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CRC som folkesykdom

e Blant de topp 2-3 forekomende cancer hos menn og

kvinner i vestlige verden

o > 1 mill pd verdensbasis per ar
o > 3600 nye ftilfeller pr éri Norge (... >4600 inne 2030!)
 >10 nye ftilfeller per dag !l

>200% @kning siden 1950 tallet |

Kiente forstadier (polypper, adenomer)

o Adenom-carcinom sekvens 10-15 dr
o Polypektomireduserer insidens

Kirurgi 'eneste’ kurative modalitet
o Stadieavhengig !
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CRC etiologi

= SPORADISK

B FAMILIZAR

W SJELDNE SYNDROM
m HNPCC

W FAP
~5-10%
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Presentasjon CRC

e Sporadiske CRC (75-80%)

o Asymptomatiske i tidlig stadium; adenomer som forlgper
o Symptomer: bladning, onstruksjon, perforasjon etc
« Ddarlig prognose

 Familicere (10-15%)

o Anamnese: familicer belastning (ukjente genetiske avvik?)

« Arvelige CRC (=5%)
o HNPCC.: fglges tett, obs: extrakolonisk cancer; colektomi
o FAP: fglges tett; tidlig cancer; colektomi ved 20 &rs alder

0 Ma "screenes” vha Amsterdam |l el. Revised Bethesda kriterier
 anamnese ofte ikke adekvat,
o kriteriene passer ikke optimalt,
» Molekylcer diagnostikk bedre enn klinikk
(Gerd Trang, PhD SJG 2011, BJC 2010; Colorect Dis 2009)



Hereditary, genetfic risk

B Sporadic

Familial

HNPCC

Polyposis syndromes
~80-100% risk ~80-100% risk
FAP : APC-mutation HNPCC : MMR-mutation and MSI
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PRINSIPIELLE "DRIVHJUL" | KREFTUTVIKLINGEN

1. Onkogener - stimulerer
o Analog: "gasspedalen i bdnn - ukontrollert fart!”
o Eks: KRAS i sporadisk CRC

2. Tumor suppressorgener - hemmer
o Analog: "'manglende bremser -ingen vei tilbake!”
o APC ved FAP

3. DNA reparasjonsensymer - reparerer
o Analog: "full mekaniker - reparerer verken gass eller brems!”
0 Eks.: MMR mutasjoner ved HNPCC



Signalveier for sporadisk CRC

MSl-pathway 15%

Right/proximal colon
Diploid
Poor differentiation
Often mucinous

Often large (i.e. T,)
More often Ny, M,

15%

Crohns-like lymphocyte infiltrate

10%

5%

CIN-pathway 85%

Left/distal colon
Aneuploid, polyploid
Highly differentiated

Rarely mucinous

No lymphocytic infiltrate
More often N+, M+
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Normalt uttrykk av MLH1 og MSH2 proteiner
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Mikrosatelitt instabilitet
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Livstidsrisiko for cancer ved HNPCC

Type of Cancer Estimated Lifetime Risk
Colorectal cancer 30-80%

Endometrial cancer 25-70%

Ovarian cancer 3-13%

Stomach cancer 2-13%

Urinary tract cancer 1-12%

Small bowel cancer 4-7%

Brain tumors 1-4%

Biliary tract cancers 2%




Andel med carcinom i adenom

60 -
50 1
40 -
30 -
20 -
10 1

T TV V <1cm

° WHO, 2002
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Problemet med progresjonsmodellen:

CRC development and progression model

Normal mucosa

Proliferation
Activation Wnt pathway — adenoma formation Differentiation

Additional mutations — adenoma outgrowth Apoptosis

Hypoxia
Glycolysis

Adenoma

Senescence
Proliferation
Differentiation
Chromosomal instability
Angiogenesis
Invasion
Stroma activation
Fatty acid metabolism

Carcinoma

No progression Progression
(95%) (5%)
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Risikoprofil for CRC

 Livstidsrisiko er 5-6 %

o Alder

o Adenomer/polypper
Hereditet/familicer belastning
Rayking
Alkohol
Diett; kjgtt, frukt/gront
Vit. D + calcium ++ (2)
Aspirin/NSAIDs/cox-hemmere
IBD (Crohns og UC)
Fysisk akfivitet

O O O O o o o o

olesterol "-test l

for sporadisk colorectal cancer
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