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Metablic alterarion and growth control in congenital anomaly syndrome
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To examine the mechanisms of energy reprogramming by HRAS activation in
vivo, we generated knock-in mice expressing a heterozygous Hras G12S mutation (HrasG12S/+ mice) as a
mouse model of Costello syndrome. On a high-fat diet, HrasG12S/+ mice developed a lean phenotype
with microvesicular hepatic steatosis, resulting in early death compared with wild-type mice. Under
starvation conditions, hypoketosis and elevated blood levels of long-chain fatty acylcarnitines were
observed, suggesting impaired mitochondrial fatty acid oxidation. Our findings suggest that the
oncogenic Hras mutation modulates energy homeostasis in vivo.
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