Primary cutaneous B-cell
lymphomas: The actual
morphologic and clinical
spectrum
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Primary cutaneous lymphomas (PCL)

A Manifestation in the skin with no evidence of
extracutaneous disease at the time of diagnosis.

A Second most common site of extranodal
lymphoma, with an estimated annual incidence of
1:100,000.

A Completely different clinical behavior and
prognosis from histologically similar systemic
lymphomas, which may involve the skin
secondarily.

A Specific treatment modalities

Willemze R et al. Blood 2005;105:3768




Primary cutaneous lymphomas (PCL)

A PC T-cell/natural killer (NK)-cell lymphomas
A PC B- cell lymphomas

PCL diagnosed at the
Department of Dermatology,

Universityhospital Freiburg
N=159 (2005-2011)

m PCBCLm PCT/NKC

Prof. Dr. DorothéeNashan
PD Dr. FranKeiss Departmentof Dermatology
UKF, Germany



Cutaneous B-cell lymphoproliferations

The diagnosis and classification is challenging:

A Hyperplastic vs neoplastic lesions

A Primary cutaneous lymphomas vs secondary
Involvement of the skin by systemic lymphomas:

I The definition of a primary cutaneous lymphoma
requires no extracutaneous disease to be present
at initial diagnosis.

A Primary er secondary (latrogenic, senescent)
iImmunodeficiency-related Epstein-Barr Virus (EBV)-
associated lymphoproliferations

SwerdlowSH et al., Am ClinPathol139: 515




Hyperplastic vs neoplastic B-cell infiltrates of
the skin: challenges and pitfalls

Hyperplastic lesions
may be composed of

Neoplastic infiltrates

may contain

A Dense lymphoplasmacytic
infiltrate involving the
superficial and deep dermis

A Monoclonal
immunoglobulin gene
rearrangements (4 to 22%)

o Io Do I

Prominent reactive B-cell
component, reactive
follicles

Polyconal plasma cells

Small number of neoplastic
B-cells

Abundant reactive T-cells
Clonal TCR rearrangement
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Reactive lymphoid hyperplasia




Reactive lymphoid hyperplasia




WHO-EORTC consensus classification of
cutaneous lymphomas with primary cutaneous
manifestations*

A Primary cutaneous marginal zone B-cell
lymphoma

A Primary cutaneous follicle center lymphoma

A Primary cutaneous large B-cell lymphoma, leg
type

A Primary cutaneous large B-cell lymphoma, other

A Intravascular large B-cell lymphoma

*Willemze R et al. Blood 2005;105:3768
EORTC:EuropeanOrganizationfor Research and Treatment @ancer



Major primmary cutaneous B-cell
lymphomas (2008 WHO classification)

A Extranodal marginal zone lymphoma (MZL) of
Mucosa-Associated Lymphoid Tissue (MALT
Lymphoma)

A Primary cutaneous follicle center lymphoma

A Primary cutaneous large B-cell ymphoma, leg
type

A Other types/subtypes of diffuse large B-cell
lymphomao

*included in a WHO category with other MALT lymphomas

0Oincluded i n one of B-beHlymphdma[DLBALfchtegerees | ar ¢

SwerdlowSH et al., Am ClinPathol139 515



PCLBCL, LT

i

clinical picture

HE

CD20

Follicle centre/ Marginal zone/ Diffuse large

B-cell lymphomas of the skin

Felchtet al., BJI?012 167: 348



Primary cutaneous B-cell lymphomas: Anatomical
distribution and T-stage of cutaneous lesions

Marginal zone Follicle center cell Diffuse large cell

T1: 39 % 43 %
T2: 35 % 57 %
T3:26 % 0 %

Golling et al. 2008



Primary cutaneous marginal zone lymphoma
Female patient, 72-yrs.
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Primary cutaneous marginal zone lymphoma

Female patient, 82-yrs.

29.01.2013
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Primary cutaneous marginal zone lymphoma:
progression

Female patient, 82-yrs.

12.03.2013

© Universitats-Hautklinik Freiburg

Multiple nodules and small tumors on the back and arms



Primary cutaneous marginal zone lymphoma
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Primary cutaneous marginal zone lymphoma
(~7% of PCL)

Clinical features

Histologic features

o Do Io Do Do

1 or more papules, nodules, or
plaques often on the extremities
or trunk

May wax and wane
Frequent cutaneous recurrences

rare extracutaneous
dissemination

99% to 100% 5-year disease-
specific survival

clonally restricted response to
some form of chronic antigenic
stimulation (Borreliaburgdorfer)
rather than true neoplasm?

To

o Do Do Do Io I»

nodular to diffuse infiltrates with
sparing of the epidermis

small B cells, including marginal
zone (centrocyte-like) cells,
lymphoplasmacytoid cells, and
plasma cells.

Large cells may be present
PAS+ inclusions N
Distorted FDC meshworks

Frequent reactive germinal
centers

Mono- and/or polyclonal plasma
cells

Abundant reactive T-cells




PCMZL with a perivascular/periadnexal infiltrate (A, B) and small to medium-sized nodules (B)

Edinger JT et al. Am J Surg Pathol 2010;34:1830



Primary cutaneous marginal zone lymphoma

Immunophenotype Genetic features
A Neoplastic cells: A Clonal IgH rearrangement
i positive for; CD20, CD79a, (BIOMED-2 PCR protocols 80%)
BCLZ2; (nuclear BCL10 in A aproportion of PCMZLs:
46%) i t(14;18)(932:921) involving
I light chain class restricted the /GHgene on
(75%) chromosome 14 ;the MLT
I negative for CD5, CD10, gene on chromosome 18,
BCLG; IgD, CD23 I t(3;14)(pl14.1;932) involving
A Reactive follicles: /GHand FOXPI1genes
i Positive for CD10, BCL6: A Clonal T-cell receptor
i Negative for BCL2 rearrangements in 35% of MALT
lymphomas using BIOMED-2
primers.







Primary cutaneous marginal zone lymphoma



Dutcher bodies: PAS+ nuclear inclusions



