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Abstract: Extranodal marginal zone lymphoma of mucosa-associated lymphoid tissue
(MALT lymphoma) of the urinary bladder is an extremely rare entity accounting for
0.2% of all malignant urinary bladder neoplasms, and the diagnosis could be challen-
ging. We present here a patient with urinary bladder MALT lymphoma and review of
all published case reports in the literature. We summarized the reported immunophe-
notype of the neoplasm, ancillary studies, therapy, and follow-up for all 59 patients in
the table. The median patients’ age was 57 years-old (range, 17 to 88), with female
predominance in 50 of 59 patients representing a 1:5.6 ratio. Geographical distribution
of the reported patients was as follows: 22 from Asia, of which more than a half (16)
originated from Japan; 28 from Europe, of which 19 reported from the United
Kingdom, and 3 patients were reported from the United States (including our patient).
Twenty-three (77%) of 30 patients, for whom their clinical presentation was recorded,
had symptoms of cystitis; Escherichia coli was the most common pathogen. We
concluded that a prominent female predominance, uneven geographic distribution of
urinary bladder MALT lymphoma, and a success of antibacterial therapy in selected
cases suggest the link between urinary tract infection and urinary bladder MALT
lymphoma.
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Introduction

Extranodal marginal zone lymphoma of mucosa-associated lymphoid tissue (MALT
lymphoma) is a low-grade B cell lymphoma which accounts for 7-8% of all B cell
lymphomas.' The stomach is the most common organ involved by MALT lym-
phoma (about 35%), followed by other anatomical locations: eyes and ocular
adnexa, skin, lungs, salivary glands, breasts, and thyroid.?

The first definitive report of MALT lymphoma in urinary bladder was pub-
lished in 1990 by Kuhara and colleagues.> MALT lymphoma of the urinary
bladder is an extremely rare entity and accounts to less than 1% of all non-
The

majority of patients present with hematuria and/or dysuria. The differential

Hodgkin lymphomas and 0.2% of all malignant urinary bladder neoplasms.*

diagnosis could be very broad and includes inflammatory lesions, bladder carci-
noma, and infections.’
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Some authors hypothesized that chronic antigenic sti-
mulation and lymphoid hyperplasia caused by Escherichia
coli or other bacterial infections might be a precursor of
bladder MALT lymphomas.® The positive experience in
antibiotics treatment of MALT lymphoma of bladder
might serve as an indirect support of this hypothesis.” '

Herein, we report and discuss a case of primary bladder
MALT lymphoma and summarize other cases reported in

the literature.

Case Presentation

A 58-year-old Caucasian female with history of hyperten-
sion, asthma, rheumatoid arthritis, irritable bowel syndrome,
colon polyps, depression, and menopausal syndrome pre-
sented to the clinic with nonspecific urinary symptoms: dys-
uria, nocturia, and urinary frequency. There were no
B symptoms identified. The CT demonstrated multiple thick-
ening on the anterior and posterior bladder walls (Figure 1A
and B). Consequently, patient underwent a cystoscopy eva-
luation with transurethral resection of bladder tumor
(TURBT), which revealed 2.5 x 2.5 cm mass on posterior
bladder wall distally from the trigone. The mass did not have
characteristic bladder cancer architecture. The patient signed
the informed consent/authorization for participation in
research which includes the permission to collect and use
the information from medical records, imaging studies, med-
ical photographs, pathology images, and study results for
future research projects and publications. A copy of the
signed consent is kept on file in the patient electronic records.

Pathological Findings

The histologic sections showed a dense lymphocytic prolif-
eration beneath the urothelial surface of urinary bladder
mucosa. Within the lymphoid proliferation, a monomorphic
population of small lymphocytes having moderately

abundant, pale staining cytoplasm was dominant. Regularly
scattered, reactive lymphoid follicles were prominent within
the mucosal lymphoid proliferation. The neoplastic lympho-
cytic proliferation had a perifollicular infiltration pattern.

Multiples immunohistochemical studies on biopsy mate-
rial were performed and showed that neoplastic cells were
positive for CD20, CD79a, BCL-2, and immunoglobulin
kappa light chain (weak) confirming the clonality of the
neoplastic cells; the neoplastic cells were negative for CDS,
CD10, and immunoglobulin lambda light chain (Figure 2).

The diagnosis of MALT lymphoma of urinary bladder
floor was established. No additional molecular studies
were performed.

Treatment/Follow-Up

The patient received 4 cycles of Rituximab and achieved
complete remission seen on the pelvic computed tomography
(CT) (Figure 3). The patient showed no signs of disease with
the last follow-up more than 10 years after original diagnosis.

Literature Review

The literature review was initiated starting with 1990 when
Kuhara and colleagues reported what was eventually
called “the first definitive report of a MALT lymphoma
of the urinary bladder”.*' After a systemic search of the
PubMed database for primary MALT lymphoma involving
urinary bladder, the search identified 42 reports with
a total of 58 patients.*>*> The available information
about diagnostic immunohistochemistry, clinical manifes-
tations, treatments, and outcomes of these cases along with
a current case is summarized in Table 1.*>*° There was
a strong female predominance with 50 of 59 patients being
females with a male:female ratio of 1:5.6. The median
17 to 88).
A significant proportion of cases (22 total cases) was

patients’ age was 57 years-old (range,

Figure | Axial CT images showing multiple abnormal nodular thickening on the anterior (A) and posterior (B) bladder walls.
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Figure 2 Bladder MALT lymphoma. The histologic sections show a dense, abnormal lymphocytic proliferation right beneath the urothelial surface of urinary bladder mucosa

(A and B) the neoplastic cells are positive for CD20 (C) and CD79a (D).

Figure 3 Axial CT image of depicting the bladder and showing no evidence of
abnormal nodularity 3 months later.

reported from in Asia, of which more than half (16)
originated from Japan®10:16:18:22-24.28.31.33.36.4142.44.45
According to some of the available reports there more
publications in Japanese literature which we could not
find in PubMed.*>*! The cases reported from Asia showed
even a higher female predominance where only one of 22
patients was a male.'® United Kingdom was another loca-

tion with significant number of patients and accounted for

19 out of 28 European cases.®!>!7-2021:2549 [ncluding our
patient, only 3 patients were reported in the USA.**** All
patients had some urinary symptoms at presentation which
led to the diagnosis. Hematuria was the most common
presenting symptom and was previously reported from
50.9% to 75%. Twenty three of 30 patients, for whom
the information regarding presence or absence of cystitis
was available, had cystitis; Escherichia coli was the most
common pathogen.?'® Xu and colleagues found that most
76.5%, had a Dbladder
presentation.>® None of patients demonstrated “B” group

patients, solid mass on
symptoms such as weight loss, fever, or night sweats.
Only one case of MALT lymphoma with CD5 expres-
sion was reported.'® The clonality for heavy-chain IgH
gene rearrangement by PCR was studied in 10 cases and

was found to be clonally rearranged.®®!%-24-28:29-39

Cytogenetic studies were reported in two cases.''’
Krober and colleagues found that the first case was nega-
tive for t(14:18) and positive for trisomy3, while second
case showed translocation t(11;18)(q21;q21), trisomy 3,
and trisomy 18.%

Treatment approaches were variable including surgical
excision, antibiotics, chemotherapy, radiation, or com-

bined modality. Six patients were successfully treated
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Abbreviations: F, female; M, male; y.o., years old; N/A, not available or provided not in English; CHOP, cyclophosphamide, doxorubicin, vincristine and prednisolone; R-CHOP, rituximab with CHOP; ChIVP, Chl, chlorambucil; V,

vincristine; P, prednisolone; ChID, Chl, chlorambucil; D, dexamethasone; FISH, fluorescent in situ hybridization; PCR, polymerase chain reaction.

with antibiotics.” *'""** Eight patients had some surgical
procedures with or without consequent radiotherapy and/or
chemotherapy.!®-2427-31:343845 Hyohes and colleagues
reported one patient who was successfully treated by
diathermy.?! Majority of the patients (24) were treated
with chemotherapy either alone (16) or in combination
with radiation (8) (Table 1). Three cases did not have
any information about therapeutic approach.'” Overall
the outcome of the treatment was good with median fol-
low-up time of 64.5 months (from 3 to 156 months).

It is important to acknowledge the limitations of our
review. It is possible that some reports did not specify the
urinary bladder as an involvement site, so we cannot
exclude the possibility of missing a significant number of
cases. This is a retrospective study, and patients have not
been studied and treated uniformly; therefore, it is impos-
sible to draw a definitive conclusion regarding the patho-
genesis of MALT lymphoma of the urinary bladder.

The patient we report has a history of rheumatoid arthritis
(RA). The relationship between RA and MALT lymphoma in
this patient remains unclear. An increased risk of malignant
lymphoma has been reported in patients with RA;***” how-
ever, patients with RA usually develop diffuse large B-cell
lymphoma.*® While MALT lymphoma is common in patients
suffering from primary Sjogren syndrome,” MALT lym-
phoma in patients with RA are exceedingly rare; we identi-

fied only 11 single case reports in the literature.”® %

Conclusion

In summary, MALT lymphoma of the urinary bladder is
a rare low-grade extranodal B-cell lymphoma which predo-
minantly affects elderly women of Asian origin. The disease
often presents with nonspecific symptoms and is strongly
associated with cystitis.'*** The prognosis is generally excel-
lent. Tissue biopsy with immunohistochemistry is crucial to
reach the final diagnosis. A prominent female predominance,
uneven geographic distribution of the cases, dramatic preva-
lence of cystitis among affected patients, and a success of
antibacterial therapy in selected cases suggest the role of
urinary tract infection, particularly E. coli, in the pathogen-
esis of urinary bladder MALT lymphoma.
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