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4, Hereditary Nonpolyposis Colon Cancer
i (HNPCC)

7 Autosomal dominant
7 Defect in mismatch repair genes

MLH1, PMS2, MSHRISHG6
ZMSI
Z 40-80 % risk of CRC
Z 30-60 % risk of EC



HNPCC
Historical perspective
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HNPCC
Historical perspective
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Dr. Lynch 1971



-\~ - Hereditary Nonpoplyposis Colorectal
A Cancer, HNPCC

7 1991: Amsterdam Criteria
% 1993: MMRmutation

7 Lynch Syndrome (families with mutation in
MMR-genes)



Hereditary Nonpolyposis Colorectal Cancer

Amsterdam Criteria |l
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RISk of Endometrial and Colorectal Cancer In
Women with Lynch syndrome
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Author Study Mutation Lifetime Risk Lifetime Risk

Population Endometrial Colorectal
Cancer Cancer

Aarnio Finland MLH1, MSH2 60% 54%

(1999)

Barrow UK MLH1, 47% 46%

(2009) MSH2,MSHG6 \

Stoffel UusS MLH1, MSH2 39% 43%

(2009) MSHG6

Baglietto Multiple MSHG6 only 26% to age 70 10% to age 70

(2010) countries 44% to age 80 20% to age 80




W,rf‘f?;;f;Lifetime risk of cancer in Lynch syndrome
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Lynch syndrome Increases the Risk of a
Second Cancer
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.t Lynch syndrome: Increased risk of developing second
cancers
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2 \?ﬁ,}ﬂ women with Lynch syndrome with both Gl

and GYN cancer, which comes first?

f

Gl
cancer
49%

Lu et al, Obstet Gynecol
105(3), 2005
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Cancer risk iIn HNPCC families and
their compliance with screening

The Danish HNPCC Register



1 Gynecological screening in Denmark
Since 1991

7 Lynch families
7 Amsterdam | & Il families

7 Amsterdam suspected families

Program
Gynecologic examination + TVUS

Biennial from age 25 years



Aim & Method

To evaluate

1. Awareness of Endometrial Cancer risk

2. Compliance with screening

Material & Method

Z Women at risk

7 Selfreported questionnaire



Cohort

725 women at risk

/N

101lwomen did not 624 women (86%)
return survey returned survey

/N

574 completed 50 blank
survey (79%)
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Length of awareness of HNPCC

years n
0-2 138 (25%)

3-5 157 (28%)




Awareness of EC risk

. Did you know that the risk of EC was increased in HNPCC?
. Has anyone in your family had EC?
. How do you perceive your risk of getting EC?

Overall 65% were aware of EC risk



o Awareness of EC risk

Family status Lynch syndrome 10¢
Amest. |,1I/ suspected

Genetic counseling Yes
No

Family history of EC Yes
No

Perceived risk of EC Higher

Same or less

Awareness ~

B

263 (61%) 0.001

I‘g

19

170 (56%) <0.0001

18
178 57%) ~ <0-0001

243 (78%)

107 (400 ~0.0001



& Compliance with screening

Univariate Analysis

NO P
n

Genetic counseling 18 191 (63%) <.002

Family history of EC 18 195 (63%) <.003

Perceived risk of EC
(as higher than average)

127 (58%) <.0001

Aware of risk of EC 290 (81%) 88 (45%) <.0001

> @
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Compliance with screening

Adjusted Multivariate Logistic Regression Model

Predictors Odds Ratio 95 % CL F

Perceived risk of EC 1.1-2.6 0.024

(Higher v same/less)

Aware of risk of EC 3.2-7.8 <0.0001
(yes v no)

N= 513, Overall Chisquare for the model: P<0.0001



Conclusion

ZAltogether 65% of the HNPCC women were aware of

Increased risk of Endometrial Cancer

ZCompliance with screening was 5 times increased

among women with awareness



Perspective

Improved awareness of gynecological
cancer risk in HNPCC iIs relevant for
compliance with the screening



Thanks for your attention



