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Outcomes in refractory INS

e SRNS accounts for 10-12% children with ESKD
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What is refractory INS ?

Children

At 4 weeks Steroid response _ Partial Remission Complete Remission

s l
’ 1

4-6 weeks Confirmation period + Antiproteinuric treatment with ACEi or ARB Lat dor (6 week
+oral PDN +/- IV Methylprednisolone ate responder (6 weeks)

Genetic & histopathological diagnosis l
0 months CNI response Treatment with CNI + ACEi or ARB + tapering PDN* Continue ACEi or ARB, stop PDN
- )
6 months Com'plt'ate P P"T“a.' >
Remission ~ ------ - Remission I CNI resistant SRNS I
I P v
Minimize CNI dose, P Continue CNI **Adequate dosing Stop CNI**
+ MMF I.f steroid- i E e Hin haldose >
responsive relapses ' ! i «C0 CsA 80-120 ng/ml» ..150 -200 ng/ml
12 months : i _ Complete Tacrolimus 4-8 ng/ml» | ..10-15 ng/ml
¢ v Remission Enroll in a clinical trial

- Relapse |
Stop CNI i | If not possiblg, consider Rituximab |

KD I G O 202 1 after 12-24 months c:;i;or::e
or —I
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5 h Switch to + CNI or Consider Ofatumumab
4 months MMF MMF*** SrTmOnoadzorpronpy lipid apheresis

IPNA recommendations, Ped Nephrol 2020



What is refractory INS ?

Adults MCD
—

CR <300 mg/q (or <30 mg/mmol), stable serum creatinine and serum

mcﬁonofprownuﬂam 0.3-3.5 g/d or PCR 300-3500 mg/g (or 30-350 mg/mmol) and a decrease >50%
baseline

Proteinuria >3.5 g(dor:PcR)Bsoomg(_g_;(w 350 mglmol) aﬂercanplenemkﬂonhasbeenadieved

) g/d or PCR >3500 mg/g (or 350 mg/mmol) with <50% reduction from baseline
despltepg!dnlsom1 mglkgld-or 2mg/kg mryoﬂmerdayfor>16meels -

ISO7 ore Ieiapses pero Mot DR pW oy more IeRETe b ) ,

g gucocontcod heapy

Relapse occurring during, or within 2 weeks of comp

Adults Steroid-Resistant FSGS

KDIGO 2021



Post-transplant recurrence

Recurrence .
meeting report www kidney international.org
Post-transplant recurrence of focal segmental W) Chack or upcatun
glomerular sclerosis: consensus statements
Rupesh Raina'*“*', Swathi Jothi'~', Dieter Haffner’, Michael Somers®, Guido Filler"*’, Prabhav Vasistha ',
Intervention:
= | Early tentatively combined wit We conducted a meta-analysis of 58 patients across 23
rituximab) studies and found a total remission rate of 63.8%, a complete
* ACEI/ARB remission rate of 48.3%, and a partial remission rate of
‘ 15.5%. On performing a subgroup analysis, we noted that age
(P = 0.24) and rituximab (P = 0.70) were not significantly
Inadequate response or PE/IA dependence: associated with remission. The various doses used in these 23
* High dose CsA
*| Rituximab
* Switch from .PE to 1A o vice T Clinical practice guidelines
* LDL apheresis (tentatively with steroid pulse « Therapy with rituximab should be considered in patients
therapy) with rFSGS who have contraindications to plasmapheresis,
| (Ofatumumab) : . : 3
or who fail to improve despite treatment with plasmaphe-
resis or immunoadsorption. Rituximab doses ranged from
Weber & CERTAIN group, Ped transplant 2021 75 to 3375 mg (median dose, 1500 mg/m?) (2B). Kl 2023



B-cell targeting therapies

* B-cell functions in auto-immunity

Antibody-dependent functions
« Myeloid cedl activation
Memory B cells » Complement activation

« Antigen clearance

+ Antibody-dependent cell lysis

T « Osteoclast activation
« Regulatory cytokines

Y - \‘\ /
Extrafolficular
Expansion of Tregs
Antibody-Independent functions

f
\ ;
<l - /S
- T effector cell inhibition o 51;m \
« pDC suppression
P PP +Inflammatory cytokine producton
» Antigen presentation
/ ——e T cell costimulation
« T cell polasization

Immunoregulation

,.'"' 'f \ J— + Lymphold neogenesis
Activated B cells 4
—b '.‘_ .' lincluding ABC)
Transitional B cells/ Mature 8 cells
requlatory B cells

Abeles Annul RevImmunol 2024
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Chen Bio Pharmacol 2025



B-cell targeting therapies

Atypical B-cells

?
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B-cell targeting therapies - Safety

* Infusion related-reactions

* Infectious risk
* Bacterial/viral/fungal infections
 HBV reactivation
 VZV/HSV reactivation
* Progressive multifocal leukoencephalopathy (rare)

* Hematologic risk
* Late onset neutropenia

* Transient hypogammaglobuinemia

* Persistent hypogammaglobulinemia



B-cell targeting therapies : anti CD20

Rituximab Rituximatk Obinutuzumab

_ s Obinutuzumak
\ eiadh - COC+ e ADCC+4
%

CD20+ B cell

Benz Ped Neph 2004 Deschénes Ped Neph 2020



Rituximab in SRNS

* CNI-R>6m
* 4 RTX 375 mg/m?

e CRin4/5, within 2-8 weeks after 4th RTX

Table 1. Characteristics of the Five Patients and Their Response to Treatment with Rituximab.

Patient
No. Age

AtOnset At Study
of Disease  Inclusion

Provious Treatment®

Baseline

w

| 23 103  Intravenous corticosteroids, 175
oral and intravenous
cyclophosphamide,

cyclosporine, tacrolimus

Intravenous cyclophospha. 16
mide, cyclosporine,
mycophenolate mofetil

3 23 150  Intravencus corticosteroids, 60
oral and intravenous
cyclophosphamide, aza-

thioprine, cyclosporine

Oral cyclophosphamide, 100
Intravenous corticoste-
roids, mycophenalate
mofetil, cyclosporine,
chlorambucil, vineris.
tine. tacrolimus

Cyclosporine 43

Ratio of Urinary Protein
to Creatinine

Follow-up

13

0.1

ol

20

02

Status at Follow-up
Serum Albumin and Subsequent Treatment{
Baseline  Follow-up
g/dl
1.5 22 Partial remission (duration,

|8

17

L7

58 wk); tacrokmus (0.1
mg/kg/day), prednisolone
(0.6 mg/kg/alternate day)

36 Complete remission (dura
tion, 38 wk); prednisolone
(1 mg/kg/alternate day)

44 Complete remission (duration,
30 wh); cyclosporine (3 mg/
kg/day), prednisolone (0.3
mg/kg/altemate day)

27 Partial remission (duration,
14 wk); tacrolimus (0.04
mg/kg/day), prednisolone
(0.2 mg/kg/alternate day)

43 Complete remission (duration,
14 wk); cyclosparine (2.5
mg/kg/day). prednisolone
(0.3 mg/kg/alternate day)

Characteristic

SRNS™ (n = 33)

Age at onset (years)
Age at rituximab therapy (years)
Boys
Type of resistance (initial/late)
Renal histology
MCD
FSGS
mesangial hypercellularity
Previous immunosuppressive therapy
long-term alternate day prednisolone
intravenous methylprednisolone
levamisole
mycophenolate mofetil
cyclophosphamide
calcineurin inhibitor
vincristine
Duration of CNI therapy (months)

6.3 + 4.8 (1to41)
12.7 + 9.1 (2 to 41)

17
24/9
n =233
17
16

20 (23 courses)
24
2
22.7 = 17.1 (4 to 56)

Table 2. Response rates at 6 months in patients with SRNS according to type of resistance and renal histology

IR (n = 24) LR (n=9) MCD (n = 17) FSGS (n = 16) Total (n = 33)
Complete remission (%) 5% (20.8) 4 (44.5) 7 (41.2) 2 (12.5) 9(27.2)
Partial remission (%) 6 (25) 1(11.1) 4(23.5) 3(18.7) 7(21.2)
Non response (%) 13 (54.1) 4(44.5) 6(35.2) 11 (68.7) 17 (51.5)
j 2 0.7 0.08

Bagga NEJM 2004

IR, initial resistance; LR, late resistance.

Gulati CJASN 2010




Rituximab in SRNS

* RCT:2RTX375mg/m2 vs SOC

* N=31

* Under CsA (50-100 ng/ml) or FK (5-10 ng/ml)
* Atleast 6 months

* Age7.9yrs

* Outcome : change Pu at M3

Early-Resistant Patients Delayed-Resistant Patients
Rituximab Group (n=9) Control Group (n=7) Rituximab Group (n=7) Control Group (n=8)
T0 T3 T0 T3 T0 T3 TO T3
Proteinuria (g/day perm?) 2.9(1.2,6.6) 2.7(1.6,7.8) 6(1.5,88) 3.9(1.2,7.1) 1.3(0.8,6.3) 08(0.1,1.7) 2.4(0.8,4.8 0.8(0.1,4.6)
Serum albumin (g/L) 2.1+0.5 21+0.6 2.2+0.7 21+0.9 26406 3.3+0.3 24404 29+0.8
Serum creatinine (mg/dl) 0.6+0.2 0.7+0.3 0.7+0.4 0.7x04 05+04 0.6x04 0.5+0.3 0.5+0.3
Remission (n) 0 0 3 3

v" No benefit on adding RTX

Magnasco JASN 2012



Rituximab in SRNS

Screening period  Treatment period (Day 1 to Day 169)

Cyclosporine B

Prednisolone ///’//;/, . o Taletalele! s

. 2 1 1 1 1 1 .
Day | 8 15 22 29 36 57 85 113 169
Registration Remission

¢ Rituximab
. Steroid pulse

* Multicenter single arm study in Japan
* Under CNI + steroid for > 2m

e 4RTX 375 mg/m2 (max 500mg)
* MP 30 mg/kg (max 1g)

 N=6 children

Table 2 Proportions of the primary endpoint, remission, nephrotic status, and chronic renal failure development

Numbers in Achieved
analysis set number
—
(Primary endpoint) 50% reduction of the Up/Uc at Day 169 6 5 83.3
(1) More than 50% reduction of the Up/Uc and the Up/Uc is 0.2 to 6 2 333
2.0 g/eCr at Day 169
(2) Complete remission at Day 169 6 2 333
(3) Incomplele remission at Day 169 6 2 333
(4) Either incomplete or complete remission at Day 169 6 4 66.7
(5) Nephrotic status at Day 169 6 2 33.3
S—

(6) Chronic renal failure development during the treatment period 6 0 0.0

Proportion (%)

95% confi-
dence interval

[%]

143.6. 97.0|
19.7,70.0]

[9.7.70.0]
9.7, 70.0
[30.0, 90.3]
[9.7,70.0]
[0.0, 39.0]

liroutcomes : 2/6 CR + 2/6 PR
Safety : 6 infections requiring ttt in n=3

Ir outcome : reduction of 50% of UPCR at D16!

Nozu, Clin Exp Neph 2023



Rituximab in SRNS

Complete remission

()
o

Survival without CKD stages 4-5

0.00 -~

Number at risk

Complete remissson

Partial remisaon

Non response

075 <

0.50 4

10

41

6

10

N

12

10

W N

IS 24 30 36

9

[

[

) 15

12

4

Partial remission

Non response

42 485 S4 60 66 72 78 84
Follow-up, months

]

5

* Monocentric retro 2006-2013

* N=193from India

e N=58 CNI-R>6mths

v' 7 complete remission (12%)
v' 10 partial remission (17%)

v" No response 70%

v Predictor of no response : FSFG

OR 11 (s5% IC 1.3-99.8; p=0.028)

Table 4. Outcomes in patients with steroid- and CNI-resistant nephrotic syndrome, in relation to response to rituximab

At 12 months®

Responders

Last follow-up®

Responders

Remission (complete/partial)
Infrequent relapses

Frequent relapses, dependence
Steroid resistance, non-response
CKD 4-5 (transplant)

(n=17)

12 (6/6)
1

1
3
0

Last effective follow-up®

Non-response Responders Non-response
(n=41) (n=17) (n=41)

6(2/4) 1(1/0) 0

0 1 0

0 8 0
30 7 28

5 0 13

(n=17)
8(7)

6(2/4)
1
1

13

20 (6)

2015 NDT Sinha



* Retrospective multiethnic stduy

RitUXimab in SRNS * N=246 children from 19 countries
* including 146 CNI > 6 months

* Ethinicity : 64% South Asia, 23 % White, 7% East Asia, 5% others

e Age NSonset5yrs+ 3.8, 53 % primary SRNS

* Histology:27 % MCD, 57% FSGS
e AgeRTX:8.8+41

Table 6 | Secondary outcomes at 3, 6, and 12 months and last follow-up in those who received CNIs 26 months before rituximab
(CNI-resistant SRNS)

CNIs 26 months before rituximab At rituximab 3 mo 6 mo 12 mo Last follow-up
(CNI-resistant SRNS) (n = 146) n = 146) (n = 146) (n = 133) (n = 146)
Laboratory findings
UPCR, mg/mg 3(29-6.2) 3 (1-3) 24 (0.8-3) 26 (0.7-3) 2 (04-3)
erum albumin, g/L 21 (17-26) 28 (20-36.3) 27.7 (20-36.7) 32 (22-38) 32.2 (24-40)
Serum creatinine, umol/L 519 (35.4-70.7) 48 (33.1-70.6) 55.1 (35.4-85.4) 544 (364-85.4) 72 (52.8-188.9)
eGFR, ml/min per 1.73 m” 89 (66-120) 96 (68-128.5) 86 (60.8-114) 92 (56.3-119.8) 78 (29.3-107.8)

Table 4| Remission status following rituximab therapy in children who received 26 months (CNI resistant) and <6 months of
CNIis before rituximab administration

Variable 3 mo 6 mo 12 mo 24 mo
=6 mo of CNIs (CNI-resistant SRNS)
All patients, n 146 146 134 92
Complete or partial remission 38 (26; 19.3-34.1) 52 (35.6: 28.0-44.0) 47 (35.1;: 27.2-43 8) 36 (39.1; 29.2-49.9)
Complete remission 24 (164; 11.0-23.7) 26 (17.8; 12.2-25.2) 22 (16.4; 10.8-24.0) 22 (23.9; 159-34.1)
Partial remission 14 (9.6; 5.5-15.8) 26 (17.8; 12.2-25.2) 25 (18.7; 12.7-26.5) 14 (15.2; 8.9-246)

Chan Kl 2024



Rituximab in SRNS

OVERVIEW THE STUDIES INCLUDED ABOUT FOCAL SEGMENTAL GLOMERULOSCLEROSIS AND = MINIMAL CHANGE DISEASE

Patarits Treaky before - Prot. pr Cr before Relapse Remission
e atlents  Treatny afore roL priot o, lelapses ATX doss (definition
Digease (n BXT RTX qidia RTX, mg batore RTX ATX doss ; df.ﬁ e
a: ol per :!ud‘,‘»
4 weekly doses of 375mgim” (B e I
Fernandez- 4 weekly doses of 375mpin
Fresnedo TAC 34, MMF (7), folowed by the same scheme at 12 PRI
il FSGS (SRNS) 8 CpA @), Csa (@) 140+44 14208 ND mo (1] 4 weekly doses of 375mg/ 1224 22418 ND ND Retro ® PY
y Steroids 18) m* folowed by the same scheme at NR @)
8 weekly doses of 375mg/im?’ (5]
KorgW.X 1 relapses
OyAi2), Csal2), ~ )
ota, FSGS 4 AmIIMMFOL  ND np  12relapses(l 375mai, sngle dose ey CRELPR O n Stemidst?)  Aetro
0 relapses (3 {1}, NR{1) e
steroids (31 0 relapzes
= ) 0
OchiA
Csa (2), MZ (1), 2 patents CRI2) || o
etal Fs’gig{if‘s 4 CyA Il MMF{L, 36130 0521  relapses more 276mgin, sngie dose variatle DN 2,::‘2’5 Steroids () Retro
steroids 4], than 3 times NR 2] "
2007
Recateho D.
Supgortive NR @I Ony
eta), FSGS 8 v : 63+19 26x12 A 8 weekly dosas of 378mainy 291 +88 354256 ND Suppoctve Prosp
i eatmen PR{N treatment
207
TACL2), MMF 375mg/m?, single dose (1]
(12), Csa (13},
Murnyentvisi MCD steroid- CvA |4), LEV ) 2 weekly doses of 375mgin® (7) 6 patients oAl
dependant {15); 7 mechiorethaming 00562 ND h:‘l’paaemf} 2 weekh of 375maim? 4 51822 CR{15), NA with at least ' a
e MCD steroid- (3), chioramiouil g ';; ::;1 waery & o ' i NR 2) Irelspse  Steroidsid)  C £
20157 resistant (2} (), paficoaacin 1), 3 & weekly dosas 376mgi? (3) each TAC )
basiiamab (1),
stercids (17) 1000mg on day 1 end 16 (2)
Take T 62 relapses
MCD sterod- MMF (3}, OyA 120), ¢ . z: 4 patents
etal dependant and 2% MZE.secks 26435 Q7spz _€atens  Sngledaseof 376mgin’6 month 12 CREZS 06401  wihl QAR o
froquenty rolepso 25) expenanced apan, duing 1 yeer (265) relapse each steroids (8]
2013° atleast 1|
wabuchi'Y 108 relapses
MCD steroid- MIAF(T), CyALD), X . . " 8 patients
etal dependent and % MZELTACH) 25448 07402  PoUens  Sngledoseof37Smght. Emonths o CRES 07401  with1 OABL ey
- 2 expenanced apart, duning 2 years Steroids )
frequently relspse sterovis {28 relapse eath
2014 atleast 1|
Dose
Papakrvopouou £
i o MCD stercid- VIS, CyAIS), 32;::?:95 Single dose of 375mg/m?’, 6 months 7 patients. reduction
etal dependent and 15 LEV 131,Csa ), ND 095203 " 8 9 3 sm s ‘1'163 i S 43 ND ND with 1 of TAC Proso
% frequently reepee TAC ) it 935‘( 1 pal 0.1 yeer{lS relapse each andCsa;
2016 stercids (0]
Fencgio R.
RTX as first ine A > 836 5 085« Casa
etal MCD 6 vy N75=78 195215 NA 4 vieekly doses of 37TSmginy TS CR5 018 0 relapses MNone i
2018
Glauckler MCD 183 CR45% M12 Retro

JASN 2025

FSGS

(40 SRNS)

CR 36% M36



B-cell targeting therapies : anti CD20

Rituximab Rituximatk Obinutuzumab

_ s Obinutuzumak
\ eiadh - COC+ e ADCC+4
%

CD20+ B cell

Benz Ped Neph 2004 Deschénes Ped Neph 2020



Obinutuzumab in difficult-to-treat SDNS

p=0.002
18+
J _ 0=
é 12- 3 0_-—|_'_‘;'0—/C\)_I_\LI_‘_L
- 68%
0 , o- Relapse-free
RTX oBI o ] . sutvival . .
Duration of B-cell depletion ’ ° Month;iﬂer 051,8 “
Dossier, CJASN 2023
RCT: OBIRINS in 88 FR/SDNS
RTX 375mg/m? vs OBI 300mg/1.73m? Dossier, BMJ 2025

Probability

Str.

p =0.0031

) ]
Days after treatment course

Number at risk

Days after treatment course

Propensity score Matching
47 OBl et 47

Badea - Hogan, unpublished

18



Obinutuzumab in SRNS

Patient 1

Patient2 Patient3 Patient4 Patient5 Patient6

Age, sex, race

Proteinuria

(g/day)

Serum
Albumin (g/dl)

Serum
Creatinine

(mg/di)

eGFR"* (ml/min/
1.73m3?)

Anti-Nephrin
Antibodies

N’ of previous
rituximab
courses

Months since
last rituximab

Immunosuppre
ssive Regimen

Kidney Biopsy

0.9

12

Neg

1

CNI

FSGS

16y, male, 13y, male, 17y, Ty, male, 12y, male, 24y, female, [
caucasian caucasian female, caucasian caucasian caucasian

caucasian .
_6 5
:
42 6.1 5.7 5.1 6.3
i
&
20 19 20 1.7 21 2
0
0.6 07 05 0.7 08 T
12 9 %
108 124 132 121 15
Neg Neg Neg Neg Neg
Anine
9 |
2 1 2 1 1 bt
58
6 9 6 12 12 8 | .
CNI CNI E ¥ 4
CNI MMF CNI MMF None ]
0
MCD MCD NA NA MCD
12 9

All 6 responded within 3 months

12

12

v'National study - Italy

v'"N=6, Resistant to CNI-MMF-RTX
v'OBI D0-D15 375mg/1.73m?2
v'Outcome : CR<0.3 g/d, PR 0.3-3.5g/d

(i) unngry

5 &
{p/6) urungyy

~
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T—
ooty l 8- Rl'.:n:; F:l'u:‘::o
85 l - . 4 ‘ : I
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3 CR and 3 PR, sustained at M12 .
2025 KIR Angeletti
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Obinutuzumab in SRNS

CNI-R (N =16

Male (N, %) 11 (69%)
Subsaharian/Caribbean (N, %) 11 (69%)
v'National Retrospective study — France - CEICIEEGLHEREEIC (UELIET R (o] VI 13,51 (10,39-15,06)
v'"N=16 children, Biological parameters at diagnosis
v'1-4 weekly OBl infusion 1g/1.73m Albumin, g/L (median, IQR) NG NEVIHS)

UPCR, g/mmol (median, IQR) RRVA{¢RV2y W3]

e N VAT (e [E LM (0] 3] 84,96 (68-107)
Serum creatinine, pmol/L (median,

[0]38 73 (54,75-92)

v'Outcome : CR, PR, Pu reduction %

SRNS children treated with OBINUTUZUMAB
between May, 2018 and November, 2025 Renal histo[ogy
N=23

Vo] 4 (25%)
O] 12 (75%)

Excluded :
- Apheresis during OBI
- Follow-up <6 months

I ; Ao IR ETETQEETNET L] 8 (50%)
CNI-sensitive (CNI-S) CNl-resistant (CNI-R) a o
N=7 N=16 Prior therapies
| Sl P Calcineurin inhibitor (N, %) X&)

g ; Nete FHIVANELTN DY 6 (37%)

Obinutuzumab 1000 mg/1,73 m? | Obinutuzumab 1000 mg/1,73 m? | Ofatumumab (N, %) 1 (6%)

Censored : .y | [Censored: Daratumumab (N, %) 1 (6%)
=Darstnah 2 piAdi=d \rarisnoeddsorptionas REN, %) EIEEED)

Survivalwithout relapse N=5 Complete rz:mission N=1 Complete retnission N=1 3/1 6 had a pI‘iOI’ CR after 1 O, 1 6, 1 9m CNI
CNI-tapered N=7 Partial remission N=3 Partial remission N=0

Age at obinutuzumab, years (median,
Duration of CNI for this flare, months

S. Damou, unpublished



1Q R
Serum Albumin g/l 31 (28-36) 31 (28-38) 34 (28-37) 37 (33-39)

UPCR g/mmol 0.21 (0.15- 0.25(0.13-  0.22(0.11-0.46)  0.13(0.10-
0.30) 0.42) 0.30)

UPCR (g/mmol)

v'National Retrospective study — France

O bin UtUZU m a b in SRNS jI‘I\ljl‘lv?/ecehlltjrCE)}rI_;;I infusion 1g/1.73m

v'Outcome : CR, PR, Pu reduction %

“-
PR at baseline | Noresponse
Complete 1/6 at M15 1/10 at M6
Remission

eGFR ml/min/1.73m 80 (64-97) 77 (65-88) 90 (74-103) 74 (65-88)

0

1.5
5 ErT I N
=i UPCR reduction > 5/16 6/16
E 30%
8 Z UPCR reduction > 1/16 2/16
50%
o'o o I | I L) 1 1 )
MO M1 M3 M6 M12 M18 M24 MO M1 M3 M6 M12 M18 M24 0 . .
Months after OB Months after OB 2/16 (12.5%) complete.remlssmn
.y No response on UPCRin 10/16 at M6 (62.5%)
o9

S. Damou, unpublished
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Obinutuzumab in SRNS

Patient 1

’

Albumin (g/L)

-a~ ProtU/CreatU (g/mr

Patient 10

10

«= Albumin (glL)
=&~ ProtU/CreatU (gimmoal)

1.5

1.0

05

0.0

-10 0
Patient 2
0.6
04
0.2
0.0
1 )
-10

Patient 6

m T

v

CNI

10

CNI

~ Albumin (g/L)
-=- ProtU/CreatU (g/mmol)

Albumin (g/L)
-&- ProtU/CreatU (g/mmol)

n

-

10

-

-

v'"N=16 children,

v'1-4 weekly OBl infusion 1g/1.73m
v'Outcome : CR, PR, Pu reduction %

0.5
0.4
0.3
0.2
0.1

0.0

1.5
1.0
0.5
0.0
i
-20

Patient 7

Albumin (giL)
-~ ProtU/CreatU (g/mmol)

-

o

Ll

LA

Patient 16

CNI
1'0 6 10 20

L

Albumin (g/L)
-~ ProtU/CreatU (g/mmol)

20

S. Damou, unpublished



Ofatumumab in SRNS

Table2 Study follow-up. Clinical parameters relative to primary and secondary end points of the study. CsA, cyclosporine A; FK, tacrolimus; MMF, mycophenolate mofetil; CP. cyclophosphamide; RTX,
ntuximab; PEX, plasmapheresis; MSC. mesenchymal stem cells; MCD, minimal change disease: FSGS, focal-segmental glomerulosclerosis; /gM Mes, mesangial proliferative glomerulonephntis with IgM
deposition; PD, pentoneal dialysis; ESRF, end-stage renal failure; Tx, renal transplant: GFR, glomerular filtration rate calculated by the revised Shwartz formula (JASN March 2009)

v'RCT - NCT02394106

v'Resistant to > 6m CNI-MMF +/- RTX

v" OFA 1x 1500mg/1.73m? vs placebo
v'Outcomes : CR<0.2g/g at M3

PR < 2g/g or %change UPCR > 50%

PatID Age Glucocorticoid-spaning agent used previously Renal biopsy Unnary protein-to-creatinine GFR (nj\l:'min per  Serum albumin CDI19 (%) Status of disease
ratio (mg/g) 1.73 m") (g/dl)
At onset At enroll Ty 3 months 6 months 12 months T, 12 months T, 6 months 7, 3 months 36 months

Ofatumumab group

| 1.9 38 CsA, FK, MMF, CF. PEX MCD 10250 11.200 12451 8891 82 143 1.61 128 13.2 1.1 Dead"

2 16.6 18.1 CsA, MMF MCD 10212 10.500 10212 20961 49 12 1.62 193 NA 6.9 ESRF

3 7.5 17.6 FK FSGS 9488 7.380 6.267 5841 103 100 3.13 305 9.1 13 Active

4 4.7 8.6 CsA, FK RTX FSGS 7.559 7.150 6.132 4.326 65 47 198 213 17.6 6.4 Active

5 7.7 16.3 CsA, FK, RTX FSGS 1.661 2200 2925 2.925 37 33 314 13.0 3.1 PD

6 46 5.0 CsA, FK FSGS 3.797 3.500 3.515 3.540 19 21 3.66 3.7 17.1 32 Active

7 54 9.6 CsA, FK, MMF, Cycloph. FSGS 3455 3.600 4.705 3.483 80 86 2.60 2,60 18.0 2.1 Active

ns** ns* ns* P=0.03%

Placebo group

8 10.8 18.0 CsA, FK IgM Mes 9.930 8100 5.167 5509 102 63 256 196 17.0 199 Tx

9 155 16.3 CsA, FK MCD 34016 32.340 36.661 31.541 39 22 1.83 1.60 9.8 NA Tx

10 148 159 CsA, FK IgM Mes 11.931 12.010 14048 12672 137 157 2.19 236 6.7 NA Active

11 121 132 FK, MMF, MSC FSGS 7.977 8200 15276  11.200 41 17 1.98 1.80 17.2 NA PD

12 49 7.8 FK FSGS 4.879 4.950 4.270 8.515 155 168 1.85 1.72 10.1 14 Active

13 24 5.1 CsA, FK, MMF, RTX MCD 7172 6.850 5.174 7.361 146 117 1.58 1.01 96 12 Active

ns** ns* ns* ns*

Interrupted after 13/50 inclusions : All 13 children remained nephrotic. ESKD in 5 children.

Ravani Ped Neph 2020



Summary on anti CD20

Rituximab and Obinutuzumab may be effective in refractory NS

OBl offers a higher degree of B-cell depletion

Need for larger multiethnic prospective studies

Need for biomarkers to better understand patient heterogeneity and predict
treatment response

Role and contribution to the disease of different subsets of B-cells

Issues :
* depletionintissue ?
* Depletion of Atypical B cells ?

* How to achieve sustained remission /immune recovery without remergence of
autoreactivity ?



Post-transplant recurrence

Recurrence .
meeting report www kidney international.org
Post-transplant recurrence of focal segmental W) Chack or updatue
glomerular sclerosis: consensus statements
Rupesh Raina'~"', Swathi Jothi'~', Dieter Haffner’, Michael Somers®, Guido Filler”™’, Prabhav Vasistha ',
Intervention:
= | Early tentatively combined wit We conducted a meta-analysis of 58 patients across 23
rituximab) studies and found a total remission rate of 63.8%, a complete
* ACEI/ARB remission rate of 48.3%, and a partial remission rate of
‘ 15.5%. On performing a subgroup analysis, we noted that age
(P = 0.24) and rituximab (P = 0.70) were not significantly
Inadequate response or PE/IA dependence: associated with remission. The various doses used in these 23
:%:E:( ?’::E CsA Clinical practice guidelines
» Therapy with rituximab should be considered in patients

Switch from PE to IA or vice versa with rFSGS who have contraindications to plasmapheresis
LDL apheresis (tentatively with steroid pulse ; P P d

i or who fail to improve despite treatment with plasmaphe-
(Ofatumumab) resis or immunoadsorption. Rituximab doses ranged from
75 to 3375 mg (median dose, 1500 mg/m?) (2B).

Weber & CERTAIN group, Ped transplant 2021 K| 2023



Rituximab in NS recurrence

Plasmapheresis

Mycophenolate mofeti

%04 Cyclosporine
404
30+ V7R - \ Ritunmab
K 204 » ,’
k .
“ B3
104 Tacrolimus T

Proteincoreatinine ratio
*

Serum Creatinine (mg/dl), Serum Albumin (g/di),
and Urinary Protein:Creatinine Ratio

Months after Transplantation

Pescovitz NEJM 2006

Multicenter retrospective study, France
N=19 adults

* N=6 immediately at recurrence
* N=10 after failure of initial tt IV-CsA —steroids-PE
* N=3relapse at weaning of PE

Complete remission 47 % + Partial Rem
16%

50% response in N=10+3 resistant cases

SeV Infections Patient (no. flares)
Bacterial infection, N
Pyelonephritis 7(13)
Escherichia coli 6(11)
Pseudomonas aeruginosa 22
Febrile neutropenia 2
Sigmolditis 1
Virus infection, N
CMV enteritis 1
Chronic viral hepatitis E 1
HSV with cutaneous lesion 1
BK viremia 1
Fungal infection, N
Extersive dermatophytoss 1

Garrouste Transplantation 2017




Obinutuzumab in NS recurrence

* Always associated to apheresis
* Success for maintainaing remission after apheresis
* Less successful to induce remission in non responders

osl DARA

OBl DARA
5

Urine protein-to-creatinine ratio g/mmol

Delbet Ped Transpl 2023



Daratumumab in SRNS

Bone Marrow  Periphery

* Humanized anti-CD38 mADb

* CD38 expressed on ®
o4} R

* B lymphocytes and plasma cells - @)

>>T cells, NK, monocytes-macrophages, dendriticcells | . .. ... ;oo swes o
 other cellules (neurones..)
CD38 CD38"° BAF;Z::'S § B;:;;A,
TACI
* Mechanisms of action of anti-CD38
Immune effector
# coss mechanisms ;
sﬁ(/ g . ADCC. ADCP e . Immunomodulation
."‘ k " '.‘ CO38%+ Immunosuppressive cells

u Foy receptor .
m Complement Direct kllling .,

\ Adenosine
—» production
Programmed _ W& 3y

\ . .
_ \‘ A=
. / > & A/ Inhibition of iImmuno- (6 )

‘~ v suppressive , | ‘
, - . 2denosine production N .
N

o

Elimination of

cell death P
—— ¢ Activationof Tcell o c£p3s+ immuno-

mmune system
Crossinking \_ Myuloma co WHESEEE Kim, Clin PK, 2023




Daratumumab in SRNS

* Single group, phase Il Proof of concept, Dual 1

* a before-after clinical trial testing the superiority of rituximab plus daratumumab (16 mg/kg) in
maintaining drug free remission in patients with multi-drug dependent nephrotic syndrome

* NCT05704400

s Inclusion criteria
| v’ 3-24yrs
r//fw v MD dependant or resistant for at least 6 months
R N * >2relapses under double ttt (pred, MMF, CNI)
| o ments * Resistance to pred + CNl or MMF
2% mom v Post transplant Recurrence
Partt ormesion Remieson Main Exclusion criteria
l | v' RTX or CYC in past 6 months
; e ST v cD20B < 2.5%
2023 AJT Angeletti Ry ot — l l v eGFR <60 ml/min/1.73m?
« 5early NSrecurrence [
* Resistantto PE & RTX Wi of Y s M 4 ke . '
« Complete remission in 5 2023 FrontImmunol Ghiggeri
* Welltolerated




Daratumumab in SRNS

Multidrug Resistant Nephrotic Syndrc

Patient 1 Patient 2

Patient 3

Patient4 Patient5 Patient6 Patient?

Rituximab + Daratumumab

D0:375 mg/m? D15:16 mg/kg IV
Withdrawing of CNI and MMF in 4 weeks

Age, sex, 22y, male, 24y,
race caucasian  female,
caucasian

Proteinuria 4.2 45
(g/24H)

Serum 22 28

Albumin (g/

21y,
female,
caucaslan

n

16

dn

Serum 1.2 0.7
Creatinine
(mg/di)

eGFR* (ml/ 74 2
min/1.73m?)

N' of 2 3
previous

rituximab

courses

Months 23 19
since last

rituximab

dose

Current
Immunosup
pressive
Regimen

Duration of
Current
Immunosup
pressive
Regimen
(months)

Age at 10y 12y
Disease
Onset

CNI, MMF  CNI, MMF

Kidney FSGS

Biopsy

05

m

28

N/A

15

11y

FSGS

3y, female, 14y, male, 17y, male, 12y,
caycasian caucasian caucasian male,
caucasian

a1 34 39 3.7

[ ]

0.5 07 07 04

2.7 21 24

[ ]

N/A N/A 24 N/A

CNI. MMF  Ste,CNI,  Ste, CNI,  Ste, CNI,

1" 18 6

18m 12y By dy

N/A MCD MCD FSGS

* F-up14m(9-18)

* bSrelapses

* successfully
retreated
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Aderse events with Daratumumab

* Infusion-related Reaction : 31 % (mild to moderate)

Daratumumab Rituximab
Adverse events infusion related no. (%) no. (%)
SAEs (Grade=3 ) 0 0
Not SAEs (Grade<3) 0 0
Pruritus 1(3) 0
Erythema 5(15) 0
Glottis edema 1(3) 0
Dyspnea 3(9) 0 P ’ ’ d . .
- e i p Preme ication
Cough 30) 0 With Salbutamol
Adverse events within
6 months
SAEs (Grade=3) 0 0
Not SAEs (Grade<3) 0 0

Severe low IgG (<300mg/dl) at 6 months 6(22) — |O ng te m fOI IOW u p

2024 KIR Angeletti




Daratumumab in SRNS

Age at onset, sex
Ethnicity

Type of MRNS
Kidney biopsy
Genetics

APOL1

Prior treatments

Prior complete rem

Age at DARA
UPCR g/mmol

S. albumin g/l

S. creatinin pmol/l

eGFR
ml/min/1.73m2

Nb of DARA

CNI

anti CD20

Ig supplementation
other treatment

Outcome after M6

Patient 1
10.9, male
caucasian

primary

FSGS
negative
nd

Ciclosporin
Tacrolimus

Rituximab
Tocilizumab

yes
1A

Patient 1
18.4
0.94

15
94

67
4+11
no
OBl
yes
RAASD

Patient 1

No response
to Belimumab

Patient 2
17.8, male
african
primary
FSGS
negative
G1G1

Tacrolimus

no

Patient 2
18.6
0.27

27
114

55
4
tacrolimus
OBl at M+1
no
RAASD

Ml TN

Patient 2

PR
under |A

Patient 3
5.7, male
african
primary
FSGS
negative
negative
Ciclosporin
MMF
Rituximab
Ofatumumab
yes
A

Patient 3
9.9
0.65
23
72

73
4+4
ciclosporin
OBI
yes
RAASb

Patient 3

CR
under |A

Patient 4
7.1, male
caribbean
primary
FSGS
negative
G1G1

Tacrolimus
Rituximab
Obinutuzumab
Tocilizumab
yes
tacrolimus

Patient 4
18.2
0.12

42
112

59
4
tacrolimus
no
no
RAASDb

Patient 4

PR
no IS

Patient 5
6.4, male
african
secondary
nd
nd
negative
Tacrolimus

Rituximab
Obinutuzumab

yes
tacrolimus

Patient 5
13.5
0.09

33
38

145
4
tacrolimus
OBl at M+1
yes
RAASDb

Patient 5

PR
tacrolimus

v'"Monocentric Retrospective study — Robert-
Debré

v'N=5

v'4 weekly OBl infusion 1g/1.73m

v Outcome : CR, PR, Pu reduction %

eGFR 7 (65-88) 0(74-103) 4 (65-88)
mUl/min/1.73m
Serum Albumin 28 31 (28-38) 34 (28-37) 37 (33-39)
g/l
UPCR g/mmol 0.41 0.25 0.22 0.13
(0.13-0.42) (0.11-0.46) (0.10-0.30)
Proteinuria change
from baseline
200+
S
@ 100-
c
2
(8]
o
=
00 ——F—————

unpublished



Daratumumab in SRNS

0.6
= 0.5+
€ 0.4
D 0.3
™

O 0.2
o

= 0.1

Pt.1

T}

r 40

30 »
o
(2
c

F20 3
=
Q

10 =

-0

0.0-

© -

T T T 1
12 15 18 21 24

Outcome at last Fup to Belimumab

r 50

- 40

30

20

10

UPCR (g/mmol)

(1/6) uiunge s

Pt.2

1.0+ DARA

0.8 I

0.6

0.4

0.2

0.0 .
I 1 I 1 I 1 1
6 3 0 3 6 9 12

Patient 1
No response

- 40

- 30

- 20

-10

Pt.5

(1/6) unwunge g

v'"Monocentric Retrospective study — Robert-
Debré

v'N=5

v'4 weekly OBl infusion 1g/1.73m

v OQutcome : CR. PR. Pu reduction %

Patient 2

PR
under IA

© -

T T 1
12 15 18 21 24

Patient 3

CR
under IA

Pt.3
3T
§1:0_ II ] 20 g
go.a— [0 §
> 0.6 5
§0.4— Lo &

0.2+
0.0- o 0
S
-e- albumin g/l
-o- UPCR g/mmol
-50
- 40 7))
- 30 %
3
F20 5
L 10 g
Lo
Patient 4 Patient5 UnpubliShed, OngOing
PR PR national retrospective study
no IS tacrolimus



Daratumumab to maintain remission after
apheresis in MRSN

INS onset Time to 1st 1A N
age Renal ransient since NSonset A sessionsto B-cell depletion cumulated
. H Patient Sex (yrs) Histology ~ CNI-R Muiti-R Remission ~ (months) remission  at 1st IA attempt Adverse Events
* Multicenter retrospective, France o disbiones
AKI
FSGS MMF, RTX, OFA CVC sepsis
° N = 7 1 M 5,7 leM+  CsA, Tac TCZ, IFN, LVM yes 47,6 6 (o] ]] neutropenia
AKI
severe HTA
Y Complete remission u nder 2 M 6,4 MCD Tac MMF no 10,3 63 (o) 1] C‘\:‘C-step:st.
- Erow! retaraation
PE/IA’ but rela pse When Spac|ng 2 MRE 7,9 MCD Cs;?;CTac MMEF, RTX yes 67,4 3 o8l HTA
Out aphereSiS 4 - 5,5 FSGS  IVCsA 0 no 5,7 6 RTX
5 M 6,5 MCD  CsA, Tac 0 no 13,5 na RTX CVC-sepsis
6 M 58 FSGS Tac MMF, RTX yes 10,3 2 RTX hypoCa - cardiac arrest

° IntenSive |A 1_4 DARA 1g/'] 73m2 PROCEDURE with DARATUMUMAB OUTCOME at last Follow-up

Age at Days to Years
disease Ageat Typeof Concomittant Concomittant Nweekly end of Months after S-Alb UPCR
Patient onset DARA Apheresis OrallS anti CD20 DARA apheresis after DARA NSonset Treatment eGFR (g/l)  (g/mmol)
ACEi
1 5,7 12,43 1A Csa OBI 4 107 27,9 9,0 OBI-DARA 70 38 0,05
d Age NS Onset 6 yrS Pred, Tacro Pred, Tacro
2 6,4 7,81 1A MMF OBI 4 23 27,1 3,7 MMF, LVM 100 40 0,01
H Pred, Tacro ACEi
° Tlme to 1 St IA 1 2 months 3 7,9 14,08 1A MMF OBI 4 13 24,6 8,3 OBI 90 33 0,01
ACEi
H 4 5,5 6,54 1A Tacro OBI 4 18 35,0 3,9 OBI-DARA 97 43 0,02
* Time to DARA 29 months - _—
5 6,5 9,95 1A CsA OBI 4 62 22,0 5,3 OBI-DARA 104 35 0,04
° Delay to |A dlSCO ntinuation : 23d 6 58 6,89 1A Tacro OBl 1 a1 24,1 3,1 ACEi 101 41,6 0,02
7 10,8 12,1 1A Tacro OBI 4 94 13,7 2,4 ACEi 118 38,5 0,06

ESPN 2022-OP



Daratumumab to induce remission in NS

recurrence

e 2-yrgirl, African ancestry
* MRNS: MP pulse, IV-CsA, 30 PE
 ESKD, binephrectomy M4

* DD -kidney transplant at 4yrs

 Relapse at H2

* |V-MP, tacro 10-15 ng/ml
e daily IAuntil D99

* OBIx4

* Complete Remission with DARA
1g/1.73m?x4 weekly

Urine protein-to-creatinine ratio g/mmol

-
o
J

=]
1

6

4 -

2~

OBl DARA

J ! : OBl DARA
> 3

|l

QG
e T
-—r
e W)
G

50 Immuno adsorption 100 150 days

J\ J\ J

| [ [

daily IA 51A a week 3 1A a week

Delbet Ped Transpl 2023



Daratumumab to induce remission in NS recurrence

o

Ni7im

R mi/mi

Male, SRNS at 17yrs Female, SRNS at 10yrs
Deceased Donor Tx at 21 Living Donor Tx at 14

Randone AJT 2024



Daratumumab to induce remission in NS recurrence

Patient 1 Patient 2 Patient 3 Patient 4 Patient 5
A W W * I 15 ¢ bl TR
n lml - ==
i ::] ¥ ¢t~ 2 rwre
;‘ 206 ! 4ove ! o i :- § —
E 3308 g ? o E :‘ ixon
§ 13004 sl 2. :- l ] ;"'“
i ! - j - I
a 1 2 2 4 : i Y\ : :. rt ; EE  ; > w ; & .", 2 v ® -: o " B ;a :l v ; ;
Patient 1 Patient 2 Fatient 3 Patient 4 FPatient 5
Age, sex, race 18 y, fernale, Caucasian 18 y, fernale, Caucasian 24 y, male, 16 y, male, 21 y, male,
Caucasian Caucasian Caucasian
Time at FSGS recurrence after KT 23d 3d 11 d 18 d 21d
Tirme of treatment after KT 5 wk 11 wk 3y 2y Ty

AngelettiAJT 2023



Daratumumab to maintain remission after
apheresis in NS recurrence

Multicenter retrospective, Fr
n=4

Age NS onset 5.9 yrs

Delay to ESKD 1.4 yrs

Complete remission under
PE/IA, but relapse when
spacing out apheresis

Intensive |A/PE
1-4 DARA 1g/1.73m?

#

D OWODN PR

A WDN P

Age Procedure with DARA
. At . At Mths Type of Concomittant AntiCD20 N Days to
disease Kidney Tx after . end of
Apheresis oral IS mAb DARA .
onset (range) Tx apheresis
13,6 16,2 (1) 2,5 1A Tacro-MMF-Pred OB 2 50
5,9 12,0 (1) 76,3 1A Tacro-MMF-Pred OB 1 46
8,6 12,3 (1) 17,0 EP CsA-MMF-Pred OBI 4 41
5,1 20,0 (2) 1,7 1A CsA-MMF-Pred RTX 4 33
Outcome at last Follow-up
Months
OIS | e S-Alb  UPCR
after NS Treatment eGFR 1 Jmmol
DARA g g
onset
20,5 23 Tacro-MMF-Pred- OBI-DARA 78 45 0,02
11,4 87,7 Tacro-MMF-Pred- OBI-DARA 39 42 0,03
19,7 36,7 CsA-MMF-Pred 52 45 0,01
19,5 21,1 Tacro-MMF-Pred-RTX ESRD* 28 1

* Graft loss on Acute T-cell Mediated Rejection because of non observance

ESPN 2023-OP
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PIANO

Protocole with ImmunoAdsorption in multiResistant NS combined to Obinutuzumab or rituximab and
daratumumab

\l v
“e1paa®

* Multicentric prospective cohort
study * Primary Objective
e |Inclusion criteria  Rate of complete & partial remission at

|7 Age@RZEAnsAuliagnosticlluBN —_— D28

Multirésistance définiefar@ersistancemPCr 2M,2E/mmol apresf

o 2@Bemaines®PrednisoneMol60Eng/m?2/j) L4 Se con d a ry O bj e Ct ive S

o Et 3Bolus@eMethylPrednisoloneAV{1000@ng/1,73@n?/inj)
« Et 2BEnois@elttbien@onduitfar@nticalcineurinesftacro/ciclo)

¢ Ou intolérance@ePermettantPastafoursuite@ultt@onventionnel ¢ TO l.e rance Of IA
Cmsatobngaem » Rate of sustained remission after IA
e Anurie@alfexclusion@ uneAutre@auseliée@urocessus@edx)@hezl d |SC (@) nt' Nnu at| on / a nt| C D20

unpatientBvecATCD@elnultirésistance@elle@ueéfinie@i-dessus

e Ou rechute@vec@PCr 20,108 /mmol chezBinMatientBvecATCD@eR
multirésistance@elle@ue@éfinierécédemmentf

Rate of sustained remission after |IA
T i discontinuation /Anti CD20 & CD38

e Testing /ApoL1@olymorphisme@éalisé B 10 b an kl N g




PIANO Design

Screening

Inclusion

D1 .................................................................................................................

10 IA minimum
INDUCTION ., 5 days within 2 1A until CR

D28 Remission UPCR < 0,05 g/mmol

CR =UPCR < 0,05 g/mmol

5 1A minimum
WEANING Within 15 days

Anti CD20 treatment

No depletion B-cell depletion at baseline

B-cell count

; - B-cell count B-cell count

Lilrees

anti CD20 #1 No depletion B=0
Ac anti CD20 #2 «

After last A
Monthly B-cell count until repletion,

+/- reinfusion : goal > 12 months



Biotherapy anti CD20 + DARA *

Screening
Patient no depletion Patient with

anti CD20 at inclusion

Inclusion

D1 ................................................................................................................. IS WBC Count

10 IA minimum
INDUCTION Max 2 days within 2 IA,

Until CR
D 28 Remission UPCR < 0,05 g/mmol
WBC count WBC count
CR = UPCR < 0,05 g/mmol ' Ac anti CD20 #1 W No dépletion
CD19=0
WEANING DARA #1 DARA #1

1 wk after Anti CD20

PIANO Ac anti CD20 #2
After last 1A
* If post —transplant recurrence DARA #2

*If relapse during/after IA weaning || TR GOy




B-cell targeted biotherapy

Anti CD20 mAb = systematic
* At CR (UPCR < 0.05 g/mmol + 2 IA)

Obinutuzumab Rituximab

Y

 Rituximab or Obinutuzumab 1g/1.73m?
* Delay of 24h before next |A

* Duration of B-cell depletion>12m

* Monthly monitoring of B-cell count

* Oral IS withdrawal within 3-6 m (except
transplant patient)

Anti CD38 mAb = if:

* |f Partial remission at D28 (0.05-0.20
g/mmol)

* If relapse during / after IA weaning

* If post-transplant recurrence in a patient
treated with IA —antiCD20 on native kidney

e A kj—" X
“.»
2 B
= = 8

 Daratumumab 1g/1.73m?




When to use Daratumumab ?

v Post-transplant recurrence with no response to apheresis

v’ Post-transplant recurrence responsive but dependent on apheresis
v MRNS with partial response to apheresis

v MRNS responsive but dependent on apheresis

But still a lot of questions
v'Preventing post-transplant recurrence ?
v'in CNI-R on native kidneys

* Before apheresis ?
* Alone oronly combined to anti CD20 ?

v'"Which regimen ? IV ou SC, 1 -4 -8 injections ? +/- maintenance ttt ?
v'hypolgM, prolonged (definitive ?) hypolgG in children



When to use RTX/OBI ? Obinutuzumab

Approval
L in SD/FRNS
* Considerinrefractory NS after 6 months CNI : i 2026
* Partial response (albuminemia > 30 g/, UPCR > 2g/g)
v  OBI
 +/- DARA

* No response or albuminemia < 30g/1)
* Central line for intensive apheresis, maintain high dose CNI
v'OBI at remission
v'If no response at D28 or relapse after remission : DARA

v'Reinfusion of OBl + DARA after apheresis discontinuation, and for 12-18
months



Future perspectives : emerging B-cell targeted ttt

* Bispecific T cell engagers targeting B cells and plasma cells
* Selective depletion of the autoreactive B-cells

a Monoclonal antibody b anti-CD19 CART cell

Monoclonal antibody CAR T cell mediated
Mediated B cell depletion B cell depletion
Rituximab dodomain
ADCC+ Obinutuzumab $ Il signalin,
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Hopital universitaire
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~ Robert-Debré

Thank you for your attention

’ @PedNephParis_RD

}9{ claire.dossier@aphp.fr

Les RDV du SNI
Les RCP SNI pédiatrique : 1¢" Jeudi/ 2 mois a 14h
adulte : mercredi/mois a 14h30
Journée scientifiqgue CRMR SNI : mardi 9 juin 2026
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