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Leser-Trelat sign and gastric adenocarcinoma: case report and literature review
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INTRODUCTION

eser-Trélat sign (TLS) is a rare condition characterized

by the sudden eruption of multiple seborrheic

eratoses  associated with internal  neoplasia,
occurring before, during, or after its detection.!* It has been
described in adenocarcinomas (gastrointestinal, breast,
ovary, uterus, prostate, kidney, and lung), lymphoproliferative
diseases, and in metastatic situations. Keratofic lesions are
rounded, hyperpigmented (brown to black in color) due
to the accumulation of keratin in their composition, with a
warty appearance, varying in size, located in the chest and
back, extremities, face, abdomen, neck, and armpits.* It may
course with pruritus and acanthosis nigricans.” The sudden
appearance, with a rapid increase in number and size of
these lesions, is probably related to the release of tumor
growth factor alpha.® This report, approved by the institutional
ethics committee, added to the literature review warns that
the presence of the Leser-Trélat sign points fo the need for
investigation of malignancy, especially of the digestive tract.

CASE REPORT

A 58-year-old woman, anicteric, presented with excessive
itching and pigmented papular lesions on the chest and face,
erupfive, with progressive enlargement for about 1 year.
She underwent previous treatments for scabies and allergy
in primary care, with no response. In the consultation with a
dermatologist, multiple seborrheic keratoses and suspicion
of TLS were defected. In the investigation, laboratory tests
revealed: AST 193, TGP 373, Gamma-GT 1768, BD 2.¢ Bl
0.7 BT 3.° and alkaline phosphatase 1001. Ten months later,
she was diagnosed with duodenal papilla neoplasia based
on a suggestive clinical picture, weight loss, abdominal pain,
together with tomography showing ill-defined thickening of
the pancreatic head and the second duodenal portion (Figure
1). The anatomopathological analysis revealed moderately
differentiated tubular adenocarcinoma with signs of metastasis
to regional lymph nodes (Figure 2).

The case was classified as T2NTMO (stage IIA),
submitted to Whipple operation (pancreaticoduodenectomy)

and neoadjuvant chemotherapy with gemcitabine with
good tolerance. Then she underwent chemotherapy with
5-fluorouracil and leucovorin. With tumor removal, there was
total improvement of pruritus and progressive reduction of
keratotic lesions, and 1 month after the surgical procedure, the
liver profile and bilirubin were normal. After 1 year, CT scans
showed no recurrence or metastases (Figure 3). The patient

remained under periodic follow-up with safisfactory evolution.

FIGURE 1 — Computed axial tomography scan of the abdomen
showing ill-defined thickening of the head of the pancreas
and the second portion of the duodenum

Sy
Sl

FIGURE 2 — Moderately differentiated and invasive duodenal papillar
tubular adenocarcinoma (H&E)
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FIGURE 3 — Computerized axial tomography 1 year after surgical
resection showing no recurrence or metastases

DISCUSSION

Adenocarcinomas are malignant tumors originating from
glandular histology and, in the case of this report, involve
the duodenal papilla. When there is a neoplastic process in
it, it is common to have a clinical association with cholestatic
jaundice at the expense of direct bilirubin, excessive pruritus,
abdominal pain, choluria, and fecal acholia.® Initially, they
may be asymptomatic.

The most prevalent adenocarcinomas of the digestive
system affect the stomach and liver. Gastric tumors have a high
incidence in developing countries, with adenocarcinoma in
95% of cases. The prevalence is accentuated in men, in the
age group between 60 and 70 years.” Liver tumors are more
present in a secondary way as a result of metastases. Among
the primary carcinomas, hepatocellular carcinoma is the most
frequent (80% of cases), with more aggressive predicates, but
it is usually diagnosed late because it is asymptomatic until
there is a strong deficit in liver architecture and functionality.®?

The therapeutic planning of gastric adenocarcinoma
depends on the staging, age and general health of the patient,
type of tumor, chances of cure and specificities of each case.
The main resources are surgery, chemotherapy, targefed

therapy, immunotherapy, radiotherapy and palliative care,
and most of the time a combination of these resources is used,
associated with the support of a multidisciplinary team.™

Anamnesis, physical examination, and cutaneous signs
helped in the initial suspicion, and laboratory tests, imaging,
and biopsies were later requested for confirmation and
staging in an oncology service. In the present case, there was
a correlation between the clinic and the laboratory findings,
such as elevated liver enzymes and bilirubin, imaging tests
(Figure 2), and anatomopathological analysis of material
obtained by upper gastrointestinal endoscopy, confirming the
diagnosis. Staging guided freatment and prognosis.

The processes for the development of TLS are still unknown;
however, it is believed to be induced by factors that lead to
neoplasia. Changes in serum levels of human growth factors,
including TGF-a, TGF-, and epidermal growth factor (EGF),
have been implicated in the pathogenesis of the signal>™ Its
reappearance dfter freatment may indicate recurrence of the
neoplasm. With the removal of the neoplastic lesion, there
is regression of seborrheic keratoses, although they can be
treated with chemical cauterization, liquid nitrogen, laser,
among other resources.? In this patient, the pruritus may have
resulted from the skin lesions and/or cholestasis and, as well,
the TLS also regressed.

The abrupt eruption of seborrheic keratoses in SLT is
notorious and should not be confused with generalized
seborrheic keratosis of gradual onset or other dermatoses.
It should be noted that seborrheic keratoses may present
variations in their surface, symmetry, coloration, and
subtypes, and may be confused with viral wart, pigmented
nevus, melanoma cancer, and non-melanoma on clinical
examination. The efficacy of its diagnosis can be improved
with dermoscopy and, eventually, with excisional biopsy for
histopathological study and confocal microscopy.??” Pruritus
occurs in almost half of the patients, but also in seborrheic
keratoses not associated with malignancy and in other
diseases, which should be excluded.

TABLE — Characteristics of patients with Leser-Trélat sign associated with gastrointestinal tract neoplasia, according to the literature

Gender Diagnosic method of
Cases Location of CSs Site of neoplasia Initial manifestations of neoplasms 9 Neoplasm Treatment
and Age neoplasia

H, 70 Back Stomach and duodenum Malaise and heartburn Gastrectomy
2 M, 39 Thorax Sigmoid colon NU NU Rectosigmoidectomy 13
Scalp, face, forearm, back, X . Weight loss, anorexia, abdominal pain, : -
8 M, 49 I iy S oy Stomach with body metastasis Y UGI and biopsy Palliative chemotherapy 14
4 H, 62 Fuce,. neck, chest, back liver Fcn.gue, upper abdominal discomfort, and A.bdomlnul USG, MR, and Sy 15
and limbs weight loss biopsy
5 H, 57 Back Stright Chonge of bowel habit, thin stools, and rectal ey NU 16
bleeding
UDE, colonoscopy, biopsy, CT '
6 H, 65 Neck and back Esophagus Progressive dysphagia and weight loss scan of the chest, abdomen, Cerisiamy; @elElioery e 17
. chemotherapy
and pelvis
o ) Dyspepsia, aerophagia, reflux symptoms, and X Esophagogastrectomy, cholecystectomy,
7 H, 67 Chest and abdomen Stomach with liver metastasis 5 EDA, biopsy and PET-CT 18
weight loss splenectomy, and chemotherapy
8 M, 70 Trunk Bile ducts We\ght.k)ss, |o.und|ce, clear stools, and TC and CA 19-9 elevated ERCP, palliative care 19
abdominal pain
9 H, 68 Face, left arm and waist Liver Asymptomatic CT and biopsy Liver resection 20
10 H, 80 Torso and back Gasrromtesrmql fract with Weight I?fs, right hypochondrium pain, nauseaq, U.SG, elevated CEA, CT, and NU 2
body metastasis and vomifing biopsy
n H, 61 Face, neck, chest, back Stomach‘wnh pancreatic Hyperp}gmentahon of frunk and face, upper Elevated CEA and biopsy A e o 2
and head metasfasis abdominal pain
12 NI, 92 Thorax and back Pancreus- bl Asthenia, hyporexia and weight loss NU Palliative care 23
metastasis
Armpit, groin, navel, neck, ) . . Elevated CA 19-9 and hrm
13 M, 41 shoulders and anus Stomach with body metastasis  Asymptomatic A | Palliative chemotherapy 24
14 M, 49 Urperardlrareiaiis Metastatic liver to lymph Arthralgia, weight loss, abdominal fullness, and ~ CA 19-9 and alpha-fede Sy 25

CSs =seborrheic keratoses; Tto = freatment; Ref = references; H=man; M =woman; NI = notinformed; UDE = upper gasfrointestinal endoscopy); US = ulirasound; MRI = magnetic resonance imaging; CT = computed fomography;

nodes, lung, and bones

ERCP = endoscopic retrograde cholangiopancreatography
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In order to deepen the correlation between gastric
neoplasms and TLS, case reports were searched with the
keyword: “Leser Trelat sign” and those associated with
neoplasms of the digesfive system were manually chosen. A
total of 14 reports published in the last 10 years in the Scielo,
Pubmed and VHL indexes were selected (Table).

Areview of the literature 12-25 denotes the scarcity of these
publications (Table 1) and reveals that TLS affects the thorax
and back of males (57% of cases), adults and the elderly, with
an earlier manifestation at 39 years of age. The most common
neoplastic sites are the stomach and liver, respectively, with
gastric tumors in primary primacy, and hepatic tumors in a
secondary and metastatic manner.

As a final message and considering the limitations of
this study, the possible potential of the Leser-Trélat sign as a
paraneoplastic sign becomes evident, especially in gastric and
hepatic sites. Therefore, when semiological signs suggestive of
it are perceived, dermoscopy analysis, laboratory markers,
and imaging fests are necessary to look for neoplasfic
complications, with the use of a specific biopsy if there is
suspicion of a suitable site.

Authors’ contributions
Conceptualization: Giulia Tonon
Methodology: Pedro Henrique Pereira Corradini
Writing (original draft): Katia Sheylla Mallta Purim
Writing (proofreading and editing): All authors

REFERENCES

_1. Tibaduiza Mogollén YA, Miranda-Diaz AJ, Navas Torrejano DS.
Signo de Leser-Trélat, signo paraneopldsico en céncer de mama
metastdsico: presentacién de caso. Revista Med. 2018;26(2):60-4.
Available from: hitp://www.scielo.org.co/scielo.php2pid=50121-
52562018000200060&script=sci_abstract&ting=es

2. Cristina D, Lucia Martins Diniz, Bruna Anjos Badard, Elton Almeida
Lucas. Ceratoses seborreicas miltiplas em local previamente
irradiado.  2020;95(6):771-3. Available from: https://www.
anaisdedermatologia.org.br/pt-ceratoses-seborreicas-multiplas-
em-local-articulo-$2666275220302940

_3. Duarte]JA, Marcos-Pinto A, Borges-Costal. Cutaneous Paraneoplastic
Manifestations of Hematological Malignancies. Medicina Interna.
2017;24(2):138-45. Available from: https:/ /revista.spmi.pt/index.
php/rpmi/article/view /745

4. Donato Piazza C, De Almeida S, Sampaio P. Originales
Queratose  seborréica:  estudo  clinico, dermatoscépico e
histopatolégico Seborrheic Keratosis: a Clinical, Dermatoscopical
and Histopathological Evaluation. Med Cutan lber Llat Am.
2003;31(6):363-6. Available from: https://www.medigraphic.
com/pdfs/cutanea/mc-2003 /mc036c¢.pdf

5. De Mattos Bdrtholo R, Prudente Bdrtholo T, Florido R. Leser-Trélat
-Um sinal clinico revisitado. Leser-Trélat -An revisited clinical sign.
Pulmdo RJ. 2009;18(1):53-6. Available from: http://www.
sopterj.com.br/wp-content/themes/_sopterj_redesign_2017/_
revista/2009/n_01/12.pdf

_6. Almeida LA de, Almeida DTV de, Martins M do CM, Alves DF de A,
Barbosa T, Gouvéa GV, et al. Adenocarcinoma de papila duodenal
maior - Um relato de caso. Wwwrmmgorg.30(0):10-2. Available
from: http:/ /www.rmmg.org/artigo/detalhes/2649

7. Cancer de estdémago [Internet]. Instituto Nacional de Cancer -
INCA. Available from: https://www.gov.br/inca/pt-br/assuntos/
cancer/tipos/estomago

_8. Céncer de figado [Internet]. Instituto Nacional de Céancer - INCA.
Available  from:  https://www.gov.br/inca/pt-br/assuntos/
cancer/tipos/figado

9. Boin DI, Correia MF. Perfil epidemiolégico e clinico dos pacientes
diagnosticados com  hepatocarcinoma com indicacdo de
transplante e fatores de risco associados & sobrevida. XXVIII
Congresso de Iniciacéo Cientifica da Unicamp. Unicamp; Available
from: https:/ /www.prp.unicamp.br/inscricao-congresso/
resumos/2020P16529A2961501281.pdf

_10.Toneto MG, Viola L. Current status of the multidisciplinary treatment
of gastric adenocarcinoma. ABCD Arquivos Brasileiros de Cirurgia
Digestiva (S&o Paulo). 2018;31(2). Available from: https://www.
scielo.br/pdf/abecd/v31n2/pt_0102-6720-abcd-31-02-e1373.
pdf

_11. Bernett CN, Schmieder GJ. Leser Trelat Sign [Internet]. PubMed.
Treasure Island (FL): StatPearls Publishing; 2021. Available from:
https:/ /www.ncbi.nlm.nih.gov/books/NBK470554/

_12.Kirchberger M. Gastrointestinal: Eruptive seborrheic keratoses: sign
of Leser-Trélat in gastric adenocarcinoma. 2019;34(12):2058-8.

_13. Goergen DI, Oliveira FIS de, Neto JAD, Rodrigues PD, Teixeira
UF, Goldoni MB. Aparecimento de sinal de Leser-Trélat apds o
tratamento de adenocarcinoma de célon: um relato de caso.
Arquivos Catarinenses de Medicina. 2018;47(1):212-5. Available
from: https:/ /revista.acm.org.br/index.php/arquivos/article/
view/211/241

14. Ahmad B, Pierson N, Adnan M, Phan M, Jenkins J, Pant S, et al. Distant
skin metastases as primary presentation of gastric cancer. The Journal
of Community and Supportive Oncology. 2015;13(4):156-8.

_15.Li JH, Li B, Guo H, Gao XH. Leser-Trelat sign with primary hepatic
carcinoma. Indian Journal of Dermatology, Venereology, and
Leprology. 2015;81(3):320.

_16.Martinez-Herndndez Magro P, Jaime Bdez-Garcia JJ, Bdez-
Avifia J. Signo de Leser-Trélat con carcinoma de recto. Revista de

Gastroenterologia de México. 2014;79(4):294-5.

_17. Gaduputi V, Chandrala C, Tarig H, Kanneganti K. Sign of Leser-Trélat
Associated with Esophageal Squamous Cell Cancer. Case Reports in
Oncological Medicine. 2014;2014:1-3.

_18.Flores Palomar FJ, Boyer Duck E, Vargas Chandomid E, Escobar
Arriaga E, Montes de Oca Orellana CR, Alfeirdn Ruiz A, et al. Signo
de Leser-Trélat, como manifestacién inicial en adenocarcinoma
géstrico oculto. Acta médica Grupo Angeles. 2019;17(3):274-7.
Available from: https://www.scielo.org.mx/scielo.php@script=sci_

arttext&pid=51870-72032019000300274

_19. Morgenthau A, Almudaires A. Klatskin's cholangiocarcinoma
presenting with the sign of Leser-Trelat. BMJ Case Reports.
2019;12(10):e232507.

_20.Wang Z, Zhao Y, Luo J. A case of liver cancer identified by Leser-
Trélat's sign. Digestive and Liver Disease: Official Journal of the Italian
Society of Gastroenterology and the Italian Association for the Study
ofthe Liver;52(3):353. Available from: https: / /pubmed.ncbi.nlm.nih.
gov/31918968/

_21.Teles Neto C, Valentim M. Signos de Leser-trélat en un carcinoma de
células en anillo de sello. Galicia Clinica. 2022;83(1):53. Available
from: https://galiciaclinica.info/PDF /64 /2462 pdf

_22.Wang N, Yu PJ, Liu ZL, Zhu SM, Zhang CW. Malignant acanthosis
nigricans with Leser—Trélat sign and tripe palms: A case report. World
Journal of Clinical Cases. 2020;8(22):5632-8.

~23.CuervoPinna MA. Leser-Trelatsign associated with pancreatic cancer.
Elsevier. Elsevier - Medicina Clinica; 2016.

_24.Zhang N, QianY, Ai Ping Feng. Acanthosis nigricans, tripe palms, and
sign of Leser-Trélat in a patient with gastric adenocarcinoma: case
report and literature review in China. 2015;54(3):338-42.

_25.0luwakemi Onaijin, Comfere NI. Co-occurrence of malignant
acanthosis nigricans and the Leser-Trélat sign in a patient with
hepatocellular carcinoma. 2014;54(5):146-8.

~26.Roh NK, Hahn HJ, lee YW, Choe YB, Ahn KJ. Clinical and
Histopathological Investigation of Seborrheic Keratosis. Ann
Dermatol. 2016;28(2):152-8. Doi: 10.5021/ad.2016.28.2.152.

_27. Porto ACS, Blumetti TP, Macedo MP, Braga JCT. Melanoacanthoma: a

potential pitfall onreflectance confocal microscopy. An Bras Dermatol.
2019;94:747-50.

@ ® BioSCI. | Curitiba | 2024 | 82 | 00008



https://creativecommons.org/licenses/by/4.0/deed.pt_BR
http://www.scielo.org.co/scielo.php?pid=S0121-52562018000200060&script=sci_abstract&tlng=es
http://www.scielo.org.co/scielo.php?pid=S0121-52562018000200060&script=sci_abstract&tlng=es
https://www.anaisdedermatologia.org.br/pt-ceratoses-seborreicas-multiplas-em-local-articulo-S2666275220302940
https://www.anaisdedermatologia.org.br/pt-ceratoses-seborreicas-multiplas-em-local-articulo-S2666275220302940
https://www.anaisdedermatologia.org.br/pt-ceratoses-seborreicas-multiplas-em-local-articulo-S2666275220302940
https://revista.spmi.pt/index.php/rpmi/article/view/745
https://revista.spmi.pt/index.php/rpmi/article/view/745
https://www.medigraphic.com/pdfs/cutanea/mc-2003/mc036c.pdf
https://www.medigraphic.com/pdfs/cutanea/mc-2003/mc036c.pdf
http://www.sopterj.com.br/wp-content/themes/_sopterj_redesign_2017/_revista/2009/n_01/12.pdf
http://www.sopterj.com.br/wp-content/themes/_sopterj_redesign_2017/_revista/2009/n_01/12.pdf
http://www.sopterj.com.br/wp-content/themes/_sopterj_redesign_2017/_revista/2009/n_01/12.pdf
http://www.rmmg.org/artigo/detalhes/2649
https://www.gov.br/inca/pt-br/assuntos/cancer/tipos/estomago
https://www.gov.br/inca/pt-br/assuntos/cancer/tipos/estomago
https://www.prp.unicamp.br/inscricao-congresso/resumos/2020P16529A29615O1281.pdf
https://www.prp.unicamp.br/inscricao-congresso/resumos/2020P16529A29615O1281.pdf
https://www.scielo.br/pdf/abcd/v31n2/pt_0102-6720-abcd-31-02-e1373.pdf
https://www.scielo.br/pdf/abcd/v31n2/pt_0102-6720-abcd-31-02-e1373.pdf
https://www.scielo.br/pdf/abcd/v31n2/pt_0102-6720-abcd-31-02-e1373.pdf
https://www.ncbi.nlm.nih.gov/books/NBK470554/
https://revista.acm.org.br/index.php/arquivos/article/view/211/241
https://revista.acm.org.br/index.php/arquivos/article/view/211/241
https://www.scielo.org.mx/scielo.php?script=sci_arttext&pid=S1870-72032019000300274
https://www.scielo.org.mx/scielo.php?script=sci_arttext&pid=S1870-72032019000300274
https://pubmed.ncbi.nlm.nih.gov/31918968/
https://pubmed.ncbi.nlm.nih.gov/31918968/
https://galiciaclinica.info/PDF/64/2462.pdf

