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1. Tumor testing at cancer diagnosis
• guiding therapy

2. Constitutional testing (blood, saliva etc.) at cancer diagnosis
• guiding risk managment (surgical strategy)

3. Constitutional testing (blood, saliva etc.) for risk assessment
• guiding risk managment (surgical strategy)

Impact of Genetics : 3 Scenarios
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1. Tumor testing at cancer diagnosis
• guiding therapy

2. Constitutional testing (blood, saliva etc.) at cancer diagnosis
• guiding risk managment (surgical strategy)

3. Constitutional testing (blood, saliva etc.) for risk assessment
• guiding risk managment (surgical strategy)

Scenario 1: Tumor testing at cancer diagnosis



mCRC: Pharmacologic milestones
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Every (!)CRC 
Must be tested 
for MSI
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dMMR

Scenario 1: Tumor testing at cancer diagnosis
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1. Tumor testing at cancer diagnosis
• guiding therapy

2. Constitutional testing (blood, saliva etc.) at cancer diagnosis
• guiding risk managment (surgical strategy)

3. Constitutional testing (blood, saliva etc.) for risk assessment
• guiding risk managment (surgical strategy)

dMMR

Scenario 2: Constitutional Testing



Valle L. Recent Discoveries in the Genetics of Familial Colorectal Cancer and Polyposis. 
Clin Gastroenterol Hepatol 2016



Immunohistochemistry staining for PMS2 on endoscopic biopsies and surgical specimens from 
the same tumor

Reflex testing via IH staining - biopsies
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MSI testing in biopsies
Syndrome

Lynch-Syndrom und HNPCC
Vilkin A et al. Human Pathology 2015: 1705-1711



SESSION IV – eoCRC PATHOLOGICAL AND ONCOLOGICAL PATH (O)
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Endometrial cancer 42 y

Ovarian cancer 38 y

Endometrial cancer 42 y
No cancer

Asc. Colon cancer 45 y

Lynch Syndrom
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Metachronous cancer in Lynch syndrome

Conclusion: Prophylactically extended colectomy (IRA/ISA) at the time of 
the first CRC reduces the metachronous cancer risk by 4
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„Routine“ or prophylactically extended resection
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Right-sided colon cancer Extended (sub)total colectomy



Option: Simultaneous prophylactic hysterectomy, tbd
prophylactic salpingectomy or salpingoophorectomy
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Right-sided colon cancer 45y

Lynch Syndrom

Subtotal colectomy
Simultaneous
(prophylactic) hysterectomy
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Lynch Syndrome



Lynch Syndrome
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1. Tumor testing at cancer diagnosis
• guiding therapy or „polyposis“

2. Constitutional testing (blood, saliva etc.) at cancer diagnosis
• guiding risk managment (surgical strategy)

3. Constitutional testing (blood, saliva etc.) for risk assessment
• guiding risk managment (surgical strategy)

Impact of Genetics : 3 Scenarios
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000

Few polyps, 

many polyps,

cancer,

multiple cancers

MUTYH-associated polyposis (MAP)

NTHL-1 associated polyposis (NAP)

Polymerase Proofreading-associated polyposis (PPAP)

Juvenile polyposis (JP)

Hyperplastistic (serrated) polyposis (HP)

Familial adenomatous polyposis (FAP)

Oligopolyposis (Multiple Adenoma) MA
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Polyposis syndrome(s)



10-30% EOCRC have a pathogenic consitutional mutation
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Lynch Syndrome
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Prophylactic surgery: 

When, why and how?



Clinical diagnosis and genetic testing

Predictive testing

Pathological variant: 

Prophylactic thyroidectomy

preschool…..

MEN-2 (path gene alterations in RET Proto-oncogene)
Hereditary (medullary) Thyroid cancer
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Penetrance

Age of manifestation

Heterogeneity

Loss of organ = „uneventful“
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MEN-2 (path gene alterations in RET Proto-oncogene)
Hereditary (medullary) Thyroid cancer



MEN-2 FAP

Penetrance

Age of manifestation

Heterogeneity

Loss of organ = „uneventful“







Penetrance

Age of manifestation

Heterogeneity

Loss of organ =  „complex but 
tolerable“
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FAP Lynch Syndrom

Penetrance

Age of manifestation

Heterogeneity

Loss of organ = „ complex
but tolerable“

 Penetrance

Age of manifestation

Heterogeneity

Loss of organ =  
depends…„complex but tolerable“
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EHTG-ESCP Joint dynamic Guidance for FAP and rare 
adenomatous polyposis syndromes
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1. Tumor testing at cancer diagnosis
• guiding therapy

2. Constitutional testing (blood, saliva etc.) at cancer diagnosis
• guiding risk managment (surgical strategy)

3. Constitutional testing (blood, saliva etc.) for risk assessment
• guiding risk managment (surgical strategy)

Scenario 3: Constitutional testing for risk assessment



Risk-adapted (individual decision-making)
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1. Tumor testing at cancer diagnosis
• guiding therapy

2. Constitutional testing (blood, saliva etc.) at cancer diagnosis
• guiding risk managment (surgical strategy)

3. Constitutional testing (blood, saliva etc.) for risk assessment
• guiding risk managment (surgical strategy)

Scenario 4: Genetic Health testing

4. Genetic Health Testing – Huge preventative potential!
Oncology, pharmacogentics, cardiology, neurology, endocrinology, rheumatology…



Knowing Your
Genes can

Save
Your
Life
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Take Home Messages 

• MSI testing for all (unselected) Cancers (Biopsy)

• Constitutional testing for all dMMR patients (driver
mutations and hereditary disposition)

• Constitutional, preoperative NGS panel testing for all 
EaO-CRC

• Risk-adapted surgery (Counselling!!)

• Preventive potential for index patient and family

• Huge preventative potential knowing your genes!
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➢ Incidence 1:8.300 – 1:14.025 

➢ left untreated: CRC ~ 39 yoa

➢ Penetrance 100%

➢ ~ 30% sporadic

Prophylactic surgery

(individual timing)

Familial adenomatous polyposis (FAP)
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Classical FAP  

• Leftsided predominance of polyps/cancers
• High penetrance of mutation (APC Gene)
• Endoscopic management not an option
• Total proctocolectomy with ileoanal pouch
• Laparoscopic, without diverting ileostomy
• One stage procedure

FAP
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Attenuated FAP (aFAP) 

• Rightsided predominance of polyps/cancer
• High penetrance of mutation (APC gene)
• Endoscopic management an option

depending on phenotype (age!)
• Prophylactic (sub)total colectomy
• Laparoscopic

FAP
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FAP

Adenomatous Polyposis Syndrome 
APC Gene 



Previous guideline 2008

Double-stapled anastomosis

Guideline 2021

• Try to avoid the rectal remnant

• Patients >50 years of age and patients with >1000 colonic 
adenomas at the time of colectomy were more prone to ileal 
pouch adenomas and cancers**

• IMPORTANCE OF SURVEILLANCE REMAINS IN THE UPDATE

°Lee CHA, Kalady MF, Burke CA, et al. Incidence and Management of Rectal Cuff and Anal Transitional Zone Neoplasia in Patients With Familial Adenomatous Polyposis. Dis Colon Rectum. 2021;64(8):977-985. 
doi:10.1097**Tonelli F, Ficari F, Bargellini T, Valanzano R. Ileal pouch adenomas and carcinomas after restorative proctocolectomy for familial adenomatous polyposis. Dis Colon Rectum. 2012;55(3):322-329. 
doi:10.1097/DCR.0b013e318241e6f2

The problem of the rectal remnant in 
double-stapled anastomosis
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Previous guideline 2008

Previous guidelines: reference to management: 
that sulindac in combination with tamoxifen is 
effective…Also small non-controlled studies 
indicate that chemotherapy or radiotherapy may 
be of benefit

Guideline 2023

• New studies with good result of regression with 
cytotoxic chemotherapy for intra-abdominal DT* °

• Assessment of a correct screening protocol**

Desmoid tumors

*Inoue Y, Ishida H, Ueno H, et al. The treatment of desmoid tumors associated with familial adenomatous polyposis: the results of a Japanese multicenter observational study. Surg Today. 
2017;47(10):1259-1267. doi:10.1007/s00595-017-1500-3
°Vincenzi, Bruno, et al. "FAP-related desmoid tumours treated with low dose chemotherapy: Results from a multicentre retrospective analysis." (2018): 11556-11556.
**Mete, L. Sanchez, et al. "OC. 04.9 surveillance protocol for abdominal desmoid tumours in familial adenomatous polyposis (fap): experience of a regional referral centre." Digestive and Liver 
Disease 2.48 (2016): e86.
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For the „Mallorca Group“

FAP

UPDATE 2023: 
ESCP-EHTG  Evidence based dynamic guidance



EHTG-ESCP Joint dynamic Guidance for FAP and rare 
adenomatous polyposis syndromes
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Valle L. Recent Discoveries in the Genetics of Familial Colorectal Cancer and Polyposis. 
Clin Gastroenterol Hepatol 2016 


