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Nadnoeic pecoAafOUEVEC QMO TO GUUTTARPWHLOL

Prototypical rare diseases

Complement dysfunction
has primary role

H evepyormoinon Tou cUUMANPWHATOC EUTTAEKETOL OTNV TtatBoyEveLla Stadopwv vedpLkwv aBACEWY

Complement dysfunction
is secondary driver of injury

Common multifactorial diseases

| AAV, SLE
IgAN, IgAVN
 APS, MN

aHUS
CaG
hF'rimah_.r IC-MPGM

Potential impact of complement inhibition

" Secondary TMA
Secondary MPGN

:] Diabetic nephropathy

FSGS

Vivarelli M. Kidney Int. 2024 Sep;106(3):369-391



ATUTIO OUPALULKO OLHOAUTLKO ocuvdpopo (aHUS)

200TNHO GUMTTANPWHLOLTOG
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NaBoyeveira aHUS

= H ooBoapn evéoOnAiakni BAABN Twv HIKPpWV ayYELWV EKONAWVETAL PE CLUOTAMATIKA OpopBwTIKNA

HIKpoayyelontaBsLa kot ofeia vedpikn BAABN

Alternative Classical Lectin
pathway pathway || pathway
Complement
C3H,0Bb Cdb2a activation
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Endothelial cell
damage and swelling

Brocklebank V et al. Clin ] Am Soc Nephrol. 2018;13(2):300-317



NaBoyevera aHUS

= To aHUS &eivat moAU onavia tadnon (0.25-2/1,000,000 mAnBucpou ava £10¢)

= IxeboOv OAa ta yovidla rou £xouv tautomown el wg umteVBuva KwWOLKOTIOLOUV Hia Ao TLG

NMPWTELVEC TNC EVAANOKTLKAC 060U TOU CUUTTANPWHATOC

Atypical C3-dominant
HUS glomerulopathy

Evidence level
Strong Moderate Weak

Lemaire M. Clin ] Am Soc Nephrol. 2021 Jun;16(6):942-956



NaBoyevera aHUS

= HmAswoyndila twv umevBuvwy yevetikwy rnapaAlaywv (genetic variants) kAnpovopouvtal LLE TOV
OLUTOCWHLKO ETILKPOLTH) TUMO, LE ateAn detodutikotnta = ~50% twv popewv Ba epdavicouv tn

vOOO

= ‘Eva urtooUVvoAo aoBevwyv rou pEpouv opoluyeg napaAdayég ota CFH 4 MCP epudavitel

ouvVABWC MPWLLOTEPN EVapEn TNC VOooU HE BapUTtepo GaLvOTUTIO

= Toa yovidia DGKE kot MMACHC petofiBalovtal Pe QUTOOWULKO UTTOAELTTOLLEVO TUTIO Kol HEV
ocuvodevovtal amno dtatapaxr TOU CUUTANPWUATOC =
OXI complement-mediated aHUS
OXI Bepareia pe avaoTOAELC TOU CUUTIANPWHLATOC

Lemaire M. Clin J Am Soc Nephrol. 2021 Jun;16(6):942-956



NaBoyevera aHUS

FEVETIKEG SLATAPOXEC TOU CUUMANPWHOATOC

=  “Loss-of-function” nmapaAlayec otoug napayovteg CFH, CFl, MCP, ol omtoiot §pouv w¢
«OVOLOTAATEC» TOU CUUTTANPWHOTOC
=  “Gain-of-function” mapaAAayéc otouc mapayoviec C3 kat CFB, oL omoiol Spouv wg

«EVEPYOTIOLNTECY TOU CUUTTANPWHOTOC

EMiKTNTECG SLOTOPOXEC TOU CUMTTANPWHOTOC

* Anti-CFH abs aveupiokovtal oto 8-10% twv a.cBevwv pe aHUS

* Hvooog ekdbnAwvetal cuvABw¢ otnv madikn nAwkia

Fakhouri F. Lancet. 2017 Aug 12;390(10095):681-696



2uvOuaopoC yeveTKwY rtapaAlaywv os acBeveic pe aHUS

" JUVOUAGOMOC YEVETIKWV apaAAaywV aveEUPIOKETAL O€ VA HULKPO TTOCOOTO TwV aoBevwyv ~3%

* H napouacia TouAdxlotov evoc avilypadou amno Vo anAdtunouc KivdUvou alénoe onpavTLKA

N SLELOSUTIKATNTA TNE VOOOU, OV KoL N SLELCOUTIKOTNTA TIPEUELVE ATEANG

795 aHUS patients
29/795 (3.4%) with

combined mutations

Pemetrumce |7 )

Smg be-nuitated Double-mutated Triple-nutated

Bresin E. J Am Soc Nephrol 2013;24(3):475-86



ErénuioAoyia yevetikwv mapaAlaywyv oto aHUS

France, 214 patients (58.1% adults)

" [eveTIKEG TTapaAAOYEC TauTOTOLONKOV 0TO 66.3% TWV ALGOeVWV

" [lo ouyVveg yevetlkeg mapailayeg - CFH (27.5%) kot MCP (9.3%)

Table 3. Frequency of complement abnormalities according to age at onset of atypical hemolytic uremic syndrome

Variable All (n=214) Children (n=89) Adults (n=125) P Value
CFH 27.5 21.3 (19) 32 (40) 0.09
CFH (homozygous) 1.8 44 (4) 0 (0) 0.08
CFH (heterozygous) 25.7 16.8 (15) 32 (40) 0.01
MCP 9.3 135 (12) 6.4 (8) 0.09
MCP (homozygous) 2.8 5.6 (5) 0.8(1) 0.07
MCP (heterozygous) 6.5 78(7) 56(7) 0.5
CFI 8.4 6.7 (6) 8(12) 0.36
C3 8.4 7.8 (7) 10 (11) 0.66
CFB 1.9 2 (2) 24(2) 0.9
Anti-CFH antibodies 6.5 11 (10) 3.2 (4) 0.03
Combined 42 34(3) 4.8 (6) 0.6
Complement-mediated disease 66.3 66.2 (59) 66.4 (83) 0.7
No identified mutation 33.6 33.7 (30) 33.6 (42) 0.7

Fremeaux-Bacchi V. Clin J Am Soc Nephrol. 2013 Apr;8(4):554-62



levetikéc mapaAAayéc otov CFH

‘Exouv nteplypadei = 250 ntaBoAoyikec mapaAlayEg otov CFH, ol omoieg eival uTteUBUVEC

ylo to 20-30% twv aoBevwv pe aHUS

Atypical :'\!700?;\ fiolofo L oE j%\\\ ﬁk‘//%/// 5 \
ST 0h Il s o b ol
6 10

/b 1(2[3]4]s 11 112131

19 20 1231aa

OLneplocotepol a.oBeveic pe CFH-aHUS ekdnAwvouv tn vooo eite og ratdikn nAtkia eite petav

20-40 sTwv

Ouoluyec ntapaAiayec otov CFH aveupiokovtal amoKAELOTIKA o€ Bpedn, evw €TEPOIUYEC

TAPAAAOYEC AVEUPLOKOVTOL OE OAEC TLC NALKLOKEG OUAOEC

Lemaire M. Clin ] Am Soc Nephrol. 2021 Jun;16(6):942-956



levetikéc mapaAAayéc otov CFH

= Ta yovidia CFH kot CFHR Bpilokovtal kovtd petal Touc, Le amotéAeopa va cupBaivouv

gukoAa avadiata&erg tov DNA kot va Snpouvpyouvtol UBPLOLKEC MPWTEIVEC

Hybrid proteins via gene conversion

racor ~ NEDEDED | DM 5 ] crirrn

g%l 98% T
SactorH - T . e )
elated 1 BREREY - FHR1::CFH
(LTI |
Identity

=  Mua ouyvn yovidiakn avadiataén mou oxetiletol pe to aHUS elval pla peyan dtaypoadn
(84 kb) mou adopad ta yovidta CFHR3—CFHR1 = avutr avixveuBnke o ~ 90% twv acBsvwv

pe anti-CFH avtiocwporta

CFHR3
."'Deleticl-n | || ||.

CFH::CFHR1 4
o Lemaire M. Clin J Am Soc Nephrol. 2021 Jun;16(6):942-956



Fevetikéc mapaAAayEg otov MCP

* OunapaArlayeg tou MCP suBuvovtal yia repinov 10%—15% twv aaocBevwv pe aHUS

= O MCP givat pa StapepBpavikn YAukompwTteivn mou ekbpaletol otnv emipaveLla
TWV EUTTUPNVWYV KUTTAPWY, CUUTEPLAAUPOAVOUEVWV KoL TwV EVE0BNALOKWV CD46/MCP

KUTTAPWYV Tou VEdpOU

|

= O kivbuvoc UTTOTPOTINC TNC VOOOU META TN METAUOOXEUON Elval XolNAOC

Lemaire M. Clin J Am Soc Nephrol. 2021 Jun;16(6):942-956



FeveTikeC MOopaAAAYEC Kol VEDPLKN TPOYVWOoN

H vedpkn €kBaon eival SUOUEVAC LA TLC MEPLOCOTEPEC YEVETLKEG TAPAAAAYEG, LE e€aipeon
tov MCP
O napaAAayéc otov CFH oxetilovtal pe P kivbuvo avantuénc vedplkng avemMApPKELOS, OUVNOWC

evtoc 1 €touc amo tn dayvwon
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ESRD-free survival by identification of specific complement abnormality Schaefer F. Kidney Int 2018;94:408-18



FeEveTIKEC MOPAAAQYEG KOl AVTOTIOKPLON OoTh Oepaneia

‘ ORIGINAL ARTICLE ‘

Genetic Variants in C5 and Poor Response
to Eculizumab

n-ichi Nishimura, M.D., Ph.D., Masaki Yamamoto, M.D.,
* H unokeipevn yevetikn ntapaAiayn 6ev paivetal va oxeTileTAL LE TNV AVTATIOKPLON OTNH

Bepareia pe TOUC AVOOTOAELC CUUTIANPWLOTOC

" Eaipeon amotelel evac omaviog moAuvpopdLopog tov C5, p.Arg885His (R885H), o omoiog

OXETL(ETAL LE HELWHEVN avTamokplon oto eculizumab

= To crovalimab dsopeblel Stadopetiko enitomno tou C5 Kal evOEXOUEVWE UMOPEL vaL

xopnynOel oe acBeveic pe avtov Tov omavio MoAupopdLopO

Nishimura J. N Engl J Med. 2014 Feb 13;370(7):632-9



‘EAey)xoc yeveTikwv dLatapaywv o€ acBeveic pe vrtoPia aHUS

Supplementary Table S4. Identifying Genetic and Acquired Risk Factors in Patients with Suspected Complement-Mediated HUS

A. Genetic analysis should include—

1) Search for rare variants (minor allele frequency < 0.1% [population specific]) in complement genes: CFH, CD46, CFI,
C3, CFB, CFHR1 (exon 6%)

2) Analysis of copy number variation in the CFH/CFHRs genomic region with appropriate technologies
3) Search for rare variants in non-complement genes: DGKe, MMACHC

(There is discordant evidence about the enrichment of THBD variants in TMA)

4) Genotyping for the risk haplotypes CFH-H3 and MCPggaac.

B. Autoantibody analysis includes—

1) The search for autoantibodies against FH is required during the diagnostic phase of HUS. A standardization of the
pathogenic threshold of these antibodies among different tests is required.

Vivarelli M. Kidney Int. 2024 Sep;106(3):369-391



FeveETIKEC TApPAAAAYEC KOL UTTOTPOTIN META TN LETAHOOGXEVUON

Sdlatapayn Tou CUUTANPWHOTOC

Table 4| Prophylaxis against aHUS recurrence in allografts
based on a risk-assessment strategy”

Recurrence risk Treatment regimen
High risk [50-100%) Prophylactic eculizumab"*
« Previous early recurrence MNote: Start on the day of
« Pathogenic mutation” transplantation due to
« Gain-of-function mutation potential for severe

recurrence and limited
recovery of function

in renal grafts compared
with native kidneys

Moderate risk Prophylactic eculizumab or
« Mo mutation identified plasma exchange®
« lsolated CFl mutations
« Complement gene
mutation of unknown significance
= Persistent low titer FH autoantibody

Low risk (<10%) No prophylaxis
« |solated MCP mutations
« Persistently negative FH

autoantibodies

O kivduvoc umotpomng LETA TN HETAUOOXEVON KaBopileTal armod TNV UTTOKELMEVN YEVETIKA

Goodship TH. Kidney Int. 2017 Mar;91(3):539-551



lEveTIKEC MapaAAAYEC KoL TPOYVWON LETA TN LETOUOCXEVUON

" EruBiwon vedpikol HOOYXEVUOTOC AVAAOYQ LLE TNV UTIOKELMEVN YEVETLKN dlatapaxn o€ aoBeVeig

rtou dev eAafav mpodulaKTIK Bepareia PLe AVOOTOAELC TOU CUUTIANPWHLOTOC

UK, national database A
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Glover EK. Transplantation. 2023 Apr 1;107(4):994-1003



Mpodulaktikn Oepamneia Pe AVOLGTOAEL GUUTTANPWLOTOC

H nmpoduAaktikr) Beparmeia pe eculizumab BeAtiwoe onuavtikd tTnv EMBiwWon TOU LOOXEVHOATOG

oto 1 €to¢ o aoBeveic petpiov kot uPpnAol Kvduvou (97% vs 64%, p=0.006)

UK, national database
71 KT (70 pts)

medium + high risk

38 ECU (2013-2017)

33 No ECU (2002-2016)

Renal graft survival

1.00 1

0.751

0.501

0.251

0.001

Treatment group =+= Control == Prophylactic eculizumab

12

24 36 48 60
Months since transplantation

72 84

Glover EK. Transplantation. 2023 Apr 1;107(4):994-1003



Mpostolpacia yia HeETapooxevon veppou

= ‘EAgyxo¢ yLa yovidLakeEC mapaAAayEC Tou cupnAnpwpoatog kot anti-CFH abs Oa mpémnel va
Slevepyeital oe 6Aoug Touc untoPndlouc Anmrec vedpikoL pooxevpatog e aHUS kalt og

oAouc Touc urtoPridpLlouc {WVTEC CUYYEVELC BOTEC

= Auvénpuévoc kivéuvocg untotponti¢ otov AQmn Kot de novo epdaviong tng vooou otov d0tn,

o€ epinmtwon nou o 60tNn¢ pEpet maboloyLkn mapaAAayr o€ yovidlo Tou U UITANPWHOTOC

Goodship TH. Kidney Int. 2017 Mar;91(3):539-551
KDIGO Clinical Practice Guideline on the Evaluation and Management of Candidates for Kidney Transplantation. Kidney Int Suppl. 2020



Fevetikog €Aeyxo¢ oto aHUS: ylati elvat onuavtikog;

ErmiBeBaiwon tng dtayvwong tou enayopevou amnod to cupnAnpwpa aHUS
Exktipnon tng Baputntog tTng vOoou Kol Tou KIvOUVOU UTIOTPOTIAG
KaBodryynon yla tn dLapkeLla tnG Oeparmneiog pe oavaoToAeLC OUUTANPWHATOC

- Evbexopuevn Slakorr) og otaBepolc acBeveic xwpic naboyovec mapaAAayEC

N 1e mapaAAiayn ctov MCP

- E€atopikevon os aoBeveic pe mapaAlayec vPnAov kivéuvou (rty CFH)

Exktipnon tou KivéUvou UMOTPOTAC HETA TN LETOUOOXEVON

Vivarelli M. Kidney Int. 2024 Sep;106(3):369-391



C3 onepapatonadeia & avoooocupnAeypatikn (IC) MPGN

C3G
eEalLpETIKA omavia vedpLkn tabnon
UTEPSPAOTNPLOTNTA KUPLWE TNG EVAAAAKTLKAC 060U Tou cupumAnpwpatoc (AP)

Kuplopxeg evanoBeoeilg C3 kat mokidov Babuol omnelpapatiky GAsypovn)

IC-MPGN

2TIAVLO LOTOAOYLKO TPOTUTIO

|6lomtabnc IC-MPGN, otav €xouv amokAelotel Briadn aitia (mty Aolpwéelg, avtodvooa,
OLLLOTOAOYLKEC KatkonOeLeg)

EvanoBéosic avocoodatpivwv kat C3 otov avocodpBoplopo

Fakhouri F. Kidney Int. 2020 Nov;98(5):1135-1148
Lafayette RA. Adv Ther. 2025 May;42(5):2003-2014



‘EAEyX0C CUMMTANPWHOTOC

1° Bua:
* Métpnon erunédwv C3 kaw C4
J C3 e puolol C4 - 40-80% twv acBevwy

"= Métpnon soluble C5b-9

Evepyormoinon C5 convertase = 40-60% twv acBevwv
2° BApo

* Métpnon erunédwv C3Nef
Autoavtiowpata, otabepornolovv tn C3 convertase - 25-60% twv acBevwy
* Métpnon emunédwv C5Nef - 10-30% twv aacBevwv

= Anti—factor B i anti—factor H abs - < 15% twv acBevwv

Fakhouri F. Kidney Int. 2020 Nov;98(5):1135-1148
Meuleman MS, Nephrol Dial Transplant. 2025 Apr 28;40(5):842-851



‘EAEyX0C CUMMTANPWHOTOC

30

= ‘EAEYXOG YLO YEVETLKEG MOLPAAAQYEC

4

oL

Fovidla tou KwokomoloUV MPWTEVEC TTou EAEYXOULV TNV evepyoroinon th¢ AP Tou CUUTTANPWHLATOC

CFH, CFI, C3, CFB, CFHR1-5

oto 17.0-43.2% twv acBevwv

Plasma SC5b-9 (ng/ml)—Median (IQR)

Mutation carriers

Mutation carriers and/or C3NeFs
Familiarity for nephropathy

515(286-1860)
17

56%
11%

Table 2
Clinical and laboratory findings in different histology groups.

Ig-MPGN C3G

N 67 73

C3NeFs positive 44%° 54%
Serum C3 (mg/dl)—Median (IQR) 45 (13-77) 38 (15-73)
Serum C4 (mg/dl)—Median (IQR) 21(12-29) 21(17-27)
Low Serum C3 & normal C4 67% 74%

417(228-1033)

18
65%
14%

Yelpecg a.oBevwv pe C3G kal IC-MPGN €xouv avadeiéel maBoyoveg YEVETIKES TTAPAAAAYEC

Bu F. J Am Soc Nephrol. 2016 Apr;27(4):1245-53
Fakhouri F. Kidney Int. 2020 Nov;98(5):1135-1148
latropoulos P. Mol Immunol. 2016 Mar;71:131-142



Fevetikég petaAAagerc otic C3G kau IC-MPGN

= 310 17% twv acBsvwyv pe C3G/IC-MPGN tautonolBnke yevetikn mapaiiayn ota yovidia CFH,

CFIl ko C3

French registry
N=398
Screening for
CFH, CFl and C3
53 variants
19% C3G

11% IC-MPGN

Rare variants in complement gene in C3 glomerulopathy and CJ AS N
immunoglobulin-mediated membranoproliferative glomerulonephritis 7 >0 .o

p— C3, CFH, and CFI genes

\

C3G/lg-MPGN National

Registry screened for
rare variants in

206

C3 Glomerulopathy

53 different rare variants
in 66/398 patients

in rare variant carriers

57% CFH variant

1 Low FH in 47% of CFH variant
Low Fl in 69% of CFI variant

® More biological stigma of
thrombotic microangiopathy

249, CFI variant

19% C3 variant

6 in CFI variant

38 were classified as pathogenic
[ 2-Years recurrence after transplant: 39%]

Meuleman Marie Sophie, Paula Vieira Martins, Carine El Sissy, et al. Rare Variants in
Complement Gene in C3 Glomerulopathy and Immunoglobulin-Mediated
Membranoproliferative GN. CJASN doi: 10.2215/CJN.0000000000000252. Visual
Abstract by José A. Moura-Neto, MD, FASN, FRCP

Meuleman MS. Clin J Am Soc Nephrol. 2023 Nov 1;18(11):1435-1445



Fevetikég petaAAagerc otic C3G kau IC-MPGN

=  QOlnapaAlayeg oto yovidlo C3 dpavnke va evtomilovial cUXVOTEPA O€ VEOTEPOUC aoBeveig, evw

oL tapaAAayec oto CFH katavepovtav o€ OAEC TG NALKLOKEG OMAOEC

L .
Pathogenic CFH variants :o S8R0 B B0 SR 8 SRV MR .
L] L
o o0
CFHVUS 9 oo © ©O 0O
[
Pathogenic CFI variants sass @ : .' L ] ]
[
CFIvuUs [}
Pathogenic C3 variants e . oe
o O
c3vus 8 5 94 o

I 1 L I 1 1 I 1 L I 1
0 10 20 30 40 50 60 7O a0 90 100
Age at diagnosis (years)

=  QOlnapaAiayeg tou CFl cuoyetiotnkayv pe avénpévn cuyxvotnta TMA (36%)

Meuleman MS. Clin J Am Soc Nephrol. 2023 Nov 1;18(11):1435-1445



XopaKTNPLOTIKA YEVETIKAC C3G

" H ouxvoTnTa TWV OTIAVLWVY YEVETIKWV TTOPOAAAYWV £lval mapopola HETAg Twv

Stapopwv NALKLOKWY OpAdwvV

" H mnapouoia YEVETIKWY TTOPAAAAYWV CUCXETLOTNKE UE XOAHNAOTEPN MPWTEIVOoUpia KOl

ennpeacpévn vedpLkn Aettoupyia Kotd tn Stayvwon

( C3NeF mediated } Genetic [ Monoclonal gammopathy | No identified driver ]

Clinical presentation

(- N 3

=]
PN Younger = All ages m Older
O < 2
= Ko nachiote ‘ ’ Lower proteinuria More impaired kidney
d P 1 [ more impaired ‘1 f function
SYVRENL kidney function
(1112 [3.10]A [13,14,15) ! y

Meuleman MS. Nephrol Dial Transplant. 2025 Apr 28;40(5):842-851



XopaKTNPLOTIKA YEVETIKAC C3G

OL YeVETIKEC TTapaAAayYEC ouoXeTiOTNKAV UE: - I XPOVLEG LOTOAOYLKEG AAAOLWOELG
- I ouxvotnta TMA
- 4 ouxvotnta eniktntwv dtatapoywv

- 4 vedpkn emiBiwon

Histological presentation
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Meuleman MS. Nephrol Dial Transplant. 2025 Apr 28;40(5):842-851



Fevetikég petaAAagerc otic C3G kau IC-MPGN

= NIH BioResource Rare Diseases study > H C3G/MPGN &gv OUOYETLOTNKE LE OTIAVLEC YEVETIKEG
TIAPOAAOYEC TWV YOVIOLWY TOU CUUTTANPWHATOC, OAAQ LE CUYKEKPLUEVOUC TUTIOUC HLA,

LUTIOONAWVOVTOC EVOLV UTTOKELUEVO QLUTOAVOCO UNXOVIOUO

0.07 7 @ PMG
i O Controls

whole-genome sequence data 0.06 - |

00549 | |
146 C3G/MPGN cases 2 000 :
6442 controls goos{ | i I

0024 | :

0.01 1

mem mmlm

& & S s ©

ol

Cfc v

o
&ﬁ&‘ <<‘*’~"

Figure 1. Similar burden of rare variants with moderate or high
predicted impact in candidate genes comparing unrelated
European PMG cases (n=146) with controls (n=6442). Vertical
dotted lines indicate 95% Cls.

Levine AP. J Am Soc Nephrol. 2020 Feb;31(2):365-373



CFHR5 Nedpomnabdeia

C3 Glomerulonephritis/CFHRS Nephropathy
Is an Endemic Disease in Cyprus: Clinical
and Molecular Findings in 21 Families

Constantinos Deltas, Daniel Gale, Terence Cook, Konstantinos Voskarides,
Yiannis Athanasiou, and Alkis Pierides

= H CFHR5 vedpormndabelo KAnpOVOUELTOL UE TOV AUTOCWLKO ETILKPATH TUTIO Kol opelAeTOL OF

eTepOluyo SutAaolaopo Twv e€oviwv 2—3 tou yovidiou CFHR5

" |oTOAOYLKA Ttapatnpeital Ao pepPpavolmePMAAOTIKO TIPOTUTIO HE EMOVWHEVEC C3 evarmoBeoelg

" 50% twv aoBsvwyv > 50 etwv avantvoocouv XNN - 14% e€edicoovtal TIXNN

Deltas C. Adv Exp Med Biol. 2013;735:189-96



CFHR5 Nedpomnabdeia

Clinical course and outcome after kidney transplantation
in patients with C3 glomerulonephritis due to CFHR5
nephropathy

Eleni Frangou]'z'j, Agathi Varnavidou-Nicolaidou®, Panayiotis Petousis’, Andreas Soloukides'?,
Elena Theophanous®, Isavella Savva"’, Nicos Michael **, Elpida Toumasi", Dora Georgiou®,
Galatia Stylianou®, Richard Mean®, Natasa Anastasiadou®, Yiannis Athanasiou"*, Michalis Zavros',
Kyriacos Kyriacou’, Constantinos Deltas” and Vassilis Hadjianastassiou"*

* H unotporr) oto VEPPLKO HOOXEL A Elval ouxvn otouc aoBeveic ue CFHR5 vedpomndBela

(69.5%) kot ekdNAWVETAL KUPLWC HUE LLKPOOKOTILKH CLLLOTOUPLaL KoL TtpwTEivoupia

= [lapd to uPnNAd MOCOOTO UTIOTPOTING, N LAKPOXPOVLA ETIRLWON TOU HOCYXEVUATOC NTOV KAAR,
KaBw¢ 10 76.5% tTwVv acBevwv dlatnpouoav AELTOUPYLKO LOOXEULO LETA aTto SLAECO XPOVO

napakoAouBnonc 10 etwv

Frangou E. Nephrol Dial Transplant. 2019 Oct 1;34(10):1780-1788



FeveTKEC MOopaAAQYEC Kol VEDPLKN TPOYVWON

» H napovoia yevetiknc mapardayng os a.oBevelc pe C3G/MPGN cuoXeTLOTNKE UE SUCHEVN

vedpkn emBiwon
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Meuleman MS. Clin J Am Soc Nephrol. 2023 Nov 1;18(11):1435-1445



FeEVvETIKEC MOPOAAQYEG KOl AVTOTIOKPLON ot Ogpansia

" @gpameuTko 0deAoc pe to cuvduaoud MMF + GCS mapatnpnbnke toco os acBeveic pe

VEVETLKEC SLATAPAXEC OCO KOl OE EKELVOUC LLE QUTOOVTIOWHOTO

" OLaocBeveic pe maboyoveg YEVETIKEG TTOPOAAAOYEG TIETUXAV LOVO HEPLKN UEDN
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variants
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Figure 4. | Kidney survival in patients treated with corticosteroids plus mycophenolate mofetil versus other regimens according to the

presence of pathogenic variants or autoantibodies.

Caravaca-Fontan F. Clin ] Am Soc Nephrol. 2020 Sep 7;15(9):1287-1298



eEveETIKEC MAPAAAQYEC KOL UTTOTPOTIH) OTO VEPPLKO HOGXEUHA

= |otoAoylKN UTtOTpOom oTo VEPPLKO MOOXEVMA TtapatnprOnke oto 69% (21/31) twv acBevwv
LLE OTIAVLEC YEVETIKEC TTOPAAAAYEC, CUVABWCE EVTOC TOU TIPWTOU £TOUC, XWpic dtadopéc petatu

Twv yovidlokwyv opadwyv (CFH, CFI, C3)

All CFH CFI 3 P value
N=66 Variants Variants Variants
N=38 N=16 N=12
Kidney transplantation 36/66 (55) 17/38 (45) 10/16 (63) 9/12 (75) 0.14
Graft Follow up (months) 51 (26-94) 48 (20-91) 48 (24-99) 74 (31-117) 0.59
Prophylactic treatment™® 9/35 (26) 5/16(31) 2/10(20) 2/9(22) 0.78
Documented histological recurrence 21/31 (69) 8/13 (62) £/9 (89) 5/9 (56) 0.26
Delay for histological recurrence 12 (242) 28 (5-43) 5(0-39) 11 (3-43) 0.63
Histological recurrence at 1 year 11/31 (36) 313 (23) 5/9 (56) 3/9 (33) 0.29
Histological recurrence at 2 years 12/31 (39) 3/13(23) 6/9 (67) 3/9(33) 0.11%#
Anti-C5 therapy after recurrence 10/22 (46) 3/8(38) 6/9 (67) 1/5 (20) 0.21
Graft failure due to recurrence 3/36 (8) 217 (12) /10 (10) 0/9 (0) 0.57
Graft function at last follow up
eGFR>60ml/min/1.73m? 13/36 (20)  6/17 (35) 3/10 (30) 4/9 (44) 0.80
eGFR<60ml/min/1.73m? 19/36 (28)  7/17 (42) 6/10 (60) 5/9 (56) 0.59
Graft loss 5/36 (6) 4/17 (24) 1/10 (10) 0 0.23

Meuleman MS. Clin J Am Soc Nephrol. 2023 Nov 1;18(11):1435-1445



FeveTIKEC AP AAAAYEC KoL VEOTEPOL OLVOOTOAELC TOU GUUTITANPWLOTOC

The role of complement in kidney disease: W) Check for updates
conclusions from a Kidney Disease: Improving

Global Outcomes (KDIGO) Controversies

Conference

Marina Vivarelli', Jonathan Barratt’, Laurence H. Beck Jr’, Fadi Fakhouri"”, Daniel P. Gale®,

Elena Goicoechea de Jorge””, Marta Mosca”, Marina Noris'®, Matthew C. Pickering' ', Katalin Susztak'?,
Joshua M. Thurman'~, Michael Cheung'?, Jennifer M. King'“, Michel Jadoul ',

Wolfgang C. Winkelmayer'® and Richard JH. Smith''®'"; for Conference Participants”’

"  OLdlaTopaXEC TOU CUUMANPWHOTOC deV amoTteAoUoaV LEPOC TWV KPLTNPLWV Evtaénc n
QTTOKAELOUOU OTLC LEAETEC LE TOUG VEOTEPOUG OLVOLOTOAELC TOU GUMTTANPWHOTOC, VW SeV

SlevepynOnke avaAuon TwV ATTOTEAECUATWY BACEL TWV UTIOKELLEVWV QLUTWV SlatapaywV

l

“Ta dLaBéopa dedopéva MapapEVOUV AVETIOPKN yLa TNV EETOMIKEVON TNEG EMLAOYNAC
OUYKEKPLUEVOU OLVOLOTOAEQ TOU GUMTTANPWHOTOC KE BACK TOV OPOAOYLKO I} YEVETLKO EAEYXO

TOU CUMIANPWHATOC”

Vivarelli M. Kidney Int. 2024 Sep;106(3):369-391



JUMEpACHOTO

OL YEVETIKEC TP AAAAYEC TOU CUUTTANPWHATOC artoTeAOUV PaoLKO MAOOYEVETIKO LNXAVIOUO OTO

aHUS, aAAd OxL otnv mAslovotnta Twv acBevwy pe C3G

>to aHUS, o mpoodloplopnog T UTtoKELEVNC TtapaAlaynG kaBopilel tn vedpLkr TtpoOyvwon Kot

TOV KivOUVOo UTIOTPOTIAC LETA TN LETAUOOXELON

2tn C3G, ol YeVETIKEC TTapaAAaYEC eVOEXOUEVWC CUOXETL{oVTaL UE SUCHEVEDTEPN TPOYVWON,

wWoTOo0 N cuPoAN Toug otn ANYn Bepameutikwy amodACEWV TTOPOAUEVEL TIEPLOPLOLEVN

H KaAUTEPN KOTAVONON TWV YEVETLKWY KOl AELTOUPYLKWV SLOTApaXwV TOU CUUTTIANPWHUOTOC

gevoexeTal va cupBaAeL otnv e€atopikevon tng Beparmneiac oto pEAAoV



