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            Abstract
We investigated the pathophysiology of neurofibromatosis-1 (NF1) in Drosophila melanogaster by inactivation or overexpression of the NF1 gene. NF1 gene mutants had shortened life spans and increased vulnerability to heat and oxidative stress in association with reduced mitochondrial respiration and elevated reactive oxygen species (ROS) production. Flies overexpressing NF1 had increased life spans, improved reproductive fitness, increased resistance to oxidative and heat stress in association with increased mitochondrial respiration and a 60% reduction in ROS production. These phenotypic effects proved to be modulated by the adenylyl cyclase/cyclic AMP (cAMP)/protein kinase A pathway, not the Ras/Raf pathway. Treatment of wild-type D. melanogaster with cAMP analogs increased their life span, and treatment of NF1 mutants with metalloporphyrin catalytic antioxidant compounds restored their life span. Thus, neurofibromin regulates longevity and stress resistance through cAMP regulation of mitochondrial respiration and ROS production, and NF1 may be treatable using catalytic antioxidants.
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                    Figure 1: NF1 deficiency shortens D. melanogaster life span through adenylyl cyclase/cAMP/PKA signaling.[image: ]


Figure 2: Mitochondrial energy deficiency and increased oxidative stress of NF1 mutants can be rescued by antioxidants.[image: ]


Figure 3: Life extension in flies by overexpression of NF1.[image: ]


Figure 4: Phenotypic analysis of hsNF1/+;K33 versus K33 flies.[image: ]


Figure 5: Upregulation of cAMP/PKA signaling extends D. melanogaster life span.[image: ]


Figure 6: NF1 overexpression increases complex I respiration and activity, reduces ROS production and protects aconitase activity.[image: ]


Figure 7: The mechanism of neurofibromin-regulated life span.[image: ]
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