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Abstract

Russell body gastritis is an unusual form of chronic gas-
tritis characterized by the permeation of lamina propria
by numerous plasma cells with eosinophilic cytoplasmic
inclusions. Very few cases have been reported in the lit-
erature; the majority of which have shown Helicobacter
Pyilori (H. pylori) infection, thus suggesting a correlation
between plasma cell presence and antigenic stimulation
by H. pylori. We present a case of Russell body gastritis
in a 78-year-old woman who was undergoing esophago-
gastroduodenoscopy for epigastric pain. Gastric biopsy
of the gastroesophageal junction showed the presence
of cells with periodic acid-Schiff-positive hyaline pink
bodies. Giemsa staining for H. pylori infection was nega-
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tive, as well as immunohistochemical detection. The
cells with eosinophilic inclusions stained positive for
CD138, CD79a, and « and lambda light chains, which
confirmed plasma cell origin. In particular, « and lambda
light chains showed a polyclonal origin and the patient
was negative for immunological dyscrasia. The histologi-
cal observations were confirmed by ultrastructural ex-
amination. The cases reported in the literature associated
with H. pylori infection have shown regression of plasma
cells after eradication of H. pylori. Nothing is known
about the progression of H. pylori-negative cases. The
unusual morphological appearance of this type of chron-
ic gastritis should not be misinterpreted during routine
examination, and it should be distinguished from other
common forms of chronic gastritis. It is mandatory to
exclude neoplastic diseases such as gastric carcinoma,
lymphoma and plasmocytoma by immunohistochemistry
and electron microscopy, which can help with differential
diagnosis. The long-term effects of plasma cells hyper-
activation are still unknown, because cases of gastric tu-
mor that originated in patients affected by Russell body
gastritis have not been described in the literature. We
are of the opinion that these patients should be sched-
uled for endoscopic surveillance.
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INTRODUCTION

Russell body gastritis is an unusual form of chronic gas-
tritis. Its distinctive histological feature is permeation
of the lamina propria by plasma cells (called Mott cells)
that contain eosinophilic cytoplasmic inclusions (Rus-
sell bodies), which displace the nuclei to the periphery
of the cell. Patients generally present with non-specific
symptoms, such as epigastric pain, dyspepsia and nausea,
which suggests the presence of gastric inflammation. In
the majority of the reported cases, concomitant infection
with Helicobacter pylori (H. pylori) has been documented,
which suggests plasma cell infiltration as the natural con-
sequence of the infection and antigenic stimulation™ or
immunosuppression as in HIV infection” and Epstein-
Barr virus-associated carcinoma'”.

We report a case of Russell body gastritis not associat-

ed with H. pylori infection as rarely observed previouslyp’w].

CASE REPORT

A 78-year-old female patient was admitted to the Gastro-
enterology Unit of the Fondazione IRCCS Ca-Granda
Ospedale Maggiore Policlinico to undergo esophagogas-
troduodenoscopy (EGDS) for epigastric pain. EGDS
showed a hyperemic gastric mucosa, and biopsies were
taken from the antral region and the esophagogastric
junction. Histological examination showed moderate
chronic gastritis in the antral region with no polymorpho-
nuclear neutrophil activity, glandular atrophy of the gas-
tric mucosa, or intestinal metaplasia, according to Sydney
classification system!" .

The lamina propria of the gastroesophageal junction
mucosa showed the presence of cells with hyaline pink
bodies that were periodic acid-Schiff (PAS)-positive and
PAS-diastase-resistant (Figure 1A and B). No mitotic
activity or atypia was observed. Giemsa staining for H.
pylori infection in the antral and cardiac regions was nega-
tive, as was immunohistochemical detection.

The cells with eosinophilic inclusions stained positive
for CD138 (Figure 1C), CD79a, and k and lambda light
chains, and negative for cytokeratin pool and leukocyte
common antigen. k¥ and lambda light chains showed a
polyclonal origin of plasma cells. Evaluation for immuno-
logical dyscrasia was negative. Ultrastructural examination
showed the presence of plasma cells with an abundance of
round and electron-dense material, up to 5 um in diameter,
in the rough endoplasmic reticulum (RER) (Figure 1D).
These findings were suggestive of a diagnosis of Russell
body gastritis.

The patient performed a 13C urea breath test (UBT),
which gave a negative result; as did abdominal ultrasono-
graphic examination, chest X-ray, electrocardiographic
study and routine biochemical analysis. In the absence of
confirmed H. pylori infection, the patient was treated with
proton pump inhibitors, which led to resolution of epi-
gastric pain, and long-term clinical endoscopic follow-up
was scheduled.
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DISCUSSION

The first case of Russell body gastritis was described in
1998, when Tazawa and Tsutsumi reported a localized
accumulation of plasma cells with Russell bodies in the
gastric mucosa, in association with H. pylori infection®,

Many authors have suggested that chronic antigenic
stimulation caused by H. pylori infection can result in
overproduction of immunoglobulins by plasma cells. In
contrast with the majority of case reports that have been
positive for H. p)//orz{m’is’g], our patient, at the time of ex-
amination, was negative by histology and UBT. Although
we could not exclude a precedent infection, it is possible
to hypothesize a different etiology for Russell body gastri-
tis, as in the case described by Erbersdobler e# al' which
was associated with ethanol and analgesic abuse and a
history of fungal esophagitis. Recently, vacA and cagA
H. pylori genotypes, which are characterized by increased
pathogenicity, have been associated with the development
of Russell bodies and Mott cells in the antral mucosa”.
However, we think that a direct link between H. pylori
infection and Mott cells in the gastric mucosa has yet to
be demonstrated because the high frequency of H. pylori
infection in western countties is not associated with an
increase in Russell body gastritis, which is still a rare event.

As in our patient, subjects affected by Russell body
gastritis are generally women, from 47 to 80 years old
(median: 60 years), with non-specific symptoms (ab-
dominal and epigastric pain, dyspepsia and/otr nausea)
that overlap with those of irritable bowel syndrome, and
without specific endoscopic markers. These could be the
reasons for the rare diagnosis of Russell body gastritis,
which is probably underestimated.

Russell body gastritis must be clearly differentiated
from neoplastic diseases, such as signet ring carcinoma,
MALToma and plasmacytoma'. Most often, the dif-
ferential diagnosis is with monoclonal gammopathy of
undetermined significance, which develops after chronic
antigen stimulation (in the present case, H. pylori antigens)
in subjects with a genetic predisposition. Immunohis-
tochemistry is essential to exclude a monoclonal origin
of these plasma cells™. Absence of nuclear atypia and
mitosis, lack of lymphoepithelial lesions, and a polyclonal
pattern of the plasma cells are factors that favor diagno-
sis of Russell body gastritis when negative staining for
cytokeratins rules out carcinoma.

The cases reported in literature associated with H. pylori
infection show that eradication of H. pylori leads to regres-
sion of the activated plasma cells, with the disappearance
of Russell bodies and Mott cells'”. Nothing is known
about the progression of H. pylori-negative cases.

Russell body gastritis is an unusual and rare form of
chronic gastritis; it can be associated with H. pylori infec-
tion, and it can be misinterpreted during ordinary routine
examination.

The peculiar presence of Mott cells in the lamina
propria of the gastric mucosa needs to be distinguished
from other common forms of chronic gastritis, and it is
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Figure 1 Histological, immunohistochemical and ultrastructural features of Russell body gastritis. A: Gastroesophageal junction sample showing mono-
morphous cells with eosinophilic inclusions: Russell bodies; B: Higher magnification of plasma cells with crystalline inclusions; C: Immunohistochemical reactivity of
plasma cells for CD138 antibody; D: Electron micrograph of a plasma cell with typical condensation pattern of nuclear chromatin (arrows) and well-developed rough
endoplasmic reticulum (RER). Several Russell bodies (RB) with 1-5 um diameter are present in dilated RER cisternae.

mandatory to exclude neoplastic diseases such as gastric
carcinoma, lymphoma and plasmocytoma by means of
immunohistochemistry and electron microscopy, which
can help in the differential diagnosis.

The long-term effects of plasma cell hyperactivation
are still unknown. Gastric tumors that originate in pa-
tients with Russell body gastritis are not described in the
literature; however, since the etiopathogenesis of this en-
tity is not completely understood, we are of the opinion
that these patients should be scheduled for endoscopic

surveillance.
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