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Diffuse large Eell ymphoma (DLBCL):
review and refresh

1. Describe features characteristic of DLBCL, NOS, and outline an approac
to diagnosis that includes consideration of small biopsy specimens.

2. Discuss the distinction between DLBCL, NOS and other subtypes of larg
B-cell ymphoma including EBMsitive DLBCL, primary DLBCL of the
CNS, primary mediastinal largec@ll lymphoma, and ALpositive large
B-cell lymphoma.

3. Discuss the distinction between DLBCL and-grglde Bcell lymphoma,
IncludingBurkitt lymphoma,Burkitt-like lymphoma with 11q aberration,
and HG Eell lymphoma with MYC and BCL2 and/or BCL6 rearranged.
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|dentify a Bcell lymphoma, with morphologic features of diffuse largecB
lymphoma (DLBCL), Highade Bcell lymphoma (HGBCL)Burkitt lymphoma

|

Conserve tissue (consider separating cores into more than one block, cutting
unstained slides for possible future testing, and not facing block when

obtaining additional sections).

Exclude other categories ofd&ll lymphoma or leukemia :
A B-lymphoblastic leukemia / lymphoma elgasticmorphology, CD34AdT+
A Mantle cell ymphomal{lastoidand pleomorphic variants) e.g. morphologic

features, Cycli#bD1, SOX11
A Follicular lymphoma e.g. CD21 or CD23 to highlight FDC meshwork structu




Mantle cell ymphoma

A Usually (not always) CD5+, CCND1+, SOX11-

A >95% MCL translocation CCND1, most
commonly IGHCCND1

A Pleomorphic mantle cell ymphoma (PMCL) is
composed of large cells with pleomorphic
nuclel, relatively finely chromatin and nucleoli
(DLBCL mimic)

(6] MAYO CLINIC
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Lymphoblastic lymphoma

A Usually fine chromatinbfasticE A { S &I Odzi S

A CD34+TdT, CD10br+, myeloid antigen-:+/
CD45dim+slg, CD20 dim+/

A DLBCL and HGBCL may be CD45dig:+and have
dim/variable CDZ20.

A HGBCL may have partiaT
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If preliminary diagnosis is required before FISH studies are completed, copsid
using one of the following two options based on the morphologic features:

7\

Appearance Blastoid
compatible with appearance
DLBCL

vd

a -cell ymphoma, diffuse large a -cell lymphoma, higlyrade;
or high-grade; pending pending additional studies for
additional studies for further FdzNI KSNJ Of I 44
Of F AaaAFAOIGAZ2Y E




Submit for additional studies, as tissue permits, with the following priority;

1. Fluorescence in situ hybridization (FISH) studies for rearrangement of
and BCL2 and/or BCL6 genes (recommended using both MY Cabiagak
and MYC/IGH fusion probes).

2. Cell of Origin for DLBCL either by IHC using the Hans algorithm (CD1
BCL6, MUML1) or Lymph2Cx gene expression profiling.

3. BCL2 and MYC protein expression by IHC for DLBCL double expresse

status.

4. Consider EBER in situ hybridization for EpdBairr virus (EBV), if clinicall;
Indicated.
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Case 1:

A Fluorescence in situ hybridization studies:

I Negative for rearrangement MYC, BZar BCI6,
and no fusion of MYC angH

A Expression ofycand Bcl2 protein:
I Negative

A Cell of origin (Hans):
I Germinal center &ell






DLBCL Cell Of Origin

A Germinal Center B (GCB) vs. ActivateB(ABC)
A Immunohistochemistry e.g. Hans algorithm surrogate

A Gene expression profiling:
I Initially performed on fresh/frozen tissue
I FFPE assay usiNg@nostringtechnology (Lymph2Cx)
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a -cell ymphoma, diffuse
large or highgrade; pending

additional studies for further

Of FAaaATFTAOlI GA2YE
Absence Presence
MYCandBCLZnd/or BCL6 MYCand BCLand/or BCL6
rearrangements by FISH, and rearrangements by FISH, and
other features other features

v

N

DLBCL; mention if double
expresser MYC and BCL1
proteins; cell of origin

\J

HGBCL with MYC an
BCL2 and/or BCL6
rearrangements

d




EBV+ diffuse large-&:ll lymphoma, NOS

A Consider immunosuppression e.g. congenital, HIV,
jatrogenic (posti N} yaLX I yiZ YSGK?2

A Considetymphomatoidgranulomatosis

A De novo:

I Most > age 50 yearsmunosenescencd

I Nodal orextranodal

I Variably transformed and Reé&ternberglike cells
I Often with admixed reactive cells (polymorphic)






-
* . ¥ . h
s ;
x .
- < ‘
P
\ : A
s
. »
-
3 . y
~ o = ‘ »
° v ;
’ $ ]
’ 4
) " z A
R & : ("
g -
~
& -
’
o y E)
% ol
D < 5 2 9 ,
1
; ~ rh
s . @
L]
o . :
- . ¢
A R ¢
Ig,
> ’ - 4
- y y \
-
-
‘ . /| o
& .’

.

” *




.

k)




If preliminary diagnosis is required before FISH studies are completed, copsid
using one of the following two options based on the morphologic features:
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Submit for additional studies, as tissue permits, with the following priority;

1. Fluorescence in situ hybridization (FISH) studies for rearrangement of
and BCL2 and/or BCL6 genes (recommended using both MY Cabiagak
and MYC/IGH fusion probes).

2. Cell of Origin for DLBCL either by IHC using the Hans algorithm (CD1
BCL6, MUML1) or Lymph2Cx gene expression profiling.

3. BCL2 and MYC protein expression by IHC for DLBCL double expresse

status.

4. Consider EBER in situ hybridization for EpdBairr virus (EBV), if clinicall;
Indicated.
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Case 2:

A Fluorescence in situ hybridization studies:
I MYC/IGH fusion 97%; 8924.1 (MsED 92%
I Negative BCL2 and BCL6 rearrangements

A Chromosome studies:
i 46,XX,add(14)(q32)[18]/46,s1,i(7)(q10)[2]
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a -cell ymphoma, higlgrade;
pending additional studies for
T dzZNI KSNJ Of | ¢
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Presence Presence Absence
MYCand BCLaAnd/or MYCgene MYCandBCL2
BCLGearrangements rearrangem and/or BCL6
by FISH, and other ent only, rearrangements
features and other by FISH, and
l features other features
HGBCL with MYC and BCL2 l \
and/or BCL6 Burkitt

rearrangements lymphoma

HGBCL, NOS




Burkitt ymphoma

A Usually isolated MYC gene rearrangement

A Additional chromosome abnormalities may
occur, including gains of 1g, 7 and 19p, but
usually not complex karyotype

A Approximately 10% clasdBurkitt lymphoma
lack identifiable MYC rearrangement

MAYO CLINIC
Y


http://mayoweb.mayo.edu/

Burkitt ymphoma with 11g aberration

A Resemble8urkitt lymphoma (morphology; phenotype
CD10+, B&2-, Myc+; microRNA and gene expression)

A Negative MYC gene rearrangement, and 1q gain

A 119 proximal gains anlomericlosses in specific
regions (array), often with a more complex karyotype

A Somepleomorphism nodular/follicular growth
A CD16/56+, without CD38high+

Q‘W MAYO CLINIC Wagener R et al., Blood 2019;133(9):3%5
RymkiewicZ et al., ModPathol2018;31:732743
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Case 3



