Hereditary Nonpolyposis Colorectal Cancer Syndrome


HNPCC / Lynch Syndrome

· Estimated 80% lifetime risk of developing colorectal cancer

· Polyps usually begin forming between the ages of 20 and 30

· Average age at diagnosis is 44 years 

· Test for MSI (microsatilite instability) and IHC (immunohistochemistry) in tumor sample

· Changes in mismatch repair genes (i.e. MLH1, MSH2, etc.)

· Autosomal dominant: 50% chance of passing gene onto a child with each pregnancy

Cancer Risks in Individuals with HNPCC up to Age 70

	Cancer
	Risks

(Lifetime in US)
	Mean Age of Onset (Median)

	Colon
	80% (5.42%)
	44 years (71)

	Endometrium
	20-60% (2.45%)
	46 years (63)

	Stomach
	11-19% (0.90%)
	56 years (71)

	Ovary
	9-12% (1.42%)
	42.5 years (63)

	Hepatobiliary tract
	2-7% (0.66%)
	Not reported (65)

	Urinary tract
	4-5% (NA)
	~55 years (NA)

	Small bowel
	1-4% (NA)
	49 years (67)

	Brain/CNS
	1-3%(0.60%)
	~50 years (55)
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Personal and Family Health History Suggestive of HNPCC

· CRC diagnosed in a patient who is less than 50 years of age

· Presence of synchronous or metachronous CRC, or other HNPCC-associated tumors, regardless of age

· CRC with the MSI-H (high microsatellite instability) histology diagnosed in a patient who is less than 60 years of age

· CRC diagnosed in one or more FDRs with an HNPCC-related tumor, with one of the cancers being diagnosed under age 50 years

· CRC diagnosed in two or more FDRs or SDRs with HNPCC-related tumors regardless of age

For more information about HNPCC, visit Gene Reviews 

(http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=gene&part=hnpcc) 

Surveillance

· Refer individuals with the clinical features of HNPCC for genetic counseling and possibly testing.  

· Screening recommendations for patients who have HNPCC include:

· Colonoscopy at age 20 to 25 years or 10 years earlier than the earliest CRC diagnosis in the family, whichever comes first – Repeat every 1 to 2 years.

· Consider periodic evaluation for associated intra-abdominal malignancies 

· For women:

·  Consider transvaginal ultrasound with or without CA-125

·  Consider endometrial aspirate annually beginning between age 25-35 

For more detailed information regarding screening practices and follow-up see pages CSCR-14 to CSCR-16 of the NCCN’s Colorectal Screening Guideline.

(http://www.nccn.org/professionals/physician_gls/PDF/colorectal_screening.pdf)

