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Dear Editor,

We read with great interest the article by Chang et al1, who aimed to assess the effect 
of Omega-3 polyunsaturated fatty acid (ω-3 PUFA) either on cell cycle and apoptosis rate, 
or on invasion and metastasis of hepatocarcinoma (HCC) cells analyzed by trans-well assay. 
The authors also evaluated the protein levels of key factors in Wnt/β-catenin pathway by 
Western blot. The results showed how Omega-3 PUFA regulates the malignant progression 
of HCC by inhibiting proliferation and promoting apoptosis of HCC cells via the Wnt/β-
catenin signaling pathway. The diet role in the prevention or treatment of hepatocellular 
diseases is well known2,3 as well as its imbalance combined with genetic and metabolic 
factors. These factors could contribute to chronic hepatitis and related complications, as 
HCC4. Several animal and human studies focused on ω-3 have already been performed. Jump 
et al5 developed a model of non-alcoholic steato-hepatitis (NASH) by using mice with the 
LDL cholesterol receptor gene ablated fed the Western diet (WD). They induced a NASH 
phenotype in these mice, including hepatic steatosis, inflammation, oxidative stress, and 
fibrosis. The authors evaluated the capability of two dietary ω-3 polyunsaturated fatty acids, 
eicosapentaenoic acid (20:5ω-3; EPA) and docosahexaenoic acid (22:6ω-3; DHA) in preventing 
from WD-induced NASH. The DHA dietary effects were greater than EPA in attenuating WD-
induced, the reverse of WD effects on hepatic metabolism, oxidative stress, and fibrosis. The 
results of these studies suggest that DHA may be useful in preventing NASH and reducing 
the risk of HCC. In an interesting randomized control trial on NASH patients, Nogueira et 
al6 demonstrated how the supplementation of Omega-3 PUFA from flaxseed and fish oils 
significantly affected the plasma lipid profile of patients with NASH. Moreover, the plasma 
increase of PUFAs was associated with better liver histology. The Wnt/β-catenin signaling 
pathway is one of the most frequently activated in the pathogenesis of HCC, offering the 
novel potential treatments targeting7, as well as reported by Chang et al1. In a recent study, 
Hu et al8 evaluated the role of glypican-3 (GPC3)/wnt/β-catenin signaling pathway and 
autophagy in the regulation of HCC growth mediated by curcumin in a tumor xenografts 
mice model. The results showed the activity of curcumin in suppression HCC tumor growth 
through the down-regulation of the GPC3/wnt/β-catenin signaling pathway.

We believe Chang’s study an interesting experimental study on several factors affecting 
the development of HCC; however, the focus on the main hepatic fibrosis trigger (viral, 
molecular and metabolic)9-11 should remain the pivot role in HCC care.
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