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y:\:5sjua7:{e4 @l Nonurothelial bladder cancers are no less than a histological surprise, owing to the rarity of this group.

The article presents a case series of 25 patients of non urothelial urinary bladder cancers presented in
JIPMER Hospital, Puducherry over a period of fouryears (2014-2017) .
Details of patients were reviewed from medical record section and Pathology department.

Total 25 patients were included in the study.
20(80%) were males and 5 (20 %) were females (M: F:: 4:1).

Mean age of the patients was 58.3 years ranging from 30 to 80years.
Seveteen (68.0%) out of twenty five patients had hematuria as their presenting complaint.

Out of 25, there were 14 (56.0 %) squamous cell carcinoma, four had

adenocarcinoma(24.00%) and one leiomyosarcoma(4%) .

small cell carcinoma(16.00%), six

Twenty four (96.0 %) patients out of 15 were referred for upfront surgery . One pt. was not willing for any treatment.
This study highlights the role of surgery and status of adjuvant therapies in the management of non urothelial bladder cancers.
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INTRODUCTION:

Bladder cancer is a disease of age and environment.It
accounts for 7% of all cancers worldwide.There is a wide
spectrum of histological subtypes albeit transitional type
contribute to majority(95%).

Squamous cell Carcinoma (SCC) of bladder can be further
classified as bilharzial and nonbilharzial based on the
etiology of cancer due to Schistosomiasis hematobium which
is endemic in Egypt and other African regions. However
nonbilharzial SCC is associated with chronic irritation of
bladder from urinary stasis due to bladder outlet obstruction,
recurrent urinary tract infections, bladder stones, indwelling
catheters and cyclophosphamide exposure.

Adenocarcinoma of urinary bladder can further be classified
as urachal (U) and non urachal (NU). Features which favour
the diagnosis of urachal adenocarcinomas are tumor of the
dome, absence of cystitis glandularis cystica, primary
involvement of muscle or deeper structures, an intact or
ulcerated epithelium, presence of suprapelvic mass, sharp
demarcation between tumor and normal surface epithelium,
presence of urachal remnants and tumour branching into the
space of Retzius.

Sarcoma constitutes the most usual mesenchymal
malignancy of the bladder, with leiomyosarcomas being the
most common type of sarcoma in adults.

Small cell carcinomas of urinary bladder accounts for
0.35-0.70 % of all bladder tumors. There is no standard
treatment approach to the management of the same.
Carcinosarcoma is another rare malignancy of urinary
bladder which is characterised by an intimate admixture of
carcinoma and malignant soft tissue neoplasm .

Classification of Bladder tumours according to histologic type
(WHO, 2004)

Urothelial nooplasia Pacudosarcomataus stroma
Stromal osseous of cartlaginous metaplasia
Urothekal papilloma Ostooclast-type giant cells
Inverted paplloma With prominent lymphoid infiltrate
Papilary urothekial neoplasia of low malignant potential Squamous cell carcinoma
Malignant pagillary Usual type
Papilary carcinoma, low gracke Variant
Papilary carcinoma, high grade Vermcous
Popilary carcinoma  with  squamous or  glandular  Basaloid

With sarcomatoid features.
mucosa, urachal, with exstrophy)

difforentiation
Malignant nonpagillary
Flat carcinoma in situ Usual intestinal type

Invasive carcinoma Mucinous (inchuding coloid)

Variants of invasive carcinoma Signet ring cell
Nested pattom Clear coll
Small tubular pattorn Hopatoid

Microcystic pattem
Inverted pattem
Squamaos difersntistion Tumors of mixed ool typs:
Glandutar differentiation Uncifiorentintad carcinomas”

Small coll carcinoma

Large cell neuroendocrine carcinoma

Lymphospithefoma-fke carcinoma
Giant cell carcinoma
Undifferentiated carcinoma NOS.
Melastalic carcnoma

Mixture of aforementioned patterns
NOS

Micropapillary

Sarcomatoid carcinoma

Clear coll urothelial carcinoma
Plasmacytoid

With syncytiotrophoblasts
With unusual stromal reactions

“Rofors 10 tumors that are undifiorantialad by bght microscopy

MATERIAL AND METHODS

All patients whose final histology came out be NUBC were
studied retrospectively from a period of January 2012 to
October 2016.Details were retrived from Medical record
section , Pathology department and Hospital Information
System portal.

Patients were evaluated with history, physical examination,
biochemical tests,imaging studies CT scan
(abd.+pelvis),chest X ray,Cystoscopy and TURBT.

Patients' parameters which were considered are age, gender,
cystoscopic findings, primary modality of treatment,
recurrence, and survival were considered. Staging was done
according to the American Joint Committee on Cancer (AJCC)
staging manual.

Based on the stage and performance, patients were referred
for radical cystectomy i.e. cystectomy with bilateral pelvic
lymphnode dissection up to the bifurcation of common iliac
vessels, concurrent chemoradiation or radiation.
Immunohistochemistry was done in four patients of small cell
tumor (neuroendocrine origin).

Only patients of stage 3 and 4 were referred for adjuvant
radiation or chemoradiation. Stage 1 and 2 were advised
observation. All the patients with recurrence or residual lesion
were referred for palliative care. Patients were followed up
monthly after completion of the treatment for 3 months and
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three monthly thereatfter for 2 years. Families of patients who
failed to follow up were contacted on phone and enquired
about their survival and condition. Simple percentage and
frequencies have been used to interpret the data. Also the
article reviews few studies on NUBC, SCC and
adenocarcinoma of urinary bladder.

OBSERVATION:

Total 25 patients were included in the study. 20 (80 %) were
males and 5 (20 %) were females (M: F :: 4:1). Mean age of the
patients was 51.3 years ranging from 22 to 65 years.
Seventeen (68.00 %) out of twenty five patients had hematuria
as their presenting complaint. Other presenting symptoms
seenwere lower abdominal mass seen in three (12%) patients;
pain, irritable bladder seen in seven (28.0 %) patients each.
Urinary tract infection (pyuria) and obstructive uropathy were
seenintwo (8.0 %) patient .

On cystoscopy, though the tumor involved more than one area
in most of the cases, on broad classification, three patients
had tumor in the dome of bladder out of which two had
adenocarcinoma and one had Leiomyosarcoma . Fourteen
patients had multicentric disease and twelve of them were
squamous cell carcinoma. Nine patients had involvement of
the trigone out of which two were small cell carcinoma, four
SCC and three Adenocarcinoma and one . Two patients had
bladder diverticulum as additional finding one of which had
adenocarcinoma and the other had SCC.

Out of 25, there were six (24.00 %) adenocarcinoma, fourteen
(56.00%) were SCC and four (16.00 %) small cell carcinoma
and one (04.00%) leiomyosarcoma.

Out of 6 patients who had poorly differentiated

adenocarcinoma four had stage 4 disease and one had stage
2 disease who later lost to follow up. Three out of PD stage 4
patients died in the course of follow up and the remaining one
is on palliative care. Two of moderately differentiated (MD)
adenocarcinoma patients had stage 1 disease and one had
stage 4 disease. One lost to follow up (stage 1) and remaining
three are on follow up.

Out of the 14 patients of SCC, 9 belonged to stage 2, 3 patients
were of stage 3 and 2 had stage 4 disease.

One patient of stage 2 had developed internal iliac artery
aneurysm and angioembolisation was done for the same ;
however the same patient had perineal recurrence and was
underwent total penectomy with stage 1 urethroplasty.
However patient succumbed to death and was not able to
receive adjuvant therapy.

2 patients of stage 2 had lost follow up. 2 had died and 4 pts.
are in regular follow up with us.

Allthe patients of stage 3and 4 had died.

Of the remaining five patients, 4 patients belonged to small
cell carcinoma, 1 to Leiomyosarcoma group.

Of small cell carcinoma group 3 patients were positive for CD
56 and synaptophysin and one was positive for Pan CK and Ki
67 besides synaptophysin.

Solitary Leiomyosarcoma patient was Desmin IHC marker
positive and is under regular follow up .

S.no|Age|Gender|Presenting |Cystoscopy | TURBT Biopsy |Neoadjuvan |Primary Staging|Adjuvant |Recurren |Follow up
symptom t treatment |modality of treatment |ce
treatment
1 58 |M Hematuria |Large growth|Squamous cell |Nil Radical T2BNO |Chemoth |Perineal |Died
+obst. occupying carcinoma cystectomy (MO erapy
Uropathy |whole with
on b/1 PCN |bladder ; b/l orthotopic
since 2 ureteric neobladder
months orifices (ON) (Abol
engulfed in Ghoneim-
the growth AG)
2 48 M Hematuria [5x 4 cm well [Small cell nil Radical T2BNO |no nil follow up
since 2 defined carcinoma cystectomy [MX
months mass at the + Ileal
rt. post. Lat conduit -IC
wall
extending to
rt. VU]
3 51 (M Hematuria |7.5X 7.5 cm |[Small cell Nil Radical T2BNO |No Nil Follow p
since 1.5 |growth in the |carcinoma cystectomy |MX
months 1t. lateral + ON (AG)
wall and
base of
bladder
4 62 (M Hematuria |7.5 cm x 5 cm|Leiomyosarco |Nil Radical T2BNO |NO Nil Follow up
+ obst. growth I ma cystectomy [MX
LUTS dome of with
bladder orthotopic
neobladder
-Studer
Neobladder
-SN)
5 58 M Hematuria [4x4 cm Squamous cell |Nil Radical T2BNO |No Nil Lost to
+Abd. growth near |carcinoma cystectomy [MX Follow up
Pain since |rt. VU] + Ileal
3 months conduit -IC
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6 55 Abd. Pain |Growth Squamous cell |Nil Radical T3NIM |Chemoth |Nil Died
+lower involving the |carcinoma cystectomy |X erapy
abd. bladder neck + lleal
mass+void|circumferenti conduit -IC
ing LUTS |ally with
involvement
of b/l
anterolatearl
wall with
multiple
trabeculation|
s present
7 59 Hematuria [5x4 cm Squamous cell |Nil Radical T2BNO |Nil Nil Died
since 2 growth carcinoma cystectomy [MX
months+ |present at lt. + lleal
UTI lateral wall conduit -IC
8 72 Hematuria |6x 4 cm Squamous cell |Nil Radical T3N1M |Chemoth |Nil Follow up
since 4 growth carcinoma cystectomy (0 erapy
months present in + lleal
the right conduit -IC
posterolatera
1 wall.
9 38 Lower 7x4 cm Squamous cell |Nil Radical T2B NO |Nil Nil Died
abdominal|polypoidal  |carcinoma cystectomy [MX
mass mass in + lleal
+Voiding |lateral wall conduit -IC
LUTS since|of bladder
3 months
10 |65 Hematuria [4x6 cm Small cell Nil Radical T2BNO |Nil Nil Died
+voiding |growth in the |carcinoma cystectomy |Mx
LUTS sincellt. lateral + lleal
3 months |wall conduit -IC
11 |55 Hematuria |5x2 cm Squamous cell |Nil Radical T2BNO |Nil Nil Lost to
since 2 growth carcinoma cystectomy |MX Follow
months present at lt. + lleal up
lateral wall conduit -IC
12 |30 Hematuria [6X2 AND 5X (Sq. cell Nil Not NA NA Nil Died
with 2 CM growth |carcinoma operated
voiding present over
LUTS since|rt. and lt.
2 months |lateral wall
13 |58 Hematuria |6x4 cm rt. Squamous cell |Nil Radical T4aNO |Nil Nil Follow up
+ voiding |lateral wall |carcinoma cystectomy (MO
LUTS since|growth + lleal
3 months conduit -IC
14 |56 Hematuria [4X2 cm Adenocarcino |Nil Radical T2BNO |Nil Nil Died
+ voiding |growth over |ma cystectomy [MX
LUTS since|the anterior + Ileal
5 months |wall conduit -IC
15 |72 Hematuria [4x3 cm Small cell Nil Radical T2BNO |Nil Nil Died
since 3 growth over |carcinoma Cystectomy |MX
months rt.posterlater with Ileal
al wall conduit
16 |66 Voiding 5X4 CM Squamous cell |Nil Radical T2BNX |Nil Nil Died
LUTS GROWTH  |carcinoma Cystectomy |MO
OVERLT. with Ileal
POSTEROLA conduit
TERAL WALL
17 |66 Voiding 5X3 growth [Adenocarcino |Nil Radical T2BNX |Nil Nil Died
LUTS present over |ma Cystectomy | MO
the anterior with Ileal
bladder wall conduit
18 |78 Hematuria [5X4 CM Sq. cell Nil Radical T2BNO |Nil Nil Died
with Growth over |carcinoma Cystectomy |MX
voiding . with Ileal
LUTS since|posterolatera Neobladder
2 months (lwall
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19 |50 |F Voiding 5X2 CM Mucin Nil Refused - - Nil Died
LUTS since|growth at secreting Surgery
2 months |dome adenocarcino
ma with deep
muscle
invasion
20 |57 |F Voiding 4X3 cm High grade sq.|YES TURBT - Lost to
LUTS growth at lt. |cell ca with follow up
posterolatera|deep muscle
lwall invovement
21 (62 (M Hematuria [5x6 cm Squamous cell |Nil Radical T2BNX |Nil Nil Follow up
since 4 growth carcinoma with| Cystectomy (MO
months present deep muscle with Ileal
invoving the |involvement conduit
1t. VU]
22 (80 (M Hematuria |Growth Adenicarcinom|Nil Radical T2BNX |Nil Nil Died
with present 6x4 |a Cystectomy [MO
voiding cm over the with
LUTS since|rt. postero orthotopic
2 months |lateral wall Neobladder
23 |46 |M Lower Growth Adenocarcino |Nil Partial T4a NO |Nil Nil Died
abdominal |present over [ma Cystectomy |MX
mass the dome 4x3
+Voiding |cm
LUTS since
1 year
+Renal
failure
24 |60 |M Hematuria |Growth Adenocarcino |Nil Radical T2NXM |Nil Nil Follow up
with renal |present over |ma in RC Cystectomy |0
failure+UT|the posterior [specimen with ileal
I and rt. conduit
posterolatera
1 wall 6x4 cm
25 (60 (M Voiding Growth Squamous cell |Cheomother|- T4NXM |Nil Nil Follow up
LUTS with |present over |carcinoma apy X
h/o open [the
clt antrolateral
wall 4 x 3 cm

Only one patient was referred for neoadjuvant chemotherapy
i.e. one with Adenocarcinoma tumor however patient could
not complete the therapy as he died within 2 months of the
diagnosis.

Twenty two (88.0 %) patients out of 25 were referred for upfront
surgery. 21 patients from this group underwent

radical cystectomy with bilateral pelvic lymphnode
dissection. One partial cystectomy with bilateral pelvic node
dissection was done .

Out of remaining three (12.00 %) patients from the non
surgical group two were referred for definitive concurrent
chemoradiation. One patient of adenocarcinoma (non
urachal) was referred for palliative chemotherapy as lung
secondaries were found on initial workup.

Most of the patients i.e. 16 (72.3 %) out of 22 had stage 2
disease, one (4.5 %) patients with stage 1 and 3 patients with
stage 3 disease. Two patients (9.0 %) patients had stage 4
disease. Two pts. were advised adjuvant chemotherapy and
they died within 2 and 3 months of the surgery .

Amongst the patients who underwent surgery, two (23.07 %)
recurrences were reported. One was local and one distant
recurrence. The distant recurrence was in the perineal region
in a patient of squamous cell carcinoma.

Four (16.0 %) out of 25 patients lost to follow up and could not
be traced (one had adenocarinoma and three had

SCC). Rest of the patients either died in the course of follow up

or are still following up. The longest follow up in the series is 32
months and shortest follow up is one month. Out of 22 patients
who followed up 14 (63.6 %) died. Out of all these 14 patients,
5 pts. were of stage 3 or stage 4 rest all belonged to stage 2.
Eight deaths belonged to SCC group, four to
Adenocarcinoma and two to small cell carcinoma.

DISCUSSION AND REVIEW

Review on adenocarcinoma by Grignon et al. [2] concluded
that non urachal adenocarcinoma outnumbers the urachal
variety.In his study there were 48 non urachal
adenocarcinoma and only 4 had the Urachal variety.
Histologic subtypes in their study included enteric, signet ring,
mucin secreting ,unspecified and mix of two or
subtypes.Surgery was the mainstay of treatment as 40 pts.
were operated, 15 received Radiation therapy, 2 received
chemotherapy and 23 did not received any adjuvant
treatment.

Only radiotherapy was given to 12 patients, 8 patients
received only chemotherapy and one patient received
concurrent chemoradiation, seven patients were subjected to
TURBT alone. No treatment could be offered to 3 patients.It
was concluded from the study that stage of the tumor was the
strongest prognostic predictor and distinction between
urachal and non urachal variety did not affected the survival.

A study by Dahm et al from Germany found SSC to be the
commonest non urothelial subtype ranging between 3 to 5%.
Adenocarcinoma and small cell carcinoma constitutes 0.5 —
2% and <0.5% respectively.

Calculus, foreign bodies and urinary stasis being the chief
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causative factors for Nonbilharzial SCC.(1)

Study by Kassouf et al. had 27 patients of nonbilharizial SCC
with a median age of 67 years between the ages of 36 to 79
years. In this study 5 patients had T4 disease, 9 patients had
T3 disease and 13 patients had T2 disease.

Eight patients received upfront chemotherapy and /or
radiotherapy and were planned for surgery after ; however in
5 patients surgery cannot be done due to rapid progression of
disease and death.

2 out of 3 patients (67%) who received neoadjuvant therapy
were downstaged at cystectomy and had remained disease
free.

15% paients (3 out of 20) who underwent radical cystectomy
had anode positive disease.

Disease recurrence was seen in 10 patients out of total 20 (who
underwent radical cystectomy), recurrence was reported with
a median duration of 5.1 months. Death occurred in 7 patients
due to local recurrence in 3 patients, distant recurrence in 1
and 3 patients had both.

Sheldon et al.(9) in his study made a interesting hypothesis
that presence of mucus (gross/microscopic) in urine is
suggestive of adenocarcinoma.However it was seen in ony
one fourth of the patients. In this study majority of the patients
were I the age group 10- 70 years and 65 % were males.They
also concluded that for urachal tumours inclusion of posterior
rectus sheath and peritoneum along with enbloc removal of
urachus and bladder (partial/total) constitutes optimal
surgery for this subtype.

Other lesser subtypes of non -TCC subtypes are very rare
(carcinosarcoma, small cell ,neuroendocrine and spindle cell)
and portend a bad prognosis due to inherent aggressive
nature of the disease.Adjuvant chemotherapy may provide
improved survival benefits as compared to surgery alone.
(6,7,10)

In our series, SCC histology was highest in no. i.e fourteen out
oftwenty five.

Adenocarcinoma was seen in 6 pts, 4 patients belonged to
small cell carcinoma and one to Leiomyosarcoma.

In SCC subgroup mean age of the patient is 57.21 years which
is much below the western study of about 67 years. Male to
female ratio was found to be with 5:1 in our study as opposed
14:13 in study by Kassouf et al. Nine out of fourteen patients
died after a mean follow up of 12.6 months and three lost
follow up. Remaining eight are well at present and have been
following up for 32, 11 and 3 months.

In our group of surviving pts. Five (62.5%) are of stage 2, two
(25%) of stage 3 and one (12.5%) of stage 4

In adenocarcinoma subgroup mean age was 59.7 years (46-80
years), which is slightly above the western studies. However
83.3% were males which is higher than in above studies Five
pts. had died after a mean follow up of 6 months and one pt. is
in our of regular follow up since 4 months. Four out of six pts.
had stage 2 disease one had stage 3 and one patient had
stage 4 dueto Ml disease.

Grade in our series (both SCC & adenocarcinoma) did appear
to make a significant impact on survival, however

the observation was diluted by fact that all the patients with
poorly differentiated carcinoma presented in higher stage of
the disease making it difficult to interpret that poor survival
was attributed to poor grade or higher stage. Urine cytology
has a role in screening of urothelial bladder cancers and it
indicates the higher grade of urothelial malignancy however
it's role in non urothelial bladder cancer is not well defined.
Cytologic examination fail to lead to a diagnosis of
malignancy in 18 % of primary adenocarcinoma cases in a
study of 46 patients done by Bardales et al. [11]. A large
number of metastatic adenocarcinomas of the colon and
prostate have sufficient cytologic features to suggest the
correct diagnosis in urine samples. The cytomorphology of
primary bladder adenocarcinoma is not as easily
characterized. The role of studying abnormal squamous cells
in urine samples for detection of squamous cell cancer of
urinary bladder remains equivocal [12].

CONCLUSION:

It is not possible to relate all the data to treatment in a
scientific and meaningful manner because various
treatments and histologies resulted in numerous groups each
containing too few patients for reliable analysis. There is a
lack of randomized studies on adenocarcinoma and
nonbilharzial SCC of urinary bladder hence most of the
treatment strategy in these conditions is from the
extrapolation of data from the SCC & adenocarcinoma at
other sites in body where abundant patients are available.

Hence in view of this case series and review of literature it is
concluded that surgery appears to be a better option in terms
of recurrence and survival. Role of adjuvant or neoadjuvant
treatment remains undefined.

Poor grade correlates with recurrence and less survival but
this is confounded by the fact that most of the higher grade
tumors presented in advanced stage.
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