Managing non-muscle invasive
bladder cancer

Brant A. Inman, MD

1" #l
$ %




W <32

B<53

<9.2

<15.5 <453

Age-standardized incidence/100,000 population

«9 most common cancer worldwide
+2/3 of worldwide cases occur in developed countries

eIncidence rising or stable in most countries

IARC World Cancer Report 2003

Estimated New Cases*

Prostate

Lung & bronchus
Colon & rectum
Urinary bladder
Melanoma of the skin
Non-Hodgkin lymphoma
Kidney & renal pelvis
Leukemia

Oral cavity & pharynx
Pancreas

All Sites

192,280
116,090
75,590
52,810
39,080
35,990
35,430
25,630
25240
21,050
766,130

Males
25%
15%
10%

Females
Breast
Lung & bronchus
Colon & rectum
Uterine corpus
Non-Hodgkin lymphoma
Melanoma of the skin
Thyroid
Kidney & renal pelvis
Ovary
Pancreas
All Sites

192,370 27%
103,350 14%

71,380 10%
42,160 6%
29,990 4%
29,640 4%
27,200 4%
22,330 3%
21,550 3%
21,420 3%

713,220 100%

Jemal et al. Ca Cancer J 2009




Estimated Deaths

Males Females
Lung & bronchus 88,900 30% Lung & bronchus 70,490 26%
Prostate 27,360 9% Breast 40,170 15%
Colan & rectum 25.240 9% Colon & rectum 24,680 9%
Pancreas 18,030 6% Pancreas 17,210 6%
Leukemia 12,590 4% Ovary 14,600 5%
Liver & intrahepatic bile duct 12,090 4% Non-Hodgkin lymphoma 9,670 4%
Esophagus 11,490 4% Leukemia 9,280 3%
Urinary bladder 10,180 3% Uterine Carpus 7.780 3%
Nen-Hodgkin lymphema 9,830 3% Liver & intrahepatic bile duct 6,070 2%
Kidney & renal pelvis 8,160 3% Brain & other nervous system 5,590 2%
All Sites 292,540 100% All Sites 269,800 100%
Jemal et al. Ca Cancer J 2009
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Carcinoma in situ




Carcinoma in situ
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Low grade papillary tumor




Low grade tumor

High grade papillary tumor




High grade NMIBC

Muscle invasive tumor




Muscle invasion




[ ]
o +
o +

Soloway J Urol 2003




EORTC risk scores

Sylvester Eur Urol 2006

Resect tumor

|

Prevent re-implantation

|

Primary prevention

|

Secondary prevention

|

Tertiary prevention

* TURBT
« Partial cystectomy

* Immediate postop chemo
« Overnight irrigation

« Stop smoking

* Drink more water

* Get rid of environmental toxins
* Vitamins

« Cystoscopy
* Urine tests
* Imaging

* Intravesical immunotherapy
« Intravesical chemotherapy
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A second look TURBT can be very important
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N = 2821

Collado J Urol 2000
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Skolarikos J Urol 2005
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What does the TURBT look like?

Chen Urology 2008
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*Cigarette smoking accounts for
65% of cases in men
30% of cases in women

*Duration is more important than intensity

IARC World Cancer Report 2003
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Quitting smoking cuts the risk dramatically
-risk remains high for at least 20 years
-may never return to baseline

«Case-control study
*New England
«1170 cases

«1413 controls

White: 94-98
Grey: 98-01
Dark: 01-04

Baris J Natl Cancer Inst 2009

Urogenous-contact hypothesis
Fluid intake, particularly water, decreases bladder cancer risk

Health Professionals Follow-up Study, N = 47,909

Michaud NEJM 1999
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Cruciferous legumes lower bladder cancer risk

*Broccoli
*Brussels sprouts
«Cauliflower
«Cabbage
«Collard

*Kale

Isothiocyanates?

Health Professionals Follow-up Study, N = 47,909

Michaud J Natl Cancer Inst 1999

Mega-dose vitamins: worth the risk?

Lamm study (1994, RCT, 65 pts)

A 40,000 1U
Bs 100 mg
C 2000 mg
E 400 IU

Placebo: 80% recurrence @ 5y
Vitamin: 40% recurrence @ 5y

Risks
Vitamin A: lung Ca, heart disease
Vitamin E: heart disease

(RDA 900 1U)
(RDA 1.5 mg)
(RDA 90 mg)
(RDA 15 1U)

Lamm J Urol 1994; Lonn JAMA 2005; Omenn NEJM 1996
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Urine cytology
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Sturgeon Clin Chem 2010
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European Association of Urology (2008)

“...remains unclear if these tests offer additional information...”

American Urological Association (2007)

“...comparison of urine-based markers is beyond the scope of
the current guideline...”

Sturgeon Clin Chem 2010: Babjuk Eur Urol 2008 |
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Zaak D; et al. Urology. 2001
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Adrenal

The entire
urothelium is at risk
of cancer
Ureter
Adventitia
Detrusor
_muscle
Urinary i
bladder —— Epithelium
Trigone
Urethra __ External urethral
orifice
Upper tract recurrence rate
Overall 3-5%
High-risk 5vyears = 15%
-CIS 10 years = 25%
-Mutiple recurrences 15 years = 35%
-Multifocal tumors
-BCG failures

Most occur within first 5 years with mortality of 50%
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BCG reduces the risk of progression by ~ 30%

Sylvester J Urol 2002
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Individual patient meta-analysis, 9 RCTs, 2820 pts

Malmstron Eur Urol 2009
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Individual patient meta-analysis, 9 RCTs, 2820 pts

Malmstron Eur Urol 2009
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RCT, 230 pts

Au_J Natl Cancer Inst 2001
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RCT, 75 pts

Columbo J Clin Oncol 2003
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Phase Il trial, 30 pts

Dalbagni J Clin Oncol 2006
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BCG failures
RCT, 120 pts

ddeo J Clin Oncol 2010 |
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Phase I, 1007 pts

Joudi_Urol Oncol 2006
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Volume bands In-hospital mortality Total mortality
Institutional volume:
2-10/yr Low 85 (2.8) 90 (3.0)
10-16/yr Medium 82(3.0) 90(3.2)
>16/yr High 56 (2.0) 66 (2.4)
Surgeon volume:
1-5/yr Low 86(2.8) 92 (3.0)
5-8/yr Medium 74(2.9 81(3.2)
>8/yr High 52 (1.9) 62(2.3)

United Kingdom

Mayer BMJ 2010
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Questions?

Comments?
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