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Table 3 Symptoms and test results (expressed as percentages) in those patients who
did not have Wegener’s granulomatosis but either had a positive (n=61) or a negative

(n=205) ANCA test result

Negative ANCA  Positive ANCA  1/80 ANCA
Respiratory symptoms 92 94 84
Sinus symptoms 11 6 0
Abnormal chest radiograph 81 88 100
Abnormal sinus radiograph 8 0 0
Anaemia (Hb <10 g/dl) 16 28 11
Neutrophilia 24 30 44
Thrombocythaemia 22 17 11
Increased CRP/plasma viscosity 65 73 63
Positive ANF 34 14 22
Positive DNA binding 11 23 27
Positive rheumatoid factor 17 8 11
Increased 1gG 18 57* 38
Urine dipstick protein 20 24 22
Urine dipstick blood 16 12 11
Serum creatinine <150 pmol/l 88 96 96
Serum creatinine > 150 to <500 pmol/l 10 2 2
Serum creatinine > 500 pmol/l 2 2

CRP = C reactive protein; ANF = antinuclear factor; IgG = immunoglobulin G.
* p<0-05 v true negatives () test).

patients with vasculitis and connective tissue
diseases. Both p-ANCA and c-ANCA staining
have been reported in association with micro-
scopic polyarteritis,'® and antineutrophil nuc-
lear antibodies were first described in patients
with rheumatoid arthritis.? Others have
reported atypical ANCA staining in patients
with connective tissue diseases.”? The role of
ANCA has yet to be clarified. In vitro experi-
ments suggest that it prevents activated neu-
trophils from downregulation and thus may
allow further endothelial damage.?? However,
the same mechanism may be important in
tissue repair designed to remove excess fibrin
and other products of tissue inflammation.
Those patients with fibrotic pulmonary
disease, pulmonary malignancy, respiratory
infection, or embolic disease may have suf-
fered some pulmonary vascular damage and
thereby developed ANCA as a natural con-
sequence of endothelial damage and repair.
In this study we restricted the audit to the
first ANCA test request made in 1990. Of the
61 patients who had an initial positive test
result, 15 (26%) had further requests. All
ANCA results subsequently became negative,
although in some cases this took up to three
months. This differs from the results of serial
ANCA tests in those patients who presented

Table 4 Presenting symptoms and initial investigations in those patients with
Wegener’s granulomatosis (n=69) who had positive (n=45) and negative (n=14)
ANCA results and those patients without Wegener’s granulomatosis (n=266). Results

are expressed as percentages

All Wegener’s Wegener’s Other
Wegener’s positive ANCA negative ANCA  conditions
Respiratory symptoms 87 96 71 87
Sinus/nasal symptoms 51 42 67 10*
Aural symptoms 26 31 17 1*
Abnormal chest radiograph 80 82 75 81
Abnormal cavitation 25 28 17 8*
Abnormal sinus radiograph 33 31 38 6*
Anaemia (Hb< 10 g/dl) 38 40 33 23*
Neutrophilia 29 31 25 27
Thrombocythaemia 17 18 17 20
Increased alkaline phosphatase 26 27 25 29
Increased CRP/PV 9 67 54 68
Positive ANF 17 16 21 31*
Positive DNA binding 4 2 8 9
Positive rheumatoid factor 19 15 33 14
Increased IgG 22 33 20 24
Urine dipstick protein 57 56 58 22*
Urine dipstick blood 53 53 54 16*
Creatinine <150 pmol/1 59 62 54 88*
Creatinine >150 to <500 umol/l 23 22 25 10
Creatinine > 500 pmol/l 18 16 21 2

CRP=C reactive protein; PV = plasma viscosity; IgG =immunoglobulin G.
* p<0-05 v all patients with Wegener’s granulomatosis.
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with active Wegener’s granulomatosis where,
despite aggressive immunosuppression, most
still had positive ANCA titres after three
months, albeit at reduced levels.

Those patients who were subsequently diag-
nosed as having Wegener’s granulomatosis
differed from those presenting with respira-
tory tract symptoms by having a greater fre-
quency of nasal, sinus, and aural disease. More
patients with Wegener’s granulomatosis were
anaemic and had greater renal involvement
having both positive urine dipstick results and
impaired renal function — as expected by the
definition of Wegener’s granulomatosis.'s
More patients with Wegener’s granulomatosis
had the c-ANCA staining pattern (78%) than
p-ANCA (22%). This is in contrast with the
situation in those patients without Wegener’s
granulomatosis where only 31% of the positive
ANCA results had the c-ANCA staining pat-
tern and 69% p-ANCA. The c-ANCA pattern
predominantly reflects the presence of anti-
body to proteinase 111, whereas p-ANCA is
more heterogeneous, reacting with several
antigens of which myeloperoxidase is the most
common.?

The indirect immunofluorescence test is the
most widely available ANCA test in the UK. It
may be that it should be used as a screening
test and that positive samples should be
further analysed by ELISA for proteinase III
and myeloperoxidase. However, recent studies
have shown that the indirect immunofluores-
cence test was more sensitive than the cur-
rently available ELISA assays in detecting
patients with Wegener’s granulomatosis, and
that there was no difference in “false positive”
results between the methodologies.? This is
supported by a recent international coopera-
tive study group who suggested that indirect
immunofluorescence ANCA tests remain the
gold standard for patients with Wegener’s gra-
nulomatosis who have antibodies for protein-
ase II1.%

In this series of patients presenting with
respiratory symptoms there were many posit-
ive ANCA results using the currently recom-
mended indirect immunofluorescence test in
patients who were ultimately found not to have
Wegener’s granulomatosis. This suggests that
the usefulness of a positive indirect immuno-
fluorescence ANCA test is not as great as
has been reported, and that a diagnosis of
Wegener’s granulomatosis should not be made
solely on the basis of an ANCA result without
other corroborative proof.

In most cases with initial “false positive’
ANCA results serial determinations became
negative with time, so repetition of the test
may be more helpful than a single result.
However, the ANCA test was found to be
useful in helping to support the diagnosis of
Wegener’s granulomatosis, especially when of
the c-ANCA pattern and in association with
the combination of upper and lower respira-
tory tract symptomatology in a patient with
abnormal urine stick testing and raised blood
creatinine concentrations.

We wish to thank all our colleagues in the South Western
Region for their help and cooperation in this study.
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Clinical relevance of testing for
antineutrophil cytoplasm antibodies (ANCA)
with a standard indirect
immunofluorescence ANCA test in patients
with upper or lower respiratory tract
symptoms.
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