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AntibodyyMeédiatec:Effects:on Allegrafts

< AHyperacute rejection
AAcute humoral rejection
AChronic humoral rejection
AAccommodation



Diagnostic: Critena iforfAcute ABMR

glomerulitis

margination of neutrophils inthe PTC
fibrin thrombi

Interstitial hemorrhage

severe or necrotizing vasculitis

Miffuse, linear C 4d staining
In the PTC

Adentification of DSA Dr. Rohert:Ec6i0Min
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Updates: of 2019 Banfffclassification

1-

. Normal biopsy or nonspecific changes
. Antibody - mediated changes

. all 3 criteria must be met for diagnosis
1. Histologic evidence of acute tissue Injury
2. Evidence of current/recent antibody interaction with
vascular endothelium
3. Serologic evidence of circulating donor - specific
antibodies(DSA to HLA or other antigens).
CA4d staining or expression of  validated transcripts/ classifiers
as noted above in criterion 2 may substitute for DSA




AJT

TABLE 4 Updates of 2012 Banff classification for ABMR,
borderline changes, TCMR, and polyomavirus nephropathy. All
updates in boldface type®

Category 1: Normal biopsy or nonspecific changes
Category 2: Antibody-mediated changes
Active ABMR; all 3 criteria must be met for diagnosis

1. Histologic evidence of acute tissue injury, including 1 or more of

the following:

e Microvascular inflammation (g > O and/or ptc > 0), in the absence
of recurrent or de novo glomerulonephritis, although in the
presence of acute TCMR, borderline infiltrate, or infection,
ptc = 1 alone is not sufficient and g must be =2 1
Intimal or transmural arteritis (v > 0)°
Acute thrombotic microangiopathy, in the absence of any other
cause
Acute tubular injury, in the absence of any other apparent cause
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2. Evidence of current/recent antibody interaction with vascular

endothelium, including 1 or more of the following:

e Linear C4d staining in peritubular capillaries or medullary vasa
recta (C4d2 or C4d3 by IF on frozen sections, or C4d > O by IHC
on paraffin sections)

At least moderate microvascular inflammation ([g + ptc] 22) in the
absence of recurrent or de novo glomerulonephritis, although in
the presence of acute TCMR, borderline infiltrate, or infection,
ptc = 2 alone is not sufficient and g must be 21

Increased expression of gene transcripts/classifiers in the biopsy
tissue strongly associated with ABMR, if thoroughly validated

3. Serologic evidence of circulating donor-specific antibodies (DSA
to HLA or other antigens). C4d staining or expression of validated
transcripts/classifiers as noted above in criterion 2 may substitute
for DSA; however thorough DSA testing, including testing for
non-HLA antibodies if HLA antibody testing is negative, is strongly
advised whenever criteria 1 and 2 are met
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Acutee Humoral Rejection
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3-Step IF Technigque

3-Step IP Technique
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Fixed tissue may have plasma artifact
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Updates:of{ 2019 Banfficlassification

-all 3 criteria must be met for diagnosis:
1. Morphologic evidence of chronic tissue injury,
2. Ildentical to criterion 2 for active ABMR
3. Identical to criterion 3 for active ABMR




Chronic active ABMR; all 3 criteria must be met for diagnosis

1. Morphologic evidence of chronic tissue injury, including 1 or more
of the following:

Transplant glomerulopathy (cg > 0) if no evidence of chronic TMA
or chronic recurrent/de novo glomerulonephritis; includes changes

evident by electron microscopy (EM) alone (cgla)
Severe peritubular capillary basement membrane multilayering

(ptcml1; requires EM)

Arterial intimal fibrosis of new onset, excluding other causes;
leukocytes within the sclerotic intima favor chronic ABMR if there
Is no prior history of TCMR, but are not required




Chronic Allograft Glomerulopathy /
Transplant glomerulopathy (Cg)
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ars post - Tx, PTC BM multilayering (up to 7 layers)
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Updates:of f 2019 Banfficlassification

1.cg> O and/or severe ptcml (ptcml 1)
2. Absence of criterion 2 of current/recent antibody interaction
with the endothelium
3. Prior documented diagnosis of active or chronic active ABMR
and/or documented prior evidence of DSA



Updates:of f 2019 Banfficlassification

Aall 4 features must be present for diagnosis
1. Linear C 4d staining in peritubular capillaries
(C4d2 or C4d3 by IF onfrozen sections,or C4d>0 by IHC on paraffin sections)
2. Criterion 1 for active or chronic active ABMR not met
3. No molecular evidence for ABMR as in criterion 2 for active
and chronic active ABMR
4. No acute or chronic active TCMR, or borderline changes




oNormal 6 Protocol Biopsy with C  4d+
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2-4% of 501 protocol bx in 18t yr Mengel AJT, 5: 1050, 2005



ABO incampatibleallograft
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A majerresiduahissueanithinitherclassification

. AThe category of CA ABMR encompasses lesiofih:
‘5 A Severeactivity and mild chronicity €g, o3 ptc3 cgl ciO ctO C4d3),

A Tho:;,ewith mild activity and severe chronicitye, gl ptcl cg3 ci3 ct3
C4d0),

A Intermediate cases.

AThusa simple diagnosis of CA ABMR gives treating clinicians limited
Information for appropriate treatment options.

AAlthoughthe addition of individual Banff lesion scores to the diagnostic
line of the report Is interpretable by experienced clinicians, it may
confuse some clinicians who are unfamiliar with subtleties of the Banff
system



Banff Kidney Questionnaire 2019




