ITAPAPTHMA I

MEPIAHYH TON XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX
Otezla 10 mg emkaivppéva pe AenTod LUEVIO dloKia

Otezla 20 mg smikaAvppéva pe Aemtd vpévio dlokia
Otezla 30 mg emkaAvppéva pe AeTTO LUEVIO dloKiol

2. HOIOTIKH KAI IOXOTIKH XYNGEXH

Otezla 10 mg smucoivppévo pue Aertd vuévio diokio

Kabe emcodvppévo pe Aemtd vpévio diokio mepiéyel 10 mg ampeuddotng.

Exdoyo(a) ue yvwaoti dpoon:
Kabe emcodvppévo pe Aemtd vuévio diokio mepiéyel 57 mg Aoktolng (g Aaktoln povoidpikn).

Otezla 20 mg emukoivupévo. pe Aemtd vuévio dtokia,

Kabe emcodvppévo pe Aemtd vpévio diokio mepiéyel 20 mg ampeuAGoTngG.

Exdoyo(a) ue yvwaoti dpoon:
Ka0e emcodoppévo pe Aemtd vpuévio diokio mepiéyel 114 mg Aaxtdlng (og Aaxtoln povoddpikn).

Otezla 30 mg emukoivupévo pe Aertd vuévio dtokia,

Kabe emcodvppévo pe Aemtd vpévio diokio mepiéyel 30 mg ampeuAdoTng.

Exdoyo(o) ue yvwari dpdoin:
Kabe emxodvppévo pe Aemtd vpuévio diokio mepiéyel 171 mg Aatdlng (og Aaxtoln povoddpikn).

T tov mAnpn Katdloyo twv exddymv, PA. Tapdypago 6.1.

3. ®APMAKOTEXNIKH MOP®H
Emucodoppévo pe Aemtd vpuévio diokio (d1okio).

Otezla 10 mg emkoivupévo. pe Aertd vuévio dtokia,

Pol ypopatog, g oxfo Stopavtion, EMKOAVUUEVO Le AenTO vUEVIO dlokio Tov 10 mg, piKovg 8§ mm
OV QEPEL 6T io TOL TAEVPA eYYXapaln Ke TV €voelcn «APR» kot oty aAAn v €vdeiEn «10».

Otezla 20 mg smikoiopuévo pe Aemtd LUEVIO dLoKia

Kogé ypodpotoc, oe oynua SLopavtion, ETIKOADUUEVO e AETTO VUEVIO d1oKio TV 20 mg, uKovg
10 mm 7ov @épel otn pia Tov TAeVPa eyydpaln pe Tnv EvoeiEn «APR» kot oty dAAn v évdeién
«20».

Otezla 30 mg smkoioppévo pe Aemtd LUEVIO dtoKia

Mmrel ypdLOTOC, 6€ oYM SOOVTION, ETKOAVUUEVO e AETTO VUEVIO Olokio Tmv 30 mg, uKovg
12 mm 7wov @épel ot pia Tov TAELPA eyxapacn pe v Evoelén «APR» kot oty dAAN v évdein
«30».



4. KAINIKEY IAHPO®OPIEX
4.1 OgpamevTiKég EVOEiLelg

Yoproocikn apbpitida

To Otezla, mg povoBepameio 1 oe cuvdvacud pe Tporomomtikd g Nocov Avtippevuatikd Ddppoka
(DMARD:s), gvdeikvotar yio T Oepameia tng evepyod yoplactkng apbpitidag (‘PA) o evijhikeg
aoBeveic o1 omoiot elyov aveTaPK avVTOTOKPION 1| ELPAVICOV LN VoY o€ TPonyoLLeVn Bepaneia e
DMARD (BA. mapdypago 5.1).

Yopiaon
To Otezla gvdeikvotot yio T Oepoameio TG péTprog £mg cofopng ypdviag Katd TAdkag yopiaong o
eviAKeg acBeveic o1 omoiot dev avtamorpifnioy, 1 £xovv Kdmolo aviEVOeIEn, 1 ELPAVICAV [T 0VOYT|

o€ GAAN cvoTnikn Bepomeia, coUTEPIAAUPAVOLEVIG TG KUKAOGTOPIvNG, TG HeBoTpeEdtne 1} Tov
YoPaAEVIOL Kat TG VIEPIOSOVE akTvoPforiag A (PUVA).

Néooc Beheet

To Otezla gvdeikvotot yio T Ogponeio T@V GTOUATIKOV EAKGV TOL GyeTilovTat e T voco Behget
(BD) o¢ eviilikeg acBgveig o1 omoiol ivat VTOYNELOL Yo GLGTNLOTIKY Oepameia.

4.2  Aocoloyio Kol TPOTOS YOPYNONG

H évapén g Bepaneiag pe Otezla Oa mpémel va yivetal amd yloutpovg e epmelpios otn Sidyvmon Kot
Oepaneio ¢ yopiaonc, e yoplacikig apbpitidag 1 ¢ vocov Behget.

Aocoloyia

H ocvvietodpevn d6on anpepihdotng eival 30 mg amd Tov otopaTog 600 POPES NUEPNGIMG, Le dlapopd
nepinov 12 dpeg (mpoi Kot Bpadv), xopig TEPIOPICUOVG OTN AQWT] TPOPNG. ATOLTEITOL OPYIKO GYNLLOL
TITAOTOINOMG, OTWG TOPATIOETAL TOPAKATK GTOV Tivaka, 1. Agv amatteitol emavaTITAOTOINGN UETH TNV
OpYIKN TITAOTTOINGN.

Iivakag 1. Aocoroyiké oyua TITAOTOINONS

Huépa Huépa 2 Huépa 3 Huépa 4 Huépa 5 Huépa 6 &
1 éneita

M M MM M MM M MM M MM M MM

I0mg | 10mg | 10mg | 10mg | 20mg | 20mg | 20mg | 20mg | 30mg | 30mg | 30mg

Edv o1 acbeveig mapareiyouv pia d0om, n exduevn doom Oa mpémet va Aapupavetal To cuvToudtepo
duvatov. Eqv opmg £xel Tacel oyedov n dpa yio Ty endpevn d0on, dev Ba mpémel va Aappdvetal n
d60m Tov TaPeANEON Kot Ba Tpémel va AapPaveTal 1 erOpEVT 0GGN GTIV KAVOVIKT TNG DPOL.

Kotd ™ dibpkelo Tov TAOTIKOV KAVIKOV SOKIUOV 1] HeyaAdtepT Pertioon Tapatnpndnke eviog tov
TpoOTOV 24 gfdopddov g Bepaneiog yio WA kot yopioon Kot evtog Tav Tpdtov 12 fdopddmv g
Oepaneiog yio. vooo Behget. Edv 0 acBevnic dev eppaviletl kapio £voeién Oepamevtikod opérong Letd
oo aVTO TO YPOVIKO dtdotnua, 1 Oepaneia Oo mpémnel va enavetetaletal. H avtamoxpion tov
acBevovug ot Bepamneia Oo mpémel va a&loloyeital o€ TokTiKn Pao.

Ewwoi mAnfvopoi

Hlkiowuévor aobeveic
Agv amarteital Tpooapuoyn e 600mMg Yo ToV GLYKEKPIUEVO TANOvoud (PA. Tapaypdpovg 4.8 Kot
5.2).




AocbBeveic ue veppikn dvoleitovpyia

Agv amarteital Tpocappoyn g 60omg og acheveic e o Kot PETPLo VEPPIkT dvuciettovpyic. H d6om
g anpepldog Oo Tpénel va peimbel ota 30 mg dmof nuepnoing o acbeveic pe cofapn veppikn
dvodertovpyio (kdBapon kpeoatviving pkpotepn tov 30 mL avd Aemtd extipdpevn amod v e€icwon
Cockcroft-Gault). I'a v apykn 5601 TITAOTOINOTG G€ ALTN TNV OHAD, GUVIGTATOL 1] OTPEMALCTN
VO TITAOTIOLELTOL PO UYLOTOLMVTOS LOVO TO TPMOIVO G TOV Ttapatifetal otov mivaka 1 Kot va
TapUAEITOVTOL OL amoYEVUATIVES/ Ppadivég d0aels (BA. Tapdypago 5.2).

Aobeveic ue nmoziky dvoieirovpyio
Agv amarteital Tpoocapuoyn e 60o1g Yo Tovg acbeveig pe nrotikn Svciettovpyia (BA. Tapdypago
5.2).

Houdrozpixoc winBvopdc
H aopdelo kot 1 amoTEAEGUOTIKOTNTO TG ATPEUAAOTNG o€ Toudtd NAtkiog 0 €wg 17 etdv dgv Eyovv
tekunpuwbei. Agv vapyovv drabéoiua dedopéva.

Tpomog yoprynong

To Otezla mpoopiletar yio yprion amd Tov 6topaToG. Ta emKalvppéva e Aemtd véEvio dtokia Ba
TPEMEL VO, KATOTIVOVTOL OAOKAN PO, KOl Lmopovy va AneBodv pe 1 yopic Tpoen.

4.3 Avtevisiteg

YrepevaicOnoio ot (otic) dpactiki(éc) ovoin(ec) 1 6€ KAUTO0 0o TO EKS0Y0 TOL UVAPEPOVTAL GTIV
mopdypaeo 6.1.

Konon (BA. mapdypago 4.6)
4.4 E10wuég TpoetdomomcEls Ko TPpopuidtels Katd n ypion

Awdppota, voutio Kot EULETOC

"Exovv vap&el avapopég LETA TNV KUKAOQOPIO GTNV ayopd oETIKA 1e cofapn dtdppota, voutio kot
éueto mov oyetiCovron pe ™ ypnon g anpepractgs. Ta mepiocdTepa cuuUPavio epavioTnKay evidg
TOV TPOTOV AMywv efoonddwv Bepameioc. Xe 0pIGUEVEG TEPIMTMOELS, Ol ACOEVEIC VOOIAELTNKAV.
Aocbeveig nhikiog 65 etdv Kot dve evdgyetal va St TpEYOLY LYNAOTEPO Kivduvo emmAokdv. Edv ot
aocBeveic ekdnAdoovv cofapr| S1dppota, vavTia 1 EPETO, EVOEYETAL VA EIVaL OTTOPAITNTN 1 SIOKOT TNG
Oepaneiog pe anpeiddor.

Puyrotpikéc dtotapoyEc

H anpepildot oyetiletan pe avénuévo Kivouvo Yyoylotpik®v Sotapaymy Onme abmvio Kot
KkatdOAlym. e acbeveig pe 1 yopig 16T0p1Kd KoTddAnyng Exovv Tapatnpndel TepmTdOCELg
OVTOKTOVIKOD 10€0GHOD KOl GUTOKTOVIKNG CUUTEPIPOPAG, CLUTEPIAAUPOUVOUEVTG TG cuToKTOoViag (PA.
apdypoeo 4.8). Ot kivovvol kat ta o@EAN TG Evapéng 1 cuvéyiong g Bepaneiog pe ampepuidortn Oa
TPEMEL VAL 0ELOAOYOVVTOL TPOGEKTIKA £V 01 ae0eveic avapEPoLV TPONYOOUEVA 1] VYIGTALEVA
YOYLOTPIKG GCUUTTOUOTO 1) EGV TPOKELTAL VO LTOPANO0VY g TavTdYpovT Bepameio pe GAA
QOPUAKEVTIKA TPOTOVTA TOV givar TBAvVO va TpokaAovy yuylatpikd cvufdvta. [Ipénet va divovran
00MYleg 0TOVG AoHEVEIG KOl T ATOLLO TOV TOVG PPOVTILOVY VA, EVILEPDVOVY TOV GUVTOYOYPAPOVTA.
10Tpd OYETIKA UE OTOIEGONTOTE UETAPOAEG OTN GLUTEPLPOPE 1} oTN d1dfeam, KOOMG KOl GYETIKG, e
OTO10VONTOTE AVTOKTOVIKO 10gacpd. Edv ot acbeveic eppavicovy véa 1 emOEVOVUEVE YOLOTPIKE
CUUTTOUATO, 7| 0V SOMIGTMOEL CLTOKTOVIKOG 1OEAGHOG 1) ATOTEPA CVTOKTOVING, GUVIGTATOL 1|
drokom ¢ Oepameiog e anpeAdoT.



2oBopn veppikn dvsAsttovpyia.

H 860n tov Otezla Oa wpénet va peidvetor oto 30 mg dnaé nuepnoing e acbeveic pe cofapn
veppikn dvuciettovpyia (BA. Tapaypdpovg 4.2 kot 5.2).

AwmofBopeic acbeveic

®a mpénel va Topakoiovdeital TaKTIKG To cONOTIKO BApog acbevav mov gival AMmoPapeic katd tTnv
évapén g Bepaneiag. Te mepintwon aveENynTng Kot KAMVIKG CILAVTIKAG OTOAELNS CMOMATIKOD
Bapovg, avtoi o1 acbeveig o mpénet va, a&loloyobvtar amd éva yiotpo kot va e&etaletal To
EVOEYOUEVO O10KOTNG TNG Oepameiag.

TIepektikdtnra o€ Aoktoln

Ot acBeveig pe ondvio KAnpovouikd tpofinpate dvcavesiog otn yolaktoln, TANPN avendpKeld
AOKTAONG ) KOKT amoppdenomn YALKOING-YoAaKTOING OeV TPETEL VAL TAPOLY OVTO TO POPLLOKEVLTIKO
TPOIOV.

4.5 AlMniemopdoseig pe GAAo QUPRUKEVTIKG TPOIOVTH KO GAAES pOPPES arlAnAemiopaong

H ovyyopnynon tov 1oyvpov enaymyéa tov evibov tov kutoxpodpotog P450 3A4 (CYP3A4),
pLpoumikivn, giye mg amotélecpa T Helmon TG cvoTnknG EkBeong TG ampeAdoTng, 1 omoia
UTOPEL VOL 00N YNOEL GE ATMAELN TNG OTOTEAECUATIKOTNTOG TNE OTPEUAASTNG. £2¢ €K TOVTOV, OV
ovViIeTdTaL 1 YPNOT WoYVPDV enoywyéwny Tov evidpov CYP3A4 [r.y. pioaumikivn, eawvoBoapPrtain,
kapBapalenivn, avotoivi kot Badcapdyopto (St. John’s Wort)] pe v anpephdo. H
GLYYOPNYNOT TG OMPEUAAGTNG HE TOAMATAES OOGEIC PLOAUTIKIVIG 001YNGE G LEIMOT TG TEPLOYNG
KAT® oo TNV KOUTOAT GLYKEVTPOONG xpodvov ¢ anpepthdotng (AUC) kat g péyiomg
oLYKEVTP®ANG 6ToV 0P (Cmax) K0T TTEPiTOL 72% KO 43%, avtictoyo. H éxbeon oty anpespirdot
LEWDVETOL OTAV GLYYXOPNYELTUL Le 1oYLPOoVG enaymYeic Tov CYP3A4 (7. y. proopmikivn) Kot pmopei va
001 YNGEL GE PELMUEVT] KAVIKT] OVTOTOKPLOT.

Y& KMVIKEG PLEAETEG, 1 OMPEMAGOTY £xEL cuyyopnyNOel pe Tomikn Bepoameio (cupmepthappavopuévoy
KOPTIKOGTEPOEIOMV, GOLTOVAV TICCAG AVOPAKO KOl TOPACKEVAGUATMV GOAMKVALKOD 0&E0G Y10, TO
TP OTo TS KeaAng) kat UVB ewtobeponeia.

Agv vmip&e kapio KMVIKG onUavTIKY dAANAETiOpacn neta&d TG KeTokovaloANg Kot TG
anpepiddotg. H anpepuddot propel va cuyyopnyeiton pe Evav 1oyvpd avactoréa tov CYP3A4,

OT®G M KETOKOVOLOAN.

Agv vnp&e Kapio apHOKOKIVITIKN GAANAETIOpOoT LETOED TG OMPEUILAGTNG Kot TG pebotpegatng
o€ acbeveig pue yoplookn apbpitda. H anpegpildot uropei va cuyyopnyeital pe t pebotpela.

Agv vrnpée Kapio aproKoKIVNTIKN OAANAETIOpOoT LETOED TG OTPEUIAAGTNG KoL TOV OO TOV
GTOUOATOG YOPNYOVUEVOV AVTICVAANTTIKOV TOL TEPLEYOLV alfVOAOIGTPASIOAN Kot vopyeaTiudrn. H
OTPELAGOTT UTOPEL VO, GUYXOPTYEITOL LE OO TOL GTOUNTOS YOPTYOVLEVO AVTIGUAANTTIKA.

4.6 T'ovipétnTo, KONON KAl YoroV)ia

Tuvaikec og avamopay®yikn nikio

H zmepintoon eykvpocvvng 0o npénel va amokAeicton Tpv v évapén g Oepaneioc. Ot yvvaikeg o
avamopoy®ykn NAkio Oo TPETEL VO YPNGILOTOOVV OMOTEAECLATIKT AVTIGOAANYT] Y10 TNV TPOANYM
£yKupooHng kotd tn didpketa g Oepaneiag.



Kinon
Eivar meplopiopéva to kKhvikd 6edopéva GYETIKA LE TN ¥PNOT TG ATPEUAAGTNG GE £YKLO YUVOIKO.

H ampegpirdotn avievdeikvotol Kotd ) dtdpkela TG eykopocvvng (PAére mapdypoeo 4.3). ZTig
EMOPACELC TNG OTPEUILAGTNG OTNV EYKLHOCHVN TEPIAAUPAvOVTOL amoBOoAT TOL EUPPVOL GE PVEG Kot
TONKoLg, kKabdC Kot petopévo Papog euPfpdov dnmc kot kabvoTtepnUEVT 06TEOTOINGT GE WHEC GE
d0GEIS VYNAOTEPEG OO TNV 1GYVOVGO GUVIGTMUEVT VYNAOTEPT avOpdTivr 600T|. Agv mapotnpnonie
Kapia té€toto emidpaocn otav 1 €kBeon oe {da ftav 1,3 popéc peyorvtepn g KAvikng £kBeong (BA.
mopaypaeo 5.3).

Oniaoudg
H ampepirdotn aviyvedtnke oto yaha Ondaldviov poav (BA. tapdypago 5.3). Aev gival yvooto dv n
ampEMAAOTY, 1] Ol peTaPfoAiteg TG amekKkpivoviatl 6To avBpomivo ydia. O kivdvvog ota Onidlovta

Bpéepn dev umopel v 0MOKAEIGTEL, MG EK TOVTOL 1] ATPELUAACTN dEV TPEMEL VOL YPNGILOTOLEITAL KUTA TN
dudpkela Tov Oniacpoo.

Tovyomra

Agv datiBevtan dedopéva yovipotntog o€ avlpdnovg. e peréteg oe {da, dgv TopatnpnOnKoy
avemBOUNTEG EMOPACELS GTI YOVILOTNTO TOV OPPEVAV LMV GE EMITEdA £KBEON S TPUTAACLO TNG
KMVIKNC €kBeong Kat oTovg ONAELG Poeg o emimeda kBeong ioa pe v KAvikn ékBeomn. [
TPOKAIVIKG 0edopéva yovipotrag PA. Tapdypago 5.3.

4.7 Emopacels 6tny IKavoTnTo 001Y161NS KUl YEIPIGROD PNy aVI|LATOV

H ampepirdotn dev £xet kopio 1} Y€l aoNUOVTN EXIOPACT] GTNV IKOVOTNTO 0ONYNONG KAl YEPIGHOD
unxovnudToy.

4.8 AvemOounteg evépyereg

TIepiAnyn Tov TPOEIA acEALELNC

O1 710 GVYVE OVOPEPOIEVEG OVETIOVUNTES EVEPYELES LE TNV antpepiAdotn oty YA kot oty yopioon
glvat o1 SloTapayES TOV YOOTPEVTEPLIKOV, cupmeptiapfavopuévng e dapporag (15,7%) kot g
vavtiog (13,9%). Z1ig dAAEG T GLYVE OVAPEPOLEVEG AVETIBOUNTES EVEPYELEG CUUTEPIAOUPAVOVTOL
AOLUMEELG TOL AVATEPOL OVATTVELGTIKOD GLGTHLOTOC (8,4%), Kepahahyia (7,9%) Kot KepalaAyia
tdoemg (7,2%) kot efvar kupimg Nmag £og péTplag cofapodtnrag.

O o ovyva avagepbeioeg avemBOunTeg evépyeleg pe ompepurdorn yio BDelvan duappora (41,3%),
vavtia (19,2%), kepararyia (14,4%), Loipwén tov avdtepov avamvevotikod cvotnuatog (11,5%),
OVoG otV v Kothlakm yopa (8,7%), épetog (8,7%) kot movog oty TAdtn (7,7%) ko ivon kotd
KOPLo AOY0 NT0G EmG PETPLOG GOPapOTNTAG.

Ot avemBOUNTES EVEPYELEG OTO YUOTPEVTEPIKO CUGTNO ELPOVIOTIKAY YEVIKA KATA TN SIIPKELN TOV
TPOTOV 2 efdouddwv ¢ Oepaneiog kal cvvnbwg eEareipdnkay evtog 4 efdopdadmv.

[Mopatnpovvrar avtidpdcelg vaepevoictnoiog oyt cuyvd (BA. mapdypapo 4.3).

KotdAloyoc avemBountov EVEPYEIOV GE LOPON TIVOKO,

Ot avemBOunTeg evépyeleg o1 omoieg mapatnpnOnkav oe acbeveic mov aafav Bepamneia pe
UTPELAGOT TaPUTIOEVTOL TOPAKAT® OVE KOTNYOPio 0pYEVOL GUGTHLOTOG KOl GLYVOTNTOC Y10, OAEC
T1g avemBounteg evépyetec. Evtog kdbe katnyopiag opyavikod GUGTHUATOG KOl GUYVOTITAG
EUOAVIONG, Ot avemBounteg evépyeteg mapatifeviar Katd pbivovca celpd coPapdtnTog.



Ot avemBOunTeC evépyeleg Tov eappaxov kabopictnkay pe Paor ta dedopEVa amd TO TPOYPOLUL
KAVIKNG avATTTUENG TNG OPELIAGOTNG KOt TNV EUTELPiD. LETA TNV KVKAOPOpia TNV ayopd. Ot
GLYVOTNTEC TOV AVETLOVUNTOV EVEPYELDY TOV PAPUAKOV Eival EKEIVEC TOV avaQEPONKAY OTA GKEAT
g ampePLAoTNG TV Te6oapaVv peketav Odaong I yio v YA (n = 1.945) ] t@v dV0 peletdv
®dong I yuo v Yopiaon (n = 1.184) kot otn pekét @daong I yuo ) voéco Behget (n =207) (n
VYNAGTEPT CLYVOTNTA OO AUPOTEPO TO GVYKEVIPMTIKE dedopéva Tapatifetal oTov mivaka 2).

Ot cuyvotnteg opifovrat wg e€Ng: moAd cuyvég (= 1/10), cuyvéc (= 1/100 g < 1/10), oyt cuyvég
(= 1/1.000 émg < 1/100), omdvieg (= 1/10.000 émg < 1/1.000), un yvootég (dev pmopoldv va ektiunfovv

ue Paon ta drwbéoipa dedopéva).

Mivokag 2. Iepiinyn avemBounTov gvepyaidv otny yopraciky apdpitda (YA), Tnv Yopiaon

Kol 11 véoo Behcet (BD)
Katnyopia/opyoviké cootnue | Xvyvétnta Avem@Ountn evépyera
TToks cuvéc Aomc’oé’;atg rgu OVATEPOL OVATTVELCTIKOD
, , GLGTHUOTOG
AOWDEELS KoL TAPAGITMCELG p
Sovve Bpoyyitida
AVES Pwogapvyyitida*
Awrtapoyég ToV avoGOTOmTIKOD | | . ,
ovoThpaToc Oyt cuyvég Yrepevoiotnoio
Awtapayég Tov petaforiopod . s %
Ko T Opéync XoyvEG Mewopévn 6peén
Suyvé Abnvia
. . AVEG KotdOlym
Yoyrorpucég dratapoyég : p p
. . AVTOKTOVIKOG 10£061LOC KOl VTOKTOVIKN
Oy ovyvég .
GLUTEPLPOPAL
B , 5%k, O
Awotapoyég Tov VEuPKon ITohb ovyvég KS(p(X)u(ﬁ\’.’Ylg
GUGTNHOTOG Xuyvég Hyupovia
Keparialyio and taon™
Alotapoyég TOV OVOTVEVGTIKOD
GLOTNLOTOC, TOL HdpoKa Kot Xuyveég Bryog
ToV uecobmwpaKiov
IToAd cuyvée | Adpporlo™
Novrtio*
‘Epetoc*
Awtopoayég Tov YaoTpEVTEPLKOD Avorcy o
PEXES VAOTPEVEED 2oyvEC 2VYVEC KEVADGELS
AAyog ve KOWMOKNG Y®poc*
I'ouoTpoo1co@ayikn maAvdpdunon
Oy cuyvéc Awoppayic TOL YOOTPEVIEPIKOD GOANVAL
AlTopoay€g ToL SEPOTOC Kot Oyt ovuyvég Eéqv@npa
\ , Kvidwon
TOV VOSOPIOV 1GTOV p p
Mn yvootég | Ayyswooionuo
AlTopoy€G TOL LVOCKEAETIKOD
GLOTILLOTOG KOl TOV GUVOETIKOD | ZVYVEG Oocoeuaryio*
1670V
Ievikég dratapayéc Kot
KOTOOTACELG TG 0000 XoyvEg Konwon
X0pNYNong
IToapaxAvikég eetdosig Oy ovyvéc 2OUOTIKO BApog UelmUEVO

*TovAdytotov pio amd ovtég Tig avemBountes evépyeleg avapépbnke g cofapn
*H cuyvomra avagépetat og ouyvn oe YA kot Yopioon




[leprypoon emleyuévav ovemfOUNTOV EVEPYELDV

Poyratpikéc d10Topoyéc

Y& KAMVIKEC LEAETEG KO KOITA TNV EUTELPI, LETA TNV KVKAOPOPIX GTNV ayopd, avapépdnkay oyt cuyva
TEPIOTOTIKG AVTOKTOVIKOV 1O£0CUOV KOl UTOKTOVIKNG GUUTEPLUPOPAS, EVA 1) AVTOKTOVIL avapEpOnke
KOTA TNV gumelpio petd v Kukloopio oty ayopd. I1pénet va divovtal odnyieg otovg acbeveic kot
GT0 ATOLLOL TTOV TOVG PPOVTILOVY VA EVILEPDVOVY TOV GLVTAYOYPAPOVTH 1UTPO CYETIKA [LE
OTO10VONTOTE AVTOKTOVIKO 10€aGpd (PA. Tapdypao 4.4).

Zwuotio fopog usiwuévo

To Bapog twv acBevadv petpndnie taxticd oe KAvikég peréteg. H péon mapatnpodpevn anmdiela
Bapovg oe acbeveic pe YA ka1 Yopiaon wov vrefAndnocav o Oepameia yio Emg Kot 52 efoopnddeg pe
ampepurdotn ntav 1,99 kg. Tuvokikd, oto 14,3% tov acbevav mov AduPavoy anpelihdot iy
napatnpn el andreln Bapovs petatd 5-10%, evd oto 5,7% tov acbevav mov Adppavoy anpephdoT
elye mapatnpnBel andreia Bapovg peyardtepn and 10%. Kavévag amd avtos toug acbeveig dev eiye
EUPAVEIS KAMVIKEG GUVETELEC TPOKVTTOVGES O TNV AmdAELD BApovg. Zvuvolikd, To 0,1% tov acBevov
mov AdpPovay Bepaneia pe anpepiddotn dékoyay tn Bepameio Ady® TG avemBOUNTNG EVEPYELOG TNG
anmAielog Papove. H péon andiein fapovg mov mapatnpndnke oe acbeveic pe BD mov éhafav
Oepameio pe ampepddot yuo 52 efdopadeg nrav 0,52 kg. Xvvorkd, to 11,8% twv acbevov mov
Enapav ampeildotn Tapatipnoay anmAgln fapovg peta&d 5-10%, evod to 3,8% twv acbevdv mov
éhafav anpepihdotn Tapatipnoay andisid Papovg peyardtepn and 10%. Kavévag amd avtoig toug
aoBeveic dOev elye epEVEic KMVIKEC EMMTOGELC omd TV ammdAela apovs. Kavévag amd Ttovg acbeveig
dev dtékoye TN pedétn e€outiog avemBountov evepyelimv Ady® peimong Papovg.

[Mopakaiovue deite T CUUTANPOUOTIKE TPOEWOTOINGT oTNV TAPdypao 4.4 Yo Tovg acbeveic ol
omoiot katd v évapén g Bepaneing eivor MmoPapeis.

Ewwoi mAinbuvcpuoi

Hlikiowuévor aobeveic
Ao ™V eumelpio, LETA TNV KVKAOPOPIo 6TNV ayopd, ol NAKIopEVOL acbevelg nAikiog > 65 etdv
EVOEYETOL VAL O1ATPEXOVY DYNAOTEPO KIVOLVO EMITAOK®Y GoPap1|g d16ppotag, VauTiog Kot ELETOV
(PA. mopdrypago 4.4).

AcbBeveic ue nrozixn dvoleirovpyio
H acpdlelo g anpepildomg dev aoloyndnke o acbeveig pe YA, Yopioon 1 voco Behget kot pe
NTATIKY OLGAELITOLPYIAL.

AaobBeveic ue veppixn dvoleitovpyia

21ig kKAwvikég peiéteg YA, Yopiaong 1 vocov Behget, To mpopil acpdieiog mov Tapotnpndnke o
aocfeveic pe e veQpikn SLGAELTOVPYIO NTAV GUYKPIGIHO LE EKEIVO TV 0GOEVAOV e PUGIOAOYIKN
veppikn Aertovpyia. H acpdieio tg ampepurdotng oev a&lohoyndnke oe acleveic pe YA, Yopiaon 1
vooo Behget kot pe pétpla 1 cofapr veppikn SuGAEITOVPYIN OTIC KAMVIKEG LEAETEG.

Avopopb mbovoloyoduevav avemBOuUnTmV EVEPYELDY

H avoaeopd mBovoroyodpuevmy avemiBounToy evepyelmv LETE amd T YopnyNn o Adelog KukAopopiog
TOL QOPUAKEVTIKOV TPo1dVTOg elvar onuovtikn. Emitpénet ) cuveyn mapakolovdnon e oyEong
0PEALOVG-KIVOVVOL TOV PUPHOKEVTIKOD TPOTOVTOC. ZNTELTaL 0O TOVG ETAyYEALATIEG LYELOG VO
avVaQEPOVY OOLEGONTOTE THAVOALOYOVIEVES OVETIOVUNTEG EVEPYELEG LEGM TOV £0VIKOD GLGTNLOTOG
ovapopdg Tov avaypdeetot oto [Hopdptmua V.



4.9 Ynegpoocoroyia

H ampepirdotn pelembnke oe vym dropa o€ pio HEYIGTN GLVOAKN Nuepnoia doomn tv 100 mg
(xopnyodpueva g 50 mg dig nuepnoing) yia 4,5 nuépeg ympig EvOeiEn 60GOTEPIOPIGTIKOV
TOEIKOTATOV. e TEPITTOOT) VTEPSOGOAOYING, GLUVIGTATAL 1] TOPAKOAOVONOT TOV 0GBEVODG Yo
OTOLONTOTE GNUEIN 1] GUUTTOUATO AVETBOUNTOV EMOPACEDV Kot 1] EVApEN KATAAANANG
CUUATOUUTIKNG OY®OYNG. € TEPIMTTOOT VITEPOOGOAOYIOG, GUVIGTATAL GUUTTMOUATIKT KO VTOGTIPIKTIKN
QpovTioa.

5. OAPMAKOAOTI'IKEY IAIOTHTEX
5.1 ®@oppokodvvapIKES 1O10TNTES

Doppokobepanentikn Katnyopio: AVOGOKATAGTAATIKOL TOPAYOVTES, EKAEKTIKOL 0VOCOKATAGTOATIKOL
mopayovteg, kwdwog ATC: LO4AAA32

Mnyoviopndc dpdonc

H ampepirdotn, évag amd 100 GTOUATOG KPOUOPLUKOS VUGTOAENG TNE POCPOdleaTeEPdoNs 4
(PDE4), 6pa vdoK0TTOPIKA Y10 VO SILUOPPADGEL £VAL HTKTVO TPO-PAEYLOVOIMY KOl OVTI-OAEYLOVOIDV
pecorafntadv. H PDE4 givar o e181k1] yuor TNV KUKAMKR LOVOPOoQOPIKY| 0devosivn (cAMP)-
owoeodieotepdon (PDE) ko 1 kOpla pocpodieotepdon (PDE) ota pAeypovmnon kottapa. H
avactoAn g PDE4 av&dvel ta emineda g evookvttapikng cCAMP, n omoia pe ) cepd g
VROdpacTNPonoLel T PAeyHOV®OT avTamdkpion pubuilovtag v ékepacn tov TNF-a, 1L-23, IL-17
Kot GALOV Aeypoveddv Kutokivav. H kukiik AMP puBuilet emiong ta enineda ovii-QAEYHLOVOOIDY
KLTOKIVAV, 0Ttmg 1 IL-10. Avtoi o1 Tpo- Kot avTL-QAEYUOVMOELS LEGOAUPNTEC £OVV EVoyOoTONOEel Yo,
YOPLooIKn apbpitida kol yopioon.

Dapuokodvvauikéc emdpioelc

e KMvikég peréteg og aobeveic pe yoplaoikn apbpitida, n anpepiddotrn pbOucs onpovikd, oAid
dev avéoTelle TANPOG, Ta EMimedD TV Tpwteivadv IL-1a, IL-6, IL-8, MCP-1, MIP-1, MMP-3, kot
TNF-a 610 mhdopa. Metd and 40 efdouddeg Oepaneiog pe ampephdot, vanpée peimwon 6to TAGGHA
TV eMTEd®V TV TPOTEVOV IL-17 kot IL-23, kot adénon oty IL-10. Ze khvikég pehéteg o€
aoBeveic e yoplaon, 1 aTpELAACTN LEIMOE TO EMOEPUIKO TAYOC TOV SEPUATIKOV OAAOIDCEWY, TN
QAEYLOVAOOTN KLTTOPIKY O 0NoN Kot TV EKQPACT| TOV TPO-PAEYUOVMIDV YOVISI®V,
GLUTEPTLOUPAVOUEV®Y EKEIV@V TTOL EAEYYOLV TNV EROYDYIUN GuvOdoT vitpikov o&ewdiov (INOS), v
IL-12/1L-23p40, tv IL-17A, v IL-22 xon v IL-8. Xe khvikéc pedéteg oe aobeveic pe vooo Behget
oL EAaPav anpeuAdoTn, vanpée onuavTiky BeTik) cvoyétion petald g aAlayng oto TNF-a
TAACUOTOG KOL TNG KAIVIKTG OTOTELECUOTIKOTITOG OTT®G LETPHONKE e TOV aplud TV GTOUOTIKOV
EAKDV.

H ampeuirdot yopnyovuevn oe d0celc £m¢ kot S0 mg dig nuepnoimg dev mapéteve 1o dtdotnua QT
G€ vy dTopa.

KAwvikn omoteAeGUOTIKOTITO KOl 0CQAAELD,

Ywpiraoixny oplpitido

H ac@dieia kot 1 amoTEAECUATIKOTNTA TG ATPEUAAGTNG a&loAoynOnKay o€ 3 TOAVKEVTPIKEC,
TUYOLOTTOMUEVES, SUTAG TVPAEG, EAEYYOLEVEG UE ElKOVIKO Papuako peréteg (uehéteg PALACE 1,
PALACE 2 ka1 PALACE 3) mopoépotov oxediacot og eviiikes acbeveic pe evepyd YA

(= 3 apBpaoeig pe oidnua kot > 3 gvaicOnreg apBpioelg) mapd v Tponyovuevn Bepaneia pe
pikpopoptoka 1 froAoyikd DMARDSs. Zuvolikd, 1.493 acOeveic Tuyatomomdnkay kot vrofAndnkoy
o€ Bepamneia gite pe ewovikd papuako, gite pe 20 mg 1| 30 mg ampeAGGTNG YOPTYOVUEVA OO TOL
GTOUATOG O1G NUEPNTIWG,.




Ot acBeveic og avtég TIc peréteg deyvmctncav pe YA yio tovAdyiotov 6 univeg. Amoitodvtay eniong
pio yoplacikn deppatikn PAGPN (Stapétpov TovAdylotov 2 cm) Tov Tovg KafloTovoe KATAAANAOVG
yw etoaywyn ot PALACE 3. H anpguildom ypnoponomdnke wc povobepaneia (34,8%) 1 ot
cuvdvaoud pe otabepég d6celg pikpopoptakmv DMARDs (65,2%). Ot acBeveic Adpupavay
OTPEMAAOTN G€ GLVOVAGHO Ue éva 1 TePLocOTEPA amd Ta akdAovBa: peBotpegarn (MTX,

<25 mg/efdoudda, 54,5%), covipacaralivn (SSZ, <2 gmuépa, 9,0%) kot Aeprovvouidn (LEF,
<20 mgMmuépa, 7,4%). Aev emrpendtov cuyyopnynon pe froroywéd DMARDs,
couneprropfavopévev tov avactoré®v Tov TNF. Xtic 3 pueiéteg evrdydnkav acOeveic pe kabe Evav
amd Tovg VIOTLTOLS TG YA, cupreptlapPavopévng e svppeTptkng moAvapOpitdag (62,0%), g
acOupeTpNg oAryoapdpitidag (26,9%), tng meprpepikng peso@orayyng (distal interphalangeal, DIP)
apBpitdag (6,2%), tng akpmTnplacTikng apbpitidog (2,7%) kot g kowng omovoviitdag (2,1%).
EvtéyOnkav acbeveic pe mpovmapyovca evleconddeia (63%) 1 Tpoimdpyovoa daktvritida (42%).
YuvoliKd, To 76,4% tv acbevav glye AaPel Tpornyodpevn povobepaneia pe pikpopoprokd DMARDs
ka1 to 22,4% tov acbevav eixe Aapel tponyoduevn Bepoaneio pe froroyikd DMARDs, 1060616 10
omoio mepthapPdvet éva 7,8% mov elye o Bepanevtikn anotvyia pe Tponyodpevn Bepancio pe éva
Bloroywé DMARD. H didpeon didpketa tng vosov g YA ftav 5 ypodvia.

Me Bdon to oxedlacpod tng HEAETNG, 01 aoBevelg TV omoimv o aplBuog TV evaictntov apbpmbcemv
Kot Tov apbpdoemv pe oidnua dev Bektidbnke Katd tovidyiotov 20% BewpriOnke 6Tt dev
avtomokpiOnkav v efdoudda 16. Ot acbeveig e Bepameio pe ewcovikd papuako wov BempnOnke Ot1
dev avtamokpifniav toyatomomOnkay ek véov 1:1 og TvpAn popen gite o 20 mg anpeldotng 061G
nuepnoing eite og 30 mg o1 nuepnoine. Tnv efdopdda 24, 6Aot o1 vTOLouTol acBeveic Tov
vrofAnnkav o Bepaneia pe eiovikd eapuako petamnonoay gite o 20 | 30 mg ampeAdoTng d1g
nuepnoing. Metd and 52 gfoopddeg Oepomeiog, ol acheveic LTOPOVGAV VO, GUVEXIGOVV UE OVOIKTOD
oyedlaopob anpephdotn 20 mg 1 30 mg evtog TG LOKPOYPOVING ETEKTOCT|G TOV LEAETMV

PALACE 1, PALACE 2 koau PALACE 3 y1o cuvolkn dtdpkela Oepomeiog Emg Kat 5 eTmv

(260 eBdoudoeg).

To tpwtevov TeMKd oMNpEI0 NTAV TO TOGOOTO TOV Achevdv Tov euPdvicay avtonokpion 20 katd to
Apepkdviko Koréylo Pevpatoroyiog (ACR) v gfdopdda 16.

H Oepancio pe anpepuddotn 0dnynoe og onUAVTIKEG PEATIOCELS GTO ONUEIN KoL TO GUUTTOUOTA TG
YA, 6no¢ ektiundnkay and to kprripo avtanokpiong ACR 20 og 6OyKpLon Le TO EIKOVIKO QAPLLOKO
o115 16 efdopddes. To mocooto v acbevav pe ACR 20/50/70 (avtamokpicelg 6Tig LEAETEC
PALACE 1, PALACE 2 kot PALACE 3, kot to cuykevipotikd dedopéva yo Tig peréteg PALACE 1,
PALACE 2 ka1 PALACE 3) ywo v anpgpihdotn 30 mg dig nuepnoiong v efdoudda 16
napovoidlovrol otov mwivaka 3. Ot avtonokpicelg ACR 20/50/70 dwutnpnOnkav tnv gfdopdda. 24.

Metaéd Tov achevav mov Tuyaonomdnkay apyikd oe 30 mg anpepldotng 81g NuepNcing, Ta

mocootd avtandkpiong ACR 20/50/70 dratnprbniov péxpt v efoopndda 52 6TIC GUYKEVTPMTIKEG
peiéteg PALACE 1, PALACE 2 kot PALACE 3 (oyfua 1).
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Mivakag 3.

oc0676 a60evarv pe avramokpiceig ACR otig perétes PALACE 1, PALACE 2 km
PALACE 3 kol Tig GUYKEVTPOTIKES nerETES TNV foopdda 16

PALACE 1 PALACE 2 PALACE 3 LYI'KENTPQTIKEX
30 mg Ewoviké 30 mg Ewoviké 30 mg Ewoviké 30 mg
ompeihd-| @dppoxo | ompephd-| @appoko | ampeihd-| QAppOKO | ampepAd-
Ewovik | 61ng o1 oTNG 015 oTG 015 oTNG 015
) nuepnoing +/- nuepnoing +/- nuepnoing +/- nuepnoing
PhappaK +/- DMARDs +/- DMARDs +/- DMARDSs +/-
N* 0 DMARDs| N=159 |DMARDs| N=169 |DMARDs| N=496 |DMARDs
N=168 N=162 N =167 N =497
+/-
DMAR
Ds
N =168
ACR 20*
2?201%_ 19,0% | 38,1%** 18,9% 32,1%* 18,3% 40,7%** 18,8% 37,0%**
ACR 50
Eﬁﬁoﬂ' 0 ) 0 o o 0 0 0
, 6,0% 16,1%* 5,0% 10,5% 8,3% 15,0% 6,5% 13,9%**
ada 16
ACR 70
Eﬁﬁoﬂ' 0 ) 0 0 [ 0 0 0
i 1,2% 4,2% 0,6% 1,2% 2,4% 3,6% 1,4% 3,0%
ada 16

*p < 0,01 yuo v anpeuddoTn VoVt EIKOVIKOD POPUAKOD.
**p << 0,001 yio TV OTPELAAGTN EVAVTL EIKOVIKOD QOPUAKOU.
*N givar 0 apBpog tev acbevav mov Toyatomomdnkay kot vrofAnbnkav ce Beponeia.

Xympa 1.

Mocoo16 atopwv pe avramokpion ACR 20/50/70 péypr v efoopada 52 ot
oVYKEVTPOTIKI avaiven Tov pehet®v PALACE 1, PALACE 2 kot PALACE 3

(NRI*)

501

40 1

30 7

20

Tocooto Avtandkpiong +/- SE (%)

16 24 40 52
EBdopddo perétng
Tehkd onueio n/m (%) n/m (%) n/m (%) n/m (%)
ACR 20 184/497 (37,0)  196/497 (39,4) 222/497 (44,7) 209/497 (42,1)
ACR 50 69/497 (13,9) 93/497 (18,7) 102/497 (20,5) 90/497 (18,1)
ACR 70 15/497 ( 3,0) 33/497 ( 6,6) 44/497 ( 8,9) 38/497 (7,6)

Telwco onueio

=== ACR

0= ACRS50

© 90 ACR70

20

*NRI: Kopio avamiipoon pn aviomokptOévimv. ATopo Tov JEKOYaY TPAOLLN TPLV TO YPOVIKO OTHEL0 KOl ATOA TOV dEV TOPEXOV ETAPKT

dedopLéva Yo TOV 0ploTikd TPOGSIOPIGUO TG KATAGTOONG OVTOTOKPLIoNG GTO ¥POViko onpeio vmoloyilovtol g pn avramokpifévreg.
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Meta&d tov 497 acbevav mov Tuyatomombnkay apyikd og 30 mg ampeAGoTng d1¢ NUEPTGILMG,
375 (75%) acBeveic mapépevay o avtr ) Bepaneio v efdondada 52. e avtovg tovg aobevei, ot
avtomokpicelg ACR 20/50/70 v gfdopdda 52 fitav 57%, 25% kot 11%, avtictorya. Meta&d tov
497 acbevov Tov TuyatomomOnkay apykd og 30 mg ampeAGoTng O1g nuepncing, 375 (75%)
acBevelg elonyOnoav otic pakpoypdvieg neréteg eméktaong Kot and avtovg 221 acbeveic (59%)
mapépevay o autn 1 Bepameio v efdopnada 260. Ot avramokpiceig ACR datnpnOnkov otig
UOKPOYPOVIEG LEAETEC EMEKTACTG OVOLKTOV GYESIGIOD Y10, MG KoL 5 £T1.

Ot avtoamoxpicelg Tov TapatnpnonKay oty opdda mov Adupavay Bepomeio Le ampeUAdoTN NTOV
Tapopoteg aveEaptnra av ot acheveic Adupavay cuvodd aywyn ue DMARDSs, courepiiappovouévng
g MTX. AcBeveic mov giyav Aapel mponyovpevn Bepaneio pe DMARDSs 1} Bioloyucd @dppoko Kot
Adupavay arpepuddotn étoyay vyniotepn avtamokpion ACR 20 v efdopdda 16 amd Tovg
aoBeveic mov Aappavay elkoviKo QAaPLLOKO.

[Mopopoteg avromokpicelg ACR mapatnpnOnkav oe acheveig pe dtapopetikovg vrdtumovg g YA,
ovumeptioppavopévne g DIP. O aptBpdc tov achevdv [ie Toug VIOTVTOVG TNG AKPOTNPLUCTIKNG
apOpitidag Kot TG KOWNG GIovOLMTIONG NTOV TOAD UIKPOG Y10 VO, ETITPUTEL OVGIUCTIKT 0EI0AdYN o).

>11g PALACE 1, PALACE 2 ka1 PALACE 3, o1 BeAktiwoeig otnv Khipoka Evepydtntog tg Nocov
(Disease Activity Scale, DAS) 28 pe v C-avtdpoco npwteivn (CRP) kabd¢ emiong kot to 1060610
TV acbevedv 610 omoio TopatnpnnKe eniTELEN TOV TPOTOTOMUEVAOV KPLTNPI®V OVTOTOKPIONG TNG
yopackng apbpitdag (PsA response criteria, PSARC) tav peyodvtepa otny opdda tng
OTPEUIAACTIG, O€ GUYKPLON LE TO EIKOVIKO QAPLOKO otV R0opdda 16 (OVOLOoTIKN P-TIUN

p <0,0004, p-tiun < 0,0017, avtiotoya). Avtéc o1 ertidoelg dttnphOnkay tnv efoopdda 24.
Metoéd Tov acbevav ol omoiot Tapépetvay otn Oepaneia pe ampeuAdoT:, 6TV omoia
TuyoomomOnKay Katd tnv Evapén e Herétng, 1 paduoroyia tng DAS28 (CRP) kot 1 avtamodkpion
PsARC dwotnpinkayv péypt v efdoudda 52.

Tig efdouadeg 16 kot 24 mapatnpnONKav PEATIOGEL G TAPAUETPOVS TNG TEPLPEPIKNG
dpacTNPIOTNTOG YAPUKTNPICTIKOV TS YOPLAGIKNG apbpitidag (.. aplfudc apbpmcemv pe oidnua,
apBpog emmdvvev/evaicOntov apbpdcemv, dukTuAiTidn Kot evOesiTIdN) Kol OTIC dEPUATIKEG
EKOMADOCELS TNG Yopioong 6Tovs aobeveic mov Adpfovay anpeiddotn. Meta&d Tov acbevav ot
omoiotl mapépevay ot Bepameio pe ampeAaoT, 6TNV omoia TuYooTomONKaY Katd TV Evapén e
UEAETNG, aVTEG oL PedTIdoELS dlatnpnOnkav uéypt tnv efdopndada 52.

Ot KAMvikég avtomokpioelg dtotnpnOnkay oTic 1016g TOPARETPOVS TEPLPEPIKNG OPUACTNPLOTNTAG KOl
OTIG OEPUATIKEC EKONADGELS TNG YOPIOOTG OTIC LEAETEG EMEKTAONC OVOIKTOD GYEOIAGLOD Y10 £C Ko

5 ém Oepameiag.

Duokn dpactnpotnto Kot oyetlodusvn ue tnv vyeio wowdtnto Long

Aocbeveig mov Adppoavay anpeildotn KoTESEIENY GTATICTIKG ONUAVTIKY PEATIOON OTN PLGIKN
dpaocnplotnTa, OT®MG aEl0A0YNONKE Amd TN LETOPOAT GTNV APYIKN TIUH TOV OEIKTN OVIKAVOTNTOG TOL
gpotnuatoroyiov agloldynong vyeiag (disability index of the health assessment questionnaire, HAQ-
DI), oe o0ykpion pe to gucovikd edapuaxo otig 16 gfdonadec otig PALACE 1, PALACE 2 kot
PALACE 3 kot 11 ovykevipotikég perétes. Bektidoelg ot fabporoyio tov HAQ-DI dwatnpndnkav
v fdoudda 24.

Metoéd Tov acbevav ot omoiot Tuyatomodniay apyikd og Bepancio pe 30 mg anpeLAdoTng 061G
nuepnoimg, n pnetafoin omd v apykn T otn Pabpoioyio tov HAQ-DI v efdoudda 52

ntav -0,333 oty opdda T@v 30 mg anpetAdeTng 01 NUEPNGIMS GE HI0 GLYKEVTIPMTIKN OVAALGT TNG
@aong avoktob oyxedlacpov tov peretdv PALACE 1, PALACE 2 ka1 PALACE 3.

Y1ic peréreg PALACE 1, PALACE 2 kot PALACE 3, xotadsiyOnkoav onpoavtikég BEATIOoELS 0T
oyxeti{opevn pe v vyeio mowdtta {ong, OTmg LeTpnONKay omd TIC HETAPOAES GTNV APYIKN TUYUT GTO
1edio TG PLOIKNG dpacTnPLOTNTOS TOL XVvTopov Evtinov Emokonnong Yyeiog éxdoon 2 (Short
Form Health Survey, SF-36v2) ka1 t Padporoyia tng Asttovpyikng A&toAdynong g Oepameiog
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Xpoéviog Nocov - Konwong (Functional Assessment of Chronic lliness Therapy — Fatigue, FACIT-
fatigue) oe acBeveig mov AdpPavay Oepameia e ampeAAGTN GE GUYKPLON LE TO EIKOVIKO PAPLLOKO
oTIg efoopadeg 16 kot 24. Meta&hd tov acbevdv ol omoiol mapéuevay ot Bepomeio, pe anpeAdo,
GTNV 0TO10 TVYALOTOONKOV aPYIKA Kot TNV Evapén Tng LEAETNG, Ol BEATIOGEIC GTN PLVOIKN
dpaotnprotnta Kot ot fadporoyio tov FACIT- fatigue Siatnpnniov péypt tnv efdopdda 52.

H Behtiopévn puoikn dpactnpiotra 6nmg aoloynnke pe to HAQ-DI kot to medio tov SF36v2PF
Ko Tig Pabporoyieg FACIT-fatigue dtotnpnOnke oTig PEAETEG EMEKTAOTG OLVOIKTOV GYESIUGLOV YLl
£€m¢ ko 5 €t Bepameioc.

Pawpioon

H acpdlelo kot 1 amotelecpatikOTnTO TG ANPEUAAOTNG a&loloynnkav 6e 600 TOAVKEVTPIKEG,
TUYOUOTIONUEVEG, STAN TVQAEG, EAEYYOUEVEG LE EKOVIKO Papuako perétes (neaétegc ESTEEM 1 ko
ESTEEM 2) otig omoieg eviaybnkav cuvoiikd 1.257 acOeveic pe pétpia £mg cofapn Katd TAakog
yoplaon pe TpoosPoin g Ieproyng Emodveiog Zopatog (BSA) > 10%, pe fadporoyio Tov Agiktn
"Extaonc kot ZoPapotntag e Yopilaong (Psoriasis Area and Severity Index, PASI) > 12, pe otatikn
Yvvolkn Extipunmon tov latpot (static Physician Global Assessment, SPGA) > 3 (uétpia 1 coPapn)
Kol 01 07T0i01 HTAV VIOYNPLOL Yio pmTobepameia 1| cLuGTNIKY Bepamneia.

AVTéG o1 peAéTeG elyav TopoUoto oyedoud uéypt TV efOoudda. 32. Xe appdTepeg TIC MEAETES, Ol
aoBeveic tuyatomomOnkav 2:1 o 30 mg anpelAdoTng 61 NUEPNGIMS 1| EIKOVIKO QAPLLOKO Y10

16 efdouddeg (eleyyouevn e eKoviKO eapuako edon) kot armd Tig efdonades 16-32, 6Xot o1 acbeveig
AdpBavav 30 mg anpepihdotng 61g nuepnoing (pdon cvvtipnong). Katd m ddpketa g @dong
Arndovpong Tuyatomomuévng Oepaneiog (fdouddeg 32-52), ot acbeveig mov apykd TuyoLoTOONKoY
o€ amPEUILAOTN Kot 6TOVG omoiovg enetebyOn pelwon Tovidyiotov katd 75% otn Paduporoyio PASI
(PASI-75) (ESTEEM 1) 1 peiowon xatd 50% ot Pabuoroyio tov PASI (PASI-50) (ESTEEM 2)
ToyotomomOnkay gk véov tnv efdoudda 32 gite oe ewkovikd papuako gite o 30 mg anpeAIoTNG d1¢
nuepnoing. Acbeveic Tov TuyooTOMONKAY EK VEOD GE EIKOVIKO PAPLOKO KOl 01 OTTOT01 £XACAV TNV
avtanoxpion PASI-75 (ESTEEM 1) 1 éxacav 1o 50% g Bertimong tov PASI v eBdondada 32 oe
ovykpion pe mv apykn Tl (ESTEEM 2) vropAntnkay ek véov o€ Oepameia pe 30 mg anpepiddotng
d1g nuepnoing. Ot acbeveig otovg omoiovg dev enetevydn N Kabopiopuévn avtarokpion PASI péypt v
eBdopdda 32 1 o1 omoiot apyKd TLYXUOTOONKAY GE EIKOVIKO PAPLOKO, TAPEUEIVAY G Oepameia e
ampeAaoTn péEypt v Bdopdada 52. H ypnon yauning 1oy00g TOTK®Y KOPTIKOGTEPOEWODV GTO
TPOCMOTO, TIC LOCYAAES Kal TN fovfavikn xdpa, Kabmg Kut 1 ¥pion caumovdy ticoag avpaka Kauy
TOPUCKEVOGUATOV GOAKVALKOD 0EE0G Y10. TO TPIYWTO TNG KEPAANG EMTPENOTAV KAOOAN TN dtdpKeLn
TV peretdv. Emmiéov, v efdoudda 32, dropa ota onoia dev enetevydn aviamodkpion PASI-75
otv ESTEEM 1 7} avtanoxpion PASI-50 otnv ESTEEM 2, tovg enetpdmn 1 xp1on ToTiK®OV
Oepaneimv yuo TNV yopioorn kav eotobepaneiog emmpocheta otn Oepancio pe 30 mg anpeildotg
d1g nuepnoimg.

Metd and 52 efdouddeg Oepamneiog, ot acbeveic pmopovoay va cuveyicovy pe avolkTol oyedloGHoD
anpepddotn 30 mg evtog g pakpoypoviag enéktaong Tov peretov ESTEEM 1 koaw ESTEEM 2 yia
GUVOALKT dtdpketa Bepameiog £wg kot S etV (260 efdopadeg).

Y& OUPOTEPEG TIG LEAETEG, TO TPMTEHOV TEAIKO ONUEID NTAV TO TOGOGTO TV AGHEVDOY GTOVG 0TTOIOVE
enetevyn avromokpion PASI-75 v gfdopdada 16. To kdplo dgvtepedov Tehkd onpeio fTav To
1060010 TOV aclevdv 6Tovg onoiovg emetevydn Paduoroyia g sPGA mpovg e&apaviong (0) 1
gldyiotng vooov (1) tnv efdopdda 16.

H péon apywn tun g fadporoyiog PASI ftav 19,07 (didpeon 16,80) kot 10 1060010 TV a.cHevidv
ue Paduporoyia sSPGA g tééng tov 3 (nétpia) ko 4 (cofapn) katd v Evapén e HeAéTng nTav
70,0% wa 29,8%, avtictoya, pe péomn apyikn tiun tposBoing g leproyng Emedveiag Zopotog
(BSA) g 14ENng Tov 25,19% (Sudpeon 21,0%). Ilepimov 10 30% OAmv TV acbevav elxe AaPet
mwponyovuevn ewtobepameio kot o 54% eixe AaPel TponyobUeVT GUUPBATIKT GUGTNIIKY KOUN
Broloywn Bepameia yio TNV AVTILETOTION TS YOPIOoNS (CUUTEPIAOUPOVOUEVOV OTOTUYLOV
Oepameiag), pue to 37% va éxel AaPet mponyoduevn cvpPatikn cvotnuikn Bepaneio kot to 30% va Exet
AGBel Tponyovpevn Broroyikn Oepaneia. [epimov 10 éva Tpito TV acbevmv dev eiye AdPet
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TpoMyoLEVT pmToBEpamEin, cuuPaTikn cvotnuikn 1 froAoyikn Oepaneio. Tvvolikd, To 18% twv

acBevav giyav 10Toptkd Yoploctkng apbpitidag.

To 1060616 TV 0sbevdv 6ToVG OToloVg emeTevyONcav avtamokpicelg PASI-50, -75 wot -90 kot
Babuoroyia sSPGA mAnpovg e€apdviong (0) | eddyiotng vocov (1), mapatiBeviar otov mivaka 4
mapoakdto. H Oepancio pe anpepuddotn 0dnynoe o€ onuavtikn feAtioon ot pHéTplo £0¢ coPapn
KATO TAAKOG YmPiooT, OTMG amodeIkvIETAL ad TO T0c00TO TV 0cbevav pe avtanokpion PASI-75
v efdoudda 16, e GUYKPION UE TO EIKOVIKO pApuako. ATedelyOn eniong kKAvikn fertioon Tov
petpnOnke amnd 11g avromokpicelg SPGA, PASI-50 kat PASI-90 v gfdopdda 16. Emutiéov, n

ampeAGoTT KaTédelse OepamevTIKO OQELOC G€ TOALATAEG EKONAMDGELS TG YOpPlaonc,

GUUTEPTAOUPAVOUEVOL TOL KVNGHOD, TNG VOGOL OVUYM, TNG TPOGPOANG TOV TPLYMTOV TNG KEPOUANG KoL
TOV PLETPNOEMV TG ToldTNTag (ONG.

Mivakeg 4. Kvui] avrandokpion tnv gfoopdada 16 otig peréteg ESTEEM 1 ko ESTEEM 2

(FAS o LOCFp)
ESTEEM 1 ESTEEM 2
Ewoviko 30 mg o1g Ewoviko 30 mg o1g
PapproKo nuepnoiong oappoxko | mpepnoiog AIIP*
AITP*

N 282 562 137 274
PASI" 75, n (%) 15 (5,3) 186 (33,1) 8 (5,8) 79 (28,8)
sPGA?® mipovg eEapdavionc 1
£)6y16TIC V650V, 1 (%) 11(3,9) 122 (21,7) 6 (4,4) 56 (20,4)
PASI 50, n (%) 48 (17,0) 330 (58,7) 27 (19,7) 152 (55,5)
PASI 90, n (%) 1(0,4) 55(9,8) 2 (1,5) 24 (8,8)
BSAC (o netapolq oy 6.9 478 6,1 484

. . + 38,95 + 38,48 + 47,57 + 40,78
pécog 6poct SD
Metaforr] 6TOV KVI|GUO KOTA -7,3 -31,5 -12,2 -33,5
VAS® (mm), pécog 6poct SD +27,08 +32,43 + 30,94 +35,46
Metapor oto DLQIS, pécog 2,1 -6,6 -2,8 -6,7
opoct SD + 5,69 + 6,66 +7,22 + 6,95
Metaforn oto SF-36 MCS ™, -1,02 2,39 0,00 + 2,58
pécog 6poct SD +9,161 +9,504 10,498 +10,129

*p<0,0001 yio TV ampeAdoTn £VOVTL TOL EKOVIKOD QapUAKkov, eKTOG amd v avtamokpion ESTEEM 2 PASI
90 ko T Metafoin oto SF-36 MCS 6mov p = 0,0042 kot p = 0,0078, avtictoyo.

*FAS = ITMpng Opdda Avéivong (Full Analysis Set)

P LOCF = Awetoyoyn tehevtaiag napatipnong (Last Observation Carried Forward)
" PASI = Aegixtng Extoaong kot ZoPapotntag e Yopioong (Psoriasis Area and Severity Index)

¥ SPGA = Ztatkr] Zuvolkn Extipmon tov Iatpod (Static Physician Global Assessment)

¢ BSA = TIlepioyn Empaveiag Zopatoc (Body Surface Area)

°TVAS = Ontikn Avoroywen Khipoka (Visual Analog Scale), 0 = kadvtepn, 100 = yeipdtepn

¢ DLQI = Agppatoroyikdc Acgiktng Iowdttog Zotc (Dermatology Life Quality Index), 0 = xoldtepn, 30 =

xePpoTeEP

1 SF-36 MCS = Zvvtopo ‘Evruno Emokonnong Yyeiog latpwcng ExBaong tng Melétng 36 Ztoyeiov, [epidnyn
Nontikav Etoyeiov (Medical Outcome Study Short Form 36-Item Health Survey, Mental Component

Summary)

To KAwviko 6peloc TG anpepAdotng anedeiydn oe moALamAEg VITOOUASES Ol 0TTOiEG OpioTNKAV ATTO
ONUOYPAPIKA OTOLYXEID KO YOPAKTNPIOTIKA TNG KAVIKNG VOGOU KOTd TNV Evapén T HEAETNG
(cvumepriapfoavopévng e S1apKELNg TG VOGOL TNG YoPiaons Kol TV acHevdV [LE 1GTOPLKO
yopacikng apdpitidac). To kKhvikd 6perog TG ampephdotng anedeiydn exiong aveloapthTog TG
TPONYOVUEVNC YPNOTG POUPLAKEVTIKNG Ay YNS Yo TNV Y®PIoon Kot TG avTamOKPIonG G
mpornyovueveg Bepaneieg yio v yopioon. [Hopatnpndnikov topdpola T0c06Td 0vIOTOKPIoNG 0 OAN

T0, E0PN COUATIKOV BAPOVC.
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H avtomdkpion oty ampepuiAdotn Tav Toyeio, te SNUAVTIKG PLEYOADTEPES PEATIOCELG OTO OMUEin KoL
TOL GUUTTOUOTA TNG YOpioong, cvuneptiappavopévov tov PASI g ducavetiog déppatog/dlyong Kot
TOV KVNGUOV, GE GUYKPLON UE TO EIKOVIKO pAapuako TNV efdoudda 2. I'evikd, o1 avTamokpicelg Tov
PASI enetedybnoav péypt v efdopdda 16 kot dtotnphoniay puéypt v fdoudda 32.

Xe apeotepec Tig perétec, N péomn mocootiaia Berticoon tov PASI and v apyikn Tiun mapépeve
otabepn| Katd TN SLApKELN TG PACT G ATOGVPCTG TVYXALOTOINIEVNC Oepameiog Yo Tovg acbeveic mov

TuyoomomOnkav ek véov o€ anpepirdot v efdopdada 32 (mivaxog 5).

Mivakag 5. Awtipnon exidopacng petad atopmy Toyororompévov oe AIIP 30 1 nuepnoing
™V gfdopdda 0 ko Toyoromompévay ek véov og AIIP 30 oi1c nuepnoiog Tnv
efoonada 32 {mg v efoopdoa 52

ESTEEM 1 ESTEEM 2
Xpoviké AGGS\:SiC_, oTOVG OZ'ISOfOI)g Acﬂa\:aig OTOVG oztoim)g
Ynueio emeTEVYON avTandKpion EMETEVYON avtamdkpion
PASI-75 mnv gfoopdda 32 | PASI-50 tnv gfoopdda 32
MocooTnia EBdopdda 16 -77,7+20,30 -69,7 £ 24,23
petapoin) oto PASI EBdopdda 32 -88 £ 8,30 -76,7 £ 13,42
amo TNV apy ik T,
pécog 6pog (%) + EBdopada 52 -80,5 + 12,60 -74,4+ 1891
SD*
Metoapoif oto DLQI | EBdoudda 16 -8,3 £6,26 -7,8 £ 6,41
am6 TV apyun Ty, | Efdopdda 32 -8,9 + 6,68 -7,7+5,92
pécog 6pog = SD* EBdopdoa 52 -7,8 £5,75 -7,5+6,27
Ioco67T6 aTOp®V pe EBdoudda 16 40/48 (83,3) 21/37 (56,8)
Xvvohki] Extipnon EBdopdda 32 39/48 (81,3) 27/37 (73,0)
Tov latpo? Yo v
Yopiaon oto
TP OTO TNG KEPaAg | EBdoupdada 52 35/48 (72,9) 20/37 (54,1)

(ScPGA) 01 1, n/N
(%)*

*TIeprhappavetl dtopa tuyatomomuéva ek véov og ATIP 30 dic nuepnoing v efdopndda 32 pe po apykr T
Kot o T petd v apyikn oty agloroynbeica efdondda e LeAéng.
PN Bacileton og dropa pe yopioon tov Tprymtod Tg Keparng pétplag 1 vynAdTEPNG coPfapdtnTog Katd TV

évapEn g perétng ot omoiot TuyoomomOnkav ek véov og AIIP 30 d1g nuepnoimg v efdopdda 32. Atoua pe
el dedopéva peTpnONKov Mg pUn avtamokploéva.

2 perétn ESTEEM 1, mepimov to 61% tov acBevdv mov tuyotomomdnkay €K vEOL o€ ampeAdoTn
v gPfdopdda 32 elxe aviamokpion PASI-75 v eBdopdada 52. And tovg 0o0eveic [l TOLAGYIOTOV Lid
avtomokpion PASI-75, ot onoiot Tuyatomombnkay ek véov o€ gikovikd @appako v efdoudda 32
katd  ddpkela Tng Pdong Amodcvpong Tuyatonompévng Oepaneiac, o 11,7% &iye avramdxpion
PASI-75 v gfdoudda 52. O didpecog ypovog Emg TV omdAsto avtamokpiong PASI-75 peta&y tov
acfevdv oL TVYOLOTOONKAY EK VEOL GE EIKOVIKO Pdpuako Ntav 5,1 efdouddec.

2t perétn ESTEEM 2, mepimov to 80,3% tov achevav mov tuyatomombnkay €k vEou og
ampeddotn v gfdoudda 32 gixe avtomokpion PASI-50 v gfdopdada 52. And tovg acheveic e
TovAdyioTov e avtamokpion PASI-50, ol omoiot TuyatomomOnkoy ek VEOL GE EIKOVIKO GAPUOKO TNV
epdopada 32, to 24,2% eiye avrandkpion PASI-50 v efdopdada 52. O dibpecos xpdvos Emg tnv
andiela Tov 50% g Pertimong tov PASI tovg katd v gfdopdada 32 fitav 12,4 efdopddes.

Metd v tuyaionompévn amdsvpon amod t Bepaneio v efdopdda 32, tepinov 10 70% twv acbevdv
ot perétn ESTEEM 1 kot 10 65,6% t0v acBevav otn peiétn ESTEEM 2, avéktnoav Tig
avtomokpioelg PASI-75 (ESTEEM 1)  PASI-50 (ESTEEM 2) uetd v enoavévapén g Oepamneiog pe
AmPEMAGOTT. AOY® TOV GYESIUOUOV TNG LEAETNG M dLdpKEL TNG €K VEOV Bepameiog Tav HETOPANTY
Kot Kopovotay ond 2,6 £wg 22,1 efdopddes.
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¥ peiétn ESTEEM 1, ot acBeveic mov tuyaionomOnkayv o ompeiAdotn kotd TV Evapén e
UEAETNG, 0TOVG O0moiovg dev emetebyOn avtamokpion PASI-75 v efdopdda 32, toug emetpdnn n
ovyyopnynon Tomikav Bepomeimv ka UVB potobepaneia peta&d tov efdopddav 32 émg 52. And
aVTOVG TOVG 0oBeveig, oto 12% emetedydn avtamoxpion PASI-75 v efdopdda 52 pe ampepirdot
ouv tomikn Bepaneia koM potobepansio.

>1ic peréteg ESTEEM 1 kot ESTEEM 2, mapatnprnkav onuovtikéc PeATidoel (LEWOGELS) 6TV
yopiaon 6vouya, OTog LeTpninkay amd T péorn nocootiaio petafoin oto Agiktn Zofapotntog
Yowpiaong Ovuya (Nail Psoriasis Severity Index, NAPSI) and tnv apytkn T, o€ acdeveig mov
Ehafoav anpeihdotn o€ oOYKplon e aobeveig mov Elafav sikovikd eappako v efdoudda 16

(p <0,0001 ko p = 0,0052, avtictorya). [lepartépm Pertidoelg otnv yopioorn ovuyo topatnpnonkoy
v efdopdda 32 o acbeveig mTov vrofAnbnkav oe cuveyn Bepancio pe anpeAdot.

21ic peréteg ESTEEM 1 ko ESTEEM 2, mapatnprinkav onuovtikéc PEATIOCEI 6TV Y®OPILOGT) TOV
TPYOTOV TNG KEPUANG TOVAAYIOTOV PETPLOG GOPOPOTNTAS (> 3), LETPNUEVEG OO TO TOGOGTO TOV
0o0evmdV GTOVG 0TO10VG EMETEVYON Yo paKTNPIoHOS TANPOLS e&apdviong (0) ) ehdyiotng vooov (1) ot
Yvvolkn Extipnon tov latpov yia v Yopioaon oto tpiywtd g ke@aing (SCPGA) v

gfdoudda 16, o acbeveic mov Ehafav anpepildotn e cOykplon pe acbeveic mTov Elafav guKoviKo
oappoko (p <0,0001 yio appotepeg TIC HEAETES). Ot PEATIOOELG ST PNONKAY YEVIKA GE ATOLLN TTOV
ToyotomomOnkay ek véov o€ anpeuildot v gfdopdda 32 Emg v gfdopada 52 (wivaxag S).

>1ic peréteg ESTEEM 1 ko ESTEEM 2, katadeiynkav onpavtikés feAtincelg otn oxetilopevn pe
v vyeia mootnTa {one, OTmg petpnOnkav and to Agppatoroyikd Agiktn [Motdtntag Zong (DLQI)
ka1 to SF-36v2MCS, og acOeveic mov éhafav ampepildotn e chykpion pe acbeveic mov
vroPAnOnKav og Bepameio pe eucovikd papuako (tivakag 4). Ot Bedtidoelg oo DLQI datnpnOniov
puéExpL v fdopdda 52 ce dTopo Tov TVYOOTOMONKAY €K VEOL O€ ampeAdoTn TV Efdopndada 32
(mivakag 5). EmmAéov, ot pekétn ESTEEM 1, enetevydn onuaviikn fedtioon oto Agiktn tov
Epomuatoroyiov Epyaciakav [epropiouav (Work Limitations Questionnaire, WLQ-25) ce acOeveic
oV EAafav amPEUIAGOTN GE CUYKPIOT LLE EIKOVIKO (PAPLLOKO.

Metoéd tov 832 acbevav mov tuyatomomnkay apyikd o anpepirdot 30 mg d1g nuepncing,

443 acBeveig (53%) eionybnoav otic peréteg enéktaong avolktod oyxedacpov twv ESTEEM 1 kot
ESTEEM 2 kot a6 avtovg, 115 acbeveic (26%) mopépevav oe Bepaneia v efdopdda 260. ['a tovg
aofeveic mov mapépevay oe Bepaneia e OTPEUAACTN OTNV EXEKTOCT] OVOLKTOV GYEOIGLOD TOV
peretddv ESTEEM 1 kot ESTEEM 2, o1 fedtudoeig yevikd diatnpndnkav otig petpnoeic faduoroyiog
tov PASI, tpocsfinbeicag BSA, kvnopov, 6vuya kot modtntog (ong Yo o¢ kat S €.

H paxpoypdvia acedreto g ampepurdotng 30 mg i1 nuepnoing o€ acbevels e Yoplacikn
apBpitda ko yopiaon a&loroynonie yio cuvolikn didpkeln Bepomeiog £og kot 5 €tn. H pokpoypdvia
gumelpio amd TIg LEAETEG EMEKTAOTG OLVOIKTOV GYEIUCLOV [LE OTPEUIAACTN NTAV YEVIKA CUYKPIGIUT [E
TOV HEAETOV 52 €BSOUAd®V.

Noooc Behget
H ac@dieia kot 1 amoTELECUOTIKOTNTA TG UTPEUIAAGTNG AELOAOYNONKOV GE LU0 TOAVKEVTPIKY,

TUYOLOTOMUEVT], EAEYYOMEVT HE ELKOVIKO Qapuako pelétn edong 3 (RELIEF) o evijlikeg acBeveig pe
gvepyn voco Behget (BD) pe otopaticd €éhkn. Ot acBeveic elyav mpornyovpuévag vrofinbdei oe
Oepameio pe TovAdyiotov €va un Proloyikd eapuako yio tn BD pe otopatikd EAkn Kot oy
VIOYNPLOL Y10 suotnuatikn Ogpaneia. Tavtoypovn aymyn yia t BD dev enttpenotay. O mAnbucepog
7ov peketnOnke TAnpovoe ta kpirnpla g Atebvovg Ouddag Meréng (ISG) yia tn BD pe wotopiko
nov epterapPfave deppratikég Prafeg (98,6%), EAkn ota yevwntikd 6pyova (90,3%), LOOGKEALETIKES
exdnrooels (72,5%), opbaipikég exdnimoels (17,4%), datapoyés 6To KEVIPIKO VELPIKO GUGTNLA
(9,7%), yaotpeviepikég ekdNADGELS (9,2%), emdidopitida (2,4%) kot ayyelakn eumiokn (1,4%). Ot
aocBeveic pe BD, mov opilovtatl og avtol pe evepyn GOUUETOYT KOPLOV 0pYaveV (Yio Tapddetypia,
UNVIYYOEYKEPAAITION 1] AVEVPVCLLA TTVEVLLOVIKNG 0pTNPL0G), OTOKAEIGTKAV.

Yvvolika 207 acBeveig pe BD toyatomomniay 1:1 yuo va Adpovv gite anpepirdotn 30 mg 300 popég
nuepnoing (n = 104) eite swovikd eappaxo (n = 103) yuo 12 fdopdadeg (ereyyOUEVN LE EIKOVIKO
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QAapHOKOo EAc) Kot oo TG foopddeg 12 Emg 64, 6Aot o1 acbeveig Ehafav ampepiidotn 30 mg dvo
popéc nuepnoing (pdon evepyov Bepamneiag). H niikia tov acbevav kopowvotoy petago 19 ko

72 etdyv, pe uéco 6po ta 40 €. H péom didpketa eppaviong e BD Ntav 6,84 £tn. Olot o1 acBeveic
glyav 10T0p1Ko EMTOVEUPAVICOUEVOV GTOUATIKMY EAKDV IE TOLAGYLIOTOV 2 GTOUATIKA EAKN KOTE TO
OTAd10 TNG TPOKATUPKTIKNG AELOAOYNONG KOt TNG TUYALOTOINGNG: 01 HEGOL aplOLOl GTOHATIKAOV EAKMV
otV évapén g peAéng frav 4,2 kot 3,9 oTig OpAdES amPEUALCTNG KOl EIKOVIKOU QUPLLAKOD,
avticTotya.

To kVpro Telkd onpeio Nrav 1 weployn KAt and v kapmoin (AUC) yo tov aptBpd tov
GTOUATIKAOV EAKAV ato TV Evapén g ueAétng émg v efoopdda 12. Ta devtepebovto TeEMKAE onpeio
mepleMdpufovay GAAEG LETPTOELS OVOPOPTKA LE TO GTOUOTIKA EAKT): OTTTIKT avahoyikn KAipaka (VAS)
Yo TN HETPNOT] TOV TOVOL TOV GTOUATIKOV £AKOVG, TOGOGTO acHevdv ov dev eLpavifovv GTOUATIKO
€XKog (TANPNC avTATOKPION), YPOVOS MG TNV EVaPEN VITOYDPNONG TOV GTOUATIKOD EAKOVG Kol
TOGO0TO 0GHEVAV TOL EMLTVYYAVOVY VTTOYDPNGCT TV CTOUATIKMDY EAKOV PEYPL TNV ERSopada 6 Kot Ot
0m0101 TAPAUEVOVY YMPIC OTOUATIKA EAKT o€ KaOE emickeyn, Yio TOVAGYIOTOV 6 emuTALoV EBSONAOES
KOTA TN O1GpKeLn TNG EAEYYOLEVIC LLE EIKOVIKO QapLaKo ¢aons Bepameiog 12 efdouddwv. AAAo TeEMK
onueio tepedaufavay ™ Baduoroyia dpactnpiotnTag Tov cuvoporov Behget (BSAS), ™ @opua
tpéyovcag dpactnpotrag g BD (BDCAF), cupnepihapfavopévng tng Baduoroyiog tov deiktn
tpéyovcag dpactnprotnrag s BD (BDCAI), g avtiinyng tov acbevn yio ) dpactnpldtnta e
VOGOV, TNG YEVIKNG aVTIANYNG TOV KAVIKOD 10TpoD Yo T1 SpacTnpLOTTO TS VOGO Kol TO
gpotnpatordylo morotntog {ong pe BD (BD QoL).

Mé£tpnon TV GTOUATIKAOY EAKOV

H anpgpirdot 30 mg dvo popég nuepnoing 001 ynoe o€ oNUAVTIKY EATIOON T®V GTOUATIKOV EAKDV,
onwg anodeikvoetal and v AUC yia tov aptpo Tov oTOpATIK®V EAKOV amd TV Evapén Tng MEAETNS
¢w¢ v efdoudda 12 (p < 0,0001), o€ cOYKPLOT LLE TO EKOVIKO PAPUOKO.

INUovTikég PEATIOOELS 08 GALEG LETPNOELS VIO TA GTOUATIKA EAKN KatadeiyOnkav v efdopdda 12.

ivakag 6. Klviki] avtamokpion 6TopaTiK®OV eAkav TNV gfoopdda otn perétn RELIEF

(tinOBvopég ITT)
Ewoviko Ampgpihaoty
, . ¢appoxo 30 mg BID
Telko onpeio N=103 N = 104

AUCP y10 Tov ap1pd Tov GTOHATIKOV EAKGOV 0md TV £vapEn e Méon LS Méon LS
perétng €mg v efdopada 12 (MI) 222,14 129,54
MstoM] amd Ty gvap&n g UEAETNG OVOQOPIKE LUE TOV MOVO TV Méon LS Méon LS
CTOLOTIK®V EAKOV Ow¢ peTpdrtan pe to VASY v efdoudda 12 187 2.7
(MMRM) ’ ’
[1060GTO TV ATOLMY TOL EMITVYYXEVOVY VTOYDPNCT TOV
CTOLOTIK®V EAKADV (£EAAELYN GTOUATIK®DY EAKAOV) UEXPL TNV
efdopdda 6 Kat ot omoiol mapapEVOLV Y®pPig oTORATIKG EAKT GE o o

. . . . . . 4,9% 29,8%
KGO emickeyn, yio TOLAGYIGTOV 6 emmALov efdouddeg KaTd )
OLAPKELDL TNG ELEYXOUEVNG LLE EIKOVIKO QAPLOKO (AoTG Oepameiog
12 gfdopdadov
Mécoc xpovog (efSOUAOES) Y10 TNV OVAAVOT] TOV GTOHOTIKOD
EAKOVC KATA TN S1APKELD TNG EAEYYOUEVNG LE EIKOVIKO PAPLLOKO 8,1 gPfdoudoeg 2,1 eBdopadeg
(paong Oepomeiog
[Mocooto TOV 0TOHQV pe N PN AVTATOKPLOT OTY] Oepameio TV 22.3% 52.9%
CTOUATIK®V EAKAOV TNV gfdopdada 12 (NRI)
[10606TO TV ATOUMV HE HEPIKN avTamdkpion® otn Oepomeio Tmv o o
CTOLOTIK®V EAKAOV TNV gfdopdada 12 (NRI) 47,6% 76,0%
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ITT = npdBeon yia Oepomeia; LS = eddyiota tetpdymva; MI = tollomAidg katoroyiopudg; MMRM = povtélo
HIKT®V amoteheolatoV Yo emavolopfovopevo pétpa; NRI = katadoyiopdg TIHOY [ avToToKplOévTmv
acBevav; BID = §00 popég nuepnoing.

¢ T p <0,0001 yio OAat ToL TEAUKEG ONUEID GYETIKAL LLE TNV OTPELUAAGTY EVAVTL TOL EIKOVIKOD PAPUAKOL

P AUC = neproy] xétw amd v KapmoAn.

" VAS = ontuici] avaroywkn| kAlpoka: 0 = kavévag tdvog; 100 = o xeipdtepog Suvatdg TOVOG.

8 Mepixt] avtamdKpion TOL GTOMATIKOD EAKOVG = 0ptOHOGC GTOUATIKMV EAK®Y o petdinkay katd = 50% petd
v évopén g perétng (depguvnTikn aviivon), ovopactiky tiun p — < 0,0001.

A76 tovg 104 acBeveic mov TuyaiomomOnkay apykd yio. Ayn orpepirdotng 30 mg dvo opég
nuepnoing, 75 acbevelg (nepimov 72%) mapépevay oe avtn 1 Bepaneio Tnv efdopdda 64. Mia
ONUAVTIKT HElDOT TOL HEGOV PO CTOUATIKMV EAKMV KAl TOL TOVOL TOL GTOUOTIKOD EAKOVE
mapaTnpenOnke oty opdda Bepomeiog mov Adupave ampeprdotn 30 mg dVo Popég nuepncing ot
oLYKPLOoN pe TNV opdda Bepameiag pe eicoviko eapuaxo og Kabe emiokeym, non and v eBdoudda 1
£m¢ v efdoudda 12 yia tov apBuod tawv otopatik®v Ekav (p < 0,0015) kot yo tov TdHvo Tov
otopatikov Edkovug (p < 0,0035). Ztovg acbeveic Tov vofAnONKay cuveymg ce Depameio, e
OTPELAGOTT KOl TAPEUEVOV OTN HEAETN, 1| PEATI®ON OTO GTOHAT A £diem weny 1) Peicnan Ton TOVOL

Eikoviké APR 30 BID
TOV GTOHOTIKOV EAKOVG dtotnphOnkay péxpt v efdoudda 64 (¢ gappako ).

Metoéd Tov acbevav ot omoiot apyikd Tuyatoromdnkay ce anpepiridotn 30 mg dV0 PopEG NUEPNGIMS
KoL TOLPEPEVOY GTT) LEAETY, TO TOGOGTA TV ACHEVAV e TANPT AVTATOKPIOT] Kol PEPTKT] OVTATOKPLON
o1 Bepaneio TOV GTOUATIKOV EAKDV dtatnpnbnkav péxpt v efdopdada 64 (53,3% xat 76,0%
avtictoya).

Xympo 2. Méoog aplOpdg 6TopaTIKOV EAKOV avd povikoe onueio péypL tnv efdopada 64
(A 0vopog ITT, DAO)

5
«= - Placebo - APR 30 BID

T Jat

Méoog aplOu6Gg OTOMATIKWY EAKWV
N

012 4 6 8 10 12 16 28 40 52 64 .
MapakoAouBnon

Xoévoc (eB5ouddec)

64
[Tapakorovbnon

4 6 8 10 12

Eucoviké @dpuaxo, n 103 98 97 93 91 86 83 82 83 78 73 70 67 82
(M£cog 6pog) (3,9)(2,9) (2,8) (2,3) (2,5) (2,2) (1,9) (2,0) 0,7) (0,8) 0,7) (1,1) (0,8) (2,0)

104 101 101 101 98 94 94 97 95 92 85 79 75 85

(APR 30 BID n (Méoog 0p0c) (4 ) (1 9) (1,4 (1,3) (1,6) (1.2) (1.0) (1,1 (0.9) (0.9) (0.9) (0,9) (1,4) (2.5)

ITT = mpdBeon ywn Oepameio; DAO = dedopéva dnmg mapatnprionkay.

APR 30 BID = anpepiraot 30 mg dVo @opég nuepnoiong.

Inueioon: To ewovikd @dappako 1 1 APR 30 mg BID vrodeikviouv v opdda Beparneiog otnv omoio tuyatomomdnkay ot acbeveic. Ot
acOeveig g opddag Bepaneiog pe etkoviko eappako darra&ov oe APR 30 BID v gfdoudda 12.

To ypovikd onpeio mapakorovbnong frav 4 efdopddeg petd v ohokAnpwon g fdopddog 64 1 4 fdopdades LeTd T UKOTH TNG
Oepanciog amd Tovg aobeveic Tpv and v efdopdda 64.
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Yyqpoe 3. Méon allayn Tov TOVOL TOV GTORATIKOD EAKOVG 00 TNV £vapin TG NEAETNG, O€
OTTTIKY] UVOAOYIKY] KAMpaKa ava ypoviko onpeio g Ty efdopada 64 (mindvopdég ITT, DAO)

0w

I Eikoviko '
| B pappako —e—APR 30 BID I
5% 104 | |
S : | |
0 E g I
Esck
=} U\ﬁ 20 4 - I
X E B |
= w "
g9 = | |
55 F 30 s
388 |
29 I
[l -
~8 gﬁa 40 B N A N T TETTTTTrrrrrrrrrreeesy EOLLIELILEE A
o
=2 i #
b

MapakoAolBno

64
[Mapakorovdnon

Euoviks gépyaxo, n 81 82 77 73 70 68 81
(Méoog 6pog) (-15,5) (-17,0) (-16,3) (-14,9) (-20.9) (-24,3)  (-44,8) (-40,6) (-39.8) (383) (41,00 (-19.7)
(-19,1)

95 97 9 97 92 03
95 94 91 84 78 75 84
APR 30 BID n (Méoos 605) 6 1) (39.4) (40,7) (36.8) (41.0) (43.4)  (-42.1) (-41,9) (43.5) (424) (343) (193
(42,5)

APR 30 BID = anpepraot 600 popég nuepnoing; ITT = npdbeon o Oepaneio; DAO = dedopéva dnmg mopatnpronkay

Inpeimwon: To ewovikd edppako 1 APR 30 mg BID vrodeikvioovy v opdda Oepomeiog otnv omoio tuyatomotidnkay ot acbeveic. Ot
acbOeveig g opddag Bepaneiog pe etkoviko eappako arra&ov oe APR 30 BID v gfdoudda 12.

To ypovikd onueio mapakorlovdnong nrav 4 efSopddes HeTd TV 0AOKANpwo NG efSopddas 64 1 4 fdopddeg petd T dtakomn g
Oepameiog and Tovg acbeveic Tpwv and v efdopdda 64.

Beltidoelc otn cuvoiikn dpactnpotnTa the vosov Behcet

H ampegpirdotn 30 mg dVo popég nuepncimg, 6€ GOYKPLOT LLE TO EIKOVIKO PAPLOKO, 0d1YNOE O
ONUOVTIKT UEI®ON TNS GUVOMKNG dPAGTNPLOTNTAG TNE VOGOV, OTME O0dEIKVIETAL 0td TN Héom
ooy amd v Evapén tng neAétng katd tnv efoopdda 12 otn BSAS (p < 0,0001) ko tnv BDCAF
(BDCAL, avtiAnyn tov 060gvong yio T dpacTnptoTnTo. TG VOGOL KOl YEVIKH AVTIANYT] TOV KAVIKOV
1 TpoL Yo TN dpactnpdTnTa g vocov, Tiés p < 0,0335 kot yuo Ta Tpio GLOTATIKA).

Metaéd Tov acbevav Tov TuyalonomOnKay apyikd o anpepirdotn 30 mg 600 Popéc Nuepnoimg Kot
o1 omoiol Tapépevay ot HEAETN, ol feltidoelg (Léon aArayn arnd TV Evapén Tng LEAETNG) TOCO 6N

BSAS 6060 ka1 ot BDCAF datnpnfnkav v efdopdda 64.

BeAtwosic oty mowdtn o Lone

H ampegpirdotn 30 mg dVo popég nuepncimg, 6€ GOYKPLOT LLE TO EIKOVIKO PAPLOKO, 0O1YNOE O
onuavtiky PeAtioon g mowdtrag {ong (QoL) v efdoudda 12, dTmc KaTadEIKVOETAL OO TO
gpompotordyro BD QoL (p = 0,0003).

Meta&) Tov acbevdv Tov Tuyatomomonkay apykd og anpepihdotn 30 mg d0o popég NUeEPNGimS Kot
o1 omoiot Tapépevay ot peAétn, n Peitioon oto BD QoL dwotnpnOnke tnv efdoudda 64.

5.2 ®@oppokokiviTIKEG 1010TNTES

Amoppoenon

H ampepirdotn anoppopdrat kald pe pio ondivn Prodebecipudna and tov otopatog nepinov 73%,
UE TIG LEYIOTEG GLYKEVTPMGEIS 6TO TAAGHE (Cmax) VO ELQAVI{OVTOL GTO S1AUETO YPOVO (tmax) TOV

2,5 opov mepinov. H poppokokivnTikn e ompepAdoTng VOl YPOUUIKT, LE 00G0EEAPTMOUEVT
avénon ot cvoTnuky £ékbeon oto €Hpog d6omMg Twv 10 émg 100 mg nuepnoine. H cucodpevon eivar
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eAdyotn OTav 1 ampeIAGoTn yopnyeital anaé nuepnoing kot tepimov 53% ceg vym dropa Kot 68% oe
aocfeveic pe yopioon 6tav yopnyeitot o1g nuepnoimg. H cuyyoprynon pe tpoon dev petaffaiiet
Blodrofecipuomra, ¢ €K TOVTOV, N ATPEUAACTN UTTOPEL va yopnyNnOel pe N xwpig Tpoen.

Koatavoun

H déopevon g ampeildotng ond Tig avOpdmiveg TpmTeiveg Tov TAAGHOTOG givar Tepimov 68%. O
pécog pavopevog 6ykog katavoung (Vd) ivar 87 L, evdeucticdg eEmayyelakng KOTavVoung.

Buougtaoynuotiopndg

H ampegpirdotn petoforiletal ektevdg amd apeotepes Tig 0600¢ S pecorafricewc CYP kat un CYP
evlipv, ovumeptloppavopévev oEeldmaong, VOpOAVoN G Kot GVLEVENG, LTOOINAMVOVTAG OTL T
OVOLGTOAT oG Kot HovNG 0000 kabapong dev givatl Thoavo vo TpokaAEGEL GNUAVTIKT dAANAETIOpaoT
QopraKov-@apudKov. O 0Ee1dMTIKOC HETOPOMOHOG TG UTPEMAAOTNG EMTVYYAVETOL OL0L
pecorafnoewng kuping omd 1o CYP3A4, ue pukpr ovopPoin twv CYP1A2 kot CYP2A6. H
omPEPIAAOTN ival To KHPLO GLOTATIKO GTNV KLKAOQOPia HETd TNV amd Tov 6TdpaTog Yoprynon. H
OTPELAGOTY VPICTOTOL EKTETAUEVO PETAPOAMGUO pE LOVO To 3% Kot To 7% Tng xopNnyoOuevns
UNTPIKNG EVOOTG VO AVAKTATOL GTO 0VPA. KoL To KOTpava, ovticTtotyd. O KOpLog avevepyog
petafoAiitne oty kKukAoopia givat to culevyuévo yAvkovpoviolo e O-amopebviopuévng
ampeprdotng (M12). Zopemva pe to yeyovog 0Tt 1 anpepildotn gival vréotpopo tov CYP3A4, 1
£xBeomn o€ AMPEMAACTN LELOVETAL OTOV GLYXOPTYEITAUL LE PLPAUTIKIVY, EVOV 1OYVPO EMAYWOYEN TOV
CYP3AA4.

In vitro, 1 anpegpildotn dev givar avaotoréag 1 enay@yéag TV eviOI®V Tov Kutoypopatog P450.
YUVERMC, 1| GLYYXOPNYNOT OTPEUAGSTNG e VTOSTPOMOTA TOV EVEOU®Y Tov CYP dev givor mbavo va
emnpealel Tnv kabopon Kot v EkOEoT TOV dPUGTIKMOV 0VGIHV TToL petaforilovtar amd to Evivpa Tov
CYP.

In vitro, n anpehdotn eivar vTdéoTPOUA KoL AcBEVNG avaoToAENS TG P-yAvkonpmTeivng
(IC50>50 uM), 61660 KAVIKA GTUOVTIKEG GAANAETIOPACELS PAPUAK®Y pecoAafodueves pécm g P-
gp dev avapévetal vo ekdnAmBovy.

In vitro, n ampepddotn €xel pikpn 1 kapio avactaAtiky enidpact (ICse>10 uM) 6tovg petapopeic
opyavikev avidvtov (OAT)1 kar OAT3, oto petagpopéa opyavikmv katoviav (OCT)2, ota
TOAVTENTIOW peTa@opdc opyavikav ovioviav (OATP)1B1 kot OATP1B3 1| otnv mpmteivn
avtiotaong kapkivov Tov paotod (BCRP) kot dev gival vidotpope. yio avtovg TOVG LETAPOPEILS.
SUVETMG, KAMVIKA GNUOVTIKEG OAANAETIOPAGELG QPOPUAKOV-QOPUAKoV dev givar TOavEG dTav 1)
OTPELAAOTT GLYYXOPNYEITOL LLE PAPLOKO TOV VAL VTOCTPAOUATO 1] OVAGTOAELS QVTMOV TOV
LETUPOPEMV.

Amofoin

H xd&Bapon g anpepildoc 610 TAGGHa gival kKatd péco 6po mepimov 10 L/hr og vy dropa, pe
TeA Nulon v v amofoAn mepinov 9 dpec. Metd TV 0d TOL GTOUATOC YOPTYNoN
POSIOEMIGTLOCLLEVIG ATPEMUAAGTNG, TePiTOoL T0 58% Kat To0 39% NG PUdIEVEPYELNS OVOKTATOL GTA
00pa Kol ToL KOTPOVaL, avTioTolya, Le Tepimov 1o 3% kot to 7% g padievepyong 606G VoL avaKTATOL
OG OTPEUIAAOTN GTO, OVPO, KOL TO, KOTPOVE, OVTIGTOLYO.

Hlkiouévor acbeveic

H ampepirdotn pelemOnke oe veapd kol nAkiopéva vy dtopa. H ékBeon oe nhkiopéva dtopa
(mAciog 65 émg 85 etav) elvar mepimov 13% vymAdtepn omnv AUC ko mepimov 6% vymAdtepn ot
Cinax Y100 TNV ampeuAdoT 0md 0Tl 6€ veapd dtopa (MAkiog 18 €wg 55 etdv). Ta pappokokivnTikd
dedopéva, og dropa NAKiag Ave Tov 75 eTdV 68 KAMVIKEG SOKIIES lval Teplopiopéva. Agv amorteita
TPOCAPLOYN TNG SOOTG Y1 TOLG NAMKIOUEVOVG acBeVELG.
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Neepikn dSvoAertovpyio

Agv VTLAPYEL CNUAVTIKY SLPOPE T POPUAKOKIVITIKY TNG ATPEUIAAoTNG HeTAED aTOU®Y e e 1
pETPLo vepPikT| ducAettovpyia Kot Topopolov vylov atopmv (N = 8 kabepia). Ta aroteléouata
vroctnpifovv OTL dev amatteital TPOSAPUOYN TG dOoNG 6€ acbevelg Le Mo Kot LETPLOL VEPPIKT
dvoiertovpyia. H d6om ¢ ampepirdotng tpénet va peidvetor o€ 30 mg draé nuepnoing o acbeveic
ue coPopny veppikhy Suchertovpyio (€GFR pkpdtepog amd 30 mL/min/1,73 m? ) CLer < 30 mL/min).
X 8 dtopa pe coPapn veppikn duciertovpyia, ota oroia yopnynonke anaé 66om tv 30 mg
anpeprdotg, 1 AUC kot 1 Crax ™G ampepildotng avéninkay katd mepimov 89% ot 42%,
avticToya.

Hratikn duciettovpyio

H poppokokivntikn g ompepiAdotng Kot Tov KOplov petafoiritn g M12 dev ennpedlovtar omd ™
pétplo 1] coPfopn NIoTIKN SVGAEITOLPYio. AEV amatTeital TPOSAPUOYN TNG dOOTG Yo TOVG acbevelg pe
NTATIKY OLGAELITOLPYIaL.

5.3 Ipoxivikd dgdopéva Yo TNV a6@IAELQ
Ta pun KAMvikd dedopéva dev amokaADTTOVY 110{TEPO Kivduvo Yia Tov GvBpmmo pe Baon Tig
GLUPATIKEG HEAETEG PUPLOKOAOYIKNG OCPAAELNG KOt TOEIKOTNTOG EXOVOLaUPovOpeveV d0cemV. Agv

VIapyet £voelgn yio mbavotTnTa 0vocoToEIKOTNTAS, SEPLOTIKOD EPEBIGLOD 1] POTOTOEIKOTNTAG.

Tovindnto kot Tpdiun UPpuikn ovamtvén

Xe [o LEAETT YOVILOTNTOG OE APPEVEG LVEC, 1 ATPEUILAGTY o€ docoAroyieg 1, 10, 25 kot

50 mg/kg/muépa yopnyovUEVT 0md TOL GTOUATOG OEV TPOKAAECE Kapio ETIOPACT GTN YOVILOTNTO
appévov. To avdtato eninedo oto omoio dev moapatnpnOniay avembounteg evépyeieg (No Observed
Adverse Effect Level, NOAEL) ot yovipotnta appévev ntav peyarvtepo and 50 mg/kg/mpuépa

(3 popég peyardtepo ¢ KMVIKIG £kBeoTG).

e Ho GUVOLAGUEVT] LEAETT YOVILOTNTAG GE BNAEIG POES KOt TOEIKOTNTOG OTNV EUPPLIKT ovATTLUEN pe
oamd Tov oTopaTog docoroyieg 10, 20, 40 kai 80 mg/kg/Muépa, TapatnpRONKe TOPATACT] TWV
01GTPIKAOV KOKA®V Kot avénpévog xpovoc (evyapdpatog oe docoroyia 20 mg/kgmuépa kot avm.
Evtottoig, 6A01 o1 poeg mov {evylpmacay Kol T0 ToG0GTA EYKVHOGUVNG dev emnpedotniay. To
ovOTOTO EMiMEdO 6TO OMOio OV mopatnpROnKay avemBOunteg evépysieg (NOEL) otn yovipdtnta
Onréwv Ntoav 10 mg/kgmuépa (ion pe v KAwvikn éxbeon).

EuBpvuikn avartuén

e po GUVOLUGUEVT] LEAETT YOVILOTNTAG GE ONAEIS POEC Kot TOEIKOTNTOG OTNV EUPPLIKT ovATTUEN Le
amo Tov oTopatog docoroyieg 10, 20, 40 ko 80 mg/kg/Mmuépa, To amdOAVTO KAV TO OYETIKO PAPOG TNG
Kapd1dg Tov untépmv avéndnke oe docoroyieg 20, 40 kot 80 mg/kg/muépa. AvEnuEvog aptOproc
TPOLOV OUTOPPOPNCEMV Kal LEWUEVOC 0PIOUOC 0GTEDUEV®Y TAPOOY TapaTnpNONKay o€ 60GOA0YiEG
20, 40 xa1 80 mg/kg/muépa. Melopévo Bapog epufpdov kot kKabvotepnuévn 06TEOTOINGCT TOV
VIEPIVIOKOD 0GTOV TOL Kpaviov mapatnpndnkay e docoroyieg 40 kar 80 mg/kg/Mmuépa. Ta enimeda
NOEL ywo ™ untépa kot tnv avamtoén tov eufpvov otovg woeg ntov 10 mg/kgmuépa (1,3 popéc
UEYOADTEPT TNG KAWVIKNG £KBEONC).

e o LEAETN To&koTNTag 0TV EUPPLIKN avamTLEN 68 TONKOVG, amd TOL GTOHNTOG doGoAoYieg 20,
50, 200 o 1.000 mg/kg/muépa. odnyncav oe 6060eEAPTOUEVT ADENCT| GTIG TPOYEVVNTIKEG ATMAELEG
(amoPorég) og docoloyiec 50 mg/kg/Mmuépa kot avew. Aev TapatnTnOnke Kapio oxeTilopevn pe 10
SOKIAGTIKO PAPLOKO ETIOPUCT OTIG TPOYEVVNTIKES ammAELeg o€ docoroyia 20 mg/kg/muépa

(1,4 peyardepn g KMVIKNG EkBeom).
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IIpo- xou PHeTO-YEVVNTIKE OVATTLEN

Y€ [0 TPO- KOl LETO-YEVVNTIKY] LEAETY], 1] ATTPELIAAGTY] YOpNYNONKE 0O TOL GTOHOTOG GE £YKVOVG
OnAeig poeg og docoroyieg 10, 80 kot 300 mg/kg/muépa amd tnv nuépa 6 ¢ kinong émg v Huépa
20 Tov Onraopov. IapatnpRdnkav pewdoelg 610 uNTpkd copaTikd Bapog kat avénon Tov Bapovg,
Kot évag Bdvatoc oyetilopevog e duokora ot yYévvnon veoyvav, e docoroyia 300 mg/kgmuépa.
Duokd onpeio ToEikdtNnTOg 6T UNTéPA oXETILOUEVA LE TN YEVVION VEOYVOV TtapatnpdnKay eniong
o€ éva, Lo o kabepia docoroyio Tov 80 kot 300 mg/kg/muépa. AvEnuévor Tpo- Kot PLETO-YEVVITIKOL
0davatol veoyvdv Kol PEIOUEVO COUOTIKO BAPOG VEOYVMV KATA TN d1dpKeLn TNG TPMTNG EfOOUAdMG
Onracpov Topatnpdnkav o docoroyia > 80 mg/kg/Mmuépa (> 4,0 popég pueyaddtepn g KAMVIKNAG
éxbeong). Aev vanpéav oyeTIlONEVES LE TNV ATPEUILACTY EXOPACELG OTN SIEPKELD TNG EYKVUOGVVNG,
ToV aplipd eyKO®V Hu®V 6TO TEAOG TNG TEPLOOOL KONOTG, TOV 0PLOId TOV HUMV TOV YEVVIIOAV £V
VEOYVO 1 OTOIECONTOTE EMOPAGELS GTNV AVATTLEN TOV VEOYVMV LETE TN peTayevvnTikn nuépa 7. Eival
mOavo OTL 01 EMOPACEIS GTNV AVATTLED TOV VEOYVAOV OV TOPATPHONKAV KOTA TN SLdpKELR TNG
TPOTNG ERGOUASNG TNG LETAYEVVITIKNG TEPLOSOV GUVOEOVTAV LE TN OYETILOUEVN LE TNV OTPELALOTY
TOEIKOTNTA GTO, VEOYVH (LLEWOWIEVO PAPOG VEOYVMY KOl PLOGIHOTNTA) KA/ TNV EALELYT] UNTPIKNG
@povTidag (VYNAOTEPT ENIMTOOT 0TOVGIOG YHAOKTOG GTO GTOUGYL TV veoyvav). OLeg ot emdpAoelg
oV avantuén mapatnpnOnkay Katd T S1GpKELN TG TPOTNG EPOOUADNG TNG LETOYEVVITIKNG
mePLOdov. Agv mapatnpnONKay oyeTIlOUEVES LE TV AMPELUAGOTN EMOPAGELS KATA TN OAPKELN TNG
VIOAOITING TEPLOOOL TPV KL UETE TOV UTOYUAUKTIGIO, GUUTEPIAAUPAVOUEVNC TG GEEOVOAIKNG
opipovong, g CLUTEPLPOPACS, TOV (EVYUPDOTOS, TNG YOVILLOTNTOS KOl TMV TOPAUETP®V TNG WNTPOC.
Ta enineda NOEL otovg pdeg yia tnv to&ikdtta ot untépa kot ) yevid F1 frav 10 mg/kgmuépa
(1,3 popéc peyoarvtepn g kKAwvikng AUC).

Melétec kapKvoyéveonc

Meléteg KapKIvoyEveong o€ LHEG KOl apovpaiovg dev Katédel&ay kapio EvOelén KopKIvoyEVEST|G TTOV
va oyetileton pe tn Oepaneia pe ompepiddor.

Melétec yovoToEkdtnTog

H ampepirdotn dev eivar yovoto&kn. H anpepihdotn dev mpokdiece petaArdelg otn dokipacio KoTd
Ames 1 YpOUOCOUIKES AVOUOMES 6€ KAAMEPYNUEVA 0VOPOTIVOL AELPOKVTTAPA TOV TEPLPEPIKOV
aipartog mapovsio 1 amovcio petafoAkng evepyomoinong. H anpepiddotn dev ixe kKAaotoyovo dpdon
G€ in Vivo SOKIUAGI0 LIKPOTLUPVEVY LG og doaels £mg kot 2.000 mg/kg/muépa.

AMec peléteg

Agv vrapyet £voeign yio mbavotTnTa 0vosoToEIKOTNTOC, dEPUATIKOD £pefIGOD 1| POTOTOEIKOTNTAC.

6. DOAPMAKEYTIKEXZ IAHPO®OPIEX
6.1 Katdroyog ekdoymv

Tvpnvac dickiov

Kvttapivn pikpokpuotaiiikn

Aaktoln povoidpiky

KoappeAhdln vatplovyog d1a6Towpovevn
Maoyviclo 6Teatiko.
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Emwdivyn pe Aewtd vuévio

IToAv (BrvvAaikooin)

Awo&eidro tov titaviov (E171)

[ToAvaBvrevoyivkoin (3350)

Tékng

Epv0pod o&gidro tov compov (E172)

Ta dokia twv 20 mg mepiéyovv eniong kitpvo o&eidio tov cwonpov (E172).

Ta diokia tov 30 mg mepi€yovv eniong Kitpvo 0&eidto Tov cdnpov (E172) kot pérav o&gidio tov
cwnpov (E172).

6.2 AovpparétnTeg

Agv epappodletar.

6.3 Awpkewa omg

3 xpovia.

6.4 Iowitrepeg mpo@urders katd T @OAAEN TOV TPOidVTOG
Mn puAdooete og Oeppokpacio peyarvtepn tov 30°C.

6.5 @von Kol GLETATIKG TOV TEPLEKTN

Otezla 10 mg, 20 mg, 30 mg emkadvupévo pe Aentd vuévio diokia (cuokevacio Evapéng)

Kvoyéheg and PVC/pOALo adovpviov mov mtepiéyovy 27 emKoAVUUEVE. e AETTO LUEVIO dloKia
(4 x10 mg, 4x 20 mg, 19 x 30 mg).

Otezla 30 mg emukoivupévo. pe Aertd vuévio dtokia,

Kvoyéheg and PVC/pOAL0 adovpviov mov mepiéyovy 14 emkalvoppéva pe Aemtd vpuévio diokia, o€
ovoKevaoieg Twv 56 diokimv kot Tov 168 diokimy.

Mmropei va unv KoKAOPOPOUV OAEG Ol GLOKEVAGIEC.

6.6 Iowitepeg TPoPLAGEELS aOpPLYNG

Kdabe aypnoonointo popuokevtikd Tpoidv 1 VTOAELUUA TPETEL VO OTOPPINTETAL GOUPOVO. LIE TIG
KOTA TOTOLE 16 VO0VGEC GYETIKEG S1UTAEELS.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX

Amgen Europe B.V.

Minervum 7061

4817 ZK Breda
OMhovoio
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8. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

Otezla 10 mg, 20 mg, 30 mg smikoaivppévo pe Aertd vuévio diokio (cuokevacio Evapénc)

EU/1/14/981/001

Otezla 30 mg smkoioppévo pe Aemtd LUEVIO SLoKia

EU/1/14/981/002 — cvokegvooio 56 diokimv
EU/1/14/981/003 — cvokevoocia 168 diokimv

9. HMEPOMHNIA ITPQTHX EI'KPIZHX/ANANEQXHY THX AAEIAX
Huepounvia tponc £ykpiong: 15 lavovapiov 2015

Huepounvia tedevtaiog avavémong: 23 Avyovotov 2019

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemtopepeic TANpoPopieg Yo T0 TOPOV PUPHOKEVTIKO TPOoioVY gival S100éa1eg 0TOV SIKTLAKO TOTO
tov Evponaikod Opyavicpov Gappdkov: http://www.ema.europa.eu.
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ITAPAPTHMA 11

ITAPAXKEYAXTHX(EY) YIIEYOYNOZX(OI) I'TA THN AIIOAEXMEYXH
TQN ITAPTIAQN

OPOI'H IEPIOPIXMOI XXETIKA ME TH AIAOGEXH KAI TH XPHXH
AAAQOI OPOI KAI AITAITHXZEIX THX AAEIAYX KYKAO®OPIAX

OPOI'H IIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI
ATIOTEAEZMATIKH XPHZH TOY ®APMAKEYTIKOY ITPOIONTOX

25



A. TTAPAXKEYAXTHX(EX) YIIEYOYNOX(OI) I'TA THN AIIOAEXMEYXH TQN
ITAPTIAQN

Ovopo kat d1evbvven tov(Twv) Tapackevaot(dV) Tov givor vtevbuvoc(ot) Yo TNV m0dEGUEVOT TOV
TaPTId v

Celgene Distribution B.V.

Winthontlaan 6 N

3526 KV Utrecht

OALavoio

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

DopUAKEVTIKO TPOTOV Y10 TO OTOT0 amatTeital TEPLOPIoUEVT WTPIKn cvvtayr (BA. Tapdptnua I:
ITepiinyn tov Xapoktnpiotikdv tov [Ipoidvrog, mapdypapog 4.2).

I AAAOI OPOI KAI AITAITHZEIX THX AAEIAY KYKAO®OPIAX
. Ex0¢cg1g meprodiknic mapaxorovdneng tng acpdareias (PSURS)

Ot amoutioelg yio tnv vofoin twv PSURS yia 10 v Adym pappakevtikd tpoidév opiloviotl 6tov
KaTdAoYo e Tig nuepounvieg avapopdg e Evoong (katdroyog EURD) mov mapatifetal otnv
apdypoeo 7, tov dpbpov 107y, tng odnyiag 2001/83/EK kot kdOe erakdrovdng enkaiponoinong
OT®MG ONUOCIEVETAUL GTIV EVPMTOIKT SIKTLOKT TOAN Y10 TO PAPLAKAL.

A.  OPOI'H IEPIOPIXMOI XXETIKA ME THN AX®AAH KAI AITIOTEAEXMATIKH
XPHZH TOY ®APMAKEYTIKOY ITPOIONTOX

. 2yé00 owaygiprong Kivovvov (ZAK)

O «kdroyog adetag kukiopopioc (KAK) Ba dieEaydyet Tig amottoOueveg dpacTnpldTnTEG Kot
TOPEUPACELS PUPUOKOETAYPVTVIOTG OTT¢ Tapovotdlovial ato cupenvndéy ZAK mov tapovcidaletan
otV evotnta 1.8.2 g ddelog KukAoeopiog Kot 0TolEGONTOTE EMUKOAOVOES EYKEKPLUEVEG
avabewpnoelg Tov ZAK.

‘Eva emucaporompévo XAK Oa mpénet va katotede:

. Metd and aitmpa tov Evponaikod Opyavicuod @appakaov,

. OnotedNmoTe TPOTOTOLEITAL TO GVOTN A OloyEIPIONG KIVODVOV, EI0IKA MG OTOTEAEG L
AMYMG VEOV TANPOPOPLOY OV UTOPOVV VAL ETLPEPOVY GNUOVTIKY] OAACYT 0TI GYECT
0PEALOVC-KIVOVVOD 1| O AMOTEAEGLO, TG EXITELENC EVOC GNUAVTIKOD OPOGTLLOV
(pappoKoemaypOTVNOT 1| EAAYLOTONOINOT) KIVOLVOU).
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ITAPAPTHMA III

EINIXHMANXH KAI ®YAAO OAHI'IQN XPHXHX
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A. EIIIXHMANXH

28



ENAEIZEIX ITOY ITPEIIEI NA ANAT'PA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

Kaptéha mov tepréyel cvokevacia 2 efoopadsmv ywa v évapén tng Oepameiog

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Otezla 10 mg emkaivppéva pe AeTTO LUEVIO dloKio
Otezla 20 mg smikaAvppéva pe Aemtd vpévio dtokia,
Otezla 30 mg emkaAvppéva pe AewTod LUEVIO dlokiol
OTPELAGOTN

2. XYNOEXH XE APAXTIKH(EYX) OYXIA(EX)

Ka0e emcodvppévo pe Aemtd vpévio diokio mepiéyel 10 mg, 20 mg 1 30 mg ompeuAdoTng.

3. KATAAOI'OX EKAOXQN

[epiéyer Aaktoln. BAEme pUALO 0dNYIDOV ¥PNOTG VIO TEPIGGOTEPES TANPOPOPIES.

4. DOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Emucoloppévo pe Aemtod vpévio diokio
Yvokevaocia yio v Evapén tng Oepaneiog

Ka0e cvokevacio tov 27 emtKaADUUEVOY 1e AETTO VUEVIO StoKiV Yo TpdYpappa Oepomeiog
2 efdopddmv TEPLEYEL:

4 gmkalvppéva e Aemto vuévio diokio tov 10 mg

4 gmikodlvppéva pe Aemtd vuévio diokia tov 20 mg

19 emkoAivppéva pe Aemtod vuévio diokia twv 30 mg

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Awfacte To POALO 0ONYIOV XPNONG TPV OO TN XPTOT).
Amo tov 6TOHOTOG XPNOT.

EBoopada 1

EBdouada 2

Huépa 1 — Huépa 7

Huépa 8 — Huépa 14

O nAio¢ wg ovufolo yia v mpwivy doon

To peyyapr w¢ abufolo yio t fpadivy doon

Avorpélte 6TV KOPTELD Yo TNV NUEPT|OLOL OGN

Koducog QR mov npémetl va copmepdneOei
www.otezla-eu-pil.com
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6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®APMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na pvidooetar o€ 0éom, TV ool dev PAETOLY Ko dev Tpooeyyilovy Ta Tatdid.

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

‘ 8. HMEPOMHNIA AHEHX

EXP

9. EIAIKEYX XYNOHKEYX OYAAEHX

Mn puAdooete og Beppokpacio peyarvtepn tov 30°C.

10. TAIAITEPEX IPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTON ®APMAKEYTIKOQN ITPOIONTQN 'H TOQN
YIHOAEIMMATQN ITOY TPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Amgen Europe B.V.
Minervum 7061,
4817 ZK Breda,
OAovdia

12. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/14/981/001

13. APIOMOZX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZH I'lA TH AIAOGEXH

| 15. OAHTIEX XPHIHE

‘ 16. IAHPO®OPIEX XE BRAILLE

Otezla 10 mg
Otezla 20 mg
Otezla 30 mg
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17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A163106T0T0C YPOUUU®TOC KddKag (2D) mov eépel Tov TEPIANPOEVTO LOVASTKO OVOYVOPIGTIKO KMOTKO

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

PC
SN
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EAAXIXTEX ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

Kvyéln (O evociterg Tondvovtal amev0eiog Enavm 6Ty KopTéEL PE TNV KEVI] KOWEAN
oQPAYIGPEVT] EVTOG)

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Otezla 10 mg diokia
Otezla 20 mg dwokia
Otezla 30 mg dwokia

OTPELAGOTN

2. ONOMA KATOXOY THX AAEJAY. KYKAO®OPIAX

Amgen

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX [TAPTIAAX

Lot

5. AAAA XTOIXETA
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ENAEIZEIX ITOY ITPEIIEI NA ANAT'PA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

Xaptvo kovti

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Otezla 30 mg emkaAvppéva pe AeTTO LUEVIO dloKiol
OTPELAGOTN

2. TYNOEIH IE APAXTIKH(EX) OYZIA(EYX)

Kabe emcodvppévo pe Aemtd vpévio diokio mepiéyetl 30 mg ampeuAdoTng.

3. KATAAOI'OX EKAOXQN

[epiéyel Aaktoln. BAEme pUALO 0dNYIDOV XPNOTG Y10 TEPIGGOTEPES TANPOPOPIES.

4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Emucoloppévo pe Aemtod vpévio diokio
56 emukodlopupéva e AEnTO LUEVIO dloKia
168 emucodvppéva, pe Aemtod VEVIO dloKia

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AlfacTe T0 PUALO 0ONYIOV XPNONG TPLV OO TN XPTNOT.
Amo tov 6ToHOTOG XPION.

Kmduog QR mov mpémel va cupmepAnebei
www.otezla-eu-pil.com

AEN ITPOZEITIZOYN TA ITAIATA

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OITIOIA TO ®APMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI

Na puidooetar o€ 0éom, TV onoia dev PAETOLY Kot dev TPoceYYilovv Ta TUISIA.

‘ 7. AAAH(EY) ETIAIKH(EYX) ITPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)

| 8.  HMEPOMHNIA AHEHZ

EXP

9. EIAIKEX XYNOHKEYX OYAAEHX

Mn gpuAdooete og Beppokpacio peyarvtepn tov 30°C.
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10. TAIAITEPEX IPO®YAAZEEIX I'TA THN ATIIOPPIYH TQN MH
XPHEIMOIIOTHOENTQN ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHHOAEIMMATQN IIOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEY®OYNXH KATOXOY THX AAEJAY KYKAO®OPIAX

Amgen Europe B.V.
Minervum 7061,
4817 ZK Breda,
OALavdio

12. APIOMOX(0OI) AAEIAY KYKAO®OPIAX

EU/1/14/981/002 - 56 emucodvppévo pe Aertd DUEVIO SloKio
EU/1/14/981/003 - 168 emikaAvppéva e Aemtd vuévio diokiol

13. APIOMOX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAEH I'lA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. IAHPO®OPIEX XE BRAILLE

Otezla 30 mg

17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAZX (2D)

A6d106T0TOC YPOUUL®TOS KOdKaS (2D) Tov pépet Tov TEPIANPOEVTO LOVASIKO OVAYVOPLOTIKO KMOKO

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

PC
SN
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EAAXIXTEX ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
KYYEAHZX (BLISTER) 'H XTIX TAINIEX (STRIPS)

KYYEAH

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Otezla 30 mg diokia
ompeAGoTn

2. ONOMA KATOXOY THX AAETAYX KYKAO®OPIAX

Amgen

3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

5. AAAA XTOIXEIA
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B. ®YAAO OAHI'TQN XPHXHX
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@viro oonyov ypnong: Iinpoeopies yia Tov a.c0evi)

Otezla 10 mg emkalvppéva pe AeTTo VPEVIO OIGKIM

Otezla 20 mg emkolvppéva pg Aewtod VREVIO OLGKIN

Otezla 30 mg emkaivppéva pe Lextd VUEVIO JIGKIO
OmPEUAAOT

AP aoTE TPOGEKTIKG 0LOKAN PO TO QPVAAO 0ONYLOV YP1ONGS TPLV UPYIGETE VU TAIPVETE GVTO TO
PaproKo, O16TL TEPLAGUPAVEL CNUAVTIKES TANPOPOPIES Y10 GOG.

DordEte avTd TO EUALO 0dNYIBY YpNonG. Towe ypelaotel va to daPacete Eavd.

Edv éxete meportépo amopieg, poTNGTE TOV Y1OTPO, TOV QUPLAKOTOLO 1| TOV VOGOKOUO GOC.

H ocvvtayn yio avtd 10 eappoko xopnyndnke amokAeloTikd yio 6ag. Agv TPEMEL VO SDGETE TO
QapuoKo o€ GALOVG. Mmopel vo Tovg TpoKoAEsEL PAAPT, OKOLO Kot OTOV TO GUUTTMOTO TG
ac0évelog Tovg gival id1a e ta Sk Gog.

Edv mapotnprioete kamoo avemBOpUnTn eVEPYELL, EVILEPMDOTE TOV YIALTPO, TOV POPLOKOTOLO 1|
TOV VOGOKOUO GaG. ALTd 1oY0EL Kal yio KGOE mBavi| avemBountn evépyeio TOv €V AVOPEPETOL
GT0 TTOPOV GUALO 0dNYIDV YpNong. BAéme moapdypapo 4.

T epréyel 1o Tapov pUALO 00N YLOV:

AN AL

1.

T eivon To Otezla ko o givar 1 yprion Tov

T mpéner va yvopilete npv mapete 1o Otezla

[Mog va tapete to Otezla

[MBovég avemBounTec evépyeteg

g va puidooete to Otezla

[Tepeydpeva TG GLOKELAGING KOl AOUTEG TANPOPOPIES

Th givan To Otezla kot wowa givar 1 yprion Tov

Th givan 10 Otezla

To Otezla mepiéyetl ™ SPACTIKN OVGIN KUTPEUIAAGTIY. AVTO AVIKEL GE L0 OLLAOO PAPLAK®OV TOV
ovoudlovtol avacsToAElc TS PoopodleaTtepdong 4, ot omoiotl fonbodv 6t peimon g PAEYLOVIG.

Iowe givar 1 gpfion Tov Otezla

To Otezla ypnowonoteital yio ) Bepomeio evnlikov acbevav pe Tig axdlovbec vocoug:

Evepyn yoproocui] apBpitida - edv 6ev umopeite va ypnoLOTOGETE Evov dALO TOTTO

oappdxkev mov ovopdlovtol «Tpororomntikd g Nocov Avtippevpatikd Oappokon

(DMARDs) 1 6T0v €xete SOKIUATEL £VOL OO QLT TOL PAPLLOKO TO 0010 OgV £JpUCE.

Métpro g cofapi] xpovia Kata TAGKAS Y®Piaet — edv OV UTOPEITE VO YPTCLLOTOICETE

pio oo T akdlovbeg Bepameieg N 6tav €xete dokdcel pio amd avtég TIc Oepaneieg | onoia

dev €dpaoe:

- ootobepancio — o Oepaneio GOV OPIGUEVEG TEPLOYES TOV dEPLOTOG EKTIOEVTUL OE
VIEPLDOT OKTIVOBOAI

- ovotnkn Bepaneio — po Oepomeio mov ennpedlel OAOKANPO TO cOUA Kal Oyl pio Lovo
TOTIKT TTEPLOYN, OTWG 1 «KVKAOCTOPIVIY, 1 «UEBOTPEEATN» N TO «YWOPAAEVION.

Nocog Behcet (BD) - yia ) Ogpomneio TV GTOHOTIK®Y EAK®V TOL €ival cLYVO TPOPANLA TOV

aTOU®V [E aVTN TNV acbévela.

T givon 1 yoprocikn apOpitida

H yoplacikn apbpitida ivar pio pAEYLOVOONG VOGOG TV apOpdoemy, GuviOng GUVOdEVLOUEVT aTd
yoploon, Lo AEYHOVAOING VOGOS TOL dEPLLOTOC.

37



T givan  KoTd TAGKOGS Yopioon

H yopiaon eivar pio @Aeypovadng vOGog Tov SEPIOTOC, TOL UTOPEL Vo TPOKOAEGEL EpLOPEC,
POMOMTEG, TOYLES, KVIOUMOELS, EMIMOVES KNAIOEG GTO OEPLOL OO KOL UTOPET ETiONG VO EMNPEAGEL TO
TPYOTO TNG KEPAANG KOt TO VOO GOG.

Th givan n vocog Behcet

H véoog Behget ivat évoc omdviog TOmOg AEYHLOVAOSIOVG VOGOV OV EMNPEGLEL TOAAG LLEPT) TOV
ompatog. To mo cuyvd TpdPAnua eivor To GTOROTIKE EAKT.

Hog dpa 10 Otezla

H yoplackn apbpitida, n yopioon kot vocog Behget ivar vocor mov dtopikodv cuvibmg ep’ 6pov
Cong ko emi Tov TapdvTog dev vapyet kapio Bepameia. To Otezla dpa petdvovtag tn SpacTnpLOTNTA
€vOG ev{OUOV 0TO OO TOV OVOUALETAL «POOPOIIETTEPAOT 4%, TO OTOI0 CLUUETEYEL OTN dLodIKOGio
g PAEYUOVIG. Meudvovtog T dpactnptotnTo avtod Tov evivuov, to Otezla propei va fondnoet
GTOV EAEYYO TNG PAEYUOVIG TTOL GyETILETOL UE TNV YOPLACIKH apbpitida, TV yopioon Kot T vOGo
Behget, kat pe avtdv TOV TPOTO VO LEIDGEL TOL CUELD KO TOL COUTTOUATO CVTOV TOV VOCWV.

v yopuootkn apbpitida, n Oepaneio pe Otezla odnyel o feltioon oTig TPMNOUEVES KO ENITOVES
apBpdoelg Kot pmopel va PEATIDCEL TN YEVIKN GUGIKT GO KOTAGTAGOT).

Ymv yopioaon,  Oepameia pe Otezla 0dnyel 6 EAATTOON TOV YOPLUCIKMY OEPUATIKAOV TAAKDY Kol
ALV oNUEIDV KOl CUUTTOUATOV TG VOCOV.

>t véoo Behget, 1 Ogpomeio pe Otezla peidvel tov aptbpod TV GTOUATIKOV EAKOV KOl UTOPEL Vo
OTOUOTNOEL EVIEAMG TNV EUOAVICT] ToVG. Mmopel emiong vo LeudoEL Tov cuvakoAovdo Tovo.

To Otezla €ye1 emiong amoderyOel 611 Pedtidver Ty oot LW1|G 68 acbeveic ue yopiaon,
yoplacikn apbpitida 1 voco Behget. Avtd onpaivel 0Tt 01 EMATOCELS TNG VOGOV GOG OTIG
KaOnpepvES SpACTNPLOTNTES, OTIG OYECELS KOt G€ AAAOVG TTapdyovtes Ba mpémet va eivar Ayodtepeg amod
OTL TTPLV.

2. Tvwpémer va yvopilete npv wapete To Otezla

Mnyv napete to Otezla:

o o€ MEPIMTOOT aALEPYiOG OTNV AMPEUAAGTN 1) GE OTOLOONTOTE AALO OO TO. GLGTUTIKA AVTOD
TOV PAPUAKOL (AVOPEPOVTOL GTNV TAPAYPaPO 6).
. €dv elote £ykvog 1 vopilete 6TL pmopel va glote €yKvog

Mpoctdomomceis Ko TPOPVAGEELS
AmevBuvbeite otov YiaTpd 1| TOV QOPHAKOTOLO Gag TPty Tapete To Otezla.
Kotd0iwyn kol avtoktovikeg 10£0.0p10g

Evnuepmote to yuatpd oag mpiv Eekivnoete to Otezla edv éxete katabAyn mov yepotepedel pall pe
TOOELS AVTOKTOVIOG.

Eoelc 1 0 ppovTiotiC 60¢ TPEMEL ETIONG VO EVILEPDGETE UUECHOC TO YLOTPO GAG V1o TVYXOV OAAAYEG OTN

GLUTEPIPOPA 1 T 6140g0M, Y10, GLVALGONHOTO KATAOAYNC Kol UTOKTOVIKO 10001 TOL UTOpPEL va.
€xete petd tn Afyn tov Otezla.
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Yopapd Tpofipate oTOVS VEPPOVS
Edv &yete coPfoapd veppikd TpofAnuata, n 66on cag Oa givar dtapopetikn — BA. [apdypoaeo 3.
Edav eiote ehamoPapeic

Yv{ntnorte pe 1o yutpd cog evod maipvete Otezla, oe mepintwon mwov yacete fapog ywpig va to
embopeite.
IHpopipata oto £vrepo

Edv mapovcidcete cofapn diippota, vavTtio 1 Epeto, Ba mpénet vo angvbuvieite otov yaTpd cag.
Iowd ko Epnpor

To Otezla dev &xet peretn el o€ mad1d Kol €PNIPOVG, GLVETMS, SEV GLVIGTATOL 1] XPTOT TOV GE TALOLHL
Kot eenPovg nhikiag 17 eTmv Kot KATO.

Adlha @appoxa ko Otezla

Evnuepmote tov yiatpd 1 TOV QOPUOKOTOL0 GOG GV TaipveTe, £xete mpOSOATA TAPEL 1| Lopel va
ThpeTe AAAA QApUAKO. ZE OVTE CVUTEPIAAUPAVOVTOL PAPLOKA TOV GOG £YOoVV YopnynOel ympic
oLVTAYN Kol QUTIKAE papuaka. Avtd ogpeiletor oto 6TL T0 Otezla pmopei va ennpedoet Tov TpOTO
dpdiong Kamolwv GAA®V apudkov. Eniong kdmoto GAAa @apLoKa LITopovV Vo EXNPERCOVY TOV TPOTO
dpdong tov Otezla.

ZVYKEKPIUEVA, EVILEPMTTE TOV YIATPO 1| TOV QUPLAKOTOLO Gag TpoTov hpete 1o Otezla edv maipvere
0m0100MTTOTE Ao T okOAOLOA PAPLLOKL:

. PLPOUTIKIVI — €va ovTIPLOTIKO TTOV XPTCLLOTOIEITOL Y10l TN PVUOTIOOT)

. QawvuToivn, eatvoPapPrrdin kot kopPopalenivi — EAPLOKO TOV YPTGILOTOLOVVTOL Y10 TN
Oepomeio TOV ETUNTTIKAOV KpicemV 1] TNG EMANYiog

o Baicapoyopto (St John’s Wort) — éva puTIKO QAPHLOKO Y10t TO IO AyX0G Kol TV KATdOAy).

Kinon ka1 Oniaopog

Edv eiote éyxvog 1 OnAdlete, vouilete 6T umopel va glote £yKvog 1 6Yed1AlETE VO ATOKTCETE UL,

{ntote 1 GUUPBOVAN TOL YITPOV 1| TOL PUPOKOTOLOD GO TPLY TAPETE AVTO TO PAPLLOKO.

Yrdpyovv Alyeg mAnpopopieg oyeTIKA L TIg mdpacelg Tov Otezla otnv gykvpocvvn. Aev Tpémnet va

UElVETE £€YKLOC EVD TAIPVETE OVTO TO PAPLLOKO KO TPETEL VO, YPT|CUYLOTOLEITE LL0L ATOTEAEGLLOTIKN

uéB0d0 avTicOAANYNC Katd T ddpkela g Oepameiog pe Otezla.

Agv gival yvooTto €6v avTo TO GAPLOKO TEPVA GTO avOp®TIVO YoAo. Agv TPETEL VO YPT|CLLOTTOLEITE TO
Otezla v OnAalere.

0o ynon ko yEPGROS pNYavVRATOV

To Otezla dev €yetl kopio enidpacn oTNV KAVOTNTO 0O YNONG KOL YEPIGLOD HUNYOVIUATOV.

To Otezla mepréyer haktoln

To Otezla mepiéyet Aaktoln (évag TOmOg Gakydpov). Av 0 YoTpdc GOG GOG EVILEPWOCE OTL EYETE
dvoave&io o€ OpIGUEVE GAKYOPM, ETIKOIVOVIGTE UE TOV YIOTPO GOG TPV TAPETE OVTO TO PAPLLOKO.
3. Hog va tapete 10 Otezla

ITavrtote va maipvete To PAPLOKO OLTO AVGTNPA COLPOVO LE TIC 0N YiEG TOV YlaTpov cag. Edv &xete
auePolriec, pmTNOTE TOV YIOTPO 1) TOV PUPUOKOTOLO GO,
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IIéoo va mapete

. Orav apyicete va maipvete 1o Otezla yio tpmtn @opd, Oo AaPete pio «cvoKeVAGIO Y10 TV
évapén g Bepameiagy mov mePEXEL OAEG TIC SOOELS, OTMG TAPOTIOEVTAL GTOV TOPAKAT® TIVOKCL.

. H «ovokevacia yio tnv évapén g Oepaneiogy eival capds ETIGNUACHEVT Y1 Vo, e£00POMGTET
0T1 B TApETE TO GOGTO H10KI0 TN COOTH GTIYUA.

o H Bepoaneia cag Oa Eexvnoet pe youniotepn 06om, n omoia Ba avEdvetan 6TadOKE TIG TPATES
6 Nuépeg ¢ Bepameio.

. H «ovokevacio ya v évapén g Oepomeiagy Ba mepiéyet emiong apkeTd diokio Yo GALEC
8 nuépeg ot cuvictdpevn door (Nuépeg 7 Emg 14).

. H ocvvietdpevn 66om tov Otezla givar 30 mg 300 Qopég TNV NUEPA, UETA TNV OAOKANP®GN TNG

@aong Tithomoinong - pia doomn tov 30 mg 1o Tpwi Kot pia d6or tv 30 mg to Bpddv, e
Stapopd Tepimov 12 dpeg, [e 1 Yopig Tpoon.
. Avtn glval pa 6GuVoAKT nuepniotla d6on Tov 60 mg. Méypt o Téhog g Nuépac 6 Ba Exete

0Bdcel og ot TN GUVIGTOUEV dOOT).

o MoAig emtevybei n cuvicTdpevn 6601, B TaipveTe LOVO TO JIGKIO LLE TNV TEPIEKTIKOTNTO TV
30 mg otig cvvtayoypaenBeiceg cuokevacieg cag. B YPENCTEL VO, TEPATETE OLTO TO GTAJIO
g oTadKnG avénong g doomg povo Lo eopd, akdpa kot av Eavapyicete T Beponeia.

Hpépa Mpown Adon Bpadwn Adon ﬁ':;?f;,;::‘a ion
Hpépa 1 10 mg (pol) ap 00 10 mg
Hpépa 2 10 mg (pol) 10 mg (pol) 20 mg
Hpépa 3 10 mg (pod) 20 mg (xapé) 30 mg
Hpépa 4 20 mg (ka€) 20 mg (ka@€) 40 mg
Hpépa 5 20 mg (ko) 30 mg (umel) 50 mg
Hpépa 6 ko éxerra | 30 mg (uned) 30 mg (umnel) 60 mg

Atopa pe cofapd veppika mTpofiqpata

X mepintwon mov £yete coPapd veppikd tpoPAnparta, n cuvioTdpevn d6om Tov Otezla givarl 30 mg
pia gopd v nuépa (mpovi} 8661). O yatpdc cog Ba cul{ntmoet pali coc oyeTKd Le Tov TpdTo

avénong g doomng cag otav apyicete vo maipvete Otezla yia TpdTN POpPAL.

g km néte va wapete 10 Otezla

Bpddv.

To Otezla mpoopiletar yia yprHoN Ao TOV GTOUATOC.

No katanivete ta d1okio, OAOKANPA, KATO TPOTIUNGOT UE VEPO.
Mropeite va ndpete ta. diokio pe 1 yopic Tpoen.

Noa maipvete to Otezla wepimov v idla dpo Kabnuepvd, £va d1ckio To Tpmi Kot Eva d1okio To

Edv n xotdotaon cag dev éxel Pedtimbel petd amd €51 uveg Bepamneiag, Oo tpénet vo ancvbuvieite

GTOV YITPO GOG.

Eév napete peyorvtepn 66on Otezla amd TV Kavoviki

Edv mapete peyodotepn d6on Otezla amd v kovovikn, omevbuvbeite oe Eva yotpd 1 emickepbeite
éva voookopeio apéows. I[apte pali ocog T cuoKeLAGIN TOL PAPLAKOV KAl AVTO TO PVALO OONYIDV

xpNone.
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Eav Egyaoete vo mapete To Otezla

o Edv mapodeiyate pio 66om tov Otezla, mapte v apéowmg poAlg to Buundeite. Edv £yl oyedodv
£pbel n dpa yioo NV emdpEVn dOGT, oAl Uy TapeTe avTHV oL Tapoieiyate. [lapte v
EMOUEVN OGN GTNV KOVOVIKY TNG DPOL.

o Mnyv mhpeTe SUTAN SOOT] Y10 VO OVATANPAOGETE T 00T oV EEYAoUTE.

Edv ctopaticere va naipvete 10 Otezla

. ®a mpénel vo, cuveyioete va maipvete to Otezla puéypt va cag et 0 yotpog 6ag vo 1o
GTAOTICETE.
. Mn otapatioete ™ Aqyn tov Otezla cag ympig va cvpfovigvteite mpdTo TOV YOTPO GOG.

Edv éxete meplocoOTEPEG EPOTNOELS OYETIKA LLE TN YPNOT] AVTOV TOV QUPLAKOL, POTHGTE TOV Y10TPO 1)
TOV POPLOKOTO0 GOG.
4. MBavég avemOBOUNTES EVEPYELEG

Onwc 6Ma Ta papuoKa, £T61 KAl 0VTO TO PAPLAKO UTOPEL VO TPOKAAESEL OVETIOOUNTEG EVEPYELES, OV
Kot 6gv TOPOoVGLAlovTal 6G€ OAOVG TOVG AvOPMITOLC.

Yopapég avemOOUNTES EVEPYELEG — KATAOMYI KOL VTOKTOVIKOS 10£0GPOG

Evnuepoote apéomc to y1atpd 6ag yio ooV aAloyEg GTI GVUTEPLPOPA 1| T d1dbeon, Y
cuvaeONUATO KOTAOAYNG, 0LTOKTOVIKO 000U 1) AVTOKTOVIKT cuumepltpopd (Oxt cuyveq).

oA ovyvég avemBOunTES EVvEpyareg (Lmopel va ennpedcoovy mepiocdtepa omd 1 ota 10 dropa)

o duappota

o vavtio

. TOVOKEPAAOL, NIKPOVIEG 1] TOVOKEPUAOL TAOTG

o AOIUADEELG TOV AVAOTEPOL OVATVEVGTIKOD GUGTNOTOG, 0TS KPLOAOYTLLO, KOTOPPOT], AoTHmEN

TAPUPPVIOY KOAT®OV

Yoyvég avemBopnteg evépyereg (umopel va emmpedoovy émg kot 1 ota 10 dropa)
Prixas

oocuadyio

EUETOG

aioOnuo Kovpaong

TOVOG GTO GTOUAXL

amoiela 6peEng

GUYVEG KEVDGELG

dvokoAio otov vvo (abmvia)

dvomeyia 1 Koovpa

@AYoV Kot oldn o TV Bpdyyxov atovug Tvedpoves (Bpoyyitidn).
KOO KpvoAdynua (pvoeopuyyitidn)

KaTdOAlnym

Oyt ovyvég avemBOUNTES EVEPYELES (LUTOpEl va emnpedcovy £mg kot 1 ata 100 dtopa)
eEhvOnua

eEavOnuo pe eayovpa (Kvidwon)

OTOAELD COUOTIKOV PApovg

OAAEPYIKT] avTidpaon

aloppayio 6To £VIEPO 1 TO CTOUIYL

100G OG 1| CUUTEPLPOPE, AVTOKTOVIOG
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Mn yvootég avemBounteg evépyeteg (1 cvyvotnta dev pmopei va ektiundei pe faon ta dtwbéoipa

dedOUEVDL):

. Bapid adiepykn avtiopoon (umopel va mepthapupavel TpHELYLo TOV TPOGHOTOV, TOV XEIMDVY, TOV
GTOUATOG, TNG YADGGOG 1) TOV ANLLOD TOV UTOPEL VO 00N YHGEL 6€ SUOKOAID GTNV AVOTVON 1 TNV
KOTOTOOT))

Av glote 65 eT@OV Kot GV, UTOPEL VoL SIUTPEYETE VYNAOTEPO KIVOUVO ETITAOK®OV GOPap1g d18ppotag,
vavtiog Kot epétov. Edv ta mpofAquota oto éviepd oag yivovial coPapd, 0o mpémel va WANGETE LE TO
YTpo GO,

Ava@opd avemOOuNTOV EVEPYELDV

Edv mapotnproete kdmoo avemBOpunTn evépyeia, EVIUEPMOTE TOV YILTPO, TOV POPLOKOTOLO 1] TOV/TNV
VOGOKOUO 6aG. AvTod 1oyDeL Kot Yia kdBe mbavi) avemBounn evEPyELD TOL dEV AVAPEPETAL GTO TOPHV
@OALO 0ONYIDV YprionG. Mmopeite emione vo avapépete avemBounteg evépyeteg omevbeiog, LEGm ToV
€0viKob GLGTHATOG OVaPOPAS TToL ovaypdpeTol oto [opdptnua V. Méco g avapopic
OVETIOOLNTOV EVEPYEIDV UTOpEiTE va, fonONGETE 6T GLALOYN TEPLCCOTEPMV TANPOPOPLOY CYETIKE
LE TNV AGPAAELD TOV TAPOVTOC PAPLLAKOV.

5. Ilog va puiaccete To Otezla

o To @appoako ovTd TPETEL VO PLAACCETAL GE PEPT] TOV OeV TO PAETOVV Kol OV TO POAVOLY T
TOLO14L.

. Noa un gpnoyonoteite avtd 10 PAPLOKO PETE TNV NUEPOUNVIK AENG TOV aVOQEPETAL GTNV

KOYELT, TNV KapTéAa 1 TO ¥apTivo Kouti petd to EXP. H nuepounvia AMéng sivor n televtaio
NUEPO TOV UAVA TTOL OVOPEPETOL EKEL.

. Mn pvrdccete o Beppokpacio peyarvtepn taov 30°C.

. No un ¥pnoIULoTolEiTe 0V TO TO PAPLOKO EAV TAPATNPNCETE OTOIONTOTE AALOIMGN ) GNUEiR
@Bopdg 5T GLOKELOGIN TOV PUPIAKOV.

Mnv metdite PAPLAKO GTO VEPD TNG OMOYETELONG 1 GTA OKIAK( amoppippota. Potiote tov
(OPLLOKOTOLO GOG Y10 TO MG VO, TETAEETE TAL PAPUAKO TTOV OEV YPTCILOTOLEITE T AvTd T péTpa Oa
BonBncovv oty Tpoctacio Tov TePPAAAOVTOC.

6. Iepreyépeva TS GLOKEVAGIOG KOl AOUTES TTANPOPOPIES

Tvepréyer o Otezla
H dpaotikn ovoia givar 1 ampeildo.

o Otezla 10 mg emkaAvppéva pe AemTd LUEVIO d1oKio: KAOE EMKOAVUUEVO LE AETTO DUEVIO
dwokio mepiéyel 10 mg ampepihdotg.

o Otezla 20 mg emkaAvppéva Pe AETTO LUEVIO d1oKio: KAOE EMKOAVUUEVO e AETTO DUEVIO
dwokio mepiéyel 20 mg ampeAGGTNG.

. Otezla 30 mg emkaAvppéva Pe AeTTO LUEVIO S1oKio: KAOE EMKOAVUUEVO LE AETTO DUEVIO

dwokio mepiéyel 30 mg anpeAAoTNG.

Ta GALO GLOTOTIKA GTOV TVPTVA TOL SIOKIOL EIVAL LUKPOKPLGTAAMKY KLTTOPIVY), AakToln
povoidpikn, KopueAoln vaTplonyog SLoGTOVPOVUEVT KL LOYVIGLO GTEOTIKO.

. H emcdioymn pe Aemtd vuévio mepiéyetl moAv(Prvuorladkodin), 610&eidio Tov titaviov (E171),
moAvoBuievoyAvkoin (3350), téikm, epvBpod o&eidio Tov cdnpov (E172).

o To emkaAvppévo pe Aemto vuévio diokio tv 20 mg mepiéyet emiong kitpvo o&eidio Tov
ownpov (E172).

. To emkaAvppévo pe Aemtd vpévio dtokio tov 30 mg wepi€yet eniong Kitptvo 0&eidto Tov

onpov (E172) kot pérav o&gidto tov adnpov (E172).
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Epedvion tov Otezla kon mepreyopeva TS5 6LOKEVAGIOG

To Otezla 10 mg emkaAvppévo pe Aemto vuévio d1okio gival €va pol ¥pOUOTOG, GE GYNILO SLOUAVTION
EMKOAVUUEVO HE AETTTO VUEVIO O10KT0 OV PEPEL 0T i TOL TAELPA YapayLévn TV £vOelEn «APRy
KoL 0TV GAAN TV évOelgn «10».

To Otezla 20 mg emkaAvppuévo pe Aemto vuévio d1okio gival £va KagE YPOUATOS, GE Gy L0
SLOUAVTION ETKOAVUUEVO LE AETTO DUEVIO S1OKIO TOV PEPEL GTN Uio TOL TAEVPA YOPAYLEVT TNV
£voelEn «APR» kot otnv GAAN Vv évoetin «20x».

To Otezla 30 mg emkaAvppévo pe Aemto vuévio d1okio gival Eva pumel xpmOIOTOC, 68 Gy
SLOUAVTION ETKOAVUUEVO LE AETTO DUEVIO S1OKIO TTOV PEPEL GTN Uio TOL TAEVPA YOPAYULEVT TNV
évoelgn «APR» kot otnv dAAn v évdei&n «30».

Meyéfn cvokevaoiog

o H ovokevacio yio v Evapén tng Bepameiog eivol pio ovadimAOVUEVT] KOPTEAL TOV TEPIEXEL
27 emkoAvppéva pe Aemto vuévio dlokia: 4 x 10 mg diokia, 4 x 20 mg dioxia kot 19 x 30 mg
dwokio.

. H tvmomoimpévn cuokevacio evog uipva meptéyet 56 x 30 mg emtkaAvUUEVO Pe AETTO VUEVIO
dwokia.

. H tvromoimpévn cuokevacio tpiov unvav tepéyet 168 x 30 mg emikaAvppévo pe Aemtd vpUévio
dwokia.

Karoyog Adsrog Kvkrhogpopiag
Amgen Europe B.V.

Minervum 7061

4817 ZK Breda

OAavdia

IHopaockevaocTi|g
Celgene Distribution B.V.
Winthontlaan 6 N

3526 KV Utrecht
OAMovdia

INo omoladnmote TANPOPOPIo, GYETIKG. LLE TO TOAPOV PAPUAKEVTIKO TPOTOV, TAPUKAUAEIGTE VO
amgvBuvbeite otov Tomikd avtimpdésmmo tov Katdyov tng Adetag Kvhopopiag.

Belgié/Belgique/Belgien Lietuva
s.a. Amgen n.v. Amgen Switzerland AG Vilniaus filialas
Tel/Tél: +32 (0)2 7752711 Tel: +370 5 219 7474
bbarapus Luxembourg/Luxemburg
Awmmxen bearapus EOO/L s.a. Amgen
Ten.: +359 (0)2 424 7440 Belgique/Belgien

Tel/Tél: +32 (0)2 7752711
Ceska republika Magyarorszag
Amgen s.r.0. Amgen Kft.
Tel: +420 221 773 500 Tel.: +36 1 35 44 700
Danmark Malta
Amgen, filial af Amgen AB, Sverige Amgen B.V.
TIf: +45 39617500 The Netherlands

Tel: +31 (0)76 5732500
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Deutschland
AMGEN GmbH
Tel.: +49 89 1490960

Eesti

Amgen Switzerland AG Vilniaus filialas
Tel: +372 586 09553

EALGOO
Genesis Pharma SA
TnA: +30 210 8771500

Espaia
Amgen S.A.
Tel: +34 93 600 18 60

France
Amgen S.A.S.
Tél: +33 (0)9 69 363 363

Hrvatska
Amgen d.o.o.
Tel: +385 (0)1 562 57 20

Ireland
Amgen Ireland Limited
Tel: +353 1 8527400

Island
Vistor hf.
Simi: +354 535 7000

Italia
Amgen S.r.l.
Tel: +39 02 6241121

Kvzpog
Genesis Pharma (Cyprus) Ltd
TnA: +357 22765735

Latvija
Amgen Switzerland AG Rigas filiale
Tel: +371 257 25888

44

Nederland
Amgen B.V.
Tel: +31 (0)76 5732500

Norge
Amgen AB
Tel: +47 23308000

Osterreich
Amgen GmbH
Tel: +43 (0)1 50 217

Polska
Amgen Biotechnologia Sp. z o0.0.
Tel.: +48 22 581 3000

Portugal
Amgen Biofarmacéutica, Lda.
Tel: +351 21 4220606

Roménia
Genesis Biopharma Roméania SRL
Tel: +4021 403 4074

Slovenija
AMGEN zdravila d.o.o.
Tel: +386 (0)1 585 1767

Slovenska republika
Amgen Slovakia s.r.0.
Tel: +421 2 321 114 49

Suomi/Finland

Amgen AB, sivuliike Suomessa/Amgen AB, filial
i Finland

Puh/Tel: +358 (0)9 54900500

Sverige
Amgen AB
Tel: +46 (0)8 6951100

United Kingdom
Amgen Limited
Tel: +44 (0)1223 420305



To mapév evrro 0dNYLOV YpiioNS avade®pOnKe Yo TELEVTAIO POPA OTIS
Addeg TNYEQ TANPOPOPLOV
AETTOUEPEIG KO ETIKAPOTOUNIEVES TANPOPOPIES Y10 BLTO TO PAPLOKO EIVOL SIUOEGIIES KATOTLY

ohpmong tov kwdikov QR atnv ewtepixn cvokevacio pe Eva £Evmvo mAépmvo (smartphone). Ot
id1eg TANpoopieg eivar emiong dabéoyeg otov akdAovbo diktvakd ToTo: www.otezla-eu-pil.com.

Aemntopepeic TAnpopopieg yia 10 PappoKo avtd sival dabéciueg oto diktvako TOTo Tov Evponaikon
Opyaviopov @apudkmv: http:// www.ema.europa.eu.
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