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INTRODUCTION: Hypoxanthine-guanine phosphoribosyltransferase (HPRT) deficiency is an inborn error
of purine metabolism with X-linked inheritance responsible for Lesch-Nyhan disease (LND) and its
attenuated variants (LNV). LND shows total enzyme deficiency and is characterized by hyperuricemia,
self-mutilation, neurodevelopmental delay, intellectual disability, etc. LNV shows a partial enzyme
deficiency that results in hyperuricemia, gout, nephrolithiasis, renal failure, and variable neurological
compromise; these variants are considered underdiagnosed because they are misclassified as gout or
hyperuricemic syndrome. Both presentations of the disease were diagnosed in our center. OBJECTIVES.
To show the wide variability in the onset and phenotype of related patients with LNV diagnosis and
HPRT1 c.584A>C mutation, and to carry out a cascade genetic screening of family members to identify
new cases and carriers. MATERIAL/METHODS: Eleven patients with LNV and c.584A>C mutation were
compared according to disease onset, age at diagnosis and first/main manifestations. The cascade
genetic study included 8 women and 8 men with different degrees of kinship and a common ancestor of 5
generations. The c.584A>C mutation analysis was performed by PCR and restriction enzyme
digestion. RESULTS: The patient average age of onset was 9.23 years (range 0.1-24). Nephrological
manifestations predominated as presenting symptoms in 54% (6/11) subjects, followed by joint disease
27% (3/11) and motor retardation 18% (2/11). The average age of diagnosis was 12.5 years (range
0.1-24). Regarding clinical outcome, 91% (10/11) patients presented different degrees of cognitive
impairment, 72% (8/11) nephrological manifestations, 64% (7/11) joint disease. Cascade screening
allowed to identify 7 female carriers and 6 hemizygous males (4 had symptoms related to hyperuricemia
and 2 asymptomatic minors but with hyperuricemia subsequently confirmed). CONCLUSIONS: Although
LND and its variants are rare diseases, they should be considered in the differential diagnosis of
hyperuricemia. Cascade genetic screening allowed to make an early diagnosis of affected males and to
establish treatment with allopurinol in order to prevent gouty manifestations and kidney failure. In
women, the importance of identifying carriers is essential to provide genetic counseling. The clinical
heterogeneity observed in affected subjects of this family was very high; the outcome and complications
were strongly related to the age of diagnosis.
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