Acinar Cell and Related Neoplasm:
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cellular, stroma poor
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ACINAR CELL NEOPLASMS

A Pure:
I Acinar cell carcinoma
AClassic, solid
Alntraductal papillary/ papillocystic



ACINAR CELL CARCINOMA

A Rare (1 to 2%)
A Mean age = 58
AMF=25
A Presentation is nonspecific!
A Lipase hypersecretionsyndrome
I *Subqfat necrosis, polyarthralgia ++ eosinophilia
A Serum AFP levels may be high
A Mean size = 7.8 cm

Klimstra etal. Am J Surg Pathol. 1992, 16(9).815-37
La Rosa etal. AmJ Surg Pathol. 2012; 36(12):1782-95



ACINAR CELL CARCINOMA




Solid, cellular, sheetlike pattern; stroma-poor
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True acmar pattern only |n some cases

K"kﬁ” gg’;i g,&‘a“xﬁ







Glandular pattern




Polarization with trabecule formation




Acidophilic granules







Acidophilic granules
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Often mitotically active
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Immunohistochemical Phenotype

AAcinar markers (+)
-Trypsin, chymotrypsin, 2CL10
AEndocrine markers very commonly (+)

-Chromo, synaptophysin
AAFP



Immunohistochemical Phenotype

AAcinar markers (+)
-Trypsin, chymotrypsin, BCL10

La Rosa et al. Virchows Arch 2009;454(2):133-42
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Molecular Aspects

A Majority of the molecular markers of
ductal differentiation (KRAS, pl16, and
DPC4) are lacking

A TP53mutations in ~ 10%

A Allelic loss on chromosome 11p and
alterations in the APC/beta-catenin
pathway in ~ 25%



RESEARCH BRIEF

Comprehensive Genomic Profiling of
Pancreatic Acinar Cell Carcinomasildentifies
Recurrent RAF Fusions and Frequent
Inactivation of DNA Repair Genes &

Juliann Chmielecki?, Katherine E. Hutchinson?, Garrett M. Frampton?, Zachary R. Chalmers?,
Adrienne Johnson!, Chanjuan Shi?, Julia Elvin?, Siraj M. Alil, Jeffrey S. Ross!, Olca Basturk?,
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ARecurrent rearrangements involvingBRAF and
RAF1 (CRAF)genes in ~ 25% of tumors

Anactivation of DNA repair genes in ~ 45% of tumors




Recurrent rearrangements involving
BRAF and RAF1 (CRAF)genes

!

Sensitive to MEK nhibitor trametinib

Inactivation of DNA repair genes

!

Associatedwith sensitivity to platinum-based
therapies and PARP inhibitors



BRAF FISH Probe Design & Signal Interpretation
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FISH Assay Validation

39 acinar cell carcinomas analyzed in a

blinded fashion

by
ANGS

AFISH analysis

Wang et al. Modern Pathology 2018,31(1):132-140




FISH Assay Validation

39 acinar cell carcinomas analyzed in a
blinded fashion

All BRAFpéasusi vad

identified by NGS study were

positive by FISH analysis.

Wang et al. Modern Pathology 2018,31(1):132 -140




ABRAF FISH analysis using breakapart probe is
a practical test to identify ACC patients bearing
BRAF fusions and can be implemented In
diagnostic settings

AFISH testing isadvantageousdn terms of i
Vvery limited consumption of tumor tissue material
Vfast turnaround time



ACINAR CELL NEOPLASMS

A Pure:
I Acinar cell carcinoma
AClassic, solid
Alntraductal papillary/ papillocystic
A Mixed (>25%):
I Mixed acinar-neuroendocrine
I Mixed acinar-ductal
I Mixed acinar-neuroendocrineductal




Intraductal ACC

Basturk et al. Am J Surg Pathol . 2007: 31(3).:363-70.



