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Editorial

Significance of antibodies to cytoplasmic components
of neutrophils

Serum antibodies against cytoplasmic components of
neutrophils were described in patients with segmental
necrotising glomerulonephritis by Davies and others
in 1982' and by Hall and associates in 1984.2 Van der
Woude and associates3 recognised the relation of these
antibodies to Wegener's granulomatosis and their
potential for monitoring activity of the disease, find-
ings that were confirmed by Gross and others.45
The report ofHarrison and colleagues in this issue is

important for two reasons. Firstly, it emphasises the
importance of attention to detail in the methods
and ofdifferentiating between the various fluorescence
patterns that may be encountered when the indirect
immunofluorescence technique is used for detecting
and quantifying anticytoplasmic autoantibodies.
Secondly, it confirms once more their high specificity
for Wegener's granulomatosis and microscopic
polyarteritis as well as their value for following disease
activity.
According to the conclusions from the first inter-

national workshop on ANCA,6 the abbreviation
ANCA (for antineutrophil cytoplasmic antibodies)
should be used only for serum antibodies causing the
characteristic granular, centrally accentuated, cyto-
plasmic fluorescence pattern on ethanol fixed neutro-
phil cytospin or smear preparations. In that sense it is
synonymous with the acronym ACPA (for anticyto-
plasmic antibodies) used in the initial reports relating
autoantibodies to cytoplasmic components of neutro-
phils and monocytes to Wegener's granulomatosis.?5
The ACPA/ANCA pattern needs to be distinguished
from non-specific perinuclear cytoplasmic and nuclear
fluorescence patterns, which may be encountered in
various other vasculitides and forms of connective
tissue disease.6" Harrison and his colleagues show very
nicely how the specificity of ACPA/ANCA depends
on strict adherence to this definition.
The authors also noted that the granularity of the

fluorescence decreases with increasing serum dilution.
They usually detected the phenomenon of transition
from the granular to a more diffuse fluorescence
pattern at dilutions of 1: 160, though in our experience
this phenomenon is occasionally encountered at dilu-
tions as low as 1:8. This is one of the reasons why we,
following the method used by Gross and associates,5
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screen for ACPA/ANCA using undiluted serum as
well as a dilution of 1:4. If the characteristic granular
pattern is not detectable on these screening slides the
sample is considered to be ACPA/ANCA negative.
Brightness offluorescence is of secondary importance.
The final titre levels are determined where the central
accentuation of the fluorescence disappears-that is,
just before the serum dilution that can no longer be
distinguished from the phosphate buffered saline
control slide also included in each assay run. A
granular fluorescence pattern must be seen at least on
the lowest dilution slide used for screening for the
serum sample to be called ACPA/ANCA positive.

Harrison and associates also show why it is essential
to comply with the standardised ethanol fixation
method. Neither acetone nor formalin-acetone fixa-
tion allows the distinction between ACPA/ANCA and
other antibodies, which may be directed in part against
myeloperoxidase.8
Lockwood and associates reported the presence of

ANCA in serum from patients with microscopic
polyarteritis.9 In these patients sera generated a diffuse
non-granular fluorescence pattern, whereas the sera
from our patients with microscopic polyarteritis7 and
those reported by Ludemann and others'0 have shown
the characteristic granular ACPA/ANCA pattern.
Interestingly, Harrison et al also found that sera
from some patients with microscopic polyarteritis
generated the characteristic ACPA/ANCA pattern.
Microscopic polyarteritis is a form ofnecrotising small
vessel vasculitis that shares many clinical features with
both Wegener's granulomatosis and classic poly-
arteritis nodosa, though lacking some salient features
of both." The only histopathological distinction be-
tween microscopic polyarteritis and Wegener's
granulomatosis is the presence of granulomas and the
frequent occurrence of venulitis in the latter. The
detection of ACPA/ANCA in microscopic poly-
arteritis is therefore important, because it represents
another link between the two diseases and suggests
that a common pathogenetic mechanism might
underlie microscopic polyarteritis and Wegener's
granulomatosis.

Harrison and associates found the characteristic
ACPA/ANCA fluorescence pattern in one patient
with Churg-Strauss syndrome. We have tested only
two patients with clinically active, biopsy proved
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Churg-Strauss syndrome and serum from both was
ACPA/ANCA negative.' A larger number of active,
clinically clear cut, and biopsy proved Churg-Strauss
cases will need to be tested to determine whether the
syndrome does indeed represent another entity in
which ACPA/ANCA may be present.

Given their high specificity, ACPA/ANCA have the
potential to allow an earlier diagnosis of Wegener's
granulomatosis, and to increase our understanding of
the range of clinical manifestations of this disease. 2
Although a positive ACPA/ANCA test result cannot
at this point replace the aggressive pursuit of a tissue
diagnosis, it may be helpful in cases in which for
various reasons a tissue diagnosis cannot be obtain-
ed.'3 In most instances Wegener's granulomatosis
manifests itself first in the respiratory tract but kidney
lesions may precede other organ manifestations.4 5
The presence of ACPA/ANCA in such cases might
allow an early distinction between "limited Wegener's
granulomatosis of the kidney" and glomerulo-
nephritides of a different nature.

It seems incredible that ACPA/ANCA should be so
specific. Yet repeated studies continue to confirm the
phenomenon. Some confusion has been introduced by
regarding all fluorescence in the cytoplasm of neutro-
phils as equivalent. This is decidedly not true. Whereas
homogeneous and perinuclear fluorescence are tech-
nically cytoplasmic in origin, it is the distinct granular
pattern that we should look for in relation to Wegen-
er's granulomatosis or microscopic polyarteritis. It
appears therefore that semantics have been in the last
analysis the problem and root of confusion. This
logically raises the question of whether we should
develop a new nomenclature with more specific mean-
ings.
To what degree ACPA/ANCA represent the key to

a better understanding of the pathogenetic mechan-
isms operating in Wegener's granulomatosis and
microscopic polyarteritis will ultimately depend on the
characterisation of the corresponding antigen or
antigens. Here the only data to have been reported are
very conflicting.89"$'8
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