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Introduction 
Diffuse large B-cell lymphoma (DLBCL) may arise 
from a nodal or an extra-nodal origin. Cutaneous 
involvement in DLBCL can be divided into 1) primary 
cutaneous DLBCL “leg-type,” which manifests 
initially in the skin in the absence of systemic 
involvement at the time of presentation, and 2) 
secondary cutaneous DLBCL, in which systemic 
involvement is followed by secondary spread to the 
skin. Cutaneous DLBCL may present as tumors, 
nodules, papules, or indurated plaques [1]. Blister 
formation as a presentation of B-cell lymphoma has 
been rarely described previously [2]. We report a rare 
case of refractory systemic DLBCL with secondary 
cutaneous spread presenting with tumor nodules 
with overlying focal vesiculation. 

 

Case Synopsis 
A 61-year-old woman presented to our clinic with 
refractory DLBCL diagnosed in 2015. It had initially 

started in the peri-ampullary region (of the 
duodenum), then progressed to the retro-
peritoneum in July 2018, and the breast in December 
2018. She had 6 cycles of R-CHOP (rituximab, 
cyclophosphamide, adriamycin, vincristine, and 
prednisolone) chemotherapy but did not achieve 
clinical remission. She later received two cycles of 
bendamustine and obinutuzumab. In January 2019, 
she presented with a 2-week history of 
asymptomatic localized blisters over her right thigh. 
Her lesions started to appear two months following 
her last chemotherapy cycle. Those lesions had been 
treated by the primary oncology team with 
intravenous acyclovir for more than one week with 
no improvement. Physical examination 
demonstrated several scattered one cm indurated 
erythematous nodules, some with overlying vesicles, 
on her right thigh (Figure 1). Histopathological  

Abstract 
Blister formation as a presentation of B-cell 
lymphoma is extremely rare; only one case has been 
previously reported in the literature to our 
knowledge. We report a patient known to have 
refractory systemic diffuse large B-cell lymphoma 
who presented with nodules with overlying vesicular 
lesions, which was consistent with secondary 
cutaneous spread of diffuse large B-cell lymphoma. 

Figure 1. Scattered indurated erythematous nodules over the 
right thigh. Some nodules have overlying vesicles (arrows). 
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examination of a 4mm punch biopsy from a vesicule 
showed a dense diffuse dermal infiltrate composed 
of atypical large lymphoid cells with irregular nuclei 
and visible nucleoli with an overlying intraepidermal 
bulla formation (Figure 2A, B). Immunohisto-
chemical staining of the atypical large lymphoid cells 
showed strong positivity for CD20 (Figure 2C), 
CD79a, BCL6, and CD10 (Figure 2D). Some tumor 
cells focally expressed CD30. Staining for CD3, 
MUM1, and EBV was negative. Ki67 proliferation 
index was approximately 60%. Based on the clinical, 
histological and immunohistochemical features, a 
diagnosis of secondary cutaneous relapsed DLBCL  

was made. No specific treatment was provided for 
cutaneous involvement since lesions were 
asymptomatic. 

 

Case Discussion 
The association of bullous lesions with cutaneous 
lymphoma is rare. Most cases have been described in 
cutaneous T-cell lymphoma with more than 20 
reported cases of bullous mycosis fungoides [3]. 
However, the occurrence of blisters in B-cell 
lymphomas is extremely rare and has only been 
reported once in the literature [2]. An association of  

Figure 2. A) Diffuse infiltration of the superficial dermis by atypical large lymphoid cells with epidermal necrosis and intraepidermal bulla 
formation. H&E, 50×. B) High power view showing large lymphoid cells with irregular nuclei and visible nucleoli. H&E, 200×. C) The large 
cells are positive for CD20 immunostain, 200×. D) CD10 immunostain, 200×. 
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blistering diseases with DLBCL has been described 
with a paraneoplastic pemphigus-like eruption with 
negative autoantibodies [4]. Eosinophilic dermatosis 
of myeloproliferative disease presenting with 
edematous nodules with central vesicular eruption 
was reported once in a patient with stage IV systemic 
DLBCL [5]. Our patient had a history of systemic 
DLBCL that later spread to involve the skin in which 
the vesicles were located only on the indurated 
erythematous nodules involved by DLBCL. 
Histopathologically, there was a dense infiltrate of 
large atypical lymphoid cells beneath the bullae. 
Immunohistochemical staining of the skin biopsy 
revealed that the lymphoid cells were of B cell  

lineage with the same immunohistochemical 
expression profile as her systemic DLBCL. 
 

Conclusion 
This is a rare, unique morphological presentation of 
secondary cutaneous B-cell lymphoma. Although 
the mechanism and significance of blister formation 
in DLBCL is unclear, patients with systemic DLBCL 
can develop secondary cutaneous involvement in 
the form of focal vesicles and a relapse should be 
considered. 
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