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The 5-Lipoxygenase (5LO) is up regulated in Alzheimer’s disease (AD), and in vivo modulates the amyloidotic phenotype 
of APP transgenic mice. However, no data are available on the effects that 5LO has on synaptic function, integrity and 

cognition. To address this issue we used a genetic and a pharmacologic approach by generating 3xTg mice deficient for 5LO, 
and administering 3xTg mice which a 5LO inhibitor. Compared with controls, we found that even before the development 
of overt neuropathology, both animals manifested significant memory improvement, rescue of their synaptic dysfunction and 
amelioration of synaptic integrity. In addition, later in life these mice had a significant reduction of Aβ and tau pathology. 

Our findings support a novel functional role for 5LO in regulating synaptic plasticity and memory. They establish this 
protein as a pleiotropic contributor to the development of the full spectrum of the AD phenotype, making it a valid therapeutic 
target for the treatment of AD.
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