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Microglial activation and the nitric oxide/cGMP/PKG pathway

underlie enhanced neuronal vulnerability to mitochondrial

dysfunction in experimental multiple sclerosis
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5. Conclusions

Inflammation and mitochondrial dysfunction seem to be inter-
twined in a vicious cycle, ultimately converging into a common sy-
nergistic process responsible for neuro-axonal degeneration during the
course of MS. The obtained data support the evidence that microglia
could play a key role, together with the activation of the NO pathway,
in linking the inflammatory process associated with experimental MS to
the observed neuronal susceptibility to mitochondrial dysfunction.

Inflammation-related NO synthesis and the sustained activation of
its intracellular pathway, involving sGC and PKG may represent a
promising pharmacological target to counteract the synergic detri-
mental effect of inflammation and mitochondrial dysfunction (Colombo
et al., 2012, 2014) and to design effective neuro-protective strategies.
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