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Introduction

 We have given you this factsheet to help you understand Lynch syndrome and genetic testing for you and your
family.

You have been given this leaflet because you have been diagnosed with endometrial cancer.
We hope this factsheet will answer some of your questions. If you have further questions, please speak with your
clinical team and/or clinical geneticist.

Overview
 

What is Lynch Syndrome?

Endometrial cancer is the fourth most common cancer in the UK. It usually occurs in women after the
menopause. There are many varied risk factors, including lifestyle choices but for some women this is influenced
by genetics. This leaflet looks at the genetic risk factor associated with Lynch syndrome.
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Lynch syndrome, also known as hereditary non-polyposis colorectal cancer (HNPCC) is an inherited disorder.
This increases the risk of many types of cancer, particularly colorectal cancers. However, people with Lynch
syndrome also have an increased risk of cancers of endometrial cancer (womb cancer) and ovarian cancer.

You have been diagnosed with endometrial cancer and this factsheet is for you.

It can also give rise to some rarer cancers, such as:

Lynch Syndrome is an
inherited disorder

increasing the risk of
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Why does Lynch Syndrome Cause Cancer?
 

Cancer is sadly common. 1 in 2 of us are likely to develop cancer at
some point in our lifetime. It is estimated that 3% of females (1 in
36) born after 1960 will develop endometrial cancer. Women with
Lynch syndrome have an increased lifetime risk of developing
endometrial cancer – up to 62%.

Lynch syndrome is due to inherited changes (alterations) in certain
genes. If these genes are faulty, having alterations, this can stop
these genes working correctly. These genes normally protect us
from developing cancer, but if they do not work properly, we are at
higher risk. 

 



What are Genes?

Almost every cell in our body contains genes. We have about 25,000 genes. We inherit 50% of genes from
our father and 50% from our mother:  they define our specific traits, such as hair and eye colour. Genes tell our
cells how to function correctly. 

Our cells are our basic building blocks. Each cell contains a nucleus containing our DNA (deoxyribonucleic acid).
Most of our DNA is crammed into the nucleus of the cell in structures called chromosomes. Within each cell
the chromosomes are tightly packed. Genes are found on our chromosomes. Most humans have 46
chromosomes arranged in 23 pairs.

The DNA is like a code telling our cells what to do – they produce proteins. It is these proteins which do most
of the work in our bodies. However, DNA is at constant risk of being broken. Most DNA damage is repaired
straight away by cells containing specific repair proteins. But if the DNA damage occurs to a gene that makes a
DNA repair protein, a cell has less ability to repair itself; consequently, errors will build up in the gene over time
and may allow a cancer to form.

Why am I at risk of Lynch syndrome?

Endometrial cancer is often the first cancer that people with Lynch syndrome will be diagnosed with. 
 Women with endometrial cancer have a 2-5% risk that the cancer may be due to an inherited susceptability.   

The National Institute of Clinical Excellence (NICE) already recommends Lynch syndrome testing in
colorectal cancer. Since October 2020, this is now also recommended in endometrial cancer

Since October 2020, NICE
recommends testing all

women with endometrial
cancer for Lynch Syndrome

What Genes are involved in developing Lynch Syndrome?

Most endometrial cancers do not develop due to Lynch
syndrome. However, in some women, it is because a woman has
Lynch syndrome. Lynch syndrome occurs due to the inheritance
of an alteration in one of the mismatch repair (MMR) genes 
 (MLH1, MSH2, MSH6, and PMS2).  The variants are most
commonly found in MSH6 and MSH2.

These genes play an important part in the repair of DNA damage.
.Alterations in these genes can cause cancers to develop and
progress.

There are two parts to understanding whether you have
alterations in your mismatch repair genes (MMR).

https://www.genomicseducation.hee.nhs.uk/glossary/gene/


Are there differences in the MMR genes and the likelihood of developing cancer?

The first part involves examining the cancerous tumour tissue under a microscope. This is known as somatic
testing.  Special chemicals are used to stain the tumour tissue: this process is known as immunohistochemistry
(IHC). The tumour will also be tested for microsatellite instability (MSI). Lynch syndrome tumours show MSI
when a mismatch repair (MMR) gene is not working correctly.

The second part is a further test to define whether Lynch syndrome is potentially the cause of the endometrial
cancer. This is known as MLH1 promoter hypermethylation testing. If MLH1 promoter hypermethylation is
present in the tumour sample, the cancer is much more likely to be random than caused by Lynch syndrome.

My Mum Had Ovarian Cancer – will I get this too?

MSH6 variants appear to give a higher probability of developing endometrial cancer, whereas it offers a lower
probability of developing bowel cancer. Overall, the likelihood of developing cancer is thought to be lower in
PMS2 variants.  Please talk with your CNS/clinical geneticist who will help to describe and explain this further.

Understanding your family history is helpful in building up your
clinical picture.  There are many factors which could influence
developing ovarian cancer but having Lynch syndrome could put
you at increased risk.

Treatment for endometrial cancer is often surgical which involves
removing the uterus and additionally removing both fallopian tubes
and  ovaries, so this would reduce this risk.

Sara’s Story Sara was 59 when she was diagnosed with endometrial cancer. 
 Her histology showed a mixed Grade 1 (less aggressive type of
cancer) endometrioid cancer with a clear cell component.  Her
imaging, CT scan, showed no spread of disease. She was referred
to a regional cancer centre for surgery.  

Her surgical histology showed she had loss of expression of
MSH6 - this suggested Lynch Syndrome.

In light of these finidings Sara underwent a gastrocopy (camera
tube into the stomach) and colonoscopy (camera tube into the
bowel) before her surgery.  She had no evidence of gastric or
colorectal cancer.

She has since been referred to Clinical Genetics and is recovering
very well from her surgery. She now has surveillance
colonoscopies every 2 years.



I'd not heard o fLynch Syndrome before
Of course, I felt frightened to start with.

I received a great deal of support from my 
Clinical Nurse Specialist -  she is amazing!

I know I am in good hands and feel confident having surveillance
colonoscopies every 2 years - if they told me I neeeded them

every day 
I'd have them!

I have been referred to clinical genetics and this will help me
understand more about Lynch Syndrome and help offer me and

my family screening and protective treatment choices - thank you.  
Love Sara x

In Sara's Words...



What Happens if I have Lynch syndrome?

If tumour testing demonstrates a high probability of Lynch syndrome, we will advise you of these results and offer
you a referral to a regional genetics clinic.  

What Happens at a Genetic Clinic?
 

You will be seen by a trained professional in clinical genetics. They will want to take a detailed family history. There
are often clinical clues which suggest Lynch syndrome may be present in a family. These include:

* several relatives (usually 3 or more) with colorectal cancer on the same side of the family, usually across more
than one generation
* developing more than one primary colorectal cancer or a combination of colorectal, endometrial and ovarian
cancer.
* several relatives on the same side of the family with a combination of colorectal, ovarian and endometrial cancer
* colorectal cancer occurring before the age of 50.

You will be given plenty of time to ask questions and to consider your options. Being told you have an inherited
condition can be emotionally testing. You will be given time and space to process any information you are given. 

You will be given time to
ask questions and

consider your options

What does this mean for my family?

We inherit 50% of genes from our father and 50% from our mother.  If one
of your parents has a gene mutation, you will either inherit the copy
containing the alteration or you will not. There is a 1 in 2 (50%) chance this
will be passed on.

Lynch is an autosomal dominant genetic predisposition syndrome, This
means that only one copy of a faulty gene pair (alteration) is required to
cause an increased risk of cancer. 

If you have the gene alteration, there is also a 1 in 2 (50%) chance any
children you have will inherit it.

Early screening may be available to family members as well as risk-reducing
interventions.

This may influence family members choices when deciding to have a family.

Can I reduce my risk?

predictive genetic testing to family members.

risk-reducing surgery. Since early-stage endometrial cancers are usually surgically
managed, your risk of developing ovarian cancer is greatly reduced.

If you have been diagnosed with Lynch syndrome you or your family may be offered
,

 



What does it mean if no gene alteration is shown?

In some cases, a genetic alteration will not be found and no definite cause for the cancer is found.  In other cases
an alteration is found, but its significance is uncertain and more genetic and family studies will be required.  This
will mean further testing of your blood, known as germline testing.  These results can take some months to
become available.

Can I choose not to be tested?

Surveillance colonoscopies  (an investigation of your lower bowel). This is recommended at least every two
years from the age of 25 for everyone with Lynch syndrome and their close relatives
Taking enteric-coated aspirin 75mg daily. Research has shown promising results of taking aspirin to reduce
cancer risk in those with Lynch syndrome;.  The CAPP3 research study is aiming to determine the most
effective dose of aspirin for people with Lynch syndrome: these results are awaited.
Lifestyle advice. Eat a healthy diet, rich in fibre with plenty of fruit and vegetables and low in fat.  Drink alcohol
within safe recommended limits, don’t smoke and take regular exercise.   
Maintaining an average body weight.
Being aware of your bowel habits and to seek advice from your GP if you notice a change in your bowel habits.
For female family members to be aware of the signs and symptoms of ovarian cancer and endometrial
cancer.  If you have concerns, speak with your Clinical Nurse Specialist about these symptoms.

 

Consent should be undertaken before any genetic testing takes place.  You can withdraw your consent at any time.



Where can I get more information?

This information booklet is a guide to Lynch syndrome for women diagnosed with endometrial cancer, and their
families.  We know you may still have other questions or want to read more about this subject. 

We have detailed below a list of further resources which you may find helpful. 

 
 

https://www.cancerresearchuk.org/about-cancer/womb-cancer/risks-causes
https://www.cancerresearchuk.org/about-cancer/what-is-cancer/genes-dna-and-cancer
https://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-type/uterine-
cancer/incidence
http://www.capp3.org/
http://www.capp3.org/media/24671/nice_-_decision_aid_for_ls_patients_august_2020.pdf
https://eveappeal.org.uk/inherited-risks/lynch-syndrome/
https://www.genomicseducation.hee.nhs.uk/documents/lynch-syndrome/
https://www.lynch-syndrome-uk.org/
https://www.nice.org.uk/guidance/dg42
https://www.macmillan.org.uk/cancer-information-and-support/worried-about-cancer/causes-and-risk-
factors/lynch-syndrome-ls

 

https://www.cancerresearchuk.org/about-cancer/womb-cancer/risks-causes
https://www.cancerresearchuk.org/about-cancer/what-is-cancer/genes-dna-and-cancer
https://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-type/uterine-cancer/incidence
http://www.capp3.org/
http://www.capp3.org/media/24671/nice_-_decision_aid_for_ls_patients_august_2020.pdf
https://eveappeal.org.uk/inherited-risks/lynch-syndrome/
https://www.genomicseducation.hee.nhs.uk/documents/lynch-syndrome/
https://www.nice.org.uk/guidance/dg42
https://www.macmillan.org.uk/cancer-information-and-support/worried-about-cancer/causes-and-risk-factors/lynch-syndrome-ls


Questions for my Clinical Team
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