
Clinical science letters

Actas Dermosifiliogr. 2009;100:329-43 331

Correspondence: Aquilina Ramírez Santos  
Departamento de Dermatología, Facultad de Medicina,  
C/ San Francisco, s/n,  
15782 Santiago de Compostela, La Coruña, Spain 
jaime.toribio@usc.es 

Conflicts of Interest  

The authors declare no conflicts of interest. 

References 

 1. Bickers DR, Frank J. The porphyrias. In: Fitzpatrick TB, 
Freedberg IM, Eisen AZ, Wolff K, Austen KF, Goldsmith 
LA, et al, editors. Dermatology in General Medicine. 
NewYork: McGraw Hill; 2003. p. 1435-66.

 2. Méndez M, Rossetti MV, del C Batlle AM, Parera VE. The 
role of inherited and acquired factors in the development of 
porphyria cutanea tarda in the Argentinean population. J Am 
Acad Dermatol. 2005;52 3 Pt 1:417-24. 

 3. Frank J, Poblete-Gutiérrez P, Weiskirchen R, Gressner O, 
Merk HF, Lammert F. Hemochromatosis gene sequence 
deviations in German patients with porphyria cutanea tarda. 
Physiol Res. 2006;5 Suppl 2:75-83.

 4. Bulaj ZJ, Phillips JD, Ajioka RS, Franklin MR, Griffen LM, 
Guinee DJ, et al. Hemochromatosis genes and other factors 
contributing to the pathogenesis of porphyria cutanea tarda. 
Blood. 2000;95:1565-70. 

 5. Sams H, Kir ipolsky MG, Bhat  L, S tr ickl in  GP. 
Porphyriacutanea tarda, hepatitis C, alcoholism and 
hemochromatosis: a case report and review of the literature. 
Cutis. 2004;73:188-90. 

 6. Mehrany K, Drage LA, Brandhagen DJ, Pittelkow MR. 
Association of porphyria cutanea tarda with hereditary 
hemochromatosis. J Am Acad Dermatol. 2004;51: 205-11. 

 7. Brady JJ, Jackson HE, Roberts AG, Morgan RR, Whatley SD, 
Rowlands GL. Co-inheritance of mutation in the 
uroporphyrinogen decarboxylase and hemochromatosis genes 
accelerates the onset of porphyria cutanea tarda. J Invest 
Dermatol. 2000;115:868-74.

 8. Feder JN, Gnirke A, Thomas W, Tsuchihashi Z, Ruddy DA, 
Basava A, et al. A novel MHHC class I-like gene is mutated 
in patients with hereditary haemochromatosis. Nat Genet. 
1996;13:399-408. 

 9. Soto L, Vega A, Goyanes V, Valverde D. Hemochromatosis in 
Galicia (NW Spain) a Celtic influence? Clin Genet. 
2000;57:454-5. 

10. González-Hevilla M, de Salamanca RE, Morales P, Martínez-
Laso J, Fontanellas A, Castro MJ, et al. Human leukocyte 
antigen haplotypes and HFE mutations in Spanish hereditary 
hemochromatosis and sporadic porphyria cutanea tarda. J 
Gastroenterol Hepatol. 2005;20:456-62.

11. Roberts AG, Whatley SD; Morgan RR, Worwood M, Elder 
GH. Increased frequency of the haemocromatosis Cys282 Tyr 
mutation in sporadic porphyria cutanea tarda. Lancet. 
1997;349:321-3.

12. Santos M, Clevers HC, Marx JJ. Mutations of the hereditary 
hemochromatosis candidate gene HLA-H in porphyria 
cutanea tarda. N Engl J Med. 1997;336:1327-8. 

13. Sanpietro M, Piperno A, Lupica L, Arosio C, Vergani A, 
Corbetta N, et al. High prevalence of the His63Asp HFE 
mutation in Italian patients with porphyria cutanea tarda. 
Hepatology. 1998;27:181-4. 

14. Martinelli AL, Zago MA, Roselino AM, Filho AB, Villanova 
MG, Secaf M, et al. Porphyria cutanea tarda in Brazilian 
patients: association with hemochromatosis C282Y mutation 
and hepatitis C virus infection. Am J Gastroenterol. 
2000,95:3516-21. 

15. Chiaverini C, Halimi G, Ouzan D, Halfon P, Ortonne JP, 
Lacour JP. Porphyria cutanea tarda, C282Y, H63D and S65C 
HFE gene mutations and hepatitis C infection: a study from 
southern France. Dermatology. 2003;206:212-6.

16. Toll A, Celis R, Ozalla MD, Bruguera M, Herrero C, Ercilla 
MG. The prevalence of HFE C282Y gene mutation is 
increased in Spanish patients with porphyria cutanea tarda 
without hepatitis C virus infection. JEADV. 2006;20: 
1201-6. 

17. D’Amato M, Macri A, Griso D, Biolcati G, Ameglio F. Are 
His63Asp or Cys282Tyr HFE mutations associated with 
porphyria cutanea tarda? Data of patients from central and 
southern Italy. J Invest Dermatol. 1998;111:1241-2.

18. Sarkany RPE. The management of porphyria cutanea tarda. 
Clin Exp Dermatol. 2001;26:225-32.

19. Méndez M, Poblete-Gutiérrez P, García-Bravo M,  
Wiederholt T, Morán-Jiménez MJ, Merk HF, et al. Molecular 
heterogeneity of familial  cutanea tarda in Spain: 
characterization of 10 novels mutations in the UROD gene. 

Br J Dermatol.2007;157:501-7. 

Melanoma in a Patient With Parkinson Disease

C. Garrido, S. Gallego, F. Vanaclocha and P.L. Ortiz
Servicio de Dermatología, Hospital Universitario 12 de Octubre, Madrid, Spain

To the Editor:

There has been discussion of the link between mela-
noma and Parkinson disease (PD) in the literature, along 
with the possible causal relationship between levodopa 
and rasagiline therapy and the appearance of melanoma. 
We present the case of an 81-year-old woman, Caucasian, 
phototype III, home maker, with no history of sunburn 

or family history of melanoma, who consulted for a pig-
mented lesion on the right cheek that had appeared a 
year earlier. Pathologic study led to a diagnosis of len-
tigo maligna and the lesion was excised. The patient had 
a personal medical history of idiopathic PD treated with 
Sinemet (levodopa/carbidopa) and Azilect (rasagiline) for 
the last 18 months. We reviewed the literature in order to 
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make an informed decision on whether or not to suspend 
these drugs in our patient. 

The Sinemet prescribing information sheet warns of 
the possibility of levodopa activating melanoma, thereby 
contraindicating its use in patients with suspect skin le-
sions or a history of melanoma. The association between 
treatment with levodopa and melanoma was first described 
in 1972 by Skibba el al,1 who published a case of the re-
currence of melanoma following treatment with levodopa. 
The hypothesis stems from the fact that dopamine (the 
deficient neurotransmitter in PD) and melanin share com-
mon metabolic pathways and it is suggested that exoge-
nous levodopa could have some effect on melanin synthe-
sis, increasing melanogenesis and stimulating melanoma 
growth. Individual cases and series of cases along the same 
lines were published from the 1970s to the 1990s. In 2003, 
Fiala et al2 published a review of all 43 cases published to 
date, adding a further 11 cases from their own institu-
tion in Texas, United States. They analyzed the average 
age at diagnosis of the 2 diseases; whether the diagnosis 
of melanoma occurred before or after initiating treatment 
with levodopa; the average time between starting treat-
ment with levodopa and the appearance of the melanoma; 
and the average amount of levodopa consumed before the 
diagnosis of melanoma was made. The resulting data were 
heterogeneous and inconclusive on all fronts, whereby it 
was suggested that the relationship between treatment 
with levodopa and melanoma was more of a coincidence 
than a causal relationship.

In 2006, Olsen et al,3 in Denmark, published a retro-
spective case-control study (cases: 8090 patients with PD; 
controls: 32 236 people from the central register) in which 
they measured the prevalence of cancer from 1943 until 
the date of diagnosis with PD (using the same date in the 
corresponding controls). They found a greater prevalence 
of melanoma in patients with PD (odds ratio [OR] 1.44; 
confidence interval [CI], 1.03-2.01); this prevalence in-
creased in the year prior to diagnosis with PD (OR 3.2; 
CI, 1.26-8.1). These data led them to the conclusion that 
there must be a common environmental or genetic factor 
in both diseases and that the association between the 2 is 
not due to treatment with levodopa. In 2007, the same au-
thors published a retrospective study of a cohort of 14 088 
patients with PD in which they measured the incidence 
of cancer from diagnosis with PD to 2002.4 They found 
an increased risk of melanoma compared with the general 
population (relative risk 1.85; CI, 1.37-2.46). There was 
a special link with melanoma in the idiopathic Parkinson 
group (OR 3.9; CI, 1.6-9.8), while this association was 
not statistically significant in the group of other forms 
of PD. Meanwhile, they confirmed that the risk of mela-
noma was not dependent on treatment with levodopa or 
on cumulative dose. They therefore concluded that the 
increased incidence of melanoma in patients with PD is 

restricted to those with idiopathic PD and that this is not 
treatment dependent. 

In the case of rasagiline, the prescribing information 
sheet of Azilect (authorized in 2005) warns of a possible 
link with the appearance of melanoma, meaning that any 
suspicious lesion should be assessed by a specialist. The 
warnings on the prescribing information sheet were based 
on the findings of a randomized and placebo controlled 
clinical trial5 with 472 patients, in which 3 new cases of 
melanoma appeared (all in the treatment group). The re-
sults of a post-marketing study is currently pending.

In summary, there are no epidemiological studies that 
show a causal link between levodopa and melanoma, so 
this drug should not be withdrawn from patients with 
melanoma nor should its use be contraindicated in pa-
tients with a history of melanoma. We suggest modify-
ing the prescribing information sheet to avoid anxiety in 
Parkinson patients who could also be affected by mela-
noma. At present there is a perceived link between PD 
and melanoma (see Zanetti et al6) although this has not 
yet been ascribed to a common genetic cause or the pres-
ence of an external factor associated with both entities. As 
for the use of rasagiline, further studies are needed before 
a position can be taken on the matter. 
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