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Sir,
Primary cutaneous B-cell lymphoma (CBCL) is rare and 
treatment standards are therefore not based on large clini-
cal studies. A modern therapeutic approach is rituximab, 
a monoclonal anti-CD20 antibody. We describe here a 
patient that demonstrates the need for close histological 
follow-up, when using this antibody therapy, because of 
the high rate of relapses.

Case Report
A 69-year-old woman presented with a 2-year history of 
asymptomatic violaceous nodules, plaques and tumours on 
her left forehead and scalp (Fig. 1a) and was diagnosed with a 
multifocal, primary cutaneous follicular centre cell lymphoma 
(2005 WHO-EORTC classification) (1–3).The initial histological 
picture is shown in Fig. 2a. No systemic symptoms were present 
and staging investigations (bone marrow histology, cytometry of 
peripheral blood cell fractions, abdominal ultrasound, computed 
tomography (CT) scan from skull to pelvis) excluded disease 
manifestation apart from the skin lesions. Immunohistochemistry 
revealed a diffuse infiltrate of larger lymphoid cells resembling 
centroblasts, together with smaller cells resembling centrocytes. 
The infiltrating cells were more than 90% CD20+, CD79a+ and 
BCL2-negative. In addition, some scattered CD4+ and CD8+ 
T-cells and CD21+ dendritic cells were detected. 

Presented with the diagnosis and the options of radical ex-
cision or fractionated radiotherapy after surgical mapping of 
the area, the patient did not want to undergo either of the two 
treatment options, for fear of severe disfigurement. We therefore 
decided to treat her with rituximab as front-line therapy in this 
case. Because of the diffuse character of the clinical presenta-
tion, systemic administration according to the scheme publish
ed by Gellrich et al. (4) was chosen rather than intra-lesional 
rituximab. A total of 8 weekly courses of intravenous rituximab, 
375mg/m2 body surface area, were given and complete clinical 
remission of the CBCL was observed, as shown in Fig 1b.

To confirm the outcome, we took a new punch biopsy from an 
area of complete clinical remission 2 months after the last rituximab 
(Mabthera®, Roche, Basel, Switzerland) infusion and found cuta-
neous CBCL-residues of the same immunophenotype as before (Fig. 
2b). Further mapping-biopsies were then taken to localize the area 
with residues more precisely, and clinically non-apparent lymphoma 
patches were also found at other sites. Therefore the patient under-
went an additional course of fractionated soft-tissue radiotherapy 
(in total 40 Gray). Following radiotherapy the patient has been in 
histological controlled complete remission for over one year. 

Discussion

With more than 30 publications on the subject in the 
last 6 years, systemic and intra-lesional rituximab (mo-
noclonal chimaeric anti-CD20 antibody) has gained 
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Fig. 1. (a) Initial clinical presentation with violaceous, diffuse and 
asymptomatic nodules on the forehead, and (b) 2 months after 8 
courses of rituximab, complete clinical remission of the lymphoma 
is seen.

Fig. 2. (a) Initial histology with dense nodular lymphocytic infiltrates forming lymphoid 
follicular structures throughout dermis and subcutaneous layer, and (b) control biopsy 
taken at the same time as Fig. 1(b). Residual focal follicular infiltrations of lymphocytes 
can be seen in the dermis (arrows), less dense, however, than at initial presentation.
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much attention as a therapy for CD20-positive primary 
CBCL (4–12). CBCL as such is rare and represents 
an entity to be distinguished from nodal B-cell non-
Hodgkin’s-lymphoma with secondary skin involvement  
(13) because of restriction to the skin, long-term survival  
and high incidence of local recurrence after various 
treatment modalities. The clinical course, apart from a 
subgroup, the “large cell lymphoma of the lower limb” is 
generally favourable, with consistently reported follow- 
up 5-year survival rates over 80% (13–17).

However, one needs to be sure that the staging investi-
gations are performed with accuracy in order not to miss 
secondary systemic involvement. In our case this was 
done via histological and cyto-morphological assessment 
of peripheral blood and bone marrow alongside imaging 
with CT scans to exclude tumour involvement of the 
lymphoid organs. Recently, one publication has pointed 
to a new and possibly more advanced strategy using 18-
FDG positron emission tomography, which allows the 
physiological tracking of proliferating B-cells (18). This 
strategy might offer some advantages in the future.

In the absence of controlled trials, there is still no 
clear consensus about the treatment modality of choice 
in CBCL. Several approaches have been effective (13, 
16, 19), and thus the clinical management decisions for 
therapy and follow-up are frequently made based on the 
findings in individual cases. This can be difficult in cases 
presenting with multifocal diffuse and deep cutaneous 
infiltrates, such as presented here, when margins for 
excision or radiotherapy are difficult to define, even 
with prior surgical tumour mapping. 

In this setting rituximab appears to be a reasonable 
treatment option as it offers the potential advantage of 
a systemic mode of action, when given intravenously. 
The clinical treatment success we observed supported 
this view and was encouraging, however, and this is the 
important point in our view: clinical remission alone is 
not a sufficient criterion of therapeutic success. 

Reviewing the literature, it is known that in more than 
50% of cases reported (6–11, 20), no complete remission 
is achieved with rituximab alone and this fact makes 
routine histological control biopsies mandatory in all 
patients treated with this antibody. 
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