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Oz antijenlere immiinolojik yanit...
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- Cevresel etkenler
- Diizenleyici mekanizmalarda bozulma Defective regulation

FOXP3, CTLA-4, IL-2, etc.



OTOIMMUNITENIN GELISME MEKANIZMASI

1. Anormal antijenik uyarma :

a) Capraz reaksiyon,

b) Otoantijenlerin degisiklige ugramasi,

¢) Gizli kalmis doku antijenlerinin agiga ¢ikmasi,
d) Otoantijen miktarinin artmasi,

e) Ontojenik olarak geg¢ gelisen doku antijenleri,
f) Adjuvantlar,

g) Greftin konagi reddi reaksiyonu .

2. Anormal bagisik yanit :
a) Otoantikor yapan hiicre klonlarinin mutasyonu,

b) Supresor T hiicre yetersizligi veya yoklugu.



TANISAL BIYOBELIRTEC

 1- Organa 6zgiil otoantikorlar,

 2- Organa 06zgiil olmayan otoantikorlar.
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HLA dis1 antikorlarin transplantasyondaki onemi

Kompleman bagimli/ komplemandan bagimsiz yollar...
Bir¢ok mekanizma yoluyla tiretim...
IL-17/TH ,; tlretimde merkezi bir rol...

Daha fazla arastirmaya ihtiyag...



HLA dis1 antikorlarin olusum mekanizmalari

Cross-reactivity I endothelial damage
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The Emerging Importance of Non-HLA Autoantibodies in Kidney Transplant Complications.

Cardinal ve ark. Journal of the American Society of Nephrology 28(2):p 400-406, February 2017.
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Non-HLA Abs in Solid Organ Transplantation.
Maria Gutiérrez-Larrafiaga ve ark. Transplantology 2020, 1(1), 24-41

Transplantology 2020, 1

Table 2. Characteristics of non-HLA antibodies in organ transplants.

Renal Lung Heart
unclear association
Pre with graft survival - unclear
and ABMR ; y , Complement ndent
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Post  withgraftsurvival  POvSynergetic  ABMR synergistic
with HLA with HLA, CAV
and ABMR
Pre Acute rejection Graft failure Not associated with GPCR in endothelia
Post ABMR and decreased Possible ABMR ABMR and CMR available ELISA injury vasoconstriction [44]
graft survival and CMR
Pre AVR - - Home made ELISA  Vessel wall component acts CD3, NK cell infiltrate and Cd4d
Perlecan ABMR, impaired graft (also available for as neoantigen after deposition [67]
Post function 7 Z Luminex) caspase-dependent cleavage
Pre - BOS, PGD - junctions, cytoske Complement activation, also
Tubulin ABMR driven by Home made ELISA Gapj e etal HIF-1a and pro-fibrotic growth
Post - donor HLA, BOS CAV, ABMR P factors [101]
Pre - BOS, PGD - In lung, Ab to collagen type V
Collagen ABMR driven by Home made ELISA Connective tissues result in CD4 infiltrate and IL-17
Post 16 donor HLA, BOS Sab et production, resulting in BOS [102]
. Not associated with
e P ETA VS o ) rejection ELISA and/or Cytoskeletal, intermediate ~ CD3, CD4, cell infiltrate and C3d
Post TG (IgG isotype), : ABMR and CAV LUMINEX filament deposition [103]
rejection driven by donor HLA

Abbreviations: MICA: MHCI1-related chain A gene. NKG2D: Natural Killer Group 2 D. HLA: Human Leukocyte Antigen. ABMR: Antibody-Mediated Rejection. AVR: Acute Vascular
Rejection. CMR: Cell-Mediated Rejection. AT1R: Angiotensin Il Type 1 Receptor. GPCR: G-protein coupled receptor. BOS: Bronchiolitis Obliterans Syndrome. PGD: Primary Graft

Dysfunction. CAV: Cardiac Allograft Vasculopathy. TG: Transplant Glomerulopathy. IFTA: Interstitial Fibrosis and Tubular Atrophy. ELISA: Enzvme-Lmked ImmunoSorbent Assay.
HIF-1a = Hypoxia-Inducible Factor 1 alpha.



En sik tespit edilen HLA dis1 antikorlan

Anjiyotensin II Tip 1 Reseptor Antikorlart (AT1R-AD)

Anti-Endotelin A Reseptor Antikorlar: (Anti-Endothelin A Receptor Ab)

Major histokompatibilite kompleksi (MHC) sunif I-iliskili zincir A (MICA) antikorlar: (Anti Mica Ab)
Anti-Perlekan antikorlar: (Anti-Perlecan/LG-3 Ab)

Anti kollajen antikorlar: (Anti-Collagen Type lv, Type lii, Type | and Anti-Fibronectin Ab)
Anti-Vimentin antikorlar: (Anti-Vimentin ADb)

Anti-Agrin antikorlar: (Anti-Agrin Ab)

Anti-H-Y antikorlar: (Anti-H-Y AD)

Anti-Rho Guanin Niikleotid Degisim Faktorii 2 Antikorlar: (Anti-ARHGDIB -Rho Guanine Nucleotide
Exchange Factor 2 Ab)

Anti-Peroksizomal Trans-2-Enoil-CoA Rediiktaz Antikorlar: (Anti-PECR Peroxisomal Trans-2-Enoyl-CoA
Reductase Ab)

Anti-Protein Kinaz C Zeta Tipi Antikorlar (Anti-PRKCZ -Protein Kinase C Zeta Type Ab)



Anjiyotensin IT Tip 1 Reseptor Antikorlar: (AT1R-AD)

Human Immunology 82 (2021) 89-96

Contents lists available at ScienceDirect
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ARHGDIB and AT1R autoantibodies are differentially related to the )
development and presence of chronic antibody-mediated rejection and |55
fibrosis in kidney allografts
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Angiotensin II type 1-receptor activating antibodies
in renal-allograft rejection
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Friedrich C Luft, Gerd Wallukat
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Anti-Endotelin A Reseptor Antikorlar: (Anti-Endothelin a Receptor Ab)

Endothelin Type A Receptor Antibodies Study Time Point (months post-transplantation)
Are Associated With Angiotensin
Il Type 1 Receptor Antibodies, Vascular b
Inflammation, and Decline in Renal Function B .
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Major histokompatibilite kompleksi (MHC) sinif I-iliskili zincir A (MICA) antikorlar: (Anti

Mica Ab)
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Anti-Perlekan Antikorlar: (Anti-Perlecan/LG-3 Ab)

A C4d staining at renal cortical medullary junction
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Amarican Journal of Transplantation 2016; 16: 3416-34239 © Copyright 2006 The American Sociery of Transplaniation
Wiley Pariodicals Inc. and the American Sociery of Transplant Surgeons
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Anti-LG3 Antibodies Aggravate Renal Ischemia-
Reperfusion Injury and Long-Term Renal Allograft
Dysfunction
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H. Cardinal1-23-+.* antibody; Ctrl, control; DGF, delayed graft function;
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Anti Kollajen Antikorlar: (Anti-Collagen Type lv, Type lii, Type | and Anti-Fibronectin Ab)

Clinical significances of anti-collagen type | and type Il antibodies

in antibody-mediated rejection

METHODS RESULTS
Kidney transplant recipients from a— re— T e—— Death-censared graft failure risks
a tertiary center in Korea e - » s
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# Serum samples collected on biopsy mediated rejection cases. mediared rajection. antibody-mediated refaction.
mp measured titers for y : '
39 non-HUA autoantibodies, CONCLUSIONS rost-transplant anti-collagen | and collagen 1l antibodies
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Anti-Vimentin Antikorlar: (Anti-Vimentin Antibodies)

ELSEVIER

Vimentin Antibodies: A Non-HLA Antibody as a Potential Risk Factor
in Renal Transplantation

V. Carter, B.K. Shenton, B. Jaques, D. Turner, D. Talbot, A. Gupta, C.E. Chapman, C.J. Matthews,
and G. Cavanagh

Table 1, Initial Screening of Samples
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Anti -Agrin antikorlar: (Anti-Agrin Ab)

« Kronik ABMR'nin bir 6zelligi olan transplant glomertilopatili hastalarda agrine kars1 antikorlar
tanimlanmagtir.

Amencan Joumnal of Transplantation 2008; 5: 363-393 Copyright © Blackwell Munksgaard 2005

Blackwell Munksgaard
B doi- 10.1111,1600-6143 200500690 x

Antibody Response Against the Glomerular Basement
Membrane Protein Agrin in Patients with Transplant

Glomerulopathy

Simone A. Joosten®, Yvo W.J. Sijpkens?, Introduction

Vanessa van Ham®, Leendert A. Trouw?,

Johan van der Vlag®, Bert van den Heuvelt, Chronic allograft nephropathy (CAN) is ane of the most
Cees van Kooten®* and Leendert C. Paul® important causes of graft failure after the first 6 months

post-transplantation (Tx) and may affect over half of the



Anti-H-Y antikorlar: (Anti-H-Y Ab)

* H-Y antijeni, Y kromozomu tizerinde bulunan genler tarafindan kodlanan minor bir doku
uyumluluk antijenidir. Greft reddi ,kisa ve uzun siireli greft yetmezligi ile iliskili .

J Am Soc Nephrol. 2009 Sep; 20(9): 2025-2033. PNICID: PMC2736773
dor: 10.1681/ASN.2006101110 PMID: 19541606

H-Y Incompatibility Predicts Short-Term Outcomes for Kidney Transplant Recipients

S Joseph Kim® and John 5. Gill




Anti-Rho Guanin Niikleotid Degisim Faktorii 2 Antikorlar:t (Anti-ARHGDIB -Rho
Guanine Nucleotide Exchange Factor 2 Ab)
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Anti-Peroksizomal Trans-2-Enoil-CoA Rediiktaz Antikorlary( Anti-PECR -
Peroxisomal Trans-2-Enoyl-CoA Reductase Ab)

A PECR ELISA g
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Anti-Protein Kinaz C Zeta Tipi Antikorlar (Anti-PRKCZ -Protein Kinase C Zeta Type Ab)

-~ HHS Public Access

Author manuscript
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Published in final edited form as:
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* HLA dis1 antikorlar immiinolojik risk degerlendirmesine dahil edilmeli,

« Algoritma olusturulmali.
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