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1  |  INTRODUCTION

The Leser- Trélat syndrome (LTS) is a rare paraneoplas-
tic syndrome. It may be defined as the sudden eruption 
of multiple seborrheic keratoses caused by malignancy.1 
The description of this syndrome has been credited sep-
arately to Edmund Leser (1853– 1916) and Ulysse Trélat 
(1827– 1890). But, in 1990, Hollander was the first to 
emphasize the association of internal cancer with seb-
orrheic keratoses.2 This paraneoplastic syndrome is most 
frequently associated with the gastrointestinal tract tu-
mors (72%) and adenocarcinomas (76%).3 However, in 
rare cases, other primary tumors could be seen associ-
ated with LTS as breast, ovary, uterus, lymphoma, mela-
noma, and lung cancer.2 In fact, patients presenting with 
the sign of LT should be considered to harbor an occult 
malignancy until “proven” otherwise.4 Herein, we pres-
ent two cases of non- small- cell lung carcinomas associ-
ated with LTS that highlight the possibility of an early 
diagnosis of intern malignancy or progressive tumor dis-
ease thanks to LT sign.

2  |  CASE REPORTS

2.1 | Case 1

A 78- year- old smoker man, presented with 3- month his-
tory of dysphonia, dyspnea, and chest pain. On presenta-
tion, he had 97% on pulse oximetry on room air, crackles 
on auscultation of the right lung and a normal neurologi-
cal, cardiovascular, and abdominal exam. However, he 
had innumerable non- eruptive seborrheic keratoses on 
his back (Figure 1). Those lesions appeared suddenly one 
year ago but the patient did not pay any importance to 
them. High- resolution computed tomography (CT) scan of 
the chest demonstrated a large mass of the left apical lung 
(80 × 50 mm) with mediastinum's invasion which explained 
the paralysis of the recurrent laryngeal nerve (Figure 2). CT- 
guided needle biopsy of the lung was performed and his-
tological analysis showed an adenocarcinoma of the lung. 
Immunohistochemistry revealed positive reaction in tumor 
cells for CD56(+), CD117(+), CK7(+), P40(+), TTF1(+) 
without any ALK or EGFR mutation. The tumor was 
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Abstract
The syndrome of Leser- Trélat (LT) is a rare paraneoplastic syndrome. However, 
patients presenting with the sign of Leser- Trélat should be considered to harbor 
an occult malignancy or a progressive tumor disease until “proven” otherwise. 
Herein, we present two cases of non- small- cell lung carcinoma associated with 
LT syndrome.

K E Y W O R D S

diagnosis, lung cancer, progressive disease, syndrome of Leser- Trélat

www.wileyonlinelibrary.com/journal/ccr3
mailto:￼
https://orcid.org/0000-0003-4977-6419
https://orcid.org/0000-0002-0622-713X
http://creativecommons.org/licenses/by-nc-nd/4.0/
mailto:khemakhem_rim@medecinesfax.org
mailto:khemakhem_rim@medecinesfax.org


2 of 4 |   KHEMAKHEM et al.

classified T3N2M1c with renal metastases. Therefore, the 
appearance of multiple seborrheic keratoses and the pres-
ence of lung cancer defined the LTS. In this case, the LTS 
had appeared 1 year before the lung cancer's symptoms.

2.2 | Case 2

The second patient is a 76- year- old smoker man with a his-
tory of coronary disease treated by a coronary artery bypass 
surgery. He had an adenosquamous carcinoma of the lung 
in first stage (T1N0M0) (Figure 3). Surgery was not possi-
ble in front of his hurt disease. He was treated with exclu-
sive radiotherapy. Six months later, the patient presented 
dry cough, dyspnea, asthenia, and urinary incontinence. 

He also noticed a sudden appearance of multiple erup-
tive seborrheic keratoses on his back (Figure 4). Full body 
CT scan demonstrated large left upper lobar mass which 
engulfs the left pulmonary artery, invades the hilum, left 
stem branch up to the carina with multiple hilar and me-
diastinal lymph nodes (Figure  5) and the appearance of 
lever, pulmonary, and sacrum metastases. Overall, the 
findings were compatible with the diagnosis of progres-
sive tumor disease. The appearance of LTS coincides in 
this case with the tumor progression.

3  |  DISCUSSION

The LTS is a paraneoplastic syndrome characterized by 
the sudden appearance of multiple seborrheic keratoses 
in association with internal occult malignancy.1 We pre-
sent two non- small- cell lung carcinomas associated with 

F I G U R E  1  Clinical presentation of innumerable seborrheic 
keratoses on the back (case n°1)

F I G U R E  2  CT scan of case n°1: large 
mass of the left apical lung (80×50 mm) 
with mediastinum's invasion

F I G U R E  3  CT scan of case n°2: solid nodular lesion in the 
upper left lung
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LTS that highlight the possibility of an early diagnosis 
of intern malignancy or progressive disease. In our first 
case, the appearance of multiple seborrheic keratoses was 
ignored and the lung cancer was diagnosed 1 year later 
due to respiratory symptoms. In fact, although seborrheic 
keratoses are common findings, the early appearance 
of these keratoses and their eruptive nature are uncom-
mon. However, LTS is probably underestimated because 
of the lack of importance assigned to multiple seborrheic 
keratoses in personal clinical surveys.5 In the literature, 
rare cases of LT sign associated with lung cancer were re-
ported.4,6,7 Heaphy et al4 were the first to report the sign of 
LT in association of adenocarcinoma of the lung in 2000. 
To prove the association with malignant disease, Swartz 

et al2 did a retrospective review of 1752 patients with seb-
orrheic keratoses and they found that within 1 year, 62 
patients was diagnosed with visceral malignancy. This as-
sociation was due to the high level of epidermal growth 
factor receptors (EGFR) protein expressed by the tumor 
postulated many writers. High levels of EGFR might play 
a role for the development of seborrheic keratoses.1,2,4,6 
In a review of literature included 121 cases with a mean 
patient age of 61.8 years, the authors found that this syn-
drome was observed before (68.3%), after (22.1%), and at 
the time of (9.6%) malignancy diagnosis.8 Thus, patients 
presenting with the sign of LT should be considered to 
harbor an occult malignancy until proven otherwise.4 
However, the sign of LT as a paraneoplastic dermatoses 
disappears when the primary tumor is removed and reap-
pear in case of recurrence or metastases of the cancer.5 
The case reported by Heaphy et al4 showed that one year 
after treatment, the patient noticed many new seborrheic 
keratoses. A CT scan confirmed that the tumor had grown 
significantly such was the case of our second patient. In 
fact, Hussain and et al found that treatment resulted in 
clinical improvement (45%), no change (30%), exacerba-
tion (15%), or initial improvement followed by the exac-
erbation of seborrheic keratoses.8 And patient outcomes 
included disease stability/improvement (48.4%), recur-
rence (9.7%), exacerbation/metastasis/new malignancy 
(4.8%), and death (37.1%).8

4  |  CONCLUSION

LTS is a rare paraneoplastic phenomenon that doctors 
should pay attention to it to make an early diagnosis of 
intern malignancy or progressive disease. In fact, patients 
with LT must be screened to rule out the presence of oc-
cult cancer.F I G U R E  4  Multiple seborrheic keratoses on the back of case n°2

F I G U R E  5  CT scan of the chest 
demonstrated large left upper lobar mass 
which engulfs the left pulmonary artery, 
invades the hilum, left stem branch up 
to the carina with multiple hilar and 
mediastinal lymph nodes
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