IHAPAPTHMA 1

HNEPIAHYH TON XAPAKTHPIZTIKQN TOY ITPOIONTOX



vTo PAPLOKO 0VTO TEAEL LTTO GLUTANPOUATIKY TOPAKOAOVONOT. AVTO Ba EMLTPEWYEL TO YPIYOPO
TPOGIOPIoUO VEOV TANPOPOPLOY AGPAAELNC. ZNTEiTan 0md TOVG EXAyYEALATIES VYELNS VO OVALPEPOLY
omolesdnmote mhavorloyovpeveg avemiBounteg evépyetec. BA. mapdypaeo 4.8 yia tov Tpodmo ovapopdic
AVETOOUNTOV EVEPYELDV.

1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Yuflyma 40 mg evéoipo didivua o€ Tpoyecpévn cipryya

Yuflyma 40 mg evéoipo didAlvpa 6€ TPOYEUGUEVT GLOKEVT] TOTTOV TEVOG

2. ITOIOTIKH KAI IOXOTIKH XYNOEXH

Yuflyma 40 mg evéciuo SidAvpo € TpoyeoLévn chpLyyo

Kabe 0,4 ml piag epdnaé 66ong Tpoyspicpuévng coptyyas nepiéyet 40 mg adoApovpaumng.

Yuflyma 40 mg evéciuo StéAvpo 6€ TPOYEUGLEVT) GUGKELT) TOTOL TEVOLC

Kabe 0,4 ml piag epdnaé d6ong TpoyeUIGHEVNG GLOKEVNG TOTTOV TéEVaG meptEyel 40 Mg adoAMUOVUAUTNG.

To adalimumab &ivot éva avOp®TIVO avaGUVIVUGHEVO LOVOKAMVIKO OVTICMLLO 0V TOPAYETOL O KOTTAPO
Qonkav Kivéliwov Hamster.

"o Tov mpn katddoyo v exddywv, PA. Tapdypago 6.1.

3. ®PAPMAKOTEXNIKH MOP®H

Evéoyo d1dAvpa (éveon)

Awyég Tpog ehappmdg 0maAilov, GypmUO TPOG AVOIKTO KOGTUVO S1GALLA.
4, KAINIKEX IAHPO®OPIEX

4.1. OgpamevTikég evoeitelg

Pevuorosidne apfpitida

To Yuflyma ce cuvdvooud pe ) pebotpe€dn evdeixvoton yio:

o ) Oepameio g péTplag Emg coPapng evepyod pevpatogdong apbpitidag oe evilikeg acbeveic,
OTAV 1 AVTOTOKPIOT] GE TPOTOTOUTIKA TNG VOGOV CVTIPEVLOTIKA PAPLOKO, CUUTEPIAAUPOVOUEVTG
g nebotpeldtng, NTOV AVETOPKNG.

o N Oepameio TG GoPapng, EVEPYNS KOl TPOOSEVTIKNAG PEVLOTOES0VG apBpiTIdag o€ EVAMIKES TOV
dev &yovv AdPel mponyovuevn Bepomeio pe puebotpe&dr.

To Yuflyma umopei va yopnyn0ei wg povobepancio og mepintwon dvoavetiog otn pebotpe&dtn 1| dtov 1
ouveéylon g Bepameiog pe pebotpedrn eivorl akatdAAnAn.

To adalimumab éyet amoderydei 611 pewdver tov puOuUd eEEMENG TG apbpiknic PAGPN S, Omwe petpiétal
AKTIVOAOYIKG Ko OTL BEATIOVEL TN AEITOLPYIKY IKAVOTNTA OTOV YOpNYEiTOL 68 GLVOVAGUO pe pebotpeEdrn.



Neavikn 1donadnc apbpitida

LHolvopBpixn veavikn 1010mabng apbpitida

To Yuflyma cg cuvdvaoud pe m pebotpe&dtn evdeikvotar yio tn Bepaneio g evepyol molvapOpikng
veavikng 101o0rabovg apbpitidog o acbeveig nikiag and 2 eTOV TOV 0TOI®V 1) OVINTOKPLIOT GE £V 1
TEPLGGOTEPA TPOTOTOUNTIKA, TNG VOGOL avtipevpatikd eappoaka (DMARDS) givon averapknc. To
Yuflyma propei va yopnyeitol og povobepamneio oty nepintmon dvoavetioc o pebotpe&dn 1 6tav n
ocuvéylon g Bepaneiog pe pebotpeEdtn kpivetan aKaTdAANAN (Y100 TV ATOTEAEGUATIKOTNTA OTY|
povoBepoameio PA. mapdypapo 5.1). To adalimumab dev éxel peletnBei e acbeveic nikiog Kato TV 2
ETAOV.

ApBpitida oyeti{ouevn ue evleaitioa
To Yuflyma gvdeikvotar yio tn Ogpancio g evepyol apbpitidac mov oyetileton pe evheoitida o
acBeveic, nAikiag 6 etV KoL Gvm, 01 0Toiotl ELPavVIovV aVETAPKT| OVTOTOKPIoT 1 OEV AVEXOVTOL TN

ovuPatikn Oepaneio (BA. mapdypogo 5.1).

A&ovikn omovoviapbHpitida

Aykvlomomtiky owovoviitioo (AX)

To Yuflyma gvdeikvotat yio tn Ogpaneia evniikowv acBevav pe copapr| evepyd oryKvAOTOUTIKY
omovOVAITIOO, OTaV 1) AvTOmOKPLoT 6T cuuPatik Oepaneia £xel amoderybel avemapkng.

Alovikn omovovdapOpitido ywpic oKTIVOLOYIKG EVPHULOTO. AYKVAOTOITIKNG GTOVOLAITIONS

To Yuflyma gvdeikvotat yio tn Ogpancio evnrikov acBevav pe copapr| a&ovikn omovdviapBpitida ywpic
OKTIVOAOYIKG EVPNUOTO OYKVAOTOMNTIKNAG OTOVOLAITIONG (AX), 0AAG [LE OVTIKELUEVIKE OMUEi0t QAEYLOVIG
ue avénuévn CRP kovn poyvntikn topoypagio (MRI), mov eiyov averapkn avtomdkpion 1 £xovv
dvoaveéio og U 6TEPOELDN AVTIPAEYLOVDOON @apuaka (MZAD)

Ywplacikn apbpitido

To Yuflyma gvdeikvotat yio tn Ogpaneia g evepyod kat eEgMocOEVNS YoPLOGIKNG apBpitidog o€
eVNAIKeC aoBeveic 0Tav 1 avTamdKkplon og TPonyobUeEVT Depameia Pe TPOTOTOMTIKA TG VOGOV
AVTIPEVUOTIKG PapLOKa ExEL amoderydel avemapkng.

To adalimumab £ygt amoderydei 0t emPpadovel Ty eEEMEN TG PAAPNG TV TEPIPEPIKOV 0pOPDGEDV,
ommg a&loroyeital aKTVOAOYIKG o8 0oeVEIC e GUUUETPIKES TTOALOPOPIKES VITOKATIYOPiEC TG VOooL (PA.
Topaypa@o 5.1) kot 0Tt BeEATUdVEL TN AETTOVPYIKOTNTA.

Yopiaon

To Yuflyma evdeicvotar yio ) Bepameio g péTpilog £0g coPapnc xpoviag yopioons Katd TAGKAS 6
evinAkec aoBeveic o1 omoiot glvar vTOYNPLOL Yot GVoTNUATIKN Bepaneia.

TToudroTpikn yopiaon Kotd TAGKOGS

To Yuflyma evésikvotar yio tn Bepameio g coBapnc xpoviag yopioons Katd TAGKag o€ mondid Kot
gpNPovg amd ™V NAkia TV 4 ETdV 01 070101 ELPAVIGOV AVETAPKN AVIOTOKPION 1} EIVOL OKOTAAATAOL
VTOYNPLOL Yia TomiK Bepaneio Kot pwtobepaneiec.

Awmontikn Wpotadevitida (HS)




To Yuflyma evésikvotar yio tn Bepameio g pétpiag £mg coPapnc evepyod damunTikng 18pmTadeviTIdng
(avaoTtpoeng axung) oe eviihikeg Kot e@novg omd 12 10V e avemapK avIOTOKPLoT 6T GUUPOTIKY
ovotuatiky Oepamneio. yo. tn Sramontikn Wpotadevitide (PAEre mapaypdeovg 5.1 ko 5.2).

Noooc tov Crohn

To Yuflyma evdsikvotar yia ) Bepameio g pétpiloag £mg coPapnc evepyod vocov tov Crohn, o eviiikeg
acbBeveic o1 onoiot dev Eyovv avtamokpifel oe TANPT, Emopkn OepamevTiKng aymyn pe Eva
KOPTIKOGTEPOEIDEG KAUT E VO 0VOGOKOTAGTAATIKO, 1) 01 0Ttoiot £xovv dvcaveéio 1 ovTévoeiln yio
tétoteg Oepameiec,

Hadwotpikh vosoc tov Crohn

To Yuflyma gvdeikvotar yio tn Bepaneio g pétplog émg cofapng evepyov vosov tov Crohn og
TodloTpikovg acbeveic (NAikiag amd 6 eTdV) oL giyav AVETAPKY AVIOTOKPLIOT 6T GLUPATIKY Bepomeio
7oV TEPIAAUPEVEL TPOTOYEVT] SLOTPOPIKT Bepameio Kot EVOL KOPTIKOGTEPOELDES KA/ Eva
0VOGOTPOTOTTOTIKO, 1] TOV £yovv ducovesia 1 avtévoelén yio T€toleg Depameie.

EAkdOnc koAltida,

To Yuflyma gvdeikvotat yio tn Ogpaneia g péTplog Emg cofapng evepyod EAK®E0VG KOMTISNG G€
evnAkes aoBeveic mov giyav avemapkn avtandkpion 6t cvpPartik Bepaneia copneptlopPavopévayv Tov
KOPTIKOGTEPOELSMV Kot Tmwv 6-mercaptopurine (6-MP) 1 alabetonpivng (AZA) 1 o1 omoiot Eyovv
dvoave&io N avtévoelln yia tétoleg Oepomeieg.

[oudrotpikn EAKOONC KOAITION

To Yuflyma evésixvotar yio ) Bepameio g uétpilag £m¢ coPapng evepyod eAkdS0oVE KOATIS0G 68
ool Tpkos aobeveic (MAkiag and 6 eTmdV) oL glyov avemapkn aviandkpion ot cvpuPatikn Bepomeio
CUUTEPIAAUPOVOUEVOV TMV KOPTIKOGTEPOEWDMV T)/Kkat Twv 6-mercaptopurine (6-MP) 1 alabelompivig
(AZA), 1 o1 omoiot £xovv dvcaveio | aviévoelln yio tétoleg Oepamneieg.

Payosditida

To Yuflyma gvdeikvotat yio tn Ogpaneio g un-Aotud@0ovg evAldpeong, omichiog Kat Tovpayoeditidag oe
evnAKec aoBeveic, ol omoiol elyav avemapKY OVTOTOKPIGT GE KOPTIKOGTEPOELDY|, O 0.0OEVELG IOV
AmoITovV GTAdLOKT LElDOT TG 00GNC TOV KOPTIKOGTEPOEWMV, 1| GTOVG 0TTOI0VE OgV Eival KATAAANAN 1
Oepamein e KOPTIKOGTEPOELDT).

Houdotpikn payosditida

To Yuflyma gvdeikvotat yio tn Ogpaneio ¢ Tondlotpikng xpoviag pn-Aoddovg tpdodiag poyoetditidog
o€ aobevelg amd v NAkia TV 2 ETOV TOL €0V OVETOPKT AVTOTOKPLIoN 1) OV AvEXOVTOL T1 GUUPATIKY
Oepaneia | oTOVG OOiOVG 1 CLUPaTIKN Oepameio dev lvar KATAAANAN.

4.2. Aocoloyio Kol TPpOTOG YOPNYNONS

H Bepamneio tov Yuflyma 6a npénet va apyioet ko vo moapoakorovdeitar amd 101KELUEVOVS YIOTPOVG UE
gumepio ot ddyvoon Ko T Ogpaneio vosmv yia Tig omoieg evogikvutar to Yuflyma. O o@Baipiatpot
oVVIOTATOL VO GV PovAEDOVTOL Evay E181KO 10Tpd TTpv TNV évapén g Oepoameiag pe Yuflyma (BA.
napbypapo 4.4). Xtovg aobeveic mov Aappdvouvv Yuflyma Ba mpénetl va diveton n Kapta YrevOouong
Acbevoic.

Metd amd katdAAnin eKmaidevor 6Ty TeXVIKN £veonc, ol acfeveic pmopovv va Kavouyv udvol Toug Tnv
¢veon Yuflyma edv o 10tpdg Toug 10 Kpivel EQIKTO Kol KATM 0o 10Tpikh mapakoAovinomn, eav kpivetat



avayKoio.

Katd ) dudpkeia g Ogpameiog pe Yuflyma, dideg cuyyopnyodueveg Oepameieg (T.). KOPTIKOGTEPOEIDN
K0/ 0VOGOTPOTTOTTOINTIKOL TAPAYOVTES) Bl TpEmeL Vo BEATIGTOTO00VTAL.

Aocoloyia
Pevuarosions apOpitida

H ovviotdpevn 66on Yuflyma otovg evilikeg acbeveic pe pevpotogidn apbpitida eivor 40 mg ada-
limumab yopnyovuevn kabe devtepn efdopdda mg pio epdma 66or e vrodopla Eveon. H peBotpe€dt
Oa mpémel va cvveyileton katd ) didpketo g Oepaneiog pe Yuflyma.

Ta YAVKOKOPTIKOELDT|, TO CUATKVAIKA, TOL LUT) GTEPOELDT AVTIPAEYUOVMOT] PAPUOKO 1] TO AVOAYTTIKA
UITOPOVV VO, GUVEXIGTOVV KaTh T d1dpkela TG Bepameiog pe to Yuflyma. o to cuvdvaoud pe
TPOTOTOUTIKA TG VOGOL OVTIPEVHOTIKE pdppaxa ekTog TG pebotpeEdng, PAéne Tapaypdpovs 4.4 Kot
5.1.

>t povobBepameia, pepikoi aobeveic mov mapovoidlovy petopévn avtamdkpion oto Yuflyma 40 mg kébe
devtepn gPfdopada pmopet va wpeindovv amd o avénon ot docoroyia g téemg tov 40 mg ada-
limumab kdBe efdopada 1 80 mg kabe devtepn efdopdda.

Ta Sra0éc1o, dedopéva VITOSEKVHOLY OTL 1] KAWVIKTY avTaTOKPLoT| EMtTuyydveTal cuvibng péca og 12
ePdoudoeg Oepameiog. H cuvéyion g Oeponeiog mpémel va a&lohoyeital o€ dmotov acbevi dev

AVTOTOKPIVETAL HECO GE OTNV TN XPOVIKT TEPT0DO.

Aroxorh TS 000onS

Mmopei va vap&et avaykn yio. S10K0mn TG dOGNGS, 7Y, TPV amd €YyEipnon 1 €4v Tpokvyel pio coPapn
Aoipmén.

To dbéoua otoryeio vIodNAGVOLY 0Tt 1) emavévapEn Tov adalimumab petd and dwokonr 70 nuepdv 1
TEPLOCOTEPO £lYE MG OmMOTELEG A TO 1510 péyefog KAMVIKNG avTOmOKPIoNG Kol TALPOLOL0 TPOPIA 0CPAAELNG
OT®G TPV od TN SlaKoTN TS dOOTG.

Aykvlomomtiki omovoviitida, aloviky omovovlaplpitida Ywpig arKTivVoAoYIKG EVPHUATA OYKOAOTOINTIKNG
omoviovAitidag (A2) koi wwpiaoikn oplpitido

H ovvietduevn 86om Yuflyma yia acBeveic pe aykvlomomtikn omovévAitida, a&ovikn omovdviapbpitida
yopic aktivoloykd svpruata AX Kot yio acbeveic pe yoplaoikn apbpitide eivar 40 mg adalimumab
Ké0e devtepn gfdopdda wg pio epdmas 66om pe vToddpLa Eveo).

Ta Sra0éco, dedopéva VITOSEIKVHOLY OTL 1] KAWVIKTY avTamOKPLoT emttuyydvetal cuvibng uéca o 12
gPooudoeg Oepameiog. H cuvéyion g Oeponciog mpémel va a&lohoyeital o€ dmotov acbevi dev
AVTOTOKPIVETAL HECH GE QTNV TN XPOVIKT TEPT0DO.

PYwpioon
H ocuvictdpuevn 86om Yuflyma ya evijlikeg aoBeveic eivar pio apyikn d6om tov 80 mg péocm vroddpiog
éveong, axolovBovpevn and 40 mg péow vrodopiag Eveong kdbe devtepn efdopndda, apyilovrag pio

ePOouGda HETA TNV apyLkn dOO.

H ovvéyion g Oepoameiag petd omd 16 efoopadec Oa mpénel vo aloloyeitan TpoceKTIKd K VEOV GE
01010V 0c0eV dEV AVTATOKPIVETUL LEGN GE OLTHV T1| YPOVIKT TTEPI0dO.



ITépav tov 16 gfdopddnv, ot acbeveic pe averapkn avtamdkpion oto Yuflyma 40 mg kébe devtepn
efdopada pmopei va weeAnBovv amd e avénon otn docoroyia og 40 mg ke efdopada 13 80 mg kabe
devtepn efoopada. Ta opédn kat o1 kivovvol g cvveyllopevne efdopadiaiog Oepaneiog twv 40 mg 1 g
Oepaneiog tv 80 mg kdbe devtepn efdopndda tpémet vo emaveeTaloviol TPOGEKTIKA o€ Evav acOevn e
QVETOPKT OVTATOKPLoT, HETA TV avénon tng docoroyiog (BA. mapdypago 5.1). e mepintwon mov
emrevyOel emopkng avroamokpion pe ta 40 mg kabe gfoopdda 1 80 mg kdbe devtepn efdondada, n
docoioyio pumopel 6t cuvéxela vo, petwbei oe 40 mg kdbe devTeEPN EBdoUGD.

Arozontiy 10pwtadevitioo. (avaoTpopn oxun)

To cuvictduevo docoroyikd oynua yo to Yuflyma oe evijhiceg acbeveic pe dromontikn 1dpotadevitido
(HS) givar apyika 160 mg v Huépa 1 (yopnyodueva mg técoepig evéselg v 40 mg ce pia uépa ) g
dvo evéoelg Twv 40 mg avd nuépa ya 6o cvveyeig nuépeg), axorovbodpevo and 80 mg dHo fdopadeg
apyotepa v Huépa 15 (yopnyovpeva g dvo evécelg tov 40 mg o pia nuépa). Avo efdoudadeg
apyotepo (Huépa 29) cvveyiote pe wa d6om tov 40 mg kébe efdopdada 1 80 mg kébe dedtepn efdoudda
(xopmyobpevn mg dvo evéoelg v 40 mg oe pia nuépa). Eqv kpivetat amapaitnto, katd tn didpKeia g
Oepanciog pe Yuflyma propei va ovveyiotei n ypfion avripotikodv. Katd m didpkeia g Oepomeiog pe
Yuflyma o acBeviic cuvictdrtar va ypnoiponolei o kabnuepvi Baon va TomKO OVTIoNTTIKO GOmovv
011G PAEPeg TG dramunTIKNG WPpOTASEVITIONG.

H ovvéyion g Bepameiog petd ) 121 gfdopdda mpénetl va a&loloyeital Tpooektikd og dmotov acbev
dev &yel mapovclioel PEATIOON UEGO GE QLTI TN (POVIKT TEPL0DO.

Y mepintwon dlokomng g Oepaneiog, pmopei va yiver emavévapén e Yuflyma 40 mg ke eBéoudda 1
80 mg ke devtepn fdopdda (BAéne Tapdypapo 5.1).

To 6perog Kkt 0 Kivouvog g cuve Lopevng paxpoypoviag Oepareiog Oa mpémel va a&loloyovvral
nepLodika (PAéne mapdypopo 5.1).

Noaooc rov Crohn

To cuvictduevo 6060L0YIKO oynua etayoyne yio to Yuflyma og evijlikeg acbeveic pe pétpio émg
cofoapn evepyn vocso tov Crohn givan 80 mg v ERdopdda 0, axorovboduevo and 40 mg tnv efdopddo
2. Xty TePInTOOT) OV LIAPYEL 1] AVOYKOLOTNTO Yol (e, T OTEPT ovTamdkplon ot Oeparneia, umopei va
yopnynOet 66om 160 mg v Edopada 0 (xopnyoduevn wg téacepig evéoelg tov 40 mg o pia nuépo i og
dvo evéoelg Tov 40 mg avd nuépa Yo dVOo dladoyIkES NUEPES), akolovBovpevn arnd 80 mg v Efdopdda
2 (xopmyobpevn mg dvo evéoelg twv 40 mg oe pio nuépa), yvopilovtag 6ti o kivduvog ekdOAmong
avemOuNTOV cLUPAVTOVY Eival HeYaADTEPOG KOTA T OLAPKELDL TNE ETOYWYNG.

Metd ) Oeponeia emaymync, n cvvictodpevn 60com gival 40 mg kdbe dedtepn efdopdda pe vTodOpL
éveon. Evalhoktikd, edv évag aobevig €xet dokoyet To Yuflyma ko ta onpeio kot copmtdpata tg
vooov gmavepeoviotovy, To Yuflyma propei vo emavayopnyndei. Yrdapyet jukpn sumeipio yio v
gmovayoprynon uetd amod 8 efdouddeg amd v mponyoduevn doom.

Koatd m didpkela g Oepameiog cuvinpnong, 1o KOPTIKOGTEPOELDN LTOPOVV VO, SIOKOTOVV GTUIIKE LIE
Baon Tic 001 Yiec TG KAMVIKNAG TPOKTIKTG.

Mepikoi acBeveic mov eppavifovy peiopévn kKAviky avioamokpion oto Yuflyma 40 mg kabe 6edtepn
efdopada evdéyetar vo weAnBovv amod o avéEnon g docoroyiag og 40 mg Yuflyma kéfe efdopdda 1
80 mg kabe devTEPN EPSOUADO.

Mepikoi acBeveic mov dev £xovv avtamokpidei uéypt tnv EPdopndda 4 eivar mbavd va enwepeAnbodv amod
1 ovveylopevn Bepaneia cuvtipnong puExpt v eRdoudda 12. H cuvéyion g Bepaneiog npénet va
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a&loroyeital mPooeKTIKG g OTOLOV aGBEVT) OV AVTATOKPIVETOL LEGO GE TNV T1| YPOVIKN TTEPi0d0.
Elxaddng rkolitido.

To cuvictduevo 6060 0Y1KO oyfua etayoync Yo to Yuflyma oe evijlikeg acbeveic pe pétpio émc
coPopn eAkmon koAitida eivar 160 mg v ERdoudda 0 (yopnyovuevo mg téccepig evéoelg towv 40 mg oe
pia nuépa 1 g dvo evéoelg tav 40 mg avd nuépa ya dvo dradoyucég nuépes) kot 80 mg v ERdopdada 2
(xopmyovpueva mg dvo evéoelg twv 40 mg oe pio nuépa). Metd ) Begpomeio ETOYOYNG, 1| CUVIGTOHEVN
d0on givarl 40 mg kabe dedtepm eBdopdda e LTOSOPLO EVEGT).

Koazd ™ dudpreta g Bepaneiog cuvinpnong, n 6001 TV KOPTIKOoTEPOEW MV Umopel va dtakomel
GTOOL0KE, COUPOVA LE TIC KatevBuvTipleg 00NYies TNG KAVIKNG TPAKTIKTS.

Mepikoi acBeveic mov eppavifovy peiopévn kKAviky aviamokpion oto Yuflyma 40 mg kdbe 6dtepn
gfdopddo evdéyetar vo. o@elnBovv and o odvEnomn g docoroyiag og 40 mg Yuflyma kébe eBdopdada
80 mg kabe devTEPN EPdOUGDA.

Ta S100éc10, oTOLYEIR VTOONADGVOLY OTL 1] KAVIKT avTAmOKPLoT EMttuyydvetal cuvnbog uéoa os 2-8
gPfoopddeg Oepomeioc. H Bepancia pe Yuflyma dev Oa npénet va cuveyiotel og acbeveic mov amétuyav vo
avTamoKplBohv g ovTO TO YPOVIKO AT L.

Payoeiditioa

H ovviotdpevn 66om tov Yuflyma yio evijhikeg acbeveig pe payosiditida sivar pio apyky 66om 80 mg,
axolovBobpuevn amd 40 mg kabe devtepn efdopada, apyiCovrog pio efoopdado LeTd TV apyikn dOoT).
Yrapyet mepropiopévn epmeipio atny Evapén Bepanciog pue adalimumab oe povobepomeia. H Oepancio pe
Yuflyma propei va Egkiviioetl o€ GLUVOVAGUO IE KOPTIKOOTEPOELIN KaUT HE GALOVG pUn-BloAoyikong
0VOGOTPOTOTOTIKOVG TopAyovTes. H tantdypovn yopnynon T@v KopTIKOGTEPOEIODV UTOPEL Vo SloKOTEL
OTAOLOKE, COLPOVA LLE TNV KAVIKN TPOKTIKT EEKvaVTaG 000 efdopnadec petd tnv évapén g Beponeiog
pe Yuflyma.

Youviotdtor 0Tt To 6PEAOG Kot 0 Kivouvog NG cuveylLopevns pakpoypoviog Bepanciog Oa tpénetl va
g€etalovtal og etfota Baon (PA. mapdypapo 5.1).

Fidwkoi mAnfucuoi

Hliiwuévor
Agv amoiteitol Tpocoppoyn g 660mG.
Neppixn kou/1 nratiy dvolsitovpyia

To adalimumab dev éxel peletnOei oe avTOV TOV TANOBLGUO 0GOeVDV. Agv pumopovv va Yivouy vodei&elg
Yo, TN doGoloyia.

Toudrorpikdc TAndvoude

Neovikn 101omadng apbpitido

TolvopBpixn veavikn 101omabnc apOpitido omo v nilkio twv 2 10V

H cuvictdpevn 66om tov Yuflyma yia acBeveig pe moivapbpikn veavikn 1d1omabn apbpitida, and tv
nikio tov 2 etdv, emhéyetor fdoet Tov Bhpovg omdporog tov aobevoidc (TTivaka 1). To Yuflyma
yopnyeitarl péow voddpiag Eveong kabe devtepn gfdopddo.
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IMivokog 1. Aéon Yuflyma eg AcOeveig ne IMMolvapOpikn Neaviki) Id1oma0n ApOpitida

Bdpog acBevoig A060L0YIKG oynpa
10 kg uéypr < 30 kg 20 mg kdBe devtepn gfdopada
>30 kg 40 mg kaOe devtepn fdouada

Ta Sr00éc1o, dedopéva LITOSEKVHOLY OTL 1] KAVIKT avTaTOKPLoT| EMtTuyydvetal cuvibmg péca og 12
ePdoudodeg Bepameiog. H ouvéyion g eponeiog mpénel va a&loloyeital TpocekTikd o€ 6molov acbevn
dev avtamokpivetal HECH GE QUTNV TN XPOVIKT TEPT0DO.

Agv vmhpyet oxetikn ypron tov adalimumab cg acBeveic nhikiog kdtm TV 2 €TV Y10 GLTAY TNV EVOEIEN.

ApBpitido oyetiloucvn ue evlsaitioo,

H ovviotdpevn d6om tov Yuflyma yio acBeveig pe apbpitida oyetilopevn pe evheoitido amd v nhikio
TV 6 1oV, emAéyetor Bdoetl tov Papovg cdpatog tov acbevoig (TTivaxa 2). To Yuflyma yopnysiton
Hécm vIodoplag Evéong Kabe devtepr efdopdda.

IMivakog 2. Adon Yuflyma ywo AcOeveig pe ApOpitido Xyetilopevn pe Evleoitido

Bépog ac0evoig A0c60loYIKé oyfpa
15 kg péxpr < 30 kg 20 mg «a0Oe devTepPN Efdopdda
>30 kg 40 mg ke devtepn fdouado

To adalimumab dev £yl pehetnBei oe acbeveic nhikiag katm Tov 6 eTdV pe apbpitida oyxeTilopevn pe
evhecitido.

Ywpraoixn opOpitido kou alovikn orovovloplpitido coumepiloySavousvnc oy omontikic orovovAitiooc

Agv vapyet oyetikn ypnon tov adalimumab oe modiotpikd mAnOvopo Yo Tig evOEi&elg TG
QYKVAOTOMTIKNG OTOVOVAITIONS KoL TNG YMPLUGIKNG opOpitidag.

Houdiozpikn wowploon KoTa TAGKOC

H ovviotdpevn d6on Yuflyma yuo acOeveic pe yopioon katd nidkoc, nhikiog 4 éog 17 etdv, emiéyston
Baoet Tov Bapovg cduatog Tov acbevong (Iivaxa 3). To Yuflyma yopnyeitotl péom vroddpiog éveong.

IMivaxog 3. Aden Yuflyma ywo IMowdretpikovg AcOeveig pe Yopiaon koatd IMidxkog

Béapog a60gvoig A0c60LoYIKé oyfpa

Apykn| d6om 20 mg,axorovBolpevn and
15 kg uéypr < 30 kg 40 mg kabs devtepn efdopado EeKvavTog
pio Boopdado Letd tnv apyikr d0o

Apyixn 06om 40 mg,axoiovfoduevn amd
> 30 kg 40 mg kaOe devTEPN ERdopdda EeKvmvTag
pio foopdda petd tnv apykn d0om




H ovvéyion ¢ Bepaneiog petd v 16m efoopdda tpénetl va akloloyeitor TpooekTIKA 6€ dolov acbevi
dgV avTamoKpiveTal HECH GE TNV TN XPOVIKT TEPT0DO.

Y mepintwon mov gvdeikvutan emavainymn g Oegpaneiog pe adalimumab, npémet va akolovBovvtar ot
AVOTEP® GUOTAGCELS GYETIKA [LE T d0G0A0Yia Kot T didpkela TG Bepameiag.

H aopdreia tov adalimumab ce noudiatpikong acbeveic pe yopioon kotd mhdkag Exet a&loroynel yia
éva péco ddotnua 13 unvaov.

Agv vapyet oyetikn ypnon tov adalimumab og modid nhikiog kéto® TV 4 £TOV, Yo VTHY TV EVOEIEN.
Eonpixi dramonuixny idpwrtoadevitioa (amd 12 etwv, fapovs tovlayiorov 30 Kg)

Agv vmbpyovv kKAwvikég peréteg pe to adalimumab oe épnpoug acbeveic pe dramontikn 1poTadevitido
(HS). H docolroyia tov adalimumab cg avtodc Toug aobeveig et kabopiotei pe Paon EoppUaKOKIVITIKG

povtéla, kot Tpocopoinon (BA. mapdypagpo 5.2).

H ovvietduevn 66om tov Yuflyma givar 80 mg v Epdopdda 0, axorovBodueva and 40 mg kabe
devtepn efdopada Eekvavtog v ERSopdda 1 pécm vmoddpiag Eveong.

Y& gpnPovg aobeveic pe avemapkn avrandkpion o Yuflyma 40 mg kéOe devtepn efdopdda, pmopei va
g€etacbel pa avénon g docoroyiag oe 40 mg ke efoopada 1 80 mg kabe devtepn efdoudda.

Edv kpiveton omapaitnro, kotd t didpketo g Oepanciog pe Yuflyma propei va cuveyiobei n yprion
avtiprotikav. Katd ) dudpkeia g Oegpameiog pe Yuflyma o acbeviic cuviotdrar va ypnoyonotei o€

KaOnpepivn Pdon Eva Tomikd avTIoNTTIKO camodvl oTic PAAPES TNG SOTLNTIKNG WOPOTASEVITIONGC.

H ovvéyion g Bepameiag petd ™ 121 efdopdda mpénet vo aloAoyeital TPOGEKTIKA GE OTOLOV 0GOEVT
dev €yl mapovctioel PEATIOON LEGH GE QLTI TN (POVIKT TTEPL0O.

Y mepintoon dlokomng g Oepaneiog, propei va yiver emavévapén ue Yuflyma avéroya ue v
mEPIMTOOT).

To 6pelog Kkt 0 Kivduvog tng cuvexLopevns pakpoypoviag Bepaneiog npénet va enavetetdleton
nePLodIKa (PAEne dedopévo evhikmv otny Topdypapo 5.1)

Agv vmbpyet oyetikn ypron tov adalimumab og Toudid nhikiog kéto tov 12 etdv yio. avthy TV £voelén.
Houdiazpixn véoog tov Crohn

H ovviotdpevn d6on Yuflyma yuo acOeveic vooo tov Crohn, nhikiog 6 émwg 17 etdv, emdéyeton fdoet Tov
Bapovc ohpatog tov acbevoig (Tlivaxa 4). To Yuflyma yopnysitor péom vroddpiog éveong.

IMivaxkag 4. Aéen Tov adalimumab yw Mowdratprkods AcBeveic pe voso tov Crohn

Adon cvvtipnong
Bapog acOevoig Abon emayoyng pe évapén v
Epoopdada 4

<40 kg e 40 mg v EBdopnada 0 xar 20 mg v Edopdda 2 20 mg ka devtepn

gBdoudoa

2NV TEPIMTM®OT TOL VITAPYEL 1] AVAYKN Y100 L0,




TayOTEPN avtamokpion ot Bepaneia, yvopilovrog 0Tt
0 kivduvog exkdNnAmaong averBounTev coppdviov
umopel va glvar PEYOADTEPOG LE TN XPNOT LEYOADTEPG
d00M¢ emaymyngc, puropel va ypnoomondei n
TOPUKAT® d6oN:

e 80 mg v EBdopada 0 ko 40 mg tnv EBdopdda 2

> 40 kg e 80 mg v EBSoudda 0 xar 40 mg tv EBSouéda 2 40 mg ka0
devTePN fdopdda
2NV TEPITTMOT TOL VILAPYEL 1] AVAYKN Y10 LLLOL
Tay0TEPN AvTaTOKploT 6t Bepaneia, yvopiloviag
0T 0 Kivouvog eKdNA®ONG avemBuunTov

cupupdvtov pmopel va givon peyaAdtepog e

PO HEYOADTEPNG OOOTG EMAYMOYT|S, UmOpEl val
ypnoomron el  mopakdto do6on:

e 160 mg v EBdouada 0 ka1 80 mg v EBdoudda 2

Ot acBeveic mov gpeoviovy avemopKr avtamoOkplon evoEETOL Vo ®PEANB0VY amtd pia ovénom g
docoroyiag:

o < 40 kg: 20 mg kabe efdopddo
o = 40 kg: 40 mg ke efdopdda 1} 80 myg kabe dvtepn fdopdda

H ovvéyion tng Bepaneiog og évav acBevr| mov dev €xel avramokpBel puéypt v efdondda 12 mpémetl va
a&loloyeital TPOGEKTIKA.

Agv vapyel oyetikn ypnon tov adalimumab og madid nhikiog kdto TV 6 TV Y100 avTAY TV EVOEEN.
Touoopikn eAkwong koAitioo,

H cvviotodpevn 6601 tov Yuflyma yio acbeveic and 6 £wc 17 etdv pe eAkdon KoAitida
eméyetar Bacetl Tov Papovg codpotog tov acbevoig (IMivaka 5). To Yuflyma yopnyeitar péow

VTOOOPLOG EVECTC.

IMivaxog 5. Aoen Yuflyma ywo Howdrarpikodc AcOeveic ne EAxdon Kolitida

. , Adon Xvvtipnong
Ba{’: ge):(ou,a‘rog Aoon Erayoyng EEKIVOVTOG TNV
ovEvoS EBdopada 4*
<40 kg * 80 mg v EBdopdda 0 (yopnyodpeva g dvo| ¢ 40 mg kabe
evéoelg tov 40 mg o pio nuépa) Kot devtepn gfdopdoa
* 40 mg v EBdopdda 2 (yopnyodpeva mg pio
éveon tov 40 mg)
> 40 kg » 160 mg v EBdoudda O (xopnyodueva g * 80 mg «déOe
1é60ep1g evéoelg Tov 40 mg e pia nuépa n devtepn gfdopdoa
oo evéoelc tov 40 mg ava nuépa yio dvo
SradoyKéG NMUEPEG) Ko
* 80 mg v EBdoudda 2 (yopnyodueva mg d0Vo
evéoelg tov 40 mg og pio nuépa)

* O maudratpioi acBeveic mov yivovton 18 etdv evéd Aappavouvy 1o Yuflyma a mpémet v
ocuveyilovv TN GVVIGTOLEVN SOCT] GLVINPTONG TOL TOVG EXEL CLVTAYOYPAPNOEL.
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H ovvéyion g Beponeiog mépav Tov 8 efdouddmv Ba tpénet va aEloloyeitol TPOGEKTIKE GE
acOevelg Tov dev emdEKVOOLY oNpeinl aVTOTOKPIONG KATA TN SIEPKELD VTG TNG YPOVIKNG
TEPLOOOV.

Agv vrapyetl oyetikn ypnomn tov adalimumab oe Taudid nAikiog KGto TV 6 £TOV Yo AVTAY TV
évoeiln.

Houdiazpixn payoeiditioa
H ovviotdpevn d6on Yuflyma yuo moudiatpicong acbeveis pe payoetditida, and v niikio 2 1oV,
emAéyeton faoet Tov Papovg copatog Tov acbevovg (ITivakag 6). To Yuflyma yopnyeitol péow

VTOSOPLOG EVECTC.

Yy modlaTpikn payogditida, dgv vdpyel Tponyobuevn euneipia ot Oepameio pe adalimumab yopic
Oepaneio oe cuvovooud pe pebotpe&da.

IMivakog 6. Adon Yuflyma ywo Iodretpikovg AcOeveig pe Payosiditida

Bdapog acBevoig A0G0LOYIKO GYNpa
20 mg ke devTepN efdoudda o
< 30 kg . .
ouvdvacud pe pebotpesdn
> 30 kg 40 mg kd0e devtepn efdopdda o

ouvovooud e pebotpeédn

Kata v évapén g Oepanciog pe Yuflyma, pmopei va yopnynbei i d6om epddov 40 mg oe acbeveic <
30 kg 11 80 mg o¢ acbeveic > 30 kg pia efdopddo mpv amd v Evapén g Oepaneiog cuvtipnone. Agv
VIAPYOLY SLOOLGIHO KAMVIKA EG0LUEVE, GYETIKA L TN Yp1omn TS 80ong epddov Tov adalimumab oe madid
niiag < 6 etdv (BAéne Tapdypago 5.2).

Agv vapyet oyetikn ypnon tov adalimumab og Toudid nhikiog katow TV 2 £TOV Y100 a0 T TNV EVOEEN.

Youviotdtor 0Tt To 6PEAOG Kot 0 Kivouvog NG cuveylLopevns pakpoypoviog Bepamneiog Oo tpénetl va
g€etalovtal og etota Paon (PAéne mopdypogo 5.1).

Tpomog yopnynong

To Yuflyma yopnyeitar pe vrodopia éveon.

[TApeig 0dnyieg ypHong Tapéyovial 6To GOUAAO 0dNYIOV XPHONG.

To Yuflyma dwotibeton kat 0e GALEG TEPIEKTIKOTNTEG KOL LOPPEG.

4.3. Avtevositag

YrepevoioOnoio 61 dpactikn ovoia 1| 6€ KAmo10 amd To £KO0Y0 TOV AVaPEPOVTOL STV TTapdypapo 6.1.

Evepydg oupotioon 1 ahieg coPapég Aouméelc, Ommg ony Kot vkalplokec Aotudéels (BAéne
napbypapo 4.4).

Mérpro. ém¢ coPapn kapdiakn averndpkeio (NYHA class HI/1V) (BAéne mopdypago 4.4).
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4.4, E10kég TPOEIOOTOUGELS KOl TPOPVAGEELS KATA TN Y p1ion

IyynAacotnta

[pokeyévou va Pertiobdel n yyvnAaottdtta TV BLOAOYIKGOV QOPUIKEVTIKOV TPOIOVIMV, TPETEL VA
KOTOYPAQETOL LLE GOPTVELX T OVOLLOGTO KO O aptBog TapTidas TOV GUPUAKEVTIKOD TPOIOVTOG TOL
yopnyeitat.

Aoydéeig

AocBeveig mov Aappdvouv TNF-avtaymviotég eivon mepiocotepo gvaicbntol oe coPapéc Aoudéers. H
SdaTapayn TG TVELUOVIKTG Agttovpyiog evOgyeTol va ovénacet tov kivouvo gppdviong Aotpuméemv. Ot
acBeveic Oo Tpémel oG ek TOVTOL, VO, TOPOKOAOLOOVVTUL TPOGEKTIKG Y10, AOIUMEELS,
GUUTEPIAQUPOVOUEVIS TG PVUOTI®ONG, TPV, KOTA TN StdpKeto kat petd ) Bepamneio pe Yuflyma. Eneidn
N amofoin tov adalimumab pmopei va dropkécet péypt Ko TE6oEPIS PVES, 1| TopakoAovONon Oa Ttpémet
VO GLUVEYIOTEL GT1 O1APKELN AVTHG TNE TEPLOOOL.

H Bgpancio pe to Yuflyma de Oa mpénet va Egxiviogt o aoBeveic e evepyég AoUDEELS
GUUTEPTAAUPOVOUEV®VY TOV XPOVIOV 1| TOTIKOV AOIUDEEMV, HEXPIS OTOV O AOUMDEELS TeBoVY LG EAeyyO.
Xe aoBeveig mov Eyovv ektebel oe puuatioon kot acBeveic mov Ta&ideyav og TEPLOYES LYNAOD KIVIVVOL
Y0 QUUOTIOOT 1} EVONUKEG LUK TIAGEL OTOC IGTOTAGGLLMOGT], KOKKIOLOEWOOULKNTIOoT 1)
Brootopvknticon O tpémel va AapPdvetar vroyn o kivouvog kat o opéAN ¢ Bepanciag pe Yuflyma
npv amd TV Evopén g ayoyns (BAére Aowrés Evkouprakes Loualeig).

O1 aoBeveic Tov avortiocovy o véa Aoipmén evd vrofdilovial og Oegpomeio pe Yuflyma 0o mpénel va
TOPOKOAOLOOVVTAL TPOCEKTIKG Kol Vo vITofdiioviat oe TANpn dwyveootikn a&loAdynon. H xoprynon tov
Yuflyma 6a mtpénel va daxomei edv o acbevig eppavicet pa véa coPapn Aoipmén 1 onyn kot Oa Tpénet
va yivetal évapén T KaTEAANANG avTYKpoBlokng 1 aVTILVKNTIOCIKNG 0y®YNG HEYXPLS OTOV 1 Aoipmén
te0ei Vo Eleyyo. Ot yuatpoi Ba Tpénetl va givon mpooektikoi otav eEgtalovv ) xpron tov Yuflyma og
acBeveic pe éva 16ToptKo LTOTPOTIALOVGAG AOTUMENG 1) LE TPOVTAPYOVGES KATAGTAGELS TOV EVOEYETAL VAL
TPod1BETOLY TOVG 0IeOEVEIS Y100 LOUMDEELS, GLUTEPTAAUPBAVOUEVIC TG XPNOTG GVYYXOPNYOVUEVOY
OLVOGOKOTAGTOATIKMY QUPUAK®V.

2ofapéc Lowuamleis

YoBapéc Lopméelg, copmeptropuavopévne g oNYng A0Ym BokTnplok®dv, LokoBaKTnplak®my, dnonTikov
LUKNTIOICIK®V, TOPAGITIK®V, 10YEVAV 1) GAADV EVKUPLOKOV AOIUOEEMVY, OT®G 1| MoTEPI®OT, 1|
AEYIOVEAL®OT KoL 1) TVELIOVOKDGTH £x0vv avapepbel ot acbeveic mov Aaufdvovv adalimumab.

Aleg coPapéc Aouméelg mov mapotnpnonkay e KAvikéG dokuég mepthapufdvovy Tvevuovia,
moeloveppitida, onmtikn apbpitida kKot onyopio. Exovv avaeepbel oyetilopeves pe Aoumelg
TEPMTOCELG VOonAeiag 1 mEPIOTATIKA e BavaTneopa EkPao.

Douatiooon

dupatioon, TepAapuBovouévig ETOVEVEPYOTOINGTG KOl TPOTOEUPAVICOUEVTIC PUUOTIOONG, £XEL
avoeepbel og acbeveic mov AapPdvovv adalimumab. Ot avaeopég meprapPdvovv tepioTaTiKa
TVELUOVIKNG KOl EEMTVEVUOVIKNG (7). KEYPOEDOVC) GLUATIOOTG.

TIpw amd v évapén g Oepaneiag pe Yuflyma, 6lot ot acBeveig Oa mpénet va aloloynbovv tdéoo yia
gvepyd 660 Kot avevepyod («AavBdvovoar) euuatioon. H a&lioldynon avtr Oa npénel va nepilapfaver
AEMTOUEPT] LOTPIKT EKTIUNGT] TOV IGTOPIKOL PLUATIOONS TV acBevdv 1 Thavi tponyovpevn ékbeor oe
dropa pe evepyd QLUATIOGCT KOL TTPOTYOVUEVT] KOU/T TPEYOVOE, AVOGOKATAGTAATIKY Oepameia. Ot
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KATAAANAOL EAeYYOL (T.). dEPLATIKT OOKIUAGTN QLLTIVIG Kot aKkTvoypagio Bdpakog) Oa mpémel va
dtevepynBovv og GAovG ToVg aoBeVeiG (01 TOMIKES 001 Yieg Wmopel va ePaprocBovv). XvvieTdTol vo
KatoypaeeTon 1 S1e&ayyn Kol To 0ToTEAECUATO AVT®V TV e&gTdoenv oty Kdapta YaevOduong
Acbevoic. Ocot cuvtayoypaeoby Ba Tpémel va AapuPavouy VoYY Tovg ToV KivOuvo YELOME 0pVNTIKOD
AmOTELEGLOTOG TG OEPUATIKNG dOKIHaGiaG puuativng, £101Kd 6ToVg GoPapd VOGOVUVTEG 1] GTOVG
0VOGOKOTAGTOAUEVOVS 0oBeVEiS.

Ye mepintwon didyvoong evepyol puuatioong o 0o mpémet va apyicet n Oepancio pe Yuflyma (BAéne
nopaypago 4.3).

e OMEG TIC AAAEG TEPIMTMOGELG O1 OTOIEC TEPTYPAPOVTUL TOPUKAT®, Oa Tpémet vo e&eTaleTol TPOGEKTIKA O
AOY0g opérovc/acpdietas g Bepaneiog.

Edv vrapyet vroyia yio AavOdvovoa gupotioon, Ba tpénet vo (noel cupfovin amd yiatpd pe epmepio
o™ PLUATIOGC.

Edv d1ayvocei LavBdavovoa pupatioon, mpémetl vo EeKivioel KOTAAANAN Oepameio e QVTIQUUATIKY
TPOPLAAKTIKY aywyn Tptv amd v Evapén tov Yuflyma kot cOupova pe Tig Tomkeg 0dnyies.

H ypnon g avtipupatikng tpopuiaktikng Oepaneiog o npénel, eniong, va egtactel mpy v Evapén
tov Yuflyma oe acfeveig pe moAlamhong 1 oNUavTIKoOg Tapdyovteg Kivdvou Yo pUUATI®GT, aKOUn Kot
€4V £0VV aPVNTIKN SOKIUAGIO Y10, QUUOTIOON Kol 6€ 00OEVEIS e TOMO 16TOPIKO AavOAvovoag 1 Evepyov
oLUaTIOONS, 6TOVG 0Tolovg dev pmopet va emPeParwdei n enapkng Oepamneio.

[Mopd v TpoeLAakTIKY Oepameia Yo QUUOTIOON, TEPIMTOCEIS ETOVEVEPYOTOINOTG PLLOTIMOTG EYOVV
avapepOei o€ acbeveic Tov AduPavav Oeponeio pe adalimumab. Mepkoi acOeveic ot omoiot £xovv
Bepamnevtel pe emTuyia Yo evepyo eupotioon &xovv avartiéetl Eovd eupotioon Katd T StdpKeLd TG
Oepameiog Tovg pe adalimumab.

Ot acBeveic Oo Tpémel va AaPovv 0dnyieg vo Kataphyovy G TPk GUUBOVAT €4V TPOKHYOUV
ONUEI/CUUTTOUOTA TOV UTOPEL VO LTOONA®VOLY AOTU®EN amd pupatioon (w.y. enipovog fyas, eLokn
advvopio/amdAglo BApovg, YOUNAOS TUPETOS, VOBPOTNTA) KOTA TN didpKeld 1| LETA TN Oepameia pe TO
Yuflyma.

Aleg evkouprarcés Lolumlels

Evkaiprokéc Aotudéetg, oopmepthapifavouévey Sindntik®@v HoKNTINoIKOV AoU®EE@Y Exovv Tapatnpn el
og acbeveic mov Aappdavovv adalimumab. Avtéc ot AowdEeig dev avayvopilovtal GLETNUATIKG GE
acBeveic mov Aappdvouy TNF-avtaywviotég Kot autd £xel cLVIEAECEL GE KOBVOTEPNOELS OTI KATOAANAN
Oepaneia, pe amotéleoua kamoleg Popég va Exovv Bavatneopa EkPaon.

INo acBeveic mov avortdccovy onpeio Kot GCUUTTAONOTO OTOS TVPETO, KOKOLYIA, aTdAE fAPOVG,
EQOPAOOELS, Pya, dSVGTVOLN KO/ TVELHOVIKA dtnOnpata 1| GALEG coPapé cuGTNUOTIKEG achéveleg Le 1)
Yopic Tavtoypovn KatamAinéia, 0o Tpénel va vdpyel vToyia Yo SNONTIKY LoKN TG TKN AoTmEn Kot 1
yopnynon tov Yuflyma 0o wpénel va daxdmtetan dpeoa. H didyvmon kot 1 xopnynon UmEPIKNG
AVTILVKNTIOCIKNG Ogpaneiog 6tovg acbeveic avtovg Oa mpémel va yivetal 6e cuVEVVONGT UE 1TPO E101KO
oV mepifaiym acbevav pe dmbntucés poknTactkés AoumEelc.

Enoavevepyoroinon Hratitidac B

Enravevepyonoinomn g nratitidag B éxel mpoxdyel og acbeveic mov Aappdvouv TNF-avtayoviot)
ovuneptiapBavousvov tov adalimumab, ot omoiot givar xpoviot Popeic Tov 100 (7., avVTLyOVO EmPavEiag
OeT1k0). Mepucéc meputtmaoelg siyav Oavammedpa ExPacn. Ot acbeveig Oa mpénet va, eEléyyovtar yio
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Loipmén and 16 nratitdag B mpwv v évapén g Oepaneiog pe Yuflyma. T tovg aoBeveic mov givar
Oetikol otov €leyyo Yo Aoiuwén and nratitda B, cuvietdton vo cupoviedovtol Eva yatpod Le eumelpio
ot Oepaneio T Nrotitidog B.

O1 @opeic Tov 100 ¢ Nratitidag B ot omoiot amartodv Oepameio pe Yuflyma Oa mpémnet va
TOPOKOAOLOOVVTAL GTEVA Y10 GNUELN KOl GUUTTOUATA EVEPYOL AOTH®ENS amtd 16 nratitidag B katd
duapkela tng Bepameiog Kot yio apkeTovg Uveg PHETA T ANEN ¢ Bepaneiag. Agv vdpyovv dabéciua
enopkn dedopéva amd ) Bepaneio acBevav ot omoiot etvar popeic Tov 100 ¢ Nratitdog B kot
Aappdavouv avtukn Bepaneia oe cuvdvacuod pe TNF-avtayovioty, dote va epmodicovy v
EMOVEVEPYOTTOINGT TOV 100 NG Nratitdag B. Xe acbeveic mov gpeavilovv emavevepyonoinom tov 100 g
nrozitdag B, o wpémel va dtakomel to Yuflyma kot va yivel évopén Le amoTEAEGHOTIKTY VTILKT
Bepamneia pe KatdAAnin vrootnpiktiky Bepamneia.

Nevporoyika TEPLETATIKG,

Ot TNF-avtaymviotég, cvumeptiapfavopévov tov adalimumab, éxovv cvoyetichei o€ omavieg
TEPIMTMOGELG UE TNV EUPAVION T TNV ETMOEIVOON KAVIKOV GUUTTOUATOV KOUT AKTIVOLOYIKOV ELPTLATOV
OTOUVEAVATIKTG VOGO TOL KEVIPIKOD VELPIKOD GUGTHILOTOS GUUTEPIAAUPAVOLEVIG TG CKANPLVGTG
KOTO TAAKOG KO TNG OTTIKNG VEVPITIONG, KOl TEPLPEPIKTG OMOUVEAVOTIKNG VOGOU GUUTEPIAAUPAVOUEVOL
0V cvvdpduov Guillain-Barré. Armatteital Tpocoyf and 66oVE GLVTAYOYPUPOVY OTAV TPOKELTOL VO,
yopnynoovv to Yuflyma og acBeveic pe npovmapyovca 1 pe TpdGQATN EKINANMGCT ATOUVELVOTIKOV
SlTapay®V TOV KEVIPLKOD 1] TEPLPEPIKOV VEVPIKOV GUGTNLUATOG. L€ TEPIMTOOT) OV avorTuyOet
0mOLdNTTOTE OO CVTEC TIG draTaporyég mpémet va. eEetaletal 0 evdeyduevo dakomnc tov Yuflyma.
Yrépyel o yvoot cLeYETION HETOED TNG EVOIAUESNC POYOELIITIONG KO TMV OOUVEAMVOTIKOY
SlTapayY®V TOV KEVIPLKOD VELPIKOV GUOTNUATOS. X& 000EVEIS e UN-AOUDIT EVOLAUEST POryOEdITION
TPENEL VOL YIVETAL VEVPOAOYIKT eKTiUnon tpv amd v évapén g Bepanciog pe Yuflyma kon taxtikd kotd
T Sudpxreta g Oepameiag yio v a&loAdyNoN TPO-VTOPYOVGMY 1} VIO AVATTUEN OTOUVEAVOTIKOV
SLTOPAYDV TOV KEVIPIKOD VEVPIKOD GUGTHUATOG.

AM\epyéc ovTOpaGELC

Katd ™ didpkeia tov KAWIKOV doKiumdv o1 coPapéc oAlepyikés avtidphoelg mov oyetilovtal pe to ada-
limumab fjtav omdviec. Mn coPapéc airepyikés aviidpdoeig oyetiloueveg pe to adalimumab ftav oyt
GLYVEC KOTE TN O1APKELN TOV KMVIKOV SOKIHMV. Avapopég GoPapdv aALEPYIKOV aVTIOPAGEDY
CUUTEPIAAUPOVOUEVTS KOt TG avapLAEiag £xovy TpokOyeL petd t yopryynon adalimumab. Edv
TPOKDYEL OVOLPUAOKTIKY ovTidpaon 1 GAAN cofapn odlepyikn avtidpacn, | xopnynon tov Yuflyma
pEneL va, Stakomel AUES®G Kol va EEKIVIOEL 1] KOTAAANAN Oepameio.

AvVOGOKOTOGTOAN

Ye o perétn 64 aobevav pe pevpatogdn apbpitida otovg omoiovg yopnynOnke to adalimumab, dev
mapoTnPRNnKe KaTaoToA TNG VIEPELaIcONGiag EXPPASVLVOUEVOD TUTTOV, UEIMON TV EMTESWDV
avococPalpivng 1 ahdayn otov apduod tov evepyorontikav T-, B-, NK kvttapov, tov
LOVOKVTTAP@V/HLOKPOPAY®V Kol TOV OVOETEPOPIADV.

Koaxon0eiec ko Aep@oinepmlaotikéc dtotapoy£c

211¢ eheyydueveg ouddeg KAvikav dokiudv pe TNF-aviayovieté, neplocdtepeg mepmt®cel; Kokon0gag
GUUTEPTAAUPOVOUEVOL KO TOV AEUPOUATOG £xovv Ttopatnpn el petadd acbevav mov Aapupavovy TNF-
AVTOYOVIOTEG GLUYKPLTIKA e Toug paptupes. [lapdra avtd, 1 cuxvotTnTa ELPAVIONS NTOV GTTAvio. MeTd
v KuKhogopia, £xovv avapepbel Teputtdoelg Aevyaiog o acbeveic mov Elafoav Oepomeio pe TNF-
avToyoviot. Yadpyet avénpuévog kivouvog avamtuéng Aepedpotog Kot Asvyopiog o acheveic e
PELLOTOELDN apOpiTIda TAGYOVTIES OO XPOVIA, VYNANG EVEPYOTNTAS, PAEYLOVADON VOGO, TO 0010
TEPMAEKEL TNV aE0AOYN O™ TOV KIvdUvoL. Me v Tapovod yvdor, dev UTopel va amokAEloTel mOovog

14



Kivouvog avamTuéng AeP®UOTOG, AeLYoiag Kot GAAOV KakonBelidv o acbeveig mov Toug yopnyeiton
Oepancio pe TNF-avtayoviot.

Metd v xukhoeopia, kKokoneleg, peptkéc Bavatneopeg, Exovv avapepbei oe madid, eprfovg kot
veapovg evihikeg (Mhikiog £mg 22 etav) mov Elofoav Bepancio pe TNF-aviayovictés (Evapén Bepansiog
og nukia < 18 1dv), cvpneprapPavouévov tov adalimumab. To Huov mepinov TV TEpITTOOoEDV fTOV
Aeppopata. Ot GALEG TEPITTOOCELS AVTITPOCHTEVAY [0, TOIKIAO SLOPOPETIKOV KOKONOEIDV KOl
ocoumepleAdpfovay omhvieg kakondelec cuvOmG CLVOIEOUEVES [Le OVOGOKATAGTOAY. Agv umopel va
amokAeloTel 0 Kivouvog yia avamtuén kakonfeidv og modd Kot eprjfovg mov Elafav Bepaneio pe TNF-
OVTOYOVIOTEC,

Metd v kukhogopia Exovv tavtomombel omavieg nepittdoeig nratoomAnvikod T-cell Aeppdpatog og
acbeveig 6Tovg omoiovg yopnynOnke adalimumab. Avtog o ordviog Tomog T-cell Aeppmpotog Exel TOAD
emBetikn mopeia kot lvatl cuviBmg Bovatneopog. Kdamoteg amd avtés 11 mepmtdoels NratoomAnvikoy T-
cell Aeppdpotog £xovv TpokdyeL og veapoc evilikes acbeveilc atovg omoiovg yopnyeital adalimumab
TavTdypova e alabelonpivn N 6-pepkamtonovpiv Yoo QAEYUOVMDOT VOOT|LOTA TOV EVIEPOV. O duVNTIKOG
Kivduvog pe tov ouvdvacpd alabsionpivng 1 6-pepkomtomovpivn kar Yuflyma 6o npénet va e€etaotel
TPOCEKTIKG. Agv pmopel va amokAglotel o Kivouvog avamtuéng nratocminvikod T-cell Aeppdpatog o€
acbeveic oTovg omoiovg yopnynnke Yuflyma (BAéne mapdypago 4.8).

Agv &povv mpaypotonombel pelétec mov mepédafov acbeveig pe 16topikd kakondelog M pe acbeveic
otovg omoiovg 1 Bepaneia pe adalimumab cvveyiletor mapd v avamtvén kakonOeiag. I'a oo,

anorteitat wiaitepn mpoooyr| katd ™ xopnynon Yuflyma ce avtodc toug acbeveic (BAEme mapdypapo
4.8).

Olot o1 acBeveig Ko 1Waitepa o1 acBeVEiS e 1OTPIKO 1GTOPIKO EKTETAUEVG OVOCOKOTAGTAUATIKNG
Oepaneiog N o1 acBeveic pe yopioon kot pe wotopikd Bepameiog pe PUVA Ba mpénet va e&gtalovton yio
Vv Omopén Un LEAOVOUATIKOD KOpKIVOD TOV dEPUATOG TPV Kol KATd TN O1dpKeL TG Oepameiog pe
Yuflyma. Meldvopa kot kapkivopa ek kottdpov Merkel (Merkel cell carcinoma) éyovv emiong
avapepOei o€ acbeveic mov Elafav Oepancia pe TNF-avtaywviotéc coumepiiapfavouévoo tov ada-
limumab (BAéne mapdypago 4.8).

Ye pio gpeuvnTikn KAMvIKY dokiun, 1 omoia a&loroyei t xprion evog alhov TNF-avtayoviet, tov inflixi-
mab, og acOeveic pe pétpro émg cofapn yPOVIa ATOPPUKTIKN TVELUOVIKY VOG0 (XATT), £xovv avapepOel
TEPLoCOTEPEG KOKONOELES, KLPIMG GTOV TVEDLOVA 1| GTIV KEPOAT KOl GTOV TPAUYNAO, GTOVE 000EVELg TOV
AapBavav infliximab cuykprrikd pe tovg paptopes. Olot ot acheveig iyov 16TOPIKO GLYVOL KATVIGUOTOC.
Emopévog, Ba mpénet va 600l 101aitepn mpocoyn, dtav ypnoponoteitar omotooonmote TNF-
avtayoviotc og XAIl acleveic, Onwg emiong kot o€ acbeveig pe avénuévo kivévvo yia kakonoeia
eEautiag Tov oLYVOV KOTVIGHOTOC.

Me Bdon ta tpéxovta dedopéva dev givat yvmoto av 1 Bepancio pe adalimumab exnpedalet tov kivovvo
v avamtuén duomhaciog 1 Kapkivov tov Tayéog eviépov. OAot o1 acBeveic pe eEAkmMON KOAITIOO TOV
SraTpéyovv avénuévo kivouvo yia SvoTAacio 1| Kapkivo ToL Tay£og eviépov (Yo mapddetypa, acteveic pe
UOKPOYPOVIL, EAKMON KOAiTIO0 1 Tp@TOTAOT GKANPUVTIKN YoAayYEUTION) 1 01 0TOi0L ElY 0V TPONYOVUEVO
16TOPIKO OVOTANGING 1) KOpKiVOo ToL Toy€og eviépov Ba mpémetl va e€etdlovtan yio Suomiacio ovd
TOKTA YPOVIKA dtooTpaTe, TPy TN Ogpameio kKot kad' OAN v mopeia g vooov tovg. H a&loddynon avty
0o Tpémel va meprlapfavel kohovookOmnon kot Proyieg cOUPOVA LE TIC TOTIKEG 00N Yies.

Ayotohoyikéc avTdpAoELg

"Exovv avapepbel onaviec TEPITTOOELS TOVKVTTAPOTEVING, CUUTEPIAAUPAVOUEVIC KOL TG OTAOGTIKNG
avolpiog Katd tn yopnynon aviayoviot®v tov TNF. Avemfdpuntoa coppdvta tov apomointikod
GUOTAIOTOC, CUUTEPTAOUBOVOUEVIC TNG LTPIKE CIUAVTIKNG KuTTapomteviag (m.y. Opouponevia,
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Aevkomevia) &xovv avagepbei pe To adalimumab. Olot o1 acBeveic Oa Tpénet va evnuepdvovton GoTE Vo,
ava{ntnoovy GpecN WTPIKY VITOGTAPIEN €4V ELEAVICOVY OTUELD KOl CUUTTMOUATO VITOTTO, Y10 OLOKPOGIN
TOV OiIOTOC (.Y, EMUEVOV TVUPETOG, LDAMTEG, OUOpPAYic, @YPOTNTO) EVD TOVG £xel xopnyndei Yuflyma.
Awaxonn g Oepomeiog pe Yuflyma 0a npénet va e€etdleton og acbeveic pe empPefoaropévo onpuovtikég
OLLPLOTOAOYIKES OVOULOALEG.

EuBolocuoti

[Mopopoieg avTomokpicelg OVIICOUATOV ©G TPOG TO TPOTLTO 23-00EVEC TVEVLOVIOKOKKIKO EUBOAI0 Kot
TOV TPOVVOLOV EUPBOAOCUOD KATA TOV 100 TNG Ypinng, mapatnpinkay o€ pio peAétn og 226 eviAiKeg
acBeveic pe pevporoetdn apbpitido atovg omoiovg yopnynOnke adalimumab 1 ewovikd edppoako. Agvy
vIapyovv dabéoia otoryeia ya ) devtepoyevn petddoon g AolpnméEng and epforia and {dvTeg
HKpoopyovicote oe acbeveig mov Aapupdvovy adalimumab.

Yuvictdtot, €9’ OGOV eivat EPIKTO, Ol TOOLATPIKOL AGHEVELS VoL £YOLV TPOLYLLOTOTOGEL TOVG OTAPALTITOVG
gUPoAMocHODC GOUPOVA UE TIG IOYVLOVOES KOTELBLVTIPIEG 0dNYiEG Y10l TNV CVOGOTTOINGT TPV 0o TNV EVaPEN
g Bepoaneiog pe Yuflyma.

Ot aoBeveic mov Aappdavouv Yuflyma givar duvatd va kévovv tavtdypova eporacuodc, eKtog v
euPoriov amd {ovreg ukpoopyavicuovs. H yopriynon epporiov and {dvieg pikpoopyoviopovg (..
euporo BCG) yua ta Bpéen mov ektifevon o adalimumab ot pritpa dev cvvietdrot yo 5 uiveg petd
TNV TEAEVTOI EVECT)

2VUEOPNTIKH KOPOLOKN OVETAPKELD,

e pio KAMvikn dokiun pe évav aAio avtoyoviot tov TNF, tapatnpnibnke emdeivoon g cuppopnTiknig
KOPOOKNG AVETAPKELNG KOt aOENCT TG BvNoIOTNTOC AOY® CLUHPOPNTIKNG KOPIIOKNG OVETAPKELOGS.
"Exovv mopatnpnbel mepintdoelg endeivmong GUUQOPNTIKAG KOPII0KNG AVETAPKELNG 0 0loOEVELG TTOV
£haPov adalimumab. To Yuflyma 6a npémet v, ypnoponoteiton pue mpocoyn o€ aobeveig pe fmia
kapdwakn averndpkela (NYHA class I/11). To Yuflyma avtevdeikvoton ot pétpua émg cofapr Kopdakn
avemdpketo, (PAéne mapdaypapo 4.3). H Oepancia pe Yuflyma 6o mpénet va drakonteton o acbeveig mov
AVOTTOOOOVV VEQ, GUUTTOUATO, 1] ELPAVIOVV EMIOEIVOCT] CUUTTOUATOV GLUPOPTTIKNG KAUPIIOKNG
OVETOPKELOGC.

Av104vocEC dEPYOTIES

H Bgpancio pe Yuflyma evdéyston va éxel og omotédespia T0 GYNUATIGHO 0VTOGVOcOVY avito®udtov. H
gnmidpaomn g paxpoypoviag Bepaneiog pe adalimumab oy avamtvén avtodvocsmy voonudtmv givat
dyvootn. Edv évac aoBeviig avantiooel GuUTTAONOTO DTOTTTO Yo GUVOPOLO TPOGOUOIALOV e AVKO HETA
™ yoprynon ue 1o Yuflyma kot éxel Oetikd avticopota kotd duming édikog DNA, d¢ Oa mpénet va
yopnyeiton mepartépm Oepomeio pe Yuflyma (BAéne mopdypago 4.8).

Tavtdypovn yopnynon Broroyikdv DMARDS | TNF-aviayovictdv

YoPapéc hopuméeig Tapotnpndnkay o€ KAMviKEG SoKIpEG pe TavTdypovn yopnynon anakinra kot dAiov
TNF-avtaymviot, tov etanercept, yopig kovéva emmpocheto KAVIKO OQEAOG GE GUYKPLOT| LE T
yopnynon tov etanercept wg povobepameia. EEartiag tg guong tov avenilountov coufdaviov mov
wapatnpiOnkay pe To cuvévacuod etanercept kot anakinra, sivar mbavo vo Tpokdyovy dLoLES TOEIKEG
EMBIPAGELS e TO cuvdvaopo anakinra kot dAlov TNF-aviayoviet. Q¢ ek ToVTOV, 0 GLVIVAGUOS TOL
adalimumab pe anakinra de cuviotdton (BAEme Topdypago 4.5).

Tavtdypovn yopriynon tov adalimumab ue dAlo froloyikd tpomomoTikd TG VOGOL OVTIPELUATIKA

eappaxe (DMARDS) (w.y. anakinra ot abatacept) | Giiovg TNF-avtayoviotéc dev cuviotdtal, A0y
mOovoD avENUEVOL KIvODVOL Y10 AOUMEELS, CUUTEPTAOUPAVOLEV®Y GOPAPOV AOUMEEDV Kot Yiot GAAES
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mOavig papuaxoroyikés alAniemidpdoseig (BAEne mapdypago 4.5).

Xepovpykég emeuBaoelc

Yrdpyel mepropiopévn eumelpio yio TNy ac@dAeia oTig yepovpyikés enepfaoelg aclevmv mov Aappdvouy
adalimumab. O peydrog xpovog nuiceiag Lmng tov adalimumab Oo mpénet va Aappdavetor veoyn otav
apoypoppatiletor pa yepovpyikn exéppaoc. O acbevig 0 0moiog mpénel va vtoPAnOel o enépPaocn evad
gtvan v Bepameio pe Yuflyma Ba mpénet va mapakorovbeitar oteva yio Aod&elg kat va Aappdavovtot
T avadoyo PETPa. YTTAPYEL TEPLOPIGUEVT] EUTEIPIA Y10 TV OCPIAEWN G a60gvelG TOL VITOPAAAOVTOL GE
apBpomhaotiky eméupacn evéd Aappdvouv adalimumab.

Amdepoén Tov Aemtton EVIEPOL

H un avtamdkpion ot Bepancio yio ) voco tov Crohn givar mbavo va vrodnidver ) mtapovsia
WOTIKOD GTEVOLOTOG TO omtoto gival mhovo va amaitel yeipovpyikn avripetdmion. Ta dtubéoipa dedopéva
vrodetkvoouvv o1t To adalimumab dev emdsvdvel ovte TpoKaAEl GTEVOUOTOL.

Hiuwpévor

H ovyvomro copapdv oywdéemv petaé&d acbevav mov Aapfdavovv adalimumab niwiog dve tov 65 gtdv
(3,7%) Moy vymAdTEPN 0md ekeivn Yo acBeveig nhikiag kdtm tov 65 etdv (1,5%). Mepikoi ek Tmv
omoiwv giyav Bavatneopo éxPac. Idiaitepn Tpocoyn oYETIKA LE TOV Kivouvo AOUDEEDY EQIOTATOL KOTH
T Oepameio NAUKIOUEV®V.

Hodrazpucodc TAnfuoude

BAéne Epporo mapamdvo.

[epiéyet vatpio

To edpuaxo avtd mepiéyel Ayodtepo and 1 mmol vatpiov (23 mg) avé 0,4 ml ddéong, sivar avtd wov
ovopdlovpe «erebbepo-vatpiovy.

4.5, Almiemopdocseig pe GALO QUPRUKEVTIKE TPOTOVTE KO GAAES popPES alinAeniopaong

To adalimumab £yl pedetnBei oe acBeveig pe pevpatoedn apbpitido, TolvapOpikn veavikn 1d1omadn
apBpitida ko yopacikn apbpitida tov Aaufdvovy adalimumab cav povobepancio kot o€ acbeveic mov
TowToRpova Aappavouy kot pebotpegdtn. O oynUATIGHOG aVTIGOUAT®V fTa YounAdtepog dtav to ada-
limumab 366nke og cvvdvacud pe pebotpeEdt o€ GuYKPLoN LE TN ¥PNOoT Tov WG povobepaneio. H
yopnynon tov adalimumab ywpic pebotpe&dtn 0dfynoe e avENUEVO GYNUATIGUO GVTIGOUATOV, aOENG
¢ kaBapong tov adalimumab ko peiwuévn anotelespatikotnto tov adalimumab (BAéne mopdypogo
5.1).

O ovvdvacpog tov adalimumab pe anakinra 6g coviotdron (BAéne mapdypao 4.4 «Tavtdypovn yopnynon
Broroyuwwdv DMARDS 1 TNF-avtayovictdv)».

O ovvdvacpog tov adalimumab pe abatacept de cuviotdton (PAéne Tapdypoao 4.4 « Tavtdypovn
yopnynon Proroyik@v DMARDS 1| TNF-avtoyovietdvy).

4.6. Tovipotnra, kinon km yorovyio

IMuvaikec og avomapaymyKn NAKio

Y& yuvaikeg mov Ppickoviol g avamopoy®ykn nAtkio tpénet va eEetdletat 1 ¥pMnon KOTAAANANG
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OVTIGOAANWYNG Y10, TNV ATOQLYT EYKVHOGUVIG TNV 0Toia Kot v suveXiLouV Y10 TOVAIYIOTOV TEVTE VES
uetd v tekevtaio Oepaneio pe Yuflyma.

Kunon

"Evag peydrog ap1Budg (repimov 2.100) npoomtikd cuAleyuévmv Kuonoewny mov ektédnkov o€ adalimumab
£€XOVTOG MG AmOTELEGHLA TNV YEVVNOT (OVTOV VEOYVOV L YVOoTEG ekPdoels, tepthapupdvovtag
neplocotepes amd 1.500 kunoeig pe éxbeon oto adalimumab ot dudpkeln TOV TPAOTOV TPUNVOL, dEV
VTOSEIKVOEL 1o, ADENON OTH CLYVOTNTO SVGTANGING GTO VEOYVO

X pio TPoOmTIKY KoTtaypapn eyyphonkav 257 yovaikeg pe peopatostdn apbpitida (PA) 1 voécso tov
Crohn (CD) o1 omoiec éhafav Oepomeia pe adalimumab tovddyiotov Kotd T d1dpKela TOV TPMOTOL
tpurvov kot 120 yovaikeg pe PA 1 CD ot omoieg dev éhapav Oepomeia pe adalimumab To mpmtedov
KOTOANKTIKO onueio TV 0 EMIMOAAGHOG TNG YEVVIONG Le ONUAVTIKES GuYYevelg dlapapties. To mocootd
TOV KVGEDV 01 0Toleg EANEAV LE Uio TOVAGYLOTOV YEVVNOT (OVTAVOD VEOYEVVIITOV BPEPOVG e Uid
ueiova cuyyevn dapaptio tav 6/69 (8,7%) otic yuvaikeg pe PA mov éhaPav Bepameio pe adalimumab
ko 5/74 (6,8%) otig yuvaikeg pe PA mov dev élafav Bepancia (un mposappoocpévo OR 1,31, 95% Cl
0,38-4,52) ka1 16/152 (10,5%) o711 yovaikeg pe CD mov éhapav Oepomeio pe adalimumab kot 3/32 (9,4%)
oT1¢ yuvaikeg pe CD mov dev Ehafav Oepancio (un npocsapuocuévo OR 1,14, 95% CI 0,31-4,16). To
npooappocpévo OR (Aappavetat voyn yia tig Stapopég omd v apykn tiun) frav 1,10 (95% CI 0,45-
2,73) xatd Tov cvvdvacud PA kat CD. Agv vanpyav d10Kpitég Stapopég HETAED TV YOVOIKDY TOL
éhafov Oepomeio pe adalimumab kot yovaikdv mov dev Ehapav Bepameio wg Tpog To devtepedovTa
KOTOANKTIKA oUEin dVTOUATOV ATOBOADV, EAAGGOVOV GUYYEVAOVY SOUOPTIAV, TPOMPOV TOKETOD,
pey€Boug veoyvol Kat cofapdv 1 EDKOIPLOKOY AOU®OEE®V Kat dev avapépOnkay TokeTol vekpol guppvov
N kakonOeieg. H epunveio tov dedopévmv evogyetat vo, ennpedctnke Aoym TV HeBOSOAOYIKOY
TEPLOPIOUDY TNG UEAETNG, TEPTAAUPAVOUEVOY TOV HIKPOV HEYEDOVG OELYLOITOC KOl TOL U
TUYOLOTOMUEVOD GYESUGHOV.

e o pedétn 1oEIKOTNTOG 6TV avAmTLEN oV d1eéNyOn oe mBNKoLS, dev LIPEAV EVIEIEEIS UINTPIKNG
to&kdtnTag, epPpLoToéikdTnTag N TEpaToYEVESNC. AgV £lvar SLobEctua TPOKAIVIKG dES0UEVA Y10, T
veoyvikn to&idtnto tov adalimumab (BAére mapdypago 5.3).

Abyo g avaotolng tov TNF |, to adalimumab yopnyoduevo katd t didpkeio tng KOMong EvOE ETUL VO
EMNPEACEL TIG PVOIOAOYIKEG AVOGEG aVTOTOKPIGELG TOL veoyévvntov. To adalimumab npénet v
YPTCULOTIOLELTAL KATH TN OLAPKELD TNG KOTONG LOVO EPOGOV GAPMOC YpELdlETaL.

To adalimumab umopei va dromepdoet Tov TAakoVVTa Kot va E16EADEL GTOV 0pO TOV VEOYVAOVY OV
yevvhOnkav omd yovaikeg mov Elafav adalimumab katd ) didpkeia g eykoposvvng. Katd cuvénea,
avTa T Bpéen pmopel va draTpéyovv avénpévo kivouvo yia Aoipwén. H yopnynon epporiov amd {dvteg
pkpoopyovicprove (m.y. eppoio BCG) yia ta fpéen mov ektifevion oe adalimumab ot pitpa dev
GUVIGTATOL Y100 5 UAVEG LETO TNV TEAELTALN EVEGT] EVECT] GTI UNTEPO KATA TN SLIPKELN TNG EYKVUOGVVNG,.

Onioopodg

[epropiopéveg TAnpopopieg and v dnuocievpévn Bifioypagio vodeikvoouv ott to adalimumab
ATEKKPIVETOL GTO UNTPIKO YOAO € TTOAD YOUNAEG GUYKEVIPAOGELS Ue TNV Tapovsio Tov adalimumab oto
avOpmdmvo yala va, gival o€ cuykevtpmoelg 0,1% émg 1% ce oyéon e T GVYKEVIPWOOT GTOV 0pO TOV
aipatog g untépag. Otay yopnyovvial amd Tov GTOUATOS, Ol TPOTEIVEG TOV 0VoGocpulpvedv G
VOICTOVTOL EVIEPIKT TPMTEOAVOT| Kol £xovv Tty Plrodiobeoiudtnta. Agv avapévoviot emdpAcels oTa
Onralovta veoyva/Ppien. Zvvenmg, to Yuflyma umopei va ypnoiporombei katd t didpkeia tov
Onracpov.

Tovipdtra
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ITpoxAwvikd dedopéva yio Tig emdpdoelg tov adalimumab ot yovipotnta dev givar drabéciua.

4.7. Emopacsig 6TV IKevOTNTA 001161 KO XEIPLGHOD MY OVI|LATOV

To Yuflyma umopei va £xet ukpn enidpacn oty tkovoTTo 00N yNoNG KOl XEPICUOD UINYOVIULATOV.
TAtyyog ko dtotapayn e dpoong pmopei va cupPodv petd m xoprynon tov Yuflyma (BAéme napdypapo
4.8).

4.8. AvemOOunreg evépyereg

[epiAnymn 1oV TPOPIA AGQAAELOG

To adalimumab peietOnke og 9.506 acbeveic katd T SLdpKELD TILOTIKOV ELEYYOUEVOV
KOLOVOLYTMVOOKILAV Yo Tepiodo péypt 60 prveg 1 meplocdTepo. AVTEG 01 SOKIEG TEPLEAGUPovAY TOGO
acOeveic e TPOIUN PEVUATOEDN apBpiTIdn OGO KAl LLE LOKPOYPOVIO VOGO, VEOVIKT 1010adn apbpitida
(molvapBpikn veavikn Wromadn apbpitida Kot apbpitida oxetilopevn pe evlecitidon), Kabmg Kot acheveic
pe a&ovikn omovoviopOpitida (aykviomomtiky omovovAitida Kot aovikn omovoviapBpitida yopig
OKTIVOAOYIKG EVPTLOTO LYKVAOTOMTIKNG 6TTOVOLAITIONG), yoplaotkn apbpitida, voco tov Crohn, ehkddn
KOAITIO0, YmpiooT, SLmuNTIKY 1OPpOTAOEVITION Kol payoEldiTidn. XTIC TAOTIKES EAEYYOUEVES OOKIUEC
ovppeteiyav 6.089 acheveic mov Elafav adalimumab kot 3.801 acbeveig mov Elafoav gikoviko M
dPOAGTIKO, GUYKPITIKO PAPLOKO KOTA T1 SLOPKELN TNG TEPLOSOV EAEYYOV

To 1060016 TV acbevodv mov diékoyay TN Bepaneio Ady® avemBupNTOV CLUPAVTOV KOTA TN dtpKELd
NG OIMANG-TVPANG, EAEYYOLEVIG (PACTG TV TAOTIKOV peAeT®dV NTav 5,9% yia toug acbeveig mov Elafav
to adalimumab ot 5,4% yio Tovg pdptupeg aobeveig

O o ovyvd avaeepoueveg avemBounteg evépyeteg lvatl AOUMEELS (OTT®G 1) prvoPapLYYiTIdQ, AOUDEELS
TOV OVADTEPOV AVOTVEVCTIKOV KOl TOPOPPIVOKOATITION), AvTIOpAcElg otn B€om tng éveong (epvudnua,
KVNGoUOGC, aipoppayio, TOvog 1 oidnua), KEQUAUAYIN Kot LUOGKELETIKOG TTOVOG,.

YoPapéc avemBOuNTES evépyeteg £xovv avaeepbei yio to adalimumab. Ot TNF-avtaymviotéc, dnmg to
adalimumab, exnpedlovv 10 0VOGOTOINTIKO GUGTILO KO 1] ¥PTCT) TOVG UTOPEL VAL EXNPEACEL TNV AUVVOL
TOV OPYOVIGHOD KOTA T®V AOIUMEEDY KO TOV KOPKivov.

BOavatnEOpEeS Kot ameMNTIKES Yo T (1] AOUDEELS (GUUTEPIAAUPAVOUEVIC TG CYNC, EVKAPLOKDY
roumdEemv Kol uuationong), exavevepyomnoinon tov 100 Nratitidag B (HBV) kot didpopeg kaxonBeteg
(ovumepriopfoavopévng T AeVYOiaG, TOL AEUPOUOTOG KO TOV NTOTOGTANVIKOD AeUpdpoTog €K T-
kuttapwv (HSTCL)) éxovv emiong avapepbei pe ) xpnon tov adalimumab.

Yofapég aaTohOYIKES, VEVPOLOYIKEG KOl ALTOVOGEG avTIOPAcElS £xovv emiong avapepBel. Avtd
TEPIAAUPAVOLY GTAVIEG AVAPOPES TUVKVTOPOOTEVIOS, OTAUGTIKNG OVOLUIONG, OTOUVEAMVOTIKOY
GUUPBAVTIOV KEVTPIKOD KOl TEPLPEPIKOD VEVPIKOV GUGTNUOTOG KOl 0VOQPOPES Y10, GVCTNUATIKO
£pLONLOTDOSN AVKO, KATACTAGE®Y TOL TPOGOLOLALOVY pe AVKO kat cOvdpopo Stevens-Johnson.

Toudrorpikdc TAndvoude

Ievikd, ta avemBounta copPdvio oe TadlaTpikovg acbeveic TV TOPOUOLN GTN GLYVOTITO KOl GTOV
TOTO L€ EKEIVEG TTOV EUPOVIGTNKOV GE EVIALKEG 0oDeVEiC.

Kotdloyoc ovemQountov EVEPYEIOV GE LOPOT TTIVOKO

O mopakdTo KaTdAoyog TV avemdiuntov evepyeldv Paciletol otny sumeipio omd KAMVIKEG SOKIUES Kot
otV gumelpio LETA TNV KuKAOQOopia Kot TapovstaleTal ava KaTnyopio 0pyovikod CUGTHUATOC Kol

ovyvorttag otov [livaxa 7 wov akolovBei: modd cuyvég (>1/10), cuyvég (>1/100 éwg < 1/10), oyt cuyveg
(>1/1.000 éwg < 1/100), omdvieg (>1/10.000 émg < 1/1.000), kot un yvootég (dev pmopodv va ektiunfovv
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pe Baon ta dbéoipa dedopéva). Xe kdbe Katnyopia cuyvOTNTAG ELPAVIONC, Ol AVETIOVUNTEC EVEPYELEG
mapatiBevtar kotd eBivovsa oelpd coPapotntas. ‘Exet copmepiinebet 1 vymidtepn cvyvdtnto mov
napatnpiinke peta&d tov dapdpov evdeifewv. Evag aotepiokog (*) eupaviletar ot otiin KOZ
(Katnyopia Opyavikod ZuGTHHOTOC) €AV TEPULTEP® TANPOPOPie Ppickovtal 6€ KAmolo AAAN GNUEiR TV
napaypaeov 4.3, 4.4 ko 4.8.

Hivakag 7. Avem@opnteg Evépyereg

Koatnyopio/opyoviko

choTNNe Zoyvotnta Avem@ountn evépyera

Aodéeig ko [ToAV cuyvéc AOUDEELS AVOTVEVGTIKOD GUGTHLATOG
TOPOCITOGCELS (ovumepiapfaverol AoipHmEN KATOTEPOL Kot
OVOTEPOL OVOTVEVGTIKOV GUGTILLOTOG,
TVELUOVIO, TOPAPPIVOKOATITION, PapLYYITIOQ,
PVOEAPLYYITION Kot TveLHOViR amd 16 Tov
£pmnTa)

Yuyvég ZuoTnpoTikég Aoméels (cvopmeptiapfaverol
onNY, Kavtivtioon Kot ypimn),

EVTEPIKEG AOUMEELG (cvumepAapPdveTal
LOYEVNC YOOTPEVIEPITION),

AOWMEELG SEPLOTOG KO LOAAKDY HopimV
(ovumepiapfavovtar Tapovuyia, KutTopitida,
HLOAVOUATIKO KNPIO, VEKPOTIKY TEPLTOVITION,
Kot €pmntog Lootnpag),

AOWMDEELG TOV OTOV,

OTOUATIKEC AOUDEELS (ovumeptAapuPdveTan
£pmNTag AmAdC, GTOUOTIKOG EPTINTOG KOl
000VTIKEG AOUDEELS),

AOWUDEELS AvOTAPOYDYIKOD GLGTHILOTOG
(cvumepAapPAveETOLl AOOIOKOATIKY
LUKNTIGIKT AoipmEn),

AOLUMEELG OVPOTONTIKOD GLGTAIOATOC
(ovumepriapPaverol TLEAOVEPPITION),
LUKNTIOOKEG AOUDEELS,

Aoméelg Tov apbpmcemv

Oyt ovyvég Nevporoyikég Aoméelc (copmepriapfaveral
LOYEVIG UNVIYYITIOW),

EVKAPLOKEG AOUMEELS KAl LUATIOON
(ovumepriopPfaveTol KOKKIOIOEWOUDKMGT),
OTOTAGCU®OT] Kot AOTH®EN amd
mycobacteriumavium complex),

Baktnplokég AoUMEELS,

AOUDEELS TV 0QOUAUDV,

exkoATmpatitida?

Neomhdopota kKahonon, Xuyveég Kopkivog Tov €puatog eKT0g HEANVMUUTOS
Koo 0 Kot pn (ovumepriapfaverol facKoKVTTOPIKO
xaBopiopéva KOPKIVO U Kol TAUK®OOEG KOPKIVOLAL),
(meprapPdvovion kKHoTEG KkaAonbec vedmlaoua

Ko TOAOTOOEQ) . \ ,
Oyt cvyvéc Aépoopa**,
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VEOTAAGLOL CUUTTALY®DV OPYOVOV
(ovumepiapfaveral kapkivog HooTo,
VEOTAOGLOL TVEDLOVOG KoL VEOTAUG LLOL
Bvpeoe1dovc),

peAdvopa**

Xravieg

Agvyopio?

Mn yvoot)

HratoomAnviko Aéppopa ek T-kuttépovy,
Kopkivopa ek kuttdpov Merkel
(vevpoevdokpvikd kapkivopa dépuatoc)?,
odpropo Kaposi

AwTapayés Tov
OLLLOTIOUN TIKOV KOl TOV
AELEIKOD CLGTAHOTOCH

[ToAV cuyvéc

Agvkomevia (cvpmepiiapfaverol ovdetepomevia
OVJETEPOTEVIN KOl AKOKKIOKLTTOPOLLiCL),
ovopio

Yuyvég

AgvkoKuTTapmon,
Opoppoxvtraponevia

Oyt ouyvég

I31omafng BpopPomeviky mopevpa

Xrdvieg

ITavkvttaponevia

AwTapayéc Tov
0LVOGOTOINTIKOV
GLOTNHHOTOG

Yuyvég

YrepevaicOnoia,
alhepyieg (copmephaPAvETOL ETOYIKY
oAhepyia)

Oyt ouyvég

Tapkoeidoon?

ayyeutida

Xrdvieg

Avogoraéia?

Awotapoyéc Tov
UETAPOAGUOV KOl TNG
Bpéymg

[ToAd cuyvéc

Awmido avénuéva,

2uyvEG

YnokaAoipio

oVpKo 0L avénpévo,

VATPLO QULOITOC U1 PLGTIOAOYIKO,
vrocPeotioia,
vIEPYALKALpQ,
VITOPO®GPOPOLLLiaL,

aQLOGTOON

Yoyatpucég dratopayésg

2uyvEG

MetaBoiréc duabeomng (cvumepthapPdveton
KataOAym),

ayxos,

abnvio

Alotapoay£ Tov VELPIKOD
GUOTNHOTOG

IToA0 cvyvég

Kepaiaryia

Xuyveég

[MoparcOnoieg (cvumepriapPdveton
vroueOnoia),

nukpavia,

ovumieon vevpikng pilog

Oy ovyvég

Ayyel0x6 eyke@alid enelcod10Y,
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TPOHOG,
vevpondOeLn

Xrbvieg

YKAnpuvon KaTd TAAKOG,

OTOUVEAMVOTIKES StoTapayEG (TT.). OTTIKN

vevpitda, cvvdpopo Guillain-Barré)?

OpBarpicéc doTapayéc

Xuyvég

Ontikn dweTapoyn,
EMTEPLKITIOON,
BArepoapitida,

oidnuo Tov 0eBaipon

Oy ovyvég

Amlorio

Awtapayés Tov oTdHg
ka1l Tov Aafupiviov

2oyvéc

Tayyog

Oy ovyvég

Koowon,
eppoig

Kapdiakég dratapoyég

Xuyvég

Toayvxapdio

Oyt ouyvég

"Epgporype Tov pookapdiov?,
appuBpuia,

GULLPOPTTIKN KOPSIOKN
OVETAPKELDL

Xmavieg

Koapdiokn avakomn

Ayyeloxég dtatapoyég

Xuyvég

Ynrépraon,

£gaym,
OLUATO O

Oyt ovyvég

Aveipoopo aopng,

amo@pacn aptnpiag,
Opoppoerefitida

Awtapoyéc Tov
OVOTTVELGTIKOD
GLGTHKOTOC,TOV Odpaka
Ko Tov [ecofmpdkiov

2uyvEG

Acfpo,
dvonvola,
Prixag

Oyt ovyvég

[Tvevpovikn epfoin”,

dldpeon Tvevpovomddela,

APOVIC, ATOPPOKTIKN TVEVIOVOTAOELD,
TVELUOVITION,

vrelwrotiky cuAloyn?

Xrdvieg

ITvevpoviky tvoon?

Awtapoyéc Tov
YOO TPEVTEPIKOD

[ToAvd cuyvéc

Kook dhyoc,
votio Kot EUETOG

Xuyveég

Awoppayio yooTpeveptkon,
Avoneyia,

YOGTPOOICOPAYIKT TAAVOIPOUNOT),
oLVOpPOpO ENpotnToC

Oy ovyvég

Hayxpearitidoa,
dvopayia,
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0101 L0 TPOGMTOV

Xravieg

Atdtpnon tov evtépov?

Awotapoyéc Tov HIoTog
KoL TOV YOANPOpov*

[ToAd cuyvéc

Avénuéva nratikd Eviopa

Oyt ouyvég

Xoloxvotitida Kot yoAoAdioon,
NTOTIKY CTEATOOT,

yorepuBpivn avénpévn

YTavieg

Hnortitdo,
emavevepyonoinon nrotitdag BY,
avtodvoon nroatitido?

Mn yvoot)

Hroatikn avendpreto)

AlTopayEG TOL SEPLOTOC
K0l TOV VTOJOPLOV 16TV

[ToAd cuyvéc

E&avOnpa (cvopmepilapfavetal amo@oidmTikd
eEavonua)

Xuyvég

Emdeivoon 1 mpdoatn Evapén g ympioong
(ovumepriapfavovtar AVKTOIVGOMS yopioon
TOAOUAVY Kot TEAUATOV)Y,

Kvidwon,

LOA®TEG (oVUTEPIAAUPAVETOL TOPPVPO.),
deppoatitida (cupmeprapPaveton Exlepa),
pNEN Ovuya,

VIEPLOPMGIQ,

Alonexia?,
KVINOUOG

Oy ovyvég

Nvytepvéc epdpaoelg,
OVAN

Xrdvieg

[ToAdpopeo epddMua,

ovvdpopo Stevens-Johnson?,
ayyelooidnua?,

Seppotikn ayysitdor)
Leymvoedng avtidpoon déppatoc

Mn yvoot

Emdeivoon tov copntopdtov
Sepporopwoocitidac?

Awotapoyéc Tov
LLVOGKEAETIKOV
GLGTNUATOG KOl TOV
GUVOETIKOD 16TOV

[ToAd cuyvéc

MUvoGKEAETIKOG TTOVOG

2uyvEG

Mvikoi oracpol (copmeprhapufaveTot
KPEATIVOPOGOMKIVAOT] aiUaTog avENUEVN)

Oy ovyvég

PaBdopvorvon,
ZVoTNHOTIKOG EpLONUAT®ONG AVKOG:

Xrdvieg

ZHvdpopo Tpocopotdlov pe Avko

Alotapoyéc TV VEQPOV
KOl TOV 0VpoPOpmV
0dmV

Xuyveég

Neppum
dvoiettovpyio,
opaTovpio

Oy ovyvég

Nvkrovpia
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KOl ETUTAOKES
BepamenTIKOV XEPICUOV

Awtapoyéc Tov Oy ovyvég Ytutikn ducAettovpyia

OLVOTTOP OLY WYY TKOV

GUGTHLOTOG KOl TOV

HOGTOV

T'evikég dratapoyés Kot [ToAV cuyvéc Avrtidopacon g Béong éveong

K0l KOTOOTAGELS TNG 000V (cvumeprapPdavetar epbOnpa g Béong Eveong)

opfynonc*

LoPIYRONS Xuyvég [Tovog oto otnbog,
oionua,
nope&io?

Oyt ovyvég dreypovn

IHopaxivikég eEetdoetg Xuyvég AwTopay€g TG TNKTIKOTNTAG KO LU0 PPOYIKEG
(ovumepriapfavetor ypovog EVEPYOTOUNIUEVNC
peptkng Opoppfomriactivng TapateTapévoc),
BeTiOG ELEYYOG QVTOOVTICOUATOV
(ovumepriapfaverol avticmopo Evavtt g
dumAng élkog tov DNA),
YOAQKTIKT] ApLOPOYOVAGT OLLATOC OVENEVN

Mn yvooth| AvEnon Papovc?
Kokooeig, nintmpiboeg | Xvyvég Avemapkng emovAmoN)

* mepartépm mANpoeopies Ppickovial og kdmola dAia onpeio Twv Tapaypdewv 4.3, 4.4 ko 4.8

** guumephopuPavovtol LEAETEC EMEKTACNG LLE OVOIKTI YOPNyNon

D suunepirapPoavopévmv ototyeimv amd avddpunTeg ovapopic

2H péon petaBol Papovg amd Ty apyikh Tiun pe Ty adoApovpdumn kopowvotoy omd 0,3 kg mg 1,0
kg 1o Tig evdei&elg evnhikov o obykpion pe (peiov) -0,4 kg €mg 0,4 Kg pe o £1KovVIKO @apLako KoTd
™ didpkela Ogpomeiog 4-6 unvav. AvEnon Bapovg ™ Taéng tov 5-6 Kg mapatnpribnke erniong ko o
LOKPOYPOVIEG UEAETEC EMEKTACNG, UE LEOT) O1apKeLn EkBeomnc mepimov 1-2 etdv ympic opudda eAEYyovL,
1img og acbeveig pe vooo tov Crohn kot eAkddn koAitida. O pnyavicpds avtc g enidpaong dev givar
cOQNG, EVOEYETAL OUMC VO oYETICETOL UE TNV OVTIQAEYUOVAOIT OPAGCT) TNG AOCALLOVUAUTNG,

Awamontikn Wpotadevitda (avAacTpoon oKun)

To wpopik acpdrelag yio Tovg acbeveic pe domuntikn Wpwtadevitida mov EAapav efdopadiaio Oepameia
pe adalimumab frav cObpeovo pe To Yvootd Tpoeil acedisiag tov adalimumab.

Payosditida

To mpoeik acpdietog yio Tovg acbeveic pe payostditido mov Elafov Oepancio pe adalimumab kébe
devtepN gPfdopdda NTaV COUEMVO pE TO YVOGTO TPoPik aocpdietog Tov adalimumab.

Teprypooen emieyuévov ovemfountwy EVEPYELOV

AvTidpaoeis a1o onueio Eveong

2116 TAOTIKEG EAEYYOUEVES BOKIEG 0 EVIIMKES Ko TToidd, To 12,9% twv acbevdv mov élafov ada-
limumab mapovoiacav avtidpdoelg tng 0éong Eveong (epvnua koM Kvnopdg, aoppayio, TOvog M
oionua), cvykpitikd pe to 7,2% tov acbeviov mov Eafav elkovikd eapuako | apuako paptopa. Ot
avtidpdoelc g BEong Eveong yevikd dev 001 yNCaY GTI| OL0KOTT TOV PAPHUOKELTIKOD TPOIOVTOG.




Ao lerg

2116 TAOTIKEG EAEYYOUEVES OOKIUEC GE EVAAIKES Kal TAO1E, TO T0000TO Aoipnméng tav 1,51 avd €tocg
acbevn otovg acbeveig mov EhaPav adalimumab kot 1,46 avd £tog acbevi| og acbeveig mov Ehafov
EIKOVIKO PApLoKo Kot eappako pnaptupa. Ot Aotudéetg mepteddpfavoy Kupimg pvopapuyyitida,
AOWMEELG TOL AVATEPOL OVATVELGTIKOD Kot TapappivokoAmitida. Ot mepiocdtepol acbeveic cuvéyioay
Oepancio pe adalimumab apod vroydpnoe n Loipwén.

H cvyvémra spedviong coPapav Aoubéemv nrav 0,04 avd étog acbevr| oe acbeveig mov Elafov ada-
limumab «o 0,03 ava étoc acBevi o€ aobeveic Tov EAaPay EIKOVIKO PAPLOKO KOL PAPLOKO LAPTLPA.

g eAeyOUEVEG KOl VoL TEG MEAETEG € eVIAKeEG Ko tandid e adalimumab, éyovv avaeepBei coPapéc
roméelg (ovumeptiapfovopévay Kot Bovatneopmv AOUOEE®MY, 01 OTTOIEG ELPAVIGTIKAY GTTAVIA), Ot
omoieg mepthapPévouv avapopés pupatioong (TeptlopPAveTor Kot KEYXpoeWNns Kot EEOTVELHOVIKT) Kot
dmONTKég evkauplakég AomEels (m.y. d1dyvtn 1 EEMTVELUOVIKN 1IGTOTAAGL®GT), BAacTOHLKN TG,
KOKKIO10E00 VKN TIOGT), TVEVUOVOKDOTT, KOVTIVTIOGT), OCTEPYIAA®ON Kot MGTEPIOT)) XTIG TEPIGGOTEPEC
TEPMTMOGELG 1) PLUOTIOCT ELPOAVIGTNKE HECH GTOVG TPADTOVS OKTD UNVES LETA TNV Evapén g Bepameiog
Kol givat mBovo va cuvdéetan e votpomn AavBdvovucag vocov.

Kaxonbeieg kar Aeupotimepmlootikés o10T0p0yeS

Katd ™ didpkeia peretdv tov adalimumab oe acBeveig pe veavikn 1dtomadn apbpitida (modvopbpiky
veovikn Wtoradn apbpitida kot apbpitida oyxetilouevn ne evbecitidon) dev mapoatnpnonke Kapio
Kaxonela og 249 mandiatpucos acbeveig pe ékbeomn 655,6 £t acBevadv Emmiéov, dev mapatnpndnkov
Koo fetec og 192 moudratpikovs aceveig pe éxbeom 498,1 £t acbevav Katd tn Sidpkela HEAETMV e TO
adalimumab oe nadroTpixovg acbeveic pe voso tov Crohn Kotd tn didpketa puog uerétng tov ada-
limumab e Toudiatpikodc acbeveig pe ypdvia yopioon Kotd TAGKa dev mapatnpiOnke Kopio Kakondeto
og 77 maudlatpikovg acbeveig pe €kBeon 80,0 £n acBevadv. Kotd tn didpketa o SoKUnG Tov
adalimumab oe madroTpikovg acbeveic pe eAkdON KoAitida, dev mapatnpnnke Kouio kokonOeio og 93
noudloTpikong acbeveic pe £xbeon 65,3 £ acbevav. Katd t didpkeia pag perétng tov adalimumab e
O TPIKOVG 0oBeveis e payoelditida dev mapatnpnOnkay kakondeteg og 60 mardiotpikong acheveic pe
éxBeom 58,4 £t aobevav.

Katd ) dibpkeia Tov EreyyOpevev TUNUAToV TAOTIKOVY peietdv tov adalimumab o evijlikeg og
Alyotepo amo 12 efdopdoeg didpketa og acheveic pe pETpla mg coPapr| evepyd peupatogldn apbpitida,
QYKDAOTOMNTIKY GTOVOLALTION, 0EOVIKT GTTOVOLANPOPITION YMPIC OKTIVOAOYIKAE EVPTLOTA
QYKVAOTOMTIKNG GTTOVOVAITIONG, WYOPLUGIKT apOpitida, yopiaon, Slmuntikni 10pmTadeviTidn, VOGO TOL
Crohn, ekk®dn kolitido kat paryoetditida, mapatnpiOnkay KokonBeles, EKTOG TOL AEUPOUATOG KA TOV [N
UEAOVOUATIKOD KOPKIVOL TOV d&ppotog, pe cuyvotnta (95% dudotnpa epmotoodvig) 6,8 (4,4, 10,5) ava
1.000 acbeveic-étn peta&d 5.291 aocbevmv mov édaPav adalimumab évave 6,3 (3,4, 11,8) ava 1.000
acBeveic-¢tn petald 3.444 acbevav paptopwv (N péon dudpkeia g Oepameiog frav 4,0 unveg yuo to ada-
limumab «ou 3,8 purveg ya tovg acbeveig paptopeg). H cuyvomta (95% didotnpo eumiotoohivig) Tov un
UEAOVOUATIKOV KopKiveov Tov dépuatoc frav 8,8 (6,0, 13,0) ava 1.000 acbeveic-£tn petald tov aobevdv
mov AapBavovv adalimumab ko 3,2 (1,3, 7,6) avd 1.000 acBeveic-ét peta&d tov acbevav poptopov.
A6 00TOVG TOVG KAPKIVOLG TOV dEPUATOG, £xEL TapaTnpNOel KapKivopo amd TAUK®OIEG EMBNALO pe
ovyvotta (95% didotnua eumiotoovvrg) 2,7 (1,4, 5,4) avé 1.000 acbeveic-étn petacd tmv acbevav mov
AauPovay adalimumab kot 0,6 (0,1, 4,5) avé 1.000 acBeveic-£tn petal&d tov acbevdv poptopov. H
ovyvotta (95% drdotnua epmiotocivng) Tv Asppoudtov oy 0,7 (0,2, 2,7) avd 1.000 acbeveic-étn
ueta&d Tv acbevav mov Aappdavoovv adalimumab kot 0,6 (0,1, 4,5) ava 1.000 acBeveic-§tn petac&d tov
aclevav pHoptopOV.

Otov cuvdvacToY TO EAEYYOUEVE LEPT] AVTMOV TOV LEAETAOV KOl O1 €V EEEAIEEL KOl OAOKAT p®UEVEG
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avoyTEC LEAETEG eméKTAONG e [io péon ddpkela mtepimov 3,3 ypodvia cvumepiiapfavouévoy 6.427
acOevav kot mive amd 26.439 acbeveic-étn Oepaneioag, N mapotnpndeica cuyvotnto Kokonbeidv, EKTOg
TOV AEUPAOUATOG KO TOV U LEAUVOUATIKOV KapKivov Tov déppatog gival mepinov 8,5 ava 1.000
acBeveic-étn. H mapatnpnbeioa cuyvotrta TV un LEAAVOUATIKOV KOPKIVEOV TOL dEPUATOG EVaL TEPITOV
9,6 ava 1.000 acbBeveic-£tn kou M mapatnpndeica cuyvotnTa oL Aeppdpatog givor mepinov 1,3 ava 1.000
acBeveic-ét.

Ao v petd v kvkrogopio amd tov lavovdpilo tov 2003 péypt to Aexéufpilo 2010, xuping o acbeveig
e peLHATOELRN apBpitida, 1) KaTaypapeion avBOpUnNT GLYVOTNTA TV KakonBswdv givor mepinmov 2,7 avd
1.000 acbeveic-étn Bepomeiog. H xataypapeion ovBopunTn GuyvoOTTa Y10 TOVG U1 HEAUVMLOTIKOVG
KapKivoug Tov déppatog Kot To Aeppapota eivor tepimov 0,2 kot 0,3 ava 1.000 acbeveig-étn Oepaneiog,
avtiotoiywg (PAéne mapdypopo 4.4).

Yravieg mepurtdoetg nratocmAnvikon T-cell Aeppdpartog petd myv koklogopio Exovv mapatnpndei e
acbeveig otovg omoiovg yopnynOnke adalimumab (BAéne mapdypapo 4.4).

Avtoavtioauazo.

Aglypata opod Tov achevdv eAéyyOnkay Yo avToavVTICOUATO GE TOAAUTALS YPOVIKES OTLYUES OTIG
pehéteg pevpatogidovg apbpitdog I-V. Xe avtég tig uekéteg, to 11,9% tov acbevav mov EdaPav ada-
limumab «ot to 8,1% tev acevav Tov ELapav eIKOVIKO PAPUOKO KAODS Kol PAPUAKO UAPTLPO LE
OPVNTIKOVG TITAOVS OVTUTLUPNVIKAV OVTICOUAT®V TPV amd Ty Evopén g Bepaneiog tapovsiacay
Beticovg tithovg katd v EBdopdada 24. Avo amd toug 3.441 acbeveic mov Elapav adalimumab o dleg
TIG LEAETEG PELUATOELOOVG KOl YMPLUCIKNG opOpitidag avERTLENY KAVIKG OTUEiR EVOEIKTIKG VEOL
GLVOPOUOL TOHTTOV GLOTNUATIKOL EpLONUATddoVg AVKov. Ot acBeveic Tapovsiacav Pedtioon petd ™
Sdwakonmn g Bepamneiag. Kavévag acbevig dev mapovsioce veppitido Tov AVKOV 1] GUUTTOUATA OO TO
KEVTPIKO VELPIKO GUGTNLLA.

2oufauaro Tov REOTOS KO TV YOINPOPWV

e eheyyoueveg KMvikég dokipéc Paong 3 pe to adalimumab og acBeveic pe pevpatostdn apbpitido kot
yopooikn apbpitida pe didpkela Teplddov eréyyov petald 4 ko 104 efdopddwv, avénoeig g ALT > 3
X ULN napotnpnnkav oto 3,7% tov acbevodv mov Eafav adalimumab kat oto 1,6% tov acbevdv mov
E\afav eappako paptoupa.

Ye eleyyopeveg kKAvikég dokiuég Paong 3 pe to adalimumab e acbeveic pe molvapOpikn veovikn
1Womadn apbpitida, nikiog 4 £ng 17 etdv kot acbeveic pe apBpitida oyetilduevn pe evbesitida, nAkiog
6 éo¢ 17 etddv, avénoeig g ALT > 3 X ULN napatnprifnkav 1o 6,1% tov acBevodv mov édafav ada-
limumab kot 670 1,3% TV acbevav mov Elafav eappoko paptopa. Ot tepiocdtepes avénoes g ALT
mapoTnpnOnKay pe v towtdypovn xpnon pebotpeEdng. Aev mapatnpndnkav avénoelg g ALT > 3 X
ULN o¢ khvikég ueéteg ®@daong 3 ue to adalimumab g aobeveic ue molvopbpikn veavikr 1610mwadn
apBpitida, niikiog 2 €ng < 4 etdv.

e eheyyoueveg kKMvikég dokipéc Paong 3 pe to adalimumab og acBeveic pe voso tov Crohn kot eAkmon
KOATIO0 pe ddpkelo TEPLOdoL eA&yyov uetald 4 kou 52 gfdopddov avénoeig mg ALT >3 x ULN
napatnpiinkav oto 0,9% tov acbevav mov érapav adalimumab kot oto 0,9% twv acbevav Tov Erapav

QapLOKO LAPTLPOA.

v KAwviky pedétn @daong 3 tov adalimumab og acBeveic pe mardiorpixy voco tov Crohn, ) omoia
a&10AOYNOE TNV AMOTEAEGLOTIKOTITO KO TNV AGQAAELD VO OGOLOYIKMOV GYNUATOV GUVTIHPTONG
TPOCUPUOCUEVOV GTO GOUATIKO BApog Tov akolovOncav Bepaneia emaymyng £wg 52 efdopddeg
TPOGOPLOGHEVT] 6T0 cOUATIKO Bdpoc, or avénoelg tng ALT > 3 X ULN gpeovictkav oto 2,6% (5/192)
TV acevav, 4 €k tov onoiov Aaupavay Toutdypovn Oepameio e AVOGOKATOGTOATIKG KOTA TV EvapEen.
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e eheyyoueveg KMvikég perétec @aong 3 pe to adalimumab og acbeveic pe yopioon Kotd TAGKG Ue
dudpkera mep1odov eAEYYoL peta&d 12 kan 24 gfdopddmv, avénoelg g ALT > 3 X ULN mapatnpnonkay
oto 1,8% tov acbevaov mov érafav adalimumab kot oto 1,8% tev achevav mov Eafav eappoko

pépropa.

Aev mapatnpriOnkav avénoetg g ALT > 3 X ULN ot khvikég uehéteg @dong 3 ue to adalimumab ce
O TPIKOVC 0oBeveic e yopioon kaTd TAGKAG.

e eheyyopeveg dokipég ue to adalimumab (apyikég 6ceic 160 mg v EBdopdda. 0 xat 80 mg v
EBdopdda 2, axorovBovpeveg and 40 mg kabe efdopdada Eexvavtag and v EBdopdda 4), oe aobeveig
pe SomunTikn Wpwtadevitida pe dSidpkela tePLodov eAéyyov petald 12 ko 16 efdouddwv, avéncelg g
ALT > 3 x ULN mapatnpndnkav oto 0,3% tev acbevaov mov Elafov adalimumab kot oto 0,6% tov
acBevav mov Aafav elKoVIKO PAPLLOKO.

e eheyyoueveg dokipuéc ue to adalimumab (apyikég d6oeig 80 mg v EBdoudda 0, axorovbovueve amod
40 mg ks devtepn efdopdda Eekvavtag omd v ERdopdda 1), og evilikeg acbeveic ue payoetditida
v émg 80 efdopddec, pe pa didpeon ékbeon 166,5 nuepdv kar 105,0 nuepmv pe adalimumab kot
@apuako paptopa, avtictoya, avénoelg g ALT > 3 X ULN mapatmpndnkoav oto 2,4% tov acbevav Tov
éhapav adalimumab kot 6to 2,4% tov acbevodv Tov Elafav edpuako pépTupa

Yy eleyyouevn dokun @aong 3 Tov adalimumab o acbeveic pe ToudroTpikr eEAkmdON koAitida (N=93),
1N onoia a&10AOYNGE TNV AMOTELEGUOTIKOTNTO KOl TV AGPAAEL pag 66omg cuveripnong 0,6 mg/kg
(uéyiotn 660om 40 mQ) kéOe devtepn efdouddo (N=31) kot piag 66ong cvveipnong 0,6 mg/kg (uéyiot
86om 40 mq) kéOe efdopdda (N=32), uetd and apyikn 6061 TPOCAUPUOGUEVT MG TPOG TO PAPOC CHOUATOC
katd 2,4 mg/kg (uéyrot 66om 160 mg) v Epdopdda 0 kon tnv ERSoudda 1 kot katd 1,2 mg/kg (uéyiot
86om 80 mg) v EBdopdda 2 (N=63) 7 apyikn d6on 2,4 mg/kg (uéyiot d6on 160 mg) v EBdoudda 0,
gikoviko edpuaxo v Edoudda 1, kot 1,2 mg/kg (uéyiot d6om 80 mg) v Epdopdda 2 (N=30),
napatnpiOnkay avénoeig ng ALT >3 X ULN o710 1,1% (1/93) tev achevdv.

e 0Meg TIG evoeilelc o KMVIKEG pedétes ol acbeveig pe avénuévn ALT ftav acuPmTOUOTIKOL KOl OTIG
TEPIOCOTEPEG TEPUTTMOCELS 0L CVENGELG NTAV TOPOIIKES KOl VITOYDPNOAV KATA T cuvEyon TG Bepamneiag.
Qo61660, VINPENY ETIONG AVOPOPES LETA TNV KUKAOQOPLO NTOTIKNAG AVETAPKELNG KOOMG Kot AydTepO
GOBOpMOV NTATIKAOV S10Tapay DV OV UTOPEL va Tponyndohv TS NTATIKNG OVETAPKELNS, OTIMS NIATITION
oLUTEPIAAUBOVOUEVTS TNG avTOdvooNG Nratitidog oe acBevei mov AdpPavay adalimumab.

Tavtdypovn Oepaneia pe aladelompivn/6-uepKamTTOTOVPivy

Y pedéteg pe evijukeg pe vooo tov Crohn, vymAdtepn cuyvotnta epeaviong avemfountomv coppavimv
nov oyetiCovrar ue kakonOeio 1 coPapéc Lopuméelg mopatnpndnkay pe to cvvdvacud adalimumab kat
alabgiompivn/6-pepramromovpivn cuykpitikd pe to adalimumab pédvo.

Avopopd mOavoloyoduevev aveTOOUNTOV EVEPYELDV

H avagopd mboavoroyoduevoy avemBOUnNT®my evePYEL®Y LETO Ao TN YopNyNon Goelag Kuklopopiog Tov
QUPUOKEVTIKOD TPOidVTOG eivan onpavtiky. Emitpénel  cuveyn mapakolohOnon g oxéong opélovc-
KIvOUVOL TOV POPUAKEVTIKOD TPOIOVTOG. ZNTEITAL A0 TOVG EMAYYEALOTIES VYEIOG VO VOPEPOLV
omo1ecOMmote TOHAVOLOYOVUEVEG OvETIOVUNTEG EVEPYELEC LECH TOV €0VIKOD GLUGTALOTOC AVAPOPAS TOV
avaypaeetol oto Hapdapnuo V.

4.9. Ymepdooolroyia

Kotd m didpkela tov KMVIKOV LEAETOV OV Tapatnpnnke ToEIKOTTA TOV 0ONYNOE GE TEPLOPIGUO TNG
doomg. To vynAdtepo eninedo d6oMc o £xel a&toAoynel Ntav o1 moAlamAég evooPAEPiec dooelg Twv 10
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mg/kg, To omoio eivar mepimov 15 popég peyordtepo amd T cuvicTduevn d6oT).
5. DOAPMAKOAOTI'IKEZ IAIOTHTEX
51. ®appoxodvvopkEs 1010TNTEG

Doppokobepamentikn katnyopic: AvocokatasTaATiKol Tapdyovies, AvactoAeig tov [lapdyovia
Néxpowong Oykov a (TNF-a). Kodwoc ATC: LO4ABO4

To Yuflyma givor fro-opogidég pappokevticd npoiov. Aentopepeic minpogopieg eivon dabéoipeg otov
diktvakd tomo tov Evpomaikod Opyavicpov Papudkev: http://www.ema.europa.eu.

Mnyoviopdc 6pdonc

To adalimumab mpocdévetan e1dkd atov TNF ko eovdetepmvet tn Proloyikn Aettovpyia tov TNF
mapeUTodilovag TV oAAnAenidpacn Tov pe tovg P55 kot p75 vrodoyeic TNF ot empdveia tov
KUTTAP®V.

To adalimumab tpornomotel eniong T1g froroyikég avtomokpioglg Tov exdyovtat 1 puOuilovtat amd tov
TNF, ovunepirapfavopévov Tov aAhaydv 6T ETITEd TMV LOPI®V TPOGKOAANGTC TOL guBhVOVTaL Y10 TN
petaxiviion tov Aevkokvttapwv (ELAM-1, VCAM-1 kou ICAM-1 pe éva IC50 tov 0,1-0,2 nM).

Daprokodvvakic EmOPAUCELS

Metd ) Oepancia pe adalimumab, mapatmpnnke o tayeio peimon TV eTES®V TOV SEIKTOV TNG
o&elag paoemg g Preypovig (C-avtidpoca tpoteivn (CRP) ko taydtnta kabilnong tomv
gpvBpoxvttdpav (ESR)) kot tov kutokivav Tov 0pod (IL-6), cuykpriikd pe ta enineda mov
mapoTnpOnKay mpw and v Evapén g Bepaneiog oe acBeveig e pevpartogdn apbpitda. Ta emnineda
0poD TOV PETOALO-TPOTEIVACOV TNG HecokLTTAPLag ovoiag (MMP-1 kot MMP-3) ov mpokarody
AVOKATOOKELT TOL 16TOD 7TOL ELOVVETAL Yio TNV KATAGTPOPT TOV XOVOPOL LEIGONKAY EMIOGNG LETA TN
xopnynon tov adalimumab. Ot acBeveic mov Ehafav to adalimumab mapovsiacav cuvnBwg Bertioon twv
OLILOTOAOYIK®OV CNUEIDV TNG XPOVING PAEYLOVIC.

Emiong, mapatnpnOnke pio tayeio peiowon tov emmédmv g CRP e acbeveig e molvapOpikn veavikn
1romadn apbpitida, véoo tov Crohn, eAkmon koAitida, kot dtomunTiky WpoTadevitido petd tn Oepomneio
pe adalimumab. Xe acOeveic pe voco tov Crohn topatnprdnke peimon tov aptbpov tv KuTTédpmv ToVL
ekQpalovv deikteg PAEYUOVIG 6TO oD EVIEPO GUUTEPIAAUPAVOUEVIC GNUOVTIKNG LEIMONC TNG £EKOPOOTG
tov TNFa. Evéookomikég pehéteg tov gviepikon PAevvoydvou £dei&av atoygio ETOVAMONG TOL
BAevvoyovou og aobeveic mov Elafav Oepancia pe adalimumab.

KAMvikn omoTeAEGUOTIKOTNTO KOl 0GQOAELO,

Pevuoroeiong apbpitida

To adalimumab a&oioynnke oe v amd 3.000 acOeveig e OAeg TIG KMVIKES SOKLUES PEVLOTOEIBOVG
apBpitidac. H anotelecpatikdtnta kot  acedreio tov adalimumab a&loloynnkav oe mévte
TUYOIOTOMUEVES, OUTAA TUPAEC Kol KAAMDC EAEYYOUEVEC peAétes. Mepikoi aoBeveic ELafay To QAPLOKO Yo
nepiodo péypt 120 pnvee. To dlyog tng Béomg éveong yuo to adalimumab 40 mg/0,4 ml a&ohoynOnke ce
VO TLYOOTOINUEVECS, EAEYYOLEVEG LE EVEPYO TTAPEYOVTO, LOVA-TVPAES, S10GTAVPOVUEVEG LEAETEC SVO
TEPLOOWV.

H perém RA T a&lodhdynoe 271 aoBeveic pe pétpro €mg coPapn evepyd pevpatogidn apbpitida, ot omoiot
ntav > 18 etav, gliyav anotdyel ot Bepaneio pe £va TOLAGYIGTOV TPOTOTOMNTIKO TG VOGOV

OVTIPEVIOTIKO PAPUOKO KO ElY0V OVETOPKT ATOTEAEGLOTIKOTNTO LE YopnyNnon pebotpeldtng og dOGEIC
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tov 12,5 émg 25 mg (10 mg ot nepintwon dvoavetiog otn pebotpeldtn) avd efdopdado Kot 6TOVE 0T0i0VE
N d6on ¢ nebotpe&ine mapéueve otabepn o€ 10 €wg 25 mg avd efdopdda. Adceig twv 20, 40 1 80 mg
adalimumab 7 ewovikod appdkov yopnyndnkav ava devtepn epdoudda eni 24 efdopuddes.

H perém RA II a&oroynoe 544 acBeveig pe pérpla éog cofapn evepyd pevpatoedn apbpitida, ol omoiot
ntav > 18 etdv kot eiyov anotdyel otn Oepaneio pe Evo TOLAAYIGTOV TPOTOTOUNTIKO TN VOGO
avTpevpatikd eappoko. Adcelg tov 20 1 40 mg adalimumab yopnynOnkav pe vrodopia Eveon ava
devTepT ePOOUAdN LE EIKOVIKO PAPUOKO OTIG EVOLAUETES Efdopadec N k0Oe efdopdda emi 26 efoopddec.
To gioviko pdappako yopnyndnke kabe efdopdada yio v idwa xpovikn ddpketa. Agv emtpdmnKoy Ao
TPOTOTOUTIKA TG VOGOL OVTIPEVHOTIKE PAapLLaKaL.

H perétn RA III a&lordynoe 619 acbeveig pe pétplo Eémg coPapn evepyod pevuatosdn apbpitida, ot
omoiol tav > 18 eTdv, Kot o1 07oiot Ely0v U OTOTEAECUATIKN OvTOTOKPLoT otr pebotpe&dtn oe doOaelg
tov 12,5 émg 25 mg 1 ot omoiot eiyov dvcoavetio og 10 mg pebotpetdrng kabe efdopndda. Ymnpyov Tpeig
opadeg og avtiv T peAém. H mpdtn élofe evécelg etkovikon apudkov ava efdopdda eni 52 efdopdadec.
devtepn éhaPe 20 mg adalimumab ava epdopdda eni 52 fdopades. H tpitn opdda élafe 40 mg ada-
limumab avd devtepn fdoudda e EVEGELG EIKOVIKOD QUPUAKOL GTIC EVOLAUETES efdopuddeg Metd v
oAoKANPOOT TV TPAOT®V 52 Bdopddwy, 457 acbeveic cupueTelyay GE aVOLYTNUEAETT ETEKTAOTG OTNV
onoia 40 mg adalimumab/MTX yopnynOnkav kébe devtepn efdopdda yio mepiodo péxpt ko 10 ypdvia.

H perém RA 1V a&lordynoce kuping v acodieln og 636 acbeveic pe pétpra émg coPapn| evepyd
PELLLOTOELDT apBpitida, o1 omoiol NTav > 18 etmv. Ot acbeveic eite dev eiyov AdPel TpoTOTONTIKG TG
VOGOV AVTIPELUOTIKO PAPLOKO 1| TAPEUEVAY GTIV TPOUTAPYOVGA AVTIPELUATIKY Bepameio TOVG e TNV
npobmdBeon 6t 1 Bepaneio avtn o otabepn yio Tovrhdyiotov 28 nuépec. Ot Bepamneieg avtég
nepthappavouv pebotpedtn, AepAovvopidn, vépo&uyAwmpokivn, covipacaralivn Kot /q GAata ypLGoD.
Ot acbeveic Tuyatomomdnkav og 40 mg adalimumab 1 ewovikd edppoko ava devtepn efdopdda eni 24
ePOOUAOES..

H perém RA V a&oddynoe 799 evijlikeg aoBeveig otoug omoiovg dev elye yopnynbei moté pebotpelam
ue pétpla £¢ coPfapn Tpdun pevpatostdn apbpitida (néon didpketo Depameiog Arydtepo amd 9 punveg).
Avt n perétn a&loloynoe v anotelecpoTikdtnTo TG Oepanciog cuvdvacpod uebotpeldtng pe ada-
limumab 40 mg ke devtepn efdopdda, tov adalimumab 40 mg kdbe devtepn efdopada wg
povoBepomeio kot g pebotpedng wc povobepameio, 66ov apopd ot Pei®ON oNUEI®V, CLUTTOUATOV
Kot to Padud e€EMEng g apbpikng PAAPNG ot pevpatoedn| apbpitida yio. 104 gfdouddec. Metd to
épog TV Tpotev 104 efdopddwv, 497 acbeveic cuppeteiyav og o ovoLyTPEoT ETEKTACNG OTIV OTOi0
xopnyovvtov 40 mg adalimumab kdfe devtepn efdopdda yia tepiodo uéypt kar 10 ypovia.

O peréteg RA VI ko VI a&ordynoav 60 acBeveic n kébe pia, e pétpia £og coPapn evepyd
pevpatoedn apbpitida, ot omoiot rav > 18 etdv. Ot acbeveic mov evtdybnkay eite AduPavav 110n ada-
limumab 40 mg/0,8 ml ka1 Babporoyovcov to uéso dryoc e Béomng £veong mg TovAdyiotov 3 CM (o€ pia
Khipaxa VAS 0-10 cm) gite tov droua mov dev eiyov AdPel mponyovuevn Bepameia pe kamoo Plodoyikd
nopdyovta kot apylav Oepaneio pe adalimumab 40 mg/0,8 ml. Ot acBeveic TuyaomomOnkay o pio
epana& 60on adalimumab 40 mg/0,8 ml v} adalimumab 40 mg/0,4 ml, axolovBovpevn and pia Eveon g
avtifenc Oepaneiog katd TV €xduevn SOGT TOVG.

To mpwtevov katainktikd onpeio otig peréteg RA I I kon I ko 10 devtepevov KoTaAnKTikd onueio
ot perétn RA 1V fitav to 10600t6 Tv acbevav mov métuyav avtarokpion katd ACR 20 otnv
EBdoudda 24 1 26. To mpmtedov kataAnktiko onueio o peiétn RA V ftov 10 1060010 ToV 0c0eviv
mov gpeavicay avtamokpion katd ACR 50 oty ERSopdda 52. Or Merétec RA I ko V giyav éva
eMIPOcHETO TPMTEHOV KATUANKTIKO onueio katd v EBdopdda 52, tnv emPpadvvon tng e&EMEng g
vooov (Bdoetl Tov aktvoroyikav evpnudtev). H pedétn RA 11 giye eniong wg mpmtedov KaToANKTIKO
onueio tig aAAayég otny morotnta (one. To mpwtedov kotainktikd onueio otig peréteg VI ko VI Aoy
T0 Ghyog NG B€omg Eveong aUECHOG PETA TNV EveoT OT®G petpdtat og o kKiipoka VAS 0-10 cm.
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ACR avrordkpion

To mocoot6 TV acbevav mov éhaPav adalimumab kot eppdvicav avtarnokpiceig ACR 20, 50 ko 70 ftav
otabepd otig perléteg RA I I kon III. To amoteréopata tng 66ong tv 40 mg avd devutepn efdopdada
ocvvoyilovton otov [Tivaka 8.

Mivaxa 8.
ACR Avtamokpicelg 6g Meléteg Eleyyopeves pe Ewkoviko ®dappoko
(ITocootod AcOevarv)

AVTOTOKPLON Merétn PA [@** MeAétn PA T1%** MeAétn RA TT***
Ewoviké Adalimumab? | Ewoviké  AdalimumabP| Ewoviké  Adalimumab¥/
(QAPUOKO [ MTXY (PAPULOKO n=113 (QAPUOKO MTXY
MTXY n=63 n=110 MTXy n=207
n=60 n=200
ACR20
6 unveg 13,3% 65,1% 19,1% 46,0% 29,5% 63,3%
12 pnveg NA NA NA NA 24,0% 58,9%
ACR 50
6 unveg 6.7% 52,4% 8,2% 22,1% 9,5% 39,1%
12 pveg NA NA NA NA 9.5% 41,5%
ACR 70
6 unveg 3,3% 23,8% 1,8 12,4% 2,5% 20,8%
12 pveg NA NA NA NA 4,5 23,2%

o Melétn RA T otig 24 fdopddes, perétn RA I otig 26 eBdopddeg kot perétn RA I otig 24 ko 52
ePdoUGOEG

B 40 mg adalimumab yopnyobuevo ava dedtepn efdouddo

v MTX = pebotpe&d

**p < 0,01, adalimumab évavrieikovikod eapuakov

Y1ig peréteg RA 1-1V, 6o ta pepovopéva ototyeio tav avtorokpicemv coupava pe 1o ACR (apBpog
EMMOVVOV Kol S10YKOUEVAV apBpdoenv, aloAdynomn tng opactnpldTnTag TG VOGOL Kot TOL AAYous arnd
ToV Y1oTpd Ko tov acbevi, Tuég deiktn avikavotntog (HAQ) ko emineda CRP (mg/dl)) Bedtidwbnkav otig
24 1 26 efdouddeg Evavtl Tov E1KOVIKOD Qoppakov. Xt pedét RA 11, o1 feltidoeig avtég
SttnpnOniay kb’ 6An ™ didpketo Tov 52 efdouddwv.

v avoryt perétn enéktaong yuo ) perétn RA 11, o mepiosotepot acbeveic mov eiyav ACR
AVTOTOKPLOT SLOTPNGOV TNV AVIOTOKPLoT OTo TapakoAovdndnkay uéypt kat 10 ypovia. And 207
acBeveig o1 omoiot TuyatomomOnkav og adalimumab 40 mg kéOe devtepn efdopdda, 114 acbeveic
ovvéyloay T Bepomeio pe adalimumab 40 mg kabe devtepn efdopdda yio 5 xpdvia. Meta&d avtmv, 86
acBeveig (75,4%) siyov avranokpioeig ACR 20, 72 acbeveig (63,2%) siyav avtamokpiceig ACR 50 ko 41
acbeveig (36%) eiyov avramoxpiceig ACR 70. And 207 acbeveic, 81 acbeveic cvvéyioav ™ Bepameio pe
adalimumab 40 mg kabs devtepn efdopada yio 10 ypovia. Meta&d avtav, 64 acbeveic (79,0%) siyav
avtanokpioeig ACR 20, 56 acbeveic (69,1%) eiyov avramoxpiceig ACR 50 ko 43 acBeveic (53,1%) siyav
avtamokpioglg ACR 70.

>t pedétn RA 1V, 1 ACR 20 avtamokpion tov aoBevodv mov Eafav adalimumab pali pe ™ cuvion
Oepameia, NTOV OTATIOTIKA CUAVTIKA KOADTEPT] GUYKPLTIKA LE ToVg acbeveic Tov Elafav eucoviko

eappoxo poli pe T ovvnon Bepamneio (p < 0,001).

Y1ig ueréteg RA I-1V, ot aoBeveic mov éhapav adalimumab wétuyov otatiotiké onuaviikég ACR 20 kot
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50 avtamokpicelg cuyKpITIKA e Toug aceveic Tov EAaPay EIKOVIKO GAPLLOKO Y10l Uit TEPTOSO0 UG EMG
000 efdoudowv HeTd TV Evopén g Bepameioc.

2 perétn RA 'V og aoBeveic e mpaun pevpatosidn apbpitido otovg omoiovg dev gixe yopnynbei moté
pebotpe&arn, n Bepancio cvvdvacuov pe adalimumab kot pebotpe&dtn 0dMynoe oe ypnyopdTepes Ko
onpovtikd peyodvtepeg ACR avtamokpiosig oo tn povobepansio pe pebotped oty ERSoudda 52 kot
ot avtamokpicelg dSotmpnnkov oty ERSdopade 104 (BAéne TTivaka 9).

Mivaxag 9.
ACR Avtamoxpicsig oty Merétn RAV
Mocoot6 acBevadv

Avromékpion I\ﬂTX Adali_mumab Adalimu_mab/MTX Ty p* | Ty pb | Tu p?
n=257 n=274 n=268

ACR 20

EBdopdda 52 62,6% 54,4% 72,8% 0,013 <0,001 0,043
EBdopada 104 56,0% 49,3% 69,4% 0,002 < 0,001 0,140
ACR 50

EBdopdda 52 45,9% 41,2% 61,6% <0,001 <0,001 0,317
EBodopada 104 42,8% 36,9% 59,0% <0,001 <0,001 0,162
ACR 70

EBdopdda 52 27,2% 25,9% 45,5% <0,001 <0,001 0,656
Epdopada 104 28,4% 28,1% 46,6% <0,001 | <0,001 0,864

o H tyun p mpoxvmtet amod ) ovykpion ovd (g0yog g povobepameiog pe pebotpe&dtn kot tng Oepomeiog
ocvvdvacpov pe adalimumab/pebotpe&atn ypnowonoiwvtag tov Edeyyo Mann-Whitney U test.

B H tiun p mpoxdmtet amd ™ odykpion avd (edyoc e povobepanciog e adalimumab kot tng Oepanciog
ovvdvacpov pe adalimumab/pebotpe&atn ypnowonoiwvrag tov Edeyxo Mann-Whitney U test.

v H tiun p mpokdmtel amd ) ovykpion avé (evyog g povobepamneiog pe adalimumab kot g
povoBepaneiog pe pebotpe&dtn ypnowonoidvtog Tov Eheyyo Mann-Whitney U test.

v avoryti pehétn enéktaong yuo ™ pekét RA V, ta mocootd avtamokpiong katd ACR drotnprOnkay
otav moapakorovdndniay yia dtdotnua £mg 10 ypdvia. Amd Tovg 542 acbeveig Tov TuyaonomOnkav og 40
mg adalimumab «d6e devtepn efdoudda, ot 170 acbeveic cuvéyioav  Bepansio pe adalimumab 40 mg
Kabe devtepn efdopada yio 10 ypovia Metald avtdv, 154 acbeveic (90,6%) eiyav avtanokpicelc kotd
ACR 20, 127 acbeveig (74,7%) eiyav avtoamokpicelg katd ACR 50, kot 102 acbeveic (60,0%) siyov
avtamrokpioeig katd ACR 70.

Yy EBdouada 52, 10 42,9% tov acbevav mov Elafav Oepancio cuvévacpon adalimumab/uebotpeédng
métuyav KAvikn veeon (DAS28 (CRP) < 2,6) cuykprtikd pe to 20,6% tov acbevadv mov Erafav
uebotpe&dtn oe povobepamneio kot to 23,4% tov acbevodv mov Eapav adalimumab oe povobepansio. H
Oepoameio cvvdvacuov adalimumab/pebotpedtne NTov 1660 KMVIKA 0G0 Kol OTUTICTIKA avMTEPT] 0O TN
povoBepomeio pe pebotpe&an (p < 0,001) ot tn povobepaneio pe adalimumab (p < 0,001) yuo tnv
emitevén YoUnAng evepyotnTog vooou o€ aceveis e mpoocpdtng dayvmcbeico pétplo Eémg cofapn
pevpatosdn apbpitda H avramdkpion yia tig 600 povobepaneieg rav mapopota (p=0,447). And tovg
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342 acbeveic mov apyikd TuyaonomOnkay o povobepaneio pe adalimumab 1 Ogpaneio cuvdvaouod ada-
limumab/pebotpe&itng mov cupueteiyov ot avorytiuerétn enéktaong, 171 acbeveic couminpwcav 10
ypovia Bepameiag pe adalimumab. Meta&d avtov, 109 droua (63,7%) éxovv avapepbei va Ppickovtar og
voeon ota 10 ypdvia.

Axtivoloyixi aviarxoxpion

¥t perétn RA 11, 6mov ot acBeveig mov AdpPavayv adalimumab eiyav pevpotogidn apbpitida péong
duapketag mepimov 11 ermdv,  apBpkn dopkr| PAAPN agoloynOnke akTivoloyikd Kot opicTnKe ™G 1
petapoin tov tpomomowmpévon Total Sharp Score (TSS) kot TV empuépovg deikt®dV oL, TG faduoroyiog
TV duPphoemv Kot g faduoroyiog e otévmong tov uecapbpiov daotiuatog (JSN). Ot acBeveic Tov
AapBavay adalimumab/MTX £deiéav onuavTikd pkpdTePn oKTIVOLOYIKN EMOEIVMDGT 0O TOVG 060EVELg
mov Aaupoavay MTX o¢ povoBepameio otovg 6 xon 12 pnveg (PAéne Iivaka 10).

v avoryti pekétn enéktaong ywo ) pekétn RA 1, n avactodr] g e£€MEng g doukng PAEPNGS
Swtnpnnie yua 8 kot 10 ypovia o pia vwoopdda acbevav. Zta 8 ypovia, 81 and 207 acBeveic o1 omoiot
apykd Elafov adalimumab 40 mg kéOe devtepn efdouado a&rodoyhOnkay axTvoroyikd. ATd avtovg, 48
acbeveic dev £de&av kapio eEEMEN TG doptkng PAAPNG O6Ttmg opileTat amd Tn HETOPOAN OO TNV APYKN
Babuoroyia avagpopds Tov tporomompévov Total Sharp Score (MTSS) g té&emg tov 0,5 1 Aydtepo.
10,10 ypévia, 79 and 207 acbeveic o1 omoiot apykd éhapav adalimumab 40 mg kdbe debtepn efdoudda
a&loloynnkav axtvoroyikd. Meta&d avtav, 40 acbeveic dev £dei&av kapia EEMEN TG Soutkng PAGPTS
ommg opiletar amd ™ petaBorn amd v apyikn Babuoloyia avapopdc Tov tponomompévov Total Sharp
Score (MTSS) ¢ ta&ews tov 0,5 1} Arydtepo.

Hivaxag 10.
Méoeg AkTivoroyikég Ahhayéc Metd tovg 12 Miveg oty Meiétn RA 11

Ewoviko
Ewoviko Adalimumab/MTX |  @dppoako/MTX
QAPLOKO 40 mg ka0e adalimumab/MTX Ty p
MTX® devtepn ePfdoudda | (95% didotnua
gumiotocvvnc?)
Total Sharp Score 2,7 0,1 2,6 (1,4,3,8) < 0,001
BaOporoyia 1,6 0,0 1,6 (0,9, 2,2) < 0,001
SwPphoenv
BoOporoyia JSN? 1,0 0,1 0,9(0,3,1,4) 0,002
* ueBotpe&a

P 95% Sractrpato epmcTOGUVNG Yo TIG Stapopéc oTig Padpoloyies petaéd pebotpeEdng kat
adalimumab.

" Baoiletat o€ availvon katd oelpd peyédouvg

% Y1évoom Tov pecapOpiov SlocTAHATOC

> perétn RA V, n apOpny dopikn PAGPN a&loloyndnke akTvoAOYIKA Kot opioTnKe G N UETABOAT TOV
tponomompévou Total Sharp Score (BAéne Iivaxa 11).
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Mivaxog 11.
Méoeg AkTivoloyikég Ahhayéc oty Efdondda 52 oty Meréty RAYV

MTX Adalimumab | Adalimumab/ | Twn p* | Tyn pP Tud| p’
n=257 (95% n=274 (95% MTX
ot dbotnuo n=268 (95%
EUMIOTOGUVIG) | EUMIGTOGVVNG) duotnua
EUTOTOGVVIC)
Total Sharp 5,7 (4,2-7,3) 30(1,743) | 1,3(0,5-2,1) | <0,001 | 0,0020 | <0,001
Score
BofOpoioyia 3,7(2,7-4,7) 1,7(1,0-2,4) | 08(0,4-1,2) | <0,001 | 0,0082 | <0,001
dPphoenv
BaOpooyia 2,0(1,2-2,8) 1,3(0,5-2,1) 0,5 (0-1,0) <0,001 | 0,0037 0,151
JSN

*H tyun p mpokvmtel amd ) cOyKpion ava (edyog g povobepaneiog pe pebotpeEdn kot g Bepansiog
ovvdvaouod pe adalimumab/pebotpedt ypnoomoumvrag tov Eheyyo Mann-Whitney U test.

P H tyun p mpoxdmtel amd ) cvykpion avé (gvyog The povobepoameiog pe adalimumab kot tng Oeponeiog
ovvdvaouov pe adalimumab/peBotpe€d ypnoomoidvag tov Eleyyo Mann-Whitney U test

" H tyun p Tpokvmtet amd T ovykpion ava (evyog tng povobepamneiog pe adalimumab kot tng
povoBepomeiag pe pebotpe€dn ypnoomoidvog tov Eleyyo Mann-Whitney U test.

Metd amd 52 ko 104 efdouddeg Oepaneing, T0 T10600TO 00OEVAOV Y0Pig aKTIVOAOYIKT eEEMEN (Stapopd
amd v apyn g Bepameiog Tov Tpomomomuévon Total Sharp Score < 0,5) ftav onuavikd vynAdTeP
ot Bepancio cuvdvacpov adalimumab/uebotpe&dtng (63,8% Kot 61,2% avticToiy®c) GLYKPLTIKG UE TN
pebotpe&atn wg povobepansio (37,4% war 33,5% avtictoiywe, p < 0,001) ko pe o adalimumab wg
povobepaneia (50,7%, p < 0,002 kou 44,5%, p < 0,001 avrtictoiywg).

Znv avoryt ueAétn enéktoong yuo tn peAétn RA V, ) uéon petafoAn tov tpomomomuévov Total Sharp
Score amo v apywn Tun £o¢ to 100 Etog nrav 10,8, 9,2 ko 3,9 o€ acbeveic mov apyikd
ToyoomoOnkay og povobepaneia pe pebotpe&arn, povobeponeio pe adalimumab kot Ogpaneio
ovvdvaouov adalimumab/pebotpe€dme, avrtictorya. To avtiotora T0600TA TOV 0cOEVOVY YwPig
axtvoroyikn e&EMén frav 31,3%, 23,7% ai 36,7% avrictouyo.

Toiotnro Lwiic kou AsitovpyikotnTa

H mototto {mng oyeTikd e TV KaTAoTOoT TG LYELNG KOl TH AEITOVPYIKOTNTA TOL 0c0ev a&loAoynOnke
¥pNoonotdvTag to Pabud avikovottag tov Epotnuatoroyiov A&oddynong g Yyeiog (HAQ) otig
TEGGEPIG MAOTIKEG EMAPKMG KO KOAMG EAEYYOUEVEG OOKIUES, Kal NTAV Eva TPOKADOPIGUEVO TPOTEVOV
KaTtaANKTIKO onueio otv ERdoudda 52 tng pelétng RA TI1. Okeg ot ddoeig/oyniuata tov adalimumab otig
TEGOEPLG LEAETEG €015V OTOTIOTIKA OTUAVTIKG peyalvtepn Peltioon 6to delktn avikovotntog tov HAQ
and

v apyn ¢ Oepameiog péypt 10 MMva 6 GUYKPLTIKG e TO EIKOVIKO QAPLOKO KOl TO 1010 0moTéAeca
napatnpinke ot pedétn RA I katd v EBdopdda 52 To anotelécpata and to Short Form Health
Survey (SF 36) ywo 6deg t1g d60¢e1g /oyuata Tov adalimumab otig téocepic pekéteg vrootnpilovv Ta
EVPNUATA CVTA, LE OTATIOTIKG GNUAVTIKES TEPIANTTIKEG BaboAoyiec cwpatikdv tapauétpev (PCS),
OTIMG KO LI OTOTIOTIKA ONUOVTIKEG BaBLOAOYIEC TOV TAPUUETPMV TOV TOVOL Kol TNG (OTIKOTNTOS Y10 T
d0oom tv 40 mg avd devtepn gfdopdda. Mia GTATIOTIKA OTULOVTIKT EAATT®ON TNG KOTWONG, OTWGC
uetpdral amd T Aettovpyiky ektipmon g Paduoroyiag tng Oepanciog ypdviag vocov (FACIT)
mapatnpiOnKe Kol oTig TPl peréteg omov aflooynnke n mapduetpoc avt (uedétec RA T 11T, 1V).

2 peiétn RA 111, o1 mepiocdtepot acbeveic mov nétuyav PelTimon Tng AEITOVPYIKOTNTAG KOl GUVEXIGOV
) Oepameia dwathpnoav ) PeAtioon Eog kot v ERdopdda 520 (120 unqveg) avorkticdepansiog H
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Beltimon g mordtnTag Lwng uetpnnke v EPSoudda 156 (36 urveg) kot n Peitioon dwatnpnonke ot
S1apKeLo OVTNC TNG TEPLOSOV.

2 perétn RA 'V, amodeiybnke peyavtepn Peitioon oto dgiktn avikavotrag tov HAQ kot ta
AMOTEAEGUATO THG COUATIKNG TTapapéTpov tov SF 36 £deiéav peyalvtepn Bedtioon (p < 0,001) yuo
Bepancio cuvdvacpov adalimumab/pebotpeéag oe oyéon pe ™ pebotpe&atn oe povobepansio 6TV
EBdopdada 52, n omoia dwotnpnonke péypt v ERSopdda 104. Meta&d tov 250 acbevav mov
OAOKANPOGCAY TNV OVOLYTIUEAETT EMEKTAGNC, Ol PEATIDGELG OTN AEITOVPYKOTNTO dlaTnPHONKAV KaTd T
duapkera tov 10 xpodvov Bepameiog.

Ilovoc oro onucio tne éveong

Mo 11 ovykevipopéveg dauotavpodpeveg peréteg RA VI kan VI, mapatnpnbnke pio ototiotikd
OMUOVTIKN 1apopd yia To AAyog tng Béong éveong apéomg pHetd ) yopnynomn peta&d tov adalimumab 40
mg/ 0,8 ml ka1 Tov adalimumab 40 mg/ 0,4 ml (uéon Ty otnv Khipaka VAS 3,7 cm évavtt 1,2 cm,
KAipoka o6 0-10 cm, P < 0,001). Avtd avtimpoo®neve o didpeon peimon kotd 84% oto Ghyog g
0éong éveong.

Abovikn omovoviapBpitido,

Aykviomomtixy orovoviitido (A2)

To adalimumab 40 mg yopnyovuevo kabe 6dtepn efdoudda peretbnke oe 393 acbeveic o dVO
TUYOIOTOMUEVES, STAA TVPAEC LEAETEG 24 EPOOUAd®Y, EAEYYOUEVEG LE EIKOVIKO QAPUOKO GE 0oOEVEIC e
eVePYO ayKLAOTOMTIKY 6TovOVAiTIda (Léon apykn Babporoyio evepyotnrag g vocov [Bath Ankylosing
Spondylitis Disease Activity Index (BASDAI)] 6,3 og 0Leg Tig OPABES) OV ElYAV UM IKAVOTTOWTIKY
avtamdkpion ot ovpPatikny Oepaneio. e efdounvra evvéa (20,1%) acbeveic xopnynhdnkav tavtdypovo
(AL, TPOTOTOINTIKA TNG VOGOV avTIpeLUaTiKG gdpuaka kot oe 37 (9,4%) acbeveic yAvkokoptikosdn. H
TVPAN TTEPI0S0G 0KOAOLONONKE amd pio ovoryTr EAETN KoTd T dldpkeLa TG omoiog acbeveic Elafav ada-
limumab 40 mg kaBe dedtepn efdopdda péom vrodopiag Eveong yio emmidov 28 edouades. Ot acOeveig
(n=215, 54,7%) o1 onoiot dev méTvyov ASAS 20 otig efdouadeg 12 1 16 1§ 20 édaPav adalimumab 40 mg
KkéOe devtepn gfdopdda HES® VTTOJOPLOG EVESTG, TTPAOLL MG AVOLYTNG YopNYNoNs Bepaneia ditdlowong Kat,
®G €K TOVTOV, OVTIUETOTICTIKAY GOV T ATOoKPvOUEVOL oTr Oepameia 6T SIMAG TVQAES GTATIOTIKES
aVOADGELS.

e pio peyorotepn pedétn AZ I pe 315 acbBeveic, Ta amoteléopata £3€150V GTUTIOTIKA OTLLOVTIKY
Bektion TV ONUEIOV KOl COUUTTOUATOV TNG AYKLAOTOMTIKNG OTOVOLAITIONG 6€ acbeveilc oTovg omoiovg
yopnynOnke adalimumab o cOykplon pe Tovg aobeveic GTovg 0MOiOVG YOPNYNONKE EIKOVIKO PAPULOKO.
ZNUOVTIKY 0VTATOKplon opyikd mapatnpninke otnv efdopdda 2 kot datnpndnke Katd t Sdpkeln TV
24 gBdouddmv (TTivaka 12).

Hivakag 12.
AVTOTOKPIGELS TNG OTOTEAECRLATIKOTNTOS 6T1] MELETN TG
AYKVLOTOIMTIKNG LTOVOLMTIONS EAEYYONEVIG NE EKOVIKO QAPLOKO -
Merét I peioon Tov onueiov Kol CLUATORATOV

avTamdkplon Ewoviko gappoxo Adalimumab
N=107 N=208
ASAS? 20
EBooudda 2 16% A20p***
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EBdopdda 12 21% 580p***

EBdopada 24 19% 510p***
ASAS 50

EBdopdda 2 3% 16%***

EBdopdda 12 10% 380p***

Epdopada 24 11% 3504***
ASAS 70

EBdopdda 2 0% 70p%*

EBdopdda 12 5% 230***

EBdoudda 24 8% DAp***
BASDAIP 50

EBooudda 2 4% 20%***

EBdopdda 12 16% A50p***

EBdopada 24 15% 420p***

FhE X FT0TI0TIKA onpovtiko pe p < 0.001, < 0.01 yua 6Aeg Tig ovykpicelg peta&d adalimumab kot
€1KOVIKOD Qapuakov otic Edouddsg 2, 12 kai 24

* Assessments in Ankylosing Spondylitis / ASAS = Aiebvnic Etaipeio A&oddynong ZnovdviapOpitidog
P Bath Ankylosing Spondylitis Disease Activity Index / BASDAI = Aciktng Evepydtnrag
Ayxvlomomtikng ZmovovAitidag tov Bath

Ot acBeveic atovg omoiovg yopnynnke adalimumab eiyav onpavtikd peyaivtepn Pertioon oty
gfdopada 12, n omoio dStoatnpnbnke éwg v efdopdda 24 kai oto SF36 kot oto Ankylosing Spondylitis
Quality of Life Questionnaire (ASQoL).

IMopouoteg Taoelg (0L OAEC GTATIOTIKA CUOVTIKES) EUQAVIGTNKAY GTI| WKPOTEPT] TUYOOTOMUEVT], SUTA-
TOQAN, ELEYYOUEV UE EIKOVIKO Qappoko uerétn AX II pe 82 evilikeg aobeveig e evepyd ayKLAOTOUNTIKY

OTOVOLATION.

Alovikn omovoviapOpitido ywpic aKTIVOAOYIKG EVPHUGTO. AYKVAOTOINTIKNS OTOVOLAITIOONS (AX)

H aopdieia ko oamoteheopatikotnto tov adalimumab a&odoyndnkayv og 800 Tuyatomompéves, STt
TUPAEG EAEYYOUEVEG LE EIKOVIKO PAPUAKO UELETEC O 0oDEVEIG e UN-0KTIVOAOYIKA emPefatopévn
afovikn omovdvhapOpitida (Nr-axSpA). Xt uerétn nr-axSpA | a&oroyndnkay acbeveic pe gvepyod nr-
axSpA. H perémn nr-axSpA Il qtav pio pelémn yio v amdcupon g oywyng o acBeveic yio Toug
omoiovg emtedydnke Veeon katd TV Bepameio avorktc emonpovong pe adalimumab.

Mehétn nr-axSpA |
v Meiétn nr-axSpA |, to adalimumab 40 mg yopnyovuevo ke dvtepn efdopdda peretiOnke oe

185 acleveic o€ pio ToyoLOTOINUEVT], OUTAL TVPAN peAéTn 12 eBSoUGOwmY, EAEYYOUEVT LUE ELKOVIKO
QappoKo o€ aoBeveic pe evepyd Nr-axSpA (m péom apykn Babuoroyia evepydtrag g vooov [Bath An-
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kylosing Spondylitis Disease Activity Index (BASDAI)] fitav 6,4 otnv ouddo acbevaov mov Edafov ada-
limumab kot 6,5 oty opdda acBevdv Tov EAafay E1KOVIKO GAPUOKO) TOV ElYOV UM IKOVOTOUTIKY
avtomdkplon N ducavetio oe > 1 MEAD 1| aviévdeltn oe MXAO.

Tpiévra tpeig (18%) acBeveic Elafov tantoypova Oepomeio e TPOTOTOMNTIKA THG VOGOV OVTIPEVUATIKG,
eapuako kot 146 (79%) acBeveig pe MEAD katd v Evapén. H durhd tuein mepiodog axolovdnonke
and pio TePiodo avoryTng Yopnynong Katd tn didpketo g onoiag acheveic Ehafov adalimumab 40 mg
KG0e devtepn efdopada pEcm vTodoplog Eveong Yo emmAéov 144 efdopnddec. Ta amoteléonarta tng
EBdopddag 12 £de1&av otatiotikd onuavtiky PeAtioon Tov onUeiov Kol GUUTTOUATOV TN EVEPYOD UN-
aktvoloyikd emPefaimpévng a&ovikng omovoviapbpitidag otovg acbeveic mov édafov adalimumab
OUYKPITIKA UE 10 gikovikd edpuaxo (TTivako 13).

Mivoxag 13.
Avtomokpicelg TG amoTeEAEoHATIKOTNTOS 6TV EAeyyopevn
pe Ewkoviko ®@appoxo Meiétn nr-axSpA |

AvTha TV E:iKov(;Eg Adalimumab

Avtonokpion oty Epoopdda 12 ¢ l\‘|)=”9 4 N=91
ASAS" 40 15% 36 %***
ASAS 20 31% 52 %**
ASAS 5/6 6% 31 %***
ASAS Mepwn "Ypeon 5% 16.
BASDAIP 50 15% 35 %**
ASDAS5¢ -0,3 -1,0%**
ASDAS Avevepyn Nocog 4% 24%***
hs-CRP?°%¢ -0,3 -4, 7F**
SPARCC" MRI Igporayoviov apOphoewmy > -0,6 -3,2**
SPARCC MRI ZrovdvAikfig 6ThAng™ -0,2 -1,8**

a Atebvng Etaupeio A&loddynong ZmovoviapOpitidog

B Agiktng Evepydtnrag Aykvionomtikng Znovdvritidag tov Bath

v Khipoka evepydmrag tng vocou g AYKVAOTOMTIKNG ZTOVIVLAITIONG

O péon petaforn amd TV opyIKy TN

£ N=91 gwovikd papuaxo ko N=87 adalimumab

ot Yyniic EvaieOnoiog C-avtidpmca tpoteivn (mg/L)

{ n=73 gixovikd edapuaxo kot =70 adalimumab

n Kavadwn Kowonpa&io Epevvag g ZmovéviapOpitidag

0 N=84 eixovikd @dapuaxo kot adalimumab

1 N=82 ewovikd pdppako kot N=85 adalimumab

Frk Fx* Yratiotikd onuavtikd pe p < 0,001, < 0,01, kou < 0,05, avtioTtotya, Yo OAEG TICOVYKPIGELS
peta&y adalimumab kot g1kovikod @apudKov.

v ovorytn uelétn enéktoong, pe t Oepaneio ue to adalimumab n Beltimon tov onusiov Kot
ocupnTOpatOV datnpnonke éog v ERdoudda 156.
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AvaoTOM TNG PAEYLOVAG

Inuovtikn Bedtioon tov onueiov g AeyHovic, Onmg petpdrat pe v hs-CRP kot tn poyvntikn
Topoypopio Tov leporaydviov apbpdcemy Kot Tng ZRoVOVAIKNG GTAANG, dlaTnprOnkKe 6Tovg 0cbevelg Tov
érapav adalimumab éwg v Efdoudada 156 kot v ERSopdda 104, avtictoyyo

ITowdtra {ong kot AettovpytkotnTa

H mot6tto (Mg oYeTIKd e TNV KOTACTOOT TNG LYELNG Kot 1 AgrtovpytkotnTa a&loAoynoniay
yxpnoonotdvtag to epemuatordya HAQ-S kar SF-36. To adalimumab mapoveciace ototioticd
OMUOVTIKG peyoAvtepn Pertioon oto cuvorikd amotélesia Tov HAQ-S kot 670 0moTéAEG O GOUATIKNG
napapéTpov Tov SF-36 (PCS) amd v évapén éog v ERSouddo 12 cuykpiiikd pe 1o sKovikd pAappoKo.
H BeAtioon g oxetilopevnc pe tnv vyeio mootntog (mNg Kol AEITovpytKoTTag d10TnpiOnKe Katd ™
dubpketa g ovorytg eméktaong £og v ERdopdda 156.

Merétn nr-axSpA I

673 acBeveig pe evepyd un-axtvoroykd emiPePormpévn aovikn omovovAiapBpitida (n péon apytkn Tiun
evepyomtag e vooov [BASDAI] fitav 7,0) ot omoiot giyav averapkn avtandkpion o > 2 MIAD 1
dvoaveéia og 1 aviévdelln yio MEA® cvppeteiyov otny mepiodo ovVoIKTNG emonpavong tg Meiétng nr-
axSpA Il kozd ) didpketa g omoiag Elafov adalimumab 40 mg kébe dedtepn efdoudda yio 28
gPooudoES.

Emiong, avtoi o1 aoBeveic lyov ovVTIKEILEVIKA EVPTLOTO PAEYUOVIG OTIG LEPOALYOVIEG apBpOOEIS 1 TN
omovOLMKT 6TAAN ot payvntikn topoypaeio (MRI) 7 avénuévn hs-CRP. Katony, ot acbeveic o1 onoiot
TETVYOV TOPOTETAUEVT VPEST Yo TovAdyioTov 12 gfdouadeg (N=305) (ASDAS < 1,3 otig efdopades 16,
20, 24 ko 28) KoTd T SAPKELN TNG TEPLOBOV OVOIKTNG ETLCHLAVOTG TUYaOTOONKaY va AdBovv gite
ovveyn ayoyn pe adalimumab 40 mg «kéOe devtepn efdoudado (N=152) 1 ewovikd pdpuaxo (N=153) yia
nepotépm 40 efdopddeg o po SuTAd TVPAT, EAeYXOUEVT] LE EIKOVIKO (APLOKO TTEPI0d0 (1] GLVOALKN
dudpkela g HeAéng NTav 68 gfdopnddec). LTOVG GULULETEYOVTEG O1 00101 TaY o€ ££0pON KOTA TN
dapkel, g SuTAd TVEANG TEPLOdOL emtTpemdTAV 1| YOopTyNon Bepameiog didomong ue adalimumab 40 mg
KkG0e devtepn efdopdada yio tovAdyiotov 12 efdouddsc.

To kOp10 KATAANKTIKO ONUEID AMOTEAEGLOTIKOTNTAG NTAY TO TOGOGTO TV acbevav ywpig EEapon g v
EBdopdda 68 tng uekéme. H é€apon opilotav wg ASDAS > 2,1 o€ 300 S10.00)IKEC EMOKEYEIC GE
dtdotnua teccdpwv efdopddnv. Eva peyaddtepo mocootd acbevav oe adalimumab dev eiye £€apon g
VOGOV KaTd TNV SITAG TVEAN TEPI0d0 GE GLYKPLON e EKEIVOVG o€ gkovikd pappoako (70,4% évavtt
47,1%, p < 0,001) (Zynua 1).
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Ewoéva 1: Kaproreg Kaplan-Meier wov Xvvoyilovv Tov Xpévo £oc v 'E&apon
ot Mehéty nr-axSpA |1

1,0
A 09
5
% 0,8
In] 0,7
=
asi 0,6
=
< 05
=
0,4
[
% 0,3
<
® 0,27
=
0,11
0,0 7
1 1 I I 1 1 1 I I 1 1 1
0 4 8 12 16 20 24 28 32 36 40 44
P 153 (0) 153 (0) 152 (0) 140 (4) 127 (14) 118(22) 101 (36) 93(39) 87 (44) 81 (47) 60 (51) 0 (54)
A 151 (0) 151 (Q) 148 (0) 138 (5) 134 (8) 132 (9) 125 (14) 121 (15 118{16) 112(20) 92 (20) 0 (22)
XPONOX
(EBAOMAAEY)
Oepameitl sununnn Ewoviko gikoviko __adalimumab A
Evaienromompuévor

Inueioon: P = Ewovikd eapuaxo (ApiBudc oe Kivovvo (og é€apon)); A = Adalimumab (Ap1Ouog ce
Kivduvo (og é€apon)).

Meta&d Tov 68 acbevav ot onoiotl Bpébnkay og E£apon otV opdde, oL Kotaveundnke otny andcvupon
™¢ Bepanciag, 65 couminpoocav 12 gfdonddeg Oepaneiog diowong pe adalimumab, ek tov omoiwv 37
(56,9%) eiyav avaxtioest voeon (ASDAS < 1,3) HYotepa amd 12 efdopddeg emavévapng g oymyng
OLVOIKTY|G EMIGTLOVOTC.

"Ew¢ v eBdoudda 68, o1 acbeveic mov Elafov cuveyn Oepameia pe adalimumab £6ei&av ototioTikd
ONUOVTIKA UEYOADTEPT PEATIOOT TOV CTUEIOV KOl GOUTTOUATOV TG EVEPYOD LN-0KTIVOAOYIKE,
emPeforopévng a&ovikng orovdvAapOpitidag oe cOyKplon pe Tovug acbeveic ol omoiotl katavepnOnkov
otV andovpon g Oepaneiog KoTd TV S1dpKela, THG SuTAd TVEANG TePLddov g pedétng (TTivoka 14).

Hivokag 14.
Amnoxkpion AnoteieopoTikéotnrog otnv Eleyyopevn pe Ewoviké @appaxo Iepiodo
v v Merétny nr-axSpA |l

Aurtha Toein Ewoviké ¢appoxo Adalimumab
Anékpron v Epdopdda 68 N=153 N=152
ASASa,p 20 47,1% 70,4%***
ASASo,3 40 45,8% 65,8%***
ASASa Mepun 'Y peon 26,8% 42,1%**
ASDASYy Avevepydg Nocog 33,3% 57,2%***
Mepikn 'E€apond 64,1% 40,8%***

a Atebvng Etaupeio A&loldynong ZrovoviapOpitidog
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B H apyn i opileton g m apytkn TN TN OVOIKTHG EMCTUAVONG 0TOV 01 acBeveic £xouv evepyo

véoo.

v K\poka evepydmnrag tng vocou g AYKVAOTOMTIKNG ZTOVOVLAITIONG

& H Mepwn 'E&apon opiletor wg ASDAS > 1,3 0ddd < 2,1 o€ 2 S1ad0y1kég EMOKEYELS.

FHx FE Yratiotikd onpovtikn 6to P < 0,001 xon < 0,01, avrtictoya, Y10 OAES TIG GLYKPIoES PETAED TOL
adalimumab kot tov gikovikod pappdrkov.

Ywpiootkn apbpitioo,

H yopnynon adalimumab 40 mg xé0e devtepn efdoudda, peretndnke o acbeveig pe pétpia Emg cofapn
gvepyod Yoplaoikn apbpitida og 600 eheyyOUEVES e EIKOVIKO pApuako peEAETEG, Tig peréteg WA | ko |l
Yt perétn YA | pe didpkela 24 gfdopddov, cvppeteiyov 313 evitikes acBeveig ol omoiot giyav
QVETOPKT] OVTOTTOKPLOT o€ Ogpoameio e Un 6TEPOEIDN AVTIPAEYUOVMOT Kot 0td avTovg mepinov to 50%
Adppoavay pebotpe&atn. X pedét YA Il pe duapxela 12 efdouddnv cvppeteiyov 100 acbeveic o1 omoiot
glyov avemapkn avramokpion og Beponeio pe DMARD. Metd v oAokAfpoon Kot Tav 600 peretdv, 383
acBeveig ovppeteiyov o€ pio avolytn peAétn enéktaong, oty oroio xopnyndnkav 40 mg adalimumab
KG0e devtepn efdopada.

Agv vapyel emapkfg epmepia yio TV amotelecpatikotnto tov adalimumab o aobeveic pe
AYKVAOTOMTIKNG 0TToVOLAapOpiTIdug yoplacikn apbporddeio (Ymplocikt orovovAitidn), eEartiog Tov
piKpov aplfuov acbevav ot omoiot peretnonkay.

Mivokag 15.
ACR Avtamokpiosig o Eleyyopeveg pe Ewkoviké @appoxo Meréteg Yopracikig ApOpitidoag
(ITocootd AcOevarv)

Megiétn YA T Megiétn YA 1L
Avtomékpion Ewoviko Adalimumab Ewoviko Adalimumab
QPaPLOKO N=151 PappoKo N=51
N=162 N=49

ACR 20

EBdopdda 12 14% 58%*** 16% 39 %*

EBdouddo 24 15% 57%*** A/l AT
ACR 50

EBdopdda 12 4% 36%*** 2% 25 %***

EBdouddo 24 6% 39%*** A/l A/l
ACR 70

EBdopdda 12 1% 20%0*** 0% 14%*

EBdoudda 24 1% 23%*** A/l A/l

***p < 0,001 yio Oheg T1g ovykpioelg peta&h adalimumab kot eikovikod eapuakov

* p < 0,05 yw 6Aeg T1¢ ovykpicelg peta&d adalimumab kot tov ewovikod eapudkov N/A dev oylet

Ot avtamokpicelg katd ACR ot uedétn YA | rav mapdpoteg gite pe gite ympic cuyyopnyovuevn
Oepaneio pe pebotpe&atn. O avromokpioelg katd ACR dtotnpnniay otnv avoryti HEAETN EMEKTAONC
v Ttepiodo péypt 136 efdoudoss.

AKTIVOLOYIKEG 0ALOIDGELS 0EI0A0YNONKOY OTIG LEAETEC WOPLOCIKNG apBpiTidac. AKTIVOYPAPIES XEPDV,
KOPTAOV Kol Tod®V eEANebnoay otnv évapén kot otnv EBdopndda 24 katd ) didpkelo TG SutAd TOPANG
neP10dov Otov o1 acbeveic AMauPavav adalimumab 1 suwovikd eappaxo kot oty EBdoudada 48 6tav 6ot
ot acBeveig AdpPavoy adalimumab o avoyt pelét. Xpnoomodnke 1 tpomomonuévn Pabpoioyio
Total Sharp Score (mTSS), 1 onoia wepreldpPave TI¢ Am® oALoyyoQoALayyiKég apbpdoels (m.y.,
drapopetikn and 0 TSS 0 onoiog ypnopomombnke yiao tn pevuatosdn apdpitidn).
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H Bepamneio pe adalimumab peiwoe to pOuod g eEEMENG TG ok PAGPNS TV mepipepikdv
apBpidoewv cuykpvouevn Le T Bepameia e eKovViKd eAPUOKO OTTMG LETPNONKE amd TN LETAPOAN amd To
apyikd eminedo oo MTSS (uéco + SD) 0,8 + 2,5 ot opdda mov Edafe eucovikd edpuoko (tny
EBodopdda 24) cuykpwvouevo pe to 0,0 £ 1,9 (p < 0,001) oty opddo wov édafe adalimumab (tnv
EBdopdda 48).

Y& aoBeveig o1 omoiot Elafav adalimumab yopig aktivodoyikn eEEMEN and ta apykd eninedo £0G TV
EBdopada 48 (n=102), to 84% cuvéyice vo. un deiyver kapio aktivoloyikr eEEMEN Katd T SidpKeLn TOV
144 gfdopdowv Bepomeiog.

Ot acbeveic o1 omoiot EAaPav adalimumab katédei&av otatiotikd onuavtiky Bertioon g
Aertovpykottog omwg agoroyndnke amd tov HAQ xot tov SF 36 (Short Form Health Survey)
GUYKPIVOLEVT] LE TO EIKOVIKO @apuako v ERSopdda 24. H Beltiopévn AE1ToupyikdTnTO GUVEXIGTKE
KT TN SEPKELD TNG AVOIKTNG HEAETNG emékTaong pExpt TNV ERSoudada 136.

Pwpioon

H aopdAeia ko anotedeopotikotnta tov adalimumab peietnOnke og evijhikeg acOeveig pe ypovia
yopiaon katd mhdakag (> 10% BSA kot Psoriasis Area and Severity Index (PASI) > 12 v > 10) ot onoiot
NTOV VITOYNPLOL Yiot GLOTNOTIKY Oepameio 1 poToOEpUTEIR GE TLYUOTOMUEVEG OITAA-TVQAEC LEAETEG.
To 73% tov acbevav Tov coppeteiye oe Meléteg Yopiaong I ko I elye AaPel mponyovuévag
ovotnpotiky Ogpameio | potobepancio. H aopdieia kot ) amotehecpatikotnta tov adalimumab
peietnOniay emiong oe eviilkeg acBeveic pe pétpla €0 coPfapn xpovia yopioon Katd TAAKS e
TOVTOYPOV YOPIOoT TOAUUMDV/TEAUATOV 0l 07001 NTAV VIOYNPLOL YIo GLOTNLOTIKY Oepameia og pia
TUXOOTTOMUEVT, SITAA-TVQAN perétn (Medétn Popiaong I1).

H Melém Yopiaong I (REVEAL) a&ioloynoe 1.212 acbBeveig o€ tpeig meptddovg Bepameiag. v
nepiodo A, o1 aobeveic Ehafav ewovikd edpuako 1 adalimumab oe o apykn 66om 80 mg,
axorovBoipevn and 40 mg kébe devtepn gfdopdda, apyiCovtog pio efoopddo Letd TV apyikr d0om).
Metd and 16 efdouddeg Oepaneiag, ot acbeveig o omoiot eiyov TovAdyiotov avtamdkpion PASI 75
(Bektioon PASI score tovAdyiotov katd 75% o€ oyéon e To apyikd exinedn) cuUTEPIAQOnKoY otV
nepiodo B ko édafav avowtn Oepamneio pe adalimumab 40 mg kdbe devtepn efdopdda. Ot acbeveic mov
dwmpnoav avtoarokpion = PASI 75 v EBSoudda 33 kot glyav apyukd toyatomombei oe evepyd
Oepancio v mepiodo A, eravatvyotoromOnkav v Iepiodo I', dote va Adpovv gite 40 mg adalimumab
KkG0e devtepn efdopnada 1 eKoviKO eappoko yia 19 emmAéov efdouddec XVVOAIKA o€ OAEG TIC OUADES
Oepameiag, o péoog deiktng PASI ota apyikd enineda frav 18,9 kot ta apyikd eninedo tov deiktn Physi-
cian’s Global Assessment (PGA) kopdvOnkov oo “pétpia” (53% twv acbevdv mov coppeteiyav) £mg
“cofapn” (41%) éwc “moAd coPapny” (6%).

H Merém 1T e yopioong (CHAMPION) cuvékpive TV 0mOTELEGUOTIKOTNTO, KL TNV Ao@AAELR TOVL ada-
limumab évavti g pebotpe&dtng kot Tov rkovikov eappdkov o 271 acbeveic. Ot acheveic Erafav
EIKOVIKO QdppoKo, pebotpeEdtn og apykn d6or 7,5 Mg kot akoAovBwg 1 d6om avEndnke puéypt tnv
EBdopada 12 ot péyiotn d6on tov 25 mg 1 adalimumab oe apyikn d6om 80 mg akorovBovuevn amd 40
mg KOs devtepN efdopdoda (Eexvavtag pio efdopdda petd tnv apyikn 06on) yio 16 efdopnddec. Aev
vrapyovv drobéoipa ototyeio Ta omoio cuykpivovy to adalimumab kot t pebotpe&an yio mhve omd 16
ePdopddeg Bepameiog. tovg acbeveig mov AduPavay pebotpeldtn ko tétvyav avtamdkpion > PASI 50
v EBoopdda 8 kat /M v 12 dev éytvav emmpdcobeteg avénoeig d6onc. Xe OAeg Tig Bepomevtikég opudoeg,
T péoa apykd emineda avramdkpiong PASI fitav 19,7 kot ta apykd eninedo PGA kupaivovtal amnd
“Aria” (< 1%) o “pétpra” (48%) émg “coPoapn” (46%) mg “moid coPapn” (6%).

O1 acBeveic mov copupeteiyav o€ OAeg TIg peAéteg ympiaong @dong 2 kot daonc 3 kpibnkav katdAiniot
Y10, EI0AY®YN GE [io, ovoyth HEAETN emékTacng, 0mov to adalimumab yopnynOnke yia tovidyiotov 108

emmAéov efdouddec.
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21ig Meréreg Yopiaong I ko I, éva mpomtedov Katoinktikd onpeio tav 10 T0cosTo TV 0cevdy ot
omoiot métvyav avtandkpion PASI 75 and ta apywd enineda péypt v ERdopdda 16 (BAéne Iivaxe 16
Ko 17).

Mivoxag 16.

Medrétn Yopiaong | (REVEAL) - Anoteheopatikétnta otic 16 Efdopnadeg

Ewkovikoé ¢appaxo Adalimumab 40 mg ka0e
N=398 ogvtepn gfoopdoa
n (%) N=814
n (%)
> PASI 75" 26 (6,5) 578 (70,9)
PASI 100 3(0,8) 163 (20,0)
PGA: KaOopé/ehayioto 17 (4,3) 506 (62,2)"

* To m0cootd acbevmv ot omoiotl Tétvyav avtamokpion PASI 75 vroloyiotnke w¢ T0606TO
TPOCUPUOGUEVO OVAAOYQ LE TO KEVTPO
P p < 0,001, adalimumab évovtt etkovikod @apudkov

Mivokag 17.

Merétn Yopioong I (CHAMPION) Arotsheopotikotnto. 6Tic 16 Efdonddeg

Ewkoviké pappaxo MTX Adahg:;:::;?jﬂdl;;g KG9z
N=53 N=110 Netog
n (%) n (%) n (%)
> PASI 75 10 (18,9) 39 (35,5) 86 (79,6) *P
PASI 100 1(1,9) 8 (7,3) 18 (16,7) »°
PGA: 6 (11,3) 33 (30,0) 79 (73,1) »P
KaBapd/ehdyrioto
“p < 0,001 adalimumab &vavtt elKoViKOD QOPUAKOV
P p <0,001 adalimumab &vavti pebotpeEdng
" p < 0,01 adalimumab évavtt gikovikod eappdarxov
% p < 0,05 adalimumab &vavtt pebotpe&dng

2 Mekét Yopiaong I, to 28% tov acbevov mov giyav aviandkpion PASI 75 ko
EMOVOTVYOOTTOMONKOY GTO €1KOVIKO Pappako v ERdoundada 33 oe oyéon ue 1o 5% tov acbevov o
omoiot cuvéyioav pe adalimumab, p < 0,001, spedvicay “andielo enapkode avtamdkpions” (deikng
PASI petd v Edopdda 33 kot kotd ) didpketa 1 wpw v ERSopdda 52 mov odnynoe og aviandkpion
< PASI 50 o€ oyéon pe to apyikd enineda pe eldyiotn avénon 6 Babudv oto deiktn PASI oe oyéon pe
v Edopdda 33). Ano tovg aobeveic 01 0oiotl ELPAVIcHY OTIOAELN ETOPKOVG OVTUTOKPIONG UETA TNV
ETOVOTVYOLOTOINGT GE EIKOVIKO QAPLLOKO KOl Ol 0710101 TOTE EVTAYONKAY GTNV avOoLYT @AGCT TNG UEAETNG
enéktaong, to 38% (25/66) kot to 55% (36/66) emovéktmoav avtanokpion PASI 75 petd omd 12 ko 24
£POOUAOES EMAVOAYOPTYNONG, OVTIGTOLYO.

Yuvolikd 233 acBeveig mov eiyav avtamokpion PASI 75 v Edopdda 16 kot thv Efdopdada 33 Edafav
ovveyn Bepaneio ue adalimumab eni 52 efdopdadeg oty Mekétn Yopiaong I, kot cuvéyicav To ada-
limumab oty avouyt) perétn enéxtoong. Ta mocootd avtandkpiong katd PASI 75 kot PGA «aBapd 1
eldyioto o€ avtovg Toug acBeveic nTav 74,7% ko 59,0% avtictorya petd amd emmiéov 108 efdopddeg
avolktng Oepomeiog (cuvolikd 160 efdopddeq). Xe pia avirlvon 6mov 6AoL ot acbeveic mov amocvpOnKay
Ao T HEAETN AOY® avemBOUNTO®V GUUPBAVTIOV 1| EMAEIYNG OTOTEAECUATIKOTNTAG 1 OOV avENONKE 1)
d00oT, BewpnOniay oG U OVTUTOKPIVOLEVOL, To T0G0oTH avtamokpiong katd PASI 75 kot PGA koBapd 1
gMdy1oto o€ antoig Toug acbeveic nrav 69,6% kot 55,7%, avtictoyya, petd ond emmAéov 108 efdouddeg
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avolktig Oepomeiog (cuvoiikd 160 eBdouddeq).

Yuvolikd 347 acBeveig pe otabepn AvTUTOKPIOT GUUUETEIYAY GE L0 OVOLYTH HEAETT) EMEKTOONG LE OKOTTO
v a&loAdynon g andovpong kot g enavadepancioc. Katd tn didpkeia tng TEPLOd0V AmTOSVPONG, TO
GUUTTOUOTO TNG YOPIOONG ELEGTPEYAV LE TNV TEAPOSO TOL YPAVOVL LE PEGO XPOVO VTOTPOTNG TEPITOL 5
pnveg (peimon tov PGA og “pétpia” 1 coPapmn voco). Kavévag amd avtods toug acbeveig dev Topovcioce
vrotponn (rebound) kotd t Sudpketo g meP1dSov andovponc. ‘Eva civoro 76,5% (218/285) twv
acBevav o1 omoiol eloNABav oty mepiodo emavabepaneiog siye pa ovromoxpion tov PGA "kabopn" 7
"eAdytotn" petd amd 16 gfdopddes exavadepansiog, oveEapTTa amd TO GV VTOTPOTIAGOV KATH TNV
amdovpon (69,1% [123/178] «or 88,8% [95/107] frav acbeveic mov vrotponiacay Kot Tov dev
VIOTPOTIOCAY KATH TN S1APKELN TG TEPLODOL ATOSVPCNC, avTioTorya). Eva mapopolo mpoeil acpaieiog
mapoTnphOnke katd ) didpkela enavabepaneiog Onmg TPty TV andGLPGT).

Inuavtikég Pedtidoelg oty Efdopdada 16 amd ta apyikd enimedn 6€ GYECT LE TO EIKOVIKO QOPLOKO
(Meréteg I xan IT) kou T pebotpe&atn (Meré 1) emtevyOnkav oto DLQI (Dermatology Life Quality
Index). Xt MeAém 1, o1 BEATIDOELS 0TI COUATIKEG KOl WOYOAOYIKES TOPOUETPOVS Tov SF-36 ftav emiong
ONUOVTIKEC GE OYEOT LLE TO EIKOVIKO QAPLOKO.

e pio avotytn HeAETN eMEKTAONG, Y10 TOVG acbeveic 6Tovg omoiovg 1 66on dapopeddnke ard 40 mg
KkG0e devtepn efdopada oe 40 mg kabe efdopdda e€artiag g avramokpiong PASI kdtw ard 50%, 26,4%
(92/349) ko 37,8% (132/349) tov acbevav métuyov aviandkpion PASI 75 v EBdoundda 12 kot 24,
avTicTOTY(.

H Merét Yopiaong 1 (REACH) cuvékpive Tnv amoteleopotikdtnTo, kKot v ac@aieio tov adalimumab
£vavti EIKOVIKOD QopUaKov o€ 72 acbevelg pe pétpla Eémg cofapn xpovia yopilaon KoTd TAGKOG Kot
yopioon Tohoudy koM tedudtov. Ot acBeveic Edapav pia apyikn 66on 80 mg adalimumab
axoAovBobpuevn amd 40 mg kdbe devtepn efdopada (Eekivavtag pio efoopdado HeTd TV apyikn d0om) )
€KOVIKO dppoko yia 16 gfdopadec. Trv EBSopdda 16, éva 6TaTIoTIKA GNUOVTIKA LEYOAVTEPO TOGOGTO
Tov acbevov Tov Elafav adalimumab wétuye «eEdhetyn Towv Brafdvy 1 «oxedov e&dieyn tov PAafdvy
katd PGA oT1¢ ToOAGUEG Ko/ 0T, TEAUATO GE GUYKPIOT) e TOVG aobevelg mov EAafav elkovikd @ApUOKO
(30,6% évavt 4,3%, avtiotoya [P = 0,014]).

Merém Popioonc IV cvvékpive Ty amotedecuatikotnTa Kot v ac@dieia Tov adalimumab évavrtt
€IKOVIKOD Qupurakov og 217 eviiikeg acheveic pe puétpia £m¢ cofopn yopilactkn ovuyio. Ot acheveic
éhapav pia apyikn d6om 80 mg adalimumab akolovBoduevn amd 40 mg kabe devtepn efdopddo
(Eexwvavtag pio efdopdda Letd Tnv apyikn 066M) N EIKoVIKO PAapuako Y10, 26 efdouddes, akoiovboduevo
amd wa avoryty Oepaneio pe adalimumab yo emmdéov 26 efdopnddes. Ot aEOAOYAGELS THG YOPLAGTKNG
ovuyiog mepthappovay tov Tpomomompévo Agiktn Zopapotmrog s Yopraocikng Ovuyiag (MNAPSI), ™
Yvvohkn Extiunon tov T'otpod yio v Yopracikn Ovoyio (PGA-F) kot tov Agiktn Zofapdtrog g
Ywopraokic Ovuyiag (NAPSI) (BAéne TTivaka 18). To adalimumab katédei&e dpehog g Oepanciog o
acbeveic pe yoplootkn ovuyia pe dtopopetikég ektdoelg depuatikdv frapmv (BSA > 10% (60% twov
acOevdv) ko BSA < 10% kot > 5% (40% tov acevdv)).

Mivokag 18.
Meiétny Yopioong IV Anoteieopotikotnta otig 16, 26 ko 52 Efoonadsg

TeAuco onueio EBodopdda 16 EBodopdda 26 EBdopdoa 52

EXleyyopevn pe Ewcovikd | EAeyyouevn pe Ewcoviko Avoy
Dapuoko DapuaKo
Ewoviké | adalimumab | Ewovico | Adalimumab Adalimumab
eappoxo | 40 mg xaBe | pdppoako | 40 mg kdbe 40 mg kd0Oe
N=108 devTepn N=108 devtepn devtepN fdopdda
efdopada eBdopado N=80
N=109 N=109
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> mNAPSI 75 (%) 2,9 26,00, 3,4 46,6 6

PGA-F xaBopd/erdyioto kot 2,9 29,70 6,9 48,9 6

Beltioon > 2 Babpovg (%) 1,
ocootwaia petafoin tov -7,8 -44,20, -11,5 -56,2% -

deiktn NAPSI ywo 6Ao t0 72
vy (%) 2
*p < 0,001, adalimumab évav eicovikoD QopUAKOL

Ot acbeveic mov ElaPav adalimumab édei&av otatiotikd onuavtikég Pertidoeig oty EBdoudada 26
GUYKPITIKA LE TO €1KOVIKO pdppako otnv DLQI.

Arozontiy 10pwtadevitioo. (avaoTpopn oxun)

H acpdieia kot n omotedespatikotnto tov adalimumab a&loloyndnkoy o€ toyatomomuéveg, Smhd-
TUQPAEG, EAEYYOUEVES LLE EIKOVIKO PAPUOKO HEAETEG KO Piol OvVOLY T PLEAETT) EMEKTOONG O EVIAIKEC
acBeveig pe pétpla Emg coPopn dromuntikn Wpotadevitido (HS) mov frav avlektikoi, iyov avtévoelén M
EUPAVICOAV OVETOPKT] OVTOTOKPLOT] GE TOVAGYLIGTOV Hidt 3-Unvi) TEPI0S0 GUGTNUATIKNG AVTIBLOTIKNG
Oepomevtikng aywyng. Ot acbeveic otic peréteg HS-1 xar HS-1I giyav vooo Hurley Ztadiov 111 HI pe
ToVAdYIoTOV 3 amoCTATA 1] PAEYHOVMOT olidia.

H Melétn HS-T (PIONEER 1) a&oldynoe 307 aobeveig oe 2 meprodovg Oepanciag. Ztnv Iepiodo A, ot
acbeveic Elafav ekovikd eappaxo 1 adalimumab oe apykn 66on 160 mg v Epdoudda 0, 80 mg v
EBdopdda 2 ko 40 mg xéBe efdopdda Eekivavtog amd v ERdopdda 4 £wc v ERSopdda 11. Katd
SLAPKELD TNG LEAETNG OEV EMTPETOTAV 1 TAVTOYPOVN XPNOTM avTIPLoTiKDY. Metd and 12 efdouddeg
Oepameiog, o1 acbeveig mov eiyav Adfel adalimumab v Tlepiodo A emavatvyotorombnkav otny Iepiodo
B og 1 and tig 3 opddeg Oepanciog (adalimumab 40 mg kabe efdopdda, adalimumab 40 mg kabe devtepn
gpodopdda, N gicovikod eappako omd v ERdopdada 12 £mg tnv Efdoudada 35). Ot acbeveig mov eiyav
ToyatomomBel o€ sikovikd eapuaxo v Iepiodo A, Ehafav adalimumab 40 mg kabe efdoudda otnv
Iepiodo B.

H Melétn HS-TT (PIONEER I1) a&oddynoe 326 acbeveic oe 2 mepiodovg Bepanciag. Xtnv Iepiodo A, ot
acbeveic Elafav sikovikd eapuaxo 1 adalimumab og apykr 66om 160 mg v Epdoudda 0 kon 80 mg v
EBdopdda 2 kot 40 mg kéBe efoopdda Eekivavtog omd v ERdoudda 4 £wc v ERSopdda 11. To 19,3%
TV ac0evdv GuVEYIsE TNV 0td TOL GTOUATOG aVTIPLOTIKY Ogpameia Tov AduPave Katd v Evapén g
peiéng. Metd, amd 12 efdopnddeg Oepanciog, ot acbeveic mov eiyav Aaper adalimumab v Iepiodo A
enavoatvyatomomdnkav oty Iepiodo B o€ 1 amd t1¢ 3 opddeg Oepaneiog (adalimumab 40 mg kabe
gpoopdda, adalimumab 40 mg kaOe devtepn efdopdda, 1 eikovikd eappoako amd v EBdopdda 12 éwg
v EBdoudda 35). Ot aocBeveic mov eiyav tuyatomombei o sikovikd eappaxo v Iepiodo A, Eapav
gwoviko edppaxo otnv Ilepiodo B.

Ot acBeveic mov ooupeteiyav otig peréteg HS-1 kot HS-II giyav ™ dvvatotta va eviaybody oe o
aVOIKTN UEAETN eMéKTAONG 6TV omoia yopnyovvtav adalimumab 40 mg kdbe eBdopada. O pécog ypdvoc
éxbeong otov adalimumab mAnBvoud frav 762 nuépeg. Kot otig 3 peléteg ot acbeveic ypnoipomotodoay
TOTIKO OVTIOTTITIKO GOTOVVL KOO UEPIVA.

Klvikn Avromoxpion

H peiwon tov preyuovodav BAadv Kot 1) amo@uyr g EX0EIVOONG TOV ATOCTNUATOV KOl TMV
TAPUYOYIKOV cvupryyiov agloloyndnke ypnoiponotdvag tov Agiktn Khvikng Avtamokpiong ot
Awamonticr [dpwtadevitida (HISCR, peiowon tovidyiotov katd 50% tov cuvorikod apBpod twv
ATOCTNUATOV Kot TV PAEYLOVOd®Y ol1dimVv ympic advénon tov aptduol TV amocTNUATOV Kot Y®pig
avEnom Tov apliUoy TOV TOPAYMYIKOV CLPLYYI®mV, 6€ 6YEoT e ToV aptdud Toug otV Evapén g
perétng). H peimon tov cuvdedpevou e T dtomunTikn Wpotadevitida dAyovs a&loAoynonke
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ypnoomotwvtag po Apiduntikn Kiipoka A&loldynong o€ acBevelg mov evtdydnkov otn peAétn pe
apykn T 3 N peyoivtepn, o€ o 11-faduo kAiipoka.

Tnv EBdopdda 12, éva onpovtikd vymiotepo m1ocootd acbevav mov éhaPav Bepaneio ue adalimumab
nétuye HISCR évavtt avtdv mov éhafav ewovikd eappoko. Tnv ERdopdda 12, éva onpavtikd vynidtepo
1060610 ac0evav g Meiétng HS-1I napovciocav KAvikd onuovikn Hei®oT Tov GUVOEOUEVOD pE T
Sramontikn Wpotadevitido dhyovg (PAéne TTivaka 19). O acbeveic mov {afav Oepomeio pe adalimumab
EULPAVICAV CTUOVTIKA HIKPOTEPO Kivouvo EEapomng Tng vOGOL KoTd T didpkelo Tov 12 tpdtmv
gBdopddmv g Bepameiog.

Mivoxag 19.
AmoterespaTikotnra otig 12 Efdopadeg, Meréteg HS | won 11

Merétn HS 1 Meréty HS 11

Ewoviko Adalimumab40 Ewoviko Adalimumab40

Qappoxko | mgtny efdopdda |  @appoko mgtnyv gfoondda
KMvikn avtamokpion ot N =154 N =153 N=163 N=163
damunTikn 18poTadevitido 40 (26,0%) 64 (41,8%) * 45 (27,6%) 96 (58,9%)
(HiSCR)* ol
> 30% Meiwon Tov N =109 N =122 N=111 N=105
depLOTIKOD 27 (24,8%) 34 (27,9%) 23 (20,7%) 48 (45,7%)
dryovc” *kk

* P <0,05, ***P < 0,001, adalimumab &vavtt €lkovikod Qapudkov
% Meta&hd OAmV TOV TUYOLOTOUNIEVOY acOev@mV.

P Meta&d tov ac0evav pe apykh] Tiun a&loAdynong Tov GUVSEOLEVOD pE TT SLOTUNTIKY
Wpotadevitida Gryovs Tov déppatog > 3, pe Bdon v ApBuntucy Kiipoka A&ordynong 0 -
10, 6mov 0 = ywpic dlyog, 10 = apdpnto dhyoc 610 déPLLaL.

H Ogpancio pe 40 mg adalimumab kéBe efdopdada peimoe onuovtikd Tov Kivduvo emdeivoong tov
ATOCTNUATOV KOl TOV TAPAYOYIK®OV cuptyyinv. Zyeddv o dumhdoiog aplfpog tov aclevdv mov éhafav
EIKOVIKO PdppoKo Tic Tpmteg 12 efdopddeg tmv Meietdv HS-1 kar HS-11, ouykpirikd pe tovg aobeveig
7oL peteiyav omv opdda tov adalimumab, mapovciocay emdeivoon tov anootnuatoy (23,0% vavtt
11,4%, avtiotoyyn) Kot Tov Topayoyikodv cvptyyiov (30,0% évavtt 13,9%, avtictoyo).

Meyarbtepn Pertioon katd v ERSopdda 12 and tnv évapén g HeEAETNG O GUYKPLON LE TO EIKOVIKO
QAPUOKO TOPOVCIAGTNKE GTNV EOIKT Y10, TO OEpLa oxeTICOUEVN UE TNV vYEin modTnTa {ONG, OTMG
petpazon pe tov Agppotoroyikd Agiktn Iowwmroag Zong (DLQI, Meiéteg HS-1 ko HS-1T), ot yevikn
KOVOToinoT TV acevdv amd T QapUOKELTIKN aymyr|, OTwg HeTpdtol pue To Epotnuatoldyio
Ixavomoinong amd ™ eapuakevtikny aymyn (TSQM, Merétec HS-T ka1 HS-11), ko otn copatiky vyeia,
OTMG peTpdTor amd TN Guvolikn Baduoroyio Twv cuvieTOomv Tov SF-36 Yo T couatikn vysio (MeAét
HS-I).

Y& acbeveic pe tovAdyiotov pepikn aviomokpion o€ adalimumab 40 mg efdopadiaing v Efdopdda 12,
10 1060otO HISCR v EBdoudda 36 tov vynidtepo otovg acbeveig mov cuvéyicav v efdopadiaio
My adalimumab cuykprtikd pe Toug acBeveig 6Tovg 0mOI0VE 1) GLYVOTNTA TNG 6OGNC LEWDONKE o8 KAOE
devtepn gPfdoudda, 1 oe acbeveic mov diEkoyav ) Oepaneio pe adalimumab kot Eafav eikovikd
@appoxo (PAéne IMivaka 20).
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Hivokag 20.
IMo60676 AcOevdv® mov IéTvyoav HISCRF tic Edopadsg 24 kar 36 agov TuyaomomjOnkay nail o
Ogpomeio peta omd efdopadiaio Myn adalimumab éwg v Efdopdda 12

Ewkoviké pappoxo Adalimumab 40 mg kd0¢ | Adalimumab 40 mg pio
(Sraxomi Oepameiog) ogvTepn efoopdada Qopa Tnv efdopada
N =173 N=70 N=70

EBdoudda 24 24 (32,9%) 36 (51,4%) 40 (57,1%)
EBdopada 36 22 (30,1%) 28 (40,0%) 39 (55,7%)
" AcBeveig pe Tovddyiotov pepikn avtamdkpion o€ adalimumab 40 mg kdOe Poopdda petd amd

12 gBdopadeg Bepoameiag..
3 OracBeveic mov TMANPOvGAV To. KPITHPLe, TOV 0piLovTot 0md T0 TPOTOKOAAOYIN THY ATMAELN

G avTOmOKPIoNG N TNV amovoio BeAtinong vmoypemOnKay va SIHKOWYOLV T GULUETOXY|

TOVG OTIG LEAETES KOl GLUUTEPIANPONKAY GTOLG UN) CVTOTOKPIVOLLEVOUG.

Meta&h Tov 0o0evaY Tov ELPAVIGAY TOVAGYLIGTOV LEPIKN avTamoKploT katd tnv Efdoundada 12, kat ot
onoiot ELafav cvveyn efdopadiaio Bepancio pe adalimumab, to mocootd HISCR v ERdopdda 48 nav
68,3% Kot v EBdopdda 96 nrav 65,1%. H pakponpdbeoun epancio pe adalimumab 40 mg
gfdopadiaing yio 96 efdouddeg dev TapovVCinGE KOvoUpLo EDPNUOTO AGPAAELNGS.

Meto&0 tov acbevov mov diEkoyay ) Oeponeio pe adalimumab v ERdopdda 12 otic Meléteg HS-I kot
HS-II, to mocoot6 HiSCR 12 gfdopddeg petd m yoprynon adalimumab 40 mg v efdopdda enéotpeye
o€ eMiMed0 OUOL0. LE OVTA TTOVL TOpATNPNONKOAY TPV amd T ARYN Tov g1KoviKoD apuakov (56,0%).

Noaooc rov Crohn

H acedleta kot 1 amotelespatikotnta tov adalimumab a&oloyndnkav oe ndve and 1500 acheveic pe
uétpla £mg cofapn evepyd vocso tov Crohn (Crohn’s Disease Activity (CDAI) > 220 ka1 < 450) o¢
TUYOLOTOMUEVESG OUTAA TUPAEC, EAEYYOUEVES e EIKOVIKO PAPLOKO HEAETEC. Xvyxopynon otabepdv
300EMV AUIVOGUMKVAIK®Y, KOPTIKOGTEPOELODV KUY AVOGOTPOTOTOTIKMY TAPAYOVTOV EXITPATNKOV
ka1 to 80% TV acbevdv cuvéyicay vo AaUBEvVouy TOLAGYIGTOV Hidl A0 TIC TOPATOVE AYMYEC.

H enaymyn g khvikng veeong (opiiduevn pe CDAI < 150) a&oroynOnke og dbo pehéteg, ) perétn CD
I (CLASSIC I) ko tn perétn CD 1 (GAIN). Ztnv uedét CD 1, 299 aobeveic otovg omoiovg dev giye
yopnynOet Eova TNF-avtaywviotc Tuyatomomdnkay ce pio, and téooepic OepamenTikég OUAOES: EIKOVIKO
eapuako tig ERdopadec 0 ko 2, 160 mg adalimumab v Edouadae 0 ko 80 mg v EBdoudda 2, 80 mg
v EBoopada 0 kot 40 mg v ERdopdda 2 kot 40 mg v Efdopdada 0 kar 20 mg v Edopdada 2. Ztnv
ueiétn CD 11, 325 acbeveic o1 omoiot dgv avtanokpivoviay 1 epedvicav dvoavesio oto infliximab
ToyooromOnkay dote va Aappavovv gite 160 mg adalimumab v EBdopdda 0 kar 80 mg v ERdopdda
2 gite ewoviko pdppako T ERdopadeg 0 kat 2. Or acBeveic mov dev elyov mpmtoyevn KAMviK)
AVTOTOKPLOT] OMOKAEIGTNKOV 0O T LEAETN KO EMOUEVAOS 0w TOol 01 aieBegvelg dev a&loloynOnkay
TEPAUTEP®.

H datpnon g khvikng veeong a&oroynonke otn pedétn CD 1T (CHARM). Ztn pedétn CD I, 854
acOeveic ElaPav oe avorytr yopnynon 80 mg v ERdopdda 0 kot 40 mg tnv ERdopdda 2. Tnv EBSoudda
4 o1 acBeveic TuyatomomOniay oe 40 mg ke devtepn efdoudda, eite oe 40 mg kabe efdoudda, eite ot
EIKOVIKO PAPUOKO e GLVOAIKT dtapkela perétng 56 efdopadmv. Ot acbeveic pe KAVIKT aviomdkpion
(ueiwon CDAI > 70) v EBdoudda 4 kotnyoplomombnkoy kot ovadbonkov Eexmplotd amd antong ot
omoiot dev giyav KAvikn avtonokpion tnv EBdoundada 4. H otadiokn peimon Tov KOPTIKOGTEPOELODV
emutpannke petd v ERdopdada 8.

H eraywyn g vpeong ot perétn CD I ko v perém CD |l xabdg kot ta 106006Td avtamdKpiong
napovctdlovrol otov [ivaka 21.
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Hivokag 21.
Emayoyn khvikig 0@£ong Kol KMVIKNG avTaTOKPLongS (1060616 0.60evedv)

Meiétn CD I: AoOeveig 6Tovg omoiovg | Merétn CD II: AcOgveig oTovg
ogv &yeL yopnyn0ei Infliximab omoiovg £yeL yopnyn0Oei Infliximab
Ewoviké | Adalimumab | Adalimumab Ewkoviké Adalimumab
@éppaxo | 80/40 mg 160/80 mg Pappaxo 160/80 mg
N=74 N=75 N=76 N=166 N=159
EBdopada 4
Khwvicn vpeon 12% 24 % 36%* 7% 21%*
KAwikn avtomokpion 24 % 37 % 49%** 25 % 38%*
(CR- 100) *
Oleg o1 Tipég p givan ouykpiocelg katd {edyn To@v mocootdv yia to adalimumab évave eikovikon
oappdxov
*p<0,001
**n<0,01

[Mapdpotla T0606TA KAMVIKNG Veeons Topatnpnonkay yo o 160/80 mg kat 80/40 mg oynuato exoywmyng
v EBdopdda 8 kot mapatmprinkay mo cvyvd avem®duntae coppdvta oty oudde mov élafe 160/80
mg.

Yty perétn CD 111, v Edopddo 4 to 58% (499/854) tmv acbevdv giyav KAMVIKN avTamdKpion Kot
a&lodloynOniay oty TpmTEHoLGH AVAAVOT). ATO TOLG 0GOEVEIS TOV EUPAVIGOY KAVIKT OVTATOKPLIoT TNV
EBdopdda 4, to 48% eiyav Aapetl 610 moaperddv dilov TNF-avtayoviot). H dtotipnon g veeong kat ta.
TOGOGTA avTamoKplong mapovctaloviat otov [livaka 22. Ta 10606Td TG KAMVIKAG VPEGC TAPEUEIVAY
oyeTIKA otabepd avegaptntwg mponyovpevng éxbeong oe TNF-avtaymviotés.

Nooneieg kot yeipovpyikég enepPfacelg oxeTlOUEVEG IE TN VOGO MTOV GTATICTIKG GTUAVTIKA UELMUEVEG
e to adalimumab cuykpirikd pe to gicovikd eappako oty ERdopdda 56.

Mivaxkag 22.
Awtiipnon Kavikilg 'Y eeong ko Kivuaiig Avranokpiong (Ilocootd AcOevarv)

Ewoviko 40 my adallmumab 40 mg adalimumab
GproKo KaBe devrepn KG0¢ efoopdoda
papu gfoopndoa
EBdopdada 26 N=170 N=172 N=157
KAk vgeon 17% 40%* 47%*
K\vikn avrandkpion (CR-100) 27% 52%* 52%*
Aocbeveig o€ ehebBepn
otepoeddv Heeom Yo > = 90 3% (2/66) 19% (11/58)** 15% (11/74)**
NUEPES” NUEPEGHL
Epdopdoa 56 N=170 N=172 N=157
Kiwvikn vgeon 12% 36%* 41%*
KAvikn avramdkpion (CR-100) 17% 41%* 48%*
Aocbeveig og ehedBepn
o1EPOEdOV VPEST Yo > = 90 5% (3/66) 29% (17/58)* 20% (15/74)**
Muépec”

*p < 0,001 yw cvykpioels katd Levyn TV mocootdv yio to adalimumab évavr eikovikov eapudkov
**p < 0,02 y ovykpioels katd {evyn TV mocootdv yio to adalimumab évavr eikovikov eappdkov
* A6 0vTovG 01 0Toi0L AAUPOVaY KOPTIKOGTEPOELDT TNV EvapEn Tng LEAETNG
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Metoéd tov acbevav ol omoiot dev avtamokpifnkay oty Efdoudada 4, 1o 43% tov acbevav ot omoiot
éhafav 60om cvvtipnong adalimumab avtoamokpiOnkav péyxpt mv ERdopdda 12 cuykpriikd pe to 30%
7ov Ehafav 066T GLVTNPNONG UE EIKOVIKO QAPHOKO. AVTA TO ATOTEAEGLLOTO VITOOEIKVOOLY OTL PEPIKOL
acbBeveic o1 omoiot dev Eyovv avtamokpiBel puéypt v ERdondda 4, mperovvrorl amd T Guve o g
Bepomeiog cuvrnipnong péypt v ERdopdda 12. H Bepancio mov cuveyiotnke petd tig 12 gfdopddeg dev
00N yNoE GE ONUAVTIKA TEPIEGOTEPES avTanoKpicels (BAETe mapdypago 4.2).

117/276 acbeveig and ) pelétn CD | xou 272/777 acbeveic and peréteg CD 1T ko 11T
napakorovOnOnkoy yio tovAdyiotov 3 ypovia ¢ Bepameiog avoirktng eméktaong (open-label) e ada-
limumab. 88 kot 189 acbeveic avtictorya, cuvéyioay vo. givar o kKAvikn Vpeot. Khvikn avtomndkpion
(CR-100) dratnpnbnke og 102 ko 233 acbeveic, avtiotorya.

Howotnro {wng

>1ig peréteg CD I ko CD 1y ) vooco tov Crohn, emttedyfnke otatiotikd onuavtikn edtioon ot
ovvoAky Baduoloyio Tov €181k0D EpOTNUATOAOYIOV Yio TAL PAEYUOVDON Voo uato. Tov eviépov (IBDQ)
v EBdopdda 4 og aceveig tuyaomompuévoug og adalimumab 80/40 mg kou 160/80 mg cuykpirikd pe to
EIKOVIKO PappoKo Kot eriong mapatnpnnke otig ERdonddeg 26 kar 56 otn perétn CD I petald tov
BepomevTikdv ouddmv mov édapav adalimumab cuykpitikd pe 1o gikovikd eapuako.

Elxwons rolitida

H acedleia ko anotelecpotikdmto toAlamiov docemv Tov adalimumab a&oloynbnkov cg eviiikeg
acBeveic pe pétpla £mg coPapn| evepyd eAkmon koAitida (Pabporoyio Mayo 6 éwg 12 pe vrofabuoroyia
€VO00KOTNONG antd 2 £0G 3) GE TUYOULOTOMNUEVES, IIMAEC-TUPAEC, EAEYYOLEVEG LLE EIKOVIKO QAPUOKO
UEAETEG.

2 perétn UC-I, 390 acbeveig mov dev giyav AdPet Oepaneia pe TNF-avtayoviot) tuyotoromdnkoy va
AaPovv gite ewcovikd papuako T Edopadeg 0 kar 2, 160 mg adalimumab v EBdopdado. 0
axoArovBodpuevo and 80 mg v ERSoudda 2, 1 80 mg adalimumab v EBdoudda 0 axorovbodpuevo and
40 mg v EBdopdda 2. Metd and v EBdopdda 2, ot acheveig kot ota dHo okéin adalimumab éhafov
40 mg ke devTepn efdopdda. H kv vogon (opilopevn wg Pabuoroyio Mayo < 2 yopig
vrofabuoroyio> 1) exktiunbnke v ERdoudda 8.

¥t perétn UC-II, 248 acbeveic éhafov 160 mg adalimumab v EBdoudda 0, 80 mg tnv Efdoudada 2
Kal, ev ovveyeia, 40 mg kabe devtepn efdoudda kot 246 acbeveic Eafav eikovikd eappako. Ta KAviKa
amoTEAEGIOTA Y10 ETAY®YN TNG VPTG a&toroynOnkav v ERSoudda 8 kot yio ™ dtatripnon e vepeons
v EBdopdda 52.

AobBeveic mov dpyoav ) Oepomeio pe 160/80 mg adalimumab wétvyay KAk Deon EvavTt Tov
gKoviKoy eappakov v ERdopdda 8 oe otatiotikd onpavtikd peyoaivtepa tocootd ot pedétn UC-I
(18% évavtt 9% avrtictorya, p=0,031) kot ™ perétn UC-IT (17% évovtt 9% avtiotorya, p=0,019). Xt
ueiétn UC-II, peto&d exeivav mov éhafav adalimumab kot tav og Hpeon v EPdoudda 8, 21/41 (51%)
ntav o veeon v ERSopdda 52.

Ta amoteréopoto amd To cuvolikd TANOVepo g ueiétng UC-II mapovsialoviat otov ITivaka 23.
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Hivokag 23.
Avtamokpion, 'Y oeon ko Erovioon Bievvoyovov ot perétny UC-II
Hocoot6 acBevadv

Adalimumab 40 mg ka0s

Ewcoviko ¢dappoxo devTepn epdopada

EBdopdada 52 N=246 N=248
Khlviken avtamokpion 18% 30%*
Khlvikn vogon 9% 17%*
EmobAwon Bievvoybvou 15% 25%*
Y peon Xwpic Xtepogidn yio 6% 13%*
> 90 nuépec” (N = 140) (N =150)

EBdopdda 8 ko 52

[opotetapévn aviomdkpion 12% 24%**
[opotetapévn Veeon 4% 8%*

[Mopozetapévn erodAwmon

0, 0/f*
BAevvoyovou 11% 19%

Khwvuen vpeon etvon 1 Babporoyia Mayo < 2 ympic vroBadpoioyio> 1,

KAwvin avtamdkpion ivor 1 peioon, omd v apytkn Ty, g fadporoyiog Mayo kotd > 3 mdéviovg kot
> 30%, cvvodevouevn and pio peioon e vopaduoroyiog opbikng apoppayiog [RBS] katd > 1 1 amod
po omdivtny RBS 01 1,

*p < 0,05 y1o to adalimumab évavz Tov gikovikoD PapUaKoL GYETIKA LE TN GVUYKPLoT ovarloyidv o€ (gyn
**p < 0,001 yia To adalimumab évaver tov gikovikoh Popudkov GETIKG e T GVYKPLoN avaroyldv og (evyn
* Amd gkeivoug Tov AapPavouy KopTIKoGTEPOEDN otV Evapén e Oepamneiog

Am6 exeivoug Toug acbeveig mov eppdvicav avtanokpion tnv EBdopndda 8, to 47% Ppioxdtav oe
KATAOTOOT avTamOKplong, To 29% ftav og Veeom, To 41% &iye emovAwon Tov PAevvoydvov, kot o 20%
nTov og ehevbepn otepoeddV VPeoN Yo > 90 nuépeg v fdopada 52.

[epinov to 40% TV acbevav ot peiétn UC-II eiyav amotidyel o€ mponyovuevn avti-TNF Oepomeio pe
infliximab. H anotelecpatikotnto tov adalimumab o avtodg tovg aoBeveic Tay uetmpévn cuyKpITiKa
pe tovg acbeveig mov dev eiyav AdPet mponyovpévmg avti-TNF Bepaneio. Meta&d Tov acbevav mov glyav
amotvyel og Tponyovuevn avtl- TNF Ogpamneia, n vpeon v ERdopdda 52 emrevydnke oto 3% yia 0
£1KoVIKO @dpuaxo kot oto 10% yia to adalimumab.

Aocbeveig amo tig peréteg UC-I ko UC-IT giyav T duvatdmra vo petafoldv G Hio 0VOIKT LaKPOYPOVIaL
ueiémn enéktaong (UC-IID). Metd and 3 ypovia Bepamneiog ue adalimumab, o 75% (301/402) cuvéyioe va

Bpioketon o KAVIKT DVPeoN Katd TV empépoug Paduoroyio Mayo.

Ioooara voanleiwy

Koatd m dudprela tov 52 efdopddwv tov peretdv UC-I ko UC-II, napatnpninkay youniotepa mocootd
voonAeldv and Oha to aitio kat omo aitio oyetiiopeva pe UC yia 1o oxéhog Bepaneiog pe adalimumab oe
oVYKpLoN UE To okéNog Bepameiag pe eikoviko edpuako. O aplOudc Tmv voonieldv and OAa, T, aitio 6TV
opada Oepomeiag pe adalimumab ftav 0,18 avd étog acbevn évave 0,26 avd £Tog acbevi oty opade Tov
EIKOVIKOD QupUaKov kot ot avtictoryotl apdpol yuo tic UC-oyxetilopevec voonieieg nrav 0,12 avd étog
acOevn évavr 0,22 ava étog acbevi.
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Howomnra {wne

>t pedétn UC-II, n Ogpanceio pe adalimumab odnynoe oe Pedtioon g Babuoroyiog oto
Epotnpotordyio yio m Oreypovddn Noco tov Eviépov (IBDQ).

Payoeiditioa

H acpdieia kou n omotedeopatikotnta tov adalimumab a&oloyndnkay o evihkeg aoBeveic e un-
Aouddn evordpeon, omicOia, kot mavpayoswditida, e eEaipeon Toug acbeveig pe pepovopévn tpochia
POyoELdiTida, 6 dVO TUYALOTOMUEVEG, SN TVPAEC, EAEYXOUEVEG LE EIKOVIKO @appoko peléteg (UV T kot
I1). Ov acBeveic Elafav eikovikd eapuaxo 1 adalimumab oe apyikn d6om 80 mg, akoiovBovpevn amo 40
mg KaBe devtepn efdopdoa, apyilovtag pia efdoudda petd v apyikn d6on. Emtpémovtay tantdypoveg
otafepég 60GELG VOGS UN-PLOAOYIKOD 0VOGOKOTAGTAATIKOV.

H Mehiétn UV I a&ordynoe 217 acbeveig pe evepyd payoeditida mapd tn Oepameio [Le KOPTIKOGTEPOEIIN
(am6 otopaTog TpedviLovn o 06on 10 émg 60 mg/muépa). Orot ot acBeveic Elafav yia 2 efoopdadeg
Tumomomuévn doom tpedviLovng 60 mg/muépa katd v Evapén g eAETNG akolovBovuevn amd Eva
VIOYPEDTIKO TPOYPUUUO OTASIOKNG LEIMOTG, LE TANPN SLOKOT| TOV KOPTIKOGTEPOEIOMY UEXPL TNV
EBdopada 15.

H Merétn UV 1T a&loroynoe 226 acBeveic pe avevepyd payoetditidoa wov amattody xpovia Oepameio pe
koptikootepoedn (10 émg 35 mg/muépa amd otdpatog Tpedvilovn) Katd Ty Evapen yio Tov EAEYYO TNG
vooov Tovg. Ot acBeveig otn cuvéyeto vToPANONKaV Ge £va VTOYPEDTIKO TPOYPULLLY GTASIOKNG LEI®ONG,
UE TANPN SLOKOTN T®V KOPTIKOGTEPOEWDDV UEYpL TV Efdopdda 19.

To TpmTeEVOV KATAANKTIKO ONUEID ATOTELEGUATIKOTNTOG KO OTLG OVO PEAETEC NTAV O “YPOVOG £WG TNV
amotuyia ™ Oepaneiag”. H amotuyio e Oepanciog opictnke 0md T0 ATOTEAEGUO TOAADY GUVIGTOCMV
7oV Pociletot 6TIC PAEYUOVAOIEIS YOPLOAUPIPANGTPOEISIKES KA/ PAEYLOVAOIELS ayyEIKEG PAGPEC TOL
apeBAnoTpogdove, otn Babuoroyia kuttdpwv otov Tpdcdio Oarapo (AC), otn B0Awomn Tov VAROEIBOVE
odpatog (VH) xat v kodvtepa dtopbopévn ontikn o&dvmra (BCVA).

O1 acBeveic o1 omoior ookAfpocav Tic Mehéteg UV | ko UV I ftav xatdAiniot yio va evtayBodv og
Lo P -eAEYYOLEVT] LOKPOYXPOVIO LEAETT) ETEKTOOTG LE APYIKE GYEOAGUEVT d1dpKeLn 78 EBSOpHAd®V.
2100¢ 000gVElg EMTPATNKE VO GLVEYICOVVY TN PUPUOKELTIKT aymyN TG HEAETNC épav g Efdopadoc 78
£m¢ Otov eiyav mpocPacn oto adalimumab.

Klwikn Avromoxpion

Ta anoteAéopoTo Kot amd Tig 000 PEAETES £D€1E0V GTATIOTIKA OTLLOVTIKY PEi®OT ToL Kivdhvov amotuyiog
™m¢ Bepanciog o acbeveic mov Edapav adalimumab évavtt tov acBevdv mov ELafov EKOVIKO PAPUAKO
(BAéme TTivaxo 24). Kot ot 600 peéteg £6e1&av wio Tpdiun Ko Topotetapév enidpaon tov adalimumab
eni Tov 106061V amoTLYiaG TNG Oepameiog Evavtt TOv eKOVIKOD Gappdakov (BAEre Zynua 2).

Mivaxkag 24.
Xpovog émg v Amotvyia g Ogpaneiog otic Merétec UV | ko UV |

Aldpecog
Avaivon , o APOVOS u Cl1 95% . B
Ogpameia N Amotvyia N (%) amotoyiag HR o HR* Tt p
(uMveg)

Xpovog émg TV Amotuyia g Oeponciog Xtnv 1] Meta v Efdopdda 6 atn Merétn UV |
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Kopw avarven (ITT)

Ewoviko 107 84 (78,5) 3,0 -- - -
QAPLOKO
Adalimumab 110 60 (54,5) 5,6 0,50 0,36,0,70 <0,001

Xpovog émg v Amotoyio Tng Ogpansiog Xtnv 1 Meta v Efdopdda 2 otn Meréty UV 1
Kopw avarven (ITT)

Ewoviko 111 61 (55,0) 8,3 -- - -
QApLOKO
Adalimumab 115 45 (39,1) NEY 0,57 0,39, 0,84 0,004

Inueioon: H Amotuyio g Ogpaneiog otnv N petd v EBdopddo 6 (Merét UV 1), | otnv 1| petd v
EBdopada 2 (Merétn UV 1), petpnbnke mg yeyovdc. Ot acBeveig mov dev ohokinpmacay T Oegpomneia yio
AdyoLC GAAOVG EKTOG atd TNV amoTLyia TG Bepameiog, dev vToAoyioTnKAY KOTH TO YPOGVO TOV
EYKOTEAEW AV T PEAETT).
* HR tov adalimumab évoavtt Tov €1KOVIKOD QOPUAKOL OO VOAOYIKT TOALVOPOLUNGT KIvODVOU

ue t Oepameio wg mapdyova.

p 2-6yewv Tiun P and m doxpacia log rank.
¥ NE = dev pmopet va exktiunel. Arydtepot and toug pools acheveig mov diétpeyav Kivouvo giyav
éva cupuPav.
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Ewoévo 2: Kapmodeg Kaplan-Meier mov Xvvoyilovv 10 Xpovo ¢ v Amotoyio the Ogpomsiog
otV 1| petd v Epdopdada 6 (Msiétny UV 1) | EBdopdde 2 Msiétny UV 1)
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P#0/107  35/67 63/35 76/19 80/14 82/11 83/8 83/7 83/5 84/4 84/0
A#0/110  16/82 40/54 48/42 54/35 57/29 60/20 60/17 60/15 60/12 60/0

XPONOX (MHNEY)
Merétn UV 1 Ogpancio Ewovikd @dpuoxo - - - - Adalimumab
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P#0/111  16/89 35/66 46/50 49/41 54/33 58/26 61/21 61/19 61/17 61/0
A#0/115  5/105 23/82 32/67 37/58 40/51 44/42 45/37 45/34 45/30 45/0

XPONOZX (MHNEY)
Merém UV 1T O¢pameio Ewovikd pdppoxo - - - - Adalimumab

Inueiowon: P# = Ewoviko gdppoko (ApiBuog Zoupdviav/ApiBuog acbevov mov dwatpéyovv kivouvo), A#
= Adalimumab (Ap1Opog Zoppavimv/AplOuog acbevov mov drotpéyovy Kivouvo).

X MeAiét UV | mapatnpinkay ototiotikd onpoaviikés dtagopéc vaép tov adalimumab évavtt tov
EIKOVIKOD QUPLLAKOD Y10 KAOE CLVIGTOGO OPIGHOD TNG AmoTLYiag Tng Oepameiag. Xtn Mekétn UV I,
TapoTNPNOMNKAY CTATICTIKG CTUAVTIKES O10POPES LOVO Y TNV OTTIKT 0&VTNTO, 0AAG Ol BALEG CLUVIGTMOOES
Nrov apduntikd vép tov adalimumab.

Am6 tovg 424 acbeveic Tov cuumEPIAPONCAY GTIG PN EAEYYOUEVEG LaKpOYPOVIEG peAéTes emékTaoTg UV
I kot UV I, 60 acBeveic a&lohoyndnkoy o akatdAAnAoL (1.y. A0y®m anokAicewmy 1 AOY® dEVTEPOYEVOV
EMTAOK®V S1opNTikng aueiPAnotposidonddeiac, e€attiog xEPOVPYIKNG EXEUPAONC KATAPPAKTN 1) EKTOUNG
VOADOOVG CMUOTOC) KOl AMOKAEIGTNKAY OTd TNV TPOTOYEVH] OVAALGT TNG OTOTEAECUATIKOTNTOS. ATTO
tovg 364 evamopeivovteg acbeveic, 269 a&loroynoyot acbeveig (74%) éptacav otig 78 efdouadeg
Oepoameiog avorytg edong ue adalimumab. Baoel g mpocéyyiong tov mapatmpoduevmv dedopévov, 216
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(80,3%) fitav oe Hpeon (un evepyés ereypovadelg PAaPec, Babuordynon kuttdpav AC < 0,5+,
Babpordynon VH < 0,5+) pe tavtdypovn yoprynon do6ong oteposidong < 7.5 mg nuepnoimg, kot 178
(66,2%) fitav og Hpeon yopic otepoedn. H BCVA gite Bedtiwbnke gite diatnpnOnke (< odloimon 5
yYpoupdtov) oto 88,6% tmv opBaiumv tnv efdopdda 78 Ta dedopéva népav tng EBdoundadac 78 yevikamg
ooppadifav pe ovtd To OToTEAEGHATO AALY O aptOUOC TV evIETAYUEVOVY acBevav netminke votepa amd
aVTO TO YPOVIKO OLAGTN . ZUVOAIKA, HETAED TV aoBevdVY Tov diékoyav v HeAETn, to 18% Siékoye
AOYo avemBounTemv couPaviov kot 1o 8% eattiog avemapkovg avtandkpiong ot Oepaneio pe ada-
limumab.

Howotnro {wng

Ot tapdpeTpot owtoa&lohdynong tav actevedv oyeTikd pe T Agttovpyio TG Opaong HETPHONKOY KoL GTIG
00 Khvikég peiéteg ypnowonowwvtag to NEI VFQ-25. To adalimumab vrepioyvoe apBuntikd oty
TAELOVOTNTO TOV ETUEPOVG POOLOAOYLDV LLE GTATIGTIKG CNUOVTIKEG LEGEG OLLPOPES Y10 TN YEVIKT OpacT,
70 0PBOAUIKS GAYOG, TNV KOVTIVI] OPOIoT], TNV WUYIKT| VYeia Kot T cuvoAlkn Babuoroyio otn Meiétn UV
I, ka1 yio TN yevikn Opaon kot Ty Woyikn vyeio ot Merétn UV 1. To adalimumab dev vrepioyvoe
aplUNTIKG oTIG EMOPACEIC TOV oYeTI(OVTAVY LE TNV OPOCT] Y0 TNV AVTIANYT TOV XpOUATOV 6T MeAét
UV | kot yo v avtiinym tev ypopdtov, tny TepipePIKn 0pact Kot Ty Kovtvi dpacn otn Merémm UV
.

AvocoyovikdtnTo,

O oymuatiopdc aviicoudtov Evavtt tov adalimumab cuvdéetan pe avénuévn kdbapon kot
pelwpévn omotedespatikotro tov adalimumab. Asv vdpyet eppavig cVoYETIGHOG HeTa gD TG
TaPOVGING TOV avTicopdtov Evavtt tov adalimumab kot e epedviong avembountov
EVEPYELDV.

Ot acBeveig otig pehétec pevpatoetdovg apbpitdag I, 11 ko I eAéyyOnkav oe moAhaniég
YPOVIKEG OTIYUES Yo avTicopata Evavtt tov adalimumab koatd ™ didpketo g TepLodov 6 Emg

12 unvov. Etig Pacikég perétes, to avricdpata évavtt tov adalimumab avoayvepictkay oto
5,5% (58/1053) twv acbevav mov éhaPav to adalimumab cvykprrikd pe to 0,5% (2/370) tov
acevav mov ELafav To EIKOVIKO QApLOKO. XTOVG acOeveic Tov dev EAafav tavtdypovn Bepaneia
ue pebotpe&am, to mocootd Nrav 12,4% cvuykprrikd pe 0,6% oOtav to adalimumab yopnynOnke
¢ mpocOkn ot pebotpeEd.

Ye aobeveig pe vooo tov Crohn, aviiodpata évovtt tov adalimumab aviyvedtnkay og 7/269
acbeveig (2,6%) kot og 19/487 acbeveic (3,9%) pe EAkdon KoAiTidaL.

Y& eviilikeg aobeveic pe ympiaon, to avitoopoto Evovtt Tov adalimumab aviyvedtnkav oe
77/290 aoBeveic (8,4%) otovg omoiovg xopnyndnke povobepameio pe adalimumab.

Ye eviilikeg aobeveic e ympioon Katd TAdkag oe pakpoypovia povodeparneio pe adalimumab
OV GLUUETELYOV o€ pio PeAETN SloKOTNG Kot ETavafepaneins, TO TOGOGTO TWV OVTICOUATOV GTO
adalimumab petd v enavabepomeio (11 and 482 droua, 2,3%) NTov TAPOUOLO LE TO TOCOGTO
7oV mapaTnpNOnke mpv omd v dokomn (11 amd 590 dropa, 1,9%).

e aobBevelg pe pétpla Emg coPapn STLNTIKY] WPMOTAOEVITION, OVTICOUATE EVOVTL TOV
adalimumab aviyvedtkav ce 10/99 acbeveic (10,1%) otovg omoiovg yopnynOnke adalimumab.

Ye acbeveig pe pétplo Emg coPapn evepyod mardiatpikny voso tov Crohn, o pvOudg avantuéng
avticopata Evavtt tov adalimumab oe acBeveic mov Elafov adalimumab nrav 3,3%.
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e eviiMikeg ao0eveic pe un-Aolumon payoetditida, avticopata Evavtt tov adalimumab
avticopata aviyvevtnkay oto 4,8% (12/249) twv acbevodv mov Elafov adalimumab.

e aobeveig pe pétpila Emg coPapn evepyod EAKOON KOAITION, 0 pLOUOS AVATTLENG AVTICOUATOV
évavtt tov adalimumab ce acOeveic mov AauPavay adalimumab oy 3%.

Eme1dn ot avaAboelg avocoyovikotnTog ival EE101IKELUEVES OVl TTPOTOVY, 1| GOYKPLOT] TOV TOGOGTOD
AVTICOUATOV £VAVTL EKEIVOV 68 GALO TPoidVTO deV Elval KATAAANAN.
Howdwrpikde mAnBucudg

Neavikij 101omadic apbpitida (JIA)

o vapBpixh veovikn 10tomabnc opblpitido (pJIA)

H acpdieia kou n omotedespatikotnta tov adalimumab a&oloyndniay o 6vo peréteg (PIIA 1 ko 1) og
T4 e EVEPYO TOALOPOPIKT 1| TOAVAPOPIKNC LOPENC VEAVIKT 1010ma0 apOpitida, Ta ool iy pio
O TOTOV ELEAVIENG VEaVIKNG 1d10mtafong apbpitidag (JIA) (o cuyvd moAvapbpitida pe apyntikd 1
BeTcd pevpaTOEdN TOPAYOVTO KOl EKTETOUEVT OAYoapOpiTION).

plIA |

H acedleia ko 1 amotedeopatikodtnta tov adalimumab a&ioioynOnkay oe pio TOAVKEVTPIK,
TUYOLOTTOMUEVT], STAA-TLOAN, TAPAAAAA®V ouddmv pedétn oe 171 moudid (4-17 etdv) pe molvaphpikn
JIA. v apyixn edon avoktig enéktaong (OL LI) ot acBeveig katnyopromomnkay ce dVo opddec,
Oepaneio pe MTX (uebotpetdtn) 1 Bepameio yopic MTX. Ot acbeveic mov Ntav 610 okélog ympic MTX
gite dev glyav AaPet oto ToperBov MTX eite giyav anocvpbei and ™ MTX tovddyiotov dvo gfdouddsg
TPV OO TN YOPNYNO™ TOV Papudiov perétng. . Ot acBeveic mapéuevay oe otabepés d6ceic MEAD 1/Kan
mpedviCovne ((£ 0,2 mg/kg Mmuépa i 10 mg/Mmuépa kot avotato 6p1o). X edon OL LI 6lot o1 acBeveig
éhapav 24 mg/m2 péypt péyiotg d6ong 40 mg adalimumab kébe dedtepn efdopdda yio 16 efdouadeg H
KaTovoun TV 0ofevav ava nAtkio Kot eEAdylotn, péon Kot uéytotrn 66com mov Ehafav katd t edon OL LI
napovctdletan otov [Tivaka 25.

Hivakag 25.

Katavopn ac0evav ava nukio ko d6on adalimumab wov éhafav 6t edon OL LI
Hlucioxn Oudda ApBudc Acbevov oty ‘Evapén n (%) | EAdyiot, péon kot péyiot d6on
4 ¢wc 7 etddv 31(18,1) 10, 20 ko1 25 mg
8 émc 12 gtdhv 71 (41,5) 20, 25 ka1 40 mg
13 éw¢ 17 etdhv 69 (40,4) 25, 40 ka1 40 mg

O1 aoBeveic Tov katédel&av o avromokpion kot Paediatric ACR 30 v EBdoudada 16 ftav emié&ipon
7Pog Tuyaiomoinon ot SmAd oAy (DB) edon kot éAaPav gite adalimumab 24 mg/m2 péypt péyiotng
d0om¢ 40 mg M eiovikd appdkov kibe devtepn efdopdda yia emmiéov 32 efdouddeg 1 uéxpt Tnv
£€apomn g vooov. Ta kprtpra EEapong g vosov opiotnkav wg emdsivoon > 30% and v Evapén e
> 3 amo 6 Paediatric ACR Baoikd kprrfpia, > 2 evepyés apBpmoeig kot Pertioon > 30% cg oyt
neplocdTEPa TOV 1 0o ta. 6 kprripro. Metd amd 32 efdouddeg 1 oty E€apon ¢ vocov, ot acbeveig
Ntav emAEEILOL VO, ElG0H0VV GTNV 0VOIKTY (PACT] EMEKTACTC.

Mivokag 26.
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Avrtamokpiceig katd Ped ACR 30 6tn peiétn IorvapOpikiig NIA

XKEAOG MTX Xopic MTX
Ddon
OL-LI 16 gfdopddeg
Avtanokpioglg katd 94,1% (80/85) 74,4% (64/86)
Ped ACR 30 (n/N)
ExBdoceic amoteleopoTikOTnTO
Authd TopAn 32 Adalimumab Placebo/MTX Adalimumab Ewkovikd
ePoopddeg IMTX (N=37) (N =30) QappaKo
(N =38) (N =28)
E&apoeig g 36,8% (14/38) 64,9% (24/37)" 43,3% (13/30) 71,4%
VOGOV 6TO TEAOG (20/28)"
TV 32
gfdouadmv® (N/N)
Méoog xpovoc mg >32 efdopddeg 20 gBdouddeg >32 gfdopdoeg | 14 efdopdodeg
v €é€apon g
vocov

* Avtanokpioceig katd Ped ACR 30/50/70 v EBdopdda 48 onpoavtikd peyoldtepeg omd EKEVEG TV
acevav mov EAafav EIKOVIKO QAPLLOKO

Pp=0,015

"p=0,031

Meta&d exeivov mov avtamokpidnkay oty EBdoudda 16 (n = 144), o1 avtamokpicelg katd Paediatric
ACR 30/50/70/90 dwatnpnnkav péypt kot £€L xpdvia otn edon OLE oe acBeveig mov éhafov ada-
limumab ka8 6An ™ didpkela TG perég. Zvvolikd 19 dropa Elafav Bepancio 6 eTdV M| TEpLoGdTEPO,
11 ek TV omoimv amd TNV NAIKLOKT opada avapopds 4 £og 12 etdv kot 8 g NAKIOKAG Opadog
avaeopdg 13 émg 17 etmv.

O1 avtomokpioelg 6To GHVOAD TOVG NTaV YEVIKE KOAVTEPES Kot AyOTEPOL 0oBEVEIC AVERTLERY OVTICOLLOTOL
otav éafav Oepomeio cuvévacuov adalimumab kot pebotpe&dng cvykprtikd pe to adalimumab oe
povoBepameia. Aappdvovtag veoyn to anoteléopato avtd, To Yuflyma cuvietdron yio xpron oe
ouvovooud pe MTX kot yuo xpiion g povobepamneia og acBeveig oTovg omoiovg 1 ypron s MTX
Kkpivetat axkatdAnin (PAéne Tapaypogo 4.2).

pJIA I

H aopdieia ko 1 anotedeopotikotnta tov adalimumab a&lodoyfOnkay og P avoIKTHCETIONLAVOTS,
TOAVKEVTPIKN perétn og 32 mandid (2 - < 4 etdv 1 Gvo 1 dveo Tev 4 etdv pe Bapog < 15 Kg) pe petpimg
£m¢ coPapa evepyn molvapHpikn NIA. Or acOeveic Elafov 24 mg/m2 sufadod emeavelog empavelng
oopotog (BSA, body surface area) adalimumab pe péyiotn d6on to 20 mg ke devtepn efdopada, ®g
pio 660m yopnyovuevn pe voddpia £veon yio TovAdyiotov 24 efdouddes. Katd ) dibpkeia g perétng,
ta teplocdTepa dropa Elafav tavtoypova pebotpeldn (MTX), evd AMyodtepa avépepov xpron
KOPTIKOGTEPOEIODV | MEAD,

Ymv EBdopada 12 xou EBdopada 24,  avrandkpion PedACR30 nrav 93,5% kot 90,0%, avtictoyo, pe
TN ¥PHON TNE TPOGEYYIOTG TOV TAPATNPOVUEVAOV dedoUEVOVY. To TOGOGTA TOV ATOU®V UE
PedACR50/70/90 v gpdoudda 12 kar v gfdopdda 24 rav 90,3%/61,3%/38,7% kot
83,3%/73,3%/36,7%, avtictoyo. Meta&y exeivov mov avtamokpiOnkov (Paediatric ACR30) v
EBdopada 24 (n = 27 and 30 acbeveic), o1 avromokpicelg oto Paediatric ACR30 dwotnpninkay yuo
drdotnuoa émg 60 gfdouddec otn edon OLE ot aobeveic mov éhapav adalimumab kad’ 6An tn ypovikn
avt epiodo. Xuvorikd, 20 acBeveig vrofAndnkav oe Bepamneio yio 60 efdopddeg 1 mepiocdTEPO.
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ApBOpitido oystiloucvn ue evlsoitioo,

H acpdieia kot n omotedespatikotnto. tov adalimumab a&loloyndnkay o€ pio moAvKevIpiky,
TUYOIOTOMUEVT], DTAG-TVQAN LEAETN o€ 46 ToudloTpikovg acbevelg (MAkiag 6 éog 17 etadv) pe pétpa
apOpitida oxetilopevn pe evlesitida. Ot acbeveig TuyatomomOnkay kot Erafav eite adalimumab 24
mg/m2 emeaveiag oopotog (BSA), pe péyiot d6om ta 40 mg, 1 ekovikd @appako kabe devtepn
ePdoudda yio 12 efoopnades. H dumhd-tuepin mepiodog axorovdndnke amod (o tepiodo avoyytng Oepameiog
(OL, open-label), katd v omoia ot acBeveic EdaPav adalimumab 24 mg/m2 emedaveiog cdpotog, pe
péyotn 66om to 40 mg kdbe devtepn efdopdda, XOpNYOVLEVO LECH VTTOSOPLOG £vESTG, Yo 192 emmAéov
ePdoudoeg. To TpmTEHOV KATOANKTIKO GNUEID TOV 1) TOGOCTIAIO LETOPOAN GO TV OPYIKN TN £OC TNV
EBdopdda 12 otov apBpuod tov evepymv apbpmcemv pe apbpitida (oidnpa mov dev opeiletal o€
dvopopoeia 1 apBpdoels e andAga Kivinong kot Tovo Kovn evastneia), 1 omoia emtedydnke pe péon
nocooTiaio peimon -62,6% (didueon mocootiaio petafoln -88,9%) otovg acbeveig g ouddoc mov daPe
adalimumab oe oOykpion pe -11,6% (d1Gpeon mocootiaio petaforn -50,0%) otovg acbeveig tng opuddog
mov éhafe eikovikd pappoko. H Beitioon tov apBpod tov evepydv apbpdcewnv pe apbpitida
Swtnpnnke kotd T ddpken TG TEPLOdOL avorytg Bepamneiog Emg v EPdopndda 156 yia tovg 26 amd
tovg 31 (84%) aoBeveic g opddag tov adalimumab wov napépevoy otn uerétn. Av kot dev gival
GTOTIOTIKA GMUOVTIKO, 1] TAELOYN Qe TV acBevdv Tapovcince BEATiOoN TG KAVIKNG TOVG EIKOVOG OE
dgutepedovTa KATOANKTIKA onpeio, OTmg o aptBpds tov Bécewv ue evBesitida, o aplBpdg Tav emd@ovvev
apBpacewv (TIC), o apbudg tov doykouévev apbpocewv (SJIC), n avtamdkpion katd Pediatric ACR 50
Kot 1 ovtomokpion katd Pediatric ACR 70.

Houdiarpixn wawpioon kotd TAGKOS

H arotedeopotikotnta Tov adalimumab a&odoynOnke oe pio Tuyaomompévn, SUTAG-TVEAN, EAEYXOUEVT
perétn o 114 toudiorpikovg acbeveis, nikiog dvo tov 4 e1dv, pe cofapn ypdvia yopioor Kotd TAGKeg
(6mwg opiletan amd PGA > 4 1 > 20% BSA 1 > 10% BSA pe modd moyiég prapeg PASI > 201 > 10 pe
TPOGPOAT KAIVIKG TOVL TPOGMTTOV, TNG YEVVNTIKNG YDPOC 1| TOV TOAUUMDV/TEAUAT®V), Ol 070101 dEV
eMéyyovtav emopkdg Le Tomikn Bepaneio Kot nAtobepaneia 1| pwtobepaneia.

O1 aoBeveic MauPavav adalimumab 0,8 mg/kg kdbe devtepn efdoudada (fwg 40 mg), 0,4 mg/kg kdbe
devtepn gfdouada (émg 20 mg) N pebotpe€an 0,1-0,4 mg/kg tnv efdouada (éwg 25 mg). Tnv EBdopdda
16, nepiocdtepot acbeveic mov TuyaoromOnkav oe adalimumab 0,8 mg/kg eppdvicay avtandxpion (m.y.,
PASI 75) og oytomn ue ekeivovg mov toyatomomdnkay o 0,4 mg/kg kabe ddtepn efdoudda | e MTX.

Hivakag 27.
Howwtpikn yopioon koatd thdkog ArotelespoTikéTnTe 6T1g 16 Efdopddsg
MTX* Adalimumab 0,8 mg/kg ka0e
N=37 dgvtepn efdoudda
N=38
PASI 75P 12 (32,4%) 22 (57,9%)
PGA: KaBapd/ehdyioto! 15 (40,5%) 23 (60,5%)

*MTX = puebotpe&arn
P P=0,027, adalimumab 0,8 mg/kg évavtt MTX
P=0,083, adalimumab 0,8 mg/kg évoavtt MTX

O1 acBeveic mov métvuyav PASI 75 kot PGA kabapd 1 eldyioto amocipbniay and t Oepameio yio £m¢ Kot
36 gfdoudodeg kot mapakorovdnOnKay yio amdAEL TOL EAEYYOL TNG VOoOL (dNAadn emdeivoon tov PGA
katd 2 Babpodc tovddyiotov). Ot acbeveic ot cuvéyeto EhaPav Kot mdAl ayoyr pe adalimumab 0,8
mg/kg kabe devtepn fdonada yio 16 emimAéov £fSOUABES Kal TA TOGOGTH AVIOTOKPLONG TOL
mapoTnpROnKay kKatd T ddpKelo TG enovadepameiog Tay TUPOUOLY LE AVTA TNE TPOTYOVUEVNG OUTAG-
TVQANG TEPLOdOL: avtamokpion PASI 75 78,9% (15 and tovg 19 acbeveic) kat PGA «abapd 1 eldyioto
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52,6% (10 amd tovg 19 aobeveic).

Kotd m didprela g meptddov avoryTng ETCHLOVONC TNG HEAETNC, dtatnpnOnke N avtamokpion PASI 75
ka1l to PGA kabapd 1 ehdyioto yia £o¢ kot 52 emmAéov efdopadec yopic véo deSOUEVO, AGPAAELOG

Eopnpixn dromontiy idpwtadevitioo

Agv vrapyovv kKhvikég peréteg pe to adalimumab oe épnpoug acbeveig pe HS. H amotedeopotikotnta
tov adalimumab yiwa ™ Bepaneio Twv epNPov acBevov pe HS npoPréncton pe Pdon v amodederypévn
OTTOTELEGLATIKOTNTO KOt TN 00T €kBeoTG-avTamdkpiong o€ eviikeg acbeveig ue HS kot tnv mbavotnta
N mopeia TG vOGov, 1 Tabopucioioyia, Kol Ol ETOPAGELS TOL PUPUAKOD VO TOPOVGIALOVY OVGLUGTIKEG
OLOLOTNTEG e EKEIVEG TV EVNAiKmV ota idia emtineda £kbeong. H acepdAeia g cuvietdpevng d6ong ada-
limumab ctov TAnbucuod tov epNPov acbevav pe HS Baciletal 6to Tpoeil ac@aielng oTig S1GPOoPEg
gvdei&elg tov adalimumab oe evihikeg kot ToudtaTpikovg 0oBeveic Tov AapPavovy TaPOUOLES 1| IO CUYVES
d6oeig (BAéme mopaypago 5.2).

Houdazpixn véoog tov Crohn

To adalimumab a&loloynnke o€ o TOAVKEVTPIKY, TOYXOLOTOMUEVT], SITAG - TVPAT KAVIKY SOKIUT TTOVL
OYEOIAGTNKE Y10 VO, AELOAOYNOEL TNV OTOTEAECUATIKOTNTO KOl 0oQAAELD, TG Bepameiog emayyng Kot
oLUVTNPNONG He 00ELS avaAoya pe To cmpotikd Bapog (< 40 kg 1 > 40 Kkg) o 192 maidiotpicong acOeveig
peta&d 6 ko 17 (cupmepilappavopévon) etov, pe pétpla Emg cofapn voco tov Crohn (CD), mov opiletar
g PCDAI > 30. O1 acbeveig éxpene va €xovv amothyel otn cvuPatikn Oepaneio (cupneptiapufovousévon
€VOG KOPTIKOGTEPOEIDOVE KoM VO avosotporomomtikov) yio. CD. Ot acBeveig pnopei emiong va siyov
TPONYOLUEVMG XAGEL TNV avTomokplon 1 va eiyav dvoaveio oto infliximab.

‘O)ot o1 acbeveic Ehafav Oepameio emaymyng ovoLyThg ETICNLOVOTG 6€ SO0 e Baor To cOUaTiKd Bapog
Tovg oty évapén: 160 mg v EBSsoudda 0 kot 80 mg v Edoudda 2 yo. acBeveic > 40 kg, kot 80 mg
xa1 40 mg, avtiotoya, yio aceveig

<40 kg.

Tnv EBdondda 4, o acBeveic toyoromomOnkav 1:1 pe Bdon 1o copatikod tovg Bapog ekeivn ) otiyun
gite ot Xopnin Adon 1 oty Tomikn Adon Bepaneiog cvuvtipnong 6nmg eaivetat otov [livaxa 28.

Hivakag 28. Adon Zovripnong

Bdapog ac0evovg | Xaunin 66on Tomkn 06on

<40 kg 10 mg ke devtepn gfdoudada 20 mg kg devTEPN Efdoudda

> 40 kg 20 mg ka0s devtepN EBdoUddn 40 mg ka0 devtepn efdopdda
Amoteleouaniomo.

To kOp10 KataAnKTiKd onueio g peAétng ftav 1 KAviky veeon v ERdopdda 26, 6rmg opiletatl g
PCDAI <10.

Ta T0600TA KAMVIKIG DPESTC Kot KAVIKNG avTamdkpiong (tov opiloviat wg peiowon tov PCDAI katd
TovAdyiotov 15 Babuovg and v Ty ‘Evapéng) napovoidlovrotl otov [ivaka 29. To 1060614 Sl0KOTNG
TOV KOPTIKOGTEPOEWOMV 1 TMV AVOGOTPOTOTOINTIK®Y TTapovotdlovratl atov [Mivaka 30.

Hivaxag 29
Meiétn Houdwtpukig CD
PCDAI Kiwvikn 'Y @eon kor Khviki] Avromokpion
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Tumki Adon 40/20 Xapni Adon Ty p*
mg Ka0g oevTEPN 20/10 mg ké0¢
efoopdoa ogvTePT gfoopada
N =93 N =95
Epoopada 26
KM\vikn vogon 38,7% 28,4% 0,075
K\vikn avtoamokpion 59,1% 48,4% 0,073
Efoopada 52
KMvikn voeon 33,3% 23,2% 0,100
Klwviky avtamdkpion (41,9) 28,4% 0,038
* T p yw Ty ovykpion e Tumikng 66ong évavr tng Xauning d6omg.

Mivaxag 30
Meiétn Hadwetpuciis CD
Awkom)] KopTtikooTepogld @V 1] AVOGOTPOTOTOTIKAV Kol ZVYKAeN XvupLyyimv

Tomki Adon Xopn1 86on Ty P!
40/20 mg ka0e 20/10 mg ka0e
ogvTeEPN Efoonada |devTEPN Efdouaoa

ALOKOTIY] KOPTIKOGTEPOELODV N =33 N =38
EBdoudda 26 84,8% 65,8% 0,066
EBdouada 52 69,7% 60,5% 0,420
ALOKOTT| 0VOGOTPOTOTOMTIKAOV? N=60 N=57
EBdouada 52 30,0% 29,8% 0,983
THykhen cvpryyiov? N=15 N=21
EBdoudda 26 46,7% 38,1% 0,608
EBdopdda 52 40,0% 23,8% 0,303

Ty p Yo v odykpion tng Tumikng 06ong évaver g XapumAng d6omng.

H avocoxoatactaitikn Oepomeio umopei va dtokomei pdvo katd 1 petd v Efdopdada 26, katd tnv
Kpion Tov epevvnTh, AV 0 ACHEVIG TETVYE TO KPITHPLO KAVIKNG OVTATOKPIONG

Opileton g T0 KAgioo OAmV TV cuptyyimv Tov mapoyétevay otnv Evapén, yio tovidyiotov 2
ovveyelg emokéyelg uetd v 'Evapén

210110tk onuovTikég avénoels (Peitioon) and v Evapén tov Agiktn Mdalog Xdpatog kot tng
TaOTNTOG VYOLG TapatnpiOnKay Kot yia Tig dvo opddeg Bepaneiog v ERdoudda 26 kot 52.

2TOTIOTIKA Kot KAMVIKG onuovTikég Betimoelg and v Evapén mapatnpndnkav eniong kot otig 600
opddeg Bepaneiog yio TapapéTpovg morotrog (owng (cvumepiapfoavouévng me IMPACT I11).

Exoat6 acBeveic (n = 100) and ) Merét IMaudrozpikng CD cuviyiooy 6g pio avoikTy LoKpoypovia
ueiémn enéktaong aywyn. Eneita and 5 ypdvia Oepomeiog pe adalimumab, 74,0% (37/50) tov 50 acbevav
TOL TOPEUEVAY OTN HEAET GuvE oAy va gival og KAMvVIKH veeon kot 92,0% (46/50) twv acBevav
cuvEyIoay vo £xouv KAIKN avtomokpior katd PCDALL

Houdiozpixn elwons kolitida

H acpdieia kot n omotedespatikotnto tov adalimumab a&loloyndnkay o€ po ToAVKEVIPIKY,
TUYOOTOMUEVT], STAG TVEAN dokiun o€ 93 madiaTpikovg acheveic nAkiag amd 5 €wg 17 e1dv pe pétpia
£€w¢ coPfopn evepyd eakmon kohitida (Pabporoyic Mayo 6 éwg 12 pe vrofadpoioyio evdookdnnong omd
2 £o¢ 3 Babuovc, emPePormpévn HEC® KEVTPIKNG EPUNVEING TNE EVOOGKOTNONG), Ol OTTOI0L ElYaV AVETAPKN
avtomokplon N dvcavetio ot cvpPatikn Oepaneia. Iepimov 10 16% twv aclevav otn pelém eiyov
amotuyel og Tporyovpevn avttl- TNF Oepamneio. Xtovg acbeveic mov Adppavay KopTIKOGTEPOELDN KATH TV

57



E100YWOYN OTN LEAETN, EMTPATNKE 1] OTAOLOKY Helwon TG Oepameiog (e KOPTIKOGTEPOELDN LETA TNV
EBdopdoa 4.

2V mePiodo apykng 06oMC TG LEAETNG, 77 acBeveic TuyatomomOnkay pe avaioyio 3:2 otn Aqyn dmAd
TeANg Oepamneiog pe adalimumab ce apyikn d6on 2,4 mg/kg (uéyrotn d6on 160 mg) v ERSopdda 0 kot
v EBdopndda 1, ko 1,2 mg/kg (uéyiotn 66om 80 mg) v EBdopdda 2, 1 apyikn doon 2,4 mg/kg
(uéyiotn 660om 160 mg) v EBdoudda 0, sicovikd eappaxo v Efdopdda 1 kot 1,2 mg/kg (uéyiotn d6om
80 mg) v EBdopdda 2. Apedtepeg ot opddeg Erafov 0,6 mg/kg (néyrotn d6on 40 mg) v ERdopdda 4
kot v EBdopdoda 6. Metd and tpomomoinom otov oyediocpd g HeAEg, ot vtorowmot 16 acBeveig mov
gyypapnkav otny apyikn mepiodo rafov avowkt Oepancio pe adalimumab oty apyixy d6om TV

2,4 mg/kg (uéyrotn 6601 160 mg) v EBdoudda 0 ko tnv EBSoudada 1, kot 1,2 mg/kg (uéyrot d6om

80 mg) v EBdopdda 2.

Tnv EBdopdda 8, 62 acbeveig mov enédei&ov KAVIKN avTamoKplor Katd tnv enpuépovg fabporoyio Mayo
(PMS, optlopevn og peioon g PMS > 2 Babpovg kot > 30% oe oyéon pe ta apyika enineda),
TUYALOTOMON KOV IooUEPMS 6TN AW dSmAG TVEANG Bepanciog cuviipnong ue adalimumab o 56om

0,6 mg/kg (uéyrotn d6on 40 mg) ke efdoudda 1 ddong cvvinpnong 0,6 mg/kg (uéyiotn d6on 40 mg)
KkéBe devtepn gfdopada. Ipv amd v tpomomoinon otov oyedacud e perétng, 12 akopa acbeveig mov
engdelEav KAMvikn avtomdkpion katd PMS tuyotomomOnkav 6t Ay ekovikov eapuéicov, aAld oev
ouuTEPANEONKOY TNV eMPBEPUOTIKN AVAAVOT ATOTEAEGUOTIKOTITAG.

Qg £€apon g vosov opiotnke avénon oty PMS tovddyiotov 3 Babudv (Yo acbeveig pe PMS 0 éwg 2
v EBdopdda 8), tovidyiotov 2 fabucv (yia acBeveic ue PMS 3 émg 4 v EBSopdda 8) 1| tovAdyiotov
1 BaBuov (yio acOeveic pe PMS 5 éwg 6 v EBdopdda 8).

Ot acBeveic mov mAnpovsay To KprTnpa yio v £Eapon g vosov amd v ERdopdda 12 kot petd
Toyatomomonkay ot Ayn véag apykng do6ong 2,4 mg/kg (uéyiotn 66on 160 mg) 1 d6ong 0,6 mg/kg
(uéyrotn 660om 40 mQ) kot cuvéyioay vo Aappdvovy To avtictoryo oyfue 366Mg GLVTHPNONG EPEENS.

AmoteAéauato ovapopiKa Ue THY OTOTEAECUOTIKOTHTO.

Ta TpmTedovto KUTOANKTIKA onueio Tg ueAétng nrav 1 KAwvikn veeon katd PMS (opilldpevn mg PMS
< 2 ka1 yopig empépovg vrofaduoroyia > 1) v ERSopdda 8 kar n kAwvikn Heeon katd FMS (miqpng
Babuoroyia Mayo) (opilopevn g Pabuoroyio. Mayo < 2 kot ywpic empépovg vropabuoroyio > 1) v

EBdopdda 52 otovg acbeveic mov enétuyav kKAvikn avtanokpion kot PMS v EBdoudda 8.

Ta mocootd KAvikig veeons katd PMS tv EBSopdda 8 yia tovg acbeveic oe £ékaotn Tmv 600 duthd
TVEADV OpAd®V apyIkng d6omg tov adalimumab wepéyovtor otov Iivaka 31.

Mivakag 31. Khvikn 9@gon katd PMS o1ig 8 fdopddeg

Adalimumab* .

, . AdalimumabF¥

Méywoty 660om 160 mg tqv ; .
. , Méywotn 660om 160 mg tqv

Epoopada 0/Erkovikéd . .

. . Epdopada 0 ko tnv Efdopada 1
odappoxo v Efdopdadsa 1 N=47

N=30 -
KAwvucen dpeon 13/30 (43,3%) 28/47 (59,6%)
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KOTOANKTIKO onueio

* Adalimumab 2,4 mg/kg (uéyiot d6om 160 mg) v EBdopdda 0, eucovikd gdpuaxo tnv EBdoudda
1 ko 1,2 mg/kg (uéyrotn 86om 80 mg) tnv EBdouada 2
P Adalimumab 2,4 mg/kg (uéyiotn 86on 160 mg) Tyv ERdoudda 0 kot tnv ERSoudda 1, kat
1,2 mg/kg (péyiotn 86om 80 mg) v Efdopdda 2
" Mn cupmepthapfovopuévng e avotktig opytkng doong adalimumab 2,4 mg/kg (uéyiot d6om

160 mg) v EBdopdda 0 xon tnv Efdopdada 1 ko 1,2 mg/kg (péyiot d6om 80 mg) tnv Efdoudada 2
>nueioon 1: Aupotepeg ot opadeg apyikng oo6ong Erafav 0,6 mg/kg (Léyiotn 66om 40 mg) tnv
EBSopdda 4 kot tnv Efdoudda 6

>nueioon 2: Ot acBeveig pe eddeinovoeg Tipnéc v ERdoudda 8 Bempndnke 6t dev mAnpovoay to

Tnv EBoopdada 52, a&oroyndnke 1 khwvikn vpeon katd FMS otoug acbeveig mov eiyav avtamdkpion tnv
EBdopada 8, n khwvikn veeon katd FMS (opildpevn og peioon ot Pabpoioyio Mayo > 3 Babuovg kot
> 30% and Tig apykég TIES) 0TOVG 0oBeveig Tov giyav avtamokpion v ERdopdda 8, 1 erodimon tov
BAevvoyovov katd FMS (opilouevn mg Baduoroyio evéookdénnong Mayo < 1) otovg acbeveic mov eiyov
avtomokpion v ERSopdda 8, n kAwvikn veeon katd FMS otoug acbeveig mov mapovaialay vpeon TV
EBdopdda 8 kot 1o 1060016 a60evidv oe Depeom ympig Koptikootepoedr| katd FMS ctovg acbeveig mov
glyov avtandkpion v ERSdoudda 8, oe acbeveic mov édapav adalimumab otic Stmhd toeréc uéyioteg
dooelg cuvtnpnong tov 40 mg kabe devtepn fdouada (0,6 mg/kg) kot twv 40 mg kdbe

gpoopdda (0,6 mg/kg) (ITivaxa 32).

Mivaxag 32. AToTELEGNOTO OVOPOPLKE, UE TNV ATOTEAECRATIKOTNTA 6TIS 52 efdopddeg

Adalimumab*®
Méyiwotn 660om 40 mg kdOe

Adalimumab¥
Méywotn 66om 40 mg ké0e

avtomokpion katd PMS v
EBdoudda, 8Y

ogvTepn gfoopdoa efoopada
N=31 N=31

KAvuen vogon otovg acbeveic mov
eiyov avtandkpion kotd PMS v 9/31 (29,0%) 14/31 (45,2%)
EBdouddo 8
KAvikn avtamokpion 6Toug
acBeveig mov eiyav avtamokplon 19/31 (61,3%) 21/31 (67,7%)
katd PMS v EBdopddo 8
EnobAwon tov BAEVvoyOVOoD GTOVG
aoOeveic mov elyov avtamndkpion 12/31 (38,7%) 16/31 (51,6%)
katd PMS v EBdopdda 8
KAvuen) vogon otovg acbeveic mov
mapovcialav Deeon kotd PMS v 9/21 (42,9%) 10/22 (45,5%)
EBdouddo 8
Y peon yopig KOPTIKOGTEPOELDN
oTOVG acbeveig Tov elyav 4/13 (30,8%) 5/16 (31,3%)

* Adalimumab 0,6 mg/kg (uéyiotn d6om 40 mg) kabe devtepn efdopada

P Adalimumab 0,6 mg/kg (uéyiotn 86om 40 mg) ka0e efSopddo
Y& aoBeveic mov AdpuPovay GuyxopNYoVUEVH KOPTIKOGTEPOELDT KATE TV £vapén

>nueioon: Ot acbeveic pue eddeimovoeg Tipéc v EBSoudda 52 1 ekeivol mov tuyaiomotdnkoy dote va,

AdPovv Bepameio veag apyikng 66ong 1 Bepameia cuvinpnong Bewpnnkay oG U avTamokplOEVTeS Yo To

KaTaAnKTKd onueio g Efdopdadoc 52

Ta emmpdcodeta depevvnTIKA KATOANKTIKA onpeio TEPIAGUPAvVIY TNV KAWVIKY AVTOTOKPLOT) KATA TOV
deitn evepydtnrog ToudtoTpikng elkmdovg koritidag (PUCAL) (opilopevn wg peimon otov PUCAL
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> 20 BaBpodve amd Tig apyikég Tipég) kot kKhvikn vegon katd PUCAI (opilopevn wg PUCAI < 10) v
EBdopada 8 kat v Efdoudda 52 (TTivaxa, 33).

MMivakag 33. AT0TELEGPOTO HIEPEVVITIKAV KUTOANKTIKOV onpueiov katd PUCAI

Epoonada 8
Adalimumab*® Adalimumab¥
Méywetn 660om 160 mg v Méywetn 660on 160 mg v
Epoopada 0/Exkoviké @appaxo Epdopade O ko tnv
v Efoopdda 1 Epoopada 1
N=30 N=47
KAwvicn vogon katd PUCAI 10/30 (33,3%) 22/47 (46,8%)
KAlvikn avramdkpion katd PUCAI 15/30 (50,0%) 32/47 (68,1%)
Epdopada 52
Adalimumab? Adalimumab#
Méywotn 660om 40 mg kaOe Méywotn 660on 40 mg kaOe
0g0TEPT Efoopdoa efoopdoda
N=31 N=31

KAwvuen vpegon katd PUCAI ctovg 14/31 (45,2%) 18/31 (58,1%)
acOeveic mov giyav avtamdkpion
katd PMS v EBdopdda 8
KAwvuc avrarndkpion katd PUCAL 18/31 (58,1%) 16/31 (51,6%)
610G acbeveic Tov glyav
avtomokpion katd PMS v
EBdopdda 8

* Adalimumab 2,4 mg/kg (uéyiotn d6on 160 mg) v ERdopada 0, sikovikd eappako v EBdopddo 1
rat 1,2 mg/kg (uéyrotn d6om 80 mg) v EBSoudda 2

# Adalimumab 2,4 mg/kg (4w¢ 160 mg) v ERSoudda 0 kot thv ERdouddo 1, ko 1,2 mg/kg (éog 80 mg)
v EBdopada 2

" Mn ovpmepthapBovopuévng e avotkTig apytkng doong adalimumab 2,4 mg/kg (uéyiotn 86om 160 mg)
v Edopdda 0 xar mv ERdoudda 1 ko 1,2 mg/kg (uéyiotn 66om 80 mg) tnv Efdoudda 2

% Adalimumab 0,6 mg/kg (uéyiot 86om 40 mg) ke devTepn efdoudda

¢ Adalimumab 0,6 mg/kg (uéyiotn 66om 40 mg) kabe efdopddo

Inueioon 1: Aueotepeg ot opadeg apyikng oo6ong Erafav 0,6 mg/kg (uéyiotn 66om 40 mg) tnv
EBdopdda 4 kot tnv ERdoudda 6

Inpeimon 2: O acBevelg pe eddeinovoeg Tipec nv EBdondda 8 Bewpnnke 611 dev minpodoav ta
KOTOANKTIKG onpeio

Inueioon 3: O acbeveic ue eldeinovoeg Tipéc v ERSoudoa 52 1 ekeivotl mov tuyatomomdnkoy vote
va Mapovv Bepameia véag apyikng d6omng 1| Bepaneia cuvtipnong Bempndnkav wg un avtamokplfévteg
Yo T0 KoToAnktikd onueio tne EBdouddag 52

Ao tovg acbeveic vd Bepancia pe adalimumab mov élapav Bepancia véag apyikng ddong KoTd ™
dapketa, g mepLddov cuvrhpnong, 2/6 (33%) exétuyav Khvikh avtamdkpion katd FMS v Efdopdda
52.

Howotnra {wng
T 11¢ opddeg mov Adupavay Ogpomeio pe adalimumab wapatnpriOnkoay KAvikd onuoviikéc Beltidoelg
amo Tig apykég Tipég 0cov apopd v IMPACT I ko tig Babpoloyieg mapaywykdmag oty epyocio

Kot advvapiog diekrepainong dpactmplotntov (WPAI) katd tov gpovtiot.

To 11c opddeg mov AdpPavay adalimumab, Topampribnkoy kKhvikd onpavtikég avénoelg (Bektioon)
GTNV TOYVTNTO VYOVG GE GYECT| LE TIG OPYIKES TULES Kol Y10 TOVG 00BeVeEig Tov Adpfovay Tnv vynAn d6om
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ovvtipnong ue péytotn twn ta 40 mg (0,6 mg/kg) kébe efdondda, TapatnpONKoy KAVIKG ONUAVTIKEG
avénoeig (Pertioon) otov ogiktn HAlaG COUATOG O GYECT UE TIC OPYIKES TIUEG.

Houdiazpixn payoeiditioa

H aopdAeia ko 1 anotedeopotikotnta tov adalimumab a&lodoynnkay o€ pio Tuyaomotpuévn, SumAd
oLYKAALUPEVT), EeyxOpevn perétn 90 tadiatpikadv acBevav nikiog 2 £éog < 18 etdv pe evepyn un-
Aoddn pdcbia payoeditida mwov oyetilovray pe JIA, ot omoiot dev avtamokpifnkay ce Bepaneia pe
pebotpe&dtn TovAdyiotov 12 gfdopadwv. Ot acbeveic Ehafav ite eikovikd epappoako 1 20 mg ada-
limumab (edv < 30 kg) 11 40 mg adalimumab (eév > 30 kg) kdbe devtepn fdopdda o€ GUVEVAGUO LE TNV
apykn door pebotpe&dtng.

To mpwtevov KataAnKTiKd onpeio NTav o «ypdvog Emg v amotvyio s Bepaneiogy. Ta kpitipla Tov
kaBopilovv v amotuyia ¢ Bepaneiog frav N emdeivoon N N mopoteTapévn pn fertioon g
0POOALIKNG PAEYUOVNG, 1| LEPIKT] PerTimon pe avATTUEN GUVEX®DY 0POUALK®OY GLVVOGNPOTITOV 1 1|
emdeivaon oPBAAUIK®OY GUVYVOGTPATNTOV, 1] LN ENLTPETOUEVT] (PTICT) GLYXOPNYOVLEVOV QUPLAK®VY KOL 1
aVOOTOAN TNG Bepameiog yio TOPATETAUEVT XPOVIKT TEPT0DO.

Klwvikn avromokpion

To adalimumab peiooe onpovtikd Tov ypdvo mg tnv amotvyia ¢ Oeponeiog GLYKPITIKA Ue TO EIKOVIKO
eappaxo (Préne Zynuo 3, P < 0.0001 oo ) dokuacia log rank). O diauecog ypdvog Emg v amotuyio
g Bepameiog Nrav 24,1 efoopddeg yia acheveig mov Edafav Bepameia pe ikovikd EAPLAKO, EVD O
dibpeoog ypovoc £mg Tnv amotuyio g Oepanciag yio acbeveic mov Edafav Bepoaneio pe adalimumab dev
umopel va ektiunOet, emeldn AMyotepo amd Tovg Hisovg acbeveis eppdvicay amotvyio ot Bepameia. To
adalimumab peiwoe onuavtikd tov kivdvvo amotvyiog g Oepomeiog kotd 75% cuyKpitikd pe T0 EIKOVIKO
QapuaKo, Onmg paivetal ard tov Adyo kivévvov (HR = 0,25 [95% CI: 0,12, 0,49]).

Ewoéva 3: Kapmores Kaplan-Meier wov Zvvoyilovv 1o Xpovo £og v Amotoyia tng Ogpansiog
oty llawdwtpuciy Merétn Yo ) Payosdition
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Inueioon: P = R eappoxo (ApiBupog acbevov mov datpéyovv kivovvo), A = adalimumab
(ApBuodg acBevdv mov datpéyovy Kivouvo).

5.2. ®appoxoxiviTikés 1016TNTES

AmoppOONOoT KOl KOTAVOLUN

Metd amd vrodoplo. yopiynon g eamas 66omg tov 40 mg,  anoppdenon Kol 1 Kotavoun tov ada-
limumab ftav apyn ko pe enitevén TOV PHEYIGTOV GUYKEVIPMCEMY GTOV 0pO OTIG 5 NUEPES UETA 0o TN
xoprynon. H péon amdivtn Prodiobeciudtta tov adalimumab mov vroloyicOnke o€ tpeig pehéteg petd
amo Lo, vTodopla epamas d6on Twv 40 mg frav 64%. Metd and epdmos evoopAEPia yopnynon d0ceEmV
nov kvpaivovror and 0,25 éwg 10 mg/kg, ot cuykevipdoelg ftav avaioyeg g 60ong. Metd and 60c€1g
0,5 mg/kg (~40 mg), o1 kabdpoelg kKopdvOnkay amd 11 £mg 15 ml/dpa, o dykog katavoung (Vss)
Kopovotay and 5 £mg 6 Altpa kot 1 uéon ek pdaon nulong nTov mepimov dvo efdopddes. Ot
oVYKeVTpMOGELS Tov adalimumab oto apBpikd vypd acbeviv pe pevpotoetdn apbpitido Kopowotay amd
31-96% exetvov Tov 0pov.

Metd am6 vrodopia xopriynon 40 mg adalimumab avé dedtepn efdopdda o evihikeg aobeveic pe
PELUATOELDT apOpiTIda 01 HEGEG KOTMTEPES CLYKEVIPMOELS 68 oTafepr Katdotoor oy mepimov 5 pg/ml
(Gvev cvyyopnyovuevns pebotpe&ang) kan 8 £wg 9 ug/ml (pe Tapddinin yopiynon pebotpe&irng),
avtiotorya. Ta ehdocova eninedo Tov adalimumab ctov opd o gtabepn Kotdotacn avEROnkay Tepinov
AVOAOYIKA UE TN 6001 HETA amd vIodopla 06on TV 20, 40 kot 80 mg ava debteprn efdopdda. Kot ava
eBdopdda.

Metd a6 yoprynomn 24 mg/m2 (uéyiotn d6omn 40 mg) péom vwodoplag éveong kabe devtepn fdondda o€
acOeveic pe moAvopOpikr veavikn tomadn apbpitida (NIA) nikiog 4 émg 17 €TV 01 HEGECKATOTEPES
OVYKEVTPMOGELG 0€ oTafepn| Katdotoot (Tiuég pétpnong oo v efdopada 20 Emg v 48) ¢
ovykévipoong tov adalimumab otov opd frav 5,6 = 5,6 ug/ml (102% CV) yia to adalimumab ywpig
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ovyyoprynon uebotpe&ding ko 10,9 + 5,2 pg/ml (47,7% CV) pe ovyyoprynon puebotpedng.

Y& acbeveig pe molvapBpikn veavikn 161o0madn apbpitida (JIA) niikiog 2 émg < 4 gtmv ) nhkiog 4
£TMOVKOL Gve pe copatikd Bapog < 15 kg kot Erafav 66om adalimumab 24 mg/m2, o1 péoeg katdTEPEg
ovykevipoaoelg adalimumab ctov opd o€ otabept| katdotaon frav 6,0 + 6,1 ug/ml (101% CV) ya 10
adalimumab ywpig cuyyoprynon pebotpe&dng kan 7,9 + 5,6 pug/ml (71,2% CV) pe cuyyoprynon
pebotpe&arng.

Metd ™ yoprynon 24 mg/m2 (uéyiotn 66om 40 mg) pécm vroddpiog Eveong kabe devtepn efdoudda ce
acBeveig pe apOpitida oyetilopevn pe evlecitida, nhikiog 6 €mg 17 £1dv, o1 HEcES KATOTEPESG
ovykevtpoaoelg adalimumab otov 0pd o€ otabepr| Katdotaon (Tipég mov petpdvtot katd v Efdoudda
24) rav 8,8 £ 6,6 pg/ml yo to adalimumab ywpic cuyyopriynon uebotpe&dng xon 11,8 + 4,3 pg/ml ue
ovyxoprynon pebotpegatng.

Metd ™ xoprynon 40 mg adalimumab péowm vroddprag Eveong kdbe devtepn efdouado oe EVAMKEG
acbeveig pe pun-oktivoloykd emPefoiopévn a&ovikn omovéviapbpitida, n péon (£ SD) cvykévipmon e
otafepn katdotoaon v Efdouada 68 tav 8,0 £ 4,6 pug/ml.

e eviiMikeg acbBeveig pe yopiaon, N péon cvykévipmon ot otabepomompévn Katdotaon ntov 5 pg/ml
Kotd TN ddpketo g Oepanciag pe povobepaneio adalimumab tov 40 mg kabe devtepn efdopdda.

Metd ) xopnynon 0,8 mg/kg (uéyiot d6om 40 mg) péowm vodopiag veong kabe devtepn efdopdada oe
noudatpkong aobeveic pe xpdvia yopioon kotd midkac, n péon (x SD) cuykévipmon oe otabepn
katdotacn adalimumab ftov mepinov 7,4 £ 5,8 ug/ml (79% CV).

Y& eviilikeg acbeveig pe dramontikn Wpotadevitida, pia d6on 160 mg adalimumab v EBdopdda O kat
axorovOmg 80 mg v EBdopdda 2 emtvyydvel cuykevipdoeig adalimumab otov opd mepimov 7 pe 8
ug/ml mv Epdopdda 2 kot tnv EBdoudda 4 H péon cvykévipmon ot otabepomotpévn Katdotoon Ty
EBdopdda 12 éwc v ERdopdda 36 frav mepimov 8 pe 10 pg/ml kot ™ didpkeia g Oepomeiog pe ada-
limumab 40 mg kabe efdopddoa.

H éxbeon og adalimumab oe acOeveic pe epnPikn HS mpofrépdnke xpnotpomoidvtog @oprokoKv)TIKG
povtéda TANBuGHoD Kot TPOGOoUoimoT e BACT TN POPUOKOKIVITIKY OTLG d1dpopeg evdeiEelg o GALOVG
o0 TPIKoVE acbeveic (maudiotpikn yopiaon, veavikn wroradng apbpitida, Tadlotptkn vOGOS Tov
Crohn, ka1 apBpitida oyetildpevn ue evbeoitida). To cuviotdpevo yio v gpnPikn HS docoloyikd
oynua givar 40 mg kabe devtepn efdopddon. Aedopévov ot n ékbeon oe adalimumab pumopei va
emnpealetot omd to PEyebog ToLV GMOUNTOC, oL £EPNPOoL Pe LEYOAVTEPO CMOUATIKO BAPOG KL AVETOPKT
AVTOTOKPLOT| UTOPEL VO 0PEANO0DV atd T AYN TNS GLVIGTAOUEVNS Y10 TOLE EVIAIKEG dooT TV 40 mg
Kké0e efoopddoa.

e acbeveic pe voco tov Crohn, n d6om epodov 80 mg adalimumab v Epdopdda 0 kot axorobbmg 40
mg adalimumab v Edoudda 2 emtuyyavel cuykevipmaoelg adalimumab otov opd mepinov 5,5 pg/ml
Kotd TN ddpketo e TEPLOdov exaymyng. Mio 66om epodov 160 mg adalimumab v EBSopdda 0 kot
axorovOmg 80 mg adalimumab tmv EBSoudda 2 emttvyydvel cuykevipooeig adalimumab otov opod
nepimov 12 ug/ml katd ™ didpreia e TEPLOSOL EnaymYNG. MEGEC EMAYIOTEG GUYKEVTIPMGELS OTN
otabepomompévn katdotaon g taéng tav 7 ug/ml tapampnbnkav ce acbeveic pe voso tov Crohn ot
omoiot élafav 6601 cvvinpnong 40 mg adalimumab kéOe devtepn efdopdda.

e moudarpikovg aobeveig pe pétpla Emg coPapn vooo tov Crohn, n 6om emaymyng avouytig
gmonuoveong tov adalimumab frav 160/80 mg 1 80/40 mg tig Edopddec 0 kar 2, avtictorya,
eEaptdpevn and éva, avatepo 0pto copatikov Papovg tov 40 kg. Tnv ERdoudda 4, ot acbeveic
toyatomombnkayv oe avoroyio 1:1 eite otnv Tomiky d6om (40/20 mg kdbe devtepn efdoudda) 1 ot
XopnAn 86om (20/10 mg kébe dedtepn efdopdda) oe ouddec Oepameiog cuvtipnong pe fdon o
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oouatiko tovg Bapoc. Ot péoeg (2 SD) eldyioteg ovykevipmoelg adalimumab otov opd mov emitedyOnkay
v EBdopdda 4 nrav 15,7 + 6,6 pg/ml yio aoBeveic > 40 kg (160/80 mg) ko 10,6 + 6,1 pg/ml yo
acBeveig < 40 kg (80/40 mg).

I aoBeveic Tov Euevav oty Tuyatomotpuévn Bepomeio Toug, ot péoes (£ SD) eldyloTEg GLYKEVTPOOELG
adalimumab v Epdopdda 52 rav 9,5 £ 5,6 ug/ml yio v ouddo Tk d6ong kot 3,5 + 2,2 pug/ml yio
v opdda Xapning d6ong. Ot péceg eAdyloteg GUYKEVIPAGELS dtatnprdnkav ce acheveig mov cuvE ooy
vo. Aapfavovv adalimumab kabe devtepn fdopdda yio 52 efdopades. Te acbeveis yio Tovg omoiovg M
d6on dapopemdnke amd kabe devtepn efdopdda o efdouadiaio oynua, N péon (x SD) cvykévipoon
adalimumab otov 0p6 katd v EBdoudda 52 frov 15,3 £ 11,4 pg/ml (40/20 mg, epdopadiaio) ko 6,7 +
3,5 ng/ml (20/10 mg, epdopadiaia).

Y& aobeveic pe eEAkddn KoAitda, pia d6om epddov twv 160 mg adalimumab v Edouada 0
akorovBodpevn amd 80 mg adalimumab v EBdoudda 2 exttuyydvel ehdyioteg cuykeviphoelg ada-
limumab ctov opd mepimov 12 pg/ml katd ) dibpkeia ¢ mepLdodov emoywyne. To péoa KatdTepa.
enimedo mov mapoTnpHONKoy o otabdepn katdotoaon sivar epimov 8 pg/ml oe acbeveis pe eEAkdoN
KoAiTda mov Elafav d6on cuvtnpnong 40 mg adalimumab ke devtepn efdopada.

Metd v voddpia xoprynon d6ong Bacel Bapovg copatog 0,6 mg/kg (uéyrotn d6om 40 mg) kdbe
devtepn efdopada oe TadTPIKOVG aeOeVEIG e EAKDON KOAITION, 1) LECT] KATMTEPT] GUYKEVIPMOOT| GE
otobepn katdotacn tov adalimumab otov opd fTav 5,01£3,28 pg/ml v Efdopdda 52. T tovg
acbeveic mov AauPovayv 0,6 mg/kg (uéyrot d6on 40 mg) kabe efdouada, n péon (£SD) koatdtepn
ovyKévIpoon og otafepr| katdotoomn tov adalimumab otov opd Nrav 15,7+5,60 pug/ml v ERSoudda 52.

Y& evihikeg acbeveig pe payoeditida, o d6on epddov 80 mg adalimumab v ERdopdda 0,
arxorovBoipevn and 40 mg kébe devtepn gfdopdda Eexvavtag v EBdopdda 1, odnynoe oe péoeg
OVYKEVIPMOGELG oTtafepomomuévng katdotaong mepimov 8 pue 10 pg/mL.

H éxbeon og adalimumab e acOeveic pe mondioTpikn payoetditida TpoPAEPONKE ¥PNCIULOTOIDVTOG
QOPUOKOKIVITIKG LoVTELQ TANOVGHO Kol TPOGOUOIMGT 1e BACT T QAPUOKOKIVITIKY GTIG SIUPOPES
gvdeilelc oe AAovg ToudloTpikovg acbeveic (modaTpikn yopiaot, veavikn iomadng apbpitida,
noudtatpikn vosog tov Crohn, ko apbpitida oyetilopevn pe evbeoitida). Aev vdpyovv dlabéciua KAvIKa
OEJOUEVH GYETIKG, [LE TN XPNOT TNG 00GNC £POOOV Gg TodLd NAtkiog < 6 etdv. O mpoPrendueveg ekBécelg
ouvieTovy 0Tt eEAAeiyel pebotpeldng, pia 600 €QOJOV UTOPEL VoL 0OTYNGEL GE 1oL apyIKT ovEnom
oLOTNIKNG ékBeomg.

H poppokokivntikn Kot QopUoKoKIVITIKI/ QopUOKOSVVOULIKT LOVTEAOTOINGT] Kl TPOGOUOIMGT) TOV
TAnBuouod TpoiPreyay cuykpiolun ékBeon oto adalimumab kol anotelecpotikdtnTo 68 AcbEVEiC TOL
éloPav Bepaneio pe 80 mg kdbe devtepn efdopdda dtav cuykpivovtav pe tn Oepaneio twv 40 mg kébe
gPdoudoa (mepriapfovouévav Tmv evAikov acbevav pe peouatosidn apbpitida, domuntiky
1BpoTadevitido, EAkmo Kolitida, voco tov Crohn, acbeveic pe pnPikn dtamvnTikn 10pmTadevitida. Kot
Toudatpkong aobeveic copotikon Bapovg > 40 kg pe vooo tov Crohn kot eAkdon kolitiday).

2yéon €kOeonc-ovTomdKpLonc 6ToV ToudoTplkd TAnfuoud

Bdaoet tov dedopévov amd kKAvikég peléteg o aobeveic e JIA (pJIA kot ERA), n oyxéon éxbeonc-
avtamdkpiong petad cvykévipwong mAdouatog kot aviondkpione PedACR 50 texunpiodnke. H
QOVOLEVIKT] oVYKEVTpmoN TAdouatog adalimumab mov odnyei oo Moy g péytong mbavoTnTag
PedACR 50 avtandkpiong (EC50) ntav 3 pg/ml (95% CI: 1-6 ug/ml).

H oyéon éxBeonc-avtamdkpiong petocd cvykévipmong adalimumab kol anotelecpotikdmog oe

o1 TPIKonS aobeveic pe cofapn ypdvia yopioaon katd mhdkag tekunpodnkay yio v PASI 75 kot to
PGA xaBapo 1 eldyioto, avtiotoiywe. H PASI 75 kot 1o PGA xaBapod 1 edyioto avénbnkav pe
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av&avoueveg cuykevipamoelg adalimumab, pe tapopoilo eawvouevikd EC50 4,5 ug/ml nepinov (95% ClI
0,4-47,6 o 1,9-10,5, avtiotoiywg).

AmofoAn

O1 QOpUAKOKIVITIKES AVOADGELS TOL TANBVGLOD Pdoet dedopévav and 1.300 kot dve acbeveig pe
peLUATOEN apbpitida £dei&av o, Tdon yio avénuévn eavopeviky kdBapon tov adalimumab 6co
avEdvetal To copaTikd Bapog. Metd amd TPocapoyn 6T d10popoToincT Tov GOUATIKOD Bdpovg, Tov
YEVOUG Kat TG NAMKIoG PaiveTol Ol TapAyovTeG 0Tol va £xovy pikpn enidpoon oty kédbapon tov ada-
limumab. TTapotnpnBnke 611 0. eminedo Tov elevBepov adalimumab ctov opd (un decpevpéva ota
avticoporo évavtt tov adalimumab, AAA) ftav yaunidtepa otovg acbeveic pe petpiouo AAA.

Hrotikn 1) veepikn dusAetrtovpyic

To adalimumab dev £yl pehetnBei oe aobeveis pe Nmatiky 1 VEPPIKN SuGAELTOLPYICL.
5.3. TIIpoxiviké dedopéva yio TV ac@drera

Ta pun KAvikd dedopéva dgv amokaAVTTOVY 1010iTEPO Kivouvo Yia Tov dvOpwmo pe Bacn Tic HeEAETEG
to&wdtnrag epdmal 66omng, TokdTNTOG ETUVAAAUPOVOLEVOV dOGEMV Kol YOVOTOEIKOTNTOC.

Mia, perlét epppvotoéikdmrag/TeptyevvnTikng avartuéng £yive o kuvoudroyovg mdfkovg o€ 0, 30 kan
100 mg/kg (9-17 mbfkovc/opdda) kat dev anekdAlvye Kapio £vOelEn kvdbhvov ota Euppua Adym tov ada-
limumab. Kopio pehétn xopkivoyéveong, Omg o0TE Kol 1) TPOTLTN EKTIUNGT] TNE YOVILOTNTOC Kot
peTayevwnTikng to&ikotntag ogv éyve ue to adalimumab Adyw g anovciog TV KOTIAANA®V HOVTEA®Y

YL Vol avTICOO PLEe TEPLOPLGUEVT] SlaeTavPoOLEVT] avTdpacTikoTnTa 610 TNF TpoKTiKdV Kot Tnv
avAnTTLEN EEOVOETEPOTIKMV OVTICMOUATMOV GE TPOKTIKA.

6. ®APMAKEYTIKEX IAHPO®OPIEX
6.1 Kataioyog ekdoywv

O&wkod 0o

Tpwdpwkd 0&ikod vatplo

IMokivn

IMoAvcopPiko 80

"Yowp yio evéoipa

6.2 Acvppatotnreg

EXietyel peletmdv oyetikd pe tn cupfototnta, T0 mopodv QUPUOKEVLTIKO TPOioV OV TPEMEL Vo
AVOUETYVOETOL UE GAND POPLOKEVTIKE TPOTOVTAL

6.3 Atapkera Lomg

3 ypévia

6.4 Iowitepeg mpo@uAdcers katd T @OrAaéN TOV TPOidVTOG

duvrdooete og Yoyeio (20:C — 8°C). Mnv katayvyeTe.

DuAAcCETE TNV TPOYEUICUEVT] CUPLYYQ 1 TNV TPOYEUGUEVT] GUGKEDT TOTTOV TEVAG GTO EEMTEPIKO KOVTI

Y10 VO TPOCTATEVETOL OO TO PG,
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H xd8e npoysouévn odpryya 1 mpoyepicpévn cvokevn tonov névag Yuflyma umopei va puidooetal o
Oepuokpaocieg puéypt 25°C yua ypovikod ddotnuo Emg kot 31 nuépec. H mpoyepuopévn oopryya qn
TPOYELGUEVT] GUGKELT TOTTOV TEVAG TPETEL VO TPOCTATEVETAL OO TO PG, KOL VO, ATOPPITTETAL EAV OEV
ypnoorombel péoa oty mepiodo v 31 nuepav.

6.5 @Yo KOl GVGTUTIKA TOV TEPLEKT

Yuflyma 40 mg evéoiuo didlvpa og Tpoyspouévn cbpryyo

Evéowo d1dAvpa oe Tpoyepicpévn cvpryya (yvaAi tomov 1) pe éuporo pe mopo stloymdpnong (amd
Bpopofovtuiikd glaotikd) Kot pio Berdva pe TpooTaTenTIKd KAALVUUO (DEpUOTANCTIKO EAAGTOUEPEC).

2V0KEVAGIES:

. 1 mpoyepuopévn ovpryyo (0,4 ml oteipo didAvpa) pe 2 emBépata aAkoOANC.

o 2 mpoyepopéveg ovpryyes (0,4 ml oteipo dddvpa), kabepio pe 1 eniBepa oAkooANG.
o 4 wpoygiopéveg ovptyyes (0,4 ml oteipo didhvpa), kabepio pe 1 enibepo alkodAng.
o 6 mpoyeopéveg ovpryyes (0,4 ml oteipo ddhvpa ), kobepia pe 1 eniBepo aAkoOANC.

Yuflyma 40 mgevéoiuo dtdhvua 6 Tpoyemcuévn GUPLYYO LUE TPOGTUTELTIKO KGAvuua BEAOVNC

H oVpryya elvan katackevaopévn amd yoaii tomov I pe épfolro pe topa eiloydpnong (arnd
Bpopofovtuiikd elaotikd) Kot pio Berdva pe TpooTatenTikd KdAvUpe (0epUOTAACTIKO EAAGTOUEPEC).

2VOKEVAGIES:

o 1 mpoyeopévn ovpryyo pe tpootatevtikd Peddvng (0,4 ml oteipo didAvua ) pe 2 embéuata
OAKOOANC.

o 2 TTPOYEUGUEVES GUPLYYES UE TTPOGTATELTIKO KaAvppa Bekdvng (0,4 ml oteipo didAvpua), kobepio
ue 1 emifepo aAKoOANG.

o 4 poyeicpéveg ovptyyes pe tpootatevtikd Beddvng (0,4 ml oteipo didivpa), kabepio pe 1
emibepo alicodAng.

o 6 mpoyepopéveg oOpryyeg pe mpootatevtiko Berdvng (0,4 ml oteipo didivpa), kabeuio pe 1
emifepo alicoOANG.

Yuflyma 40 mqg svéciuo didAvua o€ TPOYEUGUEVT) GUGKELT TOTOL TEVOC

Evéoyo 01dAvpo G TPOYEUIGUEVT] GLGKELT] TOTTOL TEVOC Y10, XPOT| 0TO TOV aGOEV IOV TEPIEYEL LIl
npoyeopévn cuptyya. H cOpryya evtdg g mévag eival Kataokevacpuévn amd yoarl tomov 1 ue EuPfoiro
pe Topa eloydpnong (amd PpouoPoutuAiikd ehaotikd) Kot Kot pio BEAOVA e TPOOSTOTEVTIKOKAAV LLLLOL
(BeppomhaoTticd EAACTOUEPES).

Yvokevaoieg:

o 1 mpoyeouévn ovokevr| tomov mévag (0,4 ml oteipo didAvpa ), pe 2 embéuata oAKoOANC.

o 2 Tpoyepouéveg ovokevég Thnov mévag(0,4 ml oteipo didivua), kabepia pe 1 enibepo aAkodAng.
o 4 wpoysuiopéveg ovokevig Tomov mévag (0,4 ml oteipo didAvua), kabepio pe 1 enibepo aAkodAng.
o 6 mpoyspouéveg ovokevég tomov évag (0,4 ml oteipo didhivua), kabsuio pe 1 eniBepo aAkodANG.

Mmropei va, v KuKAOQOpOUV OLEG 01 GLOKEVAGIES.
6.6 Iowitepec mpo@LAGEEIS amOppLIYNg

Kdabe aypnoiponointo eopuakevtiKd tpoiov 1 VIOAEUUN TPETEL VO, ATOPPITTETOL COUP®VA UE TIG KOTA
TOMOVG 10 DOVCEG OYETIKEG SATAEELS.
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7. KATOXOX THX AAEIAYX KYKAO®OPIAX

Celltrion Healthcare Hungary Kft.

1062 Budapest

Véci Ut 1-3. WestEnd Office Building B torony
Ovyyopia

8. APIOMOI AAEIAY KYKAO®OPIAX

Yuflyma 40 mg evéciuo StdAvpa o€ Tpoyeouévn chptyyo

EU/1/20/1513/001
EU/1/20/1513/002
EU/1/20/1513/003
EU/1/20/1513/004

Yuflyma 40 mgevéoiuo dtdhvua 6 Tpoyemcuévn GUPLYYQ LUE TPOGTUTELTIKO KGAvuua BEAOVNC

EU/1/20/1513/005
EU/1/20/1513/006
EU/1/20/1513/007
EU/1/20/1513/008

Yuflyma 40 mg evéciuo StdAvpo € TPOYEUGLEVT) GUGKELT) TOTOL TEVOLC

EU/1/20/1513/009
EU/1/20/1513/010
EU/1/20/1513/011
EU/1/20/1513/012

9. HMEPOMHNIA ITPQTHX EI'KPIXHX/ANANEQXHYX THX AAEIAX

Huepounvia mpdg £ykpiong: 11 defpovapiov 2021

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentopepeic TAnpoopieg Yio To Tapdv QUPUAKEVTIKO TPOidV ivor S1aBEGILES GTOV SIKTLOKO TOTO TOV
Evponaikod Opyovicpod @apudkmv http://www.ema.europa.eu
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vTo PAPLOKO 0VTO TEAEL LTTO GLUTANPOUATIKY TOPAKOAOVONOT. AVTO Ba EMLTPEWYEL TO YPIYOPO
TPOGIOPIoUO VEOV TANPOPOPLOY AGPAAELNC. ZNTEiTan 0md TOVG EXAyYEALATIES VYELNS VO OVALPEPOLY
omolesdnmote mhavorloyovpeveg avemiBounteg evépyetec. BA. mapdypaeo 4.8 yia tov Tpodmo ovapopdic
AVETOOUNTOV EVEPYELDV.

1. ONOMAZIA TOY PAPMAKEYTIKOY IIPOIONTOX

Yuflyma 80 mg evéoipo didlvpa o€ TPOyEGHEVT GLPLYYO

Yuflyma 80 mg evéoipo didlvpa 6€ TPOYEUGUEVT) GUOKEVT] TOTTOV TEVOG

2. ITOIOTIKH KAI IOXOTIKH XYNOEXH

Yuflyma 80 mg evéoiuo didlvpa og Tpoyspouévn cbpryyo

Kabe 0,8 ml piag epdma& 66ong mpoyeuiopévng ovupryyog mepiéyxet 80 mg adalpovpuaumng.

Yuflyma 80 mg evéciuo Sidlvpa o€ TPOoyEUGUEVT) GLGKELT) TOTOL TEVOC

Ka6e 0,8 ml piag epdmo& 660mg mpoyeuicpévng cuokevnc tomov mévag mepiéyst 80 mg adalpovudumnc.

To adalimumab &ivot éva avOp®TIVO avaGUVIVUGHEVO LOVOKAMVIKO OVTICMLLO 0V TOPAYETOL O KOTTAPO
Qonkov Kwvéliwwv Hamster.

Mo tov Tp1n katdhoyo Tav exdoywv, BA. Tapdypago 6.1.

3. DOAPMAKOTEXNIKH MOP®H

Evéoo didivua (éveon)

Awyég Tpog ehappmdg 0maAilov, GypmUO TPOG AVOIKTO KOGTUVO S1GALLA.
4, KAINIKEX ITAHPO®OPIEX

4.1. OgpomevTiKég gvosierg

Pevuorosdne appitida

To Yuflyma ce cuvdvooud pe t pebotpe&dn evdeixvoton yio:

o 1 Oepaneia g HETPLOG EmG GoPapng evepyol pevpatogldovg apbpitidag oe eviiikeg acbeveic,
OTAV M OVTUTOKPIOT| GE TPOTOTOMTIKG TG VOGOV OVTIPEVLOTIKG PAPUOKO, CUUTEPIAAUBOVOUEVTG
g nuebotpeldtng, NTOV AVETOPKNG.

o ™ Oepameio TG GoPapnc, EVEPYNS KOl TPOOSEVTIKNAG PEVLOTOEDOVG apOpiTIdog 6€ EVAMIKES TOV
dev &govv AdPel mponyovuevn Bepomeio pe pebotpeEar.

To Yuflyma umopei va yopnyn0ei wg povobepancio o mepintwon dvcaveiog otn uebotpe&dtn 1 dtov 1
ouveéylon g Bepameiog pe pebotpedrn eivorl akatdAAnAn.

To adalimumab éyetl amoderydei 11 perdver tov puOpod eEEMENG ™G apbpiknic PAAPNS, TS petpiétan
AKTIVOAOYIKG Ko OTL BEATIOVEL TN AEITOLPYIKY IKAVOTNTA OTOV YOpNYEiTOL 68 GLVOVAGUS pe pebotpeEdrn.
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Ywpiaon

To Yuflyma evdeixvotar yia ) Bepameio g péTplag £mg coPapnc xpoviag yopiaons Katd TAGKg 6€
eviAkes aoBeveic o1 omoiot elvan vroymn POt Yot cuoTnratikn Bepaneio.

Awamontikn Wpotadevitida (HS)

To Yuflyma gvdeikvotar yio tn Ogpaneio g péETpLog £ cofapng vepyov SLamuNTIKNG WOPOTASEVITIONG
(avaoTpoeng aKUNG) g EVAMKEG Kot eprifovg omd 12 eTdv pe avemapKn avTtamdKplon ot GUUPATIKY
ovotuatiky Oepamneio. yio. tn dramontikn Wpotadevitide (PAEre mapaypdeovg 5.1 ko 5.2).

Noooc tov Crohn

To Yuflyma gvdeikvotar yio tn Oepamneio g pétplog émg cofapng evepyov vosov tov Crohn, oe eviiikeg
acbBeveic o1 onoiot dev Eyovv avtamokpifel oe TANPT, emopkn OepamevtiKng aymyn pe Eva
KOPTIKOGTEPOEIDEG KAUT E VO 0VOGOKOTAGTAATIKO, 1) 01 0Ttoiot £xovv dvcaveéio 1 avTévoeiln yio
tétoleg Oepameiec.

Hodotpuch vocsoc tov Crohn

To Yuflyma gvdeikvotar yio tn Bgpaneio g pétprog émg cofapng evepyov vosov tov Crohn og

oo TpIkong acbeveic (MAkiog amd 6 €TdV) TOL €l aveETOPKN avTamdKpion ot cvuPatikn Bepomeio
7oV TEPIAaUPEVEL TP@TOYEVT SLOTPOPIKT Bepameio Kot EVOL KOPTIKOGTEPOELDES KA/ Eva
0LVOGOTPOTOTOMTIKO, 1] TOV £yovV ducavesia 1 avtévoelEn yo Té€toleg Oepamneieg.

EAkdOnc koAltida,

To Yuflyma gvdeikvotat yio tn Ogpaneio g péTplog Emg cofopng evepyod EAK®O0VG KOMTISNG GE
eVNAIKEC aoBeveic mov giyav avemapkn avtamokplon 6t cvpPatiky Oepaneio cupmTeEPIAOUPAVOUEVOY TV
KOPTIKOGTEPOELSMV Kot Tmwv 6-mercaptopurine (6-MP) 1 alabetonpivng (AZA) 1 o1 omoiot Eyovv
dvoaveéio N avtévoelln yia tétoleg Bepomeies.

IModraTpikn EAKOOINC KOAITION

To Yuflyma gvdeikvotat yio tn Ogpaneia g pétpilog émg cofapng evepyod EAK®O0VG KOAMTISNG O€
oo TpIkone acbeveic (MAkiog amd 6 €TmdV) TOL glyov avemapkn aviamdkpion ot cvuPatikn Oepomeio
OVUTEPIAAUPOVOUEVOV TOV KOPTIKOGTEPOEWOMV 1/Ko TV B-mercaptopurine (6-MP) 1 alaBstompivng
(AZA), © ot omoiot £xovv dvcavegio N avtévoelEn yia tétoleg Oepameieg.

Payosiditida

To Yuflyma evdeikvotar yia t Bepameio tng un-Aouddovg evoldueong, omiodiag kot Tavpayostditidog e
evNAIKeC aobeveic, o1 omoiol elyav avemapkr ovToTdKPIGT G KOPTIKOGTEPOELDT|, 0 0o0EVELS TOV
AOITOVV GTAOLOKY] HElDOT) TNG 0O0NG TOV KOPTIKOGTEPOEWMV, 1) GTOVG 0TO10VG OeV eival KATAAANAN 1
Oepameio [le KOPTIKOGTEPOELD).

TToudrozpikn payoerditido,

To Yuflyma evdeixkvotar yia tn Bepameio tng mondiatpikig xpovioag un-Aouddouvg tpdcediag payoetditidog
o€ acbevelc amd Ty NAikia TV 2 ETOV TOL €OV OVETOPKT OVTATOKPION 1) OV AVEXOVTOL T GLUPATIKY
Oepaneia 1| oTOVG OMOioVG 1 cLpPaTIKN Bepaneia dev lvan KATAAANAN.

4.2. Aocoroyio kol TpOTOG YOPNYNONS

H Bepamneio Tov Yuflyma Ba mpénet va apyioet ko va mopakorovdeiton amd 101KEVUEVOVG YIOTPOVG LE
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gumepio ot ddyvoon ko T Ogpaneio voomv yia Tig omoisg evdsikvutar to Yuflyma. O o@Oaiuiatpot
ovvioTdTol vo ovufovigvovtol Evay €181ko 1Tpd Ty TNV Evapén g Oepoaneiag pe Yuflyma (BA.
napdypapo 4.4). Xtovg aobeveic mov Aappdvouvv Yuflyma Ba mpémetl va diveton n Kapta YrevOouong
Acbevoic.

Metd amd katdAAnin ekmaidevor oty TeRVIKY éveong, ot acBeveic pmopovv va Kavoovv ndvot Toug Ty
éveon Yuflyma edv o 1atpog Toug 10 Kpivel EQIKTO Kot KATm omtd 10Tpiky) TapakoAovonon, ebv kpivetat
avaryKodo.

Katd ) dudpkeia g Ogpameiog pe Yuflyma, dideg cuyyopnyodueveg Oepameieg (.. KOPTIKOGTEPOEIDN
KOU/T] 0VOGOTPOTOTOMTIKOl Tapdyovec) o mpémet vo feATIoTOTOO0VTAL.

Aocoloyia
Pevuoroeiong apbpitida

H ovviotdpevn 66on Yuflyma otovg evilikeg acbeveic pe pevpotostdn apbpitida eivor 40 mg ada-
limumab yopnyobuevn ke devtepn efdopdada wg pia epdmat d6on pe vroddpa Eveon. H pebotpe&atn
Oo mpémel va cvveyileton katd ) didpketo g Oepaneiog pe Yuflyma.

Ta YAVKOKOPTIKOELDT], TO GOAIKVAIKA, TO [LT) GTEPOEDN OVTIQAEYHOVMDOT papuake (MEAD) 1 ta
OVOAYNTIKG UITOPOVV VO, GUVEXLGTOVV KoTa T d1apketa thg Oepaneiog pe to Yuflyma. ' to cuvdvaoud
LLE TPOTOTONTIKA TNG VOGOL OVTIPEVUATIKA Aappoka eKTOg TG pebotpetdrtng, PAéne Tapaypdpovg 4.4
xo 5.1

>t povobBepameia, pepikoi aobeveic mov mapovoidlovy petmpévn avtamdkpion oto Yuflyma 40 mg kébe
devteEPN gPfdopdda pmopel va m@eindodv and pio avénon ot docoroyia e taEemg tov 40 mg ada-
limumab kdBe efdopada 1 80 mg kabe devtepn efdopdda.

Ta SaBécpa dedopéva vIodeVHoLY OTL 1] KAVIKT avTamOKploT emttuyydvetal cuvifmg péca og 12
gPooudoeg Oepameiog. H cuvéyion g Oepoanciog mpémel va a&lohoyeital o€ dmotov acbevi dev
AVTOTOKPIVETAL LECH GE QTNV TN XPOVIKY TEPI0DO.

Pwpioon

H ovvietduevn 66om Yuflyma yio evilikeg aoBeveic sivar pia apyikn d6on tov 80 mg pécm vroddpiog
éveong, akolovBobuevn amd 40 mg péow vroddpiag Eveong kdbe devtepn efdounada, apyilovrag pio
gfoopddo petd v apykn do6on. To Yuflyma 40 mg evéoyio didhvpo 6€ Tpoyeicpévn coptyya. 1/kat
TPOYELGUEVT] GUGKELT TOTOV TEVAG Etvat dtaBécipo Yo T dOGN GLVTHPNOTG.

H ovvéyion g Bepamneiog petd amo 16 efdopddeg 0o mpénet vo, a&loAoyEiTol TPOGEKTIKA €K VEOL GE
omolov actevn] dev aVTOMOKPIVETAL LEGH GE QLTHV T1| YPOVIKT| TEPI0d0.

Tépav tov 16 gfdopddwv, ot acbeveig pe averapkn avramdkpion oto Yuflyma 40 mg kdbe devtepn
gBdoudda pumopel vo wpeinbodv amod po avénon ot docoroyia o€ 40 mg kdOe efdoudoa 11 80 mg kdbe
devtepn gfoopada. To opédn kat ot kivdvvol g cvveyllouevne efdopadiaiog Oepaneiog twv 40 mg 1 g
Oepaneiog tv 80 mg kdbe devtepn efdopndada tpémet vo emaveeTaloviol TPOGEKTIKA o€ Evav acbevn pe
QVETOPKT OVTOTTOKPLOT, LETd TV avénon g docoloyiog (BA. mapdypago 5.1). Xe nepintwon mov
emtevyOel emaprng avromdkpion pe to 40 mg kdbe efdoudoa 1 80 mg kdbe devtepn efdopnada, 1
docoioyia pumopetl ot cuveyela vo, petwbei og 40 mg kdbe devTEPN EBdOUED.

AomonTiKy 10pwTAOEVITIOON. (OVATTPOPN OKUT)

To cuvictdpevo docoroykd oynpa yio to Yuflyma ce evijhiceg acbeveic pe dtomontikn 1dpotadevitido
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(HS) givar apyikd 160 mg v Huépa 1 (yopnyodueva mg 600 evicelg tmv 80 mg oe pia pépa 1| og pio
gvéoelg Tov 80 mg avd nuépa yio dOo cvveyeic nuépeg), akorlovbodeva amd 80 mg 600 efoouddeg
apyodtepo v Huépa 15. Avo gfdouddec apydtepa (Huépa 29) cuveyiote pe pia d6on tov 40 mg kdbe
ePdoudoa 1 80 mg kabe devtepn gfdopada. Eav kpivetarl anapaitnto, katd tn didpkela g Depameiog pe
Yuflyma propei va cuveyiotei n yprion avrprotikov. Katd ) dudpkeia g Oepomeiog pe Yuflyma o
acBevig cuvictdTot va ypnoomotel o kadnpepvn Pdon éva Tomkd avTIGNTTIKO Gamovvi oTig PAGPES
NG OUTUNTIKNG WOPOTUSEVITIONG.

H ovvéyion g Bepameiog petd ) 121 gfdopdda npénetl va a&loloyeitat mpocektikd oe dmotov acbevi
dev éyel mapovctioel PeATioon LEGH GE QLTI TN (POVIKT TTEPL0O.

Y mepintoon dlokomng g Oepaneiog, pmopei va yiver emavévapén pe Yuflyma 40 mg ke eBooudda 1
80 mg ke devtepn efdopada (PAéne mapdypapo 5.1).

To 6pelog Kkt 0 Kivouvog g cuve Lopevng paxpoypoviag Oepomneiog O mpémel va a&loloyovvral
nepl0dKa (PAEme mapdypapo 5.1).

Noaooc rov Crohn

To cuvictduevo 6060L0YIKO oynua etayoyYNc Yo to Yuflyma og evijlikeg acbeveic pe pétpio émg
ocoPoapn evepyn vocso tov Crohn givan 80 mg v ERdopdda 0, axorovbovuevo and 40 mg v efdopddo
2. X1y TepInTOOT) IOV LILAPYEL 1] AVOYKOLOTNTO Yl (o, ToYOTEPT] avTandkpion ot Oepaneia, propei va
yopnynOel 66om 160 mg v ERdopada O (xopnyoduevn wg 600 evécelg tv 80 mg ce pio nuépa 1 ¢
pilaevéoelg v 80 mg avd nuépa yio dvo dradoyucég nuépeg), 80 mg v ERSopdda 2, yvepilovog 6Tt 0
Kivduvog ekdnAmong avemBOUNT®V GVUPAVI®V gival HEYOADTEPOG KATA TN OBPKELD TNG ETOYWOYNS.

Mertd ) Bepamneia emaymyng, n cuviotduevn 060 givar 40 mg kabe devtepn efdoudda pe VITOdOPLL
éveon. Evalhaktikd, €dv évog acBevig éxet dtokoyel to Yuflyma kot ta onueio Kot GOUTTOUATO TG
vooov eraveppaviotovy, to Yuflyma pmopei va emavoyopnynbel. Yrdpyet pukpn spmepio yuo tmyv
gnovoyopnynomn netd anod 8 efdouddeg and tnv Tponyovevn dOON.

Katd ™ ddpketa g Oepaneiog Guvtnpnong, To, KOPTIKOGTEPOEIDT UTOPOVV VA S10KOTOVV GTAOIOKE, LIE
Baon Tic 001 yieg TG KAVIKNAG TPOKTIKTG.

Mepikoi acOeveic mov eupaviCovv petwpévn kKAvikn avioamokpion oto Yuflyma 40 mg kabe devtepn
£fdopada evdéyetal vo w@eAnfovv amd wa advéEnon g docoroyiag og 40 mg Yuflyma kébe efdopdda 1
80 mg kabe devtePN EfdoUGdA.

Mepkoi acBeveic mov dev €xovv avtamokpiBei péypt tnv ERdopdada 4 eivar mbavd va enowpeAnbodv amod
T ovveyllopevn Bepaneia cuvtipnong puéxpt v eRdoudda 12. H cuvéyion g Bepaneiog mpémet va
a&loloyeital TpooekTikd o€ dmolov acbevn dev aVTOTOKPIVETAL LEGO GE ATV TN XPOVIKY TEPI0DO0.

Elxwons kolitida

To cuvictdpevo 6060L0Y1KO oyfua etayoyNs Yo to Yuflyma oe evijlikeg acbeveic pe pétpio émg
cofopn eAkmon koAitido eivor 160 mg v ERdoudda 0 (yopnyovuevo wg dvo evécelg twv 80 mg og pia
nuépa 1 g 000 evéaoelg tv 80 mg avdé nuépa yia pio dSadoytkéc nuépeg) kal 80 mg v ERdoudda 2.
Metd ) Oepomeia emaymync, n cvvictodpevn 60om gival 40 mg kabe dedtepr efdopdda e vTOdOpL

éveon.

Kozd m ddpkela mg Oepaneiog cuvinpnong, n 6061 TV KOPTIKOGTEPOEWOMV UTopEl VoL StoKOTEL
OTOOL0KA, COUPOVA LE TIC KATEVBUVTAPIEG 00MYIEG TNG KAVIKNG TPUKTIKNG.

Mepikoi acBeveic mov eppavifovy peiopévn kKAviky avioamokpion oto Yuflyma 40 mg kabe dedtepn

71



£fdopada evdéyetal vo wpeAnfovv amd wa adEnon g docoroyiag og 40 mg Yuflyma kébe efdopdda 1
80 mg kdbe devTEPN EfdOUGDA.

Ta S100éc10, oTOLYEIR VTOONADGVOLY OTL 1] KAIVIKT avTAmOKPLoT EMtuyydvetal cuvnbog pésa os 2-8
efdopadeg Oepanciog. H Oepameia pe Yuflyma dev Oa mpénel va cuveyotel o€ aobBeveic mov amétuyay va.
avtomokplBohv 6g avTd TO YPOVIKO AT,

Payoeiditioa

H ovvietdpevn 66om tov Yuflyma yia evijhikec acbeveig pe payosiditida sivar pio apyikn 66om 80 mg,
axoAiovBovpevn amd 40 mg kabe devtepn efdopdada, apyilovrag pio efoopdda PeTd TNV apyikn dOON.
Yrapyet mepropiopévn epmeipio atny Evapén Bepaneiog pue adalimumab oe povobepomeia. H Oepancio pe
Yuflyma propei va EgKiviioel 6 GUVOVAGUO LLE KOPTIKOGTEPOELSN KON HE AALOVS Un-Bloloyikodg
0LVOGOTPOTOTOWTIKOVG TTapAyovies. H tantdypovr yopnynon 1@V KopTIKoGTEPOEODY Uropel va dtokomel
OTOOL0KA, GOLPMOVA LLE TNV KAVIKN TPOKTIKT EEKVaVTAG 000 efdopadec petd tnv évapén g Bepamneiog
pe Yuflyma.

Yuviotdtor 0Tt To 6PEAOG Kot 0 Kivouvog NG cuveylLopevns pakpoypoviog Bepamnciog Oa tpénetl va
e€etalovtat og etnowa Baon (PA. mapdypogo 5.1).

Ewwoi tAnbvopoi

Hlciwouévor
Agv amoiteitol Tposoppoyn g 666mG.
Neppixn kou/1 nratiy dvoleitovpyia

To adalimumab dev £yl peretnBei oe avtdv Tov TANOVGHO 06O0EVDOY. AV PITOPOVV Va Yivouy vodei&elg
Yo TN doGoloyia.

Houdtpukdc TAnbucude

Houdiarpixn wawploon kotd TAGKAS

H aopdieia ko ) anotedeopotikotnta tov Yuflyma oe moaudid nikiag 4-17 etdv £xovv tekpnplodei yuo
™mv yopioon kotd tiakoc. H cuviotopevn d6on Yuflyma givar péypt pag péyiomg d6omg 40 mg.

Eonfixn owamontiky 10pwtadevitida (arno 12 etav, fopovg tovidyiotov 30 kg)
Agv vmdpyovv KAwvikég pedéteg pe to adalimumab oe épnpoug acbeveic ue dramontikn 1Wpotadevitido
(HS). H docoAoyia tov adalimumab oe avtoig Toug acheveig £xet kabopiotel pe PAcT QAPUAKOKIVITIKA

povtého kat Tpocopoinon (BA. mapdypogo 5.2).

H cuvictdpevn 66om tov Yuflyma eivor 80 mg v Efdopdda 0, axorovBovpeva amd 40 mg «dOe
devtepn gfodopada Eekvavtog v ERSopdda 1 pécm vmoddpiag éveong.

e epnpovg aobeveic pe averapkr avramokpion o€ Yuflyma 40 mg kéOe devtepn efdoudda, pmopei va
e€etacel pa avénon g docoroyiag oe 40 mg kdbe efoopdda 1 80 mg kabe devtepn efdopdda.

Edv kpiveton amapaitnro, katd t didpkeia g Ogponeiog pe Yuflyma pmopei va cuveyiobei n yprion

avtifrotikav. Katd t didpketo tng Oepanciog ue Yuflyma o acOeviig cuvietdrat va ypnoiponoiei oe
KaOnpepivn Pdon éva Tomikd avTionTTIKd camodvt oTig PAAPES TG S1TUNTIKNG WOPOTASEVITIONG.
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H ovvéyion ¢ Bepancioc petd ) 121 efoopdda mpémetl va a&loloyeitol TPooeKTIKA o€ dmolov 0cbevn
dev €xel mapovoidost Peltioon pEca G€ ALTHY TN XPOVIKY| TEPi0dO.

Y mepintoon dwokomng g Oepaneiog, pmopei va yivel emavévapén pe Yuflyma avdloya ue v

TEPIMTAOOT).

To 6pelog Kkt 0 Kivduvog tng cuvexlopevng pakpoypoviog Bepaneiog mpénet va enaveEetdletal
nePLodIka (PAéne dedopévo evnhikov otny Topdypapo 5.1)

Agv vmdpyet oxetikn ypron tov adalimumab cg Toudid nhikiog kéto tov 12 eTdv Yo avthv Vv £voelén.

Houdiozpixny véoog oo Crohn

H ovviotdpevn d6on Yuflyma yua acOeveic vooo tov Crohn, nhikiog 6 émg 17 etdv, emdéyeton faoet Tov
Bapovg odpatoc tov acBevovg (Tlivaxa 1). To Yuflyma yopnyeital péom vroddpiag éveong.

IMivakog 1. Adon tov adalimumab yw Iewdretpikovg AcBeveig pe voso Tov Crohn

Adon ocvvtipnong

TNV TEPIMTMOT TOL VILAPYEL 1 OVALYKT] YOl Lot
TayOTEPN avtoamokplon ot Oepaneia, yvopilovtag 6Tt
0 kivduvog ekdimong avemBOunT®V cuufaviov
umopel va glvar HeYOADTEPOG LLE TN XPNON HEYUADTEPNS
d001g emaymYNG, Umopei va ypnoyomoindei
TOPOKATO SOON:

e 160 mg v EBRdopdda 0 kot 80 mg v ERSopdda 2

Bapo . . .
uces[:r of')g Adéon emayoynig ne évopén v
Epoopada 4

<40kg e -40 mg v EBSopdsdo. 0 wou 20 mg v ERSopddo 2 *
2NV TEPIMTMOOT TOL VILAPYEL 1 OVALYKT] Y10l LD, TOOTEPT
avtondkpion ot Oegpamneia, yvopifovrag 6Tt 0 Kivovvog 20 mg ka0e devtepn
ekdMAwong avembOunTOV cupPaviov pumopet va givol eBdopado
UEYOADTEPOG UE T YPNON UEYOAVTEPNC BOOTG EMAYDYNC,
umopel va ypnoporon et  mopakdT® d0o:
¢ 80 mg v EBdonada 0 kot 40 mg v Edopdda 2

> 40 kg e 80 mg v EBdopdda 0 kar 40 mg v ERSopdda 2 40 mg xabe

dgvtepn efoopdda

Ot acBeveic mov gpeovilovy avemopkr avtamdkpion evogyetal va o@eAndovy arnd uia ovénon g

docoioyiag:
o <40 kg: 20 mg kd0e Bdouado
o > 40 kg: 40 mg kabe efdouado 1} 80 mg kabe devtepn efdopndda

H ovvéyion tng Bepameiag og évav acBevi| mov dev £xel avtamokpOel péypt v efdondada 12 mpémel va
a&loroyeital TPOGEKTIKA.

Aev vmdpyet oxetikn ypnon tov adalimumab ce Toudid nAkiog KdTm TV 6 £TdV Y10 avTAY TV EVOEEN.
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Houdrozpin eAkarongs koitido.

H cuvictdpevn d6om tov Yuflyma yia acBeveic amd 6 émg 17 etdv pe EAkdon KoAitido emAdéyetar Paoet
0V Bapovg cmdpatog tov acbevoic (TTivaka 2). To Yuflyma yopnysitor péow vroddpiag Eveong,.

IMivakog 2. Aéon Yuflyma yre ITondwarpikovg AcBeveig pe EAkdon Kolritido

Bépog Xopoarog . , Ag'cm ZPVTﬁpﬂGﬂQ
AcOevotc Adon Enayoyng EEKIVOVTaG TNV
Epoopdoa 4*
<40 kg * 80 mg v Epdopdda 0 (yopnyovueva wg | * 40 mg ke devtepn
pla evéoeic tov 80 mg oe pio nuépa) Kot gfdoudon

* 40 mg v EBdoudda 2 (yopnyovueve g
uio éveon twv 40 mg)

> 40 kg * 160 mg v EBdopada 0 (yopnyodpeva mg | * 80 mg kabe devtepn
dvo evéoelg tawv 80 mg og pio nuépa 1 600 efdopada
pia tov 80 mg avd nuépa yio dvo
SLd0YKEG MUEPES) Ko

* 80 mg v EBdoudda 2 (yopnyovueva g
ulaevéoelg tov 80 mg e pio nuépa)

* O noudratpixoi acBeveic mov yivovron 18 etdv evd AapBavovy to Yuflyma Oa mpénet vo
ouveyilovv Tn GLVIGTOUEVN dOGT] GLVTHPTOTG TOL TOLG EXEL GLVTOYOYPAPT DEL.

H ovvéyion g Bepaneiog mépav tmv 8 efdopadmv Ba tpémel va a&lohoyeitarl mpooektikd og acbeveic mov
OEV EMOEIKVOOLY GNUELD AVTATOKPLONG KOTA TN SIUPKELD QLTNG TNG XPOVIKNG TEPLOSOV.

Agv vapyel oyetikn ypnon tov adalimumab og madid nhikiog kdto TV 6 TV Y100 avTAY TV EVOEEN.
Houdiazpixn payoeiditioa

H ovviotdpevn d6on Yuflyma yuo noudiatpicong acheveic pe payoeditida, and v niikio 2 €T1dv,
emléyetan Baoet Tov Bapovg odpatog tov acbevoic (Mivaka 3). To Yuflyma yopnyeiton pécm vmoddprog

€veong.

Yy TodlaTpikn payogtditida, dgv vidpyel Tponyobuevn uneipia ot Oepameio pe adalimumab yopic
Oepaneio og cuvovaoud pe pebotpe&a.

IMivakog 3. Adon Yuflyma ywo IModretpikovg AcOseveig pe Payosiditida

Bapog acOevoig A0G0LOYIKO oYNpa

20 mg kabe devTePN Efdoudda oe
< 30 kg . .
cuvdvooud pe pebotpesdn

40 mg ka0e devtepn efdopdda o
> 30 kg . .
cuvdvooud pe pebotpesin

Katd v évapén g Bepanciog pe Yuflyma, propei va xopnynbei o d66m gpodov 40 mg oe acbeveig <
30 kg 11 80 mg o¢ acbeveic > 30 kg pia efdopddo mpv amd v Evapén g Oepaneiog cuvtipnone. Agv
VIapPYoVV SLobEce KAMVIKG dedopéva GYeTIKd LE T ypror ¢ d0ong epddov tov adalimumab oe maidid
nikiog < 6 etcdv (PAéne Topdypogo 5.2).

Agv vmdpyet oxetikn ypnon Tov adalimumab ce Todid nAikiog KaT® TV 2 £TGV Yo aVT TV EVOEIEN.
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Zoviotdton 0Tl To OPENOG Kot 0 Kivouvog TG cuveytllopevng paxpoypoviag Bepaneiog Bo mpémel va
g€etalovtal og etota Paon (PAEne Topdypogo 5.1).

Tpomoc yopnynong

To Yuflyma yopnyeiton pe vmodopia Eveon.

ITAnpetg 0dnyieg xpnomg mapéyovtatl 6To GUALO 0dNYIDV XPToNG.

To Yuflyma diartifeton ko 6e GAAEG TEPIEKTIKOTNTES KoL LOPPES,.

4.3. Avtevositag

YrepevoioOnoio 6t dpacTikn ovoia 1§ 6€ KATo10 amd T £KO0Y0 TOV AVAPEPOVTIL GTNV Tapdypago 6.1.

Evepyog oupotioon 1 dhieg coPapég AoumEelc, Ommg oy Kot EVKALPLOKES AotUdEELS (BAEre
napdypapo 4.4).

Métpila éwg coPapn kapdiokn averndpkeia (NYHA class HI/1V) (BAéne moapdypago 4.4).

4.4, FE101kég TPoEtdoTOMGELS KOL TPOPVAGEELS KATd TN piion

IyynAaciotnta

Ipokewévou va PeAtiwbel n yrvnAaottdtta TV BIOAOYIKGOV QOPUIKEVTIKOV TPOIOVIMV, TPETEL VA
KOTOYPAQETOL LE GUPTVELN T) OVOLLOGTD, KOl O aptOOg TaPTIONS TOV QUPUAKEVTIKOD TPOIOVTOG TOL
yopnyeitat.

Aowdéeig

Acbeveic mov Aappdvouv TNF-avtayoviotég eivor tepiocotepo evaictnrtol oe cofapéc Aouméelg. H
dwatapoyr| TN TVELHLOVIKNG Agttovpyiag evdgyetal va avénoet Tov kivouvo gpedviong Aotdtewv. Ot
acBeveic Bo Tpémel oG ek TOVTOL, VO, TAPAKOAOLOOVLVTAL TPOGEKTIKE Y10 AOUMEELS,
ovUTEPIAQUBOVOUEVIC TG PVUOTI®ONG, TTPLY, KOTA TN dtdpKeto kat petd ™ Bepameio pe Yuflyma. Eneidn
N amwoPolin tov adalimumab propei va dtapkicel uéypt kot TEcoEPIG UNVES, N TapokoAovONnon Ba Tpénet
Vo GLVEYIOTEL 0T S1GPKELN VTG TNG TEPLOOOUL.

H Ogpancio pe to Yuflyma de Oa mpénet va Egkiviogt o aoBeveic e evepyég AotumdEelg
GUUTEPTAAUPAVOUEV®VY TOV XPOVIOVY 1| TOTIKMOV AOUDEEDVY, HEXPIC OTOL oL AotUdEELS TeBOVY VIO Eleyyo.
e aoBeveig mov &yovv ektebel og pupatioon kot acheveic mov Ta&ideyay og TEPLOYES LYNAOD KIVIVVOL
YL QUUOTIOOT 1] EVONUKEG LUK TIAGELS OGS IGTOTAGGLLMOGT], KOKKIOOEWDOHLKNTIOoT 1)
BAactopvkntioon Oo mpénel va Aappdvetol voyn o kivovuvog kot ta 0@éAN g Bepaneiog ue Yuflyma
npwv amd TV Evopén e ayoyns (BAéne Aowréc Evkouprakés Louadleig).

O1 aoBeveic Tov avortiocovy pa véa Aoipmén evd vrofdilovial og Oeponeia pe Yuflyma 0o npénel va
TaPOKOAOLOOVVTAL TPOCEKTIKG, Kol va vTofdriovial og TAN PN dyvootikn a&loAdynon. H yopfiynon tov
Yuflyma 6o mtpénel va daxomei edv o acbevig eppavicet pua véa coPapn Aoipmén 1 onyn kot O Tpénet
va yivetal Evapén T KaTdAANANG avTkpoBloknig 1 avTILLKNTIOCIKNG oy®YNG HéEXPLS GTOv 1 Aoipmén
tebei Vo Eheyyo. Ot ywatpoi O Tpénel va givon Tpooektikoi 6tav eEetalovv ™ xprion tov Yuflyma oe
acOeveic pe €va 16TOPIKO LITOTPOTIALOVGOG AOTUMENG 1) LE TPOVTAPYOVGES KATAGTAGEIS TOV EVOEYETAL VL
TPodBETOLY TOVG 0oBEVELS Y10 AOUDEELS, GUUTEPTAAUPBOVOUEVIC TNG XPNOTG CVYYXOPNYOVUEVOV
0VOGOKOTOGTAATIKMOV QOPHAK®DV.

2ofopéc Lowumleis
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ZoPapég otudEelc, cupmeptAapuBavopévig g onung A0y PaxTnplokdv, LuKoBaKTPLoKOV, otndnTiKmy
LUK TIOCIK®V, TOPAGITIK®V, 10YEVAV 1 AAAOV EVKAUPLOKOV AOIUOEEMVY, OTIMG 1| MoTeEpio™, 1
AEYIOVEAL®OT KoL 1) TVELHOVOKDGTH X0V avapepbel o€ acbeveic mov Aaufdvovv adalimumab.

AlAeg coPapég Aoméelg mov mapoatnpninkay e KAvikEG SoKIUEG TepAapPdvouy Tvevpovia,
moehoveppitida, onmtikny apbpitda kot onyopio. Exovv avaeepBel oyetilopeves pe Aoumeelg
TEPMTOGELG VoonAeiag 1 mepoTaTIKA pe BovaTneopa EkPaoc.

Douatioon

Ddupatioon, teptlapPavorévig ETOVEVEPYOTOINGTG KOl TPOTOEUPAVICOUEVTS PUUATIOONS, £XEL
avapepOei o€ acbeveic Tov Aapfdavovv adalimumab. Ot avaeopéc TephapPavovy TepIoTaTIKG
TVELUOVIKNG KOl EEMTVEVUOVIKNG (7). KEYPOEDOVCS) PLLATIOON.

Ipw amd v évapén g Bepaneiag pe Yuflyma, 6dot o1 acbeveic Oa mpénel va a&lodoynfovv 1660 yia
gvepyd 660 Kot avevepyd («AavBdvovsar) euvpatioon. H a&liohdynon avtr Ba npénetl va neptlapfavet
AETTOUEPT] LOLTPIKT EKTIUNGT TOV 1GTOPIKOL PLUOTIOONE TV acbevdv 1| Thoavn tponyovuevn ékbeon oe
dropo e gvepyd QLUATIOGT KO TTPOTYOVUEVT] KOUT TPEYOVOE, AVOGOKATAGTAATIKY Oepameia. Ot
KaTdAANAOL EAeyyOoL (T.y. depUATIKY SoKIHaGio LUHATIVIG Kot aKTivoypapia 0dpakoc) Ba mpémet va
dtevepynBovv oe 6AOVG TOVG 0oBevelg (01 TomKES 001Yies Umopel va epapprochoiv). vvieTdtot vo
KaToypaeeTon 1 O1e€ayyn Kol To OTOTEAECUATO aVTOV TV eéeTdoenvy atnv Kdapta YrevOduong
AcBevoic. Ocot cuvtayoypaeodv Ba tpémel va AapPdvouy vIoYY Tovg ToV Kivauvo YeudMdS opvnTIkoD
ATOTELEGLOTOG TG OEPUATIKNG dOKIHAGTaG puUATIVNG, E101KE 6TOVG GOPapd VOGOVUVTEG 1] GTOVG
0VOGOKOTAGTUALEVOVE 0oDeVEiC.

Ye mepintwon didyvoong evepyol puuatioong o Oo mpémet va apyioet n Oepancio pe Yuflyma (BAéne
napdypapo 4.3).

Y& OMEG TIC AAAEG TEPIMTMGELG O1 OTOIEG TEPTYPAPOVTUL TOPAKAT®, Bo Tpémet va eeTaleTan TPOGEKTIKA O
Adyog opélovg/acpdielag tng Bepameiog.

Edv vrapyet vroyia yio AavOavovco popotioon, 0o tpéretl vo (el copPovin and yatpd ue eumeipio
611 PLUATIOOT.

Edv diayvoobei LavBdavovoa pupatioon, mpémetl vo EeKIvi|oel KOTAAANAT Oepameio e QVTIQULOTIKY
TPOPLAOKTIKY ay®yn Tpv omd thv Evapén tov Yuflyma kot coppova pe tig tomikég 0dnyies.

H ypnon g avtipvpatikng tpopuiaktikng Oepaneiog Oo mpénel, emiong, va e&etactel mpv v Evapén
tov Yuflyma og acfeveic pe moAlamhong 1 onuavTikobg mapdyovteg Kivdhivou yio puUATI®oT, aKoun Kot
€4V £xoVV apVNTIKN SOKIUAGIO Y10, QUUOTIOON Kot 6€ 00OEVELS e TaAMO 16TOPIKO AavOavovcag 1 EvepyoD
QLUATIOONG, 6TOVG 0ToloVg dev pmopet va emPePorwdei n emapkng Oepamneia.

[Moapd v TpoPLACKTIKY Bepameia Y10 PLUOTIOON, TEPUTTMGELS EXOVEVEPYOTOINOTG PLLOTIOOTG EYOVV
avoeepbel og acbeveic mov AduPavav Bepaneio pe adalimumab. Mepikoi acBeveig ot omoiot Exovv
Oepamevtel pe emttuyia Yo evepyo eupotioon Exovv avartiéel Eova uuoTioon Kot T SLiPKELL TG
Oepameiog tovg pe adalimumab.

O1 acBeveic Oo Tpémel va AaPouv 0dnyieg vo Kataphyouy G TPk GLUBOLAT €4V TPOKHYOUV
ONUEI/CUUATOUOTA TOV UTOPEL VO VTOINA®VOLY AOTU®EN amd pupatioon (w.y. enipovog fNyas, eLokn
advvouio/am®AgLo, BApovg, YoUNAOS TVPETOS, VOBpoTNTa) KOTA TN ddpketa 1 LeTd T Oepameia pe 10
Yuflyma.
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AAdeg evrouprares Loyuaiels

Evkaiprokéc Aotudéetg, oupmepthapifavouévey SininTiKk®y HOKNTINCIKOV AOU®EE@Y Exovv Tapatnpn el
og aobeveig mov Aappdavovy adalimumab. Avtéc o1 AopdEeig dev avayvopiloviol GVGTHUOTIKG oE
acBeveic mov Aappdvouy TNF-avtayoviotés Kot avtd €xel cLVIEAEGEL GE KOBVOTEPNOELS GTI KATOAANAN
Bepaneia, pe amotéleoua kdmoteg Popég va Exovv Bavatneopa kPaon.

I'a acBeveig mov avanTdGGOVY GNUELN KOt GUUTTOUOTO OTMG TVPETO, Kakovyia, ammdAgd Bapovg,
EQOPACELS, Prya, dSVoTVOLN KoUT TveLHoVIKA dtndnpata 1| dAleg coPapés cuoTnuoTikég achéveleg pe M
Y®pic TavToypovn Kataminéia, 0o Tpénel va vdpyel vToyia yio SNONTIKY Lok TIo KN AoipwEn Kot n
yopnynon tov Yuflyma 0o mpénel va daxdntetan dueca. H Sidyvmon kot 1 xopnynon eUTEPIKNG
AVTIHVKNTIOCIKN G Bepaneiog 6Tovg acbevels avtovg Oa mpémet va yivetor 6e cuVEVVONGT UE 1TPd E0KO
otV mtepifoiym acbevav pe dmbntucég LuKNTINGIKEG AOUMEELS.

Enavevepyonoinon Hratitidac B

Enravevepyonoinom g nratitidag B éxel mpoxdel og acBeveic mov Aappdvouv TNF-avtayoviot)
ovumepiapfavouévov Tov adalimumab, ot omoiot givor ypoviol opeic Tov 10V (TL.)., OVTIYOVO ETLOAVEINS
OeT1k0). Mepucég meputtmaoelg giyav Oavammedpa ExPacn. Ot acbeveig Oa Tpénet va, eAéyyovtar yio
Aoilpwén amd 16 nratitidog B mpwv v évapén g Bepanciag pe Yuflyma. I tovg acbeveig mov givon
Betucol otov Edeyyo Yo Aoipmén amd nratitda B, cuvietdtor va cupfovievovtan £va yloTpd pe pmepia
o™ Oepaneio e Nrotitidog B.

O1 @opeic Tov 100 ¢ Nratitidag B ot omoiot amartodv Oepameio pe Yuflyma Oa mpémnet va
TOPUKOAOLOOVVTAL GTEVA Y10 GTUELN KOl CUUTTOUOTO EVEPYOV AOTU®ENC 0o 10 nraTitidag B kotd ™
duapkela g Bepameiog Kot yio apkeTovg Uveg PHETA T ANEN ¢ Bepameiag. Agv vdpyovv dabéciua
enopkn oedopéva amd ) Bepaneio acBevodv o1 omoiot eivar popeic Tov 100 T Nratitidog B kot
Aappavouv avtiukn Oepaneia g cuvdvacuod pe TNF-aviayoviot), dote va urodicovy v
EMOVEVEPYOTOINGT TOV 100 NG Nratitdog B. Xe acbeveic mov gupavilovv eravevepyonoinom tov 100 ¢
nrozitidag B, o wpémel vo dtakomei to Yuflyma kot va yivel évopén pe amoTeAeoHOTIKY GVTILKT
Oepamneio pe KatdAAnin vrootnpiktiky Bepamneia.

Nevporoyikd TEPIGTATIKG,

Ot TNF-avtaywviotég, ovunepirapfavopévov tov adalimumab, éxovv cuoyeticbel oe omavieg
TEPMTMOGELG UE TNV EUPAVION 1) TNV ETMOEIVOON KAVIKOV GUUTTOUATOV KOUT AKTIVOLOYIKDOV ELPTLATOV
ATOUVEAVATIKTG VOGO TOL KEVTIPIKOD VELPIKOD GUGTHILOTOS GUUTEPIAAUPAVOUEVNG TG CKANPUVOTG
KOTO TAAKOG KOl TNG OTTIKNG VEVPITIONG, KOl TEPLPEPIKTG OMOUVEAVOTIKNG VOGOU GUUTEPIAAUPAVOUEVOL
0V cvvdpduov Guillain-Barré. Armatteital Tpocoy| and 66OVE GLVTAYOYPUPOVY OTAV TPOKELTOL VO,
yopnynoovv to Yuflyma og acBeveic ue npovmapyovca 1 pe TpdGQATN EKINAMOT ATOUVELVOTIKOV
STOPaY DV TOV KEVTIPLKOD 1| TEPLPEPIKOV VEVPIKOV GUGTNUATOG. XE TEPINTOOT) OV avorTuyOet
0OmOLdNTTOTE OO CVTEC TIG draTaporyé mpémet va. Eetaletal o evdeyduevo dakomnc tov Yuflyma.
Yrdpyel o yvoot cLeYETION HETOED TNG EVOLAUESNC POYOELIITIONG KO TMV OTOUVEAMVOTIKGOY
SLTOPAY DV TOV KEVIPLKOD VEVPIKOV GUOTNUATOG. X& 000EVEIS UE UN-LOUMDIT EVOLAUEST POYOEIDITION
TPEMEL VO, YIVETAL VEVPOAOYIKT eKTiunon mpwv amd v évapén g Oepomeiog pe Yuflyma ot toktikd katd
T Suapkela g Oepameiag yio v a&loAdynoN TPO-VTOPYOVGDY 1} VIO AVATTUEN OTOUVEMVOTIKOY
STOPAY DV TOV KEVIPLKOD VEVPIKOD GUCTHUATOG.

AM\epyucéc ovTOpacELC

Kotd ) didpketo tov kKAvikdv dokiudv o1 coPapés alhepyikéc avtidpdoelc mov oyetilovion pe to ada-
limumab fjtav ordviec. Mn coPapéc ailepyikés aviidpdoeig oyetiloueveg pe to adalimumab ftav oyt
GLYVEC KOTE TN O1APKELY TOV KAMVIKGV SOKIUMV. Avapopég GoPapdv aALEPYIKOV OVTIOPACEDY
CUUTEPIAQUBOVOUEVNG Kot TNG avopLAa&iog Exovy mpokvyeL LeTd T yoprynon adalimumab. Edv
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TPOKDYEL OVALPUAOKTIKY ovTidpaon 1 GAAN cofapn odlepyikn avtidpacn, n xopnynon tov Yuflyma
mPEMEL vaL dlaKomel aUEcmE Kal va EeKVoeL 1 KATAAANAN Bepamneia.

AvV0OGOKOTOGTOAN

Ye o perétn 64 aocbevav pe pevpatogdn apbpitida otovg omoiovg yopnynOnke to adalimumab, dev
mapoTNPHONKE KATAOTOAN TNG VIEpELAIcONGilag EXPPASLVOUEVOD TUTTOV, UEIMON TV EMTESWDV
avocooPalpivig 1 ahiayn otov apBuod tov evepyoromtikov T-, B-, NK kvttdpov, tov
LOVOKVTTAP@V/LOKPOPEY®V Kol TOV OVOETEPOPIADV.

Koxonfeiec kot Aep@odmepmAooTiKEC SLaTaPayEC

2116 eheyyopeveg opddeg kKAvikav dokiudv pe TNF-aviayovioTtéc, nepliocdtepeg TepmTM®GELS KOKONOEL0G
GUUTEPTAAUPOVOLEVOL KOt TOV AEPPOUATOG £yovy Ttopatnpn el peta&d acbevav mov Aapfdavovv TNF-
AVTOYOVIGTEG GLYKPLTIKG e Tovg paptupes. [Tapdra avtd, 1 cuxvoTTa ELPAVIONS NTOV GTTAvio. MeTd
v KuKhopopia, £xovv avapepbel Tepittdoelg Aevyayiog og acbeveig mov Ehafoav Bepomeio pe TNF-
avtayoviotn. Ymhpyel avEnpévog kivouvog avamtuéng Aepe@poTog Kot Agvyopiog o aoBeveig pe
pevpaToEldn apbpitida ThoyovieS amd Xpovia, VYNANG evepydtnTag, PAEYLOVAOON VOGO, TO 0010
TePmMALKEL TV a&loAOYN O™ TOV KIvdUvoL. Me Ty Tapovod yvdaon, dev Umopel va, omokAelotel Thoavog
Kivduvog avamtuéng Aeppdpatog, Aevyotpiog Kot GAAwV Kakondeidv oe acheveig mov Tovg yopnyeital
Oepaneia pe TNF-avtayovior.

Metd v kvkhogopia, kakon0eleg, peptkéc Bovatneopeg, Exovv avapepbel og Toudid, eprPovg Kot
veapovg eviilikeg (MAkiag €mg 22 etmv) mov ElaPav Bepaneia pe TNF-avtayoviotés (évapén Bepoameiog
oe Nxkio < 18 gtdv), ovumepiapPavopsvov tov adalimumab. To Moy TEPiTov TOV TEPIMTOCEDY NTOV
Aeppouata. Ot GALEC TEPITTOCELS AVTITPOCHTEVAY L0, TOIKIAO SLOPOPETIKOV KOKONOEIDV KOl
ocoumepleAdpfovay omdvieg kakonelec cuvnBmg CLVOEOUEVES [Le OVOGOKATAGTOAY. Agv umopel va
amoKAEIGTEL 0 KIVOUVOG Yo avamTLEN KaKonBeidv o Todd Kot eprjfovg mov Elafav Bepaneio pe TNF-
OVTOYOVIOTEC,

Metd v kvuKhogpopia &xovv Tavtonondei ondvieg nepumtdoelg nratoocminvikon T-cell Aeppduartog oe
acbeveic oTovg omoiovg yopnynnke adalimumab. Avtog o omdviog Tomog T-cell Aeppdpotog éxel ToOAD
emBetkn mopeia kot ival cuviBmg Bovatneopog. Kamoteg amd avtég Tig mEPmTMOOELS NTUTOCTANVIKOD T-
cell Aeppdpotog £xovv TpokOyeL og veapohc evilikes acbeveic atovg omoiovg yopnyeitor adalimumab
Tavtdypova. pe alabdelonpivn N 6-pepkamtonovpiv Yoo QAEYUOVMOT VOOT|LOTA TOL EVTEPOV. O duVNTIKOG
Kivéuvog pe tov ouvdvacpd alabsionpivng 1 6-pepkomtomovpivn kar Yuflyma 6o npénet va e€etaotel
TPOOEKTIKG. Agv pumopel va amokAglotel o Kivovuvog avamtuéng nratocminvikod T-cell Aeppdpatog o
acbeveic otovg omoiovg yopnynnke Yuflyma (BAéne mapdypago 4.8).

Agv &govv mpaypotonombel pelétec mov nepédafov acbeveic pe 16topikd kakondetog M pe acbeveic
otovg omoiovg 1 Bepaneia pe adalimumab cuveyileton mapd v avamtvén kakonOeag. I'a oo,

anorteitat Wiaitepn npoooyr| kotd ™ xopnynon Yuflyma ce avtodc tovg acbeveic (BAEme mapdypapo
4.8).

‘O)ot o1 acbeveig kot 1Wiaitepa o1 0cHeVEIC e 10TPIKO 1IGTOPIKO EKTETAUEVTG OVOCOKOTAGTAUATIKNG
Oepamneiog N o1 acBeveic pe ympioon kat pe wotopikd Oepameiog ue PUVA O mpénet va e&gtalovton yio
Vv Omopén Un LEAOVOUOTIKOD KOPKIVOD TOV SEPUATOC TPLY Kal KATd TN OldpKeLa TG Oepameiog pe
Yuflyma. Melavopa ko kapkivopa ek kottdpov Merkel (Merkel cell carcinoma) éxovv emiong
avoeepbel og acbeveic mov Edapav Bepaneia pe TNF-avtayoviotég cvumeprapfovouévon tov ada-
limumab (BAéne mapdypago 4.8).

e pia gpevvnrikn KAwvikn dokur, 1 omoio agloroyel  xpnon evog aihov TNF-avtayoviet, tov inflixi-
mab, og acOeveic pe pétpilo émg cofapn yPOvia AmToPPUKTIKH TVELUOVIKY VOG0 (XAI), £xovv avapepOel

ePLocOTEPES KOKONOELES, KLUPIMG GTOV TVEDOVA 1| GTIV KEPOAT KOl GTOV TPAYNAO, GTOVE 060EVEig IOV
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AapPovay infliximab cvykprtikd pe tovg paptopeg. Olot o1 aobeveic eiyav 16T0ptkod GVLYVOD KOTVICUATOC.
Enopévamg, 8o mpémel va d00el 1d1aitepn mpocoyn, 0tav ypnoipomoteital omotoconmote TNF-
avtayoviotnc og XAIl acBeveic, Onwg emiong kot o€ acbeveig pe avénuévo kivovvo yia kakoneia
g€autiag Tov CLYVOD KOTVIGHOTOC.

Me Bdon ta tpéyovta dedopéva dev eivor yvwoto bv m Bepaneio pe adalimumab exnpedlet tov kivouvo
v avantuén dvomhaciog 1 kapkivov Tov moyéog eviépov. Olot o1 achevelg pe EAK®OT KoAlTIdO TOV
SwaTpéyovv avénpuévo Kivouvo ya Svomiacia 1 Kapkivo Tov Tayx£og eviépov (Yo mapddetypa, acOeveis pe
HOKPOYPOVIL EAKMON KOAITIOO 1 Tp@TOTAOT GKANPUVTIKN YoAayYEUTION) 1| 01 OToioL ElY0V TPONYOVUEVO
16TOPIKO OVOTANGING 1] Kapkivapo Tov Tayéog eviépov Ba tpémetl va e€etdlovtat yio dSuomiacio ava
TAKTA YPOVIKA dtaoTthpata mpwv T Bepaneia Kot Kab' 6An v mopeia g vocov tovs. H a&toidynon avty
Oo Tpémetl va TeprlapPfavel KOAOVOGKOTN O™ Kol Broyieg COUPOVA LE TIC TOTIKEG 00N YieS.

AotoloYIKEC OVTIOPAGELS

"Exovv avaeepbel 6maviec TEPITTOOELS TOVKVTTAPOTEVIONG, CUUTEPIAAUPAVOUEVIC KO TG OTAOGTIKNAG
avapiog Katd tn yopnynon aviayoviot®v tov TNF. Avemfdpunta coppdévta tov apomointikod
GUGTNLOTOG, CUUTEPTAAUPAVOLEVIC TG LOTPIKE CULOVTIKNG KuTTapomeviag (m.y. Opoupomnevia,
Aevkomevia) éxovv avaeepBel pe to adalimumab. Olot o1 aoBeveic Ba mpémel va evuepdvovTal GOTE Vo
avalnTNoovy GUECT] WTPLKT VTOGTNPIEN €6V ELEOVICOVY GNUEIN KOl GUUTTMOUOTO VTOTTA Y10, SUGKPAGTOL
TOV QUMATOG (TT.). EMPEVOV TUPETOG, LOAMTES, OLLOppayio, wypOTNT) EVD TOVg Exet xopnyndei Yuflyma.
Awaxonn ¢ Oepomeiog pe Yuflyma 6a npénet va e€etdleton og acbeveic pe empPefoaropévo onuavtikég
OLLOTOAOYTKES OVOUOAIEG.

EuBolocuoi

[Mapopoleg avtomokpicelg avTicOUATOV MG TPOG TO TPATLTO 23-60VEC TVEVOVIOKOKKIKO EUBOALO KO
TOV TPOHVAUOV ELPBOAMACHOD KOTA TOL 100 NG Ypinng, mapatnpdnkay o€ pio peAétn og 226 eviAiKeg
acbeveic pe pevportoedn apbpitido otovg omoiovg yopnyndnke adalimumab 1 ewkovikd edppoako. Agy
VIApyovV S100EG1Ue aToLYEl Yo TN deVTEPOYEVN UETAOOGT TNG AoTmENG amd pforia and {DVTEG
HKpoopyavicovg o€ acbeveic Tov Aaufdavovv adalimumab.

Yuviotdtot, €9’ OGOV eivarl EPIKTO, Ol TOOLUTPIKOL AGOEVEIG VoL £YOLV TTPOLYLLOTOTOGEL TOVG OTOPAITITOVG
guPolocpods COUPOVA LE TIG I0YVLOVOES KOTELBLVTIPLEG 0dNYIES Y10l TNV CVOGOTOINGT TPV ald TNV EVAPEN
g Bepomeiog pe Yuflyma.

O1 aoBeveic mov Aappdavouv Yuflyma givar duvatd va kévovv tavtdypova eporacuodc, eKtog v
guPoliov amd (ovreg kpoopyavicrovc. H yopriynon spPoriov and {dvieg pikpoopyoviopovg (..
euporo BCG) yua ta Bpéen mov extifevion o adalimumab ot prtpa dev cvvietdrot yio 5 uiveg petd
TNV TEAEVTOI EVEDT)

ZUUOOPTNTIKN KOPOLAKN OVETAPKELD

e pio kKAvikn dokiun pe évav aAdo avtoyoviot tov TNF, tapatnpnidnke emdeivoon g cuppopnTiKig
KOPSIOKNE avemapkelag kKot avénen e Bvnoudtntag A0ym GLUQOPNTIKAG KOPOIOKNG AVETAPKELOC.
"Exovv mopatnpnbel tepintdoelg endeivmong GUUEOPNTIKNAG KOPOI0KNG AVETAPKELNG o€ 0o0gVElg TOV
£haPov adalimumab. To Yuflyma 6a npénet va ypnoponoteiton pe mpocoyn o aobeveic pe fmia
kapdiakn avenapketo (NYHA class I/11). To Yuflyma avtevdeikvotarl otn pétpia émg cofapn kopdiaxn
avemapketo (PAéne mapdypaeo 4.3). H Oepancio pe Yuflyma 0a npénet va Swakonteton o€ acbeveic mov
AVOTTOGCOVV VEQ, GUUTTAOUATO, 1] ELPAVIOVV EMOEIVOCT] CUUTTOUATOV GUUPOPTTIKNG KAPIIOKNG
OVETAPKELOC.

Av10avocEec dEpYOoies
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H Bepamncio ue Yuflyma evoéyeton va el og amotélecpo To oYNUATIONS QVTOAVOC®Y avTicmudtony. H
enmidpaomn g paxkpoypoviag Bepanciog pe adalimumab otnv avamtuén avtodvocsmy voonudtmy givat
dyvootn. Edv évac acBevig avarthooel GUUTTOUOTO DTOTTTO Y10 GOVOPOLO TPOGOUOIALOV e AVKO LETA
™ yoprynon ue 1o Yuflyma kot éxetl Oetikd avricopota kotd duming édikog DNA, d¢ Oa mpénet va
yxopnyeiton meportépw Oepameio pe Yuflyma (BAéne mapdaypapo 4.8).

Tavtdypovn yopnynon Broroyikddy DMARDS 1 TNF-aviayovictov

YoPoapég Aopméeic TapatnpiOnkay o KAMVIKEG S0KIUEG pEe TanTdypovn yoprynon anakinra kot GAiov
TNF-avtaymviot, tov etanercept, yopig kovéva emmpooBeto KAVIKO OQPEAOG GE GUYKPLOT] LE TN
yopnynon tov etanercept wg povobepamneio. EEartiag g puong tov avemfountov coufaviov mov
nopoTnPHONKav pe To cuvdvoouod etanercept kot anakinra, givon mBavo va TPOKOYOLV OpOLEG TOEIKES
EMAPAGELS [E TO cuVdLaouo anakinra kot dAlov TNF-aviayoviot. Q¢ ek ToVTOV, 0 GLVIVAGUOS TOL
adalimumab pe anakinra de cuviotdton (BAEme Topdypago 4.5).

Tavtdypovn yoprynon tov adalimumab pe dAla Prodoyikd TPOTOTONTIKG TG VOGOV AVTIPEVHATIKG
eappake (DMARDS) (m.y. anakinra kot abatacept) 1 aiiovg TNF-avtayoviotéc dev cuviotdtol, AOyom
TOovoD aENUEVOD KIvOHVOD Y10 AOUDEELS, CUUTEPTAOUPAVOLEV®DY GOPUPOY AOUMEEDV Kot Y10 GAAESG
mOoavég papuakoroyikég oAnAemdpdoels (BAEne Tapdypapo 4.5).

Xepovpykég emeuBacels

Yrdpyel mepropiopévn eumelpio yio TNy ac@dAeln oTig YepovpYIKég enepfdoelg aclevmv mov Aappdvouy
adalimumab. O peydrog ypdvog nuicetag Cong Tov adalimumab Ba wpémet vo, Aappavetal vdyn dtov
apoypoppatiletor po yepovpyikn exéppaoct. O acbevig 0 0moiog mTpénel va vtoPAnOel o enépPacn evad
givan v Bepameio pe Yuflyma Ba mpénet va mapakorovbeitar oteva yio AodEelg kat va Aappdavovtot
T avOiAoyo PETPA. YTTAPYEL TEPLOPIGUEVT] EUTEIPIN Y10 TV OCQIAEWN G ac0gvelG TOL VTOPAAAOVTOL GE
apBpomiaotiky eméupacn evd Aappdvouv adalimumab.

Amd@poén Tov AeTToD EVIEPOL

H pn avtandkpion ot Oepancio yio tn voco tov Crohn givarl mbavo va vrodnidvel ) mtopovsia
WOTIKOD GTEVONOTOG TO 0ot gival mhovo vo amaitel yeipovpyikn avripetdmion. Ta dibéoipa dedopéva
vrodeikvoovy 611 To adalimumab dev emdevdvel 0VTE TPOKAAEL GTEVOUOTO.

Hluwpévor

H ovyvomro copapidv oywdéewv petaé&d acbevaov mov AapBdavovv adalimumab niwiog dve tov 65 gtdv
(3,7%) Moy vymAdTEPN 0 ekeivn Yo acBeveic nhikiag kdtm tov 65 etdv (1,5%). Mepikoi ek Tmv
omoiwv giyav Oavarneopo éxPact. Idiaitepn Tpocoyn oxeTIKA UE TOV Kivouvo AOUDEEDY EQIOTATOL KOTH
1 Oepaneio NAKIOUEVOV.

Houdwtpikdc TAnbucude

BA\éne Euporia napamivo.

Ilepiéyer vatpro

To @dpuaxo avtd mepiéyel Ayodtepo and 1 mmol vatpiov (23 mg) avé 0,8 ml d6ong, sivar avtd mov
ovopdlovpe «elebBepo-vatpiovy.

4.5, AMmAiemopdcelg pe GALY QUPRUKEVTIKG TPOTOVTH KO GAAES popPES alinieniopaong

To adalimumab éye1 pehetnbei og acbeveic pe peopotoeidn apbpitidoa, molvaphpikn veavikn 1810madn
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apBpitida ko yopracikn apdpitida tov Aaufdvovy adalimumab cav povobepancio kot o€ acbeveic mov
Tavtoypova AauBavovy kot uebotpeldrn. O oynuotioudc aviicoudtoy oy younidtepog étav to ada-
limumab 866nke cg cuvdvacuo pe peBotped oe cOyKpion pe T ¥pNRon tov o¢ povobepaneio. H
yopnynon tov adalimumab ywpic pebotpe&dtn 0dMynoce oe aLENUEVO GYNUATIGUO OVTIGOUATOV, AOENG
™¢ kaBapong Tov adalimumab kot petwpévn arotehecpatikotnta Tov adalimumab (BAéne Toapdypapo
5.1).

O cvvdvocpog tov adalimumab pe anakinra ée cuviotarar (BAéne Topdypapo 4.4 «Tavtdypovn yoprynon
Bloroywadv DMARDS 1 TNF-avtayovictodv)».

O ovvdvacpog tov adalimumab pe abatacept de cuviotdton (PAéne Tapdypoao 4.4 « Tavtdypovn
yopnynon Proroyikov DMARDS 7 TNF-avtayovietdv).

4.6. TovipotnTa, KNG KoL yorovyia

I'uvaikec og avomapaymykn nAKio

Y& yuvaikeg mov Ppiokoviol g avamapoy®ytkn nAtkio Tpénet va eEetdletal 1 ¥pNon KOTAAANANG
AVTIGOAAN YT YL TNV CITOQPLYN EYKVHOGHVIG TNV 0Toid Kot Vo, GuveyILovuy Y10 TOLAGYIGTOV TEVTE UNVES
petd v tehevtaio Oepancio pe Yuflyma.

Kvnon

"Evag peydrog ap1Budg (mepimov 2.100) npoomtikd cuAleyuévmv Kunoewmy mov ektédnkov og adalimumab
£€XOVTOG MG AMOTEALEGLLA TNV YEVVNOT (OVIOV VEOYVOV LE YVOOTEG ekPdoels, Tepthapupdvovtog
neplocotepeg omd 1.500 kunoeig pe £kbeom oto adalimumab ot didpkeia Tov TPOTOL TPWHVOL, deV
VTOJEIKVOEL Lo, aDENGN GTH CLYVOTNTO SLGTANGING GTO VEOYVO

e pio TpoomTIKY KoTaypaen eyyphonkav 257 yovaikes pe pevpatogdn apbpitida (PA) 1 vdéso tov
Crohn (CD) o1 omoiec éhafav Oepomeia pe adalimumab tovldyiotov Kotd T d1dpKeLe, TOV TPMOTOL
tprunvov ko 120 yuvaikeg pe PA 1 CD ot omoieg dev éElafav Bepancia pe adalimumab To npwtedov
KOTOANKTIKO OMUEID NTOV O EMMOAAGHOG TNG YEVVIONG HE ONUAVTIKEG GVYYEVElG dlapapties. To mocootd
TOV KVNGEDV 01 0Toieg EAnav pe pia TovAdylotov YéEvvnon (ovTavod VEOYEVYIITOV BPEPOUG Ie pid
ueiCova cvyyevn dapaptio rav 6/69 (8,7%) otic yuvaikeg pue PA mov éhafav Ogpameio ue adalimumab
ko 5/74 (6,8%) otig yuvaikeg pe PA mov dev élafav Oepancia (un mpocapuoopévo OR 1,31, 95% Cl
0,38-4,52) ka1 16/152 (10,5%) otig yovaikeg pe CD mov éhapav Oepomeio pe adalimumab kot 3/32 (9,4%)
oT1¢ yuvaikeg pe CD mov dev Ehafav Oepancio (un npocapuocuévo OR 1,14, 95% CI 0,31-4,16). To
npooappocpévo OR (Aappavetat voyn yia tig Stagopég omd v apykn tiun) frav 1,10 (95% CI 0,45-
2,73) xatd Tov cvvdvacud PA kat CD. Agv vanpyav 10Kpitég Stapopég HETAED TV YOVOIKDY TOL
£hafov Ogpomeio pe adalimumab kot yovaikdv mov dev Ehapav Bepameio wg Tpog To devtepedova
KOTOANKTIKG ONUEiD dVTOUATOV ATOBOADY, EAAGGOVOV GUYYEVAOY SLOUOPTIAV, TPOMPOV TOKETOD,
pey€0oug veoyvol Kat cofapdv 1 EDKOIPLOKOY AOUOEE®V Kat dev avapEpOnKay TokeTol vekpol guppvov
N kokonOeieg. H epunveio tov dedopévmv evogyetal vo, ennpedotnke Aoy® TV HeB0doA0YIKOY
TEPLOPIOUDY TNG UEAETNG, TEPIAAUPAVOUEVOY TOV UIKPOV HEYEDOVG OELYLOITOC KOl TOVL U
TUYOLOTOMUEVOD GYESIGHOV.

e o peAétn 1oEK0TNTOg TNV ovamTLén mov d1eénydn oe mBnKovg, dev VINPEAV EVOEIEEIC UINTPIKNG
to&kdtnTag, epPpuotoéikdtnTag N TEpUTOYEVESNC. AgV £lvar SL00ECTUN TPOKAIVIKG 0E00UEVA Y10, T
veoyvikn to€ikdtnto tov adalimumab (BAére mapdypago 5.3).

Adym ¢ avactorng tov TNF | to adalimumab yopnyoduevo katd tn didpkeia tng kOMomng EVOEXETAL VO

EMNPEAGEL TIG PLOIOAOYIKEG BVOGEG aVTATOKPIGEIS TOV veoyévvntov. To adalimumab wpénel va
YPTOLLOTOLELTAL KATH TN OLAPKELD THG KOONG LOVO EQOGOV GaPMOC YpELdlETaL.
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To adalimumab umopei va dramepdoet Tov TAakoOVTa Kot vo E16EADEL GTOV 0pO TOV VEOYVAOV OV
yevwnonkov and yovaikeg mov £Elafov adalimumab katd ) didpkeia g eykvpoovvne. Kotd cuvéneia,
avTa T Ppéen pmopel va dtaTpéyovv avénpévo kivouvo yia Aoipwén. H yopinynon epporiov amd (dvteg
pkpoopyovicote (m.y. eppoio BCG) yia ta Bpéen mov extifevton oe adalimumab ot pitpa dev
GUVIGTATOL Y10 S PVEG LETA TNV TEAELTALN £VEGT] £VECT] OTY UNTEPA KATA TN SLIPKELX TNG EYKVUOGUVNG.

Oniooudg

[Mepropiopéveg TAnpoopies amd v dnpoctevpévn PPAoypagio vrodeikviovy o6tt to adalimumab
ATEKKPIVETOL GTO UNTPIKO YOI G€ TTOAD YOUNAES GUYKEVIPAOGELS Ue TNV mapovsio Tov adalimumab oto
avBpomvo yala va gival o€ cvykevipmoelg 0,1% émg 1% ce oyéon e T GVYKEVIPWOOT GTOV 0pO TOV
aipotog g unTépog. Otav xopnyovvtal omd TOL GTOUNTOG, Ol TPMTEIVEG TOV 0voGoGPapvedv G
VEIOTAVTOL EVIEPIKT TPOTEOAVGT] KOl EYOVV TTyN Brodiabecyudtnto. Agv avapévovtal ETOPAUCELS OTA,
Onralovra veoyva/Ppéen. Zvvenmg, to Yuflyma umopei va ypnoiporombei katd t dibpkeia tov
tnraopov.

Tovipétnta

IMpoxhwvika dedopéva, yio. Tig emdpdoeig Tov adalimumab ot yoviudtnrta dev givon dabéopa.

4.7. Emopaceig 6TV IKEvVOTNTA 001]Y161S KUl YEIPLGUOD M OVI|LdTOV

To Yuflyma umopei va £xet ukpn exidpacn oty tkovoTTo 00N yNoNG KOl YEPICUOD UINYOVIULATOV.
'ilégyog Kot dratapayn TG Opaong puropel va copuBodv petd ) yopnynomn tov Yuflyma (BAéne mopdypapo
4.8. AvemOOunteg evépyereg

[Iepiinyn TOL TPOEIA ACEAAELNC

To adalimumab peleOnke og 9.506 aobeveic katd T S1dpKELD, TAOTIKOV EAEYXOUEVDV
KOLOVOLYTOVOOKIU®V Yo TEPiodo péypt 60 unveg 1 meptocdTEPO. AVTEG O1 dOKIUEG TTEPLEAAUPavaY TOGO
ac0eveic Le TPMOIUN PEVUATOEDN apOpiTIdn OGO KAl LLE LOKPOYXPOVIO VOGO, VEOVIKN 10107a0n apbpitida
(molvapBpikn veavikn Wromadn apbpitida kot apbpitide oyxetilopevn pe evbecition), kKabmg Kot acheveic
pe a&ovikn omovoviopOpitido (aykvAomomtiky omovovAiTda Kot aovikn omovoviapBpitida yopig
OKTIVOLOYUKG, EVPMILOTO. OLYKLAOTIOWTIKNG 6TTOVOLAITISNG), ywplaoik apbBpitida, voco tov Crohn, ehkdon
KOAITIOO, YmpiooT, SLomLNTIKT 1OPOTAOEVITION KoL PayoElditidn. XTIC TIAOTIKES EAEYYOUEVES OOKIUEC
ovpueteiyav 6.089 acOeveic mov Elafov adalimumab kat 3.801 acbeveic mov Elafoav sikovikd 1
SpaOTIKO, GUYKPITIKO (PAPLOKO KATA TN SLAPKELL TNG TEPLOSOV EAEYYOV

To 10600616 TV acbevav mov diEkoyay T Oepaneio Ady® averBOUNTOV GLUPAVTOV KOTA TN S1EpKELN
NG OIMANG-TVPANG, EAEYYOLEVIG (PACTG TV TAOTIKOV peAeT®dV NTav 5,9% yia toug acbeveig mov Elafav
to adalimumab kot 5,4% yia tovg paptupeg aobeveic

Ot o ovyvd avaeepoueveg avemBounteg evépyeteg ivarl AOUMEELG (OTT®G 1) pLvoPapLYYiTION, AOUDEELS
TOV OVMTEPOV AVOTVEVGTIKOV KOl TOPOPPIVOKOATITION), avTdpacelg otn B€om tng éveong (epudnua,
KVNGOUOG, aioppayia, mOvog 1| oidnua), KEQUAXAYio Kol LOOGKEAETIKOG TOVOC.

YoPapéc avemBOuNTES EVEPYELES £xovv avaeepbel yio to adalimumab. Ot TNF-avtaymvietéc, énmg to
adalimumab, exnpedlovv 10 VOCOTOINTIKO GUGTILO, KOl ] XPTCT) TOVG UITOPEL VL EXNPEACEL TNV AUVVOL
TOL OPYOVIGHOD KATH T®V AOUDEEDV KOl TOV KOPKIVOV.

BOavatneopeg Kot anenTIkES yio T (o1 AoUdEELg (GupmeptAapuBavopévng Tng YIS, EVKUPLOKDY
Lopuméemv kot puuatioong), exavevepyonoinon tov 100 nratitidog B (HBV) kat didgopeg kaxonbeteg
(ovumeprropfovouévng e AeVYoUioG, TOL AEUPDLOTOS KL TOV NTATOGTANVIKOD Aeupdpotog ek T-
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kuttdpov (HSTCL)) éxovv emiong avaeepbei pe tn yprion Tov adalimumab.

Yofapég aaTOAOYIKES, VEVPOLOYIKEG KO AUTOVOGEG aVTIOPACELS £0VV emiong avapepbel. Avtd
TEPIAMAUPEVOVY GTIAVIEG AVOPOPES TOVKVTOPOOTEVIOS, OTANUGTIKNG OVOLLING, OTOUVEMVOTIKOV
GUUPBAVIOV KEVIPIKOV KOl TEPUPEPLKOD VEVPIKOV GUGTHLLOTOG KOl AVOPOPES Y10 GUGTIUATIKO
gpLONUATOSN ADKO, KATAGTACE®Y TOL TPOGOUOIALovV te AVko Kot cOvdpopo Stevens-Johnson.

HModrapucdc TAnfuoude

I'eviké, ta avemBounta copPdvia oe Todlatpikovg acheveic NTov TOPOLOLN GTH GLYVOTNTA KOl GTOV
TOTO € EKEIVEG TOV EUPAVIGTNKOV GE EVIAIKEG aoDeveic.

Katdloyoc ovemBountmv eVEPYELDY GE LOPOT TTIVOKO

O mopaxdto kKatdAoyog TV avemBiuntov evepyeudv Paciletol oty guneipio omd KAMVIKEG SOKIUES Ko
otV eumelpio petd v KukAopopia Kot TapovctdleTol ava Katryopio opyovikod GUGTNLOTOG Kot
ovyvotntag otov Iivaxa 4 Tov akolovdei: modd cvyvég (= 1/10), ocuyvég (= 1/100 éwg < 1/10), oyt ouyvég
(= 1/1.000 £w¢ < 1/100), omavieg (= 1/10.000 éwc < 1/1.000), kot un yvwotég (dev umopolv va, ekTiunodv
pe Bdon ta drwbéoipa dedopéva). Xe Kabe Katnyopio cuyvoOTNTOG ELPAVIONGS, Ol OVETIBVUNTEG EVEPYELES
mapotifevtal katd eBivovoa oelpd coPapotntoc. ‘Exetl copmepiingbei n vynidtepn cuyvoTTa TOU
nopoTnpNOnKe petac&d tov doeopuv evdcitewv. ‘Evag aotepiokog (*) eppaviCetor otn otin KOX
(Katnyopia Opyavikod ZucTiHOTOS) GV TEPALTEP® TANPOPOPie Ppickovtal 6€ KAmold AAAN onUEin TOV
mapaypaeov 4.3, 4.4 ka1 4.8.

Mivaxag 4. AvemOopnteg Evépyeieg

Koatnyopia/opyaviko , . .

cooTpe Zoyvotntao Avem@opntn evépysio
Aouméelg kot [ToAd cuyvéc AOUDEEIC OVATVELGTIKOD GLUGTHLLOTOC
TOPOGLITOGELS (ovumepriapPaveror AoipumEn KOTOTEPOL Kot

OVAOTEPOL OVOTVEVGTIKOD GUGTILTOG,
TVELUOVIQ, TOPOPPIVOKOATITION, PapLYYiTIOW,
PVOQOPVYYITION KOl TTVELHOVID 0TTd 10 TOL
épmntal)

Suyvég ZuoTnHoTkég Aouméelg (cupmeploufavetol
onym, Kavtivtioon kot ypinn),

eVIEPIKEG AOmEELS (cvpmeptlapfaveral
10YEVNG YOOTPEVTEPITION),

AOUDEELG OEPUATOG KO LOACKDY popimV
(ovumepriapuPdvovtor Tapovuyia, KuTtapitida,
HOALGUATIKO KNPlo, VEKPMTIKN TEPLTOVITION,
Kol éprnrog {woTpag),

AOMEELS TV DTOV,

OTOMATIKEG AOUMEELS (ovumeptAapPdveTan
€pmntog amAOc, CTOUOTIKOG EPTINTAG KOl
000VTIKEC AOUMDEELS),

AOWUDEELG AVOTAPAYOYIKOD GLUGTILLOTOC
(ovumeptAapPivetal 0dOI0KOATIKY|
HoKNTIoeIKn Aoipwén),

AOYMEELS OVPOTOMTIKOD GUGTILLUTOG
(ovumepriapfdveror ToeAovePPITION),
HUKNTIOGIKES AOUMEELGS,
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roméelg Tov apbpmcewmv

Oyt ovyvég Nevporoywkég Aomdéels (cvpumepiapfaveron
10YEVING UNVLYYITIO!),
EVKALPIOKEG AOTUMDEELG KOL QLUOTIOON
(ovumeptiapfaverorl KOKKIOOEWOOUDKMON,
oToTAdGU®oT Kot Aoinwén arnd
mycobacteriumavium complex),
Baktnplaxég Aowméelg,
AODEELS TV 0POBUAU®Y,
ekkoAmopatitidol
NeomAdopata Kalonn, Xuyvég Koapxkivog Tov déppotog eKt0g LEAUVAOLOTOG
Koo 01 Ko pn (ovumeptapfaveror PacKOKVTTOPIKO
kaBopiopéva KOPKIVOUA Kol TAOKOOEG KOPKIVOL),
(rephopPdvovton KaAonBec vedmiaoua
KOGTEG KOt TOAVTOOEG) - - )
Oy ovyvég Aépoopo®*,
VEOTAQG L0, GUUTAYDV OPYAVAOV
(ovumeptiapPaveron kapkivog Haotov,
VEOTAQG L0 TVEDLOVOG Kol VEOTAOG LLOL
Bvpeoc1dovc),
peldvaopo**
Tévieg Agvyopio?
Mn yvoot) HratoomAnviko Aéppopa ek T-kuttépovy,
Kopkivopa ek kuttdpov Merkel
(vevpoevdokpvikd kapkivoua Séppotog)?,
odpropo Kaposi
Awotapayéc Tov [ToAd cuyvég Aegvkomevia (cuopmepriopfaverol
OLLOTTONTIKOV KOl TOV OVOETEPOTEVID, OVOETEPOTTEVIN KU
Aepucod cuoTiuoTog* KOKKIOKLTTOPOIOL),
avopio
Xuyvég Agvkokvttdpmon,
OpoppoxvtToponevia
Oy ovyvég [d10mafng BpopPorevikn mopevpa
Zrdvieg [Mavkvttaponevia
Awotapayéc Tov Xuyvéc YrepevoioOnoia,
OVOGOTOINTIKOD aAdepyiec (coumeploufaveTol EToyIKN
GUGTNHOTOG aAAepyior)
Oy ovyvég Tapkoeidoon?,
ayyetitida
Tméviec Avogora&io?
Awotapoyég Tov [ToAb cuyvéc Awiow avénuéva,
UETAPOAIGLOD KOl TNG S v T
Opéyme VYVEG ToKoALopio

oVpIKo 0&L awénpévo,
VATP10 OiLOTOC LN PLGLOAOYIKO,
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vracPeotiopia,
VIEPYAVKOLUIA,
VIOPOGPOPULLLIT,
aQLOATOO

Yoylatpikég datapoyés

Xuyvég

MetaPoréc d1abeong (cvumeprhapuPdvetan
KaTabAym),

aYX0G,

abmvio

Awotapayéc Tov
VELPIKOL GLGTLLOTOG

[ToAd cuyvég

Keparaiyio

Zoyvég

MoparcOnoieg (cvumepthappdveton
vacOnoio),

nukpavia,

ovumieon vevpikng pilog

Oy ouyvég

Ayyeloxd eyke@oiikd enelcodio”,

TPOHOG,
vevpomadei

Ymivieg

YA pouveon KT TAGKOG,
OTTOUVEAVOTIKEG dlaTOPayEG (7). OTTIKN
vevpitida, covdpopo Guillain-Barré)?

OpBaipiég droTapoyég

Yuyvég

Ontic dwTapayn,
EMTEPLKITIOON,
BArepapitida,

oidnua Tov o@OaALOD

Oy ovyvég

Amlomio

Awotapayéc Tov
®TOG KOl TOV
Aapopiviov

XuyvEc

TAvyyog

Oy ovyvég

Koowon,
eppotg

Kopdiaxég dratapoyég

Xuyvéc

Tayvkapdio

Oy ovyvég

"Epngpaypa Tov pookopdiov?,

appvbpuia,
GUULPOPTTIKN KOPSIOKT AVETAPKELQ,

Zrdvieg

Kapdiokn avakomn

Ayyelakég datapoyég

Xuyvéc

Ynépraon,

£y,
oLpLéTOpo

Oy ovyvég

Aveldpvopo aopTmg,

amoppasn apmpiag,
Opoupoerefitida

Awotapoyég Tov
OVOTTVELGTLKOV
GULOTILLOTOC,TOV Odpaka
Kot Tov pecofmpaxiov

Zoyvég

Acbpa,
dvomvola,
Prixag

Oy ovyvég

[Tvevpovikn epforn?,
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duapeon Tvevpovoradeia,

1POVIOL ATOPPUKTIKY] TVELLOVOTADELDL,
TVELHLOVITION,

vrelwkotikh cuAloyn?

Xravieg [vevpovikn tvoon?
Awotapayéc Tov [ToAd cuyvég Kot\oxo dhyoc,
YOOTPEVTEPIKOD vautia Ko EPETOg
Xuyvég Ayoppayio yooTpEVTEPLKOV,
Avorneyia,
YOGTPOOIGOPAYIKT] TAAVIPOUN O,
GOVOPOLO ENPOTNTOG
Oy ovyvég [aykpeatitidoa,
dvoopayia,
oldnua TPOSHOTOV
Zrdvieg Avdtpnon tov eviépov?

Awtapayé Tov NTaTog
KO TOV YO Opv*

IToAb cuyvéc

Avénuéva nroticd Evlopa

Oy ovyvég

Xoloxvortitida kot yoroAdiaon,
NTATIKN OTEATOO,

yoAepvOpivn awénuévn

Zrdvieg

Hroritida,
emavevepyonoinon nratitidag BY,
avtodvoon nratitido?

Mn yvoot

Hratiky avendpreto?)

AwotapayEc Tov
S£PLOTOC KOl TOV
VTOSOPLOV 1GTOV

[ToAd cuyvég

E&dvOnpa (cvpumeptiapPavetal ano@oidmTikd
eEavonua)

Xuyvéc

Emdeivoon n mpdopatn évapén g yopiaong
(ovumeptiapPdvovtor PAVKTOVOING Yopioon
TOAOAOV KoL TEAUATOV)Y,

Kvidowon,

UOA®TES (GLUTEPIAAUPAVETAL TOPEVPWL),
depuotitidn (cupmepthapupaveton Exlepna),
pNEN OvuyaL,

VIEPLOPWGIa,

Alorekio?,
KVINOoUOG

Oy ovyvég

Nvoytepvéc epdpdoelg,
OVAN

Zrdvieg

[ToAdpoppo epddnual,

ovvdpopo Stevens-Johnson?,
ayysooidnpa?,

deppatiky ayysitdal
Aeyymvoeldng avtidpaon dépuaroc?

Mn yvoot

Emdeivoon tov copuntopdtov
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Sepuaropocitidac?
Awtapayég Tov [ToA0 cuyvéc MvooKeAeTIKOC TOVOG
HVOGKEAETIKOD ; . - -
GUGTAATOC KAl TOV Yoyvec Muvikol oracpol (GD’ unsp}kau[}avawt ,
GUVSETIKOD 16TOD KPEATIVOPOOPOKIVAOT] 0ipLotog avEnpévn)
Oyt ovyvég Pafdopvorvon,
ZuoTNUaTIKOS £pLONUATMOONG AVKOC:
XTavieg ZOV3POpO TPOcOpotdLov pe Avko
Awotapoyéc TV Zoyvég Neppikn dveAettovpyia,
VEQPOV KO TOV aatovpiol
oVPOPOPOV 00DV ) - -
Oy ouyvég Nvuktovpia
Awotapayéc Tov Oy ovyvég 2otk dvcAettovpyia
OVOTTOP LY WY TKOV
GUGTNOTOG KOl TOV
LOOTOV
Ievikég Sratapayés kot [ToAd cuyvég Avrtidpaoon g Béong Eveong
KOl KOTOGTACELS TNG (ovpmeprapPaveror epvBnpa g BEonc
000V €veong)
opnynonc*
xopiriens Yuyvég [16vog 610 otnBog,
oidnua,
nopeéial
Oyt ouyvég Dleypovn
Hopaxkivikéc e€etdoelc Zoyvég Alotapoy€c TG TNKTIKOTNTOG KO OUOPPAYIKES
(ovumeptiapPavetar ypOdvog EVEPYOTOUNUEVIG
peptkng Opopfomhactivng mapoaTeTAUEVOG),
OeT1cOG EAEYYOG AVTOAVTICOUATOV
(ovumepiapfavetorl avTicopo EVAVTL TNG
dumng éhkag Tov DNA),
YOAOKTIKY] 0QUIPOYOVACT] aipatog avénuévn
Mn yvoot AvéEnon Bapovc?
Kokooelg, Zoyvég AVETOPKNC ETOVAMO
NAnprdoelg Kot
EMMAOKEG BEPUTEVTIKDV
YEPLOUDV

* mepartépm mANpoeopieg Ppickovial og kdmola Al onpeio Twv Tapaypdepwv 4.3, 4.4 ko 4.8

** guumephopuPavovtol LEAETEC EMEKTACNG LE OVOLKTI YOPTYNom

Y svpmepihapPovopévov ototyeinv omd avddpumTes avapopéc

2 H péon petaBol Papovg amd Ty apyikh Tiun e TV adoApovpdumn kopovotoy omd 0,3 kg mg 1,0
kg ya tig evdei&eig evniikwv og oOykpion pe (ueiov) -0,4 kg £o¢ 0,4 Kg pe to eikovikd @dpuoko Kotd
™ didpketa Ogpomeiog 4-6 unvav. AvEnon Bapovg ¢ TaEng tov 5-6 Kg mapatnpribnke eniong ko o
LOKPOYPOVIEG LEAETEC EMEKTAONG, IE LEST O1apKeLn £kBeomng mepinmov 1-2 etV ympic opndda eAEyyov,
1¥iwg og aobeveic pe voco tov Crohn kot eAkdon koAitida. O punyavioudc avtc ¢ enidpacng 6gv gival
caQNG, EVOEYETAL OUMC VO oYETICETOL UE TNV OVTIQAEYUOVAOIT OPACT] TNG AOCALLOVUAUTNG,
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AwomtonTikn 1WpoTadevitid (ovaoTpoen aKun)

To mpopik acpdrelag yio Tovg acheveig pe dtomuntikn Wpwtadevitida mov EAapav efdopadiaio Oepameia
ue adalimumab ftav cOpemvo pe to yvootd tpoeil acpdieiog Tov adalimumab.

Payosiditida

To npo@ik acpdlelog yio Tovg acbeveic pe payoeiditido mov Edapav Oepaneio pe adalimumab kabe
de0TEPN gPfdOUGdN NTAV GOUE®VO LE TO YVOGTO TPoik aopdietog Tov adalimumab.

[eprypagn| emheyuévov avemBOUnNToV EVEPYELDV
Avtidpaoeis ato onueio Eveang

2T1¢ TAOTIKEG EAEYYOUEVEG BOKIUEG 08 EVIMKES Kot TToidtd, 1o 12,9% twv acbevdv mov élafov ada-
limumab rapovsiacay avtidpdoeig g Béong Eveong (epdnua Ko Kvnopods, apoppayic, TOVOG M
oionua), cvykpitikd pe to 7,2% tov achevaov mov EAafav elkovikd eAapurako | apuako paptopa. Ot
avTdpdoelc g 0Eong Eveong yevikd dev 001 yNCAY GTI| SL0KOTT TOV PAPUOKEVLTIKOD TPOIOVTOC.

Aowawéeig

2115 MAOTIKEG EAEYYOLEVES OOKIUES GE EVIAIKES Kol TOO1dL, TO T0c00Td AolpnmEng tav 1,51 avd 1o
acbevn otovg acbeveig mov éhaPav adalimumab kot 1,46 avd £tog acbev og acbeveig mov Ehafov
EIKOVIKO PAPUOKO KOl Qapuoko paptupo. Ot Aotudéelg mepteddufovay kuping pvopapuyyitida,
AOWMEELG TOL AVATEPOL OVATVELGTIKOD Kot TapappivokoAmitida. Ot mepiocdtepol acheveic cuvéyioay
Oepancio pe adalimumab apod vroydpnoe n Loipwén.

H ovyvotto euepdviong coPapav Aotunéemv frav 0,04 avé £tog acbevr oe acbeveig mov Elafov ada-
limumab ko 0,03 ava étog aoBevn o€ acbeveic Tov ElaPav EIKOVIKO GAPLOKO KOl PAPUAKO HLAPTUPOL.

e eAeyOUEVEG KOl avOoLyTEG UEAETEG € eVIAKeG Ko andid ue adalimumab, éyovv avageepOei coPapéc
Aowméelg (ovumepiapfoavopévay Kat Bovatneopmv AOUOEE®DY, 01 OTTOIEG ELPAVIGTNKAY GTTAVIA), Ot
omoieg mepAapPavouy avapopég pupaTioong (TePIAapPAVETOL KOl KEYYPOEIONG Kot EEMTVELLOVIKT) KOl
dmONTIKEG evKouplakég AoUMEELS (TT.y. O1GyvTN 1 EEOTVELUOVIKN 1IGTOTAAGU®GT, BAaGTOMLKNTIOGCT,
KOKKIO10E100 VKN TIOGT), TVEVUOVOKDOTT, KOVTIVTIOGT), OCTEPYIAA®GN Kot MGTEPIOT)) XTIG TEPIGGOTEPEC
TEPMTMOGELG 1) PLUOTIOOT ELPOAVIOTIKE HECH GTOVG TPADTOVG OKTD UNVES LETA TNV Evapén g Bepameiog
Kol gival mBavo va cuvdéetan e vrotpomh AavBdvovcag vocov.

Kaxonbeieg kar Leupoimepmlaotikes d10topoyés

Katd ™ didpkeia peretdv tov adalimumab oe acOeveic pe veavikn 1dtomadr apbpitida (modvopbpiky
veovikn 1toradn apbpitida kot apbpitida oyxetilopevn ne evbecitidon) dev mapotnpninke Kapio
Kaxonfewa og 249 mandiatpikcovc aobeveig pe ékbeon 655,6 £t acBevadv Emmiéov, dev mapatnpndnkov
kakonOeieg o 192 mardiatpikcovc acbeveic pe ékbeomn 498,1 £t acbevdv Kot T SIGPKELN LEAETOV LE TO
adalimumab og nadroTpikovg acbeveic ue voso tov Crohn Koatd t didpketo pog pedétng tov ada-
limumab ce Toudatpikovc acbeveig pe ypdvia yopioorn Kotd ThAdkag dev mapatnpndnke Kopio kKokondewo
og 77 mandratpikovg acbeveic pe €ékBeon 80,0 £t acbevav. Katd tn didpreia pog dSoKing Tou
adalimumab og madroTpixovg acbeveic pe eAkdON koAitida, dev mapatnprnnke kouio kokonoeio og 93
nadloTpikovg acbeveic pe éxbeon 65,3 ém acbevav. Katd t didpkeia pag perétng tov adalimumab e
O TPIKOVG 0oBeveic e payoelditida dev mapatnpnOnkay kakondeieg og 60 mardiatpikcovg acheveic pe
éxbeon 58,4 £t acbevav.

Kotd tn dudpkela, Tov ELEYYOUEVOV TUNUATOV TIAOTIK®V peAet®v tov adalimumab oe eviilikeg o¢
Myotepo and 12 efdouddsg diapkela o€ acbeveic pe pérpia £mc cofapn evepyo pevpotoetdn apbpitida,
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OYKVAOTOINTIKT GTTOVOLAITION, 0EOVIKT GTTOVOLAAPOPITION YWPIC AKTIVOLOYIKE gvpHaTO
OYKVAOTOMTIKNG GTOVOLAITIONG, WmPLootky apBpitida, ympiaot, SomunTiki W0pOTadeviTIdn, VOGO TOV
Crohn, gélk®omn koAitido kot payoetditido, mwopatnpnonKay Kokon0eleg, EKTOC TOL AEUPMUOTOG KOL TOV [N
UEAOVOUATIKOD KOPKIVOL TOV 3€ppoTog, e cuyvotnta (95% Sudotnpa epmotooivig) 6,8 (4,4, 10,5) ava
1.000 acbeveic-étn peta&d 5.291 aobevav mov Erafov adalimumab évave 6,3 (3,4, 11,8) ava 1.000
acBeveic-£tn petald 3.444 acbevov paptopwv (N péon duapkeia g Oepameiog frav 4,0 pnveg yuo to ada-
limumab «on 3,8 puniveg yo toug acBeveic pdptopeg). H ouyvomra (95% Sidotnpo eumictochivig) Tmv un
peAavopaTikdV kapkivov tov dépuatog tav 8,8 (6,0, 13,0) ava 1.000 acbeveic-étn peta&d tawv acbevov
nov Aappavovv adalimumab kot 3,2 (1,3, 7,6) avé 1.000 acBeveic-étn petaé&d tov acbevadv poptopwv.
A6 00TOVG TOVG KAPKIVOLG TOV dEPUATOG, £xEL TapoTnpNOel KapKivedpo amd TAUK®OIEG EMONALO e
ovyvotta (95% didotnua eumietocvvrg) 2,7 (1,4, 5,4) avé 1.000 acbeveic-étn peta&d tov aclevav mov
Aappavay adalimumab kot 0,6 (0,1, 4,5) avé 1.000 acBeveig-£tn peta&d tov acbevav paptopmv. H
ovyvotta (95% Srdotnua eumiotocivng) Tov Asppoudtov oy 0,7 (0,2, 2,7) ava 1.000 acbeveic-étn
peta& tov acbevav mov Aappdvoovv adalimumab kot 0,6 (0,1, 4,5) ava 1.000 acBeveic-§tn peta&d tov
acfevdv HopTOpOV.

Otov cuvoLaGTOVY T, EAEYXOUEVE LEPT] AVTMV TOV UEAETOV KOl 01 €V EEEAIEEL KOl OAOKAT P®UEVEG
avoyTéc peréteg eméktaong pe pio péon odpketa mepimov 3,3 ypdvia cvumeptiapfavopévoyv 6.427
acBevov kot mive amd 26.439 acbeveis-£tn Bepaneiac, n mapatnpnbeica cuyvotnto Kakonbeldv, EKToOg
TOV AEUPAOUATOG KOL TOV UM LEAAVOUATIKOV KapKivov Tov déppatog gival mepinov 8,5 ava 1.000
acOeveic-étn. H mapatnpnbeica cuyvotra TV un LEAAVOUATIKOV KOPKIVEOV TOL dEPUATOG Eval TEPITOV
9,6 avd 1.000 acBeveic-£tn ko n mapotnpndeica cuyvotnta Tov Aeppdpotog etvor tepimov 1,3 avé 1.000
acOeveic-ét.

Ao ™V petd v kvkhogopia amd tov lavovdpio tov 2003 péypt to AekéuPpilo 2010, kvping o€ acbeveig
pe pevpartogdn aphpitida, N Kataypageica avfdpunt cuyvotnTa TV Kakondewwv givar mepinov 2,7 ava
1.000 acBeveic-¢tn Bepanciog. H xataypapsioa avBopuntn cuyvdtnTa yio Toug Un LEAVMOUOTIKOVG
KapKivoug Tov déppatog Kot To Aeppdpota eivor tepimov 0,2 kot 0,3 ava 1.000 acbeveic-étn Oepaneiog,
avtiotoiywg (PAéne mapdypago 4.4).

Yravieg mepurtdoetg nroatoomAnvikon T-cell Aeppduartog petd myv koklogopia éxovv mapatnpndei e
acBeveig otovg onoiovg yopnynOnke adalimumab (BAéne mapdypapo 4.4).

Avtoavtioauazo.

Aglypata 0pod Tov achevav eAéyyOnkay Yo avToavVTICOUATO G8 TOAAUTALS YPOVIKEG OTLYUES OTIG
peiéteg pevpatosidovg apbpitidag I-V. Xe avtég tig uekéteg, to 11,9% tov acbevodv mov Edafav ada-
limumab «ot to 8,1% tmwv acevav Tov ELapav e1KoVIKO PAPUOKO KAODE Kol PAPUAKO UAPTLPO UE

APV TIKOVG TITAOVS OVTUTLPNVIKAV OVTICOUAT®V TPV oo Ty Evopén g Bepaneiog tapovsiacay
Beticong tithovg katd tnv EBdopdada 24. Avo amd tovg 3.441 acbeveic mov Ehapav adalimumab og dleg
TIG LEAETEG PELUATOELOOVG KOl YMPLUCIKNG opOpitidag avErTuEay KAVIKG onuein EVOEIKTIKG VEOL
GUVOPOLLOV TOHTTOL CLGTNUATIKOV EPLOTHATMSOVS Avkov. Ot acbeveic Tapovsiacay Pertimon petd
Sdwakomn g Oepamneiag. Kavévag acbeviig dev mapovsioce veppitido Tov AVKOV 1] GUUTTOUATA OO TO
KEVIPIKO VELPIKO GCVGTN L.

2opufouoto Tov RTOTOS KOl TWV YOINPOPOV

e eheyyoueveg KMvikég dokipéc Paong 3 e to adalimumab og acbeveic pe pevpatostdn apbpitido kat
yoplooikn apbpitida pe didpkela Teplddov eAéyyov petald 4 kot 104 efdopddwv, avénceig g ALT > 3
X ULN mapammpndnkav oto 3,7% tov acbevadv mov Elafav adalimumab kot 6o 1,6% tov acbevdv mov

E\afav eappako paptoupa.

e eheyyopeveg KMvikéc dokipéc Paong 3 pe to adalimumab og acbeveic pe molvapHpikn veoaviky
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1W0omafn apbpitida, nikiog 4 €wg 17 etdv kat acOeveic pe apbpitida oyetildpevn pe evbecitida, nikiog
6 éwc 17 etdv, avénoeig g ALT > 3 X ULN mapoatnpnnkav oto 6,1% tov acbevodv mov Elafav ada-
limumab «ot 670 1,3% 1oV acbevdv mov Elafov edpuako paptupa. Ot nepiocdtepec avénoeig g ALT
mapoTnpnOnKay pe v Towtdypovn ypnon pebotpeédng. Aev mapatnpnonkav avénoelg g ALT > 3 X
ULN og khvikég peréteg daong 3 pe to adalimumab og acBeveig pe moAvapHpikn veavikn dtomadn
apBpitida, nAkiag 2 émc < 4 eTdv.

Ye eleyyopeveg kKAvikég dokuég Paong 3 pe to adalimumab e acbeveic pe voco tov Crohn kot EAkddn
KOAiTIO0 pE SdpKeLd TEPLOdOV ELEYYOL peTa&d 4 kon 52 efdopdadwv avénoelg g ALT >3 x ULN
napatnpiinkayv oo 0,9% tov acbevov mov Edapav adalimumab kot oto 0,9% twv acbevav mov Erapav

QapLOKO HAPTLPOA.

Yy KAavikn pedétn @aong 3 tov adalimumab og acBeveig pe mardiorpiky voco tov Crohn, 1 omoia
a&loAdYNOE TNV AMOTEAEGLOTIKOTITO KOl TNV AGPAAELN JVO OGOLOYIKMV GYNUATOV GLUVTIPNONG
TPOCUPUOCUEVOV GTO GCOUATIKO BApog Tov akolovOncav Bepaneia enaymyng £mg 52 fdouddeg
TPOGOPUOGUEVT] 6T0 cOUATIKO Bdpoc, ot avénoelg tng ALT > 3 X ULN gpeoviotkay oto 2,6% (5/192)
TV aclevov, 4 ek tov onoiov Adppavay Tavutodypovn Bepaneio pe dvOGOKATAGTOATIKA KATA TV Evapén.

e eheyyopeveg KMvikég perétec @aong 3 pe to adalimumab og acbeveic pe yopioon Kotd TAGKG pe
drapkera mep1odov eAEyyov peta&d 12 kon 24 gfdopddmv, avénoeg g ALT > 3 X ULN mapatnpndnkay
o710 1,8% tov acbevadv mov érafav adalimumab kot oto 1,8% twv acBevav mov Ehapav eappoko

péptopa.

Agv mopatnpndnkov avénoeig mg ALT > 3 X ULN og khvikég peréteg @aong 3 pe to adalimumab og
Ao TPIKOVC 0oDeVEiC e yoplooTn kaTd TAGKAG.

e eheyyoueveg dokipuég ue to adalimumab (apyikég d6ceic 160 mg v EBdopdda. 0 xat 80 mg v
EBdopada 2, akorlovBovueveg amd 40 mg kébe efdopdda Eexvavtag and v Edoudda 4), o€ acbeveic
pe dtomunTikn Wpwtadevitida pe ddpkeia meptodov eréyyov peta&d 12 ko 16 efdopddwv, avénoelg g
ALT > 3 x ULN mapatnpndnkav oto 0,3% tev acbevav mov élafov adalimumab kot oto 0,6% tov
ac0evav mov EAafav EIKOVIKO (PAPLLOKO.

e eheyyoueveg dokipéc ue to adalimumab (apyikég d6oeig 80 mg v EBdoudda 0, axoiovbovuevec amod
40 mg kabe devtepn efdopada Eskvavtog amd v EBdoudda 1), oe evilikeg acOeveic pe payoeiditido
v émg 80 fdopddec, pe pa didpeon ékbeon 166,5 nuepdv kot 105,0 nuepmv pe adalimumab kot
Qapuako paptopa, avtictotya, avénoelg g ALT > 3 x ULN rmapatmpndnkav oto 2,4% tov acbevav mov
£\afov adalimumab kat 610 2,4% tov acbevadv mov Eafay eapUaKo papTupo

Yy eleyyouevn dokun @daong 3 tov adalimumab o acbeveic pe ToudroTpikr eEAkdON koAitida (N=93),
N onoia a&10AOYNOE TNV ATOTELEGUOTIKOTNTO KOl TV AGPAAEL piag 66omg cuveripnong 0,6 mg/kg
(uéyiotn 600om 40 mQ) kébe devtepn efdouddo (N=31) kot piag 66omg cvveipnong 0,6 mg/kg (uéyiot
d6om 40 mq) ke efdopdda (N=32), uetd and apyikn 606N TPOCUPUOGUEVT MG TPOG TO PAPOC CHOUATOC
katd 2,4 mg/kg (uéyrotn 86om 160 mg) v Epdopdda 0 ko tnv ERSoudda 1 ko katd 1,2 mg/kg (uéyiot
d6on 80 mg) v EBdopdda 2 (N=63) 7 apyikn d6on 2,4 mg/kg (uéyiotn d6on 160 mg) tnv EBdoudda 0,
gikoviko edpuaxo v Edoudda 1, kot 1,2 mg/kg (uéyiotn d6omn 80 mg) v Epdopdda 2 (N=30),
napatnpionkay avénoeig tng ALT > 3 X ULN o710 1,1% (1/93) tov acbevdv.

e 0AeG TIC evoeifelc o KMvVIKEG pedétec ol acbeveig pe avénuévn ALT fTov aGOUITOUATIKOL KOl GTIC
TEPIOCOTEPEG TEPUTTMOCELS 0L CVENGELG NTAV TOPOIIKES KOl VITOYDPN oAV KATA T cuvEyon g Bepaneiog.
Qo1660, VINPEY ETIONG AVUPOPES PETA TNV KUKAOQOPLO NTOTIKNAG OVETAPKELNG KOOMG Kol AryoTEPO
GOBopMOV NTATIKMOV S10Tapay DV 0V UTOPEL va Tponyndohv TS NTATIKNG OVETAPKELNS, OTIMS NIATITION
ovumeptAapBoavousvng g awtodvoong nrotitidag o aobeveic mov Adppavay adalimumab.

Tavtdypovn Bepameia pe alabelonpivn/6-uepKamTonTovpivn
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e ueléteg e evilkeg pe vooso tov Crohn, vymiotepn cuyvotta epeaviong avemBounTov couPaviov
nov oyetiCovrar pe kokonOeto 1 coPapéc Lotpuméelg mopatnpndnkay pe to cvvdvacud adalimumab kot
alabglompivn/6-pepramtomovpivn cuykpitikd pe to adalimumab pévo.

Avopopd THavorloyoOueveV aveETOOUNTOV EVEPYELDV

H avagopd mhavoroyodueveov avemBOUNT®mV EVEPYELDY LETA A0 TN YOPNYNoN Gdelng KuKAoPopiog TOL
QOPUOKEVTIKOD TPOiOVTOG eivar onpavtiky. Emitpénel  cvveyn mapakorlohnon g oxéong opélovg-
KIvOUVOL TOL POPUAKEVTIKOD TPOIOVTOG. Znteitan amd Tovg emaryyelpaties vyeiog va avapEpovv
0m01e60MTOTE TOAVOLOYOVUEVEG AVETIOVUNTES EVEPYELES HECH TOV €OVIKOD GLUGTILOTOS AVAPOPAG TOL
avaypdaeetor oto Hapaptnua V.

4.9. Ymepdocolroyia

Kotd ™ didpkela 1ov KMVIKOV LEAETOV OV TapatnpOnke TOEIKOTNTA TOV 0ONYNOE GE TEPLOPIGUO TNG
d0oong. To vynAdtepo eninedo d6onG mov €xel a&roAoynel Ntav ot moAlamhiég evooPAEPLeg ddoelg Twv 10
mg/Kg, to omoio givon mepimov 15 opég PEYAADTEPO OO TN GUVIGTMOUEVT BOGT.

5. DAPMAKOAOI'IKEX IAIOTHTEX

51. ®appoxodvvopkés 1010TNTES

Doppokobepamentikn katnyopio: Avocokatactaltikol tapdyovies, Avactoreig tov [apdyova
Néxpoong Oykov a (TNF-a). Kodwoc ATC: LO4ABO4

To Yuflyma givat Bro-opogtdég gappokentikod npoidv. Aentopepeic TAnpopopies eivor dtabéoipeg otov
diktvakd tomo tov Evpomaikod Opyavicpov Papudakev: http://www.ema.europa.eu.

Mnyovicoc dpdonc

To adalimumab npocdévetar 18k otov TNF kot e€ovdetepdvet T Proloyikn Asttovpyio tov TNF
mapeumodilovtag TV oAAnAenidpacn Tov pe tovg P55 kot P75 vodoyeic TNF ot empdveio tov
KOTTAP®V.

To adalimumab tpornomotei eniong Tig froroyikég avtomokpioslg Tov exdyovtat 1 puOuilovtat amd tov
TNF, ovunepiiapfavopévov Tov oAhay®dv 6T ENInEd TMV LOPi®V TPOSKOAANGNG ToL guBhvovTaL Yo T

uetakivnon tov Aevkokvttapov (ELAM-1, VCAM-1 kot ICAM-1 pe éva IC50 tov 0,1-0,2 nM).

Doapuokoduvapkéc EmOPACELC

Metd ) Oepancia pe adalimumab, mapatmpnnke o tayeio peimon TV eNES®V TOV SEIKTOV TNG
o&elog pdoemg g preypovig (C-avtidpwoa tpoteivn (CRP) kot taydtnto kabilnong towv
gpvBpoxvttdpov (ESR)) kot tov kutokivav Tov 0pod (IL-6), cuykprrikd pe ta enineda mov
mapotneROnKay mpwv omd v évapén g Oepaneiog o€ acbeveic ue pevuatosidn apbpitida. Ta exineda
0poD TOV PETOALO-TPOTEIVOCOV TG HecokLTTApiag ovoiag (MMP-1 kot MMP-3) ov tpokarobv
AVOKATOOKELT TOL 16TOD 7OV ELOVVETAL YIo TNV KOTAGTPOPT TOV XOVOPOL LEIMONKAY EMIGNC LETA T
yopnynon tov adalimumab. Ot acBeveic mov Ehafav to adalimumab topovciacay cuvnibmg Bertiovon Tov
OLILOTOAOYIK®V ONUEIDV TNG XPOVING PAEYLOVNC.

Eniong, mapatnpndnke pio tayeio peiowon tov emmédmwv g CRP e acbevelg pe molvapOpikn veavikn
1romadn apbpitida, véoo tov Crohn, eAkmon koAitida kot dtomuntiky WpwTadevitido petd T Oepomeio
ue adalimumab. Xe acOeveic pe vooo tov Crohn napamprbnke peiwon tov aptBuod TV KLTTAP®Y IOV
ekppalovv deikteg PAEYUOVIG GTO oD EVTIEPO GUUTEPIAAUPAVOUEVIS CUAVTIKTG LEIMONG TNG EKPPOOTG
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tov TNFa. Evoockomukéc peléteg tov eviepkod PAevvoyovou £dei&av otoyeio emoOA®ONS ToV
BAevvoyovou oe acbeveic mov édafav Oepomeia pe adalimumab.

Khvikn omoteleonotikdTnTo Kot 0cQAAEL

Pevuoroeiong apbpitida

To adalimumab a&oloynOnke o navo and 3.000 acbeveis o€ OAEC TIC KMVIKEG SOKIUES PEVUOTOEIBOVG
apBpitidac. H anoteleopatikdtnta kot n acedreia tov adalimumab a&loloynnkav oe mévte
TUYOOTOMUEVES, STAA TUPAEC Kol KOAMDG ELEYYOUEVEC peAéTeg. Mepikoi aoBeveic ELaPav To pAPLOKO Yo
nepiodo péypt 120 punves. To dhyog g Béong veong yia To adalimumab 40 mg/0,4 ml a&oroyrOnke oe
VO TLYOTOM UEVES, EAEYYOLEVES LE EVEPYO TTaPEyovTO, LOVA-TVPAES, S10GTAVPOVUEVES LEAETES SVO
TEPLOOWDV.

H pedém RA T a&lordynoe 271 aoBeveig pe pétpia Emg coPapn evepyd peupatogldn apbpitida, ol omoiot
ntov > 18 gtdv, eiyov anotoyel otn Bepameio e EVOL TOVAGYIGTOV TPOTOTOUTIKO TG VOGOL
OVTIPEVULOTIKO PAPLLOKO KOl €ly0V OVETOPKT ATOTEAEGLOTIKOTNTO LE YopnyNon pebotpeldtng oe dOGELS
tov 12,5 émg 25 mg (10 mg o nepintwon dvoavetiog otn pebotpe€dn) avd efdopdado Kot 6TOVE 0T0i0VE
n d6on g pebotpe&ang mapéueve otabepn o 10 éwg 25 mg avd efdopdda. Adceig twv 20, 40 § 80 mg
adalimumab 7 ewovikov eapudkov xopnynOnkav ava devtepn efdopddo eni 24 fdopddss.

H perétm RA I a&ordynoe 544 acbeveig e pétpla Eog cofapn evepyo pevpatoetdn apbpitida, ot omoiot
ntav > 18 etdv kot eiyov anotdyel otn Oepaneio pe Evo TOLAGYIGTOV TPOTOTOUTIKO TN VOGOV
avTpevpatikd eappoko. Adcelg tov 20 11 40 mg adalimumab yopnynOnkav pe vrodopia Eveon ava
devtepn efoopdda pe EKOVIKO PAPLOKO OTLG eVOldueces efdonades 1 kabe efdopdada emi 26 efoopdades.
To gikoviko eapuako yopnyndnke kabe efdopdada yio Ty idia xpovikn dtdpkela. Agv exttpdmnKay Al
TPOTOTOUTIKA TG VOGOU OVTIPEVHOTIKE PP LK.

H peAém RA I a&lodldynoe 619 acBeveic pe pétplo émg cofapn evepyd pevpatosdn apbpitida, ot
omoiot o > 18 TV, Kot 01 0oioL Ely0v U OTOTEAECUATIKN AvTOTOKPLoT otr pebotpe&dtn og dOoELg
tov 12,5 émg 25 mg 1 ot omoiot eiyov dvcavetio og 10 mg pebotpe&drng kabe efdondada. Yanpyov Tpeig
opadec og avtny ™ pekétn. H mpodtn éhafe evéoelg eikovikod eappdrov ava efdopada eni 52 gfdopddec.
devtepn éhoPe 20 mg adalimumab avd efdopdda eni 52 efdopadec. H tpitn opdda éafe 40 mg ada-
limumab avd devtepn fdoudda pe EVEGELG EIKOVIKOD PAPUAKOL OTIC EVOLAUESES efdopuddeg Metd tnv
oAoKkANpwon TV TpaTev 52 efdouddwnyv, 457 acheveic cupueTElYOY GE AVOLYTNUEAETT ETEKTACT|G GTNV
onoia 40 mg adalimumab/MTX yopnynOnkav kébe devtepn efdopdda yio mepiodo péxpt ko 10 xpdvia.

H perém RA IV a&loloynoe xoping v acedielo og 636 acleveic pe pétpla g coPapn evepyd
PELLLTOELDT apOpitida, o1 omoiol NTav > 18 etmv. O acbeveic eite dev eiyov AdPel TpomoTOMTIKG TG
VOGOV GVTIPEVLOTIKO PAPUOKO 1) TOPEUEVAY GTIV TPOVTAPYOVGA OVTIPEVUATIKN Dgpameio TOVG e TNV
wpobimofeon Ot M Bepaneio vty NTav oTobepn Yo TovAdyoToV 28 Nuépeg. Ot Bepaneieg avtég
nepthappavouv pebotpedtn, Aeprovvopidn, vopo&uyAmpokivn, covipacoralivn Kat /q GAata ¥pLGoD.
O1 aoBeveic ToyoomomBnkav og 40 mg adalimumab 1 etkovikd pappoko avd dgvtepn efdondda ni 24
ePOOUAOES..

H perémn RA V a&loddynoe 799 evijlikeg aoBeveig otoug omoiovg dev elye yopnynbei moté pebotpeldm
pe pétpla £og coPfoapn Tpdun pevpatogdn apbpitida (péon didpketo Bepameiog Arydtepo and 9 pnveg).
Avti n perétn a&loloynoe v anotelecpoTikoTnTo TG Oepanciog cuvdvaouod uebotpeldtng pe ada-
limumab 40 mg kéBe dedtepn ePfdopdda, Tov adalimumab 40 mg «kdOe devtepn efdouado g
povoBepameio kot g pebotpedng wc povobepaneio, 6cov apopd ot peimon onuUEi®V, CLUTTOUATOV
Kot o Pabuod e&EMEng e apbpikng PAAPNS ot pevuatoedn apbpitda yio 104 gfoouddec. Metd to
népag TV Tpatev 104 efdouddwv, 497 acbeveic cuppeteiyay o€ pio ovoLyTHPEON ETEKTACNG GTIV OToio
yopnyovvtav 40 mg adalimumab kéBe devtepn efdopdda yia Tepiodo péypt ko 10 ypovia.
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O1 peréteg RA VI ko VI a&loddyncav 60 acBeveic n kébe o, pe pétplo émg coPapn evepyo
pevpoTogldn apbpitida, o omoiot Nrav > 18 gtmv. O acbeveic mov evidyOnkav ite AdpPavav 1on ada-
limumab 40 mg/0,8 ml ka1 Babporoyovcoy to péso dryoc ¢ Béomng Eveong mg TovAdyiotov 3 CM (og pio
Khipaxa VAS 0-10 cm) gite tov droua mov dev eiyov AdPel mponyovuevn Bepameia e kamoo Ploloyikd
napdyovta kot apyiov Oepaneio pe adalimumab 40 mg/0,8 ml. Ot acBeveic Tuyoomomdnkay ce pio
epana& 60on adalimumab 40 mg/0,8 ml 1) adalimumab 40 mg/0,4 ml, axolovBovpevn and pia Eveon g
avtifetng Oepaneiog katd TV €xdUEVT SOCT] TOVG.

To npwtevov katainktiko onpeio otig peréteg RA I I kou I Ko 0 dgvtepevov KoTainkTikd onueio
ot pedém RA IV ftav 1o 1060616 TV acBevav Tov métuyav avtaroxpion katd ACR 20 oty
EBdopdda 24 1} 26. To mpmtedov katoAnktikod onueio ot perétn RA V ftov 10 1060010 TV 0ctevav
7ov gppdvicay ovramokpion katd ACR 50 oty EBdoundda 52. Ou Meréteg RA TIT ko V giyov éva
eMTPOGHETO TPOTELOV KATAANKTIKO onpeio katd v ERdopdda 52, v emPpadvvon g e&EMENG ™G
vooov (Bdoet Tov aktvoroyikav evpnudtov). H pedétn RA 11 gixe eniong wg mpmtedov kaToANKTIKO
onueio tic oAhayég oy modtnrta (onc. To mpotevov Kotainktikd onueio otig peréteg VI ko VI ftav
T0 GAyog NG B€omg Eveong aUECHOG PETA TNV EveoT OTmg petpdtat og o kKiipoka VAS 0-10 cm.

ACR avtarodkpion

To 1060016 TV achevav mov EdaPav adalimumab kot epedvicay avtarokpiogig ACR 20, 50 kou 70 av
otabepd otig pedéteg RA I II kan III. To amoteréopata tng 66ong tv 40 mg avd devutepn efdopdada
ovvoyilovtotl otov [livaka 5.

Mivaxag 5.
ACR Avtamoxpiocsig 6 Meréteg Edeyyopeveg pe Exkoviké ®appoko
(ITocootd AcOevarv)

Avtamoxpion Mehétn PA [*** Merémn PA 11%** Merét RA TT***
Ewovik6  Adalimumab? | Ewoviké  AdalimumabP| Ewoviké  Adalimumab?/
(PAPLLOKO | MTXY (PAPULOKO n=113 (PAPLLOKO MTXY
MTXY n=63 n=110 MTXy n=207
n=60 n=200
ACR20
6 pfveg 13,3% 65,1% 19,1% 46,0% 29,5% 63,3%
12 pnveg NA NA NA NA 24,0% 58,9%
ACR 50
6 unveg 6.7% 52,4% 8,2% 22,1% 9,5% 39,1%
12 pnveg NA NA NA NA 9.5% 41,5%
ACR 70
6 unveg 3,3% 23,8% 1,8 12,4% 2,5% 20,8%
12 pnveg NA NA NA NA 4,5 23,2%
a Melét RA T otig 24 gfdouddeg, uerétn RA 1T otig 26 efdopddeg kot perétn RA I otic 24 ko 52
ePdopadeg

B 40 mg adalimumab yopnyoduevo avé devtepn efdouddo
v MTX = peBotpe&d
**p < 0,01, adalimumab évavrieikovikod gapudakov

Y1ic peréteg RA 1-1V, 6o o pepovouéve otoygio tav aviorokpiocemv ooupavo. pe 1o ACR (apBpog
EMMOVVOV Kol S10YKOUEVOV apBpdoenv, aloAdynomn tng opactnpldTnTag TG VOGOL Kot TOL AAYoLs arnd
Tov Y1oTpd Ko Tov acbevi, Tég deiktn avikavotntog (HAQ) kon emineda CRP (mg/dl)) Bedtiwbnkav otig
24 1 26 efdouddeg Evavtl ToOv EIKOVIKOD Qoppakov. Xt pedét RA 11, o1 feltidoeig avtég
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StnphOnkay kad’ 6An ™ didpketo TV 52 fdouddwv.

v avorytn peAétn enéktaong yuo T perétn RA I, o mepiosotepot acbeveig mov eiyav ACR
AVTOTOKPLOT] SLOTHPNGOV TNV AVIUTOKPLoT OTOV TopakoAovdnonkay péypt kai 10 ypovia. And 207
acbeveig o1 omoiot TuyaromomOnkav og adalimumab 40 mg kéOe devtepn efdopada, 114 acheveic
ovvéyieav t Bepancio pe adalimumab 40 mg ke devtepn efdopdda yua 5 ypovia. Meta&d avtmv, 86
acBevei (75,4%) eiyov avtomokpiceig ACR 20, 72 aoBeveic (63,2%) siyav avramokpioeig ACR 50 ko 41
acBeveig (36%) eiyav avramokpiceig ACR 70. And 207 acbeveic, 81 acbeveig cuvéyioav tn Oepansia pe
adalimumab 40 mg ke dgvtepn efdopdda yio 10 ypovia. Meta&h avtov, 64 acbeveig (79,0%) siyoav
avtamokpioeig ACR 20, 56 acbeveic (69,1%) eiyov avtamoxpiceig ACR 50 ko 43 acBeveig (53,1%) siyav
avtarokpioeig ACR 70.

¥t pedétn RA 1V, n ACR 20 avtamokpion tov aoBevadv mov {dafav adalimumab pali pe ™ covion
Bepamneia, TV OTATIOTIKA GNUAVTIKA KOADTEPT] GLYKPLTIKA Le Tovg acbeveic mTov Elafav eucoviko
eapuoako padi pe ™ ovvndn epancia (p < 0,001).

Y1ig peréteg RA I-1V, ot acBeveic mov élafav adalimumab nétuyav otatiotikd onuaviikég ACR 20 kau
50 avtamokpicelg cuyKpiTika e Toug aceveic Tov EAaPay EIKOVIKO QAPLOKO Yo Uid TEPTOS0 UIAG MG
dvo gfdouddwv puetd v Evapén tng Bepameiag.

X perétn RA 'V og aoBeveig pe mpaun pevpatosdn aphpitida otovg omoiovg dev glyxe yopnynbei moté
uebotpe&drn, n Oepomeio cuvévacuov pe adalimumab kot puebotpe&dtn 0dMynoce oe ypnyopoOTEPES Ko
onuavtika peyoivtepes ACR avtamoxpicelg omd ) povobepaneio pe pebotpedtn otv ERSopdda 52 ko
ot avtomokpioglg dtatnpndnkav otnv EBdoudade 104 (BAéne Iivaxa 6).

Mivaxag 6.
ACR Avtamoxpiceig ot Merétn RAV
Hocoot6 acBevedv

Avramékpion I\ﬂTX Adali_mumab Adalimu_mab/MTX Ty p* | Ty pb | Ty pr
n=257 n=274 n=268

ACR 20

Epdopada 52 62,6% 54,4% 72,8% 0,013 < 0,001 0,043
EBodopada 104 56,0% 49,3% 69,4% 0,002 <0,001 0,140
ACR50

Epdopada 52 45,9% 41,2% 61,6% <0,001 | <0,001 0,317
EBdopada 104 42,8% 36,9% 59,0% <0,001 | <0,001 0,162
ACR 70

Epdopada 52 27,2% 25,9% 45,5% <0,001 | <0,001 0,656
EBdopada 104 28,4% 28,1% 46,6% <0,001 <0,001 0,864

o H tyun p mpoxvmtet amd ) ovykpion avd (g0yog g povobepaneiog pe pebotpe&dn kot tng Bepamneiog
ovvdvaouod pe adalimumab/pebotpedt ypnopomoldvrag tov Eheyyo Mann-Whitney U test.
B H tun p mpoxdmtet amd ™ ovykpion ava (edyoc g povobepanciog pe adalimumab ko g Oepanciog
ovvdvaouod pe adalimumab/pebotpedtn ypnoomoldvag tov Eheyyo Mann-Whitney U test.
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v H tyun p mpoxdmter and ) ovykpion ovd (evyog g povobepameiog pe adalimumab ko g
povoBepaneiag pe pebotpe&dtn ypnoonoimvog tov Eheyyo Mann-Whitney U test.

v avorytn pelétn enéktaong yuo ™ pekétn RA V, ta mocootd avtamokpiong katd ACR drotnpnnkay
otav mapakorovdnOnikay yio dtdotnua £mg 10 ypdvia. Amd Tovg 542 acbeveig Tov TuyatomoOnkay og 40
mg adalimumab ka8 devtepn efdouada, ot 170 acbeveic cuvéyioay ™ Oeponeio pe adalimumab 40 mg
KGO devtepn gfdoudda yio 10 ypovia Meta&d avtov, 154 acbeveic (90,6%) siyav avtamokpioelg katd
ACR 20, 127 aoBeveig (74,7%) siyav avramokpiceig katd ACR 50, kot 102 acbeveic (60,0%) siyav
avtanokpioeis katd ACR 70.

Yy EBdouada 52, 10 42,9% tov acbevav mov Elafov Bepancio cuvévacpon adalimumab/uebotpeédng
nétuyav KAvikn veeon (DAS28 (CRP) < 2,6) cuykprtikd pe to 20,6% tov acbevodv mov Edafav
pebotpe&drn og povobepaneio kot to 23,4% tov acbevaov mov Erofav adalimumab og povobepansio. H
Oepameio cuvdvacpov adalimumab/pebotpedte NTav 1060 KMVIKA OGO Kol GTOTICTIKA avmTEPT 0O TN
povoBepoameio. pe pebotpe&an (p < 0,001) ko ) povobepaneio pe adalimumab (p < 0,001) yio v
enitevén YoUnAnNg evepyoTnTag vooou o€ acevels e mpooepdtmg dayvmcbeico pétplo émg cofapn
pevpartoedn apbpitida H avramdkpion yio tig 600 povobepomeieg frav mapopota (p=0,447). And tovg
342 acbBeveig mov apyikd ToyaonomOnkay o povobepaneio pe adalimumab 1 Bepaneio cuvdvaocuod ada-
limumab/pebotpe&dng mov cvppeteiyav oty avorytnuerétn enéktaong, 171 aobeveic couminpocav 10
xpovia Oepameiog pe adalimumab. Meta&d ovtodv, 109 dropa (63,7%) éxovv avapepbei va Bpickovial o€
voeon ota 10 ypdvia.

Axtivoloyixi aviarxoxpion

>t pedétn RAIL 6mov ot acBeveic mov AdpPavoy adalimumab giyav pevpatosidn apbpitido péong
duapkelag mepimov 11 etmv, n apBpucn dopkr| PAAPN aoloynOnie akTivoloyikd Kot opicTnKe ™G 1
petafoin tov tporomompévov Total Sharp Score (TSS) kot Twv enyépouvg deKTOV oV, TG Babuoloyiog
TV duPphoemv Kot g faduoroyiog e otévmong tov uecapbpiov draotiuatog (JSN). Ot acBeveic Tov
Aappavoy adalimumab/MTX édei&av onpavtikd pikpOTePT OKTIVOAOYIKY| ETOEIVOGT ard TOVG 060gvEig
nov AdpPavay MTX wg povobepaneio otovg 6 ko 12 unqveg (BAéne Iivoka 7).

v avorytn pekétn enéktaong yuo ™ uekét RA I n avacstodn g e&€MEng g dopukng PAGPNC
Swtnpnnie yua 8 kot 10 ypovia o€ pia vwoopdda acbevav. Zta 8 ypovia, 81 and 207 acheveic o1 omoiot
apyikd Elafov adalimumab 40 mg kéOe devtepn efdouado a&rodoyhOnkay axTvoroyikd. ATd avtovg, 48
acOeveic dev £de1&av kapio eEEMEN ¢ doptkng PAAPNG O0Ttmg opileTor amd T HETAPOAN Ao TNV APYIKN
Babuoroyia avapopds tov tporomompévov Total Sharp Score (MTSS) tng té&emg tov 0,5 1 Arydtepo.
Yta 10 ypovia, 79 amd 207 acbeveic ot omoiot apykd Edapav adalimumab 40 mg kabe devtepn efdopdda
a&loloynOnkav axtvoloyikd. Meta&d avtav, 40 acbeveic dev £dei&av kapia eEEMEN TG Soutkng BAAPTS
onmg opiletal omd tn petafoin amd v apyikr Pabpoioyia avagopdc tov tpomomomuévon Total Sharp
Score (MTSS) g té&emg tov 0,5 ) Aydtepo.

Mivaxag 7.
Méoeg AkTivoroyikés Ahhayéc Metd tovg 12 Miveg oty Meiétny RA 11
Ewoviko

Ewcovikd Adalimumab/MTX |  edppoxo/MTX
QAPLLOKO 40 mg «d0e adalimumab/MTX Twn p

MTX* devtepn efdoudda | (95% Sidotnua

gumotoovvnc)
Total Sharp Score 2,7 0,1 2,6 (1,4,3,8) < 0,001
Bofpoioyia 1,6 0,0 1,6 (0,9, 2,2) < 0,001

SPphcenv
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Baduoroyia JSN®

1,0

0,1

0,9(03,14)

0,002

* uebotpelatn

P 95% Sractpato epmcTocUVNG Yo TG Srapopés oTig Padpodloyicg petaéd uebotpetdng kat

adalimumab.

" Baoiletat o€ avaivon katd celpd peyédouvg
3 1évmon Tov pecapdpiov SlocTAUATOC

2 perétn RA V, n apBpin dopikn PAGPN a&loloyndnke oKTvOAOYIKA Kot OpicTNKE MG M LETABOAT TOV

tpomonompévov Total Sharp Score (BAéne TTivaka 8).

Mivaxag 8.
Méoeg AkTivoroyikég Ahhayéc oty Efdopdda 52 oty Merétyn RAV
MTX Adalimumab | Adalimumab/ | Tw p* | Twn pP T p’
n=257 (95% n=274 (95% MTX
ddoTnpa ddotnua n=268 (95%
EUMOTOGUVIG) | EUMIGTOGVVNG) Suotnpo
EUTGTOGVVIC)
Total Sharp 5,7 (4,2-7,3) 30(1,7-43) | 1,3(0,5-2,1) | <0,001 | 0,0020 | <0,001
Score
BoOpoioyia 3,7 (2,7-4,7) 1,7(1,0-2,4) | 08(0,4-1,2) | <0,001 | 0,0082 | <0,001
dPpioewmv
BoOporoyia 2,0 (1,2-2,8) 1,3(0,5-2,1) 0,5 (0-1,0) <0,001 | 0,0037 0,151
JSN

*H tym p mpokvmtetl omd ) ovyKkpion ovd (gdyog ¢ povobepameiog pe pebotpe&dtn kot g Oepomeiog
ovvdvacpov pe adalimumab/pebotpe&itn ypnoyonoiwvtag tov Edeyxo Mann-Whitney U test.

P H tyun p mpoxdmtel amd T cvykpion avé (gvyog te povodepoameiog pe adalimumab xou g Oepomeiog
ocvvdvacpov pe adalimumab/pebotpe&dtn ypnoyonoidvrag tov Edeyxo Mann-Whitney U test

"H tun p mpokdmtet amd ™ ovykpion ava (evyog e povobepaneiog pe adalimumab kot tng
povoBepaneiog pe pebotpe&dtn ypnowonoidvrog Tov Eheyyo Mann-Whitney U test.

Metd am6 52 kou 104 eBdopddeg Bepaneiog, T0 M0600T0 0cbevdv ywpig axtvoroywn e£EMéEn (Stapopd
and v apyn g Bepaneiog tov Tpomomomuévon Total Sharp Score < 0,5) ftav onuavtikd vymidtepn
ot Bepancio cvvdvacpov adalimumab/uebotpe&dng (63,8% Kot 61,2% avtioToiy®c) GLYKPLTIKG UE TN
uebotpe&dtn wg povobepamneio (37,4% wor 33,5% avtictoiywe, p < 0,001) xou pe o adalimumab wg
povobepaneia (50,7%, p < 0,002 kou 44,5%, p < 0,001 avrtictoiymg).

Xy avouytn peAétn eméktaong yuo ) pedétn RA V, n péon petaPolrn tov tpomomomuévon Total Sharp
Score amo v apywn tun £o¢ to 100 Etog nrav 10,8, 9,2 ko 3,9 o€ acbeveic mov apyikd
Toyatomombnkay oe povobepoameia pe pebotpe&drn, povobepancio pe adalimumab kai Ogpomeio
ovvdvacpov adalimumab/pebotpegdmg, avrtictorya. To avtictora T0606TA TOV AGOEVOV YOPIg
axtvoroyikn e€EMéEn frrav 31,3%, 23,7% a1 36,7% avtictoyyo.

Towotnro Lwinc kou AsitovpyikotnTa

H mot6tto {ofg oyeTikd pe Ty KaTdoTooT TG LYELNG Kat T AELTovpytkdTTa ToL 0c0ev a&loAoynonke
YPNOOTOLOVTAG TO Pabud avikavotntog Tov Epotnuoatoloyiov A&oddynong g Yyeiag (HAQ) otig
TEGOEPLG MAOTIKEG EMOPKMG KO KOAMG EAEYYOUEVEG QOKIUES, KAl NTAV Eva TPOKAOOPIGUEVO TPOTEVOV
KoToaAnKTiko onueio otnv ERSoudda 52 g perétng RA TIL. Oleg o1 doeic/oynpata tov adalimumab otig
TEGOEPLG LEAETEC £0€1E0V OTOTIOTIKG OTUOVTIKG peyaidtepn Pertioon oto deiktn avikovotntag tov HAQ
and
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v apyn ¢ Oepameiog péypt 10 Mnva 6 GUYKPLTIKG e TO EIKOVIKO (APLOKO KOl TO 1010 amoTéAecua
napatnpinke ot pedétn RA I katd tnv EPdopdda 52 Ta anoteléopato and to Short Form Health
Survey (SF 36) ywo 6)deg T1¢ d6o¢e1g /oyuata Tov adalimumab otig téooepic pehéteg vrootnpilovv o
EVPNUATO OVTA, LE OTATIOTIKG GNUAVTIKEG TEPIANTTIKEG BaboAoyieg copatikdv tapapétpav (PCS),
OTMG KOl L OTOTIOTIKA ONUOVTIKES Paboloyies TV TApaUETP®VY TOV TOVOL Kot TNG (OTIKOTNTOS Yio T
d6om twv 40 mg avd devtepn fdopada. Mio GTOTICTIKA OTUOVTIKT EAATTOOT TNG KOTMGONG, OTMG
petpdral oo tn Aettovpyiky ektipnon g Paduoroyiag tng Oepanciog ypdviag voocov (FACIT)
TopoTNPNONKE Kot oTIG TPELS peAETeg Omov a&lodoyhOnke N mapauetpog avth (nedéteg RA L 111, 1V).

2 perétn RA 111, o1 tepiocdtepot acbeveic mov nétuyav Peltioon Tng AEITOVPYIKOTNTAG KOl GUVEXIGOV
™ Bepameia dwatnpnoav ) PeAtioon Eog kot v EBdopdda 520 (120 unveg) avowkticBepansiog H
Beltioon g mowdttog (ong petpnnke v ERdouada 156 (36 punveg) ko n fertioon dotnpnnke ot
SLAPKELN OVTNG TNE TTEPLOSOV.

>t perétn RA V, amodeiybnke peyolotepn Pedtioon oto deiktn avikavorntag tov HAQ kot ta
AMOTEAEGUATOL THG COUATIKNG TTapapéTpov tov SF 36 £deiéav peyalvtepn Bedtioon (p < 0,001) yuo
Oepameio cuvdvacuov adalimumab/pebotpedtng oe ayéon ue ™ uebotpedn oe povobepaneio oty
EBdopdda 52, n omoia dwatnpnnke péypt v ERSopdda 104, Meta&d tov 250 acBevmv mov
0AOKANPMOOAY TNV OVOLYTIUEAETT EMEKTAGNC, OL PEATIDGELG OTN AEITOVPYIKOTNTO SlaTnPNONKAY KOTd TN
duapketa tov 10 ypdvev Bepaneiog.

[Iovoc oto onueio e éveanc

INo 11 ovykevipouéveg dootavpovpeves peréteg RA VI kau VI, Ttapatnpndnke pia otatiotikd
ONUAVTIKT S10popd Y1 To GAyog TG BEomg éveong apéomg petd ™ xoprynon peta&b tov adalimumab 40
mg/ 0,8 ml ka1 Tov adalimumab 40 mg/ 0,4 ml (uéon Ty oty Khipaka VAS 3,7 cm évavtt 1,2 cm,
KAipaxa oo 0-10 cm, P < 0,001). Avtd aviurpoosmneve pia didpeor peimon katd 84% oto dAyog g
0éong éveong.

Powpioon

H aopdAeia ko 1 anotedeopotikotnta tov adalimumab peietnOnke og evijhikeg acbeveig pe ypovia
yopioon kotd mhakag (> 10% BSA kat Psoriasis Area and Severity Index (PASI) > 12 13 > 10) ot omoiot
NTOV VTOYNPLOL Yio GLOTNUOTIKY Oepameia | poToOepUTEiR GE TLYUOTOMUEVEG OUTAA-TUQAEG LEAETEG.
To 73% tov acbevav Tov coppeteiye oe Meléteg Yopiaong I ko 11 elye AaPet mponyovuévag
ovomuatiky Oepancio 7 potobepancio. H acedleia kot n amoteleopotikotnto. tov adalimumab
peietnOniay emiong og eviilkeg acBeveic pe péTpla €0 coPfapn xpovia yopioon Katd TAAKS e
TOVTOYPOV YOPIOoT TOAUUMDV/TEAUATOV 01 07001 TAV VIOYNPLOL Y10 GLOTNUOTIKY Oepoameia og pia
TUYOLOTTOMUEVT, STAG-TVEAN puerétn (Merétn Popiaong ).

H Merétn Yopioong I (REVEAL) a&oldynoe 1.212 acBeveig o€ tpeig mepiodovg Oepameiog. Xtnv
nepiodo A, ot aobeveic EhaPav ewovikd edpuako 1 adalimumab oe e apykn 66om 80 mg,
axoiovBobpuevn amd 40 mg kdbe devtepn efdopada, apyiCovrog pio efoondado HeTd TV apyikn dOoT).
Metd amd 16 efdouddeg Oepamneiag, ot acbeveig ol omoiot eiyov TovAdyioTov avtamdkpion PASI 75
(Bektiowon PASI score tovAdyiotov katd 75% o€ oyéon e To apyike exinedn) cuUTEPIAQOnKoY otV
nepiodo B ko éhaPav avowet Bepaneio pe adalimumab 40 mg ke dedtepn efdopdda. Ot acbeveic mov
dwmpnoav avtoamokpion = PASI 75 v Efdoundada 33 kat iyov apyikd toyotomombei og gvepyd
Oepoameio v mepiodo A, emavatvyotomomdnkay v Iepiodo I', dote va AaPouv eite 40 mg adalimumab
Kké0e devtepn efdopdda 1 ekovikd eappoko yia 19 emmiéov efdouddec LuVoAKad o OAEG TIC OUADES
Oepameiag, o péoog deiktng PASI ota apyikd enineda frav 18,9 kot ta apyikd eninedo tov deiktn Physi-
cian’s Global Assessment (PGA) kopdvOnkav omd “pétpia” (53% tov acbevdv mov cupueteiyay) émg
“ocoPapn” (41%) ¢wc “mord coPapny” (6%).
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H Merém 1T e yopioong (CHAMPION) cuvékpive v amote ecpotikdtTno Kol Ty ac@disia tov ada-
limumab évavzi tng pebotpe&ding kat Tov ekovikod eapudkov o 271 acbeveic. O acbeveic Elafov
EIKOVIKO PappoKo, pebotpeldtn oe apykn 60or 7,5 Mg kot akoAovBwmg 1 d6om avéndnke puéypt Tnv
EBdopada 12 ot péyiotn d6on tov 25 mg 1 adalimumab oe apyikn d6om 80 mg akorovBovuevn omo 40
mg kdOe devtepn efdopada (Eexvavtog pia efdopdda petd v apyikn d6on) yo. 16 efdopnddes. Aev
vrdpyovv drabéotpo ototyeia Ta omoia cuykpivouy to adalimumab ko tn pebotpe&artn yo Tave omd 16
efdopadeg Bepanciog. tovg acbeveic mov AdpPovav pebotpe&dtn kot TéTvyov aviomdkpion >PASI 50
v EBoopdda 8 kat /q v 12 dev éytvav emmpdcbeteg avénoeig d6onc. Xe OAeg Tig BepamenTiKég oudoeg,
T péoa apykd emineda avtandxpiong PASI fitav 19,7 kot ta apywd eninedo PGA kupoaivovtol arnd
“fma” (< 1%) éoc “pétpra’” (48%) mg “cofapn” (46%) mg “mold coPapn” (6%).

Ot acBeveic Tov cuppeteiyav og OAeg Tig peAéteg ympiaong @daong 2 kot Daong 3 kpibnkav katddiniot
Yo Elaymyn o€ pio avoryth peAétn enéktaong, omov to adalimumab yopnynnke yio tovAdyiotov 108
emmAéov efdouddec.

Y1ic Medéteg Yopiaonc I kot 1, éva mpotedov KaToAnKTIKO o1ueio NTaV T0 T0G00TO TV 0GHevdY o1
omoiot métvyav avrandkpion PASI 75 and ta apyikd enineda péypt tnv EBdopndda 16 (PAéne livaxeg 9
kot 10).

Mivaxag 9.
Medrétn Yopiaong | (REVEAL) - Anoteheopatikotnta otic 16 Efdopnddeg

Ewoviké ¢appoko | Adalimumab 40 mg ka0e oe0tepn
N=398 efoopada
n (%) N=814
n (%)
> PASI 75" 26 (6,5) 578 (70,9)P
PASI 100 3(0,8) 163 (20,0)
PGA: KaBapo/shayieto 17 (4,3) 506 (62,2)°

* To m0c0ootd acbevmv ot omoiotl Tétvyav avtamokpion PASI 75 vrodoyiotnke w¢ 1060610
TPOCUPUOGUEVO OVAAOYQ LE TO KEVTPO
P p <0,001, adalimumab évavt eikovikod QopudKov

Hivakag 10.
Merétn Yopiaong || (CHAMPION) Arotehespatikotnta otic 16 Efdopades
Ewkoviké pappaxo MTX Adallmrumab 40,mg K0z
_ _ 0v0 gfdopdoscg
N=53 N=110 _
n (%) n (%) N=108
n (%)
> PASI 75 10 (18,9) 39 (35,5) 86 (79,6) »P
PASI 100 1(1,9) 8 (7,3 18 (16,7) »®
PGA: 6 (11,3) 33 (30,0) 79 (73,1) »P
KaBapd/ehdyrioto

“p < 0,001 adalimumab évavtt e1KOVIKOD QOPUAKOV
#p <0,001 adalimumab &vavti pebotpeédng

" p < 0,01 adalimumab évoavtt gikovikod eapparxov
% p < 0,05 adalimumab &vavtt pebotpeédtne

2 Mekét Yopiaong I, o 28% tov acbevov mov giyav aviandkpion PASI 75 ko
EMOVOTUYOLOTTOMOMKOV GTO E1KOVIKO Pappoko v ERdoundda 33 oe oyéon pe 1o 5% tov acbevov ol
omoiot cuvéyioav pe adalimumab, p < 0,001, spedvicay “andielo enapkode avtamdkpions” (deiktng
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PASI petd v Edopdada 33 kot kotd ) didpkeia ) wpwv v ERSoudda 52 mov 0dnynoe oe aviomdkpion
< PASI 50 c¢ oyéon ue to apyikd exinedo pe erdyiotn avénon 6 Pabucdv oto dciktn PASI g oyéon e
v EBdopdda 33). ATo tovg aobeveic 01 0oiotl ELPAVIcHY OTIOAELN ETOPKOVG OVTUTOKPLIONG UETA TNV
EMOVOTVYOLOTOINGT GE EIKOVIKO QAPLOKO KOl 0L 0710101 TOTE EVIAYONKAY GTNV avVOLYTH PAGCT TNG UEAETNG
enéktaong, to 38% (25/66) kot to 55% (36/66) emovéktmoav avtamokpion PASI 75 petd omd 12 ko 24
ePOopddES eEmavayopyNoNs, OvVIicGTOLYa.

Yvvohkd 233 acbeveig mov giyav avtamdkpion PASI 75 v ERSopdda 16 kot tnv EBdopdda 33 élafav
ovveyn Bepameio pe adalimumab exi 52 efdopdadeg ot Merét Yopiaong I, kot cuvéyicav to ada-
limumab oty avoyt) perétn enéktaonc. Ta tocootd avtamokpiong kotd PASI 75 kot PGA kabopo 1
eMGy1oTO 08 VToVG ToVg asBeveic Ntav 74,7% ko 59,0% avrtictoya petd and emmiéov 108 efdopddec
avolktng Oepoameiog (cuvolikd 160 efdopddeg). Xe pia aviivor 6mov 6A0L ol 0oBeveic mov amocvpOnKay
Ao TN HEAETN AOY® avemBOUNTOV GUUPBAVTOV 1| EMAEIYNC OTOTEAECUATIKOTNTAG 1 OTTOV avENONKE 1)
d6om, BewpnOnkav g UN AVTATOKPIVOLEVOL, To TOGOGTE ovTomoKkpiong Kotd PASI 75 kot PGA kabapd 1
gldyioto o€ avtovg Toug acbeveic nrav 69,6% kot 55,7%, avtictoya, petd ond emmAéov 108 efdoudadeg
avolktng Oepomeiog (cuvoiikd 160 efdouddeg).

Yuvolikd 347 acBeveig pe otobepn AVTOTOKPIOT GUUUETEIYAY GE L0 OVOLYTY| HEAETT) ENEKTOONG LE OKOTLO
v a&loAdynon g andovpong kot g exavadepancioc. Katd tn didpkeia g TEPLOG0V AmTOGVPONG, TO
CUUTTOUOTO TNG YOPIOONG ELEGTPEYAV LE TNV TEAPOSO TOL YPAVOL LE PEGO XPOVO VTOTPOTNG TEPITOL 5
pves (peimon tov PGA og “pétpla” 1 soPapn voco). Kavévag arnd avtovg tovg acbeveic dev mapovciace
vrotponn (rebound) kotd t Sidpketo Thg mePdSov andovponc. ‘Eva civoro 76,5% (218/285) twv
acOevav ot omoiotl elonABov otny mepiodo enavabepomeiog eixe pia ovramdkpion tov PGA "kabapn" 7
"eldyiom" petd and 16 efdopddes emavabepanciog, aveEaptnta and T0 €AV VIOTPOTINGAY KATH TNV
amdcovpon (69,1% [123/178] «ou 88,8% [95/107] frav acbeveic mov vrotponiacay Kot Tov dev
VIOTPOTIOCAY KATH TN S1APKELN TNG TEPLODOL ATOSVPCNC, avTioTorya). Eva mapopolo mpogil acpaieiog
mapoTnphnke katd ™ didpkeln enavadepaneiog OTMG TPV TNV andGVPGT).

Inuavtikég Pedtidoelg otnv Efdondada 16 amd ta apyikd eminedn 6€ GYECT LE TO EIKOVIKO QOPLLOKO
(Melrérteg T o IT) ko tn pebotpe&dn (Merén IT) emredydniav oto DLQI (Dermatology Life Quality
Index). Xt MeAé 1, o1 BEATIDOELS OTIG COUATIKEG KO WOYOAOYIKES TOPAUETPOLS Tov SF-36 ftav emiong
ONUOVTIKEC GE OYEOT LLE TO EIKOVIKO QAPLOKO.

e pio avorytn HEAETN EMEKTAONG, Y10 TOVG acbeveic 6Tovg omoiovg 1 66on dapopeddnke ard 40 mg
Kké0e devtepn gfdopdda oe 40 mg kabe efdopdda eEartiag g avrandkpiong PASI kdtw and 50%, 26,4%
(92/349) ko 37,8% (132/349) tov acbevav métoyov aviandkpion PASI 75 v EBdoundda 12 kot 24,
avTicTOoLY (L.

H Merét Yopiaong T (REACH) cuvékpive Tnv amoteleopotikdtnTo, Kot v ac@daieia tov adalimumab
£vavti EIKOVIKOD QopUAaKov o€ 72 acbevelg pe pétpla Eémg cofapn xpovia Yopiaon KoTd TAGKOG Kot
yopioon moopdv kovr teipdtov. Ot acbeveis Edafav pio apyn 66omn 80 mg adalimumab
axoAovBobpuevn amd 40 mg kébe devutepn efdopada (Eekivadvtag pio efoopdado HeTd TV apyikn d6on) )
€IKOVIKO Pdppoko Yo 16 gfdopdadec. Trv EBdopdda 16, £va 6TaTIoTIKA GNUOVTIKG LEYOAVTEPO TOGOGTO
TV acbevodv mov ElaPav adalimumab wétuye «e&dhenyn Tov Prafdvy 1 «oxedov e&dienyn Tov Prafdvy
katd PGA o11g moldueg Kovn ota TEAUATE 6E GUYKPLoT| e TOVG acheveic mov ELaPay EIKOVIKO QAPLOKO
(30,6% évavt 4,3%, avtictoya [P = 0,014]).

Merét Yopioong IV cuvékpive Tv amotelespatikotnTa Kot v acedielo Tov adalimumab évavt
EIKOVIKOD Qupurakov o€ 217 eviiikeg acheveic pe puétpia £m¢ cofopn yoplacikr ovuyio. Ot acOeveic
éhafav pia apyukn d6om 80 mg adalimumab akolovBodpevn amd 40 mg kabe dedtepn efdopdda
(Eexwvavtog pio gfdopdada LeTd TV apyikn 0661M) N EIKOVIKO PAapLako Yo 26 efdopddeg, akoiovBovpevo
and wa avoryty Oepaneio pue adalimumab yio emmdéov 26 efdopnddes. Ot aE0AOYAGELS THG YOPLAOTKNG
ovuyiog Tepthaupavay tov tpomomomuévo Aciktn Topapdrag e Yoplaociknig Ovuyiag (MNAPSI),
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Yuvvohkn Extipnon tov Tatpod yio v Yoplaciki Ovuyia (PGA-F) kot tov Asiktn ZoPapdtmrog e
Yoprackng Ovuyiag (NAPSI) (BAéne ITivaka 11). To adalimumab katédei&e dpelog tng Oepanciog ot
acbeveig pe yoplaotkn ovuyia pe S1opopetikég ektdoelg depuatikav fropmv (BSA > 10% (60% twov
acBevav) kar BSA < 10% kot > 5% (40% tov acbevav)).

Hivokag 11.
Meiétn Yopiaong IV Anoteheopotikotnta otig 16, 26 ko 52 Efoopadsg
Telkd onueio EBdopada 16 EBdopada 26 EBdoudoa 52
EXleyyopevn pe Ewovikd |Eleyyouevn pe Eikoviko Avoyyt
Dappoxo DOappoxo
Ewovico | adalimumab | Ewoviko | Adalimuma Adalimumab
eappoxo | 40 mg kdbe | pappoko b 40 mg ka0 devTepn
N=108 ogbTepn N=108 | 40 mg xd0Oe ePdopdda N=80
gBodoudoa devtepn
N=109 epdopdda
N=109
> mNAPSI 75 (%) 2,9 26,00, 3,4 46,6" 65,0
PGA-F kaBapd/erdyioto Kot 2,9 29,70 6,9 48,9¢ 61,3
Bertimon > 2 Babpovg (%)
[Nocootiaia petaforrn tov -7,8 -44.20. -115 -56,2* -12,2
deitn NAPSI yio 6Mo t0
vyt (%)
“p < 0,001, adalimumab évavn sucovikoD QoppiKov

O1 aoBeveic mov édafav adalimumab £6ei&av ototioTikd onpovtikég Peltiwoeig oty Efdopdada 26
GUYKPITIKA LE TO €1KOVIKO @apuako oty DLQI.

Aomontikny 10pwTadEVITIOOn. (OVATTPOPN OKUT)

H aopdieia ko 1 anotedeopotikotnta tov adalimumab a&odoyinkay og Tuyaomonpuéves, Suthd-
TUPAEG, EAEYYOUEVES LLE EIKOVIKO QAPUOKO UEAETEG KO piol ovoLy T LEAETT) EMEKTOONG O EVIAIKECG
acbeveic pe pétpro émg coPapn dromuntiky Wpotadevitida (HS) mov frav avbektikoi, siyav aviévoeien 1
EUPAVICOV OVETOPKT OVTOTOKPLOT G TOLAGYLIGTOV Hidt 3-Unvi) TEPI0S0 GUGTNUATIKAG AVTIBLOTIKNG
Bepamevtikng ayoyne. Ot acbeveis otig pehéteg HS-1 kot HS-1I giyav voso Hurley Xtadiov 111 11 pe
TOVAdYIoTOV 3 amooTHOTA 1| PAEYUOV®OT olidia.

H MeAén HS-1 (PIONEER 1) a&oddynoe 307 acBeveig og 2 mepiodovg Oepomeiog. Xtnv Iepiodo A, ot
acbeveic Elafav sikovikd eapuaxo 1 adalimumab oe apykn 66on 160 mg v Epdoudda 0, 80 mg v
EBdopdda 2 kot 40 mg kébe efdopdda Eekivavtog amd v Efdopdda 4 £wc v ERSoudda 11. Katd
Sudpkela TG LEAETNG Ogv EMTPETOTAV 1 TAVTOYPOVN XPNon avTIfroTikdv. Metd and 12 efdouddeg
Oepameiag, o1 acbeveic mov eiyav Adfel adalimumab v TTepiodo A emavatvyatorombnkav otny Iepiodo
B og 1 and tig 3 opddeg Oeponeiag (adalimumab 40 mg kabe efdoudda, adalimumab 40 mg kébe devtepn
gfdopada, N ewovikd eappaxo oro v ERdopdada 12 émg tv EBdondada 35). Ot acbeveic mov eiyov
toyatomomBei o€ gikovikd eappaxo v Iepiodo A, Ehafav adalimumab 40 mg kabe efdopdda otnv
[epiodo B.

H Merémn HS-IT (PIONEER 1) a&oldynoe 326 acbeveic og 2 mepiodovg Bepaneiog. v Iepiodo A, ot
acbeveic Elafav sikovikd eapuaxo 1 adalimumab og apykr 66om 160 mg v Epdoudda 0 kou 80 mg v
EBdopdda 2 kot 40 mg kébe efoopdda Eekivavtog omd v ERdoudda 4 £wc v ERSoudda 11. To 19,3%
TV acOevmdv GUVEYISE TNV 0O TOL GTOUATOG aVTIPLOTIKY Bepaneia Tov AduPave Katd v Evapén g
pekéng. Metd amd 12 efdopddeg Oepanciog, ot acbeveic mov eiyav AaPer adalimumab v Iepiodo A
gmavatvyotorombnkov oty Iepiodo B oe 1 amod t1g 3 ouddeg Oepamneiog (adalimumab 40 mg ke
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£Bdouada, adalimumab 40 mg kabe devtepn fdouada, 1 etkovikd eappoxko and v ERSoudada 12 £mg
v EBdoudda 35). Ot aobeveic mov eiyav tuyatomombei o sikovikd eappaxo v Iepiodo A, Eapav
goviKo gdpuaxo otny Ilepiodo B.

O1 acBeveic mov cvppeteiyav otig peréteg HS-1 kot HS-1I giyav m dvvatdtra va evtaybodv og pia
aVOIKTH HEAETN EMEKTAGNG TNV oToia yopryovvtov adalimumab 40 mg kébe efdopada. O pécog xpovog
éxBeong otov adalimumab TAnbvoud frav 762 nuépeg. Kot otig 3 pekéteg ot acbeveic ypnoipomotodoay
TOTIKO OVTIONITIKO GOTOUVL KOO UEPIVA.

Klivikn Aviarokpion

H peioon tov preypovoddv PAafdv Kot 1 amo@uyn g ETOEVOONS TOV ATOGTNUATOV KOl TOV
TAPUYOYIKOV cvupryyiov afloloynonie ypnoiponoidvog tov Agiktn Khvikng Avtandkpiong ot
Awamontikr [dpotadevitida (HISCR, peiowon tovidyiotov katd 50% tov cuvoiikod apBpod tov
AmOGTNUATOV Kot TV PAEYLOV@d®V oldimv ympic avénon tov aptBuol Tev aroctnudtov Kot yopig
avENOT TOV aPlBUOY TOV TOPAYMYIKAOV CLPLYYI®V, GE GYEoT e TOV oplBrd Tovg TNV Evapén g
perétng). H peimon tov cuvdeoduevou e T dtomunTikn Wpotadevitida dAyovg a&loAoynonke
ypnoonotdvog o Apipuntikn Kiipoxa A&oldynong oe acbeveig mov evtdydniay otn peAén pe
apyn Tipn 3 M peyoiotepn, o€ o 11-fabuo kiipoka.

Tnv EBdopdda 12, éva onuovtikd vymiodtepo m1oc6ootd acbevav mov éhapav Bepaneio ue adalimumab
nétuye HISCR évavtt avtdv mov éhafav ewkovikd eappoko. Tnv ERdopdda 12, éva onpavtikd vynidtepo
1060070 acbevav g Merétng HS-1I mopovciacay KAvikd onUavTIKT LEIDMOT TOV GUVIEOUEVOL E TN
Sramuntikn Wpotadevitido dhyovg (PAéne Iivaka 12). O acbeveic mov Elafav Ogpomeio pe adalimumab
EUPAVICOV CNUAVTIKA UIKPOTEPO KIVOUVO ££0PGNG TNG VOCOL KaTA TN dldpKeln Tov 12 tpdtov
eBdopddwv g Bepamneiag.

Hivakag 12.
AnoteleopoTikéoTnTae otic 12 Efdopdoec, Meréteg HS | wan 11
Merétn HS 1 Megrétn HS 11
Ewoviko Adalimumab40 Ewoviko Adalimumab40
Qdppoxko | mgtny gfoopddn |  @appoko mgtnyv gfoondda
KMvikn avtamokpion ot N =154 N =153 N=163 N=163
damunTikn 18poTadevitido 40 (26,0%) 64 (41,8%) * 45 (27,6%) 96 (58,9%)
(HiSCR)* ol
> 30% Meiwon tov N =109 N =122 N=111 N=105
depuaTiKon 27 (24,8%) 34 (27,9%) 23 (20,7%) 48 (45,7%)
aryouc? *kk
* P <0,05, ***P < 0,001, adalimumab &vavtt €lkovikob @apudkov
& Meta&h OAmV TV TUYOLOTONIEVOY achev@mv.
ot Meta&d tov actevav pe apytkn T oE0AGYNoNE TOL GUVOEOEVOD LLE T SLOTTVT|TIKN
Wpotadevitida GAyovs Tov déppatog > 3, pe Pdon v ApBuntucy Kiipoke A&ordynong 0 -
10, 6mov 0 = ywpig diyog, 10 = apdpnto dAyoc oo dépUa.

H Bepamneio ue 40 mg adalimumab ke efdoudado peimwoe onuoaviikd tov Kivouvo emdeivoong tov
ATOCTNUATOV KOl TOV TAPAYOYIK®OV cuptyyiov. Zyeddv o dumhdoiog aplfuog tov aclevav mov Ehafav
EIKOVIKO PapuoKko TI¢ TpdTeg 12 efdopddes tmv Meietdv HS-I ko HS-I1, cuykpirikd pe tovg acbeveic
7oL peTeiyav oty opdda tov adalimumab, mapovciccay emdeivwon tov anootnuatov (23,0% vavtt

11,4%, avtictoya) Kol Tov mapaywyikav cuptyyiov (30,0% évavtt 13,9%, avtictoyo).

Meyardtepn Pertioon katd v ERSopdda 12 and tnv évapén g HEAETNG O GUYKPLON LE TO EIKOVIKO
QAPUOKO TTOPOVCIAGTNKE GTNV EOIKT Y10, TO 6€ppa oxeTilopevn pe v vyeia modtnta {Ong, OTmg
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uetpdrar pe tov Agppotoroyiko Agiktm Iowdtrag Zong (DLQI, Meiéteg HS-I kot HS-II), ot yevikn
KAVOTOiNoT TV 0cevdVY amd T1 QOPUAKEVTIKY ymYT], OTMC LETPATOL LE TO Epotnuatoldylo
Ixavomoinong amd ™ eapuakevtikny aymyn (TSQM, MeAétec HS-T ka1 HS-11), ko1 ot copatiky vyeia,
OM®G peTpdTol amd T cuvolikn Babuoroyio Twv cuvieToomv Tov SF-36 yio T copatikn vysio (Melétn
HS-1).

Y& acbeveic pe tovAdyiotov pepikn avtomokpion o€ adalimumab 40 mg efdopadiaiong v Efdopdda 12,
10 1060010 HISCR Vv EBdopada 36 Ntav vynidtepo atovg acbeveic mov cuvéyioav tnv gfdopadiaio
Myn adalimumab cuykpitikd pe Toug aobeveic 6Tovg 0moiovg 1 GuVOTNTO TG OGNS HELOONKE 6 KAOE
devtepN gPfdopdda, 1 o acbeveig mov diEkoyav ) Bepaneio pe adalimumab kot Edafav eikovikd
eappoako (PAéne IMivaka 13).

Mivokag 13.
Ioco6t6 AcOevdv® mov MéTvyav HISCRP tic Edopadsg 24 kar 36 a@ov TuyaomomOnkay nal o
Ogpancio petd ano efdopadiaio Myn adalimumab éog v Edopdada 12

Ekoviké pappoxo Adalimumab 40 mg kd0¢ | Adalimumab 40 mg pia
(Sraxomi Oepameiog) osvTepn efoopdda Qopa Tnv epdopada
N =73 N =70 N=70

EBdoudda 24 24 (32,9%) 36 (51,4%) 40 (57,1%)
EBdoudada 36 22 (30,1%) 28 (40,0%) 39 (55,7%)
& AocOeveic pe tovhdyiotov pepict| ovtomdkpion o adalimumab 40 mg ka0e PSopdda petd and

12 gPfdopadeg Bepameiag..
" Ot acBeveig Tov TANPOLGAY TO. KPLTHPLo TOL 0pifovTat amd T0 TPOTOKOAAOYLN TV ATMAELN

NG AVTOTOKPIoNG 1] TNV amovsio PeATinong voypemOnKay vo SIHKOWOLV T GULUETOXN|

TOVG OTIG LEAETES KOl GLUUTEPIANPONKOY GTOLG UN CVTOTTOKPIVOUEVOUG.

Meta&d Tov 0o0evaY Tov ELPAVIGAY TOVAGYLIGTOV LEPIKN avTamoKplor katd tnv Efdoundada 12, kat ot
onoiot ELafav cvveyn epdopadaio Bepancio pe adalimumab, to mocootd HISCR v ERdopdda 48 ntav
68,3% Kot v EBdopdda 96 nrav 65,1%. H pakponpdbeoun Bepancio pe adalimumab 40 mg
gPoopadiaing yio 96 efdouddeg dev Tapovcince Kavovplo EDPNLOTU ACPUAELNS.

Meto&0 tov acbevov mov diEkoyay ) Oeponeio pe adalimumab v ERdopdda 12 otic Meléteg HS-I kot
HS-II, to mocoot6 HiSCR 12 gfdopddeg petd t yoprynon adalimumab 40 mg v efdopdda enéotpeye
o€ eMined0 OUOL. LE OVTA TOL TopaTNPNONKOY TPV amd T ARYN Tov e1KoviKoD apuakov (56,0%).

Néoog tov Crohn

H acedleta kot n amotelespatikotnta tov adalimumab a&oloyndnkav oe ndve and 1500 acbeveic pe
uétpla £o¢ coPapny evepyd voso tov Crohn (Crohn’s Disease Activity (CDAI) > 220 kot < 450) g
TUYOLOTOMUEVES OUTAA TUPAEC, EAEYYOLEVES e EIKOVIKO PAPLOKO HEAETEC. Xvyxopynon otabepdv
S00E®MV AUIVOGUMKVAIK®Y, KOPTIKOGTEPOEWODV KOUT 0VOGOTPOTOTOTIKMY TAPAYOVTWOV ETTPATNKOV
kot 10 80% tev acbevav cuvéyicay va Aaudvouy TovAdIeTOV Hio amd TIG TOPATAVD oy®YEC.

H eraywyn g khvikng vVeeong (opilopevn pe CDAI < 150) a&oloynnke og 600 perétec, T pedétn CD
I (CLASSIC I) ko tn perétn CD 1 (GAIN). Ztnv uedétn CD 1, 299 aobeveic otovg onoiovg dev giye
yopnynOet Eové TNF-avtaywviotc Tuyatomomnkay ce pio, and técoepic OepamenTikég OUAOES: EIKOVIKO
eapuako tig ERSopades 0 kot 2, 160 mg adalimumab v Edopada 0 kot 80 mg v EBdopdda 2, 80 mg
v EBoopada 0 kot 40 mg v ERdopdada 2 ko 40 mg v Edopdada 0 kar 20 mg v Edopdada 2. Ztnv
ueiétn CD Il, 325 acbeveic o1 omoiot dev avtanokpivoviay 1 epedvicayv dvocaveio oto infliximab
ToyaomomOnkav dote va Aappavovv gite 160 mg adalimumab v ERSopdda 0 kot 80 mg v ERSopdda
2 gite ewovikd eappoko T EBoopndadeg 0 kan 2. O acBeveic mov dev elyav TpwToyev KAVIKN
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OVTOTOKPLOT) QOKAEIGTNKOAY 0Td TN HEAETN KO ETOUEVMS anTol o1 acBeveig dev a&loAoynOnkay
TEPAUTEP®.

H dathpnon g khviknig veeong a&oroyntnke otn perétn CD T (CHARM). Xt pedét CD 111, 854
acBeveig Elafav og avorym yopnynon 80 mg v ERdopdda 0 ko 40 mg v Edopdda 2. Tnv Efdopdda
4 o1 aoBeveig TuyaomomOnkav o 40 mg kabe devtepn efdopada, gite og 40 mg kdabe efoopdda, gite o
EIKOVIKO PAPUOKO e CLVOAIKT dtapketla perétng 56 efdopadmv. Ot acbeveic pe KAviKn aviomndkpion
(ueimon CDAI > 70) v EBdopdda 4 katnyoplomomfnkay kat avolvdnkoy Eeympiotd omd ovtovg ot
omoiot dev glyav KAvikt| avtondkpion v ERdondada 4. H otadiokn peiwon T@v KOpTIKOGTEPOELODY
emutpannke petd v Efdopdda 8.

H eraywyn g vpeong ot perétn CD I kot v pekém CD Il kabdg Kot To T0606Td ovTamdKpLong
napovctdovral otov [ivaka 14.

Mivaxkag 14.
Emayoyn kAviknig 0Qeong Kol KMVIKNG 0vTaTOKpLong (T0606T6 060evedv)

Merétn CD I: AcOeveig otovg omoiovg | Meiétn CD II: AcOgveic otovg
ogv &yeL yopnynOei Infliximab omoiovg £yeL yopnyn0Oei Infliximab
Ewoviké | Adalimumab | Adalimumab| Ewoviko Adalimumab
oappoxo | 80/40 mg 160/80 mg @appoxo 160/80 mg
N=74 N=75 N=76 N=166 N=159
EBdopdda 4
KAwvikn vpeon 12% 24 % 36%* 7% 21%*
KAwikn avtomoxpion 24 % 37% 49%** 25 % 38%*
(CR- 100) *
OAeg o1 Tipég p eivon ovuykpioelg katd (evyn tov mocootdv yio to adalimumab évave eicovikod
POPLAKOD
*p<0,001
**p<0,01

[Mapdpotla T0606TA KAMVIKHG Veeons TopatnphOnkay yo o 160/80 mg kat 80/40 mg oyfuato exoymyng
v EBdopdda 8 kot mapatnpndnkav mo cuyva avembounta copfavta otny opddo mov Edape 160/80
mg.

v pedétn CD III, v EBSoudada 4 1o 58% (499/854) tmwv acOevdv giyav KAVIKY ovIomoOKpion Kot
a&loloynOniay oty TpmTEHOLGO, AVAAVOT|. ATO TOLC UCOEVEIS TOV EUPAVIGOV KAVIKT QVTATOKPLIoN TNV
EBdopdda 4, to 48% eiyav AaPet 610 moapeABov dilov TNF-avtayoviot). H dtatipnon g veeong kot ta
TO0G0G0TA avTamoKkplong mapovctaloviatl otov [Tivaka 15. Ta 10600Td TG KAMVIKAG DPEGC TAPEUEIVAY
oyeTKd otabepd aveoptntmg Tponyovuevng ékbeong oe TNF-avtaymviotés.

Noonheieg kot yeipovpyikég enepPfacelg oxeTIOUEVEG LE TN VOGO NTOV GTATICTIKA GTUAVTIKG LELOUEVEG
ue to adalimumab cuykprtikd pe 1o eikovikd eapuoko oty Efdoudda 56.

Mivakag 15.
Awtipnon Kvikig Y oeong kor Kvikig Avrarokpiong (Ilocooté AcOevdv)

Ewoviko 40 mg adallmumab 40 mg adalimumab
GppaKo KaBe devrepn x@0s efdopada
papp gfoopdoa
EBdopdda 26 N=170 N=172 N=157
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KMvikn veeon 17% 40%* 47%*
Klwvikn avtamokpion (CR-100) 27% 52%* 52%*
Aocbeveig o ehedBepn
otepoeddv Heeomn Yo > = 90 3% (2/66) 19% (11/58)** 15% (11/74)**
NuEPES” NUEPECH
EBdopdada 56 N=170 N=172 N=157
Klvikn veeon 12% 36%* 41%*
KAvikn avramdkpion (CR-100) 17% 41%* 48%*
Acbeveig o€ ghebbepn
OTEPOEWDOV VPEST Y1 > = 90 5% (3/66) 29% (17/58)* 20% (15/74)**
nuépec”

*p < 0,001 yo. svykpioeig kot {evyn tov mocootdv yia to adalimumab évavr sikovikod gapudkov
**p < 0,02 yio ovykpioelg katd (evyn Towv mocoot®dv yio to adalimumab évave eikovikod eapudkov
* A6 0vTovg 01 0Toi0L AAUPOaVaY KOPTIKOGTEPOELDT TNV EVapEN TNG LEAETNG

Meta&d tov acbevav ol omoiot dev avtamokpifnkay oty Efdopndda 4, to 43% tov acbevov ot onoiot
£éhafav 60om cvvtipnong adalimumab avtoamokpiOnkav uéxpt mv ERdoudda 12 cuykpriikd pe to 30%
7ov Ehafav 0661 GLVTNPNCNG UE EIKOVIKO QAPLOKO. AVTA TO ATOTEAEGLLOTO VITOOEIKVOOLV OTL PEPLKOL
acbBeveic o1 omoiot dev Eyovv avtamokpiBel péypt v ERdopdda 4, mperovvrol amd T Guve Lo Tng
Bepaneiog cuvtnpnong péxpt v ERdoundada 12. H Bepancio mov cuveyiomnke petd tig 12 efdopnddeg dev
00N yNoE GE ONUAVTIKA TEPIEGOTEPES avTanoKpicels (BAEre mapdypago 4.2).

117/276 acbeveig and ) pedétn CD | ko 272/777 acbeveic and peréteg CD 1T ko 11T
mapakolovOnOnkoy yio tovAdytotov 3 ypovia ¢ Bepameiog avoirktng eméktacng (open-label) e ada-
limumab. 88 kot 189 acbeveic avtictorya, cuvéyioay vo. givar oe KAvikn Veeon. Khvikn avtomndkpion
(CR-100) dratnpnbnke og 102 ko 233 acbeveic, avtiotorya.

Hoiwotnra (wne

>1ig peréteg CD I ko CD 1 yia t vooo tov Crohn, emttedyfnke otatiotikd onuavtiky edtioon ot
ovvoAky Baduoloyio Tov €181k00 epOTNUATOAOYIOV Yio TO PAEYUOVAOON Voo uate. Tov eviépov (IBDQ)
v EBdoundda 4 oe aobeveic Tuyotomompévoug og adalimumab 80/40 mg xou 160/80 mg cuykpirikd pe 1o
EIKOVIKO PappoKo Kot emiong mapatnpnonke otig ERdouddeg 26 kan 56 ot perétn CD I peta&d tov
OepomevTikdv ouddmv mov édapav adalimumab cuykpitikd pe 1o giKovikd GapuaKo.

Elxwdns kolitida

H acedleia kor anotelecpotikdmto moAlamiov docemv Tov adalimumab a&oloynbnkov cg eviiikeg
acleveic pe pétpla £mg coPapn| evepyd eAkmon koAitida (Pabporoyio Mayo 6 £wg 12 pe vrofabuoroyia
€vO00KOTNONG antd 2 £0G 3) GE TUYOULOTONUEVES, IIMAEC-TUPAEC, EAEYYOLEVEG LE EIKOVIKO QAPUOKO
UEAETEG.

2 perétn UC-I, 390 acbeveig mov dev giyav AdPet Oepaneia pe TNF-avtayoviot) Tuyotoromonkoy va
AaPouv gite ekoviko pappoxo tig Efdopddec 0 xar 2, 160 mg adalimumab v Epdopdda 0
axoArovBodpuevo and 80 mg v ERSoudda 2, 1 80 mg adalimumab v EBdoudda 0 axorovbodpuevo and
40 mg v EBdopdda 2. Metd and v EBdoudda 2, ot aobeveic kot ota dvo okéAn adalimumab éiapav
40 mg kabe devtepn efdopdda. H vk veeon (opilopevn wg Pabuoroyio Mayo < 2 yopig
vrofaduoroyio> 1) extiundnke v Efdoupdda. 8.

¥t perérn UC-II, 248 acBeveig érapav 160 mg adalimumab v Epdopdda 0, 80 mg v EBdoudda 2

Kat, ev cuveyeia, 40 mg ke devtepn efdopdda kot 246 acbeveic Erafav eikoviko eappoko. To KAvikd
amOTEAEGULATA Y10 ETAY®YN TNG VPTG a&toroynOnkay tnv ERSoudda 8 kot yio ) dtatripnon e vepeons
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v Epoopdda 52.

AobBeveic mov dpyoav ) Oepomeio pe 160/80 mg adalimumab wétvyay kKAwvikr V@eon Evavtt Tov
€KoviKoD eappakov tnv ERdopndda 8 o otatiotikd onuavtikd peyoaivtepa 1ocootd ot perétn UC-I
(18% évavtt 9% avrtictorya, p=0,031) kot ™ perétn UC-IT (17% évovtt 9% avtiotorya, p=0,019). Xt
perétn UC-II, peta&d exeivov mov éhafav adalimumab kot ntav og Heeon v ERdouada 8, 21/41 (51%)
ntav o veeon v ERSoudda 52.

Ta amotedéopata omd To0 cuvolikd TAnBveuod g perétng UC-II mapovoidlovion otov Mivaka 16.
Mivaxag 16

Avtamokpion, 'Y peon koar Eroviwon Bievvoyovov ot perétn UC-1T
IHocoot6 acBevarv

Adalimumab 40 mg ka0s

Ewoviké ¢appaxo devTepn efdopdda

EBdopada 52 N=246 N=248
KAvua avtamokpion 18% 30%*
Khlvua vpgon 9% 17%*
EnovAwon Bievvoyovou 15% 25%*
Y peon Xopig Xtepoetdn| yio 6% 13%*
> 90 nuépec” (N =140) (N =150)

EBdopdda 8 kot 52

[MopateTapévn avtomdkpion 12% 24%**
[opatetapévn Veeon 4% 8%*

[opazetapévn erodAwmon

0 0/ *
BAevvoyovou 11% 19%

Khlvua) voegon givor ) Babporoyio Mayo < 2 yopig vroBadporoyio> 1,

Khlvua) avtamoxpion eivor n peiowon, amd v apyikr| Tiun, g Pabdpoioyiog Mayo katd > 3 mévtovg Kot
> 30%, cuvodevouevn and pio peioon g vroPaduoroyiog opbikng apoppayiog [RBS] katd > 1 1 oo
uio omdoivt RBS 01 1,

*p < 0,05 y10. to adalimumab évavt Tov 1KOVIKOD QUPIAKOL GYETIKA LE TN SVYKPLON avoloyidv o€ (edyn
**n < 0,001 yio to adalimumab &vavi Tov 1KOVIKOD QAPUAKOD GYETIKA UE TN cVYKPIoT avoaloyidv og (e0yn
* Amd gkeivoug Tov AapPavouy KopTIKoaTEPOEDN oty Evapén e Oepamneiog

Am6 exeivoug Toug acbeveig mov eppdvicav avramokpion v Efdoundada 8, to 47% Bpioxdtay o€
KaTdoToo avtamdkpiong, To 29% ftav og Veegon, T0 41% &iye emovAwon Tov PAevvoydvov, kot o 20%
ntov og ehevBepn otepoelddV VeeoN Yo > 90 nuépeg v fdopada 52.

[Tepimov 10 40% tv acBevov ot perétn UC-II giyav anotdyel og mponyovuevn avti-TNF Oepaneia pe
infliximab. H anotelecpotikotnto tov adalimumab o avtodg toug aoBeveic NTav petmpévn cuyKpITIKA
ue toug acbeveic mov dev eiyav AdPet mponyovuévag avti-TNF Oepaneio. Meta&d tov acbevav mov giyav
amotuyel og Tpornyovpevn avtt- TNF Ogpamneia, | vpeon v ERdopdda 52 emrevydnke oto 3% yia 1o
€1KoviKo pdpuaxo kot oto 10% yia to adalimumab.

Aocbeveig amo tig peréteg UC-I ko UC-IT giyav T duvatdmra vo petafodv Gg [io 0VOIKT LOKPOYPOVIa
peiém enékraong (UC-IID). Metd and 3 ypovia Bepamneiog pe adalimumab, to 75% (301/402) cuvéyioe va
Bpioketon o KAVIKT VPeon Katd TV empuépoug aduoroyio Mayo.
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Tocoota voonisiov

Kotd ™ ddprela tov 52 efdouddwnv tov peretav UC-I kar UC-II, mapatnprinkay youniodtepa mocootd
voonielmv and oAa to aitia Kot oo aitia oxetiiopeva pe UC yio to okéhog Oepameiog pe adalimumab og
oVuYKpLon e 1o okélog Bepameiag pe gikoviko edppoako. O aplBpdc Tov voonieltdv and OAa ta aitia oty
opdda Oepomeiag pe adalimumab frav 0,18 avd £tog acBevn évaver 0,26 avd £Tog acbevi otV opade Tov
EIKOVIKOD OPHAKOD Kol o1 ovtioToryol aptpol ya tig UC-oxetildpeveg vooneieg fitav 0,12 avd £tog
acBevn évavr 0,22 avd étog acOevn.

Howotnro {wng

¥t perétn UC-II, n) Ogpanceio pe adalimumab odnynoe oe Pedtioon g Babuoroyiog oto
Epomuatordyio yio ) Oreypovardn Noco tov Eviépov (IBDQ).

Payoeiditioa

H acedleia ko 1 amoteieopatikdtnta tov adalimumab a&oloynnkav oe evilikeg acBeveis pe pn-
AOMON evoldpeon, omicOia, Kot Tovpayoeditida, e e&aipeon Toug acheveic pe pepovouévn mpdchia
POyo£lditida, o dVO TUYALOTOMUEVEG, SN TVPAEC, EAEYXOUEVEG UE E1IKOVIKO @dppako peléteg (UV T kot
I1). Ov acBeveic Elafav eikovikd eapuaxo 1 adalimumab ce apyikn d6om 80 mg, akoiovBovuevn oo 40
mg KOs devtepn efdopdoa, apyilovtag pia efdoudda petd v apyikn d6on. Emtpémovtay tantdypoveg
otafepég 60GELG VOGS UN-PLOAOYIKOD 0VOGOKATAGTAATIKOV.

H Meiétn UV I a&ordynoe 217 acBeveig pe evepyd payoeditida mapd tn Oepameio [Le KOPTIKOGTEPOEIIN
(am6 otopaTog TpedviLovn o 06on 10 mg 60 mg/muépa). Orot ot acBeveic Elafav yia 2 efoopdadeg
Tumomomuévn doom tpedviLovng 60 mg/muépa katd v Evapén g EAETNG akolovBovuevn amod Eva
VIOYPEDTIKO TPOYPUUUO OTASIOKNG LEIMOTG, LE TANPN SLOKOT| TOV KOPTIKOGTEPOEIOMV UEXPL TNV
EBdopdda 15.

H Merétn UV 1T a&loroynoe 226 acheveic pe avevepyd payoetditida wov amattody xpovia Oepameio pe
koptikootepoedn (10 émg 35 mg/muépa amd otdpatog Tpedvildvn) Katd Ty Evapén yio Tov EAEYYO TNG
vooov tovc. Ot acBeveig ot cuvéxeta vToPANONKAY 6€ £va VIOYPEWTIKO TPOYPOLLUO CTASOKTS LelmoNC,
UE TANPN SLOKOTN T®V KOPTIKOGTEPOEODV UéEypL TV Efdopdda 19.

To Tp®TEVOV KATAANKTIKO ONUEID ATOTEAEGUATIKOTITOG KO OTLG OVO PEAETEC N|TAV O “YpOVOG £WG TNV
amotvyia ™ Oepaneiag”. H amotuyio e Oepanciog opictnke 0md T0 ATOTEAEGUO TOAADY GUVIGTOCMV
7oV Pocileton 6TIC PAEYUOVAOIEIC YOPLOAUPIPANGTPOEIIKES KA/ PAEYLOVAOOELS aryyEIaKEG PAGPEC TOV
apeBAnoTpogdove, otn Babuoroyia kuttdpwv otov Tpdcdio Barapo (AC), otn B0Awon Tov VAROEIBOVE
ooporog (VH) ko tnv koddtepa dtopbopévn ontikn o&vto (BCVA).

O1 acBeveic o1 omoior ookAfpocav Tic Mehéteg UV | ko UV I ftav katdAiniot yio va evtayfodv oe
L0 PN -EAEYYOLEVT] LOKPOYPOVIO LEAETT) ETEKTOOTG LUE OPYIKE GYEOIAGLEVT O1dpKELD, 78 EBSOUAdDV.
2100¢ 060gVELg EMTPATNKE VO GLVEYICOVY TN PUPUOKELTIKT aymyn TG HeAEne mépav g Efdopadoc 78
£m¢ Otov eiyav mpocPacn oto adalimumab.

Klwikn Avromoxpion

Ta amoteAéopoTo Kot amd Tig 000 PHEAETES £D€1E0V GTUTIOTIKA OTLLOVTIKY PEI®OT TOL KIvdDVoL amotuyiog
¢ Oepomeiag o€ acbeveic Tov Ehafav adalimumab évavt tov acbevdv mov Elafov elkovikd PapOKo
(BAéme TTivaxo 17). Kot ot 600 peAéteg £6e1&av pio Tpdun Ko Topotetapévn enidpaon tov adalimumab
€71l TOV TOGOGTOV amoTLYiag TG Bepaneiog Evovtl Tov glKoviKoD appakov (BAére Zynua 1).
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Hivaxag 17
Xpovog émg v Amotuyia g Ogpanciog otig Meréteg UV | ko UV I

Avdpecog
Avalvoon , o xpOvog a Cl195% . B
Ogpancia N Amotvyia N (%) amotoyiog HR e HR* Tt p
(mivee)

Xpovog émg v Amotoyio Tng Ogpansiog Xtnv 1 Meta v Efdopdda 6 otn Mehéty UV |
Kopw avarven (ITT)

Ewoviko 107 84 (78,5) 3,0 -- - -
QApLOKO
Adalimumab 110 60 (54,5) 5,6 0,50 0,36,0,70 <0,001

Xpovog émg TV Amotuyia g Oepoanciag Xtnv 1 Meta v Efdopdda 2 oty Merétny UV I
Kopw avarven (ITT)

Ewoviko 111 61 (55,0) 8,3 - - -
QAPLOKO
Adalimumab 115 45 (39,1) NEY 0,57 0,39, 0,84 0,004

Inueioon: H Amotuyio g Ogpaneiog otnv N petd v EBdopddo 6 (Merétm UV 1), | otnv 1| petd v
EBdopada 2 (Merétn UV 1), petpnbnke g yeyovodc. Ot acbeveic mov dev ohokinpmacay T Ogpomeia yio
AGYOLS AAAOVG EKTOG Ao TNV amotLyia Tng Bepameiog, dev vmoloyioTnray KATd TO YPSHVO TOV
EYKOTEAEW AV T PEAETT).
* HR tov adalimumab évavti Tov €1KOVIKOD QUPIAKOD 0O VOAOYIKT TOALVOPOUNGT KIVODVOD

ue t Oepamneio wg mapdyova.

p 2-6yewv Tiun P and ™ doxpacia log rank.
v NE = dev pmopet va exktiun0ei. Arydtepot amd Toug oovg acbeveic mov diétpeyay Kivouvo giyav
éva cupuPav.
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Ewoévo 1: Kapmoleg Kaplan-Meier mov Xvvoyilovv 1o Xpovo ¢ v Amotoyio the Ogpomsiog
otV 1| petd v Epdopdada 6 (Msiétny UV 1) | EBdopdde 2 Msiétny UV 1)
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AH0/110  16/82  40/54  48/42  54/35  57/29  60/20  60/47  60/5  60/12  60/0
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P#0/111 16/89 35/66 46/50 49/41 54/33 58/26 61/21 61/19 61/17 61/0
A#0/115 5/105 23/82 32/67 37/58 40/51 44/42 45/37 45/34 45/30 45/0

XPONOX (MHNEZX)
Merém UV 1T Oepomeia Ewovikd @apuoxo - - - - Adalimumab

Inueiowon: P# = Ewkoviko gdppoko (ApiBuog Zoupdviav/ApiBuog acbevov mov dwatpéyovv kivouvo), A#
= Adalimumab (Ap1Opog Zoppavimv/ApiOuog acbevov mov dotpéyovy Kivouvo).

2 MeAiét UV | mapatnpinkay ototiotikd onpoviikés dtagopéc vaép tov adalimumab évavtt tov
EIKOVIKOD QUPLLAKOD Y10 KAOE CLUVIGTMGN OPICUOD TNG amoTLyiag NG Oepameiag. n Mekétm UV I,
TapoTNPNONKAY CTATICTIKG CTUAVTIKES O10POPES LOVO Yl TNV OTTIKT 0&VTNTA, AAAG Ol BALEG CLUVIGTMOCES
Nrov apduntikd vép tov adalimumab.

Am6 tovg 424 acbeveic Tov cuumEPIANPONCAY GTIG N EAEYYOUEVEG LaKPOYPOVIEG pedéTeg emékTaoTg UV
I ko UV I, 60 acBeveic a&lohoyndnkoy og akatdAAniot (1.y. Aoym anokAicewmv 11 AOY® SEVTEPOYEVOV
EMITAOK®V S1opnTikng ouePpAnotposidonddeias, e€attiog xEPOVPYIKNG EXEUPAONC KATAPPAKTN 1) EKTOUNG
VOADOOVG CMUOTOC) KOl AMOKAEIGTNKAY OTd TNV TPOTOYEVH] OVAALGT TNG OMOTEAECUATIKOTNTOG. AT
tovg 364 evamopeivovieg acbeveic, 269 a&loroynoyiot acbeveig (74%) éptacav otig 78 efdouadeg
Oepoameiog avorytg edong ue adalimumab. Baoel g mpocéyyiong tov mapatmpoduevmy dedopévev, 216
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(80,3%) fitav oe Hpeon (un evepyés ereypovadelg PAaPec, Babuordynon kuttdpav AC < 0,5+,
Babpordynon VH < 0,5+) pe tavtdypovn yoprynon do6ong oteposidong < 7.5 mg nuepnoimg, kot 178
(66,2%) fitav og Hpeon yopic otepoedn. H BCVA gite Bedtiwbnke gite diatnpnOnke (< odloimon 5
yYpoupdtov) oto 88,6% tmv opBaiumv tnv efdopdda 78 Ta dedopéva népav tng EBdoundadac 78 yevikamg
ooppadifav pe ovtd To OToTEAEGHATO AALY O aptOUOC TV evIETAYUEVOVY acBevav netminke votepa amd
aVTO TO YPOVIKO OLAGTN . ZUVOAIKA, HETAED TV aoBevdVY Tov diékoyav v HeAETn, to 18% Siékoye
AOY® avemBountov cuoppdavtov kot To 8% eattiag averapikois oviandkpiong ot Bepomeio pe
adalimumab.

Howotnro {wng

Ot tapdpeTpot owtoa&lohdynong tav actevedv oyeTikd pe T Agttovpyio TG Opaong HETPHONKOY KoL GTIG
00 Khvikég peiéteg ypnowonowwvtag to NEI VFQ-25. To adalimumab vrepioyvoe apBuntikd oty
TAELOVOTNTO TOV ETUEPOVG POOLOAOYLDV LLE GTATIGTIKG CNUOVTIKEG LEGEG OLLPOPES Y10 TN YEVIKT OpacT,
70 0PBOAUIKS GAYOG, TNV KOVTIVI] OPOIoT], TNV WUYIKT| VYeia Kot T cuvoAlkn Babuoroyio otn Meiétn UV
I, ka1 yio TN yevikn Opaon kot Ty Woyikn vyeio ot Merétn UV 1. To adalimumab dev vrepioyvoe
aplUNTIKG oTIG EMOPACEIC TOV oYeTI(OVTAVY LE TNV OPOCT] Y0 TNV AVTIANYT TOV XpOUATOV 6T MeAét
UV | kot yo v avtiinym tev ypopdtov, tny TepipePIKn 0pact Kot Ty Kovtvi dpacn otn Merémm UV
.

AvocoyovikdtnTo,

O oymuatiopdc aviicoudtov Evavtt tov adalimumab cuvdéetan pe avénuévn kdbapon kot
pelwpévn omotedespatikotro tov adalimumab. Asv vdpyet eppavig cVoYETIGHOG HeTa gD TG
TaPOVGING TOV avTicopdtov Evavtt tov adalimumab kot e epedviong avembountov
EVEPYELDV.

Ot acBeveig otig pehétec pevpatoetdovg apbpitdag I, 11 ko I eAéyyOnkav oe moAhaniég
YPOVIKEG OTIYUES Yo avTicopata Evavtt tov adalimumab koatd ™ didpketo g TepLodov 6 Emg

12 unvov. Etig Pacikég perétes, to avricdpata évavtt tov adalimumab avoayvepictkay oto
5,5% (58/1053) twv acbevav mov éhaPav to adalimumab cvykprrikd pe to 0,5% (2/370) tov
acevav mov ELafav To EIKOVIKO QApLOKO. XTOVG acOeveic Tov dev EAafav tavtdypovn Bepaneia
ue pebotpe&am, to mocootd Nrav 12,4% cvuykprrikd pe 0,6% oOtav to adalimumab yopnynOnke
¢ mpocOkn ot pebotpeEd.

Ye aobeveig pe vooo tov Crohn, aviiodpata évovtt tov adalimumab aviyvedtnkay og 7/269
acbeveig (2,6%) kot og 19/487 acbeveic (3,9%) pe EAkdon KoAiTidaL.

Y& eviilikeg aobeveic pe ympiaon, to avitoopoto Evovtt Tov adalimumab aviyvedtnkav oe
77/290 aoBeveic (8,4%) otovg omoiovg xopnyndnke povobepameio pe adalimumab.

Ye eviilikeg aobeveic e ympioon Katd TAdkag oe pakpoypovia povodeparneio pe adalimumab
OV GLUUETELYOV o€ pio PeAETN SloKOTNG Kot ETavafepaneins, TO TOGOGTO TWV OVTICOUATOV GTO
adalimumab petd v enavabepomeio (11 and 482 droua, 2,3%) NTov TAPOUOLO LE TO TOCOGTO
7oV mapaTnpNOnke mpv omd v dokomn (11 amd 590 dropa, 1,9%).

e aobBevelg pe pétpla Emg coPapn STLNTIKY] WPMOTAOEVITION, OVTICOUATE EVOVTL TOV
adalimumab aviyvedtkav ce 10/99 acbeveic (10,1%) otovg omoiovg yopnynOnke adalimumab.

Ye acbeveig pe pétplo Emg coPapn evepyod mardiatpikny voso tov Crohn, o pvOudg avantuéng
avticopata Evavtt tov adalimumab oe acBeveic mov Elafov adalimumab nrav 3,3%.
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e eviiMikeg ao0eveic pe un-Aolumon payoetditida, avticopata Evavtt tov adalimumab
avticopata aviyvevtnkay oto 4,8% (12/249) twv acbevodv mov Elafov adalimumab.

e aobeveig pe pétpila Emg coPapn evepyod EAKOON KOAITION, 0 pLOUOS AVATTLENG AVTICOUATOV
évavtt tov adalimumab ce acOeveic mov AauPavay adalimumab oy 3%.

Eme1dn ot avaAboelg avocoyovikotnTog ival EE101IKELUEVES OVl TTPOTOVY, 1| GOYKPLOT] TOV TOGOGTOD
AVTICOUATOV £VAVTL EKEIVOV 68 GALO TPoidVTO deV Elval KATAAANAN.
Eopnpixn dromontiy idpwtadevitioo

Agv vmbpyovv kKAvikég peréteg pe to adalimumab og épnpovg acbeveic ue HS. H anoteleopotikdnto
tov adalimumab yiwa t Bepaneio Twv epNPov acBevov pe HS mpoPréncton pe Paon v amodederypévn
AOTEAECLLOTIKOTNTO KOl TN 6YE0N €kBeoNG-avTandKpiong o eviihikeg aobeveig pe HS kot v mbavonta
N mopeia TG voGov, 1 Tabopucioioyia, Kol Ol EXOPAGELS TOL PUPUAKOD VO TOPOVGIALOVY OVGLUGTIKEG
OUOLOTNTEG UE eKElVEG TV eEVATK®V 070, 1610 emtineda éxBeonc. H aocpdieia tng cuvietduevng d6ong ada-
limumab otov mMAnBvopod tewv epnPov acbevav pe HS Baciletal oto Tpoeil acpdAeiag 6Tic S1dpopeg
evoei&elg tov adalimumab og evijhikeg ko maudiatpikong aobeveic Tov AapBavovy TapdUolEg 1| IO GLYVES
dooelg (PAéme mapdypagpo 5.2).

THouorazpiki vooog tov Crohn

To adalimumab a&loloynnke o€ Lo TOAVKEVTPIKY, TUYALOTOIUEVT, SITAL - TVPAT KAWVIKY SOKIUT TV
OYE0IAOTNKE Y10l VO AELOAOYTGEL TNV OMOTEAECUATIKOTNTO Kol 0oQAAELN TNG Bepameiog emaryyng Kot
oLVTNPNONG He B00ELS avaAoya pe To cmpotikd Bapog (< 40 kg 1 > 40 Kkg) o 192 mandrotpicong acOeveig
petal&o 6 kot 17 (cvumeptrapfovouévon) etmv, pe pétpla émg oofapn voco tov Crohn (CD), mov opiletat
g PCDALI > 30. O1 acbeveig énpene va €govv amotdyel ot cvpPoatikn Oepaneio (copneptlapfovopsvon
€vOG KOPTIKOGTEPOELDOVS KoM evHg avocotpomomom ko) yio CD. Ot acBeveig pmopet emiong va giyov
TPONYOVUEVOC YGoEL TV avtamdkpion 1) va eiyav ducaveéio oto infliximab.

Ohot o1 acBeveig Elafov Bepaneio emaywyng avoryns emonpavons o d6on pe Paon 10 copatikod Papog
Tovg oty évapén: 160 mg v EBSsoudda O kot 80 mg v Edoudda 2 yia acBeveic > 40 kg, kot 80 mg
ka1 40 mg, avtiotoya, yio acbeveic

< 40 Kkg.

Tnv EBoopdda 4, o acOeveic toyaromomOnkav 1:1 ue Bdon 1o copatikod tovg Bapog ekeivn ) otiyun
eite ot Xopnin Adon 1 oty Tomikn Adon Bepaneiog cvuvtipnong 6nmg eaivetat otov [livaxo 18.

Mivoxag 18. Adon Tovripnong

Bdapog a60evovg | Xaunin 66on Tomkn 06on
<40kg 10 mg ke devTepn gfdoudda 20 mg ka0e devTEPN €fdoudda
> 40 kg 20 mg k&b devtEPN EBdOUGON 40 mg ka0 devTepn EBdoUGON.

Amoteleouotixotnto,

To kOp1o KataAnkTikd onueio g peAétng rav 1 KMvikn veeomn v Efdopdda 26, 6mmg opiletatl og
PCDAI < 10.

Ta 0600t KAMVIKIG DPESTC Ko KAVIKNG avTamdkpiong (tov opiloviat wg peiwon tov PCDAI katd
TovAdyiotov 15 Babuovg and v Ty ‘Evapéng) napovoidlovrot otov [ivaka 19. Ta mocootd dtokomng
TOV KOPTIKOGTEPOEWOMV 1 TMV AVOGOTPOTOTONTIK®Y Tapovotdlovratl atov [Mivaka 20.
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Mivaxag 19.
Megrétn Hadratpikng CD
PCDAI Kiavikn 'Y oeon ko Kaviki] Avronokpion
Toau Adon 40/20 Xapni Adon Twn p*
mg Ka0g 0e0TEPN 20/10 mg ka0¢
efoopdda ogvTepn efoopdoa
N =93 N =295
Efdopada 26
Klvikn veeon 38,7% 28,4% 0,075
K\vikn avtomokpion 59,1% 48,4% 0,073
EBoopdda 52
Klvikn veeon 33,3% 23,2% 0,100
Klwvikn avtamokpion (41,9) 28,4% 0,038
* Tiun p yo TNV ovykpion g Tomikng doong évava g Xauning d6onc.

Mivaxag 20.
Merétn Houdwetpikic CD
Awokoni] KopTikootepogld®v 1] AvocoTPOTOTOITIKAVY Kol Z0YKAMon Xupryyiov

Tomuen} Adon Xopnin 06om T P!
40/20 mg ka0s 20/10 mg xda0¢
0gvTepn efoondon| oevTepN efoopdoa
ALOKOTTY] KOPTIKOGTEPOELODV N =33 N =38
EBdounada 26 84,8% 65,8% 0,066
EBdopdada 52 69,7% 60,5% 0,420
ALUKOTTH 0VOGOTPOTOTOUTIKAOV? N=60 N=57
EBdopdada 52 30,0% 29,8% 0,983
THykien cvpryyiov® N=15 N=21
EBdouada 26 46,7% 38,1% 0,608
EBdoudada 52 40,0% 23,8% 0,303
4 T p Yo v ovykpion tng Tumikng 06ong évaver Tng Xapming d6omng.
5 H avocoxoatactaitikn Oeponeio pmopei va dokonel pdévo katd v petd v Efdopdada 26, katd tnv
Kkpion oL EpeLVNTH, AV 0 0COEVNG TETVYE TO KPLTAPLO KAVIKNG OVTATOKPIONG
6 Opiletal og 10 KAgioWo OA®V TV GLPLYYinV ToL Tapoyétevay otnv Evapén, yio tovAdyictov 2

ouveyelg emokéyelg petd v 'Evapén

2toTioTiKd onuovtikég avénoels (Peitioon) amd v Evapén tov Agiktn Mdalog Xdpatog kot tng
TaOTNTOG VYOLG TTopatnpiOnKay Kot yio Tig d0vo ouddeg Oepameiog v ERdoudda 26 kot 52.

ZTOTIOTIKA Kot KAMVIKG onpovTikég Betiooelg and v 'Evapén tapatnpndnkav eniong Kot otig 600
opddeg Bepanciog yio TapapéTpovg morotrog (owng (cvumepiiapfovouévng me IMPACT I11).

Exat6 acBeveic (n = 100) and ) Medét IMaudrozpikig CD cuvéyicoy 6g pio avoikTy LoKpoypovia
pekémn enékraong aymyn. Eneita and 5 ypdvia Oepomeiog pe adalimumab, 74,0% (37/50) tov 50 acbevadv
OV TOPEUELVOY OTN LEAETN cLVEYIOAY Va. glval o KAVIKT Deeomn kat 92,0% (46/50) towv acbevdv

ouVE oAV Vo £XoVV KAWVIKN avtomokpior katd PCDALL

Houdrozpixn elcwons kolitida

H acedleia ko 1 amotedeopatikotnta tov adalimumab a&oioynOnkay oe o ToAVKEVTPIK,
TUYOOTOMUEVT], STAG TVEAR dokipr| o€ 93 madiaTpikovg acheveic nAkiog amd 5 €wg 17 etdv pe pétpia
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£m¢ coPoapn evepyd eAkmon koritida (Pabuoroyic Mayo 6 éwc 12 ue vmofaduoroyio evéookdTnong omd
2 £0¢ 3 Babuovc, emPePormpévn HEc® KEVTIPIKNG EPUNVEING TNE EVOOGKOTNONG), Ol OTTOI0L ElYaV AVETAPKN
avtomokpion N dvcavetio ot coppatikn Beparneia. Iepitov 10 16% tov acfevav otn pelém eiyov
amotuyel og Tpornyovpevn avtl- T NF Oepamneio. Xtovg acbeveic mov Adppavay KopTIKOGTEPOELDN KATH TV
€100YMYN OTN UEAETY], EMITPATNKE 1) 6TAOI0KT pelwon TG Bepaneiog [Le KOPTIKOGTEPOELDN UETA TV
EBdopéda 4.

Yty mepiodo apyikng d6ong g HeAémg, 77 acbeveig tuyatomombnkay pe avoroyio 3:2 otn Afyn Suthd
TEANG Bepaneiog pe adalimumab g apyikn d6on 2,4 mg/kg (uéyiotn d6on 160 mg) v ERdopdda 0 kot
v EBdopada 1, ko 1,2 mg/kg (uéyiotn 66om 80 mg) v EBdopdda 2, 1§ apykr d6on 2,4 mg/kg
(uéyiotn 660om 160 mg) v EBdoudda 0, sicovikd eappaxo v Efdopdda 1 kot 1,2 mg/kg (uéyiotn d6om
80 mg) v EBdoudda 2. Aueodtepeg ot opuddeg Erapav 0,6 mg/kg (uéyiotn 66om 40 mg) tnv EBdopdda 4
ka1 tnv EBdopdda 6. Metd amd tpomonoinomn 6tov oxedlacid g HEAETNG, 01 vtoloitol 16 acbeveig mov
gyypapnkav otny apyikn mepiodo rafov avowkt Oepancio pe adalimumab oty apyiky 601 TV

2,4 mg/kg (péyiot d6om 160 mg) v ERdopdda 0 kar v ERdopdda 1, ko 1,2 mg/kg (péyiot d6on

80 mg) v EBdopdda 2.

Tnv EBdopdda 8, 62 acbeveig mov enéder&av kKAvikn avtamdKplor Katd Ty empépovg fabuoroyioa Mayo
(PMS, optlopevn og peioon g PMS > 2 Babpovg kot > 30% oe oyéon pe ta apyika enineda),
TUYALOTTOM BN KOV 160UEPMS 6TN AW STAG TVPANG Bepanciog cuvinpnong pe adalimumab o 66om

0,6 mg/kg (uéyrotn d6on 40 mg) ke efdoudda 1 ddong cvvinpnong 0,6 mg/kg (uéyiotn d6on 40 mg)
Kk&Be devtepn efdopada. Ilpv amd v Tpomomoinon otov oyedlacud g pueAétng, 12 akdpo acbeveic mov
enédel&av KAvikn avtomokpion katd PMS tuyatomomOnkav 6tn Aymn ekovikod eapudKov, aAld oev
cuuTEPANEONKOY TNV eMPBEPUOTIKN AVAAVGOT ATOTEAEGUOTIKOTITAG.

Qg ¢€apon g vosov opiotnke avénon oty PMS tovddyiotov 3 Babudv (Yo acbeveig pe PMS 0 éwg 2
v EBdopdda 8), tovidyiotov 2 fabucv (yio acBeveic pe PMS 3 émg 4 v EBSopdda 8) 1| tovAdyiotov
1 BaBuov (yio acOeveic pe PMS 5 émg 6 v EBdoudda 8).

Ot acBeveic Tov TAnpovoay To Kprnpa yio Ty £€apon g vosov amd v Efdoundda 12 kot petd
Toyatomomonkav ot Aym véag apykng d6ong 2,4 mg/kg (uéyiotn 66on 160 mg) v d6ong 0,6 mg/kg
(uéyto 600m 40 mQ) kat cuvé ieay va AapBdvovy To avTicToryo oyfLe. 606G CVVTHPNONG EPEENC.

AmoteAéauato ovapopiKa Ue THY OTOTEAECUOTIKOTHTO.

Ta TpoTedovta KOTOANKTIKE onueia TG peAétng nrav 1 KAvikn veeon kotd PMS (opilldpevn mg PMS
< 2 ka1 yopig empépovg vrofaduoroyia > 1) v ERSopdda 8 kar n kAwvikn Heeon katd FMS (mAnqpng
Babuoroyia Mayo) (opilopsvn wg fabuoroyic Mayo < 2 kot ympic extpuépovg vopaduoroyia > 1) v

EBdopdda 52 otovg acbeveic mov enétuyav kKAvikn avtarokpion katd PMS v EBSoudda 8.

Ta mocootd KAvikng veeong katd PMS tv EBSopdda 8 yia tovg acbeveic o £ékootn t@v 600 Suthd
TVEADV OpAd®V apyIkng d6omg tov adalimumab wepéyovton otov Iivaka 21.

Mivakag 21. Khvikn 9@eon katd PMS o1ig 8 efoopdosg

Adalimumab*
Méywetn 660om 160 mg v
Epdopada 0/Ewkovikd @appaxo tnv

Adalimumab¥¥
Méywetn 660on 160 mg v
Epoopada 0 xor v Efoopdda 1

Epdopdoa 1 -
N=30 N=47
KAwvikn veeon 13/30 (43,3%) 28/47 (59,6%)
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* Adalimumab 2,4 mg/kg (péyiotn d6om 160 mg) v EBdoudada 0, sicovikd @appoxo v
EBdouada 1 ko 1,2 mg/kg (uéyiotn d6om 80 mg) v ESoudda 2

# Adalimumab 2,4 mg/kg (uéyiotn 86om 160 mg) v ERdoudda 0 kon tnv ERSoudda 1, kat
1,2 mg/kg (pnéyrot 66om 80 mg) v Efdondada 2

" Mn copumepthapoavopuévng e avorktig apytkng doong adalimumab 2,4 mg/kg (uéyiot
d6om 160 mg) v ERSdopdda 0 kot v ERdopada 1 kot 1,2 mg/kg (uéytom 66om 80 mg) v
ERdounada 2

Ynueimon 1: Apedtepeg ot opuddeg apyikig 66ong éhapav 0,6 mg/kg (uéyiotn 66omn 40 mg)
v EBdopdda 4 kot v EPdopdada 6

>nueioon 2: O acBeveig pe eddeinovoeg Typég v ERdopdda 8 Bempnnke ot dev
TANPOVGAV TO KOTUANKTIKO onpeio

Tnv EBdopada 52, a&roroynnke 1 kKAwvikn vpeon katd FMS otovg acbeveic Tov giyav avtamoxpion v
EBdoudda 8, n kKAwikn veeon kotd FMS (opilduevn g peimon ot Pabuoroyia Mayo > 3 Babuoic ko
> 30% omod Tig apykég TIHEG) oToVG acbeveic mov glyav avtomdkpion v EBdoundda 8, n erodAmon tov
BAevvoyovou katd FMS (opilouevn mg Baduoroyio evéookdnnong Mayo < 1) otovg acbeveic mov eiyov
avtamokplon v ERSopndada 8, n khvikn veeon katd FMS otoug acsbeveic mov mapovsialav veeon v
EBdopdda 8 kot 10 1060010 acbevav o Depeom ympic Koptikootepoeldn katd FMS otoug acbeveig mov
glyov avtandkpion v ERSdoudda 8, oe acbeveic mov édapav adalimumab otic Stmhd topréc uéyioteg
d6oe1g ovvtnpnong tov 40 myg kabe devtepn fdopdda (0,6 mg/kg) kot twv 40 mg kébe

gpoopdda (0,6 mg/kg) (Iivaxa 22).

Mivaxag 22. AToTELEGPOTA OVAPOPIKE UE TNV ATOTEAECRATIKOTNTA 6TIS 52 gfdopdoeg

Adalimumab® Adalimumab¥
Méywotn 660om 40 mg kaOe Méywotn 660om 40 mg kéOe
ogvTep efoopdoa efoopaoa
N=31 N=31

KAwvikn vepeomn 6tovg acbeveic mov
ciyov avtandkpion kotd PMS v 9/31 (29,0%) 14/31 (45,2%)
EBSopdda 8
KAvikn avtamokpion 6Toug
aoOeveic mov elyov avtamdkpion 19/31 (61,3%) 21/31 (67,7%)
katd PMS v EBdouddo 8
EnobAwon tov BAEVvoyOVOoD GTOVG
acBeveig mov eiyav avtamokplon 12/31 (38,7%) 16/31 (51,6%)
katd PMS v EBdopdda 8
KAwvikn vpeomn 6tovg acbeveic mov
mapovcialav Deeon kotd PMS v 9/21 (42,9%) 10/22 (45,5%)
EBdopdda 8
Y peon yopig KOPTIKOGTEPOELDN
oTovS aobevels mov eixav 4/13 (30,8%) 5/16 (31,3%)
avtomokplon katd PMS v
EBSopdda 8Y

* Adalimumab 0,6 mg/kg (uéyiotn d6om 40 mg) kabe devtepn efdopada
P Adalimumab 0,6 mg/kg (uéyiot 86om 40 mg) kéde efdopdda

Y& aoBeveic mov AdpuPovay GuyxopNYoVUEVH KOPTIKOGTEPOELDT KATE TV £vapén
>nueioon: Ot acbeveig pe eddeimovoeg Tipég v ERdopdda 52 1 ekeivol mov tuyotomondnkoy dote va
Lapovv Oepameia véag apykng 60ong 1 Bepameia cuvtnpnong Bewpnnkay g un avtamokplOEvTes yia ta.
KataAnKkTikd onueio e Efdoudadoc 52
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Ta emmpdobeta diepevLVNTIKA KATOANKTIKG onpeio TepAdpBavoy Ty KAMVIKH avTamdkplon Kotd Tov
deiktn evepydtnrog toudtoTpikng ekmdovg koritidag (PUCAL) (opilouevn wg peimon otov PUCAL

> 20 Babuoie amod Tig apyikés Tirég) kat kKAvikn veeon katd PUCAL (opildopevn og PUCAI < 10) v
EBdopada 8 xat v Epdoudda 52 (TTivaxa, 23).

Mivokog 23. AToTELEGNATA DLEPEVVITIKAV KATUANKTIKAV onpueiov kotda PUCAI

Epoopada 8
Adalimumab® Adalimumab¥
Méywotn d60om 160 mg tnv Méywotn d60om 160 mg tnv
Epoopdda 0/Ewoviko ¢dppaxo Epoopada O ko tqv
v Efoopdda 1 Epoopada 1
N=30 N=47
Kl voeon katd PUCAI 10/30 (33,3%) 22/47 (46,8%)
KAlvikn avramdkpion katd PUCAI 15/30 (50,0%) 32/47 (68,1%)
Epoopada 52
Adalimumab? Adalimumab®
Méyiwotn 660om 40 mg kdOe Méyiwotn 660om 40 mg kéOe
0g0TEPT Efoopdoa efoopdoda
N=31 N=31

KAwvuen vpegon katd PUCAI ctovg 14/31 (45,2%) 18/31 (58,1%)
acBeveic mov giyav avtamdkpion
katé PMS v EBdopdda 8
Kiwikn avtandkpion kotd PUCALI 18/31 (58,1%) 16/31 (51,6%)
o1ovg acbeveig mov elyav
avtomokpion katd PMS v
EBdoudda 8

* Adalimumab 2,4 mg/kg (uéyiotn d6omn 160 mg) tmv EBdoudda 0, sikovikd eappoxo v Efdoudda 1
ko 1,2 mg/kg (péyiot 66om 80 mg) v Epdouada 2

# Adalimumab 2,4 mg/kg (4w¢ 160 mg) v ERdoudda 0 kot thv ERdouddo 1, kon 1,2 mg/kg (éog 80 mg)
v EBdopada 2

" Mn ovpneplopfavopévng Tng avotkTng apyikng 66ong adalimumab 2,4 mg/kg (uéyiot d6on 160 mg)
v EBdopdda 0 kot v ERSopdda 1 kar 1,2 mg/kg (uéyiotn d6on 80 mg) v EBdopddo 2

8 Adalimumab 0,6 mg/kg (uéyiotn 86om 40 mg) kéOe devtepn efdouddo

¢ Adalimumab 0,6 mg/kg (uéyrotn 66om 40 mg) kabe efdopddo

Inueioon 1: Aupotepeg ot opades apykng o6ong Erafav 0,6 mg/kg (péyiotn 66om 40 mg) v
EBdopdda 4 kot v EBdoudda 6

Inueioon 2: Ot acbeveic ue eldeinovoec Tipéc v ERSoudda 8 Oempndnke 611 dev mAnpodcav ta
KOTOANKTIKG onpeio

Inueioon 3: O acbeveic pe eldeinovoeg Tipéc v ERSoudoa 52 1 ekeivotl mov tuyotomomdnkoy vote
va AMapovv Oepameia véag apyikng d0omng 1 Bepaneia cuvtipnong Bempdnkav wg un avtamokplfévteg
Yo To KotoAnktikd onueia tng EBSopddag 52

Amb tovg acbeveic vd Oepameia pe adalimumab ov éhapav Oeponeia véag apyikng doong katd T
dapkera g mep1ddov cuvrnipnong, 2/6 (33%) exétvyav KAvikh avtamdkpion katd FMS v Efdoudda
52.
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Howotnra {wng

I T1g opdideg mov AduPovay Bepomeio pe adalimumab mopoampnidnkoy Khvikd onuavtikég BeATidoelg
amo Tig apykég TipEG 0cov apopd v IMPACT I ko tig Babpoloyieg mapaywykdmag oty epyociol
Kot advvapiog deknepainong dpactmprotitov (WPAI) katd tov gpovtio.

INo T1g opdideg mov AduPovay adalimumab, moapoatnpndniay Kivikd onuavtikég avénoeic (Bertioon)
GTNV TOYVTNTO VYOVS G GYECT| LE TIG OPYIKES TLLES Kol Yo TOVG aoBeveig mov Adpfovay tnv vynAn d6om
ovvtpnong pe péytotn T ta 40 mg (0,6 mg/kg) kabe efdopdda, mapotnpRONKoy KAVIKG ONUAVTIKES
avénoeig (Peitioon) otov delitn PAlog COUNTOC GE GYECT| UE TIC UPYIKES TILEG.

THoudrozpixn payoeiditido.

H aopdAeia ko 1 anotedeopotikotnta Tov adalimumab a&loloynnkay o€ pio Tuyaomotpuévn, SumAd
GUYKOADPEEVT], Eheyyopevn perétn 90 modiatpikmv acbevav niikiog 2 émg < 18 etdv pe evepyn un-
Aomom Tpocbia payoeditida mov oyetiCovrav pe JIA, ot onoiot dev avtamokpifnkov oe Oepancio pe
uebotpedtn tovhdyiotov 12 efdouddmv. Ot acbeveic Elafav gite ekovikd papuoko 13 20 mg ada-
limumab (gév < 30 kg) 1 40 mg adalimumab (eév > 30 kg) kabe devtepn efdopddan 6e GLVILAGUO e TV
apykn door pebotpe&atnce.

To TpmTeEVOV KATAANKTIKO GNUEID NTaY 0 «YPOVOG EmG TNV amotvyio TG Oepanciogy. Ta kpitplo TOL
kaBopilovv v amotuyia g Bepameiag tav 1 emdeivoon N N mapoateTapévn pn fertioon g
0POOAUIKNG PAEYLOVIG, 1 LEPIKT] PerTimon pe avATTUEN GuVEX®Y 0POUAKAOY GLVVOCTPOTNTOV 1 1|
eMOEivOGT 0QPOOAUIKDY GUVVOGTPOTNTMOV, 1] LI ENXLTPETOUEVT (PTIOT) GLYXOPNYOVUEVOV QUPUAK®Y KoL M
avOoTOAN TNG Bepameiog yio TOpATETAIEVT XPOVIKT TEPT0DO.

KAwikn avromoxpion

To adalimumab peiwoe onpavtikd Tov xpdvo Emg v amotuyia TG OEpamEing GUYKPITIKG LE TO EIKOVIKO
eappaxo (Préne Zynuo 2, P < 0.0001 a6 ) doxpacio log rank). O d1duecog ypdvog Emc v amotuyio
g Oepameiog nrav 24,1 efoopadeg yio acbeveig mov Edafav Oepameia e elkovikd EAPLOKO, EVD O
dapecog xpovog £mg TV amotuyio ¢ Oepansiag yia acbeveic mov Elapav Bepancio pe adalimumab dev
pmopel va ektiunfet, emeldn Ayotepo amd Tovg Pioovg acbevelg eppdvicay amotvyio ot Bepaneia. To
adalimumab peimoe onuavtikd tov kivdvuvo amotvyiog thg Oepaneiog Kotd 75% cuyKPITIKA UE TO EIKOVIKO
@apuoko, Onwg eaivetar amd Tov Adyo kivdvvov (HR = 0,25 [95% CI: 0,12, 0,49]).

Ewoévo 2: Kapmoleg Kaplan-Meier mov Zvvoyilovv 10 Xpovo éog v Amotoyio the Ogpomsiog
oty Howdwarpiki) Meréty 1o ™) Payogdition
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Inueioon: P = Ewovikd eapuaxo (ApBudc acbevav mov diatpéyovv kivéuvo), A = adalimumab
(ApBudg acBevdv mov datpéyovy Kivouvo).

52. ®appoxoxiviTikés 1016TNTES

AmoppoONo™ Kol KOTOVOLUN

Metd amd vrodoplo. yopiynon g eamas 66omg tov 40 mg, 1 anoppdenon Kol 1 Kotavoun tov ada-
limumab fjtav apyn Kol pe enitevén TOV UEYIOTOV GUYKEVIPMOGE®MY GTOV 0pO 6TIS D NUEPES UETE 0o T
xoprynon. H péon amdivtn Prodiobeciudtta tov adalimumab mov vroloyicOnke o€ tpeig pehéteg petd
amo (o vodopla epdmas d6on Twv 40 mg frav 64%. Metd and epdmas evoopAEPia yopynon docemv
7ov Kopaivovrar amo 0,25 émg 10 mg/kg, ot cuykevipmdoeig ftay avarloyeg e doong. Metd and ddoeig
0,5 mg/kg (~40 mg), o1 kabdpoelg kKopdvOnkay amd 11 £mg 15 ml/dpa, o dykog katavoung (Vss)
Kopovotay omd 5 €mg 6 Mrtpa kon 1 péom ek edon numng nTov mepimov dvo gfdopnades. Ot
oVYKeVTpMGELS Tov adalimumab oto apBpikd vypd acbeviv pe pevpotoetdn apbpitido Kopowotay amd
31-96% exeivav Tov 0pov.

Metd and vrodopia xopnynon 40 mg adalimumab ava dbtepn fdopdda og evihikes acbeveig pe
PELUATOELDT apOpiTIda 01 HEGEG KOTMTEPES CLYKEVIPMOELS 68 oTafepn Katdotoor oy mepimov 5 pug/ml
(Gvev ocvyyopnyovuevng pebotpegdng) kat 8 £mg 9 ug/ml (ue TopdAinin yopiynon pebotpeldrng),
avtiotorya. Ta ehdocova eninedo Tov adalimumab ctov opd o otabepn Kotdotacn avéfdnkay Tepinov
AVOAOYIKA PE TN 6001 HETA amd vodopla 06on Twv 20, 40 kot 80 mg ava devtepn efdopdda Kot ava
gBdoudoa.

e eviilikeg acBeveig pe yopioon, N péon cvykévipmon ot otabepomompévn katdotaon Ntov 5 pg/ml
Kotd T diapketa tng Oepaneiog pe povobepoaneio adalimumab tov 40 mg kébe devtepn efdouada.

e eviilikeg acBeveig pe domuntikn Wpwtadevitida, pio déon 160 mg adalimumab v Epdopdda 0 kot
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axorovOmg 80 mg tnv EBdopdda 2 emitvyydvel ovuykevipdoeig adalimumab otov opd mepimov 7 pe 8
ug/ml v Epdopdda 2 kot tnv ERdoudda 4 H péon cvykévipmon ot otabeponotpuév Katdotoon Ty
EBdopada 12 émg v ERdopada 36 nrav nepimov 8 pe 10 ug/ml katd m didpreia g Oepaneiog pe ada-
limumab 40 mg kéBe efdopdda.

H éxbeon og adalimumab oe acOeveic pe epnPikn HS mpoPrépdnke xpnotpomoidvTog GoprokoKv)TIKG
HOVTELD TANBVGLOD Kol TPOGOUOImoT| PE PBAOT] TN POPUOKOKIVITIKY GTIG d1dpopeg evOeiEelg o GALOVG
ool TpIKos aobeveic (Taudiatpik|] yopilaon, veavikn woradng apbpitida, TadoTpikn vOGos Tov
Crohn, kot apBpitida oxetilopevn pe evhecitida). To cuvictdpevo yio Ty epnpikn HS docoroyikd
oyfue eivar 40 mg kabe devtepn efdopdda. Aedopévov ot n £kbeom oe adalimumab propei va
emnpedleton omd To pu€yebog Tov GMOUNTOC, oL £EPNPOoL pe PEYOAVTEPO COUATIKO BAPOG KO OVETOPKT
avTamdKploT PTopel voL @PeANB0oOV amd TN Ay TG GUVIGTMUEVTS Y10 TOVG EVIAIKEG 6doT Twv 40 mg
KG0e efoopadoa.

Y aoBeveig pe vooo tov Crohn, n d6on epddov 80 mg adalimumab v Edoudada 0 kot akorovbmg 40
mg adalimumab v EBdopdda 2 emttuyydvel cuykevipdoelg adalimumab otov opd mepimov 5,5 pg/ml
Katd T didpkela TG TEPLOdOL Enay®YNC. Mio d6om epddov 160 mg adalimumab v Efdopdda 0 kot
axolovBmg 80 mg adalimumab v Edopdda 2 emttuyydvel ovykevipdoelg adalimumab otov opd
nepinov 12 pg/ml xatd ) dibpkeia TG TePLOdov enaymyNg. Méoeg EAAYIOTEC CLYKEVTPMOGELS TN
otabepomomuévn katdotaon g tédéng tav 7 ug/ml tapampnbnkav ce acbeveic pe voso tov Crohn ot
omoiot élafav 6601 cvvinpnong 40 mg adalimumab kéOe devtepn efdoudda.

e moudatpikovs aobeveic pe pétpla Emg cofapn voco tov Crohn, n 6om emaymyng avouytng
emonpavong tov adalimumab firav 160/80 mg 1 80/40 mg tig EBdopddeg 0 kat 2, avtiotoyya,
g€aptdpevn and évo, avdtepo 0pto couatikod Papovg twv 40 kg. Tnv ERdoudda 4, ot acbeveic
Toyatomombnkay oe avoroyio 1:1 gite otnv Tomiky d6om (40/20 mg kébe devtepn efdoudda) 1§ oty
XapnAn 86on (20/10 mg ke devtepn efdopdda) oe opddeg Bepanciog cuvinpnong pe paon to
oopoTIKO TOVG Papoc. Ot péosg (= SD) ehdyioteg ouykevipmoelg adalimumab otov 0pd mov emttedydnkav
v Edopdda 4 rav 15,7 £ 6,6 ug/ml yua acbeveic > 40 kg (160/80 mg) ko 10,6 + 6,1 ug/ml yia
acBeveig < 40 kg (80/40 mg).

I acBeveic mov éuevav otny Tuyotomomuévn Bepameio Toug, ot péoeg (£ SD) eAdy1oTeEC GLYKEVIPMGELG
adalimumab v EBdopdda 52 ftav 9,5 + 5,6 ug/ml yua v opdda Tumikng d6ong kot 3,5 £ 2,2 ug/ml yo
v opdda Xapning d6ong. Ot Léceg Ay 10TES GLUYKEVIPAOGELS dtatnpndnkay oe acbevelc mov cuveyicav
va Aapfdavouvv adalimumab kdBe devtepn efdopdda yia 52 gfdopddes. Xe aobeveic yio TOVG 0mOioVG 1
d6om drapopeddnke amd kabe devtepn efdopdada og efdopadiaio oxfua, n péon (x SD) cvuykévipwon
adalimumab otov 0p6 katd v EBdouada 52 rav 15,3 £ 11,4 ug/ml (40/20 mg, efdopadiaio) kot 6,7 £
3,5 ng/ml (20/10 mg, efdouadiaia).

e acbeveic pe elkmon kolitida, pio 3601 £pddov Twv 160 mg adalimumab v Edoudda 0
axoArovBodpuevn amd 80 mg adalimumab v EBdoudda 2 exttuyydvel ehdyioteg cuykeviphoelg ada-
limumab otov op6 mepimov 12 pg/ml katd tn didpkeia e TePLOdov enaymyng. To péca KatdhTepa
enimedo mov mapoTnpHONKoy o otabepn katdotoaon sivar epimov 8 pg/ml oe acbeveis pe eEAkdIN
KoAitida mov éhaPav doon cvvripnong 40 mg adalimumab kabe devtepn efdopdda.

Metd v vroddpia yoprynon ddong Paoet Bapovg cduatoc 0,6 mg/kg (uéyrot d6om 40 mg) kdbe
devtepn gfdopada oe TadLOTPIKOVG ae0eVEIC e EAKDON KOAITION, 1) LECT] KATMTEPT] GUYKEVIPMOOT| GE
otabepn katdotaon tov adalimumab otov opd fTav 5,01£3,28 pg/ml v Efdopdda 52. T tovg
aobeveic mov AauPovay 0,6 mg/kg (uéyrotn d6on 40 mg) kabe efdouada, n péon (£SD) kotdtepn
ovyKévipoon oe otafepr katdotoomn tov adalimumab otov opd frav 15,7+5,60 pug/ml v ERSoudda 52.

e eviiMikeg acBeveig pe payoeditida, po d6om £pddov 80 mg adalimumab v EBSoudde O,
axoiovBobpuevn omd 40 mg kébe devtepn efdopada Eexvavtag v Epdopdda 1, odnynoe oe péoeg
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OVYKEVIPMOOELG oTafepononuévng katdotaong mepinov 8 pue 10 pg/mL.

H éxBeon o adalimumab ce acbeveic pe maidioTpixy payoetditido TpoPAEEONKE ¥PNGLLOTOUDVTOS
QOPUOKOKIVITIKG LOVTELD TANBVGHOV Kol TPOGOUOIMGT Le BACT T QAPUOKOKIVITIKY GTIG SIUPOPES
evdeilelc oe AhAovg TaudtaTpikovg acbeveis (madaTpikn yopioon, veavikn wlonadng apbpitida,
noudtatpikn vocog tov Crohn, kot apOpitida oyetilopevn pe evheoitidn). Aev vdpyovV dabEca KAVIKG
O€dOUEVH GYETIKG LLE TN XPNOT) TNG 000ONG EPOSOV Gg TodLd NAtkiog < 6 etdv. Ov mpoPrendueveg ekBécelg
cuvieTovV 0Tt eElhelyet peBotpeldng, pia 600 @O0V PUTOPEL VoL 00N YNGEL GE LaL apyIKT| ovEnom

GLOTN KNG ékBeomG.

H @oppokokivnTikn Kot QoppoKoKvNTIK/QopLOKOSUVOLLKY HOVIEAOTOINGT| KOl TPOGOUOI®OT TOV
mAnbvopov tpoéPreyay cvykpiown ékbson oto adalimumab kot amotelecpatikdtnTa 68 acOgVEiG OV
élaPav Bepameio pe 80 mg ke devtepn efdoudda dtav cuykpivovtay pe tn Oepaneio tov 40 mg kébe
gPdoudda (mepriapfovouévav Tmv evAikov acbevav pe peopatosdn apbpitida, dStomontiky
10pOTOSEVITION, EAKDIN KOAITION, VOGO Tov Crohn, acheveic pe epnPikn domuntikn WpwTadevitidn Kot
nodloTpkong acbeveis copatikod Papovg > 40 kg pe voso tov Crohn kot gEAkdOM KoAiTida).

2yéon €kbeonc-avtandkpions 6Tov mToudoTpikd tAnbvoud

Bdoet tov dedopévav amd kKAvikég pedéteg o aobeveig ue JIA (pJIA kar ERA), n oxéon éxbeonc-
avtamdkplong Hetad cuYKEVTIpOONG mAdouatog Kot aviorndkpiong PedACR 50 texunpiodnke. H
QOLVOLEVIKT] cLYKEVTp®OT TAdopatog adalimumab mov 0dnyei 6to uicy ¢ péytog mbavotntog
PedACR 50 avtamoxpiong (EC50) ftav 3 ug/ml (95% CI: 1-6 ug/ml).

H oyéon éxbeong-avrandkpiong petaé&d cvykévipoong adalimumab kot amotelecpatikdtrog o

ool TPIKos aobeveic pe cofapn ypdvia yopiaon katd mAdkag tekunpodnkay yio v PASI 75 kot to
PGA «aBapo 1 eldyioto, avtiotoiywc. H PASI 75 kot to PGA kaBapo 1 edyioto avénbnkav pe
av&avoueveg cuykevipaooelg adalimumab, pe mapopoio gawvouevikd EC50 4,5 ug/ml nepinov (95% ClI
0,4-47,6 xon 1,9-10,5, avtiotoiywg).

Amofoin

O1 QopUOKOKIVITIKES avVaADGELS TOL TANBVGHOD Pacet dedopevav and 1.300 kot dve acBeveig pe
pevpaTosldn apbpitida £dei&av o, tdon yio avénuévn eavopeviky kdBapon tov adalimumab 6co
aLEAVETAL TO COUATIKO BApog. MeTd amd Tposapoyn 6T S10pOopOToincT TOV GCOUATIKOD Bapovg, Tov
Yévoug Kat TG NMKIoG PaiveTol 01 TaPAyovTEG 0Tol va £xovy ikpn enidpoon oty kdbBapon tov ada-
limumab. TTapatnpnOnke 611 T0. eminedo Tov elevBepov adalimumab otov opd (un decpevpéva ota
avticoporo évavtt tov adalimumab, AAA) ftav yaunidtepa otovg acbeveic pe petpiolpo AAA.

Hrotkn 1 ve@pikn SUGAEITOLPYIN

To adalimumab dev £yl pehetnBei oe aobeveic e Nmatiky 1 vePIKn SueAettovpyid.
5.3. IIpoxivika dogdopéva yio TV d6QaArELQ

Ta pun KAviKd dedouéva OgvV amoKaAVTTOVY 1010iTEPO Kivouvo Y1 Tov dvOpmmo pe Bacn Tic peAéteg
to&otnTag epdmal 56omg, ToSIKOTNTOG ETUVAAAUPOVOUEVOV dOGEMV Kol YOVOTOSIKOTNTOC.

Mo pelét epPpootolikdTTog/meptyevvnTikng avamtuéng £yve o€ KuvopdAoyoug midnkovg o 0, 30 kot
100 mg/kg (9-17 mbrkovc/opdadn) kot dev omekdAvye Kapio voeién kivdbvov ota uppva Aoym tov ada-
limumab. Kapio pehétn koapkivoyéveong, 6mg 00TE Kol 1) TPOTLTN EKTIUNGCT TNG YOVILOTNTOG Kot
peTayevvnTikng to&ikotntag ogv éyve ue to adalimumab Adyw g anovsiog TV KOTIAANA®Y HOVTEA®Y
Yo VOl AVTICOUO LE TEPLOPLOHUEVT] S10GTAVPOVUEVT] ovTIdpacTIKOTNTA 6T0 TNF TpoKTIKdV Kot TV
avAnTTLEN EEOVOETEPOTIKMV OVTICMOUATMOV GE TPOKTIKA.
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6. GOAPMAKEYTIKEX IIAHPO®OPIEX
6.1 Katdhoyog ekdoywv

O&wkob o0&y

Tpwdpwd o&kod vatplo
IMookivn

IToAvcopPikd 80
"Yowp yio evéoipa

6.2 Acvpfoatotnreg

EXieiyel peletdv oyetikd pe tn ouufototnta, 10 mopov QAPUOKELTIKO TPOioV OV TPEMEL VA
OVOUELYVOETOL UE GAND POPLOKEVTIKE TPOTOVTAL

6.3 Avdpkera Cong

3 ypévia

6.4 Idwitepeg mpo@uraers Katd T @OAAEN TOV TPOTGVTOg
duvrdooete og Yoyeio (2:C — 8°C). Mnv katayvyeTe.

DVAACCETE TNV TPOYEUICUEVT] GUPLYYA 1 TNV TPOYEUGUEVT] GUGKEDT TOTOV TEVAG GTO EEMTEPIKO KOVTI
Y10 VO TPOGTATEVETOL OO TO PG,

H «é0e mpoyepuouévn odpryya | Tpoyspicpévn cvokevn tomov tévag Yuflyma pmopei va puidooetat o
Beppokpaocieg puéxpt 25°C yuo xpoviko ddotnua £mg kot 31 nuépec. H mpoyepuopévn oopryyaqn
TPOYELUGUEVT] GUGKELT TOTOV TEVAG TTPEMEL VO TPOCGTATEVETAL OO TO PG, KO VO, ATOPPITTETAL EAV OEV
ypnoorombel péoa oty mepiodo tov 31 nuepav.

6.5 @Yo KoL GLOTUTIKG TOV TEPLEKTN

Yuflyma 80 mg evéoiuo dtdlvpa og Tpoyspouévn cbptyyo

Evéowo d1dAvpa og Tpoyepicpévn cvpryya (Yool tomov 1) pe éuporo pe mopo toydpnong (amd
Bpopopfovtuiikd elaotikd) Kot pia Perdva pe TpootatenTikd KdAvpupe (0eppomAacTikd EAAGTOUEPEC).

2V0oKELOOIES:
o 1 wpoyeopévn ovpryyoa (0,8 ml oteipo didivua) pe 2 embéporo, aAkoOANG.

Yuflyma 80 mgevéoiuo dtdhvua o€ Tpoyemcuévn GOPLYYQ LUE TPOGTUTELTIKO KGAvuua BEAOVNC

H ovpryya eivan katackevaouévn amd yoaAl tomov I pe épPolo pe topa eiloydpnong (amd
Bpopofovtuoiikd glaotikd) Kot pia Berdva pe TpootatenTikd KdAvupe (0epromAacTikd EAAGTOUEPEC).

Yvokevaoieg:
o 1 mpoyeouévn ovpryyo pe tpootatevtikd Beddvng (0,8 ml oteipo didAvpa ) pe 2 embéuata
OAKOOANC.

Yuflyma 80 mg evéoiuo dtblvpo o€ TPOyEUGLEVT) GLGKELT) TOTOL TEVOC
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Evéoo d1dAvpa o€ TpoyeIGEVT CLGKELT TOTTOV TTEVOG Y1 YPNOT| Od TOV asBevn Tov TEPLEYEL Lt
mpoyeopévn cvptyya. H oopryya evioc g mévag sivar Kataokevaouévrn amd yvai tomov 1 pe éppolo
pe Topa eloydpnong (amd PpouoPfoutuAikd eAacTikd) Kot Kot pio BEAOVO e TPOOTUTELTIKOKAAV O
(BeppomhaoTicd ELUGTOUEPES).

2VOKEVAGIES:
o 1 mpoyeopévn ovokevt| tomov mévag (0,8 ml oteipo didAvpa ), pe 2 embépuata oAKoOANC.
o 3 mpoyepopéveg cvokevég Tomov wévag(0,8 ml oteipo didAvua), pe 4 embépata aAKoOANC.

Mmropei va pnv KuKAOQOpoLV OLEG 0L GUGKEVAGIES.
6.6 Iowitepeg TPoPULAEELS amToppLYNG

Kabe ayxpnoiponointo @opuakevtiKd tpoidy 1| VIOAEUUN TPETEL VO, ATOPPITTETOL COUP®VA UE TIG KOTA
TOMOVG 16YHOVGEG GYETIKEG SLATAEELS.

7. KATOXOX THX AAETIAY. KYKAO®OPIAX
Celltrion Healthcare Hungary Kift.

1062 Budapest

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

8. APIOMOI AAEIAY. KYKAO®OPIAX

Yuflyma 80 mg evéciuo dtélvpa o€ Tpoyspouévn cbptyyo

EU/1/20/1513/013

Yuflyma 80 mgevéoiuo dtdhvua o€ Tpoyemcuévn GOPLYYQ. LUE TPOGTUTELTIKO KGAvuua BEAOVNC

EU/1/20/1513/014

Yuflyma 80 mg evéoiuo StdAvpo € TPOYEUGLEVT) GUGKELT) TOTOL TEVOLC

EU/1/20/1513/015
EU/1/20/1513/016

9. HMEPOMHNIA ITPQTHX EI'KPIXHY/ANANEQYHYX THX AAEIAX

Huepounvia mpdg £ykpiong: 11 defpovapiov 2021

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

AemTopepEic TANPOPOPIES Y10 TO TOPOV PUPLOKEVTIKO TPOIOV gival 100EG1UES GTOV SIKTLAKO TOTO TOL
Evponaikod Opyovicpod @apudkmv http://www.ema.europa.eu
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vTo PAPLOKO 0VTO TEAEL LTTO GLUTANPOUATIKY TOPAKOAOVONOT. AVTO Ba EMLTPEWYEL TO YPIYOPO
TPOGIOPIoUO VEOV TANPOPOPLOY AGPAAELNC. ZNTEiTan 0md TOVG EXAyYEALATIES VYELNS VO OVALPEPOLY
omolesdnmote mhavorloyovpeveg avemiBounteg evépyetec. BA. mapdypaeo 4.8 yia tov Tpodmo ovapopdic
AVETOOUNTOV EVEPYELDV.

1. ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX

Yuflyma 20 mg evéoio didivua o€ Tpoyecpuévn cipryya

2. IHOIOTIKH KAI MIOXOTIKH XYNOEXH

Yuflyma 20 mg evéoiuo didlvpa og Tpoyspouévn cbpryyo

KaBe 0,2 ml piog epana& d6ong mpoyepouévng ovpryyog mepiéxst 20 mg adalpovuaumnc.

To adalimumab sivai éva avOpdOTIVO avaGLVEVOGUEVO LOVOKAMVIKO QVTICMLLE, TOV TaPAyETal 6€ KOTTOPO,
Qonkov Kwvéliwwv Hamster.

INo tov Tpn katdhoyo Tev exdoywv, BA. Tapdypago 6.1.

3. DOAPMAKOTEXNIKH MOP®H

Evéoyo d1dAvpa (éveon)

Awyég Tpog eapp®dg omaAilov, AYP®UO TPOG AVOIKTO KAGTOVO S1GALLLA.
4. KAINIKEX IIAHPO®OPIEXZ

4.1. OgpomevTiKég gvoeitelg

Neoavikn 1d1omadnc apbpitda

LHolvapBpikn veavikn 1010mabng apbpitida

To Yuflyma oe cuvdvooud pe ) pebotpe€dn evdeixvotor yio ) Oepameio tng evepyod moAvapOpikng
veovikng 11omabovg apbpitidag oe acbeveig nAikiog 0md 2 eTOV TV 0TOIMV 1 VTOTOKPIoT GE va 1)
TEPLOGGOTEPA TPOTOTOUNTIKE TNG VOGOL avTipevpatikd eappoke (DMARDS) givat averapkng. To
Yuflyma propei va yopnyeitar og povodeponeio oty nepintwon dvoaveiog og pebotpeEdtn 1 6tav
ocuvéylon g Oepameiog pe pebotpedtn kpivetan aKOTAAANAN (Y100 TNV OTOTEAEGUATIKOTNTA OTN
povoBepaneio PA. Tapdypago 5.1). To adalimumab dev £yl peretnBei og aobeveic nAikiog kdtm TV 2
ETOV.

Apbpitida oyetilousvy e evleoitioa
To Yuflyma evésikvotar yio tn Bepameio g evepyod apbpitidag mov oyetileton pe evheoitida o
acBeveic, nAikiag 6 TV KoL Gvm, 01 0Toiot ELPaVIoVV AVETAPKT OVTOTOKPIGT 1 OEV OVEXOVTOL TN

ovupatikn Ogpomeia (PA. Tapdypogo 5.1).

TToudroTpikn yopiaon Kotd TAGKOGS

To Yuflyma evésikvotar yio tn Bepameio g coBapnc xpoviag yopioons Katd TAGkag 6€ madid Kot
gpNPovg amd ™V NAkia Tov 4 ETMV 01 070101 ELPAVIGOV AVETAPKN AVTOTOKPION 1} EIVOL AKOTAAATAOL
VTOYNPLOL Yia TomK Bepameio Kot pwtobepameiec.
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Hadwotpikh vosoc tov Crohn

To Yuflyma evésikvotar yia ) Bepameio g uétpiag £mg coPapng evepyod vooov tov Crohn ce
TodloTpikovg acbeveic (NAikiag amd 6 eTdV) oL giyav AVETAPKY AVIOTOKPLIOT 6T GLUPATIKY Bepomeio
oV TEPAaUPAvEL TP@TOYEVT| SlaTpoPIKn Bepameio Kot Eva KOPTIKOGTEPOELDES Ko/ va
0VOGOTPOTOTOMTIKO, 1] TOV £yovV ducovesia 1 avtévoelln yo Té€toleg Oepameie.

Houdwatpikn poryostditida

To Yuflyma evdeixvotar yio ) Bepameio g moidiatpikig xpovioag un-Aotuddoug tpdcediag poyoetditidag
o€ aobeveig amd v nAkia TV 2 ETOV IOV EYOV AVETOPKT OVTOTOKPLOT 1 SEV AVEXOVTOL T1) GUUPATIKN
Bepaneia 1| oTovg omoiovg 1 cupPartikn Bepaneio dev elvan KaTAAANAN.

4.2. Aocoloyio Kol TPOTOG YOopPNYNONS

H Bgpancio tov Yuflyma 0o npénet va apyicet kot vo mapoxorovdeitar amd 101KELUEVOVG YIOTPOVG LUE
gumepio ot ddyvoon Ko T Ogpaneio voomv yia Tig omoisg evogikvutar to Yuflyma. O o@baiuiatpot
GLVIGTATOL VO, GLBOVAEDOVTAL Evay €101KO 10Tpd TPy TV Evapén g Bepaneiag pe Yuflyma (BA.
napaypao 4.4). Xtovg acbeveic mtov Aapfdavovv Yuflyma Ba npénet va diveton n Kapto YrevOouong
Acbevoic.

Metd amd katdAAnin ekmaidevor oty TeXVIKY éveong, ol acBeveic pmopovv va Kavoovv udvol Toug Ty
éveon Yuflyma edv o 1atpdg Toug 10 Kpivel EQIKTO Kot KATm omtd 1aTpiky) TapakoAovonon, ebv kpivetat

avayKodo.

Katd ™ didpkeia g Oepameiog pe Yuflyma, dileg cuyyopnyodueveg Bepameieg (.. KOPTIKOGTEPOEIN
KOU/T] 0VOGOTPOTOTOMTIKOL TapdryovTes) Bo Tpémet vo fEATIOTOTO00VTAL.

Aocoloyia
Houdratpixog winQvouog
Neovikn 101omadng apbpitido,

TolvopBpixn veavikn 101omabnc apOpitida omo v niikio. twv 2 TV

H ovviotdpevn d6om tov Yuflyma yio acBeveic pe moAvapBpikn veavikn onadn apbpitida, and v
nikia Tov 2 etdv, emiéyetot fdoet Tov Pdpovg odpotog Tov aobevoidc (TTivaka 1). To Yuflyma
yopnyeitarl péow voddpiag Eveong kabe devutepn gfdopddo.

IMivaxog 1. Adon Yuflyma og AcBeveic pe MolvapOpucii Neaviki) Id1omadn) ApOpitida

Bapog acOevoig A060L0YIKG oyNpa
10 kg péxpr < 30 kg 20 mg ke devtepn efdopdda
>30 kg 40 mg kaOs devtepn efdonado

Ta dra0éc1ua, dedopéva VITOSEIKVHOLY OTL 1] KAWVIKY avTamoKploT emttuyydvetal cuvibmg péca og 12
ePdopddeg Bepaneiog. H ouvéyion g Bepaneiog mpénel va a&loloyeital mpocektikd og 6molov acbev
dgV avTamOKpiveETAL HECH GE QTNV TN XPOVIKT TEPT0DO.

Agv vmdpyet oyetikn yprion Tov adalimumab oe acOeveic nhikiog kKGtm TV 2 €TMOV Yo GLTAY TV £VOEIEN.
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To Yuflyma umopei va Srotebei og GALEG TEPIEKTIKOTNTEG KO/ LOPPES OVAAOYQ UE TIG EEATOUIKEVUEVEG
OepamenTiKég avayKeC.

ApBOpitido oystilousvn ue evlsoitioo,

H ovviotdpevn 66om tov Yuflyma yio acBeveig pe apbpitida oyetilopevn pe evheoitido amd v nhikio
oV 6 etov, emihéyetal Paost Tov Papovg cmdpatog tov aobevovig (ITivaka 2). To Yuflyma yopnysiton
pEcm VTodOPLaG EvEon G Kabe debtepr efdopdda.

IMivaxog 2. Adon Yuflyma yia AcBeveic pe ApOpitida Xyetilopevn pe EvOeoitida

Bépog ac0evoig A0c0oloY1Ké oyfpa
15 kg péxpr < 30 kg 20 mg kabe devtepn efdopdda
>30 kg 40 mg «dOe devtepn efdouado

To adalimumab dev £yl pehetnBei oe acbeveic nhikiag katm Tov 6 eTdV pe apbpitida oyxeTilopevn pe
evBeoitido.

To Yuflyma pmopei va dwatebei o GAleg TEPIEKTIKOTNTEG KAV LOPPES OVALOYOL LE TIC EENTOUIKEVIEVES
BepamenTikég avayKec.

Toudiozpikn wwplaon Koto. TAdkog

H ovviotdpevn d6on Yuflyma yuo acBeveic pe yopioon kotd nidkoc, niikiog 4 éog 17 etdv, emiéyston
Baoet Tov Bapovg cdpatoc Tov acbevong (Iivaxa 3). To Yuflyma yopnyeital pécm vroddpiog éveong.

IMivaxog 3. Aden Yuflyma ywo IMowdretpikovg AcOeveig pe Yopiaon katd IMidkog

Bapog acevoig A0G0LOYIKO oYNpa

Apywn 06om 20 mg,axoiovBovpevn
a6 40 mg kdOe devtepn efdopdda
Eexvavtag pio Boopddo LeTd v

apykn 66om

15 kg péypr < 30 kg

Apywn 06om 40 mg,axorovBovpevn
a6 40 mg kdéOe devtepn efdopdda
Eexvavtag pio Boopddo HeTd v

apykn 66om

>30 kg

H ovvéyion tng Oepoameiag petd v 16m efdopdada mpénet va aloloyeitar Tpocektikd o€ dnotov acbevi
dgV avTamoKpiveTal HECH GE TNV TN XPOVIKT TEPT0DO.

Y mepintwon mov gvdeikvutan exavainym g Oeponeiog pe adalimumab, npémetl va axolovBovvtar ot
AVOTEP® GVOTACELS OYETIKG [LE TN 00G0A0YiN Ko TN didpkeila TG Oepameiag.

H acpdieia tov adalimumab oe toudiatpikong acbeveic pe yopioon kot mhakas £xel a&rohoyndel yio
éva péco dudotnua 13 punvaov.

Agv vmbpyet oxetikn yprion Tov adalimumab oe Toudid nAikiog kKGtm TV 4 £TdV, Yo, avThv TV Evoeién.
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To Yuflyma umopei va Srotebei o GALEG TEPIEKTIKOTNTEG KO/ LOPPES OVAAOYQ UE TIG EEATOUIKEVUEVEG

OepamevTiKég avAaryKec.

Houdiatpixn véooc tov Crohn

H ovviotdpevn d6on Yuflyma yua acbeveic vooo tov Crohn, nhikiog 6 émg 17 etdv, emdéyeton fhoet Tov
Bapovg cdpatog tov acbevoic (ITivaxa 4). To Yuflyma yopnyeitat péom vmodopiog Eveong.

IMivakog 4. Adon Tov adalimumab yw Iewdretpikovg AcBeveig pe voso Tov Crohn

Adon ocvvtipnong

2NV TEPIMTMOON TOL VILAPYEL 1] OVALYKT VLol Lo,
TayOTEPN avTomOKplon ot Oepamneia, yvopilovtag
0T 0 Kivouvog eKONA®ONG avemBOUNTOV GUUPAVTOV
umopel va glvar peyaldTePOS LE T YPNoN
UEYOADTEPNC SOOTG EMAYMYNC, UTOPEL VO
ypnowomoindei  mopokdtw do6oN:

e 160 mg v EBdopdéda 0 kot 80 mg v ERdopdda 2

Bapog a60gvoig Adon emayoyg pe évapén v
Epoopada 4

<40 kg e 40 mg v ERSopdda 0 kot 20 mg v ERSoudda 2
2V TEPIMTMOOT TOL VILAPYEL 1 OVALYKT] YLOL L0, TOYVTEPT
avtomokplon ot Oepameia, yvopilovrag 6Tl 0 Kivouvog 20 mg kaBe devTePN
EKONA®ONG AVETIOOUNTOV CLUPAVIOV UTOPEL Va. lvar eBdopada
UEYOADTEPOG UE TN YPNON UEYOADTEPNG OOCTG EXAYDYNC,
umopel va ypnoyomondei n wapoKdatm oo6on:
¢ 80 mg v EBdopada 0 kot 40 mg v ERdoudda 2

> 40 kg e 80 mg tv EBSopada 0 xor 40 mg thv ERSopdda 2 40 mg k&be

dgvtepn efdopdda

O1 aoBeveic mov gpeavifovv avemapkn avtamdkpiorn evogyetar va ®PeAnBolv and po avénon g

docoioyiag:
o < 40 kg: 20 mg kabe efdopddo
o = 40 kg: 40 mg ke efdopdda 1} 80 mg kabe dvtepn fdopdda

H ovvéyion tng Bepameiog og évav acBevi| mov dev £xel avtamokpiBel puéypt v efdoudda 12 mpémetl va

a&loloyeital TPOoEKTIKA.

Agv vmbpyet oyetikn ypron tov adalimumab ce Toudid nAikiog KaTm TV 6 £TdV Y10 avTAY TV EVOEEn.

To Yuflyma umopei va Srotebei o GALEG TEPIEKTIKOTNTES KO/ LOPPES OVAAOYQ UE TIG EEATOUIKEVUEVEG

OepamenTikég avayKec.

Houdrozpikn poyostditido,

H cuvictdpevn 86om Yuflyma yia moudiozpicoig acbeveic pe payogtditida, omo v niikio 2 €Tov,
emAéyeton faoet Tov Papovg copatog Tov achevovg (ITivakag 5). To Yuflyma yopnyeitot péow

VTOdOPLOG EVECTC.

2NV ToudlTpIKy payoEditidan, SV vIapyEL Tponyov e epmelpia ot Bepancio pe adalimumab ympig
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Oepancio oe cuvdvaoud pe pebotpesarn.

IMivaxag 5. Aoon Yuflyma ywe ITondratpikovg AcOeveig pe Payoeciditidn

Bépog ac0evoig A060LOYIKO oypa
20 mg ke devTEPN Efdoudda oe
<30 kg , .
cuvovooud pe pebotpe&dn
> 30 kg 40 mg ka0e devTepn efdoudda o

cuvdvooud pe pebotpebdn

Katd v évapén g Bepanciog pe Yuflyma, propei va xopnynei o 66om gpodov 40 mg oe acbeveig <
30 kg 11 80 mg o¢ acbeveig > 30 kg pia efdopdda mpv amd v Evapén g Bepameiog cuvtipnone. Agv
VIapyovV Staféctpo KAMVIKG dedopéva GYETIKA LE TN XPNoT TG 006G pddov Tov adalimumab oe Todid
nikiog < 6 etdv (PAéme Topdypogo 5.2).

Agv vmbpyet oyetikn ypron Tov adalimumab ce Todid nAkiog KGTm TV 2 £TMV Yo avT TV EVOEIEN.

Suviotdtor 0Tt To 6QENOG Kot 0 Kivouvog TG cuveyllopevne pakpoypoviog Bepanciog 0o mpénetl va
egetalovtal og etnoa Baon (PAére Tapdypago 5.1).

To Yuflyma umopei va Srotebei oe GALEG TEPIEKTIKOTNTEG KO/ LOPPES OVAAOYQ UE TIG EEATOUIKEVUEVEG
OepamenTikég avayKeC.

Neoppikn kavn nrotikn SucAertovpyio

To Yuflyma dev €xel peremBei og antdv tov mAnbuopd acbevav. Agv umopovv va yivovy vmodei&els yia
T docoAoyia.

Tpomog yopnynong

To Yuflyma yopnyeitar pe vrodopia éveon. IIAfpelg 0dnyieg yprong mopExoviatl 6To GOUALO 0dNYLDV
xpfiomg.

To Yuflyma diotibetar kot 6€ GALEG TEPLEKTIKOTNTES KOIL LLOPPEC.
4.3. Avtevositeag
YrepevoioOnoio ot dpaoctikn ovoia 1} 6 KAmo1o amd T KO0y TOV AVaPEPOVTOL STV TTapdypapo 6.1.

Evepyog oupotioon | dhieg coPapég AoumEelc, Ommeg oNy Kot vkalplokec Aotudéels (BAéne
napbypapo 4.4).

Métpro. ém¢ coPapn kapdiakn averndpkeio (NYHA class HI/1V) (BAéne mopdypago 4.4).

4.4. FE10kég TPOELOOTOMGELS KO TPOPVAAEELS KATA TN Y p1joN

IyynAacotnTa

IIpokeévou va Pertiwbdei n yvnAlootudtnta TV PLOAOYIKGOV QOPUIKEVTIKOV TPOIOVIMV, TPETEL VA
KOTAYPAPETOL LUE CAPTVELD 1] OVOLOGT Kol 0 aplOUog TapTidns TOL PUPLUKEVTIKOD TPOTOVTOG IOV
yopnyettat.
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AowdEelc

Acbeveig mov Aappdavouv TNF-avtaymviotég eivon mepiocotepo gvaictntol oe coPapic Aounéelg. H
dloTapayn TS TVEVUOVIKNG AEtTovpyiog EVOEYETOL Vo 0LENGEL TOV Kivouvo gupdviong Aouméemv. Ot
acBeveic Ba mpémel oG ek TOVTOL, VO TAPAKOAOLOOVVTAL TPOGEKTIKE Y10 AOUMEELS,
CLUTEPIAQUPAVOLEVTS TNG PLUATI®ONG, TPLY, KATA TN dtdpKeLa Kot petd T Ogpameio pe Yuflyma. Enedn
N armoPoin tov adalimumab propei va dapkécel uéypt ko TG UNVES, N TapakoAovOnon Ba Tpénst
va cuveyloTel ot d1dpKELD AVTNG TNG TEPLOOOUL.

H Ogpomeio pe to Yuflyma de Oa npénet va Eekiviioet g aobeveis pe evepyég AoumEelg
GUUTEPTAAUPOAVOUEV®Y TV XPOVIOV 1| TOTIKMOV AOIUDEEDV, HEXPIS OTOL 0L AOUDEELS TEBOVY VIO Eleyyo.
Xe aoBeveig mov &yovv ektebel oe puuatioon kot acBeveic mov Ta&ideyav og TEPLOYES LYNAOD KIVIOVOL
YL QUUATIOOT 1] EVONUKES LUK TIAGELS OGS IGTOTAGGULMOGT], KOKKIOOEWOHLKNTiOoT 1)
BAractopvkntioon Oo mpémel va Aappdvetol vtoyn o kivévuvog kot ta 0eéAN g Bepansiog e Yuflyma
npwv and TV Evapén g ayoyng (PAEne Aoirés Evkaupioxés loyudées).

O1 aoBeveic Tov avortiocovy o véa Aoipmén evd vrofdilovial og Oepomeia pe Yuflyma 0o mpénel va
TOPOKOAOLOOVVTAL TPOCEKTIKG, Kol Vo vTofdiiovial oe TAN PN dayvooTtikn a&loAdynon. H yopriynon tov
Yuflyma 6o mpémet va draxomel €dv o aoBevig eppavicet pa véo cofapn Loipwén 1 ofjym Kot Oo tpémet
va yivetal évopén g KatdAANANG avTykpoPloknig 1 avTIHLUKNTIOCIKNG oy@yng LéEYPLS 6Tov 1 Aoipmén
10l VO Eheyyo. Ot ywtpoi Oa Tpénel va givon Tpocektikoi 6tav eEetalovv ™ xprion tov Yuflyma oe
acOeveic pe €va 16TOPIKO LITOTPOTIALOVGOC AOTUMENC 1 LLE TTPOVTAPYOVGEC KATAGTAGEIS TOV EVOEYETAL VL
TPodBETOVY TOVG 0eBeVELS Y10 AOUDEELS, GLUTEPTAAUPOVOLEVIG TNG XPNOTG GVYXOPNYOVUEVOV
OVOGOKOTOGTOATIKDY QUPUAKDV.

2ofopéc Lowumleis

YoBapég Lopaéelg, copmepthapovorévng g oNyng A0Ym PokTnploK®V, LukoBaKTplaK®y, dnonTikdv
LUK TIOCIK®V, TOPACITIK®Y, I0YEVAV 1| AAADV EVKUPLOKOV AOIUOEE®Y, OTT®G 1| MoTEPi®o™, N
AEYIOVEAL®OT| KOl 1] TVELLOVOKDOTH £x0oVvv avapepBel og acBeveig mov Aappdavovv adalimumab.

AlAeg coPapég omEelg mov mapatnpndnikay oe KAvikég dokipég mepthapfdvouv Tvevpovia,
moeloveppitida, onmtikn apdpitida kot onyopio. Exyovv avaeepbei oyetilopevec pe Aouméelg
TEPIMTMOGELG VOGN AEING | TEPIOTOTIKG e BavaTneopa EkPac.

Douotioon

dopatioon, TepAapuPovorévig ETOVEVEPYOTTOINGTG KOl TPOTOEUPAVICOUEVTC PULOTIOONS, £XEL
avoeepbei og acbeveic mov Aaufdvovv adalimumab. Ot avagpopéc teplaufdvovy TePIoTOTIKA
TVELUOVIKTNG KOl EEMTVEVHOVIKNG (). KEYPOELDOVS) PLUATIOONG.

[pw amd v évapén g Bepanciag pe Yuflyma, 6ot ot acbeveig Oa mpémet va aloroynbovv 1660 yio
gvepyd 660 Kat avevepyd («AavBdvovsar) euuatioon. H a&loldynon avtr 0o mpénel va mepilapfaver
AEMTOUEPT] LOTPIKT EKTIUNGT] TOV 1GTOPIKOL PLUATIOONS TOV acOevdv 1 mhavi tponyovpevn ékbeor oe
dropa pe gvepyd PUUATIOOCT KOL TPOT)YOVUEVT] KOUT TPEYOVOO. 0VOGOKATAGTAATIKY Oepameio. Ot
KaTdAANAoL Edeyyot (Tr.y. depUaTIKT SOKIUAGIO PLUATIVIG KOl aKTVOYpoio Odpakog) Oa wpémel va
devepynovv ce 6AOVG ToVC 0obevelg (01 TOTIKEC 001YieC umopel va, epapprocdoidv). Zvviotdton vo
KaToypaeeTon 1) S1e€ayyn Kot To. OTOTEAECUATO AVT®V TV e&eTdoenv oty Kdapta YrevOduong
Acbevoic. Ocot cuvtayoypa@oby Oa Tpémel va AapuPavouy VoYV ToVg ToV Kivauvo YeLdME apvnTIkoD
ATOTEAEGLOTOG TG OEPUATIKNG SOKIHOGIG PUUATIVIG, E101KE 6TOVG GOPapE VOGOVUVTEG 1| GTOVG
0VOGOKOTAGTOAUEVOVG 0oDeVELS.

Y mepintmon Sidyvmong evepyod guuatioong 6 Oa npénet va apyiost ) Ogpancio pe Yuflyma (BAéne
napbypapo 4.3).

126



e OAeg TIC AAAEC TEPIMTMOELG O OTOIEG TEPLYPAPOVTOL TAPAKAT®, Bo TpEmet vor eEeTdleTON TPOGEKTIKE O
AGYoG opélovg/acpdielag tng Bepameiog.

Edv vrapyet vmoyia yio AavBdavovca gupatioon, 8o tpérnet va {ntnBei copfovin ard yatpd pe eumeipio
o™ PLUATIOGC.

Edv d1ayvocBei LavBdavovoa pupatioon, mpémnet va EeKiviioel KOTAAANAN Oepameio LE AVTIQUUATIKY
TPOPLAOKTIKY aywyn pv omtd tnv Evapén tov Yuflyma kot sopemva pe tig tomikéc odnyieg.

H yprion ¢ avtipuuatikng Tpopuiaktikng Oepaneiog Oo mpénel, emiong, va e&etactel mpv v Evapén
tov Yuflyma og acfeveig pe moAlamlong 1 GNUOvVTIKOOG Tapdyovteg KivdVo yio pUUATI®GT, aKOUN Kot
€dv €xovv apvntikn dokiacio yio QupaTioon Kot o€ acBevelg pe Tald 16Toptkd AavBdvouoag 1| vepyon
ovpatioons, oTovg omoiovg dev pmopet va emPePormbei ) enapkng Bepamneio.

[apd v Tpoeulaktiky| Bepameia Yo GLUOTIOON, TEPUTTMOGELS EXOVEVEPYOTOINOTG PLLATIMOTG EYOVV
avoeepbel og acbeveic mov AduPavav Bepaneio e adalimumab. Mepikoi acBeveic o1 omoiot Exovy
Oepamevtel pe emtuyia Yo evepyd eupatioon Exovv avartiéel Eova upoTioon Kotd T SLipKELD TG
Bepanciag tovg ue adalimumab.

Ot acBeveic Ba mpémel va AdPovv 0dnyieg va Kataphyovy G 1Tpikn GLUBOLAT €4V TPOKHYOUV
ONUEI/CUUTTOUOTA TOV UTOPEL VO LTOONA®VOLY AOTU®EN amd pupatioon (Y. enipovog Pyas, eLokn
advvouio/am®Agln BApovg, YOUNAOS TVPETOS, VOBPOTNTA) KOTA TN dSdpKeLla 1) LETA T Oepameia e 10
Yuflyma.

ANeg evkouprarés Loumlels

Evkaiprokéc Aopdéetg, cupmepthapfavopévey SininTik®dv HUKNTINCIKOV AO®EEDY Exovv Tapatnpn el
og acbeveig mov Aappdavovv adalimumab. Avtéc ot AowdEeig dev avayvopilovtal GLOTNUATIKG g
acOeveic mov Aappdvouy TNF-avtaywviotéc Kot ovtd £xel GLVTEAEGEL G€ KOOVGTEPNOELS GTI KATOAANAN
Oepaneia, pe amotéleoua kKamoleg Popég va Exovv Bavatneopa kPao.

INo acBeveic mov avorTOGGOLV GMUEIN KO CUUTTOUOTO OTOC TLPETO, KOKOLYIN, andAELD, BAPOVG,
EQOPAOOELS, Pya, dSVGTVOLN KO/ TVELHOVIKA SOt 1| GALEG coPapéc cuGTNUOTIKEG achéveleg Le 1
yopic TavToxpovn Katanmin&ia, Oo Tpémel va vdpyel voyia yio SNONTIKY poknTIotkn AoipnmEn Kot n
yopnynomn tov Yuflyma 0o mpénel va dtakdntetan dpeoa. H Sidyvmon kot 1 xopNynon eUmEPIKNG
AVTILVKNTIOCIKN G Ogpaneiog 6Tovg acbeveic avtovg Oa mpémel va yivetal 6e GuVEVVONGT UE 1TPO E101KO
otV mtepiBoiym acbevav pe dmbntucég pokntiaccég AopumEerc.

Enoavevepyoroinon Hratitidac B

Emavevepyonoinomn g nratitidag B éxel mpoxdyel o€ acbeveic mov Aappdvouv TNF-avtayoviot)
ocvumepiapfavouévov tov adalimumab, ot omoiot givor ypoviol opeic Tov 10V (TL.)., OVIIYOVO ETOAVEINS
Be110). Mepucég mepuntmoeig eiyav Bavatnedpa éxfacn. Ot acbeveig Oa mpénet va, eléyyovtan yio
Aoipmén and 16 nratitdag B mpwv v évapén g Bepaneiog pe Yuflyma. T tovg aoBeveic mov eivar
Oetcol oTOV EAeyy0 Yo Aoipmén amd nratitida B, cuvietdtal vo cupufovAiedovtal £va ylotpd pe umepia
ot Bepaneio T Nratitidog B.

O1 gopeic Tov 100 ¢ Nratitidog B o1 onoiot amaitovv Oepomeia pe Yuflyma 6o mpénel va
TOPOKOAOLOOVVTAL GTEVA Y10 GTUELN KOl CUUTTMOUOTO EVEPYOV AOTU®ENG 0o 10 nratitidag B katd
duapkela tng Oepameiog Kot yio apkeTovg Unveg PHETd T ANEN g Bepaneiog. Agv vdpyovv dabéciua
gmopkn oedouéva omd ) Oepameio acbevav ot omoiot ivar popeic Tov 100 T Nratitidoc B kot
Aappdvovv avtukn Oepaneia o€ cuvdvaoud pe TNF-aviayoviot, OcTe va epmodicovy Ty
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EMOVEVEPYOTOINGN TOV 100 TNE Nratitidoc B. Xe acbeveic mov epeavilovv emavevepyonoinomn Tov 100 g
nrozitidag B, Ba wpémel va drakonei to Yuflyma kot va yiver évopén pe amoTeAeGHOTIKY AVTILKT
Oepaneio pe KatdAANAn vooTnpIKTiKY Oepamneia.

Nevporoyikd meproTatikd,

Ot TNF-ovtoyoviotég, cupmepthapfovopévov tov adalimumab, £yovv cvoyeticbel e omdvieg
TEPMTMOGELG LLE TNV ELPAVION 1 TNV EMOEIVOON KAVIKOV GUUTTOUATOV KOUT AKTIVOLOYIKMV EVPTUATOV
OTOPVEAVATIKTG VOGOL TOL KEVIPIKOD VELPIKOD GUGTHATOS GUUTEPIAAUPAVOLEVIG TNG GKANPLUVGTS
KOTO TAGKOG KO TNG OTTIKNG VEVPITIONG, KOl TEPLPEPIKTC UMOUVEAVOTIKNG VOGOV GUUTEPIAAUPAVOUEVOD
oV cvvdpduov Guillain-Barré. Anatteital Tpocoy| and 660VE GLVTAYOYPUPOVY OTAV TPOKELTOL VO,
xopnynoovv 1o Yuflyma ce acbeveic pe mpoimapyovoa i e Tpodo@atn EKONAMOT ATOUVEAVOTIKOV
STOPAYDV TOV KEVIPIKOD 1| TEPLPEPIKOV VEVPIKOD GUGTAUATOG. XE TEPIMTOOT OV avorTuyOei
0TOLdNTTOTE OO CVTEC TIG draTaporyEg Tpémet va. eEeTaletat o evdeyOuevo dlakomng tov Yuflyma.
Ymdpyel (o yvooT LGYKETION UETAED TNG EVOLALESTS POYOELIITIONG KO TMV OTOUVEMVOTIKOV
SlTapay®V TOV KEVIPLKOD VELPIKOV GUGTNUATOS. Xe 000eVEIS e UN-AOUDIT EVOLAUEST POryOELdITION
TPEMEL VO, YIVETAL VEVPOLOYIKT eKTiunon mpwv amd v évapén g Oepomeiog pe Yuflyma kot taktikd katd
T dudpreta g Bepameiog yio v aE0AGYNON TPO-VTOPYOVGMY 1| VIO AVATTUEN OTOUVEAMVOTIKOV
SlTapay®V TOV KEVIPLKOD VEVPIKOD GUGTHUATOG.

AM\epyéc ovTOPacELC

Katd ™ didpkeia tov KAWIKOV doKIdY 01 6oPapéc oAlepyikég avtidpdoelg mov oyetilovtal pe to ada-
limumab ftav ondviec. Mn coPapéc ariepyikég avtidpaoelg oyetilopeveg pe to adalimumab nrav oyt
GLYVEC KOTE TN O1APKELN TOV KAMVIKGV SOKIUDV. AVAPopEG GOPapOY GALEPYIKOV AVTIOPAGE®DY
ovumEPIAQUBOVOUEVIC Kot TNG avopLAagiog Exovy mpokdyeL HeTd tn yoprynon adalimumab. Edv
TPOKVYEL OVOPVAAKTIKY avtidpacn 1 GAAN coPapny alhepykn avtidpacn, n yoprynon tov Yuflyma
pEnEL va, Stakomel AUES®G Kol v EEKIVIOEL 1] KATAAANAN Oepameio.

AvVOGOKOTOGTOAN

e o uehétn 64 acbevav pe peouatostdn apbpitida otovg omoiovg yopnynonke to adalimumab, dev
mapoTnPRNnKe KaTaoToA TG VIEpELaIcONGiag EXIPPASLVOUEVOD TUTTOV, UEIMON TV EMTESWDV
avocooPalpivng 1 ahiayn otov apduod tov evepyomomtikov T-, B-, NK kuttdpov, tov
LOVOKVTTAP@V/HOKPOPAY®V Kol TOV OVOETEPOPIADV.

Kaxonfsiec kot AepL@oHTEPTAUCTIKES SLATAPUYEC

2115 eheyyodpeves opddeg kKAMvikav dokiudv pe TNF-aviaywvioTté, neplocdtepeg mepmTdoelg KakonOglog
GUUTEPTAAUPOVOUEVOL KOl TOV AEUPOUATOG EYovv Ttopatnpn el peta&d acbevav mov Aappdavovv TNF-
AVTOYOVIOTEG GLYKPLTIKG IE Tovg paptupes. [Tapdia avtd, 1 cuyvoTTa EUPAVIONS NTOV GTTAvio. MeTd
v KuKAogopia, £xovv avapepbel Teputtdoelg Aevyayiog og acbeveig mov Elafoav Oepomeio pe TNF-
avTayoviotn. Ymapyel avEnpévog kivouvog avamtuéng AePO@POTOS Kot Agvyoipiog o aoBeveig pe
PELUTOELDT aPOPiTIdN TAGYOVTEC OO XPOVIA, VYNANG EVEPYOTNTAS, PAEYLOVADON VOGO, TO 0010
TePmALKEL TNV a&LOAOYN O™ TOV KIvdUVoL. Me Ty Tapovoa yvdeoT, dev Umopel va, omokAelotel mhovog
Kivduvog avamtuéng Aeppdpatog, Asvyotpiog Kot GAA®V Kakonbeidv oe acbeveig mov Tovg yopnyeitan
Oepancio pe TNF-avtayovior.

Metd v xukhoeopia, kokoneteg, peptkég Bavatneopeg, Exovv avapepbei o madid, eprfovg kot
veapovg eviiAikeg (MAkiag €mg 22 etmv) mov Elafav Bepancia pe TNF-avtayovicotég (évapén Oepameiog
oe Nhkio < 18 gtdv), ovumepiapPavopsvov tov adalimumab. To oL TEPiTov TOV TEPIMTOCEDY NTOV
Aepoopoto. Ot GALEG TEPUTTMGELC OVTITPOCHTEVAY 10, TOIKIAMO SLOPOPETIKOV KOKONOEIDY Kot
ooumepleAdpfovay omdvieg kakonelec cuvnOmg CLVOEOUEVES [UE OVOGOKATAGTOAY. Agv Umopel va
AmOKAEIGTEL 0 KIVOLVOG Y10 avATTLEN KaKonBeidv og Todid kot eprjfovg mov Elafav Bepaneio pe TNF-
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OVTOYOVIOTEC,

Metd v KukAoopia Egovv Tavtomondei ondvieg tepittdoelg nratoomtinvikov T-cell Aeppdpatog ot
acbeveig oTovg omoiovg yopnynOnke adalimumab. Avtdg o omdviog Tomog T-cell Aeppdpatog Exet ToOAD
embetkn mopeia kot gival cuvimg Bovatneopog. Kamoteg amd antég Tig mEPImTMOOELS NTOTOCTANVIKOD T-
cell Aeppdpotog £xovv Tpokdyel og veapoc evidikes acbeveilc atovg omoiovg yopnyeital adalimumab
tavtoypova pe afadelonpivn 1 6-HepKOTTOTOVPIVN YI0 PAEYLOVAOIT VOGTIHATA TOV EVIEPOV. O dUVNTIKOG
Kivéuvog pe tov ouvdvacpd alabgionpivng 1 6-pepkomtomovpivn kar Yuflyma 6o npénet va e€etaotel
TPOGEKTIKG. Agv umopel vor amokAelotel o kivovvog avdmntuéng nrotocminvikov T-cell Aeppodpotog oe
acbeveig otovg omoiovg yopnynOnke Yuflyma (BAéne mopdypapo 4.8).

Agv éypovv mpaypatonomBel peréteg mov mepédafoav acBevelg Le 16topkd kakonBetog M pe acbeveic
otovg omoiovg 1 Bepameia pe adalimumab cuveyiletor mapd v avamtvén kakonOeag. I'a oo,
amatteitat Wiaitepn mpocoyn katd ) yopriynon Yuflyma ce avtoig tovg acbeveic (PAéne mopdypapo
4.8).

‘O)ot o1 acbeveig kot Wiaitepa o1 0GHeVEIC LE 1UTPIKO 1IGTOPIKO EKTETAUEVG AVOCOKOTAGTAUATIKNAG
Oepaneiog N o1 acBeveic pe yopioon kot pe wotopikd Bepameiog pe PUVA B mpénet va e&gtalovton yio
Vv Omapén pn LEAOVOUOTIKOD KOpKIVOL TOV SEPUATOG TPV Kot KATd T1 OldpKeld tng Bepameiog pe
Yuflyma. Meldvopa kot kapkivopa ek kottdpov Merkel (Merkel cell carcinoma) éxovv emiong
avoeepbei og aobeveic mov édapav Bepaneia ue TNF-avtayoviotég cvumeptraufovousévov tov ada-
limumab (BAéne mapdypogo 4.8).

e pla gpgvvnikn KAy dokur, n omoio agtoroyel t xpnon evog aihov TNF-avtaywvioth, tov inflixi-
mab, og acOeveig pe pétpro émg cofapn yPOVIa ATOPPUKTIKN TVELUOVIKY VOG0 (XATT), £xovv avapepOel
TEPLOCOTEPESG KOKONOELES, KLPIWG GTOV TVEDHOVA 1] GTNV KEPOAT KOl GTOV TPAYNAO, GTOVG 0GOEVELS IOV
AauBavay infliximab cuykpitikd pe tovg paptopec. OAot o1 acbeveic elyov 16TOPIKO GLYVOD KOTVIGUATOG,
Emouévamg, Oa mpémet va 600l 101aitepn Tpocoyn, étav ypnoiponoieitol omotoconmote TNF-
avtayoviotns oe XAIl acBeveic, Onwg eniong kot o€ acbevelg e avénpévo kivovvo yia kakoneia
eEautiag Tov oLYVOD KOTVIGHOTOC.

Me Bdon ta tpéxovta dedopéva dev givat yvmoto av 1 Bepancio pe adalimumab exnpedalet Tov kivovvo
v avantoén dvomhaciog N kapkivov Tov moyéog eviépov. Olot o1 achevelg pe EAK®OT KOAITION TOV
SaTpéyovv avénuévo kivovvo ya SuoTiacia 1 Kapkivo Tov Tayx£og evEPOL (Yo mapddetypa, acheveis pe
HoKPOYPOVIL EAKMON KoAiTIdo 1 Tp@Tomadr] GKANPUVTIKN YoAayyeUTIdN) 1| 01 0moiot Elyav TPONYOLUEVO
16TOPIKO SVOTANGING 1] KOPKIVOLO TOVL TayEog eviépov Ba mpénetl va e€etdalovral yio Suemiacio ovd
TOKTA ¥POVIKA dtooTNpaTe, TPV TN Ogpameio Kot kad' OAN v mopeia g vooov tovg. H a&loAdynon avty
Oa Tpémetl va Teprlapfavel KoOAovookOTN o Kot Proyieg COUPOVA UE TIC TOTKEG 0N Yies.

Ayotohoyikéc avIdpAcELS

"Exovv avapepbel ondviec TEPITTOOELS TOVKVTTAPOTEVING, CUUTEPIAAUPAVOUEVIC KOl TG OTAOGTIKNG
avapiog Katd tn yopnynon aviayoviot®v tov TNF. Avemfbuntoa coppdvta Tov apomointikod
GUOTAKOTOC, CUUTEPTAOUBOVOIEVIC TNG LLTPIKE GNUAVTIKNG KuTTapomteviag (w.y. Opouporevia,
Aevkomevia) xovv avaeepBel pe to adalimumab. Olot o1 aoBeveic Ba mpémel va evpepmdvovTal MGTE Vo
avalnTnoovy GUECT] WITPLKT LTOGTAPLEN EGV EUPOVICOVY GNUEIN Kol GOUTTMUOTO VTOTTA Y10, SVOKPOGTO,
TOV OiIOTOC (.Y, EMUEVOVY TUPETOC, WDAMTES, OLUOppayio, @YPOTNTO) EVD TOVG £xet xopnyndei Yuflyma.
Awaxonr g Oepaneiog pe Yuflyma 0a npénet va e€etdleton og acbeveic pe empPefouropévo onpovtikég
OLLOTOAOYIKES OVAOUOALEG.

Epfolocuoti

[Mopouoteg avTomokpioels avTicOUATOV ®¢ TPOG T0 TPOTLTIO 23-60eVEC TVELLOVIOKOKKIKO EUPOALO Kol
TOV TPOVVOLUOV EUPOAOGUOD KOTA TOV 100 TNG Ypinng, mapatnpinkay o€ pio perétn og 226 eviAIKeg
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acbeveic pe pevporoedn apbpitido otovg onoiovg yopnynOnke adalimumab 1 sikovikd @appoko. Agy
VIapyovV O100Ec1a GToLYEID Yo T OEVLTEPOYEVT HETASOOT NG AoiHmENG omtd epfora amd {dvteg
HKpoopyovicote oe acbeveig mov Aapupdvovy adalimumab.

Yuvictdtot, €9’ OGOV eivat EPIKTO, Ol TOOLATPIKOL AGHEVELS VoL £YOLV TPOLYLLOTOTOGEL TOVG OTAPALTITOVG
gUPoAMocIODC GOUPOVA UE TIG IOYDLOVOES KOTELBLVTIPIEG 0dNYIEG Y10l TNV CVOGOTTOINGT TPV 0o TNV EVaPEN
g Bepomeiog pe Yuflyma.

Ot aoBeveig mov Aappdavoov Yuflyma givar duvatd va kévovv tovtdypova epolacuodc, eKtog v
euPoliov amd Lovreg pkpoopyavicpovs. H yopniynon epporiov and {dvieg pikpoopyoaviopovg (..
guporo BCG) yia ta fpépn mov ektiBevron o adalimumab ot puitpa dev cuvietdror yio 5 ufiveg petd
TNV TEAEVTOIO EVEDT)

2VUEOPNTIKN KOPOLOKT OVETAPKELD,

e pio kKhvikn dokiun pe évav aiio avtayovioti tov TNF, tapatnpnibnke emdeivoon g cupopnTIKNG
KOPOOKNG AVETAPKELNG KOt avENCT TG BVvNoILOTNTOC AOY® CLUHPOPNTIKNG KOPIIOKNG OVETAPKELOG.
"Exovv mopatnpnbel mepintdoelg endeivmong GUUQOPNTIKAG KOPII0KNG AVETAPKELNG 0 0loOEVELG TTOV
éhaPov adalimumab. To Yuflyma 6a npénet v, ypnoponoteiton pue mpocoyn o€ aobeveic pe fmia
kapdwakn averndpkela (NYHA class I/11). To Yuflyma avtevdeikvoton ot pétpua émg cofapr Kopdakn
avemdpketo, (PAéne mapdaypapo 4.3). H Oepancia pe Yuflyma 6o mpénet va drakodnteton o acbeveig mov
AVOTTOCOOVV VEQ, GUUTTOUATO, 1] ELPAVIOVV EMIOEIVOOT] GUUTTOUATOV GLUPOPTTIKNG KAPIIOKNG
OVETAPKELNG.

Av10avocec dEpYosies

H Bgpancio pe Yuflyma evdéyeton va éxet og omotéAesia T0 GYNUATIGHO 0VTOAVOcOVY avito®udtov. H
gnmidpaomn g paxpoypoviag Bepaneiog pe adalimumab oy avamtvén avtodvocsmy voonudtmv givat
dyvootn. Edv évac aoBeviig avantiosel cuuntdpoTo HTonTo Yo uVOPOUO TPOGOUOIALoV e AVKO HETA
™ yoprynon ue 1o Yuflyma kot éxel Oetikd avticopota kotd duming édikog DNA, d¢ Oa mpénet va
yopnyeiton mepartépm Oepomeio pe Yuflyma (BAéne mopdypago 4.8).

Tavtdypovn yopnynon Broroyikdv DMARDS | TNF-aviayovictdv

YoPapéc hopméelg TapatnpiiOnkay o KAMVIKEG S0KIUEG pE TanTdypovn yoprynon anakinra kot GAlov
TNF-avtaymvior, tov etanercept, yopig Kovéva emurpdcheto KAvikd O6QEAOG € GUYKPLOT LE T
yopnynon tov etanercept wg povobepameia. E&artiag tg guong tov averifountov coufaviov mov
mapatnpiOnkay pe To cuvévacuod etanercept kot anakinra, sivar mbavo vo, Tpokdyouy dUoLEg TOEIKEG
emdphoelg pe to cuvdvacpd anakinra kot aihov TNF-avtayoviet. Q¢ ek T10HTOV, 0 GLVILAGHOS TOV
adalimumab pe anakinra de cuvietdton (BAEme Topdypago 4.5).

Tavtdypovn yoprynon tov adalimumab pe dAlo froloyikd TpomomonTikd TG VOGOL BVTIPELUATIKA
eapuako (DMARDS) (m.y. anakinra kot abatacept) 1 dAdovg TNF-avtaymviotég dev ouvioTdtol, Aoy®
mOovoy avENUEVOL Kvdivou Yo AOUMEELS, CUUTEPTAOUPAVOLEV®Y GOPApOY AOUMEEMV Kot Yot GAAES
mOavig apuakoroyikés alAniemdpdosig (BAEne mapdypago 4.5).

Xepovpykég emeuBaoelc

Yrdpyel meplopiopévn eumelpio; yio TV ac@AAEIn OTIG YEPOLPYIKEG emepPdoelg acbevmv mov Aapupdvouy
adalimumab. O peydrog ypdvog nuiceag Long Tov adalimumab Ba wpémet vo Aappavetal vdyn dtov
apoypoupatiletor po yepovpyikn exéppaoct. O acbevic 0 0moiog mpénel va vtoPAnOel o€ enépuPacn evod
givan vrd Bgpamneio pe Yuflyma 0a npénet va napaxorovdeitarl otevd yia Aotuméeig kot vo Aappdvovtal
T ovOiAoyo PETPA. YTTAPYEL TEPLOPICUEVT] EUTEIPIN Y10 TNV OCQUAELN G a.60gvelG TOL VTOPAAAOVTOL GE
apBpomhaotiky eméuPacn evéd Aappdvouv adalimumab.
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Amdepoén Tov AemtTon EVIEPOL

H un avtamdkpion ot Bepancio yio ) voco tov Crohn givar mbavo va vrodnidver ) mtapovsia
WOTIKOD GTEVOLOTOG TO omtoto gival mhovo va amaitel yeipovpyikn avripetdmion. Ta dtubéoipa dedopéva
vrodetkvoouvv 61t To adalimumab dev emdsivdvel ovte TpoKaAEl GTEVOUOTO.

HAuwcuopévor

H ovyvomro copapadv Aoywdéemv petaé&d acbevaov mov Aapfdavovv adalimumab niwiog dve tov 65 gtdv
(3,7%) Moy vymAdTEPN 0 ekeivn Yo acBeveig nhikiag kdtm tov 65 etdv (1,5%). Mepikoi ek Tmv
omoiwv giyav Bavatneopo éxPaoc. Idiaitepn mpocoyn oYeETIKA LE TOV Kivouvo AOUOEEDY EQIOTATOL KOTH
T Bepameio NAKIOUEVDV.

HModrapucdc TAnfuoude

BAéne Epporo mapamdveo.

[epiéyet vatpio

To pdpuaxo avtd mepiéyel Ayodtepo and 1 mmol vatpiov (23 mg) ava 0,2 ml ddéong, sivar avtd wov
ovopdlovpe «erebBepo-vatpiovn.

45. Aliemopdosic pe GALo QUPUIKEVTIKG TPOIOVTH Ko GALEG pop@éc ailniemiopacng

To adalimumab éye1 peretnbei og acbeveic pe peopatoedn apbpitida, Tolvaphpikn veavikn 1810madn
apBpitida ko yopacikn apbpitida tov Aaufdvovy adalimumab cav povobepaneio kot o€ aobeveic mov
totoypova Aappdvooy kot pefotpeEdt. O oyNUATIGHOS AVTIGOUATOY NTay YapnAdTEPOC OTav To ada-
limumab 366nke og cvvdvacud pe pebotpeEdt o€ GuYKpLoN Le TN XPNRoT Tov ®¢ povobepaneio. H
yopnynon tov adalimumab ywpic pebotpe&dtn 0dMynoe e aLENUEVO GYNUATIGUO OVTIGOUATOV, aOENG
™¢ kaBapong tov adalimumab kot petwpévn amotehecpatikotnta Tov adalimumab (BAéne Topdypapo
5.1).

O ovvdvaopog Tov adalimumab pe anakinra de cuviotdton (BAéne mapdypaeo 4.4 « Tavtdypovn yoprynon
Broroyuwwdv DMARDS 1 TNF-avtayoviotodv)».

O ovvdvaopos Tov adalimumab pe abatacept 6e cuvietdron (BAéme Tapdypapo 4.4 « Tavtdypovn
yopnynon Proroyik@v DMARDS 7| TNF-avtoyovietdvy).

4.6. Tovipétnra, kOnon km yorovyio

Tuvaikec o€ avamopay®yikn nitkio

Y& yuvaikeg mov Ppickoviol e avamopoywykn nAtkio Tpénet va eEetdletat 1 ypNnon KOTAAANANG
OVTIGOAANYNG Y10, TNV ATOQLYT EYKVHOGUVIG TNV 0Toia Kot v suveiouV 1o TOLVAIYIOTOV TEVTE UVES
petd v tehevtaio Oepancio pe Yuflyma.

Kvnon

"Evag peydrog apiBudg (mepimov 2.100) npoomtikd cuAleyuévmv kufoemy mov ektédnkov og adalimumab
€XOVTOG MG AMOTEALEGLLO TNV YEVVIOT (DVTOV VEOYVOV LE YVOOTEG ekPaoels, Teptiapupdvovtog
nepiocotepeg omd 1.500 kunoeig pe £kbeomn oto adalimumab ot didpkeia Tov TPOTOL TPYWHVOL, dEV
VTOJEIKVVEL Ui, aOéENGT 6T GLYVOTNTE SOVCTAAGING GTO VEOYVO
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e pio TPooTTIKY KoToypoen eyypaonkoav 257 yuvaikeg pe pevpatostdn apbpitida (PA) 1 voécso tov
Crohn (CD) o1 onoiec éhapav Oeponeia pe adalimumab tovldyiotov Kotd T S1GpKeLo, TOV TPDOTOL
tpurvov kot 120 yovaikeg pe PA 1 CD ot omoieg dev éhapav Oepomeia pe adalimumab To mpmtedov
KOTOANKTIKO OMUEID TOV O EMMOAAGHOG TNG YEVVIONG UE CTUAVTIKEG GUYYEVELG dlapapties. To mocooTtd
TOV KUNGE®V 01 0Toleg EAnEav e pia TovAdyloTov Yévwnon ovtavoLd veoyEvvntou PBpépoug Le pio
peiCovo ovyyevn dwapaptio Ntav 6/69 (8,7%) otig yovaikeg pe PA mov éhafov Oepaneio pe adalimumab
kot 5/74 (6,8%) otig yuvaikeg pe PA ov dev éElafav Bepancio (un nposappocpévo OR 1,31, 95% Cl
0,38-4,52) ka1 16/152 (10,5%) ot1g yovaikeg pe CD mov éhapav Oepomeio pe adalimumab ko 3/32 (9,4%)
otig yuvaikeg pe CD mov dev éhafav Oepameio (un tpocappoouévo OR 1,14, 95% CI 0,31-4,16). To
npocoppocpévo OR (Aaufdvetor vedoyn yia Tig Stapopég omd tnv apykn tiun) frav 1,10 (95% CI 0,45-
2,73) xatd Tov cuvdvacud PA kot CD. Agv vanpyov 610kpitég S10popEg LETOED TV YOVOIK®DVY TOV
éhapav Oepomeio pe adalimumab kot yovakdv mov dev Edafav Oepomeio wg mpog to devtepedovTa
KOTOANKTIKA onpeio anTOUATOV ATOBoA®V, EAAGGOVOV GUYYEVAOVY SOUAPTIAV, TPOMPOV TOKETOD,
pey€0ovg veoyvol Kat cofapmv 1 EDKOIPLOKOY AOUMEE®Y Kot deV avapEpOnKaY ToKETOl VEKPOD gUPpvov
N KakonBeies. H epunveia tov dedopévov evdéyetat va ennpedotnke Aoy® TV HeBOSOA0YIKOV
TEPLOPICUADY TNG LEAETNG, TEPTAAUPAVOLEVOV TOV UIKPOV HEYEDOLG OELYLOTOC KOt TOVL U
TUYOIOTOMUEVOD GYESIUGHOV.

e o peAét toEkoTnTOag 6TV ovamTuén mov deénydn oe monKove, dev VINPEAY EVIEIEEIC UNTPIKNG
to&dtNTag, pPpuoTo&ikdTnTag N TEpatoyéveonc. Aev glvar Sabéoipa TpokAvIKA dedopéva yio )
veoyvikn to&ikdtro tov adalimumab (PAére mapdypago 5.3).

Aoym ¢ avactorng tov TNF |, to adalimumab yopnyoduevo katd tn didpketo Thg KONoNG EVOEXETAL VO
EMMNPEACEL TIG PVOIOAOYIKEG AVOGEG aVTOTOKPIGELG TOL veoyévvntov. To adalimumab npénet va
YPTCLLOTOLEITAL KATA TN OLAPKELD TG KONONG LOVO EPOGOV GAPMOS YPELdleETAL.

To adalimumab propei va damepdoet Tov TAakobvTo Kot vo el6EADEL GTOV 0pO TV VEOYVOV TOL
yevwinkov and yovaikeg mov Elafov adalimumab katd ™ didpreia g eykvpoovvne. Kotd cuvéneia,
avTa o Ppéen pmopel va dtatpéyovv avénuévo kivouvo yia Aoipwén. H yopnynon epporiov amd (dvteg
pkpoopyavicpovg (1.y. epuporo BCG) ya ta Bpéen mov ektifevtar og adalimumab ot pftpa dev
GUVIGTATOL Y100 5 UAVEG LETO TNV TEAELTALN EVEGT] EVECT] GT UNTEPO KATA TN SLIPKELN TNG EYKVUOGVVNG,.

Onioopodg

[Mepropiopéveg TAnpoeopieg omd tnv dnuooctevpévn Piproypagio vrodeikvdooy o1t o adalimumab
AMEKKPIVETOL GTO UNTPIKO YA GE TOAD YAUNAES CLYKEVTPAOGELG e TV mapovasia Tov adalimumab oto
avBpomvo yala va gival og cvykevipmoelg 0,1% émg 1% oe oyéon pe T GLYKEVIPWOOT GTOV 0pO TOV
aipatog g untépag. Otav yopnyovvial amd Tov GTOUATOS, Ol TPOTEIVEG TOV 0voGocpulpvedv G
VEIGTAVTOL EVIEPIKT TPOTEOAVGT KOl EYOVV TTyN BrodiadeciudtnTo. AV avapévovTal ETOPAUCELS OTA,
OnAalovra veoyva/Bpien. Tvvenmg, To Yuflyma pnopei va ypnoporombet kotd t didpkeia Tov
tniaopov.

Tovipdtra

Tpoxhvikd dedopéva. yio Tig endpaoelg tov adalimumab ot yovipodtnta dev givar drabécia.

4.7. EmOpAacels 6Ty IKAvOTnTo 001Y161G KU1 EIPLGUOV Y UVIIULATOV

To Yuflyma umopei va £xet ukpn enidpacn oty tkovoTTo 001 yNoNG Kol YEPICUOD UNYOVIUATOV.
'i)gyog Kot dratapayn TG Opaong puropel va copuPodv petd ) yopnynomn tov Yuflyma (BAéne mopdypapo

4.8. AvemOOunTteg evépyereg
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TIepiAnyn tov TPoPik 0oQAAELOC

To adalimumab pelemOnke o 9.506 aoBeveic katd T S1APKELD, TAOTIKOV EAEYXOUEVDV
KOLOVOLYTOVOOKIU®V Yol TEPiodo péypt 60 unvec | meptocoTEPO. AVTEG 01 dOKIUEG TTEPLEAGUPOVOY TOGO
acBeveic pe mpdun pevpatogldn apbpitida 660 Kol He LOKPOXPOVIa VOGO, VeaviKN dtomadn apbpitida
(molvapBpikn veavikn Wromadn apbpitida Kot apbpitida oxetilopevn pe evlecitidon), Kabmg Kot acheveic
pe a&ovikn omovoviapOpitida (aykvAomomTiky GrovoLAiTIdN Kot aovikn orovoviapBpitida yopic
OKTIVOAOYIKG EVPMILOTO. OlYKLAOTIOMTIKNG 6TTOVOLAITISNG), ywplooikh apbpitida, voco tov Crohn, ehkmon
KOAITIOO, Ympioot, SlomunTiky] Wp@TadeviTIdn Kot payoetditida. XTi¢ TAOTIKES ELEYXOLEVES ODOKIUES
ovppeteiyav 6.089 acOeveic mov Elafov adalimumab kot 3.801 acbeveig mov ELafov sikovikd 1
dPOACTIKO, GUYKPITIKO PAPLOKO KOTA Tr SLAPKELN TNG TEPLOSOV EAEYYOV

To 10600616 TV acbevav mov diEkoyay TN Bepameio Ady® avemBOUNTOV GLUPAVTOV KOTA TN SIpKELN
NG OIMANG-TVPANG, EAEYYOLEVNG (PACTG TV TAOTIKOV peEAeT®V fTav 5,9% yia tovg acbeveig mov Elafov
7o adalimumab kot 5,4% yia tovg paptupeg aobeveic

O1 o cuyva avaeepoueveg avemiBOUNTEG EVEPYELEC Elval AOTUMEELS (OTTMG 1) PLVOPaPLYYITION, AOUDEELS
TOV OVMTEPOV CVOTVEVGTIKOV KOl TOPUPPIVOKOATITION), AvTdpacels otn B€om tng £veong (epunpua,
KVNGoUOGC, aipoppayio, TOvog 1 oidnua), KEQUAUAYID Kol LVOGKEAETIKOG TTOVOG,.

YoPapég avembounteg evépyeteg £xovv avapepbel yia o adalimumab. Ot TNF-avtaywviotéc, 0nwe to
adalimumab, exnpedlovv 10 avocoTOMTIKO GVGTNHA KOL 1] XPNOT TOVG UTOPEL VO EXNPEAGEL TNV ULV
TOV OPYOVIGUOD KOTA T®V AOTUDEEDY KO TOV KOPKivov.

BOavatnEOPES Kot AmeMNTIKES Yo T {1 AOUDEELS (GUUTEPIAAUPAVOUEVIC TG CYNC, EVKOPLOKDY
AolpdEemV Kot pLpOTIOONG), Enavevepyomoinon tov v nratitdag B (HBV) kot didpopeg kakonOeieg
(ovumepriopfovopévng e Aevyopiog, Tov AEUPOIOTOG KoL TOV NTOTOGTANVIKOD AeUpdpoTog ek T-
kuttdpov (HSTCL)) éxovv eniong avapepbei pue ) yprion tov adalimumab.

Yofapéc aaTOAOYIKES, VEVPOLOYIKEG KO BLTONVOGEG AVTIOPACELC £x0VV emiong avapepbel. Avtd
TEPIAAUPAVOLY GTAVIEG AVAPOPES TOVKVTOPOOTEVIOS, OTAUGTIKNG OVOLUING, OTOUVEAMVOTIKOY
GUUPBAVIOV KEVTIPIKOV KOl TEPLPEPLKOV VEVPIKOV GUGTHLUOTOG KOL 0VOPOPES Y10 GUCTNUATIKO
£pLONLOTOSN AVKO, KATACTAGE®Y TOL TPOGOLOLALOVY pe AVKO kat cOvdpopo Stevens-Johnson.

Houdwtpikdc TAnbucude

I'evikd, o avemBounta copPdvta oe TaudioTpikods acheveig fTav TaPOUOLN GTH GLYVOTNTA Kol GTOV
TOTO e EKEIVEG TOV EUPAVIGTNKOY OE EVIALKEG aoBeveic.

Katdhoyoc avemfountov EVEPYELOV GE LOPON TIVOKA

O TopakdTo KATdAoyog TV avemdiuntov evepyeldv Paciletal otny eumeipio amd KAMVIKEG SOKIUES Ko
oTNV eumelpio PeTd TNV KVKAOPOPio Kot TapovctdleTOL VA KATyopiol OpyoviKoy GUGTNOTOG Kot
ovyvotntag otov Iivaxa 6 Tov akolovbei: modd cvyvig (>1/10), cuyvég (>1/100 éwg < 1/10), oyt cuyvég
(>1/1.000 éwg < 1/100), omdvieg (>1/10.000 £w¢ < 1/1.000), kot pn yvootég (dev pmopodv va ektiunbovy
pe Bdon ta drwbéoipa dedopéva). Xe Kabe Katnyopio cuyvoTNTOG ELPAVIONGS, Ol OVETIBVUNTEG EVEPYELES
mapotifevton katd eBivovoa oepd cofapotntac. ‘Exet copmepiingbei n vynidteprn cuyvotnta mov
napatnpiinke petald tov dapdpuv evdeifewv. Evag aotepiokog (*) supaviletar omn otiin KOZ
(Katnyopia Opyavikod ZucTHHOTOG) €AV TEPALTEP® TANPOPOPiES Ppickovtal 6 KATO AAAN oNUElD TOV
mapaypaeov 4.3, 4.4 ko 4.8.

Mivakag 6. AvemOounteg Evépysieg

Kotnyopio/opyaviko Yoyvétnto Avem@ountn evépysero
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ovoTNNO

Aoud&eig ko
TOPOCITOCELS

[ToAd cuyvég

AoUDOEELS OVOTVELGTIKOD GLUGTLLOTOC
(ovumepriapfaveror Aoipmén KOTOTEPOL Kot
OVAOTEPOL OVOTVEVGTIKOV GUGTILLOTOG,
TVELHOVIQ, TOPAPPIVOKOATITION, PapLYYiTIOW,
pwoeapvyyitda Kot Tvevpovia omd 16 Tov
épmnta)

Xuyvég

Zvotnuotikés Aopudéels (cupmepthopfavetat
oY1, KavTvTiooT Kot ypimn),

eVTEPIKEG AomEelS (cupumepriapfaveral
0YeVNG yaoTpeviepitidn),

AOWMDEELS OEPUATOG KO LOAAKDV popimv
(ovumeptiappdvovtor Tapovuyia, KuTTapitida,
HOALGUATIKO KNPlo, VEKPMTIKY TEPLTOVITION
Kol €pmntog {ootpag),

AOUDEELS TOV DTOV,

OTOMOTIKEG AOUMEELG (cvumeptAapuPdveTal
épmntog amAOc, GTOUOTIKOG EPTNTOG KO
000VTIKES AOUADEELS),

AOWUDEELG AVOTAPOYOYIKOD GLUGTHLLOTOC
(ovumeptapPavetor 0dOI0KOATIKY|
HUKNTIG1KT Aoipnmén),

AOUDEELG OVPOTOINTIKOD GLGTHLOTOC
(ovumeptiapPaveral TLEAOVEPPITION),
HUKNTIOCIKEG AOUDEELS,

Aoudéelg Tv apbpmoemv

Oy ovuyvég

Nevporoykég Aopméels (cvopmepiiapfaveron
10YEVIG UNVLYYiTIOM),

EVKALPLOKEG AOTUMDEELS KOl QLUOTIOON
(ovumeprAapPfaverol KOKKIOIOEOOUDK®MON,
16TOTAAG MO Kot Aoiuwén and
mycobacteriumavium complex),

Baktnplakég Aouméelg,

AODEELS TV 0POBUAL®Y,

ekkoAnopatitidal

Neomhdopoto Kahonon,
Koo 01 Ko pn
kafopiopéva
(reprrappdvovtar
KOOTEG KOl TOADTTODES)

Zoyvég

Kapkivog Tov 06puotog eKT0G LEAUVMUOTOG
(ovumepiapfavetor facKOKVTTOPIKO
KOPKIVOUO KOl TAOKOOEG KOpKIVOL),
kaAonOec vedmiacua

Oy ovyvég

Aépoopo®*,

VEOTAUGLOL CLUTOYDV 0PYEVEOV
(ovumepriapuPavetal Kapkivog Laotov,
VEOTAQGLO. TVEDLOVOG Kol VEOTTAOG LLOL
Bvpeoedovg),

ueAdvouo**

Zrdvieg

Agvyoapio?

Mn yvoot

HratoomAnviko Aéupopa ek T-kuttépovy,
Kapkivoua ek kottapmv Merkel
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(vevpoevdokpvikd kapkivoua Sépporog)?,
oapkopo Kaposi

Awotapayéc Tov
OLLLOTIOUTIKOV KOl TOV
Aeppucod cvotnuaTog*

[ToAd cuyvég

Aegvkomevia (cupmepriopfaveral
OVOETEPOTEVID, OVOETEPOTTEVIQ KO
OKOKKLOKLTTOPOLLiOL),

avorpio

Zoyvég

Agvkokvttdpwon,
OpouPorvtTaponevio

Oy ovyvég

[d10mafn g BpopPorevikn mopevpa

Xravieg

[Tavkvttaponevia

Awotapayéc Tov
OLVOCOTOTIKOD
GULGTNLOTOG

Zoyvég

YnepevarcOnoia,
aAdepyiec (cvopmeprlopPaveTol EToyIKN
alAepyior)

Oy ovyvég

Tapkoeidoon?,
ayyetitida

2mavieg

Avagpulaéiod

Awotapoayéc Tov
LETAPOAIGLOV KOl TNG
Opeymg

[ToAd cuyvéc

Awwido, avéEnpéva

Yuyvég

YmoxoAoption

oVpIKo 0&L awénuévo,

VATPLO QUOTOG U PLGTOAOYIKO,
vracPeotiopio,
VIEPYAVKOLLUA,
VIOPOGPOPOLLLia,

aQLOATOON

Yoylatpikég dtatapoyég

Zoyvég

Metafolréc didbeong (cupmeprrapuPaveTat
Kotabiym),

Gyxos,

admvio

Awotapoyég Tov
VELPLKOV GLGTI|LLATOG

IToAd cuyvéc

Kepotoryio

Xuyvéc

opareOnoieg (cvumepthapPdveton
vroucOnoio),

nuKpavia,

ovumieon vevpkng pilog

Oy ovyvég

Ayyelakod eyke@olko enetcod10Y,

TPOHOG,
vevpomadeio

Zrdvieg

ZAMpouvon Katd TAGKAGS,
OTOPVEAVOTIKEG dLTOPAYES (TT.). OTTIKN
vevpitdo, covdpopo Guillain-Barré)?

OpOaipikég droTapoyég

Zoyvég

Ontikn dwTapayn,
EMIEPLKITION,
BArepapitida,
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oidnpa Tov 0POuAOD

Oy ovyvég Authomio
Awotapayéc Tov Zoyvég TAvyyog
OTOG KOl TOV - - -
LoPopivOov Oyr ovxvés Kaogoon,
euPoig
Kopdiakég datapoyég Zuyvég Tayvkapdio

Oyt ovuyvég "Epgpoypo. Tov pookapdiov?,
appubuia,

GUULPOPTTIKN KOPSOKT AVETAPKELL

Trdvieg Koapduokn avakomn

Ayyelakég datapoyég Zoyvég Ynéptaon,
oy,
OLULATOLLOL

Oy ovuyvég Avevpuopo 0opTig,
amdppadn apmpiog,
Opoupoerefitioa

Awtapayéc tov Yuyvég Acfpa,
OVOTTVEVOTIKOD dvomvolo,
GLGTHOTOC,TOV Odpaka Bxoc

Kot ToV pecobmpdikiov - ; - -

Oy ovyvég [Tvevpovikn epfoin?,
dudpeon mvevpovoradeia,
¥POVI0L ATOPPUKTIKT TVEVUOVOTAOELD,
TVELUOVITION,
vreloKoTiky] GLALOYRY

Zrdvieg [Tvevpovikn tvoon?

Awtapayéc Tov [ToAd cuyvég Kot\axo dhyoc,
YOGTPEVTEPIKOD vaTio Kol EPETOG

Zoyvég Awoppayio yooTpEVTEPIKOD,
Avorneyia,
YOGTPOOIGOPAYIKT] TAAVIPOUN OGN,
GVVOPOpO ENpoTNTOG

Oy ovyvég [aykpeatitido,
dvoopayia,
010N TPOGMTOL

Zrdvieg AéTpnon tov eviépov)

Awotapoyéc Tov HIOTog [ToAb cuyvég Avénpéva nrotcd Evlopa
KO TOV XOANQOpmV* ; . ; ;

Oy ovyvég Xoloxvaortitida kot yoroAdiaon,
NMOTIKY GTEATMON),
yoAepvBpivn avénuévn

Eravieg Hratitido,
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gmavevepyonoinon nratitidag BY,
avtodvoon nratitido?

Mn yvoot) Hratiky avendpreto)
Awtapayég Tov [ToAb cuyvég E&dvOnpa (cvpmeptiapPavetal amo@oidmTikd
O£PLOTOC KOl TOV eEvOnua)
VIOSOPLOL 16TOV ; ;
Zoyvég Emdeivoon 1 apdopatn Evapén g yopioong
(ovumeptiapPavovtar AVKTOVAING yoploon
TOAOADV Ko TEALATOV)Y,
Kkvidmon,
UOA®TEG (GLUTEPIAAUPBAVETAL TOPPVPWL),
depuatitida (cupmeprapPdveron éxlepa),
pnén ovuya,
VIEPLOPWOGIa,
Alomekio?,
KVNOUOG
Oy ovyvég Nvoytepvég eQOpOGELS,
0VAN
Eravieg [ToAdpoppo epddnual,
cvvdpopo Stevens-JohnsonV,
ayyelooidnua?,
deppatiky ayysitidal
Leymvoeldng avtidpoomn déppatoc?
Mn yvoot) Emdeivoon tov copntopdtov
deppatopvositidoch
Awotapayéc Tov [ToAd cuyvég MUvooKeAETIKOG TTOVOG
HVOGKEAETIKOD ; . ; ;
GUGTAATOC KAl TOV Zoyvég Mvikoli cracpol (GD’ unsp}?»auBavswl ,
GUVSETIKOD 16TOD KPEATWVOPOOPOKIVAOT] OiLatog avEnpévn)
Oy ovyvég Papoopvdivon,
ZVeTNHOTIKOG EpLONUOT®ONG ADKOC:
Erivieg THvSpopo Tpocopotdiov pe Avko?
Awtopoayés Tmv Suyvég Negpikn dvciettovpyioa,
VEPPAOV KO TOV aatovpio
oVPOPOPOV 00DV - - ;
Oy ovyvég Nvkrovpia
Awotapoyég Tov Oy ovyvég 21Tk dvcAettovpyio
AVOTOPOYWYIKOD
GUGTNLOTOG KO TOV
LOOTOV
evikég Srataparyés Kot [ToAd cuyvég Avrtidpacon g Béong Eveong
KO KOTOGTACEL TNG (ovumeptiapPdvetor epvOnua g BEong
000V £veong)
opnynonc*
xoptvnons Zoyvég [16vog 6t0 otBog,

oidnua,
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nopeéial

Oy ovyvég DAeypovn

Hopaxkivikég eEetdoelc Zoyvég Alotapoy€g Tng TNKTIKOTNTOG KO OUOPPAYIKES
(ovumeptiapPaveton ypdvog EVEPYOTOUNUEVIG
peptkng Opopfomhactivng mapaTeTapévog),
OeTIKOG EAEYYOG AVTOAVTICOUATOV
(ovumepriapfaverorl avticopo EVavTL TNG
g éhkag Tov DNA),

YOAOKTIKY] 0QpUIPOYOVACT] OipaTog avéENUéEVN

Mn yvooti Avénon Papovc?
Kokooeig, Zoyvég AvemopKnc ETOVAMO
NAnprdoelg Ko
EMMAOKEG BEPUTEVTIKDV
YEPIOUDV

* epattépm TANpoeopieg Ppickovial og kdmola dAAa onpeio Tov Tapaypdpwv 4.3, 4.4 ko 4.8

** coumeptlopfavovtol LEAETES EMEKTAONG LLE OVOLKTY] YOPTYNon

U svpmepihapPovopévov ototyeiov omd avddpumTeg avapopéc

2 H péon petaBorn Bapovg omd v opyikh T pe v adodipovpdpmn kopavotay omd 0,3 kg og 1,0
kg ya g evdei&eig evndikov og oOykpion pe (ueiov) -0,4 kg £o¢ 0,4 Kg pe to eikovikd gapuoko Kotd
™ ddpkela Oepaneiag 4-6 pnvav. AvEnon Papovg g taéng tov 5-6 kg TopatnprOnke eniong Kot o€
LOKPOYPOVIEG LEAETEC EMEKTACNG, UE LECT) O1apKELn EkBeomc mepimov 1-2 etV ympic opdda eEAEYYOvL,
1¥iwg og aobeveic pue voco tov Crohn kat eAk®on koAitida. O punyavioudc avtc TG enidpacng 6gv eival
COPNG, EVOEYETAL OUMS VO OYETICETOL LE TNV AVTIPAEYLOVAOIT OpACT] TNG AOOALLOVUAUTNG.

Payogditida

To mpoeik acpdierog yio Tovg acbeveic pe payostditido mov Elafov Oepancio pe adalimumab kébe
devtepn gfdouada Nty COUPOVO pE TO YVOoTd TPoPil acpdieiag tov adalimumab.

[eprypaer| emheypévov avemBOunTov evepyeLmv

AVTIdpaoeis a1o onueEio Eveans

211 TMAOTIKEG EAEYYOUEVEG BOKIUESG & EVAMKES Kot Taudid, To 12,9% twv acBevav mov édafav ada-
limumab mapovoiacav avidpdoetg tng 0¢ong Eveong (epnuo ka/M Kvnopog, aoppayio, Tévog N
oionua), cuykpitikd pe to 7,2% tov acbevaov mov Eafav slkovikd eapuako | apuako paptopa. Ot
avtdpdoelc g BEong Eveong yevikd dgv 001 yNCaY GTI| OL0KOTI TOV PAPHOKELTIKOD TPOIOVTOG.

Aowawéeirs

2116 TAOTIKEG EAEYYOUEVES OOKIUEG GE EVAAIKES Kal TAd1d, TO T0o00TO AoipnmEng tav 1,51 avd £tog
ac0evi otovg acbeveic mov Elafov adalimumab kat 1,46 ava étoc acbevi o aobeveic mov Ehafav
EIKOVIKO PAPUOKO Kol Qapuoko paptupa. Ot Aotudéelg mepteddaufovoy Kupiog pvoeapuyyitida,
AOWMEELG TOL BVATEPOL OVATVELGTIKOD Kot TapappivokoAmitida. Ot mepiocdtepol acbeveic cuvéyioay

Oepomeia pe adalimumab agov vroydpnoe 1 Aoipumwén.

H ocvyvémra gpedviong coPapav Aobéemv nrav 0,04 ava £tog acbevr o acbeveig mov Elafov ada-
limumab «on 0,03 avé étoc acBevi o€ aoBeveic Tov EAaPaV EIKOVIKO PAPLOKO KOL PAPLOKO LAPTLPA.

e eAeyOUEVEG Kol avoLyTEG HEAETEG e eviiAikeg Ko andid ue adalimumab, éyovv avageepOei coPapéc
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hoyméelg (ovumepthapfovorévmy Kot Bovatneopmy AOUOEEWY, 01 OTTOIEC ELPAVICTNKAY GTTAVLa), Ol
omoieg TEPLAUPAVOLY OVOPOPES PUUATIOONS (TEPIAAUPAVETAL KOl KEYYPOEIONG KOl EEMTVEVUOVIKT) KO
dmONTIKEG evKauplokég AOUMEELS (TT.y. O1ayVTN 1 EEMTVELLOVIKN 1IGTOTAAGU®GT, BAacGTOHLKN TG,
KOKKIO10EI00 VKN TIOGT), TVEVUOVOKDOTT), KOVTIVTIOGT), OCTEPYIAA®ON Ko AGTEPIMOT)) XTIG TEPIGGOTEPEC
TEPMTMOGELG 1) PLUOTIOCT ELPAVIGTIKE HUECH GTOVG TPADTOVS OKTM UNVES LETA TNV Evapén g Bepameiog
Kot givat mBovo va cuvdéetan pe vrotpomh AavBdvovcag vocov.

Kaxonbeieg kar Leupoimepmlaotikés drotopoyés

Katd ) didpketo, peretdv tov adalimumab e aobeveig pe veavikn dromadr apbpitida (moivopbpiky
veovikn Wtoradn apbpitida kot apbpitida oyxetilopevn pe evbecitidan) dev mapoatnpnonke Kapio
kaxonBela og 249 modiatpikovs aobeveig pe ékbeon 655,6 £ acbevav Emmiéov, dev mapatnpndnkay
Kaxonfetec og 192 moudratpikove acbeveig pe Exbeom 498,1 £t acbevav Katd Tn SLapKeLD LEAETMV IE TO
adalimumab oe nadroTpikovg acbeveic pe voso tov Crohn Kotd ) didpketa pog pedétng tov ada-
limumab o Taidiotpikods acbeveig pe ypovia yopioon katd TAdkag dv mapatnpnOnke Kapio Koakon g
og 77 moudiatpikovg acbeveic pe ékbeon 80,0 étn acBevav. Katd ) dudpkeia pog perétng tov ada-
limumab ce Toudatpikodc acbeveic pe payoeditida dev mapatnpriOnkay kakondeieg o€ 60 ToudaTPIKODG
acbBeveic pe €ékBeon 58,4 £t acbevav.

Katd ™ didpkeia tov eleyydpevov tunudtov mhotikedv ueketd@v tov adalimumab ce evijlikeg og
Ayotepo amo 12 fdoudoeg didpkela oe acheveic pe LETPLO E®C GoPapr EvePYd PELLOITOELDT opbpitida,
OYKVAOTOUTIKY] GTOVOLATION, 0EOVIKT GTTOVOLANPOPITION YMPIC OKTIVOAOYIKE EVPTLOTOL
QYKVAOTOMNTIKNG OTOVOVAITIONG, WYOPLAGIKT apOpitida, yopiaon, Slumuntikn 10pmTadevitidn, VOGO TOL
Crohn, géAk®moén koAitido kot payoetditido, mapatnpionKay Kokon0eleg, EKTOC TOL AEUPMUOTOG KOL TOV [N
HEAAVOUATIKOV KapKivoy Tov déppoatoc, pue cuyvotnto (95% didomua epmiotoovvng) 6,8 (4,4, 10,5) ava
1.000 acbeveic-étn peta&d 5.291 aobevidv nov éhafov adalimumab évava 6,3 (3,4, 11,8) avé 1.000
acOeveic-£tn peto&d 3.444 aobevav poptopav (n péon didpketo tng Oepamneiag rav 4,0 uiveg yia to ada-
limumab «on 3,8 puniveg yio toug acbeveic pudptopeg). H ovuyvomra (95% Sidotnpo eumictochvig) Tmv un
peEAaVOUATIKOV Kapkivov tov dépuatog oy 8,8 (6,0, 13,0) ava 1.000 acbeveic-étn peta&d tawv achevov
7ov AapBavovv adalimumab kot 3,2 (1,3, 7,6) avd 1.000 acBeveic-étn peta&d tov acbevav poptopov.
Ao 0vTOVG TOVG KAPKIVOLG TOV dEPUATOG, £xEl mapotnpndel KapKivopo amrd TAUKOIES EMONALO e
ovyvotnta (95% ddotnua epmiotocvvng) 2,7 (1,4, 5,4) ava 1.000 acbeveic-£tn peta&d tov aobevdv mov
Aaupavoy adalimumab kot 0,6 (0,1, 4,5) avd 1.000 acbeveic-étn peta&d tov acbevav poaptopov. H
ovyvotta (95% Sidotnuoa eumiotooivig) Tv Asppoudtov frov 0,7 (0,2, 2,7) ava 1.000 acbeveic-£n
petaéd tov acbevov mov AauPdvoovv adalimumab kot 0,6 (0,1, 4,5) avd 1.000 acbeveic-étn peta&d tmv
acfevov HopTOpOV.

Otov cuvoLaGTOVY T, EAEYXOUEVA LEPT AVTMV TOV UEAETAOV KOl 01 €V EEEAIEEL KOl OAOKAN PMUEVEG
avoryTéc peAéteg eméktaong pe pio péon odpketa mepimov 3,3 ypodvia cvumeptiapfavouévoyv 6.427
acOevav kot mive amd 26.439 acbeveic-étn Oepaneiag, N mapoatmpndeica cuyvotnTo KoKonOeIdY, EKTOG
TOV AEUPAOUATOG KOL TOV UM LEAAVOUATIKOD KapKivov Tov déppatog gival mepinov 8,5 ava 1.000
acBeveic-étn. H mapatnpnbeica cuyvotta v pun LEAAVOUATIKOV KOPKIVEOY TOL dEPUATOSG Etval TEPITOV
9,6 avd 1.000 acBeveig-£tn ko n mapotnpndeica cuyvotnta Tov Aeppdpatog eivor tepimov 1,3 avé 1.000
acOeveic-ét.

Ao v petd v kukhogopio amd tov lavovdplo Tov 2003 péypt to Aexépfpio 2010, xvping og acbeveig
pe pevpatosdn aphpitida, N Kotaypageica avfopunt cuyvotTNTa TV Kakondewmv givar mepinov 2,7 ava
1.000 acBeveic-¢tn Bepoameiog. H kataypageion avfopuntn cuyvoétra yio Toug Ui LEAUVOLOTIKOVG
KOPKIVOLG TOV dEpUATOG Kot T, Aeppauata sivot repimov 0,2 kot 0,3 ava 1.000 acBeveic-¢tn Oepomeiog,
avtiotoiyog (BAEre mapdypapo 4.4).

Yravieg mepurtdoetg nratocminvikon T-cell Aeppdpartoc petd myv koklogopio Exovv mapatnpndei e
acbeveig 6Tovg omoiovg yopnynonke adalimumab (BAéne mapdypago 4.4).
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Avrtoavtioauazo.

Aglypata 0pod T@v achevav eAEyyOnKay Y10 GVTOAVTICOUATO GE TOAUTAES YPOVIKES GTIYUES OTIG
peléteg pevpatoedong apbpitidog I-V. e avtég tig peréteg, to 11,9% tov acbevov mov élafav ada-
limumab kot 1o 8,1% twv achevdv mov EAafav elKovikd eappako Kabdg Kot GAPUUKO HApTUPO HE
APVNTIKOVG TITAOVE OVTITLPNVIKAV OVTICOUAT®V TPV amtd Ty Evapén g Bepaneiog Tapovsiacay
Beticovg tithovg katd v EBdopdada 24. Avo amd toug 3.441 acbeveic mov ElaPav adalimumab o dleg
TIG LEAETEG PEVUOTOELDOVG KOl YMOPLOGIKNG 0pBpitidag avEnTuEay KAVIKA onuein EVOEIKTIKA VEOL
GUVOPOUOL TOHTOV GLGTNUATIKOD £pLONUATO@doVE AVKOoV. Ot acbeveic Tapovsiacay Pedtioon petd ™
dwakomn g Oepamneiag. Kavévag acbevig dev mapovcioce veppitida TOL AVKOV 1] GUUTTOUATE 0O TO
KEVIPIKO VELPIKO GUGTNLLOL.

Zoufauaro Tov RrOTOS KoL TWV YOINPOPmY

e eleyyopeveg kKAvikég dokiuég Paong 3 pe to adalimumab og acbeveic pe pevpatogidn apbpitida Kot
Yoplocikn apbpitida pe didpketo teplodov eréyyov petald 4 kot 104 efdopddwv, avénceig g ALT > 3
X ULN mapampndnkav oto 3,7% tov acbevov mov élafav adalimumab kot 6o 1,6% tov acbevdv mov
élafav pappako péptopa.

e eAeyyopeveg kKMvikég dokiuéc Paonc 3 pe to adalimumab o acbeveic pe molvapHpikn veoaviky
Womabn apbpitda, niciog 4 £wg 17 etdv kot acBeveic pe apBpitida oyetilduevn pe evlesitida, niikiog
6 éog 17 etdhv, avénoeig g ALT > 3 X ULN napatnpridnkav 1o 6,1% tov acBevodv mov édafav ada-
limumab «ot 670 1,3% 10V acbevdv mov Elafov edpuako paptupa. Ot nepiocdtepec avénoeig g ALT
mopatpHOnKay pe v Tantdypovn xpnon nebotpegdg. Asv mapotnpndnkay oavénceig g ALT > 3 X
ULN og khvikég peréteg @aong 3 pe to adalimumab og aoBeveig pe moAvapHpikn veavikn dtomadn
apBpitida, nAkiog 2 éng < 4 etov.

Y eleyyopeveg kKhvikég dokyuég Paong 3 pe to adalimumab e acbeveic pe voco tov Crohn kot EAkddon
KoAlTId0 pe drapkela TePLddov eAEYYoL ueta&d 4 kot 52 efdouddov avénoeic mg ALT >3 x ULN
napatnpiinkay oo 0,9% tov acbevodv mov Edapav adalimumab kot oto 0,9% twv acbevav Tov Erapav

QAapLLOKO LApTLPA.

v kKhavikn pehétn @daong 3 tov adalimumab o acbeveig pe toudatpixn voso tov Crohn, n omoia
a&10AdYNOE TNV ATOTEAEGLOTIKOTITO KOl TNV AGPAAELN VO JOGOAOYIKMOV GYNUATOV GUVTIPNONG
TPOCUPUOGUEVOV GTO GCOUATIKO Bapog Tov akolobOncav Bepameia emaymync £mc 52 efdouddeg
TPOCAPUOGHEVT 6TO COUATIKO Bdpog, ot avénoels g ALT > 3 X ULN gppaviotnkav oto 2,6% (5/192)
TV aclevov, 4 ek tov onoiov Adpupavay Tavutodypovn Bepameio pe vOGOKATAGTOATIKA KATA TV Evapén.

e eheyyopeveg KMvikég perétec @aong 3 pe to adalimumab og acbeveic pe yopioon Kotd TAaKg pe
Sudpkela meptodov eAEYyov peta&d 12 ko 24 gfdopddmv, avénoeig g ALT > 3 X ULN mopatnpnOnikoy
010 1,8% tov acbevav mov Elafav adalimumab kot oo 1,8% tov acbevdv mov Edafav eapuoko

péptopa.

Aev mapatnpritnkav avénoetg g ALT > 3 X ULN ot khwvikég uehéteg ®aong 3 ue to adalimumab ce
TadlaTpIkoVC aobeveic pe yopioon kotd TAGKaC.

e eheyyoueveg dokipéc ue to adalimumab (apyikég d6oeig 80 mg v EBdoudda 0, axoiovbovueve omod
40 mg ks devtepn efdopada Eskvavtog amd v EBdoudda 1), og evilikeg acOeveic pe payoeiditido
v €o¢ 80 gBfdopddec, pe o ddpeon éxbeon 166,5 nuepdv ko 105,0 nuepdv pe adalimumab kot
Qapuako paptopa, avtictoya, ovénoelg g ALT > 3 X ULN mapoammpndnkav oto 2,4% tov acbevav mov
£hafov adalimumab kat 610 2,4% tov acbevdv mov Edafay EApUOKo papTLpo.
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e Oheg TIc evieifelc oe KAMVIKEG peAéteg ol aoBeveic pe avénuévn ALT ftav acOUTTOUATIKOL KOl OTIG
MEPLGGOTEPEG TEPIMTMGELS O ALENGEIC NTAV TOPOIKEC KOl DITOYMPNCOV KATA TN GUVEYLIOT TG Bepameiag.
061660, VINPEY ETIONG AVOPOPES LETA TNV KUKAOQOPLO NTOTIKNAG OVETAPKELNG KOOMG Kot AyoTEPO
GOPOp®OV NTATIKOV S10Tapa)DV TOV UTOPEL va TPOMYNOohV TNG NTATIKNG OVETAPKELNS, OTIMG NAATITION
SLUTEPIAAUBOVOUEVTS TNG aVTOAVOoNG Nratitidog g aceveig mov AdpPavay adalimumab.

Tavtdypovn Bepaneia e alaberonpivn/6-uepKamTonovpivn

Y peléteg pe evifkeg pe vooo tov Crohn, vymAdtepn cuyvotnta epeaviong avemfountomv coppavimv
nov oyetifovrar pe kokonOeto 1 coPapéc Lopuméelg mopatnpndnkay pe to cvvdvacud adalimumab kot
alaBelompivn/6-uepramtonovpivn cuykprtikd pe to adalimumab pévo.

Avopopd THavorloyoOuevev aveETOOUNTOV EVEPYELDV

H avagopd mhavoroyoduevov avemBOUNT®V EVEPYELDY LETA A0 TN YOPNYNoN Goe10g KuKAoOPopiag TOL
QOPUOKEVTIKOD TPOiOVTOG eivar onpavtiky. Emitpénel  cvveyn mapakolohnon g oxéong opélovg-
KIvOUVOL TOV POPUAKEVTIKOD TPOIOVTOG. ZNTEITOL A0 TOVG EMAYYEALATIES VYEIOG VO AVOPEPOLV
omolesdMmote THAVOLOYOVUEVEG AVETIOVUNTES EVEPYELES HECH TOV €BVIKOD GLUGTILOTOS AVAPOPAG TOL
avaypdapetol oto Hapaptnua V.

4.9. Ymepdooolroyia

Katd ) didpkelo Tov KAVIKOV HEAET®OV Ogv TapatnprOnkKe ToEIKOTNTO TOL 001YNCE GE TEPLOPIGUO TNG
d0oomg. To vynAdtepo eminedo d6oMC o €xel a&toAoynel Ntav o1 moALATAES vOOPAEPLe dOoelg TV 10
mg/Kg, to omoio givon mepimov 15 opég PEYaADTEPO OO TN GUVIGTMOUEVT BOGT.

5. DOAPMAKOAOT'IKEX IAIOTHTEX

51. ®appoxodvvopkEs 1010TNTESG

Doppokobepamentikn katnyopic: AVocokaTacTaATIKOL Tapdyovtes, AvactoAeig tov [Tapdyovia
Nékpoong Oykov a (TNF-a). Kodwog ATC: LO4AABO4

To Yuflyma givon fro-opogidég pappokevtikd npoiov. Aentopepeic minpogopieg eivon dabéoipeg otov
diktvakd tomo tov Evpomaikod Opyavicpov Papudkev: http://www.ema.europa.eu.

Mnyavioudc dpdonc

To adalimumab mpocdéveton e1d1kd otov TNF kot eovdetepmdvet tn Proloyikn Aettovpyia tov TNF
mapeumodiloviag v oAANAETIdpact) ToL Le Tovg P55 Kot P75 vrodoyeic TNF ot empdveia tov
KUTTAPp®V.

To adalimumab tpomomotei emiong Ti¢ Proroyikéc avtamokpicslg mov endyovor 1 pvouifovrat amd Tov
TNF, ovunepirapfavopévov 1ov aAlaydv 6T ETined TMV HopimV TPOoKOAANGNG ToL gubhvovTal Yo T
petakivnon tov Aevkokvttapov (ELAM-1, VCAM-1 kot ICAM-1 pe éva IC50 tov 0,1-0,2 nM).

Dapuokodvvaukic EmOPAUoELS

Metd t Bepamneio ue adalimumab, mapoatnpnOnke pia tayeio peiwon Tov eMIEdmV TOV SEIKTMOV TNG
ofeiag paocmg g ereypovig (C-avtidpoca tpoteivy (CRP) ko taydtnto kabilnong tmv
gpvBpoxvttdpav (ESR)) kot tov kutokivav tov 0pod (IL-6), cuykpriikd e ta enineda mov
mapoTnpenOnKay mTpw amd v évapén g Bepaneiog og acbeveig pe pevpartosidn apbpitida. Ta emxineda
0poD TOV PETOALO-TPOTEIVACHV TNG pecokvTTapiag ovoiag (MMP-1 kot MMP-3) ov tpokarody
AVOKOTOOKELT TOL 16TOV TOL €LOVVETAL Y1 TNV KATAGTPOPT) TOV XOVOPOL LEIMONKOV EMIONG PETA TN
yopnynon tov adalimumab. Ou acBeveig mov Elafav to adalimumab topovsiccov cuvibwg Pertiovon Tov
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OLLATOAOYIKAOV OTUEIDV TNG YPOVING PAEYLLOVNIG.

Emiong, mapatnpnnke pia toyeio peimon tov emmnédwov g CRP o acbeveic pe molvapOpucn veoviy
Wl apbpitida, véoo tov Crohn, eAkmon koAitida, kot dtomuntikn 1poTadevitido puetd T Oepomeio
ue adalimumab. Xe acOeveig pe vooo tov Crohn napamprnke peiwon tov apBuod TV KLTTAPOV IOV
ekppalovv deikteg AeyLOVIG 0TO oD £vTEPO GLUTEPIAAUPAVOLEVIS CNUAVTIKTG LEIMONG TNG £EKPPACTG
tov TNFa. Evéookomukég pehéteg tov gviepucol PAevvoydvou €0ei&av otoygio ETOVADONG TOV
BAevvoyovou oe acbeveig mov élafav Oegpomeia pe adalimumab.

KAk ommotedeopotikdtnTo Kol 0o@aAELo

Pevuarosions apOpitida

To adalimumab a&oroynnke oe v amd 3.000 acBeveig o€ OAeG TIC KMVIKES SOKLUEC PEVLOTOEIBOVG
apBpitidac. H anoteleopatikdtnto kot n acedreio tov adalimumab a&loloynnkav oe mévte
TUYOOTOMUEVES, OUTAA TVPAES Ko KAADG EAeyyOpeveS perétes. Mepikol aoBeveic EAafav To @ApRaKO Yo
nepiodo uéypt 120 unvec.

H perém RA T a&odhdynoe 271 aoBeveic pe pétpra émg coPapn evepyd pevpatoetdn apbpitida, ot onoiot
ntav > 18 etdv, giyav amotdyel ot Oepamneio pe £va TOLAGYIGTOV TPOTOTOMNTIKO TG VOGOV
OVTIPEVULOTIKO PAPLLOKO KO Ely0V OVETOPKT ATOTEAEGLOTIKOTNTO LE YopnyNon pebotpeldtng oe dOGELS
tov 12,5 émg 25 mg (10 mg o nepintwon dvoavetiog otn pebotpe€dn) avd efdopdado. Kot 6TOVE 0T0ioVE
n 860 ¢ pebotpe&ine mapéueve otabepn o€ 10 £wg 25 mg avd efdopdda. Adceig tav 20, 40 1 80 mg
adalimumab 7 ewovikov eapudkov xopnynOnkav ava devtepn efdopddo eni 24 fdopddss.

H perétm RA I a&ordynoe 544 acbeveig e pétpia Eog cofapn evepyo pevpatoetdn apbpitida, ol omoiot
nrtav > 18 etdv kot eiyov anotdyel otn Oepaneio e Evo TOLAAYIGTOV TPOTOTOUTIKO TN VOGOV
avtipevuatikd eapuoko. Adceig tov 20 | 40 mg adalimumab yopnyndnkay pe vrodopia éveon ava
devtepn efoopdda pe EKOVIKO PApLOKO OTLG eVOldueces fdopnades 1 kabe efdopdada emi 26 efoopdades.
To gikoviko eapuako yopnyndnke kabe efdopdada yio v idia yxpovikn dtdpketa. Agv exttpdmnKoay GAla
TPOTOTONTIKE TN VOGOV OVTIPEVLOTIKA QEPLLOKOL.

H perémn RA I a&lordynoe 619 acbeveig pe pétpra Eémg coPapn evepyod pevpatosdn apbpitida, ot
omoiot o > 18 eTdv, Kot o1 0oiol Elyav U OTOTEAECUATIKN AvTOTOKPLoT otr pebotpe&dtn og d0oElg
tov 12,5 émg 25 mg 1 ot omoiot eiyov dvcavetio og 10 mg pebotpegdrng kabe efdondada. Yanpyov Tpelg
ouadec og avutny ) pekét. H apd éhafe evéoelc eikovikod eapudrov ava efdopada emi 52 efdouddec.
devtepn éhaPe 20 mg adalimumab ava efdopdda eni 52 efdopadec. H tpitn opdda élafe 40 mg ada-
limumab avd dedtepn fdopddn pe EVECELS EIKOVIKOD QAPUAKOV OTIS EVOLANESES EPdoNades Metd TnVv
oAoKkANpwon TV TpaTev 52 efdouddwnyv, 457 acheveic cupuETElXOY GE AVOLYTAUEAETT ETEKTACT|G GTNV
onoia 40 mg adalimumab/MTX yopnynOnkav kébe devtepn efdopdda yio mepiodo péxpt ko 10 xpdvia.

H periém RA IV a&loloynoe koping v acedielo og 636 acleveic pe pétpla g coPapn evepyd
pevpatogdn opbpitida, ot omoior o > 18 etmdv. O acbevelg gite dev elyav AaPet TpomomomTikd TG
VOGOL OVTIPEVUATIKO PAPLOKO T TOPEUEIVAY GTNV TPOVTAPYOVGA AVTIPEVIATIKY Oepameia TOVG e TNV
wpobmoOeon 6t 1 Bepaneio avtny NTov otabepn yio TovAhdyiotov 28 nuépec. Ot Bepameieg avtég
nepthapfavouv pebotpeédrn, AepAovvopidn, vépo&uyAwpokivy, covipacaialivn Kot /1 GAata YpLGoD.
O1 aoBeveic ToyonomomBnkav og 40 mg adalimumab 1 eikovikd eappoko avd devtepn efdopdda eni 24
€POOUGOES..

H perém RA V a&lordynoe 799 evijlikec aobeveic atoug omoiovg dev eiye yopnynoei moté pebotpe&im
pe pétpla £og coPfoapn Tpdun pevpatoedn apbpitida (péon didpketo Bepameiog Arydtepo and 9 pnveg).
Avti n perétn a&loloynoe v anotelecpoTikotnTo TG Oepanciog cuvdvacpod uebotpeldtng pe ada-
limumab 40 mg kéBe dedtepn efdopdda, Tov adalimumab 40 mg kaOe devtepn efdoudado mg
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povoBepameio kKot g pebotpeldtng wg povobepamneia, 660V apopd ot PeiwoN onUelwY, COUTTOUATOV
Kot 1o Pabuod eEEMENG ¢ apbpikng BAAPNS ot pevuatoedn apbpitda yio 104 gfoouddec. Metd to
wépog TV Tpatev 104 efdouddwv, 497 acbeveic cuppeteiyav o€ pio ovoLyTHPAOT ETEKTACNG OTIV OTOi0
yopnyovvtav 40 mg adalimumab kéBe devtepn efdopdda yio mepiodo puéypt kot 10 ypovia.

To npwtevov katainktiko onpeio otig peréteg RA I I kou I Ko 0 devtepevov KoTainkTikd onueio
ot perétn RA IV fjtav 1o 1060016 TV acbevav mov nétvuyav avtarokpion katd ACR 20 oty
EBdopada 24 M 26. To mpwtevov KATAANKTIKO onpeio otn perétn RA V ftav 10 1060610 TV a60egvadv
7ov ppdvicay ovtamokpion katd ACR 50 oty EBdoundda 52. Or Meiéteg RA TIT ko V giyav éva
EMIPOcHETO TPMTEHOV KATUANKTIKO onueio katd tnv EBdopdada 52, tnv emPpadvvon tng e&EMENG e
vooov (Bdoetl Tov aktvoroyikav evpnudtov). H pedétn RA III giye eniong wg mpmtedov kaToANKTIKO
onpeio i oAhayég otnv moldtnta (onc.

ACR avtarokpion

To 1060016 TV acBevav mov EaPav adalimumab kot epedvicav avtarokpiosic ACR 20, 50 kou 70 Hrav
otabepd otig peréteg RA I 1T kan III. To amoteréopata tng 06ong tv 40 mg avd devutepn efdopndada
cuvoyitovtot otov [livaka 7.

MHivoka 7.
ACR Avtamoxpicsig 6 Meréteg Edeyyopeveg pe Exkoviké ®@appoko
(ITocootd AcOevarv)

AVTOTOKPLOT) Mehétn PA [*** Meiém PA 11%** Merétn RA TT***
Ewovicé  AdalimumabP | Ewoviké  AdalimumabP| Ewoviké  AdalimumabP/
QapUOKO | MTXY QapUOKO n=113 QapUOKO MTXY
MTXY n=63 n=110 MTXy n=207
n=60 n=200
ACR20
6 unveg 13,3% 65,1% 19,1% 46,0% 29,5% 63,3%
12 pveg NA NA NA NA 24,0% 58,9%
ACR 50
6 unveg 6.7% 52,4% 8,2% 22,1% 9,5% 39,1%
12 pveg NA NA NA NA 9.5% 41,5%
ACR 70
6 unveg 3,3% 23,8% 1,8 12,4% 2,5% 20,8%
12 pveg NA NA NA NA 4,5 23,2%
a Melétn RA T otig 24 gfdopddeg, uerétn RA 11 otig 26 efdopddeg kot perétn RA I otic 24 ko 52
ePdopadeg

B 40 mg adalimumab yopnyoduevo avé devtepn efdouddo
v MTX = pebotpe&d
**p < 0,01, adalimumab évavrieikovikod gapudakov

Y1ic peréteg RA 1-1V, 6o o pepovouéve otoygio tav aviorokpicemv ooupavo. pe 1o ACR (apBpog
EMMOVVOV Kol SL0YKOUEVOV apBpdoenv, aloAdynomn tng opacstnplotnTag TG VOGOL Kot TOL GAYoLs arnd
Tov Y1oTpd Ko Tov acbevi, Tég deiktn avikavotntog (HAQ) kou emineda CRP (mg/dl)) Bedtiwbnkav otig
24 1 26 efdouddeg Evavtl Tov EIKOVIKOD Qoppakov. Xt perét RA 111, o1 feltidosig avtég
SttnpnOniay kb’ 6An ™ didpketo Tov 52 efdouddwv.

v avoryt peiétn enéktaong yuo ™ peiétn RA 111, o1 mepiocotepot acbeveic mov eiyav ACR

AVTOTOKPLOT| SLUTHPNGAV TNV AVIUTOKPLoT OTov TtopakoAovdnonkay uéypt kai 10 ypovia. And 207
acBeveig o1 omoiot TuyartomomOnkav oe adalimumab 40 mg kéOe devtepn efdopdda, 114 acbeveic
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ovvéyloay T Oepomeia pe adalimumab 40 mg kabs devtepn efdopdada yio 5 xpdvia. Meta&d avtmdv, 86
acBeveic (75,4%) eiyov aviomokpioeig ACR 20, 72 aoBeveic (63,2%) giyav avtamokpiosig ACR 50 ko 41
acbeveig (36%) eiyov avtamokpiceig ACR 70. And 207 acbeveic, 81 acbeveic cuvéyioay  Bepameio pe
adalimumab 40 mg ka6s devtepn efdopada yio 10 ypovia. Meta&d avtav, 64 acbeveic (79,0%) eiyov
avtomokpioelg ACR 20, 56 acbeveic (69,1%) eiyav avtomoxpiosic ACR 50 kat 43 acbeveig (53,1%) siyav
avtamokpiosig ACR 70.

¥t perét RA IV, 1 ACR 20 avtamdkpion tov acbevov mov éhafav adalimumab pali pe m ocvuvion
Oepameia, TV GTATIOTIKA GUAVTIKA KOADTEPT] GUYKPLTIKA Ue TOVg acbeveic Tov Elafav gucoviko
eappaxo poli pe ™ ovvnon Bepaneio (p < 0,001).

Y1ig peréteg RA I-1V, ot aoBeveic mov éhapav adalimumab wétuyov otatiotiké onuoaviikég ACR 20 kot
50 avtanokpicelg cLYKPLTIKA LE ToVg acbeveic Tov EAaPav EIKOVIKO QAPLOKO Y10 Lo TEPIOSO LG MG
dvo efdopddwv petd v Evapén g Bepaneiog.

X perétn RA 'V og aoBeveig pe mpaun pevpatosidn aphpitida otovg omoiovg dev giyxe yopnynbei moté
pebotpe&arn, n Bepancio cvvdvacpo pe adalimumab kot pebotpe&atn 0dnynoe og ypnyopdtepeg Kot
onuavtika peyoivtepec ACR avtamoxpicelg omd ) povobepameio pe pebotpeat oty ERSoudda 52 kon
ot avtamokpicelg dStompnonkov oty ERdopade 104 (BAéne TTivaka 8).

Mivaxag 8.
ACR Avtamoxpicsig ot Merétn RAV
Mocoot6 acBevodv

Avromérpion I\ﬂTX Adali_mumab Adalimu_mab/MTX Ty p* | Ty p* | Tos p?
n=257 n=274 n=268

ACR 20

Epdopada 52 62,6% 54,4% 72,8% 0,013 < 0,001 0,043
EBodopada 104 56,0% 49,3% 69,4% 0,002 <0,001 0,140
ACR50

EBdopdda 52 45,9% 41,2% 61,6% <0,001 <0,001 0,317
EBdopada 104 42,8% 36,9% 59,0% <0,001 <0,001 0,162
ACR 70

EBdopdda 52 27,2% 25,9% 45,5% <0,001 <0,001 0,656
EBdopada 104 28,4% 28,1% 46,6% <0,001 | <0,001 0,864

o H tyun p mpoxvmtet amod ) ovykpion ovd (gdyog g povobepameiog pe pebotpeEdtn kot tng Oepomeiog
ovvdvaopov pe adalimumab/pebotpedt ypnoomowmvag tov Edeyyo Mann-Whitney U test.

B H tiun p mpoxdztet amd ™ odykpion ava (evyoc g povobepaneiog ue adalimumab kot tng Oepanciog
ovvdvaopov pe adalimumab/pebotpegdt ypnoomoumvag tov Edeyyo Mann-Whitney U test.

v H tipn p mpokdmter amd ) ovykpion avé (evyog g povobepamneiog pe adalimumab kot g
povofepomeiag pe pebotpeEdn ypnoomoidvrog tov Eleyyo Mann-Whitney U test.

v avorytn pekétn enéktaong yuo ) pekétn RA V, ta mocootd avtamokpiong katd ACR drotnpnnkay
otav moapakorovdndniay yio dtdotnua £mg 10 ypdvia. Amd Tovg 542 acbeveig Tov TuyaoromOnkav og 40
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mg adalimumab ka0e devtepn efdoudda, ot 170 acbeveic cuvéyioav n Bepancio pe adalimumab 40 mg
KaOe devtepn efdopada yio 10 ypovia Metald avtdv, 154 acbeveic (90,6%) siyav avianokpicelc kotd
ACR 20, 127 aoBeveig (74,7%) siyav avramokpiceig katd ACR 50, kot 102 acbeveic (60,0%) siyav
avtamokpioeig katd ACR 70.

v EBdopada 52, 10 42,9% twv acbevav mov Ehapav Oepareio cuvdvacuotd adalimumab/pebotpe&atng
nétuyav KAvikn veeon (DAS28 (CRP) < 2,6) cuykprtikd pe to 20,6% tov acbevodv mov Edafav
pebotpe&drn og povobepaneio kot to 23,4% tov acbevaov mov Ehofav adalimumab og povobepancio. H
Oepancio cuvdvacpov adalimumab/pebotpeEdng Nrav 1660 KAMVIKG 0G0 KOl GTOTIOTIKG OvVATEPT ad TN
povoBepomeio. pe pebotpe&an (p < 0,001) o ) povobepaneio pe adalimumab (p < 0,001) yio v
enitevén younAng evepyotntog vooou o€ acbeveic pe tpocepdtng dayvmcbeico pétplo Eémg cofapn
pevporoetdn apbpitida H avramdkpion yio tig 600 povobepomeieg frav mapopota (p=0,447). And tovg
342 acbBeveig mov apykd TuyoomomOnkay o povobepaneio pe adalimumab 1 Bepaneio cuvdvaouod ada-
limumab/uebotpe&dtng mov cuppeteiyov oty avorytiuerétn enéktaong, 171 acbeveic couminpoocay 10
xpovio. Oepameiog pe adalimumab. Meta&d avtodv, 109 dropa (63,7%) éxovv avapepdei va Bpickovial o€
voeeon ota 10 ypovia.

Axtivoloyixn aviarxoxpion

¥t pedétn RAIL, 6mov ot acBeveic mov AdpPavoy adalimumab giyav peopatosidn apbpitido péong
duapkelag mepinov 11 etmv, n apBpikn dopkr PAAPN aloloynOnie akTvoAoyIKd Kot opicTKe ™G M
petaffoin tov tporomompévov Total Sharp Score (TSS) kot Twv eTyépouvg deKTOV oV, TG Babuoloyiog
TV duPphoemv kot g faduoroyiog e otévmong tov uecapbpiov draotiuatog (JSN). Ot acbeveic Tov
Adppavoy adalimumab/MTX £dei&av onuavtikd pikpdTepn akTvoloyikn emdsivmon amd toug acbeveig
nov AdpPavay MTX wg povobepaneio otovg 6 ko 12 unqveg (BAéne Iivoka 9).

v avorytn pehétn enéktaong yuo ™ uekét RA I n avaostodn g e£€Méng g dopukng PAGPNC
Swtnpnnie yuo 8 kar 10 ypovia o pio vwooudda acbevav. Zta 8 ypovia, 81 amd 207 acbeveic ol omoiot
apya Erafov adalimumab 40 mg kéOs devtepn fdopddo a&oroyndnkav aktivoloyikd. And avtovg, 48
acOeveic dev £de1&av kapio eEEMEN ¢ doptkng PAAPNG O0Ttmg opileTor amd T HETAPOAN Ao TNV APYIKN
Babuoroyia avapopdg Tov tpomomomuévon Total Sharp Score (MTSS) g taews tov 0,5 1} Aydtepo.
Yta 10 ypovia, 79 amd 207 acbeveic ot omoiot apykd Edapav adalimumab 40 mg kabe devtepn efdopdda
a&lohoynOniav axtvoloywkd. Meta&d avtav, 40 acbeveic dev £dei&av kapia eEEMEN g dopukng BAAPNS
onmg opiletal omd ) petafoin amd v apyikr Pabpoioyia avagopdc tov tpomomomuévon Total Sharp
Score (MTSS) g té&emg tov 0,5 ) Aydtepo.

Mivaxag 9.
Méoeg AkTivoloyikég Ahhayéc Meta tovg 12 Miveg oty Meiétny RA 1

Ewoviko
Ewoviko Adalimumab/MTX |  edppoako/MTX
QAaPLOKO 40 mg kd0Oe adalimumab/MTX Twn p
MTX* devtepn efdoudda | (95% Sidotnua
gumotoovvnc)
Total Sharp Score 2,7 0,1 2,6 (1,4,3,8) < 0,001
BaOporoyia 1,6 0,0 1,6 (0,9, 2,2) < 0,001
SPphoenv
BoOpoAoyio JSN° 1,0 0,1 0,9 (0,3, 1,4) 0,002
* uebotpelatn

P 95% Sractipato epmcTOcUVIG Yo TIG Stapopés oTic Padpooyies petaéd nebotpetdng kot adalimumab.

145



" Baoiletat o€ avaivon katd cepd peyédouvg
% 1évmon Tov pecapdpiov SlooTAUATOC

2 perétn RA V, n apBpin dopixn PAGPN a&loloyndnke aKTvOAOYIKA Kot OpicTNKE MG M LETABOAT TOV

tpomonompévov Total Sharp Score (BAéne TTivaxoa, 10).

Mivaxag 10.
Méoeg AkTivoroyikég Ahhayég oty Efdoopdda 52 oty Merétyn RAV
MTX Adalimumab | Adalimumab/ | Ty p* | Twn pP Tuwd p’
n=257 (95% n=274 (95% MTX
oo Stdotua n=268 (95%
EUMIOTOGUVIG) | EUMIGTOGVVNG) Suotnpo
EUTIGTOCVHVIG)
Total Sharp 5,7 (4,2-7,3) 30(1,743) | 1,3(0,5-2,1) | <0,001 | 0,0020 | <0,001
Score
BoOpoioyia 3,7 (2,7-4,7) 1,7(1,0-24) | 08(0,4-1,2) | <0,001 | 0,0082 | <0,001
dPphoenv
BoOpoioyia 2,0 (1,2-2,8) 1,3(0,5-2,1) 0,5 (0-1,0) <0,001 | 0,0037 0,151
JSN

*H tym p mpokvmtetl omd ) ovykpion ovd (gdyog ¢ povobepameiog pe pebotpe&dtn kot g Oepomeiog
ovvdvacpov pe adalimumab/pebotpe&atn ypnoyonoiwvrag tov Edeyxo Mann-Whitney U test.

P H tyun p mpoxdmtel amd T cvykpion avé (gvyog te povodepoameiog pe adalimumab xou g Oepomeiog
ovvdvacpov pe adalimumab/pebotpe&atn ypnoyonoidvrag tov Edeyxo Mann-Whitney U test

" H tun p mpoxdmtet amd ™ cOykpion ava (evyog e povobepaneiog pe adalimumab kot tng
povoBepaneiog pe pebotpe&dtn ypnowonoimvog tov Eheyyo Mann-Whitney U test.

Metd amd 52 kor 104 eBoopddeg Bepaneiog, T0 M0600T0 0cbevdv ywpig axtvoroywn eEEMEN (Stapopd
anmd v apyn g Bepaneiog Tov Tpomomomuévon Total Sharp Score < 0,5) ftav onuavikd vynAdTEPN
ot Bepaneio cuvdvacpov adalimumab/pedotpetdng (63,8% kat 61,2% avtioToiy®e) GLYKPLTIKG pe T
uebotpe&dtn wg povobepameio (37,4% wor 33,5% avticroiywe, p < 0,001) kot pe To adalimumab wg
uovoBepameia. (50,7%, p < 0,002 ko 44,5%, p < 0,001 avtictoiymg).

Xy avouyt peAétn enéktaong yio ) pedétn RA V, n péon petaPolrn tov tpomomomuévov Total Sharp
Score amd v apywn Tun £og to 100 Etog nrav 10,8, 9,2 ko 3,9 o¢ acBeveig mov apyikd
Toyatomombnkay oe povobepomeia pe pebotpe&drn, povobepancio pe adalimumab kai Ogpomeio
ovvdvaouov adalimumab/pebotpe€dme, avtictorya. To avtiotora T0600TA TOV 0cOEVOVY YwPig
axtwvoroyikn e&€Mén frav 31,3%, 23,7% ot 36,7% avtictolya.

Hoiotnra {wnc kot Asitovpyikotnzo,

H mot6tto {mng oyeTikd e TV KaTAoTOoT TG LYELNG KOl TH AEITOVPYIKOTNTA TOL 0c0ev a&loAoynOnke
YPNOUOTOLOVTOG TO Pabud avikavotntog Tov Epotnuoatoloyiov A&oddynong g Yyeiag (HAQ) otig
TEGOEPLG MAOTIKEG EMOPKMG KO KOAMG EAEYYOUEVEG QOKIUES, Kl NTAV Eva TPOKAOOPIGUEVO TPOTEVOV
KaTOANKTIKO onueio oty ERdopdda 52 tng pelétng RA II1. Okeg ot ddoeig/oyniuarta tov adalimumab otic
TEGOEPLG LEAETEC £0€1E0V OTOTIOTIKG OTUOVTIKG peyaidtepn Pertioon oto deiktn avikovotntog tov HAQ
amo v apyn ¢ Oepameiog puéypt 10 MMve 6 GUYKPITIKG E TO EIKOVIKO QAPILOKO KoL TO 1010 OTOTEAECUOL
napatnpionke ot pedétn RA I katd v EBdopdda 52 To anotelécpata and to Short Form Health
Survey (SF 36) yio dheg T1¢ dooelg /oxniuata tov adalimumab otic téooepic perétec vmootpilovy ta
EVPNUATA CVTA, LE OTATIOTIKG GNUAVTIKES TEPIANTTIKEG BaboAoyiec cwpatikdv tapauétpev (PCS),
OTIMG KOl LI OTOTIOTIKA ONUOVTIKEG BaOLOAOYIES TOV TAPUUETPMVY TOV TOVOL Kot TNG (OTIKOTNTOG Y10 T
doon tv 40 mg avd devtepn gfdopdda. Mia GTATIOTIKA OHOVTIKT EAATT®ON TNG KOTWONG, OTMG
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uetpdral omd n Aettovpyiky ektipmon g Paduoroyiag tng Oepanciog ypdviag vocov (FACIT)
wapatnpiOnKe Kol oTig TpElg peréteg dnov aflodoynnke n mapduetpoc avt (uedétec RA T IIL, 1V).

2 perétn RA 111, o1 mepiocdtepot acbeveic mov nétuyav PelTioon Tng AEITOVPYIKOTNTAG KOl GUVEXIGOV
™ Bepaneio dratpnoav ) Pertioon wc kot v ERdopdda 520 (120 punvec) avoikmcbepaneiog H
Beltioon g motdttog (ong petpnonke v ERdouada 156 (36 punveg) ko n Bedtioon dotnpnnke ot
SLAPKELN OVTNG TNE TTEPLOSOV.

>t perétn RA V, amodeiybnke peyolotepn Pedtioon oto deiktn avikavorntag tov HAQ kot ta
QOTEAECLLOTO TG COUATIKNG TapapéTpov Tov SF 36 £6e1&av peyolvtepn Peitioon (p < 0,001) yia
Oepameio cuvdvacuov adalimumab/pebotpedtng oe ayéon pe ™ uebotpe€dn oe povobepansio oty
EBoopdoda 52, n onoia dwwtnpndnke péypt v ERdopdada 104. Meta&d tmv 250 acbevdv mov
0AOKANPOOY TNV OVOLYTHUEAET EMEKTAGNC, Ol PEATIDGELG OTN AEITOVPYIKOTNTO Sl0TPHONKAY KOTE TN
duapketa tov 10 ypdvev Bepareiog.

Pwpioon Katd TAGKOS GTOVS EVIAIKES

H aopdAeia ko anotedeopotikotnta tov adalimumab peietnOnke og evijhikeg acOeveig pe ypovia
yopioon katd maakag (> 10% BSA kat Psoriasis Area and Severity Index (PASI) > 12 13 > 10) ot omoiot
NTOV VTOYNPLOL Yio GLOTNUOTIKY Bepameio | poToOepUmEiR GE TLYUOTOMUEVES OUTAA-TUQAES HEAETEG.
To 73% tov acbevav mov cuppeteiye oe Meléteg Yopiaong I ko I elye AaPet mponyovpévmg
ovomuatiky Oepancio | potobepancio. H acedleia kot n amotelespotikotnto. tov adalimumab
peietnOniay emiong oe eviilkeg acBeveic pe pétpla €0 coPfapn xpovia yopioon Katd TAAKS e
TAVTOYPOV YOPIOoT TOALUDV/TEALATMV 01 OTTOI01 NTAV VIOYNPLOL Yio GLOTNHATIKY Bepaneia og pio
TUYOLOTTOMUEVT, STAG-TVEAN perétn (Merétn Popiaong HI).

H Merét Yopioong I (REVEAL) a&oldynoe 1.212 acBeveig o€ tpeig meptodovg Bepameiog. Xtnv
nepiodo A, o1 aobeveic Ehafav ewovikd edpuako 1 adalimumab oe o apykn 66om 80 mg,
axolovBobpuevn amd 40 mg kabe devtepn efdopada, apyiCovrog pio efoopdado LeTd TV apyikn dOoT).
Metd amd 16 efdopddeg Oepamneiag, ot acbeveig ol omoiot eiyav TovAdyioTov avtamokpion PASI 75
(BeAtioon PASI score tovAdyiotov katd 75% ce oyéon e Ta apyikd emineda) GUUTEPIANQONKOY 0TV
nepiodo B kot EhaPav avouetn Bepameio pe adalimumab 40 mg ke devtepn efdopdda. Ot acbeveic mov
Swmpnoav avtarokpion  PASI 75 v EBSopdda 33 ko giyav apyucd toyoromombei og evepyd
Oepancio v mepiodo A, eravatvyotoromOnkav v Iepiodo I', dote va Adpovv gite 40 mg adalimumab
KkG0e devtepn efdopnada N ekoviKd eappoko yia 19 emmAéov efdouddec XVVOAIKA o€ OAEG TIC OUADES
Oepameiag, o péoog deiktng PASI ota apyikd enineda frav 18,9 kot ta apyikd eninedo tov deiktn Physi-
cian’s Global Assessment (PGA) kopdvOnkov oo “pétpia” (53% twv acbevdv mov cvppeteiyav) £mg
“coPapn” (41%) fwog “mord coPapny” (6%).

H Merém 1T e yopioong (CHAMPION) cuvékpive TV 0mOTELEGUOTIKOTNTO, KL TNV Ao@AAELR TOVL ada-
limumab évavti g pebotpe&dng ko Tov grkovikov eappdkov o 271 acbeveic. Ot acheveic Erafav
EIKOVIKO QdppoKo, pebotpeEdtn og apykn d6or 7,5 Mg kot akoAovBwg 1 d6om avEndnke puéypt tnv
EBdopada 12 ot péyiotn d6on tov 25 mg 1 adalimumab oe apyikn d6om 80 mg akorovBovuevn amd 40
mg KOs devtepN efdopdoda (Eexvavtag pio efdopdda petd tnv apyikn 06on) yio 16 efdounddec. Aev
vrapyovv drobéoipa ototyeio Ta omoio cuykpivovy to adalimumab kot t pebotpe&an yio mhve omd 16
ePdopddeg Bepameiog. tovg acbeveig mov AduPavav pebotpeldtn ko tétvyav avtamdkpion > PASI 50
v EBoopada 8 kat /M v 12 dev éywvav emimpdcbetec avénoeig d6onc. Xe OAeg Tig Oepomentikég oudoe,
T péoa apykd emineda avramdkpiong PASI fitav 19,7 kot ta apykd eninedo PGA kupaivovtal amnd
“Aria” (< 1%) o “pétpra” (48%) émg “coPoapn” (46%) £mg “moid coPapn” (6%).

O1 acBeveic mov copupeteiyav o€ OAeg TIg peAéteg ympiaong Pdong 2 kot daong 3 kpibnkav katdAiniot
Y10, EI0AY®YN GE [io, ovoyth HeEAETN emékTacng, 0mov to adalimumab yopnynOnke yia tovidyiotov 108

emmAéov efdouddec.
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21ig Meréreg Yopiaong I ko I, éva mpomtedov Katoinktikd onpeio tav 10 T0cosTo TV 0cevdy ot

omoiot étvyav avtamdkpion PASI 75 and to apywd eninedo péxpt tnv ERSoudada 16 (BAéne IMivoke 11
Kot 12).

Hivokag 11.
Melrétn Yopiaong | (REVEAL) - Anoteheopatikétnta otic 16 Efdopddeg
Ewkoviké gappaxo | Adalimumab 40 mg ké0g devTepn

N=398 efoopada

n (%) N=814

n (%)
> PASI 75" 26 (6,5) 578 (70,9)P
PASI 100 3(0,8) 163 (20,0)
PGA: KaOopé/ehayieto 17 (4,3) 506 (62,2)

* To mocootd acbevmv o1 onoiol Tétvyav avtamoxpion PASI 75 vrodoyictnke 0¢ T0606TO
TPOCUPUOGHEVO OVAAOYQ UE TO KEVTPO
# p < 0,001, adalimumab évavtt etcovikob Qappbékov

Mivokag 12.
Merétn Yopiaong || (CHAMPION) Arotehespatikotnto otic 16 Efdopddes

Ewkoviké pappaxo MTX Adallm,umab 40’mg Kbz
_ _ 000 gfoopdoscg
N=53 N=110 _
n (%) n (%) N=108
n (%)

> PASI 75 10 (18,9) 39 (35,5) 86 (79,6) *P
PASI 100 1(1,9) 8 (7,3) 18 (16,7) *°
PGA: 6 (11,3) 33 (30,0) 79 (73,1) P
KaOapé/ehdyoto

*p < 0,001 adalimumab évavtt £1KOVIKOD QUPLAKOV
P p <0,001 adalimumab &vavti pebotpeEdng

"p <0,01 adalimumab évovtt €ikovikoh QopuaKov
% p < 0,05 adalimumab &vavtt pebotpe&dng

> Mehém Yopiaong I, to 28% tov acbevov mov giyav aviandkpion PASI 75 ko
EMOVOTVYOOTTOMONKOV GTO €1KOVIKO Pappoko v ERdoundada 33 oe oyéon ue 1o 5% tov acbevov o
onoiot ouvéytoav pe adalimumab, p < 0,001, epepdvicay “andAeia emapkovg ovtandkpiong” (deikTng
PASI petd v Edopdda 33 kot kotd ) didpketa 1| wpw v ERSopdda 52 mov odnynoe og aviandkpion
< PASI 50 c¢ oyéon pe to apyikd exinedo pe erdyiotn avénon 6 Pabudv cto dciktn PASI e oyéon e
v EBdopada 33). Amo tovg acbeveic ot 0moiot epeAvVIcay AmdAELD ETUPKOVG AVTUTOKPIONG UETH TV
EMOVOTVYOLOTOINOT GE EIKOVIKO QAPLOKO KOl 0L 00101 TOTE EVIAYONKAY GTNV OvVOLT PACT TNG LEAETNG
gméxtoong, to 38% (25/66) kat to 55% (36/66) enaviktnoav avtamodkpion PASI 75 uetd amd 12 koi 24
€POOUAOES EMAVAYOPTYNONG, OVTIGTOLYO.

Yuvolikd 233 acBeveig mov eiyav avtamokpion PASI 75 v Edoupdda 16 kot thv Efdopdada 33 Edafav
ovveyn Bepameio pe adalimumab exi 52 efdopadeg ot Merét Yopiaong I, kot cuvéyicav to ada-
limumab otnv avouyt) perétn enéktoons. Ta tocootd avrandkpiong katd PASI 75 kot PGA kaBapd 1
gMdy1oto o€ antoig Toug acbeveic NTav 74,7% ko 59,0% avtictoryo petd amd emmiéov 108 efdouddec
avolktig Oepamneiog (cuvolikd 160 efdopddeg). Xe pa avaivor 6mov 6AoL ol acBeveic mov amocvpOnKay
Ao T HEAETN AOY® avemBOUNTOV GUUPBAVTOV 1| EMAEIYNG OTOTEAECUATIKOTNTAG 1 OOV avENONKE 1)
d0oom, BewpnOniay ™G Un oVTOTOKPIVOUEVOL, Ta T0G0GT avtamdkpiong katd PASI 75 kot PGA kabapd 1
eldyioto o€ avTovg Tovg acbeveic Nrav 69,6% kot 55,7%, avtictoya, petd and emmAéov 108 efdoudadeg
avolktig Bepaneiog (cuvorikd 160 efdopddeg).
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Yuvolikd 347 acBeveig pe otabepn AvIOTOKPIOT GUUUETELYAY GE UL OVOLYTH LEAETT EMEKTOONG UE OKOTTO
mv a&oAdynon g andsvupong kat g enavabepaneioc. Katd ) didpkeia g meptddov amdcupong, ta
GUUTTMOUOTO TNG YOPIOoTG ELEGTPEYAV LE TNV TAPOSO TOL YPOVOL UE UEGO YPOVO VTOTPOTNG TEPITOL 5
univeg (ueimon tov PGA og “pétpia” 1 soPapn voco). Kavévag and avtovg tovg acbeveic dev mapovciace
vrotponn (rebound) katd ™ didpkeia g mePLOdov andovpons. ‘Eva cvoro 76,5% (218/285) tov
acBevav o1 omoiol eloNABav oty mepiodo emavabepaneiog siye pa ovromoxpion tov PGA "kabopn" 1
"eldyiom" petd amd 16 efdopdadeg emavabepaneiog, ave£apTnTo amd TO EAV VIOTPOTINGOV KOTA TNV
andovpon (69,1% [123/178] ko 88,8% [95/107] rav acbeveic Tov voTpomiocay Kot Tov dgv
VIOTPOTIAGAV KATA TN SLAPKELD TNG TEPLOOOV AmOGVPGTNG, avtioTolya). Eva tapdpoto mpopid acpaieiog
mapoTnpionKe katd T didpKeln enavadepaneiog OTMG TPV TNV ardOGVPGT).

Inpovtikég Bedtunoelg oty ERdopdada 16 amd ta apyikd eninedo o€ oYE0T HE TO EIKOVIKO QAPLOKO
(Meréreg T o IT) kot peBotpe&atn (Merém II) emredydniav oto DLQI (Dermatology Life Quality
Index). Tt Melétn I, o1 BEATIOCEIC OTIC COUATIKEG KL YOYOAOYIKEG TapOoUETPOVG Tov SF-36 ftav emiong
ONUOVTIKEG GE GYEOT] LLE TO EIKOVIKO PAPLLOKO.

e pio avorytn HEAETN EMEKTAONC, Y10 TOVG acbeveic 6Tovg omoiovg 1 666N dapopendnke arod 40 mg
Ké0e devtepn gfdopdda oe 40 mg kabe efdopdda eEartiag g avrandkpiong PASI kdtw and 50%, 26,4%
(92/349) ko 37,8% (132/349) tov acbeviv nétuyay avtandkpion PASI 75 v EBdoudda 12 kot 24,
avTicTolya.

H Merétn Yopioong I (REACH) cuvékpive v omotelecpotikotTnto Kat Ty ac@aieio tov adalimumab
£vavti EIKOVIKOD QupIaKoL o€ 72 acbevelg pe pétplo Emg cofapn xpovio Yopiaot KoTd TAGKOG Kot
yopioon Toloudy koM teiudtov. Ot acBeveic Edapav pia apyikn 66omn 80 mg adalimumab
axolovBoipevn and 40 mg kébe devtepn efdopdda (Eekvadvtag pio foopddo Hetd v apyikn d6on) N
€IKOVIKO Pdppoko Yo 16 efdopadec. Tnv ERSopdda 16, Eva 6TATIGTIKA GNUOVTIKG LEYOAVTEPO TOGOGTO
v acBevov mov édafav adalimumab étuye «eEdheryn Tov PAapovy 1 «oxeddv eEdieryn tov Prafdvy
Kkatd PGA otig ToAdeg Kavn ota méEALATO 6 cUYKPIoT e Toug acbevelg mov EAafav elkovikd eApraKo
(30,6% évavt 4,3%, avtiotoya [P = 0,014]).

Merétn Yopiaong IV cuvékpive Ty amoteleopatikdtnto kot Thv ac@dieto tov adalimumab évavt
EIKOVIKOV Qapparov og 217 evijhikeg acbeveic pe pétpra £o¢ coPapr| yopraocikn ovuyia. Ot acBeveig
Ehafov pia apykn d6om 80 mg adalimumab akolovBovuevn amd 40 mg kébe devtepn efdouddo
(Eexwvavtog pio efdopdda Letd TV apyikn 066M) N EIKoVIKO PAapuako Y10, 26 efdouddes, akoiovboduevo
and pio avoryt Oepancio pe adalimumab ywo emmdéov 26 efdopdadec. Ot 0EoOAOYNGELS TG YOPLUGIKNG
ovuyiog mepthaupavay tov tpomomomuévo Aciktn Topapdrag e Yoplaociknig Ovuyiag (MNAPSI),
Yuvvohkn Extipnon tov Tatpod yio vy Yoplaciki Ovuyia (PGA-F) kot tov Agiktn ZoPapdmmrog e
Yopraowkng Ovoyiog (NAPSI) (BAéne TTivaka 13). To adalimumab katédei&e 6pelog g Bepoaneiog oe
acBeveig pe yoplaotkn ovuyio pe SlapopeTikég ektdoelg deppotikmv Prafav (BSA > 10% (60% tov
acOevav) kot BSA < 10% kot > 5% (40% tov acevav)).

Hivakag 13.
Meiétn Yopioong IV Aroteheopotikotnto otic 16, 26 ko 52 Efdopnadsg
Teho onueio EBoopdda 16 EBdoudoa 26 EBdoudoa 52
Eleyyouevn pe Ewkovikd | EAeyyopevn pe Etcovikod Avoyt
Ddppoxo ddapuaxo
Ewovikd | adalimumab | Ewkoviké | Adalimumab Adalimumab
oappoxo | 40 mg kébe | pdppoko | 40 mg kabe | 40 mg kabe ddTepn
N=108 devtepn N=108 devtep epfdopddo N=80
gBodopdoa £Pdoudda
N=109 N=109
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> mNAPSI 75 (%) 2,9 26,00, 3,4 46,6 65,
PGA-F xaBopd/erdyioto kot 2,9 29,70 6,9 48,9 61,
Bektioon > 2 Babpovg (%) 3
ocootwaia petafoin tov -7,8 -44,20, -11,5 -56,2% -
deiktn NAPSI ywo 6Ao t0 72,2
vy (%)

*p < 0,001, adalimumab évavm eicovikoD QopUAKOL

Ot acbeveic mov Elafav adalimumab édei&av otatiotikd onuavtikég Pertibdoeig oty EBdoudada 26
GUYKPITIKA UE TO EIKOVIKO Qappako oty DLQI.

Nooog tov Crohn oe Evijdikeg

H acpdieto ka1 anotelecpotikdnto tov adalimumab a&oloyninkoy oe tdve and 1500 acBeveig pe
uétpla £og coPapn evepyd vocso tov Crohn (Crohn’s Disease Activity (CDAI) > 220 ko < 450) ¢
TUYOLOTOMUEVESG OUTAA TUPAEC, EAEYYOUEVES e EIKOVIKO PAPLOKO HEAETEC. XvyXopynon otabepdv
S00E®MV AUIVOGAMKVAIK®Y, KOPTIKOGTEPOELODV KAUT 0VOGOTPOTOTOTIKMY TAPAYOVTWOV EMTPATNKOY
ka1 to 80% TV acbevdv cuvéyicay vo AaUBEvVOUY TOVAGYIGTOV Hidl A0 TIC TOPATAVED AYMYEC.

H enaymyn g khvikng veeong (opiiduevn pe CDAI < 150) a&oroynOnke og 300 pehéteg, t perétn CD
I (CLASSIC I) ko tn perétn CD 1 (GAIN). v uedétn CD 1, 299 aobeveic otovg omoiovg dev giye
yopnynOet Eova TNF-avtaywviotic Tuyatomomdnkay ce pio and técoepic OepamenTikég OUAOES: EIKOVIKO
eapuako tig ERdopadec 0 ko 2, 160 mg adalimumab v Edouada 0 ko 80 mg v EBdoudda 2, 80 mg
v EBoondda 0 kot 40 mg v ERdopndada 2 kot 40 mg v ERdopdada 0 ko 20 mg v ERdopdda 2. Xtnv
ueiétn CD 11, 325 acbeveic o1 omoiot dev avtamokpivoviay 1 epedvicav dvcavetio oto infliximab
ToyooromOnkay dote va Aappavovv gite 160 mg adalimumab v EBSopdda 0 kar 80 mg v ERdopdda
2 gite ewovikd eappako 11 EBoopndadeg 0 kar 2. O acBeveic mov dev elyav mpwToyev KAvIKN
AVTOTOKPLOT] OMOKAEIGTNKOV 0O T HEAETN KO EMOUEVAOS 0w TOl 01 aieBegvelg dev a&loloynOnkay
TEPAUTEP®.

H dwotnpnon g khvikng veeong a&orloyndnke ot perétn CD 1T (CHARM). Xt peAétn CD 11, 854
acOeveic ElaPav oe avoyyth yopnynon 80 mg v ERdopdda 0 kot 40 mg tnv ERdopdda 2. Tnv EBSoudda
4 o1 acBeveig TuyatomomOniay og 40 mg ke devtepn efdoudda, eite og 40 mg kabe efdopdda, eite o
EWKOVIKO QApLLOKO Le CLVOMKT Srdpketa Herétng 56 efdopadwv. Ot acbeveic pe KAVIKN avTomokpion
(ueioon CDAI > 70) v EBdoudda 4 kotnyoplomombnkoy kot avadbonkoy Eexmplotd amd antoig ot
omoiot dev giyav KAvikn avtomdkpion tnv Efdoundada 4. H otadiokn peimon 1oV KOPTIKOGTEPOEODY
emupannke petd v ERdopada 8.

H emaywyn g vpeong ot perétn CD I kot v pekém CD Il kabdg Kot To T0c00Td avTamdKplong
nmapovotdlovtot otov [Tivaxa 14.

Mivaxag 14.
Enrayoy kv 0¢eong kot KAviKi|G avTanékpiong (T0600to acOevdv)

Mgerétn CD I: AcOeveig aTovg omoiovg | Merétn CD II: AcOgveig 6Tovg

dev &ger yopnynOei Infliximab omoiovg £xer yopnynOsi Infliximab
Ewoviké | Adalimumab | Adalimumab|  Ewkoviko Adalimumab
@appaxo | 80/40 mg 160/80 mg PaprOKO 160/80 mg
N=74 N=75 N=76 N=166 N=159
EBdopdda 4
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KAvikn vgpeon 12% 24 % 36%* 7% 21%*

Khlvikn avtomdkpion 24 % 37% 49%** 25 % 38%*
(CR-100) *

Oleg o1 Tipég p eivon ovykpioelg katd (evyn tov mocostdv yo to adalimumab évave eicovikod
oappdxov

*p<0,001

**p<0,01

IMapopota T0606Ta KAMVIKHG VPeong mapotnpnonkay yio to. 160/80 mg kot 80/40 mg oynuata exaywmyng
v EBdopdda 8 kot mapatmprinkay mo cuyvd avem®dunta coppdvta oty oudde mov élafe 160/80
mg.

Y pedétn CD 111, v EBSoudda 4 1o 58% (499/854) twv acBevdv siyav KAWVIKY ovIomoOKpion Kot
a&lorhoynOnkav oty TpmTeloLsa avAAVOT|. ATO TOVG 0oOEVEIS TOV EUPAVIGOY KAVIKT aVTATOKPLIoT TNV
EBdopada 4, to 48% eiyav AdPel 610 maperbov dAlov TNF-avtaywviot). H diatipnon g vepeong Kot ta.
TO0G0GTA avTamoKkplong mapovctaloviatl otov [livaka 15. Ta 10600Td TG KAMVIKAG VPEGC TAPEUEIVAY
oyeTIKA otabepd avegaptntwg mponyovpevng éxbeong oe TNF-avtaymviotés.

Nooneieg kot yeipovpyikég enepPfacelg oxeTOUEVEG IE TN VOGO MTOV GTATICTIKG GTUAVTIKA UELMUEVES
ue to adalimumab cuykprtikd pe 1o eikovikd eappoko oty Efdoudda 56.

Mivokag 15.
Awtipnon Kivuig Y geong ko Kavikng Avtamokpiong (Ilocooté AcOevdv)

Ewoviko 40 mg adallmumab 40 mg adalimumab
appRoKo kabe devTepn KkaOe efoopdda
papp efoopdoa
EBdopdoa 26 N=170 N=172 N=157
Kk vpeon 17% 40%* 47%*
KAvikn avramdkpion (CR-100) 27% 52%* 52%*
Acbeveig o€ ghebbepn
OTEPOEBDV VPEST Y1 > = 90 3% (2/66) 19% (11/58)** 15% (11/74)**
NuéEPES” NUEPECH
Epoopada 56 N=170 N=172 N=157
Kk vpeon 12% 36%0* 41%*
KAvikn avtamdkpion (CR-100) 17% 41%* 48%*
Aocbeveig o ehebBepn
oTEPOEBMY VeeoN Yo > = 90 5% (3/66) 29% (17/58)* 20% (15/74)**
nuepect

*p < 0,001 ywo cvykpioelg katd (evyn Twv mocoot®dv yio to adalimumab évavr eikovikod eapudkov
**p < 0,02 yuo ovykpioelg katd (evyn Twv mocoot®dv yio to adalimumab évavr eikovikod eapudkov
* A6 0vTovG 01 0Toi01 AAUPOVaY KOPTIKOGTEPOELDT TNV EvapEn TG LEAETNG

Metoéd tov acbevav ot omoiot dev avtamokpifniay oty Efdoundada 4, 1o 43% tov acbevov ot omoiot
£hafav 60om cvvtipnong adalimumab avtoamokpiOnkav uéyxpt v ERdopdda 12 cuykprrikd pe to 30%
7ov Ehafav 6661 GLVTNPNONG UE EIKOVIKO QAPHOKO. AVTA TO ATOTEAEGLLOTO VITOSEIKVOOLV OTL PLEPLKOL
acOeveic o1 omoiot dev Eyovv avtamokpiBei péypt v ERSoudda 4, mpeiovvror amd T GuvENIOT TG
Oepamneiog cuvinpnong uéxpt tv ERdopdada 12. H Ogpoaneio mov cuveyiotnke petd tig 12 efoopddeg dev
00N yNGE GE ONUAVTIKA TEPIGGOTEPEG avTanoKpicel (BAETE mapdypapo 4.2).

117/276 acbeveic amd ) perét CD | xon 272/777 acBeveic amd perétec CD 1T won IIT
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napakorovOnOnkoy yio tovAdytotov 3 ypodvia g Bepameiog avoiktng eméktaong (open-label) pe ada-
limumab. 88 kot 189 acbeveic avtiotorya, cvvéytoay va givar og KAvikn Veeot. KAvikn avtomndkpion
(CR-100) dwatnpndnke oe 102 kou 233 acbeveic, avtiotorya.

Hoiwomnra {wne

>11¢ pehéteg CD T ko CD Il yia t véoo tov Crohn, emtedybnke otatiotikd onuavtikn Pektioon ot
ovvolkn Badporoyio Tov €161KOH EpOTUATOAOYIOV Y10 TA PAEYHOVMDAN voonpate Tov eviépov (IBDQ)
mv EBdopdda 4 og aceveig tuyatomompévoug o€ adalimumab 80/40 mg kou 160/80 mg cuykpirikd pe to
EIKOVIKO PApLoKo Kot emiong mapotnpnonke otigc EBdouddeg 26 kar 56 ot perétn CD I peta&d tov
BepomevTikdv ouddmv mov dapav adalimumab cuykpitikd pe to gicovikd eapuoko.

Payoeiditida Eviniikwv

H aopdAeia ko 1 anotedeopotikotnta tov adalimumab a&lodoyninkay og evilikeg acbeveic pe un-
AOMON evoldpeon, omicOia, Kot Tovpayoeditida, e e&aipeon toug acheveic pe pepovouévn tpdcho
POyo£lditida, o dVO TUYALOTOMUEVEG, SITAL TVPAEC, EAEYXOUEVEG UE E1IKOVIKO @dppako peléteg (UV T kot
IT). Ot acbeveic Erafav ewovikd eapuako 1 adalimumab ce apykr d6on 80 mg, axorovBovpevn and 40
mg kaBe devtepn efdopdoa, apyilovtag pia efdoudda petd v apyikn d6on. Emtpémovtay tantdypoveg
otabepég 60GELG EVOG UN-PLOAOYIKOD 0VOGOKOTOGTUATIKOV.

H Meiétn UV I a&ordynoe 217 acBeveig pe evepyd payoeditida mapd tn Oepameio [l KOPTIKOGTEPOEIIN
(am6 otopoToc TPedvILovn o d06on 10 émg 60 mg/Mmuépa). Orot ot acBeveic Elafav yia 2 efdopudadeg
Tomomomuévn doom tpedviLovng 60 mg/muépa katd v Evapén g EAETNG akolovBovuevn amod Eva
VIOYPEDMTIKO TPOYPOLL GTAOIOKNG LEIMONG, e TATPT] SLKOTT T®V KOPTIKOGTEPOELODY UEYPL TNV
EBdopada 15.

H Merétn UV 1T a&loroynoe 226 acheveic pe avevepyd payoetditidoa wov amattody ypovia Oepameio pe
koptikootepoedn (10 émg 35 mg/muépa amd otdpatog Tpedvilovn) Katd TNy Evapen yio Tov EAEYYO TNG
vooov Tove. Ot acbeveic otn cuvéyelo vToPANONKAY GE £va VTTOYPEDTIKO TPOYPOLUUL GTAOIOKNAG LEI®ONG,
UE TANPN SLOKOTN T®V KOPTIKOGTEPOEDDV UEypL TV Efdopdda 19.

To Tp®TEVOV KATAANKTIKO ONUEID ATOTELEGUATIKOTITOG KO OTLG OVO PEAETEC N|TAV O “YPOVOG £WG TNV
amotvyia ™ Oepaneiag”. H amotuyio e Oepanciog opictnke 0md T0 AmOTEAEGUO TOAADY GUVIGTOCMV
mov Pacileton oTIg PAEYHLOVAIEIS YOPLOAUPIPANGTPOEISIKES KA/ PAEYLOVAOOELS aryyelaKéG PAGPeG Tov
apeBAnoTpogdove, otn Babuoroyia kuttdpwv otov Tpdcdio Barapo (AC), otn B0Awon Tov VAROEBOVE
odpatog (VH) kot v kodvtepa dtopbopévn ontikn o&dvmra (BCVA).

O1 aoBeveic o1 omoior ookAfpocav Tic Mehéteg UV | ko UV I ftav xatdAiniot yio va evtayBodv og
U0 UN-EAEYYOLEVT] LOKPOYPOVIO LEAETT) ETEKTOUOTG LE OPYIKE GYESAGLEVT O1ApKELD, 78 EBSOUAdDV.
2100¢ 000gVElg EMTPATNKE VO GLVEYICOVY TN PUPUOKELTIKT aymyN TG HEAEnC mépav g Efdopadoc 78
émg 0tov eiyav TpdcPaocn oto adalimumab.

Klwikn Avromoxpion

Ta amoteAéopoTo Kot amd Tig 000 PHEAETES £D€1E0V GTUTIOTIKA OTLLOVTIKY PEI®OT TOL KIvdDVoL amotuyiog
¢ Oeponeiag o€ acbeveic mov éhafav adalimumab évavit Twv acbevdv mov Elafov elkovikd PapUoKo
(BAéme TTivaxo 16). Kot ot 600 peAéteg £6e1&av pio Tpdun Ko Topotetapévn enidpaon tov adalimumab
€711 TOV TOGOGTOL amoTLYiag TG Bepaneiog Evovtl Tov glKoViKOD Pappakov (BAére Zynua 1).
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Hivokag 16.
Xpovog émg v Amotvyio g Oepameiog otic Meréteg UV | kan UV 1

Avdpecog
Avalvon , o xpOvog a Cl 95% B
Ogpancia N Amotvyia N (%) amotTuyiog HR v HR* Tt p
(wiives)
Xpovog £og v Amotvyia TG Ogpanciag Xtnv i Metd v Epoopada 6 oty Merétny UV |
Kopw avarven (ITT)
Ewovikd 107 84 (78,5) 3,0 -- -- --
QAPLOKO
Adalimumab 110 60 (54,5) 5,6 0,50 0,36,0,70 <0,001
Xpovog émg TV Amotuyia g Ogpanciag v 1] Meta v Efdopdda 2 oty Merétny UV I
Kopw avarven (ITT)
Eucovikd 111 61 (55,0) 8,3 -- - -
QAPLOKO
Adalimumab 115 45 (39,1) NEY 0,57 0,39, 0,84 0,004

Inueioon: H Amotuyio g Ogpaneiog otnv N petd v EBdopddo 6 (Merétm UV 1), | otnv 1| petd v
EBdopdda 2 (Merétn UV 1), petpnbnke og yeyovog. Ot aobeveic mov dev olokApmoay ) Bepomeio yio
AGYoLC GAAOVG EKTOG atd TNV amoTLyia TG Bepameiog, dev vToAoyioTKAY KOTH TO YPOGVO TOV
EYKOTEAEW AV T PHEAETT).
* HR tov adalimumab évoavtt Tov €1KOVIKOD QOPUAKOL OO VOAOYIKT TOALVOPOLUNGT KIvODVOU

ue t Oepamneio wg mapdyova.

P 2-6ye@v Ty P and ™ doxuacia log rank.
¥ NE = dev pumopet va extiunei. Arydtepot and Toug oovs acheveig mov diétpeyav Kivouvo giyav
éva cupuPav.
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Ewoévo 1: Kapmoleg Kaplan-Meier mov Xvvoyilovv 1o Xpovo ¢ v Amotoyio the Ogpomsiog
otV 1| petd v Epdopdada 6 (Msiétny UV 1) | EBdopdde 2 Msiétny UV 1)
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P#0/111 16/89 35/66 46/50 49/41 54/33 58/26 61/21 61/19 61/17 61/0
A#0/115 5/105 23/82 32/67 37/58 40/51 44/42 45/37 45/34 45/30 45/0

XPONOX (MHNEZX)
Merém UV 1T Oepomeio, Ewovikd @apuoxo - - - - Adalimumab

Inueioon: P# = Ewoviko edpuoxo (ApiOuog Zopupdviav/Apidudg acbevav mov dotpéyovy Kivouvo),
A# = Adalimumab (Ap1Bpog Zvupavtov/ApBudg acbevdv mov dratpéyovy Kivouvo).

¥t Medét UV | mapatnpridnkay otatiotikd onuavtikég dtapopés vaép tov adalimumab évavtt tov
EIKOVIKOD QUPLLAKOD Y10 KAOE CLVIGTMGO OPIGUOD TG amoTLYiag Tng Oepameiag. n Mekétm UV I,
TaPOTNPHONKAY GTATIOTIKG GUAVTIKES O1UPOPES LLOVO Y. TV OTTTIKT 0EVTNTO, AAAG Ol GALEC CLUVIGTMOGES
nrov aplduntikd vép tov adalimumab.

A76 to0g 424 acbeveic TOV GLUTEPIANPONGAY GTIG N EAEYYOUEVEG LaKPOYPOVIES ueAéETe emékTaong UV
I o UV I, 60 acBeveic a&lohoyndnkoy wc akatdAAniot (1.y. A0ym anokAicewmv 11 AOY® dEVTEPOYEVOV
EMITAOK®V S1oPNTIKNG apePAnoTpogidondielag, e€attiag XEPOVPYIKNG ETEPPAONC KATAPPAKTN 1) EKTOUNG
VOADOOVE COUATOG) KoL OTOKAEIGTIKAY OTd TNV TPWTOYEVT OVAAVGN TNG OMOTEAECUATIKOTN TS AT
tovg 364 evamopeivovieg acbeveic, 269 a&loroynoyiot acbeveig (74%) éptacav otig 78 efdouadeg
Oepomeiog avorytg eaong pe adalimumab. Bacel g mpocéyyiong tov mapatmpodpevev dedopévev, 216
(80,3%) fitav oe Hpeon (un evepyég eAeypovadelg PAaPec, Babuordynon kuttdpav AC < 0,5+,
Babuordynon VH < 0,5+) pe tavtdypovn yoprynon do6ong oteposidong < 7.5 mg nuepnoimg, kot 178
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(66,2%) ftav oe Hpeon yopic otepoedn. H BCVA gite Bedtidbnke gite Statnpridnke (< odloimon 5
ypapupdtov) oto 88,6% tmv opbaiumv tnv efoopndda 78 Ta dedouéva népav g Efdoudadoc 78 yevikmg
oupuPadilav pe ovTé To OTOTEAEGUOTO GALG O APlOUOC TV EVIETAYUEVOVY acOevaY Letminke DoTep OO
aVTO TO YPOVIKO SLAGTNUA. XVVOAIKA, LETAED TV acBevdv mov dtékoyav TV UeAETT, To 18% diékoye
Loy avemfountov cvpPaviov kot to 8% eortiag averopkods avtandkpiong otn Oeparneio pe ada-
limumab.

Howomnra {wne

O1 TopAUETPOL 0VTOOEIOAGYNONG TOV 0GHEVDV GYETIKA LE TN AgtTovpyio TNG OPAoNS LETPHONKAY KO GTIC
00 Khvikég peiéteg ypnowonowwvtag to NEI VFQ-25. To adalimumab vrepioyvoe apBuntikd oty
TAELOVOTNTA TOV EMUEPOVS POOLOAOYLUDV LE GTATIGTIKG GNUOVTIKES LEGES OLLPOPES YO TN YEVIKT OpacT,
70 0POOAUIKO GAYOG, TNV KOVTIVI] OpUOT], TNV WUYIKT VYEia Kot T cuvoAlkn fabuoroyio otn Meiétn UV
I, kou yio T yevikn 0poacn Kot Ty Wyoyikn vyeio ot Medkém UV 1. To adalimumab dev vrepioyvos
aplBuNTIKd oTig eMOPAcElS TOV oyeTilovTay LE TNV OPOCT) Yo TNV AvTIANYT TOV XpOUATOV 6T Melét
UV | kot yo v avtiinym tev ypopdtov, Tny TeEpLpePIKn 0pact Kot TV KovTvi dpacn otn Merém UV
.

AvocoyovikdtnTa,

O oynuatiopdg avitooudtov évavtt tov adalimumab cuvéietar pe ovEnpévn Kabapon Kat LELdUEVT
anotelecpatikotnta tov adalimumab. Aev vdpyet epEaving cVOYETIGHOC HETAED TNG TOPOVOING TV
avticopdtonv évavtt Tov adalimumab kot g epedviong avemBounTev cuUPavIOV.

Xe aoBeveig pe molvapBpkn veavikn wromadn apbpitida nAkiog 4 £wg 17 eTdv, aviyvedTnKoy
avtioopato vavtt tov adalimumab oto 15,8% (27/171) twv acBevdv otovg onoiovg yopnynonke
adalimumab. ¢ aoBeveic otovg omoiovg de d6OMKe TovTOYPOVE Bepameio pe pebotpe&dn, n cuyvotnTo
nrov 25,6% (22/86), cuykpvouevn ue 1o 5,9% (5/85) 6tav to adalimumab yopnynbnke w¢ mpochnin ot
pebotpeldrn. Xe acbeveic pe moAvapOpikn| veaviky Wionadr| apOpitidoa niwkiag 2 Eog <4 etdv N nlkiog 4
€TV Ko avo mov Quyilouv <15 Kg, aviyvevtnkav aviicouata évoavtt tov adalimumab oto 7% (1/15) tov
acOevav, kat évag acbevig Aaupave tovtdypovn yoprynomn pebotpeédnce.

Y aoBeveic pe apBpitida oxetilopevn pe evhecitida, aviyvebmkay anti-adalimumab avticdpoto oto
10,9% (5/46) tov acBevmv mov édapav Bepaneia pe adalimumab. e aobeveic otovg omoiovg de dGONKe
totdypova Bepaneia pe pebotpe&atn, 1 ocvyvotnta epedviong nrav 13,6% (3/22), cuykpvopevn pe to
8,3% (2/24) 6tav to adalimumab yopnynOnke cav emmpdcheto g pebotpe&arng.

Ot acBeveic otig pedétec pevpatogidong apbpitidag I, 11 kot I eAéyyOnkov oe moAAATAES YPOVIKEG
oTypég v avtioopata évavrtt tov adalimumab katd t didpkeia g meptddov 6 Ewg 12 pnvav. Xtig
Boowkég peréteg, ta avtiodpoto évavtt tov adalimumab avayvepiotkay oto 5,5% (58/1053) twv
acOevdv mov Elafav to adalimumab cuykpitika pe to 0,5% (2/370) tov acbevdv mov Elafov To elKovViKO
oapuako. Xtovg acbeveic mov dev Edafav Ttavtdypovn Bepaneia pe pebotpeldtn, 10 mocooto frav 12,4%
ovykprtikd pe 0,6% otav to adalimumab yopnynnke wg mpocbnkn ot pebotpeEd.

Y1ovg acbeveic pe ToudoTpikn Yopioon, to aviiodpate Evavtt tov adalimumab aviyveddnkav o 5/38
acBeveig (13%) mov éhapav Bepameio pe 0,8 mg/kg adalimumab wg povobepamneia.

e eviilikeg acBeveig pe yopiaomn, Ta avticopoto évavtt tov adalimumab aviyvedmmkav e 77/290
acbeveig (8,4%) arovg omoiovg yopnynOnke povobepamneio pe adalimumab.

e eviiMikeg acBeveig pe yopiaon katd tAdkag oe pokpoypovia povobepomeio pe adalimumab wov

oLppETElYaY 08 pio PEAETN dlakomg Kot Emavadepaneing, To 10606To TV avTicopdtov oto adalimumab
petd v emoavadepaneio (11 and 482 dropa, 2,3%) frav TOPOUOL0 UE TO TOGOGTO OV TAPATHPNONKE
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npwv and tnv drokonn (11 and 590 dropa, 1,9%).

Y& acbeveic pe pétpro émg coPapn evepyo mardiotpiky voco tov Crohn, o puBudg aviamtuéng aviioduaTa
évavtt tov adalimumab o acbeveic mov élafav adalimumab ftov 3,3%.

Y aoBeveig pe vooo tov Crohn, avticdpato évavtt tov adalimumab aviyvevtnkav o 7/269 acOeveic
(2,6%)

Y& aobeveic pe un-Aoumon payosditida, aviiodpota Evovtt tov adalimumab aviyvedmkay oo 4,8%
(12/249) twv acBevav mov EraPav adalimumab.

Ene1dn ot avaiboelg avocoyovikotntog ival eEg101KELIEVES avd TTPOTOVY, 1 GUYKPLOT] TOV TOGOGTOV
OVTICOUATOV EVOVTL EKEIVOV 08 GALA TPOTOVTO OeV efval KATAAANAN.

Toudwarpikdc TAnOvouodc

Neavixij 101omadic apbpitida (JIA)

TolvapBpixn veavikn 1010madnc opBpitida (PJIA)

H acedleia ko 1 amoteieouatikdtnta tov adalimumab a&oloynnkayv oe dvo peréteg (PJIA 1 ko 1) oe
018 [LE EVEPYO TOALAPOPIKT 1 TOAVAPOPIKNG HLOPENS VEaviKT 1010madn apBpitida, Ta omoia elyov pio
TOIKIALQL TOTIOV EPEAVIONS VEaVIKNG 1810maf00¢ apbpitidag (JIA) (o cvyvd molvapbpitida e apvnticd
0eTIKO PELUATOEIN TOPAYOVTO, KOl EKTETOUEVT OAYOOPOpiTION).

plIA |

H acedleia ko 1 amotedeopatikotnta tov adalimumab a&ioioynOnkay oe pio ToAVKEVTPIKY,
TUYOOTTOMNUEVT, SUTAA-TOPAT, TOPAAAA®Y Opad®V perétn og 171 moudid (4-17 etdv) pe moivaphHpikn
JIA. Zmv apyikn edon avowktig enéktaons (OL LI) o1 acBeveic katnyopromombnkay o€ 00 opdde,
Oepaneio pe MTX (uebotpedtn) N Oepameio yopic MTX. Ot acbeveic mov tav 610 okélog ympic MTX
gite dev elyav AaPet o1o TopeABov MTX eite giyav anocvpbel and t MTX tovidyiotov dvo efdopddeg
TPV amd TN XOPNYNOo™N ToL Poppdicov perétne. . Ot acBevelg mapéuevav oe otabepég dooeic MEAD 1/kon
npedvilovng (£ 0,2 mg/kg Mmuépa 1 10 mg/Mmuépa kat' avodrtato 0plo). n eaon OL LI 6Aot o1 acOeveig
£hafov 24 mg/m2 uéypt péyrotng d6ong 40 mg adalimumab ke dbtepn efdopdda yia 16 efdopddec H
KaTovoun TV 0cfevav ava nAtkia Kot eEAdylotn, péon Kot uéytotrn 66com mov hafav katd T edon OL LI
napovotdletar otov Ilivaka 17.

Iivokag 17.
Katavopn ac0evav ava nukio ko d6on adalimumab mwov éhapav 6ty edon OL LI

Hlucioxn Oudda ApBudc Acbevov oty ‘Evapén n (%) | EAdyiot, péon kot péyiot d6on
4 ¢oc 7 etddv 31 (18,1) 10, 20 ko1 25 mg
8 émc 12 etdHv 71 (41,5) 20, 25 ka1 40 mg
13 éw¢ 17 etddv 69 (40,4) 25, 40 ka1 40 mg

O1 aoBeveic Tov kotédel&av o avromokpion kot Paediatric ACR 30 v EBdoudada 16 ftav emié&ipon
7POg Tuyaiomoinon ot SmAd oAy (DB) edon kot éAaPav gite adalimumab 24 mg/m2 péypt péyiotng
d0om¢ 40 mg M eiovikd appdakov kibe devtepn efdopdda Yo emmiéov 32 efdouddeg 1 uéxpt Tnv
£€apomn g vooov. Ta kprpra E€apong g vosov opiotnkav wg emdeivoon > 30% arnd v évapén og >
3 amo6 6 Paediatric ACR Pacikd kpitipia, > 2 evepyéc apbpaoelc ko feltioon > 30% og dyl mepioodTepa
Tov 1 amo ta 6 kpreipro. Metd amd 32 efdouddeg | oy E€apon tng vooov, ot acbeveic ftav emAégyot
va 16ayfovv 6TV OVOIKTH PACT| ETEKTACTG.
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Mivokag 18.
Avtanokpicsig katd Ped ACR 30 ot perétn MolvapBpikic NIA

Xréhog MTX Xopic MTX
Ddon
OL-LI 16 efdouddeg
Avtanokpioglg katd 94,1% (80/85) 74,4% (64/86)
Ped ACR 30 (n/N)
ExBdoceic amoteleooTikOTNTO
AuthG TopAn 32 Adalimumab Placebo/MTX Adalimumab Ewovikd
ePoopddeg IMTX (N=37) (N =30) QappaKo
(N =38) (N =28)
E&apoeig g 36,8% (14/38) 64,9% (24/37)" 43,3% (13/30) 71,4%
VOGOV 670 TEAOG (20/28)"
TV 32
gfdoudadmv® (n/N)
Méoog xpovoc mg >32 efdopddeg 20 gfdouddeg >32 gfdopdoeg | 14 efdopdodeg
v é€apon g
vocov

* Avtanokpioceig katd Ped ACR 30/50/70 v EBdopdda 48 onpoavtikd peyoldtepeg omd EKEVEG TV
acevav mov EAafav EIKOVIKO QAPLLOKO

Pp=0,015

"p=0,031

Meto&D ekeivov mov avtamokpiOnkov otnv EBdoudda 16 (n = 144), ot avramokpiceig katd Paediatric
ACR 30/50/70/90 dwatnpnnkav péypt kot £€L xpdvia otn edon OLE oe acBeveig mov éhafov ada-
limumab ka8’ 6An ) didpketa g peréme. Zvvolka 19 dropa édafav Bepaneia 6 etdv 1 TepLocdTEPO,
11 ek TV omoimv amd TNV NAIKLOKT opada avapopds 4 £og 12 etdv kot 8 g NAKIOKAG OpadoC
avaeopdg 13 éwg 17 etmv.

Ot avtamokpicelg 6To GHVOLO TOVE NTOV YEVIKA KAADTEPES Kal AlyOTEPOL acOevEic avERTVENY OVTIGMLOTA
otav éhafav Ogpomeio cuvévacuov adalimumab kot pebotpe&dng cvykprtikd pe to adalimumab ce
povoBepaneio. Aoppdvovtoag veoyn ta aroteléopata avtd, To Yuflyma cuvietdron yio yprion og
ouvdvaoud e MTX kat yuo xpiion g povobepameia o€ acbeveic oTovg omoiovg 1 yprion me MTX
Kkpivetat axkatdAnin (PAéne Tapaypogo 4.2).

pJIA I

H aopdieia ko 1 anotedeopotikotnta tov adalimumab a&lodoyfOnkay og P avoIKTHCETIONLAVOTS,
TOAVKEVTIPIKT peAET og 32 Taudid (2 - < 4 g1dv ) Gvo 1 dve tov 4 eTdv ue Bapog < 15 Kg) ue petping
éwc coPapd evepyr molvopBpiky NIA. Ot acBeveig Elafav 24 mg/m2 epuPadod enpavelog ETPAvELOg
oopartog (BSA, body surface area) adalimumab pe péyiot d6on to. 20 mg kdBe devtepn efdoudda, g
pia 660m yopnyovuevn pe vroddpia £veon yio TovAdyiotov 24 gfdouddec. Katd t didpkeio TG ueAétng,
ta teplocdTepa dropa Elafav tavtoypova pebotpeldn (MTX), evd AMyodtepa avépepov xpron
KOPTIKOGTEPOEW®V | MEZAD.

v EBdouada 12 kot EBdopdda 24, n avrandkpion PedACR30 ftav 93,5% «ot 90,0%, avtictoya, pe
TN ¥PHON TNE TPOGEYYIOTG TOV TAPATNPOVUEVAOV dedoUEVOVY. To TOGOGTA TOV ATOU®Y UE
PedACR50/70/90 v gBdopada 12 kot tnv efdopddo 24 itav 90,3%/61,3%/38,7% ko
83,3%/73,3%/36,7%, avtictoyo. Meta&y exeivov mov avtamokpiOnkov (Paediatric ACR30) v
EBdopada 24 (n =27 and 30 acbeveic), o1 aviamokpiceig oto Paediatric ACR30 siotnpribnkay yio
ot émg 60 gfdopddec ot edon OLE oe acbeveic mov éhaPav adalimumab kad’ 6An tn ypovikn
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avt epindo. Xvvorikd, 20 acbeveic vropAndnkav oe Oepamneia yio. 60 efdopddeg 1 mTepiocdTEPO.

Apbpitido. oystuloucvn us evlsaitida

H aopdAeia ko 1 anotedeopotikotnta tov adalimumab a&lodoyfOnkay og pio moAvkevTpike,
TUYALOTTOMUEVT, SUTAA-TVOAN HEAET o€ 46 TaudraTpikovg acbeveic (MAkiog 6 £wg 17 €T1@v) pe pétpla
apBpitida oxetildpevn pe evbeoitida. O aobeveic ToyatomomOnkay kot Ehapav eite adalimumab 24
mg/m2 emeaveiag oopotog (BSA), pe péyiot doom ta 40 mg, 1 ekovikd @appako kabe devtepn
efdopada yuo 12 efdopddes. H dumha-tupAr mepiodog akorovdnonke amod pia mepiodo avouytng Oepaneiog
(OL, open-label), kotd tnv omoia o1 acBeveic EaPav adalimumab 24 mg/m2 smpdveiog cOUOTOG, LE
péytotn oo ta 40 mg kabe devTepn Efdoudda, yopnyOLLEVO HEGH VTTOdOPLOG Eveong, Yia 192 emimhéov
eBoopddes. To mpmtedov KaTaANKTIKO oNUEID NTOV 1) TOGOOTIA0 LETOPOAN GO TNV APYLIKN TN £BG TNV
EBdopdda 12 otov apBpod tov evepymv apbpmcemv pe apbpitida (oidnpa mov dev opeiletal o€
dvouopeia 1 apfpdCELS e aTdAELD Kivomg Kot TOVo KovT evaistneia), 1 omoio emitedyOnke pe péon
nocooTtioia peiwon -62,6% (Sidpeon mocootiaio petaPorn -88,9%) otovg acbeveig g opddog mov Edafe
adalimumab o€ cOykpion pe -11,6% (didpeon mocootwaio petafoin -50,0%) otovg acbevei Tng opddag
7ov éhae ekovikd eappoko. H Bedtioon tov aptBpod tomv evepydv apbpdoewv pe apbpitida
Swtnpnnke kotd T ddpkeo TG TEPLOSdOL avorytg Bepamneiog Emg v EPdopndda 156 yia tovg 26 amd
tovg 31 (84%) acbeveic Tng opadag tov adalimumab mov napépsvay ot perétn. Av kat dev givar
GTOTIOTIKA GTUOVTIKO, 1] TAELOYNQia TV acbevdv Tapovcince BeATimon TG KAVIKAG TOVG EIKOVOG OE
dgVTEPEVOVTA KATOANKTIKA onpeia, OTmG 0 aplBpoc tov Bécewmv ue eviecitida, o aplBudg Tav end@ovVeV
apBpdoewv (TIC), o apBuds Tev doykopévov apbpooswv (SIC), n avtandkpion katd Pediatric ACR 50
Kot 1 ovtomokpion katd Pediatric ACR 70.

Hoaudrazpixn wwpioon kot TAdxog

H anotelecpotikdmro tov adalimumab a&oloynnke ce pio Ty oomom eV, SITAG-TOQAT, EAEYYOLEVN
peAétn o 114 mtoudrotpikovg acbeveic, niikiog dvo tov 4 etdv, pe cofapn ypdvia ympioot KaTd TAGKAG
(6mwg opileton amd PGA >4 1 > 20% BSA 1 > 10% BSA pe ol moyiég Prapeg PASI > 201> 10 pe
TPOGPOAT KAIVIKG TOV TPOGMITOV, TNG YEVVNTIKNG YDPOC 1| TOV TUAUUMDV/TEAUAT®V), Ol 070101 dEV
eAEyyovTay emopkdc e Tomikn Bepaneio kot nAtodepaneia | pwtobepaneia.

Ot acBeveic AMapPavay adalimumab 0,8 mg/kg kabe devtepn efdopdada (Emg 40 mg), 0,4 mg/kg kébe
devtepn gPfdopdda (¢wg 20 mg) i pebotpe&an 0,1-0,4 mg/kg v efdoudda (éwg 25 mg). Tnv EBdoudada
16, nepiocdtepot acbeveic mov ToyaoromOnkav oe adalimumab 0,8 mg/kg eppdvicay avtandxpion (m.y.,
PASI 75) o oyéon pe ekeivoug mov toyaoromdnkav o€ 0,4 mg/kg kabe devtepn efdouado 1 o MTX.

Mivokag 19.
Howwtpikn yopioon katd thdkog AroterespotikéTnTa 6Tig 16 Efoopadeg

MTX* Adalimumab 0,8 mg/kg ka0e
N=37 dgvtepn efdoudda
N=38
PASI 75P 12 (32,4%) 22 (57,9%)
PGA: KaBopd/ehiyioto’ 15 (40,5%) 23 (60,5%)

*MTX = pebotpe&arn
P P=0,027, adalimumab 0,8 mg/kg évavtt MTX
P=0,083, adalimumab 0,8 mg/kg évoavtt MTX

O1 acBeveic mov métvuyov PASI 75 kot PGA kabapd 1 eldyioto amocipbniay and ) Oepaneio yio £m¢ Kot
36 efdoudodeg kot mapakoiovnOnKay yio ammAgLl TOL EAEYYOL TNG VOoOL (dnNAadn emdeivaoon tov PGA
Kotd 2 Babpovg Tovidyiotov). Ot acbeveic otn cvvéyeia Elafov katl Tl oymyn pe adalimumab 0,8
mg/kg kabe devtepn fdonada yio 16 emimAéov £fSOUABES Kal TA TOGOGTH AVIOTOKPLONG TOL
mapoTnpNOnKay Katd T ddpKelo NG enovadepameiog Tav TAPOUOLY PE AVTA TNG TPOTYOVUEVNG OITALL-

158



TVQANG TepLddov: avtamokpion PASI 75 78,9% (15 and tovg 19 acbeveic) kat PGA kabapd 1 eddyioto
52,6% (10 amd tovg 19 aobeveic).

Kotd m didprela g meptddov avoryTng ETCHIOVONS TNG LEAETNC, dtatnpnOnke N avtamokpion PASI 75
ka1 1o PGA kaBapo M eldyioto yia Emg kat 52 emmiéov efSopddes ympig vEa SES0UEVO AGPAAELNS

Houdazpixn véoog tov Crohn

To adalimumab a&loloynnke 6€ o TOAVKEVTPIKTY, TOYXOLOTOMUEVT], SITAG - TVEAT KAVIKT SOKIUT TTOV
OYEOIAGTNKE Y10 VO, AELOAOYNOEL TNV OTOTEAECUATIKOTNTO KOl 0oQAAELD, TG Bepameiog emayyng Kot
oLVTNPNONG He B00ELS avdAoya pe To cmpotikd Bapog (< 40 kg 1 > 40 Kkg) o 192 mandiotpicong acOeveig
peta&d 6 ko 17 (cupmepilapfavopévon) etav, pe pétpla Emg copapn voco tov Crohn (CD), mov opiletan
g PCDAI > 30. O1 acbeveig éxpene va €xovv amotdyel otn cupPatikn Oepaneio (cupneptiapfovopévon
€VOG KOPTIKOGTEPOEIDOVS KoM EvOg avosotpomomomtikoD) yio. CD. Ot acBeveig pnopet emiong va giyov
TPONYOLUEVMG XAGEL TNV avTomokplon 1 va eiyav dvoaveéio oto infliximab.

‘O)ot o1 acbeveic Erafav Oepameio emaymyng ovoLyThg ETICNLOVOTG 6€ SO0 e Bhor TOo cOUaTIKO Bapog
tovg oty évapén: 160 mg v ERSopdda 0 kot 80 mg v Efdoudada 2 ya acbeveic > 40 kg, ko 80 mg

kot 40 mg, avtiotoya, yio aobeveig < 40 kg.

Tnv EBoopdda 4, o acBeveic toyaromomOnkav 1:1 ue fdon 1o copatikd tovg Bapog ekeivn ) oTiyun
gite ot Xopnin Adon 1 oty Tomikn Adon Bepaneiog cvuvtipnong 6nmg eaivetar otov [ivaxa 20.

Hivakag 20. Adon Zovripnong

Bapog ac0evovg | Xaunin 66on Tomkn 06on

<40 kg 10 mg ke devtepn efdoudada 20 mg kabg devTEPN Efdoudda

> 40 kg 20 mg ka0 devtepn EBdoUGON 40 mg ka0 devTepn efdoudda.
Amotereguatikotito

To kbp1o KataAnkTikd onueio g peAétng frav 1 KAwviky veeon v ERdopdada 26, 6nmg opiletar o
PCDAI <10.

Ta T0600TA KAMVIKIG DPESTC Kot KAVIKNG avTamdkpiong (tov opiloviat wg peiowon tov PCDAI katd
TovAdyiotov 15 Babuovg and v Ty ‘Evapéng) napovoidlovrotl otov [Mivaka 21. To 10606TA SL0KOTNS
TOV KOPTIKOGTEPOEWDMV 1 TMV AVOGOTPOTOTOINTIK®Y TTapovotdlovratl otov [Mivaka 22.

Mivexog 21
Merétn Houdwrpiking CD
PCDAI Kiuvikn 'Y @eon ko Kiviki] Avromékpion
Tomwn Adon 40/20 Xopunin Adon Ty p*
mg Ka0g dg0TEPN 20/10 mg ké0¢
gfoopaoa ogvTepn efoopdoa
N =93 N =95
Epoopada 26
KM\vikn voeon 38,7% 28,4% 0,075
Kk avtoamokpion 59,1% 48,4% 0,073
Efdopaoa 52
KAwvikn vpeon 33,3% 23,2% 0,100
KM\vikn avtomdkpion (41,9 28,4% 0,038
* TN p yw v ovykpion e Tomikng 66ong évavr tng Xauning d6omng.
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Hivaxag 22
Merétn Hodrwarpikig CD
Awkom) KopTtikooTepogld @V 1] AVOGOTPOTOTOTIKAV Kol ZVYKAeN XupLyyimv

Tomkn Adon Xopni d60m Ty P!
40/20 mg ka0e 20/10 mg ka0¢
ogvtepn efoopada | devTepn efdopnada

ALOKOT] KOPTIKOGTEPOELODV N =33 N =38
EBdondada 26 84,8% 65,8% 0,066
EBdoudada 52 69,7% 60,5% 0,420
ALUKOTT| 0VOGOTPOTOTOUTIKAOV? N=60 N=57
EBdoudada 52 30,0% 29,8% 0,983
Toykhen cvpryyiov® N=15 N=21
EBdondada 26 46,7% 38,1% 0,608
EBdopdda 52 40,0% 23,8% 0,303

Ty p Yo v odykpion tng Tumikng 06ong évaver g Xapning d6omng.

H avocoxoatactaitikn Oeponeio umopei va dokomei pdvo katd 1 petd v Efdopdada 26, katd tnv
Kpion Tov epevvnTh, AV 0 CHEVIG TETVYE TO KPLTHPLO KAVIKNG OVTATOKPIONG

Opiletar og 10 KAglioo OA®V TV cuptyyiwv Tov Tapoyétevay otnv Evapén, yioa TovAdyiotov 2
ovveyelg emokéyelg petd v Evapén

21oTIoTIKG onuovTikég avénoels (Beitioon) and v Evapén tov Agiktn Mdalog Xdpatog kot g
TayOTNTOG DYoL TapatnpiOnKay Kot yia tig Vo opddeg Bepaneiog v ERdoudda 26 kot 52.

ZTOTIOTIKA Kot KAMVIKG onpovTikég Betimoelg and v 'Evapén mapatnpndnkav eniong kot 6tig 600
opddeg Bepaneiog yio TapapéTpovg morotrog (owng (cvumepiiapfovouévng me IMPACT I1).

Exot6 acbeveic (n = 100) and ) Merét IMaudrozpikng CD cuvéyicoy 6g pio avoikT LoKpoypovia
perétn enéktaong oyoyn. Enerta omo 5 ypovia Oepansiog pe adalimumab, 74,0% (37/50) tov 50 acBevov
TOL TOPEUEVAY OTN HEAETN GuvEY oAV va gival og KAMvIKN vegon kot 92,0% (46/50) twv acBevav

cuvE Ioay Vo £Xouv KAVIKN avtomokpior katd PCDALL

Houdiazpixn payoeiditioa

H acedleia ko 1 amotedeouatikotnta tov adalimumab a&iodoynOnkay og pia toyotomomuévn, Sumhd
ovykaAvppévn, ereyyopevn perétn 90 tadiatpikdv acBevav nikiog 2 £og < 18 etdv pe evepyn un-
Aomon Tpochia payoeditida mov oyetiCovray pe JIA, ot onoiot dev avtamokpifnikov oe Bepaneia pe
uebotpedtn tovddyiotov 12 efdouddmv. Ot acbeveic Elafav gite etkovikd papuako 1 20 mg ada-
limumab (gév < 30 kg) 11 40 mg adalimumab (eév > 30 kg) kabs devtepn fdopdada 6€ GLVEVAGUO PE TNV
apyn door pedotpeEdng.

To TpmTeEVOV KATAANKTIKO GNUEID NTaY 0 «YPOVOG EmG TNV amotvyio ¢ Oepanciogy. Ta kpitiplo ToL
kaBopilovv v amotuyia g Bepameiag ftav 1 emdeivoon N N mopoateTapévn pn fertioon g
0POOALIKNG PAEYLOVNG, 1| LEPIKT] PerTimon pe avATTLEN cUVEX®Y 0POUALKOY GLVVOCTPOTITOV 1 1|
eMOEIVOGT 0POOAUIKDY GUVVOGPOTNTMOV, 1] U ENXLTPETOUEVT] YPTIOT) GVYXOPNYOVUEVOV QUPUAK®Y KOL 1
avaoTOAN TNG Bepameiog yio TOpATETAUEVT XPOVIKT TEPT0DO.

KAwvikn avromdxpion

To adalimumab peiooe onpovtikd Tov xpdvo Emg tnv amotvyic ™¢ Oepomeiog GLYKPITIKE UE TO EIKOVIKO
eappoxo (PAéne Zynua 3, P < 0.0001 and ) doxuacio log rank). O diduecog xpdvog mg tnv amotuyia
¢ Oepameiog nrav 24,1 efoopadeg yia acbeveig mov EAafav Oepameia e stkovikd EAPLAKO, EVD O
dbpecog ypovoc £mg TNy amotvyio g Oepanciag yio acbeveic mov Ehafav Bepoameio pe adalimumab dev
uropel va ektiunfet, emeldn Ayotepo amd Tovg Pioovg acbeveig eppdvicav amotvyio ot Bepaneia. To
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adalimumab peimoe onuavtikd tov kivdvuvo amotvyiog thg Oepanciog Kotd 75% cuyKpITIKA UE TO EIKOVIKO
Qapuoko, Onwg eaivetat and Tov Adyo kivdvvov (HR = 0,25 [95% CI: 0,12, 0,49]).

Ewova 2: Kapmdreg Kaplan-Meier wov Zvvoyilovv to Xpovo £wg v Amotvyio g Osponsiog
oty llawdwoetpuciy Merétn Yo ) Payogdition
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XPONOZX (EBAOMAAEY)
Ogpomeio ===~ Ewoviko6 eappako—  Adalimumab

Inueioon: P = Ewovikd eapuaxo (ApBudc acbevav mov diatpéyovv kivéuvo), A = adalimumab
(ApBuog acBevav mov datpEyovy Kivouvo).

5.2. ®appoxoxiviTikés 1016TNTES

AmoppoONo™ KoL KOTOVOUN

Metd amd yopriynon 24 mg/m2 (uéyiot d6on 40 mg) péow vrodopiag Eveong kabe dedtepn efdopdda oe
acOeveic pe moAvopOpikn veavikn diomadn apbpitida (NIA) niikiog 4 émg 17 €TV 01 HEGECKATOTEPES
OLYKEVTPAOGELS 6 oTafepn katdotoon (Tipég pétpnong and v efdouada 20 £mg tnv 48) g
ovykévtpmong tov adalimumab otov opd Ntav 5,6 + 5,6 pg/ml (102% CV) yua to adalimumab ywpic
ovyyopfynon uebotpe&dng ko 10,9 + 5,2 pg/ml (47,7% CV) ue ovyyoprynon puebotpednc.

Y acbeveig pe molvapBpikn veavikn 1d1omadn apbpitida (JIA) nikiog 2 émg < 4 gtov N nhkiog 4
gTdvKol Gve pe copatikd Bapog < 15 kg kot Erafav 66om adalimumab 24 mg/m2, o1 péoeg KatdTEPEG
ovykevipooelg adalimumab otov opd oe otabepn katdotaon frov 6,0 + 6,1 ug/ml (101% CV) ywo to
adalimumab yopig cuyyopriynon pebotpe&atng kon 7,9 + 5,6 ng/ml (71,2% CV) pe cuyyoprynon
uebotpe&arng.

Metd ) yoprynon 24 mg/m2 (uéyiotn 66om 40 mg) péom vroddprog veong kabe devtepn efdoudda oe
acOeveic pe apbpitida oyetilduevn pe evbesitida, niikiog 6 émg 17 e1mv, o1 HEcEC KATMTEPESG
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ovykevipmoelg adalimumab otov opd oe otabep kKatdotoomn (Tég Tov petpdvtot kotd v Efdoudada
24) rav 8,8 6,6 pg/ml ywa to adalimumab ywpic cvyyopriynon uebotpe&drng ko 11,8 + 4,3 pug/ml ue
ovyyoprynon pebotpegatng.

Metd ™ xoprynon 0,8 mg/kg (uéyiotn 66om 40 mg) pécm voddprog Eveong kabe devtepn efdouddo o
TodloTpikong acbeveic e ypovia yopioon Kotd Thakag, 1 uéon (£ SD) cvykévipmon oe otabepn
katdotacn adalimumab ftov nepinov 7,4 £ 5,8 ug/ml (79% CV).

Y& moudroTpikovg acbevei pe pétpla éwg oofapn voso tov Crohn, ) 6om exaymyng ovoryTig
emonuavong tov adalimumab frav 160/80 mg 1 80/40 mg tig EBdopddeg 0 kot 2, avtiotoya,
e€aptdpevn and évo, avdtepo 0pto couatikov Papovg tov 40 kg. Tnv ERdoudda 4, ot acBeveic
ToyaomomOnkay og avaroyia 1:1 eite oty Tomkn d6om (40/20 mg kébe dedtepn efdopdda) N otnv
XapnAn 86om (20/10 mg ke devtepn efdopdda) oe opddeg Bepanciog cuvinpnong pe paon to
oouatikd tovg Bapoc. Ot péoeg (= SD) eldyioteg ovykevipmaoelg adalimumab ctov opd mov emitevyOnkay
v EBdopdda 4 rav 15,7 £ 6,6 ug/ml yua acBeveic > 40 kg (160/80 mg) ko 10,6 + 6,1 ug/ml yia
acBeveig < 40 kg (80/40 mg).

INa acOeveic Tov Euewvav otnv Tuyaomomuévn Oepameio Tovg, ot péoeg (£ SD) eldyioteg cLYKEVTPOGELG
adalimumab v EBdopdda 52 frav 9,5 + 5,6 ug/ml yua v opdda Tumikng d6ong ko 3,5 £ 2,2 ug/ml yua
Vv opdda XounAing 06ome. Ot HéEGEG EAAYIOTEG GUYKEVIPAOGCELS dlaTtnpnOnKay o€ acOevelg OV GLVE IOV
va Aappdavouvv adalimumab kdBe devtepn efdopdda yia 52 gfdopddes. Xe aobeVEIC Yo TOVG 0TOIOVG 1|
d6om drapopeddnke amd kabe devtepn efdopdada og efdopadiaio oxfua, n péon (x SD) cuykévipwon
adalimumab otov 0p6 katd v EBdoudda 52 frov 15,3 £ 11,4 png/ml (40/20 mg, epdouadiaic) ko 6,7 +
3,5 ng/ml (20/10 mg, epdouadiaica).

H éx0eon o¢ adalimumab e acBeveic pe ToudtoTpiky poyostditida TpoPALEONKE XP1CILOTOIDVTOC
QOPUOKOKIVITIKE HovTéAa TANBVGLOV Kol TPOCOUOimGoT Ue BAGT TN QAPUOKOKIVITIKY GTLG SLIPOPES
evoeigelc oe AAAovg TaudlaTpikovg acbevels (radaTpikn yopioon, veavikn dlonadng apbpitida,
moudloTpiky vocog Tov Crohn, kot apbpitida oyetilouevn pe evbeoitida). Aev vdpyovv dtabéoya KAviKd
dedopéva OYETIKA e TN XP1 oM TG 800MG £pOd0L g Taudtd nhkiog < 6 etdv. Ot TpoPrendpeves exBéoelg
ouvioTovV 0Tt eEAdeiyel peBotpeldng, pia H0om @O0V PIOPEL VoL 001 YNCEL GE pial apytkn avENom

GLOTN KNG ékbeomC.

2yéon ékbeonc-avtardkpionc otov roudatpkd TAnbuvcud

Bdoet tov dedopévav amd kKAvikég pedéteg o aobeveic ue JIA (pJIA kar ERA), n oxéon éxbeonc-
avVToTOKpIoNG HETOED GLYKEVTp®ONG TAdopatog kat avtandkpiong PedACR 50 texunpunbnke. H
QOLVOLEVIKT] cLYKEVTpmOT TAdopatog adalimumab mov 0dnyei 6to oy ¢ péyiotg mbavotntog
PedACR 50 avtamoxpiong (EC50) ftav 3 ug/ml (95% CI: 1-6 ug/ml).

H oyéon éxbeong-avramdkpiong petaé&d cvykévipoong adalimumab kot amotelecpatikdtrog o

oo TPIKoVC acbeveic pe coPapn ypdvio yopioon kotd tAdkag tekunpiodnkoy yio v PASI 75 kat to
PGA «aBapo6 1 eldyioto, avtiotoiywe. H PASI 75 kot 1o PGA kafapo 1 eddyioto avénbnkay pe
av&avoueveg cuykevipaoelg adalimumab, pe topopoio pawvopevikd EC50 4,5 ng/ml nepinov (95% ClI
0,4-47,6 o 1,9-10,5, avtiotoiymg).

Evikec

Metd amd vrodopio yoprynon wog epanas déong tawv 40 mg, n amoppdenon kat n Katavoun tov ada-
limumab fjtav apyr Ko pe enitevén TmV PEYIOTOV GUYKEVIPMOGE®MY GTOV 0p0 6TIS 5 NUEPES UETE 0o T
yopnynon. H péon andivt Brodobecipotnta tov adalimumab mov vroloyicOnke o€ tpeig peréteg petd
amo (o vroddpla epamas do6on Tmwv 40 myg frav 64%. Metd and epdmos evoopAEPia yopnynon d0cemV
7ov Kopaivovtar oo 0,25 émg 10 mg/kg, ot cuykevipmdoeig fTav avarloyeg e doong. Metd and ddoeig
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0,5 mg/kg (~40 mg), ot kabdpoeig kKopdvOnkay ard 11 émg 15 ml/mpa, o dykog koravoung (VSS)
Kopovotay omd 5 €og 6 Atpa kot 1 péon teAkn daon nuilong frav mepinov dvo efdouddes. Ot
oVYKeEVTPMOGELS Tov adalimumab oto apBpikd vypd acbevav pe pevpotoetdn apbpitido Kopowotay amd
31-96% exeivmv Tov 0pov.

Metd and vrodopia xopnynon 40 mg adalimumab ava dedtepn fdopdda oe evihikes acbeveig pe
PELVUATOELDN opBpiTIda 01 HEGEG KOTMTEPES CLYKEVIPMGELG 68 oTafepT| Katdotoor oy mepimov 5 pug/ml
(Gvev cvyyopnyovpevns pebotpe&ang) xan 8 £wg 9 ug/ml (ue Tapddinin yopiynon pebotpe&drng),
avtiotoya. To gehdocova enineda Tov adalimumab ctov 0pd o€ oTafepn KaTdoTaon avéndnkav tepimov
avoAOYIKd pe T 860M HeTd omd vtoddpia d6on tv 20, 40 ko 80 mg avd devtepn fdopdada kat ovd
gBdoudoa.

Y& eviihikeg acbeveig pe yopiaon, n péon cuykévipoon ot otadepomomuévn katdotaon ftov 5 pg/mi
Katd ™ didpkela g Bepameiog pe povobepaneio adalimumab tov 40 mg kébe devtepn efdoudda.

Y& acbeveic pe voso tov Crohn, n d6om epodov 80 mg adalimumab v Epdopdda 0 kot axorobbmg 40
mg adalimumab v Efdoudda 2 emtuyydvel cuykevipmaoelg adalimumab otov opd mepinov 5,5 pg/ml
KoTd TN ddpketo e TEPLOdov exaymyns. Mio d6om epodov 160 mg adalimumab v EBSopdda 0 kot
axorovOmg 80 mg adalimumab v EBSoudda 2 emttvyydvel cuykevipooeig adalimumab ctov opod
nepimov 12 ug/ml katd ™ didpreia ¢ TEPLOSOL naymYNG. MEGEC EAAYIOTEG GUYKEVTIPMGELS OTN|
otafepomompévn katdotoon g taéng tov 7 ug/ml mapampndnkav ce acbeveig pe voéoso tov Crohn ot
onoiot ELafav d6on cvvtnpnong 40 mg adalimumab kébe devtepn efdopdda.

Y& evilikeg acbeveig pe payoeditida, o d6on epddov 80 mg adalimumab v ERdoudda 0,
axoiovBobpuevn amd 40 mg kdbe devtepn efdopdada Eekvavtag tnv EBdopdda 1, odnynoe oe péoeg
OLYKEVTPAOGELG oTabgpomomuévng katdotaong mepimov 8 pe 10 pg/mL.

H poppokokivntikn Kot QopUoKOKIVITIKI/ QopUOKOSVVOUIKT LOVTEAOTOINGT] Kl TPOGOUOIMGT) TOV
mAnBuouod TpoiPreyay cuykpiolun ékBeon oto adalimumab kol anotelecpotikdtnTo 68 AGOEVEIC TOL
éhoPav Bepaneio pe 80 mg ke devtepn efdopdda dtav cuykpivovtav pe tn Oepaneio twv 40 mg kébe
epdopdda (meprrapfovopévav Tmv evAikov acbevav pe peopatogdn apbpitida, dStamontiky
1BpoTadevitidn, EAkmoN Kolitida, voco tov Crohn, acbeveic pe pnPikn dtamvnTikn 180pmTadeviTida Kot
Toudtatpkong aobeveic copotikod Bapovg > 40 kg pe vooo tov Crohn kot eAkmdon kolitida).

AmofoAn

O1 QapUOKOKIVITIKES avOADGELS TOL TANBVGHOD Pacet dedopevav and 1.300 kot dve acBeveig pe
pevpaToEdn apbpitida £dei&av o, tdon yio avénuévn eavopeviky kdBapon tov adalimumab 6co
avEAVETAL TO COUATIKO Bapog. MeTd amd TPpocapUoyn 6T d10POPOTTOiNcT) TOV GCOUATIKOD Bapovg, Tov
Yévoug Kat TG NMKIG PaiveTol 01 TaPAYOVTEG 0VTOl va Exovy Hikpn enidpoon oty kdbBapon tov ada-
limumab. TTapatnprOnke 6t o enineda tov ehevBepov adalimumab otov opd (un deopevpéva ota
avticoporo évavtt tov adalimumab, AAA) ftav yaunidtepa otovg acbeveic ue petpiolpo AAA.

Hrotikn 1 veppikn duoAetrtovpyic

To adalimumab dev éxel peletnOei oe aobeveic pue nratikn 1 veepikn SucAettovpyia.
5.3. IIpoxivika dogdopéva yio TV d6QaAEL

Ta pun KAviKd dedouéva OgvV amoKaAVTTOVY 1010iTEPO Kivouvo 1o Tov dvOpmmo pe Bacn Tic peAéteg
to&dtnrag edmal 66omg, ToIKOTNTUG ETUVAAAUPOVOUEVOV dOGEMV Kol YOVOTOEIKOTNTOC.

Mo pehét epPpootolikdTrog/meptyevvnTikng avamtuéng £yve o€ KuvopdAoyoug mdnkovg o€ 0, 30 kot
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100 mg/kg (9-17 mbrkovc/ouadn) kot dev omekdlvye Kapio vosién kivdbvou ota Euppva Loym tov ada-
limumab. Kopio pehétn koapkivoyéveong, 0rmg o0TE Kol 1) TPOTLRN EKTIUNGT TNG YOVILOTNTOG Kot
peTayevwnTikng to&ikotntag 6gv éywve ue to adalimumab Adyw g anoveiog TV KOTIAANA®V HOVTEA®Y
Yo VOl AVTICOUO LE TEPLOPLOUEVT] S10GTAVPOVUEVT] avTIdpacTiKOTTA 6T0 TNF TpoKTIKOV Kot TV
avATTLEN EEOVOETEPOTIKMV OVTICOUATMOV GE TPOKTIKA.

6. OAPMAKEYTIKEX TIAHPO®OPIEXZ

6.1 Katdloyog ekdoymv

O&wkob o0&y

Tpwdpwd 0&ikod vatplo

IMookivn

IMoAvcopPiko 80

"Yowp yio evéoipa

6.2 Acvpupatotnreg

EXietyel peletdv oyetikd pe tn cupfoatotnra, 10 mopodv QUPUOKELTIKO TPOioV OV TPEMEL VA
OVOUELYVOETOL UE GAND POPLOKEVTIKE TPOTOVTAL

6.3 Atapkera Lomg

3 ypévia

6.4 Iowitepes mpo@urdcers katd T @OAAEN TOV TPOidVTOg

duvrdooete og Yoyeio (2°C — 8°C). Mnv katayvyeTe.

DVAACOETE TNV TPOYEUIGUEVT] GUPLYYO OTO EEMTEPLKO KOVTL Y10l VO TPOCSTATEVETAL OO TO PG,

H x60e mpoyepuopévn ovpryya Yuflyma umopei va puldooeton og Oeppokpacieg uéxpt 25°C yia xpovikod
duoua émg kot 31 nuépes. H mpoyepiopuévn coptyya TpEnel va TpocTOTEDETAL OTTO TO PMC, KOl VO
amoppintetan edv dev ypnoiponombel péca otny mepiodo Tv 31 nuepdv.

6.5 @Yo KoL GVETUTIKA TOVL TEPLEKT

Yuflyma 20 mg svécuuo didAvua o€ TPOYEUGUEVT GUPLYYO

Evéouo d1dAvpa oe Tpoyepicuévn cvptyyo (Yool tomov 1) pe éuporo pe mopo swoymdpnong (amd
Bpopofovtuoikd elootikd) Kot pia Beddva pe TpootatevTikd KdAvppo (OEpULoTAACTIKO EAAGTOUEPEC).

Yvokevaoieg:

o 1 mpoyeuopévn ovpryyo (0,2 ml oteipo d1GAivpa) pe 2 emBépoTo, OAKOOATG.

o 2 mpoyepopéveg ovpryyes (0,2 ml oteipo Siddvpa), pe 2 embépoto alkoOANG.
Mmropel va, pnv Kokho@opoOyv OAEC 01 GLCKEVAGIES.

6.6 Iowitepeg mpo@uAaEers amoppryng

Kdabe aypnoiponointo eopuakevtiKd tpoiov 1 VIOAEUUN TPETEL VO, ATOPPITTETOL COUP®VA UE TIG KOTA
TOMOVG 10YVOVGEG OYETIKEG SATAEELS.
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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
Ovyyopia

8. APIOMOI AAEIAY KYKAO®OPIAX

Yuflyma 20 mg evéciuo StdAvpo o€ Tpoyeouévn chptyyo

EU/1/20/1513/017
EU/1/20/1513/018

9. HMEPOMHNIA ITPQTHXE EI'KPIXHX/ANANEQXHY THX AAEIAX

Huepounvia mpdg £ykpiong: 11 defpovapiov 2021

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentopepeic TANPoQopieg Y10 TO TaPOV POPUAKEVTIKO TPOIOV ival S1HBEGILEC GTOV SIKTLOKO TOTO TOV
Evponaikod Opyovicpod @apudkmv http://www.ema.europa.eu
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ITAPAPTHMA 11

. ITAPAXKEYAXTEX THX BIOAOT'IKQX APAXTIKHX

OYXIAYX KAI ITAPAXKEYAXTEX YIIEYOYNOI I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

. OPOI'H IEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI

TH XPHXH

. AAAOI OPOI KATI ATTAITHXEIX THX AAEIAX

KYKAO®OPIAX

. OPOI'H HEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHXH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. ITAPAXKEYAXTEX THX BIOAOTI'IKQX APAXTIKHYX OYXIAX KAI IAPAXKEYAXTEX
YIIEYOYNOI I'TA THN AIIOAEEMEYXH TQN ITAPTIAQN

Ovoua kot d1ev6vvon tov(twv) Topackevaot(@V) Tne(tmv) Broloyikde dpacTikN(®V) ovsiog(dv)

CELLTRION INC.

20 Academy-ro 51 beon-gil
Yeonsu-gu

22014 Incheon
Anpoxpartio g Kopéag

‘Ovouo kot d1evfvven tov(tev) TopacKeLaoTN(@V) oLV givor VTELOVYOC(O1) Y10 TNV OTOOEGLUEVGT) TOV
ToPTIdV

Millmount Healthcare Ltd.

Block 7

City North Business Campus
Stamullen, Co. Meath K32 YDG60
Iphavédia

Nuvisan GmbH
Wegenerstrale 13
89231 Neu-Ulm
Teppovia

Nuvisan France SARL
2400, Route des Colles
06410, Biot

ToArio

Midas Pharma GmbH
Rheinstr. 49

55218 Ingelheim
Teppovia

KYMOS S.L.

Ronda Can Fatjo, 7B.

08290 Cerdanyola del Vallés
Barcelona

lomavia

270 £VTLTIO QUALO 0NYIDV XPNOTG TOV POPLOKEVTIKOD TPOTOVTOC TPETEL VO, VALY PAPETOL TO OVOLLOL KOL )
d1evbuvon Tov TEPACKEVAOSTY] TOV Eivol LTEVOHVVOG Y1 TNV OTOSECLEVOT| TG GYETIKNG TOPTIONG.

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

DoppokevTikd TPOIOV Yo TO 0TTOI0 amaLTeiTaL TEPLOPIGUEVT 1oTPIkh cvuvToy™ (PA. mapdptnua I: TlepiAnyn
v Xopoktnplotikdv tov [Tpoidvrtoc, mapdypapog 4.2).

I'. AAAOI OPOI KAI AITAITHXEIX THX AAEIAY KYKAO®OPIAX

o Ex0<oe1g Teprodikig mroapakorovdnong g asearsiog (PSURS)
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O1 amortioelg yio v vofoAn tov PSURS yuo 10 gv AOym Qapuokevtiko mpoidv opilovtal otov
KatdAoyo pe T nuepounvieg avagopds g Evoong (katdroyog EURD) nov mapatifeton oty
Tapdypoeo 7, Tov dpbpov 107y, tng odnyiag 2001/83/EK kan kdbe emaxdAovdng exikoiponoinong 6mwc
OMUOCIEVETOL OTNV EVPOTOIKT SIKTVAKNT TOAT Y1 TO PAPLOKAL.

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

. 2yé010 draygiprong Kivovvov (XAK)

O Kadroyog Adsiag Kukhogopiog (KAK) Oa die&aydyet T1g amartodpeves dSpaotnplotntes Kot mapepfacelg
QOPUOKOETOYPOTTYTIONG OTT®G TOPOVSLAlovTal 6To cUE®VNBEV ZAK mov mapovsidleTal otny evotnTa
1.8.2 ¢ doetog Kukhopopiog Kol 0TolecdNToTe ETaKOAovBeg eyKeEKpIUEVES avabewpnoelg tov ZAK.

‘Eva emucaportompévo XAK Ba mpémet va katotedel:

. Meté and aitnpa tov Evponaikod Opyaviopod Pappdkmv;

o OmoTedNTOTE TPOTOMOLEITAL TO GVOTNUA SlaYEIPIONE KIVOHVOUL, E101KH MG ATOTELEGA ANYNG VEOV
TANPOPOPUDY TOV UITOPOVY VO EXLPEPOVY CNUAVTIKY] OAAXYT) GTN GYECT] 0QELOVG-KIVOUVOL 1) MG
OTOTELEC LA TG EMITEVENG EVOC GIUAVTIKOD OPOGTLLOV (PAPUOKOETOYPVTVIOT 1] EAOYLOTOTTOINGT
KIvdOvov).

o EmnpécOeto pétpa ehaylotomoinong Kivovvov

Ipw amd v évapén kukhogopiag tov Yuflyma og kdbe kpdrtog péhog, o Karoyog Adeiag Kukiopopiog
(KAK) mtpénet va copoovioet pe v EBvikr] Appodio Apyn to TePLEOLEVO KOl TH LOPPT| TOV
EKTOLOEVTIKOD TPOYPAUUATOS, GCUUTEPIAAUPAVOUEVOV TOV PECHOV ETKOVAOVING, TOV TPOTOV SLOVOUNG Kot
OTOLOVONTOTE GAA®V TTLYMV TOV TPOYPAUUATOS. £TO TAAIGIO TOV EKTOOEVTIKOD TPOYPELUOTOS
yopnyeiton Kapta YrevBouong AcBevoug.

H kdpta vrevBdiong acbevoidg mepi€yetl onUavTIKEG TANPOPOPIES YIo TNV ACPAAELN TOV POPUAKOV TIC
onoigg Oa mpémel va yvwpilet o aoBevig mpv kou katd ) didpkeia g Oepomeiog pe Yuflyma. Xtoyog g
&v MOyo kdptog vreviouong ivat 1 emenuaven tov Kivéivov coPapdv Aounéewv, puuatioong (TB),
KOKONOEIOV, AmOUVEMVAOTIKGOV dlotopay®dv (cupmeplappoavopévng g okAnpuvong kotd midkag [MS],
0V cvvopouov Guillain Barré [GBS] kat tng ontikng vevpitidag [ON]) kot tng vocov BCG petd omod
yopnynon epporiov amd {ovteg wkpoopyavicuovg BCG og Bpien mov extifevton oto Yuflyma o

unTpa.

O KAK 6a drocparicet 011 og kKGO kpdtog pélog 6mov kukhogopei to Yuflyma, 6Aot o1 emayyeipotieg
vyeiog ot omoiot TpdKeELTOL VO GuVTOYOYpapHcovy To adalimumab kot 6ot ot acbeveic Tov TpdKeLTOL VO
yxpnowonomcovy to adalimumab, Ba éxovv TpdcPacn/Ba TopoldBfovv 10 TaPUKAT® EKTUSEVTIKO VAMKO:

O Kapteg YrevOopiong AcOevoog (evifhikov Kot Todtatpik®dv ac0evav) mepiéyovv ta akoiovda
0VCIMON oToLYEin

e H Oepamneia pe Yuflyma pmopei va avénoet tov kivéuvo AoydEemv, cuumepthoufovouévng e
PLHOTIOONC, TOV KOPKIVOL Kol

o TPOPANUAT®V TOV VELPIKOD GLGTHLOTOC,

o Xnueia 1 CLUTTOUOTO TOV €V AGY® TPOPANUAT®V Yo TNV AGQAAEL0 Kot TOTE TTpémel Vo, amevbuvieite
o€ gnayyelpatio vyeiog

e Tnonuacio g un mtpaypotoroinon euforlacuov pe (OVTES WKPOOPYUVIGLODS Kol TNG EVIIUEPOGCTNC
Tov enayyelpatio vyeiag 0Tt 1 acBevic Aapufavel Oepaneia og TepinTmon eykvpooHvNG,
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o Odnyieg yuo TNV KOTAYPOPT| TNG EUTOPIKNAG OVOUAGIOG KoL TOV aplfUov TapTidng ToOV QUpIAKOL Y1 T
SlePAAoN TG LYNAOCILOTNTOG,
e Xtoryein eMKOWV®VING TOL 10ITPOL TOL KAVEL TI GLVTAYOYPEPNOT
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ITAPAPTHMA I1I

ENNIXHMANXH KAI ®YAAO OAHI'IQN XPHXHX
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A. EINNIZXHMANXZH
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ENAEIZEIX IIOY IIPEIIEI NA ANAI'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA
EEQTEPIKH XYXKEYAZXIA IIPOTEMIXMENHX XYPITTAX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Yuflyma 40 mg evéoipo didlvpa o€ TPOYEUGHEVT GLPLYYO
adalimumab

2.  XYNGEZXH XE APAXTIKH OYZXIA

KaBe 0,4 ml mpoyeuicuévng ovpiryyog tepiéyet 40 mg adalimumab.

3. KATAAOTI'OX EKAOXQN

"Exdoya: 0&kd o0&, tprodpikd o&ikd vatpio, yAvkivr, tolvcopPikd 80, 0dwp yia evécia.
Agite 10 @OALO 0dNYUDV ¥PNONG Y10 TEPLGGOTEPES TANPOPOPIES.

4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Evéoipo didlopa
1 mpoyepicpévn chpryya
2 emBEPOTO AAKOOATG

2 TPOYEUGUEVEG GUPLYYESG
2 emOépata oAKoOANG

4 mpoyeIGUEVEG GUPLYYEG
4 emBéparta oAKoOANG

6 TpoyeGUEVEG GUPLYYES
6 emOépata oAkoOANG

1 mpoyepiopévn chpLYya LE TPOGTOTELTIKO KAALULO BEAOVIG
2 emBépato aAKoOANG

2 TPOYELGUEVEG CUPLYYES LLE TPOGTATEVTIKO KAAL BEAOVIG
2 emBépato aAKoOANG

4 TPOYELGUEVEG GUPLYYEG UE TPOOTUTEVTIKO KAAV UL BEAGVIC
4 gmBépata oAKoOANG

6 TPOYEUGUEVEG GUPLYYEG JLE TPOGTAUTEVTIKO KAAL L0 BEAOVIG
6 embépato aAKOOANG

5. TPOIIOX KAI OAOX XOPHI'HXHX

Ymoddpia yprion
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AwBdote 10 PUALO 0dNYIDV YPIONG TPV O T YPNOoT).

IMa pia povo xpnom.

6.

EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
MPOION IPEINEI NA ®YAAXXETAI XE OEXZH THN OIIOIA AEN BAEIIOYN KAI AEN
ITPOXEITIZOYN TA ITAIAIA

Noa purdcoetal o€ Béom, TNV onoia dev PAETOLY Kot dgv TpoceYyilovy T TOd1d.

7. AAAH EIAIKH ITPOEIAOIIOIHXH, EAN EINAI ATTAPAITHTH
8. HMEPOMHNIA AH=ZHX

EXP
9. EIAIKEX XYNOHKEX ®PYAAEHXE

Dvidocoete o yoyeio. Mnv katoyOyeTe.

DVAACCETE TNV TPOYEUIGUEVT] GUPLYYO GTO EEDMTEPIKO KOVTL Y10 VO TPOGTATEVETAL OO TO PG,
DVAACGETE TIG TPOYEMGHUEVEG GUPLYYEG OTO EEMTEPIKO KOVTL Y10, VO TPOGTATEDOVTOL OTO TO PG,
AvatpéEte 6T0 PUALO 0ONYIDV YPNONG Y10 AETTOUEPEIEG EVOAAUKTIKOV GUVONKAOV QUAAENS.

10. IAIAITEPEX INPOPYAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHXIMOIIOTHOENTQN OAPMAKEYTIKQN IPOIONTOQN H TQN
YIHOAEIMMATON ITIOY IPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAX KYKAO®OPIAX

Celltrion Healthcare Hungary Kift.

1062 Budapest

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

12.

APIOMOZX AAEIAY KYKAO®OPIAX

EU/1/20/1513/001 1 mpoyepiopévn cbpryya

EU/1/20/1513/002 2 mpoyepiopéveg copryyes
EU/1/20/1513/003 4 mpoyeuiouéves GOPLYYEG
EU/1/20/1513/004 6 tpoyepiopéveg copryyes

EU/1/20/1513/005 1 mpoyspicpévn chpryya e TPOGTOTELTIKO KAALUpa BEAOVNG

EU/1/20/1513/006 2 tpoyepiopéveg GOPLYYES e TPOGTATEVTIKO KAAvppa BEAOVNG
EU/1/20/1513/007 4 mpoyeiouéVeg GUPLYYEC UE TPOCTOTELTIKO KAAvuuo, BEAGVNG
EU/1/20/1513/008 6 mtpoyepiopéveg GOPLYYES LE TPOGTATEVTIKO KAV BEAOVNG

13. APIOMOX ITAPTIAAX
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Lot

14. TENIKH KATATAZH I'TA TH AIAGEXH
15. OAHI'IEX XPHXHX
16. TAHPO®OPIEX XE BRAILLE

Yuflyma 40 mg.

17.

MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX

KQAIKAZX (2D)

— AIXATAXTATOX

I'PAMMQTOX

A6d106TaTog Ypapupmtog kadikag (2D) mov gépet Tov meptin@dévia Lovadikod avoyvmploTikd KoSKO.

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

PC

SN

NN
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EAAXIETEX ENAEIZEIX 1I0Y IIPEIIEI NA ANAI'PA®ONTAI XTIX MIKPEX
YTOIXEIQAEIX XYXKEYAXIEX

EINIXHMANXH ITPOI'EMIZEMENHX XYPITTAX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX XOPHI'HZHXZ

Yuflyma 40 mg éveon
adalimumab
SC

2. TPOIIOX XOPHI'HXHX

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. MNEPIEXOMENO KATA BAPOZ, KAT' OI'KO 'H KATA MONAAA

40 mg/0,4 ml

6. AAAA XTOIXEIA
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ENAEIZEIX IIOY IIPEIIEI NA ANAI'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA
EEQTEPIKO KOYTII'TA IPOI'EMIXMENH XYXKEYH TYIIOY IIENAX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Yuflyma 40 mg evéoipo didAlvpa 6€ TPOYEUGUEVT) GUOKEVT] TOTOV TEVOG
adalimumab

1. XYNOEZXH XE APAXTIKH OYZXIA

Kabe 0,4 ml mpoyepuicpévng cuokeung tomov mévag teptéyet 40 mg adalimumab.

1. KATAAOI'OX EKAOXQN

"Exdoya: 0&ikd o0&y, tprodpikd ofikd vatplo, YAvkivr, tolvcopPikd 80, Hémp yia evéoyua. Agite T0 QOUALO
001 YLDV YPNONG YO TEPLGGOTEPEG AT POPOPIES.

4, OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Evéoipo dtdiopa
1 TpoyepuicéVn GLGKELT TOTTOV TEVAG
2 emBEpOTO AAKOOANG

2 TPOYELGUEVEG GLOKEVEG TOTTOV TEVOG
2 embéparto aAKOOANG

4 TIPOYELGUEVEG GUOKEVES TOTTOV TEVOG
4 gmBépata oAkoOANG

6 TPOYELUGLEVEG GLOKEVEG TOTTOV TEVOG
6 emBépato aAkoOANG

5. TPOIIOX KAI OAOX XOPHI'HXHX

Ymodopia yprion
AwPaote T0 QUALO 0INYIOV XPNOTG TPV OO TN XPNOT.

INa pio povo ypnon.

6. EIAIKH NPOEIAOIIOIHEH XYM®PQNA ME THN OIIOIA TO ®APMAKEYTIKO
MPOION IIPENEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI AEN
HPOXEITIZOYN TA HAIAIA

Na purdcoetal o€ Béom, Tnv onoia dev PAETOLV Kot dgv TPoceYyilovv Ta TOd1d.

7.  AAAH EIAIKH TPOEIAOIIOIHXH, EAN EINAI AITAPAITHTH
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8. HMEPOMHNIA AH=ZHX

EXP

9. EIAIKEX XYNOHKEX ®YAAEHX

Dvidooete o yoyeio. Mnv katoyOyETe.

AvatpéEte 6T0 EUALO 0ONYIDV YPNONG Y10 AETTOUEPEIES EVOAAUKTIKOV GLUVONKOV QUAAENS.
DvAdcoETE TNV TPOYEUIGUEVT] GUGKELT] TOTOL TEVOS 6TO EMTEPIKO KOLTI Y10l VO, TPOGTOTEVETAL OO TO
QG.

DVAACGETE TO TPOYEUIGUEVO GTUAO GTO EEMTEPIKO KOLTL Y10l VO TPOGTOTEVETAL OO TO PG,

10. IAIAITEPEX INPOPYAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHXIMOIIOTHOENTOQN OAPMAKEYTIKQN IPOIONTOQN H TQN
YIHOAEIMMATOQN IIOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNZH KATOXOY THX AAEIAX KYKAO®OPIAX

Celltrion Healthcare Hungary Kift.

1062 Budapest

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

12. APIOMOX AAEIAYX KYKAO®OPIAX

EU/1/20/1513/009 1 mpoyepiopévn GLGKELT TOTTOV TEVOS

EU/1/20/1513/010 2 mtpoyepiopéveg GLOKEVES TOTOV TEVAG
EU/1/20/1513/011 4 mtpoyeio néVEG GVGKEVES TOTTOV TEVOG
EU/1/20/1513/012 6 mtpoyepiopéveg GLOKEVES TOTTOV TEVAG

13. APIOMOZX ITAPTIAAX

Lot

14. TENIKH KATATAZH I'TA TH AIAGEXH

15. OAHI'IEX XPHXHX

16. TAHPO®OPIEX XE BRAILLE

Yuflyma 40 mg

17. MONAAIKOX ANATNQPILTIKOEX KQAIKOX - AIZAIAXTATOX TI'PAMMQTOX
KQAIKAY (2D)
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A6d106TaTog YpapupmTos kKadikag (2D) mov pépet Tov meptin@dévta Lovadiko avayvmploTikd KOSKO.

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

PC
SN
NN
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EAAXIETEX ENAEIZEIX 1I0Y IIPEIIEI NA ANAI'PA®ONTAI XTIX MIKPEX
YTOIXEIQAEIX XYXKEYAXIEX

EINIXHMANXH IIPOI'EMIZMENHX XYXKEYHX TYIIOY ITENAX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX XOPHTHEZHX

Yuflyma 40 mg éveon
adalimumab
Ymodopia yprion

2. TPOIIOX XOPHI'HXHX

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. MNEPIEXOMENO KATA BAPOZX, KAT' OI'KO 'H KATA MONAAA

40 mg/0,4 ml

6. AAAA XTOIXEIA
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ENAEIZEIX IIOY IIPEIIEI NA ANAI'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA
EEQTEPIKH XYXKEYAZXIA IIPOTEMIXMENHX XYPITTAX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Yuflyma 80 mg evéoiuo didlvpa o€ TPOyEGHEVT GLPLYYO
adalimumab

2.  XYNGEZXH XE APAXTIKH OYZXIA

Kabe 0,8 ml mpoyepucpévng oopryyag mepiéxet 80 mg adalimumab.

3. KATAAOI'OX EKAOXQN

"Exdoya: 0&kd 0&v, tprodpikd o&ikd vatpio, yAvkivr , molvcopfikd 80, 1dwp yio evéotipa.
Agite T0 OAAO 00T YLDV YPNONG Y10 TEPICCOTEPES TANPOPOPIES.

4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Evéoipo didlopa

1 mpoyepicpévn cOpryya
2 emBEPOTO AAKOOATG

1 Tpoyepicuévn cOPLYYO LE TPOGTAUTELTIKO KAALLLO BEAOVTG
2 emBépata oAKoOANG

5. TPOIIOX KAI OAOX XOPHI'HXHX

Yroddopia yprion
Awpaote 10 PUALO 0INYIOV XPNONG TPV OO TN XPTON).

IMo pio povo xpnon.

ITPOXEITIZOYN TA ITAIAIA

6. EIAIKH MIMPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
IPOION ITPEIEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAEIIOYN KAI AEN

Na euldocoetal o€ 0éom, TV onoio dev PAEmTOVY Kot dgv mpoceyyilovy To, TaLd1d.

7. AAAH EIAIKH ITPOEIAOIIOIHXH, EAN EINAI AITAPAITHTH

8. HMEPOMHNIA AH=ZHX

EXP
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9. EIAIKEX XYNOHKEX OYAAEHX

Dvrdocoete oe yoyeio. My katoyOyeTe.
DVAACCETE TNV TPOYEUIGUEVT] GUPLYYO GTO EEDTEPLKO KOVTL Y10l VO TPOCTATEVETAL OO TO PG,
AvatpéEte 6T0 PUALO OONYIDV YPNOTNG Y10 AETTOUEPEIEG EVOAAUKTIKOV GLUVOTNKOV QUANENG.

10. IAIAITEPEX MNPO®PYAAZEEIX I'TaA THN AIIOPPIYH TQN MH
XPHXIMOIIOIHGENTQN OAPMAKEYTIKQN IPOIONTOQN 'H TQN
YIHOAEIMMATQN I10Y ITIPOEPXONTAI AIIO AYTA, E@OXON AIIAITEITAI

11. ONOMA KAI AIEYOYNZH KATOXOY THX AAEIAX KYKAO®OPIAX

Celltrion Healthcare Hungary Kft.

1062 Budapest

Véci Ut 1-3. WestEnd Office Building B torony
Ovyyopia

12. APIOMOX AAEIAYX KYKAO®OPIAX

EU/1/20/1513/013 1 mpoyeuiopuévn copiyyo
EU/1/20/1513/014 2 mpoyepicpéveg copryyes

13. APIOMOX ITAPTIAAX

Lot

14. TENIKH KATATAZH I'TA TH AIAGEXH

15. OAHI'IEX XPHXHX

16. TAHPO®OPIEX XE BRAILLE

Yuflyma 80 mg.

17. MONAAIKOL ANATNQPILTIKOX KQAIKOL - AIZAIAXTATOX T'PAMMOQTOX
KQAIKAY (2D)

Aodidotatog ypoppmtoc kadikag (2D) mov gépet Tov TepIAn@OEVTO Lovadikd avoyvmploTIKO KOOIKO.

18. MONAAIKOXZ ANAI'NQPIEZETIKOX KQAIKOX - AEAOMENA ANAI'NQXIIMA AIIO
TON ANOPQIIO

PC
SN
NN
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EAAXIETEX ENAEIZEIX 1I0Y IIPEIIEI NA ANAI'PA®ONTAI XTIX MIKPEX
YTOIXEIQAEIX XYXKEYAXIEX

EINIXHMANXH ITPOI'EMIZEMENHX XYPITTAX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX XOPHI'HZHXZ

Yuflyma 80 mg éveon
adalimumab
SC

2. TPOIIOX XOPHI'HXHX

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. MNEPIEXOMENO KATA BAPOZ, KAT' OI'KO 'H KATA MONAAA

80 mg/0,8 ml

6. AAAA XTOIXEIA

ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA
EZQTEPIKO KOYTIT'TA ITPO'EMIZMENH XYXKEYH TYIIOY IIENAX

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Yuflyma 80 mg evéoiuo didAvua o€ TPOYEUGUEVT GUGKELT TOTTOV TEVAG
adalimumab

2. YXYNGOEXH XE APAXTIKH OYZXIA

KaBe 0,8 ml mpoyepicpuévng cuokeung tomov mévag nepiéyet 80 mg adalimumab.

3. KATAAOI'OX EKAOXQN

"Exdoya: 0&kd o0&, tprodpikd o&ikd vatpio, YAvkivr, tolvcopPikod 80, Hémp yio evéoyua. Agite T0 PUALO

182



oMYAV YPNONG Y10 TEPLGCOTEPES TANPOPOPIES.

4, GOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Evéoipo didiopa
1 mpoyepicéVN GLGKELT TOTTOV TEVOG
2 emBépoTo aAKoOANg

3 TPOYELGUEVEG CUOKEVEG TOTTOV TEVOAG
4 gmBépata aAkoOANG

5. TPOIIOX KAI OAOX XOPHI'HXHX

Ymoddpia yprion
AwPaote T0 PUALO 0INYIOV XPAOTG TPV OO TN XPNOT.

INao pio povo yprom.

6. EIAIKH IMPOEIAOIIOIHEH XYM®PQNA ME THN OIIOIA TO ®APMAKEYTIKO
MPOION IPENEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI AEN
HPOXEITIZOYN TA ITAIAIA

Na pvrdooetal og Béom, Tnv onoia dev PAETOVV Kot dgv mpoceyyilovv Ta Tod1d.

7.  AAAH EIAIKH ITPOEIAOIIOIHXH, EAN EINAI AITAPAITHTH

8. HMEPOMHNIA AH=ZHX

EXP

9. EIAIKEX XYNOHKEX OYAAEHX

dvrdooete o yoyeio. Mnv katayOyETE.

AvatpéEte 6T0 PUALO 0ONYIDV YPNONG Y10 AETTOUEPEIEG EVOAAUKTIKOV GUVONKOV pUAAENS.

DVAACCETE TNV TPOYEUICUEVT] GLGKELT] TOTOV TEVOG 6TO EEMTEPIKO KOVTL Y10l VO, TPOGTATEVOVTOL OO TO
QWG.

DVAACGETE TA TPOYEUICUEVO GTVAO GTO EEMTEPTKO KOVTI Y10 VO TPOGTOTELOVTOL ATTO TO PMG.

10. IAIAITEPEX MHNPO®PYAAZEEIX I'TA THN AIIOPPIYH TQN MH
XPHXIMOIIOITHOENTOQN OGAPMAKEYTIKQN MPOIONTQN H TQN
YIHOAEIMMATON IIOY IPOEPXONTAI AITIO AYTA, E@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAYX KYKAO®OPIAX

Celltrion Healthcare Hungary Kft.
1062 Budapest
Véci ut 1-3. WestEnd Office Building B torony
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Ovyyapia

12. APIOMOX AAEIAX KYKAO®OPIAX

EU/1/20/1513/015 1 mpoyeiioévn GLGKEDT] TOTTOV TEVOS
EU/1/20/1513/016 3 mtpoyeio éVEG GUOKEDES TOTTOV TTEVOG

13. APIOMOX ITAPTIAAX

Lot

14. TENIKH KATATAZEH I'lA TH AIAGEXH

15. OAHT'IEX XPHXHX

16. TAHPO®OPIEX XE BRAILLE

Yuflyma 80 mg

17. MONAAIKOX ANATNQPIETIKOEX KQAIKOX - AIZAIAXTATOX TPAMMQTOX
KQAIKAY (2D)

Aodidotatog Ypoppmtoc kadikag (2D) mov gépet Tov TEpIANEOEVTO LOVASIKO aVOyVOPIOTIKO KMOOIKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
SN
NN
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EAAXIETEX ENAEIZEIX 1I0Y IIPEIIEI NA ANAI'PA®ONTAI XTIX MIKPEX
YTOIXEIQAEIX XYXKEYAXIEX

EINIXHMANXH IIPOI'EMIZMENHX XYXKEYHX TYIIOY ITENAX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX XOPHI'HZHXZ

Yuflyma 80 mg éveon
adalimumab
Ymodopia yprion

2. TPOIIOX XOPHI'HXHX

3. HMEPOMHNIA AHEHX

EXP

4, APIOMOZX ITAPTIAAX

Lot

5. MNEPIEXOMENO KATA BAPOZ, KAT' OI'KO 'H KATA MONAAA

80 mg/0,8 ml

6. AAAA XTOIXEIA
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ENAEIZEIX IIOY IIPEIIEI NA ANAI'PA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA
EEQTEPIKH XYXKEYAZXIA IIPOTEMIXMENHX XYPITTAX

1.

ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Yuflyma 20 mg evéoipo didlvpa o€ TPOyEGHEVT GLPLYYO
adalimumab

2.

YXYNOEXH XE APAXTIKH OYZXIA

KabBe 0,2 ml mpoyeuicuévng ovpiryyog tepiéyet 20 mg adalimumab.

3.

KATAAOTI'OX EKAOXQN

"Exdoya: 0&kd o0&, tprodpikd o&ikd vatpio, yAvkivr, tolvcopPikd 80, 0dwp yia evécia.
Agite 10 @OALO 0dNYUDV ¥PNONG Y10 TEPLGGOTEPES TANPOPOPIES.

4.

OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Evéoipo didlopa
1 mpoyepicpévn chpryya
2 emBEpOTO OAKOOANG

2 TPOYEUOUEVEG GUPLYYES
2 embépoTo AAKOOANG

5.

TPOIIOX KAI OAOX XOPHI'HXHX

Yroddopia yprion

Awpaote 10 PUALO 0INYIOV XPNOTG TPV OO TN XPTON).

INa pio povo ypnon.

Mo Toudrotpikn yprion

6.

EIAIKH NPOEIAOIIOIHEH XYM®POQNA ME THN OIIOIA TO ®APMAKEYTIKO
IPOION ITPEITEI NA ®YAAXXETAI XE OEXZH THN OITIOIA AEN BAEIIOYN KAI AEN
ITPOXEITIZOYN TA ITAIAIA

Na puldooetal o€ 0éom, TV onoio dev PAEmTOVY Kot dgv mpoceyyilovy To, TaLdd.

7.

AAAH EIAIKH ITPOEIAOIIOIHXH, EAN EINAI AITAPAITHTH
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8. HMEPOMHNIA AH=ZHX

EXP

9. EIAIKEX XYNOHKEX ®YAAEHX

Dvidooete o yoyeio. Mnv katoyOyETe.
DVAACCETE TNV TPOYEUIGLEVT] GUPLYYO OTO EEMTEPLKO KOVTL Y1t VO TPOGTATEVETOAL OO TO PG,
AvatpéEte 6TO PUALO OONYIDV YPNONG Y10 AETTOUEPEIEG EVOAAUKTIKOV GLUVOTKOV QUANENG.

10. IAIAITEPEX MNPO®YAAZEEIX I'TaA THN AIIOPPIYH TQN MH
XPHXIMOIIOITHOENTQN OGAPMAKEYTIKQN MPOIONTQN H TQN
YIHOAEIMMATQN I1I0Y ITPOEPXONTAI AIIO AYTA, E@OXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAYX KYKAO®OPIAX

Celltrion Healthcare Hungary Kift.

1062 Budapest

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

12. APIOMOZX AAEIAYX KYKAO®OPIAX

EU/1/20/1513/017 2 TtpoyeOUEVEG GOPLYYES
EU/1/20/1513/018 1 mpoyeuiouévn coptyyo

13. APIOMOZX ITAPTIAAX

Lot

14. TENIKH KATATAZH I'lA TH AIAGEXH

15. OAHI'IEX XPHXHX

16. IMAHPO®OPIEX XE BRAILLE

Yuflyma 20 mg.

17. MONAAIKOL ANAI'NQPILTIKOX KQAIKOX - AIZAIAZTATOX TPAMMOQTOX
KQAIKAX (2D)
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Aodidotatog ypoppmtoc kadikag (2D) mov gépet Tov TepIAn@OEVTO Lovadikd avoyvmploTiKO KOSIKO.

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

PC
SN
NN
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EAAXIETEX ENAEIZEIX 1I0Y IIPEIIEI NA ANAI'PA®ONTAI XTIX MIKPEX
YTOIXEIQAEIX XYXKEYAXIEX

EINIXHMANXH ITPOI'EMIZEMENHX XYPITTAX

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX XOPHI'HZHXZ

Yuflyma 20 mg éveon
adalimumab
SC

2. TPOIIOX XOPHI'HXHX

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. MNEPIEXOMENO KATA BAPOZ, KAT' OI'KO 'H KATA MONAAA

20 mg/0,2 ml

6. AAAA XTOIXEIA
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B. ®YAAO OAHT'IQN XPHXHX
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®rho ooV ypiong: [IAnpogopicg yia Tov aceviy

Yuflyma 40 mg evéeipo dvddvpa 6g Tpoyspiopévny copryyo
adalimumab

V¥ To @appako avtd telel VTG cuUTANPOUATIKY TopakoioVONoN. Avtd Ba emiTpéyel To Ypryopo
TPOGIOPIoUO VEOV TANPOPOPLOV acpdieloc. Mmopeite va fondnoete pécw g avapopds mbovmv
AVEMBOUNTOV EVEPYELDY TTOV EVOEYOLEVMG TTapovatdlete. BA. T€hog g mapaypdpov 4 yia tov TpoOmo
avapopds avemBOUNTOV evepyELDV.

AW PaoTe TPOGEKTIKA OLOKANPO TO GUAAO 00N YOV YPIIONS TTPLV UPYICETE VA YPTCLUOTOLEITE AVTO
T0 PAPROKO, OLOTL TEPLAOUPAVEL ONUAVTIKES TANPOPOPIES Y10 GOG.

o DdvrdEte avTd TO EUALO 0N YDV Yprone. Towg ypelaotel va to dufdcete Eavda.

. O 10tpog oag Ba cag dmoet po Kapta Yrev0opieng AcBevoic, 1 onoio meptéyel onuavTiKég
TANPOQOPIES Y1 TNV OCPAUAELD TOV PAPLAKOL TIG ontoieg Ba mpémet va yvopilete mpv Egkvioete
va, ypnoponoteite to Yuflyma kobobg kat kotd t didpketa g Oepanciog pe Yuflyma Na éxete
avtv v Képta YrevOopiong AeOevoug pali cag katd t ddpketo g Oepanciog cog Kot yio 4
unveg petd v tedevtaia oag Eveon pe Yuflyma.

. Edv éxete mepartépm amopieg, pOTNGTE TOV YLOTPO 1) TOV QAPLOKOTOLO GOGC.

. H cvvtayn yio avtd 10 ¢approko xopnynonke amokAEIoTIKG Yio 60G. AgV TPEMEL VO SDGETE TO
@appoko og aGAAovs. Mmopel va Tovg TpoKaAésel PAAPT, AKOUO KOl OTOV TO GUUTTOUOTO TNG
ac0éveldc Tovg eivat 101 e To O1KA oag.

o Edv mapatnpnoete Kamowo avemBOpunTn evEpPYELD, EVIILEPADOTE TOV YLOTPO 1] TOV POPLOKOTOLD GOG.
AVTO 1oyl Kot Yo kaOe mhavr avemBountn evépyela Tov Ogv avaQEPETAL GTO TAPOV PVALO
odnyudv ypnons. BAéne mapdypapo 4.

T epréyeL 1o maplév UAA0 00N YLOV

Tt eivan to Yuflyma kot oto givan 1 yprion tov

T npénel vo yvopilete npv ypnoyonooete to Yuflyma
Ii¢ va. ypnoonomoete to Yuflyma

[MBavég avemBounteg evépyeteg

o vo purdocete o Yuflyma

[epieydueva tng cuokevAGiog Kot AOUTEC TANPOPOPIES
Odnyieg xprong

NookrownhE

1. Tueivan to Yuflyma kot more sivon n xprion tov

To Yuflyma mepiéyet t dpactiki ovoia adalimumab, éva @dppako mov dpa 610 OVOGOTOMNTIKO GVGTHIN
(dpovay) Tov 0pYOVICLOV GOC.

To Yuflyma ypnowomoieital yio. tn Ogpomeio Tov QAEYHOVOI®V VOOT|LATOV TOL TEPLYPAPOVTIL
TOPUKATO:

Pevpotoetdng apbpitida

[oAvapBpikn veavikn 1dromadng apbpitida

ApOpitido oyetilduevn pe evbeoitida

AYKLAOTOMTIKT GTTOVOVAITION

A&ovikn omovovhaplpitida ymPic OKTIVOAOYIKE EVPTLOTA OYKVAOTONTIKNG GTTOVOLAITIONG
Yoprooikn apbpitida

Yopiaon kotd TAAKOG

AT TIKT 10pOTASEVITION (AVAGTPOPT QKUT))

Nooog tov Crohn

EAxddng koritida
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o Mn-Aodong payoeditidn

To dpaotikd cuotatikd tov Yuflyma, n adalimumab, sival éva avBpdnivo povokiovikd avticoua. Tao
LLOVOKAMVIKA AVTICOUOTO EIVOL TPOTEIVEG TOL TPOGOEVOVTUL GE £VO GUYKEKPLUEVO GTOYO GTOV OPYUVIGHO.

H adalimumab éyet g 6td)0 ™ pia Tpmteivn Tov ovopdletat Tapdyovtag vékpwong oykwv (TNFa), n
omolo EUTAEKETAL GTO AVOGOTOMTIKO (OULVTIKO) cLGTNHA Kot Bpicketal o€ avEnuéva enimeda oTig
QAEYUOVDIOELG 06BEVEIC TTOV avopépovTaL Toparave. Me v tpdodeon oto TNFa, to Yuflyma ehattdver
NV Odkacio PAEYHOVIG GE aVTEG TG acBéveles.

Peopartogiong apOpitioa

H pevpartogidng apbpitida etvar pia preypovdrdng vocos tov apfpdoemv.

To Yuflyma ypnopomoteitan yio tn Ogpancio g péTprog g cofapng pevpatogldons aphpitidag 6Toug
eviAKec. Mmopel apyikd va cag xopnyndodv GAAN TPOTOTOMTIKA TS VOGOL PAPLOKA, OTTMG 1|

uebotpe&dtn Edv dev avtamokpibeite ikavomomtikd og avtd to, apuoka, 0o cag yopnyndei to Yuflyma.

To Yuflyma umopei eniong va yopnynbei yio tn Oepomeio e coPaprg, evepyol kot EEMSCOUEVNC
PELLTOELDOVG apBpiTIdag ympic va. Exel Tponynbei Bepoameio pe pebotpe&drn.

To Yuflyma umopei va emPpadiver tic PAGPeG Tov apbpdoemv mov TpokaAovvTaL amd T GAEYLOVOOT
v660 Kot va TG fondnocetl va Kivobvtar o erevbepa.

O wtpog oag O anogaciost v to Yuflyma mpémet va yopnynbet pe pebotpe&dm 1 povo tov.
IMolvapBpixi) veaviki) 1010001 c apBpitioa

H moAvapBpikn veavikn donabng apbpitida ivol o pAeyLovmdong vosog TV aplpdoemy.

To Yuflyma ypnowomoteitat yio tn Oepomeio g molvapOpikng veoviknig 1diomaboig apbpitidag o
acBeveic nNAkiag 2 etdv Ko dve. Mropet vo AdPete TpdTO GALO TPOTOTOMTIKE TNG VOGOV QAPLOKO OTMG
uebotpedrn. Eqv dev avtamokpiBeite apketd Kol ota @apuoxo avtd, Bo cag yopnyndei to Yuflyma.

O wtpdg oag Oo amopacioet edv to Yuflyma npémet va yopnynOei pe pebotpe&dtn 1 povo tov.

ApBpitidoa oyeTiCopevn pe evleoitidn

H apOpitida oxetilouevn pe evecitida sivar pio pAeyUovadng vocog Tmv opfpmdceemy Kol TV onueiny
7OV Ol TEVOVTEG GUVIEOVTAL UE TO OGTAL.

To Yuflyma ypnopomoteitan yio tn Ogpancio g apbpitidag oxetilopevng pe evheoitido o acbeveic
niwiog 6 eTov Kot Ave. Mmopel apyukd va oag xopnyndodv GAra TpomoToMTIKA TG VOGOU OAPLLOKCL,
onwg puebotpelat. Edv dev avtamokpifeite apketd kald oto gdpuoko avtd, 0o cog yopnyndei to
Yuflyma.

AYKVLOTTOINTIKI] GTTOVOLAITION KO 0E0VIKT] 6TOVOLAXPOPITION YMPIS UKTIVOAOYIKG EVPTLATO.
OYKVAOTOMTIKNG GTTOVOVAITIONS

H ayxvlomomrtikn omovovAitido kot 1 a&ovikn 6movoviapOpitida ympic aKTVOLOYIKA EVPILOTO
QYKVAOTOINTIKNG CTOVOVAITIONG EIvaL PAEYLOVAOIELG VOGOL TNG OTOVIVAIKNG GTHANG.

To Yuflyma ypnowomoteitat yia tn Ogpomeio g coPfapng oyKvAOTOMTIKAG GOVIVAITIONG KO TG
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aEOVIKNG GTOVOLAOPOPITISNG Y®PIG AKTIVOAOYIKA EVPTLLOTO. OLYKVAOTOUTIKNG GTOVOLAITIONG GTOVG
eviilikeg. Mmopet apykd vo, oag yopnyndodv aiia edappaka. Edv dev avtamokpibeite apketd Kold o€
avtd, O cag yopnynBei to Yuflyma.

Yoproocwkn apdpitida

H yoplacikn apbpitida ival po pAeypovmong vosog Tov opdpmdcemy Tov cuvidmg cuvoseTal e
yopioon.

To Yuflyma ypnopomoteiton yio tn Oepancio g yoplaocikig apbpitidog otovg eviiikes. To Yuflyma
propel va emPpadvvet 116 PAaPeg Tov apbBpdcewv Tov Tpokarodvtat ond T vOco Kot va Tig fonbnoetl va
Kvovvtol o ehevbepa. Mmopei apyikd vo cog yopnynbovv diia edpuaxa. Edv dev avtanokpibeite
aPKETA KaAG 6T0 Qapuaka avtd, Oa oag yopnynbei to Yuflyma.

Yopioon katd TAdKOg

H yopiaon kot mAdkog etvor pia, depportonddeia mov Tpokaiei epuOpés, POAOMTES, AETIODOELG TAAKEG
S€PLOTOC TOV KAAVTTOVTOL Ard apyvpdypoa Aémie. H yopiaon kotd mAdkog propet emiong va tpocPaiet
TOL VOYL0L, TPOKOAMVTOG OTMAELY, TOV VUYL0D, TOXLVOT) KOl ATOKOAANGT| 0TO TNV KOIT TOV VLYoV, TO 0010

umopei va glval ETmOLVO.

To Yuflyma ypnopomoteitat yio t Ogpaneio

o ™G HETPLOG £mG coPapns Woplaons Katd TAGKS GTOVG EVIIAKEG Kot

o g coPapng xpoviag ympiaong kotd TAdkag o mondld Kot eprifovg nAwciog 4 £wc 17 etdv otoug
omoiovg 1 tomikn Bepameia kal o1 pwtobepaneicg gite dev AertovPYNGAV TOAD KOAY 1 dEV NTOV
KOTOAANAES.

AWTONTIKY WPOTAIEVITION (AVACTPOOT OKNY])

H damonticn dpotoadevitidn (ovopdaletat Kot ovacTpoen akun) eivol pio ypovia Kot GUYVE ET®OLVY
QAEYLOVAOONG VOGOC TOL déppotoc. Ta copmtdpata propet vo tepthapupdvovv gvaicOnta olidia
(e€oykmpata) Kot amootiuata (dodveg) mov pumopet va ekkpivouv moov. Eppaviletar cuyvotepa oe
GUYKEKPIUEVEG TTEPLOYEG TOV OEPUATOG, OTTMG KATM amd T0 6TNO0G, OTIG LAGYAAES, GTO ECMTEPIKO TMV
unp@v, ot BovPavikn ydpa Kot ToVg YAoLTOUC. XTi¢ TPocefAnuéveg meployég Umnopel eniong va
EUPAVICTOVV OVAEG.

To Yuflyma ypnowomoreital yio. tn Oepomneia
o ™G HETPLOG £G coPapng SOmMUNTIKNG WOPWTASEVITIONG GE EVIAIKEG Kot
o ™G LETPLOG £mG coPapng dtamunTikng WpwTadevitdag g epnPouvg nikiog 12 éwg 17 etdv.

To Yuflyma umopei va peiwoet tov apifud tov olidiov Kot Tov amosTUdTov 100 TpokeAlodvIal oo T
v660, KaBDS Kot TOV TOVO TOL GLVOEETAL GLYVA e TN vOs0. MTopel apytkd va cog yopnyndovv aiia
eappaxa. Edv dev avtamoxkpibeite apketd kaAd oo @appoko avtd, o cag yopnyndei to Yuflyma.

Noéoog tov Crohn

H vbdoog tov Crohn givor pua pAgypovaong véoog tov mentikod ovotiuotog. To Yuflyma ypnoiponoteiton
ywo ™ Ogpomeio

. ¢ pétprog émg cofapng vooov tov Crohn og evijikeg Kot

o ™me pétprog émg cofapng vooov tov Crohn oe mandid kot eprifovg nhikiog 6 £mg 17 gtdv.

Mmropei apykd vo cag yopnynbodv dAla eappoka. Edv dev avtamokpifeite apketd Kold 6To, appoKa
avtd, O cag yopnynOei to Yuflyma.
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EAk@ong koAitioo

H eAkddng kolitida givar po pAEYUOVMONG VOGOG TOV TOXE0G EVIEPO.
To Yuflyma ypnopomoteitat yio T Ogpansio

o ™G UETPLOG EMG GOPapnG EAKMOOVS KOAMTIONG g EVIIAIKEG KOt

o ™G LETPLOG £0G coPapnc EAKDOOVE KOMTIONG 0€ Tandld Kot EprPovg niwkiog 6 £wg 17 etdv.

Mmropet apykd vo cag yopnyndodv dAla pdppoka. Eqv dev avtamokpifeite apketd kold oTo appoKa
avtd, Oa cag yopnyndei to Yuflyma.

Mn-Lowp@ong payoedition

H pun-Aoydong payoetditido eivar pio pAEYLOVAOINE VOGOC TOV EXNPEALEL OPICUEVA TUNUATO TOV
opOaipov. To Yuflyma ypnowonoteiton yio t Oepomeio

o EVNAIK®V UE UN-AOU®OIT PayOELDITION e PAEYLOVT TTOV ENNPEALEL TO OTTicO10 HEPOG TOL
0BoApoD
o o€ OOl amd TNV NAKIN TOV 2 ETOV e (POVIO UN-AOMON PoyoeldiTdn Le GAEYLOVT TOL

emnpedlel 10 Tpocho PEPOG Tov 0POUALOD.
H pAeypovn| avt propet va 0dnynoet o€ peimon g 0pacns Kavn otny tapovcio eEl0popdT®my 6ToV
0@BaALO (Lodpeg KOVKIdEC N WILEG YpappEG TOV KivovvTan 6 OAO TO TTEdio ¢ Opaong). To Yuflyma dpa
UELDVOVTOG OUTH T1 GAEYHOVT.
Mmropet apykd va cag yopnynBovv dAla pdppoka. Eqv dev avtamokpifeite apketd Kold oto apHOKa
avtd, Ba cag yopnyndei to Yuflyma.
2. Tuvmpéner vo yvopilete Tpy g pnoporonjoete o Yuflyma

Mnyv gpnoeiponomjcete to Yuflyma:

o Ye mepintoon aAlepyiag oto adalimumab 1 o omol0d1moTe GALO 06 TO GLOTATIKA AVTOV TOV
QAPUAKOV (avopEPOVTOL OTNV TOPAYpapo 6).

o Y mepintmon gvepyol pupotioong N GAAov coPapadv Aowwméewv (Préne «Ilposidomomoeic kot
[Ipoeuvra&eigy). Eivor onpovtikd vo evuep®GETE TOV YIOTPO GOG EAV EXETE CUUTTMOLOTO
Aolpméng, yio mapddetypo, Topetod, TANYES, aicOnua KOTmong 1] 000VTIKA TpofAnaTa.

. Y mepintoon péTpilag 1 coPapns kapdiokng averdapkelag. Eival onuovtikd va evnuepooete tov
YTpo Gog Gv glyate N Exete coPapn kapdiokn voco (BAéne «IIpogidomoiioeig Kot
[Ipopura&eiy).

IIposgidomou|oelg Kan TPOPLAGEELS

AmevBuvBeite oToV Y10TPO 1) TOV QUPUAKOTOLO GG TPV Yphoipomomoete o Yuflyma:

AM\epyucéc ovTOpacELC

. Edv gpoavicete aliepytkéc avTidpaoelc e countopato, 6nog aicdnua ceiéipatog oto Odpaka,
dvonvola, LAAn, oidnua 1 e&avinpo dakdyte Tig evéoelg Yuflyma kot emkowvoviote apéong e
TOV Y10TpO 60g KaODG, 6€ OMAVIEC TEPIMTMOGELS, AVTEG OL AVTIOPAGEIC Pmopel va, givatl SuVNTIKG
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OTEANTIKES Y1 TV (o).
Aowdéelg

o Edv éxete o Aoipwén, copmeptlopufavopévng piag xpoviag Aoipméng 1 piag Aoipméng e éva
onpeio Tov cOPATOHS oS (Yo Tapddetyna, EAKog Kvijung) cvpfovievdeite tov yiatpd cag mpwv
apyioete v aywyn pe o Yuflyma. Edv dev giote BéPatog, entkovovioTte pe Tov yoTpod 6ag.

o Mmopei va gppavicete Aotud&elg evkorotepa eved Aoufdvete ) Oepaneio Yuflyma. O kivéuvog
evogyetan va avénbei eav éxete mpoPAnparta pe Toug TvedoVEG oag. Ot AoUdEELS aVTES pmopel va
elvar emkivovves kot copmepthapfavouv:

. ovpatioon
. -AopudEelg mov TpokaAovVTOL amd 100C, LHKNTES, TopdctTa 1 aKTiplo
. coPopn Aolpwén oto aipa (onyorpio)

Y& OTAVIEG TEPITTMOCELS, OVTEG Ol AoumEelC ivar mhavo va, eivot amelAntikég yio tn (on. Eivot
GTULOVTIKO VO EVILEPMGETE TOV YIATPO GUG EAV TAPOVGIACETE GUUMTMUATO OTMG TVPETO, TANYES,
aicOnua kémwong 1 odovtikd TpoPfinuato. O wTpdg cog givarl THUVO Vo GG TEL VO, SIUKOYETE TO
Yuflyma yia kamoto didotnpa.

. Evnuepdote tov ylotpd cog GV Katolkeite 1| TOEIOEVETE GE TEPLOYES OTTOL Eival TOAD GLYVEG Ot
LUKNTIOIKEG AOUDEELS (Y10 TAPASELY LA, IGTOTAAGUMGT), KOKKIGIOEWO0UVKNTIOGN 1|
BAactopvkntioon).

o Evnuepoote tov ylotpd cog eav elyote AOUDEELS TOV ETAVEPYOVTOL GLYVA 1| GAAEC TAONGELS TOV

avEAvouy Tov Kivouvo AoumEewmv.

o Eav giote nlikiog dve tov 65 etdv giote Mo gvdimtol og Aotuméels, eved Aappavete Yuflyma.
Eoeig kot 0 wtpdc cag mpénet va deiete 1dwaitepn mpocoyn o€ onueio Aoiuméng eved Aaufavete
Bepancia pe Yuflyma. Eivatr onuavtikd vo eviuepm®oeTe Tov Y1oTpd 60G 0V ELPOVICETE
CLUUTTOUOTO AOTUOENG, OTTC TVPETO, TANYEG, aicOnue KOT®GENG 1 000VTIKG TPOPAN AT,

Dupatioon

. Eivai moAd onpovtico vo evUepMGETE TOV YITPO GOC 4V glyate moTé puuatioon, N v nAOate
G€ GTEVI EMOPN LLE KATOOV OV €iye upatimon. Edv &xete evepyn pupotioon, pn
ypnopomooete to Yuflyma.

e Emnedn &yovv avagepbei nepurtdoeig upatioong og acbeveic mov Ehapav to Yuflyma, o
10Tpo¢ cog Oa oag EETAGEL Y10 OTUEID, KO CUUTTOUOTO, PULUOTIOONG TPV OPYICETE VA
hopBavete to Yuflyma. H e€étaon avtr 0o nepilappdvel mAnpn worpikn ektipmon
GUUTEPTAAUPOAVOUEVOL TOV LOTPLIKOD 1IGTOPIKOD GOG Kol KATAAANAO EAeyyo (Y10 TopadELy QL
axtvoypagio Ompakog kot dokpacio puuativig). H die€aymyn kot To amoteAécpota vty
TV dokipaclov Oa mpénel va kataypdeoviol otnv Kapra YrevOdpiong AcOevoic.

o  duuotimon pmopet vo, avortuydei katd T didpkela g Oepameiog axdun Kot eav £xete AaPet
Oepamneia yio TV TPOANYN TN PLUATIOONG.

e Edqv copntopata pupotioong (yo mapddetypna, frixag mov dev vIoympel, amdAglo BApovg,
ENAenymn evepyNTIKOTNTAG, NTLOC TVPETOG) 1| OTOLUONTOTE GAAN Aoipumén epnpavicbel katd
duapxeta tng Oepameiog 1 HETA amd avth Bo TPETEL VoL EVIULEPDOETE AUESMG TOV YIOTPO GOG.

Hrazitoo B

. Evnuepdote tov ylotpd cog edv giote popéag tov 100 g nratitidog B, edv xete evepyd
nratitda B,  vroyidlecte 611 Ppickeote oe kivduvo va poAvvbeite pe tov 16 g nratitidog B.
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o O tpog oag Bo mpénet va cag eEetdoet yia Tov 10 g nratitidog B. Xe acleveic o1 omoiot
givau popeic Tov 100 ¢ nratitidag B, o Yuflyma eivon mbovd va npokaiécet
EMOVEPYOTOINGT| TOV 10V.

e Y& KAMOIEG OTAVIEG TEPUTTMGELS, EOKA €AV AopPavete Kol GAAA @dpoKo To omoio
KATOOTELAOLV TO AVOGOAOYIKO GUGTI A, 1] ETOVEVEPYOTOINGT] TOV 100 TNg Nratitidog B, eivar
mOavo vo amoderydel ametAntikn yo tn {on.

Xepovpykn N 00ovTikn sxéufoon

. Edv mpdkerton vo vioPAndeite oe eyyeipnon N oe enépPacn oto dGVTIO, EVILEPDGTE TOV YILTPO
oag 0t Aappdavete Yuflyma. O watpdg cog eivarl mbavo vo GLGTHGEL TPOGMPIVE SL0KOTH TG
Bepanciag pe Yuflyma.

AnopveMvotikn vOcoc

. Ed&v voeépete 1 gpeovicete pio amopveAvoTIkn voco (o acBévela 1 omola ennpedlel Tov
LOVOTIKO Hovova yOp® 0o To veDpa, OTMC 1) GKAT|PLVOT) KOTA TAGKAG), O 10TpOg 6ag Oa
amopacioet eqv mpénel va Aafete N va cvveyioete vo, Aappavete to Yuflyma. Evhuepmote apécmg
TOV Y10TPO GOG AV PUDGETE CUUTTONOTA, OTWOG OARAYEG GTNV OpaCT, AdLVOLIN 6T YEPLo 1] TO
Ho1a, 1 LOVSOC U 1] LUPUNYKLOGLO GE OTOLOONTOTE LEPOG TOV CAOUATOG GO,

Eupolacuoi
o Optopéva gpPoito evogyetal va TpokoAEcovy AOmEELS Kot O Ba mpémet va yivovtal evd

MouPavere to Yuflyma.

e Potote tov Yiatpd cag mpwv AdPete onotodmote UPOALO.

e YvuvictdTal, £’ 660V gival EPIKTO, TO TOLOLE VO EXOVV TPAYLLOTOTOMGEL OAOVS TOVG
TPOYPOUUATIOUEVOLG EPPOALOGLOVE Bacel nAkiog Tpv amd v Evapén g Bepameiag pe
Yuflyma.

o Edv AdPate Yuflyma evd ioaotav £ykvog, 10 popd cag umopel vo Slatpéyel LeyoldTepo
Kivduvo gpedaviong tétotag AolpnmEng yio SiGoTnie £mG TEVTE TEPITOV UAVEG LETA TNV
tehevtaio 66on Yuflyma mov Aafate kotd ) didpkeia g eykvpoovvne. Eivol onuoavtikd va
EVNUEPMDGETE TOVG YLOTPOVE TOL HOPOV GOG Kl GAAOVG ETAYYEALOTIEC VYEIOG OYETIKA LE TN
xpnon Yuflyma katd t didpkeia g eyKupochvig 606, MOTE VO, LTOPOLV VoL anopacilovy
7oTE TO PO cag Oa mpémel vo, AdPet kdmolo epuPforto.

Kapdiokn avemdpkela,

o Eav vrogépete amd fmiag popeng kapdiakn avemdpketo kot Aappavete Oepoaneio pe Yuflyma, n
Kkapdlokn avemdpkelo Oo Tpénel va mopakoiovbeitarl 6teva amd Tov Yiatpod cag. Eivar onuavtikd
Vo Teite 6ToV Y1oTpo G0g edv giyarte oto mapeABov N vopépete and cofapod kapdiakd TpoOPANLUa.
Edv mapovcidoete véa cuuntdUaTe 1 EMOEIVOCT] TOV CUUTTOUATOV TNG KOPOIOKNG AVETAPKELOG
(.. dvomvotla 1 TPPELO TOdIDV) Oa TPETEL VO, EXIKOVOVIACETE AUECWHG e TOV Y10Tpd cag. O
10Tpog oag Oo amopaciost edv mpémel va Adfete Yuflyma.

TTvpetdc, udAmrec, oaoppayio  wypdHTNTO

. Y& peptkovg acbeveic o opyaviopdc givar mhavd va, amotdyeL Vo Topayel apKET TOGOTITA TOV
KUTTAP®V TOV OHIOTOG TOL AVTHETORILOVV T1g AoumdEelc 1| fonfovv otr dlokomr TG apoppayiog.
O 10tpog oag eivon Thavo va amopaciost vo dtakoyel ) Oepaneia. Edv sugovicete mopetd o
01010¢ gV LITOYWPEL, EAAPPOVS LDAMTEG N ALLOPPOYELTE TOAD EVKOAO 1] POIVESTE TTOAD YAMLOL,
EMKOWVOVNOTE LE TOV Y1TPO GOG AUECHG.
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Koapxkivog

. Yndpyovv ToA) 6TdViEC TEPIMTAGELS ELPAVIOTS CUYKEKPILEVAV EL0DV KOPKIVOL Gg Todid Kot
evilikeg acBeveig mov Aapupavovy Yuflyma 1 déiro TNF-avtaymvio.

o Aobeveig pe mo coPapn pevpatosdn apbpitida ot owoiol TAGYoVY aTd poKpoypdVIe VOGO
glvan mBavd va £yovv peyoldtepo tov pPécov Opov Kivouvo gppdvions Aepeopatog (pio
popon Kopkivov mov emnpedlel To Aeppikd cuoTnUa), Kot Aevyaipia (o popen Kopkivov tov
ennpedlel To aipo Kol T0 LUEAd TMV 00TMV).

o Avmdpete to Yuflyma, umopei va avénbei o kivéuvog epeaviong AepedUaToc, Aevyotpiog 1
ALV LOPPGOV KapKivoy. e omhvieg TEPIMTMOGELS, £vOg acLVIONG Kot coPfapdg TOTOG
Aepoopotog et mapatnpndei og aobeveic Tov Aapfdavovv Yuflyma. Ze kdmotovg amd owtodg
oG aoBeveic yopnynnke emiong azathioprine 1 6-mercaptopurine.

e Evnuepdorte tov yio1po oag edv AapPavete azathioprine v 6-mercaptopurine pe Yuflyma.

o llepmtdoelg un pelavopatikod Kapkivov tov déppatog £xovv mopatnpndel oe acheveig ot
omoiot Aaufdvovv Yuflyma.

o Edv véeg depuatikéc PAAPeEC eppavioTody KOTA TN SdpKeLo 1) LeTd T Oepameio M G
VILAPYOLGES depuaTicég PAAPEG AALAEOVY LOPOPT], EVILEPDOTE TOV YATPO CUG.

o Yrip&Eay mepmTMCELS KapKivov, EKTOC TOL AEUO®UOTOC, G€ AGOEVELS [le GLYKEKPIUEVOD TOTTOV
nvevpovoradeia n omoia kaAeitanr Xpdvia Amoppaktikn [TvevpovondOeto (XAIT) otovg omoiovg
éxer yopnynOei dArog TNF-avtaywviotig. Edv maoyete and XAII 1| korvilete moAd, o mpémet va
ocv{nmoete pe tov yTpd oag edv 1 Oepamneio pe évav TNF-avtayoviot) eivoal KatdAAnAn v
€606

Avtodvoon vOcoc

o Y& omavieg TEPTMoELS, 1 Oepancia pe To Yuflyma propei va odnynoet o€ chvopopo
npocopolalov pe Avko. Evnuepmote tov yiatpo cog ehv mapoatnpndody GOUTTOUNTE OTTMG
emipovo aveEnynro eEavOnua, Topetodg, TOvVog oTIg apHpMdCEIC 1 KOT®ON.

HMoudid ko £onPot

o EpPoiiocpot: edv givar Suvatov, ta mondid Oo Tpémet vo £X0VV TPOYUOTOTOMGEL TOVG
anapaitnTong ufoiacpong Tpv ypnoipomomcovy to Yuflyma.

Alha @appoxo ko Yuflyma
Evnuepmote tov yiatpd 1| T0V popUaKomold cag edv maipvete, £xete mpOGPATA TAPEL 1) LWITOPEL VO, TAPETE
aAlo edppoaka. Ag Oa mpémet vo Aappavete Yuflyma pe pdppoxo to omoia mepiéyovv tig axdAov0eg

dpaoTIKEG 0VGiEg, e&attiog TOL VYNAOL KvdLVOL ekdNimong cofapng Aoipuméng:

. Anakinra
o Abatacept

Mropeite vo, Aappavete to Yuflyma pali pe:

o uebotpe&arn

. OGUYKEKPIUEVE, TPOTIOTOUTIKA TNG VOGOV AVTIPEVUOTIKA QAPLLOKE, (Y10, TOPAOELY L,
covApacoralivn, vOpouyAmpokivr, AePAOVVOLION KOl EVECTLLO GKEVAGLOTO YPVGOD)

o OTEPOELON 1| AVOAYNTIKH PAPHOKO CUUTEPIAAUPAVOUEVOV TOV U1 GTEPOEODV AVTIPAEYUOVOIDY
eopudkov (MZAD).

Edv &yete epotoeig, mapaxoareiobe va amevbBuvbeite otov yrotpd oag.
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Kinon kot Oniaopog

o Oa wpémet vo, e&eTdleTe TNV XPNOTM KATOAANANG AVTIGOAANYNC Y10 TV TPOANYT TNG EYKLHOGVVIG
KOl VO GUVEXIGETE TNV (PNOT TNG Yo TOLAGYLIGTOV S Pveg petd v tedevtaia Bepaneio e

Yuflyma.

. Edv eiote éyxvog 1 Onddlere, vouilete 611 pnopet va giote £ykvog 1 oyedLETE VAL OMOKTNGETE
7modl, {nTNoTe T GLUPOLAN TOV YLOTPOV GOG TPV TAPETE AVTO TO PAPLLOKO.

. To Yuflyma npénet va ypnoipomnoteitol katd tv SiépKeLd TG EYKOUOGVUVIG UOVO EQOGOV
ypelaletat.

. SOUE®VO E oL LEAETT] Y10, TV EYKVUOGUVT], OEV DINPYE UEYOADTEPOG KIVOLVOG Y10l GLYYEVEIG

dvomhooieg otav N untépa giye AdPet Yuflyma kotd mv eyxopocdvn og cOykpion He Tig unTépeg
7oV £maoyav amd v 1010 voéoo ko ot omoieg dev Erafov Yuflyma.

o To Yuflyma pumopei va. ypnoponomei kotd tn didpkeia tov Onroacpod.

o Edv AopPavete Yuflyma kotd tn S1dpketo Tng €yKOHOGHVIG GOG, TO LOPO GOG UTOPEL Vo SlaTpEyEt
LeYOADTEPO KivOUVO gUpavions AoTH®ENG.

. Eivail onuovtikd vo evpuepdoete Toug Y1oTpohe TOV Lmpol oag Kot GAAOVE EnayyeAOTIES VYELOC

oyetikd pe ™ ypnon Yuflyma katd tn didpketo e eykupocivng 6og, Ipv to pmpd cog AdPet
Kkdmoto epPorto. ' meplocdTEPEG TANPOPOPIEG OYETIKA e TOV guPoltacud PAETE Tapdypapo
«IIpoe1domoncelc Kot TPOPLAGEEID.

0onynon Ko YEPLoROS PNV LATOV

To Yuflyma umopei va £xet ukpn exidpacn oty tkavotTd 6og yio 001 ynon, modniocio 1| YEPIGUOD
pnyovnudtov. Aictnon otpofiicool Tov doUTIoL Kot SoTapayEs TG OPUCTG UTOPEL VO TPOKOYOLV
uetd ™ Afqym tov Yuflyma.

To Yuflyma mepiéyer vatpro

AVt 10 PapROKELTIKO TPOidY mEPLEyeL Mydtepo and 1 mmol vatpiov (23 mg) avé 0,4 mL 66onc, dniadn
glval oVo1O0TIKA «EAEVBEPO-VOTPIOVY.

3. &g vo ypnoporomoste to Yuflyma

[Tévtote va ¥pNGIUOTOLEITE ALTO TO PAPUAKO CQVCTNPA COLPMOVA LE TIC 0OTYIEC TOL YITPOV 1 TOL
Qopurokomolod coc. Eav éxete appiPolicc, pmTAGTE TOV Y1ATPO 1 TOV QOPUAKOTOLO GUGC.

O1 ovviotdpeveg 66celc Tov Yuflyma og ke pio and Tig eyKekpiuéveg ypHoelg mapovetalovial 6Tov
akoAov0o mivaka. O yloTpdg 6o UTopel vo cuVTaYOYPaPnoEL pie GAAN TeptekTikdtTta Tov Yuflyma edv
ypelaleote o StopopeTiky d6o.

Pgopatociong apOpitidn, yoprocikn apdpitidd, aykvAomonTiky] 6rovovriTion 1 afoviki)
omovovrhapOpitioa
LOPIS AKTIVOAOYIKE EVPNILATO AYKVALOTOUTIKIG GTTOVOVAITIONG

Hhkia 1 papog copatog 660 KoL TOG0 GLYVE va. N UELDOELS
Aappavera;
Evilkec 40 mg kabe devTepn 21 pevpoToeldn opbpitida
gpdondda n xopfiynon g pebotpeang
ovveyiletar 660 yopnyeitol To
Yuflyma. Eav o 1atpdg cog
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anopacicel 0TL N yopnynon
g nuebotpe&ang eivan
axaTdAANAn, tote To YUuflyma
umopel va yopnynOet povo
TOV.

Ed&v ndoyete amd
pevpatogldn apbpitida kot de
Aappdvete peBotpeEdn pali
ue 1o Yuflyma, o 1atpdg cog
UTOPEL VO OMOPAGIGEL VO GOG
yopnyei 40 mg Yuflyma ke
epdopada 1 80 mg kabe
dgvTepT gfdopdda.

HoAlvapBpuci) veaviki] 1010ma01c apOpitida

Hlwia 1 Bépog copoatog

IIéo0 ka1 T6GO GVYVE va
Aoppaveran;

Inperdoelg

IMondid, €pnpor Kot eviiukeg
and 2 etdv, pe Papog 30 kg
Kot Gve

40 mg ka0be dedTepn
eBoopdoa

Agv epappdleton

IMondid ko éenpor amd v
niwio tev 2 TV pe Papog
and 10 kg éwg 30 kg

20 mg kabe devTEPN
eBoopdda

Agv epappdleton

ApOBpitoa oyeTilopevn pe evleoition

HMkia 1 papog copatog 1660 KoL TOG0 GLYVE va. 2N UELDOELS
Aappaverar;

[Mondd, £pnpor Ko evihuceg 40 mg ka0e devtepn Agv gpapudletan

amo TV nMkia Tov 6 eToOV pe epdopada

Bapog 30 kg kot vo

[ondd ko épnpor amd v 40 mg ka0e devtepn Agv gpapudletan

niio Tov 6 eTdV pe Papog epdopada

and 15 kg émg 30 kg

Yopioon katd TAaKag

Hlwia 1 Bépog sopotog IIéc0 ka1 T6GO GUYVE va Inperdoelg

Aoppaveran;

Eviuceg

Apyny d6om 80 mg (dvo
evéoelg Tov 40 mg

oe pio nuépa),
axolovBovpevn and 40 mg
Kk@0e devtepn efdopada
Eexvavtag o efdopdda
UETE TNV opyIK” 60T,

Edwv dev éxete emopkn

0 10tpdg Gag UTopEL va
avénoet tn doom o€ 40 mg
Ka0e gfdopada 1 80 mg
Kk@0e devtepn efdopado.
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TToud1d ko EpnPor omd 4 Apywxn 06on 40 mg, Agv gepapudleton
€w¢ kan 17 etddyv pe Papog 30 axolovBodpevn and
kg ko dve 40 mg pio efSopdda HETA.
Metd, n ouvnbng 660 givan
40 mg ka0e devTepn
efdoudoa.
Ioudud ko EégnPot and v Apyn d6om 20 mg, Agv gpapudletar
Nikia Tov 4 émg ka1 17 etov axoAovBovpevn amd 20 mg
ue Papog amd 15 kg émg 30 kg po. pdopdda Petd.
Metd, n ouvnbng 660 givan
20 mg ke devTEPN
efdopdoa
AWOTUNTIKY 1W0POTOIEVITIOON
Hlkia 1 papog copatog IMéon ko T660 GUVYVA Va Inperdoelg

Aoppaveran;

Evilikec

Apywn 06om 160 mg
(téooepig evéoelg Tov 40 mg
o€ Hio nuépa 1 000 evESELg
tv 40 mg nuepnoing yo 600
OLVEYOLEVEG MUEPEC),
akolovBovpevn and pia S6om
tv 80 mg (dvo evécelg Tmv
40 mg og pio nuépa) dvo
efodopdoeg apydtepa. Metd
oo 000 eMITAEOV EPOOUADES,
ouvveyiote pe pia 60om 40 mg
ké0e efoopdda 1 80 mg ke
dgvTepT gfdopAda, OTTMG
cuvtayoypaennke amd tov
YTpd GOG.

Yuviotdtol 1 Kodnuepvi
xpnon

OVTIGNTITIKOD GOTOLVIOD OTIC
TpooPePAnuéveg TepPLOYEG.

"Epnpot a6 12 éwc 17 etddv
ue Bapog 30 kg xat dve

Apywn 06om 80 mg (dvo
evéaelg Tov 40 mg oe pia
nuépa), axorovbobuevn omd
40 mg ka0e devtepn
efdopdda, EeKtvavtag pio
efdoudoa apydtepa.

Edv éxete avenapkr) andkpion
oto Yuflyma 40 mg «é6e
devTepn efoopada, o 1TPog
oo umopel va av&noet
d0on og 40 mg kdOe
efdoudoa 1 80 mg kébe
dgvtepn efdopdda.
Yvviotator 1 kadnuepvn
xp1IoN OVTIONTTIKOV
GOTOVVIOD oTIg

wpocPePAnuévec TepLoyEc.

Noéoog tov Crohn

Hlwia 1 Bépog sopotog

IIéc0 ka1 T6GO GUYVE va
Aappavera;

Inperdoelg

IMondid, Epnpor kot eviiikeg

Apywn 06om v 80 mg (6v0

O wTpog cog pmopel va,
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Ao TNV NAKio TV 6 €TV Kot
avw, pe Bapog 40 kg 1
TEPLGGOTEPO

evéoelg Tov 40 mg og pia
nuéP), akorovBovpevn amd
40 mg dvo gPfdouadeg
apydtepa.

Ed&v amouteiton tayvtepn
avtomokplon ot Oepaneia, o
0TPOG GO UTOPEL VOL GOG
GLVTAYOYPOUPNCEL Hidl apyLKN
0001 160 mg (téooepig
evéoelg v 40 mg o pia
nuépa 1 dvo evécels tmv 40
Mg nuepncing yuo 0o
GUVEYOUEVEG NUEPEG),
axoAovBovpevn amd 80 mg
(0o evéoelg tov 40 mg og
plo nuépa) dvo efdouddeg
apyoTepo.

21 cvvéyewn, 1 cuvning doom
elvar 40 mg ke devTEPN
epoopdoa.

avénoet tn doom o€ 40 mg
Kkd0e efoopdda 1 80 mg kabe
dgvTepT gfdopddal.

IMondid ko épnpor amd v
niwia 6 émg 17 etdv, pe
Bapog Aydtepo amd 40 kg

Apywn 06on 40 mg,
akxolovBovpevn and 20 mg
dvo gfdouddeg apyodtepa.

Ed&v amouteiton toydtepn
avtomokplon ot Oepaneia, o
Y1atpdg Gag pmopet vo oag
GLVTOYOYPOUPNCEL Lol apyikn
d0om 80 mg (dvo evécelc TV
40 mg og pia nuépa),
axolovBovpuevn arnd 40 mg
dvo gfdouddeg apyodtepa.

1 cvvéyeln, 1 cuvnOng doom
elvar 20 mg ke devTEPN
efodopdoa.

O ywTpog cog pmopel va
avENGEL TN GLYVOTNTA TNG
d0ong og 20 mg kabe
epodopdoa.

EAk®ong koAitioao

Hlxia 1 Bépog sopotog

IIéc0 ka1 TOGO GVYVE TPémer
vao
Aoppaveran;

Inperdoelg

Eviluceg

Apywn 66om 160 mg
(téooepig evéoelg twv 40 mg
o€ Hio nuépa 1 000 eVESELG
v 40 mg nuepnoing yo 600
GUVEYOUEVEG NUEPEQ),
akolovBovuevn arnd 80 mg
(0o evéoelg twv 40 mg oe pia

O wTpog cog pmopel va,
avénoet tn doom o€ 40 mg
KOs efoopdda 1 og 80 mg
Kkd0e devtepn efdopdda.
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nuépa) dvo efoopddeg
apydtepa.

21 cvvéyeln, 1 cuviing doom
elvar 40 mg ke devtePN
epoopdoa.

Iondid ko épnpor amd v
Nikia Tev 6 etV pe Papog
Mydtepo amd 40 kg

H npdtn 8001 givar 80 mg (800
evéoelg tov 40 mg oe pio
nuépa), akorovBovuevn amd

40 mg (pia éveon tov 40 mg)
dv0 efdoudoeg peta.

21 cvvéyeln, 1 cuviing doom
glvar 40 mg ke devTEPN
gfdoudoa.

®a pémnel vo cuveyiceTe va
naipvere to Yuflyma ot
cuvnOn do6on Gog, akoduN Kot
a@o¥ KAeioete To 18 €.

IMondid ko épnpor amd v
niwio Tov 6 eTOV pe Papog
40 kg 1 TepiocoTEPO

H mtpddytn 8601 givar 160 mg
(téooepig evéoelg tov 40 mg oe
pio nuépa 1 Vo evEceLg TmV

40 mg ava nuépa yuo 600

Lo doYIKEG UEPECS),
axoiovBodpuevn and 80 mg (dvo
evéoelg Tov 40 mg oe pia
nuépa), 6vo eRdouddEg LETA.

1 cvvéyeln, n cuvnOng doom
elvar 80 mg ke devTEPN
gBdoopada.

®a pémnel vo cuveyiceTe val
naipvete to Yuflyma o
cuvnOn do6on Gog, aKoOUN Kot
ao¥ KAieioete Ta 18 &1

Mn-Aou®ong poyoEdition

HMkia 1 papog copatog

1660 KoL TOG0 LYV TPémEL
vo
Aappaveran;

2N UELDOELS

Evilkeg

Apywn 06om 80 mg (dvo
evéaelg Tov 40 mg oe pia
nuépa), akorovBobuevn omd
40 mg ks devtepn BdoUGON
apyilovtag pio fdoudda petd
TNV apyIKn 66omn:

Ta kopTiKoGTEPOELDN 1] GAAN
QappoKa wov emnpedlovv to
OVOGOTONTIKO GUOTN L
umopel va cuveyilovion 6tav
Aoppavere Yuflyma.

To Yuflyma propei eniong va
yopnynOet povo tov.

IModd ko EépnPot and v
niwio tov 2 TV pe Papog
Myotepo amd 30 kg

20 mg ka0e devTEPN Poopdda

O ywTpdg cog pmopel va
GLVTAYOYPOUPNCEL Lol apyikn
6001 tov 40 mg n onoia Oa
yopnynOet pia efdopdado mTpv
v évapén g cvvinBoug
d6on¢ Twv 20 mg kabe
devtepn gfdopdda. To
Yuflyma cuvictdrtot yuo
YPNOMN O GLVOLACUO UE
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puebotpelarn.

Mondid ko épnpor v nhikia 40 mg ka0e devTepn O 10tpdc oo umopel va,
TV 2 eT0OV pe Papog efdoudoa GUVTAYOYPOPNGEL L0l PYIKN
tovhdyotov 30 kg 6001 tov 80 mg n onoia Ba

pénel va yopnynOet pia
gfdoudoa mpv v Evapén g
cuvnBoug 66ong Twv 40 mg
k&g devtepn efdopada. To
Yuflyma suvictdrot yuo
YPNOM O GLVOLACUO UE
uebotpe&arn.

Tpomog koL 060g yop1yNoNS
To Yuflyma yopnyeitan pe éveon ko omod to dépua (Le vToddpila veon).

Agmtopepeic 0dnyies 1o T0 TAOG Vo KAveTE TNV éveon Yuflyma wapéyovrar otnv mopaypogo 7 «
Odnyieg ypione».

Eav ypnowpomoujcete peyarvtepn d6on Yuflyma amé mv kavoviki

Edv xotd Adbog kavete v éveon tov Yuflyma and 6,11 cag gine o 10tpdc 1 0 papuakonoldc cag,
KOAEOTE TOV Y1ATPO 1 TOV POPLOKOTOLO GOG KOl TEITE TOV OTL MPATE PeYaALTEPT OOGT. o TPEmeL va
€xete mavtote TNV eEMTEPIKT| GLOKELOGIA TOV PaPUAKOL pall cag, akdun Kot otav eivar ddeta.

Eav Egyaoete va yproyporomieete 1o Yuflyma

Edv Egydoete va kavete v éveon, Bo mpémet va kavete v €veon yio v enduevn d6on tov Yuflyma
apEc®S oA to Buunbeite. Katdmy Oa cuveyicete tnv enduevn d0om Ty NUEPO OV Eiye apyLKa
wpoypouuatiodel, edv dev elyate Egxdoel T d6o.

Eav otapatioete va ypnoponoteite to Yuflyma

H andégaocn vo otapotioete va ypnoyonoteite to Yuflyma Ba npénet v culnmbei pe tov yiotpd cog. Ta
ovuntOUATE oag umopel va emavéLBovy edv otapatioste vo ypnouonoteite to Yuflyma.

Edv éxete meplocOTEPEG EPOTIOELS GYETIKA LLE T YPNOT] AVTOL TOV PUPUAKOL, POTIGTE TOV Y10TPS 1) TOV
POPULOKOTOLO GOC.

4. IIBavéc avem@ounteg evépyeieg

Onwg 6ha To eApprOKa, £TGL KO AVTO TO PAPUOKO LITOPEL VO TPOKAAEGEL AVETIOOUNTES EVEPYELES, AV KOL
dev mopovctalovtal € OA0VE TOVG avOpmdmove. Ot mePIocOTEPES TOPEVEPYELES VL NTIES EMC UETPLEG.
Ouwg kamoteg umopei va, gival coPapéc kat va amortovy Oepaneio. Avembdunteg evépyelec umopei va,
EUPAVIGTOVV TO AyOTEPO PECH 6€ SLdoTNHA 4 UNvdv LETE TNV Tehevtaio éveon tov Yuflyma.

Evnuepaote apéomg Tov Y1aTpo 604G £GV TAPATPCETE KATOLX 07té TO. akOAovOa

cofapod e&avOnua, kvidwon 1 dAla onueio aAAepyikng avtidpaong

0101 L0 TPOGMTTOV, XEPLOV KOl TOIDV

OVOTVELGTIKO TPOPAN LA, SOVCKOAO KATATOONS

-OVOKOAID aVOTTVONG KOTA TNV Aoknomn 1 Katd Tty Katdikiion i oidnua ota odo
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Evnuepdote apécmg 1oV Y10Tpo 60G GV TOPUTNPCETE KATOL0 0.0 TO. 0KOAOVOO

onueio Aoipméng, 0Tmg mupeTog, aictnuo acbévelag, TANyEg, odovtikd TpoPfinuata, aicOnon
KOOGOL KOTA TV 0vpnon

aicOnpo advvapiog 1 KOTOGNS

Prixa

KVNouo

LOVJLHG LA

Sumhmiol

advvapio xepLdv 1 TOdMV

TOTIKO TPOIENHO 1 avoyTd EAKOc oV dev BepameveTan

onpeio Kot CUUTTOUOTO VITOTTO Y10 OLLATOAOYIKES SLOTAPAYES OTMG TAPATEWVOLEVOS TVPETAC,
UOA®TES, apoppayia, @ypoOTNTO

Ta Tapomdve GUUTTOUATE UTOPEL VO amoTEAOVY EVOEIEN Yol TIC 0KOAOLOES avemBouNTEG EVEPYELES, O1
onoigg £xovv mapotnpnOei pe to Yuflyma.

IoAv ovyvég (Lmopovv va emnpedoovy meptocotepa and 1 ota 10 droua)

-avTdpdoelc g Béong Eveong (mov cupmepthapuBavouv dryog, oidnua, eppdpoTnTa 1 KVnoud)
AOWUGDEELG AVOTVEVGTIKOV GUOTHUATOS (GVUTEPIAAUPAVOVTOL KPLOADYT|LLO, KOTOPPOT], TYHOPITION,
TvevpOoVia)

KeQaAaAyioL

KOWMOKO GAyog

votio Kot EUETOG

eEavonua

HUVOGKEAETIKOG TOVOC

Yoyvég, (umopovv va ennpedoovy émg kat 1 ota 10 dropa)

cofapéc Aoubéelg (cupmepthappdvetar onyaiuio Kot ypinn)

EVTEPIKEG AOUMEELS (cLuTEpIAaUPAVETAL YOOTPEVTEPITION)

AoudEeLS Tov déppatog (ovumeptiapudvovtol KuTTapitida Kot £pmng)

AOUGDEELS TOV DTOV

OTOUATIKEC AOUDEELS (GVUTEPIAAUPBAVOVTOL AOTUMDEELS TOV JOVTIDV KoL EPTING)
AOWUGDEELG TOV OVATOPOYDYIKOD GUGTAIOTOG

Aoiuwén Tov ovpoToINTIKOD

UUKNTIOGIKEG AOUMEELC

rouméels Tov apbpmcemv

KkaAonOeig Oykot

KOPKIVOg 6€pUaTOC

OAAEPYIKEG aVTIOPAGELS (CVUTEPIAQUPBAVETOL ETOYIKT AALEPYID)

aQLOGTOON

oAhayég e d1abeong (ovumeptiapuPavetar katdbinym)

ayxog

SVGKOALN GTNV ETELELGT TOV VITVOV

daTapayéc e aicnong 6mme LOPUNYKIOG IO, 0iGOMUO TOURAUOTOC 1) LOVOLOGLLOL
nKpovio

ovumieon vevpikng pilag (cupmephapupdvetor TGVog YaUnio ot UEGT Kol TOVOG GTO TOAL)
dtaTopayéc Opacns
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QAeypHovr 09BoAp00

QAeyHOV TOV PAEQAPOVY KoL TPHEYLO TOV LOTION
Myyog (aicOnuo CaAng 1 otpofiiicpon)
aicOnpa ypryopov Kopdiokon ToApod

VYNAN apTNpLoKn mieon

éGoym

OATOUO (CLGEMPELOT AUOTOC EEM amd T OLOPOpO aryyein)
Prixag

GoOua

dVGKOAID GTNV aVOTVON

YOGTPEVTEPIKT opLoppoyio

dvomeyio (povoK®ua, Koovpa)

TOAVOPOUN O

ovvopopo Enpotnrog (cvumeptrappdvovtar ENpotnta oto uatia kot Enpoctopio)
KVIOUOG

e€avonua pe eayovpa

UOADTEG

QAeYHOVT] TOVL 6éppartog (Ommg Eklepna)

OTAGLO TV VUYIDY TOL YEPLOV KOl TOV OO0V
avénuévn epidpwon

OTTOAELN LOAMDY

véa ekdNimaon 1 emdeivoon g yopioaong
pvikoi oracpol

aipo oto ovpa

TPOPANLOTO LE TOVG VEPPOVG,.

ndévog 010 othbog

oidnpa (TpN&ipo)

TLPETOC

peimon TOV AUOTETOAI®V TOL 0iUaTog TOL ALEAVEL TOV KiVOUVO atpoppayiag 1 EUPAVIONS
LOADTOV

KaOVGTEPTUEVT] ETOVAMOT)

‘O ovyvég (Lmopel va ennpedoovy Emg kar 1 ota 100 dropa)

euKaPlakég AoPMDEELS (GupmepthapavovTal 1 eLUATIOGCT Kot AALEG LOUMEELS TOV TPOKHTTOVY
0o LEI®ON TN VOGOAOYIKTG OITOKPLONC)

VEVPOLOYIKEG AOUMEELS (CUUTEPIAAUPAVETOL 1] LOYEVIG UNVLYYiTION)

roméetg opBaipon

Baktnplokég AoudEeLg

EKKOATOUOTITION (PAEYOVT] Kot AOTU®EN TOV TOYE0G EVIEPOL)

Kapkivog

KopKivog Tov emnpedlet To AEUPKd cOGTNHO

peAdvopa

STOPAYES TOL OVOGOTOTIKOD GUGTHIOTOG TOV UTOPEL VOl ENNPEACOVY TOVG TVEDLLOVEG, TO OEPLLOL
Ko TOVG Aeppadéves (mapovatalovtarl cuvnésTtepa Mg GapKoEIdmo)

ayyeltida (QAEYUOVT GLLOQOP®V OyYEI®mV)

TPOUOG (TPELLOVAD)

vevporabdeia (Srotapayn T@v vebpwv)

OYYELNKO EYKEPOUAIKO ETELGO10

OTMAELL 0KONG, foLNTO
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o aicOnpo avopodov Kapdlokol puduod 6nmg TapdAetyn KopSloK®OV TOAUOY

o KOPOLOAOYIKE TPOPANIOTA TOV UTOPEL VO TPOKAAEGOVV SLOKOTT| TNG OVOTTVONG 1] TPNEO TV
aoTPAYAA®V

o KopdloKn TPOoSPoAN

éva 6OKO GTO TOlY®OL LI0G HLEYAANG aptnpiag, eAeyovn kot Opoppwon piog AéRoc, amdoppatn

evog apo@dpov ayyeiov

TVEVUOVIKEG VOGOL TOV TPOKAAOVV SLOKOTY| TG avamvong (cuumeptAapfavetor AEYLOV)

TveLpoVIKT epPoln (amdppaln piog aptnpiog T@v TVveELUOVOV)

Vel KOTIKN GLAROYT (U1 PLGLOAOYIKT) GLAAOYT VYPOV GTN TEPLOYN| TOV TAEVPDV)

QAEYLLOVY] TOV TAYKPEATOG TOL TPOKOAEL GOPapd TOHVO GTNV KOWALE Kot 6TV TAAT

dvoKOoAla TNV KOTATOOoN

oidnua Tpoc®Iov (TPNEYLO TOV TPOCHTOV)

QAEYLOVT] TNG YOANBOYOL KOGTNG, TETPEG OTN XOAN

Mr®ddeg Nmap

VOYTEPIVEG EPLOPADCELG

OVAN

U1 QLGLOAOYIKY| HVTKT KOTOTTOON

GLOTN KOG EpLONUATMING AVKOG (GLUUTEPTAAULPEVOVTOL PAEYUOVES TOL SEPLATOC, TNG KAPOLIG,

TOV TTVEL OV, TV 0PHPMDGEDV Kol GAADY 0PYOVIKOV GUGTNUATOV)

JTOPAYESG TOL VITVOV

. ovikavotnTo

o QAEYLOVEG

Yrdwvieg (umopobv va ennpedcsovy émg kot 1 ota 1.000 dropor)

. Aevyoupio (kapkivog wov exnpedlel To aipa Kot ToV LDEAD TV 0GTAOV)

o cofapn aAlepyikn avtidpaor pe kotomAnéio

o OKANPLVGN KOTE TAAKOG

o VELPOAOYIKEC dratapayés (OTme eAeyrov Tov 0@OuAUIKOD vebpoL Kat chvdpopo Guillain-Barré
OV UTOPEL VO TPOKAAEGEL LVTKT] 0dVUVaio, LN GUGIOAOYIKES 0GONOELS), LUPUNKINOT GTOVG
Bpayiloveg Kot 6T0 AV PEPOG TOL CAOUATOG)

o KOPOLOKT OVOKOT

o TVELUOVIKT] tveon (OVAEG GTOV TVELLOVEL)

o d1dTpMoN ToL EVIEPOL (TPOTA GTO EVTEPO)

o EMOVEVEPYOTTOINON TNG

o nratitdog B

. OVTOAVOCT NTOTITION (PAEYLOV] TOL TOTOG TOV TPOKOAEITAL OTO TO OVOGOTOUTIKO GUGTILLOL)

o OEPLOTIKN QyYEUTIOO (PAEYLOVI TOV ALHLOQOP®V OYYEI®V TOV SEPUATOG)

o ocOvdpopo Stevens-Johnson (apyikd copumtdpata cvurepthapufdvovy Kakovyia, TupeTod,
TOVOKEQOAO Kot e£AvONua)

o 00N o TPoS®ITOL (TPNEYO TOV TPOCHTOV) TOV GUVOSEVLETAUL OO AAAEPYIKEC OVTIOPACELS

o TOAOUOP@O epOON U (PAeyHOVDOESC EEAVOM O dEPLATOC)

. oVVOPOLO TPOGOUOLALoV e AVKO

o ayyetooidnua. (tomkd TpNREo dEPOTOC)

o Aeymvoetdng avtidpaon déppatog (kvnoumdeg epupo-pmp eEavonua oto dépua)

Mn yvooetig ( ovyvotnta 6gv pumopei va extipn et pe Baomn ta dabéciua dedopéva)

. NratooTANVIKO Aéupopa ek T-kuttdpav (éva omdavio £100¢ Kapkivov TOV aioTtog Tov Guyva gival
Bovatneopo)
o Kapkivoua ek kottapov Merkel (throg kapkivov Tov déppatoc)
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. odpropo Kaposi, o omdvio popen kapkivov mov oyetileton pe Aoipwén omd tov 10 Tov
avOpdmivov épmnta tonmov 8. To capkwua Kaposi sugaviletatl cuyvotepo te T Hoper mopeuphv

BAafdv Tov 6éppatoc.
. NTOTIKY AVETAPKELN
. emdeivoon plog katdotoong 1 oroia ovopdletar deppotopvooitida (epeaviletor mg depUaTikd

e€avOmM Lo GLVOOEVOLEVO OO PVTKT odLVaLic)
. AvEnon Bapovg (Yo Tovg mepiocdtepovg acbeveic, n avénon Papovg ftav pkpn)

Kamoeg avembounteg evépyeieg mov mopovatdotnkay pe to Yuflyma puropei va punv égovv coumtodpata
Kol pmopel vo avakaAveBovv uovo pe e&etdoelg aipotog. Avtég cuumepthapupdvoov:

oAb ovyvég (Lmopolv va eanpedoovy nepiocotepa amd 1 ota 10 dropa)

YOUNAES TIHES TV AEVKOKLTTAPMOV
YOUNAES TIHES TV epuBpoKvTTapOV
avénpéva Mmide aipotog
avénpéva nrotcd vivpo

Yoyvég, (umopovv va emnpedoovy émg kat 1 ota 10 dropa)

VYNAEG TIUEG TOV AELKOKVTTAPWOV

YOUNAEG TIUEG TV OUOTETAAIDV TOV iATOG
avEnNpéEvo ovptkd o0&y aipaTog

U1 QLGIOAOYIKES TIUES VOTPIOV TOV GLOITOC

YOUNAEG TIUEG acPeaTtion aipotog

YOUNAEG TIUEG POGPOPOL TOL OHUATOG

VYNAO GAKYOPO OLOTOC

VYNAEG TIUEG QUILOITOC TNG YOAOKTIKNG QLPLOPOYOVAGT|C
TOPOVGIN AVTOVTICOUATOV GTO OO

YOUNAO KAAL0 aiplaTog

‘O ovyvég (Lmopel va ennpedoovy Emg kot 1 ota 100 dropa)

o VYNAN pETpnomn yoAepubpivng (Nmatikéc SoKILaGieg aiploTog)

Yrdwvieg (umopobv va ennpedoovy émg kot 1 ota 1.000 dropo)

. YOUNAEG TIHEG TV AEVKOKLTTAPOV, TOV EPLOPOKVLTTAPMOV KOl TV OLOTETAAIDV TOV OiLOTOG
Ava@opd avemOOunTOV EVEPYELADV

Edv mapotnproete Kamoo avemBOUnTn eVEPYELL, EVIUEPDOGTE TOV YIOTPO 1) TOV POPLOKOTOLO GOG. AVTO
1oyveL Kot Yo KaOe mhavi avemBountn vEPYELN TOL OEV AVUPEPETOL GTO TOPOV PUALO 0ONYIDV ¥PNOTG.
Mropeite eniong vo, avoeépete avemiBountec evépyeleg amevbeiog, LEGm Tov gBviKoD GUOTNUATOS
ava@opds Tov avaypapetor oto Hopdpmua V. Méow g avapopds avemiBountov evepyeldv, Umopeite
va Ponbnoete 6t GLALOYT TEPIGGATEPMOY TANPOPOPLOY GYETIKG LUE TNV AGPAAELD TOL TAPOVTOG
QOPUAKOL.

5. Iag va guraccete To Yuflyma

To @apuako ovtd TPETEL VoL GUAACCETAL GE UEPT) TOV OgV TO PAETOVV KoL OV TO POAVOLV TOL TOUdLA.
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Na pn ¥pMoHOTOoLEITE AVTO TO PAPLAKO HETA TNV NUEPOUNVIC ANENG TTOV OVOPEPETOL OTNV
gmonuaven/oto kovti petd ™ AHZEH.

duvrdooete og yoyeio (2 °C — 8 °C). Mnv kotayOyeTeE.

DuAdooete TNV TPOYEUIGUEVT] GUPLYYO LE TO TPOGTATEVTIKO KAALUUA BeAOVNG 610 e€mTEPIKO KOLTI Yol v
TPOGTATEVETAL OO TO PG,

Evalloktikég ouvlnkeg oolagng:

Oroav amotteiton (Yo Topadetypa, 0tov TaSldeveTe), 1 Kabe Tpoyeiopévn chpLyyo UE TPOGTOTEVTIKO
KkaAoppa Beddvng Yuflyma propel va puidocetot og Beppokpaoio dopotiov (puéxpt 25 °C) yio péyioto
ypoviKo dtdotnpa émg 31 nuepav — Pefaurwbeite 6t | cOpryya €lvon TposTOTELHEVT OO TO P®G. APOD
Byet amod to yuyeio pe oxomd va puAaydei oe Beppokpacio dwpatiov, 1 cOpryyo TPETEL VA
xpnopomon0si evrog 31 nuep®dv 1| va amoppredsi, £otm Kot av Eavatomobetndel 610 Yoyeio.

B0 TPETEL VO, KOTUYPAPETE TNV NUEPOUNViL KATG TNV 0oia 1 cOPLyYya PYNKeE Yo TPOTN QOPd amd TO
yoyeio, KaBmdg Kot TNV nuepounvia petd amd v omoia Oo mpémel va amoppipOet.

Mnv metdte eApUOKa GTO VEPO TNG AMOYETELONG 1) OTA OKLOKA omoppippata. Potiote tov yiatpd 1 tov
QOPUOKOTOLO GOG Y10 TO TMG VO TETAEETE TO, PAPLOKO TTOL OEV YPTCLOTOIEITE Tl AVTA TOL LETPA. Oa
BonBncovv oty Tpoctacia tov mepPdAiovtog.

6. Ieprgyépeva TG GVOKEVAGINS KO AOWTEG TANPOPOPIES

T agpiéyer o Yuflyma

H dpaotikn ovoia givar To adalimumab.

Ta GAAa cuotaTikd gival 0Eiko o0&, TPLOPIKS 0EIKO VATPLo, YAvKivn, ToAvcopPikd 80, katl Vowp Yo

gVECTULOL.

Epgavien g npoyepicpévng oOpryyog Yuflyma pe apostarentiké kalvppo fehovng Kot
TEPLEYONEVD, TNG CVOKEVUGIOG

To Yuflyma 40 mg evéoipo S1GAvpo 6e TPOYEUIOUEVT GUPLYYO. UE TTPOCTOTEVTIKO KAALpUa BEAOVIG
datifeton wg éva oteipo didivpo 40 mg adalimumab daivpévo og 0,4 ml Sraddpotog.

H npoyepiopévn oopryya Yuflyma givon po yoddvn copryyo mov mepiéyet didiopo adalimumab. H
ovokevacio g 1 mpoyepuopévng ocvpryyog mepiéyet 2 embépato alkooing (1 epedpikod). TTig
ovokeVaoieg TV 2, 4 kot 6 TPoyeGUEVOVY GLPTYY®V, KAOE TpoyEuioUéVN chpLyYo cuvodeveTal amd 1
emibepo aAKOOANG.

H mpoyepouévn ovpryyo Yuflyma givor pio yodhivn odpryya pe mpootatevtikd kelovppo, feAdvng mov
nepiéyet dtdAvpe adalimumab. H cvokevacio tng 1 mpoyepiopéving ovpryyoc mepiéyet 2 embépoto
aAKko0ANG (1 epedpikd). Xt cvokevasies TV 2, 4 Kot 6 TPOYEUOUEVOV CUPLYY®V UE TPOGTATEVTIKO
KéAvppo PEAOVNG, KGOE TPOYEUGUEVT GUPLYYO LLE TPOGTATEVTIKO KAAv UL BEAGVNG cuvodeheTol amd 1
emibepo aAKOOAG.

Mmopei va, unv KokAo@opoHV OAEC 01 GLGKEVOGIEC.

To Yuflyma umopei va Swatibeton o€ mpoyspiopévn ohptyya 1/Kot TPOYEUIGUEVT GUGKEVT TOTOV TEVOC.

Kéroyog Adsrag Kvkhogopiag
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Celltrion Healthcare Hungary Kft.

1062 Budapest

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

Hopaokevaostiig

Millmount Healthcare Ltd.

Block 7

City North Business Campus
Stamullen, Co. Meath K32 YD60
IpAavdia

Nuvisan GmbH
Wegenerstrale 13
89231 Neu-Ulm
Teppovia

Nuvisan France SARL
2400, Route des Colles
06410, Biot

ToAlio

Midas Pharma GmbH
Rheinstr. 49

55218 Ingelheim
Teppavia

KYMOSS.L.

Ronda Can Fatjo, 7B.

08290 Cerdanyola del Valles
Barcelona

lomavio

[No omoladnmote TANPOPOPia. GYETIKE LLE TO TAPOV PAPUAKELTIKO TPOTOV, Tapakareiote va amgvBuvleite
67OV ToTIKO avTImpocwmo Tov Katdyov g Adstog Kukhogopiag:

Belgié/Belgique/Belgien
Celltrion Healthcare Belgium BVBA
Tél/Tel: + 32 1528 7418

Bbbarapus
Celltrion Healthcare Hungary Kft.
Ten.: +36 1 231 0493

Ceska republika
Celltrion Healthcare Hungary Kift.
Tel: +36 1 231 0493

Lietuva
Celltrion Healthcare Hungary Kift.
Tel.: +36 1 231 0493

Luxembourg/Luxemburg
Celltrion Healthcare Belgium BVBA
Tél/Tel: + 32 1528 7418

Magyarorszag
Celltrion Healthcare Hungary Kift.
Tel.: +36 1 231 0493



Danmark
Celltrion Healthcare Hungary Kift.
TIf: +36 1 231 0493

Deutschland

Celltrion Healthcare Deutschland GmbH

Tel.: +49 (0)30 346494150
infoDE@celltrionhc.com

Eesti
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Espaiia
Kern Pharma, S.L.
Tel: +34 93 700 2525

E\rada
BIANEE 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 Kift.
Simi: +36 1 231 0493

Italia
Celltrion Healthcare Italy S.r.1.
Tel: +39 02 47927040

Kvbmpog
C.A. Papaellinas Ltd
TnA: +357 22741741
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Malta
Mint Health Ltd.
Tel: +356 2093 9800

Nederland
Celltrion Healthcare Netherlands B.V.
Tel: + 31 20 888 7300

Norge
Celltrion Healthcare Hungary Kft.
TIf: +36 1 231 0493

0 sterreich
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 Kift.
Tel: +36 1 231 0493

Slovenija
OPH Oktal Pharma d.o.o.
Tel.: +386 1 519 29 22

Slovenska republika
Celltrion Healthcare Hungary Kift.
Tel: +36 1 231 0493

Suomi/Finland
Celltrion Healthcare Finland Oy.
Puh/Tel: +358 29 170 7755

Sverige
Celltrion Sweden AB
contact se@celltrionhc.com




Latvija
Celltrion Healthcare Hungary Kift.
Talr.: +36 1 231 0493

To mwapdv ULA0 00N YOV yp1ioNs avademp1)Onke Yo TEAEVTALN QOPA OTIS .

AlLrec NYEG TANPOGOPLAV

Aentopepeic mAnpoeopieg yio to pappako avtd etvar drabéoipeg otov diktvakd T6mo Tov Evporaikon
Opyavicpov Papudkmv: http://www.ema.europa.eu

7. Odnyieg ypiiong

o O1 ak6lovBeg 0dnyieg e€nyodv Tmg vo. KaveTe povol cog v vroddpila Eveon Yuflyma
YPNOUYLOTOIDVTAG TNV TPOYEMGUEVT cVPLYYO. AlafdcTe TPOGEKTIKA OAES TIG 001 YiEg Kot oTN
oULVEXELD KOAOVONGTE TIC frina TPOg Pripa.

. O 10Tpdg, 0 VOGOKOUOG 1 0 POPUAKOTOLOC G0¢ o oag 0eiE0VV TNV TEXVIKN Y10 VO KAVETE HOVOG GOG
™V €veon.

o Mnyv enyepnoete va kKévete pOVOG oaG TNV EVEST) Tapd LOVOV OTAV €10TE GIyoupog OTL EYETE
KOTOVONGEL TOV TPOTTO TPOETOWOGTNG KOl EKTELEOT|G TNG EVESTC.

o Metd and katdAAnAn exmaidevon, Uropeite va kdvete Ldvol Gag TV £VEGT 1 VO GOG TNV KAVEL
K010 GALO ATOLO, OTIMG Y10, TOPASELY O, KATO10 HEAOC TNG OIKOYEVELGG OOG 1 KATOL0G (IAOG,.

. Xprnoyonoote kdbe Tpoyeiouévn cvpLyya HoOvo yio pia Eveon.
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Hpoyspmopévy odvpryyoe Yuflyma

‘Enfoio
 Hopéppoopa
OUKTVUAOD
Xopa
Dappoxo
Beléva
M Kéaioppa U
pw ano Meta ™
™ xpiion xpiion

Ewoéva A

MnV {pNGLUOTOGETE TV TPOYEMIOUEVY] CUPLYYA EGV:

elval paylopévn 1 GIocuéVT.
N nuepounvia ANEng £xel mapéret.
&xEL TECEL GE GKANPY| EMPAVELD.

Mnv a@orpsgite Ta KOAOPPATO, TOPE LOVO Aiyo tpv amd v éveon. Pvidccete To YUuflyma og 0éon
7oV o€V PAémovv Kan dgv Tpooeyyilovv To TALoLd.

1. ZuykevipOGTE TO OVTIKEIPNEVA Y0 TV £veo)

a. Etoydote o kaBapn, eninedn empavela, 6mwg tpoméll | Tayko, og o KaAd
QOTIGUEVT] TEPLOYT].
B. Bydite 1 mpoyepiopuévn aiptyyo, amd 10 KOuTi Tov QUAAGGETE GTO YVYEIO GOC.
* Kpatiote 10 cmpa e poyeiouévng ouptyyag kKabmg v Pyalete amd to Kouti.
Mnv ayyilete 10 €éuporo.
v. BePawmOeite 611 £xete To axdAovBa avrikeipeva:
- [Ipoyepuopévn oopryya
- Baypdxt epmotiouévo pe owvomvevpa

Agv eprhoppaveror 6to ydpTIvo KovTi:

- Bappdxi i yala

- AVToKOAANTOG EMIOEGOG

- Aoyelo amoppyng oyUnpoOV AVIIKELLEVOV
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2. EAéyEre v mpoyepiopév copryya

IAHZH [MHNAZX ETOX]

a. Befoiwbeite 611 £yete T0 0006TO PApPLOKO
(Yuflyma) kot t cwoti docoroyic.

B. E€etdote v mpoyepiopévn cvptyya Kot
BePormbeite 611 dev €xel payicel 1) ondost.

v. EXéyEte v nuepounvia Anéng oty eTikéTa
NG TPOYEUOUEVNG GOPLYYOS.

Mnyv {pNGIUOTOGETE TV TPOYEUGUEVT] GVPLYYO
ehv:
. glvol paylopévn 1 omocuévn.

Ewova B

o N nuepounvia ANENG £xel mapérbet.
. &YEl TECEL GE GKANPY| EMLPAVELQ.

3. EAréyEte To @appoko

a. E&etdote 10 pdppoko kot fePfarmbeite 6TL TO VYPO
glvan
OLOYES, AYPOLO £MG OVOIKTO KOOE KO XOPIg
cOUOTIOW.

. Mn ypnoiponoteite TNV TPOYEMGUEVT] GUPLYYX EQV
T0 VYPO elvan amoypwpaticpévo (kitptvo 1 6KovPo
Kapg), 0oAd M TEPEXEL COUATIOW.

. Mrmropei vo, dgite uoaAideg aépa 610 VYpPd. AvTod
glvat LG10A0Y1KO.

Ewova I’
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15-30
renTa

Ewova A

4, Hepwpévere 15 g 30 Aentd

a. Apnote v Tpoysopévn cvptyya oe Beprokpacio
dopatiov yuo 15 éwg 30 Aentd yio vo (eotabel.

. Mn Oepuaivete v TpoyspicpéV cOpLyyo
ypMoonotdvag mnyes Oeppotrag onwg {eotd vepd M
(POVPVO LKPOKLUATOV.

! = MONO ¢povtioTig

= AvToyopiynon kot
xopfynon omoé
®povtiom|

Ewkéva E

5.

Emi£€te éva kaTaiinlo onpeio yia TNy éveon

o. Mmopeite va KAveTe TNV £veo:
- OTO UMPOGTIVO LEPOG TV UNPDV GOG.
- TNV KOWAMA 60¢ TOVAGYIGTOV 5 EKOITOOTA LOKPLY OO
TOV OULPUAD GOC.
- v e€wtepikn| mepoyn Tov ave PBpayiova (MONO gav
glote EPoOVTIOTIG).

Mnyv kdvete éveon oe déppa Tov Ppicketol o
0mOoTOOT £0G 5 eKATOGTA 0Td TOV OUPOAD GO 1M O
dépo Tov elvar kKOKKIVo, GKANPO, gvaictnto,
ONUASEUEVO, EYEL LOAMTES 1] OVALC.

Ed&v ndoyete and yopiaon, iy kévete tnv Eveon
amevbeiog o€ TEPLOYEC OEPLOTOC TTOV TAPOLGIALOVY
SOYK®GT, TAYLVGCT), EPVOPATNTA 1] ATOPOAIODTIKEG
TAOKES 1 AALOIDOELS.

Mnyv kdvete Vv éveon TAVE amd To POVY GOG.

B. AAAGCeTe TO onueio g Eveong KaBe popd oV
kavete éveorn). Kdbe véo onueio g éveong Oo mpémet
va gival TovAdylotov 3 EKATOGTA 0o TO GNUEL0 OOV
£yve 1 TPONYOOLEVT EVEDT).
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6. IMivvete Ta YépLo cog

a. [TAvete Ta xépla 60G e GOTOVVL Kot VEPO
K0l OTEYVMOTE T TOAD KOAQ.

Ewoévo XT

7. KaBapiote T0 onpeio g éveong

a. KaBapiote 10 onueio g éveonc pe PopPaxt
EUTOTICUEVO LE OVOTVELLLOL KAVOVTOG KUKALKN
Kivnon.
B. ApNoTE TO BEPUN VO OTEYVAOGEL TPLV OO TNV EVEDN.

* Mnv @uoate ko1 pnyv ayyilete Eava 1o onueio g
€VEDTG TPOTOV KAVETE TNV EVEDN.

Ewova Z
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8. AogwmpéoTte TO KGAVPPQ

0. AQa1péoTte TO KAAVULO KPOTAVTOG TO CALOL TG

TPOYEUICUEVNG GUPLYYOGS LLE TO EVa YEPL.
Tpapri&re amard to KaAvppa pe o GARO ¥EPL.

. Mnyv a@apéceTe T0 KAADULO LEYPL VO ElGTE £TOLUOL
VoL KOVETE TNV €veon

. Mnyv ayyilete T Peldva. Av v ayyi&ete pmopel va
TPOoKANOel TpOTN U 0o T PEAOVAL.

. Mnyv tomoBeteite Eovd TO KAALUUA GTNV
TPOYELGUEVT] GUPLYYO. AToppiyTe TO KAALUULO
AUEGMG GTO SOYELD AMOPPIYNG ALYUNPOV
OVTIKEWEVOV.

. Eival puctodoykd va deite pepikég otayoveg Tov

Ewcéva H draldpotog va Byaivovy amd tn Perdva.

9. Ewdyste v wpoyepmopuév copryyo oto onpsio
G éveong

o. Towmiote amadd pio TTOY TOL OEPUUTOC GTO
onpeio g éveong Le 1o éva yEpL.

B. Kpatavtog 1o copa T mpoyepiopévn cvptyya,
€10GyeTe T PeAOVa EVIEADG LECO, GTNV TTUYN
TOV OEPUATOG GE Yovia 45 polpdv Pe o ypryopn,
GuvTOoU Kivnon.

Ewova @
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10. Xopnynote TV éveon

a. Apov ewodyete T Peldva, APNGTE TNV TTLYH TOV
dépoToc.
B. [Tiéote apyd to éuPoro péxpt To TépUA TPOG
1 T Kbt péxpt va £yyvbel 6Ao To VYPO Kol M cLPLYYQ
va adE8oEL.

. Mnyv aAldlete ™ BEom TG TPOYEGUEVTG GOPLYYOC
petd tnv €vapén tng éveong.

Ewova I

11.  Ag@opéote TNV TPOYERIGUEVT] GVPLYYO. O.TTO TO
onueio g éveong ko tepuronBeite To onpeio g
éveong

0. AQo¥ adELICEL 1] TPOYEUIGHUEVT] GUPLYYO, OPAPECTE
TNV TPOYEUGUEVT GUPLYYO OO TO OEPUA GG UE
v 01 yovia pe v onoio eloNAbe.

B. [lepumomBeite to onpeio g éveong mélovtag amaid
T0 onpeio, yopic va tpiPete, pe Eva PapPfaxt
KoppdTt Yalo Kot TomofetnoTe Vo aVTOKOAANTO
emideopo, eav etvan amapaitnto. Mmopel va Tpéet
AMyo aipo.

/k * Mnv EavoypnoYLOTOGGETE TNV TPOYEUGUEVT] GUPLYYO.

* Mnv ayyilete kou pnv enavatonobeteite 1o kKéAvppa
ot Peldva.

* Mnv 1pifete To onpeio g éveong.

Ewovo K
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W/

Ewova A

12. AmoppiyTe TNV TPOYEMIGUEVT] GUPLYYO.
. Mnyv eravatonobeite 10 kKGAvppa TNV
TPOYEUGUEVT] GUPLYYOL.

a. [Tetd&te T ypnoomomuévn TPOYEUIGUEVT GOPLYYO GE
€101KO 00YEI0 AmOPPIYNG AULYUNPDV OVTIKEIUEVOV
GUULPMOVA, LLE TIG 00N YIES TOV TOV YLOTPOV, TOV VOGOKOLOL
N TOL POPLLOKOTOLOD GOLG.

B. Mnopeite va metdéete 10 emifepo oAkoOANG Kot ™
GLGKELOGIO GTO OKIOK(A ATTOPPIULATAL.

. DduAdooeTe TAVTO TNV TPOYEUIOUEVT CUPTYYO KOt TO
€101KO O0YEI0 ATOPPIYTG OLYUNPDV OVTIKEIUEVOV OE
pépog mov dev PAEmoVV Ko dev mpoceyyilovv
TOL OO
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Yuflyma mpoyspiopévn copyupa pe apostatenTiko Kaivppa ferdvng

‘Enpoio

Diraviia

SUKTVHLOV

ITepabopo
Bsaong

Dappuxo Bzrova

IIpocraresvTko
Perovag

Beiova

KaAvpo

=

IIpw Meta )
/) y Al

Ewova A

Mnyv (pNOLUOTOLEITE TNV TPOYERIGUEVT] CUPLYYO. OLV:
o glvan payiopévn N oracpévn.

o N nuepounvia ANéng €xel mapéret.

o €)YEL TEGEL GE OKANPT ETPAVELQ.

Mnv agoipeite o mepifinpa Berovag, mapd povo Aiyo mptv ano v éveon. Povidooere o Yuflyma
o€ PEPOG oL OV PAEmOVY KU OEV TPOSEYYILOVY TTOLOLA.

1. ZuyKeEvIpOGTE TO OVTIKEINEVA YL TV £veon)

a. Etoydote o kaBapr, emimedn emodvela, 0nmg Tpaméll 1) mlyko, o€ ol KOAA
POTICUEVT TEPLOYN).

B. Bydhite 1 mpoyepucpuévn copryya amd 10 KOuTi Tov QLAGGGETE 0TO YVYEIo GOG.
* Kpatiote 10 cmpa TNG TPOYEUGUEVNG GUPLY YOG OTAY TNV 0QUIPEITE O TO
xovti. Mnv ayyilete to £ufolo.

v. BePaiwbeite 011 Exete T0 akdOA0VO0 AvOADOILOL:

- [Ipoyepiopévn cHpryya
- Bappdxt eumoticpévo pe owvomvevpa

Agv meprhopfdaveTal 610 YAPTIVO KOLTI:

- Bappdi i yala

- AVToKOAANTOG EMIOEGLOG

- Aoyelo amoppyng oyUnpaOV aVIIKELLEVOV
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<AHEH [MHNAX ETOX]

Ewova B

2. E\éEre Ty poyepmopévn cvpryya

a. Befawwbeite 6T £xete 10 cwotd edpuako (Yuflyma) kar
™ S0GoA0Yi.

B. Kortd&te v mpoyepuopévn ovpryya kot Befoimdeite 6t
Ogv gival paylGUEVO, 1] CTOGUEVT).

v. EAéyEte v nuepounvia ANéng oty ETIKETA TG
TPOYEMGHEVIC CVPLYYOG.

Mnv xpNGUOTOLEITE TNV TPOYEMGUEVT] GUPLYYD EGV:

. glvol paylGpEVN 1 GTOGUEVT).
° N nuepounvio ANEnG £xel mopEADeL.
° €xeL TEGEL € GKANPY EMPAVELQ.

Ewova I’

3. EAéyEre To @appaxo

a. Eéetdote 10 dppoko ko Befarmbeite 6TL TO LYPO Elvarn
SLOYES, AYPOUO £DC OVOIKTO KOQE KOl YOPIG COUATION.

* Mn {pNOYLOTOLEITE TNV TPOYEUIGUEVT] GUPLYYO EAV TO
VYPO EVOL ATOYPOUATIGHEVO (KITPVO 1] GKOVPO
Ka@g), 00A0 N TEPLEYEL COUOTION.

* Mmnopel va deite puoarideg 6To VY. AvTd givar
(VGLOAOYIKO.
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15-30
rentTa

Ewoéva A

4. Mepypévere 15 émg 30 AemTa
0. AQNoTe TNV TPOYEUoUEV cLPLYYa o€ Beprokpacio
dopatiov yuo 15 éwg 30 Aemtd yio va (eoTabel.

*  Mn Oeppaivete TNV TPOYELGUEVT] GUPLYYO
YPNOLOTOLDOVTOG TNYES BeppoTnTag 0nmg Leotd vepd

M OVPVO IKPOKLUATMV.

MONO ¢povTioTiig

— AvToyopiynon Kot
xopiynon oméd
®dpovTticTi

Ewova E

5. Emiéére éva katdrinio onpeio éveong

a. Mropeite va kdvete tnv éveon:
- 0TO UTPOCTIVO LEPOG TV UNPDOV GOG.
- TNV KOWMA GO,G TOVAGYLGTOV 5 EKOTOOTA OO TOV
OUQUAD GOG.
- v eEmTePikn mepoyn Tov dve Ppayiova (MONO edv
€loTE PPOVIIOTNG).

Mnyv kdvete £veon o€ dEpua ToL PpickeTan 6€ amdGTACN
UIKPOTEPT TOV S EKOTOCTA OO TOV OUPAAO GOG 1) € SEPLLA TTOV
glvar KOKKIVo, GKANPO, vaicONTo, ONUOOEUEVO, £XEL LOAWDTEC I}
OVAEC.

Edv maoyete and yopioon, pnv kdvete v éveon
amgvbeilog o€ TEPLOYEG OEPLATOG TOV TAPOLGLALOLY SLOYKMOT,
mhyvvon, EpuOpPOTTA 1} ATOPOAIODTIKEG TAGKEG 1] OAAOIDGELG.

* Mnyv KGvete TNV £VECT] TAV® OO TO, POLYOL

B. AALGCeTe Bom Eveong kaBe popd OV KAVETE po, EVEOT).
Kdabe véo onueio Eveong mpémel vol Vot TOLAAYIGTOV
3 €KOTOOTA POKPLE 0O TO GNUELD TNG TPOTYOVLEVNGEVEDTG.
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6. ITAvveTe TO. YépLo 6OG

a. [TAvete Ta xépla Gog e VEPO KOl GATOVVL.
GYOAUOTIKA.

Ewéva XT

7. KaBapiote 10 onpeio g éveong

0. KoBapiote to onpeio g éveong pe éva Popfarxt
EUTOTICUEVO LE OWVOTVEVLLLO KAVOVTOG
KUKAMKEG KIVIOELS.
B. ApnoTe T0 GEPLLAL VO GTEYVAGEL TPV OO TNV
éveon.

* Mnv pucdte kon pnyv ayyilete Eovd to onpeio tng
€veong mpotol KAveTe TNV €veo).

Ewova Z
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8. AQuipéoTe TO KGAvUNO,

o. AQalpEoTE TO KAAVLLO KPOTMVTOS TO GMLLOL TNG
TPOYEMGUEVTG GUPLYYOGS Le To Eva ¥éptl. Tpapnéte
OTOAQ TO KOADUUO LE TO GAAO YXEPL.

o Mnyv agaipéoete To KaAvppo pExpl va €loTe £TOLLOL VOl
KOVETE TNV €veoT

o My ayyilete ) Berdva. Av v ayyiéete umopei va
mpokAnOel TtpOI U od TN BErOVaL.

e Mnyv enovoTono0eTeite TO KOAVULO OTNV TPOYEUICUEVN
ovpLyyd. AToppiyTe T0 KAAVUILO AUECHS GTO dOYEID
ATOPPIYNG ALYUNPDOV OVTIKELLEV®V.

Ewéva H o Eivon puotohoyikd va deite pepikéc otaydveg tov
dtoAdpatog va Byaivouy omd T Berova.

9. Ewcdyete TV TPOoyEMIOPEVI] GUPLYYA GTO GNUELD
| mg éveong

a. Towmnote amaAd o TTUYH TOL OEPUATOG GTO
onueio g éveong Le 1o Eva XEPL.

B. Kpotadvtag 10 o Tng mpoyEUcUEVNG GUPLYYOG,

| ewodyete T Peldva EVIEADG GTNV TTUYT| TOVL
O€pOTOG o€ Yovia 45 popdv pe po ypryopn,
cvvroun kivnon.

Ewkovo O

223




Ewova I

10. Xopmynote TV £veon

a. AoV eloayete TN PeAdVa, 0PNCTE
TNV TTVYH TOL SEPHATOC.

B. [Méote apyd To EuPoro péypt 70 TEPLLO
UEYPL va eyyvoel 6Lo To VYPO
Kot 1) o0pLyyo vo. adeLioEL.

* Mnv aAralete tn 00m TG TPOYELGHEVIG
ovpryyog petd v Evapén mg  Eveong.

Ewova K

11. A@opécte TNV TPOyEUIGUEVY GOPLYYO
o6 To onueio TG éveong KoL epLTomOsite
T0 onuEio TG évESNG

0. AQoV¥ 0OELICEL 1] TPOYELIGUEVT] GOPLYYO,
OTTOLLOKPOVETE apyd TOV OvVTiYEPd cag amd
70 £uPoro £0¢ 6ToL M Perdva KaivpOet
TANPOG OO TO TPOGTAUTEVLTIKO KOAVLLLA
Belovng.

B. IepmomOeite To onueio g éveong
méCovtag amodd xopig TPIYILO, LUE
Bapfaxt 1 yalo, to onpeio ko
Tomo0ETNOTE OVTOKOAANTO ETIOEGLO, EGV

elvar amapaitnto. Mmopel va tpé€et Aiyo
aiplo.

* M1V emovVaypnGLULOTOIEITE TNV TPOYELGUEVT
oLPLYYO.
e Mnv 1pifete 10 onpeio g £veong.
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12.  Amoppiyte TV TpOyEMGHEVN GUPLYYQ

a. [letd&te ™ ypnoomomuévn TPOyEUOUEVN
olOpryya o€ €101k doyeio amdppyng
AL(UNPAOV AVTIKELEVOV GCOUOOVA LE TIG
001 YIEC TOL YLTPOV, TOL VOGNAEVTN 1
(QOPLOKOTOL0D GOG.

B. Mmopeite va neTaéete 10 emifspa
OAKOOANG KO T GVOKELOGIO GTO, OTKLOKAL
amoppippoTa.

* DVAGGGETE TAVTO TNV TPOYEUICUEVT] GUPTYY
KOl TO E101KO O0YEI0 AmOPPIYNG Oty UNPDV
aVTIKEWWEVOV o€ BEom mov dev PAETOLY Kot gV
nmpoceyyilovv Ta Todd

Ewova A
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@viro oonYLOV ypiong: IIAnpoeopics yia Tov
acOevn

Yuflyma 40 mg gvéopo draivpa o€ Tpoyspiopuéivny
OUGKELT TUTTOV TTEVAGS
adalimumab

V¥ To @appako avtd telel VO cuUTANPOUATIKY TopakoioVONoN. Avtd Ba emiTpéyel To Ypryopo
TPOGIOPIGUO VEDV TANPOPOPIOV acpdAelac. Mmopeite va fondnoete péow g avapopdg Tovmv
OVETBOUNTOV EVEPYEIDV TOL EVOEYOUEVMG TTopovatdlete. BA. Téhog Tng mapaypdpov 4 yia Tov TpOTo
avapopdg avemBOUNTOV EVEPYELDV.

AW PaoTe TPOGEKTIKA OLOKANPO TO GUAAO 00N YOV YPIIONS TTPLV UPYICETE VA YP1CLUOTOLEITE AVTO
T0 PAPNOKO, S1OTL TEPLAAUPAVEL GNUAVTIKES TAPOPOPIES Y1 GUG.

. DdvrdEre avtd TO EUALO 0N YDV Yprone. Towg ypelactel va to dwfdoete Eava.

o O 10tpdg cag Ba cag ddoet po Kapra Yrev@dpieng AcBevoic, 1 onoio mepiéyet onuovTiKég
TANPOPOPIES Y10 TNV OCPAAELD. TOV PAPUAKOL TIg 0Toieg B mpémet va yvopilete mpv exvioete
va, ypnotponoteite to Yuflyma kobobg kot kotd t didpketa g Bepanciog pe Yuflyma. Na éyete
avtv v Kéapta YrevBopiong AcBevovg pall cog katd tn didpkeia g Bepaneing cag kot yio 4
UNVEG petd tnv televtaia cag éveon ue Yuflyma.

o Edv éyete meportépm anopiec, poTNoTE TOV Y10TPO 1) TOV GOPLOKOTOLd GO,

o H cvvtayn yia autd 1o edppoko xopnynbnke amokAEloTIKA Yio 60G. Agv TPEMEL VO ODGETE TO
QAapuroKo o€ AAAOVG. Mmopel va Tovg TPOoKaAEGEL PAAPT, AKOUO KOL OTOV TO GUUTTOUOTO TNG
acBéveldc Toug gtvon 101 pe Ta Skl cag.

o Edv mapatnpnoete Kamowo avemBOunTn evEPYELD, EVIILEPADOTE TOV YLOTPO 1) TOV POPLOKOTOL) GOG.
AVTO 1oyveL Kot Yo kdOe mhavi avemBountn evépyela Tov Ogv avaQEPETAL GTO TAPOV PVALO
odnywwv ypnione. BAére mapdypaeo 4.

T Tepréyer 1o mTapév AL 00N IOV

T givar o Yuflyma kot mowa ivon ) gprion tov

T npénet va yvopilete npv ypnoyonomoete to Yuflyma
Iog vo ypnopomomoete to Yuflyma

[MBavég avembounteg evépyeteg

i va. purdooete to Yuflyma

[epreydpeva g cvokevaciog Kot AOTES TANPOPOPIES
Odnyieg xprong

Nooak~whE

1. Tuveivon To Yuflyma ko wova givon 1 ypijon tov

To Yuflyma mepiéyet ) dpaotiky ovoio adalimumab, éva @dppoko Tov dpa 6TO AvVOGOTOUTIKO GVGTI O
(dpovay) Tov 0pYOVICLOV GOC.

To Yuflyma mtpoopiletar yio ) Ogpameio Tov QAEYHOVOIDOV VOGUAT®V TOV TEPLYPAPOVTOL TOPUKATO:
Pevpotoetdng apbpitida

IoAvapBpikn veavikn dromadng apbpitida

ApOpitido oyetilduevn pe evbeoitida

AYKLAOTOMTIKT GTTOVOVAITION

A&ovikn omovovhapOpitida ymPic OKTIVOAOYIKE ELPTLOTA OYKVAOTOINTIKNG GTTOVOLAITIONG
Yoprooikn apbpitida

Yopiaon kotd TAAKOG

AT TIKT 10pOTASEVITION (AVAGTPOPT QKUT))

Nocog tov Crohn

EAkddng koritida
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o Mn Aomong paryoeditidn

To dpaotikd cuotatikd tov Yuflyma, n adalimumab, sival éva avBpdnivo povokiovikd avticoua. Tao
LLOVOKAMVIKA AVTICOUOTO EIVOL TPOTEIVEG TOL TPOGOEVOVTUL GE £VO GUYKEKPLUEVO GTOYO GTOV OPYUVIGHO.

H adalimumab éyet g 6td)0 ™ pia Tpmteivn Tov ovopdletat Tapdyovtag vékpwong oykwv (TNFa), n
omolo EUTAEKETAL GTO AVOGOTOMTIKO (OULVTIKO) cLGTNHA Kot Bpicketal o€ avEnuéva enimeda oTig
QAEYUOVAOOELG oBEVEIEG TTOV OvVaPEPOVTOL TapaTtive. Me v mpdcdeon oto TNFa, to Yuflyma
glaTtdVvEL TNV Slodkacio EAEYLOVIS G aVTES TIG acBévetec.

Peopartogiong apOpitioa

H pevpartogidng apbpitida etvar pia preypovdrdng vocos tov apfpdoemv.

To Yuflyma ypnopomoteitan yio tn Ogpancio g péTprog g cofapng pevpatogldons aphpitidag 6Toug
eviAKec. Mmopel apyikd va cag xopnyndodv GAAN TPOTOTOMTIKA TS VOGOL PAPLOKA, OTTMG 1|

uebotpedrn. Eqv dev avtamokpiBeite 1kavomom ik 6g avtd ta pappoxo, o oag yopnyndei to Yuflyma.

To Yuflyma umopei eniong va yopnynbei yio tn Oepomeio e coPaprg, evepyol kot EEMSCOUEVNC
PELLTOELDOVG apBpiTIdag ympic va. Exel Tponynbei Bepoameio pe pebotpe&drn.

To Yuflyma umopei va emPpadiver tic PAGPeG Tov apbpdoemv mov TpokaAovvTaL amd T GAEYLOVOOT
v660 kot pmopet va Tig fondnoet va Kivodvtor o erevbepa.

O wtpog oag O anogaciost v to Yuflyma mpémet va yopnynbet pe pebotpe&dm 1 povo tov.
IMolvapBpixi) veaviki) 1010001 c apBpitioa

H moAvapBpikn veavikn donabng apbpitida ivol o preypovmdng vocog Tav aplpodcemy.

To Yuflyma ypnowomoteitat yio tn Oepomeio g molvapOpikng veoviknig 1diomaboig apbpitidag o
acBeveic nNAkiag 2 etdv Ko dve. Mropet vo AdPete TpdTO GALO TPOTOTOMTIKE TNG VOGOV QAPLOKO OTMG
uebotpedrn. Eqv dev avtamokpiBeite apketd Kol ota @apuoxo avtd, Bo cag yopnyndei to Yuflyma.

O wtpdg oag Oa amoacioet edv to Yuflyma Oa mpémet va ypnowomombei pe pebotpe&dn 1 povo tov.

ApBpitidoa oyeTiCopevn pe evleoitidn

H oyemnilopevn pe v evlecitioa apbpitida gival puo pAEyUOVOING VOGO TV apOpdGEDY KOl TV
ONUEI®V TTOV Ol TEVOVTEG GUVIEOVTAL UE T OGTA.

To Yuflyma ypnopomoteitan yio tn Oepancio g apbpitidac mov oyetileton pe v evlesitida og acbeveig
niwiog 6 eTov Kot Ave. Mmopel apyukd va oag xopnyndodv GAra TpomoToMTIKA TG VOGOU OAPLLOKCL,
onwg puebotpelat. Edv dev avtamokpifeite apketd kald oto gdpuoko avtd, 0o cog yopnyndei to
Yuflyma.

AYKVLOTTOINTIKI] GTTOVOLAITION KO 0E0VIKT] 6TOVOLAXPOPITION YMPIS UKTIVOAOYIKG EVPTLATO.
OYKVAOTOMTIKNG GTTOVOVAITIONS

H aykviomomtikr] omovovAitida kot 1 aovikn omovovhapdpitido ympic aKTVOAOYIKE LPTLLOTOL
QYKVAOTOINTIKNG CTOVOVAITIONG EIvaL PAEYLOVAOIELG VOGOL TNG OTOVIVAIKNG GTHANG.

To Yuflyma ypnowomoteitat yia tn Ogpomeio g coPfapng oyKvAOTOMTIKAG GOVIVAITIONG KO TG
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aEOVIKNG GTOVOLAOPOPITISNG Y®PIG AKTIVOAOYIKA EVPTLLOTO. OLYKVAOTOUTIKNG GTOVOLAITIONG GTOVG
eviilikeg. Mmopet apykd vo, oag yopnyndodv aiia edappaka. Edv dev avtamokpibeite apketd Kold o€
avtd, O cag yopnynBei to Yuflyma.

Yoproocwkn apdpitida

H yoplacikn apbpitida ival po pAeypovmong vosog Tov opdpmdcemy Tov cuvidmg cuvoseTal e
yopioon.

To Yuflyma ypnopomoteiton yio tn Oepancio g yoplaocikig apbpitidog otovg eviiikes. To Yuflyma
propel va emPpadvvet 116 PAaPeg Tov apbBpdcewv Tov Tpokarodvtat ond T vOco Kot va Tig fonbnoetl va
Kvovvtol o ehevbepa. Mmopei apyikd vo cog yopnynbovv diia edpuaxa. Edv dev avtanokpibeite
aPKETA KaAG 6T0 Qapuaka avtd, Oa oag yopnynbei to Yuflyma.

Yopioon katd TAdKOg

H yopiaon kot mAdkog etvor pia, depportonddeia mov Tpokaiei epuOpés, POAOMTES, AETIODOELG TAAKEG
S€PLOTOC TOV KAAVTTOVTOL Ard apyvpdypoa Aémie. H yopiaon kotd mAdkog propet emiong va tpocPaiet
TOL VOYL0L, TPOKOAMVTOG OTMAELY, TOV VUYL0D, TOXLVOT) KOl ATOKOAANGT| 0TO TNV KOIT TOV VLYoV, TO 0010

umopei va glval ETmOLVO.

To Yuflyma ypnopomoteitat yio t Ogpaneio

o ™G HETPLOG £mG coPapns Woplaons Katd TAGKS GTOVG EVIIAKEG Kot

o g coPapng xpoviag ympiaong kotd TAdkag o mondld Kot eprifovg nAwciog 4 £wc 17 etdv otoug
omoiovg 1 tomikn Bepameia kal o1 pwtobepaneicg gite dev AertovPYNGAV TOAD KOAY 1 dEV NTOV
KOTOAANAES.

AWTONTIKY WPOTAIEVITION (AVACTPOOT OKNY])

H dwamontikn dpotoadevitido (ovopaletal Kot avacTpoen axun) gival pio xpovia Kot GuYVE ET®OVV
QAEYLOVAOONG VOGOC TOL déppotoc. Ta copmtdpata propet vo tepthapupdvovv gvaicOnta olidia
(e€oykmpata) Kot amootiuata (dodveg) mov pumopet va ekkpivouv moov. Eppaviletar cuyvotepa oe
GUYKEKPIUEVEG TTEPLOYEG TOV OEPUATOG, OTTMG KATM amd T0 6TNO0G, OTIG LAGYAAES, GTO ECMTEPIKO TMV
unp@v, ot BovPavikn ydpa Kot ToVg YAoLTOUC. XTi¢ TPocefAnuéveg meployég Umnopel eniong va
EUPAVICTOVV OVAEG.

To Yuflyma ypnowomoreital yio. tn Oepomneia
o ™G HETPLOG £G coPapng SOmMUNTIKNG WOPWTASEVITIONG GE EVIAIKEG Kot
o ™G LETPLOG £mG coPapng dtamunTikng WpwTadevitdag g epnPouvg nikiog 12 éwg 17 etdv.

To Yuflyma umopei va peiwoet tov apifud tov olidiov Kot Tov amosTUdTov 100 TpokeAlodvIal oo T
v660, KaBDS Kot TOV TOVO TOL GLVOEETAL GLYVA e TN vOs0. MTopel apytkd va cog yopnyndovv aiia
eappaxa. Edv dev avtamoxkpibeite apketd kaAd oo @appoko avtd, o cag yopnyndei to Yuflyma.

Néoog tov Crohn

H vbdoog tov Crohn givor pua pAgypovaong véoog tov mentikod ovotiuotog. To Yuflyma ypnoiponoteiton
ywo ™ Ogpomeio

. ¢ pétprog émg cofapng vooov tov Crohn og evijikeg Kot

o ™me pétprog émg cofapng vooov tov Crohn oe mandid kot eprifovg nhikiog 6 £mg 17 gtdv.

Mmropei apykd vo cag yopnynbodv dAla eappoka. Edv dev avtamokpifeite apketd Kold 6To, appoKa
avtd, O cag yopnynOei to Yuflyma.
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EAk@ong koAitioo

H eAkddng kolitida givar po pAEYUOVMONG VOGOG TOV TOXE0G EVIEPO.
To Yuflyma ypnopomoteitat yio T Ogpansio

o ™G UETPLOG EMG GOPapnG EAKMOOVS KOAMTIONG g EVIIAIKEG KOt

o ™G LETPLOG £0G coPapnc EAKDOOVE KOMTIONG 0€ Tandld Kot EprPovg niwkiog 6 £wg 17 etdv.

Mmropet apykd vo cag yopnyndodv dAla pdppoka. Eqv dev avtamokpifeite apketd kold oTo appoKa
avtd, Oa cag yopnyndei to Yuflyma.

Mn-Lowp@ong payoedition

H pn Aoymodng payoetditida etvor pior pAEYLOVAOINE VOGOC TOV EXNPEALEL OPIOUEVH TUNUATO, TOV
opOaipov. To Yuflyma ypnowonoteiton yio t Oepomeio

o EVNAIK®V UE UN-AOU®OIT PayOELDITION e PAEYLOVT TTOV ENNPEALEL TO OTTicO10 HEPOG TOL
0BoApoD
o o€ OOl amd TNV NAKIN TOV 2 ETOV e (POVIO UN-AOMON PoyoeldiTdn Le GAEYLOVT TOL

emnpedlel 10 Tpocho PEPOG Tov 0POUALOD.
H pAeypovn| avt propet va 0dnynoet o€ peimon g 0pacns Kavn otny tapovcio eEl0popdT®my 6ToV
0@BaALO (Lodpeg KOVKIdEC N WILEG YpappEG TOV KivovvTan 6 OAO TO TTEdio ¢ Opaong). To Yuflyma dpa
UELDVOVTOG OUTH T1 GAEYHOVT.
Mmropet apykd va cag yopnynBovv dAla pdppoka. Eqv dev avtamokpifeite apketd Kold oto apHOKa
avtd, Ba cag yopnyndei to Yuflyma.
2. Turpémel va yvopilete Tpy ypnooromieste o Yuflyma

Mnyv ypnowponorsite o Yuflyma:

o Ye mepintoon oAlepyiag oto adalimumab 1 og onotodnTote GALO ad 10 GVOTATIKG CLTOD TOL
QAPUAKOV (avopEPOVTOL OTNV TOPAYpapo 6).

o Y mepintmon gvepyol pupotioong N GAlov coPapadv Aowwméewv (Préne «Ilposidomomoeic kot
[Ipoeura&eigy). Eivor onpovtikd vo evuep®CETE TOV YLOTPO 60G EAV EXETE CUUTTMOLOTO
rotluméng, yio mapddetypa, Topetd, TANYES, aictnua KOTmong 1 000VTIKA TpoPAnuaTa.

. Ye mepintoon pETpilag 1 coPfapns kapdiokng averdapkelag. Eival onuovtikd va evnuepooete tov
YTpo Gog Gy glyate N Exete coPapn kapdiokn voco (BAéne «IIpogidomoiioeig Kot
[TpopuAd&eioy).

Ipocdomomoeirs ko TpoPLAGEES

AmevBuvBeite oTOV Y10TPO, TOV PAPLOKOTOLO 1 TOV VOGOKOWO GOG TPl ypnotporooete to Yuflyma.

AM\epyikéc avTOpaoELC

. Edv gpoavicete aliepytkéc avTidpaoelc e countopato, 0nog aictnua cei&ipatog oto Odpaka,
dvonvola, LAAN, oidnua 1 e&avinpo dakdyte Tig evéoelg Yuflyma kot emkowvoviote apéong e
TOV Y10TpO G0g KaBDG, € OTAVIEG TEPIMTMGELS, AVTEG O AVTIOPACEIS pmopel va givatl SuvnTikd
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OTEANTIKES Y1 TV (o).
Aowdéelg

o Edv &yxete o Aoipwén, copmeptrapuPavopévng piag ypoviag Aoipméne 1 piog Aoipwéng oe éva
onpeio Tov cOPATOHS oS (Yo Tapddetyna, EAKog Kvijung) cvpfovievdeite tov yiatpd cag mpwv
apyioete v aywyn pe o Yuflyma. Edv dev giote BéPatot, emkovmviote pe ToV ylotpd 60g.

o Mropei va gupavicete Aotuméelg evkorotepa eved Aoufdvete ) Oepaneio Yuflyma. Avtdc o
Kivouvog evoéyetar va avénbel edv éxete mpofAnparta pe Toug TvedUOVEG oaG. Ot AMOUDEELS AVTES
pmopel va glval emkivouves Kot cupmeplapfavouy:

. dupartioon
. AodEeLG Tov TPoKaAOVVTOL OO 100G, LOKNTES, Tapdoita 1 BakTipla
. coPopn Aolpwén oto aipa (onyorpio)

Y& OTAVIEG TEPITTMOCELS, OVTEG Ol AoumEelC ivar mhavo va, eivot amelAntikég yio tn (on. Eivot
GTULOVTIKO VO EVILEPMGETE TOV YIATPO GUG EAV TAPOVGIACETE GUUMTMUATO OTMG TVPETO, TANYES,
aicOnua kémwong 1 odovtikd TpoPfinuato. O wTpdg cog givarl THUVO Vo GG TEL VO, SIUKOYETE TO
Yuflyma yia kamoto didotnpa.

. Evnuepdote tov ylotpd cog GV Katolkeite 1| TOEIOEVETE GE TEPLOYES OTTOL Eival TOAD GLYVEG Ot
LUKNTIOIKEG AOUDEELS (Y10 TAPASELY LA, IGTOTAAGUMGT), KOKKIGIOEWO0UVKNTIOGN 1|
BAactopvkntioon).

o Evnuepoote tov ylotpd cog eav elyote AOUDEELS TOV ETAVEPYOVTOL GLYVA 1| GAAEC TAONGELS TOV

avEAvouy Tov Kivouvo AoumEewmv.

o Eav giote nlikiog dve tov 65 etdv giote Mo gvdimtol og Aotuméels, eved Aappavete Yuflyma.
Eoeig kot 0 wtpdc cag mpénet va deiete 1dwaitepn mpocoyn o€ onueio Aoiuméng eved Aaufavete
Bepancia pe Yuflyma. Eivatr onuavtikd vo eviuepm®oeTe Tov Y1oTpd 60G 0V ELPOVICETE
CLUUTTOUOTO AOTUOENG, OTTC TVPETO, TANYEG, aicOnue KOT®GENG 1 000VTIKG TPOPAN AT,

Dupatioon

. Eivai moAd onpovtico vo evUepMGETE TOV YITPO GOC 4V glyate moTé puuatioon, N v nAOate
G€ GTEVI EMOPN LLE KATOOV OV €iye upatimon. Edv &xete evepyn pupotioon, pn
ypnopomooete to Yuflyma.

e Emnedn &yovv avagepbei nepurtdoeig upatioong og acbeveic mov Ehapav to Yuflyma, o
10Tpo¢ cog Oa oag EETAGEL Y10 OTUEID, KO CUUTTOUOTO, PULUOTIOONG TPV OPYICETE VA
hopBavete to Yuflyma. H e€étaon avtr 0o nepilappdvel mAnpn worpikn ektipmon
GUUTEPTAAUPOAVOUEVOL TOV LOTPLIKOD 1IGTOPIKOD GOG Kol KATAAANAO EAeyyo (Y10 TopadELy QL
axtvoypagio Ompakog kot dokpacio puuativig). H die€aymyn kot To amoteAécpota vty
TV dokipaclov Oa mpénel va kataypdeoviol otnv Kapra YrevOdpiong AcOevoic.

o  duuotimon pmopet vo, avortuydei katd T didpkela g Oepameiog axdun Kot eav £xete AaPet
Oepamneia yio TV TPOANYN TN PLUATIOONG.

e Edqv copntopata pupotioong (yo mapddetypna, frixag mov dev vIoympel, amdAglo BApovg,
ENAenymn evepyNTIKOTNTAG, NTLOC TVPETOG) 1| OTOLUONTOTE GAAN Aoipumén epnpavicbel katd
duapxeta tng Oepameiog 1 HETA amd avth Bo TPETEL VoL EVIULEPDOETE AUESMG TOV YIOTPO GOG.

Hrazitoo B

. Evnuepdote tov ylotpd cog edv giote popéag tov 100 g nratitidog B, edv xete evepyd
nratitda B,  vroyidlecte 611 Ppickeote oe kivduvo va poAvvbeite pe tov 16 g nratitidog B.
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o O tpog oag Bo mpénet va cag eEetdoet yia Tov 10 g nratitidog B. Xe acleveic o1 omoiot
givau popeic Tov 100 ¢ nratitidag B, o Yuflyma eivon mbovd va npokaiécet
EMOVEPYOTOINGT| TOV 10V.

e Y& KAMOIEG OTAVIEG TEPUTTMGELS, EOKA €AV AopPavete Kol GAAA @dpoKo To omoio
KATOOTELAOLV TO AVOGOAOYIKO GUGTI A, 1] ETOVEVEPYOTOINGT] TOV 100 TNg Nratitidog B, eivar
mOavo vo amoderydel ametAntikn yo tn {on.

Xepovpykn N 00ovTikn sxéufoon

. Edv mpdkerton vo vioPAnBeite oe eyyeipnon N oe enépPacn oto dGVTLIO, EVILEPDGTE TOV YILTPO
oag 0t Aappdavete Yuflyma. O watpdg cog eivarl mbavo vo GLGTHGEL TPOGMPIVE SL0KOTH TG
Bepanciag pe Yuflyma.

AnopveMvotikn vOcoc

. Ed&v voeépete 1 gpeovicete pio amopveAvoTIkn voco (o acBévela 1 omola ennpedlel Tov
LOVOTIKO Hovova yOp® 0o To veDpa, OTMC 1) GKAT|PLVOT) KOTA TAGKAG), O 10TpOg 6ag Oa
amopacioet eqv mpénel va Aafete N va cvveyioete vo, Aappavete to Yuflyma. Evhuepmote apécmg
TOV Y10TPO GOG AV PUDGETE CUUTTONOTA, OTWOG OARAYEG GTNV OpaCT, AdLVOLIN 6T YEPLo 1] TO
Ho1a, 1 LOVSOC U 1] LUPUNYKLOGLO GE OTOLOONTOTE LEPOG TOV CAOUATOG GO,

Eupolacuoi
o Optopéva gpPoito evogyetal va TpokoAEcovy AOmEELS Kot O Ba mpémet va yivovtal evd

MouPavere to Yuflyma.

e Potote tov Yiatpd cag mpwv AdPete onotodmote UPOALO.

e YvuvictdTal, £’ 660V gival EPIKTO, TO TOLOLE VO EXOVV TPAYLLOTOTOMGEL OAOVS TOVG
TPOYPOUUATIOUEVOLG EPPOALOGLOVE Bacel nAkiog Tpv amd v Evapén g Bepameiag pe
Yuflyma.

o Edv AdPate Yuflyma evd ioaotav £ykvog, 10 popd cag umopel vo Slatpéyel LeyoldTepo
Kivduvo gpedaviong tétotag AolpnmEng yio SiGoTnie £mG TEVTE TEPITOV UAVEG LETA TNV
tehevtaio 66on Yuflyma mov Aafate kotd ) didpkeia g eykvpoovvne. Eivol onuoavtikd va
EVNUEPMDGETE TOVG YLOTPOVE TOL HOPOV GOG Kl GAAOVG ETAYYEALOTIEC VYEIOG OYETIKA LE TN
xpnon Yuflyma katd t didpkeia g eyKupochvig 606, MOTE VO, LTOPOLV VoL anopacilovy
7oTE TO PO cag Oa mpémel vo, AdPet kdmolo epuPforto.

Kapdiokn avendpkela,

o Eav vrogépete amd fmiag popeng kapdiakn avemdpketo kot Aappavete Oepoaneio pe Yuflyma, n
Kkapdlokn avemdpkelo Oo Tpénel va mopakoiovbeitarl 6teva amd Tov Yiatpod cag. Eivar onuavtikd
Vo Teite 6ToV Y1oTpo G0g edv giyarte oto mapeABov N vopépete and cofapod kapdiakd TpoOPANLUa.
Edv mapovcidoete véa cuuntdUaTe 1 EMOEIVOCT] TOV CUUTTOUATOV TNG KOPOIOKNG AVETAPKELOG
(.. dvomvotla 1 TPPELO TOdIDV) Oa TPETEL VO, EXIKOVOVIACETE AUECWHG e TOV Y10Tpd cag. O
10Tpog oag Oo amopaciost edv mpémel va Adfete Yuflyma.

TTvpetdc, udAmrec, oaoppayio  wypdHTNTO

. Y& peptkovg acbeveic o opyaviopdc givar mhavd va, amotdyeL Vo Topayel apKET TOGOTITA TOV
KUTTAP®V TOV OHIOTOG TOL AVTHETORILOVV T1g AoumdEelc 1| fonfovv otr dlokomr TG apoppayiog.
O 10tpog oag eivon Thavo va amopaciost vo dtakoyel ) Oepaneia. Edv sugovicete mopetd o
01010¢ gV LITOYWPEL, EAAPPOVS LDAMTEG N ALLOPPOYELTE TOAD EVKOAO 1] POIVESTE TTOAD YAMLOL,
EMKOWVOVNOTE LE TOV Y1TPO GOG AUECHG.
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Koapxkivog

. Yndpyovv ToA) 6TdViEC TEPIMTAGELS ELPAVIOTS CUYKEKPILEVAV EL0DV KOPKIVOL Gg Todid Kot
evilikeg acBeveig mov Aapupavovy Yuflyma 1 déiro TNF-avtaymvio.

o Aobeveig pe mo coPapn pevpatosdn apbpitida ot owoiol TAGYoVY aTd poKpoypdVIe VOGO
glvan mBavd va £yovv peyoldtepo tov pPécov Opov Kivouvo gppdvions Aepeopatog (pio
popon Kopkivov mov emnpedlel To Aeppikd cuoTnUa), Kot Aevyaipia (o popen Kopkivov tov
ennpedlel To aipo Kol T0 LUEAd TMV 00TMV).

o Avmdpete to Yuflyma, umopei va avénbei o kivéuvog epeaviong AepedUaToc, Aevyotpiog 1
ALV LOPPGOV KapKivoy. e omhvieg TEPIMTMOGELS, £vOg acLVIONG Kot coPfapdg TOTOG
Aepoopotog et mapatnpndei og aobeveic Tov Aapfdavovv Yuflyma. Ze kdmotovg amd owtodg
oG aoBeveic yopnynnke emiong azathioprine 1 6-mercaptopurine.

e Evnmuepmote tov yratpd ocag v Aapfavete azathioprine 1 6-mercaptopurine pe Yuflyma.

o llepmtdoelg un pelavopatikod Kapkivov tov déppatog £xovv mopatnpndel oe acheveig ot
omoiot Aaufdvovv Yuflyma.

o Edv véeg depuatikéc PAAPeEC eppavioTody KOTA TN SdpKeLo 1) LeTd T Oepameio M G
VILAPYOLGES depuaTicég PAAPEG AALAEOVY LOPOPT], EVILEPDOTE TOV YATPO CUG.

o Yrip&Eay mepmTMCELS KapKivov, EKTOC TOL AEUO®UOTOC, G€ AGOEVELS [le GLYKEKPIUEVOD TOTTOV
nvevpovoradeia n omoia kaAeitanr Xpdvia Amoppaktikn [TvevpovondOeto (XAIT) otovg omoiovg
éxer yopnynOei dArog TNF-avtaywviotig. Edv maoyete and XAII 1| korvilete moAd, o mpémet va
ocv{nmoete pe tov yTpd oag edv 1 Oepamneio pe évav TNF-avtayoviot) eivoal KatdAAnAn v
€606

Avtodvoco voonua

o Y& omavieg TEPTMoELS, 1 Oepancia pe To Yuflyma propei va odnynoet o€ chvopopo
npocopolalov pe Avko. Evnuepmote tov yiatpo cog ehv mapoatnpndody GOUTTOUNTE OTTMG
emipovo aveEnynro eEavOnua, Topetodg, TOvVog oTIg apHpMdCEIC 1 KOT®ON.

Howowd xon £pnpor

o EpPoiiacpot: edv givar Suvatov, ta mondid Oo Tpémet vo £X0VV TPOYUOTOTOMGEL TOVG
anapaitnTong ufoiacpong Tpv ypnoipomomcovy to Yuflyma.

Alha @appoxo ko Yuflyma

Evnuepmote tov yiatpd 1| T0V popUaKomold cag edv maipvete, £xete mpOGPATA TAPEL 1) LWITOPEL VO, TAPETE
aAlo edppaka. Agv Oa tpénet vo AapBavete Yuflyma pe edappoko ta omoio mepiéyovy tig axdAov0eg
dpaoTiKég ovaieg, e&ottiog Tov VYNAOD

Kvduvou ekdNAmong coPapng Aoipméng:

o Anakinra
o Abatacept

Mropeite vo, Aappavete to Yuflyma pali pe:
o pebotpelatn

. GUYKEKPIUEVE, TPOTOTOUTIKA TNG VOGOU OVTIPEVHOTIKA PAPLLOKA (Y10 TOPASELYLLOL,
covApacoralivn, vVopo&uyAmpokivr), AEPAOVVOLIST KOl EVEGTUN GKEVAGLOTA YPVGOD)

o OTEPOELON 1| AVOAYNTIKH QAPHOKO CUUTEPIAAUPAVOUEVOV TOV U1 GTEPOEODV AVTIPAEYUOVOIDY
eopudkov (MZAD).
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Edv éxete epotioeic, mapakaleicOe vo arcvBuvieite otov yaTpd GOC.
Kinon kot Oniaopog

. Oa mpénet va eEgTalete TNV XPNOTM KATOAANANG AVTIGOAANYNG Y10 TV TPOANYT TNG EYKLHOGVVNG
KOl VO, GUVEYIGETE TNV YPNOT) TNG Y10 TOLAGYIGTOV 5 Piveg Hetd Ty tedevtaia Oeponeio pe

Yuflyma.

o Edv giote éyxvog 1 OnAdlete, vouilete 0TL pmopei va giote £ykvog 1 oYeALETE VO OTOKTHGETE
ondi, {note T GLUPOLAN TOL YTPOL GOG TPV TAPETE AVTH TO PAPLLOKO.

. To Yuflyma npénet va ypnoyonoteitol Kotd tnv SIApKELR TNG EYKVUOGVUVIG LOVO EPOGOV
ypedleTor.

. SOUE®VO E oL LEAETT] Y10, TV EYKVUOGUVT], OEV DINPYE UEYOADTEPOG KIVOLVOG Y10l GLYYEVEIG

dvomhooieg otav N untépa giye AdPet Yuflyma kotd mv eyxopocivn og cOykpion pe Tig unTépeg
TOL ETOOYOV OO TNV 16100 VOG0 Kot o1 omoieg dev Edafav Yuflyma.

. To Yuflyma umopei va ypnoyonombei katd tn didpkeio tov Oniacuod.

o Eav AapBavere Yuflyma katd v eykopocivn cog, 0 popd cog uropei va dtatpéyet peyaidtepo
Kivouvo gppaviong Aoipwéng.

o Eivan onpavtikd va evnpuepdoete Toug yotpohs Tov Lmpol oag Kot GAAOVS enayyeApatieg vyeiog

oyetikd pe ™ xpnon Yuflyma kotd ) dudpketo g £YKOHOGHVIG GOG, TPV TO HOPO 6o AaPEt
Kkdmoto euPorto. I'a meprocdTEPEG TANPOPOPIES OYETIKA e TOV epPollacud PAETE Tapdypapo
«IIpoe1domoncelc Kot TPOPLAGEEID.

Odnynon ko yEPLoPOS PNYavNRaTOV

To Yuflyma pmopei va €yt pikpn enidpoon otny kavoTnTd 6og yio 0d1ynon, todnioocio 1 xeipiopon
unyovnudtov. Aictnon otpofiiicon Tov dOUOTIOL Kot SLUTOPAYES TNG OPOUCT|G UTOPEL VO TPOKOYOLV
petd ™ Aqym tov Yuflyma.

To Yuflyma ngpiéyer vatpro

AVTO TO PAPLOKEVTIKO TPOTOV TEPLEXEL AyOTEPO 0td 1 mmol vatpiov (23 mg) avd 0,4 ml d6ong, dnAadn
€lval 0VGLOoTIKA «EAEVOEPO-VOTPIOVY.

3. Mg va ypnoypononjoete o Yuflyma

[Tévtote va ypNGIUOTOLEITE ALTO TO PAPUAKO CQVGTNPA COLPOVA LE TIC 0OTYIEC TOVL YITPOV 1 TOL
oapurokomolod cog. Eav éxete appioliec, pmtnote TOV Y10TpO 1 TOV GOPLOKOTOLO GOG.

O1 ovviotdpeveg 66celc Tov Yuflyma oe ke pio and Tig eykekpiuéveg ypHoelg mapovetalovial 6Tov
akoAovbo mivaka. O yiaTpds 6oG UTopel vo GLVTAYOYPaENGEL [io. GAAN TteplekTikotTo Tov Yuflyma edv
ypelaleote o StopopeTiky d6o.

Pgopatociong apBpitidn, yoprocikn apdpitidd, aykvAomonTiky] 6wrovovriTion 1 afoviki)
omovovrapOpition
AOPIS GKTIVOLOYLKE EVPNNATO OYKVAOTOUTIKIG OTTOVOVAITIONG

Hlwia 1 Bépog sopotog 1660 ka1 TOGO GLYVE TPémer Inperdoelg
vo.
Aappavera;

Evilkec 40 mg kabe devTepn 21 pevpotoeldn ophpitida
gpdondda n xopfiynon g pebotpeang
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ovveyiletow 660 yopnyeitol To
Yuflyma. Edv o wtpog cog
anopacicel 4TL N yopnynon
g nebotpe&ang eivar
axaTdAANAn, tote To Yuflyma
umopel va yopnynOet povo
TOV.

Ed&v ndoyete and
pevpatogldn apbpitida kot de
Aappdvete peBotpeEdn pali
ue 1o Yuflyma, o 1atpdg cog
UTOPEL VO OMOPAGIGEL VO GOG
yopnyei o Yuflyma 40 mg
Kkd0e efoopdda 1 80 mg kabe
dgvTepT gfdopdda.

HoAlvapBpuci) veaviki] 1010ma01c apOpitida

Hlwia 1 Bépog copoatog IIéc0 ka1 TOGO GVYVE TPémEr Inperdoelg
vo
Aappaverar;
[ondd, £pnpor Kot evihikeg 40 mg kd0e devtepn Agv gpapudletan
and 2 etov pe Papog 30 kg kot gPfoopada
v
Iondd ko épnpor amd v 20 mg kabe devTEPN Agv gpapudletan
niwio tov 2 TV pe Papog eBoopdoa
and 10 kg émg 30 kg
ApOpitida oyeTiCopevn pe evleoitidn
Hlwxia 1 Bépog sopotog IIéc0 ka1 TOGO GVYVE Tpémer Inperdoelg

vo
Aappaveran;

IMondid, £pnpor kot eviiikeg
amd TNV NAKio Tov 6 ETOV e
Bapog 30 kg kat dve

40 mg kaOe devtepn
eBoopdoa

Agv epappdleton

[ondd ko épnpor amd v 40 mg ka0e devtepn Agv gpapudletan
niio Tov 6 eTdV pe Papog epdopada

and 15 kg émg 30 kg

Yopioon katd TAaKg

Hlwia 1 Bépog sopotog [Iéc0 ka1 TOGO GUYVE TPémer Inperdoelg

vo.
Aappaverar;

Eviuceg

Apyn d6om 80 mg (dvo
evéoelg Tov 40 mg oe pia

Edwv dev éxete emopkn
OVTOTOKPIGT), O 10TPOG GOG
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nuépa), axolovbovuevn amod
40 mg ka0e devTepn
gfdoudoa Eekivamvtag pio
ePoopdoa HETA TNV apyLkn
doom.

umopet va avénoet 1 66on oe
40 mg ka0s efdouada i 80
mg ke devTePN €fdoudda.

IMondid ko épnpor amod 4 Apywn d6on Tov 40 mg, Agv gpapudletan
éwg 17 e1dv pe Papog 30 kg axolovBodpevn amd
Kot Gve 40 mg pia efdopdda
apydtepal.
Metd, n ouvnbng 660 givan
40 mg kaOe devTepn
efdoudoa.
Iondd ko épnpor amd v Apywn d6on 20 mg, Agv gpapudletan
niwio tov 4 éoc kot 17 etmv axolovBovpevn and 20 mg
ue Bapog amd 15 kg émg 30 kg o, fdopdda HETA.
Metd, n cuvnong 600 givar
20 mg kabe devTEPN
gBdopada
AWTONTIKN WPOTASEVITION (AVACTPOON OKNY])
HMkia 1 papog copatog 1600 ka1 TOGO GVYVE TPémEL 2N UEVDOELS

v Aapfaveror;

Evilkec

Apywn 66om 160 mg
(téooepig evéoelg Tov 40 mg
o€ o nuépa M 000 EVEGELG
tv 40 mg v nuépa yio Vo
OLVEYOLEVEG MUEPEC),
akolovfodpevn and pia 66om
tv 80 mg (dvo evécelg Tmv
40 mg og pio nuépa) 6vo
gfdouaoeg apydtepa. Metd
amo 000 axouo efdouddeg,
ocuvveyliote pe d6om 40 mg
Kkd0e efoopdda 1 80 mg ke
dgvTepT gfdopada, OTMG
ouvtayoypaennke amd tov
yiotpd Goc.

YuvioTtdtol 1 Kodnuepvn
YPNON AVTIGTITIKOD
GOTOVVIOD GTIG

TpooPePAnuéveg TEPLOYEG.

"Eenpot a6 12 éwc 17 etddv
ue Bapog 30 kg kot ave

Apywn 06omn 80 mg (dvo
evéoelg 40 mg oe pio npépa),
akxolovboduevn and 40 mg
Kk@0e devtepn efdopada
Eexvavtag pio efdopddo
apydtepa.

Av &yete avemopkn ondkpion
oe Yuflyma 40 mg «a6e
devtepn efoopdda, o 1TPog
co0¢ pmopel va avénoet
0001 ota 40 mg kabe
gpooudoa 1 ota 80 mg ke
dgvtepn fdopdda.
Yuvviotator 1 kaOnuepvn
pooula OVTIONTTIKOV
GOTOVVIOD oTIg

TpocPePAnpéveg TePLOYES.
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Nooog tov Crohn

Hlxia 1 Bépog copoatog

1600 ka1 TOGO cVYVE Tpémer
va Aappavetan;

Inperdoelg

IMondid, €pnpor ko eviiuceg
amo TV NAkio TV 6 £TOV Kot
v, pe Bapog 40 kg 1
MEPLGGOTEPO

Apywun d6om Tov 80 mg (6vo
evéaelg Tov 40 mg oe pia
nuépa), akorovBodpevrn and
40 mg 6v0 gPfdopdoeg
apydtepa.

Eév amotteiton taydtepn
avTOTOKPIoT, 0 1TPOG popel
VO GLVTOYOYPOPTGEL LLdl
apyikn 66om 160 mg
(téooepig evéoelg Tov 40 mg
nuepnoing 1 000 EVEGEIS TOV
40 mg v nuépa yio 600
GULVEYOLEVEG MUEPEC),
akolovBovpuevn arnd 80 mg
(000 evéoeig Twv 40 mg
nuepnoing) ovo efdopdades
apyoTepo.

1 cvvéyeln, n cuvnong doom
elvar 40 mg ke devTEPN
efdoudoa.

O wTpdg cog pmopel va,
avénoet 1 doom o€ 40 mg
kG0g gfdopdda | 80 mg kébe
devtepn efdopdoa.

[ondd ko épnpor amd v
niia 6 émg 17 etdv, pe
Bapog Aydtepo and 40 kg

Apywn d6on 40 mg,
axolovbovuevn and 20 mg
dvo efdouddeg apydtepa.

Ed&v amouteiton tayvtepn
avtomdkplon otn Oepamneia, o
yiatpdg Gog propet vo oag
GLVTOYOYPOUPNCEL Lol apyikn
0001 80 mg (dvo evéoelg Tov
40 mg og pia nuépa),
axolovbovuevn and 40 mg
dvo gfdouddeg apyodtepa.

1 cvvéyela, 1 cuvnOng doom
glvar 20 mg ke devTEPN
efodoudoa.

O yatpdg oag pmopel va
0VENGEL TN GLYVOTNTA TNG
d0oong og 20 mg kée
efodopdoa.

EAk®ong koAitioo

Hhkia 1 papog copatog

1660 KoL TOG0 LYV TPEmEL
va
Aoppaveran;

N UELDOELS

Eviilkeg

Apywum d6on 160 mg
(téooepig evéoelg twv 40 mg

O wTpog cog pmopel va,
avénoet ) doom o€ 40 mg
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o€ pia nuépa 1 800 eVEGELS
tv 40 mg v nuépa yio dvo
GUVEYOUEVEG NUEPEG),
axoArovBovpevn amd 80 mg
(000 evéoelc twv 40 mg
nuepNGimg) dvo efdouddeg
apydtepa.

21 cvvéyeln, 1 cuviing doom
elvar 40 mg ke devtePN
epoopdoa.

Kkd0e efoopada 1 80 mg kabe
devTepT efdopdda.

TToud1d ko Epnpot amd v
Nikia Tev 6 etV pe Papog
Myotepo amo6 40 kg

H npdtn 8001 givar 80 mg (800
evéoelg tov 40 mg o pia
nuépa), akorovbovpevn and

40 mg (pio éveon tov 40 mg)
dvo efdopdioeg petd.

21 cvvéyewn, 1 cuvning doom
glvar 40 mg ke devTEPN
efdoudoa.

Oa mpénel Vo, GLVEYIGETE VA
naipvere to Yuflyma ot
cuvnn 8601 GO, aKOUN Kot
a@o¥ KAeioete To 18 €.

IMondid ko épnpor amd v
niwio twv 6 etV pe Papog
40 kg 1 TepiocoTEPO

H ntpdtn 8601 givar 160 mg
(téooepig evéoelg tov 40 mg oe
pio nuépa 1 V0 EVEGELG T®V

40 mg ava nuépa yuo 600

Lo doYIKEG NUEPECS),
axoiovBobpuevn amd 80 mg (dvo
evéoelg Tov 40 mg oe pia
nuépa), 6vo efdopddeg Hetd.

21 cvvéyeln, 1 cuvnOng doom
elvar 80 mg ke devTEPN
efdoudoa.

®a pémnel vo cuveyiceTe va
naipvete o Yuflyma ot
cuvnOn do6on Gog, aKoUN Kot
a@o¥ KAieioete To 18 €.

Mn-Lowpu@ong payoedition

Hlwxia 1 Bépog sopoatog

IIéc0 ka1 TOGO GVYVE TPémer
vo
Aappaverar;

Inperdoelg

Evilikec

Apywn 06om v 80 mg (6vo
evéoelg Tov 40 mg
NUEPNGImS), axoiovBoduevn
amo 40 mg kdOe devtepn
efdoudoa Eexvamvtag pio
ePooudOn HETA TNV apyIkn
doon:

Ta kopTiKOoGTEPOEIDN 1 GAAN
@appoka wov exnpediovy 1o
OVOGOTONTIKO GUOTN O
umopet va cuveyilovton 6tov
hapPavere Yuflyma.

To Yuflyma umopei eniong va
xopnynOet povo tov.

TMoudd ko EéenPot amd v
nilkio Tov 2 €TV pe Papog
Myotepo a6 30 kg

20 mg kae devTEPN Poopada

O ywTpog cog pmopel va,
GUVTOYOYPOUPNGEL ol apy K
o001 tov 40 mg n onoia Ba
yopnynOet pio efdopdda Tpv
v évapén g cvvnboug
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doomg twv 20 mg ke
devtepn efdopdda. To
Yuflyma cuvictdrtot yuo
YPY|oN o€ GLVOLACUO e

uebotpelarn.
IMondid ko épnpor amd v 40 mg ka0e dedtepn O 10tpdc 6o umopel va
niwio Tov 2 eTdv pe Papog efdoudoa GUVTAYOYPOPNGEL L0l PYIKN
tovrdyotov 30 kg 6001 80 mg mov mpémel va

yopnynOet pia efdopdada mpv
amo Vv évopén g cuviBovg
d0oong twv 40 mg ke
devtepn efdopdoa. To
Yuflyma cvviotdrot yuo
YPNOM € GLVOLACUO UE
uebotpe&arn.

Tpomog kot 060G yop1yNoNS
To Yuflyma yopnyeitan pe éveon ko omod to dépua (Le vToddpila veon).

Agmropepeic 0dnyies Ywo T0 TAOG vo KAveTe TV éveon Yuflyma mapéyovrar oty mapdaypagpo 7
«Od1yieg piione>.

Eav ypnowpomoujcete peyarvtepn d6on Yuflyma amé mv kavoviki
Edv xotd Adbog kavete v éveon tov Yuflyma mo cuyvd amd 6,11 6og eime 0 10TpOG 1] 0 POPUOKOTOLOG

G0G, KOAEGTE TOV YLOTPO 1] TOV QAPUAKOTOLd GaG Kol TTEITE TOV OTL TPATE LEYOAVTEPT dOGN. Qo TPEmeL va
€xete mavtote TNV eEMTEPIKT| GLOKELOGIA TOV PaPUAKOL pall cag, akdun Kol otav eivat ddeta.

Eav Egyaoete va yprioyporomieete o Yuflyma

Edv Egydoete va kavete v éveon , Ba Tpénel va kavete Ty veon yia v exopevn d6om tov Yuflyma
apEc®S oA to Buunbeite. Katdmy Oa cuveyicete tnv enduevn d0om Ty NUEPO OV Eiye apyLKa
wpoypouuaticdel, edv dev elyate Egxdoel T d6o.

Eav stapatieste vo ypnopomoteite to Yuflyma

H andeoon vo otapatioeste va ypnowonoteite to Yuflyma 6a npémnet vo culnnBei pe tov yrotpo cog. Ta
ovuntOUaTE oag umopel va emavéLBovy edv otapatioste vo ypnouonoteite to Yuflyma.

Edv éxete meplocOTEPEG EPOTIOELS CYETIKA LLE T YPNOT] AVTOL TOV PAPUAKOV, POTHGTE TOV Y10TPS 1) TOV
POPULOKOTOLO GOC.

4. IIOavég avemOOUNTEG EVEPYELES

Onwg 6ha To eApproKa, £TGL KO AVTO TO PAPUOKO LITOPEL VO TPOKAAEGEL AVETIOOUNTES EVEPYELES, AV KOL
dev mopovctalovtal e OA0VS Tovg avBpdmovg. Ot TEPIocOTEPEG TOPEVEPYELES vl NTIEG EWG UETPLES.
Ouwmg kamoteg umopei va, gival coPapéc kat va amortovy Oepaneio. Avembduntec evépyelec umopei va,
EUPAVIOTOVV TO AyOTEPO péca o€ didoTnua 4 unvodv uetd Ty tehevtaio éveon Yuflyma.

Evnuepaote apéomg Tov Y1aTpo 60¢ £GV TAPATNPCETE KATO10 07T6 TO aKOAOVOQ
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cofapod e&avOnua, kvidwon 1 dAla onueio aAAepyikng avtidpacng

0101 L0l TPOGMTTOV, XEPLOV KOl TOJDV

OVOTVELGTIKO TPOPAN LA, SOVGKOAMO KATATOONS

dVGKOAIN aVOTTVONG KOTA T Goknon 1 KAt TV KatdkAiion i oidnua ota modo

Evnuepoote apécmg 1ov Y10Tpo 60G GV TOPATNPCETE KATOLO0 0.0 TO. 0KOAOVOO

o onueio Aolpméng, 0mmg TupeTog, aictnuo acbévelag, TANYEg, odovtikad TpoPfinuata, aicOnon
KOOGOV KOTA TNV 0vpnon

aicOnpo advvapiog 1 KOTOGNG

Prixa

Kvnopo

LOVOOG LN

dumAomio

adLVOLLio YEPLOV 1| TOJIDV

Tomiko TPNEL0 1 avolyTd €Akog To omoio dg OepamedeTan

onueio Kol CUUTTOUOTO VTOTTO, Y10 OLUATOAOYIKES OLOTAPOYES OTMG TOUPATEIVOUEVOC TVPETOC,
LOA®TES, aptoppayio, oypoOTNTO

Ta Tapomdve GUUTTOUATE UTOPEL VoL amoTEAOVY EVOEIEN Yol TIC 0KOAOLOES avemBouNTEG EVEPYELES, O1
onoigg £xovv mapotnpnOei pe to Yuflyma.

IoAv ovyvég (Lmopovv va emnpedoovy meptocoTepa and 1 ota 10 droua)

o avtdpdoels g Béong Eveong (mov cupmeprhappdvouv dlyog, oidnua, eppBpodTNTA 1 KVNGUO)
AOWMDEELG AVOTVEVGTIKOD GUOTHHATOG (GVUTEPIAAUPAVOVTOL KPLOADYT|LA, KOTAPPOT|, 1yHOopiTIda,
TveELLLOVIDY)

KeQaAaAyioL

KOWMOKO GAyog

votio Kot EUETOG

eEavonuo

HUVOCKEAETIKOG TOVOC

Yoyvég, (umopovv va ennpedoovy émg kat 1 ota 10 dropa)

cofapéc Aoudéetg (cupmepthapPdveTar onyoipio Ko ypinn)
EVTEPIKEG AOUMEELS (cLUTTEPIAUPAVETAL YOOTPEVTEPITION)

AOdEELS TOL déppaTog (ovumepIAapPAvovTaL KVTTAPITION Kot £PTNG)
AOWUMEELG TOL CVTION

OTOUATIKEG AOUDEELS (GVUTEPIAAUPAVOVTOL AOTUDEELS TV JOVTIDV KOt EPTING)
AOWMEELG TOL AVATAPOYWYIKOD GUGTHLOTOG

AOIH®EN TOL OLPOTONTIKOD

LUK TIOGIKEG AOUMEELG

roumEels Tmv apbpmcemv

KkaAonOeic dykot

KOPKIVOg 6€pUaTOC

OAAEPYIKEG aVTIOPAGELS (CVUTEPIAQUPBAVETOL ETOYIKT AALEPYID)
aQLOGTOON

oAhayég e duabeong (ovumeptiapuPavetar katdbinym)

ayxog

SVGKOAIN OTNV ETELELGT TOVL VITVOV
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daTapayéc g aictnong 6mwe LupUNYKIOGHA, aicONe TEUTUOTOC 1) LOVOLOG O,
nuKpavio

ocvumieon vevpikng pilag (cupmepthapupdvetor TGVoG YaUNAG oI LEGT KOl TOVOG GTO TOA)
dlaTapayég OpacNs

QAeypovr 09BoApoD

QAeYHOV TOV BAEQAPOV KoL TPHELLO TOV LOTION

Myyog (aicOnuo CaAng 1 otpofiiicpon)

aicOnpa ypryopov Kopdiokol ToApod

VYNAN apTNpLoKn mieon

éoym

OATOUO (CLGEMPELOT AOTOC EEM amd T OLOPOpO aryyein)

Prixag

GoOua

dVGKOAID GTNV avaTVOn

YOGTPEVTEPIKT apLopporyio

dvomeyia (podoKmua, Koovpa)

ToAVdpOUN o

ovvopopo Enpotrog (cvumeprapupavovtar Enpotnta oto udtia kol Enpoctopio)
KVIOUOG

e&avonua pe eayovpa

UOADTEG

QAeYHOVT] TOV 6éppartog (Ommg Eklepa)

OTAGLO TV VUYIDY TOL YEPLOV KO TOV OO0V

avénuévn epidpwon

OTTMAELN LOAMDY

véa ekdNimaon 1 emdeivoon g yopioaong

pvikol oracpol

aipo oto ovpa

TPOPANUOTO LE TOVG VEPPOVC,.

ndévog oto othfog

oidnpa (TpN&ipo)

TLPETOC

ueimon TOV AUOTETOAI®V TOL 0inaTog TOL AVEAVEL TOV KiVOUVO atpoppayiag 1 EUPAVIONS
LOADTOV

KaBvoTEPTUEVT ETOVAWMOT)

‘O ovyvég (Lmopel va exnpedoovy Emg kot 1 ota 100 dropa)

euKaplakég AoRDEELS (cupmepthapavovtal 1 euUATIOGoT Kot AALEG LOUMEELS TOV TPOKHTTOVY
0o LEi®ON TN VOGOAOYIKTG ATOKPLONC)

VEVPOLOYIKEG AOUMEELS (CLUUTEPIAAUPAVETOL 1 TOYEVIAG UNVLYYITION)

roméeilg opBaipon

Baktnplokég AoumEELg

EKKOATTOUOTITION (PAEYLOVT] Kot AOTU®EN TOV TOYE0G EVIEPOL)

Kapkivog

KopKivog Tov emnpedlet To AEUPKo cOGTNHO

peAdvopa

STOPAYES TOL OVOGOTOLTIKOD GUGTHIOTOG TOV UTOPEL VoL ENNPEACOVY TOVG TVEDLLOVES, TO OEPLLOL
Kot ToVg Aeppadéveg (mapovatalovtarl cuvnéstepa Mg GapKoEIdmoT)

ayyetitida (QAEYUOVT GLLOQOP®Y OyYEI®mV)
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TPOWOG (TPELOVAO)

vevporadeia (Stotapayn TV vebpwv)

OYYELHKO EYKEPOUAIKO ETELGOO10

OTMAELN OKONG, foLNTO

aicOnpo avopodov Kapdlokol puduod 6nmg TapdAetyn KopIloK®OY TOAUDY

KOPOLOAOYIKE TPOPANILOTA TOV UTOPEL VO TPOKAAEGOVV SLOKOTT| TNG OVOTTVONG 1] TPNEUO TV
aoTPAYAA®V

KopdloKn TPOoSPoAN

éva 6OKO GTO TOlY®O P0G LEYAANG aptnpiag, eAeyov kot Opoupoon piog oAERac, amdoppatn
evog apo@dpov ayyeiov

TVEVUOVIKEG VOGOL TTOV TPOKAAOVV SLOKOTY| TG avarvong (cuumeptAapfavetonr AEYLOV)
TveLUOVIKT ePPoln (amdppaln piog aptnpiog T@v TVELUOVOV)

Vel KOTIKN GLALOYT (U1 PLGLOAOYIKT) GLAAOYT VYPOV GTN TEPLOYN| TOV TAEVPDV)

QAEYLLOVY] TOV TAYKPEATOG TTOV TPOKOAEL GOPapd TOVO GTNV KOUMA Kot TV TAATY

OLGKOALD GTNV KATATOOT)

oidnua TPos®IoL (TPNEYLO TOV TPOCHTOV)

QAEYLOVT] TNG YOANDOYOL KOGTNG, TETPEG OTN YOAN

Mr®deg Nmap

VOXTEPIVEG EPLOPADCELG

OVAN

U1 QLGLOAOYIKY| HVTKT KOTOTTOON

GULGTNUATIKOG EPLONUATMONG AVKOG (GUUTEPIAAUPBAVOVTOL PAEYLOVES TOV OEPLOTOC, TNG KAPILAC,
TOV TTVELLOVA, TV 0PpHPMDGEDV Kol GAADY 0PYOVIKOV GUGTNUATOV)

dTapayEG TOL LITVOV

ovikavotnTo

QAEYLOVEG

Yrdwvieg (umopobv va ennpedsovy émg kot 1 ota 1.000 dropor)

Aevyoupio (kapkivog wov exnpedlel To aipa Kot ToV LDEAD TOV 0GTOV)

cofapn aAlepyikn avtidpaor pe kotomAnéio

OKANPLVGN KOTE TAAKOG

VELPOAOYIKEC dratapayéc (OTme eAeyprovn Tov 0@OuAUIKOD vebpoL Kkat chvdpopo Guillain-Barré
OV UOPEL VoL TPOKAAEGEL LVTKT] 0dVUVaio, U1 GUGIOAOYIKES 0GONCELS), LUPUNKINOT GTOVG
Bpayiloveg Kot 6T0 AV PEPOG TOL CAOUATOG)

KOPOLOKT OVOKOT

TVELUOVIKT] tvodon (OVAEG GTOV TVELLOVAL)

d1dTpnomn ToLv EVIEPOL (TPOTA GTO EVTEPO)

nratitida

emovevepyonoinon tng nratitidog B

OVTOAVOCT NTOTITION (PAEYUOV] TOL TOTOG TOV TPOKOAEITAL OTO TO OVOGOTOUTIKO GUGTILLOL)
OEPLOTIKN QyyEUTIOO (PAEYLOV TOV ALILOPOP®V Oy YEI®V TOV SEPUATOC)

obvdpopo Stevens-Johnson (apyikd CLUTTOUATE CLUTEPIMAUBAVOVY KaKOVYio, TUPETO,
TOVOKEQOAO Kot eEAvONua)

00N o TPOoG®ITOL (TPNEWO TOV TPOCHTOV) TOV GUVOSEVETAUL OTTO AAAEPYIKEC OVTIOPAGELS
TOAOUOP@O epOON U (PAeyHOVDOESC EEAVOM O dEPLATOC)

oVVOPOLO TPOGOUOLALoV e AVKO

ayyetooidnua. (tomkd TpNREo SEPOTOC)

Aeymvoetdng avtidpaon déppatog (kvnoumdeg epupo-pmp eEavonua oto dépua)

Mn yvooetég ( ovyvotnta 6gv pumopei va extipn et pe Baomn ta drabéoiua dedopéva)
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. NRaTooTANVIKO Aéupopa ek T-kuttdpov (éva omdvio €100 Kapkivov TOV GULOTOC TOV GUYVA Elval

Bavatneopo)

o Kapkivoua ek kottapov Merkel (throg kapkivov tov dépuatoc)

. odpropo Kaposi, o omdvio popen kapkivov mov oyetiletor pe Aoipwén omd tov 10 Tov
avOpodmvov épanta tomov 8. To capkmpa Kaposi epeaviletor cuyvotepa Le T HOPPT TOPPLPOV
BAafdv Tov 6éppatoc.

. NTOTIKY AVETAPKELNL

. emdeivoon ploag katdotoong 1 oroia ovopdletar deppotopvooitida (epeaviletor mg depUaTikd

e€avOM Lo CLVOOEVOLEVO OO PVTKT] odVVaLi)
o AvEnon Bapovg (Yo Tovg mepiocdTepoVg acbeveic, n avénon Bapovg HTav HKpn)

Kamoeg avembounteg evépyeteg mov mopovatdotnkay pe to Yuflyma puropei va punv égovv coumtopata
Kol pwopel vo avakaAveBovv uovo pe e&etdoetg aipotog. Avtég cuumepthapupdvoov:

oAd ovyvég (Lmopovv va ennpedoovy meptocotepa and 1 ota 10 dropa)

YOUNAES TIHEG TV AEVKOKLTTAPMOV
YOUNAES TIHEG TV epuBpoKvTTapOV
avénpéva Mmide aipotog
avénpéva nrotcd vivpo

Yoyvég, (umopovv va emnpedoouvy émg kat 1 ota 10 dropa)

VYNAEG TIUEG TOV AELKOKVTTAPWOV

YOUNAEG TIUEG TV OUOTETAAIDV TOV AiATOG
avEnNpéEvo ovptkd o0&y aipaTog

U1 QLGIOAOYIKEG TIUES VOTPIOV TOV GpLOITOC

YOUNAES TIUEG acPeaTtion aipotog

YOUNAES TIUEG POGPOPOL TOL OHUATOG

VYNAO GAKYOPO OLOTOg

VYNAEG TIMEG QULLOITOC TNG YOAOKTIKNG QLPLOPOYOVAGT|C
TOPOVGIN AVTOVTICOUATOV GTO OO

YOUNAO KAAL0 aiplaTog

‘O ovyvég (Lmopel va ennpedoovy Emg kot 1 ota 100 dropa)

o VYNAN pETpnomn yoAepubpivng (Mmatikéc SoKILaGieg aiploTog)

Yrawvieg (umopobv va, exnpedoovy émg kot 1 ota 1.000 dropa)

. YOUNAEG TIHEG TV AEVKOKLTTAP®V, TOV EPLOPOKVLTTAPHOV KOl TOV OUOTETAAIDY TOV OiLOTOG
Ava@opd avemOOunTOV EvepyELOV

Edv mapotnproete Kamoo avemBOUnTn eVEPYEL, EVIUEPDOGTE TOV YIOTPO 1) TOV POPLOKOTOLO GOg. AVTO
1oyveL Kot yio KaOe mhavi avemBountn vEPYELN TTOL SEV AVOPEPETOL GTO TOPOV PUALO 0ONYIDV ¥PNOTG.
Mmnopeite eniong vo avaeépete avembounteg evépyeteg amgvbeiog, LEG® TOL E6VIKOD GUOTNUATOG
ava@opdg Tov avaypaeetor oto Hopdapmua V. Méow g avapopds avemBountov evepyeldv, Umopeite

va Pondnoete 6t GLALOYT TEPIGGATEPOY TANPOPOPLOY GYETIKG LUE TNV AGPAAELD TOL TAPOVTOG
POPUAKOL.

242



5. Mg ve gvraccete To Yuflyma
To @dppoxo ovtd Tpémel va PLAACCETAL GE PLEPT) OV OgV TO PAETOVY Kol O&V TO POAVOLY TO TOUdLA.

Na pun xpnoonoteite avtod 10 PAPUOKO PETA TNV NUEpOUMVic ARENG TOL AVOPEPETAL GTIV EMICTIUAVOT
Kol otV eEmTEPIKT cvokevacia petd ™ AHEH.

duvrdooete og yoyeio (2 °C — 8 °C). Mnv kotoyOyeTE.

DVAACCETE TNV TPOYEUIGUEVT] GLUGKELT] TOTOL TEVAS 6TO EMTEPIKO KOLTI Y10l VO TPOGTOTEVETAL OO TO
(MG Kot TNV vypaoia.

Evalloktikég ouvlnkeg polagng:

Ortav amotteital (yio mopadetypo, otay ta&devete), | Kabe Tpoyeouévn cuokevn Tomov mévag Yuflyma
umopet va. puAdooetol o€ Oeppokpacio dmpotiov (uéypt 25 °C) yio uéyioto xpoviko ddotua £mg 31
nuepov - PeParwbeite 6T givon mpocTatevpEVn amd To emG. AoV Pyet and 1o yuyeio pe oKOTo va
oVAoyOel g Bepokpacio SOUATION, 1| GUGKELT TOTTOV TEVUC TPETEL VA Y pricLpomoin0si evrog 31
NUEPAV 1 vo amoppreBei, Eoto kot av EavoronobemOel oto yoyeio.

B0 TPETEL VO, KOTOYPAWYETE TNV NUEPOUNVIOL KOTA TNV omoia 1 TEva PYNKe Yo TpdTn Qopd amd To Wuyeio,
KaOdg Kot TV nuepounvio LeTd amd v onoio 1 wéva Ba Tpémel vo, amoppLphel.

Mnv metdte eApUaKa 6TO VEPO TNG AMOYETELONG 1) OTA OKLOKA amoppippata. Potiote tov yuatpd 1 tov
QOPUOKOTOLO GOG Y10 TO TMG VO TETAEETE TO, PAPLOKO TTOL OEV YPTCLOTOIEITE Tl AVTA TOL LETPA. Oa
BonBncovv oty Tpoctacia tov mepPdAiovtog.

6. Ilepreydpeva TG CVGKELAGING KUl AOUTES TANPOPOPIES

T epéyer to Yuflyma

H dpactikn ovesia sivar adalimumab.

Ta GAAa cvotatikd givat 0EKo o0&, TPLOPIKO 0E1KS VATPLo, YAVKivn, ToAvcopPiko 80 kot Kéwp Y
gVECTULOL.

Ep@avion g mpoyspicpéviig 6uekevig Tomov agvag Yuflyma ko mepreyopeva g cvekevaciog

To Yuflyma 40 mgevéoipo d1dhvpa o€ TPOYEUGUEVT GVGKEDT] TOTOL TTEVAS dlatifetal g £va oTelpo
ddAvpa 40 mg adalimumab dwaAivpévo o 0,4 ml dradvpatoc.

H npoyepuopévn ovokevn tonov mévog Yuflyma eivar éva cootnua éveong pe Pelova piag ypriong pe
QVTOUOTOTONUEVEG Aettovpyies. YTapyet éva Tapdbupo og kdbe TAevpd TG TEVAG HECH TOL OTO10VL
umopeite va deite to didhvpa Yuflyma péoo oty méva.

H mpoyepuopévn cvuokenn| tomov mévag Yuflyma dwatibetan oe cvokevascieg mov mepiéyovv 1, 2, 4 ko 6
TPOYELGUEVEG GVOKEVEC TOTOL TTévac. H cvokevacio 1 mpoyesuiopuévne Guekevn TOTOL TEVOC TEPLEYEL 2
gmbéparta aAkooAng (1 epedpikod). X1 cuokevacies TV 2, 4 kat 6 TPOYEUGUEV®Y GLGKEVMY TOHTOV
évag, KaOe TpoyeoUéVN CLGKELT TOHTTOV TEVAG GuvodevETOL amd 1 emifepa oAKOOANG.

Mmropei va, v KuKAOQPOpOoUV OLEG 01 GLOKEVAGIES.

To Yuflyma umopei va Sratibeton mg mpoyspicpévn odptyya 1/Kot TpOYEUIGUEVT GLGKELT] TOTOV TEVOC.
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Karoyog Adsrog Kvkhogopiog

Celltrion Healthcare Hungary Kift.

1062 Budapest

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

Hopockevaotiig

Millmount Healthcare Ltd.

Block 7

City North Business Campus
Stamullen, Co. Meath K32 YD60
Iphovdia

Nuvisan GmbH
Wegenerstrale 13
89231 Neu-Ulm
Teppavia

Nuvisan France SARL
2400, Route des Colles
06410, Biot

ToAlio

Midas Pharma GmbH
Rheinstr. 49

55218 Ingelheim
Teppavia

KYMOS S.L.

Ronda Can Fatjo, 7B.

08290 Cerdanyola del Valles
Barcelona

lomavia

[No omoladnmote TANPOPOPio. GYETIKE LLE TO TAPOV PAPUAKELTIKO TPOTOV, Tapakareiote va amgvBuvleite
610V ToTKO avTpocono Tov Katdyov g Adstog Kuklopopiag:

Belgié/Belgique/Belgien
Celltrion Healthcare Belgium BVBA
Tél/Tel: + 32 1528 7418

Buarapus
Celltrion Healthcare Hungary Kft.
Ten.: +36 1 231 0493

Ceska republika
Celltrion Healthcare Hungary Kift.
Tel: +36 1 231 0493

Lietuva
Celltrion Healthcare Hungary Kift.
Tel.: +36 1 231 0493

Luxembourg/Luxemburg
Celltrion Healthcare Belgium BVBA
Tél/Tel: + 32 1528 7418

Magyarorszag
Celltrion Healthcare Hungary Kift.
Tel.: +36 1 231 0493



Danmark

Celltrion Healthcare Denmark ApS
TIf: +45 35352989
Contact_dk@celltrionhc.com

Deutschland

Celltrion Healthcare Deutschland GmbH

Tel.: +49 (0)30 346494150
infoDE@celltrionhc.com

Eesti
Celltrion Healthcare Hungary Kift.
Tel: +36 1 231 0493

Espafia
Kern Pharma, S.L.
Tel: +34 93 700 2525

E\rada
BIANEE 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 Kift.
Simi: +36 1 231 0493

Italia
Celltrion Healthcare Italy S.r.1.
Tel: +39 02 47927040

Kvbmpog
C.A. Papaellinas Ltd
TnA: +357 22741741
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Malta
Mint Health Ltd.
Tel: +356 2093 9800

Nederland
Celltrion Healthcare Netherlands B.V.
Tel: + 31 20 888 7300

Norge
Celltrion Healthcare Norway AS
Contact_no@celltrionhc.com

0 sterreich
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 Kift.
Tel: +36 1 231 0493

Slovenija
OPH Oktal Pharma d.o.o.
Tel.: +386 1 519 29 22

Slovenska republika
Celltrion Healthcare Hungary Kift.
Tel: +36 1 231 0493

Suomi/Finland
Celltrion Healthcare Finland Oy.
Puh/Tel: +358 29 170 7755

Sverige
Celltrion Sweden AB
contact se@celltrionhc.com




Latvija
Celltrion Healthcare Hungary Kift.
Talr.: +36 1 231 0493

To mwapdv ULA0 00N YOV yp1ioNS avade®P1)OnKe Y0 TEAELTUIN POPE OTIS

AlLrec NYEG TANPOGOPLAV

Aentopepeic mAnpoeopieg yio to pappako avtd etvar drabéoipeg otov diktvakd T6mo Tov Evporaikon
Opyavicpov Papudkmv: http://www.ema.europa.eu

7. Odnyigg xpnong

o Ot axdrhovBeg 0dnyieg e€nyodv ndg va kavete povot oag v vrodopia Eveon Yuflyma
YPNOUYLOTOIDVTOS TNV TPOYEUGUEVT] GLOKEVT TOTTOV TEVAG. AlPACTE TPOCEKTIKG OAEC TIG 0ONYieg
KoL 6T GLUVEYELD aKoAoLONGTE TIg Brpa Tpog Pripa.

. O 10Tpdg, 0 VOGOKOUOG 1 0 POPUOKOTOLOC G0¢ Bo oag dei&0vV TNV TEXVIKN Y1 VO KAVETE LOVOG GOG
™V €veon.
o Mnyv eniyepnoete va Kévete HOVOG 0aG TNV EVEST) Tapd LOVOV OTAV €10TE GIyoupog OTL EYETE

KOTOVONGEL TOV TPOTTO TPOETOWOGING KOl EKTELEOT|G TNG EVEOTG .

o Metd and katdAAnAn exmaidevuon, UTopeite va Kdvete LOVOL GOG TNV EVEGT VAL GOG TNV KAVEL
K010 GALO ATOLO, OTIMG Y10, TOPASELY O, KATO10 HEAOC TNG OIKOYEVELGG OOG 1 KATOL0G (IAOG,.

. Xprnoyonoteite kGOe TPOYEUICUEVT] CLOKELT] TOTOV TEVAG HOVO Yia pio £veon.
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Ipoysuiepéivy cvokevy Tomov mévag Yuflyma

— Kdéioppo

dépuoko — } [MoapaBupo <|: —Pd[360g
il | guporov

L L
——  Zopo  ——f—
— —r
N~/ .
Hpw ) xpion Meza ) xpijon

Ewéva A
M xpNOLUOTON|CETE TNV TPOYEULGUEVT] GUGKEVT] TUTTOV TEVAS EAV:

. glvol paylopévn 1 omocUévn
o N nuepounvia ANEng €xel mapéret.
. &xEl TECEL GE GKANPY| EMLPAVELD.

Mnv a@arpeite To KOAVPPO, Topa povo Aiyo mpwy amé v éveon. Poldccete To Yuflyma og pépn
OV O€V 10 PAETOVV KL OV TO POAVOVY TO TOLOLE.

1. ZuykevipOGTE TO OVTIKEIPNEVA Y1 TV £veo)

a. Etoydote o kabapn, eninedn enpdaveia, 6mmg tpoméll 1 Thyko, o€ Hio KON QOTIGUEVT TEPLOYT.
B. Bydite 1 mpoyeiouévn GUGKELT] TOTTOL TEVAG ATO TO KOVTI TOL PUANCCETE GTO YVYELO GOG.
v. BePawmbeite 611 éxete T0 axdAoVOO avTikeipeva:

- [Ipoyepuopévn cuokevn TOIOL TEVOG

- 1 BouPaxt EUTOPIGUEVO LLE OVOTTVEL L

Agv eprhoppavovtal ot LAPTIVI] GLOKEVAGIA:
- Bappdxi i yala

- AVToKOAANTOG EMOEGOG

- Aoyelo amoppyng oyUnpoOV AVIIKELLEVOV
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AHEH [MHNAZ ETOZ]!)

2. EAéyEre v poyepopév cuekev] TOTOL TEVAG

o. Befawwbeite 611 éyete 10 cwotd pdpuaxo (Yuflyma) ko
docohoyia

B. Kottd&re v mpoye o évn GLGKELT TOTOV TEVAS Kot
BePormBeite 611 dev givan payiopévn 1 omacpévn.

v. EXéyEte v nuepounvio ANéng oty eTikéTa g
TPOYEUIOUEVTG CLGKELTG TUTTOL TEVAG.

Mn (pPNOLHOTOMGETE TNV TPOYEUIGUEVT] GVOKEVT] TOTOV TEVAS
gav:

Ewova I’

. glvon paylopévn 1 oracpuévn.
= . N nuepounvia ANEnc €xel TapéADel.
~— . éyel méoel o€ GKANPTN EMPAVELQL.
Ewévo B
3. EAéyEte To @appaxo.

a. Korta&re péoa amod to mapdbupo kon BePfarwbeite dt1 to
VYPO givar S1VYES, AYPMUO MG AVOIKTO KAPE YOPIG
copatiow.

. Mn ypnoionoteite TNV TPOYEUGUEVT] GVPLYYD EQV TO
VYPO givor amoypopaTIGHEVO (KiTpvo 1) 6K0VPo KapE), B0AO 1|
TEPIEYXEL COUATIOWN.

o Mrmropet va, deite puoaAideg oto VYPd. AvTtd givan
(VOLOAOYIKO.
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15-30
renTa

4, Meppévere 15 £wg 30 Lemta

0. AQNOTE TNV TPOYEMGHEVT] GLGKELN TOTTOV TTEVAG GE
Oeppokpacio dmpatiov yua 15 éwg 30 Aentd yio va
Ceotabet.

Mn (eotaivete TV TPOYEUIOUEVT GLGKEDT] TOTTOV TEVOG
ypMNoLoToIdVTG TYES Beppotnrag 0nmg Leotd vepd 1 povpvo
UIKPOKLUATOV.

Ewova A

Do

- = MONO ¢povriotig

- _ Avtoyopfiynon ko
= yopiiymen ané
®dpovTioTi)

Ewova E

5.  Emié€re éva katdlinio onueio éveong

0. Mnopeite va kévete éveon:
- GTO UMPOGTIVO LEPOG TV UNPOV GOG.
- TNV KO8 560G TOLVAGYIGTOV 5 €KOTOOTE pakpLd amd Tov
OHQOLO
(aparo).
- v e€mTEPIKN TEPLOYN ToL Ave Ppayiova (MONO edv giote
(QPOVTIOTNG).

* Mnv kavete éveon o€ dépua mov Ppicketal o€ amodcTaon £0¢ 5
€KOTOGTA OO TOV OPPUAS 560G (apard) 1 KOKKIVO, GKANPO,
gv0icOnTo, oNUAdEUEVO, £XEL LOAMTEC 1| OVALG.

* Edv maoyete amd yopiaomn, unv kavete tnyv Eveon amgvbeiog oe
TEPLOYES HEPLLATOG TTOV TAPOLGIALOLY SLOYKMGT), YLV,
£pLOPOTNTA 1] ATOPOMIWMTIKEG TAAKEG 1] OALOIDGELS.

* Mnv kdvete v €veon v ord ta podyo

B. AAAGCete BEom éveong KaBe popd oL KAveTe o Eveon. Kabe
véo onpeio éveong mpémel va PpicKeTol TOVAGYIGTOV 3 EKOTOCTA
a0 TO GNUELD TNG EVECGTC TTOVL YPNGULOTOMONKE TPOTYOLUEVAC.
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6. M Ovete Ta épra cag

a. [TAOvete o yépla oog pe comobvi Kot vepo Kol
GTEYVAGTE TO TOAD KAAG.

Ewova XT

Ewova Z

7. KaBapiote To onpeio g £veong

a. KaBapiote to onpeio g éveong pe éva PapPdit
EUTOTICUEVO UE OWVOTIVELLLOL KAVOVTOG KUKAIKEC KIVIGELG
B. ApNoTe TO P VO OTEYVADCEL TPV OO TNV £VEST.

* Mnv @uedte kon pnyv ayyilete Eavd to onpeio g éveong
TPOTOV KAVETE TNV EVEOT).
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.—Hapi[ﬂn po

Perovog

Ewova H

8.

a.

Agupéote TO KGAvppa

Kpatiote v mpoyeioévn GueKeLT TOTOV TEVAS Amd TO
GO0 TOV EYYVTAPO LE TO KAAVLLUO VO, OELYVEL TTPOG TAL
mhvo pe 1o éva xépl. Tpapnéte anaid to KAAvp e TO
dAlo xépt.

MnVv a@a1péceTe TO KOADUUO LEYPL VO EIGTE £TOUOL VO
Kévete TNV €veon.

Mnyv ayyilete T Peldva 1 T0 TepiPAnua g Perovag. Av
v ayyiEete pnopel va mpokAnOel tpumnpa and Berdva.

Mnyv enavatonobeteite T0 KOADUUO GTNV TPOYEUIGHEV
GLOKELT TOTTOV TEVAG. ATOPPIYTE TO KAAD U0 OUEGMG GTO
doyelo amdppIYNG ALYUNPADOV OVTIKELLEV®V.

Eivat puctoloyikd va dgite pepikég 6Tayoveg Tou
dtodvpatog va Byaivovv amod tn ferdva.

Ewova @

9.

Tomo0eT10TE TNV TPOYEULOUEVT] GVGKELT] TOTOV TTEVO,

oTo onueio TG éveong.

a. Kpatnote v mpoyeliciévn GuGKELT TOTTOL TEVOG, DOTE
va pmopeite va deite 10 mapdbupo

B. Xwpic va ToUTNOETE 1} VAL TEVIDGETE TO dEPLLQ,
TOmo0ETHOTE TNV TPOYEUIGUEVT] GLGKEDT] TOTTOV TTEVAG
Thvo amd to onpeio g éveong vd yovia 90 polpdv.
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2T1) GUVEYELD, NETPNOTE
apya £0g To 5

Ewova I

10. Xopnynote v éveon

o. [Tiéote v Tpoyelucpévn cuokeLT| THTOL TEVAS 6TAOEPE
mhvo oto déppa. Otav Eekivioetl n éveon Ba akovoete 10

1o duvatd «xi» kot pafdog tov pumie gpfdrov Ha
apyioet vo yepilet to [apdbopo

B. Kpatnote otabepd v mpoye o évn GLGKELT TOTOV
TEVOG 6TO dEPUO Kol o aKOVGETE TO 20 SVVATO KA.

¥. Apob akoboeTe T0 20 duvatd «KMK», cuve)IoTE VO
KPOTATE TATUEVT TNV TPOYEUGUEVT] GUGKELT] TOTTOV
TEVaG
otabepd 61O SEPO. KL VO LETPATE Opyd LEYPLTO 5
v va BePaiwbeite 6Tt eyydeTe OAOKANPT T dOOT).

Mnyv aAldlete T Béom TG TPOYELGHUEVTG CUGKEVTG
TOMOV MEVAG HETA TNV Evapén NG £veong.
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Ewova K

11. Apmpécte TNV TPOYEMOPEVE] GVGKEL] TOTOL TEVAS 0.TO TO
onpeio g éveong ko meprwodeite
70 onueio g £veong

o. Kottd&te v mpoyeiouév GLGKELN TOTOL TEVOG KoL
BeParmbeite 6TL N paPfdog Tov pmie pPorov pE To YKPL
KéAoppo yepilel to Tapdbvpo TApoc.

B. AmopaxpOvere TV TPOYEUGUEVT] GUGKELT] TOTOV TEVAG OO TO
dépLo oag.

* AQPOU OMOUOKPVVETE TNV TPOYEUIGUEVT] GLOKELT TOTOL TEVOS OO
to onpeto g éveong, 1 Perdva Ba kodlveBel avtopata. Mnv
EMOVOTOTOOETEITE TO KAAVUUO GTT) GVOKELT] TOTOL TTEVOLC.

* Edv to mapdBupo dev éxet yivel evieAdc pmie 1} €Gv 1 €veon Tov papudkov covveyiletal, onuaivet 6Tt

——/ Ilepifinpa
Berovag

Ewova A

dev éyete AaPet TAnpn 60om. Koléote apéomc tov yiatpod cag.

v. IepumomBeite to onpeio tng éveong méLovtog amard, xwpig
va tpifete, Pappdxt 1 yala oto onpueio Kot tonobetnote
AVTOKOAANTO €TMidEGO, GV glvar omapaitnto. Mropei va
TpéEet AMyo aipa.

* Mnv emovoypnGILOTTOLEITE TNV TPOYEUICHUEVT] GUGKELT TOTTOV
TEVOLC.
* Mnv 1pifete 10 onueio g £veong.

12. Amoppiyte TNV TPOYEUIGHEVI] GVOKEDT] TOTOV TEVOG

o. [Tetd&re T ¥pNOYWOTOMUEVT] TPOYELGUEVT] GUGKEVLT TOTTOV
TEVOG 0€ E01KO SOYELD AmOPPIYNG ALYUNPADV AVTIKEUEVOV
GOLPMOVO, LLE TIG 0OMYIES TOL YITPOV, VOGTAEVTH 1] TOV
QOPUOKOTOL0V GOG.

B. Mmopeite va netdete 10 MO0 AAKOOANG KoL T
GUGKEVOGI0 GTO OIKIOKE OTOPPILLLLOTOL.

*  DvAdooete TAVTOA TNV TPOYEUOUEVT] GLOKEVT] TOTTOV
TEVOG KOl TO E101KO OOYELD QLUNPOV AVTIKEWUEVDV GE UEPOC
7OV 0&V TO PAETOVV KoL O&V TO TANGLALOVV TO. TALOLEL.

Ewova M
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®rho ooV ypiong: [IAnpogopicg yia Tov aceviy

Yuflyma 80 mg evéeipo dvddvpa 6g Tpoyspiopévny copryyo
adalimumab

V¥ To @appako avtd telel VTG cuUTANPOUATIKY TopakoioVONoN. Avtd Ba emiTpéyel To Ypryopo
TPOGIOPIoUO VEOV TANPOPOPLOV acpdieloc. Mmopeite va fondnoete pécw g avapopds mbovmv
AVEMBOUNTOV EVEPYELDY TTOV EVOEYOLEVMG TTapovatdlete. BA. T€hog g mapaypdpov 4 yia tov TpoOmo
avapopds avemBOUNTOV evepyELDV.

AW PaoTe TPOGEKTIKA OLOKANPO TO GUAAO 00N YOV YPIIONS TTPLV UPYICETE VA YPTCLUOTOLEITE AVTO
T0 PAPROKO, OLOTL TEPLAOUPAVEL ONUAVTIKES TANPOPOPIES Y10 GOG.

o DdvrdEte avTd TO EUALO 0N YDV Yprone. Towg ypelaotel va to dufdcete Eavda.

. O 10tpog oag Ba cag dmoet po Kapta Yrev0opieng AcBevoic, 1 onoio meptéyel onuavTiKég
TANPOQOPIES Y1 TNV OCPAUAELD TOV PAPLAKOL TIG ontoieg Ba mpémet va yvopilete mpv Egkvioete
va, ypnoponoteite to Yuflyma kobobg kat kotd t didpketa g Oepanciog pe Yuflyma Na éxete
avtv v Képta YrevOopiong AeOevoug pali cag katd t ddpketo g Oepanciog cog Kot yio 4
unveg petd v tedevtaia oag Eveon pe Yuflyma.

. Edv éxete mepartépm amopieg, pOTNGTE TOV YLOTPO 1) TOV QAPLOKOTOLO GOGC.

. H cvvtayn yio avtd 10 ¢approko xopnynonke amokAEIoTIKG Yio 60G. AgV TPEMEL VO SDGETE TO
@appoko og aGAAovs. Mmopel va Tovg TpoKaAésel PAAPT, AKOUO KOl OTOV TO GUUTTOUOTO TNG
ac0éveldc Tovg eivat 101 e To O1KA oag.

o Edv mapatnpnoete Kamowo avemBOpunTn evEpPYELD, EVIILEPADOTE TOV YLOTPO 1] TOV POPLOKOTOLD GOG.
AVTO 1oyl Kot Yo kaOe mhavr avemBountn evépyela Tov Ogv avaQEPETAL GTO TAPOV PVALO
odnyudv ypnons. BAéne mapdypapo 4.

T epréyeL 1o maplév UAA0 00N YLOV
1 Tt eivan to Yuflyma kot oto givan 1 yprion tov

2 T npénel vo yvopilete npv ypnoyonooete to Yuflyma
3 Ii¢ va. ypnoonomoete to Yuflyma

4. [MBavég avemBounteg evépyeteg

5. o vo purdocete o Yuflyma

6 [epieydueva tng cuokevAGiog Kot AOUTEC TANPOPOPIES

7 Odnyieg xprong

1. Tueivan to Yuflyma kot more sivon n xprion tov

To Yuflyma mepiéyet ) dpactikr ovoia adalimumab, éva @dpupoako mov dpa 610 OVOGOTOMTIKO GVGTHIN
(Gpova) TOL OPYAVIGLOD GOG.

To Yuflyma ypnopomoteitat yio tn Ogpancio Tov QAEYUOVOI®V VOSHLATOV TOL TEPTYPAPOVTAL
TOPOKATO:

Pevpatoetdng apbpitida

Yopiaon kotd TAAKOG

Alomun Tk 10pOTUdEVITION

Nocog tov Crohn

EAxddnc koritida

Mn-Aomong payoeditido

To dpaoctikd cvatatikd tov Yuflyma, n adalimumab, sivol éva avBpdmivo povokiovikd avticopa. To
HOVOKAMVIKA AVTICHUOTO EIVOL TPOTEIVEG TOL TPOGOEVOVTUL GE VO GUYKEKPIUEVO GTOYO GTOV OPYUVIGHO.

H adalimumab éye1 og otdyo ¢ pia Tpwteivn Tov ovopdletot mapdyovrag vékpwong 0ykav (TNFa), 1
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omoio EUTAEKETOL GTO OVOGOTTOMTIKO (apLVTIKG) cOoTNA Kol BpiokeTol og avEnpéva enineda 6Tig
QAEYLOVDIELS 0oOEVEIC TTOV avopEpovTal Topanave. Me v tpdodeon oto TNFa, to Yuflyma ehattdver
TNV O10d1KaGIo PAEYHOVIG O AVTEC TG a.obEveLes.

Peopatociong apBpitidan
H pevpartogidng apbpitida eivor pio pAEYLOVOING VOGOS TV apBpdoemv.

To Yuflyma ypnowomoieital yio. tn Ogpomeio e pétplag g coPapng pevpatoetdoie apbpitidag 6tovg
evnAKec. Mmopel apyikd va cag xopnyndodv dAAo TPOTOTOMTIKA TS VOGOL PAPLOKA, OTMG 1|
pebotpe&atn Edv dev avtanokpifeite tkovomomikd o€ ovtd ta eapuaka, o cog xopnyndei to Yuflyma.

To Yuflyma pmopei eniong va xopnynOeti yio tn Oepancia g cofopng, evepyod kot eEgMccOUEVNG
pevpatogldong apbpitdag yopis va Exet mponynbei Beponeio pe pebotpeEdrn.

To Yuflyma propei va emPpaddvet g PAaPeg Tov apBpdoemv Tov TPOKAAOVVTOL A TH GAEYLOVOIN
voG0 Kol va T fondnocet va Kivobvtal o eredbepa.

O wtpdc cog Ba amopacioet edv o Yuflyma mpémel va yopnynbei pe pebotpe€dn 1 udvo tov.
Yopioon katd TAaKag

H yopiaon kotd mAdikog etvor pia, deppotonddeia mov Tpokaiei epuOpés, POAOMTES, AETIODOELG TAAKEG
S€PLOTOC TOV KAAVTTOVTOL Amd apyvpdypoa Aémie. H yopiaon kotd mAdkog propet emiong va tpooPaiet
T VOYL0L, TPOKOAMVTOG OTMAELD TOV VUYL0V, TOYLVOT] KOl ATOKOAANGY| 0O TNV KO1Tn TOL VLYoV, TO 0Toi0
umopei va glval ETmOLVO.

To Yuflyma ypnopomoteitan yio tn gpancio g péTprog £mg cofapng ywpioong Katd TAGKG 6GTOVG
EVNAIKEC.

AWTVNTIKN WOPOTAIEVITION

H dwomontikn pwotadevitida (ovopdletal kot avacTpoen aKur) eivar pia ypdvia kot cuyvé etddvuvn
QAEYLOVAOONG VOGOC TOL déppotoc. Ta copmtdpata propet vo tepthapupdvovv gvaicOnta olidia
(e€oykmpata) Kot amoctipata (d001veg) mov propet va exkkpivouy moov. Epeaviletar cuyvotepa oe
GUYKEKPIUEVEG TTEPLOYEG TOV OEPUATOG, OTTMG KATM amd To 6TNO0G, OTIG LAGYAAES, GTO ECMTEPIKO TMV
unpov, otn BovPovikh ydpa Kot Tovg YAoLToUS. XTig TposPefAnuéveg meployes Pnopel enions va
EUPAVICTOVV OVALC.

To Yuflyma ypnopomoteitat yio T Ogpaneio
o ™G HETPLOG £MG coPapng SLOmUNTIKNG WOPOTASEVITIONG GE EVIAIKEG Kot
o ™G LETPLOG £mG coPapng dtamunTikng Wpwtadevitdag g epnPouvg nikiog 12 éwg 17 etdv.

To Yuflyma pumopei va peiwoet tov apifud tov olidiov Kot TV amosTUdTov 100 TpoKeAodvIaL oo T
v660, KaMDE Kot TOV TOVO TOL GLUVOEETAL LYV UE TN vOG0. MTopel apytkd va, cog yopnynbovv aiia
eappaxa. Edv dev avtoamoxpibeite apketd kaAd oto @appoko avtd, o cag yopnyndei to Yuflyma.

Noéooc tov Crohn

H véoog tov Crohn givor pua pAeypovadng vocog tov mentikol cvatipotog. To Yuflyma ypnoiponoteiton
ywo ™ Oepomeia

o ™me pétprog émg sofapng vooov tov Crohn ce evijlikeg Kot

o ™e pétprog émg cofapng voocov tov Crohn cg maidid kot eprifovg nhkiog 6 £og 17 etdv.
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Mmopei apykd va cag yoprnyndodv dAia edppaka. Eqv dev aviamokpifeite apKeTd KAAL OTO QAPLLOKOL
avtd, Oa cag yopnyndei to Yuflyma.

EAx®ong koriTioa

H elkddng kolitida givar po pAEYLOVMOONG VOGOG TOV TO(E0G EVIEPOV.
To Yuflyma ypnowomoteitat yio. tn Oepomeia

. ™G LETPLOG £MG 0OPaPNG EAKMOOVG KOATIONG GE EVIIAIKEG KO

o ™G HETPLOG EmG GoPapng EAK®I0VG KOATIdAG o€ Toudd Ko eprifovg nhkiog 6 £wg 17 etmv.

Mmropet apykd va cag yopnynBodv dila pdppoka. Eqv dev avtamokpifeite apketd kold oo QappOKa
avtd, O cag yopnynBei to Yuflyma.

Mn-Aou®@ong poyoEdition

H pn-Aoydong payoeditido eivar piot pAEYHLOVAOINS VOGOS TOV EXNPeGleEl OPICUEVA TUNLATO TOV
opBaiuov. To Yuflyma ypnouonoteiton yio ) Oepansio

o EVNAIK®V [E UN-AOU®OIN payoEldiTIdn e PAEYOVT| TOV eNNpedleL To omicBlo HEPOG TOL
0O pon
o o€ TOOLd o TNV NAKIO TOV 2 ETOV JE POV UN-AOIUMON POYOELSITION e PAEYUOVT] TTOL

emnpedlel 1o TPdcho pEPOG Tov 0POUANOD.
H gpAeypovn avtq umopei va 0dnyNnoel 6e peimon g 0pacng Kaun otny topovcio eEldpoudtov 6Tov
0O (Havpeg KOVKIBEG 1 WIAEG YPOUUES TTOV KIvoUvTal 6E OMO TO TEdio Tng Opacng). To Yuflyma dpa
LELOVOVTOG QUTH T1 GAEYLOVT.
Mmopei apyikd va cag yopnynbovv aiia edpuaxa. Edv dev avianokpibeite apketd kald ota eapuoko
avtd, 0o cag yopnynBei to Yuflyma.
2. Tuvrpérer va yvopilete apwy ypnoipononjoete to Yuflyma

Mnyv ypnopomomicete to Yuflyma:

o Ye nepintwon aldepyiag oto adalimumab 1 o€ omo1067TOTE AALO 07TO TOL GVOTOTIKG AV TOD TOV
QupLaKoL (ovaEEPOVTOL 6TV Topdypapo 6).

o Y mepintoon gvepyol pupotioong N GALmv coPapadv Aowméemv (Préne «I1pogidomotioelc Kot
[Ipopuvrd&elgy). Eival onuovikd vo eviuep®CETE TOV YIOTPO GOG GV EXETE CUUTTMOLOTO
roiuméng, yio mapddetypa, Topetd, TANYES, aictnua KOTmong 1 0d0VTIKA TpofAnuaT.

. Ye mepintoon pétplag 1 cofapnc kapdiakng averapkelas. Eival onuavtikd va evnuepooete tov
YwTpo cog edv glyate 1| xete cofapn kapdiakr voco (BAéne «IIpogidomornoeig Kot
[TpopuAd&eio»).

Ipocdomomoeirs ko TPpoPLAGEES

AmevBuvBeite otov Y1aTpo 1| TOV QOPUAKOTOLO Gag TPV yproipomomoete o Y uflyma:

AM\epyikéc avTOPAoELC
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o Edv gpoavicete aliepyiké aviidpaoels e cuumTapaTo, 0nwg aictnua cei&ipatog oto Odpaka,
dvonvota, LaAn, oidnua 1 e£dvOnuo drakdyre Tig evéoeig Yuflyma kot emikowvoviote apéong ue
TOV Y10Tpd G0g KaBDS, 68 OMAVIES TEPIMTMOGELS, AVTEG O avTdpdoels pmopet va eival duvnTikd
amenTIkég Yo v o).

Aoydéeig

o Edv éyete wa Aoipmén, copmeptrapfavopévng piog xpoviag Aoipméng 1 piog Aoipméng oe éva
onueio Tov cOUATOG G0g (Yo TapddeLypa, EAKog Kviung) ovpfovievdeite tov yiatpod cog mpv
apyioete v aywyn pe o Yuflyma. Edv dev giote BéPatog, entkovovioTte pe Tov yoTpod 6ag.

. Mmnopei va gpoavicete Aopumd&elg evkordtepa evad AapBavete tn Bepancia Yuflyma. O kivéuvog
evoéyetan va avénbei v Exete mpoPAnparta pe Toug TvedUoVEG oag. Ot AMoUdEELS aVTEC Pmopel va
elval emkivouveg Kot GupmePAOUBEVOLV:

. oupatioon
. “AoUMEELS OV TPOKAAOVVTOL OO 100¢, LWOKNTESG, TopAoITa 1| faKThplol
. cofopn Aoipwén oto aipa (onyoripio)

Y& OTAVIEG TEPITTMOCELS, OVTEG Ol AoumEelg ivar mhavo va, eivot ametAntikég yio tn (on. Eivot
OTUOVTIKO VO EVILLEPMGETE TOV YIUTPO GOG EAV TAPOVGIACETE GUUTTMUTO OTMG TVPETO, TANYES,
aioOnpa kémwong 1 odovrtikd tpofinuata. O wTpdg cog eivar TBavO vo Gag TEL VoL SIUKOWYETE TO
Yuflyma yw kémoto didotnua.

. Evnuepoote tov ylotpd cog GV Katolkeite 1| TOEIOEVETE GE TEPLOYES OTTOL Eival TOAD GUYVEG Ot
LUKNTIOIKEG AOUDEELS (Y10 TALPASELY LA, IGTOTAAGUMGT), KOKKIGIOEWO0UVKNTIOG 1|
BAactopvkntioon).

o Evnuepdote tov yuotpd cog edv elyate AOIUDEELS TOV EMAVEPYOVTOL GLYVA 1| AAAES TaBNGELS IOV

av&Avouy Tov Kivouvo AomEE®V.

o Eav giote nlkiog dve tov 65 etdv giote Mo gudimtol og Aotuméels, eved Aappavete Yuflyma.
Eoeig kot 0 wtpdc cag mpénet va deiete 1dwaitepn Tpocoyn o€ onueio Aoiuméng eved Aaufavete
Oepameia pe Yuflyma. Eivotl onuavtikd va evnuepdoete Tov yiatpo 6oG 0V EUQUVICETE
CLUUTTOUOTO AOTUOENG, 0TS TVPETO, TANYEG, aicOnua KOT®ONG 1 000VTIKG TPOPANUATAL.

Dvupatioon

. Eivo moAd onpovticd va eviiepmoeTe ToV YoTpo 60G 4 glyate moté pupatioon, | v nAbate
G€ GTEVI EMAQN LE KATOLOV OV €iye uuatioon. Edv &xete evepyn pupotioon, pn
ypnowonomoete to Yuflyma.

e Emnedn £yovv avagepbei neputdoeig upatioong o acbeveic mov Ehapav to Yuflyma, o
10Tpo¢ cog O oag eEETAGEL Y10 OTUEID, KO CUUTTOUOTO, PULUOTIOONG TPV OPYICETE VA
AopPavete o Yuflyma. H e&étaon avtr 0o teptlaufdvel minpn tatpikn ektipnon
GUUTEPTAAUPOVOUEVOL TOV LOTPLIKOD 1GTOPIKOD GOG Kol KATAAANAO EAeyyo (Yo TopAadELy L,
aktwvoypaia 0opakog kot dokipacio pupotivig). H die&aymyn kot To 0moTEAECUATA QVTOV
TV dokuaclav Oa mpénel va kataypdaeoviol otny Kapte YrevOipiong AcOevoic.

o  duuotimon pmopet vo, avortuydel katd T dudpkela g Oepameiog axdun Kot eav £xete AaPet
Oepamneia yio v TPOANYN TNG PLUATIOONG.

e Edav copntopata eupotioong (yio mapddetypo, frixag mov dev vroywpel, amdAslo BApoug,
ENhenym evepynTIKOTNTAG, NTLOG TVPETOG) 1| OTOLUONTOTE AAAN Aoipumén eppavicbel katd T
duapkela g Oepameiog 1 HeETd amd ot O TPETEL VoL EVIULEPDOETE OUESMG TOV YLOTPO GOC.
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Hroztitwo B

. Evnpepaote tov yuatpd cog edv glote popéag tov 100 ¢ nratitidos B, edv &xete evepyd

nratitwa B, 1 vroyidlecte 011 Ppickeote oe kivouvo va poAvvbeite pe tov 16 ¢ nratitidog B.

o O tpog oag Ba mpénet va cag e&etdoet yia Tov 10 g nratitidag B. Xe acleveic o1 omoiot
giva popeic Tov 100 ¢ Nratitidag B, to Yuflyma sivar mbavo va tpokaiécet
EMOVEPYOTOINGT| TOV 10V.

e Y& KAMOIEG OTAVIEG TEPUTTMGELS, EOKA €AV AopPaveTe Kol GAAA @dpoKo To omoio
KATOOTELAOLV TO AVOGOAOYIKO GUGTILA, 1] ETOVEVEPYOTOINGT] TOV 100 TNg Nratitidog B, eivar
mBhovo vo amoderyBel ametAntik ywa tn {omn.

Xelpovpyikn 1 0dovtikn enéufoon

. Edv mpdkertan vo vioPAnOeite oe eyyeipnon N oe enépPacn oto dGVTLIO, EVILEPDGTE TOV YIULTPO
oag 0t Aappdavete Yuflyma. O watpdg cog sivarl mbavo vo GLGTHGEL TPOGMPIVE SL0KOTH TG
Bepanciag pe Yuflyma.

AnopveMvotikn vOcoc

o Edv vroeépete 1 gpoovicete pio amopveAvoTikn voco (o acBévela 1 omola ennpedlel Tov
LOVOTIKO Hovova yOPp® 0o To veDpa, OTMC 1) GKATIPLVOT] KOTA TAGKAG), O 10TpOg Gag Oa
anopacicetl eav mpénet va AdPete N va cuveyioete va Aappavete to Yuflyma. Evnuepdote apéomg
TOV Y10TPO GOG AV PUDGETE CLUTTONOTA, OTWOG CALOYEG OTNV OpaoT, adLVOpio 6T YEPLo 1] Ta
7oo10, 1 LOVSOCoUA 1) LUPUNYKLIOGLLO GE OTTOLOONTOTE UEPOG TOV CAOUATOG GO,

EupoMacpoi
o Optopéva gpPoito evogyetal va TpokoAEcovy AO®EELS Kot O Ba mpémet va yivovtal evd

MouPavere to Yuflyma.

e Potote tov Yiatpd cag mpv Aapete onotodmote eUPOALO.

e YvuviotdTal, £’ OGOV gival EPIKTO, TO TOLOLE VO £XOVV TPAYLLOTOTOMGEL OAOVS TOVG
TPOYPOUUATIOUEVOLG EPPOALOGLOVE Baoel nAikiog Tpv amd v Evapén g Oepaneiag pe
Yuflyma.

e Edav Adpate Yuflyma evd fioactav £€ykvog, 10 popd 60 PIopel vor SLoTpEXEL LEYOADTEPO
Kivouvo gpedvionc tétotag Aoinméng yio Stiotnua £m¢ TEVTE TEPITOL UAVEG LETA TNV
tehevtaio 66on Yuflyma mov AaBate kotd ) didpkeia g eykvpoovvne. Eivol onuoavtikd va
EVNUEPDCETE TOVG YLOTPOVS TOL HOPOV GOG KoL AAAOVG EMAYYEALOTIEG VYEIOG OYETIKA LE TN
xpnon Yuflyma katd t didpkeia g eyKupochvig 606, MOTE Vo, LTOPOLV VoL anopacilovy
7oTE TO PO cag Oa mpémel vo, AdPel kdmolo epuPforto.

Kapdokn overapKeLa,

. Edv vropépete and fmiag popeng kapdiokn averdpkeia kot Aaufaverte Oepaneio pe Yuflyma, n
KapdloKn avemdpkela Bo Tpénet vo mopakoiovbeitan 6teva amd Tov Yiotpod cag. Eivar onpavtikd
Vo TELTE GTOV Y1aTPO GOg €4V giyate oTo TapeABoOv N vopépete and cofapod kapdlakd TPOPANUa.
Edv mopovctdoete véa GUUTTOUATO 1] EMOEIVOOT] TOV CUUTTOUATOV TNG KOPOLOKNG AVETAPKELNG
(1. dVomvola N TPHELO TOdIDV) Oa TPETEL VO, EXIKOIVOVIACETE AUECWHG e TOV Y1oTpd cag. O
10Tpog oag Oa amopaciost edv mpémel va Adfete Yuflyma.

ITvpetdc, LOADTES, oupoppoyio n @ypdTNTU

. Y& peptkovg acbeveic o opyaviopdc givar mhavd va, omotiyeL Vo Topayel apKET TOcOTITA TOV
KUTTAP®V TOV OHIOTOG TOL AVTHETORILOVV TIg AoumEelg 1 fonbovv otr Slokonr TG apoppayiog.
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O wTpog cag givar mBavd va aropacicel vo dtokdyel T Bepaneio. Eqv epeavicete mopetod o
omoiog dev VoY WPEL, EAUPPOVE LOAMTEC 1] Atoppayeite TOAD KO 1} aiveste TOAD YAmuO1,
EMKOWVOVIOTE LE TOV Y1TPO GOG AUECHG.

Koapkivog
. Yndpyovv ToA) ondvieC TEPIMTAGELS ELPAVIOTS CUYKEKPILEVAV ELODV KOPKIVOL Gg Todid Kot

evilikeg acBeveig mov Aapupavovy Yuflyma 1 déido TNF-avtaymvio.

o Aobeveig pe mo coPapn pevpatosdn apbpitida ot owoiol TAGYoVY aTd PoKpPoyPOVIK VOGO
glvan mBavd va €yovv peyoldtepo tov pPécov Opov Kivouvo gppdvions Aepeopatog (pio
HOPON Kopkivoy Tov emnpedlel To AEUPIKO GUGTNIA), KOl Aevyaipio (o popen Kapkivov Tov
emnpedlel To aipo Kol T0 HuEAd TMV 00TMV).

o Avmdpete to Yuflyma, umopei va avénbei o kivéuvog epedviong AepedUatoc, Aevyotpiog 1
ALV LOPPGOV KapKivoy. Ze omhvieg TEPIMTMOGELS, £vVOg aoLVIONG Kot coPfapds TOTOG
Aepedpatog £xel mopotnpndel og aobeveic mov Aappdvovv Yuflyma. Xe kdmolovg amd avtovg
ToVg aoBeveic yopnynnke emiong azathioprine 1 6-mercaptopurine.

o Evnuepdote tov yiotpd cag edv AauPdavete azathioprine 1 6-mercaptopurine pe Yuflyma.

o [lepmtdoelg un LEAAVOUATIKOD KapKivVOL TOL dEpaTog £xovv mapatnpn el oe acbeveig ot
omnoiot Aapfdavovv Yuflyma.

o Edv véeg depuatikéc PAAPEC eppavioTody KOTA TN SdpKeLo 1) LeTd T Oepameio M G
VILAPYOVGES depuaTiKég PAAPBEG AALAEOVY LOPOPT], EVILEPDOTE TOV YATPO GUG.

. Yrip&ay TEPImTOCELG KapPKIvmV, EKTOC TOL AEUPDUOTOC, G€ AGOEVELG Ue GLYKEKPIUEVOD TOTTOV
nmvevpovordbeia n omoia kaAeitar Xpdvia Amoppaktikt| [TvevpovondBeio (XAITD) otovg omoiovg
éxer yopnynOei dArog TNF-avtaywviotig. Edv maoyete and XAII 1| korvilete moAd, o mpémet va
ov{nmoete pe tov yaTpd oag edv 1 Bepaneia pe vav TNF-avtayoviot) eivol KoTdAANAn yio
€00C.

Avtodvoon vOcoc

o Y omavieg TEPTMoELS, 1 Oepancia pe To Yuflyma propei va odnynoet o€ chvopopo
npocopoldlov pe Avko. Evnuepmaote tov yiatpo cog ebv mapotnpndody GOUTTOUATE OTTMG
emipovo aveEnynro e£avOnpa, TupeTog, TOVOS GTIS apHpMCELS 1] KOT®ON.

Houdid ko £onPot

o EpPoitacpot: gbv givan Suvatov, ta moudid Bo Tpémet va £XOVV TPOYLOTOTOMGEL TOVG
amapoaitnToug eporacpois Tpv ypnoponocovy to Yuflyma.

Alo eappoxa kot Yuflyma

Evnuepmote Tov yiatpd 1| ToV opUaKOoTold oag 6V maipvete, £xete mPOGPATA TAPEL 1) LWITOPEL VO, TAPETE
aAlo eappoka. Ag Oa mpémel vo Aappavete Yuflyma pe pdappoxo to oroia mepiéyovv Tig axdAov0eg
dpaoTIKEG 0VGiEg, e&attiog TOL VYNAOL KvdOVOL exdNAmong cofapng Aoipnméng:

. Anakinra
o Abatacept

Mropeite vo, Aappavete to Yuflyma poli pe:

o pebotpelatn

. GUYKEKPIUEVE, TPOTOTOUTIKA TNG VOGOU OVTIPEVHOTIKA PAPLLOKA (Y10 TOPASELYLLOL,
covApacoralivn, vVopo&uyAmpokivr), AEPAOVVOLIST KOl EVEGTUN GKEVAGLOTA YPVGOD)
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o OTEPOELON N AVOAYNTIKH QAPHOKO CUUTEPIAAUPOVOUEVOV TOV U1 GTEPOEODV AVTIPAEYUOVOIDY
eopudkov (MZAD).

Edv éyete epmtioeig, mapaxoaieiode va amevbuvbeite otov yrotpd oag.
Kinon kol 0niacpog

o Oa wpénet va, e&eTdleTe TNV XPNOTM KATOAANANG AVTIGOAANYNC Y10, TNV TPOANYT TNG EYKLHOGVVIG
KOl VO GUVEXIGETE TNV (PNOT TNG Yo TOVAGYLIGTOV S Pveg petd v tedgvtaia Bepaneio e

Yuflyma.

o Edv giote éyxvog 1 OnAdlete, vouilete 0TL pmopet va giote £ykvog 1 oYEALETE VO OTOKTHOETE
ondi, {ntote T GLUPOLAN TOL YTPOL GOG TPV TAPETE AVTH TO PAPLLOKO.

. To Yuflyma npénet va ypnoipomnoteiton katd tnv SiépKeLa ¢ EYKOUOGVUVIG UOVO EQOGOV
ypelaletat.

o 2OUQ®VO e poL LEAETY] Y10 TV EYKVHOGUVT], OEV DINPYE LEYOADTEPOS KIvOLVOG Yo GuYYEVELQ

dvomhacieg dtav n untépa gixe AdPet Yuflyma katd v eykopocivn og cOyKpion Ue Tig UNTEPES
7oL £macyoV and TNV 1810, voco Kot ot omoieg dev Edafav Yuflyma.

o To Yuflyma umopei va. ypnoponomBei kotd tn didpkeia tov Onloacpod.

o Edv AouPavete Yuflyma kotd tn S1dpketo TG €yKOHOGHVIG GOG, TO UOPO GOG UITOPEL Vo SloTpEyEt
LeYoADTEPO KivOUVO gppavions AoTH®mENG.

o Eivan onuavtikd va evnpuepdoete Toug yotpohs Tov Lmpol oag Kot GAAOVS enayyeApatieg vyeiog

oyetikd pe ™ xpnon Yuflyma kozd ) dudpketo g €yKuHOGHVIG GOG, TPV TO HOPO 6o AaPet
Kkdmoto euPorto. ' meplocdTEPEG TANPOPOPIES OYETIKA e TOV gUPoltacud PAETE Tapdypopo
«IIpogidomoncels Kot TPOPLAGEEID.

0onynon Ko YEPLoROS PNV LATOV
To Yuflyma pmopei va €yt pikpn enidpoon otny ikavoTnTd 6og yio 0d1ynon, todnioocio 1 xeipiopon

pnyovnudtov. Aictnon otpofiiicon Tov d®OUTIOL Kot SOTapayES TNG OPUCT|G UTOPEL VO TPOKVYOLV
uetd ™ Afqym tov Yuflyma.

To Yuflyma mepiéyer vatpro

AvTO TO PAPLOKEVTIKO TPOTOV TEPLEYEL AyoTEPO 0td 1 mmol vatpiov (23 mg) avé 0,8 mL d6ong, dnradn
glval oVo1O0TIKA «EAEVBEPO-VOTPIOVY.

3. &g vo ypnowporomoste to Yuflyma

[Tévtote va ¥pNoOTOLEITE ALTO TO PAPUOKO OVOTNPA COLUPMOVA LE TIC 00T YIES TOL YTPOV N TOL
Qopurokomolod coc. Eav éxete appiPolicc, pmTAGTE TOV Y1ATPO 1 TOV QOPUAKOTOLO GUGC.

Ot ovviotdpeveg d0oeis Tov Yuflyma oe kdfe pia amd t1g eykekpuéveg ypnoeis Topovctdloviol GTov
akdAov0o mivaka. O yloTpdg 6o UTopel vo cuVTayoypaProst pe GAAN teptektikdtta Tov Yuflyma edv
ypelalecte uia SloupopeTIKn dOGT.

Peopartosiong apOpition

Hhkia 1 papog copatog 660 KoL TOG0 GLYVE va. N UELDOELS
Aappavera;
Evilkec 40 mg ka0e devtepn 21 pevpoToedn| ophpitida
gpdondda n xopfiynon g pebotpedng
ovveyiletar 660 yopnyeitol To
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Yuflyma. Edv o wtpdg cog
amoQOCicEL OTL 1) YOPNYNON
g nebotpe&ang eivan
axatdAnAn, tote To Yuflyma
umopel va yopnynOei povo
TOV.

Edv mhoyete and
PELUATOELON apbpitida kot O
Aappdvete peBotpe&drn pall
e to Yuflyma, o wtpdg cog
umopel va amopocicel vo 6og
yopnyei 40 mg Yuflyma xé6e
gBdoudoa 11 80 mg kabe
devtepn efdopdoa.

Yopioon katd TAaKag

Hlwia 1 Bépog copoatog

IIéo0 ka1 T6GO GVYVE va
Aoppaveran;

Inperdoelg

Evilkec

Apywn 06om 80 mg (pia
evéaelg Tov 80 mg

ot pia nuépa),
akolovBovpuevn arnd 40 mg
Kk@0e devtepn efdopada
Eexvavtag o fdoudda
UETA TNV apykn 60T,

Edwv dev éyete emopxn

0 10TPOG GOG UTOPEL VaL
avénoet tn doom o€ 40 mg
Kké0e efdopada 13 80 mg
Kkd0e devtepn efdopada.

AWTONTIKY WOPOTAIEVITION

Hlwia 1 Bépog copoatog

II6om kKon T6G0 oLVYVA VO
Aappaverar;

Inperdoelg

Evilkeg

Apywn d6on 160 mg (dvo
evéaelg Tov 80 mg oe pia
nuépa 1 pia evéoeig v 80
Mg nuepnoing yo Vo
GUVEYOUEVEG NUEPEQ),
akolovBovpevn and pia 66om
tov 80 mg (pia evéoelg tov
80 mg oe pia nuépa) 60
efdoudoeg apydtepa. Metd
amo 000 eMTAEOV EPOOUADES,
ovveyiote pe o 66om 40 mg
k0e efoopdda 11 80 mg ke
ogvtepT efdopada, OTMG
ouvtayoypoaennke amd Tov
y1otpd GOC.

Yuviotdton 1 Kobnuepvi
xpfion

OVTIOT|TITIKOV GOTOVVIOD GTIG
pooPePAnuéves TepLoyEs.

‘Epnpot am6 12 émg 17 etcdv
ue Bapog 30 kg kot ave

Apywn 06om 80 mg (pia
evéoelg Tov 80 mg og pia
nuéPa), akorovBovpevn amd

Edv éxete avenapkn amdkpion
oto Yuflyma 40 mg «é6e
dgvtepn efoopdda, o 10Tpog
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40 mg kabe devTepn
efdoudoa, EEKvOVTAG Lo
gfdoudoa apyodtepa.

c0¢ pmopel va avéEnoet
d0on o€ 40 mg ke
gfdoudoa 11 80 mg kabe
devtepn efdopdoa.
Xuviotdton 1 Kodnuepwi
YPNOM OVTIGNTTIKOD
GOTOLVIOD OTI

TpooPePAnpéEveg TEPLOYES.

Néoog Tov Crohn

HMkia 1 papog copatog

I660 koL OGO GUYVE va.
Aappavera;

N UEVDOELS

IToudid, £enpor Ko evihkeg
amd TV NAio Tov 6 TOV Kot
v, ue Bapog 40 kg 1
TEPLGGOTEPO

Apyn d6om tv 80 mg (pio
evéaelg Tov 80 mg oe pia
nuépa), akorovBoduevn amd
40 mg dvo gPfdouadeg
apyoTepo.

Ed&v amouteiton toyvtepn
avtomokplon ot Oepaneia, o
W0TPOG GO UTOPEL VOL GOG
GUVTOYOYPOUPNGEL ol apyIkn
d0om 160 mg (dvo evéoelg
tov 80 mg oe pia nuépa N pio
evéoelg Tov 80 mg nuepnocing
Yo dVO CLVEXOUEVES NUEPES),
akolovBovpuevn arnd 80 mg
(pia evéoeig Tov 80 mg og pia
nuépa) 6vo eRdouGdEg
apydtepa.

21 cvvéyeln,  ouvnOng doom
glvar 40 mg ke devtepN
efodopdoa.

O 10tpdc cog pmopet va
avénoet t do6om o€ 40 mg
Kkd0e efoopdda 1 80 mg kabe
devTepT gfdopdda.

IMondid ko épnpor amod 6 Emg
17 etdv pe Bapog Myodtepo
amo6 40 kg

Apywxn 06on 40 mg,
axolovBovpuevn and 20 mg
dvo gfdouddeg apyodtepa.

Edv amouteiton togvtepn
avtonokpion otn Oepaneia, o
Yatpdg Gag pmopet vo oag
GUVTOYOYPOUPNGEL ol apyIKn
6001 80 mg (Lo éveon tov 80
mg), axolovBovpevn amd 40
mg dvo efdopadeg apyotepal.

21 cvvéyela, 1 cLvnOng doom
elvar 20 mg ke devTEPN
efodopdoa.

O ywTpog cog pmopel va
aVENCEL TN GLYVOTNTA TNG
doong og 20 mg kabe
gfdoudoa.
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EAk®ong koAitioo

Hlxia 1 Bépog copoatog

1600 ka1 TOGO cVYVE Tpémer
v Aapfaveron;

Inperdoelg

Eviikeg

Apycn 66om 160 mg (600
evéoelg tov 80 mg og pia
nuépa M pia evéoelg tov 80
mg nuepnoimg yio 600
GUVEXOUEVEC NUEPES),
akolovBovpevn amd 80 mg
(nia evéoelc tov 80 mg oe
pio nuépa) 6vo efdopddeg
apyoTepa.

211 ovvéyeta, 1 GuvNHONg
doom givar 40 mg kéBe
devtepn gfdopdda.

O 10tpdc cog pmopet va
avénoel ) doon og 40 mg
Kkdé0e efoopdda 1 og 80 mg
Kkd0e devtepn efdopada.

[ondd ko épnpor amd v
niwio Tov 6 eTOV pe Papog
Myotepo amod 40 kg

H npdtn 6601 eivor 80 mg (uia
evéoelg tov 80 mg oe pia
nuépa), akorovBovpevn and
40 mg (pio éveon v 40 mg)
dv0 efdoudoeg petd.

21 cvvéyelo, n cuvnong 66om
givar 40 mg kabe dedtepn
eBdopada.

®a mpENEL VO, GUVEYICETE VAL
naipvete to Yuflyma o
ouvnn 8601 Gogc, aKOUN Kot
ao¥ KAieioete Ta 18 &1

IMondid ko épnpor amd v
niio Tov 6 eTOV pe Papog
40 kg 1 TepiocoTEPO

H mtpddytn 8601 givar 160 mg
(000 evéoelg v 80 mg og pia
nuépa M pia evéoeig v 80 mg
ava NUéEPa Yo SO SAO0YIKES
nuépeg), akorovbovpevn amd
80 mg (uia evéoelg Twv 80 mg
o€ pa nuépa), 000 efooprdadeg
HETA.

211 ovvéyela, 1 cvvning doom
givar 80 mg kabe devtepn
gpdopdda.

®a pémel vo cuveyiceTe va
naipvete to Yuflyma o
cuvnn d6om cog, aKoOUN Kot
a@ov KAieioete Ta 18 &1

Mn-Lowpu@ong payostdition

Hlwia 1 Bépog sopotog

[Iéc0 ka1 TOGO GUYVE TPémer
vo.
Aappavera;

Inperdoelg

Eviluceg

Apykn 66om 80 mg (pia
evéaelc tov 80 mg og pia
nuépa), akorovBodevn amd
40 mg ke devtepn

Ta kopTiKoGTEPOEDN 1 AN
@appoka wov exnpedlovy 10
OVOGOTONTIKO GUCTN LA
umopet va cuveyilovton 6tov
hapPavere Yuflyma.
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eBdopada apyilovrtag pio
eBoopdon LeETd TNV apPyIKN
doon:

To Yuflyma umopei erniong va
yopnynOet povo Tov.

Iondd ko épnpor amd v
niwio Tov 2 eTdv pe Papog
Myotepo amd 30 kg

20 mg k&Be devtepn gfdopada

O ywTpog cog pmopel va
GLVTOYOYPOPNGEL ol apyIkn
6001 tov 40 mg n onoia Ba

yopnynOet pia efdopdda mpv
v évapén tng cvvnboug
doong v 20 mg ke
devtepn efdopdoa. To
Yuflyma suvictdron yuo
YPNOM € GLVOLACUO UE
uebotpe&arn.

TToud1d ko Epnpor v nkio
TV 2 €10V pe Papog
tovAdyotov 30 kg

O 10tpdc cog pmopet va
GUVTAYOYPOUPNGEL L0l OLPYLKN
o001 tov 80 mg n onoia Ha
npémel va yopnynOel pia
efodopdoda mpwv v Evapén g
ouvnBovg 66ong Twv 40 mg
Kkd0e devtepn efdopada. To
Yuflyma cuvietdton yuo
YPNON € GLVOLACUO e
uebotpegarn.

40 mg ka0 devTEP
efdopdda

Tpoémog kar 066g yop1nynong
To Yuflyma yopnyeita pe éveon k1w and to déppa ([e VITOdOPLA EVEST).

AgmTopepeic 0dnyiec Yo To wdS vo kdvere Ty £veon Yuflyma napéyovron oty mapdypoago 7 «
Odnyieg ypiono».

Eav ypnowpononjoete peyorvtepn 60on Yuflyma amo v kevoviki

Edv xatd Adbog kavete v €veon tov Yuflyma and 6,11 oag gine 0 10tpdc f 0 QOPUAKOTOLOG GOG,
KaAEGTE TOV YITPO 1) TOV POPLOKOTOLO GOG KOl TEITE TOV OTL TAPATE PUEYOALTEPT 0OGT. B0 TPEMEL VUL
€xete mavtote TV eEMTEPIKT GLOKELAGIO TOV PapPUaKoL uali cag, akdun Kot dtav eivar ddela.

Eav Egydoete va ypnoyporonjoste o Yuflyma

Edv Eeydoete va Kavete TNV €veot), Do TpENEL va KAVETE TNV EVEON Y10, TNV €mOpEVT d0om Tov Yuflyma
apEc®S LOAG to Buunbeite. Katdmv Oa cuveyicete tnv endpevn d0omn v nUéEP OV giye apyd
Tpoypoppaticdel, edv dev elyate Egxdoel T d60.

Eav stapatieste vo gpnoipomoteite To Yuflyma

H andpaon vo otapotioete va ypnolponoteite to Yuflyma 8o mpénet vo culnnBei pe tov yrotpo cog. Ta
CVUTTOUOTE oG pumopel va emavELBovy edv oTapatnoete va ypnoyonoeite to Yuflyma.

Edv éxete meptocoTEpPEG EPOTIOELS GYETIKA LLE TT] YPNOT] AVTOV TOVL PAPUAKOV, POTIOTE TOV Y10TPO 1] TOV
(QOPHLOKOTOLO GOC.

4. IhBavég avemOopnTeS evépyereg
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Onwc 6Ma o pdppoaka, £T61 Kot avTd TO PAPLOKO UTOPEl VO TPOKAAESEL AVETIBVUNTEG EVEPYELES, OV KO
dev mapovcialovtal e OAoVS Tovg avBpdmove. Ot meplocdTEPES TOPEVEPYELES lvaL NTTLES £MG UETPLES.
Ouwg kamoteg pmopei va gival coPapég kat va amortovy Oepaneio. AvemBounteg evépyeleg umopei va
EUPAVIOTOVV TO AyOTEPO pECH 68 ddoTnua 4 unvodv uetd v tedevtaio éveon tov Yuflyma.

Evnuepaote apéomg Tov Y1aTpo 60c £Gv TapaTpi)oeTe Kadmowa and to axérovba

cofapod e&avOnua, kvidwon 1 dAla onueio aAAepyikng avtidpaong

0101 L0l TPOGMTTOV, XEPLOV KOl TOJDV

OVOTVELGTIKO TPOPAN LA, SVGKOAO KATATOONS

-OVGKOALN aVOTTVONG KOTA TNV Aoknom M Katd Ty KatdikAiion i oidnua ota odo

Evnuepaote apéomg Tov Y1aTpo 60c €0V TAPATNPI)0ETE KATOL0 0T6 TO 0KOAOVOQ

onueio Aolpméng, 60mmg mupeTog, aictnuo acbévelag, TANyEg, odovtika TpoPfinuata, aicOnon
KaOGOoV KOTA TNV 00pNon

aicOnpo advvapiog 1 KOTOONG

Prixa

KVNouo

LOVJOG LA

Sumhmiol

advVapLia YepLOV 1 TOdSIDV

TOTIKO TPOIENHO 1 avoyTd EAKOC oV dev Bepamevetan

onpeio Kot COUTTOUOTO VITOTTO Y10 OLLATOAOYIKES SOTAPAYXES OTMG TAPATEWVOLEVOS TVPETOC,
UOADTES, apoppayio, ypoOTNTO

Ta Topomdve GUUTTOUATE UTOPEL VO AmoTEAOVY EVOEIEN Yol TIC 0KOAOLOES avemBouNTEg EVEPYELES, O1
omoieg éyovv mapatnpnOei pe o Yuflyma.

IoAv ovyvég (Lmopovv va emnpedoovy meptocdtepa and 1 ota 10 droua)

-avTdpdoelc g Béong Eveonc (mov cupmreptrapupavouv diyog, oidnua, eppdpotnTa 1 Kvnoud)
AOWUGDEELS AVOTVEVGTIKOV GVOTAUATOS (GVUTEPIAAUPAVOVTOL KPLOAOYTLLO, KOTOPPOT], 1YHOpPiTIdA,
Tvevpovia)

KeQaAaAyio

KOWMaKO Ghyog

votio Kot ELETOG

e&avinpua

LVOCKEAETIKOG TOVOG

Yoyvég, (umopovv va emnpedoovy émg kat 1 ota 10 dropa)

ocofapéc Aoubéelg (cupmepthapPdveTar onyoiuio Kot ypinn)

EVTIEPIKEC AOUMEELS (cvuTEpIAaUPAvVETAL YOOTPEVTEPITION)

AoudEelg Tov déppatog (cvumeptiapufdvovtal KuTTapitid Kot £pmng)
AOLLMEELS TV DTOV

OTOUATIKEC AMOUDEELS (GVUTEPIAAUPBAVOVTOL AOTUMDEELS TOV JOVTIDV KoL EPTING)
AOLUMEELS TOL AVOTAPAYDYIKOD GUGTHLOTOG

AOIH®EN TOL OLPOTONTIKOD

LUK TIOGIKEG AOUMEELG
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rouméelg Tov apbpmcemv

KaAonBeic dykot

KOPKIVOG OEPLOTOC

OAAEPYIKEG aVTIOPAGELG (CUUTEPIAQUPAVETOL ETOYIKT AALEPYiD)
aQLOATOON

oAhayég g duabeong (ovumeptiapuPavetor katdbinym)

ayxos

dVGKOAIN GTNV ETELELGT TOV VTVOV

dtaTapayéc g aictnong 6mwe LOPUNYKIOGHA, aicOTNL0 TEUTUOTOC 1) LOVOLOG O
nuKpavio

ocvumieon vevpikng pilag (cupmephapupdvetor TGVog YaUNAG oTn LEGT KOl TOVOG GTO TOd)
dtaTapayég OpacNs

QAeypovr 09BoApoD

QAeyHOV TOV PAEQAPOVY KoL TPHELLO TOV LOTION

tMyyog (aicOnuo CaAng 1 otpoPiiicuon)

aicOnpa ypryopov Kopdiokol ToApod

VYNAR apTNPLOKT TTieon

éGoym

aaTOUe (CLGCMPELOT AipoToC EEM amd Ta aLoPOpa aryyeia)
Brixas

GoOua

dVGKOAlD GTNV avoTVon

YOGTPEVTEPIKT QpLopporyio

dvuomeyia (podoKmua, Kouovpa)

ToAVdpOUN o

ovvopopo Enpotnrog (cvumeprapupavovtar Enpotnta oto udtia kot Enpoctopio)
KVIOUOG

eEavonua pe eayovpa

UOADTEG

QAeyHOV TOV 6éppartog (Ommg Exlepna)

OTAGLO TV VUYIDY TOL YEPLOV KOl TOV TOS00

avénuévn epidpwon

OTTMAELN LOAMDY

véa ekdNimaon 1 emdeivoon ¢ yopioong

pvikol oracpol

aipo oto ovpa

TPOPANLTO LE TOVG VEPPOVC.

ndévog oto othfog

oidnpa (TpN&ipo)

TLPETOC

pelmon TOV AUOTETOA®Y TOL OiUaTOS TOL ALEAVEL TOV KIVOUVO atpopporyiag 1 EUPAVIoNS
LOADTOV

o KaOVoTEPTUEVT ETOVAWMOT)

Oy ooy vég (umopet va exnpedoovv £oc kot 1 ota 100 dtopa)

o eukaplakég Aopaéelg (cupmepthopufavovtal 1 euUATIOGCT Kot AAAEG AOUMEELS TOV TPOKHTTOLY
omd Pel®ON TNG AVOGOAOYIKNG OITOKPIGNC)

. vEVPOAOYIKEG AoMEELC (cupmepAauBAvETOL 1 LOYEVAG UNnViyYyiTidn)

o roumEeic opBoipon
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Baktnplokég AoUmEELG

EKKOATTOLOTITIOON (PAEY OV Kot AOTU®EN TOV TOYE0C EVIEPOL)

Kapkivog

KOPKIVOg TOv emnpealel To AEUPIKO GOGTNHO

HeAGV®LLOL

SOTOPAYES TOL OVOGOTOTIKOD GUGTHIOTOG TOV UITOPEL VOl ENNPEACOVY TOVG TVEDLOVEG, TO OEPLLOL
Kot Toug Aeppadéves (mtapovaotalovtar cuvnBéstepa Mg capKoeidmwon)

ayyelitido (pAEYUOVT GLOQOP®V OyYEI®V)

TPONOG (TPELOVAO)

vevporabdeia (Stotapayn TV vebpwv)

OYYELNKO EYKEPOUAIKO ETELGOO10

OTMAELN OKONG, foLNTO

aicOnpo avopoiov Kapdlokol puduod 6nmg TapdAetyn KopSoK®OY TOAUDY

KOPOLOAOYIKE TPOPANLOTA TOV UTOPEL VO TPOKAAEGOVV SLOKOTT| TNG OVOTTVONG 1] TPNEO TV
0oTPAYAA®V

KopdloKn TPOGPOAn

éva 60KO OTO Tolympo Piog pHeyding aptmpiog, eAeypovn kot Opoppwon piog eréRac, andoppatn
evOg alplodpov ayyeiov

TVEVUOVIKEG VOGOL TOV TPOKAAOVV SLOKOTY| TG avamvong (cuumeptAapfivetor AEYLOV)
TVELUOVIKT PPN (amdppaln piog aptnpiog TV TVELUOVOV)

Vel OKOTIKT GLALOYT (U1 PLGLOAOYIKT) GVALOYN VYPOV OTN TEPLOYT| TOV TAELPDV)

(QAEYLOVT] TOV TAYKPENTOG TOL TPOKOAEL GOPapd TOVO GTNV KOWALA Kol 6TV TAATY

dVGKOAlD GTNV KOTOTOON

00N o TPoS®TOL (TPNEYLO TOV TPOCHTOV)

QAEYLOVT] TNG YOANDOY 0L KOGTNG, TETPEG OTN YOAN

Mrmddec Nmap

VOYTEPIVES EQPLOPDGELG

OVAN

U1 QLGLOAOYIKT] HVTKT KOTOTT®GN

GLOTN KOG EpLONUOTMOING ADKOG (GLUTEPTAOUPBEVOVTOL PAEYUOVEC TOL SEPLATOC, TNE KAPOLIC,
TOV TVEVHOVA, TOV apOpDCEDY Kol GAL®Y 0pYOVIK®V GUGTNUATOV)

dlTopayEG TOL LITVOV

. aviKavotnTo

o QAEYLOVEG

Yrawvieg (umopobv va, exnpedoovy émg kot 1 ota 1.000 dropa)

Aevyoupio (kapkivog wov exnpedlel To aipa Kot ToV LDEAD TOV 0GTOV)

cofapn aAlepyikn avtidpaor pe kotomAnéio

OKANPLVGN KOTE TAAKOG

VELPOAOYIKEC dratapayéc (OTme eAeyprovn Tov 0@OuAUIKOD vebpoL Kkat chvdpopo Guillain-Barré
OV UTOPEL VO TPOKAAEGEL LVTKT 0dVUVaio, U1 PUGIOAOYIKEG OGONCELS), LUPUNKINOT GTOVG
Bpayioves Kot 610 Av® UEPOG TOL CAOUATOS)

KOPSLOKT AVOKOT

TVELLLOVIKT] tveon (0VAEG 6TOV TvehLOVa,)

dtdTpnon Tov EvIEPOL (TPHTU GTO EVTEPO)

EMAVEVEPYOTIOINGN TNG

nratitdog B

QVTOAVOGT NTOTITION (PAEYUOVT TOL TOTOG TOV TPOKOAAELTAL OTO TO OVOGOTOTIKO GUGTIILOL)
OEPLLOTIKN QyYEUTIOO (PAEYLOVT TOV GLULOPOP®V Oy YEI®V TOV OEPUATOC)

obvdpouo Stevens-Johnson (apyikd copntduate cLUTEPIMOUBAVOVY KaKovyio, TUPETO,
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TOVOKEPOAO Kot eEAvON LX)

oMo TPoS®TOL (TPNEYLO TOV TPOCHTOV) TOV GUVOIEVLETAL OO OAAEPYIKES OVTIOPACELS
TOAOLOPPO epLON L0 (PAeYLOVDOES EEAVOT LA dEPLATOQ)

GLVOPOLO TTPOGOUOIALOV LE AVKO

aryyerooidnua (Tomukd TpNREo SEPOTOC)

Aeymvoeldng avtidpaon d€ppatog (Kvnoumdeg epupo-pmp eEavinua oto dépua)

Mn yvootég (n ovyvotnta dev pumopet vo ektiun el pe Paon ta dStabéoipa dedopéva)

. nratoonANVikd Aéppopa ek T-kuttdpav (éva ondvio €idog kapkivov Tov aipatog Tov cuyva glval
Bovatneopo)

. Kopkivopa ek kuttapov Merkel (throg kapkivov Tov dEppatog)

. ocapkopo Kaposi, po omdvia popen kapkivov mov oyetiletor pe Aoipwén amd tov 10 Tov
avOpdmvov épmnta tomov 8. To capkwua Kaposi sugaviletar cuyvotepo Ue T LOpeT TOPPLUPGOY
BAafodv Tov 6éppatoc.

o NTATIKN AVETAPKELDL

o emdeivwon plog katdotoong 1 oroia ovopdletat deppotopvooitida (epeaviletor mg depUaTiko

e€avOM Lo CLVOOEVOLEVO OO PVTKT adLVaLio)
o AvEnon Bapovg (Yo Tovg mepiocdTepovg acbeveic, n avénon Papovg fTav pKpn)

Kéamnoeg avembounteg evépyeteg mov mapovatdotnkay pe to Yuflyma purnopei va punv égovv coumtopata
Kol pmopel vo avakaAveBovv pdvo pe egetdoetg aipotog. Avtég cuumepthapupévouv:

oAd ovyvég (Lmopovv va ennpedoovy meptocotepa and 1 ota 10 dropa)

YOUNAES TIHEG TV AEVKOKLTTAPMOV
YOUNAES TIHEG TV epuBpoKvTTapOV
avénpéva Mmidte aipotog
avénpéva nrotcd vivpa

Yoyvég, (umopovv va emnpedoovy émg kat 1 ota 10 dropa)

VYNAEG TIHEG TOV AELKOKVTTAP®OV

YOUNAEG TIHEG TOV OUOTETAAIDV TOV OiUATOG
avENUEVO ovptkd o0&y aipaTog

U1 QLGLOAOYIKEG TLUES VOTPIOV TOV CLOTOC

YOUNAEG TIHéG aoPeatiov aipatog

YOUNAES TIHEG POGPOPOL TOL OHLLATOG

VYNAO GAKYOPO OLOTOG

VYNAEG TIHEG OULOTOC TNG YOAOKTIKTG QLpLOPOYOVAGT|C
TOPOVGIN AVTOAVTICOUATOV GTO OO

YOUNAS KEA0 aiportog

Oy ooy vég (umopet va ernpedoovv £oc kot 1 ota 100 dtopa)
. VYNAN pETpnon yoAepudpivig (Nmatikéc SoKILOGIES QipLoTOC)
Yrdwvieg (umopobv va ennpedoovy émg kot 1 ota 1.000 dropa)

. YOUNAEG TIHEG TV AEVKOKLTTAP®V, TOV EPLOPOKVLTTAPMOV KOl TOV OUOTETAAIDY TOV OiLOTOG
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Ava@opd avemOOunTmV gvepyetdv

Edv mapotnpfoete Kamolo avemBOpUnTn eVEPYEL, EVIUEPDOGTE TOV YIOTPO 1) TOV POPLAKOTOLO GaG. AVTO
1oyOEL Kot Yo KaOe mhav avemBountr EVEPYELN TOL OEV AVUPEPETOL GTO TOPOV PLALO 0ONYIDV YPHOTG.
Mrmropeite eniong va avaeépete avemBountes evépyeteg angvbeioc, LEG® TOL €6VIKOD GLGTNHULATOSG
avaopdgs mov avaypdeeror oto Hopdptnua V. Méow g avagopds avemBountov evepyeldv, pmopeite
va Ponbnoete 6T GLALOYT TEPIGGOTEPOV TANPOPOPLOV GYETIKG LLE TNV AGPAAELN TOV TAPOVTOG
Qopudxov.

5. TIdg va guidccete To Yuflyma
To @dppoxo ovtd Tpémel va PLAACCETAL GE PLEPT) TOV OgV TO PAETOVY Kol O&V TO POAVOLY TO TOUdLA.

Na pun xpnoiponoteite avtd T0 PAPUOKO PETA TNV NUEpOUMVia ANENG TOVL AVAPEPETAL TNV
emonpavon/oto kovti petd ™ AHEH.

duvrdooete og Yoyeio (2 °C — 8 °C). Mnv kotoyOyeTeE.

DvAdooete TNV TPOYEUIGUEVT] GUPLYYO. [LE TO TPOCTOTEVTIKO KOAVULE BEAdVNG 0TO eEmTEPIKO KOVTL Y10 VO
TPOGTATEVETAL OO TO PG,

Evalloktikég cuvlnkeg polaéng:

Orov amotteiton (Yo Topadetypa, 0tov TaSldevete), 1 Kabe Tpoyeiopévn cOPLYyo UE TPOGTOTEVTIKO
KkaAvppo Berovng Yuflyma umopei vo puldooeton o€ Oeppokpacio dopatiov (uéxpt 25 °C) yio uéyisto
yxpovikd ddotnua £wg 31 nuepdv — PeParwbeite d1L M cOpLyya eivon Tpoctatevpévn amd To PoG. APov
Byet amod to yoyelo pe oxomd va puAaydet oe Beppokpacia dwpatiov,  cOpryya Tpémer va
xpnopomon0si evrog 31 nuep®dv 1) va amoppredsi, £6tm kot av Eavatomobetn el 6T0 Yuyeio.

B0 TPETEL VO, KOTUYPAPETE TNV NUEPOUN Vi KATG TNV 0Toia 1 cOpLyYya PYHKE Y10 TPOTN OPd amd TO
yoyeio, Kabmg Kot TNy nuepounvia petd amd v omoia Oo mpémel va amoppipbet.

Mnv metdite @AppaKa 6TO VEPD TNG AMOYETELONG N OTA OIKIUKA aroppippate. Potiote tov yiatpo 1 tov
(OPUOKOTOLO GOG Y0l TO MG VO TETAEETE TOL PAPHLOKO TTOL OEV YPTOUOTOIEITE M. AVTA ToL LETPA Oa
BonBncovv oty Tpoctacia tov mepPdAiovtog.

6. Ilepreydpeva TS GVOKELAGIOG KOl LOUTES TANPOPOPIES

Tvagpréyer o Yuflyma

H dpactikn ovoia givar To adalimumab.

Ta GAAa cuotaTikd gival 0Eko o0&, TPLOPIKO 0EIKS VATPLo, YAVKiv, ToAvcopPikd 80, kot Vdwp yio

gvéopaL.

Ep@avion g mpoyepiopévig cvpryyag Yuflyma pe mpoctatevtiké kdioppa Berovig ko
TEPLEYONEVD, TN)G CVOKEVUGING

To Yuflyma 80 mg evéoyio didAhvpo 6€ TPOYEUIGUEVT GUPLYYO. LE TPOGTATEVTIKO KAALpO BEAOVNS
dwatifeton g £va oteipo didAvpe 80 mg adalimumab Siodvuévo og 0,8 ml dtodvpotog.

H mpoyepouévn ovpryya Yuflyma sivor pio yodhvn ovpryya mov mepiéyet Sidiopo adalimumab. H
ovokevooio ¢ 1 mpoyepopévne obpryyag mepiéyel 2 embépata oAkooing (1 epedpikd).
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H npoyepuopévn ovpryyo Yuflyma givar o yodhvn oOpryyo pe mpootatentikd KaAvppo BEAdvng mov
nepiéyet drdAvpe adalimumab. H cvokevacio g 1 mpoyepiopévig ovpryyog mepitéyel 2 embépoto
oAkooANG (1 epedpikd).

To Yuflyma umopei va drotifeton o€ mpoysuicpuévn ohptyya 1/Kot TPOYEUGUEVT GLOKELT TOTOV TEVOLC.
Kéroyog Aderag Kvkhogpopiag

Celltrion Healthcare Hungary Kft.

1062 Budapest

Véci Ut 1-3. WestEnd Office Building B torony
Ovyyopia

Hopaokevaoctiig

Millmount Healthcare Ltd.

Block 7

City North Business Campus
Stamullen, Co. Meath K32 YD60
Iphavdia

Nuvisan GmbH
Wegenerstrale 13
89231 Neu-Ulm
Teppovia

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

Iomavio

INo omoladMmote TANPOPOPio, GYETIKG, LLE TO TOPOV PAPUAKEVTIKO TPOIOV, Tapakareiote va amgvbuvisite
6ToV TOTIKO avTmpocmmo Tov Katdyov g Adsiog Kukhogopiog:

Belgié/Belgique/Belgien Lietuva
Celltrion Healthcare Belgium BVBA Celltrion Healthcare Hungary Kft.
Tél/Tel: + 32 1528 7418 Tel.: +36 1 231 0493

270



bbarapus
Celltrion Healthcare Hungary Kift.
Ten.: +36 1 231 0493

Ceska republika
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Danmark
Celltrion Healthcare Hungary Kift.
TIf: +36 1 231 0493

Deutschland

Celltrion Healthcare Deutschland GmbH

Tel.: +49 (0)30 346494150
infoDE@celltrionhc.com

Eesti
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Espafia
Kern Pharma, S.L.
Tel: +34 93 700 2525

E\rada
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 Kift.
Simi: +36 1 231 0493
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Luxembourg/Luxemburg
Celltrion Healthcare Belgium BVBA
Tél/Tel: + 32 1528 7418

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

Norge
Celltrion Healthcare Hungary Kft.
TIf: +36 1 231 0493

0 sterreich
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 Kift.
Tel: +36 1 231 0493

Slovenija
OPH Oktal Pharma d.o.o.
Tel.: +386 1 519 29 22

Slovenské republika
Celltrion Healthcare Hungary Kift.
Tel: +36 1 231 0493



Italia Suomi/Finland

Celltrion Healthcare Italy S.r.I. Celltrion Healthcare Finland Oy.
Tel: +39 02 47927040 Puh/Tel: +358 29 170 7755
Kvbzpog Sverige

C.A. Papaellinas Ltd Celltrion Sweden AB

TnA: +357 22741741 contact_se@celltrionhc.com
Latvija

Celltrion Healthcare Hungary Kft.

Talr.: +36 1 231 0493
To mapév evrro 0dNYLAOV YprioNS avademp1Onke Yo TeELEVTALIO POPA OTIS .
Addeg TNYEG TANPOQOPLOV

Agntopepeic mAnpoeopieg yio to pappako avtd etvar drabéoipeg otov diktvakd T6mo ToL Evponaiko
Opyovieopot ®appdkmv: http://www.ema.europa.eu

7. Odnyisg xpiong

o Ot axdrovBeg 0dnyieg e€nyodv nmg va kavete povot oag v vrodopia Eveon Yuflyma
YPNOUYLOTOLDVTOG TNV TPOYEUOUEVT GVPLYYO. AlafACTE TPOGEKTIKA OAES TIG 001 YiEG KOl oTN
oULVEXELD KOAOVONGTE TIC frina TPOg Pripa.

. O 10Tpdg, 0 VOGOKOUOG 1 0 POPUAKOTOLOC G0¢ o oag 0eiE0VV TNV TEXVIKN Y10 VO KAVETE HOVOG GOG
™V €veon.
. Mnyv emyeipnoete va kdvete LOVOG Gog TV éveon mopd Lovov 0tav €iote olyovpog 0Tt £xeTe

KOTOVONGEL TOV TPOTO TPOETOOGIOG KO EKTELEOTG TNG EVESTG.

. Metd and KatdAAnAn exmaidevon, UTopeite va kdvete LOVOL GOg TNV £VEGT 1 VO GOG TNV KAVEL
K010 GALO ATOLO, OTIMG Y10, TOPASELY O, KATO10 HEAOC TNG OIKOYEVELGG OO 1 KATOL0G (IAOG.

. Xpnoyonoote kdOe Tpoyeiouévn cvpLyya LoOVo yio pia Eveon.
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Hpoyepmopévy ovpryyoe Yuflyma

"Eppoio

Mnv (pPNGLUOTOUGETE TNV TPOYEULGUEVT] CVPLYYO, EAV:

. glval paylopév 1 oacpév.
o N nuepounvia ANénc €xel mapérbet.
. €YEL TECEL GE GKANPY| EMLPAVELQ.

Tapépfoopa’
SaKTUAOD
Zope
Pappoko
Bekhove ——

Kakvppae
Ipw and Metd ™|
™ xpron xprion

Ewova A

Mnv a@orpsgite Ta KOAOPPATO, TOPE LOVo Aiyo tpv amd v éveon. Pvidccete To YUuflyma og 0éon

7oV Ogv BAEmOLVY KoL OEV TPOGEYYILOVY TO TOLOLG.

TEPLOYN.

ayyilete to €uPolo.

- [Ipoyepopévn copryya
- Bappdxt epmotiopévo pe owvomvevpa

- Bappdxi i yala
- AVToKOAANTOG EMIOEGLOG

Agv meprhoppdaveTal 6To YapTIVO KOLTI:

1. ZuyKevipMOOTE TU UVTIKEIPNEVA Y10, TV £VEGT]

v. BeBawmbeite 6T1 £xete To axdAovBa avtikeipeva:

- Aoyeio amoppyng aryUnpoOV avVIIKELLEVOVY

0. Etoydote o kabapn, eninedn emnpdavela, 0rmg tpoméll 1 Thyko, o€ Hio KOAL QOTIGUEV

B. Bydite 1 mpoyeuopévn ouptyya and To KouTi Tov QUAAGGETE GTO YUYEIO GOC.
* Kpatiote 0 ompa g poyepiopévng oupryyag kKabmg v Pyalete amd to kovti. Mnv
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2. EAréyEte Tv poyepiopévn oOpryya

o. BePoiwbeite 611 £xeTE TO COGTO PAPLOKO
(Yuflyma) kot t ocwot docoloyia.

B. EEetdote v mpoyepiopévn chptyya Kot
BeParmbeite 611 dev €xel payicel 1| onAGEL.

v. EXéyEte v nuepounvia ANENG otV TIKETA TG
TPOYEUGUEVTG GUPLYYOLC.

MnV ¥pNGLUOTOWGETE TV TPOYEUIGLEVT] GUPLYYQ EQV:

. glvol paylopévn 1 omocuévn.
oL A1 : ENOgL.
Ewcova B n nusg?ow]vw n&nqsx«m nfxps €1
. EYEL MEGEL GE GKANPT| EMPAVELD.

3. EAréyEte To @appoko

a. E&etdote t0 pdpuaxo kot fefoiwbeite 6t1 T0o VYPO givan
SlovyEc, dypOIo £MG OVOIKTO KOQE KOl YOPIG COUATIONL.

. Mn ypnciponoteite TNV TPOYEMGUEVT] GVPLYYD EAV TO
vypd glvar amoypoUATIGUEVO (KiTPvo 1] 6K0VPO KAPE),
Bolo M Tepiéyel copatiow.

o Mrmropei va, deite puoaAideg aépa 610 VYPO. AVTO gival
(QLGLOAOYIKO.

Ewova I’
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15-30
remTO

Ewova A

4, Hepwpévere 15 g 30 Aentd

a. Apnote v Tpoysuopévn cvptyya oe Beprokpacio
dopatiov yuo 15 éwg 30 Aentd yio vo (eotabel.

. Mn Oepuaivete v TpoyspicpéV cOpLyyo
ypMoonotdvag mnyes Oeppomrag dnwg Leotd vepd M
(POVPVO UKPOKLUATOV.

_ = MONO ¢povTtioTi|g

= AvToyopiynon kKot

xopfiynen and
®DpovTioTi)

Ewova E

5.

Emi£€te éva kataiinlo onpeio yra TNy éveon

o. Mmopeite va KAveTe TNV £veo:
- OTO UMPOGTIVO LEPOG TV UNPOV GOG.
- TNV KOWAMA GOG TOVAGYIGTOV S5 EKOTOOTA LAKPLA OO TOV
OUPUAO GG,
- v e€mTEPIKN TEPLOYN TOL Ave Ppayiova (MONO edv
glote EPoOVTIOTIG).

Mnyv kdvete éveon o€ d€pua TOL PpickeTal 6€ amdOGTAON
£m¢ 5 €K0TOGTA 0O TOV OUPOAO GOG T} GE dEPLLOL TTOL Elvar
KOKKIVO, 6KAN PO, gvaicOnto, onUadEEVO, £XEL LOAMTEG 1)
OVAEG.

Edv ndoyete and yopiaon, pny kdvete tnv éveon
amevbeiog o€ TEPLOYEC OEPLOTOC TTOV TAPOLGIALOVY
OOYK®OT, TAYLVOT), EpLOPOTNTA 1] ATOPOAOWTIKEG TAGKESG
N 0ALOIDGELG.

Mnyv kdvete Vv éveon TAVO Ao To POVY GOG.

B. AAAGCeTe TO onueio g éveong KAOs opd TOL KAVETE
éveon. Kabe véo onpueio tng éveong Oa mpénel va, givat
ToVAd)IoTOV 3 EKATOOTA 0d TO ONUEID OOV EYIVE 1|
TPONYOVLEVT EVEDT).
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6. Mivvere Ta épra cag

a. [TAWvete To xépla GOG LE GOTOVVL KOl VEPO KOl
GTEYVAOGTE T TOAD KOAM.

Ewoévo XT

7. KaBoapiote To onpeio g éveong

a. KaBapiote 10 onueio g éveonc pe PopPaxt
EUTOTICUEVO LLE OWVOTVELLLOL KAVOVTOG KUKALKT Kivnon.
B. ApNoTe TO dEPLA VO OTEYVADGEL TPV OO TNV £VEDT.

* Mnv @uodte kou pnv ayyilete Eavd to onpeio g Eveong
TPOTOV KAVETE TNV EVEOT).

Ewova Z
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8. Ag¢apéote TO0 KGAVUNO,

0. AQa1péoTte TO KAAVULO KPOTAOVTOG TO CALOL TNG
TPOYEMGUEVIG GUPLYYOS LLE TO Eva YEPL.
Tpapr&re anard to KGAvppo pe To GAAO ¥épL.

. Mnyv apapécete To KOADULO LEYXPL VO EIGTE £TOUOL
V0, KAVETE TNV £VEOT

. Mnyv ayyilete ) Peldva. Av v ayyiete umopel va
TPoKANOel TpOTNUO 0o T PEAOVaL.

. Mnyv tomobBeteite Eavd To KAALPLO GTNV
TPOYELGUEVT GVPLYYO. ATToppiyTe TO KAALUL
OUECMG GTO OOYELD ATOPPIYNC ALYUNPDOV
OVTIKEWEVOV.

. Eivatl pucstoloyikd vo deite PepIkég GTAYOVEG TOV

Ewéva H dtodvpatog va Byaivovv amod tn ferdva.
9. Ewsdyete Tnv Tpoyepiopévn ovpryyo oto onueio
G éveong

Ewovao 0

o. Towmiote amadd pio TTOY TOL OEPUUTOC GTO
onpeio g éveong pe 1o éva yEpL.

B. Kpatavtog 1o copa te mpoyepiopévn cvptyya,
€10GyeTe T PeAOVa EVIEADG LECO, GTNV TTUYN
TOV OEPUATOG GE Yovia 45 polpdv Pe o Ypryopn,
GuvTOoU Kivnon.
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10. Xopnynorte v £veon

a. ApoV ewodyete 1 Peddvo, aPNOTE TNV TTLYH TOV
dépoToc.
B. [Iiéote apyd to éuPoro péypt To TépLO TPOG
T KaTo péyptl va eyyxvbel 60 T0 VYPO Kot 1 cHPLYYA
Vo 0OELOEL.

. Mnyv aAldlete ™ BEom TG TPOYEGUEVTG GOPLYYOC
petd tnv €vapén tng éveong.

11. AQuIpEoTE TNV TPOYEUIOUEVT] GVPLYYD OTTO TO
onueio g éveong kol meprronBeite 1o onpeio TG éveong

0. AQOoD¥ 0OELICEL 1] TPOYEUIGHEVT] GUPLYY, OQPOIPECTE
TNV TPOYEUGUEVT GUPLYYO OO TO OEPUO GOG LE
v 01 yovia pe v onoio eloNAbe.

B. [leptmomOeite to onueio g éveong mEloviag omard
T0 onpeio, yopic va tpiPete, pe Eva PapPfaxt
KOMPATL YaCo Kot Tomofetote vav auToKOAANTO
emideopo, eav eiva amapaitmro. Mmopel va tpéet
AMyo aipo.

* Mnv EavoypnoYLOTOGGETE TNV TPOYEUGUEVT] GUPLYYO.

* Mnv ayyilete kot unv enavatonobeteite To kKOAvppQ
ot Perdvo.

* Mnyv 1pifete To onpeio g éveong.
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AZh

Ewoéva A

12. AToppiyTe TNV TPOYEMIGHEVT] GUPLYYO.
. Mnyv grnavatonobeite 10 kKGAvppo oTNY
TPOYEUGUEVT] GUPLYYCL.

a. [Tetd&te T YPNGUOTOMUEVT] TPOYEUGUEVT] GOPLYYO GE
€101KO 00YEl0 AmOPPIYNG ALYUNPDV OVTIKEIUEVDV
GULPOVA LLE TIC 001 YIES TOV TOV YLOTPOV, TOV VOGOKOLOV
1 TOV POPLAKOTOL0D GOC.

B. Mropeite va metdéete 10 emifepo oAkoOANG Kot T
GLGKEVAGIO GTO OIKLOK(L OATOPPIUHLOTAL.

. DvAdoceTe TAVTO TNV TPOYEUICUEVT] CUPLYYO KOl TO
€101KO d0YEl0 OmMOPPIYNG YU POV OVTIKEWWEVDOV GE
pépog mov dev PAEmovv Ko dev mpooeyyilouv
TaL TOd14L.

279




Yuflyma mpoyspicpévn copyupa pe apostatenTiko Kaivppa ferovng

"Eppoio

dravtio
daxTvrov

HapéBvpo
Dappaxo 0caong Belovo
IIpoctaTevTIiKd
Perovag
— Behéva
Mﬁ KAALLLLOL 4!
pw Meta ™
xpion xpon

Ewova A

MmnyV YpNOIUOTOLEITE TNV TPOYERIGUEVT] GUPLYYT, CLV:

. glvon paytopévn 1 oocuévn.
o N nuepounvia ANéng £xel mapéret.
. £YEL TEGEL GE GKANPT ETLPAVELQ.

Mnv agopeite o nepifinpa Berovag, mapd povo Aiyo mptv ano v éveon. Povidooere o Yuflyma
o€ néPog mov oV fAEmovy Kon dgv TPooeYYilovy TaloLd.

1. ZUyKeEVIPAOGTE TO OVTIKEINEVA Yi0 TV £veon)

a. Etoydote o kaBapr, emimedn emodvela, Onmg Tpaméll 1) méyko, o€ o KOAA
POTICUEVT TEPLOYN).

B. Bydhkte 1 mpoyepuopévn cvpryya amd 1o KOuTi Tov QLAAGGETE GTO YVYEID GOG.
* Kpatiote 10 cmUa TNG TPOYEUGUEVNG GUPLY YOG OTAV TNV 0QOIPEITE O TO
kovti. Mmyv ayyilete to €upoio.

v. BePaiwbeite 011 €xete T0 akOA0VO0 AVOADGILOL:

- [Ipoyepiopévn cHpryya
- Bappaxt epmoticpévo pe owvomvevpo

Agv teprhoppaveror 6To apTIVO KOVTi:

- Bappdi i yala

- AVTOKOAANTOG EMIOEGLOG

- Aoyelo amoppyng oyUnpaOV aVIIKELLEVOV
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<AHEH [MHNAX ETOX]

Ewoéva B

2. EAéETe TV Tpoyepmopévn copryya

a. Befawwbzeite 611 €xete 10 w016 Phppako (Yuflyma) ko
TN docoAoyia.

B. Kottd&re v mpoyepopévn oopryyo ko Beformbeite 6Tt
OEV €lval pOyIGHEVA 1) GTTOGLLEVT).

v. EAéyEte v nuepounvia ANéng oty ETIKETA TG
TPOYEMGUEVIG GUPLYYOC.

Mnyv ypnotponoteite TNV TPOyEGHEVT CVPLYYX EGV:

° glvar paytopévn 1 GTocUEV).
[ N nuepopmvia AEng €xel TopELOEL.
° €YEL TEGEL GE GKANPY| EMLPAVELQ.

Ewova I’

3. EAéyEre To @appaxo

a. Eéetdote 10 dppoko kot Befarmbeite 6TL TO LYPO Elvarn
OLOYES, AYPOUO £DC OVOIKTO KOQE KOl YOPIG COUATION.

* Mn yp1CULOTOLEITE TNV TPOYEUICUEVT] CVPLYYQ EGV TO
VYPO EIVOL ATOYPOUATIGUEVO (KiTPVO 1) GKOVPO
Ka@€), 00A0 N TEPLEYEL COUOTION.

* Mmopel va deite puoarideg 6to VYPO. AvTd givar
(QULGLOAOYIKO.
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15-30
AETTA

Ewova A

4. Mepipévere 15 g 30 Lemtd

. AQNoTE TNV TPOYELGUEVT cLPLYYO GE Beprokpacio
dopatiov yio 15 éwg 30 Aentd yio va (eoTabel.

*  Mn Oepuaivete TNV TPOYELUGUEVT] GVPLYYOL
YPTCILOTOIDVTOG TNYES OeppotTrag 0ntmg {eaTd vepod
N GOVPVO UIKPOKLUATMV.

MONO ¢povTioTiig

AvToyopiynon Kat

xopiynon oméd
®dpovTticTi

Ewova E

5. EmiéEre éva katdrinlo onpeio Eveong

a. Mropeite va kGvete Tnv £veon:
- 0TO UTPOCTVO UEPOG TV UNPDV GOG.
- TNV KOWA1d GOG TOVAGYLIGTOV S5 EKOTOGTA ATTO TOV
OUPAAD GOC.
- v e€mTEPIKT TEPLOYN TOL Ave PBpayiova (MONO edv
€loTE PPOVTIOTNG).

Mnyv kdavete £veon o€ dEpUa TOL PpicKeTOL GE ATOGTACN
piKpOTEPT TOV 5 EKOTOOTA OO TOV OUPAAD GG 1) GE OEPLLA TTOV
glval KOKKIVo, GKANPO, EvaicONTO, GNUASENEVO, £XEL UOAMTEG T
OVAEC.

Edv maoyete and yopiaon, pnv kévete v éveon
amgvfeiog o€ mEPLOYES OEPLLOTOC TOV TAPOLGIALOVY SLOYKMOT),
mhyvven, EpuOpOTNTA 1 ATOPOAIIWTIKEG TAGKEG 1) OAAOIDGELC.

* Mnyv kdvete Vv éveon TAVO Ao To pOVYOL

B. AALaCete BEom €veong kdBe popd oV KAVETE o Eveon).
Kabe véo onueio éveong mpémetl va eivor TOLAGYLIGTOV
3 €K0TOOTA POKPLE 0Td TO GNUEID TNG TPOTYOVLEVNGEVEDTC.
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6. [M\dvere Ta yépra oog

a. [TAdvete Ta XEpla oG Le VEPO KO GOTOVVL.
GYOANGTIKA.

Ewova XT

7. KaOapicte To onueio g £veong

0. KoBapiote to onpeio g éveong pe éva Popfarxt
EUTOTICUEVO LE OWVOTVEVLLLO KAVOVTOG
KUKAMKEG KIVIOELS.
B. ApnoTe T0 GEPLLAL VO GTEYVAGEL TPV OO TNV
éveon.

* Mnv pucdte kon pnyv ayyilete Eovd to onpeio tng
€veong mpotol KAveTe TNV €veo).

Ewova Z
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8. AgupéoTe TO KAAvppa

o. AQOalpEoTE TO KAAVLLO KPOTMVTOG TO GMLLOL TNG
TPOYELUGUEVT G GUPLYYOS Ue TO Eva ¥EpL. Tpafnéte
omaAd To KAAvLUo e To GAAO XEPL.

e Mnyv apaipéoete 1o KaAvppa pExpL va €loTe ETOLLOL VOl
KéveTe TNV veon

o Mnyv ayyilete tn Perdva. Av v ayyiete umopel va
TpoKkANOel TpOmnpa amd ™ Perova.

e Mnyv enovoTono0ETEITE TO KAAVLLO OTNV TPOYEUITUEVT
ovpryya. AToppiyte TO KAAVULO AUECHS GTO dOYEID
ATOPPIYNG OLYUNPDV OVTIKEIUEVDV.

Ewéva H o Eivoi puotohoyikd va deite pepikéc otaydveg tov
dtoAdpatog va Byaivouy omd T Berova.

9. Ew@yete TV TPOYEIOUEVT] GUPLYYO GTO CTUELD
¢ éveong

0. Townnote omaAd e TTUYN TOV OEPLOTOG GTO
onueto g éveong e To Eva xEpL.

B. Kpatdvtag 10 cdpo TG TpoyERGUEVIC GUPLYYOG,

| ewodyete ™ PeELOVa EVTIELDG OTNV TTLYN TOV
dépuatoc o€ yovia 45 popdv pe pia ypryopn,
cOvVTOUN Kivnon.

Ewova ©
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Ewova I

10. Xopnynete TV éveon

a. AoV e1oayete TN PeAdVa, 0PNGTE
TNV TTVYH TOL SEPHATOC.

B. [Méote apyd 1o EuPoro péypt 10 TEPLL
uéypL va eyyxvoel 6Lo To VYPO
Kot 1) o0pLyyo vo. adeLioEL.

* Mnv aAralete tn 0£0m TG TPOYELGHEVIG
ovpryyog petd v Evapén mg  Eveong.

Ewova K

11. AQ@olpéoTe TNV TPOYERIGUEVT] GUPLYYO.
amo 10 onueio TG éveong Ko Tepuwonsite
TO GNpEio TNG éVESTNG

0. AQOV 0OELOCEL 1] TPOYEUIGHEVT] GOPLYYO,
OTOUAKPOVETE apYd ToV avtiyelpd cog omd
70 éuPodro £mwc 6Tov M Perdva kaAvEOET
TANPOG AT TO TPOGTAUTEVTIKO KOAVLLLOL
Berovng.

p. IlepumomOeite to onueio g éveong
mECovTOG amold Yopic TPIYILO, UE
Bappduct 1 yala, To onueio Ko
TomofETNOTE LTOKOAANTO ETIOEG O, ECV

givan amapaitnto. Mmopel va tpé€et Aiyo
oipa.

* Mnv emovoypGUYLOTOLEITE TV TPOYEULIOUEVT

ovPLYYO.
* Mnv tpifete 10 onpueio g £veong.
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12. Amoppiyte TNV TPOYEMIOUEVT] GUPLYYO

a. Tletd&re T ypnoomompévn Tpoyeoévn
ovpLyya o€ e101KO doyelo amdppryng
OLUN POV OVTIKEWEVAOV GOUPOVA LE TIG
00Myieg TOV Y1TPOV, TOL VOGNAELTN 1|
(QOPLOKOTOL0D GOGC.

B. Mmopeite va netaéete To emiepa
OAKOOANG KOL TT GVOKELOGIO GTO, OTKLOKA
OTTOPPILLLOTOL.

*  ®vAAcGoETE TAVTO TNV TPOYEUIGUEVT] GOPLYYOL
K0l TO E101KO O0YEI0 AmOPPIYNG QYU PDV
AVTIKEWWEVQOV o€ BEom oL dev BAETOLY Kot dEV
nmpooeyyilouv ta modld

Ewova A
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@viro oonYLOV ypiong: IIAnpoeopics yia Tov
acOevn

Yuflyma 80 mg evéopo diaivpa o€ Tpoyspiopéivny
OUGKELT TUTTOV TTEVAGS
adalimumab

V¥ To @appako avtd telel VO cuUTANPOUATIKY TopakoioVONoN. Avtd Ba emiTpéyel To Ypryopo
TPOGIOPIGUO VEDV TANPOPOPIOV acpdAelac. Mmopeite va fondnoete péow g avapopdg Tovmv
OVETBOUNTOV EVEPYEIDV TOL EVOEYOUEVMG TTopovatdlete. BA. Téhog Tng mapaypdpov 4 yia Tov TpOTo
avapopdg avemBOUNTOV EVEPYELDV.

AW PaoTe TPOGEKTIKA OLOKANPO TO GUAAO 00N YOV YPIIONS TTPLV UPYICETE VA YP1CLUOTOLEITE AVTO
T0 PAPNOKO, S1OTL TEPLAAUPAVEL GNUAVTIKES TAPOPOPIES Y1 GUG.

. DdvrdEre avtd TO EUALO 0N YDV Yprone. Towg ypelactel va to dwfdoete Eava.

o O 10tpdg cag Ba cag ddoet po Kapra Yrev@dpieng AcBevoic, 1 onoio mepiéyet onuovTiKég
TANPOPOPIES Y10 TNV OCPAAELD. TOV PAPUAKOL TIg 0Toieg B mpémet va yvopilete mpv exvioete
va, ypnotponoteite to Yuflyma kobobg kot kotd t didpketa g Bepanciog pe Yuflyma. Na éyete
avtv v Kéapta YrevBopiong AcBevovg pall cog katd tn didpkeia g Bepaneing cag kot yio 4
UNVEG petd tnv televtaia cag éveon ue Yuflyma.

o Edv éyete meportépm anopiec, poTNoTE TOV Y10TPO 1) TOV GOPLOKOTOLd GO,

o H cvvtayn yia autd 1o edppoko xopnynbnke amokAEloTIKA Yio 60G. Agv TPEMEL VO ODGETE TO
QAapuroKo o€ AAAOVG. Mmopel va Tovg TPOoKaAEGEL PAAPT, AKOUO KOL OTOV TO GUUTTOUOTO TNG
acBéveldc Toug gtvon 101 pe Ta Skl cag.

o Edv mapatnpnoete Kamowo avemBOunTn evEPYELD, EVIILEPADOTE TOV YLOTPO 1) TOV POPLOKOTOL) GOG.
AVTO 1oyveL Kot Yo kdOe mhavi avemBountn evépyela Tov Ogv avaQEPETAL GTO TAPOV PVALO
odnywwv ypnione. BAére mapdypaeo 4.

T Tepréyer 1o mTapév AL 00N IOV

T givar o Yuflyma kot mowa ivon ) gprion tov

T npénet va yvopilete npv ypnoyonomoete to Yuflyma
Iog vo ypnopomomoete to Yuflyma

[MBavég avembounteg evépyeteg

i va. purdooete to Yuflyma

[epreydpeva g cvokevaciog Kot AOTES TANPOPOPIES
Odnyieg xprong

Nooak~whE

1. Tuveivon To Yuflyma ko wova givon 1 ypijon tov

To Yuflyma mepiéyet ) dpaotiky ovoio adalimumab, éva @dppoko Tov dpa 6TO AvVOGOTOUTIKO GVGTI O
(dpovay) Tov 0pYOVICLOV GOC.

To Yuflyma mtpoopiletar yio ) Ogpameio Tov QAEYHOVOIDOV VOGUAT®V TOV TEPLYPAPOVTOL TOPUKATO:
Pevpotoetdng apbpitida

Yopiaon kotd TAAKOG

Alomun Tk 10pOTUdEVITION

Nocog tov Crohn

EAxddnc koritida

Mn Aomong paryoelditidn

To dpaotikd cvatatikd tov Yuflyma, n adalimumab, sivai éva avBpdmivo povokiovikd avticopa. To
LOVOKAMVIKA AVTICOUOTO EIVOL TPOTEIVEG TOL TPOGOEVOVTOL GE VO GUYKEKPLUEVO GTOYO GTOV OPYAVIGHO.
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H adalimumab £ys1 og otdyo ¢ pia Tpwteivn Tov ovopdleton mapdyovtag vékpwong 0ykov (TNFa), 1
omoio EUTAEKETOL GTO OVOGOTTOMTIKO (apLVTIKG) cOoTNA Kol BpiokeTol og avEnpéva enineda 6Tig
QAEYUOVDOELG 0oBEVEIEG IOV OvVaPEPOVTOL TapaTtive. Me v mpdcdeon oto TNFa, to Yuflyma
gA0TTOVEL TNV S10d1KaGTioL QAEYUOVIS O aVTEC TIG acbéveleg.

Peopatociong apBpitidan
H pevpartogidng apbpitida etvor pia preypovddng vocos tov apdpdoemv.

To Yuflyma ypnopomoteitan yio tn Ogpancio g péTplog g cofapng pevpatogldons aphpitidag 6Toug
evnAKec. Mmopel apyikd va cag xopnyndodv dAAo TPOTOTOMTIKA TS VOGOL PAPLLOKA, OTMG 1|
uebotpe&drn. Eqv dev avtamokpiBeite tkavomomTika 6g antd to pappoxo, o oag yopnyndei to Yuflyma.

To Yuflyma pmopei eniong va xopnynOeti yio tn Oepancio g cofopng, evepyod kot eEgMcoOUEVNG
PELLOTOELDOVG apBpiTidag yopic va Exel Tponynbei Bepoameio pe pebotpe&arn.

To Yuflyma umopei va emPpadiver tic PAGPeS Tov apbpdoemv mov TpokaAovvTaL amd T GAEYLOVOOT
v660 Kot pmopet va Tig fondnoet va Kivodvtor o erevbepa.

O wtpog oag O anogaciost edv to Yuflyma mpémet va yopnynbet pe pebotpe&dm 1 povo tov.
Yopioon katd TAdKog

H yopiaon katd midkog eivar puo deppatomdelo mov tpokarel epuOpEg, POAMOMTES, AETIODOELG TALKEG
OEPLLOITOC TTOV KOAADTTOVTOL Ao apyupdypoo Aémia. H yopioon katd mAdkog uropel eniong va tpocPaiet
TOL VY10, TPOKOAMVTOG OTMAELY, TOV VUYL0D, TEYVVOT) KOl ATOKOAANGT| 0TO TNV KOITH TOV VLYoV, TO 0010
pmopel va glvat ETMILVO.

To Yuflyma ypnowomoteital yia tn Oepomeio e pétplag mg cofapng yopiaong katd tAdkag 6Tovg
EVNAIKEG.

AWTVNTIKN WOPOTAIEVITION

H dwomontikn potadevitida (ovopdletal kot avaoTpoen oK) eival pio xpovia Kot Guyxva emmdovvn
OAEYHOVAOONG VOGOG ToL déppatoc. Ta copntodpata propet vo tepthapufdvovv gvaicOnta olidio
(e€oykmpata) Kot amoctipata (6001 veg) mov propet va exkkpivovy moov. Epeaviletar cuyvotepa oe
GUYKEKPIUEVEG TTEPLOYEG TOV SEPUATOG, OTTMG KATM artd TO 6TNO0G, GTIC LAGYAAES, GTO ECMTEPIKO TMV
unpov, otn fovPovikn ydpa Kot Tovug YAoLToUS. XTig TpocPefAnuéveg meployEs Pnopel enions va
EUPAVICTOVV OVAEC.

To Yuflyma ypnopomoteitat yio T Ogpansio
o ™G METPLOG £0¢ GOPUPNG SLOTVNTIKNG 10PMTAUSEVITIONS OE EVAAIKES Kol
o ™G pétplog £0¢ coPfapnc SLomuNTIKNG WpmTAdEViTIdNG o €pnPovg nAkiog 12 émg 17 etdv.

To Yuflyma umopei va peiwoet tov apifud tov olidiov Kot TV amosTUdTov 100 TpoKeAodvIal omd T
v660, KaOMDS Kot TOV TOVO TOL GUVOEETAUL LYV e TN vOG0. MTopel apyikd va cog yopnyndovv aiia
eappaxa. Edv dev avtamoxkpibeite apketd kaAd oo @appoko avtd, o cag yopnyndei to Yuflyma.
Néoog tov Crohn

H véoog tov Crohn givor pua pAeypovadng vocsog tov mentikol cvatipotog. To Yuflyma ypnoiponoteitot
ywo ™ Oepomeia

. ¢ pétprog émg cofapng vooov tov Crohn og evijhikeg Kot
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o ™e pétprog émg cofapng vocov tov Crohn ce moidid ko eprifovg nhikiog 6 £mg 17 etdv.

Mmropet apykd vo cag yopnyndovv dAla pdppoka. Eqv dev avtamoxpifeite apketd kold oTo appoKa
avtd, O cag yopnynBei to Yuflyma.

EAx®ong koriTioa

H eAkddng kolitida givar pio pAEYHOV®ONG VOGOG TOV TOXEOG EVIEPOV.
To Yuflyma ypnopomoteitat yio T Ogpansio

o ™G UETPLOG £MG GOPapnG EAKDOOVS KOAMTIONG g EVIIAIKEG Kt

o ™G pETPLoG Em¢ sofapng EAK®I0VG KOATIdAG o€ Toudd Kot eprifovg nhkiog 6 £wg 17 gtmv.

Mmropet apykd vo cag yopnyndovv dAla pdppoka. Eqv dev avtamokpifeite apketd kold oTo QappoKa
avtd, Oa cag yopnyndei to Yuflyma.

Mn-Lowpu@ong payoedition

H un Aoudong payoeditida eivor pio AEYHOVAOING VOGOS TOV ETNPEALEL OPICUEVO TN UATO, TOV
opOaipov. To Yuflyma ypnowonoteiton yio t Oepomeio

o EVNAIK®V [LE UN-AOUMOIN PayoELdiTIdn He PAEYOVT| TOV NNPedleL To omicBlo HEPOG TOL
0O pon
o o€ OOl amd TNV NAKIN TOV 2 ETOV e (POVIO UN-AOMON PoyoEldiTIdn Le GAEYLOVT TOL

emnpedlel 10 TPOcho HEPOG ToV 0POUAUOD.
H pAeypovn| avt propet va 0dnynoet o€ peimon g 0pacns Kavn otny tapovcio eEl0popdT®my 6ToV
0pBaALO (Lodpeg KOVKIdEC N WILEG YpappEG IOV KivovvTan 6 OAO TO TTEdio TG Opaong). To Yuflyma dpa

LELOVOVTOG QUTH T1 GAEYLOVT.

Mmropet apykd va cag yopnynbovv dAla pdppoka. Eqv dev avtamokpifeite apketd Kold oto QapHOKA
avtd, 0o cag yopnynBei to Yuflyma.

2. Tuvrpénel va yvopilete apv xpnopononjoete to Yuflyma
Mnyv ypnowponorsite o Yuflyma:

o Ye nepintwon aldepyiag oto adalimumab 1 og omolodnmote dALo amd Ta cVOTATIKG CVTOV TOL
QupLaKoL (ovaEEPOVTOL 6TV Topdypapo 6).

o Y mepintmon gvepyol pupotioong N GAlov coPapadv Aowwméewv (Préne «Ilposidomomoeic kot
[Ipoeura&eigy). Eivor onpovtikd vo evuep®CETE TOV YIOTPO GOG EAV EXETE CUUTTMOLOTA
rotluméng, yio mapddetypa, Topetd, TANYES, aictnua KOTmong 1 0d0VTIKA TpofAnuaTO.

. Ye mepintoon pétplag 1 cofapnc kapdiakng averapkelas. Eival onuavtikd va evnuepooete tov
YwTpo cog edv glyate 1| xete cofapn kapdiakr voco (BAéne «IIpogidomoinoeig Kot
[TpopuAd&eioy).

Ipocdomomoeis ko TPpoPLAGEES

AmevBuvBeite oToV Y10TPO, TOV PAPLOKOTOLO 1 TOV VOGOKOWO GOG TPl ypnotporooete to Yuflyma.

AM\epykéc avTOPAoELC
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o Edv gpoavicete aliepyiké aviidpaoels e cuumTapaTo, 0nwg aictnua cei&ipatog oto Odpaka,
dvonvota, LaAn, oidnua 1 e£dvOnuo drakdyre Tig evéoeig Yuflyma kot emikowvoviote apéong ue
TOV Y10Tpd G0g KaBDS, 68 OMAVIES TEPIMTMOGELS, AVTEG O avTdpdoels pmopet va eival duvnTikd
amenTIkég Yo v o).

Aoydéeig

o Edv éyete o dolpmén, copmeptrapfavopévng piog xpoviag Aoipméng 1 pioag Aoipwéng oe éva
onueio Tov cOUATOG G0g (Yo TapddeLypa, EAKog Kviung) ovpfovievdeite tov yiatpod cog mpv
apyioete v aywyn pe o Yuflyma. Edv dev giote BéPatot, emkovmviote pe Tov ylotpd 60g.

. Mmnopei va gpoavicete AopudEelg evkohdtepa evad AapBavete tn Bepancio Yuflyma. Avtog o
Kivouvog evoéyetor va aénbel edv Exete mpofAnpata pe Toug TVeOUOVEG oaG. Ot AOUDEELS AVTEC
umopel va givat EMKIVOUVEG Kot GOUTEPIAAUPAVOLV:

. Ovopatioon
. AOWMEELG TOL TPOKOAOVVTOL OO 100G, LWOKNTES, Tapdoita 1 PakThpla
. cofopn Aoipwén oto aipa (onyoripio)

Y& OTAVIEG TEPITTMOCELS, OVTEG Ol AoumEelg ivar mhavo va, eivot ametAntikég yio tn (on. Eivot
OTUOVTIKO VO EVILLEPMGETE TOV YIUTPO GOG EAV TAPOVGIACETE GUUTTMUTO OTMG TVPETO, TANYES,
aioOnpa kémwong 1 odovrtikd tpofinuata. O wTpdg cog eivar TBavO vo Gag TEL VoL SIUKOWYETE TO
Yuflyma yw kémoto didotnua.

. Evnuepoote tov ylotpd cog GV Katolkeite 1| TOEIOEVETE GE TEPLOYES OTTOL Eival TOAD GUYVEG Ot
LUKNTIOIKEG AOUDEELS (Y10 TALPASELY LA, IGTOTAAGUMGT), KOKKIGIOEWO0UVKNTIOG 1|
BAactopvkntioon).

o Evnuepdote tov yuotpd cog edv elyate AOIUDEELS TOV EMAVEPYOVTOL GLYVA 1| AAAES TaBNGELS IOV

av&Avouy Tov Kivouvo AomEE®V.

o Eav giote nlkiog dve tov 65 etdv giote Mo gudimtol og Aotuméels, eved Aappavete Yuflyma.
Eoeig kot 0 wtpdc cag mpénet va deiete 1dwaitepn Tpocoyn o€ onueio Aoiuméng eved Aaufavete
Oepameia pe Yuflyma. Eivotl onuavtikd va evnuepdoete Tov yiatpo 6oG 0V EUQUVICETE
CLUUTTOUOTO AOTUOENG, 0TS TVPETO, TANYEG, aicOnua KOT®ONG 1 000VTIKG TPOPANUATAL.

Dvupatioon

. Eivo moAd onpovticd va eviiepmoeTe ToV YoTpo 60G 4 glyate moté pupatioon, | v nAbate
G€ GTEVI EMAQN LE KATOLOV OV €iye uuatioon. Edv &xete evepyn pupotioon, pn
ypnowonomoete to Yuflyma.

e Emnedn £yovv avagepbei neputdoeig upatioong o acbeveic mov Ehapav to Yuflyma, o
10Tpo¢ cog O oag eEETAGEL Y10 OTUEID, KO CUUTTOUOTO, PULUOTIOONG TPV OPYICETE VA
AopPavete o Yuflyma. H e&étaon avtr 0o teptlaufdvel minpn tatpikn ektipnon
GUUTEPTAAUPOVOUEVOL TOV LOTPLIKOD 1GTOPIKOD GOG Kol KATAAANAO EAeyyo (Yo TopAadELy L,
aktwvoypaia 0opakog kot dokipacio pupotivig). H die&aymyn kot To 0moTEAECUATA QVTOV
TV dokuaclav Oa mpénel va kataypdaeoviol otny Kapte YrevOipiong AcOevoic.

o  duuotimon pmopet vo, avortuydel katd T dudpkela g Oepameiog axdun Kot eav £xete AaPet
Oepamneia yio v TPOANYN TNG PLUATIOONG.

e Edav copntopata eupotioong (yio mapddetypo, frixag mov dev vroywpel, amdAslo BApoug,
ENhenym evepynTIKOTNTAG, NTLOG TVPETOG) 1| OTOLUONTOTE AAAN Aoipumén eppavicbel katd T
duapkela g Oepameiog 1 HeETd amd ot O TPETEL VoL EVIULEPDOETE OUESMG TOV YLOTPO GOC.
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Hroztitwo B

. Evnpepaote tov yuatpd cog edv glote popéag tov 100 ¢ nratitidos B, edv &xete evepyd

nratitwa B, 1 vroyidlecte 011 Ppickeote oe kivouvo va poAvvbeite pe tov 16 ¢ nratitidog B.

o O tpog oag Ba mpénet va cag e&etdoet yia Tov 10 g nratitidag B. Xe acleveic o1 omoiot
giva popeic Tov 100 ¢ Nratitidag B, to Yuflyma sivar mbavo va tpokaiécet
EMOVEPYOTOINGT| TOV 10V.

e Y& KAMOIEG OTAVIEG TEPUTTMGELS, EOKA €AV AopPaveTe Kol GAAA @dpoKo To omoio
KATOOTELAOLV TO AVOGOAOYIKO GUGTILA, 1] ETOVEVEPYOTOINGT] TOV 100 TNg Nratitidog B, eivar
mBhovo vo amoderyBel ametAntik ywa tn {omn.

Xelpovpyikn 1 0dovtikn enéufoon

. Edv mpdkertan vo vioPAnOeite oe eyyeipnon N oe enépPacn oto dGVTLIO, EVILEPDGTE TOV YIULTPO
oag 0t Aappdavete Yuflyma. O watpdg cog sivarl mbavo vo GLGTHGEL TPOGMPIVE SL0KOTH TG
Bepanciag pe Yuflyma.

AnopveMvotikn vOcoc

o Edv vroeépete 1 gpoovicete pio amopveAvoTikn voco (o acBévela 1 omola ennpedlel Tov
LOVOTIKO Hovova yOPp® 0o To veDpa, OTMC 1) GKATIPLVOT] KOTA TAGKAG), O 10TpOg Gag Oa
anopacicetl eav mpénet va AdPete N va cuveyioete va Aappavete to Yuflyma. Evnuepdote apéomg
TOV Y10TPO GOG AV PUDGETE CLUTTONOTA, OTWOG CALOYEG OTNV OpaoT, adLVOpio 6T YEPLo 1] Ta
7oo10, 1 LOVSOCoUA 1) LUPUNYKLIOGLLO GE OTTOLOONTOTE UEPOG TOV CAOUATOG GO,

EupoMacpoi
o Optopéva gpPoito evogyetal va TpokoAEcovy AO®EELS Kot O Ba mpémet va yivovtal evd

MouPavere to Yuflyma.

e Potote tov Yiatpd cag mpv Aapete onotodmote eUPOALO.

e YvuviotdTal, £’ OGOV gival EPIKTO, TO TOLOLE VO £XOVV TPAYLLOTOTOMGEL OAOVS TOVG
TPOYPOUUATIOUEVOLG EPPOALOGLOVE Baoel nAikiog Tpv amd v Evapén g Oepaneiag pe
Yuflyma.

e Edav Adpate Yuflyma evd fioactav £€ykvog, 10 popd 60 PIopel vor SLoTpEXEL LEYOADTEPO
Kivouvo gpedvionc tétotag Aoinméng yio Stiotnua £m¢ TEVTE TEPITOL UAVEG LETA TNV
tehevtaio 66on Yuflyma mov AaBate kotd ) didpkeia g eykvpoovvne. Eivol onuoavtikd va
EVNUEPDCETE TOVG YLOTPOVS TOL HOPOV GOG KoL AAAOVG EMAYYEALOTIEG VYEIOG OYETIKA LE TN
xpnon Yuflyma katd t didpkeia g eyKupochvig 606, MOTE Vo, LTOPOLV VoL anopacilovy
7oTE TO PO cag Oa mpémel vo, AdPel kdmolo epuPforto.

Kapdokn overdapketa,

. Edv vropépete and fmiag popeng kapdiokn averdpkeia kot Aaufaverte Oepaneio pe Yuflyma, n
KapdloKn avemdpkela Bo Tpénet vo mopakoiovbeitan 6teva amd Tov Yiotpod cag. Eivar onpavtikd
Vo TELTE GTOV Y1aTPO GOg €4V giyate oTo TapeABoOv N vopépete and cofapod kapdlakd TPOPANUa.
Edv mopovctdoete véa GUUTTOUATO 1] EMOEIVOOT] TOV CUUTTOUATOV TNG KOPOLOKNG AVETAPKELNG
(1. dVomvola N TPHELO TOdIDV) Oa TPETEL VO, EXIKOIVOVIACETE AUECWHG e TOV Y1oTpd cag. O
10Tpog oag Oa amopaciost edv mpémel va Adfete Yuflyma.

ITvpetdc, LOADTES, oupoppoyio n @ypdTNTU

. Y& peptkovg acbeveic o opyaviopdc givar mhavd va, omotiyeL Vo Topayel apKET TOcOTITA TOV
KUTTAP®V TOV OHIOTOG TOL AVTHETORILOVV TIg AoumEelg 1 fonbovv otr Slokonr TG apoppayiog.
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O wTpog cag givar mBavd va aropacicel vo dtokdyel T Bepaneio. Eqv epeavicete mopetod o
omoiog dev VoY WPEL, EAUPPOVE LOAMTEC 1] Atoppayeite TOAD KO 1} aiveste TOAD YAmuO1,
EMKOWVOVIOTE LE TOV Y1TPO GOG AUECHG.

Koapkivog
. Yndpyovv ToA) ondvieC TEPIMTAGELS ELPAVIOTS CUYKEKPILEVAV ELODV KOPKIVOL Gg Todid Kot

evilikeg acBeveig mov Aapupavovy Yuflyma 1 déido TNF-avtaymvio.

o Aobeveig pe mo coPapn pevpatosdn apbpitida ot owoiol TAGYoVY aTd PoKpPoyPOVIK VOGO
glvan mBavd va €yovv peyoldtepo tov pPécov Opov Kivouvo gppdvions Aepeopatog (pio
HOPON Kopkivoy Tov emnpedlel To AEUPIKO GUGTNIA), KOl Aevyaipio (o popen Kapkivov Tov
emnpedlel To aipo Kol T0 HuEAd TMV 00TMV).

o Avmdpete to Yuflyma, umopei va avénbei o kivéuvog epedviong AepedUatoc, Aevyotpiog 1
ALV LOPPGOV KapKivoy. Ze omhvieg TEPIMTMOGELS, £vVOg aoLVIONG Kot coPfapds TOTOG
Aepedpatog £xel mopotnpndel og aobeveic mov Aappdvovv Yuflyma. Xe kdmolovg amd avtovg
ToVg aoBeveic yopnynnke emiong azathioprine 1 6-mercaptopurine.

o Evnuepmote oV yatpod cog edv AapPavete azathioprine 1 6-mercaptopurine pe Yuflyma.

o [lepmtdoelg un LEAAVOUATIKOD KapKivVOL TOL dEpaTog £xovv mapatnpn el oe acbeveig ot
omnoiot Aapfdavovv Yuflyma.

o Edv véeg depuatikéc PAAPEC eppavioTody KOTA TN SdpKeLo 1) LeTd T Oepameio M G
VILAPYOVGES depuaTiKég PAAPBEG AALAEOVY LOPOPT], EVILEPDOTE TOV YATPO GUG.

. Yrip&ay TEPImTOCELG KapPKIvmV, EKTOC TOL AEUPDUOTOC, G€ AGOEVELG Ue GLYKEKPIUEVOD TOTTOV
nmvevpovordbeia n omoia kaAeitar Xpdvia Amoppaktikt| [TvevpovondBeio (XAITD) otovg omoiovg
éxer yopnynOei dArog TNF-avtaywviotig. Edv maoyete and XAII 1| korvilete moAd, o mpémet va
ov{nmoete pe tov yaTpd oag edv 1 Bepaneia pe vav TNF-avtayoviot) eivol KoTdAANAn yio
€00C.

Avtodvoco voonua

o Y omavieg TEPTMoELS, 1 Oepancia pe To Yuflyma propei va odnynoet o€ chvopopo
npocopoldlov pe Avko. Evnuepmaote tov yiatpo cog ebv mapotnpndody GOUTTOUATE OTTMG
emipovo aveEnynro e£avOnpa, TupeTog, TOVOS GTIS apHpMCELS 1] KOT®ON.

Howowd xon £pnpor

o EpPoitacpot: gbv givan Suvatov, ta moudid Bo Tpémet va £XOVV TPOYLOTOTOMGEL TOVG
amapoaitnToug eporacpois Tpv ypnoponocovy to Yuflyma.

Alo eappoxa kot Yuflyma

Evnuepmote Tov yiatpd 1| ToV opUaKOoTold oag 6V maipvete, £xete mPOGPATA TAPEL 1) LWITOPEL VO, TAPETE
aAlo edppoaka. Agv Oa tpémet va Aappavete Yuflyma pe edappoko ta omoio Tepi€yovy Tic axOAov0eg
dpaoTIKEG 0VGiEG, e&atTiog TOV VYNAOD

KIvoHvoL ekdNAmang coPapng Aoipnméng:

o Anakinra
o Abatacept

Mropeite vo, Aappavete to Yuflyma poli pe:
o pebotpelatn
. GUYKEKPIUEVE, TPOTOTOUTIKA TNG VOGOU OVTIPEVHOTIKA PAPLLOKE. (Y10 TOPASELYLLOL,
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60VAQAcOAALivT, VOPOELYAW®POKIVT, AEPAOVVOLLOT KOl EVEGILO CKEVACLLATO ¥PLGOV)

o OTEPOELON N AVOAYNTIKH QAPHOKO CUUTEPIAAUPOVOUEVOV TOV U1 GTEPOEODV AVTIPAEYUOVOIDY
eoppdkov (MEAD).

Edv éyete epotioeig, mapaxoaieiode va amevbuvbeite otov yrotpd oag.

Kinon kol Oniaocpog

. Oa mpénet va eEgtalete TNV XPNOTM KATOAANANG AVTIGOAANYNG Yo TV TPOANYT TNG EYKLHOGVVNG
KOl VO, GUVEYIGETE TNV YPNOT TNG Y10 TOLAGYIGTOV 5 Piveg Hetd Ty televtaia Oeponeio pe

Yuflyma.

o Edv giote éyxvog 1 OnAdlete, vouilete 0TL pmopet va giote £yKvog 1 oYEALETE VA OMOKTHGETE
ondi, {ntote T GLUPOLAN TOL YTPOL GOG TPV TAPETE AVTH TO PAPLLOKO.

. To Yuflyma npénet va ypnoyionoteitol Kotd Ty SIAPKELR TNG EYKVUOGVUVIG LOVO EPOGOV
ypedleTor.

o ZOUO®VO e Hol LEAETY] Y10, TV EYKVHOGUVT], OEV DINPYE LEYOADTEPOS KIVOLVOG Yo GUYYEVELG

dvomhacieg dtav n untépa gixe AdPet Yuflyma katd v eykopocivn og cOyKpion Ue Tig UNTEPES
TOL ETOOYOV OO TNV 1610 VOG0 Kot o1 omoieg dev Eafav Yuflyma.

o To Yuflyma pmopei va ypnoyonombei katd tn didpkeio Tov Oniacuod.

o Eav AapBavere Yuflyma katd v eykopocivn cog, 0 popd cog uropei va dtatpéyet peyaidtepo
Kivouvo gppaviong Aoiuwéng.

o Eivan onuavtikd va evpuepdoete Toug yotpohs Tov Lmpol oag Kot GAAOVS enayyeApatieg vyeiog

oyetikd pe ™ xpnon Yuflyma kotd ) dudpketo g £YKuHOGUVIG GOG, TPV TO HOPO 6o AaPet
Kkdmoto euPorto. I'a meprocdTEPEG TANPOPOPiES OYETIKA e TOV epPolacud PAETE Tapdypapo
«IIpogidomoncels Kot TPOPLAGEEID.

Odnynon ko EPLoPOg PNYavNRaTOV

To Yuflyma pmopei va €yt pikpn enidpoon otny ikavoTntd cog yio 0d1ynon, todnioocio 1 xeipiopon
unyovnudtov. Aicinon otpofiicol Tov dOUOTIOL Kot SLUTaPUYES TNG OPOUCTG UTOPEL VO TPOKDYOLV
uetd ™ Afqym tov Yuflyma.

To Yuflyma agpiéyet vatpro

AVTO TO PAPLOKEVTIKO TPOTOV TEPLEXEL AyOTEPO 0td 1 mmol vatpiov (23 mg) avd 0,8 ml d6ong, dnAadn
glval 0VGLUOTIKA «EAEVOEPO-VOTPIOVY.

3. Tlag ve ypnoepononjoete to Yuflyma

[Tévtote va ypNGIOTOLEITE ALTO TO PAPUAKO CQVGTNPA COLPOVA LE TIC 0OTYIEC TOVL YITPOV 1 TOL
Qopurokomolod coc. Eav éxete appiPolicc, pmTAGTE TOV Y1ATPO 1 TOV QOPLAKOTOLO GUGC.

Ot ovviotdpeveg d0oeis Tov Yuflyma oe kdfe pia amd 116 eykekpuéveg ypnoeis Topovctdloviol GTov
akodrovbo mivaka. O yloTpdg oo UTopel vo cuvTayoypa@nost pe GAAN teptektikdtnta tov Yuflyma edv
ypelalecte uia SloupopeTIKn dOGT.

Peopartosiong apOpition

Hhkia 1 papog copatog 1660 KoL TOG0 LYV TPEmEL N UELDOELS
vao. Aappaveror;

Evilkec 40 mg ke devTePN EfdoUdON 11 pevpooedn aphpitda
N xopiynon e uebotpecing
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ovveyiletow 660 yopnyeitol To
Yuflyma. Edv o wtpog cog
anopacicel 4TL N yopnynon
g nebotpe&ang eivar
axaTdAANAn, tote To Yuflyma
umopel va yopnynOet povo
TOV.

Ed&v ndoyete and
pevpatogldn apbpitida kot de
Aappdvete peBotpeEdn pali
ue 1o Yuflyma, o 1atpdg cog
UTOPEL VO OMOPAGIGEL VO GOG
yopnyei o Yuflyma 40 mg
Kkd0e efoopdda 1 80 mg kabe
dgvTepT gfdopdda.

Yopioon katd TAaKag

Hlwia 1 Bépog copoatog

IIéc0 ka1 TOGO GVYVE TPémEr
vo
Aappaverar;

Inperdoelg

Evilkeg

Apyuc 06om 80 mg (pia éveon
v 80 mg og pia nuépa),
axoAovBobpuevn amd 40 mg
KkéBe devtepn efdoudda
Eexvovtag pia efdopdda petd
™V apyikn d6ae.

Edwv dev éxete emoprn
aVTOTOKPIOT, O 10TPOG GOLG
umopel va avénoet ) 4001 o€
40 mg ka0e efdouada i 80
mg ke devTePN gfdoudda.

AWTVNTIKN WOPOTAIEVITION

HMkia 1 papog copatog

1660 KoL TOG0 LYV TPémEL
v Aapfaveror;

2N UELDOELS

Evikeg

Apyixn d6on 160 mg (dvo
evéoelg Tov 80 mg og pia nuépa
1N pia éveon twv 80 mg v
NUEP Yot VO GUVEXOUEVES
NUéEPEG), akorovbovpevn amod
pia 66om tv 80 mg (pia £veon
tov 80 mg og pia nuépa) dvo
ePdopddeg apydtepa. Metd and
500 axopa efSopAdES,
ocuveyiote ue do6om 40 mg kabde
gBdoudda 11 80 mg kdbe
devtepn efoopada, OnmG
cuvtayoypaprinke omd Tov
Ytpd oo,

Yuviotdton 1 Kobnuepvi
YPNOT OVTIGNTTIKOD
GOTOVVIOD GTIG

pooPePAnuéveg TepLoyEs.

‘Epnpot am6 12 émg 17 etcdv
ue Bapog 30 kg kot ave

Apyn| d6om 80 mg (pia Eveon
80 mg og pia nuépa),
axoAovBobuevn amd 40 mg

Av €yete avemopkn andkpion
oe Yuflyma 40 mg ka0e
dgvtepn efoopdda, o 10Tpog
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KkG0e devtepn gfdoudada
Eexvovrag pio efdopdda
apyotTepa.

c0¢ pmopel va avéEnoet
o001 ota 40 mg kabe
gfdoudoa 1 ot 80 mg ke
devtepn efdopdoa.
Yvviotdtar M kafnpepvn
xp1Ion OVTIONATIKOV
GOTOLVIOD oTIS

TpooPePAnpéEveg TEPLOYES.

Néoog Tov Crohn

HMkia 1 papog copatog

660 KoL TOG0 GLYVE TPpémeL
va Aappaveta;

N UEVDOELS

IToudid, £enpor Ko evihkeg
Ao TNV NAkio TV 6 ETOV Kot
avo, pe Bapog 40 kg 7
TEPLGGOTEPO

Apyn| d6om v 80 mg (pio
éveon tov 80 mg ce pia nuépa),
axoiovBobuevn and 40 mg 600
ePdopddeg apydTepa.

Edv amotteiton tayvtepn
OVTOTOKPLoT, O 1TPOG UTOPEl
VO GUVTOYOYPOUPT|GEL POl OPYIKT|
4001 160 mg (dvo evéoelg Tov
80 mg nuepnoing N pia Eveon
v 80 mg v nuépa yo dvo
GUVEYOUEVEG NUEPEG),
akoArovBoduevn amd 80 mg (uia
éveon tov 80 mg nuepnocimg)
dvo efdopdoeg apydtepa.

21 cvvéyelo, n cuvnong 66om
elvan 40 mg kabe devTepn
gpdopdda.

O 10tpdc cog pmopet va
avénoet t do6om o€ 40 mg
Kkd0e efoopdda 1 80 mg kabe
devTepT gfdopdda.

[ondd ko épnpor amod 6 Emg
17 etdv pe Bapog Myodtepo
and 40 kg

Apywn d6on 40 mg,
axolovBovpuevn and 20 mg
dvo efdouddeg apydtepa.

Ed&v arouteiton tayvtepn
avtonokpion ot Oepaneia, o
Yatpdg Gog propet vo oag
GUVTOYOYPOUPNGEL Lol apyIkn
6001 80 mg (ua éveon twv 80
mg), axolovBovuevn amd 40
mg 0vo gfdouadeg apyoTepal.

21 ovvéyeln, n cuvnong 66om
glvan 20 mg kabe devTepn
gBdoudda.

O ywtpog cag pmopel va
aVENCEL TN GLYVOTNTA TNG
d0oong og 20 mg kée
gfdoudoa.

EAk®ong koAitioo

Hhkia 1 papog copatog

1660 KoL TOG0 LYV TPEmEL

2N UELDOELS
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va Aappavetan;

Eviilkeg

Apywn| d6om 160 mg (dvo
gvéoelg tov 80 mg og pio nuépa
1N pia éveon twv 80 mg v
NUEPT V1oL VO CUVEXOUEVES
nuépeg), akorovbovpevn amd 80
mg (pio éveon Twv 80 mg
nuepnoing) dvo gfdopddeg
apyoTEpa.

21 cvvéyeln, n cuvnong 66om
glvar 40 mg kabe devtepn
gfoopdoa.

O wTpog cog pmopel va,
avénoet tn doom o€ 40 mg
kG0g gfdopdda | 80 mg kébe
devtepn efdopdoa.

Iondd ko épnpor amd v
niwio Tov 6 eTOV pe Papog
Mydtepo amd 40 kg

H npdtn 6601 eivor 80 mg (uia
gvéoelg Tov 80 mg oe pio
nuépa), akorovBovuevn amd
40 mg (pio éveon tov 40 mg)
dv0 efdoudoeg petd.

211 ovvéyela, 1 ocvvning doom
givar 40 mg kabe dedtepn
gpdopdda.

®a pénel vo cuveyiceTe Vol
naipvete to Yuflyma o
cuvnOn d6on Gog, aKouN Kot
aoV Kieloete Ta 18 &1

IMondid ko épnpor amd v
niwio twv 6 etV pe Papog
40 kg 1 TepiocoTEPO

H ntpdtn 8601 givar 160 mg
(000 evéoelg v 80 mg og pia
nuépa 1 pia evéoeig v 80 mg
avd Nuépa yio VO SO0 YIKES
NuéPeC), akorovbovpevn amod
80 mg (uia éveon twv 80 mg o¢
pia nuépa), dvo efdopddeg
HETA.

211 ovvéyel, 1 ocvvning doom
elvan 80 mg kabe devrepn
gpdopdda.

®a mpémnel vo cuveyiceTe Vol
naipvete o Yuflyma ot
cuvnin d6on Gog, aKoUN Kot
a@o¥ KAieioete To 18 €.

Mn-Lowpu@ong payoedition

HMkia 1 papog copatog

1660 KoL TOG0 LYV TPémEL
vao. Aappaveron;

2N UELDOELS

Eviilkeg

Apyixn 66on tov 80 mg (nia
éveon tov 80 mg nuepncing),
axolovBodpuevn and 40 mg
KGO devtepn efdopado
Eexvavtag pio efdoudda petd
™V apykn d6on:

Ta kopTiKoGTEPOELDN 1 GAAN
QappoKa wov exnpedlovv to
OVOGOTOTIKO GUOTN O
umopel va cuveyilovtor 6tav
hapPavere Yuflyma.

To Yuflyma umopei eniong va
yopnynOet povo tov.

IModd ko EégnPot and v
niwio tov 2 TV pe Papog
Myotepo amd 30 kg

20 mg k&Be devtepn gfdopada

O ywTpdg cog pmopel va
GLVTAYOYPOUPNCEL Hiol apyikn
6001 tov 40 mg n onoia Oa
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yopnynOet pio efdopada Tpv
v évapén tng cvvinboug
doong v 20 mg ke
devtepn efdopdoa. To
Yuflyma suvictdron yuo
YPNOM € GLVOLACUO UE

uebotpe&arn.
[Tood ko Epnpor and v 40 mg ka0g devTepT ERdonada O wrpdc oag pmopet va
Nikia Tov 2 etV pe Papog GUVTAYOYPOUPNGEL L0l OLPYLKN
tovAdyotov 30 kg 0001 80 mg mov mpémel va

yopnynOet pio efdopada Tpv
amo v évapén g cuviBovg
d6ong Twv 40 mg kabe
devtepn efdopdda. To
Yuflyma cuvictdrtot yuo
YPNON € GLVOLACUO e
ueBotpegarn.

Tpoémog kar 066g yop1nynong
To Yuflyma yopnyeitan pe éveon k1w and to déppa ([e VITOdOPLA EVEST).

AgmTopepeic 0dnyies Yo To mdS vo kavere Ty £veon Yuflyma napéyovror oty mapaypogo 7
«Oodnyieg ypione».

Eav ypnowpononjoete peyorvtepn 60en Yuflyma amo iy kevoviki

Edv xatd AdOog kévete v £veon tov Yuflyma o cuyvd omd 6,1t 6og €ine 0 10TpdG 1 0 PapUOKOTOLOC
60G, KOAEGTE TOV YLOTPO 1] TOV POPUAKOTOL0 GO KOl TTETE TOV OTL TPOTE UEYOAVTEPT dOGN. o TPEmeL va.
€xete mavtote TV eEMTEPIKT GLOKELAGIN TOV PapPUdKoL uali cag, akdun Kot dtav eivar ddela.

Eav Egydoete va ypnoyporonjoste o Yuflyma

Edv Eeydoete va kGvete TV éveon , Ba mpémel vo kavete Ty £veon yia v endpevn ddon tov Yuflyma
apEc®S Lo to Buunbeite. Katdmv Oa cuveyicete tnv endpevn d0om v nUéEP TOL giye apycd
mpoypappatiodel, edv dev elyate Egxdoet T d6o.

Eav stapatieste vo ypnoponoteite To Yuflyma

H andeoon vo otapatioeste va ypnoonoteite to Yuflyma 6a npémnet vo culnnBei pe tov yrotpo cog. Ta
COUTTONATA GOG UIopEl vo eTavéLBovy dv otapatioste vo ypnotponoteite o Yuflyma.

Edv éxete meplocoTEpEG EPOTIOELS GYETIKA LLE TT] YPNOT] AVTOV TOV PAPUAKOV, POTIGTE TOV Y10TPO 1] TOV
(QOPHLOKOTOLO GOC.

4. IIBavéc avemOounteg evépyeieg

Onwg dha Toe eAppoKa, £TGL KOL GVTO TO QAPUOKO LTOPEL VO TPOKAAEGEL AVETIOOUNTEC EVEPYELEC, AV KOL
dev mapovctalovtal e 6AOVS Tovg avBpdmovs. Ot TEPIocOTEPEG TOPEVEPYELES vl NTIEG EWG UETPLES.

Ouwg kamoteg umopei va, gival coPapéc kat va amortovy Oepaneio. Avembdunteg evépyelec umopei va,
EUPAVIOTOVV TO AyOTEPO péca o€ didotnua 4 unvodv uetd v tehevtaio éveon Yuflyma.

297



Evnuepdote apécmg 1oV Y10Tpo 60G GV TOPUTNPCETE KATOL0 0.0 TO. 0KOAOVOO

cofapod e&avOnua, kvidwon 1 dAla onueio aAAepykng avtidpaong

0101 L0l TPOGMTTOV, XEPLOV KOl TOIDV

OVOTTVELGTIKO TPOPAN LA, SOVGKOAMO KATATOONS

dVGKOAIN aVOTTVONG KOTA T GokNon 1 KAt TV KatdkAion i oidnua ota modo

Evnuepaote apéomg Tov Y1aTpo 60c €0V TapaTNPI)oETE KATOL0 0T6 TO aKOAOVOQ

onueio Aolpméng, 0mmg mupeTog, aictnuo acbévelag, TANyEg, odovtikd TpoPfinuata, aicOnon
KOOGOL KOTA TV 0vpnon

aicOnpo advvapiog 1 KOTOGNS

Prixa

KVNouo

LOVdOG LA

Sumhmiol

adLVaLLia YEPLOV 1 TOdSIDV

TomiKo TPNEWOo N avoryTd €hKog To omoio o BepameveTan

onpeio Kot COUTTOUOTO VITOTTO Y10 OLLATOAOYIKES SOTAPAYES OTMG TAPATEWVOLEVOS TVPETAC,
UOADTES, apoppayio, ypoOTNTO

Ta Topomdve GUUTTOUATE UTOPEL VO AmoTEAOVY EVOEIEN Yol TIC 0KOAOLOES avemBouNTEg EVEPYELES, O1
omoieg éyovv mapatnpndei pe o Yuflyma.

IoAv ovyvég (Lmopovv va emnpedoovy meptocoTepa and 1 ota 10 droua)

avtdpdoelg g Béong Eveonc (mov cuumepthapupdvouy dlyog, oidnua, eppHpoTNTA 1 KVNGUO)
AOWUGDEELG AVOTVEVGTIKOV GVOTHUATOS (GVUTEPIAAUPAVOVTOL KPLOAOYT|LLO, KOTOPPOT], 1YHOpPiTIdA,
Tvevpovia)

KeQaAaAyiol

KOWMOKO GAyog

votio Kot EUETOG

eEavonuo

LVOCKEAETIKOG TOVOG

Yoyvég (umopovv vo exnpedoovy £o¢ kot 1 ota 10 dropa)

cofapéc Aoubéelg (cupmepthapPdvetar onyaiuio Kot ypinn)
EVTEPIKEG AOUMEELS (cLuTEPIAaUPAVETAL YOOTPEVTEPITION)

AoudEelg Tov déppatog (ovumeptiapufdvovtal KuTTapitida Kot £pmng)
AOLUMEELS TOV OVTIOY

OTOUATIKEC AOUDEELS (GVUTEPIAAUPBAVOVTOL AOTUMDEELS TOV JOVTIDOV KoL EPTING)
AOLUMEELS TOL AVOTAPAYDYIKOD GUGTNHLOTOG

AOIH®EN TOL OLPOTONTIKOD

LUK TIOGIKEG AOUMEELG

roumEels Tmv apbpmcemv

KkaAonOeic dykot

KOPKIVOg OEPUOTOC

OAAEPYIKES aVTIOPAGELS (CVUTEPIAQUPAVETOL ETOYIKT AALEPYID)
aQLOGTOON
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oAhayég g duabeong (ovumeptiapPavetor katdbAnym)

ayxos

dVGKOAIN OTNV ETELELGT TOVL VTVOV

dtaTapayéc g aictnong 6mwe LLPUNYKIOGHA, aicOL0 TEUTUOTOC 1) LOVOLOG O
nuKpavio

ocvumieon vevpikng pilag (cupmepthapupdvetor TGVog YaUNAG oTn LEGT KOl TOVOG GTO TOd)
dtaTapayég OpacNs

QAeypovr 09BoA0D

QAeyHOV] TOV PAEQAPOV KoL TPHEYLO TOV LOTION

Myyog (aicOnuo CaAng 1 otpofiiicon)

aicOnpa ypryopov Kopdiokon ToApod

VYNAN apTNpLoKn mieon

éGoym

OATOUO (CLGEMPELOT AiOTOC EEM amd Ta OLOPOpa aryyeia)

Prixag

GoOua

dVGKOAlD GTNV avaTVOn

YOGTPEVTEPIKT apLopporyio

dvomeyia (podoKmua, Kouovpa)

ToAVdpOUN o

ovvopopo Enpotrog (cvumeprapupavovtar Enpotnta oto udtia kot Enpoctopio)
KVIOUOG

eEavonua pe eayovpa

UOADTEG

QAeyHOVT] TOVL 6éppartog (Ommg Eklepna)

OTAGLO TV VUYIDY TOL YEPLOV KOl TOV OO0V

avénuévn epidpwon

OTTOAELN LOAMDY

véa ekdNlmaon 1 emdeivoon g yopioong

pvikol oracpol

aipo oto ovpa

TPOPANLOTO LE TOVG VEPPOVC.

ndvog oo othfog

oidnpa (TpN&ipo)

TLPETOC

ueimon ToV AUOTETOAI®Y TOL 0inaTog TOL ALEAVEL TOV KiVOUVO atpoppayiag 1 ELPAVIONS
LOADTOV

o KaBvoTEPTUEVT ETOVAWMOT)

‘O ovyvég (Lmopel va ennpedoovy Emg kar 1 ota 100 dropa)

o euKkaplakég AopaEelg (cupmepthapufavovtal 1 euUATIOGCT Kot AAAEG AOUMEELS TOV TPOKHTTOLY
omd PEl®ON TNG CVOGOAOYIKNG OITOKPIGNC)

VEVPOLOYIKEG AOUMEELS (CLUUTEPTAAUPAVETOL 1] TOYEVIG UNVLYYITION)

roméelg opBaipon

Baktnplokég AoumEELG

EKKOATTOUOTITIOON (PAEYLOVT] Kot AOTU®EN TOV TOYE0G EVIEPOL)

Kapkivog

Kapkivog Tov emnpedletl To AepEKd cOLGTNHO

UEAGVOLOL

299



STOPAYES TOL OVOGOTOTIKOD GUGTHIOTOG TOV UTOPEL VoL ENNPEACOVY TOVG TVEDLOVEG, TO OEPLLOL
Kol TOVG AepQadéveC (Tapovatalovtol cuvnBéotepa mg capkoeidman)

ayyelitda (AEYUOVT GLLOQOP®V OyYEI®V)

TPONOGC (TPELOVAO)

vevporabdeia (Stotapayn TV vebpwV)

OYYELKO EYKEPOUAIKO ETELGOO10

OTMAELD OKONG, fOLNTO

aicOnpo avopodov Kapdlokol puduod 6nmg TapdAetyn KopSoK®OY TOAUDY

KOPOLOAOYIKE TPOPANILOTO TOV UTOPEL VO TPOKAAEGOVV SLOKOTT| TNG OVOTTVONG 1] TPNEO TV
aoTPAYAA®V

Kapd1oKn TPOocPoAn

éva 60Ko oTOo Tolympo piog peyding aptmpiog, eieynovn kot Opoppwon piog préPac, andoepatn
€vOg alplo@dpov ayyeiov

TVEVUOVIKEG VOGOL TOV TPOKAAOVV SLOKOTY| TG avamvong (cuumeptiapfivetonr AEYLOV)
TveLUOVIKT eUPoln (amdppaln piog aptnpiog T@v TVELUOVOV)

Vel KOTIKN GLALOYT (U1 PLGLOAOYIKT) GLAAOYT VYPOV OTN TEPLOYN| TOV TAELPDV)

(QAEYLOVY] TOV TAYKPEATOG TTOL TPOKOAEL GOPapd TOVO GTNV KOUMA Kot TV TAATY

OLGKOALN OTNV KATATOOT)

oidnua Tpos®IoL (TPNEYLO TOV TPOCHTOV)

QAEYLOVT] TNG YOANDOYOL KOGTNG, TETPEG OTN YOAN

Mrmddec Nmap

VOYTEPIVES EQPLOPDGELG

OVAN

U1 QLGLOAOYIKT] HVTKT KOTOTT®GN

GLGTILOTIKOG EPLONUOTMOTG AVKOG (GUUTEPIAAUPBAVOVTOL PAEYUOVES TOV OEPIOTOC, TNG KAPOLAC,
TOV TVEVHOVA, TV apOpDOGEDY Kl GAL®Y 0pYOVIK®V GUGTNUATOV)

dTapayEG TOL LITVOV

avikavotnTo

QAEYLOVEG

Yrawvieg (umopobv va, exnpedoovy émg kot 1 ota 1.000 dropa)

Aevyoupio (kapkivog wov exnpedlel To aipa Kot ToV LDEAD TOV 0GTOV)

cofapn aAlepyikn avtidpaor pe kotomAnéio

OKANPLVGN KOTE TAAKOG

VELPOAOYIKEC dratapayéc (OTme eAeyovn Tov 0@OuAUIKOD vebpoL Kat chvdpopo Guillain-Barré
OV UTOPEL VO TPOKAAEGEL LVTKT] 0dVUVOiD, U1 GUGIOAOYIKES OGONCELS), LUPUNKINOT GTOVG
Bpayioveg Kol 610 AV® PEPOG TOL CAOUATOS)

KOPOLOKT AVOKOT

TVELUOVIKT] tvedon (OVAEG GTOV TVEDLOVEL)

d1dTpnon Tov EVIEPOL (TPOTTA GTO EVTEPO)

nratitida

gmovevepyonoinon g nratitidag B

QVTOAVOGT NTOTITION (PAEYUOVT TOL NTOTOG TOV TPOKOAAELTAL 0TO TO CVOGOTONTIKO GUGTIILOL)
OEPLLOTIKN QyYEUTIOO (PAEYLOVT TOV GLULOPOP®V Oy YEI®V TOV OEPUATOC)

obvdpouo Stevens-Johnson (apyikd copntduate coUTEPIMOUBAVOLY KaKovyio, TVPETO,
TOVOKEPOAO Ko £AvONLaL)

00N o TPOoGMITOL (TPNEWO TOV TPOCHTOV) TOV GUVOSEVETAUL OO AAAEPYIKEC OVTIOPAGELS
TOAOLOP@O epOONUO (PAeyHOVDOESC EEAVOM L0 dEPLATOC)

oLVOPOLO TPOGOUOLALoV e AVKO

ayyetooidnua. (tomkd TpNREo dEPOTOC)
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o Aeymvoeldng avtidpaon d€ppatog (Kvnoumdeg epupo-pmp eEavinua oto déppa)

Mn yvooTég (1 ouyvotnTa dev pmopel va ektiun el pe faon ta dabéoipua dedouéva)

. NraTooTANVIKO Aéupopa ek T-kuttdpov (éva omdvio €100 Kapkivov TOV CiLOTOC TOV GUYVA Elval
Bavatneopo)

. Kopkivopa ek kuttapov Merkel (throg kapkivov Tov dEppatog)

. oapkopo Kaposi, po omdvia popen kapkivov mov oyetiletor pe Aoipwén amd tov 10 Tov
avOpdmvov épmntoa tomov 8. To caprwpa Kaposi sugaviletatr cuyvotepo Le T LOpeT TOPPLPGOY
BAafdv Tov 6éppatoc.

. NTOTIKY AVETAPKELDL

o emdeivwon plog katdotoong 1 oroia ovopdletal deppotopvooitidn (epeaviletol mg depuaTiKo

e€avOnua cuvodevdpEVOo 0o PLTKY aduvapLio)
. AvEnon Bapovg (i Tovg mepiocdtepovg acbeveic,  avénon Papovg oy pkpn)

Kémoteg avembounteg evépyeieg mov mapovotdotnray pe to Yuflyma propei va unv éxovv coumtopoto
Kol uropel vo avakaAveBovy uovo pe e&etdoelg aipotog. Avtég cuumepthapupdvoov:

oAb ovyvég (Lmopovv va ennpedoovy meptocotepa and 1 ota 10 dropa)

YOUNAEG TIUEG TOV AEVKOKVTTAPMOV
YOUNAEG TIUEG TOV EPLVOPOKVTTAPOV
avénuéva Mot oipotog
avénuéva nrotikd vivua

Yoyvég (umopovv va ennpedoovy £o¢ kot 1 ota 10 dropa)

VYNAEG TIUEG TOV AELKOKVTTAPWOV

YOUNAEG TIUEG TV OUOTETAAIDV TOV aiaTOg
avEnpévo ovptkd o0&y aipaTog

U1 QLGLOAOYIKEC TIUES VOTPIOV TOV GpLOITOC

YOUNAES TIMEG aoPeaTtion aiplotog

YOUNAES TIUEG POGPOPOL TOL OHUATOG

VYNAO GAKYOPO OLOTOg

VYNAEG TIMEG QULLOITOC TNG YOAOKTIKNG QLPLOPOYOVAGT|C
TOPOVGIN AVTOAVTICOUATOV GTO Lo

YOUNAO KAAL0 aiplaTog

Oy ovyvég (umopet vo exnpedoovy £o¢ kat 1 ota 100 dropa)

o VYNAN pétpnon yorepubpivng (Mmatikéc doKuacieg aiploTog)

Yrawvieg (umopodv va, exnpedoovy émg kot 1 ota 1.000 dropa)

. YOUNAES TIUEG TV AEVKOKVTTAPMV, TOV EPLOPOKVLTTAPHOV KOl TV OUOTETAAIDV TOV OiUOTOG
Ava@opd avemOOuNTOV EVEPYELOV

Edv mopatnpnoete kamola avemBOpnTn eVEPYELD, EVIILEPDGTE TOV YIITPO 1 TOV POPLOUKOTOLO GOC. AVTO
1oyvEL Kot Yo KaOe mbav avemBountr vEPYELN TOL OEV AVUPEPETOL GTO TAPOV PUALO 0ONYIDV YPIOTG.
Mmnopeite eniong vo avaeépete avembounteg evépyeteg amgvbeiog, LEG® TOV E6VIKOD GUOTNUATOG

avapopas Tov avaypapetar oo MHopdapmua V. Mécm e avapopds avemBiuntov EvepyEldV, HTopEite
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va fonBnoete 6T GLALOYT TEPICCOTEP®V TANPOPOPLDY CGYETIKA LLE TNV ACPEAELN TOV TOPOVTOG
POPUAKOL.

5. TI®g ve guhdcoete to Yuflyma
To @appako ovTd TPETEL VO PUAACCETAL GE PEPT) TOV OgV TO PAETOVV KOl OV TO POAVOLY TO TOdLA.

Na pn ypnotponoteite avtd 10 EAPUAKO LETA TNV NUepounvic ANENG TOL AVOPEPETAL TNV EMIGTLAVON
Kol otV eEmTEPIKT cvokevacia petd ™ AHEH.

dvldooete og Yoyeio (2 °C — 8 °C). Mnv KatoyOyETE.

DVAACCETE TNV TPOYEUIGUEVT] GUGKELT] TOTOL TEVOS 6TO EMTEPIKO KOLTI Y10l VO, TPOCTOTEVETAL OO TO
(MG Kot TNV vypaoia.

Evalloktikég cuvOnieg poiaéng:

Ortav amotteitat (yio mopdaderypa, otav ToEde0eTe), 1| KAOE Tpoyeouévn cuokeun Tomov mévog Yuflyma
umopei vo puAdooetot o€ Ogppokpacio dopatiov (uéxpt 25 °C) yia péyioto ypovikd ddotnua £mg 31
nuepov - BeParwbeite 6T givo mposTatevpEVN amd T E®G. AoV Pyet and To Yuyeio pe oKOTo va
@VAoyOel g BeppoKkpacio SMUATION, 1| GUGKELT TOTTOV TEVUC TPETEL VA Y pricLpomon0si evrog 31
nuepav 1 va amwoppredei, {0t kot av Eavaronobetn el oto yoyeio.

B0 TPETEL VO, KOTOYPAWETE TNV NUEPOUNVIOL KOTA TNV omoia 1 TEVa PYNKeE Yo TpdTH Qopd amd To Wuyeio,
KkaBdg Kot TV nuepounvio petd amd v onoia 1 wéva Ba mpémet vo amoppLphet.

Mnyv mtetdite QAPLAKO GTO VEPO TNG AMOYETEVCNC 1} OTA OIKLAK( amoppippoto. Pothote tov yotpod 1 tov
QOPUOKOTOLO GOG Y10 TO TMG VO TETAEETE TO, PAPLOKO TOL OEV YPTCLOTOIEITE T AVTA TO, LETPA. Oa
BonBnocovv oty Tpoctacia tov mepiPdAilovtog.

6. Ileprgyrdpeva TG CVEKEVAGINS KOl LOUTTES TANPOPOPIES

Tvagpiéyer o Yuflyma

H dpactikn ovoia eivar adalimumab.

Ta GAAa cvotatikd givat 0EKo o0&, TPLOPIKO 0E1KS VATPLo, YAVKivn, ToAvcopPiko 80 kot Koéwp Yy
gvéoL.

Ep@avien g mpoyspiopéviig 6uekevig Tomov aévag Yuflyma ko mepieyopeve mg cvokevaciog

To Yuflyma 80 mgevéoipo dtdAvpa o€ TPOYEMOUEVT GLOKEVT TOTTOL TTEVOG dlatibeTan wg éva oTElPO
dtévpe 80 mg adalimumab doedivpévo og 0,8 ml Soivpotog.

H mpoyepopévn cuokenn| tomov mévag Yuflyma eivon éva cuotnpa éveong pe BeAdva piog xpiong pe
QVTOUOTOTTOINUEVEG Aettovpyieg. Ymapyel éva Topdbupo og kdbe TAevpd TG TEVIC LECH TOL 0010V
umopeite va deite to didivpa Yuflyma péoo oty méva.

H mpoyepouévn cvokevn tomov mévag Yuflyma dwatibetar oe ovokevaoisg mov nepiéyovv 1 kot 3
TPOYELGUEVEG GVOKEVEC TOTOL TTévac. H cuokevacio 1 mpoyeuiopéving GueKeLNC TOTOL TEVOC TEPLEYEL 2
embépata aAkooIng (1 epedpikod). LTig GLOKEVAGIEG TOV 3 TPOYEUCHEVOV GVGKEVADVY TOHTOV TTEVAG, KAOE
TPOYELGUEVT] GLOKELT TOTOV TTEVAG cLVOdEVETAL amd 1 emibepo aAKOOANG.
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Mmopei va, unv KokAo@opoHV OAEC 01 GLOKEVUGIEC.

To Yuflyma umopei va Sratifetot mg mpoyepuicpévn ohpiyya 1)/Kot TpOYEUIGUEVT] GLGKELT] TOTOV TEVOLC.

Kéroyog Aderag Kvkrhogopiag

Celltrion Healthcare Hungary Kift.

1062 Budapest

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

Hopockevaotiig

Millmount Healthcare Ltd.

Block 7

City North Business Campus
Stamullen, Co. Meath K32 YDG60
Iphavédia

Nuvisan GmbH
Wegenerstrale 13
89231 Neu-Ulm
eppovia

Nuvisan France SARL
2400, Route des Colles
06410, Biot

ToAlio

Midas Pharma GmbH
Rheinstr. 49

55218 Ingelheim
Teppovia

KYMOSS.L.

Ronda Can Fatjo, 7B.

08290 Cerdanyola del Valles
Barcelona

Iomtavia

[No omoladnmote TANPOPOPia. GYETIKE LLE TO TAPOV PAPUAKELTIKO TPOTOV, Tapakareiote va amgvBuvleite
67OV ToTIKO avTImpocwmo Tov Katdyov g Adstog Kukhogopiag:

Belgié/Belgique/Belgien
Celltrion Healthcare Belgium BVBA
Tél/Tel: + 32 1528 7418

Bbbarapus
Celltrion Healthcare Hungary Kft.
Ten.: +36 1 231 0493
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Lietuva
Celltrion Healthcare Hungary Kift.
Tel.: +36 1 231 0493

Luxembourg/Luxemburg
Celltrion Healthcare Belgium BVBA
Tél/Tel: + 32 1528 7418



Ceska republika
Celltrion Healthcare Hungary Kift.
Tel: +36 1 231 0493

Danmark

Celltrion Healthcare Denmark ApS
TIf: +45 35352989
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
Kern Pharma, S.L.
Tel: +34 93 700 2525

Elrada
BIANEZ= ALE.
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.I.
Tel: +39 02 47927040
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Magyarorszag
Celltrion Healthcare Hungary Kift.
Tel.: +36 1 231 0493

Malta
Mint Health Ltd.
Tel: +356 2093 9800

Nederland
Celltrion Healthcare Netherlands B.V.
Tel: + 31 20 888 7300

Norge
Celltrion Healthcare Norway AS
Contact_no@celltrionhc.com

0 sterreich
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

Roméania
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.
Puh/Tel: +358 29 170 7755



Kbnpog Sverige

C.A. Papaellinas Ltd Celltrion Sweden AB
TnA: +357 22741741 contact_se@celltrionhc.com
Latvija

Celltrion Healthcare Hungary Kft.

Talr.: +36 1 231 0493
To mwapdv ULA0 00N YOV yp1ioNS avade®P1)OnKe Yo TEAELTUIN POPE OTIS
AlLrec INYEG TANPOYOPLAY

Aentopepeic TAnpoeopieg yio to eappako avtd eivar drabéoipeg otov dikTvakd TOTo ToL Evpomtaikon
Opyavicpov dapudkmv: http://www.ema.europa.eu

7. Odnyigg xpnong

o O1 akdlovBeg 0dnyieg e€nyodv Tmg vo. KaveTte povol cog v vroddpila Eveon Yuflyma
YPNOUYLOTOIDVTAS TNV TPOYEMGUEVT GLOKELT TOTOV TEVAG. AloPAoTe TPOCEKTIKG OAES TIG 0ONYiEg
K0l 6T GLUVEYELN aKoAoLONGTE TIg Pa Tpog Priua.

. O 101pdg, 0 VOGOKOUOG 1 0 POPUAKOTOLOC G0¢ o oag Oei&0vV TNV TEXVIKN Y1 VO KAVETE HOVOG GOG
™V €veon.
. Mnyv emyeipnoete va kdvete LOVOG Gog TV éveon mopd Lovov 0tav €iote oiyovpog 0Tt ExeTe

KOTOVOTNGEL TOV TPOTO TPOETOOGIOG KO EKTELESTG TNG EVEGTG.

o Metd amd KatdAANAN exmaidevon, urtopeite va KAvete LOVOL GOg TNV EVEGT VO GOG TNV KAVEL
Koo dALO AToO, OTMG Y10 TAPAdELY L0, KATO10 LEAOG TNG OIKOYEVELHG OUG 1] KATO10G (IAOG.

. Xprnowonoteite kdOe TpoyeUIoUEVT CLOKEVT TOTTOV TEVAG LOVO Y10 pia EVEOT).
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Ipoysuiepéivy cvokevyy Tomov mévag Yuflyma

KéAoppo IepifAnpo
Belovag

Dappoko @ :I— HapdBupo AE
=

Xopo

Papoog
guforov

L= L

LS _-J LS =

Mpw ™ xpiion Metd ™ ypiion

Ewéva A
M YpNOLUOTOUN|CETE TNV TPOYEULGUEVT] GVCKEVT] TUTTOV TEVAS EAV:

. glvol paylopévn 1 omocUévn
o N nuepounvia ANEng €xel mapéret.
. &xEl TECEL € GKANPY| EMPAVELQ.

Mnv a@arpeite To KGAVPPO, Tpa povo Aiyo apwy amé v éveon. Poldcscete To Yuflyma og pépn
OV O€V 10 PAETOVV KL OV TO POAVOVY TO TOLOLE.

1. ZuykevipOGTE TO OVTIKEIPNEVA Y10 TV £veo)

a. Etowdote pia kabapn, eninedn empdveln, 0nmg tpaméll 1| ThyKo, 6€ [o KOAG QOTICUEVT TEPLOYN.
B. Bydite 1 mpoyeucpévn cvckeun THTOL TEVOG 0O TO KOLTI TOL PLAAGGETE GTO YVYELD GO,
v. BeBawmbeite 611 £xete T0 axdAOVOO avTiKEipeva:

- [Ipoyepuopévn cuokevt THTOL TEVOG

- 1 BouPaxt eumopIGUEVO LIE OVOTTVEL L

Agv eprhoppavovtal ot LAPTIVI] GLOKEVAGIA:
- Bappdxi i yala

- AVTOKOAANTOC EMOEGOG

- Aoyelo amoppyng oyUnpoOV oVIIKELLEVOV
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AHZEH MHNAZX ETOXZ

Ewova B

2. EA&yEte v TPOYEMOUEVY] GVGKELT] TOTTOV TTEVAG

a. Befawwbeite 011 éyete 10 cwotod pdpuaxo (Yuflyma) ko
docohoyia

B. Kottd&te v mpoye o Iévn GUGKELT] TUTOL TTEVOG KOl
BePormBeite 611 dev givan payiopévn 1 omacpévn.

v. EXéyEte v nuepounvio ANéng oty eTikéTa g
TPOYEUICUEVTG CLGKELTG TUTTOL TEVAG.

Mn (pPNOLHOTOMGETE TNV TPOYEUIGUEVT] GVOKEVT] TOTOV TEVAG
gqv:

. glvol paylopévn 1 omocuévn.

. N nuepounvia ANéENG £xel mapérbet.

. €xel TEGEL € GKANPY EMPAVELD.

Ewovo I’

3. EAéyEte To @appaxo.

a. Korta&re péosa amod to mapdbupo kon BePfarwbeite 611 to
VYPO givar S1VYES, AYPMUO MG AVOIKTO KAPE YOPiG
ocopatiow.

e M {pNGLOTOLEITE TNV TPOYEMGUEVT] CVPLYY EQV TO VYPO Eivar
OTOYPOUATIGUEVO (KiTpvo 1] 6KOVPO KapE), BOAO 1) Tteptéyet

ocopoTidw.

e Mrnopei va dgite puoaiideg 6To VYPO. AvTtd eival PUGIOAOYIKO.
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15-30
remTa

4, Hepwpévere 15 g 30 Aentd

0. AQNOTE TNV TPOYEMGHEVT] GLGKELN TOTTOV TTEVAG GE
Oeppokpacia dmpatiov yio 15 éwg 30 Aentd yio va
Ceotabet.

. Mn (eotaivete TV TPOYEUGUEVT] GLGKELT] TOTTOV TEVOG
YPTOLOTOIDVTOG TYES Oeppomrag 0nmg {eoTd vepd 1 povpPVo
LUUKPOKLULAT®V.

Ewova A

b e

= MONO ¢povriotig

_ Avtoyopiiynon ko
= xopiynon anéd
®dpovTioTi)

Ewova E

5. EmAéEte éva kataiinio onpsio £veong

o. Mnopeite va kévete Eveon:
- OTO UMPOGTIVO LEPOG TV UNPDV GOG.
- TNV KOWALA GOG TOVAGYLIGTOV 5 EKOTOGTA LOKPLA OO TOV
OLLPAAO
(aparo).
- v e€mTEPIKN TEPLOYN TOL Ave Ppayiova (MONO &dv eiote
(QPOVTICTNG).

* Mnv kavete éveon o€ dépua mov Ppicketal o€ amodcTaon £0¢ 5
EKOTOGTA OTT0 TOV OUPOAD Gog (apard) 1 KOKKIVO, GKANPO,
gvaicOnto, onuadepévo, £xel LOAMTES 1) OVALS.

* Edv maoyete amd yopiaomn, unv kavete tnyv Eveon amsvbeiog oe
TEPLOYEC OEPLUTOC TTOV TTAPOLGIALOVV SLOYKMGT, iYLV,
£pLOPOTNTA 1] ATOPOMIWMTIKEG TAAKEG 1] OALOIDGELS.

* Mnv KAvete Vv €veon Tave and o povya

B. AAAGCeTe BEom éveong KaBe popd oL KAveTe o Eveon. Kabe
véo onueio éveong Tpémt va Ppioketal TOVALYIGTOV 3 EKOTOGTA
amd 1o onueio TG £vESTNG OV YPNGILOTOONKE TPONYOLUEVOG.
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6.

Ewova XT

IM\vete Ta (épLa oag

a. [TAvete Ta xépla GOG e GOTOVVL KoL VEPD KO
GTEYVAGTE TO TOAD KAAG.

Ewova Z

7.

KaBapiote To onpeio g £veong

a. KaBapiote to onpeio g éveong pe éva PapPdit

B.

EUTOTICUEVO UE OWVOTIVELLLOL KAVOVTOG KUKAIKEC KIVIGELG
A@NoTe T0 dEPLLOL VO GTEYVAGEL TPV OO TNV EVEOT).

* Mnv @uedte kon pnyv ayyilete Eavd to onpeio g éveong
TPOTOV KAVETE TNV EVEOT).
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8.

a.

!_Hapi[nn po .
Perovog

EwovoH o

Agarpéote TO KGAoppao

Kpatnote v mpoyeioévn GueKeLT TOTOV TEVAS Amd TO
GO0 TOV EYYVTAPO LE TO KAAV LU0 VO, OELYVEL TTPOG TAL
mhvo pe 1o éva xépl. Tpapnéte anaid to KAAvpL [LE TO
dAlo xépt.

MnV a@opEGETE TO KAADULO LEYPL VO EIGTE ETOLUOL VO
KAVETE TNV £vEoT).

Mnyv ayyilete T Pelodva 1 To mepiPAnua g felovag. Av
mv ayyi&ete pnopet va mpokAnOet tpomnpa ond Perdva.

Mnyv enavatonobeTeite T0 KOAVUUO GTNV TPOYEUIGUEVT
GUGKELT TOTOV TEVAG. ATOPPIYTE TO KAADUUO OUESMG
670 JOYEI0 ATMOPPIYNG OLYUNPDV OVTIKEIUEV@DV.

Eival puotoroyikd va deite pepikég otayoveg Tov
dtodvpatog va Byaivovv amod tn ferdva.

Ewova ©

9. TomoBeTi|0TE TNV TPOYEUIGUEVT] GUOKEDT] TOTOV
TEVOG 6TO ONUEio TG €vESTC.

a. Kpatnote tnv mpoyeliclévn cuGKELT] TOTOL TEVOG,
moTe vo, pmopeite va dgite to mapdbupo

B. Xwpic va TOUTNOETE 1} VO TEVIDGCETE TO OEP|LO,
TOmo0ETHOTE TNV TPOYEUIGUEVT] GLGKEDT] TOTTOV TTEVAG
mhvo amd to onpeio g éveong vd yovia 90 popdv.
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10. Xopnynote v éveon

a. [Tiéote Vv mpoyeopévn GuGKELT TOTOL TTEVAG 6TAOEPA
mhvo oto déppa. Otav Eekivioet n éveon Bo. akovoeTe TO

1o duvatd «xhky Kot 1 pafdog tov pmrie gpPforov Ha
apyioet va yepilet to IapdBopo

B. Kpatnote otabepd tnv Tpoyeilcuévn GLGKELT TOTOV
mévag 610 déppa Kot o akoVGETE TO 20 SLVATO KA.

¥. AQob aKoOGETE TO 20 dUVATO «KAK», GLUVEYIOTE VA
KPOATATE TOTNUEVT] TNV TPOYEMGUEVT] GLGKELT] TOTTOV TTEVOG
otafepd 610 déPLO KL VO LETPATE Opyd LEYPL TO S
v va BePaiwnbeite 6t1 eyydeTe OAOKANPT T HOOT).

* Mnv aAAdCeTe T BN TG TPOYEUIOUEVIC GUGKELTG TOTTOL
TEVOG LETA TNV Evopén g €veonc.

2T1) GUVELELD, PETPIGTE

apyd £0g 10 S

Eikova 1
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Ewéva K
i—Ha pipinna
Berovag
Ewéva A

11. A@arpécte TNV TPOYEMOPEVT] GVGKEVT] TOTOL TEVAS OO TO
onpeio g éveong ko meproneite
T0 onpueio TG éveong

o. Kottdéte v mpoyeiouév GuoKELN TOTOL TEVOS KoL
BeParmBeite 6T1 N péfdoc Tov pmhe pPorov pe To YKpt
KéAvppo yepilel To mapabupo TANpoC.

B. AmopoaxpOveTe TNV TPOYEUGUEVT] GLGKELT TOTOV TEVOS OO TO
dépua oo,

* Apo¥ amopakpOVETE TNV TPOYEUIGUEVT] GUGKELT] TOTTOL TEVAG OO
to onpeto g éveong, 1 Perdva Ba kodlveBel avtopata. Mnv
enovoTonobeteite To KAAVULO GTI GLGKELT] TOTOL TEVOLC.

* Edv 10 mapaBupo dev Exel yivel evieAdg umie N €Gv 1 €VECT] TOV
oapudrov cvveyiletol, onuaivetl 0TL dev €xete AMaPel TAPn d060M.
KoAéote apuéomc Tov yiotpo 6og.

v. IlepimomBeite to onpeio g éveong mélovtag omaid,
yopic va tpifete, PapPakt 1 yala oto onpeio kot tomobetrote
AVTOKOAANTO €TMidEGO, GV glvar omapaitnto. Mropei va
TpéEet AMyo aipa.

* Mnv emovoypnGLLOTOLEITE TNV TPOYEUICHUEVT] GUGKELT TOTTOV
TEVOG.
* Mnv 1pifete 10 onueio g £veong.

12. Amoppiyte TNV TPOYEPIGHEVI] GUGKEDT] TUTOV TEVAG

a. [Tetd&te T ypnoomomuévn TPoyYEUIGUEVT] GLGKEVT TOTOV
TEVOG O€ E101KO OOYELD ATOPPLYNG OLYUNPDV UVTIKEIUEVOV
GUUPMOVE, [LE TIG 0ONYIES TOV YLOTPOV, VOCGTAEVTN 1) TOV
(POPLOKOTO0V GO,

B. Mmopeite va netdéete 10 enifepo aAKOOANG KoL TN
GLOKELAGIN GTO OIKIOKE aoppipLaTa.

* DuvAdooeTe TAVTO TV TPOYEUICUEVT] GUGKELT] TOTTOV
TEVOG KOl TO E101KO OOYEL0 ALUNPOV AVTIKELEVOV GE HEPOG
7OV 0&V TO PAETOVY KoL 0V TO TANGLALOVY TA, TOLOLAL.

Ewova M
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®rho ooV ypiong: [IAnpogopicg yia Tov aceviy

Yuflyma 20 mg evéeipo dvddvpa 6g Tpoyspiopévny copryyo
adalimumab

V¥ To @appako avtd telel VTG cuUTANPOUATIKY TopakoioVONoN. Avtd Ba emiTpéyel To Ypryopo
TPOGIOPIoUO VEOV TANPOPOPLOV acpdieloc. Mmopeite va fondnoete pécw g avapopds mbovmv
AVEMBOUNTOV EVEPYELDY TTOV EVOEYOLEVMG TTapovatdlete. BA. T€hog g mapaypdpov 4 yia tov TpoOmo
avapopds avemBOUNTOV evepyELDV.

AW PaoTe TPOGEKTIKA OLOKANPO TO GUAAO 00N YOV YPIIONS TTPLV UPYICETE VA YPTCLUOTOLEITE AVTO
T0 PAPROKO, OLOTL TEPLAOUPAVEL ONUAVTIKES TANPOPOPIES Y10 GOG.

o DdvrdEte avTd TO EUALO 0N YDV Yprone. Towg ypelaotel va to dufdcete Eavda.

. O ywtpog oag Ba cog dmaoet pio Kapto YrevOopiong AcBevoig, 1 onoio epléyel onUovTIKEG
TANPOPOPIES Y1 TNV OCPAUAELD TOV PAPUAKOL TIG ontoieg Ba mpémet va yvopilete Tpv Egkvioet va
ypnowonotei To modi cag o Yuflyma kabmg ko katd t didpkeia tng Ogpameiog pe Yuflyma.
dvraEte v Kapta YrevOopiong AcOevoig poli cog 1 e 1o maidi cog.

. Edv éxete mepartépm amopieg, pOTNGTE TOV YLOTPO 1) TOV QAPLOKOTOLO GOGC.

. H cvvtayn yio avtd 10 approko xopnyndnke amokAEloTIKd Yio To Todi oag. Agv Tpémel va
dmoeTe T0 PApLoKo og dAlovs. Mropel va tovg Tpokaiécet PAGPN, akdpa Kot dtav Ta
CUUTTOUATO TNG AoBEVELdS TOoVg etvar 1Ot e TOL Tad10D GaG.

o Edv mapatnpnoete Kamowo avemBOunTn evEpyela 6To Toudl GOC, EVILEPDGTE TOV Y1OTPO 1 TOV
(QOPUOKOTTOL0 GOG. AVTO 1oYVEL KOt Yo KAOe Thav| avemBouuntr evEPYELD TOL OEV OVOPEPETOL GTO
Tapov OALO 001 yL®V Yprone. BAéne mapdypapo 4.

T epréyel 1o mapldv UAA0 00N YLOV

Ti eivon o Yuflyma kot o eivon 1 ypijon wov

T npénel vo yvopilete npv ypnoyonooete to Yuflyma
ITog vo ypnopomomcete to Yuflyma

[MBavég avembounteg evépyeteg

o vo purdocete o Yuflyma

[epreydpeva g cvokevaciog Kot AOTES TANPOPOPIES
Odnyieg xprong

Noohk~whE

1. Tueivan to Yuflyma kot more sivon n xprion tov
To Yuflyma mepiéyet ) dpactikn ovoia adalimumab.

To Yuflyma ypnopomoteitat yio tn Ogpancio Tov QAEYUOVOI®V VOSHLATOV TOL TEPTYPAPOVTAL
TOPOKATO:

o [HoAvapBpwn veavikn Wromadng apbpitida

ApBpitida oyetildpevn pe evheoitida

[ModraTpikn yopioon Kot TAGKAG

IMadratpikn vécog tov Crohn

HodraTpikn payosditidan

To dpaoctikd cvotatikd tov Yuflyma, n adalimumab, sival éva avBpdnivo povokhovikd avticoupa. To
HLOVOKAMVIKA AVTICHUOTO EIVOL TPOTEIVEG TOL TPOGOEVOVTUL GE VO GUYKEKPIUEVO GTOYO GTOV OPYUVIGHO.

H adalimumab éye1 og otdyo ¢ o Tpwteivn Tov ovopdletot mapdyovrag vékpwong o6ykav (TNFa), 1

01010, EUTAEKETOAL GTO AVOGOTOMTIKO (QULVTIKO) GOGTNUO Kot BpiokeTal o€ auEnuéva enimeda oTig
QAEYUOVDOELS 0oOEVEIC TTOV avapEpovTal Topanave. Me v tpdodeon oto TNFa, to Yuflyma ehattdver
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™V Sldkacio. PAEYLOVIG O aVTEG TIC ao0EveleC.
MoivapBpuxi) veaviki) 10w0nadc apBpitidoa

H molvapBpikn veavikn wdonabng apbpitida eivor o gAeypovdong vosog tamv apfpmdcemy 1 onoia
cuvnBmg TpwtoepPavifeTol otV madtkn NAkia

To Yuflyma ypnowomoteital yio tn Oepomeio e molvopOpikng veovikng 1d1omaboig apbpitidag oe
acBeveig amd v nlkio tov 2 et@v. Mmopetl apyikd 610 mondi cag va xopnyndody dAia TPOTOTOTIKA
g vooov eapuaka, 6mwg pebotpeEdtn. Edv to mondi cag dev avtamokplfel apkeTd KOAL 0T QAPLOKQ
avtd, Oo Tov/Ing Yopnyndei o Yuflyma yio v Bepansio tng moAvapOpikng veavikng dtomafong
apBpitidac.

O wtpds cog Ba amopacioet edv to Yuflyma npémnet va yopnynbei pe pebotpe€dn 1 udvo tov.
ApOBpitoa oyeTilopevn pe evleoition

H apBpitda oyetilopevn pe evheoitida givar pio AEYHOVAOONG VOGS TV apfpmdcemv Kol TV onueinv
OV Ol TEVOVTEG GLVIEOVTAL LIE TO OGTAL.

To Yuflyma ypnowomoteital yio. tn Ogpomeio g apbpitidag oyetilopevng pe evhecitida oe acbeveig and
v nhikia Tov 6 etd@v. Mmopel apyikd oto mondi cog va xopnyndodv dAra TpomomomTIKG TG VOGOL
oapuaka, 0mmg pebotpegdt. Eqv 1o madi oag dev avtamokpldel apketd kald ota pappoke avtd, Oa
tov/tng xopnynOei to Yuflyma yio ) Oepamneio g apbBpitidag oyetilopevng pe evbeoitido.

Howwrpikl yopioon kKatd Thidkog

H yopiaon kotd mAdikog etvor pia, deppotonddeia mov Tpokaiei epuOpés, POAMOMTES, AETIODOELG TAAKEG
OEPLLOITOC TTOV KAADTTOVTOL amtd apyupdypoa Aémia. H yopioon katd mAdkog uropel exiong va TpocPaiet
TaL VOYL0L, TPOKOAMVTOG OTMAELY, TOV VUYL0V, TEYLVOT] KOl ATOKOAANGY| 0O TNV KOITN TOL VLYoV, TO 0010
uropel va glvan enddvvo. H yopioon moteveton 6Tt Tpokaieitor amd Eva TpOPANO GTO 0VOCOTOUTIKO
GUGTNIO TOL OPYOVIGIOV, TOL 00N YEL 08 OLENUEVN TTOPAY DY EMIOEPLUOIKDYV KVTTAP®V.

To Yuflyma ypnopomoteitan yio tn Oepancio g cofapng xpoviag ywpioong Kotd TAGKOG 6E Tondid Kot
gpnPovg nAiog 4 £wc 17 etdv otovg omoiovg ) tomikn Bepaneio Kot o1 pmtobepamneieg site dev
Aertovpynoay Tohld KoAG 1 68V NTOV KOTAAANAES.

Modworpiki vosog Tov Crohn

H vocog tov Crohn givor pio pAeypovddng vosog tov mentikod cvuotnpotog. To Yuflyma ypnoomoteitat
v Ogpameio tng pétplag Emg coPapng vooov tov Crohn o moudid kot prfovg nikiag 6 £mg 17 etmv.

Mmropet apyikd oto Toudi oag va yopnynbovv diia edppaxe. Edv o moidi cag dev avtamokpiBel apketd
KOAGQ ot pappoko avtd, 6o tov/tng xopnynodei to Yuflyma yia va meplopiotodv ta onueio kot
CUUTTOWOTO TNG achEvelag.

Howwatpikn payosiditioon

H un-Aoydong payoetditido eivar pio QAEYLOVOINE VOGOC TOV EXNPEALEL OPIoUEVA TUNUOTO TOV
opBaipov. To Yuflyma ypnowonoeiton yio ™ Oepancio og modid amd v nAkic Tov 2 €TodvV pe ¥povio

UN-AOU®ON poyostditida pe AEYUOVH oL ennpedlel To Tpochio péPog Tov oeHuALO0D.

H @Aeypovn aut puropet va 0dnyfoel oe peimon g 0pacnc Kavn oty topovcio eEldpoudtmy 6Tov
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0@BaALO (Lodpeg KOVKIdEC ) WILEG YpappES TTOV KivovvTan o OAO To Ttedio g Opaong). To Yuflyma dpa
UELDVOVTOG OVTH TI PAEYUOVT.

Mmropei apyikd 6to Toudi oag va yopnynbovv diia edpuaxa. Edv o moidi cog dev avtamokpiBei apketd
KoAG oTo @appoka owtd, Oo tov/mg xopnyndei o Yuflyma yia va meplopiotovv ta onpeio kot
cuumTOUOT TNG achévelag.

2. Tuvrmpéner vo yvopilete Tpv To Tardi cog ypnoypomonjsst to Yuflyma

Mnyv gpnoeporomjcete to Yuflyma:

o Y mepintwon aAlepyiag Tov Toudov cog oto adalimumab 1 og onolodnTote GO 0md Ta.
GLGTATIKG AVTOV TOL PAPLAKOV (avaPEPOVTaL GTNV TaPEypapo 6).

. Y mepintmon mov 1o madl cog £xel evepyd pupatioon 1 AN coPapn Aoipnmén (PAére
«IIpoedomomoeic kat [Ipoeurdaéelgy). Eival onpovtikd vo evnuep®cete Tov yuiutpd 6og €AV T0
ondl oG £xel CuUTTOUATA AOTHOENG, OTMS T.). TUPETO, TANYES, aioOnua KOTWOGONG 1] 000VTIKA
TpoPANLaTOL.

o Ye mepintmon mov 1o il 6og £xel LETPLag 1 cofapng Lopeng kapdakn avemdpketo. Eivot
OTUOVTIKO VO EVILEPMDGETE TOV YIUTPO GOC GV TO Todi GG €lxe 1 £xel coPfoapn Kapdlakn voco
(BAéme «IIpogwdomomoelg kot [TpouAaelsy).

IIpogidomou|oelg kKo TPOPLAGEELG

AmevBuvbeite oTov y1aTpo 1 TOV QOPUOKOTOL0 GG TP ypnoiponotoete o Yuflyma:

AM\epyéc ovTOPAGELC

o Edv to mandi cog eppavicet oAAepyIkéG avTIOPAGELS LE CUUTTMUATO OTTMG aicOnuo opi&ipnatog 6to
Bdpaxa, dbomvora, LaAn, TpNnéo N eEavOnua draxdyte Tig evéoelg Yuflyma kot emkovoviote
OUECMG LLE TOV Y10TPO GOC KAOMG, GE OTAVIEG TEPUTTOGELS, OVTEG Ol AVTIOPAGELG UTOPET va. lvar
SUVNTIKA ATENTIKES Yol TNV (o).

Aowdéelg

o E Eav 10 moudi oag éxet po Aoipnmén, copumepthaufovouévay Tov LaKpoypovioy 1 TOV TOTIKOV
AodEeV (Yo Topadetypa, EAKog kKviung) cvpPovievbeite Tov yloTpd Gog TPV apyiceTe TV
ayoyn pe to Yuflyma. Edv dev eiote BEBaiog, EnKovemvioTe e TOV YIOTPO GOC.

o Mmopel o moidi cog va eppavicet Lotuméelg evkordtepa, evad Aappdavel Oepancio pe Yuflyma. O
kivduvog evdéyetan va avénbet edv 1 Tvevpovikt| Agttovpyia Tov/Tng lvon emnpeaciév). Ot
rowdéelg avtéc pmopet va givan emikivovveg kol cuumepthapupdvoouv:

. oupatioon
. AOWMEELG TOL TPOKOAOVVTOL OO 100G, LOKNTES, Tapdoita 1 PakThpla
. coPopn Aoipwén oto aipa (onyorpio)

Y& OTAVIEG TEPITTMOCELS, OVTEG Ol AoumEelg elvan mhavd va eivor anetAntikég yio, ) {on. Eivot
OTUOVTIKO VO EVILEPMGETE TOV YIUTPO GOG EAV TO TOdL GO TOPOVCIAGEL CUUTTMOUATO OTTWOGC
TopeTod, TANYEC, aictnuo KoTmong 1 0dovTikd tpoPAnuata. O wtpdc cog eivar mbavd va cog met
va draxdyete to Yuflyma yio kémoto didotnua.

. Evnuepdote tov yotpd cog dv 1o Toudi oag Kototkel 1 talldevel o mePLOYES OOV Evat TOAD
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OLYVEG Ol LUKNTIUOIKES AOUMEELS (VLo TAPAdELY L0, IGTOTAGCU®GOT, KOKKIOOEWOHLKNTiooT 1)
BAaoTtopvkntioon).

o Evnpepaote tov yuotpd cog edv 10 moudi oag £yl 16TOPIKO LOTPOTALOVGMOV AOUDEEDVY 1) AAAES
KOTOGTACELG IOV UTOPEL Vo avENGOVY TOV KIVOLVO Y10 AOUMEELS.

o To maudi cog kot 0 ylotpdg Tov TPEMeEL Vo dei&ovv 1d1aitepn TPocoy o€ onueia AoTU®ENG EVD TO
noudi oag Aapfavel Oepameio pe Yuflyma. Eivor onpovtikd va migite otov yiotpd 6ag €4v to mondi
00G £YEL CLUTTOUATO LOTUMENG, OTT®G Eival 0 TVPETAC, TPAVUATO, OicON IO KOTOONG T
TpoPAnpata 6ta dOvTia.

Dupartioon

. Enedn €xovv avapepbel nepurtdoeig pupatioong og acbeveig mov Edapav to Yuflyma, o yiatpog
cog Oa e&eTdoet To Todi GOG Yo GNUELN KOl CUUTTMOLOTO QUUATIOONG TPV ap)icel vo Aapfaver To
Yuflyma. H e&étaon avt Oa tepilapfavel TAnpn oTpikn ektipmon cvpnepthopfovopuévon Tov
WTPLIKOV 1GTOPIKOV TOV IOV GaG KO KOTAAANAO EAeYyO0 (Y10 Tapddery o, oKTvoypapio
Ompakog kKo doxpacio puuativig). H dievépyeto Kot To amoTEAEGLOTA QVTOV TOV SOKILOCIHOV Oal
npénel va kataypaeovtol oty Kapra Yrev@opieng AcBevoig tov madion cog.

e Eivotl moA0 onuovTikd vo eVIUEPDOGETE TOV Y1oTpd GaG AV ElY0TE TOTE GLUATIOON, 1| EAV
NABate o€ aTevn emaeEn pe Kamolov Tov gixe pupatioon. Edv éyete evepyn oupatioon, un
ypnoonomoste to Yuflyma.

o  dupotioon pnopei va avortuybei Kotd ™ didpkela e Oepameiog akdun Kot GV T0 Tadl Gog
€xel MaPet Bepameia yio TV TPOANYT TG PLHOTIOONG.

e Edv cupuntodpata pupatioons (yo mapddetypna, frixag mov dev vroywpel, amdAglo BApovg,
ENAenym evepynTIKOTNTAG, NTLOC TVPETOG) 1| OTOLUONTOTE AAAN Aoipumén eppavicbel katd T
duapkela tng Bepameiog 1 HETA amd ovTh O TPETEL VoL EVIIULEPDOETE OUESMG TOV YLOTPO GOC.

Hrozitdo B

. Evnuepdote tov yuotpd cog edv 1o modi oag givor popéag tov 100 g nratitidag B, edv €yet
evepyd nrotitidoa B 1 vroyialeote 611 Ppioketatl oe Kivouvo vo LoAvvOel e Tov 10 TG NroTitidng

B.

o O tpog oag B mpénet va cag eEetdoet yia tov 10 g nratitidag B. Xe acleveic o1 omoiot
giva popeic Tov 100 g Nratitidag B, to Yuflyma sivar mbavo va mpokarécet
EMOVEPYOTOINGT| TOV 10V.

e Y& KAMOIEG OTAVIEG TEPUTTMGELS, EOKA €AV TO TOdT Aapfdver kot GAAa eappaie To omoio
KATOOTEALOVV TO AVOGOAOYIKO GOGTIA, 1] EXOVEVEPYOTTOINGT] TOV 100 NG Nratitidoc B givar
mOovo va amoderydel aneidntikn yuo T Con.

Xepovpyikn N 0dovtikn exéufacn

o Edv to mandi cog npoxetrar va vroPAndei oe eyyeipnon i o€ exéuPacr 6ta dSOVIIO EVIIUEPDGTE TOV
ywTpd cog 6t AapPaver Yuflyma. O yuutpdg cag givar mbovo va GuGTHGEL TPOGmPIVY SoKomT|
™g Oepomeiag pe Yuflyma.

AnopveMvotikn vOcoc

. Edv to mandi cog £xel | epeovicer po amopveAvoTikn voco (pia achéveta 1) onoia ennpedlet tov
LOVOTIKO Hovdva yOP® 0o T0, veDpal, OTMC 1) GKANpLVOT) KOTA TAGKAS), 0 YLoTpdg cog Oa
amopacioet eav mpénel va Adfel 1 va cvveyioet va Aappavetl to Yuflyma. Evnuepdote apéomg tov
YTpo GO¢ GV PLOCETE GLUTTOUATA, OTMG CAAAYES OTIV OPOCT], 0SVVALIO GTO XEPLO 1) TOL TOLL,
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1 HOVJAC U 1 LOPUNYKLOGIO GE OTTOL0ONTTOTE PEPOC TOV CANNTOS GO,

Epfolocuot

Opiopéva guPoito evogyetal va TPpoKoAEcoVY AOIUMEELG Kot O Oa Tpémel va yivovtal evid
AopBavete To Yuflyma.

e Potorte ToV Y10Tpd Gag Py To Tondi o AaPel 0molodnToTe UPOALO.

e  YvuvictdTol, £’ 660V gival EQIKTO, TO TOLOLE VO £XOVV TPOYILOTOTOINGEL OAOVS TOVG
TPOYPOULUATIOUEVOLS eLBoAacovg Baoet nAkiog Tpv amd v Evapén g Bepaneiog e
Yuflyma.

e Edav to moudi oag édaPe Yuflyma evd fitav £ykvog, 1o popod tov madion 6ag Propet va
SloTpéyel peyoATEPO KivOUVO EUPAVIONC TETOLOG AOTMOENG Yo SIACTN IO, MG TEVTE TEPITO
pnveg petd tnv tedevtaia d6om Yuflyma mov éhafe to mondi oag kotd t didpreta g
gyxopoovvne. Elval onpavtiko va evnuep®oeTe TOVG Y10TpoUS TOL HOPOV TOV IOV Gag Kot
dAlovg emayyelpotieg vyeiog oxetikd pe ™ xpnon Yuflyma kotd t didpkeia g
EYKVHOGVVNG TOV OO0V GOG, MGTE VO, LITOPOVV VO OToPacilovy TOTE T0 LOPO TOV TOd00
cog Oo Tpémet va AaPet Kamoto gpPorto.

Kapdioxn averdpkela,

Edv to maudi cog vropépetl and Hmiog Lopens Kapdiakn avemdpkelo Kot AapPavel Ogpaneio pe
Yuflyma, n kapdiakn averdpketo Ba mpémet vo, mapakorovdeitol otevd and tov yiotpd oag. Eivat
OMUOVTIKO VO TELTE GTOV Y10TPO GOC 4V TO Todi o0 €iye oTO TAPEAOBOV 1 LVIOPEPEL 0d GoPapod
Kapdlokd TpdPAnua. Edv mapovcidoet véa cupumtdpata 1] EMOEIVOOT) TOV COUTTOUAT®V TNG
KoPOLOKNG OveETapKELNS (TT.y. duamvola 1| TPHEYO ToddV) Ba TPETEL VAL EMIKOIVOVIGETE AUECHOC UE
Tov y1otpd oag. O yotpdc oag Oa amopaciost eav To Toudi cag npémet vo AdPer Yuflyma.

[Mupetdc, LOAOTES, opoppoyio  @ypodTNTL

Y& peptkovg acbeveic o opyaviopdc givar whavo vo, amoThyeL Vo TopayayEL OPKETH TOGOTNTA TOV
KUTTOP®V TOV aipaTog Tov BonBohv Tov opyaviopd Vo avTILETOTICEL TIG AOUDEELS 1] BonBobv o
daxomr) ¢ atpoppayiag. O yiatpdg cag evdgyeTar va amopaciost T dakonn g Oepancioc. Eav
70 Todl GOg EPPOVIcEL TVPETO, O OTTOI0C OEV VITOYWPEL, EAAPPOVS LDAMTEG 1 ALLOPPAYEL TOAD
€0KoAN N PaiveTal TOAD YAOUO, ETIKOVOVIGTE UE TOV YIUTPO GO AUECHC.

Koapxivog

Y7rapyovv ToAd GTAVIEC TEPIMTOCELS ELPAVIGTC CLUYKEKPIUEVAOV EI0DV KOPKIVOD GE TodLd Kot
evnlkeg acBeveic mov Aapfavoouv Yuflyma v éAdo TNF-avtayoviet.

o Aofeveig pe mo coPapn pevpartosdn aphpitida ot omoiol TaGoVY aTd paKpoypdVIe VOGO
givar mBhavd va, xovv pPeyaldTePo Tov PHEGOV OPOV KiVOLVO eppavionc Aepempotog (pio
HopOn Kopkivov Tov ennpedlel To AepPiKd GUGTNUA), Kol Aevyaipic (o popen Kopkivov Tov
ennpedlel To aipo Kot 10 HuEAd TMV 00TMV).

e Av 10 moudi oag wapet to Yuflyma, pmopei va avénbei o kivduvog eppaviong Aepoopotog,
Agvyoupiog f GAAOV LOPOOV KopKivov. L& 6MAVIEG TEPIMTMOGELS, EVOC OYL GLYVOS Kt cofapog
TOmog Aeppouatog £yl mapatnpndei oe acbeveic mov Aaufdavovv Yuflyma. Ze kdmotovg amd
aVTOVG TOVG acBeveig xopnynOnke emiong alobelonpivn 1 6-pepkamtonovpiv.

e Evnuepmorte tov y1aTpd oag edv 10 modi cag Aappavel alabeiompivn 1 6-pepromtomovpivn pe
Yuflyma.

o [lepmtdoelg un HEAAVOUATIKOD KapKivOL TOv d€EppaTOog £xovv mopatnpn el og acheveig ot
omoiot Aaufdavovv Yuflyma.
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o Edv véeg depuatikéc PAAPeG eppavioTody KoTA TN didpKeLo 1) LeTd T Oepameio 1 G
VIapyovoes depuaTIKEG PAAPES AALAEOVLY LOPPT, EVIILEPDGTE TOV YLOTPO GOG.

o YnripEay mepmtdcelg KapKivov, EKTOC TOL AELO®UATOC, 68 acOevelg e cuyKekpLEVOL TOTOV
mvevpovoradeia 1 ool kaAeitar Xpovio Aroppaktikn [Tvevpovonddeio (XAIT) otovg omoiovg
&xel yopnynOei dArog TNF-avtaywvietig. Edv to maidi cog maoyel and XAl 1 karvilel molv, Oa
npénel va cu{nToeTe e Tov yorpo cog dv ) Bepaneia pe évav TNF-aviayoviet eivar
KatdAANAn Yo To ondi Gac.

Avtodvoon voooc

o Y& onbvieg meputdoets, M Oepaneio pe to Yuflyma pmopei va odnynoet oe chvdpopo
mpocopoldlov pe Abko. Evnuepmote tov yiatpd cag ebv mapatnpnfovy GOUTTOUOTE OTMG
emipovo aveEnynro e£avOnua, TopeTog, TOVOC OTIS apHpMGEIS 1] KOT®ON.

Alha @appoxo ko Yuflyma

Evnuepdote tov yratpd 1 Tov popprokomold cog edv To mondl cog maipvel, £xel TpOGQATA TAPEL 1] LTOpEl
VoL TAPEL GANOL PAPLLOKAL.

To naudi cog de Ba mpénet vo Aapfaver Yuflyma pe @dappaka o 0moio meptéyovy Tig okOAOLOEG dPACTIKES
ovcieg e&artiag VYNAOY KIvdOLVoL ekdNAmong coPapng Aoipuméng:

. Anakinra

o Abatacept

Mmopeite va Aoupdavete to Yuflyma podi pe:
o peBotpe&arn

o GUYKEKPLUEVE, TPOTOTOUTIKA TNG VOGOV OVTIPEVHOTIKA PAPLLOKA (Y10 TOPASELYLLOL,
covApacoralivn, vVOpouyAmpokivr, AEPAOVVOLION KOl EVECTO GKEVAGLOT ¥PVGOD)

o OTEPOELON 1] AVOAYNTIKG PAPHOKO CUUTEPIAAUPAVOUEVOV TOV U1 GTEPOEODY AVTIPAEYLOVOIDY
oopuikov (MZAD).

Edv &yete epotoeig, mapaxoieiobe va amgvBuvbeite otov yrotpd cag.
Kinon kot Oniaopog
o To nawdi cog O Tpémel va e€eTdoet TNV ¥PNOT KATAAANANG GVTIGOAANYNG Yo TV TPOANYN TNG

€YKVHOOUVNG KOl VO, GUVEXIGEL TNV XPNOT TNG Y10 TOVAGYIGTOV 5 Uiveg HETA TNV TEAELTAiN
Oepameia pe Yuflyma.

o Edv to maudi cog elvan £ykvoc, vopilel 6T pmopei va givar £€yKvog 1 oxedlalel vo, amoKTnoEL Todl,
{ntote 1 GLUPBOVAT TOL YITPOV TNG TPOTOD YPNCULOTOMGEL AVTO TO PAPUAKO.

. To Yuflyma npénet va ypnoipomoteitor katd tnv StépKeLa TG EYKOUOGUVNG UOVO EQOGOV
ypelaletat.

. SOUEMVOL LE oL LEAETT] Y10, TV EYKVUOGUVT], OEV DINPYE UEYOADTEPOC KIVOLVOG Y10l GLYYEVEIG

dvomhacieg dtav n untépa gixe AdPel Yuflyma katd v eykopocivn og cOYKpLon UE TIG UNTEPES
7oL £macyov and TNV i81o, vooo kot ot omoieg dev Eafav Yuflyma.

. To Yuflyma umopei va ypnoponomei katd tn didpkeia tov Onloacpod.

o Edv 1o maidi oag éhafe Yuflyma katd tnv gykvposvvn g, To pnopd e umopel va. Stotpéyet
UEYOAVTEPO KiVOUVO ERPAVIONG AOTUOENG.

. Eivai onuovtikd vo evuepdoete Toug Y1otpoHs Tov Lmpol ToL Tatdlod 6og Kot GALOVS

emayyelpariec vyeiag oyetcd pe ) xpnon Yuflyma koatd m didpreia g eykopoohvig g, mpv
T0 popd AaPet kamowo guPorto. I'a nepiocdtepeg TANPOPOPiEC GYETIKA pe TOV EUPOAIAGLO PAEme
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mapaypapo «IIpoeldomoicelg Kot TPOPUAGEELD.

0onynon Ko YEPLoROS PNV LATOV

To Yuflyma umopei va €xel pukpn enidpacn oto Todi cog 66ov apopd TV KavoTnTo. 06N YNoNS,
TodNAaGiag N XEPIoHOL pnyovnudTev. Aicdnon otpoftiicpod Tov dmpatiov kot dStatapayEs g OpacnS
umopet va. mpokdyovy petd ™ Aqyn tov Yuflyma.

To Yuflyma nepiéyer vatpro

A1 10 PapROKELTIKO TPOidV TEPLEXEL MydTepo amd 1 mmol vatpiov (23 mg) avé 0,2 mL 66cng, dnAadn
glvol ovo1aoTIKA «EAEVDEPO-VATPIOVY.

3. &g va xpnowpomomoste To Yuflyma

[Tévtote va ypNGIUOTOLEITE ALTO TO PAPUOKO CQVOTNPA COLPOVA LE TIC 0OTYIEC TOL YITPOV 1 TOL
Qopurokomolod coc. Eav éxete appiPoliec, pmTnoTe TOV Y1ATPO 1 TOV QOPLAKOTOLO GOGC.

Ot ovvictdpeveg d6oeig Tov Yuflyma og kdbe pia omd T1g eyKeKpéveg ypNioelg Tapovctdoviot 6Tov
akolovbo mivaka. O yloTpog 60G UTOPEL Vo GLVTAYOYPOPNOEL [ GAAN TteplektikotTo Tov Yuflyma edv
70 TTodl Go¢ YPeLlETOL IO SLOPOPETIKY OOGT.

HoAlvapBpuci) veaviki] 1010001 apOpitida

Hlwia 1 Bépog copoatog

IIéo0 ka1 T6GO GVYVE va
Aoppaveran;

Inperdoelg

IMondid, €pnpor Kot eviiuceg
and 2 etdv, pe Papog 30 kg
KoL Ve

40 mg ka0e devTepn
gfdoudoa

Agv epappdleton

IMondid ko épnpor amd v
niio Tov 2 €TV pe Papog
and 10 kg éwg 30 kg

20 mg kabe devTEPN
eBooudoa

Agv epappdleton

ApOBpitoa oyeTilopevn pe evleoition

HMkia 1 papog copatog 660 KoL TOG0 GLYVE va. 2N UELDOELS
Aappaverar;

[Mondd, £pnpor Ko evihuceg 40 mg ka0e devtepn Agv gpapudletan

amo v nAkia Tov 6 eToOV pe epdopada

Bapog 30 kg kot vo

MModd kot EéenPot and v 20 mg ka0e devTEPN Agv gpapudletan

niwio tov 6 etV pe Papog epdopada

and 15 kg émg 30 kg

Howwrpucn yopioon Kotd Tthdxog

Hlwia 1 Bépog sopotog IIéc0 ka1 T6GO GLYVE va Inperdoelg

Aoppaveran;

IMondid ko éenpor amo 4

Apyxn 06on 40 mg,

Agv epappdleton
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£m¢ kot 17 etdv pe Papog 30
kg kot dve

akolovboduevn and 40 mg
pio efoopdd peta.

Meztd, n ouvnbng 660 givon
40 mg kaOe devTepn

efdoudoa.
Iondid ko épnpor amod 4 Emg Apywn d6on 20 mg, Agv gpapudletan
17 etdv pe Bapog and 15 kg axoAovBovpevn amd 20 mg
émg 30 kg pio efdopdda HETA.
Metd, n ouvnong 600 givar
20 mg ke devTEPN
gBdopada
HMowdratpikn vocog Tov Crohn
HMkia 1 papog copatog IIéo0 ka1 T6GO GVYVE va 2N UEVDOELS

Aoppaveran;

[ondd ko épnpor amd 6 Emg
17 gtdyv, pe Papoc 40 kg 7
TEPLGGOTEPO

Apyw d6on Tov 80 mg,
akolovBovuevn and 40 mg
dvo gfdouddeg apyodtepa.

Edv amotteiton taydtepn
avtomokplon ot Oepaneia, o
YITPOG TOL TS0 GOLG
umopel va 6og
GUVTAYOYPOUPNGEL Hial apyLKn
doom 160 mg, akolovBodevn
amo 80 mg dvo efdouddeg
apydtepal..

1 cvvéyeln, 1 cuvnOng doom
glvar 40 mg ke devtepN
efoopdoa.

O y10tpdg TOL TS0V GOG
umopel va avénoet tn 4001 €
40 mg kabe efdouada i 80
mg ke devTePN efdoudda.

[ondd ko épnpor amd 6 Emg
17 e1dv, pe Papog Aryodtepo
and 40 kg

Apywn d6on Tov 40 mg,
axolovBovpuevn and 20 mg
dvo efdouddeg apydtepa.

Ed&v anouteiton toyvtepn
avtonokpion ot Oepaneia, o
YITPOG TOL TS0 GOG
umopel va 6og
GLVTOYOYPOUPGEL ol apyikn
0001 80 mg, axoAiovBovuevn
amo 40 mg Vo efdouddeg
apydtepal..

21 cvvéyeln, 1 cuvnOng doom
elvar 20 mg ke devTEPN
efdoudoa.

O ywtpog cag pmopel va
aVENCEL TN GLYVOTNTA TNG
d0oong og 20 mg kée
gfdoudoa.
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Howdwatpikn payosiditioo

Hlxia 1 Bépog copoatog 1600 ka1 TOGO cVYVE Tpémer Inperdoelg
va
Aappaveran;
IMondd ko épnpor amd v 20 mg kabe devTEPN O yatpog oag umopel va
niwio Tov 2 eTdv pe Papog efdoudoa GUVTAYOYPOUPNGEL Liol Py KN
Myotepo amd 30 kg 6001 tov 40 mg n onoia Ba
yopnynOet pia efdopdda mpv
v évapén g cvvnboug

d0oong twv 20 mg ke
devtepn efdopdoa. To
Yuflyma suvictdron yuo
YPNOM O GLVOLACUO UE

uebotpe&arn.
[ondd ko épnpor amd v 40 mg ka0e devtepn O 10tpdc cog pmopel va
niwio tev 2 TV pe Papog eBoopdda GUVTAYOYPOUPNGEL L0l OLPYLKN
tovAdyotov 30 kg 7 d0oo1 tov 80 mg n onoia Ha
TEPLGGOTEPO npémel va yopnynOel pia

gfodopdda mpwv v Evapén g
cuvnBovg 66ong Twv 40 mg
Kk@0e devtepn efdopada. To
Yuflyma cuvictdrtot yuo
YPNON € GLVOLACUO e
ueBotpegarn.

Tpoémog kar 066g yop1nynong
To Yuflyma yopnyeitan pe éveon k1w and to déppa (pe VITOdOPLa EVE).

AgmTopepeic 0dnyiec Yo To wdS vo kdvere Ty £veon Yuflyma napéyovron oty mapdypoago 7 «
Odnyieg ypiono».

Eav ypnowpononjoete peyorvtepn 60on Yuflyma amo v kevoviki

Edv xatd AdOog kavete v £veon tov Yuflyma o cuyva omd 0,11 60g €ine 0 ylotpog 1} 0 QopHOKOTO0G
cag, 0o mpémel vo KOAEGETE TOV Y1ATPO 1 TOV QUPOKOTOIO GOC Kol VO, TOV TTElTE OTL TO TTodl GO TPE
peyodvtepn 60om. Oa wpémel va £xete TavToTe TNV EEMTEPIKT GVOKELOGIN TOV PUPUdKoL pali cog, aKdOUN
Ko 6tav etvar adeta.

Eav Egyaoete va yproyporomeete To Yuflyma

Edv Eeydoete va kavete oto Toudi oag v éveon Yuflyma, Ba npémet va kévete v éveon tov Yuflyma
apEc®S Lol to Buunbeite. Katoémy Ba cvuveyicete v endpevn 5001 TOL TAIO100 GOG TV NUEPO. TOV
glye apykd mpoypoppaticdel, edv dev eiyote Eeydoet T doom.

Eav stapaticste va ypnoeipomoteite to Yuflyma

H andpaon vo otapatioete va ypnoiponoteite to Yuflyma 8o mpémnel va culntBei pe tov yrotpo coc. Ta
CUUTTOUOTO TOV TOLS100 6a¢ puropel va emavéLBovv petd v drokonn xpriong tov Yuflyma.

Edv éxete meptocoTEpEG EPOTIOELS GYETIKA LLE TT] YPNOT] AVTOV TOV PAPUAKOV, POTHOTE TOV Y1OTPO 1] TOV
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POPULOKOTOLO GOC.

4. IhBavég avemOOuNTES EVEPYELEG

Onwg dha ta pappoka, £T61 Kot aLT TO GApLaKo pmopel vo Tpokarécel avemBOUNTES EVEPYELES, AV KOL
dev mapovctalovtal e OA0VE Tovg avBpmdmove. Ot TEPIoTOTEPEG TOPEVEPYELES VL NTIEG EMG UETPLEG.
Opwg kdmoteg pmopet va ival coPapég kat va arartovv Bepaneio. AvembBounteg evépyeteg pmopet va
ELOOVIGTOVV TO AYOTEPO HEGE G€ dtdotnua 4 unvav petd v tedevtaio Eveon tov Yuflyma.

Evnuepoote apécmg 1oV y10Tpl 060G £V TOPATNPCETE KATOL 0.T0 TO, 0KOAOVOG,

cofapod e&avOnua, kvidwon 1 dAla onueio addepyikng avtidpaong

oMo TPOGMITOVL, XEPLOV KOl TOIDV

OVATVELGTIKO TPOPAN LA, SuoKOAMA KaTdmoong

-duoKoAia avamvong Katd v doknon 1 Katd v katdikiion i oidnua ota tddo

Evnuepoote apécmg 1ov Y1oTpo 60g 0V TOPATNPCETE KATOLO0 0.0 TO. 0KOAOVOO

onpeio Aoipméng, 6mmg mupetos, aichnuo acbévelag, TAnyég, odovtikd Tpofinuarta, aicOnon
KOOGOL KOTA TV 0VPNoN

aicOnua advvapiog n KOTOGNC

Prixa

KVIIoUO

LOVOLOG LN

dimhomio

advvaio xepLdV 1 TOdDV

TOMIKO TTPoi&nuo M avoryto £Akog ov dev BepameveTal

onueio Kol COUTTOUOTO VTOTTO, Y10 OLUATOAOYIKES OLOTAPOYES OTMG TOUPATEIVOUEVOC TVPETOC,
LOA®TES, apoppayia, oypoOTNTO

To TUPOTAV® GUUTTOUATE UTOPEL VO, AIOTEAOVV EVOEIET Y10l TIC 0KOAOLOEC avemBvUNTEG EVEPYELES, OL
onoigg éxovv mapotnpnOei pe to Yuflyma.

IoAd ovyvég (Lmopovv va ennpedoovy meptocotepa and 1 ota 10 dropa)

-avTdpdoel; g Béong Eveong (mov copmeprrappavouv diyog, oidnua, eppdpodTnTa 1 Kvnoud)
AOWMDEELG AVOTVEVGTIKOD GUOTHHATOG (GUUTEPILAUPAVOVTOL KPLOAOYTLLO, KOTAPPON], TYHLOPITION,
TVELLLOVIL)

KeQaAaAyio

KOWMOKO GAyog

votio Kot EUETOG

e€avonua

HVOCKEAETIKOG TOVOG

Yoyvég, (umopobv va ennpedoovv Eog kKot 1 ota 10 dropa)

cofapéc Aoudéelg (cupmepthapPdvetor onyoipio Ko ypinn)

EVTEPIKEG AOUMEELS (oLUTTEPIAAUPAVETAL YOOTPEVTEPITION)

AodEELG TOL déppaTog (ovumepIAapPAvovTal KUTTAPITION Kot £PTNG)
AOMDEELG TOV OTOV

OTOUATIKEG AOUDEELG (GVUTEPIAAUPBAVOVTOL AOTUDEELS TV JOVTIDV KOl EPTING)
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AOWUMEELG TOL AVATAPOYWYIKOD GUGTHIOTOG

Aoipmén Tov oVPOTOINTIKOD

HUUKNTIGIKEG AOUMEELC

rouméelg Tov apbpmcemv

KaAonOeic dykot

KOPKIVOG OEPLOTOC

0AAEPYIKEG aVTIOPAGELS (CUUTEPIAQUPAVETAL ETOYIKT AALEPYiDL)
aQLOATOON

oAhayég g duabeong (ovumeptiapuPavetor katdbAnym)

ayxog

dVGKOAIN OTNV ETELELGT TOV VTVOV

daTapayéc g aicOnong 6mwe LLPUNYKIOGHA, aicONL0 TEUTUOTOC 1) LOVOLOG O,
nuKpavio

ocvumieon vevpikng pilag (cupmephapupdvetorl TGVOG YaUNAG 0T LEGT KOl TOVOG GTO TOd)
dtaTapayég Opacns

QAeyLOVI 09BaALOD

QAEYLOVT TV BAEQAPOVY KoL TPHELYLO TOV LOTION

tMyyog (aicOnuo CaAng 1 otpoPiiicuon)

aicOnua ypryopov Kopdiokol ToApoh

VYNAR apTNPLOKT TTieon

éoym

aaTOUe (CLGEMPELOT AipoTOC EEM amd Ta aLoPOpa ayyeia)
Brixas

GoOua

dVGKOAlD GTNV avoTVOn

YOGTPEVTEPIKT QpLopporyio

dvomeyia (podoKmua, Koovpa)

ToAWVdpOUNo”

ovvopopo Enpotrog (cvumeptrapupavovtar Enpotnta oto udtia kot Enpoctopio)
KVIOUOG

eEavonua pe eayovpa

UOADTEG

QAeyHOV TOVL 6éppartog (Ommg £xlepa)

OTAGLO TV VUYIDY TOL YEPLOV KOl TOV oS00

avénuévn epidpmon

OTTMAELN LOAMDY

véa ekdNlmon 1 emdeivmon ¢ yopioong

pvikol oracpol

aipo oto ovpa

TPOPANLATO LE TOVG VEPPOVC.

ndvog 610 othbog

oidnpa (TpN&ipo)

TVUPETOC

pelmon TOV AUOTETOA®Y TOL OiUaTOS TTOL ALEAVEL TOV KIVOUVO atpopparyiag 1 EUPAVIoNS
LOADTOV

o KaOVoTEPTUEVT ETOVAWMOT)

Oy ooy vég (umopet va exnpedoovv £oc kot 1 ota 100 dtopa)
o eukaplakég Aopaéelg (cupmepthapufavovtol 1 euUATIOGCT Kot AAAEG AOUMEELS TOV TPOKHTTOLY
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omd PEION TNG CVOGOAOYIKNG OITOKPIGTC)

VEVPOLOYIKEG AOUMEELS (CLUUTEPIAUUPAVETOL 1] TOYEVIG UNVLYYITION)

rouméeilg opBoipon

Baktnplokég AoUMEELG

EKKOATTOLOTITIOON (PAEYLOV] Kot AOTU®EN TOV TOYE0C EVIEPOL)

Kapkivog

KOPKIVOG TOV emMpealel To AEUPIKO GOGTNHO

HEAGV®LLOL

SOTOPAYES TOL OVOGOTOTIKOD GUGTHIOTOG TOV UITOPEL VOl ENNPEACOVY TOVG TVEDLOVES, TO OEPLLOL
Kot Toug Aeppadéves (mtapovatdlovtar cuvnBéstepa Mg capKoeidmwon)

ayyedtido (QAEYLOVY OLLOPOP®V OyYEI®mV)

TPOUOG (TPELOVAO)

vevpomdBeta (draTopayn TV vepmV)

OYYEWKO EYKEPAALKO ETELGOO10

OTMAELD 0KONG, fOLNTO

aicOnpo avopodov Kapdiokol pudpov dnwmg Tapdienyn KopdoK®OV TOAUOY

KopdLoAoYIKE TPOoPANaTA TOV pUmopel Vo TPOKAAEGOVV SLOKOTY| TG AVOTTVONG 1] TPNEO TV
0oTPAYOA®Y

KopdloKN TPOGPOAN

éva 60KO OTO Tolympo piog Heyding aptmpiog, eAeypovn kot Opoppwon piog réRac, ardoppatn
evOg alploedpov ayyeiov

TIVEVUOVIKEG VOGOL TTOV TPOKOAODV SLOKOTT| TG ovoTvong (cuumeptAapufivetarl AEyLOVn)
TVELUOVIKT] EUPOAN (amdppaln piog aptnpicg TOV TVELUOV®DV)

Vel OKOTIKN GLALOYT (U1 PLGLOAOYIKT) GVALOYT VYPOV OTN TEPLOYT| TOV TAELPDV)

(QAEYLOVT] TOV TAYKPEATOG TOL TPOKOAEL GOPapd TOVO GTNV KOWALA Kot 6TV TAATY

dVGKOAlD GTNV KOTOTOON

00N o TPoG®TOL (TPNEYLO TOV TPOCHTOV)

QAEYLOVT] TNG YOANBOYOVL KOGTNG, TETPEG OTN YOAN

Mrddec Nmap

VOYTEPIVES EQPLOPDGELG

OVAN

U1 QLGLOAOYIKT] HVTKT KOTOTTO®GN

GLOTN KOG EpLONUOTMOING ADKOG (GLUTEPTAOUPBEVOVTOL PAEYUOVEC TOL SEPLATOC, TNE KAPOLAC,
TOV TVEVHOVA, TOV apOpDCEDY Kot GAL®Y 0pYOVIK®V GUGTNUATOV)

dTOPAYESG TOL VITVOV

ovikavotnTo

(QAEYHOVEG

Yrawvieg (umopobv va, exnpedoovy émg kot 1 ota 1.000 dropa)

Aevyoupio (kapkivog mov ennpedlet To aipa Kot ToV HVEAD TV 0GTAOV)

cofapn aAlepykn avtidpaor pe kotomAnéio

OKANpLUVON KOTE TAAKOG

VEVPOAOYIKES dratapayés (OTme eAeYoV TOL 0@OuAUIKOD VELPOL Kot chvdpopo Guillain-Barré
OV UITOPEl VoL TPOKAAEGEL LLIKT adVuVaLio, U QUGIOAOYIKEC AeONGELS), LLPUNKINOT GTOVG
Bpayioveg Kol 6T0 Ave PEPOG TOL CAOUATOG)

KOPSLOKT AVOKOT

TVELLLOVIKT] tveon (0VAEG 6TOV TvehLovVa,)

dtdTpnon Tov EVIEPOL (TPOTU GTO EVTEPO)

EMAVEVEPYOTIOINGN TNG

nratitdog B
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. OVTOAVOCT NTOTITION (PAEYHOV] TOL TOTOG TOV TPOKOAAEITAL OTO TO OlVOGOTOUTIKO GUGTIILOL)
o OEPLOTIKN QyYEUTIOO (PAEYLOVT TOV ALLOPOP®V OYYEI®V TOV SEPUATOC)

obvdpopo Stevens-Johnson (apyikd coUTTOUATE GLUTEPIMOUBAVOVY KaKoVYid, TUPETO,
TOVOKEPUAO KoL EAVON LLaL)

oMo TPOoS®TOL (TPNEYLO TOV TPOCHTOV) TOV GUVOOIEVLETAL OO OAAEPYIKES OVTIOPAGELS
TOAOLOPPO epLON L0 (PAeYLOVDOES EEAVOT LA dEPLATOQ)

GLVOPOLO TTPOGOUOIALOV LE AVKO

aryyetooidnua (Tomkd TpNREo SEPOTOC)

Aeymvoeldng avtidpaon d€ppatog (Kvnoumdeg epupo-pmp eEavinua oto dépua)

Mn yvootég (n cvyvotnta dev pumopel vo ektiun el pe Paon ta dStabéoipa dedopéva)

. nratoonANViKo Aéppopa ek T-kuttdpav (éva ondvio €idog kapkivov Tov aipatog Tov cuyva glval
Bovatneopo)

. Kopkivopa ek kuttapov Merkel (throg kapkivov Tov dEppatog)

o ocapkopo Kaposi, po omdvia popen kapkivov mov oyetiletor pe Aoipwén amd tov 10 Tov
avOpdmvov épmnta tomov 8. To capkoua Kaposi sugaviletal cuyvotepo pe T Lopet mopeuphv
BAafodv Tov 6éppatog.

o NTATIKN AVETAPKELDL

o emdeivwon plog katdotoong 1 onoia ovopdletat deppotopvooitida (epeaviletor mg depUaTiKo

e€avOmM Lo CLVOOEVOEVO OO PVTKT adLVaLio)
o AvEnon Bapovg (Yo Tovg mepiocdTepoVG acbeveic, ) avénon Papovg fTav pkpn)

Kémnoeg avembounteg evépyeteg mov moapovatdotnkay pe to Yuflyma puropei va punv égovv coumtodpata
Kol pmopel vo avakaAveBovv pdvo pe egetdoetg aipotog. Avtég cuumepthapupdvoouv:

oAd ovyvég (Lmopovv va ennpedoovy meptocotepa and 1 ota 10 dropa)

YOUNAEG TIHEG TOV AEVKOKLTTAPMOV
YOUNAEG TIHEG TV EpuBpOKVLTTAPOV
avénpéva Mmide aipotog
avénpéva nrotcd vivpa

Yoyvég, (umopolv va exnpedcovy Eog kKot 1 ota 10 dropa)

VYNAEG TIHEG TOV AEVKOKVTTAP®OV

YOUNAEG TIHEG TOV OUOTETAAIDV TOV OiLATOG
avENUEVO oVPIKO 0&L aipaTog

U1 QLGLOAOYIKEG TIUES VOTPIOV TOV CLOTOC

YOUNAEG TIHéG aoPeatiov aipatog

YOUNAES TIUEG POGPOPOL TOL OHUATOG

VYNAO GhKy0pO AiLOTOC

VYNAEG TIUEG QUILOITOC TNG YOAOKTIKNG QPLOPOYOVAGT|C
TOPOVGIN AVTOAVTICOUATOV GTO OO,

YOUNAS KEA0 aiportog

Oy ovyvég (umopet va ernpedoovv £oc kot 1 ota 100 dtopa)
. VYNAN pETpMomn YoAepudpivng (Nmatikéc SoKILOGIES aipLoToC)

Yrdwvieg (umopodv va ennpedoovy émg kot 1 ota 1.000 dropa)
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. YOUNAEG TIHEG TOV AEVKOKVTTAPOV, TOV EPLOPOKVLTTAPMOV KOl TOV OUOTETAAIDY TOV OiLOTOG
Ava@opd avemOOunTOV EVEPYELDV

Edv to moudl cog eppavicet kamowo avemBOun evépyeia, EVNILEPDOOTE TOV YLOTPO 1) TOV POPLOKOTOLO TOV
TA0100 Goc. AvTod 1oYOEL Kot Yo KaOe oy avemiBountn EVEPYELN TOL SEV AVOPEPETOL GTO TOPOV
@OALO 00N YLDV ¥prione. Mmopeite emiong va avaeépete avemBounteg evépyeleg anevbeiag, LEC® TOV
€Bvikov ouaTtuaTog avapopas Tov avaypaestot oto Hapdptnua V. Méoo tng avaeopds avembountov
EVEPYELDV, UTopeite va fondNceTE GTN GVALOYT TEPICCOTEPOV TANPOPOPLDV CGYETIKA LUE TNV ASPAAEL
TOL TTOPOVTOS PAPUAKOV.

5. TIdg va guidcscete To Yuflyma
To @appoxo ovtd Tpémel va PLAACCETAL GE PLEPT) TOV OgV TO PAETOVY Kol O&V TO POAVOLY TA TOUdLA.

Noa pun xpnoIHoToleite avTd TO PAPUOKO UETA TNV NUEPOUNVID ANENG TTOVL AVAPEPETAL GTIV
emonpavon/oto kovti petd ™ AHEH.

duvrdooete og Yoyeio (2 °C — 8 °C). Mnv kotoyOyeTeE.

Duidocoete TNV TPOYEUICUEVT cUPLYYQ PEAOVIG OTO EEDTEPLKO KOVTL Y10l VO TPOGTATEVETOL OO TO MG,
Evalloktikég cuvOnieg poaaéng:

Orav anotteiton (Yo Topaderypo, otav taédevete), n kabe tpoyspuouévn ovpryyo Yuflyma pmopei va
evAdoceTal og Beppokpacio dopatiov (uExpt 25 °C) yio péytoto xpovikod didotnua Emg 31 nuepmdv —
BeParmbeite 6TL N GOpLyya €ival TPOGTATEVUEVT OO TO P®G. APOV Pyel 0md T0 Yuyeio e 6KOTO Vo
ovAayOel og Beppoxpacio dwpatiov, 1 cuptyya mpémel va ypnoipomoei evrog 31 nuepav 1) va

amoppreBei, {0t Kot av EovatomofetnOel oto yuyeio.

Oa tpémet va kataypleeTe TNV Npepopnvia katd v orola 1 cVpLyyd PBynke yio TpdT™ opd omd TO
yoyeio, kabdg Kot TV Nuepopnvia LETA amd TtV omoia Oo mpémel va amopprpbet.

Mnyv mtetdite QAPLAKO GTO VEPO TNG AMOYETEVONC 1} OTA OIKLAKE amoppippoto. Pothote tov yotpod 1 tov
(OPUOKOTOLO GOG Y0l TO MG VO TETAEETE TOL PAPLOKO TTOL OEV YPTOUOTOIEITE M. AVTA ToL LETPA Oa
BonBnocovv oty Tpoctacia tov mepPdAilovtog.

6. Ilepreydpeva TG GVGKEVUGTIOG KUl AOLTES TANPOPOPIES

T epéyer to Yuflyma

H dpactikn oveia ivar to adalimumab.

Ta GAAa cvotatikd gival 0Eko o0&V, TPLOPIKS 0E1KO VATpLo, YAvKivn, ToAlvcopPikd 80, katl Vdwp Yo
gvéoOL.

Epgavien g npoyepispévng ovpryyog Yuflyma ko mepieyopeva g 6uokevociog

To Yuflyma 20 mg evéoipo S1dAlvpo 6g TPOYEUOUEVT GUPLYYO. UE TTPOCTUTEVTIKO KAAVpL BeEAOVNg
dwatifetan g éva oteipo dddlvpe 20 mg adalimumab Sadvpévo og 0,2 ml dtodvpotog.

H mpoyeouévn ovpryyo tov Yuflyma givar pia yodhvn copryyo mov mepiéyet didlvpo adalimumab.
H ovokevaoia pe 1 mpoyepuopévn ovpryya mepiéyet 2 embéporo alkooAng (1 epedpiio).
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H ovokevaoia pe 2 mpoyspicpéveg cOpryyec mepiéyet 2 embEpuato, alkodAng.

Mmropei va, unv KuKAOQPOpPOUV OLEG 0L GLOKEVAGIES.

Kéroyog Aderag Kvkrhogopiag

Celltrion Healthcare Hungary Kft.

1062 Budapest

Véci Ut 1-3. WestEnd Office Building B torony
Ovyyopia

Hopaockevaostiig

Millmount Healthcare Ltd.

Block 7

City North Business Campus
Stamullen, Co. Meath K32 YD60
Iphavdia

Nuvisan GmbH
WegenerstralRe 13
89231 Neu-Ulm
Teppovia

Nuvisan France SARL
2400, Route des Colles
06410, Biot

TaAAiia

Midas Pharma GmbH
Rheinstr. 49

55218 Ingelheim
Teppovia

KYMOS S.L.

Ronda Can Fatjo, 7B.

08290 Cerdanyola del Vallés
Barcelona

Iomavio

INo omoladnmote TANPOPOPio, GYETIKG, LLE TO TOPOV PAPUAKEVTIKO TPOIOV, Tapakareiote va amgvbuvisite
67OV TOTIKO avTImpocwmo Tov Katdyov g Adstog Kukhogopiag:

Belgié/Belgique/Belgien
Celltrion Healthcare Belgium BVBA
Tél/Tel: + 32 1528 7418

Bbbarapus
Celltrion Healthcare Hungary Kift.
Ten.: +36 1 231 0493

327

Lietuva
Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Luxembourg/Luxemburg
Celltrion Healthcare Belgium BVBA
Tél/Tel: + 32 1528 7418



Ceska republika
Celltrion Healthcare Hungary Kift.
Tel: +36 1 231 0493

Danmark
Celltrion Healthcare Hungary Kft.
TIf: +36 1 231 0493

Deutschland

Celltrion Healthcare Deutschland GmbH

Tel.: +49 (0)30 346494150
infoDE@celltrionhc.com

Eesti
Celltrion Healthcare Hungary Kift.
Tel: +36 1 231 0493

Espafia
Kern Pharma, S.L.
Tel: +34 93 700 2525

Elrada
BIANEZ= ALE.
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.I.
Tel: +39 02 47927040
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Magyarorszag
Celltrion Healthcare Hungary Kift.
Tel.: +36 1 231 0493

Malta
Mint Health Ltd.
Tel: +356 2093 9800

Nederland
Celltrion Healthcare Netherlands B.V.
Tel: + 31 20 888 7300

Norge
Celltrion Healthcare Hungary Kift.
TIf: +36 1 231 0493

0 sterreich
Astro-Pharma GmbH
Tel: +43 1 97 99 860

Polska
Celltrion Healthcare Hungary Kift.
Tel.: +36 1 231 0493

Portugal

CELLTRION PORTUGAL, UNIPESSOAL LDA

Tel: +351 21 936 8542

Roméania
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Slovenija
OPH Oktal Pharma d.o.0.
Tel.: +386 1 519 29 22

Slovenska republika
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Suomi/Finland
Celltrion Healthcare Finland Oy.
Puh/Tel: +358 29 170 7755



Kbnpog Sverige

C.A. Papaellinas Ltd Celltrion Sweden AB
TnA: +357 22741741 contact_se@celltrionhc.com
Latvija

Celltrion Healthcare Hungary Kft.

Talr.: +36 1 231 0493
To mwapdv ULA0 00N YOV yp1ioNs avademp1)Onke Yo TEAEVTAIN POPA OTIS .
AlLrec INYEG TANPOYOPLAY

Aentopepeic TAnpoeopieg yio to eappako avtd eivar drabéoipeg otov dikTvakd TOTo ToL Evpomtaikon
Opyavicpov dapudkmv: http://www.ema.europa.eu

7. Odnyisg xpiong

o O1 akdlovBeg 0dnyieg e€nyodv Tmg vo kavete povol cag v éveon Yuflyma ypnoipomouwvrag v
TPOYELGUEVT cVPLYYO. AofAcTe TPOGEKTIKA OAES TIG 00MYIEG KOl OTN GLVEXELD AKOAOVONOTE TIG
Prina mpog Pripa.

. O y10tpog, 0 VOGOKOUOG 1} 0 pOPLOKOTOL0G oag Ba cag deiovy TNV TEXVIKN Yo VoL KAVETE LOVOG

o0G TNV £VEOT).

o Mnyv eniyeproete va Kévete HOVOG oaG TNV EVEST) Tapd LOVOV OTAV €10TE GIyoupog OTL EYETE
KOTOVONGEL TOV TPOTTO TPOETOWOCTNG KOl EKTELEOT|G TNG EVECTC.

o Metd amd KatdAANAN eKTaideuo, TO TSl GOG LITOPEL VO KAVEL LLOVO TOL TNV £VEGT) 1 VO TOL TNV
KAVeEL KATO10 GAAO ATOLO, OTTMG Y10 TOPASELYLLOL, KATOIO LEAOG TNG OIKOYEVELNG 1] KATO10G (IAOG.

. Xpnoyonoote kdbe mTpoyeiouévn cvpLyya Lovo yiao pia Eveon.
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Hpoyspmopévy odvpryyoe Yuflyma

Eppoiro
Hopéppoop
0.0 OKTUAOV
Xopo.
dappoxo
Belova
Kaioppa AU
pw amd Metd
™ xprion xpon

Ewova A

Mnv (PNGLUOTOUGETE TNV TPOYEULGUEVT] GVPLYYO, EAV:

. glval paylopév 1 omacpév.
o N nuepounvia ANénc €xel mapéret.
. €YEL TECEL GE GKANPY| EMLPAVELQ.

Mnv a@oipsgite Ta KOAOPPATO, TOPE LOvo Aiyo tpv amd v éveon. Pvidccete To YUuflyma og 0éon
7oV Ogv BAEmOLVY KoL OEV TPOGEYYILOVY TO TOLOLG.

1. ZuyKevTpOGTE TO OVTIKEIPEVA Y10 TNV £veon

a. Etowdote o kabapi, eninedn emedveln, 0nmg Tpanéll 1 Thyko, o€ Hiol KOAR QMTICUEVN

mepLoyN.
B. Bydhite 1 mpoyepuopuévn ovpryyo amnd 10 KOuTi Tov PLAGCGETE 6T0 Yuyeio Gag.

*  Kpatiote 10 copa g Tpoyepiopévng oupryyog Kabmg v Pyalete amd to kovti. Mnv
ayyilete ) pafdo Kot o KamdKt Tov UPOAOV.

v. BeBawmBeite 611 £xete To axdAoVOO avTicEipeva:
- [Ipoygopévn cupryya
- Bappdxt epmotiopévo pe owvomvevpo

Agv mepriopupaverar 6to ydpTivo KovTi:
- Bappdix 1 yala
- AVTOKOAANTOC EMIOEGOG
- Aoyglo amodppyng Aty UnNP®OV AVTIKEILEV®V
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2. EléyEre v mTpoygpiopuévn copryyo.

a. Befawwbeite 6t éxete 10 owotd pappoxo (Yuflyma)
KoL Tr 60T 60G0A0Yia.

B. E€etdote v mpoyeiopévn cvptyya Kot
BePormbeite 611 dev €xel payicel 1) ondost.

v. EXéyEte v nuepounvia Anéng otnv
ETIKETA TNG TPOYEUGHEVIC GUPLYYOC.

AHZEH [MHNAX

Mnyv {pNGIUOTOINGETE TV TPOYEUGUEVT] CVPLYYO EQV:
e gival poyiopévn N omacuévn.

o 1 nuepounvio ANENG Exel mapérDet.

o &yel mEGEL OE GKANPN EMPAVELQL.

Ewova B
3. EAréyEte To @appoko
a. E&etdote 10 pdppoko kot fePfarmbeite 6TL TO VYPO
glvan
OLOYES, AYPOLO £MG OVOIKTO KOOE KO XOPIg

couoTIO.

. M xpNOCIUOTOIEITE TNV TPOYEUGUEVT GVPLYYOL EGV
T0 VYPO elvan amoypwpaticpévo (kitptvo 1 6KovPo
KapE), 0oAd M TEPEXEL cOUATIOW.

. Mmnopet va deite puoaAideg aépa 610 VYPd. AVt
glvat pLG10A0YIKO.

Ewévo I
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15-30
renTa

Ewova A

4. Meppévete 15 émg 30 hemta

a. Apnote v Tpoyeoévn cuptyya oe Beprokpacio
dopatiov yuo 15 éwg 30 Aentd yio vo (eotabel.

e Mn Oepuaivete TNV TpoyEUIGUEVT] GOPLYYO
YPNOLOTOIOVTOG TNYES Beppdtnrag 0nmg Leotd vepd 1)
(OVPVO UIKPOKVUATOV.

- = MONO ¢povTieTi|¢

= AvToyopiynon Kau
xopiiymen omé
DpovTioT

Ewkéva E

5.  EmAgére éva katdiinio onueio yro tnv éveon

o. Mmopeite va KAveTe TNV £veo:
- 0TO UTPOCTVO PEPOG TV UNPDV GOC.
- TNV KOWAA TOV Tod10v GO¢ TOVAGYIGTOV 5 EKOTOGTA
LLOKPLE 0Tt TOV OUPUAD GOG.
- Vv eEMTEPIKT TEPLOYN TOL Ave PBpayiova (MONO
ebv elote PPOVTIOTNG).

e Mnyv kdvete éveon og déppa mov PpiokeTal og
AmTOGTOOT £MC 5 EKATOGTA OO TOV OUPOAO GOG M| O
dépua ToL givar KOKKIVO, GKANPO, gvaictnto,
ONUAOEUEVO, EXEL LOAMTEG 1] OLAEG.

*  Edv 10 moudi cag €yxel, £xete yopiaon, pnv KAVETE TNV
éveon amevbeiog o€ TEPLOYES OEPLOTOC TTOV
TaPoVGLALovy SOYK®GOTN, TiYLVGT, EpLOpOHTNTA M
ATOPOAMOMTIKEG TAGKEG 1) AAALOLDCELS.

*  Mnyv Kdvete TV €VEST] TAV® OO TO, POVYOL GOGC.

B. AAAGCeTe TO onueio g Eveong KABe popd oV
Kkdvete éveon. Kabe véo onueio g éveoncg Oa mpémet
va glval TovAdyloTov 3 EKATOGTA 0o TO GNUELD OOV
£yve 1 TPONYOOLEVT EVEDT).
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6. ITAvvete Ta yépra cag

a. [TAOvete Ta xépla cog Le Gomovve Kot vepod Kol
GTEYVMOGTE TO TOAD KOAG.

Ewovo XT

7. KoBapicte To onpeio g éveong

a. KaBapiote to onpeio g éveong pe PopPart
EUTOTICUEVO UE OVOTVELILOL KAVOVTOC KUKALKT Kivnom.
B. ApfioTe TO dEPUOL VO OTEYVAOCEL TPV OO TNV EVECT).

* Mnv @ucdte kon pnyv ayyilete Eava to onpeio g €veong
TPOTOV KAVETE TNV €VeEDT).

Ewova Z
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®

Agupéote TO KGAvppa

h # o. Apa1péoTe TO KAALULA KPOTOVTIOS TO GO TNG

TPOYEUICUEVNG GUPLYYOGS LLE TO EVa YEPL.
Tpapri&re amard to KaAvppa pe o GARO ¥EPL.

. Mnyv tpafdte Tpoc Ta Tiom TN péfdo Tov euPforov
OTO100NTOTE GTIYUN

. MnV aQopEGETE TO KAAVULO LEYPL VO EIGTE ETOLUOL VO
KAVETE TNV €vEDT)

. Mnv ayyilete T Peddva. Av v ayyiEete pmopel va
TPOoKANOel TpOIN U 0o TN PEAOVAL.

. Mnyv tomobBeteite Eovd TO KAALULO GTIV TPOYEUGUET

Eucova H ovpLyya. AToppiyte T0 KAV AUECHS 6TO dOYElD
ATOPPIYNG OLYUNPDV OVTIKEUEVOV.

. Eivai pucroioykd va deite pepikég otaydveg Tov
StoAvpatog va Byaivouv amo tn Berdva.

9. Ewdyete v Tpoyepiopév) copryya oto onueio g
éveong

o. Townote anaAd o TTuyn Tov SEPUATOG GTO
onueio tng éveong e 1o Eva XEPL.

B. Kpotdvtog o oo T mpoyeiopévn cvpyya,
eloayete T PeAOVa eVIEADS HECH GTNV TTUYN
TOV 0€pUaTOC 6 Yovia 45 popdv pe o ypnyopn,
cvvtoun kivnon.

Ewovo @
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10. Xopnynote v éveon

a. ApoV ewodyete 1 PeAdva, aPOTE TNV TTLYN TOL dEPLOTOC.
B. [Iiéote apyd to EpPoro UéEypL TO TEPUA TPOG

T KaTo péypt va eyyxvbel 60 T0 VYPO Kot 1 cHPLYYA

va 0deldoet.

. Mnyv aAlalete T Béon TG TpoyEGUEVIS GUPLY YOG
UeTd v €vapén g veong.

Ewova I

11. AQupéoTE TNV TPOYEUIGUEVT] GVPLYYA OTTO TO
onueio g éveong ko tepuronOgite To onpeio TG éveong

0. AQoU 0dEIICEL 1| TPOYELGUEVT] GUPLYYD, OPOLPECTE
TNV TPOYEUGUEVT] GUPLYYX 0Td TO SEPUA GOC UE
v 1o yovia pe v onoio eloNAbe.

B. [lepuromBeite To onpeio g éveong melovtag amaid
to onpeio, yopic va tpifete, pe éva PapPaxt 1
Kopupatt yalo Ko TomofeTNoTE VOV dVTOKOAANTO
enideopo, v eivar amapaitnro. Mmopel va tpéet
Aiyo aipao.

* Mnv EavoypnoILOTOIGGETE TNV TPOYEUIGLEVT] GUPLYYO.
* Mnv ayyilete kot unv enavartomodeteite 1o KAAvpUO
~ ot Perdva.

Euwova K * MMV tpiPete To onpeio g Eveong.
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\3/

Ewova A

12. AmoppiyTe TNV TPOYEMIGUEVT] GUPLYYO.
. Mnyv enavatonobeite 10 KAAVUUO GTNV TPOYELUGUEV
oLPLYYO.

a. [Tetd&te T YPNGUOTOMUEVT] TPOYEUGUEVT] GOPLYYO GE
€101KO 00YEl0 ATOPPIYNG ALYUNPDV OVTIKEIUEVDV
GULPOVA LLE TIC 0OMYIES TOV TOV YLOTPOV, TOV VOGOKOLOV
1 TOL POPLAKOTOL0D GOC.

B. Mropeite va metdéete 10 emifepo oAkoOANG Kot T
GLGKEVAGIO GTO OIKLOK(L ATOPPIUHLOTAL.

. DduAdooeTe TAVTO TNV TPOYEUIOUEVT CUPTYYO KOt TO
€101KO d0yEl0 OmMOPPIYNG CLYUNPDV AVTIKEWWEVDOV GE
pépog mov dev PAEmovv Ko dev mpooeyyilouv
TaL T4
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