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Abstract

Objective: The incidence of non-urothelial bladder cancers is very low, so our knowledge about their treatment protocols and prognosis is limited. \We evaluated the
clinicopathological characteristics of 26 patients in three different clinics and aimed to determine the prognostic factors affecting oncological outcomes.
Materials and Methods: Between January 2012 and October 2019, we retrospectively analyzed the data of twenty-six patients aged between 44-75 years who
were diagnosed and treated due to non-urothelial bladder carcinomas in three clinics.

Results: Among twenty-six cases, nineteen (73.1%) were male and seven (26.9%) were female. The mean age at diagnosis was 60.77+8.52. The most common
presenting complaint was gross hematuria (84.6%). It was followed by lower urinary tract symptoms (38.4%). Histological types of tumors were squamous cell
carcinoma (9 cases, 34.8%), adenocarcinoma (eight cases carrying different histopathologic subtypes: Mucinous, signet ring cell, plasmacytoid/signet ring cell
mixed variant and signet ring cell containing osteoclast-like giant cell, 30.8%), small cell carcinoma (3 cases, 11.5%), large cell neuroendocrine carcinoma (2 cases,
7.7%), extra-gastrointestinal stromal tumor (1 case, 3.8%) and malignant undifferentiated mesenchymal tumor (1 case, 3.8%) and leiomyosarcoma (2 cases, 7.6%).
At a median follow-up of 13 (2-42) months, the progression-free survival rate was 61.5%, while the overall survival rate was 46.1%. In Kaplan-Meier analysis, the
median survival of all cases was found to be 16 (9-33) months. Overall survival times were lower in the presence of advanced (3-4) pathological stages (p=0.006)
and higher (=2) ECOG scores (p=0.005).

Conclusion: In our cases, we observed that overall survival rates increased in patients undergoing multimodal treatments involving radical cystectomy compared
to the bladder-sparing approach. The survival rates were higher in squamous cell carcinomas, while the rate of metastasis was higher in adenocarcinoma and
neuroendocrine tumors. Up-staging rates after cystectomy were higher in adenocarcinomas, sarcomas and squamous cell carcinomas.
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Due to the low incidence rates, our knowledge about the
treatment protocols and prognosis of non-urothelial bladder
carcinomas is based on retrospective case series and very few
prospective studies (3,5). The basic treatment approach is
adjuvant chemotherapy (CT)/radiotherapy (RT) applied after
radical surgical resection, especially in the locally advanced
stage. However, due to the scarcity of randomized studies,
adjuvant treatment protocols are still not standardized (3). Since
our knowledge about non-urothelial carcinoma was limited, in

Introduction

Bladder cancer constitutes 7% of cancers in men and 3% of
cancers in women all over the world. The male/female incidence
rate is 3-4/1, and it is generally detected in the fifth-sixth decade
(1). Of bladder cancers, 90-95% are urothelial (transitional cell)
carcinoma and 5-10% are non-urothelial (epithelial and/or
mesenchymal origin) carcinoma (2). Non-urothelial carcinomas
have a worse prognosis than urothelial carcinomas, and they are
usually diagnosed at an advanced stage. Its diagnosis, staging,

and treatment are generally similar to urothelial carcinomas (3).
The largest series on non-urothelial carcinomas in the literature
was performed by Cohen et al. (4) in 2.201 patients.

this study, we aimed to evaluate the clinical and pathological
characteristics and oncological results of patients diagnosed in
three different centers in our country.
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Materials and Methods

The clinical and pathological data and postoperative follow-up
findings of 26 patients aged 44-75 years, who were treated and
followed up in three different centers between January 2012
and October 2019, and diagnosed as having non-urothelial
carcinoma, were retrospectively analyzed. Demographic data of
the patients, complaint at presentation, location of the tumor in
the bladder, tumor size, cystoscopy findings, transurethral tumor
resection of bladder tumor (TUR-BT) pathology, clinical tumor
stage, radical cystectomy status, adjuvant treatments applied
during the postoperative follow-up period, postoperative
follow-up period, local recurrence, progression and survival
conditions were recorded. Eastern Cooperative Oncology
Group (ECOQG) score and Charlson Comorbidity index, which
were used to evaluate the morbidity status of the patients
during the preoperative period, were found from the patient
data and recorded. Radical cystectomy and bilateral expanded
pelvic lymph node dissection (LND) were routinely performed in
patients undergoing radical surgery. Colonoscopy was performed
in all patients with TUR-BT pathology of adenocarcinoma to
investigate the primary focus in the colorectal system. American
Joint Committee on Cancer tumor-node-metastasis (TNM)
staging system was used for staging of tumors (6). In addition,
every increase observed in the pathological staging performed
after radical cystectomy compared to the clinical TNM stage
after TUR-BT was defined as up-staging.

Statistical Analysis

Kaplan-Meier method was used for survival analysis, while
differences between patient groups were evaluated using the
log rank test. This study was not suitable for the multivariate
model due to its small sample size. Analyzes were performed
using IBM SPSS Statistics 21 (IBM, Armonk, NY USA) software.
Values of p<0.05 were considered statistically significant.

Results

Nineteen (73.1%) of the 26 patients we included in the study
were male and 7 (26.9%) were female, and the mean age at
diagnosis was 60.77+8.52. The most common presenting
complaint was macroscopic hematuria (22 patients, 84.6%),
followed by lower urinary tract complaints (irritative voiding
symptoms, difficulty urinating) (10 patients, 38.4%). More
rarely, abdominal distension (1 patient, 3.8%), abdominal pain
(1 patient, 3.8%) and obstructive uropathy (1 patient, 3.8%)
were observed.

Tumor types in histopathological examination were as follows:
Squamous cell carcinoma (9 patients, 38.4%), adenocarcinoma
(8 patients with different histopathological subtypes, including
mucinous, signet ring cell, plasmacytoid/signet ring cell mixed
variant, and signet ring cell containing osteoclast-like giant
cells, 30.8%), small cell carcinoma (3 patients, 11.5%), large
cell neuroendocrine carcinoma (2 patients, 7.7%), extra-
gastrointestinal stromal tumor (1 patient, 3.8%) and malignant
undifferentiated mesenchymal tumor (1 patient, 3.8%) and
leiomyosarcoma (2 patients, 7.6%).

In the median 13-month (2-42) follow-up of the 26 patients
included in our study, the progression-free survival rate was
61.5%, and the overall survival rate was 46.1%. While radical
cystectomy was applied to 14 of 18 patients, whose clinical
stage was determined as T2-T4a NOMO, 9 of them underwent
adjuvant CT, 1 of them adjuvant RT, 1 of them neoadjuvant CT,
and Tof them adjuvant CT + RT. Of these 18 patients, adjuvant
CT was applied following complete TUR-BT in 3 patients who
did not want radical surgery, while partial cystectomy was
performed in the patient with extra-gastrointestinal stromal
tumor pathology because the tumor was limited to the bladder
dome. In the patient with signet ring cell adenocarcinoma with
osteoclast-like giant cells without muscle invasion, only complete
TUR-BT was performed surgically. These last 2 patients, who did
not have a clear treatment scheme, were followed up without
adjuvant treatment because the tumor characteristic was not
aggressive. Seven patients who were in the metastatic stage at
the time of diagnosis were included in the CT program, while
palliative RT was applied in 4 patients who developed pain due
to bone metastasis during follow-up.

Fourteen patients who underwent radical cystectomy + bilateral
expanded pelvic LND and/or neoadjuvant/adjuvant therapy
had a median follow-up of 13 (2-42) months, while progression
was observed in 4 (28.5%) cancer-related death was observed
in 6 (42.8%). In the median 15-month (10-17) follow-up of
3 patients who underwent adjuvant CT and complete TUR-
BT, progression and cancer-related death were observed in
2 (66.6%) of them. While no recurrence or progression was
observed in the 22-month follow-up of a single patient who
underwent partial cystectomy, despite the CT program of 7
patients who were metastatic at the time of diagnosis, 4 (57.1%)
had progression and 6 (85.7%) died at a median 9-month (7-
22) follow-up. According to the cystectomy pathologies, 9
(60%) of 15 patients had up-staging, while the patient with
small cell carcinoma who underwent radical cystectomy after
neoadjuvant CT had down-staging.

When we divided the patients into four classes according
to histopathological subtype as squamous cell carcinoma,
adenocarcinoma, neuroendocrine tumors and sarcomas, the
overall survival rates after multimodal treatments were 77.8%,
25%, 20% and 50%, respectively. Metastasis was seen only
in patients with adenocarcinoma (62.5%) or neuroendocrine
tumors (40%) at the time of diagnosis. Up-staging after
cystectomy was observed in 37.5% of patients with squamous
cell carcinomas and in all patients with adenocarcinomas or
sarcomas. The characteristics of the patients are shown in Table
1. Demographic and clinical characteristics of patients with and
without mortality are shown in Table 2.

In the Kaplan-Meier analysis; while the median survival time of
all patients was found to be 16 (9-33) months (Figure 1), in
the presence of advanced pathological stage (3-4, p=0.006) and
higher ECOG score (22, p=0.005), it was observed that overall
survival times were shorter (Figure 2,3).

Discussion

Non-urothelial bladder carcinomas constitute approximately
5-10% of all bladder carcinomas. The most common
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Table 1. Demographic, clinical, pathological data and oncological results of the patients

Risk Localization .
. . Postoperative | Recurrence/
Patient Complaint at | factor and of the . . . .
Age | Gender s -~ . Pathological diagnosis | Treatment follow up progression
no admission comorbidity | tumor in the .
period status
status bladder
Pargpleglc TUR-BT: Squamous cell Liver and
patient due . .
) carcinoma, Radical bone
to a traffic .
accident Widespread There was muscle cystoprostatectomy metastasis in
! SPreads | nvasion bilateral pelvic LND + the 4"month
. multiple . . .
Painless, Apolving CIC | solid-based Clinical stage 2 ileal conduit
1 54 | Male clotted ppIng masses in Palliative
hematuria . Radical Adjuvant 3 cures 9 months RT for bone
ECOG score: 2 | the anterior - ; .
cystoprostatectomy: of cisplatin + metastasis
bladder wall A, .
Squamous cell gemcitabine was given.
Charlson - . h
comorbidit carcinoma, Ex in the 9
. Y pT4aN2MO month
index: 3
TUR-BT: Mucinous
. . adenocarcinoma, Radical
Smoking Papillary- . :
histo lookin muscle invasion was cystoprostatectomy
Clotted Y 9 present bilateral pelvic LND +
. mass with . . . Lung
hematuria, . Clinical stage 2 ileal conduit .
L ECOG score: 3 | a diameter metastasis in
2 47 | Male irritative ) n
- of 5cmin . . 16 months the 8" month
voiding - Radical Adjuvant 4 cures of ; "
Charlson the posterior - Ex in the 16
symptoms . cystoprostatectomy: 5-Fluorouracil +
comorbidity wall of the . - month
. Mucinous Doxorubicin +
index: 5 bladder . ) -
adenocarcinoma, Cisplatin
pT4bN1MO
Postoperative
TUR-BT: Signet ring impairment
. . of general
. cell adenocarcinoma, Radical .
Smoking . . condition,
) muscle invasion was cystoprostatectomy + -
Non-clotted history g . bilateral
- 7.5cm present bilateral pelvic LND + .
hematuria : . deep vein
) diameter Clinical stage 2 ureterocutaneostomy .
Increase in KFT, | ECOG score: 3 . thrombosis,
3 48 | Male . solid-based
Bilateral . . acute renal
mass at the Radical Adjuvant 4 cures of -
grade 3 Charlson . 4 months failure,
. - bladder floor | cystoprostatectomy: 5-Fluorouracil + .
hydronephrosis | comorbidity ’ - - Respiratory
. Signet ring cell Doxorubicin + .
index: 5 . . - Failure
adenocarcinoma, Cisplatin
PT3bN1MO Ex in the 4"
month
Applying TUR-BT: Squamous cell
CIC due to . .
heurogenic carcinoma, Radical cystectomy +
Non-clotted 9 3cm There was muscle urethrectomy +
. bladder, . . X . f No
hematuria, diameter invasion bilateral pelvic LND + recurrence
4 53 Female | irritative solid-based Clinical stage 2 ileal conduit + 42 months !
- ECOG score: 1
voiding mass at the Alive
symptoms Charlson bladder floor | Radical cystectomy: Adjuvant 4 cures of
comorbidit Squamous cell MVAC
. Y carcinoma, pT2NOMO
index: 2
On the TUR-BT: small cell The patient did not
) carcinoma - )
Smoking bladder floor want radical surgical .
) . There was muscle Progression
history and right ) : treatment,
) invasion of bone
sidewall, metastases in
5 74 Male leflcglty ECOG score: 3 mu_ItlpIe, CT: clinical stage Adjuvant 6 cures the 6" month
urinating solid mass of carboplatin +
. T4N2M1 )
Charlson with 9 cm R etoposide + 9 months . "
- ’ (prostate invasion, Ex in the 9
comorbidity diameter, . RT (because of
. . . bone metastasis, . month
index: 3 invazing the . pain due to bone
rostate bilateral Grade 2 metastasis)
p hydronephrosis)
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TUR-BT: Large cell

Smokin neuroendocrine Involvement
. 9 4 cm } The patient did not of right
history B carcinoma - . . .
diameter want radical surgical internal iliac
. ) There was muscle
Painless, ECOG score: 3 solid-based invasion treatment, lymph nodes
6 57 | Male clotted "7 | mass in the in the 8"
hematuria Charlson right lateral CT: Clinical stage A.d]uva.nt 6 cures Qf 15 months month
- wall of the cisplatin + etoposide
comorbidity T3bNOMO . N
. bladder . S R Ex in the 15!
index: 4 (invasion in perivesical
- . month
adipose tissue)
TUR-BT:
adenocarcinoma
with high grade
plasmacytoid / signet
ring cell mixed variant The patient’s general
Smoking ) There was muscle ba 9 The patient
) Widespread, |. " condition was not
history . invasion ; whose
. multiple, appropriate for
Abdominal olypoid radical surge general
pain, bloating, | ECOG score: 3 polyp CT: Left pleural effusion, 9en condition
7 49 Male lesions on } - .
weakness, bilateral iliac, pararectal, . deteriorated
- the left - ] Adjuvant 5 cures 7 months -
hemauria Charlson and widespread LN with N further in the
- lateral wall of ; of gemcitabine + N
comorbidity a large diameter of 2 . 7" month
. the bladder . - o carboplatin
index: 4 c¢m in the right parailiac
area. LN biopsy result
for adenocarcinoma
metastasis
Clinical stage:
T3bN2MO
. In this subtype,
None Two solid- TUR-BT: Signet ring cell | which did not have
. based masses - .
Painless, on the adenocarcinoma with a clear treatment No
clotted ECOG score: 1 | osteoclast-like giant cells | scheme, the patient
. right lateral ) L. - : recurrence,
8 66 Male hematuria, Lamina propria invasion | did not want
e wall of the -
difficulty Charlson - was present additional treatment | 14 months )
L . bladder with Alive
urinating comorbidity a diameter of after complete TUR-
index: 1 2em Clinical stage: TINOMO | BT, and was followed
’ up.
Paraplastic The patient did not
patient due to want radical surgical No
CVA, Widespread treatment, recurrence in
solid-based TUR-BT: Squamous cell
. . . . 17 months of
Painless, Applying CIC | mass at the carcinoma, Following complete
] follow-up,
clotted bladder floor, | There was muscle TUR-BT + endoscopic
J 67 Male hematuria ECOG score: 2 | 2 bladder invasion cystolithotrips
’ . Y Psy, 17 months After that,
stones with a the patient
Charlson diameter of | Clinical stage: T2ZNOMO | Adjuvant 4 cures of P
. - - was out of
comorbidity 2cm. Cisplatin +
. o follow-up.
index: 2 gemcitabine were
administered.
TUR-BT: Extra-
gastrointestinal stromal
tumor,
A solid There was muscle Partial cystectomy
mass with invasion + ileal resection +
None . )
a diameter partial omentectomy
Non-clotted of 8cmand | CT: A solid mass of No
- ECOG score: 1 . S . .
hematuria, a necrotic 20 cm in diameter in In this subtype, recurrence,
10 61 Female ) - R
abdominal appearance | the right adnexal area which didi not have
- . Charlson S ; . . 22 months .
distension - originating pushing the intestinal a clear treatment Alive
comorbidity ; h ) ina th h
index: 2 rom the segments, invading the | scheme,
’ bladder ileum, and suppressing | the patient was
dome the vena cava. followed up.

Partial cystectomy:
pT4NOMO
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TUR-BT: Large cell
neuroendocrine

The patient did not
want radical surgical

. carcinoma
Smoking treatment,
history Multiple There was muscle Liver
. invasion o
solid masses For bladder metastasis in
- . i the 6" month
1 63 Male E:;actll?rtitaed FEOG score: 3 glr;ctizeer floor, PSA: 33, TRUS- zacrlcjlrzznc:facisplatin +
: - ' | biopsy: prostate . ] 10 months .
Charlsop . right sidewall adenocarcinoma etaposide following Ex in the 10t
comorbidity and dome Gleason 5 + 5 complete TUR-BT month
index: 4 s
Clinical stage of the
mass in thegbladder: RT+ HT fo.r prostate
T2N2MO adenocarcinoma
TUR-BT: Malignant
undifferentiated
mesenchymal tumor .
. There was muscle Radical
None Multiple invasion cystoprostatectomy + Lun
solid masses . bilateral pelvic LND + 9
. Clinical stage 2 . ; metastasis in
Painless, ECOG score: 3 | on the ileal conduit the 3% month
12 55 Male clotted bladder
hematuria Charlson floor, both . Adjuvant 3 cures 8 months . "
comorbidity sidewalls and Radical of doxorubicin Exin the 8
. cystoprostatectomy: - month
index: 5 domes malignant cyclophosphamide,
undifferentiated cisplatin
mesenchymal tumor,
pT3bNOMO
Performing TUR-BT: Squamous cell
cc Multiple carcinoma,
solid masses There was muscle Radical cystectomy No
Painless, ECOG score: 2 | 3x2 cm in invasion bilateral pelvic LND + recurrence,
13 74 | Female | clotted e e | Clinical stage: T2NOMO | 2 B 18 months ’
hematuria Charlson bladder Radical cystectomy: Adjuvant RT Alive
comorbidity dome Squamous cell
index: 5 carcinoma,
’ T3aNOMO
TUR-BT: small cell
carcinoma showing
None Multiple neuroendocrine Neo-adjuvant 3
solid masses | differentiation cycles of cisplatin + No
Non-clotted ECOG score: 0 | on the There was muscle etoposide recurrence
14 44 Female hematuria bladder invasion Radical cystectomy 6 months !
Charlson floor, both Clinical stage: T2ZNOMO | bilateral pelvic LND + Alive
comorbidity sidewalls and | Radical cystectomy: ileal conduit
index: 2 domes No residual tumor was
observed
TONOMO
TUR-BT: Squamous cell
None Multiple carcinoma,
solid masses There was muscle No
Painless, ECOG score: 0 | 3x3 cmin invasion Radical cystectomy recurrence
15 e reme [ doted | on | nAT | il stage oNow | Bl peic N+ 26 mont
comorbidit wgall of the Radical cystectomy: Alive
index: 4 ¢ bladder Squamous cell
: carcinoma,
T2NOMO
TUR-BT:
. Leiomyosarcoma
f]f“°k'”9 Multiple High grade Gene~re.xl
istory . condition
solid-based Radical disorder
Lower urina ECOG score: 1 | 33 of 77| Clinical stage: TZNOMO cystoprostatectom in the
16 67 Male Y ’ cm in the Radical cystectomy: ystop - Y| 2 months .
tract complaint . ) . bilateral pelvic LND + postoperative
Charlson right lateral Leiomyosarcoma with ileal conduit eriod
- wall of the a component of small period, d
comorbidity - Ex in the 2"
. bladder cell neuroendocrine
index: 9 month

carcinoma.
T3bNT1MO
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Smoking TUR-BT: .
. . . Radical cystectomy
history Multiple Leiomyosarcoma . .
) - bilateral pelvic LND + No
Painless, solid-based | High grade ileal conduit recurrence
17 59 Female | clotted ECOG score: 0 mass of 6x5 - Adjuvant RT + 3 13 months ’
. cm in the left | Clinical stage: T2ZNOMO . .
hematuria . cures of ifosfamide/
Charlson lateral wall of | Radical cystectomy: mesna and Alive
comorbidity the bladder Leiomyosarcoma doxorubicin
index: 3 T3bN1MO
. No
Smoking Since there was bone recurrence
Painless, history Multiple :ger{r;iz;fcl?nnj;gng cell metastasis at the or metastasis
clotted ECOG score: 1 solid-based There was muscle time of diagnosis was
18 72 Male hematuria, . mass 7x5 cm invasion 3 cures of 8 months observed.
lower urinary Charlson in size at the gemcitabine Ex in the 8"
tract symptoms comorbidity bladder floor Clinical stage: T2NTMT monotherapy were month due to
index: 3 performed poor general
’ condition
smoking Multiple Since there was liver :(zurrence
history solid-based TUR-BT: Mucinous - .
masses of adenocarcinoma, rpetastam_s at th(_e or metastasis
Non-clotted ECOG score: 2 | 5x4 cm in Muscle invasion was time of diagnosis was
19 60 Male . o 6 cures of 7 months observed.
hematuria size in the present o . "
gemcitabine + Ex in the 7'
Charlson bladder carboplatin were month due to
comorbidity dome and Clinical stage: T2NOM1 P
index: 5 base performed poor general
’ condition
Smoking Multiple . h | Atezolizumab
history solid-based since there was lung was added
masses. 3x3 TUR-BT: Signet ring cell | metastasis at the due to the
o There was muscle time of diagnosis .
Non-clotted ECOG score: 2 | cm in size, . . progression
20 75 Male hematuria on the left invasion 6 cures of 16 months in the 5t
Charlson sidewall and Clinical stage: T2N2M1 giesrr;;gibvi\;]eer; month.
comorbidity base of the 9¢: efformed Ex in the 16
index: 5 bladder P ’ month
6 cycles of
Smoking . . atezolizumab
. . . Since there was liver
J R time of diagnosis :
Non-clotted ECOG score: 1 | masses of muscle invasion was progression
21 58 Male hematuria 4x4 cmin resent 6 cures of 22 months in the 9"
Charlson size at the P gemcitabine + month
comorbidity bladder floor | Clinical stage: T2N1MT1 cszl;rtgev(\j/ere Stable illness
index: 4 P in the 22nd
month, alive
Paraplegic
patient due TUR-BT: Squamous cell Bone
to a traffic carcinoma, Radical metastasis in
accident, Widespread, | There was muscle cystoprostatectomy the 6™ month
multipFI)e | invasion bilateral pelvic LND +
- ; ini i i Palliative
22 62 Male ::r:actlt?rtitaed Applying CIC | syjid-based Clinical stage 2 ileal conduit BT for bone
ECOG score: 1 gl]aaésdlerl H:)eor Radical Adjuvant 3 cures 11 months metastasis
cystoprostatectomy: of cisplatin +
Charlson Squamous cell gemcitabine Ex in the 11t
comorbidity carcinoma, pT3aNTMO month
index: 4
Applying
CIC due to Solid-based I;Fé;:;’ﬁ;uamous cell 1 padical cystectomy +
neurogenic multiple There was,muscle urethrectomy +
Irritative bladder, masses with invasion bilateral pelvic LND + No
- a diameter of . ileal conduit + recurrence,
23 61 Female | voiding Clinical stage 2
symptoms ECOG score: 0 | 3x3 cmon 17 months
the bladder Radical cystectomy: Adjuvant 4 cures of Alive
Charlson floor and left I MVAC
A sidewall Squamous ce
.comorbldlty carcinoma, pT2NOMO
index: 5
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Paraplastic
patient due TUR-BT: Squamous cell )
to a traffic Diffuse carcinoma, Radical
Painless accident, solid-based There was muscle cystoprostatectomy
dlotted 4 multiple invasion bilateral pelvic LND + No
i i ileal conduit
24 59 Male hematuria, Applying CIC masses with o recurrence,
lower urinary a diameter of | Clinical stage 2 13 months
tract symotoms ECOG score: 1 | 5x5 cm on Alive
ymp the bladder Radical cystectomy: Adjuvant 4 cures of
Charlson floor Squamous cell MVAC
comorbidity carcinoma, pT2NOMO
index: 4
Smoking Since there was bone
histo TUR-BT: Small cell metastasis at the Progression
v Widespread i time of diagnosi fb
Non-clotted idesprea carcinoma ime of diagnosis of bone
h - ECOG . 2 | solid-based There was muscle Adjuvant 6 cures metastases in
ematuria score: . . X : "
25 69 Male . multiple invasion of carboplatin + the 7" month
lower urinary . . .
tract symotoms masses in all etoposide + palliative 11 months
ymp Charlson bladder walls | CT: Clinical stage RT were applied due Ex in the 11t
Fomorbldlty T2N2M1 to pain due to bone month
index: 7 metastasis.
Paraplastic TUR-BT: Squamous cell )
. . Radical
patient, . carcinoma,
Solid-based h | cystoprostatectomy
; multiple There was muscle bilateral pelvic LND +
Applying CIC . invasion . . No
Lower urinary masses with ileal conduit recurrence
26 65 Male a diameter of - !
tract symptoms | ECOG score: 1 3x3 ¢m on Clinical stage 2 14 months '
the bladder Radical cvstectomy: Adjuvant 4 cures of Alive
Charls%@d‘t floor Squamogs cell y: cisplatin +
comorbidity Hobi
index: 3 carcinoma, pT2NOMO gemcitabine

CIC: Clean intermittent catheterization, ECOG: Eastern cooperative oncology group,

LND: Lymph node dissection, TUR-BT: Transurethral tumor resection,
KFT: Kidney function test, MVAC: Methotrexate, Vinblastine, Adriamycin, Cisplatin, CT: Computed tomography, LN: Lymph node, CVA: Cerebrovascular accident, PSA: Prostate

specific antigen

histopathological type in Western population is squamous cell
carcinoma (3-5%), followed by adenocarcinoma (0.5-2%), and
small cell carcinoma (0.35-0.70%). Other histological types such
as neuroendocrine carcinoma, sarcomas, and carcinosarcoma
are less common and the incidence has been reported as 0.1-
0.5% (7). In our study consisting of 26 patients, the most
common type was squamous cell carcinoma, in accordance
with the literature.

In all types of non-urothelial bladder carcinomas, the most
common risk factor observed was smoking (63%) and the most
common complaint at presentation was reported as macroscopic
hematuria (64%) (8,9). In these tumors with a male/female
incidence rate of 3-4.8/1, the presence of muscle invasion at
the time of diagnosis is between 72.2-100% in different series
(5,10). In our patient group, male/female ratio was 2.71 and
macroscopic hematuria and lower urinary tract symptoms,
which were the most common complaints at presentation,
were observed with a rate of 84.6% and 38.4%, respectively.
Muscle invasion was detected in the TUR-BT specimen in all
patients (96.1%) except for signet ring cell adenocarcinoma
containing osteoclast-like giant cells. While smoking history was
a risk factor in half of our patients, 8 (88.8%) of 9 patients with
squamous cell carcinoma had a history of clean intermittent
catheterization. In 5 patients, no history that could constitute a
risk factor was found.

The majority of patients with non-bilharzial squamous cell
carcinoma (62.7%) are seen at younger ages compared to
transitional cell carcinoma and they are in stage 3-4 at the time of
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diagnosis, while the rate of distant metastasis is 8-34%. Five-
year survival rate is 25.1-57% in patients who have undergone
radical cystectomy (5,11,12,13,14). The most recommended
chemotherapeutic agents in adjuvant therapy are gemcitabine
and cisplatin (4). While radical cystectomy was performed in 8
of our 9 patients with squamous cell carcinoma, who were at the
clinically localized stage at the time of diagnosis, 6 of them were
given adjuvant CT and 1 adjuvant RT. In one patient who did
not want radical surgery, complete TUR-BT + CT was applied. It
was seen that CT protocols used were gemcitabine + cisplatin
in 4 patients and MVAC in 3 patients. In the median 17-month
(9-42) follow-up of these 9 patients, the overall survival rate was
found to be 77.7%.

While patients with adenocarcinoma reported in the literature
are mostly diagnosed in the sixth decade and the male/female
ratio is 4.8/1 (15). If non-urachal adenocarcinoma, which has a
worse prognosis and constitutes approximately 90% of bladder
adenocarcinomas, is suspected, other primary tumors in the
anatomical regions (colon, prostate, endometrium, cervix,
breast, lung, etc.) that are likely to develop adenocarcinoma
should be excluded (16,17). Standard treatment in primary,
localized non-urachal adenocarcinomas is radical cystectomy +
bilateral pelvic LND (18). While adjuvant CT/RT is recommended
in advanced stage adenocarcinomas, it is known that the
prognosis is worse in patients without radical cystectomy (3).
In non-urachal adenocarcinomas, approximately 45.7% of the
patients are in stage 4, while the rate of distant metastasis is
16.7-25% (5,15). The five-year survival rate was reported as 13-
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Table 2. Demographic and clinical characteristics of patients with
and without mortality
Surviving Patients with
Parameters patients mortality
(n=12, 46.2%) | (n=14, 53.8%)
Age 60.67+7.47 60.8619.61
Gender (n, %)
-Male 5(41.7) 14 (100.0)
-Female 7 (58.3) 0(0.0)
Histopathological tumor types (n, %)
Squamous cell carcinoma 7 (58.3) 2(14.3)
Adenocarcinoma 2(16.7) 6(42.9)
Neuroendocrine tumors 1(8.3) 4 (28.6)
Sarcomas 2(16.7) 2(14.3)
Pathological tumor stage (n, %)
-1 1(8.3) 0(0.0)
2 7 (58.3) 0 (0.0)
-3 1(8.3) 2(14.3)
-4 3(25.0) 12 (85.7)
Status of undergoing cystectomy (n, %)
-Yes 9 (75.0) 6 (42.9)
-No 3(25.0) 8 (57.1)
Charlson comorbidity index (n, %)
<2 5(41.7) 0(0.0)
3-4 5(41.7) 7 (50.0)
>5 2 (16.6) 7 (50.0)
ECOG score (n, %)
<1 1191.7) 3(21.4)
>2 1(8.3) 11 (78.6)
Presence of up-staging in patients undergoing cystectomy (n, %)
-Yes 3(33.3) 6 (100.0)
-No 6 (66.7) 0 (0.0)
ECOG: Eastern cooperative oncology group

35% in patients who underwent radical cystectomy (5,8,14).
In the median 11-month (4-22 months) follow-up of 8 patients
with adenocarcinoma including different histological variants
in our study, the progression rate was 37.5% and the overall
survival rate was 25%. Although one patient was detected in
clinical stage 1 and 2 patients were in clinical stage 2 at the
time of diagnosis, up-staging to stage 4 was observed in both
patients who underwent cystectomy. Intravesical treatments
have no role in the treatment of bladder adenocarcinomas (19).
As a matter of fact, no recurrence or progression was detected
in the T4-month follow-up of our patient of singlet ring cell
adenocarcinoma with osteoclast-like giant cells at T1 stage who
underwent only complete TUR-BT.

Ploeg et al. (10) reported that the survival time was significantly
lower in squamous cell carcinoma than adenocarcinoma (10
months vs 31.6 months), while Arslan et al. (20) could not find
a significant difference (21 months vs 22 months) between
the two histological types. On the other hand, in our limited
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Figure 2. Overall survival plot according to pathological tumor stage

number of patients, we could not find a significant difference
between the two groups in terms of overall survival (17 months
vs 11.5 months, p=0.149).

Neuroendocrine bladder carcinomas generally constitute
0.45-1.2% of all bladder tumors. In this group, small cell
carcinomas, which are the more common subtypes, often have
muscle invasion, distant organ metastasis and paraneoplastic
syndromes at the time of diagnosis (21). Of the patients, 53%
are at pT3-4 stage at the time of diagnosis (22). It is necessary
to differentiate bladder urothelial carcinoma from small cell
carcinoma of prostate origin, and primary small cell carcinoma
of the lung, and screening for another primary focus is important
(23). Although there is no agreed clear treatment strategy, since
micrometastatic involvement may occur at the time of diagnosis,
following radical cystectomy/RT and adjuvant CT (cisplatin +
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ECOG: Eastern cooperative oncology group

etoposide)/RT is the most recommended scheme (3,4). Despite
these combinations of therapy, the five-year survival rate
has been reported as 10% (24). In patients in whom radical
cystectomy cannot be performed, adjuvant CT+RT combination
is required in addition to TUR-BT (25,26). Our patient, who was
diagnosed at clinical stage 2 and underwent radical cystectomy
following neoadjuvant cisplatin + etoposide in accordance with
the information in the literature, was still alive at the 6-month
follow-up, and death was observed in a median 10-month (9-
11 months) follow-up in 2 patients who were found in the
metastatic stage and underwent CT.

Large cell carcinomas of the bladder are another less common
subtype of neuroendocrine carcinoma (3). As in small cell
carcinoma, it is recommended to investigate the presence of
another primary focus for differential diagnosis (27). The most
common treatment approach reported for this carcinoma
with poor prognosis, which is usually detected at an advanced
stage, is the combination of adjuvant cisplatin/carboplatin and
etoposide following radical cystectomy. Adjuvant cisplatin and
etoposide were administered following TUR-BT in 2 patients
who were evaluated as having clinical stage 3 disease at the
time of diagnosis and did not want radical cystectomy; however,
at a median 12.5-month (10-15 months) follow-up, death due
to cancer was observed following progression.

Extra-gastrointestinal stromal tumors originating from the
bladder are extremely rare mesenchymal tumors (28). Clinical
presentation symptoms are generally non-specific, but patients
presenting with macroscopic hematuria have also been reported.
There is no specific tumor marker and radiological appearance
(29). Complete surgical resection is the most curative treatment
approach in this tumor, which is resistant to CT and RT. In
our patient, who presented with macroscopic hematuria and
abdominal distention without clot, partial cystectomy + ileal
resection + partial omentectomy was applied to the mass that
originated from the bladder dome and spread to the right
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adnexal area adjacent to the bladder and invaded the ileum.
Our patient, who did not receive any additional treatment other
than surgery, was in remission during a follow-up of 22 months.

Sarcomas of the bladder and malignant undifferentiated
mesenchymal tumors constitute less than 0.5% of all bladder
carcinomas. The most common histopathological type among
non-epithelial malignant bladder tumors is leiomyosarcoma
(3). In these patients, who mostly present with macroscopic
hematuria, the tumor is large and often in advanced stage at
the time of diagnosis. While radical cystectomy is recommended
in the localized stage, adjuvant CT/RT should be combined in
advanced stages. The most commonly used CT protocol is
doxorubicin and ifosfamide. Nevertheless, since the number of
patients reported in the literature is very low, standardization
of treatment has not been achieved and mortality rates are
quite high (3,30). Although radical cystectomy + adjuvant CT
was applied in our patient with malignant undifferentiated
mesenchymal tumor diagnosed at clinical stage 2, mortality
was observed within 8 months. While one of our two patients
with leiomyosarcoma who underwent radical cystectomy died
in the second month postoperatively, in our other patient, no
recurrence or progression was observed in the 13-month follow-
up after adjuvant RT+CT.

Cohen et al. (4) found that the rate of up-staging was higher in
non-urothelial carcinomas compared to urothelial carcinomas
after radical cystectomy + bilateral expanded pelvic LND. They
also stated that in patients with non-urothelial carcinoma with
up-staging, overall survival was lower (32.4% vs 46%), and the
highest up-staging rate was observed in patients with squamous
cell carcinoma (61.8%). On the other hand, unlike the results of
the study by Cohen et al. (4), we observed that the rate of up-
staging in adenocarcinomas and sarcomas was higher than in
squamous cell carcinomas.

When all non-urothelial carcinomas were evaluated, advanced
tumor stage, lymph node involvement, advanced age (>70),
poor ECOG score, histological types other than squamous cell
carcinoma, presence of positive surgical margins, detection of
local recurrence during follow-up were found to be significant
factors in predicting overall survival (5,12,13,20). We could not
evaluate the effects of these factors on survival, since the number
of patients was not sufficient to perform multivariate regression
analysis. On the other hand, according to Kaplan-Meier analysis;
we observed that overall survival times were shorter as expected
in the presence of advanced (stages 3-4) pathological stage and
high (=2) ECOG score.

Study Limitations

Although we shared the results of 3 centers in our study, the
retrospective design of our study, the limited number of patients,
not being able to make randomization, not being able to
perform multivariate regression analysis due to the inadequate
number of patients, short follow-up periods, and non-standard
CT regimens were the main limiting factors.

Conclusion

When multimodal treatments including radical cystectomy were
applied to non-urothelial carcinomas of the bladder, which
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were rare and had very heterogeneous subtypes, as observed
in our patients, overall survival rates increased compared
to the bladder-sparing approach. According to our results,
while survival rates were higher in squamous cell carcinomas,
the rate of metastasis at the time of diagnosis was higher in
adenocarcinoma and neuroendocrine tumors. We found higher
up-staging rates in adenocarcinomas, sarcomas and squamous
cell carcinomas after cystectomy. However, since neoadjuvant
or adjuvant treatment protocols standardized according to
tumor subtype are still not established; there is a need for better
determination of prognostic factors that have an impact on
survival. Prospective, randomized, controlled and multi-center
studies with a large number of patients and longer follow-up
periods are needed.
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