
Table 2

Differential diagnosis of chronic
pancreatitis (adapted from Jalal et al,
2018)8

Hepatobiliary
•Acute cholecystitis 
•Biliary colic 
•Acute pancreatitis 
•Pancreatic cancer 

Gastrointestinal 
• Irritable bowel syndrome
•Peptic ulcer disease
•Gastroparesis
• Intestinal obstruction, ischaemia or
infarction

Other 
•Abdominal aortic aneurysm
•Thoracic radiculopathy 
•Myocardial infarction
•Postherpetic neuralgia 
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chronic pancreatitis,12 highlighting the
complex interplay between alcohol and
other genetic and environmental risk
factors in disease development. NICE
cautions against assuming chronic
pancreatitis is alcohol-related in patients
‘just because they drink alcohol.’
Tobacco smoking is an independent risk
factor for chronic pancreatitis.12 

Genetic mutations, in the PRSS1,
SPINK1 and CFTR (as part of cystic
fibrosis) genes can lead to hereditary
chronic pancreatitis, which is inherited in

a Mendelian manner. Idiopathic disease,
where no clear associated cause can be
identified, accounts for 20-30% of cases.13

CLINICAL PRESENTATION
The typical presenting feature is upper
abdominal pain which may radiate to
the back.6 Pain can be continuous with
acute flares or episodic. The pain  is
commonly triggered or exacerbated 
by eating or alcohol consumption. 
The pain is caused by pancreatic
inflammation and pancreatic duct
obstruction due to strictures and stone
formation (see figure 1, p11). Patients may
also present with relapsing acute
pancreatitis.

Inflammation of the pancreas can also
lead to distal bile duct strictures resulting
in biliary obstruction with jaundice.
Disruption of the pancreatic duct from
previous episodes of pancreatitis 
can lead to pseudocyst formation 
(see figure 2, p13), which may be
asymptomatic but can result in pain,
infection or gastric outlet obstruction.
Pancreatic pseudocysts are fluid-filled
sacs surrounded by granulation tissue
which can bleed, rupture, become
infected or cause obstruction of the
biliary tree or duodenum. 

Chronic pancreatitis is also a common
incidental finding on routine imaging of
the abdomen, and even with advanced
radiological features of chronic
pancreatitis the patient may be entirely
asymptomatic.

Symptoms resulting from pancreatic
exocrine insufficiency (PEI) include

weight loss and steatorrhoea, and
patients may have other clinical signs of
malnutrition. Steatorrhoea indicates a
significant loss of exocrine function as it
occurs only when lipase secretion is
reduced by more than 90-95%.15
Endocrine insufficiency will lead to
diabetes mellitus and its associated
symptoms. 

On examination, patients may have
signs of chronic liver disease (suggestive
of excess alcohol consumption), upper
abdominal tenderness or abdominal
distention due to a pseudocyst.6

The presenting features of chronic
pancreatitis are non-specific and overlap
with other gastrointestinal conditions
leading to a wide differential diagnosis
(see table 2, below left). 

A medical history including a
thorough account of alcohol
consumption, tobacco smoking,
previous hospital admissions with
abdominal pain and family history is
invaluable in determining the index of
suspicion for chronic pancreatitis.

Pancreatic cancer is difficult to
distinguish clinically from chronic
pancreatitis as there are overlapping
features such as weight loss, change in
bowel habit and jaundice. Chronic
pancreatitis is also a risk factor for
pancreatic cancer. 

Patients aged 40 and over with
jaundice and those aged 60 and over
with weight loss and one other specified
symptom related to pancreatic cancer
should be referred along a suspected
cancer referral pathway for investigation
of pancreatic cancer.16

In those not meeting the criteria for
referral along a suspected cancer
pathway, but with evidence of a
complication of chronic pancreatitis 
(e.g. biliary obstruction or
malabsorption leading to weight loss
and diarrhoea) NICE advises urgent
referral to gastroenterology. This will
facilitate timely investigation and help
exclude malignancy promptly.6

INVESTIGATIONS AND
DIAGNOSIS
In patients with suspected chronic
pancreatitis, the aims of investigations
are to confirm the diagnosis,
demonstrate any sequelae and to
determine the underlying cause. 

Biopsy is almost never undertaken
owing to the risk of precipitating
pancreatitis so imaging is used instead
to provide evidence of characteristic
features such as calcification, atrophy or
pancreatic duct dilation.

CT is the first-line imaging modality
for chronic pancreatitis.8 It has similar

Table 1

TIGAR-O version 2 classification system for chronic
pancreatitis risk factors and aetiologies (adapted from
Whitcomb 2019)14

Toxic-metabolic
•Alcohol 
•Tobacco smoking 
•Hypercalcaemia
•Hypertriglyceridaemia 
•Medications (e.g. azathioprine)
•Chronic kidney disease 
•Metabolic syndrome
•Oxidative stress associated factors 
(post-irradiation/chemotherapy, ischaemia)
•Other toxins (scorpion venom, anticholinesterase
pesticides)

Idiopathic 
•Early onset (< 35 years of age)
•Late onset ( ≥35 years of age)

Genetic 
•Autosomal dominant (e.g. PRSS1 mutations)
•Autosomal recessive (e.g. CFTR, SPINK1 mutations)
•Complex genetics (non-Mendelian, complex genotypes 
± environment)
•Modifier genes
•Hypertriglyceridaemia syndromes
•Rare, non-neoplastic pancreatic genetic variant 
associated syndromes

Autoimmune pancreatitis (AIP)
•AIP type 1 – IgG4 related disease
•AIP type 2

Recurrent and severe acute pancreatitis 
•Recurrent acute pancreatitis
•Severe acute pancreatitis

Obstruction 
•Pancreatic divisum 
•Ampullary stenosis 
•Main duct pancreatic stones 
•Widespread pancreatic calcifications
•Main pancreatic duct strictures 
•Localised mass causing duct obstruction (e.g. tumour)


