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Elucidating the pathophysiology of cancer cachexia
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Cancer cachexia is characterized by significant weight loss, reduced
appetite, and muscle wasting. The underlying mechanisms of cancer cachexia are not yet fully
understood, and there is currently no effective treatment. In studies involving mouse models of
cancer cachexia, we observed that NAD (nicotinamide adenine dinucleotide) levels were reduced by
about 50%, and the expression of CD38, an enzyme that degrades NAD, was significantly increased.
Vitamin B cocktails containing NAD precursors did not prolong survival in the SEKI cancer cachexia
mouse models. Administrating compound 78c, a CD38 inhibitor, increased their liver and skeletal
muscle mass. Additionally, we observed a decrease in blood levels of tryptophan, a precursor for
NAD, in both mice with cancer cachexia and patients with gastric cancer cachexia. These findings
provide crucial insights into the metabolic disturbances associated with cancer cachexia and could
guide the development of future therapies.
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