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The Dutch SIS
Hereditary Cancer Registry

Start 1985 financially supported
by government

To promote early detection of
hereditary cancer syndromes
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1. High risk groups

Hereditary CRC
Familial CRC

Personal history
CRC/CRA

other diseases
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1. High risk groups

CRC risk
Hereditary CRC >50%
Familial CRC 20%

Personal history 15-20%
CRC/CRA

other diseases 10-20%
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Hereditary colorectal cancer
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Hereditary colorectal cancer

Her.Non-Ponposis CRC (HNPCC) (MMR-genes)
Fam.adenomatous polyposIS (APC/MUTYH-gene)
Peutz-Jeghers syndrome (STK11-gene)

Juvenile polyposis (SMAD4-gene)
Cowden syndrome (PTEN-gene)
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Familial colorectal cancer
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Frequency of familial / hereditary CRC



2006

Questionaires 5072 individuals 45<<70 yrs in Coevorden

First degree relatives with CRC Number
>1CRC 438 (11.1%)
-1 CRC<50jr - 46
-2 CRC - 32
- >3CRC -10
High risk groep (>20% CRC risk) - 88 (2.2%)




Estimated number of high risk individuals (45<<70 yrs)

Country Number
Germany 640.000
France 400.000
UK 400.000
Italy 400.000
Spain 260.000




2. Surveillance of high-risk groups

Advantages

¥ Compliance +++
F Young age hereditary CRC
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Hereditary/familial CRC 149 subjects
Compliance 97%
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Familial / hereditary CRC
survelllance protocol

Hereditary CRC: colonoscopy 1x/ 1- 2 yrs

Familial CRC: colonoscopy 1x/3 -6 yr



Effectiveness survelllance
Hereditary CRC

®F Hereditary Cancer Registries

— UK, Denmark, Finland, Norway, Sweden,
Netherlands, Italy, Germany, Belgium, other
countries

E AImS

— to promote surveillance

— to guarantee continuity of lifelong surveillance

— to evaluate effectiveness



Effectiveness survelllance

140 families: 2788 carriers and FDR
733 deaths: 445 cancer; 50% CRC



Standard mortality rate CRC In three
time periods

establishment
registry

1960-1975 1975-1990 1990-2004,
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Costs
Her.Cancer Registry vs treatment CRC

E Annual costs Registry: 350.000 euro

E Costs treatment metastatic CRC 250.000 euro
(5-FU/leucovorin/irinotecan/avastin)

Detecting 1.5 patient per year with CRC at stage A or B
covers the costs of the registry




Effectiveness survelllance
Familial CRC



Predictive factors for presence of
advanced adenomas

I Age
F Sex
E Family history



Total number

Nr needed to screen
to find one AAP

Negative FH

men 889 30
women 1503 952
Positive FH

FDR CRC>60

men 1171 23
women 1949 37
FDR CRC<60

men 532 17
women 916 27
2 FDR CRC

men 54 11
women 92 16




Appropriate interval?
The FACTS study 2003-2013

The National Familial Colorectal
Cancer Screening Study

Aims
Yield survelillance

Appropriate interval (3 or 6 yr)
Predictive factors

Assoclation environmental factors
Costs



Protocol FACTS study

First colonoscopy:

Group A

Multiple adenomas 3 Vrs

Sco 3 YIS
(>3) Py Scopy

3 VIs
Group  3yrs — Scopy—3V1S . Scopy

0,1,2 adenomas

6 yrs SCOpy

2007: 550 patients (CRC risk 20%) 2013



3.ldentification
1913 First family Hereditary CRC (Alfred Warthin)

1966 Two families (HT Lynch)
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3. ldentification

Hereditary CRC
denied by medical
community!




1993-1997 Mismatch repair genes identified
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|dentification

224 patients (7 hospitals) with CRC age< 50 or multiple CRC
Complete family history (type of cancer, age, number): 16%



How to improve identification?

B General population

— Assess the family history for CRC at start of
screening program

— Fam/her.CRC: advise colonoscopy, refer to
genetic centres and her.cancer registry

F CRC-patients

— Perform IHC analysis of all CRC to identify MMR
gene defect

— Ask patient to complete questionaire about
family history
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Conclusions

Her/fam CRC: quantitatively important

Survelllance attractive because of high
compliance and large gain in life-expectancy

Her.Cancer Registries important for coordination
of survelllance

Survelillance iIs effective

Large proportion of families undetected because
physicians pay hardly attention to family history



