Outline of Lecture 15 (02-19 PP; Kern)

Pancreatic Cancer
Pancreatic adenocarcinoma

Symptoms


Extrahepatic biliary obstruction (jaundice, pruritis)



Abdominal and/or back pain (compression of celiac plexus)


Protean sx (weight loss, weakness, malaise, poor appetite, GI sx, etc.)


Epidemiology



- Affects elderly (50-80 yrs) & is 4th largest cause of CA death (almost uniformly fatal)


- Risk factors: smoking (2-3x) but NOT coffee



?pancreatitis, ?DM, ?gender, ?ethnicity, ?genetics (see below)


Complications


Obstructive jaundice



Abdominal and back pain (compression of celiac plexus)



GI bleeding



Gastroduodenal obstruction



Pancreatitis and pancreatic exocrine insufficiency


- Pancreas is located near the stomach, duodenum, and celiac plexus, and its blood drains to the portal vein; these are all possible places of expansion/invasion


- Extremely high mortality rate (2% 5yr survival) despite low tumor burden, suggesting prominent role of mass effect and systemic effects


Treatment



Pancreaticoduodenectomy (aka Whippel operation; 26% 5yr survival at JHH)



Palliative surgery and medical therapy to treat complications



Early detection, eg by ultrasound screening

Pathology


Precursor lesion is called PanIN (pancreas intraepithelial neoplasia)



Pancreatic adenocarcinoma




Moderately differentiated ductal adenocarcinoma




Exuberant desmoplastic (scarring) reaction



Nerve invasion




Usually located in pancreatic head, with metastases to nodes and liver common

Genetic abnormalities



Telomere shortening: early and ubiquitous, possibly a broken checkpoint


Commonly, loss of G1 checkpoints: K-ras, p53, p16, DPC4


Other mutations: TGF(, activin receptors, BRCA2, MKK4, LKB1/STK11, etc
Other pancreatic tumors


Exocrine tumors



Benign: true cysts, cystadenoma



Malignant: acinar cell carcinoma, cystadnocarcinoma


Neuroendocrine tumors


Nearby nonpancreatic tumors: duodenal, ampullary, and distal bile duct cancers

