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6 OktwBplou 2014, MaBoAoyikn KAwvikn MINTIT

Avdpag, 60 etwv, voonAela amo 4-nUEPOU AOYwW
avalplag, He ouvooo apOpaAyla Kat EPTTUPETO.
Hgb: 10g/dl, LDH: 580,

CT: 'Hma omAnvopeyaAia, ©popuBwon cTTANVIKAG
pAeBac >  ‘Evapén LMWH

2KEWYN Yl TTPOYPAUHATIOHO Yid OTTANVEKTOUN

AlUATOAOYIKN EKTIPNON....



Epyaotnplakog EAeyxoc:
 LDH: 580

« AEK: 3%

 Coombs (-)

« FLAER: kAwvog 7% ota povokuttapa Kat
4% ota OUOETEPOPIAA



CT KolAlag




[l\a Tnv 1oToplLa....

1866: O Dr William Gull mepleypaye pe AETTTOPEPELEG
TPWTOC TO VOonUa

1882: O Paul Strubing avayvwploe tnv atgoo@aipivn
OTd oUpaA KAl TNV OVOUACE «TTAPOSUCHIKN
aigoo@aiplvoupia»

1911: O Marchiafava mepleypaye 29 xpovia petd pua
nmepimtwon pye PNH

1931: O Micheli dnpoocieuce TEPIOOOTEPEG
AETITOPEPEIEG YA TO VOONUA KAl TO OVOUACE
“Marciafava- M1chel1 AlPHOAUTIKN avatpia Pe
aigoogpatptvoupia”

1944: O Sir John Dacie Bewpel 6t1 n PNH amoteAei
KAWVIKO VOONHA TWV aPXEYOVWYV ALHOTTIOUNTIKWY
KUTTApWVY



Paroxysmal Nocturnal Hemoglobinuria

e EMIKTNTN dlpoAuTIKN availgia n ofmola eival to
ATMOTEAECHA TNC KAWVIKNG EKMTUENG £VOC TTPOYOVIKOU
KUTTAPOU TO OTIOIO (PEPEL Pl EMKTNTN HETAAAAEN oOTO
PIGA yovidio to omoio Bpioketal 6To X XpwHOOWHA.

« H alpoopaipivoupia mou UTTAPXEL OTO vOonpd €lval To
amoteAeopa tng evooayyelakng aitpgoAuonc twv RBCs
Ta omola €lval euaioBnta otn Autikn Opacn Tou

CUUTIANPWHATOC



Paroxysmal Nocturnal Hemoglobinuria

« Aev gival mapofucpLkn

— Ymapxet xpovia apoAucn otn PNH mou amoteAet Kat
TO O XCIp(IKTnplGTlKO eupnua. OOnyei og AlATAPAXEC
amo dlagopa cucTnUatd

« Agv glval HOVO VUXTEPLVI)

— Kata tn 5lCIpK£l(1 TNC vUXTAg n pslwon TOU pubpou tNng
avamvong €xXEL ocav AMOTEAECHA m:wcsn Tou pH, pe
anoreAeopa auénuevn EveEpyotolnon tou
CUHTIANPWHATOC

* H Awpoopatpivouplia Ogv gival T0GO GUXVI.

-To 74% twv acBsvwyv gp@avidovtal apxXika Xwpic
algoogpatiplvoupia

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.



Agitoupyia tou PIG-A yovidiou

« Bpioketal oto X-XpwHOCWHA
« Amapaitnto yia tn ouvBeon twv GPI-
opadwv (glycosyl-phosphatidyl-inositol)

¢ MetaAAa&elc Exouv TTEPYPAPEL KAl GE UYLN
atopd, Xwpig KAWVIKN €ikova PNH.
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PIG-A mutations

e Meploootepec amo 180 petaAAd€elc €xouv
mapatnpnBel otouc acBeveic pye PNH, oe 0An
TN KwOLKOTOoloUPEVN Teploxn tou PIGA

yovidlou.
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e PIGA mutations

JNUEIAKEC HETAAAAEEICD N TIPWTELVN EXEL
UIKPN UTOA&lmopevn OpacTIKOTNTA—=>  XAPNnAn
ekppaon GPl-cuvoedepevwy TPWTEIVWY

Frame shift mutations (aAAayn mAaiclou
avayvwong) — avevepyo¢ PIGA mpwteivn —
anmwAsla tng glycosyltransferase dpactikotntac.

<% 'OAec ol oElpEC pEPOUV TNV 101a PETAAAAEN, —
H petaAAén PIGA cuuBaivel o€ eva apxeyovo
kuttapo (early HSC).



 MNpoowata £xel meptypapel eitkova PNH og
aoBevn pe petaAAaén oto PIGT yovidlo
(Xpwp.20)

* To PIGA yovidlo glvat anapalrnro yla tn
ouveson twv GPI opaéwv EVW TO
PIGT sival amapaitnto ya tn
TTPOCKOAANGN TWV NON oxnuatiopevwy GPI
OHAOWY OTIC OLAPOPEC TPWTEIVEC



[Tolog Ba ekONAWOGEL TO voonpa?

“Escape” or “relative advantage™theory:
MOava eva 6£ur£po yeyovog npoaysl v
ekmtugn tou GPI- apvnTikou KAWVoU 0To UUEAO,
€ cmorsAsta ™m KUK?\ocpopla otn nsplcpepela
TWV WPIHWY KUTTAPWY dTTO TO KAWVO auTO

H evdoayyetakn apoAvon pecw tou
CUUTIANPWHATOG, Hadi Ye TNV tdon yia
6pouBwocsig, Kaewg Kdl Th cuvodo an/\aala TOU
HUeAoU amoteAouv “hallmark” tou voonpatog



Escape theory

"‘%
ﬁ% X

\t duooroywkd HSC /GPI +

@ rnNH-HSC/GPI-

AvtoavtiSpactika CTL

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




« 'Exel meprypaei ott aocBeveic pe PNH
exouv autoavtidpaotiko CD1d/GPI- €1d1ko
T KUTTAplKO MANBUGCHO, HE XAPAKTNPIOTIKN
un petaBAntn TCRa aAucida

« O mAnBuopog autog mMeava va agpnvel
mAgoveKTnpa emBiwong oto GPl-apvntiko
mAnBucpuo

Gargiulo L et al, Blood 2013: 2753-61



ducloAoyika RBC
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Apacn tou ZUPTTANPWHATOC

* CD55 (DAF): Decay accelerating factor

AvacTEAAEL TO OXNPATICHO KAl TN
otabepomoinon tn¢ C3 convertase

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

Eumodidel tn ouvdeon tou C9 pe to OCUUTIAOKO
C5b-C8, kat eTol avacTteAAETAl n dnuloupyla
tou MAC (membrane attack complex)



« MAC: AmoteAcital amo pla opada
TPWTEIVWY. 2Xnuatiletal YeTd TNV
EVEPYOTIOINON TNG KAAGOIKNG KAl
£EVAAAAKTIKNCG 000U TOU CUUTIANPWHATOC.
Anploupyel mopouc otn AUTIOLAKN
AtmAootolBAada TwWV KUTTAPWV-CTOXWYV HE
AamoTEAECHUA TN AUOH TOUC.



Evooayyeiakn aipoAuon PNH RBC
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GPI-ocuvOEOEPEVEC TTPWTEIVEC
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« Evdoayyelakn aipoAuon—> Auénpevn
OUYKEVTPWON AsUBepnc Hgb oto
nmAacpa—> €AAswpn NO

« H eéAewpn NO esuBuvetat: ayyesloouoTmaon,
OTIACHOC 0lOOPAYOU, CTUTIKI
OUCAsIToUpYla, KOIALAKO AAYOC,

KataBoAn, 8popBwon, Kat mbava
OUOCGCWPEUCN AIHOTTETAAIWY



Mnxaviocpoc ©pouBwonc otn PNH

[popavwe o pnxaviocpog tng 6pouBwong otn

PNH

glval TOAUTIAPAYOVTIKOC

« H evepyomnoinon tou cupTAnpwpatog odnyel os

dl
at
dl

IOAUOCT, Kal ameAeuBEpwoOn eAeUBEPNC
100MALPLVNG PHE ATTOTEAECHA EVEPYOTIOLNON

JommetaAilwy Kat EAAslpn NO.

¢ XTN CUVEXELd Mapatnpeital evoodnAlakn
BAABn kat evepyomoinon WBCs. ‘OAa auta
oupBaAAouv otn Onuloupyia EVs, kat mbava
otn 6pouBwon



Extracellular vesicles

« Kuttaplka Gpauopata Ta oTrold
aneAsuBepwvovtal amo Slagopa Kuttapa (PLT,
RBC, WBC...) peta amo evepyotoincn 1 amomtwon.

* Ta lepocwpauéta auta ekppalouv
svspyonomrsg KAl avaoTaATeC TNE MNENC, Kat
ETILIONC PHETAPEPOUV TTANPOWOPLEC YIa TNV
IVwOOAUON

« AmoTteAOUV TOUC KUPLOUC pqulotsg HeTaéy nn&ng
Kal lvwéoAuong, Kal cUPBAAAouv otnv aigootaon,
OTNV EMKOLVWVIA HETASU TWV KUTTAPWY, OTN
pAsypovn Kat tn 8pouBwon



PoAoc twv EVs otn BpouBwon
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« 2tn PNH @aivetal ot n evepyotmoinon tou
CUUTIANPWHATOC, EXEL OAV ATTOTEAECHUA TNV
ameAeuBepwon EVs mou cupBaAAouv
mbava otn 6pouBwon

« 2€ aoBevelc pe PNH €xouv petpnBel upynAa
emimeda KUKAoopouviwy Evs, mou otn
MAEIOVOTNTA TOUC TTpoEpxXovTal amo ta PLT



Mnxavicpot 6pouBwong otn PNH

H éAAewpn tou CD55 kat CD59 ano ta PLTs, mBava odnyei otnv
EVEPYOTTIOINON TWV AIHOTTETAAIWY ATIO TO CUUTIANPWHA

H évdela NO odnyei o€ evepyotoinon twv PLTs

H ameAcuBepwon tng Hgb Adyw tn¢ aigoAuong odnyel o€

evOoOnAlakn BAABN Kal Kat’emeKTaon o€ evepyotoinon twv PLTs

* EAAewpn GPIl-ocuvdedepevwy mpwtelvwy amo ta PLTs (m.x.PAR-1)
duvato va mpodyel tn OpouBwon

* To uPAR (PUGLOAOYIKA PETATPETEL TO TTAACHIVOYOVO GE TTAACHIVN

Kal oonyei og 6popuBoAucn

* Xe aoBeveic ye PNH ta emimeda tou uPAR otnv emipdvela Twyv
AEUKWV gival PElwPEVA, evw Bpiokovtal auénueva emimeda
soluble uPAR, mBava umapxel dlatapaxrn oTo VWOOAUTIKO
ocuotnua

* [MBava 0co 1Mo PHEYAAOC O KAWVOC TOCO HEYAAUTEPOC O KLVOUVOCG



Paroxysmal Nocturnal Haemoglobinuria

Actuarial Survival From the Time of

' : ' Di is in 80 Patients With PNH
— 5-gtng Bvnrotnta: 35% mapa lagnosis In 80 Patients Wi

TNV UTTOOTNPLKTIKN aywyn 00
e JYuxvotnta:

mum YT

16 acBeveic / ekato. £ 9 Age- and gender-
« Mropei va yivel d1ayvwon o€ £ matched controls
OAEC TIG NALKIEG il
— Méon nAwkia: 30 xp. @
’ ’ -t ';0-
* [lpo0odEUTIKO voohud 5
& 10} Patients with PNH
— H pn gAgyxopevn
EVEPYOTIOINON TOU A , , , , .
OUHTIANPWHATOG Elval ) 3 0 13 1) 23
utreuBuvn ywa tn Bvntotnta Years After Diagnosis

Kal Bvnogotnta

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 tng PNH

Rate of intravascular Benefit from
Category hemolysis® Bone marrow Flow cytometry analysis eculizumab
Classic Florid (markedly abnormal Hypocellular with areas of  Large (50-100%) population  Yes

PNH in the sefting
of another bone
marrow failure
syndrome®

Subclinical

LDH often with episodic
macroscopic hemoglobinuria)

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

No 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 PMNs®

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

Small {<25%)* population
of GPI-AP-deficient PMNs®

Typically no, but some
patients in this
subcategory have
clinically significant
hemolysis and may
benefit

No




« H evdoayyeiakn aijuoAvon PYEGwW TOU
oupmAnpwpatog, padl ge tnv taon yla
BpouBwosic, KaBwc Kal tTn ocuvodo anAaocia
ToUu pueAou amoteAouv “hallmark” tou
VOONHATOC

 Ta RBC otn PNH sivat suaiodnta otn AUTIKN
dpAcn TOU GUUTTANPWHATOC O0aV ATTOTEAECHA
™NC EAAsWYnNC tou CD55 kat tou CD59 amo tnv
ETTIPAVELA TOUC.



KAviKeEG ekONAwoelc PNH

AOYw TNC evOoayyelakng aipoAuong: J5a01
Avawgia, aigoogatiptvoupia, Komwon, oéesia/
XPOVIA VEWPPLKN AVETATKELA, UTTOTPOTIIA{OUGCEC
OUPOAOLPWEELC, KOIALAKO AAYyoC, AAyog paxnc,
KEPAAQAYIA, OTIACHOC OlOOPAYOU, GTUTIKN
ducAstltoupyia, xoAoAlBlaon

Mo omavia:
XoAldoxoduoklvnola, ofela maykpeatitiod,

loxatpgia kat eEeAKwoelc 12-0akTtuAou Kat .
EVTEPOU



4

KAviKEG ekONnAwoelc PNH

Aoyw OpouBwonc:

OpopBwon KolAtakwyv PAeBwv: Budd-Chiari,
OpopBwon 6TTANVIKNG, HECEVIEPIOU, VEPPLKWY
PpAeBwV

[MuAaia umEptaocn, Kipool olcopayou
OpopBwon eYKEPAAIKWYV PAEBwWV:
KEPAAAAYLA, AIHOPPAYIKO EHPPAKTO
OpopBwon o@OAAPIKNG, ATTWAELd OpaACNC

DVT, mveupovikn euBoAn

b |

3

Jmavia:
Aptnplakec OpopuBwocelg, AEE, epppaypa
HUOKapoLlou



KAIVIKEG sKénAwoslg PNH

Aoyw amAaciac pueAou:

Avawpia, Aolpwéelc, algoppayld,
HUEAOOUCTIAQOTIKO GUVOPOUO
OoTiKa aAyn

Jmavia:

Ektpomn o OMA

Evtoutolg, o HUEAOC UTTOPEL va gival
UTTEPKUTTAPLKOC PE uTIEPTTAACia £puBpdag
OELPAC I UTTOKUTTAPLKOC, KAl PE TTOLKIAOU
BaBpou meVIEC OTO TEPLPEPLKO aipa



93% TWV AcOevwV £XOUV KAmold
KUTTAPOTEVId

Unknown

Other combinations N

Anemia and
. ~
neutropenia

N

Anemiaand —
thrombocytopenia

Pancytopenia

32%

33



[MNati mpemel va eAsyxoupe yia PNH

H umap&n amoteAeopyatikng Ospameiag pag
emMBAAAE&L TNV epyaoctnplakn avalntnon-
emBeBaiwon tTwv acBevwyv Pe KAvika otoixeia PNH
H £ykaipn diayvwon sival amapditntn yld tn 6wotn

AVTIHETWTIION TWV acBevwyv

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.g. results presented at EHA 2010)



[Molol acOeveic MpEMEL va EAEyxovTdl yid
PNH

« Coombs-apvntikn AlgoAUTIKN avalpia
« Alpoowatpivoupia

« AmAaoTIKN avalyia

« RA-MDS

« Kuttapomevieg mou v HTopouV vda
epuNveUBoOUYV

* OpopBwWOoEIC KUPLWC 0 acuvnOeLg BEOELC
« AcBevelc HE GpopBonewa Kal
LHAKPOKUTTAPWON N OTOLXELA alpoAuong
« AcBeveic pe OpopBwon KOWAIAKWY N
EYKEPAAIKWY PAEBWY



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. Illingworth, 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%:2
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 Bé 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.



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

100% -

*
PH-H
75% - PNH-
50% -
*
25% -
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.



RA-MDS
Hat1|onal !ompre!enslve !ancer Network: !ract1|ce !m!e”nes

Myelodysplastic Syndromes

for MDS =~ s i

INITIAL EVALUATION

Cytopenia(s),
suspect
myelodysplasia

CATEGORY

young patlents w1th normal cytogenetics and

" ”
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NVDOD
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 RBC folate, and

MDS
established
based on

{ 4N \WmO

criteria for classification with application of IPS

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

“Consider flow cytometry to
evaluate for PNH clone”

DS-2 and |

7), and/or inv(16) or variants should be considered AML. (See NCCN AM

g P1), 1(15;17 8 viL Suldelines
morphOloglcal lated evaluation to include high resolution allele level typing for HLAA, B, C, DR, DQ

lsuppressive therapy

! ke e

and clinical

o i Indicated .
cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

ny form without the express written permission of NCCN MDS-1

ved. These guidelines and this illustration may not be reproduced in any

40



Evidence of PNH Cells in MDS  [iepseadr

cytopenia MD

PNH cell Proportion of
MDS type n threshold*  positive patients

RA/RCMD/RAEB-1&2/

RCMD/RCMD-S 19 0.003% 42%!

5q(-)/RA/RAEB-18&2/

RCMD/RCMD-S/Unclear 4°%9 0.01% 557%2#

#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 ring

- RCMD - refractory anemia with 1
5C| 5CI Syndrome lineage dysplasia. Shouldnt it be

refractory cytopenia... (since RC

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.



EmmAEov Epyaoctnplakd eupnuatd mou
ouvnyopouv otn otayvwon PNH

« Auénpevn LDH

« XaunAn amtoo@aipivn

« XapnAn €ppeon xoAepubpivn

« Alpoopatpivoupia

« Alpooidnpilvoupia

« Auénueva AEK

« YmepmAaoia epubpac celpag oTo HUEAO



A

Cell
Count

B

Cell
Count

C

Cell

Count

Clinical manifestations of PNH are determined by clone
size and erythrocyte phenotype

Log fluorescence intensity

/\

Log fluorescence intensity

I

AN

Log fluorescence
intensit

Patient with high percentage of type 11l
cells=>high-grade hemolysis

Patient with high percentage of
type Il cells but low percentage of
type III cells=>minimal hemolysis

Patient with low percentage
of type III cells=> minimal
hemolysis

PNH IIl cells are
completely deficient in
GPI-linked proteins.

PNH Il cells are partially
deficient

PNH | cells express GPI-
proteins at normal
density (putatively, these
cells are the progeny of
residual normal stem
cells).




Easy to Understand Reports

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

3. 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,
CDG4, GPl-inked antibodies CD58, CD14, CD24, as well as fluorescent Aerolysin (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 FLAER/CD14 Deficiency 61.5% (57.2% Type lil + 4 3% Type II)
WEBC - Granulocytes | FLAERI/CD24 Deficiency 60.9 (54.7% Type Il + §.2% Type W)

-------

e e
Type 11l and Type Il PNH cione In RBC's Type I {olug) and Type Il (green) PNH Cione In Granulocytes

44  The markerc uced for thic ficw cytometric analycic are jabelec ac Analyte Spaoifio Reagentc (AZR) and are ucad for olinioal purpocec. The performance
oharacterictios of thece markerc have been determined by OCD2.-Flow Cytomelry Laboratory. Ther use hac not besn approved by the U 8. Food and
Drug Adminictration; the FDA hac determined that cuoh approval i not neosccary.



Oepameia PNH

YTootnpnNKTIKN aywyn (HETAYYIOELC,
AVTUTNKTIKN aywyn,....)

MeTtapooxeuon pUEAoOU
Eculizumab

NEEC OepATTEUTIKEG EMAOYEC OE KAIVIKEC
veAeteg (TT30,... otoxoc n OlopOBwon Kat
NG £€WAYYELAKNC AlHOAUONC)



Eculizumab

human germline framework regions

variable \

complementarity determining regions
(murine origin)

variable
light
chain

human kappa light chain
constant region

human IgG4 heavy chain

h IeG2 h hai
uman ig cavy chain > constant regions 2 and 3

constant region 1 and hinge

£HO

To Eculizumab eival £éva avBpwmomoinpéVo HOVOKAWVIKO avTticwpa evavtl tou C5
KAQOHPATOC TOU CUPTIANPWHATOC TToU eUTmodidel TN TEAIKN EVEPYOTIOINGON TOU
CUPTIANPWHATOC



Eculizumab

Melwon tng EV60C(YY€[C(KH§ cupo?\uong
Mewocn TWV AVAYKWY OE PETAYYIOELC
92% peiwon ota BpouBwTIKA £TElcOOLA

BeATiwoOnN
BeATiwon
BeATiwon

BeATiwon

VEWPPLKNC AElTOUpYIAC
TTVEUHOVIKNG UTTEPTAONC
KOTTwong Kat mototntag {wng
emBlwong

H éykaipn evapén Bepameiag ivat KaBoploTIKNg
onpaociag



2 UUTTEPACHATIKA
Mapatnpouvtal Kabnotepnoelc otn dOlayvwon
TTOU UTTOPEL VA (PpTavouv akopa Kat ta 10 xpovia

[pemel va yivetal EAsyxoc o€ aoBeveic uynAou
Ktvouvou yia PNH

‘EAeyxoc o€ €€c1dIKEVPEVA KEVTPA

Ymapxetl onuepa FDA-approved Beparmeia mou
TTPOGPEPEL ONPAVTIKN BEATIWON 0TOUC ACBEVEILC

NEeC OepaATTEUTIKEC EMAOYEC (EEWAYYELAKN
algoAucn) Bpiokovtal o€ KAIVIKEC OOKIHEC



Take home message:

H PNH €ival €éva omavio voonua aAAd mo cuxvo amo oTl
MOTEUOUHE!

Mpemel va yivetal o EAeyxog yia meavrn PNH!

Symptoms you can see or feel.

Fatigue: Other signs and
« Tiredness symptoms:
« Difficulty performing « Dark-colored urine
daily activities « Shortness of breath
« Difficulty swallowing

« Yellowing of the skin
and/or eyes

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.




