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Porokeratosis is a chronic skin disorder charac-
terized by the presence of patches with elevated, 
thick, keratotic borders histologically featuring 
cornoid lamella. While porokeratosis usually is 
clinically defined by a slow onset, an eruptive 
variant has been reported. We report a 77-year-
old woman affected by pancreatic carcinoma 
with eruptive disseminated porokeratosis (EDP). 
We reviewed published cases of EDP developing 
suddenly or within a few months and found a total 
of 16 patients, 6 with internal malignancies of 
the liver or gastrointestinal tract. These findings 
suggest that patients with EDP should be investi-
gated for the presence of internal malignancies. 
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Porokeratosis is a clonal disorder of keratinocytes 
characterized by atrophic plaques surrounded by 
ridgelike borders with the histologic feature of 

cornoid lamella. Five clinical variants of porokerato-
sis have been described: Mibelli disease, disseminated 
superficial (actinic), porokeratosis palmaris et plan-
taris disseminata, linear, and punctate porokeratosis.1 
Squamous cell carcinoma may arise on porokeratosis 
lesions.2,3 In some patients, disseminated porokera-
tosis is observed following immunosuppression,4,5 
particularly in patients who have had renal trans-
plants.6-10 Eruptive disseminated porokeratosis (EDP) 
is a more recently described form characterized by a 

sudden onset of numerous small monomorphic pru-
ritic lesions on the trunk and extremities.11-20 The 
development of EDP occurs in a time frame varying 
from a few days to a few months. It has been described 
in patients with cancer, particularly of the liver or 
digestive tract.21-23 Sometimes skin lesions precede 
the diagnosis of cancer and spontaneously regress 
after cancer therapy, which implies that EDP may be 
a paraneoplastic syndrome.21 We describe a case of 
EDP associated with pancreatic carcinoma in a hepa-
titis C virus (HCV) carrier and review the literature 
on other cases of EDP.

Case Report
A 77-year-old woman presented with monomor-
phic, hyperpigmented, patch, round lesions with 
peripheral keratotic rings and atrophic centers of  
2 weeks’ duration. The lesions initially appeared on 
the abdomen and rapidly spread to the legs and arms 
(Figure 1), predominantly at the extensor surfaces, 
sparing the palms, soles, and face. Most of the lesions 
were asymptomatic and some were accompanied by 
pruritus or stinging. The patient had a 2-month his-
tory of pain radiating from the epigastrium to the 
back, weight loss, and asthenia. Her symptoms rap-
idly worsened with increasing pain and development 
of jaundice, as well as pruritus, ascites, and edema 
of the lower extremities. The patient was a chronic 
HCV carrier (diagnosed at the age of 52 years) with 
serum alanine aminotransferase levels persistently 
within reference range. There was no other notewor-
thy medical or surgical history. Her mother died of 
pancreatic carcinoma. Biopsy of a skin lesion showed 
mild hyperkeratosis with a flattened crest network 
in the center (Figure 2). At the periphery, typical 
cornoid lamella with dyskeratotic basal keratinocytes 
was found. A moderate lymphohistiocytic infiltrate 
was present in the dermis. Computed tomography of 
the abdomen and pelvis identified a tumor at the tail 
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of the pancreas (4.832.3 cm). Concomitantly, many 
nodular metastases were visualized in the liver, along 
with portal vein thrombosis. Liver biopsy confirmed 
metastases from pancreatic carcinoma. The patient 
died 2 weeks later of hepatic failure.

Comment
Porokeratosis lesions are believed to result from the 
peripheral expansion of an abnormal mutant clone 
of epidermal keratinocytes, which may be triggered 
by UV light, trauma, infection, or immunosuppres-
sion.4,5 Therefore, porokeratosis has been observed in 
patients with organ transplants, cancer, and chronic 
inflammatory diseases treated with immunosuppressants. 

Eruptive disseminated porokeratosis is a unique vari-
ant of porokeratosis with disseminated lesions appear-
ing within a few weeks. Some of the patients with 
EDP also have been affected by systemic diseases, and 
interestingly enough, by internal malignancies.21-23 
We present a case of EDP in a patient affected by 
pancreatic carcinoma. 

The Table presents the characteristics of  
16 patients with EDP as described in the lit-
erature. The mean age was 67 years and sex was 
almost equally distributed (7 females and 9 males); 
no familial cases of porokeratosis were reported.  
Twelve patients developed EDP in a rapidly spread-
ing mode, ranging from a few days to 2 weeks. 
Less than one-third of patients had preexisting 
porokeratosis. Moreover, it is of great interest that  
6 patients with EDP were affected by a liver or 
gastrointestinal tract malignancy. It is important 
to note that these 6 patients did not have preexist-
ing porokeratosis. The diagnosis of porokeratosis 
preceded the cancer diagnosis by a few weeks in  
3 of 6 patients. Therefore, the sudden onset of dis-
seminated porokeratosis lesions should draw atten-
tion to the presence of an internal malignancy. Of 
16 patients, 4 were HCV carriers and also had liver 
or pancreatic carcinoma. 

A possible link between porokeratosis and 
tumors may be cancer-associated immunosuppres-
sion. Another possibility is the close relationship 
between HCV core protein and expression of the 
protein p53, which is among the more important 
tumor suppressor gene products. Hepatitis C virus is 
in fact involved in the induction of p53 mutations 
during the molecular pathogenesis of hepatocellu-
lar carcinoma.24 The tumor suppressor protein p53 
serves as an important gatekeeper and effector of the 
cell cycle. Its main functions include induction of  
cell cycle arrest and activation of apoptotic cell 
death.25 Increased expression of the p53 tumor sup-
pressor gene, abnormal DNA ploidy, and premature 
apoptosis in keratinocytes under or adjacent to cor-
noid lamella has been reported to be associated with 
the molecular pathogenesis of porokeratosis.21,25-27 
Gastrointestinal tract tumors frequently are associ-
ated with increased BCL2 expression, K-ras muta-
tion, and impairment of the p53 pathway, resulting 
in the accumulation of protein p53 with apoptosis 
inhibition after a nonreparable genotoxic event and 
the survival of only mutated cells.28 

Conclusion
Our case and other published cases suggest that a 
sudden onset of EDP should alert physicians to the 
possible presence of an internal malignancy. In these 
instances, patients should be subjected to the relevant 

Figure 2. A biopsy specimen taken from the border of a 
porokeratotic lesion showed moderate epidermal atrophy 
in the center and the typical cornoid lamella with dys-
keratotic basal keratinocytes at the periphery. A moderate 
lymphohistiocytic infiltrate was present in the dermis (H&E, 
original magnification 3100). 

Figure 1. Eruptive disseminated porokeratotic lesions on 
the leg. 
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screening tests, particularly for gastrointestinal tract, 
liver, and pancreatic cancer.

References
  1.	� Pierson DM, Bandel C, Ehrig T, et al. Benign epithelial 

tumors and proliferations. In: Bolognia JL, Jorizzo JL, 
Rapini RP, eds. Dermatology. Vol 2. London, England: 
Mosby; 2008:1661-1680. 

  2.	� Maubec E, Duvillard P, Margulis A, et al. Common 
skin cancers in porokeratosis. Br J Dermatol. 2005;152:
1389-1391.

  3.	� Sasson M, Krain AD. Porokeratosis and cutaneous malig-
nancy. a review. Dermatol Surg. 1996;22:339-342.

  4.	� Kanitakis J, Euvrard S, Faure M, et al. Porokeratosis and 
immunosuppression. Eur J Dermatol. 1998;8:459-465.

  5.	� Ponticelli C, Bencini PL. Disseminated porokeratosis 
in immunosuppressed patients. Nephrol Dial Transplant. 
1996;11:2353-2354. 

  6.	� Herranz P, Pizarro A, De Lucas R, et al. High incidence of 
porokeratosis in renal transplant recipients. Br J Dermatol. 
1997;136:176-179.

  7.	� Matsushita S, Kanekura T, Kanzaki T. A case of dissemi-
nated superficial actinic porokeratosis subsequent to renal 
transplantation. J Dermatol. 1997;24:110-112.

  8.	� Anzai S, Takeo N, Yamaguchi T, et al. Squamous cell 
carcinoma in a renal transplant recipient with linear poro-
keratosis. J Dermatol. 1999;26:244-247.

  9.	� Knoell KA, Patterson JW, Wilson BB. Sudden onset of 
disseminated porokeratosis of Mibelli in a renal transplant 
patient. J Am Acad Dermatol. 1999;41(5, pt 2):830-832.

10.	� Touraud JP, Dalac S, Collet E, et al. Punctate porokera-
tosis in a renal transplant recipient. Clin Exp Dermatol. 
2003;28:329-330.

11.	� Kanzaki T, Miwa N, Kobayashi T, et al. Eruptive pruritic 
papular porokeratosis. J Dermatol. 1992;19:109-112.

12.	� Stork J, Kodetova D. Disseminated superficial porokera-
tosis: an eruptive pruritic papular variant. Dermatology. 
1997;195:304-305.

13.	� Jang YH, Chun SJ, Kang WH, et al. Eruptive disseminated 
superficial actinic porokeratosis in an immunocompetent 
host: is this associated with herpes simplex virus or bacte-
rial infection? J Am Acad Dermatol. 2004;51:1018-1019.

14.	� Makino E, Inaoki M, Fujimoto W. Inflammatory stage 
of disseminated superficial porokeratosis. J Dermatol. 
2005;32:890-893.

15.	� Kanekura T, Yoshii N. Eruptive pruritic papular poro-
keratosis: a pruritic variant of porokeratosis. J Dermatol. 
2006;33:813-816.

16.	� Niemi KM. Superficial disseminated eruptive form of 
porokeratosis mibelli on nonactinic skin areas. Acta Derm 
Venereol. 1971;51:317-318.

17.	� Eng AM, Kolton B. Generalized eruptive porokerato-
sis of Mibelli with associated psoriasis. J Cutan Pathol. 
1975;2:203-213.

18.	� Levy A, Semah D, Schewach-Millet M. General poro-
keratosis associated with primary hypoparathyroidism. 
Cutis. 1981;27:416-418.

19.	� Shimamoto Y, Shimamoto H. Differentiation of dissemi-
nated superficial actinic porokeratosis from the superficial 
disseminated eruptive form of porokeratosis of Mibelli. 
Cutis. 1988;42:345-348.

20.	� Levin RM, Heymann WR. Superficial disseminate poro-
keratosis in a patient with myelodysplastic syndrome. Int J 
Dermatol. 1999;38:138-139. 

21.	� Kono T, Kobayashi H, Ishii M, et al. Synchronous devel-
opment of disseminated superficial porokeratosis and 
hepatitis C virus–related hepatocellular carcinoma. J Am 
Acad Dermatol. 2000;43:966-968.

22.	� Lee HW, Oh SH, Choi JC, et al. Disseminated superficial 
porokeratosis in a patient with cholangiocarcinoma. J Am 
Acad Dermatol. 2006;54(suppl 2):S56-S58.

23.	� Takata M, Shirasaki F, Nakatani T, et al. Hereditary non-
polyposis colorectal cancer associated with disseminated 
superficial porokeratosis. microsatellite instability in skin 
tumours. Br J Dermatol. 2000;143:851-855.

24.	� Hussain SP, Schwank J, Staib F, et al. TP53 mutations 
and hepatocellular carcinoma: insights into the etiology 
and pathogenesis of liver cancer. Oncogene. 2007;26:
2166-2176.

25.	� Arranz-Salas I, Sanz-Trelles A, Ojeda DB. p53 alterations 
in porokeratosis. J Cutan Pathol. 2003;30:455-458.

26.	� Shen CS, Tabata K, Matsuki M, et al. Premature apoptosis 
of keratinocytes and the dysregulation of keratinisation in 
porokeratosis. Br J Dermatol. 2002;147:498-502.

27.	� Wei S, Yang S, Lin D, et al. A novel locus for disseminated 
superficial porokeratosis maps to chromosome 18p11.3. J 
Invest Dermatol. 2004;123:872-875.

28.	� Zaika AI, El-Rifai W. The role of p53 protein fam-
ily in gastrointestinal malignancies. Cell Death Differ. 
2006;13:935-940.

 
 Copyright Cutis 2010. No part of this publication may be reproduced, stored, or transmitted without the prior written permission of the Publisher.

CUTIS 
Do Not Copy




