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1. Abstract 

Intraductal Papillary Mucinous Neoplasm (IPMN) is an intraductal mucin-producing neoplasm , 

with an increasing incidence. IPMNs may have clear malignant potential and exhibit a broad  histo- 

logical spectrum ranging from adenoma to invasive carcinoma. In contrast to the ductal adenocar- 

cinoma, IPMNs have in general a better clinical prognosis. The clinical presentation of IPMN and 

Chronic Pancreatitis (CP) are often indistinguishable. Misdiagnosis of IPMN in patients with CP 

can lead to serious delays in the appropriate management. In patients with history of alcoholic CP, 

the possible presence of IPMN could not to be excluded. Due the high frequency of malignancy 

in IPMN, surgical approach should be considered. Assessment for potential IPMN is mandatory in 

patients with CP. All patients with CP must have a clinical assessment at least every 6 months, with 

abdominal US at least every year. In sympthomatic patients with IPMN and severe abdominal pain, 

early pancreaticoduodenectomy must be strongly considered. 

2. Core Tip 

Clinical presentation of Intraductal Papillary Mucinous Neoplasm (IPMN) and Chronic Pancreati- 

tis (CP) are often indistinguishable. Abdominal pain, jaundice, weight loss, nausea and vomiting are 

often seen in both conditions. Furthermore, CP can lead to formation of pseudocysts that can have 

US and radiological features similar to IPMN with considerable difficulty in differential diagnosis. 

Current guidelines recommend a waiting strategy for most types of pancreatic cysts. To avoid de- 

lays in the appropriate management of a potential malignant disease, we suggest an early surgical 

approach in sympthomatic patients with pancreatic cyst and severe abdominal pain. 

Intraductal papillary mucinous neoplasm (IPMN) is an entity, first recognized in 1982 that is now 

in increasing attention. According to the WHO classification, IPMN is defined as an intraductal 

mucin-producing neoplasm of the main pancreatic duct and/or side branches, with variable degrees 

of papillary formation, mucin production, and cystic dilation [1]. 

IPMNs represent 20-50% of all pancreatic cystic neoplasms [2], but only about 1% of all pan- 

creatic cancers [3]. Since IPMNs can be small and asymptomatic, the true incidence of this type  

of neoplasm is unknown, but the frequency with which IPMNs are being diagnosed worldwide is 

increasing [2, 4]. In fact, Klibansky et al. performed a retrospective cohort study from 1985 to 2005 

demonstrating an increased incidence of IPMNs due to an increase in diagnostic scanning rather 

than greater number of patients with clinically relevant disease [4]. 

IPMNs may have clear malignant potential and exhibit a broad histological spectrum ranging from 

adenoma to invasive carcinoma [5, 6]. The disease progression is not clearly understood but has been 

hypothesized to follow the more well defined pancreatic ductal adenocarcinoma; IPMN adenoma 

to borderline IPMN with dysplasia to IPMN with carcinoma in situ and finally to invasive IPMN 

[7-9]. This “hyperplasia-dysplasia-carcinoma sequence” in the evolution of IPMNs is very similar 

to the “adenoma-carcinoma sequence” of colorectal tumours [10]. The time of progression from 

adenoma to invasive carcinoma appears to be slow but up to 30% of non invasive IPMN may even- 

tually become invasive and metastasize [7, 11]. In contrast to the ductal adenocarcinoma, IPMNs 
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have in general a better clinical prognosis with a 5-year survival of 

77% for non invasive IPMN and 43% for invasive IPMN with no 

difference between the different forms of non invasive IPMN [7]. 

The clinical presentation of IPMN and Chronic Pancreatitis (CP) 

are often indistinguishable. Abdominal pain, jaundice, weight loss, 

nausea and vomiting are often seen in both conditions [12, 13]. Fur- 

thermore, CP can lead to formation of pseudocysts that can have US 

and radiological features similar to IPMN with considerable difficulty 

in differential diagnosis. 

The misdiagnosis of IPMN in patients with CP can lead to serious 

delays in the appropriate management. The following case discussion 

highlights the interrelationship between IPMN and CP and illustrates 

the challenges in establishing an early diagnosis of IPMN. 

A 68-years-old white man initially presented in 2011 with CP. The 

principal symptoms were epigastric pain, nausea and weight loss. He 

was an hard smoker, high alcohol consumer, with history of lambda 

light chain monoclonal gammopathy, artificial heart valve implanta- 

tion for previous stroke, hepatic steatosis, biliary sludge, previous 

streptococcal meningoencephalitis. No history of diabetes. In 2015, 

during US follow-up, evidence of a cystic multilocular lesion of the 

pancreas. TC (Figure 1) and Magnetic Resonance cholangiopan- 

creatography imaging (Figure 2) showed a cystic multilocular lesion 

of about 4 centimeters diameter, in communication with the main 

pancreatic duct, that appeared dilated in the entire course, with dil- 

atation of extrahepatic biliary ducts, overextended cholecyst, and 

biliary sludge and enlarged peripancreatic lymph nodes. Endoscopic 

ultrasound confirmed the presence of a multilocular lesion, of about 

4 cm diameters, in communication with the main pancreatic duct, 

compatible with intraductal papillary mucinous tumor. From 2011 

to 2015, tumor markers were persistently normal; amylase and lipase 

were normal or slightly increased. Due to the persistence of severe 

epigastric pain, reductions of nutrient intake and worsening weight 

loss despite the use of oral nutritional supplements, the patient was 

referred to surgery unit and underwent a pancreaticoduodenectomy. 

Histology revealed a multilocular IPMN, located near major duode- 

nal papilla (papilla of Vater), with high grade dysplasia (in situ carci- 

noma) and finite microinvasive characteristics. Immunohistochemis- 

try pattern was: CK8/18 (+++), CK19 (++), CK7 (++-), Ki67 (5%). 

Histology of remaining pancreatic parenchyma showed a sub acute 

pancreatitis or CP with areas of lithic necrosis. After a follow-up of 

40 months, the patient is actually free of symptoms, with no signs of 

recurrence and no diabetes. 

The incidence of IPMN is dramatically increasing worldwide. IPMNs 

are potentially malignant neoplasms, graded to low-grade dysplasia 

(adenoma), moderate dysplasia (borderline), high-grade dysplasia 

(carcinoma in situ) and invasive carcinoma [2]. IPMNs can be ana- 

tomically classified as main duct (MD)-type, branch duct (BD)-type 

or mixed-type [14, 15]. Most clinical series reported MD-type is char- 

acterized by much higher malignancy rates and worse prognosis than 

 
BD-types [2, 16]. The mean frequency of malignancy in MD-IPMN 

is 61, 6%, the mean frequency of invasive IPMN is 43, 1% and the 

5-year survival rates is 31-54% [17-19]. 
 

 

Figure 1: Abdominal computed tomography showed non-homogeneous cystic mass 
in the head of pancreas. 

 

                             
 

Figure 2: Magnetic Resonance cholangiopancreatography imaging showing the multi- 
locular cyst, the common bile duct (A) and the main pancreatic duct (B) 

 

Recognizing the different epidemiological factors to distinguish CP 

and IPMN is notably important. Age (63±11 years), female gender, 

low to moderate alcohol consumption and low to moderate smoking 

history appear to be the most significant factors for IPMN. Patients 

with CP are commonly males, 20 years younger, with high alcohol 

consumption and high smoking history [20]. 

Our patient had a history of very high alcohol abuse, leading to char- 

acterize the pathology as alcoholic CP, a history of severe abdominal 

pain unresponsive to specific therapy and the EUS evidence of a cys- 

tic lesion of about 4 centimeters diameter. Although in our patient 

risk factors can lean for an alcoholic CP, the possible presence of 

IPMN could not to be excluded. In fact, Petrou et al. discussed two 

cases of CP in patients without risk factors, who later were diagnosed 

with IPMNs [21]. 

For patients with cystic lesion >3 cm, without high-risk stigmata of 

malignancy (obstructive jaundice, enhancing solid component within 

cyst or main pancreatic duct ≥ 10 mm in size), guidelines suggest 

close surveillance (alternating MRI with EUS every 3-6 months) and 

to consider surgery in young, fit patients. In fact, due the high fre- 

quency of malignancy in IPMN, surgical approach should be con- 

sidered. Guidelines do not suggest different management of IPMN 
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in patients with underlying CP or clinical history of alcohol abuse. 

However, Traverso and al. demonstrated a greater risk of malignancy 

in IPMN when there is a clinical history of alcohol abuse [22]. 

For all the above, rather than to submit our patient to close surveil- 

lance, we decided that surgical resection was the optimal strategy for 

him. Histology showed IPMN with high grade dysplasia, confirming 

the adequacy of a decisive surgical intervention. 

Our experience suggests that assessment for potential IPMN is man- 

datory in patients with alcoholic CP. In case of cystic lesion occur- 

rence suspected for IPMN, in young patients with alcoholic CP, early 

pancreaticoduodenectomy must be strongly considered. 
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