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1 Genetic characterization of HPC.




d highest incidence and mortality world
st rates in Scandinavia and North Americ
St rates in Asia.

on among elderly men.

Afro-American men.




Familial PC: 2-3 cases in the family.

Hereditary PC: > 3 cases in the fami

o 5-10% of all PC
O 43% of all PC <55 years (cuuer Bs et al, 1992




onset (<55 y),
ast 3 PC cases in the family,

each 3 generation either maternal or pat
J€. (Carter BS et al, 1993)




Regional PC database.
o Cancer Registry/Civil Registration Syste
0 Questionnaire and pedigree.

National epidemiology

o Case-control.
o CR/CPR/LPR/PB.




2. Regional Description

Radical prostatectomy (n = 4-500).
No age cut off.

Questionnaire and Registries:
o 1 relatives plus uncles and grandfather on both sides.
a = 2 PC in the famuly.
a Other cancer diagnoses.
0 Phenotypes for molecular biology:.

Adggression parameters: PSA, tumor vol., Gleason, DRE.



Ify the markers that delineate HPC fro
dic PC.

P (single nucleotide polymorphism) in blood
RNA In tumor .




rature review of 79 polymorphism.

sion: <100 cases/controls, association 1
pendent studies.

olymorphism in case-control PC popula

1 PC patients and 796 controls.




a0 SNP x 2
o SNP
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Tumor suppressor

Apoptosis
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ancer (n =71)

SNP/miRNA



) Surveys and charts for pedigrees.
) ldentification of cases.

"To fail to take a good family history i
bad medicine and someday will be
criminal negligence”

Childs 1992.







5 In colon cancer and breast cancer.
Al/2 expressed in hereditary BC.
tional difference in genes and biology.




very 100-1000 bases.
)out 5 million SNPs in the human geno

0.000 identified SNPs.




all non-coding, single strand copy of C
egulates gene expression.
J Identified mIRNAEs.




GeneChip® Expression Analysis Process

Biotinylated RNA target

I{rom experimental sample
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levels



HUSNP probe array GeneChip

1494 SNP's

YT - -y e

24 multiplex
PCR reactions

¥

~ 1300 calls
~ 400 heterozygous
loci




HUSNP probe array GeneChip

5 different 20 nucleotide probes
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Y T T with different locations of the SNP

wa |we [we e ws] pase position within the 20 bases
ZRN

The hybridization signal shows an

CCACTAATACATGGATGATA
CCACTAATACTTGGATGATA

CCACTAATACCTGGATGATA f AB genotype Of the |nterrogat6d

CCACTAATACGTGGATGATA

SNP




HUSNP probe array GeneChip

Hybridizations of one SNP marker for 3
Individuals genotypes AA, AB and BB respectively



Millions of DNA strands built up in each location

500,000 locations on each GeneChip® array

Actual strand = 25 base pairs




