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Mo tnv mapovoa opAla £xw AdBetL TNtk apopn ano tnv Chiesi Hellas AEBE



Noooc Fabry (FD)

H vooocg Fabry eivat éva eéeAiktikd X-puAoouvdeto AUGOGWHLKO OLlOPOLGTLKO VOGN LA, TO OTOLO:

= opeiletal oe petaAAaéeLc oto yovidio tng a-yaAaktooldaong (GLA) touv odnyouv oe
OLVETTAPKELOL 1] aTtouoiot TOU AUGOGWHLKOU ev{Upou a-yaAaktooldaon A (a-GAL A)

= 00nyel otn ovocowpevon YAukoodplyyoAumidiwyv, Kupiwc tou globotriaosylceramide (Gb3), ota
Avocoowpata Stadpopwv TUMTWV KUTTAPWV

Parkinson-Lawrence E. Physiology 2010;25:102-115

Ortiz A. Molecular Genetics and Metabolism. Academic Press Inc. 2018
Nance C.S. Arch Neurol 2006,;63(3):453-7

McCafferty E. H. Drugs 2019; 79(5): 543—554

Waldek S.Genetics in Medicine 2009;11(11):790-796



KAnpovopikotnta vocou Fabry

= OLavépeg mpooParAovTal o cuxva Kal Tio coBapa oo TLC YUVALKEC.

= H meavomta K)\r]povoutknq ueraBLBaonq NG vOoou e€aptdtal amo to v o pooBeBAnpEVOC
YOVEQG €ilval 0 TATEPAG N N LNTEPQ.
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100% risk 0% risk 50% risk 50% risk

Germain D.P.In Fabry Disease: Perspectives from 5 Years of FOS. Oxford PharmaGenesis 2006
Echevarria L. Clinical Genetics 2016; 89(1):44-54
Oder D. BMC Medical Genetics 2016:17(1):1-6



Erudnuiodoyia Nocou Fabry

" MpooBaiAel 1:40.000 — 1:60.000 appeveg
= O KAaoLKO¢ pavotunog anavtatol o 1:37.000 dppeva veoyva

= O oPung Evapénc datvotunog anaviatal o Kamnoloug mAnbuopoug
nexpt kot og 1:1.500 - 1:4.000 dppeVeC

=0 eMUTOAQOUOC TNC VOOOU OTLC Yuvailkeg eV elval yvwoTog

Giugliani R. Journal of Inborn Errors of Metabolism and Screening 2016;4:1-12
Spada M. American Journal of Human Genetics 2006;79(1):31-40
Hwu W. L. Hum Mutat 2009,;30(10):1397-1405



KAwwkoi patvotumnol vooou Fabry

KAaoko¢ pavotumog SHAE A
" T oupTTTWHATA epdavidovtal katd Tnv Tatdikq | edpnPkn nAwkia

" tpoofBaAAovtal mMoOAAQ cuoTApaTA |

" YOPOKTNPLIETOL OTTO TOL TUTILKAL OUUMTTWHOTA TG VOoOU (VeEupomadntikag nmovog, o
olyYELOKEpaTWHOTA, 0TPOPLAOELONC KEpaTtonaBela, untoibpwoia, Statapayeg MEL). o -
" yapaktnpiletal and moAl avénpéva enineda lyso-Gb3

Mn kKAaokog 1} oPnc Evapéng povotumnog
" T oUMTTTWHATA EpdavidovTal katd Tnv 41-6" dekaetia
= guyva nieplopilovrtal otoug vedpouc (renal variant) 1 otnv kapdid (cardiac variant)
= TOL TUTTLKAL GUMTTTWOTAL TNG VOOOU £ivol cuvnBwe amovta
» ta entimeda lyso-Gb3 pmopel va eival petpiwg avénpuéva i kot puoLloAoyLKA
y H P HETPLWG &“1 n ¢ v Ortiz, A. Molecular Genetics and Metabolism 2018;123:416—427
McCafferty E.H.Drugs 2019;79(5):543-554
Scheidt W.V.O.N.The New England Journal of Medicine 1991,;324(6):395-399
Nance C.S. Arch Neurol 2006,;63(3):453-7
Germain D.P.Fabry disease 2010 1-49

Nakao S.Kidney International 2003,64(3):801-807
Nakao S.New England Journal of Medicine 1995;333(5):288-293.



Nooocg Fabry
ALOYVWOTIKA KpLTipLo

RESEARCH Open Access

Recommendations for initiation and cessation of
enzyme replacement therapy in patients with
Fabry disease: the European Fabry Working
Group consensus document

Marieke Biegstraaten' , Reynir Arngrimsson:, Frederic Earbey:’. Lut Boks®?, Framco Cecchi®, Patrick B Deegan®,

Ulla Feldt-Rasmussen’, Tarekegn Geberhiwot®, Dominique P Germain®, Chris Hendriksz'", Derralynn A Hughes'’,
likka Kantola'?, Mesrin Karabul'?, Christine Lavery®, Gabor E Linthorst!, Atul Mehta'?, Erica van de Mheen'4,

Jodo P Oliveira'”, Rossella Parini'®, Uma Ramaswami'”’, Michael Rudnicki'®, Andreas Serra'®, Claudia Sommer=",
Gere Sunder-Plassmann™’, Einar Svarstad™, Annelies Sweeb'*, Wim Terryn:"'. Anna Tylki Szyrnanska:".

Camilla Tendel*s, Bojan Vujkovac?®, Frank Weidemann?’, Frits A Wijburg®®, Peter Woolfson®? and Carla EM Hollak'

Definite diagnosis of FD

Males Females

GLA mutation GLA mutation

-+ -+

AGAL-A deficiency of =526 of mean normal or deficient
reference value in leukocytes AGAL-A in leukocytes
-+ -+

A or B or C

A

=1 characteristic FD sign/symptom (Fabry neuropathic pain, cornea
verticillata or clustered angiokeratoma)™

B

an increase of plasma (lyso)Gb3 (within range of males with definite
FD diagnosis)

C

a family member with a definite FD diagnosis carrying the same
GLA mutation

Biegstraaten M. Orphanet J Rare Dis 2018;10:36



Nedpponabdewa Fabry

= Epithelial-to-mesenchymal transition (EMT) kau ivwon

MetaBoAiteg twv odpryyoAutidiwy, biwg to lyso-Gb3, mpooeAkUouv MPolvwTIKoU G MapAyovTeg, Onwe o TGF-B
H ATl daivetal vo GUPUETEXEL LECW AYYELOCUOTIAONG KoL TNE TTPODAEYHOVWOOUGS KAl TIPOIVWTLKAG TG Spdong
* H ektetapévn ivwon euBuvetal yla tnv avtiotaon os ERT

= O&eLOWTIKO stress
* Alatapaxn Asltoupyiag avanveuoTiknG aluoidag ptoxovopiwv
*  Mewwpévn dpaoctnprotnta NOS = pelwpevn napaywyn NO - avénon ROS
*  BaOLKOG MTOOOYEVETIKOG UNXAVIOMOC TNG OyYELOTIABELAC TNG VOCOU
* ERT 6ev e€aleidel To 0€elOWTLKO stress EMAPKWG

= Alatapoxég tng avtodayiog

Eikrem @.Cell Tissue Res 2017;369:53-62
Colpart P, Felix S. Arch Pathol Lab Med 2017;141:1127-31



Nedpponabdeia Fabry

" Mpwun avixveuon evanoBeoewv yAukoodLyyoAutdiwv o o
natdLa mopa tn puoLodoyikn vedpikn Aettoupyia ey P(t

Podocyte damage
and biomechanical strain

" BAABNn modokuttapwv mpLv TNV EUPAVION KALVIKWY infammation
CUUTMTWHATWY amo toug vedpoug '

rEndothelial dysfunction
1 ] I3 ] ’ Vasculopath
= EvamnoBeoelc oPplyyoluidiwy oe evéoOBnAtaka kuttapa eivat i \
UTtELBOUVEC yLa TNV ERPavion LoXaLpukng vedppondBeiag Kol Cellular proliferation

Mesangial

TNV §€ALEN TNG vEDPLKAG vOoOU ' P

Eikrem @.Cell Tissue Res 2017;369:53-62



Nedpikég ekdbnAwoelg vooou Fabry

Mpwteivoupia

= 3710 44-54% twv avdpwv Kol 0to 33-41% twv €TEPOlUYWV YUVALKWV
= Avefdaptntog apdyoviag Kivduvou yia e€€ALEN vedpLkng vooou
= JTElpOMATIKAC TpogAeuonc (aABoupivn, Tpavodepivn, koAAayovo IV, IgG)

* TPWLHOG Ko euvaioBntog Seiktng vedpikng mpooBoAng
e ouvnBwgtn 2"-3" Sekaetia {WNAG

= JWANVAPLOKAC TIPOEAELONC
e al-pkpoodalpivn, B2-pukpoodatpivn, mpwteivn cuvdéovoa tn PETLVOAN



Nedpikég ekdbnAwoelg vooou Fabry

= MKpooKomnon {AUOTo¢ oUPwWvV
e EmBOnAlakd kUttapa yepdta pe YAukoodlyyoArtidia pe tn popdn «otaupot MAATAc» 0To MOAWMEVO PwG
e Anw owAnvaplaka erdnAtakd kuTtapa pe cuoocwpeuon Gb3 (mulberry cells)
* [lodokuttoupia (mponyeital Tng nmpwTteivoupiag)

Del Pino MD. Kidn Blood Press Res 2018;43:406-21
Kurschat CE.Cardiovasc Diagn Ther 2021;11(2):672-82



Nedpikég ekdbnAwoelg vooou Fabry

= Cr opoU, eGFR
e Apxwka 1 eGFR Adyw unepdnOnong
* Etrowa ékmtwon eGFR 3-12 ml/min o€ avdpeg, 1-3 ml/min o€ yuvaikeg
e XNNTZ tnv 3-5" eKkaetio oTOUG AVOPES

* PuBuoc ékmtwong vedplkng Asttoupyiag motkiAAeL akOpa Kol LETAEL LEAWV TNG LOLOG OLKOYEVELOG TTOU PEPOUV TNV
(S petaAAaén

* O pubpocg e€€AEnc tng vedpikic vooou e€aptatal amno:
* Tov Babuod eAelng tng a-yalaktooldaong
* Tnv apxlkn npwteivoupia
* To apyxwko eGFR
* To ¢dUAO

= APTNPLOKN UTTEPTAON OE TIPOXWPNHUEVN VEPPLKN VOGO
* MopanueAkeg KUOTELG vEDPWV

Del Pino MD. Kidn Blood Press Res 2018;43:406-21
Kurschat CE.Cardiovasc Diagn Ther 2021;11(2):672-82



Evoeitelc Evapénc Oepamneiog

i scienceDil Biegstraaten ef al Orphaner Journal of Rare Diseases (2015) 10:36
Contents lists availshle at ScienceDirect DO 101186741 3025.015-0253-6 O ORPHANET JOURMNAL
OF RARE DISEASES

Molecular Genetics and Metabolism

RESEARCH Open Access

e Journal homepage: wwwelsevier com/locatelvmame Recommendations for initiation and cessation of
enzyme replacement therapy in patients with

. . . Fabry disease: the European Fabry Working
Fabry disease revisited: Management and treatment recommendations for Group consensus document

adult patients

Minireview

Marieke Biegstraaten'”, Reynir Arngrimsson®, Frederic Barbey®, Lut Boks®, Franco Cecchi®, Patrick B Deegan®,
Ulla Feldt-Rasmussen’, Tarekegn Geberhiwot®, Dominique P Germain®, Chris Hendriksz'®, Derralynn A Hughes'',

s a. s s b i 1c FOUIY. Qg e
Alberto Ortiz™', Dominique P. Germain’, Robert J. Desnick’, Juan Politei’, Michael Mauer®, llkka Kantola'®, Nesrin Karabul'?, Christine Lavery®, Gabor E Linthorst, Atul Mehta'', Erica van de Mheen',
Alessandro Burlina’, Christine Eng®, Robert J. Hopkin", Dawn Laney', Ales Linhart/, Jodo P Oliveira'®, Rossella Parini'®, Uma Ramaswami'”, Michael Rudnicki'®, Andreas Serra'”, Claudia Sommer™”,
K - 1 - m — . i Gere Sunder-Plassmann”’, Einar Svarstad™, Annelies Sweeb'?, Wim Terryn™, Anna Tylki-Szymanska™,
Stephen Waldek", Eric Wallace, Frank Weidemann » William R. Wilcox Camilla Tendel*®, Bojan Vujkovac?®, Frank Weidemann?’, Frits A Wijburg?®, Peter Woolfson® and Carla EM Hollak'

Recommendations for initiation of ERT in adult male and female patients with classic or later-onset mutations, or LA VUS.

Adult patient popualation Recommendation for the mitiation of ERT
Classic Fabry mutation
# Mabe patient, sympiomatic or # ERT shoubd be considered amd is appropriate in all patients at any age of presentation”
asymplomatic
® Female patient, symplomatic ® Rigns/symptoms suggesting major organ invebhement, warranting initsation of ERT

= neuropathic pain, pain crises, Fabry disease neuropathy

« proteinuria/albuminuoria NOT sttributable 10 other canges, evidence of renal impairment (may require renal biopey if isolated)

= stroke or TIA

= symptomatic cardiac disease not due to other causes (dyspoea, palpitations, syncope, chest pain)

= recurrent diarrhea, chronic, disabling Gl dysfundion (excluding altermative canses)

= exercize intolerance and impaired sweating

® Female patient, asympeomatic’ ® ERT should be congidersd if there is laboratory, histological, or imaging evidence of injury to the kidney, heart, or the CHNS

- renal disease: decreased GFR [ < 90 mL/min/1.73 m™ adjusted for age = 40 years [GFR category = G2], persistent
albuminuria = 30mgsg [albuminuria category A2 or A3]), podocyte foot process effacement or glomenlosclerosis on renal
biopey, moderaie or severe GL-J mclusons in a range of renal cell types

= silent strokes, cerebral white matter lesions (on brain MEL

= asymptomatic cardiac disease (cardiomyopathy or arrthythmia, cardiac fbrosis on contrast cardiae MR

® ERT should also be considered if a skewed X chromosome inactivation pattern with predominant expres<ion of the mutant GLA
allele with or without very low o-Gal A activity have been demonstrated in the presence of signs and symptoms of disease

Later-onset Fabry mutation or missense GLA VIS
® Malke and female patients ® ERT should be considered and is appropriate if there is boratory, histological, or imaging evidence of injury to the kidney,

heart, or the CKS, as detailed above, even in the absence of typical Fabry symptoms. The abnormalities should be
attributable to Fabry disease; this may require histological assecsment or biochemical evidence of GL-3 accumulation

® The advice of an expert in genetics and management of Fabry disease should be sought for interpretation of the pathogenicity
of any YUS

® [nadivichmls with well characterized benign GLA polymaorphizsms shookd not be treated with ERT

® [n the abgence of demonstrable Fabry disease-related tissue pathology or clinical symptoms, ERT may not be appropriate,
particularly in heterozygous female patients. These patients should be monitored regularly by a moltidisciplinary care team




Oepaneutikoi otoxoL otn veppomabdeia Fabry

Therapeutic renal goals for patients with Fabry disease.

Contents lists available at ScienceDirect

Molecular Genetics and Metabolism

ELSEVIER

journal hemepage: www.elsevier.com/locate/ymgme

Review

European expert consensus statement on therapeutic goals in Fabry disease

Christoph Wanner™", Michael Arad”, Ralf Baron®, Alessandro Burlina®, Perry M. Elliott",
Ulla Feldt-Rasmussen’, Victor V. Fomin®, Dominique P. Germain”, Derralynn A. Hughes',
Ana Jovanovic/, llkka Kantola®, Ale§ Linhart', Renzo Mignani™, Lorenzo Monserrat”,
Mehdi Namdar”, Albina Nowak”, Jodo-Paulo Oliveira”, Alberto Ortiz’, Maurizio Pieroni”,
Marco Spada’, Anna Tylki-Szymariska", Camilla Tendel", Miguel Viana-Baptista",

Frank Weidemann®, Max J. Hilz'

Patient subgroup Therapeutic goals
eGFR (mL/min/1.73m")
Ko kidmey imvolvement #® eGFR should be maintained in an age-appropriate normal range” [87]. Avoid

Mild kidney involvement, eGFE at normal levels” or hyperfiltration
{(=GFR = 90 ml/min/1.73m%)

Mild-to-moderate kidney function impairment, mild eGFR decreases (eGFR 60-%0 ml/
min/1.73m"%)

Mopderate-to-severe kidney function impairment, mild-toe-moderate eGFR decreases
{eGFR 45-59 mL/min/1.73m")

Muoderate-to-severe «GFR decreases (eGFR 30-44 mL/min/1.73 ml}

Severe eGFR decreases (eGFR 1529 mL/min/1.73 mz:l

ESED

Albuminuria (mg/g)

Generak: all patients

Mild-to-moderate kidmey function impairment; albuminuria levels: < 30mg'g
(= 3 mg/mmad)

Albuminuria levels: 30-300mg/ g (3-30 mg/ mmcl)

Albuminuria levels: = 300 mg/g (= 30 mg/mmal}

Mopderate-to-severe kidney function impairment

eGFR lms
® 2GFR should be maintained in an age-appropriate normal range” [87]

® Prevent progression of eGFR loss and stabilize ¢GFR level
® Prevent progression of «GFR loss to delay/avoid ESKD

® Prevent progression of «GFR loss to delay/avoid ESKD

® Decrease the slope of eGFE as much o= posible; delay the progression to ESKD

#® Provide optimal renal replacement therapy by dialysis or kidney ransplantation,
maintxin ERT to avoid damage to heart and CNS

& Sugyest and encourage kidney transplantation before dialysis (from a lving donor
when possible] to prevent impact on other organs

® Keep albuminuria levels as low ax possible
® Mormalize/stabilize albuminuria

® Normalize/stabilize albuminuria

#® Redoce levels to < 300 mg/g (30 mg/mmol)
® Slow progresion of albuminuria

v’ 3taBeponoinon GFR 6tav o puBuoc peiwonc
elvat £1-3ml/min/1.73m?2/€to¢

vV EEENLEN vedpPLKAC VOOOU OTAV 0 pUBUOC LELWONC
Tou GFR sivat >3 ml/min/1.73m?2/£tog¢

v Taxelo €€EMEN vedpkrC vOoou OTtav 0 pubuog
Helwong tou GFR sivat >5 ml/min/1.73m?2/€tog



Enzyme Replacement Therapy

AyaAoildaon alda, ayadowdbaon BAta

KaBuotépnon tng €€EALENC TNG vEPPLKAC Kol KapStakng BAABNC

Aev €xeL mapatnpnOEeL N OVAUEVOLLEVN ATIOTEAECHOTLKOTNTA WC TTPOC
OPLOUEVEC TIOPOUETPOUC TNC VOOOU OTIWG:

v AYVELOKA EYKEPOAALKO ETIELOOSLOL
v' AppUBLLEC

v" Neupomo®ntikdc novog

v Suprtwpata oo to MNES

v Mowotnta wnc (Qol) Twv acBsvwv

(ERT)

Without ERT

m

Go3 Lyso-Gb3
accumulation acemulation

— (1) M6PR
@

With ERT
ERT —@
I

o Lactosylceramide
/ﬁ/ Galactose

.o ' @ “ @ @

\ 2 . H Endosome
N\ 7\
~—~ \

sosome \\J— //

Schiffman R. Kind Int 2017,;91:284-293

Oder D. Nephron 2016;134:30-36



Increased
recombinant

enzyme uptake
in hepatic cells

0 Meswwpévn Blodlabsoipotnra

Neplopiopoi ERT

Target cell Lumen
)

Neutralized
@® exogenous enzyme

Lysosome ;i »——— Antidrug
tibody
* 4 >~ an
Gb3 8 oS
(] Y* A » A

5 b @— Exogenous
enzyme
Exogenous A & o Y
enzyme
N )

@ Macrophage

Avocoyovikotnta: dnuoupyia
e €0USETEPWTIKWYV avTiowpatwy (ADA)

Infusion Calendar

.
N
w
B
2
o
~

i3o I

| Biweekly Infusions

MukpAG XpOVvoG npioslag {wng = HELWHEVN
Oepanevtikn KAAUYN HeTa eyXUOEWV

Felis A. (2020). Kidney International Reports 2020; 5(4):407-413
van der Veen, S. J. Journal of Inherited Metabolic Disease, 2020;1-14.

Lenders, M..Journal of the American Society of Nephrology, 2018;29(12):2879-2889.

Solomon, M. In Advanced Drug Delivery Reviews 2017; 118: 109-134



Eruttwoelg dnuovpyiog ADASs

= ADAs €vavtl ERT dnuloupyouvtal ota mAaiola pLog
QVOOLOKAC OTTOKPLONG KoL OXNUOTI(OUV CUUTAEY T
ue ERT

= ADAs, 16lw¢ og uPnAoucg tithoug, emnpedlouv TNV
kaBapon tou Gb3 ota evboBnAlakd KUTTAPA KAl OTO
nAdopa

" E€oudetepwTika ADAS HELWVOUV TO OEPATIEVUTIKO
anotéAeopa tnG ERT kat emnpedlouvv duopevwe tnv
€kBaon tng kapSLaKAC Kat vedpLKC vOoOOU

no antibodies : antibodies > ERT : antibodies < ERT
l l
I I g
L] o0 Q
&® 0
Yoo B, #vy
[ ) e
(N4 3
3

Cg @
€.
86@

&

uauwin|

®Gh3 @ macrophage GERT e neutralized ERT Y anti-GLA 1gG4  lysosomes ‘.‘ ERT-uptake

Lenders Society of Nephrology 2018,29(9):2265-2278



Nucleus

Endoplasmic
reticulum (ER)

Late endosomes -
lysosomes

Golgi apparatus &
trans-Golgi network
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Moprakoi Zuvodoi AvadinAwong (Chaperones)

A

protein

I /? Aggregation
I Nascent Misfolded R
Codranslational | protein ,ﬁh state
interaction with /P/( & (mutant) \
molecular . S
chaperones ) (weR
. Foly: RAD
Foldng | ’dlng \‘ i ‘# Degradation
intermediate U | [ihae
/ ld’ng

P

Folding into

native
conformation /

retennon

\

w‘ Defective
glycosylation

~
Eiitfom ER K
Glycosylation
and
trafficking

J and trafficking

N Defective
[ 10 activity in
‘ "", ‘ lysosomes
] ER associated degradation
y
é(}ualnycomrol (QC) € Molecular chaperones m ERAD) system

migalastat

€ Ot uoplakoi cuvodoi avadimiwaong mpocdévovtal oe
SUOAELTOUPYLKEC popdEC a-yalakTtooldaonc A.

2TOOEPOMOLOUV TLC LETAANAYUEVEC/OUCAEITOUPYLKEC
NPWTEIveC Kat epnodifouv tnv amodounor) Toug oto
eVOOTAOOUATIKO SLKTUO ETUITPEMOVTAC TN UETOKIVNON
TOUC MIPOG TOL AUGOCWHLOTAL.

Evtog Tou AucoowpaTtog, ol poplakoi cuvodot
arnodeopevovtal ano tnv a-yoAaktooldbaon A Aoyw
ToUu 6€vou ph Kal Twv VP NAWV CUYKEVTPWOEWV
UTTOCTPWHLOLTOCG.

ArteAeuBepWVETAL TO EVEPYO UEPOC TNC a-yaAakTtooldaong A
ETUTPEMOVTAC TNV artodopnon kot kaBapon touv Gb3.

Ortiz, A. Molecular Genetics and Metabolism, 2018;123:416—-427

Lenders M.Journal of the American Society of Nephrology 2018;29(9):2265-2278.
Germain, D. P. New England Journal of Medicine 2016;375(6):545—555.
McCafferty, E. H.Drugs 2019;79(5):543—-554.



Moprakoi Zuvodoi AvadinAwong (Chaperones)

migalastat

ATtO TOU oTOMATOC PAPUAKL

MeyoaAUtepn Blodlabeopotnta amnod a- kol B-ayoAodaon
MeyaAUTtepOoC Xpovoc nuioelag {wng amo a- Kal B-ayaAoldaon
YtaBepormoinon vedpkng Asttoupyiog

BeAtiwon kapdlakwyv mapapetpwy (LVMI)

Hughes DA. J Med Genet. 2017,54(4):288-296
Germain DP. N Engl ] Med. 2016,;375(6):545-555



Meploplopoi popLakwv cuvodwv avadimAwong

« Evoeikvuvtalt MONO yla aoBeveic e ETILOEKTIKEC
netaAAaelc tov yovidiouv GLA (amenable mutations).

" Metaél twv acBevwv Fabry, ektipdtatl 0tL povo to
35-50% €X0ouV €TIOEKTIKEC LETAAAALELC VLA TLC OTTOLEC N
Bepareia pe poplakd cuvodo Ba sival
QTTOTEAECUOLTLKH.

= Evéeikvuvtal ywo acBeveic pe GFR>30ml/min/1.73m?

35-50%

of GLA mutations
are amenable

Felis, A. Kidney International Reports 2020;5(4):407—413
McCafferty, E. H.Drugs 2019;79(5):543—-554
Ortiz, A. Molecular Genetics and Metabolism 2018;123:416-427



Pegunigalsidase alfa

Néac yeviac ERT

= H Pegunigalsidase alfa elvat pla véa avaouvouaopEvn
NEYKUALWHEVN popdn avBpwrivng a-yadaktoowdbaonc A. i

f;;>f L - a-Galactosidase A
‘ .Z{.) subunit

114 kDa molecule

a-Galactosidase A r’} , P o

» H meykuliwon sivat pua kaBlepwpévn pébodoc BeAtiwong tng \ % _
dappakokvnTIKAG Kat TG BlodraBeoipdtntac dappakwyv \ TS 4
aAAQ KOl LELWONG TNG AVOGOYOVLKOTNTAC TOUG. VG i ;Ss

= H Pegunigalsidase alfa mapayetat amno to ¢uto Nicotiana ;
benthamiana tobacco. QYVL“’\‘LV*EJVYé

~2 kDa PEG cross-linker

Schiffmann, R.. J Inherit Metab Dis. 2019;42(3):534-544
Kizhner, T. Mol Genet Metab, 2015,114(2):259-267.
Ruderfer, I. Bioconjug Chem. 2018;29(5):1630-1639
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Mnxaviopog dpaonc Pegunigalsidase alfa

Meta tnv evOodAEPBLa €yxuon, n pegunigalsidase alfa slo€pyetol péow
eVOOKUTTWONG EVTOC TWV KUTTAPWV. AOYW TNC PUTIKAC TNG tpogAevonc, dev
SLaBetel M6P popla otnv emipaveld tng Kat, apa, n evookUTTwon tng dev
neooAaBeitat amd M6P untodoyeic (onwc cupPaivel pe tnv a- kot B-ayadoldbaon).

Evtoc Tou Kuttdpou, N pegunigalsidase alfa ¢ptdavel ota Aucoowpata Omou
ekteAel Tn dpaotnpLotnta tnc a-Gal A.

Evtog twv Avuocoowpdtwy, N pegunigalsidase alfa Staoma kot amopakpuUvel Ta
ocuoowpevpeEva odplyyoAutidia (Gb3).

Pegunigalsidase alfa —@@) ®
@
b
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e
) membra“ @ Receptor-
plas™ mediated (]
endocytosis
Lysosome __ @ Endosome-

lysosome
fusion

Endosome

@ Degradation of
accumulated substrates

Kizhner, T. Mol Genet Metab 2015;114(2):259-267

van der Veen, S. J. J Inherit Metab Dis 2020;43(5):908-921
Ortiz, A. Medicina Clinica (English Edition) 2017;148(3):132-138
Sanchez-Nifio, M. D. Journal of Inborn Errors of Metabolism and Screening 2016



Residual activity

Awadopec Pegunigalsidase alfa pe a- kot B-ayaAoidaon

H umtepoxn tng Pegunigalsidase alfa évavtl twv kAaowkwv ERT €ykeltal oe:

Human plasma

Residual activity

100 X

80|

= MeyaAUtepn otaBepotnTa TOU popiov

= MeyaAUtepo xpovog npicstac {wne

= MeyaAUtepn Brodlabeoipotnta

= MELWHEVN OLVOOOYOVLKOTNTA
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Kizhner T Mol Genet Metab 2015;114(2):259-267
Ruderfer I.Bioconjug Chem 2018;29(5);1630-1639
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BRIDGE Study Design
Switch to )
*  Adult patients with FD (18-60 years) pegunigalsidase alfa Data analysis
*  eGFRgp.ep 240 mL/min/1.73 m? at J’ l

PB-102-F60
screening visit %

+  Treatment with agalsidase alfa for at least 2 Screening Period Treatment Open-label extension period

years and on a stable dose (>80% labeled 3 months 12 months up to 60 months
dose/kg) for at least 6 months

Adult patients with
FD receiving
agalsidase alfa

n=22

*  Availability of at least 2 historical serum
creatinine evaluations since starting
agalsidase alfa treatment collected no more
than 2 years before enrollment

Pegunigalsidase alfa
1 mg/kg every 2 weeks

Pegunigalsidase alfa
1 mg/kg every 2 weeks

n=18

n=22
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BRIDGE Study Baseline Characteristics: Efficacy Population

Patients, n

Age, years 45.8 (2.2) 46.7 (4.7) 45.2 (2.5)
Age started ERT, years 36.6 (2.4) 39.4 (4.4) 35.1(2.9)
Patients with significant proteinuria, n (UPCR > 500 mg/g) 4 0 4
eGFR, mL/min/1.73 m2 79.5 (4.9) 86.1 (6.7) 75.9 (6.6)
Annualized slope with agalsidase alfa

~2 years, including eGFR baseline; mL/min/1.73 m2 =:9(13) =0(17) 64 (19)
Patients treated with ACEi / ARB, n 11 4 7
Plasma lyso-Gb,, nmol/L (normal: < 2.4 nmol/L) 38.5(9.7) 13.8 (2.3) 51.8 (13.6)
Plasma Gb,, nmol/L (normal: < 4961 nmol/L) 6076 (444) 5468.3 (708.6) 6403.2 (565.2)
aUrine lyso-Gb,, nmol/L 58.4 (12.1) 45.4 (11.8) 66 (17.9)b

Values shown as mean (standard error) unless otherwise stated. Data are a subset of collected baseline characteristics.

aUrine lyso-Gb3 (N= 19 patients; n=12 males).
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BRIDGE Study Results
Safety Outcomes - TEAEs

Total: 21/22 patients (95.5%) with any TEAE

4 (18.2%)
patients with

4 (18.2%)
patients with

serious
TEAES

severe TEAEs

Total: 5/22 patients (22.7%) w

2 (9.1%)
patients with
TEAEs

leading to
withdrawal

ith any related TEAE

0,
2 (9.1%) 2 (9.1%)

patients with
severe TEAEs

serious
TEAEs

TEAE, Treatment-emergent adverse event

patients with

2 (9.1%)
patients with

TEAEs
leading to
withdrawal

“TEAE during the first infusion that resulted in withdrawal from study.

Patients, n (%)

Events, n
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BRIDGE Study Results
Safety Outcomes - IRRs

Visit

* 5 Patients (22.7%, all men) experienced 9 IRRs. IRR Severity Classification IRR description

Number

* Most (7/9; 78%) IRRs were non-serious, mild,
and resolved.

* There were 2 SAEs of Type | hypersensitivity
reaction.

— Both patients were IgE-positive at baseline.

IgE, Immunoglobulin E; IRR, Infusion-related reaction; SAE, Serious adverse event ?Patient discontinued.



sy 1 Orphanet Journal of
9376 Rare Diseases

Safety and efficacy of pegunigalsidase |
alfa in patients with Fabry disease who were
previously treated with agalsidase alfa: results
from BRIDGE, a phase 3 open-label study

Alel Limhart! ' ®, Gabriela Dostalowva’, Kathy Nicholls?, pMichas! L. West?, Camilla T-:andjel"ﬁ. Arna vaanc\jicf,

Pilar Giraldo”, Bojan Vujkowac®, Tarekegn Geberhiveot?, Einat Brill-almon'”, Sari alon’”, Raul Chertkoff'?,
Rossana Rocco' ' and Derralynn Hughes'™

BRIDGE Study Results

Safety Outcomes - ADAs
8
7 out of 20 (35%) of patients had a positive ADA 7 n=’
status at some time point during BRIDGE. ;

Out of these 7 patients, 4 (20%) had a persistent
positive status, and the other 3 (15%) had a
transient positive status.

> Transient
n=3

Patients, n
S

Only 2 patients, who had pre-existing ADAs, were , n=2
positive for neutralizing antibodies.

1

0

ADA positive Neutralizing antibodies*

Development of ADAs and neutralizing antibodies over 12 months.
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BRIDGE Study Results

Plasma Lyso-Gb3

Plasma lyso-Gb; concentrations were reduced by
31.5% from a baseline measure of 38.5 nmol/L to
24.2 nmol/L with treatment at month 12.

Males had higher plasma lyso-Gb;, levels at baseline
(51.8 nmol/L) than females (13.8nmol/L). At month
12, males showed greater relative mean
reductions from baseline with treatment (32.4%
for males vs. 29.8% for females).

60
-
= 51,8 —e—Overall (n = 20)
g >0 =8—Fcmale (n = 7)
?:/ Male (n = 13)
o
= 0 38,5 38,9
)
c
S 29,6 32,3
5 30 ! '
O 24,2
™M
QO
C 2
3 13,8
kn . 12,2
© —C==

10
£ —)
(8]
o

0 ; i

Baseline Month 6 Month 12

Pegunigalsidase Alfa Treatment Duration
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BRIDGE Study Results
Mean Annualized eGFR Slope

2

After one year of treatment with pegunigalsidase “j@ 0

alfa, the mean annualized eGFR slope improved 5 N

by 4.7 mL/min/1.73m?/year (baseline eGFR slope? e 1

was -5.9 mL/min/1.73m2/year). é 5
R
g la.as
o -8
&
— Mal

(n=13)

| 5.03

Female

-0.21

-1.19

I

1-5.941

O Pre-swilch
B Post-swilch

Owverall
(M=20)

aAssessment of baseline eGFR slope was not centralized and was assessed at each clinical trial site per their standard of care and respective methodologies.?



According to their historical eGFR data, 7
patients started with stable KD, 4 patients
had progressing KD, and 9 patients had fast

progressing KD.

Of the 20 patients who completed 12
months of pegunigalsidase alfa treatment,
the number of patients with stable KD
increased to 12, while the number of
patients with progressing and fast
progressing KD decreased.
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BRIDGE Study Results
Mean Annualized eGFR Slope

)
& 3 (15%)
™
('8
k=]
3 4 (20%)
0
= 12 (B0%)
=

7 (35%)

Pre-switch Post-switch
Stable wProgressing ®Fast-progressing

Fast-progressing: eGFR slope < -5 mL/min/1.73 m2 /year
Progressing: eGFR slope2 -5 to < -3 mL/min/1.73 m2 /year
Stable: eGFR slope 2 -3 mL/min/1.73 m2 /year



20voyn anoteAeopatwv peAeétng BRIDGE

= 12unvn Oepaneia pe pegunigalsidase alfa peta aAAayn ano agalsidase alfa o6rynoe os:
— BeAtiwon pEoou stnotomnolnpévou eGFR slope amno -5.9 os -1.2 mL/min/1.73m2/€to¢

— Meiwon tov apOpol Twv acbsvwy pe pEtpla N taxeia e€EAEN tng vedpLkng vooou Kkal avénon tou
aplBpol Twv acbevwv pe otaBepo puOBpS e€EALENG TNG vEDPLKAG VOOOU

— BeAtiwon twv emunédwv lyso-Gb3 oto mAdopa petd 12 priveg Beparmeiag otoug avépeg kol BeAtiwon n
otaBepormnoinon Twv eMMESWV OTLG YUVOLIKEG

= Ta neplocotepa avertbuunta cuppavta oxetlopeva pe tn Bepameia Atav Amag N HEtplag Bapvtntag, pe
2 aoBeveic (9.1%) va Stakomtouv tn Bepaneia Aoyw avtidpaong unepevaicdnoiag
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Head-to-head trial of pegunigalsidase alfa versus
agalsidase beta in patients with Fabry disease and
deteriorating renal function: results from the 2-year
randomised phase IIl BALANCE study

BALANCE Study Design

Randomization 12-months 24-months
Inclusion Criteria 2:1 Interifn An.aly_sis Final Analysis
(stratificationby UPCR21  (Non-inferiority) (Non-

Symptomatic adult patients with FD (18-60 gII) i"ferl”ity)
ymptomatic adult patients wi (18- PB-102-F20 - l PB-102-F60 -
years) | BALANCE | | | BRILLIANCE n
*  Screening eGFRyp o 40 to 120 mL/min/1.73 m? Screening i Treatment i Open-label Extension
Period : : Period

: | 48 months
* Linear eGFR slope more negative than -2 N=127 : Pegunigalsidase :

| |

1 1

mL/min/1.73 m2/year alfa 1 mg/kg every 2

Adult patients weeks p iqalsid
with FD n= 53 alf‘:91un'9/: si ase2
* Treatment with agalsidase beta (1 mg/kg) every receiving mg/kg every

weeks

other week for at least one year and at least 80% agalsidase beta N= 69

. n= 782
compliance over the last 6 months

Agalsidase beta
1 mg/kg every 2
weeks
n= 25

21 Patient withdrew consent prior to the first dose.

Wallace EL. ) Med Genet 2023,0:1-11
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Head-to-head trial of pegunigalsidase alfa versus
agalsidase beta in patients with Fabry disease and
deteriorating renal function: results from the 2-year
randomised phase IIl BALANCE study

Baseline Characteristics

Agalsidase beta

Pegunigalsidase alfa

N =52 N =25 P-Value
Age Mean (SD) 43.9 (10.2) 45.2 (9.6) 0.60
Gender: M 0 29 (56%) 18 (72%)
F n (%) 23 (44%) 7 (28%) 0.19
= O mMANBUOUOC TNG LEAETNG ELXE CGFR Mean (SD) 73.5(20.2) 74.2 (21) 0.89
, , , Median 73.5 74.9 0.82
TPOXWPNUEVN VOOO GUVOALKOQ. Min-Max 30.2,125.9 34.1,107.6
Mean (SD) -8.0 (6.6) -8.3 (4.3)
eGFR Slope Median -6.7 7.8 8'23
Min-Max -30.5, 6.3 -20.3,-2.8 '
= >/ T[poo'BeﬁAn uéva épvava OTLC Mean (SD) 26.2 (27.3) 32.1(35.4) v
, , Plasma Lyso Gb3 Median 15.2 17.6 0.58
yuvaikec , >5 mpooBefAnueva Min-Max 0.8,143.9 2.1,142 '
: : FD Class®: Classi 27 (52% 14 (56%
OpyavaL STOUG AVOPEC. as;\S;on CT:::c n (%) 25 E48%; 11 E44%i 0.74
UPCR: < 0.5 36 (69%) 20 (80%)
0.5-1 n (%) 9 (17%) 2 (8%) 0.52
>1 7 (13%) 3 (12%)
ADA: Positive . 18 (34.6%) 8 (32%)
Negative n (%) 34 (65.4%) 17 (68%) 0.82
Previous agalsidase beta |~ p)) 65.0 (48) 77.3 (41.3) 0.25
exposure (mo)

Wallace EL. ) Med Genet 2023,0:1-11
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Head-to-head trial of pegunigalsidase alfa versus
agalsidase beta in patients with Fabry disease and
deteriorating renal function: results from the 2-year
randomised phase IIl BALANCE study

= Prespecified non-inferiority margin: median treatment difference in eGFR slope between pegunigalsidase alfaPA vs
agalsidase beta: 2-3.0mL/min/1.73m2/year

= At 2 years, difference in median eGFR slope between PA vs AB was -0.36 mL/min/1.73m?/year, with the lower bound of
the CI (95% Cl: -2.44, 1.73) meeting prespecified non-inferiority margin.

Difference® (95% CI): -0.359 (-2.444¢, 1.726)

- ¢ Pegunigalsidase alfa
—_— == ian:
o e‘GE“ Median: -2.514 © Agalsidase beta
= gm 4 23788 S—— -1.24()
KoK
H YT Median: -2.155
ph E = edian: -,
._E o _g 4 -3.805 O () .(.505
o @
2 E

5 4 3 2 K

0 01

“To determine noninferiority, the annualized median eGFR slopes were analyzed by quantile regression using SAS PROC
QUANTREG to obfain the corresponding 95% Cl; noninferiority was declared if the lower bound of the Cl for the freatment

difference (pegunigalsidase alfa — agalsidase beta) was = -3 0 mL/min/1 73 m¥year, ®(Pequnigalsidase alfa) - (agalsidase beta);

“alue above the predefined noninfenonty margin.
Cl, confidence interval; eGFR, estimated glomerular filtration rate.

A
L O Pegunigalsidase alfa
-+~ Agalsidase beta CKD Stage 1
€ 901
€
3
E g0
@
« 70.
=
]
8
= 601
CKD Stage 3
08 3 5 12 15 20 24 20 32 35 35 40 44 46 52 55 60 64 G0 72 75 75 60 64 58 92 95150 04
Time, weeks
B eGFR median slope analysis (eGFR.; =), mL/min/1.73 m?/year
Pegunigalsidase alfa Agalsidase beta
I n=52 n=25 Difference®

Median -2.514 -2.155 -0.359
95% Confidence interval (-3.788, -1.240) (-3.805, -0.505) (-2.444" 1.726)

Wallace EL. ) Med Genet 2023,0:1-11
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Head-to-head trial of pegunigalsidase alfa versus
agalsidase beta in patients with Fabry disease and
deteriorating renal function: results from the 2-year
randomised phase IIl BALANCE study

= The plasma lyso-Gb3 median change from baseline was stable within pegunigalsidase alfa (1.15 nM) and
agalsidase beta (-1.50 nM).

= Levels were similar between groups throughout the study period.

s 1801 [ Pegunigalsidase alfa
c 160 ® . - [ Agalsidase beta
o 140{° = -
8 1201 @ N o .
6 100 - @ & = - - :
S oeods . 2 T : T Y T
© |
2 ol | i |
2ol ofl 6 B 0B 0w 0B
8 0 6 12 26 38 52 78 104

Time (weeks)

Box and whiskers represent the median and quartiles, with outliers as diamonds and squares for PA and
agalsidase beta, respectively. ‘X’ represents the mean. Lyso-Gb3 = globotriaosylsphingosine

Wallace EL. ) Med Genet 2023,0:1-11
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Therapeutics

Head-to-head trial of pegunigalsidase alfa versus
agalsidase beta in patients with Fabry disease and
deteriorating renal function: results from the 2-year

randomised phase IIl BALANCE study

Safety and tolerability

Pegunigalsidase alfa Agalsidase beta

‘ariable Male [n=2%) Female (n=2%} Ouerall [n=52) Male {n=18) Female {n=7} Overall {n=25)
Any TEAE®

Fatient, n %] 5 (BE) 21 {96 AT 0 18 {1000 L1 24 (5G]

Events, nfrate®] ad (545} 267 |BIS) 561 (5721 9EAy T (544) 406 (@17)
TEAE related to drug

Patiend, n %] 15450 i [26] 1140 950 2{2% 11 (44]

Events, nfrate®) 3L ET) 920 AT {43} 55 [154) (50 TE(153]
Serious TEAE refated 1o dug

Fatiend, n [%] LR 00} 141 0 {0y a4 0

Euents, nifrate®] 142 (1} 141 0o} gl 0
TEAE |eading %o withdrawal

Fatient, n %] FA ] 0 (0 14 040 L] L]

Events, n jrate®) HiL] 0 (0} i1 0 {0y a4 00
Related TEAE leading to withdrawal

Patiend, n %] 113 0} 1 0ol i 0

Events, nfrate®) 13 0 141 0 {0} i o0
Any infusion-related reactions

Patiend, n (%] LREN] FaL | 111} 5z 1414p (AL

Events, i fratet] 11408 200 13405) EERL] 1805 5104
Mild or moderate infusion-related neactions

Fatiena, n (%] ERER]] 204 11421} 5 (28 1414} £ 4}

Events, n ratet] 1040.7 20 11405} EERL] 12 5) i
Severe infision-relsied reactions

Patiend, n [%] 143 0+ (0} 160 0 {0 g 0

Events, n iratet] 110.1) 0 [ 140 0 {0) Lk 0

TEAE: iachide infusion-relazed reacsions (defised as TEAES beginn ing dering armishin 2 hours of isfision wisose causaliy was ssessed as defisfiely, prabably ar possbly meatment-relased, Sese sxchided injersion sie reacions, which e
cifekiered pracedur-rekned).

“Pa | 00] @EpOLIIT-ETE.

#Per | Do | rrhesioms.

TEAE, tTeariminl-HTergent achessa et

Immunogenicity
Proportion of patients with neutralising antibodies:

= decline from 33% to 15% with pegunigalsidase
alfa

sdecline from 28% to 26% with agalsidase beta

Proportion of patients with de novo ADAs:
= 6% with pegunigalsidase alfa

=12% with agalsidase beta

Wallace EL. ) Med Genet 2023,0:1-11
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= H Pegunigalsidase alfa amédele Tn un KOTWTEPOTNTA TG CUYKPLTLKA LLE TNV agalsidase beta w¢ npocg tov
dldpeco eTnolonotnpuévo puOuo petaBoAng touv eGFR (eGFR slope).

= Aev avadeixOnkav véa onpata Kivéuvou.

— O puBUOC TWV AVETIOUHNTWVY EVEPYELWV OXETWOMEVWV UE TO Pappako (TEAES) ntav 4 popEg
XOAKNAOTEPOG LiE TNV pegunigalsidase alfa cuykpttikd pe tnv agalsidase beta.

— H ouxvotnta epdaviong ADA RTav HIKPOTEPN LE TNV pegunigalsidase alfa (12%) ouyKpLTIKA LE TNV
agalsidase beta (20%).

— O puBuog avtidpaccwv oxet{opevwv pe tnv €yxuon (IRRs) ntav 8 popEg LIKPOTEPOG LLE TNV
pegunigalsidase alfa cuykpttikd pe tnv agalsidase beta.

— H pelétn bev Ntav oxedlaopévn yla va CUYKPLVEL TNV avoxn Ttou dappakou dedopévou OTL ol acBbeveic
Bplokovtav nén yla katd PHEco 0po 6 £t oe Beparmeia pe agalsidase beta kot ival yvwoto ott IRRs
eudavilovral péoa ota mpwta 2 €tn Bepaneiag pe ERT. Qotdoo, n un avénon Toug PETA TNV Evapén
pegunigalsidase alfa ouvteivel oe éva euvoiko mpodil acpdaAelag tne pegunigalsidase alfa.



Long-term safety and efficacy of pegunigalsidase alfa: ()
A multicenter 6-year study in adult patients with
Fabry disease
FO1 FO2 FO3
3 months : 9 months : Up to 60 months
" Treatment-naive | | !
adult patients : " Pegunigalsidase alfa ) : “Pegunigalsidase alfa |
Pegunigalsidase alfa | | (biweekly infusions) I (biweekly infusions)
(biweekly infusions) : N=16 : N=15 }
N=18 J | '
. | [
[ |
o2mghg ) ' ([ o2mgkg ] !
1.0 mglkg : 1.0 mg/kg : 1.0 mglkg
2.0 mg/kg | 2.0 mglkg :

IUpto 72

I months total

Hughes D. Genetics in Medicine 2023;25:100968



Long-term safety and efficacy of pegunigalsidase alfa: m

A multicenter 6-year study in adult patients with
Fabry disease
A 150+ &
E -
— All patients 0 12044444 ) o .
Men =X 2 T ‘ 2. 5 ] 3 : I
g b — Women % 100 ; ! ‘
2 ol 3
a | E 40
Q | B
£ §
© 14
& 504 6 404 Mean baseline (SE), Mean 60 months (SE),
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83.3% reduction from baseline in plasma lyso-Gb3 after 60 The calculated mean (SE; median) annualized eGFR slopes up to 72 months were:
months = -1.6 (0.8; -1.5) mL/min/1.73 m2 /y for all patients

=-2.4 (0.9; -2.8) mL/min/1.73 m2 /y for males
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Long-term safety and efficacy of pegunigalsidase alfa: =
A multicenter 6-year study in adult patients with -
Fabry disease

EntifeBatwdnke to KatAd mpodil acPpaAerag kot avoxng tng pegunigalsidase alfa.
MNopodikn epdavion ADAs os <1/3 Twv a.oBevwv.
2taBeponoinon kapdiakwv napaperpwyv (LVM, LVMI, LVEF).

BeAtiwon N ota@eponoinon MSSI (Mainz Severity Score Index) kot BPI-SF (Short-Form Brief Pain
Inventory).
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On May 2023, pegunigalsidase alfa was approved by US FDA and EMA

as an ERT for the treatment of FD.

1 €10¢ 11xwWpPEC 180+
QLTLO TNV omou acOeveic ot
EYKpPLON KUKAodopel Bepancia
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ZUMTEpACHOTOL

U H vooocg Fabry eivat pla omavia, KARPOVOULKY), TOAUGTNHATLKE VOOOC TOU €TnNpealel SUCUEVWC
NV emBiwon twv acBevwv aAAd kot tnv nototnta tns {WNG Toud.

L Ztoxoc Twv Stadopwv BepameuTikwy apayoviwy eival n kabuotépnon thg eEEALENS TNG BAABNG
TWV OPYAVWV-0TOXWV Kal N BEATIWON TWV CUUMTWUATWYV TNG VOoOU.

U H anoteAsopatikotnta Twv Beparmelwyv MPoUMoBETEL TNV £yKatpn Evapén ToUG KoL, wW¢ K TOUTOU,
NV €yKatpn dtdyvwon tng vooou.

U H Bepamevtiki pog dapetpa epumAouTiletal e vEa dappaka, OTwe n pegunigalsidase alfa, pa
TIEYKUVALWHEVN Hopdn avBpwrTivn g a-yaiaktooldaonc A, n orola anédelée otL:
0 Mewwvel ta enineda lyso-Gb3
U Exel pkpo BaOpod avocoyovikoTnTog
O EmBpaduvel tnv e€EALEN TG VEDPLKNG VOOOU
U ‘Exel kKado mtpodil aopalelog Kot avoxng

O Awatnpet to Oepamneutiko g 0peAog eite wg apyLkn Oepaneia eite petd and aAlayr ano Oepanscia
Me KAaowkn ERT




