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Estimated fraction hereditary cancers

10-25% of all patients develop a 
secondary neoplasia, 18% are hereditary

1:10 in advanced cancer

1:20 colorectal cancer

Hereditary, familial

Pick-up criteria: 
cancer < 50 y., syn- metachronous tumors, advanced cancer, pos. family history



MMR genes: MLH1, MSH2, MSH6, PMS2
Carrier: 1:280
< 300,000 individuals affected in Germany
< 1 Mio in the US
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Appropriate tumors: CRC, EC
Screening for Lynch Syndrome by immunohistochemistry
• all colorectal cancers
• endometrial cancer < 60 years



Lynch Syndrome – tumor risk

PLSD : Prospective Lynch Syndrome database, Moller 2023



Møller et al., Gut. 2015  
Møller et al., Gut. 2016 

Lynch Syndrome survival - overall



Lynch Syndrome survival - CRC

Mev Dominguez-Valentin et al., BMC 2019



Lynch Syndrome – deaths

The majority of deaths
result from
extraintestinal cancers

PLSD : Prospective Lynch Syndrome database, Moller 2023



Lynch Syndrome surveillance

No difference in colorectal cancer
incidence by recomending different 
screening intervals

Engel et al., Gastroenerology 2018



Lynch Syndrome – therapy

hereditary

sporadic

Kloor et al. Int J Cancer. 2010 Sep 1;127(5):1001-10.



Lynch Syndrome – therapy

Tumors possibly come and go
PD1 blockage essential also for associated tumors
Resistance by mutations in ß2 microglobulin



• Aspirin:
• Long term reduction of CRC
• Necessary dosis unclear
Currently no general recommendation
Can be discussed with male MLH1

• Oral contraceptives:
• General risk reduction for ovary and 

endometrial cancer
• Not data for patients for Lynch Syndrome
Currently no general recommendation

Burn et al., Lancet 2020

Lynch Syndrome – prevention



Lynch Syndrome – future prevention

Gebert et al. Gastroenterology 2021

FSP vaccine prolongs life and reduces tumor burden in Lynch mice



alle 1-2 Jahre

optional

ab 30. Jahre

optional

Lynch Syndrome – surveillance



Differential diagnosis

MSH3

Sporadic BRAF



Summary
• Lynch syndrome rather four syndromes than just one

• App. 4-5% of all CRC is LS (1 von 20-25 CRC patients), carrier frequency 1:280 

• CRC < 50 years of age

• ≥ 2 HNPCC tumors in one patient

• ≥  3 HNPCC tumors in the family

• Appropriate treatment improves prognosis

• Surveillance and early detection also of associated tumors especially saves lifes

• Development of vacination

HNPCC / Lynch syndrom is a common disease –
that is commonly not diagnosed.


