NEPIAHWH TQN XAPAKTHPIZTIKQN TOY NPOIONTOZ

DONACEPT
(YopoxAwptkr doveneliln)

1. ONOMAZIA TOY ®APMAKEYTIKOY MPOIONTOZ
DONACEPT 5 & 10 mg, emtkaAuppéva e AemTO UPEVLO SLokia
2. NOIOTIKH KAI NOzZOTIKH 2YNOEZH

1* KaBe Siokio mepléxel 5 mg udpoxAwptkng doveneliAng, mou Looduvapouv pe 4,56
mg eAeUBepng Baonc SovemeliAng

2% KaBe diokio mepléxel 10 mg udpoxAwpikng dovemnelihng, mou tooduvopouv pe 9,12
mg eAeUBepng Baonc SovemeliAng

Ma tov mAnpn Kataloyo twv ekdoxwv, BA. mapaypado 6.1.
3. DOAPMAKOTEXNIKH MOP®H

ErmukaAuppéva pe Aemtd vpévio Stokia.

Awokia 5 mg: Aeukd, oTpoyyuld, audikupta Siokia

Awokia 10 mg: Kitplva, otpoyyuld, apdikupta Siokia,

4. KAINIKEZ NIAHPO®OPIEZ
4.1 OEPATMEVTIKEG EVOEIEELG

To Stokia DONACEPT evéeikvuvtal yla tn CUMMTWUOTIKN Beparmeia Amiag €éwg pétplag Bapltntag
avotag Alzheimer.

4.2 Aocoloyia Ko TpOMog xopriynong
EvAAikeg/HAKLwpEVOL:
H Beparmeia apyilel pe yopriynon 5 mg (ed’anaé nueprota 86on).

To DONACEPT mpémnet va Aappavetal ano to otopa 1o Ppddu, apécwe mpv amd tv KotakAlon. H
nuepnota 86on twv 5 mg Tpémnel va dlatnpeital yia Touhdxtotov 1 pAvo Wote va ekTiunBel n apytkn
KAWLKN avTtidpaon otn Beparneia pe DONACEPT kat va otabepomolnBolv ta enineda cuyKEVTPWONG
™G vSPOoYAWPLKNAG SovemeliAng. MeTd amo eKTiUNON TNG KAWLKAC avTAmoKpLong os Beparmeia evog
urva pe 5 mg DONACEPT tnv nuépa, n ed’anaé nuepriola 66on DONACEPT umopei va avénbei og 10
mg. H péylotn nueprola cuvioTtwievn 80on eivat 10 mg. Aegv €Xouv yivel KAWVIKEG LEAETEC e

600¢Lg peyaAUTepeg Twv 10 mg TV nuépa.

H évapén kot n mapakoAouBnaon tn¢ Bepameiag MPEMEL val YIVETAL ATO LATPO EUMELPO OTNV SLAyvwaon
Kal Ttnv Bepameia tng avolag Alzheimer. H Sldyvwon MpEMEL va TpayUaTomnoLeital cUudwva Pe Ta
amodekta kpttrpLa (r.x. DSM IV, ICD 10). H Bepamneia pe dovenelihn npémnel va apyilel povo epooov
UTtapxeL atopo mou Ba ¢povtilel tov acBbevr) kol Ba eAéyxel TakTika tn Andn tou ¢apudkou. H
Bepameia ouvtpnong pmopel va cuveyiletal yia 660 SlACTNUO UTTAPXOUV BEPATIEVTIKA 0PEAN yLa
Tov aoBevr). Katd ouvémela, To KAWIKO 0deAog TnG SovemeliAng MPEMEL VAL ETTAVEKTIULATOL OE TAKTIKA



Baon. H mBavotnta Stakomng tng Bepamneiag npénel va efetaletal otav Sev mapatnpeital mA£ov
Bepameutikn Spaon. H atopikn avtanokplon otn dovemneliln dev eivat Suvatdv va npokaboploTel.

Ye meplmtwon Slakomng tou ¢GapUOKOU TIOPATNPEITOL Ula OTASLOKN HEIWON TWV EUEPYETIKWY
amoteAeopatwy tou DONACEPT.

NedpLKr KOLNTIOTIKI) AVETIAPKELAL:

Mapopolo 80c0AoyLIKO oxnpa eival Suvatov va xpnolpomnolnBei oe aobevelc pe vedplkr avemapkeLla
KaBwg n k&Bapaon tng udpoxAwpLkng Sovemelilng Sev emnpedletal and AUTHY TV KATAOTACH.

Aoyw tng mbavng auvénuévng £kBeong oto GpApHOKo acOBeVWVY PE NTILOG £wG HETPLAG Baputntag
nmatikn avendpkelo (BAéne mapdypado 5.2.) avénon tng d6ong umopel va mpaypatonolnBet
aVAAOYQ LLE TNV QVEKTIKOTNTA TOU acBevoug. Asv urtapxouv SeSopéva yla acBeveig pe BapLd NIaTLKn
OVETIAPKELQ.

Xpnon og Noudia:
To DONACEPT 8ev ouviotatal yla Xprion og matdia

4.3 Avtevéeielg
To DONACEPT avtevdeikvutol oe aobBevei¢ pe yvwotr umepevalobnoio otnv USPOXAWPLKN

Sdovenelin, ota mapdywya epldivng 1| 0 KATOLo amo Ta £€KSoxo TIou TEPLEXOVTOL 0T cUVBean
ToU.

4.4 EL81KEG MPOELSOTTOLA OELG KOl TTPOPUAAEELG KOTA TH XPHoN
H xprion tou DONACEPT os aoBeveic pe Bapldg popdng avola Alzheimer, A wv popdwv avolag n

GAAWV SUCAETOUPYLWV TNG UVAKNG (TLY. €€acBévnon TNG yVWwoTIKAG Asttoupylag Adyw nAwkiag), dev
€xeL epeuvnOel.

AvaitoOnoia: To DONACEPT, w¢ avaotoAéag tng XoAweotepaong, eivat mbavo va erteivel v
puoxaAloon TUTOU 6OUKIVUAOXOALVNG KaTd T SLdpKela TnG avoloOnaoiag.

Kapdbioayyeiakéc Kataotraosic : Aoyw NG GOpUAKOAOYIKAC TOug Spdong, oL avaoToAsl tng
XOAWECTEPAONG UMOPEL VO £X0UV TIAPACUUTAONTIKOULUNTLKA 8pdon otnv kapdlakn cuxvotnta (.x.
Bpadukapdia). H mbavotnta epddaviong tng dpdong autng Unopet va eival WbLaitepa onUavIK o
0.oBeveig pe cuvSpopo vooolvtog GpAsBokopBou | AAAEC uTtEPKOMLAKEG SlaTapayEG TNG KAPSLAKAC
oywylpotnTag, omwe GAeLokoUBOKOATILKOG I} KOATTOKOIALAKOC OITOKAELOUOG.

Yriapxouv avadopEg atdviblag amwAelag cUVELSHNOEWS Kol OTacpwy. Katd tn pehétn twv acbevwv
QUTWV TIPENEL va efetaletal n mBaAvOTNTA OVATTUENG KOATIOKOIALOKOU OUTTOKAELOHOU 1 MOKPWV
SLOKOTIWV TNG OYWYLHOTNTAS WG CUVETELA SloTtapaywy Tou pAsBokoppou.

laotpevrepikec Kataotaoelg : AoBevelg pe avénuévo kivduvo yla epdavion €AKoucg, T.X., OUTOL PE
LOTOPLKO €AKOUC R eKeivol Tou AapBdvouv tautoxpova pn otepostdn avtibAeypovwdn ddpuaka,
TPEMEL va TtapakoAouBouvtal yla TUXOV €UGAVION OXETIKWY CUUMTWHATWY. QO0TO00, Ol KAWIKEC
peAETeg pe ubpoxAwpikn dovenelidn dev €detéav kapio avénon, oe oxEon HE TO ELKOVLKO GAPOKO
(placebo), TnG ocuxvoTNTAC AVATTUENG TTEMTIKOU €AKOUG N ALUOPPAYIOC amd TO YOAOTPEVTIEPIKO OTOUG
aoBeveic.

OuporoloyevvnTiko : Av Kal dev €xel mapatnpnOel oe KAWVIKEG peléteg pe udpoxAwplkr Soveneliln,
TO YOAWVEPYLKA DAPUAKA UTOPoUV va IPoKAAETgouv amodpaln Tou auxEva tng oupodoxou KUOTNG.

Neupoldoyikéc Kataotdaoelg : Imaopol: Ta XoAWepyLKA GpApUaKa TILOTEVETAL OTL 40UV TN Suvatotnta



Va TIPOKAAOUV YEVIKEUUEVOUG OTTACHOUG. QOTO00, N EUdAVLON OTIACUWY UMOPEL EMioNG va amoteAel
ekdNAwaon tng vooou tou Alzheimer.

To XOMVOULUNTIKG pUrtopel va €xouv TN SuvatotnTa va €MGEWVWOOUV ] VA EMAYOUV £EWTUPOULSIKA
CUUMTWHUOTA.

Mveupuovikég Kataotdoelc : NOyw TG XOAWEPYIKAG SpAoNC TOUG, OL AVOOTOAELG TNG XOALVEOTEPAONG
TPEMEL va guvtayoypadouvtal UE TIPOOOXH O AOBEVEIG PE LOTOPIKO AoBUaTOog N armodpPaKTLKAS
TIVEULOVOTIABELAG.

H tautoxpovn xopnynon tou DONACEPT pe AAAoug avaoToAeilc TnG akeTUAOXOALVESTEPAONG,
OYWVLOTEG I AVTOYWVLOTEC TOU XOAVEPYLKOU CUOTHUATOC TIPEMEL VA ATTOPEVYETAL.

Bapldg Lop@r¢ NITATIKN QVETTOPKELA: AgV UTIAPXOUV OTOLXELD YL 0.oBeveiS pe Bapldg popdng NIatikn
OVETIAPKELQL.

AUTO T0 POUPUAKEUTIKO MPOIOV MePLEXEL AaKTOTN. OL aoBevei e omavia KAnpovouLkd poBAnRpata
Sucavetiag otnv yohaktoln, os ENewdn Aaktdong Lapp i og Sucanoppddnon YAUKOING- yalaktolng,
Sev Ba mpenel va AapBavouy auto To GpAapUaKo.

Ovnowotnta oe KAwikég Aokiugg Ayyeitakng Avolag

Ale€nxbnoav TPelg KAWIKEG OOKIUEG, SLAPKELAG 6 UNVWV, OTI OToileg UEAETAONKAV ATOpA TIOU
TmAnpouaoav ta dtayvwotika kpteripta NINDS-AIREN, yia oAU miBavn 1 mbavn ayyetakn avola (VaD-
Vascular dementia). Ta kputriptoe NINDS-AIREN eival oxedloopéva va avayvwpilouv aobeveic twv
omolwv n avola daivetal va odeidetal pOVo Og ayyeLOKA altia Kot va amokAeiouv acBeveig pe vooo
tou Alzheimer. Ztnv mpwtn PeAéTn, ta moocootd Bvnowpotntog Atav 2/198 (1,0%) uno Bepareia pe
vdpoxAwpikr doveneliln 5mg, 5/206 (2,4%) und Bepaneia pe uSpoxAwpikn SovemeliAn 10mg Kot
7/199 (3,5%) umo Beparmeia Pe €KOVIKO dappaKko. 2tn SeUTePn MEAETN, TA TOCOOTA BVNOLUOTNTAG
nrav 4/208 (1,9%) und Bepaneia pe vdpoxAwptkn dovemeliAn 5mg, 3/215 (1,4%) und Bepaneia e
vdpoxAwpikr} doveneliAn 10mg kot 1/193 (0,5%) umo Oeparmeio pe €kovikO PAppako. ZTNV TPLTN
MEAETN, Ta MooooTd Bvnouotntag ntav 11/648 (1,7%) und Bepaneia pe udpoxAdwpikr Sovemeliin
5mg kot 0/326 (0%) umno Bepaneia pe eikovikd pappako (p<0,02). To mMocooto BvNoLUOTNTAG VLo TLG
Tpelg ouvduaouéveg Ueléteg VaD otnv opdda udpoxAwpikng dovemelidng (1,7%) nrav aplBuntika
uPNAOTEPO Ao AUTO TG opddag und Beparneia e ewKovikd dappako (1,1%), wotdoo, n dtadopd
outn 8ev ATAV OTATIOTIKA onpavtikh. H mAsloPndia twv Bavatwv os acbeveig mou Adppavav eite
uSpoxAwpLkr SovemeliAn 1 elkovikd dappako, daivetol OtL omoppésl amd SLAdOopPeC ayyELOKA
ouoxeTl{OMeveG altleg, mou Ba pmopoucav va elvol OVAUEVOUEVEG OE QAUTOV TOV NALKLWUEVO
TMANBUOUO UE UTOKELEVN ayyeLlokh vooo. Mia avaluon 6Awv twv cofapwv, pn-0avatndopwv kat
Bavatndopwv ayyelakwyv cupBapdtwy, Sev unédeife Stadopd oto TOCOOTO gUdAvVIong oTnV opdada
USpOoXAWPLKNG doveneliAng, o oxéon e TNV opdda umod Bepareia pe ELKOVIKO GAPUAKO.

Y& 00poLOTIKEC pHeAETEC TNG vOoou Alzheimer (n=4146) kal étav auTEg oL HeAETEC TNC vooou Alzheimer
aBpolotAkav pe GANEG LEAETEG AVOLAC, CUUTEPIAOUPBAVOUEVWY TWV EAETWVY YLOL TNV QYYELOKN Avola
(ouvolo n=6888), To MOCOOTO BvnoLUOTNTAG OTIG OUASeC UTO Oepameio Ue EKOVIKO GAPLOKO,
uTep£B Ve aplOUNTLKA TO TTOC0OTO TWV OpAdwy UTIO Bepaneio pe uSpoxAwpikr SovemeliAn.

4.5  AN\nAemuiSpdosig pe dAAa poppokeUTIKA TpoidvTa Ko AAANEG popdEg aAAnAeniSpaong

H ubpoxAwptkry SovemeliAn kay/p ot petoPoliteg tng dsv avacTtéAAouv ToV UETABOALOMO TNG
BeodpuArivng, Bapdapivng, owuetdivng 1 Siyofivng otov dvBpwmo. O PeTOPOAOUOE TNG
USpoxAwPLKNG Sovenelihng Sev emnpedletal Amo TNV TAUTOXPOVN xopnynon olueTdivng n Syoivnc.
MeA£teg in vitro €xouv Sei€el 6tL oto petaBoliopd tng Sovenellhng eumAékovtol Ta Loogvivpoa 3A4
TOU KuTOoXpwHatog P450 kol o€ Hikpotepo Babuod ta tooéviupa 2D6. Meléteg aAAnAemidSpAocswy mou



ipaypatonoBnkav in vitro deiyvouv OtL n kKetokovaloAn Kat n Kwidivn, oucieg-avaoToAeig

twv CYP 3A4 kot 2D6 avtiotolya, avacTtEAAOUV TOV UETABOALOMO TG SovemeliAng. EMOMEVWG, QUTEG
Kal aM\e¢ ouoieg-avaoTtoleilc Tou CYP 3A4, omwe n rpakovaldAin kal n epuBpopukivn, Kabwg Kat
avaotoleic tou CYP 2D6, onwg n ¢Aouotetivn Umopolv va avaoTeilouv To HETABOALOUO TNG
SovemneliAng. e pia pehétn pe vyleic eBehovtég, n ketokovaloAn avénos tn UECH CUYKEVTPWON TNG
SoveneliAng mepimov koatd 30 %. Emaywyeig eviUpwy, OMwe n pldapmikivn, n dawutoivn, n
kapBapalenivn Kal TO OWOTVEUUA UMOPEL va pelwoouv ta enineda tng SovemeliAng. Mwa kot To
UEYEOBOC £VOC QVAOTOATIKOU I EMOYWYLKOU omoteAéopatog eV elval yvwoto, TéTolol cuvduaopol
daAPUAKWY TIPETIEL VAL XPNOLLOTIOLOUVTAL UE TIPOCOXH.

H ubdpoxhwptkry SoveneliAn pmopel va alAnAemidpdoel pe GAPUOKA TTOU €XOUV QVTLXOALVEPYIKN
Spdon. Ymdpxel emiong n mBavoTNTA OUVEPYIKNG Opdong oe Tautoxpovhn Oepameio mou
nephapBavel papuoKka, Omwg coUuKIVUAOXOALVN Kot AAAOUG avaoToAelg TNG veupopuikng cuvalng R
XOAWEPYLKOUG AyWVLOTEC N} BATO aAVAOTOAELS, TTOU £x0UV eMibpach oTnV KapSLaKr oywyLLoTnTa.

4.6 Kunon kat yalovyia
Xpnon otnv kunon:
Aev untdpyouv enapkn dedopéva amo t xprion tng doveneliAng o €YKUEC YUVAILKEG.

Meléteg oe {wa, Sev €ouv TAPOUCLACEL Tepatoyovo &pdon, al\d €xouv Oeifel mepi- kot
petayevvntiky tofkotnta (BAéme mapaypado 5.3 MpokAwikd Sedopéva ylo thv aodpdleta). O
evOEXOUEVOC KIVOUVOG yLa TOUG avBpwIoug ivat AyvwoTog.

To DONACEPT &gv mp£mel va XpnOLUOTOLETAL KATA T SLAPKELA TNC KUNONG, EKTOC av eival amoAUTWE
amnapaitnto.

Xprjon otn yoAouyia:

H Sovemeli\n amekkplvetal oto yoha Twv apoupaiwv. Asv elval yvwoto £dv n udpoxAwplkn
SovemneliAn amekkpivetal oto avBpwrivo yala Kal Sev UTIAPXOUV HEAETEG o BNAAlOUCEG UNTEPEC.
Katd ouvémneta to DONACEPT Sev Tp£meL va xpnoLpomoleital ano tn Onhdalovoa pntépa.

4.7 EMSpACELG 0TNV LKOVOTNTA 08YNONG KAl XELPLGMOU NXOVWV

H SovemeliAn £xeL Likpn N LETPLA EMISpOON OTNV LKAVOTNTO 08AYNONG KOL XELPLOHOU NXOVWV.

H dvola pmopet va mpokalécel pelwon TnG tkavotntag odnynong N XeLPLopol punxavwy. EmutAéov, n
SoveneliAn unopel va mpokaAéoel kOmwon, {AAn Kal LUIKEG KPAUTIES, KUplwg Otav Eekva n Beparmeia
1 avéavetal n 66on. O Bepdmovtag LaTpog Ba MPEMEL VoL EKTLUA VA TOKTA SLaoTAATA TAV
KavotTnTa Twv acBevwv rou Bpiokovtal umod Bepareia pe dovemneliln, vo cuve)ioouv vo 0dnyouv N
va Xelpilovtat TIOAUTIAOKEC LNXAVEG.

4.8 AVETULOUUNTEG EVEPYELEG

OL TILo OUXVEG aveTBUUNTEC EVEPYELEG £lval SLAPPOL, LUTKEG KPAUTIEC, KOTIWOT), VAUTLA, EUETOC KOl
ainvia.

AveEMIBUUNTEG evépyeleg TIOU avodEPOnKaV o TEPLOCOTEPEG AMO MO UEUOVWUEVEC TIEPUTTWOELC,
KOTATACOCOVTOL TIAPAKATW, AVA OPYAVIKO CUCTNUA KAl avAAoya e T ocuxvoTnta pUdAaviong Toug os:
TIoAU ouxVvég (21/10), ouxvég (21/100, <1/10), 6L cuxvec (21/1000, <1/100), ondvieg (=1/10000,
<1/1000), oAU omdvieg (<1/10000) kot dyvwotn (8ev propei va umtoAoyiotei amo ta dtabéoipa
otolxeiay).



uTtoS0pLOU LOTOU

Opyoviko MoAU Zuyxvég ZUXVEG OXL CUXVEG ITIAVLEG
cuoTnHa
NOLLWEELG Kot Kowo
MOPOCITWOELG
KpuoAoynua
AlaTopoyEG Tou IAvopetia
petafollopol  Kat
tng Opeding
WUXLATPLKEG WevbaioOnoelg*
SlaTopayéC *,
WuxoKwvNTIKA
OlEyepon**,
EruBetikn
ouumnepldopa**
AlaTapoyEG Tou > UYKOTITLKO Sraopoi* E€wmupaptdikd
VEUPLKOU emeloo6l0*, ZAhn, CUMTTTW 0T
CUCTAUATOG AUTViQ
Kap&lakég Bpadukapdia (OAeBokopBokoA
SLATAPAXES TUKOG OUMOKAELOUOG,
KOATTOKOIALOKOG
OUTOKAELOOG
[OlOTPEVTEPLKEG Aldppola, FooTpeEVTEPLKN
Slatapaxeg Naurtia, Euetoc, Kohlokég  [oLHoppayia,
FaoTPLKO KOl
6wOEKASAKTUALK
SLOTAPOYEC 0 €AKOC
ALaTtapayEg Tou Hmotkn
AMATo¢ KoL  TWV Suohettoupyla,
xoAndopwv cuunepAapufavo
HEVNG ™mg
nrotitidag* **
AlaTopayEG TOU E€avONnua,
GEPUATOG KOL TOU Kvnoudg




ALaTopOXES MUTKEG KPAUTIES
LUOOKEAETLKOU
CUGCTAUATOG,
CUVOETIKOU  LOTOU
KOL 00TWV

ALATOPOYES TWV IAKpATELD OUPWV
vebpwv KAl TWV
oupodOpwV 0dwv

TEVLKEG Kedaalyia

SLaTAPAXES Kol Komwaon, Akyog

KOTALOTAOELG ™mg

0600 xopriynong

MapakAVIKEG Mukpr avénon

e€eTdoELq TNG OUYKEVTPWONG
NG MUIKAG Kwvaong
NG KPeATivNG OTOV
opo

Kakwoelg kat ATUXN MO

ONANTNPLACELG

* Otav eAéyxetal n TEPUTTWON OCUYKOMTIKOU €MELCOSIOU 1] OMACHUWY, TPEMEL vo eEeTaletol n
mOavotnTa kapdLakol amoKAELGHOU 1) OPATETOUEVWY GAEBOKOUBLKWY AU CEWV.

**MNeplotatikd Pevdawobnoswv, PuxokvnTtikAg OSléyepong Kol emBeTiknG ocuumeplpopdg, Tou
avadepbnkav, e€aleidOnkav peta and peiwon tg 8oong ) Slakomn tng Bepaneiog.

** X3 e MePUTTWOELG EPDAVLONG AVEENYNTWY NITOTIKWY SLATAPAXWVY TIPETEL val EEETACTEL TO EVOEXOUEVO
SLaKkomig Tou dapuaKou.

49 Yniepbdoooloyia

H umoloyloBeioa péon Bavatndopog 66on tne udpoxAwpLkng SoveneliAng HeTA amod xopriynon uiag
artAA¢, amo Tou oTOMOTOC 8O0NC O TIOVTIKOUG Kal apoupaioug eivat 45 kat 32 mg/kg, avtictoa, f
nepimou 225 kat 160 ¢popég peyaAlTepn TNG LEYLOTNG CUVLOTWUEVNG avBpwrivng 6ong Twv 10 mg
TNV nuépa. 2Znuela xoAwvepylkng Oléyepong, Soocoetaptwpeva, mapatnpndnkav oe Iwa Kal
MePpAAUBAVOUY HELWHEVN QUTOMATN KWVNTIKOTNTA, Tpnvh B€on, aotabn Pnuatiopd, dakpluppola,
KAOVLKOUG OTIOLOOUC, KOTAOTOAN TNG OVATIVEUOTIKNG Asltoupylag, oleAoppola, LUGoN, akoUOLEG LUTKEG
OUOTIAOELG, HElwon eMLPAVELOK G BEPLOKPATLOC CWUATOC.

YnepSooohoyia pHe avaoToAelc TNG XOAVESTEPAONG UIMOPEL vaL 08NyroEL o XOMVEPYLKA Kpion, Tou
xopaktnpiletat and ocoPapn vautia, €UeTo, olehdppola, e£didpwon, Bpadukapdia, umotaonh,
OVATIVEUOTIK KATooToAr, collapsus kot omaopouc. Aufavopevn puikn aduvapla sival mbavr kat



umopet va odnynoel o Bavato eav npooBAnBouv oL avamveuoTikol pug.

Onwg o€ OAEC TIG TEPUTTWOELG UTIEPSOCOAOYIAC, YEVIKA LETPOL UTIOOTHPLENG TIPETIEL VO EPOPUOCTOUV.
Tpltotayn OVTLXOALVEPYIKA, OMWG N OTEOTIVN HUImopouv va xpnoldomolnBouv cav avtidota oe
nepintwon unepdoooloylag pe DONACEPT. Zuviotdtal n evbodAEBLa xopriynon Beukng atpormivng
Me tithomoinon tng §6ong péxpL va emteuxBel to emBupunto amotéAeopa: pia apyikr 66on twv 1.0 pe
2.0 mg IV koL akohouBoUv &b6celg mou PBacilovtal otnv KAWIKN OvVTATIOKPLoN. Mn TUTILKEG
OVTATIOKPLOELC OTNV Tileon Tou aipatog Kal oTnv Kopdlakn cuxvotnta £xouv avadepBel pe aAAa
XOAWVEPYLKA Papuaka OTov Xopnyndnkav e TETAPTOTAY OVILXOAWVEPYLKA, OTwG glycopyrrolate. Aev
glval yvwoto eav n udpoxAwptkn SoveneliAn kal/n ol HeTaBOAITEC TNG UITOPOUVY VA amopakpuvBoUv
pe 8LoAlon (apokaBapon, meptrtovaikn kabapon f alpodnbnon).

5. OAPMAKOAOTIKEZ IAIOTHTEZ
5.1 @DapHAKOSUVAMLIKEG LBLOTNTES

DapuakoBePAMEVUTIKN KATNyopia: GpApUAKA KOTA TNG GVOLOC, OVOOTOAENG AKETUAOXOALVECTEPAGNC,
KwLKOG ATC: NO6DA02.

H ubpox\wpiki Sovemelihn eival €vag €OKOG KAl  avVOOTPEYPLUOG QVOOTOAENG  TNC
OKETUAOXOALVECTEPAONG, TOU QMOTEAEL TNV TmpoEyouoa XoAlveotepdon otov eykédaro. H
vSpoxAwpLKn Soveneliln eival in vitro meplocotepo amo 1000 Gpopég Lo LoXupOC avacToAEaC oUTOU
Tou evlUou amod T BouTupUAXOALVECTEPACN, £Va EVIULIO TTOU UTIAPXEL KUPILWG EKTOG Tou K.N.Z.

Avota Alzheimer

e aoBeveig pe dvolwa Alzheimer mou €AaPav pEPOG o KAWIKEG OOKUWIEG, Yopnynon e¢’amaf
nuepnolwwv 66cewv twv 5 1 10 mg DONACEPT eixe cov amotéAeopa TV ovaoToAr TG SpaoTIKOTNTOC
NG OKETUAOXOALVECTEPAONG (OTLG LEUPPAVEG TWV EPUBPOKUTTAPWY) OE

otaBeponoinuéva enineda, mou nrav ion npog 63,6% kot 77,3% avtiotowa, OTav LETPONKE UETA TN
xopnynon twv 60cewv. H mpokoaAoUpevn amd tnv udpoxAwplkry 6SovemellAn, avOOTOAN TNG
aketuAoxoAwveotepdong (AChE) ota epuBpokuttapa €xel amodelytel 6Tl oxetiletal pe oAAAyEG TNG
ADAS-cog, piag svaiobntng kAipoakag mou e€etdlel eKAEKTIKA KATOLEG TIAEUPEC TNG YVWOTLKAG
Aewtoupyilag. H Suvardtnta tng udpoxAwplkng OSovemeliAng va Tpomomolel TNV TMopeia NG
umokeipevng veupomnaBoloyiag dev €xel peletnBel. Kotd ouvénela, to DONACEPT 6ev pmopel va
BewpnBel OTL £xeL KATIOLO ATOTEAEOMO €T TNG EEALENG TNG 0loBEvELag.

H amnoteAeopatikdtnta tng Bepamneiag pe udpoxAwplkn Sovemeliln €xel peletnBel oe téooeplg
EANEYXOUEVEG UE ELKOVIKO PAPUOKO HeAETEC, SUO MeAETEG SlApkelag 6 pnvwv Kol SV0 HEAETEC
Slapkelag evog £Toug.

Eywve avAdluon TwWV OmMOTEAECHATWY KAWIKWV peAeTtwv e€aunvng Oepameiag pe Sovemeliln
XPNOLLOTIOLWVTAG CUVSUACUO TPLWV Kputnplwv amotedeopatikotntag: tng ADAS-cog (KALHOKa TNG
YVWOTIKNG Asttoupyioag), Tng CIBIC (kptriplo TG OUVOALKAG AETOUPYLKOTNTAG), KAl TNV YIOKALMOKA
ADL tnc KAipakag KAwwkng Itadlomoinong tng Avolag (KpIthplo KavotnTag oe BEpata KOWWVLKA,
OLKLOKA, TIPOCWTTILKOU evdLadEPOVTOG KOBWE Kal IPOCWTILKAG PppovTidag).

Ot aoBeveic mou ekmMANpwoav Ta KATWOL KpLTrpla BewpnBnKav wg avtamokpwouevol otn Beparneia:
Avtanokplon = - BeAtiwon toulaylotov 4 Babuwv otnv kAipaka ADAS-cog
- Mn erubeivwon otn CIBIC

- Mn erudeivwon otnv YrokAipaka ADL tng KAtpakog KAwikng



Ztadlomoinong tng Avolag

% Avtamokplon

> Uvolo MpoypPaUUATIOUEVWY
AcBevwv ylo Oepaneia

(ITT analysis)

n=365

Placebo Group  10%
DONACEPT 5- 18%*
mg Group

DONACEPT
10-mg Group

21%*

MANBuouOG ou afloAoynBnke

n=352

10%

18%*

22%**

* p<0.05

** p<0.01




H SoveneliAn mpokdAeoe pio 5000£EQPTWEVN OTATIOTIKA ONUAVIIKA QUENON OTO TOCOOTO TWV
00Bevwv ou KplBNKav W aVTAMoKpLVOEVOL 0T Bepareia.

5.2  @DapHaKOKWNTIKEG ISLOTNTEG

Amnoppopnon: OL HEYLOTEC CUYKEVIPWOELC OTO TMAACLO EMITUYXAVOVTAL Ttepimou 3-4 wpeg UETA TNV
oo TOU otopatog xopnynon. H ouykévipwon oto mAdopa kat n AUC au€davovtal avaloya UE Tn
6060n. O TeAIKOC Xpovoc nuioelag {wng TG KATAVOUNG Tou ¢apLAKOU OTOV 0pYaVIOUO elval tepimou

70 WPEC, KOTA CUVETELQ, N Xoprynon moAAamAwv ed’amnaf nuepnolwv docswv odnyet fabutaia o
otaBepomolnuévn Kkatdotacn. Kotd mMpoofyylon, n oTaBePOMOLNUEVN KATAOTOON EMITUYXAVETAL

eviog 3 efSouadwv amo tnv evapén tng Bepaneiag. META TNV EMITEVER TNG, OL CUYKEVIPWOELG TNG
VOPOXAWPLKNG OovenmeliAng oto MAGOHQ KAl N OXETWKA dappokoSUVAULK ThG Spactnplotnta
mapoucLalouv oAU Hikpn Stadopomoinon Katd tn SLapKeLa tng NUEPOC.

H AR tpodng Sev emnpedlel tnv anoppodnaon tg LSpoxAwPLKN G dovemeliAng.

Katavourn: H udpoxhwpikn SovemeliAn deoueletal oe MOOOOTO NePimou 95% WE TIG MPWTEIVEG TOU
mAAGopaTog. Agv gival yvwotog o Babuocg déopeuong tou evepyoUl petaBolitn 6-0O-amopeBullwuévn
SoveneliAn He TG TPWTEIVEG TOU MAGOUATOG. H Koatavopn tng uSpoxAwpLkng SovemeliAng otoug
S1adopoug cwHATLKOUC LoToUC dev €xeL pehetnBel emokplBwg. Qotdoo, o€ pia LEAETN UE QVTIKE(HEVO
TN OUVOALKN KaTavour Tou ¢papudkou oto cwua (“mass balance”) mou €ywe oe LylelG AppPEVES

£0ehovteg, 240 wpeg PETA TN Xoprynon aming 66ong 5 mg 14C-pa&oonuaouévnq UVSPOYAWPLKAG
SoveneliAng, mepimou 28% tn¢ padlooNUACUEVNG TTOOOTNTOC TIAPEUEVE GTOV OPYAVIOUO. TO YEYOVOG
auTo unodetkvUeL OTL N udpoxhwpikr Sovemeliln kat/f oL petaBoliteg Tng Umopouv va mapapeivouy
OTOV OPYQVLOWO YLa TteEpLocOTePO amd 10 NUEPEG.

MetaBoAiouog/Anékkpton: H ubpoxAwptkn SovemeliAn amekkpivetol ad’evog pev avallolwtn ota
oupa, ad’stépou e petafoliletal amd To oUOTNUA TOU Kutoxpwpatog P450 oe Siadopoug
UETABOAITEG, €K TWV OMOiWV oplopévol Sev €xouv tautomolnBel. Metd amd xoprnynon Hiog ormAng

66on¢ 5 mg 14C-0nuaouévnq uOpoYAwWpPLKNG SovemeliAng, n padlevepyr 6paoTNPLOTNTA OTO MAACUQ,
o0V TT0GOOTO TNG XoPNYoUpevNng 80ong, odeiletal kKupiwg otnv avoaAloiwtn udpoxAwpikr dovemeliln
(30%), otnv 6-0-amopueBuAlwuevn Soveneliln (11% - o povog petaBoAitng mou

ermubelkvieL tapopola dpaaon pe tnv udpoxAwptkn doveneliln), oto donepezil-cis-N-oxide (9%), otnv
5-O-amopebuAlwpévn  SoveneliAn (7%) koLt oto ouveleuypévo yYAukoupovidlo Ttng 5-O-
omopeBuAwpévng SoveneliAng (3%). Mocootd 57% mepimou TNG OAKNAG podlevepyol &6ong
omopakpUVONKe HEow Twv oUpwV (17% wg avalloiwtn Soveneliln) kat 14,5% amopokpUvOnKe HEoW
TWV KOTIPAVWY, UTIOSELKVUOVTAG OTL O BLOMETABOALOMOG KAl N ATEKKPLON dla Twv olpwv elval oL
KUPLEG amekKPLTIKEC obol. Aev UuTIdpYouv evOelfelc evteponmoOTIKNAG emavakukAodoplog tng
uvSpoxAwpkNg doveneliAng kay/n twv petafoltwv tng. O Xpdvog nuUEwNC tng SoveneliAng oto
mAdopa ival mepinou 70 wpec.

To dUMo, n dUAR Kkal n UTIOPEN LOTOPLKOU KOTVIoHATOG 6eV £X0UV KAWVIKWE onUavtiki enidpaon eml
TWV OUYKEVTPWOEWV TtNG USpoXAwpPLKAC SovemeliAng oto mAdopa. H  dappakokwnTikng Tng
SoveneliAng bev €xel pehetnbel enionua o vyl NALKIWWUEVA dtopa i aoBevelc pe Alzheimer i oe
aoBeveig pe ayyelakn avola. QoTtoo0, N LECH CUYKEVIPWON OTO TTAACKA TWV acBevwy NTav mapdpoLa
o€ Peyalo Babuod e Tn HEON CUYKEVIPWON OTO TMAAOUO TWV VEXPWY UYLWV EBEAOVTWV.

AoBevelg e AMLOC £wG HETPLAG BapUTNTOC NTTATIKA OVETIAPKELA EUPAVIOAV QUENUEVEG CUYKEVTPWOELS
SovemneliAng otn otabepomnoinpévn kataotaon, avénon tng péong AUC katd 48% kot tnG Léons Cmax

Katd 39% (BAéme napaypado 4.2).



5.3 MNpokAwika dedopéva yia Tnv aodaieia

Ektetapévol éAeyxol og nelpapotolwa £6el€av OtL n SoveneliAn £xel eEAAXLOTEC EMIOPACELG EKTOG ATO
Vv emtBupunti dappakoloyikr Spdon tng, mov eivatl cUPdwWVN LE TO POAO TNC WG XOALVEPYLKOG

Sleyéptne (BAéme mapdypado 4.9). H Sovemeliln 6ev eival petalafloyovog oe Sokluaoieg
HETAAAOENG e BokTnplakd kUTTapa i KUTTapa OnAaoctikwv. Opalon XPWHOTOCWUATWY in vitro
TIAPOUGCLACTNKE O KAMolo Pabuod, 0t CUYKEVIPWOEL] eUPaVWC TOEIKEG ylo Ta KOTTAPO Kol
nepLoocotepo amnod 3000 dopég uPNAOTEPECG O TIG CUYKEVTPWOELG OTN OTAOEPOTOLNUEVN KATACTAGCN
oTo MAdopa. Aev mapatnpnbnke Bpalon XPWHOTOCWUATWY 1 AAAEC YOVIOLOTOEIKEG ETULOPACELS OTO
HOVTEAO HEAETNG UIKPOTIUPNVWY KUTTAPWY TIOVTIKWV in Vivo. MOKpPOXPOVLIEG UEAETEG KOPKLIVOYEVEGNG
TIOU TIpay LaTOTIOLBNKOV OE ApoUpaiou( Kal oE TIoVTiKLa, dev €del&av Bavn oykoyovo dpaaon.

H ubpoxAwpikn Sovenelihn Sev eixe kapia enibpoon emni tng yoviudtntag os apoupaioug kal Sgv
mapouciaoe Tepatoyovo SpAacn Ot apoupaioug 1 KOUVEALD, OAAG eixe pia pkpn emibpacn otov
oplBud Twv Bvnolyevwy epPplwv Kol TWV VEOYVWV Ttou emiBlwoay, otav xopnynbnke oe eykuoug
apoupaiouc, oe 66oelc 50 dopég peyaAltepeg Tng avBpwrivng S6ong (BAEne mapaypado 4.6).

6. OAPMAKEYTIKEZ MAHPO®DOPIEZ

6.1 KatdaAoyog ek6oxwv

LACTOSE MONOHYDRATE

MICROCRYSTALLINE CELLULOSE

CROSCARMELLOSE SODIUM

MAGNESIUM STEARATE

POLYVINYL ALCOHOL

PART HYDROLYZED TITANIUM DIOXIDE MACROGOL 3350\
TALC

YELLOW IRON OXIDE (MONO llA TO AIZKIO TQN 10 MG)

6.2  Aocuppatotnteg

Aev edapudletal.

6.3  Audapkela {wng

3 xpovia

6.4 I6waitepeg mpodpuldagelg katd tn pUAagn Tou mpoidvtog
Mn ¢duhdooete og Beppokpacia peyoAUtepn Twv 25 Babpwv.

6.5  @DUON KoL CUCTATIKA TOU TIEPLEKTN

Awokia 5 mg:



Blister (PVC/alouptviou) Mey€Bn cuokevaoiag: 28
Awokia 10 mg:

Blister (PVC/ahoupviou) Mey€bn cuokeuaoiag: 28
6.6 I8waitepeg mpodulagerg anoppdng

Kapia l61kn umoxpéwon.

7. KATOXOZ THZ AAEIAZ KYKAODOPIAZ
BALU A.E.

8. APIOMOZ(OI) AAEIAZ KYKAODOPIAZ
5mg: 21032/21-3-2012

10mg: 21033/21-3-2012

9. HMEPOMHNIA NPQTHZ EFKPIZHZ
21-3-2012

10. HMEPOMHNIA ANAOEQPHZHZ TOY KEIMENOY
18-01-2013



