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CASE REPORT

Granulomatous gastritis in Wegener's disease:
differentiation from Crohn's disease supported by
a positive test for antineutrophil antibodies

B Temmesfeld-Wollbrueck, C Heinrichs, A Szalay, W Seeger

Abstract
Background-This report concerns the
gastric manifestation of Wegener's
granulomatosis in a 44 year old white
female patient who initially presented
with abdominal pain, vomiting, and
iridocycitis.
Findings-The clinical findings and the
histopathological proof of granulomatous
gastritis in the absence of necrotising
vasculitis were initially considered to be
indicative of a diagnosis of Crohn's
disease showing isolated gastric involve-
ment. A five month course of steroids
resulted in temporary relief; thereafter
the patient developed severe rhinitis with
mucosal ulcerations. At this point biopsy
of nasal mucosa disclosed the classic
histopathological signs of Wegener's
granulomatosis. A positive test for
antineutrophil cytoplasmic antibodies
(ANCAs) with a cytoplasmic pattern
(c-ANCA) and antigenic specificity for
proteinase 3 (PR-3) were found. The
patient is in complete remission one year
after diagnosis and treatment with
steroids and cyclophosphamide.
Conclusions-Wegener's granulomatosis
can also involve the gastrointestinal tract.
Granulomatous inflammation of the
stomach, although a rare finding and non-
specific, should include Wegener's disease
in the differential diagnosis. The histo-
logical proof of necrotising vasculitis is
dependent on the depth of the biopsy and
therefore can be easily missed. Differ-
ential diagnosis can be clarified by ANCA
testing.
(Gut 1997; 40: 550-553)
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Wegener's granulomatosis is a systemic vascu-
litis, in most cases involving the respiratory
tract and the kidneys although almost any
organ can be affected. Typical histopatho-
logical features are a polymorphous vasculitis
often associated with parenchymal necrosis
and granulomatous inflammation. In addition
to the clinical picture and the typically
occurring histopathological alterations, sero-
logical proof of antineutrophil cytoplasmic

antibodies (ANCAs) plays an important part
in diagnosing the disease. Two distinct patterns
of ANCAs are distinguished by indirect
immunofluorescence staining of alcohol fixed
neutrophils: cytoplasmic granular (c-ANCA)
and perinuclear granular (p-ANCA). Pro-
teinase 3 (PR-3), contained in azurophil
granules, has been identified as the target
antigen of c-ANCA in patients with vasculitis.
The c-ANCA fluorescence pattern has a
specificity for Wegener's granulomatosis that is
close to 100% and the titre correlates well with
disease activity. Myeloperoxidase (MPO) is the
usual antigen to which p-ANCA are reactive in
patients with vasculitis. However, a subset of
p-ANCA, which generally does not react with
MPO, has been found in most patients with
ulcerative colitis (specificity 94%, sensitivity
60%) and sclerosing cholangitis without
correlation with disease activity.

Gastrointestinal manifestation in Wegener's
granulomatosis has rarely been reported. An
intestinal Wegener's granulomatosis may
present with abdominal pain, blood stained
mucus diarrhoea, and intestinal perforation
and may therefore mimic inflammatory or
infective bowel disease. 8 Predominant in-
volvement of the stomach has hitherto not
been reported. The presented case of gastric
involvement shows the necessity to consider
Wegener's granulomatosis in illnesses with
histological evidence of granulomatous inflam-
mation even when a vasculitis is histologically
not apparent and when clinical signs do not
correspond with those of a classic Wegener's
granulomatosis.

Case report
A 44 year old white woman presented with
conjunctival reddening, abdominal pain,
vomiting, and weight loss of two weeks
duration. The patient had a two year history of
unclarified raised erythrocyte sedimentation
rate and anaemia. She was admitted to a local
hospital where laboratory studies disclosed the
following values: erythrocyte sedimentation
rate 67 mm/h, white blood cell count 16-3 /nl
(84% polymorphnuclear leucocytes, 1% band
forms, 9% lymphocytes, and 6% monocytes);
haemoglobin 8-7 g/dl; packed cell volume
29%; thrombocytes 821 /nl; total serum
protein 63 g/l with 38-3% albumin, 9.40/o
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al-globulin, 17-8% a2-globulin, 12-7% I-
globulin, and 21.8% y-globulin; test for occult
blood in stools was positive; antinuclear factor
negative. A gastroscopy was performed and
in the region of the fundus, antrum, and
bulbus partly polypoid and partly erosive
mucosal alterations were found. Biopsy
showed a sarcoid-like chronic granulomatous
inflammation with mucosal ulceration in-
cluding Langerhans' and foreign body type
giant cells and non-specific findings such as
pseudopolypoid foveolar hyperplasia (Fig 1).
Necrotising vasculitis could not be detected.
Synopsis of histopathology and clinical
presentation suggested a diagnosis of Crohn's
disease as the most probable. Further in-
vestigations included normal chest and sinus
radiographs. Urinary analysis showed micro-
scopic haematuria but no proteinuria; cre-
atinine clearance was 79 ml/min M2. An
ophthalmic examination showed a bilateral
iridocyclitis. A colonoscopic examination
performed 10 to 15 cm into the terminal ileum
and a small bowel follow through study gave
normal results, as did the microscopic
examination of biopsy specimens from the
large and the small bowel. No lympha-
denopathy or other abnormalities were seen on
computed tomography (CT). Treatment with
20 mg prednisolone was started. After three
weeks the gastric mucosal changes showed
regression and the ophthalmic inflammation
was healed. The steroid medication was
gradually reduced over a period of five months.
Four weeks after cessation of prednisolone
treatment, painful rhinitis with nasal blockage

and epistaxis developed. There was crusting
granulation and ulceration and a biopsy of the
nasal mucosa was performed. Histopatho-
logical examination showed a granulomatous
inflammation and an obliterative arteritis
characteristic of Wegener's granulomatosis.
The granuloma showed accumulations of
epitheloid cells and giant cells, mostly of
foreign body type. The vessels showed
transmural lymphoid infiltration associated
with proliferation of the intima and
fragmentation of the elastic lamina associated
with tissue necrosis (Fig 2). The patient was
admitted to hospital. On admission the nasal
mucosa was oedematous with secretion of
bloody mucus. The patient reported a constant
feeling of epigastric pressure over the past few
months. She was able to take only small
portioned meals and reported no vomiting. She
complained of fatigue and lethargy together
with a strong feeling of malaise. The patient
showed no signs of arthralgia or arthritis. An
ophthalmic examination now disclosed no
abnormalities. Urinary analysis and chest and
sinus radiography were normal. Results of
laboratory investigations were similar to those
mentioned earlier.
At this point an examination for ANCAs

showed a positive c-ANCA (titre 1:64) by way
of immunofluorescence and positive enzyme
linked immunosorbent assay (ELISA) test for
proteinase 3 (47-3 U/ml (normal <7)).
Gastroscopy showed multiple small polypoid
changes with a diameter between 0 5 and 1 cm
in the fundus, antrum, and pylorus. There was
no macroscopic florid inflammation but a mild,
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Figure 1: (A) Gastric biopsy specimen before treatment: sarcoid-like granuloma (arrows) in the lamina propria including
Langerhans'giant cells. Superficial gastric foveolae. Findings indicative ofgranulomatous gastritis (haematoxylin and
eosin, originally x 250). (B) Higher magnification (haematoxylin and eosin, originally X 750).
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Figure 2: Biopsy sample of nasal mucosa. Vasculitis with
transmural lymphoid infiltration andfragmentation of
elastic tissue (arrows). Superficial necrosis. Focally giant
cells. Findings diagnostic of Wegener's disease (Goldner-
elastica originally X 50.

non-specific fibrosing chronic inflammation
was detected histologically. Colonoscopy,
small bowel follow through study, and CT of
the abdomen again showed no abnormalities.
Treatment with cyclophosphamide (2 mg/kg!
day) and prednisolone (50 mg/day) was

started. The rhinitis improved rapidly and the
patient's general wellbeing improved. In the
next four months, administration of steroids
was gradually decreased and the patient is now
doing well under cyclophosphamide treatment
alone.

Discussion
Classic Wegener's granulomatosis is a vas-
culitic disease involving the upper or lower
respiratory tract and the kidneys in most cases.

The peripheral or central nervous system, eye,

heart, spleen, ovaries, testes, ureter, prostate,
and skin can be involved, but this is less
common. Case records on gastrointestinal
involvement in Wegener's granulomatosis are
rare. In six clinical reviews comprising

altogether 326 patients with established
Wegener's granulomatosis, no gastrointestinal
symptoms or histologically confirmed in-
volvement were reported."'4 By contrast, in 39
necropsied patients with the disease 13 (33 %)
showed histological changes in the small or

large bowel to some degree, not predisposed to
any particular region. 1517 In two patients
vasculitis was found in the stomach. 17 Ob-
viously, clinically undetected changes in the
gastrointestinal tract are not unusual at least in

lethal forms of Wegener's granulomatosis. In
published reports (eight case records) clinical
presentation includes intestinal infarction,4
small bowel perforation,2 6 7 large bowel per-
foration,7 intestinal haemorrhage,5 8 and blood
stained mucus diarrhoea.' 3 Although tissue
samples from macroscopically inflamed areas
were available in six cases a vasculitis was
identified histologically in only three cases. A
clear correlation between gastrointestinal in-
volvement and Wegener's granulomatosis,
however, existed in all cases.

Initially, our patient was diagnosed as having
Crohn's disease with an unusual isolated
gastric involvement. This was in part based on
the histological finding of a granulomatous
gastritis. Sarcoid-like epitheloid granulomas
including epitheloid cells and giant Langer-
hans' cells with occasional giant cells of foreign
body type were seen in the superficial lamina
propria of the antral gastric mucosa (Fig 1).
This finding was accompanied by florid
ulceration including fibrin and segmented
granulocytes. Further granulation tissue with
early fibrosis and lymphofollicular infiltration
were noted. Residual gastric mucosa focally
showed pronounced foveolar hyperplasia with
variably sized antral glands indicating
regenerative epithelial changes. There was
no indication of less probable causes of
granulomatous diseases such as lymphomatous
infiltrate (Hodgkin's disease) or infective
agents (fungus, acid fast bacilli, Yersinia
species). Infectious causes were ruled out by
special stains, serological tests, and clinical
findings. A diagnosis of Wegener's disease was
not considered at this point as no vasculitis was
seen. No pathological involvement of arterial
vessels was detectable (elastic stain) within the
lamina propria. Arteries in normal mucosa are
of small size and difficult to detect. The major
vascular plexus, including medium sized
arteries and veins that are usually altered in
Wegener's disease, is present in the submucosa
and therefore not easily accessible to biopsy.
The histological criterion of vasculitis cannot
always be seen in nasal mucosa. Thus taking
into account the more superficial localisation
of the nasal arteries, a positive proof of
vasculitis in the stomach can be expected to
be even more difficult. Extraintestinal in-
volvement - for example, iridocyclitis - also
seemed to fit the diagnosis of Crohn's disease
at this time. Differential diagnosis is often
difficult as Crohn's disease shares many
features with Wegener's granulomatosis. Sokol
et al also reported an unusual intestinal
involvement in Wegener's granulomatosis,
which mimicked inflammatory bowel disease
in a 16 year old black woman.3 Apart from the
gastrointestinal tract, overlapping of clinical
symptomatology is also expressed in in-
flammatory changes of the eye and skin as well
as arthralgia and arthritis. Depending on the
pattern of extragastrointestinal manifestations
a differential diagnosis may be difficult. The
situation becomes even more complicated as
granulomatous vasculitis has been reported as
a possible feature of Crohn's disease in reaction
to a persistent measles virus infection within
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the vascular endothelium.1820 In such a case
testing for ANCA can be a decisive diagnostic
tool. As already outlined, there is a strong
correlation between c-ANCA and active
Wegener's granulomatosis with a major antigen
specificity for proteinase-3.2' 22 In Crohn's
disease c-ANCAs are not found. However, 2%
to 25 % of cases are positive for p-ANCA with
non-homogeneous antigen specificity.232425
Therefore, the positive testing for c-ANCA
with antigen specificity for proteinase 3 made
the diagnosis of Crohn's disease extremely
unlikely. Unfortunately, ANCA testing was
initially not considered and was performed
after a delay. Therefore, it remains unclear
whether the differential diagnosis could have
been clarified in the early stages of disease.
The diagnosis of Wegener's granulomatosis

was established on the basis of the clinical
findings and a positive test for c-ANCA
together with the histological proof of a
granulomatous inflammation and obliterative
arteritis with subsequent ulceration in a biopsy
sample of the nasal mucosa (Fig 2). At this
point a control biopsy sample of gastric mucosa
disclosed a non-specific chronic fibrosing
inflammation as seen in any healing mucosal
erosion probably due to the prior steroid
therapy.
To our knowledge this is the first description

of a granulomatous gastritis in Wegener's
granulomatosis. Although uncommon, intesti-
nal involvement may be a major feature in
Wegener's granulomatosis. Diagnosis should
be considered in patients presenting with
bowel symptoms accompanied by evidence of
systemic vasculitis or with histological proof of
granulomatous inflammation. In patients with
suspected Crohn's disease the differential diag-
nosis of Wegener's granulomatosis must be
considered and ANCA testing should be used
as a diagnostic measure to clarify differential
diagnosis.

Histological material was provided in part by D Kunde,
Institute of Pathology, Siegen, Germany.
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