ATTOAETTIGT TOV OEPUATOC)

. Bavotnedpeg atlhepyikég avtidpdaoelg (avapuraio ])

. (QAEYHOVY] TOL NTTOTOG (NTOTiTON), TKTEPOG

oAb ondvieg avemOounTeg evépyerec:
Avtég umopet vo. exnpealovy uéxpt kot 1 arol0.000 droua.

. YOUNAOG aplBUdg AEVKOV apoc@atpinv, epuBpdv apocEapioy Kol OHOTETOAM®Y OTIg
eEetdoelg aipaTog
. NTOTIKY AVETAPKELDL

Avo@opd avemOOunTOV EVEPYELOV

Edv mapotnproete Kamoo avemBOUnTn eVEPYELD, EVILEPDGTE TOV YIATPO, TOV PAPUOKOTOLO 1) TOV/TNV
VOGOKOUO 6aG. AVTO 1oy0eL Kot Y10, KAOE Thovi avemBountn evépyela mTov dev avaQEPETUL GTO TAPOV
@OALO OONYIDV YPNONE.
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Mmopeite emiong vo avaeépete avembOountes eveépyeles amevbeiog, LEc® TOV EBVIKOD GLUGTNLLOTOG
avapopds mov avaypdeetal oto IHapdptnua V. Mécw g avapopds avemBOuntmv evepyeldv
umopeite va fondnoete 6T GLALOYN TEPIGGOTEP®V TANPOPOPLDY GYETIKA UE TNV OCPAAELD TOV
TOPOVTOG PAPLAKOL.

[Moword pe cvotnroTiKny veavikn womeon apdpitioa (NIA)

e YEVIKEG YPOUUES, Ol AVETIBOUNTEG EVEPYELEG OE AGOEVEIC [IE GUOTNUATIKN VEAVIKT] 1010TalN
apBpitida NTov TOPOUOIOL EI00VC UE OVTEG GE EVITAMKEG LE PEVUATOELON apBpitida. Mepikég
avemounteg evépyeleg mapatnpniOnkay mo cuyva: epediouévn notn kot Aopog, didppota,
YOUNAOTEPOL 0p1OpOT AEVKDV aipocPalpimVv Kot VyNnAdTEpa NTaTIKA VL.

Howora pe morvapOpukn} veavikn wroma 0 apdpitioa (NIA)

e yevikég YPOUUES, Ol avemBounteg evépyeleg o acbeveic e moAvapOpikn veaviky 1510madn
apBpitida NTov TOPOUOI0L EI00VG HE OVTEG GE EVIIAMKEG e PEVLLATOELDT apbpitida. Mepikég
avemounteg mapotnpnONnKay o cuyva: epebicuévn uitn Kot Aopuds, TOVOKEPOAOS, VAT Kot
YOUNAOTEPOL 0P1OUOT AEVKDV aLLOcPULpimY.

5. Iag vo pvrhdccete To Avtozma
dvidooete To Avtozma ce pépn mov dev to PAETOVY KoL OV TO POAVOLV TA TOUdLA.

Mn xpnoiponoleite autd To PAPUOKO LETE TNV NUEpOouNVia ANENG Tov avaeépetal oto kovti. H
nuepounvia ANéEng eivar 1 teAgvTaio MUEPO TOL UVA TOL OVOPEPETOL EKEL.

dvidooete og yoyeio (2°C — 8°C). Mnv KatayvyeTe.

To khelotd PloAidlo pmopel va puAdccetal og Beppokpacies Eog kot 25°C yua pio povo mepiodo £mg
kot 5 efdopadwv. Edv givar amapaitnto, 10 Qroridio umopel vo emoTpapel 6To Yoyeio pia popd evog
avTOV TOV 5 efdopddwv Kot va puAaydeil oTo Yuyeio péypt v nuepounvia ARENS. To eraridio mpémet
va aroppleei edv dev ypnoiporombel viog g meplddov Tov 5 gfdouddmv.

dvAidocete T0 PLOAIdI0 6T0 EEMTEPIKO KOVTI Y10 VO TPOGTOTEVETOL OO TO POC.

Edv etvon anapaitmro, to aparopévo didAivua £yyvong pe éveon yrwprodyov varpiov 0,9% 1 éveon
yAoprovyov vatpiov 0,45% umopet va dratnpndel e cuvinkeg youéng yuo émg kot 1 uiva i og
Oeppokpacio dmopatiov £mc 30°C yia éog kot 48 dpec.

Mnyv metdte APLOKA GTO VEPD TNG OMOYETEVOTG 1] GTA OKIOKA amoppippata. Potiote tov
(POPUOKOTOLO COG YO TO TMG VO TETAEETE TO PAPLOKO TOL OEV YPTOLUOTOIEITE M. AVTA TO, LETPA. Oa
BonOncovv oty Tpoctacia Tov TepPaiiovtoc.

6. [epreyopeva TG GVOKEVAGING KO AOUTEG TANPOPOPIES

T tepréyer To Avtozma

. H dpaoctikni ovsia eivar n tostmilovpdpm.
Kabe @roridio 4 mL wepiéyer 80 mg tootalovpdpnn (20 mg/mL).
KdébBe @rokidio 10 mL nepiéyet 200 mg tociailovudunn (20 mg/mL).
KdébBe @rolidio 20 mL nepiéyet 400 mg tociailovudunn (20 mg/mL).

. Ta dAha cvotatikd eivat: L-1otidivn, L-1oT1divn povoidpoyrAwpikr| povoiidpikr|, L-0pgovivn, L-
pebetovivn, molvcopPikd 80 kot Héwp Yo evéoiua (PA. mapdypapo 2 «To Avtozma mepiéyet
moAvcopPiko 80 (E 433)»)..

Epgdvion tov Avtozma kot Tepledpeva TG GVGKEVAGIOG

To Avtozma givai £va mokvo StdAvpa Yo ToPacKELT] SloAOUATOG TTPOG £YXLoT. To Tukvo dtdivua
elvar dtowyéc Emg erappmg 1p1dilov, dypmUIo €M VTTOKITPIVO VYPO.
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To Avtozma dwatifetal oe @laAidia mwov mepiéyovv 4 mL, 10 mL kot 20 mL okvo dtdivpa yio
TapackeLN SLHADLOTOC TPOG Eyyvot. Meyédn cvokevaciog Tov 1 kot Ty 4 eloAdiov. Mropel va punv

KUKAO(QOPOUV OAEG Ol GUGKEVAGIES.

Katoyog Adciag Kvkhogopiag
Celltrion Healthcare Hungary Kft.
1062 Budapest

Vaci Ut 1-3. WestEnd Office Building B torony

Ovyyapia

Hapaockevaotiig
Nuvisan France SARL
2400 Route des Colles,
06410 Biot,

ToArio

Midas Pharma GmbH
Rheinstr. 49,

55218 Ingelheim,
I'epuavia

KYMOS S.L.

Ronda Can Fatj6, 7B.

08290 Cerdanyola del Vallés,
Barcelona,

Tomavia

[No omoladfmote TANPoPoOpio GYETUKA e TO TOPOV PAPUAKEVTIKO TPOIOV, TOPAKOAEICTE VO
amevBuvbeite otov TomiKo avtitpdommo Tov Katdyov tng Adsiog Kuihopopiag.

Belgié/Belgique/Belgien
Celltrion Healthcare Belgium BVBA
Tél/Tel: +32 2643 71 81
BEinfo@celltrionhc.com

Bbbarapus
Celltrion Healthcare Hungary Kft.
Ten.: +36 1 231 0493

Ceska republika
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Denmark

Celltrion Healthcare Denmark ApS
Tel: + 45 3535 2989
Contact_dk@celltrionhc.com

Deutschland

Celltrion Healthcare Deutschland GmbH
Tel: +49(0)30 346494150
infoDE@celltrionhc.com

Eesti
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Lietuva
Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Luxembourg/Luxemburg

Celltrion Healthcare Belgium BVBA
Tel/Tel: +32 2 643 71 81
BEinfo@celltrionhc.com

Magyarorszag
Celltrion Healthcare Hungary Kft.
Tel:. +36 1 231 0493

Malta
Mint Health Ltd.
Tel: +356 2093 9800

Nederland

Celltrion Healthcare Netherlands B.V.
Tel: + 31 20 888 7300
NLinfo@celltrionhc.com

Norge
Celltrion Healthcare Norway AS
Contact_no@celltrionhc.com
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Espafia 3
CELLTRION FARMACEUTICA (ESPANA)
S.L.

Tel: +34 910 498 478

EArGoo
BIANEZ AE.
TnA: +30 210 8009111

France
Celltrion Healthcare France SAS
Tél.: +33 (0)1 71 2527 00

Hrvatska
Oktal Pharma d.o.o.
Tel: +385 1 6595 777

Ireland
Celltrion Healthcare Ireland Limited
Tel: +353 1 223 4026

Island
Celltrion Healthcare Hungary Kft.
Simi: +36 1 231 0493

Italia
Celltrion Healthcare Italy S.r.1.
Tel: +39 02 47927040

Kvmpog
C.A. Papaellinas Ltd
TnA: +357 22741741

Latvija
Celltrion Healthcare Hungary Kft.
Talr.: +36 1 231 0493

Osterreich
Astro-Pharma GmbH
Tel: +43 1 97 99 860

Polska
Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Portugal

CELLTRION PORTUGAL, UNIPESSOAL
LDA.

Tel: +351 21 936 8542

Roménia
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Slovenija
OPH Oktal Pharma d.o.o.
Tel.: +386 1 519 29 22

Slovenska republika
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Suomi/Finland

Celltrion Healthcare Finland Oy.
Tel: +358 29 170 7755
contact_fi@celltrionhc.com

Sverige

Celltrion Sweden AB

Tel: +46 8 80 11 77
Contact_se@celltrionhc.com

To mapdov eVALo 00N IOV YprioNg avedepOnke Yo TeEAEVTAIO POPA OTIG

AALeg TNYEG TANPOPOPLOV

Aentopepeic mAnpogopiec Yo To pappako avtd gival dabéoipeg 01o dikTvaKd TOTO ToLV Evpmmaikol
Opyaviopov Ooppdxkov: https://www.ema.europa.eu.
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O A po@opicc mov akorovBoVV amevOvvovTaL povo o€ emayyelpatieg vysiog:

Oodnyies apaimong py amd T yopnynon

Ta TapeVTEPIKDS YOPTYOVLEVE POPLOKEVTIKA TPOTOVTA TPETEL Vo €EETALOVTAL OTTTIKMG TPV o TN
YOPNYNON Yo TNV VIOPEN COUATIOIMY Kot TV 0AAOIWGT TOV YpdUIaToS. Movo o dtoAdpoTo Tov eivat
Sty €wg 1p1dilovta, dypouo EmE VTOKITPIVA KOl OEV TEPLEXOVY OPATH COLATIOW, TPETEL VO,
apoIdVOVTOL. XPMGILOTOGTE L0, OTOGTEPOUEVT] BEAGVA KO GOPLYYO Y10 VO TPOETOLUACETE TO
Avtozma. I'a 6aKovg £yyvong Katackevaouévovg arnd mtorlvPivvroyiwpidio (PVC), bu tpénetl va
YPNOULOTOLOVVTOL GAKOL TTOV gV TTEPLEYOVY POOALKO deaTtépa TG 2-aubBvroe&avorng (elevbepot
DEHP).

EvijAikot acOeveic pe peopatocion apOpitioa, COVID-19 ko CRS (> 30 kg)

A@a1péote OYKO GTEIPOV, U TUPETOYOVOL EVESIOV SLOADUATOG YAmPlovyov vatpiov 9 mg/mL

(0,9 %) 1 4,5 mg/mL (0,45%) and ko £yyvong 100 mL, wov wodvvopei pe Tov OyKo Tov TuKvoD
Stoddpatog Avtozma mov amatteitol yio T 6001 Tov 0edevoic, Katm and donmreg cuvOnkes. H
QTTOLTOVLEVT] TOGOTNTA TOL TLUKVOL dlaAvuaTog Avtozma (0,4 mL/kg) Ba mpémet vo Aapfavetal and o
QLoAido ko va toroBeteitan oto oo Eyyvong 100 mL. O tehxdg Oykog Ba mpenet va givor 100 mL.
Mo vo avopeiete o d1dAvUE, OVOTOS0YVPIOTE OTTAAA TO GAKO MGTE VO, ATOPHYETE TN ONovpyia
appov.

Xpion o€ TodoTpiko TaAndoopd

Ac0Osveig pe cvetnuaTikiy, moivapOpuci NIA kor CRS > 30 kg

Apaipéote 0YKo OTElPOL, LN TVPETOYOVOL EVESLLOL SADLATOS YAmPLovyov vatpiov 9 mg/mL (0,9%)
1 4,5 mg/mL (0,45%) oan6 cdxo £yyvong 100 mL, wov 1oodvvapel pe Tov GyKo Tov TokvVoD SLaADUNTOG
Avtozma mov amatteitor yio T 6061 TOL 060evVT, KAt amd donmteg cvvOnkec. H amattovpevn
1060TNTA TOL TVKVOL droddpatog Avtozma (0,4 mL/Kkg) Ba mpénet va Aapfavetar ommd 0 eLoAidlo kot
va tonofeteiton oto 6dko Eyyvong 100 mL. O tehkodg dykog Ba mpémet va etvar 100 mL. I'a va
avapei&ete to dtlvpa, avamrodoyvpioTe amaAd To GAKO £yYLONG Y10 VO ATOQVYETE TN dNLoVPYia
appov.

AocOeveic pe ovotnuatikn NIA kaw CRS < 30 kg

Apaipéate OYKO OTEIPOV, 1] TUPETOYOVOL EVEGIUOV SHADUATOG YA®PLovyoL vatpiov 9 mg/mL (0,9%)
N 4,5 mg/mL (0,45%) amd odko £yyvong 50 mL, wov wwodvvapel pe Tov OYKo ToL TUKVOD SoADUATOG
Avtozma mov amotteitor yio T 6061 TOL 000eVT, KAt amd donmteg cvvOnkec. H amattovpevn
TOoGOTNTA TOL TVKVOD dtadvpatog Avtozma (0,6 mL/Kg) Oa mpémet vo. Aappavetal omd to QroAidio Kot
va tonoBeteitan 610 6dko £yyvong S0 mL. O tehkdg 6yKog Ba mpémet va eivan S0 mL. T va
avapei&ete to dStlvpa, avamrodoyvpioTe amaAd To GAKO £yYLONG YO VO ATOPVYETE TN dNLLovpyio
appov.

AcOeveic pe molvapOpukn NIA < 30 kg

Apapéate OYKO OTEIPOV, [T TUPETOYOVOL EVEGIUOV SOADUATOG YA®Plovyov vatpiov 9 mg/mL (0,9%)
1 4,5 mg/mL (0,45%) a6 cdko £yyvong 50 mL, mov 16oduvopel pe ToV 0YKO TOL TLKVOD SLOADLOTOS
Avtozma mov omarteitot Yo T d00T ToL 0oBeVT, KAt and donmreg cuvOnkec. H amottodpevn
TOGOTNTA TOL TVKVOL StoAvpatog Avtozma (0,5 mL/Kg) Oa mpémet va AapBavetar ammd to PraAidlo Kot
va tonofeteiton 610 gako £yyvong S0 mL. O telkdg 6yKkog Ba Tpémel va eivan S0 mL. T va
avopei&ete To 01dAv A, avVOTOd0YLPIGTE OTAAN TO GAKO EYYVONG Y10 VO ATTOPVYETE T1) ONLLLOVPYiN
appov.

To Avtozma sivat povo yuo pia xpion.

Kd&0e mpoiov mov dev €xet ypnopomombei ] vroLeppa TPEMEL va amoppipbei cOLE®VO LE TIG KOTA
TOTMOVG 16YVOVOEG GYETIKEG OATAEELS.
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@vAro ooV piong: IIAnpogopics yra Tov yprijot

Avtozma 162 mg gvéoo S1GAvp0. 68 TPOYEMIGUEVT] GUPLYYO
TocMiovpdpmn

vTo QAPLOKO 0VTO TEAEL LTTO GLUTANPOUATIKY TOPAKOAOVONOT. AVTd B emtTpEWYEL TO YPTYOPO
TPOGIOPICUO VEDV TANPOPOPLOV acpaAeloc. Mmopeite va fonbnoete péow g avagopdg mbavmv
AVETBOUNTOV EVEPYEIDY TIOL EVOEXOUEVMG TTopovGLaleTe. BA. TEA0oc g mapaypdeov 4 yio Tov Tpomo
ovapopds avemBOUNTOV EVEPYELDV.

A doTe TPOGEKTIKG 0AOKANPO TO PVALO 00N VLAV YP1)ONG TPV UPYICETE VA YPCLUOTOLEITE AVTO
T0 PAPROKO, OLOTL TEPLAGUPAVEL ONUAVTIKES TANPOPOPIES Y10 GUC.

. DdoraEte avTd TO EUALO 0INYIDY YprionG. Towg ypelaotel va to duPfdcete Eavda.
Edv éxete mepaurtépw amopieg, pOTNOTE TOV YLOTPO, TOV QUPLOKOTOLO 1| TOV VOGOKOWO GOC.
. H ocvvtayn yio ovtd 10 ¢approKo xopnynonke amokAEIoTIKG Yio 60G. AV TPEMEL VO SDGETE TO

Qappoko o€ GAAovg. Mmopel va Tovg TpoKaAeésel PAAPT, KOO Kot OTOV TO GNUELD TG
ac0éveldc Tovg etvor 101 e To, O1KG Gag.

. Edév mapatnpnoete kKamowo avemBOuntn evépyesla, EVIUEPADGTE TOV YLOTPO, TOV PAPUAKOTOL0 1)
TOV VOGOKOUO G0OG. AVTO 16Y0eL Kot Yo KaOe mhavn avemBOun evépyeia Tov dev avapEPETUL
GTO TTOPOV PUALO 0dNYIDV Ypomng. BAéme mapdypapo 4.

Extog and avtd 10 guAlo odnyidv Bo cog 600l kot o Kapta AcBgvoic, | onoio mepiéyet
ONUOVTIKES TANpOPOpieg ac@aleiag mov Tpémet vo yvmpilete Tpv Kot Kotd T didpkela g Oepameiog
cag pe to Avtozma.

T wegPLéyEL 10 TaPOV GUAAO 0ONYLOV:

T eivon To Avtozma kot oo tvat n) gpnomn Tov

T mpénel va yvmpilete mpv ypnoponomoete to Aviozma
[og va ypnoyomomoete to Avtozma

[MBavég avemBounteg evépyeteg

[og va puracoete to Aviozma

[epieydpeva tng cuokeLAGING Kot AOITEC TANPOPOPIES
Odnyieg xpnong

NookrwdE

1. T eivon To Avtozma kot o givan i) P16 TOL

To Avtozma mepi€yel T dpacTIK 0VGio TOSTAMLOVUAUTT, 1| oTtoia eival pia Tp@TEIVN, OV £YEL
dnpovpynOel amd €101KA AvocoA0YIKE KOHTTUPO (LOVOKA®VIKO OVTICMUA) KOl 0VOGTEAAEL TN dpdon
€VOG €101KOV TOTOL TPMTEIVIG (KLTTOPOKIVIC), 1| 0TToio OVOLALETOL VTEPAELKIVI-6. AVTN 1) TPOTEIVN
EUTAEKETOL GE QPAEYLLOVDOIELS SLOOIKAGIEG TOV GMUATOG, KL O ITOKAEIGUOG TG UTopEl va 0dnyioeL
oTN pelmon ¢ PAeyYHoVNG 6To ompa oag. To Avtozma ypnoiponoteitol ot Oepaneios:

. EVNAMKOV pe péTpra £mg cofapi] popen evepyod peopatosrdods apdpitidag (PA), pog
oVTOAVOsN G VOGOV, €AV Ol TPOTYOVLEVES BEpOmEiec NTAV OVOTOTELECLOTIKEG.

. EVIMKOV ne cofapn, evepyn Kot tpoiovoa pevpatocdn apdpitida (PA), ol omoiot dev giyov
AGPel mponyovuevn Bepamneia pe pebotpela.

To Avtozma coppdriel ot peioon copntopdtov g PA, 0mmg eival o mtovog kat 1 dtdykmon
TV apBpdoenv, kot propet eniong va PeATIOGEL TNV amrdS06T Gag OTIG KAOMUEPIVEG AGYOAEC.
To Avtozma £€yet 6¢iet 0tL emPpadvvel T PAGPN oTo ¥6VOPO KOl 6TA 00TH TV UPOPDOGEDY TOL
TPOKOAELTOL QIO T1) VOGO Kol OTL BEATIOVEL TNV IKAVOTNTA GOG VO, EKTEAEITE PLGIOAOYIKA
TIGKOONUEPIVES GG SPaCTNPLOTNTES.
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To Avtozma yopmyeital cuviOwc 6e cLVOLAGHO LE Eva GALO QapLaKo Yia T PA 1o omoio
ovopaleton pebotpelarn. Qotodco, o Aviozma umopet va yopnynOei wg povobepameia edv o
YWTPOG GOG amoPacicel 0Tt 1 pebotpeldtn dev ivor KATAAANAN.

. EVINMKOV pE a60évelo TOV apTNPLAOV, 1] 000 OVORALETAL YIYOVTOKVTTOPIKI] apTPiTIoN
(I'KA), n omoio TpokaAgiton amd T QAEYLOVI] TOV UEYUADTEPOV APTNPLOV TOV CAOUNTOS, EIOIKA
eketvov mov Tapéyouvv aipa 6to Ke@dAl Kot 1o Aapd. Ta cvuntdpata teptiapfdvovy
TOVOKEPOAO, KOT®GT Kol TOVO 01N YvaBo. Ot emumhokég pmopei va mephapBavouy eyKeQoAKA
EMEIGOOL0L KOl TOPAMON.

To Avtozma pmopei vo, LeudoEL ToV TOVO KoL TO O10MIa OTIG apTNpies Kot TIg PAEPEC 6TO
KEQPAAL, TO AUO Kot Ta YEPLOL GO,

H I'KA ocuyvd avtipetonileton pe edppoka mov ovopdioviatl otepoetdn. Etvar cuvnbmg
OTTOTELECUATIKA, ALY LITOPEL VAL £XOVV OVETIBOUNTEG EVEPYELES EAV YPTCLLOTOIOVVTUL OE
VYNAEG 0OGELG Yl LEYAAO ¥poviKo dtdotnua. H peimon g d6ong TV 6TEpoeldmv pmopel
emiong va odnynoet og vrotpom ¢ ['KA. H tpocsbnkn tov Avtozma ot Oepaneio onuaivet
OTL T0. GTEPOELON UTOPOVV VAL YPTGILOTONBOVV Yo LIKPOTEPO YPOVIKO SLAGTNLO, EVD
drotnpeiton  veeon g KA.

. TAOLOV Kol P fov, nukiog 1 £Tovg Kal v, e EVEPY] GUGTNROTIKI] VEAVIKT] 10107001
apOpitidoa (custnpatiki) NIA), po pAeypovddN VOGO Tov TPoKaAEl TOVO Kot oidnua og pio 1

neplocdTepeS apbpmdoelg kabdg emiong Tupetd Ko eEavonua.

To Avtozma ypnoonoteitar yio ) Bertimon tov cvuntopdtov g cvotnuoatikig NIA. Eivar
duvatov vo yopnynOel oe cuvdvacpod pe pebotpegdtn 1 og povobepaneia.

. OOV Kol PPV, nlkios 2 eTOV Kot Gve, pe evepyr] ToAvapdpiki) veaviki] 1010wa.01)
apOpitioa (rorvapOpuki\NIA). [Tpdkertar yio po AEYUOV®OSIT VOGO TOV TPOKUAEL TOVO Ko
oidnua og pia M TepLocdTEPES 0PHPDOCELC.

To Avtozma ypnoyomoteiton yia tn fertioon Tov copntopdtoy T TolvapOpiknc NIA. Eival
duvatov va yopnynOel oe cuvdvacpod pe pebotpegdtn 1 og povobepaneia.

2. T npéner vo yvopilete mpiy yproyponomoeste To Avtozma

Mnyv ypnoipomonjoete To Avtozma

. edv eogig N 10 moudi acBevic vmo ) epovtida cag epeavilel oldepyla oTN TOGIALOLUATN 1|
0€ 0TOL0OMTOTE GAAO A0 TO GUGTATIKG CLTOV TOV PUPUAKOL (TapaTiBevTol 6TV TOPAYPUPO
6).

. €av eogig N 10 Todi acbevig Vo TN EPOVTIdN Cag TACKEL OO EVEPYN, GOPapr Aoinwén.

Edv xdmoto amd avtd 1oy0el yuo e54c, EvUep®OTE Eva yiaTpd. Mnyv ypnoiomomoete to Avtozma.
IIpogidomon)oelS Kol TPOPUAGEELS
AmevBuveite 610 Y10TPO, TOV POPLOKOTOLO 1] TOV VOGOKOLO GOG TPV YPNCLOTOoeTe To Aviozma.

. Y& TePInTOOT IOV EUPAVICETE HALEPYIKEG UVTIOPAGELS OTTMC aicOnua cOGEIENS 6To BmpaKkoa,
ovptyud, coPapn (aAn 1 aicOnua Mmobupiog, S1OYKWOON TOV YEIMDV, TNG YADCCAS, TOV
TPOCHOTOL 1 KVNOUO TOL OEPLATOC, Kvidwon 1 e&avOnua katd T d1dpKeLo 1] HETA amd TV
£VEDT|, EVI|UEPDOTE APUECMOG TOV YIUTPO GUG.

. Mnyv mapete TNV emOUEVT OGN UEXPL VO eviUEpDGETE TOV Y1aTpd oo KA o yotpdg cag
empPePordoet OT1 pnopeite vo mhpete TNV EXOUEVT SO0T EQV EYETE ELPAVIGEL OTOLOONTOTE
CUUTTOUOTO CAAEPYIKNG avTIOpAoNG LETA amd T yopnynon tov Avtozma.
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. Ye TePINTOOT OV EYETE OMOLAONTOTE LOPPT| AOTHMENS, PpoyvypdViog 1 LOKPOYPOVING, 1
VOPEPETE GLYVE amd Aolméels. Evnuepoote apéomg tov yiotpod cag edv dev aucOdveote
kaAd. To Avtozma propel va LEIMGEL TNV IKAVOTNTO TOL COUOTOC GOG VO OVTOTOKPIVETUL OTIG
AOWUMEELG KO EVOEYETOL VO EMOEVAGEL pia vITdpyovoa Aoipmén 1 va avénoet Ty Thavotnta
va, tpocfAndeite amod o véa Aoluwén.

. Y& mepintmon mov &iyuTe QUUATIOON, EVIUEPDGTE TO Y10TPO cag. O yiatpog oag Oa cog
e€etdoel Yo onpeio Kol GUUTTAOUOTO PUUOTIOOTG TPV OPYIcETE TNV aymyn pe to Avtozma. Ze
TEPIMTOOT TOV TO CLUTTOUOTO TNE ELUATIOONC (emipovog Pryac, andAsio fapovg, atovia,
NTO¢ TLPETOG) 1} OTOLUONTOTE AAAN Aoipmén eppaviletal kaTd T ddpKeLo 1 LETA amd TN
Oepamneia, evNUEPDOTE AUECHG TOV YIATPO COG.

. Ye mePInTOOT TOL ElY0TE EVIEPIKO EMKOG 1] EKKOATONATITION, EVIILEPMDOTE TO YTPO GoG. Ta
CUUTTOUOTO TEPIAUUPAVOLY TOVO GTNV TTEPLOYN TNG KOIAAG Kot ave&nynteg netaforés Tov
ouVNBEI®V TOL EVIEPOL GE GUVOLACUO LE TVPETO.

o Ye MePINTOOT MOV TACYETE OO NTOTIKI VOG0, EvNuep®doTe TO Y1oTpd cag. [Ipotov va
y¥pNoLonocete To Avt0zma, o yloutpog oG LITOPEL VO, TPOYLLOTOTTOIOEL Ui, AUOTOAOYIKY
e€ETaoM Y10 VO LETPTOEL TNV NTOTIKT AELTOVPYIQ GOGC.

o Yg TePITTMON OV KATO10G 060G £xeL Tpodos@arta epPforracOei 1| oxedialet va epforachet,
EVNUEPMGTE TOV Y10TPd cag. Ohot ot acbeveic O Tpémel va £xovV TPOYUATOTOMGEL OAOVS TOVG
euportacuovg Tovg Tptv apyicovv tn Bepameio pe Avtozma. Opicpéva epPoia dev Oa mpémet
va yopnyovvtal katd Tt didpkea TG Bepaneiog pe to Avtozma.

o Edv éxete kapkivo, evnuepmaote tov yatpd cag. O yiatpdc cog Bo amopacicel edv umopel mopd
TavTo va cog yopnyndei o Avtozma.

. Edv éxete kaporayyElaKkog TaPAyOVTESG KIVOUVOU, OTTMG AVENIEVT] OPTNPLOKT TECT KOl
avénpéva enineda YoANGTEPOANS, EVNLEPDOTE TOV Y10Tpd caG. O Tapdyovies ovTol TPEMEL vaL
mapakolovbovvtarl 6o AouPavete Avtozma.

o Edv éyete pétpia M cofapd TpoPfiqpote ot AerTovpyic TOV ve@pAV, Oa cog mapakorovbdei o
YwTtpog Gog.

. Edv éxete emipovovg movoke@arovg.

O ywTpog oag Bo Tpaypatomooet eEEToom aipatog Tpv AdPete To Aviozma, mpokeiévon va
eEaxpipdoetl edv £xete YapMAO aplBpd AEVKOKVLTTAP®VY, YOUNAS aplOUd apomeTaAimy N VYNAL
enineda NraTK®V VOU®V.

Moord ko Epnpor
Agv cuvioTdTon 1 ¥pnomn TS VIodoplag Eveong Avtozma oe moudid niikiog kéto tov 1 £tovg. To
Avtozma dev mpénetl va yopnyeiton o madid pe cvotnuatikiNIA pe Bapog kdto tov 10 kg.

Edv évo moudi £xe1 16TOPIKO GOVIPOHOD EVEPYOTOINGNS HAKPOPAYWY (EVEPYOTOINOT] Kol
aveCEAEYKTOG TOALOTANGIUGUOG CUYKEKPIUEVOV KUTTAP®Y TOV OUHLOTOG), EVIUEPDOTE TOV Y1OTPO GOG.
O y1atpog oag O TpEnel Vo amoPacicel 0V umopel akdun va tov yopnyndel Avtozma.

Alha gappoxa ko Avtozma

Evnuepdote Tov y1o1pd 060G GV TOPVETE OTOONTOTE GALN PAPLLOKO 1) EXETE TPOGPATA TAPEL AAAML
eappaka. To Avtozma propet vo, ennpedcel Tov TPOTO TOV AEITOVPYODYV OPICUEVO QAPLLOKO KO 1)
d60m toug mBovov va amattel tposappoyn. Evnuepdorte tov yiotpd cog dv maipvete pappoka, to
omoio TEPLEYOVY OTOLUNTOTE OO TG EENG OPACTIKES OVGIES:

o peBvAmpedvilorovn, de&apeBalovn, Tov YPNCIUOTOLEITOL Yio TN LEIMON TNG PAEYLOVIG
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. ocwPactativn 1| atopPactativr, 1 0TOld YPTCILOTOLEITOL Y10, TN LEIWOT) TOV EMTES®V TNG
YOANGTEPOANG

. OTOKAEIOTEG O10VA®V aoPeoTiov (TT.). auAodITivn), 01 0TTO{01 YPNCULOTOIOVVTAL Y10, TV
OVTILETAOTION TNG CVENUEVNC aPTNPLOKNG TLECNC
Bco@uALivn, 1 oTOl0L XPNCLOTOIEITAL Y10, TNV AVTILETOTIOT TOV ACOLOTOC

. Bapeapivn 1 phenprocoumon, ta omoio pNGIOTOLOVVTIOL MG OVTITNKTIKOT TapdyovTes Tov
aipotog
@OIVLTOIVN, 1| OTTOL0L YPGLULOTTOLEITAL Y10l TV OVTILETMOTICT] TOV CTUCUDY

. KUKAOGTOPivT), 1 OTTOLN YPNCIUOTOLEITOL Y10 TV KATAGTOAT TOV OVOGOTOTIKOD GOC
GLOTNLOTOG KATE, TN S1APKELD LETAHOCYEVONG OPYAVOV

o Bevlodwalemiveg (m.y. Tepalemdun), ol 0Toleg YP1OUYLOTOIOVVTOL Y10 TV AVOKOV(PIGT) TOV Gyyoug

E&attiog éAdetyng kKhMvikng epmelpiag, 1 toctlovpdpunn dev GUVIGTATOL Yo Xp1|on 1e GAAa Proloyikd
eappoaka yuo T Bepameio g pevpoToeldovg apbpitidag (PA), g cuoTnraTIKNG VEAVIKNG 1010maf00g
apBpitdag (cuatnuatiky NIA), g moAvapOpikng veavikng wromafoic apbpitidag (moivapOpikn
NIA) 1 ¢ yryavrokvttapikig aptnpitidag ([KA).

Kbnon, Onraopés ko yovripdtnto

To Avtozma dgv TpémeL va POCLUOTOLEITAL 6TV EYKDROGUV EKTOC €4V Elval GOQ®S amapaiTnTO.
Evnuepdote tov yuotpd cog edv giote £ykvog, vopilete 0TL pnopel va glote £ykvog 1 oyedtdleTe va
OTOKTNGETE TTOUOL.

O yovaikeg 6€ avamropoy@yKl) NAKia TPETEL VO, YPTGLLOTOLOVY OTOTEAEGHOTIKY] OVTIGOAANYT
KT T O1GpKELD KO Yio £0G Kot 3 Pveg Letd amod tn Oepameia.

Yrapotiote Tov Onhacpéd v tpokertar va cag 600l AVozma Kot EMKOVOVIOTE LE TOV Y1UTPO
caG. Apnote éva kevd TovAdyloTtov 3 unvav petd amd v tedevtaio cag Oepaneio pwv apyicete To
Onracpo. Aev gival yvootd edv to Avtozma mepvael 6to avOpdmivo YaAa.

0onynon K YEPLOROS PN AV RLATOV
AvT10 1O Qappako umopet va Tpokarécel (oAn. Eav vimBete (dAn, unv odnyeite N yepileote

LNV LLOTOL.

To Avtozma nepiéysl morvcopPké 80 (E 433)

AvT16 T0 Pappako mepiéEyet 0,2 mg mtolvcopPikov 80 oe kdbe mTpoyepopuévn cuptyya. Ta ToivcopPid
umopel va TpokoAEGOoVY aAAEPYIKES avTIOpdoels. Evnuepdote tov 1Tpd oo eqv EYETE YVOOTEG
oAAepyiec.

3. IIag vo ypnopomomoeete To Aviozma

[Tavtote va YpNOYOTOLEITE TO PAPHOKO CVTO OVCTNPA COUPOVA LE TIC 0OTYIEG TOV YIATPOV, TOL
QOPLOKOTOL0V 1] TOV VOGOKOHoL cag. Edv &xete appifolriec, potiote ToV Y1aTpd, TOV QUPUAKOTOL0 1|
TOV VOGOKOLO GOG.

H Ogpaneio Oo cuvtayoypagnOel kat Oa Eexvioet omd emayyelpotiec vysiog pe epmelpio ot
Sudyvaoon kot tn Oepameio g pevUaTogld00g aplpitidag, TNG CLGTNUOTIKAG VEAVIKNG 1610Tafong
apBpitdag, tng morvapBpikng veavikng 11omabovg aphpitidog 1 TNG YIYoVTOKLTTUPIKNG OPTNPITIONG.

H ovvietopevn 6661

H 8601 y1o Toug evijhikeg pe peupatogdn aphpitida 1 yryavrokvtTapiki aptnpitda eivor 162 mg (to
TEPIEYOUEVO 1 TPOYEUIOUEVIIC GVPLYYOS) YOPTYOVLEVE Hia popd TNV gfdopdda.
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Howora ko Epnpor pe cvotuotikiNIA (Mhkiog 1 £10vg Kot Gvm)

H ovwv0ng 660n Avtozma eEaptdtor a6 To fapog Tov a.60evovs.

. Av o acBevig Quyilel Arydtepo amd 30 kg: 1 doom sivan 162 mg (to mepieyouevo 1
TPOYELGUEVTG GUPLYYOC), Hio popd kdbe 2 gfdoudadeg

. Av o0 acBevig Quyilel 30 kg f] meprocdTEpo: M 060 gival 162 mg (to mepieyduevo 1
TPOYELGUEVNG GUPLYYOG), o popd kdbe efdopdda

Howora ko £pnpor pe rorvapOpkNIA (ki 2 eTOV Kol Ave)

H cvvi{Ong 66om Avtozma g&aptdtor amd To Bapog Tov acbevovs.

. Av 0 acBevig Quyilel Myétepo amo 30 kg: 1 500 givan 162 mg (1o mepieydpevo 1
TPOYEUITUEVNG CLPLYYOC), Hid popd KGOs 3 efoopdoeg

. Av o acBevig Quyiler 30 kg 1 meprocdTEPO: ) SO0 givarl 162 mg (to mepieyduevo 1
TPOYEUITUEVIG CLPLYYOC), pia popd KGOe 2 efoopdoss.

To Avtozma yopnyeiton pe éveon kdtw amd to déppa (VTodopia). Katd tnv évapén g Bepaneiog, o
YTPOG 1 0 VOGOKOWOG GaG EVOEYETAL VO TPAYLLOTOTOIGOVY TNV €veot] Tov Avtozma. Qctdco, 0
YOTPOG GOG EVOEXETAL VO ATOPAGIGEL OTL UTOPEITE VO TTPALYLOTOTOIEITE LOVOG GAG TNV £VEGT] TOVL
Avtozma. Xg avtf TV Tepintmon, Ba ekrtadevteite 6Tov TpOTO e Tov omoio Ba mpayaToTolEite TV
éveon tov Avtozma pévot cag. Ot yoveig Kot ot povTioTég Bo eKTadELTOVY GTOV TPOTO YOPTYNONG
g éveong Avtozma oty mepintmon acHevdv mov dev UTOPOLV 01 10101 VO TPOYUATOTOMGOVY TV
éveon, OTmG T TodLd.

AmevBuvleite 6TOV Y10TPO GOG EAV £YETE OTOLAONTOTE EPADTNOT GYETIKA [LE TN XOPNYNOT TG EVEONS
pLdvol GOG GTOV EAVTO GOG 1) € KAmolo madi acBevi mov ppovtilete. Oa Ppeite Aemtopepeig "Odnyieg
xopNyNong" oto TéA0g aVTOD TOL PUAAOL 0O YLDV YPNONG.

Eév ypnowpomouoete peyarvtepn 66on Avtozma amd Tnv Kovoviki)

Agdopévov 611 to Avtozma yopnyeiton og pio Tpoyepcuévn coptyya, eivat anibavo va AdPete
vepPorikn TocoOTNTO. 26TOGO, EAV AVIGLYEITE ANGTE [LE TOV Y1OTPO, TOV PUPUAKOTOL0 1) TOV
VOGOKOLO GOG.

Eav évag evijlkog pe PA ] 'KA 1] éva madi 1 £onfog pe 6uotpotiky veaviki) 1010ma 01

apOpitidoa mapareiyer | Eexaoel o 606

Eivai moAd onpavtiko va ypnoyomoteite To Avtozma axpipog 0nmg éxet cuviayoypaendel and tov

YTPO GOC. NUELDVETE TNV EMOLEVT dOGN GOG.

. Edv mapadreiyete v efdopadiaio d6om cog o ddotnua 7 nuepdv, Tapte T 000T GOG TNV

EMOLEVT TTPOYPOUUOTIGUEVT] NILEPOL.

Edv mapoieiyete T 660om mov Aapfdvete pio popd ke devtepn fdopdda o€ StoTNU 7 NUEPDV,
TPOYWPNOTE GTNV EVEST TG 000oMG apécmg LOALS To BuunBeite ko AdPete tnv endpevn doomn Gog
GUUPMOVE, [LE TO TOKTIKY TPOYPOUUATIGUEVO YPOVOSLAYPUUUE GOG.

. e Eqv mapareiyete ) 060 coc ov yopnyeitor kabe efoopdda N kdbe devtepn efdoudda Katd

SoTNUO. AVD TV 7 NUEPOV, 1] dEV €l0TE GlyovpoL Yia TO TOTE OOl TPETEL VO, TTPOAYLOTOTOGETE
™V éveon Tov AVt0ZMa, ETKOIVOVIAGTE LLE TOV YITPO 1| TOV QOPUAKOTOL0 GOC.

Eév éva oot 1 évag épnpog pe morvapdpuxciiNIA mapadreiyer 1] Eexdosr o 660

Eivon moAd onpavtikd va ypnoyomoteite To Avtozma axpipog 0nmg £xel cuviayoypapnel and tov

YioTpd. ENUEIBVETE TNV EXOUEVT dOOT).

o Edv moapaieiyete po 06om og dtonue. 7 NUEPDVY, TPOXWPNGTE GTNV EVEST] TNG 000N UUECMG
oG to Boundeite ko AdPete TV endUEVT] SOOT] GOC COLUPMOVA LLE TO TOUKTIKG
TPOYPOUUATICUEVO XPOVOSIAYPOUUUE GOG.

o Edv mapadieiyete po 060om og dtdotnua ave tov 7 nuepav, 1 dev giote olyovpot yia to note Ha
TPEMEL VO TPOLYLLOLTOTOM|GETE TNV £vecn ToL AVIOZMA, ETKOIVOVNOTE [LIE TOV YaTPd 1| TOV
QOPUOKOTO10.

Edav ctapatiocere va g pnoponoreite To Avtozma
Agv Oa Tpémel va GTANOTNOETE Va Taipvete To AviOzma, yopic va 10 cV{NTHGETE TPAOTA UE TOV YIUTPO
oG,
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Edv €xete meplocdtepeg EpOTNOELG OYETIKA LLE T YPTOT CVTOV TOV QUPLAKOV, POTOTE TOV Y1ATPO,
TOV QUPHOKOTOL0 1] TOV VOGOKOO GOG.

4, IMBavéic avemBounTeg evépyereg

Onwg 6Aa ta eapuoka, £T61 Kot To Avtozma pmopel vo mtpokaAécel avemBuunTteg EVEPYELES, AV Kol
dev mapovctalovial e OA0VE TOVG avpmTovC.

Or avemBOunteg evépyeteg Bo pmopovoay va ekdnimBolv 3 1 TEPIGEOTEPOVS UNVEG LETA OO TNV
tedevtaio 06omn Tov Avtozma.

MBavéc cofapég avemOBouNTEG EVépPyELES:

Evnuepoote apéomg 1o yotpo cog €0V EUQoVIceTe KAmola amd TIC akoAovbeg avemBvunteg
EVEPYELEG:

Avtés eivou ovyveg: avtés umopel va exnpeaovy uéxpt 1 ota 10 droua

AlrepyIkég avTIopdcels KaTd T O1dpKela 1| LETA amd TNV £veon:

. dvokoria otV avamvon, ceiEio oto otnBog 1 Lain
. eEavON U, KVNOUOC, KVIO®ON, S10YKMOT TOV YEIMDV, TNE YADCGOS 1] TOV TPOGMHTOL

Xnpeio cofap®dv LoipdEe®v:

. TLPETOC KoL piyn
. QAOKTOVEG GTO GTOUO 1] OTO dEPUAL
. TOVOG GTO GTOUAYL

Inpueio Kol CUUTTORATO NTOTIKNS TOSIKOTNTOG
Avte. eivou omavia.: umopet vo, exnpealovy ugypt ko 1 oo 1000 drouo.

. KOT®OT)
o KOWALOKO GAyog
o iktepOg (KiTptvog SLuGYPOUATICUOS TOV SEPLOTOG 1] TOV LOTLDV)

Aiota GAhov TOAVAVY avemMOOUNTOV EVEPYELOV
Edv moapoatmpnoete omo10dNmoTe amd 0vTd, ETIKOVMOVIGTE LE TO YIUTPO GOG TO GUVIOUOTEPO
ovvatdv:

oAV ovyvég avemBOuNTES EVépyereg:
Avtég eivaur omavieg: umopel va exnpedlovv 1 aro 10 drouo. 1 TepiocoTepo.

o AOWMEELG TN OVATEPTG OIVOTVEVGTIKNG 0000 WE TUTIKG GUUTTOUTO, OTT®G Eivatl 0 Pryac, 1
BovAwpévn potn, 10 cLVAYL, 0 TOVOLALLOG KO O TOVOKEPAAOG

o VYNAG emtineda AMmdimv 6To aipa (YoAnotepOANC)

. avTIOPACELS 6TO onpeio NG Eveong

Yoyvéc avemOounTeg evépyeiec:

Avtég umopei va emnpeaoovy ugypt 1 ota 10 aroua
o Aolpwén Tov Tveupdvav (Tvevpovia)

gpmng Cwotpag

emyeiMog €pmNg, PAVKTOIVEG

Aoméeig Tov déppatog (KutTapitida), ol 0Toieg EVioTe GLVOSEVOVTOL OO TVPETO Kol Piym
eEavOn o Kot Kvnopog, kvidwon

aAAEPYIKEG aVTIOPAGELG (VTTEpELOLGONGiOG)
opBoApkn Aoipwén (emurepukitidn)
TOVOKEPAAOG, LAAT, VYNAN apTNpLoKy TiEoT
OTOMATIKA EAKT], TOVOG GTO GTOUAYL
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KataKparnon vypav (oidnua) yapnAd ota o6da, avénon Papovg

Byog, dvomvola

YOUNAOG aplOUOG AEVKOKVTTAP®V OTIS £EETACELS aipaTog (ovdeTeponevia, AeVKOTEVIN)

U1 QLGLOAOYIKEG TIUEG OTIG EETATELG NIATIKNG Agttovpyiog (avENUEVEG TPAVEAUIVAGES)
avénuéva enineda yoAepvOpivng, Ta onoia amotvndVoVTAL 6TIG EEETACELS OULOTOC
YOUNAG emineda vmdoyovov (Tpwteivn Tov oyetileton pe v &N ToL aipatog) oto aipo

'Oyt ovyvég avemOOUNTES EVEPYELES:

Avtég umopet vo. exnpeaoovy ugypt 1 arol 00 drouo

° EKKOATTOMOTITIO0 (TVPETHE, VauTia, didppoto, SVGKOIAOTNTA, TOVOS GTO GTOUAXL)
KOKKIVEC OLOYKMUEVEG TTEPLOYEG GTO GTOUN

VYNAG emtinedo, Amidiov oto aipa (TpryAvkepidin)

é\koc oToudy oL

TETPEG OTOVG VEPPOVC

VoBVPEOEBIGUOC

2ravieg ovemOOUNTES EVEPYELEG:

Avtég umopet vo. exnpealovy uéxpr 1 aro. 1000 arouo.

o ovvdpopo Stevens-Johnson (deppoticd eEavOnua Tov puropei va 0dNyNGEL 68 EVTOVES
(POVGKOAEG KO ATOAETIOT) TOV OEPUATOS)

o Bavotnedpa aliepyikn avtidpacn (avapouraio)

o QAEYHOVT] TOV Tatog (MTaTitdm), iKTepog

oAb omavieg avemBupnTEg EvépyeLec:
Avtéc umopet va. exnpedoovy uéypt 1 oe kalbe 10000 acbeveig

o YOUNAOS aplBpog AeVKOY apoc@alpiov, epuBpdv aposeatpioy Kot aponeTaMmy og e£eTdoelg
oipoTog
. NTATIKY OVETAPKELNL

Avem@Ounteg evépyeires og mardld ko £enpovg pe cvotnpatiki NIA 1 morvapOpikny NIA

O avemBOunteg evépyeteg o madd kot £pnpoug pe cvotnpatiki NIA 1 moAvapBpikr NIA sivon
YEVIKA TOPOUOLES E QVTEG O EVIAIKEC. MepIKéG avemBuuNTeg EVEPYELES TAPATIPOVVTAL TTLO GLYVA CE
modLd Kot eprfoug: epebiopévn poTn Kot Aopog, TovokEPaiog, aictnua adiabeciag (vavtio) Kot
YOUNAGTEPOL OPOLLOT AEVKDV OLOCPAPI®YV.

Ava@opd avemOOunTmV evepyetdv

Edv mapotnpfioete Kamoto avemBOunTn evépyeld, EVIUEPDGTE TOV YIOTPO, TOV PAPUOKOTOLO 1) TOV/ TNV
VOGOKOWO c0C. AVTo 1oYDEL Kot Yo KAOe mhovn avemBOuntn evEPYELD TOL OV AVOPEPETOL GTO TOPOV
@OALO 00NV Yprione. Mropeite emiong vo avapépete avemBounteg evépyeleg omevbeiog, LG TOV
€0VIKOV GUGTNUATOG OVAPOPAS TOV avaypapetar oto [lapdpmmua V. Mécm g avapopds
aVETIOOLNTOV EVEPYEIDV UTOPETLTE VO, fonONCETE TN GLALOYN TEPLCCOTEPMV TANPOPOPLDY CYETIKE
LE TNV ACPAAELN TOV TAPOVTOG PAUPHAKOL.

5. Iog vo pvrdccete To Avtozma

To @apuako ovtd TPETEL Vo PLAACGETOL GE LEPT) OV OgV TO PAETOVV KoL OV TO POAVOLV TO TOUdLA.
Na pn ypnoponoteite ovtd T0 PAPUOKO LETE TV NUEPOUN VIO ANENG TOV AVOPEPETAL TNV ETIKETA TNG
TPOYEUGUEVTG SUPLYYOG Kot 6T0 kKouTi petd to EXP. H nuepounvia Anéng sivar n tekevtaio nuépa
TOL UAVO TTOV OVOPEPETOL EKEL.

dvidooetat og yoyeio (2°C - 8°C). Mnv katayvyete. MoAg apaipedel and To yoyeio, n
TPOYEMGHUEVT] GUPLYYa prmopel vo amobnievtel uéypt 3 efdouddeg o Oepuokpacio ikpdTepN N oM pe

30°C. Av eivau amopaitnto, T0 Avtozma pmopel vo emoTpagel 6To Youyeio pia popd péca o€ aVTéG TIC

174


https://www.ema.europa.eu/documents/template-form/appendix-v-adverse-drug-reaction-reporting-details_en.doc

3 egfdoudideg kKot va euiaybetl oto yuyeio uéypt v nuepopnvia Aénc. To Avtozma mpémetl va
amopp1eBel av dev ypnopomonel evtog g meptddov twv 3 efdouddwy.

DdovrdEte TIG TPOYEUIGUEVEG GUPLYYES GTO EMTEPTKO KOLTI Y10l VO TPOGTAUTEVETAL GO TO PMG KOl TNV
vypacia.

Noa unv ypnoiponoteitan v to eappoko givar Bodo N Tepiéyel copatiol, eival 0ro10dNToTe GALO
APOU EKTOG 0 p®UO EMG KITPVO, | OTOLOONTOTE TUN O TNG TPOYEUICUEVIC GVPLYYOS PaiveTOL VO,
€YEL KOTAOTPOUPEL.

H obpryya dev mpénet va avakiveitol. Metd and v apaipecn ToL TOUATOG, 1 EVECT] TPETEL VO
Eekvael 6€ OLAGTNUO S5 AETTMV, TPOKELUEVOD VO OTTOTPUTEL VOL GTEYVAGEL TO PAPUUKO KOL VO, UMV
umhokapetl | Berova. Edv n mpoyepicpévn optyyo o€ ypnoomoleital eviog S AEnTdv HeTd T
OTTOUAKPVVGT) TOV TOHOTOC, TPETEL VOL TNV OTOPPITTETE GE VA SOYELD QLYUNPDOV OVTIKEIUEVOV KOl VO,
YPNOLOTOLEITE o VEQ TPOYELUGLEVT CLPLYYO.

Edv petd v etoaymyn g Perdvag, dev punopeite vo mécete To EUPoro, TPEMEL VO OTOPPLYETE TNV
TPOYEMGHEVT] GUPLYYA GE EVOL DOYEIO OLYUNPDOV OVTIKEWEVOV KOl VO YPNCULOTOINGETE pia vEa
TPOYEMGUEVT] GVPLYYOL.

6. Iepreyopeva TS 6VOKELUGTUG KOL AOUTEG TANPOPOPIEg

T epréyer to Avtozma
. H dpaoctikn ovoia givat 1 TostAlovpdpm.
Kd&be mpoyepuouévn oopryya mepiéyetl 162 mg tooctlovpdunn o€ 0,9 mL.

. Ta dAla cvotatikd givar L-1ot1divn, L-1o11divn povoddpoyrwpikn povoiidpwkn, L-Bpgovivn, L-
pebetovivn, molvcopPikd 80 kot Héwp yia evéoiua (BA. mapdaypapo 2 «To Avtozma mepiéyet
nolvcopPiko 80 (E 433)»).

Epgévion tov Avtozma ko epleyOpeva TS GVGKELAGIAG
To Avtozma eivar €va gvéoipo ddAvpa. To didAvpa eivor dypopo Eog ELappdS KITPVOTO.

To Avtozma dwatifetarl og Tpoyepicpévn ovpryyo tov 0,9 mL, n omoia mepiéyel 162 mg SoAdpaTOg
ToGtMEoLUAUT Yo EVEDT).

H mpoyepiopévn odpryyo pe Avtozma yuo xpion omd tov acbevn diatifetal o€ cuoKELAGIEG TOV
TEPLEYOVV:

. 1 mpoyguopévn cvpryyo

. 2 TPOYEUGUEVES GUPTYYES

. 4 TPOYEMGUEVEG GUPLYYECS

. 12 (3 ovokevaociec TV 4) TPOYELMGUEVES GUPLYYEG (TTOAVGUGKEVOGIES)

Mmnopei vo pnv KVKLOQOPOHV OAEG 01 GLOKEVUGIES.

Karoyog Adsrog Kvkiogopiag

Celltrion Healthcare Hungary Kft.

1062 Budapest

Véci ut 1-3. WestEnd Office Building B torony
Ovyyapia

Hopaockevaotig
Nuvisan France SARL
2400 Route des Colles,
06410 Biot,

ToAAio
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Midas Pharma GmbH
Rheinstr. 49,

55218 Ingelheim,
eppovia

KYMOS S.L.

Ronda Can Fatjo, 7B.

08290 Cerdanyola del Vallés,
Barcelona,

Iomavia

[No omoladnmote TANPOPOpic GYETUKH LLE TO TOPOV PAPUAKEVTIKO TPOIOV, TAPAKOAEICTE VO
amgvBuvbeite otov Tomiko avtimpdommo Tov Katdyov tng Adetog Kvuihopopiag:

Belgié/Belgique/Belgien
Celltrion Healthcare Belgium BVBA
Tel/Tel: +32 2 643 71 81
BEinfo@celltrionhc.com

Bbbarapus
Celltrion Healthcare Hungary Kft.
Ten.: +36 1 231 0493

Ceska republika
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Denmark

Celltrion Healthcare Denmark ApS

Tel: + 45 3535 2989
Contact_dk@celltrionhc.com
Deutschland

Celltrion Healthcare Deutschland GmbH
Tel: +49 (0)30 346494150
infoDE@celltrionhc.com

Eesti
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Espafia

CELLTRION FARMACEUTICA (ESPANA)

S.L.
Tel: +34 910 498 478

EALGoo
BIANEZ AE.
TnA: +30 210 8009111

France
Celltrion Healthcare France SAS
Tél.: +33 (0)1 71 25 27 00

Lietuva
Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Luxembourg/Luxemburg

Celltrion Healthcare Belgium BVBA
Tél/Tel: +32 2643 71 81
BEinfo@celltrionhc.com

Magyarorszag
Celltrion Healthcare Hungary Kft.
Tel:. +36 1 231 0493

Malta
Mint Health Ltd.
Tel: +356 2093 9800

Nederland

Celltrion Healthcare Netherlands B.V.
Tel: + 31 20 888 7300
NLinfo@celltrionhc.com

Norge
Celltrion Healthcare Norway AS
Contact_no@celltrionhc.com

Osterreich
Astro-Pharma GmbH
Tel: +43 1 97 99 860

Polska
Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Portugal

CELLTRION PORTUGAL, UNIPESSOAL
LDA.

Tel: +351 21 936 8542
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Hrvatska
Oktal Pharma d.o.o.
Tel: +385 1 6595 777

Ireland
Celltrion Healthcare Ireland Limited
Tel: +353 1 223 4026

Island
Celltrion Healthcare Hungary Kft.
Simi: +36 1 231 0493

Italia
Celltrion Healthcare Italy S.r.1.
Tel: +39 02 47927040

Kvnpog
C.A. Papaellinas Ltd
TmA: +357 22741741

Latvija
Celltrion Healthcare Hungary Kft.
Talr.: +36 1 231 0493

Romaénia
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Slovenija
OPH Oktal Pharma d.o.o.
Tel.: +386 1 519 29 22

Slovenské republika
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Suomi/Finland

Celltrion Healthcare Finland Oy.
Tel: +358 29 170 7755
contact_fi@celltrionhc.com

Sverige

Celltrion Sweden AB

Tel: +46 8 80 11 77
contact_se@celltrionhc.com

To mapdov evAro 0dNYLAOV Ypriong avedepOnke Yo TeElevTAIN POPA OTIG

AALeg TNYEG TANPOPOPLOV

Aemtopepeic TANpoPopieg Yio 10 PAPHOKO aVTO ivol SLBEGIUES GTO OIKTLOKO TOTO Tov Evpmmaikod
Opyaviopov Ooppdxkov: https://www.ema.europa.eu.
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7. Odnyieg xpnong

Awpdote ko akorovBnote Tig Odnyieg ¥pNong Tov GLVOIEHOLY TNV TPOYEUIGHEVT GOpLyyo Avtozma
TPV 0PYICETE VO TN ¥PNOHOTOLETE KOt KAOE popd Tov Taipvete avToAlakTikd. Mmopel va vdpyovy
véeg minpoopiec. I[Ipv amd ) ypfon tov Avtozma, 0 TAPOYOS VYEIOVOUIKNG TtepiBaiymg Ba Tpémet
va, 6ag OlEel Tov 6moTo TPOTO YPHoNC.

INROVTIKEG TANPOPOPIEg

. Mnyv a@opeite T0 TOUA TNG TPOYEMGHEVNG cVPLYYaG LEXPL VO eloTe ETolog(n) va
TPOYUATOTOIGETE TNV £VEOT] [ie To Aviozma.

Mnv amtooVVOEETE TNV TPOYEULGUEVT] GVPLYYO O KOUiQ TEPINTTOO.

Mnyv ernavaypnoionoleite v idw cOpryyo.

Mnyv 0vVOKIVEITE TNV TPOYEHGLEVT] GOPLYYO.

Mn pNGLLOTOLELITE TNV TPOYEMGUEVT] SVPLYYa €AV ExEL TEGEL KAT® N €yl VITooTEL {NpLidL.
YopPoviéc mpog Tovg 0.o0eveic oyETIKA NE TIg AvTIOPAcELS VTEpEvIIsOnGiag (1]
«ava@uratiogy): Edv avantiéete copumtopata 0nmg eivat, peta&d GAAwov To depratikod
eEavonua, o kKvnouode, ta piyn, To 0ldNUA TOV TPOCHTOV, TOV YEDV, TNS YADGGOS 1} TOL
@AapLYYa, 0 TOVOS 6ToV Bdpaka, 0 GVPLYHOS, 1 SVGKOAIN KATA TNV AVOTVOT 1] TNV KOTATOoN, 1|
t0 aicOnua {dAng 1 MwoBupiog omoladnmote oTIyUn VM Ogv PPioKesTE GTNV KAVIKY] KATE T
dupkela | META amo éveon), Oo Ttpémel vo avalntnoete apécmg mePIfaiyn Yio TV UVIILETOTION
™G enelyovcag KoTdoTooNG.

®vraEn Tov Avtozma

. DVAGGGETE TN U YPT|CLOTONLUEVT TTPOYEMGLEVT] GUPLYYO, GTO OPYIKO KOLTI KO ST PEiTE TNV
610 Yuyeio og Beppokpacia 2°C g 8°C. Mnv katoyOYETE.
o Moic apatpedel amd o Yoyeio, To Avtozma pmopel vo, amodnkevtel uéypt 3 efdopnddec oe

Beppokpaocio pkpotepn 1 ion pe 30°C. Edv eivar amapaitnto, 1o Avtozma pmopel va
eMOTPUQEL 6TO Yoyeio pio opd evioc avtav Tov 3 efdouddwv. To Avtozma mpémel va
amoppintetor edv dev ypnopomombei evtdg g tepLddov TV 3 efSopadmv.

Awnpeite TV TPOYEUIGUEVT] GUPLYYO TPOPLAAYUEVT] OTTO AUECO NALOKO POS

Mnyv a@aipeite TV TPOoYEUIGUEVT GUPLYYO OTTO TO OPYIKO KOVTI KOTd TV amodnkevon.

Mnv a@nveTe TNV TPOYEUGUEVT] GUPLYYA XWOPIG EMTHPNON.

Ddvldooete TNV TPOYEUICUEVT GOpLyYo o€ BEom v omoia dev Tpoceyyilovv ta modid. [Tepiéyet
HIKPG HéEPN.
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Mépn g mpoyspmopévig copryyag (BAérne Ewkova A).

Ipw ™ ypnon Meta ) ypnon

IHoptokaii
papooc enporov

Agvka
nTEPVYLO,

OOKTOAOV == =
HapaBvpo
Déppoxo — Béaong — Behova
. IpootaTevTIKO

~ Pehdvog et

— Beglova

LL— Mopo —L

Ewéva A

e My apaipeite 10 TOUN E®G OTOL €loTE £TO1OL VO TPOPEite TNy Eyyvor. APol apolpéceTe To
TOU, pny torobetnoete EQVA TO TOWO GTN GHPLYYO.
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HpoeTopacia yra Tnv £veon

Kovti mov
TEPLEYEL TNV
TPOYEUIGUEVT
copLyyo:

Boppdxt 1 yala
KoL TOAOTTIO [E
ovOmVEL L

AvtokOoAAnTOg
EMIOEGLOG

[Tepiéxtng Yo

oyunpa
OVTIKEILEVD

Ewéva B

b.

C.

YUYKEVTPAOOTE T ATAPAITTA VIO TV £VEDT).

[pogtodote po kKobopn, ETinedn emeavela, OTmg
éva tpomell N TayKo, € YDOPO UE KAAD p®TIoUO.
Bydite and 10 yoyeio To kovTi TOL TEPLEYEL TNV
TPOYEUGUEVT] GVPLYYOL.

BeBawwbeite 611 éyete o mapoakdto (PA. Ewova B):

- Kovti mov mepiéyet tnv mpoyepiopévn cvpryya Avtozma

A€V TEPLEYOVTUL GTO KOVTI:

- Bappdx i yala

- AVTOKOAANTOG EMOEGOG

- [Teptéxtng avOexticdg ota TpLTHUATO
- ToAdmo pe owvomvevpa

Ewova I’

EAéyEre To KovTi

Koutd&te 1o kouti ko PePonwbeite 6T £xete T0
OWOTO PAPLOKO KOl TNV TEPIEKTIKOTNTO dOGNG.
(Avtozma)

EXéy&te v nuepounvio AMéng endve 6to kovti yio
va Befarwbeite 011 dgv Exel mapéABel  nuepounvia.

. M ¥pNGLOTOGETE TNV TPOYEUGUEVT
ouptyya gbv n nuepopnvia AEng €xet
mopELDeL.

. Mn XpNCIUOTOWGETE TNV TPOYEUICUEVT
oUpLyYa €8V TOo KOUTi Paivetal vo £yl avotyDel
1 elvol KATeEGTPAUUEVO OTAV TO OVOTYETE Yia
TPOTN Popd ko eEAEYETE Yo va PePonwbeite
0TL €lvol cGTE GPPAYIGLEVO.
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AHZEH: MM EEEE

Ewoéva A

E)réyEte v mpoyemopévn ovpryya.

Avoi&te To xouTi Ko apaipéote 1 Tpoyepicuévn
ovpryya piog ypnong amd PEca KpaTmvTas T0 HEGO
TOV GAONATOG TNG cVPLYYeG. Etavatomobetote 610
YUYELD TUYOV TPOYEUGUEVEG GUPLYYESC TOV VITAPYOLY
670 KOLTi.

EXéy&te v nuepopnvia AEng mov avoypapeton

OTNV TPOYEUIoUEV cUpLyya Avtozma (BA.

Ewova A).

. Mn ypNOULOTOUGETE TNV TPOYEUGUEVT
ovpryya gbv n nuepounvia AEng &xet
mapéAOet. Eav n nuepopmvio AnéEng xet
mopEAOeL, amoppiyte Pe AoQAAELD TV
TPOYEUGUEVT] GUPLYYO GE TEPIEKTI OLYUNPDOV
OVTIKEUEVAOV KOl TTAPTE L1a VEQ.

EAéyEte Vv mpoyepuopévn cuptyya yuo va

BeParmbeite 6T1 dev givar kaTESTPAUUEVT Kot dEV

éxel evoei&elc dloppong.

. M pNGLOTOLEITE TNV TPOYEUGUEVT] GVPLYYO
edv €xel TEGEL KAT®, EIVOL KATESTPOUUEVN 1|
éxet dtoppon.

¥
&

Ewoéva E

Mepipévere 30 Aemtd.

Aopnote TV Tpoyepicévn cvptyya EEm and To

kovti, og Beppokpacio dopatiov 18°C éwg 28°C ya

30 Aemtd, wote va (eotadei (BA. Ewkéva E).

. Mn Beppdvete v TpoyeUIoUEVT CUPTYYQ
YPNOLOTOIDOVTOG TTNYES BEpLOTNTOG OTMG
{eoto vepo N POVPVO PIKPOKLUAT®V.

. Mnyv a@nveTE TNV TPOYEUICUEVT) GUPLYYO VO
Bepuovlei oto Apeco nAaKd poc.
. Mnyv apaipeite T0 KAADUUA EVA EYETE APNOEL

TNV TPOYELGUEVT] GUPLYYQ VO pOAGEL G
Oepuokpacio dmpatiov.

. Edv dev apnoete v mpoyeuiocpuévn cbplyya
va €pBet og Beppokpocia dmpatiov, ovtd Ha
Umopovee va TpokaAEcel Sucpopia KaTd TNV
§vean Kol vo GUCKOAEVTEITE VO, TEGETE TO
éupoiro.
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5. EAéyEte TO @dpproxo

a. Kpamote to Avtozma Gog pe T0 TOUO CTPOUUEVO
TPOG T0. KATO.
b. Kowtd&re to @dppakxo kot Befaiwbdeite 6TL TO VYPO

glvar S1o0YEG Kot GypmUO MG LTOKITPIVO Kot OEV

nepléyel opatd copatiow M ixvn (PA. Ewova XT).

. Mn ypnoonoteite Ty TpoyeGUEVT GVPLYY
€V 1O VYPO vl aTOYPOUOTIGHEVO, BoAepd N
TEPIEYEL ALOPOVEVE GOUOTIOW 1] TYVN.
AmoppilyTe [LE AGPAAELD TNV TPOYEMGUEVT
GUPLYYO GE TEPLEKTY] ULYUNPADV OVTIKEUEVOV
KoL TAPTE Ui VEQL.

. Ot puGaiideg aépa etval PUGIOAOYIKEC.
Ewova XT
6. MAdvere Ta gépra oog.
a. [TAOVeTE T XEPLX GOG LLE VEPD KOl GUTOVVL KOl

oteyvooTe o KoAd (PA. Ewkova Z).

Ewova Z
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7. EmiéEre éva kataiinio onpeio Eveong (BA.
Ewéva H).

a. Mropeite va kdvete Tnv £veon ota NG onpeio
- 270 UTPOGTIVO TUTLO TOV UNPOV
- 2V kotd, pe e&aipeon ta S cm yopm and
TOV OUPOAD.
- Yty eEmTepiKn mEPLOYN TOL UTPATGOL [LOVO
€qv elote PpovTioTg N emayyeApatiog vyeiog

(HCP)].

. Mnyv Kkdvete TNV £VEGT GTO ETAV® HEPOG TOL
Bpayiovo pdvol cog.

. Kd&Be popd mov kdvete éveon Ba mpémel va
PN OULOTOLELTE SLOPOPETIKT TEPLOYN, M OTOlN

Oo pémel va améyel TovAdyiotov 2,5 cm amd

=DpovTieT|g KL TNV TEPLOYN TOL YPTCUYLOTOMGATE Y10, TNV
HCP poévo TPONYOLLEVT EVEDT.
° Mnyv kdvete v £veon o€ EMEG, OVALG,
=AvTo-éveon, EKYVUADOELS 1| TEPLOYES, GTIC OMOIEG TO dEPLLAL
¢povtieTic kar HCP etvan evaioOnro, epubpd, oxAnpo N un
. OKEPOALO.
Ewove H . . . . ,
o Mnyv kdvete éveon mdve amd o podyo Gag.

8. KaOapiote 10 onpueio tng éveonc.

a. YxovmicTte TNV TEPLOYN TNG EVEONC LE £VOL TOADTIO UE

OWVOTVEL LD KOIL ALPTGTE TO VO, GTEYVMOGEL Y10, TEPITOV

10 devteporenta (PA. Ewkova @). Etol o pewwbei o

Kivduvog Aoipménc.

. Mnyv ayyi&ete v meproyn g £veong Eava
TPV A0 TN YOPNYNON TNG EVEOTG.

. Mnyv aepicete 1 puon&ete v Kabapn
mepLoyn.

A\

Ewova ©
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Xopiiymen g éveong

Ewova I

AQUIPETE TO TONA.

Kpamote v mpoysicpévn cvptyyo otobepd e 1o
éva, xépt

Tpapnére kot 0QUPESTE TPOGEKTIKA TO TMLO GTNV
evBeia ue 1o éva yépt (PA. Ewova I).

2Znueiwon: Edv 0ev umopeite vo, apalpEGETE TO TOLLO
0o pémel va {ntoete ™ Ponbeta Tov PpovTioT N
V0, EMKOWMVIGETE LLE TOV TAPOYO VYELOVOULKNG
mepibaiyme mov cag mapaKorovbet.

. Mnyv kpatdte to EUPoro evocm apolpeite T0
T
. Mmnopet va deite pia otayova vypol otnyv dxpn

™G Perlovag. Avto givol QUGLOAOYIKO.

. Edv n mpoyspiouévn copiyyo dev
ypnoomroindet péca oe 5 Aemtd amo TV
aQaipeoT Tov TOUTOC TNG PeAdvac,
TPOYEMGUEVT] GUPLYYa Do Tpémel va
amopplpOel oToV aVOEKTIKO GTA TPLTHUATO
TEPLEKTN 1] OTOV TEPLEKTN ALYUN POV
avTIKEWEVOV Ko Oa Tpémet va ypnotponomel
véa GOpLyya.

Amoppiyte apECOG TO TOUO GE EVOV TEPIEKTN

aypmpav avtikelévoy (BA. pipe 14 kot Arnéppryn

TG TPoYyEMopuEVIG svpLyyag kot Figure TA)

. Mnyv enavatonobeite 10 o0 GTNY
TPOYEUGUEVT] GUPLYYOL.
. Mnyv ayyi&ete To TpOoTATELTIKO TG PEAOVOG

GTO QKPO TNG TPOYEULTUEVTIG CVPLYYOS Y10l VOL
amoQUYETE TPOVUATICUO 0O TPOTNA o TN
Berova.
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Ewova TA

10.

Ewcayayete v Tpoyepiopévn copryyd 6to onueio
g éveong.

[IpocekTiKd avaonKOGTE pio SITA®OT Yohopo
OEPUOTOG GTO ONUELD TNG Eveong e TO Eva YEpL.

2Znueiwon: Eivol onpovTikd vo ovocKOGETE TO
&P Y10 VO. SIOCPAAICETE OTL TPOYLOTOTTOLEITE TNV
éveon KOT® amd 10 dépUa (6TOV MTTMON 16TO) ALY
oL pabotepa (oTov pv).

. Mnyv tpapnéete T papoo tov epforov Tpog
T0. TOW OTOLONTOTE OTLYUN).

Me o ypiyyopn gvbeia kivnon, glcaydyete
Belova TANPmG 6T0 SITAMUEVO dépua, VIO Yovia 45
¢wc 90 popmv (PA. Ewkova IA).

Znueiowon: Elval onuavtikd va emAEEETE TN 6OGTH
yovia Y10, vo S1ec@oAiGETE OTL TO PAPLUKO
xopnyeitan kdtw amd to dépua (oTOV MITMdON 16T0),
SL0pOPETIKE 1 £veoT Umopel Vo eivat EmdVVT Kot TO
(QAPLOKO UTOPEL VO UMV dPAGCEL.

. Mnyv ayyilete | mélete T0 EuPolo evd
glodyete ) PeAOVa 6TO dEPLAL.

Ewova IB

11.

Kavete v éveon.

AoV eloaybel n Perova, erevBepdoTe TO dEPLLAL.
QOnote apyd 10 EpPoro TeELEIS TPOG TO KAT®,
®COTOV Yivel EvesT) NG TANPOVS dOOT|G TOV
QopuUaKov kot 1 ovptyya adetdost (BA. Ewkova IB).

. Edv dev umopeite va matioete 10 EuPoiro,
OTOPPIYTE TNV TPOYEUGUEVT] CUPLYYOL KO
XPNOUYLOTOOTE Lol VEQL.

. Mnyv aAldEete T B€om TG TPOYEMGUEVNG
oUPLYYOS opov EEKIVIIGEL 1] £VEDT).

° Edv to éuPolo dev éxel matnOel TAnpwg, TO
TPOCTUTEVTIKO TNG Peddvog dev Oa extabel yio
va kaAOyeL T Bedova otav apapedet.

. Edv n Beddva dev kaivebei, amoppiyte
ovpryya pe mpocoyn (BA. Prina 14. Amoppiyte
TV TPOYEMIOPEVT] GUPLYYC).
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Ewova IT

12. Aogauipéote TNV IPOYEMIGUEVY] GUPLYYA OTTO TO
onueio g éveonc.

a. A@ov 1 TpoyeUIcUEVT CUPLYYO AOELAGEL, OPOIPECTE
TNV TPOYEGLEVT GVPLYYO ad TO onpeio TG Eveong
Kot Elevbepdote 10 £PPoro, ®GATOL KaALPOel
0AOKANPT M PELOVA 0td TO TPOGTATEVTIKO (PA.
Ewoévo IT).

Evdéyetar va vdp&et Ayn arpoppayio (BA.
prua 13. @povricte T0 snueio TS £veonc).
Y& mepintwon mwov to papuako EM0sl oe emoEn
LLE TO JEPLLOL, TAVVETE TNV TEPLOYT OV Ay YIEE
TO PAPLOKO LE VEPO.

Mnyv enovoypnCLLOTOCETE TNV
TPOYEUIOUEVT) GOPLYYOL.

Mgeta v éveon

a.

13.

®povticte 10 onueio g éveonc.

Edv mapovciootel pucpn opoppayio, gpovtiote to onpeio tng éveong mELOvVTog o To
onueio, yopic va to TpiPete, pe va koppdtt BapPaxt 1 yalo kot emtkoAlnote Evay

OLTOKOAANTO emideco, edv ypetaletal.

. Mnyv 1piPete 10 onpeio g Eveong.
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14.  Amoppiyte TV TPOYEMIGUEVY] GVPLYY .

a. TomoBetnoTE TNV TPOYEGUEVT] GVPLYYD GTOV
avOEKTIKO GTA TPLTNUATA TEPIEKTY] OUECMG UETA TN
xponon (BA. Ewova TA).

2Znueiwon: Edv n éveon yopnyeitol amd GALO dTopo,
amoLTELTOL ETIONC VO, ETOEIKVOETOL TPOGOYT KATH TNV
aQOIPEST] KOl ATTOPPIYN TNG TPOYEUICUEVIG
oLPLYYOS, TPOKEUEVOL VO, amopevyDel o Tuyaiog
TPOVUOTIGUOC UE TN PeAdva Kot 1) LETAd0oN

AOUDEEMV.
. Mnv enovVoyPNCLOTOLEITE TNV TPOYELUGLEVN
. cvpLyya.
Ewova IA . Mnv torobfeteite To ndpa ™G PEAOVOS Ko

TAAL GTNV TPOYELGUEVT] GUPLYYOL.

. Mnyv anoppintete (TETATE) TOV TEPLEKTY
AL(UNPAOV OVTIKELEVOV GTO OIKIOKA GOG
OTOPPILLULOTOL.

. MnV 0vOKUKADVETE TOV TEPLEKTN LYUNPOV
OVTIKELUEVAV.

. Awnpeite TNV TPOYEUIGUEVT] GOPLYYO

Avtozma Kol Tov TEPLEKTT ALY UN POV
OVTIKEWHEVAOV GE GNLELD OTOV dgv Ta PTAVOLV
TOL TTOOLEL.

Amoppiyte OAO TOV TEPLEKTN GOUPOVA LE TIG 00N YiEg TOV
TapOYOL VYEWOVOUIKNG TEPIBOAYNG 1) TOL POPLOKOTOLOD
cag. Eav dev €yete mepléktn ayunpov avTIKEUEV®Y,
UTOPELTE VO YPNCULOTOGETE EVOL OIKLHKO OOYELD TOV
Khelvel kou elvar avBextikd o tpumfpota. Kéde

0PN OUOTTOINTO PUPUOKEVTIKO TPOTIOV 1 VITOAELULO TTPETEL
V0, ATOPPITTETOL GOUPMVA LLE TIG KOTE TOTOVG 16YD0VGES
OYETIKEC OLOTAEELS.

15. Koataypagete v éveon] 6ag

a. Koataypaeete v nuepounvia, v dpo Kot T0 HEPOC TOV CALOTOG TOV TPYLOTOTO|GOTE
v éveon.
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@vAro ooV piong: IIAnpogopics yra Tov yprijot

Avtozma 162 mg gvéoio 01GAVN0. 6 TPOYEPIGUEVT] GVGKEVT] TOTOV TEVAG
ToctMEovpdpmn

vTo QAPUOKO OVTO TEAEL LTTO GLUTANPOUATIKY TOPAKOAOVONOT. AVTO B emtTpEWYEL TO YPTYOPO
TPOGIOPICUO VEDV TANPOPOPLOV acpaAelac. Mmopeite va fonbnoete péow g avagopdg mbavmv
AVETBOUNTOV EVEPYEIDY TOL EVOEXOUEVMG TTopovGLaleTe. BA. T€hoc g mapaypdeov 4 yio Tov Tpomo
avaQopdc avemBOuNTmV EVEPYELDV.

AfdoTe TPOGEKTIKA 0AOKANPO TO PVALO 00N YIAV PTG TPV UPYICETE VA YPCLUOTOLEITE AVTO
T0 PAPROKO, OLOTL TEPLAGUPAVEL ONUAVTIKES TANPOPOPIES Y10 CUS.

DdordEte avTo TO EUALO 0INYIDV YprionG. Towg ypelaotel va to dufdcete Eavd.

Edv éxete mepautépm amopieg, pOTNGTE TOV YLOTPO, TOV QUPLOKOTOLO 1] TOV VOGOKOWO GOC.

H ocvvtayn yio ovtd 10 ¢approKo xopnynonke amokAEIoTIKG Yio 60G. AgV TPEMEL VO SDGETE TO
Qappoko o€ aGAAovs. Mmopel va Toug TpoKaAeésel PAAPT, oo Kot OTOV TO GNUELD TNG
ac0éveldc Tovg eivor 101 e To, O1KG GO,

Edv mapatnpnoete kKamowo avemBOunn evépyela, EVINLEPADCTE TOV YLOTPO, TOV PAPUAKOTOL0 1)
TOV VOGOKOUO 60G. AVTO 16Y0eL Kot Yo KaOe mhavn avemBOun evépyeia Tov 0V avapEPETUL
GTO TTOPOV PUALO 0dNYIDV Xpnomg. BAéme mapdypapo 4.

Extog and avtd 10 guAlo odnyidv Bo cog 600l kot o Kapta AcBgvoic, | onoia mepiéyet
ONUOVTIKES TANPOPOpPIES AGPAAELNG TOV TTPEMEL VOL YVOPILETE TPV Kot KATA TN SLIPKELD TG AYWYNG
cag pe to Avtozma.

T TepréyeL 1o TapoOv GUAAO 0ONYLOV:

NookrwnE

1.

T eivon To Avtozma ko oo eivat 1 ypnomn Tov

T wpénet va yvmpilete mpv ypnoponomoete to Avtozma
[og va ypnoyomomoete to Avtozma

[MBavég avemBounteg evépyeteg

[log va purdooete to Avtozma

[epieydpeva tng cuokevLAGiog Kot AOITEC TANPOPOPIES
Odnyieg xpnong

T eivon To Avtozma kot o givan i P10 TOL

To Avtozma mepi€yetl T dpacTIK 0VGI0 TOGIAMLOVUAUTY, 1| oTtoia eival pia TP@TEIVY, OV £XEL
dnpiovpynOel and €101KA AvocoA0YIKE KOHTTUPO (LOVOKA®VIKO OVTICMUA) KOl 0VOGTEAAEL TN dpdon
€VOG €101KOV TOTOL TPMTEIVIG (KuTTOPOKIVIC), 1 0TToio OVOALETOL VTEPAELKIVI-6. AVT 1) TPOTEIVN
EUTAEKETOL GE PAEYLLOVDOELS SLOOIKACIEG TOV CMUATOC, KOl O ATOKAEICUOG TNG LTOPEL va, 00N YN oEL
oTN pelmon ¢ eAeyHovng 6to ompa oag. To Avtozma ypnoiponoteitol ot Oepaneio:

EVNAMKOV png péTpra £0g cofapr] Hopen EvEPYOV PEVpRaToELd0vg apbpitidag (PA), piog
0VTOAVOGN G VOGOV, €AV 01 TPOTYOVLEVEG BEpOmeiec NTAV OVOTOTELECUOTIKEG.

EVNMKOV ne cofapn, evepyn Kot tpoiovoa pevpatocdn apdpitida (PA), ol omoiot dev giyov
AGPel mponyovuevn Bepamneio pe pebotpe&dn

To Avtozma cvufdiiel ot peimon copntopdtov g PA, 0tmg etvat o Tévog Kot 1) S107Kmon
TV apBpdoenv, kot propet eniong va PeATIdcEL TNV amdS06T Gag OTIG KAONUEPIVEG AGYOALEC.
To Avtozma £€yet 6&iet 6tL emPpadvvel T PAGPN oTo ¥6VOPO Kol 6TA 00TH TV 0POPDOGEDY TOL
TPOKOAELTOL QIO T1) VOGO Kol OTL PEATIOVEL TNV IKAVOTNTA GG VO, EKTEAEITE PUGTOAOYIKA TIG
KaONUEPIVES GOG OPACTNPLOTNTEG.
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To Avtozma yopmyeital cuviOwc 6e cLVOLAGHO LE Eva GALO QapLaKo Yia T PA 1o omoio
ovopaleton pebotpelarn. Qotodco, o Aviozma umopet va yopnynOei wg povobepameia edv o
YWTPOG GOG amoPacicel 0Tt 1 pebotpeldtn dev ivor KATAAANAN.

. EVIMKOV pE a60évelo TOV apTNPLAOV, 1] 000 OVORALETAL YIYOVTOKVTTOPIKI] apTpiTIon
(I'KA), n omoio TpokaAeiton amd T QAEYHOVI TOV UEYUADTEPOV CPTNPLOV TOV COUNTOS, EIOIKA
exeivov mov TapEyouvv aipa 6To Ke@dAl Kot 1o Aapd. Ta cvuntdpoata teptiapfdvovy
TOVOKEPOAO, KOT®GOT Kol TOVO 01N Yvabo. Ot emumhokég pmopei va mepLapavouy eyKePUAKA
EMEIGOOL0L KO TOPAMON).

To Avtozma pmopei vo, LEWdOEL TOV TOVO KoL TO 010ML0L OTIG apTNpies Kot TIg PAEPEC 6TO
KEPAAL, TO AUO KoL Ta YEPLOL GO,

H I'KA ovyvd avtipetonileton pe pdppoka mtov ovopdioviar otepoetdn. Etvar cuvnbmg
QOTEAECLLATIKG, OAAG UTOPEL VOl EXOVV AVETIBVUNTEG EVEPYELEG EAV YPNCILOTOLOVVTOL GE
VYNAEG 0OGELG Yo LEYAAO ¥poviKo dtdotnua. H peimon g d6oM¢ TV 6TEpostdmv tmopel
emiong va odnynoet og vrotpomn ¢ ['KA. H mposbnikn tov Avtozma ot Oepaneio onuaivet
OTL TOL GTEPOELDT| LTOPOVV VO, XPNOLULOTOIN B0V Yo PKPOTEPO YPOVIKO SLACTN LML, EVHD
Swotmpeitar n veeon e KA.

. TOOLOV Kol Pffov, nukiog 12 ETOV Kol Ave, PE EVEPYT) COGTHUATIKI] VEAVIKT] 10107001
apOpitida (cvetnuatixy NIA), o pAEYLOVOON VOGO TOL TPoKaAel TOVO KoL oidnpa o€ pio 1

neplocoTeEPES apBpdoels, kabmg eniong Tupetd Ko £AvOn .

To Avtozma ypnoionoteitar yio ) Bertimon tov cvuntopdtov g cvotnuoatikig NIA. Eivar
duvatov vo yopnynOel oe cuvdvacpod pe pebotpegdtn 1 og povobepaneia.

. TOOLAV Kol QN Pov, nlikiog 12 eTOV Kol Gvm, pe evepyn molvoaplpikij veavikij 1010701
aplpitida (molvaplpixy NIA). TIpokerton yio pio GAEYUOVMOON VOGO TOL TPOKAAEL TOVO Ko
oidnua og pia M TePLocdTEPES 0PHPDOGELC.

To Avtozma ypnoyomoteiton yia tn fertioon Tov copntopdtoy T TolvapOpikic NIA. Eival
duvatov va yopnynOel oe cuvdvacpod pe pebotpegdtn 1 og povobepaneia.

2. T npéner vo yvopilete mpiy yproyponomoeste To Avtozma

Mnyv ypnoipomounjoete To Avtozma

. edv eogig N 10 moudi acevic vmo ) epovtida cag epeavilel adldepyia otn Toctlovpdunn 1 o
0TO10ONTOTE GALO OO TO GLGTATIKA CLTOV TOV PAPUAKOL (Tapatifevtal oty Tapdypaeo 6).
. €av gogig M 10 modi acevic Vo TN EPoVTIdN Gag TACKEL OO EVEPYN, GoPapr Aoinwén.

Edv kdmoto and avtd 1oydel Yo €64G, EVNUEPMOTE Eva YloTpo. Mnv ypnoipomocete to Avtozma.

IIpog1domounoels KoL TPOPUAGEELS

AmevBuvbeite 6710 Y10TpO, TOV POPLOKOTOLO 1] TOV VOGOKOLO GOG TPV YPNCLOTOMETE To AViozma.

. Ye mepinToT oV ERPAVICETE HAAEPYIKEG AVTIOPAGELS OTMG aicOnpa cOGPIENG 6To BmpaKa,
ovptyud, coPapn (oAn 1 aicOnua Mmobupiog, S1OYKOON TOV YEIMOV, TNG YADCCAS, TOV
TPOCHOTOL 1 KVNOUO TOL OEPUATOC, KVvidwon 1 e&avOnua katd T d1dpKeLo 1 HETH amd TV
£VEDT), EVI|UEPAOTE APUECMGS TO YIUTPO GUC.

. Mnyv mapete TNV emOUEVT SO0 LEXPL VO EVIUEPDTETE TOV Y1aTpd cag KA o yotpdg cag

emPePfordoet 0TI UTOPEITE VA TAPETE TNV EXOUEVT dOGT EAV EXETE ELPAVIGEL OTOLOONTOTE
CUHTTOLOTO GALEPYIKNG avTiOpaons LeTd amd T xoprynon tov Aviozma.
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. Ye TePINTOOT OV EYETE OMOLAONTOTE LOPPT| AOTHMENS, Ppoyvypdvios 1 LOKPOYPOVING, 1
VOPEPETE cLYVA amd Aolméels. Evnuepoote apéomg tov yiotpod cag edv dev aucOdveote
KkaAd. To Avtozma propel vo PHEIMGEL TNV IKAVOTITO TOV COUATOC GOG VO OVTOTOKPIVETOL OTIG
AOWUMEELG KO EVOEYETOL VO EMOEVAGEL Lo vITdpyovoa Aoipmén 1 va avénoet Ty Thavotnta
va TpooPAnbdeite amd pa véa Aoipwén.

. Y mepintmon mov giyate QLUATIOOT, EVIUEPDOSTE TOV Y1aTpO 6oc. O yatpog cag Ha Gog
eEetdoel ylo onueia Kol COUTTOUOTO QLTINS TPV apyiceTe TNV aywyn pe to Avtozma. Xe
TEPITTOOT TOV TO CLUTTONOTO TNS ELUATIOONG (eTipovog Pryog, andAsia fapovg, aTovia,
MmO TLPETOC) 1| OTOLUONTOTE AAAN Aoipmén eppaviletal kaTd T ddpKeLo 1 LETA amd TN
Oepameia, EVNUEPDOTE AUECHS TOV YIATPO GOC.

. e mePIMTOOTN TOL £lY0TE EVTEPIKO £AKOG 1] EKKOATONATITION, EVILEPDGTE TOV Y10Tpd coc. Ta
CUUTTOUOTO TEPIAOUPAVOLY TOVO GTNV TTEPLOYN TNG KOWAAG Kot ave&nynteg netaforég tomv
oLVNOELDOV TOVL EVIEPOVL GE GUVOLOCUO LE TLPETO.

. € MEPIMTOON TOL TACYETE A0 NTATIKN VOG0, EVILEPDGTE TOV Y1TPO Gag. [IpoTod va
YPMNOLoTOMcETE TOo AVEOZMA, 0 Y1I0TPOG GO LITOPEL VO TTPALYLLOTOTTOWOEL [l OLOTOAOYIKN
e€ETaoM Y10 VO LETPOEL TNV NTOTIKT AELTOVPYIQ GOGC.

. Y& TEPITTMON OV KATO10G 0.60EViG £xEl TPospata epforracOei 1| oyxedialet va euforiocOei,
evnuepmote Tov YTpod cag. Ohot ot acBeveic Oo mpémel va £xovv TPoyUATOTOMGEL OAOVG TOVG
guPoriacuovg Tovg Tpv apyicovv tn Bepameio pe Avtozma. Opicpéva epPoia dev Oa mpémet
VoL YopNYouVTOoL KOTa TN dtdpkela e Oepaneiog e to Avtozma.

. Edv éyxete kapkivo, evnuepmate to Y10tpd cag. O yiatpdc cog Bo amopacicel edv umopei Topd
TavTa va cog yopnyndet o Avtozma.

. Edv éyete kaporayyElaKkog TapayovTeS KIvoOvou, OTmg avENIEVT apTNPLOKT TEGT Kot
avénpéva enimeda YoANGTEPOANS, EVIUEPDOTE TOV Y1oTpd GG O TapdyovTes ouTol TPEMEL VoL
mapakorlovBovvtar 6co AapPavete Avtozma.

. Edv éyete pétpa M coPfapd tpopfiqparte ot Aertovpyia TOV ve@pav, Ba cog tapakorovdei o
Y1atpdg Gogs.

o Edv &yete emipovovg movoke@aiovg.

O yatpoc oag Ba mpaypatomooel e€€Tao aipatog Tptv AdPete To Avtozma, Tpokeévon va
eEaxpipdoel edv £xete YapMAO aplBpd AeLKOKVLTTAP®VY, YOUUNAS 0plOUd apomeTaAi®mV 1 VYNAL
enimeda NTATIKOV eVEOU®V.

IMoord ko Epnpor
Ag cvovioTdTon 1) ¥pon NG TPoYyEGEVNG TEvag Aviozma og modid nkiog kéto tov 12 eTmv.
To Avtozma dev mpémet va yopmnyeitor o Toudid pe oNIA pe Bapog katw tov 10 kg.

Edv éva, mondi éxgtl 16Topikod cLVOPOLOV EVEPYOTTOINGTG LOKPOPAY®VY (EVEPYOTOINGT Kol AVEEEAEYKTOG
TOALOTAOCIOG OGS GUYKEKPLEVOV KVTTAPMV TOV GLOTOC), EVIIUEPMGTE TO Y1Tpod cag. O y1atpds cog
Oa Tpémel va amopaciost €6V pmopet axoun vo tov yopnyndel Avtozma.

Ao @éppoxa kot Avtozma

Evnuepdote tov ylotpd 60G GV TOIPVETE OTOIONTOTE GALD PAPLOKA 1) EXETE TPOGPATA TAPEL
omotladnmote dAAa papuaka. To Aviozma propel vo eTnpedcel Tov TPOTO TOV AEITOVPYOLV OPICUEV
@apuoka kot 1 6061 Tovg TUVOV va amortel Tpocopuroyr. Evijuepdote tov Y10Tpo 6ug sdv
TOIPVETE PAPLLOKC, TO OTTOl0 TEPIEXOVV OO TOTE ANd TIC EENG dPUCTIKES OVOIEC:

o uebvAmpedvilordvn, de&auebaldovn, Tov ¥PNCIUOTOLEITOL Vi T UEIMOT TG PAEYLOVIAG
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. ocwPactativn 1| atopPactativr, 1 0TOld YPTCILOTOLEITOL Y10, TN LEIWOT) TOV EMTES®V TNG
YOANGTEPOANG

. OTOKAEIOTEG O10VA®V aoPeoTiov (TT.). auAodITivn), 01 0TTO{01 YPNCULOTOIOVVTAL Y10, TV
OVTILETAOTION TNG CVENUEVNC aPTNPLOKNG TLECNC
Bco@uALivn, 1 oTOl0L XPNCLOTOIEITAL Y10, TNV AVTILETOTIOT TOV ACOLOTOC

. Bapeapivn 1 phenprocoumon, ta omoio pNGIOTOLOVVTIOL MG OVTITNKTIKOT TapdyovTes Tov
aipotog
@OIVLTOIVN, 1| OTTOL0L YPGLULOTTOLEITAL Y10l TV OVTILETMOTICT] TOV CTUCUDY

. KUKAOGTOPivT), 1 OTTOLN YPNCIUOTOLEITOL Y10 TV KATAGTOAT TOV OVOGOTOTIKOD GOC
GLOTNLOTOG KATE, TN S1APKELD LETAHOCYEVONG OPYAVOV

o Bevlodwalemiveg (m.y. Tepalemdun), ol 0Toleg YP1OUYLOTOIOVVTOL Y10 TV AVOKOV(PIGT) TOV Gyyoug

E&autiog éAdetymg kMvikng epmelplag, To TootMlovpdunn SV GUVIGTATOL Yo XP1|oN HE GAAL
Broroywd pdpuaxa v T Bepameia g pevpartogdovg apbpitdog (PA), g cLGTNUATIKNG VEOVIKNG
1W1omafoig

apBpitdag (cvatnuatikny NIA), tng moAvapOpikng veavikng wionadovg apbpitidac (morvapbpikn
NIA) 1 g yryavrokvttapikig aptnpitdag ([KA).

Kdnon, Onraopog ko yovripdtnto

To Avtozma dgv TpémeL va. PCLUOTOLEITAL GTIV EYKLIOGVVI EKTOG EAV EIVOL COPADS OTAPAITNTO.
Evnuepoote tov ylotpd cag v eiote £ykvog, vopilete 0TL umopei va giote £ykvog 1 oxedldleTe va
OTOKTIGETE TTOUOL.

O yovaikes 6€ avamTopoy®yK) NAKIC TPETEL VO, YPTCLLOTOIOVV OTOTEAEGLOTIKT OVTIGOAANYT
KTl T O1GpKELD KO Yio E0G Kot 3 PUveg HeTd amod tn Oepameia.

Yrapotiote Tov Onhacpé v tpokertar va cag 600l AVIozma Kot EMKOVOVIOTE e TOV Y1UTPO
c0G. APNoTe €va KeVO TOLAGYLGTOV 3 UNVAOV UETE omd TV Tedevtaio cag Oepaneio Tpv apyicete To
Onraopo. Aev gival yvooto edv to Avtozma nepvdet oto avOpdmivo ydAa.

Oonynon ko yEPGROg pNyavnpdTOV
AvT10 1O Qappako umopet va Tpokarésel (oAn. Eav vimBete (dAn, unv odnyeite N yepileote

L0V LLOLTOL.

To Avtozma repiéysl morvcopPiké 80 (E 433)

Av16 10 Papuaxo mepEyet 0,2 mg woAvcopPikod 80 oe kKGbe Tpoyepouévn méva. Ta molvcopPikd
umopel va TpoKoAEGOVY aAAEPYIKES avTIOpaoels. Evnuepdote tov 1tpd oG eGv EYETE YVOOTEG
oAhepyiec.

3. IIag vo ypropomomcete To Aviozma

[Tavtote va YpNOYOTOLEITE TO PAPHOKO CVTO OVCTNPA COLPOVA LE TIC 0OTYIEG TOV YIATPOV, TOL
QOPLOKOTOL0V 1] TOV VOGOKOHoL cag. Edv &xete appifolriec, potiote ToV Y1aTpd, TOV QUPUAKOTOL0 1|
TOV VOGOKOLO GOGC.

H Oepancio Oo cuvtayoypaenOel kat Oa Eexvioet omd emayyelpotiec vysiog pe epumelpio ot
dudyvaoon kot tn Oepameio g pevpaTogldovg apdpitidag, TG CLGTNUOTIKAG VEAVIKNG 1010Tafong
apBpitdag, tng morvapBpikng veavikng 11omabovg apbpitidog 1 TNG YIyoVTOKLTTOPIKNG OPTNPITIONG.

H ovvietopevn 6661

H 8601 y1o Tovg evijhikeg pe peupatogdn aphpitida 1 yryavrokvtTapiki aptnpitda givor 162 mg (to
mepleEXOpevo 1 Tpoyeioévng TEVAC) Yop1yoLEVa pio opd TNV efdopndda.
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"Eonpor pe cvotnpotiki NIA (nhkiog 12 etV kot dvom)

H ovwv0ng 660n Avtozma gEaptdtor a6 To fapog Tov a.c0evovs.

. Av o acBevig Quyilel Arydtepo amd 30 kg: 1 doom sivan 162 mg (to mepieyouevo 1
TPOYEMGUEVTG TTEVAG), pio popd kdOe 2 efoopddeg

. Av o acBevig Quyilel 30 kg f] meprocdTepo: 1 SO0 givar 162 mg (to mepieyduevo 1
TPOYEGUEVTG TEVAG), pia popd kaOe eBdopdoa

H mpoyepuiouévn méva, dg o tpémet va ypnotponoteitol otn Oepameio maididv Kotm tov 12 etdv.

"Egonpor pe morvapOpiki) NIA (nhkiog 12 e1®V kot Gve)

H ovv0ng 660n Avtozma eEaptdtor a6 1o fapog Tov acBevovs.

. Av o0 ac0evig Loyilel Ayotepo amd 30 kg: 1 d6on eivan 162 mg (to mepieyduevo 1
TPOYEUOUEVNG TEVAG), pia opd kKGO 3 efdopuades

. Av o0 acBevig Luyilel 30 kg 1 meprocoTEPO: 1) 060 gival 162 mg (to mepieyduevo 1
TPOYEOUEVTG TEVAG), pia popd KGO 2 efdopddsec.

H mpoygpiopévn méva de Ba mpémet va ypnoponoteitol otn Oepaneio maididv KOTm tov 12 eTtdv.

To Avtozma yopnyeitar pe éveon kdt® amd to 6ppa (vrodopia). Katd tnv Evapén g Oepameiog, o
YITPOG 1 0 VOGOKOLOG OOG EVOEYETAL VO TPAYLLOTOTOI|GOVY TV €VECT] ToL Aviozma.

Qo1660, 0 YIUTPOG GOG EVOEXETAL VO ATOPAGIGEL OTL UTOPEITE VO TPAYLLOTOTOIEITE LOVOG GOG TNV
éveon tov Avtozma. e auti Vv mepintmon, Ha ekmaidevteite 6Tov TPOTO e TOV 0moio Oa
Tpoypatonoleite TNy éveon tov Avtozma pdvot coc. Ot yoveig kot ot ppovTioTég Oa EKmaidenTodV
GTOV TPOTO YOpNYNoNG TG £veong Aviozma oty nepintwon achevdv mov dgv umopodv ot idtot va
TPOLYLOTOTOGOVY TNV EVECT).

AmevBuvbleite 6ToV YloTpd GOG GV EXETE OMOLAONTOTE EPMTNON GYETIKA LE TN YOPNYNON TNG EVECNG
pudvol GOG 6ToV EVTO GOG 1 o€ Kamoto £pnpo acBevi mov ppovtilete. Oa Ppeite Aemtopepeig
"Odnyieg xoprynong" 6to T€X0g avTod TOL PVAAOV 0dNYIDV ¥PHOTS.

Eav ypnowpomouioete peyarvtepn 66on Avtozma amd Tnv Kovoviki)

Agdopévov 6t1 To Avtozma yopnyeitar o€ pia Tpoyspicuévn méva, ivar omifavo va Adfete
vepPolikn TocOTNTA. 2GTOGO, EAV OVIGLYEITE MANGTE E TO YLOTPO, TOV QAPUOKOTOL0 1) TOV
VOGOKONO GOg.

Eav évag eviihikag pe PA 11 TKA 1 évag épnpog pe svomnpotiki NIA napaieiye 1 Eeydoer o
o6om

Eivai moAd onpavtiko va ypnoyomoteite To Avtozma axpipog 0nmg éxet cuviayoypaendel and tov
YOTPO GOC. ZNUELDVETE TNV ETOUEVN dOGN OO,

. Edv mapoieiyete v efdopadiaio 66on coc o€ dtdotnua 7 nuepdv, tdpte tn 6661 cog TV
EMOLEVT TPOYPOLLUATIGUEVT] NILEPOL
o Edv mapadeiyete tn 660m mov Aapfdvere pio popd avd dvo gfdopnddec o Sdotnua 7 nuepaV,

TPOYMPNOTE GTNV £VEST TNG OOGNC AUECOG LOALS TO BuunBeite Kot AdPete TV endpevn doom
GO GOUPMVA, LLE TO TOKTIKA TPOYPUULATIGUEVO YPOVOILAY PG GOG.

. Edv mapoieiyete T 660m mov AapPdvete ava pio efdopdda 1 pio popd avd 600 efdouddes Kot
napéABovv tepiocotepeg amd 7 NUéEPES 1| eV glote oiyovpot yo To wote Bo Tpémel va
TPOLYLLOLTOTOOETE TNV évecn Tov AVI0ZMA, ETKOIVOVIGTE LE TO YIATPO 1] TO PUPLLOKOTOLO GOG.

Eav évag épnpog pe morvapdpukiy NIA wapadreiyer 1 Eeydoer o 660

Eivon moAd onpavtikd va ypnoyomoteite To Avtozma axpifog 0nmg £xel cuviayoypapnel and to

YITPO. ENUEIDVETE TNV EXOUEVT dOGT.

o Edv mopodieiyete po 066m ce ddotnuo. 7 NUEPDV, TPOXWPNGTE GTN XOPYNOT TNG 00GNC
apéomg oA to Buunbeite Kot AaPete TV EnOLEV dOON GO COUPMVO LIE TO TAKTIKA
TPOYPOUUATICUEVO XPOVOSIAYPAUUE GO,

J Edv nopareiyete o d6on o€ dStdotnpa dve tov 7 nuepav, 1) dgv giote ciyovpor yia o mote Ha
TPEMEL VO TPOLYLLOLTOTOMGETE TNV £vEGT TOL AVIOZMA, ETKOIVOVNGTE LE TO Y1ATPd 1) TO
QOPUOKOTOL0.
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Edv ctopaticere va ypnoponoteite o Avtozma
Agv B mpénel vo otapatioete va maipvete To Aviozma, ywpig va to cu{nToETE TPDOTA [LE TOV YIOTPO
GOG.

Edv €xete meplocdtepeg epOTNOELS OYETIKA LLE T YPNOT AVTOV TOV QPUPLEAKOV, POTOTE TOV Y10TPO,
TOV POPLOKOTOLO 1| TOV VOGOKOUO GOC.

4. MBavéc avemOOuNTES EVEPYELEG

Onwg 6Aa ta eapuoka, £T61 Kot To Avtozma umopei va TpokarEcel avemBuuUNnTeg EVEPYELES, OV KOl
dev mapovctalovtal 6€ OAOLS TOVg avOpmdTOVC.

Ot avemBOunteg evépyeteg Bo pmopovoay va exkdnimBolv 3 1 TEPIGEOTEPOVS UNVEG LETA OO TNV
teAevtaio 06om Tov Aviozma.

IMOavég coPfapéc avemBOunTeg evépysereg:

Evnuepoote apéomc 1o yotpo cog e0v EUoviceTe Kamola amd TIc akoAovbeg avemBounteg
evEpYELEG:

Avtés eivou ovyveg: avtés umopel va exnpeaovy uéxpt 1 ota 10 droua

AMEPYIKEG AVTIOPAGELS KATO TN O1ApKELD 1 LETE atd TNV Eveon):

. dvokoAio otnv avomvon, ceiyo oto oo N {dAn
. e&avonua, kvnoudc, Kvidwor, S0YK®GT TV YEMDV, TNG YADGGOC 1| TOV TPOCOTOV

Xnpeio cofapdv LorpdEemv:

. TVPETOG Kal piym
. QAOKTOLVEG 6TO GTOUO 1] OTO dEPLLAL
. HVOG GTO GTOMAYL

Xnpeio Kol CUUTTORATE NTUTIKNS TOSIKOTNTOG
Avta givor omovia.: umopel va exnpedlovy usypt xkai 1 oe kabe 1000 drouo.

. KOT®ON
. KOWALoKO Gyog
. iktepog (Kitpvog SuGYPOUATICUOS TOV OEPLLOTOG 1] TOV LOTLOV)

Aloto GAAoV MOAVOV avemOOuNTOV EVEPYELOV
Edv mapotnpioete omolodmote amd avtd, ETKOIVOVNOTE LIE TOV Y10TPO GOC TO GUVTONOTEPO
duvaTov.

oAb ovyvéc avemOOunTeg evépysereg:
Avtég umopet vo. exnpealovv 1 ota 10 aropa i wepiocotepo,

. AOLUMEELS TNG AVATEPTG AVOTVEVGTIKNG 0000 LE TUMIKE GUUTTMWATO, OTWS eivon o Briyac, N
BovAwmpévn portn, 1o cLVAYL, 0 TOVOLALOG KO O TOVOKEPAAOG

o VYNAG emineda Amdimv 6To aipa (YoANoTEPOANG)

. avTIOPACELS 6TO onpeio NG EVEOTg

Yoyvég avemBOuNTEG EVEPYELES:

Avtég umopet vo. exnpeaoovy uéxpr 1 ora 10 aroua

o Aolpwén Tov Tvevpovev (Tvevpovia)

gpmng Cwotnpag

emyeilog Epmng, PAOKTOVEG

AodEelg Tov déppatog (KutTapitida), ol onoieg evioTe GULVOSEVOVTAL OO TVPETO Kot Piym
eEavOn o Kot Kvnopog, kvidwon

aAhepycég avtidpaoels (vtepevancOnociog)
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o0pBod k| Aoipwén (emmepukitidn)

TOVOKEPAAOG, LAAT, VYNAN apTNPLOKT TTiEoT

OTOUATIKA EAKY], TOVOG GTO GTOUAYL

KataKpdrnon vypav (oidnua) yopnAd ota oédwa, avénon Papovg

Byxog, dvomvola

YOUNAOG aplOUOG AEVKOKVTTAP®V GTIG £EETACELS aipaTog (ovdeTepomevia, AeVKOTEVIN)

U1 PLGLOAOYIKEG TIUEG OTIG €EETAGELG NIATIKNG Agttovpyiog (AvENUEVEG TPAVEAUVAGES)
avénuéva enineda yorepvOpivng, Ta omoio amoTuTOVOVTAL OTIG EEETAGELS OULLOTOC
YOUNAG enineda vmd0yovoL (TpwTeivn Tov oyetileTon pe v &N Tov aipaTog) oTo aipo

Oyt ovyvég avemOOUNTES EVEPYELEG:

Avtég umopet vo. exnpeaoovy uéxpt 1 ae xkabe 100 droua

o EKKOATTOUOTITION (TVpeTdS, vavTia, didppoto, SLGKOIAMOTNTA, TOVOG GTO GTOUAXL)
KOKKIVEC OLOYKMUEVEG TTEPLOYEG GTO GTOUN

VYNAG emtinedo Amdioy oto aipa (TpryAvkepidin)

£\Ko¢ oTOUdY OV

TETPEG OTOVG VEPPOVC

VoBVPEOEIBIGUOG

Yavieg avemOvpnTES EVEpPYELES:

Avtég umopei va. exnpedalovy uéypt kai 1 oe kabe 1000 ocbeveic

o >Hvopopo Stevens-Johnson (deppotikd eEGavOnpa Tov umopel va 0dNYNGEL GE EVTOVEC
(POVGKOAEG KO ATOAETIOT TOV OEPUATOS)

o Bavotnedpa aliepyikn avtidpacn (avapuraio)

o QAEYHOVY] TOV Natog (Mratitdn), iktepog

IHoA0 omavieg avemBopnTeg evépyerec:
Avtég umopei va. exnpedoovy ugypt 1 oe kabe 10000 drouo

o YOUNAOS aptBpog AeVKOV apoc@alpiov, puBpdv aposeatpioy Kot aponetalMmy oe e€eTdoelg
oipoTog
. NTATIKY OVETAPKELL

AvemOounrteg evépyseieg o€ manold kol £enpovug pe cvotnuoatikiNIA 1 wolvapdpucny NIA

Ot avemBOunTeg evépyeleg oe mandtd Kot Epnpovug pe cvotnuatiki NIA 1 molvapBpikn elvart yevikd
TOPOUOIEG LE OVTEG O€ EVIAIKEG. MepPIkEg avemBOUNTEG EVEPYEIEG TTOPATIPOVVTOL TTLO GLYVE GE TOLOLH
Kol epPoug: epediopévn noTn Kot Aapoc, Tovoképaiog, aicOnua adiabeciog (vavtio) kot
YOUNAGTEPOL OPOLLOT AEVKDV OLOCPALPI®YV.

Ava@opd avemOOuNTOV EVEPYELOV

Edv mapatnpnoete Kamowo avemBOUNTN VEPYELD, EVILEPDGTE TOV YIATPO, TOV POPLOKOTOLO 1] TOV/TIV
VOGOKOWO c0G. AVTo 1oYDEL Kot Yo KAOe mhovn avemBOuntn evEPYELD TOL OV AVOPEPETOL GTO TOPOV
@OAAO 0N YLDV Yponc. Mropeite emiong vo avagépete avemBounteg evépyeleg angvbeiag, LEcm Tov
€0VIKOU GUGTNUATOG OVAPOPAS TOV avaypapetar oto [lapdpmmua V. Mécm g avapopds
aVETBOUNTOV EVEPYEIDV UTOPEITE Vo fonONCETE GTI GLALOYT| TEPIOGHTEPWOV TANPOPOPLOV GYETIKA
LE TNV AGPAAELD TOL TAPOVTOC PAPLLAKOV.

5. Iog vo purdccete To Aviozma
duidooete aVTO TO PAPLOKO GE UEPT) TOV OeV TO PAETOVV KoL OV TO POAVOLY TOL TOLIIAL.
Na pn gpnoponoleite avtd T0 PAPLAKO LETA TNV NUEPOUNVIL ANENG TOV OVOPEPETOL GTIV ETIKETA TNG

TPOYEGUEV G TEVAG Kol 6To KouTi petd to EXP. H nuepounvia Aéng etvon 1 tedevtaio nuépa tov
UNVa TTOL OVOQEPETOL EKEL.
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dvlacoeton o€ yoyeio (2°C émg 8°C). Mny katayHyete. MOAG apopedel amd to yoyeio,
npoyeouévn éva umopel va amodnkevtel puéypt 3 efdouddeg og Beppoxpacio pikpdtepn N ion ue
30°C. Av eivar amapaitnto, T0 Avtozma pmopel vo EMGTPAPEL 6TO YLyelo pia popd PEGH GE AVTEG TIG
3 efdopadeg kot va puAaydel oto yoyeio péypt v nuepounvia AMéne. To Avtozma mpémel va
amopprpBel edv dev ypnotpomon el evtog e 3-gfdouddac meptodov.

DdouArdEte TIg TPOYEUIGUEVEG GUPLYYES GTO EEMTEPIKO KOLTL Y10l VO TPOGTATEDETAUL GO TO MG KOl TNV
vypacia.

Noa unv ypnoiponoteiton v to eappoko givar Bodo N Tepiéyel copatiol, eival 0ro10dNToTe GALO
YPOUA EKTOG OO AYPOUO EMG KITPVO, 1) OTOL0ONTOTE TUN O TG TPOYEUICUEVIC TEVOS POIVETOL VL
€YEL KOTAOTPOPEL.

H méva dev mpémel va avaxveitolr. MeTd amd Ty aeaipesn Tov TOUATOC, 1) £VEST] TPETEL VO EEKIVAEL
o€ O1G0TNO 3 AETTOV, TPOKEEVOD VO OTOTPATEL VO OTEYVAOGEL TO POPLOKO KO VO, UMV UTAOKGAPEL M
Berova. Edv n mpoyepicpévn méva 6 ypnoUOTOIEITOL EVTOC 3 AETTMV LETO TNV OTOUAKPVLVGT] TOL
TOUATOC, TPETEL VAL TNV ANOPPINTETE GE Eva SOYEID OLYUNPDOV OVTIKEWWEVOV KAl VO YpNCLLoTotEite ptia
vEa TPOYEUIOUEVT) TTEVOL.

Edv o delctng moptokari ypduatog dev Kiveitor apov £yeTe TECEL TO KAAVUUA TNG BEAOVAS, TPEMEL VoL
OTOPPINTETE TNV TPOYEUOUEVN TTEVO GE Evav avBeKTIKO ota Tpumpata TepEktr. H mpoyepiopévn
méva el KAeWwOel kot 1 Peldva Tapapével KOADUUEVT] GTO ECMOTEPIKO TOV KOAVUUATOS TNG PEAOVAG
otav mpoonabeite va TV enovoypnoiponomoste. MV emLELpeiTe Vo EMOVAYPTGLULOTOWGETE TV
TpoyeoUEVN TTEVO. Mnv enavarapupdvete v éveon pe dAAn mpoyepicuévn méva. Angvbuvbeite otov
TaPOYO VYEIOVOUIKNG TTEPiBaiyng Yio PonOgta.

6. Mepreyépeva g 6GVOKEVAGIAG KO AOUTEG TANPOPOPieS

T tepréyer to Avtozma
. H dpactikn ovoia givar 1 TostA{ovpdumn.
Kd&Be mpoyepuopévn méva nepiéyel 162 mg tostiiloopdpnn og 0,9 mL.

Ta GAAa cvototikd givarl L-iotidivn, L-iotidivny povoidpoylmpikn povobdpikn, L-Opeovivn, L-
pebiovivn, moAvcsopPio 80 kot Vowp Yo evéoipa (PA. Ttapdypapo 2 «To Avtozma mepiéyet
nolvcopPiko 80 (E 433)»).

Epg@évion tov Avtozma ko epleyOpeva. TS GVCKELAGING
To Avtozma eivat éva gvéoipo ddivpa. To didAvpa etvon dypopo éog kitpvo.

To Avtozma diatiBeton og Tpoyepicpévn méva tov 0,9 mL, 1 omoia wepiéyel 162 mg daAdpaTOg
toctalovpdunn yo éveon.

H mpoygpiopévn méva pe Avtozma yio yprion amd tov actevn dlotifeton 6€ GuoKeLOTIES TOV
TEPLEYOLV:

. 1 mpoygiopévn méva

o 2 TPOYEUGUEVES TTEVEC

. 4 TPOYELUGLEVES TTEVEG

. 12 (3 ovokevacieg TV 4) TPOYELUGUEVEC TEVES (TTOAVGLOKEVAGIES)

Mrmopei vo pnv KvKLOQOPoHY OAEG 01 GLOKEVAGIES.
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Katoyog Adsrog Kvkhogopiag

Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci Gt 1-3. WestEnd Office Building B torony
Ovyyapia

Hopaokgvactiig
Nuvisan France SARL
2400 Route des Colles,
06410 Biot,

ToAria

Midas Pharma GmbH
Rheinstr. 49,

55218 Ingelheim,
Teppovia

KYMOS S.L.

Ronda Can Fatjo, 7B.

08290 Cerdanyola del Vallés,
Barcelona,

Toravia

[No omoladfmote TANPoPoOpic GYETUKH LLE TO TOPOV PAPUAKEVTIKO TPOIOV, TAPAKOAEICTE VO
amevBuvheite 6TOV TOTIKO AVTITPOCOTO TOV KATOYOL TNG AOENG KUKAOPOPING:

Belgié/Belgique/Belgien
Celltrion Healthcare Belgium BVBA
Tel/Tel: +32 2 643 71 81
BEinfo@celltrionhc.com

Bbbarapus
Celltrion Healthcare Hungary Kft.
Ten.: +36 1 231 0493

Ceska republika
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Denmark

Celltrion Healthcare Denmark ApS
Tel: + 45 3535 2989
Contact_dk@celltrionhc.com

Deutschland

Celltrion Healthcare Deutschland GmbH
Tel: +49 (0)30 346494150
infoDE@celltrionhc.com

Eesti
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Espafia 3
CELLTRION FARMACEUTICA (ESPANA)
S.L..

Tel: +34 910 498 478

Lietuva
Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Luxembourg/Luxemburg

Celltrion Healthcare Belgium BVBA
Tél/Tel: +32 2643 71 81
BEinfo@celltrionhc.com

Magyarorszag
Celltrion Healthcare Hungary Kft.
Tel:. +36 1 231 0493

Malta
Mint Health Ltd.
Tel: +356 2093 9800

Nederland

Celltrion Healthcare Netherlands B.V.
Tel: + 31 20 888 7300
NLinfo@celltrionhc.com

Norge
Celltrion Healthcare Norway AS
Contact_no@celltrionhc.com

Osterreich
Astro-Pharma GmbH
Tel: +43 1 97 99 860
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E\rada
BIANEE AE.
TnA: +30 210 8009111

France
Celltrion Healthcare France SAS
Tél.: +33 (0)1 71 25 27 00

Hrvatska
Oktal Pharma d.o.o.
Tel: +385 1 6595 777

Ireland
Celltrion Healthcare Ireland Limited
Tel: +353 1 223 4026

island
Celltrion Healthcare Hungary Kft.
Simi: +36 1 231 0493

Italia
Celltrion Healthcare Italy S.r.1.
Tel: +39 02 47927040

Kvnpog
C.A. Papaellinas Ltd
TnA: +357 22741741

Latvija
Celltrion Healthcare Hungary Kft.
Talr.: +36 1 231 0493

Polska
Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Portugal

CELLTRION PORTUGAL, UNIPESSOAL

LDA.
Tel: +351 21 936 8542

Roménia
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Slovenija
OPH Oktal Pharma d.o.o.
Tel.: +386 1 519 29 22

Slovenské republika
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Suomi/Finland

Celltrion Healthcare Finland Oy.
Tel: +358 29 170 7755
contact_fi@celltrionhc.com

Sverige

Celltrion Sweden AB

Tel: +46 8 80 11 77
Contact_se@celltrionhc.com

To mwapov vAlo 00NYLOV Yp1ioNS avaBewpOnke Yo TELEVTAIO POPd 6TIG

AdLreg INYEG TANPOPOPLAOV

Aemtopepeic TANPoPopieg Yo 10 TOPOV QPUPLOKEVTIKO TPOiodV gival S100EGIIEG OTO SIKTLAKO TOTO TOV

Evpomaikod Opyoavicuod @apudakov: http://www.ema.europa.eu.
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7. Odnyieg xpnong

Awpdote kot akolovOnote Tig Odnyieg ¥pNoNg TOL GLVOIEVOLVY TNV TPOYEUIGLUEVT] GUGKELT] TOTTOV
mévag Avtozma mpoTov 0PYICETE VO TN YPNCUOTOLEITE KOl KAOE pOopd TOV TOUPVETE OVTUAANKTIKO.
Mmnopel va vdpyovv véeg mAnpopopies. Ilpv amd tn ypion tov Avtozma, o TAPOYOG VYELOVOLUKNG
nepiBoiymg Ba mpémel va cag deiel Tov 6moTo TPOTO YPHONC.

INROVTIKEG TANPOPOPIEg

. Mnyv a@opeite T0 KAADULO TNG TPOYEUGUEVIG GVGKEVT] TOTOL TTEVAS HEYPL VO, eloTe EToLog(n)

VO, TPAYLLOTOTOWCETE TNV £veon Le To Avtozma.

MnV aroGUVIEETE TNV TPOYEUIGEVT] GUOKELT TOTTOL TEVOC GE Kapio Tepintwon.

Mnyv ernavoypnoLonoleite TV 1010 TPOYEUGUEVT] GUGKELT TOTOL TEVOLC.

Mnyv 0VOKIVEITE TNV TPOYEMGLEVT GLGKELT TOTTOV TTEVOC,

MM (pNGOTOLEITE TNV TPOYEUGUEVT] GLGKELT TOTOV TEVOC EAV EYEL TEGEL KAT® 1 £XEL VITOOTEL

Cnpua.

o Yoppoviéic mpog Tovg aceveic oyeTIKG pE TIS AVTIOPAcELS VTepevalsOnoiag (1)
«avaeuiagiag»): Eav avantitete coumtouato 0Tmg sival, Letald GAA®V T0 dEpUATIKO
eEavOnua, o Kvnopog, Ta piyn, To OldNUA TOV TPOCAHTOL, TOV YEDV, TNG YADGGOS 1| TOL
@AapLYYa, 0 TOVOS 6TOV BdpaKa, 0 GVPLYHOG, 1 SVGKOAIN KATA TNV AVATVOT 1] TNV KOTATOoN, 1|
T0 aicOnua {dAng ) MmoBupiog omoladnmote GTIyUn evd Ogv Ppiokeote GTNV KAVIKT KATE, TN
dlapkela | HETA amo éveon), Oo Ttpémel va avalntnoete apécmg TeEPIfaiyn Yo TV GVIILETOTION
NG EMELYOVGOG KATAGTAONG.

®vraEN TOov Avtozma

. DuAGGGETE TN U YPTCLOTONLUEVT TTPOYEMGLEVT] GUOKELT TUTOL TEVOC GTO OPYIKO KOVTL Ko
dwtnpeite v 010 Yuyeio og Beppoxpacia 2°C g 8°C. Mnv katoyOyeTe.
o Moic apoarpedei amd o Yoyeio, To Avtozma propel vo, amodnkevtel uéypt 3 efdopnddec oe

Beppokpaocio pkpotepn 1 ion pe 30°C. Edv eivar amapaitnto, 1o Avtozma pmopel va
eMoTPuQEl oTo Yoyeio pio opd gvtog 3 efdouddwv. To Avtozma mpémel vo amoppipOel av dev
ypnoponon el vrog e meplddov Tov 3 gfdopddmy.

Awnpeite TV TPOYEUICUEVT TEVA TPOPUANYUEVT] OO AUEGO NALUKO POC

Mnyv apaipeite TV TPOYEUIOUEVN TTEVE OO TO CPYLIKO KOVTL KATH TNV amobfKkevor).

Mnv aenveTe TV TPOYEUICUEVT] TEVA YWOPIG EMLTHPNON.

dvidocoete TNV TpoyeUIoUEVT TTEVA o€ BEom TV omoia dev mpooeyyilovv ta modid. [lepiéyet
HIKPG HéEPN.
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Mépn ™G TPoYERIGUEVIS GVOKEDT] TOTTOV TTévag Avtozma (BAéne Ewkova A)

Ipw ™ ypnon Metd amo T xpfion
A AR =
—— Hpepounvia
— Séua ANEng
) [Toproxaii deikng
Hspl?xn ] «0LoKAMpoIOT
napadvpov éveonoy
Mnie — . Mnke KGAvppO —— .
—  K&Avppo Bedovog
Berdvag (KAeWwUEVO Kot
(BeAova Berova péca)
péoa)
— [Toptoxoari—
OO

Ewéva A
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HpoeTopacia yra Tnv £veon

T ¢S
Kovti mov Ba“ﬁilfl/vdga
TEPLEYEL TNV K01 TOAOTIO HE
npo*yg},u(;uévn OTVOTVELLLOL
cOptyyo Avtozma
:
5 [epréxtng
AvtokoAntog !
{ aryunpov
enidecpog (
OVTIKEIPUEVOV
Ewova B

1. YUYKEVTPAOOTE T ATAPAITTA VIO TV £VEDT).

a. [pogtodote po kKobopn, ETinedn emeavela, OTmg
éva tpomell N TayKo, € YDOPO UE KAAD p®TIoUO.

b. Bydite and 10 yoyeio To kovTi TOL TEPLEYEL TNV
TPOYEUGUEVT TTEVOL.

C. BeBawwbeite 611 éyete o mapoakdto (PA. Ewova B):

- Kovti mov mepiéyet v mpoyepiopévn méva Avtozma

A€V TEPLEYOVTUL GTO KOVTI:

- Bappdx i yala

- AVTOKOAANTOG EMOEGOG

- [Teptéxtng avOexticdg ota TpLTHUATO
- ToAdmo pe owvomvevpa

2. E\éyére To xovuTi

a. Kottd&re to kovuti ko PePormbeite 6t1 £xeTe TO
CMGOTO PAPLLOKO KOl TNV TEPLEKTIKOTNTO dOGNG.
(Avtozma)

b. EXéyEte v nuepounvia ANEng endvo 6to KouTi yio
va Befarwbeite 011 dev Exel mapéABel  nuepounvia.

. M ¥pNGLOTOGETE TNV TPOYEUCUEVT TTEVOL
€av M nuepounvia AnEng £xel TopEADEL.

. Edv avoiyete 10 K0LTL Y100 TpOTN POPAL,
e éyEte yo va PePfarmbeite 6T1 lvan cwotd
COPUYIGUEVO.

. Mn {pNGLOTOGETE TNV TPOYEUCUEVT TEVOL
€dv 1o Kouti Qaivetar va £xel avoryBel N eivan
KOTEGTPUUUEVO.
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AHZH: MM EEEE )

Ewoéva A C.

EAréyEre v wpoyemopévn éva.

Avoi&te T0 KOVTI Ko 0POPESTE Pl TPOYEUIOUEVN
GUGKELT TOTOL TEVOG Uing 606G 0o TO KOVTL.
EnavatonoBetiote 610 Yuyeio TuxOV TPoyELOUEVEG
GLOKEVEG TOTOV TTEVOS Avtozma Tov LIAPYOVY GTO
KOVTL.

EXéy&te v nuepopnvia AHEng mov avoypaeetan

GTNV TPOYEUIGLEVT GLGKELT TOTOV Tévag Avtozma

(P eikova A).

. Mn ypNOULOTOUGETE TNV TPOYEUGUEVT
GLOKELT TOTTOV TEVAG €AV 1| NUepOUNVia, ANENG
éxel mapéibet. Edv n nuepounvia Aéng €xet
mopEAOEL, amoppiyte Pe AoQAAELD TV
TPOYELUGUEVT] TEVO OE TEPLEKTN ALY POV
OVTIKELEVAOV Kol TAPTE Luo VEQ.

EAéyEte Vv mpoyeuopévn méva yia vo Peformbeite

OTL dev glval KATEGTPAUUEV Kot OEV EYeL evOei&elg

dtapponc.

. M XpNOIUOTOIEITE TNV TPOYEUGUET
GUGKEDLY] TOTOL TTEVAG EQV £XEL TECEL KATW,
éxer vmootel {nud 1 €xetl dSappon.

Znueiwon: Eva ikpo kevod avapuese 6To TOPTOKAAL

KAADLO KOL TO GMLL0L TOL EYYXVTNPA Eivat

(QLGLOAOYIKO.

Ewoéva E

Hepipévere 45 Lentd.

AQNOTE TNV TPOYEUIGLLEVT] GLGKELT] TOTOL TEVAG £EW®
amo 1o kovti, o€ Beppoxpacio dopatiov 18°C €wg
28°C ya 45 Aemtd, wote vo. (eotabei (PA. Ewova E).
. M Oepudvete TV TPOYEUICUEVT] GLGKEVT
TUTOL TEVAG (PT|CLLOTOLDOVTOG TNYEG
Beppotrag 6mws Leatd vEPO 1| OVPVO

LUIKPOKVUATOV.

. Mnyv a@NVETE TNV TPOYEUGUEVT] GLGKELT
Tomov mévag va Beppaviei oo Gpeco nAlako
Pé.

. Mnyv a@aipeite T0 KAADUUA EVA EYETE APNOEL

TNV TPOYELGUEVT TEVA VO, OACEL GE
Bepuokpacio dmpatiov.

. Edv dev apnoete tnv Tpoyegicévn Guokeun
Tomov Tévag va £pbel og Oeppokpacio
dopoatiov, avtd Bo PTopovcE Vo TPOKAAESEL
dvcpopia.
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5. EAéyEte TO @dpproxo

AR
u a. Kpamote to Avtozma Gog pe T0 TOUO CTPOUUEVO
TPOG T0. KATO.
b. Kowtd&re to @dppakxo kot Befaiwbdeite 6TL TO VYPO

elvar dtoyég £mg eEAappmg 1P1difov Kot dypmuo Emg

KiTpivo Kot dev mepPI€yel opatd copatiow 1 tyvn (PA.

Ewova XT).

. Mn ypnoonoteite TNV TPOYEUGUEV
GLGKELY] TOTTOL TTEVAG EAV TO LYPO givan
OTOYPOUATIGUEVO, BOAEPO 1| TTEPLEYEL
QlPOVUEVE, GOpaTIOW 1) Tyvr. AToppiyTe e
ACQUAELN TNV TPOYEUGUEVT COPLYYO GE
TMEPLEKTT] OLYUNPOV OVTIKEILEVOV KO TAPTE

pia véa.
. O1 puoaAidec aépa etvor PUCIOAOYIKES.
Ewova XT
6. MAdvere Ta gépra oog.
a. [TAOvVeTE T XEPLO GOG e VEPD KOl GOTOVVL KOl

oteyvmote To KoAd (BA. Ewova Z).

Ewova Z
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0G

_Am'o -éveon,

PPOVTIGTIG KL
HCP

= DpovTioT|g KoL
. HCP MONO

Ewoéva H

EmiéEre éva kataiinio onpeio Eveong (BA.
Ewéva H).

Mropeite va kdvete Tnv £veon ota NG onpeio

2T0 UTPOGTIVO TUNHO TOV UNPpOV

2V Kotd, pe e&aipeon ta S cm yopm and
TOV OUPOAO.

2V eEMTEPIKN TEPLOYN TOL UITPATGOVL [LLdVo
edv elote PpovTIoTNC N emayyelpatiog vysiog
(HCP)].

Mnyv Kkdvete TNV £VEGT GTO ETAV® HEPOG TOL
umpdtoov Pdvol oo,

Kda0e popd mov kavete éveon Oo Tpémel va
YXPTCLOTOEITE SLOPOPETIKT TEPLOYT|, 1) OO0,
Oa pémel va améyel TovAdytotov 2,5 cm amd
TNV TEPLOYN| TOV YPNGLOTOMGUTE Y10, TNV
TPOTYOVLEVT £VEDT.

Mnyv kdvete TV £veon o€ EMEG, OVALG,
EKYVUMCELG N TEPLOYES, OTIG OTOIEG TO OEPLLAL
elvar evaicnto, pvlpd, ckAnpd N un
oKEPOALO.

Ewévo ©

KoaOapiote 10 onpeio g éveonc.

YxovmioTte TNV TEPLOYN TNG EVEONC LE £VOL TOADTIO UE
OVOTVEL O KOl OPNOTE TO VO 6TEYVAGEL (PA.
Ewova 0). 'Etot 0a peiwbei o kivduvog Loipwénc.

Mnyv ayyi&ete v meplroyn g éveong Eavd
TPV O TN OPYNO™ TNG EVESTG.

Mnyv agpicete | puon&ete v Kabapn
TePLOYN.
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Xopiiymen g éveong

Ewova 1

AQUIPETE TO TONA.

Kpamote v Tpoye o pévn Téva omd 10 COLL0 TOV
EYYLTNPA LLE TO OO GTO EXAVO UEPOG, LE TO £Vl
YEPL.

Tpapnére kol apapEoTe TPOGEKTIKE TO KAAVLLLLOL

otV gvbeia pe to éva xépt (BA. Ewkova I).

2Znueiwon: Edv dev pnopeite va apalpécete 10

KkdAvpupo O Tpénet vo (ntmoete tn Pondeto. tov

(PPOVTICTN 1 VO ETKOWVOVIGETE LLE TOV TAPOYO

VYEOVOUIKNG TTEPIBaAYMG TOV Gag TapoKOAOLOEL..

Amoppiyte opécmg To KAAVULO g Eva doyElo

ATOPPLYNG QULYUNPDV OVTIKEWWEVOV (BA. Pripa 14 kot

Ewova IE).

. Mnyv enavatonobetioeTte 10 KAAVUUO GTNV
TPOYEUGUEVT TTEVOL.

. Mnyv ayyi&ete 10 mpootatevTikd TG PeAdvag
GTO AKPO TNG TPOYEUGUEVNG TTEVOG Y10 VOL
OmOQVYETE TPOVUATICUO amd TPV 0d TN
Berova.

. A@oV 0palpESTE TO KAAVLLUO, T) TPOYELGHUEVT
méva etvar Etowun yia ypnon. Eav n
TPOYEMGUEVT] TEVQL OV Ypnoipomon el péoa
o€ 3 Aemtd omd TNV 0QaipeEST TOL KOADUUATOG,
N Tpoyeopévn méva Ba Tpémet va amoppupbel
GTOV TEPLEKTI] QULYUNPDV OVTIKEILEVOV Kot Oal
TPEMEL vaL PN oLHLOTo el vEQ TPOYELUGUEVT
TEVAL.

Ewova IA

10.

Tomo0eTi|0TE TNV TPpOYEIGUEVY TEVO, GTO oEio
™mg¢ éveong.

Kpamote v npoysuopévn méva dveta pe to val
1ép1, doTe va PAénete To Topabupo (PA. Ewova TA).
Xmpig vo TOUTAGETE N VO TEVIOCETE TO OEPLAL,
TOTOOETNGTE TNV TPOYELUGHEV TEVA ETAV®D GTO
déppa vd yovia 90 poipdv (PA. Ewkéve IB).

2nueiwon: Etvor onpuovtiko va emAEEETE TN OWOTN
yYovia Y10 vo S1uc@oAicETE OTL TO PAPLOKO
xopnyeitol kaT® omd 10 déppa (oToV MmO 16T0),
SLopopeTikd 1 éveon Umopel va etval ermdOLV Kot TO
PAPLOKO UTOPEL VO UNV dpdcEL.

. Mn yopnynoete HEGA GE LV | ALLOPOPO
ayyeio.
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Ewova IB
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"Enerta, petpnorte
apya £mg To S

Ewova IT

Kavete v éveon.

[Méote otabepd TV TPOYEUGUEVT] GLGKELT] TOTOV
TEVOG ETAVM GTO SEPLLO Y10 VO, OPYICETE TNV EVEGT).
Otav apyioel n éveon Ba axovoeTe T0 10 «ihuioy Kot
0 mopToKaAl deiktng Ba apyicet va yepilel To
napdBvpo (PA. Ewkévae, IT).

E&akolovOnote va kpatdte TNV TPOYELUGLEVN
GUGKELT TOTOL TTEVOG 0TOOEPA EMAV®D GTO dEPLOL KO
OKPOOGTEITE Y10 TO 20 «KAU.

Aol aKovseTe TO 20 «KAK», cuveyioTe Vo KpaTdTe
TNV TPOYELGUEVT] GUGKELT TOTOV TEVOG 6TadEPA
EMAV® OTO OEPUA Kol LETPNOTE aPYH £0G TO 5 Yia
va Befarwbeite 0t1 £xete evéaetl TNy mANp1 doom (PA.
Ewova IT).

Kowtdlete Tov k0KKIvo dgiktn mcOTOL ThweL Vo
Kweiton kot pOacel 6To dKpo Tov mapadHpov yio va
BeParmbeite 0T1 £xel Yivel Eveon g TANPOVS dOONG
TOL POPUAKOL.

2nueiwon: EGv o moptokol deiktng dev kivnet,
OTOPPIYTE TNV TPOYEMGUEVT] CLGKELT] TOTTOV TTEVOG
KO YPNCUYLOTOUGTE L0 KOvoupLa.
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Ewova IA

12.

AQu1p£oTE TNV TPOYERIGUEVT] GUGKELT] TOTOV
mévag amé To onueio TG éveong.

Otav 0 TopTokaAl deikTNG £XEL GTAUOTNOEL VO
KIWVEITOL, ONKOOCTE TNV TPOYEUICUEVT] GUCKEVT TUTTOV
mévag and 1o onueio g £veong oty gubeia, vd
yovia 90 popav yia va apopéote T PeAdvo amd To
dépua.

. To kdAvppo g Perdvog Bo kivnBel avtopata
npo¢ T €M Kot Oa KA ewdmoel atn Béon Tov,
Kodvmtovtog ™ Peddva (PA. Ewkéva TA).

Znueiwon: Edv to mapdBupo dev €xel yivel oAOKAN PO

TOPTOKAAL 1} €@V cuveyileTol 1) £vEGN TOL OPUAKOV,

avtd onpaivel 0Tt dev Exete AdPet Tnv AP do0M).

TomoBetnoTE TPOCEKTIKG TNV TPOYEUGUEVT] TEVAL

HUEGO GTOV TEPLEKTN ALLYUNPDV OVTIKEILEVDV KO

KOAEOTE OUESMG TOV TAPOYO VYELOVOLIKNG

mepiBaiymg mov cog mapaKoAovEt.

. Mnv ayyiéete To KGALUUO TNG PEAOVAG TNG
TPOYEUGUEVIC GUGKEVT] TOTTOV TTEVAG.

. MnV 1pocnabfGETE VA EXOVAYPTCUOTOINCETE
TNV TPOYEMOUEVT] CLOKELT] TOTTOV TEVAG,
. Mnyv gnavordfete tnv €veon pe GAAN

TPOYEUGUEVT] GLGKELT] TOTOV TTEVOLC.

Metd v éveon

13. ®povriote 10 onpueio TS éveonc.

a. Ed&v mapovciaotel pukpn apoppayio, epovticte 1o onpeio g éveong miElovtag Nmia 1o
onueio, ympic va to tpifete, pe Eva koppdtt PapPdxt ) yalo Kot ETKoAANOTE Evov
OVTOKOAANTO €Tideq0, GV YpeldleTat.

. Mnyv tpifete To onueio g Eveong
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Ewoéva IE

14.  Amoppiyte T0 Avtozma.

a. TomoBetnoTE TNV TPOYEUGUEVT] GLGKELT TOTOV
TEVOG OTOV 0VOEKTIKO GTO, TPUTNUOTO TEPLEKTT
apéomg ueta m ypnon (PA. Ewéva IE).

2Znueiwon: Edv n éveon yopnyeitol amd dALo dTopo,
amoLTEiTo EMTIONG VO, ETOEIKVOETOL TPOGOYT KATH TNV
aQOIPEST] KOl ATTOPPIYN TNG TPOYEUICUEVIG CLGKELT
TOTOV TEVAG, TPOKEUEVOL VoL amoPevy el o Tuyaiog
TPOVUOTIGUOC UE TN PeAdva Kot 1] LETAd0ooN
AOLDEEMV.

Mnv enovVoyPNCLOTOLELTE TNV TPOYELUGLEVN
GUGKELT] TOTOL TTEVAG,

Mnyv tomoBeteite To KGAvppa TG PeAdvag KoL
TOAL GTNV TPOYEUIGUEVT] GUGKELT] TOTTOV
TEVAG.

Mnyv anoppintete TOV TEPIEKTN ALYUNPDOV
OVTIKEWUEVOV OTO, OIKLOK( GOG OTOPPILULATO.
MnV avOKUKADVETE TOV TEPLEKTN LYUNPOV
OVTIKELUEVAV.

Awtnpeite v Tpoyspiopévn tévo Avtozma
KOl TOV TTEPLEKTY ALY UNPADV AVTIKEILEVOV GE
onpeio 6mov dev T PTAVOLV TA TASLA.
Amoppiyte OAO TOV TEPIEKTI GOUPOVOL [LE TIG
00MYieC TOL TAPOYOL VYEIOVOUIKNC TEPTIBoIYNC
N ToL PapuakoTolo cag. Edv dev €yete
doyelo amdppyNG ALY UNPOV OVTIKEILEV®V,
UTOPELTE VO YPNCULOTOMGETE EVOL OIKLUKO
doyeio mov Kheivel kat givar avOekTikd og
tpumipata. Kabe aypnoiponointo
(QOPUAKEVTIKO TTPOTOV 1) VITOAELLLLO TPETEL VAL
OTOPPINTETOL COUPAOVO LLE TIC KATO TOTOVG
LOYVOVGEC GYETIKEC SLOTAEELS.

15. Koaraypaeete v éveon 60g

a. Koataypagete v nuepounvia, v opo Kot T0 HEPOS TOV CAOTOG TOV TPAYLOTOTON|GOTE

v éveon.
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