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Results

1. Reduced expression of LEPR variants
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2. Homozygous and heterozygous expression of LEPR
variants impairs STAT3 phosphorylation
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S NETEE. TV NS NN S +__ leptin The LEPR variants Y411ldel and W664R were not able to induce STAT3
75 kDa m—i = —_| pSTAT3 signaling. In case of the W664R variant, this is presumably due to absent
STAT3 membrane translocation. Hence, these variants are a likely cause for the
early onset obesity of patient 1. The heterozygous R612H variant, however,
| Fractin appears unlikely to explain the phenotype of patient 2 from our

experimental analyses.

Immunoblotting of HEK 293 cells, transfected with myc-tagged LEPR
constructs. STAT3 phosphorylation upon leptin stimulation was absent with
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