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Macroscopic

The specimen consists of
pancreaticoduodenectomy with
stomach 70 x 40mm, duodenum
410 x 30mm, pancreas 75 x 40mm,
common bile duct 70 x 3mm and
surrounding fat. The gastric and
duodenal mucosa is normal.
Sectioning the pancreas

and common bile duct shows a
17mm nodule within the pancreas
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Immunohistochemistry
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Differential Diagnoses

A Mixed neuroendocrin@mon-neuroendocrine neoplasnViiNEN

A Mixedacinarneuroendocrinearcinoma
A Mixed ductalneuroendocrine carcinoma

A Mixed acinar carcinoma
A Pancreatoblastoma

A PanNEWith nonneoplastic/reactiveluctules
A 2?7
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Mixed acinar carcinoma

A Acinar cell carcinomas account fe2% of adult pancreatic
neoplasms

A Most commonly, mixed acin@euroendocrine carcinoma with
Intimate mixture

A Defined by IHC expression of acinar and neuroendocrine markers

A Mixed acinaiductal carcinomas and morphologically distinct mixed
neuroendocringumours(MINEN$ also exist
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Mixed acinar carcinoma

Synaptophysin
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Mixed acinar carcinoma

78M Head of pancreas mass 2l
TransduodendfNB
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Inar carcinoma

Mixed ac

in

Synaptophys

T
L
zZ
8
©
2
3]
=
@
o
@®©
£
)
=
=
=
=
=
]
S
(S
5]
o
c
=
c
<

5/31/2024




Mixed neuroendocrin@on-
neuroendocrine neoplasnv§NEN

A Current term used in the WHO Classification of Digestive System
Tumours 5" Edition (2019)

A wSLX I OS &demdnéurder®eerin® NOAY 2YIl 6dal b
A Each componentonsistutingd30% oftumour volume
A Encompasses a range of neoplasms with mixed differentiation

A Rare: 0.2% of ductal adenocarcinomas-A8% of acinar cell
carcinomas
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Mixed neuroendocrin@on-
neuroendocrine neoplasnv§NEN

Current specific neoplasmscognisedy WHO in this category:

A Mixec
A Mixec
A Mixec

A Mixec

ductal carcinomBIEC (SCNEC or LCNEC)

ductal adenocarcinordET

acinar cell carcinomdEC (distinct components)
acinar cell carcinorthuctal carcinomaNEC (distinct

components)
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Mixed neuroendocrin@on-
neuroendocrine neoplasnv§NEN

Mixed ductaineuroendocrine Synaptophysin

carcinoma
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Table 10.02 Histological criteria for the differential diagnosis of ductal adenocarcinoma versus chronic pancreatitis {192607 44}

Ductal adenocarcinoma Chronic pancreatitis

Ductal features

Distribution Irregular, haphazard Organized, lobular

Perineural, intravascular, extrapancreatic (naked ducts in

Location Intrapancreatic

fat tissue) p
Contours Rupture Intact ducts
Contents Meutrophils, necrotic debris Calculi, secretory plugs

Cytological features

Pleomorphic Uniform, round-oval
MNucleus Mitosis Mo mitosis

Prominent nucleoli Mo or small nucleoli
MNuclear polarity Commonly lost Retained

(Table taken from WHO Classificatio wfnours Digestive Systeffumours IARC, 2019)
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1960 bySieracket al.

AS5SAaONAROGSR | a ¢ o
non-neoplastic exocrine ducts ‘"
within an islet cell tumour 2Ty By

A Term implies this is a nen
neoplastic process
A s this the case?

5/31/2024 An uncommon finding in a pancreatic NET




Ductuleinsular Pancreatic Endocrine
Tumour (DPET)

A Term proposed by Deshpande et al. (2003)

A Criteria of 1) proliferation of smathlibreductules 2) tumout
associatealuctulesin multiple foci within the tumour including
central, 3) tight intermingling aluctuleswith the dominant
endocrine component to forructuloinsular complexes

A Prior to this, mixed ductal and acirendocrine carcinomas were
well recognised with sporadic reports of this entity
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The American Journal of Surgical Pathology 27(4): 461-468, 2003

Ductulo-insular Pancreatic Endocrine Neoplasms

Clinicopathologic Analysis of a Unique Subtype of Pancreatic
Endocrine Neoplasms

Vikram Deshpande, M.D., Martin K. Selig, B.A.,
Gunnlaugur Petur Nielsen, M.D., Carlos Fernandez-del Castillo, M.D.,
and Gregory Y. Lauwers, M.D.
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DIPET

AMpKOH Gt 9c¢case FdzZf FAf{ SR 0KS ONRM
A Mean age 54 years vs 56 years control group

A All were circumscribed with average size of 1.6 cm

Alff KIFIR af26é YAU2UAO0 Oz2dzyid |y

A 11/15 (73.3%) had abundant fibrotic and sclerotic stroma (vs
8/77(11.1%) in the control group)

A 10/15 (66.7%) positive for insulin, similar staining to our case
otherwise

A 10/15 (83.3%) alive and well, 2/15 died from disease

5/31/2024



DIFPET

A Based on these findings the authors favoureddihetulesto be

neoplastic:

A Unique phenotype, netobular distribution not seen in normal pancreas,
unique diffuse fibrosis, increased association wshilinomas

A Possible explanations:
A Transdifferentiatiorof endocrine cells and differentiation of primitive stem
cells
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Ductuloinsular Tumors of the Pancreas
Endocrine Tumors With Entrapped Nonneoplastic Ductules

Susanne van Eeden, MD,* Wendy W. J. de Leng, MSc,* G. Johan A. Offerhaus, MD, PhD,*
Folkert H. Morsink, BA,* Marian A. J. Weterman, PhD,* Ronald R. de Krijger, MD, PhD, ¥
Gtinter Kloppel, MD, PhD, } and David S. Klimstra, MD§

A VanEederet al. (2004) attempted to investigate further at the
molecular level

A Based on their findings favoured this to be a-nenplastic process
AtNRLIZASR (GKS GSNXY 4Gt yONBF GAO
ductules

5/31/2024 An uncommon finding in a pancreatic NET




Pancreatic Endocrine Tumour with
Entrappeductules

Investigated 16 cases that met the criteria previously defined

Tested for gene products associated with the neoplastic transformatior
ductal adenocarcinoma by IHC:

A P53, ERBB2/HER2, SMAD4/DPC4

A All showed normal staining

KRAS codon 12 sequence anatysas tumours showed mutations

Clonalityassay based onctiromosome inactivation by methylation in
one female case
A Showedductuleswere polyclonal where endocrine component was monoclonal

A
A

o I
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Pancreatic Endocrine Tumour with
Entrappeductules

A Also refutedransdifferentiationof embryonic ducts as an
explanation

A Performed PDXA IHC on all tumours which was negative
A Regulator of early pancreatic development
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Taylor & Francis
Pathology (February 2006) 38(1), pp. 5-9 Taylor & Francis Groug

ANATOMICAL PATHOLOGY

Pancreatic endocrine tumour with ductules: further observations of
an unusual histological subtype

RUNJAN CHETTY*, STEFANO SERRA*, SYLVIA L. AsA* AND N. VOLKAN ADSAYT

* Department of Pathology, University Health Network|Toronto Medical Laboratories, University of Toronto,
Toronto, Canada, and T Department of Pathology, Wayne State University, Harper University Hospital, Detroit,
United States

A 21 cases were examined in attempt to clarify the opposing opinions

A Focussed on the distribution and morphologgduodtules
filbrosis/sclerosis, presence of entrapped acinar tissue, and
surrounding nofumouroustissue
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Other findings:
A Liver metastasis in 1 case which showed ductal and endocrine components
A 15/21 produced insulin by immunohistochemistry
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