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Abstract

Leser-Trélat sign is a paraneoplastic disorder characterized by the eruptive appearance of
multiple seborrheic keratoses. Leser-Trélat sign is generally associated with
gastrointestinal adenocarcinoma; however, the association with malignancy is
controversial. We present the case of a 37 year old male smoker, identified with Leser-
Trélat sign and the ensuing clinical decision making and radiologic workup in search of
underlying malignancy. Given the patient’s young age and smoking history, chest
radiographs and age appropriate primary care managed cancer screening were chosen, in
lieu of expensive, higher radiation dose, whole body imaging modalities such as PET or
CT. The chest radiographs were normal, and the patient remains cancer free. Further
research is needed to elucidate the underlying mechanisms of Leser-Trélat sign, validate
its association with malignancy, and generate consensus evidence based medical
guidelines with input from all specialties that manage oncologic patients to assist
clinicians contain costs, minimize medical radiation exposure, and maintain high level
diagnostic accuracy.
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Introduction

Several paraneoplastic disorders may be associated with the possibility of underlying
malignancy. Some examples include musculoskeletal disorders (e.g. dermatomyositisis),
reactive erythemas (e.g. erythema gyratum repens), vascular disorders (e.g. Trousseau's
syndrome), papulosquamous dermatologic disorders (e.g. acrokeratosis paraneoplastica),
and disorders of hair growth (e.g. hypertrichosis lanuginosa acquisita).!:? The clinical
manifestations of these syndromes may precede, coincide with, or follow the diagnosis
of cancer. Leser-Trélat sign is characterized as an eruptive appearance of multiple
seborrheic keratoses historically associated with underlying malignant disease in medical
literature. The abrupt appearance of copious seborrheic keratoses was first documented
by two surgeons Edmund Leser and Ulisse Trélat,> and a later subsequent report clearly
defined an association between this dermatologic event and cancer.* Leser-Trélat sign is
usually associated with adenocarcinoma of the gastrointestinal tract, but may also occur
in a vast array of others organs or herald other types of cancer including hematologic,
soft tissue, and skeletal malignancies.>"!! This paraneoplastic syndrome is thought to be
related to a tumor-derived circulating growth factor, which induces epidermal
proliferation and results in the rapid development of multiple seborrheic keratosis.'?
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However, seborrheic keratoses are extremely common with age and genetics being
strong risk factors. Likewise, age and genetics are risk factors for many cancers. Various
authors cast doubt on anything other than a mere coincidental association between cancer
and Leser-Trélat sign.!3 These authors suggest that it would be useful to distinguish
between a Leser-Trélat sign and a Leser-Trélat syndrome. They propose that Leser-Trélat
sign be defined as a sudden acute emergence of seborrheic keratoses sometimes
accompanied by pruritus or acanthosis nigricans. According to this definition, Leser-
Trélat sign may be present with or without occult malignancy and is detectable with
history and physical examination alone. The Leser-Trélat syndrome would describe a
paraneoplastic syndrome in patients with the Leser-Trélat sign in whom an occult
malignancy was identified after the appearance of the sign. Supporting these authors
proposal, Leser-Trélat sign has been described in many nonmalignant conditions
including HIV infection,!* generalized dermatitis,'> and heart transplant.!® Other case
reports describe the appearance of the Leser-Trélat sign and completion of expensive
diagnostic workups followed by multiple years of surveillance without the appearance of
malignancy.!’

We present a case of a young patient identified with the controversial Leser-Trélat sign
and the ensuing clinical decision making and radiologic workup in search of underlying
malignancy.

Case Report

An overweight 37 year old male US Army Reservist was seen in Dermatology clinic due
to a suspected dermatofibroma on his left elbow. The lesion was excised and pathology
confirmed the suspected diagnosis. Incidental to this visit, the physician observed and the
patient endorsed a recent eruption of multiple seborrheic keratosis following a distal
clavicle resection due to impingement ten days earlier. His past medical history was
significant for moderately controlled hypertension on Lisinopril 20 mg daily, and
hyperlipidemia. The patient endorsed a half pack per day cigarette smoking habit, in
excess of twenty years.

Dermatologic examination revealed a male with type 1 skin with scattered flesh colored,
stuck-on appearing papules and plaques, too numerous to count, on the posterior to his
axilla bilaterally and to a lesser extent on the dorsum of his hands consistent with stucco
and seborrheic keratoses (Figures 1 and 2).

Given the patient’s considerable tobacco history and the identification of Leser-Trélat
sign, plain film chest radiographs were ordered by dermatology to evaluate for
pulmonary malignancy and the patient was referred back to primary care for further age
appropriate cancer screening. The posterior to anterior and lateral radiographs revealed
no acute cardiopulmonary disease (Figures 3 and 4). The attending radiologist suggested
considering a positron emission tomography coupled with computed tomography (PET-
CT) scan if clinical suspicion of occult malignancy was high.

The patient declined histopathologic sampling of the lesions. The majority of the lesions
on the dorsum of the patient’s hands, which had been classified clinically as seborrheic
keratoses by the dermatologist, resolved within one month of onset.

Discussion

Above, we present a case of a patient identified with the Leser-Trélat sign and the
ensuing clinical decision making and radiologic workup in search of underlying
malignancy. Leser-Trélat is a controversial paraneoplastic dermatologic sign of internal
malignancy. In our case report, the attending physician (i.e the dermatologist) elected to
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use plain film chest radiographs to evaluate for lung cancer given the patient’s significant
tobacco history, in addition to standard primary care managed age appropriate cancer
screening (e.g. colonoscopy). Given, that the average age of appearance of Leser-Trélat
sign is approximately sixty years old when associated with underlying malignancy,!” this
management choice seems reasonable, despite the reports of malignancy accompanying
Leser-Trélat sign in young adults.” An alternative explanation, for the appearance of the
Leser-Trélat sign in this patient may be that immune and inflammatory cytokines were
released in response to the surgical stress or opioid pain control from the patient’s recent
distal clavicle resection subsequently initiating a dermatologic reaction. This is
consistent with other case reports in which Leser-Trélat sign appeared shortly after
surgery. !0

An alternative management choice would have been an expensive whole body PET-CT
scan [approximately 1500-3000 US dollars!®], or chest/abdomen/pelvis CT scan
[approximately 650-1200 US dollars!®2%], in an aggressive, non-invasive whole body
search for malignancy, instead of a chest radiograph [approximately 70 US dollars?'].
PET-CT has poor sensitivity for some gastrointestinal malignancies?? and thus may not
be an ideal screening tool. In this case, the selection of chest radiographs with a total
effective dose equivalent (TEDE) between 0.06 and 0.25 milliseverts?? spared the patient
a TEDE of approximately 25 milliseverts2* from a whole body PET-CT scan, a radiation
dose reduction of at least two orders of magnitude. One could argue that no further work
up is warranted other than periodic surveillance due to the questionable positive
predictive value of Leser-Trélat sign for malignancy especially amongst young patients.
Generation of consensus evidence based medical guidelines with input from all
specialties that manage oncologic patients is needed to assist clinicians contain costs,
minimize medical radiation exposure, and maintain diagnostic accuracy when managing
controversial paraneoplastic signs including Leser-Trélat. The patient was counseled on
the potential risks and benefits of the both clinical decision alternatives and expressed
desire to not undergo PET-CT imaging for Leser-Trelat sign.

In summary, the association between Leser-Trélat sign with underlying internal
malignancy is controversial, and appropriate clinical management is subject to
interpretation and is case dependent. The authors propose that the work up for patients
with the Leser-Trélat sign include a full history and physical by their primary care
provider and testing directed by pertinent positives on history, review of systems,
physical examination or based on risk factors (e.g. smoking, intravenous drug use,
asbestos exposure). All patients with a potential paraneoplastic syndrome should use the
opportunity to get their age-appropriate cancer screening updated (e.g. well woman
exam, colonoscopy, mammography). More expensive testing such as PET-CT scan
maybe warranted if clinical suspicion for occult malignancy remains high. Further
research is needed to elucidate the underlying mechanisms of Leser-Trélat sign, and
generate consensus evidence based medical guidelines with input from all specialties that
manage oncologic patients to assist clinicians contain costs, minimize medical radiation
exposure, and maintain a high level of diagnostic accuracy.

Disclaimer

The views expressed in this article are those of the authors and do not necessarily reflect
the official policy or position of the Department of the Navy, Department of Defense, nor
the United States Government.
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Figure 1: Sign of Leser Trelat — Abrupt eruption of multiple flesh colored seborrheic
keratoses on a setting diffuse lentigines, ephelides of posterior to the patient’s right
axilla.
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Figure 2: Sign of Leser Trelat — Abrupt eruption of multiple flesh colored seborrheic
keratoses on dorsal surface of right hand. Note, that by the time these photos were
obtained the seborrheic keratoses on the dorsum of the hand had largely resolved, which
reaffirmed the author’s belief that this physical examination finding did not likely herald
underlying malignancy.
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Figure 3: Posterior-anterior chest radiograph revealing left distal clavicle excision. No
acute cardiopulmonary findings are present.
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Figure 4: Lateral chest radiograph revealing no acute cardiopulmonary findings.
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