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A 78-year-old white woman was diagnosed in 2010 
with IgM-rheumatoid factor negative, anticyclic 
citrullinated peptide-positive, non-erosive rheuma-
toid arthritis (RA). Since diagnosis, she had always 
been treated with methotrexate (MTX), although 
in different dosages. Our patient presented with an 
ulcerating tumour (figure 1A) on her left upper leg 
which developed over the course of 4 months. She 
did not experience any constitutional symptoms 
like fever or weight loss. There was no lymphade-
nopathy at physical examination and no abnormal-
ities in her blood tests.

She was referred to the dermatology clinic, and a 
skin biopsy was performed. Histological examina-
tion revealed a CD20-positive (figure 1F) and Ki-67-
positive (figure 1G) diffuse large B cell lymphoma 
(DLBCL). Epstein-Barr virus (EBV) encoding small 
RNA’s (EBER) staining was negative (figure  1H). 
A positron emission tomography-CT did not show 
any signs of systemic involvement, consistent with 
the clinical presentation of our patient.

Based on histopathological findings, it was not 
possible to distinguish between a primary cutaneous 
DLBCL and one related to immunosuppressive medi-
cation (ie, MTX). MTX was discontinued immedi-
ately, and while awaiting additional investigations, 

the tumour started regressing without a need for any 
additional (chemo)therapy. It resolved completely 
in 5 months’ time (figure 1B,C).

MTX-associated lymphoproliferative disease 
(MTX-LPD) is rare. It has been described in a cohort 
of patients with RA to have a 0.69% incidence (over 
a 3-year observation period).1 MTX-LPD has the 
highest incidence in Japan.1 The most common 
histological subtype is DLBCL (40%–50%), 
followed by classic Hodgkin lymphoma (10%–
30%).2 While the exact underlying mechanisms of 
MTX-LPD remain unclear, it is hypothesised that 
the immune dysregulation observed in patients with 
RA, in combination with MTX-related immuno-
suppression, may play a role in its onset.3 Most of 
the MTX-associated DLBCLs resolve after discon-
tinuation of MTX as sole intervention. Remission 
percentages range up to 81%,3 dependent on stage 
at diagnosis. EBV positivity is regarded as a good 
prognostic factor.

This case demonstrates the rare entity of MTX-
LPD. We emphasise the need for immediate discon-
tinuation of MTX when the suspicion of MTX-LPD 
is raised as this may lead to complete resolution, 
without the need for chemotherapy.
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Figure 1  Development over time of cutaneous B cell 
lymphoma after methotrexate (MTX) cessation including 
histopathological examination of the skin biopsy of the 
lesion at baseline. (A) Lesion 1 week after MTX cessation. 
(B) Lesion 4 weeks after MTX cessation. (C) Lesion 23 
weeks after MTX cessation. (D) H&E staining. (E) H&E 
staining; original magnification: ×60. (F) CD20 staining. 
(G) Ki-67 staining. (H) EBER staining. D and F–H; original 
magnification: ×2.
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