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Abstract

Primary malignant melanomas (MMs) of the mucosal membranes have attracted growing attention because
of their poor prognosis and the evidence that MM genesis is complicated and involves more factors than UV
fadiation. The Swedish National Cancer Registry for the years 1960- 2004 cited 46402 patients with
cuancous MM, versus 4432 with an extracutaneous MM. However, this numerical difference between cutaneous
and extracutaneous MMs in absolute numbers is deceptive. The spatial density (numbers per square unit) of
areas that extracutaneous MMs occupy exceeds the average density of that for cutancous MMs and is ev
tomparable to the density of chronically sun-exposed facial skin! We are conducting systematic cpidemiological,
tlinical, pathological, molecular genetic, virologic, therapeutic, and prognostic studies of archive materials
ffom patients with MMs cited above. The mucosal MMs were often amelanotic and misinterpreted as polyps.
They differed histologically from cutaneous MM, e.g. in predominant histogenetic phenotypes. We and others
have found mutations of the Nras gene significantly more often in cutaneous than in mucosal MMs but no
significant difference in mutations of the TP53 gene or in p53p expression. Mutations in the BRAF gene have
been reported in cutaneous but not mucosal MMs, whereas cKIT expression and KIT gene mutations have
teen found in mucosal but not regularly in cutaneous MMs. Based on our examination of viral DNA, human
papilloma-, herpes-, and polyoma-viruses are unlikely to be a major cause of MMs. The prognosis of patients
With mucosal MM is dismal in spite of available therapeutic strategies. Continuing efforts to find non-UV
light associated ctiologic factors are urgent as is identifying or developing therapy.
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