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Familial Adenomatous Polyposis Coli (FAP) 
UHL Genetics Guideline 

 

 

Trust Reference Number: C43 / 2003 

 

 

 

1. Introduction and Who Guideline applies to 

These guidelines are intended for use by clinical geneticists and Genetic Counsellors involved in 
risk assessment and counselling of clients with a family history of FAP 

 
 

About 1% of new cases of colorectal cancer will have FAP, which is an autosomal dominant 
condition with near 100% penetrance. In classical FAP, the mean age for symptoms is 29 years 
and the mean age for colorectal cancer is 36 years. 

The condition is diagnosed by the presence of 100 or more adenomatous polyps in the colon and 
rectum. Polyps and tumours tend to occur in the left side of the colon, have chromosome 
instability and there is an early age at diagnosis in classical FAP. 100% of patients will develop 
CRC without surveillance and surgery. Other clinical findings include gastric and duodenal  
polyps, epidermoid cysts, osteomas of the mandible, dental abnormalities, bony exostoses, 
CHRPE’s (congenital hypertrophy of retinal pigment epithelium), desmoid tumours, papillary 
thyroid cancer in females only, brain tumours and hepatoblastomas. The risk of developing  
cancer in gastroduodenal polyposis is 7%. 25% of cases are secondary to a new mutation. 

Mutations at the 5’ end of the gene give rise to attenuated FAP (AFAP) with fewer adenomas, 
adenomas located proximal to the splenic flexure, adenomas which tend to be flat rather than 
polypoid, gastric fundal polyps and duodenal adenomas and the average age of colorectal cancer 
is 55 years. There is overlap with AFAP and Lynch Synch. 

 
 

More recently a second gene has been identified that gives rise to colonic adenomatous 
polyposis. The phenotype is less severe than FAP. The gene is MUTYH and inheritance is 
recessive. Non adenomatous syndrome may need to be considered in some risk assessments. 
These include Harmartomatous polyposis syndromes which include Peutz-Jeghers syndrome 
(PJS) Juvenile polyposis (JP) and Cowden Syndrome. Germline mutations of the SMAD4 and 
BMR1A is found in about 50-60% of patients suspected of having JP an autosomal dominant 
condition. Peutz-Jeghers syndrome is dominantly inherited and the STK11 tumour suppressor 
gene can be detected in 94% of cases. The PTEN gene is considered in cases where Cowden’s 
syndrome is suspected and found in 80% of cases and is autosomal dominant inheritance. These 
guidelines do not set out the management of individuals with these conditions. Bowel cancer 
panels (since 2017) as part of the clinical service for familial bowel cancer patients are now 
available and are offered in accordance with the Cancer Genetics Group national guidelines (for 
example if there is a history of multiple bowel polyps, syndromic features or more than three 
relatives with relevant tumours). 

http://insitetogether.xuhl-tr.nhs.uk/pag/Pages/default.aspx
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2. Guideline Standards and Procedures 
 

 

 These guidelines include: 

 

 Guidelines for identification of patients with FAP 

 

 Guidelines for the management of individuals with FAP and relatives at 50% risk 

 

 Guidelines for management of individuals with AFAP and relatives at 50% risk 

 

 Guidelines for molecular genetic testing 

 

 Screening should be arranged in partnership with the patient’s GP. 

 
 
 

3. Education and Training 

None 

 
 

4. Definitions 
 

 
FAP - Familial adenomatous polyposis coli (FAP) is a colon cancer predisposition syndrome in 
which hundreds to thousands of precancerous colonic polyps develop, beginning at a mean age 
of 16 years (range 7-36 years). By age 35 years, 95% of individuals with FAP have polyps. 
Without colectomy, colon cancer is inevitable. The mean age of colon cancer in untreated 
individuals is 39 years (range 34-43 years). Extracolonic manifestations are variably present and 
include polyps of the gastric fundus and duodenum, osteomas, dental anomalies, congenital 
hypertrophy of the retinal pigment epithelium (CHRPE), soft tissue tumours, desmoid tumours, 
and associated cancers. 

 
 

Lynch syndrome is a condition in which the tendency to develop colorectal cancer is inherited. It 
used to be called HNPCC (Hereditary nonpolyposis Colorectal cancer syndrome) "Nonpolyposis" 
means that colorectal cancer can occur when only a small number of polyps are present (or 
polyps are not present at all). In families with Lynch Syndrome, cancer usually occurs on the right 
side of the colon. It often occurs at a younger age than colorectal cancer, which is not inherited. 
Other cancers can occur in these families, including cancer of the uterus, ovaries, stomach, 
urinary tract, small bowel and bile ducts. The minimum criterion of Lynch Syndrome is that 
colorectal carcinoma is diagnosed and histologically verified in at least 3 relatives belonging to 2 
or more successive generations. Moreover, the age of onset should be less than 50 years in at 
least 1 patient. 

http://insitetogether.xuhl-tr.nhs.uk/pag/Pages/default.aspx
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UPPER GI ENDOSCOPY – Enables physician to look inside the oesophagus, stomach and 
duodenum 

 
 

COLONOSCOPY – Enables the physician to look inside the entire large bowel, from the lowest 
part, the rectum, all the way up through the colon to the lower end of the small intestine. 

 
 

FLEXIBLE SIGMOIDOSCOPY – Enables the physician to look at the inside of the large bowel 
from the rectum through to the last part of the colon, the sigmoid or descending colon. 

 
 

 
Diagram to Show the Internal Organs 

 
 
 
 

http://insitetogether.xuhl-tr.nhs.uk/pag/Pages/default.aspx
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5. Monitoring Compliance 
 

 
GUIDELINES FOR IDENTIFICATION AND REFERRAL OF PATIENTS WITH FAP OR 
SUSPECTED FAP 

 
 

FAP families should be registered in the Regional Genetics Service. FAP registries have been 
shown to improve outcomes for patients by structured delivery and management of monitoring 
interventions, serving as a focus for audit and enabling identification of at risk relatives and giving 
them appropriate advice and surveillance and surgery. 

. 

The following Patients are at increased risk and should be referred to the Clinical Genetics 
Service: 

 
 

• Affected patients with more than 100 adenomatous polyps in the colon or rectum 

• 1st degree relatives of a patient with FAP 

• Patients with adenomatous bowel polyps and gastric or duodenal polyps, epidermoid 
cysts, osteomas of the mandible, dental abnormalities, bony exostoses, CHRPE’s (congenital 
hypertrophy of retinal pigment epithelium), desmoid tumours, papillary thyroid cancer in females 
only, brain tumours and hepatoblastomas. 

• Patients with more than one adenoma proximal to the splenic flexure and gastric fundal 
polyps or duodenal adenomas. 

 

1st degree relatives in this case are parents, brothers and sisters and own children. 

http://insitetogether.xuhl-tr.nhs.uk/pag/Pages/default.aspx
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FAMILIAL ADENOMATOUS POLYPOSIS COLI (FAP) 

MANAGEMENT OF PATIENTS WITH FAP 

Classical FAP - Affected / Mutation Positive 
 

 

Bowel Upper GI Genetic testing 

 Annual Flexible 
sigmoidoscopy from 

11-15 years old 
 

 Once polyps 
identified, 

colonoscopy and 
discuss prophylactic 

colectomy 

 
 

 Risk of cancer in 
retained rectum is in 
the range of 12-29% 
and therefore annual 

rectal stump 
surveillance 

(sigmoidoscopy) is 
required post surgery 

In MUTYH associated 
polyposis-lower endoscopy 

starts at 18 and upper 
endoscopy should be 

considered 5 yearly from the 
age of 35 

 From 25 years, 5 
yearly endoscopy 

 
 

 Patients with polyps 
may require to 

undergo endoscopy 
annually 

 Mutation analysis of 
APC/MUTYH gene if 

not previously 
undertaken in 

another affected 
family member. 
Mutations are 

identified in 60% of 
families 

  Consider cancer 
gene panel or relevant 
genomics test or CRN 

project (such as 
CORGI2) 

 

Relatives at 50% Risk-should try if at all possible to avoid screening without a test. If this 
cannot be achieved: 

 

Bowel Upper GI Genetic testing 

Annual flexible sigmoidoscopy 
from between 11 and 15 years 

 If no polyps found: Continue 
annual sigmoidoscopy 

 If polyps found: Biopsy 
 

Colonoscopy 
Manage 

as affected 

 From 25 
years, 5 
yearly 
endoscopy 

 Predictive genetic 
testing if APC /MUTYH 
mutation previously 
identified in an 
affected family 
member.

 

 Stop screening if 
predictive test 
negative

http://insitetogether.xuhl-tr.nhs.uk/pag/Pages/default.aspx
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MANAGEMENT OF PATIENTS WITH ATTENUATED FAP (AFAP) 
 

 
AFAP - Affected / Mutation Positive 

 

 

Bowel Upper GI Desmoid 
Disease 

Genetic Testing 

 Annual  / 2 
yearly 
colonoscopy and 
polypectomy 
from 25-65 
years; if polyp 
number too 
great, proceed 
to prophylactic 
subtotal 
colectomy

 

 Annual rectal 
stump 
surveillance 
(sigmoidoscopy) 
is required post
surgery 

 From 25 
years, 5 
yearly 
endoscopy

 

 Patients 
with

polyps may 
require to 
undergo 
endoscopy 
annually 

 Manage 
according to 
individual 
patients 

 Targeted 
mutation 
analysis of 
APC/MUTYH 
gene in 
‘attenuated’ 
regions if not 
previously 
undertaken in 
another 
affected 
family 
member 

 
 
 

Relatives at 50% Risk- should try if at all possible to avoid screening without a test. If this 
cannot be achieved: 

 

 

Bowel Upper GI Desmoid 
Disease 

Genetic Testing 

 
 Annual / 2 

yearly 
colonoscopy 
from 25-65 
years 

 
 From 25 

years, 5 
yearly 
endoscopy 

 

 Patients with 
polyps may 
require to 
undergo 
endoscopy 
annually 

 Manage 
according to 
individual 
patient

 Presence may 
suggest 
specific FAP 
mutation

 Predictive 
testing if 
APC/MUTYH 
mutation 
previously 
identified in an 
affected family 
member

 
 Stop screening 

if predictive 
test negative

http://insitetogether.xuhl-tr.nhs.uk/pag/Pages/default.aspx
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GUIDELINES FOR MOLECULAR GENETIC TESTING 

 
 

• Every attempt should be made to obtain a DNA sample from an affected family member 
for mutation analysis. 

 
 

• The sample should be initially analysed locally in accordance with the test directory under 
R211 

https://www.england.nhs.uk/wp-content/uploads/2018/08/Rare-and-Inherited-Disease-Eligibility- 
Criteria-November-2020-21.pdf 

 
 

• Whenever possible, predictive testing should be offered to at risk family members from 
age 10 – 11years after appropriate counselling 

• If a clinical diagnosis is made but molecular confirmation is impossible, consider five yearly 
screening is keeping with Monahan et al 2020 (reference 7) 
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7. Key Words 
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