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IEPIAHYH TOQN XAPAKTHPIZTIKQN TOY ITIPOIONTOX



1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Erivedge 150 mg oxAnpd xoydxio

2. IMOIOTIKH KAI IIOXOTIKH XYNOGEXH
KdaBe oxAnpd koydxio tepiéyst 150 mg vismodegib.

"Exdoyo pe yvootn dpdon
Ké0e oxhnpd koydkio mepiéyet 71,5 mg povoddpikng Aaxtolne.

IMa tov TAnpn kaTdroyo TV ekddywv, PA. Tapdypopo 6.1.

3. DOAPMAKOTEXNIKH MOP®H

ZxInpd Kaydklo (kaydKio).

Pol ypopatog, adiopavég, oto omoio avaypdeetal «150 mg» kot ykpilo adiapoveég KGAvppa, 6To
omoio avaypdopetal «VISMO» pe pavpo perdavi. To péyebog tov konyaxiov eivor «Méyebog 1»
(dwotdoeg 19,0 x 6,6 mm).

4, KAINIKEX ITAHPO®OPIEX

4.1 OepamevTiKég EVOEIEEIQ

To Erivedge evéeikvoton yio t Oepaneio evniikov aclevav pe:

. CUUTOUATIKO LUETACTATIKO BACIKOKVTTAPIKO KOPKIVOLUO,

. TOTIKA TPOYMPNUEVO POCTKOKVTTAPIKO KOPKIVOUO, U1 KOTAAANAO Y10 XEPOVPYIKN eméufoon 1
axtwvobepamneio (BA. Tapdypapo 5.1).

4.2 Aocoloyia Kol TpOTOS yopynons

To Erivedge Oa mpénel va cuvtoyoypageitat povo amd 1| vwd v eniPreyn 101KELUEVOD 10TPOD UE
EUTELPIO OTNV AVTIUETOTION TNG EYKEKPLUEVNC EVOEIENC.

Aocoloyia
H ocvvietdpevn do6on eivar éva kaydakio Tov 150 mg Aappavopevo droé nuepncing.

Hapaleryn dooewv
Edv mopaderpet pia 66om, O mpémel va {nnbei amd tovg acbeveig va un Adpovv tn d66m mov
TOPAAEIPONKE OALL VO cLUVEYIGOVV LLE TNV EXOUEVT] TPOYPOUUATIGLEVT dOOT).

Abipkera Bepomeiog

e KMvikég peAétec, 1 Oepoameio pe Erivedge cvveyiotnke péypt v eEEMEN g vOGOoL 1 uéypt un
omodekt To&wotnta. Enetpdnn n dwaxomn tng Bepaneiag yio didotnuo £0¢ kot 4 efoopddwv Bdost
g e&oTopIKELUEVNG avoyng ot Depameia.

To 6pehog amod T cvvéyon g Bepameiog o TPEmel va, EKTILATOL TOKTIKE, VD 1 BEATIOTN ObpKEL
g Oepameiog Oa mowcidel yio kKaOs achevn.



Eidixoi whnBvouol

Himawuévor

Agv amaiteitonl mpocappoyn g 60omg og acbeveig nhikiag > 65 etmv (PA. mapdypao 5.2). Amo tov
oVVOALKO aptBud Tov 138 acbevdv ot 4 Khvikég peiéteg Tov Erivedge oto mpoympnuévo
Baoworvtrapikd kapkivopa, tepimov 1o 40 % Tov acbevav Tav nikicg > 65 etmv Kot dev
TopaTNPNONKAY GUVOAIKA S10POPEG GTNV AGPAAELD KOL TNV OTOTEAEGLOTIKOTITO OVAUESH GE OVTOVG
Tovg acbeveic kat Tovg acbeveic pkpdtepng nAkiog.

Neppikn dvolertovpyio

H o kou pétpio veppikn SusAertovpyio SV avapEVETOL VO EXNPEAGOVV TNV OTOUAKPVVOT] TOV
vismodegib kot dev amotteitar tpocoappoyn g d6omg. ITodd mepropiopéva dedouéva ivar drabéotua
v acBeveic pe coPapn veppikn dvciettovpyia. Ot acbBeveig pe coPfapn veppikn dvciertovpyia o
TPETEL VO, TAPOKOAOLOOVLVTOL TPOGEKTIKG. Y10 AVETIHOUNTES OVTIOPACELS.

Hratikn dvolerrovpyio

Agv amouteiton Tpocsoppoyn tng 60omg o€ acbeveic Le Nmia, LéTpla 1| cofopn nratikn Suciettovpyia
Bacel tov kprmpiov g Opadoc Epyaciog Opyoavikng Avcieitovpyiog tov EGvikod Avtikopkiviko
Ivetitovtov (NCI-ODWG) yia v nratiky dvciettovpyio (BA. mapdypago 5.2):

o nma: olkn yohepvOpivn (TB) < avdtato puotoroyikd 6pto (ULN), acmaptikn
apwotpavopepdon (AST)>ULN 1} ULN<TB<1,5XULN, AST omowadnmote

e pétpuw 1,5 X ULN < TB <3 x ULN, AST omowadnmote

o cofapn: 3X ULN <TB <10 x ULN, AST omowadnmote

Houdrozpixog winQvouog

H acpdiela kot 1 amoterespotikotnto Tov Erivedge o€ maidid kai prifovg nAitkiog kdtw tov 18
€TV dev Eyovv axoun tekunplmbei. Adyo (nmmudtov acedrelog (BA. Topaypdeovg 4.4 kat 5.3), avtd
TO QPOPUOKEVTIKO TPOIOV dev Ba Tpémet va ypnoipomoteitat o mondid Kot pnPouvg nikiog KAt

tov 18 etdv.

Tpomoc yopnynong

To Erivedge yopnyeitat and tov otopatos. To koydxio mpémnet vo, KoTomivovTot OAOKATpa LE VEPO, LE
N xopic Tpoen (PA. mapdypapo 5.2). Ta koydkio dev mpémet vo, avoiyovtal, yio vo amopevydei n
aKovola £kBeon oTovg acbevels Kot Toug emayyehpatieg Tov Topéa vyeiog.

4.3 Avtevoeigeag

o YrepevoioOnoio 61N dpacTikn ovsia 1| 6 KAmolo amd To £KO0Y TOV AVOPEPOVTOL GTNV
mwapdypoeo 6.1.

o I'uvaikeg mov givar £ykveg 1 OnAdlovv (BA. Topaypdepovg 4.4 kat 4.6).

. INvvaikeg o avamapaymywn niwio, ol onoieg dev cuppopeavovtar pe to [pdypappa
Amoguync Kdnong tov Erivedge (BA. mapaypapovg 4.4 ko 4.6).

o H ovyyopfiynon Botdvov St. John (Hypericum perforatum) (BA. mapdypapo 4.5).

4.4 E101kéC TPoELdOTOMGELS KOl TPOPVAAEELS KATA T1) Y p1ioN)

EuBpvikdc Odvatoc 1 coBopéc ovyyeveic avmuaMeS

To Erivedge pmopel va mpoxarécet epfpuikd Bdvato 1 coPapég cvyyeveic avopoiieg 6tav yopnysitan
o€ £ykveg yovaikes (BA. Topdypaeo 4.6). Ot avactoleig tov povomatiov Hedgehog (BA.

napbypapo 5.1) 6mwg to vismodegib, £yet deyybei 611 givar eufpvoto&ikoi H/xat tepatoydvol o TOAA
€lon {oov kot propet va TpoKaAéEcovv coPapic dIUUAPTIES, CUUTEPIAOUPAVOUEVOV TOV
KPOVIOTPOCOTIK®V, TOV OVOUOAMY HECTG YPOUUNG KAl TV AVOUIAIDV TOV AKp@V (BA.

napbypapo 5.3). To Erivedge dgv mpémnel va ypnowpomoteiton katd ™ didpkeia g komong (BA.
mopdaypoeo 4.3).



Kpunpio yio mn yovaiko o€ avomopoy®yikn nAtkio

H yvvaika o avarapayoywn niio opiletor ato [pdypappe Amopuyng Kunong tov Erivedge oc:

ceE0VOMKA OPIUT YVVaiKa, 1] omToia

o giye éuunvo pHOT OTOLONTOTE GTIYUN KATH T SAPKELL TV TPOTYOVUEV®V
12 51080y KOV unvaov,

o Jev &yel voPAnOel 6g voTEPEKTOUN 1) AUPOTEPOTAEV PN OO KEKTOUN, 1] OEV EYEL
0TPIKO emPEPatmpévn LoVIUN TPO®PT MOONKIKY AVETAPKELX,

o dev ggel yovotumo XY, cuvdpopo Turner v ayevesio untpog,

o yivetal aunvoppoikn HETE amd avTiKapKviky Oepaneia, copmeptAapfovoprévng e
Oepoameiog pe Erivedge.

2opPovAientiky

110t yovaika o ovomopoywyikny nlikio,

To Erivedge avtevdeikvuton og yovaika 6€ avomapayyikni nAkio, 1 omoio gV GUUUOPPDVETAL LE TO
[poéypappo Aropuyng Konong tov Erivedge.
H yvvaika og avamapayoyik nMkio TpEnet vo Katavoneet 0Tt

To Erivedge ekbétet to uPpvo o€ Kivouvo TEPOTOYEVEGTG,
Aev npémer va. AaPet To Erivedge edv givar £ykvog 1 Tpoypoppatiletl va peivetl £ykvog,
[pénet va £yl apvnTikn dokipacio khnong, n omoia o mpémet va £yl mpaypoTonoin el amd
gmoryyeluatio Tov topén vyeiog evidg 7 nuepmv wpv amd v évopén g Oepanciog pe Erivedge,
[pénet va £xel apyvnTikn dokipacio khnong kdbe prva Kotd ) didpkela e Bepameiog, akoun
Kol eqv £xel yivel aunvoppoikn,
Aev Tpémel va peivel £ykvog eved Aaufaver to Erivedge kot yio 24 puiveg petd amd v tekevtoio
mg 8o,
[Ipénet va givar og Béom vo cuPUOPE®OEL LE TN YPTION ATOTEAEGUATIKOV UETPOV AVTICOAATIYNC,
[Ipéner va ypnoyomotel 2 peBddove cuvicTdOEVNS AvTICOAANYTS (BA. Tapdypapo
CAVTIGOAANYM» TOPOKAT® Kot TV mapdypao 4.6) eved Aappavet to Erivedge, extog edv
deopevtel va pnv €yel oeEovalikéc emais (amoyn),
[pémet vo evnuep®GEL TOV ETOYYEAUATIO TOV TOUEN, TNG VYELOVOLLKNG TTEPIOUAYNG TG OF
nepintwon mov cvpPel omolodNToTE Ao o akdiovba katd tn didpkela tng Bepomeiog Kot yio
24 pfveg petd and v Tedevtaia g doon:

e Edv peivet £yxvog 1] TGTEVEL Y10 0TO10VONTOTE AGY0 OTL pummopel va etvar £ykvog,

e Edv amoAéoet v avapevopevn Epunvo poon g,

o Edv otapotosetl va ¥pnouomotel avTicOAANY, EKTOC €AV OECUEVETAL VO, UMV EXEL

ceEovahcég emapég (amoyn),
e Edv npémel va aAAdEeL avTicOAANYN Katd T Sudpkela g Oepaneiog,

Agv mpémer va OnAaler eved AapPdvet to Erivedge kot yo 24 punveg petd omd v televtaio d60m.

Lo tov¢ avopec
To vismodegib eumepiéyeton oto onépua. T'a vo anoegvyBel n mbav éxBeon tov gufpdov katd ™

SLIPKELD TG KUNONG, 0 AvOpOG 0loOEVIG TTPETEL VOL KOTAVOTGEL OTL:

To Erivedge sk0étet to £uPpuvo o€ Kivduvo TEpOTOYEVESN G, EAV O AVAPOC TPOYWPNOEL OE
6€E0VOMKT EMAPT YOPIC TPOGTACIO [LE £YKVO YUOVAIKD,

[Ipémel va ypnoipomolel TAVTO T GUVIGTOUEVT AVTICOAANYN (BA. TapAypapo «AVTIGOAANY
TOPOKATO KoL TV TOPAypopo 4.6),

®a TPETEL VO, EVIUEPDGEL TOV ETAYYEALATIO TOV TOUED VYELOG G TEPIMTMOGT TOL 1) YuVaiKO
oOVTPOPOG TOV peivel £ykvog evd avtdc Aaufdvet Erivedge 1 kot tn didpketo 2 unvov petd
Ao TV TEAEVTOIN TOV OOGT).



L0 tov¢ emoyyeluatiec Tov Touéa vyeiag

O1 emaryyehpotieg Tov Topéa vysiog Oo TPEMEL Vo EKTUOEDGOVY TOVY/TIC 0lobEVEIS MOTE VL
KOTOVONGOVVY Kol va 0modgyfovv dAovg Toug 6povg Tov [poypaupatog Aropuyng Konong tov
Erivedge.

AvticOAANyN

Tvvaixec o avoropoywyiki niikio.

Ot yuvaikeg aoBeveic mpémetl va ypnoLUOTO1o0V dV0 HEBOSOVE CLVIGTAOUEVIC OVTIGOAANYNG
copmepthappavouévng piog wiaitepo amotelecpatikng pebddov ko piog pebddov paypod Katd T
duapxela tng Oepamneiag pe Erivedge kot yio 24 pnveg petd ond v televtaio d6om

(BA. mapdypogo 4.6).

Avdpeg

Ot dvdpeg aoBevelc TPETEL VAL YPNGLLOTOIOVV TAVTA TPOPVAUKTIKO (LE OTEPLOTOKTOVO, EAV
dratiBetar), akOUn Kot LETA Ao EKTOUN OTEPUATIKOD TOPOL, KATA T1 GEEOVAAIKY] EXAPT LE YOVAIKO
oUVTPOQO, Ve Aaufavouv to Erivedge kot yio 2 pnveg petd and v televtaio doom

(BA. Tapdypogo 4.6).

Aoxacio kinong

H yvvaika o avomapaymywn nhio, 0o pénet va vrofinbei oe dokipacio kdmong, 1 oroia Ha
de&ayBel amd emayyelpatio tov Topéa vyeiag Kot Oa £xel watpikn enifreyn, oe dSdotnua 7 nueEp®V
7P omd TNV Evopén g Bepaneiog kot pnviaing Katd t didpkela g Oepaneiag. Ot dokipacieg
Konong Ba mpémet va Eyovv erdyiotn evatcOncia 25 mIU/mL avdloya pe tn 6100ec1ud6TnTO GE TOTIKO
eninedo. Ot aobeveic mov exkdnidvouy aunvoppota katd t dibpkeia g Oeponeiog pe Erivedge Oa
TPENEL VO, GUVEYIGOLV VO, TPOYUATOTOLOVV T UnVvicia doKacio kdnong Kotd ) StipKeLd g
Oepaneiog.

Iepropiopoi cuvtayoypdonong kot 6180e6MS Y1 TIG YUVOIKES GE OVOTOPAy®YLKT nAkio

H apyn cuvtayoypdenon kot diébeon tov Erivedge Oa npénel va mpaypatoroteitot 1o apyodtepo 6€
dtdotnuo 7 nuepdv amd v apvntikh dokuacio kdnong (nuépa tov teot Kunoemg = nuépa 1). Ot
ovvtayég tov Erivedge Oa npémet va meplopilovton otig 28 nuépec g Bepameiog Kot 1 cuvE ion g
Oepanciog amattel véa cuvtoyn.

Exnmondevtino vikd

IIpoxeyévou va BonBnbovv ot erayyeipatieg Tov Topén vyeiog Kol ol aoBeveic, dote va amoeevydein
guPpvikn éxBeon oto Erivedge, o Kdrtoyog e Adesiag Kukhogopiag Oa mapdoyetl ekmardentikd vAIKA
(TTpdypappa Amopuyng Komong tov Erivedge) yio va tovicet toug mibavodc Kivedvoug mov
oyetilovton e tn xpron tov Erivedge.

Emdpdoeig ot petayevvnuikn avantoén

"Exet avagepbei mpompn cOyKAEIoN TOV ETUPVOEDY KOl TPMOIUN 11 o€ TandiaTpikovg acheveic mov
gxténkov oto Erivedge. E€attiog Tov mapatetapévon xpovov Nuiong améKKpiong ToV GapUEKov,
autd ta cupPavto mOavoV vo ekdNAmBovV kot vo e&gliyBobv petd T S10K0T TOV PAPUAKOL. ZE
€ion {dwv, To vismodegib &yet deiybei 6T1 Tpokaiel coPapéc un avoaoTpéyieg LeTaBOAEG oV
avamTuén TV 000VIOV (EKQEUAGT/VEKPOOT TV 000VTOPAAGTOV, GYNUOTICUOS KOGTEMY UE VYPO GTOV
000VTIKO TOAPO, 06TE0TOINGT TOV P{IkoD GOANVA Kol ouoppayioy) Kot KAEIGLUO TOV ETLPLCIOKDY
avénTikdv TAakov. Ta evprpaTa TS TPOWPNS GVYKAEIONG TOV ETLPVCEDY KOl TNG TPOIUNG 1PN
VTOJEIKVOOVY TOOVO KIVOLVO Y10l ¥ OUNAO CVAGTI O KOl TOPOUOPPADCELS TV 00OVIMV Y10, TO, Bpéen
Ko To, Tondid (BA. mapdypago 5.3).

Awped aipatog
O1 acBeveic dev Oa mpémnel va dwpilovv aipa eved Aapupdvovv to Erivedge kot yio 24 punveg uetd omd

TV tergvToio 000



Awped onéppatog
O1 Gvdpeg acBeveig dev Oa tpénet va dmpilovv onépua eved Aaufdvovv to Erivedge ko yio 2 urveg
UeTd amd v TelevTaia dOo.

AlMnlemdpboelg

H mopddinin Bepancio pe 1oyvpovg enaywyeic tov CYP (m.y. proaumikivy, kapfopalenivy 1
@awvutoivn) Ba mTpénel vo amopevyeTal, KaBmG OV UTOPEL VO ATOKAEITTEL O KivOLVOG LEIOUEVOY
OVYKEVIPOOEDY GTO TAAGUO KOt UEIOUEVNC ammoTeEAESUATIKOTTAG TOV VisSmodegib (BA. emiong
napbypapo 4.5).

2oPapéc depuaticés avemBounTeg EVEPYELEG

YoPapég depuatikég avembounrteg evépyeleg (SCARS), copmeptAapfavouévoy TEPICTATIKOV
ovvdpopov Stevens-Johnson/to&ikng emdepukng vekpoivong (SIS/TEN), avtidpaong 6to gpapuoko
pe nwowoirio kot cuotnuatikd copntopate (DRESS) kot o&elag yevikevpévng eEavOnpotikng
eivktaivoong (AGEP), o1 omoiec pmopel va. eivar ametintikég yuo tn (o1, éxovv avagepbel katd
dlapKela TG XPNoNG Hetd v kukAopopia (PAéme mapdypaeo 4.8). Edv o acBevig £xel mapovcldcel
OTOLOONTTOTE OO AVTEC TIG AVTIOPACELG LE TN (pNomn Tov vismodegib, 1 Oeponeio pe To vismodegib dev
npémel va EEKIVA €K VEOL GE aTOV ToV achevn] 6g OTOdNTOTE GTIYUN.

"Exdoya
Ta xaydxia tov Erivedge mepiéyovv povoidpikn Aaxtoln. Ot acBeveic pe omdvia KANpovouika

mpofAuata dvsavesiog ot YoAakToln, oMK averdpKelo ot AakTdon 1| SucamoppoPnon YALKOING
— yolaktdlng de Ba tpémel va AapuBdvouy antd 10 PUPUAKEVTIKO TPOIOV.

AT T0 PapROKELTIKO TPOiOV TTEPLEXEL MydTEPO atd 1 mmol vatpiov (23 mg) ovd 6601, dnAadn
0VLGLOOTIKA givarl «ehevBepo vaTpiov».

4.5 AL Aemopacels pe GAlo QUPRIKEVTIKA TPOIOVTA KO GALES pOPPES aAINAemiopaonG

Emdpdoeic cuyyopnyodUeEveV QOpUOKEVTIK@OV TPOidvImV 610 vismodegib

Agv avapévovtal KMVIKA onuavTikés eaprokokivnTikég (OK) aAlniemdpdoelg avdpesa 6to
vismodegib kat Tovg Tapdyovteg mov avEdvouy to PH. Ta anotedéopato piog KAMVIKAG HEAETNG
£0e&av peimon katd 33% o un SeGUEVUEVES GLYKEVTPMGELG TOV Qapudakov Vismodegib 7 nuépeg
peTd v cuyyopnynon pe 20 mg pourenpoaloing (avasToAENS OVTAING TPOTOVIOV) 2 MPEC TPV A0
KG0Og yoprynon vismodegib. Avth 1 adAnienidpaon dev avouéveTol vo eival KAVIKG ONUOVTIKY

Aev avapévovTol KAMVIKG GNUOVTIKEG QOPHOKOKIVITIKEG AAANAETIOPAGELC avapeso oto Vismodegib
kot tovg avaotoieic tov CYP450. Ta aroteléouarta piog KAWIKNG perétng éoeiéav avénon katd 57%
0€ LN OECUEVUEVEC CUYKEVIPMGELG TOV Papudkov Vismodegib v nuépa 7 petd omd v
ovyyopnynon pe 400 mg erovkovaloing (pétprog avactoréag Tov CYP2C9) kabnuepvd, aAld ooty
N oAAnAenidpacn dev avapévetar vo givan kKAvikd onuavtikr. H tpakovaloin (Evog ioyvpdg
avactoréag tov CYP3A4) 200 mg nuepnoing dev emnpéace v AUCO-24mpeg 7 nuépeg petd tmv
ovyxopnynon tov vismodegib og vyieic ebehovtéc.

Aev avapévoviol KAMVIKG oNUOVTIKEG QaprakoKvTIKEG aAlniemidpdoelc (PK) avauesa oto
vismodegib kat Tovg avactolreig g P-gp. Ta amotedéopata amd pio kKAvikn pedétn £dei&av pn
KAVIKG GNUOVTIKT QOPUOKOKIVITIKY OAANAETidpacn avaueoa oto Vismodegib kot v ttpakovaloin
(1oyvpd avaotoréa g P-yAvkompmteivig) og vyieic ebelovtéc.

Orav 10 Vismodegib yopnyeitot pe enaywyeic tov CYP (prpapmikivn, kopBopalenivn, avotoivn,
Botavo St. John), n éxBeon oto vismodegib pmopei vo peimdei (BA. Tapaypapovg 4.3 ko 4.4).



Emdpdoeic Tov vismodeqib oto cuyyopnyodueva @opuoKevTiKd TpoidvTa

Avuoviinrrikd otepoeidn

Ta amoteAéopOTO LEAETNG QOPUAKEVTIKNG OAANAETIOPOOTIC TOV TPy HOTOTOONKE G KopKivormadeig
£de1&av OTL 1 svoTnaTKN £KBEoT TG ABVLAOIGTPOSIOANG Kol TNG VopeBivdpovNg dev petafaileTon
KOTA T cvyyopnynon pe vismodegib.

Qo1660, N HEAETN oAANAETIOpacTG S PKNGE LOALG 7 MUEPES KOL OEV UTOPEL VO OTOKAEIGTEL OTL, KOTA
™ peyoddtepng dudpketag Oepaneio, to vismodegib givar évag emayowyéog tov eviduwmy mov
petaforilovv ta avTicVAANTTIKG otepoctdn]. H emaymyn Ba pmopodce va 0dnyHoeL o€ LEWMGELS 6TN
GLOTNUOTIKT EKOECT] TOV OVTICVAANTTIKAOV GTEPOEWOMV KoL, KATH GUVETELD, GE LELOUEVN
OVTIGVAANTITIKY OTOTELEGUATIKOTNTA.

Emidpdoeic oe ovyrexpiuévo Evivuo kot ueTopopeis

In vitro peléteg vodekvdovy dt1 To Vismodegib £xet tn duvatdnto va dpacel G avaoTOAENS TNG
TPOTEIVIG avTicToong Tov Kapkivov tov pactod (BCRP). Agv diatifevton dedopéva oAlnienidpaong
in vivo. Aev pmopei va anokielotel 611 o Vismodegib uropei vo 0dnynoet og dvodo ¢ avEnuévg
£K0e0NC TOV PAPUAKEVTIKOV TPOIOVIMV TOV UETAPEPOVTOL OO T GLYKEKPIUEVT TPOTEIVN, OTTMG Elvan
N pocovPactativn, 1 Tomotekdvn kot 1 covApacaialiviy. H cuyyopriynon Oa mpémetl va
TPOYUATOTOLELTAL LIE TPOCOYN KOl UTOPEL VOl YPEICTEL TPOGAPUOYN TNE SOOTG.

Agv avapévovtat KAMVIKG OTUOVTIKES QOPUOKOKIVIITIKEG GAANAETIOpAoELS avapeso oto Vismodegib
kot To. vrooTpmpoeto Tov CYP450. In vitro, to CYP2CS8 ftav 1 o gvaicHntn wopopen tov CYP yia
Vv avactoAr Tov Vismodegib. Qotdco, o amoteléopata piog HeEAETNG PAPUOKEVTIKNG
aAAnenidpaong og kapkvomadeic £de1Ee 0T | cvoTnraTKh £KOg0T TG poctyhrtaldvig
(vootpdpatoc tov CYP2CS8) dev petafdrietar 6tav cuyyopnysitan pe vismodegib. Emopévmg, n
avaocTtorn tov evidpmy tov CYP and to vismodegib in vivo umopei va amorkeiotei.

In vitro, To vismodegib &ivat avactoréag tov OATPLBL. Agv pmopei vo anokAeloTel 0Tt T0
vismodegib mbavov va avénoet v ékBeon ota vrootpdpoto tov OATPLBI, w.y. bosentan,
eCeTyipmn, yMBevikhopion, pemayAvion, Badcaptdavn kot otatives. Eiduotepa, mpénet va
emdekvLETAL TPOcOYT| dTav To Vismodegib yopnyeitol 6€ GUVSLOGHO HE OTOLGINTOTE GTOTIVN.

4.6 LCovipétnta, kinoen ko yorovyio

luvaikec o avorapaymywrn) nhkio

Ab6y® TV KtvdHvou guPpuikov BavdTov 1| cofapdv CLUYYEVOY OVOUAAMY, TA, OTO10 TPOKAAOVVTAL
amo to vismodegib, ot yvvaikeg mov Aapfavouvv Erivedge dev mpémetl va eykopovoov 1 va
EYKVHOVAGOLV KaTd TN d1dpKeta TG Oepomeiog Kot yio 24 piveg petd amod tnv terevtaio d6om (PA.
napaypaeovs 4.3 kat 4.4).

To Erivedge avtevdeikvuton og yovaikeg o€ NAKio avamapoy®yng, Ol OTOIEC OEV GLUUOPPDOVOVTOL UE
to [pdypappa Amopuyng Konong tov Erivedge.

2& TEPIITWON] EYKOUOTOVIC 1] OTWAELINS EUUITVDY POOEWY

Edév 1 aoBevng peiver £ykvocg, amolécet pio EQUnvo poor, 1 VITOWIALETOL Y10 OTOOVINTOTE AOYO OTL
umopet eivon £yKvog, TPEMEL va. EVIUEPMTEL AUECMS TOV Bepamovta 1aTpd TNG.

H gppévovoa ammAgio sppuqvev pooenv katd t didpkeia g Oeponeiog pe Erivedge Ba mpénet va
vrotedel 6TL VTOdNA®VEL EyKLHOGUVN pEXPL Vo, a&toroynBel kot va emPefoiwbel 1atpikd.

AVTIGOAANYN GE AVOPES KO YOVOIKES

Tvvaikec oe avamopoywyin nlikio

H yvvaika o avomapaymywkn nhio tpénet va givol og B€om vo cLPUOPE®OEL Le OTOTEAEGUOTIKA
pétpa avticvAAyMe. [pénel va ypnoyomnolel Vo peBOSIOVE GLVIGTOUEVNG AVTIGOAANYNG
SUUTEPIAAUPAVOLEVIC LUOG 101ATEPO OTOTEAECUATIKNG LEBOSOL Kot piag nefddov Ppayov KuTd T
duapxeta tng Oepamneiag pe Erivedge kot yio 24 pnveg petd and v televtaio d6on. H youvaika og
AVOTOPUY®YIKT NAKi, TNG 0Toing 01 TEPI0dO0L EIVAL AKOVOVIGTEG 1) £(0VV GTALOTNOEL, TPETEL VO,
0KOAOVONGEL OAEG TIG GLGTAGELS Y10 ATOTEAECUATIKT OVTIGUAAY.




Avdpec

To vismodegib sunepiéyetan oto onéppa. I'o va amopevybei n mboavr £kbeom Tov epPpdov KoTd T
SLIPKELD TG KONGONG, Ol AvOpEC 0oDEVEIS TPEMEL VO, YPTGILOTOLOVY TAVTO TPOPLAUKTIKO (pe
OTEPUATOKTOVO, €AV dloTifeTAL), OKOUN KO LETA OO EKTOUN TOL GTEPUATIKOD TOPOL, KATA TN
0€E0VOMKY EmAPN LE YVVaike cOVTPoPo, evd Aaupdvouy to Erivedge kat yio 2 ufveg HETA 0o TV
televtaia doon.

O1 axolov0esg eivar GVVITTOUEVES HLOPPES 1OIOITEPA OTOTEAETUOTIKDY 1eOOdwV:
o Oppovikn éveon depot,

AmoAMvoon TV GoATIy YV,

Exrtoun tov oneppotucod mopov,

Evdountplo cuokev.

O1 axolov0eg eivai GVVITTOUEVES HOPPES UEBOIWV PPayuoD:

. Ono10MT0TE OVIPIKO TPOPLAOKTIKO (LE CTEPHATOKTOVO, €6V etvar Sobéopo),
. Awdppaypa (Le omeppotoktovo, edv givar dtabéoipo).
Konon

To Erivedge pmopel va mpokaiécet epfpuikd Bdvato 1| coPapég cvyyeveic avopaiieg 6tav yopnysita
o€ £yxvo yovaiko (PA. mapdypagpo 4.4). Or avactolreic Tov povorotiod Hedgehog (BA.

Tapdypoo 5.1), dnmg eivan To vismodegib, €yet deryOei 611 eivar euPpvoto&ikol /Kot TepATOYOVOL GE
TOoAAG €i0n LoV Kot umopel va TpokaAEGOVY GoPapEg dlapapTies, CUUTEPIAAUPBAVOUEVOVY TMV
KPOVIOTPOCOTIKMY OVOUOADY, TOV OVOUOAMDY HECTS YPUUUNG KoL TOV OVOUIAOV TV GKpav (BA.
napbypapo 5.3). Xe nepintoon eykvuoohvng oe yovaika vid Bepaneio ue Erivedge, n Oepancio mpémet
va dloKomel OUECMC.

OnAacpog
H éxtaon oty onoio to vismodegib amekkpivetol 6To UnNTpiKod yoAo dgv ival yvooth. Adym g

mOovoTNTOG TPOKANGNG COPUPOV AVATTVEINKMV OVOUAAIDY, O YuVaikes dgv Ttpémetl va OnAalovv evad
Aappavovy to Erivedge kot yio 24 punveg petd omd tnyv tekevtaia 60om (BA. mapaypdeovg 4.3 kot 5.3).

Tovuotnta

H yuvaukeio yovipotnto propei vo ennpeoctel oo ) Bepaneio pe Erivedge (PA. mapdypago 5.3). Agv
glval yvootd gav 1 BAAPN ot yovipdtto eivan avaostpéyiun. Emmiéov, £xel mapatnpnOel
auUnVOpPoLn 68 KAMVIKEG LEAETEG OE YUVAIKES GE avamapay®ytkn nAtkia (BA. mapdypago 4.8). Ot
OTPOTNYIKEG StoTpNoNG TG Yovipdtrag Oa mwpénetl va cu{ntnBovv pe TIC YuVaIKES G€ avVamapayykn
nAwcio Tpwv omd v Evapén g Bepaneiog pe to Erivedge.

Aev avapéveton BAAPN oty avdpikn yovipdmro (PA. mapdypapo 5.3).
4.7 Emopdcseig 6ty IKavOTNTE 001Y161)G KO (ELPIGHOV PUNYUVIILATOV

To Erivedge dev &xet kapio 1 £xel apeintéa eMidPAON GTNV IKOVOTNTO 01 YNONG KoL YEPIGHOD
UnNovnUaToy.

4.8 AvemOOunTeg eVEPYELES

2Hvoyn 1oL TPoPiA acOAAELNS

O1 ovyvotepeg avemBOUNTEC EVEPYELEC, O1 0TOoieg eppavioTnKay oe > 30% twv acbevov, NTav ot
pvikoi otacpol (74,6 %), n adonekia (65,9 %), n dvceyevsia (58,7 %), T0 peEl@UEVO COUATIKO BAPOC
(50,0 %), n k6mwon (47,1 %), n vovtia (34,8 %) ko duappoia (33,3%) .




2 UVOTTIKN TOPOVGI0oT TOV OVETOOUNT®V EVEPYELDV VTTO LOPOT) TTIVOKO,

O avemBounteg evépyeteg Tapovoidlovral otov mivaka 1 mov akolovbel, avd katnyopia/opyavikd
GUGTNUO KOL OTOAVTT GUYVOTITA.
Ot cvyvotnteg opilovtot og:

IToAd ovyvég (> 1/10)

Yoyvég (> 1/100 éwg < 1/10)

Oy ovyvég (= 1/1.000 g < 1/100)
Yravieg (> 1/10.000 éwg < 1/1.000)
TToAb omdvieg ( < 1/10.000)

Mn yvootég (dev pmopobdv va ektiunBovv pe Paon to dabéoyia dedopéva).

Xe k@0e Katnyopia cLYVOTHT®V, O AVETIBOUNTEG EVEPYELEG TTOpOoLGLALOVTOL LE GEPA POivovGOg

coPopoTNTOC.

H aocopddea tov Erivedge éxet aloloynbei oe khvikég peréteg e 138 acbeveig mov Exovv AdPet
Oepamneia yio Tpoywpnuévo Pactkokvtrapikd kapkivouo (aBCC), oto omoio mepiiapufdvovtan
QUPOTEPO TO LETOOTATIKO PacikokutTapiko kapkivoua (MBCC) kot o Tomikd Tpoywpnuévo
Baccokvtrapikd kapkivoua (IaBCC). e téooepig avoiktég kKAvikég peréteg @dong 1 kot 2, ot
acbBevelg EhaPav Tovddyiotov pio d6om povobepaneiog pe Erivedge og d6cg1g > 150 mg. O
d0cg1g > 150 mg dev 00N ynoav o€ LYNAOTEPEG CLYKEVIPMOGELS GTO TAAGO OTIG KAIVIKEG LEAETES KOl
ot acBeveig ag dooelc > 150 mg Exovv cuumeptinedel oty avdivon. EmmAiéov, n acedieia

a&lohoyn0Onke oe o peTeykpitikn perém mov mepiedaufave 1215 acbeveic aBCC wov pmopovoay va

a&lohoynBovv og Tpog v acpdieia AapfPdavovtog aymyr 150 mg. Ze yevikég ypoupéS, TO TPOoQih
ACQUAELNG TTOVL TTOPATNPNONKE TV GE CLUEMVIK, T060 6TOVG acbeveic pe mBCC, 660 Kot 6TOVE

acBeveig pe 1aBCC kot o€ OAeg TIG HEAETEG, OTIMG TEPTYPAPETOL TAPAKATM.

Hivakag1  AvemOOunteg evépysieg pappakov o acdeveig mov éhafav Oepaneio pe Erivedge
MedDRA oAb ovyvég Yoyvég Mn yvooti)
Koatmyopia/Opyaviké oVyvoTNTO
2O6TNUO
Awtapayés Tov TPOTUN HPN****
EVOOKPIVIKOV
GUGTI|HOTOG
Awtapayés Tov pewmpévn 6peén aELOATOON
petofoiopod ko
s Opyng
Awtapayés Tov dvoyevoia VIOYELGIO
VELPLKOD ayevuoio
GULOTNNOTOS
Awtapayés Tov vavtio yog v KON
YOGTPEVTEPLKOD déppota ADPOG

dVOKOIAMOTNTO KOIMOKO GAyog
€UETOG
duomeyia

Awtapayés Tov
NTOTOS KOL TOV
A0ANQOpmV

nratkd Evioua
ovénuéva**

NmaTikn PAGEN
TPOKAAOVLEVT ATTO
(PdeaKa*****




GAYOC TAELP DV
HVOCKEAETIKO GAyOg

MedDRA IMoAv ovyvég Yoyvég Mn yvooti)

Katmnyopia/Opyoviké ovyvoTNTA

Yovotnuo

Awtapayés Tov aAomekio paddapwon ouvopopo Stevens-

d0&ppotog Ko Tov KVNOUOGC AVOLOAN OVATTUEN Johnson (SJS)/to&wn

V060PLOV 16TOV e&avinpua TPYDOLOTOG EMOEPLKT VEKPOALGN
(TEN)/ avtidpaon oto
QaPLOKO [E
NOGIVoPIAia Kot
GUOTNHOTIKA
ovuntopato (DRESS)
Kol o&gla yevikevpévn
eEavOn otk
QAVKTOIVOOT
(AG EP)******

Awtapayés Tov poikoi orocpol ocLaiyia TPOMPN GVYKAEIOT

HVOGKEAETIKOV apBpadyio LVOGKEAETIKO EMPVOEMVF***

GUGTILOTOS KU1 TOV | TOVOG GTO AKPOL Bopokikd dhyog

GUVOETIKOV 16700 pooiyio

KOl KOTOOTAGELS TNG
0500 yopryneng

UELOUEVO
KOT®ON
dAyog

KPEOTIVIKT
POCPOKIVACT 0iLLOTOG
I TTE Y

Awtapayés Tov apnvoppora*

OVOTAPAYOYIKOD

GUGTI|LOTOS KL TOV

ROGTOV

I'evikég owatapayés copotikd Bapog eEacBévion

SL0POPETIKA.

Oleg o avagopég facilovion og avembounteg evépyeieg (ADR) 6Awv tov Babudv pe Paon to National Cancer
Institute-Common Terminology Criteria for Adverse Events [NCI-CTCAE] éxdoon 3.0, ext6¢ €Gv avapépetat

*An6 tovg 138 acBeveig pe mpoywpnuévo Pacikokvttapikd Kapkivopo, ot 10 ftav yovaikes og
avoroapaymyikn niio. Meta&d autdv tov yovak®v, tapatnprinke ounvoppoto o 3 acbeveic (30 %).
MedDRA = lotpucd Ae&cd v Kavoviotikég Apactnplotnec.
**[TepthapPavel TOVG TPOTYMIEVOLG OPOVG: LT PLCLOAOYIKY SOKILOGTIO NTOTIKNG AgtTovpYiag, cvEnUEvn
xoAepvOpivn aipotog, avEnUévn Y-YAOLTAPLAOTPOVOPEPACT, CVENUEVT OOTOPTIKY OUIVOTPAVOPEPATT,
aLENUEVT] OAKOAKT @OGEATACT], avEnpéva nratikd Evivua.
*** [Tapoatnpndnkov ce acbeveig kotd T didprela piog HeETeYKpLtikng pehémg pe 1215 acbeveig
a&L0AOYNOLLOVG MG TTPOG TNV OLCPAAELM.
**EE To pepovopéva meplotatikd Eyovv avopepbei oe acbevelg pe pvedofrdotopa Katd ™ xpnorn Letd v
KukAopopia (PAére mapdypoapo 4.4)
*HEEE Eyouv ovapepBel mepimtdoelg acfevdv pe QapprokevTikn nratikn BAGPN Katd ™ didpketo TG ¥pNoNG
UETE TNV KUKAOQOPI TOL QPOPLAKOV.
FHFxX* Eyovv avapepBei mepuntdoeig acbevav pe SCAR (cvpmepthoppavopévev twv SIS/TEN, DRESS kat
AGEP) katd ) dudpkeia Tng ¥pnong LETE TNV KUKAOQOPia TOV QOpUAKOV.

Ava@opd ThovoroyoOLLUEVAOV OVETIOOUNTOV EVEPYELDV

H avagopd mhavoroyodueveoy avemBOUNT®Y EVEPYELDY LETA OO TN YOPTYNoN GO0 KLKAOPOPToG
TOV PAPUAKELTIKOD TPOIOVTOC elvar onuavtikn. Emtpénet tn cuveyn mapakoiovdnon g oyéong
0PEAOVG-KIVOHVOL TOV QUPUAKEVTIKOD TPOTOVTOG. ZnTeitol amd Tovg emayyeEALOTIES TOV TOUEN VYElNG
VO 0VAPEPOVY OTTOIEGONTOTE TOUVOLOYOVEVESG OVETLOVUNTEG EVEPYEIEG LEG TOVL EBVIKOV
GLGTHIOTOG OVOPOPAS TTOL avaypapeTol oto [apdptnua V.



https://www.ema.europa.eu/documents/template-form/appendix-v-adverse-drug-reaction-reporting-details_en.doc

4.9 Ynepdocolroyia

To Erivedge &yxet yopnynei e 866¢€1g 3,6 opéC VYNAOTEPES OO TI GUVIGTMOUEVT TUEPTOLOL BOGT TOV
150 mg. Agv mapotnpndnkav ovénoeic oto eninedo Tov vismodegib oto mAdopa 1) To&koTnTo KATA T
SLAPKELN OVLTDOV TOV KAVIKDOV HLEAETAOV.

5. DAPMAKOAOI'IKEX IAIOTHTEX
51 D appoKOOVVUPIKEG LOLOTITES

Doppokobepamentikn KaTnyopic: AVIIVEOTAAGUATIKOL TAPAYOVTEC, GALOL AVTIVEOTANGLOTIKOL
mapdyovteg, Kmducog ATC: LO1XJO01.

Mnyavicpdc dpdong

To vismodegib givar £vag amd Tov 6TOHTOC SLOOEGTUOC LIKPOUOPLUKOS OVOGTOAENS TOV LOVOTOTLON
Hedgehog. H onpatoddtnon tov povorartiov Hedgehog pésm g dropepufpavikng mpoteivng
Smoothened (SMO) odnyei TNV gvepyomoinom Kot TNV TUPTVIKT EVIOTIGT TOV TAPAYOVI®V
petaypaeng tov Xyetilouevov pe 1o MNoiopa Oykoyovidiov (GLI) kot tv enaymyn TV yovidiov-
otoywv Hedgehog. TToALG amd avTd Ta Yovidlo GOUUETEXOVY GTOV TOALUTANCIAGUO, TNV mPinon Kot
T Swpoponoinon. To vismodegib deopevetal o€ Kot avactéArel Ty Tpmteivny SMO avoacstéAAovTag
ue ovtd Tov TpdTO TN peTaymyn tov onuatog Hedgehog.

Klvum amotedeopotikd o Ko ao@iareLo

H xopia doxiun, ERIVANCE BCC (SHH4476Q), toav pio 1e6vic, moAVKEVTPIKT HeAETN EVOG
okélovg, 2 kKooptdv. To petactatikd Pacikokvttaptkd Kapkivope (mBCC) opiotnke mg
BacikokvtTopikd Kapkivepa, To oroio £xel dtuomoapbel ektdg TOV dEPUATOG GE GALD oTueio ToV
OMUOTOC, CUUTEPTAAUPOVOUEVOV TOV AEUPAOEVOV, TOV TVEVUOVOV, TOV 0GTOV KOUN T®V ECOTEPIKMOV
opyavav. Ot acBeveic pe Tomikad Tpoympnuévo Pactkokvttapikd kopkivope (1aBCC) siyov
depuotikég PAGPeg, o1 omoieg NTav akATAAANAES Yo XEPOVPYIKN eMEUPacT (|1 XEPOVPYNOILES,
TOALOUTTAG VTLOTPOTIALOVOESG, OTOL 1| XEPOVPYIKN ETEUPOCT LLE GKOTO TNV 1001 KpvoTav U wihovi 1
Yl TIG OTTOTEG 1) YEPOVPYIKT emEPPacn Bo 0dnyodoe 6€ oNUAVTIKT SuoUOPPio, 1] VOSIPOTITA) KoL Yid.
TIG omoiec M akTvobepomeio TaV AVETLTUYNG 1 OVTEVOETKVVTO 1 NTa akaTdAANAN. TIpwv amd v
évtaén ot perétn, n didtyvoon tov PacikokuTToPIKoD KopKIVOUATOG ETPBERatmvotay 16ToAoyKd. Ot
acBeveic pe ovvdpopo Gorlin, ot omoiot giyav TovAdyiotov pio BAGPN TpoywpNnUEVOL
Bacikokvtrapikov kapkvouatog (aBCC) kot minpovoay ta kprripila £viaéng nrav emdégipot yio
ovppeToyn ot perétn. O acBeveic Elafav Bepaneia pe amd Tov otopatog nuepnota door Erivedge
150 mg.

H d1dpeon niia tov a&orloynoipov tinbucpol anoteiecpatikdTnToc nTav ta 62 £ (46 % oy
TOVAGYIoTOV 65 £TMV), TO 61 % NTav Avdpeg Kot to 100 % Nrav Agvkol. ['a v kooptn Tov
UETAGTOTIKOV Pactkokuttapikod Kapkivopotoc (mBCC), to 97 % tov acbevav eiye vropfindei o
wponyovuevn Bepameio mov cvpmepthdupave yeypovpyikn enéufoon (97 %), axtivobepansio (58 %)
Kot ovotnuatikés Oepaneieg (30 %). T TNV KOOPTH TOL TOTIKA TPOYWPNUEVOL PAGTKOKVLTTAPIKOD
kapkvouatog (1aBCC) (n = 63), 10 94 % tov acbevav eiye vroPfAnbeil oe Tponyovuevec Oepamneieg
oL cvumepAdupavay yeipovpyiky eméufaon (89 %), axtvobepansio (27 %) Kot
ovotnpatikég/tomkég Oepaneieg (11 %). H didueon didpketa tng Oepaneiog rov 12,9 puiveg (evpog
0,7 éwg 47,8 pnveg).

To k0p1o KOTEANKTIKO oMEio NTav T0 TOG00TO aVTIKEEVIKNG avtandkpiong (ORR) chpemva pe v
extipmon tov aveEaptntov k€vipov a&ordynong (IRF), énwg suvoyiletan otov Ilivaka 2. H
OVTIKEYLEVIKT AVTOTOKPLOT) OPIGTNKE MG TANPNG 1 LEPIKT AVTOTOKPIGT), 1] OO0 TPOGOI0PIoTIKE GE
d00 SLOOOYIKEG EKTIUNCELG LLE LEGOJACTN U TOVAG)IGTOV 4 €fdopUadmV. TV KOOPTY| TOV
LETAGTATIKOV PactkokutTapikol Kapkivopatos (mBCC), n aviandkpion tov dyKov ektipumnke
ovpoova pe o Kpumpia A&oddynong g Avtandkpiong oe Xvunayeig Oykovg (RECIST - Response
Evaluation Criteria in Solid Tumours) £ékdocn 1.0. Ztrv K00pT1| TOL TOTIKA TPOYDPTLEVOL
Bacwokvtrapikov kapkvopatog (1aBCC), n avtandkpion tov dykov ekt dnke PAoet TG OnTIKNG
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eKTiUNoNC ToL EMTEPIKOV OYKOV KOl EEEAKMONG, TNG OEKOVIONC TOV dykov (dmov elvar amapaitnto),
ka1 g Proyiag tov dykov. O/M acbevig Bewpnnke wg avtamokpifeic/ca 6TV KOOPTNH TOL TOTIKA
TpoywpNnuEVoL Pactkokvuttaptkod kapkivopatog (laBCC), edv ioyve TovAdyiotov Eva amd ta
akolovba kprtpila kot o/1 aoBevig dev eupdvile e&€MEn: (1) > 30 % peiwon oto péyebog g PAAPNG
[@Bpotopa TG peyorvTepng dtapétpov (SLD)], and v Evapén otig PAAPES-GTOYOVE OKTIVOYPAPIKA,
(2) > 30 % peimon oto dOporspa g peyorvtepng dapétpov (SLD) amd v Evapén g perétng otnv
eEmtepikd opatr| didotaon Tewv PAafov-ctoywy, (3) [IAnpng iaon g e&éhkmong o Oleg Tig PAGPES-
otoyove. Ta Pacikd dedouévo cuvoyilovtar otov [ivaka, 2:

12



Mivaxag 2 Yrovygio aroteleopatikotyrog Erivedge ot pelétn SHH44769 (21 pfvec
ektipnon andé IRF kon 39 pfveg extipnon tov £pguvnTi TOPaKOL0VON OGS peETd
a6 v évraln Tov/Tng TELEVTAiOV/0G 060EvoUc): aceveig adloloynoipor/eg mg
Pog TNV omoTELESpATIKOTHTO®

Extipnon aveaptntov kévipov Extipnon epgovnt
a&roroynong (IRF)

mBCC laBCC** mBCC laBCC**

(n=33) (n=63) (n=33) (n=63)
Avtomokpifévieg/eioec 11 (33.3 %) 30 (47.6 %) 16 (48.5 %) 38 (60.3 %)
95 % daoTnpa (19.2%,51.8%) (35.5 %, 60.6 %) (30.8%, 66.2 %) (47.2 %,
EUMIGTOOVVNG Y10 T 71.7 %)
GUVOALKT| OVTATTOKPION
IIpng Avtamoékpion 0 14 (22.2 %) 0 20 (31.7 %)
Mepikn Avtanokpion 11 (33.3 %) 16 (25.4 %) 16 (48.5 %) 18 (28.6 %)
Ytobepn Nocog 20 22 14 15
Eéelooopevn Nocochr 1 8 2 6
Aldpeon Awdpxeto 7.6 9.5 14.8 26.2
Avtamoxpiong (Unveg)
(95 % ddotnpo (5.5,9.4) (7.4,21.4) (5.6, 17.0) (9.0, 37.6)
EUTIGTOGVVNC)
Avgpeon emPioon yopic 9.5 9.5 9.3 12.9
e€EMEN (unveg)
(95 % ddotnpo (7.4,11.1) (7.4,14.8) (7.4, 16.6) (10.2, 28.0)
EUTIGTOGVVNC)
Algpecn GUVOAKN 334 NE
emPioon (OS), (18.1, NE) (NE, NE)
(MMveg)
(95 % d1opa
EUTIGTOGVVNC)
IMocootd emPimong oto 78.7% 93.2%
1 €t0g (64.7,92.7) (86.8, 99.6)
(95 % o pa
EUTIGTOCVVNG)

AE = dgv pmopei va extiun0ei

* O mANBVGOG pe aEloAOYNOLLOVG/EC MG TPOG TNV OMOTELEGHOTIKOTITA 000eVeiG 0pileTal G TO GUVOAD TV
evIaypévaVv acbevav mov &xovv AdPet omoladnrote mosotnTa Tov Erivedge kot yio Tovg/Tic omoiovg/ec ) epunveia
oV ave&aptnTov TaBoAoyouvaTOHOV Y10 TOV apyelakd 16To 1 T Proyia katd tnv Evapén NTov 6€ CVUPOVIK LLE
Bacwokvtrapiko kapkivope (BCC).

T Zta un a&oloynoa/eAlmn dedopéva copumeptinenkav 1 acBevic e petactatikd factkokuttaptkd
rkapkivopo (mBCC) kot 4 acbevelg pe tomkd mpoywpnuévo Packokvttapikd kopkivopa (1aBCC).

I H g&éM&n omv koopti| 1oV ToTIKE Tpoympnpévoy Pacikokvttaptkod Kapkivapatog (laBCC) opiletor mgn
EKTANP®GT 0motovdNmote oo to akorovda kprrnpia: (1) > 20 % adénon oo dfpotopa TV peyaAdTepOV
Sdwpétpaov (SLD) amd v katdtotn TIn otig PAAPEC-0TOYX0VS (€ite aKTVOYPOQIKA eite PAoet Tng eE@Tepkd
opatig d1dotacng), (2) Néa e&éhkmon tov PAaPdv-cTdymv Tov EUIEVOLY YOpig oTot el ETOVAMONG Yo
TOVAGYLoTOV 2 gfdopades, (3) Néeg PAaPec aktivoypagikd 1 katd tnv kKAwviky e&étaon, (4) EEEMEN tov BAafdv-
pn otdéywv odpemva pe to kprripo RECIST.

**To 54 % 1oV acevav pe tomkd tpoympnuévo BKK dev gixe iotomaboroyoavartopkd otoyeio BKK otig
24 gfdopades.

Onwg paivetal 6To SloypAUUAT TOTOV KOTAPPAKT OTIG 1koveg 1 kot 2, Ta omoia anewovilovy )
puéyiom peiwon oto péyeboc mg(wv) PAAPN(®@V)-otdxov(®v) Yo kdbe acbevr|, N TAsioyneia tov
0o0evdV 6g QUEAITEPES TIG KOOPTES ELLPAVICE GUPPIKVOGT TOV OYKOV, GOUPMVO LE TNV EKTIUNGT TOV
ave&aptntov kévipov aglorloynong (IRF).
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Ewova 1 Koopti Metaostatikov Basikokvttapikov Kapkivopatog otn pehétn

SHH4476
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Inpeioon: To péyebog tov dykov Paciletar oto dOpotopa TV peyaddtepmv dtouotdcemv TV BAABdV - 6Td V.
PD = eEghMocodpevn vococ, SD = otafepn vooog, PR = pepkn avtondkpion. 3 acBeveig eiyav Béhtiom
nmocooTtioia petafoin oto péyebog tov dykov g TaEng tov 0. Ot ev Aoyw acbeveic mopovsidlovtat amod Tig
eMdytoteg BeTikéc otnheg oty ekdva. Téooepig acheveig amoxkieiotray amd v wova: 3 acbeveig pe
ot0fepn vooo extynOnkay and PAGPec-pn otdyovg povo kot 1 achevig Ntov pun a&loloynoipog.
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Ewéva 2  Koopti) Tomka Ipoyopnpuévov Basikokvtrapikot Kapkivopotog otn perétn
SHH4476g
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Inueioon: To péyebog tov dykov Paciletal oto dOpolola TV pLeyaldtepmV SuoTdoe®V TV PAABOV GTOYOV.
PD = eEghMocodpevn vococ, SD = otabBepn voooc, R = avtandkpion, * = mAnpng laon tg(wv) eEéikoong(ewv).
H extipunon g avtamodxkpiong Paciotnke oto odvOeto katainktkd onpeio, T0 omoio oplotnke TopATAV.
Téooepic achevelg dev elyav petpnoetg PAAPNG kot dev cLUTEPIMEON KAV GTO S1EYPOLLLLOL.

Xpovog Emc ) uéyiotn ueiwaorn tov YKo

Metaéd Tov acbevav mov TéTuyoy pHeimon Tov OYKov, 0 S1AUECOG XPOVOS £G TN UEYIOTY LEIDOT] TOV
OYKOV oruemOnke o€ 5,6 Kot 5,5 UNveg Yo ToVG/TIg aoBevelg pe Tomkd TpoywpNUEVO
BaciKokuTTopiKo KopKiveouo Kot LETOGTATIKO POCTKOKLTTOPIKO KOPKIVOLLN, AVTIGTOLY 0, COUPOVA LLE
v ektiunon tov aveEaptntov kévipov aloldynong (IRF). Topewvo pe Ty extignon Tov epguvnti,
0 01aECOG YPOVOG MG TN PEYIOTN UElmON ToL OYKOV onuelmOnKe og 6,7 Kot 5,5 HUNVeEG Yio TOLG/TIg
aoBeveic e TOMIKA TPOYOPNUEVO PAGTKOKVTTOPIKO KOPKIVOLLO KOl LETAGTATIKO BOCTKOKVTTAPIKO
Kapkivoua, avtiototyo.

Kapoaxn nlexrpopooioloyio
e wa 01egodikn perétn tov dotpatog QTce og 60 vy dtopa, dev vIPEe Kapia eTidpacn TV
Oepanevtikdv d6cewv Tov Erivedge oto diotnua QTc.

Amoteléouato THS UETEYKPITIKNC UEAETNC

Mo PETEYKPLTIKY], OVOIKTIG EMIGNLOVONG, IN-CLYKPLTIKY], TOAVKEVTPIKT, @dong I kKAtvikn) peré
(MO25616) d1e&nydn o 1232 acbeveig pe npoyopnuévo BCC, ek tov onoiwv 1215 acheveig
a&10A0YNONKOV O TPOG TNV AmOTEAEGLOTIKOTNTO KoL TNV acpdAeto pe laBCC (n=1119) 1 mBCC (n
= 96). To laBCC opiotnke mg deppotikéc PAGPES Tov NToV OKATAAMANAES Y10 YELPOLPYIKT ETEUPacn
(1 xEWPOVPYNGIUES, M| Y10 TIG OTTOIEG 1 XEPOLPYIKT| ETEUPaCT B 0ONYNOEL GE GNUAVTIKT
TAPUUOPO®OT) KOl Yo TIG 0Toieg 1 akTivobepameio NTav avemituoyng N avrevoeikvotat. To
uetactatikdé BCC opiotnke ¢ 10toroyikd enifefatmpuévn amopokpucuévn petaotaon. [pw amd v
évtaén ot perétn, n dudyvoon g BCC emBefordbnke 1otoroyikd. Ot acbeveic vrofAndnkay o
Oepaneio pe amd Tov oTOUTOC NUEPN ol 660 Tov Erivedge 150mg.

H péon niia yio 6lovg toug acBeveic nrov 72 €. H mheloymoeio tov acbevav frav avopeg (57%):
8% eiye mBCC, evd 10 92% ¢iye [aBCC. I'o TN HETAOTATIKT KOOPTH, 1] TAELOVOTNTO, TOV 0.6HEVOY
glyav AaPel mpornyoduevn Bepaneia, copmepriapfoavopévng g xelpovpyikng enéupaong (91%), g
aktwvobepaneiog (62%) kat Tng cvotnuatikng Bepanciog (16%). I'a v TOTKA TPOoY®PNUEVT KOOPTY,
N TAEoVOTNTO TOV acevav giyav AdPel mponyovueveg Oepomeieg, cuumeptAapfovouévng e
yePovpYIKNG enéuPaong (85%), tng aktivobepamneiog (28%) kot g cvotnuatikig Bepaneiog (7%). H
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diqpeon dudpketa g Bepameiog yioa 6A0LG Tovg acbeveic rav 8,6 uveg (€Vpog Unodév Emg 44,1).
Meta&d Tov acfevdv otov TANBVoUd oL propoce va a&loAoynBel ¢ TPOG TNV ATOTEAEGLATIKOTI T
LE LETPNOUN KOl 1I0TOAOYIKE emPBefatwpévn voco, 68,5% kot 36,9% avtoamokpiOnkav otn Bepomeio
011G opddeg 1aBCC ko mBCC, avtictoyya, pe Baon ta kpiripro RECIST v1.1. And tovg acBeveig
mov elyav emPeforopévn avtamodkpion (LEPIKN 1 TANPN), N didpeon dtdpkela avtarndkpiong frov 23,0
unves (95% CI: 20,4, 26.7) o koopt 1aBCC kot 13,9 punveg (95% CI: 9,2, NE) otnv koopth
mBCC . [TAnpng avtamokpion enetedydn oo 4,8% tv acbevov oty koopty mBCC kar 33,4% otnv
koopt laBCC. Mepikn avtamdkpion enetedydn oto 32,1% 10V acbevidv atny koopth acbevov
mBCC kot 35,1% otv xoopth 1aBCC.

Hodratpikdg minbucuog

O Evponaikég Opyoviopoc Oapudkmy el dMGEL OTAALNYT OO TNV VTOYPEMOT| VTOPOANC TOV
arotelecpdtov TV peletmv pe to Erivedge og 6Agg Tic vmokatnyopieg Tov madaTptkod TANuGHoD
ue PacikoxvtTopkd kapkivoua (PA. mapdypoeo 4.2 Yo TANPOPOPIES GYETIKA UE TNV TOLIIOTPIKT
xpon).

5.2 D opPIKOKIVITIKEG 1O10TITES

Amoppoonon

To Erivedge givon pia dwaitepa dtamepatr| ovosia pe yaunin véatodwdvtotnta (BCS Katnyopiag 2).
H péon (CV %) amdivtn Prodiobecipotnta g epdma 0omg tov Erivedge givar 31,8 (14,5) %. H
amoppdeN o1 dVvVaTOL VO KOPESTEL WG TPOKVTTEL OO TV EALELYT] SOGOEENPTDLEVNC DEN oG OTNV
éxbeon petd amd epdma d6om 270 mg ko 540 mg Erivedge. Y7o khvikd oyetikéc cuvOnKeg
(otabepomompuévn KoTdoTaon), 1| OPUAKOKIVITIKN Tov Vismodegib dev exnpedletol and v Tpoen.
Emopévag, 1o Erivedge umopei va Anebei ave&aptnto amd ta yeduato.

Koatavoun
O dykog katavoung tov vismodegib eivor younAdc ko kopaiveton amd 16,4 o€ 26,6 L. H in vitro

npdodeon tov vismodegib otig tpteiveg Tov avOpdTIVOL TAAGHATOG Eivar VYNAN (97 %) o€ KAVIKA
OYETIKEG GVYKeEVTpMOELS. To vismodegib deopevetal 1660 oty avOpdmivn ALK®UOTIVI) 0pov, OGO
Kot otV GAea-1-0&ikn yAvkompwteivy (AAG). H in vitro pocdeon omnv AAG dhvartat va Kopeotel
o€ KAMVIKG oyetikég ovykevipmoels. H ex vivo déougvon oe Tpmteivn tov TAdcpotog 6g avOpdmouvg
acBeveic givarl > 99 %. O1 cuykevipdoelg Tov vismodegib oyetiCovrol oteva pe ta emineda g AAG,
napovctaovrag mapdAinieg dtakvudvoelg g AAG kot Tov cuvoAlkoy Vismodegib otov xpdvo kot
OLVETHC YapnAd enineda un decpevuévov vismodegib.

Buopetooynpotiopoc

To vismodegib amofdiletar apyd pe Eéva GUVOVAGUO TOV UETAPOMOUOD KOl THG AMEKKPLONG TNG
UNTPIKNAG GOPUOKEVTIKNG ovaioc. To vismodegib epgavifetol kupimwg 6To TAGGUA, UE CLYKEVTIPMDGELC
OV EKTPOCMTOVY TEPIGGOTEPO 0O TO 98 % TV GUVOAIKDY GUYKEVIPMOE®Y (CUUTEPILOUPAVOUEVDV
TV oYeTILOPEVOV PETOPOATOV) TNV KuKAoPopia. Ot petaforikéc 0doi Tov vismodegib og
avOpwmovg tepthapBdvouy v 0&eidmon, T YALKoLpovidimor Kol TV Oyl Gy V] O1GoTOGT TOV
daktvAiov g mopdivne. To CYP2C9 gaivetor va eumhéketar ev pépel 6To UETAPOAIGHO TOV
vismodegib in vivo.

AmofoAn

Metd amd TV 00 TOL GTOUNTOG YOPNYNOT TNG PASIOCTLAGHEVTG dOGTG, TO Vismodegib amoppopdtal
Ko omoPAALeETOL PPadémg e Eva GLVOLOCUO TOL HETAPOAMGHOD KOl TG UTEKKPIONG TNG UNTPIKNG
(QOPUOKEVTIKNG OVGiag, 1| TAeovOTNTA TOL 0Toiov avaktdTol ota KOTpava (82 % tng yopnyndeicag
d6oNn¢), pe to 4,4 % g yopnynbeicag 66onc va. avaktdtol ota ovpa. To vismodegib kot ta
oyetilopeva petafolikd poidvta amofailovral Kupiog HEGH TNG NTOTIKAG 0000.

Metd amd tn cuveyn ana nuepnoing docoroyia, 1 PapUAKOKIVITIKY Tov vismodegib gaivetal 6Tt
glvar un ypapukn, Ady® e KOPEGUEVT|S OTOoPPOPNONG KOL TG KOPEGUEVTS TPMTEIVIKNG OEGUEVOTG.
Metd oo v eanaé amd Tov 6TOHTOg AapuPavopevr doon, to Vismodegib éyetl tehkd ypovo
nuong mepimov 12 nuépeg.
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O pawvopevikog ypdvog nuitmng tov vismodegib oe otabeporomnuévn kKotdotoon exktipdtot 6Tt givat
4 nuépeg pe ™ ovveyn nuepnota docoroyio. Katd m ocuveyn nuepnola docoroyia, eppaviletol
TPUTAGG10, GUGCMOPEVGT] TOV GLVOMK®OV GLYKEVTPOGE®V ToL Vismodegib oto mAdoua.

To vismodegib avaotéAlet to UGT2B7 in vitro kot dgv pmopei va amokAelotel 0Tt 1) 0vaeoTOAY popei
va ovufel in Vivo oto £viepo.

Edwoi mAnbvopuol

Himawuévor
Yrdpyovv teploplopéva SESOUEVO Y1 TO GTOWO PEYOADTEPNG NAKIAG. e KAVIKES SOKIUES Y10, TO

Tpoywpnuévo Pactkorkvtropikd Kapkivopua, 1o 40 % tepinov Tov acbevav Ntov ynplatpkoi acbeveig
(= 65 etv). O1 PapUAKOKIVITIKEG OVOAVCELS TANBVGHOD VTOJEWKVDOLY OTL 1] NAIKi deV giye KAMVIKA
ONUOVTIKN EMIOPAOT OTN GLYKEVIP®GT Tov vismodegib og Tabeponompévn Katdotaon.

Dolo
Béoet piog @apuoxokivnTikng avaivong TANue oD cuvovacuEVeY dedopévay amd 121 dvdpeg kot
104 yvvaikeg, To @O0 dev PavnKe va emnpealel TN GAPUOKOKIVNTIKN Tov Vismodegib.

Dol

Yrdapyovv mepropiopéva dedopéva oe un Kavkdoiovg acbeveic. Amod tn otiypn mov o aplfuog tov
atopov un Koavkdotog kataywyng amoteAovoe povo < 3% tov cuvoiikov minbucpov (6 Mavpot,
219 Kovkdoiot), 1 uAn dev agloloynnke mg CUUUETABANTY OTN POPUOKOKIVITIKT avAvon
TAnBucpov.

Negpixn dvoieitovpyio

H veppikn anékikpion Tov oo ToL 6TONTOG Xopnyovpevov vismodegib eivon younAn. Eropévmg, n
N0 Kot PETPLO VEPPIKT SLGAEITOLPYia Elvar omiBavo va £xouv KAVIKE GNUaVTIKN EMidpacn ot
QoppokokvnTiky Tov Vismodegib. Bdoel piog oppokokivntikig aviivong tinbducpot og acheveic
pe A (CrCl pe Baon v empavela copoatog (BSA) 50 émg 80 mL/Aentd, n =58) ko pétpia (CrCl
pe Baon mv empdveia oodpatog (BSA) 30 éwg 50 mL/Aentd, n =16) veppikn dvsiertovpyia, 1 N0
Kot LETPLOL VEPPIKT OLGAEITOLPYID eV elyay KAVIKG GIUOVTIKT EXIOPACT] OTN QUPUOKOKIVI|TIKY TOV
vismodegib (BA. mtapaypago 4.2). TIodd neplopiopéva dedopéva givor dtabéotpa oe acbeveic pe
coPopn veppikn ducieitovpyia.

Hromixn dvaleirovpyio,

O1 peioveg 0doi amopdrpoveng tov vismodegib mepilappdvovv tov Nratikd pHeTaffoAcud Kat ™
YOANPOPIKT/EVTEPIKT ATEKKPIOT). X piot KAVIKY PeEAETN o€ acheveic e nratikn dSucAettovpyia
(Babuog duciettovpyiog Pacet tng AST Tov aTtdHOL Kol TV EMITESWMV TG OAKNG YoAepvOpivic) petd
a6 modAég dooelg vismodegib, deiyBnie 611 otovg acbeveic pe N (kpieypra NCI-ODWG, n = 8),
pétpia (kprripia NCI-ODWG, n = 6) kot sofapn nratikn dvciertovpyio (kpriipro NCI-ODWG, n =
3), to papuakokivnTikd TPoEik Tov Vismodegib ftav cuykpicipo pe avtd TV atép®V pe
evololoykn nratikn Asttovpyio (n=9) (PA. mapdypago 4.2).

Houdrogpiog tinBoouoc
YThpyovv avemopKn @opUAKOKIVITIKG 0E00LEVA Y10, TOOLUTPIKOVS acOEVELS.

5.3 Mpoxivikd dedopéva yia TNV acPaieLo
To wporhvikd Tpoeik aopdrelag Tov Erivedge extiunfnke o€ moviikovg, apovpaiong Kot GKOAOLG,.

Tolwdtra eravorapfavouevng 66ong

e yevIKEG Ypouués, | avektikdtta tov Erivedge oe pedéteg to&ikodtntog emovaiapfovousvng doong
G€ 0POVPOIoVE Kot GKOAOVE TEPLOPIOTNKE OO N E0KEG EKONADGELS TOEIKOTNTOG,
GUUTEPTAAUPBOVOUEVNG TNG LEIOUEVNG ADENCNG COUATIKOD BAPOVG KO TNG KATAVAANDOTNG TPOPNG.
Emnpocheta evpipata og KMvIKA oYeTkég ekBEcelg mepthduPavay petaforéc ota KOTpAva,
OKEAETIKEG LVIKEG GUOTAGELG 1 TPOLO, OAMTEKIA, OIONUA, BVANKIDOIN VTEPKEPATMOT KOl PAEYHOVT|
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ToL TEAUATOG TV (MwV, Kot ovéEnpéva enimedo LDL kot HDL yoAnotepding. Metwpévog
oaTokpitng N aptBpdc aponetariov mopatnponKe oe 0pIGHEVOVE OKOAOVE GE KAVIKA GYETIKEG
ekBéoelg. Qot060, dev vIPEaY GToLyEin TPOTOTAOOVS EMIOPACT|G GTOV HVEAD TV 0GTMV GTO
npocPePinuéva (oa.

Koapkivoyéveon

MeAéteg a&loAdynong ¢ Kapkivoyéveone dlevepynnkoy o moviikoHg Kot apovpaiovs. Evoeyouevn
KOPKIVOYEVEGT] EVIOTIGTNKE LOVO GE apovPaiong Kol TEplopioTnKe 6e KaAonBelg 6ykovg Tov BoAaka
g Tpiyas, CUUTEPIAAULBAVOLEVMVY TOV TAOUATPLYDLOTOS KOl TOV KEPATOUKOVIDLATOG OVTIOTOL(O O
> 0,1 popég kar >0,6 popég g AUC o otabeponompévn kataotaon (0-24 ®peg) TG CLVIGTMUEVNG
d001¢ Yo Tov AvOpwmo. Agv gviomioTnkay Kokondelg 0ykol o€ Kavéva omd o 600 £idn Tov
eléyyOniayv. Ot kahonBeilg dykot Tov Bolaka TG Tpiyag dev £xovv avapepbel og KAMVIKEG LEAETEG e
7o Erivedge, ko 1 cuoyétion antol Tov EVPNHUATOG TPOG TOVG avOpOTOLS eivor aféPfon.

MetorhaEroyéveon

Aev vmpéav otoygia yevoto&ikoTnTog oTig IN VItro dokipacieg (avaotpoen Poaktmplokn
petodraéloyéveon [Ames] Kot SOKIHOGIES YPOUOCOUIKOV OVOLOADV GE avOpOTIVO AELPOKVTTAPA) 1|
oTnV in Vivo dokiuacio (Kpomupiveyv 6 LDEAD TV 0GTMOV 0pOVPCinV.

Tovuotnta

2y €181kn pedétn yoviudmrog 26 epdouddwv tov vismodegib og apovpaiovg, mapatnprdnkay
OMNUOVTIKA aLENUEVO O LT BApT TOV GTEPUATOIO WOV KOGTEDV KOl UEWOUEVE OTOAVTA BApT TOV
nwpootdtn. EmmAéov, n avaioyio Tov BApovg Tov opydvov Tpog To TEAIKO PApog CAOUATOG NTaV
ONUOVTIKA 0LENUEVT Yo TNV EMOOLUIOA, TV OVPA TNG EMOOVUISNC, TOVS OPYELS KOL TIC
OTEPLATOOGYOVG KVOTELS. XTNV 10100 LEAETN dEV LINPYOV 1IGTOTAOOAOYIKE EVPTIUATO GTO APCEVIKA
AVATOPUY®YIKE Opyava Kal dgv TopatnpnOnke Kopio eTidpaoT oTo KATUANKTIKA onpeio TG avopikng
YOVILOTNTOG, GUUTEPIAAUPAVOUEVTG TG TOGOGTIONNG KIVITIKOTNTOG TOV OTEPUATOG, ota 100
mg/kgmuépa 610 TELOG TNG BOGOAOYIKNG GAoNE ) TN Gdon avakapuyng (Tov avtiotoryel og 1,3 popég
enti g otabepng katdotoong AUCO-24h ot cuvietopevn 66on yia Tov avBpwmo). Emmiéov, otic
peiéteg yevikng to&udtnrog tov Vismodegib pe didpkeia £ kot 26 efdopddmv e ceEovaiikd
MOPLOVG aPOVPAIOVE Kol GKOAOVG, deV TapatnpNONKay EMOPAGEIC GTA APCEVIKA AVATUPUYOYIKA
opyava. O avEnpévog aptiuds EKPLAICUEV®Y YEVVIITIK®V KUTTAPMVY KOl 1] VITOGTEP LI TOV
nopatnpninkoy og 6eE0VOMKOG avdPLovg okbAOVG o€ docn > 50 mg/kgmuépa oty 4 efdopddmv
peAén yevikng to&kdtnrog, NTav anpocdlopiotov oyiong pe to Vismodegib.

Yy edn perétn yoviuotnrog 26 efdopddwv tov vismodegib oe apovpaiovg, Tapatnpnnkay
emdpaoelg ota OnAvkd avamapoymyd dpyava oxetilopeves pe to vismodegib oe d6om 100
mg/kgmuépa apéong petd ™ dakonn g Bepameiog, cLUTEPILOUBOVOLEVOY TOV UELOUEVOV
EUPLTEVCEMV, TOV AVENUEVOD TTOGOGTOV TPOEUPVTEVTIKMY OTWOAELDYV, KOL TOV UEWOHUEVOD aplBpov
untépov pe froopa épppoa. Aev mapatnpnnkay Tapoduoe evpUaTe LETA amd TePiodo avappmong
16 efdouddwmv. Agv TapatnpnOnkoy oyetikéc 1otonaboroyikés aAloinoelg. H éxbeon Onivkdv
apovpainv ot 66om 100 mg/kgmuépa avtiotoryel o 1,2 popég emi g otabepnc katdotoong AUCO-
24h o1t cvviotduevn d6omn Yo Tov dvBpmmo. EmmAiéov, otn pedét yevikng tofikotntag 26
gfdopadwv Tov vismodegib, mapatnprdnke petwpévog aplbuoc wypmdv couatdiov oe d6on 100
mg/kgmuépa, n enidpacn dev avacTpaenKe HEXPL To TEA0G TV 8 efdouddmv ¢ TepLOdo
avaKopyngs.

Tepartoyéveon

e o peAét euPpuikng avamtuéng, otny omoia apovpaiol o€ kKaTdoTaot komong Erafav vismodegib
KaOnpepvd Katd tn S1apKELN TG OPYAVOYEVESTG, TO Vismodegib dlomépace Tov TAOKOLVTa, Kol TV
101outépmg ToEKS Yo T0 EUPPLo. AlapapTies, CLUTEPIAAUPUVOLEVOVY T®V KPAVIOTPOSMTIKMV
AVOUOADV, TOL AVOIKTOD TEPIVEOD KOl TNG ATOLGTaG dOKTOAMY /Kol GUVIAKTLANGC, TapaTPHONKOY
o€ éuPpoa NAéwv elpapatolmwy oe 06T Tov avTiotoryovoe 6to 20 % g TVTIKNG £kBeomg o€
otabeponompévn Katdotaon oe acbeveig, kar 100 % enintoon euPpuikng Bvnopotnrog
mapatnpiOnke g LVYNAOTEPES OOGELC.
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Metayevvniki avarntuén

Agv &yovv dievepynbei e1d1kég peéteg extipnong g mbavotntog tov vismodegib vo ennpedost T
UETAYEVVITIKT] OVATTUEN. 26TOGO, U AVOCTPEYILES AVOUUAIEG OTNV AVATTLEN TOV 00OVTOV Kol
TPOIO KAEIGULO TNG EMPLGLOKNG TAAKAG TOV UNPLOioL 06TOV TOL TapaTNPNONKaV o8 HEAETEG
TOEIKOTNTAG G OPOVPAIOVE GE KAIVIKE ONUOVTIKES EKOECELS, GLVIGTOVV KIVOLVOUG Y10 TN
LETOYEVVITIKY avAmTLED.

6. DAPMAKEYTIKEX IAHPO®OPIEX
6.1 Koataroyog ekdéymv

Iepreydueva Koyakion

MikpokpLGTOAAIKN KLTTAPIV

Aoktoln povoidpikn

AaovporobBetiko vdTplo

[MoPrdovn (K29/32)

Apwlo kapBoéupedvimpévo vatprovyo (Tomog A)
Tédkng

ZTEATIKO LAYV G10

epifinua konyakiov

O¢&eido odnpov, pérav (E172)
O&gidio odnpov, epubpo (E172)
Awoégidro titaviov (E171)
Zeghativn

Meldvn eKTOTOONG
Koppea Maxkag shellac
O&eidio owdnpov, pérav (E172)

6.2 AovupototnTeg

Agv gpapudletat.

6.3 Awdpkera Long

4 ypovia.

6.4 Iowitepeg mpoPuvrdéers katd T POLAEN TOV TPOIOVTOG

Mn gpuAdooete og Oeppokpacio peyardtepn tov 30 °C.
Awnpeite T QLIAN KOAG KAEIGUEVT] DGTE VO TPOGTATEVETOL OTd TNV LYPAGIQL.

6.5 @YoM KOl GUGTATIKG TOV TEPLEKTT

DO1An-HDPE (vynming mokvotntag moAvatBuAévio) pe Topo, avOEKTIKN 6T ¥pNoN Ao Taldld, 1
omoia mepéyel 28 orAnpa kaydakio. To vAUKO 610 Kamdkt Tng PdAng etvon To ToAvmpomvuiévio. H
EMEVOLON GTO KOTTAKL gival @OALO olovpviov e enévovon amd kepopuévo yaptovi. Kabe cuokevacia
TEPIEYEL LI PLAAT).

6.6 Idwitepec mpo@uAacers amoppryng

Ka6e aypnoiponointo eapuokevticd tpoidv 61o 1€Aog g Bepaneiog TpEMEL va OmoppinTETOL OUESMG

amo Tov/InVv acbevi) COUE®VA UE TIG KOTA TOTOVG 10YVOVGES OYETIKESG dlatdéelc (edv epappoletal, m.y.
EMOTPEPOVTAG TA KOWYAKLO, GTOV QAPLUOKOTOLO 1) TOV 10Tp0d).
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7. KATOXOX THX AAEIAY KYKAO®OPIAX
Roche Registration GmbH

Emil-Barell-Strasse 1

79639 Grenzach-Wyhlen

I'epuavia

8. APIOMOZXZ(OI) AAEIAY KYKAO®POPIAX

EU/1/13/848/001

9. HMEPOMHNIA ITIPQTHX EI'KPIZHY / ANANEQYXHY THX AAEIAX
Hpepounvia npdtng €ykprong: 12 Ioviiov 2013

Huepounvia tekevtaiog avavémong: 01 Toviiov 2021

10. HMEPOMHNIA ANAGEQPHXHY TOY KEIMENOY

Agmtopepeic TANPOPOpPIES Y10 TO TAPOV PAPUAKELTIKO TPOTOV eivar d100€otpec oTov dSKTLOKO TOTO
tov Evpondikod Opyavicpov Papudkev http://www.ema.europa.eu.
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IMAPAPTHMA 11

IHAPAXKEYAXTHX YIIEYOYNOX I'TA THN
AITIOAEEMEYZXZH TQN ITAPTIAQN

OPOI'H NIEPIOPIXMOI XXETIKA ME TH ATAOGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXZEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H NIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHXH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. HAPAXKEYAXTHX YIIEYOYNOZX I'TA THN AIIOAEXMEYZXZH TQN ITAPTIAQN

‘Ovopa kot 61enfuveon 1oL TOPACKELAOTH OV Eival VITEVOLVVOC YO TNV OTTOOECUEVCT TV TOPTIOWV

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

B. OPOI'H IIEPIOPIXMOI XXETIKA ME TH ATAGEXH KAI TH XPHXH

DopUaKEVTIKO TPOTOV Yo TO OToio amotteital meplopiopévn wrpikn cvvtayn (PA. Tapdptnua I:
ITepiinym v Xapaktnpiotikdv tov IIpoidvtoc, mapdypapog 4.2).

T. AAAOI OPOI KAI AITAITHZEIX THX AAEIAY. KYKAO®OPIAX
o Ex0¢cc1g Teprodikiic mopaxorovdnong s acpdirerog (PSURS)

Ot amoutioelg yo thv viroPolAr] twv PSURS yia 10 v Ady® @apuakevtikd mpoiov opilovton
GTOV KATAAOYO LE TIG NUepOUNVies avapopds ¢ Evaong (katdhoyog EURD) mov mapatiBetal
otV mopdypoeo 7, tov dpbpov 107y, g odnyiag 2001/83/EK kot kdOe emarxodlovong
EMKOALPOTOINGNG OTMG OMLLOGIEVETALGTIV EVPOTOIKT SUCTLOKT TOAT Y10l TO POPLLOKOL.,

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

J Yyéo10 owuygipiong kKivovvov (XAK)

O Kdroyoc Adeiag Kukhopopiag (KAK) Ba die&aydyet Tig amoitodpeveg SpactnploTnTeS Kot
TAPEUPAGELS PUPUOKOETOYPVTVIIONG OGS Tapovotdlovtal 6to cupueovndéy XAK mov
napovctdleTar oty evotnta 1.8.2 g ddetag kuklopopiog Kot 0molecdNToTe EMaKOAOVOES
gykekpipéves avabempnoelg tov LAK.

‘Eva emucaporompévo XAK Oa wpénel va katotedel:
e Metd and aitnpa tov Evporaikod opyovicpod @appakov,
e Onotednmote Tpomomoteital To cOGTNHA dlayElipLoNg KIvdHVo, E10KE MG ATOTEAEGLLA
AMYMG VEOV TANPOPOPLADOYV TOL UTOPOVV VO ETLPEPOVY CTLLAVTIKY) GAAAYY] GTN GYEGT 0OPEAOVG-
KIvOUVOL 1| 0C OTMOTEAEC LA TNG EMITEVLENG EVOC GNUAVTIKOD OPOGTILOL (POPLLOKOETAYpVOTVIION M
glayiotomoinon Kvévvov).

Edv n vwopoin pog EINTTA kou 1 emkanponoinomn tov ZAK cvumintovv, dvvatot va katotedody
TAVTOYPOVAL.

o EmnpéoOeta pétpa ehayriotomoinong Kivovuvov

Ipv and v KvKhoopia og kdbe Kpdrog-Mérog, o Kdtoyog e Adstag Kvukhopopiog (MAH) Oa
TPENEL VAL GLUPOVNOEL PE TIG EOviKég Apuddieg Apyéc wg mpog Ta axdAovba:
e Tnv emotorn «Amevbeiog Enkovmvia pe tovg Enayyeipatieg tov Topéa Yyeiog» (DHPC), n
omoia Ba ypnowomoindei oe eBvikd eminedo
e Tn pebodoroyio, GLALOYNG TANPOPOPIOV GYETIKA LE T ¥prion Tov Erivedge xon
GUUHLOPPMOT| LLE TO TPOYPOLLLLO POPLLOKOETOYPVTVI|ONG OVAPOPIKE LLE TNV KNG KOl THV
OTTOTELECUATIKOTITA TOL
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e Tm popoen Kot 10 TEPIEXOUEVO TOV VAIKOD TToL amevdivetonl otov Emayyeipatio tov topéa
vyeiog Kot Tov/Tnv aofevn

O Kdaroyoc Adetog Kukhopopiag Ba dtaveipel v emotodr] «Amevdeiog Emikovovia pe Tovg
Enayyehpatieg Tov Topéa Yyelag» katd tnv KukAogopia Tov Tpoidvtog, 1 onoia Oa wpénet va
meptAopPdavet Ta akdAovO:
¢ 'Eva Pacwkd keipevo, 6mag £xel coppovndel and tov Rapporteur
o Amoutnoelg 101K yio TNV Kabe yopa, 6nwg Exovv cupenvndel pe tic EBvikég Apuodiec Apyéc
avapopIKa pe o eENg:
o AidBeon tov TpoidvTtoc
o  Métpa, ta omoia dSac@aArifovv OTL govv TpaypaTonom el OAeg o1 KATAAANAES
EVEPYELEC TPV 0O T cuvTayoypaenon kot didbeon tov Erivedge

O Kdaroyoc Aderog Kvkhopopiag Oa dtacparilel cuvexmdg 0Tt Aot ot 10Tpoi, 01 omoiol avapéveton va
ovvtayoypaencovv to Erivedge, £xovv AdPet ta akdrovba:

[Minpogopieg Tpoidvtog

Kdapta vrevBopiong enayyelpatio Tov Topén vyelog

Exmoidevtico vikd aclevoig m.y. PuAradio

Kotevbuvtipia ypopun copPovientikng acevav

H xdpto vrevhduiong erayyeiuotio Tov topéa vyeiog Bo mpénet vo mepiéyet Ta akdlovba Pacikd
otoyeia:

o  Yroypedoelg Tov emayyeAuotio Tov Topéa vyeiag o oxéon Ue T cvvToyoypdenon Tov Erivedge
o Avdykn mopoyng 01e£0dtK®V GLUBOLVADY Kol GLUBOLAEVTIKNG TPOG TOVG/TIG acbeveig
o Aacpdiion 0Tt o1 0cBeveig SHVOVTOL Vo GUUUOPPMOOODYV LE TIG OTALTHOELS AGPAAODG
yprong tov Erivedge
o Avdykn va mapdoyel 6toug/otig acheveic To ekTadevTIKG VAIKO 008evoUg

o [IAnpo@opiec Y10, TIC YUVOIKEC GE AVOTAPAYMYIKT NALKIO
o Avdykn pnvieiov doKIHACIOV KONONG, aKOUN Kot €4V 1 acBevng €xel apunvoppoia
o Avdykmn ylo emopKn LETPA OVTIGOAANYNG Katd T Stdpkela tng Oepameiog kot yio 24
unveg petd and ™ Oepancio pe Erivedge
e Na pn Onialovv katd tn didprela tng Bepameiog Kot yio 24 uiveg HETA amd T
Oepomeio pe Erivedge

o [IAnpogopiec yio. TOVG GVOPEC
o Avdykn xpnomg TPOQLVANKTIK®Y KATA TN O1GPpKELD TNG GEE0VOAIKNG ETAPNG LE
YOVOIKA-GOVIPOPO KOTA TN dtdpkela TG Oepameiog kot yio 2 Pveg LETA Ao Tn
Oepancio pe Erivedge
e No un dwpilovv onéppa Katd T dudpkela g Oepameiog kot yio 2 piveg LETA amo
v teAevTaio 060

o Avaykmn evnUéPOONG TV 00OEVAOVY Yo TNV GUECT) AVOPOPA TTPog TOV Bepdmovta, emayyeipatio
TOV TOWEQ VYELOG, EGV VITAPYEL VITOYiK KONGONG € Yuvaika-acOevn, 1| G€ YLVOIKO-GOVTPOPO
avdpa-achevoig

o O enayyelpotiog Tov Topéa vyeiog Bo TPEMEL VAL EKTIUNGEL TNV KATAGTOOT] TNG
KONoNG, va cupPoviedost Ty acbevi yia Tov Kivouvo TEPATOYEVESTG KL VO TTOPOTELYEL
v acbevi] o€ 101K 10TPO Yo GUUPOVAELTIKN

o O enayyelpotiog Tov Topéa vyeiog Oo Tpémetl va avapépet TG emiPePourmpéveg
Kunoelg otov Katoyo Adeiag Kvukhopopiag

o YmevOopilete otovc/otig acheveic va ETGTPEPOLY TA U YPTCILOTOUNUEVO KOWAKIO GTO TEAOG
g Bepameiog (n amdpprym Ba e€aptdTon amd TiG Katd TOTOVG 16X00V0ES GYETIKES dATAEELS)

e  YmnevBopilete otovc/otig acbeveic va un dwpilovv aipa katd tn didpkela g Bepaneiog Kot
v 24 punveg petd omd v televtaio d6om
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Koatevbvvpla ypoppn cupfovuAevtikig acBevav

H Koatevbovtipa I'papun Zopovievtikng AcBevdv umopel va ypnotpomoinel og

KOTELOVVTNPL VPO Y10 TOVS YITPOLG Y10 TV EVIUEPMGCT] KOl TNV EKTOIOELGT] TOV

a60evolg GYETIKA LE TOVE TEPOTOYOVOLS Kivdvvovg Tov Erivedge

To ekmondevntikd vAKS acbevoie .y PvAAGSo Yo to Erivedge Oa mpénet va mepiéyet o akdlovba
Baowkd otoryeio:

ITinpogopiec yia Tovg/Tig acbeveic avapopikd pe Toug oyetiiopevous pe to Erivedge
KWvOOVOLE TEPATOYEVESTG KOL TIV OVAYKT) QITOPUYNG TNG ERPPLIKNG EkBeong
AvAayKn yo eTapKN AVTIGOAAN YT Kol OPLGHOG TG EMAPKOVS AVTIGOAANYTG
EBviég 1 dAdeg 1oy0ovoeg e181kéEG pubuicelg yio T cuvtayoypaenomn tov Erivedge mpog
d1abeom
Na pn diveton to Erivedge oe dAlo dropo
[Mnpogopieg yio TNV amdppryn ToL AVETIHOUNTOL POPLOKEVTIKOD TPOIOVTOG
Avayxn edraéng tov kayakiov tov Erivedge oe onueio nov dev PAémovv kot dgv
npooeyyilovv ta oo
O/m acBevig dev Ba mpémel va dwpilet aipa katd tn dSdpkela tng Bepomeiog Ko yio 24
WAVEC LETA amd TNV TEAELTAIN dOOT
H acBevng 6ev Ba mpémet va Onraler katd T dudpkela g Bepaneiog kot yio 24 pnveg petd
amo TV TeEAEVTaio 0OGN
O/m acBevng Ba Tpémet va evIEPDTEL AUECWOS TOV ENAYYEALOTIO TOV TOLLEN VYEiQG Yo
TUYOV OVETLOVUNTEG EVEPYELEG
[Mnpogopieg Yo TIC Yuvaikeg 6€ avamapay@ykn nAtkio
o [leprypaen Tov TPOYPAUUATOS OTOPVYNG KUTONG
o Avdykn yuo emopKn HETPA OVTIGOAANYG KaTd TN Stdpketa Tng Oepameiog kot yio 24
unveg petd and ) Oepancia pe Erivedge
e Aoxipacio kinong og SdoTNUe 7 NUEPDY TO APYOTEPO TPV OO TNV EVOPEN TNG
Oepamneiog, Kot unviaiec dokpacieg KNoNG VIO WITPIKN EMIPAEY KaT TN S1dpKELL
g Oepamneiog
o Avdayxn Gueong diakonng tov Erivedge oe mepintwon vroyiag kbnong
o Avdykn GueoTg avVOPOPAg EK LEPOLG TG aebevoic vtoyiag kKdnong oTovV
Oepdmovta emayyeipatio Tov Topén vyeiag
[Mnpogopieg yio Tovg Gvdpeg
o Avdykmn xpnomng TPOELAOKTIK®Y (aKOUN Kot €6v 0 avopag Exel vroPAnbel o
EKTOLLT TOV OTEPUATIKOV TOPOV), £GV 1 68EOVOAIKT) GUVTPOPOG TOL a6HEVODG Eivat
£yKvog 1 gtvon yovaiko mov duvatat vo peivel £yKvog katd T StbpKeLd NG
Oepameiog kot yio 2 pveg uetd amd  Bepaneio pe Erivedge
e Edv n oOvipopog tov acsbevoic peivel £ykvocg, o acBevig Ba Tpémel va evuepdoet
apécmg Tov Bepdmovta emayyeluatio Tov TOpEN VYELOG
e Na un dwpifovv oméppa Katd ) didpkela g Oepameiog kot yio 2 piveg Hetd omd
™V TEAgLTOIO OO0
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ITAPAPTHMA 111

ENNIXHMANXH KAI ®YAAO OAHI'IQN XPHXHX

25



A. EINIXHMANXZH
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

EZEQTEPIKO KOYTI

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Erivedge 150 mg oxAnpd kaydxio
vismodegib

‘ 2. YXYNOEXH XE APAXTIKH(EX) OYXIA(EX)

KdBe oxAnpd koaydxio tepiéyet 150 mg vismodegib.

3. KATAAOI'OX EKAOXQN

ITeptéyel Aaxtoln.
IMao neprocdTepeg mANPOPOPieS, avaTpEETE GTO PVAAO 00N YLDV ¥PNONG

4. DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

28 xayaxio

‘ 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

Mn cvvOAiPeTe, avolyete 1| LOOATE TO KOWYAKLO
AwBdote 10 PUALO 0NV YPAONG TPV 0T T YPNOM
Amo6 Tov 6ToHHNTOC XPTIoN

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION ITPEITEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAEIMIOYN KAI
AEN ITPOXETTIZOYN TA ITAIATA

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

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

Kivovvog coBapmv cuyyevdv avmpaAidy
Mn ypnoplonoteite katd TN didpKela eyKvopooHhvng 1 OnAacon
[pénel va axorovbeite to TIpdypappa Atoguyng Koneng tov Erivedge

8. HMEPOMHNIA AHEHX

AH

[1]

H
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9. EIAIKEYX XYNOHKEX OYAAZEHX

Mn gpuAdooete og Oegppokpacio peyarvtepn twv 30°C
Awotnpeite 11 ELIAN KoAG KAEIGUEVT DGTE VO TPOGTATEDETOL OO TNV VYPAGIa

10. TAIAITEPEX IPO®YAAZEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

Ta un ypnoomompéva Koydkio Bo Tpémet vo emoTpéPovToL 6TO TEAOG TG Bepameiog

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

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

12. APIOMOZX(OI) AAEIAX KYKAO®OPIAX

EU/1/13/848/001

13.  APIOMOX ITAPTIAAX

Moptida

14. TENIKH KATATAZH I'TA TH ATAOGEXH

DoproKeLTIKO TPOTOV Y10 TO OTOT0 OTOTEITAL 1LTPIKT) CLVTOYT

‘ 15.  OAHI'IEX XPHXHX

| 16. TIAHPO®OPIEX XE BRAILLE

erivedge

17. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A160100T0TOC YPOUU®TOS KddKag (2D) mov pépel tov TepIAn@OEVTO LOVOITKO aVayVOPIGTIKO KOOTKO.
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18. MONAAIKOX ANAI'NQPIEXTIKOXZ KQAIKOX - AEAOMENA ANAI'NQXIMA AITIO
TON ANOPQIIO

PC
SN
NN
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ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTH XTOIXEIQAH XYXKEYAXIA

ETIKETA ®TAAHX

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Erivedge 150 mg oxAnpd ko dxio
vismodegib

‘ 2. YXYNOEXH XE APAXTIKH(EX) OYXIA(EX)

KdBe oxAnpd kaydxio tepiéyet 150 mg vismodegib.

3. KATAAOI'OX EKAOXQN

ITeptéyel Aaxtoln.
IMo neprocdTepeg TANPOPOPIES, AVATPEETE GTO PVAAO 0ONYIDV ¥PNONG

4. DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

28 ko aKio

‘ 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

Mn cvvOAiPeTe, avolyete 1| LOOATE TO KOWYAKLO
AwBdote 10 PUALO 0dNYIDV YPAONG TPV 0T T YPNOoM
Amo6 oTOUATOC YPNIOT

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION IPEITEI NA ®YAAXXETAI E OEXH, THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXETTIZOYN TA ITAIATA

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

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

Kivovvog coBapmv cuyyevdv avmpaAtdy
Mn ypnoponoteite kaTd TN didpKela eyKvopooHhvng 1 OnAacpon
[pénel va axorovbeite to TTpdypappa Atoguyng Komong tov Erivedge

8. HMEPOMHNIA AHZHX

AH

[1]

H
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9. EIAIKEX XYNOHKEX OYAAZHX

Mn gpuAdooete og Oeppokpacio peyaivtepn tov 30 °C
Arotnpeite 1 QAN KoAd KAEIGUEVT DGTE VO TPOGTATEDETOL OTO TNV VYPAGIa

10. IAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTQN H TQN
YIHOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

Ta un ypnoomompéva Koydkio Bo Tpémet vo emoTpEPOVTOL 0TO TEAOG TG Bepameiog

11. ONOMAZIA KAI AIEYOYNXZH TOY KATOXOY THX AAEIAX
KYKAO®OPIAX

Roche Registration GmbH
Emil-Barell-Strasse 1
79639 Grenzach-Wyhlen
I'eppavia

12.  APIOMOZXZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/13/848/001

13.  APIOMOX ITAPTIAAX

TToaptida

14. TENIKH KATATAZH I'TA TH AIAOEXH

DoppokevTikd TPOidV Y10 TO OTOT0 OTOLTELTAL LOTPLKT CLVTAYN

‘ 15. OAHTI'IEX XPHXHX

‘ 16. TAHPO®OPIEX XE BRAILLE

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

TON ANOPQIIO

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AITIO
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B. ®’YAAO OAHI'TQN XPHXHX
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@viro oonYLOV ypiong: IIinpoopics Yo Tov a.c0evi)

Erivedge 150 mg okAnpd koydxio
vismodegib

To Erivedge umopei va tpokaiécet coPapéc ocvyyeveic avouaiiec. Mmopel va odnyfcet o€ Bdvato Tov
euPpvov 1N Tov Ppépovg Alyo petd amd T Yévvnomn Tov. Agv TPEMEL VoL LEIVETE £YKVOG EVD TAIPVETE
avtod 10 eappoxo. [Ipémel va axolovbeite TiIc GUUPBOVALS Yo TV AVTIGVAANYT TTOV TEPLYPAPOVTAL GTO
POV GUAAO 0ONYLOV XPNONG.

AP aoTE TPOGEKTIKA OLOKANPO TO PVAAO 00N VLAV YP1ONGS TPOTOV UPYIGETE VO TUIPVETE AVTO TO
PaPROKO, O1O0TL TEPLAAUPAVEL CNUAVTIKES TANPOPOPIES Y10 GUG.

- ®vAdEte avtd TO PUALO 0dNYIBV YpNonG. Towg ypelaotel va to defdcete Eavda.

- Edv éyete mepartépw amopieg, p@TNOTE TOV Y1OTPO 1 TOV QOPUUKOTOLO CGOLC.

- Hovvtayn yU avtd 10 ¢appoko xopnyndnke anokAEloTiKA Y10 6aG. Aev TPEMEL Vo ODGETE TO

@apuroko og GAlovg. Mmopel va Toug Tpokadésel PAAPN, arxoOpa Kot OTav To onueia TG aohéveldg
Tovg givon 1d1ol pe T O1KE GO,

- Edv mopatnpnoete kdmota avemBountrn evEpyeLla, EVIUEPDGTE TOV YIOTPO 1 TOV QAPUAKOTOL0

c0c. Avto 1oyhEL Ko Yo KaBe mhovn avemBOunTn EVEPYELO TOV OEV OVOPEPETOUL GTO TAPOV GUALO
odnywwv ypnons. BAéne mapdypopo 4.

T epréyerl 1o mapoév @UAA0 00N YLOV:

T etvon To Erivedge ko o givon 1 yprion tov

T npémel va yvopilete npotod napete to Erivedge
Iag vo mdpete To Erivedge

[MBavéc avemBounteg evépyeleg

Iog va puidooete to Erivedge

[epreydpeva g cvokeLUGING Kot AOITEC TANPOPOPIES

SoacwhE

1. Tu givan to Erivedge kon wowa givan 1 yp1jon tov

T givon to Erivedge

To Erivedge givat évo avTikopKivikd @OpROKO TOL TEPLEYEL T OPOOTIKN ovcio vismodegib.
Iowa givan n ypfion tov Erivedge

To Erivedge ypnoponoteital yio ) Oeponeio evniikov pe pio Loper| KopKivov Tov dEPUATOC, 1) OTToid

ovoudletar TpoywpNEVO PactkokuTTopiko Kapkiveopa. Xpnoonoeitot dtav o Kapkivog:

o ¢&yel dwomophel og AAAa onpeic TOV CONOTOG (OVOUALETOL «UETAGTATIKO» BOGIKOKVLTTOPLKO
Kopkivopo)

o ¢yel dwomopel og yertovikég meployEg (OVOUALETOL «TOTIKA TPOYMPTUEVO» BOGIKOKVLTTOPLKO
KapKivoua) Kot 0 yitpdg cog amoeocilel 6t 1 Oepancio pe yeypovpyikn enéupacn 1 aktvoforio
glvar aKatdAANAn

o dpa 1o Erivedge

To PBacucokvtTapkd kapkivoua avarticcetal 0tav 10 DNA 61a puo10A0YIKA KOTTAPO TOV SEPUATOG
voeiotatal PAaPn, v onoio dev umopei vo. anokatactioel To copa. H PAGPRN avt) pwmopel vo aAlaéel
TOV TPOTO OPAOTG OPIGUEVAOV TPOTEIVOV GE AVTA TO, KOTTOPO, LUE OTOTELEGHO TO KOTTAPO, TTOV £XOVV
vrootel PAAPN va Kabiotavtal kapkivikd kot va Eekvd 1 avamtuén kot 1 dwipeon toug. To Erivedge
glval €va avTIKapKIVIKO GApLaKOo, TO 0oio dpa eAéyyovtog pia and Tig facikéc TPOTEIVES TOV
GUUUETEYOVY GTO PACIKOKVTTOPIKO KapKivoud. Avtd umopei vo, emipaddvel 1} Vo GTOUOTAGEL THY
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OVATTTUEN TOV KAPKIVIKOV KLUTTAPWOV, 1] LTOPEl vor To EE0VOETEPADGEL. Q¢ €K TOVTOV, 0 KOPKIVOC TOV
O€pUATOC GOC UTOPEl Vo, GUPPIKVOOEL.
2. T npéner vo yvopilets Tpotov ndpete To Erivedge

AwPaoTte TIg oVYKEKPLUEVES 00TYieC TOV GOg £x0VV 000El amd TO Y1TPO GOg, EIOIKA Yid TIG EMOPACELG
tov Erivedge ota éufpva.

Awfaote TPOGEKTIKA Kol 0KOAOVONGTE TG 00N Yieg TOV EVTUTTOL 0loBEVOVG TOL Gag dOOTMKE amd TO
Y1atpd GOg.

Mnyv napete to Erivedge

o eav giote aldepykodg/mM oto vismodegib 1 o€ omolodMmote GALO and Ta GLOTATIKE AVTOV TOVL
QAPUAKOL (OVOPEPOVTOL GTHV TAPAYPAPO B).
. €dv glote éykvoc, vopilete 0T pmopel va elote £ykvog 1| oxeddlete va AmoKTNOETE TOdl KaTd

T Sudpketa tng Oepoameiog 1 katd T didpkelo 24 unvav Petd and v televtaia 06T o ToD
OV Popprdkov. Avtd cvuPaivet yiari to Erivedge umopei va fAayel 1) vo mpokaiécetl Tov
Bavato Tov guppvov cac.

o €dv OnAdlete N Tpoypappatilete va Onidoete katd ) Sdpken g Bepaneiog 1 KaTd ™
Sugpkela 24 pnvov PeTd amd TV TEAKN 306N ALTOL TOL PapUdKov. AvTd cvpPaivel yioti givan
dyvwoto edv to Erivedge pmopei va mepdoel 6to yaAa cag kot va, Tpokaiécel PAafn oto
Bpépog cac.

o €dv pmopeite vo peivete €ykvog aAld dev eiote og Béom 1 dev embupeite vo axoAovdnceTe Ta
amopoiTnTe HETPA AITOPLYNG TG EYKLHOGHVIG TOL avapépovtal oto [Ipodypappo ATopuyng
Kvnong tov Erivedge.

o €av maipvete, emiong, Potavo St. John (Hypericum perforatum) — éva putikd okedacua, To
omoio ypnoonoteitan yio v katdOAyn (PAEre «Alda appaka kat Erivedge»).

[eprocotepeg mANpoPopieg yia Ta Tapamdve Bépata tapatiBeviat otig mapaypdeovg «Komon»,
«Onhocpocgy kot «ovipdmmToy Kot «AVTIGOAANY - Yo AVOPES KO YOVOAIKES.

Mnv mtapete avtd T0 PApLaKOo, £V IGYVEL KATOL0 amd To TOPATAvV® Yio TV tepintwot cag. Edv dgv
elote BEParog/n, EMKOWVOVIGTE e TOV Y1ATPO 1] TOV POPUAKOTOLO0 Gog Tpwv tdpete to Erivedge.

pogdomomosig ko TpoPvAaEeES

AmevBuvbeite oTov Y10Tpo 1) TOV Qopuakonold oag tpotol mhpete to Erivedge, sdv éyete epotnoelg
Y0l TI TANPOPOPIES AVTAG TNG EVOTNTOC:

o Agv 8o, mpénet va dwpilete aipa 0mo100nTOTE OTIYUN KOaTd TN d1dpKela tng Oepameiog kot
v 24 uveg petd omd v televtaio d061 GLTOL TOV PAPUAKOD.

. Edv elote dvdpag, dev Ba mpémetl va dwpicete oméppa katd T ddpkela g Bepameiog Kot yio 2
UAVEG LETA amd TNV TeEAELTOLN dOOT).

. "Exovv avapepbei cofapég deppatikéc avtidpdoslg oe oyéon pe T Bepamneia pe Erivedge.

Ztopatnote va ypnowonoteite To Erivedge kot avalntote apéowng wtpkn fondeia edv
TOPOTNPNOETE KATO0 OO TO, GLUTTAOLUATO TOV TEPLYPAPOVTAL GTNV TTaPAypapo 4.

. Mnv divete ToTé aLTO TO PAPUAKO o€ GALa dTopa. Emotpéyte Ta un ypnoLorotuéva
KayaKia 6to TEAOG TG Bepaneiog. Xvinthote e ToV Y1aTpd 1 TOV POPLOKOTOL) GOG CYETIKA LE
70 7OV o TPETMEL VOl EMOTPEYETE TU KOYAKLAL.
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IMoord ko Eenpor

H ypnon tov Erivedge o€ madid ko eprifovg niikiog kdtw tov 18 etdv dgv cuviotdtat. Avtd
opeiletal oTo OTL €ival AyvmaTo €4V glval 0CQOALS 1) OTOTEAEGLOTIKO GE QUTH TNV NAKIOKT OHAda.
To Erivedge pmopel vo mpokaAécel TNV avactoA avamTuéng TV 06TOV Kol Vo, 00TY|GEL GE TPOIUN
gvapén e NPng (mpv omd v nAkio tov 8 etV oto Kopitola 1) TV NAKio Tov 9 eTdV oT0 ayopla).
Avtd pmopet va copPei axdun kon petd ™ dakont| tov Erivedge. Awamiotd@bnkav tpofAnuota pe v
avATTLEN TOV 00OVIMV KOl TOV 06TAOV 68 UEAETEG 6€ (MO UE AVTO TO PAPLLIKO.

Alha gappoxa ko Erivedge

Evnuepmote tov yiatpd 1| TOV opUaKoTold cag 6V maipvete, £xeTe mAPEL TPOGPATO 1| LWITOPEL VoL
ThpeTe GALO PAPUOKO. ZTO GAPLOKO OVTE TEPIAAUPBAVOVTOL ETIONG TO 1] CLVTAYOYPOUPOVUEVHL
Qappoka, ol Brrapiveg Kot To QUTIKAE QOPHLOKAL.

Optopéva papuaka propel va ennpedoovy tov Tpdmo dpdong tov Erivedge, 1| vo katacthcovv
mOovoTePN TV EUPaVIon avemBountov evepysidv. To Erivedge umopei va ennpedoet, eniong, tov
TPOTO OPAGCTG OPICUEVOV AAADY QUPUAKDYV.

SVYKEKPIUEVA, EVILEPMGTE TOV YITPO GO EAV TOIPVETE KATOL0 amd TO 0KOAOLON QAPLLOKOL:

o PLPOUTIKIVY,—Y PN CILOTOLELTAL Y10, BUKTNPLOKEC AOIUDEELS,
o kapPapalenivn, avotoivn — ¥pPNCIHLOTOOVVTOL Y10, TV ETANYI,
o eQutipipmn kot otativeg, 0nmg atopPaoctativn, pAovPactativn, Tpafactativn, pocovfactotivn,

oluPacTtativ — YPTCLLOTOIOVVTOL Y10 TO VYNAG ETIMESQ YOANGTEPOANG,
o purolevtavn, YAMPevkAauion, perayAwvion, Bakcaptdvn,

o TOTOTEKAVY] — YPTCLLOTOLELTAL Y10l OPIGUEVEG LOPPES KOPKIVO,

o GoVAQAcaAalivn — XPNCLULOTOLEITOL Y10 OPIGUEVEG PAEYLOVMOELS SLOTAPUYES,

Kot Witepa,

o Botavo St. John (Hypericum perforatum) — @utikd 6KebaG0L, TO 0TTOI0 XPNOLOTOIEITAL YIoL TV

KatdOAym, kabhg dev Tpémet va to yproylonoleite Topdriinia pe to Erivedge.

Kionon

Mnv napete T0 Erivedge edv giote €ykvog, vouilete 611 pmopei va eiote £ykvog 1 oyeddlete va
peivete £ykvog Katd TN didpkela g mopeiag tng Oepameiog 1 katd ) didpkele 24 pnvov petd and
v teAevTaia 6061 avToH TOL EAPLUAEKOV.

[Ipénel va otopatioste T Oepaneio Kol Vo EVIUEPDOETE OUECMG TOV YLOTPO GOG EAV: EXETE YACEL N
vopilete 0T égete yaoel pio mepiodo, N edv eiyote acvvndioTn arpoppayic ELUNVOL PUGEMS, N
vroyaleote 0ti glote £ykvog. Edv peivete éykvog katd ) didpkeia g Oepomeiog pe Erivedge,
TPENEL VO, OTAWPOTOETE TN Oepameio KoL VoL EVIUEPDGETE APECHS TOV YIUTPO GO,

To Erivedge pmopel va mpoxarécel coPfapéc ovyyeveig avopoariec. Mmopel, eniong, va 0dnyMoeL 610
0avato Tov guppvov. Ot ewducég odnyieg, (IIpdypappa Aropuyng Kunong tov Erivedge), o1 onoieg cag
d00nKav amd ToV Y1ITpd 0aG, TEPIEXOVY TANPOPOPIES E101KA Yia TG EMOPACELG To Erivedge ota
uppoa.

Onlaocpdg

Mn Onialete kotd T didpkela TG Bepaneiog cog kot yio 24 pnveg Petd amd Ty terevtaio 06om
aVTOV TOV PappdKov. Agv gival yvmotd edv to Erivedge pnopei vo mepdoel 6To untpikd Yoo Kot va
TpoKaAécel BAAPTN oto Ppépog Gag.

Tovipétnro

To Erivedge evdéyetal va exnpedoet TV KavoTnTo piog yuvaikog va anoktinoel toudid. Opiopéveg
yovaikeg mov émoupvav Erivedge otapdmmoay va £xovv mepiodo. Eav cag cuuPei avtd, dev eivar
YVOGTO €0V 1 TEPI0d0G oag emavELDel. ATevBuvleite otov YloTpd cog eGv emBupeite Vo ATOKTNGETE
718 6To PEALOV.
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AVTIGOAMYN — 710 AVOPES KL YOVOIKES

lNo 11¢ yvvaikeg mov maipvovv Erivedge

Ipwv and v &vapén tng Bepameiog, poOTAOTE TOV YIOTPO GOG EAV LTOPEITE VO LEIVETE £YKVOG. AKOUN
KoL oV €YEL CTOUATAOEL 1) TEPTOOOG GOC, EIVOL OVCIUGTIKO VO POTNGETE TOV YIOTPO GO EAV VITAPYEL
Kivduvog og oyéon pe v mhavotnTo va peivete £yKvog.

Ed&v pnopeite va peivete €yxvog:

. TPEMEL VoL Thpete TPoPLAGEEIC hoTe Vo un ueivete £ykvog evd maipvete to Erivedge

. ¥pNoononote 2 uebddovg avTicVAANYNG, — pia Wwitepa amotelecuatikny uébodo Kot pia
1€6000 PpayLoD (TapaKAAEIoTE VO, AVATPEEETE GTA TOPAOELYLLOTA TOPAKATM)

. TPETEL VO, GUVEYIGETE TNV AVTICOAANYN Vi 24 unveg PeTd amd TV TeEAevTaio 6o OGN 0VTO

oL Popudkov — yioti to Erivedge pmopel va mapapeivel 610 cdpa 60 yio Eog 24 univeg pHetd
amd TNV TelevTaia oag 060

Mé£B0d0¢ GUVIGTOUEVNG AVTICOAANYNG: MiANoTe He ToV Y1aTpd Gag Yo TG 600 KaAvTEPES LeBOAOVG
OVTIGVAANYING Y10 TNV TEPINTOCT GUG.

Xpnoiporomaorte pio diaitepa amoterespotikn nébodo, OTwg siva:
o N avticvVAANTTIKY £veon depot

o N evdountpia cvokevn («to ompdin 1 IUD)

. N XEPOVPYIKT OTEIPMOON

[Ipénet va ypnoiponomoete, eniong, o péBodo epaylov, Onmg etvat:
. TO TPOPLACKTIKO (UE GTLEPUATOKTOVO, EAV Eival SL0OEGO)

. 7O SLAEPaAYUA (LLE OTEPUATOKTOVO, EAV Eival S1a0EGILO)

O y1atpdc cag Ba eEaoparicel va vroPAnbeite g 180T £yKLUOGHVNG:

. TO OPYOTEPO EVIOC 7 MUEP®V TPV Ao TNV Evapén g Bepaneiog — yro va dwomotwbel 6ti dev
glote 01 €yKvog
. KkéOe pnva katd ™ didpketa g Bepansiog

[Ipémetl va evnuep®dceTE AUECHOS TOV YIOTPO GOG Katd Tn didpKeia TG Bepameiog 1 kaTd T ddpKeLa
TOV 24 pnvov PETA amd TV TEAEVTOiN GO SO0T) ALTOV TOV PUPUAKOV EGV:

. MOTEVETE OTL 1 AVTIGVAAN YT TTAV OVETLTUYN|G Y10 OTTOLOVINTOTE AOYO
. N TepiodO¢ 0O GTUUATAGEL

. GTOOTNGETE VO YPNCIUOTOLEITE AVTIGUAANYT

. TPEMEL VO AAAGEETE OVTIGOAATYT

"o Tovc Gvépeg mov maipvovv Erivedge

To Erivedge pumopel va mepdost 6to onépua. XpnoLonoleite Tavta Tpo@uAaKTIKO (UE CTEPUATOKTOVO,
€0y eivar 0100€G110), aKOUN Kl LETA OO EKTOLT TOL CTEPLATIKOD TOPOL, KATH TN 0EE0VAAIKT EmTapN
He yovaika cuvtpo@o. Na 1o kavete ovtd Katd T didpkela tng Oepameiog Kot yio 2 pnveg Letd omd
NV TEAELTOIO SOGT] AVTOV TOV PUPLAKOL.

Agv Ba mpénel va SwpiceTe GMEPLO OTOLOONTOTE GTIYUN KATd T d1dpKetn TG Oepoameiog Kot
Y 2 pveg HeTd amd Vv teAevTaio 6661 anToH TOL EOPUAKOV.

Oonynon ko EPGROS PN avHdTOV

To Erivedge dev eivar mibavd vo, ennpedosl v ikavodmta 6og Vo, 0dnyeite kat vo, xepileote
omoladnmote gpyoreio N unyoviuato. Arevbuvieite 6Tov Yiatpo cag dv dev eiote PEPatog/.
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To Erivedge ngpiéysl haktoln kot vatpro

To Erivedge mepiéyet pia popen cokydpov, 1 oroia ovopdletor Aaktoln. Edv o yiatpdg cog 6dg €xet
7eL 0TL £xeTe duoaveLio 6€ OPIGHEVA GAKYOP, EMKOVMVNOTE LE TO YIOTPO GOG TPV TAPETE OVTO TO

QapLOKO.
Avtd 10 Papproko meptEyel Ayotepo amd 1 mmol vatpiov (23 mg) avé kaydakio, SnAadr oVCIACTIKGA
glvar «ehevBepo vatpiovy.

3. g vo wapete To Erivedge

ITavtote va maipvete to Erivedge avotnpd ocbuemva pe tig odnyieg tov yiotpod cag. Edv £xete
apeBorieg, pOTNOTE TOV YITPO 1) TOV POPUAKOTOLO GO,

ANy TOL PUPPEKOV

H ocvvietdpevn do6on elvar éva kaydakio Kabnuepva.

o Kotamivete to Konydkio oAOKANPO pe Alyo vepo.

. Mn cuvOAiPete, avolyete 1 LOGATE TO KOWAKLO, Y10 VO ATOQVYETE TNV aKoVvola Ekfeon oTo
TEPLEXOUEVO TOV KO OKiov.

o To Erivedge pmopei va Anebei pe 1 yopig tpoen.

Eév mapete peyorvtepn 66on Erivedge amd Tnv kovoviki
Edv mépete peyorvtepn d6on Erivedge amd v kavoviky|, angvbuvheite otov ylorpd cog.
Eav Eeydoete vo wapete 1o Erivedge

Mnyv mépeTe SImAT 6O0T Y10, VO OVOTANPAOGETE TN 6001 oL Eeydioate, OALG GLUVEYIOTE e TNV EMOUEVN
TPOYPOUUATIOUEVT dOGT.

Edv otapatiioete va maipvere 10 Erivedge
M GTOpOTAGETE VO TAIPVETE AVTO TO APOKO Y®PIG va amevbuvheite TpdTA GTOV Y10TPO GOC KAOMDC
avtd Bo PITopovcE Vo KOTaoTHoEL T Oepaneia. Gog AMyOTEPO OMOTEAEGLOTIKT).

Edv éxete mep1ocdTEpEG EPOTIOELG OYETIKA LLE TN YPNOT AVTOL TOV PUPUAKOV, POTIOTE TOV Y10TPO 1)
TOV QUPLOKOTOLO GOG.

4, IMBavég avemBOUNTES EvéPyELEg

Onwg 6ha ta eappoxa, £To1 Kot o Erivedge pmopei va mpokodécetl avemBounteg evEpyeLES, oV KOl OV
TaPoLGLALovTol 68 OAOVE TOVG avOpmTOVE.

To Erivedge pmopel va mpoxarécetl coPfapéc cvyyeveig avopoiiec. Mmopel eniong va odnynoet 6
Odvato Tov guPpvov N ToL PPEPovg Aiyo LETA amd T YEVVNON TOL. Agv TPETEL Vo LEIVETE £YKVOC EVD
maipvete avto To eapuoko (PAéne mapdypapo 2 «Mmnv ndpete to Erivedge» kot «Komon»,
«OnAaopoc» Kot «IovipotnTan).

O dhheg avemOBOUNTES EVEPYELES TAPOVOLALOVTUL PE GELPA GOPUPOTNTUS KUl GVYVOTITOS
Edv xémola amd avtéc tig avemBOuntes evépyeieg yivel cofopn, EvUEPDGTE TOV YLOTPO 1| TOV

(OPLOKOTOL) GO,

oAv ovyvég (nmopei va emnpedoovy epiocotepa amé 1 ota 10 aropa):

° OTTOAELO TNG UNVIOLOG TEPLOGOV GE YUVOIKESG GE CVOTOPOYOYIKT NAKio
. anoAsto OpeEnG Kot anmdAelo Bépovg
o aicOnuo kénwong
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Huikog omacuog

duappota

anoAEl TPLYGV (aAoTEKI0)

eEavOnua

oAloyn ot YEOLON 1 TANPNG OTOAELL TG YEVONG
dvuorkootnTo

éuetog N aicOnua gpétov (vavtia)

OTOUAYIKES OlaTapoyEG 1 dSvoTeyia

apOpodyio

7ovo¢ (Yevikd) 1| TOVOC 6Ta YEPLO. GOC, OTO TOSLO
Qoayovpo

Xoyvég (nmopei vo. ennpedoovy péypr 1 ota 10 dropa):

névog 610 othfog, 6T payn N 6TA TAELPA

EMenyn evepyntikdmrag 1 advvapio (eactévion)

OTTMAELN VEPOD ATtO TO GO0 (UPLIATMOT))

TOVOG GTOVG VG, TEVOVTES, GUVOEGLOVS, OGTA

TOVOG GTO GTOUAXL

aTMAELD YEVOTG

AvVAOUOAN TpLYoQLin

ntoon Prepapidmv (Laddpmon)

UETAPOAEG OTIC OLUATOAOYIKES EEETACELS, O1 0TOlEg TEPIAAUPEVOLY OLENUEVES TIHEC OTIG
Nratikég eEeTATELG 1 AVENUEVES TILEG KPEUTIVIKNG POCOOKIVAGTG (Lo Tp@TEIVI Kupimg amd
Ho)

O yvooti) coyvétnta
. STapoTdeL 1 avATTLEN TOV 06TMV (TPOWPN GOYKAELOT ETPVGEMV)
e Ilpdwpn epnpeia (mpdrum NHn)
. Hratuc BAGPN
. YoPapég depuaTikég avTdPACELS:
®  KOKKLvEG KNAdEC TOV Ho1dlovV e 6TOY0 1 KUKMKEG KNAIdES cuyva e
KEVIPIKEGPOVOKAAEG GTOV KOPLO, OMOAETIOT| TOV OEPLOTOC, EAKN GTO GTOO, TO AQLUO,
TN HoTn, Ta. YEVWNTIKG Opyove. Kot To Ldtia. Ot depUaTIKES OVTIOPUCELS GUYVA
TPONYoUVTOL ad TVPETO KOl CLUTTONOTA TOL potdlovv pe ypinn (cHvdpopo Stevens-
Johnson, To&ikn emdepkn vekpoivon)
e yevikevuévo eEavOnua, TupeTdS Kot dStoykmpévor Aeppadéveg (cuvopopo DRESS 1
GUVOPOUO VITEPELOICONGING PAPUAKOV)
®  KOKKLVO, EKTETAUEVO POAMOMOESG eEAVON LA [IE KVOTEG KAT® O TO OEPLLOL KoL
(POVGKAAEG, TTOV CLVOJEVETAL Od TVPETO, KOTA TNV Evapén g Bepaneiog (o&eia
yevikevpévn e€avnuatiky eAvktaivoon)

Ava@opd avemOvunTOV EVEPYELOV

Edv mapotnpioete Kamota ovemiBountTn evEPYELD, EVILEPDOGTE TOV Y1ATPO 1) TOV PUPLOKOTOLO GOG.
Av10 1oyt Kot Yo kdOe mbavr avemBountn evépyela Tov Ogv avaQEPETAL GTO TAPOHV PUALO 0ONYIDV
ypnons. Mmopeite emiong va avagépete avemBounteg evépyeleg anevbeiag, Léow Tov Bvikon
GULGTILOTOG OVOPOPAS TTOL avarypapeTol oto Ilapdptnua V. Méowm g avapopds avemBountov
EVEPYELMV UmOpEite Vo, fon0fceTE 0TI GLAAOYT TEPIGGOTEP®V TANPOPOPIDV GYETIKA LUE TIV UCPOAELL
TOV TTOPOVTOS POAPUAKOL.

5. og va puiaocoete To Erivedge
o To @appoako ovtd TPETEL VO UAACCETAL GE PEPT] TOV gV TO PAETOVV Kal dgv TO POAvoLVY Tal
TOLO14L.
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. Na pn xpnoiponoteite avtd 10 GAPUOKO LETE TNV NUEpoUnVio ANENG TTOV AVOPEPETAL GTI] PLAAN
Kot to kovuti petd m AHZEH. H nuepounvio AqEng sivar n tedevtaio nuépa Tov unvo mov
ovVOQEPETOL EKEL.

Mn gpuAdoocete og Beppokpacio peyarvtepn tov 30 °C.

Awnpeite T LIAN KOG KAEIGUEVT OGTE VO TPOCSTATEVETOL OO TNV VYPAGIAL.

Mnyv metdte APLOKO GTO VEPO TNG OMOYETELOTG 1] OTA GKOVTIOLAL.

¥10 téA0g TG Bepoameiog oag Oa mTPEmeL Vo, EMIGTPEPETE OAN TOL LUT] YPTCLULOTOINUEVO, KO AKLOL.
Av106 B amotpéyet T AavBacpévn ypnon kot Ba fondnoel oty Tpoctacio Tov TEPIPAAAOVTOC.
Yvlntnote e Tov QapUaKoTold 1| TOV Y1Tpd oG GYETIKG e TO OV B0 TPETEL VO, EMOTPEYETE
TO PAPLLOKO.

6. Iepreydpeva TS GLOKELUGIOG KUL AOUTTEG TANPOPOPIEg

T wepréyer To Erivedge
— H dpaotiki ovoia givar o vismodegib. Kébe oxinpd xaydkio mepiéxet 150 mg vismodegib.
—  Toa dAla cvotatikd givon
— Iepreydpeva koyokiov: HKPOKPLGTAAAIKT KuTTapiv, Lovobdpikn Aaktoln, AaovpuAiodetikd
vatpo, moPdovn (K29/32), auvro xapPoéupebviiwpévo vatplovyo (Tomog A), tdhk kot
ote0Tiko payvioto (BA. mapdypago 2 «To Erivedge mepiéyel Aaktoln Kot vaTplom»):
—  Tepifinua kayaxiov: epubpod 0&eidio adnpov (E172), péhav oeidio odrpov (E172),
dro&eidio titaviov ko {erotivn
—  Mehévn extomoong: kopueo Adxkog (shellac glaze) kot péhav 0&gidio oiompov (E172)

Epedavien tov Erivedge xon wepieydpeva Tg cvuokevaoiog

Ta kaydxia £xovy pol adlaPaveg EyYpP®UO GOUM, TO 0Toio Pépet TNV Evoelén «150 mg» kot ykpilo
KéAvppa, To oroio eépet TV EvoelEn «VISMO» g pavpn Bpdoun peddvn. AwatiBevton oe géieg pe
nope avlektikd ot yprion omd Tadid Tov tepiEyovy 28 koydkia. Kabe cuokevacio mepiéyet pia
QLOAN.

Kéroyog Aderag Kvkrhogpopiag
Roche Registration GmbH
Emil-Barell-Strasse 1

79639 Grenzach-Wyhlen
eppovia

HopaockevaosTic

Roche Pharma AG
Emil-Barell-Strasse 1
D79639 Grenzach-Wyhlen
I'eppavia

IMo omoadnmote TANPOPOPIo. GYETIKA LE TO TOPOV PUPUOKEVTIKO TPOIOV, TUPUKOAEISTE VA
angvBuvBeite otov Tomikd avtimpdésmmo tov Katdyov g Adetag Kvkiopopiag.

Belgié/Belgique/Belgien Lietuva

N.V. Roche S.A. UAB “Roche Lietuva”
Tél/Tel: +32 (0) 252582 11 Tel: +370 5 2546799
Buarapus Luxembourg/Luxemburg
Powr bearapus EOO/ (Voir/siehe Belgique/Belgien)

Ten: +359 2 818 44 44
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Ceska republika
Roches.r. o.
Tel: +420 - 2 20382111

Danmark
Roche Pharmaceuticals A/S
TIf: +45 - 36 39 99 99

Deutschland
Roche Pharma AG
Tel: +49 (0) 7624 140

Eesti
Roche Eesti OU
Tel: + 372 -6 177 380

EA\doa
Roche (Hellas) A.E.
TnA: +30 210 61 66 100

Espaiia
Roche Farma S.A.
Tel: +34 -91 324 81 00

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

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

Ireland

Roche Products (Ireland) Ltd.

Tel: +353 (0) 1 469 0700

island

Roche Pharmaceuticals A/S
c/o Icepharma hf

Simi: +354 540 8000

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

Kvmpog
I'A.Ztopdtng & X100 Atd.
TnA: +357 - 22 76 62 76

Latvija
Roche Latvija SIA
Tel: +371 - 6 7 039831

Magyarorszag
Roche (Magyarorszag) Kft.
Tel: +36 - 1 279 4500

Malta
(BAéme Iphovdia)

Nederland
Roche Nederland B.V.
Tel: +31 (0) 348 438050

Norge
Roche Norge AS
TIf: +47 - 22 78 90 00

Osterreich
Roche Austria GmbH
Tel: +43 (0) 1 27739

Polska
Roche Polska Sp.z o.0.
Tel: +48 - 22 345 18 88

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

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

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

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

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

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

United Kingdom (Northern Ireland)

Roche Products (Ireland) Ltd.
Tel: +44 (0) 1707 366000
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To wapdév @UAL0 00N YOV eYKPIONKE YO TELEVTAIN POPA OTIC
Addeg TNYEG TANPOPOPLOV

Aemntopepeic TANpoopieg yia to papproako avtd eivar dtabéoipeg 6To dikTvakd TOTo ToL Evpmmaikon
Opyoaviopod ®oppdkmy: http://www.ema.europa.eu

To mapdv eOALO 001 yLdV YprioNng eivar dStabéotuo og OAeg TIg emionueg YAwooeg g EE/EOX otov
dktvakd tomo Tov Evponaikod Opyavicpod Ooapudakov.

1o mhaicto tov Ilpoypaupatoc Atoguyng Konong tov Erivedge, 6ioveg o1 aobeveic Ba Aapouvv éva
"Evtuomo AcBevoic.

[Mopakadeiote va avatpéEete 6€ aUTO TO £YYPAPO Y10 TEPUITEPM TAT|POPOPIEC.
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