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OP-1 EFFICACY OF IMMUNOGLOBULIN
IMMUNOQADSORFTION IN THE TREATMENT
OF MULTIDRUG RESETANT IDIOPATHIC
NEFHROTIC SYNDROME

Sieplanie Bonneric, Theresa Kwon, Elodie Maties Claire Dossier,
Julien Hogan
Pedingric Neghrod oy Depariment, Robert Debnd Hospial

Introductdon: ldopetic nephrotic amndome is moaly a clronic disesse,
which can lead i end- 2age renal disease incase of conico-resistance and
ol drug resigance. The aim of this sudy was o amlyze the evolution
of padiairic patienis with mulidrng resistant nephrotic syndrome ireated
by irmumegkedulin mruncadsoptions (LA ) sspcisied with ntravenous
i lobuling (Tvlg).

Matertal and methods: [n this monoceninc rerospective study, 23 pa-
tent with seroid and mulidag resisan neplrotc syndome wem et
ed with an association of LA and Ivig, followed by B oell depletion when
in remision. The primary ouweeme was the remission of proteinuria
(uPCR <l g ol ).

Fesults: A remssion was obiained in 17 patkenis 14 patients responded
during e firs eyele of treatment | 10 daily sessdons of [A), and 3 afler 2
made prol onged treatment {up 1o 3 months). Ant-CD20 monocknal an-
tibadies were adnainistenaed 1o mainiain depletion i patienis in remision.
10 patients relapsed after the first cycle of LA, and 6 developed a depen-
dency & LA 1o reirain in remission Only 6 patie nis did nol respond o L4
therapy and 2 progressed towands end-gage renal disesse. Out of 18
patients with keng-term ol low-up data (median 22 5 months), 10 patiens
wene in remission {7 of them with no immunosappresd ve e raples).
Conclagoms: 1A theepy i effective in inducing remssion in children with
Rerokl and multidng resigan nephrotic syndrome However, mone than
S of the patienis relapse despiie B cell depletion and a ggnificant mmber
of tese patiens beome dopendent on LA 1o maniain remission. MNewer
treamien] Stralemes ane nvaeded 10 maintain remisson and dbow LA daoondtine
wtion in children with steroid and muhidne esiant eplvotc syndome.

OP-2 SAFETY AND EFFICACY OF OFATUMUMAK
IN REFRACTORY PEIMATRIC NEFHROTIC SYNDROME.
AN STUDY COHORT

Yolanda Calesds Bafios; Flena Codina Sampers, Pedro Asngo Sancho,
Wictor Livpez-Béez, Ana Vinwes laca Lina Catherine Hemdnder Ziftiga,
Albvaro Madrid Aris
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Introducton: Ofnumumsb (OF A) 15 an antibCD-20 moneclmal anti
hody used in nephrotc arndrome (NS) refractony 1o conventional

trestinents and dludmab (RTX )L Our oljective B o evaluse the safety
and efficacy of O wmumab in our cohort

Material and methods: Pospective descriptive study of 2yr follow-up
(012019 in childen with NS nefraciory to frst-line therapies, with
- D monocknal antibodies indication. We divided the colwrt in
derpid-dependent NS (SDMS ) without respomse or with adverse effecs
melaied o Arstline teatment (Group 1) sterold-resistant SN (SRNS)
{Goup 2) and SN with post-transplant recurmencs (Group 1), Safery and
remission rake were ¢ valuaied

Results: 33 patients (21 SDMNE, 11 SENS, | mecurmence ) wene includ-
ed and administered anti-CDX0. The male'ferale ratio was 3: 1.
Mean age a1 diagnosis was 52 years. [00% of the children {33)
meceived RTX and 182% (&) OFA. RTX achieved complete remis-
don in BT.9% (29) and 48.3% of dwese did not relapsed 100%% of
Croup | presented comple remision after RTX, although 52 4%
{11y presented &t least | relapse afer 229 months (mean 2.5 me-
bpses). In group 2, TL72% (R) remitted and 27.2% (3) presented
partial remission. 36.4% (4) relapsed after 17 months of treatment
{mean 1 relapse). OF the & who received OFA, 83.3% presenied
complele remission (1 SRNS and 4 SDMNS) and | patent (SDNS)
presented relapse at 24 months (mean follow-up 1 vear). The oter
case, 8 1 3-year-old girl with recurrence of focal segmental
glomenloscleross (FSGS) in kidney transplantation, presented par-
tial remission in assoecistion with immunoadsomption sessions.
Adverse neactions occurred in 6% (2 allergic reaction with 2nd dose
of RTX and eyiokine release syndrome with 131 dose of OF AL

Come husdons : Orfatummeirah in o series has proven 1o be safe and effec-
tive therapy in refraciory NS, achieving complete remission in § patients
wh lad not previously responded 1o B inedimab

OF-3 EVALUATION OF THE GENETICAL FEATURES
AFFECTING RENAL OUTCOME IN CHILIREN
WITH STEROID RESISTANT NE FHROTIC SYNDROME

Hif Comak °, Azli Tovh *, Upe Bilge , Guleah Kaya Alsoy *,
Mustafs Koyun ", Sema Akmen '
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At e, TIH*E_V..J‘ Abeleniz University Medical Faculty, Bieaativiis And
Medbical Infoermation, Antalya, Turdkey

Intr odsetion: Althoweh several awdies in children with femid-resistan
nephrotic syndrome (SRNS) have shown that mutations in genes
eoding proeins in the podocyie skeleton may be respomsible for the
etiglogy in only one-thind of cases, the genetic featunes relaied with renal
progndels and responde & imrunosuppress ve ane nol fully recognized
The aim of this stuudy was to investigate the genetic alerations sssociale
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with renal prognosis and restance to inmunosuppression m children
with SEMS.

Material and methods: The childen with SENS were enrolled in his
sy, Custom genetic panel was designed for net-generation soquenc-
ing amabyds of 205 SMPs in 33 wreet genes.

Results: A votal of 25 children, 16 boys (684%), median age at b visit
of 175 years {13-18 years), madian age at diagnosis of 7.5 years (2-
15), median follow-up of 9 58+4. 54 years, were included in the study.
All patients was disgnosed focal segmental glomerulosclerosis on
renal biopsy. 13 patienis had nomal renal fumction, while the
remaning 12 had end stage menal disease (ESRD) afier a median of
4.5 years (211 years) follow up period with 8 median age at ESRD
diagnosis of 135 years (6-17 years). In smdy group, patients wene
treated five different immunoappressive medications. All patens
received sterpids and ¢yclosgporin A 10 patients myoophenolae mo-
fedl, 10 patens tacrolimus, 1 patient cyclophosphamide, 4 patiens
rinpimab. The genetic analysis revealed significant differences in
SMNF genotype frequenc ies between groups of ESRD and normal renal
function. Genetic alterations in several genes involved in the dmg
metaboliEm (CYPIAS, CYFIC19, GETPL, MPDH2, SLCOIBEL), im-
mume response regulation (FOGRIA, FEEPS, CXCL12), glucooorti-
coid receptor gene (NRICT) and wromodulin { UMOD) were signifi-
cantly associsted with the lack of resy 1o iimm ive
treatmenis and renal function (p005).

Conclagons: Cur results sugges that heerogenaos genetic aherstions
in clikbren with S ENS assodate with resistance o different mmumosup-
pressive treatments and renal finetion,

o i |

OF-4 IN VITRO ASSAYS TO DEMONSTRATE THE PFRESENCE
OF PLASMA-DERIVED CIRCULATING FERMEABILITY
FACTORS IN THE PATHOGENESIS OF FOCAL SEGMEMNTAL
GLOMERULOSCLEROSIS

Susan Vebssi |, Ban Smees *, Joanna Van Wik *, Floor Veltamp
Rene Clagens ", Thea Van Der Velden |, Amelies Jeronimus-kbasen
William Morella *, Gigvanni Mantind *, Anonia Bous *, Lamberus P.
W. 1. Wan Den Hewvel °, Michie| Schrewder
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Nephrology, Amsterdam University Medical Center, Amsterdam,
The Netherdeds,” Depariment O Pedinirie Nephrodogy, Dialysis And
Trun.v_p.i'u.rr: Unir, Foundation frees OF Granda, frees ﬂxpﬂfu.i':
Maggiore Policlinico, Milan, faly,” Department O Pediatric
Mephradogy, Arsiendam Ume, Universily OF Amsendam, Amiendam,
The Netherkaonds

Introdoetion: Cinculsting permeability e (CPFs) imolved in e
pathogeness of diopathic Focal segmental glomerul osclerosds (FSGS)
can kead 10 early mecurrence of FSGS and kidney failure after tmmsplan-
tation. Identification of FSGS patents with CPFs & clinically important
&3 it can prediet treatment tesponse and prognosis. Currently, kidney
biopsy i the gold aandes disgnosiz Therefore, there & an increased
demand for disgnostic saas 10 determine the presence of CFFs in the
sera of FSGS patients. Using conditionally mmonalized human
poedocyies as a subsirate, we aim o demonsirate the presence of
plasma-derived CPFs using series of in vilfire assays.

Material and methods: Podocyes and primary glomernlar endothe-
lial eells (GNY HC3) were incubated with plasia from biopsy prov-
en FSGS patients in relapse and remission a3 well a5 from sterodd-
resistant nephrotic syndrome (SEMNS), minimal change NS (MCNS),
membranous nephropathy (MN)L, a non-renal control patient, and

& Springer

healthy controls Cell viability, podocyte actin cyloskeleton archi-
ecture, and meactive oxygen species (ROS) formation in the pres-
ence of abdence of ROS scavenger, dimethyltdounea, were investi-
gated by CCE-B msay, immunofluorescence staining, and CM-
HAIDCF DA probing, respectively.

Results: We show that plasna of patents with FSGS causes a series
of events in podocyies but not in endothelial cells. These events
include actin cyioskelelon reamangement, excessive formation of
RS, and eventually abo cell desth, These effecs were alely ob-
served in response 1o plasma of relapse FRGS patients, but not in
responss 10 plasma of kidney patens with SEMNS, MCNS, MN and
healhy controls. The co-presence of dimethylthiowres, abolished
these effocs.

Conchisdons: Altogether, we provide a panel of assays 10 meaame
podoeyie injury and predict the presence of CPFs in FRGS plasma,
providing a new framework for monitoring CPF activity that can be
wsed for diagnostics or disease monioring pumposes. Moreover, our
findings suggest that the inhibition of ROS formation or facilitating
rapid ROS scavenging may exert beneficial effecs in FSGS pa-
tients,

OF-5 KIDNEYNETWORK: USING KIDNEY-DERIVED GENE
EXFRESSION DATA TO PREDICT AND PRIORITIZE NOVEL
GENESINVOLVED IN KIDNEY INSEASE
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Introductdon: Genetic testing in patems with supected hereditary
kidney dibease does not always reveal te genetic cause for the
patient disorder. Potentially pathogenic varianis can megide in genes
that ame not known 1o be involved in kidney dibease, which makes it
dif ficult & prioritize and interpret te relevance of vananis in these
genes, To help identify candidate genes for kidney disesse we have
developed KidneyNetwork, in which 18sue-specific expression is
utilized & predict kidney-specific gene functions.

Material and methods KidneyNetwork & a co-expresion network
budlt wpon & combination of 878 kidney RMNA-sequencing samples
and & multi-tisswe daiaser of 31 499 samples. 1 uses expression
patermns o predict which genes have a ldney- related function and
which phenotypes might result from mutations in hese genes As
proof of principle, we spplied KidneyMetwork 1o priortize rane var-
ans in exome-sequencing data from 13 kidney disease patiens.
Results: We asaessed the prediction performance of K dneyNetwork
by comparing it to GeneMNetwork, & multi-tisswe ¢o-expression net-
work we previously developed. In KidneyMetwork, we observe a
dgnificantly improved prediction accuracy of kidney-related HP(-
ems as well 25 an increase in the oial number of signdficantly
predicted kidney-related HPO-terms (figure 1). Applying
KidneyNetwork to exome-sequencing data of kidney disease pa-
tents allowed us W identify ALGS s promising candidate gene
for kidney and liver cysts



