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Abstract
A 77-year-old woman complained of epigastralgia, and 
a tumor (5 cm in diameter) of the gallbladder neck was 
detected by image analysis. Following cholecystectomy, 
the tumor was pathologically diagnosed as intraductal 
papillary neoplasm (IPN), gastric type, with associated 
invasive carcinoma. About 10 mo later, intraluminal 
multiple masses (3 foci, up to 1.8 cm) were noted in 
the extrahepatic bile duct, and the resected specimen 
showed that all tumors had similar gross and micro-
scopic features as seen in gallbladder IPN without inva-
sion, and they were synchronous multiple lesions. This 
case showed a papillary tumor of the gallbladder of 
gastric phenotype, and confirmed that the gallbladder 
is a target of IPN in addition to the bile ducts.
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Core tip: Recently, the papillary or tumoral neoplastic 

lesions within the lumen of the biliary tree including the 
gallbladder, papilla of Vater, and pancreatic duct have 
been proposed collectively as a preinvasive neoplastic 
lesion. The patient reported here was an interesting 
case of intraluminal papillary neoplasm involving the 
gallbladder and metachronously the extrahepatic bile 
duct. This letter to the editor encourages clinicians to 
detect more of such neoplastic lesions.
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TO THE EDITOR
The World Health Organization (WHO) Classification 
of  Tumours of  the Digestive System (2010) recognizes 
intraductal papillary neoplasms of  the bile duct (IPNBs) 
as a precancerous entity of  cholangiocarcinoma[1,2]. Before 
the recognition by WHO, this entity was called by various 
and many different names, such as biliary papilloma and 
papillomatosis, and papillary adenocarcinoma[2-4]. IPNBs 
are occasionally multicentric along the intrahepatic and 
extrahepatic bile duct, synchronously and metachronously.

Interestingly, IPNB shares many features with intra-
ductal papillary mucinous neoplasms of  the pancreas 
(IPMN-Ps). For example, four phenotypes of  epithelium 
are recognized in IPNB as well as IPMN-P[1,5,6]: pancrea-
tobiliary, intestinal, oncocytic, and gastric types. Intracys-
tic papillary neoplasm (IPN) of  the gallbladder was newly 
described in addition to papillary adenomas in the 2010 
WHO classification. 

We have recently experienced a case of  IPN of  the 
gallbladder followed by metachronous IPNBs of  the 
extrahepatic bile duct. A 77-year old woman complained 
of  epigastralgia, and a tumor of  the gallbladder neck was 
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detected by computed tomography (CT) and magnetic 
resonance imaging (MRI). By cholecystectomy, a papil-
lary, cauliflower-like tumor (5 cm × 4.8 cm) growing 
intraluminally was found at the gallbladder neck, and 
the remaining gallbladder was distended. Most of  the 
tumor showed a well-differentiated papillary neoplasm 
composed of  columnar epithelium with supranuclear 
mucin, resembling gastric mucosa, particularly gastric fo-
veola, covering fine vasculo-fibrous cores (Figure 1), and 
showed moderate- to high-grade intraepithelial neoplasia. 
There was focal invasion of  moderately differentiated tu-
bular adenocarcinoma in the gallbladder wall. There was 
no metastasis, and the gallbladder mucosa, except for the 
tumor, did not show dysplastic or metaplastic changes. 
The tumor was diagnosed as IPN of  the gallbladder with 
associated invasive carcinoma.

About 10 mo later, intraluminal multiple masses of  
the extrahepatic bile duct and secondary dilatation of  the 
intra/extrahepatic bile ducts were demonstrated by CT, 
MRI and endoscopic retrograde cholangiography (Figure 
2). The affected extrahepatic bile duct was surgically re-
sected. The resected bile duct was dilated and filled with 
three separate brown papillary masses (1.8 cm × 1.4 cm, 
1.5 cm × 1.5 cm, and 1.2 cm × 1.1 cm). There was no 
mucin within the resected bile ducts. These extrahepatic 
tumors commonly showed similar gross and microscopic 
features as seen in gallbladder IPN, but no invasion. 
There were no significant pathological changes in the 
background of  the extrahepatic bile ducts. There was no 
continuity between the three lesions and they were re-
garded as synchronous multiple lesions. 

Immunohistochemically, MUC5AC and MUC6 were 
diffusely positive, whereas MUC2-positive cells were scat-
tered in these IPNs, and MUC1 was not observed in any 
of  the four IPNs of  the gallbladder and bile ducts. These 
IPNs were regarded as gastric type. 

Similar to IPNB, IPN of  the gallbladder may present 
with a pancreatobiliary or intestinal phenotype[2,3]. Distin-

guishing IPN from papillary adenomas of  the gallbladder 
may be controversial. The vast majority of  IPNs of  the 
gallbladder have a biliary phenotype, whereas papillary 
adenomas exhibit an intestinal or gastric phenotype. This 
case showed a papillary tumor of  the gallbladder of  gas-
tric phenotype, and confirmed that the gallbladder is a 
target of  IPN in addition to the bile ducts.
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Figure 1  Cauliflower tumor of the gallbladder shows papillary neoplasm 
composed of columnar epithelium with fine fibrovascular core, resem-
bling gastric foveola (hematoxylin and eosin, x 100). 

Figure 2  Intraluminal masses of the extrahepatic bile ducts and dilatation 
of extrahepatic bile duct shown by endoscopic retrograde cholangiogra-
phy. 
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