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DISCLAIMER

“OL mapouoLaoelg mpoopilovtal POVO ylo EKTTALOEUTIKOUC OKOTIOUC Kall
dev avtikablotolv TNV aveéaptntn emayyeApotikn kpion. Ot dnAwoeLg
Kot oL amoyPeLg mou ekdppalovtal Eivol QUTEG TWV OUANTWY LEUOVWHEVA
KO, EKTOC av avadEPETaL pnTd oto avtibeto, dev eival n armoyPn A n B€on
NG AstraZeneca.

AstraZeneca 6gv umootnpilel, dev eykpivel, kat dev avalapPavel kapia
gubuvn vyla TO TEPLEXOUEVO, TNV akpiBewad 1 TNV MANPOTNTA TWV
nAnpodoplwv mou napovotalovrol.”

“ Presentations are intended for educational purposes only and do not
replace independent professional judgment. Statements of fact and
opinions expressed are those of the speakers individually and, unless
expressly stated to the contrary, are not the opinion or position of
AstraZeneca.

AstraZeneca does not endorse or approve, and assumes no responsibility
for, the content, accuracy or completeness of the information
presented.”



Nepiypappa

e AlayvwoTLKA poogyylon yla tn dtayvwon touv aHUS o aoBeveic pue TMA
e Oepareio pe avaoToAeic Tou cupmAnpwpatoc oto aHUS

e E¢atopikevon Twv BepameuTikwy poosyyiocewv oto aHUS



AocBevic #1

-

/'Ecl)r]Boq 15 eTwv HE:

* MToAAaAd emteLcOOLA ERETOV ATO 36WPOU
e Epunupeto £w¢ 39,6 °C

* Mia dtappoikn KEVWON XwpPLC TIPOCULEELC
* OAwyoupia amno 24wpou




AcBevnc #2

-

/Avépt 6 ETWV ME:

* Epnupeto amno 24wpovu
* Mapuyyalyia pe Strep-test (+)
* KolAlako aAyoq

* Ennpeacpévn vedppikn Asttoupyia (Ur 65 mg/dl, Cr 1,1 mg/dl)

/




AcBevnc #3

/'Ecl)r]Br] 12 eTwv HE:

* MToAAarAd entelcodLa EPETOL Ao 48wpou
* MOKpPOGKOTILKN aLpotoupia

* Emnpeacuevn vedpikn Aettoupyia

-




APXLKOC EPYOLOTNPLAKOC EAEYXOC...

8 ™

AcOsevic #1

AwoAuon (LDH 3150 U/L,
Hb 11,8 g/dl)

YxLotokuttapa (1,8%)

Ap Coombs (-)
O©popBomnevia (PLT 21 K/uL)
Otela Nedpikny BAABN

(Ur 217 mg/dl, Cr 7,5 mg/dl)

N

8 N

AocOevic #2

AlpuoAvon (LDH 6087 U/L,
Hb 9,3 g/dl)

A Coombs (-)
YyLotokutTapa (2%)
O©popBonevia (PLT 75 K/uL)
Otela Nedpikny BAaPn (Ur

240 mg/dl, Cr 3,8 mg/dl)

—

‘Evapén e€wvedpikng kabBapong

-8 ~

AoOevng #3

AwpoAuon (LDH 3685 U/L,
anttoodaltpivn 0,07 g/L, Hb
8 g/dl)

A Coombs (-)
YyLotokuttapa (3%)
O©popBonevia (PLT 14 K/uL)
Otela Nedpikny BAABN

/ K(Ur 248 mg/dl, Cr 3,1 mg/dl)
\ /
:



Avolntwvtog TIC OROLOTNTEC...

1. O&eio Nedppikn BAaPn OpPOUBWTIKNA
2. Mwpoayyetoma@ntikr AlpoAutikr) Avatpio MikpoayyelondOeLa
3. OpopuPomevia

ALLOAUTIKO OupaLULKO ZUVOPOUO
(Hemolytic Uremic Syndrome — HUS)



la tn duayvwon tov aHUS

Making the diagnosis of a TMA:
A. Recognise a haemolytic anaemia
B. Recognise a microangiopathy
(e.g., MAHA)

C. TMA: MAHA + organ dysfunction




Aloxwpifovrog Tic KUPLEC popdECc OpouBwTtikAC pkpoayyelontaBeiac (TMA)

Making the diagnosis of a TMA:

A. Recognise a haemolytic anaemia
B. Recognise a microangiopathy
(e.g., MAHA)

C. TMA: MAHA + organ dysfunction

Investigations:

CBC, reticulocytes, LDH, haptoglobin, DAT
Peripheral blood smear

Creatinine, troponin, C3 and C4

Clotting screen: INR, aPTT, fibrinogen, D-dimers
Virology: HBV, HCV, HIV

STEC serology/stool PCR

ANA/dsDNA ENA, RF, aPL

Thrombocytopenia: Understand
in the context of TTP vs. HUS

Initial response:
Initiate PE until ADAMTS13 results
return, unless the diagnosis seems

Pregnancy test clear (see PLASMIC and French
U/E scoring)
iTTP DIC Cancer Drugs Post transplant TMA Secondary HUS Other causes
(ADAMTS13 <10%): Coagulopathy Often adenoca Stop drug Do not PE STEC-HUS Infections
PE, steroids Treat cause or metastases Do not PE Alter immunosuppression Supportive management, Vitamin B12 deficiency
rituximab -sepsis Do not PE Ravulizumab/Ec Treat infection & GvHD r/o aHUS Malignant hypertension
-cancer Treat cancer ulizumab? Control BP CM-HUS (i.e., aHUS) Autoimmune disorders
Supportive Rx Ravulizumab/Eculizumab? Ravulizumab/Eculizumab Treat cause
Do not PE
?LMWH

Figure adapted from Thomas MR, et al. Blood. 2021;137:1310-1317




To aHUS kauw n iTTP dtad€pouv otnv maboduociodoyia ko anattovv
Stadopetikn diaxeipion

C s

Insufficient vWF cleaving protease (ADAMTS13) activity Genetic defects lead to chronic uncontrolled activation of the
(<10%) complement system
leaves VWF ultra-large multimers intact

Alternative
VWEF '

ADAMTS13 M ADAMTS13 (@ Gainoftuncion [>T

active deficiency

r ﬁ » Loss of function
[‘ - Avutoantibodies ]-I cs Conlveriase
Y w Cs5a <= C5 = C5b-9

Progressively Fully unfolded V V
smqller,.lnqchve VWF aggregates with Endothelial damage
multimers platelets

Platelet activation
Inflammation

Replace ADAMTS13 with PE or PI;45

Create space for more FFP with PE; Management
Suppress inhibitor autoantibody; goals

Block vWF-platelet interaction

Inhibit ongoing
complement activation

ADAMTS13, a disintegrin and metalloproteinase with a thrombospondin type 1 motif, member 13; aHUS, atypical haemolytic uraemic syndrome; C3, complement component 3; C5, complement component 5; FFP,
fresh frozen plasma; iTTP, immune thrombotic thrombocytopenic purpura; PE, plasma exchange; Pl, plasma infusion; vWF, von Willebrand factor

1. Tsai HM. Int J Hematol. 2010;91(1):1-19. 2. Sadler JE. Blood. 2008;112(1):11-18. 3. Noris M & Remuzzi G. Kidney Int Rep. 2022;8(1):4-7. 4. Scully M, et al. N Engl J Med. 2019;380:335-346. 5. Laurence J. Clin Adv Hematol
Oncol. 2012;10(10) (suppl 17):1-12 . Figure adapted from!-5.



MBavotnta vtapénc petaAAaéewv mov ennpPeAlouv T0 CUUNMARPWHO aVAAoya HE
v awia tnc TMA

Genetic abnormalities
in complement proteins

Secondary

: Infections
Malignant Autoimmune and
hypertension diseases Pregnancy
Yes
variable

Yes

~50-60% Yes

(+~10% ~50%
autoantibody)

Palma LMP, Sridharan M, Sethi S. Complement in Secondary Thrombotic Microangiopathy. Kidney Int Rep. 2021 Jan;6(1):11-23. doi: 10.1016/j.ekir.2020.10.009.
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ORIGINAL ARTICLE NEPHROLOGY @s WILEY

Characterization of patients with aHUS and associated triggers
or clinical conditions: A Global aHUS Registry analysis

Christoph Licht*® | Imad Al-Dakkak? | Katerina Anokhina? | Nicole Isbel® |
Véronique Frémeaux-Bacchi® | Rodney D. Gilbert® | Larry A. Greenbaum® |
Gema Ariceta’ | Gianluigi Ardissino® | Franz Schaefer’ | Eric Rondeau?®

* Inclusion criteria were met by 349/1947 (17.9%) patients enrolled in the registry



KAWLKECG KATAOTAOELG TTOU MMOPEL VO cuvdpapouv otnv ekdbnAwon tov aHUS

Associated trigger n(%)

Malignancy

Pregnancy

Acute infection®
Autoimmune disease®
Kidney transplant
Malignant Hypertension

aHUS onset <30 days after birth

Chronic infection®

Bone marrow transplant
Drug-induced aHUS

C3 glomerulopathy

Licht C, Al-Dakkak |, Anokhina K, et al. Characterization of patients with aHUS and associated friggers or clinical conditions: A Global aHUS Registry analysis. Nephrology. 2024; 1-9. doi:10.1111/nep.14304

N=307

58 (18.9)
53 (17.3)
53 (17.3)
36 (11.7)
31(10.1)
26 (8.5)

25(8.1)

14(4.6)
5(1.6
4(1.3)
2(0.7)

Age at aHUS onset

Pathogenic complement genetic status?®

Paediatric Adult Positive
N=78 N=229 N=69
7(9.0) 51(22.3) 4(5.8)
0(0.0) 53(23.1) 14(20.3)
I 28(35.9) 25(10.9) 13(18.8)
4(5.1) 32(14.0) 7(10.1)
4(5.1) 27(11.8) 6(8.7)
8(10.3) 18(7.9) 10(14.5)
25(32.1) 0(0.0) 9(13.0)
1(1.3) 13(5.7) 2(2.9)
1(1.3) 4(1.7) 1(1.4)
0(0.0) 4(1.7) 1(1.4)
0(0.0) 2(0.9) 2(2.9)

Negative
N=99

26(26.3)
16(16.2)
15(15.2)
10(10.1)
12(12.1)
9(9.1)

3(3.0)

7(7.1)
1(1.0)
0(0.0)
0(0.0




eGFR kata tnv ekdnAwon aHUS peta ano «trigger»
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Licht C, Al-Dakkak |, Anokhina K, et al. Characterization of patients with aHUS and associated friggers or clinical conditions: A Global aHUS Registry analysis. Nephrology. 2024; 1-9. doi:10.1111/nep.14304



E¢wvedpikec ekbnAwoelc oe aoBeveic pe aHUS peta amo «trigger»
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Licht C, Al-Dakkak |, Anokhina K, et al. Characterization of patients with aHUS and associated friggers or clinical conditions: A Global aHUS Registry analysis. Nephrology. 2024; 1-9. doi:10.1111/nep.14304



Awoxeiplon tnc TMA avaloya HE TIC eVOELEELC EvEpyOoTTOinong Tou
CUMMANPWHOTOC

TMA
| |
TTP Other TMA-related STEC-HUS
diseases
Secondary TMA
Complement +* Complement +*
Complement Consider early Treat Treat
inhibitor initiation of underlying underlying
Early initiation complement condition condition
inhibitor if and consider
significant complement
organ inhibitor
dysfunction if refractory to
standard therapy
Approach fo thrombotic microangiopathy (TMA) management according fo evidence of complement involvement. *Evidence of complement activation, if available: (i) genetics: pathogenic/likely
pathogenic variant or risk haplotype in alternative complement pathway genes; (i) antibody: autoantibodies to complement factors (mainly anti-factor H and anti-factor B), {(iii) functional assays: soluble C5b-
9, fissue deposition of C5b-9, others; (iv) biopsy: staining for C4d, C5b-9. aHUS, atypical hemolytic uremic syndrome; STEC-HUS, Shiga toxin hemolytic uremic syndrome; TTP, thrombotic thrombocytopenic
purpura. Palma LMP, Sridharan M, Sethi S. Complement in Secondary Thrombotic Microangiopathy. Kidney Int Rep. 2021 Jan;6(1):11-23. doi: 10.1016/j.ekir.2020.10.009. Epub 2020 Oct 21. PMID: 33102952;
PMCID: PMC7575444.



C5 blockade in aHUS: the earlier the better...

J Nephrol (2017) 30:127-134
DOI 10.1007/540620-016-0288-3

ORIGINAL ARTICLE

Improved renal recovery in patients with atypical hemolytic
uremic syndrome following rapid initiation of eculizumab
treatment

Johan Vande Walle! - Yahsou Delmas® « Gianluigi Ardissino” - Jimmy Wang4 .
John F. Kincaid* - Herman Haller®

H péon petaBoAn tou eGFR €va £€tog HeTA TNV Evapén
NG Beparmeiog oCUYKPLTLKA HE TNV apxkn TuA (tpo g
xopnynong eculizumab) Atav onuoavtikd vynAotepn
otou¢ aoBeveic mou €Aafav eculizumab &vtog
<7 nUeEPWV Ao TNV €vapén NG vOoOU EVOVIL OOWV
g\aBav tn Beparmeia petd amo 7 NUEPEC

(57 vs 23 ml/min/1.73 m?, p = 0.0098).

PharmacoEconomics (2020) 38:307-313
https://doi.org/10.1007/540273-019-00862-w

ORIGINAL RESEARCH ARTICLE

Economic Impact of Early-in-Hospital Diagnosis and Initiation
of Eculizumab in Atypical Haemolytic Uraemic Syndrome

Check fi
updates

Michael Ryan’ - Bonnie M. K. Donato? - William Irish? - Christoph Gasteyger® - Gilbert L'Italien? - Jeffrey Laurence®

H (mpwiun) évapén tou eculizumab gvtoc 7 nuepwv
amd TNV EL00ywyr) OTO VOOOKOUELO Oxetiletal e
XOUNAOTepa  moocootd  fwvedpplknC  KaBapongc,
LLLKPOTEPO XPpOVO voonAeiag oe MEO kot xapnAotepo
KOOTOG VOONAELOG CUYKPLTLKA PE TNV OPLUN Evapén
(SUS103,557 in late initiators vs SUS85,776 in early
initiators; p = 0.0024).

or



Atepeuvwvtog tnv naboyevela tng TMA otoug acBeveic pac: aHUS?

AocOevng #1

AcOevnc #2

AocOevng #3

ADAMTS13 102% 61% 55%
Film Array Kompavwv ApvNnTLKO NorowrusE,PAé(éenowrus, Norovirus
OLKOVEVEL?KO EAeUBepo OseTIKO EAeVUBepo
lotopLko
Entimeda C3 QuoloAoyLka QuololoyLka EAQTTWHEVAL

S. Stabouli-Data on file

zoBapn
avemnapkela < 10%



AocOevnc #2

Creatinine (mg/dl) LDH (U/L)
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AcBevnc #3
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Mot ravulizimab?

Ravulizumab has an extended half-life due to its mechanism of

Ravulizumab is a monoclonal antibody'? increased FcRn recycling??®
pmmmmmmmm———pesesssssss Modifications to Extracellular space
. “
‘(l( ® % m;‘mf,‘f S Eculizumab S TI ca . Ravulizumab

pH7A

R

) pH, the affinity of
-~ Modifications to ravulizumab for FcRN
enhance F::Rn \ strengthens
binding®* pier T o6 ) Recycling v
eodosorne ]
S — |
----- e
Figure adapted from Legendre et al. 2021°
Lote endosame T
Endothelial cell
-’ Noneffective dissociation of C5 -) pH-dependent dissociation of C5 I?;”z;;?"’d foowm Dot
pH dependent anrigen binding characteristics aimed at improving pharmacokinetic properties were confirmed through in
vivo animal studies
C5, complement comp 1t S; FeRn, tal fragment crystallizable (Fc) receptor; pH, power of hydrogen

1. Legendre C, ot al. Kidney int Rep. 2021:6:1489-1491_; 2. Sheridan D, et al. PLoS One. 2018;13(4):0195909; 3. Dixon BP, et al. / Chin Pharm Ther. 2022:47:1081-1087



KAwikég peA€teg ravulizumab oto aHUS

Screening Treatment (FAS)

Study 311

58 treatment-
naive adults

Complete TMA response rate®

Ravulizumab (n = 56) 4.5-year extension >

Study 312 Complete TMA response rate®

21 treatment-

~aive children Ravulizumab (n = 18)

4.5-year extension

Ravulizumab (n = 10)
A A

on eculizumab

10 children stable >
A

Primary endpoint assessed
(freatment-naive pts only)

b Weeks N ) 000N
0 P S ¢

Study 311 was a Phase 3 single-arm multicentre study to evaluate the efficacy and safety of ravulizumab in adults with aHUS naive to complement inhibitors (N=58) Study 312 was a Phase 3, global, single arm study
in evaluating efficacy and safety of ravulizumab in paediatric patients previously freated with eculizumab through an initial evaluation period of 26w (n=10) and the long-term extension period up fo 4.5 years
(n=10); Red friangles represent dosage — loading dose on day 1, followed by maintenance doses starting on day 15 and thereafter g8w in patients weighing 220kg and g4w in those weighing <20kg

aComplete TMA response was the primary endpoint, defined as platelet count normalisation (2150x10%/L), LDH normalisation (€246 U/L), and 225% improvement in serum creatinine from baseline. Patients had to
meet all TMA criteria concurrently, and each criterion had to be met at 2 separate assessments obtained at least 28 days apart, and at any measurement in-between.

aHUS, atypical haemolytic uraemic syndrome; FAS, full analysis set; pt, patient; TMA, thrombotic microangiopathy; g4/8w, every 4/8 weeks; w, week

Figure adapted from 1. Syed YY. Drugs. 2021;81(5):587-594; 2. Rondeau E, et al. Kidney Int 2020;97(6):1287-96; 3. Ariceta G, et al. Kidney Int 2021;100:225-37; 4. Tanaka K, et al. Pediatr Nephrol 2021;36:889-98; 5.
Barbour T, ef al. Kidney Int Rep. 2021;6:1603-1613



MeA€tn 311: tuXolomoLnEVN, TTOAUKEVTPLKA HEAETN OE MPWTOOEPATIEVOHEVOUC EVIALKEC
acBeveic pe aHUS

Who was studied? What was done?

56 patients with aHUS

Reduced ' o Platelets Ravulizumab
haemoglobin

<150 x 10°/L induction dose

Increased
LDH

Increased / \
SCr

All patients with acute TMA
88% with eGFR <29*

52% on dialysis

48.2% in ICU whilst receiving ravu.
14.3% were postpartum

Ravulizumab
maintenance
dose

Study 311 was a Phase 3 single-arm multicentre study to evaluate the efficacy and safety of ravulizumab in adults with aHUS naive to complement inhibitors (N=58)*eGFR range corresponds to eGFR category 4-5

aHUS, atypical haemolytic uraemic syndrome; eGFR, estimated glomerular filtration rate; LDH, lactate dehydrogenase; sCr, serum creatinine; TMA, thrombotic microangiopathy
Rondeau E, et al; 311 study group. Kidney Int. 2020;97(6):1287-1296



Makpoxpovia dedopeva anoteAsopatikotntog kat aopaAeioc tov Ravulizumab o€ evAAikec
aoesveiq HLE aHUS Ynuavtikn petwon LDH armo tic mpwtec efSopadec

Apeon avénon awponetaliwy and tn d6on évapéng b LDH (U/L)
a l Platelet (X109 / I-) 1522 B l Initial evaluation Long-term extension
450 — . . 7 ,
400 Initial evaluation el  Opaloroinon b OpaAormoinon
222‘ ) 83.9% - 85.7% 800 76.8% - 83.9%
- 700 -
250 - [ l | 600 —
200 ‘ l 500 -
150 - 400
300 -
1004 200 11 { % N S S S
Gt~ 100 I L I !
g | : ; J ! l | ; / I g : ] : : : D I T L] T T T T T L] | I T | T ] L]
g =g B R Cee Sl a5 S0 S el W0 0 S =R oo 0 40 80 120 160 200 240 280 320 360 400 440 480 520 560 600
Numberof 56 53 51 51 48 45 47 45 45 45 44 43 ar 27 23

Numberof 56 54 52 52 50 46 48 48 44 44 44 42 38 28 24
patents 54 54 51 50 49 47 4B

Avgnon alpoodalpivng ano TG npwteg ePSoHAdES AVENGN eGFR 6 TIC TIPWTEC EBEOUASEC
c l Haemoglobin (g/L) l eGFR (mL/min per 1.73m?)

patients 52 52 50 51 50 48 45

160 120
Initial evaluation Long-term extension

: Initial evaluation Long—term extension
] I I 100 —
I 1 1 [ : .
80 — 1

OpaAormoinon

. 73.2% - 80.4% e l OpaAormoinon
- miinee B 58.9% > 62.5%

05 T T T T | T T | T T T T T T T o T T T T T T T T T T T T 1 T T
0 40 80 120 160 200 240 280 320 360 400 440 480 520 560 600 0 4 80 120 160 200 240 280 320 360 400 440 480 520 560 600
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Nu;nlaiecrn o 553 E-vfii5 650 o 50 0o 48 “ 46 " a7 " 45 " 44 45 a4 43 a7 26 24 o 55 84 51 51 a0 o a7 4

=% OT patients acnieving normalisation of each parameter at L1k; bUring tne extension perioa, rour adaitional patients acnieved complete TMA response at days 169, 295, 407, and 407. aHUS, atypical haemolytic uraemic syndrome; eGFR, estimated
glomerular filtration rate; LDH, lactate dehydrogenase; LTE, long term extension; TMA, thrombotic microangiopathy 1. Rondeau E, et al. Kidney Int 2020;97:1287 96; 2. Barbour T, et al. Kidney Int Rep 2021;6:1603 13



Makpoxpovia dedopeva amoteAsopatikotntog Kat acpaleioc tov Ravulizumab o€ evijAikeg

acOeveic pe aHUS LDH (U/L)

a Platelet (X109 / L) 1200 4 Initial evaluation Long-term extension

1100 —

400: Initial evaluation LT BRI 839% 9 857% 1233: 768% 9 839%

800 —

[ I I =N
T l‘ﬁ iEE:\'

MAneng anokpion otnv TMA: 54% twv acBevwv thv efdopada 26! kat 61% twv acOevwv tnv eBdopada 522

ALQUEOT TR TOU XPOVIKOU SLacTAMATOC £wG TNV MARPN andkplon otnv TMA: 86 pépect’
MEéEyiLoto KALVIKO 0EANOG HE TN HAKPOXPEOVLA XOprynon
‘EAgyx0G TNG vooou kKatlBoAn th dtapkela xopniynong tng Oepamneiag
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glomerular filtration rate; LDH, lactate dehydrogenase; LTE, long term extension; TMA, thrombotic microangiopathy 1. Rondeau E, et al. Kidney Int 2020;97:1287 96; 2. Barbour T, et al. Kidney Int Rep 2021;6:1603 13



MetaBoAn tov eGFR o€ evAikeg aacBeveic pe aHUS mov éAafav ravulizumab

eGFR categories at eGFR categories at day 183 (mL/min per 1.73m?)!
baseline (N=47)*

2 3a 3b 4 5

88% eGFR <291

52% on dialysis’ (290)  (60-89)  (45-59)  (30-44)  (15-29)  (<15)

1(290) 0 (0.0)

2(60-89) 3 (6.4) 2 (4.3)

3a (45-59) 1(2)) 1(2)

3b (30-44) 2 (4.3) 2 (4.3)

4 (15-29) 7(149) )11 3 (6.4) 1(27)

5 (<15) 34 (723) [6(128) 6 (12.8) 3 (6.4) 3 (6.4) 5 (10.6) 1 (23.4)

O NopatnpnBdnke BeAtiwon tov eGFR o€ 68.1% acBsvwv (nuépa 183)! and o€ 69.8% twv acBevwv (tnv npépa 351)2
* Embeivwon tou eGFR napatnprndnke oto 4% twv acBevwy Kot otnv efdopdada 26 kot otnv 5212

O H apokaBapon SLakomnke ano tnv evapén tng LEAETNG oTo 58.6% Twv acBevwv ou Bplokovtav og alpokabapaon Kata tnv Evapén tng
HEAETNG

* Ano touc 27 aoBeveic mou dev Bpiokovtav o€ alpokdBapon o 21 mapERELVAY EKTOC aLokABapong kal 6AoL 6ool Eekivhoav
alpokabopaon To €kavayv Katd th SLapKELa TNG TPWTNG PAoNC TNG LEAETNG - pEpa 183)1

*% of patients achieving normalisation of each parameter at LTE; During the extension period, four additional patients achieved complete TMA response at days 169, 295, 407, and 407. aHUS, atypical haemolytic uraemic syndrome; eGFR, estimated
glomerular filtration rate; LDH, lactate dehydrogenase; LTE, long term extension; TMA, thrombotic microangiopathy 1. Rondeau E, et al. Kidney Int 2020;97:1287 96; 2. Barbour T, et al. Kidney Int Rep 2021;6:1603 13



MetaBoAn tov eGFR og mawblatpikouc aocBeveic pe aHUS nmov éAapav ravulizumab

eGFR categories at eGFR categories at week 50* (mL/min per 1.73m?)
baseline (N=16)"

1 2 3a 3b 4 5

(290) (60-89)  (45-59) (30-44)  (15-29) (<15)

1(290) 0 (0.0)

2 (60-89)  1(6.3)
3a(45-59)  1(6.3)

3b (30-44) 1(6.3)

4 (15-29) 8 (50.0) : 1(6.3) 1(6.3)

5 (<15) 5 (31.3) 3(188) 1(6.3) 1(6.3)

* Improvement in eGFR in 100% of patients by week 50+
* Dialysis discontinuation from baseline: 100%; initiation: 0% by week 50

eGFR, estimated glomerular filtration rate; n/a, not applicable.

Ariceta G, et al. Kidney Int. 2021;100(1):225-237. Kidney International (2021) 100, 225-237; https://doi.org/10.1016/j.kint.2020.10.046



https://doi.org/10.1016/j.kint.2020.10.046

Ravulizumab in pediatric patients with aHUS naive to complement inhibitors

Who was tested? What was done?

Ravulizumab Dav 1
loading dose Y

18 patients
with aHUS

At screening
» Active TMA, defined as:
« SCr 297.5" percentile for age
» Platelets <150 x 102/L

* LDH = 1.5 x ULN

Ravulizumab
maintenance
dose

At baseline
« 72% with extrarenal symptoms
+ 29% on dialysis
* 39% in intensive care

) ] Then every 4 weeks (<20kg) or
- 22 median eGFR (mL/min/1.73m?2)

every 8 weeks (220kg)

aHUS, atypical haemolytic uraemic syndrome; eGFR, estimated glomerular filtration rate; LDH, lactate dehydrogenase; SCr, serum creatinine;TMA, thrombotic microangiopahy; ULN, upper limit of normal
Ariceta G, et al. Kidney Int. 2021;100:225-37 [



KAwvikéc peA€teg ravulizumab oto aHUS

Table 2 Efficacy of ravulizumab in treatment-naive patients with atypical haemolytic uremic syndrome in clinical studies

Outcomes

Adulis (n = 56) [19]

Paediatric pts (n = 18) |13, 21]

Complete TMA response® (% pts) [95% CI]

53.6 [39.6-67.5]

77.8 [52.4-93.6]

Platelet count = 150 x [0/LY (% pts) [95% CI]
Lactate dehydrogenase < 246 U/LP (% pts) [95% CI)

83.0 [73.4-94.4]
76.8 [64.8-88.7]

04,4 [72.7-99.9]
88.9 [65.3-98.6]

Serum creatinine > 25% 1 from BL" (% pts) [95% CI]

58.9 [45.2-72.7]

3.3 [58.6-96.4

Haematologic normalization® (% pis) [953% CI]
Haemoglobin > 20 g/L (% pts) [95% CI]

732 |60.7—85.7]
71.4[58.8-84.2]

B850 [NA]
88.9 [65.3-98.6]

1 ]y - - - - 1 Bl
I Platelet count (x 10%/L) 1

125.0{95.3)

M47.0(51.3)

Lactate dehydrogenase (U/L) | 310.5 (50%) 12515 (1963.0)
Estimated glomerular filtration rate (mL/min/1.73 m’) 1 200 (100 0.0 (22.0)
Haemoglobin (g/L) 35.0 (85) NA (74.3)

BL baseline, NA not available, pis patients, TMA thrombotic microangiopathy, T increase, | decrease

*Primary endpoint, assessed through week 26; patients had to meet criteria for all TMA components concurrently, and each criterion had to be
met at iwo separaie assessments obtained > 28 days apart and at any measurement in between

"Eumpanent of complete TAM responseg
“Platelet count = 150 x 10%L plus lactate dehydrogenase < 246 U/L

Syed YY. Drugs. 2021



KAwikeg peAétec ravulizumab oto aHUS
MNpodiA aocPpaielog

Days 1-183 Day 1 to LFU

Event type N =58 (%) Events N =58 (%) Events

Any AE 58 (100.0) 696 58 (100.0) 986

Treatment related 19 (32.8) 50 20 (34.5) 66

Not treatment related 58 (100.0) 646 58 (100.0) 920 S I

Any SAE 28 (48.3) 60 33 (56.9) 84 no unexpected AEs in the safety set @
Fatal TEAES 3(5.2) 3 3(5.2) 3 patients {nm38) heoust the study 5
Study discontinuation due to

TEAEs 3(5.2) 3 3(5.2) 3

TESAEs 3(5.2) 3 3(5.2) 3 Most adverse events occurred
Drug discontinuation due to during the 26-week initial

TEAES 3(5.2) 3 3(5.2) 3 evaluation period

TESAEs 3(5.2) 3 3(5.2) 3

SAEs during study drug infusion 0(0) 0 0(0) 0

Meningococcal infections 0(0) 0 0(0) 0

Phase 3, single-arm, global study evalusting the efficacy and safety of ravulizumab administered by IV 10 adults with aHUS who are nafve to complement inhibitor treatment including the initial 26-week evaluation period and the patients avallable for follow-up
from the ongoing 4.5 year long term extension pesiodd

AE, adverse event; aHUS, atypical haemalytic uraemic syndrome; SAE, serious adverse event; TEAE, treatment emergent adverse event; TEAE, treatment emergent serious adverse event

Table adapted from Barbour T, ot al. Kidney Int Rep. 2021;6:1603-1613



Obnylec EpBoAlacuov

20oBopn UNVIYYITIOOKOKKIKN AOTLMEN

AGym TOL INYaVIG ROV dpacng TS pafovilovudunng, n xpNnomn me avéavet v evaicincia tov achevov
GTI UNVIYYITIO0KOKKIKT AoTumEn/onyatpio and unviyyitidokokko (Neisseria meningitidis). Mmopel vo
TOPOVGLUCTEL UNVIYYITIO0OKOKKIKT] VOGOS 0QEILOLEVT G€ OTTO1ONTOTE 0poondda. ' va petmbel avtog o
Kivouvog Loluméng, 0Aot ot acBeveic mpémet va elPodlovTot KaTd TOV UNVIYYITIO0KOKKIKAOV LOTUOEEDV
TOLAGY1IGTOV 000 EBdOLAOEC TPV 0o TNV Evapln TS Yopnynong g pafovilooudunnc, ektog edv o
Kivovvog amd v kabvotepnon g Bepamneiog e poPoviilovpdpnn vreptepel TOL KIVOLVOL OVATTUENG
UNVIYYITIO0KOKK KNG Aoipméng. Ot acbeveic mov Cexwvovv ) Oepamneia e pafovilovpdunn Ayotepo
amo 2 efdopddeg Letd ToV eUPOALOGIO KATA TOV UNVIYYITIOOKOKKOV TPEMEL VO ACUPAVOLY arymyn Le
KOTAAANAO TPOQLAKTIKA avTIBoTIKA £mC Kot Yo 2 efdopdadeg petd tov euPoitacud. I'a tny mpdinym
TOV oVYVA TABOYOVEV 0POOLAO®V TOL UNVIYYITIOOKOKKOV, GUVIGTOVTOL EUPOALN KOTA TOV OpOOULddmV A,
C,Y, W135 ka1 B, epocov etvar drobéoia. Ot acbeveic npénet va epfoitdlovial 1) va vtofdiroviol Ge
EMAVOANTTIKO EUPOMAGUO GOUE®OVA IE TIG EKAGTOTE 1GYVOVGES OVIKES KATEVOVVTNPLES YPUUUES OYETIKA
le ™ xpnon eupoiiov. Edv o acbevnc mpayunatonotel petdfoaon and Oepameia pe ekovAMCovUauan, ot
wtpot Oa mpemet va emain0evovy 0Tt 0 UPOAMACUOS KOTA TOV UNVIYVITIOOKOKKOL TANPOL TIC TPEYOVOES
OTOATNOELS GUUQMVA LLE TIC OVIKEC KOTELOVVTIPLEG 00N YIS Yo TN ¥p1oN EUPforimv.

Ot acBeveic nAkiog kdtm TV 18 etdv mpémet va epPortdlovat yio AOUMEELS TOV TPOKAAOVVTOL OO
Haemophilus influenzae kot Tvev lovIOKOKKO, KO TPETEL VO GLLLLOPPOVOVTOL QVGTNPA L TIG EOVIKES
OVOTACELS UPOMUCOV Y10 KAOE NAKIOKT] OUAdC.

https://www.ema.europa.eu/documents/product-information/ultomiris-epar-product-information_el.pdf



https://www.ema.europa.eu/documents/product-information/ultomiris-epar-product-information_el.pdf

OLKOVOMLKEG EMUMTWOELC TNG Oepaneiog e pafouAl{oUpAUTIN EVOVTL EKOUVAL{OUALUTING
oto aHUS

Medicine
preparation
time
e Infusion Eculizumab == C every 2 weeks x for up to 120 minutes
time dependng on bodyweight
Travel
time to and Ravulizumab G Q every 4 to 8 weeks for up to 180 minutes
from the clinic* Rett':;\;ery C depanding on bocywesght X dapandng on bodyweiohl
Ravulizumab
g concentrated Q G c every 4 to 8 weeks X for up to 64 minutes
N / formulation Cananiatidatien B
Overall time in treatment
Eculizumab C 3 Ravulizumab (Germany, Italy, UK, USA)
every 2 weeks every 4 to 8 weeks
l Eculizumab Most time
X 44%, to 52%
Ravulizumab 0
Overall time in 69% to 74%
treatment Ravulizumab loss 4
concentrated Least time
*Not included in calculations for the UK 'ormu'ation

where treatment is only given at home

Percentages show the difference between eculizumab and ravulizumab treatments
(from lowest to highest across all 4 countrias)

Adrian R. Levy, Peter Chen, Karissa Johnston, Yan Wang, Evan Popoff & loannis Tomazos (2022) Quantifying the economic effects of ravulizumab versus eculizumab treatment in patients with atypical hemolytic uremic syndrome, Journal of Medical Economics, 25:1, 249-259,
DOI: 10.1080/13696998.2022.2027706



AocBevic #1

.

/'Ecl)r]Boq 16 eTWV ME:

* MToAAaAd emteLcOOLA ERETOV ATO 36WPOU

e Epunupeto £w¢ 39,6 °C

* Mia dtappoikn KEVWON XwpPLC TIPOCULEELC

* OAwyoupia amno 24wpou

Evapén
aLpokaBapong

. 4

* 97 HN: Ek vEOU EUMUPETO KalL
etavonua

* M. pneumoniae IgM (+), ApvnNTLKEG
K/€G

* AguKoTieEVLQ

* Mtwon C3, aCLM (+) — ZuoTnuatiko
vOonuQ;

e Awakomn tnG alpokaBapong 2 NUEPES apyotepa

* Evapén Solumedrol IV
* AVOOOAOYLKOC EAeyXOC: K..

\ 4

* JTOSLaKA amokaTAoTaon TNE VedpKAC Attoupylac kaL tne Soupnong Eculizumab tnv 18" nuepa voonAeiag

A4



AocBevic #1

Urea (mg/dL) Creatinine (mg/dl)

300 , 12

CCRT IHD Awakortn RRT
250 o‘ o . 10

Awakomr) RRT
200 8 o
150 6
100 4
Mtwon C3
50 2
0 0
1 3 5 7 9 11 13 15 17 18 21 23 25 | 27 1
‘ FFP ' Eum’; per5
eGFR 36

‘Eyxuon eculizumab

‘Eyxuon eculizumab

S. Stabouli-Data on file



Atepeuvwvtog tnv naboyevela tng TMA otoug acBeveic pac: aHUS?

AocOevng #1

AcOevnc #2

AocOevng #3

ADAMTS13 102% 61% 55%
Film Array Kompavwv ApvNnTLKO NorowrusE,PAé(éenowrus, Norovirus
OLKOVEVEL?KO EAeUBepo OseTIKO EAeVUBepo
lotopLko
Entimeda C3 QuoloAoyLka QuololoyLka EAQTTWHEVAL
Evepyomoinon tng
svaMaKtLKlr']q o800 3201 ng/ml 2240 ng/ml 1088 ng/ml
OUUITANPWHOTOG

(Métpnon C5b9)

1

1 Mnva apyotepa

S. Stabouli-Data on file

ZoBapn
avemnapkela < 10%

DT < 245 ng/ml



To yeveTIKO UTtOBaOpo Twv acOevwv pog

AcOevnc #1 AocOevnc #2 AcOevnc #3

MNaBoyoveg petaAAeLg C3 p.lle1157Thr (het.) C3 p.lle1157Thr (het.) deletion of CFHR1 and
CFHR3 (hom.)

anti-FH autoavtiowpata (ref <110) ApvnTika ApvnTika >2000 AU/mL

S. Stabouli-Data on file



Follow-Up...

-~

AcBevnc #1

* EAaBe cuvoAlka 7 600¢€LG
eculizumab

* Enewta Bepameia pe

UETOEL TWV EYXUOEWV...

* eGFR: 88 ml/min/1,73m?2

@eoeepoq UTTOTPOTIWV

ravulizumab, e€aodaAilovtacg
HEYOAUTEPA HECOSLOOTH AT

/

AcBevic #2
Yuvexilel T eyxVOELG
ravulizumab

ApTnpLOKN UTIEPTAON UTIO
ALoLvorpiAn

eGFR: 94 ml/min/1,73m?

EA€UBepoC UTIOTPOTIWV

AoOevng #3

4 NUEPEC HUETA TN 2N EyXuon
ravulizumab:
* Anti-FH IgG >2000AU/mL
» Haptoglobin <0,07 g/L
Amogaon yia xoprynon
rituximab kat évapén
npedviloAovng

Yuvexilel T eyxVOELC
ravulizumab

eGFR: 87 ml/min/1,73m?2

EAeUBOepn uTtoTPOTIWY



Mowog 0 pOAOG TOU YEVETIKOU EAEyxou oto aHUS?

Alayvwon < » Oegparmela
2. Oeparneia
1. Hdlayvwon touv aHUS Eyerptn?

Baoiletal oTnNV KALWVLKN €KOVA

14
Al_apKE LOL? MBavA Slakonn
Gspansiag O€ Atoua pe
KN yvwoth METAAAQEn !



Atakorn Beparmeiag

> Risk of relapse moderate ~50%
» Consider eculizumab cessation
under close supervision

Yey

Resume CS5 inhibition

Relapse

Atypical hemolytic uremic syndrome

Eculizumabl

Complete clinical response

|

Rare germline variant?
(FH, FI, MCP, C3, FB)

0

Monitor Resume C5 inhibition

» Risk of relapse low <5%
» Discontinue eculizumab

Relapse

TN

Monitor

Risk of aHUS recurrence after treatment discontinuation

High risk

Previous recurrence

Pathogenic variant:

e Loss of function variant in CFH

¢ |oss of function variant in MCP in the case
of treatment discontinuation

¢ Gain of function variant in C3, CFB, CFHR1

* CFH/CFHR hybrid genes

* High titer Factor H autoantibodies

or kidney transplantation

Moderate risk

Loss of function CF/ variants
Variant of unknown significance
Low titer Factor H autoantibodies

Brodsky RA. Eculizumab and aHUS: to stop or not. Blood. 2021 May 6;137(18):2419-2420. doi: 10.1182/blood.2020010234. PMID: 33956069; PMCID: PMC8109016.

Vivarelli M, Barratt J, Beck LH Jr, Fakhouri F, Gale DP, de Jorge EG, Mosca M, Noris M, Pickering MC, Susztak K, Thurman JM, Cheung M, King JM, Jadoul M, Winkelmayer WC, Smith RJH; for Conference Participants. The Role of Complement in Kidney Disease: Conclusions

Low risk

No genetic or acquired risk factor identified
Persistently negative Factor H autoantibodies
Pathogenic MCP variant in the case of
kidney transplantation

From a Kidney Disease: Improving Global Outcomes (KDIGO) Controversies Conference. Kidney Int. 2024 Jun 4:50085-2538(24)00389-2. doi: 10.1016/].kint.2024.05.015. Epub ahead of print. PMID: 38844295.



Etnola enintwon Kal cuxvotnta

Table 3 Incidence and Prevalence of Atypical Hemolytic Uremic Syndrome

200623

Switzerland, United Kingdom, Italy, Turkey,

Netherlands, Israel, Sweden, France

Study Country Study Age Total Incidence per Prevalence
Period aHUS | Million per Million
Cases | Annually
(Range)
Bayer 2019*** | France 2009-2016 | All ages 15 1.9 -
Ardissino Italy 2003-2012 | <18 years old 12 0.75 9.4
2016%
Durkan 2016?® | Australia 19942001 | <I5 yearsold | 14 0.44 -
Jenssen 2014%¢ | Norway 1999-2008 | <I6 yearsold | 9 <1 (0-3) -
Mallett 2014%° | Australia/New Zealand 2013 >|8 years old | 3 - 2.4
Wuhl 2014% Austria, Denmark, Spain, Finland, France, 20072011 | All ages 815 0.39 496
Greece, Netherlands, Norway, Romania,
2007-201 | <20 years old 8l 0.26 2.21
Sweden, Scotland
2007-2011 | >20 years old 734 0.42 5.75
Fremeaux- France 20002008 | All ages 214 0.23 -
Bacchi 20133
Zimmerhackl Austria, Germany, Czechia, Hungary, 1974-2005 | <18 years old 167 - 3.3

Note: *One pediatric case in the study.

Yan et al, Clinical epidemiology 2020;12:295-305

2023-2024 oc
nepiodo 13

UNVwV: l

4 madlatpikol
aoBeveic pe
aHUS otn B.
EAAGSQ

|

Etnowa
EMinmTwon

2,5 ava
EKATOULUUPLO
nAnBuopuov <
18 eTwv



2 UTTEPOLOLOITLK AL «

« H €ykaupn dtdyvwon tou ATuTou ALOAUTIKOU oUpaiLplkoU ouvOpopou eival
KOLpLOC ONUAOLOC YL TNV ITPOoyvwon Twv acBevwv

« H 6tayvwon tou aHUS pe oxetilopeva “triggers” o acBeveic nou
nopouvotalovv TMA pmopel va emitpeP el taxutepn Kot KataAAnAotepn Bepamneia

« H mpwipn évapén e€atoplkeEVUEVNG OTOXEVEVNG Oepaneiog pe ravulizumab
LELWVEL CNUOVTIKA TA artetAnTka yia tn {wn cupBapota kot tnv mbavotnta
ooBapnc umoAeLmopevng vedpLlkng vooou

« H pakpoyxpovia xopnynon ravulizumab £€6eLée nwc eivat KaAAwg avektn HE
KALVIKA ODEAN 0€ VEPPOAOYLKEC KOl OLLLLATOAOYLKEC TIOPAUETPOUC TWV aLoBevwv



