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Abstract

Paraneoplastic acanthosis nigricans is connected with 
malignancies in adults in almost 100% of cases. The typical 
skin changes include: thickening and hyperpigmentation in 
typical localization with mucocutaneous involvement. 

Purpose: The authors report a case of a malignant type of 
acanthosis nigricans in 42-year old female patient with hepato-
cellular carcinoma.

Case report: First skin lesions appeared in 2000. The 
patient died within 22 months (of the first appearance of skin 
symptoms), because of hepatocellular carcinoma.

Herein we report the clinical picture, skin involvement and 
diagnostic procedures in acanthosis nigricans.

Conclusions: Paraneoplastic type of acanthosis nigricans 
– in patient with hepatocellular carcinoma is not frequently 
reported in the literature. In the aspect of clinical occurrence 
of skin lesions suggesting acanthosis nigricans the diagnostics 
should be focused on internal malignancies 

Key words: acanthosis nigricans, hepatocellular carcinoma, 
paraneoplastic syndromes.

Introduction

Acanthosis nigricans (acanthosis nigricans, AN) was firstly 
described by Pollitzer. It is characterized by eruption of many, 
symmetric, velvety hyperkeratotic lesions with brownish hyper-

pigmentation. Flexures, skin folds, axills, bend of the elbow, 
nipples, neck, navel and anogenital regions are predominantly 
involved. 

Acanthosis nigricans appears in the course of the internal 
malignancies, many systemic disorders, endocrinopathies and 
dermatological diseases (e.g. atopic dermatitis).

Based on the clinical characteristics acanthosis nigricans 
is divided into 8 types: benign AN, pseudoacanthosis nigricans 
connected with obesity, syndromic AN, paraneoplastic, malig-
nant AN, acral AN, unilateral AN, drug-induced AN and mixed 
AN. Syndromic type of AN is subdivided into type-A (Hair-
AN) with hyperandrogenism, insulin-resistance and typical 
skin lesions and type-B connected with diabetes and autoim-
munological disturbances.

Acanthosis nigricans maligna occurs in three abortive clini-
cal subforms as papillomatosis florida cutis verruciformis, tripe 
palmar syndrome and Leser-Trèlat sign. They coexist together 
or appear consecutively after each other. 

Material and methods (Case report)

The authors reported a case of a female patient with diag-
nosed paraneoplastic type of acanthosis nigricans at in the 
course of hepatocellular carcinoma (clarocellular variant G-2).

A female patient, 42 years old, engineer of motorways 
building. She had taken no drugs and never had been treated 
because of any other serious disorders. At the beginning the 
patient was hospitalized in the Dermatological Department of 
Silesian Medical Academy in Katowice in May 2000. Then, 
papillomatous, hyperpigmented lesions in folds, neck, abdo-
men and anus were observed (Fig. 1). They were symmetrically 
and quickly widespread as a papillomatous roughy changes on 
the skin folds, trunk, hands and anus. No changes abnormalities 
of oral mucosa, nail plates and hair were found. Body mass 
index (BMI) was 26. The diagnosis of acanthosis nigricans 
was based on histopatological examination. In laboratory tests: 
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blood cell count, biochemical parameters in the serum such as 
electrolytes, uric acid, glucose, aminotransferases, GGTP, LDH, 
bilirubin, amylase, total protein and electrophoresis were within 
normal limits. Sedimentation rate – 24/42. X-ray of the chest, 
upper and lower gastrointestinal tract, and abdominal and thy-
roid ultrasound examination revealed no neoplastic abnormali-
ties. The patient did not consent for further internal diagnostic 
tests. Because of skin lesions’ progression, within 6 months 
accompanied by intermittent abdominal pain, the patient was 
admitted to the Dermatological Department again in october 
2000. At this time the dermatological examination revealed 
skin lesions involving almost all the body. Skin changes were 
characterized by papillomatous, roughly hyperpigmented and 
furrowed lesions localized on skin folds, arthral flexures and 
mucosa of the mouth and anus (Fig. 2). The skin of the dor-
sum of the hands demonstrated features typical for acanthosis 
nigricans mimicked warts. on the plantar and palmar surfaces 
exceed hyperkeratosis was found. The skin colour of the whole 
body was brown – café au lait lesions. In laboratory findings 
eSr 36/84, sideropaenia (8.7 mmol/L N: 10-30.8 mmol/L) 
and elevated liver parameters (GGTP 43 N: 5-24 IU/L, ALP 
96 N: 32-92 IU/L, LDH 689 N: 266-519IU/L) were observed. 
other biochemical parameters such as glucose, electrolytes, 
creatinine, urea, uric acid, cPK, bilirubin, aminotransferases, 
total protein and total blood count cell and electrophoresis 
were within normal limits. Urine analysis and coagulation para-
meters were normal. Markers as ceA, cA 19-9 were within 
normal limits. cA 125 was increased (47.03 U/ml N: 35 U/ml). 
chest X-ray was normal. In abdominal ultrasound and in HrcT 
examination of abdomen a tumor of the left lobe was found. In 
liver biopsy no atypical cells were shown.

In November 2000 the patient was diagnosed in Gastroen-
terology Department. exploratory laparotomy revealed hepa-
tosplenomegaly with 3 cm sized tumor of the left liver lobe 
infiltrating the round ligament of the liver. On histopathological 
biopsy of the tumor, hepatocellular carcinoma (clarocellular 
variant G-2) was diagnosed. In chest X-ray the right-sided pres-
ence of two metastases (2 cm diameter each) was shown. The 
patient died within 22 months of the first appearance of skin 
symptoms.

Discussion

The malignant type of acanthosis nigricans is character-
ized by its sudden onset, rapid progression, more expressed 
hyperkeratosis and hyperpigmantation with coexisting pruri-
tus. Pathological lesions are mainly localized on the mucous 
membranes and once they appear, the diagnosis of malignancy 
should always be taken into account. 

The occurrence of acanthosis nigricans in adults is almost in 
100% is connected with internal malignancies. The most often 
proved malignancies are adenocarcinomas of the stomach, neo-
plasms of the lungs and breasts, carcinoma of the uterine and 
bladder and sarcomas and haematological proliferation.

Among 247 cases of acanthosis nigricans, mostly cancer of 
the stomach (112), subsequently lungs (20), liver (19), uterus 
(18), breast (11) and ovaries (9) were determined. Moreover, 
the coexistence of acanthosis nigricans with malignant neo-
plasms of the liver and biliary ducts such as adenocarcinoma 
of bile ducts and gallbladder and also liver carcinoma were 
reported. Acanthosis nigricans has been referred as a sign of 
liver and bile ducts disturbances, e.g. primary biliary cirrhosis 
and Wilson’s disease.

The occurrence of the abortive clinical forms of acantho-
sis nigricans depends on the type of developing malignancy. 
This subclinic types are often accompanied by neoplasms of 
gastrointestinal and respiratory tract. 

The frequency of appearance of benign acanthosis nigricans, 
not concerning with malignant neoplasms, has been assesed as 
7.1%. In this type involvement of the muscosa is very rare. Both 
benign and malignant types have similiar histologic features. The 
velvety surface of the skin lesions is the result of papillomatosis. 
Therefore only clinical progression with subjective complains 
can suggest malignant type of acanthosis nigricans. 

Conclusions

Paraneoplastic type of acanthosis nigricans – in patient 
with hepatocellular carcinoma is not frequently reported in the 
literature. 

Figure 1. Skin lesions on neck in paraneoplastic type of 
acanthosis nigricans

Figure 2. Hyperpigmentation with hyperkeratosis of the axil 
– “dirty skin”
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In the aspect of clinical occurrence of skin lesions suggest-
ing acanthosis nigricans the diagnosis should be focused on 
internal malignancies. Because of the influence of some causa-
tive agents another ethiopathogenetic factors should also be 
taken into account. 

At presented patient other than neoplasmatic processes 
leading to acanthosis nigricans were excluded in additional 
tests. 

Refferences
 1. Schwartz rA. Acanthosis nigricans. J Am Acad Dermatol, 
1994; 31: 1-14.
 2. Braun Falco O, Plewig G, Wolff H et al. Dermatology. Berlin, 
Heildelberg, New York: Springer Verlag; 2000.
 3. Munoz-Perez MA, camacho F. Acanthosis nigricans: a new 
cutaneous sign in severe atopic dermatitis and Down syndrome. 
JeADV, 2001; 15: 325-7.
 4. ceylan c, Alper S, Kilinc I. Leser-Trelat sign. Int J Dermatol, 
2002; 41: 687-8. 
 5. Möhrenschlager M, Vocks E, Wessner DB, Nahrig J, Ring J. 
Tripe palms and malignant acanthosis nigricans: cutaneous signs of 
imminent metastasis in bladder cancer? Journ of Urol, 2001; 165: 
1629-30.
 6. Yeh JS, Munn Se, Plunkett TA, Harper PG, Hopster DJ, du 
Vivier AW. Coexistence of acanthosis nigricans and the sign of Leser-
Trelat in a patient with gastric adenocarcinoma: a case report and litera-
ture review. J Am Acad Dermatol, 2000; 42: 357-62. 
 7. Banuchi Sr, cohen L, Lorincz AL, Morgan J. Acanthosis nig-
ricans following diethylstilbestrol therapy. occurrence in patients with 
childhood muscular dystrophy. Arch Dermatol ,1974; 109: 545-6.
 8. cairo F, rubino I, rotundo P, Prato GP, Ficarra G. oral acan-
thosis nigricans as a marker of internal malignancy. A case report. 
J Peridontol, 2001; 72: 1271-5.
 9. Bottoni U, Dianzani c, Pranteda G, Innocenzi D, De Giacomo 
P, Balzani A, Zampetti M, Pala S, calvieri S. Florid cutaneous and 
mucosal papillomatosis with acanthosis nigricans revealing a primary 
lung cancer. J eur Acad Dermatol Venereol, 2000; 14: 205-8. 
 10. Heymans G, Pierard J, Lustman-Marechal J, Simonis A, Sal-

hadin A, Lustman F. [Acanthosis nigricans and breast cancer]. Nouv 
Presse Med, 1980; 9: 3699.
 11. Longshore SJ, Taylor JS, Kennedy A, Nurko S. Malignant acan-
thosis nigricans and endometrioid adenocarcinoma of the parametrium: 
the search for malignancy. J Am Acad Dermatol, 2003; 49: 541-3. 
 12. Mekhail TM, Markman M. Acanthosis nigricans with endome-
trial carcinoma: case report and review of the literature. Gynecol oncol, 
2002; 84: 332-4. 
 13. Gohji K, Hasunuma Y, Gotoh A, Shimogaki H, Shimogaki H, 
Kamidono S. Acanthosis nigricans associated with transitional cell car-
cinoma of the urinary bladder. Int J Dermatol, 1994; 33: 433-5.
 14. Gross G, Pfister H, Hellenthal B, Hagedorn M. Acanthosis nig-
ricans maligna: clinical and virological investigation. Dermatologica, 
1984; 168: 265-72.
 15. ravnborg L, Thomsen K. Acanthosis nigricans and bile duct 
malignancy. Acta Derm Venereol, 1993; 73: 378-9.
 16. Scully C, Barrett WA, Gilkes J, Rees M, Sarner M, Southcott 
rJ. oral acanthosis nigricans, the sign of Leser-Trelat and cholangio-
carcinoma. Br J Dermatol, 2001; 145: 506-7.
 17. Arora A, choudhuri G, Tandon rK. Acanthosis nigricans asso-
ciated with adenocarcinoma of the gallbladder. Am J Gastroenterol, 
1985; 80: 896-7.
 18. Jacobs MI, rigel DS. Acanthosis nigricans and the sign of 
Leser-Trelat associated with adenocarcinoma of the gallbladder. can-
cer, 1981; 48: 325-8.
 19. Muramatsu T, Matsumoto H, Yamashina Y, Shirai T, Sakamoto 
K. Pemphigus foliaceus associated with acanthosis nigricans-like 
lesions and hepatocellular carcinoma. Int J Dermatol, 1989; 28: 462-3.
 20. Pham TH, Kaushik S, Lin BP, Jones DB. case report: acantho-
sis nigricans in association with primary biliary cirrhosis: resolution 
after liver transplantation. J Gastroenterol Hepatol, 1996; 11: 1021-3.
 21. Thaipisuttikul Y. Acanthosis nigricans associated with hepato-
lenticular degeneration. J Dermatol, 1997; 24: 395-400.
 22. cohen Pr, Grossman Me, Almeida L, Kurzrock r. Tripe palms 
and malignancy. J clin oncol, 1989; 7: 669-78.
 23. Heaphy Mr Jr, Millns JL, Schroeter AL. The sign of Leser-
Trèlat in a case of adenocarcinoma of the lung. J Am Acad Dermatol, 
2000; 43: 386-90. 
 24. Lomholt H, Thestrup-Pedersen K. Paraneoplastic skin manifes-
tations of lung cancer. Acta Derm Venereol, 2000; 80: 200-2.


