PNH: MNpokAnon otn KAwiwkn MNpaén

EAeva ZoAwpou

Ertk. Kadnyntpia MadoAoyiac-AtpatoAoyiocg
latpikn ZyoAn

Maventotnuiov MNatpwv



6 OktwPpiov 2014, MaBoloyikn KAwvikn MINT

Avopac, 60 etwv, voonAeio amo 4-nueEpou Aoyw
avatpiog, pe cuvodo apBpalyia kot epmMUPETO.

Hgb: 10g/dl, LDH: 580,

CT: Hmuia ommAnvopeyoaAia, Opoppwaon omAnVIKAC
dAEBac =2 Evapén LMWH

YKEPYN yLoL TPOYPAUUATIONO Yo OTIANVEKTON

ALLOTOAOYLKN EKTLUNON....



Epyaotnplakoc EAeyxoc:
* LDH: 580

* AEK: 3%

e Coombs (-)

* FLAER: kAwvoc 7% ota povokuttapa Kot 4%
oTa OUOETEPOPLA



CT kolAlac




[la TNV LoTopLa....

1866: O Dr William Gull mepleypade pe AemtopepeLeg
NMPWTOC TO VOohuo

1882: O Paul Strubing avayvwploe tnv atpocdatpivn ota
oUpa KOL TNV OVOLOOE «TTOPOEVC LK
aLpoodatplvoupilo

1911: O Marchiafava niepleypade 29 ypovia PeTA pLa
neputtwon pe PNH

1931: O Micheli dnpooievoe eploooTEPEC
AETITOUEPELEC VLA TO VOO O KOLL TO OVOLLOLOE
“Marciafava-Micheli atpoAuvTtikn avatpio pe
atpoodatpwvoupia”

1944: O Sir John Dacie Bswpel 0tL n PNH amnoteAel

KAWVLKO VOO O TWV OPXEYOVWV OLLUOTIOLNTIKWY
KUTTAPWV



Paroxysmal Nocturnal Hemoglobinuria

e EmikTnTn QLUOAUTLKA avatpio n omola elval To amoteAeoua
TNC KAWVIKAG EKMTUENC €VOC TIPOYOVIKOU KUTTAPOU TO
orolo dpEpeL pLa emikTnTn HeETaAAaén oto PIGA yovidlo to
OTtOLO BploKeTOL OTO X XPWHOOWHAL.

e H awpoodalpvoupia mou UMAPXEL OTO VOONUA €ilval TO

amnoteAsopa NG evdoayyelokne otpoAvonc twv RBCs ta
ormoia  elvat evaicOnta otn Avtikkny Opacn  TOU

OUUTTANPWHOTOC




Paroxysmal Nocturnal Hemoglobinuria

e Agv elval TOPOEUCLLKN
— YriapyxeL xpovia atpoAvon otn PNH mou amoteAet kal to
TTLO XOLPOKTNPLOTLKO evpnua. Odnyel og Slatapayec amo
dladopa cuoTHUATA
e Aev elval HOVO VUYTEPLVA
— Kata tn dtapkela TS vuxtag n Lelwon tou puBuou tng
QVATIVONC EXEL OOV ATIOTEAECUOL TTTWON TOU pH, pe
QTOTEAECA AVENUEVN EVEPYOTIOLNOCN TOU
OUUTTANPWHOTOC

* H Awoodatlpvoupia dev eival Tooo cuyvn.
-To 74% twv acBevwv epdavifoviol apxLka XweLg
atpoodatplvoupia

1. Hill et al. Haematolgica 2010; 95(4):567-73. 2. Rachidi S et al. EJIM 2010;21:260-7. 3. Parker C et al. for the International PNH Interest Group. Blood 2005;106:3699-709.



Aettoupyla tou PIG-A yovibiou

* Bpioketal 0to X-XpWHOOWHA

e Amnapaitnto yia tn ouvBeon twv GPI- opadwv
(glycosyl-phosphatidyl-inositol)

 MetaAlaéelc exouv nepypadel Kol o€ vyLn
atopa, YwpLlc KAwikn etkova PNH.
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PIG-A mutations

e[leploootepec amo 180 peTAANAEELL  E€XOULV
nopatnpnBet otouc acBeveic pue PNH, oe O0An 1n
KwolKoTolovpevn nteploxn tou PIGA yovidiov.

Large deletion
del 735 bp del exons 3-4-S5
=

Null mutations
] ke

»
—~
,.'
LYRA
/ EVV
-
| |
| |

polymorphism



e PIGA mutations

YNUELAKEC METAANAEEICD N TPWTELVN €XEL ULKPN
UTTOAELIOUEVN SpaoTikotnTa—> XOUNAN €kdpaon
GPIl-cuvdedepevwv MPWTELVWV

Frame shift mutations (aAAayl mAalciov
avayvwoncg) —  avevepyoc PIGA mpwteivn —
anwAeLla tn¢ glycosyltransferase dpaotikotTntac.

**OAec oL oclpéc pepouv TNV Ol petaAaén, — H
UETAANEN PIGA ouuBaivet oe Eva apyEyovo
kuttapo (early HSC).



* [Mpoodata exeL mepypadei etkova PNH oe
acBevn pe petaAlaén oto PIGT yovidlo

(xpwu.20)

* To PIGA yovidlo glval amapaitnto yLa tn
ouvBeon twv GPIl opadwyv, evw to PIGT eivol
amapaitnTo yLa tn mPookoAAnon Twv Non
oxnUatopeEVWY GPl opadwyv otic Stadopec
NMPWTELVEC



[Moloc Ba ekdbnAwoeL To voonua?

“Escape” or “relative advantage”theory: MBava
eval OEVUTEPO YEYOVOC TIPOAYEL TNV EKMTTUEN TOU
GPI- apvntikoU KAWVOU O0TO HUEAO, UE
amoteAeopa TN KukAodopila otn epLPEPELA TWV
WPLHLWYV KUTTAPWV OTtO TO KAWVO aUTO

H evdoayystakn atpuoAvon nEcw tTou
oUHNANPpWMATOC, pall e TNV TAoN VL
UpouBwosig, kaBwc kol tTn cuvodo amAaocia tou
pueAou amnotelovv “hallmark” tou voonuatog



Escape theory
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‘_* dvcloroyika HSC /GPI +

@ rrNu-HSC/GPI-

Avtoavtidpaoctika CTL

Rotoli B, Luzzatto L. Semin Hematol 1989;26(3):201-207




* Exelmepypadel ot acBeveic pe PNH €xouv
avtoovtidpaotiko CD1d/GPI- eldiko T
KUTTOPLKO MANBUGOUO, LE XOPOKTNPLOTLKA N
uetofAntn TCRa aAvoida

* O mAnBuopuoc autocg nbava va adnvel
nAeovekTnua emiBiwonc oto GPIl-apvntiko
nAnBuopo

Gargiulo L et al, Blood 2013: 2753-61



Duololoyika RBC
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ApAon TOU ZUUITANPWLOTOC

e CD55 (DAF): Decay accelerating factor

AVOOTEANEL TO OXNUATIOUO KOl TN
otaBepornoinon tn¢ C3 convertase

e CD59: (MIRL): Membrane inhibitor of reactive
lysis

Eumodilel tn ouvdeon tou C9 pe To CUUTTIAOKO
C5b-C8, kal etoL avaoteAAeTaL N dSnuiovpyio Tou
MAC (membrane attack complex)



 MAC: ArtoteAeital amo pot opada TTPWTELVWV.
2XNUATL(ETOL LETA TNV EVEPYOTIOLNON TNC
KAOLOOLKNC KAl EVAAAQKTLKNC 060U Tou
OUUTTANPWHATOC. ANHLOUPYEL TTOPOUC OTN
Autidlakn Suthootolfada TwV KUTTAPWV-
OTOXWV ME amoTteAeoua tn AUon Touc.



EvOoayyeilakn atpoAvon PNH RBC
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GPl-cuvbedepevec MPWTELVEC

CD55 B cells CD24 CD55
CD§8‘ CD58*CD59
CD59 - 43 CD48 PrPCCD73
PrPC Hematopoietic =
AChE Stem Cell
JMH Ag
Dombroch T cells CD55 CD58*
HG Ag . CD59 CD48
: CDw52 CD87
CD55 _ . ) | cow1o0s PrPc
CD58* ‘ ADP-RT CD73
CD59 ; CD90 CD109
CD109 CD59, CD90, CD109 CD16*
PriC Platelets
GP500
Sova/b A\ NK cells
CD55 CD58* CD55
CD59 CD14 CD58*
CD16 CD24 CD59
CD48 CD66b Monocytes CD48
CD66cCD87 = CDw52
SR e
LAPNB1 PrPC = = = CD16*
p50-80 GPI-80 : sk 7
ADP-RT L(EE)O,U}.)B PrPC GPI-80
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* Evdoayyelakn atpuolvon—=> Auénpevn
OUYKEVTpwWON eAeVBepnc Hgb oto mAdopa—=>
eMewpn NO

 HeAewpn NO guBuvetal: ayyelocvomaon,
OTIOLOLOC oloodayou, oTUTLKN SuoAeLToupyia,
KOWALaLKO aAyoc, katafoAn, BpouBwaon, Ko
rbava cUCoWPELON OLLLOTIETOA LWV



Mnxaviopoc Opopwonc otn PNH

Mpodavwc o pnxoviopoc tnc OpopBwonc otn PNH
glvall TTOAUTIAPOLYOVTLKOC

* H evepyomnoinon tovu cupnAnpwpatoc odnyet oe
aLpoAuaon, Kot areAevBepwaon eAeVBepnC
aLpoodalpivne e amoTteEAECHA EVEPYOTIOLNON
atponetaAiwv kat EAewpn NO.

* 2Tn ouveXela mapatnpeitat evbobnAtakn BAALN
kat evepyoroinon WBCs. OAa avtd cupfailouv
otn dnuoupyla EVs, kot tiBava otn Bpopfwon



Extracellular vesicles

e Kuttaplka Bpavopata ta onoia arneAeuvBepwvovtal
aro dtadopa kuttapa (PLT, RBC, WBC...) petd amno
gvepyomolnon N amontwon.

* Ta pkpoowpatidla avtd ekPpAlouv EVEPYOTIOLNTEC
KOLL LVOLOTAATEC TNG TTNENC, KOlL EMLONC METAPEPOUV
nAnpodopleg ya tnv vwdoAuon

e AMOTEAOUV TOUC KUPLOUC pUBULOTEC pEeTOEV TTNENC KoLl
vwdoAuong, katL cupBairlouy otnv alpooToon, otnv
ETUKOLVWVLA LETAEY TWV KUTTAPWY, 0TN PAEYLOVH KOl

™ OpouPwon



PoAoc twv EVs otn Bpopfwon
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* Xtn PNH daivetal otL n evepyomoinon tou
OUUTTANPWHUOTOC, EXEL OAV ATTOTEAECHA TNV
areAevBepwon EVs mou cuppfairiouv iBava
otn BpopuBwon

* Y& aoBeveic pe PNH €xouv petpnBet upnia
enineda kukAodpopouviwy Evs, mou o1n
TTAELOVOTNTA TOUC TIpOoEPYOVTAL armo ta PLT



Mnyxaviopot 6poupwonc otn PNH

H éAAewpn tou CD55 kat CD59 amo ta PLTs, mBava odnyei otnv
EVEPYOTIOLNON TWV OULUOTIETOALWVY ATTIO TO CUUTANPWUOL

H évdela NO odnyel og evepyormnoinon twv PLTs

H ameAevBepwon tng Hgb Adyw tncg atpoAvoncg odnyet oe
evdoBnAlakn BAABN Kal KOT eEMEKTAON OE evepyomoinon twv PLTs
EAAewpn GPl-cuvdedepévwy mpwtewvwy amo ta PLTs (m.x.PAR-1)
duvato va mpoadyeL th Bpoufwon

To UPAR puUGCLOAOYLKA LLETATPETIEL TO MTAACLVOYOVO O€ TAQCUIVN
kol odnyet og BpouPoAuvon

Ye aoBeveic pe PNH ta emtimeda tou uPAR otnv emidpavela twv
AEUKWV €lvol HELWHEVA, EVW Bplokovtoal avénueva emimeda
soluble uPAR, miBava umtapyel Statapaxn oTo WWWOOAUTLKO
ocvotnua

MBoava 000 1o HEYAAOC O KAWVOC T000 HeEYAAUTEPOC O KIvOUVOC



Paroxysmal Nocturnal Haemoglobinuria

5-eTNn¢ Bvntotnta: 35% mapa
TNV UTTOOTNPLKTLKN aywyn

Juxvotnta:
16 aoBeveic / ekato.

Mrmopet va yivel dtdyvwon oe
OAEC TLC NALKIEG

Méon nAwia: 30 xp.
MpoodeuTtikd voonua

H un e)\eyxc')usvr]
EVEPYOTIOLNGN TOU
CUMMANPWHOTOC Elval
urnevBOuvn yla tn BvnTotnTa
Kal Ovnolpotnta

Patients Surviving (%)

Actuarial Survival From the Time of
Diagnosis in 80 Patients With PNH

Age- and gender-m
matched controls

/}O_
90— Patients with PNH
U9 I I I I I
0 ) ‘L0 15 20 25

Years After Diagnosis

The expected survival of an age- and gender-matched control group is shown for comparison
(Hillmen et al 1995). In a patient population where % the patients have <30% clone, 1in 7
patients died by 5 years (de Latour et al. Blood. 2008; 112: 3099-3106)



Katataén tnc PNH

Rate of intravascular Benehit from
Category hemaolysis® Bone marrow Flow cytometry analysis eculizumab
Classic Florid {markedly abnormal Hypocellular with areas of  Large [50-100%) population  Yes

PMH in the sefting
of ancther bone
marrow failure
syndrome”

Subclinical

LDH often with episodic

macroscopic hemoglobinuria)

Mild [often with minimal
abnormalities of biochemical
markers of hemolysis)

Mo clinical or biochemical
evidence of intravascular
hemolysis

erythroid hyperplasia and
normal or near-normal
morphology®

Evidence of a concomitant
bone marrow failure
syndrome®

Evidence of a concomitant
bone marrow failure
syndrome?

of GPI-AP-deficient PMMNs®

Moderate (25-50%)
population of GPI-AP-
deficient PMNs®

Small [<25%)f population
of GPIAP-deficient PMMNs®

Typically ne, but some
patients in this
subcategory have
clinically significant
hemolysis and may
benefit

Mo




H evdoayyeiakn atpuoAvon Peow Tou
ouuMAnpwuaToc, nall e TNV TAdon L
UpouBwosig, kabwc kol tTn cuvodo amAaocia tou
pueAou anotedovv “hallmark” tou voonuatoc

Ta RBC otn PNH €ival evaiobnta otn AuTikn
dpAon TOU CUMTTANPWHATOC GOV ATIOTEAECUA TNC
eAewpnc tou CD55 kat tou CD59 amo tnv
eTILPAVELA TOUC.



KAwvikeg ekbnAwoeic PNH

AOYW TNC EVSOAYYELAKAC AtMOAVGNC: n ] | 1 ]

- |
Avouuia, atpoodatplvoupia, Komwon, oéeia/xpovia
VEPPLKN OVETIATIKELQ, UTTOTPOTILA{OVCEC
OUPOAOLUWEELS, KOLALAKO AAyocC, AAyoc paxng,
KepaAaAyia, OTIACUOC OLOODAYOU, OTUTLKN
duoAeltoupyia, xoAoABiaon

Mo onavia:

XoAlboxoduokivnola, oeia maykpeatitoa,
Loyatpia ko e€eAkwoelc 12-6aktuAou Kal .
EVIEPOU



KAwikéc ekdbnAwoeilg PNH

Aoyw BpopBwonc:

OpopBwon koktakwv pAeBwv: Budd-Chiari,
OpopuBwon omANVIKAG, LECEVTEPLOU, VEDPLKWV
dAePwv

MuAalo uteptaon, Kpool olocodpayou
OpouBwon eykepaAikwv PAeBwv: kepaAaAyia,
OLLLLOPPAYLIKO EUPPOKTO

OpouBwon opOBaAALLKAC, aTtwWAELA OpAONC

DVT, mveupovikn epPoAn

2TIAVLOL:
Aptnplakec BpouPwoclc, AEE, epdpayua
nuokapdiou



KAwvikeg ekdnAwoeilg PNH .

Aoyw amAooiac LueAo:

Avalpio, Aotpwéele, apoppayla,
HueAoduoTAAoTLKO cUVOPOUO
OoTtka aAyn

2TIAVLOL

Ektpor) oe OMA

EvtouTolg, o LUEAOC UIMOPEL va elvall
UTTEPKUTTAPLKOC ME UTtEPTIAOCLA EPUBPAC OELPAC N
UTTOKUTTOPLKOC, KoL JE TToLlKIAov BaBpou meviec oto
NEPLPEPLKO oL



93% twv aoOevwv £xouv Kamola

KUTTOPOTIEVLOL

Unknown

Anemia and
neutropenia

Anemia and —
thrombocytopenia

PNHEU11002
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[ati mpemel va eAeyxouvpue yio PNH

 H Unopén anoteAsopatikng Oeparmneioc poc emPaArAet
TNV epyaoctnpelakn avalntnon-enipepaiwon twv
olcOevwv pe kKAvika otoyeia PNH
e H gykailpn dtayvwon eival amapoitntn ywo th owotn
QVTIMETWTILON TWV AoBevwv
* International PNH Registry
— Improve the understanding of the natural history of PNH

— Evidence base to inform clinical-decision making

— 580 patients from 15 countries are currently enrolled in the
PNH registry (e.qg. results presented at EHA 2010)



Mool acBeveic mpemel va eAeyyovtoat yio PNH

* Coombs-apvntikn oillloAUTLIKA Voo
* Alpoodarplvoupia

* ATTAOLOTIKN avalpia

* RA-MDS

» Kuttapormeviec tov 6ev punopouv va
eppunvevBoLv

* OpopPwoelc kKuplwc og acuvnBelc Beoelc
* AcBeveic pe BpopPormevia Kal
LOLKPOKUTTAPWON N oTOLXELA aLMOAUONC
* AcBeveic pe BpouPwaon KoKWV N
eVKEDOAAKWV PAEPwWV



Two Independent International Groups
Recommend Testing High Risk Patients for PNH

Guidelines for the diagnosis and monitoring of paroxysmal
nocturnal hemoglobinuria and related disorders by flow cytometry

Michael J. Borowitz *, Fiona E. Craig, Joseph A. DiGiuseppe, Andrea J. lllingworth, Wendell Rosse, D. Robert Sutherland,

Carl T. Wittwer, Stephen J. Richards, On behalf of the Clinical Cytometry Society

Diagnosis and management of paroxysmal nocturnal hemoglobinuria

Charles Parker, Mitsuhiro Omine, Stephen Richards, Jun-ichi Nishimura, Monica Bessler, Russell Ware, Peter Hillmen, Lucio Luzzatto,
Neal Young, Taroh Kinoshita, Wendell Rosse, and Gerard Socié, for the International PNH Interest Group



|ICCS International Cytometry Society

“...any patient with unexplained hemoglobinuria should be
tested for PNH...routine PNH-screening may be
appropriate for all patients with Coombs-negative hemolytic
anemia, particularly if characteristic cellular abnormalities
(spherocytes, sickled cells, schistocytes, etc.) are not

present, and there is no obvious infectious cause of the
hemolysis.”



Evidence of PNH Cells in Aplastic Anemia

PNH cell AA patients Proportion of

threshold* (n) positive patients

1.0% 115 22%?*
0.003% 122 68%?
0.003% 303 56%3
0.01% 413 70%%

*granulocytes

#Interim results from EXPLORE, a multi-center prevalence study of PNH-
clone size in patients with AA, MDS, and other BMF

MDS — myelodysplastic syndrome; BMF — Bone marrow failure

1. Dunn %% et al. Ann Intern Med 1999;131:401-8. 2. Sugimori C et al. Blood 2006;107:1308-14. 3. Nakao S et al. Int J Hematol 2006;84:118-22. 4. Galili N et al. J Clin
Oncol 2009; 27:15s (suppl), abstract 7082.

PNHEU11002



Immunosuppressive Therapy With
ATG/CSA in AA Patients With PNH Cells

100%

*
80% -
60% -
*
40% A
20% A I I
0%

" PNH+
" PNH-

Overall response Complete response

* Presence of PNH cells was the only significant predictor of response to IST

in 140 AA patients (P < 0.01) in multivariate analysis?

*P-value s: Complete response P = 0.03; Overall response P < 0.001

1. Sugimori C et al. Blood 2006;107(4):1308-14. 2. Sugimori C et al. Exp Hematol 2007;35:13-20.

PNHEU11002



National Compre!ensive Cancer Network: Practice Gui!elines !or MDS

Guidelines Index
B Practice Guidelines . MDS Table of Contents
NCCN in Oncology —v.2.2010 | Myelodysplastic Syndromes Discussion, References

INITIAL EVALUATION

CATEGORY

Ste il particularly in young patients with normal
B cytogenetics and hypoplastic MDS”

« RBC folate, and

IMOMBDOCYIOSIS
«Consider flow cytometry to
evaluate for PNH or
to assess possiblETarge

AML
(See NCCN AML
[reatment

Guidalines)

MDS “Consider flow cytometry to
established evaluate for PNH clone”

ac based on criteria for classification with application o . oee Classification Sys )5
morphological [

Euppressive therapy.

and CIinicaI genita.

tems (MUS-2 and MUS-4

dicated.
cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

sarved . Thess guidelines and fhis illustration may not be reproduced in any form withouwt the express writhen permission of NCCH. MDS'1

PNHEU11002
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Evidence of PNH Cells in MDS

PNH cell Proportion of
MDS type n threshold* positive patients
RA/RCMD/RAEB-1&2/ o 0/1
RCMD/RCMD-S 19 0-003% 2%
5q(-)/RA/RAEB-1&2/ 4500 0.01% 55942#

RCMD/RCMD-S/Unclear

#Interim Results from EXPLORE, a multi-center prevalence study of PNH-clone size
in patients with AA, MDS, and other BMF

RCMD - refractory anemia with multi-lineage dysplasia

RAEB - refractory anemia with excess blasts

RCMD-S - refractory cytopenia with multi-lineage dysplasia with ringed sideroblasts
5qg - 5q syndrome

1. Ishikawa T et al. Int J Hematol 2007;86:150-7. 2. Galili N et al. J Clin Oncol 2009; 27:15s (suppl), abstract 7082.

PNHEU11002
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EmutA€Eov EpyooTNPLOKA EUPHHOTO TTOU
ouvnyopouv otn diayvwon PNH
* Auénuevn LDH
e XapnAn amtoodatpivn
e XapnAn eupeon xoAepuBpivn
* Alpoodarplvoupia
* Alpootdnplvoupia
e Auénueva AEK

* YriepmtAaolo epuBpac OELPAC OTO HUEAO



Easy to Understand Reports

PNH clone detected — yes or no
2. PNH-clone size in WBC (60.9% in granulocytes and 61.5% in monocytes)

PNH-clone size in RBC with distribution of Type | (90.6%), Type Il (5.3%) and
Type Il cells (34.1%)

4. Flow cytometry graph of PNH clone is provided

Flow Results: Immunophenotypic analysis was performed using gating antibodies CD45. CD15, CD33,
CD&4, GPl-linked antibodies CD58, CD 14, CD24, as well as fluorescent Aerclysin (FLAER).

Cell Type Deficiency Result
Type || (partial CO52 deficiency) 5.3%
RBC Type |l {complete CO59 deficency) 4.1%
NH Clone sze (Type | and Type /Il combined 9.4%
WEC - Monocytes FLAERI/CD14 Deficiency 61.5% (57.2% Type il + 4 3% Type i)
WBC - Granulocytes | FLAER/CD24 Deficiency 60.9 (54.7% Type Il + §.2% Type l)

-------

Puaen b bns

Tyge 1l and Type |l PNH cione In RBC's Type Il (olug) ard Type i {greern )} PNH Clone In Granuiocytes

43 The markers uced for thic fow oytometric analysic are labeiec ac Analyte Spsoifio Reagentc (A2R) and are ucad for olinioal purpoces. The performance
oharacterictios of thece markerc have bosn determined by OCD2-Flow Cytomelry Laboratory. Their use hac not besn approved by the U8 Food and
Drug Adminictration; the FDA has determined that cuoh approvwal is not nsosceary.

PNHEU11002



Oeparneia PNH

YriootnpnkTkn aywyn (Letoyyloelc,
QVTLITNKTIKA aywyn,....)

Metapooyxevon pueou
Eculizumab

NEec BepATIEVTIKEC ETILAOYEC OE KAWVLKEC
ueAetec (TT30,... otoxoc n S1opOBwon katL TtNC
eEwayyelaknc atpoAvonc)



Eculizumab

human germline framework regions

variable \

complementarity determining regions
(murine origin)

variable
light
chain

human kappa light chain
constant region

} human IgG4 heavy chain

human IgG2 heavy chain constant regions 2 and 3

constant region 1 and hinge

tHO

To Eculizumab eival éva avBpwrmomnolnpuévo HoVOKAWVLIKO avtiowpa Evavtt tou C5
KAQOMOTOC TOU CUMTTANPWHUATOC TTou eUodilel Tn TEALKA evepyoTmoinon Tou
CUMTTANPWHOTOC



Eculizumab

* Meiwon tnc evdoayyeLoknc oilpoAuonc

* Meilwon TWV aVAaYKWVY O€ LETAYYLOELG

* 92% peilwon ota BpopBwTtika enelcodla
* BeAtlwon vedplknc Aettoupyloc

* BeAtlwon MVEULLOVLKNGC UTIEPTAONC

* BeAtiwon KOMwaon¢ Ko tototnTac {wNC

* BeAtiwon emBilwong

H gykatpn evapén Bepameioc eivatl kKaBopLoTIKNAG
onUooLoC



2 UUTIEPOLOLOLTLKOL
Mapatnpouvtol KaBNoTeEPNOELC oTN OLAYVWON TTOU
LUItopEeL val ptavouv akopa kat ta 10 xpovia

Mpemnel va yivetal eAeyxoc oe aoBeveic upnAou
kwwduvou yia PNH

‘EAeyx0C o0& €€eLOLKELUEVA KEVTPOL

Yriapyxel ocnuepa FDA-approved Beparmneia mou
NPOChEPEL ONUAVTLIKA BeATIWON 0ToUC aoOEeVELC

NEec BeparmeuTikeC erthoyecg (e€wayyelakn
atpoAuon) Bpiokovtal o€ KAWLKEC SOKLUEC



Take home message:

H PNH €ivaun éva ortavio voonpa aAAd o ocuXvo amno ot
TLOTEVOUUE! Symptoms you can see o fel.
Mp£neL va yivetal o EAeyxoc yia tibavr) PNH! e Gk i akd

« Tiredness symptoms:
« Difficulty performing « Dark-colored urine

daily activities « Shortness of breath
« Trouble concentrating « Difficulty swallowing

» Dizziness « Yellowing of the skin
» Weakness and/or eyes

in: + Erectile
Pain: dysfunction (ED)
+ Stomach pain
« Leg pain or swelling
« Chest pain
» Back pain

PNH is just like an iceberg! What you
can't see or feel can hurt you the most

From PNHSource

Blood clots

Kidney disease

Damage to your organs ‘
Stroke

Heart attack

Signs you may not always see or feel.




