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Figure 1| Three different methoti§ito detect undergalactosylation of the IgA 1 hinge region.
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Anti-IgA KM55

Anti-igA

Table 1| Biopsy samples
Glomerular deposit
TIgA(+)  GelgAl (+)
100 pym Diseases Cases Anti-lgA Ab KM55

IgAN 48
IgAVN 14
Lupls nephritis

Idiepathie-MN

Secondary MN

HCV-RN

Hepatic glomerulasclerosis
ANCA-related nephropathy
Grapulomatosis with/polyangiitis
MPGN

MCNS

Non-ilgA PGN

Nenspeeifiqrenal tubular atrophy
APSGN

Nephrosclerasis

Minor glomerular abnormalities
Total
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PaKTOpLI pUcCka nporpeccuposaHua IgA-
Hegponatum (KnuHuYeckue)

npoTeuHypus

YpoeeHb KpeaTuHuHa B Aebrote

Serum Creatinine

<lrlcyTt

(9]

Cr <1.2 mg/dI

Free of renal failure (%)

| Cr1
....... 1.
Cr 2.0-2.9 mg/dl|

z3.0
r‘Er >3 mg/dl

5 10
Time since biopsy (yr)

Free of renal failure (%)
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Free of renal failure (%)
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Mopponorudeckas KapTUHA
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MexayHapoaHbI KOHceHCyC noO KAUHUKO-
MOPPONIOTNYECKOU  KIacCUPUKaLm
IgA-HepponaTum:
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CKOpOCTb CHUXEeHUS NOYeUYHOU (PYHKLUU B
3aBUCUMOCTU OT MOPPONOruecKon KapTUHBLL

OR 95% CI =
ATpocdua KaHanbUeB U NHEpPCT. budpo3
0-25% (reference) 1.0
26-50% 3.0 1.3-7.4 0.01
51-100% 21.8 2.3-206.2  0.007
Hanunuyune cermeHTapHOro rrn. cKreposa 2.8 1.2-6.2 0.01

LLikana mezanrvansHou runepkner. >0.5 2.1 0.9-4.7 0.08
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- 2.3+/-5.4 mn/mwr/1.73m2 /roa

Y He norny4vyaBWwWux natoreHeTn4eCKyr Tepanuto

- 5.0+/-9.6 ml/min/1.73m2 /ron
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A Multicenter Study of the Predictive Value of
Crescernts in IgA Nephropathy
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an update from the IgA Nephropathy Classification
Working Group
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Table 2| Recommendations for updatin
Classification of IgAN

We reddmmiend\nad chianges t@ th& pliblishe

quacy Inl cases of IGANDA minimund of B glo

We recommend that MEST criteria continue to'be applied to cases o
IgAN.

We confirm the_predictive value of M, S, and T.

We confirm the predictive_value of E in_patients_not treated with
immunosuppressiony

We recommend that @ C s€oreé’be added t© the MEST scorélin'all Gases
of IgAN to indicate the frequency of cellulariand/or fibrogellular
crescents.

CO (no crescents) or

C1 (crescent in a least 1 glomerulus) or

C2 (crescents in at least 25% of glomeruli)
We recommend no change in the definitionef S§j butadding text 1o
indicate whether there are podocytopathic features.
We recommend that MEST criteria are not yet applied to cases of
Henoch-Schoénlein purpura nephritis (IgA vasculitis).

, crescent; E, endocapillary dellglarity; IgAN, HBA nephropathye™M, mesangial
hypercellularity; S, segmeyital sclérosis; Muinterstitial fibrosis/tubularatiephys

CouetaHua MEST-C

Lldedicisaatiperial College, London,
ta Hospital, Turin, Italy;
5A; “Department of

ations for the renal biopsy.report in IgA
from refs. 1, 2, and 32)

[e features present onf

Light microscopy

Immunohistochemistry or immunofluorescence

Electron microscopy.

Summary of §key pathologic féatures

Mesangial score <0.5 {MO)or >05(M1)

Endocapillary hypércellularity absent (E0) or présent (E1)

Segmental glomeruloscl@rosis absent (S0) or present (S1); presence or
absence of podocyte hypertrophy/tip lesions in biopsy specimens
with S1

Tubular atrophy/interstitial fibrosis =25% (T0), 26%-50% (T1), or
3>50% (12)

Cellulapffibrocallular crescents absent (C0), present in at least 1
glomerulus (C1), in >25% of glomeruli (C2)

Quantitative data

Total number of glomeruli

Numberef glomeruliwith ghdecapillary hypercellularity, necrosis,
extragapillary hypercellularity (cellular/fibrocellular crescents),
global glamertlosclérosis, and segmental glomerulosclerosis
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Clinical Significance of Crescent Formation
in IgA Nephropathy - a Multicenter
Validation Study

seung Hye

13 3380 mammenTos ¢ IgAN
TR4%214%) uMen oy yHist
C1 - 664 yen

C2 - 60 uen

N of patients

Proportion (%)

Kidney Blood Press Res 2019;44:22-32
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10.3.1)TIpu nepcuctmposaHun, npoteunHypuu > 1e/cyT
(HecmoTpsa-Ha neuermne UATTE unu BPA B tedeHmne '3-6

mec npu xopolwem koHTpone A[l) u CKE >50 mn/muH

pexkomeHaoedHer) KC B réedveHue 6/ mec 1(2€)

Table 2. Corticosteroid monotherapy

Trial

Pozzi et al., ltaly®7.26

Katafuchi et al., Japan®

Hogg et al., United States?é

Manno et al,, |taly3s

Lv et al., China®*

Corticosteroid regimen

Control regimen
RAS blockade

Key outcome in steroid
group versus control

Intravendusnethflprednisdlone 1¥g'd
for 2 copsecutiveld as. at the
keginpingdfmanths 1, 35and 5,
plus oral predhisone 0.5 n‘;ﬂr‘kg
every other day for & months

Supportive anly

14% at baszeline, allowed during
follow-up

Ter-year renal survival (=absent
doubling of serum creatinine), 53%
in controls versus 7% in the
stefo ichgrodp

Oral prednisolone 20
mg o taper=d to|§
mg/d at 18 merths

Dipyridamole

2% at baseline: allowed
during follow-up

Significant reduction in

proteinuria but not
ESRD frequency

Oral prednisone évery other
day €0 mo/m? for2
monthe then 4080mg/
for 9 months, and then 30
mg/m? for 12 months

Placebo

Enalapril if hypertensive

Mo berefit in the steroid
group versus placebo at 2
years

Cralfprégnisone for & months

(Nengikg/day for 2 monthes,

thep'reduced bygl.2 mg/
kgfday per month)

Supportive only
Rarnipril in all patients

Mean annual loss of GFR 4.2
reldrin i cortrols versus 0.6
rl/min in-the-steroid group

Oral prednisone for &8
morths (0.8-1 mg/kg/
day for 2 months,
then reduced by 5-10
mg every 2 wk)

Supportive only

Cilazapril in all patients

Significantly fewer
patients with a 50%
increase in serum
creatinine in the
stercid group

Therapautic ragimens and outcemes in randomized contralled frials i IgAN patients. RAS, renin-angiotensin systemy ESRD, end-stage renal dissase.

B/B Ne3 no 1r/c (B I, lllnV
MeC neveHnst) +
PO 0,5 mr/kr/cyT — 6 mec

A pekTnBHO

(CK®)

PO 20 mr/cyT co

CHWXeHueMm o 5 mr/c

K 18 mec

Het

agpgpeKkTa

PO 60wur/c y/peHb
3mec, 40mr go 9mec,
30 mr- go 12 mec

Het

agpgpekTa

PO 6wmec:
1mr/kr/c - 2mec
C nocreayowmm

CHWXeHueM Ha 0.2 mr/kr

3a Mecdy

PO 6-8 mec:
0.8-1 mr/kr — 2 mec ¢
nocriegyoLwmm
CHUXeHnem Ha 5-10
MI Kaxkgble 2 Hef

AdpdektnBHo (CKD)

Jirgen Floege and Frank Eitner
J Am Soc Mephrol 22: 1785-1794, 2011




UccnepnosaHune STOP-IgAN

P N
P
1654 CHY>O.75r/c 106 CITY<0.751/n

\
g R
80y KC+IIC 829 uAI1d/BPA

BeposrBocTufpa3Blitis TOIHON peMycCcCun

Supportve
aAre

Odds Ratio (95% C1)

Beposarnocts pazsutus TXITH

Su ppoﬂ ve Supportive Care plu
Supportive Supportive Care plus Care  Immunosu ppression

Subgroup Care Immunosuppression Ddds Ratio (95% C)) al
v Better

Rauen T NEJM 373:23 2015



Uccnepoearme STOP-IgAN

162 manuedTa, 3aBEpIIMBIINX 6-MECIYHOE UCCIICIOBAHUE
ObLIM BKITIOUEHEI B 3-JIETHEE UCCIEI0BAHUE

162 Patients were
mndemizes

\j

108 Had GFRZ80 mifnin/1. 73w

544 554
uAIlI®/BPA KC (o Pozzi)

2 Were exgludstl 2 Were ex@ibded .{ 2 Were excluded

1 Died T Withdiéw consent
1 LogMoTaliowgup | Tlgsttotgiow-up

: ay® N, (PR ‘ W -
52 Campiates sllicy [_53 Completed Study 24 CBompleted Study 25 Coniplelliy study

1Withdrewconsent | 1 Dieg
T Lost1o follow-up T Losto follow-up

Thomas Rauen et al. JASN 2018;29:317-325

JASN
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Uccnepoearme STOP-IgAN

Subgroup no. of eventsitotal no. odds ratio.(97.5% Cl)

high-GFR Supportive Corticosteroid
Care Monotherapy

full analysis set 354 0 55% 11/66 20% .——-—— 531 (1.07-26.36)
available cases ki B S | 11/4% |_ [ ] == = (5:38(1.1-26.28)

low-GFR Supportive Immunosuppressive
Care Combination Therapy

fullanalysis seb 126 [ ooo | 327 [ 110, — 3,58 (026-55-89)
aailable cases 1200 % RS g w e 224 (016-80.72)

007 025 20 60 log-seale

Supportive Supportive Care
Care plus Immuno-
better suppression better

CHuxkenue CK® <15 mu/mun

subgroup no, of events/total no. odds ratio (97.5% Cl)
N | U mon liol o B e
e y mm |
full apalysis Set S0 O A AN KB 167 (0:41-6.79)

availabie cases 4/24{ 23.1% 5| 30% —— Y79 (0.37-8.64)

002 025 2 10 60 '09scale
Supportive-Gare Supportive
plis Immuno- Care
suppression-better better

Thomas Rauen et al. JASN 2018;29:317-325 J ﬁ SN

©2018 by American Society of Nephrology



MeTta-aHanus 7 IgAN uccnepnosaHum : oTcyTcTaue
AONOSHUTENLHOrO 3PgerTa nNpu ucnonbsosaHum KC
B coyeTaHum ¢ LIC

Immunosuppression group Control group Risk ratio
Study or Subgroup Events Yotal Events _Total M-H, Fixed, 95% CI Kc

1.1.1 Corticosteroids monotherapy

Katafuchi R ef al. (2003) (17 - 43 47 1.0940.23, 5.13]
Kobayashi Y et al. (1996) [21) 20 0.33[0.13, 0.82]
Manno C et al. (2009) 28 48 0159002 W14
Pozzi C et al. (1999) (18] 43 0.14 J0.0%) 268]
Subtotal (95% CI) 0.3470.17,-0.67

Total events

Test for overall effect: Z = 3.07 (p = 0.002)

1.1.2 Corticosteroids plus other immunosuppression
Ballarlie F et al. (2002) |22 5 19 0.28 [0.13, 0.59]

Kamei K et g/ §2011) (1] 2 40 : - 0,34 [0.07, 1.64]
Subtotal (95% CH) 59 0:29 [0.15, 0.58]

Total events 7

A SO 8  |° = 0%
Test for overall effect: Bl= W9 (p = 0.00C;'ST

Total (95% CI) 213 0i32 (019, pc52] ‘
Total events 15
e . 2 _~ Sy N~ ~ A\ 12 _ o b f ! |
Hele.rogenens‘/l. C'i.u =3.42,df =5 (p = 0.64)ad==0% 0.01 0.1 1 10 100
sall T UVOTRAN TGN, m \IL‘\I\J"

L lmmunosuppression grou Control grou
Test for subgroup differences: Chi® = 0.08, dfs- Wp 2078180 i ki grodp

Tian et al. Expert Opin Pharmacotherapy 16:1137, 2015
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EffectofiOral Methylprednisoloneon Clinical Qutcomes
in Patients With IgA Nephropathy

The TESTING Randomized Clinical Trial

Jichene MD- Hone 7hano PhD- Muh Gegt Wono Phh)- Meo ardine. PhD: Michelle Hladunewich
Vive
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Lay Key Points
Joh
Hai

Question'Dacorticosteroids safely preventilossof kidney
function in patiefits with IgA nephropathy receiving optimal
suppontivetherapy?

BepoaTHOCT!
. Findings This rafdomized dinicaltrial thatincluded262

participants was stopped early (after 28 of the 335 planned

80 events) due to a significantly increased risk of serious adverse

events with oral methylprednisolone vs placebo (14.7% vs 3.2%,

primarily excess infections); at that point, the primary efficacy

outcome favored methylprednisolone (5.9% vs 15.9%).
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Meaning Oral corticosteroid therapy was associatedwithan
increased risk of serious adverse events; the effect on kidney
outcomes remains uncertain due to the limited number of events.

Methylprednisolons

Placebo

No. at risk
Methylprednisalone 136 108 as
6 118 107

ents Withous

Pt

12 18
Time From Randomization, mo

No. at risk
Methylprednisalone Y36 129 )t 89 60 34 16
Mlaceho 126 122 102 78 57 36 18

JAMA. 2017;318(5):432-442. doi:10.1001/jama.2017.9362



Targeted-release budesonide versys placehojinpatients with
IgA nephropathy (NEFIGAN):a double-blind, randomised,
placebo-controlled phase 2b trial
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I'rial Investigators

Summary
Background IgA nephropathy is thought to Be gsSociated with mucosal immune system dysfunction, which manifests  published 0nline
as renal IgA deposition that leads to impairment andend-stage rénaldigease id 2054096 of putien ts withif 10-20 years, March 28 "‘”‘"
htp /e dol org/10.1016/

In this trial (NEFIGAN) we aimed to assess safety and effigagy ofa noyel largeted-réldasedomm ulation of budesonide [ "005 W8 0
(I'RF-budesonide), designed to deliver the drug to the distal ileum in patients with'IgA hephropathy. :
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AOpyrue vummyHocynpeccaHTor™

10.4.1 Mb1 npeasnaraem He neuntb KC B
coveTaHuu L@ mnwn A3sa maumerTos ¢ IgA-
Hecpponatueu 3a UCKNHOYeHUeM Cryyaes
BTTIH (o nonynyHuamu(2D)

10.4.2 Mb1 npeanaraem He ucnonbsosatb CT

y naumeHTos ¢ CK® < 30 mn/muH 3a
UCKJTFOYeHueMm cnydaes L1gA-HepponaTum
c\nofynyAHuamm-n kapruHow b1 TFH" (2C)

10.4.3 Me1 npengiaraemgHe mananssosare MME
npu IgA-Hedponatum (2C)

* TTpoTuBOpeumnBbIe pe3ynbTaThl UCCNEef0BAHUM,
He[OCTAaTOuYHbIE AN (POPMYITUPOBAHUS YETKUX PeKOMeHAALMM
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Mycophenodlate Mofetil\Combined With PrédnisoneVersus
Fuli-Dose Prednisone in IgA Nephropathy With Active
Proliferative Lesions: A Randomized Controlled Trial

Jin-Hiu@Hol, WID4 WWei-Be Le BhD, i Narmichem WDg Wei-Ming Wang, PhD,”
Zhang-Suo LiuMD.? Deng Liv, PHD," Jiang-Hua Chen, MD,”
Jiong Tiari, PhD% Ping Ft-MD,"PhD," Zhang-Xde Hu, MD,”
Cai-Hong Zeng, PhD," Shao-Shan Liang,JMD,' Min-Lin Zhou, MD,’
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A Randomized, Controlled Trial of Rituximab in IgA
Nephropathy with-Proteinuria and Renal Dysfunction
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Tacrolimus Decreases Albuminuria in Patients with IgA
Nephropathy and Normal Bload Pressure: A Double-

Blind Randomized Controlléd, Trial of Efficacy of
Tacrolimus on IgA Nephropathy

Yong-Chul Kim', Ho Jun Chia'*"**, _Ho Suk XKoo’ Subnggwon Kim'**
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Sackground: Treatment remains uncenan for igA nephvopathy - "
hypertensive medication or the RAS blocker & not applicable ( RESEARCH ARTICLE
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