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otn Bepaneutikn enthoyn aoBevay
pe HR+/HER2- mBC'

v/ KAivikin AnoteAeopatikétnta'
v Aebopéva KAwikng Mpaktikag™’
v' Aebopéva ékBaong ané avapopég agBevav (PRO)?
v KaBiepwpévo Mpogil Aopdielag' """
v/ "Evag ouviot@pevog EAeyxog napakoAouBnong*’

v Mia kdyouAa, pia gopd tn pépa’

To IHRANCE, 125mg pia popa thy npépn yio 21 pEpeg o kixho 28 npopay [oxtpa 371, evbBeikvuto ya tn Beponcia tou monuwso
NPOXWORNUEVDL N ETO0TOTKOL KOopHivou Tou jooiod o ondiog eival Benkdg otous oppovisols unobokeic [HR] waol apynmKog ooy

unofoxio winow 2 Tou avBpnvou enibepurol ouEntirod nopdyovio HERZ)

= 0E OuvBuDope BE OvOOToAED NG OpLWsoTaons

- 0E ouviiunopd pe pouABearpdvin o yuvalseg nou éxouy Adller nponyodpevn evborpivieh Beponelio

Le npo- O nepi-cppnvonauoards yuvaikeg noevborpivikh Bepaneia npéne va ouvbudloro pe LHRH aywvionm

i e nddpee eoiucve ing Sooodoyiog £or tow ooy sopqyen cupdoul oot iny Mepdlngn Xopow mparrscany rogr Moo row Suovilfcror and v ciogacia
IHMANTIKEL NAHPOQOFIEL ALDANEIAL

To lerance avievlicirnim of CRUMLAaCIC UNCprLg: ol og am L.. ot i A O Kanoeo ond o Exbcmn, "L"G’J.lf, siom Ot aobc .-r|-; 01 arssios I'I."'.JE JVaUY ORLLUDDEaIa
MOU NERICKOUY U QAOTLINNDETO Sl Jofin's W Oh UEVID OVET MMEE CVEEYEIEG ik & s ricis Ehaliav
paihncily o Tuxns ; wARHEL rhing pfcorannraa piEnir, Musonmin, Renwan, v Horresn
Oh msd gl ] | 25%) avemidlpred ovl gy g BeBpod = 3 vou patboCicid Moy coBELIponDvia, MuVHcniDen, Ao -,1:l. fulin, augngivn aonaptief U|..n.ll_n:| .'l.-l.u..u: 1 IAST
Hefieon wii tubnpivn ousvdipavoeepaon oo akiovivng [ALT]
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H ouvinopngitvn MNeplingn Kopoxinpesukosy 1ou Mooidvog Bnpomciora oo abhn ockila tou nopdviog
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IYNTETMHMENH NEPIAHWH TN XAPAKTHPIZITIKON TOY NPOIONTOZ

To pdppaxe autd TeAcl und gupmin papaTsh mopaseked Bnan. Auth Ba emtplgo o vpiyepo mpoolomowd viwy NNgoSoEy aoddhnng, Zrteive and Tous enayyeh:
paries wyelng wa avaggpouy onoesdinore ndavohoyodueves avenBipunTes evepyeses. BA. nopdypago =AvemBiunTes EvEpyeiEGs Yill TOY TRGND ovapopas averid-

ATy EVERYEWDY,
IBRANCE (palbociclib) EKAHPA KAWAKIA 75 mg, 100 mg mo 125 mg

ANTENAEEELE: Ynepewmotinaio o Spaomsn oucka 1 oo and 10 ExBoya. Xpiion OREUBOMGTEY Nou TEpIE Uy UnEpIkeBakoaudxopte (St John's Worl). EMAIKEE
APOEIAONOIMEIELE KA| NPOSYAAZEIZ KATA TH XPHIH: [poiepegunvenoumarts yuvalkes, 'Otay o IBRANCE yopriyeiton op nponepseispnvonaumarts yuveineg
o ouvBuaopd pe avaoTokin apEpoTaom G, Eival UNoYEEWTI N weBTREKToW {1 KETAaTOAR TG AEmoupying Twy wolnmiy e Xopfiymoen aywwnat’ LHRH, Aye o
Enxeviaped Spaomc Twy avagTektwy G apepateme. O ouvlivaouis Tou palbociclib we T PouMBLOTPEVTT GF NPAIME At PPN VOTBUMAKES yuvaixes Gy pehcmBci
mnawwmt\ st bva aywvetd) LHRH. Kaloun enhamyons vbeas. H anateheopatiedtrta ma aogahein Tou palboccliy Sev dyouv pehemBel oe aoBeveis st xpl-
oy emherygving) whoo. Alatodrasts Sutapats. Na aoBevels nou eppavifouy oudetepancvia BoBuod 3 1) 4 cundatatm Biokart me Siang, i me Soomg fy
raBuoTtpnan omy Evapsn Tuy Kikhov ™e Bepane Bn merm mmm:mmm rohallnan (Bh. napiypago «AverpRounrec Evipysiecs).
MeEuovoE BEvEUoviTia. Mnopel v mpo Iﬁl 'ru:mcmh i ILD Mﬂlmuwlﬂhmmﬂmk now ehofav Beponeia
pe IBRANCE, dtav hapfdvera oz ouvBuaopud e wh@wm Bepa I K.hl ¢ periTes (PALOMA-1, PALOMA-Z, PALOMA-3), To 1.4% Tuy oodewiy nou Ehoflay
Bepaneia uumm rapousioos RDVeveupovinido oncicudinore Bobuol, 0.1% nopeuoiooe Babuod 3, cva Sev m&n&nmv nepiiac; fadped 4 Bavam-
phpeg epmwoss. Enrdiov neprmearg RVmeupovindes fxouv napammpndel perd Ty sushogopio oty oyopd, RE TV avepopd Bovemgopuy NEpAOTATIRGY
(BX. nopdypago =AvermBiunre; Evépyeuc=). On aoboveig Sa npino va napaschouwlolytal yio meupevicd supnopata evBemTiid ILDmcupovindag (my, unokia,
Eed, Slomoial. I aofcveis mouw mapoumalouy via f Edevolpovwe avamvioudTied aupmTopata ko undge 1 unceia avarmulng LDmveupovinbes, to [BRANCE
Ba npdmer vi SiamHnTeTon apEows; kol o aokevi; Ba npéney va aliokoyeitan, To IBRANGCE Ba npénti va Simdrmetar opioTmd o aoBevels e Bapis popens ILD f
ML poviTBa. AduuiEees. KaBog To IBRANCE éxei puehorataorahniets ilibmres, pnopel va npodaBioe Tous aoBeveis -pur.n 16 i Exouv avageplel
0F UMAGTE RO NOaoETS 0 aoBEvEls nou v Bepansio s& To IBRANGE os Tuyowonompéves Khivmés uehETes op uw £bs Mo Bepaneia ato
ovTIOTEH0 ORENDG olympeonG. AcamsEe ol 3 kol Bobyod 4 cugaviomeay avTiomons ono 506% kol 1o 0,8% Tew wiv miow Ehafav Bepaneia pe 1o IBRANCE
oe anoiovBimoTe ouwvBuaous (BA. nopaypogo =AvenBumtes Evipyeieg=). On aoBievels Ba npénei va noparokouBodyal v onpela ke oupmmopata AoluwEns salte
o B ngEnEl v u.vwnmﬂwmwﬁum HE THG 1OTpES EVBEEER. O yeamTpod B0 pEnes va EVUERLOoUY TS GOEEVEIS WOTE Wi OVOSEpouy GuEows onceadfmoTe
enziotda mupetod. Hoomer Suodoroupyia. Te IBRANCE Ba npine va xopnyeitol ye npooo) o ooBeveig pe pEtpsa ) ocfapn) nnanikd Suakemoupyia, ung otov
napaschoidngm na onecia TebkomTas, H.mw.nﬁnm TGW-NG Bu mﬁtwu HopyETal umowxl'l wwﬂwm e pETpua f cofapn vegpu Sug-
Aertoupyia, und atev mpanehednom yio onpcia rebweTtas, Taundeown Bepantio we avaaral ! ou CYPIAL, Onioxupol avagtakess tou CYPIA
pmapel va olnyfoou ot auEnubm ToEkaThTe Burwmmmmm NWWW an Tou CYPIA n Sulpresn e ALpantion pe

To pabociclt, To evBexgtuevo ouyopfymons Ba notne va eEETATE T phve LETh and npooEkTiee 1mbmﬂrmoq::mmmb{-wv Edrv 1) owyyopdyman
HE imupdh avadtolia Tou GYPIA Bev unopel va anogeuyBel, pesbore m Soom Touw IBRANCE ara 75 mg pia ¢opd v npdpa. 'Oray Saxonel o ey EVEOTOMEDE, Ty
Gi0m) Tou IBRANCE Ba npéres va auEaverar (erd and 3 — 5 nuinepedSous Jung Tou aveotoia) Ews T B50n nou xonoywonoeeito npe Ty Ew&n Tow HILApal ava-
orehin Tou CYP3A. H ouyngopiymon enoywyewy Tou CYF3A unopel va ofnyfo oo Eeiopévn Exdoom oo palbocichh mom komd ouvinew oF kivBuwe EAAEWRG anoTELE-
CLOTIRGTITEG. IUVETRDG, 1 TAUTEXPOV) Xpiton Tou palociclb e ioupeds EnayeyEls T{:um Enmarn v anogECYETOL ACY anamEiTas kojsn Npooapioy mg
Biomg yia T ouyxepiymon Tou pabociclb po pitpicug enaywyels Tou CYP3A, AT I mpogod Toug,. Muvaike o avanagaywyw
nhuia f o avBipes olvtpodol Tous npéno va xpnmpanowady pio piBeda urmuihnwrn uwi.fn m?-mmbrrrmq Vi maipvauy To IBRANCE, Aoktoln, Autd 1o
pappasELTIG RPalv REpEXEL AakTaln, O agBevel; e ondvia khnpovopud rpofhipata SueaveEias o yahasnddn, ripn avendpeea Maxtdars f s anoppdgnam
yhumtns-yakakThlng Bev npdner va napauy auTd To appaxtLTG npokhy. NaTmo. Autd To SappaseuTikd mpolov TEpEE AybTepo and 1 mmol vatpiou (23 mg) avl
Rapakia, e auth nou ovopbloupe chedBepa vatpiou=, ANENIGYMHTEL EMEPTEIEL: Nepinyn 1oy moosih aopakenns. To auvolisd npadlh aogdieias Tou
IBRANCE BooilzTa o8 ouysevTpunied Sobdoptva and BT2 aotevels nou EhaBav palbocicid oe ouvlusout e evBonpive Bepaneia (N = 527 oc auvBuaaed pe AeTpodihn
ral M =345 g guviiveoud uo oukEEaTpdem) o2 Tugmonorpives KAk pehEtes o HR-Bemmb, HERZ-apvmymmt npogudn sEvo i peraatansd sapaivo Tou paatob.
O mo ougvé aveniunTes evipyeieg (= 20°%) cnospudfnore BabBpod nou ovegdpinuay o cofevels nou Ekafay pabociclit 0F TUXDWONONUEVES KAWIKES UERETES
fray ouBsTeponevia, Aowsbdes, Aeurkonevia, komueor. vauTie, otopatinde, avaipio, Sdppow, chwresio ke Bpoufonevia. Oimo ouxve (= 2%) avereblunres evipyeieg
Eofiuod = 3 ou palbocich fArav cubeteponcvio, heukonevia, keapates, avonia, uinpiyT conoptin aunwvotpavagepdon (AST), komwon kol sulnpEivn auvotpay-
ogcpdan g akavivieg (ALT). Mewboig g Sbong i Tpononodaceg g Boomg AMyw ongwolnnere avemBiun g evipyoag avapiplnray ore 38.4% twv aoBowy
mow Ekafay To IBRANCE o Tuyaronomnpbves khivibs pehites aveEapthtes auvlivaeopol. Opomikf Suarkars) Ayw avenmBipmme evkpyes avagdplnee oro 5.2%
Ty mumy;ru thafav To IBFU.M,‘équ tmmxmtﬁqhumuﬁggtm nrzqaptnmq;uuﬁm‘:qu. MNapasite avaptpovtal o nmﬂumtactq EvkpyELEs nr;n 0
OUYREVTp@ TG olvoko SeSoutviv 3 Tuyaonampbvay ke BstiprEin TG BEpantiod pe palboccld oTo OUYKEVTpwTG olveko SESOREvVWY KaTd TV
TEMKF) aidhusan) TE ouvakirys enliwane (O5) frav 14.8 pfveg. OavemBlunreg méﬂms; apaTIBEVTE GV ROTROpin ougedTTaG. Ch KaTryopieg arrTag opl
Towman e arokodbes: nokd ougves (2 1710), ouxvbs (= 11900 &wg < 110) ko dig ouy r,=1.r1 000 &0 < 1/100). Npemijpduevas & (PT) Mevdr pg"
oudereponevia’, Acumonevia®, avaiple®, BpopBonevio™, pewptvn dpekn, oroparinda’, vautia, Sibppoin, Euetos, ehdvinue, poas ﬁﬁum&
W), mﬂaﬁu. ALT auEnjsévn, AST cubnutvn. Zuyvee: ELmbpem ouleTegonevia, ﬁuwaudu. paom Baumeh, Sakpippoin auEnuET, Enpogdaria, emovasn, ILDWMVEY-
porvimda . O ouvée: Aepuamings Epulimpamidng diwos’. ALT= auvorpavodepdan e ahovivng, AST= aomapmer) aunvoTpavogEspdan, l.D:-Muaun MvELpovana B,
P = apiuts aoleviy., Nid=Scy chapptleTal AvEmBEn T avTiSpadn oTo PARMIKG Moy EVISTIZETAL JETA TV KusAGSopIa o myepd. 0 PT avaypddovier ciy-
e pe 1o ModDRA 17,1, FOn hoapaErg mepuuay Bavouy dhoug Towg PT now aonoteholv pkpoc g Komyyopiog Opypavmed Ewerfparog =Aoauedesg ko mapamriecics,
*H oubeTeponevio mepiapfave Toug axohowbaug PT: Qulicteponcvia, ApiBpde cubctepogiiuy prugivesg, *H htukorevio nepdapfavin toug axdhouBoug PT: Acu-
KOrEvia, ApiBeds MEURDRUTTO WY pEnopivos. ' H avawio repdayBaver Tows axckouBous PT: Avanpia, Asoogaipive pemspEvT), Apatorpitng peusuéves. = H Bpopfo-
revio nepapfdvel toug ardlouboug PT: SpopBansvia, Apibude aponevakioy pewpdvoes, “H ntn;nn'uﬁu nepu o Toug mfﬁum PT: AgiBioBne aropatinda,
Xehinda, Twooinda, Muooobuvia, EEEAkwon Tou ordparos, dheyuow) Bhevveypdvou, Alyos Tou atdpatos, Impumqmpu fy Suogapla, Ivapan st
Giyog, ZToparinda. "To chivinua nepiapfdvel Toue axdhovious PT. EBdvinua, KnlBoflandodes Bnuu. Kumopbdes Brpua, Epulnuporedes efdvinua,

chivinun, Aepuomimda, Aspuatinda opcddlouca ue axun, Tobwd cbivinua dépuarog. *H ILDmMvEmoviTda mpmuﬂﬁvsl kabe avapepdpevo FT nouw

cmoTeAE] pEpod Tou Tumomomaidvey Epumuaros MedDRA o m Siyeom mveupovondde [ue T oTest) Evvesa). ETov mapardtw Mivesa avogEpavTon o egyammmanes
mabohoyikes TIRES oW MEpaTNRAEnKaY ¢t ouykETRWTIKG alvako SelopEvioy 3 Tuxmoncmpdviy pebETEY (N = BT2),

Ibrance ouv Aetpolahn f goukBraTpavn Ixthn ouykpirmod nopayovra®
Epyoornpiakés Kabe Bobpod 3 Bobpod 4 Kade Baobypod 3 Bodpol 4
mafohoyKEs TIpE Bobypod % % % Babpod % % %
WHC peiwpiva ar4 41,8 1.0 26.2 0.2 0.2
Oudetepddiha peiwptva 95,6 57.5 1.7 17,0 08 0.6
Avaia 80,1 5.6 Al 42,1 23 AN
AgrOnETakin Pengtva 65,2 18 0.5 13.2 02 0.0
AST auEnuévn 55,5 3.9 0.0 433 21 0.0
ALT auEnuévn 46,1 25 0.1 332 04 0.0

WEBC pewudva 574 418 1,0 26202 0.2 QudeTepdpia ptwopdva 95,6 57.5 11,7 1700906 Avaipln 80,1 5.6 A1 42,1 2,3 A1 Aysorerdhea peuwoptva 65,2 18051520200
AST ouEnuévn 555 3.90.0 43,3 2.1 0,0 ALT auBngévm 46,1 2,5001 33,2 0.4 0,0 WBC=Aeuwd apoodaipin, AST=0omapTi GuivoTpowrpepdom, ALT=apmvoTgavedepaom me
ahovivig, N=apsipts aoBeviy, A=lev igles Enaciioon: Ta anaTEASTUOTA Twy £pYROTTpaRdy cEETA0EuY BafuchovodyTa avwihoya ue Tov faBys BaplmTes me {:.lc
Boomg 4.0 T NCICTCAE, * Aetpodhn i poubBearpdyn,
Deprypogn crbeyutyvwy avemBunTuy Evepyry. Juvolixd, oulicTeponevio onoudinmoTe Bodpod ovapiplnee or 716 (B2,1%) aofcveig nou thofav IBRANCE ave-
Eapeitws ouvBuaapod, pe ovBeteponevia BaBpod 3 wa Exe avageplol oc 500 (57,3%) colevels won culieteporevio Baliod 4 va Exo avadepBel o 57 (11.1%) aobe-
wicht, O Sedpeocs Kpdwog pixp 10 MpwTo ensosdio orletepomeviag onowulnnote Balpod fray 15 quepeg (12-700 nuépeg) mon n Sdpeon Sopxen ouBeTeponevias
Baaljsod a:!f.rl 3 Tuymonoepivis kvt mq fiav 7 nuépes. Eprdipetn oubereporevia avagdpinke omo 0,5% twy aolevay nou thafay BRANCE ot ouvBuaout
HE WTF) KL 1, ?%mume, Ehafav palbocsci oe ouvBuaopd e ALTpaliin, Emmmﬁstspmahnmﬁpﬂnmm E AU 29 Tao GOBEVEN
mou Hmmmclﬂliﬁnﬁﬁmrﬁmmﬁmammummmﬂmmnﬂmwpﬂum B0 B b O oy Euy. H avagapd maavo-
Aoty ey OvEMBUUT TGy EVEQYEILY LETA and Tn xopfynon 634100 KuKAGpOMDS TOU papUOKEUTIRG) motﬁvmi: [ mumr:um E:mp&ru ™ QUVEXT) TEpaKahad-
Enom g oypfome epERDUC-RIvEINoU TOW SOpURREUTIG (D NpsiivTes, ZnTeital and Toug enayyehamies uyeing va ovadipouy onoeedfnote mBaovoloyoduEves
avemBlumTEs EvEpyies plow: ERbeba; Ebvindg Opyoviouos @apuakwy, Meooyeioy 284, GR-15562 Nolagywd, ABfva, Tnhk: + 30 21 3200380337, @ak; + 30 21
DESAH585, lardmonog: hiipowewa.ocd gr. Kdmpog: @appaccummic Ympeoies, Ynoupyeio Yyciog, G- 1475 Arurwain, Tnk: <357 22608607, @al: + 367 22608660, lordmonog:
KATOXOE THE AAEIAT KYKAQSOPIAL- Pfizer Europe MA EEIG, Boukrvard de la Plaine 17, 1050 Brueelies, BEdno, TONIKOZ ANTINPOIONOE ITHN
EAAAAA; Piizer Eldag AE., A Meooydioy 243, 154 51 N Wageo, Adfva, Trh: +30 210 GTES800. TONIKOZ ANTINPOZONOE ETHH KYNPO: Plzer EAlag AE. (Cyprus
Branch), Acwpdpo; Abokdooss 26, Kripi Itegav, 2 Opogos, 2016 Aruswoia, Kungos, Tri: #3857 22 aﬂm mﬂum:ﬂl: u.Eu.z xmmu
ELAAGMT147001, 003, 005. HMEPOMHNIA ANABEQPHIHE TOY KEIMENOY: 07,2021, 75 MG B APS. Ie!
KAl NOZOKOMEIAKH TIMH - EAAAAA" AT 302349 €, N.T. 2.508.14 €. AIANIKH TIMH - K‘I'I'I'CII .|'L'I' 3.1?5.35 'E TP‘DI'IOE .ﬁ.l.!.ﬂﬂlli napmmm MY
ouvTayT) ame £ibid 1aTed Ko mapamehoGinom kard ™ Suipxken e oy,
M4 NAHPEIZ ZYNTAMOMPASIKEL NAHPOSOPIEL NAFAKANEIZBE NA ANEYSYNBEITE ETON TONIKO ANTINPOERND,




OPTANQTIKH EMITPOMNH

MNpo6edpos: L. Mepoukibns

MéAn:
I. Avaoténounos I Kopat¢onoundou
I. Appdvn A. Koutpas
B. Bacingiou A. KoutooUnfins
A. Bacidonounou . Mnovavos
A. BoAakdkn E. Oikovépou
E. Aapand I. Nanavépéou
I. ©nBaios A. TCaBénna
E. KatoouAn A. Toatocapdykou

A. Kokko@itns

A. Xaptoupnéxkns

EMIZTHMONIKH EMNITPOTITH

Mpoedpos: A. Manavaotaciou

Méfn:
M. ABavaciou ©. Makatowpns
M. Afdegonounos M. Mooxépn
E. Apkoupdvn A. MngAoukas
M. BAdxos A. Novvn
K. louna B. Maocod
E. Zaxapns X. Zipividv
A. Znln - Zeppnetldyfou M. Tpdnann
E. lyvauadou A. Xaviwtns
A. Kantoidou I. Xpiotobounou
E. Kaoon A. Xpovdas

A. Kpiepndapdns
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Oefpouapiou

XAIPETIZMOZXZ

Oines kal ifol,

Me peydnn xapd yia €tapto ouvexouevo €tos dlopyavawvoupe otnv TpinoAn tnv
Eknaideutkn Ainpepida «O1 Nées Mpoonukés atnv OykoAoyiax.

Z1o kévipo tns MNeAonovvhoou @ifodofoupe va avadei§oupe tnv néAN pas kar ws
kévipo twv enatnpovikwv e&eiewv nou cuviedouvtal oto nedio tns Oykofoyias 1o
dinpepo 25-26 Oefpouapiou 2022.

H enituxia tns ekGNAWONS TwV NEPACHEVWV LMV, ONWS AUTA anotun®BnKe anod tn
oupyetoxn oas afnd kai ta enoikodopntkd oas oxéAia, pds enwpizel pe peyandtepn
€ubuvn yia tnv gguvh npoonabeia.

Mapd us duopeveis ouvbnkes nou éxel dnuioupynoel n navénpia, Napapévoupe ota-
Bepoi otnv dnoyn pas Nws n QUOIKN NOPOUTia GE ENICTNHOVIKES EKONAMOEIS €ival
povadikn kal avavukatdotatn.

Yas kaAoUpe va napeupebdeite otnv Ainpepida pas 6nou Ba aviandd§oupe eniotnpo-
VIKES anOYels yia Us vées Npoontikés otnv Oykoroyia pe S1akekpIPEVOUS ENICTAPIOVES
ol onoiol Ba avadei€ouv us kaivotopies otn didyvwon kai Bepansia tns kakonBous
vooou.

Itavpos Mepoukidns Avaotdoios Manavaotaciou
Mpdedpos tns Opyavwukns Enitponns  Mpdedpos tns Emiotnpovikns Enitponns




Mapaokeun 25 ®efpouapiou 2022

16.00-16.30 NMPOXEAEYZH - ETTPA®EX

16.30-17.45 XLYIXPONEXZ NMPOKAHZEIX
LTH NOZHAEYTIKH OFrKOAOTIA |

Mpoebpeio: E. Kataoudn, N. Mntponouios

Ektiunon avaykwv oykofoyikwv acbevov
katd tn Sidpkeia ins Bepaneias
E. Aapaid

Avabdudpevol pofol atnv oykodoyikh voonAguTIKN
A. Manayswpyiou

H onpaaoia tns e€eibikeuons otn voonAgutkn @povtida
oykofloylkwVv acBevwv
K. Mnéza

©¢pata aopdneias oykonoyikwy acbevmv Kal voonAguTwv
Katd tnv nepiodo tns navénpias COVID-19
E. Anocrofonounou

17.45-18.00 AIAANEIMMA - KAOEX

18.00-19.15 WYXOKOINQNIKH ®PONTIAA ZTHN MNMOPEIA
THZ NOXZOY OFKOAOTIKQN AZOENQN

Mpoedbpeio: K. Aonuakénouios, B. Adyapn

O povaxikés 6pdpos tns XnpeloBepaneias
A. Bnxa

H Bgukn otdon zwhs otov kapkivo: Qeéneia kal ungpBonn
M.louAa

Kapkivos — Xpovia vooos

K. Aonpakénounos

H yuxoowpaukh npocéyyion tou oykodoykoU acBevous.
Aidyvwon kal Bepaneutkd epwtapata
I. KAewnas




EKMNAIAEYTIKH
AIHMEPIAA TIEAOMNONNHZOY

defpouapiou

Mapaokeun 25 ®efpouapiou 2022

19.15-20.15 YMOZXITHPIKTIKOI MAPATONTEZX
LTHN OTKOAOTIA

Mpoedbpeio: M.K. Ayyedonounou, M. BAdxos

Aiaxeipion avaipias og acBeveis nou unofannovtal
o€ xnpeloBepaneia
E. Zivvn

Avupetwnion Oudeteponevias.

H Zuykpion napayoviwv Makpds

évavu Bpaxeias dpdons :
, < voonviatns W WinMedica

A. Aanépyoia Me tnv euyevikn xopnyiatns M =TT

MpoéAnyn BpopPospfonikwy engicodiwv

o€ oykofnoyikoUs acBeveis

N. Kanoéiotpias

Alatpo@ikh unootnpiEn oykonoyikoUu acBevn
. NtetonouAou

20.15-20.45 ENAPKTHPIA OMIAIA
Mpoebpeio: Z.1. Kopeids, A. Manavaotaciou
Epponia mRNA: Ano tov SARS-CoV-2

otwn Bepaneia tou Kapkivou
I'. Mayiopkivns




rappato 26 Pefpouapiou 2022

09.30-11.00

11.00-11.30

11.30-13.00

13.00-14.30

EXZENAIZEIZ X TON KAPKINO NMNEYMONA
Mpoebpeio: ©. Makatowpns, I'. BAdxou
H cuppofn tou nveupovondyou otn didyvwaon

TV OYKwV nveupova
X. Bakdin

Aciktes kaBodnynons avoocoBepaneias
OTOV KJpPKivo nveupova
. ®oukas

O p61os tns avoooBepangias otov pn PIKPOKUTIAPIKO
KapKivo nveupova
H. A@avaoidbéns

Mikpokuttapikés kapkivos nveupova: E€enigels
M. BaoAaparzns

AIANEIMMA - KAOEZX

OEMATA AIALYNAETIKHZ OFTKOAOTIAX
Mpoebpeio: X. Koouds, I. Abauénounos

Ailaxeipion nveupoviudas and avoooBepaneia
6.6. Avayvwordkos

Agppaukn to§ikdtnta avocoBepaneias: Aldyvwon-Ogpangia
H. TzaBéAAa

AveniOupntes evépyeles avoooBepaneias
anoé 1o evéokpIviké cuotnua
A. Ade€dkos

Noipwén covid-19 otov oykonoyikd acBevih
B.A. Baoifeiou

MEXHMBPINH AIAKOTTH




EKMNAIAEYTIKH
AIHMEPIAA TIEAOMNONNHZOY

defpouapiou

rappato 26 Pefpouapiou 2022

14.30-15.30 Ol NEEXZ NMPOONTIKEZ XTON KAPKINO
OYPOIMOIHTIKOY

Mpoebpeio: A. Xpiotonounou, E. Towvn

Neodtepa dedopéva otnv avupetwnion Kapkivou npootdtn
N. Tooukands

Avaotoneis TupoaoivIKns KIvaons otov KapKivo veppou
X. Kékkadn

AvooobBepaneia otov kapkivo
veQpoU-oupodOxou KUotns
N. AdeBizénounos Me tnv euyevikn xopnyia tns MERUK

15.30-16.30 XYIXPONEX NMPOKAHZEIX
ITH NOZHAEYTIKH OFKOAOTIA 1l

Mpoebpeio: I. Aviwviou, M. Aaunpdkn, A. lMNanaiwdvvou

Noondgutkn euBuvn otnv Nnpooéyyion
tou oykofloyikoU acBevous
K. Aonpdpuoupyou

H ocupPofn tou KovwvikoU AgitoupyoU otov oykonoyikod
acBevn kal to nepifdnfov tou
I. Mnain

©¢pata uylielvhs Kal acpdneias katd tn didnuon
KUTIAPOOTATUKWY PAPHAKWY
I'. Mapyicwiou

16.30-17.00 AIAANEIMMA - KA®QEX




rappato 26 Pefpouapiou 2022

17.00-18.00

18.00-19.30

NEOTEPA AEAOMENA ZTON KAPKINO NENTIKOY
Mpoedpeio: A. ApbaBdvns, A. Znzn-Xepunerzéyiou

O avaduodpevos poénos tns avocoBepansias otov
YOOTpOo0oIcoQpayIkO KApKivo
. Mana&oivns

Oepaneutikés afyopiOPos otov NPOXwPNHEVO KAPKIVO
NaykpEatos
M. NikoAdou

LU0yxpovn Slaxgipion YETAOTATUKOU KAPKIVOU NAXEDS EVIEPOU
M. Manavaotaoénoudos

EXEAIEEIZ XTON F'YNAIKOAOTIKO KAPKINO
Mpoedbpeio: A. Koutpas, Z. Xapibdkn - Zwpa

Any6pi1Bpos avupet@nions YELaoTatkoU
oppovoeuaiobntou Kapkivou pactou

@. Zayouph

Loyxpovn Siaxeipion petactaukou HER-2

BeukoU kapkivou paoctou
A. Tpupwvénounos

Ltoxeuon tns petdnnagns PIK3CA
OTOV PETAOTATIKO KAPKiVO paotou
A. TzoBdpas

LUyxpovos Bepaneutikés anydpiOpos Kapkivou woBnkwv
L. Ztauaronouiou

O pdnos tns avooobepaneias otov PETAOTATIKO KAPKivo
evbopntpiou
A. Kupiazoyiou



EKMNAIAEYTIKH
AIHMEPIAA TITEAOMNONNHZOY

Oefpouapiou

rappato 26 Pefpouapiou 2022

19.30-20.00

20.00-20.30

XAIPETIZMOI

Aioikntns evikoU Mavapkadikou Noookopeiou TpinoAns: A. Tzavis
Anuapxos TpinoAns: K. Tziouuns

Avunepipepeidpxns Yyeias lMedonovvnoou: A. Xpovds

Mpdbedpos latpikou ZuNidyou Apkadias: B. Wuxoyuids

Aioikntns 6™ YTIE: I. KapBéns

KENTPIKH OMIAIA
Mpoedpeio: X. Kittas, I'.K. Zwypdpos

Menétn Bavdtou. Aipetikés OKEPEIS YUPW
ané wn Bepangutikh didotaon tns éxvns
. Enponaiéns

AHEIH AIHMEPIAAZX
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OMIAHTEXZ - MPOEAPOI

M.K. A[TEAOMNMOYAOY
KaBnynhtpia Aipatonoyias, Aipatodoyikn KAivikh EKMA, T.IN.A. «Adiké»
I. AAAMOIOYAOZ
Alpatonoéyos, AieuBuvins Movadas Meooyeiakns Avaipias, I.N. KaAapdtas
H. AGANAZIAAHZ
MaBonodyos - Oykonodyos, AicuBuvins Oykonoyikns KAvikhs «Mntépa,
Enikoupos KaBnynths Oykofoyias, Northwestern University, H.M.A.
N. AAEBIZOMOYAOZ
MaBonodyos - OykoAodyos, I.N.A. «O Euayyediopds»
A. AAEEAKOZ
EmpeAnths B’ Evbokpivonoyias - Aiaphtn - Metaponiopou, M.I.N. TpinoAns
«H Euayyediotpia»
©.6. ANAINQITAKOZ
Mveupovonoyos - ®upauondyos, MD - PhD, EmpedAntis B’ M.I.N. Tpinofns
«H Euayyediotpia»
Il. ANTQNIOY
Naidiatpos, AleuBuvipia Naidiatpikhs KAivikns M.I.N. TpinoAns «H Euayyediotpia»
E. ANOLTOAOMNOYAOY
NoonAeUtpia ME, MSc, ME© M.T.N. TpinoAns, Ynoyngia 816aktwp
A. APAABANHX
MaBoAodyos - Oykonodyos, MD, PhD, AieuBuvtns - Eniotnpovikés YneuBuvos,
A’ MaBonoyiko - OykoAoyikd Tuhpa, NA.O.N.A. «O ‘Aylos Zappas»
K. AAHMAKONOYAOZX
KaBnyntias Wuxiatpikns, Tunpa latpikns Maveniotnpiou Matpv
K. AZMPOMOYPIOY
NoonAeUtpia ME, MSc, PHD(c), YneuBuvn TEM, YneuBuvn Eibikhs Movadas
Bpoyxookonnoswv MN.I.N. TpinoAns «H Euayyediotpia»
I. BAKAAH
Mveupovonodyos - ®upauonldyos, PhD, EnipyeAntpia B’ I.M.N.TpinoAns
«H Euayyediotpia»
B.A. BAZIAEIOY
MD, MSc, PhD, MaBoAdyos, AleuBuvins - YneuBuvos Movadas COVID-19, I.IN.N.
Tpinofns «H Euayyediotpia»
M. BAIAAMATZHX
MaBonodyos - Oykonodyos, MD, PhD, Eniotnpovikd kai Aloikntukd YneuBuvos
Oykonoyikns KAvikhs I.N.A. «O Euayyediopods - MoAukAIvIKA»
A. BHXA
NoondeUtpia, MSc, PhD, Mpoictapévn Huepnaoias NoonAeias, M.I.N. Matpwv
Mn. BAAXOZ
Aipatonéyos, Empennths B’ M.I.N. TpinoAns «H Euayyediotpia»
r. BAAXOY
Mveupovonoyos, MD, PhD, EmpeAntpia A’ I.MN.N. TpinoAns «H Euayyediotpia»




EKMNAIAEYTIKH

AIHMEPIAA TTEAOMNONNHZOY
Oefpouapiou

OMIAHTEXZ - MPOEAPOI

Nn.TOYAA
Wuxiatpos, YneuBbuvn tns Kivnths Movdadas Wuxikns Yyeias Axaias
E. AAMAANA
NoondeUtpia TE, YneuBuvn OykondoyikoU TuhApatos I.MN.N. TpinoAns
«H Euayyediotpia»
A. AAMEPITOAA
Eibikeudpevn latpds Ecwtepikns Mabonoyias, ' Maveniotnpiakn NaBoAoyikh
KAvikn, T.N.N.6.A. «H Zwtnpia»
®. ZATOYPH
Avaninptpia KaBnyntpia latpikins IxoAdns E.K.M.A., MabBondyos - Oykondyos,
©¢epanguukn KAivikA, I.N.A. «Afe§avdpa»
A. ZHZH - XEPMNETZOTAOY
MaBonoyoavatépos, Emotnpovikd YneuBuvn AicuBuvipia, NaBonoyoavatopikd
Tunpa, I.N.MN «Tzaveio»
r.K. ZQrPA®OL
KaBnyntns Xeipoupyikhs, AleuBuvtis A’ Mponaideutikis Xeipoupyikns KAvikns
IN.A. «Innokpdteio», EKMA, MNpoéedpos Avwidtou YyelovopikoU XupBoudiou AY.L.
N. KAMNOAIXTPIAX
MaBoAdyos - Oykonodyos, PhD, Oykofoyiké Tunpua, M.I.N. Natpwv
E. KATZIOYAH
NoonneUtpia - Mpoictapévn OykonoykoU Tuhpatos I.M.N. TpinoAns
«H Euayyediotpia»
X. KITTAZ
Opodupos KaBnyntns latpikns Xxonns, Mpwnv MNpUtavns tou Maveniotnpiou
ABnvwv

I. KAEQIMAX

PhD, Neupoyuxondyos - Wuxavanuths
I. KOKKAAH

MaBonAodyos - Oykonodyos, Enipentpia B, I.N.A. «Innokpdteio»
L.l. KOPOIAZ

Avaninpwtns KaBnyntis Neupoxelpoupyikis, latpikn IxoAn EBvikou
& Kanobiotpiakou Maveniotnpiou ABnvav

X. KOIMAX
MaBonodyos - OykoAodyos, Eniotnpovikds YneuBuvos - AieuBuvins MNaBonoyikou
- OykofoyikoU Tunuatos & Movadas Metapdoxeuons Aiponointukmv Kuttdpwy,
Avukapkiviké Nocokopeio Meipaid «Meta&da»

A. KOYTPAX
AvanAnpwths KaBnynths NMaBoAoyias - Oykondoyias, AilcuBuvins Oykondoyikou
Tunpartos latpikhs Ixofns, Mavemaothpio Matpav

A. KYPIAZOTAOY
MaBondyos - Oykondyos, Enikoupikds Enipedntis, B’ Mponaideuuki Mabonoyikn
KAvikn, M.I.N. «cAtukév»
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OMIAHTEXZ - MPOEAPOI

B. AATAPH
Xuvtoviotpla AieuBuvipia Wuxiatpikns KAvikns, AieuBuvipia latpikns Ynnpeoias,
I.M.N. Tpinofns «H Euayyediotpia»

M. AAMIMPAKH
AleuBuvipia Noonfdguukhs Ynnpeaoias, I.M.N. Tpinofns «H Euayyediotpia»

. MATIOPKINHZ
Enikoupos KaBnynthas Yyieivas - Enibnpiofoyias, Epyaotipio Yyieivias kal
Eménuionoyias kai latpikhs Lrauotkns

©. MAKATZQPHX
Avaninpwtns KaBnyntis NaBonoyias - Oykonoyias, Tunpa latpikns
MNaveniotnpiou MNatpwv, Oykonoyiké Tunua M.F.N.M.

r. MAPTIQAOY
RN, MSc, PhD(c), AieuBuvtpia AIEK, I.MN.N. Tpinofins «H Euayyediotpia»

N. MHTPOMNMOYAOZX
Noonfeutns Mpoiotduevos XepoupyikoU Tuhpatos, I.M.N. TpinoAns
«H Euayyefiotpia», Aibdktwp Maveniotnpiou MeAonovvhoou

I. MOAAH
Koivawvikh Agitoupyos, MNpoioctapévn Tuhpatos Koivwvikns Epyaacias, I.M1.N.
Tpinofns «H EuayyeAiotpia»

K. MMNEZA
NoonAeUtpia TE, MSc, I'.MN.N. TpinoAns «H Euayyeniotpia»

M. NIKOAAOY
MD, MSc, PhD, NaBoAdyos - Oykofdyos, Enipentns A’, A’ NMaBoAoyikn -
Oykonoyikn KAvikn, I.A.O.N.A. «O Ayios Lappas»

M. NTETOMOYAOY
Kaivikh Alaitonéyos, Mpoiotapévn Tunpatos KAivikns Alatpo@ns, I.N.A.
«Kopylaféveio Mnevakelo», Aibdokouca MA407/80, Tuhpa Emothpns Alatpogns
kai Aiaitonoyias, Naveniothpio Mefonovvhoou

r. EHPOMAIAHE
KaBnynthas lotopias ®iAoco@ikwv kal AioOnukwv 16ewv, Tuhpa MoArtukns
Emothpns kai lotopias, MNavteio MNaveniothpio

A. MANATEQPTIOY
Enikoupos KaBnyntns MaBoAoyikns NoonAeutkns Maveniotnpiou MeAonovvhoou,
MNpoiotduevos Oykonoyikns KAivikhs EupwkAivikns ABnvav

A. MAMNAIQANNOY
NoonneUtpia TE, MSc, Mpoiotapévn MaBonoyikou Topéa, I.MN.N. TpinoAns
«H Euayyediotpia»

A. TMAMANAZLITAZIOY
MD, PhD, PharmD, Enik. Ka®nyntns NMabonoyikAs Avatopikns, TUApPA Bloiatpikayv
Eniotnpov, Mavemotapio Autkhs Atukns




EKMNAIAEYTIKH

AIHMEPIAA TTEAOMNONNHZOY
Oefpouapiou

OMIAHTEXZ - MPOEAPOI

M. NANANAITAZOMNOYAOZ
MSc, PgDip (Onc), MRCP, CCT (UK), EmipeAntihs Oykondyos, Movada
XnpeloBepaneias I'.N. Matpwdv «O ‘Ayios Avopéas»

r. NANAZOINHZ
MaBoAdyos - Oykonodyos, EnipeAntns B’, B’ MaBondoyikn KAvikn, IA.O.N.A.
«O Aylos ZapPRas»

Z. TAPIAAKH - ZQPA
MD, PhD, MaBondyos - Oykonodyos, Mpdedpos Etaipeias Oykoddywv - MaboAdywv
EAAadas (E.O.M.E.), Emotnpovikds YneuBuvos OykofoyikoU Tunpatos «AokAnmnios
AIATNQZIZ» KAivikh «AokAnnigiov Kphtns», HpdkAgio Kphins

E. ZINNH
Aipatonéyos - Enipedntpia B’, I.1.N. TpinoAns «H EuayyeAiotpia»

L. XS TAMATOIMOYAOY
MaBonodyos - Oykonodyos, Noookopegio Kadaudtas

H. TZABEANA
Aeppatonodyos - Appodiciondyos, Enipedntpia B’, I.MN.N. TpinoAns
«H Euayyediotpia»

A. TZOBAPAX
PhD, MaBondyos - OykoAdyos, EnipeAntas B’, A’ MaBonoyikh - OykoAoyikh
KAvikn, T.A.O.N.A. «O Ayios Zappas»

A. TPYOQNOMNOYAOX
MaBonodyos - Oykonodyos, AlcuBuvins, B’ NMaBonoyikh OykoAdoyikn KAivikn,
rA.O.N.A. «O Aylos ZapBas»

N. TZIOYKAANAL
MD, MSc, PhD, NaBondyos - Oykonodyos, MSc BionAnpogopikn, AvanAnpwtins
AleuBuvins Oykonoyikns KAivikns 401 IN.Z.N.A., Eniotnpovikds Zuvepydns
Noocokopeio «Eppikos Ntuvav», ABhva

E. TZQNH
Tuvtoviotpia, AleuBuvipia AkuvoBepansutikoU Tunpatos, I.N. Natpwv «O Ayios
Avbpéas»

n. ®OYKAX
Avaninpwths KaBnyntns, B’ Epyaocthpio MaBonoyikhs Avatopikns latpikns Ixonnhs
E.K.M.A., MN.I.N. «<ATukév»

A. XPIZTOMOYAOY
MaBondyos - Oykonodyos, AleuBuvipia EXY, Movada XnpeioBepaneias,
IN. Natpav, Aibdkwwp latpikhs Ixofns, Maveniothpio Matpwv
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NEENIKEX MAHPOOOPIEZX

Hpepopnvies Aie§aywyns:
MNapaokeun 25 - LapPato 26 DePpouapiou 2022

rMwooa uvedpiou
H enionpn yAwooa tns EkdhAwons eival n EAANvIKA

Eyypagés:

Awpedv

H uBp18ikn eyypaphn nepidappavelr:

H eyypa@n yia tous EidikouUs kai Eibikeudpevous 1atpous nepidapfavel npo-
ofaon oto ouvedpiakd xwpo, napakofolOnon tou eniotnpovikoU npo-
ypdupatos, e- kovk@pda, napandafn nAektpovikoU ocuvedpiakoU uAikou
(e-program), link oUvbeons otn cuvedpiakh nAatwpdppa diadiktuakns ava-

petddoons & password npéofaocns, e-nictonoinukd napakofoubnons pe
Moépia (CME Credits) ané tov MaveAnnvio latpikd ZuAdoyo (M.1.L.)

H &iadiktuakn eyypagn nepinappfaver:

Mapadafn nAgktpovikoU cuvedplakou uAikoU (e-program), link olvbeons
otn ouvedplakh nAatpoéppa diadiktuakns avapetddoons & password npo-
ofaons,e-nictonoinuké napakodoubnons.

Mopiod6tnon:

H Mopiobétnon pe 14 Mopia (CME Credits) ané tov Maveddnvio latpikéd
runnoyo (M.L.Z.) e-certificate Ba npooappootei avanoyikd pe tov xpévo na-
pakofouBbnons pévo ous 1aTPIKES €101IKOTNTES.

e-Motonoinuké NMNapakoAouOnons:

To e-Miotonoinuké MapakoAouBnons Ba civalr d1aBéoipo yia tous ouvé-
6pous pe tn AREN tns Ainpepidas. ©a otanei oxeukd email otous eyyeypap-
pévous yia tnv diadikacia ékdboons tou e-Certificate. MNa tnv napadafn tou
niotonoinukoU anaiteital n napakodouBnon tou 60% tns cuvofikns didp-
Kelas tou Enmiotnpovikou Mpoypdppatos. Ta Mépia Tuvexi(opevns latpikhs
Metantuxiakns Eknaibeuons (Z.1.M.E.) ané tov MaveAnnvio latpiké LuAfdoyo
(M.1.Z.). 6a npocappootouv avanoyikd pe tov xpoévo (puaoikns & diadiktua-
Khs) napakoAouBnons ous 1atpIKES €I6IKOTNTES.
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NEENIKEX MAHPOOOPIEZX

Alapovn:

‘Exel e€ao@anioBei enapkns apiBuos dwuatiwv oe Eevodoxeia tns TpinoAns
yia tnv kafdutepn duvath eunnpétnon twv ouvédpwv. MNa tn diaBeoipydtnta
Sdwpatiwv kal arithpata yia ta cuvedpiakd §evodoxeia, pnopeite va enikol-
vwvnoete aneuBeias pe tnv MNpappateia tou Zuvedpiou.

Opydavwon:

T,

l ¥ :*::&."; “:
\T %
€.m.l1E

ETAIPELA MOPIAKHE IATPIKHE KAl
EZATOMIEYMENHE BLATRITIHE KA BEPANEIAL

lpappateia Zuvedpiou:

D @ 9 ONETO ONE ALE.
© ? Nikns 16, 105 57 A®nAva, TnA. 210 7254383-385-386, Fax: 210 7254384
o ] 7 E-mail: info@one2onesa.com, Site: www.onetoone-congress.gr
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EYXAPIZTIEZ

EuxapiotoUpe Oeppd tis papLakeUTIKEs taipeies
yia tnv noAUtiun oIKovouIKkn atnpi&n tous.

- —

U Bristol Myers Squibb ZENORASIS
W vinMedica R
M Serving Health for Life AMN
’.ﬁr ‘astellas AstraZeneca

MRRCTK & Pfizer

Oncology

SIPSEN A3, DEMO agee

Innovation for patient care BIOMHXANIA ®APMAKON

- L
prenJ e INNOVIS

S — Fulure health today

D, S,

DAPMAIEPEB Pierre Fabre
FARMAKA S.A.

:
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EYXAPIZTIEZ

EuxapioroUpe Oeppd tis papLakeuTIKEs taipeies
yia tnv noAUtiun oIKovouIKn atnpi&n tous.

PharmaZac
=
»myriad
GENE

analysis

19

U, NOVARTIS

teva

gﬁ Galenica s.a.

SANDOZ: ;"

Eatra clean




BonBriare va yivouv Ta pdppaka mo aooA Kai Ava@épere
OAEZ g avemBupnTeS evépyeies yia ONA Ta @dppaka
oupnAnpavovrag v “KITPINH KAPTA”

Avagépere kBe Unomm avem@Uum evépyel oUpgwva pe 10 BVIKG oloTua
avagopdg oto Tprfpa AveruBupntwv Evepyewdv Tou EBvikou Opyaviopol ®appdkwv
(EQ0) Tk 2132040380, Fax 2106549585, e T xprion mg Kipu Kdptag ia8goym
Kat omv otooeAida tou EO®: www.eof.gr yia €viurm 1 nAektpovikri umoBoAr i
evaMaktikd omv AMGEN EAGG Gappakeutikd E.MN.E. TnA.: +30 2103447000.



A
NUBEQA

(darolutamide) &et

BonBroTe va yivouv Ta QAppaka mo ac@aAr Kai
Ava@gpere

OAEZ TG avemBupnTeg EVEPYEIES Yia
OAA Ta pappaka
ZupmAnpwvovtag Tnv «KITPINH KAPTA»

e
oplag:
, [eppavia

Tonikég avrinpéownog T
Kdnpo: Novagem Ltd, Ti

Turipa latpikiig MAnpopdpnang
TnA: +30 210 6187742, Oak: +30210 61 7

Email: medinfo.gr.cy@bayercom

Mpiv Tn cuvtayoypdenan cupBouleuBeite -
v MNepiAnyn XapaktnpioTikey Tou [Npoidvios:

PP-NUB-GR-0006-1



DV/01

07.2021/ALOXI CAPS-[L«

? Galenica ae.

Aloxi.

palonosetron HCI soft capsules

‘Eva kadkio nepiéxel 0,5 mg palonosetron

#2 HELSINN

Building quality cancer care together

ABriva: EAeuBepiag 4, Kngioid 145 64, TnA.: 210 5281700,
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myChoiceCDxPLUS.

MYRIAD

yChoice CDx:

Prospectively Validated***"

Trusted assay for multiple clinical trials by pharmaceutical partners

Clinically Actionable Results
Identifies patients eligible for treatment with PARP inhibitors

International Guidelines
Include recommendations for myChoice® testing for ovarian cancer'"'?

Fast TAT
myChoice® CDx PLUS delivers accurate results in approx. 14 working days
after sample receipt

myChoice® CDx PLUS can inform treatment decisions

myChoice® CDx PLUS Intended Use

Myriad myChoice® CDx PLUS is used to detect Homologous Recombination Deficiency (HRD)
by assessing the Genomic Instability Status and the Tumor Mutation BRCA1/BRCA2 Status
in genomic DNA extracted from tumor specimens. Results are used as an aid to determine
the eligibility of patients with ovarian cancer for treatment with certain Poly-ADP Ribose
Polymerase (PARP) inhibitors in accordance with the approved therapeutic product labeling.
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Mia E¢étaon - Tpel¢ AMavTiRoElG
Avwtepn MNpoyvwoTiKA Kat
MpoBAentikn Ikavotnta

‘Epmota E§atopikeupéva €
AmnoteAéopata
¢ H povadikn mpoyvwaoTIKN e€€TACN TTOU UTTOPE( VA ATAVTIOEL \

+ Qv N aoBeVNC 0aC UTTOPE( VA ATTOPUYEL UE AOPANELD TN XNUEIOBEpareia
- 1600 Ba gival To OPeN0C amd T Xopriynon xnuelobeparneiag
- av N aoBevnc oag Pmopel va SIakOPEr TNV eVOOKPIVIKY Beparteia e aopaAeia
HETATA 5 €TN
® H peyaAutepn «aAnBivr» opdda xaunAou Kivéuvou yla TNV ac@air HEiwaon TG
XnueloBepareiag
< TTIEPIOOOTEPO aTTd TO 70% Twv acBevwy e apvnTIKa dinBnuévoug Aeppadévec (NO)

< €W¢ 30% pe 1-3 dinBnuévoug Aeppadeveg

* [ovidlakn e€€taon 2n¢ YeVEAC Yl avWTEPN TIPOYVWOTIKN SUvapn

* Movadikd emAeypéva yovidla yia tnv akpiBry aflohdynon tou KivdUvou TnG mpwIUNG Kal TNG
QTTOUOKPUOMEVNG UTTOTPOTTING

® Melétec 0pBa oxedlaopévec pe otabepd dedopéva tou emméSou TG TIMAC Staxwplopou (cut off)
AAAA KAl TWV OTOIXEIWV TWV EUTTAEKOPEVWY A0OEVWV OTIC ETTIAEYUEVEG KOOPTEC

o Attt amoTtéAeoa Kivouvou (XapunAou 1 uniov)

* Taxeia amoteAéoPaTA O€ 2 NUEPEC OTAV EKTEAEITAL O
TOTIKA EpyacTripLa

To NICE Tou Hvwpévou BaaotAeiou
ouoTtjvel To EndoPredict

H afloAdynon katédeiée 6ti to EndoPredict eivat
KAIVIKA QTTOTEAECHATIKO KAl OIKOVOUIKA armodoTIKO

AaBéoipo otnv HAektpovikn Zuvtayoypdgnon tov E.O.M.Y.Y.
yta Mpogppnvomnavoiakég & Meteppnvonavctakég Fruvaikeg, ER-0gtiko, HER2-apvntiko,
Méye0og¢: pT1-3, Ztadio: 1-3, pe ApvnTikouc I} ‘Ewg 3 Oetikovg AinOnpévoug Aepu@adéveg
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MEPIAHWH TON XAPAKTHPIZTIKON TOY NPOIONTOX

1. ONOMAZIA TOY GAPMAKEYTIKOY NPOIONTOZ Lonquex 6 mg evéoiyio dIGAUpa OE TIPOYEUIOUEVT
ouptyya

2. TMOIOTIKH KAI MOZOTIKH ZYNBGEZH KdBe npoyepopévn alptyya mepléxet 6 mg Ameyk@ihypaotipng*
oe didhupa 0,6 ml. KaBe ml tou evéapou dlahipatog meptéxet 10 mg Ameykpypaotiung. H dpaotky
ouoia ivat €va opoloTOAKG 0UZeuypa ™G GYPAoTiung** pe peBo&u-roAuaiBulevoyAukdhn (PEG)
péow evog udatavBpakikol ouvdém. *Auté Baciletal omv meplekTkdmTa 08 Mpwteiveq pévo. H
ouykévtpwan eivat 20,9 mg/ml (3nA. 12,6 mg avd mpoyepopévn auptyya) v oupmepingBe( To Tarua
PEG Kat 0 udatavepakikg ouvdEmG. **H gthypaotin (avacuvduaopévog HeBEIOVUNIKGG avBpamivog
Tiapdyovtag Siéyepang armotkiwv KokklokuTtdpwy [G-CSF]) mapdyetat o kuttapa Escherichia coli péow
Texvohoyiag avaguvduaapévou DNA. H dpaatikémta autol Tou pappakeuTikol Tpoidvtog dev mpéneLva
OuyKpivetal pe m dpacTkdmTa pag GAANG MEYKUAWUEVNG 1) Hn-TIEYKUMWPEVNG TIPWTEVNG ™G Blag
Bepaneutikiq kamyopiag. MNa meploadtepeg mAnpopopieg, BA. mapdypago 5.1. Ekdoxa pe yvwot

anopdkpuvan tou napdyovta G-CSF. BAéne eniong napdypago 4.8. AgBeve(q e dpenavokuTIapiky avawia
Kpion dpenavokuttapiknig avawiag €xel ouoxetiote( pe m xprion G-CSF 1 mapay@ywv oe acBeveiq pe
Openavokuttaptki avawlia (BA. mapdypago 4.8). Ot ylatpoi 6a mpénel eMopEVLG va eivat PoaeKTIkol katd m
xoprynon tou Lonquex oe aoBevelq pe dpemavokuTtapikn avawia, va mapakolouBolv TG KataAAnAeq
KAWIKEG TIAPAPETPOUG KaL TA EPYACTNPLAKG anoTeA€apata kat va AapBdvouv urdyn my rubavr guox£Tion meg
AIeyK@thypaoTipng pe m di6ykwarn Tou omAfiva Kat Ty ayyeloanoppakTikn kpion. Yrokahawia Evdéxetat va
niapouatactel urtokahawia (BA. mapdypago 4.8). MNa aoBeveiq pe avgnuévo kivduvo urokahapiag Adyw
UTIOKEPEVTG VOOOU T} GUYX0PNYOUHEVWY QAPUAKWY, GUVIATATAL ) TIPOCEKTIKT) IapakoAouBnan Tou emmédou
Kakiou opoU kat 1 unokatdotaon Kakiou edv eivat amapaimto. Znelpauatovegpinda Exel avapepBel
onelpayarove@pitda oe aoBeveig mou €hapav eypaatipn, Aevoypaatipn 1 meyk@thypaotipn. Mevikd, ta
ouppdvta omnelpapatovepitdag emAUBNKay Letd m peiwon g d6ong 1 mv anéoupon mg GrhypaaTiung,
™G Aevoypaotipng 1 MG MeyKQhypaaTipng. Zuviotdrat mapakoloiBnom péow avaiuong oupwv (BA.
niapdypago 4.8). ‘Exkdoxa e yvwotr dpdon AT T0 pappakeuTIkd Tipoidv nieptéxet aopBLréAn. O aoBevelq pe

Opdon KaBe mpoyepiopévn auptyya mieptéxet 30 mg copPtéAng. Ndtpro. Ma tov Thrpn katdhoyo Twv
ekdOXwv, BA. mapdypago 6.1. 3. PAPMAKOTEXNIKH MOP®H Evéatyo didhupa o mpoyepuapévn alptyya
(evéoo). Alauyég, dxpwpo dStdAupa. 4. KNINIKEZ MAHPO®OPIEZ 4.1 OepancuTikég evaeigeig To Lon-
quex evdeikvutal yla xprion oe evilikeg yla ) peiwon mg didpkelag mg oudeteporneviag kat mg
eMmWonNg ™G eunupemq oudeteporeviaq o aoBevelq mou umoPdAAovial OE KUTTAPOTOSKN
XnHeloBeparteia yla kakorBela (pe myv egaipeon ™G xpéviag puehoyevoug Aeuxawiag kat twv
puehoduomhaoTik@v auvdpduwy). 4.2 Aogohoyia kai Tpémog xopriynong H Bepareia pe 1o Lonquex
Tipémel va Eekwvd Kat va mapakolouBeital ang ylatpoug EUMeLpoug oy oykoloyia 1 mv awatooyia.
Aocohoyia Mia d6on twv 6 mg Ameykpiypaotiung (pia epdmag mpoyepopévn ouptyya Lonquex)
ouviotdrat yua kdbe kukho xnpeloBepareiag, xopnyoUpevn mepimou 24 wpeg PETE ™V KUTTAPOTOEKN
XnuewBepaneia. Edikol mAnbuauol HAtkiwpévor aobevels TG KAWIKEG PENETEQ e TEPIOPIOHEVO
aplBpé NAKwpEvwy aoBevdy, dev mapampndnke onuavtiki dlagopd oxet{duevn pe mv nhikia 6aov
agopd ta TPopi\ aroteAeopatikdmTag f acpdielag Mg AEYKPIYPAOTNG. Zuverag, dev eival
anapaimm avarpooappoyr mg d6ang yia NAKIwHEVOUS aoBevels. ATBevelS e veppikTj SuaAetToupyia
Ta mapdvra daBéapa dedopéva meptypdpovtat omv napdypago 5.2, aANG dev prope( va yivel aiataon
yla ™ docohoyia. AoBevei e nratikij duoAetroupyia Ta napévta daBéaipa dedopéva meptypdoovtat
omv napdypagpo 5.2, alha dev propel va yiver ouataan ywa m doooloyia. Mladiatpikds nAnbuouds H
aopdAela kat n aroteheopatikdta Tou Lonquex ae matdid kat epripoug nAiag wg 17 eTdv dev £xouv
akdpa tekunplwBel. Ta napéva dlabeaipa dedopéva meptypdpovtat aTig napaypapoug 4.8, 5.1 kar 5.2.
Tpérog xopriynong To didAupa evietat urtodépta (SC). Ot evéaelg mperet va xopnyouviat oy koakn
Xwpa, oto Bpaxiova 1§ oto pnped. H autoxopriynon tou Lonquex Tipémel va dlevepyeitat pévo and
aoBeveig mou dlaBétouv v KatdAnAn mapakivnan, enapkn ekmaideuan kat npéopaon 0Tl GUUBOUNES
ed1kou. H mpaym éveon npénet va dievepyeitat und apeon atpikr eniBheyn. Ma odnyieq oxeTikd pe tov
XELPLOPG TOU PapPUAKEUTIKOU TPOIOVTOG TpWv amd ) xopriynan, BA. mapdypago 6.6. 4.3 Avrevdeigeig
YrnepeuawBnoia om dpaatiki ouadia 1} o€ kdmoto and ta €kdoxa rmou avapEpovial oy napdypago 6.1.
4.4 Eidikég mpocidonoijoei kai mpopuAdEelg kard T xpron Ixvnhaowdmra Ma m Behtiwon mg
XvNAQOWWOTNTag, N EUMOPIKT ovopacia kat o aplBuég maptidag Tou XopnyoUHevoU GAPHAKEUTIKOU
TIPOi6vTog MPEMeL va Kataypdpovtat pe gagrivela ato apyeio tou aoBevols. Mevikd H aopdhela kat n
anoteAeopatikdmra tou Lonquex dev €xouv dlepeuvnBei oe aoBeveiq mou Aappdvouv xnpetoBepareia
uynhav d6oewv. To Lonquex Oev TpEmel va ypnaowormoteltat yia myv adgnon mg déong mg
KUTTapoTOEIKNG xmuetoBepaneiag mépa ané Ta Kabiepwpéva O000NOYIKA oxrpata. AMEDYIKEQ
avudpdoelg kat avoooyovikdmta AaBevelq pe unepeuaioBnaia otov G-CSF 1 napdywya dlatp€xouv
emiong tov kivduvo avudpdoewv unepeuawBnoiag om  Ameykpuhypaotipn  Adyw rubavrg
Olaotaupolpevng aviidpactikdmrag. Aev Ba mpémnet va Eekwvroet Bepaneia pe Ameykoypaotiun oe
autoug Toug aoBeveig AGyw Tou Kvdivou dlactaupolpevng avtidpaong. Ta meploodtepa BloAoyka
(PAPHAKEUTIKG TIPOIGVTa TIPOKAAOUV KAMOLOU EMUTEGOU aMAvman e aVTIo®UaTa Evavit Tou Gappakou.
AuTi 1 QNAVIOT le AVTOWUATA UTOPEL, OE OPIHEVES TIEPTILOELG, Va 0BNYIOEL 08 averuujtes

onavia KA uKa TipoBApata duoavegiaq o GPOUKTOlN dev MpPEMeL va Xpnaoluonomoouwy autd To
npapuam:unm TIPOIOv. TO QAPUAKEUTIKO QUTO TIPOIGV TiepiExet Aydtepo aré 1 mmol vatpiou (23 mg) uva
Tipoyepiapévn ouptyya, dnA. ouolaoTtikd «eAeuBepo vatpiou». 4.5 AAARA Goeig pe GAAa

npoidvra kai GAAeg pop@Eg aAAnAenmidpaong Adyw g rubaviq euawobnoiag Twv Taxéws dlapolpevwv
HUENOEBMY KUTTAPWV 0NV KUTTapoTo&Ik xnuetobepaneia, To Lonquex mpémet va xopnyeitat nepimou 24
MpeG PETA ™ Xopriynon ™G KUTTapoToElknig Xnuelobepaneiag. H auyxoprynon g AmeyKQIypaoTiung pe
0T0L0dNMOTE XNMEIOBEPATIEVTIKG PAPUAKEUTIKO TIPOIGV dev €Xel aglohoynOel oe aoBevelq. Xe poviéha pe
{wa, n ouyxopriynon G-CSF kat 5-pBoplooupakiAng (5-FU) 1 GMwv avipetaBohtav €xet katadetxBel 61t
evioxUel T puehokataotoAn. H aopdAeta kat n anoteAeopatikémra tou Lonquex dev €xouv aflohoynBei oe
aoBeveig mou AapBdvouv ynueoBepareia oxenldpevn pe KABUOTEPNUEVN MUEAOKATAOTOAN, TLX.
vitpoloupieg. H muBavémra aMnAenidpaong pe AiBo, to omoio emiong mpodyet v aneheubépwan
oudetepogilwy, dev €xel dlepeuvnBel eldikd. Aev undpyouv aTolxela Tou va anodelkviouv 0Tt pia TEtola
aMnAenidpaon propei va eivat erupAapng.

4.6 Tovipdtnra, KUnon km yahouxia Kunon Eivat moAU meploplopéva ta dedopéva (epttwoelg kpaong
£YKUpooUvNG Atyétepeg arné 300) and mv xprion mg AMeYKQIypaoTiung oTig £ykueg yuvaikeg. Mehéteg ae
{wa katédel€av avarapaywylkr Tofkémta (BAEne napdypago 5.3). Zav MPOANMTIKG PETPO, £ivat POTIUNTED
va arogevyetal 1 xprion Tou Lonquex katd m didpkela mg eykupoouvng. Onhagpdg Aev eivat yvwotd edv n
Arteyk@ypaotiun/ ot petapoAiteq anekkpivovtat oTo avBp@rivo yaha. O kivduvog aTo Bpépog mou Bnhdlet
dev propei va anokAelotel. 0 Bnhaopdg mpénel va dlakdmretat katd my didpkela mg Bepaneiag pe Lon-
quex. Foviuémra Aev undpyouv dlabéoiua dedopéva. Mehéteg oe {wa pe tov G-CSF kat napdywya dev

urodetkviouv eruBhaBeig ermdpdoelg o yoviudmra (BA. mapdypago 5.3). 4.7 doeig oTnv 6T
0diynong ka1 Xeipiopou pnxavpdrwv To Lonquex dev €xel Kapia 1} €xel aorpavm enidpaon gy avomta
0d1ynang Kat xelplapou atwv. 4.8 Ui ¢ evépyeieg Zuvoyn Tou Tpooik acpdhelag Ot mhéov

OUXVEQ averuBupnTeg evépyeleg elval LUOOKENETIKOG TIGVOG Kat vautia. To aUvdpopo SLlapuyng TPLXOEDWY,
T0 oroio evdgyetat va eivat aneinTiké yia my {wr edv kaBuateprioet n Bepareia Tou, Exel avagepdEel Kuping
oe aoBevelg pe kapkivo mou Aappdvouv xnpeloBepareia énetta and xopriynon G-CSF 1 mapay@ywv (BA.
Tiapdypago 4.4 kai napdypago 4.8). Mivakag avernbuuntwv evepyelav H aopdhela mg Ameykpiypaatiung
a&lohoyriBnke pe Bdon ta anoteléopata and kAwikEG peNETeg mou ouprepiélapav 506 aoBeveiq kat 76
Uyleiq BeAovTEQ TIou €AaBav MreyK@\ypaotiun ToukdxiaTov pia opd. Ot averuBUunTeg evépyeleq mou
mapatieval napakdtw otov mivaka 1 ta&wopolvial avd kamyopia/opyavikd oUompa. Ot Kamnyopieg
ouxvémTag epgdviong kabopilovial oUppwva pe ™MV akGAoubn auppacn: TOAU ouxveg (=1/10), ouxvég
(=1/100 éwg <1/10), 6xt ouxvég (=1/1.000 éwg <1/100), ondvieg (=1/10.000 éwg <1/1.000), MOAU
ondvieg (<1/10.000), pn yvwotég (dev pmopolv va extiunBolv pe Bdan ta dlabéaua dedopéva). Evieg
KGBe kamyopiag ouxvémrag epgdviang, ol averBuunTeg evépyeleg mapatievial katd @Bivousa oelpd
oopapdmrag.

[livakag 1: AveruBiunteg evépyeteq

EVEPYELEG 1) O€ AMGAELT TG AMOTEAETPATIKGTNTAS. Edv £vag agBeviig Sev avtarokpivetat o
0 aoBevq Ba mpénetl va umoBAnBel oe mepatépw agloAdynaon. e Mepimtwon eppaviang uoBuan
ahepylkrig avtidpaong, Ba mpénet va xopnynBei n katdAAnAn Bepaneia pe otevi) mapakohoubnon Tou
aoBevoug eni apkeTeg npépes. Awonomtiké ovompa H Bepaneia pe Ameykpiypaatipn dev anokAeiet
BpopBorevia kat avapia mpokalolpeveg and puehokataatahtkn xnpetoBepareia. H Ameykoiypaotipn
uropei emiong va ripokakéael avaotpédun BpopBorevia (BA. mapdypago 4.8). ZuvioTdtal n TAKTKNA
Tiapakoloubnan Tou aptbpol awlonetahivwv Kat Tou awlatokpim. Edikn pépva mpénet va AapBdveta
Katd ) Xoprynon HEHOVWUEVWY 1) GUVOUAGHEVWV XNHEIOBEPATIEUTIKAOV PAPHAKEUTIKDV TIPOIGVTWV TIOU
elvat yvwaté 6t mpokaholv gopapr| BpopBortevia. Evdéxetal va mapouatactel Aeukokuttapwaon (BA.
miapdypago 4.8). Aev €xouv avapepBe averuBUUNTEG EVEPYELES TIOU va Hropouv va arodoBouv Gpeca
ot AeukokuTtdpwon. H aignon twv Aeukwv aoapatpiwv (WBC) eivat oupBat pe TG pappakodUVapkeS
emdpdoelg Mg Mmeykpypaotipng. MEtpnon tou WBC mpénel va dlevepyeitat oe TakTikd dlagmpata
Katd ) Odpkela MG Bepareiag Aoyw Twv kAK@V emudpdoewv ™G AMEYKQYpaoTiung kat mg
TuBavomtag yla Aeukokuttdpwon. EGv ot petprioelg tou WBC unepBaivouv ta 50 x 109 petd to
avapevopevo vadip, n Ameykypaotiun mpénet va dlakomel apéows. AuEnuévn aiuomomTky
Opaompiéra Tou puehoU Twv 00TV Oe amdvmon o Bepaneia pe au€nuikd mapdyovia €xet
ouoxeToTel pe Tapodikd Betikd eupripata omv anelk6vion oot@v. Auté mpénet va AngBel unéyn katd
MV epunveia Twv QTOTEAEOPATWV G AMEIKGVIOoNG ooT@v. AcBeveiq pe puehoyevi Aeuxawia r
uueloduomhaatikd auvdpoua O dleyepTikog Mapdyovtag amolki@V KOKKIOKUTIGPWY UMopel va mpodyet
™V al&non Twv HUEAOEIB@Y KUTTAPWY Kat OPLOPEVV HN-HUENOEBDV KUTTapwV in vitro. H aopdhewa katn
anoteheopatikdmra tou Lonquex dev €xouv dlepeuvnBel o aoBevelq pe xpdvia puehoyevi Aeuxauia,
HuehoduomAaaTika auvdpopa 1 deuteporadr ogeia puehoyevi) Aeuxawlia. Zuvenag, dev Ba mpénet va
xpnooroleitat o autolg Toug acBevelq. Ewdwn pépyva mpénet va AapBdvetar ya m didkplon mg
O1dyvwong Tou PeTacynuatiopol Twv PAAcT@V ™G Xpdviag puehoyevolsq Aeuxawiag ané mv ofeia
puehoyevry Aeuxaipia. ZmAnVikE averuBuunteq eveépyeleq Mevikd QOUPTMTWHATIKEG MEPUTIWOELS
omAnvopeyakiag €xouv avapepBel petd m xopriynon Ameykgihypaotipng (BA. mapdypago 4.8) kat 6xt
OUXVEQ TepUTIWOElS PAENG OMANVGG, oupmepthapBavopévawy Bavameopwy TMePLOTATIKGY, €XOUV
avapepdel petd m xopriynon G-CSF 1 mapaywywv (BA. mapdypago 4.8). To péyeBog Tou oTAva Tpénet
£TOPEVWG Va TIapakolouBeltal MPOoeKTIKG (TLX. KAWIKT eEEtaan, umépnxog). Oa mpénel va e€etdaleTa
T0 evdeyGpevo didyvwang prigng aTAnveg e aoBeveiq rou avapépouv Tévo atnv aplatepr] Gvw Kothakr
X@pa i mOvo amv dkpn ToU Wuou. Mveupovikés avemBupnteq evépyeleq NMVEUPOVIKES averuBupnTes
evépyeleg, edikdTepa didpean nveupovia, £xouv avapepBel petd m xopriynon Ameykoiypaatiung (BA.
niapdypago 4.8). AcBevelq e mMPOOPATO LOTOPIKG MVEUHOVIKWY dnbrigewv 1 mveupoviag propel va
Olatpéxouv uPnAdtepo kivduvo. H évap&n TvEUPOVIKOV OUPTTTWPATWY, Onwg Prxag, TUPETEq Kat
O0omvola, o€ OUVOUAOPO pE aKTIVOAOYIKES evde(Eelg Tveupovik@v dinBroewv kat emdeivwon mg
TIVEUHOVIKTIG Aettoupyiag padi pe au§nuévo apibpo oudetepopilwy mope( va anoteholv mpokatapkTkd
onueia Tou ouvdpdpou oeiag avanveuoTikig duaxépelag (ARDS) (BA. mapdypagpo 4.8). Xe TéTo0lEg
TIEPUTTWOELS, TO Lonquex mpémel va dlakorretal katd myv kpion Tou yatpou kat va xopnyeitat n
KQtaAAnAn aywyn. Ayyelakég averBuunteg evépyeleq Exel avapepBel a0vdpopo dlaguyng TpLX0eddv
énewta and xopynon G-CSF 1f mapaydywv kat To omofo xapakmpiletat ané undtaonm,
UroAeuKwpaTvaipia, oidnua kat awoouykévipwan. 0L aobeveig mou epgavifouv oupnmT@LaTa GuvdpOpoU
dlaguyng tpixoedwv Ba npénet va napakoloubouvTat aTeva Kat va AapBavouv Ty TUTIKT) CUPTTTWHATIKY
Beparteia, n orofa pmopel va mepthapBdvet T avaykn yia eviatiki gpoviida (BAEME mapdypago 4.8).
‘Exet avagepBei aoptitda petd m xopriynon tou mapdyovra G-CSF o€ uyw dtopa kat e kapkivorabeiq
aobevelg. Ta ouprtwpata nephapBdvouv mupetd, kothaké dAyog, kakouyia, oopualyia kat auEnuévoug
deikteq pAeypoviig (rLy. C-aviidpdoa TpwTeivn kal enimeda AEUKWV aoopaipiwv oTo aija). Iug
TIEPLOOOTEPES MEPUTTIDOELS 1) A0PTITIdA OlAYVAOTNKE e a&oVIKY) TOHOYPAPIA KAl QVTIUETWIIOKE pe

Kamyopia/opyaviké ouomua Zuyvémrta AveruBiunm evépyela
Awarapayés Tou auuonomTikoU Kat JUVEQ Opopportevia*
T0U AELPIKOU OUOTILATOS A S —
. . EUKOKUTTAPWON*,
Ox ouxveg ZmAnvopeyahia*
Awarapayég Tou avooonomTikou ouoTiuaToS ‘Oxt ouxvEQ Avtdpdoelg unepeuaiodnaiag*
Awarapayés tou petaBoiauod kat ms BpéYng JUXVEQ Yrokahawia*
Awarapayés Tou veupikoU ouaTraTo JUXVEQ Kepahalyia
Ayyetakéq dlarapaxég Mn yvwotég Z0vdpopo BLaQUYNG TPIXOEWDMV*,
aoptitda*
Aarapayés Tou kol juaroc, JUXVEQ Awdrriuon
T0U BWpaka kat Tou [E00Bwpakiou ‘Ox1 ouyvég Mveupovikég averubupnteg
EVEPYELEG™, TIVEUPIOVIKT] apoppayift
Awarapayés Tou yaotpeviepikou TMoAU auyveég Nautia*
Awarapayés Tou déppatog kat Tou urmodoplou | Tuxveg Aeppatikég avudpdoelg*
[y

‘Ox1 oUyvEQ Avtudpdoelg mg B€ong Eveang*

Awarapaxés Tou puookeAetikou ouotriparog | MoAU ouxveg MuookeheTikdg mévog*
Kat T0U OUVOETIKOU 10TOU

Tevikéq dLatapayés kat karaotdoels me 000U | TUxveg Owpakiké dhyog
Xxopiynons
TMapakAwikés e€etdoetg OTOES Augnuévn akkalikr puwagatdon

afpatog*, augnuévn yahaktikl
agudpoyovdan aipatog*

*BA. napdypago «Meptypagr] EMAEYHEVWV QVETIBUUNTWY EVEPYELWV» TAPAKATW

Neptypagn emeyuévwv averuBiuntwv evepyelwv Exouv avapepBei BpopBorievia kat Aeukokuttdpwon (BA.
napdypago 4.4). ‘Exet avapepBel omAnvopeyahia, yevikd acuprwpatiki (BA. mapdypagpo 4.4) Evdgxeta
va mapoucdtactolv avtidpdoelg unepeualadnoiag, 6nwg deppatikéq aAAepYIKES avTdpdoelg, kvidwan,
ayyetooidnpa kar copapeq ahepyikéq avtidpdoel. ‘Exet avapepBel unokahawia (BA. mapdypago 4.4).
Nautia mapatmpriBnke oAU ouxvd oe aaBeveig mou AduBavav ynuetobepaneia. Exouv avapepBe{ VEUHOVIKES
averBupntes evépyeleg, edikdtepa didpeon Tveupovia (BA. mapdypago 4.4). AUTEQ Ol TIVEUPOVIKES
averuBupnteq evépyeleq propel emiong va mepthapPdvouv MVEUHOVIKG 0idnua, TVEUUOVIKEG dnBraelg,
TIVEUHOVIKT {vwan, avarveuoTikh avendpkela 1j ARDS (BA. mapdypago 4.4). Evdéxetal va mapouotaotolv
DepuaTikég avidpaoelg, Orwg epubnpa kat eavenua. Evdéxetal va napouataatolv avidpdoelg mg B€ang
£éveang, 6nwg okApuvon ™G BEang €veang kat movog MG BEong éveang. Ot AEov GUXVES averuBupnTeg
evépyeleq ouurep\apBavouv puookeAeTikoUg MGvoug, Onwg 00TIKG TGvo Kat puakyia. O PUOOKEAETIKGG
TIOV0G &ivat Yevikd firmiag £wg HETPLag 0opapdmTag, mapodikds kat Uropei va eAeyxBel je Turikd avahyntika
0ToUg TIEPLOOGTEPOUG aabevelg. QaT600 €xouv avapepBel MepITIWOELS 0oBapol HUOOKENETIKOU TOVOU



(Kupiwg 00TIKGG MGVOG Kat 00@uUaAY{a), oupmePAaPBaVOREVWV TIEPITIWOEWV TTOU 0dTYNoav 0 VOomAEia
o€ voookopeio. EvdExetal va mapouataatolv avaotpePipes, fries g HETPIES auENaelg ™G aAKaAIKAG
PWOPATAoNG Kat ™G YAAGKTIKIAG apudpoyovaong, xwpig oxetldpeveq KAVIkES eudpdoetg. Ot auEioelg
™G akkaAkig pwoatdong kat mg YaAaKTIKG agudpoyovdang katd ndoa rubavémra npoépyovat and
mv aiénon Twv oudetepopilwv. OpLopEveg averBUpNTES EVEPYELES UTOPE( va pnv €xouv Tapampnel
akopa pe m Mmeyk@ihypaatiyn, ahd eivat yevika anodekto 6t anodidovral atov G-CSF kat napdywya:
Awarapayés Tou auonomTKoU Kat Tou ASUPIKOU ouaTriuatos - PHEn ominveg, ouprepiapBavopevoy
Bavamedpwv meplatatikdv (BX. mapdypago 4.4) - Kpion dpenavokuTtapikig avaiag o€ aoBevelq pe
Opernavokuttapiki avaia (BA. mapdypago 4.4) Ayyetakég diarapax£g - Zvopopo Slaguyng TPIXOEWBMV
Meplotatikd ouvopGpou SLaPUYNG TPLXOELDWY EXOUV avapepBel 0TO LETEYKPLTIKG TiepIBAAAOV pe TV Xprion
G-CSF 1§ mapay@ywv. Ta MepOTATIKG AUTA EXOUV YeVIKA OUMBEL 0 A0BEVEIS |ie poxwpnjéva Kakonen
voonuata, onyawia, oe acBevei mou AapBavouv moAharma KG TipoidvTa X

1 urtopdAhovtal oe agaipeon (BA. mapdypago 4.4). - Aoptitda (BA. napdypago 4.4). Aiatapaxég rou
0épuarog kat Tou urodoptou otou - O&ela eumupe oudeTePOPIAKY depudTwaon (OUvOpouo Sweet) -
Aepuatkr ayyeiuda Aarapaxég twv vePpav Kat Twv oupopépwy 00wy - Imepapatove@piuda (BA.
niapdypago 4.4) Nadlatpikég mMnBuapdg H eprelpia ata nadd eivat neploplopévn o pua peAE epdnag
60ong edong 1 oe 21 nawlatpikouq acBevei nAikiag 2 €wg <18 etwv (BX. mapdypago 5.1), n ornoia
Oev katédel&e dlapopd oo mpoeik aopdlelag Mg AmeyKpypaoTiung ota nawdid oe aUykpLan Le eKeivo
otoug evihikeg. Ot oxeTi{6peves pe m Bepaneia averubupnTeq evépyeleg fitav 0ogualyia, 0oTIKOG
TI6VOG Kal augnpévog aptBuég oudetepoidwy (1 cuppdv amd to kaBéva). Avapopd mbavoroyoupevey
averuuuntwy evepyelwv H avapopd rmbavohoyoUupevwy QveriBULnT@V EVEPYELDV PETA amd T xoprynon
@delag Kukhopopiag Tou pappakeuTkod ipoidvTog eivat onpaviikr. Emutpénel m ouveyn mapakohoubnon
™G 0X€0nG 0PENOUG-KIVOUVOU TOU GAPUAKEUTIKOU TIPOIOVTOG. Znteftat and Toug enayyeAuatieg vyeiag
va avagépouv omoleadnmote ruhavoloyoUpeves averiBipnteg evépyeleg Léow tou EBvikou Opyaviopou
dappdkwv, Megoyeiwv 284, GR-15562 Xohapydg, ABriva, Tnk: +30 21 32040380/337, da&; +30 21
06549585, lotétorog: http://www.eof.gr. 4.9 YnepdoooAoyin Aev undpyel eurelpia pe umepdoooroyia
e ™ Ameyk@thypaotipn. Ze nepimwon unepdoaoAoyiag, petprioelq WBC kat aorietahinv mpénet va
OdlevepyolvTat o€ TaKTIKK Pdon kat o péyedog Tou oTAfva TPETEL va TapakoAouBe(Tal POOEKTIKG (TLX.
KAWIKT] €E€Taa, UNEPNX0CQ).

5. GAPMAKOAOTIKEZ IAIOTHTEZ 5.1 ®appakoduvapikeg 1816TnTeG GappakoBepaneuTikr kamyopia:
AvooodieyepTikd, mapdyovieq BlEyepong amowiwy, Kwdikdg ATC: LO3AA14 Mnyaviouéq dpdang
H Nmeykgihypaotipn eivar éva opolomoAiké oUleuypa ™G GAyYpaotiung pe €va péplo peBogu-
TioAualBulevoyAukoAng (PEG) péow evog udatavBpakikol ouvd€m Tou amoteleitat and YAUkivn,
N-aketuhoveupapvikd o&0 kat N-aketuhoyahaktolapivn. H péon poptakn pda eival nepimou 39 kDa ané
v oroia To T MpwTeivng anotehel mepimou o 48 %. 0 avBpwruvog G-CSF eivat pa yAukonpwieivn
TI0U puBuilel v mapaywyr Kat aneleuBEPWOn AEToUpYK@Y oUdETEPOPAWY ATG TO HUEAG TWV OOTAV.
H @ypaortipn eivat £vag pn-yAuko{uhlwpévog avaouvduaopévog pebelovulikég avBpamivog G-CSF. H
Aineyk@hypaotiun eivat pa poper napatetapévng didpkelag Mg GYpaotiung Adyw g HELWUEVNS
vePPIKNAG kdBapang. H Ameykpiypaotiyn ouvdéetal atov unodoxéa tou avBpwrvou G-CSF 6nwg
n Qypaotiun Kat n neykpypaotiyn. dapuakoduvaukéq emdpdoelq H Ameykpilypadtiun kat n
QthypaoTipn mpokdAeoav pa éviovn augnon otoug aplBpolg oudetepodilwv MEPIPEPIKOU aipatog
EVI6G 24 WPV, e HIKPEG auERoelg povoKUTTIApwY f/kal AeppokuTtdpwy. Autd Ta aroteAéopata
urtodetkvuouv 0Tt To Turpa G-CSF mg Ameykgihypaotiung mpoadidel mv avapevopevn dpacmpiémra
autol tou auéntikol mapdyovta: di€yepon Tou MOAAAMAQCLAOKOU TWV QWIOTOMTIKAV MPOYOVIKOV
KUTTGpwV, dlagoporoinan o€ wpwua KUTrapa kat aneAeubEpwon ato MePIPEPIKS aipa. Auth n enidpaon
TiepapBdvel 6L povo m yeveahoyia oudetepopilwv aAAd emekteivetal e GAha mpoyovikd kUTtapa
piag yeveahoyiag 1 mOAAMA@Y yeveahoyl@v kat oAudivapa aporomntikd Bhactikd kuttapa. O G-CSF
eniong au&dvel mv avtiBakmplakr dpacmplemTa Twv oudetepoplwv oupnephauBavopévng mg
(payokuttapwong. KAk anoteAeopatikémra kat aopdiela Aogohoyia mg Aeykypaotiung pia popd
avd kUkAo dlepeuviiBnke oe 600 BAOIKEG TUXAlOTOMPEVES, DIMAEG-TUPAEG KAWIKEG LENETEG OE 0BevE(
Tiou uroBaAhovtav o€ puehokataotahtik ynueoBepaneia. H mpwm paakr (edong lll) khwikr perém
XM22-03 fitav pa eXeyxGpewn pe evepyo pdppako perém o 202 aoBevelq pe kapkivo Tou paatou otadiou
1I-IV Tou éAaBav €wg Kat 4 KUkAoug xnpeloBepaneiag mou nepiduave 5o§opoupikiv kat dooegatéAn. O
aabeveiq uxaononibnkav 1:1 yia va AdBouv 6 mg Mmeykpiypaatipng rj 6 mg meykpiypaatiung. H pelém
Katédel&e pn-katwtepdmmra mg d6ong 6 mg Ameykpiypaatiung wg mpog m d6on 6 mg neYKQypaotiung
yla 10 KUpto TeAkd anpeio, didpkela oopaprig oudeteponeviag (AX0), oTov MPWTo KUKAO Xnuetobepaneiag
(BA. mivaka 2).

[ivakac 2: A0, goBapri oudeteponevia (20) kat eundpet oudeteponevia (EO) atov kukAo 1
S peAéme XM22-03 (mAnbuoude ue 10

[livakac 3: A>0. 20 kat EQ otov kikAo 1 EAETNG XM22-04 (tAnBuoog ye [16)
EwoviKé pdppako NmeykpthypaoTipn 6 mg
(n=125) (n = 250)

EO

Enirttwon (%) 5,6 2,4
95 % AE 0,121 €wg 1,260

Ty p 0,1151

A0

Méon = TA (nu.) 23+25 0,6 +1,1
Méon A ET -1,661

95 % AE -2,089 €wg -1,232

T p < 0,0001

50

Enirtwon (%) 59,2 32,1
A6yog mBavotitwv 0,325

95 % AE 0,206 £wg 0,512

Tym p < 0,0001

Méon A ET (péon dlapopd eAaxioTwv TETpayOVLY Yia MIEYKQIAYPAOoTiun — EIKOVIKO GAPUAKO),
AE kat 1y p and noAunapayoviikn avdAuon makivdpépnong Poisson

N6yog ruBavotitwy (MMEYKPIYpaoTiyn / EKovikG gpapuako), AE kat iy p and
TioAuntapayovTiki avaAuon AoylaTikig maAvdpounong

M peteykpitiky perém aopdhelaq XM22-ONC-40041 dlevepyrfnke yia ™ ouhhoyrp dedopévav
€EENIENG ™G vooOoU Kat BvnodmTag o aoBevelS pe MpoxwpnHEVO MAK®AN 1 kN MAK®MAN Kapkivo Tou
nivedpova ot orofot €AaBav Ameyk@ihypaatipn erunpdobeta om xnpeloBepareia pe pdon myv mAativa.
Aev nupampnenxs auénpévog kivduvog €EENENG ™G véoou 1 Bavdtou pe ™ MmeyKQUypaotipn.
Bnke avaluon Twv aviiowpdtwv €vavit Tou gappdkou o€ 579 aoBeveig

Ka UVlSlQ ees)\omq nou £haBav Bepaneia pe Ameykpiypaotiun, 188 aobeveiq kat vyleig eBehovTEG TIOU
éhapav Bepaneia pe neykpypaotipn kat 121 aoBeveiq mou éNapav Bepareia pe eikoviké pappako. EWBIKG
yla T0 GApHaKO aVTIOWHATA TIOU epgpaviomkav petd mv évapén mg Bepanelag avixvelBnkav ato 0,86
% Twv atépwv rou éAapav Ameykpiypaatipn, ato 1,06 % twv atéuwv mou €Aapav meyKPIypaotiun kat
070 1,65 % Twv atépwv Tou €Aapav elkoviké pdppako. Aev mapamprnkav eE0UdETEPWTIKG avTIoHHATA
gvavtl MG Ameykpiypaotiung. Nadlatpikég mnBuoudg O Eupwraikdg Opyaviopdg dappdkwv €xet
dwaoel avaBoAr and mv unoxpEwan UMoBOAG Twv aMOTEAEOUATWY TwV PEAET@Y e To Lonquex oe 6Aeg
TG urokamyopieq Tou madlatpikol TAnBuopoU o0 Bepareia ™G emayGpevng and xnuelobepaneia
oudetepomeviag kat omv mpoAnYn ™G enayopevng anod xnpelobepareia eunipems oudeteporeviag
(BAéme mapaypago 4.2 yia MAnpogopieg OXETIKA pe ™V nadlatpikr xprion). 2 pa peAém gdong 1 og 21
madld nhiag petagu 2 kat 16 £T@V e olkoyEvela Gykwv Ewing 1} paBdopuoodpkwua, n Ameykoypaotipn
Xopnynenke wg endgag urodopta déon twv 100 pg/kg (Ewg péyioto 6 mg, n omoia eival n atabepr} d6on
yla Toug evilikeg) 24 wpeg petd To TéAog MG Teheutaiag aywyng xnuetoBepaneiag katd myv epdoudda
1 g Bepaneiag. H enimwon EO ftav kupawdpevn avdloya pe v nAwia (and 14,3 % éwg 71,4 %),
pe mv ugnAdtepn ouxvéta oy nAKiakr opdda peyahltepn nAkiag. H xprion Tpdv SlagopeTKHY
oxnudtwv xnueloBepaneiag, pe TOWKIAEG HUENOKATAOTAATIKEG €mdpAoelq Kal NAIKIGKES KATavopgg,
nieplémee ™ olykplon G anoteAeopatikdmrag pHetagl Twv nhiiakwv opddwv (BA. mapdypago 4.2).
5.2 GappakoKIvTIKES 1316TNTEG [eVIKA Yyiels e6eAoviés Ze 3 pehéteq (XM22-01, XM22-05, XM22-06)
0€ UYLelG BENOVTEG, N PEYIOTN OUYKEVTPWON OTO aijia enetedydn petd and didpeco 30 Ewg 36 wpav
Kat 0 TeAKGG xpdvog nuioeag {wiig kupdvenke katd péoo 6po and mepinou 32 €wg 62 wpeg petd and
egdnag urodopta éveon 6 mg Mreykghypaotiung. Metd ané uroddpta évean 6 mg Mmeyk@hypaatiung oe
Tpelg dlapopeTIKES BETELS (Bpayiovag, KOIAlakT Xwpa Kat pnpdg) o€ uyLelg eBeAovTEG, n BlodlaBeatdmTa
(M€Yl OUYKEVTPWON Kat Tieplox KAtw amd mv kapmuAn [AUC]) fitav xapnAdtepn petd and unodépla
gvean 1o pnpé e oUykplon pe unodopla €vean amv Kothakh xdpa kat oto Bpayiova. Ze aumiv mv
Tieploplopévn perém XM22-06, n Podlabeodmra mg AEYKI\YpaoTiung kat oL mapampoupeves
dlapopég petal Twv BEoewv €veang ftav uynAGtepn aToug Gvdpeq Oe OUYKPLOM HE TIG Yuvaikeg.
Napo\’ autd, ot pappakoduVapkes emdpaoelg Hrav mapdpoleq kat aveEdpmreg and 1o QUAO Kat
6¢an €veang. MetaBohoudg H AmeykpihypaaTipn petaBoAiletal pow evOOKUTIAPIKAG 1 EWKUTIAPIKIG
amokod6UNoNg amnd MPWTeoAUTIKG €viupa. H Ameyk@IypaaTiun e0wTepikonoleltal and 1a oudeTepdpiAa
(N Ypappn dlepyaaia) kat 0Tn OUVEXELQ ATOIKODOE(TAL EVTOG TOU KUTTAPOU arté evoyev MPWTEOAUTIKA
éviupa. H ypappkn 0d6g opefhetal evdexopévwg OV €EWKUTTAPIKY QMOIKOOOUNON TWV MPWIEVGV
ané mv ehagtdon Twv oudetepopilwv Kat AAeg Tpwiedoeq mAdopatog. AAAnAemdpdoets papudkwv
Agdopgva in vitro umodelkviouv 0Tt 1) MTEYKPINYPaoTiun €xel MIKPES 1) Ot dpeaeq 1 pecohaBolpeves
and 1o avoooTomTike UoTnua emdpdaelg ot dpacmpdmra twv CYP1A2, CYP2B6, CYP2C8, CYP2C9Y,
CYP2C19 kat CYP3A4/5. Zuvenwg, n Mmeykgiypaotiun dev eivat mbavo va emmpedoet 10 petapoMopd
péow Twv eviipwv Tou avBpwrivou kutoxpwuatog P450. Ewdikoi mAnBuapoi AoBeveis pe kapkivo e 2
peréteq (XM22-02 kat XM22-03) oe aoBevelq e kapkivo Tou paatol Tou Adupavav xnuetobepareia mou
AduBave do&opouBikivn Kal dOOETAEEN, Ol HECES PEYIOTEG GUYKEVIPWOELS OTO aija Twv 227 Kat 262

Meykgypaatiyn 6 mg NmeykpthypaaTipn 6 mg
(n=101) (n =101
A30
Méon = TA (nu.) 09+09 07x10
Méon A ET -0,186
95 % AE -0,461 éwg 0,089
30
Enirtwon (%) ‘ 51,5 ‘ 43,6
EO
Enimtwon (%) ‘ 3,0 ‘ 1,0

Mre = mnBuopdg e TpdBeon yia Bepaneia (GAot oL Tuxalomompévol aoBeveiq)

TA = turuki anékhon

. = nuépeg

AE = dldompa eumatoaivng

Méon A ET (uéon diagopd eAayioTwv TETPAY@VWV Yia ATEYKPIYPaOTiUn — MEYKPIYpaoTiun) kat AE
and moAunapayovtiki avahuen nakvdpdpnang Poisson

H deutepn Baowr (pdong IMl) khwikr) peAém XM22-04 fitav pia eAeyxopevn pe elovikd Gpapuako HeNE™ o
375 aoBeveig pe In-HIKPOKUTIAPIKG kapkivo Tou Tivedpova Tou €haBav €wg kat 4 kukhoug xnuetoBepareiag
Tiou mepthdpBave oloAativy kar etortoaidn. Ot aoBevelq Tuxalororibnkav 2:1 yia va AdBouv efte 6 mg
Aneykouhypaotipng efte eioviké pdppako. Ta amoteléopata me peAémg napouaafovat otov Tivaka 3.
‘Otav ohokAnpwenKe 1 KUpa peAém, N emirtrwon Tou Bavdtou fitav 7,2 % (€ovikG pdppako) kat 12,5 % (6
mg MmeykQI\YPaoTimG) av kat PETd ané my mepiodo mapakohoudnong 360 npepdv, n ouvolik Emimwon
Tou Bavdrou fitav Tapdyota PETagy Tou EKOVIKOU Gapudkou Kat Mg Areykypaoting (44,8 % kau 44,0 %,
TANBUONOG A0PAAEIDG).

ng/ml enetelyBnoav HeTd ano dLGHETOUS XPOVOUS HEXPL T HEYLOT GUYKEVTPWON (t ) 44 kat 48 wp@v. Ot
péaot tehikoi xpdvot nuioetag {wng rfrav mepimou 29 kat 31 dpeg petd and epdnag urnoddpla €vean 6 mg
AmeykgIAypaoTiung katd m didpkea Tou mp@Tou KUkhou XnuetoBepaneiag. Metd and epdnag uroddpla
gvean 6 mg AmeykpihypaaTipng katd m didpkela Tou TETAPTOU KUKAOU, OL HEYIOTEG GUYKEVIPWOELS OTO
aipa frav xaunAdtepeg ano T MapamPOUHEVES OTOV MPWTO KUKAO (L€oeq TG 77 kat 111 ng/ml) kat
enetelyBnoav petd and didueco t . 8 wpav. Ot péoot Tehkoi xpovol nuioelag {wig aTov TETapTo KiKAO
frav mepimou 39 kat 42 wpeg.

Ze pa pehém (XM22-04) oe aobevel pe pn-UIKPOKUTTIAPIKG Kapkivo Tou mveldpova mou AdpBavav
XnHeloBepareia mou TiepthduBave oloTIAATIV) KaL £TOMOOIAN, N HEOT PEYIOTN OUYKEVTPWON OTO aiia Twv
317 ng/ml enetevxBn petd and didueco t . 24 wpGV KaL 0 HECOG TENKGG Xpdvog Muioelag wnig Arav
Tiepimou 28 wpeg petd and epdnag unodopla veon 6 mg MMeyKPYPaoTiung katd m dGpKela Tou MpWIou
KUkAou xnpetoBepareiag. Metd and epdnag unodépla évean 6 mg Ameykpiypaatiung katd m didpkela
TOU TETAPTOU KUKAOU, N MEOT PEYLOTN OUYKEVTPWON 0TO aiia Twv 149 ng/ml emetetyBn petd and didueco
1. 8 WPOV KaL 0 HETOG TEAKAG XPGVOg Nuioelag {wiig fitav Tepirou 34 wpeg.

H Aneykpuikypaotiyn gaivetar 6t anodMetal Kupiwg HEow kABapong peaoraBolpevnS arnd oudeTepdpina,
1 oroia yivetat Kopeopévn e uPnAdtepeq 600elg. Onwg ouvadel pe €vav autoppuBUIOTIKG LNXaviopd
Kkd6apang, 1 oUYKEVTPWON OTOV 0pd ™G MTEYKQI\YpaoTiung pewdvetat Bpadéws katd m didpkela Tou
enayG6pevou ané xnpetoBepareia mapodikou vadip oudetepoilwy Kat Tax€wg Katd mv enakéAoudn évapén
™G avdkapyng Twv oudetepopdwv (BX. oxfiua 1).
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Huépeg pehémge, éveon Aimeyk@ihypaotiung katd mv nuépa 0

Adbeveis e veppur 1j nratikrj duoAettoupyia AGyw Tou pEGOAaBOUpEVOU ATG OUDETEPGPIAA PNXAVIOHOU
KGBapONg, N apHAKOKWNTIKY ™G Mmeyk@hypaotiung dev avapévetal va ermpeadtel and veppkn 1
nnatkr duohettoupyia. HAkiwpévor aoBevels MNeplopapéva dedopéva o€ aoBevelq UMOdEIKVUOUY 0T
N QAaPUAKOKWVNTKA G AMEYKPYpaoTiung oe NAkiwpgvoug aobevei (65-74 etdv) eival mapépola
e exelvn oe vedtepoug aaBevelg. Aev umdpyouv dlaBéoia Gappakokwnika dedopéva oe aobeveiq
= 75 etv. fladtatpiks mAnbuouds Ze pa pehém gdong 1 (BA. mapdypago 5.1), pe xprion 10 mg/
ml dlaAdpatog yia unodopla €vean Tou avartuyBnke eWBKA yia TIg MaWBIATPIKEG PENETES, Ol PEOES
HEYIOTEG OUYKEVTPWOELS 0T0 aiya (C, ) fitav 243 ng/ml oy opdda 2 €wg <6 et@v, 255 ng/ml oty
opdda 6 éwg <12 etwv Kat 224 ng/ml oy opdda 12 €wq <18 Twv petd and epdnag unoddpla Eveon
100 pg/kg (u€yoto 6 mg) AmeyKPypaoTiung pe Tov mpwto KUkAo g xnpetoBepaneiag. Ot péyloteg
OUYKEVTIPWOELS 0T0 aijia enetelybnoav petd and duapeco xpovo (t,) 23,9 wpav, 30,0 wpav kat 95,8
wpwv, avtiototxa. BA. mapdypapo 4.2. YnépBapor aobeveis MapamprBnke wa tdon mpog peiwaon
™G €kBeang MG Mmeyk@ypaatiung pe 1o aufnpévo Bapog. Auté propel va odnynoel oe PELWHEVES
(PAPHAKODUVANIKEG avTaMoKPIOelS o€ aobevelq pe peydho papog (> 95 kikd). Emakdloudn peiwon mg
unora)\euummommq 0€ auToug Toug aoBeveig dev propei va arokAeloTel pe ta Tpéxovia dedopéva. 5.3
yia TV dAela Ta pn kAwikd Gedopéva dev anokalurmTouv 1Blaitepo kivduvo yia
ToV GvBpwro e PAoM TG OUPRATIKEG PENETEG APHAKOAOYIKNG aopdAelag, To§ikdmrag epdnag doong
Kat enavahapBavépevwv d60ewv, Kat TOTIKAG avoxig. e wa PeAEm ToEkOmTag amy avanapaywykr
KavéTa Kat avartugn o€ kouvéha, auénuévn EMmIwon PETERPUTEUNATIKG an@AElag Kat anoBoArg
napampribnke oe UPNAEQ BO0ELG AmeYKPIYPaoTiung, meavig AGyw UnePROAIKAG GapLakoduVapikig
enidpaong edIKNG yia Ta kouvéAla. Aev undpxouv aTolyeia Tou va anodelkviouv 6Tt N MmeykIypaatiun
elval Tepatoydvog. Autd ta eupripata eivat oupBatd pe ta anoteAéopata and tov G-CSF kat mapdywya.
Anuooieuéves TNPOQOPIES OXETKA pe Tov G CSF kat mapdywya emniong dev amokaAUMTouv kaveéva
OTOIXE(O TTOU Va G EVEPYELEG 0N YOVIUOTTA Kat TV eUBpuiki} avdrTugn oe
apoupaioug 1 mPo-/UETayeVVITIKEG eTudpdoelq GAeG and exeiveg Tou oxetifovtal pe ToEkdmTa yia
™ Untépa. Yrdpyouv atolyela mou amodelkviouv 6Tt N GAYpaoTiun kat n meykpthypaotiun propolv va
petapepBolv o€ aunAd emirneda oTov MAakolvTa 0Toug apoupaioug, av kat dev urdpxouv dlaBéatpes
mAnpogopieg yia m Ameykoypaotiyn. To katd méoov autd ta euprpata eivat onpavtikd ya toug
avBpwroug dev eivat yvwotd. 6. PAPMAKEYTIKEZ MAHPO®OPIEE 6.1 KardAoyog ekddxwv Maydpopeo
0ofIk6 08U, YOpoLeidlo Tou vatpiou (yia puBuon tou pH), ZopPtoAn (E420), MoAucopBkd 20, “Yowp
yia evéoa 6.2 AcupBatdrnreg ENeipel HEAETOV OXETIKA Pe T oupBaTomTa, T0 MAPGV PaPHAKEUTIKG
Tipoidv dev mpémel va avapetyvietal e GAa gappakeutikd mpoidvta. 6.3 Aidpkela {wiig 2 xpovia
6.4 I510iTepeg MPoQUAGEEIC Katd TN UAaEn Tou mpoidvrog duNdooete oe Yuysio (2°C - 8°C). Mnv
Katayuxete. GUNGOOETE TV MPOYEWOUEVN aUplyya 010 eEWTEPIKO KOUT( yla va TpooTateletal and 1o
Qwg. To Lonquex pmopel va anopakpuvBel and 1o Yuyeio kat va puhaxBel o€ Bepuokpacia pkpdTePN
TV 25°C Yla PEYIOTN PEROVAPEV TEPIOBO WS Kal 3 NueP@V. AQoU amopakpuveel ard o Yuyeio, To
(PAPPAKEUTIKG TIPOIGV TIPEMEL va XpnatporonBel eviog aumg mg meptédou 1 va anoppipbel. 6.5 duan
Kai guoTatikd Tou mepigktn Mpoyepopévn olptyya (yuaAl tomou I) pe m@pa ewoxdpnong epporou
[B K6 EAAOTIKG ETUKAAUpLEVO e TIOAU(aIBUAEVIO-OUV-TETPaPBOPOatBUAEVIO)] Kat OTEPEWHEN
Be)\ovn ouplwaq (avogeidwrog xdAupag, 29G [0,34 mm] 1} 27G [0,4 mm] x 0,5 inch [12,7 mm]). KaBe
Tipoyepapévn alptyya meptéxet 0,6 mi dakdpatog. Meyédn ouokeuaaiag 1 mpoyepopévng ouptyyag
pe 1) xwpiq didtagn acpakeiag (n oroia aMoTPEMEL TOV TPAUPATIONO and TPUTMHA pe T BeAdvn kat v
enavaypnatyoroimon). Mropei va pnv kukhopopolv 6Aeg oL ouakeuaoies. 6.6 Idiaitepeg mpopuAaEeig
andéppiyng Kar GAAog Xeipiopds To dldAupa mpénel va embewpeltal omtikd mpw m xprion. Mpénet va
Xpnatorotodvtat pévo diauyn, dxpwpa dakdpata xwpiq owpatida. To didAupa Mpénel va agrivetat va
0Bdoel oe avek Beppokpacia (15°C - 25°C) yua €vean. H éviovn avatdpagn mpénet va anopelyetat.
H uniepBoAik} avatdpagn propel va TpokaAEoEl OUGOWHATWAN ™G AMEYKPIAYPaoTiung, Kablotoviag
v Blohoyika avevepyn. To Lonquex dev mepiéxel kavéva auvmnpnukd. AapBdvoviag unéyn tov meavé
Kivduvo pikpoplakig erupéAuvang, ot oUptyyeg Tou Lonquex mpoopiCovtat pdvo yia pia xprion. Kdabe
axpnOLLONOMTO PAPUAKEUTIKG TIPOIGV 1} UMOAEWUA TIPEMEL Va anoppinTeTal GUNPWVA HE TIG KAt T6Moug
L0YUouoES OXETKES dlatdEelg. 7. KATOXOZ THE AAEIAZ KYKAO®OPIAZ Teva B.V., Swensweg 5, 2031
GA Haarlem, OMavdia 8. APIOMOZ(0I) AAEIAZ KYKNO®OPIAZ EU/1/13/856/001, EU/1/13/856/002.
9. HMEPOMHNIA NPOTHZ ETKPIZHZ/ANANEQZHE THZ AAEIAZ Huepopnvia mpawmg €ykplong: 25
louhiou 2013. Hpepopnvia teleutaiag avavéwong: 08 Mdiou 2018. 10. HMEPOMHNIA ANAGEQPHZHX
TOY KEIMENOY 25 louhiou 2019. Aemtopepe(q MANPOQopIEg yia T0 MAPGV GUPHAKEUTIKO TPOIGV €ivat
dlabgaipeg aTov dIKTUaKG T6mo Tou Eupwrnaikol Opyaviopol dapudkwv: htp://www.ema.europa.eu.
Tpomog d1G0eang: Meploptopévn atpikiy ouvtayn. H didyvwaon kavr n évapén mg Bepareiag yivetat oe
voookopeio kat propel va ouvex(letat ekTdg voaokopeiou UG voooKopELakr) tapakohouBnan.
NANIKH TIMH (Aehtio Tpav 25/02/2021): 639,65 €

xriua 1: [1pogiA m¢ didueans ouykEvipwons opou e AmeykpiAypaotiung kat diduecoc ANC oe acbeveis

Awdpeaog ANC (x 10 ° kdttapa/l)

BonBrioTe va yivouv Ta dppaka mo aogahr kai
PE!
OAEZ 11G avemBupnTES EVEPYEIES VIO
OAA Ta pdppaka
ZupmAnpawvovrag Tnv «KITPINH KAPTA»

LON-SPC-04



TO CHEMOTHERAPY
WITH ZEJULA'

ZEJULA IS NOW
APPROVED

IN FIRST-LINE
MAINTENANCE'

Introducing the only once-daily oral PARP inhibitor
monotherapy approved for all first-line platinum
responders with advanced ovarian cancer, regardless
of biomarker status.”

1 DAILY DOSE

vZejula
nrapari

capsules 100 mg

Find out more at https://gskprc

zejula-prima/zejula-overview/

ZEJULA is indicated as monotherapy for the maintenance treatment of adult patients with advanced epithelial (FIGO
stages Il and 1V) high-grade ovarian, fallopian tube, or primary peritoneal cancer who are in response (complete or
partial) following completion of first-line platinum-based chemotherapy.'

Overall population: median PFS of 13.8 months for ZEJULA vs 8.2 months for placebo (HR: 0.62 [95% CI: 0.50-
0.76], P<0.0001). HRd population: median PFS of 21.9 months for ZEJULA vs 10.4 months for placebo (HR: 0.43
[95% CI: 0.31-0.59], P<0.0001). PRIMA was a randomised, double-blind, placebo-controlled Phase Il trial examining
the efficacy and safety of ZEJULA in patients who responded to first-line platinum-based chemotherapy.'#

ZEJULA (niraparib) 100 mg hard capsules Safety Information

Testing complete blood counts weekly for the first month, followed by monthly monitoring for the next 10 months of treat-
ment and periodically after this time is recommended to monitor for clinically significant changes in any haematologic
parameter during treatment. Blood pressure should be monitored at least weekly for two months, monitored monthly af-
terwards for the first year and periodically thereafter. Adverse reactions of all grades occurring in 2 10% of the 851 patients
receiving Zejula monotherapy in the pooled PRIMA (either 200 mg or 300 mg starting dose) and NOVA trials were nausea,
anaemia, thrombocytopenia, fatigue, constipation, vomiting, headache, insomnia, platelet count decreased, neutropenia,
abdominal pain, decreased appetite, diarrhoea, dyspnoea, hypertension, asthenia, dizziness, neutrophil count decreased,
cough, arthralgia, back pain, white blood cell count decreased, and hot flush. The most common serious adverse reactions >
1% (treatment-emergent frequencies) were thrombocytopenia and anaemia.

Abbreviations: Cl, confidence interval; FIGO, International Federa-
tion of Gynecology and Obstetrics; HR, hazard ratio; HRd, homolo-
gous recombination deficient; PARP, poly(ADP-ribose) polymerase;
PFS, progression-free survival.

References: 1. ZEJULA (niraparib). Summary of Product Character-
istics. March 2021. 2. Olaparib. Summary of Product Characteristics.
2020. 3. Rucaparib. Summary of Product Characteristics. 2019. 4.
Gonzalez-Martin A, Pothuri B, Vergote |, et al.; for the PRIMA/EN-
GOT-0V26/G0OG-3012 Investigators. N Engl J Med. 2019;381(25):2391—
2402.

Mpiv tn ouvtayoypddnon cupBouAeuTeite TNV MepiAnPn XapakTNPIoTIKWY
Tou MpoidvTog N oroia EUMEPIEXETAI OTIG EMOUEVEG OENDES.

Bon@rjote va yivouv Ta pdppaka mo acpaln Kat Avapépete
OAEZ T1¢ avemOupnteg evépyeteg yia ONA Ta pappaka
Tupminpwvovtag tnv <KITPINH KAPTA»

AT.4934,26 €.

% emxopriynong amd Toug opyaviopoUg KOIVWVIKWY aodalicewv:
100%, katémyv  €viaéng Ttou Tipoidviog otov  KatdAoyo
AmnoZnuioUuevwv Papudkwy. Meplopiopévn 1aTPIKA cuvTayn.

H évta&n tng Beparneiag yivetal 6€ VOOOKOUEIO Kal UTTOPET va cuvexiZeTal
€KTOG VOOOKOUEIOU UTIO TNV TapakoAouBnaon €181koU 1atpou.

Ta avwtépw I0XUoUV KaTd TNV NpEpoPNnvia oUvIagng TNG KATAXWPNONG.
MapakaloUPe EMKOIVWVAOTE WE TNV €Taipeia yia empeBaiwon
MARPWS EVNUEPWHEVWY BESOPEVWY, YIa oTToIadnAToTE MAnpodopia n/
kal avagpopd AvemBuuntwv Evepyelwv oto TNAédpwvo 210 6882100.

Ta eumopikd oApata avikouv A €xouv mapaxwpnBei otov ‘OpiAo
etaipelwv GSK.

©2021 'Opihog etalpeiwv GSK i dikalordpoxog tou Opidou GSK.
PM-GR-NRP-JRNA-210001, loxig 04/2021 - 04/2022

@‘ A. Knoloiag 266, 15232 Xahdvopl, ABriva, TnA. 2106882100



NEPIAHWH TQN XAPAKTHPIETIKQN TOY MPOIONTOX

'V To papuako autd TeAei uTd GUUTTANPWHATIKY TIapakoAoUBnan. Autd Ba emTpéwer To ypriyopo TIpoadIOPIGG VEWY TTANPOGOPILY acPaAelag. ZnTeital amd Toug emayyeApaTieg uyeiag va
avagépouv otroleadToTe TBAVOAOYOUNEVES QETTIBULNTEG EVEPYEIEG. BA. Trapaypago 4.8 yia Tov TPOTIo avapopag aveTTIBUUNTWY EVEPYEILV.

1. ONOMAZIA TOY ®APMAKEYTIKOY MPOIONTOZ: Zejula 100 mg okAnpé kawdkia

2.NOIOTIKH KAITIOZOTIKH LYNOEZH: To k&ibe akAnpd kawakio TepIgxel ovoUudpiki ToauAIKI vipamtapiuTin Trou Igoduvayei mpog 100 mg vipamapiutn. Exdoxa ye yvwot dpdon: To Kabe
okAnpd kayakio TepiExel 254,5 mg povoidpikn Aaktoln (BA. Tapdypago 4.4). To kehupog Tou kaBe okAnPOU Kawakiou TEPIEE! ETTIANG Tov XpwaTIKG TTapdyovta Taptpadivn (E 102) [0,0172
mg]. Mo Tov AP karaAoyo Twv ekdoXwy, BA. Tapdypago 6.1.

3. PAPMAKOTEXNIKH MOP®H: 2xAnp6 kawdkio (Kawdkio). ZkAnpd Kawdkio TepiTou 22 mm x 8 mm. Agukd owua @épov m orjuavan «100 mg» ekTuTiwpévn Ue paupo PeAdvi kal Toppupol
Xpwparog kamaki gépov T afjuavan «Niraparib» ekTutrwpévn He Acuko LeAGvI.

4. KAINIKEZ NAHPO®OPIEL: 4.1 Oepameutikég evbeigeig: To Zejula evdeikvutal: « yia xprion wg povoBepameia yia Tn Bepameia guviipnong eviAkwy aoBevwv e TPOXWPNUEVO
emBnhiako (otadiou Il kar IV karéd FIGO) uywnhol BaBuol kakonBeiag kapkivo Twv wobnkwv, g aaATyyag A Tpwromabl kapkivo Tou TEpITovaiou, TTou TTapoudiddouv aviaokpion
(mAAPN 1 pepIKr) peTa TV oAokApwan xnpeloBepareiag TPWG ypappng pe Baan Tv mAariva. « yia xprian wg povobepameia yia Bepameia auvtipnang evhAikwy aaBevi pe euaiobnto
oTnv mAariva utotpommdgovia uwnAou Babuol kakonBeiag opwodn emBNAIKG KapPKivo Twv wobnkwy, g adATyyag i TpwToTad Kapkivo Tou TepiTovaiou, Tou TTapouaiajouy
avramokpion (mAfen 1 Hepiki) oe xnueloBepameia pe Baon Tv mAariva. 4.2 Aocoloyia kai TpdTog Xopiynong: H Bepameia pe Zejula mpémer va {ekiva kai va emBAETETal amo 1atpd
JeE eumelpia o Xpron avVTIKAPKIVIKWY QAPHAKEUTIKWY TTpoidvTwy. Aogohavia: Oeparreia auvrripnongs mewrng ypauung yia Tov Kapkivo Twv wobnkwv: H auvioTwuevn apxikh 66on Tou
Zejula givar 200 mg (dUo kawdkia Twv 100 mg), n omoia AapBaverar pia gopd mv nuépa. QaTo00, yia aabeveig pe Bapog owuarog = 77 kg kai apyikd apiBud aipomeraiwy = 150.000/
uL, n ouvioTwuevn apxiki d6an Tou Zejula eivar 300 mg (Tpia kawdkia Twv 100 mg), n omoia AayBdvetar ia opd TV Nuépa. Oepareia auvrripnong yia umorpommalovra Kapkivo Twv
wobnkwv: H d6an eivar Tpia akAnpd kawakia Twv 100 mg pia gopd nuepnaiwg, avrioTorxa e auvolikr nuepriaia d6an 300 mg. O1 acBeveig Tpémel va evBappUvovTal va Taipvouv m
d6an Toug TepiTou TV idia wpa kaBe pépa. H xoprynan mpiv amé v katakAion eivar pia mlavr péBodog diayeipiong TG vautiag. ZuviaTdTal 6Twg N Bepareia guveyidetar Ewg mv
eppavion egENigng g vooou fy Togiketntag. MapaAeipn me 6oong: EGv mapakeipBei pia doan, o1 acBeveig Ba mpémel va Traipvouv Ty eV BTN TNV KAVOVIKH TTPOYPaPHATITUEVN WPd.
Tpogappoyés g doang yia avemBuuntes evépyeieg: O CUVIOTWUEVEG TPOTIOTIOIAGEIG TG 06aNG Yia avemBUUNTES evépyeieg avapépovtal aToug Mivakeg 1, 2 kai 3. Cevikd, auviaTral
omwg ev TpwroIg SiakoTTeral n Bepareia (MG 6x1 yia SIGoTNUA PeyaAUTEPO Twy 28 GUVEXOUEVWY NPEPWYV) YIa va ETITPATIEF OTNV a0BEVA va avaviwel amd TV avemiBiunm evépyeia
Kal TN GUVEXEID va emavapxioer oy idia d0an. TNV TEPITITWON EMAVELPAVIONG TNG AVETTIBUPNTNG EVEPYEIAS, TUVIATATAI TTPOCWPIVI dlaKoT TG Bepareiag Kal katomiv emavévapén
g Bepameiag ot xaunAétepn ddan. Eav o1 avemBUPNTEG Evépyeie eppévouv TiEpa amd v 28ruepn diakotr Tng 66ang, ouvioTaTal va TepuariCeral n xoprynan Tou Zejula. Eav ol
avemBiunTeg evépyeleg Oev eival dIAXEIPITIPES KE AUTA TN GTPATNYIKK SIKOTIAG Kall PEiwang Tng S6ang, cuviaTaral va TepuatiZeral n xopriynon Tou Zejula.

Nivakag 1: ZuvioTWHEVES TPOTTOTTOINCEIG TG OGN Yia AVEMIBUPNTES EVEPYEIEG

Apxiké emimedo doong 200 mg 300 mg
Mpwrn peiwan g d6ong 100 mg/nuépa 200 mg/npépa (300 kawakia Twv 100 mg)
AelTepn peiwon tng 660ng AIOKOTTF) GAPUAKEUTIKAG QYWYNAG. 100 mg/nuépa* (éva kawakio Twv 100 mg)

*Edv amaireital Tepaitépw peiwan mg d6ang kdtw amé ta 100 mg/npépa, To Zejula Ba TpéTer va diakéTTETal.

Nivakag 2: Tpotrotoinon g 56ang yia pn aipatoloyikég avemBUunTeS evépyeieg

Mn aiparodoyikég CTCAE* = BaBpoU 3 avemiBupnTeg evépyeleg I'Ip(bTQ ekBRAwon:
OUOXETIZOHEVES He T Bepareia 6tTou n pogUAagn Bev Bewpeital + To Zejula Siakomeral yia péyiaTo 8idoTna 28 nuepwy f éwg my uto (bpnoq NG AVETIBUPNTNG; EVEPYEIDS.
€QIKTA 1 6TTOU N AVETIBUUNTN EVEPYEID EPEVEI TIAIPA TN Bepareial. « Emavévapgn Tou Zejula ot peiwpévo emmimedo d60ng oUugwva pe Tov Mivaka 1.

Aet’nsgn ekdnAwon;
+ To Zejula diakoTerar yia péyioTo SidaTnua 28 nuepwv 1 £wg Ty UTIoXWENON TG avemBiunTNg; evépyeiag.
« Emavévapgn Tou Zejula ot peiwpévn d6an i SiakoTrr T Bepameiag ouugwva e Tov Mivaka 1.

H Bepameia Tepparietal.

CTCAE = BabuoU 3 avemBiunTn evépyeia GUOXETICOHEVN pE
TN Bepareia DIOPKEIag TEPaV Twv 28 NUEPWV VW GTOV A0BEVN
xopnyeital Zejula 100 mg/nuepnaiwg

*CTCAE= Kpimipia ZuvrBoug Opohoyiag yia AvemBupnTeg Evépyeieg

Nivakag 3: Tpotrotoinon g 56ang yia aipatoAoyikég averiOUpNTES EVEPYEIES

Kara m Bepareia glE Zejula éxouv ncg)mnpneei aipartohoyIKES QveTTIBULINTES EVEPYEIES IBIAITENT KaTA TV pXIKT Gaom TG aywyrig. ETopévig, auviataral edopadiaia apakoAolBnan
Tou n)\ngou aiodiaypagparog (CBC) kara tov Tipwro prva Tng Bepameiag kai 1 1poTromroinan g 860ng (’)nw'\ﬁ autd )(p&le&T(]l va yivel. MeTd Tov mpwro priva, cuvioTaral pnviaia
TapakoAoUBnan Tou n)\ﬁé)oug muoémvpdpgamg Kall 07N GUVEYEIa va yiveral Tepiodika (BA. Tapaypago 4.4). Me Baon Tig epyaaTnplakég Tiué TG kaBe aabevoug, umopei va amaiteital
€Bdopadiaia TapakoAoluBnon kai kard Tov GelTepo PAVAL

Aipatoloyikég aveBUUNTES evépyeleg
Y10 TIG OTIOEG AMaITEITaN PETAYYION 1}

UTIOOTAPIEN HE QILOTIOINTIKG augnTIKO

Tapdyova

+ Tia aoBeveig pe apiBpd aipotetahiny < 10.000/uL, Ba mpémel va e&eTdleTal n TepiTTwon PeTayyliong aipomerahiwv. Eav ugiotavral
(Mol TrapdyovTeS KIVBUVOU yia aipoppayia OTTwG yia TAPABEVHA GUYXOPAYNON AVTITINKTIKWY 1 QVTICIHOTIETAAIOKWY QOPUOKEUTIKWY
TIPOIGVTWY, va eEETAETa 1) SIKOTTH QUTWV Twv OUTIWV fi/kal peTdyyion ae uwnAdTepo apiBud aipotetahiwy.

+ Emavévapdn Tou Zejula o€ peiwpévn doan.

Mpwm exdiAwan:

+ Aiakotr Tou Zejula yia kard 1o péyioTo 28
aipomeTahinv emoTpEwel aTo = 100.000/y

+ Emavévapgn Tou Zejula oy idia pumpsvr) 860n oUpgwva pe Tov Mivaka 1 pe aon Ty KAIVIKA ekTipnan.

+ Edv 0 apiBuég aipotretahiny eivar < 75.000/uL ototedAToTE, emavévapgn oe peiwpévn doon aluwva e Tov Mivaka 1.

Ap|ebjd%q|pomm)\iwv
<100.000/uL Epépeg kal rapakoAouBnan Tou aipodiaypdpuarog epdopadiaiwg Ewg Tou 0 apIBudg

Ap1Bpdg aipomeradiwy < 100.000/uL AelTepn ekdAAwON:

+ Aiakotr Tou Zejula yia kard 1o péyioTo 28 nuépeg kai mapakohoUBnan Tou aipodiaypaupaTog edouadiaiwg Ewg 6Tou o apiBudg
aipotrerahioo £maTpéwer 010 2 100.000/uL.

+ Emavévapén Tou Zejula oe uslwijévn d6on oUpewva e Tov Mivaka 1.

+ TepyariGerai n xopnynar Tou Zejula eav 0 apiBudg algomm)\iwv ev £xel emmpé%u OF AMOBEKTA £MTITIESA £VTOG 28 NUEPRV QMO TV
Tepiodo dlakoTg TG doang, i av ) acBevrg xel 0N uTroBAnBei ot peiwan Tng 66ang ae 100 mg pia popd Npepnaiwg

+ Aiakormr Tou Zejula yia katd 1o péyiaTo 28 npépeg kai apakoAouBnan Tou aipodiaypdpparog eRBopadiaiwg wg GTou o apiBUAg Twv
oudeTepoirwv emaTpéwel aTo = 1.500/uL f TG aupoogaipivng oo = 9 g/dL.

+ Emavévapgn Tou Zejula e uslwfévn 660n aluewva pe Tov Mivaka 1.

+ TepuariGeral n xopnynan Tou Zejula edv Ta oudeTepogiAa fkal 1) aijogeaipivn dev £xouv eMaTpEWel Ot ammodekTa emimeda eviog 28
NUEPWV ammé T TiEPiodo dlakoTAG TG daNG f eav n acBevig exel N uToPANBEi o peiwan Tg 66ang ae 100 mg pia popd nuepnaiwg.

+ TeppariCerar povipa 1o Zejula.

Oudetepdpira < 1.000/pL A
Aipoogaipivn < 8 g/dL

Em| sgalwuévn Bidyvwo
LUEAOBUOTTAOCTIKOU GUVOPOLOU

MAZ)
1} ofgiag puehoyevolg Aeuyaipiag

EOM/\)

Oepareia ouvTAPNONG ToU UTTOTPOTTIACOVTOS KaPKivOU Twv woBNKWv ot aobeveis ue xaunAd Bapos owparog: Mepimou 25 % Twv acBeviv aTn perém NOVA eixav Bapog kamw Twv 58 kg kai
Tepitou 25 % Twv aaBevav eiyav Bépog peyahutepo Twv 77 kg. H auxvémnta eppaviang AED BaBuou 3 1y 4 irav peyahitepn avapeoa ot aoBeveig pe xapnAd Bapog awparog (78 %) Tapd ot
aofBeveig pe upnAd Papog awuarog (53 %). Mévo 13 % Twv aoBeviv Ue XapnAd Bapog owparog Tapéueivav aTn d6an Twv 300 mg Tépa amd Tov Kiko 3. Mmopei va egetaderal ddan évapéng 200
mg yia aoBeveig pe Bapog kaTw Twv 58 kg. HAikiwuévor: Aev amareital mpooappoy TG d6ang yia nAIKiwpéveg aaBeveig (2 65 etwv). Ymdpyouv mepiopiapéva kAvikd Sedopéva oe aoBeveig
nAikiag 75 etwv 1 peyahutepng nhikiag. Aiarapaxri mg vegpikris Aeiroupyiag: Aev amaiteitar Tpooappoyn g 860ng yia acBeveic pe Ama éwg PéTpia diarapayr g VEPPIKAG Asmoupyiag. Aev
umapyouv dedopeva ae aoBeveic e Bapia diatapayn TG veppikig Aeimoupyiag i vegpikr voao Tehikou aTadiou Trou uTroBaAhovTal oe aipokaBapan. H xpAan ot autég Tig aaBeveig amarmei
mpoaox (BA. mapaypago 5.2). Aiarapayn mg nmarikig Aeiroupyiag: Aev amaiteital Tpooappoyh Tg d0ang yia aoBeveig U ATia éwg pETpia diatapayr TG NTmaTikrg Aemoupyiag. Aev utrdpyouv
dedopéva ae aoBeveic pe Bapid diarapayr T nmmaikng Aemoupyiag. H xprion ot autolg Toug aaBeveig amaitei mpoaoxn (BA. mapaypago 5.2). AcBeveis ue kardaraon ikavornrag kard ECOG 2
éwg 4: Aev eivar S10BEaiua kAIviKG dedopéva ae aaBeveig e katdaTaon IkavotnTag kard ECOG 2 éwg 4. Maidiarpikds mAnBuoudg: H ao@aAeia kal n amroTeAeapaTIKGTNTA TG VIPATTOPIUTING OE
Taid1d kar €riBoug nAIkiag kamw Twv 18 eTiov dev Eouv akdua Tekunpiwdei. Aev utrdpxouv diaBéaiua dedopéva. Tpdtog xoprynang: Ao aTépatog xprian. Ta KayaKio TPETTE! va KATATTivovTal
oMOkAnpa pe vepd. Ta kawakia dev TpéTel va paaiouvral f va Bpupparicovtal. To Zejula umopei va AapBaverai eite pe Tpo@n eite xwpi. 4.3 AvrevdeiSeis: Ymepeuaiobnaia ot dpaaTikh ouaia i
g€ kmolo amd Ta €kDoya TToU avagépovTal aTnv Trapaypao 6.1. Onaoudg (BA. mapdypago 4.6). 4.4 Eidikég mpoeidotroinaeig kai mpo@uAdelg kard Tn XpAon: AiatooyikéS avemiBuunT

evépveleg: Exouv avagepbei aipatoloyikég avemBupnTes evépyeleg (BpouBotevia, avaipia, oudetepomevia) oe aoBeveig mou Adppavav Bepameia pe Zejula (BA. mapdypago 4.8). Aabeveic pe
XapnAGTEPO owaTKG BAPOS A XaunAdTepo apiBud aipoterahiwv katd my évapén g Bepareiag pmopei va diarpéxouv augnpevo kivduvo BpopBoeviag Babuou 3+ (BA. mapdypago 4.2).
LuvioTwvTal eGETATEIG TTANPOUG QIHOdIayPAPMATOG ERGOUABIAiWG YIa TOV TIPWTO PAVA, OTN GUVEEID unvaia TrapakoAouBnan yia Toug emduevoug 10 prveg Bepameiag kar aTn GUvEXeIa TTePIOBIKA




yia TrapakoAoUBnon Twv acBeviv yia KAIVIKG anpavTikég PeTaBoAEG aTig GTTolEG aIpaToAOYIKEG TIapapETPOUS kama T Sidpkeia Tng Bepareiag (BA. Tapaypago 4.2). Edv pia acBeviig avarmiger
Bapidg Hopeng eupévouaa aipatooyki TogIKOTTa, GUUTIEPIALBAVOPEVNG TG TIAVKUTTCIPOTTEVIOS, N OTToia Sev UTToXWPNOE! EVTOS 28 nuepwy HeTa T dlakoTm, n Bepareia e Zejula Ba mpémel va
TeppariceTar. Adyw Tou KIVOUVoU BpopBOTTEVIaG, QVTITIMKTIKG KOl QOPUAKEUTIKA TTPOIOVTOI TTOU €ival YWwaTO 6TI HEIVOUV Tov apiBud BpouBoKUTTAPWY TTPETTEN VO XPNaIHOTIOIO0VTAN e PO (BA.
mapdypago 4.8). MuehoduomrAaoTiké alvdpopoloeia puehoyevig Aeuxaiuia: ‘Exouv TrapamenBei Tepimwoelg LueAoduaTAaaTikoU auvdpdpou/ogeiag puehoyevols Aeuxaipiag (MAX/OMA) o€
aofeveig ou AapBavav povobepameia r) Bepaeia guvduaapol pe Zejula ae KAIVIKEG PEAETEG Kkar pETEYKpITIKA. H dicipkeia g Bepameiag e Zejula o aoBeveig mpotol avamrtuybei MAZ/OMA
Kupavérav amd 0,5 priveg éwg > 4,9 €m. O1 epimwaeig Arav xapakmpiaTikég deutepotraBiuv MAZ/OMA cuaemi{Ouevwy pe Bepareia yia Tov kapkivo. OAeg o aoBeveig eixav AdBel ToMammAa
oxfuara xnueioBepareiag pe Tepiexopevo mAarivag kar oM eixav emiang AdBel kar GMoug Tapayovreg pokahobvreg gnuid aTo DNA kaBug kai akivoBeparteia. Mepikég aro Tig aoBeveig
€ixav 1010pik6 duaTrhaaiag Tou pueod Twv ooTy. Eav emBeBaiwdei MAZ ko OMA evi piat qoesvr]g AapRaver Bepareia pe Zejula, n Bepareia Ba mpérel va Tepparicerar kai n acBeviig va
AapRaver karaMnAn Bepaeutiki aywyn. Yrépraon, ouumepihapBavoyivig kai umeptaaikig kpiong: Me m ypron Zejula éxer avagepBei umiépraon, gupmepIAapBaVOLEVNG Kal UTIEPTACTIKAG
kpiang (BA. rapaypago 4.8). Mpo-utrpyouoa uTiépraoT) Bal TIPETE! Vel EAEYXETal EMTPKGUG TIIV TNV cvap&] g Beparmeiag pe Zejula. Kara m Bepaeia e Zejula, n apmpiakr ieon Ba mpérel va
TiapakoAouBeital TouhdyioTov eRSopadiaiwg yia dUo Ve, 0T GUVEXEID va TrapakoAouBEiTal pnvidiwg yior To TIPWTo £T0G Kol 0T GUVEXEID TrEpIodIKA. Mopei var egeTaoTei 1o evdeXOpEVO
TIapakoAoUBnang TG appIaKAG THiEaNG aTo aTTiTI yia KATAAANAOUG aIoBeveig e 0dNyiES Val ETTIKOIVWVATOUV e TOV ETTAYYEAUOTI UYEIOG O€ TIEpITITWOT algnong Tng aptnpiakig Trieang. Oa mpémel
V@ TIPAYMATOTIOIEITa 10TPIKF SIOXEPION TNG UTIEPTACNG e AVTIUTIEPTATIKA QOPUAKEUTIKA TTpOi6vTa Kabuwg eTiong kai puBuian g 66ang Zejula (BA. Tapdypago 4.2), edv auté amareital. Kard
10 KAIVIKO TIpGypappa, An@Bnkav PETPATEIS T apmnpiakng Trieang v Huépa 1 1ou kaBe 28Apepou KUKAOU vy N aoBevrig auvéxioe va Taipvel Zejula. ZTIG TEQIOTOTEPES TIEPITITWAEIG, N UTIEPTOON
eAEyXBnKe ETTaPKWG pe T Xpron aupBaTikng avTiuTepTaaikig BepaTrEUTIKAG aywyng Le A Xwpig mpoaapuoy g d6ang Tou Zejula (BA. apaypago 4.2). To Zejula 6a mpémel va teppariCetal TV
TIEPITITWOT) UTTEPTATIKAG KPIONG ] €AV 10TPIKWG GMUAVTIK UTépTaOT dev UTTOpE val eAeyXBei ETaPKWG e avTIUTIEPTATIK aywyr. 20vOpopo OmiaBiag AvaoTpéwiung EvkepalomdBeiag (PRES):
Ympgav avagopég yia 2vdpopo OmiaBiag AvaaTpeyipng Eykepahomabeiag (PRES) e aoBeveig mou éAaav Zejula (BA. mapdypago 4.8). To PRES eivar pia omrdvia, avaaTpéwipn, veupohoyikn
diarapay[} TToU PTTOPE Vol TTAPOUTTIOOTE e TayEwS EGEMNOTOUEVT CUNTITWHOTA OTTWG ETIANTITIKEG KPIOEIS, KepaAaAyia, aolwpEvn YuyIkn KataaTaan, oTrmiki diatapayn fj pAoiwdng TUpAwan, e
1} Xwpig oxetikn utépraon. H didyvwon Tou PRES amarei empBeaiwan péow ameikéviang eykepaAou, katd mmpoTiunan ameikoviang payvitikod auvioviapol (MRI). Ze mepimmwon PRES,
ouviaTaral n diakoTr Tou Zejula kai n) Bepaeial gUyKekpIPEVWY TUPTITWUATWY oupTtepIAapBavouévng g utiépraong. H aogaheia T emravévapgng g Bepareiag pe Zejula o€ aoBeveig mou eiyav
Tiponyoupévwg eppavioel PRES dev eival yvwotr. Kinon/aviigGMnwn: To Zejula dev Tpémel va xpnaiyoTroleitar karé my kUnan f ae yuvaikeg ae avarrapaywyikr nAikia mou ev emBupoly va
Kavouv xpnon agiomioTng peBddou avrioUMnwng kard m didipkela g Bepareiag kar yia 1 prva werd T AMun Tng TeAeutaiag 66ang Zejula (BA. mapdypago 4.6). Mpiv  Bepareia Ba mpémel va
YIVETQI TEOT EYKUMOOUVNG O€ OAEG TIG yuvaikeg o€ avamapaywyiki nAikia. Aaktédn: Ta okAnpd kawdkia Zejula Tepiéxouv povoldpik Aaktocn. Or aobeveig pe aTmavia kAnpovopiké mpoBAiuara
duaavegiag atn yahaktadn, EMeiyn Aakréong Lapp rj kakn amoppo@nan YAukadng- yahakTodng dev pémel va réipouv auté 1o papuako. Taptpadivn (E 102): Autd 10 QaPUAKEUTIKS TTPOIOV TIEPIEXE]
Taprpadiv (E 102), n omoia pmropei va mpokaéaer ahepyikég avidpaceis. 4.5 AMnAemdpaceig pe GAMa QappaKeuTIKG TpoiovTa kal GAAE Hop@ég aAAnAemSpaang: DapUaKoduVaIKEG
aMnhembpdceig: O auvduaapdg viparrapiummg pe eyBoAia 1) avoookaraoTakTIKoUg Trapayovreg Bev éxer peAemnBei. Ta Gedopiéva yia m VIpATIapiTI Gt CUVBUOOO E KUTTOPOTOSIKA QAPAKEUTIKA
TIPOIOVTAN EVOll TIEPIOPITLEVCL. Enouevwg amaireiTar mpooox! eav n vnparraplprrr] xpnmuorromnm ce 0uv5uacuo He euBOMa, avoookaraoTaATIKoUg TrapayovTes 1) MG KUTTAPOTOZIKG
(OPLOKEUTIKA TTPOIOVTA. Mnhemdpaaeis: Emidpaon dMwy amapium: H viparrapipmm wg umootpwpa twv CYP (CYP1A2 kai CYP3A4):H
vipaTrapiumm eival uToaTpwya va KapBoiu)\smepacwv (CE) Kall Twy UDP v)\uKoupovocu)\Tpuvctpspacwv (UGT) in vivo. O ogIdwTIKGG pETaBONIOUOS TG VIpaTTapiTg €ival EAAXIOTOS in vivo.
Aev amareiral puBpIon Mg 560N yial To Zejula 6Tav XopnyEiTal TAUTEXpOVA LE PAPUAKEUTIKA TIpoi6vTa TTou Eival ywaTo 6T avaoTEMOUV (TT.x. ITpakovacoAn, pitovapipn kar khapiBpopukivn)
emayouv Ta éviupa CYP (.y. pipagivn, kapRauadetivn kai gaivutoivn). Nipamapiumn wg umréaTpwpa rwv petagopéwv ekooris (P-gp, BCRP, BSER, MRP2 kai MATE1/2: H vipamapipmm eivai
umméaTpwia TG yAukommpwreivng P (P-gp) kar Tng mpwreivng avtiotaong kapkivou Tou paaTol (BCRP). Adyw, 6uwg, TG uynAng Tng 6|unspmémmg Kai BiodiaBeaipdmrag, o Kivouvog KAVIKA
OXETIKWY OAANAETTIBPATEWY PE PapUAKEUTIKA TTPOIGVTA Tal OTToil avaaTEAAOUV auToUg Toug petagopeis eivar phov amiBavog. Emopevuwg, dev amaiteital pubpion mg 66ang Tou Zejula dtav autd
XOPNYEiTal TOUTOXPOVO! L POPUOKEUTIKG TIPOIGVTa T oTroiat eivall yvwaTd 611 avaaTéMouv T yAukotrpwreiv P (P-gp) (Tr.x. apiodapdvn, Beparapiin) i v Tpwreivn avtioTaong Kapkivou Tou
paaTol (BCRP) (mr.x. ogipepmivipmm, BeAratacBipn kai eAtpopBorrayn). H vipamapiummn dev eivar umdatpwya Tg avAiag egaywynig xoAikwy ahdmwv (BSEP), f Tng mpwreivng 2 Tou oyeticetar e
mohugappakeutikr avriotaon (MRP2). O kipiog mpwrelwv peraBoAimg M1 dev eivar uméoTpwya Twv P-gp, BCRP, BSEP | MRP2. H vipamapiumn dev €ivar uméaTpwya Tou ToAammAol
ueTagopéa £§600u papudkwy kal Togiviv Twv (MATE) 11 2, eviv 0 M1 eivar umdotpwya kai Twv 80o. Nipammapiumm we urrdoTpwia peragopéwy nmarikns mpdoAnwng (OATP1B1, OATP1B3 kai
OCT1): Oute n vipamapipmn oUTe kai o M1 €ival uméaTpwya Tou ToAuTETMISiou peTagopd opyavikwy avidviwv 1B1 (OATP1B1), 1B3 (OATP1B3), Ay peragpopéag opyavikav kamioviwv (OCT1).
Aev amarmeitar puBuion Tng d6ang Tou Zejula tav opnyeiTal TAUTOXPOVWG e QAPHAKEUTIKG TpoidvTal TTou eival yvwaTd 6Tl avaaTéAhouv Toug petagopei TpooAnyng OATP1B1 i} 1B3 (m.x.
yepgiumpoliAn, pirovaBipn), § OCT1 (m.x. viohouteykpapipn). Niparrapiummn wg uréotpwia twv eragopéwy veppikric moéoAnyng (OAT1, OAT3 kar OCT2): Odre n viparapiumm odre kai o M1
€ival UTTOOTPWa ToU HETagopéa opyavikwv avioviwy 1 (OAT1), 3 (OAT3) kai Tou peragopéa opyavikiv karioviwy 2 (OCT2). Aev amarreitar pubian T 50ong Tou Zejula otav auto yopnyeiTa
TOUTOXPOVWG HE POPHKEUTIKG TTPOIGVTA TToU Eivall YWwaTo Ol avaaTeMouV Toug peragopeic pooAnyng OAT1 (rr.x. TpoPevekidn) i OAT3 (r.x. mpopevexion, Sikhogaivakn), 1) OCT2 (mr.x.
opendivn, Kividivn). Emidpacn mg vipamapiumng oe GMa gapuakeunikd mpoidvia: Avaotoi Twv CYP (CYP1A2, CYP2BE, CYP2C8, CYP2CY, CYP2C19, CYP2D6 kar CYP3A4): Olre
viparapipTm o0te 0 M1 gival avacToréag Twv dmoiwv eviupwv CYP petaBoAiopol dpaaTikwv ouaiwv, Arol CYP1A1/2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 kai CYP3A4/5. Akéun
K av kai dev avapéveral n émoia avaaToA Tou CYP3A4 ato fimap, n duvnrikdmra avaaTohig Tou CYP3A4 oe ewepn«') £TTimedo dev éxu eZaKpleeei o€ oxm(épsvsg OUYKEVTPWOEIG TG
viparapipng. Emopévwg, auviatdral Tpoaoyr 6Tav N vIpaTapiuTin ouvduadeTal Ue dpaaTikég ouaieg o peraBoliopds Twv omoiwv egaptémar amd 1o CYP3A4 kai, 131aiTepa, EKEIVEG TIOU EXOUV
0Tev6 Bepameutiké pdapa (Tr.x. kikhoaopivn, TakpOAIHoug, aAgevtaviAn, epyotapivn, Trpodion, kouetiamivn kar ahogavtpivn). AvaotoAr rwv UDP-yAukoupovoguAorpavagepaowv (UGTs): H
vIpamapipTTn dev epgavioe avaaTaATiki dpdan évavr Twy Igopopewv UGT (UGT1A1, UGT1A4, UGT1A9 kar UGT2B7) éwg 200 uM in vitro. ETropévw, n mlavoma yia KAIVIKG OXETIKF avaoToAr
Twv UGT amd m vipamapipmn eival eAayiom. Emaywyrj twv CYP (CYP1A2 kai CYP3A4): OUte n vipamapiumn olte o M1 eivar emaywyéag Tou CYP3A4 in vitro. In vitro, n vipamapirn emdyel
aoBeviug 1o CYP1A2 e upnAég oUYKEVTPWOEIS Kail N KAIVIKY axEon autig TG emidpaang dev Ba prropouoe va amokAeioTei TApws. O M1 dev eival emaywyéag Tou CYP1A2. Emopévwg,
guvigTémal pogoxr 6Tav n vipamapiptm cuvduddetar pe SpaaTikéG ouaieg o peTaBOMNIOUGS Twy omoiwy egaptaral amd To CYP1A2 kau, 181aiTepa, exeiveg TToU £Xouv OTEVO BEPATTEUTIKO PACHA
(.. khoCarmivn, Beo@uUAiv kai potmivipdAn). AvaotoAr Twv peragopéwy ekporic (P-gp, BCRP, BSEP, MRP2 kai MATE1/2): H vipamtapiutm Oev eival avaaToréag g BSEP 4 MRP2. In vitro, n
vipamapiumn avaoTéMel o P-gp oG aoBevig kai v BCRP pe IC; = 161 uM kai 5,8 pM, avriaToixws,. Emropévug, pia aMnAemidpaan pe KAIVIk anuaoia Trou exel oxEan pe Ty avaoTol
QUTLV TWV PETAQOPEWV EKPONG, av Kai amiBavn, dev prropei va arokAeioTei. Emopévug ouvioTdral mpogoxr oTav n viparapiumn guvduagerar pe uroaTpwyara g BCRP (ipivorexdvn,
pogouaarariv, aiyBaararivn, aropBaararivn kar pedotpegam). H vipamapipm eivar avaoTtoAéag Twv MATE kai 2 e IC,,; 0,18 uM kai < 0,14 pM, avrioToiyug, Aev pmopodv va aTrokAeiaTooy
QUENYEVES TUYKEVTPWOEIG OTO TTAGGHIO GUYXOPNYOULEVWY QAPUTKEUTIKAWY TIPOOVTWY Tal OTTOid! €ivall UTTOOTPWHIATA QUTWY T HETaQOPEWY (TT.x. PeTgopyivn). O KUpIOG TTpwrelwy peraBoAiTng M1
dev aiveral va eival avaaToréag Twv P-gp, BCRP, BSEP, MRP2 fy MATE1/2. Avaatolr petagopéwv nmarikig mpéoAnwng (OATP1B1, OATP1B3 kar OCT): Olre n vipamapipmm oute o M1 ival
avqcrro)\aag Tou ToAUTTETTIBiou eTagopag opyavikiv avioviwy 1B1 (OATP1B1) 1} 1B3 (OATP1B3). In vitro, 1 vipamapipmm avaoTéMer aoBevig Tov perapopéa opyavikiv katioviwy 1 (OCT1)
pe IC,, = 34,4 uM. Zuviotdral pogoxn 6Tav N vipaTrapiym cuv5ua{£m| JE BPaCTIKEG ouaieg TToU U(pIO’TGVT(]I usratpopu npocAr]Lpng amd OCT1 6mwg n pergoppivn. AvaoroAn petagopéwv
vs(pplkng np6aAnyng (OAT1, OAT3 kar OCT2): OUte n vipamapipn oute 0 M1 avaoTéMouv Tov peragopéa opvavmwv avioviwv 1 (OAT1), 3 (OAT3) kail TOV LETOPOPEQ OPYQVIKLIY KATIOVTWY 2
(OCT2). Oheg o1 KAVIKEG ps)\mg gxouv Trpayuarottoinei povo ot eviAikeg. 4.6 FovipdmTa, Kinom kai yohouyia: [uvaikes o€ avamapaywyiki nAikia/avrioUMnwn oTig yuvaikeg: Or yuvaikeg o€
avamapaywyIkr nAikia dev TpETTE! var pévouv £ykueg eviy uToBaMovTar o€ Bepareia kai Sev Ba TpeTel va eival éykueg kard my évapén Tng Bepameiag. Mpiv m Bepameia Ba mpémel var yiverar TeoT
€YKUPooUVNG Ot OAEG TIG yuvaiikeg o€ avamapaywyikr nAikia. Tuvaikeg o€ avamapaywyikr nAikio TpETel va xpnatpoTololv amoteAeapaTikr aviicUMnyn kard m didipkeia TG Bepameiag kai yia
1 pAva petd ™ Myn g TeAeuTaiag d6ong Tou Zejula. Kunan: Aev diariBevrai fy eival Tepiopioéva Ta dedopéva ammé T Xpriom TG VIPATTOPILTING OTIG £YKUES yuvaikes. Aev €xouv yivel JeAETeg
avarapaywyig kai TogikétTag oty avémugn o€ {wa. Me Baon, dpwg, To unxaviopé dpaang Mg, n viparapiutn Ba pmopoldae va mpokaAéael BAGRN aTo EuBpuo, cupmepiAapBavopévuy Kai
TEPOTOYOVLWV EVEPYEIWV Kall EVEPYEIWV Bavamn@dpwy yia To EuBpuo, 6Tav xopnynBei ot £ykueg yuvaikeg. To Zejula Oev TipéTel va xpnalpoTolital katd T SidpKeia TG eykupoaivng. OnAaapog:
Qv givar yvwaTo €av n vipamapipmm f ol geraBoAirteg mg amekkpivovial aTo avBpwivo yaAa. O BnAacpég avrevdeikvutal kard mv didipkeia xopriynong Tou Zejula kai yia éva prAva perd n Ajyn
N TeAeutaiag doang (BA. mapaypago 4.3). Coviudtnra; Aev utdipxouv KAIviké Sedopéva yia T yovILOTnTa. Ze ETTiPUES Kal OKUAOUG TrapaTnprBnke avaoTpéwiun Peiwan TG amepuatoyéveang (BA.
Tapaypago 5.3). 4.7 Emdpdaoeig aTnv ikavotnTa 0dynong kai XeipIopou pnxavnudrwy: To Zejula éxel pétpia emidpacn aTny IkaveTnTa 0dAynang kai XeIpIapoU pnyavnudmwy. AoBeveig oy
Taipvouv Zejula prropei va ekdnAwaouv e§aabévian, komwan kai (GAN. AoBeveig Tou ekdnAwvouv auTdl Ta gupTT@yaTa Ba TIPETTE! val eival TIPOOEKTIKEG ATV 03NyoUV 1 XeIpovTal UnxavApaTa.
4.8 AvemBOpnTeg evépyeieg: MepiAnwn Tou mpooil aogaeiag: Or avemBupnTeg evépyeieg (AEP) dAwv Twv Babuwv Tou anueiwbnkav ot = 10 % Twv 851 acBevwv Trou Emaipvav govoBepareia
Ve Zejula oTig peréteg PRIMA (apyikh d6an 200 mg / 300 mg) kai NOVA ouykevpwrikd frav vautia, avaiyia, BpopBomevia, komwaon, duokolNioTnTa, Euerog, keparahyia, almvia, peiwpévog
apiBu6g aiomeTaiwy, oudeteporevia, kolhiakd GAyog, Uelwpevn 6pedn, dicippola, dUoTvola, umiéptaan, §aaBévian, {aAn, peiwpévog apiBpdg oudetepdpiAwy, BAxas, apBpalyia, oauayia,
pelwpévog apiBudg Aeukiv aipoaaipi Kar egaers. Or o ouvég ooBapég avemBUUNTeS evépyeleg > 1 % (OuxvoTNTEG eupaVICOpEVES KaTa T Bepareia) nrav BpopBomevia kar avaigi.
Karahoyog avemBupnTwy evepyeiwv g€ pop@r Trivaka: Or TTapakdmw avemmBupnTeG EVEPYEIES £XOuV TTPOGDIOPITE] e BAOT T GUYKEVTPWTIKG GeSOPEVD TIOU TIPOEKUWAV ATTO TIG KAIVIKEG MEAETEG
PRIMA kai NOVA oe aafeveig ou Adupavav povoBepameia pe Zejula (BA. Mivaka 4). Or auyvoTnTeg exdiAwang Twv avemBupnTuwy evepyelwv mpoadiopidovial wg egig: oAU auyvég (= 1/10),
OUxVEG (2 17100 €wg < 1/10), o1 auxvég (= 1/1.000 éwg < 1/100), aTrévieg (= 1/10.000 £wg < 1/1.000) kai oAU amravieg (< 1/10.000). Evrdg g kéBe optidag ouxvetnTag, ol aveTTIBUUNTEG EVEPYEIEG
Trapouaiddovral katé @Bivousa aeipd apimrag.
Nivakag 4: AvemBOunTeg avmdpdoeig aTo Pappako Tou avapépBnkav o€ aoBeveig Tou éAaBav Beparreia pe aTabepn apyikn 6on Zejula 300 mginpépa (TuykevTpwrikG Sedopéva
peAerwv PRIMA kai NOVA)

Kartnyopia/opyaviké ouotnpa ZuxvotnTa OAwv Twv Baduwy kard CTCAE* Zuxvotnta Babpol 3 i 4 karé CTCAE*

NOIPWEEIG Kl TTAPATITWOEIG MoAu auxvgg Noipwgn Tou oupotoinTiké. Zuxvég: BpoyyiTida, 'Ox1 ouyvég: Noiuwén Tou oupotroinTikoU, BpoyiTida
EMITEQUKITIOA

Aiarapayég Tou aipoToinTIkoU Kai Tou Aepgikol MoAv ouyvés: OpopBomevia, avaipia, ouderepomevia, AcukoTrevia. Mo ouyvég: OpopBoevia, avaipia, oudeTopoTevia.

OUoTAATOG ‘Ox1 ouyvég: TlavkuttapoTrevia, euTTupeTn OUdETEPOTEVIa Zuyvég: Aeukomevia. Ox1 ouxvég: Mavkuttapomevia,

EUTTUPETN OUBETEPOTIEVID

Alarapayég Tou avoaoToInTIKoU GUGTAUATOG Zuyvég: YmepeuaioBnaial 'Ox1 ouyvég: Ymepeuaiobnaia

Aiarapayég Tou peraBoAiopou kar Tg Bpéyng MoA ouyvég: Meiwpévn Opedn. Zuxvég: Ymokahiaiyia Zuxvég: Ymokahiaipia. Ox1 guxvég: Meiwpévn 6pedn

WYuxiarpikég diatapayég MoAU ouyvég: Almvia. Zuxvég: Ayxog, kataBhiyn. Ox1 ouyvég: 'Ox1 ouxvég: Admvia, ayxog, kataBAIyn, GuyxuTIKn
ZUyXUTIKN KaTdoTaon KkardoTaon




Aiarapayég Tou VeupikoU GUGTALATOG MoAU ouyvég: Kepahalyia, (aAn. Zuxvég: Auoyeuaia. Zmavieg: 'Ox1 auxvég: Kepahahyia
L0Ovdpoyo otrioBiag avaoTpéwiung eykepahomabeiag (PRES)*

Kapdiakég diarapayég MoAU ouyvég: AioBnpa Tahpwv. Zuxvég: Taxukapdia

AVYEIOKES DlaTapaxEG MoAU ouyvég: Yméptaon. Zmdvieg: YTepTaoikn Kpion Zuyvég: Yméptaon

Aiatapayég Tou avamveuaTikoU GUCTAPATOG, TOU MoAu ouxvés: AbaTvoia, Biixag, pivogapuyyitida. Zuxvég: Emiatagn. | Oxi ouxvég: AboTvoia, emioTan, Tveupovinda
Bwpaka Kal Tou LegoBwpakiou ‘Ox1 ouyvég: I'lvsupovméa

Aiarapayég Tou yaoTpevTepIKoU MoAu ouxvég: Nauria, duokoiliomra, Euetog, koIliakd aAyog, Zuxvég: Nauria, Eperog, kolhiakd akyog. Oxi ouyvé:
didppola, duoTeyia. Zuxvcg =npoatopia, Koihiakr didraon, Aiappoia, BUO‘KOI)\IOTI]TO QAeypovI) Twv BAevvoyovwYy,
@Aeypovi Twv BAevvoydvwy, aToparTiTida gToparTitida, §npoaTopia

Aiarapayég Tou d¢ppaTog kal Tou utrodopiou IoTol | Zuxvég: Puroeuaiodnaia, egavBnua ‘Ox1 ouyvég: Pwroeuaiobnaia, e§avonua

Aarapayég Tou puookeAetikou guaTiarog kai Tou | MoAd auxvég: Oogualyia, apBpahyia. Zuxvég: Muakyia 'Ox1 ouyvég: Oagualyia, apBpalyia, pualyia

OUVOETIKOU 10TOU

levikEg dlatapayég kal KATaoTagEIg TG 0800 MoA ouyvég: Komwan, e§aabévian. Zuxvég: Mepipepikd oidnpa Zuyvég: Komwan, e§aoBévion

Xopfiynang

MapakAvikég egeTaioeig Zuxvég: AGEnan mg y-yhoutapuktpavagepaong, abgnon aomaprikig | Zugvég: Abgnan g y- \(Aoum|pu)\Tpowocpepacngr
auvotpavaepaong (AST), augnan mE kpearvivng aiparog, augnon ncr] g aAQVIVIKAG apivoTpavapepdang (AL
Mg ahaVIVIKRG apvoTpavapepdang ( | ouxvcg Algnon aoTapTIKAG aulvorpavccpspuang

augnan g aAKaAIKG PuOPATATNG Tou aipartog, peiwan Bapoug

au{qcn NG aAKaAIKNS PWaPaTdong Tou aipaTtog

* CTCAE=Zuvi8n Kpimpia Opohoyiag yia AvemnBupnta ZupBavra, ékdoan 4.02. ** Baoe! dedopévuwv KAIVIKAG OKIUAG e vipamtapiutm. Autd dev mrepiopiletal o Baaikr peAém povoBepareiag
ENGOT-OV16. 1 MepihapBavel umepeuaiobnaia, papuakeuTik urepeuaiobnaid, ava@UAGKTOEIBN aviidpaan, YapHKETIKO e5avBNjia, ayyeiooidrua kar Kvidwar.

Or avemBUpnTeg evepyeieg Trou Tapampribnkav oty opada aoBevivv aTIS oTToiEg XopnynBrike apxikr 0oan Zejula 200 mg Bace! Tou GwpaTIKOU BAPOUS 1 Tou apIBHOL aipoTreTaAiLy otV
£vapgn, firav TIapGpoIag f XaunAGTEPNS GUXVOTTAG Ot OUYKpIaN He TV opdda aoBevi aTig oToieg xopnyriBnke a1abepr apxikr 56 300 mg (Mivakag 4). BAETIE TrapaKdTw Yia GUYKEKIHEVES
TANpogopieg OXETIK pe T guxvdTTa Tng Bpoporeviag, e avaipiag kai g ouderepoTreviag. TEpypagR emAeyuevwy_ avemBUyunTwy EVEDVEIGV: AINATONOYIKEG QVETTIBUNTEG EVEPYEIES
(BpopBomevia, avaipia, oudeTopoTTEvia) AVANETT TOUG Kal KAIVIKEG dIYVWOEIG f/kal epyacTnpiakd eupApaTa yevika ekdnAwdnkav aTa apyikd oTadia TG Bepameiag He vipamapipmm e m
QUXVOTNTa VOl PEIRVETaI Pe TN Trapodo Tou Xpdvou. 2Tig peAéteg NOVA kar PRIMA, or aaBeveig Tou fitav kataAAnAeg yia Bepameia pe Zejula gixav T €61G QILOTOAOYIKEG TIAPOETPOUG 0TIV
évapdn: amoAutog apiBpog oudetepd@idwv (ANC) = 1.500 kirapa/uL, aiporreraAia = 100.000 kutmapa/ul kai aiyoagaipivn = 9 g/dL (NOVA) i 2 10 g/dL (PRIMA) rpiv amé m Bepareia. Z10
KAIVIKO TIpGypapua, Of aIpaToAoyIKEG VETIBUPNTES EVEPYEIEG AVTIMETWTTIOTNKAV e EpyaoTNPIaKI TrapakoAoUBnan kai Tpomommoinaeig TG d0ang (BA. mapdypago 4.2). £ pehétn PRIMA o
aoBeveig aTig omoieg xopnyrbnke apyikr d0an Zejula Baae Tou owpatikod Bapoug A Tou apiBuol aipotrerahiwv anv évapgn, BaBuou 23 n BpopBomevia, avaipia kai oudeTepoTtevia peibnkav
am6 48% ato 21%, amd 36% aTo 23% Kai amd 24% aTo 15% avtioTolxa 0t GUYKPION WE TV Opada aoBeviv aTIg omoieg xopnyrBnke atabepr apxikr d6an 300 mg. H Bepameia TepparioTnke
Aoyw BpopBoeviag, avaipiag kai oudetepotreviag aTo 3%, 3% kai 2% Twv acbeviy, avtiaTolya. GpouBomevia: Tm peAém PRIMA, 39% Twv acBeviwv Tou éAaBav Bepameia pe Zejula eppavioav
BaBpou 3-4 BpopBomevia ae adykpian pe 1o 0,4% Twv acBeviv Trou EAaBav EIKovIKG QAPHAKO, Le BIGHETO XPOVIKO BIACTNHA o T TrpWTN d0aM Ewg TNV TpwM exdfAwaon 22 nuepwv (€0pog:
15 €wg 335 nuépeg) kau dicipean didipkeia 6 nuepwv (upog: 1 éwg 374 npépeg). H Bepareia Teppariotnke Adyw BpopBoteviag aTo 4% Twv aoBeviwy ou AduBavav vipamapiprm. X peAétn NOVA,
mepitiou 10 60 % Twv aoBevav Tou AapBavav Zejula ekonhwoav BpopBorevia otoloudirote Bablol kai To 34 % Twv aoBeviv ekdiAwaay BpopBomevia BaBuol 3/4. Ze aoBeveig pe apiBuo
aiporreTaNibyv Kata v évapg e peAEmg pikpdrepo amo 180 x 10°/L, onueiiBnke BpopBomevia oroloudrjore BaBjiou kai BoBlio 3/4 anpeiybnke Ot 76 % kai 45 % Twv aoBeviy avTIaTOXWG.
0 péoog xpovog Ewg v évapén Mg BpopBomevias avetaprirug Baepou kai Bpoporreviag BaBuol 3/4 frav 22 kai 23 pépeg avriaToixwg, H guyvomra véwv TrepioTarikiv BpopBomeviag pera
TNV EQPLOYI] EVIQTIKLY TPOTTOTTOINGEWY 0T SoaoAoyia KA Toug Tipwrous dUo prives TG Bepareiag amd Tov Kukho 4 frav 1,2 %. H péon Siapkeia mepiaTamikiv GpopBoreviag omoloudnore
Babpou nrav 23 pépeg kar n péan dicipkela BpopBotreviag Babuou 3/4 Arav 10 pépeg. Aabeveig Tou AauBavouv Bepameia pe Zejula kail ol oTroieg avamtuooouv BpopBoTrevia mmopei va diaTpéxouv
augnuévo kivduvo aioppayiag. £To KAivik Tpdypaupa, n Siayeipion g BpopBoteviag yivoTav pe pyaoTnpiakn TapakoAoUBnan, Socoloyikr TpoToToinan Kail PETAyyIon aigomerahiwy ooy
auTo frav appdlov (BA. mapaypago 4.2). Tepuaropdg Tg Bepameiag Adyw TrepiaTaTikwy BpopBorreviag (BpopBorevia kai pelwpévog apiBpég aiotreraAiwv) Eyive oe TepiTou 3 % Twv aoBEVY.
21n perém NOVA, 48 amd 367 (13 %) aaBeveic eppavioav aipoppayia pe Tautdypovn Bpoppotevia. Oha Ta oupBavia aioppayiag pe Tautéxpovn BpopBoevia frav BaBuol 11 2 wg pog
m Bapumra, extog amd éva oupBav Babuol 3 Tetéxelag kal apaTwuaTog Tou TrapaTtneRBnke Tautoxpova pe aoapd avemBupnTo ouuBdv TavkuTtapomeviag. OpopBotevia eugavioTnke
OUXVOTEPQ OTIG ATBEVEIG TToU EfXav apYIKO apiBUO cipomeTahivv XapnAdtepo amd 180 x 10°/L. Mepitrou To 76 % Twv aoBeviV e XaunAGTEPO apxIk apiBpd aipometahiwy (< 180 x 1091L) ol
orroieg éhapav Bepareia e Zejula eugpdaviaav BpopBotevia omoloudrimote BaBuol kai 1o 45 % Twv acBeviuv eugavicav Babou 3/4 Bpoypotrevia. Mavkuttapotevia Tapampridnke oe < 1 %
Twv aoBevwv Tou AduBavav vipamapiutn. Avaiuia: 2 pehém PRIMA, 31% twv aoBeviuv Tou éhaBav Bepameia ue Zejula eupdviaav BaBuou 3-4 avaipia og alykpian pe 2% Twv aoBeviv Tou
éhaBav eikovikd papuako, pe dIAETO Xpovikd didaTnua amd my Tpwm d6an wg TV TpwTn ekdAAwan 80 nuepwv (€0pog: 15 Ewg 533 nuépeg) kar didpean didipkeia 7 nuepwv (e0pog: 1 éwg 119
nuépeg). H Bepameia TeppatiaTnke Adyw avaipiag a1o 2% Twv acBeviwv Tou AdpBavav viparapipmm. 2 pehén NOVA, mepimmou 50 % Twv aaBeviv ekdhlwaav avaipia otroioudiote Babpol
Kai 25 % exdnAwaav avaipia BaBou 3/4. O péaog xpdvog Ewg Ty évapgn Tng avaipiag ommolioudnote Babuol Arav 42 uépeg kai 85 pépeg yia epiaTarikd BaBuou 3/4. H péon didpkeia avaipiag
otoloudrmoTe BaBo firav 63 pépeg, kai 8 pépeg yia TepiaTamiké Babpou 3/4. Avaipia omoloudrimore Babuo ummopei va eppével katd m didipkeia T Bepameiag e Zejula. 210 KAIVIKO Tpdypappa,
n dlayeipion Mg avaipiag yivetav Le pyaaTnpiakr apakohouBnan, doaooyikn Tpomomoinan (BA. Trapdypago 4.2) kai 61rou auTd Appode He LeTayyioeig epuBpwv aipoagaipiwy. H Bepameia
Noyw avaipiag Tepparioke ot 1 % Twv acBeviv. Ouderepomevia: I peAéTn PRIMA, 21% Twv aoBeviov Tou éAaBav Bepameia pe Zejula eugavioav Babpot 3-4 oudeteporevia ae alykpion e 1%
Twv aoBeviv Trou éAaBav EIKoVIKO PApHaKO, pe SIAPETO XpOVIKG SIBaTNUa Ao TV TTPWTN 860N £wg TV TTPWTN ekdhAwan 29 nuepwv (€0pog: 15 éwg 421 nuépeg) kar didiean dIApPKEIa 8 Nepwv
(epog: 1 éwg 42 nuépeg). H Bepameia Tepuarioke Adyw oudeteporeviag aTo 2% Twv acBeviv Tou Aduavav viparapiumm). 2m peAé NOVA, Tepitrou 30 % Twv aoBevwy Tou Aauavav Zejula
ekdiAwaav oudeteporevia omoloudrimore Babpou kai 20 % Twv aoBeviv ekdhAwaav oudetepotrevia Babuou 3/4. O péaog xpdvog éwg Ty évapgn g oudeTeporeviag otroloudrTmoTe Baduod frav
27 pépeg, kan 29 pepeg yia mepioTamiké Babuol 3/4. H péon didpkeia mg oudetepotreviag omoioudrimote Babuol frav 26 pepeg kai 13 pépeg yia mepioTamika BaBuou 3/4. EmmmAéov xopnynBnke
Tapdyovtag diEyepang aMOIKIWY Twv KOKKIOKUTTApwv (G-CSF) ae Tepimou 6 % Twv acBeviv ol oTroieg eAapBavav Bepameia e vipamapipTn wg Tautéxpovn Bepameia yia oudeteporevia. H
Bepareia TeppatioTxe Adyw TEpIOTaTIKWY OudeTEpOTTEViag o€ 2 % Twv acBevav. Ymépraon: £ pehém PRIMA, BaBuou 3-4 umépraon eugaviotnke oe 6% Twv acBeviv Tou éAaav Bepareia
Ve Zejula o aUykpion e 1% Twv aoBeviyv Tou Eaav EIKovikG QApuaKo, pe dIAPETD Xpovikd didoTnpa amé Ty Tpwm 56an Ewg mv Tpwm ekdAAwon 50 nuepwv (€0pog: 1 éwg 589 nuépeg)
Kai diGipean didipkela 12 nuepwv (eupog: 1 éwg 61 nuépeg). H Bepameia repparioke Adyw umépraong ae 0% Twv acBevwv. X perém NOVA, uiéptaon omoloudrote Babpol onpeiwdnke ot
19,3 % Twv acBeviv Tou AdpBavav Bepameia pe Zejula. Yméptoon BaBuou 3/4 onpeiwbnke o€ 8,2 % Twv aaBeviv. H diaxeipian mg utrépraang £yive eUKOAX e QVTIUTIEPTATTIKA GAPHAKEUTIK
TipoiovTa. H Bepameia Tepuariomke Adyw utépraong o€ < 1 % Twv acBevav. Naidiarpikég mAnBuapég: Aev éxouv diefaybei peAéTeg ae TradiarpikoUs aobeveis. Avapopd mbavohoyodueviy
avemBiunTwv evepveiwv: H avagopd mmBavoroyoUuevwy avemiBUpNTwy EVEPYEILV PETG OO T Xoprynan Gdeiag KUKAOQOPIag Tou QapHOKEUTIKOU TTPOIGVTOG eival anpavTikr. EmTpémel m auvexn
TIapakoAoUBnan TG axéang opEAOUG-KIVOUVOU ToU GPHAKEUTIKOU TIPOIGVTOS. ZNTeiTal ammé Toug ETayYEAUATIEG UYEIQg Vo avapépouV OTTolEadATIOTE TTIBAVOAOYOUPEVES QVETTIBUNTES EVEPYEIES
orov EBvikd Opyaviapo Gappakwv (Meaoyeiwv 284, GR-15562 Xohapydg, Adrva, Th: + 30 213 2040380/337, @at; + 30 210 6549585, loTéromog: http:/www.eof.gr). 4.9 YrrepSoooAoyia: Aev
UTTGPXE! €10IKNA espamunm aywyn amy TiepiTTWON urrspéoco)\ovlag He Zejula kai ev éxouv egakpiBwbei Ta cupTTWpaT umpéooo)\ovlug e mepiTwaon umepdoaoAoyiag, ol atpoi ol TpéTel
va akoAouBoUY YEVIKG UTTOOTNPIKTIKA LETP KOl CUTITWHATIKY awmuwmcrn

6. GAPMAKEYTIKEZ NMAHPO®OPIEZ: 6.1 Katahoyog exdoxwv: [epiexduevo kawakiou: 2eapikd payviiaio. Movoudpik Aaktodn. KéAugog kawakiou: Aiogidio Tou Tiraviou (E 171).
Zeharivn. Mrmhe ypworik Brilliant blue FCF (E 133). EpuBpoaivn (E 127). Taprpagivn (E 102). MeAavi exromwang: ZeAdk (E 904). MpomuAevoyAukon (E 1520). Yapoggidio Tou kahiou (E 525).
Maupo oégidio Tou a1dripou (E 172). Y3poeidio Tou varpiou (E 524). MoRidévn (E 1201). Aloggidio Tou Tiraviou (E 171). 6.2 AcupBarotnteg: Aev epappoleral. 6.3 Aidpkeia Jwng: 3 xpovia. 6.4
1B10iTepeg mpo@uAdgels katd T GUAAgN Tou TPoidvToG: Mn puAdaaeTe avw amé 30 °C. 6.5 ®don kol cuaTaTiké Tou TEpIEKTN: Aclar/PVC/pUMo aloupiviou SidTpno blister, uovadwy
d6ang o€ koutid Twv 84 x 1, 56 x 1 kai 28 x 1 akAnpwv kawakiwv. Mmopei va unv kukhogopolv 6Aeg o1 auakeuaaics. 6.6 I1B1aiTepeg TpopuAagels amoppiwng Kai GAAOG XeIpIopOG: Kabe
QXPNaILOTTIONTO GAPUOKEUTIKO TTPOIOV I UTTOAEILPC TIPETTEI VO ATTOPPITITETAI GUPQUIVA e TIG KaTd TOTIOUG 10X U0UTEG OXETIKEG DIOTAEEIG

7. KATOXOZ THZ AAEIAZ KYKAOOOPIAZ: GlaxoSmithKline (Ireland) Limited, 12 Riverwalk, Citywest Business Campus, Dublin 24, IpAavdia

8. APIOMOZ(OI) AAEIAZ KYKAO®OPIAZ: EU/1/17/1235/001. EU/1/17/1235/002. EU/1/17/1235/003

9. HMEPOMHNIA NPQTHZ EMKPIZHZ/ANANEQZHE THZ AAEIAZ: Huepopnvia mpwmg éykpiong: 16 NoeuBpiou 2017

10. HMEPOMHNIA ANAGEQPHZHZ TOY KEIMENOY: 5-3-2021

NeTrTopepeic TTANPOQOpIES YIa TO TPV QOPUAKEUTIKG TTpoidv eival diabéaieg aTov diktuakd TéTro Tou Eupwmaikol Opyaviapol Gapudkwy: http:/www.ema.europa.eu.
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ZYNTAIOIPA®IKEE NMAHPO®OPIEX TOY NMPOIONTOZ

1. ONOMAZIA TOY ®APMAKEYTIKOY MPOIONTOZCABOMETYX 20 mg emkaAuppéva e AeTrTé upévio Siokia. CABOMETYX 40 mg eTKaAULMEVD PE
AetrT6 upévio diokia. CABOMETYX 60 mg emmikaAuppéva pe Aetrto upévio diokia. 2. MOIOTIKH KAITIOZOTIKH ZYNOEXZH CABOMETYX 20 mg emmikaAuypéva
yE AeTrTd upévio Biokia. K&Be etikaAuppévo pe ATrTo upévio diokio Trepiéxel kaBolavTiviBn (S)-unAikry icoduvaun pe 20 mg kaBolavTiviBng. Exdoxa ue yvwarr
Opdarn. K&be emmkaAuppévo pe AeTrtéd upévio diokio Trepiéxel 15,54 mg Aaktédng. CABOMETYX 40 mg emkaAupuéva pe AeTrtd upévio Siokia. KaBe emikaAuppévo
pe Aetrtd upévio diokio TrepIExel kaBolavtiviBn (S)-unAikr I00dUvapun pe 40 mg kaBolavTiviBng. Ekdoxa ue yvwaorr dpdon. KABe eTIKAAUPPEVO e AETTTO UPEVIO
diokio Tepigxel 31,07 mg Aaktéddng. CABOMETYX 60 mg emkaAupuéva ye AeTitd upévio Biokia. KaBe emKaAuppévo pe AETITO UMEVIO BIOKIO TTEPIEXEI
kapolavTivin (S)-pnAikr 10080vaun pe 60 mg kaBodavniviBng. Ekdoxa pe yvwarr dpdar). KaBe emkaluppévo pe ATt upévio diokio Trepiéxel 46,61 mg
AakT6Eng. M Tov TTARPN KaTaAoyo Twv ekdOXwV, BA. Trapdypago 6.1. 3. DAPMAKOTEXNIKH MOP®H. EmikaAuppévo pe AeTrtéd upévio diokio. CABOMETYX
20 mg emkahuppéva pe AeTrto upévio Siokia. Ta Siokia €ival KiTpiva oTpoyyUAd Xwpig eyxapagn kal @épouv Tnv EvOeIgn «XLy» oTn pia TTAEUpd Kal TNV €vOeIgn
«20» oTnVv GAAn TTAeupd Tou diokiou. CABOMETYX 40 mg emmkaAuppéva pe AeTité upévio digkia. Ta Siokia gival KiTpiva TRIYWVIKG Xwpig eyxapagn Kai gépouv
v évdeign «XLy» otn pia Aeupd kai v €vdeign «40» otnv GAAn TTAeupd Tou diokiou. CABOMETYX 60 mg emmkaAupuéva pe AeTrrd upévio diokia. Ta diokia
eival KiTpiva oBAA xwpig eyxapatn kar @épouv TNV €vdeiEn «XL» otn pia TTAeupd kal Tnv évdeign «60» otnv GAAn TAsupd Tou Siokiou. 4. KAINIKEZ
NAHPO®OPIEZ. 4.1 OepaTreuTikég veigelg. Ne@pokuTTapiké kapkivwua (RCC). To CABOMETYX evdeikvuTal wG HOVOBEPATTEIR YIO TO TTPOXWPNHEVO
VEPPOKUTTOPIKO KOPKIVWHA - WG BEpaTTeia TTPWTNG-YPAUAG 0 eVAAIKEG aaBeveig, pe evaiduean A TITwyn TTPoyvwon (BAETTe TTapdypa@o 5.1), - o€ eviAiKeg
METG aTTo TTponyoUpevn oToxeUouoa Beparreia ayyeiakou evdoBnAiakou augnTikou apdyovTa vascular endothelial growth factor (VEGF) (BAétre TTapaypagpo
5.1). To CABOMETYX, o€ ouvBuaou6 HE VIBOAOUNGUTTN, EVOEIKVUTAI YIO TNV BEPATTEIR TIPWTNG-YPANUAG O€ EVANIKEG ATBEVEIG PE TIPOXWPNHUEVO VEPPOKUTTAPIKO
kapkivwpa (BA. TTapdypago 5.1). HmarokutTapiké kapkivwpa (HCC).To CABOMETYX gvdeikvuTal wg povoBepaTreia yia T BepaTeio TOU NTTOTOKUTTOPIKOU
kapkivwpatog (HCC) oe eviAikeg TTou €xouv AdBel Tiponyoupévwg Bepartreia ue copageviptn. 4.2 Aoooloyia kol TpoTTOG Xopriynong. H Beparreia pe
CABOMETYX Ba TTpETTEl VA TTPAYUATOTTOIEITAI OTTO 1ATPO £UTTEIPO OTN XOPIYNON AVTIKAPKIVIKWY QOPUAKEUTIKWYV TTP0idvTwy. Aogoloyia. Ta diokia CABOMETYX
Kal o1 kKadwouhegkaBolavTiviBng dev givail Bioigoduvapa kai Sev TTPETTEN va XpnoidoTroloUvTal To éva avti Tou dAou (BA. TTapdypago 5.2). To CABOMETYX wg
povoBeparreia. Na 10 RCC kai To HCC, n cuviotwpevn 86on Tou CABOMETYX eival 60 mg pia popd npepnoiwg. H Bepatreia Ba TTRETTEN va GUVEXIOTET PEXPI O
aoBevig va Pnv eTTw@eAeital TTAéov KAIVIKG aTTd Tn Beparreia i PEXPI va epavioTei un atrodekth TogikétnTa. To CABOMETYX o€ ouvduaoud ue viBoAouudurn
arnv mpwrn-ypauun mpoxwpenuévou RCC. H cuviotwuevn déon Tou CABOMETYX eival 40 mg pia @opd TNV nuéPa o€ ouvOUAOUO WE VIBOAOUUAUTIN TTOU
xopnyeital evio@AeBiwg €ite wg 240 mg kAGBe 2 eBSoUAdES eite WG 480 mg K&Oe 4 eBdopades. H Bepatreia ye CABOMETYX Ba TIpETTEI VO GUVEXIOTET JEXPI TNV
€EENIEN TNG vOOOU 1 TN N aTTOSEKTH) TOGIKOTNTA. H VIBOAOUPAUTTN Ba TTPETTEN VO CUVEXIOTET EXPI TNV EEENIEN TNG VOOOU, TN PN OTTOSEKTH TOGIKOTNTA 1) WG Kal 24
prveg o€ aoBeveig xwpig e§ENIEN TNG voaou (BA. Mepinwn Twv XapaktnpioTikwy Tou Mpoidvtog (MXI) yia Tn doocoAoyia TG VIBoAOUPAUTING). Tporrorroinon
¢ Beparreiag. Na Tn dlayeipion Twv UTTOTITWY AVETTIBUUNTWY EVEPYEIWV TOU GAPUEKOU UTTOPET va aTTaITEiTal TIpoowpIvr) SIOKOTTA BepaTreiag i/kal peiwan Tng
d60ng Tng Bepameiog pe CABOMETYX (BA. Mivaka 1). Otav n yeiwon tng déong €ival amrapaitntn oTn povobepartreia, ouvioTaTtal va peiwdei ota 40 mg
nuepnaiwg kai kardmv ata 20 mg nuepnaiwg. Otav To CABOMETY X xopnyeital o€ Guvduaoud Pe VIBOAOUPAUTIN, GUVIOTATAI N peiwon Tng d6ong aTa 20 mg
CABOMETYX pia @opd TNV nuépa kai oTn ouvéxeia ota 20 mg k&g deutepn nuépa (avarpégte atnv MXI TG VIBOAOUPOUTING VIO TN CUVIGTWUEVN TPOTIOTTOINCN
NG Beparreiag yia TN viBoAoupauTm). MNa n dioxeipion Tng TogikdTNTAg Baduou 3 1) peyaAUTEPOU CUPPWVA PE TA KOIVA KPITAPIO OpOoAoYiag yia aveTniluunTeg
evépyeieg (CTCAE) i un avekTng TogIkOTNTAG BaBuoUl 2, cuviaTdTal n dlakoTr TG d6ong. ZuvioTaTal n peiwon g déong yia gupBdavta, Ta oTroid, Qv EUPEVOUV,
pTTOpOUV va kataaToUv cofapd f pn avektd. Edv évag aoBevrig Trapaleipel pia d6on, n d6an Tou TTapaAeipdnke dev Ba TTPETTEl va AngBei edv atropévouv
NiyoTepeg amd 12 wpeg péxpl TNV emopevn doon. Mivakag 1: ZuvioTwpeveg TpoTrotroifoelig 56ong Tou CABOMETYX yia avemmiBUpnTeg eVEPYEIEG.
AvemiBounTn Evépyeia kai OZ0TnTa. AvemBuunTteg avmidpdoelg Babuol 1 kai BaBuou 2 trou eival avekTég kal eUKOAQ avTIHETWTTIOINEG. TpoTtrotroinon
Beparreiag. Aev amaiteital cuvABwg TTpocappoyr déong. MNpoaBEaTe TTapoyr UTTOGTNPIKTIKAG @POVTIdAG oUp@wva P TIG evOeigelg. AvemiBuunTtn Evépyeia
ko OguTNTa. AvemBUunTeg avTidpdoeig Babuou 2 Trou eival un avekTég Kai dev €ival SUVaTO Va AVTILETWTTIOTOUV PE PEiwan dO0NG A UTTOOTNPIKTIKY @povTida.
Tpotromroinon Beparreia. AlokOwTe Tn Beparreia éwg 6Tou N avemBUUNTN avTidpaon armokataoTabei o BaBud <1. MPooBEoTe UTTOGTNPIKTIKF PPOVTIOA
oUpewva PE TIG eVOEIGEIG. ESETAOTE TO evdeXOUEVO eTTAVEVAPENG O€ peIwpéVn ddon. AveTTiBUuNTN Evépyela kai OguTnTa. AvemBUunTESG avTIdPAcElg BaBuou
3 (ex16G amd KAIVIKG PN OXETIKEG €PYAOTNPIOKEG avwpaAieg). Tpotrotroinon Beparreiog. AlokOwTe Tn Bepatreia €wg 6TOU N AvemOUUNTN avTidpaon
arokatooToBei og Babud <1. MNpooBEoTe UTTOOTNPIKTIKY PPEOVTIdA CUUPWVa UE TIG eVOEigeElS. ETravekkiviaTe o€ pelwpévn déon. AvemBounTn Evépyeia kai
0gUTNTO. AvETTIBUNTEG aVTIOPAOEIG BaBuou 4 (ekTog atrd KAIVIKG un OXETIKEG EpYAOTNPIAKEG avWHaAIEG). Tpotrotroinan Bepatreiag. AlokOWTE Tn Beparreia.
XopnyAaTe katdAANAN 1aTpIKH @povTida. Edv n avemBuunTn aviidpaon atrokaraoTabei uéxpl To BaBud <1, eTTaVeKKIVAOTE O€ Yelwpévn d6on. EGv n avemBountn
avTtidpaon dev emAuBei, diokowTe pévipa To CABOMETYX. AvemOUpnTtn Evépyeia kar O§UTnTa. AUgoeig NTTaTiKWy eviupwy yia aoBeveig e RCC trou
¢hapBav CABOMETYX o€ ouvduaopd pe viBoAoupduTm. AvemBountn Evépyeia kai Ogutnta. ALT A AST > 3 @opég ULN aAAd < 10 gopég ULN xwpig
TauTOXPOVN ONIKHA X0AepuBpivn = 2 popég ULN. Tpotrotroinon Bepartreiog. Aiakoyte To CABOMETY X kai Tn VIBOAOUPAUTIN €éwg OTOU aUTEG Ol AVETTIBUPNTEG
eVEPYEIEG UTTOXWPROOUV 0t BaBuo <1. H Bepartreia pe KOPTIKOOTEPOEIDN) UTTOPET VO EEETATTET EGV UTTAPXEI UTTOWIa avVTIdPACNG OXETICOMEVNG HE TO AVOOOTIOINTIKG
ouotnua (avarpégre otnv MXIM TG viBoAoupduTng). MTopei va eTravegeTaoTei eTTaveKKivnon PE €éva HOvo GAPHOKO 1) dIadOXIKA ETTAVEKKIVNON Kal ME Ta dU0
@dappaka PETA TNV avappwon. EQv gekivioeTe ek véou Pe T viBoAoupduTn, avarpégte atnv MXIM g viBoAoupduting. AvemBounTtn Evépyeia ko OguTnTa.
ALT AAST > 10 gopég ULN 1) > 3 popég ULN pe Tautdxpovn oNikA xoAepuBpivn = 2 popég ULN. Tpotrotroinon Bepartreiag. Alakdyte opioTiké 10 CABOMETYX
Kai TN viBoAoupdpuTmn. H Bepateio pe KOPTIKOOTEPOEIDN UTTOPEI VO EEETAOTEN GV UTTAPXEI UTTOWia avTidpaong OXETICOPEVNG PE TO OVOTOTIOINTIKO GUCTNHO
(avarpégre otnv MXMN g viBoAoupdutng). Znueiwaon: O1 Baduoi TogikéTNTag cupewvouv pe Ta Koivd Kpimipia Opoloyiag Tou EBvikoU AvTIKOpKIVIKOU
IvoTirouTou yia AvemBupnteg Evépyeieg ékdoon 4.0 (NCI-CTCAE v4). ZuyxopnyoUuueva QapuaKeUTIKG mpoiovia. Ta GuyXopnyoUpEVa GApPaKEUTIKE TTpoidvTa
TTou €ival Ioxupoi avaoToAeig Tou CYP3A4 Ba TTpETTel va XPnaIJoTTolouvTal e TIPOCOXH Kal N Xpovia Xprion ouyXopnyoUHEVWY GapUAKEUTIKWY TTPOIOVTWY TToU
arroteholv 10XupoUs eTraywyeig Tou CYP3A4 Ba mpétrel va ammogelyetal (BA. Trapaypd@oug 4.4 kal 4.5). Oa TipéTiel va PeAeTNOE N €TTIAOYRA VOGS EVOANAKTIKOU
OUyX0PNYOUUEVOU (POPUAKEUTIKOU TTPOIOVTOG e kKaBOAou 1 eAdXIGTO Buvapikd va erdyel i va avaoTéAAel To CYP3A4. Eidikoi TAnBuopoi. HAikiwuévor Aev
ouvioTaTal £I5IKA TTpooapuoyn TG d6ang yia Tn xprion TG kaBolaviviBng o€ nAIkiwpévoug aoBeveig (= 65 £tn). PuAn. Aev aTraiTeital TTPOCApPUOYH TNG dGoNg
pe Baaon Tnv eBvikoTnTa (BA. Mapdypago 5.2). Negpikr) duoAsiroupyia. H kaBolavTiviBn TTpETTel va XopnyeiTal e TTpOCoXT O€ A0BEVEIG PE ATTIANA PETPIO VEPPIKN
SuoAeitoupyia. H kaBolavTiviBn Sev ouvioTATal yia XPron o€ aoBeveig pe coBapr ve@pikr duGAEIToupyia, KaBWG N aoPAAEIa Kal N ATTOTEAECUATIKOTNTA DV
£XOUV TEKUNPIWOET o€ autdv Tov TTANBUCoNO. Hmarikr duoAsimoupyia. e aoBeveig Ye fmma NTTaTikf ducAeroupyia dev aTraiTeiTal TTpooappoyn TG d6ong.
Aedopévou 611 pévo Trepiopiopéva dedopéva eival dlabéoipa yia aoBeveig e pérTpia nTraTik ducAemoupyia (Child Pugh B), dev ptmropouv va 808o0v cuoTaoElg
Sogoloyiag. ZuvioTaTal oTevr) TTapakoAoUBnon TG GUVOAIKAG ag@dAeiag o€ auToug Toug aoBeveig (BA. Mapdypago 4.4 kai 5.2). Aev uTTApxel KAIVIKA EUTTEIRIT
ot aoBeveig pe ooPapr) nmarikr ducAeiroupyia (Child Pugh C), ommdre Sev auviotdtal n Xprion Tng kaodavTiviBng oe autolg Toug aaBeveig (BA. Mapdypago
5.2). Kapdiakn duoAeiroupyia. Ta aToixeia yia aobeveig ye kapdiakr) SuoAeiroupyia ival TrEpIopiIopéva. Agv JTTIOPOUV Va TTpayHaToTToINBoUV €ISIKEG CUCTACEIG
doaoohoyiag. [Naidiarpiké¢ mAnBuaude. H aopdAcia kai n ammoteAeopankdtnTa Tng kaBolavTiviBng o€ aidid nAikiag <18 eTwv dev Exel akOUa TEKUNPIWOEL. Agv
utt@pyouv diabéoiua dedopéva. Tpdmog xoprnynanc. To CABOMETYX mrpoopideTal yia xprion atéd 1o otéua. Ta diokia Ba TpéTrel va katattivovTal oAOKAnpa
Kal va pnv Bpupparidovral. Oa TTpéTTel va d0BoUv odnyieg GTOUG OBEVEIG VO PNV TPWVE TITTOTA YO TOUAAXIOTOV 2 WPEG TTPIV £wG 1 WPa META TN Ayn Tou
CABOMETYX. 4.3 Avtevdeigelg. Ymepeuaiobnoia oTn dpaoTIKr) oudia i 0€ KATToI0 o1 Ta £kdoXa TTOU avagépovtal oTnv Trapdypago 6.1. 4.4 Eidikég
TPOEISOTTOINCEIG Kal TIPOQUAGEEIS KaTd T XpRon. Kabwg ol TrepIoodTEPEG AVETTIOUNNTEG EVEPYEIEG TTIPOKUTITOUV VWPIG OTNV TTopEia Tng Beparreiag, o
10TPOG TIPETTEN va agloAoyei OXOAAOTIKG TOV a0Bevr| OTIG TTPWTEG OKTW £BdoPAdES TNG BepaTreiag yia va TTpoodiopioel Gv aTraIToUvTal TPOTTOTIOINCEIG TNG dOONG.
AvemBUUNTEG EVEPYEIEG TTOU VYEVIKWG EXOUV TTPWIUN €kdNAwaon TrepiAapBdvouy utraoBeoTiaiyia, utrokaAiaipia, BpopBotrevia, umépTacn, oUvOPOMO
epuBpoducaiodnaiog TTaAapwv-TreEApdTwWY (PPES), rpwrteivoupia kal yaoTpevtepika (ME) oupBdvta (kolhiakd GAyog, gAeypovr BAevvoyovou, duokolNIdTnTa,
didppola, €ueTog). H avmiyeTwmon moavwy avetmBuunTwy EVEPYEILV PTTOPE va amairei TpoowpivA diokomA 1 ueiwon tng 60ong Tng Beparreiag ye
xaBolavTiviBn (BA. Mapdypa@o 4.2): >& VEQPOKUTTAPIKS KAPKIVWHA JETA OTTO TTPONYOUHEVN OTOXEUUEVN BepaTTeia Pe ayyelako evooBnAiakd augnTikd Trapdyovta
(VEGF), peioeig kai dIokoTTéG Tng d6ong Adyw piag avemmluuntng evépyeiag (AE) ouvéBnoav oto 59,8% kai 70%, avTioToixa, Twv acBeviv Tou éAaBav
kaBolavTiviBn atn Baaikr kAvikr) Sokipr) (METEOR). Ao peiwaeig Tng docoloyiag xpeidabnkav o1o 19,3% twv aoBevwv. O dIGUETog XpOvog £wG TNV TTPWTN
peiwan Tng dogoloyiag ATav 55 nuépeg, kal Ewg TNV TTPWTnN dlakoTTr) docoAoyiag ATav 38 NUEPES. Z€ VEPPOKUTTAPIKO KAPKIVWHO Xwpig TTponyouuevn Beparreia,
peioelg d6ong kai diakoTrég TG ddong Trapatnpnénkav oto 46% kai 73%, avrioToixa, Twv acBevwv Tou éAaBav kaBolavTiviBn otnv KAvIKr) Sokiur
(CABOSUN). Orav n kaBolavriviBn xopnyeitar o€ ouvduacuo ue viBoAOUUGUTTN O TTPWINS-YPauUNS TTOOXWPNHEVO VEPPOKUTTAPIKO KapKivwua, Peiwaon TG
d6ong 1 diakotr| TNG doang NG kapodavTiviBng Adyw AE ouvéBn oe 54,1% kai 73,4% Twv aaBeviov otnv KAvikr dokiur) (CA2099ER).Atrartibnkav SUo
peIwoEelg NG 86ong 010 9,4% Twv acBevv. O PETOG XPOVOG Ewg TNV TIPWTN Keiwaon Tng 56ong rTav 106 NUEPES Kal wg TNV TTPWTNSINKOTTA Thg ddong ATav 68
NUEPEG. 2TO NTTATOKUTTOPIKG KOPKIVWHA PETE atTd TTponyoUdevn GUCTNUIKY BepaTreia, ol PEIOEIG TG GonG Kai o1 SIaKOTTEG 8GoNg cuvéBnoav aTo 62% Kai
84%, avtigToixa, Twv acBevwv TTou éAapav kaBolavTiviBn atnv kKAvikr dokiury (CELESTIAL). AUo peiwoelg d6oewv ammaitiOnkav oto 33% twv acBevwv. O
OIGpecog XPOVOG PEXPI TN PEIwON TNG TTPWTNG d6ong ATav 38 nuéPEg Kal PéEXPI TNV BIOKOTIA TNG TTPWTN 86ong ATav 28 nuépeg. ZuvioTdTal oTevoTEPN




TrapakoAoUBnon og aaBeveig Pe ATTIa ) péTpia NTTaTikf ducAeiroupyia. HratotogikdTnTa Mn QUOIOAOYIKEG TIMEG OTIG EEETATEIG TNG NTTATIKAG AEIToUpYiag (augnon
TNG AUIVOTPAVOPEPAEONG TNG aAavivng [ALT], Tng aoTrapTikig apivotpava@epaong [AST] kai Tng xoAepuBpivng) TrapatnprBnkav ouyvd o€ acBeveig TTou EAafav
Beparreia pe kaBolavniviBn. Zuviotaral n diegaywyr| egeTdoewv NTaTIkAG Aeimoupyiag (ALT, AST kai xoAepuBpivng) Trpiv até TV évapén Tng Bepareiag e
kaBolavTiviBn Kai n TTPOCEKTIKA TTapakoAouBnaon katd Tn didpkeia TG Beparreiag. Ma aoBeveig pe emMOEiVWON TwV EETACEWY TNG NTTATIKAG AEITOUpyiag TTou
BewpouvTal oxeTIfOPEVEG e Tn Bepateia pe kaBodavTiviBn (BnA. dtou dev eival ppavig kapia evalakTIKh aimia), Ba TTpETTel va akoAouBoUvTal ol GUPBOUAEG
TpoTtToTroinong Tng d6ang aTov lMivaka 1 (BA. Tapdypago 4.2). Otav n kaBolavTiviBn xopnyeital o€ ouvduacoud PE VIBOAOUPGUTIN, £X0UV avapepBEi uxvoTEPT
BaBuou 3 kai 4 augoeig ALT kai AST o€ axéan pe 1 povoBeparreia pe kaBolavTiviBn oe aoBeveig e rpoxwpnuévo RCC (BA. Mapdypago 4.8). Ta nmmaTikG
évQupa TTPETTEl va TrapakoAouBolvTal TIpIv aTtd TNV évapén kal TTePIodIKG kaTd Tn didpkeia Tng Bspateiag. Mpétrel va akoAouBouvTal ol odnyieg IaTPIKAG
diaxeipiong kai yia Ta duo @dpuaka (BA. Mapdypapo 4.2 kai avatpégte atnv MXM yia T viBoAoupdutn). H kaBodavTiviBn ammoBaAAeTal KUPIWG PEOW TG
NTTaTIKAG 080U. ZUVIOTATAI GTEVOTEPN TTAPAKOAOUBNON TNG CUVOAIKAG 0OPAAEIag oe aoBeveig pe AT A METPIA NTTOTIKF SuCAEIToupyia (BAETTE £TTIONG TTAPAYPAPO
4.2 kai 5.2). Mia upnASTepn oxeTIKA avahoyia aoBevwv pe pérpia nramikr) dugAerroupyia (Child-Pugh B) epgdvioe nTramiki eyke@ahomdBeia Ye Tn BepaTreia pe
kaBolavTiviBn. To CABOMETYX dev ouvioTaral yia xprion oe aoBeveig ye oofapry nmarikry ducAsroupyia (Child-Pugh C,BA. Mapdypago 4.2). HmatkA
gyke@ahotrdBeia 21n peAétn HCC (CELESTIAL), n nmamikf eyke@aAoTddeia avapépbnke ouxvotepa oTnv opdda KaBolavTiviBng oTrd auTrh TOu EIKOVIKOU
@appdkou. H kaBolavTiviBn éxel CUOXETIOTET U DIAPPOIA, EUETO, PEIWPEVN OPEEN Kal DlOTaPaXEG NAEKTPOAUTWY. Ze aoBeveig ye HCC pe eTTnpeacpévn NTTOTIKN
Aerroupyia, auTég ol pun NTaTkég emOPATEIG UTTOPE va ival TTapdyovTeg ETTIOTTEUONG YIa TNV €GEAIEN TNG NTTOTIKAG eyke@aAoTtdBeiag. O aoBeveig TTpéTTel va
TIOPOKOAOUBOUVTAI VIO ONUEID KOI GUUTTTWMATA NTTATIKAG EYKEQOAOTTABEING. AlaTpr|oeig kal oupiyyia. ZoBapég ME diaTprioeig kal oupiyyia, PEPIKEG QOPESG WE
polipaia ékBaon, €xouv TrapatnpnBei pe TNV kaodavTiviBn. O aaBeveig TTou £xouv PAeypovwdN VOOOo Tou eviépou (TT.X. véoo Tou Crohn, eAkwdn KOAITIdA,
TIEPITOVITION, EKKOATTWHATITIOO i OKWANKOEIBITIDA), £X0UV BIBNan Tou dykou aTn M'E 086 ) TTapouciadouv TTITTAOKEG OTTO TIPONYOUNEVN XEIPOUPYIKH ETTEURAON
TOU YAOTPEVTEPIKOU CUOTANATOG (1IB10iTEPa GTAV OXETICETa PE KaBUaTEPNUEVN 1 aTeAr) £TTOUAWGN) Ba TTPETTEl va agloAoynBoUv TTPOCEKTIKG TTPIV OPXioOuV T
Beparreia ye kaBolavTiviBn Kal, oTn CUVEXEID, Ba TIPETTEN va TTAPAKOAOUBOUVTAI OTEVE VIO CUUTITWHATA SIOTPATEWY Kal CUPIYYiWV, CUUTTEPIAAUBAVOUEVWY TWV
armooTnudTwy kal TN orjyn. Emipovn A emavepgavi{dpevn didppolia oTn didpkeia TNG BepaTTeiag PTTOPEi va gival TTapdyovTag KIvOUVouU yia TNV avaTrTugn
TIPWKTIKOU auplyyiou. H kaBolavTiviBn tpémel va SIOKOTITETaI 0€ aoBeveig TTou epgavifouv dIGTPNON TOU YaOTPEVTEPIKOU GUGTANATOG A GUpiyylo TTou dev
JTTOPET VO avTIHETWTTIOTET ETTaPKWG. [aoTpevTepikég (TE) diatapaxég. H didippoia, n vauTia/EPETOG, N HEIWPEVN OPEEN Kal N OTOUATITION/GTOPATIKO GAYOG ATAV
MEPIKEG OTTO Ta MO OUXVA ava@epBivia oupPavia Tou yaoTpevtepikou (BA. Tapdypago 4.8). Aueon iatpikfy diaxeipion, cuptepiAapBavopévng Tng
UTTOOTNPIKTIKAG (PPOVTIONG HE QVTIEUETIKG, QvTIBIOPPOIKG A avTIOgIVa, TTPETTEl va €QOPUOCBEi yia TNV TTPOANYN TNG aUOATWAONG, TWV SIATAPOXWY TwV
NAEKTPOAUTWV Kal TNG aTTwAelag Bapoug. H diakotm A peiwan Tng d6ong, A N HOvVIN dlakoTr TNG xopriynong kaBolaviviBng Ba Trpétrel va AapBaveral utréywn
o€ TIEPITITWON ETTIHOVWY 1 ETTAVOAAUBAVOUEVWV ONUAVTIKWY YOOTPEVTEPIKWY avemOUUNTWY evepyeiwv (BA. Mivaka 1). ©pouoeupoliké cuyBavra. Me Tnv
kapolavTiviBn, €éxouv TapatnenBei cupBavia QAePIKAG BpopRoeUBoAnG, CuTIEPIAAUBOVOUEVWY CUUBAVTWY TIVEUHOVIKNAG €UBOARG Kal apTnpIOKAG
BpopBoepBoAis pepIkéG Popég Bavarngdpa. H kaBodavTiviBn TTPETTEl va XPNOIMOTIOIEITAI JE TTPOOOYH O€ a0BeVEig TTou TTaPoUaIAdouv Kiviuvo 1 TTou €xouv
10TOPIKG aUTWV TwV evepyelwyv. Xt yeAétn HCC (CELESTIAL), apatnpriBnke TTuAaia @AeBIKA Bpoppwaon pe kaBolavTivifn, cuptrepidapBavopévou evog
Bavarngopou cupBdviog. AoBeveig pe 10TOPIKG TTUAAIOG QAERIKAG BINBNONG GAvnKe va dIOTPEXOUV PEYOAUTEPO KiVOUVO QVATITUENG TTUAGIOG QAEBIKAG
Bpo6pBwong.H kapolavTiviBn Ba TpéTrel va diakoTTel o€ a0BEVEIG TTOU AVaTITUOOOUV 08U £UPPAYHA TOU PHUOKAPSiou i oTroIadATTOTE GAAN KAIVIKG ONUavTIKA
BpopBoeuBoAikn etmirAokr). Aigoppayia. Me Tnv kaBodavTiviBn €xel TTapatnpnBei coBapn aipoppayia pePIKEG Popég Bavatneopa. Or acBeveig TTou Exouv
10TopIKS cOBapAG alpoppayiag TTpIv aTrd TNV évapén Tng BepaTteiag Ba TTPETTEl va agloAoyoUVTal TIPOTEKTIKG TTPIV OTTO TNV £vapén Tng BepaTreiag Ye kaBoldavTivipn.
H kaBodavTiviBn Sev TTpéTTel va xopnynBei o€ aaBeveig TTou £xouv A dlaTpéxouv Kivouvo yia goBapn aipoppayia. Z1n yehétn HCC (CELESTIAL), ava@épBnkav
Bavarn@opa aipoppayiké cupBavra o uwnAdTePN cuxvoTnTa Pe kaBolavTiviBn amd To eikovikd @apuako. O1 TTapdyovTeg Kivouvou TTpodidBeong yia coapn
aipoppayia aTov TTANBuoud pe TTpoxwpnuévo HCC ptropei va mrepiAapBavouyv Tnv diNBnan atmd Tov GykKo Twv KUPIWV alpo@dpwy ayyeiwv Kal TRV TTapouaia
UTTOKEIPEVNG KipPWAONG TOU ATTATOG TTOU £XEI WG OTTOTEAETA T SNUIOUPYia 0I00PAYIKWY KIPGWY, TTUAiag utréptacng kai BpopRotreviag. H peAétn CELESTIAL
ATTEKAEIOE QOBEVEIG e TAUTOXPOVN QVTITINKTIKA aywyr| ) avTiaioTTETaAIoKoUG TrapdyovTeg. AaBeveig TTou Sev AdpBavav Bepartreia i ue eANTTH Beparreia, yia
KIpooUg pe alpoppayia f pe uwnAd kivduvo aipoppayiag e§aipédnkav etmiong ammd Tn peAéTn auth. H peAétn g kaBolavmiviBng oe ouvduaoud pe Tn
viBoAoupdpTm o€ mpoxwpnuévo RCC pwtng ypappns (CA2099ER) atrékAeioe aoBeveig Je avTITINKTIKG G€ BepaTTEUTIKEG DOOEIS . AVEUPUOUATA KAl APTNPIAKO]
Siaxwpigpoi. H xprion avacTtoAéwv Tng VEGF 0doU o€ aoBeveig Pe 1} Xwpig UTTEPTAON PTTOPE] VO TIPOAYE! TOV OXNUATIOPO AVEUPUCHATWY 1 / KOl 0pTNPIOKWY
Siaxwplopwy. O KivOuvog auTdg TTPETTEN VO AOUBAVETaI TIPOTEKTIKG UTTOWN TTPIV aTTO TNV évapén Tng Beparreiag pe kaBolavTiviBn og aoBeveig Trou Trapouaialouv
TIOPAYOVTEG KIVOUVOU OTTWG UTTEPTACN 1 I0TOPIKG aveupUopatog. OpouBotrevia. 2tn peAétn HCC (CELESTIAL), avagépBnke BpoufoTrevia Kol PEIwWpPEVT
aigotreT@Aia. Ta eTmiTreda aigoTreTaAiwy TTPETTEN va TTapakoAouBouvTtal KaTa T SIdpKela TG Beparreiag pe kaBodavTiviBn kai n d6on va TpoTToTTolETal avaAoya
pe Tn ooPapdétnta TG BpopPotreviag (BA. Mivaka 1). EmmAokég Tpaupdtwy. Me Tnv kaBolavTiviBn €xouv TTapatnenBsi eTITTAOKEG TPAUPATWY. H Beparreia pe
kaBolavTiviBn Ba TTPETTEl va DIOKOTTEI TOUAAKIOTOV 28 NPEPEG TTPIV OTTO TNV TTPOYPAUHATIONEVN XEIPOUPYIKN ETTEPRAOT, CUPTTEPIAAUBAVOUEVNG TNG OBOVTIATPIKAG
XEIPOUPYIKAG ETTEURAONG A TWV ETTEURATIKWY 0BOVTIATPIKWY TTapeUPAcEwWY, eav gival duvatd. H atrégaacn va cuvexioTei n Beparreia pe kaBolavTiviBn ETE Tn
XEIPOUPYIKNA ETTEURAON Ba TTPETTEN va BACIOTE OTNV KAIVIKF KON yia TNV £TTAPKI €TTOUAWGN Tou TpadpaTog. H kaolavTiviBn Ba TpéTrel va SiakoTrei o€ aoBeveig
pE €TMITTAOKEG eTTOUAWONG TPAUKATOG TTOU aTTaiToUv IaTpIK) TrapéuBaocn. Yépraon. Me Tnv kaBolavTiviBn £xel rTapatnpnBei uréptacn. H aptnpiakn Triean
TIPETTEl VO eAéyXeETal KaAG TTpiv ammd Tnv évapén Tng kafolavtiviBng. Katd n Sidpkeia Tng Beparreiag e kaBolavTivin 6ol ol aoBeveig Ba Trpémel va
TrapakoAouBoUvTal yia UTTEPTAON KAl VA AVTIETWTTICOVTaI, OTTWG ATTAITEITAI, PE TUTTIKA QVTIUTTEPTACIKN BepaTreia. ZTNV TTEPITTTWAON UPOVNG UTTEPTAONG TTAPOTI
YiveTal Xprion avTIuTTEPTATIKWY, N 8601 kaBolavTiviBng Ba TTpéTel va peiwBei. H kaBolavTiviBn Ba TTpéTrel va SIakoTTei EGv N UTTEPTAGCN €ival goBapr Kal ETTiHovN
TTapd TNV QVTIUTTEPTOOIKY BepaTreia kai TN peiwan d6ong Tng KaBolaviviBng. e TTEPITTITWON UTTEPTACIKAG Kpiong, n kaBolavTiviBn Tpéel va dIaKOTTE.
Oarteovékpwan. Exouv TTapatnenBei TrepioTaTiké ooTeovékpwong TG yvaBou (ONI) pe Tv kaBolaviviBn. Oa pétrel va die§axBei oTopaTikn eE€Taon TTpIv aTTé
v évapgn tng kapolavmviBng kai Trepiodikd Katd Tn didpkeia TnG Bepartreiag pe kaBolavtiviBn. Or aoBeveig Ba TIPETTEl va evnuepwBoUv 6oov apopd TIG
TIPAKTIKEG OTOOTIKAG UyIEIVAG. H Bepatreia pe kaBolavTiviBn Ba Trpétmel va avaoTaAei TOUAAXIOTOV 28 NUEPES TIPIV OTTO TNV TTPOYPAUMATIOUEV ODOVTIOTPIKN
XEIPOUPYIKN eTTépRaon A TG eTTEUPRATIKEG ODOVTIATPIKEG TTAPEPBACEIG, €Gv eival duvaTd. ATrarTeital TTPooox) 0t aoBeveig TTou AapBdavouv apuaka TTou
axetidoval pe TNV ONT, éTTwg dipwogovikd. H kaBolavTiviBn Ba TrpéTrel va diakoTTeTal oe aoBeveig TTou eugpavifouv ONI. Z0vdpopo epubpoducaiodnaiog
TaAapwv-reAudrwy. Me Tnv kaBodavTiviBn €xel TTapatnpnBei ouvdpopo epubpoducaladnaoiag TTaAauwv-TreAudTwy (PPES). Otav 1o PPES €ival cofapod, Ba
TIpETTEl va An@Bei utrdwn n diakotA TG Bepatreiag pe kaBolavTiviBn. Mpéter va yivel Eava évapgn Tng kaBolavTiviBng pe xaunAdtepn déon érav 1o PPES
emAuBei o€ Badpo 1. Npwreivoupia. Me Tnv kaBolavTiviBn €xel TapatnenBei Tpwreivoupia. H Tpwrteivn oUpwy Ba TTpéTTel va TTapakoAouBEeiTal TOKTIKG KaTd T
Bepareia pe kaBolavTiviBn. H kaBodavTiviBn Ba TpéTTel va SiakoTei o€ aaBeveiG TTou avaTITUOTOUV VEPPWAOIKG OUVOPOUO. XUvOPOUOo OTTioBIag avaoTPEWINNG
eyke@ahotraBeiag. ‘Exel TapatnpnBei oUvdpopo otriodiag avaoTpéwiung eykepahotrddeiag (PRES) pe v kaBolavTivipn. Autd 1o ouvdpopo Ba TipéTel va
€CeTdleTal o KABe aoBev TTOU EUPaViCel TTOAMATTAG CUUTITWHATA, OTTWG OTTACHOUG, TTOVOKEPAAOUG, OTTTIKEG dIaTaPAXES, aUyxuon N aAAOIWPEVN VONTIKN
Aermoupyia. H Beparreia pe kaBolavTiviBn Ba Trpétrel va diakoTTeTal o€ aoBeveig pe PRES. EmufAkuvon Tou diactipartog QT. H kaBodavTiviBn Ba mpéter va
XPNOIMOTIOIEITAI PE TTPOCOXN OE AOBEVEIG PE I0TOPIKG TTapATacng Tou diacTApatog QT, o aoBeveig TTou AapBdavouv avTiappubuIkd, i o€ A0BEVEIG PE OXETIKA
TpoUTrapxouca kapdiakr véoo, Bpadukapdia, i diatapaxég nAekTpoAuTwy. Otav xpnaoiyoTroiital n kaBolavtiviBn, Ba TTpémel va egeTddetal n TTEPIODIKN
TTapakoAoUBnon katd Tn didpkeia TN Bepartreiog Tou HKI kal Twv NAeKTPOAUTWY (aoBEoTio, KAMIO Kal payvraio opoul). AugAeiroupyia Tou Bupeoeidoug.
ZuvioTaTtal BOOIKA €pYOOTnNPIOKn PETPNON TNG Acimoupyiag Tou Bupeoeidolg oe OAoug Toug aoBeveic. AoBeveig pe TpoUTTdpyov uTroBupeoedIoud N
uTTEPOUPEOEIBIoNO Ba TIPETTEN VA AVTIPETWTTICOVTAI CUP@WVA JE TN GUVABN IATPIKA TIPOKTIKA TTPIV aTtd TV €évapén Tng Bepatreiag pe kapolavTiviBn. OAol ol
aoBeveig TTPETTEN va TTapakoAouBoUvTal OTEVA YIa GNUEIa Kal CUPTITWHATA SUCGAEITOUPYIag Tou BUupeoeIdoUg KaTG T JIGPKEIR TNG BepaTTeiag Pe kaBodavTivin.
H Aeimoupyia Tou Bupeoeidoug Ba TTpETTel va TrapakoAouBeital TTeplodikd kaB’ 6An Tn didpkeia TG Bepatreiag pe kaBolavtiviBn. O acBeveig TTou avamTiogouv
SuaoAeiroupyia Tou Bupeoeidous Ba TIPETTEI va AVTIMETWTTICOVTAI CUPQWVA UE TN GUVABN 10TPIK TTPAKTIKA. Mn @UOIOAOYIKEG TIUEC BIOXNUIKWY EQYACTNPIOKWV
egerdoewy. H kaBolavTiviBn €xel CUOXETIOTEN PE augnuévn ouxvoTNTA EPAVIONG KN GUCIOAOYIKWY TIMWY NAEKTPOAUTWYV (CUPTTEPIAAUBAVOUEVNG TNG UTTO- KAl
TNG UTTEPKOAIOIMIOG, TNG UTTOUAYVNCIQIKIOG, TNG UTTAORECTIQINIOG, TNG UTTOVATPIAIYIOG). ZUVIOTATAI N TTApaKoAoUtnon Twv BIOXNMUIKWY TTAPAPETPWY KOTG TN
Sidipkela TNG Beparreiag pe kaBoldavTiviBn Kai n eloaywyn KATAAANANG BepaTreiag avTIKAaTaoTaong CUPPWVA UE TNV KABIEPWHEVN KAIVIKF) TIPOKTIKH, GV aTTaITeiTal.
Meprmmwoelg nmmaTikng eyke@aromabelag oe aoBeveig 9 pe HCC ptropei va amodoBolv aTnv avamTugn NAEKTPOAUTIKWY diatapaywv. H SI0KoTTA 1 n peiwaon Tng
d60nNG | N opIoTIKN SIOKOTIA TNG XopPrynong kaBolavTiviBng Ba TTpéTrel va eEETAETaI OE TTEPITITWON ETTIOVWY 1 ETTAVOAAUBAVOUEVWY CNUAVTIKWY SIATapaywyV
(BA. Mivaka 1). Emaywyeig kai avaoToAsic CYP3A4. H kaBolavTiviBn eivar utréotpwua CYP3A4. H ouyxopriynon kaBolavTiviBng pe Tov I0XUpO avaoToAéa
CYP3A4, TV keTokovaloAn, €ixe wg amotéAeopa pia avgnon tng €kBeang kafolavTiviBng aTto TTAdoua. ATraiTeiTal TTpoooyr Katd Tn xopriynon kaBolavTivipng
pE @appaka Tou gival Ioxupoi avaaToAeic CYP3A4. H auyxopriynon kaBolavTiviBng pe Tov 1axupd emaywyéa CYP3A4, Tn pIQONTTIKIVN, €iXE WG OTTOTEAECHO
pia yeiwon Tng €ékBeong kapolavTiviBng o1o TTAGoUA. ZUVETTWG, TTPETTEI va ATTOPEUXBET N XPOvIa XoprAynaon Twv GapUAKwY TTOU €ival ITXUPOI ETTOYWYEIG
CYP3A4 pe v kaogaviviBn (BA. TTapaypdgpoug 4.2 kai 4.5). YmooTpwpara P-yAukotpwreivng. H kaBogaviviBn frav évag avaoTtoréag (IC, = 7,0 uM), aAra
X1 UTTOOTPWHA, TWV dPACTNPIOTATWY HETAPOPAG P-yAukotrpwreivng (P-gp) o€ dIKaTeuBuvTikG oUGTNUA TTPOCdIoPIoHOU XPNOIMOTIOIWVTAG KUTTapa MDCK-
MDR1. Zuvettwg n KaBodavTivin PTTopEi va €Xel TRV IKAVOTNTA VA QUEAVE TIG GUYKEVTPWOEIG GUYXOPNYOUHEVWY UTTOOTPWHATWY P-gp aT1o TAdopa. Or acBeveig
Ba TpétTel va TTpoeidotroinfolv 6oov agopd TN Afyn uttooTpwaTog P-gp (TT.X. etopevadivn, aNoKIpEVN, auTTPICEVTAVN, eTEGINKA daByarpavn, diyogivn,
KOAXIKivn, papaBipokn, TrooakovaloAn, pavoladivn, cagayAimrTivn, armrayAmrTivn, TaAivOAGAn, ToABarTtavn) vy AapBdavouv kaBodavTivifn (BA. rapdypago 4.5).




AvaotoAeic MRP2. H xopriynon avaotohéwv MRP2 ptropei va 0dnyAoel o€ QUEATEIG TwV CUYKEVTPWOEWY TG KaodavTiviBng aTto TAdopa. Emropévwg, n
TauToXPOVN XpPrion avaoToAéwv MRP2 (.. KukAooTropivn, epapipéven, eptpioiraBivn) Ba Tpéel va Trpooeyyidetal ue rpocoxh (BA. mapdypago 4.5). Exdoxo
Aaktédn. AcBeveig pe otr@via kAnpovouikd rpoBAfuaTa duoavegiag otn yaAakTodn, oNikr avertdpkela AakTdong fi pe duaatroppdenan YAUKOZNG-yaAakTdlng
OV TTPETTEN VO TIGPOUV QUTO TO PAPHOKEUTIKS TTPOIOV. NaTpro. AuTO TO PapUaKEUTIKO TTPoidv TrepiExel AiydTepo atré 1 mmol varpiou (23 mg) ava diokio, SnAadr
0uoIaoTIKA gival «eAeUBepo vaTpiou». 4.8 AvetriBUpNTeG evépyeleg KaBodlavriviBn wg povoBeparreia. MepiAnwn tou TrpoiA ac@dAeiag. O1 TTIo ouxvEG GoRapEg
avemBuunTeg evépyeieg otov TTANBuoud RCC (21% ouxvdrnta) gival To kolhiakd GAyog, n didppoia, n vauTia, n uTréPTacn, n €UROAR, n uTovaTpiaiyia, n
TIVEUMOVIKN EUBOAR, 0 €UETOG, N apudaTwaon, N KOTTWOT, N €§acBévion, n Yeiwpévn 6pegn, N ev Tw BAaBel PAeBIkr) BpduBwon, n (AN, n uTTopayvNoIaIyia Kal To
auvdpopo epubpoducaiodnaiog TTaAapWV-TIEApaTWY (PPES). O1 o ouxvég avemBUuNTEG EVEPYEIEG OTTOINAOATIOTE CUXVOTNTAG (TTOU gpgavidovTal o€
ToUuAdIoTOV 25% Twv 000eviv) aTov TTANBuoud RCC mrepiAduBavav didppola, KOTTwaon, vauTia, pelwpévn 6pegn, PPES, utrépraon, peiwpévo Bapog, ueTo,
duoyeuaia, SuokoINIOTNTa Kol augnuévn AST. YTTépTaon TTapatnpiBnke o ouxva otov TTAnBucuo pe RCC xwpig TTponyoUuevn Beparreia (67%) oe olykpion
pe aoBeveig pe RCC peta atmd mponyoupevn otoxeupévn Beparreia pe VEGF (37%). O1 Mo ouxvég ooapég avetmBuunTeg evépyeieg aTov TTANBucud Tou HCC
(= 1% ouxvotnTa) eival n nmaTikr eyke@ahomdbeia, n £gaaBévion, n kéTwan, 1o PPES, n Sidppoia, n utrovarplaidia, o UETOg, To KOIAIaKS GAyog Kal n
BpopBotrevia. O1 TTo GUXVEG aveTTIBUUNTEG avTIdPAOoEIG oTToloudrTToTE BaBuou (TTou TTAPOUCIAaTNKAV OE TOUAGXIOTOV 25% Twv aoBevwv) otov TTAnBuoud HCC
TrepIAapBavav didppola, pelwpévn 6pegn, PPES, kéttwan, vauTia utrépraon kai éueto. AvemBuunTeg evEpyeleg o Yop@n Trivaka. Or avetriBUPNTEG EVEPYEIEG
TIOU avayvwpioTnKav o€ KAIVIKEG SOKIPEG JE KaBodavTiviBn wg povoBeparreia ) avagépBnkav pe Tn Xxprion kaBolavTiviBng META TNV KUKAOPOpIa TNG avapépovTal
oTov Mivaka 2, cUpQwva Pe TNV Katnyopia opydvou oucTriuaTog kai T ouxvétnta katd MedDRA. Or ouxvotnTeg Baaifovtal og dAoug Toug Baduoug kai
opidovTal wg €€NG: TTOAU ouxVvEG (21/10), ouxvég (21/100 éwg <1/10) 6x1 ouxvEg (21/1.000 éwg <1/100), un yvwoTEG (dev UTTOPOUV va ekTIuNBoUV pe Bdon Ta
Siabéaipa dedopéva). Evidg KaBe Katnyopiag ouxvoTnTag EUPAvIONG, ol aveTTiBuuNTeS evépyeleg TrapaTiBevtal kard @Bivouoa agipd oofapdTntag. Mivakag 2:
AvemiBounTeg evépyeieg papudkou (ADRs) rou £xouv ava@epBei o€ KAIVIKEG HEAETEG 1) OE XPON HETA TNV KUKAO@Opia og aoBeveig TTou Adppavav
Beparreia pe kaolavTiviBn wg povobBeparreia. AOINWEEIG KAl TTAPACITWOEIG. ZUXVEG: aTTOOTNUA. AIOTAPAXEG TOU AIUOTTOINTIKOU KOl TOU AEP@IKOU
ouoTAparog. MoAU ouyvég: avaipiao, BpopfoTrevia, ZuxvéG:oudeTepoTTevia, Aeppottevia. AlaTapayég Tou eVOOKPIVIKOU CUOTAUOTOG. MOAU OUXVEG:
uTToBUPEOEIDITUAG. AlaTapayég Tou peTaBoAlopou kai Tng Bpéwng. MoAU ouxvég: peiwpévn Opegn, uTTopayvnoiaiyia, utrokaAiaiyia, utroaABoupivaipia,
2UXVEG:aPUOATWOT, UTTOPWOPATAIYIO, UTTOVOTPIaIia, UTTaoBEoTiayia, utrepkaAiaipia,utrepXoAepuBpivaipia, uttepyAukaiyia, utroyAukaipia. AlaTapayEég Tou
VEUPIKOU ouaThApaTog. MoAU ouxvég: duoyeuaia, ke@aAaAyia, (AN, ZuxVvEG: TTEPIPEPIKN veupOTTaBEIa (cupTTepIAapBavopévng TG aiodnTikAg), Ox1 ouxvég:
oTacpoi, Mn yvwoTéG: ayyeiakd eyKePaliko €TTeIcod10. AlaTapayég Tou wrog Kol Tou AaBupivBou. Zuxvég: epfois. Kapdiakég diatapayég. Mn yvwoTég:
£u@payua puokapdiou. Ayyelakég Slatapayég. MoAU ouXVEG: UTTEPTaON, aipoppayia™, ZUVEG: ev Tw BABel pAeBIKr BpouBwan, PAERIKR BpduBwon, apTnpiakn
Bpo6pBwan, Mn yvwoTEG: aveupUopaTa Kal apTnPIOKOi SIaXwpPIOHOI. AloTOPaXEG TOU AVATTVEUCTIKOU GUCTAHOATOG, TOU BLPaKA Kol TOU HETOBwPAKIOU.
MoAU ouyvég: duogpwvia, duoTvoia, BAXag, ZUXVEG: TTVEUHOVIKN €UBOAR. Alatapayég Tou yaoTpevtepIikoU. MoAU ouxvég: Sidppoia*, vautia, €UETOG,
oaToaTiTda, dUoKOINIGTNTA, KOIAIOKO GAyog, SuoTrewia, GAYOg Gvw KOINIGG, ZUXVEG: YOOTPEVTEPIKT SIGTPNON*, CUPIYYIO®, YOOTPOOITOPAYIKH TTAAIVOPAUNON,
QIJOPPOIdEG, GTOPATIKG GAYOG, EnpooTopia, duagayia, yAwacooduvia, OxI ouxvég: TraykpeaTimida. AlaTapayxEG TOU RTTOTOG KAl TWV XOANQOPWY. ZUXVEG:
nmaTk eykepahotraBeia®, Ox1 ouxvég: xohooTaTikr nTraTimda. AlaTapoxég Tou SépuaTtog Kol Tou utroddpiou 10ToU. MMoAU Ouxvég: oUVOpPOUO
gpubpoducaiodnaiag TTaapwv-TreApdTwy (PPES), e§avBnua, Zuxvég: kvnopdg, aAwTrekia, {npodepuia, SEpUATITION UTTG HOP® aKUAG, aAAAYr) XPUWHATOG,
HAAAIWV, UTTEPKEPATWOT, EPUBNUA. AlaTaPaXEG TOU MUOOKEAETIKOU OUCTAMATOG KOl TOU CUVSETIKOU 10TOU. MOAU OUXVEG: TTOVOG OTA GKPA, ZUXVEG: HUIKOI
oTmacpoi, apBpalyia, OxI GuxVvéG: 00TEOVEKPWAON TNG yvaBou. AlOTOPAXEG TWV VEQPPWV KAl TWV OUPOPOPWY 0dWV. ZUXVEG: TTpwreivoupia, Mevikég
SlaTapayég Kal KATAoTAOEIG TNG 080U xopnynong. MoAU ouxvég: KOTIwanN, Aeypovr) Twv BAevvoydvwy, e§aobévion, Trepipepikd oidnua. MapakAivikég
e§eTdoeIc. MoAU ouxvEG: peiwpévo Bapog, augnuéva ALT opou, augnuévn AST, Zuxvég: ALP opou augnuévn, auénuévn GGT, auénuévn kpearmivivn aiparog ,
augnuévn apuhdon, auénuévn Aimraon, augnuévn xoAnoTepdAn aipatog, augnuéva TpiyAukepidia aipatog. Kokwoelg, SnANTnpIdoeig Kol eTITTAOKEG
BepaTreUTIKWV XEIPICHWYV. Ox1 OUXVEG: ETTITTAOKEG TpaUpaTog b. *BAétre evotnTa 4.8 Meplypa®r) Twv ETTIAEYUEVWY QVETTIBUUNTWY EVEPYEILV YIO TTEPAITEPW
XapakTnpiopo. a Me Bdaon Tig avapepOuEVES aveTBUUNTEG EVEPYEIES. b AlaTapayuévn eTToUAWON Kal ETTITTAOKA OTo aneio Topng. H kaBodavriviBn oe ouvduaoud
e viBoAouuduTmn og mpwing-ypauung mpoxwpenuévo RCC. NepiAnwn Tou rpogiA agealsiag. OTav n kaBodavTiviBn xopnyeital g€ cuvduaopd pe VIBOAOUPGUTTN,
avarpégte otnv MXM Tng viBoAoupduting TpIv ammd TNV €vapén Tng Bepatreiag. Ma TTepIOaOTEPEG TTANPOPOPIEG OXETIKA HPE TO TIPOPIA AOPAAEIOG TG
povoBepartreiag pe viBoAoupduTmn, avatpégte atnv MXI g viBoAoupduTtng. 210 olUvoAo dedopévwy Tng kaBolavTiviBng 40 mg pia popd TNV nuépa o€
ouvduaoud pe viBoAoupduTtmn 240 mg kGBe duo eBdouddeg oto RCC (n =320), ye eAdyioTn TTEPiodo TTapakoAoUBnang 16unvwy, ol Mo GUXVEG CoBapEg
aveTTIBUpNTEG EVEPYEIES (2 1% eTTiTTTWON) ATav SidippoIa, TIVEUHOVITISA, TIVEUHOVIKH EUBOAR, TTVEUHOVIQ, UTTOVATPIAIMIT, TTUPESIQ, AVETTAPKEIR TWV ETTIVEPPISIWY,
£uETOG, apUBATWON. OI TTIo CUXVEG aVETTIBUUNTEG EVEPYEIES (2 25%) ATav didppola, KOTTIWaO, cUvOPOoHo EpuBpoducalioBnaiag TTAACUWY-TTEAYATWY, oToaTITION,
MUOOKEAETIKOG TTOVOG, UTTEPTAON, £6GvONUa, UTTOBUPEOEIBIONOG, Peiwan Opegng, vauTia, KOINIOKS dAyog. H TTAEIovOTNTA Twv avemBUUNTWY EVEPYEIWV ATAV
ATTIEG Ewg PETPIEG (BaBudG 1 1 2). Mivakag avemBuuntwy evepyeiwyv. Or aveTniBUPNTEG EVEPYEIEG TTOU EVTOTTIOTNKAV GTNV KAIVIKF) JEAETN TNG KaBolavTiviBng o€
ouvduaouo pe viBoAoupduTtn avagépovtal otov Mivaka 3, cUp@wva Pe TNV KOTNyopia opyavou GUGTAPATOG Kal Tn ouxvotnTa katd MedDRA. O1 ouxvétnTeg
BaoidovTal ag dGAoug Toug Babpoug kai opifovtal wg €€AG: TTOAU auyxvég (21/10), auxvég (21/100 €wg <1/10) 61 ouxvEég (21/1.000 £wg <1/100), pn yvwoTEG (dev
HTTOpOUV va ekTIUNBoUV pe Bdon Ta dioBéoipa dedopéva). Evidg kdBe katnyopiag ouxvoetntag eUpAaviong, ol avemBUPNTEG evépyeleg TTaPATIBevVTal KATA
@Bivouoa oeipd coBapdtnTag. MMivakag 3: AvemBUunTeg evépyeleg e kaBodavtiviBn o guvduaopo e VIBOAOUPANTTN. ACIHWEEIG Kal TTOPACITWOEIG. [MoAU
OUYXVEG: AOiHWEN TOU OVWTEPOU GVOTTVEUGTIKOU OUCTAUATOG, ZUXVEG: TTVEUHOVia. AIOTApPOXEG TOU QIUOTTOINTIKOU KOl TOU AEH@QIKOU OUOTAHATOG. ZUXVEG:
nwoivoiAia. AlaTapax£EG TOU VOO OTTOINTIKOU CUCTAHATOG. ZUXVEG: UTTEpEURIoBNaia (GupTTEPIAaUBavVOPEVNG TNG AVAPUAGKTIKAG avTidpaong), Oxi ouxvEg:
Oxen{OpeEVN PE TNV €yxuon avTidpacon utrepeuaioBnoiag. AloTapayég Tou evdokpivikoU cuaTApaTog MoAU ouxVEG: UTTOBUPEOEIDIOUAG, UTTEPBUPEODEIBIOUOG,
ZUXVEG: ETTIVEQPIDIaKT aveTtapkela, Ox1 ouxvég: utropuaitida, Bupeocidimda. Alatapayég Tou peTaBoAITpoU Kal TG BpEéwng. MOAU CUXVEG: pelwpévn OpEEn,
JUxVEG: apuUOGTWOT. AlaTapaxEg Tou veupikoU ouaThpaTog. MoAU ouxvég: duoyeuaia, (GAn, ke@alalyia, ZUxVEG: TTEPIPEPIKT veupoTtaBeia, OxI ouXVEG:
auTodvoon eykePaAimda, auvdpopo Guillain-Barré, puaaBevikd alvdpopo. Alatapayég Tou wrog kal Tou AapupivBou. Oxi ouxvég: euBoég. OpBaApikég
Slatapayég. TuxVvEG: EnpopBalpia, BaptrA dpaan, Oxi ouxvég: payoeiditida. Kapdiakég diaTtapayEég. ZUxVEG: KOATTIKA pappapuyr, Taxukapdia, Oxi OUXVEG:
puokapdimda. Ayyelakég SiatapayxEg. MoAU ouyveg: uTTEpTaON, ZUXVEG: BpOuBWaN?. AlOTaPAXEG TOU AVATIVEUOTIKOU OUCTAMATOG, TOU BwpaKa Kal Tou
pecgoBwpdkiou. MoAU ouyvég: Suopwvia, dUTIvVoIa, BAXOG, ZUXVEG: TIVEUHOVITION, TIVEUHOVIK €UBOAN, €TTioTagN, UTTEQWKOTIKA CUAAOYT. AlaTapayég Tou
yoaoTpevrepikoU. oAU ouyvég: didppola, £PETOG, vauTia, SUCKOINGTNTA, GToPaTITION, KOINIOKG GAyog, duoTrewia, Zuxvég: KOATda, yaoTpiTida, dAyog Tou
OTOUATOG, ENPooTopia, AINOPPOIDES, OXI CUXVEG: TTaYKPEATITIDA, SIGTPpNon AeTTToU eviépoub, yAwoooduvia. AlaTapay£EG TOU ATTATOG KAl TwV XOAN@OpwWV.
uxvég: nmartinda. Alatapayég Tou SEppaTog Kal Tou utrodépiou 10ToU. MoAU ouyvég: auvdpouo TTaAapo-TreApaTiaiog puBpoducaiobnaiag, e6avOnuac,
KVNOPOG, ZUXVEG: aAwTTEKia, Enpodeppia, pUBnua, aAAayr XpwuaTog TpIXwy, OXI CUXVEG: Wwpiaon, kvidwarn. AlaTapayEéG TOU HUOOKEAETIKOU OCUGTAHATOG
Kal ToU GUVSETIKOU 10TOU. [MoAU GUXVEG: HUOOKEAETIKOGTTOVOGd, apBpalyia, puikoi oTTacpoi, Zuxvég: apBpimda, Oxl CUXVEG: HUOTTABEIR, OOTEOVEKPWON TNG
yvaBou, oupiyyio. AlaTapayEg TWV VEQPWYV KAl TwV oupo@opwv 0dwv. [NMoAl GuxVEG: TTpwTEivoupia, ZUXVEG: VEQPIKHA OVETTAPKEIA, O&gia ve@pikr BAGRN, Oxi
OUYVEG: veQPITIDQ. MevikEG BlaTapayEg Kal KATAOTAOEIG TG 000U xopRynong. MoAJ ouxveg: KOTTwon, TTUpESia, oidnua, Zuxvég: GAYOG, BwpPaKIkd GAyog.
MNapakAivikég e€eTdoeice. MoAU ouxvég: augnuévn ALT, augnuévn AST, uTropwao@aTaiyia, UTTaoBeTIOIia, UTToPayvVNOIaIYia, uTrovaTpiaiyia, utrepyAukaiyia,
Aepgotrevia, augnuévn aAKaAIKr) pwaoeaTtaan, augnuévn AiITdon, augnuévn apuAdon, BpopBotrevia, augnuévn KpeaTivivn, avaipia, AeukoTrevia, utrepkaAiaipia,
OUBETEPOTTEVIO, UTTEPOACRETTIOIMIO, UTTOYAUKaIUia, uTToKaNialpia, augnuévn oAIkr xoAepuBpivn, UTTEpUAyVNOIQIIa, UTTEQVATPIAIYIT, MEIWHEVO CWHATIKO BAPOG,
ZuyVvEG: augnuévn XoAnoTePOAn aipatog, utrepTpiyAukepidaiyia. O ouxvoTnTeG TwV AVETTIBUUNTWY EVEPYEILV TTOU Trapouaiddovtal aTov Mivaka 3 utropei va unv
arrodidovtal TTApwG pévo oTnv KaBolavTiviBn, aAAG evOEXETal VO EPTTEPIKAEIOUV TN OUVEICQOPA TNG UTTOKEIMEVNG VOOOU A OTTO Tn VIBOAOUMGUTIN TTou
XpPnoipoTolEiTal o€ auvduaopo. a. H Bpdupwon eival évag olvBeTog 6pog TTou TrepIAapBavel BpopRwan Tng TTUAaiag GAEBag, BpduBwon TNG TIVEUHOVIKAG
PAEBaG, TTVEUpOVIKR BpouBwan, aopTikA BpouBwan, aptnpiakr Bpdupwaon, ev Tw BaBel AERIKA BpouBwan, Bpdupwan TnNG TTUEAIKAG PAEBaG, BpouBwon TN
KoiANG PAEBag, GAeRIKR BpouBwan, PAERIKr BpduBwaon dkpou. b. ‘Exouv avagepBei Bavatnpopeg TepIMTWOEIS. . To e§dvBnua gival évag ouvBeTog 6pog TTou
TrepIAapBavel Tn SeppaTinida, TNV opoiddouca e akur SepUATiTIda, TNV TTOPPOAUYWAN deppaTiTida, TO ATTOPOAMIOWTIKG £§AVONUA, To EpUBNUATWOES EEGVONUA,
TOo BUAKIWOEG €EAVONUA, TO KNAIBWOEG £§avONua, To KNAIBOBAATIdWDESG €§AvONua, To BAATIBWOEG €AVONUA, TO KVNOUWOESG EEAVONUA KAl TO PAPHOKEUTIKO
€¢avOnua. d. O puookeAeTIKOG TTOVOG €ival £vag oUVOETOG Gpog TTou TTEPIAaUBAVEI TV 00QUaAYia, TOV 00TIKG TIOVO, TO HUOCKEAETIKO BwpPakikd GAyog, Tn
HUoGoKeAETIKR duaopia, Tn PuaAyia, TNV auxevahyia, To GAyog oTa Gkpa, To GAyog OTTOVOUAIKGH OTAANG. e. OI CUXVOTNTEG TWV EPYOCTNPIOKWY Opwv
QVTITTPOCWTTEUOUV TO TTOGOOTO TWV OOBEVWY TTOU EUPAVICAV ETTIOEIVWON OTIG EPYOCTNPIOKEG HETPACEIG O OXEON WE TNV évapgn TNG UEAETNG We e&aipean To
pelwpévo owpaTiKG BApog, TNV augnuévn XoAnaTepOAn aipatog Kal TNV utrepTpiyAukepiSaipia. Meplypa@r Twv eTAEYUEVWY QVETTIOUPNTWY EVEQVEIWY. Ta
Oedopéva yia SlapopeTIkEG avTIdpaatlg Bacifovtal oe aaBeveig TTou eAduBavav CABOMETYX 60 mg pia ¢opd npepnoiwg atréd To OTOA WG HOVOBEPATTEI OTIG
Baoikég peéteg oto RCC petd amd Tponyouuevn otoxeupévn Beparreia e VEGF kai oge RCC xwpig mponyolpevn Bepareia kai oto HCC petd ammd
TrponyoUPevn ouoTnuIkA Beparreia ) oe aoBeveig TTou éAaav CABOMETYX 40 mg pia @opd nuepnaiwg armd 1o otéua oe cuvduaopd e VIBOAOUNAUTIN O€
TIPWTNG-YPANMNAG TTpoxwpnuévo RCC (Trapdypagog 5.1). [aorpevrepikn (I'E) didrpnon (BA. mapdypago 4.4). datproelg oto 0,9% (3/331) Twv aoBevwv pe
RCC mou eAdpBavav kapodavTiviBn .Ta cupBavta Atav BaBuou 2 r) 3. O didpeoog xpdvog £wg v évapén Atav 10,0 efdouddes. Moipaieg dlaTproelg
€kdNAWBNKav aTo KAIVIKS TTPOYpappa yia Tnv KaolavTiviBn. Z1n peAétn Tou RCC xwpig rponyouuevn Beparreia (CABOSUN), avagépbnkav I'E diatprioeig oto
2,6% (2/78) Twv aoBevwrv pe RCC 1ou AduBavav kaBodaviviBn. Ta cupBavra Atav BaBuou 4 kai 5. ¥ peAétn HCC (CELESTIAL), avagépbnkav diatpAoeig



'E 010 0,9% Twv aoBevwyv TTou éAafav kaBolavTiviBn (4/467). OAa Ta oupBdvta ATav BaBuol 3 A 4. O diduecog xpdvog eugaviong ATav 5,9 eBOOUAdES. Ze
ouvduaopd pe viBoAoupduTtn oe rpoxwpnuévo RCC oe ipwtng-ypapung Bepatreia (CA2099ER) n cuyvotnTa EUPAVIONG SIOTPOEWY TOU YAGTPEVTEPIKOU
owAnva Atav 1,3% (4/320) oe aoBeveig TTou éAaBav Beparreia. ‘Eva cupBdv ritav o Babuol 3, duo cupBavTa ATav Baduou 4 kai éva cupBav ATav Babuol 5
(Bavatngopo). 1o KAIVIKG TTpdypappa TnG KaBolavTiviBng ekdnAwbnkav Bavatngdpeg diatproelg. Hmarikn eykepatomdbeia (BA. mapdypago 4.4). X1 PeAETn
HCC (CELESTIAL), n nmraTikr eyKeaAoTraBeia (NTTATIKY £yKEPOAAOTIABEIN, EYKEPANOTIABEID, UTTEPAUPWVITIPIKA EYKEPAAOTIGBEIR) avapépBnke 010 5,6% Twv
aoBevwv TTou €Aapav kaBolavTiviBn (26/467). Ta oupBdavia Babuol 3-4 Atav o T0000T6 2,8% Kai éva oupBav (0,2%) BaBuou 5. O diduecog xpovog
ep@aviong ATav 5,9 eRdoUAdES. Aev avapéPBNKaV TTEPITTTWOEIG NTTATIKAG eYKEPAAOTTEBEeIag oTig peAéTeg RCC (METEOR, CABOSUN kai CA2099ER). Aidppoia
(BA._mapdypago 4.4). ¥t peAétn RCC peté ammod mrponyouuevn otoxeupévn Beparreia pe VEGF (METEOR), n didippoia ava@épBnke oTo 74% Twv aoBevwv pe
RCC mou éAaBav kaolavTiviBn (245/331). Ta oupfavTa Babpou 3-4 Atav a1o 11%. O diduecog Xpovog eupdviong frav 4,9 eBoopddeg. Z1n peAétn RCC xwpig
Trponyoupevn Beparreia (CABOSUN), n didppoia avagépBnke 1o 73% Twv acBevwv TTou éAapav kaBolavniviBn (57/78). Ta oupBdavia BaBuou 3-4 rjtav oTo
10%. 2t pehétn HCC (CELESTIAL), n didppoia avagépbnke 010 54% twv aoBevwv TTou éhaBav kaBolavTiviBn (251/467). Ta cupBavta Babuou 3-4 tav aT1o
9.9%. O d1duEcog XPOVOG EPPAvIoNG OAWV Twv cupBaviwy ATav 4,1 ¢fdouades. H didppoia odAynoe o€ TPOTTOTIOINOEIG dOONG, SIOKOTTEG KAl OPIOTIKA SIAKOTTH
o€ 84/467 (18%), 69/467 (15%) ka1 5/467 (1%) Twv aoBevwv, avTioToixa. e GuvOUaopsd Pe VIBoAoUpduTn og TTpoxwpnuévo RCC o€ TTPWTNG-YPOUHAG
Beparreia (CA2099ER), n emiTrTwon Sidppoiag avagépBnke aTo 64,7% (207/320) Twv acBevwv Trou éAaBav Beparreia, cupBdvia BaBuou 3-4 ot 8,4% (27/320).
O péoog xpovog yia TV évapén 6Awv Twv cupBaviwy ATav 12,9 eBdouddes. KabuaTtépnon i peiwan g 86ong ouvéRn oto 26,3% (84/320) kai SiakoTrr 6To
2,2% (7/320) Twv a0Bevwv pe didippoia, avrioToixa. Zupiyyia (BA. mapdypa@o 4.4). 210 yeAétn Tou RCC petd amd Trponyoupevn oTtoxeupévn Bepartreia e VEGF
(METEOR),1a oupiyyia avagépbnkav oto 1,2% (4/331) Twv aoBevov Trou eAdppavav kaBolavTiviBn kai TrepiAdpBavay TTpwkTIKE oupiyyia aTto 0,6% (2/331)
Twv aoBevwyv Tou AduBavav kaBolavtiviBn. ‘Eva oupBdv ritav Babuol 3 kai Ta utréhoira Atav BaBuou 2. O didpeoog xpévog éwg Tv évapén Arav 30,3
€ROONAdES. TN PeAETN Tou RCC xwpig ponyoupevn Bepartreia (CABOSUN), dev avagépBnkav TTepIMTwoelg Je oupiyyla. X1 peAétn HCC (CELESTIAL), Ta
oupiyyia avagépBnkav o€ 1,5% (7/467) Twv acBevwv pe HCC. O diduecog xpovog eppaviong ATav 14 Bdouddeg. e ouvduaoud Ue VIBOAOUPAUTIN O€
Tpoxwpnuévo RCC oe TpwTng-ypauung Bepateia (CA2099ER) n ouxvétnTta gppaviong ouplyyiou avagépbnke ato 0,9% (3/320) Twv acBevwv TTou EAapav
Bepateia kal n coBapdtnTa ATav Babuou 1. @avatnedpa aupiyyia ekSNAWBNKav oTo KAIVIKO TTpdypappa ThG kaBolavTiviBng.Aiwoppayia (BA. mapdypago 4.4).
21N peAéTn Tou RCC petd atmd rponyoupevn otoxeupévn Beparreia pe VEGF (METEOR),T0 TT0G00TO €UgAvIONG CUPBAvTwyY coBaprg aiyoppayiag (Babuou =
3) Arav 2,1% (7/331) oe aoBeveig pe RCC 1ou Adupavav kaBodavtiviBn . O diIGuecog ¢ xpovog Ewg Tnv évapén ATav 20,9 eBdouddeg. ZTn peAétn Tou RCC xwpig
Trponyoupevn Bepatreia (CABOSUN), To TT0000TO €pAviong oupBaviwy coBaprig aidoppayiag (Babupou = 3) ftav 5,1% (4/78) oe aaBeveig pe RCC TTou
AapBavav kaBolavniviBn. Zn pehétn HCC (CELESTIAL), n ouxvotnTa epgAaviong coapwyv aipoppayikwy ereioodiwy (Babudg = 3) Atav 7,3% oTtoug aaBeveig
Trou €AaBav kaodlavTiviBn (34/467). O didiuecog xpovog eppaviang ATav 9,1 eROONEdES. Ze ouvduaouo e ViBoAoupduTn e Trpoxwpnuévo RCC o€ Tpwtng-
ypapung Beparreia (CA2099ER) n cuyvotnTta ep@dviong aipoppayiag = Babuou 3 Atav oto 1,9% (6/320) Twv acBevwyv Tou éAafav Bepartreia. Oavarn@opeg
aigoppayieg ekdnAwBnkav oto KAIvIKS TTpdypappa yia T kaBolaviviBn. 2uvopouo omioBiag avaorpéwiung eykepatomdbeias (PRES) (BA. mapdypago 4.4).
Aev ava@épBnkav TrepioTaTiké PRES oTig peAéteg METEOR i CABOSUN 1} CA2099ER 1y CELESTIAL, 6pwg £xel avapepBei PRES oTrdvia o€ GAEG KAIVIKEG
SokIuég (o€ 2/4872 atopa, 0,04%). Auénuéva nirarikd év{upa kard 1 xoprynon mg kaBodaviviBng oe ouvduaoud e viBoAouudurn oro RCC. Ze pia KAIVIKA
ueAETN aoBevwv pe RCC ol otroiol Bev gixav AdRel rponyoupévwg Beparreia kai EAaBav kaBolavTiviBn o€ ouvOUaouO e VIBOAOUUAUTTN, TTapaTnPABNKE
uynAdTepn emtimTwan BaBuou 3 kai 4 augnuévng ALT (10,1%) kai augnuévng AST (8,2%) o€ oxéan pe Tn povoBeparreia pe kaBolavTiviBn oToug aoBeveig Ue
mpoxwpnuévo RCC (n ALT augnBnke katd 3,6% kai N AST augnibnke katd 3,3% otn pehétn METEOR). O diduecog Xpovog £wg TNV EUeavian Tng Babuou > 2
augnon g ALT 1} Tng AST rtav 10,1 prveg (e0pog: 2 £wg 106,6 £Bdopadeg, n = 85). Zroug aobeveig pe BaBuou = 2 atgnan g ALT 1 NG AST, ol augAoeig
uTtroxwpnoav atoug BaBuoug 0-1 o€ 91% pe diGpeco xpovo éwg Tnv atrokatdoTaon2,29 eBdouddeg (eupog: 0,4 éwg 108,1 eBdouGdeg). Metagy Twv 45
acBevwv pe Babuou = 2 atgnon Tng ALT f Tng AST aToug otroioug éyive emavatTpdkAnon ye kaBolavTiviBn (n = 10) fi pe viBoAoupduTn (n = 10) pepovwpéva
n kai ye 1a duo (n = 25), emmavepavion augnuévng ALT ) AST BaBpou = 2 onpeiwbnke o€ 4 aoBeveig Tou éhaBav kaBolavTiviBn, oe 3 aoBeveig Trou éAaBav
viBoAoupdpuTmn kai 8 aoBeveig Trou éAapav kaBolavTiviBn kai ViIBoAoupduTn padi. YmoBupeoeidiouds. ZTn nehétn ato RCC petd ammé mponyoUpevn oToxelouoa
Bepateia pe VEGF (METEOR), n emitrtwon tou utroBupeoeidiopou Atav 21% (68/331). Xtn peAétn RCC xwpig ponyouuevn Bepartreia (CABOSUN), n
€TTTITWON TOou UTTOBUpPEOEIBIoPOU ATaV 23% (18/78) o€ aaBeveig pe RCC tou éhaBav Bepatreia e kaBolavTiviBn. X peAétn HCC (CELESTIAL), n emmitrrwon
Tou uTToBupeoEIdIopoU fTav 8,1% (38/467) ot aoBeveig Trou éAafav BepaTreia pe kaBolavTiviBn kal Ta cupavTa Babuou 3 o€ 0,4% (2/467). Xe ouvduaoud pe
viBoAoupdpuTrn o€ Trpoxwpnuévo RCC oTn Bepatreia rpwtng ypauung (CA2099ER), n emitrtwan Tou utroBupeoeidiopou fArav 35,6% (114/320) Twv aoBevwv
Trou éAaBav BepaTreia. Ava@opd TrBavoAoyoUueVwWY aveTTIBUPNTWY EVEPYEILV. H avapopd TBavoAoyoUHEVWY QVETTIBUUNTWY EVEPYEILV META ATTO TN XOPryNon
Gde10G KUKAOPOPIAG TOU PaPUAKEUTIKOU TTPOIOVTOG €ival ONUAVTIKA. ETTITpETTer T ouvexr) TTapakoAoUBnaon Tng ox£ong opEAOUG-KIVOUVOU TOU QAPUOKEUTIKOU
TIPOIGVTOG. ZNTETal OTTO TOUG ETTAYYEAUATIEG UYEIOG VA avaPEPOUV OTTOIETDATIOTE TTIBAVOAOYOUNEVEG QVETTIOUNNTES EVEPYEIEG PECW TOU €BVIKOU OUCTHHOTOG
avapopdg Tou TreplypdgeTal oto Mapdptnua V. 6.4 I5i1aitepeg TTPoPUAGEEIG KATA TN @UAOSN Tou TTpoidvTog Agv UTTAPXOUV EIBIKEG 0ONYieg diaTApNoNnG yia
10 TTPOIOV auTod. 7. KATOXOX THZ AAEIAZ KYKAO®OPIAZ Ipsen Pharma 65 quai Georges Gorse 92100 Boulogne-Billancourt MaAAia. 8. APIOMOZ(OI)
AAEIAZ KYKAO®OPIAZ CABOMETYX 20 mg emmkaAuppéva pe AeTrté upévio diokia EU/1/16/1136/002 CABOMETYX 40 mg MKAAUPPEVA JE AETTTO UPEVIO
Siokia EU/1/16/1136/004 CABOMETY X 60 mg emmikaAuppéva pe AeTrTo upévio diokia EU/1/16/1136/006. 9. HMEPOMHNIA MPQTHE EFKPIZHZ/ANANEQZHZ
THZ AAEIAZ Huepopnvia rpwtng €ykpiong: 09 Zetrreppiou 2016. Huepounvia TeAeuTtaiag avavéwong: 21 Atpihiou 2021 10. HMEPOMHNIA ANAGEQPHZHX
TOY KEIMENOY AeTrTopepeiG TTANPOQOPIES YO TO TTAPAV POPHAKEUTIKS TIPOIOV gival SIaBEoieg aTov dIKTUAKS T6TTO Tou Eupwraikol Opyaviopod Pappdkwy:
http://www.ema.europa.eu.

XOPHIEITAI ME MEPIOPIZMENH IATPIKH ZYNTAIH AMNO EIAIKO FIATPO
KAI MAPAKOAOYOHZH KATA TH AIAPKEIA THZ ArQrHz
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Innovation for patient care

Bon6rjote va yivouv ta dpappaka o acdalr Kat

Avacdipere AT.®.: 23/12/2021 IPSEN MON. EMNE
ONEE TG avemBUpNTEeg EVEPYELES yla ArI0Y AHMHTPIOY 63 174 56 AAIMOZ, AOHNA
ONA T pdppaka CABOMETYX 20MG T.IN.: 4755,63€ THA.: 210 9843324, 210 9858930, FAX: 210 9887911

ZokEAPOV e BRKITRINE AR CABOMETYX 40MG T.M.: 4755,63€ E-mail: ipsenepe@ipsen.com, http://www.ipsen.gr

CABOMETYX 60MG T.IN.: 4755,63€ TnAépwva papuakoemayplTivnang: 210 9843324, 210 9858930
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IYNTATOTPA®IKEX TAHPO®OPIEE TOY MPOIONTOX

Arvekap 11,25 mg ©. 1. ONOMAZIA TOY ®APMAKEYTIKOY MPOIONTOZ: Arvekap 11,25 mg KOVIG Kat SlaNOTNG yia evéopo evatwpnpa. 2. MOIOTIKH KAI MOXOTIKH
IYNOEZH: Tpmrops)\lvn 11,25 mg avd @laAidio. Ma tov mnpn Kurahoyo Twv ekdoxwy, BA. mapdypapo 6.1. 3. PAPMAKOTEXNIKH MOP®H: Kovtc Kat StakuTng yua avsoluo
svulwpnua (EMA YA). 4. KAINIKEZ NAHPO®OPIES: 4.1 Gepansunxsc Evbeielq: - KClpKlVOQ TOU TPOOTATN: espunem TOU TOTLKA POXWPNHEVOL 1 usmomru(ou Kapkivou
TOU POCTATN. Oepaneia Tov LYNAOD KIVEOVOU EVTOTLGPEVOL 1} TOTILKG TIPOXWPNHEVOU, KAPKiVOU TOU TIPOTATN o€ cuvbuacyd pe Tnv akToBepaneia. BX. napdypapo 5.1.

- Evﬁopnrplwon TevwnTIKi Kat szvevvnnKn evbopntpiwon (otddio I- IV) Ivouuwuum unTpag: Ospunalu Twv tvouuwparwv pnTpag. - Mpwin nﬁn Mpo Tng nAtkiag Twv
8 eTwv 0Ta KOplTOlCl Kat Twv 10 eTwv ota GYODLG 4.2 Aoao)\ovlu Kat Tponog xopnvnonc Aocoloyia. - Kapkivog Tou ngocmrn Mia evdopuikn €veon Tou Arvekap 11,25
mg kaBe Tpewg prives. Aldpketa Tng Bepaneiac: BA. napdypagpo 5.1. Q¢ cuyxopnyovpevo Kat akoAouBo TNG akToBEpaneiag aTov uPnAo KIVSLVOU EVIOTUOHEVO f TOTIKG
TIPOXWPNUEVO 0PHOVO-EEAPTWHEVO KAPKIVO TOU TIPOOTATN, KAWIKA Sedopéva exouv Seifet OTL n akTvobepaneia, akohouBovpevn and pakpoxpovia Bepaneia oTEPNaNg
uvﬁpovovwv eivat Tlpouuorepr] anod aKTlvoSspansta aKvouBoupevn anod Bpayuxpovia Bepaneia 6TEPNONG TWV avdpoyovwy. BA. napuvpaq)o 5.1.H §leKEl(] mge espcmalaq
0TEPNONG AvPOYOVWY, ) OTIo{a CUVLOTATAL MO LATPLKEG KATELBLVTAPLEG 0DNYIES Yia AOBEVELG pE LYNAOD KIVOUVOU EVTOTULOHEVO N TOTUKA TIPOXWPNHEVO KAPKivO TOU
TpooTatn ov AapBAavouv aktivoBepaneia, eivat 2-3 xpovia. I€ aoBeVeLG Pe QVBEKTIKO GTOV EUVOUXLOPO IETAGTATIKOG KAPKIVO TOU PoaTdTn,oL omoiot dev eival xelpoupytka
guvouyLopévol kat AapBdavouv aywvioth GnRH, 6nwg n tpimtopelivn, kat eivat emiAégLpol yia Bepaneia pe otk apmpatepovn, évav avactohéa tng Bloodveeong Twv
avbpoyovwy, i pe evialoutapidn, évav avacTtohéa Tng AeLToupyiag Tov avdpoyovikou umodoxéa, n Bepaneia pe Tov aywviot) GNRH Ba ipénel va ouveyLoTei. - Evbopntpiwon.
Mia evbopuikn éveon tou Arvekap 11,25 mg kaBe Tpelg privec. H Bepaneia mpémet va apxidet Tiq mpwteg névie nuépeg Tou kataprviou kukhouv. Aldpketa TG Bepaneiag
evbopntpiwong: autn egaptdraL and Ty apxwki BapdTnta TG evéounTpiwong kat Tig ahhayéqg Tov napatnPedVTaL otV KAWLIKK £1kova (AELTOUPYIKES KalL QVATOPIKEC)
Katd tn dlapketa g Bepaneiag. Mevikd, ouviotdrat n evbopntpiwon va 8epanedetat yia ldotnpa 3 pnvav kat povov av anodetxBet 6Toug 3 prves OTLn Bepaneia anedwoe
HTopei va ouvex1oBei To avwTepo PEXPL 6 prveg. Aev Tipémel va opnyeitat SedTepn oelpd Bepaneiag je QUTO To PappakeuTIkG MooV i GAo avdoyo yovadopehivng. -
Ivouuwuuw Mia svéouuu(n €veorn tou Arvekap 11,25 mg KaBe Tpelg unvec H Bepaneia mpenet va uplest TIQ TIPWTEC TIEVTE NPEPES TOU KﬂTClur]VlOU KOKAOU. Fsvu«l
guvioTarat Tﬂ opuwpata va epanehovral yia 6Laornpu 3 pnvav Kat povov av anodexBei 0Toug 3 prvec 0TLn Bepaneia anEdwoE Popei va oLVEXIOTE TO QVWTEPO HEXPL

6 pr]vac Npwiyn n&n H eepanstu nallwy pe TpITopeAivn npenel va Bplokerul UTIO TNV OALKA emrnpncn nuléosvéoxpwo)\oyou 1} tadtdtpov f evbokpvoldyou He
epnelpia otn Bepaneia KeVTPIKAG Mpwiung BnG. Aocohoyia: Mlu evbopuikn éveon Tpmtops)\lvnq KaBe 3 pnveg. Tpomog xopnyna ng. Movo Toug ANAPEX: Ta evéouuu(r] ]

Unoboplu €veon. X1ig N'YNAIKEX kat ta MAIAIA: Ta EV50|JUlKr] éveor). a odnyieg oxetTika e my avuauomon ou q)uppaKsurlKou npotovtoc Tpwv ano T xoprynon, BA.
napdypapo 6.6. To Arvekap 11,25 mg dev npsnst va gvietat svéouvvslaku H unoéopla xopnvr]or] bev €xel pehenBel oe yuvaikeg kal maidid. 4.3 Avrevdeifeig:
-Ynepevatobnoia otn GnRH, Ta avu)\ovu ¢ ) o€ onolodnnote aAho cuoTatiko Tou pappakou (BA. mapdypago 4.8). -Mepiodog khnang kat yahouyiag. Mpwv v €vapgn g
aywyng npéneL va smBsBmwverm 61L 1) aoBevrg bev eivat £ykuog. 4.4 Ebikég mpoetdomoujoetg kat mpouhdgels katd Tt ypiion: H xpron aywviotwv GnRH propei va
TIPOKAAEOEL ELLION TNG OOTIKNAG TUKVOTNTAG. ZTOUG AvBpes, umapxovv dedopéva OTL N Xpnon evas dlpwaopovikoh oe ouvduacyo pe évav aywvioth GnRH propei va
eAaTTWoEL TNV ANWAELa 00TIKAG WKVETNTAG. XpelaZetat tdlaitepn mpoooyr) oe aoBeveis pe emnpocBeToug napdyovieg Kivblvou 0oTeondpwang (.. xpovia katdxpnon
AAKOOA, KATVLOKG, paKpOXpoVN Bepaneia Pe pappaka oV EAATTWVOLY TNV OOTIKM MUKVOTNTA, TLY. QVTIETUANTTIKA f} KOPTLKOELN, OLKOYEVELAKO LGTOPLKO 0GTEONOPWONG,
Unoomouoc) MNpénet va smﬁaﬁulwvsml 0TL N aoBevng dev eival €ykuog pLy T ouvmyovpuq)non ¢ TpunTopehivng. Inavia, n Bepunsul JE QyWVIOTES GnRH umopei va
anokahOYeL TNV TApousid TPONYoupEVWG adLayvwoTou yovadoTpdpou adevipatog TNG undpuong. Autoi ot acBeveig pmopei va napouctdoouy unopuotan anomhngia n
oroia xapakTnpiZetar anod §apviki keparahyia, Epeto, ipopAfpata 6paong kar opBakponhnyia. Yndpxet avgnuévog kivbuvog eppavions katd8Ayng (n onoia propei va
eivat oopapn) o€ aoBeveig nov voBdAAoval o€ Bepaneia pe GnRH avhoya, 6w n TpmTopeAivn. EQV ejpavVIOTOOV CUPTTWHATA OL AOBEVEIG TIPEMEL VA EVNPEPLIVOVTAL
beovTwg Kat va avtipeTwiigovtat katdAnAa. AoBevei pe Slayvwopévn katd8Aupn mpénet va napakohovBodvtat oTevd katd tn Sidpketa g Bepaneiag. PuBuon tng
avTwneptacikig Bepaneiag pmopei va anatteitat oe aoBeveic ot onoiot Aappdvouv TeTola aywyr). Anatteital ipoooyi pe Ty evbopuikn éveon ot aceveis ov AapBavouv
Beparneia pe QVTIINKTIKG, Aoyw Tou TuBavoy Kvbovou atpatwpdtwy oTo onpeio TG éveong. Kapkivog Tov mpootdtn. Apxikd, n TpitopeAivn, 6nwg kat dAAoL aywvioTeg
GnRH, mpokaAei pia mapodiki) ad§non Twv EMMESWY TNG TEGTOOTEPOVNG OTOV 0pO. OG CLVETELD, KATA TIG MPWTEG EPOOPABEG TNG BEPANELaC, HTIOPEL Va EPPAVIOTOHY
TIEPLOTACLAKA PEOVWHIEVEG TIEPIMTWOELG TAPOSIKAG ETUOEIVWONG TWV CUNTTWHATWY TOL Kapkivou Tou TpooTdtn. Katd tnv apxikn pdon Tng Bepareiag, Mpénetl va
e€etaotei n pooBeTn Xoprynon evos kataAANAoL avi-avépoyovou, WOTE Va avTLPPOTLOTEL N apXikn ab§non Twv EMmedwy rsotoorspovnc 0TOV 0p6 KaL N eMLdeivwon Twy
KAWIK®WY oUPTTWPATWY. MiKpOG aplBuog aoBeviyv IMopei va TapouoLdceL MApOdIK EMOEVWON TWV CUPTTWHATWY TOU KAPKIVOU TOU TPOTATN KAl MPOoWPLVI avEnon
TOU TIVOU TIOU OYETIZETAL E TOV KAPKIVO TOU TIPOGTATN (HETAOTATLKOG TOVOG), 0 OMOI0G PMOpEi va avTIPETWLOTEL CUPMTWHATIKA. OMWG Kat pe GAAOUG aywyLeTeG GNRH,
£X0UV TapaTNPNBEl PEPOVWHIEVEG TIEPUTTLIOELG GUUTIiEONG TOL VWTLAioL PUEAOL 1) anéppagng Tng oupnBpag. Av epgavioTel oupmison vwTiaiov puehov i EkTwon g
VEQPLKNG AetToupyiag, mpémet va xopnyndei n ouviBng Bepaneia yia autég TIG EMUMAOKES KAl 08 GKPALEG TIEPITTWOELG VA EGETAOTEL N MEPIMTWON APESNG OPYEKTOHNG
(XeLpoUpPYIKOG EVVOUXIOPOG). Kata Tn Bidpkela Twv TpwTwv efdopddwy Bepaneiag evbeikvutal mpooekTik MapakohouBnan, 8laitepa oe aoBeveis pe omovouAikeg
HETAOTACELG KAl OE A0BEVELS jE anoppagn Twv oupopopwv odwv. MeTd and xelpovpykd euvouxiopo n TpumtopeAivn Sev endyel MepaTEPW peiwon Twy emmEdw TG
Te0T00TEPOVNG 0TOV 0pd. H pakpdxpovn oTépnon avbpoyovwy eite Aoyw appinhevpns opxektopns i Adyw xopriynong avaAdywv GnRH oxetidetat pe augnpévo kivbuvo
anwAeLag 00TIKNAG PATag KaL PMopEL va 0nynoeL 08 00TEOMOPWON KAl QUENEVO KivOuvo 00TIKOD Kataypatog. EmnAéoy, and emudnuioloyika dedopéva ExeL napatnpnOei
6011 aoBeveig propei va epgpavicouv ahayeg oto petapohiopo (ry. duoavetia otn yAukoZn) f augnpévo kivbuvo kapdiayyelakwy nabhoewv katd T Sidpkeia Bepaneiag
pe otépnon avbpoybvuwy. 0oT600, pdopata otolxeia dev empePaiwoav Tn obvbeon avapeoa otn Bepaneia pe avahoya GnRH kat oty abgnon g kapdiayyelakig
Bvnowpotntag. AcBeveic pe vypnAd kivbuvo petaBodkwv N kapdlayyelakwy nabioswy Tpénet va aglohoyoldvral MPooeKTIKa Tpw TNV €vapgn Tng Bepaneiag kat va
nupuKo)\oueouvrm ENapKwG Katd Tn Sidpketa Bepaneiag oTépnang avépoyovuwy. H xoprynon tputtopeAivng oe Bepaneutikés S00ELG EXEL WG ANOTEAEGHA TNV KATAOTOR
TOU UTIOPUCLAKOU yovadlakol u{ova H uatodoyiki Aettovpyia ouviBwe anokadiotatal pe Tn dlakomn TG Bepaneiag. Enopévuwg, ﬁluvvworlxm €AEYYO0L TNG UTIOPYUOLAKNG
yovadlakig Aettouvpyiag ot omoiot die€dyovtal kata tn Stdpkela fj Kat peta tn dlakomn g Bepaneiag pe avaloya GnRH pmnopei va gival naparmhavntikoi. H Bepaneia
0TépNoNG avbpoyovwy propei va napateivet To didotnpa QT. Ze aoBeveis pe LoTOPIKG 1) Pe apdyovTeg Kwvdivou yia napdtaon tov diaotipatog QT kat o aoBeveis ot
ormoiot AapBavouv Tautoxpovn Bepaneia pe chlpu(]KEU'[lKCl TpotovTa Ta omoia unopst va napateivouy To dtdotnpa QT (BA. apdypago 4.5) ot yiatpoi mpénet va egetajouv
10 POk 0pEAouG/KIvbUVoU, AapBavovTag unoyn emiong Kat To evbexopevo eppdviong kolhtakig Taxukapdiag diknv puudiov (Torsades de pointes) npw T Evapén Tng
Bepaneiag pe Arvekap 11,25 mg. I'uvuu(eg H xpron aywvmwv GnRH elvat mueavo va TIPOKAAEDEL uslwon me ooru(nc ervorr]mc Kata 1% avu prva katd tn didpketa piag
TiepLodov Bepaneiag £§L pnvuv. KaBe peiwon TG 00TIKAG UKVOTNTAG KaTd 10% ouvdEeTal pe 500 £wg TPELG (PopEG augnuévo kivbuvo katdypatog. Mpdopata diabéotpa
otolxeia deixvouv OTL N 00TIK anWAela anokaioTatal oTNY MAELOVOTNTA TWV YUVALKWY, HETA TNV lakom) Tng Bepaneiag. Aev unapyouv SlaBéotya ouyKeKpLuEva
oTolxeia yia aoBeveis pe A4 vdpxovoa ooTeoNGpWON 1| PE MapdyovTEg Kdivou yia ooteondpwon (fLx. xpovia katdxpnon akkodA, kAmviopa, pakpoxpovn Bepareia pe
$GppaKaA TIOV ENATTWVOLY TNV OOTLKI TWKVOTNTA, TLX. QVTIELANTITIKG 1} KOPTIKOELON, OLKOYEVELAKO LOTOPIKO OOTEOOPWONG, UTOOLTIOHOG TL.X. VEVPOYEVNG avOpEEia).
Agbopévov 0TL oe aUTONG ToUG A0BEVE(G N peiwon TNG 00TIKAG TKVOTNTAG eival TuBavo va eiva MepLocdtepo emPAaprc, n Bepaneia pe TpintopeAivn Ba mpenet va
e€etagetat og atopiki Bdon kat va Eekiva povo edv ta opEAn TG Bepaneiag unsprepouv TwV KWEOVWY, PETA and oAy MPOCEKTIKN agLoAdynon. Oa npénet va egeTaleTat
N AN TPOoBETWY PETPWY WOTE VA QVTLPPOMELTAL N AMWAELA OOTIKMAG TWKVOTNTAC. Ivopvwpata pitpag kat evbopntpiwon. H tpitopedivn dtav xpnotpornoteitat otn
oLVLOTQEVN SO0, ipokalei ouvexr uTtoyovadoTpoLKi) apnvoppola. Eav HeTd Tov mpwo priva apatnpndei aioppayia yewnTikwy opydvwy, Ba mpéneL va petpnoly ta
emineda g oloTpadloAng ato n)\uauu Kat av ta enineda eivat kAtw anod 50 pg/mL, npsn91 va e€eTaoTolv meavsc opyavikég BAaReg. Meta tnv unooupcn me espansmc,
N AelToupyia Twv wWoBNKWV EMAVEPXETAL KAl woppnéia yivetat mepinov 5 prAveg petd v teAevtaia éveon. Mpénet va xpnotponoteitat pia pn oppoviki peBodog
uvnuuMntpnq Kata m dldpkela Tng Bepaneiag wg kat 3 unvsc petTa tnv Tekevtaia svson Kaewc Katd tn dudpkela tng espunemc pe Tpuntopehivn n €ppnvog pvon Ba
TIPETEL VA 0TAPATE, TIPETEL va §idovTat 08nyies 0TNV aoBevi) WOTE va EVIPEPWVEL TOV YLATPO TNG EAV OLVEXICETAL N TAKTIKA eppnvoppola. Katd tn Sidpketa Bepareiag Twy
WOPUWHATWY TG PATPAG GUVLOTATAL O TAKTIKAG TIPOGSLOPLOHOG TOU HEYEBOUG TOL VOPVLPATOG. EXOLY UTIAPEEL AVAPOPES aLpoppayiag o aoBEVE(S pe unoPAevvoyovia
opLWHATA PETA ano Bepaneia pe avu)\ova GnRH. Zuvnewc n awpoppayia E)(Sl Sp(paVlGTsl 6-10 sBéouuésc peTa tnv évapén g Bepaneiag. Npwiun nﬁn H espunelu
nabLv pe e€eAlooopEVOUG eykepalikods dykoug Ba TpEneL va akoAouBei pia TPOGEKTIKR ATOWIKN eKTiuNoN TNG avahoyiag KwdLVou/0pEAOUG. ITa KOPITOLA, N APXIKN
B1Eyepon Twv woBnkwv katd Tnv evapn TG Bepaneiag, akoAouBOOEVN MO TNV ANGOLPGN TWV OLOTPOYOVWY TNV OToia ENdyeL N Bepameia, PTOpEi KaTd Tov TPWTO priva
va obnynoeL oe KOATUKA awpoppayia Amuag f pétplag viaons. Metd tn Suakom tng Bepaneiag Oa eppavioTei avntugn Twv XApaKTNPLOTIKWY TG epnpeiag. Ot
TIANPOPOPiES 60OV apopd TNV PEANOVTLKT YOVHOTNTA £EAKONOUBOULY Va EiVaL IEPLOPLOHEVEG. 2TA IEPLOCOTEPA KOPETOLA, N TAKTLKT EjPnvog phon Ba §ekivijoeL katd péoo
6po £va xpovo PeTd Tov Teppatiopd TG Bepaneiag. Wevbo-mpwipn AP (6ykog yovadwv i emveppidiwy 1) uneprihacia enveppidiwv) kat mpwipn fBN rov dev eaptdtat
anod yovadotpogiveq (rsororo&mwon OLKOYEVELAKN unepn)\aola Twv KUTTdpwv Leydig) Ba mpénel va anokAeietat. H OOTlKI'] nuxvomm (BMD) pmopei va pelwBei katd tn
Bepaneia TG KEVIPIKAG npwlunc NBNG pe GnRH. QoTo00, petd T dakomn Tng espunsmq, n enakoAovBn abgnon TG 0oTIKNAG paZag dlatnpeital katn PEyoTn 0oTIKA pdta
ota TEM] me snpnBsmc dev paivetal va snnpsalsmt ano ™ espansm Ml‘[OpSl va napatnpnBei ST[lq)UOlOMOQI’]OI’] PETA TNV amooupon Tng espunsmq pe GnRH. H
nporswopsvn Bewpia eival 6TL 0L XAUNAEG CLYKEVTPWOELG OLOTPOYOVWY KATA TN Glupksm ¢ Bepaneiag pe aywvioteg GnRH a&uoesvouv mv anu.puotakn nAdka. H av€non
NG TaydTTAG avanTtugng petd T dlakor TN Bepaneiag 0dnyet TN cuvéxeLa o€ peiwon TG dhvapng SldTunong Mov anate{tal yia T PETATomion e enipuong. To
q)uppuko auto neplsxel )\Lvorspo ano 1 mmol V(]TplOU (23 mg) ava 6oon eivat auro mov ovouuZouus «e)\suespo varplou» 4.8 Averu@opnTeg evspvslsc Eunstplu ano g
KAwikég pehéte: [evikn avoyr oe dvbpec: Epdoov oL aoBeveis Mo aoouy and ToTiKA TPOXWPNUEVO 1| HETAGTATIKG, OPHOVOEEAPTWHEVO KAPKIVO TOU TIpOOTATN eival
yeVIKd NAKIwpEvoL Kal €xouv Kat GAeG vOooug ot omoieG anaviolv ouxvd oe auté Tov ynpacpevo MAnBuopo, meploodtepot and To 90% Twv acBeviv oL omoiol
oupmepAnpBnkav oe KAWIKEG pENETEG avépepav aveTBOPNTEG EVEPYELEG Kal oUXVA n ouoxeTion eivat dbokoho va ekTiunBel. Onwe €xeL mapatnpn@ei kaw pe dAkeg
Bepaneies pe aywvioTég GnRH 1 PETA anod XELPOUPYLKO EUVOUXLOHOG, OL GUXVOTEPQ TIAPATNPOUHEVEG QVETUBOUNTES EVEPYELEG OXETIKEG HE TN BEPanEia je TPITTOPEAIVN
0peihovTav OTIG AVAPEVOPEVEG PapPHAKONOYIKES TNG EMBPAOELS. AUTEG oL evépyeteq TepleAdpBavay eEapels kat pewwpévn oetovakkn embupia. Me Ty egaipeon Twy
avooo-aMepyIkwy avTidpdoswy (omdvieg) Kat Twv avtidpdoewv oo onpeio TG éveong (<5%), OAeC oL QVETUBOPNTEC EVEPYELEG Eival YVWOTO OTL OXeTIovVTal pE Tig
alayég otV TeotooTepovn. AvapépBnkav ol akohouBes avemiBOpNTeG evépyeleg oL omoieq Bewpolvtal TouAdxLoTOV TUBavA OXETIZOHEVEG e TN Bepareia pe
Tpuntopedivn. Ol TEPLOOOTEPEG M6 AUTEG TIG AVTLOPACELG EVAL YVWOTO OTL OXETIZOVTAL PE TO PLOXNHLKO | XELPOUPYLKG ELVOUXLONO. OL aVEMIBONNTEG EVEPYELEG
Tagwopobvtal pe Baon Tn cuXveTNTA WG E§NG: oAU ouyvés (> 1/10), Zuyvés (2 1/100 ,<1/10), Mn guxveg (21/1000, <1/100), Mn yvwotri¢ ouxvétntag (dev propouv va
exTinBoUv pe Bdon Ta 5laBeatua dedopcva). Aratapaxég Tov atpomoTIKOY Kat Tou Aeppikob ouaTipatog M cuxves: OpopBokuttapwon. Kapdiakég datapaxé: Mn
TuyVEQ: Awenuu naApwy, EumAéov petd v KUK}\oq)oplu Tov MpoiovTog, Mn yvwaTAg cuxvotntag: Mapataon Bluarnuuroc QT* (B\. mapaypagoug 4.4 kat 4.5). Awatapayég
Tov WTOG Kat Tou AaBupivlov: Mn Tuxveg: Epporn IAyyog. OpBahpikeg dratapaxég: Mn Tuyveg: Emnpeacpévn opaon, Imavieg: Mn guotohoyikn aiodnon opeaipwy,



Awatapayég opaong. l.\mtupaxsc T™ou vaotpsvtsplxou TUXVEQ: npooroulu Navtia, Mn Zuxvsq KotAtako a)\voq, AuokothlotnTa, Aluppom ‘Epetog, Znavtsc AlClTClUI’]
kothiag, ANoiwon yebong, MeTewplopog. Mevikég diatapayeg Kat KATAGTAGELS TG obob xopnvnonc MoAv Zuxveq E€aobévnon, Zuxvsc Avtibpaon oTo onyeio Tng €veong
(TlElelpB(lVOVT(]l eplBnpa, eAeypovn Kat movog) Olbnpu Mn Zuxvég: Aneupvoq Nepupepiko oténua I'Iovoc Piyn Ynvnhia, Zmavieg: Movog oto orneoc Alumpaxsc
otacews, Mpnwdng ouvopoprn, Mupegia, Emmiéov petd T kukAopopia Tov mpoidvtog, Mn yvwoTng ouxvotnTag: Kakouxia. Alatapaxég Tov avosomonTikoy GueTAHATOG:
TUXVEQ: Ynepsualoenom Ynavieg: AvapulakTikn avtidpaon, EmumAéov petd my KUK)\OqJOpl(l oL npotovroc, Mn yvwotng ouxvornmc Ava@uAakTIKo ook. AotpwEeLg Kat
TAPACITWOELS: Znuvtsc Plvoq)upuvvmf)a rltlp(lK)\lVlKEc egeTdoelq: Zuxvsq Bdpog qunuevo Mn TUYVEQ: Aulvomavocpspuon TG ahavivng avgnpevn, AOI‘[(]pTlKr]
aulvomuvoq)spuon avénuévn Kpsauvtvn uluumc qunusvn, Aanmen nieon av€npévn, Oupia aipatog avgnpévn, I'uupuy)\ouwuu)\rpuvoq)spuon, avénuévn, Bapoc
HELWPEVO IMAVIES: ANKAALK procpamon atpatog uuﬁnusvn Awtapayeg tov ps'ru[lo}\wuou Kat me Ops\pnc Mn TUYVEQ: Avopetia, Zakyapwdng, diapnng, Oupikn
upepméa Ynep)\mléululu Auinpsvn opekn. Alutapuxec Tou puooxe}\enkou ouctl]putoc Kat Tov 6uvdETIKOV 16TOD: MOAD Zuxvec Oocpua)\yla Zuxvec MuoOKEAETIKOG
novog, Movog ota akpa, Mn Zuxvég: ApBpalyia, OOTIKOG TOVOG, MUlKr] Kpuunu Muikn uﬁuvapla Mualyia, Znavtsc AUGKGI.N)[G upepwoewv AloyKwon apepwcewv
Muooks)\sm(n éum(uptplu OaTsoupSpméu Alu'rupaxec TOU VEUPLKOD ouutnputoc MoA0 Zuyvég: I'Iupaloer]mu KATw dkpwy, Yuxvéq: Zaan Kepahahyia, Mn Zuxvsc
Mapatednoia, Yndvieg: Ennpsaouqu uvnpn ‘I»'uxlatpu(ec ﬁla'mpuxsc Mo\0 Zuxvs(; Zs&oua)\u(r] emeuulu PELWHEVN, ZUXVES: Karue)\upr]* AnwAela osfoua)\lkr]q embupiag,
AMuvsc me S1a6eonc*, Mn Zuxvsc Abnvia, Euspsewrornm Tnavieg: Zuvxunkn, Kamomon, Metwpévn épuotnplornru EULpOleI'] 5[0990[], ErunAéov petd tnv KUK)\ocpoplu
TOU MpolovTOg, Mn vvwarnq ouxvornmq Avxoq Atutupuxsc TWV VEPPWVY Kat TWV oupopopwv odwv: Mn Zuxvsq NukToupia, Kamxpurnon oupwv EmumA€ov petd tnv
KukAopopia Tou mpoidvTog, Mn yvwaThg ouxvotnTag: AKpdtela olpwy. Atatapayég Tov avanapaywytkob GUGTAPATOS Kat Tov pactol: MoAd Zuxveg: ETUTIKA duoAeLtouvpyia
(nspl)\udevovml anotuxia ekoneppdriong, Statapayn €KOTEPPATLONG), ZUXVEQ: MUeALKOG TOVOG, Mn Zuxvéq: Tuvatkopaotia, Movog ato atndog, ATpopia dpxewy, Movog
0TOUG OPXELS. AlaTapayeg ToU avVanveLoTIKOY GLOTHPATOG, TOL BWpaKa Kat Tov pecoBwpdkiov: Mn Zuxveg: Abomvola Eniotagn, Inavieg: OpBomvola. Awatapayeg Tov
6spputoc Kal Tov uTtodopiov LoTOL: I'Io)\u TUXVEQ: Ynsplépwma Mn Zuxvég: Akun, AAwrekia, EpuBnua, Kvncuoc, E€avenua, Kvtﬁwon, Inavieg: duoalida I'lopq)upu
EmtmAgov usru mv KUK)\ogoopla TOU MPOT6VTOg, Mn vvwornc ouxvoTNnTag: Avvstoveupwru(o oténua AyYELaKEG 6latupuxsc Mol Zuyveg: E€ayelg, Zuxvsc Ynéptaon,
Znuvtsc Ynomon *AUTI N auxvornra ﬁaatZsral 0 auxvoTNTEG me katnyopiac aumc Twv (papuakwv (class-effect), kowéc yta 0Aoug Toug GnRH aywviotég. H TplTlTOpS)\lVr],
pEoa 0TV pwTN ePSopada PETA TNV APXLKN EVEGN TNG HOPPNG MAPATETAPEVNG anodEapevang, TpokaAel Mapobik av§non Twy ETMESWY TNG TEOTOOTEPOVNG OTNV
kukhopopia. Me autr TV apxikn abénon Twy EMMESWY TECTOGTEPOVNG GTNV KUKAOPOPia, Eva PIKPO TOG00TO 0BEVWV (s 5%) pmopei va eppavioeL tpoowpwvi) eudeivwon
TWV UPTTWHATWY TOL KApKivou Tou MPOOTATN (§apon Tou dykou), N oroia cuvNBwG ekSNALVETAL PE AUENON TWY CUNTITWHATWY OTO OUPOTIONTIKO (< 2%) KaL Tov
HETAOTATIKOV TOvOL (5%), Ta omoia PMOPOLV VA QVTIHETWILOTOOY CUPTTWHATIKA. AUTA Ta ouPTTWRATA eivat Tapodika kat ouviBwe egagavitovtal oe pia £wg do
€BBopAbES. EXOUV IPOKOYEL PEHOVWHEVEG TIEPITTWOELG GELVONG CUNTTWHATWY TNG AoBEVeLa, eite andppagn oupABpag fj oupmicon vwTiaiov pueAod Adyw petdotaons.
Enopsvw(; aoBeveic pe petaoTatikeg onoviuAikeg BAABEG Kal/ i andppagn Twv avw fj KATW oLPOPGPWY 08KV Ba TpETEL Va TleClKO)\OUSOUVTCll 0Teva Katd T ddpkela
TWV MpwTwV epdopddwy Tng espcmsmq (BA. mapaypago 4.4). H xprion aywviotwy GnRH otn espansm oL KGpKlVOU TOU TPOOTATN PTOpEL va OXETITETAL PE au§npévn
anwAELa 00TIKAG paZag Kat unopsm va anvncsm o€ omsonopwcn Katva avénoet Tov Kivduvo ochou Karuvuuroq oL aostmg mou Aq| iavouv uxgoxgovm Ssgunsm I
avdloyo GnRH og ouvbvaopd voBe mo| 00 0

[eVIKR avoxr o€ yuvaikeg (B)\ nupuvpucpo 4.4). 0¢ ouvsnsm TWV PELWPEVWY ETUMES WV otorpovovwv Ol mo ouyva avaq)spouevsc avsmeuunrsc svspvstec (uvapsvouavsc
010 10% Twv vuvau(wv 1] napandvw) Arav kepakahyia, petwpévn erouuMKn emBupia, datapayn vmvov, usraBoAn dlabeong, ﬁuunupsuvm Suopnvoppola, aluoppqvla
YEWNTIKWY 0pyavewy, 60vopopio umepdieyepons woBnkwy, UEpTpopia woBnkwy, eAkd dAyog, kolako dhyog, adotokoAtukr §npotnTa, uneptdpwoia, eapelg Kat
€€ac0evion. AvapEpBnkav oL apakdTw avermBUpPNTES EVEPYELES OL OToieg Hewpolvtal Bavwg oYeTI{OPEVES Pe T Bepaneia pe Tpuntopehivn. Ot TEPLOOOTEPES anod
QUTEG TIG EVEPYELEG ELval yVWOTO OTL OXETIoVTaL IE BLOXNULKO N XELPOUPYLKO EVVOUXLONO. Ot averlBOPNTES EVEPYELEG TASIVOOUVTAL PE BAON TN GLXVOTNTA WG EENG: [TOAD
ouyveg (2 1/10), Zuxvéc (21/100 ,<1/10), M auxvec (21/1000, <1/100), My yvwotijc auxvétntag (6ev pmopouv va extiunBolv pe pdon ta Stabeaipa bedopeva). Kapdiakég
ﬁla'rupuxsc Mn cuxvec Aiobnpa naApwv. Alurupaxec TOU WTOG Kat Tov AaBupthou Mn cuxvsc IAtyyog. Otpeuhpu(ec Satapayég: Mn ouxvsq npoq)Gu)\pla Emnpeacpévn
opaon, EmmAéov petd tnv KUK}\O(pOplCl Tou T[pOlOVTOQ, Mn vacrnc UUXVOTr]TClQ AlClTClpClXEQ opaonc Awatapayég Tov vuutp:vrepmou TuyvEQ: NClUTlCl KotAiako u)\voc,
KotMaKr] Guacpopla Mn auxvec Awataon kothiag, 3 npocroplu MsIswplapoc Zrouunkn e€€éhkwon, Epetog, EumAéov petd tnv KukAogopia Tov Tpoiovtog, Mn yvwotAg
ouxvoTnTag: Aldppota. Mevikég drarapayEg Kat KatacTacelg g 0dov xopnvqunc Zuxvec Avnépaon 010 onpeio TG svsonq (nspl)\upBuvovml novog, oménpu epuenuu Kat
np)\svuovq) Nepupeptkod oidnpa, EmumAéov peta tv KUK)\ocpoplu TOU TPOIOVTOG, Mn YVWOTAG ouxvommq I'Iups&tu Kakouyia. Ammpuxsc TOU AVOOOTOLNTIKOY auotnputoc
Yuyveg: Avtidpaon unspsuawencluc, ErunmAéov peta v KUK)\mpopla oL npowvroq, Mn yvwotng ouxvommc AVaQUAGKTIKO OOK. nupuxhvmeq efetaoel: Zuxveq
Abgnon Bdpoug, Mn ouxvéc: Meiwan Bdpoug, ETumAéov petd v KukAopopia Tou TpoibvTog, Mn yvwoTig ouxvoTnTag: AAKAAIKN wopataon aipatog avgnpevn, ApTnplakn
Tiieon auénuévn. Am\'apaxsc TOU PHUOOKEAETIKOD uuotnpatoc Kat Tov 6uvdeTIKOb 1aT00: ZuXVES: ApBpalyia, Muikoi onacyiol, I'Iovoc oTa akpa, Mn ouxveg: Oopualyia,
Mua}\vlu EmunAéov usm v Kukhopopia Tov TPoiovTog, Mn YVWOTAG ouxvommc Muikn aéuvuula Alarapaxsc TOV VEUPLKOD uuornputoc MoAU Zuyveg: Kecpa)\u)\ym
TUYVEQ: Zu)\n Mn ouyvéq: Avoyeuaia, Yroaiadnaia, Tuvkomn, Emnpeacpévn uvnpn, Alatapayr npoooxng, I'Iapaloenolu Tpépouho. ll’uxtarpu(sc élampaxsc MoAD Zuyveg:
Alurapaxsc Onvou (mepthapBavetat aimvia), MetaBoAn 6idabeong, Mstwusvn 0e€oVaAIKn srueuulu Zuxvsq Kurue)\upn* Nsupu(omm Mn ouxvsc Euusmﬁ)\nmrnra
ouvaloénuartog, Avxoc, KuTue)\upn** AnonpouavuTo)\louoq ErunAéov petd mv KUK}\O(popLu TOU TPOLOVTOC, MN YVWGOTNG GUXVOTNTAG: ZUYXUTIKN KATAoTaoN. AlatapayEg
TOU avamapaywylkol GUOTAPATOG Kat Tov paoTou: MoAu Zuxves: Awatapayr 0Toug pactolg, Avorapeuvia, ZovEpopo uMepSIEYEPONG WOBNKWY, YEPTPOPia wOBNKWY,
MueAikd dhyog, AibotokoAtukn EnpotnTa, Aoppayia yewntikwy opydvwy (nepthapBavovtar komuki apoppayia, apoppayia anoé anocvpon), Luxves: Movog paotwy, My
ouxveG: Awoppayia katd tn oefovakikr enapn, KuoteokoiAn, Aatapaxi suunvou puOEWS (ﬂEpl)\GuBGVOVTul buopnvéppola, pntpoppayia, kat pnvoppayia), QoBnkik
K0T, KOATUKN SKKplcr] Ala'rupuxsc TOU AVATIVEUGTLKOY uucmpumc, Tou Bwp Kat Tov pecod : Mn ouyvég: Avomvola, Emora&n Amtupuxac Tov déppartog
Kat tov unobopwu 1oT0D: MOAU ZuXVES: AK|Jr| Yneplépwola anvpamppmu TUVEQ: A)\)\wnsKla npoﬁspulu AGGUTpLXLOpOQ EvBpavototnta ovuxwv Kvnopog, Eﬁuvenpa
Emumh€ov petd TV KUkAOPOpia TOU TPOI6VTOS, MN YVWOTHG GUXVOTNTAG: AYYELOVEUPWTLKO onénpa Kvidwon. Ayyetakég dratapaxes: Mohd Tuyves: EEdpelg, Emumieov usru
mv KUK)\Oq)OplCl TOU TIPOLOVTOG, Mn YVWOTAG ouxvommq Ynéptaon. Alutupaxsc TO0L usmﬂo)\wuou Kat e 8pEypng: Mn OUYVEG: Meiwon 0pegng KaraKparnor] LYPWV.
*Makp6ypovn xprion. Autij n cuxvétnTa facideTal o€ quXVOTNTES TG KaTnyopiac autr¢ Twv papudkwy (class-effect), koweg yia 6Aoug Tous GnRH aywviaTéc. **Bpayuxpovn
xprion. Avtij n ouxvétnta acieTat ge ouxvOTNTEG TNG Katnyopias autne Twv papudkwy (class-effect), kowes yia 6Aoug Toug GnRH aywvigtée. Katd tny évapén tng
Bepaneiag, Ta ovpnTwpata tng evdopntpiwong ovpmepthapBavopevwy kothiakol akyoug, duopnvéppolag pmopei MoAL ouyvd (2 10%) va embevwBoly Kata Tn didpkela
NG GPXIKNG TAPOBIKAG ab§nong Twv emmedwy TnG 010TPadLoAnG 6To MAdopa. AuTd Ta CUPTTRHATA Eival TApodIKd kat cuvBwS e€apaviloval o pia pe bVo efdopdbdes.
Katd To pfva tou akoAouBei TV eyt €veon Popei va TPOKOPEL apoppayia yeWNTIKWY opyavwy cupmepthappavopevwy pnvoppayiag, pntpoppayiag. O cuvduaocpoc pe
yovabotpopives ya Tn Bepaneia TG umoyovip6TNTAS, unopst va 08nynoet oe oovbpopo uepdLEYEPONG TwV woBNKwWY. MMopei va napatnpnBoly uMEPTPOPia woBNKwY,
TIUEALKO Kal/ 1 KOLALaKO GAYOG. [em&njmmm_m@g( nupuvpmpo 4. 4) Ot avemBupNTES EVEPYELES Tailvououvwl g Baon TN oLXVOTNTA WG €EAG: MMOAU oUYVEG (2
1/10), Zuyvéc (2 1/100,<1/10), My ouxveg (2 1/1000, <1/100), Mr; yvwoTn¢ ouxvtntac (6ev umopodv va ekTiunBouv pe Bdon Ta biabéotpa bebopéva). OpBahpkeg Satapayes:
Mn ovxveg: Ennpeacpévn 6paon, Emiéov petd Ty kukAogopia Tou poiovtog Mn yvwotAg ouxvotntag: Awatapaxés 0paongs. Alatapayeg Tou yaoTpEVIEPIKOD: UXVEG:
Kothiakd dhyog, Mn ovxvéc: Epetog, Avokothiétnta, Navtia. Fevikég Sratapaxés kat katastdaoet g 0bob yopAynong: Zuxveq: Aviidpaon oto onpeio g €veong
(nepthapBavovtat movog, oidnpa, pvBnua kat pAeypovn), NMepLpeptko oidbnpa, EmmAéov peTa tnv KukAopopia Tou Tpotovtog, Mn yvwotng cuxvotntag: NMupegia, Kakouyia.
Awatapay£g Tov avosoToLTLKoD cUaTHPATOG: YUXVES: AvTidpaon utepevatabnaiag, EmumAéov peTa tnv KUKAOYOPia Tou TPoiovTog, Mn yvwaoTnG ouxvoTnTag: AVaQUAAKTLIKO
00k (éxel mapatnpnBei oe evihikoug avdpeg Kkat yuvaikeg). MapakAwikég e§etdoelg: Tuxveq: AOgnon Bapoug, Emméov petd Tnv KukAopopia Tov Tpoidvtog, Mn yvwoTig
ouxvotntac: Mpohaktivy aipatog avgnpevn, Aptnplakn mieon avgnpévn. AwatapayEg Tov PUOGKEAETIKOD GUGTAPATOG Kat TOV GUVHETIKOV LaTod: Mn ouxvEG: Movog aTov
avyéva, Emumieov usm TV KUKAO@opia Tou TPolovTog, Mn vvwcmc ouXvoTNTag: Muu)\vla Awtapayég tov vt-:upu(ou ovotiparog: Tuxves: Kepahahyia. Yoxlatpikég
6lampuxsc Mn ouxvég: MetaBoAn 6uddeang, Emn}\sov peta v KUK}\oq)opm oV npotovmc, Mn vvwornc ouyvotntag: EvpetavAntotnta ouvaluenuuToc, Kam(-))uq)n,
NevpikdTnTa. Alatapay£g Tov avanapaywytkod 6uoTHHATOG Kat Tov pactou: MoA Zuxves: Atioppayia and Tov koA (nepihapBdvovtat KOATKA apoppayia, apoppayia
and anoovpon, aioppayia PTPag, KOATKN EkkpLon, KOATUKN apoppayia nepthapBavopevng Tng oTayovoetdois apoppayias), Mn ouxves: Movog paotwv. Atatapayég Tov
QVaTIVEUOTIKOU GUOTIHATOG, Tou Bwpaka Kat Tou pecoBwpaktov: Mn ouxveg: Eniotagn. Aatapayés Tov déppatog Kat Tov umodopiov 16Tob: TUXVEG: Akpr, Mn OUXVEG:
Kvnopog, Eﬁuvenuu Kvibwon, EmumAgov ueru mv KUK}\O(poptu oV npotovwc, Mn YVWOTAG ouxvornruc AyyeloveupwTIKO 0idnpa. Awslum:c 6la1upuxac TUyVEQ: EEaLpstq,
EmtmA€ov peTu m KUK)\otpopla TOU TPOTOVTOG, Mn vvwcmc ouXvoTNTag: Ynéptaon. Alurapuxsc ToU psrupohouou Kat e ept:lpnc Mn ouxvég: I'quuoapklu Exouv
avapepBel uu&npsvsq TIPES Asutpot(urmpwv o€ aobeveig Tov éxouv umopAnBei oe Sepansm pe avahoya GnRH. Autr n Sevtepoyevig )\suq)m(urtwon oxeTi(eTaL MpOPavIG
HE TOV ELVOUXLOHO MOV emdyetat and v GnRH kat @aivetal va unobnAwvel OTL oL YOVASIKEG OpPOVEG EPTAEKOVTAL OE LTOGTPOPN Tov BUpou adéva. Av
TUBaVOAOYOOHEVWY QVEMUBUUNTWY EVEPYELWY. H avapopad TBavohoyoLHEVWY QvEMBUUNTWY EVEPYELWY HETA anod TN XOplynon ABelag KUKAOPOPLAG TOL PUPPAKEVTIKOD
Tpoi6vTog eivat onpavtikn. Eutpénet n cvvexn napakohodBnon g oxéong 0pEAOUG-KIVEOVOL TOU PAPHAKEVTLKOD TPOIOVTO. ZNTEiTal And Toug enayyeApatieg vyeiag
va avapEpouy onoleadnote mBavohoyolueveg avemBUpNTEG EVEPYELEG PEOW TOU EBVIKOU GUOTAUATOG uvacpopuc EBvikog Opyaviopog dappdkwy, Meooyeiwv 284, GR-
15562 Xohapydg, ABrva, TnA: +30 21 32040380/337, da:+30 21 06549585, lototonog: http://www.eof.gr. KUmpog: ®appakevtikég Ynnpeoieg, Yrovpyeio Yyeiag, 1475
Aevkwoia, ®ag: + 357 22608649, latotonog: www.moh.gov.cy/phs. 6.4 Ibwaitepes TipopuAagels kard T poAagn Tov mpoidvrog GvAagn oe Beppiokpacia Ewg 25° C. Metd
mv uvaouomon va )(pr]Uluol'[OlSlTCll apeows. 7. KATOXOX THX AAEIAX KYKAOO®OPIAY: IPSEN MEME, Ay. Anuntpiov 63 AAwpog 174 56, ABrva, TnA.: 210 9843324,
Eknpoownog tov Katoxou Adetag Kukhogopiag otnv Kompo: X.A.NMAMAEAAHNAT ATA, T.K.24018, 1700 Aeukwoia. Tnk: 00357 22741741 8. APIOMOX AAEIAX
KYKAO®OPIAL: EANGSa: 63652 - 28/07/2017 Kimpog: 19629 9. HMEPOMHNIA NPQTHX EFKPIZHE / ANANEQIHX THE AAEIAX: 13/06/2000 - 04/09/2008. 10. HMEPOMHNIA
THX (MEPIKHZ) ANAOEQPHXIHX TOY KEIMENOY: 6/5/2021.

XOPHIEITAI ME IATPIKH XYNTAIH . I PSEN

Innovation for patient care

BonBrjote va yivouv ta dpéppaka o achodr Kot IPSEN MON. ENE
Avadé

ONEE s cvem e svépyese i ATIOY AHMHTPIOY 63 174 56 AAIMOX, AOHNA

OM ta diprara TN 142.87€ THA.: 210 9843324, 210 9858930, FAX: 210 9887911

ZupmAnpdvovtag my «KITPINH KAPTA» AT:184.28€ E-mail: ipsenepe@ipsen.com, http://www.ipsen.gr

A.T.0.:23/12/2021 TnAégwva gappakoeayputvnang: 210 9843324, 210 9858930
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TAKE ACTION
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TRAINED TO MAKE
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OAPMAZIEPB

IMPACT

BonBnote va yivouv ta pdppaka nio acpain kat Avapeépete
OAEEX g aveniBupnteg evépyeleg yia OAA ta pdpuaka
ZupnAnpavoviag v «KITPINH KAPTA»

la neploodtepeg NAnpopopieg aneuBuvBeite otnv Etalpeia

OAPMAZEPB - AIAAY A.E.B.E.
150 xAu. EBvikriq 0d00 ABnvav-Aapiag, 14564 Kngwod THA.: 210 6294600 Fax: 210 6294610

info@lilly.gr www.lilly.gr



Aromestan / Examestane
25mg AT.:23,85€

Femazac / Letrozole
2,5mg NT.:22,42 €

Preveloda / Capecitabine
150mg AT.:17,04€

500mg AT.:10492 €

Zaolin / Vinorelbine
20mg AT.:29,29 €

30mg AT.: 44,65 €
80mg AT.:96,74 €

Leuprol / Leuprorelin Acetate
11,25mg AT.:114,28€

Tpoénog didB8eong pe LaTpKA cuvtayn.
Mpuw tn ouvtayoypdenan cupBouleuteite tnv MN.X. Twv @appdkwv
n onoia eival dtaBéatpun and tnv etaipeia epéoov {ntnBei.

Aehtio pdv 23/12/2021
Pharmazac A.E. , , , ,
ABriva: NaoGong 31. 104 47 Botavikég Bonbnote va yivouv Ta dppaka mo aogaki kai
TnA: +30 210 34 188 89 - 97 - Fax: +30 210 34 188 87 AVQ(PépETE
Oeooalovikn: M. Matpdv Meppavou 27, 546 22 Osooalovikn OAEZ TIQ qvgme()pm'eq gvépymeq yia
TnA: +30 2310 253 867 - Fax: +30 2310 251 886 OAA Ta pdppaka
e-mail: pharmazac @pharmazac.co m

SupmAnpwvovrag Tnv «KITPINH KAPTA»
www.pharmazac.com



\

abemaciclib

2 Tn yuvaika pe
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\ Exete to Verzenios
. To evoelkvutal yia t Bepaneia yuvalkwy pe BeTIKG yia oppovikolg unodoxeig (HR+), apvntiko yia tov unodoxéa 2
Tou avBpwnivou endeppikol auéntikoly napdyovia (HERZ—) TOMIKA MPOXWPNHEVO N HETACTATIKO Kapkivo Tou pactol

LE évav (Al) 1 WG apxikn evookplvikn Bepaneia h oe yuvalkeg nou
éxouv AdBet nponyoUpevn evooKpivikn Bepaneia’

. L€ MPOEUPNVONAUCLAKES N MEPIEPUNVONAUOIAKES yuvaikeg, n evbokpvikn Bepaneia Ba npénel va ouvbuddetal pe évav aywviotn
EKAUTIKNG 0ppévNG TNG wXpLvotponou oppdvng'.

*XapaktnploTikd tng véoou nou HEAETNBNKAV OTIG KAWVIKEG SOKILEG Kal Ba pnopouoav va odnynoouv o€ Alydtepo euvoikn npdyvwon.
AcBevei pe onAaxvikn kpion dev oupnepiAn@Bnkav otig KAWVIKEG GOKIEG Tou Verzenios.

1. Verzenios lMepiAnyn Xapaktnplotikwv tou Mpoidvtog.

2. Di Leo A, O'Shaughnessy J, Sledge GW Jr, et al. Prognostic characteristics in hormone receptor-positive advanced breast cancer and
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H NepiAnyn twv Xapaktnplotikwv tou Mpoidvtog Bpioketal oe endpevn oeAiba OAPMAZIEPB



MEPIAHYH TON XAPAKTHPIETIKON TOY MPOIONTOX

W To pdppako autd tehei und oupnAnpwpauki napakohodBnan. Autd Ba entpéwet 1o ypriyopo npoadioplopd véwv nAnpopopliv cogdlelas. Znteftar and toug enayyehyatieg uyeiag va avapépouv onoteabnnote
mBavooyodpeves avenBGpnteg evépyetes. ONOMAEIA TOY OAPMAKEYTIKOY NIPOIONTOE Verzenios 50mg, 100mg kat 150mg enauppéva pe Aemd upévio biakia MOIOTIKH KAI MOXOTIKH EYNBEEH Verzenios
50 mg: KaBe entkoAuppévo e Aemtd upgvio Blakio nepiéxel 50 mg apnepaotkiunn kat 14 mg Aaktddn povoiidpikn. Verzenios 100 mg: KaBe enkauppévo pe Aentd upévio iakio nepiéxet 100 mg apnepaotkhiinn
Kat 28 mg Aaktodn povoiidpwn. Verzenios 150 mg: KaBe entauppévo e Aentd upévio Stakio neptéxet 150 mg apnepaowAiunn kats2 mg Aaktddn povoudpikn. Bepaneutikég evbei€eig To Verzenios evbeikvutal
Yo tn Bepaneia yuvakav pe Betkd yia oppovikodg unodoxeis (HR). apvntké ya tov unodoxéa 2 tou avBpwnivou enibeppikol augntikol napdyovia (HER2) tonikd npoxwpnpévo A PETOOTATKG Kapkivo Tou
paotod oe ouvbuaopd pe évav avagtohéa apwpatdon f poulBeatpdvin wg apxikn eviokpwvikn Bepaneia n ae yuvaikeg nou éxouv AdBet nponyolpevn evbokpwikn Bepaneia. Le npo- A neplepyNVONaUOIOKES
yuvaikeg n evbokpwvikn Bepaneia Ba npénet va ouvbudetat pe évav aywvioth ekAUTKAG 0ppovng TG wxpivatpénou oppovng (LHRH). Aogohayia kat tpénog xopiynang H évapEn kat n eniBAeyn g Bepaneiag
pe 10 Verzenios Ba npénet va npaypatonoleital and yiatpoUs e eunewpia otn xphon avikapkvikwv Bepanewwv. Aooohoyia To Verzenios e guvbuagyd pe evbokpuvikii Gepaneia H ouvietwpevn 80an g
apnepaotkipnng eivat 150 mg dUo @opég v npépa. dtav xopnyeitat oe ouvbuaapo pie evbokpiviki Bepaneio. NMapakaleiote va avatpégete atnv Mepiinyn twv Xapaknplatikwv tou Mpoidviog Tou napayovia
g evhokpIKng Bepaneing yi T ouviatcpevn dogohoyia. To Verzenios Ba npénet va AapBdvetat ouvexas, yia 6oo didotnpa n aoBevig anokopiCet kAwiké dpeAog and T Bepaneia A éwg v eppdvian pn
anodextng tofwotntas. Mpogapyoyes e ddaneH avietdnian kanotwv aveniBipntwy avibpdoewy Hnopei va anate Sakonn kavf peiwon tg 86ong ota 100 mg 8o popég v npépa wG NP Npocappoyh
660ng katota 50 mg 6o popég v npépa we dedtepn npooappoyh doang. Luatdoeic xetplopod yia to Verzenios agopodv: Apatohoyikég Tofikatnteg, Adppoia. Augnpiéveg Tpeég apwvatpavapepaowv, Adpeon
nveupovondBeua (ILD)/nveupoviuda, AMeg pn-aatoloyikeg tokotntes (ue e§aipean tn Sidppota, Tg aunpéves apvotpavopepdaes Kattn Sidpean nveupovondBeuwa (ILD)/nveupoviuda) Ebikoi nAnBuapoi Aev
anateftat npogappoyA g 6dang pe Bon v nAwia. Aev eivat anapaintn onowadAnote npogappoyn g 6dang oe aoBeveis pe Anta A pétpla veppiki duoetroupyia. Aev undpxouv dedopéva oxetkd e Th
Xophynan g apnepaotkhiunng oe aoBeveic pe aoBapn veppki duhetoupyia, veppkn vaoo Tekol otadiou n oe agBeveic nou unoBaMovtal o e§wveppkn kdBapan. H apnepaoAipnn Ba npénet va
Xopnyeitat pe npoooxn oe aoBevels pe ooBapn veppikn duohettoupyia, e atevi napakoAolBnan yia anpeia tofikdtntag. Aev eivat anapaitntn onotadnnote npooappoyn g doong oe aoBeve(s pe Anta (otadiou A
katd Child Pugh) A pétpua (otadiou B katd Child Pugh) nnatkn duaAettoupyia. Le aoBeveic pe ooBapn (otadiou C kad Child Pugh) nnatkn Suchetoupyia, cuviatdtat peiwon g SocoAoyikng ouxvatntag oe pia
@opd v npépa. H aopdAew Kau n anotehepatkdta g apnepaowhipnn oe nawld kat eprBoug nAkiag katw twv 18 etwv dev éxouv akdpa tekunpuwBel Aev undpxouv blaBéawa dedopéva. Tpdnog
xophynang To Verzenios npoopidetatyta xpfion and 1o otdpa. H 6an pnopeiva AngBei e f xwpic tpogn. Aev Ba npénetva AapBavetat pe ykpéngpout i pe xupd ykpémnppout. OtaoBeveic Ba npénetva AapBavouv
1 boaelg nepinou v ibla wpa kaBe pépa. To Biokio Ba npénet va kataniverat oAdkAnpo. Aveevbeierg YnepeuatoBnaia ot dpaotikn ousia fi oe kanoto and ta ékboxa. Etbikég npoetbonotiaetg kat npopuAdgelg
Katd t xphon Oubeteponevia AvapépBnke oubeteponevia oe aoBeveic nou AduBavav apnepaowAiunn. Tpononoinan g 6dang ouviatétal ae aoBeveic nou eppavidouv oubeteponevia BaBuou 3 1 4. Bavatngépa
aupBava epgaviotnkav oe <1% twv aoBevav. 0t aoBeveis Ba npénet va kaBodnyolviat va avagépouv onotodnnote eneladdio nupetol atov enayyeAyatia uyeiag nou tg napakohouBel AowwEeig/napaotwael
Nowaeis avapépBnkav oe aoBeveis nou AapBavav apnepaoikAipnn ouv evookpwikn Bepaneia o uynAdtepo nogooté and 6.t oe aaBeveis nou AdpBavav Bepaneia pe ewovikG GApHaKo ouv eVAOKPIVIKA
Bepaneia. Mveupovikn Aofpwén avagépBnke oe aoBeveis nou AduBavav apnepaotkAiunn xwpic ouvundpxouaa oubeteponevia. Bavatngdpa oupBavia epgaviokav oe <1% twv aoBevev. Ot aoBeveis Ba npénet
va napakohouBodvrat yta anpieia Kat oupmwpata Aofwgng katva avipetwnidoviat tpke katdAnAa. OAeBikn BpopBoepBoAd OAeBikd BpopBoepBoAd eneaddia avapépBnkav oto 5.3% wv noBevv nou
\apBavav Bepaneia pe apnepaawAiunn ouv poulBeatpdvn A avactoAeis apwyatdon, oe alykpion e 0.8% twv aoBevav nou AdpBavav Bepanein pe ewovikd pappako ouv PouABeaTpdvin h avaotoAeig
apwpatdong. Ot aoBeveic Ba npénet va napakolouBodviat yia anpein kat cupmwpata ev tw BaBet pAeBikng BpopBwang kat nveupovikig epBoAng Kat va avpetwnifoviat wtpikwg KatdAMnAa. Au§npéveg
apworpavagepdoec Augfioeg otig ALT kat AST avagépBnkav oe aoBeveis nou AdpBavav apnepaoAipnn. Me Bdon to eninedo ad€nong g ALT fi tg AST. pnopei va anaeftat npooappoyd g d6ong g
apnepagkAipnng. Adppota H idppota eivat n nio guxvi aveniBapntn aviibpaan. Lug KAWIKES HeENETeS, o Bidpeang xpovag Ewg Thv eppavian Tou npaou dlappoikey eneaodiou fitav nepinou 6 €w 8 npépEC Kat
n duapean idpkea g dudppotag tav 9 éwg 12 npépeg (BaBpou 2) kat b éw 8 npépeg (BaBpod 3). H didppota pnopeiva auoxeiatel e aguddtwan. OtaaBevei Ba npénetva Eekwvolv Bepaneia pe avubiappoikolg
napdyovieg Onwg n Aonepapidn, Pe v NPWIN eppdvion kanolou onpieiou xaAapwv Konpdvewy, va augdvouv v NPAGANYN LypwV ané Tou OTGHATOC KaL va EVRHEPWVOUY Tov enayyehyatia uyeiag nou Tg
napakohouBei. Tpononoinan tng d6ang ouviatdtat oe aoBevels nou epgavicouv didppota BaByou = 2. Aipean nveupovondBeta (ILD)/Mveupoviuda Adpean nveupovondBeta (ILD)/nveupoviuda avapépBnke oe
aoBeveis nou AdpBavav apnepaokipnn. NapakoAouBnote toug aoBeve(s yla nveupovikd cupmwpiata evoewtka g ILD/nveupoviudag Kat avipetwniote Toug WTpikg KatdAnAa. Me Bdon tov BaBpé g
ILD/nveupoviudac, n apnepaowkAipnn evbéxetat va anawel npooappoyn tg dang. Aakdyre povipa v apnepactkAiinn oe aoBeveic pe BaByod 3 A 4 ILD/nveupovitba. Luyxophynan enaywyéwv CYP3AL H
auyxopfiynon enaywyéwv CYP3A4 Ba npénet va anogelyetal Aoyw Tou kwblvou pelwpévng anoteheopatkdtntag g apnepaotkAiunng,_InAayxviki kpion Aev undpxouv dedopéva oxetka pe mv
noTeAEOpaTKGTNTa KAt TV aopaAewa T apnepaotkAiunng oe aoBeveis pe anAayxvikn kpion. Aaktodn Ot aoBeveic pe andvia kAnpovopikd npoBAnpata buoavetiag ot yahaktddn. ohkng avendpkeiag Aaktong
h duoanoppépnang tg yAuka{ng-yaAaktodng dev Ba npénet va AapBdvouv auté to pappako. Natplo To pappakeutikd autd npaidv nepiéxet hyotepo and T mmol vatpiou (23 mg) ava biokio, Snhadh ouclaotika
elval «ehedBepo vatpiou». ANAnAenBpdaeig pe GAAa pappakeutikd npoidvea kat dMes poppég aAAnAenibpaong H apnepaoAipnn petaBoAietat kupitwg and to CYP3A4. H ouyxopiiynan tg apnepagiAiunng
pe avaotoAei CYP3AL pnopel va augnoet Tig ouykevipwaelg g apnepaakAiinng ato nAdopa. H xphon wxupav avactohéwv CYP3A4 oe ouvbuaopd pe v apnepactkAipnn Ba npénet va anopedyeta Edv
anaeftat n ouyxopriynan toxupadv avaotoAéwv CYP3A4, Bu npénet va pewovetat n 66on g apnepaotkAiinng kat va akohouBel npooektki napakoAoiBnan yia tofketnta. Anopedyete v KatavaAwon
YKpENPPoUT i Xupoy yKpénppout. Aev anaueitat npooappoyn g d6ang oe aoBeveic nou AapBavouv pétpioug f aoBeveis avaatoAeis tou CYP3AL. Mpénet watdoo, va undpxet otevi napakoroiBnon yia onpeia
1o€kantag. H ouyxophiynan oxupav enaywyéwv CYP3A4 Ba npénet va anopedyetal Adyw Tou Kivivou Pewpévng anoteNeopatikétnTag thg apnepaotkAunng. Aev eivatyvwato eni ou napéviog Katd néoov n
OHNENOOKAUNN INopel va PEoet TV anoTeAEsHOTIKOTNT TwV 0PHOVIKWY aVIOUANANMTKAY ouatnpatikAg dpdang. fovipétnta, kinon kat yahouxia Ot yuvaikeg pe duvatdtnta tekvonoinang Ba npénet va
xpnawonotolyv blaftepa anoteheopatikés peBodoug aviaMnyng (n.x. aviigGMnyn dinhou gpaypod) katd T Siapketa tng Bepaneing kat yia touldxiatov 3 eBoopddes petd v ohokAdpwan tng Bepaneiag. Aev
buatiBevial kAvikd Sedopéva oxeukd pe T xphon g apnepaotkhipnng oe eykGoug yuvaikec. To Verzenios ev npénet va xpnotonoteftat Katd T SiGpKela g eykupoolvng, KaBwG Kat o€ yuvaikeg g
avanapaywykng nAkiag xwpis v xpAon aviiobAAnyng. Aev eivat yvwotd edv n apnepaotkAipnn anekkpivetat ato avBpanivo ydAa. 0 kivbuvog ota veoyévvnta/Bpépn bev pnopel va anokAetotel. Ot aoBeveig
nou AapBdvouv apnepagwAiunn dev Ba npénetva BnAddouv. H enibpacn tg apnepaakAiunng ot avBpcnvn yovidtnta eival yvwatn. Emdpdaeig otnv ikavetnta odiiynang Kat xetpiopod pnxavnpdiwv To
Verzenios éxel pikpn enidpaon atnv avetnta 0dAynang Katxewplopol pnxavnpdtwv. OtaoBeveic Ba npénetva kaBodnyolvia va entbewviouy iaitepn npoooxn Katd v 08Aynan h TV XeLPLONE PnXxavnpdTwv
g€ nepinwon nou awBdvoviat kdnwan A {GAn katd T ddpketa tng Bepaneia pe o Verzenios. AvemBipnteg evépyeteg Livown tou npoik aopaeiag Ot ouxvetepa eppavi{opeves aventBUpNTeg Evepyeleg eivat
n 8iappota, ot Aaywee, n oubeteponevia, n avaia, n KONWaN, n vautia. o €petog katn petwpévn 6petn. Ynepboaohoyin Le nepimwon unepbogoAoyiag g apnepaotkAiunNg, pnopei va eppavioToly kénwan
Kau Bidppota. Bu npénet va napéxetal yeviki unootnpiktkn gpoviida. Gappakouvapkés bidtntes GuppakoBepaneutikn katnyopia: AviveonAaopatkof nopayovies, avaotohelc NPWIEVIKWV KIVaOWY,
kwdkog ATC: LOTEF03 Katdoyog ex66xwv Muphvag diakiou kappeadn vatplodxog daataupodpevn Aaktddn povoudpikn, pikpokpuataAkn kuttapivn, vatplo oteatulopoupapikd EnaAuyn pe Aenté upévio
Verzenios 50 mg emkaAuppéva pe Aentd upévio Giowia. noAuBivulahkodAn (E1203). aviou Stogeibio (E171). noAuaiBukevoyAukéAn (E1521), taAkng (ES53b). atbrpou oeibio kirpwvo (E172) . atbrpou oeibio
kokkwo (E172) Verzenios 100 mg emkaAuppéva pe Aemd upévio oo nohuBwvulaAkodAn (E1203) taviou Sio€eibio (E171) noAuaiBulevoyhukohn (E1521) waAkng (E553b) Verzenios 150 mg emkauppéva pe
Aentd upévio biakianoAuBvulahkodAn (E1203). waviou Stogeibio (E171). noAuatBulevoyhukdhn (E1521). tiAkng (E553b). ofeibio atbnpou kitpwvo (E172) IBwaitepe npopuldgeig andppupng KaBe axpnatyonainto
(UPHOKEUTIKO Npatdv A undAewpa npéneLva anoppinteTat oUP@wVa pie Tig Katd 1énoug LoxUouoeg oxetikés diatateig. KATOXOL THE AAEIAL KYKAO®OPIAL Eli Lilly Nederland B.V.. Papendorpseweg 83, 3528BJ
Utrecht, ONAav6ia. APIBMOE(OI) AAEIAL KYKAO®OPIAL EU/1/18/1307/010. EU/1/18/1307/012, EU1/18/1307/014 HMEPOMHNIA NPATHE ETKPIZHE/ANANENEHE THE AAEIAE Hyepopnvia npwng éykpiang: 27
LentepBpiou 2018 HMEPOMHNIA ANABENPHEHE TOY KEIMENOY 19 louhiou 2021 Aentopepeis nAnpopopieg yla 1 napév pappakeutikd npoidv eivat diaBéatyieg otov Siktuakd tono tou Eupwnaikod Opyaviopod
Oappdkawv: http.//www.ema.europa.eu Kat otnv tooeAida tg GAPMAIEPB-AIAY. www lilly.gr. TPOMIOL AIABEZHE TOY MPOTONTOE Qapuakeutkd npoidv yia To onoio aname(tal neploplopévn atpiki
ouvtayn. MOP@EL/ TIMEL VERZENIOS F.C.TAB 50, 100 kat 150MG/TAB BTx28 6iokia oe BLISTERS PCTFE/PE/PVC/Alu: X.T.: 1.204,28 €. A.T.: 1.340,36€. N.T. 1.082.78 € ENIXOPHTHEH ANO TA TAMEIA: Mocootd
anodnpiwong: 100%

BonBnote va yivouv ta pappaka nio acpakn kat Avagépete OAEL TG aveniBUunTeg evépyeleg yia OAA ta gdppaka ZupnAnpavovtag v «KITPINH KAPTA»
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HER2+ breast cancer patients may need
up to 100 clinic hours each year for treatment.!?

How can you offer quality care that's cost-effective and efficient?

PHESGO® combines the benefits of PERJETA® and Herceptin®, but is given
subcutaneously as a fixed-dose injection in as little as 5 minutes’

That's the standard of care in HER2+
breast cancer delivered in a fraction of the
time,"?*" with the potential to minimise
drug wastage and liberate up to

70% & 90%

of staff
t| meWZ»'IS

of chair J
time*WZJS d g

*vs. IV treatment. Time and resource savings extrapolated from time and
motion studies with Herceptin SC vs Herceptin IV 2%

MAnpoyopieg yia tnv acpdieia
MNa EmayyeApatieg Yyeiag

Ot o ouyveg ADRs (230%) Tou avagepBnkav oe aoBevelg Tou uroBArBnkav
oe Bepareia pe PHESGO 1) evbopAéBia meptouloupdprn o ouvduacud pe
Tpaotouloupdumn Kat xnueoBepareia Atav n alwrmekia, n didppola, n
vautia, n avauia, n eacbévion kat n apOpalyia.

MNa meplocdtepeg MANpoopieg MapakaloUpe Omws mapameu@beite otnv
XM tou appdkou Tou TapatiBetal KatwBev.

MAnpoopieg yia tnv KUnon
MNa EmayyeApatieg Yyeiag

Edv pla acBevr|g peivel éykuog evid AapBdvel PHESGO, ry evtdg 7 pnvv petd tyv
Teleutaia 660N tou PHESGO, mapakahoUpEe VA QVOPEPETE QUECWS TNV EYKULO-
ouvn otnv tomikr) Movada Dapuaxoemaypumvnong tng Roche (HELLAS) AE, eite
NAEKTPOVIKA pEow NG LoTOCEASAG https://www.roche.gr/el/contact/drugsafety.
htm, eite péow nAextpovikou taxudpopeiou (hellas.drugsafety@roche.com), eite
péow tnAeopolotuiag (210 61 04 524) eite, TEAOG, PECW TNAEPWVOU OTOV APLOHO
210 6166 100.

EmumpdoBeteg minpowopieg Ba {ntnBouv katd tn Sdpkela piag eykupoouvng
ue €kBeon oto PHESGO Kkat katd tn Sldpkela Tou mpwtou Xpdvou {whg Tou
Bpewoug. Auto Ba Swael otn Roche tn Suvatdtnta va katavoroel kahltepa
v ac@dela tou PHESGO kal va mapéxel KatdAAnAeg mAnpo@opieg otig
UYELOVOUIKEG APXEG, OTOUG TTAPOXOUG UYELOVOMIKIG TEpBaAPng Katl otoug
aoBeveig. Ma meploodtepeg MANPowopieg, TapakahoUpe avatpegte oty MXM
Tou PHESGO.

V¥ PHESGO® =

PERTUZUMAB-TRASTUZUMAB

Go there
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PHESGO Tpémog didBeong: Me meploplopievn LaTpin cuvtayr. MOvo yia VOCOKOUELAKN
XPron Ao YIaTPo e KATAANAN e8ikeuon Kal epmelpia.

Phesgo 1200mg / 600mg

Phesgo 1200mg / 600mg
EMGSa: N.T: 5716,59 € AT: 687430 €

Kumpog: MAT: 7249,43 €

Phesgo 600mg / 600mg

Phesgo 600mg / 600mg
EMGSa: N.T: 3637,48 € AT: 437413 €

Kumpog: MAT: 4710,46 €

vThis medicinal product is subject to additional monitoring. Reporting suspected adverse
reactions after authorization of the medicinal product is important. It allows continued
monitoring of the benefit/risk balance of the medicinal product. Adverse events should
be reported. Adverse events should also be reported to Roche (Hellas) S.A. Please contact
Roche (Hellas) S.A. Drug Safety Unit by emailing (hellas.drugsafety@roche.com), or calling
(+30 210 6166100).

Roche (Hellas) A.E.

Adapdvag 4 & Aehpwv

181 0TE va yivouv Ta pdpt Mo ao@aAn Kal 151 25 Mapouol, ATtk =
AVaQEPETE: Tnh: 210 6166100, fax: 210 6166159 Q

2 g email: hellas.medinfo@roche.com |

OAEZ Tig uvzmeuur!ng EVEPYEIEG VIO EMdBa 800 111 93 00 §
OAATpdpliaka: (Bwpedv ypappr emKovwviag) o
ZupmAnpwvovtag TNV «KITPINH KAPTA» Kumpog 800 92 668 8
(Bwpedv ypappr emKovwviag) &



MEPIAHWH XAPAKTHPIZTIKQN TOY MPOIONTOX

v To @appaKo autd TEAET UTTO CUPTTANPWHATIKY TTapakoAoUdnon. Auté Ba emITpEWel To ypriyopo
TTPOaBIoPIoHS VEWV TTANPOPOPIDV A0PAAEIag. ZnTeiTal aTTd TOUG £TTAYYEAUATIEG UYEIOG va avapépouv
oTT0IE08ATIOTE TBAVOAOYOUHEVEG QVETIBUUNTEG EVEPYEIEG. BA. Trapdypago 4.8 yia Tov TpOTIo avago-
PAG QVETTIBUUNTWY EVEPYEILV.
Phesgo 600 mg/600 mg evéoipo SiGAupa
Phesgo 1200 mg/600 mg evéoipo SidAupa
Evéoipo SidAupa. Alauyég Tpog 1p1didov SiGAupa, dxpwio TPog eAappwg kaotavd, pe pH 5.2-5.8,
WOopwWTIKGTNTA 270-370 Kai 275-375 mOsmol/kg yia Ta SiaAUpara 1200 mg/600 mg kai 600 mg/600
mg, avtioToixa. 2. MoIoTIKRA Kol TToooTIKr) oUvBson: Phesgo 600 mg/600 mg evéoiuo SidAuua:
‘Eva @iaAidio 10 mL diaAupartog mepiéxel 600 mg TreptoudoupduTng Kai 600 mg TPAGTOUJOUPAUTING.
Kabe mL SiaAUpatog Trepiéxel 60 mg TreproudoupduTing kai 60 mg TpacTouloupauTng. Phesgo
1200 mg/600 mg evéaipo SiGAupa: ‘Eva @iaAidio 15 mL diaAupatog epiéxel 1200 mg TrepTououpd-
HTING Kat 600 mg TpacToudoupduTing. KaBe mL diaAupatog Trepiéxel 80 mg TTePTOU{OUNGUTING Kail 40
mg TPacTouloupAuTING. H TTEPTOUOUPGUTIN Kal N TPACTOUJOUNGTIN gival EEaVOPWTTOTIOINUEVA HOVO-
KAwVIKG avTiowpata avooooaipivng (Ig)G1, Ta otoia Trapdyovtal o€ KUTTapa BNAACTIKWY (atmod Tig
woBrKeg KIVEQIKOU KpIKNTOU) HE TexvoAoyia avaouvduacuévou decofupiBovoukAeivikol ogéog (DNA).
TMa Tov TTAfpnN katdAoyo Twv ekdoXwv, BA. Tapaypapo 6.1.
4.3 Avtevdeigeig: YrepeuaioBnoia oTig SpaoTIKEG OUTIES 1} OE KATTOI0 ATTO Ta EKSOXA TTOU AVAPEPOVTAI
oTnv Trapaypago 6.1. 4.4 Eidikég NoEIg Kol Aageig kard T xprion: IxvnAaoiué-
Tnra: MpokeIgévou va BEATIWBET N IxVNAQCINOTNTA TWV BIOAOYIKWY QAPHOKEUTIKWV TTPOIGVTWY, TO 6VO-
Ha Kkai o apiBGS TaPTIBAg TOU X0PNYoUpEVOU WpO\OVTO‘; B0 TIpETTEl VOl KaTaypAgETal He oagriveia.
pris KolAiag ( Hévng TS ave-
rmpxslag) Exouv avapepBei PEIWOEIG aTO KAGoPa €§WONONG aploTeprig kolhiag (LVEF) pe pappakeu-
TIKG TTPOIGVTa TTou TrapepuTodiouv Tn dpacTnpeidTnTa Tou HER2, ouptrepiAapBavouévng Tng TrepTou-
JOUPAUTING Kal TNG TPAOTOUJOUMAUTING. H ouxvetnTa EPQAVIONG TNG CUNTITWHATIKAG GUOTONIKAG
SuoAeitoupyiag TG apioTeprig kolAiag (LVD [cupgopnTikA Kapdiakr avemdpkeial) ATav uynAdTepn ot
aoBeveig uTTd Bepatreia pe TTEPTOUJOUPAUTIN O€ CUVOUAOUO HE TPAOTOUJOUPAUTTN Kal XNuEIOBEpaTTeia
o€ oUyKPION WE TNV TPAOTOUJOUNAUTIN OUV XNuEloBepaTTeia. ZTo TTAQICIO TNG ETTIKOUPIKNG BepaTeiag, n
TIAEIOVOTNTA TWV TTEPITITWOEWY CUUTITWHATIKAG KAPSIAKIG QVETTAPKEIAS TIOU ava@éponkav ATav yia
aoBeveig TTou éAaBav xnueloBepareia pe Baon Tnv avBpakukAivn (BA. Tapdypago 4.8). Or aobeveig ol
otroiol €xouv AdBel TTponyoUpevn Bepatreia pe avBpakukAiveg fj €éxouv UTTOBANBEi o€ TTponyouuevn
QKTIVOBEPQTTEIQ OTNV TTEPIOKT TOU BWpaka eVOEXETAI Va BIATPEXOUV UYPNAGTEPO KiVOUVO UEiwong Tou
LVEF Baoel peAetiov pe evOOQAEBIA TIEPTOUOUNANTIN OE CUVBUAOTUO HE TPAGTOUJOUUGHTIN KaI XNHUEIO-
Beparreia. O1 aoBeveig pe 10TOPIKG oOBaprG KapSIaknAg vOoou i GAAWY IATPIKWY KATAOTATEWY, IOTOPIKG
KOINIAKWV SUCPUBUILV 1 TTapAyovTeG KIVEUVOU yia TNV avaTrtugn KolAlokwv SuopuBuiwv e§aipédnkav
atmé Tnv (véo) etmkoupiknA Bepatreia yia Tov MKM otn Baaoikr Sokipy FEDERICA pe Phesgo. To Phesgo
Oev éxel peheTnOei o€ aoBeveig pe: TiPA LVEF < 55% (MKM) 1 < 50% (MKM) Trpiv amrd Tn Bepareia”
TIPONYOUHEVO I0TOPIKG CUPPOPNTIKAG Kapdiakng avetdpkelag (ZKA)' kataoTaoelg Tou Ba pumropodoav
va emBapUvouv TN Aeiroupyia TG apIoTePAG KoIAag, OTIwG eival n Pn eAeyXOpEVN UTTEPTAOT, TO TIPO-
oQaTo £ugpayua Tou uokapdiou, n coBapr kapdiaknA appubuia, n otoia Xperidel Bepatreiag 1) n abpol-
OTIKM TIponyoUpevn £kBeon ot avBpakukAivn £wg > 360 mg / m2 Sogopoupikivng r GAANG avTioToixng.
EmimTAéov, n TTEPTOU{OUPAUTIN O€ CUVOUAOHO PE TPAOTOUZOUPAUTIN Kal XNUEIOBEpaTTEia DEV €XEI PEAE-
TnOei o€ aoBeveig e peiwoeig oto LVEF <50% kard Tn SidpKela TTponyoUpEVNG ETTIKOUPIKAG Beparreiag
HE TpaaTouloupapTin. EKTipARoTE To KAGoua £§WONONG apiaTepnig Kolhiag (LVEF) Tpiv améd v évapgn
Tou Phesgo kai avd TakTd xpovikd dlacTipara kata Tn didpkeia NG Bepartreiag (TT.x. ia opd katd mn
Sidpkela TG el0aywyIkng Beparreiag kai kaBe 12 eBdOPAEdEG TNV ETTIKOUPIKY BeEpATTEia KAl OTO PETA-
oTaTiké oTadIo) yia va dlacahioeTe 611 10 LVEF BpiokeTal eviog Twv guotoAoyikwy opiwv. Eav To LVEF
£XEI HEIWBET OTTWG UTTOBEIKVUETAI OTNV TIapaypago 4.2 Kai dev éXel BEATIWOEI, 1) £xel HEIWBET TTEPICTO-
TEPO OTNV ETTOUEVN EKTIUNGN, Ba TTPETTEN var e§eTadeTal IBIAITEPWG N BIAKOTIA Tou Phesgo, ekTog edv Ta
OPEAN yia KGBe aoBevr aTtopIKd Bewpeital 6Tl UTTEPTEPOUV TWV KIVEUVWY. O Kapdlakog Kivouvog Ba
TTPETTEl VO ABAVETaI UTTOWN TTPOTEKTIKA KOl VA I00PPOTTEITAI EVavTl TNG IATPIKAG avaykng kabe acBe-
voUg aTopIkd TTpIv aTTé Tn Xpron Tou Phesgo pe pia avBpakukAivn. Me Baon TIg apuakoAoyIkKEG Spd-
OEIG TWV TIapaySoVTwyY TTou oToxeUouv atov HER2 kal Twv avBpakukAIVGY, 0 KivEuvog KapdIakrg TogI-
KOTNTOG avapéveTtal mMOavwg va eival JeyaAdTEPOG KaTd Tnv Tautdxpovn xpron Tou Phesgo kai
avOpakukAIVWV atré ot katd Tn SiadoxIkn Toug xprion. H diadoxikr xprion Tou Phesgo (oe ouvduaoud
HE Tagavn) aglohoyriBnke PETE TO OkENOG TNG BOGOPOURIKIVNG dUO OXNUATWY PE BAON TNV avBpakukAivn
oTn peAétn FEDERICA, evi n diadoxiki xprion Tng evOoeAEBIag TTEPTOUJOUNANTING (O€ CUVBUAOHO pE
TPaoTOulOUMAHTIN Kal pia Tagavn) agioAoynenke PeTd To okéAOG TNG €TIPOUBIKIVNG 1} TNG Soopouiki-
VNG TTOAAWV aXNUATWV Baciopévwy oe avBpakukAivn oTig peAéteg APHINITY kai BERENICE. Ta dedo-
péva ao@aAeiag Trou eival SIaBEaIua yia TV TauTéXpovn XPRan TG evOOPAERIag TEPTOUOUNAUTING OE
ouvdUaouo PE TPACTOUJOUNGUTIN Kal Hia avBpakukAivn eival Treplopiopéva. ZTn peAétn TRYPHAENA,
n evOOPAERIA TIEPTOUJOUHANTIN O€ OUVOUAOHS PE TPACTOUJOUHGNTIN XOPNYHBNKE TAUTOXPOVA HE ETTI-
pouBIkivn, wg pépog Tou axruatog FEC (5-¢pBopiooupakiAn, emmipoupikivn, kKukAopwaogapidn) (BA. Ta-
paypagoug 4.8 kai 5.1). Movo acBeveig TTou dev eixav AGBel TTponyoupévwg XnueioBepareia EAaBav
Beparreia kal éAapav XapunAég abBpoloTikég dOoEIg POuBIKivng (Ewg 300 mg/m2). Ze auTr T PEAET,
n kapdiakf ac@daAeia ATav TTapdUoIa PE EKEIVN TTOU TTapaTnPrBnke o€ aoBeveig aToug oTToioug Xopn-
YABNKE TO iB10 OXAKG aAAG pe DIAdOXIKA XOPryNon TG TTEPTOUJOUNANTING (WETA TN XNUEIOBEPATIEIR PE
FEC). Avnidpdosis mou oxeridovral pe tnv éveon/avndpdosis mou oxerifovrar us v yxuon
(IRRs): To Phesgo £x€l CUOXETIOTET pe avTIdPAoEIG OXETICOUEVES WE TNV €veon (BA. TTapdaypago 4.8). O1
avTIdPAOEIG TTOU OXETI(OVTAI JE TNV EVECT) OPIOTNKAV WG OTTOIABATIOTE CUCTNUATIKY avTidpaon pe ou-
HTITWHATA OTTWG TTUPETAG, piyn, KeQaAaAyia, TOavwg Adyw atTeAEUBEPWONG KUTOKIVWDV, TTOU ENPaVi-
oBnkav eviég 24 wpwv amé Tn Xoprynon Tou Phesgo. ZuvioTdtal oTevi) TapakoAoUuBnaon Tou aobe-
vouUg Kata Tn Sidpkela kail yia 30 AeTTTa Petd amé tn xopriynon mg 86ong epddou kai Katd T didpkeia
Kal yia 15 AeTrTé uetd atmé 1n xopriynon g d6ong ouvtripnong Tou Phesgo. Eav onpeiwBei onuavTiki
avTidpaon TTou OXETICETal P TNV £vean, N éveon Ba TTPETTEl va emMBPadUVBEI i va SIaKOTTE Kal va Xopn-
ynBoUV KatdAANAeg 1aTpIKEG BepaTreieg. O1 aoBeveig Ba TPETEl va agiohoyoUvTal Kai va TrTapakoAouBou-
VTQI TIPOCEKTIKA PEXPI TNV TTARPN ATTOSPOUR TWV CNHEIWY Kal TwV CUPTITWHATWY. Oa TIPETTEl va e§eTa-
OTEl TO eVOEXOUEVO OPIOTIKAG SIAKOTIAG OTOUG aoBEVEiG e OOBAPEG avTIOPATEIG OXETIOUEVEG UE TNV
évean. H kAivikA auTh ekTipnon Ba Tpémel va Bacifetal oTn Baputnta Tng TTpor]vouuevr]g avTidpaong

Phesgo umopei va atrokatacTabei. Mveupovikd oupBdvra: ‘Exouv avagepbei coapd TIVEUHOVIKG
oupBavTa Ye TN Xprion TG TpacToufOUPAUTING META TNV KUKAO@OpIia oTnv ayopd. AuTd Ta cupBavTa
utmpgav TepioTaoiakd Bavarneopa. EmimAéov, £xouv avagepBei TTEPITITWOEIG DIAUETNG TIVEUHOVIKAG
VOOOU, GUUTTEPIAAHBAVOPEVWY TWV SINBACEWY TOU TTIVEUHOVA, TOU CUVOPOHOU OLEIaG aVATIVEUTTIKAG
BUOXEPEING, TNG TIVEUHOVIOG, TNG TIVEUHOVITIBAG, TNG UTTEWKOTIKAG GUAAOYNAG, TNG QVATIVEUOTIKAG Su-
OXEPEIAG, TOU 080G TIVEUHOVIKOU OIBAPATOG KAl TNG AVATIVEUCTIKAG QVETIAPKEIAG. O TTaPAYOVTEG KIV-
dUvou TTou OXeTifovTal PE TN SIGUECT TIVEUHOVIKF vOoo TIEPIAAUBAvVOUV TTponyoUdevn i TauTdxpovn
Bepareia e GAAEG avTI-VEOTTAAOUATIKEG BEPATIEIEG TTOU €ival yVwaTé OTI OXETI(OVTAI e QuTHV OTTWG o1
Tagaveg, n yeporrapivn, n BivopeABivn kal n akTivoBepaTTeia. AUTA Ta CUIBAVTA PTTOPET Va TIPOKUYOUV
WG PEPOG HIaG avTidpacng TTou OXETICETal UE TNV €yXuon I pe kaBuoTepnuévn évapgn. O acBeveig Tou
Bihyvouv dUoTrvoia g€ npepia ASyw ETTITTAOKWV TTPOXWPNHEVNG KAKONBEING KOl GUVVOOTPOTHTWY UTTO-
PEi va dIATPEXOUV AUENPEVO KiVOUVO TIVEUHOVIKWY GUPBAVTWY. ETTopévwg, autoi oI aoBeveig dev Trpé-
el va AapBavouv Phesgo. Mpémel va Sidetal TTpocoxr aTny Trveupovinda, e8Ik o€ aoBeveig TTou
AapBavouv Tautéxpova Tagaves. Exdoxa: AuTo TO aPUAKEUTIKO TTPOidV TTEPIEXEI AiydTepo atrd 1 mmol
varpiou (23 mg) avd déon, dnAadr eival oucIaaTIKE «eAeUBePO vaTpiou». 4.8 AVETIBUMNTEG EVEPYEI-
£6: ZUvown Tou mpogiA acedAsiag: O1 o ouxvég ADRs (230%) TTou avagépBnkav o€ aoBeveig TTou
utroBAfBnkav o€ Bepareia pe Phesgo 1 evBopAéBia TTEPTOUJOUNANTIN O OUVBUAOPO PE TpacToudou-
HauTIN Kal xnueloBepateia ATav n aAwtekia, n didppola, n vautia, N avaiyia, n €§acBévion Kai n ap-
Bpahyia. Ta 1o ouxva coBapd avemBuunTa cuppdavta (SAE) (2 1 %) TTou avagépBnkav o€ aoBeveig
Trou uTToBARBNKav o€ Bepatreia pe Phesgo 1 evOoPAEBIa TTEPTOUJOUPGUTIN O GUVOUACHS E TPATTOU-
JoupduTIN ATAV N EUTTUPETN OUBETEPOTIEVIQ, N KAPSIAKN QVETTAPKEIX, N TIUPESia, N oudeTepoTTevia, n
OUBETEPOTTEVIKN ORYN, O HEIWPEVOG apIBUOG OUBETEPOPIAWY Kal N TIveupovia. To TTPoPiA ao@AAEIng
Tou Phesgo ATav GUVOAIKE OUVETTEG HE TO YVWOTO TTPOPIA aoPAAeiag TNG evOOPAEBIag TTEpTOU{OUpE-
WTING O€ CUVOUATHO pE Tpacrou{ouuuuwn HE pia npooesm ADR NG avTidPaang OTO ONEIO TNG £ve-
ong (14,9% évavt 0,4%). K Y umé poper mivaka: H ac@aeia
NG TTEPTOUJOUMGHTING OFE cruvéuacruo ' Tpacrou(oupuurrn €xel aglohoynBei oe 3344 aobeveig pe
HER2-8eTIKS kapkivo Tou paaTou oTig Baaikég dokipég CLEOPATRA, NEOSPHERE, TRYPHAENA kai
APHINITY. Hrav yevikd ouveTTig HETAEU TwV PEAETWV, Qv Kal N CUXVOTNTA EPPAVIONG KAl Ol TTIO GUXVES
aveTTBUUNTEG evEPyelEG Pappakwy (ADRs) TroikiAav avadoya He TO €8V N TTEPTOUJOUNAUTIN O€ GUVBU-
aoud We TNV TPAcTOUJOUNGHTIN Xopnyrnénkav pe 1 Xwpig ouyXopnyoUHEVOUG QVTIVEOTTAQCHATIKOUG
TrapdyovTeg. To TpoiA aogpdaAeiag Tou Phesgo éxel agloAoyn6ei ot 248 aobeveig ue HER2-B€TIKG TTpw-
14O Kapkivo Tou pacTol ot Baoikr dokiur) FEDERICA. O Nivakag 2 mapoucidder Tig ADRs TTou £€xouv
avaQepOEi OXETIKA PE TN XPAON TNG EVOOPAERIOG TTEPTOULOUNANTING OE OUVDUAOUO HE TPAOTOUJOUNG-
HTTN KOl XNUEIOBEPATTEI OTIG TTAPAKATW BACIKEG KAIVIKEG SOKIUEG (N = 3344) kai WETG TNV KUKAOQOpia
Toug. Emmpdobeta, pia ADR eidikr yia Tnv 086 xopriynong Tou Phesgo n otroia £xel avagepBei otn
peAéTn FEDERICA mrepidapBaveTal oTov Trivaka 2

o CLEOPATRA, otnyv oTtroia n TePToulOUMGUTIN XopnyrRBnke o€ ouvduaopd pe TpaoTOUJOUNANTIN Kal
B0o0ETagEAN OE 0OBEVEIG Je PETAOTATIKG KAPKiVO TOU paoTou (n = 453)

o NEOSPHERE (n = 309) kot TRYPHAENA (n = 218), oTig omroieg n repToufoudduTm xopnynenke wg
€10aywyIK BepaTreia o€ oUVSUACHS HE TPACTOUOUNAUTTN Kal XNUEIOBEPATTEIQ OE A0BEVEIG HE TOTTIKG
TTPOXWPNHEVO, PAEYHOVWISN A TIPWINO KAPKIVO TOU puacTou

o APHINITY, otnv otoia n 1epToUfOUHGUTIN XOPNYABNKE WG ETTIKOUPIKF BepaTtreia o guvBUACHS HE
TpacToudoupdpTIn Kal XnueloBepatreia Baciopévn fi Pn o€ avBpakukAivn, n otroia TepieAduBave Taga-
VN ¢ 00BeVEiG PE TIPWIMO KapkKivo Tou paoToU (n = 2364)

o FEDERICA, otnv omoia 10 Phesgo (n=248) fi evBo@AEBIa TTEPTOULOUNGUTIN KAl TPAOTOUJOUHAUTTN
(n=252), 56Bnkav o€ ouvdUAOUS HE XNUEIOBEPATTEID OE AOBEVEIG JE TIPWIKO KAPKIVO TOU HOTTOU

ETeidr n meptouloupduTIn XpnoIPOTIOIEITAl O TUVBUAOHUO HE TPAOTOUZOUNAUTIN Kal XnUEloBeparreia,
ival dUokoAo va emRBeBaIWOET N aIMoAoyIKA oxéon piag avemBUuunTNG avTidpaong PE €va OUYKEKPI-
HEVO QapUAKEUTIKO TIpoidv. OI ADRs TrapaTiBevial TTapakaTw CUPQWVA HE TNV KATnyopia/opyavikd
ouoTtnua (system organ class, SOC) Tou MedDRA «kai Tig katnyopieg ouxvotnTag: MoAU ouxvég (=
1/10) - Zuxvég (= 1/100 éwg <1/10) - Ox1 ouxvég (= 1/ 1.000 éwg <1/100) - Zmdvieg (= 1/ 10.000 €wg
<1/1.000) - MoAU omévieg (<1 /10.000) - Mn yvwoTég (dev utTopolv va ekTiunBoUv pe Baon Ta dia-
Béoipa dedopéva). Ze kGBe kaTnyopia CUXVOTATWY Kal kaTtnyopia/opyavikd auotnua (SOC), o ADRs
Trapouaiadoval pe oeIpd @Bivoucag coBapdTNTag.

Mivakag 2 Zovown Twv ADRs ot aoBeveig Trou éAapav Bepartreia pe TTEPTOUIOUPAUTIN, TPAOTOU-
JoupdauTrn og Baoikég KAIVIKEG SoKIpEGA, Kal META TNV KUKAo@opia T

Karnyopia/opyaviké

koU ouoTrpaTog

Bela, Kepahahyia
Auovyeuaia, Mepipepikn
aIoONTIKr VEUPOTTABEIX
Z4An, Napaiodnaia

ouoTnya ToAd guyvég Zuxvég Ox1 ouxvég Zmavieg
Noipweeig kai TTapa- | Pivogapuyyinida Mapovuyia
OITWOEIG Noipwén Tou avw-
TEPOU QVATIVEUOTI-
KOU OUOTAUATOG
Aiatapayég Tou EpmUpeTn oudeTepoTre-
aigotroInTIKoU Kai Tou | via*, OudeTepoTrevia
Aep@ikoU ouaTApaTog | Aeukotrevia, Avaidia
Alatapayég Tou Avtidpaon oTnv YmepeuaioBn- AVOQUAQKTIKA | ZUvdpopo
avoooTIoINTIKOU €yxuon®°, * oia®, * avTidpaon®, * | ameAeuBépwong
OUCTAATOG Ytepeuaiobnoia KUTOKIVGV®®
0TO PapHaKo®, *
Aiatapayég Tou Meiwpévn 6pegn Z0vdpouo
peTaBoAiopoU Kal TNg Aiong dykout
6péwng
Wuxiatpikég diata- AlTvia
|paxég
Aiatapayég Tou veupl- | MePIPEPIKA VEUPOTTG-

Kal 0TV avTaTokpIon oTn XopnyoUuuevn Beparreia yia Tnv avemBuunTn evépyeia (BA. TTapdypago 4.2).
Mapoho TTou Sev €xouv TTaparnEnei Bavarn@opeg eKBACEIG o1 OTTOIEG TTPOKUTITOUV aTIé avTISPAcEIg
OXETIOMEVEG We TNV €veon pe To Phesgo, Ba Tpétmel va dideTal Tpoaoxr, kabuwg Bavarngdopeg avTidpd-
OEIG OXETIOUEVEG HE TNV EYXUTT £XOUV CUCXETIOTE! PE Tr]v Evéoq))\t:Bla TrEpTou(oupcunr] OE ouvéuuopo
HE eVOOPAEBIa TPAGTOUZOUPANTIN Kal XNpeIoBepaTTeia. AvTid)

O1 aoBeveig Ba TTPETTEl va TTapakoAouBouvTal OTEVA yia avTISPAcEIG Ump:ualcenalag Zoﬁapsg avt-
Spaoeig uTrepeuaiodnaiag, ouPTIEPIAAHBAVOPEVWY TNG avapuAagiag kal CUPBAvVTWY pe Bavatneopeg
eKBAOEIG, £XOUV TIAPATNPNOET PE TNV TTEPTOULOUNANTIN OE CUVOUACHO UE TPACTOULOUNAUTIN Kal XNUE-
oBepareia (BA. Tapdaypago 4.8). H mAcioyn@ia Twv ava@uUAGKTIKWV avTIBpEoewy ouvERN eviog Twv
TPWTWYV 6-8 KUKAWV Bepartreiag, otav n TEPTOUJOUHAUTTN Kal N TPAOTOUJOUNAUTIN Xopnynénkav ot
ouvduaouo e XnpeloBepaTeia. Oa TTPETTEN va SIATIBEVTAI yIa GUETN XPON PAPHOKEUTIKG TTIPOIOVTA yia
TNV QVTIETWITION QUTWY TWV avTIBpAcewy, KaBuwg kal eE0TTAICHOG QVTINETWITIONG ETTElYOUCAG KAaTAoTa-
ong. To Phesgo Trpétrel va SIAKOTITETAI OPIOTIKG O€ TIEPITITWON AVTISPACEWY UTTEPEUAIOBNTIag (avagu-
Aagia) 4ou BaBuou katé NCI-CTCAE, BpoyX0oTIacpou 1 CUVPOHOU OEEiag avaTTVEUOTIKIG SUCXEPEI-
ag (BA. Tapdaypago 4.2). To Phesgo avtevdeikvuTal o€ QOBEVEIG PE YVWOTH UTIEPEUAITONCia OTNV
TIEPTOUJOUNANTIN, OTNV TPACTOUJOUNAUTIN i € OTToI0dTTOTE aTTd Ta €kdoxd Tou (BA. TTapdypago 4.3).
Eumipern ouderepomevia: O1 aobeveig utro Beparreia pe Phesgo o€ ouvduaouo pe tagavn Siarpé-
Xouv augnuévo Kivduvo euTripeTng oudeTepoTreviag. O aoBeveig UTT6 BepaTeian ue EVOOPAERIA TTEPTOU-
{oupduTn o€ cUVBUAoHS e TPAGTOUZOUNGHTIN Kol SOOETAEEAN BIATPEXOUV QUENUEVO KiVOUVO ENPAVI-
ONG EUTTUPETNG OUBETEPOTTEVIAG CUYKPITIKG PE TOUG QOBEVEIG UTTO BEPATTEIC PE EIKOVIKO QPAPHOAKO,
TPAoTOUZOUMAHTIN Kal SOOETAGEAN, EIBIKA KOTA TN SIAPKEIO TwY TIPWTWV 3 KUKAwV Tng Beparreiag (BA.
Trapdypago 4.8). Ztn peAétn CLEOPATRA, oTOV PETOOTATIKG KAPKIVO TOU HOOTOU, O KATWTATOG apI6-
HOG oUBETEPOPIAWY ATAV TTAPOHOIOG OTOUG ACBEVEIG UTTO BepaTreiar pe TIEPTOUJOUNANTIN Kal TOUG 0o Be-
Vveig uTTO Beparreia pe EIKOVIKO Qapuako. H upnAdTepn ouxvoTnTa EPQAVIONG TNG EPTTUPETNG OUSETEPO-
Treviag oToug acBeveig uTtd Bepartreia Pe TTEPTOUJOUNAUTIN OXETIOTNKE PE UWPNAGTEPN OUXVOTNTA
epaviong BAevvoyovimidag kail SIdpPOIag OTOUG GUYKEKPINEVOUG aoBevei. Oa TpéTTel va e§eTaoTel TO
EVOEXOUEVO XOPIYNONG CUNTITWHATIKAG BepaTreiag yia T BAevvoyoviTida kal Tn Sidppoia. Aev avapép-
BnKe Kavéva oupBav ePTTUPETNG OUBETEPOTTEVIOG META aTTO TN dIAKOTI TG dooeTagéAng. Aidppora: To
Phesgo pmopei va pokaiéoel gopapr) diappoia. H didppola givar ouxvoTepn Katd Tn SIAPKEIX TAUTO-
XPOVNG Xopriynang He Bepatreia pe Tagavn. Or NAIKiwpévol aoBeveig (2 65 £Twv) Exouv UPNASGTEPO Kiv-
Suvo didppolag o€ aUYKPION UE VEOTEPOUG aoBeveig (<65 £Twv). H didppola TIPETTEI va QVTIPETWTTIOBET
oUPQWVA WE TIG CUVABEIG TTPOKTIKEG Kal 0dnyieg. MPETTEl va §ETAOTEN N TTPWIKN TTapéUBacn Pe AoTrepa-
MidN, uypd Kal aTTOKATAOTAON NAEKTPOAUTWY, IBIaITEPA OE NAIKIWUEVOUG AOBEVEIG KAl OE TTEPITITWON
ooBaprig f TTapateTapévng diappolag. Mpémer va egeTaoBei n diakotr TG Bepareiag Pe Phesgo eav
Sev emTeUXBET BeATiwON TNG KATAOTAONG TOU AoBEVOUG. OTav n didppola TeBei UTIO EAeyX0, N aywyr UE

Xopriynong

oidnua, Mupegia,
Koémwaon, E§acbévion
Avridpaon oTo onpeio
NG éveong®®

O@Bahuikég diara- AakpUppolia augnuévn
POXES
Kapdiakég diatapayég AucAeioupyia api- | Zup@opnTIKr
oTePAG KoINiag™  |kapdiakn
QVETTAPKEIO™™
Avyyeiakég diatapaxés [Egayn
Aiatapayég Tou ava- | Bixag, EmioTagn Aiagpeon Tveu-
TIVEUOTIKOU GUOTANA- |AUoTIVOIX HovoméBeia,
T0G, Tou Bwpaka Kal YTreQwkoTikh
TOU HEGTOBWPAKIOU ouhhoyn
Aiatapayég Tou Aidppoia, EpeTog,
YOOTPEVTEPIKOU Zroparinda, Nauria,
AucokolNioTnTa,
AuoTreyia,
Korhiako dAyog
Aiatapaxég Tou Alwrtrekia, Eavenua
SépuaTog Kal Tou Alatapayég Twv
uTTod6pIOU 1I0TOU ovUxwv, Kvnopog
=npodepyia
Aiatapayég Tou Muahyia, ApBpaAyia
HUOOKEAETIKOU Alyog oTa GKpa
GUCTANATOG Kal TOU
OUVETIKOU 10TOU
levikég dlatapaxég kai| PAeypovii BAevvo- Piyn, AAyog
KATAOTAOEIG TNG 0d0U |ydvou, MepIPePIKO Oidnua

A O Mivakag 2 TTapouciadel Ta GUYKEVTPWTIKG Sedopéva atrd Tn GUVOAIKH TTepiodo Bepartreiag oTn HeAE-
Tn CLEOPATRA (kataAnkTIKr} nuepopnvia dedopévwy 11 deBpouapiou 2014° o diduecog apiBPog Ku-
KAWV TNg TrEPTOUdOUPAPTING fiTav 24)° Kal aTTé TV TrEPiodo eiIcaywyIkig Bepatreiag otn NEOSPHERE



(o dipedog apiBpog KUKAwY TNG TTepToUloupduTInNgG ATAV 4, 0€ OAa Ta OkEAN BepaTreiag) Kal oTnv
TRYPHAENA (o d16pgcog apiBuog KUKAwY TG TTepToudoupapTng fiTav 3 — 6 € OAa Ta okéAn BepaTrei-
ag)” kaBwg kai atd T Trepiodo Bepatreiag oTnv APHINITY (0 Siapecog apiBudg KUKAwY Tng TrepTou-
JoupapTtrng fATav 18). EmmimAéov, o Mivakag 2 mapoucidder pia ADR €18Ikn yia Tnv 036 Xopriynong Tou
Phesgo ou éxel avagepBei otn ueAétn FEDERICA (o diapecog apiBuég KukAwv Tou Phesgo Atav 7).
* NepiAapBavovTtal ADRs yia Tig oTroieg £xel avapepBei Bavatneopog ékBaor.

** Na ™ ouvoAikh Trepiodo Bepatreiag oTig 4 peAéteg (CLEOPATRA, NEOSPHERE, TRYPHAENA,
APHINITY). H ouxvotnta epugdviong g SucAeiToupyiag apioTepAg KOIAiag Kal TNG GUPPOPNTIKAG
KapSIaKAG AVETTAPKEIAG avTAVAKAG TOUG TTPOTIMWHEVOUG 6poug Katd MedDRA Tou avagépovtal oTig
ETTIUEPOUG PEAETEG.

° H umrepeuaioBnaia/ava@uAakTikr avTidpaon BacifeTal o€ pia opada Gpwv.

°° H avtidpaon otnyv éyxuon TrepIAapBavel éva e0pog SIAPOPETIKWY OpwV OE £va XPOVIKO TTAQITIO, TTou
opifovTal wW¢ OTIOIABATIOTE TUCTNUATIKA CUHBAVTA TTOU avapépBNKaV WG UTTEPEUAICBNTIa, AVAQUACKTI-
i} avTidpaon, ogeia avtidpaon oTnv £yxuon 1j CUVEPONO aTTEAEUBEPWONG KUTOKIVWV TTOU EppavifovTal
KaTa TN SIGPKEIa TG EyXUoNG ] EVTOG 24 wpwV atmd TNy €yxuon.

°°° Maparnprbnke poévo pe To Phesgo

1 ADRs T0U éX0UV avu(p;pezl u:Ta mv KUK)\D(DOPIG oTtnv ayopd

Nepiypaeri emAsyp av 1 P
AuoAsiroupyia aplcrspng xo:luug
Phesgo o¢

Zmv Baoikn dokiun FEDERICA n ouXveTNTA EPPAVIONG TUUTITWHATIKAG KAPDIAKAG AVETTAPKEING (KO-
Tnyopiag Il 4 IV katd NYHA) pe peiwon tou LVEF Touhdxiotov katé 10% amd v Tigr évapgng tng
HEAETNG Kal o€ TIPA < 50% fATav 1,2% Twv aoBevwv TTou uTroPArBnkav ot Bepatreia pe Phesgo évavri
0,8% Twv acBeviv Tou uTroBARBNKav ot Bepartreia pe evOOPAEBIA xopriynon TepTOUJOUNAUTING Kal
TPAOTOUJOUMGHTING. ATTO TOUG OOBEVEIG TTOU EPPAVIOAV CUUTITWHATIKF KOPSIAKT QVETTAPKEID, KOVE-
vag amd Toug aoBeveig Tou eixav uTToBANBei ot Bepatreia ue Phesgo dev eixe avakapyer Katd Tnv
KATOANKTIKA NUEPOUNVia GUAOYAG Twv dedopévwy Kal évag aoBevig amooupbnke amméd Tn Bepareia
pe Phesgo AOyw €vOg OUHBAVTOG TUUTITWHATIKAG KAPSIAKAG QVETIAPKEING. ACUNTITWHATIKEG 1} ATTIA
OUPTITWHATIKEG pEIWOEIG (katnyopiag |l katd NYHA) Tou LVEF katd TouAdxioTov 10% ammé Tnv TipA
€vapgng TNg WEAETNG kal o€ TIPR <50% (emReBaiwpévn dedtepn pérpnon Tou LVEF) avagépBnkav oto
0.8% Twv acBeviv Tou uTroBArRBNKav ot Bepareia pe Phesgo kal 010 4% Twv aoBevwy TTou UTIORAR-
Bnkav oe Beparreia pe eVOOPAEBIA TTEPTOUJOUHAUTTN Kal TPAOTOUJOUNGUTIN, aTTO TOUG OTTOIoUG €vag
atmé Toug aaBeveig TTou eixav uTTOBANBEi o€ Bepateia ue Phesgo eixe avakduyer katd Tnv KATaANKTIKA
nuepopnvia cuAAoyrig Twy dedopévwy Kal dUo aoBeveig eixav atTooupBei amoé Tn Bepatreia pe Phesgo
(BA. Tapaypago 4.2 kai 4. 4)
EvdogAépia U0 E TP Kai X
Zmv Baoikn 60K|pn CLEOPATRA n ouxvetnTa EPPAviang Tng dUCAEITOUPYIag TNG apIoTEPG KOIAiag
(LVD) katda 1 Siapkela TG HEAETNG fiTav uwnAdTEPN TNV opdda TTou €AaRe Beparreia e EIKOVIKO Qap-
Jako o€ oxéon pe TNV opdda Tou éAaBe Beparreia pe TepTOUOUNANTIN (8,6% Kai 6,6%, avrioToixa).
H ouxvotnTa eueaviong TG oupTrtwuaTikhg LVD fAtav eTriong pikpdTepn oTnv opdda Tou éAape Oe-
pateia pe epTouloupapTn (1,8% oTnv opdda Tou éAaBe Bepatreia pe EIkOVIKO gdpuako évavTi 1,5%
oTnv opada Trou éAape Beparreia pe TrepToudoupapTn) (BA. TTapaypago 4.4).
ZTn peAETN eloaywyikng Bepatreiag NEOSPHERE, otnv otoia ol aoBeveig éAaBav TE00epIg KUKAOUG
TrepTOU{OUPGUTING WG EITAYWYIKNA BepaTTeia, N ouxveTnTa EPPAviong TNg LVD (katd T SidpKeia TG ou-
VOAIKiG TrEPIGBOU BepaTreiag) ATav uwnAdTepn oTNV opada Trou éAaBe Beparreia pe TTepTOUOUNAUT,
TpaocTouloupapTn Kail dooeTagéAn (7,5%) OuyKpITIKG We TNV opdda Trou éAaBe Bepartreia pe TPACTOU-
CoupduTrn kai SooetagéAn (1,9%). YTipe éva TrepioTariké ouuTTwpaTikig LVD otnv opdda Tou éAaBe
Beparreia pe TTEPTOUJOUHAUTIN KAl TPAOTOUJOUPAUTIN.
2 peAétn eioaywyikrg Bepatreiag TRYPHAENA, n ouxvétnta epgaviong Tng LVD (kata Tn didpkeia
NG OUVOAIKAG TTEPIGBou Bepartreiag) Atav 8,3% otnv oudda Trou éAaBe Bepatreia Pe TTEPTOUZOUUANTIN
ouv TpacTouloupduTn kal FEC (5-pBopooupakiln, ETTIPOUNTTIKIVY, KUKAOQWOapidn) akoAouBouuevn
atré TePTOUJOUNANTIN OUV TPACTOUZOUNAUTIN Kol SooETagEAN, 9,3% oTnv opdda TTou £éAaBe Beparreia
ME TTEPTOUOUNANTTN GUV TPAGTOUJOUNANTIN Kal dooeTagéAn petd amd FEC, kai 6,6% oTnv opada mrou
€haBe Bepatreia pe TEPTOUJOUNGUTTN O€ ouvduacud pe TCH (SooeTagéAn, kapBotrAativn kal TpacTou-
JoupauTmn). H ouxvotnta eupaviong ouptrtwuarikig LVD (cup@opnTikr Kapdiakn aveTTapKela) ATav
1,3% oTnv opdda Tou éAaBe BepaTeia pe TTEPTOUJOUPGHTIN OUV TPACTOUZOUPAUTIN Kal SOTETAgEAN
UETd amé FEC (auto ammokAeiel évav acgBevry, 0 01roiog eu@avioe cuPTITWHATIKA LVD katd Tn Sidpkeia
NG Beparreiag pe FEC mpiv amé n Afyn mepToU{OUPAUTING OUV TPACTOUOUMGUTIN Kal SooeTagéAn)
kai emmiong 1,3% oTnv opdda TTou £éAaBe Beparreia pe TTEPTOUZOUPAUTIN o€ ouvBUaoud pe TCH. Kavé-
vag aoBevrig oTnv opdda Tou éAaBe Bepatreia pe TTEPTOUJOUPGUTIN UV TpaaToufoupauTn Kal FEC
akoAoUBOUPEVN aTTO TTEPTOULOUNANTIN UV TPACTOUZOUNANTIN Kal SOOETAEEAN BeV EPPAVIOE CUPTITW-
paTikr LVD.
1 Tepiodo eioaywyikrg Beparteiag Tng peAétng BERENICE, n ouxvotnTa eugAaviong GUUTITWHATI-
kg LVD g katnyopiag Il / IV katd NYHA (cupgopnTikr Kapdiakr} aveTrdpkeia oUuguwva pe 1o NCI-
CTCAE, éxdoon 4) Atav 1,5% oTnv oudda trou éAapBe Bepatreia pe dose dense 50§opoupikivn Kal KUKA-
@opwaopapidn (AC) akoAouBoUpeVN aTTO TIEPTOUJOUHANTTN OUV TPAOTOUZOUHAUTIN Kal TIaKAITAgEAN Kai
kavévag atmod Toug aaBeveig (0%) dev eP@avioe cupTITwHaTIKR LVD oTnv opdda ou éAaBe Beparreia
pe FEC, akohouBoUpevo atré TrepTou{OUPGUTIN OE TUVBUAOHO PE TPAOTOUJOUNAUTTN Kal SOOETAgEAN.
H ouxvotnTa epgaviong acuptiwuartikng LVD (peiwon Tou kKAdopatog £§wenong oupgwva pe 1o NCI-
CTCAE éxdoon 4) Atav 7% otnv opdda mou éAape Beparreia pe dose dense AC, akohouBoUuevn atmod
TrepTOU{OUPGUTIN OUV TPACTOUZOUNGUTIN Kal TTaKAITagEAN kal 3.5% oTnv opdda TTou éAafe Beparreia ue
FEC, akoAouBoUpevo amrd TrepTOUJOUNGUTIN GUV TPAGTOUJOUHGUTIN Kol SOOETAEEAN.
2t pehétn APHINITY, n ouxvotnTa EUQAVIONG CUNTITWHATIKAG KAPSIaKAG avETTAPKEIaG (KATnyopiag
1A IV kata NYHA) pe peiwon Tou LVEF TouAaxiotov 10% atré tnv Tipr évapgng Tng HEAETNG kal o€
TIpA <50% fTav <1% (0,6% Twv aoBeviv oToug 0TToioug XopnyROnKe Bepartreia Ue TTEPTOUJOUNGUTIN
évavt 0.3% Twv aoBEeVWV GTOUG OTTOIoUG XOPNYABNKE EIKOVIKO QAPUAKO). ATIO Toug aoBEVEiG TToU
TIAPOUCIACcaV CUPTITWUATIKY Kapdiakr aveTtdpkela, oTo 46,7% Twv aoBeviv 0Toug oTToioug Xopnyr-
Bnke Beparreia pe TePTOULOUPAUTIN Kal OTO 57,1% TwV aoBEVWV OTOUG OTTOIOUG XOPNYHBNKE EIKOVIKG
PAPHOKO TTAPATNPIBNKE avakapyn (n oToia opiletal wg 2 diadoxIkéG PeTprioelg Tou LVEF mavw amd
70 50%) KaTtd TNV KATAANKTIKA NuEPoUNVia GUAOYRAG Twv Sedopévwy. Ta TIEPIOCOTEPA CUPBAVTA ava-
@épBnkav oe aoBeveig Tou AdpBavav Bepartreia e avOpakukAivn. AvagEépBnKay aoUUTITWHATIKEG f
Ama oupTITwpaTikég (katnyopia Il katd NYHA) peiboeig Tou LVEF kata Touhdyiotov 10% Tng TIHAG
£vapgng NG peAETNG Kai o€ TP <50% 070 2,7% Twv aoBeVWV aToug oTToioug XopnyriBnke Bepareia
UE TTEPTOULOUNANTTN Kal 0TO 2,8% TWV GOBEVWY GTOUG OTTOIOUG XOPNYRBNKE EIKOVIKO QAPUAKO, EK TWV
otoiwv 79,7% Twv aoBevwv oToug oTroioug Xopnynenke Bepatreia pe TepToufoupduTn kai 80,6%
TWV 00BEVWY OTOUG OTTOIOUG XOPNYABNKE EIKOVIKO QAPHAKO €iXaV aVAKAUWEl KATG TNV KATAANKTIKA
r]pepour]wu OU/\)\ovﬁg TWV 6£6outvwv

%o , ke TV V/éyxuon

Phesgo o¢
ZTnV Baoikr Sokipn FEDERICA Hia avTidpaan OXETIJOHEVN PE TNV évean/éyxuon opileTal wg oTrola-
SATIOTE CUCTNHATIKA avTIdPAOCN TToU avapéPBnke evidg 24 wpwv amod T xopriynon Tou Phesgo fi Tng
evOOPAEBIag TTEPTOUZOUNANTING OF ouvduacud e TpacToudoupduTrn (BA. TTapdypago 4.2 kai 4.4).
Ixenfopeveg pe v éveon avridpdoeig avapépbnkav ato 0,8% Twv acBevidv Tou éAaBav Bepareia
He Phesgo kai oxen{opeveg pe v €yxuan avmidpdoeig avagépbnkav oto 10,7% Twv aoBeviyv TTou
éhaPav Beparreia pe evOOPAEBI TTEPTOULOUPGHTIN Kal TPACTOUZOUNAUTIN. O1 TIEPICTOTEPEG OIS TIG
CUOTNUATIKEG QVTISPACEIG OXETICOHEVEG HE TNV £vean/Eyxuon TTou TrapatnperiBnkav pe to Phesgo fi Tnv
£VOOPAEBIA TIEPTOULOUPAUTTN Kal TpacToudoupduTn ATav piyn, TupeSia f éuetog. O1 avTidpdaoeg oTo
ONWEI0 TNG €vETNG OPICTNKAV WG OTTOIABITTIOTE TOTTIKI AVTIOPAAT TTOU avaPEPBNKE EVTOG 24 WPWV aTTd
TN xopriynon Tou Phesgo kai avagépBnkav oto 14,9% Twv acBevwyv Tou utroBARBNKav o€ Bepartreia
pe Phesgo kai fiTav 6Aa cupBdvta 1ou f 20u BaBpol. O TTEPITOOTEPES ATTO TIG TOTTIKEG AVTISPACEIG
o710 onpeio TG éveang Trapatnpridnkav pe 1o Phesgo Arav eite dAyog oTo anueio TnG éveong A epUBnua
oro onuzlo ™ éveong.

og [ Kair

H oxendopevn ua n xopAynon avridpaon OpIUTnKE OTIG BaoIKEG SOKIPEG WG OTTOIOBATIOTE GUUBAY
AVaPEPETAl WG UTTEPEUAITONTia, ava@uUAAKTIKA avTidpaon, ofeia avtidpaon otnv éyxuon rj cUVOPOuO
aTTEAEUBEPWONG KUTOKIVWV TTOU Ep@avideTal katd T Sidpkeia TG €yxuong 1 TV idia nuépa Pe TNV
€yxuon. Ztn Baoikr} dokiur) CLEOPATRA, n apxikr 860N Tng TTepToufOUpAuTING XopnyrnBnke TNV nuépa
TIPIV QIO TNV XOPryNnon TG TpacTouloupduTIng Kai TG SooeTagéAng yia va emTpaTe n eg€étaon Twv
OXETICOUEVWYV WE TNV TTEPTOUOUNGUTIN avTIdpdocwy. Katd Thv TTpwTn nuépa TTou Xopnyrnenke uévo n
TrEPTOUJOUNANTIN, N CUVOAIKA CUXVOTNTA TwWV avTISPATEwyY TTou axeTifovTal Pe TNV £yxuon Arav 9,8%
oTNV opdda uTtd BepaTreia Pe EIKOVIKG @appako kal 13,2% oTnv oudda utrd Beparreia pe TrepToudou-
HEWTIN, pE TNV TTAEIoWN@ia Twv avTiSpaoewy va ival ATTIEG 1 PETPIEG. O1 Mo TUXVEG avTIBPACEIG TTOU
oxeTifovtal ge TNV éyxuon (21,0%) oTnv opdda utré BepaTreia pe TTEpTOUJOUPAUTIN ATAV TTUpESia, piyn,
kéTTWOoN, keQaraAyia, e§aoBEévian, uTrepeuaiodNaia Kal EUETOG.

Katd 1 didpkeia Tou deUTEPOU KUKAOU, OTAV OAQ T QOPHAKEUTIKG TTpoidvTa Xopnyrénkav Tnv idia

NUEPQ, O1 TTIO CUXVEG QVTIBPATEIG TTOU OXETICovTal UE TV €yXuon (21.0%) oTnv opdda utrd Beparreia pe
TEPTOUJOUNANTIN ATAV KOTTWOT, UTTEPEUAITONTia 0TO PApuako, duoyeuaia, uTrepeuaiodnaia, PuaAyia
Kal EUETOG (BA. TTapdypa@o 4.4.) ZTig HEAETEG EI0QYWYIKAG KAl ETTIKOUPIKAG BepaTeiag, n eptouloupd-
HTIN XopnynBnke Tv idia nuépa pe TG GAAeG Bepatreieg TNG HEAETNG. ZXETIZOPEVES PE TV EYXUON QVTI-
Jpdaoeig TTapouciace T0 18,6% - 25,0% Twv aoBevWV KATd TNV TTPWTN NUEPA XOPRAYNONG TNG TTEPTOU-
JoupduTing (o€ ouvdUaoUO6 pe TPACTOUJOUNGUTIN Kal XNpEIoBepaTTeia). O TUTIOG Kal N coBapdTNTA TWV
OUUBAVTWY ATAV GUVETT PE auTd Trou TrapatnpriBnkav otnv peAétn CLEOPATRA, pe Tnv TAsiopneia
Twy avnapuazmv va eival ATTIEG A pETpieg o€ ooBapdTnTa.

Phesgo az HE X
21NV Bagikr Sokipr FEDERICA n ouvo)\n(r] CUXVOTNTA TWV AVAPEPBEVTWY CULBAVTWY UTTEPEUAITON-
oiag/avaguAagiag Tou oxetioviav pe Tn oToxeupévn oto HER2 Beparreia Atav 1,6% oToug acBeveig
Trou uTToBABNKav o€ Bepareia pe Phesgo évavri 1,2% oToug aoBeveig Trou uroBAfRBnkav o€ Bepa-
TIEia pe VOOPAERID TTEPTOUJOUHGUTIN KOl TPACTOUJOUPGUTIN, €K TWV OTIOIWV Kavéva dev ATav 3ou- 4ou
Babpou kata NCI- CTCAE (ékdoon 4.0) (BA. Trapaypago 4.4). ‘Evag aoBevig epeavioe éva guppav
utrepevaiobnaoiag/avaguiagiag kard Tn SiGpKela 1 apéowg PETA TN Xopriynon Tou Phesgo™ oTov TpwTo
KUKAO TO oTTOi0 0BrYNOE o arrooupcrq aré ezpamla (BA. napuvpu(po 4.2 ka1 4.4).

Ev3opAéBia mep MO pE TP 1 Ka XNy

ZTnv Baoikri dokiur CLEOPATRA c'ro HETAOTATIKO KAPKIVO TOU uc(u'rou n cruvoAlKn quvomw TWV avo-
PEPBEVTWV ATTO TOV EPEUVATN CUMBAVTWY UTTEpeUaioBnaiag/avaguAaiag kard Tn Sidpkeia oOAGKANPNG
NG TepI6dou Bepartreiag ATav 9,3% oTnv oudda uTrd Bepateia pe €Ikoviké @appako kar 11,3% otnv
opdda utréd Bepareia pe TEPTOULOUPANTIN, €K TOU OTToioU TO 2,5% Kai To 2,0 % rTav 3ou-4ou Babpou
kata NCI-CTCAE, avtioToixa. ZuvoAikd, 2 aoBeveig oTnV opdda utrd Bepareia Pe EIKOVIKO pAPUAKO Kal
4 aoBeveig 0TV opdda uTrd Beparreia Pe TTEPTOULOUPAUTIN EPPAvICAV GUUBAVTa, Ta OTTOIN TTEPIYPAPN-
Kav a1ré Tov epeuvnTr wg avaguAagia (BA. Tapdypago 4.4).

ZUVOAIKG, N TTAEIoYN@ia Twv avTIBPACEWY UTTEPEUAIoBNTiag ATaV ATTIEG /) PETPIEG OE COBapATNTA Kal
uTroxwpnoav Katd Tn Bepatreia. Bdoel Twv TpotroToIcEwy TTou yivav ot Bepareia TNg PEAETNG, Of
TIEPIOOOTEPES AVTIOPACEIG EKTIHABNKAV WG BEUTEPEUOUTES OTIG YXUOEIG SOOETAGEANG.

2TIG HEAETEG E10AYWYIKAG Kal ETTIKOUPIKNG BepaTreiag, Ta cupBdvTa utrepeuaiobnaiag/avaguiagiog Atav
OUVETTA PE auTd TTou TrapatnperBnkav oTn peAétn CLEOPATRA. 2 peAétn NEOSPHERE, 500 agfe-
VEig 0TV opada TG TEPTOUOUNAUTING Kal TNV opdda TTou éAaBe BepaTeia pe SooeTagéAn eppavicav
avaguAagia. Tooo otn peAétn TRYPHAENA 600 kai otnv APHINITY, n ouvoAiKf ouxvoTnTa UTTEpEUAl-
obnoiag/avaguAagiag ATav upnAdéTepn oTnV opdda TTou éAaBe Beparreia pe TTepToufoupauTn Kai TCH
(13,2% ka1 7,6%, avTioTolxa), €K Tou otroiou To 2,6% kai 1o 1,3%, avrioToixa, agopolce cupBdavTa
3ou-4ou Babpou kard NCI-CTCAE.

Eumopern ou6£n:pom:v:a

Phesgo og
Z1n Baoikr doKIun FEDERICA spnupsm oudeTepOTTEVia TTAPATNPABNKE 0TO 6,5% Twv aoBeVWY TTOU
uTroBAfBnkav o€ Beparreia ue Phesgo kai 070 5.6% Twv agBeviv Tou uTroBARBNKaV o€ BepaTreia pe
eVOOPAEBIa TIEPTOUZOUPANTTN Kol TPAoTOUZOUPGUTIT. OTTwG Kai oTig BacikEG SOKIUEG EVOOPAEBIag TTep-
TOUJOUPAPTING Kol TPACTOUZOUNANTING, TTapaTNPBNKE UYNAGTEPN CUXVOTNTA EUPAVIONG EUTIUPETNG
oudeTepoTTEViag PETAGU Twv AcIaTWV aoBeviwy Trou éAaBav evOo@AEBRIa Bepatreia Pe TTEPTOUZOUNANTIN
kal TpacToufoupdpTn (13,0%), opoiwg, N cuXVOTNTA EPPAVIONG EUTTUPETNG OUSETEPOTTEVIAG ATAV UYN-
A6TEPN OTOUG ACIATEG acGtvzlg Tou EAaBuv uﬂoéopm Bepameia HE | Phesgo (13.7%).

EvdopAéBia HE TP 1 Kal XNy

Zmv Baoikn Boklun CLEOPATRA n nAalown(pla TWV a0BeVWV Km cmg Buo opaésg Bapunslug EPPavI-
o€ TouhaxioTov éva ouppav Aeukotreviag (63,0% Twv aoBeviv oTnV opada UTro BepaTreia Pe TTEPTOU-
JoupduTn kai 58,3% Twv aoBeviyv oTNV opada UTo BePaTTEIa PE EIKOVIKO PAPUAKO), EK TWV OTTOIWV N
TAslopne@ia ATav cupBdavra oudetepoTreviag (BA. TTapdypago 4.4). MaparnpAbnke euTrUPETN OUBETEPO-
Trevia 010 13,7% Twv aoBevv uTié BepaTreia Pe TTEPTOULOUPAUTIN Kal 0TO 7,6% Twv aoBeVWV UTTO Be-
parreia Pe €IKOVIKO @appako. Kai aTig 300 opadeg Bepatreiag, To TTO0OOTO TwV ACBEVWIV TTOU EPPAVIOE
€UTTUPETN OUDETEPOTTEVIA ATAV TO UYNAGTEPO OTOV TTIPWTO KUKAO TNG BEpaTTEiag Kal PEIONKE OTadIOKA
TN oUVEXEID. AuEnpEvn TUXVOTNTA EPPAVIONG ENTIUPETNG OUBETEPOTTEVIOG TTapaTNEBnKe pETagy Aal-
aATWV ACBEVWIV Kal OTIG BUO OPAdES BEPATTEING OUYKPITIKG HE TOUG AoBEVEG aTTd AAAEG PUAEG Katl GANEG
YEWYPAPIKEG TTEPIOXEG. METAEU Twv ACIOTWY QOBEVWY, N CUXVOTNTA EUPAVIONG TNG EUTTUPETNG OUDETE-
poTreviag fTav uywnAdTEPN OTNV OpGda UTTG BeparTeia pe TTEPTOUJOUNGUTIN (25,8%) CUYKPITIKG HE TNV
opdda utrd Bepartreia e eIKOVIKO @appako (11,3%). Ztn peAétn NEOSPHERE, 10 8,4% Twv aoBeviv
ToU €AaBe el0aywyikr BepaTtreia pe TTEPTOUOUNANTIN, TPACTOUJOUMGUTIN Kal SOoETagéAn P@avioe
EUTTUPETN OUDETEPOTTEVIC CUYKPITIKG PE TO 7,5% Twv aoBeviv Trou éAaBe Bepartreia e TpacTouloupd-
WTIN kai SooeTagéAN. £1n peAétn TRYPHAENA, n euTrUpeTn oudeTepOTTEVia ONUEILBNKE 0TO 17,1% Twv
aoBeviv TTou £AaBav elcaywyikr Beparreia pe repToufoupduTn + TCH kai 670 9,3% Twv aoBeviv
TIoU €AaBav EI0aywyIKr Bepartreia pe TEPTOUOUPAUTIN, TPACTOUOUNGUTIN Kal SOCETASEAN WETA aTTO
FEC. Zmn peAétn TRYPHAENA, n emimTwon Tng eUTTUPETNG OUBETEPOTTEVIAG ATAV UYPNAGTEPN OTOUG
aoBeveig TTou AaBav €€ KUKAOUG TTEPTOUOUNANTING CUYKPITIKG e Toug aaBeveig TTou £AaBav Tpeig
KUKAOUG TTEPTOUZOUNANTING, avegapTnTa amd Tn xopnynbeioa xnueiobepartreia. OTiwg kal oTn PEAETN
CLEOPATRA, pia upnASTEPN OUXVOTNTA EPPAVIONG OUSETEPOTIEVIOG KAl EPTTUPETNG OUBETEPOTTEVIOG
TrapatnPEiBnke PETagU ACIOTWY aoBEVWV CUYKPITIKA PE GAAOUG AOBEVEIG OE AUPOTEPEG TIG MEAETEG EI-
gaywyikig Bepatreiag. 1n peAétn NEOSPHERE 10 8,3% Twv AciaTwyv aoBeviwy TTou EAaBe ei0aywyIkn
Bepareia pe TEPTOUZOUPAUTIN, TPACTOUJOUNAUTTN Kal SOCETAEEAN EUPAVIOE EPTTUPETN OUBETEPOTIEVIQ
OUYKPITIKG pE TO 4,0% Twv AclaTwv aoBeviov TTou €AaBe eloaywyikr Bepatreia pe TPAOTOUZOUPAUTIN
kai dooeTagéAn. Zrn peAétn APHINITY, eutrUpeTn oudeTepoTrevia Trapouciace 1o 12,1% Twv aoBeviwv
aToUg oTToioUG XopnyrBnke BepaTreia pe TEPTOULOUNAUTIN Kal To 11,1% Twv ACBEVWY OTOUG OTToIoUG
XopPNyABNKe €IKoVIkG papuako. OTwg kai oTig peAéteg CLEOPATRA, TRYPHAENA kai NEOSPHERE,
TrapatnPEABNKE UYNAGTEPN CUXVOTNTA EUPAVIONG EUTTUPETNG OUDETEPOTTEVIOG OTOUG ATIATEG AOBEVEIG
OTOUG OTToioUG XopPNYABNKe Bepartreia Pe TTEPTOUJOUNAUTIN OE OX£OT HE TOUG QOBEVEIG GAAWY QUALV
NG peAéTNG APHINITY (15,9% Twv aoBevidv aToug 0Troioug Xopnynenke TreptoudoupduTn kal 9,9%
TWV a0BEVWV OTOUG OTTOIOUG XOPNYRBNKE EIKOVIKO QAPHAKO).

Aidgppoia
Phesgo og
2 Baoikr Sokiur FEDERICA Buuppouo onueIwBnke oTo 61,7% Twv aoBevwv uTd Beparreia pe
Phesgo kai 010 59,1% Twv acBeviv utd Bepareia pe evOOPAEBIa TTEPTOUJOUNGUTIN Kal TPACTOU-
JoupduTn. AvagépBnke didppoia = 3ou Babuou 1o 7,3% Twv acBeviv Tou okéhoug Tou Phesgo
évavtl 5,2% 010 OKkEAOG TNG EVOOPAEBIOG TTEPTOULOUNANTING Kal TPAaTOUoupduTNG. H TAsilopng@ia
TwV ava@epBéviwy oupBdaviwy Atav Tou fi 2o0u BaBuol wg Tpog Tnv Bapdtntd Toug. H uynAdTepn
ouxvoTnTa gPaviong didppolag (GAwv Twv BabBuwv) avagépbnke katd tn SIGPKEIA TNG OTOXEUPEVNG
Bepareiag kal xnueloBepateiag pe Tagdvn (57,7% Twv acBevidv Tou okéAoug Trou €AaBe Beparreia pe
Phesgo évavti 53,6% Twv agBeviv Tou okéAoug TTou £AaBe Beparreia pe evOOPAERIA TTEPTOULOUHANTIN
Kal TPaoTOUOUNANTTN) (B)\ Tapdypago 4.4).

Ev3o@AéBia mep og O e TP d Kair 1 Ba-
oikn Sokipri CLEOPATRA 0710 JETAOTATIKG KAPKiVO TOu PaoToU, Sidppola anpeiwdnke aTo 68,4% twv
agBeviv uTto Beparreia pe TEPTOULOUPAUTIN Kal OTO 48,7% Twv aoBevv UTd Bepareia P EIKOVIKO
@dppako (BA. Tapdypago 4.4). Ta TepiocdTEPA CUPBAVTA ATaV AT £wg PETPIA O BapuTnta Kai
onuEIWBNKav HONIG OTOUG TIPWTOUG KUKAoUG Beparreiag. H ouxvotnta epugaviong didppoiag 3ou-4ou
BaBuou kard NCI-CTCAE rrav 9,3% oToug acBeveig utré Beparreia pe reptoudoupduTn évavt 5,1%
aTOUG aoBEVEIG UTTO BepaTreia Pe EIKOVIKO @appako. H Sidueon SIGpKeia Tou PHEyaAUTEPOU ETTEICOBIOU
ATav 18 nuépeg aToug aoBeveig UTTO Beparreia Ue TTEPTOUJOUNGUTIN Kal 8 NUEPEG OTOUG AOBEVEIG UTIO
Bepartreia pe EIKOVIKG @ApUaKo. Ta Siappoikd CUPBAVTA AvTATIOKPIBNKAV KaAd oTnV TTPOANTITIKA dia-
Xeipion pe avTidlappoikolg Tapdayovteg. XTn dokiur) NEOSPHERE, didippoia onueidnke oto 45,8%
Twv aoBevWV TTou EAaBE I0aywYIKr BepaTreia pe TTEPTOUZOUNANTIN, TPAOTOUJOUNGUTIN Kal SOCETAEEAN
OUYKPITIKG pe 10 33,6% Twv agBeviv Trou £AaBe Bepatreia Pe TPAOTOUJOUHGHTIN Kal SOCETAgEAN. ZTn
Sokipr TRYPHAENA, Sidppoia onpeibnke oto 72,3% Twv aoBeviv TTou €AaBe elcaywyikr Bepatreia
We TeproudoupapTin + TCH Kai 010 61,4% Twv aoBevwv TTou éAaBe eloaywyikn Bepatreia ue TepTOU-
JoupduTrn, TPacTouloupapTIn Kai SooeTagéAn petd amé FEC. Ze au@oTtepeg TIG HEAETEG Ta TTEPICTO-
Tepa oupBavra Atav AMa £éwg PéTpia oe Baputnta. Xt Sokiury APHINITY, avagépbnke uwnAotepn
ouxvoTNTa EPPAvIoNG dIGPPOING OTO TKEAOG TwV ATBEVWV OTOUG OTToioUG Xopnyrnenke Beparteia pe
TIEPTOUOUNANTIN (71,2%) OE GUYKPION HE TO OKEAOG OTO OTTOI0 XOPNYNONKE EIKOVIKO QAUPHAKO (45,2%).
AvagépBnke didppoia = 3ou BaBuoU o1o 9,8% Twv aoBevwV Tou OKEAOUG TNG TTEPTOUJOUPAHTING EvavTl
3,7% oTo okéNog Tou eIkovikoU papudkou. Ta TepIoodTepa avagepBévia aupBdavia Arav Tou A 2ou
Babuou wg mpog TN Baputnta. H uwnAdtepn ouxvotnta ep@aviong didppolag (GAwv Twv Babuwv)
avaeépBnKe Katd TNV TIEPIdo TNG aToxeupévng Bepartreiag + xnueioBepareiag pe Tagavn (61,4% twv
aoBeviv Tou okéAoug TnG TrepToUfouPduTING évavTi 33,8% Twv aCBEVWY Tou OKEAOUG TOU EIKOVIKOU
@appdkou). H ouxvetnTa eppaviong tng Sidppolag ATav TToAU XaunAGTeEPN HETA T SIAKOTTT TNG XNMEIO-
Bepameiag, emnpeddovtag 1o 18,1% Twv aoBevwiv Tou akéAoug TNG TTEPTOUZOUPGPTING évavTl 9,2% Twv
aoBEVWV TOU OKEAOUG TOU EIKOVIKOU PUPHAKOU KATA TNV TTEPIOd0 TG OTOXEUpEVNG BepaTTeiag PETG TO
TENOG TNG XNUEIOBEPATTEITG.

Aaéic
noiag, pUAadia




E§avenua
Phesgo o¢
Zmv Bacikr doKiur FEDERICA £gavenua onpeiwdnke ato 18,1% Twv aoBevwyv UTTO Beparreia e
Phesgo kai 070 21,8% Twv aoBevwyv utréd Bepartreia pe evGOPAEBIA TTEPTOUJOUNGHTIN Kal TpacTouou-
uuunn H nAeloLpnq)lcx Twv ouuﬁavrmv ziuveqpmog Atav 1ou i 20u Babpou.

oe MG pE TP JoupauTn Kai Xnp
zm Bamm éompq CLEOPATRA OTO YETAOTATIKG KAPKIVO TOU HaoTOU, naparnpnenxs £gavenua oo
51,7% Twv aoBevwv uTd Beparreia Pe TEPTOUJOUPANTTN, GUYKPITIKG pE TO 38,9% Twv aoBevwv uTrd
Beparreia pe €IkoVIKO @appako. Ta TepioodTepa cupBavTa fTav Tou f 2ou Babuou ot BapUutnTa, on-
HEIWBNKAV OTOUG TIPWTOUG SU0 KUKAOUG Kal avTaTToKpiBnkav aTig kabiepwuéveg Bepatreieg, 6TTwG eival
N TOTTIKA 1 N 07T TOU GTOUATOG BEPATTEIX YIa TNV AKWI.
2 dokiu) NEOSPHERE, egavlnpa onpeiwdnke oto 40,2% Twv acBeviv Trou éAaBe eloaywyikn Be-
paTreia Pe TTEPTOUJOUPAUTIN, TPACTOUJOUHGUTIN Kal SOoETagEAN CUYKPITIKG HE TO 29,0% Twv aoBevwv
Tou éAaBe Bepateia Pe TPACTOULOUPAUTIN Kal dooeTagéAn. £Tn Sokiur TRYPHAENA, egavBnua on-
pewBnke oTo 36,8% Twv acBeviv Tou €AaBe elcaywyikn Beparreia pe TreproudoupduTn + TCH kai
070 20,0% Twv aoBevWv TTou EAaBe El0aywyIKr BepaTiEia Pe TTEPTOUJOUNGUTIN, TPAOTOUZOUNAUTIN Kal
SooetagéAn petd amé FEC. H ouxvetnTa epgaviong tou e5avBiuaTog Atav uwnAdtepn oToug aoBeveig
TIou éAaBav €€ KUKAOUG TTEPTOUJOUPGHTING CUYKPITIKG WE TOUG aaBeveig TTou éAaBav TPEIG KUKAOUG
TrEPTOUJOUNANTING, avegdpTnTa aTTé TN XopNnyneeioa XnueloBepateia.
2 dokip APHINITY, 1o avemB0opnTto oupBdv e§avBipaTtog eppavioTnke 01o 25,8% Twv aoBevwv Tou
okéNoug TG TTePTOUOUNGNTING EvavTl 20,3% Twv aoBevWV Tou OKEAOUG TOU EIKOVIKOU (appdkou. Ta
TrEpIoodTEPA TUPBAVTA e§avBrpaTog fTav 1ou fj 2o0u BaBuou.
Mn @uaioAoyikés zpvuarnplaxsg s{zrao‘slg
Phesgo o¢
Ztn BaoikA Sokipn FEDERICA n ouxvetnTa ERPAviong oudetepotreviag 3ou-4ou Babuou, katé NCI-
CTCAE £kdoon 4, itav iIooppoTruévn oTig dUo opddeg Bepareiag (14,5% Twv aobeviv utrd Bepareia
pe Phesgo kai 13,9% twv acBeviv uttd Bepareia pe evOOPAEBIa TTEPTOUJOUNGUTIN Kal TPaoToUlou-
uduﬂn)-

N og MG pE TP JoupauTn Kai Xnp
zm Buomn éomuq CLEOPATRA OTO WETAOTATIKG KOPKiVO Tou pucTou n quvmmu EHQAVIONG TNG
oudetepotreviag 3ou-4ou BaBuou, katd NCI-CTCAE ékdoon 3, fitav iooppotmuévn oTig 300 opddeg
Beparreiag (86,3% Twv aoBeviyv UTTO Bepartreia ue TTEPTOULOUPGUTIN Kal 86,6% Twv acBeviyv utd
Beparreia pe €IKOVIKO Qappako, ouptrepiAauBavopévou Tou 60,7% kai 64,8% pe oudeTepoTevia 4ou
BaBpou, avrioToixa). Zn dokipyp NEOSPHERE, n ouxvotnTa eu@aviong Tng oudeTepotreviag 3ou-
4ou BaBpou, kard NCI-CTCAE ékdoon 3, Atav 74,5% oToug acbeveig Tou éhaBav eloaywyikr Bepa-
TrEia e TTEPTOULOUPAUTTN, TPAOTOUJOUNGHTIN Kal BOCETASEAN TUYKPITIKG pe To 84,5% oToug aoBeveig
Tou €AaBav Bepartreia pe TPAGTOUJOUPGHTIN Kal SooETagEAN, aupTrepidapBavopévou Tou 50,9% Kai
60,2% oudetepoTreviag 4ou BaBuou, avrioToixa. =1n dokipfi TRYPHAENA, n ouxvotnta eugaviong
oudeTepotreviag 3ou-4ou Babpou, katd NCI-CTCAE ékdoon 3, ftav 85,3% oToug aoBeveig Trou éAa-
Bav eioaywyikf Bepartreia pe epToudoupdauTn + TCH ouykpiTikG pe 10 77.0% oToug aoBeveig TTou
€haBav el0aywyikr BepaTeia pe TEPTOUOUPANTTN, TPACTOUJOUPANTIN Kai SooeTagéAn peta amé FEC,
oupTepIAapBavopévou Tou 66,7% Kkai 59,5% % oudetepoTreviag 4ou BaBuou, avrioToixa. ZTn Soki-
ui APHINITY, n ouxvotnta epgdviong oudetepotreviag 3ou-4ou Babuou, kara NCI-CTCAE éxkdoon
4, Arav 40,6% oToug aoBevEiG GTOUG OTTOIOUG XOPNYHBNKE TTEPTOUJOUHGTIN, TPACTOUJOUNAUTIN Kal
XnHeoBepateia évavi 39,1% oToug aoBEVEIG OTOUG OTTOIOUG XOPNYABNKE EIKOVIKO PAPUAKO, TPACTOU-
JoupauTrn Kai xnueloBepareia, ouptrepAapBavopévng Tng oudeTtepoTeviag 4ou BabBpou oe T0000TO
28,3% ka1 26,5%, avtioToixa. Avogoyovikétnra: OTwg o€ OAeg TIG BepATTEUTIKEG TIPWTETVES, UTTGP-
XEI' N mMOaveTNTA AVOTOAOYIKAG ATTOKPIONG OTNV TTEPTOUJOUHAUTTN KOl OTNV TPACTOU{OUUGUTIN OTOUG
aoBeveig TTou AapBavouv Beparmeia pe Phesgo. It peAétn FEDERICA, n ouxvétnTa epgdaviong Twv
EKAUOEVWY aTTO TN BEPATTEIC AVTICWHATWY KATd TNG TEPTOUOUNANTING Kal KATd TG TPACTOU{oUNG-
ptng Atav 3% (7/237) kai 0,4% (1/237), avtioToixa, oToug aoBeveig utrd Bepartreia pe evOOPAEBIa TTep-
TOUZOUHAUTTN Kal TPAoTOUZOUNAHTIN. H ouxvoTnTa EPQAvIONG TwV EKAUOHEVWY OTTé TN Beparreia avTi-
CWHATWY KATd TNG TTEPTOUJOUPANTING, KATA TNG TPAGTOUJOUHANTING, Kal KaTd TNG BopuaAoupovidaong
ahoa fitav 4,8% (11/231), 0,9% (2/232), kai 0,9% (2/225), avtigToixa, oToug aoBeveig UTS Bepareia
pe Phesgo. MeTagu Twv acBeviv ol otroiol diayvwoTnkKav BETIKOI OTA avTICWHUATA KATG TG TTEPTOU-
{OUPANTING, €EOUBETEPWTIKA QVTIOWHATA KATA TNG TIEPTOULOUPANTING aVIXVEUBNKav O€ évav aoBevr)
Tou €éAaBe Bepareia U evOOPAEBIA TTEPTOUJOUHGUTIN KAl TPAGTOUJOUNGHTIN Kal O€ évav aoBevr} Trou
€Aape Beparreia pe Phesgo. MeTagl Twv acBevv ol oTroiol SiaywoTnkav BETIKOI 0TA AVTICWHATA KATA
NG TPACTOUJOUHGHTING, EGOUBETEPWTIKA QVTICWHATA KATA TNG TPACTOUOUMGMTING avixveudnkav o€
évav aoBevri Tou éAaBe Bepartreia pe Phesgo. H ouxvotnta £pQAVIONG TwV avTIOWHATWY KaTd TNG
TIEPTOUJOUNANTING KAl KATG TNG TPACTOUJOUNAUTING TTOU avIXVEUBNKAV O€ OTTOIadNTIOTE XPOVIKT OTIVHA
(oupTrepidapBavopévng Tng évapgng Tng Bepatreiag) fAtav 7,1 % (18/252) kai 1,2 % (3/252), avricToixa,
oToug aoBeveig uttd Bepartreia pe evOOPAERIa TTEPTOUZOUPAUTIN Kal TPACTOU{OUNANTIN. H ouxveTnTa
EPPAVIONG TWV AVTICWHATWY KOTA TNG TTEPTOUJOUPAUTING, KATA TNG TPAOTOUJOUNANTING, Kal KATE TNG
BopuahoupovidBaang GApa TTou avixvelBnkav oe oTToIadATIOTE XPOVIKN OTIYHRA (CupTTEPIAapBavopévng
NG évapgng g Beparreiag) Atav 8,5% (21/248), 2,4% (6/248), ka1 6,7% (16/240), avtioToixa, oToUg
aoBeveig uTé Bepatreia pe Phesgo. MeTagl Twv aoBevudv ol otroiol diayvwaTnkay BETIKOI OTa avTIow-
paTa KaTd TNG TEPTOUJOUUANTING, EEOUBETEPWTIKG QVTICWHATA KATA TNG TTEPTOUJOUNGUTING aVIXVEU-
Bnkav o dUo acbeveig Tou AaBav Beparreia e evOOPAEBIA TTEPTOUJOUNATIN KAl TPACTOUOUNAUTTN
kal o€ dUo aoBeveig TTou éAaBav Bepatreia e Phesgo. MeTagl Twv acBeviyv ol oTroiol diaywaoTnkav
BETIKOI OTO AVTICWHATA KATA TNG TPAGTOUJOUHAUTING, EEOUBETEPWTIKA AVTICWHATA KAT TNG TPAOTOU-
JoupduTting avixveubnkav ot évav aobevi) Tou éAaBe Bepareia pe Phesgo. H kAiviki onpacia g
QAVATITUENG TWV aVTICWUATWY KATd TNG TIEPTOUJOUPANTING, KATA TNG TPACTOUJOUNGUTING Kal KATd TNG
Bopua)\oupowﬁacng aApa w:m N Bepareia pe Phesgo eival dyvwoTn. AAAayn Tng Bepameiag amoé
v evopA Kal TP Joupdumn aro Phesgo (1j avriorpoga): H peAén
MO40628 élspsuvnos TNV ac@aAeia TG aAAayrig avapeoa crnv £VOOPAEBIT TTEPTOUJOUHGUTIN KOl TPO-
0TOUZOUPAUTIN Kal aTo UTTodOpIo Phesgo (ZkéAog A) Kai avTioTpo@a (ZkEAOG B) pe TIPWTAPXIKO OTOXO
va aglohoyAoel TNV TTpoTiunon Twv acBevwv yia To Phesgo (BA. TTapdypago 5.1 yia TIg AETTTOPEPEIES
OoXeBINTHOU TNG HEAETNG). METAU Twv aoBevV 0TO ZkEAOG A, N ouxvOTNTA EPPAvIong Twv AES Katd
n diapkeia Twv KukAwv 1-3 (evdopAéBia Beparreia) Arav 77,5% (62/80 aoBeveig) CUYKPITIKA HE TOUG
KukAoug 4-6 (urodo6pia Beparreia) TTou fiTav 72,5% (58/80 acbeveig). Metagl Twv aoBevwv oTo Zké-
Aog B, n auxvotnta epedviong Twv AEs katd tn Sidpkeia Twv KukAwv 1-3 (utoddpia Beparreia) Arav
77,5% (62/80 aobeveig) ouyKpITIKG e Toug KUkAoug 4-6 (evBopAéBia Beparreia) Trou riTav 63,8% (51/80
aoBeveig), Kupiwg Adyw TNG UYNASGTEPNG CUXVOTNTAG EPPAVIONG TWV TOTTIKWV QVTISPACEWY OTO ONuEio
NG éveong (6Aeg Baduou 1 1 2) kard T didpkela TNG Xopriynong Tou Phesgo. Ta TT0000Td TTpO TNG
aMayrig (KukAor 1-3) yia Ta goBapd avemBuunTa cupBdvTa, Ta avemmounta cupBdavra Babuou 3 Kai
TwV JIaKOTIWY TNG BepaTreiag Adyw avemBUPNTWY cupBavTwy ATav XapnAd (<6%) kai Trapouola pe
Ta T0000TA PETE TNV aAhayr) (KUkAol 4-6). Aev avagépbnkav avemBopnTa cupBavTa Baduol 4 i 5.
HAikiwpévor aobeveig: 1 FEDERICA, dev TrapatnpriBnkav cuvolKEG SIapopEG OTNV aoPAAEI TOU
Phesgo oe aoBeveig nAikiag 2 65 eTwiv kai < 65 eTwv. QaT600, OTIG BATIKEG KAIVIKEG DOKIPES TNG TTEP-
ToulouPAPTING HE EVOOPALBI TTEPTOUJOUPGUTIN OE CUVOUAOHO WE TPAGTOUJOUUGHTIN, ONUEIwBnKav
peiwpévn Opegn, avaiyia, peiwon Bapoug, e§acBEvion, dUoyEUTia, TIEPIPEPIKT VEUPOTIABEIA, UTTOHO-
yvnolaipia kai Sidppola, PE Tn ouxvotnTa epaviong va eival 2 5% uynAotepn ot aoBeveig nAikiag = 65
£TWV (n=418) o€ oUyKpION e aoBeveig < 65 eTWv (N=2926). Mepiopiopéva dedopéva KAIVIKWY SOKINWV
eival SlaBéoipa yia aobeveig nhikiag >75 eTwv ol otroiol éAaBav Bepatreia pe Phesgo 1 evOo@AéBia
TrEPTOUOUPANTIN KAl TPACTOUZOUPANTN. Ta dedopéva HETA TNV KUKAO@Opia oTnv ayopd deixvouv Ol
Bev UTTAPYOUV JIAPOPEG OTNV AOPAAEID TNG TIEPTOULOUHGUTING OE auvéuuopo HE Tpuc‘rou(oupapnn o€
aoBeveig NAIKIaG 2 65 £TWV Kal < 65 £TWV. Avapopd 6 A av. I &

H avagopd TBavoAoyoUHEVWY aVETTIBUUNTWY EVEPYEILV usw cmo ™ xoprynon 06€IC(§ KUK)\O(PODI-
4G TOU QUPHAKEUTIKOU TTPOIGVTOG Eival GNuavTIKY. ETITPETEr T cuvexn TTapakoAouBnan Tng oxEong
OPEAOUG-KIVOUVOU TOU PAPUAKEUTIKOU TTPOIOVTOG. ZNTEITaI ATTé TOUG ETTAYYEAUCTIEG TOU TOPEX TNG UYEI-
OVOIKAG TTEPIBAAYNG VO avVaPEPOUV OTTOIEOBATIOTE TTIBAVOAOYOUUEVEG aveTTIBUUNTEG eVEPYEIEG (BA.
AetrTopépeieg Trapakdtw). KOmpog: dappakeuTikég YTnpeaieg, YTroupyeio Yyeiag, CY-1475 Asukwoia,
TnA: +357 22608607, dag: + 357 22608669, loTétotrog: www.moh.gov.cy/phs

EAAGSa: EBvikog Opyaviouog Pappdkwy, Meooyeiwy 284, GR-15562 XoAapydg, ABriva, TnA: + 30 21
32040380/337, ®ag: + 30 21 06549585, loToToTIOG: http://www.eof.gr

10. HMEPOMHNIA ANAGEQPHZHZ TOY KEIMENOY: 24 louviou 2021

AeTTTOPEPT) TTANPOPOPIOKE TTOIXEIT YIA TO TTAPOV PAPHAKEUTIKO TIPOIOV eival dlaBEipa oTnV IoTooEAIda
Tou Eupwrraikou OpyaviopoU ®appdkwy http://www.ema.europa.eu.

uakd 1610 Tou Eupwtaikou Opyaviopod Pappdkwy.
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Stivarga

(regorafenib) tablets

]

To Stivarga evdeikvutal wg povoOeparieia
yia Tn 6epamneia evnAikwv aobevwv pe:

®_jeragratikd 0pBokoAkd kapkivo (CRC) ol omoiol £xouv MPoNYOoUUEV®WG
N&Bet'Beparsia e, 1y dev Bewpouvtal UoPHPLOL Yia, SLABEoIUES
Bepaneieq. Autég oupneplapBdvouv xnuelobepareia e Baon
pBoplorupyudivn, Bepareia pe avi-VEGF kal Bgpaneia pe avi-EGFR,

® LN XELPOUPYNAOLLOUG 1) UETAOTATIKOUG YAOTPEVTEPIKOUG OTPWATIKOUG
oykoug (GIST) ol omoiol utotpomniacav katd T SldpKela TIPoNyoUEVNG
Beparneilag e |atwviprnm kat couviTvirn 1y eivat pn avekTikol otn
Bepamneia autr).

® NnaAToKuTTaplké kKapkivwpa (HCC) o ‘l
oL orto{ol £xouv TPoNyoupEVWE AABEL \
Bepaneia pe copageviumn.

z {1

Kdroxog mg ddelag Kukhopop(ag:

Bayer AG, 51368 Leverkusen, 'epuavia
Torikég avImPAowog Tou Katdxou ddelag
Kukhopopiag omv EAAda: BayeFEMAG ABEE
>wpou 18-20, 151 25 Mapouat,

Torkdg aviEdowTog ToU KATOXoU ddelaq
KUkAogopiag omy Kumpo:

Novagem Ltd, TnA\:00357 22483858

}-¢100-49-11S-dd

Turua Erompovikig Evnuéowong
TnA: +30 210 6187742, Fax: +30 210 6187522
Email: medinfo.gr.cy@bayer.com

Mptv T ouvtayoypddnan oupBouleutefte Ty Mepinyn
TWV XapaKmpLoTKaV Tou Mpoidvtog. MNa meploodtepeq
TANPoPopieg ameubuvBelte omv etaipeia Bayer Hellas.

BonBriote va yivouv Ta pdppaka mo aopakr kai

VagEpETe
OAEZ T avemBUpnTES EVEPYEIES YIO
ONMA Ta pdppaka
ZupmAnpwvovrag T «KITPINH KAPTA»




N TevaGrastim

somu, 48y
J
KAK: TEVA GmbH, GERMANY
Tponog diaBeong: Mepiopiopevn iaTpikn ouvtayr). H Sidyvwon kai/r n évapén
Tng Bepaneiag yiveTal oe voookopeio kar pnopei va cuveyiCetar ekTog
VOOOKOWEIOU UNO VOOOKOPEIaKA napakohoubnon.

Myocet liposomal

2mg/ml(50 mg) (liposomal doxorubicin)
KAK: TEVA B.V., THE NETHERLANDS
Tponog diabeong: Me neplopiopévn 1IATPIKA CUVTAYT).
Maovo yia voookopeiakn xpnorn.

Pazenir®

5 mg/ml
(pachtaxel formulated as albumin
bound nanoparticles)

KAK: RATIOPHARM GmbH, DEUTSCHLAND
Tponog diaBeong: Me neplopiopévn 1IaTPIKN cuvTayr.
Movo yia voookopeiakn xpnor.

Armisarte’

25 mg/ml  BTx1VIALx20ML
(pemetrexed as pemetrexed diacid)
KAK: ACTAVIS GROUP PTC EHF., ICELAND
Tponog diaBeong: Me neplopiopévn IaTpIKR cuvTayn.
Movo yia voookopeiakn xpnorn.

Acti ﬂ@

(fentanyl ci
200 mcg, 400 mcg, 600 mcg, 800 mcg, 1.200 mcg

KAK: TEVA PHARMA B.V., HAARLEM, THE NETHERLANDS
Tponog diabeong: Eidikr ouvtayn yia gpdppaka nou
unayovrai oTig diata&eig Tou N.1729/87, Mivakag I

www.teva.gr

Se nepinTwon €kdoang véou AgAtiou Tipdv Qappdkwy, IOKUOUV 01 VEGTEPEG TIHEG.
Noookopsiakég Tipég: ¢ TEVAGRASTIM INJ.SO.INF 30MIU BTx 5PF.SYR: 122,83€. « TEVAGRASTIM INJ.SO.INF 48MIU BTx 5PF.SYR: 198,23€.
* PAZENIR PD.SUS.INF 5MG/ML BTx1 vial x100 mg: 123, 14€ ¢ MYOCET P.D.S.CD.I 2MG/ML BT x 2: 698,45€
* ARMISARTE C/S.SOL.IN 25MG/ML BTx1VIALx20ML: 712,92€ ¢ ACTIQ LOZ 200MCG/LOZEN BTx30: 126,65€
* ACTIQ LOZ 400MCG/LOZEN BTx30: 135,51€ » ACTIQ LOZ 600MCG/LOZEN: 136,35€
* ACTIQ LOZ 800MCG/LOZEN BTx30: 136,35€ * ACTIQ LOZ 1200MCG/LOZ BTx30: 136,35€
MNeparrépw nAnpopopisg diatiBevrar and n Specifar A.B.E.E., katéniv arrioewg.

Suv-npowbnon: Specifar A.B.E.E.,
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Bon6norte va yivouy To 9appoKo o acpain Ko 'ESpa/EpyocTacio:
Avogépete 28ng OkTwpfpiou 1, Ay. Bappapa, 123 51
OAEZX Tig avemOounTeg evépyseies yia Ipacpeia Epnopikou TuApatog:
OAA 10 @appoka Newe. Knepioiag 44, Mapouvor, 151 25
Zoprinpevovrog Ty «KITPINH KAPTA» TnA: 211 8805000 Fax: 211 8805120

Ap..E.MH.: 000228201000



Bemiparin sodium

:'" Jgfjjj_/iJ\f

ZYNONTIKH NEPIFPAOH TON XAPAKTHPIZTIKQN TOY MPOIONTOX
ONOMAZIATOY GAPMAKEYTIKOY MPOIONTOX: Ivor 2. 500 U anthﬂo 2ml evéatpou Slahvpatog o€ mpoyepopévec alpiyye¢ MOIOTIKH & NOZOTIKH ZYNOEEH: Bemiparin sodium: 2.500 1U (anti Factor Xa*) avd 0,2 ml mpoyepuopévn avptyya (1500vapn
He 12.5001U (anti Factor Xa*) avd ml evéatpou Siav ' e DeBueic povades anti-Factor Xa dpaotikdmnag (1U) pe Baon o Mpwro Aiebuég Mpdtumo Avagopds Hmapivng Xapnhou Mopiako Bépou, la tov mrjpn katdhoyo
Twv ekoxwy, BA. mapaypago 6.1. !YIKEVA}:IE!ITIMEZ. IVOR 2 5001V antl -Xa/0,2ml BT 10 PESYR AT:22,25€
ONOMAZIATOY OAPMAKEYTIKOY nPOIONTOZ- Ivor3.5001U anthﬂo 2ml evéotpou Slahopatog oe mpoyepiopéve; oUpiyyeg. MOIOTIKH & NOZOTIKH ZYNOEEH: Bemiparin sodium: 3.500 1U (anti Factor Xa*) avd 0,2 ml mpoyepuiopiévn adptyya (iooStvayn
1e 17.5001U (anti Factor Xa*) avd ml evéatpou Siahvparoc). H a o€ AieBueic povade anti-Factor Xa Spaatikdrag (1) pe Baon to Moo Aebuég Mpdtumo Avagopds Hiapivng Xapnhou Mopiakou Bapou, Ma tov mhrjpn katahoyo
Twv ekdoxwy, BX. mapaypago 6.1. IYIKEYAZIEE/TIMEL: IVOR 3 5001V antl Xa/0,2 ml BT x 2 PFSYRAT.: 10,74 BT x 10 PESYR AT 36,05 € BT x 30 PESYR AT 12083 €
ONOMAZIA TOY OAPMAKEYTIKOY MIPOIONTOE: Ivormax 25.000 1U anti-Xa/ml evéoipou Slahdpatos oe mpoyepuapiéves abpiyyec MOIOTIKH & TOZOTIKH EYNOEEH: Bemiparin sodium: 25 000 v (anti Factor Xa*) avd ml evéatyiou StaNspatoc. loodtvagn
pie: 5.000 1U (anti-Factor Xa) avd 0,2 ml mpoyepopévn atptyya, 7.500 IU (anti-Factor Xa) ava 0,3 ml mpoyepopévn auptyya, 10.000 IU (anti-Factor Xa) ava 0,4 ml mpoyepiopévn oupiyya. * o€ Migbveic povadeg anti-Factor Xa
SpaotikotnTag (IU) pe Bdon To Mpwro Atebuéc Mpotumo Avagopag Hrapivng Xapnhot Mopiakou Bapoug. Ma tov mhiipn katdhoyo Twv ekdoxwy, BA. mapaypago 6.1. qul(auaals(lT G IVORMAX 25, 000 1U anti-Xa/ml, 5.000 IU anti-Xa/0,2 ml BTx2 PESYR.
AT 21,86€,7.500 1U anti-Xa/0,2 m| BTx2 PF.SYR. A.T.: 19,08€, 10.000 IU anti-Xa/0,2 ml BTx2 PESYR. AT.: 23,33€
OAPMAKOTEXNIKH MOPOH: Evéaipio Sidhupa o€ mpoyepiopéves aupiyyeg. (Axpwpo 1j ekappug kitpivwnd, Slavyég Sidhupia, ekedBepo opativ owpatidiwv). KATOXOZ AAEIAL KYKNO®OPIAL: BIANE= A.E. - 08¢ Tatoiou, 146 71 Néa EpuBpaia,

TnA.2108009111. HMEPOMHNIA ANAOEQPHEHE TOY KEIMENOY: 16-12-2016

TPOMNOZ AIAGEZHE: QappaKeVTIKO MPOIOV YIa TO OTIOIO AMCITETAL IATPIKK GUVTAYH.
ppaxamo aogaki Kat

Nepartépw minpogopies SiatiBevtal amd Tov KAK katémy armioew. | “mw‘l\m::m
\va

ONEE i avem@UpNTES EvEpYEIECYI

b INH KAPTA»

BIANE= e T
IANES mmm A.E.

BIOMHXANIA  DAPMAKON
ETAIPEIA TOY OMIAOY FIANNAKONOYAOY Ravi,

BIANEZ= A.E. - ESpa : 0806¢ Tatoiou, 18° YAu. E.O. ABnvwv - Aapiag 146 71 N. EpuBpaia ATTikig, Tay. Qupida 52894, 146 10 N. EpuBpaia
TnA.:210 8009111 Fax: 210 8071573 « E-mail: mailbox@vianex.gr « WEBSITE: www.vianex.gr

OETXANONIKH: Akadripou 113, 562 24 Eboopog Oeooalovikng Tnh.: 2310 861683

AP. ILE.MH. 000274201000

VE-20230-IVOR-9/2020



O ZIEXTENZO

pegfilgrastim
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Tpénog §1aBeong: Meploptopévn LATPIKN ouvTayn.

H diayvwon &/ n évapén tng Bepaneiag yivetal oe voookopeio A Novartis
& pnopei va ouvexidetal KOG VOOOKOpEIOU UNG VOOOKOUELaKN napakoAoUBnan. AN D Division
Noocokopetakn tpn: ZIEXTENZO INJ.SO.PFS 6MG BTx1 PESYR 314,07€

KAK: Sandoz GmbH

¥ To pdpuako autd tedel Boriote va Yoo 12 oo Mo aoodlr Biochemiestrasse 10, A-6250 Kundl, Auatpia

un6 oupmAnpwuaTike naparoAoutnon et Stoixeia emkowvwviag omv EAAGB:
Iotv T ouvtayoypdenon oupBouleuteite CAES “;fa“l‘]’ﬁ"“'sgﬂgﬁjxs"“‘“ Novartis (Hellas) A.E.B.E/Sandoz division
v Mepidnyn Xapaktnpiotikdv 1ou MPoidvIos  syumnpavoviag m «KITPINH KAPTA» ®dpaykokkAnaldg 78, 151 25 Mapoual, Abrva

nou biatiBetar oe enduevn oeAida TnA.: 2102811712, da&: 210 6857655



@'Z I E\ T E NZD® TYNOMTIKH NEPIAHWH TON XAPAKTHPIZTIKQN TOY NPOIONTOZ
a v To ¢appako autd TEAE( UG OUUTANPWHATIKY TTapakoAouBdnom. Autd Ba TUTPEYEL TO YPIYOPO
TIPOODIOPLOUG VEWV TIANPOPOPLOV AOPAAELAS. ZnTEltal and Toug emayyeAatieg uyeiag va

pegfi|grosﬁm avapEPOUV OTolEadNTOTE TIOAVOAOYOUNEVES aveTIBUUNTES evEPYEleS. BA. mapdypago 4.8
Yl ToV TP avapopdg averubuunTwy EVEPYELWY.

1. ONOMAZIA TOY ®APMAKEYTIKOY NPOIONTOZ: Ziextenzo 6 mg evéao didhupa ae mpoyepopévn olptyya. Pegfilgrastim (pegfilgrastim). 2. MOIOTIKH KAl
NOZOTIKH ZYNOEZH: KaBe mpoyepopévn alptyya nepiéxet 6 mg pegfilgrastim* (pegfilgrastim) oe 0,6 ml evéaou dlaAdpatog. H ouykévipwon, BAcel puévo
me npwteivng, eivat 10 mg/mi**. * Mapayetat o€ kuttapa Escherichia coli, ue epapuoyn texvohoyiag avacuvduaopévou DNA, akolouBoluevn and ouleudn
pe ToAuaBuhevoyAukohn (PEG). ** H ouykévipwan eivat 20 mg/ml edv oupriepingBel to tpripa PEG. H dpactikdmta tou mpoiéviog autod dev Ba mpénet va
ouykpivetal e m dpacTikomTa GAWY TEYKUNWUEVWY T} N TIEYKUALWHEVWY TIPWTEVWY G dlag Bepaneutikng kamyopiag. Ma neploodtepeq minpogopieg, BA.
napdypago 5.1. Ekdoya pe yvwat dpdan:

KdaBe mpoyepuopévn auptyya mepiExet 30 mg gopBtoAng (E 420). MNa tov mArpn katdhoyo Twv ekddxwv, BA. mapdypapo 6.1. 4. KAINIKEZ MAHPOOOPIE:: 4.1
OepancuTikeg evaeigelg: Meiwon ™G dldpkelag ™G oudETEPOTEVIAg Kal G OUXVOTTAG EUPAVIONG TG EUMUPETOU OUDETEPOTIEVIAG 08 EVANIKEG AOBEVE(Q
TIOU GKOAOUBOUV KUTTAPOTOEIKY XNHE0BEPANEia yia v avTLETATION KakoriBoug vooou (pe e&aipean  xpdvia puehoyevi Aeuxatpia kat ta puehoduomAaatika
oUvdpopa). 4.3 Avtevdeigelg: Yriepeuawodnaoia ot dpaatik ouaia i o€ kArolo and Ta £kdoxa Tou avagépovtat amv napdypapo 6.1. 4.4 EIdIkEG mpocidonoifoeig
ka1 mpo@uAdgeig katd T xpron: [xvnhaowdémra: Mpokewevou va BeATiwOEel 1) (xvnAaowdmTa Twv napay6viwy dLEYEPANS AMOLKIOV KOKKIOKUTIApwV (G-CSFs), 10
Gvopa Kat 0 aplBpdg maptidag Tou XoprnyoUHEVOU GapUAKou TIPEMEL VA KATAYPAPETAL Pe CaPrVELD. [EVIKES TIPOEDOTOMOELS KAt TTPOPUAGEELG: Meploplaopéva KAVIKA
oedopgva urodelkviouv Tapopota nidpaon mg pegfilgrastim €vavtt mg filgrastim atov xpovo avavnyng ane oopapr oudeteponevia o aobeve(q e de novo oteia
puehoyevr) Aeuxawia (AML) (BA. mapdypago 5.1). Qotdoo, Ta pakporpobeapa aroteAéopata mg pegfilgrastim otmv AML dev €xouv TeKUNPLWOEL Kat ouvernag a
TIPETEL VA XPNOLLOTIOLE(TAL HE TIPOOOYN € AUTGV Tov MANBUOUG agBevav. O mapdyovtag dLEyepang aroIKIWV KOKKIOKUTIAPWY UMopel va evioxUoeL v avamtugn
HUENOYEVWV KUTTApWY in vitro kaL tapopola emnidpacn propel va napampnOei e oplopéva un puehoyevn kittapa in vitro. H aopdela kat n anoteAeopatikémmra
g pegfilgrastim dev €xouv dlepeuvndei o aoBevelq pe PUEAODUOTIAAOTIKG GUVOPOWO, XPOvia pLuehoyevn Aeuxawlia kat oe aoBeveiq pe deutepormadbr AML,
OUVETIWG OeV Ba TPETIEL Va XPNOLOTOLE(TaL 0 QUTOUG Toug acBevelq. Idtaitepn mpoaoyn Ba rpémet va divetal MPOKEIIEVOU va Yivel dtdkplon mg didyvwaong Tou
PeTaoXNUatiopoU Twv AACTWY G Xpoviag puehoyevoug Aeuxawiag and mv AML. H aogalela kat n anoteAeopatikdmta mg xoprynong pegfilgrastim oe aoBeveiq
pe de novo AML nhikiag < 55 €Twv pe KUTTapoyevVeTIKr 1(15,17) dev €xouv Tekunplwdel. H aopalela Kat 1) anoteAeapatikémta mg pegfilgrastim oe aobeveiq
Tiou urtoBdarhovtat oe UYNAES 66aelg xnueloBepareiag dev €xouv dlepeuvnBel. AUTO T0 PaPUAKEUTIKG TPOIGV deV TIPETIEL va XpnatdoroLleltal yia aignon me 66ong
KUTTapOTOEIKAG XnuUelobepaneiag mEpa and ta kaBoplopéva doagoAoyika oxruata. Mveupovikd averuBiunta oupBdvra: MveuRoVIKES averubupunTeq EVEPYELES, Kal
OUYKeKpEVa dlapean mveupovia, xouv avagepbel petd m xopnynon G-CSF. AoBeveiq e mpéopato LTOPIKG TVEUMOVIKWY dnBraewy 1) Tveupoviag evogxetat
va dlatpExouv uYnAdTtepo kivouvo (BA. apdypagpo 4.8). H eppavion MveupoviKwv onuelwy, onwg Prixag, mMUPETOg Kat dUoTvold, 08 OUVdUAOHO e AKTIVOAOYIKA
onpeia mveupovikwy dnBrRoswy Kat 1 eMdEvVwaT G TIVEUHOVIKAG AElToupyiag o ouvduaouo pe augnuévo aplBue oudeTepOpIAwY EVIEXETAL VA AMOTEAOUV
TIPWIHES eVOEIEELS 0EE0G OUVDPOHOU avarveuaTikng duaxEpetag (ARDS). 2e TéToleq ouvankes, Ba mpémel va dlaksmretal i xopriynan mg pegfilgrastim katd myv
Kpion Tou latpou Kat va oidetat katdAnAn aywyn (BA. apdypagpo 4.8). Inelpauatove@pitda: Exel avapepbel anelpapatoveppitida o€ aoBeveig mou Adppavav
filgrastim kau pegfilgrastim. I'evikd, ta oupdvta onepapatoveppitidag ermAdbnkav petd m peinon me 60ong 1) m dwakorm xoprynong filgrastim kat pegfilgrastim.
Juviatdrat n napakohoudnon pe avauan olpwv. Zuvopopo dlaguyng Tpxoeldwv: Exel avapepBei auvopopo Olapuyng TPLXOELOWY EMeELTa and xoprynan napdyovia
OLEYEPONG ATOLKIOV KOKKLOKUTTAPWY Kal To omoio xapakmpiletal and unétaom, umoleukwpatvaiylia, oidnua kat apoouykevipwan. Ot acbeveig mou eppaviouv
OUMITTOUATA OUVDPGHOU dLaguyrg TPLoEdWY Ba MPEMEL va rapakoAouBouvTal 0Teva Kat va AapBavouv v kablepwpévn ouprwpatki Beparneia, n ornoia propel
va repiappavet mv avaykn yla eviatkn gpovtida (BA. mapdypago 4.8). ZmAnvoueyahia kat prEn omnvog:

[evIKA QOUUMTWHATIKA TePLOTATIKA OTANVOLEYaNiag Kat MePUTTRoelg pri&ng omAnvag, ouprepAapuBavopEVwy OpLOPEVWY TIEPLOTATIKWY e Bavamedpo KatdAngn,
€youv avagepBel petd and xopriynon pedfilgrastim (BA. mapdypago 4.8). Emopévwg, 10 p€yeBog Tou omAnveg Ba TipEMeL va napakoAoudeital MPooeKTKa
(mx. kA e€€taan, unépnyog). Ba mpénet va e€etdletat 1o evdexOpevo prENg OTANVGG 0e adBevelq Tou avagepouv MGvo 0To Tdvw aplotepd PEPOG
™S KOWAKNG XWpag 1 10 akpo Tou wpou. BpopBorevia kat avawia: H Bepareia pévo pe pegfilgrastim dev anokAeiel ™ BpopBomevia kat my avawia S0t
TANPNG O00N MUEAOKATAOTAATIKNAG XnueloBepaneiag dlampeitat 0Tto KaBopLoPEVO TPAYPApHA. ZUVIOTATAL TAKTIKY TapakoAolbnaon tou aptopou aipornetalinwv
KalL Tou awatokpim. Idwaitepn mpoooxr| MpéEmet va divetal katd myv xopnynon eanag n ouvouaopoy XNUELOBEPATIEUTIKAV TIapayGvIwy oL ornolol lval yvwoto
6T mpokahoUv coBapn Bpopporevia. MueAoduorhaoTikd aUvdpopo kat oeia puehoyevig Aeuxawia oe aoBeveiq Ue KAPKIVO TOU PadToy KaL Kapkivo Tou
nvelyova: 2to TAaiolo peAEmG mapampnong Letd myv kukhogopia, n pegfilgrastim o€ ouvduaopo e xnueodepareia r/kat aktvobepaneia €xeL GUOYETIOTEL e
avdrtuén puehoduanhaatikold ouvdpdpou (MDS) kat oeiag puehoyevoug Aeuxawliag (AML) oe aoBeveiq pe Kapkivo Tou paotou kat Kapkivo Tou mvedpova (BA.
napaypago 4.8). Na mapakoloubeite Toug aobeveiq e kapkivo Tou LaoTou Kat kapkivo Tou Tivedpova yla onueia kat gupmtopata MDS/AML. ApemavokuTtapikr
avawlia: ApeMavoKUTIapIKES KPIOELG €OV OXETIOTEL e T Xpron pegfilgrastim oe aoBevelg pe otiypa SPEMAVOKUTIAPIKAG avaluiag 1 dPEMAvOKUTIAPIKS VOO0
(BA. mapdypago 4.8). M'a tov AGyo autd, ot atpoi Ba mpémel va eivat 1BLaTeEpa MPOEKTIKOL KATd ™ ouvtayoypdgnaon mg pegfilgrastim oe aobeveig pe otiyua
OPEMAVOKUTIAPIKAG avayliag 1 HpenavoKuTIapikr vooo, Ba mpénet va napakoAouBolv Tig KaTAAANAEG KAWVIKEG TTAPAUETPOUS KAl TIG EPYACTNPLAKES AVAAUOELS Kal
6a npémnel va mpoagyxouv v Tubavy GuoXETIoN Tou Gapdkou autol pe ddykwan oTAva Kal ayyeloanoppaktikeés kpioelg. Aeukokuttdpwan: Exouv mapatmpnoei
aptBpoi Aeukokuttdpwv (WBC) 100 x 10%1 1 peyalutepot, ae hydtepoug arnd 10 1% twv acBevwv rou €aav pedfilgrastim. Aev €xouv avapepBei averubuunteg
avtidpdoelg mou va anodidovtal dueca o€ autov Tov BaBud AeukoKUTIApwaonG. Autr 1 augnom Twv AEUKOKUTTApWY eival mapodikr, eppavietat ouvnowg 24 pe
48 (peG PETA and ) xopriynon kat oupBadiCel e Tig pappakoduVapKeS ermdpdoelg autol Tou pappdkou. ZUPewva Pe TIG KAVIKEG eTudPAceLg kat my rbavomra
AEUKOKUTTApWONG, Ba MPETeL va mpaypatoroletat EAeyXoS Tou aplBpol Twv AEUKOKUTIAPWY O€ TAKTA XPOVIKA dlacTripata katd ) didpkela mg Beparneiag. Av
0 apBPdg Twv AeukokuTtdpwy Eemepaaet ta 50 x 1091 petd and to avapevépevo vadip, 10 pdppako auté Ba mpémnel va dlakonretal dueca. Ynepeuawabnaia:
2e aoBeveiq und Bepaneia pe pegfilgrastim €xel avagepbei unepeuawodnaia, oupmepauBavopuEVwy avauAGKTIK@V avtidpdoewy, mou mapouatadetal katd my
apyIkn 1 mv enakoloudn Bepaneia. H pegfilgrastim mpénet va dwakomel uéviya oe agbeveiq e KAvika onuavtikn unepeualadnaia. Mn xopnyeite pelfigrastim oe
a0Beveiq e 10TopIKG urepeuatodnaiag oty pegfilgrastim 1} ot filgrastim. Xmv nepimtwon epgdviong coBaprig alepykng avtidpaong, Ba mpémnet va xopnyeltat
kat@AAnAn Bepareia kat 0 aoBeviig va apakolouBeitat aTeva yla apkeTé nuéPeS. Zuvdpouo Stevens-Johnson: ZGvdpopo Stevens-Johnson (SJS), To omoio pmopet
va eivat anelntikd yia m Lwr 1 Bavamedpo, €xel onaviwg avapepBei ae oxeon pe m Bepareia pe pegfilgrastim. Av o aobevig €xel avarttiget SIS pe m xpnon
g pegfilgrastim, n Bepaneia pe pegfilgrastim dev mpénel o€ Kayia repimtwon va Eeva ek véou 0TOV OUYKEKPLUEVO aaBevr). Avogoyovikétta: ‘Onwg oupBaivel
Je OAEG TIQ BepameuTikEég TPWTEIVES, undpyel ruBavémta avogoyovikémrag. Ot pubpol mapaywyng aviiowpdtwy évavt g pegfilgrastim eivat yevika xapnAol.
EpoaviCovtal deopeuTikd aviowpata 6nwe avapévetal pe 0Aa ta Blogappakeutika npoiovta. Qatéao, dev 0uV OUOXETIOTE( €T TOU APOVTOQ e EEOUDETEPWTIKN
Opaompiémra. Aoptitda: ‘Exet avapepBel aoptitida petd m xopriynon tou napayovia G-CSF oe uym dtopa kat oe kapkworadelq agbevelq. Ta ouprmiwpata
niepapBdvouv upeTo, koaks dhyog, kakouyia, oapuakyia kat augnuévoug deikteg GAeypovg (LY. C-avTidpwoa TpwTeivn Kat EMiMeda AEUKWY aooeatpiwv ato
Q{ua). 211G MePIOOTEPES TIEPUTINTELS 1) AOPTITIOA DAYVAOTNKE HE AEOVIKT) TOLOYPAPIa KAl AVTILETWTIOTNKE e amopdkpuvan tou riapayovta G-CSF. BAEme emiong
napaypago 4.8. AAeq mpoedononoelq: H aopdheta kat n anoteAeapatikdmra mg pegfilgrastim oy kwvntornoinom twv npddpopwy awoopalpinv o€ acbeveiq i oe
UYLElg 06TeQ dev €xouv aklohoynBel enapkg. AuEnuévn aomomtikr dpacmeLeTTa Tou HueAol Twv 00TWY WG aviandkplon ot Bepaneia pe auéntikoé mapdyovia
€xel OXETIOTEl e apodIkES BETIKES aANAYEQ NG AMEKOVIONG TwV 00TWY. To yeyovdg auté Ba mpémnet va AauBdvetat unéyn dtav a&loAoyolvtal Ta anoteAéopata
G AMEKOVIONG TWV 00TAV. AUTO TO QAPHAKEUTIKG MPoidv Teptéxel 30 mg copPIToAng oe KaABe Tpoyepapévn alplyya to ormoio woduvayel pe 50 mg/ml. H
aBpoLOTIKI EMIBPAcM ™G TAUTGXPOVNG XOPHYNONG TPOIOVTWV TIOU TIEPLEXOUV TOPRITOAT (1 PPOUKTG(N) Kat n e v dlatpodry Ayn copBtéAng (1 ¢POUKTOLNG)
Tipénel va Aapavovtat uréyn. To epappako auto Teptéxet Atydtepo amnd 1 mmol vatpiou (23 mg) ava d0on 6 mg, €ivat auto rou ovopdloupe «eAeUBEPO vatpiou».
4.8 AvemBupnteg evépyeieg: XGvoyn tou mpoih acpalewag: Ot o ouxva avapepoueveg averiBULNTES EVEPYELES TIOU QVaPENPBNKAV fTav révog aTa 00Ta (oAU
ouxvéQ [= 1/10]) kat pUooKeAETIKOG Tévog (ouxveg [= 1/100 €wg < 1/10]). O mévog ota 00Td elxe Katd Kavova Arua €wg PETPLA €viaonm, HTav mapooikog
Kal UrmopoUoe va avTILETWIIOTEL Pe Kova avaAynTika atoug mepLoootepouq acbeveis. Aviidpdoelg Tunou unepeualobnaiag, ouumepAauBavopevay depuatikol
e&avonuatog, Kvidwong, ayyeloowdnuatog, duomvolag, pubnuatog, €&ayng kat unétaong mpogkupav Katd myv apykn 1 TG eMaKOAOUBES XOPNYNOELS pe
pegfilgrastim (6xt ouxveg [= 1/1.000 €wg < 1/100]). ZoBapeg alepykeg avtdpdoelg, oupnepappavopévng me avapuia&iag pnopel va eupaviobolv oe
aoBeveig Tou Aapavouv pegfilgrastim (6xt auxveég) (BA. mapdypago 4.4). To 0UVOPOLO BLaguYNG TPLXOEWdWY, TO OTO{0 EVIEXETAL VA gival ATEANTIKO Yia T {wi} edv
kaBuateprioeL n Bepareia Tou, Exel avapepBel oxt ouxva (= 1/1.000 £wg < 1/100) oe aoBevelq pe Kapkivo rou AapBdvouv xnuetoBepaneia €netta and xopriynon
napayovtwv OLEYEPONG AMOIKIOV KOKKIOKUTTApwY. BA. mapdypago 4.4 kat mv mapdypago «[leplypagn emAEYUEVWY aveuBiunTwy evepyEldv» Tapakdtw. H
omAnvopeyahia, Yevika aouprtwuatiki, eivat éxt ouxvn. H pri&n ominvaég, oupmepAauBavopévwy HepIK®V Bavameopwy MePITIWOEWY avapeponke Ox1 auxva Letd
ano m xoprjynon pegfilgrastim (BA. mapaypago 4.4). ‘Exouv avapepBel OxL OUXVES TIVEUHOVIKES averiBupnTeg aviidpdoelg, ouprnepthappavopévng me oldpeang
TVEUROV(aG, TOU TIVEULOVIKOU OWMUATOG, TWV TIVEUHOVIKWY dINBAoewv Kat TG TIVEULOVIKAG (vwong. Oxt ouxvd, KATolEq MEPUTIWOELS €AV WG AMOTEAETHA
avarveuatikn averndpketa i ARDS, ta ortoia priopei va €xouv Bavam@opa katdAngn (BA. mapdypago 4.4). MepoVwHEVES MEPITTWOELG PEMAVOKUTIAPIKWV KPIOEWV
€Y0Uv avapepOel 0 A0BEVEIG e OTiyHA DPETAVOKUTIAPIKNG avawuiag 1 HPEMAVOKUTIAPIKT vaao (Ot OUXVEG Oe aoBeVEl pe dpenavokuTtapikn avawia) (BA.
napaypago 4.4). Katdhoyog averBupntwv EVEPYELDV OE LOPPN MIvaka:
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Ta dedopéva aTov apakatw rivaka meplypapouv averuBupnTeS eVEPYELES TIOU avadePBnkav o€ KAVIKES BOKILES Kal auBGpUNTES avapopeg. 2e kABe kamyopia
€UOAvVIONG OuXvOTNTag, 0L averuBuunTeq evépyeleq napatibevial katd ebivouoa oelpd copapdmrag.

Karnyopia/ i AvemBipnTEG EVEPYEIES
0pYavIKo 0UOTNHG OUNQWVT TMoAu guyvsg JUVES ‘0x1 ouxvég INaviEg
ve To MedDRA (= 1/10) | (= 1/100 éwg < 1/10) (= 1/1.000 £wg < 1/100) (= 1/10.000 £wg
) < 1/1.000)
NeonAdopara kahori0n, kakor@n Kai Mughoduomhaatikg ouvapopp
pn kaBopiopéva (nepihappavovtar 0O&ela puehoyevng Aeuxawlia
KUOTES Kal MOAUMOdES)
Alatapay€ Tou aiomoINTIKOU Kai OpopBorevia’ ApemavokuTTaptkn avauiag?
TOU AEUQIKOU GUOTHPATOG Aeukokuttdpwon’ 2rnvoueyahia?
Pri&n omAnvog?
Alatapay€g Tou avogomoINTIKoU Avuidpdoelg unepeuaiabnaiag
QUOTHPATOS AvaguAa&ia
Alurupuxsq ToU perapohiopou Kal Augnoetg Twv emmédwv Tou 0UPLKOU 0EE0G
G 8pEPng
Aiatapax£g Tou veupiKou Kegahahyia'
guoTHpaTOg
AyyeiokES dlatapayEg 20vOPOLO DLaQUYNG TPLXOELDMY' Aoprtitda
Alatapay€g Tou avanveuoTiKou 20vOPONO 0&EIG avamveUaTIKiG dUOYEPELAQ? Mveupovikn awoppayia
ougTHpaTo, Tou 6Kpaka Kai Tou TVEUPOVIKEG aveTuBUNTES EVEPYELES (BLApEa
pecodwpdkiou TIVEUHOVIQ, TIVEUMOVIKG 0(dnua, TIVEULOVIKES
dINONOELS Kal TIVEUHOVIKT ivayan)
Aworttuon
AiaTapaygg ToU yaoTpEVTEPIKOU Naurtia’
Alatapay€g Tou dEPHATOS Kal TOU 20vdpopo Sweet (oeia eurupem 20vdpopo
unodopiou 10ToU 0UdETEPOPINIKT| Deppdtwan)™2 Stevens-Johnson
Agppatikn ayyelmoa'?
AiaTapay€g Tou pUOOKEAETIKOU 00Tkdg MuookeAeTiKGg évog
GUOTHHATOG Kal TOU GUVAETIKOU T6vog (uuaAyia, apBpaAyia, évog
10T0U ata akpa, oogualyia,
HUOOKEAETIKAG TIOVOG,
auxevahyia)
AwoTapay€g Twv vEPp@V Kal TwV Inelpapatoveppitida?
pogop (00}
Fevikég dlaTapay€g ka1 KATaoTaoeIg MNévog o 6€on g éveang' | Aviidpdoelg o B€an g Eveang?
NG 0d0u Xoprynang Mn KapdlakGg Bwpakikog
Tovog
Napakhivikég e&eTdoeig AUEN0ELG TG YaAAKTIKIG u¢u6poyovuanq Ka
™C ahkahikiq wopatdong'
Mapodikég auénoelg mg ALT 1) mg AST otig
dokiaoieg nratkng Aettoupyiag’

! BA. apdypago «Meptypagn EMAEYPEVWY QVETUBUUNTWV EVEPYELWY» MAPAKATW.

? AUt n QveTBUpIT EVEPYELT TPOCOLOPIOTNKE QMG TV TAPAKOAOUBNON HETA TV KuKAOGOPIa GANG BEV aPATNPNBNKE O TUXAIOTIOMHEVEG, EAEYXGHEVES KAIVIKEG
OO0KIUES OE SVI]MKSQ H kamyopia ouxvémtag npoadlopiomke and €vav OTaTIOTIKG UToAoylopd pe Bdon 1.576 aoBeveiq mou €aBav pegfilgrastim oe evvéa
TUXQLOTIOMNPEVES KALVIKEG DOKIMEG.

Meptypagn emieyuévwv avermBuuntwy evepyelv: Oxt ouxva mepLoTatika ouvdpopou Sweet €xouv avapepdel, av Kat 0€ 0PLOPEVES TIEPUTTIOELS, UTIOKE{UEVES
apatoAoyikeQ kakonBeleq uropel va dladpapati(ouv karoto poro. Oxt ouxvd oupBdvta deppatikig ayyeltdag €xouv avapepBel e aabeveiq mou éhapav Bepareia
ue pegfilgrastim. O unyaviopég mg ayyelitdag otoug agbevelq mou Aappavouv pegfilgrastim eivat dyvwatog. Avtidpaoelg me 8€ong €veang, ouunephapBavougvou
Tou epubnpatog me BEang €veang (Oxt oUXVES) KaBwg Kat GAyoug atn BEang ™G €veang (OUXVES) €XOUV TIApouaLaaTel oV apxk 1} o€ emakoAoubeq Bepaneieg
pe pegfilgrastim. ‘Exouv avagepBei ouxva meplotatikd AeukokuTtapwang (aptBpdg Aeukokuttapwy > 100 x 10%1) (BA. mapdypago 4.4). Avaotpéyues, Nrieg €ng
PETPLEG QUENTELG TOU ETUMEDOU TOU OUPIKOU 0EE0G Kal ™G AAKAAIKNG GwOPATANG, XwPI§ oxeTOpeveq KAWVIKEG erudpdoelg ftav Oxt OUXVEG. AvaoTpEPILES,
Neg WG HETPLES QUENTELS TOU ETUMEDOU TG YAAAKTIKAG apudPOYOVAONG, XWPIG OXETI(OHEVES KAVIKEG ETUDPATELG fTav 0L OUXVEQ 0¢ aoBevei Tou €Aapav
pegfilgrastim petd and kuttapoto&ikn xnueodeparneia. e aobevelq mou Adupavav xnueobepareia, mapampnenke Mol ouxva vautia kat kepahahyia. ‘0xL ouxveg
uénoelg Mg auwotpavopepaong me aiavivng (ALT) 1§ TG aomaptikig apvotpavapepaong (AST) oe dokiuaoieg nnatikig Asttoupyiag €xouv mapampnoel
o€ agBeveilq petd m Ayn pegfilgrastim Uotepa and kuttapotoéikn xnueloBepaneia. Ot auénoelq autéq frav mapodIkéS Kal EMETTPEYAV OTIG APXIKES TIUEQ.
‘Exouv avagepBel auxvd meplotatikd Bpopporeviag. AuEnpévog kivduvog MDS/AML énetta and Bepaneia e 1o Ziextenzo ae guvduacpo e xnpetobeparela fi/kat
akTvoBepareia €xel mapampnoel o€ a ETUANOAOYIKI LEAET O A0BEVEIG e KAPKIVO ToU HaoTou Kal Kapkivo Tou riveupova (BA. mapdypago 4.4). Mepotatkd
OUVOPGHOU DlaguUYNS TPLXOELOWV EXOUV avadePBE( PETA TV EYKPLOT TOU GAPHAKOU e TN XO0M TapayovIwy SLEYEPONG AMOLKIOV KOKKIOKUTTIApWY. Ta rmeplotatikd
autd €xouv Yevika oupBel o€ aobeveiq pe mpoxwpnuéva kakortn voonuata, onyn, o€ acbevelg mou AapBavouv molamAd pappakeutikd mpoiévia xnuelobepaneiag
7 uriopaihovtat o apaipeon (BA. mapaypago 4.4). Nawdiatpik6g mAnBuopdg: H epmepia ota nawdid eivar meploplopévn. ‘Exel mapampn6el uynAdtepn ouxvéta
oopapwv averbuuntwy evepyelwv o pikpdtepa mawdid nhkiag 0-5 etwv (92%) ouykplikd pe peyakitepa mawdid nhiag 6-11 kat 12-21 v (80% kat 67%
avtiotorya) kat eviAikeg. H mo ouxvd avagepopevn averuBopnm evépyela frav ootikag movog (BA. mapaypdgoug 5.1 kat 5.2). Avagopd mBavoloyoupevwv
averuBountwv evepyelwv: H avagopd mBavoloyoUpevwy averuBupunTwy VEPYELDV PETA ard Tr Xoprynomn adelag KUKAopopiag Tou pappakeuTKou TpolovTog
eivat onpavtikn. Erutpénet m ouvexr) napakohoubnon mg oxEong 0pENOUG-KIVOUVOU TOU GAPLAKEUTIKOU TIPOIGVTOG. ZnTeital and Toug enayyeApatieg uyeiag va
avapgPouv omoLeadNoTe MBAvoAOYOUUEVES QVETUBUUNTES EVEPYELEG HEGW TOU £BVIKOU 0UOTNRATOG avapopdg mou avaypdeetal mapakdtw. EBvikdg Opyavioudg
dappdkwv: Meooyeiwv 284, GR-15562 Xohapydg, Abrva, TnA: + 30 21 32040380/337, ®a&: + 30 21 06549585, latdtomnog; http://www.eof.gr

7. KATOXOZ THZ AAEIAZ KYKAO®OPIAZ: Sandoz GmbH, Biochemiestr. 10, 6250 Kundl, Auatpia

8. APIOMOZ(0I) AAEIAZ KYKAO®OPIAZ: EU/1/18/1327/001

9. HMEPOMHNIA NPQTHZ ErKPIZHZ/ANANEQZHZ THX AAEIAL:

Huepopnvia mpdmg €ykplong: 22 NoepBpiou 2018

10. HMEPOMHNIA ANAGEQPHZHZ TOY KEIMENOY: 07/07/2021

AeTTTopEPEIG TANPOPOPIES Y1a TO TIAPGV PAPHAKEUTIKO TIPOIOV A Novartis
eival dlaBgaipeg atov dikTuako Témo Tou Eupwnaikou Opyaviopol dappdkwy: Division
http://www.ema.europa.eu.

KAK: Sandoz GmbH
Biochemiestrasse 10, A-6250 Kundl, Auatpia

Bon@rate va yivouv ta gdppaka o acgair

Kau Avagepete Jroixela emkovwviag oty EAAGoOa:
ONEZ TIG QvETBUMTTES EVEDYELES Novartis (Hellas) A.E.B.E/Sandoz division
yta OAA Ta pdppaka

OpaykokkAnaldg 78, 151 25 Mapouat, Abrva

e TA.: 2102811712, ®ag: 210 6857655



NEPIAHWH TQN XAPAKTHPIZTIKQN TOY NPOIONTOZ

1. ONOMAZIA TOY ®APMAKEYTIKOY MPOIONTOZ Pelgraz 6 mg evéatuo didhupa o€ mpoyepiopévo eyxutipa 2. NOIOTIKH
KAITIOZOTIKH ZYNGEZH Pelgraz 6 mg evéaio didhupia o mpoyepapévo eyyutipa Kabe mpoyepiopévog eyyutipag mepié-
Xet 6 mg pegfilgrastim* o 0,6 ml eveoou dlahdatog. H ouykévipwan, Bdoet povo Mg mpwieivng, ivat 10 mg/mi**.
*Mapdyetat oe kiTtapa Escherichia coli, e egappoyr Texvohoyiag avaouvouaayévou DNA, akohouBoUpevn and ouleun e
ToAuaiBuhevoyAukGAn (PEG). **H ouykevipwan eivat 20 mg/ml edv ouprepinoBei 1o Turua PEG. 3. GAPMAKOTEXNIKH
MOP®H: Evéayio didhupa. Aauyeg, dypwpo evéawo Bidhupa. 4. KAINIKEZ NAHPOOOPIEX. 4.1 BepaneuTikés evaeiteig:
Meiwon mg didpketag g oudeteporeviag kat mg auxvommq suqmvmq G eunipeTou ouﬁsrsprmavmq 0 svnAthq
aoBevei mou Bouv KUTTaPOTOEIKT VL(] TV avTeTwon kakoriBoug vooou (ke e&aipean m xpovia
Aoyewr Aeuxaia kat ta 43 i : YniepeuaioBnaia om dpaoTik] ouota 1 o€ K-
Tooané T skéoxu 44 E|6|Kr.c TIPOEIBONOIOEIC Kl nputpuhn{slq Kard T Xprion [xvnAaowomra: Mpoketpevou va BeAtiwbed
1 v B TIDOIOVTY, 1) ET0pIk 0VoLAo(a TU YopNyUjievou Tpoidvtoc Ba et
va kataypdgetat pe aunmvem O¢ela puehoyewiic heuxauia (AML): Meptoptopeva KAvika dE00jEVa UTIODEIKVUOUV Tapdjiola
enidpaon mg pegfilgrastim évavet mg filgrastim atov xpdvo avévnyng and copapr) oudeTeporevia oe aoBeveis e de novo
AML (BA. Tiapdypago 5.1). Qotdao, Ta pakportpdBeopa anoteAéapata mg pegfilgrastim omy AML ev €xouv TexppiwBei Kat
OUVENdG Ba TIDETTEL va YpOIOTIOIE(TaL HE Tipogoy o€ aut T opdda aaBevav. O G-CSF nopei va evioyuoet my avrugn
HUENOYEVG@V KUTIGpWY 1 Viro KOl TiapGoLa ENiBOaaT) riopet va napatmpnBet e 0plopeva i Huehoyevi Kutapa in vitro. H
aogdhewa katn anote | Oev £xel 0¢ a0Beve(S e juehoduaTAGOTIKG OUVBPOpO,
Xpovia puehoyevr Aeuyauyiia ka o€ 0Bevels pe deuteporabiy AML. Zuveriag dev Ba riperet va xprioworoleltal oe aurodg
T0ug aoBeveld, Idtattepn mpoooyT} Ba pénet va diveTal pokelyiévou va yivel didkpion MG didyvwong Tou HETaoMHaTIoHoU
v BAaoTav Mg Xpoviag puehoyevoug Aeuxatuiog and mv AML. H aopdheta kat 0 aroteAeopaTKGTITIa G Yoprynong
pegfilgrastim oe aoBeveig pe de novo ogeia puehoyei Aeuxayiia nhikiag < 55 eTav e kuttapoyewvetkn t(15,17) dev Exel
TekmplwBel. H aopdreta kat 1) anoteheapankdmta mg pegfigrastim o aoBeveig mou uroBaMovtat og UYmAeg 6ooslq X+
{ag dev £xel diepeundel. Autd 1o TIpOidv Bev TpEMEL va Yprioylonolettat yia augnon g doang
KUTTaoTogIKNG XTetoBepaneiag meépa ané ta kaBopiopeva oyiuata d0oewv. MVEUHOVIKES QvemBUUTIES EVEQYEIES:
TVEUHOVIKEG QvETUBUpTES EVEDVEIEQ Kat OUVKEKDIUEVU dideon nveuuuvm £youv avagepBel petd m yopAynon G-CSF.
AdBevei ue npompum 0TOPIKO TVEUOVIK@Y BnBrioewy 1) TIVEUHOViag evdexetal va dlatpéxou ugnhdtepo kivduvo (B
apdypago 4.8). H elodvin V Onjeiwy, Grwg rixag, MUPETOG kat duarvotd, 08 0uvdUaop e akTvoAoykd on)-
el TveUpovIK@V diner Kaun ms 113 HE QUENLEVO 1PIBUG OUDETENO-
Qv evBEETaL Va anoteAoly Tp@ipeq evést{alq ouvépouou uvunveummq duoxépelag evnhikuwv (ARDS). ¢ TETaIe ouv-
Brikeq, Ba mpénel va dlakdrretat 1 xoprynon mq pegfilgrastim, katd mv kpion tou watpou, kat va didetat katdMnAn aywy
(BX. mapdypago 4.8). Znepayatovegpimda: ‘Exel avagepBei anetpapatovegpinda oe aoBeveiq mou Adypavav filgrastim kau
pegfilgrastim. Mevika, Ta neplotaikd omepapatoveppitidag enAUBnKav peta m peiwan mg d6ong 1  dlakorm xoprynong
filgrastim kau pegfilgrastim. 2uviotatatn [ e avaAuan olpwv. ZUvdpoo dlaguyriq TOIYOEID@Y: Exel avapepBel
0UvBpopo Blaguyrg TpoeWdav Erera amd xopryron G-CSF kat 10 oroio yapaKmpiCETaL an unétaar), UroAEUKWHATOD,
oténua Kat aluoauvxswpwun O aoBeveig nou £)gavifouv OUITTEHaTa 0UVdPGHOU diaguyTiG TpIYOEIBWY Ba rpEre va napa-
oTeva katva \ m EvT) QuTwyaTIkn Beparte(a, 1 oroia jmope( va riepiapBaver Ty avaykn
Yia eveatik tppovnéu (B\. nupavpawo 4.8). ZnNvoueyahia kat prign an)\nvog Tevikd auuurnwuanm TIEPOTATIKG OTATVOpE-
Yakiag kat iept G PAENG omAnvdg, ouyn Jie Bavamgapo Katkng, Exouv
avagepBel etd and opnynan pegfilgrastim (BA. nupavputpo 48). Erlouevmc, U] usvseoq T0U OTAANVGG Ba TipETel va apaxo-
ouBeitat poaexTkd (Tty. ki eE€taam, unépnyog). Oa mpenel va eEetdletat To evdeyGpevo prgng omnveg oe aoBeveis
TI0U QVapENOLV TIGVO 0TO TIdvw ALOTENG HEPOG TG KOINEKTIG XWPAS 1} 0T0 dkpo Tou @lou. BpouBorevia kat avauia: H Be-
parefa pdvo e pegfilgrastim Sev aroxheiet m BpoyBonievia kat my avapia BTt NG 6Gon HUENOKATATTAATIKAG X1HeloBe-
pansmq dlampeital 070 kaBOPIOLEVO TPOYPAuNa. ZuvioTdrar TaKTIK nupuKvouenon 0U IOV atomETaNWV Kat Tou at-
Harokpir,. Iduaitepn ipooox rpEet va divetat katd mv yoprynon epdnag i
K@V TipoiovTwv Ta ortoia ival yvwoto 6Tt ripokahouv ooBapr BpopBortevia. Muehoduorhaotks ouv6po 0 ka ogmu us)\oys
IC Aeuyauuia o€ aoBeVeiG e KApKIVO T0U LaaToU KOl KApKivo Tou veduova: 210 rhaioto e napatfprong petd mv
Kukhopopia, 1 pegfi 0 G |e ka K €XEN QUOYETIOTEL |iE QvATTTUE Juehodu-
orhaotikod ouvdpdpou (MDS) kat gelag puehoyevoug Aeuxayuiag (AML) o€ QOBEVELS HE KapK(vO ToU HaoToU KatKapkivo Tou
vedyova (B\. mapaypago 4.8). Na napakolouBeite Touq aoBeveid jie Kapkivo Tou HaoToU Kat Tou vedjova yia onpeia kat
ouprttayata MDS/AML. Apenavokuttapiki avayia: ApenavokuTIapIKES kpioels Exouv oxeTtaTe e m xprion pegfilgrastim oe
a0Beveig e oTiypa dpenavokuttapikig avayiiag 1 dpenavokuttaptk vaoo (BA. rapdypago 4.8). Ma tov Adyo autd, ot latpol
Ba npénet va eivat dlaitepa mpooekTIKol katd m ouviayoypdenon g pegfilgrastim o€ aabeveig e otiypa dpenavokuiapt-
K avaiag 1 dpemavokuttapikriq véoou, Ba mpémel va TapakoAouBoly TIS KAVIKEG MAPAUETPOUS KAl TIG EPYATTIOLOKES
avahUoels kau Ba mipénel va poogyouv v rubavij GUOXETION ToU apHAKEUTKOU TPOIGvTog auToU e diéykwan oTrva kat
QYYEL0ANoPPAKTIKES Kpioels. Aeukokuttdpwan: Exouv napampnBel apiBpoi Aeukokuttdpwy (WBC) 100 x109 1 peyakite-
pot, o€ Aydtepoug and To 1% Twv aoBevav mou hapav pegfilgrastim. Aev éxouv avagepBei averuBupntes aviidpdoelg nou
va anod{dovar dueaa og auTév Tov Badyd Aeukokuttdpwang. Aut n adgnon Twv WBC eivat apodiki, ejpaviletal auvifwg
24 e 48 wpeg and m xopriynon kat aupBadiCel pe TIq papuakoduvapkeg emdpAaelg Tou GapHAKeUTKOU auToU MPOIGVTOS,.
2UpoVa e IS KNVIKEG EMOPATEIS Kal TV TUBQVOTTA AEUKOKUTIAPWATG, Ba TIpEMEL va MayHaTOMoLEfTal ENeYX0g Tou
pIBHOU TwV AEUKOKUTIAPWY OE TaKTA YpoviKd dlaoTrijiata Katd ) didpketa G Bepareia. Av 0 apiBGq Twv AeukokuTIdpwY
Eenepdoet a 50 x 109 petd ané 1o avapevéyevo vadip, 10 wapuaxauum Tipoidv autd Ba mpémet va dlakdreTat dueoa.
Ynepeuawotnoia: Ze aoBeveis und Bepaneia e p im €Yl {0, OUITEPINHBAVOUEVWY avagU-
AGkTK@V avTidpdogwv, Tou TiapouotaleTal katd TV apy ff mv SHGKO)\OUGH Bspunsm H pegfilgrastim rip€net va dlakoret
H6viua o€ a0BEVELS e Kikd anpaviik M yopnyette 08 Q0BEVELS i L0TOPIKG Uriepeuaiod-
oiag omv pegfilgrastim 1 am filgrastim. mv nepimwaon epgdviong copaprig aMepywig aviidpaong, Ba mperet va xopnysitat
KataMnAn Bepaneia kat o aoBeviiq va mapakohouBetat oTevd yia apkeTeq nuépeg. ZUvdpoyo Stevens Johnson: Z0vOPOpO
Stevens Johnson (SJS), To omofo pmopef va eivat anetnTikd yia m (mr'm Bavamedpo, Exel omaviwg avagepBer oe axgan pe
m Bepaneia pe pegfilgrastim. Av o aoBewc Exeravarttuger SJS pe m xprion mc pegfilgrastim, n 6epareia e pegfigrastim oev
TIpETIEL € Kapia MepTam val §EKIV ek VEOU GOV GUYKEKPIKEVO a0BewT). Avodoyovikduta: ‘Onws oupBaivet He dhes Tig

Nivakag AioTag avemBupnTwV gvepyeldv: Ta dedopéva aTov napakdrw mivaka meptypdpouy averubjmtes avidpdoel rou
avagépenkav o€ KAVIKEG DOKIEQ KaL auBGpunTeS avagopés. Ze KaBe kamyopia epgdviong ouyvemTag, oL averubounteq
evépyeteq mapatiBeviat katd gbivousa oelpd ooBapdmrag.

BEPaNEVTIKES MPWTEVES, Uidpyet mBaveTTa avoooy 1706, Ot puBjol NapaywyG aviiowpdTay EvaviLmg |
efvat yevikd yapnhol. EppaviZovtal deopeutikd aviowpata oan avapévetal e 6Aa Ta Bloroyikd. Qatéoo, dev Exouv ouaye-
Tlotel enf Tou Tapoviog e ekoudetepwikr dpacmptdmra. Aoptiuida: Exel avagepBel aoptiuda petd m xomvnun filgrastim
1) pegfilgrastim o€ uyn} dtopia ka1 o€ aoBeVeIS je Kapkivo. 2Ta QUITIRHATA TTOU MAPOUsLGZOVTAL OUYKATAAEYOVTAL TIUPETAC,
KONGKOG Tdvo, aioBya kakouxiag, oaguakyia ka auéruévot BeikTeS pAeyuovi (L. C-aviibpaoa mpwreiv Kat apiBog
WBC) TG NEPIOTGTEPEC MEPITIHOELS, 1) AOPTTION dlayvioTnKe e aEVIKT] ToH0YPAYIa Kal YEVIKA Urtoydpnoe petd T ola-
Koru g oprynong filgrastim ) pegfilgrastim. BAEre eriong rapdypago 4.8. Kintononan PBPC: H aopdheta Katn anotere-
opatkdmTa Tou Pelgraz omv M TV paipiev o€ aoBevelS 1 0 LYLelg SwpnTeg Bev Exouv aglo-
AoynBei enapkag. AMEQ EIDIKES POQUAGEELS: AUETIUEW! aluonomnm dpaoTpIGTa Tou HUEAOG TwV 00TV wG aviandkpian
om eepansm e auElec napdyovia éxsl OETOTEI 1€ TIapodIKEG BETKE aMayeg g QMEKOVIONG Twv 00TV. To YeYovag
autd a ripéreet va A unéyn 6tav alohoyolvtat 1 s 16 Twv ootwv. Exdoxa ue yvwom
dpdan: 2opBuroAn: H uepmcmm £Ndpaon Mg TauTGXPOVIG XOPAYNOTIS MPOIOVTWV TIOU TEPLEXOUV TOPRITAAT (1) PPOUKTOTN)
Katn He v dtatpoer AMyn copBIToAng (1 gPouKTadg) mpemet va Aapavovtat unéyn. Nérpio: To Pelgraz nepiéxet hiydtepo
and 1 mmol vapiou (23 mg) ava ddon 6 mg, €ivat dnhadn ouataoTikd “eNedBepo vatpiou”. OAot o aoBevels: To kdAuppa mg
BeAdvag mG mpoyepopévng aUptyyag mepiExel §npod puatkd eNaoTikd (€va mapdywyo Tou AdTet), To ortoio iropef va mipoka-
Moel uMcpvméq avidpdoeis. 4.8 AvemBupnreg svépvmcq: Zu’vomn T0U HQOQ{}\ aogdheiac: Ot o ouyvd uvaq;spﬁusvsq
UHITES EVEDYELES TIOU AVOYENBIKAY OUKVGTEU ITTav TIAVOG 0Ta 00Td (1TONG ouyveg [> 1/10]) kat HuookeeTog mé-
V0G (OUKVES [> 1/100 € €ug < 110]).0 TIGVOG 070 00Td e Katd Kavova ira €w HETpLa Evaon), TTav Apodikdg Kat jrio-
POUCE Va QT W Kowd 0T0UG MEpO0GTENOUS a0BevelS. Aviidpdaeis Tirou unepeuaioBnoias, ouune-
il S Kvidwong, ayy il duorvolag, EEOWH KL uriéraong
TipokuYav katd mv upxlmnnq i) e i (0)([ OUKVES [ 1/1. 000% swq < /1 00]). Zoapég
aMepykeg avtdpdoerg, ouunspl)\auBuvousvnq G avaguhaiag propei va epavioBolv e aoBeveig Tou Aappavouv
pegfilgrastim (6xt auxvés) (BA. mapdypago 4.4.). To aGvdpopo dlaguyrig TpX0eldwY, To oroio evagxetat va eivat anetnikd
Yiamv () eav kaBuateprioe 1 Bepaneia Tou, Exet avagepBel ox ouxvd (= 1/1.000 €wg < 1/100) o€ aoBeveis e kapkivo
TIoU AayBavouv xmpetoBeparteia Enetra and yoprynon G-CSF. B Tapdypago 4.4 kau Ty apdypago «[leptypagr] EMAEYHE-
VGV QVEMIBUUNTWY EVEpYELOV> TIapakdTw. H omhnvopeyahia, yevikd aouprrwpaticd, eivat oyt ouxvi. H prign ornvag, oupre-
EVWV JEPIKWV dev avagepBrike ouyvd Letd ané m yoprynon pe pegﬂlgrasnm (BN.
4.4.). Ox1 OUYVEG TIVEUHOVIKEQ avuidpdoelg \ me élﬁueonQ G, T0U

( 01dratog, Twv i KL TG TIVEUHOVIKIG {vuwanG €xouv avagepBel. Ot ouxveg miep
£ixav wg unom)\souu uvunvsutmm uvenupKetu 1} ARDS, Ta ortoia prope va €youv Bavampopa Kum)\nin (BA. mapdypago
44). TAPKAV KpoEwv €xouv 0€ QOBEVELG Jie 0Ty OPENAVOKUTIAPIKNG
avaiag n 6penuvo|<ur[apmn véoo (0)(1 QUYVEG € Q0BEVe(S pe Bpenavokuttapiki] avayia) (BA. iapdypago 4.4.). Mepiypagn
EMUAEYHEVV avemeuu_nmv evepyeidv: Ot ouyva nspmcmm OuvdpGHou Sweet Exouv avagepBel, av kat o€ OpLOJIEVES Tie-
plrrmman unomuevsq 41 Y 1Beieq pnopel va {ouv kdrtoto pdro. Oxt ouyvd neplotatika deppat-
Kig ayyetndag Exouv avagepBei oe aobeveid mou ENaBav Bepaneia pe pegfilgrastim. O pnxaviopog mg ayyelidag atoug
agBevelg mou AapBdvouv pegfilgrastim eivat dyvwatog. Avidpdoelg mg Beang Eveang, oupmepihapBavopévou Tou epubrjia-
0 G BEang €veang (Gxt ouxvéq) kabg Kat dhyoug o Béang TS éveang (ouxvd ouppdvta) £xouv mapampnBel omv
apxikn 1) o€ enakéhouBeg Bepaneicg e pegfilgrastim. ‘Exouv avagepBet ouxvd meplotatika Aeukokuttdpwang (WBC > 100
x10) (BX. napdypago 4.4.). AvaoTpeiies, N éwg HETpLeq QUERDEL ToU EMMETOU TOU 0UpIKOU 0EE0G Kat TG aAKaNKg
Qwopataang, xwpiS oxet(opeves kAVIKES emudpdaelg fitav 6xt ouxveS. Avaatpéyipes, fimeq Ewg pETpies augoeiq Tou
€MMEDOU G YahakTiknG agudpoyovdang, xwpiS ayeT(opieves KAVIKEG emudpdoels Mrav oyt auxveg e aaBeveis mou éAaBav
pegfilgrastim petd and kuttapotot ik xnuetoBepanteia. Ze aoBeveig mou Adyavav xnyelodeparteia, napampribnke MoAU ou-

1yopi Av C Evepyeleg
OpYOVIKO OUGTNHO ok guyvé | Zuyvéq (= 1/100 | Oyi ouyveg (= 1/1.000 [nive(=  [Mokd omd-
OUPQWVI HETO (> 1/10) £0g < 1/10) £wg < 1/100) 110.000¢g |vieg (<
MedDRA <1/1.000)  {1/10.000)
NeomAdopata MughoduoraoTikd
KahoriBn, kakoriBn 00vdpopo’
Kai jn kaBopiopéva OEeia puehoyevig
(mepiAappdvovTan Aeuyawia'
KUOTEIS Kal
noAunodeg)
Aiotapaygs Tou BpopBortevia’ DpenavokutTapikr
aigonomnTIKoy Aeukokuttdpwon'  [avauia e Kpion?
Kai ToU Aepgikod Znvopeyahia®
ouoTiparog Pign omnvég?
Aiatapay€s Tou Avudpdoelg unepevat-
avogonoinTiKou obnoiag,
ouaTpaTog Avaguhagia
Aiatapaygs Tou Augnoeig Twv emmédwv
perapoioyio kai T0U 0UPIKOY 0EE0G
g 8pgyng
Aiarapayég Tou  (Kegpahahyia'
VEUPIKOU OUOTH-
parog
Ayyeiakeg diata- Z0vdpopo dlaguyrig Aoprtitda
[ puxég Tpi0eddv'
Alarapay€g Tou JUvdpopo avarnveu- Mveupovik
aVanveuoTIKoy OTIKIAG OUOYEPELAg aoppayia
GUOTHATOS, TOU evnhikwv (ARDS)?,
Bwpaka kai Tou TVEUPOVIKES averuBupn-
pecoBwpakiou TG eVEPYELES (Didpean
TIVEUOV{Q, TIVEULOVIKG
0iONUa, TIVEUHOVIKES
Oinbrioelg Kat mveupovt-
K} (vawon)
Awidrtuon
Aiatapay€s Tou Nautia'
YAOTPEVTEPIKOD
QUoTIHpaTOg
Aiatapay€s Tou Z(vdpopo Sweet (o&eia  |ZUvdpopo
d€ppatog Kkai Tou £|nUpe oudETEPOPNL- | Stevens-
unoddpiou 16100 K deppdtwan)'2, Johnson
Aeppatik ayyetuda'?
Aiatapay€s Tou Qotkdg mévog, | MuookeheTikog
JuooKeAeTIKOU TIovog (puahyia,
GUOTI{HATOG Kal TOU apBpadyia, movog
OUVETIKOU 10TOU 0Ta GKpa, 00QUAA-
Yia, HUOOKEAETIKGG
TI6vog, auyevahyia;
Aiatapay€s Twv Inelpapatoveppitda®
VEQPWVY Kal TWY
0UpORAPWY 03KV
Tevikeg dlatapayég Mévog om B€ang | Avidpdoelg om BEon
Kal KaTaoTaoeIg ™G éveang ' mg evéang?
g 0dou Xop- Mn-kapdlakdg
[ynong Bwpakkdg mévog
NapakAivikég Augoeig T YOAKTIKAQ
ekerdoeig agudpoyovaang kat mg
aAkaikng puogatdong '
Mapodikeg autnoelg
G ALT ;Mg AST otig
OoKaoteq nratikiq
Aetroupyiag!
! BA. mapdypago «[Tepiypagn EMAE e U PYELV» MAPOKATL.
2 Autin ] EVEpYEWD TP i ang mv (i petd my {a ad dev I (113

TUXQUOTIOMIEVES, EAEYXBIEVES KAVIKES BOKUIE 08 EviiMkeG, H Kamyopia OUYVOTITTA TPOCBLopioTKe AN €va OTaTOTKG
unohoylopd pe péon 1.576 aoBeveiq mou éhapav pegfilgrastim e evvéa TuxatomomEveg KMVIKES DOKILES.

XVa vautia kat Kegahayia. Oyt 0UYVES QUEFiOELS TG auvoTpavagepdang TG akavimg (ALT) i TG a0TiapTikG QuvoTpavage-
pdang (AST) oe dokiaateq NraTkig Aertoupyiag Exouv napampnBe oe aoBevei petd m Ayn pegfigrastim Uatepa ané
KUTIOPOTOEIKN XTetoBeparte(a. Ot auENTEIG QUTEG ITTav TTAPOBIKE Kall EMETTPEYQV TTIG GPIKEG THES. AUETINEVOS Kivduvog
MDS/AML €netta and Bepaneia pe To Pelgraz oe G pe fkat ak éxel 3
i erudnjohoytki REAET O QOBEVELS e Kapkivo Tou JaaToU Kat Kapkivo Tou nvedova (BA. nupuvpuq)o 44). Exow ava-
(PepBel ouxvd meplaTaTika BpoyiBonieviac, MeploTaTia ouvdPOHOU dlauyrg TRIOER@Y EXOUV avagEPBEL HeTd IV Eykpian
T0U gappdkou pe T xprion G-CSF. Ta meplotatid autd €xouv yevikd oupel oe aoBeveS He ipoywpnueva Kakarién voor-
ata, 0y, 0 a0BEVELS Tou Aaydvou oAard Tipoidvea 1) urioBaMovrat o€ agaipean
(BA. mapaypago 4.4). Nawdlatpikds minBuauds: H epnelpia ota naidid eiva meptopiopiévn. ‘Exet mapampnBei ugnhdtepn au-
XvéTta goBapav averuBlnTwy evepyeldv og Hikpdtepa maidid nhikiag 0-5 eTav (92%) auykpitikd pe peyakitepa madid
nhiag 6-11 kat 12-21 etav (80% Kat 67% avriotona) kat eAKES. H o 0UXVG avagpepGyEn QVETIBULIT EVEPYELD TTOU
avagepBiKe 1itav 0TIk mvog (BM. mapaypdgoug 5.1 kat 5.2). Avagopd mbavohoyoluevwy QveriBuunTwY evepyeidv: H
Qvapopd ruBavohoyaluevw aveTuBLTIWY EvepyeLdv BeTd and T xopryron ABELAS KUKA0GOP(aG Tou GapuaKeuTIKU rpai-
Gvtog eivat onpavk, Erutpénet m ouvex T[UD(IKO}\OUQI]OH ms oxeunq owe)\ouq KvBGvou Tou oupuakeurmou npmovmq
Zeftat and TOUg EayyEAHaTieg Tou Topea g uy
QVETLBULNTES EVEPYEIES PEGW TOU EBVIKOU GUOTIHATOG uvuwopuc NGB0 EBvu(oq OpYﬂkuoq fDupuum)v Msuovslwv 284
GR-15562 Xohapydg, A6rva Th\: +30 21 32040380/337, dak; +30 21 06549585, lot6tonog;: http:/www.eof.qr 7. KATOXOZ
THZ AAEIAZ KYKNO®OPIAZ: Accord Healthcare S.L.U., World Trade Center, Moll de Barcelona, s/n, Edifici Est 6¢ planta, 08039
Barcelona, loriavia 8. APIOMOZ(0I) AAEIAZ KYKAO®OPIAE: EU/1/18/1313/002 9. HMEPOMHNIA MPOTHE EFKPIZHE /
ANANEQZHZ THZ AAEIAZ Hyepopnvia rpdmg &ykpionG: 21 Zerueppiou 2018 10. HMEPOMHNIA ANAGEAPHEHE TOY
KEIMENOY: 15 loukiou 2021 AertropepeiS Tnpogopieg yia 10 mapov papy 6 poidv efvar, G 0T0 DIKTUGKO
0no Tou Eupwriaikod Opyaviopoy dapudkwv hnp//www £Ma.europa.eu sy OAPMAKEYTIKO MIPOION ME MEPIOPISMENH
IATPIKH ZYNTATH. H AIATNOZH KAI/H H ENAP=H THE OEPAMEIAZ FINETAI ZE NOZOKOMEIO KAI MMOPEI NA
ZYNEXIZETAI KAl EKTOZ NOZOKOMEIOY YO THN NAPAKOAOY@HZEH EIAIKOY IATPOY.

EAdda
MepiektikdmTa MéyeBog ouokeuaaiag Nogokopglakr T
6MG/0,6ML (10MG/ML) 1 TipoyepLopEvog eyxuTipag 375,37€

+ 1 ToAUTO pie owoTveupa

H ouvtopn XM ou poidvrog Bnpootedetat om oeAda xx
ToU TapévTog eviurou. Ma oup- 181}

va yivouv Ta péppaka mo acpakr kar

Bouheuteire TV XM nou Slatietar and v WIN MEDICA OAEE ig av:r/:uve(:jm&i?zvépvtltc yia
AE., katér armoew. OAA Ta pappaka

ZupnAnpwvovrag TV «KITPINH KAPTA»
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NMpoonTiKNA yia Thv
EAANnvVIKA OlKovouia

>tn DEMO, nepiocdTeEPO and 50 xpodvia, dnPioupyoUlEe NOIOTIKA
QAPUAKA «IOXUPNG dpdong» yia TNy EAANvVIKA Oikovouia.

Me enikevTpo TNV €pguva, TNV KAIVOTOMIA KAl TNV UYIA ENIXEIONPATIKA
avdanTtu&n, Nnapdyoule TA PAPUAKEUTIKA Hag npoidvta otny EAANGSQ,
OTO PJEYAAUTEPO £pyooTdaoio TN NA Eupwnng.

Yuvexidoupe TIC enevOUOCEIC OTN XWPEA KAl OTOUG avBpwnoug,
eEaopalifovTag ekaTovTAdEC BECEIC EPYAOIAC KAl VEEG EUKAIPIES
anacxoAnong.

AuUTA gival n dIKA pag dpaoTIKA ouaoia:

EnegvdUoeig oTnv Avantugn Tng Olkovouiag.

960+ % 57%

gpyalopevol TwV gpyalouévwy eival
NAIKIAG KATW Twv 40 eTWV
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85+ 84%

XWPEG TNG ETACIAC NAPAYWYNAC
dpaocTnplonoinong e€dyeTal og 5 nneipoug

2.500+ 27

EYKEKPIUEVA BpaReia yia Tnv
okeuaopara EMIXEIPNPATIKA NOPEia Kal
TNV KOIVWVIKA uneubuvoTnTa
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EAANnvVIKa ®ddpuaka
He NMaykéouia EuBEéAcia
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BonBroTe va yivouv Ta gpappaka o ac@akr
Kal AvagépeTe
OAEZ TIg QVETTIBUPNTEG EVEPYEIES VIO
a @appaKa
SupmAnpavovia v «KITPINH KAPTA»

Mpiv ™ ouvtayoypagnan
oupBouleubeite TV AN MepiAnwn Twv
XapakTnpIoTIKwV Tou kaBe Mpoidvtog.

MpowBeiTal awd TV ETaIpEio:

A Novartis DEMO
SANDO Division ABEE
KAK: Sandoz GmbH BIOMHXANIA ®APMAKQN
Biochemiestrasse 10, A-6250 Kundl, AuaTpia 21° xAu EBv. Odou ABnviwv-Aapiag,

Zroixeia emikoivwviag atnv EAAGSa: Novartis (Hellas) A.E.B.E./Sandoz division 145 68 Kpuovépl, Attiknig, EMd&da
DpaykokkAnaidg 7B, 151 25 Mapouot, ABrAva, TnA.: 210 2811712, Gag; 210 6857655  T: +30 210 8161802, F: +30 210 8161587
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Kdtoxoc¢ Abeiac KukAogopiag :

W winMedica accord

Serving Health for Life The Evolution-of Generics

H olvtopn MXM tou npoidvtog dnpoacteletal o GAN oeAida tou evtinou.
Mpuv tn cuvtayoypdenon cupBouleuteite thv MXMA and tnv Win Medica A.E. katonv altioewe.

la nep1oadTepeg mAnpoPopieg ameubuvOeiTe

Bon@rjoTe va yivouv Ta

ornv eraipeia: WIN MEDICA ®APMAKEYTIKH A.E. 9dpKa mo doa Kai
Owinodog 1-3 & Mapddpopog AtTikiig OdoU 33-35 ONES T cwembapnTER

15238 XaAdav3pt ey
TnA.: 2107488821, Fax: 21074888 Zupmnpiovoynag my

info@winmedica.gr, wu <KITPINH KAPTA>




