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DISCLAIMER

“OL mapouolaoelg mpoopilovtal HOVO YLl EKTTOLOEUTIKOUC OKOTIOUC Kol
dev avtikablotolv TNV avefaptntn emayyeApotikn Kpion. Ot dnAwoelg
Kol ol amoYP el mou ekdpalovtal ivol OUTEC TWV OUANTWY LEMOVWHUEVA
KOlL, EKTOC av avadEPETaL pnTd oto avtibeto, dev eival n aroyPn A n 6€on
Tn¢ AstraZeneca.

AstraZeneca 6ev vmnootnpilel, dev eykpivel, kol dev avalappavel Kopio
gublvn yla TO TEPLEXOUEVO, TNV oKpifewa 1 tnv mMAnpotnTta TWV
nAnpodoplwyv mou apouotalovral.”

“ 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.”



[MAPOYZIAZH MEPIZTATIKOY (1)

" fuvaika 32 eTwv, SeutEPOTOKOC oTNV 36" Bdopada KUNon¢

loTOPLKO auTOpATNG armoBoAng

= EmumAeypévn KONon
AvtidwodoAutdiko cuvdpopo
ota mAaiolo ZEA (ASA)

" OdApOTA KATW AKPWYV, UTIEPTOON
Avénon LDH, tpavoauwvaocatpio, avoiuio, 8poupormnevia

Yniovowa cuvdpopou HELLP ko emeiyovoa KoloapLkn TORN: UYLEC VEOYVO, APPEV

M. Spartalis, K. Demetriou 2017



[MAPOYZIAZH MEPIZTATIKOY (1)

Mapad Tov TOKETO, MPOO0dEVTIKA EpdavileL:

" YILEpTAON LN EAEYXOLLEVN m

= OAlyouplia, avoupla ‘“&;‘;::“::m., >

= Mnplaioc kaBeTrpac Kot opokadapon ';\ Bodrat S ’
e——

Magnesium sulfate
m m nd baby (prevents seizures)

Blood pressure
r medications

Aoyw wotoplkoU, TiBetal untovola

Jus
aHUS ota mAaiocwo SLE o DA
, ' T
= ADAMTS13 puGLOAOYLIKO [
" Bloyia vedppou

" PLEX
RTX (1gr x2) kot MPP

www.verywellfamily.com M. Spartalis, K. Demetriou 2017



[MAPOYZIAZH MEPIZTATIKOY (1)

3 UAVEC pHeTa, umno PLEX
= SCre 2.5 mg/dl kat emumAokn amno Nz
" Evapén eculizumab, sppfoAiacpog, XMI

= ‘EAEyX0C CUMUTTANPWLOTOC

Ynotponn aHUS otn dtakonn eculizumab
2NMEPQ, 7 XPOVLOL LETAQ,

EKTITWON VEPPLKAC AsLToupylag

(SCre 1.4 mg/dl) ue UPCR>0.5

uno ravulizumab kat RAS inhibition

www.verywellfamily.com

i

Blood transfus
(treats neml )

; Bedrest
-
=
s monitoring

fm m nd baby

f'

Magnesium sulfate
(prevents seizures)

Blood pressure
medications

o=

Corticosteroids
(fof fetal lun
bt

M. Spartalis, K. Demetriou 2017



[MAPOYZIAZH MEPIZTATIKOY (2)



[MAPOYZIAZH MEPIZTATIKOY (2)

= fuvaika 39 eTwv, TPLTOTOKOC otnv 38" Bdopada kunong

[MpoNyoUEVEC EYKUMOCUVEC GUCLOAOYLKEC

= EmumAeypévn KONon
Mpodpoutkoc Aakouvtag (utd ASA)
Ynieptaon (oo tn 12" Bdopada)

" OdApOTA KATW AKPWYV, AVOEKTLKN UTTEPTAON
Av&non LDH, umtepxoAepubpvaluia, tpavoapivacotluia, avatuia, OpouBormnevia

Ynovowa cuvdpopouv HELLP ko emeiyovoa Kooaplkn TORR: UYLEC VEOYVO, OnAu

E. Frangou, A. Michael, K. Michaelides 2023



[MAPOYZIAZH MEPIZTATIKOY (2)

Mapad ToVv TOKETO, N LNTEPO TPOOSEUTLKA
epdavilel: =

" Yteptaon KN EAEYXOLEVN %"::’,:::;z';:‘:::.:‘;"
= OAwyoupia (pun avtamokplon o evudatwon)

Bedrest

P~
-
5l
~
-~

Continuous monitoring
of mom and baby

" Avoupia (Hn avtamokplon o€ SloupnTika)
" Ertdeivwon odnuatwv kat Suomvola

" [MTAEUPLTIKEC CUAANOYEC

. 0 v
8 -
A2} |
\ ’“Séo € Y,

Magnesium sulfate
(prevents seizures)

Blood pressure
medication

Ju=

Corticosteroids
(for fetal lun
development

www.verywellfamily.com E. Frangou, A. Michael, K. Michaelides 2023



[MAPOYZIAZH MEPIZTATIKOY (2)

Awakopudn otn Movada Evtatikig Oepamneiog

= Mnploiog KaBetnpac Kot apokabopon ™
" PUBLON unteptaong R i i »
(labetalol, hydralazine, amlodipine) e %

Continuous monitoring

of mom and baby Magnesium sulfate

(prevents seizures)

* Ertipovn avatpiog kat Opoppormeviac:

— Blood pressure

medications
=
JS

Corticosteroids
(for fetal lung
development)

2 GLAANEC CUUTTIUKVWHEVO EpUBPA KaL
4 dLaec dpEOKO KATEYPUYUEVO TTAACHOL

" Emiipovn VeEPPLKAC OVETTIAPKELOLG

www.verywellfamily.com E. Frangou, A. Michael, K. Michaelides 2023



[MAPOYZIAZH MEPIZTATIKOY (2)

= Xwplc atpoppayia n unotaon otnv KT
= Xwpic apBpadyiec, e€avOnua N cuoTNULKA
» Xwpic Stataoelc MK and U/S oupomnontikol
= C3 katavaAwpévo, C4 pucloAoyiko
= ANA, anti-dsDNA apvntika
LA, KapSLOALTTLVES apvNTLKA
ENA, ANCA apvntika
= UPCR=2.9, UACR=1.3

MULKPOOKOTILKN OlLLLATOU plat

StSToLyTES
(FRAGMENTED Rfo

2y

Xwpic KUAivdpouc

E. Frangou, A. Michael, K. Michaelides 2023



[MAPOYZIAZH MEPIZTATIKOY (2)

= AUénon LDH
Xwplc oxlotokUutTApO OTO TIEPLPEPLKO alpal
Coombs apvntikn
Anttoodatpivec xapnAeg
INR=1, aPTT=38, Ilvwdoyovo=215
PLASMIC Score = 4 (low-risk yia TTP)
ADAMTS13 pucLoAoyiko

SM\STQ(YTE )
(FRAGMENTED RED

2y

E. Frangou, A. Michael, K. Michaelides 2023



[MAPOYZIAZH MEPIZTATIKOY (2)

" Yntovoia pregnancy-induced CM-TMA
Apeoa evapén eculizumab xwpic PLEX

EpBoAlacpoc kot XM
= ‘EAEyX0C CUMUTTANPWLOTOC

" Bloyia vedppou

= 10 unveg petq,

St SToCyTES

(FRAGMENTED RED

2y

duaoLoloylkn vedplkn Asttoupyla

e UPCR<0.1, unto ravulizumab

www.verywellfamily.com E. Frangou, A. Michael, K. Michaelides 2023



OPOMBQTIKH MIKPOAITEIONAGEIA (TMA)

oUVOAO cUVOPOUWVY PE TTOAAATIAEC QLTLOAOYLEC
ntovu odnyouv oe evboOnAtlakn BAABN HIKpwV ayyeiwy,
npokaAwvtac MAHA kot Bpopufornevia

Alternative Classical
pathway pathway || pathway

Complement
C3H,0Bb C4b2a -~ activation 0 Immune cell

ﬂ Fi Amplification
loop

‘ .- .............. ‘; |

Endothelial cell
damage and swelling



OPOMBQTIKH MIKPOAITEIONAGEIA (TMA)

Microangiopathic hemolysis

Thrombocytopenia Schistocytes and/or
Platelet count < 150 000/mm? or d Elevated LDH level and/or
>25% decrease from baseline an Decreased haptoglobin level and/or

Decreased hemoglobin level

Common Symptoms

Neurological symptoms
Confusion and/or
Seizures and/or
Stroke and/or
Other cerebral abnormalities

Other Symptoms

CV symptoms
Myocardial infarction and/or
Hypertension and/or
Arterial stenosis and/or
Peripheral gangrene

Laurence J et al. Clin Adv Hematol Oncol 2016

Plus 1 or more
of the following:

Renal impairment
Elevated creatinine level and/or
Decreased eGFR and/or
Elevated blood pressure and/or
Abnormal urinalysis results

Pulmonary symptoms
dyspnea and/or
Pulmonary hemorrhage and/or
Pulmonary edema

Gl symptoms
Diarrhea = blood and/or
Nausea/vomiting and/or
Abdominal pain and/or

Gastroenteritis/pancreatitis

Visual symptoms
Pain and blurred vision and/or
Retinal vessel occlusion and/or
Ocular hemorrhage



OPOMBQTIKH MIKPOAITEIONAGEIA (TMA) - AITIA k MPOZEITIZH

| Haptoglobin
MAHA

IPlts

qumystgn} III“FBa-:tnarrial Cutur?' (" ANA )
| Methionine 5. Pneumoniae Anti-ds DNA
TMethyl urinary antigen Anti-phospholipid
-malonic acid +ve Coombs Anti-Scl70
MMACHC T-antigen ACA
genetics detection RNA polymerase Il
N N J )
. . .
L - L
L]

Goodship THJ et al. Kidney Intern 2017

HIV
HepA & C
cMV
Influenza H1N1
EBY

ADAMTS13 activity <10%

ADAMTS 13 AuloAb

(PLASMIC score)
PLT < 30.000/L
Hemolysis
No active cancer
No transplantation
MCV < 90 fL
INR < 1.5
SCre < 2 mg/dl

coints 0-4, 5-6, 7)

EEEsEEEEEEEN ESRD EEEsEEEESEEEEEEE

Stool/Swab Culture

Stx detection
Serology’ PCR

Factor H Ab

C3, C4,FH, FI
Anti-FH Ab
CD46 FACS
CFH.CFI,CD46,

C3.CFB, DGKE

genetics
MLPA




OPOMBQTIKH MIKPOATTEIOMAGEIA (TMA) - AITIA k MPOZEITIZH
- (" pLASMIC score

X Hemolysis
[ ‘::'s hg;'tmluhin ] No active cancer
: ) No transplantation
MAHA MCV < 90 fL
INR < 1.5

SCre < 2 mg/dl
ADAMTS13 activity <10% )
ADAMTS 13 AutoAb Comts 0-4, 5-6, 7)

EEEsEEEEEEEN ESRD EEEsEEEESEEEEEEE

Stool/Swab Culture
Stx detection
Serology’ PCR

L]
.
L]
L]
.
L]
L]
.
L]
L]
.
L]
v
C3, C4, FH, Fi
Anti-FH Ab
CD46 FACS

L] L]
I"‘rrH-:u'r'n-:a-::;rstnainja:'q (Bacterial Cuture) AnA ) . - HIV | Factor H Ab
| Methionine 5. Pneumoniae Anti-ds DNA . . HepA & C
tMethyl urinary antigen Anti-phospholipid . . cMmV -
-malonic acid +ve Coombs Anti-Scl70 . . Influenza HIN1 . CFH,CFI,CD46,
MMACHC T-antigen ACA . . EBV . C3,CFB, DGKE
genetics detection RNA polymerase Il . . 4 . g:'nLep?Es
\ . /N AN J . . . .
[ - - L] - - L]
L] L - L] - L] L]
:-II-III-II:-III-III-III-:II-III-III.II:.Il..lI..Il.‘lll.llI.II‘I.III.III-I I-III-III-I-III-III.III.III.III.III.I:

Goodship THJ et al. Kidney Intern 2017



OPOMBQTIKH MIKPOAITEIONAGEIA (TMA) - AITIA k MPOZEITIZH

IPlts

| Haptoglobin
MAHA

qumystgn} III“FBa-:tnarrial Cutur?' (" ANA )
| Methionine 5. Pneumoniae Anti-ds DNA
TMethyl urinary antigen Anti-phospholipid
-malonic acid +ve Coombs Anti-Scl70
MMACHC T-antigen ACA
genetics detection RNA polymerase Il
N N J )
. . .
L - L
L]

Goodship THJ et al. Kidney Intern 2017

HIV
HepA & C
cMV
Influenza H1N1
EBY

ADAMTS13 activity <10%

ADAMTS 13 AuloAb

(PLASMIC score)
PLT < 30.000/L
Hemolysis
No active cancer
No transplantation
MCV < 90 fL
INR < 1.5
SCre < 2 mg/dl

coints 0-4, 5-6, 7)

Stool/Swab Culture

Factor H Ab

EEEsEEEEEEEN ESRD EEEsEEEESEEEEEEE

Stx detection
Serology’ PCR

C3, C4,FH, FI
Anti-FH Ab
CD46 FACS
CFH.CFI,CD46,

C3.CFB, DGKE

genetics
MLPA




OPOMBQTIKH MIKPOAITEIONAGEIA (TMA) - AITIA k MPOZEITIZH

T Homocysteine III“FBa-:tnarrial Cutur?' (" ANA )
| Methionine 5. Pneumoniae Anti-ds DNA
TMethyl urinary antigen Anti-phospholipid
-malonic acid +ve Coombs Anti-Scl70
MMACHC T-antigen ACA
genetics detection RNA polymerase Il
—, J y,
. . .
L - L
L]

Goodship THJ et al. Kidney Intern 2017

|

IHb
IPlts

TLDH

| Haptoglobin
MAHA

HIV
HepA & C
cMV
Influenza H1N1
EBY

ADAMTS13 activity <10%

(PLASMIC score)
PLT < 30.000/L
Hemolysis
No active cancer
No transplantation
MCV < 90 fL
INR < 1.5
SCre < 2 mg/dl

ADAMTS 13 AutoAb coints 0-4, 5-6, 7)
Stool/Swab Culture
Stx detection
Serology/ PCR

Factor H Ab

EEEsEEEEEEEN ESRD EEEsEEEESEEEEEEE

C3, C4,FH, FI
Anti-FH Ab
CD46 FACS
CFH.CFI,CD46,

C3.CFB, DGKE

genetics
MLPA




OPOMBQTIKH MIKPOAITEIONAGEIA (TMA) - AITIA k MPOZEITIZH

N\ (. N\ [/ N .
T Homocysteine] [ Bacterial Culture ANA .
| Methionine 5. Pneumoniae Anti-ds DNA .
1 Methyl urinary antigen | | Anti-phospholipid -
-malonic acid +ve Coombs Anti-Scl70 .
MMACHC T-antigen ACA .
genetics detection RNA polymerase Il .
N— VAN J .
. . . .
L] L] - L]

L]

Goodship THJ et al. Kidney Intern 2017
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HIV
HepA & C
cMV
Influenza H1N1

EBY

ADAMTS13 activity <10%

(PLASMIC score)
PLT < 30.000/L
Hemolysis
No active cancer
No transplantation
MCV < 90 fL
INR < 1.5
SCre < 2 mg/dl

Factor H Ab

ADAMTS 13 AutoAb coints 0-4, 5-6, 7)
Stool/Swab Culture
Stx detection
Serology/ PCR

EEEsEEEEEEEN ESRD EEEsEEEESEEEEEEE

C3, C4,FH, FI
Anti-FH Ab
CD46 FACS
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C3.CFB, DGKE

genetics
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OPOMBQTIKH MIKPOAITEIONAGEIA (TMA) - AITIA k MPOZEITIZH

IHb  TLDH
IPits | Haploglobin
MAHA

ADAMTS13 activity <10%
ADAMTS 13 AuloAb

(PLASMIC score)
PLT < 30.000/L
Hemolysis
No active cancer
No transplantation
MCV < 90 fL
INR < 1.5
SCre < 2 mg/dl

coints 0-4, 5-6, 7)

EEEsEEEEEEEN ESRD EEEsEEEESEEEEEEE

Stool/Swab Culture
Stx detection

Serology’ PCR

Factor H Ab

\.

 C3,C4,FH, FI )

CFH,CFI,CD48,
C3.CFB, DGKE

".Il'.'l'.ll'.'l

Anti-FH Ab
CD46 FACS

genetics
MLPA

4

N/l N o N . .
T Homocysteine] ([ Bacterial Culture ANA . . HIV
| Methionine S. Pneumoniae Anti-ds DNA . . HepA & C
TMethyl urinary antigen Anti-phospholipid . . CMV
-malonic acid +ve Coombs Anti-Scl70 . . Influenza HIN1
MMACHC T-antigen ACA . - EBV
genetics detection RNA polymerase Il . . ¥
\_ . /N VAR J . . .
. . . . : .
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Goodship THJ et al. Kidney Intern 2017



v" H Stdyvwon aHUS sivoit KAk kat tiBetat €€’ amokAglopol
v Aev UTIAPYXEL KALVLKOC BLodeilktnc mou va. smiBeBatwvet tn Stdyvwor) tng
v" H kaBuotépnon otn Stdyvwon kot Oepareia XL KAKH TIPOYVWON

v' TaL UTTOKELPEVA Voo LaTa, OUYXVA,
AOTEAOUV TO £PEOLOMA VLA TNV ATTOKAAU N UTTOKELHEVNC SLlaTtop oY CUMTITANPWHOTOC



OAO2 2YMINAHPQMATO2

" pwTteivec TNC KN ELOKAC avooiag:

KABapon VOOOCUUITAEYULATWY, CLASSICAL PATHWAY LECTIN PATHWAY

Tissue injury

Immune complex

o wvivomolnon ULKPOOPYOVIOHWV,

MBL, ficolins,
collectins

-Q:;0
L4
C3 convertase E C4 bypass

Inflammation,
platelet activation,
leukocyte recruitment,

C1r/C1s

AUon kuttapwyv (EEvwy, eautol)

.
L]
unnsr’

DD =D

= [EVETLKN N EMLKTNTN

Slatapoxr evaAAaKTIKRG 060U: S ALTERNATIVE
(Mutations: C3, CFB, CFH, CFl, MCP, THBD K_@‘_'@
Polymorphisms: MCP, CFH, CFHR o @@
Autoantibodies: anti-CFH)

ave&eAeyktn evepyomoinon C kat AUon KUTTAPWV

Reproduced from Drugs of the Future 2020, 45(6): 389. DOI: 10.1358/d0of.2020.45.6.3115216



PREGNANCY-INDUCED CM-aHUS
ENIAHMIOAOTIA

= 20-3° tpinNVo KUNOoNG N AUECO LETA TOV TOKETO

" Mapd TOV TOKETO, EMMEVEL N ALUOAUTIKN avatpia, OpopBornevia kat n veppLkn AVeENAPKELDL
" ONB oto 11%: 50% pe avaykn yta AMK
= Xwpic Ospamneio: 53% XNNTZ ko 45% Oavarog

Fetal Maternal

Placenta

loop

Endothelial cell
damage and swelling

Djurisic S, Hviid TV. Front Immunol 2014



PREGNANCY-INDUCED CM-aHUS

AIATNQ3TIKH MPO2EITI2H

Pregnant woman >20 weeks gestation
with platelet count <100,000/microL

= Clinical assessment

= CBC and blood smear review
= BUN, creatinine, spot urine protein to creatinine ratio
® Liver function tests
= PT/aPTT/fibrinogen

What is the blood pressure?

MNormal or low

¥

Obstetric bleeding

{eg, placental abruption, postpartum hemorrhage)? *

Hypertension

¥

Evaluate renal functicn and
urine protein to creatinine ratio

Yes Mo Severely Mormal or mildly
impaired renal function impaired renal function
Dialysis anticipated Dialysis not anticipated
| Predominant clinical/laboratory findings |
[
[ I I ]
Otherwise well, isolated Coagulopathy MAHA and severe AKI
thrombocytopenia thrombocytopenia
v ¥ l ¥ l ¥ ¥

Likely TTP Likely preeclampsia/HELLP
Likely dilutional or DIC Likely TTP1 Likely sepsis/DIC [neurclogic features Likely C-TMA (abnormal LFTs and urine

are supportive)

protein:creatinine =20.3 are supportive)

v

v

v

v

v

v

» Identify and treat triggering event

» Standard fluid and blood product
resuscitation

® Possible delivery

= Treatment {glucocorticoids and/or IVIG)
if platelet count <30,000/microL
and/or if needed for delivery,
neuraxial anesthesia, or other
invasive procedure

» Identify and treat underlying cause
® Follow standard sepsis guidelines
® Possible delivery

= Obtain ADAMTS132 activity lewval
m Initiate PEX while awaiting results

® Evaluate for other possible renal disease
{obstruction, infection)
» Initiate dialysis if needed

® Initiate anti-complement therapy if no
other explanation for AKIA

= Plan for delivery,
with urgency individualized according
to gestaticnal age and dlinical severity

UpToDate May 2024




PREGNANCY-INDUCED CM-aHUS

AIATNQ3TIKH MPO2EITI2H

Pregnant woman >20 weeks gestation
with platelet count <100,000/microL

= Clinical assessment
= CBC and blood smear review

= BUN, creatinine, spot urine protein to creatinine ratio
® Liver function tests
= PT/aPTT/fibrinogen

What is the blood pressure?

MNormal or low

Obstetric bleeding
{eg, placental abruption, postpartum hemorrhage)? *

Mo

| Predominant clinical/laboratory findings |

Hypertension

¥

Evaluate renal functicn and
urine protein to creatinine ratio

[
Severely
impaired renal function
Dialysis anticipated

Yes
[
Otherwise well, isolated
thrombocytopenia
Y +
Likely dilutional or DIC Likely 1TP1

v

v

I
Coagulopathy

!

Likely sepsis/DIC

1
MNormal or mildly
impaired renal function
Dialysis not anticipated

MAHA and severs AKI
thrombocytopenia
¥ l ¥ ¥
Likely TTP Likely preeclampsia/HELLP
[neurclogic features Likely C-TMA (abnormal LFTs and urine

are supportive)

protein:creatinine =20.3 are supportive)

v

v

v

» Identify and treat triggering event

» Standard fluid and blood product
resuscitation

® Possible delivery

= Treatment {glucocorticoids and/or IVIG)
if platelet count <30,000/microL
and/or if needed for delivery,
neuraxial anesthesia, or other
invasive procedure

» Identify and treat underlying cause
® Follow standard sepsis guidelines
® Possible delivery

= Obtain ADAMTS132 activity lewval
m Initiate PEX while awaiting results

® Evaluate for other possible renal disease
{obstruction, infection)
» Initiate dialysis if needed

® Initiate anti-complement therapy if no
other explanation for AKIA

= Plan for delivery,
with urgency individualized according
to gestaticnal age and dlinical severity

UpToDate May 2024




PREGNANCY-INDUCED CM-aHUS
AIATNQSTIKH MPOSEITISH

= Clinical assessment
= CBC and blood smear review

= BUN, creatinine, spot urine protein to creatinine ratio
= Liver function tests
= PT/aPTT/fibrinogen

What is the blood pressure?

MNormal or low Hypertension

¥

Obstetric bleeding Evaluate renal functicn and
{eg, placental abruption, postpartum hemorrhage)?* urine protein to creatinine ratic

[
[ 1 [
Yes Mo Severely Mormal or mildly
impaired renal function impaired renal function
Dialysis anticipated Dialysis not anticipated

| Predominant clinical/laboratory findings |

Otherwise well, isolated Coagulopathy MAHA and severe AKI
thrombocytopenia thrombocytopenia
¥ ¥ l ¥ l ¥

Likely TTP Likely preeclampsia/HELLP
Likely dilutional or DIC Likely TTP1 Likely sepsis/DIC [neurclogic features Likely C-TMA {abnormal LFTs and urine
are supportive) protein:creatinine =20.3 are supportive)

v v v v

» Identify and treat triggering event | | ® Treatment {glucocorticoids and/or IVIG) » Identify and treat underlying cause | | ®» Obtain ADAMTS13 activity level ® Evaluate for other possible renal disease = Plan for delivery,
» Standard fluid and blood product if platelet count <30,000/microl ® Follow standard sepsis guidelines m Initiate PEX while awaiting results (obstruction, infection) with urgency individualized according
resuscitation and/or if needed for delivery, ® Possible delivery = Initiate dialysis if needed to gestaticnal age and dlinical severity
= Possible delivery rreurzfxial anesthesia, or other u Initiate anti-complement therapy if no
invasive procedure other explanation for AKIA

UpToDate May 2024



PREGNANCY-INDUCED CM-aHUS
AIATNQSTIKH MPOSEITISH

= Clinical assessment
= CBC and blood smear review

= BUN, creatinine, spot urine protein to creatinine ratio
= Liver function tests
= PT/aPTT/fibrinogen

What is the blood pressure?

MNormal or low Hypertension

¥

Obstetric bleeding Evaluate renal functicn and
{eg, placental abruption, postpartum hemorrhage)?* urine protein to creatinine ratic

Yes Mo Severely Mormal or mildly
impaired renal function impaired renal function
Dialysis anticipated Dialysis not anticipated

| Predominant clinical/laboratory findings |
[

Otherwise well, isolated Coagulopathy MAHA and severe
thrombocytopenia thrombocytopenia
¥ v l ¥ ¥
Likely TTP Likely preeclampsia/HELLP
Likely dilutional or DIC Likely TTP1 Likely sepsis/DIC [neurclogic features {abnormal LFTs and urine
are supportive) protein:creatinine =20.3 are supportive)

v v v

» Identify and treat triggering event | | ® Treatment {glucocorticoids and/or IVIG) » Identify and treat underlying cause | f| ® Obtain ADAMTS132 activity level ® Evaluate for other possible renal disease = Plan for delivery,
» Standard fluid and blood product if platelet count <30,000/microl ® Follow standard sepsis guidelines m Initiate PEX while awaiting results (obstruction, infection) with urgency individualized according
resuscitation and/or if needed for delivery, ® Possible delivery = Initiate dialysis if needed to gestaticnal age and dlinical severity
= Possible delivery rreurzfxial anesthesia, or other u Initiate anti-complement therapy if no
invasive procedure other explanation for AKIA

UpToDate May 2024



PREGNANCY-INDUCED CM-aHUS

= Clinical assessment

AIATNQ3TIKH MPO2EITI2H

= CBC and blood smear review

= BUN, creatinine, spot urine protein to creatinine ratio
® Liver function tests

= PT/aPTT/fibrinogen

What is the blood pressure?
[

MNormal or low

Obstetric bleeding
{eg, placental abruption, postpartum hemorrhage)?*

|
Hypertension

¥

Evaluate renal functicn and
urine protein to creatinine ratio

[ 1 [
Yes Mo

| Predominant clinical/laboratory findings |
[

[ I
Otherwise well, isolated Coagulopathy MAHA and severe

thrombocytopenia

thrombocytopenia l

Y +

Likely TTP

Severely
impaired renal function
Dialysis anticipated

1
MNormal or mildly
impaired renal function
Dialysis not anticipated

Y

Likely preeclampsia/HELLF

Likely dilutional or DIC

Likely TTP1

v

v

» Identify and treat triggering event

» Standard fluid and blood product
resuscitation

® Possible delivery

= Treatment {glucocorticoids and/or IVIG)
if platelet count <30,000/microl
and/or if needed for delivery,
neuraxial anesthesia, or other
invasive procedure

» Identify and treat underlying causs
® Follow standard sepsis guidelines
® Possible delivery

UpToDate May 2024

[neurclogic features
are supportive)

Likely C-TMA

= Obtain ADAMTS132 activity lewval
m Initiate PEX while awaiting results

® Evaluate for other possible renal disease
{obstruction, infection)
» Initiate dialysis if needed

® Initiate anti-complement therapy if no
other explanation for AKIA

{abnormal LFTs and urine
protein:creatinine =20.3 are supportive)

v

= Plan for delivery,
with urgency individualized according
to gestaticnal age and dlinical severity




PREGNANCY-INDUCED CM-aHUS
AIAQOPIKH AIATNQSH

Etiology Usual Typical Elevated Clinical Spontaneous Other
onset severity liver manifestations recovery or characteristics
of enzymes of acute liver improvement
acute failure* after
kidney delivery
injury
Preeclampsia Third Variable Commaon Uncommon Yes More likely to
with severe trimester " occur in the first
features/HELLP pregnancy
TP Second and | Mild2 Uncommon | Rare Mo Severely reduced
third ADAMTS13
trimesters activity
CM-TMA Late third Severe Uncommeon | Rare MO Less likely to
trimester or occur in the first
immediately pregnancy

postpartum

UpToDate May 2024



PREGNANCY-INDUCED CM-aHUS

AIAQOPIKH AIATNQZH
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Etiology

Preeclampsia
with severe
features/HELLP

TP

CM-TMA

Usual Typical
onset severity
of
acute
kidney
injury
Third Variable
trimester "

Second and | Mild&
third
trimesters

Late third Severe
trimester or
immediately
postpartum

Elevated
liver
enzymes

Common

Uncommon

Uncomimon

Clinical
manifestations
of acute liver
failure*

Uncommon

Rare

Rare

Spontaneous Other

recovery or characteristics

improvement

after

delivery

Yes More likely to
occur in the first
pregnancy

Mo Severely reduced
ADAMTS13
activity

Mo Less likely to
occur in the first
pregnancy



PREGNANCY-INDUCED CM-aHUS

AIAQOPIKH AIATNQZH
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Etiology

Preeclampsia
with severe
features/HELLP

TP

CM-TMA

Usual Typical
onset severity
of
acute
kidney
injury
Third Variable
trimester "

Second and | Mild&
third
trimesters

Late third Severe
trimester or
immediately
postpartum

Elevated
liver
enzymes

Common

Uncommon

Uncomimon

Clinical
manifestations
of acute liver
failure*

Uncommon

Rare

Rare

Spontaneous Other

recovery or characteristics

improvement

after

delivery

Yes More likely to
occur in the first
pregnancy

Mo

Mo

Severely reduced
ADAMTS13

activity

Less likely to
occur in the first
pregnancy



PREGNANCY-INDUCED CM-aHUS
AIAQOPIKH AIATNQSH

Etiology Usual Typical Elevated Clinical Spontaneous Other
onset severity liver manifestations recovery or characteristics
of enzymes of acute liver improvement
acute failure* after
kidney delivery
injury
Preeclampsia Third Variable Comman Uncommon Yes More likely to
with severe trimester " occur in the first
features/HELLP pregnancy
TP Second and | Mild2 Uncommon | Rare Mo Severely reduced
third ADAMTS13
trimesters activity
CM-TMA Late third Severe Uncommeon | Rare Mo Less likely to
trimester or occur in the first
immediately pregnancy
postpartum

v QAev givon antapaitntn n dievépyeia BroPiog vedbpou yia tn Stdyvwon
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AIATNQ2TIKH K ©OEPATMEYTIKH MPO2EITI2ZH CM-aHUS

Clinical suspicion for complement-mediated HUS *

Y

Start anti-complement therapy. 1

Obtain:

» Genetic testing of the 5 principal complement genes
implicated in CM-HUS (CFH, CFI, CFB, MCP, and C3)4
» Testing for CFH autoantibodies

v

Is there a CFH autcantibody with titer >1: 10007
|

I 1
Mo ez

¥ ¥

Autoimmune CM-HUS confirmed

» Continue anti-complement therapy until

Results of genetic testing? antibody titer is <1:1000; then discuss
stopping {relapse risk is negligible).

® Consider immunosuppressive therapy if
antibody titer does not decrease.

v v v

Pathogenic sequence variant in one of Sequence variant of uncertain significance (VUS) Mo sequence variant {or only benign variants)
the complement genes listed above. in one of the 5 complement genes listed above in one of the complement genes listed above.
(not all variants in ©FH or other complement genes
are pathogenic).

v v v

CM-HUS confirmed CM-HUS uncertain CM-HUS unlikely

Continue anti-complement therapy until Continue to sesk information on pathogenicity. Continue anti-complement therapy until

kidney function normalizes or stabilizes. kidney function normalizes or stabilizes.
Continue anti-complement therapy until

Relapse risk is 50% if therapy is stopped. kidney function normalizes or stabilizes. Relapse is unlikely if no personal or

family history of similar kidney disease.
Relapse is possible if therapy is stopped,

but risk is probably <509, Pursue other possible diagnoses.

UpToDate May 2024



AIATNQ2TIKH K OEPATIEYTIKH MPO2EITI2H CM-aHUS

Clinical suspicion for complement-mediated HUS *

Y

? Decay accelerating factor 3
Start anti-complement therapy. 1
vy

) Factor H Obtain:
L\ cos9 » Genetic testing of the 5 principal complement genes

implicated in CM-HUS (CFH, CFT, CFB, MCP, and ©3)4

0 G2/ (cs. ] @
. ) » Testing for CFH autoantibodies
e Y ’(‘ C3bBbC3b 'SA
§

Membrane cofactor protein

v

Is there a CFH autcantibody with titer >1: 10007
|

I 1
Mo ez

¥ ¥

Autoimmune CM-HUS confirmed

(C5-Convertase)

Auénuévn evanoBeon C5b-9 o HMECs

» Continue anti-complement therapy until

Results of genetic testing? antibody titer is <1:1000; then discuss
stopping {relapse risk is negligible).

® Consider immunosuppressive therapy if
antibody titer does not decrease.

v v v

Pathogenic sequence variant in one of Sequence variant of uncertain significance (VUS) Mo sequence variant {or only benign variants)
the complement genes listed above. in one of the 5 complement genes listed above in one of the complement genes listed above.
(not all variants in ©FH or other complement genes
are pathogenic).

v v v

CM-HUS confirmed CM-HUS uncertain CM-HUS unlikely

Continue anti-complement therapy until Continue to sesk information on pathogenicity. Continue anti-complement therapy until

kidney function normalizes or stabilizes. kidney function normalizes or stabilizes.
Continue anti-complement therapy until

Relapse risk is 50% if therapy is stopped. kidney function normalizes or stabilizes. Relapse is unlikely if no personal or

family history of similar kidney disease.
Relapse is possible if therapy is stopped,

but risk is probably <509, Pursue other possible diagnoses.

UpToDate May 2024



AIATNQ2TIKH K OEPATIEYTIKH MPO2EITI2H CM-aHUS

Clinical suspicion for complement-mediated HUS *

v

Start anti-complement therapy. 1

) FactorH Obtain:
L\ cos9 » Genetic testing of the 5 principal complement genes

(3 (csa ) i implicated in CM-HUS (CFH, CFI, CFB, MCP, and C3)&
»SA » Testing for CFH autoantibodies

Membrane cofactor protein

? Decay accelerating factor

8,
7 z
h C3bBbC3b +

(C5-Convertase)
Is there a CFH autcantibody with titer >1: 10007

Mo ez

L — e

Autoimmune CM-HUS confirmed

Y

AU&] pléVf] EVGT[éeEOT] C5b-9 og HMECs » Continue anti-complement therapy until

Results of genetic testing? antibody titer is <1:1000; then discuss
stopping {relapse risk is negligible).

® Consider immunosuppressive therapy if
antibody titer does not decrease.

v v v

Pathogenic sequence variant in one of Sequence variant of uncertain significance (VUS) Mo sequence variant {or only benign variants)
the complement genes listed above. in one of the 5 complement genes listed above in one of the complement genes listed above.
(not all variants in ©FH or other complement genes
are pathogenic).

v v v

CM-HUS confirmed CM-HUS uncertain CM-HUS unlikely

Continue anti-complement therapy until Continue to sesk information on pathogenicity. Continue anti-complement therapy until

kidney function normalizes or stabilizes. kidney function normalizes or stabilizes.
Continue anti-complement therapy until

Relapse risk is 50% if therapy is stopped. kidney function normalizes or stabilizes. Relapse is unlikely if no personal or

family history of similar kidney disease.
Relapse is possible if therapy is stopped,
but risk is probably <509, Pursue other possible diagnoses.

UpToDate May 2024



AIATNQ2TIKH K OEPATIEYTIKH MPO2EITI2H CM-aHUS

Clinical suspicion for complement-mediated HUS *

v

Start anti-complement therapy. 1

Obtain:

» Genetic testing of the 5 principal complement genes
implicated in CM-HUS (CFH, CFI, CFB, MCP, and C3)4
» Testing for CFH autoantibodies

v

Is there a CFH autcantibody with titer >1: 10007
|

I 1
Mo ez

¥ ¥

Autoimmune CM-HUS confirmed

» Continue anti-complement therapy until

Results of genetic testing? antibody titer is <1:1000; then discuss
stopping {relapse risk is negligible).

® Consider immunosuppressive therapy if
antibody titer does not decrease.

¥ ¥ v

Pathogenic sequence variant in one of Sequence variant of uncertain significance (VUS) Mo sequence variant {or only benign variants)
the complement genes listed above. in one of the 5 complement genes listed above in one of the complement genes listed above.
(not all variants in ©FH or other complement genes
are pathogenic).

v

CM-HUS confirmed CM-HUS uncertain CM-HUS unlikely

Continue anti-complement therapy until Continue to sesk information on pathogenicity. Continue anti-complement therapy until

kidney function normalizes or stabilizes. kidney function normalizes or stabilizes.
Continue anti-complement therapy until

Relapse risk is 50% if therapy is stopped. kidney function normalizes or stabilizes. Relapse is unlikely if no personal or

family history of similar kidney disease.
Relapse is possible if therapy is stopped,

but risk is probably <5079, Pursue other possible diagnoses.

UpToDate May 2024
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AIATNQ2TIKH K OEPATIEYTIKH MPO2EITI2H CM-aHUS

Clinical suspicion for complement-mediated HUS *

v

Obtain:

Start anti-complement therapy. 1

» Genetic testing of the 5 principal complement genes
implicated in CM-HUS (CFH, CFI, CFB, MCP, and C3)4
» Testing for CFH autoantibodies

v

Is there a CFH autcantibody with titer >1: 10007

1
ez

¥

Results of genetic testing?

Autoimmune CM-HUS confirmed

» Continue anti-complement therapy until
antibody titer is <1:1000; then discuss
stopping {relapse risk is negligible).

® Consider immunosuppressive therapy if
antibody titer does not decrease.

v

Y

¥

Pathogenic sequence variant in one of
the complement genes listed above.

Sequence variant of uncertain significance (VUS)
in one of the 5 complement genes listed above
(not all variants in ©FH or other complement genes

Mo sequence variant {or only benign variants)
in one of the complement genes listed above.

v

are pathogenic).

CM-HUS confirmed

Continue anti-complement therapy until
kidney function normalizes or stabilizes.

Relapse risk is 50% if therapy is stopped.

CM-HUS uncertain

Continue to sesk information on pathogenicity.
Continue anti-complement therapy until

kidney function normalizes or stabilizes.

Relapse is possible if therapy is stopped,
but risk is probably <5079,

CM-HUS unlikely

Continue anti-complement therapy until
kidney function normalizes or stabilizes.

Relapse is unlikely if no personal or
family history of similar kidney disease.

Pursue other possible diagnoses.
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E. Frangou, A. Michael, K. Michaelides 2023
M. Spartalis, K. Demetriou 2017



OEPATIEIA CM-aHUS



1. INAZMAQAIPEZH



" Xwpic peiwon XNNT2

= Xwpic BeAtiwon emBiwong

1. INAZMAQAIPEZH

High-intensity | Low-intensity p

treatment treatment /no plasma
CFH (28) 11721 (52%) |5 77 (71%) 03
C3 (n=7) 2/4 (50%) 1/3 (33%) 1
CFB (n=2) 2/2 (100%) 0/0 -
CFI (n=10) 1/4 (25%) 3/6 (50%) 0.57
MCP (n=5) 1/5 (20%) 0/0 -
No identified [5/11 (45%) 4/9 (44%) 1
mutation (n=20)

FaAALKr) KOOPTH
200 aoBeveic aHUS (maidia kat evAiAlkeg), t = 8 yrs
High-intensity vs low-intensity/no PLEX

100% -

HR = 0.88 (95% C1 0.44-1.77)

Stratified Log Rank P = 0.72
75%
Vo bl
—_
50% -
n=120
25%
0% -
0 20 40 60 80 100

Days

v ASFA: adUvapn cvotoon (katnyopia lll) ywo PLEX oe CM-TMA
v PLEX o€ anoucia avaotoAéa cupnAnpwpatog (+ CYC, RTX, MMF, prednisone) Kot/ anti-CFH

Fremmeaux-Bacchi V et al. Clin JASN 2013

Li A et al. Transfusion 2016



1. INAZMAQAIPEZH

/\

" Xwpic peiwon XNNT2

= Xwpic BeAtiwon emBiwong

e

High-intensity | Low-intensity p

treatment treatment /no plasma
CFH (28) 11721 (52%) |5 77 (71%) 03
C3 (n=7) 2/4 (50%) 1/3 (33%) 1
CFB (n=2) 2/2 (100%) 0/0 -
CFI (n=10) 1/4 (25%) 3/6 (50%) 0.57
MCP (n=5) 1/5 (20%) 0/0 -
No identified [5/11 (45%) 4/9 (44%) 1
mutation (n=20)

FaAALKr) KOOPTH
200 aoBeveic aHUS (maidia kat evAiAlkeg), t = 8 yrs
High-intensity vs low-intensity/no PLEX

100% -

HR = 0.88 (95% C1 0.44-1.77)

Stratified Log Rank P = 0.72
75%
Vo bl
—_
50% -
n=120
25%
0% -
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Days

v ASFA: adUvapn cvotoon (katnyopia lll) ywo PLEX oe CM-TMA
v PLEX o€ anoucia avaotoAéa cupnAnpwpatog (+ CYC, RTX, MMF, prednisone) Kot/ anti-CFH

Fremmeaux-Bacchi V et al. Clin JASN 2013

Li A et al. Transfusion 2016



2. METAMOZXEY2H NEDQPOY



* Yriotpornn aHUS oto 60% Twv LETAUOOXEUUEVWV

* H nipoduAaktikn) PLEX lowg BeATiwvel Tnv €kBaon

Death-censored graft survival

2. METAMOZXEY2H NEDQPOY

B x “© Es

v H npodulaxtiki PLEX (tpo tTn¢ HETANOOXEVONC) SEV TEKUNPLWVETOL

Le Quintrec M et al. Am J Transpl 2013

=
Time (mths)

[aAALKN KOOPTN

57 a.oBeveic aHUS pe petapodoyevon veppou

Graft Survival without HUS Recurrence

o

- b slale

Prophylactic PLEX vs no PLEX

Prophylactic
Plasmatherapy

, No Prophylactic

Plasmatherapy

Time (mths)



3. ANA2ZTOAEIZ 2YMITAHPQMATO2



3. ANA2ZTOAEIZ 2YMITAHPQMATO2

ECULIZUMAB: MovoKAWVIKO avtiocwua tov SeoeVeTal Loxupd oto C5

to Fc receptors
18G4 derived,

= Ogpaneia ekAoyng yia aHUS (2011) " oo — Ll
= Apxkn daon: iv 900 mg/Bdopada yia 4 popEg \ o f e mur B0
Odon ouvtfipnong: iv 1200 mg tnv 5" Bdoudda, oo n v g S

does not activate
CH3 | complement

neta 1200 mg/15uepeg
Home infusions (€yxvon 25-45 Aemtad)

, Cy \
" EuntaBela o€ pnVLyyLttOoKOKKIKA AoLuwén '%&

C5a
X x
N Membrane attack
complex C5b-9

C5 convertase

Zuber J et al. Nat Rev Nephrol 2012



3. ANA2ZTOAEIZ 2YMITAHPQMATO2

ECULIZUMAB: MovoKAWVIKO avtiocwua tov SeoeVeTal Loxupd oto C5

= Oegpaneia ekAoyng yio aHUS (2011)

= Apxkn daon: iv 900 mg/Bdopada yia 4 popEg
daon ouvtipnong: iv 1200 mg tnv 5" féouada,
neta 1200 mg/15uepeg

(=2

B <7 days
[ >7 days

100 1

81 81 81 81 81
80 1

Home infusions (€yxvon 25-45 Aemtad)

Patients achieving sustained
eGFR response (%)

60 1
52
40 1 34 37 s =
" EurtaBela o€ unNviyyLttdoKoKKLKN Aolpwén | y | |
20 1 '
=" H apeon evapén Bepaneiag avavel L
’ ’ ’ 0 T T T T T T T T T
TN BeAtiwon tn¢ vedplkng Asttoupyiag 025 1 2 3 4 5 & 9 12

Time from start of eculizumab treatment (months)

Walle JV et al. J Nephrol 2017



3. ANA2ZTOAEIZ 2YMITAHPQMATO2

ECULIZUMAB: MoVOKAWVLKO avTiowua tou SecUeVETAL LoYupd oto C5 >z<

= Oegpaneia ekAoyng yio aHUS (2011)

= Apxkn daon: iv 900 mg/Bdopada yia 4 popEg
daon ouvtipnong: iv 1200 mg tnv 5" féouada,
neta 1200 mg/15uepeg

(=2

B <7 days
[ >7 days

100 1

81 81 81 81 81
80 1

Home infusions (€yxvon 25-45 Aemtad)

Patients achieving sustained
eGFR response (%)

60 1
52
40 1 34 37 s =
" EurtaBela o€ unNviyyLttdoKoKKLKN Aolpwén | y | |
20 1 '
=" H apeon evapén Bepaneiag avavel L
’ ’ ’ 0 T T T T T T T T T
TN BeAtiwon tn¢ vedplkng Asttoupyiag 025 1 2 3 4 5 & 9 12

Time from start of eculizumab treatment (months)

Walle JV et al. J Nephrol 2017



3. ANA2ZTOAEIZ 2YMITAHPQMATO2

RAVULIZUMAB: MovokAwVIKO avTticwua touv deouevetal toyvpa oto C5




3. ANA2ZTOAEIZ 2YMITAHPQMATO2

RAVULIZUMAB: MovokAwVIKO avTticwua touv deouevetal toyvpa oto C5

= Tpontonoinon eculizumab o€ 4 apwoéca
Antodeopevon amno C5 ota evéoowpata

AvokUkAwon otnv KukAodopla

* AOGOAOYLKO TTPOYPOLLLLOL GUVTAPNONG
KAOe 8 BOopadec

https://www.biochempeg.com/

1. Ravulizumab binds

to C5 in bloodstream Recycling \(

Ravulizumab

cs N7 &

=) 5. Ravulizumab is released
4. Ravilizumsb I into the bloodstream
trafficked to the cell surface

endosome
Early pH 6.0

endosome “
ﬁ:!;.,\’ A Y L.

Lysosome
. endosome <P
H5.5 g
2. Ravulizumab:C5 g ~ A ot
complex enters cell &) *en®
1 .
in endosome 3. Ravulizumab dissociates from
C5 to a greater extent at pH 6 6. Lysosome
and can bind efficiently to FcRn destroys C5

Endothelial cell

Sheridan D et al. PlIoSONE 2018



3. ANA2ZTOAEIZ 2YMITAHPQMATO2

RAVULIZUMAB: MovoKAWVLIKO avticwpo mou decUeVETOL LoXupa oto C5

[D1:iv 2.4g (>40kg), 2.7g (>60kg), 3.0g (>100kg); D15 : iv 3.0g (>40kg), 3.3g (>60kg), 3.6g (>100kg); g8w: iv 3.0g (>40kg), 3.3g (>60kg), 3.6g (>100kg)]

ALXN1210-aHUS-311 phase 3
58 aoBeveic aHUS
Xwpic tponyolpevn AnPn avaoctoAéa C

t=26 weeks
Overall
Variable (N = 56)
Complete TMA response (Median 86 days) 30 (53.6)
95% (I 39.6-67.5
Hematologic normalization® 41 (73.2)
95% Cl 60.7-85.7
Platelet count normalization 47 (83.9)
95% Cl 73.4-944
LDH normalization 43 (76.8)
95% Cl 64.8-88.7
=25% improvement in serum creatinine from baseline 33 (58.9)
95% (I 452-72.7

Rondeau E et al. Kidney Int 2020



3. ANA2ZTOAEIZ 2YMITAHPQMATO2

RAVULIZUMAB: MovokAwVIKO avTticwua touv deouevetal toyvpa oto C5

[D1:iv 2.4g (>40kg), 2.7g (>60kg), 3.0g (>100kg); D15 : iv 3.0g (>40kg), 3.3g (>60kg), 3.6g (>100kg); g8w: iv 3.0g (>40kg), 3.3g (>60kg), 3.6g (>100kg)]

ALXN1210-aHUS-311 phase 3

58 aoBeveic aHUS
Xwpic tponyolpevn AnPn avaoctoAéa C
t=26 weeks
Overall
Variable (N = 56)
Complete TMA response (Median 86 days) 30 (53.6)
95% (I 39.6-67.5
Hematologic normalization® 41 (73.2)
95% Cl 60.7-85.7
Platelet count normalization (From Day 8) 47 (83.9)
95% Cl 73.4-944
LDH normalization 43 (76.8)
95% Cl 64.8-88.7
=25% improvement in serum creatinine from baseline 33 (58.9)
95% Cl (From Day 15) 45.2-72.7

Rondeau E et al. Kidney Int 2020

68% twv acBevwv BeAtiwoav to otddlo XNN otoug 6 m

eGFR categories

at baseline (N=47)*

1(290)
2(60-89)
3a(4>-59)
3b (30-44)
4(15-29)

5(<15)

0 (0.0)
3(6.4)
1(2.1)
2 (4.3)
7(14.9)

34 (72.3)

eGFR categories at day 183

1 2 3a 3b 4 5

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

L

[es e e

11(23.4)



3. ANA2ZTOAEIZ 2YMITAHPQMATO2

RAVULIZUMAB: MovokAwVIKO avTticwua touv deouevetal toyvpa oto C5

[D1:iv 2.4g (>40kg), 2.7g (>60kg), 3.0g (>100kg); D15 : iv 3.0g (>40kg), 3.3g (>60kg), 3.6g (>100kg); g8w: iv 3.0g (>40kg), 3.3g (>60kg), 3.6g (>100kg)]

ALXN1210-aHUS-311 phase 3

58 aoBeveic aHUS
Xwpic tponyolpevn AnPn avaoctoAéa C
t=26 weeks
- . B Between infusions B End of infusions M Before infusions
£
S 100
§ ol 8
© 104
5
£
()]
a1
E - - .
8
R + 'P EERS
ML T T RN
o 0.01
w T
Visit (d) 1 71 85 99 113 127 141 155 169 183

v' Apeon, TAAPNE Kat StapkAc avaotoAr C5
v Aodpaléc dappaKkeUTIKO TIPodiA

Overall (N = 58)

Adverse event term n (%) Events
Headache 21 (36.2) 28
Diarrhea 18 (31.0) 24
Vomiting 15 (25.9) 18
Hypertension 13 (22.4) 20
Nausea 13 (22.4) 16
Urinary tract infection 10 (17.2) 21
Dyspnea 10 (17.2) 13
Arthralgia 10 (17.2) 12
Pyrexia 10 (17.2) 11
Cough 10 (17.2) 10
Hypokalemia 9 (15.5) 18
Edema peripheral 9 (15.5) 13

v 'EAaBe €ykpilon yia Osparneia aHUS og evAAIKEG Ko oSt

Rondeau E et al. Kidney Int 2020



3. ANA2ZTOAEIZ 2YMITAHPQMATO2

RAVULIZUMAB: MovoKAWVIKO avilowpa tovu deopevetal toyupa oto C5
[D1:iv 2.4g (>40kg), 2.7g (>60kg), 3.0g (>100kg); D15 : iv 3.0g (>40kg), 3.3g (>60kg), 3.6g (>100kg); g8w: iv 3.0g (>40kg), 3.3g (>60kg), 3.6g (>100kg)]

ALXN1210-aHUS-311 LTE trial

56 acBeveic aHUS
XwpLc ponyoupevn AnYPn avaotoAea C
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RAVULIZUMAB: MovoKAWVLIKO avticwpo mou decUeVETOL LoXupa oto C5
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ALXN1210-aHUS-311 LTE trial
56 acBeveic aHUS
XwpLc ponyoupevn AnYPn avaotoAea C
t=4.5 years

Table 1. Baseline demographics and disease characteristics

Variables Overall (N = 56)
Women 37 (66.1)
Median age at the time of the first aHUS symptoms, y (range) 40.1 (9.3-76.6)
Median age at the time of the first infusion, y (range) 41.1 (19.5-77.1)
Kidney transplant before entering the study, n (%) 8 (14.3)
Dialysis within 5 days of the first dose, n (%) 29 (61.8)

PE/PI before the first dose and related fo the current TMA, n (%) 48 (82.8)"
Postpartum, n (%) (AMK, MEQ) 8 (14.3)

In ICU at screening (mean duration of 10.1 days), n (%) 27 (50.9)°

Rondeau E et al. Kidney Int 2020 Barbour T et al. Kidney Int Rep 2021
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RAVULIZUMAB: MovoKAWVIKO avilowpa tovu deopevetal toyupa oto C5
[D1:iv 2.4g (>40kg), 2.7g (>60kg), 3.0g (>100kg); D15 : iv 3.0g (>40kg), 3.3g (>60kg), 3.6g (>100kg); g8w: iv 3.0g (>40kg), 3.3g (>60kg), 3.6g (>100kg)]

ALXN1210-aHUS-311 LTE trial
8 postpartum aHUS
XwpLc ponyoupevn AnYPn avaotoAea C
t=4.5 years
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v' H TMA uroxwpnoe taxew¢ oto 100% twv acBevwy, pe dlatripnon oto Xpovo
v 100% xwpic AMK, otig mpwtec 21 pEPEC

Gackler A et al. BMC Nephrol 2021 Barbour T et al. Kidney Int Rep 2021



3. ANA2ZTOAEIZ 2YMITAHPQMATO2

RAVULIZUMAB: MovokAwVIKO avTticwua touv deouevetal toyvpa oto C5

[D1:iv 2.4g (>40kg), 2.7g (>60kg), 3.0g (>100kg); D15 : iv 3.0g (>40kg), 3.3g (>60kg), 3.6g (>100kg); g8w: iv 3.0g (>40kg), 3.3g (>60kg), 3.6g (>100kg)]

ALXN1210-aHUS-311 LTE trial

8 postpartum aHUS

XwpLc ponyoupevn AnYPn avaotoAea C

t=4.5 years
Overall (N =8)

AE Categories n (%)

Any AE 8 (100.0)

Any SAE 1(125)

Fatal TEAEs 0(0.0)

TEAEs or TESAEs resulting in drug discontinuation 0 (0.0)

TEAEs or TESAEs resulting in study discontinuation 0 (0.0)
Meningococcal infections 0 (0.0)
Treatment-related AEs (all considered possibly-relat 2 (25.0)

Gackler A et al. BMC Nephrol 2021

" Aocdaléc poapprakeuTiko MpodiA otn Aoxeia

" YROXPEWTLKOC O EMBOALACHOC,
BaoeL 0dnyLwv xwpac
N. Meningitis (opotuntot A, C, Y, W135, B)
[XnuelontpodUAaén (kedtpratovn,ciprofloxacin)]
S. Pneumoniae, H. influenza type b

= YTevn mapakoAouBnon
Eykoipn avtiBLloTikni aywyn



2YMIEPAZMATA

v" H &udyvwon aHUS sivat KAwikA Ko tifstat €€’ amokAeLlopol

v' H Sadopikny Stayvwon petalt nposkAappiog, cuvdpopouv HELLP kot CM-aHUS
glvall Kploun yla tnv £ykatpn xopnynon Osparneiog ywa BeAtiwon tnc €kfaong

v" H n\aopadaipeon dev anotelei Oepanceia ekAoyric oto CM-aHUS

v" To ravulizumab é\ae €ykpion yia Ospamneio aHUS o€ eVAALKEG Kat TtouSLd

MpokaAel apeon, mARen Kat dtapkn avactoAn C5, pe Suvatotnta xopniynong ava 8 BSouddec

v YROXPEWTIKOC 0 EUPOALOLOHOC



EYXAPI2ZTIE2

TENIKO NOZOKOMEIO AEYKQ2IA2
MuwxaAng ZrtaptaAng, NedppoAoyog
KumtpoUAa Anuntpiou, NeppoAoyog

Kwvotavtivogc MxanAidng, MabBoloyoavatopog

FTENIKO NOZOKOMEIO AEMEZOY
Aplotoc MxanA, NedppoAoyoc

V.
i
A
Na
’ r EAAHNIKH AHMOKPATIA
Edvikdv kot Kanodiotprakdv

MNavemompiov Adnvev

D KYn Y S

Opyaviouoc Kpatikav Yanpealiv Yyeiag APETAIEIO
State Health Services Organisation NOZOKOMEIO

WU UNIVERSITY | MEDICAL
o NICOSIA | scHoOL
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