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Abstract
Hepatocellular carcinoma (HCC) is the most prevalent primary malignancy in 
patients suffering from chronic liver diseases and cirrhosis. Recent attention has 
been paid to the involvement of the gut-liver axis (GLA) in HCC pathogenesis. 
This axis results from a bidirectional, anatomical and functional relationship 
between the gastrointestinal system and the liver. Moreover, the complex network 
of interactions between the intestinal microbiome and the liver plays a crucial role 
in modulation of the HCC-tumor microenvironment, contributing to the 
pathogenesis of HCC by exposing the liver to pathogen-associated molecular 
patterns, such as bacterial lipopolysaccharides, DNA, peptidoglycans and 
flagellin. Indeed, the alteration of gut microflora may disturb the intestinal 
barrier, bringing several toll-like receptor ligands to the liver thus activating the 
inflammatory response. This review explores the new therapeutic opportunities 
that may arise from novel insights into the mechanisms by which microbiota 
immunomodulation, represented by probiotics, and prebiotics, affects HCC 
through the GLA.

Key Words: Hepatocellular carcinoma; Gut microbiota; Probiotics; Prebiotics; Gut-liver 
axis; Immunomodulation
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Core Tip: In patients with chronic liver disease and cirrhosis, hepatocellular carcinoma (HCC) is the most 
common primary malignancy. Recent attention has been paid to the involvement of the gut-liver axis 
(GLA) in HCC pathogenesis. This review explores the potential for new treatment options as a result of 
novel insights into the processes by which microbiota immunomodulation, represented by probiotics and 
prebiotics, affects HCC through the GLA.

Citation: Russo E, Fiorindi C, Giudici F, Amedei A. Immunomodulation by probiotics and prebiotics in 
hepatocellular carcinoma. World J Hepatol 2022; 14(2): 372-385
URL: https://www.wjgnet.com/1948-5182/full/v14/i2/372.htm
DOI: https://dx.doi.org/10.4254/wjh.v14.i2.372

INTRODUCTION
Hepatocellular carcinoma (HCC) is the leading cause of cancer-related death worldwide and it is the 
most common primary tumor in people with cirrhosis and chronic liver disease[1]. Males are diagnosed 
with HCC at a greater rate than females (2.4:1) in Eastern and Southern Asia, Middle and Western 
Africa, Micronesia/Poly-nesia and Melanesia[2]. Today, infection with hepatitis B virus (HBV) and 
hepatitis C virus (HCV), as well as dietary aflatoxin and alcohol abuse, are all significant risk factors for 
HCC occurrence. Despite the fact that HBV and HCV account for 80%-90% of total HCC cases, the 
obesity epidemic, the development of effective direct acting antivirals for HCV, and the availability of a 
universal HBV vaccination may alter HCC epidemiology in the future[3].

Recently, an increase in the incidence of non-alcoholic steatohepatitis (NASH) and non-alcoholic fatty 
liver disease (NAFLD) has been accompanied by an increase in the incidence of NASH-related HCC[4]. 
Aristolochic acid and tobacco have also been identified as probable pathogenetic cofactors in HCC, 
according to several findings on mutational signatures[5].

Specific advances in our understanding of the processes related to NASH-associated HCC have 
offered new insights into the tumor microenvironment contributions, generated by a mutual interplay 
between the immune system and gut microbiota (GM), defined as the assemblage of microorganisms 
such as bacteria, eukaryotes, archaea, and viruses inhabiting the intestine[6-9]. Indeed, important factors 
linked to the immune-microbiome interplay such as leaky gut, endotoxemia, toll-like receptors (TLR), 
dysbiosis, and immunomodulation have been associated with HCC develop-ment[10]. Although the 
liver does not come into direct contact with bacteria, it is anatomically connected to the gut[11]. Of note, 
the gastrointestinal tract influences homeostasis, preserving an intact barrier against bacterial lipopoly-
saccharides (LPS) and intestinal bacteria. The most often utilized marker for the translocation of inflam-
matory bacterial microbiota-associated molecular patterns (MAMPs) is LPS.

LPS is an element found in gram-negative bacteria cell walls that triggers inflammation via TLR4. 
Low-grade exposure to GM-derived metabolites and MAMPs occurs during the physiologic transit of 
nutrient-rich blood from the colon to the liver, despite the extremely effective multi-level intestinal 
barrier[11]. Bacterial translocation and LPS build up cause intestinal bacterial overgrowth and changes 
in GM composition when intestinal permeability is enhanced. Furthermore, a leaky gut allows dysbiotic 
microbiota-associated bacterial metabolites and MAMPs to more easily translocate and reach the liver. 
Degradation, detoxification, and clearance of LPS and other microbial products are all hampered in 
patients with chronic liver diseases or cirrhosis, since the damaged liver is exposed to a wider spectrum 
of TLR ligands, as well as other bacterial products and metabolites[12]. Indeed, it has been noted that 
altered microbiota is generally present in HCC patients[13]. In addition, unlike bacterial species, it was 
discovered that the iron transport, microbial metabolism, and energy-producing system of HCC 
patients and healthy controls varied considerably[13].

TLR4 produced by activated stellate cells reacts to low LPS concentrations, causing fibrosis and 
cirrhosis development. An animal model of hepatocarcinogenesis showed that the GM and TLR4 
activation have been shown to enhance HCC development by increasing cell proliferation and 
suppressing apoptosis[14].

As the gut-liver axis (GLA) is involved in HCC pathogenesis, the study of the mutual interplay 
between the microbiota and immune response and their cross-talk with the tumor microenvironment 
are an important focus of current clinical research. Our review investigates and analyzes the potential 
therapeutic benefits of emerging insights into the mechanisms by which microbiota immunomodu-
lation, as represented by probiotics and prebiotics, impacts HCC via the GLA.

GLA
The GM as a “virtual metabolic organ” establishes an axis with several extraintestinal organs, such as 
the brain, kidneys, bone and cardiovascular system. However, in recent years, the GLA has received 
considerable interest[15]. The GLA is the result of a bidirectional, anatomical and functional relationship 
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between the gastrointestinal system and the liver, largely via the portal circulation (Figure 1). A complex 
network of interactions between the enteric microbiome and the liver regulates and stabilizes their 
symbiotic connection, which includes metabolic and immunological crosstalk[16,17]. Antigens (from 
harmful microorganisms or food) enter through these linkages and are identified by dendritic cells, 
which then activate the adaptive immune system by regulating T cell responses. Pathogen-associated 
molecular patterns (PAMPs) (e.g., LPS, DNA and flagellin activate nuclear factor kappa B and 
peptidoglycans) via nod-like receptors and TLRs, as a result, inflammatory cytokines and chemokines 
are secreted and reach the portal circulation. PAMPs can activate stellate cells implicated in fibrosis 
development and progression, in addition to hepatocyte injury, and Kupffer cells are much more 
susceptible to LPS than hepatocytes[18].

Involvement of the microbiome in HCC
As previously reported, the GM contribution to HCC etiopathogenesis is complex and elaborate. A 
disturbed intestinal barrier brings a series of TLR ligands to the liver and activates the inflammatory 
response in different ways: (1) Via upregulation of hepatic stellate cell proliferation and downregulation 
of hepatocyte apoptosis, the TLR signaling pathways induce liver tumorigenesis[14]; and (2) Lastly, in 
HCC, inadequate immunosurveillance is linked to an aberrant intestinal microbiota. Furthermore, via 
increasing oxidative stress, inflammatory response and steatosis, the microbiota dysbiosis might be 
linked to HCC development[19].

In general, changes in the makeup of microbial profiles are thought to have a role in tumorigenesis
[9]. In fact, recent research has revealed a link between certain bacterial profiles and HCC patients[20], 
showing high amounts of Escherichia coli and other gram-negative bacteria in the intestinal bacterial 
flora, which are linked to elevated LPS levels in serum[21]. Moreover, Fusobacterium and Oribacterium 
are the bacteria most often identified from a tongue swab of HCC affected subjects. On the other hand, 
the intestinal HCC microbiome showed reduced amounts of Lactobacillus spp., Bifidobacterium spp., and 
Enterococcus spp.[22]. A more recent report examined bacterial diversity in cirrhosis and HCC patients
[20]. A decrease in the fecal microbial diversity from healthy controls to cirrhosis and an increase from 
cirrhosis to early HCC with cirrhosis (both induced by chronic HBV infection) was observed. In 
addition, different microbiota markers were detected[20]. Moreover, the authors observed a decrease in 
Verrucomicrobia with a simultaneous increase in Actinobacteria.

Furthermore, augmented levels of Bacteroides and Ruminococcaceae and increased levels of Akkermansia 
and Bifidobacterium were detected in patients with NASH-induced cirrhosis and HCC, in comparison to 
NASH-induced cirrhosis without HCC[23]. In the same study, the authors discovered a link between 
enteric microbiota patterns and calprotectin levels as well as systemic inflammation. The GM of patients 
with HBV-associated HCC and non-HBV non-HCV (NBNC) associated HCC was compared in further 
research. In comparison to healthy controls or to patients with NBNC-related HCC, those with HBV-
related HCC had a substantially richer fecal microbiota. Patients with NBNC-related HCC had higher 
amounts of pro-inflammatory bacteria (Escherichia coli, Enterococcus) and lower amounts of anti-inflam-
matory bacteria (Faecalibacterium, Ruminococcus, Ruminoclostridium), leading to lower quantities of anti-
inflammatory short-chain fatty acids (SCFA) in their feces[24]. The GM of HCC patients receiving liver 
transplantation was also compared to the intestinal microbiota of individuals who did not have HCC 
but had a similar etiology of cirrhosis. An augmented abundance of fecal Escherichia coli was linked with 
HCC[25]. Additionally, Helicobacter spp., was found in liver HCC suggesting that intestine translocation 
might be a possible cause of carcinogenesis[26]. To this end, the enteric microflora profile might 
potentially indicate reaction rates in HCC patients undergoing treatment with immune checkpoint 
inhibitors[27], suggesting that the microbiome could be used for liver cancer immunotherapy[28].

Overall, alterations in microbial profiles in HCC did not appear to be consistent among investig-
ations, presumably due to differences in etiologies, geographical locations, and dietary intakes. 
Differences between patients with cirrhosis and HCC, as well as cirrhosis alone, appear to be lower than 
those between healthy individuals and those with cirrhosis. As a result, microbiome-based diagnostic 
tools are anticipated to be more potent for cirrhosis identification than for HCC diagnosis. However, 
rather than particular HCC-associated abnormalities, the microbiome's functional effect on HCC 
development is more likely to be linked to cirrhosis-related changes, which may increase HCC 
advancement.

Therapeutic impact of probiotics in HCC
A recent study has shown that antibiotics can help with small-intestinal bacterial overgrowth-related 
liver damage, demonstrating the connection between intestinal microbiota and liver disorders[29]. 
Probiotics are microorganisms that have a beneficial effect on humans and are presently being studied 
as a potential therapy for chronic liver disease[16,29]. Indeed, they can support the growth of enteric 
microbes producing anti-inflammatory metabolites, which exert an immune suppressive effect.

Probiotics can help microbiota generate anti-inflammatory compounds with tumor-suppressing 
properties. Probiotics have a significant influence on the GLA, with anti-inflammatory and 
immunomodulatory effects on GM and gut barrier function, as well as a metabolic influence on organs 
beyond the gastrointestinal tract. They can affect the generation of immunomodulating GM compounds 
that show anti-tumor properties (Figure 2). Furthermore, supplementation with probiotics increased the 
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Figure 1  The gut liver axis and microbiota.

Figure 2 Proposed mechanism of action of probiotics against hepatocellular carcinoma progression. HDAC: Histone deacetylase; SCFAs: 
Short-chain fatty acids.

expression of some anti-inflammatory cytokines, such as interleukin (IL)-13, IL-10, and IL-27.
Downregulation of angiogenic factors and receptors, VEGFA, Fms related receptor tyrosine kinase 1, 

ANGPT2, and kinase insert domain receptor, were seen in mice fed a particular probiotic combination
[30]. However, not all probiotic species have the same immunomodulatory effect on the gut microflora. 
Different strains of Lactobacillus spp., for example, are linked to both pro-obesity and anti-obesity effects
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[31]. Research on mice with diet-induced obesity found that distinct targeted enteric bacteria modifi-
cation using vancomycin vs probiotic strain Lactobacillus salivarius resulted in divergent metabolic 
effects, although microbiota modifications were identical. By contrast, a recent human investigation in 
obese adolescents focussing on the impact of Lactobacillus salivarius Ls-33 on a number of inflammatory 
biomarkers, found no evidence of an effect on the metabolic syndrome[32,33]. These findings indicate 
that the role of the same probiotics could be different due to various conditions; therefore, attention 
should be paid to evaluating the different impacting factors.

The use of antimicrobials and probiotics in chronic liver illnesses should be based on the GLA 
pathophysiology. Despite a consistent number of findings from animal and human research, further 
case-control prospective studies with a large number of patients are needed to fully understand this 
issue. Obesity-induced intestinal microbial dysbiosis can lead to HCC, according to a mouse model[34]. 
Aflatoxin-induced HCC is the subject of research in relation to therapeutic HCC prevention with 
probiotics. In fact, aflatoxin contamination of foods is an etiological risk factor for HCC in under-
developed nations. Probiotics may help to suppress aflatoxin B-induced hepatocarcinogenesis, correct 
gut dysbiosis, lower LPS levels, and shrink tumors, according to findings from human and animal 
model studies[14,35]. Moreover, in a mouse model, treatment with Lactobacillus plantarum (L plantarum
)C88 (isolated from Chinese traditional fermented meals) boosted fecal aflatoxin B1 excretion and 
controlled the defence system's antioxidant deficiency[35]. Additionally, a probiotic yogurt containing 
Lactobacillus rhamnosus, Streptococcus thermophilus, and Wiessella cibaria also reduced aflatoxin metabolites 
in the urine of children who ate aflatoxin B1-infected maize.

The binding of aflatoxin metabolites to probiotic bacteria may have resulted in lower intestinal 
absorption, inducing a reduction in aflatoxin metabolites in urine[36].

In addition, the ability of probiotic bacteria to facilitate epigenetic modification of host gene 
expression is advantageous in reducing HCC development[37]. The crosstalk between host and enteric 
microflora, where gene expression is controlled by several methods such as DNA methylation and 
histone modification, demonstrates bacterial control of host gene expression[38]. In mice treated with a 
colon carcinogen, it has been observed that Lactobacillus acidophilus (L. acidophilus) and Bifidobacterium 
bifidum can decrease the expression of Kristen rat sarcoma viral oncogene homolog, oncomirs 
(microRNA-221and microRNA 155) and the oncogenes BCL2-like 2 (Bcl-w) in the liver. Moreover, mice 
treated with these probiotic bacteria had higher levels of the tumor suppressor microRNA-122 and the 
tumor suppressor gene transcription factor PU.1.[37]. Probiotic supplementation may minimize the 
incidence of HCC by safeguarding the hepatocyte genome, which is important in the pathophysiology 
of HCC. Probiotic fermented milk and chlorophyllin were shown to reduce the expression of rasp-21, c-
myc, cyclin D1, and Bcl-2 in an HCC rat model, slowing tumor development and volume by 40%. Mice 
treated with probiotics have significant amounts of fecal Oscillibacter and Prevotella[39].

Microbial PAMPs can induce liver cancer progression via TLR-mediated inflammatory responses, as 
previously described. The treatment with bacteria having probiotic properties has been demonstrated to 
decrease the development of HCC in the liver by reducing the expression of TLR-induced inflammation. 
When rats with induced liver cirrhosis were treated with L plantarum probiotic bacteria, they showed 
lower TLR4 expression and less liver damage[40]. In addition, gut sterilization and TLR4 inactivation 
reduced HCC by 80% to 90%, indicating that they might be used as HCC preventive methods[14].

Furthermore, the antiviral action of probiotic bacteria may slow HCC progression by avoiding 
persistent HBV infection. The release of HBV surface antigen (HBsAg) was diminished by a cell extract 
of Bifidobacterium adolescentis by reducing the transcription of HBsAg gene, which contrasted the 
infection. Despite the fact that the amount of HBV DNA in the cells did not change considerably, 
probiotic therapy drastically reduced the amount of extracellular HBV DNA available[41]. Furthermore, 
treatment with Lactobacillus bulgaricus induced lowered viral load and cellular deterioration[42]. On the 
other hand, probiotic bacteria supplements can also help liver function during HCV infection. In 
addition, HCV-positive patients, treated with Enterococcus faecalis lowered blood levels of the aspartate 
aminotransferase (AST) and alanine aminotransferase (ALT) (liver damage indicators)[43].

Furthermore, NAFLD is also a key etiological risk factor in HCC development. Supplementation with 
the probiotic bacteria L. acidophilus and Bifidobacterium lactis can help NAFLD patients with liver 
damage, as seen by lower ALT, AST, and total cholesterol blood levels[44]. Probiotic therapy lowered 
body weight and total body fat content in obese NAFLD patients. By suppressing the pro-inflammatory 
cytokine tumor necrosis factor-α, probiotics also reduced hepatic inflammation in obese NAFLD 
patients[45]. Additionally, GM changes seem to be the cause of the hepatoprotective and anti-inflam-
matory actions of probiotic bacteria in NAFLD patients. In rats fed with a high-sucrose and a high-fat 
diet, probiotic meals improved diet-induced loss of intestinal microbiota diversity, intestinal epithelial 
barrier function and colonization resistance. Restoration of enteric microbiota and gut epithelial barrier 
function reduced NAFLD progression by lowering serum LPS levels and reducing TLR4-mediated 
hepatic inflammation[36].

Finally, probiotic cell components and metabolites increase the production of tight junction proteins, 
which helps to maintain gut epithelial integrity. Tight junction integrity is critical for preventing translo-
cation of pathogens or exogenous substances across intestinal epithelia and consequently intestinal 
inflammation. Constituents of tight junctions comprise integral membrane proteins, such as occludin, 
claudin (CLDN) family members, JAMs 1-3, cingulin, and cytoplasmic plaque proteins, such as zonular 
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occludins-1 (ZO-1) and ZO-2[46,47]. Different components of the CLDN family have been reported to be 
affected during hepatocarcinogenesis[48-51]. However, in HCC patients undergoing hepatectomy, 
downregulation of ZO-1 is linked to a poor prognosis[52]. Probiotic supplementation can elicit consid-
erable upregulation and relocalization of interepithelial tight junction proteins by activating numerous 
TLR produced by the intestinal epithelium. In terms of the effect of probiotic therapy on tight junctions, 
it was discovered that a VSL#3 combination maintained the epithelial barrier in acute colitis by avoiding 
reduced tight junction protein expression and an increased apoptotic ratio[53]. Moreover, in a mouse 
model of high-fat diet or obesity-induced liver steatosis, supplementation with a multispecies probiotic 
(including Bifidobacteria, Lactobacilli and Streptococcus) formulation helped to maintain tight-junction 
proteins ZO-1 and ZO-2, and reduced hepatic triglyceride concentration compared with a high-fat diet 
alone[54]. In older rats, a probiotic cocktail including Lactobacillus and Enterococcus strains reduced 
microbiota dysbiosis, leaky gut, inflammation, metabolic dysfunctions, and physical function loss 
caused by a high-fat diet. The GM regulated by probiotics decreased leaky gut by strengthening tight 
junctions, which lowered inflammation[55].

Prebiotics as a novel therapeutic approach
Prebiotics are substrates that are used selectively by host bacteria to provide a health benefit[56]. Health 
effects are mostly related to the production of SCFA through prebiotics fermentation by a limited 
number of genera/species of the intestinal microbiota such as Lactobacilli and Bifidobacteria[57]. 
Bifidobacteria are the most common bacterial species in the human GM, and they are thought to benefit 
human health by preserving the resident microbiota's balance. SCFAs such as acetate, propionate, and 
butyrate exert several biologic activities that positively influence the structure and function of the 
microbial community. Some of these beneficial effects include controlling colonocyte function, 
promoting water and electrolyte absorption, decreasing the intraluminal pH, inhibiting pathogen prolif-
eration, modifying the immune homeostasis of the gut and modulating the inflammatory processes[56].

The improvement of mucosal barrier functions exerted by the modulation of GM composition 
improves conditions such as cirrhosis and consequently may prevent HCC. Prebiotics such as butyrate 
are not metabolized in the mitochondria of tumor cells but enter the cell nucleus to regulate gene 
expression. In fact, the functions of butyrate including inhibition of histone deacetylase, decrease 
tumorigenesis (Figure 3)[58].

The most studied prebiotic classes are galactans (galacto-oligosaccharides) and inulin-type fructans [
e.g., fructo-oligosaccharides (FOS), inulin, oligofructose]. There are other oligosaccharides such as 
isomalto-oligosaccharides and soybean oligosaccharides that have recently gained interest. Dietary 
sources of prebiotic oligosaccharides are various types of vegetables, fruits, grains and legumes. 
Depending on their water solubility, dietary fibers are classed as insoluble (e.g., hemicellulose, cellulose, 
and lignin) and soluble (e.g., fructans, gums, and pectins). Only soluble fibers can be metabolized by the 
GM and have “prebiotic” functions which can affect host health[59].

In particular, the two prebiotics most researched are FOS and inulin, which have been shown to 
stimulate the growth of beneficial Bifidobacteria that are implicated in cancer prevention (Figure 3)[60].

Inulin is a non-digestible functional polysaccharide, present in plants such as onions, chicory, 
Jerusalem artichoke, leeks, garlic, bananas, rye, barley and wheat[61]. A recent study showed that inulin 
modulates GM and hepatic fatty acid composition limiting dysbiosis and its negative effect on host 
health[62].

FOS are mostly present in plants such as garlic, onions, leeks, chicory root, Jerusalem artichokes, 
asparagus, and bananas. New findings suggest that FOS can help to achieve colonization resistance 
against Clostridium difficile. Several studies have reported the association between liver cancer and 
intestinal microflora and indicate that Clostridium cluster XIVa, Clostridium cluster XI, or other strains 
catalyzing the transformation from primary to secondary bile acids could be triggers of hepatic cancero-
genesis[34,63,64]. Moreover, research has shown that Clostridia species are enriched in the guts of mice 
with liver cancer, documenting the association between cancer and dysbiosis[65].

A study evaluating the relationship between food groups and liver cancer risk reported that specific 
subgroups of vegetables, rich in inulin and FOS, such as celery, mushrooms, Chinese chives, onions, 
garlic, garlic shoots, asparagus, lettuce, garland chrysanthemum, legumes, squash and carrots, had a 
strong inverse relationship with liver cancer, indicating their protective effects against HCC[66] 
(Figure 4). A cohort study involving 125455 individuals from the Nurses' Health Study and the Health 
Professionals Follow-up Study found that wholegrain, bran, and cereal fiber consump-tion may help 
reduce HCC[67].

Moreover, eating whole grains and dietary fiber, particularly cereal fiber, has been linked to a 
decreased risk of obesity and NAFLD, both of which are known predisposing factors for HCC, as 
previously documented[68]. In fact, long-term consumption of whole grains has been suggested to 
reduce the risk of HCC by improving gut integrity and changing GM composition[69]. Moreover, a 
meta-analysis of 19 studies involving 1290045 participants (3912 with HCC) showed that every 100 g/d 
increase in vegetable intake decreases the risk of HCC by 8%[70].

A potential role of diet in HCC development has recently been clarified by a systematic review (30 
studies involving 5222534 participants) that investigated the association between diet and HCC. In 
particular, certain dietary patterns, such as the Mediterranean diet, the Urban Prudent Dietary Pattern, 
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Figure 3 Role of prebiotics on immunomodulation in hepatocellular carcinoma. Prebiotics contribute to short-chain fatty acids such as acetate, 
propionate, and butyrate production, which positively influence the structure and function of the microbial community. Butyrate functions include inhibition of histone 
deacetylase, and decreased tumorigenesis. In addition, inulin improves gut barrier integrity, thereby reducing pro-inflammatory lipopolysaccharides-toll-like receptors 
4 signaling in macrophages during alcoholic liver disease. Fructo-oligosaccharides and inulin stimulates the growth of beneficial Bifidobacteria that are implicated in 
cancer prevention.

Figure 4 Effect of prebiotics in cancer prevention. LPS: Lipopolysaccharides; TLR: Toll-like receptors.

the Alternative Healthy Eating Index-2010, and the Traditional Cantonese Dietary Pattern, were found 
to lower the incidence of HCC[71].

Recently, other substances besides non-digestible oligosaccharides, such as plant polyphenols are 
considered to have prebiotic effects. These compounds are not absorbed in the small intestine and, 
therefore, reach the colon where they are processed by the colonic microbiota conferring benefit to the 
host health[71]. They comprise flavonoids, phenolic acids and lignins found in nuts, tea, wine, 
vegetables and fruits. Polyphenols, due their immunomodulation activity, can have chemopre-ventive 
effects in HCC progression[72]. In particular, polyphenols contained in tea have been reported to have 
positive effects on GM homeostasis by decreasing the growth of pathogenic bacteria[73]. One of them is 
the antioxidant ellagic acid, present especially in nuts and berries, which is metabolized by microbiota 
in the colon into urolithins that have cancer preventive properties[74].
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A prospective cohort study found that a higher consumption of tree nuts (hazelnuts, almonds, 
macadamias, pecans, cashews, and pistachios) (mean 1.25 serving per week) was associated with a 
reduced risk of HCC[75,76].

Coffee contains phenolic agents which have anticarcinogenic properties and its consumption has been 
demonstrated by various studies to reduce HCC risk[77].

Moreover, the cancer preventive effect of the association of oligosaccharides with polyphenols was 
also recently investigated. A study examined the effect of the combination of FOS and pectins with 
raspberry polyphenols on cecal microbial fermentation and regulation of liver lipid metabolism and 
inflammation, and concluded that FOS and pectins enhanced the effects of the raspberry polyphenolic 
extract against disorders related to NAFLD[78].

Furthermore, prebiotics use has been explored as an approach to modulate intestinal barrier function 
through maintaining tight junction (TJ) integrity. Prebiotics have demonstrated effects on GM 
composition that could lead to beneficial changes in TJ protein expression and distribution. However, 
the effect of prebiotics on TJ by microbiota composition modulation is less recognized than those 
produced by probiotic supplementation.

The prebiotics which showed beneficial effects on intestinal TJs in various studies are FOS, inulin, and 
galacto-oligosaccharide. A recent study investigated the effect of FOS on AMP-activated protein kinase 
(AMPK) activity and TJ assembly under non-inflammatory and inflammatory conditions using T84 cells 
as an intestinal epithelial cell model, and showed that FOS promoted intestinal epithelial TJ assembly 
through AMPK activation[79]. In addition, other studies demonstrated that prebiotic supplementation 
results in robust activation of AMPK[80,81].

A study showed that inulin fermentation increased occludin, CLDN-3 and ZO-1 RNA expression that 
could reinforce the barrier function[82]. Even galacto-oligosaccharide supplementation increased ZO-1, 
occludin and CLDN-1 protein expression[83].

CONCLUSION
HCC development is a complicated process influenced by a number of etiological risk factors. However, 
several studies have shown that probiotics and prebiotics have a beneficial effect on GM regulation and 
decrease procarcinogenic factors in the liver. It is noteworthy that the most remarkable aspect is the 
importance of a balanced diet with proper nutrition (which includes higher intake of vegetables, fish, 
white meat, and coffee, and reduced intake of fat, red meat, and alcohol), especially for those patients 
suffering liver, and especially chronic, diseases[84]. A Mediterranean diet has recently been shown to 
reduce the incidence of HCC, providing a new paradigm for future research[85]. Moreover, scientific 
investigations have revealed the possibility of developing cancer-preventive symbiotic (combination of 
probiotic and prebiotic) functional foods[86]. Of course, further research is needed to fully identify the 
bioactive probiotic metabolites (post-biotics) of certain dietary phytochemicals and to understand the 
possible mechanism(s) by which these post-biotics interact with the host[87]. In the future, the 
development of dietary methods and adjunct treatments to prevent the development of HCC may be 
supported by the creation of combinations of symbiotics or post-biotics with improved anticancer 
potential.
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