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Algorithm of ANCA Diagnostics in the context of vasculitis

Bossuyt et al, 2017

Nat Rev Rheum 13:386-92
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… and beyond Vasculitis

Moiseev et al. Autoimm. Rev. 2020; 

https://doi.org/10.1016/j.autrev.2020.102618



Clinical Validity of PR3 ANCA in IBD           15.10.2025 Vilnius 4

Universitätsinstitut für klinische Chemie und ZLM

In the context of inflammatory bowel diseae

Moiseev et al. Autoimm. Rev. 2020; 

https://doi.org/10.1016/j.autrev.2020.102618
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CD vs. UC

Crohn's Disease

segmental

entire GI tract

transmural

Ulcerative Colitis

continuously

superficial

Colon only
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• atypical ANCA by IIF

• the role of PR3 ANCA 

• the role of ASCA

• can we combine these markers

• anything more?

open points
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ANCA patterns – an in vitro Artifact

Adapted from Hoffman GS, Specks U.: Arthritis Rheum 1998.
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Interpretation of IIF on EtOH fixed Neutrophils

• cANCA: mainly PR3-ANCA • pANCA: mainly MPO-ANCA

Granulomatosis with 
Polyangiitis

Microscopic Polyangiitis
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cANCA pANCAPR3

BPI

Enolase

Lysozym

MPO

Lactoferrin

Elastase

Cathepsin G

B-Glucoronidase

Azurocidin

Catalase

Defensin

HMG1/2

Actin

hLAMP

…

(there are far more antigens)
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Combination of IIF with Antigen-Specific Assays

cANCA (cytoplasmic) pANCA (perinuclear)
xANCA*

(rim-like perinuclear)

PR3
Polyangiitis with 

Granulomatosis
??

Association with 

Ulcerative Colitis

MPO

EGPA ??

(Churg-Strauss-

Syndrom)

Microscopic Polyangiitis ??

* atypical (p)ANCA, NANA, CU-ANCA,…
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Anti-PR3 = anti-PR3??

N. Rasmussen, 2011, personal comm.
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is it a CLIA-specific phenomenon?

Mahler et al. CCLM 2018; 

https://doi.org/10.1515/cclm-2017-0346
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The role of PR3-ANCA in the diagnosis of UC – a Meta-Analysis

➢ Focus on PR3-ANCA detected by QUANTA-Flash (Inova Dx)
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PR3-ANCA detected by QUANTA Flash have high specificity for UC

… but only limited sensitivity for Ulcerative Colits
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One step back: ANCA in IBD

Bossuyt, Clin. Chemistry. 2006; 

https://doi.org/10.1373/clinchem.2005.058560
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pANCA and ASCA in IBD

Bossuyt, Clin. Chemistry. 2006; 

https://doi.org/10.1373/clinchem.2005.058560
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• 2 paediatric cohorts Bern and Lucerne

• total 61 IBD patients compared to 61 non-IBD controls

• 28 patients with CD

• 33 patients with UC

serological distinction of CD and UC

Horn et al., PLOS One. 2018; 

https://doi.org/10.1371/journal.pone.0208974.t002
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CD vs. UC vs. IBD-U

Crohn's Disease

segmental

entire GI tract

transmural

Ulcerative Colitis

continuously

superficial

Colon only

IBD-U

?
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• Swiss IBD-Cohort Study

• 50 Patients with Crohn's disease

• 50 patients with ulcerative colitis

• 76 patients with IBD-U: 26 re-classified during 

follow-up

• 18/26 IBD-U → UC

• 8/26 IBD-U → CD

Can re-classification of IBD-U patients be predicted?

Sokollik et al., Diagnostics. 2023; 

https://doi.org/10.3390/diagnostics13152491
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Machine learning approach to find the best marker combination

Sokollik et al., Diagnostics. 2023; 

https://doi.org/10.3390/diagnostics13152491

• xANCA-positivity

• PR3-ANCA-positivity

• any-ASCA-positivity

Variables with large continuous bars can be read to be included in many models and are therefore very 
likely to hold high predictive value. BMA: Bayesian model averaging.



Clinical Validity of PR3 ANCA in IBD           15.10.2025 Vilnius 21

Universitätsinstitut für klinische Chemie und ZLM

Again: are all PR3-ANCA the same?

UK-NEQAS

- High discrepancy 

between methods

- High discrepancy 

within methods

How comparable are 

the results?
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Can we harmonize Specific Test Results?

Likelihood Ratio!

?
Bossuyt et al, 2021

Clin Chem lab med. 59:e35-39
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What the clinician expects from the lab

Kolev et al. J. Transl. Autoimmun. 2022; 

https://doi.org/10.1016/j.jtauto.2022.100151



Clinical Validity of PR3 ANCA in IBD           15.10.2025 Vilnius 24

Universitätsinstitut für klinische Chemie und ZLM

LR of xANCA, PR3-ANCA, ASCA

xANCA-/ASCA+

xANCA+/PR3+

unpublished data based on the SIBD-Cohort 

(Sokollik et al., Diagnostics. 2023)

0.1 1 10

xANCA+ / ASCA -

xANCA+ / PR3 +

PR3 +

xANCA +

no ASCA

ASCA + / xANCA -

ASCA + / PR3 -

Any ASCA +

Likelihood Ratio for CD

Likelihood Ratio for UC

any ASCA+

no ASCA+
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Is IBD-U an Independent Disease-Identity?
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Sokollik, et.al. Diagnostics. 2023; 

https://doi.org/10.3390/diagnostics13152491
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Additional Lab Tests?

Kuwada, et.al. Gastroenterology. 2021; 

https://doi.org/10.1053/j.gastro.2021.02.019



Clinical Validity of PR3 ANCA in IBD           15.10.2025 Vilnius 27

Universitätsinstitut für klinische Chemie und ZLM

Anti-Integrin v6 can predict ulcerative colits

Livanos, et.al. Gastroenterology. 2023; 

https://doi.org/10.1053/j.gastro.2022.12.042
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SIBDCS: Anti-Integrin v6
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Horn, et.al. In preparation
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Can anti-Integrin v6 antibodies help to distinguish CD from UC?

0.1 1 10

anti-Integrin αvβ6+
xANCA+ and PR3+

xANCA+ and ASCA-
PR3+

SIBDCS (predictor <0.65)
xANCA+

no ASCA+

xgBoost predictor
ASCA+ and xANCA-

ASCA+ and PR3-
SIBDCS (predictor >0.65)

any ASCA+

Likelyhood Ratio for CD
Horn, et.al. In preparation
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• PR3 ANCA determined on QUANTA Flash® can support the serological 

diagnosis of ulcerative colitis (UC) patients

• Differential diagnostic accuracy can be improved by the additional 

determination of ASCA IgA and IgG as well as atypical rim-like ANCA (xANCA) 

• Unclassified IBD patients (IBD-U) are serologically classified as UC patients

• It is not possible to predict the switch from IBD-U to Crohn’s disease (CD)

• Anti-integrin v6 antibodies might further improve the serological classification 

of IBD patients in terms of CD vs UC. 

Take Home Messages 
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