JUNE 2021 DIAGNQOSIS LIST

21-0601: lymphangioma with papillary endothelial proliferation (spleen;
hemepath

21-0602: metastatic acinar cell carcinoma (hernia sac; Gl path)
21-0603:mantle celllymphoma, with extensiveavolvement by noncaseating
granulomas (lymph nodétemepath

21-0604: mantlecell ymphoma, CCND1/IGH translocatimgative (lymph node;
hemepath

21-0605: hybrid sclerosing epithelioid fibrosarcoma/low grade fibromyxoid
sarcoma (soft tissue; soft tissue path)

21-0606: plasmacytoid urothelial carcinoma (bladder; GU path)

21-0607: prostatic adenocarcinoma with mucinous features (prostate; GU path)
21-0608: papillary urothelial carcinoma with HSV (bladderp@td+IDpath



21-0601

Atif SaleeniDita Gratzinger Stanford

25-yearold F with 8.5cm splenic lesion detected
iIncidentally during workup for diverticulitis.
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Clinical and Gross Specimen Findings

25-year-old woman with a multilobulated splenic mass
found incidentally

Gross exam: 400 grams, 11.0 x 8.2 x 6.0 cm spleen with an
8.5x 7.0 x 5.5 cm ill-defined, red, slightly nodular mass
with a central 2.0 x 1.1 x 0.7 cm pale-tan, white stellate
scar which abuts the smooth and intact splenic capsule



Differential Features Microscopic
Diagnosis

Sclerosing A Usually incidentally detected, excellent
angiomatoid nodular prognosis

transformation A Single mass with central sclerosis
(SANT) A Angiomatoid nodules comprised of

small vessels

Littoral cell angioma A Multiple lesions in spleen, excellent
prognosis (rare cases of mets)
A Multiple spongy vascular lesions
A Irregular cystic vascular channels lined
by tall + flat cells; can have papillary
projections

Papillary A ~40% in adults, usually in superficial
intralymphatic soft tissues, overall good prognosis
angioendothelioma A Ill-defined thickening with small cystic
(Dabska tumor) spaces (in soft tissues)

A Cavernous, lymphatic-like spaces with
intravascul ar pdagaikl |

appearance)
Splenic A Mostly children, frequently involves
Lymphangioma multiple organs (lymphangiomatosis),

favorable prognosis after resection

A Solitary or multiple nodules, can have
central scarring

A Cystic structures, can have
intraluminal papillary projections




DIAGNOSIS:
SPLEEN, SPLENECTOMY
- SPLENIC LYMPHANGIOMA WITH PAPILTARY ENDOTHELIAL
PROLIFERATION (SEE COMNMIENT)



Splenic Lymphangioma
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Etiology: malformation of splenic
lymphatic channels

Clinical: children, multiple organs
involved in most cases (systemic
lymphangiomatosis), rare cases of
transformation into malignant
lymphangiosarcomas (close follow
up if atypical endothelial
morphology), favorable prognosis
after resection

Gross: solitary or multiple nodules,
can have central scarring

Micro: cystic structures, can have
intraluminal papillary projections

IHC: positive for CD31, CD34, Factor

VIll, D2-40, VEGFR3, PROX1

Figure 2. A, Diffuse splenic lymph watosts presenting with multiple nodules that involve the entire splenic parenchyma. B, Cross-sections
reveal multiple cystic spaces of various diamete

loannidis et al. Archives of Pathology and Laboratory Medicine 139.2 (2015): 278-282.

rs filled with serous flurd.



Pathology International 2003; 53: 483—-488

Case Report
Splenic lymphangioma with papillary endothelial proliferation:
A case report and review of the literature

Akiko Takayama,' Osamu Nakashima,' Keita Kobayashi? and Masamichi Kojiro'

'Department of Pathology. Kurume University School of Medicine and ?Department of Surgery, Shin Koga Hospital,
Kurume, Japan
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Summary
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Splenic lymphangiomas are commonly associated with
systemic lymphangiomatosis

Usually multiple cystic structures filled with eosinophilic
amorphous proteinaceous material with bland appearing
endothelial lining cells and papillae but in a minority of
spaces

Positive for lymphatic markers D2-40, PROX1
Treatment of choice is complete surgical resection
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21-0602

David Levin; Washington Hospital

58yearold F with chief complaint of umbilical pain
for several months, underwent herniorrhaphy.
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ACINAR CELL CARCINOMA

A DEFINITION

A cells with morphological resemblance to acipar cells and with evidence of pancreatic exocrine
enzyme productiond U NEB LIAAY w OKeYZUNELIBAAYw ./ [ Mmn

A CLINICAL FEATURES

A weight loss,

A abdominal pain,

A nausea and vomiting

A >50% have metastatic disease at presentation

A EPIDEMIOLOGY _

1 1-2% of adult pancreatic neoplasms; and

1 15% of I\Ped|at1[|c pancreatic neoplasms A

1 F SN IS | IS pyy eSIFNHEDP NI YIS H
1 ratio of Men:Womenis 2:1.



ACINAR CELL CARCINOMA

AMACROSCOPIC

Alarge (810cm)

Awell circumscribed,

Asolid or with variably sized cysts (cystadenocarcinoma)

AMICROSCOPIC

Aacinar, glandular, trabecular, and solid patterns.

Amoderate amounts of Pas/d positive granular eosinophilic zymogen granules
Anuclei are usually uniform with a single prominent nucleolus.

Pancreatic Neoplasms with Acinar Differentiation: A Review of Pathologic and Molecular Features.Pathitiab Med. 2020;144:8@815



ACINAR CELL CARCINOMA

A PROGNOSIS
A median survival 18nonths; Syear survival rate of 25%.
A only stage has proven to be an independent prognostic factor in multivariate analysis

A DDx:

A mixed acinar carcinomas> 30% of each line of differentiatioeg mixed acinameuroendocrine
carcinoma, mixed acinatuctal carcinoma

A Ductal adenocarcinoma

A Pancreatic endocrine tumor

A Solid pseudopapillary neoplasm
A Serous microcystic adenoma

A Serousligocytsticadenoma

A Acinar cell cystadenoma

A Medullary carcinoma



ACINAR CELL CARCINOMA

AReferences
AWHO Classification dumours Digestive Systemumours (5t ed)

APancreatic Neoplasms with Acinar Differentiation: A Review of
Pathologic and Molecular Features.  AraltholLab Med.
2020;144:808815




21-0603

Natalya HakimLinlin Wang; UCSF

42-yearold M with SOB and mediastinal nodes. Clinical picture
highly suspicious for sarcoidosis. Imaging studies show significant
periportal and retroperitoneal adenopathy with left inguinal node
enlargement, multiple bone lytic lesion in the pelvis and spine,
splenomegaly with extensive nodular abnormalities, liver
parenchyma with nodular pattern. Inguinal lymph node submitted.





















Differential

ASmall Bcell lymphoma, CD20+, CB/ECL6, CD5, SOX14

AHow cytometry studies show abnormal monoclonal lambdeeh
population, negative for CD10 and CDS5.






Differential diagnosisf Cyclin DY SOX11
Lymphoma/Leukemia

ASubset of MCL (likenMCLASA leukemic variant)
AHairy cell leukemia
APlasma cell myeloma (25%, t(11;14) present)

AChronic lymphocytic leukemia/ small lymphocytic leukemia
(proliferation centers)












FISHstudies

ACCND1/IGlgenefusion: Detected64%)



FINAL DIAGNOSIS

Leftinguinal node, core biopsy:
- Mantle celllymphoma.
- Extensive involvement liyoncaseatinggranulomas.



Mantle cell lymphoma (MCL)

AComprises 5 %ofnon-Hodgkinlymphomas
AOlder men ( median age 60, M:F >2:1)

A Can involve: LN, BM, PB (leukemic variant), spigastrointestinal
tract and otherextra-nodalsites(CNS)

ACytological variants: conventional, small cddlastoid and
pleomorphic
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. Small cell variant

Pleomorphic variant



Both pathway resulted in
more aggressive subtype
when acquiring
additional molecular
alterations :

TP53, NOTCH1, NOTCH2
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IG-COND2

95% IG-CCNOD1 !

Non-nodal leukemic
SOX11-negative MCL

NOTCHI1, NOTCHZ, TPS3
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Velozeet al; Ann Lymphoma 2019;3:
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ACyclin DY SOX11
AKi67 <5%

ANo leukemic presentation
AGeneralized LAD

ALytic bone lesions

AAdditional genetic alterations?
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Can SOX11 be used as independent prognostic indic
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Jieet al. The American Journal of Surgical Pathology43(5)I&0May 2019



Sarcoidosis

Alncidence and prevalence:
A African American (AA)>White>Hispanic>Asian; F>M

AGenetic predisposition and environmental insult

ALung skin, liver,extrta K2 N} OAO [bX 02y S YI NNJ
AAggressive clinical course in F and AA; eptiianonary disease in AA.
AHigher mortality: younger age, AA F

HenaKM, Front.Immunol, 2020



Take home massage

AMCL are heterogonous group with a spectrum of behavior from
Indolent to more aggressive

ACyclin D¥ SOX11are mostlynnMClLeukemic MChith indolent
behavior andnutated IGHV

ACyclinD1/ SOX11IMCL withnodal (nonleukemic) can be seen (like
our case).
AAggressive behavior after acquiring additional genetic alteration?

A SOX11 is not a prognostic indicator
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21-0004

Natalya HakimLinlinWang; UCSF

/5yearold F presented with progressive fatigue, weight
loss and difficulty walking. Further physical exam and
Imaging studies showed extensive generalized
lymphadenopathy and massive splenomegaly. Inguinal

lymph node submitted.
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Flow cytometry

CD5positive Bcell lymphoproliferative disorder.

Comment: The analysis identifies predominant population of
abnormal, monotypic B cells that are small by forward scatter. They
express low intensity CD5, CD19, CD20, minimal CD23, CD38, CD43,
HLADR, FMC 7, lambda light chain restricted, and are negative with
CD10.



Differential diagnosis

AMantle cell lymphoma
AChronic lymphocytic leukemia/small lymphocytic lymphoma
AFollicular lymphoma (CDI®gative)






Cytogenetics and Molecular studies

AAbnormal female karyotype:
46XX,1(2;11)(933;913)[2]/47,51,+18[4]/46,XX[14]

ACLL FISH panglegative for CCND1/IGH translocatioHowever, an
extra copy of IGH was observed in 67.5% of nuclei indicating the
presence of chromosome 14 abnormality ( trisomy 14 or
translocation involving IGH and a gene other than CCIND1




Final diagnosis

Lymph node, right inguinal, excisional biopsy:
- Mantle cell lymphoma, CCND1/IGH translocatrmyative.



t(11;14) leading to cyclin D1 overexpression is the characteristic genetic alteration.

CCND1 FISH break-apart probes

Sander et alVirchowsArch (2016) 468:24257
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Genetic landscape

Molecular variants

CyclinD1 positive CyclinD1 negative CyclinD1/D2/D3 negative
Harbor t(11;14) Lack t(11;14) Lack t(11;14)
CCNDL1 rearrangement with IGH CCND2/CCND3 rearrangement with|IGH Cyclin E dysregulation

or IGK/L (aggressive behavior)

A 56 cyclin DhegMCL cases
A Inclusion criteria: morphology and phenotype consistent with MCL (CD5+ and)Cid28nce of cyclin D1

expression and(11;14)(g13;932), and SOX11 expression.
A Methods FISH, NGS, a@kneexpression and copgumber analyses

MARTIN-GARCIA et al; Blood, 28 February 2019 | Vol 133, Numbel



Monomorphic small to medium sized lymphoid cells
with CD5+, CD10-, CD23- phenotype

Most common MCL(80-90%) | Indolent MCL
CCND1 + CCND1 +
CCND2 - CCND2 -
SOX11 + SOX11 -

CCND2+ MCL* CCND1- Indolent MCL****
CCND1 - CCND1 -
CCND2 +** CCND2 +
SOX11 + SOX11 -

CCND1- CCND2- MCL*** CCND1- Indolent MCL****
CCND1 - CCND1 -
CCND2 - CCND2 -
SOX11 + SOX11 -

' Y \ y

Aggressive course

& American Society « Hematology

Copyright © 2021 American Society of Hematology

Indolent course

Masao Seto, Cyclin D1-negativemantle cell lymphoma, Blood, 2013
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- CCND1 +

CCND1 -



How to diagnose?

ASOX11 very useful marker to identify cyclini2gative MCL

AIHCfor cyclin D2 and cyclin D®t helpful (not specific and can be
expressed in other lymphomas)

ADetection of CCND2/D3 by break apart FISH
AQuantitativeanalysis of CCND2 mRNA levelss reliable



Take home message

AMantle cell ymphoma is heterogeneouslisease morphologically
and genetically.

ACCND2CCND3, CCNE1, CCNE2 are alternative alterations to CCND1
In MCL pathogenesis.

ACyclin D1and Cyclin DAIMCL share a common expression and
genomic profile as well as clinical outcome.

ASOX11 is very reliable marker in casesuspected cyclin Dhegative
MCL
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21-0605

Jeff Cloutier/Brooke Howitt; Stanford

53-yearold F with left upper arm mass growing over
1 year.



T2

4cm subcutaneous mass abutting the triceps muscle
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