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CASE REPORTSCASE REPORTS

Hemobilia due to intracholecystic papillary neoplasm
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ABSTRACT

We report the case of a 39-year-old patient who presented 
an episode of upper gastrointestinal bleeding due to hemobilia. 
The imaging tests showed the gallbladder occupied by solid tissue, 
with a diagnosis of intracholecystic papillary neoplasm after the 
cholecystectomy. The intracholecystic papillary neoplasm of 
the gallbladder is a newly established entity and it is considered 
a subtype of intraductal papillary neoplasm of the bile duct. Its 
presentation in the form of hemobilia has barely been described 
in the literature.
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INTRODUCTION

Hemobilia is defined as a bleeding into the biliary tree 
and constitutes a rare or infrequent cause of upper gastro-
intestinal bleeding (UGIB) (1). The most common causes 
are related to recent history of instrumentation or traumat-
ic damage to the liver and/or biliary parenchyma. Other 
causes of hemobilia include biliary lithiasis, cholecystitis, 
vascular abnormalities like aneurysms of the hepatic artery, 
hepatic abscesses or neoplastic disease. A classic triad of 
presentation of this disease has been described, which 
includes biliary colic, obstructive jaundice and UGIB or 
obscure gastrointestinal bleeding (OGIB), even though it 
only occurs in 22% of the cases (2). Obstructive jaundice 
would occur in the case of a clot forming that obstructs the 
bile duct. Its diagnosis requires a high level of suspicion, 
since bleeding may be intermittent, with its identification 
by endoscopy sometimes being difficult.

The data published in the literature about the patholog-
ical clinical characteristics of intraepithelial neoplasms of 
the gallbladder are limited, primarily because of the great 
variability in their definition and used terminology until 
recently (3). Intracholecystic papillary neoplasm (ICPN) 
is considered to be analogous to the intraductal papillary 

neoplasm of biliary tract (BilIN) and to the intraductal 
papillary mucinous neoplasms (IPMN), with both enti-
ties having an intraluminal growth associated to mucin 
hypersecretion as well as the four histological subtypes: 
pancreatobiliary, intestinal, gastric and oncocytic.

CASE REPORT

We present the case of a 39-year-old male patient, 
with no toxic habits, and a personal history of high blood 
pressure treated with losartan and amlodipine, and an 
admission to the ICU in 2014 after a traffic accident with 
multiple bone fractures and traumatic brain injury with 
secondary seizures, in current prophylactic treatment 
with levetiracetam.

He attended the emergency department with a clinical 
picture of asthenia, skin pallor and melena of 7 days of 
evolution, associated with epigastric pain in recent days. 
As recent history, he had been treated with ibuprofen and 
amoxicillin/clavulanic acid for a dental problem in the 
week prior to the onset of the clinical symptoms. Upon 
arrival to the emergency room, the patient presented tachy-
cardia of 133 bpm, with normal blood pressure and low-
grade fever. In the physical examination a muco-cutane-
ous paleness was noteworthy, but the rest of the physical 
examination was without interest, except for the digital 
rectal examination which turned out positive for melena. 
The laboratory studies showed a hemoglobin level of 3.5 
mg/dl and an altered liver function test (AST 150 U/L 
and ALT 318 U/L), but the rest of laboratory values were 
normal. Six red cell concentrates were transfused and an 
upper endoscopy was performed, demonstrating an oozing 
bleeding in the duodenum which seemed to come from the 
ampulla of Vater.

The examination with the side-viewing duodenoscope 
showed an active bleeding into the major papilla, which 
had a normal endoscopic appearance (Fig. 1). Subsequent-
ly an angio CT was performed, detecting at that time no 
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signs of active bleeding and observing slight dilation of 
the intra and extrahepatic bile duct, with slightly thickened 
gallbladder walls. The endoscopic ultrasound revealed 
gallbladder occupation by a hyperechoic lesion of irregular 
appearance, with no posterior acoustic shadowing, ruling 
out the presence of choledocholithiasis. A new imaging 
study was requested (ultrasound and CT) to study these 
findings, and it showed the gallbladder occupied by solid 
tissue, with enhancement compatible with tumoral pathol-
ogy and no signs of local or remote invasion.

With these findings, the patient underwent a laparoscop-
ic cholecystectomy. The macroscopic examination of the 
surgical specimen (Fig. 2) showed a gallbladder of 5 x 
2.5 cm with a 3 cm villous polypoid lesion completely 
occupying its lumen, having the implantation basis in the 
gallbladder fundus. The microscopic examination (Fig. 
3) showed a biliary type of ICPN of 3 cm, with foveolar 
and intestinal focal gastric differentiation, with low grade 
of focal dysplasia and without invasive component. The 
adjacent biliary mucosa presented a focal pyloric metapla-
sia and chronic cholecystitis changes. Resection margins 
were free. The immunohistochemical study was positive 
for CK7, MUC1 and MUC 5AC; and isolated focal posi-
tive for CDX2, MUC 2 MUC 6. At the 6-months follow-up 
after surgery, the patient remains asymptomatic, with no 
new episodes of gastrointestinal bleeding.

DISCUSSION

NPIC is a newly established entity, first described in 
2010 in the World Health Organization (WHO) (3) clas-
sification. It was previously known as adenoma/papillary 

carcinoma. This is a rare tumor that forms a papillary or 
intramucosal polypoid mass often associated with differ-
ent amounts of mucin. Subsequently in 2012, Adsay et 
al. described it as an intramucosal exophytic mass in the 
gallbladder, larger than 1 cm, composed of dysplastic cells 
forming a lesion with different surrounding mucosa. It is 
considered as a precursor lesion in the development of 
invasive gallbladder carcinoma, like BilIN (3). This neo-
plasia is considered to be analogous to IPMN.

This entity occurs most often in women, with an average 
age of 60 years. It is often asymptomatic, but compared to 
BilIN, it is more frequently associated with early symp-
toms of intermittent pain, jaundice or cholangitis (4).

Otherwise, hemobilia is a low incidence disease by 
itself, with ICPN being one of their less common causes. 
After a bibliographic search in PubMed with the keywords 
“papillary adenocarcinoma and hemobilia” or “adenoma 
and hemobilia”, we found very few reported cases. One of 

Fig. 1. Side-viewing duodenoscope: active bleeding into the major 
papilla.

 

Fig. 2. Surgical specimen: villous polypoid lesion completely occupying 
the gallbladder lumen.

	

Fig. 3. HE x 20. Papillary intraluminal growth.
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them reported the case of a 25-year-old woman with hemo-
bilia secondary to papillary adenoma of the gallbladder 
without dysplasia who developed acute cholecystitis, and 
the other one described the case of a 60-year-old man with 
upper gastrointestinal bleeding due to papillary adenocar-
cinoma of the gallbladder with extension to the muscularis 
propria (6). 

ICPN is found in 0.3-0.5% of removed gallbladders due 
to cholelithiasis or cholecystitis and is usually an incidental 
finding (7). Occasionally, it appears in association with 
Peutz-Jeghers syndrome (8) or Gardner syndrome (9). 

Four types of histologic subtypes have been described, 
analogous to IPMN: pancreatobiliary (the most frequent), 
intestinal, gastric and oncocytic (with a worse prognosis). 
ICPNs usually show a mixture of papillary and tubular 
areas, but if the predominant growth pattern is considered, 
almost 50% of the ICPNs exhibit a papillary pattern. This 
usually has a biliary phenotype, while the gastric pheno-
type is mostly associated with tubular cases. High grade 
dysplasia is more common in papillary and mixed tubu-
lopapillary cases. The pancreatobiliary subtype typically 
shows CK7 and MUC1 expression, while the gastric sub-
type usually expresses MUC5AC y MUC6, the intestinal 
expresses MUC2, CDX2 and CK20, and the oncocytic 
MUC1. Immunohistochemical staining MUC1 has been 
described as a marker of poor prognosis in ICPN (3). 

Approximately 6% of gallbladder adenocarcinomas arise 
in association with ICPN. The rate of invasive carcinoma is 
about 60%. Patients with noninvasive ICPN have a five-year 
survival rate of almost 80%, which drops to 60% in the case 
of associated invasive carcinomas. It has been reported in 
some studies that invasive carcinoma associated with ICPN 
has a better prognosis than that associated with BilIN (7).

Surgical resection is the final treatment, requiring fol-
low-up for early detection of associated lesions. Although 
there are no guidelines protocoling the follow-up (5), it is 
recommended that patients with ICPN are followed up in 
the same way as those with the classic type of gallbladder 
adenocarcinoma, as there is at least one case of develop-
ment of liver metastases 16 months after the diagnosis in a 
patient with ICPN with no vascular or lymphatic invasion 
on surgical resection described in the literature (10).

Finally, we would like to highlight the importance of 
remembering that OGID after upper endoscopy with the 
presence of blood in duodenum could come from the 
papilla of Vater. In these cases a side-viewing duodenos-
cope examination may reach a diagnosis and with this we 
could avoid other procedures in the diagnostic algorithm 
of OGID such as wireless videocapsule endoscopy explo-
ration.

In summary, we present a case of hemobilia due to 
ICPN in a young patient, causing gastrointestinal bleeding 
with a very infrequent etiology. As is normal, in our case 
it was confirmed with the pathological examination of the 
surgical specimen after cholecystectomy, which ruled out 
the presence of invasive carcinoma and high grade dys-
plasia, and presented a favorable prognosis despite being 
MUC1-positive.
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