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Understanding the genetic code 



What do we mean by a mutation? 
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Mutations versus  Variant of Unknown Significance 
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Do all cancers arise from 

genetic mutations? 

Æ  Yes 

Æ No 

Æ Not sure 

V 



The body is always copying DNA to 

make new cells. . . 

DNA 

Tissue 

Gene 

Credits: pathology.jhu.edu/pc/images/genetics  



Sporadic (acquired) mutations are 

common 
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Hereditary Diffuse Gastric Cancer 

•1-3% of gastric cancers are due to a strong genetic 

predisposition 

•Mutations in CDH1 (E-cadherin) first identified in a Maori 

family in 1998 

•Since then mutations have been found in other families 

across the world 

•100s of mutations have been identified 

•Most are family-specific 



Hereditary gastric cancer 

Familial 

Hereditary       

~1-3% 

Sporadic 



Inheritance of CDH1 gene mutations 

1 in 2 chance  
(50%)  

http://www.myriadtests.com/images/hcpbrac/dominant_large.png


Boyd et al, 2007 

Genetics of CDH1 mutations 



Hereditary Diffuse Gastric Cancer 

•HDGC is characterized by a susceptibility for diffuse gastric cancer 

•thickening of the stomach wall (linitis plastica) without forming a distinct 

mass.  

•Lifetime risk of gastric cancer by age 80 years is approximately 50-80%  

•Women also have a 40% risk for lobular breast cancer. 

•Risks for other cancers are unclear 

 

 



E-Cadherin/ CDH1 

•Important in cell-cell 

interactions 

 

Hereditary Diffuse Gastric Cancer 



Genetic Counselling  

 

 

 

 

 

 

 

 

 

ÉInformation 

 

ÉInheritance 

 

ÉRelatives 

 

ÉGenetic testing 

 

ÉScreening programmes 

 

ÉSupport 
 



NHS Genetics Services 

Norwich 

Cambridge 

King s Lynn Peterborough 

Huntingdon 
Bury St Edmunds 

Ipswich 

Saffron Walden 



Family Tree 



Open Letters / Consent 

We do not contact your relatives directly 

 

Ask you to share information 

 

We can help with open letters 

 

These aid the referral process 

 

We only share your information with your consent  
 



Your Relatives 

Referral received 

Offered nearest clinic 

Genetic counselling appointment 

•Information, options of testing, follow-up, screening 

Timing 

•Age 16-18 years onwards, screening 



Insurance 

•Currently DO NOT need to 

inform insurance companies 

about genetic status 

•Code has been in place since 

2001 

•Current code published 2018 

•Open ended (no end date) 

•DO need to inform about family 

history of cancer 

•www.abi.org.uk 



Á Increased anxiety 

  

Á Guilt  

 

Á Disclosure to relatives 
 

Diagnosis 

 

Á Survivor guilt 

 

Á Medical decisions 



Positives 

Á Explanation 

 

Á Management 

 

Á Reduced anxiety 

 

Á Advice for relatives 

 

Á Access to resources, research & support groups 



Preimplantation Genetic Diagnosis 

Reproductive Choice 



Take Home Messages 

Á  We store family information, please update us 

 

Á  Please make your relatives aware 

 

Á  Guidelines change so it’s worth staying in touch 

 

Á  We can help arrange screening programmes and liaise 

with your local genetics service. 

 

Á  We are here for you 
 



mtischkowitz@nhs.net 

www.bsgm.org.uk 


