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Abstract: It is widely recognized that microbial disorders are involved in the pathogenesis of many malignant tumors. The oral and
intestinal tract are two of the overriding microbial habitats in the human body. Although they are anatomically and physiologically
continuous, belonging to the openings at both ends of the digestive tract, the oral and intestinal microbiome do not cross talk with each
other due to a variety of reasons, including intestinal microbial colonization resistance and chemical barriers in the upper digestive
tract. However, this balance can be upset in certain circumstances, such as disruption of colonization resistance of gut microbes,
intestinal inflammation, and disruption of the digestive tract chemical barrier. Evidence is now accruing to suggest that the oral
microbiome can colonize the gut, leading to dysregulation of the gut microbes. Furthermore, the oral-gut microbes create an intestinal
inflammatory and immunosuppressive microenvironment conducive to tumorigenesis and progression of colorectal cancer (CRC).
Here, we review the oral to intestinal microbial transmission and the inflammatory and immunosuppressive microenvironment,
induced by oral-gut axis microbes in the gut. A superior comprehension of the contribution of the oral-intestinal microbes to CRC
provides new insights into the prevention and treatment of CRC in the future.
Keywords: oral-intestinal microbiota, colorectal cancer, inflammatory microenvironment, immunosuppressive microenvironment

Introduction
Symbiotic microbes, numbering in their millions of billions, colonize the human body, including the skin, oral, and
digestive tract.1 The oral and gastrointestinal tract are two of the largest microbial habitats2 and play significant roles in
microbiome related diseases.3,4 Although the mouth and gut are connected by the digestive tract, communication between
the two microbial ecosystems does not often lead to disease. This is as a consequence of the oral-intestinal barrier which
exists, including gastrointestinal acid5 and bile acid6 chemical barriers in the digestive tract, intestinal microbial
colonization resistance,7 and host pattern recognition receptors.8 But there are conditions in which the barrier is broken
down, such as when particular drugs as utilised9,10 or when the gut is exposed to chronic inflammation.11 At this point,
the oral microbiome spreads to the gut and has the opportunity to colonize as pathogens, thus reshaping the intestinal
microbiota system. This process is often associated with disease states.12

Colorectal cancer (CRC) is a common malignant disease, representing the third and second highest incidence among
cancers in men and women respectively, and is the second highest cause of cancer-related death globally.13 Most CRCs
are sporadic and only a few cases are inherited or associated with specific susceptible diseases, for instance, inflammatory
bowel disease (IBD).14 CRC is a multi-factor process, involving genetic, epigenetic, and environmental factors.15,16

Recently, the contribution of microbial disorders to CRC has become more prominent. Accumulated evidence has
indicated that microbial dysregulation plays a considerable role in the tumorigenesis of CRC.17,18
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The most widely recognized microbe association with cancer is Helicobacter pylori infection and its interactions with
gastric cancer.19 In addition, research has also found that oral pathogens have a place in the occurrence and development
of CRC,20 including Fusobacterium nucleatum (F. nucleatum)21 and Porphyromonas gingivalis (P. gingivalis),22 which
are the most widely implicated to date. Most of these pathogens are common pathogenic bacteria observed in period-
ontitis, causing an inflammatory environment in periodontal tissue and regulating immune responses.23,24 However, the
influence of oral pathogens on the host intestinal environment, following transmission to the lower digestive tract,
remains to be explored. Present data suggests that microbes communicate between organs, for example in the gut-brain
axis25 and the gut-liver axis,26 which often represent pathological processes. Therefore, attention should be given towards
understanding the crosstalk of microorganisms between various organs.

In this review, the ways in which oral microbes spread to the gut and colonize as opportunistic pathogens are focused
on, and their mechanisms in tumorigenesis and the progression of CRC are summarized.

Oral and Intestinal Microbiome: Communication and Insulation
Oral and Intestinal Districts Communicate Through the Digestive Tract
The human digestive system is made up of digestive tubes, the tubes that run from the mouth to the anus, and the
digestive glands. As a result, oral and intestinal mucosa are biologically connected, and oral microbes may migrate to the
lower digestive tract.27 Saliva and food, secreted or ingested by the oral cavity, pass through the gut, resulting in
a chemical connection between the oral and intestinal tracts. However, the oral and gut microbiota are two communities
with very distinct characteristics.

Oral Microbial Community
The oral system is open to the environment, and it interacts with microbes with every breath and diet. About 760 species
of microbes inhabit the oral tract, colonizing in various habitats, such as the teeth, tongue, buccal mucosa, and gums,
depending on the chemical constitution, morphology, and stability of the oral cavity.28 The Human Microbiome Project
(HMP) collected samples from nine different habitats in the oral system, covering more than half of the total oral
habitats, including saliva; buccal mucosa (cheek), keratinized gingiva (gums), palate, tonsils, throat, and tongue soft
tissues; and supra- and subgingival dental plaque (tooth biofilm above and below the gum) to map the distribution of oral
microbiome in a healthy population. The results showed that the microbial taxa of various habitats in the oral cavity were
highly personalized. Although Streptococcuspredominates most habitats, the chief inhabitant in buccal mucosa was found
to be Haemophilus, with the supragingival plaque populated by Actinomyces, whereas Prevotella was the most abundant
bacteria in the subgingival plaque.29 The highly personalized oral microbiome is also reflected in the difference between
genus and species. The oral cavity is routinely composed of the same genera, mainly Actinomyces, Fusobacterium,
Neisseria, Veillonella, and Rothia. However, their individual species show strong differences in habitat distribution.30

Oral microbiome in the healthy state is related to time, age, diet and environment.31 Numerous oral microbes interact
with each other to help the body resist adverse external stimuli. However, imbalances in the oral microbiome can lead to
oral diseases such as dental caries and periodontitis,32 and systemic diseases such as IBD33 and Alzheimer’s disease.4

Therefore, the oral microbiome is a key link in balancing microbiome homeostasis and health.

Intestinal Microbial Community
The gut has been described a secret garden of microbes, home to 10 trillion different symbiotes, including 50 bacterial
phyla and about 100–1000 bacterial species. The anaerobic environment of the gut allows seven phyla to thrive:
Firmicutes, Bacteroidetes, Actinobacteria, Fusobacteria, Proteobacteria, Verrucomicrobia and Cyanobacteria. Among
them, Bacteroidetes and Firmicutes were found to dominant more than 90% of the population.34 The ratio of Firmicutes
and Bacteroidetes changes under physiological and pathological conditions and is considered a predictor of health and
disease.35,36 In addition to phylum classification, the human intestinal microbiome is divided into three enterotypes
according to species and functional modules. Enterotype 1 is enriched in Bacteroides with a very broad glycolysis
potential. Enterotype 2 dominant by Prevotella with its ability to degrade mucin glycoproteins. Enterotype 3 is the most
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frequent of the three and is enriched in Ruminococcus with mucin degrading activities and membrane transportation of
sugars.37 Gut microbes are influenced by age, diet, and environment, and participate in the hosts metabolic, immune, and
neural activities.38–41 The intestinal microbes are resistant to colonization by foreign microorganisms through direct and
indirect mechanisms, namely colonization resistance (CR) to pathogens.42 The direct mechanism is characterized by the
ability of the symbiotic microbiome to restrict the colonization of exogenous microorganisms and hold back from
pathological overgrowth of the original inhabitants strictly via its own factors without needing to resort to any host
interaction, including competition for nutritional and physical space,43 Type VI pituitary systems,9 bacteriophages and
inhibitory metabolites as well as bactericidal molecules produced by gut microbiota,7 such as bacteriocins, short chain
fatty acids (SCFAs), and secondary bile acids. Indirect mechanisms are characterized by the symbiotic microbiota’s
dependence on factors, which originate in the hosts resistance to foreign pathogens, such as the epithelial barrier, innate
immune defense system and an adaptive immune mechanism.44 Their specific contributions to CR have been widely
described7,9,42,45 and will not be repeated here.

Oral Bacteria Associated with CRC
Oral Bacteria are Enriched in CRC
Several recent studies have demonstrated the involvement of oral bacteria in tumorigenesis and development of CRC by
metagenomic or 16S rRNA sequencing. Yang et al46 summarized the profiles of gut microbes in fecal samples from
healthy controls and patients suffering from CRC. Compared with healthy controls, the balance of gut bacteria in CRC
patients was disrupted and their abundance was reduced. Intestinal microbial diversity has also been shown to be strongly
influenced by tumor load. At the generic level, Parvimonas, Fusobacterium and Porphyromonas, which are commonly
found in the oral cavity, were enriched in CRC patients. At the species level, Dai et al47 characterized fecal microbial
differences between healthy controls and CRC patients from different countries. Metagenomic sequencing showed that
seven CRC-enriched species, including four oral bacteria: Porphyromonas asaccharolytica, F. nucleatum, Prevotella
intermedia, and Parvimonas micra (P. micra), were able to distinguish healthy controls from CRC patients. Interestingly,
bacteria also form mutually beneficial networks. Moreover, F. nucleatum was located in the center of this network, that is,
oral bacteria may play a crucial role in the network. Strong evidence for this hypothesis was that F. nucleatum
contributed towards the entry and colonization of other bacteria into biofilms, a potential source of inflammation and
tumorigenesis in CRC.48 The intestinal mucosa, as the interface of bacterial biofilm, has also shown evidence of oral
bacteria. Russo et al49 revealed that the composition and abundance of microbes varied in different sites within CRC
patients. This phenomenon has been clearly seen in cancer tissues and stool samples from CRC patients. Proteobacteria
and Fusobacteria were abundant in cancer tissues, while Firmicutes and Fusobacteria were found to be more abundant
in stool samples. The study also confirmed the presence of F. nucleatum in saliva, stool and cancer tissue samples from
CRC patients. In addition, abundance of F. nucleatum in cancer tissues was higher than that observed in stool samples.
This means that bacteria from the oral system can spread and colonize the gut. Another study detected identical
F. nucleatum strains in cancer tissue and saliva samples from CRC patients, strengthening the hypothesis that oral
bacteria can colonize the intestinal tract and contribute towards CRC tumorigenesis.50 In order to explore whether there
were differences in intestinal microbes between patients with differing stages of CRC, a cohort study that included early
and late CRC found that P. micra, Peptostreptococcus stomatis, Solobacterium moorei, Gemella morbillorum and
F. nucleatum had increased abundance in both early and late stage, while abundance of Actinomyces odontolyticus
increased only at an early stage.51 In addition, gut microbiota in CRC patients showed specificity in proximal and distal
carcinoma tissues. Distal tumors have been characterized by higher abundances of Alistipes, Akkermansia, Halomonas
and Shewanella, whereas Faecalibacterium, Blautia and Clostridium were more abundant in proximal tumors. The above
changes regarding composition and abundance of oral bacteria in CRC and healthy controls are summarized in Table 1.

These studies support the hypothesis that oral bacteria spread down the digestive tract and colonize the gut. The
abundance of oral bacteria in stool samples was lower than in cancerous tissue, indicating that the microbes in stool were
diluted. This may be related to the accumulation of oral bacteria in the intestinal mucosa to form biofilms and the
addition of other bacteria.
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Potential Protective Effects of Oral Bacteria on Gut
Although the contribution of oral bacteria to tumorigenicity of CRC was reported in the previous study,20 some oral bacteria
are still beneficial to health. Streptococcus salivarius, as one of the earliest inhabitants of the oral system, it helps to balance
immune homeostasis and regulate inflammatory response. A study has shown that Streptococcus salivarius not only inhibits
the activation of NF-κB in intestinal epithelial cells and prevents inflammatory responses, but also inhibits the inflammatory
response in mouse models of colitis.52 The beneficial mediators were derived from the metabolic products of Streptococcus
salivarius, because these reactions were not observed in heat-inactivated bacteria. Oral microbes have been associated with
inflammatory responses in IBD patients, suggesting that oral microbes are involved in intestinal immune and inflammatory
processes. A previous study observed that the abundance of Streptococcus, Rothia, Neisseria, Haemophilus, and Gemella,
were decreased in IBD patients compared to healthy controls, and were positively correlated with immunological biomarkers
in IBD patients, such as lysozyme, and negatively correlated with IL-1β and IL-8 levels. Lysozyme is an antibacterial protein
and plays an important role in the host defense system.53

Translocation of Microbes from Oral to Gut
How Do Oral Microbes Travel to the Gut?
It is worth noting that traces of classic oral microbes have been found in gastrointestinal pathological conditions. For example, the
intestinal mucosa from patients who suffered from IBD was significantly enriched with Porphyromonas, Prevotella and
Gemella.33 This suggests that the invasion and colonization of oral pathogens contribute to intestinal pathologic changes, when
mucosal homeostasis is disrupted. There are twomainwayswhich the oralmicrobiome is thought to be transmitted to the gut.One
is daily chewing and swallowing, given that people swallow about 1.5 liters of saliva daily, accompanied by millions of oral
microbes. The researchers suggested that most of these microbes die as they cross the gastrointestinal barrier.2 In ApcMin/+mouse
models, oralF. nucleatum increased colonic tumor load and could be isolated from tumors.54 Although traces of oralmicrobes can
also be found in stool samples from healthy people. However, people with CRC have more oral and intestinal transmission than
healthy people.55,56 This suggests that in some cases, oral microbes colonize the gut and become opportunistic pathogens. The
other way is through the hematogenous or lymphatic pathway. Recent research confirmed that the oral microbiome can enter the
bloodstream directly during dental activities such as brushing and tooth extraction, as well as daily activities such as chewing.57

During chronic periodontitis, the periodontal blood vessels proliferate and dilate, and the gingival epithelium ismore permeable in
an inflammatory environment, allowing microbe to infiltrate and spread to external areas of the mouth, including joints and the
colon.58 The circulatory system seems as the most effective way for F. nucleatum to reach CRC during the brief physiological
bacteremia of the oral.59 A study can be used as evidence of a hematogenous or lymphatic pathway. Fusobacterium can be
detected in liver metastases of CRC and is consistent with the strain found in the primary tumor.60

Table 1 Difference in the Abundance of Oral-Intestinal Microbes in CRC vs Healthy Controls

Oral Bacteria Samples Methods References

Parvimonas, Fusobacterium and Porphyromonas Fecal samples from CRC patients (n = 50) and
healthy volunteers (n = 50)

16S rRNA gene
sequencing

Yang et al46

2019

Porphyromonas asaccharolytica, Fusobacterium
nucleatum, Prevotella intermedia, and Parvimonas
micra

Fecal samples from CRC patients (n = 255) and
controls (n = 271) from four cohorts (USA,

Austria, China (HK), and Germany & France)

Metagenomics
sequencing

Dai et al47

2018

Fusobacteria Saliva, feces, and cancer tissue from CRC patients

(n = 10), Saliva and feces from healthy controls
(n = 10)

Next-Generation

Sequencing; qPCR

Russo et al49

2017

Parvimonas micra, Peptostreptococcus stomatis,
Solobacterium moorei, Gemella morbillorum,
Fusobacterium nucleatum and Actinomyces
odontolyticus

Fecal samples from CRC patients (n = 251) and
healthy volunteers (n = 258)

Metagenomics
sequencing

Yachida
et al51 2019
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How Do Oral Microbes Colonize the Gut?
Colonization Resistance Disruption in Gut Microbiota
Asmentioned above, the gutmicrobes provideCRagainst foreignmicrobial invasion. Certainmedications, such as antipsychotics
and PPIs,7 affect the intestinal microbial ecosystem and threaten CR, of which antibiotics represent themost widespread concern.
The use of antibiotic leads to a temporary or severe loss of intestinal microbial diversity and species, with reduced microbial
concentrations present in people using antibiotics.9 This has been characterized by a decrease in anaerobic bacteria (Lactobacillus,
Clostridium, Bacteroides, and Bifidobacterium), which are replaced by increases in Enterococcus and Enterobacter (Klebsiella,
Enterobacter, and Citrobacter), resulting in decreased numbers of SCFAs in the gut.61 Antibiotic treatment causes intestinal
macrophages to become overactive, promoting persistent T-cell-mediated dysfunction.62 These changes increase the suscept-
ibility of the gut to a range of pathogens, including oral pathogens. Klebsiella infection is the most representative example.
Klebsiella encodes an antibiotic resistance gene, and mouse models treated with ampicillin or tylosin resulted in Klebsiella
colonization in the intestinal tract, while mouse models not treated with antibiotics were resistant to colonization within their
intestinal tracts.Klebsiella has been found to be associated with inflammation-induced CRC.Moreover, epithelial tumor necrosis
factor-α (TNF-α) mRNA expression and inflammatory mediators were observed in germ-free (GF) IL10−/− + Klebsiella
pneumoniae 2H7 mouse model in comparison with other mouse models (GF WT+ Escherichia coli (E. coli) or GF IL10−/− +
E. coli).63 In the case of PPIs, the effect on gut microbiome composition is thought to be the result of a combination of the two
mechanisms. One is to indirectly change the PH of the gastrointestinal tract, creating an environment suitable for oral bacteria to
pass through and grow. The other is direct inhibition of certain symbiotic gut bacteria that produce SCFAs, such as
Lachnospiraceae and Ruminococcaceae,64 leading to weakened CR of the gut microbiota. In addition to alterations in intestinal
microbiota composition and abundance, which is often reported, we demonstrated that in a mouse stress model PPIs increases
intestinal permeability by altering factors affecting intestinal mucosal barrier, such as corticotropin-releasing hormone -mast cell-
vasoactive intestinal peptide axis and tight junction protein genes.65 Antipsychotics can also affect CR in two ways: one is the
recently discovered potential antibacterial effect of antipsychotics,66 and the other is increasing intestinal permeability in the distal
ileum of rats.67 This leads to accidental injury of symbiotic intestinal bacteria, which adversely affects CR.

Intestinal Inflammation
A key driver of intestinal environmental changes is the host’s inflammatory response. Human intestinal inflammation is
related to the imbalance of the microbiome, which is distinguished by its decreased microbial diversity, reduced
abundance of obligate anaerobic bacteria, and expansion of facultative anaerobic bacteria, mainly Enterobacteriaceae
members of Proteobacteria.68,69 When the host gut is inflamed, the pattern recognition receptors involved in intestinal
immunity are damaged. Especially in IBD, mutation of the NOD2 gene resulted in the reduction of antimicrobial peptides
produced by Paneth cells. NOD2 mutants also failed to recruit ATG16L1, resulting in impaired autophagy in epithelial
cells.70 Maladjustment of these mechanisms results in reduced bacterial clearance. In addition, oral pathogens have their
own nutritional competitive advantage in an inflamed intestinal tract. Enterobacteria, including the portion translocated
from the oral mucosa, can utilize diet-derived L-serine catabolic metabolism rather than undertaking monosaccharide
metabolism (the way Enterobacteria obtain nutrients under normal intestinal conditions), giving them with the advantage
of competition growth compared to the indigenous microbes.71 This is determined by the metabolic profile of the bowel
reprogrammed during inflammation. Iron (Fe) is an essential nutrient for Bacteroidetes, the dominant microbes in the gut.
However, in the inflamed gut, the host limits free Fe concentrations in the blood via a variety of mechanisms.72 The
P. gingivalis Hmu heme acquisition system is dominated by HmuY and competes with other members of HmuY-like
proteins to increase P. gingivalis virulence and its ability to also cause dysbiosis in the gut microbiome. In addition,
HmuY was not digested when in a suitable medium for Bacteroides, indicating that HmuY was resistant to proteolytic
activity of various proteases, therefore conducive to P. gingivalis survival in the intestinal tract.71

Resistance to Chemical Barriers in the Gastrointestinal Tract
As oral pathogens travel down the digestive tract, they pass through two chemical barriers: gastric and bile acids. Gastric
acid is one of the key components of the chemical barrier, creating a harsh environment for oral pathogens. In the context
of achlorhydria, microbial diversity were decreased and the abundance of oral microorganisms were significantly
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increased, including P. micra, Peptostreptococcus stomatis, F. nucleatum and Gemella.73 Jackson et al64 demonstrated
that in PPIs users there was a weakened role of the gastric acid barrier against foreign microbes, allowing oral
microorganisms to develop down in the gastrointestinal tract and colonize. Bile is another barrier to colonization of
the intestinal tract by pathogenic microorganisms.74 Erik J Boll discovered that Klebsiella pneumoniae C3091 was the
dominant colonizer of the gastrointestinal tract and successfully identified the genes that encode proteins that facilitate
colonization of Klebsiella pneumoniae, which did not appear in the E. coli EPI100 strain. These were the RecA
recombinase; UDP-galactose-4-epimerase (GalE) and galactose-1-phosphate uridylyltransferase (GalT) from the galac-
tose operon and the ArcA response regulator. Additionally, Klebsiella pneumoniae-derived galET genes aided E. coli
colonization by reducing susceptibility to bile salts.75 These studies indicated that certain oral pathogens have evolved
mechanisms to resist both gastric and bile acid barriers in order to survive harsh gastrointestinal environment (Figure 1).

Oral-Gut Axis Microbiome Induces an Inflammatory and
Immunosuppression Environment in the Gut
Oral-Gut Axis Microbiome Promotes CRC by Activating Inflammasome and NF-κB
Cascade Pathways
Accumulating evidence supports the association between chronic inflammation and CRC, and a persistent inflammatory
environment promotes the development of CRC.76 The colonization of oral pathogens in the gut can shape the intestinal
inflammatory microenvironment, which is facilitated the occurrence and progression of CRC.

Oral microbes were derived from healthy (HOM) and periodontitis (LOM) mice and reconstructed in GF Il10−/− mice.
Significantly increased colonic inflammation was observed in LOM colonized mice. Subsequently, the microbial
communities from the LOM and HOM models were cultured, with results showing that Enterobacteriaceae were

Figure 1 The methods by which oral microbes undergo transmission and colonization within intestinal tract. The oral microbiome spreads to the gut in two main ways – via daily
activities such as chewing and swallowing, and also by hematogenous or lymphatic routes. Some drugs, such as PPI, weaken the acid barrier that usually prevents passage of oral
microbes. Some oral microbes, such as P. gingivalis, also have a gene that protects against bile salt, which is beneficial for oral microbe transfer into the intestinal tract. Antibiotics
reshape the gut microbial system, which is characterized by a decrease in obligate anaerobes and an increase in facultative anaerobes, which is also observed alongside PPI. This
interferes with the colonization resistance provided by native gut microbes. Some oral microbes derive nutrients from dietary L-serine or carry proteins bound to heme, giving them
a growth competitive advantage over native gut microbes. These factors all increase the chances of oral microbes colonizing the gut.
Abbreviations: P. gingivalis, Porphyromonas gingivalis; PPI, proton-pump inhibitor; GalET, UDP-galactose-4-epimerase (GalE) and galactose-1-phosphate uridylyltransferase (GalT).
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predominant in LOM. Notably, the amassing of TH17 and TH1 in sLOM-colonized mice was observed by mixing the
dominant bacteria of LOM and HOM into sLOM and sHOM and reconstituting them in GF Il10−/− mice. Moreover, IL-
1β secreting cells were clearly increased in sLOM-colonized mice, while IL-1β secretion was not induced in sHOM-
colonized mice.27 TH17 and TH1 are the polarization modes of CD4+T cells and are members of the pro-inflammatory
effector Th cells.77 IL-1β makes a critical difference in oral pathogen-driven colitis.53,78

Several classic oral pathogens have been found to induce inflammation-related CRC. Induction of inflammatory
microenvironment in CRC involves activation of inflammatory corpuscles and NF-κB.79 F. nucleatum has been shown to
secrete outer membrane vesicles in the human colonoid (organoid) monolayers, activate the NF-κB pathway through
TLR4, and promote the production of pro-inflammatory cytokines.80 The NF-κB cascade is a central link in the
communication within host-microbial interactions during the occurrence and development of CRC. It induces an
inflammatory microenvironment by promoting the production of pro-inflammatory cytokines, containing TNF-α, IL-
1β, IL-6 and IL-8.81 Increased production of IL-8, IL-1β, and TNF-α was indeed observed in F. nucleatum infected
mouse models.82 Additionally, F. nucleatum regulates the expression levels of cancer carcinogenic target MiR-21 through
the TLR4/MyD88/NF-κB pathway,83 and then regulates the secretion of TNF-α, IL-6, IL-17A and IL-21.84

The inflammasome is another key factor in inflammation-related CRC, which mainly contributes to the occurrence of
CRC by regulating inflammatory cytokines.85 P. gingivalis secretion of nucleotide-diphosphate-kinase enzyme activates
P2X7 receptor of colonic epithelium, resulting in opening of P2X7 receptor-mediated ion channels. This opened the pan
nexin 1 hole in the colonic epithelial cell membrane, and allowing microbial molecules to enter the cytoplasm, which
contributed towards the survival and persistence of intracellular bacteria.86 Subsequently, P. gingivalis activated NF-κB
through TLR to increase pro-IL-1β transcription levels, which recruited tumor-infiltrating myeloid cells, and activated the
NLPR3 and AIM2 inflammasome to promote maturation of pro-IL-1β into IL-1β, causing a pro-inflammatory micro-
environment conducive to CRC progression.87,88 Wang et al infected the myeloid cell line THP1 with P. gingivalis, and
within the supernatant increased levels and secretion of TNF-α, IL-6, and IL-1β were detected.87

Oral-Gut Axis Microbiome Promotes CRC by Creating Immunosuppressive
Microenvironment
Toll-like receptors (TLRs) are pivotal in the innate immune system of the host by recognizing the pathogen-associated
molecular patterns of microorganisms.89 Different subtypes of TLRs were expressed in different types of intestinal cells,
including intestinal epithelial cells, immune cells, and parenchymal non-immune cells. Among them, TLR4, TLR5,
TLR9, TLR2 and its heterodimerizing partners, TLR1 and TLR6 specialize in identifying bacteria.90 F. nucleatum has an
immunosuppressant effect by promoting the M2 polarization of macrophages (M2-Mφ) both in vivo and in vitro through
TLR4-dependent mechanism. It is worth mentioning that the F. nucleatum strain derived from enterogenous (F01)
induced a higher level of M2-Mφ than that from the oral cavity (ATCC10953). This suggests that oral F. nucleatum may
have evolved to a higher level of virulence after intestinal colonization. This polarization activation involves the cascade
signaling pathway of IL-6/P-STAT3/C-MYC91 and TLR4/NF-κB/S100A9,92 which contributes to the occurrence and
development of tumors. Compared with the corresponding TLR ligand, LPS from P. gingivalis showed weak M1-Mφ and
M2-Mφ and induced the release of inflammatory cytokines, particularly TNF-α from M1-Mφ and IL-10 from M2-Mφ.93

The co-inhibitory receptor TIGIT (T cell immunoglobulin and immunoreceptor tyrosine-based inhibitory motif
domain) is expressed on both T cells and NK cells, and mediates tumor immunosuppression.94 F. nucleatum binds to
TIGIT receptors via Fap2, which inhibits the activity of tumor infiltrating lymphocytes and NK cells.95 However, the
combination of F. nucleatum and CEACAM1 is not FaP2-dependent.96 CEACAM1 is one of the carcinoembryonic
antigens associated cell adhesion molecules (CEACAMs), which acts as a receptor for a variety of immune cell
subsets and is expressed on a variety of tumors, including CRC.97 F. nucleatum has been shown to colonize the gut
and combined with CEACAM1, inhibited the function of T cells and NK cells, and reduced the levels of IFN-γ and
CD107a degranulation. Notably, the wild-type FN726 significantly inhibited IFN-γ and CD107a degranulation
compared with the FaP2-deficient mutant FNK50.96 As FN726 is virulent through both TIGIT and CEACAM1,
FNK50 can only be virulent through CEACAM1. This suggests that F. nucleatum inhibits anti-tumor immunity by
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activating the TIGIT receptor and CEACAM1, thus creating an immunosuppressive microenvironment for tumor cell
avoidance (Figure 2).

Discussion
It has been widely recognized that intestinal and oral disorders play vital roles in a variety of diseases. To date, most
studies on microbial related diseases have focused on individual organs, with less attention paid to microbial commu-
nication between differing organs. Accumulated evidence98,99 supports that oral microbes can transmitted to the intestinal
tract and colonize, therefore altering the entire intestinal microbial ecosystem.

The oral cavity is an under-recognized and under-explored repository of the intestinal microbiome. Although traces of
oral microbes appear in the feces of healthy individuals, oral pathogens do not settle in the gastrointestinal tract of
healthy individuals. Two conditions are required for the colonization of oral pathogenic bacteria. One is microbial
dysregulation due to the host gut disease, or CR provided by the gut microbiota is disrupted by antibiotics and the
previously mentioned non-antibiotic drugs. The other is that oral pathogens, in some cases, exceed the threshold of
digestive barrier resistance.27 Antibiotics not only eliminate pathogens, but also harm intestinal symbiotic bacteria.61

Based on this, more targeted antibiotics should be a direction of future efforts. Changes in the abundance of gut microbes
should be closely watched during the administration of antibiotics, PPIs and antipsychotics, as this is a dangerous time
for oral bacteria to spread and colonize within the gut. In addition, good oral hygiene and timely oral treatment can help
prevent oral bacteria-mediated intestinal diseases, and even systemic diseases.

Figure 2 Oral-intestinal microbes induce inflammation and help create an immunosuppressive environment, which are beneficial to CRC tumorigenesis. After colonization
of the gut, F. nucleatum activates the NF-κB cascade pathway through TLR4 to increase expression levels of MiR-21 and inflammatory cytokines. P. gingivalis activates P2X7R,
allowing the panX-1 hole to open and microbial molecules to flow in. Subsequently, P. gingivalis activates NF-κB through TLR4 to increase pro-IL-1β transcription levels, and
that recruit tumor-infiltrating myeloid cells, and activate NLPR3 and AIM2 inflammasome to promote maturation of pro-IL-1β into IL-1β, causing an inflammatory
microenvironment conducive to CRC progression. Moreover, F. nucleatum promotes the polarization of M2- Mφ dependent on TLR4, which involves the IL-6/P-STAT3/
C-MYC and TLR4/NF-κB/S100A9 cascade signaling pathway. P. gingivalis also has weak M2- Mφ polarization. M2- Mφ polarization inhibits anti-tumor immunity. F. nucleatum
binds TIGIT and CEACAM1 on T cells and NK cells to inhibit secretion of IFN-γ and CD107a degranulation, thus creating an immunosuppressive microenvironment.
Abbreviations: F. nucleatum, Fusobacterium nucleatum; P. gingivalis, Porphyromonas gingivalis; TLR4, toll-like receptor 4; MyD88, myeloid differentiation factor 88; NF-κB,
nuclear factor kappa-κB; P2X7R, purinergic ligand-gated ion channel 7 receptor; PanX-1, Pannexin1; NLRP3, recombinant NLR Family, pyrin domain containing protein 3;
AIM2, absent in melanoma 2; S100A9, Mφ, M2 macrophage; TIGIT, T cell immunoglobulin and immunoreceptor tyrosine-based inhibitory motif domain; CEACAM1,
carcinoembryonic antigens associated cell adhesion molecule 1.
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Crosstalk between the ectopic colonized oral pathogens and intestinal microbes have a particular affinity for
tumorigenesis in gastrointestinal malignant diseases, including CRC, pancreatic,100 and liver cancers.101 It has been
proposed that some disease models have helped to elucidate the dynamic changes of intestinal microbiome disorders in
relation to the occurrence and progression of CRC, among which the driver-passenger model is the most classic.102 The
“driver” bacteria have the potential to serve as CRC initiators, and eventually give way to “passenger” bacteria that
facilitate or prevent tumorigenesis. Previous research has shown that F. nucleatum, P. micra has the potential to be
a passenger in this process, while P. gingivalis has the potential to be a driver.22 This therefore may have the capacity to
be an indicator of CRC. Several metagenomics sequencing results showed that intestinal microflora could be used as
a potential marker for early CRC. Oral pathogens, such as F. nucleatum, P. micra,47 P. gingivalis,103 also had the ability
to differentiate healthy people from those with CRC. With the development of sequencing technology, the use of oral
bacteria as biomarkers for CRC detection will become possible. Studies have shown that fecal microbiota detection,
combined with the fecal occult blood test, improves the diagnostic performance of CRC.104 Larger, more comprehensive
cohort studies are needed in the future to validate the predictive value of oral bacteria for CRC.

A subset of CRC arises from chronic gut inflammation, for example, Crohn’s disease and ulcerative colitis.76 It is
characterized by over-activation and recruitment of immune cells that produce inflammatory cytokines (TNF-α, IL-16, and
IL-1β).105 Coincidentally, oral pathogens colonized in the intestinal tract activate the inflammasome and the NF-κB cascade
pathway, inducing the release of pro-inflammatory cytokines, which creates an inflammatory microenvironment conducive to
CRC. Immune evasion is a hallmark of cancer,106 and surprisingly, bacteria with oral to intestinal translocations are also
involved in the construction of tumor immunosuppressive microenvironments by activating the host’s innate immune
response. Perhaps future therapeutic strategies should focus on preventing the initiation and continuation of the inflammatory
cascade before intestinal damage occurs. Attention should also be paid to immunotherapy of microbiological-correlated
receptors. For example, TIGIT inhibitors have been used in combination with PD-1/PD-L1 inhibitors to achieve better tumor
inhibition.107 Recently, prebiotics such as spores of Ganoderma Lucidum and probiotics such as Bifidobacterium breve have
been found to reduce inflammation-mediated tumorigenesis and improve anti-tumor immunity, respectively.108 However,
more clinical trials are needed in the future to evaluate the efficacy of probiotics and prebiotics in regulating tumor
inflammatory microenvironment and improving tumor immunosuppressive microenvironment, so as to develop personalized
probiotics and prebiotics treatment regimens and provide new therapeutic insights for CRC patients.

Conclusion
To sum up, oral bacteria colonize the gut and induce intestinal inflammation and immunosuppressive microenvironment,
which are involved in the tumorigenesis and development of CRC. Comprehensive understanding of the contribution of
the oral- intestinal microbiome axis in CRC provides benefits for early diagnosis and therapeutic strategies. Therefore, an
in-depth study of microbial communication networks between organs will broaden the field of vision for the treatment
and defense of microbial related diseases.
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