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Lymphoma° Worst of both worlds
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Table 13.22 Large B-cell ymphomas; italics indicate that an entity is provisional

Diffuse large B-cell lymphoma, NOS

Morphological variants
Centroblastic
Immunoblastic
Anaplastic
Other rare variants

Molecular subtypes
Germinal centre B-cell subtype
Activated B-cell subtype

Other lymphomas of large B cells
T-cell/histiocyte-rich large B-cell lymphoma
Primary diffuse large B-cell ymphoma of the CNS
Primary cutaneous diffuse large B-cell lymphoma, leg type
EBV-positive diffuse large B-cell lymphoma, NOS
Diffuse large B-cell lymphoma associated with chronic inflammation
Lymphomatoid granulomatosis
Large B-cell lymphoma with /RF4 rearrangement
Primary mediastinal (thymic) large B-cell lymphoma
Intravascular large B-cell lymphoma
ALK-positive large B-cell lymphoma
Plasmablastic lymphoma
HHV8-positive diffuse large B-cell lymphoma
Primary effusion lymphoma

High-grade B-cell lymphoma
High-grade B-cell lymphoma with MYC and BCL2 and/or BCL6 rearrangements
High-grade B-cell lymphoma, NOS

B-cell lymphoma, unclassifiable
B-cell lymphoma, unclassifiable, with features intermediate between diffuse large B-cell lymphoma and
classic Hodgkin lymphoma



Diffuse Large B Cell Lymphoma —
A Heterogeneous Category

Clinical Subtypes and
Morphological Variants

- Site of origin

- Cytomorphology

« Immunophenotype

- Genetics/Epigenetics :
« Microenvironment Genetic alterations

« Others (“Singular Markers®) R D a—g—a-a—
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The Fingerprint of DLBCL

DLBCL are composed of
large peripheral B blasts

* Most common subtype of
NHL

« Aggressive behavior

e Curable in ~60% of
cases

e More than one disease




Clinical Presentation

A Typically a rapidly enlarging symptomatic mass
at a single nodal or extranodal site (~40%
extranodal). Certain types defined by their
anatomic location (for example, primary
mediastinal, intravascular, cutaneous/ primary
leg, primary effusion)



Clinical Course

A Extremely variable ; approximately 50% will be
cured and 50% may die of disease. Genetic

factors seem to be one of the most powerful
prognostic variables



DLBCL show a heterogeneous

Clinical Behavior!

A While some of the differences may be predicted by
morphologic features e.g., Centroblastic vs.
Immunoblastic vs. Anaplastic & Clinical Parameters like
IPl index and location, some of this heterogeneity might
be predicted using molecular & immunohistochemical
analyses.

A Three most commonly dysregulated genes in DLBCL
are BCL2, BCL6 &cMYC.




DLBCL: TUMOUR BIOLOGY, GENETICS &
PROGNOSTIC FACTORS

P53 mutations L

@. 7
% C (@ :
IgH — Nomatic hypermutatio
t(8;14)

sce  HUBLIMAL
PIM1
PAX5

Substituted Rhot L TE
promoter

Model for DLBCL Pathogenesis




Diffise Large B Cell Lymphoma in Pakisian

RESEARCH COMMUNICATION

Diffuse Large B Cell Lymphoma (DLBCL) in Pakistan: An
Emerging Epidemic?

Muhammad Bilal Abid, Faria Nasim, Kashif Anwar, Shahid Pervez

Abstract

There has heen a recent concern among oncological clinicians and pathologists of our region regarding the
disproportionate increase in the number of patients presenting with diffuse large B cell lymphoma (DLBCL). This
prompted us to conduct a thorough, hospital-based epidemiological study in a major referral center of Pakistan. A
total of 780 specimens were collected over last half decade from cases classified as adult Non Hodgkin’s lvinphoma
(NHL). Out of these 780, 596 (76.4 %) were diagnosed as DLBCLs. The gender ratio was 2.3: 1 (M: F) and the
median age was 47.2 years, with an age range of 15-85 years. Nodal-NHLs constituted 42.2 %% of all adult NHLs, with
the cervical lvmph nodes as the most frequent nodal site of presentation. The most frequent extranodal site was the
gastro-intestinal tract (GIT), followed by the head and neck. In conclusion, we document an astonishinglv high
number of DLBCL amounting to an emerging epidemic in Pakistan, with a consideration of probahle etiopathogenetic
factors.

Kev Words: DLBCL - NHL - Pakistami adults

Asian Pacific J Cancer Frev, 6, 331-334



Cell of Origin

Oncogenic
Mechanisms

Clinical
Outcome

Germinal center
B cell

- BCL-2 translocation
= c-rel amplification

Favorable
59% 5-yr survival

Post-germinal
center B cell

Constitutive activation
of NF-kB

Poor
30% 5-yr survival

Primary Mediastinal
B Cell Lymphoma (PMBL)

Thymic B cell

Chr. 9p24
amplification
PDL1, PDL2 ...

Favorable
64% 5-yr survival




Case History

A 30 year old male presented with abdominal
mass H&E of the mass shows diffuse sheets of

medium to large sized neoplastic lymphoid cells
with somevariation in size and shape.
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Detection of 1(8;14) lymphoma by
FISH

Interpretation:

A

In a normal cell the expected pattern for a nucleus hybridized with the LSI
IGH/MYC, CEP 8 probe is two aqua, two orange and two green signals.

A cell harboring reciprocal t(8;14) with the 8924 break point well within the MYC
probe taraet is exnected to broduce a pattern of one oranae. one areen. two
aqua sigt . :

-

Figure 1:1(8;14) - Negative Figure 2:1(8;14) -Positive



BCL2 Break apart FISH probe
BCL2 BA ~



Gel Scans

PCR Results for MBR (Major Break point Region) BCLZ2 / IgH Rearrangement

Samples 1,2,4,6
& 9 showing
amplification for
BCL2 (MBR) /

IgH

PCR Results for MCR (minor cluster region) BCLZ2 / IgH Rearrangement

1 2 3 456 78% 101112 13 14 15 16 17 18119 202122-CM

Samples 1,4,14
& 20 showing
amplification for
BCL2 (MCR) /
IgH



o o o o I» Do Do

Summary

LCA: +++

CD20: +++

BCL2 +++

Ki67: > 95%
C-myc: +++

t(8;14) by FISH ++
t(14,18) by PCR+



Differential Diagnoses

A Diffuse Large B-Cell Lymphoma
A Burkitt Lymphoma

A High Grade B-cell Lymphoma,
Intermediate between BL & DLBCL
(Provisional Category as per 2008 WHO)



Strong BCL2 expression in Burkitt lymphoma is not
uncommon in adults

Shahid Pervez, M. Qasim Raza, Arslan Mirza, Anam Pal

Section of Histopathology, Department of Pathology and Microbiology, Aga Khan University Medical Centre, Karachi, Pakistan
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Address for correspondence:
Dr. Shahid Pervez, Department of Pathology and Microbiology, Aga Khan University Hospital, Stadium Road P.O. Box 3500,
Karachi 74800, Pakistan. Email: shahid.pervez@aku.edu
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