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Purpose of review

Two main histopathological types of acute rejection are recognized in solid organ iransplantation: T<ell-
mediated rejection (TCMR) and antibody-mediated rejection (AMR). In pancreas allografis the contrasting
morphological features of these entities have only recently been described.

Recent findings
Acute TCMR is characterized by active septal infilirates composed predominantly of T cells and often

involving veins (venulitis) and ducts (ductitis). Inflammation of the arterial endothelium (intimal arterifis or
endarteritis) may be present. Focal or diffuse acinar inflammation (acinitis) is also typical of TCMR. Acute
AMR in contrast, is characterized by predominanily macrophagic (+ neutrophilic) inflammation,
concentrated in, and around the interacinar microvasculature (inferacinar inflammation, capillaritis) and
typically shows focal or diffuse C4d staining of the interacinar capillaries. Architectural preservation is
common in milder forms of AMR, whereas severe or unireated forms lead fo extensive vascular injury and
secondary parenchymal hemorrhagic necrosis. These morphological features sirongly correlate with the
nrecence of circulating donor-enecific antibody (DSAl L



Table 1. Histological features in stereotypical acute
T-cell-mediated rejection and antibody-mediated

rejection
ACMR AMR
Septal infiltrates +++ —to +
Eosinophils + to +++ —to +
Neutrophils — to ++ +/— to +++
T-lymphocytes ++ to +++ +/—to +
Macrophages ++ o+t
Venulitis - —
Ductitis ++ —
Acinar cell injury +/—to ++ ———
Acinar inflammation — to +4++ + to +++
Acinitis (mononuclear + to +++ —to +/—
infiltrates within the
basement membrane
of individual acini)
Interacinar capillaritis —to +/— +to +++
Intimal arteritis - -
Necrotizing vasculitis/ —to + +++
thrombosis
Confluent hemorrhagic — to ++ +++
necrosis

ACMR, acute T-cell-mediated rejection. Adapted from [18™"].



Acute TCMR Banff Grading

(3) Acute TCMR
(a) Grade I/mild acute TCMR

()

Active septal inflammation (activated,
blastic lymphocytes, =+eosinophils)
involving septal structures: venulitis
(subendothelial accumulation of
inflammatory cells and endothelial
damage in septal wveins), ductitis
(epithelial inflammation and damage
of ducts) and/or focal acinar inflamma-
tion. No more than two inflammatory
toci per lobule with absent or minimal
acinar cell injury.

(b) Grade [I/moderate—acute TCMR (requires
differentiation from AMR)

(i)

Multifocal (but not confluent or diffuse)
acinar inflammation (>3 foci per lobule)
with spotty (individual) acinar cell
injury and drop-out and/or mild-intimal
arteritis (with minimal, <25% luminal
compromise).

(c) Grade Ill/severe—acute TCMR (requires
differentiation from AMR)

(i)

(ii)

(iii)

Diffuse, (widespread, extensive) acinar
inflammation with focal or diffuse
multicellular/confluent acinar cell
Necrosis;

And/or moderate or severe intimal
arteritis, more than 25% luminal
compromise;

And/or transmural inflammation:
necrotizing arteritis.

Septal

Acinar +£ vascular



ADucts
A Ductitis

AVeins
A Venulitis

A Arteries
A Intimal arteritis, transmural arteritis

AExocrine acini
A Acinitis
A Acinar cell damage / death
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Persistent/refractory rejection

AFeatures of active rejection
AFeatures of evolving, chronic tissue damage
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REJECTION

ACUTE AND CHRONIC REJECTION OVER TIME IN A
TYPICAL CASE OF GRAFT LOSS
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(Papadimitriou et al.: AJT May 2003)
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