(and Other Aggressive Lymphomas with a Terminal

B-cell differentiation Phenotype)

Plasmablastic Lymphoma/Differentiation
A term for many uses

Phenotypical Differentiation
Large cell with terminal B-cell differentiation profile
(CD20- CD38/CD138 +)

Morphological Differentiation
Dedifferentiated/Plasmablastic Myeloma (Greipp et al
Blood 1998)

CD20
Large Cell Lymphomas with plasmablastic features
(Simonitsch-Klupp et al Leukemia 2004)

Different Disease Entities

EBER PBL oral cavity (Delecluse et al Blood 1997)
PBL in Castleman disease/HHV-8 associated  (Dupin et
al Blood 2000)
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Plasmablasts from Normal Peripheral Blood B-cells

PBB-cells PB BM-Pc Myeloma

CD40L + IL2 +
IL4 + IL10 + IL12

CD38

CD20

Tarte, K. et al. Blood 2002;100:1113-1122

Differential Expression Between Plasma Cells
and Plasmablasts

CD138

Homing ( CXCR4/CXCL12; CCR2/CCL2)
Antiapoptotic (A20, IAP2, BCL2)
Bone remodeling
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Unsupervised principal component analysis

Tarte, K. et al. Blood 2003;102:592-600




What is a plasmablast?

« HIV+ (15/16)
« Oral mucosa

* Monomorphic blasts
(no plasma cells )

» CD45, CD20 -Aw; VS38c+
* No serum M-component
« EBV+ (60%)

« Stage | (11/16)

+ Unfavorable outcome

EBER CD38

Plasmablastic Lymphoma: Clinical Charactersitics
HIV+ HIV-
n=112* n=40
Age (median, range) 38 (7-65 61 (1-86)
65y 1 (0.9%) 18 (45%)
Gender M/F 94/13 25/15
Site
Nodal 7 (6%) 9 (23%)
Extranodal 105 (94%) 31 (77%)
Oral 65 (58%) 5 ( 13%)
EBV 79/107 (74%) 23/38 (61%)
Post-transplant 4 (10%)
Chronic Diseases 5 (13%)
Median Survival 15 months 10 months
*Castillo et al Am J Hematol 2008; 83:804-809 Teruya-Feldstein, J. et al. Ann Oncol 2004 15:1673-1679
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Plasmablastic Lymphoma Phenotype

CD30

Primary Effusion Lymphoma

+ Clinical presentation
+ HIV+ patients, Occasional HIV —

+ Body cavities and less common solid
tumors

+ Rapid clinical course, median survival 5
months

+ Phenotype
+ CD45, lack B-cell markers and Ig
+ CD30, CD38, CD138, EMA +
+ Occasional biphenotypic ( B & T) cases

+ Molecular features
+ HHV8
+ EBV (Latency I) in most but not all
+ |G rearranged with somatic hypermutations

PBL with Extramedullary PBL
PBL oral mucosa 5 nd
type plasma_cy_llc tumors 2 ™ to plasma
differentiation cell neoplasms
N =23 % N =16 % N=9 %
EMA 10/16 62 4/8 50 3/5 60
IRF4/MUM1 11/11 100 9/9 100 4/4 100
CD38/CD138 13/18 72 13/14 93 8/8 100
Ig, A/ * 10/21 48 11/ 16 69 9/9 100
CD56 1/18 5 6/13 46 6/8 75
Cyclin D1 0/16 0 0/11 0 1/8 12
CD30 5/15 33 1/8 13 0/5 0
CD10 5/11 45 3/7 43 2/6 33
Bcl-6 2/11 18 0/8 0 0/4 0
Pax-5 0-22% 0%
BLIMP1 100% 100%
Xbpl 46-64% 69-100%
CD20 EMA

EBER

HHV 8

Kappa Lambda

Primary Effusion Lymphoma
Solid Variant

¢ Similar clinical context (HIV+)
— No related to cavity effusion
— Some cases precede or follow cavity effusion involv ement
— Less immunosupressed (Higher CD, less opportunistic
infections)

+ Nodal and extranodal sites (sites for Kaposi Sarcoma)
— Lymph nodes
— Gastrointestinal tract
— Soft tissues

+ Phenotype
— B-cell antigens and Ig slightly more common (25%)
— Occasional biphenotypic expression (CD4)




Large B-cell Lymphoma arising in HHV8-
associated multicentric Castleman Disease

+ Monoclonal proliferation of HHV8-infected
lymphoid cells resembling plasmablasts
arising in MCD

+ CD20+-, EBV -, Unmutated Ig, IgM,

+ HIV+ patients but also non-HIV patients
(Mediterranean countries, Africa)

+ Lymph nodes and spleen. Occasional

involvement of peripheral blood

Dupin et al Blood 2000
Du et al Blood. 2001

HHV-8 Positive Lymphoproliferative Disorders
Do we know them all?

Seliem RM et al . Am J Surg Pathol. 2007; 31:1439-45

Posttransplant HHV8 positive plasmacytic proliferatio n

AY. Am J Surg Pathol. 1999; 23:1393-400

ALK+ Large B-cell Lymphoma

+ Clinical characteristics

+ Male predominance, Mean age 43y
(15-67)
Frequent extranodal involvement
(skin, bone, brain)
Advanced stage
Median survival 12. 2 months (CI: 9-
33 months)
+ Pathology

« Immunoblastic monomorphic

appearance
+ Sinusoidal involvement

Delsol G et al Blood 1997; Laurent C et al J Clin Oncol 2009




ALK+ Large B-cell Lymphoma

« Phenotype

B-cell antigens negative
Plasma cell antigens +
Occasional CD4+

IgA (cytoplasmic and seric)
CD30 -, CD57+

* Molecular Alterations
t(2,17) CLTC-ALK
1(2;5) NPM-ALK

t(2;4) SEC31A-ALK

« EBV-

ALK-1

Gascoyne R et al Blood 2003; Laurent C et al J Clin Oncol 2009

Plasmablastic Lymhhoma
Differential Diagnosis
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ALK + LBCL
DLBCL Plasmablastic
“Secretory Differentiation” Myeloma

Extramedullary Plasmablastic Myeloma
Differential Diagnosis

« PB Myeloma and PBL share a similar morphology andt  erminal
B-cell differentiation phenotype

« EBV +in 70-100% of PBL and only occasionally in MM
* Immunodeficiency status

¢ Clinical presentation

« Borderland cases may be difficult to distinguish
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