
heterotopia, defined as the presence of  pancreatic tissue 
lacking anatomical and vascular continuity with the main 
body of  the gland[1]. About 75% of  all pancreatic rests  
are located in the stomach, duodenum and jejunum,  the 
appendix, diverticulum of  Meckel and the ampulla of  
Vater[2] tract, ectopic pancreas has been found in the 
umbilicus,  fallopian tube, mediastinum[2], spleen[3] and 
omentum[4]. Here, we describe a case of  gallbladder 
pancreatic heterotopia associated with a hypertrophic duct 
simulating a small intrapancreatic adenomyoma. 

CASE REPORT
A 28-year-old man presented with anorexia, nausea and 
pain in the right upper abdomen. On physical examination, 
the abdomen was tender to palpation and Murphy sign 
was positive. The patient underwent surgery, and a chole-
cystectomy was performed. The gallbladder was 10.5 cm 
in length and 3.5 cm in width, with a mural thickness of  0.3 
cm. No stones were present. An intramural, firm, yellow 
nodule measuring 0.6 × 0.5 cm was seen in the gallblad-
der body: it was well circumscribed and showed a central 
umbilication on the mucosal surface. Light microscopy 
revealed diffuse proliferation of  the surface epithelium, 
resulting in numerous  invaginations into a thickened wall 
and numerous Aschoff-Rokitansky (AR) sinuses. The mus-
cular layers appeared hypertrophied and possibly hyper-
plastic, with frequent foci of  adenomyomatosis. No inflam-
matory infiltrate was seen. The epithelial component had 
typical features of  pancreatic tissue. Acini were composed 
of  polygonal cells with basal nuclei and apical granular 
cytoplasm surrounding a minute lumen. Endocrine islands 
were occasionally detected. The ductal system consisted of  
intercalated, intralobular and interlobular ducts: the major 
duct, surrounded by bundles of  smooth muscle, appeared 
to drain into the gallbladder lumen. Ductal epithelium was 
surrounded by a smooth muscle component and displayed 
a typical pancreatic duct-like immunophenotype, charac-
terized by immunoreactivity for cytokeratins 7, 8, 18, 19 
and CA19-9. No reactivity against  CEA and cytokeratin 
20 was found. Acinar cells arranged in a single layer with 
typical exocrine differentiation were focally positive for α1-
antitrypsin, chimotrypsin and cytokeratins 8 and 18. They 
were negative for CEA, CA19-9 and cytokeratins 7, 19 and 
20. The patient, after cholecystectomy, had an uneventful 
recovery and normal development at follow-up. 

DISCUSSION
This case, in our opinion, is very interesting since it 
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Abstract
The gallbladder is an unusual location of pancreatic  
heterotopia, defined as the presence of pancreatic tis-
sue lacking anatomical and vascular continuity with the 
main body of the gland. A 28-year-old man presented 
with anorexia, nausea and pain in the right upper abdo-
men. On physical examination, the abdomen was tender 
to palpation and Murphy sign was positive. The patient 
underwent a cholecystecomy. This case, in our opinion, 
is very interesting since it permits to consider a con-
troversial issue in the pathology of the gallbladder. The 
histological appearance of ductal structure in pancreatic 
heterotopia resembles the histological picture of both 
Aschoff-Rokitansky (AR) sinuses and adenomyomas. This 
finding suggests that these lesions are linked by a com-
mon histogenetic origin. We suggest that the finding of 
an adenomyoma in the gallbladder should prompt an 
extensive sampling of the organ in order to verify the co-
existence of pancreatic rests.
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INTRODUCTION
The gallbladder is an unusual location of  pancreatic 
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permits to consider a controversial issue in the pathology 
of  the gallbladder. The histological appearance of  
ductal structures in pancreatic heterotopia resembles the  
histological picture of  both AR sinuses and adenomyomas. 
This finding suggests that these lesions are linked by a 
common histogenetic origin. 

In fact, AR sinuses are structures consisting of  down 
growth of  the gallbladder mucosa into the wall[5]. They are 
thought to be the consequence of  increased intraluminal 
pressure, analogous to colonic diverticula[5]. Sometimes, 
mucosal proliferation is so exuberant as to result in 
formation of  branching sinuses and cystic structures. 
In many cases, the muscular layer is hypertrophic and 
hyperplastic, thus resembling focal adenomyomatosis[5]. 
The latter feature is seen in our case (Figure 1), where 
the major duct, surrounded by a thickened muscular 
layer, shows morphological features  overlapping those 
of  adenomyomas. Analogously, it is not precisely defined 
when florid AR sinuses become adenomyomatosis[5].

L ikewise, adenomyomas cons is t of  g landular 
formations lined with cuboidal-to-columnar epithelium 
and surrounded by bundles of  smooth muscle[6,7], similar 
to the prominent duct seen in our case.

Also heterotopic pancreas, when it includes only ducts, 
without acinar cells (canalicular or abortive form), shows 
the same morphological appearance[5].

On the basis of  such morphological observations, 
we believe that AR sinuses, adenomyomas (when focal), 
adenomyomatosis (when diffuse), and abortive forms 
of  pancreatic heterotopia can be considered variable 
manifestations of  the same pathological process and be 
grouped into the same nosological category.

Consistent with this hypothesis, several authors have 
suggested that adenomyomas associated with pancreatic 
heterotopia found in other organs (stomach and duode-
num) should be considered as an abortive variant of  pan-
creatic heterotopia missing an acinar component[7,8]. This 
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hypothesis emphazises the concept of  a common patho-
genetic origin of  these lesions[7,8].

In contrast, Ryan et al believed that the adenomyomas 
of  the gallbladder, in spite of  histology, arise from diver-
ticular disease of  the gallbladder and are  not pathogeneti-
cally related to heterotopic pancreas[9].

To our knowledge, only 30 cases of  ectopic pancreas 
in the gallbladder have been reported; if  the association 
between adenomyosis and pancreatic rests is true, as we 
propose, this finding should be more frequently observed. 
Therefore, we suggest that the finding of  an adenomyoma 
in the gallbladder should prompt an extensive sampling 
of  the organ in order to verify the coexistence of  pancre-
atic rests. Unfortunately, it is not possible to provide im-
munohistochemical support to our hypothesis, since the 
gallbladder and the pancreas have the same embryologic 
origin, and thus there are no specific markers allowing 
unequivocal differentiation between pancreatic tissue and 
gallbladder epithelium. Recently, Ko et al[10] reported that 
proliferating duct cells of  the pancreas express vimentin. 
Accordingly, we used immunohistochemistry to detect the 
expression of  vimentin in order to verify their observa-
tions, but in our hands duct cells of  both normal pancreas 
and pancreatic adenocarcinoma were negative for this 
marker. Further studies are thus required, apart from mor-
phology, to support an unequivocal link between adeno-
myomas and pancreatic heterotopia in the gallbladder.
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Figure 1 Complete pancreatic ectopia of gallbladder: red arrow indicates acinar  
components, green arrow indicates ductal structures surrounded by smooth 
muscle bundles (HE, original magnification, x100).
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