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A novel homozygous variant of the leptin receptor (LEPR) gene
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The leptin-melanocortin pathway is a well-
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25(0.6745) == 50 — 75(0.6745) — B5(1.0364) — 95(1.6448) The proband and her sister have been enrolled in a clinical trial treatment with a melanocortin-4 receptor (MC4R)-agonist, a promising weight loss
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Girls Chart - BMI for age, 5-19 years (WHO, 2007) drug for patients presenting with LEPR resistance.
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3 35,0 98,0

Reason for referral 36,44 2 89
Longstanding history of extremely severe and DISCUSSION
progressive obesity with very early-onset 5 e e e

Referred to our Centre at the age of 16 years 10,5 90,7 145,8 42,67 4,02

Monogenic obesity resulting from mutations in the LEPR gene has been described for the first time two decades ago.? The inheritance pattern
Clinical examination 16 165,7 165,0 60,86 4,62 and the genotype-phenotype association support the hypothesis of a pathogenic role of the novel c.1603+3A>T variant hereby described.

- Weight: 165.7 Kg (SDS: 5.47, WHO) Functional analysis may confirm the pathogenicity of c.1603+3A>T variant.
- Height: 165.0 cm (SDS: 0.37, WHO)

- BMI: 60.86 Kg/m?2 (SDS:4.62, WHO)
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- consanguineous parents
- patchy familiar involvement
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