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The incidence of acute pancreatitis is increasing in the United 
States, and the disorder is now one of the most common reasons for hospi-
talization with a gastrointestinal condition. In this review, we consider recent 

changes in the management of acute pancreatitis, as well as common misunder-
standings and areas of ongoing controversy.

C auses of Acu te Pa ncr e ati tis

Table 1 lists the causes of acute pancreatitis. Gallstones are the most common 
cause.1,2 Migrating gallstones cause transient obstruction of the pancreatic duct, a 
mechanism shared by other recognized causes (e.g., endoscopic retrograde chol-
angiopancreatography [ERCP]), as well as purported causes (i.e., pancreas divisum 
and sphincter of Oddi dysfunction). A recent trial failed to show that sphincter of 
Oddi dysfunction contributed to post-cholecystectomy biliary pain,3 and there are 
no convincing data from controlled trials that either pancreatic sphincter of Oddi 
dysfunction or pancreas divisum plays a role in acute pancreatitis.4-6

Alcohol is the second most common cause of acute pancreatitis. Prolonged al-
cohol use (four to five drinks daily over a period of more than 5 years) is required 
for alcohol-associated pancreatitis7; the overall lifetime risk of pancreatitis among 
heavy drinkers is 2 to 5%. In most cases, chronic pancreatitis has already devel-
oped and the acute clinical presentation represents a f lare superimposed on 
chronic pancreatitis. The risk is higher for men than for women, perhaps reflect-
ing differences in alcohol intake or genetic background.8 The mechanisms by which 
alcohol causes acute (or chronic) pancreatitis are complex and include both direct 
toxicity and immunologic mechanisms.9 The type of alcohol ingested does not af-
fect risk, and binge drinking in the absence of long-term, heavy alcohol use does 
not appear to precipitate acute pancreatitis.10

Drugs appear to cause less than 5% of all cases of acute pancreatitis, although 
hundreds of drugs have been implicated.11 The drugs most strongly associated 
with the disorder are azathioprine, 6-mercaptopurine, didanosine, valproic acid, 
angiotensin-converting–enzyme inhibitors, and mesalamine. Pancreatitis caused 
by drugs is usually mild. Recent data do not support a role for glucagon-like pep-
tide 1 mimetics in causing pancreatitis.12 It is common for patients to be taking one 
of the many drugs associated with pancreatitis when they are admitted to the 
hospital with acute pancreatitis,13 but it is exceedingly difficult to determine 
whether the drug is responsible.

Mutations and polymorphisms in a number of genes are associated with acute 
(and chronic) pancreatitis, including mutations in the genes encoding cationic 
trypsinogen (PRSS1), serine protease inhibitor Kazal type 1 (SPINK1), cystic fibrosis 
transmembrane conductance regulator (CFTR), chymotrypsin C, calcium-sensing 
receptor, and claudin-2.14 These mutations may serve as cofactors, interacting with 
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