MSA Multl Center Trial for
Bladder Cancer Detection

EDRN/NCI/Hopkins/FHCC

M. Schoenberg, J. Kagan, M.
hornquist, S. Srivastava




6brmucosal inflteation
No. of caces 3
Metastases 0

E:wtmta\ lwﬁ\ only 0
vesical f nﬂny 0

Petent ta"y n:ur‘aHE 1007

WHP

Muscular inpillra)tinn

No.of cases 15
Me{ae.’nme, 1
Peivesical lymph.only |

Ptrwtsmal f\:a lorLonly 0

foentiall curable 84 %

rnuP-C

Berivesical infilteation

No. ﬂrcam ﬂq
Metastases

Brivesical '\ym[:

Peivesical tvat mnm\ﬁl 8
Poentially curable * 20%




UCC:USA

60,000 new cases per year
12,000 cancer-specific deaths
90% transitional cell histology
/5% non-muscle Invasive tumors
/0% recurrence rate



Non-Invasive UCC Treatment
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Standard Clinical Experience

Hematuria (70%)

Cystoscopy, CT/IVP, urinary cytology
Biopsy diagnostic and therapeutic
Followup (not evidence-based)




Diagnosis and Followup:
Expensive

Non-invasive UCC a chronic disease
Average age DXx: 65

Prevalence 600,000 USA

Bottman et al (Pharmacoeconomics, 2000)
— Most expensive solid tumor

— Alteration of monitoring pattern could
positively alter economics of care




Molecular Progression of Bladder
Cancer
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Molecular Detection

Normal Tumor Sample




MSA

 Mao et al. (Science, 1996)
— LOH/MIS demonstrated in urine of UCC pts
— Small sample (n=25)

o Steiner et. Al. (Nat Med., 1997)
— MSA used in monitoring after TUR of UCC

— Detects > 90% tumors
— Some detected 6-9 months before (+) cysto




MSA Urine, Mao et al. (1996)

D9s747 D9s171

e
ae '
L]

B U BTU

D9S747 D165476

s =8 9 -
A, A

e
BTU

D4s243

D45243

4'4
$se

B T U

e

BTU

D9S747

D16S476

® o @
,4

. =

3

B T u

D21S1245
-

®ee

B T u




Microsatellite Analysis

32-P Isotopic
technique

Fluorescent
technique




MSA Trial

North American validation study
— 12 USA

— 1 Canada

— 300 cases (Ta, Tis, T1)

— 200 controls

EDRN/NCI sponsored
Partnered with Cangen, Inc.

Virtual data monitoring system (Fred Hutch CC)
— FDA Compliant




Accrual by Center

Final Group Status
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EDRN/MSA Trial: current status

e Accrual completed (DQMB confirmed)
 Study centers monitoring for recurrence

 Biomarker lab (CBI) and QA lab (UM)
completing internal assessments

« Coordinating Center (JHMI) tracking
compliance
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