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Introduction:  Bladder cancer is a condition
characterized by a broad spectrum of histo-

logical variants and clinical courses. The morphological
description of histological variants is becoming increasingly
important. The 75% of cases of these cancers are classified as
pure urothelial carcinoma, while the remaining 25% is repre-
sented by other histological variants. The clear cell carcinoma
is part of urothelial group and  is a very rare entity.
Oncological outcomes of this variant  are still uncertain, but
seems to be worst than for patiens with pure urothelial
 carcinoma. Moreover it  seems to metastasize more easily to
the lymph nodes.
Case report: We present a case of a Caucasian 73 year old
woman who, after an episode of gross hematuria, underwent an
ultrasound of the urinary system, a cystoscopy and a total body
computed tomography (CT) which confirmed the presence of a
bladder neoformation. A transurethral resection of the bladder
(TURB) was performed: the result of the histological examina-
tion was "poorly differentiated clear cell carcinoma". Given the
rarity of histological characterization, we required a PET CT
scan for more accurate staging, at which a suspected right
pelvic lymph node was detected. We proposed a radical cystec-
tomy with hysteroannessiectomy and extended lymphadenecto-
my. During the pre-hospitalization process, the patient devel-
oped anuria, with acute renal failure and bilateral
hydronephrosis, which required the placement of bilateral
nephrostomies; we performed the planned surgical procedure
and the histological exam confirmed: high grade urothelial
 carcinoma with a high percentage (more than 70%) of clear cell
carcinoma, with a strong local aggression and lymphnode
metastates. We referred the patient to the oncologist who
 suggested a treatment plan within an immunotherapy based
clinical trial and cisplatin.
Conclusions: The morphological description of histological
 variants in bladder cancer is gaining increasing importance,
especially for infiltrating and aggressive forms. The clear cell
carcinoma is a very rare entity part of  the urothelial group;
they would seem more aggressive forms with an early lymph
node involvement. This evidence is confirmed by the clinical
case described, in which we have seen a large local aggression
with an involvement of the lymph nodes of the right side of the
pelvis of the pre-sacral ones. In these cases, the multimodal
approach is crucial.
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Summary INTRODUCTION

Bladder cancer is a condition characterized by a broad
spectrum of histological variants and clinical courses.
Indicatively 75% of cases of these cancers are classified
as pure urothelial carcinoma, while the remaining 25%
is represented by other histological variants (1). 
The morphological description of histological variants is
becoming increasingly important as underlined by the
WHO 2016 classification (2), which introduced a par-
ticular category: “invasive urothelial carcinoma with diver-
gent differentiation” for tumours showing a component of
urothelial carcinoma combined with other morphologies
(2-3). The real clinical importance of the histological
variant is still under discussion, in fact the data are still
insufficient to demonstrate a different clinical course
compared to the conventional urothelial bladder carci-
noma of the same stage and grade (2). Currently we can
distinguish the histological viariants in two large sub-
groups: urothelial and non-urothelial. The clear cell car-
cinoma is part of urothelial group and is a very rare enti-
ty, characterized by a glycogen-rich cytoplasmic pattern
with tubulocystic, papillary, or diffuse growth patterns.
This histological pattern must be distinguished from
clear cell adenocarcinoma of the urethra or bladder, or
metastatic carcinoma originating from the kidney,
prostate, or female genital tract; oncological outcomes of
this variant are still uncertain, both for the rarity and for
the short follow-up period, but seems to be worst than
for patients with pure urothelial carcinoma (3-5).
Moreover it is also one of the variants (together with the
micropapillary histotype) that seems to metastasize more
easily to the lymph nodes, suggesting theses variants are
associated with lymphatic spread (6).

CASE REPORT

We present a case of a Caucasian 73 year old woman with
a history of breast cancer, treated with left mastectomy and
subsequent chemotherapy, diabetes mellitus and high
blood pressure on medical therapy. She reported an
episode of macrohematuria for which she underwent
ultrasound of the urinary tract, which showed a thicken-
ing of the posterior wall of the bladder. It was therefore
decided to perform a cystoscopy, which showed a large
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solid-looking outward bending
of the bladder that involved
the posterior wall towards the
trigone (Figu re 1). 
A transurethral resection of the
bladder (TURB) was scheduled,

and a pre-operatory total body computed tomography (CT)
scan with contrast was required. 
The CT scan did not show hydroureteronephrosis and
any enlargement of the regional lymphnodes, but only a
thickening of the posterior wall of the bladder without a
clear cleavage plan between bladder and uterus. 
The TURB was performed: the ureteral openings did not
seem included in the neoformation, but the cutting surface
seemed solid and it was not possible to identify healthy
muscle tissue. The result of the histological examination
was "poorly differentiated clear cell carcinoma". Given the rar-
ity of histological characterization, we required a PET CT
scan for more accurate staging, at which a suspected right
pelvic lymph node was detected but no distant lesions were
found. After discussing the case within the uro-oncology
team we proposed a radical cystectomy with hysteron-
annessiectomy and extended lymphadenectomy with ileal
conduit urinary diversion (Bricker conduit). During the
pre-hospitalization process, the patient developed anuria,
with acute renal failure and bilateral hydronephrosis,
which required the placement of bilateral nephrostomies;
this clinical condition was due to the involvement of the
bladder trine by the neoplasm.We performed the planned
surgical procedure, finding significant adhesions during
lymphadenectomy from the right side. The post-operative
course was regular and the patient was discharged on the
fifth day. Post-operative blood tests showed a progressive
recovery of renal function, up to obtaining values of creati-
nine and GFR in the normal range. 
The result of the histological exam confirmed: high grade
urothelial carcinoma with a high percentage (more than
70%) of clear cell carcinoma (Figure 2), infiltrating the full
thickness of bladder wall, uterus, both ovaries and vagina;

metastases were present in the
obturator and iliac lymph nodes
of the right side and in the
 presacral ones; both ureteral
stumps were infiltrated, with
negative proximal margin,
pTNM pT4a N2; immunohisto-
chemistry revealed immuno -
positivity of pan cytokeratin
(CK), GATA3, P40, CK. 
On the basis of this finding, we
referred the patient to the onco -
logist who suggested a treat-
ment plan within an immuno -

therapy based clinical trial and cisplatin; unfortunately the
patient rapidly worsened developing loss of appetite, con-
stipation and pain in her right side. She underwent a total
body CT scan that showed disease recurrence at the peri-
toneum, pelvis and ileal conduit which determined intes-
tinal sub-occlusion and right hydroureteronephrosis. 
The clinical picture further worsened and the patient died
almost four months after surgery.

CONCLUSIONS

The morphological description of histological variants in
bladder cancer is gaining increasing importance, espe-
cially for infiltrating and aggressive forms. The role of
this more accurate histological characterization in clini-
cal practice is still under discussion. The clear cell carci-
noma is a very rare entity part of the urothelial group, the
oncological outcomes of this histotype are still uncertain,
but they would seem more aggressive forms with an early
lymph node involvement; this evidence is confirmed by
the clinical case described, in which we have seen a large
local aggression (with a rapid involvement of the ureter-
al hosts, the uterine cervix and the annexes) with an
involvement of the lymph nodes of the right side of the
pelvis of the pre-sacral ones. We have also witnessed a
rapid recurrence of disease which quickly led to patient’s
death. In these cases, the multimodal approach could be
fundamental to improve the prognosis.
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Figure 1. 
Image of pre-operative cistoscopy.

Figure 2. 
The microscopic finding
showing clear cell carcinoma 
of the bladder (original
magnification x 400).
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