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Abstract 
A 71-year-old man presented with numerous pruritic seborrheic keratoses, with an eruptive onset over the course of 3 months. At 
presentation, he was also found to have hypopigmented tumors diffusely scattered throughout his body that were found to be 
mycosis fungoides on histologic examination.  A theory regarding the pathophysiology of  the development of eruptive seborrheic 
keratoses in the presence of mycosis fungoides is briefly discussed and 10 previous case reports of the Leser-Trélat sign in the 
setting of mycosis fungoides are reviewed.  
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Introduction 
The Leser-Trélat (LT) sign is described as a sudden increase in size and number of seborrheic keratoses in the setting of an 
underlying malignancy [1]. The LT sign has been commonly reported as a paraneoplastic sign in association with gastric 
adenocarcinoma [2], but has also been found in acute leukemia [3], and mycosis fungoides (MF)[4]. We present an additional case 
report on the Leser-Trélat sign presenting concurrently with the diagnosis of MF, and review previous case reports as well as a 
theory on the pathophysiologic mechanism of this paraneoplastic process. 

Case synopsis 
A 71-year old man presented with numerous eruptive pruritic patches papules, and plaques on the neck, trunk, arms, and hands. 
He reported the rash began 3 months prior and had progressively expanded over time. He rated his itch severity as an eight on a 
10-point visual analog scale (VAS). The patient also reported numerous lumps over his neck, truck, and legs that appeared a year 
prior. The patient reported a history of hypertension, as well as a family history of prostate cancer (brother), and kidney disease 
(father). There was no personal or family history of skin cancer.  
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Figure 1. Hyperpigmented patches spread diffusely over legs.  Figure 2. Seborrheic keratoses overlying the trunk in combination with 

hypopigmented tumors representing mycosis fungoides 

On physical examination, there were numerous hyperpigmented patches diffusely over his trunk, back, and lower legs (Figure 1). 
Multiple hypopigmented tumors were found on the lower abdomen, back of the neck, left elbow, and central back. In addition, 
numerous keratotic papules were noted diffusely over the trunk and back (Figure 2). Icthyosiform changes , as well as 
keratoderma, were found on the lower legs. Lymphadenopathy was noted in right axilla and right inguinal area. Based on the 
presentation, tumor-stage mycosis fungoides and paraneoplastic eruptive seborrheic keratoses were suspected. 

   
Figure 3a. Acanthosis and parakeratosis with a dense nodular and diffuse infiltrate of atypical lymphocytes.  Figure 3b. 40x view of a nodular 

infiltrate of atypical lymphocytes 

Two punch biopsies were performed; one was taken from  a hyperpigmented patch on the left buttock and the second from a 
hypopigmented tumor on the right lower abdomen. Both biopsies revealed acanthosis and parakeratosis with a dense nodular and 
diffuse infiltrate of atypical lymphocytes (Figure 3), some of which were in mitosis. Prominent epidermotropism was noted. 
Immunohistochemistry displayed increased CD4 over CD8, and scattered CD20 positive cells. The biopsy from the right lower 
abdomen was consistent with nodular stage MF, whereas the biopsy from the right buttock displayed fulliculotropic MF.  

Discussion 
The case presented is consistent with the LT sign, the sudden onset (3 months) of the patient’s seborrheic keratoses in conjunction 
with the new diagnosis of mycosis fungoides. Our patient experienced significant pruritus, which is the most commonly reported 
symptom in association with the LT sign, occurring in half of reported cases [7]. Pruritus is not frequently associated with cases of 
seborrheic keratoses that are unrelated to the LT sign.  Thus, itch is an important symptom to evaluate in patients with the new 
onset of multiple seborrheic keratoses.  



We have summarized the presence of itch, demographic information, and clinical characteristics of previous case reports of the LT 
sign in the setting of MF in Table 1. We performed a literature search on Pubmed and Google Scholar using the keywords ‘Leser-
Trélat’ with ‘mycosis fungoides’, ‘cutaneous t cell lymphoma’, and ‘Sézary syndrome’. References from the extracted articles 
were also screened for additional case reports. 

Table 1. Previous case reports of mycosis fungoides associated with the sign of Leser-Trélat. 

 
We reviewed 10 previous case reports of the LT sign in the setting of MF. Our sample of 11 cases reveals an average age of 61 ± 
11 years. The sample consists of five females and six males. The seborrehic keratoses were biopsy-proven in six case 
reports and itching was associated with the LT sign in 10 of the 11 cases. 

The LT sign was reported to occur before, concurrently, or after the development of MF with a timeframe of weeks to 
years between the LT sign and MF. Of the seven cases of MF that responded to treatment, six resulted in a reduction in 
SKs or complete resolution. The high concordance of resolution of the LT sign with treatment of the underlying 
malignancy is highly suggestive that the LT sign is a true paraneoplastic phenomenon. 

A concrete pathophysiologic explanation for the LT sign has yet to be determined. Seborrheic keratoses are most commonly 
associated with mutations in the fibroblast growth factor-3 gene (FGF-3).  However, FGF-3 mutations have not been investigated 
in the setting of cutaneous T cell lymphoma (CTCL) or in association with the LT sign [5]. A number of findings have implicated 
mutations in the epidermal growth factor receptor (EGFR) gene as a potential mechanism behind the LT sign. 

In one case study, a 54-year-old woman displaying the LT sign in the setting of gastric carcinoma was found to have elevated 
epidermal growth factor in a 24-hour urinary excretion radioreceptor assay [2]. Additionally, mutations of the EGFR gene have 
been found to be associated with seborrheic keratoses on genetic screenings [5]. EGFR has additional ties to CTCL. Researchers 

Age Sex Race MF Stage SK Biopsy Itch Time to SK Response to 
Treatment 

First Author 

63 M Caucasian Plaque Yes “Severe” Concurrent Remit to 
treatment 

Martínez-Morán et 
al.8 

76 F Caucasian Unknown Yes “Extreme” 4 years after 
MF 

MF/SK 
unresponsive 

McCrary et al.9 

35 F Asian Plaque Yes “Severe” 3 weeks 
before MF 

SKs 
remained 
after 
treatment of 
MF 

Miyako et al.10 

61 F Unknown Unknown No Yes 2 years after 
MF 

Resolved 
with 
treatment 

Toonstra et al.11 

61 M Caucasian Unknown No No 2 months 
after MF 

 Safai et al.4 

59 F Unknown Sézary 
syndrome 

Unknown Yes Before 
Sézary 
syndrome 

Treatment 
results in 
reduction of 
SKs 

Bursztejn et al.12 

57 M Caucasian Sézary 
syndrome 

Yes Yes 5 years after 
MF 

Resolution 
with 
treatment 

Cohen et al.13 

58 M Unknown Sézary 
syndrome 

Yes Yes 7 months 
after MF 

Resolution 
with 
treatment 

Wieselthier et al.14 

55 M Caucasian Sézary 
syndrome  

Yes “Increased” 4 months 
after MF 

 Dantzig et al.15 

71 F Asian Sézary 
syndrome 

No “severe” Concurrent SKs 
regressed 
with SS 
therapy 

Horicuhi et al. 16 

71 M African 
American 

Tumor Stage No Yes 9 months 
after MF 

Unknown Rowe et al. 



found elevated epidermal levels of epidermal growth factor and EGFR in patients with CTCL that displayed 
pseudoepitheliomatous hyperplasia on histologic examination [6]. Additional investigation is needed in order to explore mutations 
in EGFR and additional factors in order to elucidate the pathophysiologic mechanism behind the LT sign.  

Conclusion 
We described a case of eruptive seborrheic keratoses in the setting of MF and summarized 10 previous cases of the LT sign 
associated with MF. The majority of patients from these reports suffer from pruritus related to their seborrheic keratoses and the 
majority of seborrheic keratoses resolved with treatment of MF. EGFR has shown promise in elucidating the pathophysiology of 
the LT sign in the setting of MF, but more work needs to be done to describe the mechanism of action. 
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