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Malakoplakia as a Rare Cause of Diarrhea:
Case Presentation and Review of Literature
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ABSTRACT

Colonic malakoplakia is a rare chronic granulomatous disease that can involve many organs
such as the lung, brain, pancreas, bone, adrenal glands, and genitourinary tract. The most common
site of involvement outside the genitourinary tract is the gastrointestinal tract. We report a case
of colonic malakoplakia who presented with unintentional weight loss, abdominal pain, and
chronic diarrhea. There was a history of lupus nephritis and Sjogren disease, receiving various im-

munosuppressive drugs. Physical examination other than pallor was unremarkable in this patient,

Tehran, Iran but colonoscopy revealed multiple polyps in the rectum with a cobblestone appearance in the

cecum. The histopathological assessment showed infiltration of numerous lymphoplasma cells
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.. . and neutrophils in the lamina propria, and rare Michaelis-Gutmann bodies were seen in foamy
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Uity eIt el S s, Tk, epithelioid histiocytes. These findings are suggestive of malakoplakia. We treated the patient with

Iran tetracycline, and after 3 months of follow-up, clinical improvement was achieved.
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INTRODUCTION

Malakoplakia is a rare chronic inflammatory disease with unexplained
etiology, which was first reported by Michaelis and Gutmann in 1902." It
is characterized by tissue infiltrates of large granular macrophages termed
Hansemann histiocytes or von Hansemann cells containing distinctive
intracytoplasmic inclusions termed Michaelis-Gutmann (MG) bodies.>*
Histiocytes contain periodic acid-Schiff positive and diastase resistant

basophilic granules.® Immunostaining with polyclonal anti-mycobacte-
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in malakoplakia.® MG bodies represent the calcified detritus of incom-
pletely digested bacteria within phagolysosomes; although considered
pathognomonic, they are not always present. They may be intracellular or
extracellular and are positive with the von Kossa stain for calcium and the
Prussian blue stain for iron.’

The etiologies described for this disease include chronic bacterial
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Accepted: 13 Dec. 2020 infection (E.coli was found in more than two-thirds of cases), dysfunctional

immune response, and abnormal lysosome function in macrophages.®
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Fig.1: Colonoscopic findings: A) mucosal inflammation with cobblestone appearance
in the cecum. B) multiple diminutive rectal polyps.

The most common involved organ is the bladder,
followed by the gastrointestinal tract.>*> There is a
4:1 female to male predilection for genitourinary tract
involvement, but for other sites, there is no predispo-
sition imparted by age, race, and sex. Although the
average age at presentation is 50 years, patients have
ranged from 6 weeks to 85 years old.” Immunosup-
pression (solid organ transplant, human immunodefi-
ciency virus, tuberculosis, and cancer) is a factor
in the development of a number of cases.** Because
malakoplakia may occur as a complication of immu-
nosuppression, whether primary or secondary, renal
and liver transplant recipients are at risk.’

Herein, we present a case of a 58-year-old man
with unintentional weight loss, abdominal pain, and
diarrhea who was found to have colonic malakoplakia.
Colonoscopy revealed multiple diminutive rectal polyps
and mucosal inflammation with cobblestone appearance
in the cecum.

CASE REPORT

A 58-year-old man was referred to our clinic with
the complaint of abdominal cramps and chronic diar-
rhea since 3 months earlier. He reported unintentional
weight loss of about 10 kg during the 3 months. The
patient had a history of Sjogren syndrome and
lupus nephritis since 22 years ago, receiving various
immunosuppressive agents, including mycopheno-
late mofetil, rituximab, tacrolimus (4 mg/d) since
2 years ago. He also used prednisolone (7.5 mg/d),
hydroxychloroquine (200 mg/d), losartan (150
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mg/d), and erythropoietin (4000 IU/SC three times
a week). The patient denied recurrent infections,
malnutrition, and other medical conditions. Routine
blood work noted normochromic, normocytic anemia
(Hb: 8.6 gr/dL), and elevated ESR (Erythrocyte
sedimentation rate) (ESR: 39 mm/ h) and creati-
nine (Cr: 1.3 mg/dL). Tacrolimus level was 6.4 ng/
mL. Other lab tests, including liver function tests
and thyroid function tests, were normal. Negative
results were reported for stool and blood cultures,
ova and parasite testing, and Clostridium difficile
toxin assay.

He underwent colonoscopy, which revealed multiple
diminutive polyps in the rectum (two of them removed
by jumbo forceps), mucosal inflammation, and
cobblestone appearance in the sigmoid and cecum.
Other parts of the colon appeared normal (figure 1
A & B).

CT enterography showed normal ileal and jejunal
loops with normal wall thickness.

Histopathological examination of cecal mucosa
and rectal polyps revealed crypt distortion, irregularity,
and superficial erosions, and infiltration of numerous
foamy epithelioid histiocytes, eosinophils, lympho-
plasma cells, neutrophils, and occasional giant cells
in the lamina propria. Foamy epithelioid histiocytes
showed numerous PAS(Periodic Acid-Schiff) -positive
granules in the cytoplasm. MG bodies were rarely
seen. Microthrombi were also noted in the capillaries
(figure 2 A & B). These findings were compatible
with colonic malakoplakia. As a treatment option,
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Fig.2: Histopathological findings: A) Large histiocyte‘with granular eosinophilic éyto-
plasm: von Hanselman cell (arrow, Hematoxylin-eosin) B) Michaelis-Gutmann bodies

(Alcian blue/PAS stain)

tetracycline was initiated, and immunosuppres-
sive agents decreased, which were successful, and
symptoms including diarrhea improved after 3
months of follow-up.

DISCUSSION

Malakoplakia, a term derived from the Greek adjectives
“Malakos”(soft) and “Plaka”(plaque) implicated a rare
chronic granulomatous disease.® The disease is mainly
diagnosed based on the characteristic feature of accumulated
histiocytes having cytoplasmic inclusions, known as
MG bodies.” The most common site of involvement is
the genitourinary tract, and the second most common
site of involvement is the gastrointestinal tract. In most
of these cases, the rectum, sigmoid, and right colon
are involved.>!° To our best knowledge, the etiology
of malakoplakia remains unknown. Some pathogenic
mechanisms such as infection, immunosuppression
(immune deficiency disorders and organ transplantation),
systemic conditions, malignancy, and genetic disorders.
Some cases of malakoplakia associated with colon
adenocarcinoma were described.>!!-?

Colonic malakoplakia can be asymptomatic or may
be present with diarrhea, abdominal pain, rectal bleeding,
intestinal obstruction, vomiting, malaise, fever, and con-
stipation.’ Three patterns of the disease can be seen on
colonoscopic examination: isolated rectosigmoid involvement
with ulcers, plaques, and polypoid lesions; colonic stricture
and intestinal fistula suggestive of associated cancer or
Crohn’s disease; and diffuse colonic involvement in
immunosuppressed patients. Focal lesions may be associated
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with adenomatous polyps or cancer.'*

Endoscopic differential diagnoses of colonic
malakoplakia include malignancies, tuberculosis, and
Crohn’s disease.’ Pathologically, colonic malakoplakia
could resemble whipple’s disease, Wolman’s disease,"
tuberculosis, sarcoidosis, and Chediak-Higashi syndrome.’

Escherichia coli is the most common pathogen isolated
from over 90% of patients with malakoplakia.* Due to
the role of infection in malakoplakia, one of the treatment
options for colonic malakoplakia is the administration
of antibiotic agent with intracellular penetration such as
trimethoprim-sulfamethoxazole, rifampicin, or quinolones.
Bethanechol acts as a cholinergic agonist and increases
intracellular levels of cGMP in macrophages.'® In immu-
nosuppressed patients, these agents should be decreased

or stopped.'’

CONCLUSION

Malakoplakia is a rare chronic inflammatory disease
that occurs in a variety of anatomic sites. It is more
commonly noted in patients that are immunosuppressed
or suffering from chronic illness. It is a benign self -limited
disease which can be treated with antibiotic agents.

Our presented case was a colonic malakoplakia
associated with immunosuppression state who was
treated with tetracycline (500 mg/twice daily) and a decrease
of immunosuppression agents. Clinical and radiological
follow-up is necessary for these patients
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