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m  Aev UTTAPXEl KOXPIGk OUYKPOUOTN OUMPEQPOVTWYV VIO TNV 6KOAOUON OMIAIX




KAINIKH MEPINTQ2H

AvOpoic 21 eTWV e EAEUBEPO KTOUIKO GVOUVNOTIKO
PappakeuTiKN aywyn: (-), Kamviopa: (-), AAKOOA: (-), ANepYIEC: (-)
[MpooéAeuon oto TEM 03/01/2025

AITiax TPooEAeUoNC: - MopPuUPIKO EEGVONUX KATW GKPWV (KVANEC XUPW EWC

UNPOLOUPWVIKES TITUXER) axTTO BNUEPOU
- APBPOAYIEC KO HUGAYIEC &V KO KATW GKPWV o 8nuéEpou

- KOINIOKO GAYOC KOl OIKPPOIKES KEVWOEIC

L)

L)

» [MponynBeioa AoIHWEN TOU XVWTEPOU KVATTVEUOTIKOU (PIVIKA KXTXPPON-
POPUYYOAYIa) PO 10nuépou




KAINIKH MEPINTQ2H

KoTtd TNV mpooéAseuon oto TET

ZwTIK& onueia: Al 110/70mmHg, Sp02 98% , HR 95 bpm, anipeToq
AvaTTveUOTIKO WIBUPIOPX: OUOTIMO KUPW

Kapdiayyeiako: S1S2 pubuIkoil EUKPIVEIC, TTEPIPEPIKES OPUEEIC
TOXPOUOEC, ATTOUCI PUONUETWY

KoINI&: HOAGKR, EUTTIEOTN, OIGXUTN EUKIOONCIG PUE EMITAON OTOV OEEIO
AyOVIO BOOPO Kol BETIKN GvATTNOWON EUNIOONOIC CUCTOIXX, EVTEPIKOI
NXO!I TTXPOVTEC

Neupoloyikn e€€Taon: GCS 15/15, xwpig €0TIKO VEUPOAOYIKO
EMEINUO



KAINIKH MEPINTQ2H

\ EpyaoTnpiakOg EAEYX0G ATTEIKOVIOTIKOC EAEYXOQ
E=ETAZH TIMH . . . .
m RO BwpaKOG: xwpig EIKOVO TTUKVWONG

WBC 7.020/ul 3 . . . .
m RO KOINIOC: XWPIC a&looNUEIWTO TTAKBOAOYIK
HCT/HGB 43,5% / 15,4g/dL EUPNUOT
PLT 284.000/ul m CT AKK: Hmap 20¢ek, ZnAqvag 12,5 ek, m&xuvon
KO 010NUOTWONG amelkdvion TEAIKOU €INEOU O€
UREA/CREAT 34 /1,0 mg/dl

uAKog 20eK Ye ayyeIRKN ouu@dENCN KA
SGOT/SGPT 17/6 1U/L BoAepdTnTa MEPIE TOU NITOUG, TTOAGTIAOI
UECEVTEPIOI AePPaOEVEC Ewe 1,5¢eK, NETPIO
OUN\OYI OTO EUBUKUOTIKO KOATTWHO

CRP 4,2 (o1 <0,5) mg/dL

[eviki oUpwv 0-1 rmuoo®, 1-3 epubp&

ASTKOIO: TXVOC ‘ NoonAeia otnv NMaBoAoyikA KAIVIKA




KAINIKH MEPINTQ2H

Kot TNV voonAgia otnV MNaBoloyikn KAIVIKA

KaANIEpYEIG KOTTPGVWV: puUOIoAoYIKN XAwpPioa, KaAAiEpyeia yia C.difficile (-)
Legionella Ag (-), Strep. Pneumoniae Ag (-)

HBsAg (-), anti-HCV (-), HIV (-)

EBV IgG (+), EBV IgM(-), CMV IgG(+), CMV IgM (-), HSV1 kot HSV2 (-)

AvoooAoyikoc Eleyxoc: HAekTpopOpnon AsUKwuaTwy K¢, ANA (-), RF (-), c-
ANCA Ko p-ANCA (-), TOOOTIKOC TTPO0OIOPIOUOC VOCOOPXKIPIVIV K

Panel avarmnveuoTikoU: RNA Rhinovirus/ Enterovirus

AeUKWP& oUpwv 24/h: 400mg




KAINIKH MEPINTQ2H

KaT& TNV voonAgia otnv MNa®oloyik KAIVIKA

m Triplex kxpdi&e: EF 70% , xwpic mxOOAOYIK& EUPANOTO
m  OpOBaApoloyikn eEETAON:KP

m  QPA ekTiynon: Bioywia BAevvoyovou armd AP pivikh BaA&Gun Aoyw
XIMOPPAYIKWV OTOIXEIWV XWPIC €I0IKOUC XKPOAKTAPES N YYENTIOIKEG
XAAOIWOEIC

m Bioyia dépuatoc AE KVAMN: ASUKOKUTTXPOKAXOTIKI OYYEITIO TOU WIKPOU
MEYEDOUC QyyEIWV PE TTIPOEXOUOEC EVATTIOOEDEIC IGA 0TOV 6vOCOPOOPIOPO 0T
TTAXIOI0 VOOOOUUTAEYUOTIKAC QYYENTIONC

’0

»  Aldyvwon: IgA avyeliTida (moppUpa Henoch- Schonlein)




KAINIKH MEPINTQ2H

PeupoTOAOVIKA EKTIUNGON

m Evapén pebuimpedviloAovne 32mg nuepnoiwg (mpooBoAn Tou MEX + gpuévov
eEvONuUX)

m [lopépeive aipodUVaUIKG oTROEPOC Kol EAXBE EITAPIO UE OONYIES

Follow up oT0 El 7 nuépeg peté:
EMOEIVOUUEVO EEAVONUO PE ETTEKTAON OT GV GKPXX ->
a0&non TnNG pebuAmpedvi(oAdvng oe 40mg nuePNOIWG

O/

J D

rheumatologist



KAINIKH MEPINTQ2H

‘ExTokTn £miokewn oto TET

m 7 nuépeg peta To follow up, o xoBevnce mpooekouioBbn oTo TEM EKTAKTWC
AOYW KOIAIGKKOU GAYOUC Kol 6 XIOPPOYIKWV KEVWOEWY &TTO Swpou

m ZwTIk& onueia: Al 70/50mmHg, Sp02 98% , HR 138 bpm, anupeToc

B KAIVIKA €EETOON: - KOIAIGKN XWPO JE OIGXUTN EUKIOONOIt 101WC OTOV

ANB Kol JEIWPEVOUC EVTEPIKOUC NXOUC
- PUXP& XKPOK
- TTOPPUPIKO EEAVONUG GV KO KATW KKPWV

m Ayeoa XopAynon KPUOTKANOEIOWV OIGAUUGTWY IV yIa TNV KITOKXTROTOON
TNG 2ATll




KAINIKH MEPITTITQ2H

’ / EpyaoTnpiakog EAeyx0q % ATIEIKOVIOTIKOC EAEYXOC

WEBC 66.380/1 [ CT AyyeloypaPpix AKE(: AI(’XX’UTF] TOIXWUKTIKN
axuvon Pe BAEVVOyoVvIO evioxuon Ko
UTTOBAEVVOYOVIOU OI0NMOTOC EAIKWV AETTTOU
PLT 707.000 /ul EVTEPOU, KUPIWC VNOTIONC, XWpPIC EVEPYO
e&ayyeiwaon, 01eUpUVON TWV KAGOWYV TOU

HCT/HGB 61,8% / 22,1 gr/d|

UREA/CREAT 62 / 1,0 mg/dl P . .
UEOEVTEPIOU XPTNPIKKOU OIKTUOU
SGOT/SGPT 30/24 1U/L . , , ) )
s EIKOVQ oupBoTn YE TNV UTTOKEIYEVN VOOO
ALB 2.3g/dl
LDH 884 1U/L
CRP/TKE 0.6mg/dl / 3mm/h
[eviki oUpwv 0-1 oo, 1-3 epubp&
KOAIvopoil (-)

AEUKWMO: TXVOG




CTA Avw- K&Tw KolNiag

TOIXWUOTIKA TTXUVON
AeTITOU EVTEPOU




KAINIKH MEPINTQ2H

Eicoywyn otnv PeupaToloyiki KAIVIKA

m  24h monitoring {wTIKWV ONUEIwV
B XOopPAynon KPUOTXAAOEIOWV OIGAUNGTWY
m Oudév per os

m  Xopnynon evOoPAERIOG peEBUATTPEdVI(OAOVNC 18r yIa 3 NUEPES

B  EvOOPAERIC TTPOPUAGKTIKNA EUTTIEIPIKA GVTIBIOTIKA QywyN UE
MTTEPAKIANIVN/ TX(OUTIKTAMN

B AIPOTOAOYIKN EKTIUNON B&OEI EMIXPIOUATOC TTEPIPEPIKOU KIUATOC:
AIEYEPPEVO ASPPOKUTTAPX TIBOVWC AOYW UTTOKEINEVOU VOO UATOC




KAINIKH MEPINTQ2H

KoTh T 2 TOWTO 2400 VOONAEIGC

m Xopnynon 2 pov&dwv FFP kot Human albumin Adyw TNG UTGABOUNIVAIMIXC

B AvAyKn XOPNynong ayyEIOOUOTIGOTIKNG XYWYNC ME VOPXOPEVAAIVN VI TNV
diatApnon MAI> 65mmHg, n omoix d1EKOTN YETG TO MEPOC TOU 2V
24mpou

B KAVIK&: 2 udGpPEIC KEVWOEIC, KAAIEPYEIX KOTTIPAVWY KOI TTXPXCITOAOYIKA (-)

m Epycornpiokd: Amokaraotaon Twy Tihwv Twv WBC, Hgb kau Het kaBwe Ka
TWV TIHWV GABOUMIVNG




KAINIKH MEPINTQ2H

2UVEXION VOONAEInC

m  EvOOoQAERIa peBuUATTpedVICOAOVN 40mMg NUEPNOIWG

m XopAynon Rituximab 1gr (3" nuépa voonAeiag)

B 2TOOIGKOC ATTOYOAGKTIONOC &0 TNV EVOOPAERI XOPNYNON UYPWV K& EVXPEN OITIONG

ﬂ

Eupavion yikpookomikAg alpaToupice (epubpd 30- 40 ko) - BN

NUEPO VOONAEING [T
v Mikpookomnon: dUouopPa £PUBPG OTIEIPAPATIKAC

TTPOEAEUONC @
v' JuMoyA o0pwv 24mpou: Aelkwuax 190mg/24h

v U/S NOK: peiwpéveg dicotoeig AP veppoU pe puGIONOYIKO
m&xoc mapeyxuuaTog, AE veppOg NE avTIPPOTTIOTIKNA
UTTEPTPOPICK



KAINIKH MEPINTQ2H

OAoKANPwWON VoonAsicg Kol eEITAPIO

B O aoBevnc KOTK TIC ETTOPEVEC NUEPECS TTIPEUEIVE KIOOUVOHIKG OTROEPOC
LE (PUOIONOYIKEG KEVIOEIC KO XWPIC OIGTAPAXES TNG VEPPIKAC AEITOUPYITC
m ‘EAaBe €€itnpio TNV 9" nUEPO PE 00NYIEC VIQ:
» 0ouvéxion uebuimpedvi(oAdvne 40mg per os
» TTPOPUACKTIKN X0pNynon couApoueboéaloAnc/ Tpiuebomnpiung
» EMAVOO0 0€ 7 NUEPEC yIX TNV xopnynon Rituximab 1gr




KAINIKH NMEPINTQ2H

e ACUUTITWUOTIKOG, EEXAEIYN TOU EEAVONUOTOC OTO
VW GKPO KO 0€ XTTOOPOUIN OTO KATW XKPOK

Follow up oTo El  [evikf oUpwv: gpuBpd 15-20 Kor, AeUKWPG OUPWV
24h: 150mg, Aoimog /€ KP

e Odnyieg yix peiwon TNC neBuApedvI(oAdvNC

(7nUEPEC NETE TO EEITAPIO)

“» TIAAPNC UTTOXMPNON TOU EERVOANOTOC, XWPIC VEX
OUUTTTWUOTO
TeleuTaio follow up o AlpoToupia (-), AeUKwPa oUpwv 24h: 90mg
2 UAVEE UETE TN voonheic)  dREAEILElt ua@qAnpgéwZoAévrlq: MEIWON KOT
(2 pnvec pera T : ) Amg av& eBOOPGO EWC TNV 000N Twv 16mMg Kal
KOTOTTIV KOT& 2mg ava 14 nuEPEC




ISA ayyelTIOX
(mopwupa Henoch- Schonlein)

2UxvOTEPN OTO TTAIOIG e eTAOIC emmTwon 3-26/100000, omavioTeEPN 0TOUC EVAAIKES UE ETAOIN
emnTwon 0,1-1,8/100000 1

2Ta moidI& ouvNBwe axuToTEPIOPI(OPEV, OTOUC EVNAIKEC XEIPOTEPN EKBOON ouvNBwS oxeTI(OuevN PE
VEPPIKA TTPOCBOAN 2

ETTOXIOKN KATOVOUN KUPIWE XEIMWVX, PBIVOTIWPO K&l GvoIEN — OUOXETION ME AOINWEEIC TOU
AVWTEPOU VATTIVEUOTIKOU 3

[ToAuTtapayovTiKA MNakBopuaoIoAoyia - axvoooTIOINTIKO CUOTNUK, YEVETIKA TPOOIGOEDN,
EPIPAANOVTIKOI TTOPAYOVTEG 4

Maritati F et al Adult-onset IgA vasculitis (Henoch-Schénlein): Update on therapy. Presse Med. 2020 Oct

Batu ED et alComparing immunoglobulin A vasculitis (Henoch-Schoénlein purpura) in children and

adults: a single-centre study from Turkey. Scand J Rheumatol. 2018

3. Calvo-Rio et al, Henoch-Schdnlein Purpura in Northern Spain: Clinical Spectrum of the Disease in 417
Patients From a Single Center. Medicine 2014.

4. Castafieda S et al, IgA Vasculitis (Henoch-Schonlein Purpura): An Update on Treatment. J Clin Med.

2024

N R



KAINIKEZ EKAHAQ2EIX

‘KAxooIKN TETPXOK

a

U OO

WnAapnTn moppupa 96-100%
ApBpayiec/ apOPITION 61%
[MpooBoAn Tou NEZ 48-53%
Neppikn mpoofoAn 45-85% -
1/3 6 aovanToEouv XNN

Pillebout, E., et al., Henoch-Schonlein Purpura in adults: outcome
and prognostic factors. J Am Soc Nephrol, 2002



OEPAIIEIA

m [lapapével avTikeiyevo oulNTnong. Ta TePIcoOTEPO OEOOUEVD TIPOEPXOVTHI KTTO

MEAETEC OTOUC MXIOIXTPIKOUC TANBuopoug 1
A Skin and/or joint Gastrointestinal tract Renal
u GSpO(HSUTI KOQ involvement involvement involvement
Svmptomatic : Moderate
ymp I Benign form Severe form L form form SR fontm
treatment . . . (hematuria, . (acute or rapidly
. . (isolated mild (massive — (hematuria, .
(analgesia and resting, AaabriEl bleeding proteinuria - progressive renal
. ) f proteinuria . -
avoid NSAID if renal or . . <0.5 g/day, failure, crescentic
v N=2A pain) perforation) >0.5 g/day, .
digestive involvement) normal GFR) normal GER) lesions)
h 4 A 4 v A 4 A 4 A 4
Colchicine 1 mg/d symptomatic Surgical Evaluation at 3 ACEi Prednisone
In case of failure treatment evaluation and 6 months 1mg/kg/d
+ MP pulses
v h 4 v + CYC
Dapsone, . Proteinuria or « Locatelli »
colchicine or F;r:jc;r;:(sgc;;e >1 g/day [ schedule
owdose | | = W puises Rk 1
F?n case of = v am Fail
ailure
failure = SlELY l
Discuss
Alternative
therapies:
CsA, rituximab

1. Maritati F et al Adult-onset IgA vasculitis (Henoch-Schénlein): Update on therapy. Presse Med. 2020 Oct
2. Audemard-Verger A et al,IgA vasculitis (Henoch-Shénlein purpura) in adults: Diagnostic and therapeutic asp

Autoimmun Rev. 2015




OEPATIEIA

KOPTIKOOTEPOEIDN

m /Aev CUCTNAVETOI N XOPANYNON TOUC 0 XOBEVEIC PE PN VEKPWTIKN TTOPPUPK, GPOPOAYIES
KO ATTI0 VEPPIKN TTPOCBOAN (UIKPOOKOTTIKA XIUGTOUPIC, ASUKWUaTOUPIO< 18/24h Ko
(PUCIOAOYIKN VEPPIKN AEITOUPYIX)

m AoBeveic ye veppikn TPooBoAn - 0edouéva oo TIC HEAETEC TNC IBA veppOoTIROEInG -
oonyiec TG KDIGO: pn oapEC TO MPOTEIVOUEVO DOCOAOYIKO OXAMK

Maritati F et al Adult-onset IgA vasculitis (Henoch-Schénlein): Update on therapy. Presse Med. 2020 Oct




Dosing and duration of glucocorticoid therapy for adult patients with IgA nephropathy

. . i Total duration of
Duration of initial

Glucocorticoid Initial dose q Taper glucocorticoid Reference
ose
therapy*
Methylprednisolone (IV) Methylprednisolone 1 g = 6 months None 6 months Pozzi et al 1999("
and IV for 3 days at the start (86 patients)

: : of months 1,3, and 5 Rauen et al 201512
Prednisolone/prednisone

(oral) and (109 patients)
Prednisolone or
prednisone 0.5 mg/kg
orally every other day
on remaining days

Prednisone 1 mg/kg orally per day 2 months Reduce daily dose by 6 months Manno et al 20093
(maximum dose: 75 0.2 mg/kg every month (97 patients)
mg/day) for 4 months

Prednisone 0.8 to 1 mg/kg orally 2 months Reduce daily dose by 5 | 6 to 8 months Lv et al 20094
per day to 10 mg every 2 weeks (63 patients)

for =4 months

Methylprednisolone 0.4 mg/kg orally once 2 months Reduce daily dose by 4 | 6to 9 months TESTING 2022[>/6]
daily (rounded to mg every month for =24 (241 patients)
nearest 4 mg; months
maximum dose: 32
mg/day)’

@ UpToDate®




OEPATIEIA

AvVOOOTPOTOTOINTIK

m  AloBeiomnpivn: 0ev CUCTAVETGI N XOPAYNON TNS 0€ VEPPIKA TTPOCBOAA 1

m  Kukhootopivn A: 0ed0PEVO KUPIWE TTO TOV TTAIBIXTPIKO TTANBUOUO Kol JIKP& case
series o€ eVNAIKEC OEIXVOUV ITOTEAEOUKTIKOTNTK 0O OCUVOUXONO UE KOPTIKOOTEPOEION
0€ VEPPIKN TTPOOBOAN?

m MMF: AtoteAeouaTikd o€ cuvOuaopo pe low-dose mpedvi(oAovn (0,4-0,5mg/kg)
e€’ apxNe® N we steroid- sparing* oe xoOeveIC Pe VEPPIKA TTPOCBOAA YIT EMTOYwWYN
Upeong Kol TPOANWN UTTOTPOTIWV

1. Kidney Disease: Improving Global Outcomes (KDIGO) Glomerular Diseases Work Group. KDIGO 2021 Clinical Practice
Guideline for the Management of Glomerular Diseases. Kidney Int. 2021

2. Kalliakmani, P. et al Cyclosporin A in adult patients with HenochSchonlein purpura nephritis and nephrotic syndrome; 5
case reports. Clin Nephrol, 2011

3. Ren, P., et al., The combination of mycophenolate mofetil with corticosteroids induces remission of Henoch-Schonlein
purpura nephritis. Am J Nephrol, 2012

4. Hackl A et al, Mycophenolate mofetil following glucocorticoid treatment in Henoch-Schénlein purpura nephritis:
the role of early initiation and therapeutic drug monitoring. Pediatr Nephrol. 2018




OEPATIEIA

AvOOOTPOTIOTTOINTIKG

KUKAOQWOPAUION: uPiBoAn N amoTEAECUATIKOTNTK TNC

AedouéEva amd eVNAIKEC aoBeveic ue ooBapn vePppikn Kai/n mpooBoAn Tou MEZ oe
TUXXIOTTOINMEVN PEAETN TTOU EAGPOV UOVO KOPTIKOOTEPOEION OE OUYKPION UE
OUVOUGONO KOPTIKOOTEPOEIONT KUKAOPWOPOUION — OTKTIOTIKX N CNUAVTIKNA
diapop& oTnV EkBoon !

Mizoribine: oe cuvOuaouo pe MPEOVI(OAOVN GIMOTEAEOUATIKN 0€ PMIKPO OEIYUO 0kaBEVV
UE VEPPIKN TTPOCBOAN 2

1. Audemard-Verger A et al,IgA vasculitis (Henoch-Shonlein purpura) in adults: Diagnostic and therapeutic aspects.
Autoimmun Rev. 2015

2. Mima,A.Efficacy of mizoribine and prednisolone combination therapy in adult patients with IgA vasculitis. Rheumatol.
Int. 2017



OEPATIEIA

AvVOOOTPOTTOTTOINTIKG

m Rituximab: ATOTEAEOUATIKO KO OPAAEG OE AVOEKTIKN KO UTTOTPOTTIROUCK VOOO - DEQOUEVKL
Qo case series Kol case reports 1

MBavN Ko N xpnoinoTnNTé Tou we 1S ypaupnce Beparmeia Kabwe 91% Twv obevv
TOPOUCIXOOV KAIVIKI] QVTATTOKPION ME EVOV JOVO KUKAO BEPATTEIOG — KOAN

XTTOTEAEOUATIKOTNTO KO&I O€ TTEPITITWON UTTOTPOTIWV 2
2e eEENIEN Tuxaomoinuévn peAeTne gpaonc Il versus placebo kol peAétn paong Il (BIOVAS)
o€ non- ANCA associated ayyeliTidoeg cuutepIAauBavouevne Kai TnG IgAV

1, Maritati, F., et al., Brief Report: Rituximab for the Treatment of Adult-Onset IgA Vasculitis (Henoch-Schonlein). Arthritis

Rheumatol, 2018
2. Fenoglio, R.; Sciascia, S.; Naretto, C.; De Simone, E.; Del Vecchio, G.; Ferro, M.; Quattrocchio, G.; Roccatello, D. Rituximab

in severe immunoglobulin-A vasculitis (Henoch-Schénlein) with aggressive nephritis. Clin. Exp. Rheumatol. 2020




OEPATIEIA

AvOOOTPOTOTTOINTIK

IVIG: KoA& amoTEAEOPOTO OO TIPOOTTIKA MEAETN 14 xoBevwv ue coBapn VEPPIKN
vooo?

M6avA KOAN EVOANGKTIKN 0€ XOOEVEIC UE CUVUTIGPXOUOX AOTHWEN 2

PLEX: Case series og aoBeveic ue cofapn ISAVN/ IgA veppon&OeIn KO UE TOXEWC
eEENIOOOEVN OTTEIPAKUATOVEPPITION GE OUVOUNOPO JE GVOCOTPOTIOINTIKA QYWY
E0EIEAV EVOXPUVTIKG KTTOTEAEOUOTOL 3

1, Rostoker, G.et al. High-dose immunoglobulin therapy for severe IgA nephropathy and Henoch-Schdénlein purpura. Ann.
Intern. Med. 1994

2. Simoes, J et al, Use of intravenous immunoglobulin in patients with active vasculitis associated with concomitant
infection. J. Clin. Rheumatol. 2015

3. Nguyen, B et al, Efficacy and Safety of Plasma Exchange as an Adjunctive Therapy for Rapidly Progressive IgA
Nephropathy and Henoch-Schénlein Purpura Nephritis: A Systematic Review. Int. J. Mol. Sci. 2023



MEAANONTIKEXZ OEPATEIEX

Table 2. Cont.

B-cell modulation
- B-cell-directed therapy
- BAFF-neutralizing monoclonal antibodies
- APRIL-neutralizing monoclonal antibodies zigakibart
- Dual antagonists of BAFF and APRIL: atacicept; Tetitacicept; povetacicept
- BLyS-neutralizing monoclonal antibody: belimumab
- B-cell-depleting agents
- Humanized anti-CD20 monoclonal antibody: ofatumumab
- Bortezomib (proteasome inhibitor); felzartamab (anti-CD38 monoclonal antibody)
SYK inhibition
- Fostamanitib

T-cell modulation

RAAS inhibitors
- Angiotensin-converting enzyme inhibitors (ACEI)
- Angiotensin receptor blockers (ARB)
- New ACEI: benazepril

Sodium-Glucose Cotransporter-2 Inhibitors (SGLT2-inh)
- Dapaglifozin and empaglifozin

Endotheli eptor antagonists
Spasertan; htrasentan; bosentan
Complement pathways inhibitors
- Lectin pathway inhibition: narsoplimab (MASP-2 inhibition)

- Alternative pathway inhibition: iptacopan; vermicopan
- Terminal pathway inhibition: pegcetacoplan; ravulizumab; cemdisiran; avacopan

Unclassified agents
- Mizoribine (reduces DNA synthesis and decreases the proliferation of B and T cells)

Abbreviations: ACEL angiotensin-converting enzyme inhibitors; APRIL: a proliferation-inducing ligand; ARB: An-
giotensin receptor blockers; BAFF: B-cell activating factor; BLyS: B-lymphocyte stimulator; DNA: deoxyribonucleic
acid; IgA: immunoglobulin A; MASP-2: MBL (mannose-binding lectin)-associated serine protease 2; RAAS: renin-
angiotensin-aldosterone system; SGLT2-inh: Sodium-Glucose Cotransporter-2 Inhibitors; SYK: spleen tyrosine
kinase; TRF: Targeted-release formulation.

Castaneda S et al, IgA Vasculitis (Henoch-Schoénlein Purpura): An Updai
Treatment. J Clin Med. 2024




The NEW ENGLAND JOURNAL of MEDICINE

“ RESEARCH SUMMARY ”

A Phase 2 Trial of Sibeprenlimab in Patients with IgA Nephropathy

Mathur M etal. DOI: 10.1056/NEJMoa23055

CLINICAL PROBLEM Change in 24-Hr Urinary Protein-to-Creatinine Ratic

Among patients with IgA nephropathy, kidney failure
develops in 230% within 20 to 30 years, despite the re-
ceipt of optimized standard care. A critical step in the
pathogenesis of IgA nephropathy is the production of
galactose-deficient IgAl and resulting autoantibody
release. Sibeprenlimab is a humanized IgG2 monoclo-
nal antibody that binds to and neutralizes a prolifera-
tion-inducing ligand (APRIL), a member of the tumor
necrosis factor a superfamily that regulates IgA pro-
duction.

Treatment period

Mean Percent Change

Months
CLINICAL TRIAL

Design: A phase 2, multicenter, double-blind, random-

Geometric Mean Percent Reduction in 24-Hr Urinary

ized, placebo-controlled, multiple-dose trial examined Protein-to-Creatinine Ratio
the efficacy and s:tfct.)' of {i]bcprﬂlll_ll‘l‘tﬂb in adults _wlth End Point Sibapreniimab [SBEreslineE) EEaeaiimab
IgA nephropathy at high risk for disease progression. g fkg 4 mg/kg 8 mg/kg

; (N=41) {N=38)

Intervention: 155 patients were assigned to receive

. ) . Month 9 49.6+7.7 56.7+6.2 62.845.5 12.7+13.4
intravenous sibeprenlimab at a dose of 2, 4, or 8 mg
per kilogram of body weight or placebo once monthly Month 12 47.248.2 58.846.1 62.045.7 20.0£12.6
for 12 months. The primary end point was the change Month 16 36.5410.6 58066 64.645.7 10.6415.0
from baseline to month 12 in the log-transformed
24-hour urig - L0
Adverse Events

Any adverse event Serious adverse events
RESULTS
Efficacy: The 24-hour urinary protein-to-creatinine ra- 78.6 (92/117)
tio decreased significantly more in the sibeprenlimab 805 o ¢

groups than in the placebo group. The decreases in (33/41)

(31/38)

the sibeprenlimab groups were dose-dependent.

P . . - Pooled Sibeprenlimab
Safety: The incidence of adverse events, including serious oo el
adverse events, was similar in the sibeprenlimab groups 4.3 (5/117)
and the placebo group.
4.9 2.6

[2/41)  (138)
I B s

AND REMAINING QUESTIONS
Sibeprenlimab Placebo Sibeprenlimab Placebo

= Evidence of a return to baseline levels of APRIL in
the 4 months after discontinuation of sibeprenlimab
suggests that ongoing treatment will be needed. CONCLUSIONS

» A phase 3 trial has been started to confirm these Among patients with IgA nephropathy at high risk for disease

progression, 12 months of treatment with sibeprenlimab
resulted in a significantly greater reduction in proteinuria
than placebo.

results in a larger patient population.

Links: Full Article | NEJM Quick Take | Editorial

Treatment period

from Baseline

_60- = Sibeprenlimab, 2 mg/kg

_70 ™ Sibeprenlimab, 4 mg/kg i —1
- Sibeprenlimab, 8 mg/kg

Mean Percent Change

RESULTS

Efficacy: The 24-hour urinary protein-to-creatinine ra-
tio decreased significantly more in the sibeprenlimab
groups than in the placebo group. The decreases in
the sibeprenlimab groups were dose-dependent.

Safety: The incidence of adverse events, including serious
adverse events, was similar in the sibeprenlimab groups
and the placebo group.
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Efficacy and safety of sparsentan versus irbesartan in patients with IgA nephropathy
(PROTECT): 2-year results from a randomised, active-controlled, phase 3 trial

Prof Brad H Rovin, MD &% & - Prof Jonathan Barratt, PhD ® - Prof Hiddo J L Heerspink, PhD %4 - Prof Charles E Alpers, MD -
Stewart Bieler, BA& - Dong-Wan Chae, PhD h. et al. Show more

- Sparesntan irbesartan

134 sites 5353 i
18 countries Proportion of T
participants with TEAEs
a8 J(’
- SPARSENTA  Serious TEAEs 21%
‘MW
\ § Peripheral edema 14%
. Proteinuria>1 "Ny,
' . g/ddespite
'-'l max RAASi for “ Y Hypotension 14% 6%
12 weeks IRBESARTA
eGFR > 30 .
@ mi/min Dizziness 13% &

S L s ALT or AST > 3xUL of
meaningful reduction in proteinuria compare normal
with IgA nephropathy. Safety of sparsentan

2% (5 patients) 2% (4 patients)




FOLLOW-UP
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Kidney Disease: Improving Global Outcomes (KDIGO) Glomerular Diseases Work Group. KDIGO 2021 Clinical
Practice Guideline for the Management of Glomerular Diseases. Kidney Int. 2021




ANAKEDAAAIQ2H

AcBevnc pe IgA ayyelTION PE KAIVIKEC EKONAWOEIC: - EYuEvoV TTOPPUPIKO EEGVONU
- ApBpaAyieg
- 20PBcpn MPOCGBOAN TOU YOOTPEVTEPIKOU
-'Hma veppikn MPOCROAN YE OTIEIPAUATIKA
KIPJATOUPIC XWPIC ASUKWUOTOUPI
AOYyw TNC coBapnc- ameIAnNTIKAC yIa TN (wn BapUTNTAC TNC VOOOU:

UWNAEC DOOEIC KOPTIKOOTEPOEIDWV (WoeIg ueBuATTpedvioAovne 1gr IV kai kaTommv 0,6mg/kg
mPedOVI(OAOVN per 0S)

QVOOOTPOTIOTTIOINTIKA aywyn pe Rituximab

Follow up: pe epyaoTnpIokd EAEYXO0, YEVIKN OUPWV KOl ASUKWUO oUpwV 24h K&Oe 2 unveg
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