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ABSTRACT

Malakoplakia is a rare disease with undefined etiology that has been almost
exclusively reported in urology and pathology journals. We are presenting a case
of colonic malakoplakia in an 18-year old young man who was referred to us with
a four-year history of intermittent rectorrhagia. The pathological examination of
the endoscopically resected specimen revealed pathognomonic features of mala-
koplakia, von Hansemann cells and Michaelis-Gutmann bodies.

MJIRI, Vol. 15, No. 3, 179-182, 2001.

Key Words: Malakoplakia, colon, colorectal tumors

INTRODUCTION

Malakoplakia is a rare, chronic, granulomatous in-
flammatory disease, which was first described by
Michaelis and Gutmann in 1902. One year later, von-
Hansemann coined the term malakoplakia derived from
the Greek “malakos”(soft) and “plakos”(plaque). The
macroscopic appearance is usually a yellow or yellow-
ish brown, solid, soft, friable mass of various size and
different patterns of distribution, not unlike that of a car-
cinoma. Histologically, there is diffuse histiocytic infil-
tration with a strong periodic acid-Schiff (PAS) positive
eosinophilic granular cytoplasm (von Hansemann'’s cells)
containing the characteristic basophilic, laminated cy-
toplasmic inclusions called Michaelis-Gutmann bodies.
Originally described in the bladder, malakoplakia is most
commonly found in the genitourinary tract. In this ar-
ticle we present the first reported case of malakoplakia
in a young adult from Iran and the histologic and endo-
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scopic features of the disease, along with a brief review
of the literature.

CASE REPORT

An 18-year old young man was retferred to our nsti-
tution with a 4-year history of intermittent fresh rectal
bleeding. He had been symptom-free until four years ago,
at which time he developed intermittent painless rectal
bleeding without any bowel habit changes. He never had
diarrhea, tenesmus, fever, weight loss, anorexia or ab-
dominal pain. There was no significant past medical
history but in his family history one of his cousins had a
history of colon polypectomy when he was 6-years old.
He had no drug abuse. He sought medical advice and
with a diagnosis of hemorrhoids, was prescribed anti-
hemorrhoid ointment. Seven months ago, because of a
sensation of a mass protruding from the anus, the patient
underwent rectosigmoidoscopy and eleven polyps of
various sizes were resected from the anorectal region.
Microscopic examination of the polypoid structures
showed diffuse edema, ulceration, and acute and chronic
inflammation accompanied with vascular congestion and
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mucosal gland disruption. The diagnosis was juvenile
polyposis. All laboratory tests were normal but occult
blood was positive in the stool exam. He was symptom
free for three months, at which time rectal bleeding re-
curred. In endoscopic examination, there were certain
ulcerative and yellowish friable polypoid lesions in the
anorectal region. Polypectomy was performed via
colonoscopy. Microscopic examination of the specimens
measuring 20x20 and 10x10 mm revealed fragments of
tissue, including granulation tissue (Fig. 1). The tissue
was markedly edematous showing infiltrates by
lymphomononuclears and plasma cells. They are mixed
with plump histiocytes, occasionally multi-nucleated,
having abundant cytoplasm. A few histiocytes seem to
contain intracytoplasmic PAS-positive inclusion-like
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Fig. 1. Granulation tissue and colonic mucosa with neutro-
phils (left side), histiocytes and multinucleated giant cells.
(H&E, x250).

Fig. 2. The same field, showing macrophages containing
Michaelis-Gutmann bodies (arrowed). (H&E, x400).
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Michaelis-Gutmann bodies (Fig. 2).
DISCUSSION

Malakoplakia usually involves the genitourinary tract
including the Kidney, ureter, bladder, urethra, testis, ep.-
didymis, prostate, endometrium, vagina or broad liga-
ment."?* Nankohl and Chichiurian described the first case
outside the urinary tract involving the testis. In the uri-
nary tract hematuria and recurrent urinary tract infec-
tion are the most frequent findings. Additionally, ob-
struction of the urinary or gastrointestinal tract may cause
other symptoms. The more extensive lesions can cause
tiredness, weight loss, fever, and night sweats. A pal-
pable mass may be found. Other common findings in-
clude anemia, leukocytosis, and increased erythrocyte
sedimentation rate.

More recently, there has been a growing list of cases
reported outside the genitourinary tract including lung,
brain, skin, conjunctiva, bone, tonsils, adrenals, breast,
abdominal wall, pancreas, liver and all parts of the gas-
trointestinal tract. Colonic malakoplakia was first de-
scribed by Terner and Lattes in 1965.° McClure made a
comprehensive review of the literature in 1983 and re-
viewed 38 cases involving the entire gasterointestinal
tract.® Previously a case of colonic malakoplakia has
been reported in this Journal in 1989. The clinical mani-
festations of colonic malakoplakia depend on the extent
of involvement and coexisting disease. They are non-
specific and include rectal bleeding, diarrhea, abdomi-
nal pain, fever, weight loss, night sweats and intestinal
tract obstruction.

There are three forms of the disease in endoscopic
examination;3-*7# (1) Isolated sessile or polypoid masses
in the rectosigmoid colon; the lumen may be narrowed
suggesting a malignant stricture. The inflammatory pro-
cess may be transmural, resembling Crohn’s disease. (2)
Diffuse involvement of the entire colon with either poly-
poid serpiginous lesions or diffuse ulceration. This form
is often present in patients with compromised immunity
including renal transplantrecipients, immunosuppressive
drug therapy, and hereditary immundeficiency. (3) A
mass-like lesion occurring alone or in association with
cancer of the colon or an adenomatous polyp. The inci-
dence of colon cancer associated with intestinal mala-
koplakia is as great as 35 percent.’

Commonly associated symptoms of colonic malako-
plakia include, fever, diarrhea, and hematochezia in types
1 and 2, and fever with abdominal pain and tenderness
in type 3.

Pathogenesis
Although the etiology and pathogenesis of malako-
plakia are still unknown, it is believed that this disease
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may have multiple causes. Some authors believe the ori-
gin to be infectious, because of consistent finding of
E.coli, klebsiella, mycobacterium, and staphylococcus.
However, considering the frequency of £.co/i in urinary
tract infections and the rarity of malakoplakia, a primary
infectious cause seems to be unlikely. Moreover, E.coli
and other organisms have not been consistently associ-
ated with malakoplakia outside the urinary tract. Other
authorsagree that a diminished capacity of macrophages
for lysis of bacteria is the basic defect.**!*'"'> Some au-
thors emphasize the correlation between
immunosuppresion and malakoplakia because an in-
creasing number of cases in immunodeficient individu-
als and in patients receiving aggressive chemotherapy
for transplantation has beenreported.* Furthermore, sev-
eral malakoplakia cases have been reported in patients
with systemic lupus erythematosus, liver disease, my-
cotic infections, sarcoidosis, ulcerative colitis, cachexia
and in drug addicts. In one of the comprehensive stud-
ies reported, Abdou et al. found evidence for a mono-
cyte lysosomal abnormality similar to findings in the
Chediac-Higashi syndrome.® They showed that decreased
intracellular concentration of cyclic guanosine mono-
phosphate (cGMP) in the macrophages of one patient
with malakoplakia and hypogammaglobulinemia could
lead to a decreased fusion of primary lysosomes with
phagosomes, resulting in incomplete bacterial killing and
the formation of Michaelis-Gutmann bodies. They also
found an increase in the intracellullar cGMP concentra-
tion and bactericidal activity of blood monocytes when
the patient was treated with bethanechol. However, Webb
et al.” did not find diminished cGMP levels in their
hypogammaglobulinemic patient with malakoplakia.

Biggar et al.' found decreased bacterial killing
but normal cyclic adenosine monophosphate
(cAMP) and cGMP levels in their patients with
malakoplakia. The bactericidal effect did not im-
prove after carbachol treatment. Wener et al.' found
a decreased cGMP level in their patient who used
prednisone due to systemic lupus erythematosus, but
incubation with betanechol did have any effect on
it. Both Wener et al. and Curran'® proposed that a
decreased cGMP/cAMP ratio might be more impor-
tant than lowered cGMP level alone.

Ascorbic acid might be able to correct this
ratio, as it increases the cGMP level in normal
monocytes'® and decreases cAMP levels in
monocytes of patients with the Chediac-Higashi
syndrome.'” Its effects in malakoplakia have not
been totally evaluated. It has also been sug-
gested that malakoplakia may be an expression
of microtubular/microfilamental dysfunction,
but this hypothesis was not thoroughly sup-
ported by later investigations.'
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Pathology and diagnosis

The most distinctive and diagnostic histologic fea-
ture of malakoplakia consists of Michaelis-Gutmannbod-
ies, which are concentrically laminated, round or oval,
dark inclusion bodies, S to 10 mm in diameter, located
in the cytoplasm of histocytes known as von Hansemann
cells. These inclusions are generally PAS- and von Kossa
stain positive (MM), are composed of a glycolipid ma-
trix, probably from a specific micro-organism, and are
coated by a layer of calcium and iron. So, diagnosis can
be made only by histologic examination of endoscopic
biopsy specimens or fine-needle aspiration. Barium en-
ema radiography, CT scan, scintigraphy, and transrectal
ultrasonography are helpful in estimation of the spread
of disease to surrounding areas.®

Treatment

The rarity of malakoplakia and the coexistence of se-
rious diseases such as cancer, as well as treatment with
immunosuppressive drugs or a severe underlying immu-
nologic dysfunction, make difficult any evaluation of
reported treatments. However, surgical excision or in-
cision and drainage are the treatment of choice. In pa-
tients unfit for surgery, discontinuation of immunosup-
pressive drugs, if possible, and administration of
betanechol or antimicrobial drugs with intracellular pen-
etration, such as trimethoprim-sulfamethoxazole,
rifampicin. or ciprofloxacin can be attempted.
Bethanechol. a cholinergic agonist, is considered toraise
intracellular levels of cGMP in macrophages. Ascorbic
acid, with the same suggested mechanism of action, is
also recommended but further conclusions need more
thorough investigations.*
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