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Diffuse large B-cell lymphoma - Section 3

Primary cutaneous B-cell lymphomas

Rein Willemze
Leiden University Medical Center, The Netherlands

In recent classifications three types of primary cutaneous B-
cell lymphomas (CBCL) are recognized: primary cutaneous
marginal zone lymphoma, primary cutaneous follicle center
lymphoma (PCFCL) and primary cutaneous diffuse large B-
cell lymphoma, leg type (PCDLBCL,LT). PCFCL may have a
follicular (5%), follicular and diffuse (20%) or a diffuse
growth pattern (75%). In previous classifications PCFCL with
a diffuse growth pattern were classified as diffuse large B-cell
lymphoma and their differentiation from PCDLBCL, LT was
a matter of debate. Clinical, histological, immunophenotypical
and genetic differences between PCFCL with a diffuse growth
pattern and PCDLBCL, LT are presented in Table 1. Primary
cutaneous marginal zone lymphoma will not be discussed.

Clinically, most patients with a PCFCL present with solitary or
grouped plaques and tumors, preferentially located on the
scalp or forehead or on the trunk. PCFCL have an indolent cli-
nical course, uncommonly disseminate to extracutaneous sites
(10%) and have an excellent prognosis with a 5-year-disease-

specific survival of 95%. Radiotherapy (30 Gy) is the prefer-
red treatment in patients with localized skin lesions.
Cutaneous relapses do not indicate progressive disease and
can be treated with low dose radiotherapy (4 Gy) as well. In
patients with few scattered lesions both low-dose radiotherapy
as well as a wait and see policy with treatment of only symp-
tomatic lesions can be considered.

PCDLBCL, LT presents with generally rapidly growing red or
bluish-red tumors on one or both (lower) legs, or in approxi-
mately 15% at sites other than the legs. They predominantly
affect elderly patients, particularly females. Based on similari-
ties in gene expression profile and cytogenetic alterations,
including translocations and NF-kB activating mutations,
PCDLBCL, LT is considered as a cutaneous counterpart of
ABC-type DLBCL (Table 1). Compared to PCFCL, PCDLB-
CL, LT have a much more aggressive clinical behaviour (5-
year- survival 50-60%), and R-CHOP is the first line of treat-
ment.

Table 1. Characteristic features of PCFCL, diffuse type and PCDLBCL, leg type.

PCFCL, diffuse type

PCDLBCL, leg type

Clinical presentation

Localized skin lesions on head or trunk; Multifocal lesions in rare cases.

Skin tumors on (lower) leg(s).
Uncommonly, lesions at other sites than the leg (15%)

Histopathology

Morphology tumor cells

Predominance of large centrocytes (large cleaved cells)

Predominance of centroblasts and/or immunoblastst
(large noncleaved cells)

Immunohistochemistry

B-cell lineage markers
Germinal center markers
Post-germinal center markers
MYC expression

BCLG6+, BCL2-, CD10-
IRF4/MUM?1-, FOXP1-negative

D20+, CD79a+, PAX5+IgM and IgD - (intracytoplasmic)

CD20+, CD79a+, PAX5+

IgM+, IgD+/-; monotypic light chain expression
BCL6+/-, BCL2+, CD10-

IRF4/MUM1+, FOXP1+ positive

Molecular genetics
Gene expression profile GCB-type DLBCL
Translocations BCL6, MYC, IgH  Absent

Copy number variations

(Array-based CGH; FISH) not available
NF-kB pathway mutations

Cutaneous relapse 30%
Nodal/visceral dissemination 10%

5-year disease-specific survival ~ 95%

Amplification 2p16.1 region, deletion 14q11.2-q12 region

ABC-type DLBCL

30-50%

deletion 6q arm (BLIMP1;60%) deletion CDKN2A; 67%
MYD88 (60%), CD79B (20%), CARD11 (10%),
TNFAIP3/A20 (40%),

65%

35%

50-60%
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