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We’ve come a long way since
EBV+ lymphoma just meant
Burkitt’s

¢

Epstein, Barr & Achong, 1964




Plan * Brief overview of B-cell LPD
that have been associated
with EBV emphasizing some

WHO Classification of Tumours of
Haematopoietic and Lymphoid Tissues Of th e n ewer are aS Of

Aim Is to go through our
2008 WHO monograph with
this in mind — many of the
llustrations & some text will
be drawn from monograph,
with thanks to those who
provided them.

Not covering disorders like
CAEBYV (B-cell type), XLP, etc




Diffuse large B-cell lymphoma: variants,
subgroups and subtypes/entities

Table 10.14 Difuse targe B-ooll ymphome: yarianis = e

fI

Diffuse large B-cell ymphoma, not otherwise specified (NOS)

-

Canirobiasic
Immunoiiastic
Anapfasic
Rare morphologic vanants
Molecylar subaronps
Germinak-oanire B-coll-ike (GCB)
Activated B-oaliHice (ABC)
Immimohistochemical subgroup s
CD5-posive DLBOL
Germinai-cantre B-caf-ioe (GCB)
Mon-garminal centre B-oeli-ike (non-GCB)

Diffuse lange B-cell ymphoma subtypes
T-ood/hestiocyie nich kange B-ooll lymphoma
Primary DLBCL of e CHS
Primary cutanesis DLBCL, beg lype
EBY posigve DUBCL of the elderty

Other ymphomas of large B colls

Primary madias@nal (fvwmic) farge B-cell ymphoma

Intravascubar lange B-ooll hemphoma

DLBCL asspoiawed with chronic mfiammation

Lymphomaioid granuiomatoss

ALK posiive DLBCL

Piasmablasfc hmphoma

Langs B-call lymphoma arisng in HHVE-zssocated mulficentric CasSeman ciseass
Primary effision lymphoma

Borderline cases
B-cell mphoma, undassifiable; wifh leatures inlermedisie between dsfiese large B-osf lymphoma and
Burkidt ymphoma
B-all lymphoma, onclassfiable, wil ieatures infermeciate between diffuse large B-oefl lymphoma and
classical Hodgiin lymphoma




Diffuse large B-cell lymphoma, NOS

e Subset of cases EBV+

NEOPLASIA

The impact of Epstein-Barr virus status on clinical outcome in diffuse large
B-cell lymphoma
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What is the prognostic impact of
EBV in DLBCL?

Adverse prognostic impact that among the
cases of non-GC type (Hans algorithm)
retained Its impact in a multivariate
analysis with a hazard ratio of 2.9 (95%

Cl, 1.1-8.1)
Treatment-related issues

* Varied chemotherapeutic regimens
with most not getting rituximab

» 48/380 only supportive care
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What else did they find?

EBER positivity was significantly
associated with age > 60 years

mphoma and




EBV+ DLBCL of the elderly
a new subtype of DLBCL

* Age related EBV-
associated B-cell LPD

e Senile EBV-associated
B-cell LPD

 And what Is the magic
age”?




Elderly/senile means more than 40-50 years old
(WHOQO definition is 50)




WHO Definition

 Somewhat narrower than the original
definition that didn’t require monoclonality
and probably included some cases of
Infectious mononucleosis in the elderly.
Also not all inclusive — it is a subtype of

DLBCL, NOS.

EBV+ DLBCL of the elderly is an
EBV+ clonal B-cell lymphoid
proliferation that occurs in patients
>50 years old, and without any known
Immunodeficiency or prior lymphoma.




Nevertheless,...

he belief Is that
this Is related to
senescence of the
Immune system
and Is therefore an
Immunodeficiency-
related lymphoma.




Exceptions to criteria already
discussed

* May occur rarely in younger individuals but
possibility of an underlying
Immunodeficiency must be very strongly
considered.

* The following are excluded: LYG,
Infectious mononucleosis, other well-
defined disorders that include varying % of
EBV+ cases such as plasmablastic
lymphoma, PEL, DLBCL associated with
chronic inflammation.

— A preview of more entities to cover!




Clinical features

Not rare — 8-10% of DLBCL In Asian
countries, insufficient data to know In the

West
— The more you look the more you find.

Frequency increases with increasing age,
highest in those >90 years old.

~70% present with extranodal disease (+
adenopathy) — skin, lung, tonsil, stomach

>50% have high or high-intermediate |P]
scores at presentation




Clinical course

e As expected, aggressive disorder with
median survival of ~ 2 years.

* |Pl doesn’t influence survival but B
symptoms and age >70 years do with

median overall survival reported of only 9

months if both factors present. (Clin Cancer
Res, 13:5124, 2007)

* Prognosis inferior to EBV- DLBCL even
when adjust for age

— Complex issue beyond scope of today’s
discussion




Morphologic features
e Architectural effacement

e Spectrum from polymorphic to more
monomorphic between (and within) cases

— No longer considered an important clinical
distinction

— Polymorphic very much like a polymorphic PTLD
with a spectrum of B-cell maturation and a
variable component of reactive elements,
monomorphic has mostly transformed cells

— Both subtypes may demonstrate the very
characteristic geographic necrosis & RS-like

cells (both features of EBV-associated disease
In varied settings)







Immunophenotype/genotype






DLBCL associated with chronic inflammation




DLBCL assoc. with chronic inflammation






Lymphomatoid granulomatosis



Lymphomatoid granulomatosis



More findings similar to other EBV+
B-cell LPD






Plasmablastic lymphoma

Stein




Another usually EBV-associated
lymphoma






Primary effusion lymphoma

J. Said




Lancet, I, 702, 1964



Burkitt lymphoma



Blood 106:1031, 2005







Classical Hodgkin lymphoma:
a different type of B-cell LPD






Immunodeficiency-associated LPD

 Microbes & Infection 8:1301, 2006



Post-transplant lymphoproliferative
disorders



Additional comments









Other 1atrogenic Immunodeficiency-
assoclated disorders



Looked at the spectrum of EBV-
associated B-cell LPD beginning in
Pittsburgh and ending up in Bordeaux

Wide variety of disorders ranging from
benign to extremely malignant lesions

Most are aggressive and many share at
least some clinical & pathologic
features

Much still to learn about the precise
role of the EBV In these circumstances.

Mendoc Bordeaux




