Colorectal Adenocarcinoma
Colorectal cancer is completely preventable, because it has a long, detectable adenoma stage.
Location influences detectability (further from the rectum, the harder to detect).

Colorectal cancer is the third most common cancer.  Much more common in Western, developed 
nations.  People who immigrate here acquire our higher incidence rate, so diet is a big factor.
Natural History of the disease
There is a multistep progression, starting with polyps.  Adenomas are a subset of polyps.
Classic histology patterns are tubular, villous, or tubulovillous adenomas.

Villous is more likely to become carcinoma, but most adenomas become carcinoma in 5-10 years.
“Crypt foci” are another early histological change, characterized by very large crypts
Familial Adenomatous Polyposis  (FAP)
Patients with FAP have thousands of colon polyps by adolescence.
This is an autosomal dominant disease with 100% penetrance.

The responsible gene is APC (Adenomatous Polyposis Coli) on chromosome 5.

Ashkenazi Jews have a high prevalence of APC mutations and colon cancer.
Hereditary Non-Polyposis Colon Cancer  (HNPCC)
HNPCC is also called “Warthin-Lynch Syndrome.”   Autosomal dominant.

Caused by microsatellite instability (MSI or MIN or RER) and defects in DNA mismatch repair (MMR).

These patients usually have cancer of the ascending colon at a young age.  Their colon cancers 
tend to be bulky and mucinous, with an intense lymphoid reaction and signet ring cells.
They or their families also have very high rates of stomach, intestinal, kidney, and ovarian cancers.
Patients with MSI defects have a good prognosis with chemotherapy.
Some patients have a defective MutY gene.  This is another DNA repair gene, but unlike in FAP 
and HNPCC, individuals must inherit two bad copies (“bi-allelic inactivation”).
(Raymond removed an image summarizing the major mutation events in the genesis of metastatic colon cancer.)
Stage Classifications of Colon Cancer
	Duke’s Staging
	TNM Staging

	A – limited to mucosa or submucosa.  Not invading muscularis.  No nodal involvement.
	I, TI, N0, M0

	B – invaded into muscularis and regional soft tissue.  No nodal involvement.
	II, T3, N0, M0

	C – local metastatic spread to lymph nodes
	III, any T, N1, M0

	D – distant metastases (5% 5-year survival)
	IV, any T, any N, M1


Stage is the best predictor of prognosis.  

Duke’s stage A or B can be completely cured by excision.

Warning signs for colon cancer
Older patients are at higher risk.
Watch out for weight loss, anemia, melena, constipation, abdominal pain.
Any blood in the stool, even occult blood, is a red flag.
Screening for fecal occult blood and screening colonoscopies are good ways to catch colon cancer early.
Carcino-embryonic antigen (CEA) is a serum tumor marker for colon cancer.
Treatment will be surgical, plus 5-FU chemotherapy if cancer is metastatic.
