PNH: NMpokAnon otn KAwwkn Mpaén

EAsva ZoAwpou

Ertik. Kadnyntpia MNadoAoyiac-Awuatoroyiog
latpikn ZxoAn

Maventotnuiov Matpwv



6 OktwRpiou 2014, NMaBoAoykn KAwvikny MINT

Avopac, 60 eTwv, voonAeia armo 4-nUEpoU Aoyw
avolplac, pe ouvodo apbpoalyia Kol EUTTUPETO.

Hgb: 10g/dl, LDH: 580,

CT: Hmuat omAnvopeyoAia, Opoupwon ormtAnVIKAC
bAEBac 2>  Evapén LMWH

>KePN yLa TPOYPAMUUATIOMO YLl OTTANVEKTOUN

ALLLOITOAOYLKN EKTLULNON....



Epyootnplakoc eAeyxoc:
* LDH: 580

* AEK: 3%

e Coombs (-)

* FLAER: kAwvoc 7% ota povokuttopa Kat 4% ota
ovdetepOPLAQ



CT kolALlag




[lwa TV LoTopLaL....

1866: O Dr William Gull mepLeypaipe pe Aemtopepelec
NMPWTOC TO VOO MO

1882: O Paul Strubing avayvwploe tnv atpoodatpivn ota
oUpO. KOIL TNV OVOUOLOE «TIAPOSUOLLLKN aLlpoodalplvoupio

1911: O Marchiafava mepleypape 29 xpovia HETA Lo
neptntwon pe PNH

1931: O Micheli énuocicvoe meplocoTEPEC AEMTOUEPELEC
yLaL TO voonua Kot To ovopaoe “Marciafava-Micheli
OLLLLOAUTLKN avatpia pe apoodatplvoupia”

1944: O Sir John Dacie Bewpel otL n PNH amoteAel KAWVLIKO
VOO O TWV OPXEYOVWV ALLOTIOLNTIKWY KUTTOPWV



Paroxysmal Nocturnal Hemoglobinuria

e EmikTNTN QMOAUTIKN avollpio n omolo €ivol To omotEAECHA
TNC KAWVLIKAC EKMTUENC EVOC TIPOYOVIKOU KUTTAPOU TO OTOLO
deEpel plor emiktnTn petaAlaén oto PIGA yovidio to omolo
BploKeTOoL 0TO X XpPWHOOWHAL.

e H alpoodoalpvoupla TTOU UTIAPXEL OTO VOONMO Elval TO
aroteAecpa TNC evdoayyelokne atpolvonc twv RBCs ta
ormolaa  €lvat evaioBnta otn  Auvtikn Opdcon  ToOUu

OUUTTANP WLLOTOC




Paroxysmal Nocturnal Hemoglobinuria

e Agv elval TaPo&UOULKN

— Yrtapyxet xpovia atpoAvon otn PNH mou amoteAel Kal To TtLo
XOPAKTNPLOTLKO eVpnpa. Odnyel o Slotapaxec amo
Sladpopa cuothupaTa

e Agv €lvol HOVO VUYTEPLVI)

— Kata tn dlapkela tng vUXToC N LELWON Tou puBpou NG
QVOTIVONC EXEL OOV ATTOTEAECHA TITWON Tou pH, pe
QMOTEAECHA AUENUEVN EVEPYOTIOLNGON TOU CGUUTTANPWHOTOC

* H Awoodalplvoupta dev eivol Toco cuyvn.

-To 74% twv acBevwv epdavifovrol apxLko XwpeLc
altpoodalplvoupia

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 yovidlov

* Bploketal 0To X-YpWHOOWLLO

* Anapalitnto yia tn ouvBeon Twv GPI- opadwv
(glycosyl-phosphatidyl-inositol)

 MetaAlaelc exouv epypadel KoL O€ VyLN
ATOMO, XWPLC KAWVIKN etkova PNH.
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PIG-A mutations

e[leplocotepec  amo 180  petoAaéelc  €xouv
napatnpenBetl otouc acBeveic pe PNH, oe oAn tn
KwdKomoloupevn mteployxn tou PIGA yovibiou.

Large deletion

ggl_7=3=5 bp = del exons 3-4-S5 _
Rt Foashlntt. 2 B mg ST T 10 mikn
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polymorphism



e P/GA mutations

YNUELOKEC UETOANAEELC N TIPWTELVN EXEL ULKPN
UTTOAELTIOMEVN OpaoTikotnta—=>  xaunAn €kdppacn GPI-
oUVOEDEUEVWV TIPWTELVWV

Frame shift mutations (aAAayn mAowoiou
avayvwonc) —  avevepyoc PIGA mpwteivn — amwAela
tn¢ glycosyltransferase dpaoctikoTNTOC.

*OAec oL oelpec dpepouv TNV O petarraén, — H
LETAANEN PIGA cuuBaivel o evo apyYEyovo KUTTAPO
(early HSC).



* [poodata €xeL meplypadet etkova PNH oe
aocBevn pe petallaén oto PIGT yoviblo
(xpwp.20)

* To PIGA yoviOLo £lval amopoltnTo yLo TN
ouvOeon twv GPl opadwyv, evw to PIGT elvol
QTP OALITNTO VLA TN TTPOOKOAANON TwV NéN
oxnuatiopevwy GPl opadwv otic dtadopec
TP WTELVEC



[Mowoc Ba ekdnAwoeL To voonua?

“Escape” or “relative advantage”theory: MBava va
HEVTEPO YEYOVOC TIPOAYEL TNV EKTTTUEN TOU GPI-
APVNTIKOU KAWVOU OTO HUEAO, UE OTTOTEAECHOL TN
KUKAodopla 0TN MEPLPEPELA TWV WPLHULWV KUTTOPWV
QO TO KAWVO AUTO

H evdéoayyeiakn atpuoAvon pecw tTou
CUMTTANpwWHATOC, Mol pe Tnv taon via dpouBwoelc,
KatBwc kot tTn ouvodo amAaocia Tou HUEAOU
artotehovv “hallmark” touv voonuatoc



Escape theory

\* dvooroywka HSC /GPI +

AvtoavtiSpactika CTL

@ rrH-HSC/GPI-
Rotoli B, Luzzatto L. Semin Hematol 1989;26(3):201-207



 ExeLmeplypadel otL acBeveic pe PNH €xouv
avtoavtldpaotiko CD1d/GPI- elOkO T KUTTAPLKO
nANOUGoUO, HE XOPAKTNPLOTIKN UN METABANTA
TCRa aAvoiba

* O nAnBuopoc avtoc mbava va adnvel
nAeovektnua eniBiwonc oto GPl-apvntiko
nAnBuopuo

Gargiulo L et al, Blood 2013: 2753-61



DuoloAoyika RBC
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* DAF=CD55
* MIRL=CD59



Apoon TOU ZUUMANPWHATOC

 CD55 (DAF): Decay accelerating factor

AvaoTEAANEL TO OYNUATIOMO KoL Tn otaBepomnoinon
tnc C3 convertase

 CD59: (MIRL): Membrane inhibitor of reactive
lysis

Eumodilel tn ouvdeon tou C9 pe To CUUTTAOKO ,
C5b-C8, kat €toL avaoteAAeTaL N OnULovpyLa Tou
MAC (membrane attack complex)



* MAC: ArtoteAeltal oo pot opada ITPWTELVWV.
2xynuatileTal LETA TNV EVEPYOTIOLNON TNC
KAQLOOLKNC Kot evaAAaKTLKNC 060U Tou
CUMTTANPWHATOC. ANULOUPYEL TOPOUC OTN
AutoLakn duthootolfada Twv KUTTAPWV-CTOXWV
LE aTOTEAEGMOL TN AUCN TOUC.



Evboayyetokn atpoAvon PNH RBC
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GPl-cuvdedepevec TPWTELVEC

CD55 B cells CD24 CD55
gggg‘ CD58*CD59
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* EvSoayyslokn atpoAvon—=>  Auénuevn
OUVKEVTpwWoON eAeVBepnc Hgb oto mAaopa—>
eAMewpn NO

* HeAMewpn NO suBuvetal: ayyeloocuomoon,
OTIOLOLOC oLoodayou, oTUTLKN SUCAELTOUpYLQ,
KOWLKO aAyoc, katoafoAn, Bpoupwon, ko
riBava cucowpeLON ALMOTIETOALWVY



Mnyoviopoc Opoupwonc otn PNH

Mpodavwc o pnyoviopoc tne Bpouwong otn PNH
€lvoll TTOAUTTOLPOLYOVTLKOC

*H evepyomolnon Tou cuunAnpwpotoc odnyel oe
aLpoAvon, kot areAevBepwaon eAevBepnc
aLpoodalpivng LE ATTOTEAECHOL EVEPYOTIOLNON
atpometaAiwy kat EAAewpn NO.

e TN ouveExeLa mopatnpeitatl evéobnAiakn BAafn ko
evepyortolinon WBCs. OAa avta cupBailouvv otn
dnulovpyta EVs, kat miBava otn BpopBwon



Extracellular vesicles

* Kuttoapika Bpalvop

ato to omola areAeuBepwvovtol

aro Stadopa kuttapa (PLT, RBC, WBC...) peTa ato

gvepyoToLnon N o

OTITWON.

 Ta pkpoowpatiola auta ekppalouV EVEPYOTIOLNTEC KoLl
QVOOTOATEC TNC ITNENC, KoL ETILONC METADEPOUV

nAnpodoplec yLa tn

v vwdoAuon

* AmoteAoUV TOUC KU

DLOUC pUBLOTEC peTaéL TTNENC KoL

lvwodoAuonc, Kot cupAAAOUV OTNV ALPLOCTACH, OTNV
ETILKOLVWVLOL LETAEL TWV KUTTAPWYV, 0TN PAEYHOVN KoL TN

BpouBwon



PoAoc twv EVs otn BpopPwon
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* >tn PNH datvetal otL n evepyomolnon Tou
OUUTIANPWHLOTOC, EXEL OOV ATIOTEAECHA TNV
arteAevBepwon EVs mou cuparlouy miBava
otn OpouBwon

e & aoBeveic pe PNH gxouv petpnBet vPpnia

enineda KukAodpopouvtwv Evs, Tou otn
NTAELOVOTNTO TOUC IpoEpyovTol arno ta PLT



Mnyoviopot Opopwonc otn PNH

H éAewpn tou CD55 kat CD59 amo ta PLTs, miBava odnyet otnv
EVEPYOTIOLNON TWV OULLOTIETAALWY ATIO TO CUMMANPWHLOL

H evbela NO odnyel og evepyomoinon tTwv PLTs

H ameAeuBepwon tnc Hgb Aoyw tnc atpoAvonc odnyet o evéoBnALokn
BAaBn kat kot enekTaon o€ evepyomolnon twv PLTs

EANewpn GPIl-cuvbedepevwy npwtetvwy armno ta PLTs (r.x.PAR-1) duvato
vo TpoayeL tn Bpoppwon

To uPAR puoLoOAOYLKO LETATPETIEL TO MAOQCULVOYOVO OE€ MAQOULVN KAl
obnyel o BpouBoAuvon

>e aoBeveic pe PNH ta emtimeda tou UPAR otnv emipavela Twv AEUKWV
elval HELwWMEVA, eVvw Bplokovtal avénueva enineda soluble uPAR,
riiBava vrtapyel Statapayn oto LVwWOOAUTIKO cuoTnua

MBava 000 1o PeEYAANOC 0 KAWVOC TOOO MEYAAUTEPOC O KLVOUVOC



Paroxysmal Nocturnal Haemoglobinuria

5-etn¢ Ovntotnta: 35% mapa tnv

UTTOOTNPLKTLKA aywyn
Yuxvotnta:
16 aoBeveic / ekaTop.

Mropel va Yivel SLayvwaon o€
OAEC TLC NALKiEC
Meon nAwkia: 30 xp.

[Mpo0odEUTIKO voonua

H un eAeyxoOLEevn evepyoToinon
TOU CUMUTTANPWHUOTOC Elval
urtevBuvn yLa tn BvnToTNTA KO
Bvnowuotnta

Patients Surviving (%)

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

Age- and gender-""

matched controls

M

Bl ¥ B
T
Patients with PNH

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, 1 in 7 patients
died by 5 years (de Latour et al. Blood. 2008; 112: 3099-3106)



Katataén tnc PNH

Rate of intravascular Benefit from
Category hemaolysis” Bone marrow Flow cytometry analysis eculizumab
Classic Florid {markedly abnormal Hypocellular with areas of  Large [50-100%) population  Yes
LDH often with episodic erythroid hyperplasia and of GPIAP-deficient PMMNs®

PNH in the sefting
of ancther bone
marrow failure
syndrome”

Subclinical

macroscopic hemoglobinuri

Mild [often with minimal
abnormalities of biochemical
markers of hemc-hfsis}

Mo clinical or biochemical
evidence of intravascular
hemolysis

normal or near-normal
mor phology®

Evidence of a concomitant
bone marrow failure
syndrome®

Evidence of a concomitant
bone marrow failure
syndrome®

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

Small [=25%)" population
of GPIAP-deficient PMMNs®

Typically no, but some
patients in this
5u|::~:4:|’reg4:-r}= have
clinically significant
hemolysis and may
benefit

Mo




H evéoayyeiakn atuoAvon LEcw TOU
oUMTTANPpwWHATOC, polt e TNV taon va dpouBwoelc,
KaBwc kat tn cuvodo amAacia Tou HUEAoU
artoteAovv “hallmark” Touv voonuatoc

Ta RBC otn PNH etvat evaiocOnta otn Autikn dpaon
TOU CUMTMTANPWHOTOC ooV anmoteAsopa tne EAAeLPNC
tou CD55 kat tou CD59 aro tnv emudpaveLa Touc.



KAwiwkec ekdnNAwoeic PNH

AOyw tnC evdoayyelakng atpoAvonc: n ] .' ]' ]
P

Avaluia, atpoodatplvoupia, Komwon, ofsio/xpovia

VEDPLKN QVETIATIKELQ, UTIOTPOTILA{OUOEC

OUPOAOLHWEELC, KOWALOLKO OAyOC, aAyoc paxnc,

kePaAaAyla, oTtAcHOC 0lcodpayou, OTUTLKN

duoAettoupyla, YoAoAlBiaon

Mo onavia:
XoAlboyoduokivnola, oéelo maykpeatitida, LoxaLuio
Kol £€eAKWOELC 12-OAKTUAOU KOL TT. EVIEPOU



KAwikec ekdnNAwoelc PNH

Aoyw Bpoupwonc:

OpouPwon kolhtakwv pAeBwv: Budd-Chiari,
OpouPwon omMANVIKNC, LECEVTEPLOU, VEPPLKWV
dAeBwv

MuAalo unteptaon, Kipool olcodpayou
OpouPwon eykepaiikwv PAeBwv: kedpalaAyla,
QLLLOPPAYLIKO EUPPAKTO

OpouPwon opOBaAULKNC, amtwAELO OpOONC

DVT, mvevpovikn epBoAn

2TavLaL:
Aptnplokec BpouPBwoelg, AEE, epdppaypa puokapdiou



KAwiwkec ekdnNAwoeic PNH

=

Aoyw amAaoloc puelou:

Avalpio, AOLLWEELC, alpLoppayLa, Vo]
HLUEAOSUOTIAALOTIKO OUVOPOLO R
OoTKa aAyn

2TIAVLOL:

Ektpory oe OMA

EvtouUtolg, o LUEAOC UTTOPEL va ELvaL UTTEPKUTTOPLKOC
le urntepmAaocia epuBpac oelPac N UTTOKUTTAPLKOC, KOl
LLE TTOLKIAOU BaBpuov mevieg oto MePLPEPLKO ailpa



o 4 4 4
93% TWV aocOevwyv EYouv KarmoLo
KUTTOPOTIEVIAL

Unknown

Other combinations

Anemia and
neutropenia 7 79

thrombocytopenia

PNHEU11002
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[Lati mpemneL va eAeyxouvpue yia PNH

* H Unapén amoteAsopatikng Oepamneiog pog EMPBAAAEL TNV
gpyaotnplakn avalntnon-enifefaiwon Twv ocOEVWV UE
KAwwka otowyeio PNH

* H gykaipn dlayvwon elval amapaitntn yo tTn cwoth
QVTLULETWTTILON TWV oloBeVWV

* |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.q. results presented at EHA 2010)



Moot aoBeveic mpemeL va eAeyyovtat yia PNH

* Coombs-apvnTtikn oLploAUTIKN avatpio

* Alpoodarplvoupia

* ATTAOLOTLKN OvOolLiaL

* RA-MDS

» KutTOapoTeviec Ttov SV HImopouV va
gpunvevBouv

* OpopBwoelc kKuplwc o aocuvnBeLc BEoELC
* AoBeveic pe Bpopfomevia Kol LOKPOKUTTAPWON
N OTOLXELlO ALUOAUONC

* AoBeveic pe BpopuPwon KOWLAKWV 1
eYKEPAALKWV PABwV



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, Hussell Ware, Peter Hillmen, Lucio Luzzatto,
Neal Young, Taroh Kinoshita, Wendell Rosse, and Gerard Socie, for the Intermnational 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%1
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 I§I§ 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%

*

1| PNH+ I
PNH-
75% A
50% -
*
0%
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

‘ I I 1 RACIS Tl Py P e

Practice Guidelines : MDS Table of Contents

NGOINE . Srcocay v2o010 | Myelodysplastic Syndromes

INITIAL EVALUATION CATEGORY

L 1Y

igh (MDS-6)

Cytopenial) particularly in young patients with normal
cytogenetics and hypoplastic MDS”

myelodysplasia

s T AML
SRl oate. and «Consider flow cytometry to ;
evaluate for PNH or (See NCCN AML

Ireatment

to assess possibIETarge -

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

”% based On kcriteria for classification with application o . oee Ulassilication Systems (MDS-2 and MLUS-4
P h I ° I 1), 1 15:17), andfor inv(16) or variants should be considered AML. (See NCCH AML Guidelines).
“F morp O Oglca ated evaluation to include high resolution allele level typing for HLAA, B, C, DR, DQ.

dT;

e o ELppressive therapy.
__a_nd__c_l!n_l_c_al 'uurula.

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

i gl Theege guidelines and this illustration may ot be reproduced in any form without the axpress saitten permission of MCCH. 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 o/ 1
RCMD/RCMD-S 13 0-003% o
5q(-)/RA/RAEB-1&2/ 4500 0.01% 550424

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
59 - 5g syndrome

PNHEU11002

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.
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EmutA€ov epyooTtnpLaKa EVPRUOTA TOU
ouvnyopouv otn dtayvwon PNH
* Auénuevn LDH
e XapunAn amtoodorpivn
e XapunAn epupeon xohepuBpivn
e Alpoodaltplvoupia
* Alpooldnplvoupia
e Avénueva AEK

* YrtepmAaoia epuBpac oelpac oTo HUEAO



1. PNHc
2. PNH-c

Easy to Understand Reports

one detected — yes or no

one size in WBC (60.9% in granulocytes and 61.5% in monocytes)

3. PNH-c

one 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, CD14, CD24, as well as fluorescent Aerolysin (FLAER).

Cell Type Deficiency Result
Type | (partial CO52 deficiency) 9.3%
RBC Type Il {complete CO5% deficency) 4.1%
“NH Clone sze (Type | and Type |ll combmed) 9.4%
WEBC - Monocytes FLAER/CD14 Deficiency 51.5% (57.2% Type lil + 4.3% Type li)
WBC - Granulocytes | FLAER/CD24 Deficiency 60.9 (54.7% Type Il + §.2% Type l)
e . 3
| -

Tyge Il and Type |l PNH cione In RBC's Type Il jolug) ard Type |l (green) PNH Clone In Granuiocyles

43  The markers uced for thic fow oytometric analycic are labelec ac Analyte Speoifio Reagenic (AZR) and are ucad for olinioal purpoces. Ths performance
oharacterictios of thece markerc have boen determined by OCD2-Flow Cytomelry Laboratory. Ther uee hac not besn approved by the U 8 Food and
Drug Adminictration; the FDA has determined that cuoh approwal s not nsosceary.

PNHEU11002



O¢epareia PNH

YrtootnpnkTkn aywyn (LETAYYLOELC,
QVTLTNKTIKA aywyn,....)

Metapooxsuvon LUEAOU
Eculizumab

Neec OepaTteUTIKEC ETILAOYEC OE KALVLKEC
neAetec (TT30,... otoxoc n SLOpOBwon Kat NG
eEwayyeloKknc atpoAvonc)



Eculizumab

human germline framework regions

S

)
)
light ‘%
chain
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To Eculizumab eivat éva avBpwmomolnUéVo HOVOKAWVLKO avtiocwpa Evavtl tou C5 kKAdopatog Tou
CUUMANPWUOTOC TToU EUTTOOLIEL TN TEALKN) EVEPYOTIOLNCN TOU CUMITANPWHOTOC



Eculizumab

* Melwon tn¢ evdoayyelaknc attoAvonc

* Melwon TwWV AVOYKWV OE LETAYVYLOELC

* 92% pelwaon oto BpouPwTtika emelcodla
* BeAtiwon vedplkng Aettoupylac

* BeAtlwon MTVEULLOVLKNC UTTEPTOONC

* BeAtlwon kKomwonc kKat rtototntac (wne

* BeAtiwon ermPBlwonc

H eykaipn evapén Bepamelag elvatl KABOPLOTIKNG
onuaolog



2UUTTEPOLOUOTLKOL
Napatnpouvtal kabnotepnoelc otn Slayvwon mou
UIopeL va. ptavouv akopa kot ta 10 xpovia

[pemeL va yivetal EAeyyoc o€ aocBeveic upnAov
kwwouvou yia PNH

EAeyxoc o€ e€eldIKEVIEVA KEVTPA

Yriapxetl onuepa FDA-approved Beparmeia tou
npoodepeL onpavtikn BeAtiwon otouc acBevelc

Neec BepameuTtikec emAOYEC (e€wayyeLakn atpoivon)
Bplokovtal o€ KALVIKEC SOKLUEC



Take home message:

H PNH eival €éva ortavio voonpol aAAd 1TiLo cuxvo oo OtTL

TILOTEVOUUE!
MpEmel va yivetal o EAeyyxoc yio mibavn PNH!

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

From PNHSource

Symptoms you can see or feel.

Fatigue: Other signs and
« 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

Blood clots

Kidney disease '
Damage to your organs '
Stroke

Heart attack

Signs you may not always see or feel.



