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Program / Content

 Role of histology in the diagnosis of active AAV

 Syndrome diagnosis / classification in AAV: is it important and

how should it be done?

- syndrome, phenotype, serotype

 Is it time to change the nomenclature of AAV?
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General principles deemed fundamental for 
the management
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Recommendations (total 17)

Recommendations 11 – 14: specific for eGPA
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Recommendation 1
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Aanbeveling 1

Diagnosis and classification of vasculitis requires histology
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ACR 1990 classification criteria for vasculitis

- Polyarteritis nodosa (n=118 / 52)

- Churg-Strauss syndrome (n=20 / 6)

- Wegener’s granulomatosis (n=85 / 26)

- Hypersensitivity vasculitis (n=93 / 43)

- Henoch-Schönlein purpura (n=85 / 12)

- Giant cell (temporal) arteritis (n=214 / 47)

- Takayashu arteritis (n=63 / 3)

Clinical and/or histological criteria

No serologic data included

Hunder GG, et al. Arthritis Rheum 1990;33:1065-7



Sensitivity / specificity of histology in AAV

GPA/MPA (AAV) sensitivity specificity

Skin biopsy 20-60% ~50%

Muscle biopsy 10-30% ~50%

Lung biopsy (transbronchial)     20-25% ~90%

VATS / thoracotomy 40-70% ~90%

ENT biopsy 50% ~100%*

Kidney biopsy ~90% ~90%

* If inflammation with necrosis. granulomatous inflammation and/or vasculitis



Recommendation 1

What is the contribution of histology in the individual case?

● Diagnosis correct?

● Realistic differential diagnosis (infection, malignancy)

● Is disease active or not?

● Prognosis?

● An invasive procedure must have impact on management

Ann Rheum Dis 2024;83(1):30-47



Recommendation 1

NO INDICATION FOR BIOPSY, UNLESS……

● Doubt about the diagnosis

● Realistic differential diagnosis (infection, malignancy)

● Doubt about disease activy

● The outcome of the invasive procedure has impact on the

management of the disease
Ann Rheum Dis 2024;83(1):30-47



ANCA-specificity and classification/sensitivity

788 patients with ANCA-associated vasculitis/necrotizing 
glomerulonephritis 1990-2022 in Groningen

Diagnosis PR3 MPO none positive (%)
GPA (n=460) 404 32 26*,a 94%

MPA (n=169) 37 123 12** 93%

NCGN (n=86) 8 67 11***  87%

EGPA (n=77) 1 30 46**** 40%

anti-elastase antibodies positive * 5, ** 8, *** 1, **** 1
a 18 of 26 ENT limited WG
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Chapel Hill Consensus Conference (1993/2012)

Watts RA, et al. Best Pract Res Clin Rheumatol 2018;32:3-20



Jennette JC et al. N Engl J Med 1997;337:1512-1522

Classification of small vessel vasculitis based 
on clinical manifesttations 

betrokkenheid/orgaansystemen



Watts RA, et al. 
Ann Rheum Dis 2007;66:222-7.



ACR 1990 classification criteria for GPA

Classified as GPA  2 of criteria present

 Nasal or oral inflammation

 Abnormal chest radiograph

 Microhematuria / red cell casts in urinary sediment

 Granulomatous inflammation on biopsy

 Hemoptysis*

* used as surrogate if biopsy data are unavailable 

Leavitt RY, et al. Arthritis Rheum 1990;33:1101-7



Watts RA, et al. 
Ann Rheum Dis 2007;66:222-7.
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Does distinction between GPA and MPA matter?

 Guidelines: diagnosis discussed, but treatment and follow 
up is not different

 Induction treatment intensity based on disease extent/severity

 Is outcome different?

 recovery of organ function

 relapse risk



de Joode AAE, et al. Clin J Am Soc Nephrol 2013;8(10):1709-17.
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de Joode AAE, et al. Clin J Am Soc Nephrol 2013;8(10):1709-17.



Patient survival in ANCA-associated vasculitis without renal involvement compared with 
patients with renal involvement and renal replacement therapy and patients with renal 
involvement without renal replacement therapy. NR, nonrenal; R-RRT, renal involvement and 
renal replacement therapy; R-no RRT, renal involvement without renal replacement therapy.

AAV Cohort 1990 -2007 (n = 273)

de Joode AAE, et al. 
Clin J Am Soc Nephrol 2013;8(10):1709-17.



AAV Cohort 1990 -2007 (n = 273)

Differences in patient survival in PR3-ANCA–positive patients, MPO-ANCA–positive 
patients, and ANCA-negative patients (statistical analysis for PR3 versus MPO). PR3, 
proteinase 3; MPO, myeloperoxidase; neg, negative.

de Joode AAE, et al. 
Clin J Am Soc Nephrol 2013;8(10):1709-17.



AAV Cohort 1990 -2007 (renal involvement n = 212

Differences in patient survival in PR3-ANCA–positive patients, MPO-ANCA–positive 
patients, and ANCA-negative patients (statistical analysis for PR3 versus MPO). PR3, 
proteinase 3; MPO, myeloperoxidase; neg, negative. de Joode AAE, et al. 

Clin J Am Soc Nephrol 2013;8(10):1709-17.



Figure 1
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Relapse risk according to ANCA specificity

Relapse-free survival at month
24 60 120 

PR3-ANCA (138) 76% 43% 27%

MPO-ANCA (65) 91% 81% 65%



Nephrol Dial Transplant, Volume 17, Issue 12, December 2002, Pages 2077–2080, https://doi.org/10.1093/ndt/17.12.2077

The content of this slide may be subject to copyright: please see the slide notes for details.

Fig. 1. Relapse-free survival during follow up according to ANCA antigenic specificity for PR3 (PR3-
ANCA) and MPO (MPOANCA),respectively, in patients diagnosed with WG at the University Hospital 
Groningen between 1990 and 2000 (ns137).
Squares, WG MPO-ANCA (ns13); triangles, WG PR3-ANCA (ns124).
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PR3-ANCA and MPO-ANCA AAV differ in:

 number of organ(systems) involved

 severity of organ involvement

 response to therapy

 relapse during follow up

 genetic background / associations

None of these differences is influenced / mitigated by

inclusion of the clinical syndrome



Formulation of the AAV diagnosis in an 
individual patient

 do not use GPA or MPA, but instead …

 describe ANCA-type, organ involvement and response to
therapy

“A 49-year old male with PR3-ANCA associated vasculitis 
with ENT involvement (sinusitis, ulceration), pulmonary
nodules and glomerulonephritis with moderate renal failure 
(creatinine max. 212 µmol/L).
Good response to therapy with cyclophosphamide and
prednisolon with full remission and improvement of renal
function (current creatinine 107 µmol/L)”



Take to work messages:

 Serotype is superior to phenotype/syndrome in AAV

 aspects of the phenotype follow the serotype

 gives better information

 improves prediction(s)

 EGPA is the exception to this rule

 Importance of histology is overrated (dangerously)

 role in seronegative AAV



Future goals:

 Improve the diagnositic description of an individual

patient

 We have to improve our individualisation of disease

management

 therapy (esp. maintenance)

 follow up




