ITAPAPTHMA I

MEPIAHYH TON XAPAKTHPIZTIKQN TOY ITPOIONTOX



1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Myozyme 50 mg koI Y10 TukVO S1AADUA Y10, TOPACKEDT] SIHADUATOS TTPOG £YXLOT

2.  MNOIOTIKH KAI IOXOTIKH XYNOEXH
Ka0e proridro mepiéyet S0 mg adyAvkociddong dAea.

Metd v avocvoeTao, T0 OdAvua TEPIEXEL S mE aAyAvkoolddong ahga*avd ml Kot, Hetd v
apoimon, N CLYKEVTP®GOT KupaiveTal amo 0,5 mg émg 4 mg/ml.

* H avBpdmivn 6Etvn a-yAvkooiddon Tapdyetal pEcm texvoroyiag avacuvovacouévov DNA og
KoTTapa wodnkng kivelucod kpikntov (Chinesehamsterovary — CHO).

IMa tov mAnpn KatdAoyo tov exddymv, PA. Tapdypapo 6.1.

3. ®APMAKOTEXNIKH MOP®H
Kovig yia mokvé dtdAlvpa Yo Tapackeun SIADIOTOS TPOG EYYVOT).

Koévigc Aevkod émg vVTOAELKOL YPOUATOC.

4. KAINIKEX ITIAHPO®OPIEX
4.1 OgpamevTiKEg EVOEIEELG

To Myozyme gvdeikvotal yio pakpoypovia Oepaneia evluvpixng vrokataotacng (AEY/ERT), og
acBeveic pe emPeParopévn ddyvoon g vocov tov Pompe (avemdpkeia g 05vng a-yAuKoc1d4ong).

To Myozyme gv3eikvuTot Y10, EVAAIKES KoL TodOLATPIKOVS aoBEVELG OA®V TOV NAKIDV.
4.2  Aocoloyio Kol TPOTOS YOPNYNONS

H Oeponcio pe Myozyme 0a npémet va digvepyeitarl vo v enifieyn otpod pe eumeipio otnv
OVTIETOTIOT 0GOEVAOV TOL TAGYOLY Ao T VOG0 Tov Pompe 1} amd dAieg kKAnpovopkég HeTABOAIKES
1 VELPOUVTKEG VOGOUG.

Aocoloyia
To cuvieTdUEVO 00GOAOYIKO GYNLLO Y10, TNV ahyAVKOG1dAoT aAipa gival 20 mg/kg copotikov Bapoug,

yopnyovueva pio popd kdoe 2 efdopdadec.

H avtoamdkpion tov acBevov ot Oepancio Oa mpénet va agloloyeitan cuyvd, pe faon po
0AOKANpOUEVT a&loAOYNOT OADV TV KAIVIKOV EKONADCE®V TG VOGO.

Houdrarpiog winBvouog ko nhikiwuévoe, droua.
Agv vtapyovv oToryEld Yo 10IKOVG XEPIGLOVG KATA TN XOp1yNoT Tov Myozyme 6g TodloTptkong
aoBeveic O ®V TOV NMKIOV 1| MMKIOUEVO ATOLL.

Aaobeveic ue veppixn kor nrotiky OvoAEITOVPYIO.

H ac@dieia kot 1 awotelecpatikdOtnTa Tov Myozyme o€ acOeveig e veQpIK 1| NTOTIKN
duciettovpyia dev £xovv a&loroynei Kot dev VITAPYEL EVO GLYKEKPIUEVO, GUVIGTMUEVO HOGOAOYIKO
OGN0 Y10 0LTOVG TOVG 0eOEVelS.



Tpomog yopnynong
To Myozyme mpénet va yopnyeitar og evooeAEPia £yyvon.

O gyyvoeig Oo Tpémel va yopnyodvtar fabuiaio. Zovietdral n £yyvon vo EEKIVAGEL Le apyiko puoud
1 mg/kg/dpa kot va av&avetor otadiaxd kotd 2 mg/kg/dpa kdbe 30 AemwTd, EPOCGOV dEV EUPAVIGTOVV
onueia avtidpaong oxetilopevnc pe v €yyvon (AXE), émg 6Tov emtevydei Evag péyiotog puBuodg
éyyvong icoc pe 7 mg/kg/dpa. Ot avtdpaoelg mov oyetiCovrat pe v éyyvon (AXE) meprypdpovral
otV mopdypaeo 4.8.

"Eyyvon oto onitt

H £éyyvon tov Myozyme 610 onitt pnopel va eEgtaotel Yo acBevelg Tov aveéyovTotl KaAd Tig yy0oeLg
TOVG KOl OEV £X0VV 16TOPIKO UETPLOV 1) coPapav AXE yuo pepikodc unves. H amdgpaon yuo petdfoon
¢ Bepamneiag Tov acbevn| o€ £yyvon oto onitt Ba Tpémet va Aappdvetol Katoémy a&loAdynong Kot
ovotaong Tov Bepdmovtog 10Tpod.

H vrodopun, ot mopot kat o1 S10d1Kacieg £yYVoNG GTO GMiTL, CLUTEPIAOUPAVOUEVIC TNG EKTAIOEVOTG,
npémnel va givar kabiepopéveg kat dabéciueg otov emayyeipario vysioc. H éyyvon oto omitt Oo mpémet
va emPAémetol amd Evay emayyeiuatio vyeiag, o omoiog Oa wpémel va ival mhvta S100EGIL0G KOTA T
S1apKeLoL TNG EYYVONG OTO OTITL Kot Y10 KaBOPIoUEVO YPpOVO LETA TNV £YYLON.

H d60m kot 0 puBudg éyyvong mpénet va topapévouy otabepd yio 660 o acbevig Bpicketon 610 omiTL
Kot vo unv oAAGlovv yopic tnv enipreyn tov enayyeipatio vyeiog.

Oa wpémel va, divovtan KatdAnieg TAnpopopieg amd Tov Bepdmovia 1Tpd Ko'n TOV VOGOKOUO GTOV
acfevi] KM Tov PPovTIeT TPV amd TNV Evapén Tng EyYuong 6TO OTiTL.

Edv o acBevnic eppavicet avembBounteg evépyetec katd tn S1dpKeld Tng £yYuong 610 OTitL, 1
dwdkacio Eyyuong Ba TPETEL Vo GTANOTNOEL AUESHOG Kt Vo EEKIVIGEL KATAAANAN wTpikn Bepoameio
(BA. mapdypago 4.4). Enaxdiovdeg eyyvoeic pmopei va ypeloctel va Tpoypuatorombovy o
VOGOKOEID 1] G KATAAANLO YDPO ppovTidag eEMTEPIKOV acHeVDY £ OTOV CTOUATIOEL VO, VOIGTATOL
N avemfount evépyela.

IMa odnyiec oyeTiKd pe TNV avacHOTACT] KAl 0pai®on TOV QOPIUKEVLTIKOD TPOIOVTOG TPV amd TN
yopnynon, PAéne mapdypapo 6.6.

4.3 Avtevoeitaig
H amentikn yuo ™) {on vaepevaictnoio (avo@uAaKTiKy ovTidpacT]) ot dpacTIKY 0VGIN 1) G€ KOTO10
07O T, EKO0Y0L TOV AVAPEPOVTAL GTIV TAPAYPapo 6.1, 68 TEPIMTOOT OVETLTUYOVG ETOVAYOPYNONG

(BAéme mapaypdeovg 4.4xar 4.8).

4.4 Ewkég TPOEIOOTOMGELS KU TPOPVAGEEIS KATd TN (p1ion

Iyniacipudtnta



[pokeyévov vo Bertimbel n yyvnAactldTTa TV PLOAOYIK®Y QOPLOKEVTIKOV TPOTOVI®YV, TO GVOLLO KOl
0 ap1OU6C TapTidag Tov YOPNYOVUEVOL PAPUAKOV TPETEL VO, KOTAYPAPETOL LE COPNVELX.

Ynepgvononoio/ AvoQuAaKTIKEC AVTIOPACELS

Ye aoBeveic, pe Ppeekn voco tov Pompe kot voco tov Pompe dyiung évapéng £xovv avopepet
coPapEG AVAPUAOKTIKEG AVTIOPACELS OTEIANTIKES Yia T (m1], CUUTEPILOUPAVOLEVOL TOV
OVOPUACKTIKOD GOK, KATE TN S1ApKELN TOV gyyOoe®V Tov Myozyme (PAéne mapdypago 4.8). E&attiag
TV TOVOV GoRup®dV avTIdpAce®VY oL cyeTifovTal pe TNV Eyyvon, Ba TpEneL va, VITAPYOVY AUECT
Stabéoia KatdaAANAo LETPA LOTPIKNC VTOGTHPIENC, CUUTEPIAOUPAVOLEVOL EEOTAMGILOD
KOPSLOTVELLOVIKNG avavnymg, 6tav yopnyeitan 1o Myozyme. Edv epgavictel coPfopn
vepevatcneio 1 ovaQLAAKTIKY avtidopaoT, 0o Tpénet va dokonel apéomg 1 £yyvorn tov Myozyme
Kot voL 000l 1 KOTAAANAT QOPpUAKEVTIKY aymYn. Oa Tpémel va TnpnHovv Ta 1IoyvoVTa 1TPIKd TPOTLTO
vl TV enetyovoa Oepomeion 6€ TEPIMTOON AVAPVAOKTIKOV OVTIOPAGEDV.

Avtidpdoeic oyetilduevec ue tnv €yyvon

[Tepimov ot picoi amd tovg acbeveic mov vwoPAnONKay oe Bepamneia e Myozyme oTIC KAMVIKEG LEAETEC
v Bpepikn véco tov Pompe kot 10 28% tov aclevav mov vrofAndnkav oe Oepaneio pe Myozyme
oTIG KAMVIKEG pedéteg pe kabvotepnpuévng Evapéng voco tov Pompe, epopdvicay avidpdoelg
oyetilopeves pe v £yyvon (AXE). Q¢ AXE opiletar omolodnmote avemBountn evépyela peaviCeton
KT TN O1apKEL TNG EYYXVONG N EVTOG SOCTLATOC LEPIKDY P®V HETO TNV Eyyvon. Oplouéveg
avtidpdoeic NTov coPapég (PAéne mapdypago 4.8). Xtovg acbeveic pe fpepikn voco tov Pompe mov
éhafov vymiotepn d6on (40 mg/kg) mapatnpnOnke o Tdon eKdNA®ONG TEPIGCOTEPOV
CUUTTOUATOV KATd TNV ELivion avidpdoewnyv AXE. Ot acBeveic pe Bpepikn voso tov Pompe mov
avamTOGooVY LYNAOVG TiTAoVE avTicompdToVv IgG eaivetar 6Tt dlaTpéyovy HeyaAdTEPO KivOuvo
eppdviong avidpdoemv AXE. Qotoco, AXE gppaviotnray aveEdptnta omd Toug TitAovg
avticoudtov. Ot acbeveic mov mdoyovv amd Kamowo o&eia voco (m.y. mTvevpovia, c1yn) Kot tnv
nepiodo Eyyvong tov Myozyme, @aivetal OTL SUTPEYOVY UEYOAVTEPO KIVOUVO EULPAVIONC OVTIOPAGEDV
AXE. H xhvikn katdotoom tov acbevoic Oa tpémetl va e€etaotel TpooeKTiKd TpoTol yopnynoel to
Myozyme. Ot acBeveic Oa mpénel va mapakorlovBodvtatl 6Tevd Kot OAes o1 avtidpdoelg AZE, ot
KaOVGTEPTUEVEG AVTIOPAGELG KOt 01 TOAVES 0VOGOAOYIKEG avTIOPACEIC Oa TPEMEL VUL AVAPEPOVTAL GTOV
KdToy0 NG GdEG KuKAOPOpPiag.

Ot aoBeveic mov gpedvicay avtidpdoelg oxeTilOHeVEC e TNV £yyvon (Kot E101KOTEPO AVAPVAOKTIKEG
avtdpdoelc) o mpénet va avtipetomilovtal e TPOGOYN KUTA TV EXOVAANYT TNG XOPNYNOTS TOV
Myozyme (PAéne Tapaypdpovg 4.3kt 4.8). O1 e Kot TaPodIKEG AVTIOPACEIS EVOEYETOL VAL NV
omonToHV EOPUAKEVTIKY ay®yn 1 otakomn g &yyvong. Ot TeplocoTEPEC AVTIOPAGELS
OVTIUETOTILOVTOL ATOTEAEGLOTIKG e Leimon Tov pLOoD &yyvomng, TPocwPIvh SLKOTN TS £YXVONG 1
npobepameio, GUVAOWOC e OVTUSTAUIVIKGA KA/ OVTUTUPETIKA K0T KOPTIKOGTEPOEIN OO TOV
otopatog. Ot AXE pumopodv va epeoviotohv omoladnmote oIy KoTd T SipKELD TNG £YYXVOTG TOV
Myozyme, 1] YEVIKA £0¢ KOl 2 ®PEC LETA 0md 0VTH, KO Elvar TOAVITEPO VAL ELPAVIGTOVV OTAV O
pLOUOG Eyyvong eivar vYNAGTEPOC.

Ot aoBeveic pe mpoywpnuévn voco tov Pompe evoéyeton va Tapovstalovv HELOUEVT) KOPOLOKT Kol
OVOTVELGTIKT AELTOVPYIO, YEYOVOG TTOV EVOEYOUEVMS VO TPOKAAEGEL TPOIIADEGT Yio VYNAOTEPO
KIvOLUVo gUOAVIoNG coPapmdV ETTAOK®V 0o TIC OVTIOPACEIS TOV oyeTIlovTaL LE TNV £y)LoT.
Emopévamg, ot acBeveic avtoi Bo mpémet va mopakoAovBodvTal o TPOCEKTIKG KOTA T SIPKELD TNG

yopNynong tov Myozyme.

AvocoyovikOdTnta

H enidpaon tov oynuatiocpod aviicoudtov IgG oty ac@aieio Kol TV ATOTEAEGLOTIKOTITO EXEL
a&lohoyn0el o€ KAMVIKEG OOKIUES KOl KATH TN UETEYKPITIKY EUTELPIOL. X& KMVIKEG MEAETEC, M)
mieloymoio Tov acBevav avéntuée avticopata IgG évavtt g odyAvkooiddong aApa Kot
OPOUETOTPOTN EUPOVIOTNKE CLVIOWC EVTOG dlaoTNOTOC 3 unvav omtd 1 Bepaneio. Emouévaoc,
avtioopoto IgG avapévetar vo avarntuyfodv atoug TeplocdTepovg acbeveic Tov akolobOncav
Oepomeio e Myozyme. X0VOAIKA, 0V Tapatnpinke cuoyEtion Hetald g TPOTNG ELPAVIOTG TOV
avTOpace®v TNV £yYVoT Kot Tov ¥pdvov dnpiovpyicg tov avitcopdtov IgG. AXE uropodv va
EUPAVIGTOVV pE OAN TO EMIMESQ TITA®V OVTICOUATOV, MGTOGO TOPATNPNONKE TACT] Y10 TO GUYVES




AXE pe toug vyniotepoug tithovg avticoudtav IgG. H khivikn enidpacn oty arotelecpatikotnTa
glval TOAVTOPAYOVTIKY], ®GTOGO 1 AvATTLEN VYNADVY Kot S1oTnpoVUeEVOV TITAOV avticoudtov [gG
oamoteAel Evav TapAyoVTo TOV GUVEICQEPEL GE OLTNV.

Avoapopkd pe tnv IOPD, otovg acBeveic mov éhapav Bepaneia pe vyniodtepn 66om (40 mg/kg)
mapatnpNOnKe Tdon yio avantuén vynidtepwv TiITAwv aviicoudtov IgG. Emmiéov, n katdotaon g
7Pog 10 Avocoroyikd YAkd pe Atnotovpovuevec Avidpdoels (CRIM) éxel anoderyei oti
OLOYETICETAL [LE AVOCOYOVIKOTNTO KO LE TNV AVTOTOKPLoT TV acbevav oTig Oepameieg eviupkng
vrokataotaons. Apvntikdé CRIM status, Tov vTodnAdvel amovcio véoyevong eviOov, amoTeAel
TOPAYOVTA KIVOHVOL Y10 TNV avATTuén vynAdv Kot avlektikdv TitAav aviicoudtov IgG. O kivéuvoc
avtog givarl vynAdtepog otovg CRIM-apvntikovg acbeveig oe cuykpion pe toug CRIM-0gtiko0g
acBeveic kan amotelel Tapdyovio Tov CLUPAALEL OTNV EMiTEVEN AVETOPKOVS amoTEAESUATOG. 26TOGO,
vynmAoi Kot dtatnpovpevol Tithot aviicopdtov IgG éxovv eniong eppaviotel o€ Teploptopévo aplopod
CRIM-fetikadv ac0evav, Yevikd e TOAD younAd emineda evooyevong vEOUOD.

Avogopikd pe tovg acbeveic pe LOPD, otnv mhetoyneia Tovg o1 TiTAOL OVIICOUATOV TUPOVGIAGY
glte otabepomoinon eite peiwon pe v Tapodo tov ypdvov. H avamtuén vynidv Kot diatnpovueveoy
TitAwv aviicoudtov IgG dev etvar ouyvi otovg acbeveig pe LOPD. Xvvendg, 1 enidpoon tov
avtioopdtov IgG glvar mo teplopiopévn yua toug acbeveig pe LOPD.

O tithot Tov aviicopdtov IgG Oa Tpénet va mapakolovbovvtal pe BAcn Tov KAVIKO gpatvoTumo.
Yvviotdton Oeppd 1 GVALOYT EVOG apyLikoD SElYOTOG 0poD TPV otd TNV TPOT Eyyvor. [ Tovg
acbBeveic pe IOPD, cuviotdton TakTiK Topakolovnon KaTd T JépKELD TOV TPATOL £TOVG TNG
Oepameiog (mapddetypa: Kabe 3 PVeS) KAl GTN CLVEYELD TOPAKOAOVON O AVAAOYQ LLE TO KAVIKE
OTOTELECUOTA KOl TO EMIMESO T®V TITA®Y TV avticoudtov. o tovg acbeveic pe LOPD, Oa mpénet
va a&lodoyeitan 1 avaTTuén OVIICOUATOV EVIOS 6 UNVAY KOl GTT GLVEYXELD GLVICTATOL
TapaKoAoHONoN OTmG evOgikvuTal KMVIKA pE fAon (NTAUATO ACQAAELNS KOl ATOTEAEGLLOTIKOTITOC.

O1 acbeveig Tov Tapovcidlovv avtidpacelg vaepeLUIcONGiag LTOPOoVV Vo ELEYYOVTOL KOl Y10
avtioopota IgE évavtt g alylvkooiddong dapa kabmg kot GAiovg pesorafntég avaevrasiog. Tov
HeyaAvTEPO Kivouvo yia tnv ekdniwon AXE katd tnv eravayopniynon tov Myozyme qoivetot vo
dtaTpéyouvv ot aobeveic mov avantuccovy avitodpota IgE évavtl g adyivkociddong diea (PAEre
Tapdypoo 4.8). ZuVeEn®S, 01 CLYKEKPUEVOL acBeveic Tpémel va TapakoAovBohvTal To 6TeEVA KaTd
™V Yopnynon tov Myozyme. X Kamolovg acbeveic Oetikovg yia IgE, umodpeoe va yivel emtoyng
gmavayopnynon tov Myozyme, gyyéoviag youniotepeg 06ce1g Evapéng e mo Ppadd pviud, ol omoiot
ocuvéyioav vo AapPdavovy Myozyme KAt amd 6Tevh KAVIKY emifAey.

AvTidpacels oyeTillOUEVES L€ TO OVOGOTOINTIKO GVGTNLLO

"Exovv avaeepbei coPapéc deppratikég avtidpacelg, mov Tlavmg oyeTilovTal [LE TO 0lVOGOTOUTIKO
GUOTINUA, VIO TNV GAYAVKOGIOA0N GAPA, TEPIAAUPAVOUEVOV EAKOTIKMV KOl VEKPOTIKOV dEPLOTIKOV
Brafav (Bréme mapdypaeo 4.8). Neppmoikd chvdpopo mapatnpndnke oe kdmotovg acbeveig pe voco
tov Pompe mov Adupavov aAyilvikociddon dAea kot ot 0oiot eiyov vynAoHe TITAOLG AVTICOUATOV
IgG(= 102.400) (BAéne mopaypago 4.8). Ze avtods Toug acbeveig n veppikn Proyia £3e1&e evamdbeon
avocoovumAeypdtov. Ot acbeveic mapovsiacay BEATIOON TOL VEPP®GIKOD GUVIPOLOV LETE TN
drakomn ¢ Oepameiag. ZVvenmdg cVVIGTOVTOL TEPLOOIKES AVAADGELS 0OVP®V GE 0oOEVELS e LYNAOHG
tithovg avticopdtov IgG.

Koatd ™ yopfiynon g aAyivkociddonc diea, ol acbeveic mpémel va mapakolovbdovvtal yio evoesi&elg
KO GUUTTOUOTO GUGTNUIK®V OVTIOPAGEDY TOV 0VOGOTOUTIKOD GUGTHUATOG, TEPIAOUPUVOUEVOV TOV
déppoTog Kot GAA®V opydvav. Edv mapatnpnBodv avtidpdoelg Tov avosomointikov, o mpénet va
eetaotel 10 eVOEXOLEVO SOKOTNG TNG XOPNYNONGS TG GAYAVKOGLOAONG GAPA KO EQAPLLOYAC TNG
KaTOAANANG wtptkng Oepameiog. Metd amd avTidpaoT Tov avocoromTiko, fua Tpénel va e€etactovy
01 KivouVvol KoL To, 0QEAT TNG €K VEOL YOPTNYNONG OAYALKOGIOAOTG AAQa. Xe KAmolovg acbevelg Eytve
EMITLYNG EMAVOYOPTYNOT KO CUVEYLGAV VO AAUPEVOLY 0AYAVKOGLOG0T AAPA KAT® 0md GTEVI] KAVIKY

emipreyn.

Avocotporonoinon




Agdopéva Y10 TNV 0VOCOYOVIKOTNTO OO KAVIKEG HEAETEG Ko TN dnpocievpuévn Bifloypaeio og
CRIM-apvntikovg acBeveic pe pedvion tng vocov otn Bpepikn nikio (IOPD) deiyvouv 611
YOPNYNON oYNUOTOC ETay®yNg avosoroyikng avoyng (ITI) oe acbeveic mov dev £xovv AdPel oTo
TapeMOV adyAlvkootddaon aapa (Tpopuiaktiky ITI) evdéyeton va gival amoteAeGUATIKY TNV
TpoOANY”N N T peimon g avdmtuéng Yyniov Awatnpovpevov Tithov Avticopdtov (HSAT) évavt
™G aAyAvKkoc1ddong dApa. Agdopéva amd Evov pikpo apBud acbevav pe HSAT, pe 1 yopic
OVOOTAATIKY OpacTnploTNTa, £6E1&ay meproplopévn enidpaon g Oepanciog ITI. IMapatnpnbnke
KOADTEPT) OVTOTOKPLOT G€ VEOTEPOVG aGhEVEIC Le AlyOTEPO TTPpOY®PNUEVT VOGO oV Ehafay
wpo@uAaktikn ITI wpwv and v avartvén HSAT, yeyovog mov vrodnimvet 6tL 1 tpdiun Evapén ITI
umopei va odnynoel o Peltiopéveg kKAwvikég expdoeic. Ta oynuarta ITI propei va ypeloctel va
TPOCOPUOGTOVV OTIG ATOMKESG avayKes kKaOe acbevovg (BAéne evotnta 5.1).

AcBeveig pe vooo tov Pompe Kivduvenouy e AOUMEELS TOV OVOTTVEVGTIKOD AOYM TOV EEEMKTIKMV
EMOPAGED®V TNG VOGOV GTOVG POEG TOL avamvevoTtikoD. Ot acbeveig pe voso tov Pompe mov
AopPEvOUY 0VOGOKATAGTAATIKOVG TAPAYOVTIEG EVOEYETOL VO SLOTPEXOLV EMTAEOV ALENUEVO KivOUVO
avATTLENG coPBOpdY AOIUMEE®V KOl GUVIGTATOL ETOYPOTVION. ZE OPICUEVOVE OO CVTOVE TOVG
acBeveic £xovv mapatnpnOel popaieg Kot ometAnTikég yio ™ {01 AOUDEELS TOV OVOTVELGTIKOV.

4.5 Alremopaosis e GALo QUPUUKEVTIKG TPOTOVTO KoL GALES pop@ég alinieniopaocng

Agv &povv mpaypotomon0el peréteg aAiniemdpdoemv. Kabobg n adylvkooiddon diea givar pio
avAGLVOVAGUEVT] OVOPOTIVI TPWTETIVY, OV AVAUEVETOL VO ELPAVIGEL AAANAETOPACELS e GALDL
QAPUOKO LECH TOV KuTOYpOHaTOC P450.

4.6 Tovipétnra, KONON KO yolovyia

Kvnon

Yrdpyovv meploptopéva dedoUEVO amd TN ¥PNOT TG AAYAVKOGIOAoN S AAPA GE £YKVEG YUVOIKEG.
Meléteg oe {oa £xovv dei&el avoamapaymykn to&wotnta (BA. mapdypagpo 5.3). To Myozyme dev
TPETEL VO YPNCILOTOLEITAL KATE TN S1APKELN TG KOTONG, EKTOC EGV 1 KAVIKY KOTAGTOGT TNG YUVOIKOG
anrortel Oepomeio pe adylvkooiddon dAoa.

Onlacude
[epropropéva dedopéEVE, LTOSNAMYOLY OTL 1] AAYAVKOGISACT] AAPA OTEKKPIVETAL GTO UNTPIKO YOAO GE

TOAD YOUNAEC GUYKEVTPMOGELS. AgV avouéveTal KAWVIKY emidpacn og Bpépog mov OnAalel AdOyw g
YOUNANG LETAPOPAS GTO UNTPIKO YAAQ Kot TNG GTYNS ProdtadectudtnTog. Q¢ €K TOVTOV, UTOPEL Vo
e€etaotel 10 evdgyOuevo Inhacpod kotd ™ didpkela g Oepaneiog pe Myozyme. Q¢ TPOANTTIKO
UETPO, pmopel va, e£ETUOTEL TO EVOEXOUEVO JLAKOTNG TOV ONAAGHOD Yia TIg TPATES 24 DPES LETA TN
Oepaneia.

Tovipdnto
Yndpyovv mold TePLOPIGUEVE KAMVIKE OEG0UEVO CYETIKA LE TIG EMOPACELG TNG AAYAVKOCIOAoNG AAPa

o711 YOVILOTNTA Yol Vo, aglohoynBei n emidpaon te. [Ipoxkivikd dedopéva dev KATEIEEAY O LLOVTIKA
dvcpevn evpnuata (PAEre mopdypapo 5.3).

4.7 Emopacelg 6TV tKavOTTO 001]YN61S KO XEPIGHOD P ovi|ndToy

Agv TpaypoToToOnKoy HEAETEG GYETIKA UE TIG EMOPACEIC GTNV IKAVOTNTO 001YNGOTG KOl YEPICUOD
pnyovnuatov. Exedn n {aAn, n vevniia, o TpOpog Kot 1 VTOTACT £Y0VV avapepBel ®g avTIOPACELS
oYeTILOUEVEC LE TNV £YYLON, EVOEYETOL VO, EXNPEACOVY TNV IKOVOTNTO 001)Y1O1G KOl XEPICUOD LUNYOVOY
™V NHEPQ TNG EYXVONGS.



4.8 AvemOOunTeg evEpyELEg

2Hvoyn Tov TPOoPiA 0oQAAELOC

Bpepixnc évopéng vooog tov Pompe

211G KAWVIKEG pehétes, 39 acbeveig pe Bpepikn voco tov Pompe axolovOncav Beponcio e Myozyme
Yo TEPLEGOTEPO Ao Tpio £t (168 efdopddeg, pe éva uéco odotnua 121 efdopddes, PA.
Hopdypagpo 5.1). Ot avemBOunTeg VEPYELEG O1 0TTOiEC avaPEPOnKay o€ 2 TOLVAGYIoTOV 0GOEVEIS,
napatiBevion otov mivaka 1, Kot katnyopio cuoTNUATOV opydvev. Ot avemBOunTeg evépyeleg NTav
Kupiog Neg £0¢ LETPIEC GE EVTUGT KOl GYEGOV OAEC ELPAVIGTNKOV KOTA TN SIAPKELN TNG £YXVONG N
EVTOG OLGTAIOTOC 2 p®V PETA TNV Eyyvon (avemBOunTeg eVEPYELEG TOL oYETICOVTAL e TNV EyYVon,
AXE). AvagépOnioay coPapég avtidpdoelg otny Eyyvon Leta&d Tmv omoinv Kvidmaon, poyyovg,
TayvKapdia, LEIWUEVO KOPESUO 0EVYOVOL, BPOYYOCTUGHLO, TOYOTVOLL, TEPIKOYYIKO OIONLLOL Kot
VIEPTAOT).

Kabvorepnuévne évapéng vooog tov Pompe

e uerétn eheyyopevn omd placebo didpketog 78 efdouddwv, 90 acbeveic nhikiag 10 émg 70 etV pe
kaBvotepnuévng Evapéng voco tov Pompe, tuyotomomOnkav o avoroyia 2:1 gite yio va vwofinbovv
o€ Bepameia e T0 Myozyme gite yia va Adfovv to placebo (PAéme mapdypapo 5.1). I'evikd, o aptOpuoc
TV acbevodv Tov Tapovsiocay averBouNnTeg evEPYELEg Kol GoPapég avemBOUNTEG EVEPYELEG TTAV
oLYKPIGIHOG HETAED TV dVO OpAd®V. Ot TAEOV KOWEG avemBUOUNTES EVEPYELES TOV TOpOTN PO KOV
ntav ot AXE. AZE gpopdvicav kdnmg mepiocotepot acheveig otny opudda tov Myozyme og oyéon pe
v opdda Tov placebo (28% évavtt 23%). H mhelovotnTa TV GUYKEKPIUEVOV OVTIOPAGE®V NTOV 1N
cofapéc, Nriog £0g UETPLOG £VTOOTG KOl LTOY®PN oY avTopaTa. Ot averBounTeg EVEPYELEC TOV
avaeépOnkav e 2 TovAdyiotov acbeveig, mapatiBevtar otov Iivaxa 1. Ot coPfapéc avemBounteg
evépyeleg Tov avapépbnkay og 4 acbeveig mov giyav vwoPAndel oe Bepaneio pe To Myozyme ftov:
ayysooionua, dmpakikn dveeopia, ceiEo 610 Adpd, Un Kopdlakd Tévo atov Bmpaka Kot
VIEPKOIALOKT ToyvKapdia. Ze 2 and Tovg acbeveig avtods, ol avemBounteg evépyeleg oy
avtdpdoelc vepevacnaiog pe T pecorapnon tov IgE.

Aloto ovemfountmv EVEPYELMV GE LOPEOT TIVOKOL

[Tivaxag 1: Ot avemBounteg evépyeleg (avapépnkav o€ 2 TovAdylotov 0c0eveic) Kat ol avemBounTeg
EVEPYELEG TTOL OVAPEPONKAY LETA TNV KLKAOQOPIQ, TOV TPOIOVTOG, GE TPOYPAULATO SIEVPLUEVNS
TPOcPoong Kot og N eheyyOueveg KMvikég dokipég, ova Katnyopio/ Opyaviko Zootnua pe fdon tig
Katnyopisg cuyvotntag: mod cvyvig (>1/10), ouyvéic (>1/100 éwg <1/10), oyt cuyvég (>1/1.000 £mg
<1/100), omavieg (>1/10.000 £mg <1/1.000), word omavieg (<1/10.000) kot un yvootég (dev umopov
va ekTiunovv pe faomn ta dbéciua dedopéva). AdYm Tov LIKpoy TANBVGHO TV acbevav, Kamowo
avemBountn evépyela Tov avapépinke oe 2 acbeveig Ta&vopeitol g cuyvn. Ze kdbe katnyopia
oVYVOTNTOC, Ol AvemBOUNTEC EVEPYELEG TTapovatalovTal o oelpd eBivovcag coPfapdtntoc.



Koatmnyopia/ > oyvoTnTa Avem@opntn evépyero p6c0eTeg
Opyaviko (Eminedo Mpotipdpevov Opov) avemOopunTeg
Tootnua evépyarec!
Bpeoumc évapéne | KaBuotepnpévne [Bpepukiig kot
vécog Tov Pompe! [ évapEng vocog [KaBvotepnpuévng
Ttov Pompe?  [évapEng vécog Tov
Pompe
Awtapoyés Tov  [ovyvég YrepevaicOnoia
OLVOGOTOU|TIKOD
GLOTNLOTOC
Yoyrotpiég GUYVEG Aiéyepon
SaTOPOYES LN YVOGTEG Aéyepon
Avnouyio
Awtapoyés Tov  [ovyvég Tpdpog Z6n
VEVPIKOV [MopaicOncio
GUGTHHOTOC Kepolalyio®
LN YVOOTEG Tpopog
[Tovoképaiog
Y mvnAa
>vykomn
AicOnuo kaedeov
OpBaipuxég LN YVOOTEG Emmepukitida
drotaporyég
Koapdiokég o0 cuyvée | Tayvkapdia
droTapoyés GLYVEG Kvévoon
LN YVOOTEG Kopdiokn avokomn
Bpadvkapdio
Toyvkapdio
Kvdvoon
AioOnuo TaAudv
Avyyelokég moA0 cuyvéc | 'EEaym
datapayig GUYVEG Ynéptaon "‘E&aym
QypoTNTO
LN YVOOTEG Ynéptoon
Yotoon
Ayyelochomaon
QypodTNTO
oAb cuyvég | Toydmvoln
Brjxag

GUYVEG

2oi&yo oto Ao




LN YVOOTEG Avakomn
ATvola
AVamvevoTiK duoyépeia
AcOuo
Bpoyy6omacog
Awtopoyés Tov -0PUYHOS (K(X:C OTEpO
OVOTTVELGTIKOV owam/sucr’m(?)
, Dapuyyuco oldnua
GUGTNLOTOG, TOV ,
, Avorvola
Ompaxo Kot Tov ,
. Toyvmvola
nesofopdiiov >pio oto Aao
Epebiopog tov oo
Puptypog (avatepo
OVOTTVEVGTIKO)
Brixag
Ymo&io
Awtapoyés Tov  [modd cvyvéc | Epetog
YOOTPEVIEPIKOV  [cuyvig Axovota Abppora
npoondbeia yioo | Epetoc
eUETO Nawtio’®
Navtio
LN YVOOTEG Kothakod dAyog
AkoVo10 TPOGTAdEL Y1l
ELETO
Avoreyia
Avcooayio
Awtopoayég tov  jmodv ovyvég | Kvidwon
O£PLOTOG KOl TOV E&dvOnua
VITOOOPLOL 16TOV  |GuYVEG Epofnua Kvidmwon
KnidoPratidmded KnAdmdeg
e&avonua eEavomua
Bhatidmdec Kvnouog
eEavonua Yrepdpwoio
Kn\dmoeg
e€avonua
Kvnouoc
L YVOOTEG [Tepicoyyikd oldonua
AtkTomT TEALIVO®ON
AvEnuévn daxpvppota
E&dvOnua
EpvOnua
Y epidpoaoia
[Todapieio epvbnua
[Topodikdc
OLCYPOUOTICHOG
OEPLLOTOG
DAvKTOVOL
Awtapoyés Tov  [ovyvég Mvikoi onacpol
LVOGKEAETIKOV Mvikég cvondoetg
GUGTNLOTOS KOl MuoAyia
0V GLVEETIKOD  [un yvwotég ApBpadyio
16700
Awtapoyés Tov  [un yvootég INe@pwotkd chvopouo
VEQPOV KL TOV [Ipwteivovpia
0LPOPOP®V 0ODV
roA0 cuyvée | TupeEia




GUYVEC Evepebiototra | [Tupeéia

Piyn BOupokikn
dvopopia
[Teprpepuco
oidnua

Tomnucod Tpr&yo
Koémoon?
AioOnua (gotng
LN YVOOTEG [T6vog oto otnbog
Oidnua 610 TPOCOTO
E€ayn

[Topeia

Piyn

EvoyAnon oto otbog
Evepebiotomra
[Ieproepcn yoypoOTNTO
Advvapio

AicOnuo kakovyiog
AicOnuo yoyovg

[16vog 6t0 onpeio g
Eyxvoong

Avtidopoom oto onueio
g Eyxuong

AldyKwon ot 8éon
Eyxvoong

ZicAnpuvon ot 0éon
Eyxvoong

E&ayyeioon ot 0éon
Eyxvuong

EpvOnpa 6to onpeio g
Eyxvong

Kvidmon 610 onpueio g
EYXVONG

Kvnopdc oto onpeio g
Eyxvong

Tevucég
dloTapayég Kot
KOTOOTAGELS TNG
030V yopiyNoNg

HopakAvikeég oAb cuyvég | Mewwpévog
egetdoelg KOPESLLOG
0&vyovov
oLYVEG Avénpévn Avénpévn
KopdLoKN OpTNPLOKT TtieoN
cuyvotnta
Avénpévn
OPTNPLOKT TTieoN
Avénpévn
Oeppokpacio
OOUOTOC

LN YVOOTEG Melmpévog Kopeoog
o&uyovou

AvENuEV Kapdiokn
cuyvoOTTO
Meropévn aptnplokn
micon

I Avtidphioeig mov avapéptnkay ot 39 acbeveic ue Ppeikng Evapéng vosog tov Pompe ot 2 kKAvikég pehéteg.

2 Avuidpdoeig mov avapipnkav og 60 acbevelc pe kabvotepnuévng évapéng voco tov Pompe og o KAy pehétn
ereyyopevn and placebo.

3 Avtidpéiceig mov avagépoviay cuyvoTepa otV opddo Tov placebo og oyéon pe v opdda tov Myozyme, ot acleveic pe
kabvotepnuévng évapéng voco tov Pompe.

10



4 Tpdodeteg avem@dunteg EVEPYELEC TTOL OVOLPEPONKOY HETE TNV KUKAOQOPIO TOV TPOIOVTOG, GE TPOYPALLOTH SIEVPLUEVC
npocPaong Kol o€ U EAEYYOUEVEG KAMVIKEG OOKIUES.

IIeprypa@n) eMAEYUEVOV OVETIOOUNTOV EVEPYEIDV

"Evag pucpdc apiBpdc acbevav (< 1%) og KMviKEG HEAETE KAl GTO EUTOPIKO TEPPAALOV TOpOLGIOGAY
OVOPUAOKTIKO GOK KOUT KOpOloKT oveKom o dtdpketo. £yyvuong ue Myozyme Kot aortiOnke vo
AneBovv pétpa vrootPiEng LoTK®V Asrtovpyldv. Ot avTdpdcelc ELPAVICTNKAV YEVIKOTEPH OUECMG
petd v vapén g Eyyvong. Ot acbeveig Tapovsiocay GuVOLAGHO CTIEIMY KOl CUUTTOUATOV,
TPOTAPYIKA OVATVEVGTIKNG, KOPI0OYYEIOKNC, OWONUOTMI0VG KoU/N dEpUaTIKiG Oong (PAéne
Tapdypoeo 4.4).

Ye oplopévoug acbeveig mov Aapfavouvv Bepameio pe adyilvkociddon diea Exovv TapatnpnOei
EMOVAPPAVICONEVEG AVTIOPACELS TOV TEPILOUPAVOLY VOGO opotdlovca pe ypinn 1 Evay cuvovaouod
ocuppapdtov énwg TpeTdc, piyn, LWadyia, apbpadyia, dryog 1 KOTOGOT TOV TOPOVSLALOVTOL LETE TNV
£yyvon Kat dtapkovv cuviBmg Yo Ayeg nuépes. H mietovotnta TV achevdv eTavekTEONKOY EMLTUYMG
OTNV OAYAVKOGIOACT GAP, YPNCLLOTOLDOVTOG UIKPOTEPES 0OGEIC KOV Tpobepomeia e
OVTIPAEYHLOVAOOT KOV KOPTIKOGTEPOELDN PO TG Bepamneiog kot cuveyioay va Aapfavouvy Bepameio
VIO GTEVY] KAWVIKN TTapakoAovOnon).

Ot aoBeveic pe pétpieg mg cofapég 1 vrotpomialovoec AXE agloloyndnkay yio tnv mopovcia
avtiocopdtov IgE edikodv yio tnv akyAvkociddon aiga: pepikoi acbeveig a&loloyndnkav wg Betikoi,
CLUTEPILOUPAVOUEV®DV KATOIOV 0GOEVOV TTOL TAPOVGIAGHY OVAPLACKTIKY AVTIOPOOT).

‘Exyovv avapepbel veppmoikd cuvopopo kabmg Kot cofapés dEPUATIKES AVTIOPAGELS, TOL TOAVAOG
oyetiCoviol [E TO OVOGOTOUTIKO GUGTNUO, YO TNV OAYAVKOGLOACT OAQQ, TEPIAOUPAVOUEV®V
EAKOTIKOV KOl VEKPOTIKOV depratik®mv Prapav (BAEre Tapdypago 4.4).

Avapopd TBavoAoyoLUEVEOV ovETBOUNTOV EVEPYELDV

H avapopd mboavoroyoduevmv avemBOuTOV evepyEIdV LETA Amd TN YOPNYNon AdEL0g KUKAOPOPLaG
TOV QOPUOKEVTIKOD TPOiovTog elvan onuavtikny. Emtpéner t ovveyn mapaxolovbnon g oyéong
0PEAOVG-KIVODVOD TOV QUPHOKEVTIKOD TTPOTOVTOC. Znteital and Tovg emayyeAIOTIEG TOVL TOUEN TNG
VYEOVOIKNG TEPIBAAYTG VO, avVaPEPOVY 0TTO1EGONTOTE TOOAVOAOYOVUEVES AVETIOOUNTEG EVEPYELEC LECH
TOV €0VIKOD GUOTNUATOG AVOPOPAS TOV avaypapeTat 6To [apdpmua V*.

4.9 Ymepoocoroyia

e KMvikég peréteg ypnotponomnkav docels £oc kot 40 mg/kg copatikov Bépovc. Ot oyeTildueveg
pe v &yyvon avtidpdoelg (IARs) eivar o mbavo va, epeavioTovy e vynAdtepe 60GEIC 1 PLOLLOVG
&yyvong and T cuvioT®peveS (BA. Tapdypao 4.4).

ZUUTTOUOTO KOl GHUELD
"Exovv avaeepbei IARs, o1 omoiec mepiidufovay:

. KLAVOGT, TayvKapdia, aicOnua TaAudy

. vro&ia, dSvomvola, Priyog

. CaAn, movoképaiog, duoaygvaia

. vréptaocn, EEaym

. oidnua ¢ YA®GoOGg, EUETOC, didppota, VouTio

. mOVoG 610 otBoC, ducpopia 6to TG, cPi&o oTo Ao, Topetia, piyn, aicOnua yoyovc,
gpuOnpa 6to onueio g £yyvong,

. poodyio

. gpuinpa

Awryeipion

e mepintmon vrepdocoroYiag, 0 pLOUOC Eyyvong TpEmel va LelwBEL 1] va O10KOTEL TPOCWPLVE 1|
&yyvor. Agv vIapyEL YVOOTO €101KO AvTIOOTO Yot TNV VIEPSOGOAOYia TNG aAYAvKoGdaong dAa. O
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acBevig Oa Tpémel va mapakolovbeital yio TuyOV GNUELD 1) CUUTTOUATO, AVETIOOUNTOV EVEPYELDV KL,
€qv amatteital, va yopnyeital opécmg KOTAAANAN cvuntopatikny Oepansio.

5. OAPMAKOAOTI'IKEY IAIOTHTEX
5.1 @oppokodvvopIKES 1O10TNTES

Ddappokobepoamentikn katnyopio: AAAa EvEvUA TPOTOVTOV TETXTIKNG 0000 KOl LETAPOAIGHOV.
Kodwkdég ATC: A16AB0O7

H vécoc tov Pompe

H vo6cog tov Pompe ivan pia omdvia, mpoiovca kot popaio LetafoAkn Loondoela, e T0006TO
eupdaviong mwov vroloyileton mepimov o 1 otig 40.000 yevvioelg maykoopimg. AALEG OVOUAGIES YiaL TN
voco tov Pompe gival vocog amobrjkevong yAvkoyovov tomov 11 (GSD-II), averdpreia 6&vng
paAtdong (AMD) kat yAvkoyoviaon tomov II. H vocog tov Pompe avikel otig dtotapaysg
AVGOCMUKNG evamdOeonc, KoM TPOKAAELTAL 0TO TNV AVETAPKELN LS PLGTOAOYIKNG AVGOGMUIKNG
vdporaong, TG 6&vng a-yAvkooiddaong (GAA), n omoia amotkodouel TO AVGOGMUIKO YAVKOYOVO TPOG
yAokoln. H avendpieto avtov tov evOov 001Yel 6€ GLGGHOPEVSOT TOL YAVKOYOVOL GE dAPOPOVG
16T00G Kol 1010{TEPA GTOV KOPIIOKO, TOVG OVOTVEVGTIKOVG KOl TOVG OKEAETIKOVG UWOEC, TPOKAADVTOG
TNV EUPAVIOT] VIEPTPOPIKNG KAPILOULOTADELNG KOl TPOTOVGOAG LVIKNG advvapiog,
ocouneptopPoavorévng Tng SVGAELITOVPYING TNG AVOTVEVGTIKNG AELTOVPYIOG.

H xdwvikn ewcodva ¢ vooov tov Pompe pmopel va meptypaeei g éva pdopo mabncewv, ot onoieg
Kopaivovtol omd pio Lopen mov eueavifeTor Kotd T Ppepikn nAkio Kot EMOEVOVETOL TaEmS (M
évapén 1oV copTTOUATOV TS VOooL Tov Pompe gppavifoviol cuviBmg Katd Tn d1dpKeLd TOL TPMTOL
xpOvoL mNg Kot M avapevouevn ddpketa {ong ivar ToAD pikpn), ¢ (o Lopen kabvuotepnuévng
évapéng pe mo apyn emdeivoo.

H popon g vocov tov Pompe mov gppaviletal katd t fpepikn nAiwio yopaktmpiletor amd
EKTETAUEVT EVOTTODEST] YAVKOYOVOL GTNV KOPOLQ KOl GTOVG GKEAETIKOVG HOEG, LLE AMOTEAEGLO TNV
exdNAmon Tay€mg eEEMOGOUEVNC KAPSIOPVOTADELNS, YEVIKEDUEVTG LVTKNG OdVVOUIOG KoL VTTOTOVIOG.
H xivntikn avantuoén cvoyva S10kOTTETOL EVIEADG 1), AKOLO KOl 0V ETLTELYXHOVYV OPIGUEVE, KIVITIKA
opoOOM UL, 0T XAVOVTOL 0TI GUVEXELR. ZVVNO®C, 0 OAvaTOC EMEPYETOL AOY® KAPSIOKNG KA/
OVOTIVELGTIKNG VETAPKELNG, TPV otd TNV NAIKIN TOL EVOG £TOVC.

e uia ovadpoutkn HEAETT TG Topeiag Tng vOGou oe acbeveic e ™ Ppepikn voco tov Pompe
(n=168), N d1dpeon nhikia KOTA TNV TPAOTN ELPAVIOT TOV GUUTTOUATOV fTay 2,0 Uves Kot 1) Stdpeon
nAwia Bavatov ntav 9,0 unves. To Ttocootd emPinong katd Kaplan-Meier oe nAwcio 12, 24 kot

36 unvov nrav 26%, 9% kot 7%, avtictorya.

"Exel meprypagel o un yopoaKTnploTikn Lopen g Ppepikng vocsov tov Pompe, e mo apyn
emdeivoon, n oroia yapoktnpiletar amd Aydtepo cofapn Kapdlopvondhela Kot, CUVERDS, ord Lo
TapoTETOUEV EmPicon.

H popon xabuotepnpévng Evapéng e vocov tov Pompe ekdnidvetat kKotd t Bpepkn niia, Tnv
Tondikn nAio, Ty epnPeio 1 akdpo kot TNy evihikn {on kot 1 ETOEIVOOTN TNG EIVOL OTLLOVTIKY 1O
apyn amwd TV endeivoon otn Ppepikn Lopen. Zvvibwc, yapoktnpiletol omd TNV TopovGio ETAPKOVG
vroAemopevng dpaoctikdtntag GAA, n onoia anokieiel v exdnimon Kapdopvonddelag. Qotdco,
éxer avapepBel mpooPoin g kapdidg tepimov 610 4% TV achevav pe voso oyung Evopéne.

Ot acBeveig pe voco kabvotepnuévng évapéng cuvnbmg mtaoyovv and Tpoiovca Hvomadeia, Katd
KOPLO AOYO GTOVG €YYOG HEG TG Ldvng TG TUEAOL Kot TOV OOV, KAODC Kot amd TpocBoin Tov
OVOTVELGTIKOD GE TOIKIA0 Pabud, mabnoelg ot onoieg e€elicoovTal TEAKA o€ Gofapn avamnpio Kovn
avaykn avorvevotikng vrootnpiéne. H ypovikn eEEMEN g emdeivmong tng vOGoL TOKIAAEL G€
peydro Pabuo kon dev umopei va mpoPrepbet, pe opropévoug acbeveig va gpeoaviovv tayeio
EMOEIVMOT TNG AEITOVPYIOG TOV GKEAETIKOV KOl AVOTVEVGTIKAOV VOV, 1 070100 001YEL GE amMAELN
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KIVNTIKOTNTOG KOl OE OVOTVEVOTIKY| OVETAPKELD, AAAOLG 0o0evVeig Vo eppavilovy dlaympiopud otV
emdeivaom TG TPOSPOANG TOV CKEAETIKMV KOl TMV OVOTVELCTIKMV HVOV, Kol GAAOVG GTOLS 0T010Vg
N e&EMEn g emdeivong T vOGoL dgv gival TOGO ToyEla.

Mnyoavioudc dpdonc

Bewpeitor 6T1 To Myozyme enavoa@épel T Avcocoutkn dpactikotnta e GAA, pe amotélecuo ™
otafepomoinon 1 TNV aToKATACTOGCT) TG AEITOVPYIOG TOV KAPIIOKOD KOl TOV CKEAETIKOV OOV
(coumEPIAAUPOVOUEVOV TOV AVATVEVCTIKMOV HUOV). AdYm TG ENXIOPACNS TOV UUUTOEYKEPOALKOD
@payLov Kot Tov peyéBovg tov evlbov, dev givar mhavh n TpOSANYN TG 0AYAVKOGI046N S AAPa 0d
TO KEVIPIKO VELPIKO GUGTNLLO.

KAwikn omoteAeoUOTIKOTTO KOL 0OQAAELDL

H Bpegixn vooog tov Pompe. Kivikn doxiuoaoio e 000eveic nlixiog 6 unvaov i Aryotepo

H aocpdieia kot 1 amoteleopotikotnTa Tov Myozyme a&loAoyiOnKay G€ Lo TUYOLOTOMUEVT], AVOIKTN
KAvikn Pacikr dokiun (pivotal trial) pe éEleyyo 1otopikov o€ 18 acbeveig pe ™ Ppepikn voco, ot
omoiot dev YPEaLoVIaV AVATVEVLGTIKT VTOGTNPIEN, NAIKIOG 6 UNVAV 1 KPOTEPNS KATA TNV £vapén
¢ Bepamneiag. Ot acBeveig g opddog wotoptkov ywpig Bepameio, mpocopoialov oTov TANBLOUO TG
Boaotkng nelénc kot TpoAbay amd pio. avadpoutkn LeAETn g Topeiag T vOoou o€ acbeveig (n=42)
ue m Ppepkn voco tov Pompe. Ot acbeveig Toyatomomniay yio va Adfovv gite 20 mg/kg eite

40 mg/kg dmo& kb 300 efoopddes, eni o tepiodo 52 efSopddwv. Metd amd TovAdyioToV

52 gBdopddec, 16 amd toug 18 acbeveic evidytnkayv o€ pia pehétn mopdrtaons ®cte va Adfovv
ouveyduevn Bepameia oty d1a. 666M Yo cuvolikn duapkela péxpt tpia £t (150 gfdopnddeq).

To kvpro Telkd onpeio NTav 10 T0cosTd TV 0eBevdY oL NTav gv LN Kot dev Epepav EXEUPATIKY
OVOATVELOTIKT VITOGTNPIEN. Q0T060, 1 eMPinon yPic ETEUPATIKY AVOTVEVCTIKT VTOGTAPIEN OEV ElyE
KaTaypaeel oty opdda 16TopikoD yopig Oepameio kot dev fTay SuvATH 1] GVYKPLGT] GVTOL TOL TEALKOD
onueiov. Metd amod 52 efdopddeg Bepanciog, emPimcav kot ot 18 acbeveic mov éhafav Myozyme,
evo o1 15 and avtovg Tovg 18 acbeveic dev ypeldotniay enepuPatikn AvVamTvVELGTIKT VTOGTHPIEN.
AvtiBétac, 1 amd toug 42 acbeveic otV opdada 16TopIKov ympic Bepaneio emPince £mg TOLG

18 punvec. Avo acbeveic amefimoav Kot dgv cuppeteiyov otn pekétn mapdraong. Metd amod

104 gBdopddec Oepameioc, 6ot ot 16 acbeveic mov evtdynray otn LeEAETN TapdTacng emPioooy Kot
10 amod tovg 16 acbeveic dev ypeldoTnKaY ETEUPOTIKY AVOTVEVGTIKN VIOSTHPIEN. XTO TEAOC TNG
UeAETNG (LE atopkeg drapkeleg Oepameiag yio Kabe achevi Tov kKupaivovtal omd 60 Emg

150 gBdopddec, pe éva péco ddotnua petamopakorovdnong 119 gfdouddeg) 14 and tovg 16 acbeveig
emPinocay ka1 9 and toug 16 acbeveig emPimcay Kot dev YPEOGTNKAY ETEUPATIKT AVOTVEVOTIKT
vrootpién. ‘Evog axoun acbevig anefimoe petd to T€A0g TG HEAETNG Kot EVag aKOUN METE TNV
OTOYMPNOT) TOV amd T HEAETT).

H obykpion tov Kapmvlov enifimong amd 1o xpovo TG diiyveoong 6 GYECT UE TNV OULAd0 IGTOPIKOD
xopig Bepaneio TpaypoTonomOnKe HECH PIAG AVAALONG TAAMVIPOUN GG AVAAOYIKOD KIVOUVOL TOV
Cox. Ot acBeveic mov ELofav Myozyme eUpAvIcay VYNAOTEPO TOGOGTA EMPIMONG 0€ GVYKPLoN UE
v emPioon otnv oudda 1topikol ywpic Oepaneio.(PAéne nivaxa 2).

[Mivakog 2: Amoteléopata Tov TeEAKOD onueiov emPimong Le XPIOT TOV LOVIELOL TOAVOPOUNGNG
Cox

Aocbeveig , Avoroyia .
Z0yKplon , Aldotnpa
TTov 1GTOPIKOV Telkd onueio Kwabvou EUTIGTOCHVNG Twn p
Elapav , K OepamevTikng H o H
. avaQopag . 95%
Bepameio dphomng
N=18 N=42 Empioon 0,05 (0,015, 0,147) <0,0001

Ynueioon: Ta aroteléopata Tpoépyovtal omd P avaALeT TOAVEPOUNGTG AVAAOYIKOD
Kwvdvvov Tov Cox, 1 onoia Tepthappdvet T Bepaneio G CLUUETABANTH TOV TOKIAAEL LE TO
1POVO, KaOMOG emiong TV NAKio Kot T S1dyvon Kat Ty nAKia KaTd TNV TpdTH ELPAVIeT) TV
copntopdtov. O acbeveic NTov nAkiog iong N KAT® TV 6 VeV katd Ty évoapén g
Oepanciog.




| O1 acbeveic onv opdda 15TOopIKo Ywpig Bepameia yevvnOnkoay o 1993 1 apydtepa. |

O nyokapdioypapikoi deikteg TNE Kapdlopwonddelog ertidbnkay, pe Bdon ) peimon g palog g
aprotepng kokiag (LVM). Metd amd 52 gfdopdadec Oepanciog, Ta dStabéoia dedouéva. Kol TV

14 acBevov mapovsiocay peiowon tov LVM amd ) ypapun faong to omoio kupdvOnke evtog tov
QLOIOAOYIK®V opimv o€ 3 amod toug 14 acbeveic. Metd Tov TpdTo Ypovo (64 g kot 130 efdopddeg)
Oepomeiog mapatnpnOnke mepartépw peimon tov LVM og 8 acleveic. Metd amd 104 gfdoudosg
Oepameiog vnpyov dwbéoiueg extymoeig LVM yia 8 acbeveig, amd tovg omoiovg ot 5 mapovsiocay
peimon evtog TV PUCIOAOYIK®Y Opimv.

Sopemva pe v e€aptdpevn amd v nikio aduoroyia kvntikng anddoong ¢ kAipakag Alberta
(AIMS), 7 amd tovg 18 acbeveig mapovciocay Pertimon Katd tn HEAETN KOl pmopodoay va
TEPTATNOOLY AVEEAPTNTOL KT TNV TeEAevTaio aEloAdynon TG LeAETNG (UE ATOUKES SLAPKELEC
Oepomeiog yo kb acbevi mov kupaivovtol amd 52 £wg 130 efdopddeg Kot e Eva HEco dtoTnua
petamapokolovdnong duapkelag 94 efdopddwv). Kot m perétn akoun 4 acbeveic mapovsiocov
Beitioon tng KvnTikng Agttovpyiog Kot pmopovcay va kaficovv aveEdptntol Katd v TeAgvtaia
a&oAoynon g nerétng (Le atopukéc didpketec Bepameiog yio kdbe acbevr mov Kupaivoviatl amd
78 émg 130 efdouddeg kat pe Evo LEGO d1aoTnio petamapakolovdnong diapkelag 110 efdopddwv),
TPOAO OV OEV UTOPOVGOY VAL KAVOLV AELTOVPYIKN XPTOT TOV oMV Tovg. Ot vdAoutol 7 acbeveig
dgv TAPOLGIOGOV CUAVTIKY KAWVIKT BEATIOON OTNV KIVITIKOTNTO 1] OEV UTOPEGAV VO SLOTIPTICOVY
TNV o0mola Kivntikn Pedtioon mopovciocay Kot Katd tnv teAevtaio aloAdynon g HeAETNg
TOPOVCINGV TEPLOPIGUEVT] KIVINTIKT| Aettovpyia (e aTtopikés didpketeg Oepaneiog yio kaOe acOevn
7oL Kupoivovtay omd 52 £wg 142 efoopdadeg Kot pe £va HEGOo SLAGTNLA LETATOPAKOAOVON oG
dupketag 103 gfdopdadmv).

Mertd amd 52 efdopddes Oepoameiag 14 and Tovg 18 acbeveic (77,8%) elyav dwatnpnoet 1 Pertidoet to
TOG0GTO AVTIeTOlYi0G NAKiag-Bapovg (Téve omd 1o 3° m0c001d), 14 amd toug 15 acbeveig (93,3%)
Bpiokovtav tave amod to 3° T0cosTd 66OV aPopd To pnKog kot 12 and Tovg 15 acbeveic (80,0%)
Bpiokovtav méve omd o 3° m0606Td d60V apopd TV TepipeTpo kePaAns. Katd tov devtepo ypdvo
Oepamneiog 15 and toug 17 acbeveic mapovciacay Tepattép® PEATIOON TOL TOGOGTOV AVTIGTOLYIOG
NAiog-Papoug (Le atoutkég diapkeleg Oepameiog yio kabe acbevi Tov kvpaivovtot omd 78 €mg

142 efdopddeg Kot pe Eva PHEGO S1aoTNU PETOTapaKoAovOnong didpkelag 111 efdouddwv), 10 amd
Tovg 16 acbeveig Tapovciacay meputtépm Pertimon 660V apopd TV avTioToryio nAkiog-ukous (pe
aTopkég ddpketeg Oepamneiog yro kb acbevn mov kupaivovtor amd 90 £wc 130 efdopddeg Kot e Eva
Uéco d1aotnua Tepiodo petamapakorlovnong didpketog 113 efdopadmv) kot 11 amd toug 15 acbeveig
TOPOLGIACaV TEPATEP® PEATIOGT OGOV 0POPA TNV AVTIoTO 0 NAKIOG-TEPIUETPOL KEPAANG (LLE
OTOMIKES dldpreleg Bepameiag Yo kabe acOevn Tov kupaivovtal amd 90 émg 130 efdopdoeg Kot pe Eva
uéco daotnua petamapokorovdnong diapkelag 110 gfdopddwv). Xtig 104 fdouddeg Oepameiog kot
ot 13 aoBeveic yio Tovg omoiovg vapyovv dedopéva Tapovsiacay datipnon 1 Pertioon otnv
avtiototyio nAkiac-fapovs (téve and 10 3° T060010), Kot ot 12 acheveic Yo TOVG 0010V VILAPYOVV
dedopéva, Bpiokovray mve amd o 3° T0606TO OGOV APOPA TO UNKOG Kot TEAOG kot ot 12 acbeveig yia
TOVG 0TTO10VG VTAPYOLV dedopéva Ppickoviay Tave amd To 3° T0c0GTO OGOV APOPE TNV TEPIUETPO
KEPAANG.

Ot avoADGoELS OTOTEAEGOTIKOTNTAG €V KATEOEIEOV OTUOVTIKEG SPOPEG HETAED TV 2 OPAdmV
d00e®V, avagoplkd ue v emPinon, v emPinon yopic ETEUPOTIKN AVOTVEVSTIKN VIOSTHPIEN, TV
emBimon ympic KaveVOg E100VE AVOTVELGTIKN VITOCTNPIEN, TN Kelmon T Halag TN aploTepng Kothiag
(LVM), 1 fertioon TV TapoapéTpmy GOUOTIKAG avATTUENG KoL TNV ETXITELEN KIVIITIKOV OPOCHLOV.
Me Bdon ta amoTeAéopaTo, aVTd, cuVicTdTol 1) 600m TV 20 mg/kg ke 600 efSopddES.

H ppegixn vooog tov Pompe. Kliviki dokyooio e 000eveic niixiog and 6 unvav éwg 3,5 etwv

H acpdAelo ko 1 amotelecpotikdtnto Tov Myozyme a&lohoyndnkoy exiong e pio Sg0TEPT OVOLKTY|
KAvikn doxyn, o€ 21 acbeveig mov Emacyav Kupiog omd pio U YOPOKTNPLOTIKT LOPPT TG PPEPIKNG
véoov tov Pompe, nAikiog amd 6 unvav €og 3,5 etdv katd v Evapén g Bepaneiag. Ot acbeveic
eddpPovay 20 mg/kg Myozyme dnaé kabe dvo efdouddeg, eni 52 efdopadec ektdg and 8 acbeveig
mov ehapPavav 40 mg/kg petd amd 26 tovidyiotov efdopddeg Bepaneiog. Metd amd 52 efdopddeg
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OM\o1 01 aoBeveig cuvéyioav ) Bepameio yio GUVOAIKN SldpKELD LEYOADTEPT TOV 3 ETOV
(168 efdopddeg ne éva péco ddotnua 121 efdopdosg).

To kOp1o TeAKd onpueio g facikng SOKIUNG NTOV TO TOGO0TO TOV acHevdv wov ftav v {mn. Metd
amod 52 gfdopddeg Oepoaneiog, 16 and Tovg 21 acbeveic (76,2%) mov Elafav Bepancia pe Myozyme
nrav ev {on. Metd and 104 efoopddeg Bepaneiog, 14 and toug 21 acbeveig (66,7%) Nrav ev Lo Kot

1 acBevig ftav ev (o oALG amoydpnoe and T uerétn. Ta mocootd avtd dtatnpndnkay £0g 1o Téhog
NG neAétng (pe Tig atopukég dapkeleg Oepameiog yia kdbe acbevi mov kopaivovrol and 1 £wg

168 gfdopddec kat pe £va LEGO SIAoTNHO LETATApaKoA0VONoNG didpketag 109 efdopddwv). Ztnv
10TopIKT opdda TANBVGoD, 5 amd Tovg 47 acbeveic (10,6%) Yo TOLG 0TTOIOVE VITAPYOVV dESOUEVA,
ntav ev {on oty nhikia tov 30 mvov (2,5 etav).

H emPioon otovg acBeveic mov Elafav Bepancio cuykpinke pe v emPicoon og pia Tapopolo opdda
1oTOPIKOV, 01 0loBeveic TG omoiag dev EaaPav Bepameiol, e ypNoT LOG OVAALGNG TOAVOPOUNONG
avaAoyikov kivduvov tov Cox (PAére [Tivaka 3).

[Tivakag 3: AtoteAécpata yio 1o TEAKO onpeio emPioong e xpnon Tov LovTELOL TAAVOPOUN GG
Cox

Aocbeveig , Avoroyia .
XOykpion , Algotnpa
TTov 1GTOPIKOD TeAwco onpeio Kwgbvou EUMGTOCVVNG Twn p
Elapav . BepamevTikng 0
. avapopdc . 95%
Oeponeio dpdong
N=21 N=48 Empioon 0,301 (0,112, 0,804) 0,0166

Inueioon: Ta amoteléouato TPoEPYOVTIOL Omd Uio, AVAALGT] TOAVOPOUNONG AVAALOYIKOV
Kvdvvou Tov Cox, 1 omoio mepthappavet ™ Oepameio g coppeTafAntr Tov TOKIAAEL UE TO
¥POVO, KaBdg eniong TNV NAKio Kot T S1dyvon Kat Ty nAKia KaTd TNV TpdTH ELPAVIeT) TOV
CUUTTOUATOV.

Ot acbeveic Nrav nAikiog amd 6 unvov €og 3,5 etdv Katd v Evapén g Oepamneiog.

O1 acbeveig omnv opdda 15TopIKoD Ywpig Bepomeia yevvnOnkoay o 1995 | apydtepa.

Emnpocheta dedopéva amotelespotikoOtnTag Katédel&ay 0Tt and toug 16 acbeveic mov d¢
YPEWLOVTOV ETEUPUTIKT OVUTVELOTIKT VTOGTAPLEN KAT TNV OPYIKT ETIGKEYT, O ETTA GUVENICAY VO
un xperalovror vrootpiEn petd amd 104 gfdoundadeg Oepancioc. O 9 acbeveic mov anépevay gite
anefiocav (5 acBeveic) 1 Ppédnkay va e£opT@VTUL O EMEUPATIKT OVOTVEVGTIKN VTOCTAPIEN

(4 acBeveic). Kat o1 5 acbeveig mov ypetdlovioy enepuPatiki avamvevoTiky LTOoTNPIEN Katd TV
apYIK ETICKEYT CLVEXIGAV Va. TN xpelalovtot Ko’ OAn T d1dprela g pekétg (4 acbeveig
emPiooav petd v gfdopdada 104 kot évag acbevig anefimoe).

Metd and 52 efdoudadeg Oepaneiog to LVM peidbnke amod ) ypapun Paong otovg 12 acbeveic yuo
TOVG OTTO10VG VTLAPYOLV SEOUEVE KO KOUAVONKE EVTOG TOV PUCLOAOYIK®OV 0pimV 6€ 6 ad TOVG

12 aoBeveic. Metd tov mpmto ¥povo (58 Emc 168 gfdopddec) Bepancioc to LVM peidbnke mepattépm
o€ 9 and tovg 12 acbeveig yio Tovg omoiovg vadpyovy dedouéva. Xtig 104 efdouddeg Oepameiog
vpyav a&loroynoeig LVM yua 10 acBeveig amd tovg omoiovg o1 9 mapovciacayv peimon eviog tomv
QLGLOAOYIKAOV OplwV.

Metd and 52 efdoudadeg Oepaneiog, 3 and tovg 8 acheveic Yo Tovg omoiovg VILAPYOVY dedoUEva
apovciacay BeATioN TG KvNTIKN)G AEITovpYiag Thve and T Ypaupn Paong, copuemva Ie Tig
apykés paduoroyieg kot Tic e€aptdpeveg amo v nhikia fabuoroyieg amd ) ypauun faong oty
KAipaxo AIMS. Ano toug 11 acBeveic yio Tovg omoiovg VTapyovy 6edoUEVE OL 6 GUVENIGAY VL
eppavitovv kvntikn Pedtioon kot TEpa and v 52" efdoudda (pe oTopkég diapketeg Bepameiog yia
KkéBe acBevn mov Kupaivovtot omd 58 £wg 168 efdopdadeg kot pe Eva HEco S1aoTnia
petamapokorovOnong duapkelag 121 gfdopddmv), uetaé&d tov omoinv 3 acbeveic ue mepumatnTiky
wavoTTa Kot 3 acbgveig LOvo e AEITOVPYIKES IKavOTNTAG KOOIGUOTOG KOTA TNV TEAELTAIN
a&oAoynon g uerétnc. Orvmorowmol 5 acheveic dev mUPOVGIACAY GNUAVTIKT OAAAYT GTNV KIVNTIKN
TovG Pedtinon mépav g 52™ efdouddag (e atoptkeg diapkeleg Oepaneiag yio kabe acbevi Tov
Kopaivovtar omd 104 g 168 efdopddeg Kot pe Eva HEGO SIAGTNIO LETUTOPAKOAOVONOTG O1APKELNG
140 efdopddwv), LeTaEL TV onoimv 4 0cOeVELg TOV dEV TAPOVGINGAV CMUAVTIKEG KIVITUKEG
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KavoTNTEG 0€ Kopio omd Tig 0€oeig Tov a&loroyndnkay kot 1 acBevig wovo mov epeavice
AELTOVPYIKES KOVOTNTEG KaBiopaTog Katd TV TeEAevTaio a&loAdynomn g LEAETNG.

H peydin mheloynoia tov acbevav pe Bpepikn voco tov Pompe, ot onoiot vrtofAndnkav og Oepoameio
pue Myozyme, mapovoiacav Bedtioon tng Kapdlokng Aettovpyioag, Kabmg Kot otafepomoinon 1
BeAtimon TV TApoUETPOV COUATIKNG AvATTUENG. 20T000, 1] AVTUTOKPLoT] OGOV APOPA TNV KIVITIKN
KOL TNV OVOTVEVLGTIKY AELITOVPYIO EPLPAVICE LUEYAAVTEPES OLUKVUAVGELG.

O1 acBeveig pe Ppeeikn voco Tov Pompe mov gpedvicay BeAtimon g KvnTikng ikavotntag, Eiyov
KOADTEPT O10THPNON TNG KIVNTIKNAG AEITOVPYIOG KOl LIKPOTEPT] GUYKEVTP®GT YAVKOYOVOL GTOV
TETPOKEPAAO LV KOTA TNV 0pyIKn enickeyn. Oa tpénel va onpueimbel 6Tt éva vYNAOTEPO TOGOGTO
acevav pe Kodvtepn Kivntikn EkPaon epeavilel otabepdmra N feltinon tov TopapéTpov
COUOTIKNG avanTuéng (Bapog) eva, n peydin TAgloynoia tov acbevov, aveaptnta amd TV KvnTiky
£KBoon M Ta YOPUKTNPIOTIKE KOTA TV apyIK EXioKeyN, ELPavilovy avacTpoen TG
Kapdlopvomddelng, OTmg avT voAoyiletal amd T aAAayéc otn Pabuoloyia Z tov deiktn ndlog
aprotepng kokiag (LVM).

To oVVoLo TV dEdOUEVOV VTOSEIKVIEL OTL 1) YPTYOPN Stdyvmon kal Oepaneia o€ £vo, TPMOUO GTASIO
NG vooov TavoV va eivat 1d1aitepa oNUOVTIKEG, MOTE Vo emttevyDel 1 kaAvtepn dvuvatn EkPaon
6TOVG 000eVEIC e TN Ppe@ik) Lope1| TNG VOGOU.

Eraywyn avoooloyikic avoyng o IOPD

H ypnion ITI kan odylvkooiddong aAga £xel a&toroynei oe 1 kKAvikn pedétn kot pio avodpopIK
emovelétaon pakélmv acbevav mov dev giyav AdPel Tponyovpuévac ERT kotd 1o xpovo évapéng tng
Oepamneiog, Kabhg kot og 1 KAk pehétn acbevadv mov AduPavay 161 ahyAvkootddon dApa KaTd 10

xpovo Evapénc g ITL

Y pia avadpoutkn enaveéétaon eakélmv oto Duke Center eviomiotnikoay 21 CRIM-apvntucoi
acBeveic pe IOPD, and toug omoiovg ot 19 dev giyov AdaPet mponyovuévmg ERT katd to ypdvo
évapéne ™ ITL. And toug 21 acbeveic, ot 16 enélnoav £0¢ To TEAOG ALTHG TNG LEAETNG, UE O1dpEsO
ypovo amd v Evapén g ERT ém¢ v televtaia aloddynon 44,6 unvav (ebpog: 5,7 émg 105,47).
[Tévte acbeveig kKatéAn&ov AOY® OVOTVELGTIKNG OVETAPKELNS Kot EEEAMENG TG VOGOV, OAOL TOVG
npwtobepanevouevol pe ERT katd to ypovo évapéng g Bepanciog ERTHITI. Ot vedtepor acbeveig
OV JLLYVOSTNKAY Kot vIToPANOnKav o€ Bepaneia mpdia, ot oroiot Erafov ITI tavtdypova pe v
évapén g ERT, eiyov pia tdon yio kaddtepo 10600t6 emiPinong amd tovg acbeveic mov hapav
TapOUOl0 GYNUO 6 peTayevéatepr nikio. Ta dedopéva g perétng £dei&av 6t | tpopuiaktikn ITI
TPOAAUPAVEL 1] LELOVEL TNV EUPAVIOT] OVTICOUATOV EVAVTL TNG AAYAVKOGLOAoNG dAQa e TNV TEP0J0
TOV ¥POVOL, KATL TOV Uopel va dtatnpnoet To KAviko 6eehog e ERT kot va fedtiwcel v eniPioon
oe CRIM-apvntikovg acBeveic pe IOPD.

H popoen kobvotspnuévne évaplng e vooov tov Pompe, milotikn kliviky doriui

H acpdielo kot n dpactikdTnTe Tov Myozyme a&loAoynOnKe e pio TUXOOTOUNUEVT], SITAG TUQAT,
eleyyouevn amo placebo pelémn, oty omola cuppeteiyav 90 aobeveic pe kabBvotepnuévng Evapéng
vd60 Tov Pompe, 1 nAikia tov omtoiwv kopaivoviay and 10 éwg 70 etdv katd v Evapén g
Oepomeiog, evd 0Lot o1 acbeveic vmofdrloviav yio TpmTn Popd o€ Oepameio eviLUIKNC
vrokatdotaons. Ot acbeveic TuyaionomOnkav oe avaroyia 2:1 kot Adpfovay yio 78 efdopdadeg
(18 unveg) eite 20 mg/kg Myozyme (n=60) ite placebo (n=30) anag kabe dvo efdopuddeg.
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O1 0e0TEPEC KOPLES EXTIUNGELS EKPAOTG TNG SPUCTIKOTNTOC TOV 1] SLOVOOUEVT OTOCTOGCT] LLE TO TTOSLOL
(uéTtpa) evtog 6 Aemtmv (Aokacio Bédiong 6 Aentdyv, OIMWT) kou 1 eni toig ekotd FVC
(Exmveopevn Zotikn Xopntikotnta) o kabioth 0éon. Metd and 78 efdouddsc, o1 acbeveig mov
vroPAnOnKayv oe Oepancio e Myozyme o€ clhykpion pe Tovg acobeveic mov AdpPavay placebo,
epupdvicav Beitioon oty andceTacT TOL LTOPOVSAV VA S10VOGOVV LE T TO10, OTWG 0VTH
uetpnonke pe to 6MWT kai otabepomoinon Tng TVELHOVIKNG AELTovpYiag Ommg LeTphOnKe amd Tov
npoPremouevo % FVC. Ztovg aobeveig mov giyav vroPindei oe Bepaneio pe to Myozyme, 1
OTOCTOCT) TOV UTOPOVGAY VO S1ovOGOLV UE Ta TOd0 o€ 6 Aemtd avéndnie kotd péso opo 15,0 pétpa,
eV 01oVG aoBeveic Tov placebo pelmbnke Katd péso dpo 7,5 PETPA, VITOONADVOVTOG CTOTICTIKE
onuavtikn exidpacn g Oepaneiog tov Myozyme ce cvykpion pe to placebo (p=0,0283). H %
npoPrenouevn FVC petafAndnke kotd péco 6po 0,0 yio toug acbeveig tov Myozyme kot peimdnie
katd pEso 6po 3% Yo tovg acbeveig Tov placebo, VITOINADVOVTAG GTATIOTIKA CNULAVTIKT ENIOPOACT)
¢ Bepamneiag (p=0,0026). Ta amoteléopata ntapovsialovror otov [ivaka 4.

[Mivakog 4: MetafoAr omd v ypappun avagopds: ekPAcEL; dPOSTIKOTNTOS OTNV EAEYYXOUEVN OO
placebo peiétn

Myozyme Placebo
(N =60) (N=30)
6Aentn Aokpacio Atvuouevne Andotaong pe ta [1odw (uétpa)
gg“&‘nﬁaa"“"’o""‘g v Ty Mécog 6poc + T.0. | 332,20 = 126,69 | 317,93 + 132,29
P Atéipecoc 360,0 339,0
N . p
KZ:B?“@O‘/ Tehevtaio Méooc 6poc £ T.a. | 357,85+ 141,32 | 313,07 = 144,69
pnon Atéipecoc 367,5 307,0
Metafoin amd v [popun
Avagopdc v Mécog 6pog £ 1.0. 26,08 + 64,41 -4,87 + 45,24
78" Epoopade/Tedevtaio Albpecog 15,0 -7,5
Métpnon*
Aoxpacio Wilcoxon-Mann- ,
Whitney TN p 0,0283

Exnvedpevn Zotkn Xopntwotmrta ([locootd g mpoPfAendpevng pustoloyikng)

Ipoppny avaeopdg tpv tnv

b Mécog 0pog + T.0. 55,43 £ 14,44 53,00 + 15,66
Oepaneio

AlGpecog 53,5 49,0

- , ,
78" ePdondda/Tersvtain Mécog 6poc £ T.0. | 56,67+16,17 | 50,70 + 14,88

Mézpnon AtEsoC 55.5 49,0
Metapoin and v ['popun

Avaopdc v Mécog 6pog = T.0. 1,25+ 5,55 -2,3+£4.33
78" EBoopado/Terevtaio Aldpecog 0,0 -3,0
Métpnon™

Aoxipacio Wilcoxon-Mann- ,

Whitney T p 0,0026

*Evag acevic yopig dedopéva PLeTd TNV Ypapun avagopdg e&apédnke amod Tic avaAdGELS.
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Nooog Pompe kobvotepnuévig evoplng, alles kAvikés dokiuES Kot avaAdoels
Ae&nybnkav téooepig aveEapTNTES, AVOLYTES, EVOG GKELOVG, YOPTYOVUEVEG OO aveEAPTNTO EPELVNTN,
puerétec pe Myozyme:
e  Mia perétn otnv OAlavdia pe swoaywyn 102 acBevov pe kabootepnuévn Evapén e vocou kot
duapeon mapakorovdnomn péxpt 5 €t (60 pnveg).
e  Mia perétn oty Itahia pe eilcaymyn 74 acbevov pe kabootepnuévn Evapén e vocou kot
mapaKkolovOnon péypt 48 unvec.
e  Mia perémn ot ['eppavia pe eloaywyn 38 acBevov pe kaBvotepnuévn Evapén g vooov Kot
mapakorlovonon yuo 36 unveg.
e  Mia perétn otnv OAhavdia pe sloaywyn 69 acBevav pe kabvotepnuévn Evapén tng vocov Kot
duapeon Tapakoiovdnomn 23 unvaov.
O 1é50ep1g avTéG PEAETEC Ll To Myozyme vodnAdvouy otabepomoinomn 1 PeEATioon TG KIVNTIKNG
Aertovpyiag Kot oTafdePOTOINGN TNG TVEVUOVIKTG AELTOVpYiag, Yio £0¢ 5 £€Tn 0TN LEAETN TOV
mpaypatoromnke otnv OAhavdia pe 102 acbBeveig e kaBvotepnuévn Evapén g vocov.

v wpoavapepbeioa perétn oe 69 acbeveic e kKaBvotepnuévn évapén g vocov otnv OAlavdia, To
Myozyme £6¢g1&e Pedtimon ot poikn dvvaun acdevov. Q6Td60, 1) LUIKN AEITOVPYIKOTNTO
BeAtidOnke pdvo oe acheveic mov dev ypeldlovtal avamnpKd KaPOTGAKL Kol GE 0VTOVG UE AYOTEPO
évtovn Poikn advvapia.

H Beltioon g poikng dOvaung eniPefoarmbnie mg 5 £t otn peAétn mov Tpaypotonodnke otnv
OMavdia pe 102 acBeveig pe kaBvotepnuévn Evapén g vocov.

Ye d00 emmAéov avoryTéc KAIKEG dokuég e Myozyme, pe mapoakolovdnon 24 unvov, déka acbeveic
pe kaBvotepnuévn Evapén g vosov tov Pompe, o1 onoiot tav og coPapn Katdotaon (LETPLa £mg
cofapn KvnTikn avamnpio Kot Lnyoviky vTostipién avamvonc), £6e1£av KULOVOLEVT) OmOKPLOT OTIC
UETPNOELG TNG KIVITIKNAG KOl AVOTVEVGTIKNG AEITOVPYIOG, Kupimg pe T popen fmiag Pertioong
(AGLUO03105, AGLU04107).

H ac@dieia kot 1 awotelecpatikdOtnTo Tov Myozyme a&loAoyHOnKe G€ Lo OVOIKTH KALVIKT SOKIUN
oe 5 acbeveig pe kabvotepnuévn epedvion tng vosov tov Pompe, nlikioag 5 émg 15 etdv xatd v
évapén g Bepancioag AGLUO02804. Ot acBeveic erdppavay 20 mg/kg Myozyme dnoé kébe dvo
ePdopadeg, ent 26 gfdouddes. Orot ot acbeveic NTav TAP®S TEPITATNTIKOL KOl LOVOV Evag Ao
OVTOVG YPEIAOTNKE KATONG LOPPNG avarvevoTikt] vtootNpiEn (1 acbevig yperaldtav un exeuPoticy
OVOTVELGTIKT GVOKELN KATA TN SLdpKeELn TNG VOYTaG). ATd Tovg 3 acbeveic e oNUAVTIKN TVELHOVIKN
TPOGPoAn KaTd TNV emickeyn SOAOYNC/ TNV OpYIKY eMiokeEyT [T0 T0GOGTO TpoPAenduevng LOTIKNG
yopnTIKOT TS, TaYEwe ekmveduevng (FVC), oe kabiotn Béon, kopovotay peta&d 58-67%], ot 600
Katédelgav Kaivikd onpovtikn fertioon e FVC oty kabiot) 0éon (+11,5% kot +16,0%), émg v
efdopdda 26. H a&roddynon g KvnTikng AEITovpyiog £dmGE avOLOL0 ATOTEAEGLLOTAL.

Aéxo acBeveic nlikiag 9-54 etmv, pe Tpoywpnuévn voco tov Pompe oyiung évapéng [oniaon
kaOnAopévol og avamnpikn moAvdpova (ot 10 otovg 10) kot e£apTdEVOL OO OVATVEVGTIKT] GUGKELT|
(019 otovg 10)] vroPAnONKav oe Bepaneio pe 20-40 mg/kg alylvkociddong dAea amas Kabe 500
ePdoUGdES, GE TPOYPAUUATO FLEVPVUEVNC TPOGROONG, ETL S1APOPES YPOVIKEG TEPIOOOVG TTOL
Kopaivovtay omd 6 upveg €mg 2,5 £tn. Ta 0péAn Tov TapatnpnOnKay 6Tovg acbevelg avapopikd e
TNV TVELUOVIKT Agttovpyia mepterdpufavay po kivikd onpavtiky Bedtioon g FVC ion pe 35% og
évav aoBevn], KabMG Kol OTUAVTIKY HEIMOT TOV ®POV ¥PNONG TS EXEUPOTIKNG AVATVEVGTIKNG
vrootnpéng o€ 2 amod tovg acbeveic. Opiopévol acbeveic mapovsiacav opérn and T Oeponeia,
OVOPOPLKA LE TNV KIVNTIKT AEITOVPYin, OTMG 1) AVAKTNOT OTOAECHEVTOV KIVITIKMV TKOVOTHTMV.
Mobvov évag and toug acbeveic og ypelaloTov TAEOV VTOGTHPIEN OE AVOTNPIKT ToAVOPOVA. AvTi N
ouad0 acHEVOV EUPAVICE EMIONC SLOPOPETIKEG AVTATOKPIGEIC OVAPOPIKA UE TNV KIVITIKN AglTovpyia.

Nocog Pompe kaBvotepnuévng Evaping: avopepouevao. amoTeAETUOTO OO QGOEVEIS

Mua épevva yia. T voco Pompe g International Pompe Association (IPA) / Erasmus Medical Center
(Netherlands) a&loAdynoe v enidpacn Tov Myozyme 6Ta S10(pOPETIKH ATOTEAEGLOTO T®V 0COEVOY
OV GLAAEYOVTOL ETNGIWG:
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. To Myozyme peiwoe onuovtikd tov Kivouvo eE4pTong amd avornpikn Kopékia: o
OTOLOONTTOTE GTIYUN KOTA TN SdPKELD TNG TapaKoAovOnong, n eEaptnomn and avamnpikn
Kkapéha nTov Ayotepo mibavr otovg acbeveic mov Elafav LOPD and tovg acbeveig mov dev
éaPav Bepoameio (avaroyia kivdvvov: 0,36, 95% CI: 0,17, 0,75 oe po perétn 198 endé&iumv
acBevav pe didpeon topakorovdnon S etdv). H pekét avt dev €deiée enidpaom oty
OVOTVELGTIKT LTOGTNPLEN.

o Metd and 3 ypévia Beponeiog pe Myozyme oe 163 evijiikeg acBeveic, n uéon Paduoroyio
KAipaxag Zopapotntoag Koémwong (FSS) Betiwbnke onuaviikd kotd 0,13 Babuovc emoing (p
<0,001), vrodeikvoovtag 0t N Oepameio fordnce ot peimwon TG KOT®ONE GE VTN TN UEAETT.
Ipwv and  Bepaneio pe Myozyme (dudpeon tapakorovdnon 4 etdv), n uéomn Paduoroyio FSS
Ntav otabepn o€ mepinov 5,3 fabuovg.

. To Myozyme mapeiye Bertidoelg Ko otabeponoinon oty mowdtnto {mng mov oyetiletar pe v
vyeio Kot coppeToyn o 174 evidikeg acbeveic e diapueon mepiodo mapoakorovOnone 4 etov
(e0pog 0,5-8) t660 TPV 660 KoL KOTA TN ddpKeLo TG Oepaneiog.

0 Metd and nrdon npv and ) Oepaneia (-0,73 Pabpol etnoing (sp /y), 95% CI: -1,07, -
0,39), 10 avaEePOLEVO OO TNV EPEVLVO GUVOTTTIKO LETPO PUCIKNG CLUVIGTMOGOS TOV
acBevoug SF36 Beltiodnke kotd o tpdta 2 ypdvia g Oepanciog pe Myozyme (1,49
sp/y, 95% CI: 0,76, 2,21) ko mapépetve otobepd LETA.

0 Metd and ntdon npv and ) Bepaneia (-0,49 sp / €1oc, 95% CI: -0,64, -0,34), 10
Rotterdam Handicap Scale (RHS) stafepomombnke vd to Myozyme (-0,02 sp / £tog,
95% CI: -0,17, 0,13).

TéNog, otV TEVTOETN TPOOTTIKY LEAETN TTOV TpaypatoroOnke oty OAhavdia pe 102 eviiikeg
acOeveic pe LOPD, 1 enidpaon tng Oepamnciog pe Myozyme 611G dpactnplotTTeg TnG Kobnuepvig
Cong petpndnke pe v KAipaka Rasch-Built Pompe-Special Activity (R-PACT). Xe cOykpion pe v
évapén g Bepamneiag, n Pabporoyio R-PACT Beitiwbnke katd 3,6 mocootiaieg povades (p = 0,004)
o€ 5 &€ Bepameiag, delyvovtog 6¢pehog and To Myozyme cg 0vTovg TOVG acbeveic.

Mnzpho «Pompe Registry»

2UVIGTATOL GTOVG L0TPOVE KOl TOVG VOCTAELTESG VAL €YYPAPOLV TOVG AoOEVEIC TOV TAGKOLY amd TN VOGO
tov Pompe otV 1otocelido www.registrynxt.com. Ta dedopéva Tmv 060evdv g ovtd T0 uNnTpmdo Oa.
GLAAEYOVTOL Av@VLLO. ZTOYOL TOL unTpoov «Pompe Registry» eivan ) katavonon g vosov Tov
Pompe kot n maparxorovdnon tev achevodv kat Tng avtamodkplong tovg ot Bepomeio eviupikng
VITOKATAGTAGNG LLE TNV TAPOS0 TOV YPpOVOUL, Ue TEAMKO Koo T Pelticnon tng KAMvIKNG EkPacng Yo
0VTOVG TOVG aobeveic.

5.2 @oppokoKivnTIKES 10160TNTES

Bpegpixnc évopéng vooog tov Pompe

e o Baoctkn dokiun wov mepleddpPave 18 acbeveic, a&loloyndnke 1 OPLOKOKIVITIKY TNG
aAyAlvkooiddong aipa o€ 15 acbeveig pue Bpepkn voco tov Pompe (6Aot ot acBeveic tav niikiog
KaTt® TV 6 VeV katd v Evapén g Bepameiog), ot omoiot Elafav doceig 20 mg/kg 1 40 mg/kg
aAyAvkooiddong ahpa, o £yyvon dldpkelog Tepimov 4 £0¢ 6,5 wpdv, avticTorya.

Katavoun kot amoBoin

Metd v mTpdTn KoL TNV EKTN £yyvon Tov Myozyme, 1 LECT) LEYIOT CLYKEVTIP®OT) 6TO TAAGUO (Crax)
Kopovotay and 178,2 éwg 263,7 ug/ml yuo t1g opddeg 66ong tov 20 mg/kg ko tov 40 mg/kg,
avtiototya. To uéco euPaddv KAt amd TNV KAUTOAT TNG GCLYKEVIPWOOTG GTO TAACUO GE GLVAPTNON
pe 1o xpovo (AUCs) kopavotav omd 977,5 g 1872,5 pgedpo/ml yo tig opdadeg d6omg tov 20 mg/kg
kot tov 40 mg/kg. H péon kédbapon mrdcspatog (CL) ntav 21,4 ml/dpa/kg kot 0 pésog 6yKog
Kkatavoung ot otabepn katdotaon (Vss) rav 66,2 ml/kg kot yio Tig 600 opddeg 660MG, He UIKPEG
dwakvpdvoelg peta&d Tov acbevav, katd 15% kot 11%, avtiotowyo. H péon nuinepiodog yo v
amoudkpovvon and 1o TAGoua (ti2) fTav 2,75 dpeg yia Tig VO OUAdEG dOONC.
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CpoppkdTnTe/pun ypouuKoTnTo
H poppokokivntikn frav avaioyn pe tn 6601 kot 6 petaffAnOnKe te TNV mTpodo Tov ypdvov.

H poppokokivntikny g aAyAvkooiddong daea agloloyndnke eniong o€ po Eeympiotn SOKIUN 6€

21 aocBeveic pe Ppepkn voco tov Pompe (mikiog peta&d 6 unvev kot 3,5 etdv kotd v Evapén g
Oepameiog), ol omoiotl Ehafoyv dooelg 20 mg/kg adylvkooiddone aipa. Xe 12 acbeveig yia Tovg
omoiovg vanpyav drubéotua otoryeia, 10 AUCs ka1 Cmax NTOV TEPITOV QVTIGTOLYO UE TIG TIUEG TTOV
TapoTnPeNONKay yuo tnv opdda 66ong Tv 20 mg/kg e Pacikng perétng O ypdvog t's Tmv 2-3 opmdv
Ntav exiong TaPOLUOLOC GE VT TNV OLLAd 0cOeEVDY.

KaBvotepnuévng évapéng vécoc tov Pompe

H poppokokivntikn g adyivkooiddong aipa agloloyndnke ce po dokiun o€ 5 acbeveic pe voco
oyung évapénc, nhkiog 6-15 etdv, ot onoiot eAdpPavay 20 mg/kg aiyivkoosiddong dAea dna kdde
dvo gfdouadec. Agv vIPEAV SLOPOPES GTO TPOPIA PUPUOKOKIVITIKAG TNG OAYAVKOGIOAoTG GAPQ
GTOVG GLYKEKPLUEVOLS £pMPovg acBeveis pe vooo kKabvotepnuévng évapéng, oe GOYKPLON LE TOVG
aoBeveic Ppeping Evapéng.

H poppokokivntikn g oAyAvkooiddong aAga peketnnke pe tnv tAnbucokn avéivon 32 acbevov
ue tn vécso tov Pompe kabuotepnuévng Evopéng mov GUUUETEIYAY GTNV TUYUIOTOUNIEVT, OUTAL TVPAY,
gleyyouevn ue placebo perétn, kot 1 nAtkio Tovg kopaivovray and 21 émg 70 1@V, Kot 01 0moiot
AdpBovoyv 20 mg/kg Myozyme droé ka0e 600 gfdopddec. Ta AUC, kot Cmax NTOV TAPOUOLO OTIG
EMOKEYELG TV ERdouddwv 0, 12 kot 52, vTodNAGVOVTAG OTL 1] PUPUAKOKIVITIKN TNG AAYAVKOGIOA0NG
Ao dev tav ypovoeLaptopevn (Iivaka 5).

Kozavoun kot amofoAn

[Mivakog 5: H pappoxokivnTikn tng aAyAvKoo1daong GAea petd and povipn d0or Kot PETH amod
12 ka1 52 gfdouddeg Oepameiog

HopapeTrpog Epoopdoa 0 Epoopdoa 12 Epoopdoa 52
Cmax (ug/ml) 385+ 106 349 + 79 370 + 88
AUC (ugeh/ml) 2672 + 1140 2387 + 555 2700 £ 1000
CL (ml/h/kg) 8,1+1,8 89+23 82+24
Vss (ml/kg) 904 + 1158 919+ 1154 896 + 1154
ApaocTiKOg Ypovog NIl 2,4+0,4 2,4+0,3 2,5+0,4
(h)

Yrqp&av mepropiopéveg evoei&elg 6Tt ta avticopata IgG évavtt g adyAvkooiddong Ghpa emdpody
OGNV QOPUOKOKIVNTIKT TNG. ZTovg 5 acbeveic mov Ntav BeTikol 6TV AVOGTOAN TNG KLTTOPIKNG
TPOcANYNG Tov eViDLOVL, TopaTnpPHOnKE LVYNAOTEPOG HEGOG Opog KGBapong, xauniotepn péon AUC,
Kot YoUNAOTEPT LECT] Crax. 20TOGO, dEV LINPYE KAVEVOG ELPAVIS CUOYETIGUOG HETAED AVOGTOANG TNG
TPOGANYNG KoL TO, OEVTEPO. KUPLOL TEMKA onpeio dpactikotntog (PAéne mapdypapo 4.4).

5.3 TIIpoxivikd doedopéva yia TV ac@dreia

Ta pn Khvikd dedopéva dev amokaAdTToLV 1810i{TEPO Kivduvo Yia tov dvBpmmo, pe Pdomn Tig
GLUPATIKEG HEAETEG POUPLOKOAOYIKNG OCQAAELNG, TOSIKOTNTOG LELOVAOUEVNS OOGTG KOt TOEIKOTNTOG
emavoAaUBovopeEVOV d0cEMV. AgV TOPATNPNONKOY GNUAVTIKA SUGUEVT] EVPHUATA GTIV EUPPLOKN
avamtuén amd v peAéTn TG EUPPLOKNG AvATTLENG GE TOVTIKOVG KOl KOUVEALD, EVE dEV
TopOTNPENONKAY GNUAVTIKA SUGLEVH] EVPIUOTO GE LEAET Y10 TV YOVILOTNTO KOL TNV TPOUUN
eUPPLIKN AVATTLEN GE TOVTIKOVG. TN UEAETN TNG EUPPLIKNG avATTLENG 68 KOUVEALD, LETA TN
yopnynon tov Myozyme (10-40 mg/kg/muépa) Kot Tn Guyyopnynomn dpavudpapivng, tapatnpnonke
aHENOT TOV TEPIMTOGEDV OTOPOADY Kol TPOMPWV YEVVIGE®MV, 1) 0Ttold oyeTiotnke pe tn Oepamneia. To
OTOTELEC O OVTO OOSIOETOL €V PEPEL TNV UNTPIKT TOEIKOTNTO, KAOOTL TOpaTNPONKE ONUOVTIKY|
UElMOT 0TV KATAVIA®MOT TPOPNG KoL TNV TPOGANYT COUATIKOD BAPOVC.
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H yopriynon 40 mg/kg Myozyme gvdopieBing pia popd kdbe dgvtepn puépa oe movtiKio pe
GLYYOPNYNON SLPAVVUIPOUIVIG KOTA TNV TEPLODO TNG OPYOVOYEVEST|G LEGM® TNG YOAOLYIOG, TPOKAAETE
avénomn ot BvnouoTTo TOV 0ToYOVEV KATh TV TEPT0d0 TNE Yolovyiag. Agv vanpéav GAAEG
emdpdoelc o€ kopio mapapetpo mov agloloynnke, COUTEPILAUPOVOUEVOV TOV KAIVIKOV
TOPOTNPNCEDV 1] TNG aDENONG COUATIKOD PBApovg og veoyvd yevidg F1. EmmAéov, dev vinpée kapia
emidpaon otn 6e£0VOMKN wpipavon, otn Lddnon 1 ot WU 1| 6TV IKAvOTNTO TOPOYOYNG GAANG
YEVIAG Yo T TovTikia g yeviag F1.

6. D®APMAKEYTIKEX IAHPO®OPIEX
6.1 Kaoataroyog ekdoywv

Mavvitodn (E421)

A66EWV0 pooPopkd povoddpkd vatpilo (E339)
Dwcpopikd entabdpikovatplo (E339)
IMoAvcopPikd 80 (E433)

6.2 Aocvpparétnreg

Elelyel peretdv oyetikd pe ) ovpPfototnta, TO TUPOV QOPUOKEVTIKO TPOiOV Ogv TPEMEL Vo
OVOULELYVOETOL UE GAAD POPLLOKEVTIKE TPOTOVTAL.

6.3 Awdpkelo g

3 xpovia

Metd Vv apaimon, CUVIGTATOL 1] AUEST] XPTON TOL TPOIOVTOC. Q6TOC0, £XEL KOTAdEYDEl 1] YN KT Kot
(QLOIKT 6TOOEPOTNTA TOL ETOLLOL Y1 XPNON TPOiOVTOG emi 24 dpeg o€ Beppokpacia 2 Emg 8°C, dtav
QULAAGGETAL TPOGTATEVIEVO OO TO PG,

6.4 Iowitepeg TPoPLAGEELS KOTA TV PVLAEN TOV TPOIOVTOG

dvldaococete og yoyeio (2°C — 8°C).

IMa T1c ovvONKeg dLOTPNONG LETA TV 0PALDGCT] TOL PAPHOKEVTIKOD TPOiOVTOC, PAETE Tapdypapo 6.3.
6.5 ®Von KoL CVETATIKA TOV TEPLEKTI)

50 mg k6évemg o€ QLoAido (Varog TOmov 1) pe Topa ewoydpnong (amd cilikoviopuévo BovtdAlo) kat
oppdyiopo (amd oAovivio) He OTOGTOUEVO TOU (ad TAACTIKO). Tvuokevacieg Tov 1, tov 10 | Tov
25 prodiov.

Mmropel va unv Kukho@opoOv OAEG 01 GLGKEVAGIES.

6.6 Iowitepeg TpoPLAAEELS amOpPIYNS KOl GAAOS YELPIOIOG

To Myozyme mpénel va avaovoTtadel e EVESILO VOmP, 6T GUVEKELR VO, apalbel te dtdAvpa
yAmplovyov varpiov cuykévipoons 9 mg/ml (0,9%) yia éyyvon ko Enerta va yopnyndel péow
evoopAEPrac £yyvons. H avacvotaon kot 1 apaimon Oa mpénetl va mpaypoatomotnfobv GOUG®VA [LE
TOVG KOVOVES 0pONG TPUKTIKNG, EWOIKOTEPA OGOV QLPOPOVV TNV oo Yid.

E&oattiag g mpoteivikng ¢hong tov tpoidvtog, mavov va oynUaTIoToOOY COUATION 6TO
avaoLoTOOEY S1GAL O KOl GTOVE TEAMKOVE GaKoVS £yyvong. Emouévac, yia tn yopnynon 0o mpénet va
ypnoomroindei o oepd Eva GIATPO YOUNANG TPOTEIVIKNG décpgvong, Tov 0,2 pikpopétpov. Eyet
detyBel 6TL M YpMoM eVOS PidTpov TV 0,2 KPOUETP®V GE GEPA APALPEL TO 0paTd COUOTIOW YOPIg VA

TPOKOAEL ELPAVT ATOAELD TPOTEIVIG 1| OPOCTIKOTNTOG.
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[Ipocdiopiote Tov apBud tov eraidiov Tov Ba avacvotabobdv, pue Bdon o docoroykd oynua Kabe
acBevoug (mg/kg), Kot apalpéaTe To OTALTOVUEVH PLOAISIO ad TO YUYEID, DOTE Vo PTAGOVV GE
Oeppoxpacio dopatiov (tepimov 30 Aentd). Kabe praridio Myozyme mpoopiletar yio pio povo
xpiom.

XpNolWoToIoTE OGNTTT TEYVIKN

Avocvotaon

H avacvotaon kdbe proAidiov twv 50 mg Myozyme yivetar pe 10,3 ml evésipov vdatoc. [Ipochéote
TO EVEGIUO VOW®P GTAYONV, Pe apyd pubud, oTa ToYMOHOTH TOL ELOAI0L Kot Oyt omtevdeiag endvm otV
TAoTU TOV AVOoPIAoTOUEVOL VALKOV. ['gipete Kot oTpéyte amaAd Kabe @laAidto. Mnv avaotpépeTs,
unv ovadevete kot unv avakiveite {onpd to plaiidio. To avacvotadéy didvpa £xel oOyko 10,5 ml kot
nepéyel S mg/ml. To duddvpa lvar Sta@aveg, dypoo £mc 0volkTo Kitptvo, Kot TBavov va Tepléyet
COUOTIOW LE TN LOPON AETTMOV, AEVKOV VIUATOV 1 dlapavav wov. Embesopiote apéong ta
ovaoLoTOOEVTO QLOAISLOL Y10 TUYOV COUOTIONKO VAIKO Kot amoyxpouoticnd. Edv, petd tov dueco
éleyyo, mapotnpnocte EEVO coUATIONW SLOPOPETIKA OO EKEIVO TTOV TEPLYPAPTKOV TOPATAV®, 1 EGV
TO O1GALLL £XEL OTOYPOUATIOTEL, UNV TO ypnopomooete. To pH tov avacvotaféviog dStohdpoTog
glval mepimov 6,2.

Metd TV avacOOTAGT, GLUVICTATOL VO, 0POIOGETE AUESHS TO PLoAidIe (BAETE TopaKdT®).

Apainon

Otav avacvotabel OT®MG TEPTYPAPTKE TAPATAV®, TO AVACVOTAOEV OLAAVLLA GTO PLOAISIO TEPLEYEL

5 mg alyAvkooiddong aipa avd ml. O avacvotadeig 0ykog enttpénetl tnv akpipr Ayn 10,0 ml (ta
omoia 1odvvapovv pe 50 mg) amod kdbe eloAido. H mocdmra avtr Oa mpénel va apaiwbei mepattépm
oG €ENG: Apaipéote apyd to avacvotadéy didavpa and kdbe elaiidio uéypig 6tov AdPete v
KatdAANAn oo, avdroya pe Tov acbevi. H cuvietdpevn TeMKn GUYKEVIPMOOT] TNG OAYAVKOGIOAGTC
GApo 6TOVG GAKOVG Eyyvong kKupaivetal omd 0,5 mg/ml Eémg 4 mg/ml. Apapéate Tov OYKO TOL aépa
amod 1o odko yyvongs. Eniong, apaipéote Evav dyio dtaddpatog yhmpovyov vatpiov 9 mg/ml(0,9%)
v £yyvon {60 Tpog Tov 6YKo ToL avacvoTadivioc Myozyme amd TO 0moio TPOKELTOL VO
avtikatactadel. Eyydote apyd to avacvotadiv Myozyme amgvbeiog péca 610 S1dALUA YADPLOVYOL
vatpiov 9 mg/ml (0,9%) yia £yyvon. Avaotpéyte 1 LOAGETE ATOAN TO GAKO £YXVOTG TPOKEEVOD VAL
avopei&ete To apalopuévo dtdAvpa. Mnv avakwveite {onpd Kot unv avodevete VITEPPOAIKA TO GUKO
gyyvone.

To 1ehkd ddhvpa €yyvong Ba mpémet va xopnynbel 660 to duvatdv To GOVIOU LETA TNV TOPACKELT
TOV.

Kd&0e aypnoionointo paprokeutikd mpoidv 1 VTOAEUUN TPETEL VO OTOPPITTETAL GOUPOVE, [LE TIG

KOTA TOTOVC 16YVOVGES GYETIKEG OL0TAEELS.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Sanofi B.V., Paasheuvelweg 25, 1105 BP Amsterdam, OAAavdia

8. APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/06/333/001-003

9. HMEPOMHNIA INTPQTHY EI'KPIXHX/ANANEQYXHY THX AAEIAX
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Hupepounvia tpmc £ykpiong: 29 Maptiov 2006
Hpepopnvia tedevtaiog avavémong: 21 OeBpovapiov 2011

10. HMEPOMHNIA ANAOGEQPHXHX TOY KEIMENOY

Aemtopepeic TANPOPOpPiES Yo TO TOPOV PAPUUKEVTIKO TPOioV gival dlabécieg oTov SIKTLAKO TOTTO
tov Evpamnaikov Opyaviopod @appdkmv http:/ www.ema.europa.eu.
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ITAPAPTHMA 11

IHAPAXKEYAXTEX THX BIOAOTTKQX APAXTIKHX
OYZIAX KAI TAPAXKEYAXTEX YIIEY®OYNOI I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAGEXH
KAI TH XPHXH

AAAOI OPOI KAI ATAITHXEIX THX AAETAX
KYKAO®OPIAX

OPOI'H IEPIOPIZMOI XXETIKA ME THN AX®AAH KAI
AMMOTEAEZMATIKH XPHXH TOY ®PAPMAKEYTIKOY
IMPOIONTOX
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A. TTAPAXKEYAXTEX THX BIOAOTI'IKQX APAXTIKHE OYXIAX KAI
ITAPAXKEYAXTEXZ YIIEYOYNOI I'TA THN AITIOAEEMEYXH TQN ITAPTIAQN

Ovopa kat d1ev6vvon TV TOPUSKEVLAGTAV NS PIOAOYIKMOE OPUCTIKIC OVGIOC

Genzyme Corporation 45, 51, 74, 76 and 80 New York Avenue, Framingham, MA 01701, Hvouéveg
[ToMrteleg Apepikng.
Genzyme Flanders, Cipalstraat 8, 2440 Geel, BéAyto

Ovopa xai d1ievfuvon TV TOPUCKEVAGTMOV TOL £ival VTELOHVVOL Y1 TNV ATOSEGUEVGT] TV TOPTIOWV

Genzyme Ireland Limited, IDA Industrial Park, Old Kilmeaden Road, Waterford, IpAavdia

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

DoppokevuTiKd TPOidY Y10 T0 0Toio amatteitan meploplopévn atpikn cvvroyn (PA. [Tapdapmuo I:
[epiinym tov Xapoaktnprotikdv Tov [Ipoidvtog, mapdypapog 4.2).

I AAAOI OPOI KAI ATTAITHZEIX THX AAEIAY. KYKAO®OPIAX
. Ex0¢ce1g meproowkig mapakorovdnong g acoaieiag (PSURS)

Ot amaitioelg yuo TNy vrofoAin tov PSURS yia to ev Ady® @apuokentikd Tpoidv opilovial otov
KaTdAoyo pe Tig nuepounvieg avapopdg g Evoong (katdloyoc EURD) mov topatifetal oty
napdypago 7, tov dpbpov 107y, tng odnyiag 2001/83/EK kat kdbe erakdlovdng emkaiporoinong
OT®MG ONUOGIEVETAL GTIV EVPMTOIKT] SIKTLOKT TOAN Y10, TO QAP LLOKOL.

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

. Yyé010 owayeiprong Kivovvov (ZAK)

O Kdroyog Adstoc Kukhopopiog (KAK) Ba die&aydyet Tic omattodevVEG SpacTnplOTNTES Kot
TAPEUPACELS PAPLOKOETAYPVTVIOTG OGS Tapovcildlovtal 6to cuppovndév XAK mov
napovotdleral otny evotnta 1.8.2 g ddetog KukAo@opiag Kol 0TOIEGONTOTE ETAKOAOVOEG
gykekpipéveg avabempnoelg tov TAK.

"Eva emkaiponompévo XAK Ba npénet va katotedet:
e Metd and aitnpa tov Evponaikod opyovicpod appdkoyv,
e OnotedNmOTE TPOMOMOLEITAL TO GVGTNUA SlayElPLoNG KIvOHVOD, EO1KE MG AmOTEAEGLO ANYNG
VEDOV TANPOPOPIDOV TOL PTOPOVV VO EMPEPOVLY GNUAVTIKT GAAAYT OTN GYECT] 0PEALOVG-KIVOHVOL
N ©¢ amoTEAESUA TG EMITEVLENC EVOG GNUAVTIKOD 0POGTLOV (PAPUOKOETAYPVTVION 1}
EAO(1GTOTOINGT KIVODVO).
Edv n vrropoAn pag PSUR ko n emkaponoinon tov LAK coumintovy, dbvatar va katotedovv
TAVTOYPOVAL.

O KAK 0a dwuocpoiricel 01t 6 k4B KpATOC-HEAOG GTO 0010 KUKAOPOPEL 1] AAYALKOGIOAGT
aAoa, 6ot ot emayyeipatieg vyeiog (EY) mov avapéveral va cuvtayoypapricovy, va dtobdécovy
KOl VoL YOPNYNICOLVY TNV 0AYAVKOG13A0T GAPa O Adfovv To akdAovBo eEKTOIdEVTIKO TOKETO, TO
omoio Oa dtaveun0el pEcw TOV ETOYYEALATIKDV POPEDV:

. [Mokéto TAnpoeopldv yio TV acpdiela yio EY

. Odnyog €yyvong oto omitt yio EY
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To moxéto TAnpogoprav Yo TV ac@drewa (SIP) Yo erayysipaties vyeiag nepriapfdaver to
aKOAovfa KOpLO GTOVYElN:

o  Exmodentikd viko mov wapéyet vootnpién otoug EY yia ) dwayeipion tov akdlovbwv
OVTOLYLOV GYETIKG, e TNV ac@dAein: AvTidpaoelc oyeTilONEVES e TNV Eyyvon
GUUTEPILOUPOAVOUEVOV TOV OVTIOPACENDY VITEPEVOIGHNGIOG KL TOV OVOQUAUKTIKMV
avtdpdoemv, pe N yopic avartuén avticopdtov [gG kot IgE- Avtidpdoeig oyetildueveg pe
TO OlVOCOTOINTIKO GUGTNO KOl AVOGOYOVIKOTITO TOL 001 YOV GE UTMAELD TNG AVTOTOKPLIONG
(Yynhoti dwatnpodpevor Tithot aviicopdtov IgG kau/r £00deTep@TIKG OVTICOUATO):

e XVOTACELS YO OIEVEPYELD EAEYYOV:

Yvviotdton Oeppd 1 GLALOYT| EVOG apyLKOD JELYOTOG 0pOD TTPLY Ald TNV TPOTN £YYXVLOT).

®a Tpénet vo TapaKoAovBovvTAL TOKTIKA Ot TiTAOL avTicoudTemv avocoocpapivig G (IgG)
kot Qo Tpémel va eEeTaleTon TO EVOEXOUEVO OlEVEPYELNG EAEYYOVL Yia avTicmdpota IgG
€vavti Tov pappdkov (ADA) edv o1 acBeveig dev avtamokpivovtal otr Oepaneia.

Ot aoBeveic mov Aappdvovy Bepaneia propovv va vToPANOoVY ce ELEYYO L0 OVOCTOATIKG
AVTIGOUATO €6V REAVICOVV PEI®ON TOV KAVIKOD 0QEAOVE TAPA TN GUVEXLOT TNG
Bepamneiog (e 1o Myozyme.

®a mpénet va e&eTdleTon 10 EVOEYOUEVO SIEVEPYELNG OIVOGOAOYIKOD EAEYYOL GOLPOVA [LE
To, avemBounta cupPavrta, coureptrappovopévov tov eréyyov yia ADA IgG kot
avococaipivng E (IgE), otoug acbeveig mov dtatpéyovv Kivouvo euQAviong aALEPYIKNG
avtidpaonc.

To evdeyoLeEVO SlEVEPYELOG OIVOCOAOYIKOD EAEYYOV COLPOVA LE TO AVETIOOUNTA GVUPAVTOL
0o mpénet emiong va e&etdletan oTovg aiebeveig mov eppavifovy pétpleg/cofapicn
VIOTPOTIALoVoEG aVTIOPAcELG oyeTICopeveG e TV €yyvon (AXE) mov vrodnAidvovy
AVTIOPACELS VITEPELAITON GG, AVAPVAOKTIKES OVTIOPACELS.

o Ilpoktikéc eELéyyov TG vINPeGiog EAEYYOL Kot oTOl ElD EMKOV@VIOG

[eprypapn TV vINPESIDY ELEYYXOV: d100Ea1UOL EAEYYOL, EVOEIE Y10, DLEVEPYELN EAEYYOV,
TOTOG OElyHaTOG, GLUYVOTNTAG JLEVEPYELNG EAEYYOV, XPOVOS GLAAOYNG.

Awdikacio eAéyyov: didypoppo Tov cuvoyilel Ta Kupldtepa frpata yio toug EY mov
{ntovv e€e1dikevpéveg v pecieg EAEYYOV.

O 00176g £yyvong oto omiti Yo EY mepiéyer Tig akodrovbeg faocikég Tinpoopisg ac@drerlag yia
™V vrostpiin Tov EY (cvvtayoypdenon kavi yopiynoen tov Myozyme) 6t dtaysipion
ac0evav ov Aapfdavovv To Myozyme 670 omiti:

Impogopieg yia EY mwov cuvrayoypagovv To Myozyme:

* ATOUTNGELS KOl OpYAVAOGT] TNG £YYVONG OTO OTiTL, GUUTEPIAAUPAVOUEVOL TOV EEOTAGHOD, TNG
npo-Oepaneiog Kol TV BEPUTELDV EKTAKTNG OVAYKNG

* Kpumipua yio tov KaBopiopd g KataAANAOTNTOC Y1 £YYVGT GTO GTiTl

Iinpogopisg Yo EY wov yopnyovv 1o Myozyme:

- lotpicn a&loddynon Tov acBevovg mpv and Tn YopnyNnomn g £yyuong oTo GTiTL

* ATOUTAGELS KOl OPYAVOGT] TNG £YYVONG OTO OTiTL, GUUTEPIAAUPAVOUEVOL TOV EEOTAGLOD, TNG
npo-Oepameing Kol Tov Oepaneldv EKTAKTNG AVAYKNG.

* AENTOUEPEIEG Y10 TNV TPOETOLAGIO KOt TN YOPTYNOT ToL Myozyme GuUTePIAOULBOVOUEV®V
OA®V TOV GTASIWV TAPUCKELNC, OVOGVGTOCNC, OPOIMOTG Ko YOPYNoNG.

* [TAnpogopieg yio onpueio Kol GUUTTOUATO TTOV CLVOLOVTAL LE OVTIOPAGELG TTOL GYETILOVTOL LE
TNV £YYVOT) KoL GUVIGTOUEVESG EVEPYELEG Y10, T SLOYEIPLOT TOV AVETOVUNTOV EVEPYEIDY TOV
eapudkov (AED) 6tav eppaviovtal GLUTTOIATO.

26



00onyoc éyyvong 610 omiti Yo acOeviy/ppovtioTég
O 0dnyo6g acBevoic/epoviiot) TepLELEL TIG aKOAoVOESG Pacikég TANPOPOPIES HOPAUAELNS:

- ITmpoeopiec yo onueio kot cupaT®pROTe TOV GVVOEoVTUL pe AXE Kol GUVIGTOUEVES
gvépyeleg yia T dwyeipton twv AED otav gppavilovtol GOUTTOUT.

- 'Eva Hpepolodyio 'Eyyvong mov pmopet va xpnotponomBel yio tnv Kotoypoer| Tov
gyY\OoE®V KOl TNV KATOYDOPLoN TUYXOV oYeTIOUEVOV LE TO Tpoidv AXE,
GUUTEPTAOUPAVOUEV®Y TOV AVTIOPAGEDY VITEPEVAIGONGIOG OAAEPYIKOD TOTOL TTPLV, KOTH
T S1dpKele 1| PETE TNV €yYLoT).
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ITAPAPTHMA IIT

ENNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. ENIXHMANXH
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

XAPTINO KOYTI

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Myozyme 50 mg, KOVIG Yo TUKVO SLIADLLO Y10, TOPOCKEVT] SLOADUATOG TTPOG £YXLOT
AAylvkooiddaon drea

2. XTYNOEZH IE APAXTIKH(EL) OYIIA(EL)

Ka0e praridio mepiéyet 50 mg adyAvkooiddons aAgal.

Metd Vv avacvoeTtacn, T0 SdAvpa TEPIEXEL S mg adyAvkooiddong aiga/ml Kat, HeTd v apaimon, 1
ouykévipmon Kupaivetat oo 0,5 mg éog 4 mg/ml.

| 3. KATAAOIOX EKAOXQN

"Exdoya:

Mowvvitoan (E421)

A166EIWV0 pwPopkd povoddpkd vatpio (E339)

Dwocpopkd entatidpiko vatpro (E339)

IToAvcopPikd 80 (E433)

Agite T0 OAAO 0OMYIDV YPNONG Y10 TEPIOCOTEPES TATPOPOPIEC.

4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

1 @laAidlo

KOVIG Y10, TUKVO S1GAVLE, Y10 TOPAOKELT SOADUOTOG TPOG EYYLOM.
10 gproAidw

KOVIG Y10, TUKVO SLAAVLLLOL Y10, TOPAGKELT] OLOADLLOTOG TTPOG EYYLON.
25 euoAidw

KOVIG Y10 TUKVO O1GAVLLL Y10 TOPACKELT OLOADILOTOG TPOG EYYLON.

5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

[Na pia povo ypnon
AwBdote To PUAAO 0INYIDY YPNONG TPV AT TN YPNION.
EvdopAéPia yprion

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION IPEIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na puidooetar o€ Béon v omoia dev PAETOLV Kot dev Tpoceyyilovv To TodId.

7. AAAH(EZX) EIAIKH(EX) IPOEIAOMOIHZH(EIZ), EAN EINAI ATAPAITHTH(EX)
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8. HMEPOMHNIA AHEHX

AHEH

Metd Vv apaimon, cuVIGTATOL 1] AUEST) XPTON TOL TPOIOVTOC. Q0T000, £XEl KOTOdEOEl 1 YN KT Kot
QLOIKT GTAOEPOTNTO TOL ETOLLOL Yl XPNoN TPOidVTOG emti 24 dpeg o€ Beppokpacia 2 Emg 8°C, otov
(PUVAACOETAL TPOCTUTEVUEVO OO TO POC.

9. EIAIKEX XYYNOHKEYX OYAAEHX

dvidooete og yoyeio (2°C — 8°C).

10. TAIAITEPEX ITPO®YAAEZEEIX I'TA THN AIIOPPIYH TQN MH
XPHZIMOIIOIHOENTOQN ®APMAKEYTIKQN ITPOIONTON ‘H TQN
YIHHOAEIMMATQN IIOY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

Toyov un xpNOOTOMUEVO TPOTOV Ba TPETEL VO OTOPPITTETAL.

11. ONOMA KAI AIEYOYNXH TOY KATOXOY THX AAEIAY KYKAO®OPIAX

Sanofi B.V.
Paasheuvelweg 25
1105 BP Amsterdam
OALavoio

12. APIOMOX(OI) AAEJIAY KYKAO®OPIAX

EU/1/06/333/001
EU/1/06/333/002
EU/1/06/333/003

13. APIOMOZX ITAPTIAAX

optida

14. TENIKH KATATAZH I'lA TH ATAGEXH

DoppoxevTikd TPOIOV Yo TO 0molo amatTeEiTal WTPIKY GLVTOYT.

| 15.  OAHIIEX XPHEHE

| 16. IAHPO®OPIEX XE BRAILLE

H aitioAdynon yio va unv mtepiainedei n ypoen Braille ivatl amodektn
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17. MONAAIKOX ANATNQPIZTIKOX KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAZX (2D)

A160186T0TOC YPAUUOTOS KDOKAS (2D) Tov pépel Tov TEPIANEOEVTA LOVAOIKO aVayVEOPLGTIKO KMOIKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO

PC:
SN:
NN:
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EAAXIXTEX ENAEIZEIX I1IOY IIPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
YXTOIXEIQAEIX XYXKEYAXIEX

ETIKETA ®IAAIAIOY

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX(OI) XOPHTHIHZ

Myozyme 50 mg, KOVIC Y10 TUKVO SIAALLLO Y10, TOPACKELT] OLOADLOTOG TPOG £YYLON
AlyAvKoG1340T GAPa,
EvdopAéfia yprion HETd amd avocVOTACT Kol 0p0imon

| 2. TPOIIOX XOPHI'HXHX

APacte T0 POALO 0INYIOV TPV OO TN XPTOT).

| 3. HMEPOMHNIA AHEHX

AHEH

4. APIOMOX [TAPTIAAX

Hoprioa

5. IHEPIEXOMENO KATA BAPOX, KAT’ OI'KO'H KATA MONAAA

50 mg

6. AAAA YTOIXETA

dvAdooete og yoyeio (2°C — 8°C).
Sanofi B.V. - NL
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B. DYAAO OAHI'TQN XPHXHX
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®VvAiro ooV ypiong: IIAnpogopiss yro Tov yprjotn

Myozyme 50 mg, KOViS Y10, TUKVO SLGADNO. Y10, TO.PUGKEVT] OLOADNOTOS TTPOG £Y(VOT
AlyAvKOoG1d40T GAPA

AP AOTE TPOGEKTIKG OAOKANPO TO QVAAO 0ONYLOV PGS TPLY UPYIGETE VU YPNGLUOTOLEITE AVTO

TO PAPRAKO, OLOTL TEPLAAPUPAVEL CNUAVTIKES TANPOPOPIES Y10, GG,

- DduidEte avTd TO PUALO 0dNYIDV XpNong. Towg ypelaotel va to duPfdcete Eavda.

- Edv éxete meportépm amopieg, p@TAGTE TOV YUTPO, TOV PAPLOKOTOLO 1) TOV VOGOKOLO GOLC.

- Edv mapatnpnioete Kamola avemtBountn evépyeia, EVILEPMGTE TOV YIOTPO, TOV PUPUAKOTOL0, 1
TOV VOGOKOUO G0G. AVTO 16Y0eL Kot yio, KO mhovi avemBOUnNTN eVEPYELX TOV OV UVAPEPETAL
GTO TTOPOV PUALO 0dNYIOV Ypomg. BAéme mopdypapo 4.

T egpréyel 1o Tapov UALO 0ONYLOV:

Tt etvan to Myozyme ko mowa givat 1 ypnom tov

T pémer va yvopilete mpv cag yopnynbel to Myozyme
ITdg yopnyeitan 1o Myozyme

[Mbavég avemBounteg evépyeteg

ITog va purdccete 1o Myozyme

ITepiexdpeva e cuokevaciag Kot Aouég TANpopopieg

AR ol e

1. T eivon T0 Myozyme Kot o eivor i xprjon Tov

To Myozyme yprnoionoteitan yo tn Oepaneio evnAikov, Todidv kot eprfov OAOV ToV NAKIOV e
emBeParopévn didyvoon g voésov tov Pompe.

Ot acbeveig pe voco tov Pompe €yovv younid enineda evog evidpov mov ovoudletot
arpa-yiokooddon. To éviupo avtd fondd o codpa va eléyyet Ta enineda Tov YALKOYOVOL (£vag
TOmog voaTavOpaka). To yYAvkoyovo mapéyel 6To GO VEPYELN, OAAG 6TN VOGO Tov Pompe ta
enineda yYAvkoydvov pumopel va givat ToAD avénpéva.

To Myozyme mepiéyet Eva texvnto €viupo mov ovoudletotl aAyAvkootddon dA@a— avtd pmopel va
VIOKOTAGTNOEL TO PLGIKO £vOLO TO omoio Agimetl ot voco Tov Pompe.

2. Tvpémer va yvopilete npv cog yopnyndei o Myozyme

Mnyv ypnoipomoreite To Myozyme:

e MEPIMTMOOT TOL £YETE TAPOVOIACEL AMEMNTIKES Y10l TN 0N aAAEPYIKES aVTIOPACELS
(vmepevarcOnoiog) oy aAyAvkociddon GAQa 1 G€ OTOL0ONTOTE AAAO OO TO, GLGTOTIKG AVTOD TOL
QOPUAKOV (OVAPEPOVTOL OTNV TAPAYPOPO 6) KOL 1 EK VEOL YOPTYNON TOL PAPUAKOV dEV NTOV
emtoyNs. To COUTTONOTA TOV OTEIANTIKOV Y10 TN {01 dAAEPYIKOV avTIOPACE®Y TEPIAAUPAVOLV,
0ALG dev mepropilovtal o€ OVTE, YUUNAT 0PTNPLOKN TTieaT, TOAD YPpNYopo Kapdiakd puoud, SuckoAio
GTNV AVOTTVOT, EUETO, 01OML 0TO TPOCWOTO, KVvidmon 1 e&avOnua.

IIpog1d0mTou|6ELS KO TPOPVAGEELS

Edv akoAovBeite Oepancio pe Myozyme, mibavov vo, eeoviceTe o avtidpact Tov oyetileTol pe v
&yyvon kabdg cog yopnyeital To PAPHOKO 1 KATH TIG dPeS PETA TNV £yyvon. Mia Té€Totn avTidpaon
TEPIAAUPAVEL SLAPOPO GVUTTMOUOTO, OTWS YOUNAT apTNPLK TTieon, Bmpakikr Svspopia, GLCELYKTIKO
aicOnpa Aopov, TpREo TOV TPOCHTOV, TOV XEMMV 1| TS YA®GG0C (ayyelooionua), kvidmon, Cain,
e&avonuo, kvnopdc tov dEpRaToc, vavTtia, EUETOG, Prixag Kot Bpoyoctaciog (PAETe mapdypapo 4 yio
pa eTokonnon OAOV TV avtidpdoeny Tov oyetilovtal pe v £yyvon). Mia avtidpacr mov
oyetileTon pe v £yyvom oplopéveg Popég wmopel va eivar Told coPapny. Edv eupavicete pia tétowa
avtidpaon, 0o Tpémer va eviiuepOGETE APESMGS TOV 1WTPO 60g. O 10Tpdg cog ThavoV va ypelaoTel va
o0G YOpMYNoEL TPo-Oepameio e PApLAKO Yio TNV TPOANYN OAAEPYIKNG avTidpaong (TT.y.
OVTUGTOUIVIKA KON KOPTIKOGTEPOELON) 1 Y10, TNV OVOKODPIGT] TOV TUPETOV (AVTIUTVPETIKA).

35



e PEAETEG, O1 YIOTPOL YPTCILOTOINCAV PAPLOKO Y10, VO KOATAGTEIAOVY TO 0lVOGOTONTIKO GUGTN L
wote va pewwbei n mapaywyn aviicopdtov. Exeidn ndoyete and t voco Pompe, vrdpyet kivovuvog va
eppaviotel cofapn Aoiuwén tov aepaymymv 1| Tov Tvevudvov cag. H ypfion avtdv tov gopuakoy
Y10l TV KOTOGTOAN TOL 0VOGOTOTIKOD GUGTHIOTOG EVOEXETAL VO, AVENGEL TEPALTEPD OVTO TOV
Kivovvo.

Ed&v mapovoidoete cofapés eAkmtikég PAAPES TOL dEpUATOC, EVNIUEPDOTE TOV 10TPO caG. Edv
TOPOVOIAGETE OIONO TOV KAT® AKPOV 1] YEVIKELUEVO 01ON U0, EVIUEPDOTE TOV 10TPd cac. O 1tpdg
o0G TPEMEL VoL EEETAGEL TO EVOEYOUEVO O10KOTNG TOL Myozyme kol Evopéng KaTdAANANG LTPIKNG
Oepamneiog. O 10TpOG 0OG TPEMEL VOL EKTIUNCEL TOVS KIVODVOLE KOl TOL OPEAT] ATTO TNV ETOVOYOPTYNION
Tov Myozyme.

Aldro péppoka ko Myozyme
Evnuepdote tov yiatpd 1 Tov @opUOKOTOd GOg €6V PNOULOTOLEITE, £XETE TPOGPOTO, YPT|CLLOTOMGEL
N UTopel Vo Yp1CILOTOMGETE AAAD QAPLLOKA.

Kdnon kot Onraocpés ko yovipdtnto

Yrapyel mepropiopévn epmeipio omd tn ypnomn tov Myozyme ce eykvove. Agv Tpénet vo
YPNOLoTolEiTe T0 Myozyme Katd T S1dpKeLd TNG KUNONG, EKTOG €AV ElVaL ATOAVTMS ATAPAITNTO.
Evnuepmote 10 yatpd cog edv Onhdlete. Yrapyel meplopiopévn eumelpio Tov vrodnAdvel 6Tl T0
Myozyme mepvd 610 avOpOTIVO UNTPIKd YOAN G TOAD LKPEC TOGOTNTEG. AV AVAUEVOVTOL
EMNTMOGELG 6T0 Ppépog mov InAdlel. Emopévog, o Oniaouodg katd ) ddpketa g Oepaneiog pmopei
va e€etaotel. Q0T1000, UTOPEiTE VO GLINTAOCETE L€ TO Y1ATPO oag eV Ba S10KOWETE TOV ONAAGLO ©G
TPOANTITIKO LETPO Y1 TIC TPMTEG 24 dpeG Uetd omd kabe d6on Myozyme. Edv gicle £ykvog 1
Onralete, vopilete 6T umopel va eicbe £yxvog 1 oyedialete va amokTnoeTe madi, {nTtnote
GLUPOVAT TOL Y1OTPOV 1] TOV POPHOKOTOIOD GAG TPOTOV TAPETE AVTO TO PAPLLOKO.

001ynon Ko YEPIGUOS POV RATOV

Noa elote TpoocekTikoi OTAV 0dNYEiTE 1| OTAV YPNCYLOTOLEITE EPYUAELDR 1) UNYAVILOTO ALY LETE TNV
£€yyvon Tov Myozyme, Ka0nh¢ propel va vidoete (AAT, VTVNALL, TPELOVAO KA/ YOUNAT 0pTNPLOKN
mieon.

To Myozyme mepiéyet vaTpro
Av16 10 QapuaKo TEPLEYXEL MydTEpO ard 1 mmol vatpiov (23 mg) ava @idAn, OnA. sivar 6Ty ovcia
«ehevbepo vatpiovm.

3. og yopnyeitar To Myozyme

To Myozyme 0a cog yopnynei vrd v enifreyn wtpov, o onoiog £xel eumeipio otn Bepomeio Tng
vésov tov Pompe.

H d60om mov Aappdvete Baciletar oto copatikd oag Bapoc. H cuviotmdpevn docoroyio Tov Myozyme
glval 20 mg avd kg copatikod Bdpovs. Oa cog yopnysitat pia eopd kdbe 2 efdopdoss.

"Eyyvon 610 omitt

O ywTpodg oag umopel va Bempnoet Tt propeite va kdvete €yyvorn tov Myozyme 6To 6miTL €0V givat
aoQuAEC Kot BoAkd va, To kdvete. EGv eppavicete omoleadnmote avemOOUNTeC EVEPYELEG KATA TN
dudpkela piag Eyyvong Myozyme, To GTOUO TNG OMASOG TOV GOG XOPNYEL TNV £YYVOT OTO GTTL
EVOEYETOL VO GTAUOTNOEL TNV £YXLOT KOl Vo EEKIVIOEL TNV KATAAANAN 10Tpiky| Oepameia.

Xpnon og Todd ko epnpoug
H ocvvietdpevn docoroyia tov Myozyme ce Taudid Kot €proug givar idwa pe tov evniikov.

Odnyies smoTiig ypnong

To Myozyme yopnyeitar péow evetdiaéng uéoa otn eAERa (voopréPia Eyyvon). [apéyetor g kovig
1 omoia Ba avapeydel pe amooTeEPOUEVO VWP TPV Vo, xopnynoei.

36



Eav cog yopnyn0ei peyorvtepn 66on Myozyme amd TV KOVOviKY

Edv cag yopnynbei Myozyme cg vyniotepn 66om 1 pubud £yyvons omd T GLUVIGTMUEVT, LTOPEL Vol
eppavicete avtidpacelg mov oyetiCovtar pe v £yyvon. Mo tétola avtidpacn umopel va
TEPLOUPAVEL GUUTTAOUOTO OTTOC:

. 70 déppa Ko To xeidn yivovton pmie Ady® EAAEWYTG 0ELYOVOL GTOVG IGTOVS TOV GMUATOC,
av&NpéEvog Kapdlakog puopdc, aictnua ToAumy
. dvoKoAia oty avamvor, Pryoc

. CaAn, TOVOKEPUAOG, dLOTAPUYT TNG YEVONG
. VYNAN 0pTNPLOKY Tieon, Eawelg

. TPNEO TG YADOOOS, EUETOG, O1appota, aicOnua adiabdeciog (vavtia)

. ovog 610 atNBog, Sucpopia oto othbog, cEiEYo 6To Aod, TVPETAC, piyn, aicOnua Yiyovg,
gpuBpdTNTO 5TO oMUEio TNG £YYVONG

. LiKoG TOVOC

. KOKKIVIGLO, TOV dEPUATOG

Edv epgavicete pia avtidpaon 6nwg avtn, Bo Tpénet vo evnuepdoete oUEcws To Yotpo oag (BA.
napdypaeo 2). O puludg g Eyyvong Ba peiwbdei 1 n €yyvon Ba drakomel kot ovaloya pe tnv
nepintwon, pnopei va AdPete o dtopbmtikn Bepaneio.

Edv Eeydoete va ypnopomonicere To Myozyme
Edv moapoieiyate po éyyoon, Topakaieiche vo evuepOCETE TOV Y1ATPO GO,

Edv éxete mep1ocdtepeg EpMTNCELG GYETIKE LLE T YPTOT QVTOV TOV PUPUAKOV, POTHGTE TOV YIATPO,
TOV PUPHOKOTOLO 1] TOV VOGOKOLO GG,

4. IMBavég avemBOUNTES EVEPYELEG

Onwg 6Aa To PAPUOKO, £TCL KOL 0VTO TO PAPLOKO UTOPEL VOl TPOKAAEGEL AVETIOOUNTEG EVEPYELES, OV
Kot 6gv TOPOVGLALoVTaL GE OAOVE TOVG AvOPMITOVC.

Ot avemBOUNTEG EVEPYELEG ELPAVIOTIKOY KVUPIMG KATA TN OEPKELD TG YOPTYNONG TOL PUPUAKOD 1|
GUVTOUO, PETE amd avTn («avemBounteg evépyeleg mov oyetiCovtar e v £yyvon»). Mepucéc ond
OVTEG TIG avemOOUNTEC EVEPYELEC TTOV GYeTIlOoVTaL LE TNV £YXLON NTAV GOPOUPEC 1| ATEIANTIKEC Y10, TN
Con. AvTdpdaoelg anetintikég Yo tn {on, cupmepAapuPavouévey moAd cofapmy YEVIKEVUEVOVY Kol
OVOQUAOKTIKNG KATOTANEIOG OALEPYIKDV OVTIOPAGE®VY, avapEPONKAY GE KATOL0VE acbeveis. XTa
CUUTTOLOTO QUTAOV TOV AVTIOPAGE®V TEPIAAUPAVOVTOL YOUNAT OPTNPLOKT TEGT, TTOAD YP1YOPOG
KopdLOKOG pLOUOG, SUGKOAID GTNV AVOTVON, EPETOG, OIONUA GTO TPOGMTO, GTA YEIAN 1} OTN YADGGO,
kvidwon 1 eEavinpua. Opiopévol acbeveig Exovv Pidoet avemBounteg evépyeleg mov oyetilovtal 1e
TNV €YYVON LE TN HLOPPT CLUTTOUAT®Y oL HOldlovV e Ypimn Tov S PKNCAV AlYEG NUEPEG LETA TNV
0AOKAN p®GT TNG £YYLOTC.

Edv epoavicete pio tétota avtidpaon, mapokaieicOs va evipepacete apécmgs To yroTpo cag. O
TPOC G0¢ TOAVAOV VO, XPELCTEL VO GG YOpNYNOEL TPO-Oepameia e pApLoKa Yo TV TPOANYN
OAAEPYIKNG avTIOpaoNC (T.). AVTUSTOUIVIKG KO/ KOPTIKOGTEPOELDN) 1} VIO TNV AVOKOV(LGT) TOV
TUPETOV (OVTUTLPETIKA).

oAb ovyvéc: pumopei va Tapovoaotovy 6€ nePLecdTepo amd 1 otovg 10 avlpomovg
Kvidmwon

E&avOnua

AvEnuévn kapdlokn cuyxvoTHTA

EpvBpiaon (oto pdcmmo)

MMopetog 1 avénuévn Beppokpacio GOUTOC

Briag

AvEnuévog puudc avamvong

"Epetog

XounAo eninedo o&uydvov 1o aipa
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Yoyvég: pmopel vo Tapovolastovy o€ £m¢ Kot 1 otovg 10 avBpaomovg

QypodmTa

AvEnuévn 1 vymAn applokn wieon

Mg ypoUATICUOS TOV OEPUOATOG

Piyn

Tapoyn

Tpodpog

Kepararyio

AicOnon voypuov

[Tovog M Tomtikn| avtidpaor 6to onpeio g eVeTaraéng
Zé&An

Evepebiotomra

Kvnouog tov dépuatog

lootpooicopaykn dtatapoyr yopig Taomn yio ELETO
Oidnua 610 TPOS®TO, 0ldNUA 6TO Aaid 1 GoPapd cuVOVAGUEVO 0idN I 6TO TPOGMTO, TO AU
KoL TN YA®ooo AOYm coPapng aAAEPYIKNG avTidpaong
Oidnua otovg Ppayioves Kot Ta KATW dKpa.

Noavrtio

Avopopia 6to 6T00g

AicOnpa otévoong otov Aaipd

Aldppota

Koénwon

Mvuadyio

Mvocnacpot

YoPopég EAKOTIKEG dEPUATIKEG PAGPEC

EpvBpotnta tov déppatog

Mn yvootéc: 1 ovvoTTa 08V umopel va ekTiun0si pe faon to orebécipa dgdopéva

Oidnua yop® amod o puatio

AcHua

Mn @LGLOA0YIKOVE XOVG KOTA TNV AVOTVOT], GUUTEPIALUPAVOUEVOD EVOG GUPLETIKOD 1)YOV
AvckoAia oty avamvor| (CUUTEPIAUUPOVOUEVOD A0 OVIAGUATOS)

Kpba axpa (7.y. yépra, T6da)

Mewopévn 1 yoUnAn aptnplokn mieon

2TéVOoT TOV ALOQOp®V ayYeimv Tov TpoKaAel Leimon TG poNg TOv aipaTog

HaVviki] GVGTOAN TV PBpdyy®v 1 omoia eumodilel TOV a€pa TOV EIGEPYETAL GTOVG TVEDLLOVES KOl
e&épyeton amd avtovg (BpoyydcTaGHOG)

AicOnon Beppomrog

AicOnua yiyoug

AicOnpa yevikng adwabesiog (adiabeoia)

AicOnua advvapiog

Yrvnia

AuroBopio

AicOnua kovcov

AvEnpévn epidopwon

AokpOppota

KnAideg ot0 déppa

Avnovyia

Zoprypog

Epebiopodg tov Aaipon

"EAAetyn 0&uydvou 6Toug 16To0C TOV CAOTOG

Meiwpévn Kapdlokn cuyvotnTa

Koapdiokn avakomn

Ioyvpog Kapdlakodg TAAUOG TOV LITOPEL VoL Eivat YpYopog 1 akavovicoTog (aicOnua Taludy)
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[Tovog 6to otnBog (0L otV KaPdLY)

dreypovn g pepPpavng mov kaAvTeL T0 foABO TOL UaTIOV Kot TO PAEQAPO

Kothmaxd dAyog

Avoreyia

AvokolMa oty Katdmoon

ApOpadyia

[Ipocwpivi avacstoAn 1 EaeViKN TodoN TNG AVATVOTG

Anwielo TpoTEIVING 6TO 0VpaL

Ne@pwoikd chvopoo: 0idNUE TOV KATO GKP®V, YEVIKEDUEVO 0IONU0, KOl ATOAELD TPOTEIVIG GTO
ovpa

Oidnua kot Téyvvor Tov SEPUATOG 6TO GNUEID TNG EYYVONG O TEPITTMON SLOPPONG TOV TPOIOVTOG
EKTOG TOV AHOPOPOV ayyeimv

EpvBpotnrta otic maldpeg

[Toapodikdc SLveYPOUUTIGIOC TOVL dEPLLATOG

EpvBpoétta oto onpeio g £yyvong

Kvidwon (e&avOnua) oto onueio g Eyyvong

Kvnoudc oto onueio g €yyvong

dAOKTOVOL

Ava@opd avemOounToV evepyELOV

Edv mapatnpnoete kKamowo avemBOUNTN VEPYELD, EVIUEPDOTE TOV YIATPO, TOV PAPUAKOTOLO 1) TOV
VOGOKOWO 6ag. AVTO 1oyVeL Yio kdOe mhavr avemBountn evépyela mov dev avaQEPETAL GTO TAPOV
@OALO 0ONYIDV Ypriong. Mrmopeite emiong va avapépete avemBounteg evépyeleg amevbeiog, LES® TOV
€Bvikod cuoTtnuaTog avaeopds Tov avaypaeetal oto Hapdptnua VE Méom g avapopdg
AVETIOOUNTOV EVEPYEIDV UTopeite va fonBnoeTe 0T GLALOYT TEPICCOTEP®V TANPOPOPLDY GYETIKA LE
TNV 0GPAAELD TOV TOPOVTOG POPLLEKOV.

5. I®g va guraccete To Myozyme

To edppako avtd TPEMEL Vo pUAACOETAL GE PUEPT TTOL OgV TO PAETOVV Kot dev TO POAVOLV Ta A1
Na pn ypnoyLonoteite 0vtd T0 PAPHOKO UETE TNV NUepoUNVia ANENG TOV AVaPEPETAL GTNV
emonpavon petd tn « AHEH». H nuepounvia AqEng eivar n tedevtaio nuépa Tov punva mov
ovVopEPETAL EKEL.

dvAdooete og yoyeio (2°C — 8°C).

Metd TV apaimon, GLUVIGTATOL 1) GUEST] YPTON TOL TPOIOVTOG. Q20TOGO, EYEl KaTudel el 1 yMUIKN Kot
QLOIKT 6TOOEPOTNTO TOL ETOLLOL Yl XPNoN TPOioVTOG emti 24 dpeg o€ Beppokpacia 2 Emg 8°C, otov
(UVAACOETAL TPOCTUTEVUEVO OO TO POC.

Mnyv metdte PapUOKO 6TO VEPD NG OTOYETEVONG 1| 6T oKOLTida. Pothote Tov papuakorold cag yia
TO TMOG VoL TETAEETE TA PAPLLOKO TOV OgV ypnoipomoteite mo. Avtd Ta pétpa Ba fondrcovv otnv
TPOoTAGia ToV TEPPAALOVTOC,.

6. Iepreyopeva TS GLOKEVLAGIOG KOl LOITTES TTANPOPOPIES

T egpréyer o Myozyme

- H dpaotikn ovcia etvar n alyAvkooiddon aiepa. Kédbe proridio mepiéyel 50 mg aiyAvkoosiddong
dAea. Metd v avachoTooT, To SIGAVUN TEPLEYEL 5 Mg aAYAVKOGIdoN G AAQa ava ml kat, PeTd TNV
apoimon, N CLYKEVTP®GOT KupaiveTal amo 0,5 mg émg 4 mg/ml.

- To GAAo cvotoTikG eivon
- Maovvitoan (E421),
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- Oe0&IVo PO POPIKO Hovoddpkd vatpio (E339)
- P®SPoPLKo entaddpikod vatpio (E339)
- moAvcopPuco 80 (E433).

Epg@évion tov Myozyme Kol TEPIEYONEVA TG CVOKEVOGING

To Myozyme givat pior oKOvn Y10, TokvO SIALLLO Y10 TOPAGKELT SIHADLITOG TTPOG EYYVOT GE PLOAISL0
(50 mg/paAido). Kabe cvokevacia mepiéyet 1, 10 1§ 25 @radidio. Mropei va unv KoKAOQPOPOLY OAEG
01 GLGKEVOGIES.

H oxdvn givar Aevkn €og voAevkn. Metd v avacvotaot gival £va S1ahvpa S1onYEg, dp®UO 1 UE
OVOIKTO KiTPIvO ¥pdLa, To omoio mhavov va mepiéyel copatiow. To avacvotadév didlvpa Bo tpémet
va apoiwbei Tepartépo.

Karoyog Adgrog Kvkhogopiag ko Iopaockevaotiig

Kdroyog Adsrog Kvkhopopiog
Sanofi B.V., Paasheuvelweg 25, 1105 BP Amsterdam, OAAavdia

IMopackevaotg
Genzyme Ireland Limited, IDA Industrial Park, Old Kilmeaden Road, Waterford, IpAavdia

Mo omoladnmote TANPOPOPic. GYETIKE [LE TO TAPOV PAPUAKEVTIKO TPOTOV, Tapakareiche va
oamevBvuvVOEiTE GTOV TOTIKO AVTITPOGMTO TOL KATOYOL TNG AOELNG KUKAOPOPING:

Belgié/Belgique/Belgien/ Magyarorszag
Luxembourg/Luxemburg SANOFI-AVENTIS Zrt.
Sanofi Belgium Tel: +36 1 505 0050
Tél/Tel: +32 2 710 54 00

Bbbarapus Malta

Swixx Biopharma EOOD Sanofi S.r.1.

Ten.: +359 (0)2 4942 480 Tel: +39 02 39394275
Ceska republika Nederland

Sanofi s.r.o. Sanofi B.V.

Tel: +420 233086 111 Tel: +31 20 245 4000
Danmark Norge

Sanofi A/S sanofi-aventis Norge AS
TIf: +45 4516 70 00 TIf: +47 67 10 71 00
Deutschland Osterreich
Sanofi-Aventis Deutschland GmbH sanofi-aventis GmbH
Tel.: 0800 04 36 996 Tel: +43 180 185-0

Tel. aus dem Ausland: +49 69 305

Eesti Polska

Swixx Biopharma OU Sanofi Sp. z 0.0.

Tel: +372 640 10 30 Tel.: +48 22 280 00 00

EAirGoo Portugal

Sanofi-Aventis Movonpdécwnn AEBE Sanofi — Produtos Farmacéuticos, Lda.
TnA: +30 210 900 1600 Tel: +351 21 35 89 400

Espaiia Romaénia

sanofi-aventis, S.A. Sanofi Romania SRL
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Tel: +34 93 485 94 00

France
Sanofi Winthrop Industrie
Tél: 0 800 222 555

Appel depuis 1’étranger: +33 1 57 63 23 23

Hrvatska
Swixx Biopharma d.o.o.
Tel: +385 1 2078 500

Ireland
sanofi-aventis Ireland Ltd. T/A SANOFI
Tel: +353 (0) 1 403 56 00

Island
Vistor hf.
Simi: +354 535 7000

Italia
Sanofi S.r.1.
Tel: 800536389

Latvija
Swixx Biopharma SIA
Tel: +371 6 616 47 50

Kvnpog
C.A. Papaellinas Ltd.
TnA: +357 22 741741

Lietuva
Swixx Biopharma UAB
Tel: +370 5 236 91 40

Tel: +40 (0) 21 317 31 36

Slovenija
Swixx Biopharma d.o.o.
Tel: +386 1 235 51 00

Slovenska republika
Swixx Biopharma s.r.o.
Tel: +421 2 208 33 600

Suomi/Finland
Sanofi Oy
Puh/Tel: + 358 201 200 300

Sverige
Sanofi AB
Tel: +46 (0)8 634 50 00

United Kingdom (Northern Ireland)
sanofi-aventis Ireland Ltd. T/A SANOFI
Tel: +44 (0) 800 035 2525

To mwapov UALo 0dNTIOV Yprions avaBewpnOnke Yo TELEVTAIO POPE GTIS .

Aentopepeic mAnpoopieg yio 1o QAppaKo avtd gival S1abéoipeg 6To dIKTLAKO TOTTO ToV Evpomaikod

Opyoaviopov Gapudkwv: http:// www.ema.europa.eu. Y wipyovv eniong cOVOEGUOL PE GAAES
16TOGEAIDEG TOL OPOPOVV oTAvieg achéveleg kot Oepamneies.

<

Ot minpoopieg wov akoAovBolv amevBivovtal HOVO GE ETOYYEANATIEG VYELOG:

Odonyieg ypfong — avacv6TOo), UPUi®oN Kol yopiynon

To Myozyme mpénet va avacvotadel [e EVESILO VOmP, OTN GUVEKELR Vo, apalBel pe dtdAvpLa
yhoprovyov vatpiov cuykévipmong 9 mg/ml (0,9%) ya £yyvon kon Emerra va xopnynoel pécw
evooAEPLag éyyvong. H avaciotaon kot 1 apaioon 0o tpénet va mpaypatoronfody cOuemve ue
TOVG KOVOVEG 0pONG TPUKTIKNG, EWOIKOTEPO OGOVG QLPOPOVV TNV Ao Yia.

E&attiog ¢ mpoTeiviknig puong tov mpoidvtog, Tifavov va oynuUaticTody couotiol 6Tto

avaoLOTOOEY SAAL O KOl GTOVS TEAMKOVS GaKOVS £yyvong. Emouévac, yia tn yopnynon 0o tpémet va
ypnowonroindet o oepd Eva GIATPO YOUNANG TPOTEIVIKNG décpgvong, Tov 0,2 pikpopétpov. Eyet
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deryOel 6TL M ypnoM evOg PidTpo TV 0,2 KPOUETP®V GE GEIPA APALPEL TO, OPATE COUOTIOW YOPIg VA
TPOKOAEL ELPAVT ATOAELN TPOTEIVIG ] OPOCTIKOTITOG.

[Ipocdiopiote Tov ap1Bud TV elraAdiov Tov Ba avacvotabobdv, pue Baon o S0coA0YIKO oyfLo KaOE
acBevoug, (mg/kg) Kot apalpéoTe To AmatToVUEVE PLOAISIH ard TO YLYELD, DOTE VO PTAGOLV GE
Bepuokpacio dopatiov (nepinov 30 Aentd). Kabe praridio Myozyme npoopiletor yia pio povo
xpfion.

XpnowonomeTE GoNTTN TEYVIKN

* Avoovotaon

H avacvotaon kdbe praridiov tov S0 mg Myozyme yivetar pe 10,3 ml evéoipuov 0dat0g Yio £yy0CELS,
Ue xpnomn cvpryyag Tov dwnbétel Pedova dapétpov £mg 20 gauge. [lpochéate to evécio VOwWP
oTAYONV, Ue apyd puouod, 6T TOLYOUATE TOV PLoAdiov Kot Oyt angvbeiog ETGV® GTNY TAGTO TOL
Avopriomonpévov vAkov. I'eipete kot otpéyte amold kdbe Proridio. Mnv avactpépete, unv
avadevete kot unv avokwveite {onpd to eloridlo. To avacvotadév diaivua £xet oyko 10,5 ml kot
nepiéyel S mg evidopov/ml. To didhvpa gival Sapaveig, dypopo £mg ovolkTo Kitpvo, Kot Thavov va
TEPLEYEL COUATION [1E TN LOPPT AETTOV, AEVKMV VNUATOV 1} dlopavav vav. Embewnpnote apéomng ta
ovaoLoTOOEVTO QLOAISLOL Y10 TUYOV COUOTIONKO VAIKO Kot amoyxpouoticnd. Edv, uetd tov dueco
éleyyo, mapatnpnoete EEVO GOUATIOW, OLPOPETIKG OO QLT TOV TEPTYPAPNKAY TAPOUTAV®, 1| EAV TO
dtdlvpa €xel amoyp®UOTIOTEL, Unv To ypnoponomoete. To pH tov avacvotadévtog dtaddpatog eival
nepimov 6,2.

Metd TV avacOOTAGT, GLUVIGTATOL VO, 0PUIOGETE AUECHS TO PLaAide (BAETE TopakdT®).

* Apaioon

Otav avacvotabel OTmMG TEPIYPAPTKE TAPATAV®, TO AVAGVOTAOEV OLAAVLLA GTO PLOAISIO TEPLEYEL

5 mg alyAvkooiddong aipa ava ml. O avacvotabeic 0ykog enttpénetl tnv akpipr Aqyn 10,0 ml (ta
omoia 1wodvvapovv og 50 mg) amod kdbe eloAido. H mocdta avtr| Oa mpénel va apaiwbei mepattépm
®g €ENG: Apaipéote apyd to avacvotabéy didavpa and kdbe elaiidio uéypig 6tov AdPete v
KOATAAANAN 8001, avaloya e TOV acBevT, [LE ¥pNoN cVPLYYOC TOL dlabETEL BEAOVA SAUETPOV EMG

20 gauge. H cuvictdpevn TEAIKT CUYKEVIP®GOT TG OAYAVKOOIOA0NG 6TOVG GAKOVE £YXVOTG
kopaiverar ond 0,5 mg/ml éog 4 mg/ml. Aparpécte Tov 6yKko Tov aépa amd To odiko £yyvong. Emiong,
aQapéote Evav GyKo dtodvpatog yhoprovyov vatpiov 9 mg/ml (0,9%) yia yyvon ico mpog tov dyko
ToV avacvotadévtog Myozyme and 1o omoio mpdkettar vo, avtikotaotadei. Eyydote apyd to
avacvotabév Myozyme amgvbeiog péca 610 didAvpa YAmplovyov voatpiov 9 mg/ml (0,9%) yuo
&yyvor. AvactpEyTe 1 LOAGETE AN TO GAKO £YYVONG TPOKEWEVOD VO AVOUEIEETE TO APALOUEVO
dtlopa. Mnv avaxveite {onpa Kot unv avadedete LIEPPOAIKA TO GAKO £YYLOTNG.

To tehkd ddhvpa €yyvong Ba mpémet va xopnynbel 660 o duvatdv To GOVIOU LETA TNV TOPACKELT
TOV.

Kd&0e mpoiov mov dev €xet ypnoponomBel 1] vIOAEULO TPETEL VO AmOPPLPOEl COUPOVO LLE TIG KOTA
TOMOVG 10YVOVGEC GYETIKES SlaTdEELS.

* Xopfiymen

SVVIGTATOL VO, APYIGETE TN XOPTYNOT TOV OPALOUEVOL SLHAVIATOS EVTOS SIOCTHUATOS TPLOY opmdv. O
GLVOMKOG ypOvog HeTa&D TG AvacDoTOOTG KOl TG OAOKANpmGNg Tng £yyvong oev Ba mpénet va
Eemepva T1g 24 dpec.

To cuvietduevo docoroyikd oynua tov Myozyme givar 20 mg/kg copatikov Bapovs, yopnyovUEVO
pio eopd kabe 2 efdopddes, pe evooeAEPia £yyvon.

O gyyvoeig Oo Tpémel vo yopnyobvtar Pabuiaio. Zovietdral ) £yyvon vo, EEKIVAGEL 1 apytkod puoud
1 mg/kg/dpa kot va avéavetal otadiaxd kot 2 mg/kg/mpa kdbe 30 AemTd, EPOGOV SEV EUPAVIGTOVY
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onpeio avtidpaong oxetilopevng pe v £yyvon (AXE), émg 0tov enttevybei péyiotog puBudc £yyvong
ioog pe 7 mg/kg/opo.
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