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Peroxynitrite tolerates pain Individuals using opiates chronically to relieve pain must take higher and higher doses of the drug to achieve
equivalent pain relief (i.e., they exhibit antinociceptive tolerance). Muscoli and colleagues have now provided some insight into the
molecular mechanisms behind antinociceptive tolerance in mice, demonstrating a crucial role for peroxynitrite (ONOO-) in this process
(pages 3530-3539). Antinociceptive tolerance in mice repeatedly administered morphine was associated with the accumulation of tyrosine-
nitrated proteins in the dorsal horn of the spinal cord, increased production of proinflammatory cytokines, oxidative DNA damage, and
activation of the nuclear protein poly(ADP-ribose) polymerase. These changes were inhibited, as was the induction of antinociceptive
tolerance, if the morphine was administered together with a pharmacological inhibitor of nitric oxide synthesis, a pharmacological
scavenger of superoxide, or a pharmacological catalyst for ONOO- decomposition. The identification of ONOO- as a mediator of
morphine-induced antinociceptive tolerance in mice led the authors to suggest that the development of drugs targeting ONOO- might
provide an adjunct therapy for individuals using opiates to relieve chronic pain.PGC-1a helps skeletal muscle and pancreatic islets
communicate Expression of the regulator of transcription PPARy coactivator 1o (PGC-1a) is reduced in the skeletal muscle of individuals
with type 2 diabetes compared with healthy individuals. By generating mice lacking PGC-1a only in skeletal muscle (MKO mice),
Handschin and colleagues have [...]
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The origin of the sarcoma
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of drugs targeting ONOO- might MFH developed. WntSa noncanonical signaling through JNK was also not detected in
provide an adjunct therapy for MFH cell lines, and restoring Wnt2 and WntSa signaling in MFH cells caused them to
individuals using opiates to relieve differentiate. These data led the authors to suggest that reprogramming MFH cells to
chronic pain. differentiate might provide a therapeutic strategy for the treatment of MFH.
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