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Lifetime risk ...

... of being diagnosed with prostate cancer

17.8%

... of dying from prostate cancer

3.0%

SEER Cancer Statistics Review 1975-2001



reliable prognostic markers are
needed for individualized prostate

cancer management

||- genetic risk assessment



Cytogenetic techniques




“Cytogenetic alterations” depend
on methodology
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Comparative Genomic Hybridization
(CGH)

Method for detecting and assigning genomic imbalances
(resolution ~ 5MDb)

1 Labeling of genomic tumor DMNA and normal genomic control DMNA by Nick translation
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2. Sinmltancous hybridization of differentially labeled tanor and control DINAs to
normal human metaphase spreads
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3. Fluorescence detection of the hybridized DN As
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CGH: prostate cancer
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pT2b, Gleason 7
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gains: O

pT3b, Gleason 7
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Major directions

Analysis of the complexity of
genomic changes

I

> Genetic progression scores

Analysis of single locus-changes

I

> Search for novel target genes



Microarray-based CGH
a b

Tumour Reference
DNA DNA

‘ Differential Labelling
V-V
. Co-Hybridization

Image Analysis




Microarray-based CGH




PubMed search
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CGH vs. arrayCGH

no. found with both techniques

Chromosomal aberrations

found only in arrayCGH

found only in CGH
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Detection of small deletions
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High-resolution mapping
of amplifications
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Detection of alterations In
pericentromeric regions
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Direct identification of
amplified genes
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Our expectations
toward bioinformatics

Processing of the huge amount of raw data
resulting in ...

v" tumor subclassification

v" biological predictors for the clinical
course

v identification of pathogenetically relevant
genes
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