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g he passing of Jean Berger on 22 May
2011 marks the end of an era. He was
the renal pathologist who first described

% IgA nephropathy, and whose seminal
work coincided with the burgeoning of renal
biopsy as a ground-breaking investigative tool
in kidney disease.

Jean Berger was born on 17 September 1930.
He became Interne des Hopitaux de Paris (the
equivalent of residency) in 1954. Working in the
Department of Nephrology headed by Professor
Jean Hamburger at the Necker-Enfants Malades
Hospital in Paris, he became interested in pathol-
ogy. He qualified as a specialist in medicine in

1960, writing a thesis entitled, “Contribution of

the renal biopsy to the pathological knowledge
of the kidney diseases”
Renal biopsy had initially emerged in the early

fluorescein; anti-IgA specificity was confirmed
with an anti-IgA serum produced by Professor
Maxime Seligmann (who had made the first
description of anti-DNA antibodies).

Berger had developed a fruitful partnership
with two other pathologists. Nicole Hinglais was
in charge of light and electron microscopy in the
pathology department of Hamburger’s nephrol-
ogy clinic (she would later discover the charac-
teristic ultrastructural lesions of the glomerular
basement membrane in Alport syndrome). The
immunofluorescence technique was performed
in the laboratory of Dr. Halina Yaneva. Liliane
Striker (née Morel-Maroger) has published a
memoir from her own experience as a research
fellow in the 1960s, in which she describes the
excitement of those days when Berger identified
the new nephropathy that was to bear his name.
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Figure 4. Immunoglobulin A1 (IgA1) hinge region with its potential glycosylation sites. N-Acetylgalactosamine (GalNAc) can

i

be linked to galactose in the 31,3 position by core 1,3 galactosyltransferase. Sialyltransferases can couple sialic acid in the
a2 3- or a2,6-position. In patients with IgA nephropathy (IgAN), the hinge region contains fewer galactose residues due to
reduced core $1.3 galactosyltransferase activity and/or “premature” (and excessive) sialylation of GalNAc due to increased N-
acetylgalactosamine—specific a2 6 sialyltransferase activity. The latter precludes the subsequent addition of a galactose

residue to the glycan side chain.
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JK Boyd et al.: Pathogenesis and treatment of IgA nephropathy
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Immunoglobulin and complement deposition in
glomeruli of 756 subjects who had committed
suicide or met with a violent death

J Varis, I Rantala, A Pasternack, H Oksa, M Jéintd, E S Paunu, R Pirhonen

Abstract

Aims—To study immune deposits in
renal glomeruli.

Methods—Tissue was obtained from 756
necropsy cases from people who had
committed suicide or met with a violent
death. Glomerular immune deposits
were examined by immunofluorescence
microscopy and a light microscopy. The
clinical histories of all the deceased were

Conclusions—Ten cases had mesangial
IgA together with morphological or clini-
cal laboratory findings suggestive of
renal disease. If all these are regarded as
IgA glomerulonephritis, tifen its preva-
lence can be estimated at 1:3%. For IgM
glomerulonephritis, a prevalence of 0:3%
was deduced.

(¥ Clin Pathol 1993;46:607-610)

[eno3utbl IgA 661K BbisiBNEHbI B 52 (6,8%)
C/ly4anx

* B TOM ymncne B codyetaHum c C3 B 4 cnyyasax (0,5%)
*  KnunHunyeckne nmbo mopdponormyeckme nprusHaKku
lgA-HepponaTtumn —y 1,3% naumneHToB

Kidney International, Vol. 63 (2003), pp. 2286-2204

Incidence of latent mesangial IgA deposition in renal allograft
donors in Japan

Koicur Suzuki, Kazuno Honba, Kazunart TanaBe, HirosHr Toma, l‘[IR()SHI NIHETI,
and Yurtaka YAMAGUCHI

Department of Medicine and Department of Urology, Kidney Center, Tokyo, Japan; Department of Pathology, Tokyo Women's
Medical University, Tokyo, Japan; and Department of Pathology, Kashiwa Hospital, Jikei University, Chiba, Japan

e Jleno3utbl IgA 6blan BbiABAEHbIY 16,1%
POACTBEHHbIX AOHOPOB U 15,6% TpynHbIX
AOHOpPOB

* B Ttom uucne B covetaHmm c C3 8 19,5% mn3 Hmx

(16 n3 82 cnyvyaeB me3aHrmanbHbIx IgA-a4eno3nTos)

* Mopdonormyeckme npmsHaku IgA-Hepponatmu
BbiABNAAUCL Y 50% IgA+/C3+ nauneHToB , Ny
16,7% IgA+/C3- naumeHTOB



Galactose-deficient IgA1 Antiglycan antibodies

N pHes 7
P

®opMupoBaHHEe UMMYHHBIX KOMILIEKCOB

¥ 4

Hit4
Bansnue
TR Iposndepanusi Me3aHrHOLMTOB
HA TOJONHT Hpoaykuusa 1M CuHe3 UNTOKMHOB

\J| OTtio:kenue
UK B
| Me3anrum

Glomerular injury !

R. Magistroni Kidney Int. 2015 Nov; 88(5): 974-989.

Urinary
space

[IgAl immune complexes

N

Glomerular

basement membrane -

IloBbllIeHHAS
NPOHULIAEMOCTh
CTEHKH COCyI10B
I'ematypus

NPOTeHHYPHUst

s

Proximal tubular
epithelial cell

\

anomnTo3 noaA0uuToB
lon ®CI'C

Hpoandepanns
MEe3aHTHOLUTOB
Hpoaykuus LM

Bowman'’s
capsule

ATpo¢dus kaHaJIbLEB
HNuTepeTnnuanbHblii puépos




AxTHMBaLMAa cucTemMbl KOMNNEeMeHTa onpegensaer nporHos IgA-
HedponaTum

> J Am Soc Nephrol. 2006 Jun;17(6):1724-34. doi: 10.1681/ASN.2005090923. Epub 2006 May 10.

Glomerular activation of the lectin pathway of
complement in IgA nephropathy is associated with
more severe renal disease

Anja Roos T Maria Pia Rastaldi, Novella Calvaresi, Beatrijs D Oortwijn, Nicole Schlagwein,

Danielle J van Gijlswijk-Janssen, Gregory L Stahl, Misao Matsushita, Teizo Fujita, Cees van Kooten,
Mohamed R Daha

> Clin J Am Soc Nephrol. 2014 May;9(5):897-904. doi: 10.2215/CJN.09710913. Epub 2014 Feb 27.

Association of C4d deposition with clinical outcomes
in IgA nephropathy
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REPORTS

KIReports.org

Progressive IgA Nephropathy Is Associated
With Low Circulating Mannan-Binding
Lectin—Associated Serine Protease-3
(MASP-3) and Increased Glomerular Factor
H-Related Protein-5 (FHR5) Deposition

Nicholas R. Medjeral-Thomas', Anne Troldborg®®, Nicholas Constantinou’,
Hannah J. Lomax-Browne', Annette G. Hansen?, Michelle Willicombe“, Charles D. Pusey?®,
H. Terence Cook’, Steffen Thiel” and Matthew C. Pickering'

Centre for Complement and Inflammation Research, Imperial College London, London, UK; ?Department of Biomedicine,
Aarhus University, Aarhus, Denmark; *Department of Rheumatology, Aarhus University Hospital, Aarhus, Denmark; “Renal
and Transplant Centre, Imperial College Healthcare NHS Trust, London, UK; and ®Renal and Vascular Inflammation Section,
Imperial College London, London, UK

VENTYIILE R Glomerular Complement Factor H-Related Protein 5 (FHR-5)

e is Associated with Histological Injury in IgA nephropathy

PATIENT SELECTION METHODS RESULTS

Fernando Pinedo, Edu

Decreased circulating C3 levels and mesangial C3
deposition predict renal outcome in patients with iga
nephropathy

Seung Jun Kim, Hyang Mo Koo, Beom Jin Lim, Hyung Jung Oh, Dong Eun Yoo, Dong Ho Shin, Mi Jung Lee, Fa Mee Doh,
Jung Tak Park, Tae Hyun Yoo, Shin Wook Kang, Kyu Hun Choi, Hyeon Joo Jeong, Seung Hyeok Han

Department of Internal Medicine

Rosa Rodrigu ez, Jose | T - Glomerular staining for FHR-5 was observed in a predominantly mesangial
. m @ w + JLm— pattern in 32 (57.1%) biopsies.
Spanish Group for Stu
o (s patients ) (parathin -mbcddlng\ - FHR-5 and IgA, FHR-
Affiliations + expand idiopathic IgA el ok 5 and C3c colocalized
nephropathy (IgAN) patients with IgAN completely along the |
PMID: 24578331 PM were biopsy glomerular mesangial
fi d from -immunofluorescence and capillary areas.
June 2019 to staining of FHR-5,
February 2020 complement C3c and
IgA in renal biopsy of -IgAN patients with Oxford endocapillary hypercellularity (E1)
patients with IgAN and segmental glomerulosclerosis (S1) presented with more
intensity of FHR-5 deposition.
& y & 5 CONCLUSION:
The glomerular intensity of FHR-5
deposition could indicate the severity
m REPORTS Guo, 2021 of histological lesions in IgAN.
KIReports org




3HaueHMe aKTUBaALUM CUCTEMbI KOMMNMIEMEHTA NOo NEeKTMHOBOMY NyTu ANA nporHosa IgA-

HedponaTtum
Risk Ratio

Study N IV, Random, 95% CI
Composite end points

Espinosa 2014 283 - 385231, 843

Fabiano 2017 47 ——_—— 5.95 [2.49, 14.22)

Faria 2015 74 s b L =4 2.40 [1.15, 5.01)

Nam 2020 380 - 2.45[1.82, 3.31)

Sahin 2014 a3 » 4 67 [1.49, 1463

Overall (P = 32%, p=0.21) 817 < 3.7 [2.29, 4.40) (p<0.001)
Adjusted HR (F = 0%, p=0.42) 974 <S 2.05 [1.53, 2.76) (p<0.001)
ESKD

Espinosa2014 283 g 3851231, 643

Fabiano 2017 47 -~ 11,10 [1.29, 96 .54]

Nam 2020 380 N B 461 [2.88, 7.36]

Sahin 2014 13 & 4.67 [1.40, 14 63)
Overall (I = 0% , p=0.80) 743 < 4.37 [3.15, 6.07] (P<0.001)
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Jiang Y, Glomerular C4d Deposition and Kidney Disease Progression in IgA Nephropathy:

A Systematic Review and Meta-analysis. Kidney Med. 2021 Aug 6;3(6):1014-1021.
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438. Published 2017 Nov 29.
doi:10.1016/j.ekir.2017.11.015
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OHU U T€ KE KIMHUYECKUE
MPOSIBJICHUSI MOT'YT OBITh
CIIEJICTBUEM PA3JIMYHBIX
[1aTOJIOTHYECKUX MPOLIECCOB

Radford MG J Am Soc Nephrol (1997); 8: 199-207
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