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Lymphoproliferative W
Diseases of the Gut
A Survival Guide for the General Pathologist

Scott R. Owens, MD
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many different types of neoplasia, perhaps
nothing strikes fear into the heart of the
pathologist the way that an atypical lymphoid
Infiltrate can. The specter of multiple
Immunohistochemical stains, correlation with
gene rearrangement studies, and decisions
regarding the need for additional tissue to send
for flow cytometry makes it tempting to package
up the entire case and send it to a )
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What | Want You to Remember

A Growth mindset

A NextGeneration Immunohistochemistry
A Epidemiology and PatterBased Approach
A DUMBand Dumber

A Etiopathogenesis of celiAcRCD2 EATL
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Nuclear expression of the non-B-cell lineage Sox 11 transcription factor identifies

mantle cell lymphoma

Sara Ek,' Michael Dictor,” Mats Jerkeman,* Kann drswom,* and Carl A. K. Bomebaeck'
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Mantie ceil lymphoma (MCL) is defined
pathologically by the detection of CD20,
CDS, and most importantly cycln D1
(CCND1). s distinction from other lym.
phomas is kmportant for prognosis and

may fail 10 expeass CCND1 and morpho-
logic simulators may express CO20 and
CDS but not CO23. In Mis study, we show
that Bhe transeription tactor Sox11 is spe-

of Sextt presently is not known i lym-
phocyte ontogeny, i is noemally ex-
pressed in the developing central mer-
vous system i the embryo and shows
sequence homology with Sced, & tran.
seription lactor crucial for B lymghopai-
esis. Sox1! mANA is increased in gliomas
compared with heatthy train lissue, sug-

useful for the diagnosis of MCL as &
complement %0 cyclin D1 and alse sug-
gests & functionad role for Sex1t in MCL.
(Blood. 2008;111:800-805)
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depending oa their morplulogee and phosotypec propertes, | sl
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poteatial sorphoboge sisdcs, locluding ceomic hmplocyse
feubemiatunall cell bymphoma (CLL), folliculae Tyephosa (FL),
and marginad e yspboss (MZL) hasail on sanunodistodchess-
cal sislag (THO) fur CDS, CD23, and CDIO MO ssd CLL Buth
expueas CDS hat MOL, in contraat we CLL, generally lacks CD23
by Inmusobistochenistry. FL lacks both CTXS asd CD23 bt st
whien expessacs CDID, whereas MZL is typically negative for all
1 antigens. Neverbeless, cases of CD23° CLL owcur and rare
Msatances of CIAT MZL have boen deweribed. Folliculer dendrice
et As we chas ity exp in MCL, s this
occun aleo in FL ossd MZL. CONDI overespeesalon s thus e
Rl of MOL cven though sppeoslmately 10% of MOLs lck
CONDI expoession s sy e misdiagnosed by iverrellasce vo
CONDE IHC ' Fr these reasoss, Suscicence o situ hybeidiza.
won (FISH) targesing the spocific translocuson peububdy affinds e
wosl senaltive detecthon of MOL, althoogh 0 W st widely
peviuened and the rvulis smay be aune canlly affeciod by echnicdl
facoons than madern THC. Thus, specific sarkers tht cus wd In
aiatlic aton and dugeonis of by mphonus in peneral wnd MCL
peticadar would be of sapor inecrest
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fanuly of they costain o DNA-Suding high-mahdiny grosp (HMG)
dossain with wiong amino sid similaity (ossadly > S0%) 10 the
MG dossaln of Sey, 4 sex-Jesermining prosia.” Moee than 20 Sax
gene landly sessbon huve boen identifiod in Sfferost specics, and
Sou genes are divided into 7 subgsiugs soconding 10 e degres of
hossology within ssd outaide he HMO domain. Fanes Soall
belongs 10 the sbgroup C and s homologeus o Soud with 359
anmso wal dersity wihse S Coacnmmd e tvaln donadn sl
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NextGeneration Immunohistochemistry
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What Brings Me Here

Hematolymphoid | n (%) NCDB*
Neoplasms (n=129 % NHL

Tubal Gut 66 (51)
Liver 20 (16)
Other 43 (33)
DLBCL 41 (32) 33
(E)MZL 22 (17) 8
CLL/SLL 9(7) 19 )
HGBCL, NOS 9 (7)
PCN 7 (5)
FL 6(5) 17
TCL (total) 6 (5) 2
MCL 5(4) 4
* RESEARCH ARTICLE

Non-Hodgkin -lymphoma subtype c?istri}nution, ‘ CH L 5 (4) [10]

B i ol ot e s s PTLD 4 (3)

Base from 1998 to 2011

- All others 14 (11)
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FLI1 is Frequently Expressed by Hematolymphoid Neoplasms, Carcinomas, and Melanoma:

A Significant Diagnostic Pitfall

John P Lee, Angela Wu, Andrew M Bellizzi,
Department of Pathology University of lowa Hospitals and Clinics, lowa City, IA

HOSPITALS & CLINICS

University of lowa Health Care
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Abstract

Background: Immunohistochemistry (IHC) for the ETS
family transcription factor FLI1 is frequently used to
support a diagnosis of Ewing sarcoma (ES) or as
evidence of vascular differentiation. We recently
encountered a case in which diffuse, strong expression
in a round cell neoplasm led to a favored interpretation
of ES; subsequent workup confirmed a diagnosis of
diffuse large B-cell ymphoma. We performed this study
to examine the extent of FLI1 expression in
hematolymphoid neoplasms, carcinomas, and
melanoma.

Design: IHC using a mouse monoclonal antibody to FLI1
(clone G146-222) at a dilution of 1:125 was performed
on tissue microarray slides (tumors arrayed as triplicate
1 mm cores) from 417 hematolymphoid neoplasms, 65
adenocarcinomas, and 27 melanomas. Tumors were
assessed for intensity (0, 1+, 2+, 3+) and extent (0-
100%) of expression with an H-score calculated
(intensity*extent).

Results: When positivity is defined as any H-score >/=1,
FLI1 is expressed by 100% of lymphomas, 80% of
carcinomas, and 96% of melanomas. When only diffuse,
strong staining (i.e., H-score >/= 200) is considered, 61%
of lymphomas, 100% of renal cell carcinomas, and 19%
of melanomas remain positive (see Table).

Conclusions

Diffuse, strong FLI1 expression does not confirm
a diagnosis of ES or the presence of vascular
differentiation, as it is frequently strongly
expressed by lymphoma and renal cell
carcinoma and occasionally strongly expressed
by melanoma.

Nothing to Disclose: The authors of this abstract have indicated thot they have
no confiicts of interest that relate to the content of this abstract.

FLI1-Positivity by Tumor Type

Tumor (n)

DLBCL, GC (65) 83 215

DLBCL, ABC(48) 85 246

BL (33) 39 172

Follicular lymphoma (47) 49 196

CLL/SLL(33) 73 226

MZL (35) 71 235

MCL(12) 92 256

Multiple myeloma (13) 15 148

T-cell lymphoma (28) 61 223

ALCL (18) 61 222

LL (15) 60 233

GS(21) 76 247

CHL (49) 20 135
© Adenocarcinomas(6s)

Lung (36) 8 96

Breast (10) 0 66

Colon (7) 0 13

Esophagus (5) 0 14

Kidney (7) 100 260

Diffuse large B-cell lymphoma, germinal center = DLBCL GC,
Diffuse large B-cell lymphoma activated B-cell = DLBCL ABC,
Burkitt lymphoma = BL, Chronic lymphocytic leukemia/small
lymphocytic lymphoma = CLL/SLL, Marginal zone lymphoma =
MZL, Mantle cell lymphoma = MCL, Anaplastic large cell
lymphoma = ALCL, Lymphoblastic lymphoma = LL, Granulocytic
sarcoma = GS, Classical Hodgkin lymphoma = CHL
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National Comprehensive

NCCN | Cancer Network®

NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®)

B-Cell Lymphomas

Version 1.2025 — December 20, 2024

NCCN.org

NCCN recognizes the importance of clinical trials and encourages participation when applicable and available.
Trials should be designed to maximize inclusiveness and broad representative enrollment.

NCCN Guidelines for Patients® available at www.nccn.org/patients

Wersion 1. 2025, 1220024 © 2024 Mational Comprebensive Cancsr Metwork® (NCCHE), All ights reserved. NCCH Guidelines® and this illusiraSion may nol be reproduced inany form withoul e express wiitten pesmission aof NCCHL



Outline

A Epidemiologybased approach to lymphoma

A Lesion calling
i GALT
i DUMB
I Dumber
I History, gross/endoscopic examination
A Lesion classification
(pattern-based approach to hematolymphoid neoplasms)
A Specific diseases
I Gastric EMZL
| Celiaddiseasé, RCOIA EATL
I MEITL
I DLBCL; double hit lymphoma,; double expressor lymphoma
I Mast cell disease
I Duodenaltype follicular lymphoma
I EBVpositive mucocutaneous ulcer
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Prolapse of adenoma w/ HGD into lymphoglandular comp
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Small, Blue, and Somewhat Painful

Thoughts on approaching and making sense of
lymphoid infiltrates in the Gl tract

Scott R. Owens, MD



What’s my approach?

* When wondering about a lymphoid infiltrate,
I’ve found it’s best to play “DUMB”

— Destructive?
— Unusual location and/or morphology?

— Monotonous?

—Big?

IV | HEALTH SYSTEM

UNIVERSITY OF MICHIGAN
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Deep infiltrate in otherwise normal oxyntic mucosa




