Clinigues universitaires

B UCLouvain Multiple melanomas unmasking POLH mutations (= SAINT-LUC

Y. El Kaderi,* E. Olinger,? E. Harkemanne'

IDermatology department, Cliniques universitaires Saint-Luc, Brussels, Belgium
’Genetic department, Cliniques universitaires Saint-Luc, Brussels, Belgium

Introduction

Xeroderma Pigmentosum variant (XP-V) is an attenuated form of Xeroderma Pigmentosum (XP), a rare autosomal recessive
disorder characterized by extreme sensitivity to UV radiation, leading to the development of skin cancers in childhood (1).

Case report

A 30-year-old patient consulted for a whole-body skin examination following the discovery of two squamous cell carcinomas
on his face. Clinical examination revealed phototype | and major helioderma with multiple lentigines and several atypical
melanocytic lesions (Fig 1). He reported working as a gardener. Family history was noncontributory and there was no parental
consanguinity. Genetic analysis revealed the diagnosis of XP-V with two likely pathogenic and not previously reported germline
POLH variants in trans: c.490+1G>A and c.1408del, p.(Val470Ter). One-year follow-up by digital dermoscopy detected 12
melanomas but no new carcinomas.

Figure 1

Discussion

First described in 1970, XP-V accounts for around 20% of XP cases (2). XP patients have been described to have a 10.000-fold
increase in the frequency of non-melanoma skin cancer and a 2.000-fold increase in melanoma (3). Genetically, XP-V patients
retain a normal NER pathway, usually impaired in XP, but have a defect in the POLH gene encoding a DNA polymerase
important for replication through UV-damaged DNA (4,5). Compared to XP, XP-V patients have less sensitivity to sun exposure,
with a later onset of skin cancer, and there is typically no neurological involvement, resulting in a better prognosis (3). Several
mutations in the POLH gene have been reported and may be associated with different phenotypes (3), which could explain why
our patient is more prone to develop melanoma than non-melanoma skin cancer.

Conclusion
We report a case of XP-V with a larger number of melanomas than carcinomas, extending the phenotypic presentation of skin

cancers in XP-V. This case also highlights the need to consider the diagnosis of XP-V in patients of all phototypes and all ages
presenting with diffuse freckle-like pigmentation on sun-exposed areas and multiple malignant skin tumors. Finally, a genetic
diagnosis allows for more precise follow-up, prognosis and genetic counseling.
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