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Abstract

Malakoplakia is a rare granulomatous disease probably
caused by infection and characterized histologically by
Michaelis-Gutmann bodies. We report a more rarely
seen case esophageal malakoplakia in a 54-year-old
woman. She presented with coughing while eating and
drinking. Gastroscopy showed yellow nodules in the
esophagus, and endoscopic ultrasonography showed a
space-occupying lesion in the substratum of the esoph-
ageal mucosa. All findings highly resembled esopha-
geal cancer. Histopathological examination finally in-
dentified this space-occupying lesion as malakoplakia
and not cancer. Immunohistochemistry showed that
she had human papillomavirus (HPV) infection in the
esophagus, which indicates that infection was respon-
sible for the malakoplakia. This is believed to be the
first case of malakoplakia in the esophagus, and more
importantly, we established that HPV infection was the
initiator of esophageal malakoplakia.
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INTRODUCTION

Malakoplakia is a rare granulomatous disease that was
first described by Michaelis and Gutmann' in 1902, and
is characterized by Michaelis-Gutmann bodies with cyto-
plasmic concentric laminated inclusions™. Malakoplakia
most frequently involves the urinary tract, and less fre-
quently, the gastrointestinal tract” and the esophagus is
seldom involved. We report a case of esophageal mala-
koplakia in a 54-year-old woman.

CASE REPORT

Clinical findings
A 54-year-old woman was referred to the gastroenterolo-
gy department with complaints of coughing while eating
and drinking. Her past medical history included chronic
atrophic gastritis, duodenitis and rheumatoid arthritis.
On clinical examination she was pale. Her chest X-ray,
electrocardiogram, blood tests and serum q-fetoprotein
results were normal. Gastroscopy showed soft yellow
nodules in the right wall of the esophagus, which was
23.5-25.0 cm from the cutting tooth (Figure 1A). Endo-
scopic ultrasonography revealed a space-occupying lesion
(8.1 mm X 5.1 mm) in the substratum of the esophageal
mucosa (Figure 1B). "C-Urea breath tests were positive
for Helicobacter pylori (H. pylori).
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Pathological findings

A local specimen of 1 cm X 1 cm was excision under
gastroscopy for histopathological examination. Micro-
scopic examination of hematoxylin and eosin stained
sections showed a large amount of inflammatory cell
infiltration in the substratum of the esophageal mu-
cosa, mainly with lymphoid and histiocytic cells (Figure
2A). The presence of Michaelis-Gutmann bodies, with
cytoplasmic concentric laminated inclusions of 5-15
mm confirmed the diagnosis. Follow-up examination
supported this diagnosis. The Michaelis-Gutmann bod-
ies were periodic acid-Schiff-positive (Figure 2B), and
CD08-positive (Figure 2C) and human papillomavirus
(HPV)-positive (Figure 2D) by immunohistochemistry,
but negative for Eumycetes by hexamethylene diamine
staining and H. pylori by Giemsa staining.

DISCUSSION

Malakoplakia is a chronic granulomatous inflammatory
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Figure 1 Soft yellow nodules protrud-
ing into the esophageal cavity. A: Gas-
troscopy presentation: soft yellow nodules
protruding into the esophageal cavity; B:
Endoscopic ultrasonography: a space-
occupying lesion (8.1 mm x 5.1 mm) in
the substratum sized 8.1 mm x 5.1 mm
(dotted lines).

Figure 2 Michaelis-Gutmann
bodies. A: Basophilic laminat-
ed inclusions in the cytoplasm
(hematoxylin and eosin, x200);
B: Periodic acid-Schiff: targe-

ki toid appearance with a dense
» . i central core (x400); C: CD68
fon positivity by immunohistochem-

istry (x400); D: Esophageal
squamous epithelium positive
for human papillomavirus by
immunohistochemistry, halo-
shaped cells (x200).

disease characterized by accumulation of granular ba-
sophilic Michaelis-Gutmann bodies. These bodies are
generated from histiocytes, which are positive for CD68
antibodies, as well as positive for periodic acid-Schiff
stain, and exhibit a targetoid appearance with a dense
central core under light microscopy'.

Malakoplakia has a worldwide distribution and does
not have any racial, sex or age predﬂection[s]. Malakoplakia
most commonly affects the urinary tract, as well as the
gastrointestinal system, regional lymph nodes, skin, liver,
and spleen[(”gl

The mechanism of malakoplakia is not well under-
stood. Three postulates have been suggested. The first
considers that microorganisms play a role in the pathogen-
esis. Escherichia coli infection is often found in the urinary
tract"”, Rhbodococcus equii in the lungs[“], and H. pylori in the
stomach"?. However, there have been no previous reports
of microbial infection in the esophagus. In the present
case, HPV infection was identified by immunohistochem-
istry. We consider that HPV infection plays an important
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role in development of esophageal malakoplakia. Another
possibility is that abnormal immune responses are in-
volved in the pathogenesis' . Some immunosuppressive
or chronic prolonged illnesses such as organ transplanta-
tion, acquired immunodeficiency syndrome, tuberculosis,
sarcoidosis, and mzllignancyl14J can be associated with mala-
koplakia. The woman in this case report suffered from
rheumatoid arthritis whose pathogenesis is considered to
be related to an abnormal immune response, which we
consider may also have been related to her malakoplakia.
The third hypothesis is an abnormal macrophage response
caused by defective lysosomal function. This results in
macrophages being unable to digest fully the phagocytosed
bacteria, accumulation of partially digested bacteria, and
generation of Michaelis-Gutmann bodies.

Malakoplakia typical presents as irregular nodules or
plaque, but it also exists as widespread mucosal multinodular
or polypoid lesions, or large mass lesions under endoscopy.
In the present case, it presented as endoscopic nodules.

The clinical appearance of malakoplakia varies from
silent nodules to vatious different presentations accord-
ing to the organ involved. In the urinary tract it presents
with lower tract irritative symptoms such as frequency,
dysuria and hematuria"”. In the gastrointestinal system
it can be clinically silent or can cause clinical symptoms
such as diarrhea, abdominal pain, hemorrhage, or ob-
struction ™", In the respiratory system it can appear as
silent nodules that mimic bronchogenic carcinoma or
tuberculosis'" . Malakoplakia of the female genital tract
usually presents with vaginal bleeding“g]. In the present
case, the patient presented with coughing while eating
and drinking, which resembled esophageal cancer.

Malakoplakia is generally considered a chronic, self-
limiting inflammatory disease that may undergo spontane-
ous regressionm]. In the present case, despite the patient
rejecting further treatment after receiving the pathological
report, her symptoms disappeared and her condition did
not develop. Follow-up endoscopic examinations 12 mo af-
ter resection revealed no changes in the patient’s condition.

There are two therapeutic approaches to malakoplakia.
Most cases have been successfully treated with antibiotics,
for example, rifampicin, quinolone, and trimethoprim-
sulfamethoxazole. The second approach is to attempt
to correct the lysosomal defect by a cholinergic agonist,
bethanechol chloride. Combination of antibiotic therapy
and surgery provides satisfactory results. However, unnec-
essary radical surgical treatment should be avoided. The
best choice depends on each specific patient. Our patient
appeared to be cured by resection of the malakoplakia
and showed no development during 1-year follow-up.
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