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treatment in rats against de � ciency in long term potentiation (LTP)
was obtained by Clarke et al. who administered atorvastatin for
3 weeks before A� 1–42 administration ( Clarke et al., 2007).

Moreover, recent studies in humans suggest that midlife choles-
terol and statin use have a greater impact on the risk to develop AD
(Pappolla, 2008; Solomon et al., 2009 ). A prospective study over
5 years of individuals enrolled when non-demented and using



to levels in mice treated with A � (1–40) alone conceivably could be a
cellular stress response to the oxidative stress induced by A � (1–40)
treatment, but as soon as the protein is synthesized and transported to
the membrane, it conceivably would become oxidatively dysfunc-
tional following covalent HNE binding, which we previously showed
causes changes in the conformation of synaptic proteins ( Subrama-
niam et al., 1997 ). Similarly, A � (1–40)-mediated loss of GSH levels
and GR and GPx activities reported by Piermartiri et al. may relate to
HNE modi � cation of these GSH related enzymes, which causes their
dysfunction ( Joshi et al., 2010).

The pleiotropic effects of statins are often greater with higher
doses. However, despite high statin dose, serious hepatic or
musculoskeletal adverse effects are relatively low (0.6% and 1.3%,
respectively) ( Cannon et al., 2004; LaRosa et al., 2005), although
atorvastatin 80-mg is associated with higher rates of elevated hepatic
transaminase and simvastatin 80-mg is associated with higher rates of
myopathy and rhabdomyolysis ( Cannon et al., 2004; LaRosa et al.,
2005). Therefore, although high-dose statin therapy appears to
provide greater bene � ts, it is dif � cult to tease out whether the
bene� ts are really due to lower cholesterol levels or to statin
pleiotropy.
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