
The Pathologic and Genetic Characteristics of
the Intestinal Subtype of Intraductal Papillary

Neoplasms of the Bile Duct



• 肝内胆管系统（肝胆管系统）
– 包括毛细胆管、小叶间胆管、段间胆管、叶间胆管、肝内左右肝管
– 左、右肝管为第一级分支
– 左内叶、左外叶、右前叶、右后叶胆管为第二级分支
– 各肝段胆管为第三级分支



•肝外胆管系统包括：肝外左、右肝管，肝总管，胆
囊管，胆囊，胆总管。
•胆总管分4段：十二指肠上段、十二指肠后段、胰内
段、十二指肠壁内段。
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v The present study aimed to identify the pathologic and genetic
characteristics of intestinal subtype of intraductal papillary
neoplasm of the bile duct (iIPNB)

v Showing columnar cells with pseudostratified, cigar-shaped
nuclei, and basophilic or amphophilic cytoplasm with the
diffuse immunohistochemical expression of CK20 and/or
CDX2.





MATERIALS AND METHODS
v IPNB and IPMN were pathologically defined
according to the 2010 WHO Classification of
Tumors of the Digestive System.

vWe collected a total of 69 cases of IPNB
Shizuoka Cancer Center
Shizuoka (2002-2014) (n=63),
Fukui Saiseikai Hospital, Fukui (2004-2017) (n=3)
Shizuoka Medical Center, Shizuoka (n=3).



v IPNBs were classified into intrahepatic and extrahepatic
IPNBs, according to their anatomic locastion.

v Intraductal neoplasms of the common channel and
duodenal parts of the ampulla of Vater were excluded.

v Papillary tumors of the gallbladder and cystic ducts
were not included.



v A total of 111 cases of IPMN
Fukui Saiseikai Hospital, Fukui (2004-2017)
Juntendo University School of Medicine (2000-2014),
Tokyo.

v 22 intestinal subtype (mean age, 68y, range,
53 to 78y; male, n=13; female, n=9);



RESULTS
The Main Clinicopathologic Features of
iIPNBs





v intrahepatic IPNBs showed rather regular villous and
papillary patterns in variable proportions.



v In contrast, in extrahepatic IPNBs, papillary patterns that
included irregular or deformed papillae.



v More complicated lesions such as foci of compact or solid,
crowded tubular or cribriform areas, and microcystic changes
were admixed with the papillary lesions .





v Based on the degree of cellular and nuclear
atypia in accordance with the WHO 2010.

v The intraductal portions of IPNB were
classified as intraepithelial neoplasia of low,
intermediate,and high-grade dysplasia (in situ
carcinoma).

v In this study, low and intermediate grades
were grouped together as “low/int grade.”





v Invasion was found at the base and/or fibrovascular stalk near the base: 2 of 6
cases of intrahepatic iIPNB and 16 of 28 cases of extrahepatic iIPNB

v In these iIPNB cases, stromal invasion was found in high-grade areas.



v Excessive mucin hypersecretion in the affected duct
lumen was frequenty found in intrahepatic iIPNBs (all
cases).



v Intracellular mucin droplets were frequently
observed in extrahepatic IPNBs and in almost
all cases of intrahepatic IPNBs.



v Immunohistochemical Analyses of Intrahepatic and
Extrahepatic iIPNBs and iIPMNs



Gene Mutations
vMutations of somatic genes (TP53, APC,
SMAD4, PIK3CA, GNAS, KRAS, CTNNB1,
STK11, FBXW7, BRAF, NRAS, PDGFRA,
FGFR2, and FOXL2) were detected in 18
of the 21 iIPNB cases.







DISCUSSION
v In conclusion, iIPNBs accounted for almost half of IPNBs and
showed different histologic characteristics and biological
aggressiveness, as well as genetic alterations according to
their anatomic location along the biliary tree.

v Intrahepatic IPNBs presented as villous papillary neoplasms,
while extrahepatic IPNBs were papillary-predominant
neoplasms admixed with villous or tubular components.

v Extrahepatic IPNBs showed predominantly high-grade
dysplasia, more complicated histology, and aggressive
features in comparison to intrahepatic IPNBs.

v Intrahepatic iIPNBs frequently expressed MUC5AC and
showed GNAS and KRAS mutations—as seen in iIPMNs—while
extrahepatic iIPNBs frequently expressed CD10 and frequent
showed TP53 and PICK3CA mutations.
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