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 Dr. William Heberden — 1802 — olgu; artrit, GiS. bébrek tutulumu,purpura

e Johann Schoenlein - 1837, purpura,artralji
e Eduard Henoch - 1874, GiS ve renal semptomlar
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 immin kompleks aracili

* |gAl-dominant immun birikimler

* Kendi kendini sinirlar

» Spesifik semptomlara yonelik tedavi

» Agresif seyir-agresif tedavi

* Alevlenmeler (%22-eriskinlerde), kronik hastalik (%33-eriskinlerde)
* Cocukluk cagindaki en sik vaskdlit (3-26/100,000 yillik insidans))
* Ortalama baslangic yasi 6

 Eriskinlerde daha az siklikta (0.1-1.8/100,000 yillik insidans)
Ortalama baslangic¢ yasi 50

E/K: 10:2

Pillebaut E, 2021
Yaseen K,2021
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Table1 Companson between ACR 1990 and EULAR/PRINTO 2010 classification cnitena for [gAV

ACR classification cntena (1990) [8] EULAR/PRINTO/PRES classification enteria (2010) [11]
Two of the following criteria Purpura or petechiae and one of the following four criteria
1. Age < 20 years 1. Abdominal pain
2. Palpable purpura 2. Arthritis or arthralgia
3. Acute abdomunal pain 3. Renal involvement
4. Biopsy showmg granulocytes in the walls of the small 4. Leukocytoclastic vasculitis with predommant IgA deposits or proliferative
arterioles or venules glomemlonephntis with predominant IgA deposits
Sensitivity 87.1%; specificity 87.7% Sensitivity 100%: specificity 87%
ACR 1990 ;

IgA dominant immun birikimler dahil edilmemis

IgAV diger kiiciik damar vaskdlitlerinden ayiracak kadar spesifik degil
Chapel Hill 1994;

IgA dominant immun birikimlerin oldugu kicuk damar vaskuliti
Chapel Hill 2012 Revise;

Henoch-Schonlein purpura — IgAV

EULAR/ PRINTO/PRESS 2010;

Yas kaldiriliyor, IgA birikimi, eklem ve renal tutulumu

Daha sensitif
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Solunum ve GiS mukozasi
Plazma hiicreleri-Ki

IgAl, IgA2

Periferik kanda IgA1l dominant

1 N-linked glycosylation
Y  O-linked glycosylation

4 J-Chain
& Secretory component (5C)

migA digh SlgA

Molecular ~150kDa ~320kDa  ~350kDa
mass {dimer] (dimer])

~6J0kDa ~e90kDa
(tetramer) (tetramer]

https://www.researchgate.

net/
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IgA1 molecule
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Example of a Gal-deficient hinge-region glycopeptide Suziki H, Novak J, 2021
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Self agregasyon

Antijenik yapi

IgG antikorlarin olusumu

Gd-IgAl-IgG immun kompleks olusumu
Dolasim ----- bobrek

Mezenjial hiicre aktivasyonu
Glometriiler zararlanma

Kar Nena Lai. Svdnev C. 2016
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» Mesangial deposition and glomerular injury

Kar Neng Lai, Sydney C, 2016



Proliferation
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L Stable IgA Pr ive Ig

Alternatif yolak
™  C3 birikimi
W e FHR5

* Renal biyopsi

Lektin yollagi
 (C4d

Terminal kompleman yolagi
* C5b-9

O Lectin pathway proteins .
Alternative pathway proteins Gutierrez E' 2020
Terminal pathway proteins
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Iliskili klinik durumlar

* Infeksiyon

Ust solunum yolu

GIS

Diger infeksiyonlar

Staf, strep, parvo, H pilori, hepatit B
* [laclar

Kinolon

Klaritromisin

Furosemid

Varfarin

* Malignite; Solid tm ( AC, prostat, renal), hematolojik
* Romatolojik ; FMF, IBH, SPA



Klinik Belirtiler

* Deri

* Eklem

e Gastrointestinal sistem
* Renal

* Diger

Palpabl purpura
Artrit/artralji

Karin agrisi

Renal hastalik

Typical symptoms and signs of
Henoch-Schonlein purpura

Raised reddish-purple

spots or bruised areas Abdominal pain,
mainly on buttocks, legs, nausea, vomiting,
and feet, In some individuals, bloody diarrhea

spots may appear on body
trunk, arms, and hands.

Joint inflammation



Table 2 Comparison of clinical manifestations and disease outcomes
between adults and children

Adults

Children

Incidence

Seasonal pattern

Clinical
association

Skin
manifestations
Rash

Affected
distribution

Joint
manifestations

0.1-1.8 per 100,000
individuals [2]
Less seasonal

Common in summer

Malignancy and drugs
are more commeon
triggers

Infection is less common
[15-17]

Severe lesions are
coOmmon

MNecrotic, bullous lesions
are frequent [7, 14]

Lesions are frequently
resistant to treatment

Frequently reported in
upper extremities and
trunk [15]

Commeon [16]

High incidence at disecase
onsct

Gastrointestinal manifestations

Abdominal pain,
diarrthea .
hematochezia,
& nausea

Intussusception

Renal discase

Renal outcome

Common 56% [15]

Rare

Common [21]

Severe renal disease in
30% (nephrotic
syndrome and renal
failure) [ 15, 21]

At 2-year follow up,
chronic disease in 80%
[7.15]

Frequent relapses: 20%
[15]

326 per 100,000
individuals [1]

Typically seasonal

Commeon in fall and
winter

Infections are common

Mild lesions are
common

Purpura in most patients
[7. 14]

Lesions are frequently
self-limited and do not
require treatment

Usually limited to lower
extremities [15]

Common [16]

Less reported at disease
onsct

Commeon 62% [15]

Commeon up to 13.6%
[20]
Uncommon

Severe renal disease in
1% (nephrotic
syndrome and renal
failure) [15, 21]

At 2-year follow up,
self-limited in > 95%
[15, 16]

Relapses are rare

Typically a young boy. Often occurs following upper respiratory tract infection.
A systemic vasculitis often with IgA dominant immune deposits.

The prognosis is generally good, however, is
worse in older patients. _ Often occurs
. following
£ N @ viral upper
{ | respiratory
Sub-cutaneous Oedema . infections.

Hands, Feet,Scalp &Ears = =
-

Kidney - Glomerulonephritis
& Renal Failure 2
- microscopic haematuria.

Gastrointestinal tract -
acute abdomen picture
(intussusception) colicky

pain & occult bleeding.

Classically get purpuric rash
over buttocks and extensor surfaces Oedema

(however, this is not always present!).
‘ ‘ Arthritis

affects 60-80%
(esp knees
‘ & ankles).
Microscopic Haematuria.
” = o o —— -L;.~
Pt . & N QOedema
L o . ” * . of the
feet
www.PicturingMedicine.com ©2010 John Kenneth Dickson

Yaseen K,2021



Derl

* Palpabl purpura

%75

Simetrik

Kalcalar ve alt ekstremite

Bacaklar ve ayaklar

Kasintili olabilir ama nadiren agrili
* lokalize subkutan 6dem

* Nekrotik veya hemorajik purpura
e Bul ve pustul



https://www.pcds.org.uk
https://www.researchgate.net



https://www.pcds.org.uk/
https://www.pcds.org.uk/

Matthias Nothhaft, 2019




Matthias Nothhaft, 2019




Leukocytoclastic vasculitis histology




Eklem

* Artralji, ayak bilegi ve diz
 Periartikiler yumusak doku sisligi
e Eftzyon sik degil

* Artrit

Gecici

Oligoartikuler

Deformitesiz

Alt ekstremite

Eritem ve sicaklik artisi genellikle yok
* Myalji,

Kreatinin kinaz yuksekligi yok

https://www.hopkinsvasculitis.org



Gastrointestinal sistem

Submukozal hemoraji, duvar ddemi, ince ve kalin barsak vaskdliti
* Karin agrisi, %50

Cocuklarda; diftiz karin agrisi
Eriskinlerde;

Epigastrik, sag alt karin lokalizasyonlu
Yemeklerden sonra artis

Barsak iskemisine benzer yakinmalar

* Bulanti

* Diare

* Gaitada kan

* GiS kanamasi, %20-30

* intussepsiyon; en sik ileoileal, ileokolik
* Perforasyon; ince barsak 6zellikle ileum

* Pankreato-hepatobilier tutulum; pankreatit kolesistit Lina Du 2021



Chiara Rubino, 2018



https://www.hopkinsvasculitis.org



https://www.hopkinsvasculitis.org



Renal

* Gross hematdri, bir ya da daha fazla atak - %40-50

* Mikroskopik hematuri, orta derecede proteindri - %30-40
* Nefrotik sendrom, akut hizli ilerleyen glomerulonefrit
Odem

Hipertansiyon

Bobrek yetmezligi

* Malign hipertansiyon

Chee Kay Cheung, 2021












MEST-C IgA nefropatisi

« Mesangial hypercellularite

* Endocapillary hypercellularite

« Segmental glomerulosclerosis

« Tubular atrophy/interstitial fibrosis
* Crescents



Table 1 | MEST-C criteria in the updated Oxford Classification of IgA Nephropathy?

Histological Definition Score

variable

Mesangial More than four mesangial cellsinany  ® M0: <50% of glomeruli showing
hypercellulanity mesangial area of a glomerulus mesangial hypercellularity

* M1: =50% of glomeruli showing
mesangial hypercellularity

Endocapillary Hypercellularity due toanincreased  ® E0: no endocapillary hypercellularity
hypercellularity number of cells within glomerular * E1: any glomeruli showing

capillary lumina endocapillary hypercellularity
Segmental Adhesion or sclerosis (obliteration of ~ ® S0: absent

glomerulosclerosis  capillary lumina by matrix) in partbut ~ ® 51: present in any glomeruli
not the whole glomerular tuft

Tubular atrophy/  Estimated percentage of corticalarea * T0: 0-25% of cortical area
interstitial fibrosis  showing tubular atrophy orinterstitial  ® T1: 26-50% of cortical area

fibrosis, whichever is greater ¢ T2:>50% of cortical area
Cellular or Percentage of glomeruliwith cellular  # C0: absent
fibrocellular or fibrocellular crescents * (C1: 0-25% of glomeruli
crescents * C2:225% of glomeruli

IgA vaskulitli eriskin hastalarda validasyonu yoktur Markowitz G, 2017



Prognoz

Box 3 | Markers of poor prognosis in IgA nephropathy

Demographic

Male sex*#1#

Older age at diagnosis (>60 years)*#514
Obesity!*

Clinical

No history of macroscopic haematuria'™

Persistent microscopic haematuria®***

Persistent hypertension®®*5

Increased serum creatinine levels at presentation!#153

Laboratory
]BLIE-‘I-

Persistent proteinuria (>1,000 mg per day

Hyperuricaemia®>**

Hypertriglyceridaemia®®’
Angiotensin-converting enzyme DD genotype'®

Histological — light microscopy
Glomerular sclerosis!s154

Endocapillary cellular proliferation'®
150

Capillaritis
Interstitial fibrosis!3-160.161

Thrombotic microangiopathy'®

Loss of podocytes!®
Collectively increased Oxford-MEST scores'®

Histological — immunofluorescence microscopy

Mesangial IgG co-staining*®>*%

Kisa donem prognoz GiS
semptomlarinin ciddiyetine,
Uzun donem prognoz nefrite

baghdir

Kar Neng Lai, Sydney C, 2016



Diger

Alt Uriner sistem; Ureter obstriksuyonu, Uretrit, hemorajik sistit

Ureme sistemi; skrotum ve testislerde ddem ve agri,epididimit, orsit, testisde hematom
Dolasim sistemi; DLCO azalma

Difliz alveolar hemoraji

Myokardial tutulum; iletim anomalisi, KKY, myokardial nekroz

Kalp kapagi tutulumu

Tromboz; venoz , arteryel, portal,mezenterik, iliofemoral ven, koroner arter
Santral sinir sistemi tutulumu; ensefalopati

Serebral vaskulit

Serebral hemoraji

Posterior reversibl ensefalopati sendromu

Nobet; jeneralize

Periferik sinir sistemi zararlanmasi; fasial paralizi, GBS, akut motor sensori aksonal
noropati

Okduler tutulum, Ant iskemik optik noropati, bilateral santral retinal arter
oklizyonu,sklerit

Silotoraks, siloasit, adrenal hemoraji _
Lina Du,2021



Tani

* Klinik belirtiler, bulgular

e Histopatolojik degisiklikler
 Spesifik tanisal lab testi yok
e ESH, CRP

* Bobrek fonksiyon testleri

e |drar

 Kompleman duzeyleri

* |gA



HISTORY:
- Skin lesions/rash
- Joint pain
- Abdominal pain
- Lower extremity edema

Adult IgA-vasculitis
Diagnosis algorithm

PHYSICAL EXAM:
Skin lesions/rash
Joint tenderness and/or swelling
Abdominal tenderness
Lower extremity edema

-  Complete blood cell count

-  WS5SR and CRP
- Urinalysis & 24 hour urine protein

- Serum creatinine

LABORATORY TESTS:

IF ABDOMINAL PAIN PRESENT:
Obtain abdominal ultrasound or
CT (to rule out other disorders):
may show lymphadenopathy in
lgA-vasculitis

!

IF RASH PRESENT:
Obtain skin biopsy with direct
immunofluorescence

IF URINE DIPSTICK POSITIVE FOR
BLOOD:
Exam fresh urine sediment for
the presence of RBC casts and/or
dysmorphic RBCs

If skin biopsy shows leukocytoclastic vasculitis with Kidney biopsy may be necessary if:
deposits of lgA and C3, urine sediment shows RBC - Impaired kidney function
casts and the kidney function is normal, a kidney | 1 L_, |- Nephrotic or nephritic syndrome
biopsy may not be necessary for diagnosis. - Persistent proteinuria > 1g/day at 6 months

- Diagnostic uncertainty

Yaseen K,2021



Tedavi

» Semptomatik; parasetamol NSAIl |, antispasmodikler
e Steroid;

Artrit,orta siddette karin agrisi, purpura

ESRD onler mi?

Yan etkiler — kar zarar orani

* Siklofosfamid

* MMF

* Azatipyrin

e Kalsinorin inhibitorleri

e Rituximab



Skin and/or joint Gastrointestinal tract .
. . Renal involvement
involvement involvement
. Severe form
trea_tment ; Severe form Mild form Moderate fnrm :
(compression therapy of Benign form (maseive (hematuria {hematuria, {acute or rapidly
|E.‘QS, rest, analgesia, {iSﬂ'ﬂlEd rmild bleedin rDtBiﬂUFi-a':DEI id proteinuria = F“'DQV'ESﬁ_'"’E It'EI"IEIl failure,
avoid NSAID if renal or abdominal pain) erft::raticg:rl'l] P " GF'H? ' 0,5g/d, normal proteinuria 3*.1g.fl:|,
gastrointestinal P GFR) cres_cenhc
involvement) lesions)
I | ) ! ]
Consider colchicine or Symptomatic Surgical Evaluation at 3 Consider
dapsone in case of treatment evaluation and 6 months prednisone 1mg/kg/d
remittance + methylprednisclone
pulse
. . . « Locatelli schedule »
Renin=angiotensin=system + cvclophosphamide
blockers - Cyeiop i P
L
¥ FProteinuria

>1 g/d at
3 or 6 months

Prednisone 1mg/kg/d
+ |V methylprednisolone
* cyclophosphamide
=+ surgery

Consider rituximab
or other
immunosuppressive drugs
(mycophenolate mofetil,
tacrolimus)

Pillebout E, 2021




Targeted-release )
formulation of  Deliver budesonide to the distal ileum thus suppressing B-cell activation and proliferation

budesonide

) |

BAFF and APRIL | Atacicept: block the activation of B-cell through binding transmembrane activator and calcium-modulator
targeted therapies and cyclophilin ligand interactor (TACI); Blisibimod: selective antagonist of B-cell activating factor (BAFF)

|
% &
.--
f

Spleen tyrosine  Fostamatinib: selective tyrosine kinase inhibitor that modulate different B-cell related pathogenic
kinase inhibitor = pathways in IgA nephropathy

-
Erunomodulatrd Hyd roxgﬂlnrﬂquine: immunnmﬂdu_latnr}r alct_ic_-ns such as _inhibitic::n of inﬂammatpr}r cells, |
autoantigen presentation suppression, inhibition of Toll-like receptors and cytokine production
:
P{.?r:?;iﬁf Bortezomib: plasma cell proteasome inhibitor that could target antibody production in IgA nephropathy

T )
Complement Avacopan: C5a receptor blocker that suppresses local inflammation in IgA nephropathy; LNP023:

| - hibit complement factor B inhibitor to block the alternative pathway activation; OMS721: mannose-binding lectin
‘ ot | associated serine protease 2 (MASP-2) inhibitor to reduce lectin pathway activation in IgA nephropathy

-

Gutierrez E, 2020
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Sorular

 Klinik semptom ve bulgular

Tipik olanlarin disindaki semptom ve bulgularin varligi
* Nefropatide tedavi icin GFR nin alt siniri nedir?

* ‘Point of no return’ tanimlamasi

* Tam remisyon tanimlamasinin klinik pratige yansitilmasi
* Immunsupresif tedavi ne zaman gereksiz?

* Imminsupresif tedavi verilecek en uygun doz nedir?
* Gelecek calismalar;

Mukozal immun yanitin supresyonu

Kompleman yollaklarinin baskilanmasi

Tirozin kinaz inhibisyonu
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| IgA nephropathy ] [ Findings
| ' Uncommon clinical scenario

( 1 [ Treatment
=50% crescents 1 =50% crescents 1
- * ™, - 4 &
Steroids and Control blood pressure
immunosuppression ] ’
ACElsand ARBs |

",

!

i~ "

Blood pressure target:
systolic =125mmHg or
diastolic =75mmHg

( I T )

OB R B OB BN B BN OER BN OER BN BN OB N BN OB N M B R PN BN BN BN BN BN OB OEE BN OER BN BN OB BN BN BN N BB

<1g per day proteinuria . =1g per day proteinuria | . <1g per day proteinuria =1g per day proteinuria
Stable GFR Stable GFR ' Declining GFR ' | Declining GFR ]
C ) l | ~,
s lf GFR =50% of normal | GFR <50% of normal

{ v )

[ <5% GFR decline 5-10% GFR decline [ >10% GFR decline
4 | per year per year per year

5,

¥ ¥ L ]

| Combined imm unosuppression
tapering for =2 years

Monitor status and revize Short-term steroidsz and
if changed monitor rezsponsze for =1 year










Inflammation of
glomerular capillaries

Inflammation of
small vessels in the skin

IgA Vasculitis

IgA deposits in
glomerulus viewed by
immunofluorescence
microscopy

IgA deposits in small
vessels in the skin viewed
by immunofluorescence
microscopy



Antigen
binding —
Fab region

Heavy
chain




Upper respiratory tract infection Genetic predisposition

Virus, bacterial, food (eg gl%/

IgA production (Mucosal? Bone marrow?) and/or clearance regulation abnormalities
Aberrant glycosylation (+ B lymphocytes galactosyltransferase activity)

.

T Immune complexes containing polymeric Gd-lgA1

Binding to lymphocytes RFcal receptor (CD89)
Sheddind of the extra-cellular part of the CD&9 - »
TT lgA1/ CD89 circulating compl

+ Immune complexes clearance
(Gd-lgA1-CD89 and Gd-lgA1-lgG)

Hesv/,7

Gd-lgA1 fixation to it mesangial receptor (transferrin receptor - CD71)

Lectin and alternative CD71 and mesangial transglutaminase 2
complement pathway activation overexpression

Intra=glomerular inflammation

l<7 MCP-1, IL-8, IL-1, TNFa, IL-6, PDGF, TGF-3,CXCL12

Mesangial cells activation : Proliferation, extracellular matrix expansion

Y
PROTEINURIA AND RENAL INSUFFICIENCY

Pillebout E, 2021
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Renal corpuscle

Foot process
Basement membrane
Bowman's space

.......
iy e,

Proximal tubule

Distal
convoluted
tubule

Healthy

IgAN
Tubule epithelial
cell atrophy
Increased
Afferent
arteriole

matrix _
mesanglal cells

[ Epithelial cell Podocyte
B¢ Mesangialcell © Protein

@ Tcell >=10A

diaphragm
, GBM PR ﬂ Macrophage )iGd-lgAl
_i Endothelial ! o 0! ® Monocyte




