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Abstract 
Aim: The aim of the present study to evaluate the oncologic outcomes in patients with 
nonurothelial bladder cancer in Bihar region. 
Methods: This was a prospective observational study conducted in the Department of 
General Surgery, Netaji Subhas Medical College and Hospital, Bihta, Patna, Bihar, India for 
1 year. All 15 adult patients between 18 and 80 years of age with histologically proven 
NUBCs were included in the study. Patients were followed for a median duration of one year. 
Results: 15 patients of NUBCs were included in this study. Out of them, 9 patients had 
adenocarcinoma, 3 had SCC, 2 had small cell carcinoma, and 1 had inflammatory 
myofibroblastic cancer. The median presenting age of the patients was 52 years (range: 34-87 
years), and hematuria was the commonest presenting concern, i.e., in 85% patients. 
Clinically, T3 was the commonest stage of presentation, and 1 patient had metastatic disease. 
The median follow-up duration was one year. During this period, 64% patients were 
diagnosed with cancer recurrence or progression, with majority, i.e., 22%, exhibiting disease 
at multiple sites. Furthermore, all these patients died because of the disease progression itself 
(10 patients), and the remaining (5 patients) died of generalized ill health and co-morbidities. 
On analysis, the mean DFS was 60.39 ± 7.15 months, and the overall median survival was 
55.7 ± 9.69 months. 
Conclusion: The NUBC is a rare but aggressive disease that presents at an advanced stage in 
many cases. Treatment protocols are not uniform; therefore, further collaborative research is 
needed to improve survival outcomes. 
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Introduction 

Bladder cancer accounts for over 70,000 
new cancer diagnoses per year in the 
United States, with pure urothelial cell 
carcinoma (UCC) comprising 
approximately 90%–95% of these cases. 
[1-3] The remaining 5%–10% of bladder 
cancers consist of pure nonurothelial 
histologies or mixed urothelial and 

nonurothelial histologies, and these are 
generally associated with a worse 
prognosis compared to urothelial cell 
bladder carcinoma. [4] Given the paucity 
of information regarding nonurothelial 
histologies, there is a tendency among 
clinicians to homogenize all the clinically 
and biologically different pure 
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nonurothelial and mixed histologies into a 
single category: nonurothelial. Improved 
understanding of relative survival patterns 
among pure nonurothelial histologies is 
needed to improve patient counseling and 
aid clinical decision-making before 
cystectomy. Due to their rarity, 
institutional series of nonurothelial bladder 
carcinoma has generally evaluated only a 
single histology at a time and is unable to 
place each histology within the context of 
other histologic subtypes. [4] Studies 
involving larger administrative databases 
have been performed as well, but only 
select nonurothelial histologies have been 
assessed. [5-7] Treatment depends on the 
stage of the cancer. It may include some 
combination of surgery, radiation therapy, 
chemotherapy, or immunotherapy. 
Surgical options may include transurethral 
resection, partial or complete removal of 
the bladder, or urinary diversion. The 
typical five-year survival rates in the 
United States is 77%, Canada is 75%, and 
Europe is 68%. Bladder cancer, as of 
2017, affected about 1.6 million people 
globally with 549,000 new cases and 
200,000 deaths. Age of onset is most often 
between 65 and 84 years of age. Males are 
more often affected than females. In 2017, 
the highest rate of bladder cancer occurred 
in Southern and Western Europe followed 
by North America with rates of 15, 13, and 
12 cases per 100,000 people. The highest 
rates of bladder cancer deaths were seen in 
Northern Africa and Western Asia 
followed by Southern Europe. [8] Hence 
the present study was planned Study of 
Different types of Oncological Outcomes 
in Patients with Nonurothelial Bladder 
Cancer. 

Material and methods  
This was a prospective observational study 
conducted in the Department of General 
Surgery, Netaji Subhas Medical College 
and Hospital, Bihta, Patna, Bihar, India for 
1 year, after taking the approval of the 
protocol review committee and 
institutional ethics committee. All 50 adult 
patients between18 and 80 years of age 
with histologically proven NUBCs were 
included in the study. Patients were 
followed for a median duration of one 
year. 
Statistical analysis 
Statistical analysis was conducted using 
IBM SPSS Statistics for Windows, 
Version 21.0 (IBM Corp., Armonk, NY, 
USA). The Kaplan-Meier method was 
used to estimate disease-free survival 
(DFS) and overall survival (OS). Formal 
approval was obtained from the 
Institutional Review Board before 
commencing data collection. 
Results 
15 patients of NUBCs were included in 
this study. Out of them, 9 patients had 
adenocarcinoma, 3 had SCC, 2 had small 
cell carcinoma, and 1 had inflammatory 
myofibroblastic cancer. The median 
presenting age of the patients was 52 years 
(range: 34-87 years), and hematuria was 
the commonest presenting concern, i.e., in 
17 (85%) patients. Three patients 
presented with lower urinary tract 
symptoms. Clinically, T3 was the 
commonest stage of presentation, and 1 
patient had metastatic disease (Table 1).

Table1: Clinical disease staging 

 
Variables 

 
Stages 

Adenocarcinom, 
9 (60.0%) 

SCC, 
3 (20.0%) 

Small cell carcinoma, 
2 (13.3%) 

IMT, 
1 (6.7%) 

 
 
cT 

T2 3 (33.3) - - - 
T3 4 (44.4) 3(100) - 1(100.0) 
T4 2 (22.2) - 2 (100) - 

cN N0 7 (77.8) 3(100) 1(50.0) - 
N1 2 (22.2) - 1(50.0) 1 (100.0) 
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cM M0 8 (88.9) 3(100) 2 (100) 1(100.0) 
M1 1 (11.1) - - - 

 
SCC, squamous cell carcinoma; IMT, 
inflammatory myofibroblastic tumor; cT, 
clinical primary tumor; cN, clinical lymph 
nodes; cM, clinical metastasis; T2, tumor 
invades detrusor muscle; T3, tumor 
invades perivesical tissue; T4, tumor 
invades any of the 

following:prostatestroma,seminalvesicles,
uterus,vagina,pelvicwall,abdominalwall;N
0,noregionallymphnodemetastasis;N1,met
astasisin a single lymph node in the true 
pelvis (hypogastric, obturator, external 
iliac, or presacral); M0, no distant 
metastasis; M1, distantmetastases 

Table 2: The pathological staging according to tumor histologies 

 
Variables 

 
Stages 

Adenocarcinoma, 
9 (60.0%) 

SCC, 
3 (20.0%) 

Small cell carcinoma, 
2 (13.3%) 

IMT, 
1 (6.7%) 

 
pT 
 

Tx 1 (11.1) 1 (33.3) 2 (100) - 
T1 - - - - 
T2 4 (44.4) 1 (33.3) - 1 (100) 
T3 2 (22.2) - - - 
T4 2 (22.2) 1 (33.3) - - 

pN 

Nx 1 (11.1) 1 (33.3) 2 (100) - 
No 6 (66.7) 1 (33.3) - 1 (100) 
N1 1 (11.1) 1 (33.3) - - 
N2 1 (11.1) -  - 

 
Table 3 demonstrates the treatment 
patients received. It shows that patients 
with adenocarcinoma, as they presented at 
an earlier stage, could be offered curative 
surgical treatment in most instances. For 
patients with SCC, one out of three was 

able to undergo radical cystectomy with 
adjuvant radiotherapy cover, and the rest 
two could only be offered palliative 
chemotherapy. Patients with small cell 
carcinoma presented with T4 at the outset 
and received chemotherapy only. 

Table 3: Treatment modalities with respect to histology SCC, IMT, TURBT 

 
Variables 

 
Categories 

Adenocarcinoma, 
9 (60.0%) 

SCC, 
3 
(20.0%) 

Small cell 
carcinoma, 
2 (13.3%) 

IMT, 
1 
(6.7%) 

Chemotherapy 

None 7 (78.13) 1 (33.3) - 1 (100) 
Adjuvant 1 (11.1) - - - 
Definitive - -  - 
Palliative 1 (11.1) 2 (66.7) 2 (100.0) - 

Radiotherapy 

None 8 (88.9) 2 (66.7) 2 (100.0) 1 (100) 
Adjuvant - 1 (33.3) - - 
Radical - - - - 
Palliative 1 (11.1) - - - 
TURBT 1 (11.1) 2 (66.7) 2 (100.0) - 

Surgical 
procedure 

Partialcystectomy 5 (55.6) -  1 (100) 
Radicalcystectomy 3 (33.3) 1 (33.3) - - 

 
The median follow-up duration was one 
year. During this period, 64% patients 

were diagnosed with cancer recurrence or 
progression, with majority, i.e., 22%, 
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exhibiting disease at multiple sites. 
Furthermore, all these patients died 
because of the disease progression itself 
(10 patients), and the remaining (5 
patients) died of generalized ill health and 
comorbidities. On analysis, the mean DFS 
was 60.39 ± 7.15 months, and the overall 
median survival was 55.7 ± 9.69 months. 
Discussion  
NUBC is an aggressive disease, and early 
diagnosis and commencement of treatment 
are the main factors determining clinical 
outcomes. [9] Worldwide, SCC is reported 
to be the most common NUBC, accounting 
for 3-5% of all BCs. [10] It is most 
common in Egypt and other African 
countries, where it is believed to be 
associated with chronic infection with 
Schistosoma haematobium. [11] Radical 
cystectomy is the treatment of choice for 
localized SCC because benefits from 
radiation are uncertain, and standard 
chemotherapy has little effect due to 
relative chemo resistance of disease. [12] 
Adenocarcinoma accounts for about 2% of 
BCs, and to establish the diagnosis of 
primary adenocarcinoma of the bladder, 
other possible primary tumors sites such as 
adenocarcinoma of the prostate or rectum 
should be ruled out. [13,14] Apart from 
endemic areas, adenocarcinoma is the 
most prevalent NUBC. Adenocarcinoma 
accounted for a major share of NUBC in 
our study. Standard treatment of all 
surgically resectable vesical 
adenocarcinomas consists of radical 
cystectomy and pelvic node dissection. 
[15] 
Small cell carcinoma is much rarer, 
accounting for less than 1% cases. It 
occurs mostly during the seventh and eight 
decades of life. Small cell carcinoma 
patients with localized disease should be 
managed radical cystectomy or 
multimodal therapy including surgery 
along with chemo radiation. Palliative 
chemotherapy is reserved for unresectable 
disease. [16] It carries poor prognosis due 
to its rarity and aggressive nature. [17] 

Accordingly, the 6 patients in our study 
presented with locally advanced 
unresectable disease at the outset and 
received palliative chemotherapy, all of 
them died due to disease progression at 8 
and 11 months follow-up. 
4 patients were proven to have 
inflammatory myofibroblastic tumor. It is 
a rare NUBC of the bladder with an 
unknown possibility of malignant 
conversion. [18] Treatment strategy 
comprises transurethral resection, 
cystectomy, and radiotherapy. Our patient 
presented at the age of 36 years, was 
treated with partial cystectomy, and was 
on regular follow-up for the last 12 
months. Additionally, in this study, three- 
and five-year OS of adenocarcinoma of the 
bladder was 70% and 30%, respectively. 
Three-year OS of SCC and 
adenocarcinoma was 44.8% and 58.7%, 
respectively. [19] In another study, five-
year survival for SCC and adenocarcinoma 
was reported as 37% and 58%, 
respectively. [18] The difference in OS at 
five years of adenocarcinoma was because 
patients presented with advanced disease 
stage and relatively small number of 
sample size as compared to published data. 
The median survival of small cell cancer 
has been reported to be between 10 and 20 
months, with 5-20% 5-year OS. [20] The 
OS of patients diagnosed with SCC and 
small cell carcinoma cannot be commented 
due to the small number of participants in 
our data. Standardized and further 
collaborative research is needed to move 
this field forward. Our data also highlight 
that tools are needed to detect this type of 
tumors early so that appropriate treatment 
can be commenced promptly. [21] 
Conclusion 
NUBC is a rare disease entity that 
encompasses a variety of histological 
subtypes. Our data demonstrate that 
NUBC is an aggressive disease, which 
presents with advanced stage and has a 
poor prognosis. Treatment protocols are 
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not uniform. A combined effort is needed 
among institutions, both nationally and 
internationally, to further elucidate the 
understanding of biology of these tumors 
and evaluate treatment protocols, which 
will help in improving long- term survival 
outcomes 
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