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HedpoTnyeckmm cuHapoM y B3pOCIibIX

MpuunHbl HC (y CnoHTaHHbIe Mon/so3pact
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MuHumanbHble 15%
M3MeHeHUnA
®Cre 25-30% 1.5-3.0% M
MIH 15-40% 30% M/cTapwe 50 net
MKIH 10% 5-6% M/monoxe 30 net
Amunongos 10%

NunabeTnuyeckan 10%
HedponaTus

PacnpoctpaHeHHocTb MHC - 30-50 /MnH/ron



MeMOpaHO3HbLIN rnomMepyrioHedpuUT

F Uopunonatudeckum (70%)
F BropniHbiun (30%)

- UMMYHHbIle HapyweHusa npu CKB, PA,
ncopua3s,C-m LlerpeHa, Tnpeonaur,
capkounaos

- 3f10Ka4YeCTBEeHHblIe HOBOOOPAa30BaHUA: NOYKa,
rNierkune, nenkKo3bl, TONCTasaA KULLKA

- nHdpekumm: renatut B, pexe —renatut C

- fleKapcTBa: neHuuyunamuH, sonoto, HIMBC,
KanTonpwn

- Apyrme npnymHbl . anaoer , CepnoBNAHOKINeToO4YHas
dHeMus



TeyeHne MI'H

CtabunbHaa npotenHypusa n yHkuma -30%

Pemuccusa cnoHtaHHas - 5-30%
B TeyeHue 5 ner

Peunaus B ATI -10%

NporpeccupoBaHue po XIMH - 30%

TXIMH y 14% 60onbHbLIX K 5 rogam 6onesHu,
y 35 % -k 10 roaam
y 41 % - 15 rogam




Iloyeunass BbIKMBaemocTh npu MI'H
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Fig. 1. Probability of renal survival from a pooled analysis of all 32

studies (reproduced with permission from the National Kidney Founda-

tion) [20].
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Fig. 4. Probability of surviving without developing end-stage renal
disease according to baseline proteinuria: group A, 24 patients, 0-3.4
g/24 hr; group B, 73 patients, 3.5-10 g/24 hr: and group C, 43 patients,
10 or more g/24 hr (P < 0.0001). A vs. B (NS), A vs. C (P < 0.001), and
B vs. C (P < 0.0001).

Donadio J.V. et al 1988, 2002



Anroputm Tepanuu MIrH (KDIGO 2012)
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Phospholipase A2 Receptor
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FHII
*  185-kD glycoprotein present on normal podocytes H
*  Found in immune deposits of patients with idiopathic MN |§G4 H LN L
* PLAZR and lzG4 co-localize on biopsy specimens from pts H
with idiopathic MN in a typical granular pattern i
KEFACAlILEr SAEEE ]
* ~70-80% of patients with idiopathic, but not secondary, :!«. F'.-';'FLI.IJI?“CF'Z;:'-T R [[' R R
MN have antibodies against PLA R "'Lw I i

Podocyto Syipglasm c

+ anti-PLA,R
antibodies

Beck et al., NEJM, luly 2, 2005
Rees & Kain, Nature Reviews Nephrology 5, 617-618 (November 20039)
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Beck et al. N Engl J Med 2009;361:11-21



Anti-PLA,R level correlates with
disease activity in idiopathic MC

AntiPLA2R and proteinuria AntiPLA2R and Remission status
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Ponb B -nmdpoumta npy ayTOMMMYHHbIX 3a60/1€BaHUAX
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Putykcumab ( RTX)

UXuMepnyeckue MOHOKNOHaIbHble aHTUTeNna 1gG1,
MHrmoupyrowme CD20-meaMUpPOBaHHYIO
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dMowHasa cneympuyeckaa aHTU-B-knetoyHas
Tepanusa

dMoxeT 3aMeHNTb 601ee TOKCUYHbIe npenaparbl
O O6napaet xopownm npocduiemMm 6e30nacHOCTH
U/IMueHsmnpoBaH gna nevyenua HXJ1, PA

UB 2011r. nMueH3upoBaH gna nedvyeHmna AHLA-
BacKynmntoB B CLUA

0B 2013r. amMuyeH3npoBaH aaa nevyeHma AHLA-
BacKyamnTtos B Poccum



Koanm4yecTBo UUMPKYNMPYIOWUX B KNETOK U NpOTEUHYPUA A0

n nocne seeaeHuna PTX
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Pe3ynbTaTtbl Tepanuu putykcumadoom MIrH

noKasartesnb Remuzzi | Ruggenen | Fervenza | Fervenza

G.etal., |ti P.et P.S. P.S.
2002 al.,2012,20 | cattran D., | Cattran D.
15 2011 2014
KONNYeCcTBo 8 100 15 20
M/ 72/ 28 13/ 2 17/ 3
Rtx,
Mr/m2/Hen 375 N1/4 1000 N2 375 N4
Dnnt Habntopg, 31 12 24
mec
CyrMYr/cyr 8,4 9.1 13+5.7 11.91+4.9
(5.8;12.8)
Pemuccumn % 62 65 53 80
Peunpaus % 25

Mporpeccup % 4 15 4



Rituximab in Primary Membranous Nephropathy
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Fig. 1. Kaplan-Meier curves for the percentages of subjects with
primary MN achieving complete remission, partial remission, or
both in 100 patients treated with rituximab [26], and in two co-
horts of patients given combination treatment with methylpred-
nisolone and cyclophosphamide, and in the corresponding cohort
of controls given supportive therapy alone [7, 8].

Fig. 2. Kaplan-Meier curves for the percentages of subjects with
primary MN achieving >20% reduction of eGFR from study
enrolment in 100 patients treated with rituximab [26], in the
prednisolone + chlorambucil, and in the support therapy cohort
[16].

Cravedi P. Remuzzi G. Ruggenenti . Rituximab in Primary Membranous Nephropathy: First-Line Therapy, Why Not?

Nephron Clin Pract 2014;128:261-269



Time-course of anti-PLA,R antibodies
and proteinuria

Clinical disease Clinical disease
initial disease Remicgion RE*EP’SE
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Immunological disease Immuneclogical disease

Proteinuria
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Complete remission

Ronco & Debiec, Nephron Clin Pract, Vol 128, No 3-4, 2014



Disappearance of anti-PLA R
precedes that of proteinuria
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aPLA,R antibody status at end of immunosuppression
course predicts survival in remission
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Bech AP et al. CJASN 2014;9:1386-1392



KnnHunko-aemorpaduyeckas xapakrepuctmka naumeHTo ¢ MUMIH, neyeHHbIX
RTX

MNokasaTtensb Putykcumab KopTukocTeponabi+
LUTOCTaTUKMK
KonunyectBO 22 25
MK 18/4 20/5
Bospacr, nert 56. 65 + 10.3 40.4 + 11.7
Putykcumab (Rtx) mr/m2 375/Hepn. Ne4 KC+L
1000 /2 Hep. Ne2 ( xno6yTuH unu Lid)
CyTouHas NpoTenHypHus 6.1 (4,5;12) 7.1 (4.7; 11.6)
(vcxoaHo, ricyT)
AnutenbHocTb HC 3-30 mec 3-16 mec (4; 12)
OnutenbHOCTbL HaGNAeHUS, 6-24 mec 13,5 net (8; 16)

MecC
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mi1A9/1 sudAHnarodu

OvuHamMmunka npoTtenHypusa y nevyeHHbIX 6onbHbIX ¢ MIMH
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Adbdekt RTX npu nepBUYHOM nNepcucTMpoBaHnmn U peumnanBax
HC y 6onbHbIX ¢ MIH
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b-on H. 58nert

- ®eBpanb 2011r - nocne OP3 oTMeTUN NosIBINEHNE OTEKOB,
KOTOpPbIE MOCTENEHHO HapacTanu, OAbILLKY.

- Man 2011r: A 130/100 mm pT CT,

CI1Y 10r/cyT, ocagok mo4mn 6e3 0cobeHHOCTEN.

Ob6Lwuin 6enok kposu - 48 r/n, anbbymuH 21 r/n,

S cr 0.11 mmonb\n. Hb 152r/n, CO3 51 mm/yac.

buoncna noukn12.05.11: MmembpaHo3Has rinomepynonartus.




OGcnenoBaHMe Ansa UCKMIOYEeHUA BTOpUYHOro xapakrepa MIH.
- MOHOKITOHaNbLHON CeKpeLuumn He BbISBIIEHO

- AHO, AT k [HK- otp, AHKA- otp. C3-150.
-OHKONOUCK — pe3ynbTaTbl OTpULaT.

-C maa 2011r tepanus:

-- CTaTUHbI

- n AlNP/BPA

-OrpaHn4yeHMe noBapeHHOM Conun

Uonb 2011r: CINY 4.3 - 6.5 r/cyr.

C aBrycTta 2011r no aekadbpb 2013r Tepanua LMA.
Ha atom choHe : CIY - 6.5-2.0 -4.6 -7.0 r/cyr.

noBbiweHne Scr oo 160 mkmonb/n, runepnnasnsa geceH, B cBA3u ¢ 4em LUIMA
oTMeHeH (gekabpb 2013r).

AuBapb 2014r: CIY 8.8 r/cyT, O.6enok 48 r/n., anboymuH 26r/n, a2-rnoodyrn.-
16%, xonectepuH-10 mmonb/n.

HavaTta tepanua RTx 1000mr/B 2Hea. No2
Yepe3 6 mec.- CIY 5.6 -1.9 - 5.8 ricyT
Yepes 12 mec. - CIY 0.9 ricyT

Yepes 24 mec - 0.9 r/cyT.



3aKkayeHmne

O PEKTBHOCTL pUTyKCMMaba npu ngmuonaTnveckomn
MeMDOpaHO3HOU HedoponaTnm conoctaBmMmMma C TakoBOW Npu
TPaaAULMOHHOW Tepannm KOpTUKOCTEpPOMOaMNU B COYETAHUN C
LMTOCTaTUKaMM

Putykcumab MOXeT ABUTbCA aribTePHATUBHBLIM KOPTUKOWUA-
cbeperaroLmm peEXMMOM Tepanum

CospaeTtca BrnevaTtneHue, YTo puTykcMmMmad ognHaKkoBO
9(PPEKTUBEH NMPU peumanee HEPPOTUYECKOTO CUHAPOMA U
nepcuctmpoBaHnn HC B gebiote ngmonatmnyeckon membpaHo3HOM
HedoponaTnu



