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Epidemiology

6,600 cases in Canada (75% male)
1,750 deaths related to bladder cancer

In Canada, the chance of:
Developing bladder cancer: 3.5%
Dying from bladder cancer: 1%

Canada Cancer Statistics 2007

Epidemiology

Percentage of new cancer cases by
type (for males):

Type of Cancer
Prostate

Lung

Colorectal

Bladder

Non-Hodgkin Lymphoma
Kidney




Epidemiology

Incidence of bladder cancer is rising
Bladder cancer mortality is decreasing
Improved treatment
Earlier diagnosis
Change in tumor biology

SEER database 1960-2005

Impact

Bladder cancer almost always presents
during a person'’s lifetime

Autopsy studies rarely demonstrate
incidental bladder cancer

Implies all bladder cancers are of clinical
significance and require treatment

Campbells 9th Edition




Impact

70% bladder tumors are non-muscle
Invasive at presentation

Progression

Probability of progression

CIS >50%

Ta Low Grade: 5-10%
Ta High Grade: 15-40%

T1 High Grade 30-50%

Donat SM, 2003




Progression

2589 EORTC patients (1979-89)

Significant variables
Tumor (primary/recurrent)
Number tumors
Tumor size (</>3cm)
Stage
CIS
Grade

Sylvester, Eur Urol, 2006

Progression: Summary

About 1/3 of bladder tumors are muscle
invasive at presentation

Risk factors will influence progression of
lower stage lesions

A significant number of bladder cancers
will require radical treatment




Radical Cystectomy

Standard of care for localized muscle
invasive bladder cancer

How well does our current gold
standard perform?

Radical Cystectomy

CYSTECTOMY FOR BLADDER CANCER: A CONTEMPORARY SERIES

GUIDO DALBAGNI, ELIZABETH GENEGA, MIA HASHIBE, ZUO-FENG ZHANG, PAUL RUSS0,
HARR’ VIC

rk, New
Epidemiology and Bicstatistics,

Series of 300 patients operated on from
1990-1993

56% were T2/T3

22% received neoadjuvant
chemotherapy

6% received neoadjuvant radiation .




Radical Cystectomy

Pathological stage:

pTo 32 (10.7)

pTa 8 (2.7

pTis L (12)

Transurethral resection staging: pT1 (6.3)
Ta, Tis 20 (6.7) pT2a (8)
T1 56 (18.7) pT2h 39 (13)
T2+ 183 (61) pT3a (12)
T4 7 (2.3) pT3b T4(24.7)
Not applicable 34 (11.3) pT4a 33 (11)
pTdb 5 (1.7

NO 206 (89)

N+ 39 (13)

6.7% -> 14.7% IR 55 _(18)
18.7% -> 6.3%
61% -> 55.7%
2.3% -> 12.7%

Radical Cystectomy

Overall survival Disease specific
survival

Patients Deaths 5y Surv
© Qverall 269 99 05688

Patients Deaths S-yr Surv.
o Overall 269 139 04509 Tiekmark (I indicetos ast fblaw-up.

Tick mark (1) indicates last folow-up
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Proportion Alive
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Radical Cystectomy

Worse outcomes for patients with
nonorgan confined (T3/4) versus organ
confined disease (T2a/b)

N+ disease occurs in approximately
15% patients, and has higher disease
specific/overall mortality (second only to
stage in impact)

10% of patients had pTO disease

Questions

Can chemotherapy improve survival of
all patients?

Neoadjuvant chemotherapy
Can further therapy improve survival of

patients with high risk disease
(nonorgan confined, N+)?

Adjuvant chemotherapy
Is there a subset of patients with muscle

invasive tumor that can be treated with
bladder preservation protocols?




Neoadjuvant Chemotherapy

Advantages
Treat micrometastatic disease
Predominant mechanism of distant recurrence
Reduce the size of primary tumor, making local
control easier
Tolerance of chemotherapy is better preop
Generally good performance status
Good compliance with protocols
Takes 6-8wks postop until ready for chemo
Treat a small disease burden versus waiting for
gross metastatic disease

Can see if tumor is chemoresponsive based on
cystoscopy, CT, physical exam

Neoadjuvant Chemotherapy

Disadvantages

1. Clinical staging only
Correlated between clinical and pathological
staging is poor
30% discrepancy in staging




Neoadjuvant Chemotherapy

Disadvantages
2. Delay in definitive treatment

AN INTERVAL LONGER THAN 12 WEEKS BETWEEN THE DIAGNOSIS
OF MUSCLE INVASION AND CYSTECTOMY IS ASSOCIATED WITH
WORSE OUTCOME IN BLADDER CARCINOMA

RICARDO F. SANCHEZ-ORTIZ, WILLIAM C. HUANG, ROSEMARIE MICK,
KEITH N. VAN ARSDALEN, ALAN J. WEIN* axp S. BRUCE MALKOWICZ%

189 patients who had radical cystectomy for
T2 TCC disease between 1987-2000

19 patients had delay >12wks (delay due to
seeking multiple medical opinions)

JU 2003

Neoadjuvant Chemotherapy

ks 12 wks or less (n=170
Js S (n=170)

S bk . b -

>12 wks (n=19)
T T T | . | T 3
12 24 36 48 60 72 84 96 108 120 132

Months

% of patients with N+ or stage P3a or above
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Neoadjuvant Chemotherapy

Disadvantages

3. Systemic toxicity of chemotherapy
EORTC/MRC trial 491 patients received
neoadjuvant chemotherapy

80% patients received all 3 cycles of CMV
4.7% nephrotoxicity
1% mortality

Neoadjuvant Chemotherapy

Disadvantages

SWOG trial 153 patients . ,
. . Table 2. Adverse Effects among 150 Patients Who Received Any Methotrexate,
received neoadjuvant Vinblastine, Doxorubicin, and Cisplatin.*

chemotherapy Adverse Effect Grade3  Grade4  Grade$

87% patients tolerated numberof patients
at least 1 cycle of Granulocytopenia 3
MVAC Thrombocytepenia

No deaths related to Anemia
Chemotherapy Nausea or vomiting

5 50
7
9
9
No difference in Stomas 12
1
3
5
3

0

pOStOperatlve Diarrhea or constipation
complications Rerl ffects

Neuropathy

Fatigue, lethargy, and malaise

Maximal grade of any adverse effect 5
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Neoadjuvant Chemotherapy

Disadvantages

4. Increased perioperative mortality after
neoadjuvant chemotherapy
Comparative study out of MD Anderson

140 patients randomized to:
Cystectomy + 5 cycles MVAC
2 cycles MVAC  cystectomy 3 cycles MVAC

Millikan, J Clin Onc, 2001

Neoadjuvant Chemotherapy

Immediate surgery
6 patients died from postop complications
Immediate chemo
3 patients experienced fatal toxicity from MVAC
1 patient had rapid disease progression

Table 2. Aspects of Surgical Therapy and Perioperafive Morbidity

Initial Initicl

No. of Patients

Perioperative deaths

Cardiovascular complications
Myocardial infarction
Thremboembolic

Arrhythmia
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Neoadjuvant Chemotherapy

Potential disadvantages:
Clinical stage only
Delay to definitive surgery
Systemic toxicity

Once these factors are considered, is there
actually a survival benefit?

Neoadjuvant Chemotherapy

R

=

Sternberg, Urol 2007
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