ITAPAPTHMA 1

KATAXTAXH ME TIX ONOMAZXIEX, TH PAPMAKOTEXNIKH MOP®H, TIX
NEPIEKTIKOTHTEX TQN ®APMAKEYTIKQN ITPOIONTQN, THN OAO XOPHT'HZHE,
TOYXZ AITOYNTA, TOYX KATOXOYX THX AAEIAYX KYKAO®OPIAX XTA KPATH
MEAH



Kpétog Méhog Auov (Emwvonfeica) Ovopooio  |Ileprektikétnt |Poppokoteyviki 00d06¢ yopnyno

EE/EOX o Mopon

T'epuavia Olinka (UK) Limited Pantoprazole 20 mg 20 mg l'aotpoavBextcd diokio  |Amd oTOUATOC
38/40 Chamberlayne Road Volkspharma xpnon
London, Hvouévo BaciAeio Magensaftresistente Tablette
NWI10 3JE

T'epuavia Olinka (UK) Limited Pantoprazole 40 mg 40 mg Tl'aotpoavBextcd diokio  |Amd oTOUATOC
38/40 Chamberlayne Road Volkspharma xpnon
London, Hvouévo BaciAeio Magensaftresistente Tablette
NWI10 3JE

[Molwvia Olinka (UK) Limited Pantoprazole Phargem 20 mg Tl'aotpoavBextkd diokio  |Amd oTOUATOC
38/40 Chamberlayne Road xpnon
London, Hvouévo BaciAelo
NWI10 3JE

[Molwvia Olinka (UK) Limited Pantoprazole Phargem 40 mg Tl'aotpoavBextcd diokio  |Amd oTOUATOC
38/40 Chamberlayne Road xpnon
London, Hvouévo BaciAelo
NWI10 3JE

Hvopévo Baoiielo Olinka (UK) Limited Pantoprazole 20 mg Gastro- |20 mg l'aotpoavBextcd diokio  |Amd oTOHATOC
38/40 Chamberlayne Road resistant Tablets xpnon
London, Hvouévo BaciAelo
NWI10 3JE

Hvopévo Baoiielo Olinka (UK) Limited Pantoprazole 40 mg Gastro- |40 mg l'aotpoavBextco diokio  |Amd oTOHATOC

38/40 Chamberlayne Road
London, Hvouévo BaciAeio
NWI10 3JE

resistant Tablets

xpfon




IMAPAPTHMA 11

ENNIXTHMONIKA ITOPIXMATA KAI AOT'OI I'TA THN EKAOXH GETIKHX 'NQMHX



ENNIXTHMONIKA ITIOPIEMATA

I'ENIKH NEPIAHYH THX EIIIXTHMONIKHX AZEIOAOT'HEHX TOY PANTOPRAZOLE
OLINKA KAI TOQN XYNA®QN ONOMAXIQN (BA. TAPAPTHMA 1)

H mavtonpaldin eivar avactoréag g avtiiog mpotoviov (AAIT) kot evdeikvotal yio T Oepaneia
YOOTPEVIEPIKDV TaONGEMV OV GYETILOVTOL LE TNV VTEPEKKPLIOT 0EEMV, OTMG TO YOOTPIKO EAKOG KOl TO
€AK0G 6mOEKOOUKTOAOV, 1] YOOTPOOISOPUYIKN TaALVOpOUN o (Bepameio Kot TPOANYT VTOTPOTNG), TN
Oepaneio ™ un SPPOTIKAG YOoTPoO1G0PYIKTG ToAvopounong (IOIIN), v TpoAnyT EAKOV TOL
oyetilovtal PE Un oTEPOELDN AVTIPAEYUOVAOOT Pdpuake (MEAD), To ocbvopopo Zollinger-Ellison, tnv
expifmon tov ghkoPaKTnpidlov TOL TLAWDPOL.

210 TAQiG10 TNG AmOKEVIPOUEVTG dladikaciag Yia To Pantoprazole Olinka to kpdtog HEAOG avapopis NToV
10 Hvopévo Baciielo (HB) kot ta evdwapepopeva kpdtn péin ntav n Togyikn Anpokpartia, n Fepuavia, n
[Molwvia kou  ZhoPakikn Anpokpotia. To apytkd opUoKEVTIKO TPOIOV TOL YPTCILOTOONKE GTIC HEAETEC
Bloicodvvapiag ftav to Pantecta 40 mg 1o onoio mapackevaletal and v Altana Pharma AG oty Ioravia.
Kotd m didpkela tng amokevipopévng d1od1kaciog, £va evolapepOIEVO KPATOG LEAOG NYELPE coPapEc
EVOTAOELG GYETIKA LE TN Proicoduvapio pe TO apyiko TPoidy LETA Umd YEVUO. TVVETMS, TAPUTEUPONKE OTNV
CHMP 1 ax6Aov0n avnovyia yio Suvntikd cofapd kivovvo yia T dnuodcio vyeia: n perétn PAN 2006/006
(Bloticodvvopio HETA amd YELUA) OV OEIOAOYNCE EMAPKAOG TIG 1OIOTNTEG TOL CKEVAGLOTOC SOKIUNG GE O,T1
aeopad TN ANYT YELLOTOC KO, KOT' ETEKTACT], TO EVOEYOUEVO VTTAPENG SAPOPOV PETAED TOV GKELOCTUATMV
SOKIUNG Kot avapopdg dev £xel amokAeloTeL tkovoromtikd. O oyedAcUOG TNG CUYKEKPIUEVTG LEAETNG
Kkpinke akatdAAnioc o€ 6,11 apopd To akOAovaL:

- TOVG (POVOVG dEYUATOANYiNG (mpeme va glvar TOVAdIoTOV 24 ®PEC)

- TIG TPOOLOYPAPEG TOV TPWTOKOAALOV GYETIKA UE TIG EKTPOTEG TIUEG KOL TOV EMAKOAOVOO OTOKAEIGUO TOVG.
H CHMP ammvBuve 6tov a1tovvto KaTtdAoyo epoTnuiteV kabhg kot £vay KoTAAOYo GUAVTIKOV
{nmudtov oxetikd pe ) Proicoduvapio pe To apytkod Tpoidv PETE Omd YEVUA.

210V KaTAAOYO EpmTNUdTOV TOV Kataptiodnke, 1 CHMP, {tnoe amd tov artovvta vo oYoAldceL TOV
OYEOLOGLLO KOl TO ATOTEAEGHOTA TG LEAETNG Broicodvuvapiog HETA amd YELUA, GE O,TL APOPE Ta aKOAoLO
Bacwkd {ntApato:

(1) n TekuMpion Yo TOV GXESIOGHO TG LEAETTG, EOIKOTEPA Y10 TO TPOYPOAUUO OELYHOTOANYiaG 15 wpdv Kot
1 GLAAOYIGTIKN Y10, TOV €K TOV TPOTEPOV TPOGOIOPICUO TOV EKTPOTOV TILMV PACEL TNG EMAPKDG
YOPOKTNPIGUEVIG KOL OVAUEVOUEVIC KAOVGTEPTLEVIC OTOPPOPTONG TNG TOVTOTPALOANG LLE TNV TPOPN OE
UIKPO TOGOGTO VIOKEWEVAV, TPENEL VO cu{NTNOEl COUP®VA UE TIG 10YDOVGEC KATEVOVVINPLES YPULUUES OE
0,TL AQOPA T SVVATOTNTO ATOKAEIGHOD TV S10.POPAV TOV CKEVOCUATOV PETA amd YEOLLLO PACEL TV
aE10AOYNCIUOV SESOUEVOV

(i1) Ta amOTEAEG AT TOV OVOADGEDY TMV OEO0UEVOV TNG LEAETNG KOL TOV AOYO Y10 TOV OO0 O GITMV KPivel
OTL AmOKAEIETOL 1] H10LPOPA TOV CKELAGUATMV LETA GO YELLLO

(iii) To amoteAécpata TPOGHET®V SOKIUMY S1GAVONGC, GYESIOAGUEVMV Y10, TNV TPOGOUOIMGT TOL YUOGTPLIKOD
ep1PaALovTog HETE 0 YED LA KO TV TEPUITEP® TEKUPIMGT] TOV TOPEYETAL OO T EV AOY® dedOUEVA GE
GUVOLOGUO LLE TOV GYOAMOCUO TNG EVOEYOUEVNG KAVIKNG GUVAPELNG/duvaTOTNTAG EQAPUOYNG.

AbOy® ™G aAANAoETIKAAVYN G TV 500 TPOTOV oKEA®V TG epdTNoNg [(1) kat (i1)], 0 autdv £dmwoe pia
ovvdLAoTIKNY amavtnon. H arndvinon tov oto 1pito okélog (iil) d0Onke ympiotd. Lto TAaiclo TV
OTOVTNCEDV TOL 0 T®V VIEPOAE emiong T amoteAéopato TG neAétne emiPefaionong icodvvapiag (2009-
2106) pe mepiodo derypatornyiog didpketag Emg Kot 30 wpov.

H Bdon g aitnong v to Pantoprazole Olinka eivai n texpnpiowon g icodvvapiog peta&d tov
TPOTEWVOLEVOL YEVOOT|LOV CKELAGLOTOG KOl TOV apytkov mtpoidvtog (Pantecta 40 mg mov mopackevdleTon
omd v Altana Pharma AG oty Ionovia). H etaipeio vréPaie dvo peréteg Proicodvvapiog yio to
Pantoprazole Olinka otic omoieg ovykpibnke 10 mpotevouevo okevaco 40 mg e to Tpoidv avapopdc,
Pantecta 40 mg yaotpoovOektikd diokio. H pia pekétn devepyndnke vmd kabeotdg vnoteiog [PAN-
2006/007], eved n GAAN petd omd yeopo [PAN-2006/006].



O atdv €kpive OTL 0 GYESOGLOC AUPOTEP®Y TMV €V AOY® LEAETOV Ploicodvvapiog mpaypoatomoonke
GOUQMVO, LLE TIG OTTOLTHOELS TOV IGYVOVGMOV KATELOLVTAPLOV YPAUUOV Bloicodvvapiog
(CPMP/EWP/QWP/1401/98), T0. yv®GTA YOpOKTNPIGTIKA TG TOVTOTPOLOANG Kol COUQ®VA UE TIG 00TYiES
yopnynong énwg meptypapovtal Aentopuepmg oty IIXII («va katamivoviar oAoxAnpa ue vepo mpiv amo to
yevpay). Ta gvprpota omd T HeAET AAANAETIOPUONC LE TIG TPOPEC GE CUVOVAGHO LLE TNV TEKUNPIOOT TNG
tsoduvapiag vod Kabeotmg vnoteiog (cuviotdpevn pEBod0g yopnynong), Kabmg kat pe ta 01eEodikd
dedopéva dtdlvong in vitro (Yo TNV TPOCOUOImOT TOL YOOTPIKOD TEPPAAAOVTOC LETA O YEOLLLQ),
BempnOnike 611 amokAelovy KavOTOINTIKE TNV VTTOPEN dAPOPDOV LETOED TV GKEVAGHATOV OC TPOS TNV
OKEPALOTNTA TG EVIEPOOIOAVTIG EXIKAALYNG TOL O16KIOV KOl TOV KIvOuvo amdTouNG ameAevBEépwaong Tov
EYKAEICUEVOL POPUAKOL.

Apykég peréteg Proicodvvapiog

O at@v Tapovciace To ATOTEAECUATO 000 PHEAETOV Ploicoduvaping 6To TAAIG10 TV 0moimy Yopnynonke
o€ vyelg eBedovtég pia doom 40 mg and 1o otopa: g PAN-2006/007 (pelétn vid kabeotdg vnoteiog) Kot
g PAN-2006/006 (peiétn petd amd yevua). Ot ev AOym PeAETEG NTOV SLUGTOVPOVUEVES, AVOLYTEG LEAETEC
Bloicodvvapiog Toyotomompévng Bepamentikng axolovbiog wov devepynnkav oe vyieic ebeloviéc. e
avTéG EMPONCAY VTTOYT 01 1I6YDOVGEG KATEVOVVTIPLES YPOUUEG KOL TO POPLOKOAOYIKA YOPOKTNPIOTIKA TNG
TavTomPalOANG, 0 TOPATETANEVOG XpOvog T-max, 1 avénuévn petafintomra (10img otn Cmax) kot n
apeTdfintn nulon LETA Ao YELUA.

21 HEAETT OAANAETIOPAOTG LE TIC TPOPEG, TO KPITHPLA Yidl TIG EKTPOTEG THEG KabBopilovtal 6To

TPOTOKOALO PAGEL TIAOTIKGV ddOUEV®V TOV 0pilovv evOeXOUEVES EENPETELG COLPMVA [IE TO, akOAoVOOL:

® T0 TOGOGTO YU TIG EKTPOTESG TLEC TOV OKEVAGHOTOC OOKIUNG eV TPEMEL va EEMEPVA TO AVTIGTOL(O
TOGOGTO TOL TPOiOVTOG avapopds + 20 % (oToyyLAOTOMUEVO GTIV TANCLEGTEPT AKEPOLDL TIUT))

e o T opileTon MG EKTPOTN €AV GLVTPEYEL TOVAYIGTOV [ia amd TIG aKOAOVOEC TPOHTOBEGELC:

- VIAPYEL TANPNG N 6YXEGOV TANPTG amovaia amoppoenomng Tov eappaxov (n AUClast gival pukpdtepn and
70 10 % TV pEcOV TIHAOV TOV OVTIGTOLOV GKEVAGLATOG)

- 0 T-max stvon >12 wpeg

O atv Katédel&e OTL 0 «EK TMV TPOTEPWOV TPOGIIOPIGUOCH TOV EKTPOTMV TILOV HTAV GCOUPDVOG LE TIC

1oYVOVOEG KATELOLVTIPIEG YPOUUES Yia TN dlepegvuvnon TS Proicoduvapiog (CPMP/EWP/QWP/1401/98 kau

EMEA/CHMP/EWP/40326/2006).

21N UEAETT HETA A0 YEVU, Ol EKTPOTEG TYUEG NTOV OVOUEVOLEVEG GE OUPOTEPES TIG OUAOEG LEAETNG (OpAdES

7oV EAaPay TO TPOTOV SOKIUNG KOt TO apYIKO TPOIoV).

H CHMP eneonpave 6TL To 0MOTEAEGLOTO COUPOVOVCAY UE TIG O100EGIUES ONUOGIEVUEVEG TATPOPOpPiEG

GYETIKA LE TNV AAANAETIOPACT] TOV CKEVOGUATMOV TOVTOTPALOANG UE TIG TPOPES, Ol OTTOIEG TEPLYPAPOVY L0

evoeyouevT KabvoTtepnEV amoppdPNoN Kol adENCT TG LETAPANTOTNTOG,

AvaruTikEG né00001 Kol PUPRUOKOKIVIITIKES pPeTAfInTég

O artv véPare avarvtikéc ekBéoelc yio Tic peréteg. Xpnopomombnkay ta cuvion kpiripla
Bloicodvvapiag, 6nwg m.y. To AE g taéng tov 90 % yo tic avaroyieg AUC ko Cmax Tp€mel va, ePminTel
€VTOG TOL amodekTov gupovg 80,00-125,00.

O aurtv mapovoiace apketég PPAMOYPUPUES AVAPOPES Y1 VO, TEKUTPLOGEL TN QOPOKOKIVITIKY
petafintotnra g TavtonpoaloAng.

oppova pe toug Coupe A.J. et al. (1991), n tpopn evdéyetal va kaBvoTEPEL TN YOOTPIKN KEVOOT £1C Kol
10-11 ®pec ko vo ennpedlel GLVETMG TOV YPOVO ATOPPOPNCNG TOV PAPUAK®Y TOV YOPTYOLVTAL Oltd TO
otopa. Eivol emiong yvooto 011 o€ opiopéva dropa 1 movtonpaloin topovcialel kabvotepnpuévn
amoppOPNON Kot CLENUEVT] POPUOKOKIVITIKY HETOPANTOTNTO OTAV AAUPAVETOL e TPOQT], av Kol Bempeitat
vevikd 0t 0 Babuog anoppoopnong [AUC] dev emnpedleton (Radhofer-Welte, 1999, kou Fitton and Wiseman
xar 1996 Andersson). Emmiéov, o Opyaviopnog Tpooipwv ko Gapudkmv tov HITA (FDA) onpocievce otnv
mepiAnym £ykpilong Tov apykod Tpoidvtog yio to Protonix 20 mg kot to Protonix 40 mg. /US FDA



Summary of Approval Protonix 20 mg and Protonix 40 mg] po. avénon otov ypovo T-max amod tn 1-4 dpeg
V76 KabeoTMdg Voteing otig 5-12 mdpeg (mov opeiletan o€ KBvoTEPNUEVT OTOPPOPT O AOY® YELLLOTOC).
Kotadeiynke 6T1 1 enidpoon avTdv TV KaBUoTEPNGE®Y GTNV ATOPPOPNON TNG TAVTOTPALOANG GE O,TL
aQOPA TNV ATOTEAEGUATIKOTNTO TOV PapuUdKov oyetileton o€ pepovopévoug acbeveic pe tnv AUC, oyt
opmg pe v Cmax kaBac n AUC cvoyetiletan pe tov fabuod katactodng g napaywyng o&éwv [Hatlebakk,
1996, Thompson, 1997].

H ev AOy® peTaoAr] OTO KIVITIKA YOPOKTNPIGTIKG TOPUTNPELTAL GUYVE e TNV TOVTOTPaLOAT KOl Y10 TOV
Adyo avto oty [lepiAnyn tov Xapoktnpiotikdv tov [Ipoidvtog Tmv Tpoidvimv Tov TeEPE(ovV
navtonpaloAn oty EE mpoctébnke n axdrlovdn dotinmon: «Na katamivovior oAdkAnpa wptv amo 1o
yeDUOLY.

Mpoypappa derypotoinyiog

O1 evpomaikés katevbuvinpieg Ypappés opilovy To KPITHPLOL Y10 TOV GYESIAGHIO UEAETOV PlodtabectuoTnTog
kot Broicodvvapiog (CPMP/EWP/QWP/1401/98). Zoupmva pe ovtd, To TPOYPOLLILO SEIYUATOANYING TPETEL
va TapExel emopkn ektipnon g Cmax kot TPENEL VO KOADTTEL ETAPKMG TNV KOUTOAT TOL YpOVOL
GLYKEVTIPWOOTG OTO TAAGLO TPOKEIUEVOD VA TAPEXETAL A&LOTIOTN EKTIUNOM ToL Pabuod amoppdenomng.

e yevikéc ypappés, autd emrvyydvetal edv n AUC mov mpokdntel omd Tig LETPNOELS AVTIGTOLKEL o€
tovAdyiotov 80 % tng AUC mov €xel mapektabei oto dmelpo. [a pia a&lomot eKTinon g TeEAMKNG
duapkelag nulong, eival arapaitnTn 1 cLALOY TOVAYIGTOV TPIOV EMG TECCAP®V SEIYUATOV KATA TN
SUIPKELD TNG TEAKNG AOYOPIOUIKNG YPOUUIKNG PAoNC.

IMa tehuc) nulon amofoing piag mtepimov dpag, 0 TPAACIacUOS TG NEONG KpiBnkKe eTopkng yio TV
KéAvym g amoPoing tov 83 % Tov PUPUAKOL Kol 0 TEVIOTAACIOGLOC TNG O1apKeLag Nuiong kpibnke
EMOPKNG Y10l T1] GYEOV TAN PN 0moPoA. ZUVET®DGS, TO ST TOV 15 wpadv kpifnke KoTdAANA0 Yo TNV
TOGOTIKOTOINGM ToLAAYIeTOV TOL 80 % TN cvvoAikng AUC, cOUPOVE LLE TIG GUCTAGELG TOV
KaTELOVVTNPIOV YPOUUDV.

O AtV TPOGdOPIoE TO TPOYPALLLLN OEIYUATOANYIOG 0T HEAETN TTOL SteEnyaye, Aapudvovtag vIoyn TIg
YEVIKEG TANPOPOPieg 0md Tig S100EG1EG dNUOGIEVUEVEG PIBAOYPUPIKEG TTNYEG, Ol OTTOIEC GE YEVIKES YPOLUES
vroostpilovv gBPOg YPOVOL YOOTPIKNG KEVMOOTG TO 0TToio Kupaivetal and AMydtepo amd 1 dpa g mepimov
5 ®peg, avaroya e TNV TPOGANYN TPOPTG.

AeSOUEVOV TOV ATOTELECUATOV TNG KOPLAG avAAVoN G, a&loloynonke amd Tov aitodvta 1 ThavoTn T
amovciog froicoduvapiog kot dtomotdbnke 0Tt elvan pikpotepn amd 1 % yio t Cmax kot 0,02 % yuo v
AUClast.

H CHMP anepdvOn, Bacel TV omoTeEAECUATOV TG LEAETNG, OTL 1) DTTaPET S10POPAS GTOV POPUAKOKIVITIKO
UNYOVIGHO LETOED TOV TPOIOVTOG QOKIUNG KO TOL OpYIKOV TPOTOVTOG eivarl eEonpetikd amiBovn dedopuévng
Mg GaPOVG TEKUNpimong ¢ Ploicoduvapiog otnv KOpLo avaALGT Kot GTIG OEVTEPEVOVGES OVOADGELG
(TANPNG avaALON HE PETPTOIUES TILECG).

D appoxokivyTikny perétny empepfaioong (kwokog perétng: 2009-2106)

O otV TOPOLGINGE TO ATOTEAEGLOTO HLOG TEPOUTEP® PEAETNG emPePainong petd amd yeduo, pe TEAKS
onueio derypatornyiog tig 30 dpec. Xxomdg TG pHeAETng NTav vo e€etaotel 1 enidpaon g TPOPNG TNV
KWWINTIKN TOV 600 GKELOCUATOV TavTompalOAng Kot ot otadepdTnTa/d166TacT| TOVG, 1 AITOVGIN ATOTOUNG
OmEAELOEPOONG TOV EYKAEIGUEVOL PAPLLAKOV KO O OTOKAEIOUOG TNG VTLAPENG O10pOop®dY HETAED TV
OKEVUGLATWV.

H peAétn dievepynnke HETA amd YELLLO KOl GUYKEKPLUEVE UETE omd Eva TAOVG10 o€ AMmapd ko Beppideg
P16 10 onoio katavormOnie 30 Aewtd TPV amd To yopnyNnon Tov eapudikov. Ta delypata
amoBnkevdniav dueca oe Beppokpacia -25°C kot petapépbnkay atov ympo avirvong. H nepiodog
KGBapong Tov papudikov dtpknce 7 NUEPES.

H CHMP extipd 671 10 povikd S1aeTnio AYng ToL poPUAKoD HETA amd To Tpmivo (30 Aemtd) ftav
KOVOTOMTIKG 6OVTOUO. AdpBovouévev VTOYT TV EALEIYE®DV TNG TPONYOOUEVNG LEAETTG, Ol XPOVOL
derypatoAnyiog mapotankay £m¢ To TEAOG TG TEPLOdov Tapatipnons. H mepiodog mapatinpnong didpkelag



30 wpdv vepPaivel TNV EAGYIOTN AmAITNOT Y0l TIG LEAETEC e TOVTOTTPA(OAT, 1 omoia Bewpeitan OTL givar ot
24 wpeg. H mepiodoc kaBapong Tov eoprarkov fTay IKEVOTOWTIKNG SIIPKELNG ACUPBAVOUEVNG LTOYT TNG
oVVTOUNG NUILMTG TOV GLGTATIKOV.

H CHMP amepdvin 6Tt 0 cuvoiikog oyedloopog TG LEAETNG NTAY ATOOEKTOG.

AdY® TG YPNONS SPOPETIKMOV TAPTIOWOV GTIC TPOTYOVUEVEG LEAETEG PlOTCOSVVOING KOL GTN) LEAETT
emPefainonc, o AITOV TAPOVGINGE Y1 TIG CLYKEKPIUEVESG OPOPETIKES TAPTIOES CUYKPITIKEG LEAETEG
dudivong og pH 6 kot 6,8. o apeotepeg TG ouykekpuéves TipéES pH damotddnKoy Tapopoteg TIES
dudivong.

Y7o pneiérny mAnBvouos

O artwv mapovciace Tov TANBLGO oL peteiye otn perétn emiPefaimong. [Ipokelpévov va amokieioctobv
VTOKEIUEVA LLE TTOPEUPEPEIS VOTOVE ¥pNOILOTOM KAV TO, GLVON KPLITHPLO GUUUETOYNG KOl OTOKAEICLOD
7ov gpapuolovrtal otTic peréteg og vyieig eBehovtéc.

H CHMP éxpive 0modektd To KpITiplo. GUUUETOYNG KOl OTOKAEIGHOV, KAOMG KOl T0L VTOKEIPEVH TOV
HETELYOV, TOV aplBUd Kot TOV TOTO TV UTOKAIGEWDY OO TO TPMTOKOALO.

AVaAvTIKES HEQOOO0L — HEALTES VIO KAOLOTMS VIIOTEIOS KOl HEAETES HETH GTO YEVUA

H texunpioon tov avolutikov uedddmv mepredapufave pia avaivtikn £kBeon kot pio €ékBeon emoindgvong.
H CHMP éxpive 0T1 1] GUVOAIKN GVOALTIKT TEKUNPIOGCT NTAV IKAVOTOWTIKT), ®GTOGO EMAVEAUPE TN
oNUOVTIKN évataoT mov oyetileTat pe to {fTnura e pokpoypoviag otabepotntog Kot {1tnoe amd tov
oTtovvTa Vo LIToPAiel dedopEVa LOKPOYPOVING GTAOEPOTNTAG GTNV ATAVINGT TOL GTOV KOTAAOYO
ONUOVTIKOV (NTNUAT®V.

Dapuarxoxvytikés puetafintés

H apyn avéivon dievepyndnke yia tig AUClast kon Cmax, pe tn gpfon AoyaptOpikd HETOoYNUATICUEV®Y
avaAoy1®V Kot dlaeTtpatog epmiotoovvng (AE) 90 %. XpnoiporomOnkoay ta cuvin kprmpla
Broicodvvapiag, ntor AE 90 % yua t1g avoroyieg AUC kot Cmax wpénet vo, KOUOIVETOL EVTOG TOV OTOJEKTOV
gvpovg 0, 80-1,25.

H péon avaroyia «mpoidvtog SoKIUNg Tpog Tpoidv avapopdc» vwoloyiotnke oe 85,6 Le To didotnua
eumetoovvng 90 % va kopaivetar omd 77,6 £0¢ 95,6 %. O atdv TOVIce 0TL 6€ Se00UEVES TEPIMTMOGELS,
OT®G OTNV TEPITTM®ON TNG TAVTOTPALOANG, UTopel va yivel amodektd peyardtepo ddotnua (75-133 %) yuo
T Cmax «eay 1o didotnuo. avto tekunpiwlet, o1evfeTwvag e101KOTEPA OTOIOONTOTE AVITVYXIO CYETIKG UE THV
0OQCAELD, KO THYV OTOTEAECUOTIKOTHTO. Y10, TOVG 000evels wov Qo allaovv aredaouoy. To gopotePo S1AoTNHA
amodoyns (75-133 %) yia t Proicodvvapio kpivetan tekunplopévo, kabag xetl dStomiotmdel 6T M
mavtompaloAn sivon e&opeticd petafAnti petd amd yebuo.

O artdv, tekunpinoce v eEUIPETIKG PETAPANT] QOPRAKOKIVITIKY TG TOVTOTPAlOANG LETE amd TN
YOPNYNOT| TPOPNG TUPATEUTOVTOG GTO GUGTN LA Plopapprakentikng Tasvounong (BCS). Zopewva pe avto,
N movtonpaloin ta&vopeitotl Tpocwpva oty kAdor 11 BCS, ftol og gdppoko vyning dtakvtdmrog-
YOUNANG dtamepatdTTAG. ZOUPOVO e Tovg Fleisher et al, 1996 ko de Campos et al. 2007, to, pappoKa
KAaong I BCS mapovsialovv e&otpetucd petafAnt @opUokoKviTIKY 60TV AopufdavovTot e yebhpo Aoym
UEIMUEVNC OTOPPOPTONG OO ATAOVG OLVOTOUKOVG PPAYLOVS. € HEUOVOUEVOLS 000EVELG dlamoTOONKE OTL
n AUC, oy 6pwg  Cmax, cvoyetiletal pe Tov fabpd KaTaoToANg TG mapoywyng o&émv, o omoiog vt
YVoOoTO 0Tl GuoyetileTon pe tn Oepaneio Tabdncemv wov oyetiCovror pe o&éa, kabmg kot 0Tt dev VIGPYEL
YPOVIKOG GUGYETIOUOG LETAED TNG LEYIGTNG GVYKEVIPMONG GTO TAGGHO KOl TNG UEYIOTNG KATAGTOANG TNG
Topay®yng 0&EwV OV TPOKaAEiTaL 0md avacToAElg TG avTAiag Tpwtovioy [Hatlebakk, 1996].

H CHMP eneonjpove 6t 1 81€0puver Tov VPIGTAIEVOD SIOGTALOTOS EUMIGTOGHVNG Yia T Cmax dev
KaBopiotnke TPOOTTIKAE 6TO TPWTOHKOAAO TNG LeEAETNG. Ot TapAUETPOL TOL TPOGdlopicOnkay, ot LEBodot Tov
YPNOHOTOWON KAV V1o TNV avAAVOT KOl T KPLTHPLOL EXLTVYIOG QaiveTal va eival ta, cuvi O kot Kpivovton



amodextd. Qotdc0, 1 CHMP (Rnoe and Tov a1todvia vo S1capnvicel Toug A0YoLg advuvapiog
tekunpioong g Proicodvvapiog og Tpog tnv mapdpetpo Cmax otnyv kbeomn g LEAETNG.

O artv amavinoe 0Tl Uropel v EQaPUOCTEL AYOTEPO QVGTNPN ATOITNON Yo TNV ToVTOTPAlOAN Kot
vréPare po £kBe0T Yo TNV AVOUEVOUEVT] KAIVIKY oTMuacio TG KaBuotepnuévng amoppdenong g
TavtompalOAng Tov TapatnpnOnke ot perétn 2009-2106. 1o mpdto pEPog TG Ekbeong TV
EUTEPOYVOUOVOV TopatifevToL To BacTKE SEGOUEVO Y10 TN POPUOKOKIVITIKT Kol QOPUAKOSVVOULKT TNG
TaVTOTPALOANG: 01 1|01 YVOOTEG IO10TNTES TNG TAVTOTPaOANG Le 77% Prodabecypuotnta, po pétpio povo
KaBvoTEPNOT OTIV OTOPPOPNOT|, ALENUEVT] LETAPANTOTNTO, OAAY OUETAPANTOC pLOUOG Kot Pabpdc
ATOPPOPT|ONG OE TEPUTTMOELG YOPNYNONG LE TPOPT]. XTT GLVEYELN, Ol EUTMELPOYVAOUOVES TAPETEUY AV GE dVDO
mo mpocpateg peréteg (De Campos DR et al: Drug Res 2007, Filipe A et al. Drug Res 2008, kot Mendes
Drug Res 2008), o1 onoieg katédei&av OtL 1 Yopnynon TovionpaloAng e TPOeN UTOpEl va TPOKAAECEL
peimon ot Cmax kot oty AUC kot onpovtikny Kafuoetépnon oy aroppoenon.

O1 gUTEPOYVOLOVEG TOPETEUYAV GTO OTOTEAEGUATO TNG HEAETNG 2009-2106 ko katéAn&av 6To
GUUTEPOC LA OTL OEV TTOPATNPHONKE AmOTOUN ATELELOEP®OT TOL EYKAEIGUEVOD POPUAKOL, OTL 1| Evapén TNG
OVTIEKKPITIKNG EMOpaong KaBuoTépNoE UETE TNV TPMTN OGN, KOl OTL Ol EMOUEVEG OOGELS EIYAV LUKPOTEPN
EMIOPACT] GTNV KATAGTOAN TNG TOPAY®YNG 0EEQV.

H CHMP eneonpave 6111 dtopopd ot Cmax peta&d tov Tpoidoviog SOKIUNG Kot TOL apyLkoD TPoidovTog Ogv
&xet kapio kKAvikn onpoacio. H CHMP arepdavOn 6t apedtepa to. okeLAoUATe, €ivol 10000VOpa, E10TKOTEPA
d¢ BepamenTIKa 16000VaLL0, Kot OTL OEV LITAPYEL KIVOUVOGS Yo TNV KAMVIKY dlayeipion Tov aclevav.

Amoteléouaro cYeTIKA pe THY AGPIAELL

Kotd ™ dudpreta g perémg avaeépdniay 80 avemBOunTeg evépyelec, 01 0TOIEG TAV GTO GUVOAD TOVG
NG EVTOONG, EVAO UEPIKEC OO AVTEC GUCYETICTNKAV TEMKE, LE TNV VIO HEAETN QOPLOKEVTIKY OY®YN. L€
11 cvvoiikd vrokeipeva Tov VTOPANONKAV GTIG EPYASTNPLOKES OEIOAOYNGELG LETE TV OAOKANP®GCT TNG
UEAETNG, TOpO TP OOV EPYACTIPLOKES OVOLOMES EK TOV 0TOIMV OAEC, TANV piog, eite Ta&vopndnkay wg
KAWVIKG 1) OMUOVTIKEG E1TE AVTILETOTIOTNKOV UETA 0md TNV TapakoAovOnomn mov dievepynonie and tov
arrovvta. Katd m didpketa g peAéng dev avapépOnkav Bavotol, ovte kapio cofopn 1 GAATN CGMUOVTIKA
avembountn evépyeia.

H CHMP amepdvin 6t and ta vroPAnévta dedopéva dev TPOKOTTEL KOO OVI|GLYI0 OYETIKA UE TNV
aoQUAELD.

Amovcio 010popAV 0TU CKEVAGNATA,

Ewooywyn oty ueiétn PAN-2006-006, AAAniemidpoon ue tic tpopéc

21 perétn PAN-2006/006, 0 artdv Topovciace TV KOpLo avaALGT) T®V OEYUAT®V TAACUATOG
eEAPOVUEVOV TOV EKTPOTOV TIUDV, KOOMG ETIONG KOL TNV AVAALGT TOL GLVOAOL TOV JEIYUATOV,
nepthappavouéveov OAnV TV tepmtd@cewv. EmmAéov, To dedopéva yooTpoavOekTikdTnTag Kot dtdAvong in
Vitro Tov TapovctdlovTol Kot TEAOLV Vo enelepyacio GTNV AmAVINGT) TOV O1TOVVTOS GLVIYOPOLV VIEP TNG
vrapéng Proicodvvapiog.

Kopia avaloon

Q¢ kOpla AVAAVOT TAPOVGLAGTNKE 1] GTOTICTIKY AVAALGT TTOL dlEVEPYNONKE COLPOVA LE TO
TpoKabopIGUEVE KPITHPLO TOL OpioTNKAY 6TO TPMTOKOAAO. [ TN die&ayyn TG KOpLog ovaAvong, To
OedOUEVO OYETIKA LE TOVG EDEAOVTEG TTOV YOPAKTNPICTNKOV MG EKTPOTEG TEPIMTMGELS OMOKAEIGTNKAV OO TO
GUVOLO T®V OEG0UEVOV TTOV CLUUTEPIANPONKAY GTNV AVAALGT. ZTN GTOTIOTIKN avAALGT dEV
ypnooromdnkay péBodot TapekPoing 1 KOUTOAOYIGHOD.

Aevtepebovoa avaloon

H ototiotikn avédivon mov dievepyndnke pe 0Aa to a&loloynoipa dedoUEVE Yo TO GUVOLO TV EBElovTmV
TOPOVGLACTNKE MG OEVTEPEVOVGA avaAvoT]. Ora Ta dtabéoipa dedopéva cupmepAnEONKaY YoOpig
KATOAOYIGUO 1 TAPEKPOAN.



H CHMP éxpive amodekt| Ty avaAvoT oAOKANpov ToL delypatog TeptAapuBavouévoy A0V TV
TEPMTMOCEDMV KO OTEPAVON OTL APPOTEPA TAL CKELACUATO, TTOV UEAETHONKOV UTopohV va BewpnBovv
Bloicodvvapa.

Melérn empPePfaiwons allniemiopaons e tig tpopés -2009-2106

e ootV ) perém, 1 AUC gumintel evtog ToV amaitoOUEVOD SUGTHIOTOG Omodoyng Yo T Ploicoduvapio
(80-125). I'a T Cmax, 10 S1doTNuHe EUTIeTOcVLVNG gival 77,6-95,6%, NTol EAappOS PKPOTEPO amd TO
duonua amodoyng (80-125), evd 1 petafAntotnta petald vIoKEWEVDVY (GYEOAUGUOC 2 TEPLOOWY 2
akoAovdidv) givor peyolvtepn amd 30% (36%), COLPOVOVTAG e TO OESOUEVE, TTOV AVAPEPOVTOL OT1)
Broypapia Yo TNV movTompaloAn.

H CHMP, Aopfdavovtog vmoyn ta dedopéva Tov avapépnkay, arxe@davin 0Tt 0ev vIapyel KAVIKA
OTNUOVTIKTY S10(pOPd AVALETT, GTO, GKELACUATO.

H CHMP xatdptioe évav katdAoyo onuovtikev {ntnuatov (Ntoviag ond Tov aitodva vo, SIEvKpLvicet
TEPOLTEP® TO, EKKPEUN {NTHLOTA.

INRovTiK avnovyio- KeTaioyos onuavtik@v ntnrdatev — Smpa 1: Zntmonke ard tov artovvta va
vroPdAet Tekunpimon Yo T LOKPOYPOVIa 6TaEPOTITA TOV KOTEYVYLEVOL TAGGIOTOS TPOKEUEVOD Va
TekunpLobel TANp®G 1 akpifela TOV pYacTNPLOK®OV aEloAOYHCEMV.

O artv véPare TpOGHETN HEAETN EMKOPOONGC. L& ATV TEPIAapPavovTol To dedopéva Tov {ntnonkav
GYETIKA LE TN LOKPOYPOVIO 6TaBEPOTITA TV SEIYUATOV avOPOTIVOL TAUCUATOG GE GLVOLOCUO LE TA
dedOUEVO LOKPOYPOVING OTOOEPOTNTOS TV ETOUMV SHALVUATOV (749 nuépeg otovg -25°C) kat ta dedopéva
otafepotnTag avtopatov detypatoinmn (122,5 dpeg otovg 5°C).

Ta amoteAEGLOTA OADV TOV SOKIUOV NTOV IKOVOTOMTIKY IE PIKPEG LOVO OmOKAIGELG. Z€ 0,TL apopd TN
HOKPOYPOVIO 6TaBEPOTNTO TOPATNPNONKE PEIDOT TNG CLYKEVTPMONG TAVTOTPALOANG KOTA TOGOGTO TEPIMO
6-8% TNG OVOUAGTIKNG GVYKEVIPOONG, YEYOVOG TTOL KpiOnKe amodexto.

YrofAnOnkav ta AenTopEPT] OTOTEAEGHOTO TOV OEG0UEVOV LOKPOYPOVING GTAOEPOTNTAS TOV AVOPOTIVOV
deryudrav.

H CHMP éxpive 611 0 artdv cuppopembnie tpog t {nrovpevn amdvinon Kot 6Tt vréPalre to dedopéva o€
GLUVOLOGUO [E TPOGOeT dedopEVH GYETIKA e TN 6TafepOTNTA TNG TOVTOTPALOANC VIO S10POPETIKEG
ocuvinkeg. Ta amotedéopato OAwov TV dokipumy Ntav arodektd. H CHMP ékpive 611 o {Rtnua
dtevBetnOnie.

AlLeg aviiovyisg — KOTAA0Y0G SNUOVTIK®OV {nTnpdtov — ijmpa 1: Znmonke ond Tov attovvto va
OLEVKPIVIGEL TNV TPOEAEVOT] KOl TIV OVOLLOGIC TOV TPOIOVTOG avapopdG TOv ¥pNOILOTOONKE GTn VEQ
peAétn Broicodvvapiog.

O artv MNA®CE OTL TO TPOIOV AVOPOPAS G€ OAEG TIG LeAETEG Proicoduvapiag Tov dievepyndnkay HTav 1o
Pantecta, to omoio kvkAo@opel otnv lomavia. Ot TapackevdoTpleg etaipeieg frav n Altana yuo T peAéTeg
Pan 2006/006 ko1 Pan 2006/007, kot ) Nycomed yia t perétn 2009-2106. H aAlayr tng ovopaciog
opeiretan atnv e&ayopd g etarpeiag. Emiong, mpookopicdnke 1o puAradio acbevoic yio To Tpoidy
ovapopag.

H CHMP éxpive amodeKty| TV omavTnon Tov artovvtog. Ot TANpopopieg yio To apytkd Tpoidv Exovv
OlEVKPIVIOTEL G TKOVOTOINTIKO PBabuo.

Katdroyog onpaviikav nmqpuatov — Stnpa 2: Zntodnke amd tov otodvta vo SNAmcel 1o péyebog e
TaPTIONG OV YpNopoTomOnke yio T véa peAéTn Proicodvvapiog Tov TpoidvTog SOKIUNG.

O at@v Tapeiye dIEVKPIVIGEIS GYETIKA LLE TO, TPOAVAPEPOUEVE OTNV AmdvInch Tov. EmmAéov, vnéfaie
TANPES OVOAVTIKO TIGTOTOMTIKO (TOV TPOTOVTOG SOKLUNG KOl TOV TPOIOVTOG AVAPOPES) OTOL DTOJEIKVVETL
TG OAo TO amoTEAEGHATA EIVOL COUP®VA TPOG TIG TPOILOYPOUPEC.

H CHMP éxpive 611 10 ev Moy {ftnpa dtevbethonie.



Koatdaroyog onpaviikav nmqpatov — Ojtnpa 3: Xto mhaicto g véag perétng Proicodvuvapiog, ntonke
OO TOV ALTOVVTO, VO VTTOPALEL TPOGHETEG PUPUOKOKIVNTIKEG AEIOAOYNOELG Y10 TO TPOTOVTO SOKIUNG Kot
avaQopdg, 0TS Y10, TAPASELY L 0EIOAOYTOT) TOV XPOVOL VGTEPT|ONG Kol TOV TOG0GTOV (%) TapekPOANG g
AUC.

O artv mapeiye v a&loAdynor Tov ¥pOvoL VOTEPNGNG Kot ToL T0600T00 (%) mapekforng g AUC.
Emumiéov, vroPAnonikoy dedopéva OYETIKG LE TIC POPUAKOKIVITIKEG TOPAUETPOVG Ao TN peAETn 2009-
2106. O atcdv KatédelEe 0TL 0 aplBuog Tov acbevav pe avénuévo tosooto (%) mapekfoing g AUC ftav
TOAD LIKPOG KoL OTL 1 LETAPANTOTNTA GE AUPOTEPEG TIG VIO €EETACT] TOPAUETPOVS NTOV TOAD LEYAAN.

H CHMP amepdvin 6t and v a&loAdynon tov tococtov tng tapekPoing tng AUC mpoékuyay amoidTmg
KaTdAANAa StaoThpoTa/ypovol detypotoinyiog. H a&loAdynon tov xpdvov votépnong Kotédelée KAVIKa
apeANTEES O10.QPOPEG G TTPOG TNV KOBVGTEPNOT TNG ATOPPOPNONG TNG TAVTOTPALOANG TV 600
TOPOCKEVAGUATOV.

SOUTEPAGHUOTIKG, QUPOTEPO TO OTOTEAEGHOTO KPIONKOV TANP®G 0odeKTd.
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AOTI'OI T'TA THN EKAOXH GETIKHX I'NQMHX
Extipwdvrog ott,
n CHMP Becdpnoe tkovomomtikn Ty TEKUNpiooTn Tov oyedlacpod e HEAETNC G€ 0,TL apopd To, akOAovDaL:

- TO TPOYPOLLULO SETYUATOANYIOG

-TOV €K TV TPOTEP®V KABOPIoUO TOV EKTPOTTOV TILDV

-t0, amoTEAéoUATO TNG UeAETNG emPefaimong, T oKy O1GALONG KOl TO OTOTEAEGLOTO LOKPOXPOVING
oTafepOTNTAG KOTEYVYLEVOL TAAGIOTOG,

n CHMP «piver 6Tt €xer xotaderybel n Proicodvvapio peta&h Tov TPOIOVTOG SOKIUNG KOl TOL OPYLKOD
TPOIOVTOG HETE amd YEO O

n CHMP gionyeitor ™ xoprynon adelog kukAopopiog COUPOVE, LLE TOVG OPOVG TOVL AVAPEPOVTOL GTO
Hoapaptnua IV. H 1oyvovca nepiinymn tov ¥apoKTnpioTIK@OV TOV TPOIOVTOG, 1| EMIGHUAVOT KoL TO GUALO
001 YL®V YPNOTG OATOTEAOVV TIG TEAIKEG EKOOCELG TTOV SLUUOPPDOTKAY KUTA T JIAPKELD TMV EPYACLDV TNG
OULAdOG GUVTOVIGUOV OTTMG avagépovtal oto mapdptnua I yio to Pantoprazole Olinka ko Tic cuvageig
ovopaoieg (BA. mapdpnua ).
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ITAPAPTHMA 111

HMEPIAHYH TOQN XAPAKTHPIZTIKQN TOY ITPOIONTOZ,
EINIZXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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H woyvovca [epiinyn tov Xapaktnpiotikov tov [1poidvtog, n emeUaven Kot To GUALO 00NYI®V YPTOEDS
glvar o1 TeEMKEG €KOOGELG TTOL €yovv emitevyDel katd tn didpkela tng dradikaciog g Opddag Zvvioviopov.
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IHAPAPTHMA 1V

OPOII'TA TH XOPHI'HXH AAETAYXY KYKAO®OPIAX
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OPOI ZXETIKA ME THN AX®AAH KAI AITIOTEAEXMATIKH XPHXH TOY ®PAPMAKOY
O at@v, decpuevdnKe va ETIKAPOTOGEL TNV TEPIANYT TOV YUPUKTIPICTIKOV TOV TPOIOVTOG KoL TO POAAO

001 Y1I®V YpNoTg cOUemva PE TNV €kPacm g ev e&eliéet dadwkaciog evappoviong g IIXIT pe to Tpoiov
avagopdg Protium kot T1g cuvaeeic ovopaoieg, dvvapet tov apdpov 30 g odnyiag 2001/83/EK.
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