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A case of familial central precocious puberty caused by a novel

mutation in the makorin RING finger protein 3 gene
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Background Figure 1 :Pedigree genotype of the family members. The proband is indicated

with an arrow.

Central precocious puberty (CPP) Is often familial but its genetic

cause Is largely unknown. Very recently, the makorin RING finger ® O

protein 3 (MKRN3) gene, located on chromosome 15 In the Prader-
Willi syndrome (PWS)-associated region (15911-ql13), has been

found mutated for the first time in 5 families with familial precocious O . O » () I

puberty, with a peculiar kind of transmission. In fact, it Is an

Imprinted gene which Is expressed only If transmitted from the

father. The function of this gene Is not completely known and the
phenotype of patients with mutations iIn MKRN3 gene is not yet

completely elucidated. We report a new mutation (Pro1l60Cysfs*14)
in the paternally imprinted MKRN3 gene causing familial CPP. Figure 2: MKRN3 Domains and the Mutation Identified. Pro160Cysfs*14

consisted In a deletion of 8bp (c477_485del). It was a frameshift mutation and

Case study resulted In a premature stop codon leading to a truncated protein

(Pro160Cysfs*14) and so predicting a truncated protein lacking two of the three

When the index case, a 7 years old girl, came to our observation,  c3H motifs, the C3HC4 RING motif and MKRN-specific Cys—His domain.

showed Tanner stage 3 and pubic hair stage 1. Her bone age

Pro160Cysfs*14
evaluated by TW2 method was 10.3 years. Her laboratory data

confirmed diagnhosis of central precocious puberty (Table 1). l

Familial medical history revealed precocious puberty in a cousin on
paternal side and In her paternal grandmother (Figure 1). Genetic

analysis revealed a new mutation (ProleOCysfs*14) in the

paternally imprinted MKRN3. Puberty onset was at about 6 years In 1 95 199 238 965 266 293 311 365 394 423 507 aa

all affected female family members and the grandmother

presented also premature menopause. Precocious puberty was well

Conclusions

controlled by pharmacological therapy.

We expand the number of the MKRN3 gene CPP causative

Table 1: Clinical features and biochemical characteristics at of the index case

heterozygous for Pro160Cysfs* 14 mutation. mutations and its clinical phenotype reporting a new

mutation in a family with three affected members showing

I central precocious puberty and underlining the presence of
Age  (years) ! premature menopause in one of these. We highlight the
Weight (kg) 28.9 (25-50th) importance of an accurate family medical history to
Height (cm) 136.6(>97") disclose the peculiar pattern of inheritance of this gene.

Bone age (years) 10.3

Tanner stage PH1 B3

Hormonal profile
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