Outline of Lecture 09 (02-16 PA; Eshleman)

Colon Cancer Pathology
COLORECTAL CANCER (CRC)

Epi: 3rd highest cause of cancer death in men and women, older age is major risk factor for sporadic CRC
Pathogenesis


Multistage progression of sporadic CRC:  normal epit. ( crypt focus ( adenoma ( carcinoma



- The time required for this progression varies, but usually is 5-10 years


Environmental factors


- Geographical epidemiology suggests environmental exposure plays a role (eg diet) in sporadic CRC but no definitive evidence exists


Genetic factors



Familial adenomatous polyposis (FAP)




Due to a Knudson 2-hit mutation of the APC gene



Results in innumerable number of polyps, so Rx total colectomy


Hereditary Non-Polyposis Colon Cancer (HNPCC)



Due to defective mismatch repair ( microsatellite instability ( ( mutation rate 



Usually presents as a right-sided colon CA, with increased risk for other cancers



Histology: mucinous, signet ring cells, intense lymphoid response


APCAshkenazi (I1307K)


Due to a single nt substitution within a string of A’s that doesn’t affect APC function but makes the gene more susceptible to frameshift mutations



MutY




Due to defect in oxidative DNA damage repair enzyme



Sporadic CRC




Due to a series of mutations in multiple genes (including APC, p53, K-ras)
Evaluation


Staging is the usual TMN method, and is correlated with prognosis (survival)

Screening


- In order of increasing sensitivity (also increasing cost and invasiveness):



Occult blood < barium enema < sigmoidoscopy < colonscopy


- Early diagnosis is key for patient outcome; in fact, optimal screening can completely prevent CRC due to precursor lesion (adenoma)

- Location influences detectability: 70% in colon (mostly sigmoid, but possibly right or transverse colon) and 30% in rectum



- Colonoscopy may miss flat and depressed lesions (vs more obvious polyps)


- Occult blood and colonoscopy screening have proven improved outcomes



- Future: virtual colonscopy, molecular screening of stool
Therapy


5FU + adjunctive therapy, but only 1/3 respond (open question on how to identify responsive patients prior to therapy)
Pathology


- Polyp: any structure projecting into the lumen, an early lesion, may be sessile (broad base) or pedunculated (stalk)


- Adenoma: a type of polyp that is a benign but dysplastic tumor, may have villous and/or tubular morphology

