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Abstract

Introduction: Granulomas in gastric biopsy specimens are extremely rare. The final diagnosis of
granulomatous gastritis is based on morphological findings, clinical and laboratory data. The aim of our study is
to evaluate the clinical fields and to determine the etiology of gastric granulomatosis in our experience

Patients and Methods: Thirty nine patients were reviewed retrospectively in the department of pathology of
Habib Thameur between 2000 and 2018. Slides from all cases were stained by hematoxylin and eosin. The
clinic-pathologic findings and the associated lesions were analyzed and the final etiology of the gastric
granulomatosis was noted.

Results: Biopsies from the 39 patients diagnosed as having granulomatous gastritis were reviewed. Mean age
was 49 years [24 — 96] and sex ratio was 0,25 [M/F=8/31]. Indication of endoscopy was gastric pain in 12
cases, chronic diarrhea in 6 cases, anemia in 2 cases, vomiting in 4 cases. Other symptoms were rare. Upper
endoscopy was normal in 8 cases, showed antral gastropathy in 20 cases (erythematous in 6 cases, nodular in 8
cases and ulcerated in 6 cases). In four cases, fundic lesions were observed. Granuloma was unique in 14 cases
and multiple in 25 cases. Localisation of granuloma was the antrum in 25 cases, the fundus in 7 cases, and both
of them in 7 cases. An associated chronic gastritis was noted in 25 cases. Concerning the etiology, 10 of our
patients had Crohn's disease while 6 of them had gastric tuberculosis. In five cases, H Pylori was the retained
cause of gastric granulomatosis. In the other patients, the final diagnosis was sarcoidosis (n=3), foreign body
reaction (n=1), yersiniosis (n=1). In our series, thirteen cases were unclassifiable.

Conclusion: Although many cases remain unclassified, in most cases of granulomatous gastritis, a diagnosis of
Crohn's disease or tuberculosis could be established. If this cases are excluded, an association between H.
pylori and granulomatous gastritis cannot be ruled out. The others causes are extremely rare.
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Introduction

Granulomatous gastritis (GG) is a rare entity
characterized histologically by the presence of epithelioid
granulomas and giant cells in the gastric mucosa. Its
incidence is estimated between 0.27 and 0.35% in the
general population according to the largest series
published [1]. Causes of GG can be divided into
infectious diseases, non-infectious diseases, and
idiopathic which are observed in approximatively 25% of
cases. Etiologies are dominated by Crohn's disease
(37%], the foreign body reaction (15%), malignant
lesions (10%) and sarcoidosis (5%) [2]. But etiologic
diagnosis is often difficult and idiopathic forms are
frequent in 25% of cases [2] which makes this entity
very heterogeneous. The aim of our study was to
evaluate the clinical, histological and endoscopic finding
of granulomatous gastritis and to determine the
etiologies of this disease in our experience.

Patients and Methods

Thirty nine cases of GG were reviewed between
2000 and 2018 in the department of pathology of Habib
Thameur’s Hospital. Epidemiological, clinical and
endoscopic data of each patient were investigated.
Upper endoscopy was performed without sedation and
both antral and fundic biopsy samples were performed.
If abnormalities were found in the esophagus or in the
duodenum, biopsies were also performed in these sites.
Histological slides were stained systematically by
hematoxillin and eosin. Numbers and localization of
granulomas were noted, as well as associated
histological findings (chronic gastritis, caseous necrosis,
of Helicobacter Pylori infestation...). Etiology retained of
GG was also reported.

Results

Thirty nine patients were included in our study.
Mean age was 49 years (24 — 96) and sex ratio was 0,25
[M/F=8/31]. Past medical facts of Crohn disease were
observed in three patients, Biermer anemia in three
patients, and obesity in one patient. Two patients had
tuberculosis (intestinal in one case and peritoneal in the
other). No specific past medical facts were observed in
the other 30 patients.

Most of the patients underwent upper
endoscopy because of gastric pain (12 cases); other
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patients were explored by oesogastroduodenal
endoscopy because of chronic diarrhea in 6 cases,
anemia in 2 cases, and vomiting in 4 cases. Other
symptoms were rare. The indications of upper
endoscopy of our patients are resumed in Table 1.

Upper endoscopy was normal in 8 cases. In
these patients, gastric biopsies were performed
systematically because of past medical facts of Crohn
disease, obesity (in order to research H. Pylori before
Sleeve gastrectomy), or anemia.

Otherwise, upper endoscopy showed antral
gastropathy in 20 cases (erythematous in 6 cases,
nodular in 8 cases and ulcerated in 6 cases). In four
cases, fundic lesions were observed (erythematous or
ulcerated gastritis). Other lesions were observed in 7
cases. There was atrophic fundic gastropathy in three
cases, antral polyp in one case, fundic and bulbar ulcer
in respectively two and one case.

Histology confirmed the presence of gastric
granulomatosis in all patients. Granulomas were unique
in 14 cases and multiple in 25 cases. Localization of
granulomas was the antrum in 27 cases, the fundus in 7
cases, and both of them in the 5 other cases. Associated
histological findings were sometimes observed: H. Pylori
infestation was found in eight cases. Caseum necrosis
was noticed in one case (4%).

An associated chronic gastritis was noted in 25
cases. It was a follicular gastritis in 15 cases, localized in
the antrum in 19 cases and in the fundus in 4 cases, and
both in 2 cases; with no activity in 6 cases, low in 10
cases and moderate in 9 cases. An associated atrophy
and metaplasia were objectified in respectively 6 and 6
cases. Low grade dysplasia was noted in one case (in
the antral polyp).

Finally, an inflammatory infiltrate associated to
the gastric granulomatosis was found in 10 cases. It
involved neutrophile polynuclear cells in two cases,
eosinophile polynuclear cells in two cases, lymphocytes
in one case and was polymorph in 5 cases.

Concerning the etiology, diagnosis was made
regarding to the past medical facts, the clinical
symptoms, the endoscopic findings and the histological
associated lesions. The main etiology was represented
by Crohn’s disease in ten cases, followed by gastric
tuberculosis in 6 cases. H Pylori was the retained cause
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Table 1. Indications of upper endoscopy in our cohort of patients
Symptoms n %
Gastric pain 12 30
Chronic diarrhea 6 15
Vomiting 4 10
Iron deficiency anemia 2 5
Other indications of upper endoscopy
Polyadenopathy
Systematic research of upper localization of a disease 15 40
Sleeve gastrectomy
Splenomegaly

of gastric granulomatosis in 5 cases, regarding to the
absence of other etiologies, and the favorable issue after
antibiotic eradication treatment. In 5 other patients,
etiology of gastric granulomatosis was also found and
the final diagnosis was a sarcoidosis (n=3), foreign body
reaction (n=1), and yersiniosis (n=1). In our series,
thirteen cases were unclassifiable despite etiological
investigations and no cause of gastric granulomatosis
was isolated. Histological findings of a case of
tuberculosis and sarcoidosis are represented in Figure 1
and Figure 2.

In our cohort, no malignant or vascular disease
as cause of GG was objectified. Causes of gastric
granulomatosis are resumed in Figure 3.

Discussion

Granulomatous inflammation of the
gastrointestinal tract is an uncommon entity; an
etiopathogenic diagnosis can be reached only by
combining the morphological examination with clinical
and laboratory investigations.

Clinically it is often an accidental discovery in an
asymptomatic patient. Symptoms are often casual, as in
our study where the gastric pain was the main
symptom. Specific symptoms can be sometimes
observed, mainly due to associated disease [3].

There seem to be no difference clinically or
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histologically according to age or gender [4].

Endoscopically, no specific aspect is to mention.
GG can appear as congestive, nodular, ulcerated
gastritis. Rarely, a submucosal tumor mimicking stromal
tumor can be observed [5]. The morphological aspect of
this focal reaction inflammatory infiltrate is composed of
various inflammatory cells with or without central
necrosis. Granulomas can be multiple or isolated. Their
dimensions are variable, is very large or small, with
occasional microgranulomas formation [3]. The cells can
be  mononuclear, epithelioid,  phagocytic  and
lymphoid [6]. But the number, morphology and location
of the granulomas do not correlate with the final
clinico-pathological diagnosis.

Endoscopically, the macroscopic appearance is
relatively specific [7]. Erosions and gastric ulcerations,
pseudo-tumor has been described in numerous
granulomatous gastritis. Distribution of lesions s
relatively uniform: the lesions are predominant in the
distal portion of the stomach (antrum and pylorus) such
as we have observed in our cohort. Gastric lesions of
Crohn's disease and idiopathic granulomatous gastritis
may interest occasionally the fundus and gastric
body [8].

More recently, new techniques for the diagnosis
have been reported, such as endoscopic fine needle
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Figure 1. Histological aspect of gastric granulomatosis secondary to
tuberculosis : Antral biopsy specimens revealing multiple necrotizing
(caseating) granulomas ( HEx100)

%Figure 2. Histological aspect of gastric granulomatosis secondary to
§sarcoidosis : Antral biopsy specimens revealing multiple non-necrotizing
(sarcoid-like) granulomas ( HEx200)
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Figure 3. Causes of gastric granulomatosis in our experience

aspiration [9] or magnifying narrow band imaging
endoscopy [10].

Etiological assessment of GG can be
challenging [11] since it could be due to any of a long
list of non-infectious and infectious disorders including
Crohn’s disease, sarcoidosis, underlying malignancy
(especially gastric lymphoma), vasculitis, foreign bodies,
tuberculosis, histoplasmosis, and syphilis among
others [12]. But the two main causes in Africa are the
tuberculosis (due to endemia) and Crohn disease. Our
study confirmed this findings showing respectively 10
and 6 cases of Crohn’s disease and tuberculosis. There
are problems in distinguishing tuberculosis from Crohn
disease. But it is important to rule out tuberculosis as
there is a close resemblance between the clinical
features of the two diseases and as the treatment of
Crohn disease can strongly worsen tuberculosis and be
fatal to the patient [13]. There have been some reports
in the literature pointing to a potential link between H.
pylori infection and GG [14-16]. The diagnosis was
retained in front of the complete resolution of
symptoms, endoscopic aspects, and histological lesions

after treatment. According to studies, Helicobacter pylori

infection should be considered first when dealing with
these incidental histological findings in a western
population [17]. H Pylori was retained as the cause of
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GG in five cases in our series. The diagnosis was
retained after exluding other causes of GG and in front
of resolution of histological lesions after H pylori
treatment.

More rare anecdotic causes are represented by foreign
bodies, for example cyanoacrylate for vascular embolization
[18], aspergillosis [19] or onychophagia [20].

Conclusion

GG remains a rare histological entity which
affects preferentially young females. Diagnosis is based
on clinical symptoms, endoscopic findings, and
histological examination. Concerning etiology, although
many cases remain unclassified, in most cases of GG, a
diagnosis of Crohn's disease or tuberculosis could be
established in our cohort (41% for both of them). If
these cases are excluded, an association between H.
pylori and granulomatous gastritis cannot be ruled out.
The other causes such as sarcoidosis, malignant or
vascular diseases are extremely rare.
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