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Abstract:
Amyotrophic lateral sclerosis (ALS) is a progressive motor neuron (MN) disease. Its primary cause remains elusive,
although a combination of different causal factors cannot be ruled out. There is no cure, and prognosis is poor. Most
patients with ALS die due to disease-related complications, mainly respiratory failure, within 3 years of diagnosis.
Neuroinflammation, involving reactive astrocytes, microglia, and peripheral immune cells, promotes oxidative stress in the
MN microenvironment. Neurodegeneration and the death of the MN would be the consequence of these phenomena.
Experimental evidences suggest that damage to mitochondria could be a key mechanism in the final activation of neuronal
death.
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In light of recent evidences highlighting the therapeutic potential of sirtuin activation and NAD+ repletion, a sequential
cascade of events in the pathophysiology of ALS begins to be visualized. In 2017 a pilot study in ALS patients used a
NAD+ promoter (nicotinamide riboside) and pterostibene (a natural antioxidant) as a potential therapy aiming to slow the
progression of the disease. At the present time, some of the patients in that study are still alive, without progression or with
minimal progression since then.
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therapy in patients with ALS.

