Urothelial Carcinoma of the
Urinary Bladder



Issues

AMayo Clinic Cystectomy Registry
AUrothelial carcinoma variants

A Evaluation of depth of invasion in
transurethral resection specimens

Alssues in staging

AProstatic versus urothelial
carcinoma

A Diagnostic errors resulting in
cystectomy



Survival Predication After
Radical Cystectomy: SPARC

A 1776 patients
A 1980-2006

AComplete clinical and pathologic
data collected

ALong term follow-up
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Univariate Assoclations

HR p-value
Charlson index 2.8 <0.0001
>=3
ECOG >=2 2.6 <0.0001
Hydronephrosis 1.8 <0.0001
Current smoker 1.1 <0.004
Tumor grade 1 <0.0001
Tumor stage
PT2 (ref <=pT1) 1.2 <0.0001
pT3a 2.2 <0.0001
pT3b 3.0 <0.0001
pT4 5 <0.0001




Univariate Assoclations

HR p-value
PN (ref NO) 2.5 <0.0001
Tumor size 1.9 <0.0001
Multifocal invasive 1.3 0.08
tumors
Necrosis 2.0 <0.0001
LVI 3.1 <0.0001
Upstaging 3.2 <0.0001
Radial margin + 3.2 <0.0001
No adjuvant chemo 0.49 <0.0001
Adjuvant XRT 2.9 <0.001




Multivariate Associations

HR p-value
Charlson index 1.9 <0.0001
ECOG status 2.1 <0.0001
Smoker 1.3 0.004
Hydronephrosis 1.2 0.04
Tumor stage
P2 0 <0.0001
pT3a 2.9 <0.0001
pT3b 3.8 <0.0001
pT4 5.8 <0.0001
Multifocal tumors 1.4 0.02
LVI 1.4 0.02
No adjuvant chemo 1.5 0.006







. Variable Points
SPARC SCOrlng Tumor stage
<=pT1 0
Variable Points pT2 3.5
Charlson Index pT3a 6
0-2 0 pT3b 7.5
>=3 3.5 pT4 9.5
ECOG status LVI
0-1 0 Absent 0
>=2 4 Present 2
Hydronephraosis Multifocality
No 0 Unifocal 0
Yes 1 Multifocal 2
Smoking status Adjuvant chemo
Never 0 Received 0
Current 1.5 Not received 2
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Years from Radical Cystectomy

Bladder cancer specific survival (number at risk)

2 years

S years

8 years

10 years

98% (400)
92% (501)
76% (239)
56% (88)
40% (70)

95% (358)
80% (378)
60% (153)
38% (49)
23% (31)

91% (274)
73% (253)
55% (107)
32% (30)
20% (20)

87% (214)
71% (184)
54% (80)
32% (22)
19% (14)




Variants

A Squamous cell carcinoma 6%
A Micropapillary 5.5%
A Small cell 5%
A Adenocarcinoma 4.5%
A Nested/microcystic 3.8%
A Plasmacytoid carcinoma 3%
A Sarcomatoid 2%

A Trophoblastic, Lymphoepithelioma-like,

lymphoma-like



Variants- Does It matter?

ANeo-adjuvant Chemotherapy

I Less effective In patients with
sguamous cell carcinoma

| Altered regimen In patients with small
cell carcinoma (or component of)

I Not enough information In other
variants although patient may be less
likely to receive neo-adjuvant
chemotherapy with aggressive
variants
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Pure UC

60 -

UC with
differentiation

40 -

Cancer-specific
survival (%)
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Years following radical cystectomy

% survival
Group (no. at risk)

Pure UC 100 (827) 57 (362) 51 (194)
UC with 100 (186) 56 (71) 53 (36)

diff ntis
Kim PK, et al. J Urol 2012:;188:4(




Primary vs Metastatic
Adenocarcinoma
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74-yearold with bladder mass’
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Primary versus Metastatic

APrimary tumor elsewhere
Aln situ component
Almmunostains

I Pelvic mass- cannot determine
Site of origin
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Micropapillary Carcinoma:
Cancer-specific survival

Povalie = 885

Micropapillary
Unmatched Pure UC
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Interobserver Reproducibility in the Diagnosis of Invasive
Micropapillary Carcinoma of the Urinary Tract
Among Urologic Pathologists
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Small Cell Carcinoma

A 2.8% of all patients undergoing
cystectomy (68 of 2427 patients)

A 77% of all cases were pure small cell
carcinoma

A 84% were advanced stage pT3/T4

A Only 25% of patients had an original
diagnosis of small cell carcinoma

A Diagnostic criteria not well established



