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Background: Cancer cachexia (CC), characterized by body weight loss and
sarcopenia, contributes to over 20% of all cancer-related death. Approximately 80% of
pancreatic cancer (PC) patients develop CC during the disease course. Pro-inflammatory
cytokines, including Interleukin-1p (IL-1pB), Interleukin-6 (IL-6), Interleukin-8 (IL-8),
and tumor necrosis factor-a (TNF-a), have been correlated with CC; however, its
prognostic significance remains unclear and the molecular mechanisms responsible for
the development of CC are poorly understood.

Material and Methods: IL-1p, IL-6, IL-8, and TNF-a levels were determined in
serum from normal donors and PC patients with/ without CC. IL-8 expression was also
assessed in PC tissue microarrays. The correlation of the concentrations of each cytokine
from different groups with disease progression, weight loss, and sarcopenia was
calculated. Functional screening of skeletal muscle cell differentiation and orthotopic
cachexia mouse model were used to dissect the molecular mechanisms driving CC.

Results: Of these mentioned cytokines, only serum IL-8 level was positively
correlated with CC status and sarcopenia in PC patients. 1L-8 expression in tissue samples
was also related to CC symptoms and disease progression in PC. Utilizing muscle cell
differentiation and orthotopic cachexia mouse models we identified IL-8/CXCR2
pathway activation as a potent inducer of CC. IL-8 blockade by CXCR2 inhibitor
SB225002 reversed body weight loss, restored muscle and fat tissue mass, inhibited tumor
growth, and improve survival in vivo.

Conclusion: 1L-8/CXCR2 acts a key driver of CC and as a potential therapeutic
target for the treatment and/or prevention of PC and CC.
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