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Abstract

Most bladder tumors are epithelial in origin. Nonepithelial cancers are rarely
located in the bladder. Sarcomas are the most common malignancies among nonepithelial
cancers. Primary bladder lymphoma is rare and mostly low grade. Here, we have reported
a case of diffuse large cell lymphoma of the bladder. The patient, a 64-year-old man,
had urinary frequency for 18 months. Abdominal sonography indicated a thick bladder
wall and transurethral biopsy showed diffuse large cell lymphoma. Immunohisto-
chemistry (IHC) results showed that the tumor was positive for CD20, CD45, and Pax-5
and negative for BCL-2, cytokeratin, and S100. He had a normal bone marrow biopsy,
abdominal, pelvic and chest CT scans. He had no B symptoms. The patient received
6 cycles of R-CHOP followed by radiotherapy (36 Gy) to the pelvis. Six months after
treatment, the patient is well and has returned to work. We have searched PubMed for
primary diffuse large cell lymphoma. Primary diffuse large cell lymphoma of the
bladder is best treated according to treatment for diffuse large cell lymphoma of other
sites, which includes chemotherapy and radiotherapy. As seen in our review, primary
diffuse large cell lymphoma of the bladder has a similar clinical course to diffuse large
cell lymphoma of other sites.
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less common tumors include small cell carcinoma
and lymphoepithelioma-like carcinoma. Treatment
and outcome in these diseases differ.?

Lymphomas are common human cancers,* and
treatment of NHL has changed in recent decades.’
The most common subtype of lymphoma is diffuse
large cell lymphoma (DLCL).¢ Diffuse large cell
lymphomas are B cell lymphomas. Approximately
one-third of NHL are DLCL.” Non-Hodgkin’s
lymphoma can originate from solid organs and are
named extranodal lymphomas. Extranodal
lymphomas account for one-third of lymphomas.®
The skin, stomach, and connective tissue are the
most common sites where extra nodal lymphomas
can originate.*>

We reported a rare case of primary DLCL of
the bladder. In addition, we searched PubMed
after 2000 because of recent changes and advances
in diagnosis, treatment, and terminology.’

Case Report

The patient, a 64-year-old-man, had urinary
frequency for 18 months. He had no dysuria,
nocturia or change in urine color. Serum PSA
was 3.1 and he had normal renal function test, liver
function test, and complete blood count. Urinalysis
and urine cytology were normal. Abdominal and
pelvic sonography showed bladder wall
thickening. There were no significant findings in
his history and physical examination. He had no
smoking history and no history of exposure to
toxins (industrial or chemical). He had no history
of lymphoma in his family and no history of
chronic disease. The patient underwent a
transurethral biopsy and pathologic evaluations
showed DLCL. Immunohistochemistry (IHC)
study showed that the tumor was positive for
CD20, CD45, and Pax-5,ki-67(60%) and negative
for BCL-2, cytokeratin, and S100 (Figure 1-2).
The abdominal and pelvic CT scan showed diftfuse
bladder wall involvement (Figure 3). There was
no extra bladder involvement observed in the
abdominal and pelvic CT scan and in the bone
marrow biopsy. He had no B symptoms. The
patient received 6 cycles of R-CHOP followed by
36 Gy radiotherapy to his pelvis. Six months after

Figure 1. Immunoreactivity for PAX-5 shows nuclear staining of
tumor cells (250%).

treatment, the patient has remained well. He had
normal urinalysis and urine cytology results and
has returned to work.

Discussion

Urinary bladder lymphoma (UBL) is not
common. In a study in Japan, only 1 case of UBL
was found among 1767 cases of lymphoma.® The
bladder may have either primary or secondary
involvement by lymphoma® or widespread

Figure 2. Immunoreactivity for Ki-67 shows high proliferative
index (250%).
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lymphoma. Secondary bladder involvement occurs
in 10%-20% of advanced lymphomas.¢ In
advanced cases, prognosis is not good.? The
bladder may also be involved by lymphoma at
presentation in a non-localized lymphoma.® Most
cases of secondary bladder involvement are
detected during autopsy.!® Bates et al. have
reported 11 cases of UBL from 1929 to 1998.
Among them, 5 patients had secondary UBL; in
4 cases diagnosis was made post mortem.'?

In primary lymphoma only the bladder is
involved as the sole site.? Other organs in patients
with primary UBL are tumor-free with no lymph
node involvement. The bone marrow is also
normal.!! In our patient, all investigations,
including chest, abdominal and pelvic CT scan and
bone marrow biopsy were normal.

Most types of bladder lymphoma are low grade
and have a favorable prognosis. High grade types
are less common. Only one-fifth of primary UBL
are DLCL.* Most primary bladder lymphomas

Figure 3. Diffuse bladder wall thickening in abdominal CT scan.

Primary Diffuse Large Cell Lymphoma of the Bladder

are mucosa-associated lymphoid tissue (MALT).
While bladder is involved by a widespread
lymphoma, most cases are DLCL.® Lymphoma in
the bladder is usually a mass in the dome or lateral
wall.* Most UBL are a single lesion. A total of 20%
of cases had multiple lesions and only 10% had
diffuse involvement of the bladder.!? Our patient
had an unusual involvement of the bladder wall.
As seen in Figure 1, there was involvement in all
of the bladder walls. A review of 30 cases by
Oshawa et al. showed that only 2 cases had diffuse
bladder involvement. Most (22 cases) had single
lesions.?

The origin of primary UBL is not well known.
Normal urinary bladder has no lymphoid follicle.
Chronic cystitis may increase lymphoid tissue in
the lamina propria after which a lymphoma might
arise from these lesions.?* Our patient had no
history of urinary tract infection or any urinary
problems.

In extranodal NHL men are affected more
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frequently than women. However in primary
thyroid and bladder lymphoma, women are
affected more frequently than men. Women are
affected twice more than men. Underlying
inflammation or autoimmune conditions might
have a role.*8 Our patient was a man, however in
our review we have determined that most patients
were women 13 and 7 were men (Table 1).

Age distribution of UBL is similar to extranodal
lymphoma from other sites. In a review, the mean
age was 65 years.® Our patient was 64 years old.
We found 20 cases of primary DLCL of the
bladder that were reported after year 2000 with a
mean age of 69 years (Table 1). In some series, the
high grade type affected younger patients
compared to the low grades.*

The most common presenting symptom is
hematuria.*> In our review, 13 cases had hematuria
(Table 1). Cystitis might be a predisposing factor
for UBL.!3 In patients with primary UBL, history
of cystitis is reported in 20% of them.!® Our
patient presented with urinary frequency which he
attributed to prostate enlargement.

B symptoms (night sweats, 10% loss of body
weight, fever) are seen in about 47% of high
grade lymphomas and may be a poor prognostic
factor. B symptoms correlate with stage and
histology of lymphoma. In stage I, 22% of patients
have evidence of B symptoms.'* Coskun et al.
reported the case of a 73-year-old woman with
primary bladder lymphoma who had weight loss
and night sweats.!> Tasu et al. reported that a 70-
year-old man had high grade lymphoma and
weight loss.!® We found no other cases with
primary UBL and B symptoms. Our patient had
no B symptoms.

Montironi et al. reported that an 81-year-old
man had a 5 cm mass in his bladder. The lesion
was diagnosed as DLCL with no other organ
involvement. He received no treatment and was
alive after 2 years.'? Hughes et al. reported 4
cases with primary DLCL of the bladder. Notably,
1 of their patients responded to antibiotic therapy.’
He was a 31-year-old man with a history of
recurrent urinary tract infection (UTI) The patient
received doxycycline and 1 month later he had a

normal cystoscopy. The patient remained well
after 8 years. A review of the primary bladder
pathology confirmed DLCL.> We found 2 cases
that underwent surgery. One patient has undergone
surgery due to poorly differentiated carcinoma.!’
Surgery can have a role in symptom relief but it
is not curative.!®

Regardless of these unusual cases, treatment of
primary UBL is the same as nodal lymphoma.?
Tasu et al. have reported the case of a 68-year-old
man with bilateral hydronephrosis and acute renal
failure. Their case had diffuse bladder involvement
with obstruction and subsequent renal failure. He
received chemotherapy and went into remission.
After 5 months he developed local recurrence in
the bladder. The patient has become disease-free
following chemotherapy and radiotherapy.!®
Chemotherapy, radiotherapy, and combined
treatment are the main therapeutic options. Surgery
does not have a role in treatment.> Systemic
chemotherapy is the first treatment for high grade
lymphomas.!8 Standard treatment for stages I-1I
DLCL is R-CHOP and localized radiotherapy.” In
our review, only 4 cases have received R-CHOP
and none underwent radiotherapy (Table 1).

Hughes et al. reported 12 cases of primary
UBL. None had B symptoms.’> Among these 12
patients, 4 had DLCL. As mentioned above, 1 of
their patients responded to antibiotic therapy.’
Among these 4 patients, 1 case had a poor
outcome. She was a 75-year-old woman who died
from acute renal failure after chemotherapy with
idarubicin, chlorambucil and prednosolone.’
Although this report was published in 2005, the
cases received treatment in the preceding years;
2 cases have received the cyclophosphamide,
doxorubicin, vincristine and prednisolone (CHOP)
regimen. Currently, anthracycline-containing
chemotherapy (R-CHOP) is considered standard
treatment for DLCL.”

Conclusion

Primary DLCL of the bladder is best treated
according to treatment for DLCL of other sites.
Treatment includes chemotherapy and
radiotherapy. The outcome is similar to other
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Table 1. Reports on Primary UBL in PubMed in the English Language, from year 2000.

No. Age Presentation Mass size Chemotherapy Radiotherapy Survival
years/sex of the tumor regimen months
(cm) outcome
12 64/F Hematuria 7 RCHOP NM NM
23 89/F Obstruction Diffuse involvement CHOP Not done 12 DOD
B 48/M Gross hematuria 6.3 RCHOP Not done 6 Alive
45 71/F Hematuria NM CHOP Not done 24 alive
53 31/M Recurrent UTIs NM Doxycycline Not done 96 alive
6° 70/F Hematuria NM CHOP Not done 48 alive
75 75/F Hematuria NM IchlP Not done NM, DOD
810 84/F Hematuria NM Done,agent NM  Not done 6 DOD
910 67/M Hematuria NM Done,agent NM  Done,dose NM 192 alive
1010 80/F Hematuria NM Not done Done,dose NM 44 alive
iz 81/M Hematuria 5 Not done Not done 24 alive
1213 75/F Oliguria Diffuse involvement RCHOP Not done NM, alive
1315 73/F Dysuria NM CHEP Not done 10 DOD
1416 68/M Pain, Nocturia, NM CHOP Not done 17 alive
Hematuria
1516 70/M Wt. loss NM Mit, ifos Not done 18 alive
1617 55/M Hematuria NM CHOP Not done 18 DOD
1718 65/F Hematuria 4.5 CHOP 46 Gy 12 alive
1819  60/F Cystitis NM RCHOP Not done 14 alive
1920 75/F Flank pain 6 NM NM NM
202! 82/F UTI Hematuria NM NM NM NM

F:Female, M:male,NM: not mentioned, R: rituximab, C:cyclophosphamide, H:doxorubicin, O:vincristine, P:prednisolone, mit: mitomycin, ifos: ifosfamide, I:idarubicin, chl:
chlorambucil, E: epirubicin, Wt.: Weight, DOD: dead of disease

sites. As seen in our review, primary DLCL of
bladder appears to have a similar clinical course.
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