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A Rare Cause for Hematuria: Lymphoma of the Urinary Bladder

Abstract

Primary lymphomas of the urinary bladder are rare and majority present with hematuria. Patients are
usually elderly females with a history of recurrent cystitis. The diagnosis is clinched after imaging
and biopsy of suspicious lesions in the bladder. The prognosis is good irrespective of the modality of
treatment. With this background, we report a case of primary marginal zone lymphoma of the urinary
bladder (Stage I,) in a young lady with no history of cystitis, who presented with isolated hematuria.
After treatment with radiotherapy alone, patient is in complete remission for the past 18 months. The
timely diagnosis in a patient with hematuria holds the key to successful treatment and its importance

cannot be overemphasized.
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Introduction

Primary lymphomas of the urinary bladder
are rare, representing 0.2% of all known

bladder cancers.'! The most common
symptoms of bladder lymphomas are
macroscopic  hematuria, dysuria, and

increased frequency of micturition.?’ In
the literature reported so far, patients are
usually elderly and have a history of
chronic cystitis. Herein, we report a case of
a young female with no such history, who
is in complete remission after treatment.

Case Report

A 35-year-old lady with no comorbidity
presented to the urologist with 1-month
history of painless hematuria. On physical
examination, no pallor, lymphadenopathy,
hepatosplenomegaly, or any mass in the
pelvis was detected. The urine routine and
microscopic examination was confirmative
of hematuria. Thereafter, a contrast-enhanced
computed tomography (CECT) of the
abdomen and pelvis showed a large,
lobulated mass, 96 mm x 46 mm x 63 mm,
in the posterolateral wall of the urinary
bladder with few subcentimeters internal iliac
and left obturator lymph nodes. The mass
was encasing the left vesicoureteral junction
causing mild proximal hydroureteronephrosis
[Figures 1 and 2].
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Subsequently, cystoscopy showed a
well-defined, lobulated submucosal mass
arising from the posterior wall from
which biopsy was taken. Histopathological
examination of the biopsy specimen
revealed infiltration of the bladder mucosa
by sheets of monomorphic population of
small, atypical lymphocytes, suggestive of
non-Hodgkin’s lymphoma [Figure 3].

The immunohistochemistry was positive
for leucocyte common antigen and also
for CD20, [Figure 4] Bcl2, CD5, CD43,
CD68, and MPO. About 40% of cells stained
positive for MIB-1 [Figure 5]. CD10 and
cyclin DI were negative, consistent with
marginal zone B-cell lymphoma (MZL) with
a high proliferative index.

The patient had a hemoglobin of 11.5 g/dl
and total leukocyte count of 5500/mm’ with
78% neutrophils and platelet count of 3.5
lakhs/mm?. Her lactate dehydrogenase was
139 U/L. Bone marrow aspiration and
trephine bone biopsy did not show infiltration
by lymphoma and CECT of the neck and
thorax showed no disease elsewhere. Hence,
the final diagnosis of primary MZL of the
urinary bladder stage I, was confirmed.

In view of localized disease, the patient was
treated with curative intent, by means of
radiation therapy of 50 Gy in 25 fractions.
She tolerated the therapy well with no
major side effects following which the
hematuria subsided. A repeat CECT of
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Figure 1: Contrast enhanced computed tomography of the abdomen

and pelvis showing the tumor arising from the posterolateral bladder

wall — Coronal section

Figure 5: MIB-1 positivity among 40% of tumor cells (x40)

the pelvis showed soft-tissue density lesion with a size
of 21 mm X 37 mm x 32 mm at the base of the urinary
bladder — presumably residual disease or postradiation changes.

Figure 2: Axial section of the same contrast enhanced computed
tomography showing the tumor

After 2 months, it had reduced to a size of 17 mm x 35 mm,
and cystoscopic guided biopsy was negative for malignancy.
She is under observation with CECT pelvis and urine cytology
now. Her recurrence-free survival is 18 months.

Discussion

Since the first report of primary lymphosarcoma of the
urinary bladder by Eve in 1885, much has come to light
about this rare lymphoma. It was classified along with
sarcomas and the treatment has evolved from surgery alone
to adjuvant radiotherapy and then to multimodality therapy.

Extranodal marginal zone lymphomas or mucosa-associated
lymphoid tissue (MALT) lymphomas were first described
by Isaacson in 1983 where he postulated the MALT concept
to explain the development of lymphomas in organs with no
lymphoid tissues.!"! This concept of acquisition of lymphoid
tissue due to chronic antigenic stimulation by a bacterial
infection is supported by the history of chronic cystitis,
seen in around 20%—40% of the cases.’! On the other hand,
in those cases with no such previous history, like ours, the
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Table 1: All cases of marginal zone B-cell lymphoma urinary bladder reported since 2014

Author Age (years)/gender  Presenting symptoms Treatment Outcome
D’Souza et al.V 56/male Hematuria, clot retention TURBT CR at 3 years
Combaz and Kuhn®  67/female Recurrent cystitis, asthenia Rituximab (375 mg/m? weekly, 4 weeks) CR at 3 years
Isono et al., 20185 77/female Frequency, hematuria, cystitis Radiotherapy (30.6 Gy in 17 fractions) CR at 5 years
Ozawa et al.! 72/female Thrombocytosis TURBT CR at 13 months
Matsuda et al.!! 78/female Refractory cystitis and renal ~ Rituximab x 4 cycles PR
dysfunction
Haddad-Lacle et al.,  54/male Low back pain Radiotherapy (30.6 Gy in 17 fractions) No recurrence at
20141 3 years
Chen et al.®! 63/female Gross hematuria and urethral ~Radiotherapy to bladder (36 Gy) and Uneventful at 11
caruncle pelvic and inguinal lymph nodes (45 Gy) months
Hsu et al., 2015119 76/female Recurrent cystitis Radiotherapy CR at 3 months

CR — Complete remission; PR — Partial response; TURBT — Transurethral resection of bladder tumor

alternative hypothesis is the development of tumors from
the lymphoid tissue derived from the embryonic cloaca.”

Extranodal marginal zone lymphomas are most common
among primary urinary bladder lymphomas. More than
50 cases of primary bladder marginal zone lymphomas
have been reported so far, after the first by Kuhara et al.
in 1990.1 Patients are mostly elderly females, more than
60 years of age, with a history of chronic cystitis in the
past, contrary to the patient reported here. Hematuria was
the predominant symptom in 60%, with others having
dysuria and urinary frequency.”

Since there is no consensus on the optimal therapy, either of
radiation, chemotherapy, targeted therapy, or a combination
have been attempted and are successful in attaining
remission. A few patients were treated with local therapy
only, such as transurethral resection of bladder tumor®™
and diathermy. There was one patient who attained CR
with Helicobacter pylori eradication therapy alone,® while
another patient was treated exclusively with rituximab.™
In this context, all cases reported after 2014 are shown in
Table 1. The prognosis remains good despite the modality
of treatment used, but rarely, it can disseminate or transform
into higher grade diffuse large B-cell lymphoma.*”

Conclusion

Although marginal zone lymphoma of the bladder is not a
common diagnosis of a patient with hematuria, hematuria is
its most common presentation. Hence, urine cytology and
cystoscopy should be done in persistent cases of hematuria
to rule out the same, as it has a very good prognosis with
any form of either local or systemic therapy.
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