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Abstract: The intestinal epithelium serves as a barrier to discriminate the outside from the inside and
is in constant exchange with the luminal contents, including nutrients and the microbiota. Pathogens
have evolved mechanisms to overcome the multiple ways of defense in the mucosa, while several
members of the microbiota can exhibit pathogenic features once the healthy barrier integrity of the
epithelium is disrupted. This not only leads to symptoms accompanying the acute infection but may
also contribute to long-term injuries such as genomic instability, which is linked to mutations and
cancer. While for Helicobacter pylori a link between infection and cancer is well established, many other
bacteria and their virulence factors have only recently been linked to gastrointestinal malignancies
through epidemiological as well as mechanistic studies. This review will focus on those pathogens
and members of the microbiota that have been linked to genotoxicity in the context of gastric or
colorectal cancer. We will address the mechanisms by which such bacteria establish contact with the
gastrointestinal epithelium—either via an existing breach in the barrier or via their own virulence
factors as well as the mechanisms by which they interfere with host genomic integrity.
Keywords: microbe-epithelial interaction; gastrointestinal tract; carcinogenesis; epithelial barrier;
barrier dysfunction; microbiota; pathogens; pathobionts

1. Introduction
The human gastrointestinal (GI) epithelium forms a barrier between the organism and the
surrounding environment. While its main function is to absorb nutrients, it simultaneously needs to
prevent exposure to and entry of toxic or pathogenic agents, such as pathogenic bacteria and their
toxic metabolites. The epithelium’s columnar monolayer has evolved to act as a semi-permeable
interface that is able to actively counterbalance bacterial colonization by multiple means such as
mucus secretion, production of a variety of antimicrobial molecules as well as by controlling the
luminal microbiota, which in turn limits expansion of potentially dangerous pathobionts or pathogens
(reviewed in Chang and Kao [1]). Thus, the natural microbiota itself represents a line of defense for
the epithelium. However, due to the need to closely interact with the environment to allow nutrient
absorption, the barrier is relatively fragile, enabling microbes to establish contact with the epithelium
when the delicate homeostasis is perturbed (reviewed in Vereecke, et al. [2], see Figure 1). Several
pathogens such as Helicobacter or Salmonella have evolved specific mechanisms to breach the epithelial
barrier for colonization and invasion [3–6] (Figure 1). Moreover, various other factors such as genetic
predispositions or inflammatory conditions can alter the barrier and disrupt the balance between
the epithelium and the resident gut microbes, allowing direct interaction between the epithelium
and the microbiota [5,7,8]. In the context of inflammation, which can change epithelial behavior
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and proliferation, pattern recognition receptors (PRRs) should be mentioned. Members of this class
of receptors, such as Toll-like receptors (TLRs), are on one hand needed to maintain homeostasis
between microbiota and epithelium [9,10] but can on the other hand also have detrimental effects:
activation of TLRs by microbial effectors triggers inflammatory signaling pathways such as nuclear
factor ‘kappa-light-chain-enhancer’ of activated B-cells (NF-κB), signal transducer and activator of
transcription 3 (STAT3) or nuclear factor of activated T-cells (NFAT), which fuel proliferation, inhibit
apoptosis and thus enhance tumor growth [11–15]. Although these signaling can also be critical events
in the context of carcinogenesis, this review will focus primarily on the direct DNA damage caused by
several bacterial species.

Figure 1. In homeostatic conditions (left), the microbiota resides exclusively in the outer mucus
layer. When the barrier is disrupted, for example, through injury, impaired mucus production
or chronic inflammation (middle), bacteria, including members of the microbiota and pathobionts,
can establish contact with epithelial cells and even invade crypts and interact with stem cells. In addition,
distinct pathogens have evolved mechanisms to breach even an intact mucus barrier to make contact
with host cells (right). These bacteria can also penetrate glands and adhere to stem cells. AMPs:
antimicrobial peptides.

In the healthy condition, the microbiota is kept in a tightly controlled homeostasis in order
to prevent bacterial penetration and systemic infection. The epithelial monolayer carries efficient
defense mechanisms that allow it to act as a barrier between the bacteria-containing lumen and the
host organism itself. In addition to the physical border established by the mucus layer covering the
epithelial cell surface, there is also a chemical border generated through active secretion of antimicrobial
substances, such as antimicrobial peptides (AMPs), which either kill bacteria directly or interfere with
their metabolism. Recognition of pathogens by immune sensors allows for a specifically targeted
host response, keeping the normal microbiota intact but destroying the intruder [16]. It is now
recognized that in certain conditions such as Crohn’s disease the microbiota composition is altered,
which might be due to microbial competition, secreted bacteriotoxins or host-derived bactericidal
defense mechanisms [17]. This, together with impaired mucus production, paves the way not only
for pathogens but also for commensals to come in contact with the epithelium and even infiltrate the
crypts—a process that is not observed under healthy conditions [18].
While these events have been linked to various infectious and inflammatory disorders, there is
an increasing interest in the role of bacteria in development of gastrointestinal malignancies [19–23].
Indeed, the GI tract epithelium is a site particularly prone to malignant disease: stomach and colorectal
cancer (CRC) alone accounted for about 3 million new cancer cases and 1.5 million deaths in 2018,
making them the second and third deadliest among all cancers, respectively [24]. While formerly it was
believed that these cancer types, particularly CRC, are mainly driven by genetic predisposition and
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stochastic mutations, there is now increasing evidence that bacteria can contribute to and even actively
drive carcinogenesis by changing the microenvironment or cell signaling or by directly altering host
DNA integrity.
While the causal link between cancer development and viral infection is widely accepted, such a
link is more difficult to establish for bacteria, which are not known to integrate genetic material into
the host genome. Although epidemiological as well as in vitro evidence exists for a carcinogenic effect
of some bacterial infections, the mechanisms by which bacteria trigger carcinogenesis are not yet
fully understood and under active investigation. One common feature in this context is that direct
interaction of bacteria with host cells is required for DNA injury. Some pathogenic bacteria possess the
ability to counteract the epithelial defense mechanisms to make contact with host cells, leading to DNA
damage. Although other pro-carcinogenic mechanisms, such as inflammatory responses or action of
miRNAs, have been proposed for distinct bacteria such as Bacteroides fragilis or Fusobacterium nucleatum,
a common feature of several bacterial species that are epidemiologically linked to cancer is that they
cause DNA damage. This can occur indirectly, via increased levels of reactive oxygen species generated
by the host’s immune defense, especially upon chronic infection. However, it can also occur directly
and bacteria that can cause direct DNA damage and are connected with malignant diseases will be
in the focus of this review. Here, we describe how pathogenic and pathobiontic bacteria contribute
to DNA damage and epithelial carcinogenesis. Specific genotoxins and other bacterial virulence
factors that are epidemiologically and mechanistically linked to DNA damage and carcinogenesis
have recently been described and characterized (see Figure 2). Various genera possess genotoxins,
including the cytolethal distending toxin (CDT), which causes DNA double-strand breaks (DSBs) [25].
Others alter the host DNA damage response, potentially resulting in impaired repair, mutations and
cancer (reviewed in Chumduri, et al. [26]). Such genotoxins and other factors can be transferred from
the bacteria to the host cell via secretion systems, for example, outer membrane vesicles or type IV
secretion systems (T4SS). In all of these cases, direct interaction with the cells, for example, adherence,
ingestion or at least close proximity is necessary for the microbes to alter cell signaling.
Another important aspect is the heterogeneity and different life-spans of epithelial cell types
in the gut: most cells are differentiated and short-lived, while the stem cells in the crypt base are
long-lived, indicating that damage to these cells could be a necessary event for maintenance and
fixation of genomic lesions.
Considering these aspects, we propose that in order to contribute to gastrointestinal cancer onset,
bacteria must meet two criteria: Firstly, they must be able to establish direct contact with the epithelium
either via active mechanisms or through an independent event leading to a disruption of the epithelial
barrier, for example, previous damage. Secondly, they must possess molecular virulence factors that
cause DNA damage and mutations. For such mutations to persist in the tissue, it is most likely required
that long-lived cells, such as stem cells, are targeted by genotoxic events.
This review recapitulates the current understanding of the interaction between carcinogenic
microbes and the host epithelial cells in the GI tract. We summarize epidemiological insights as well
as insights into the mechanisms that link bacteria and their virulence factors to DNA injury and
carcinogenesis. Additionally, this review is accompanied by a list of the most relevant reviews of the
topic (see Supplementary Materials Table S1).
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Figure 2. Overview of microbes and their specific virulence factors that can induce DNA damage.
H. pylori’s type IV secretion system (T4SS) is known to be crucial for induction of DNA damage.
The injected effectors ADP-heptose and CagA alter gene expression, which leads to the expression of
NF-κB target genes and DNA damage. Additionally, production of reactive oxygen species (ROS) is
believed to be a cause for DNA damage. E. coli and other Enterobacteriaceae produce the genotoxin
colibactin, which has been shown to induce DNA double-strand breaks (DSBs) via alkylation. However,
it is not clear yet how the genotoxin is delivered to the nucleus. In contrast to this, the shuttling process
of typhoid toxin and the related cytolethal distending toxin (CDT), which share the catalytic subunit
CdtB, have been resolved for several species. Typhoid toxin is produced by the typhoidal Salmonella
strains Salmonella enterica Paratyphi A and Typhi, while CDT is expressed by several species such as
Campylobacter jejuni and Helicobacter hepaticus. While the trafficking is different for the holotoxins,
the mutual CdtB subunit, a homolog to DNase I, is translocated into the nucleus where it induces
single-strand breaks (SSBs) that can ultimately become DSBs. It is still under investigation how the
induced DSBs can lead to mutations and cancer. For colibactin is has recently been shown that it causes
a mutational signature, which could help reveal the underlying mechanisms. PtlA/B: Pertussis toxin
transport protein or Pertussis toxin liberation A/B; CdtA/B/C: cytolethal distending toxin subunit A/B/C;
OMV: outer membrane vesicles; SCV: Salmonella containing vacuole; ER: endoplasmic reticulum.

2. The Epithelial Barrier
The epithelial barrier in the GI tract is equipped with several levels of defense [27–29] responsible
for maintaining a distance between the luminal bacteria and the gut mucosa.
The most prominent line of defense is the mucus. In addition to forming a physical barrier,
the mucus contains a variety of proteins with antimicrobial activity, many of which are produced by
specialized subpopulations of epithelial cells. In addition, there are also region-specific mechanisms
within the gastrointestinal tract that limit bacterial colonization. For example, gastric parietal cells
secrete acid, creating a highly acidic and bacteriotoxic environment in the stomach [30–32]. In the colon,
beta oxidation in enterocytes is crucial for maintenance of an anaerobic luminal environment, which
supports microbiota diversity and resistance to colonization with pathogens as well as carcinogenic
pathobionts [33–36].
Another aspect that appears to be important for maintaining homeostasis between the microbiota
and the host is the crypt-like structure of the epithelium with long-lived stem cells located in the very
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base, distant from the lumen. Several defense mechanisms appear to specifically protect these stem
cells, such as their location and direct proximity to antimicrobial secretory cells, like the Paneth cells of
the small intestine [37–39]. In the following section, we will discuss the most prominent features of
epithelial self-defense in more detail.
2.1. Mucus
Mucus covering the epithelial layer can be found throughout the whole gastrointestinal tract,
although its thickness and structure vary between the different sections, from 150 µm in the small
intestine to 700 µm in the stomach and colon [40]. While in the stomach and colon the mucus layer
is separated into an inner and an outer layer, in the small intestine the separation into layers is
less apparent [41]. Under healthy conditions, the adherent inner mucus layer is free from bacteria
but the loose outer mucus layer is populated by the microbiota [18] making it the primary site
of microbiome-host symbiosis. Together with the complex glycans provided by food digestion,
the mucus serves as a nutrient source and attachment site for mucolytic commensals, which in
turn provide short-chain fatty acids and other energy sources to the host epithelium and other
members of the microbiota [42–45]. In addition to these probiotic effects, the mucus also contains
several antimicrobial factors, including mucins large, highly glycosylated proteins secreted by goblet
cells [46–48], defensins—cationic peptides with antibiotic action that are produced by epithelial
cells [49], other AMPs and a specific proportion of water and ions. Also, secretory IgA and IgG
antibodies are mucus components, blocking bacteria from binding to the epithelium [50]. Although
mucus composition and secretory cell location differ from organ to organ [51], the whole epithelium of
the GI tract possesses mucus as a common feature. Mucins can be divided into two classes: Classic
gel-forming mucins (MUC2, MUC5AC, MUC5B and MUC6) that form polymers and constitute the
mucus layer and transmembrane mucins (e.g., MUC1, MUC3, MUC12) that are located on the apical
side of enterocytes as part of the glycocalyx, the glycoprotein and -lipid covering surrounding the
cell membrane [52]. The mucus is a physical barrier and prevents bacteria from moving towards the
epithelium by its viscous texture promoted by these polymeric glycoproteins [53]. But it also is a
chemical barrier, featuring bactericidal substances like β-defensin 2, which is expressed in several
types of epithelia [54,55]. Goblet and Paneth cells are the known cell types of the GI tract responsible
for gel-forming mucin production and secretion, for example, mucin 2 (MUC2), which is the most
critical mucin in the intestine or MUC5AC, which is expressed in the stomach [18,56]. The importance
of the mucus barrier function is illustrated by the fact that mice lacking MUC2 develop spontaneous
inflammation of the colon [18,57] and similarly, deficiency in cell-surface mucin MUC1 makes mice
more susceptible to severe infection with H. pylori or Campylobacter species [58–60]. In addition, mucins
act not only in a protective but also in an antimicrobial manner: MUC6 in the stomach is believed to
limit growth of H. pylori within the mucus by inhibiting its cell wall biosynthesis [61]. The importance
of the mucus is also reflected clinically, as biopsies from ulcerative colitis patients showed that the
thickness of the mucus layer is reduced proportionally to the severity of the inflammation and that
bacteria were present within the mucus in colitis samples [62]. Besides this, MUC2 expression and the
number of goblet cells as well as their secretory capacity is decreased in these patients [63].
2.2. Antimicrobial Proteins
AMPs are part of the non-specific innate immune response, either directly killing or inhibiting the
growth of microbes, most commonly by targeting the bacterial cell wall [64,65]. Having evolved early
during evolution, AMPs can be found in almost all members of flora and fauna [66]. So far, more than
3200 AMPs from six kingdoms have been identified [67]. Although most of them share common features
such as small size (12–50 amino acids), positive charge and amphipathicity, gut antimicrobials can be
divided into three key families: defensins, cathelicidins and C-type lectins [64,65,68]. Defensins have a
very broad spectrum of action, disrupting membranes in many different microbial species regardless of
their Gram status and even in fungi and protozoa [69–71]. Through electrostatic interaction defensins
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form pores in the bacterial membrane, disrupting it and ultimately leading to lysis [72]. There are two
classes: α-defensins, which are produced by Paneth cells in the small intestine [69] and β-defensins,
which are mainly produced in the colonic epithelium [73]. Their expression is also regulated differently:
α-defensins are expressed independently from the microbiota while most β-defensins such as BD2
(also known as DEFB4A) require microbial signals for induction [74,75]. Expression of α-defensins is
crucial for a functioning host defense against pathogens. For example, mice deficient in MMP7, which
is required for α-defensin production, showed increased vulnerability to oral challenge with Salmonella,
while those overexpressing the human defensin 5 (DEFA4) were more resistant to infection [76,77].
By using these two models it has additionally been shown that α-defensins do not only affect pathogenic
bacteria but also take part in regulating the microbiota composition in the intestine [78].
Similar to defensins, cathelicidins disrupt bacterial membranes by forming pores irrespective of
Gram status but unlike defensins, they are produced by a variety of cells such as epithelial and immune
cells. Despite their direct antimicrobial activity, they also regulate host responses such as proliferation,
migration, cytokine release and onset of adaptive immune response [79]. Only one human cathelicidin
has been isolated so far—LL-37 or hCAP-18—which is also present in the GI tract [80–83] and which
is thought to be closely related to the murine cathelin-related antimicrobial peptide (CRAMP) [79].
Disruption of its gene, cnlp, leads to increased susceptibility to skin infections in mice [84].
The third family consists of C-type lectins (C for calcium-dependent [85]), which are expressed in
the small intestine by epithelial cells such as Paneth cells and enterocytes [86,87]. Lectins only act on
Gram-positive bacteria, as they recognize bacterial peptidoglycan [88]. However, their mechanism of
action is still under investigation [64]. One of the most well-studied murine lectins is REG3γ, which
plays a critical role in keeping the inner mucus layer sterile. Knock-out mice suffer from increased
colonization by Gram-positive bacteria in the inner mucus layer but not in the luminal content [87].
2.3. Protection of Stem Cells
As outlined above, Paneth cells are located near stem cells and are thought to be responsible for
keeping the stem cell niche sterile by producing a large variety of AMPs [47,89]. Apart from α-defensins,
lectins and cathelecidins, they also produce lysozymes, angiogenin 4, secretory phospholipase A2,
lipopolysaccharide-binding protein, collectins, deleted in malignant brain tumors 1 (DMBT1) and
histatins [89–92]. In addition to the presence of Paneth cells, protecting the stem cells from invading
microbes is achieved by several means. The stem cell niche in the GI epithelium consists of glands
or crypts with stem cells located in the base, the place most distant from the microbiota and its
metabolites. Here, stem cells are more protected from potentially intruding microbes and their
metabolites than cells at the gland surface. In addition to biogeographical features, it has been observed
that the crypt structure and its cellular organization are important for protection of stem cells against
potentially harmful metabolites. For instance, it has been demonstrated that the bacterial metabolite
butyrate inhibits stem cell proliferation and that its consumption by surface enterocytes, that use
butyrate for beta oxidation, prevents the exposure of stem cell to it [93]. As shown by our group,
both antimicrobial-producing cells and stem cells in the stomach rely on the same niche factors, such as
R-spondin [94], suggesting that antimicrobial protection mechanisms are an integral function of the
stem cell compartment that are important for tissue homeostasis. Similarly, in the intestine, Lgr5+ stem
cells rely on niche factors like Wnt3 or EGF provided by nearby Paneth cells. Conversely, Paneth cells
themselves require Wnt ligands for AMPs expression to be induced [95]. Being specifically shielded
might be the result of evolutionary pressure to avoid injuries in stem cells: damage in long-lived,
proliferative cells is likely to be a critical step in tumor development [96] and thus the crypt structure
might be a product of co-evolution between host and pathogen. This allows for replenishment of
the potentially damaged surface cells through a constant turnover driven by stem cell proliferation.
Of note, in the stomach antimicrobial protein expression is induced upon infection with H. pylori in
the gland base, suggesting that a full antimicrobial activity requires exposure to bacteria. Indeed,
experiments with gnotobiotic mice have shown that the microbiota itself regulates barrier maintenance
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and is needed to establish Paneth cell function and full barrier functionality [97,98], which might be
critical to preserve the host from pathogenic infections.
Despite the multiple levels of defense, some bacteria have evolved mechanisms to disrupt the
barrier and to colonize the epithelium-even that of the acidic stomach. Here, H. pylori requires the
protective mucus layer to colonize and persist, while being able to invade into glands and even colonize
stem and progenitor cells. Since direct interaction with epithelial cells also seems to be crucial for
other carcinogenic bacteria, an important question is how these microbes manage to gain access to
host cells, that is, how do they cross the host defense lines? We will discuss examples of two distinct
types of bacteria: pathogens that actively fight host defense mechanisms to establish contact with
the epithelium and commensals that can establish this contact only under certain circumstances.
In addition, we discuss other bacteria that have been linked to cancer although it is not yet clear how
they are able to reach and interact with the epithelium.
3. The Model Pathogen: Helicobacter Pylori
H. pylori is a spiral-shaped, lophotrichous flagellated, Gram-negative bacterium that colonizes
the human stomach [99]. In 1984 Barry Marshall proved that the bacterium is the cause of gastric
ulcer formation by administering H. pylori to himself [100]. Today, it is well accepted that it induces
gastric inflammation, peptic ulcer disease and is a risk factor for gastric cancer development [101–103].
Although many bacteria are epidemiologically linked to cancer, H. pylori is so far the only one that
has been widely accepted as a carcinogenic bacterium and has been classified as g I carcinogen [104].
A cohort study by Judy Parsonnet and colleagues revealed in the early 1990s that H. pylori infection is a
risk factor for developing gastric adenocarcinoma; 84% of individuals with gastric cancer had a history
of H. pylori infection. Although infection incidence is rapidly decreasing in the developed world,
putatively through improved hygiene, in countries of Southern and Eastern Europe, South America
and Asia the prevalence often exceeds 50% [105]. While the percentage of cancer cases attributed
to H. pylori declined from 2008 to 2018 (6.2% vs. 4.8%), the total number of cases increased (780,000
vs. 810,000) [106,107]. Based on studies that reported a reduction of gastric cancer incidence
through H. pylori treatment [108], the International Agency for Research on Cancer (IARC) published
recommendations for gastric cancer control in 2014, including screening and eradication strategies.
H. pylori has evolved persistence mechanisms to overcome the acidic environment of the stomach
by producing urease, which buffers the surrounding acid by production of ammonia ions and allows
the bacterium to establish a habitable, pH-neutral microenvironment [109,110]. Through rheological
studies, it has been discovered that H. pylori-induced pH elevation not only favors its survival within
the mucus but also enables the bacterium to swim through it by decreasing its viscoelasticity [111].
Thus, H. pylori is capable of overcoming this first line of defense to colonize the gastric mucus layer and
to move within it. There, in turn, it benefits from the mucus that protects the epithelium from acid [55],
while at the same time remaining in close proximity to epithelial cells. While a subpopulation of
H. pylori is free-swimming in the mucus, some bacteria are able to attach to and colonize the intercellular
junctions of epithelial cells. Several molecular adhesins, such as BabA, SabA and HopQ, have been
described to be important for the attachment to epithelial cells [112]. Salama and colleagues found that
the helical shape of H. pylori allows the bacterium not only to swim directedly in the mucus but also to
interact with the host and induce inflammation [113]. Although the initial defense response by the
epithelium, including expression of β-defensin 3, can kill H. pylori effectively, the bacteria are able to
overcome this defense by translocating the virulence factor cytotoxin-associated gene A (CagA) into
host cells, which inhibits defensin secretion through the tyrosine phosphatase SHP-2 [114,115].
On the tissue level, it was originally shown that H. pylori interacts with surface pit cells [116,117].
Three-dimensional confocal microscopy imaging has recently revealed that H. pylori is also able to
colonize deep in the gastric glands and to interact with stem and progenitor cells in a mouse model of
infection as well as in human samples [118], leading to stem cell expansion and gastric pathology [119].
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Another factor necessary for colonization is cholesterol-α-glucosyltransferase, which allows
H. pylori to deplete cholesterol from the host cells, reducing IFN-γ signaling due to disruption
of lipid rafts, leading to downregulation of JAK and STAT1 pathways, along with several other
cytokines and antimicrobial peptides [120]. This ultimately prevents the infected cells from responding
to the inflammatory signals from incoming immune cells and helps H. pylori to persist despite
ongoing inflammation.
While being beneficial for persistence, H. pylori’s direct interaction with epithelial cells, especially
with stem cells is thought to be crucial for its carcinogenic effects. Once attached to the epithelium,
it can use its T4SS to inject its virulence factors into host cells [115]. In particular, translocation of
CagA has a major effect on cellular signaling. Once inside the host cell, CagA is phosphorylated by
Src and Abl kinases and can interact with other host proteins, which leads to host cell cytoskeletal
rearrangements [115,121,122]. CagA+ strains are considered to increase the risk for gastric carcinoma
and indeed CagA’s oncogenic action has been proven in the mouse model where it causes stomach
cancer [123] and in epidemiological studies [124]. Some mechanistic insights suggest that CagA
might interfere with the Wnt signaling downstream component β-catenin, releasing it into the
cytosol and allowing nuclear accumulation, which results in transcription of proliferation- and
differentiation-related genes [125,126]. More recently, another bacterial effector has been found to be
critical to activate NF-κB signaling: ADP-heptose which acts as a Pathogen-Associated Molecular
Pattern (PAMP) on epithelial cells and is also translocated by the T4SS [127]. NF-κB has been proposed
as being upregulated in conditions related to cancer onset and although rarely mutated itself, it plays a
central role in a signaling network containing frequently mutated upstream molecules like RAS, EGFR
or HER2, resulting in elevated NF-κB signaling and in cross-talk with genes related to ROS production,
as well as the p53 pathway and the STAT pathway [128].
In addition to altering signaling pathways, Toller and colleagues found that the T4SS is required
for induction of DSBs in host cells by H. pylori and that they are less likely to be repaired with ongoing
infection [129]. Infection seems to impair a proper DNA damage response, suppressing homologous
repair (HR) and enhancing the non-homologous end joining (NHEJ) pathway which leads to more
error-prone repair [130]. Later on, the same group could verify that DSBs are induced by host repair
mechanisms, namely by nucleotide excision repair (NER), in a T4SS-dependent manner and lead to
NF-κB target gene expression, enabling cell survival despite the DNA damage [131].
Taken together there is increasing evidence that the ability of H. pylori to interact with epithelial
cells and to colonize glands is beneficial for bacterial persistence. The ability of H. pylori to manipulate
epithelial cell behavior to create a protective niche appears to be causally linked to aberrant cell
behavior, DNA damage and risk for carcinogenesis.
4. The Enteric Pathogens: Campylobacter jejuni, the Salmonella Genus and Others
In addition to H. pylori, several other pathogens have come into the focus of infection biology
research due to their epidemiological connection to distinct types of cancer. This is true for classic
pathogens such as Campylobacter, Vibrio or Salmonella species.
The ability of these pathogens to colonize the gut is well studied, as enteritis is still a common
threat that accounts to more than 1.4 million deaths per year [132]. In order to interact with the
epithelium, pathogens have to cross the protective mucus layer that is constantly exchanged through
flushing and newly produced mucus (reviewed in Frick and Autenrieth [133]). For Campylobacter,
Salmonella and Vibrio, penetration is made possible by various virulence factors, such as flagella
enabling movement from or towards a stimulus, the spiral shape of the bacterium itself and secreted
proteases that simplify movement through the vicious mucus [134–137]. The molecular mechanisms
by which Campylobacter jejuni and Salmonella ssp. are capable of overcoming host defense mechanisms
and establish persistent infection have been reviewed previously (see Burnham and Hendrixson [138],
Di Domenico, et al. [139], Ducarmon, et al. [140], Gal-Mor [141], Wagner and Hensel [142], and Young,
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et al. [143]) so we will only introduce them briefly and focus on exploring possible modes of action
through which these microbes may induce cancer.
4.1. Salmonella
The Gram-negative, facultative anaerobic species Salmonella enterica consists of more than 2500
serovars known to cause food- and water-borne diseases and is ubiquitously present among humans
and animals [144]. Infection causes typhoid fever with typical gastrointestinal symptoms like abdominal
pain and diarrhea [145] but can also evolve to a potentially fatal systemic disease by dissemination of
bacteria to internal organs [146,147]. Although the majority of bacteria ingested are killed by stomach
acid, bile or intestinal defensins, if the dose is high enough (only about 1000–10,000 colony forming
units) surviving Salmonella can colonize the gut lumen or even invade the mucosa and proliferate
within epithelial cells [148]. Importantly, from the intestine passing through the liver Salmonella can
enter the gallbladder [149,150].
Despite the rising incidence in developed countries in North America and Europe [151],
salmonellosis and more specifically typhoid fever, is endemic in developing countries such as India
or nations in the western parts of South America. Interestingly, the incidence of gall bladder cancer
in these regions is much higher (~20-fold) compared to the rest of the world [152,153]. Outbreaks
in regions in which typhoid fever is typically not endemic have enabled a clear link to be made to
corresponding increases in the rates of gall bladder cancer [154,155].
Different from the serovar commonly used for in vivo research, S. enterica Typhimurium, the
human-restricted typhoidal serovars Paratyphi A and Typhi, feature the typhoid toxin, a chimeric toxin
consisting of the catalytic CdtB subunit of the cytolethal distending toxin (CDT) and two domains
of the pertussis toxin, PtlA and PtlB. The typhoidal strains have been linked to an increased risk of
developing gall bladder cancer in asymptomatic, chronic carriers, in whom the bacteria reside on
biofilms on gall stones in the gall bladder after acute infection. Around 2–5% of typhoid patients do not
manage to clear the infection and become chronic carriers [156] which increases the risk for malignant
gallbladder disease about 8fold [157]. The typhoid toxin’s CdtB subunit is a homologue of DNase
I [158,159]. The CdtB subunit might have been acquired through horizontal gene transfer, as the CDT
holotoxin is present in diverse Gram-negative bacteria. The catalytic subunit exhibits DNase activity
after internalization and translocation to the nucleus, directly inducing SSBs that lead to DSBs, as well
as altering cell cycle progression and the DNA damage response [160–163], potentially leading to
mutations and malignancy (reviewed in Chumduri, Gurumurthy, Zietlow and Meyer [26]). Although
it was shown in 2015 that Salmonella is able to induce cellular transformation via manipulation of the
AKT and MAPK pathway [119], the model used were pre-transformed host cells with a strain lacking
the typhoid toxin. So far it is not clear whether and how Salmonella could be capable of inducing these
primary mutations itself and to what extent such transformation could be caused by the typhoid toxin
or other virulence factors.
4.2. Campylobacter
Campylobacter species are characterized as Gram-negative, motile, microaerophilic, spirally shaped
bacteria possessing single flagella at one or both cell poles [164,165]. Although many members of this
genus are commensals, others, especially the thermophilic Campylobacters, such as Campylobacter coli
and Campylobacter jejuni, have been found to induce gastrointestinal disease [164,166]. In the U.S. an
estimated 800,000 cases of campylobacteriosis occur every year and it is believed that Campylobacter is
responsible for far more food-borne disease cases in the developed world than Salmonella [167–170].
Symptoms are dose-dependent, ranging from mild diarrhea to acute colitis and even sepsis and
death [171–174]. After ingestion, Campylobacter colonizes the epithelium of the distal ileum or colon,
damaging host cells through adhesion, bacterial toxins or indirectly through the induced inflammatory
response [165]. Chemotaxis has been demonstrated to be indispensable for colonization, as are
functional flagella for motility within the mucus [137,165]. There is also evidence that the flagella are
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taking part directly in adhesion through binding mucins [5]. Campylobacter is highly motile within
the mucus layer, chemoattracted to mucins and binds mucin oligosaccharides [135,175]. Specifically,
it has been shown to interact with MUC2 in the intestine, which causes upregulation of several of
its virulence genes [176]. The autotransporter protein CapC also plays a role in promoting epithelial
adhesion and invasion [177]. While it establishes its niche, Campylobacter effectively disrupts tight
junctions [178].
Campylobacter jejuni is one of the best-known members of this family and is also one of the
candidates that has been investigated in connection with CRC, as it expresses CDT, which causes
DSBs [179]. There is also accumulating epidemiological evidence for a role of Campylobacter in malignant
diseases. C. jejuni accompanied by E. coli is present more often in colorectal cancer lesions than in the
adjacent tissue [180,181]. Campylobacter also eliminates various taxa from the luminal microbiome
once it is established and it has been proposed that this is due to the genotoxic action of CDT [179].
This genotoxic effect not only affects the microbiota but also induces genomic instability in the host, as
shown for CDT produced by other Gram-negative bacteria, such as Helicobacter hepaticus [182]. It is also
known that host cells respond to invading Campylobacter by upregulating MUC1 production, which
partially protects them from the actions of CDT [59], thus defending not only against the infection but
also against potential DNA damage. Although a human clinical isolate of C. jejuni has been shown to
promote colorectal tumorigenesis in vivo in DSS-treated APCMin/+ mice [179], the mode of action is
still under investigation and the causal link to CRC remains unproven.
4.3. Helicobacter Hepaticus
Helicobacter hepaticus is a spirally shaped Gram-negative bacterium slightly smaller than H. pylori,
has bipolar sheathed flagella and can live in both anaerobic and microaerophilic environments [183].
This pathogen has mainly been investigated in the mouse model, where it causes hepatic diseases
such as chronic hepatis [184,185] but may also exhibit pathogenicity in humans as it is detected in
patients with hepatobiliary disease [186,187]. Although closely related to H. pylori and sharing the
ability to produce urease, H. hepaticus lacks other key virulence factors of H. pylori such as CagA
and the three adhesins SabA, AlpA and BabA [183]. By contrast, it expresses the CDT orthologue of
C. jejuni [183] and may therefore induce mutations through the same mechanism, that is, induction of
DSBs and alteration of the DNA damage response. In fact, is has been demonstrated that CDT induces
cell cycle arrest at G2/M checkpoint and may therefore also promote persistence of infection [188].
H. hepaticus infection causes liver cancer in A/Jct mouse models and correlates with the development of
gallbladder polyps and gallbladder cancer in humans [183,184,186,187,189,190]. H. hepaticus as well as
other Helicobacter species are frequently found in cholangiocarcinomas and it has been postulated that
they may induce hepatobiliary malignancies [191,192]. In line with this, higher titers of antibodies
against H. hepaticus were found in patients with gallbladder cancer [189,190]. However, neither the
exact route of infection, nor the persistence niche or the causative mechanism of its relation to cancer
have yet been proven and research will need to focus on this in order to provide comprehensive
explanations for these connections.
In conclusion, pathogenic bacteria of the gastrointestinal tract have the ability to breach the
epithelial barrier effectively, leading to symptoms observed during acute infection, such as diarrhea.
While the acute effects are well understood, those bacterial species that can partially persist in the host
seem to be able to cause long-term effects and contribute to carcinogenesis. It will be important to
explore in more detail what types of cells pathogens interact with once they have breached the barrier
and how the genomic instability that can be caused by different virulence factors is then propagated
in a way that leads to cancer. To provide definitive proof that bacteria causally drive carcinogenesis,
the long-term effects of pathogens on the host tissue need to be determined in order to monitor a
possible mutational cascade.
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5. Commensals—To Protect and Serve?
In contrast to invading pathogens, commensals are part of our natural microbiota that lives in
symbiosis with us, tolerated by the immune system while in ongoing exchange of nutrients and signals
with our organism. However, under certain circumstances, commensals can obtain pathogenic features
and harm epithelial cells. Due to the epithelial barrier, commensals usually do not come into contact
with the intact epithelium but reside in the outer mucus layer. Although they are not characterized as
harmful per se, some of them have been linked to cancer through mechanistic studies and metagenomic
analyses (reviewed in Rajagopala, et al. [193]).
Since the microbiota itself can be considered as a line of epithelial defense, it is of interest how
commensals, pathobionts and pathogens interact. How the gut microbiota controls pathogens and
pathobionts has been reviewed by Kamada, et al. [194]. An imbalance within the microbial population
through changes in number and composition can provide a competitive advantage for pathogens or
pathobionts to grow. In particular, a high oxygen concentration is a marker for gut dysbiosis as it triggers
expansion of pathogens like Salmonella ssp. or pathobionts from the Enterobacteriaceae family [195,196].
Loss of hypoxia through inflammation and subsequent elimination of probiotic anaerobes disturbs the
gut’s natural resistance against colonization by pathogens and can lead to an overgrowth of harmful
microbes [196]. Colibactin-producing E. coli, which will be discussed in the following section, expand
within the microbiota in an AOM/DSS mouse model and this expansion is crucial for inducing tumor
formation [197]. These data suggest that alterations in the gut microenvironment favor the growth
of potentially harmful pathogens and pathobionts and that the increase in number enables them to
exhibit their capability to induce tumors.
In the following section, we will mainly focus on how single species of the microbiota contribute
to arising cancers by becoming pathobionts in the context of dysbiosis.
5.1. Escherichia coli.
As part of the natural flora, E. coli species are ubiquitously present in the colon of humans and
animals [198]. They are facultative anaerobic, Gram-negative, rod-shaped bacteria equipped with
motility mediated by peritrichous flagella [199]. Several pathogenic E. coli strains, enterohaemorrhagic
and enteroadherent E. coli (EHEC and EAEC), have evolved mechanisms to actively attach to the
epithelium, which will not be addressed here. We will instead focus on commensal E. coli strains
that reveal pathobiontic activity in the context of carcinogenesis. Among the several subspecies of
E. coli, pks+ strains of the phylogroup B2 have come into focus because their pathogenicity island is
responsible for colibactin synthesis [200,201]. Colibactin, first described in 2006, is a genotoxin that has
been shown to directly bind DNA and cause DSBs via alkylation, leading to activation of the DNA
damage response, cell cycle arrest and eventually cell death [201,202]. Colibactin’s two electrophilic
cyclopropane residues undergo ring opening, forming covalent cross-links with the DNA to yield an
unstable DNA adduct [203,204]. These inter-strand crosslinks may result in replication stress and DSBs
that could cause aberrant DNA damage repair (reviewed in Reference [205]). The described cytopathic
effects, including megalocytosis, were observed in different mammalian cell lines and depended on
the establishment of direct cell-contact between bacteria and host [202]. E. coli has been associated
with CRC, with a highly increased abundance in tumor samples compared to control biopsies [206].
Subsequently, another research group could show in vivo that the pks island is indeed required for
generation of DNA damage and promotes carcinogenesis in a colitis-susceptible interleukin-10-deficient
mouse model [207]. Interestingly, phylogenic group B2 E.coli strains that are able to persist in the gut
are significantly more likely to carry the pks island compared to short-term or intermediate duration
colonizers [208]. Recent epidemiological studies from Sears and colleagues revealed that pks+ E. coli is
present more often in CRC patients than in healthy individuals and treatment of cell lines and primary
cells with pks+ clinical isolates leads to syncytia and megalocytosis in these cells [209]. Strikingly,
pks+ strains are also enriched in patients with familial adenomatous polyposis (FAP) pointing out a
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surprising connection of carcinogenic bacteria with a disease that is considered to hereditarily increase
the risk for CRC [210].
With the advent of high-throughput sequencing and advanced genomic analyses, cancer signatures
induced by mutagenic substances have been highlighted and they may also help to understand where
and how mutations arise during bacterial infections. For pks+ E. coli, whole-genome sequencing of
long-term infected organoids as well as samples from CRC patient cohorts showed that they exhibit the
same mutational signature–hinting for the first time at a mutational process resulting from exposure to
colibactin-producing bacteria [211]. Whole-exome sequencing of a CRC patient cohort even allowed
definition of the exact AT-rich sequence motif linked to a specific shape of the DNA that is enriched in
the regions in which colibactin promotes DSBs [212]. While this demonstrates that a subset of cancer
patients was in contact with colibactin and that colibactin induced mutations in such patients, it is
not clear whether indeed these mutations directly contributed to cellular transformation. Indeed,
colibactin signatures were also found in healthy subjects. Therefore, more mechanistic studies are
required to fully capture the carcinogenic potential of colibactin.
5.2. Other Commensals
Colibactin is also expressed by other Enterobacteriaceae, such as Klebsiella, Enterobacter and
Citrobacter [213] and it will be important to investigate whether such bacteria may also contribute to
CRC. Overall, there is increasing evidence for the role of colibactin in CRC development. However, it is
likely that only a small proportion of patients that harbor colibactin-producing bacteria will develop
malignant disease. This could be due to the fact that under homeostatic conditions such bacteria will
not get in direct contact with the epithelium—and especially with epithelial stem cells. Understanding
under which conditions such interactions may occur is a critical next step to obtain a full picture of
colibactin’s carcinogenic capacity.
Another member of the microbiota, Fusobacterium has also been found in tumors, pointing towards
a link with cancer (reviewed in Shang and Liu [214] and Zhou, et al. [215]). However, it remains
unclear if the presence of these bacteria in tumor samples is a cause or a consequence of the developing
tumor. It might well be that instead of promoting the initial transformation, distinct microbes merely
find a niche inside the developing tumor tissue and are not etiologically linked with the malignancy.
However, in the case of Fusobacterium, the bacteria have also been shown to promote the progression of
CRC via suppression the immune system and alteration of signaling pathways [216].
6. Conclusions
In summary, direct interaction between pathogens or pathobionts and the epithelium is a common
feature required for their pro-oncogenic effects. Bacteria must have the ability to make contact with
epithelial cells or at least to be in close proximity, for their pro-carcinogenic virulence factors to come
into play. Such effects involve both the ability to alter cell signaling as well as to induce genomic injuries
directly. While for H. pylori a connection with gastric cancer is well accepted, it is becoming increasingly
clear that a link between CRC and other bacteria also exists. Particularly for the genotoxin colibactin,
which is expressed in different members of the microbiota, a causative role in colorectal carcinogenesis
becomes apparent. An interdisciplinary effort involving epidemiological and mechanistic studies is
required to dissect the full potential of colibactin and other virulence factors to cause genotoxic damage
and to understand how they contribute to human gastrointestinal carcinogenesis. The discovery of
mutational signatures has opened up a promising research field. These insights are important as
they might pave the way for bacterial eradication approaches to prevent gastrointestinal cancers from
developing. As was shown for colibactin-related mutations in cancer patient genomes, mutations in
tumor driver genes are more likely to happen in the rectum than in the colon [212], which highlights
the need for further research into the spatial colonization preference of bacteria in order to understand
which regions are especially prone to mutations and thus the development of tumors. This could allow
for more sophisticated screening methods and risk assessments for cancer development.
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As mentioned above, many essential metabolites are produced by the microbiota, such as
short-chain fatty acids, amino acids and vitamins [45,217–220]. However, some of these metabolites
can exhibit detrimental activity on the epithelium as discussed for butyrate [93]. Metagenome analysis
of the human microbiota has revealed that the average person carries more than half a million bacterial
genes in their gut, many of which encode for proteins with catalytic activity [221]. As gut microbes
are competing within their niche, enzymes and other products of metabolic pathways might lead to a
competitive advantage for certain species and additionally damage host cells. Both are the case for the
genotoxic DNase I homolog CDT [179,182]. Therefore, it would be of great interest to further investigate
these and other data sets to discover new enzymes and metabolites linked to cancer onset. Emerging
new techniques in the field of proteomics and metabolomics will pave the way for a quantitative
assessment of how these molecules act on a functional level.
Knowledge about the exact mechanisms by which mutations are induced directly by bacteria and
how these mutations persist in the epithelium after the acute infection event has passed, will help us to
understand the transformational processes occurring in the GI tract. To achieve this, research should
focus on a detailed understanding of which cell types are targets for mutations and how these cells
benefit from the introduced genetic alterations in terms of their fitness to survive and to repopulate
the epithelium. Sophisticated model systems will be needed in order to mimic the complex processes
of tissue homeostasis and renewal while challenging cells with the mentioned virulence factors that
contribute to GI carcinogenesis.
In addition to basic research, these data should be put into clinical context. In order to increase
the medical relevance, further evidence is needed to convince the biomedical community that certain
bacteria can drive carcinogenesis. This also calls for strategies to prevent bacteria-induced malignancies,
for example, through microbial eradication strategies or by preventing such bacterial infections in
the first place. If such therapeutic approaches prove successful, they will raise awareness of the
relationship between bacteria and cancer and generate increased financial support for accelerated
research in this area.
Supplementary Materials: The following figures are available online at http://www.mdpi.com/1422-0067/21/20/
7439/s1. Table S1: Overview of relevant reviews.
Author Contributions: K.H.: literature research, drafting of the manuscript, drafting of figures. M.S.: drafting and
revision of manuscript, supervision. All authors have read and agreed to the published version of the manuscript.
Funding: This research is supported by Deutsche Forschungsgemeinschaft: Si1983 4/1.
Acknowledgments: The authors thank Rike Zietlow for editing the manuscript and Diane Schad for her support
with the assembly of the figures.
Conflicts of Interest: The authors declare no conflict of interest. The funders had no role in the design of the
study; in the collection, analyses, or interpretation of data; in the writing of the manuscript, or in the decision to
publish the results.

References
1.
2.
3.
4.
5.
6.

Chang, C.-S.; Kao, C.-Y. Current understanding of the gut microbiota shaping mechanisms. J. Biomed. Sci.
2019, 26, 59. [CrossRef] [PubMed]
Vereecke, L.; Beyaert, R.; van Loo, G. Enterocyte death and intestinal barrier maintenance in homeostasis and
disease. Trends Mol. Med. 2011, 17, 584–593. [CrossRef] [PubMed]
Boyanova, L. Role of Helicobacter pylori virulence factors for iron acquisition from gastric epithelial cells of
the host and impact on bacterial colonization. Future Microbiol. 2011, 6, 843–846. [CrossRef]
Fàbrega, A.; Vila, J. Salmonella enterica serovar Typhimurium skills to succeed in the host: Virulence and
regulation. Clin. Microbiol. Rev. 2013, 26, 308–341. [CrossRef]
Sicard, J.-F.; le Bihan, G.; Vogeleer, P.; Jacques, M.; Harel, J. Interactions of Intestinal Bacteria with Components
of the Intestinal Mucus. Front. Cell. Infect. Microbiol. 2017, 7, 387. [CrossRef]
Šterbenc, A.; Jarc, E.; Poljak, M.; Homan, M. Helicobacter pylori virulence genes. World J. Gastroenterol. 2019,
25, 4870–4884. [CrossRef] [PubMed]

Int. J. Mol. Sci. 2020, 21, 7439

7.

8.
9.
10.
11.

12.
13.

14.

15.
16.
17.
18.

19.
20.
21.

22.

23.
24.

25.
26.
27.
28.

14 of 24

Shin, W.; Kim, H.J. Intestinal barrier dysfunction orchestrates the onset of inflammatory host-microbiome
cross-talk in a human gut inflammation-on-a-chip. Proc. Natl. Acad. Sci. USA 2018, 115, E10539–E10547.
[CrossRef]
Yu, L.C.-H. Microbiota dysbiosis and barrier dysfunction in inflammatory bowel disease and colorectal
cancers: Exploring a common ground hypothesis. J. Biomed. Sci. 2018, 25, 79. [CrossRef] [PubMed]
Rakoff-Nahoum, S.; Hao, L.; Medzhitov, R. Role of Toll-like Receptors in Spontaneous Commensal-Dependent
Colitis. Immunity 2006, 25, 319–329. [CrossRef]
Rakoff-Nahoum, S.; Paglino, J.; Eslami-Varzaneh, F.; Edberg, S.; Medzhitov, R. Recognition of commensal
microflora by toll-like receptors is required for intestinal homeostasis. Cell 2004, 118, 229–241. [CrossRef]
Bollrath, J.; Phesse, T.J.; von Burstin, V.A.; Putoczki, T.; Bennecke, M.; Bateman, T.; Nebelsiek, T.;
Lundgren-May, T.; Canli, Ö.; Schwitalla, S.; et al. gp130-Mediated Stat3 activation in enterocytes regulates
cell survival and cell-cycle progression during colitis-associated tumorigenesis. Cancer Cell 2009, 15, 91–102.
[CrossRef] [PubMed]
Greten, F.R.; Karin, M. The IKK/NF-κB activation pathway—A target for prevention and treatment of cancer.
Cancer Lett. 2004, 206, 193–199. [CrossRef] [PubMed]
Grivennikov, S.; Karin, E.; Terzic, J.; Mucida, D.; Yu, G.-Y.; Vallabhapurapu, S.; Scheller, J.; Rose-John, S.;
Cheroutre, H.; Eckmann, L.; et al. IL-6 and Stat3 are required for survival of intestinal epithelial cells and
development of colitis-associated cancer. Cancer Cell 2009, 15, 103–113. [CrossRef] [PubMed]
Iftekhar, A.; Sperlich, A.; Janssen, K.-P.; Sigal, M. Microbiome and diseases: Colorectal cancer. In The Gut
Microbiome in Health and Disease; Haller, D., Ed.; Springer International Publishing: Cham, Switzerland, 2018;
pp. 231–249. [CrossRef]
Zeissig, S. Mikrobielle einflüsse in der tumorentwicklung und tumortherapie. Z. Gastroenterol. 2019, 57,
883–888. [CrossRef] [PubMed]
O’Hara, A.M.; Shanahan, F. The gut flora as a forgotten organ. EMBO Rep. 2006, 7, 688–693. [CrossRef]
Haag, L.M.; Siegmund, B. Intestinal microbiota and the innate immune system—A crosstalk in crohn’s
disease pathogenesis. Front. Immunol. 2015, 6, 489. [CrossRef]
Johansson, M.E.V.; Phillipson, M.; Petersson, J.; Velcich, A.; Holm, L.; Hansson, G.C. The inner of the two
Muc2 mucin-dependent mucus layers in colon is devoid of bacteria. Proc. Natl. Acad. Sci. USA 2008, 105,
15064. [CrossRef]
Chen, J.; Pitmon, E.; Wang, K. Microbiome, inflammation and colorectal cancer. Semin. Immunol. 2017, 32,
43–53. [CrossRef]
Meng, C.; Bai, C.; Brown, T.D.; Hood, L.E.; Tian, Q. Human gut microbiota and gastrointestinal cancer.
Genom. Proteom. Bioinform. 2018, 16, 33–49. [CrossRef]
Mima, K.; Ogino, S.; Nakagawa, S.; Sawayama, H.; Kinoshita, K.; Krashima, R.; Ishimoto, T.; Imai, K.;
Iwatsuki, M.; Hashimoto, D.; et al. The role of intestinal bacteria in the development and progression of
gastrointestinal tract neoplasms. Surg. Oncol. 2017, 26, 368–376. [CrossRef]
Nosho, K.; Sukawa, Y.; Adachi, Y.; Ito, M.; Mitsuhashi, K.; Kurihara, H.; Kanno, S.; Yamamoto, I.; Ishigami, K.;
Igarashi, H.; et al. Association of Fusobacterium nucleatum with immunity and molecular alterations in
colorectal cancer. World J. Gastroenterol. 2016, 22, 557–566. [CrossRef] [PubMed]
Venerito, M.; Vasapolli, R.; Rokkas, T.; Delchier, J.-C.; Malfertheiner, P. Helicobacter pylori, gastric cancer and
other gastrointestinal malignancies. Helicobacter 2017, 22, e12413. [CrossRef] [PubMed]
IARC. Globocan 2018. Available online: https://gco.iarc.fr/today/online-analysis-pie?v=2018&mode=
cancer&mode_population=continents&population=900&populations=900&key=total&sex=0&cancer=
39&type=1&statistic=5&prevalence=0&population_group=0&ages_group%5B%5D=0&ages_group%5B%
5D=17&nb_items=15&group_cancer=1&include_nmsc=1&include_nmsc_other=1&half_pie=0&donut=
0&population_group_globocan_id= (accessed on 23 June 2020).
Thelestam, M.; Frisan, T. Cytolethal distending toxins. Rev. Physiol. Biochem. Pharmacol. 2004, 152, e2254.
Chumduri, C.; Gurumurthy, R.K.; Zietlow, R.; Meyer, T.F. Subversion of host genome integrity by bacterial
pathogens. Nat. Rev. Mol. Cell Biol. 2016, 17, 659–673. [CrossRef] [PubMed]
Dey, P. Targeting gut barrier dysfunction with phytotherapies: Effective strategy against chronic diseases.
Pharmacol. Res. 2020, 161, 105135. [CrossRef]
Capaldo, C.T.; Powell, D.N.; Kalman, D. Layered defense: How mucus and tight junctions seal the intestinal
barrier. J. Mol. Med. 2017, 95, 927–934. [CrossRef]

Int. J. Mol. Sci. 2020, 21, 7439

29.
30.
31.
32.
33.

34.

35.
36.
37.
38.
39.

40.
41.
42.

43.

44.

45.
46.
47.
48.
49.
50.
51.

15 of 24

Camilleri, M. Leaky gut: Mechanisms, measurement and clinical implications in humans. Gut 2019, 68,
1516–1526. [CrossRef]
Schubert, M.L.; Peura, D.A. Control of gastric acid secretion in health and disease. Gastroenterology 2008, 134,
1842–1860. [CrossRef]
Urushidani, T.; Forte, J.G. Signal transduction and activation of acid secretion in the parietal cell. J. Membr.
Biol. 1997, 159, 99–111. [CrossRef]
Yao, X.; Forte, J.G. Cell biology of acid secretion by the parietal cell. Ann. Rev. Physiol. 2003, 65, 103–131.
[CrossRef]
Aceto, G.M.; Catalano, T.; Curia, M.C. Molecular Aspects of Colorectal Adenomas: The Interplay among
Microenvironment, Oxidative Stress and Predisposition. BioMed Res. Int. 2020, 2020, 1726309. [CrossRef]
[PubMed]
Byndloss, M.X.; Olsan, E.E.; Rivera-Chávez, F.; Tiffany, C.R.; Cevallos, S.A.; Lokken, K.L.; Torres, T.P.;
Byndloss, A.J.; Faber, F.; Gao, Y.; et al. Microbiota-activated PPAR-γ signaling inhibits dysbiotic
Enterobacteriaceae expansion. Science 2017, 357, 570–575. [CrossRef] [PubMed]
Litvak, Y.; Byndloss, M.X.; Bäumler, A.J. Colonocyte metabolism shapes the gut microbiota. Science 2018, 362,
eaat9076. [CrossRef] [PubMed]
Shelton, C.D.; Byndloss, M.X. Gut epithelial metabolism as a key driver of intestinal dysbiosis associated
with noncommunicable diseases. Infect. Immun. 2020, 88, e00919–e00939. [CrossRef]
Clevers, H.C.; Bevins, C.L. Paneth cells: Maestros of the small intestinal crypts. Ann. Rev. Physiol. 2013, 75,
289–311. [CrossRef]
Gassler, N. Paneth cells in intestinal physiology and pathophysiology. World J. Gastrointest. Pathophysiol.
2017, 8, 150–160. [CrossRef]
Sato, T.; van Es, J.H.; Snippert, H.J.; Stange, D.E.; Vries, R.G.; van den Born, M.; Barker, N.; Shroyer, N.F.;
van de Wetering, M.; Clevers, H. Paneth cells constitute the niche for Lgr5 stem cells in intestinal crypts.
Nature 2011, 469, 415–418. [CrossRef]
Atuma, C.; Strugala, V.; Allen, A.; Holm, L. The adherent gastrointestinal mucus gel layer: Thickness and
physical state in vivo. Am. J. Physiol. Gastrointest. Liver Physiol. 2001, 280, G922–G929. [CrossRef]
Johansson, M.E.V.; Sjövall, H.; Hansson, G.C. The gastrointestinal mucus system in health and disease.
Nat. Rev. Gastroenterol. Hepatol. 2013, 10, 352–361. [CrossRef]
Deplancke, B.; Vidal, O.; Ganessunker, D.; Donovan, S.M.; Mackie, R.I.; Gaskins, H.R. Selective growth of
mucolytic bacteria including Clostridium perfringens in a neonatal piglet model of total parenteral nutrition.
Am. J. Clin. Nutr. 2002, 76, 1117–1125. [CrossRef]
Johansson, M.E.V.; Larsson, J.M.H.; Hansson, G.C. The two mucus layers of colon are organized by the
MUC2 mucin, whereas the outer layer is a legislator of host-microbial interactions. Proc. Natl. Acad. Sci.
USA 2011, 108, 4659–4665. [CrossRef] [PubMed]
Png, C.W.; Lindén, S.K.; Gilshenan, K.S.; Zoetendal, E.G.; McSweeney, C.S.; Sly, L.I.; McGuckin, M.A.;
Florin, T.H.J. Mucolytic bacteria with increased prevalence in ibd mucosa augmentin vitroutilization of
mucin by other bacteria. Am. J. Gastroenterol. 2010, 105. [CrossRef] [PubMed]
Wong, J.M.W.; de Souza, R.; Kendall, C.W.C.; Emam, A.; Jenkins, D.J.A. Colonic health: Fermentation and
short chain fatty acids. J. Clin. Gastroenterol. 2006, 40. [CrossRef] [PubMed]
Hattrup, C.L.; Gendler, S.J. Structure and function of the cell surface (tethered) mucins. Ann. Rev. Physiol.
2008, 70, 431–457. [CrossRef] [PubMed]
McGuckin, M.A.; Lindén, S.K.; Sutton, P.; Florin, T.H. Mucin dynamics and enteric pathogens. Nat. Rev.
Microbiol. 2011, 9, 265–278. [CrossRef]
Thornton, D.J.; Rousseau, K.; McGuckin, M.A. Structure and function of the polymeric mucins in airways
mucus. Ann. Rev. Physiol. 2008, 70, 459–486. [CrossRef]
Wilmes, M.; Sahl, H.-G. Defensin-based anti-infective strategies. Int. J. Med. Microbiol. 2014, 304, 93–99.
[CrossRef]
Strugnell, R.A.; Wijburg, O.L.C. The role of secretory antibodies in infection immunity. Nat. Rev. Microbiol.
2010, 8, 656–667. [CrossRef]
Johansson, M.E.V.; Hansson, G.C. Immunological aspects of intestinal mucus and mucins. Nat. Rev. Immunol.
2016, 16, 639–649. [CrossRef]

Int. J. Mol. Sci. 2020, 21, 7439

52.

53.
54.

55.
56.
57.

58.

59.

60.

61.

62.
63.

64.
65.
66.
67.
68.
69.
70.
71.
72.

73.

16 of 24

Johansson, M.E.V.; Ambort, D.; Pelaseyed, T.; Schütte, A.; Gustafsson, J.K.; Ermund, A.; Subramani, D.B.;
Holmén-Larsson, J.M.; Thomsson, K.A.; Bergström, J.H.; et al. Composition and functional role of the mucus
layers in the intestine. Cell. Mol. Life Sci. 2011, 68, 3635. [CrossRef]
Hansson, G.C. Mucus and mucins in diseases of the intestinal and respiratory tracts. J. Int. Med. 2019, 285,
479–490. [CrossRef] [PubMed]
Hamanaka, Y.; Nakashima, M.; Wada, A.; Ito, M.; Kurazono, H.; Hojo, H.; Nakahara, Y.; Kohno, S.;
Hirayama, T.; Sekine, I. Expression of human beta-defensin 2 (hBD-2) in Helicobacter pylori induced gastritis:
Antibacterial effect of hBD-2 against Helicobacter pylori. Gut 2001, 49, 481–487. [CrossRef]
Schröder, J.-M.; Harder, J. Human beta-defensin-2. Int. J. Biochem. Cell Biol. 1999, 31, 645–651. [CrossRef]
Johansson, M.E.V.; Hansson, G.C. The Mucins. In Encyclopedia of Immunobiology; Ratcliffe, M.J.H., Ed.;
Academic Press: Oxford, UK, 2016; pp. 381–388. [CrossRef]
van der Sluis, M.; de Koning, B.A.E.; de Bruijn, A.C.J.M.; Velcich, A.; Meijerink, J.P.P.; van Goudoever, J.B.;
Büller, H.A.; Dekker, J.; van Seuningen, I.; Renes, I.B.; et al. Muc2-deficient mice spontaneously develop
colitis, indicating that muc2 is critical for colonic protection. Gastroenterology 2006, 131, 117–129. [CrossRef]
[PubMed]
Guang, W.; Ding, H.; Czinn, S.J.; Kim, K.C.; Blanchard, T.G.; Lillehoj, E.P. Muc1 cell surface mucin attenuates
epithelial inflammation in response to a common mucosal pathogen. J. Biol. Chem. 2010, 285, 20547–20557.
[CrossRef] [PubMed]
McAuley, J.L.; Linden, S.K.; Png, C.W.; King, R.M.; Pennington, H.L.; Gendler, S.J.; Florin, T.H.; Hill, G.R.;
Korolik, V.; McGuckin, M.A. MUC1 cell surface mucin is a critical element of the mucosal barrier to infection.
J. Clin. Investig. 2007, 117, 2313–2324. [CrossRef]
McGuckin, M.A.; Every, A.L.; Skene, C.D.; Linden, S.K.; Chionh, Y.T.; Swierczak, A.; McAuley, J.; Harbour, S.;
Kaparakis, M.; Ferrero, R.; et al. Muc1 mucin limits both helicobacter pylori colonization of the murine
gastric mucosa and associated gastritis. Gastroenterology 2007, 133, 1210–1218. [CrossRef]
Kawakubo, M.; Ito, Y.; Okimura, Y.; Kobayashi, M.; Sakura, K.; Kasama, S.; Fukuda, M.N.; Fukuda, M.;
Katsuyama, T.; Nakayama, J. Natural antibiotic function of a human gastric mucin againsthelicobacter pylori
infection. Science 2004, 305, 1003. [CrossRef]
Swidsinski, A.; Loening-Baucke, V.; Theissig, F.; Engelhardt, H.; Bengmark, S.; Koch, S.; Lochs, H.; Dörffel, Y.
Comparative study of the intestinal mucus barrier in normal and inflamed colon. Gut 2007, 56, 343. [CrossRef]
van der Post, S.; Jabbar, K.S.; Birchenough, G.; Arike, L.; Akhtar, N.; Sjovall, H.; Johansson, M.E.V.;
Hansson, G.C. Structural weakening of the colonic mucus barrier is an early event in ulcerative colitis
pathogenesis. Gut 2019, 68, 2142–2151. [CrossRef]
Gallo, R.L.; Hooper, L.V. Epithelial antimicrobial defence of the skin and intestine. Nat. Rev. Immunol. 2012,
12, 503–516. [CrossRef]
Mukherjee, S.; Vaishnava, S.; Hooper, L.V. Multi-layered regulation of intestinal antimicrobial defense.
Cell. Mol. Life Sci. 2008, 65, 3019–3027. [CrossRef] [PubMed]
Zasloff, M. Antimicrobial peptides of multicellular organisms. Nature 2002, 415, 389–395. [CrossRef]
[PubMed]
UNMC. The Antimicrobial Peptide Database. Available online: http://aps.unmc.edu/AP/main.php (accessed
on 1 July 2020).
Lai, Y.; Gallo, R.L. AMPed up immunity: How antimicrobial peptides have multiple roles in immune defense.
Trends Immunol. 2009, 30, 131–141. [CrossRef] [PubMed]
Ouellette, A.J. Paneth cell α-defensins in enteric innate immunity. Cell. Mol. Life Sci. 2011, 68, 2215–2229.
[CrossRef]
Sass, V.; Schneider, T.; Wilmes, M.; Körner, C.; Tossi, A.; Novikova, N.; Shamova, O.; Sahl, H.-G. Human
beta-defensin 3 inhibits cell wall biosynthesis in Staphylococci. Infect. Immun. 2010, 78, 2793–2800. [CrossRef]
Schutte, B.C.; McCray, P.B. β-defensins in lung host defense. Ann. Rev. Physiol. 2002, 64, 709–748. [CrossRef]
Kagan, B.L.; Selsted, M.E.; Ganz, T.; Lehrer, R.I. Antimicrobial defensin peptides form voltage-dependent
ion-permeable channels in planar lipid bilayer membranes. Proc. Natl. Acad. Sci. USA 1990, 87, 210–214.
[CrossRef]
Ho, S.; Pothoulakis, C.; Koon, H.W. Antimicrobial peptides and colitis. Curr. Pharm. Des. 2013, 19, 40–47.
[CrossRef]

Int. J. Mol. Sci. 2020, 21, 7439

74.

75.

76.
77.

78.

79.
80.

81.
82.

83.
84.

85.
86.
87.

88.

89.
90.
91.
92.
93.

94.

17 of 24

Pütsep, K.; Axelsson, L.-G.; Boman, A.; Midtvedt, T.; Normark, S.; Boman, H.G.; Andersson, M. Germ-free and
colonized mice generate the same products from enteric prodefensins. J. Biol. Chem. 2000, 275, 40478–40482.
[CrossRef]
O’Neil, D.A.; Porter, E.M.; Elewaut, D.; Anderson, G.M.; Eckmann, L.; Ganz, T.; Kagnoff, M.F. Expression
and regulation of the human β-defensins hbd-1 and hbd-2 in intestinal epithelium. J. Immunol. 1999, 163,
6718. [PubMed]
Salzman, N.H.; Ghosh, D.; Huttner, K.M.; Paterson, Y.; Bevins, C.L. Protection against enteric salmonellosis
in transgenic mice expressing a human intestinal defensin. Nature 2003, 422, 522–526. [CrossRef] [PubMed]
Wilson, C.L.; Ouellette, A.J.; Satchell, D.P.; Ayabe, T.; López-Boado, Y.S.; Stratman, J.L.; Hultgren, S.J.;
Matrisian, L.M.; Parks, W.C. Regulation of intestinal α-defensin activation by the metalloproteinase matrilysin
in innate host defense. Science 1999, 286, 113. [CrossRef]
Salzman, N.H.; Hung, K.; Haribhai, D.; Chu, H.; Karlsson-Sjöberg, J.; Amir, E.; Teggatz, P.; Barman, M.;
Hayward, M.; Eastwood, D.; et al. Enteric defensins are essential regulators of intestinal microbial ecology.
Nat. Immunol. 2010, 11, 76–82. [CrossRef]
Bals, R.; Wilson, J.M. Cathelicidins—A family of multifunctional antimicrobial peptides. Cell. Mol. Life Sci.
2003, 60, 711–720. [CrossRef]
Bals, R.; Wang, X.; Zasloff, M.; Wilson, J.M. The peptide antibiotic LL-37/hCAP-18 is expressed in epithelia of
the human lung where it has broad antimicrobial activity at the airway surface. Proc. Natl. Acad. Sci. USA
1998, 95, 9541–9546. [CrossRef] [PubMed]
Cowland, J.B.; Johnsen, A.H.; Borregaard, N. hCAP-18, a cathelin/pro-bactenecin-like protein of human
neutrophil specific granules. FEBS Lett. 1995, 368, 173–176. [CrossRef]
Agerberth, B.; Gunne, H.; Odeberg, J.; Kogner, P.; Boman, H.G.; Gudmundsson, G.H. FALL-39, a putative
human peptide antibiotic, is cysteine-free and expressed in bone marrow and testis. Proc. Natl. Acad. Sci.
USA 1995, 92, 195–199. [CrossRef]
Larrick, J.W.; Hirata, M.; Balint, R.F.; Lee, J.; Zhong, J.; Wright, S.C. Human CAP18: A novel antimicrobial
lipopolysaccharide-binding protein. Infect. Immun. 1995, 63, 1291–1297. [CrossRef]
Nizet, V.; Ohtake, T.; Lauth, X.; Trowbridge, J.; Rudisill, J.; Dorschner, R.A.; Pestonjamasp, V.; Piraino, J.;
Huttner, K.; Gallo, R.L. Innate antimicrobial peptide protects the skin from invasive bacterial infection.
Nature 2001, 414, 454–457. [CrossRef]
Drickamer, K. C-type lectin-like domains. Curr. Opin. Struct. Biol. 1999, 9, 585–590. [CrossRef]
Cash, H.L.; Whitham, C.V.; Behrendt, C.L.; Hooper, L.V. Symbiotic bacteria direct expression of an intestinal
bactericidal lectin. Science 2006, 313, 1126–1130. [CrossRef] [PubMed]
Vaishnava, S.; Yamamoto, M.; Severson, K.M.; Ruhn, K.A.; Yu, X.; Koren, O.; Ley, R.; Wakeland, E.K.;
Hooper, L.V. The antibacterial lectin RegIIIgamma promotes the spatial segregation of microbiota and host
in the intestine. Science 2011, 334, 255–258. [CrossRef] [PubMed]
Lehotzky, R.E.; Partch, C.L.; Mukherjee, S.; Cash, H.L.; Goldman, W.E.; Gardner, K.H.; Hooper, L.V. Molecular
basis for peptidoglycan recognition by a bactericidal lectin. Proc. Natl. Acad. Sci. USA 2010, 107, 7722–7727.
[CrossRef] [PubMed]
Stappenbeck, T.S. Paneth cell development, differentiation and function: New molecular cues. Gastroenterology
2009, 137, 30–33. [CrossRef] [PubMed]
Ouellette, A.J. Paneth cells and innate mucosal immunity. Curr. Opin. Gastroenterol. 2010, 26, 547–553.
[CrossRef]
Bevins, C.L.; Salzman, N.H. Paneth cells, antimicrobial peptides and maintenance of intestinal homeostasis.
Nat. Rev. Microbiol. 2011, 9, 356–368. [CrossRef]
Porter, E.M.; Bevins, C.L.; Ghosh, D.; Ganz, T. The multifaceted Paneth cell. Cell. Mol. Life Sci. 2002, 59,
156–170. [CrossRef]
Kaiko, G.E.; Ryu, S.H.; Koues, O.I.; Collins, P.L.; Solnica-Krezel, L.; Pearce, E.J.; Pearce, E.L.; Oltz, E.M.;
Stappenbeck, T.S. The colonic crypt protects stem cells from microbiota-derived metabolites. Cell 2016, 165,
1708–1720. [CrossRef]
Sigal, M.; Reinés, M.d.M.; Müllerke, S.; Fischer, C.; Kapalczynska, M.; Berger, H.; Bakker, E.R.M.;
Mollenkopf, H.-J.; Rothenberg, M.E.; Wiedenmann, B.; et al. R-spondin-3 induces secretory, antimicrobial
Lgr5+ cells in the stomach. Nat. Cell Biol. 2019, 21, 812–823. [CrossRef]

Int. J. Mol. Sci. 2020, 21, 7439

95.
96.
97.
98.

99.
100.
101.
102.
103.
104.

105.
106.
107.
108.
109.
110.
111.

112.
113.

114.

115.

116.

18 of 24

Armbruster, N.S.; Stange, E.F.; Wehkamp, J. In the wnt of paneth cells: Immune-epithelial crosstalk in small
intestinal crohn’s disease. Front. Immunol. 2017, 8, 1204. [CrossRef] [PubMed]
Hayakawa, Y.; Fox, J.G.; Wang, T.C. The origins of gastric cancer from gastric stem cells: Lessons from mouse
models. Cell. Mol. Gastroenterol. Hepatol. 2017, 3, 331–338. [CrossRef] [PubMed]
Chelakkot, C.; Ghim, J.; Ryu, S.H. Mechanisms regulating intestinal barrier integrity and its pathological
implications. Exp. Mol. Med. 2018, 50, 103. [CrossRef] [PubMed]
Hayes, C.L.; Dong, J.; Galipeau, H.J.; Jury, J.; McCarville, J.; Huang, X.; Wang, X.-Y.; Naidoo, A.;
Anbazhagan, A.N.; Libertucci, J.; et al. Commensal microbiota induces colonic barrier structure and
functions that contribute to homeostasis. Sci. Rep. 2018, 8, 14184. [CrossRef]
Marshall, B.; Warren, J.R. Unidentified curved bacilli in the stomach of patients with gastritis and peptic
ulceration. Lancet 1984, 323, 1311–1315. [CrossRef]
Marshall, B.J.; Armstrong, J.A.; McGechie, D.B.; Clancy, R.J. Attempt to fulfil Koch’s postulates for pyloric
Campylobacter. Med. J. Aust. 1985, 142, 436–439. [CrossRef]
Kuipers, E.J. Helicobacter pylori and the risk and management of associated diseases: Gastritis, ulcer disease,
atrophic gastritis and gastric cancer. Aliment. Pharmacol. Ther. 1997, 11, 71–88. [CrossRef]
Wotherspoon, A.C.; Ortiz-Hidalgo, C.; Falzon, M.R.; Isaacson, P.G. Helicobacter pylori-associated gastritis
and primary B-cell gastric lymphoma. Lancet 1991, 338, 1175–1176. [CrossRef]
Sipponen, P.; Hyvärinen, H. Role of Helicobacter pylori in the pathogenesis of gastritis, peptic ulcer and
gastric cancer. Scand. J. Gastroenterol. Suppl. 1993, 196, 3–6. [CrossRef]
IARC. Monographs on the Evaluation of Carcinogenic Risks to Humans. Schistosomes, Liver Flukes and
Helicobacter Pylori. Available online: http://monographs.iarc.fr/ENG/Publications/corrigenda.php (accessed
on 24 June 2020).
Eusebi, L.H.; Zagari, R.M.; Bazzoli, F. Epidemiology of helicobacter pylori Infection. Helicobacter 2014, 19,
1–5. [CrossRef]
Plummer, M.; Franceschi, S.; Vignat, J.; Forman, D.; de Martel, C. Global burden of gastric cancer attributable
to Helicobacter pylori. Int. J. Cancer 2015, 136, 487–490. [CrossRef] [PubMed]
de Martel, C.; Georges, D.; Bray, F.; Ferlay, J.; Clifford, G.M. Global burden of cancer attributable to infections
in 2018: A worldwide incidence analysis. Lancet Glob. Health 2020, 8, e180–e190. [CrossRef]
Park, J.Y.; Forman, D.; Greenberg, E.R.; Herrero, R. Helicobacter pylori Eradication in the Prevention of
Gastric Cancer: Are More Trials Needed? Curr. Oncol. Rep. 2013, 15, 517–525. [CrossRef] [PubMed]
Andersen, L.P. Colonization and infection by helicobacter pylori in humans. Helicobacter 2007, 12, 12–15.
[CrossRef]
Eaton, K.A.; Brooks, C.L.; Morgan, D.R.; Krakowka, S. Essential role of urease in pathogenesis of gastritis
induced by Helicobacter pylori in gnotobiotic piglets. Infect. Immun. 1991, 59, 2470. [CrossRef]
Celli, J.P.; Turner, B.S.; Afdhal, N.H.; Keates, S.; Ghiran, I.; Kelly, C.P.; Ewoldt, R.H.; McKinley, G.H.; So, P.;
Erramilli, S.; et al. Helicobacter pylori moves through mucus by reducing mucin viscoelasticity. Proc. Natl.
Acad. Sci. USA 2009, 106, 14321. [CrossRef]
Xu, C.; Soyfoo, D.M.; Wu, Y.; Xu, S. Virulence of Helicobacter pylori outer membrane proteins: An updated
review. Eur. J. Clin. Microbiol. Infect. Dis. 2020, 1–10. [CrossRef]
Martínez, L.E.; O’Brien, V.P.; Leverich, C.K.; Knoblaugh, S.E.; Salama, N.R. Nonhelical Helicobacter pylori
mutants show altered gland colonization and elicit less gastric pathology than helical bacteria during chronic
infection. Infect. Immun. 2019, 87, e00904–e00918. [CrossRef]
Bauer, B.; Pang, E.; Holland, C.; Kessler, M.; Bartfeld, S.; Meyer, T.F. The Helicobacter pylori virulence effector
CagA abrogates human beta-defensin 3 expression via inactivation of Egfr signaling. Cell Host Microbe 2012,
11, 576–586. [CrossRef]
Higashi, H.; Tsutsumi, R.; Muto, S.; Sugiyama, T.; Azuma, T.; Asaka, M.; Hatakeyama, M. SHP-2 tyrosine
phosphatase as an intracellular target of helicobacter pylori CagA protein. Science 2002, 295, 683–686.
[CrossRef]
Kawahara, T.; Teshima, S.; Oka, A.; Sugiyama, T.; Kishi, K.; Rokutan, K. Type I Helicobacter pylori
lipopolysaccharide stimulates toll-like receptor 4 and activates mitogen oxidase 1 in gastric pit cells. Infect.
Immun. 2001, 69, 4382–4389. [CrossRef] [PubMed]

Int. J. Mol. Sci. 2020, 21, 7439

19 of 24

117. Ishijima, N.; Suzuki, M.; Ashida, H.; Ichikawa, Y.; Kanegae, Y.; Saito, I.; Borén, T.; Haas, R.; Sasakawa, C.;
Mimuro, H. BabA-mediated adherence is a potentiator of the Helicobacter pylori type IV secretion system
activity. J. Biol. Chem. 2011, 286, 25256–25264. [CrossRef] [PubMed]
118. Sigal, M.; Rothenberg, M.E.; Logan, C.Y.; Lee, J.Y.; Honaker, R.W.; Cooper, R.L.; Passarelli, B.; Camorlinga, M.;
Bouley, D.M.; Alvarez, G.; et al. Helicobacter pylori activates and expands Lgr5+ Stem cells through direct
colonization of the gastric glands. Gastroenterology 2015, 148, 1392–1404. [CrossRef]
119. Scanu, T.; Spaapen, R.M.; Bakker, J.M.; Pratap, C.B.; Wu, L.-E.; Hofland, I.; Broeks, A.; Shukla, V.K.; Kumar, M.;
Janssen, H.; et al. Salmonella Manipulation of Host Signaling Pathways Provokes Cellular Transformation
Associated with Gallbladder Carcinoma. Cell Host Microbe 2015, 17, 763–774. [CrossRef]
120. Morey, P.; Pfannkuch, L.; Pang, E.; Boccellato, F.; Sigal, M.; Imai-Matsushima, A.; Dyer, V.; Koch, M.;
Mollenkopf, H.J.; Schlaermann, P.; et al. Helicobacter pylori Depletes Cholesterol in Gastric Glands to
Prevent Interferon Gamma Signaling and Escape the Inflammatory Response. Gastroenterology 2018, 154,
1391–1404. [CrossRef]
121. Mueller, D.; Tegtmeyer, N.; Brandt, S.; Yamaoka, Y.; de Poire, E.; Sgouras, D.; Wessler, S.; Torres, J.; Smolka, A.;
Backert, S. c-Src and c-Abl kinases control hierarchic phosphorylation and function of the CagA effector
protein in Western and East Asian Helicobacter pylori strains. J. Clin. Investig. 2012, 122, 1553–1566.
[CrossRef]
122. Tammer, I.; Brandt, S.; Hartig, R.; König, W.; Backert, S. Activation of Abl by Helicobacter pylori: A Novel
Kinase for CagA and Crucial Mediator of Host Cell Scattering. Gastroenterology 2007, 132, 1309–1319.
[CrossRef] [PubMed]
123. Ohnishi, N.; Yuasa, H.; Tanaka, S.; Sawa, H.; Miura, M.; Matsui, A.; Higashi, H.; Musashi, M.; Iwabuchi, K.;
Suzuki, M.; et al. Transgenic expression of Helicobacter pylori CagA induces gastrointestinal and
hematopoietic neoplasms in mouse. Proc. Natl. Acad. Sci. USA 2008, 105, 1003–1008. [CrossRef]
124. Blaser, M.J.; Perez-Perez, G.I.; Kleanthous, H.; Cover, T.L.; Peek, R.M.; Chyou, P.H.; Stemmermann, G.N.;
Nomura, A. Infection with Helicobacter pylori Strains Possessing cagA Is Associated with an Increased Risk
of Developing Adenocarcinoma of the Stomach. Cancer Res. 1995, 55, 2111–2115.
125. Polk, D.B.; Peek, R.M. Helicobacter pylori: Gastric cancer and beyond. Nat. Rev. Cancer 2010, 10, 403–414.
[CrossRef]
126. Franco, A.T.; Israel, D.A.; Washington, M.K.; Krishna, U.; Fox, J.G.; Rogers, A.B.; Neish, A.S.; Collier-Hyams, L.;
Perez-Perez, G.I.; Hatakeyama, M.; et al. Activation of β-catenin by carcinogenic Helicobacter pylori.
Proc. Natl. Acad. Sci. USA 2005, 102, 10646. [CrossRef] [PubMed]
127. Pfannkuch, L.; Hurwitz, R.; Traulsen, J.; Kosma, P.; Schmid, M.; Meyer, T.F. ADP heptose, a novel
pathogen-associated molecular pattern identified in Helicobacter pylori. FASEB J. 2019, 33. [CrossRef]
128. Tilborghs, S.; Corthouts, J.; Verhoeven, Y.; Arias, D.; Rolfo, C.; Trinh, X.B.; van Dam, P.A. The role of Nuclear
Factor-kappa B signaling in human cervical cancer. Crit. Rev. Oncol. Hematol. 2017, 120, 141–150. [CrossRef]
[PubMed]
129. Toller, I.M.; Neelsen, K.J.; Steger, M.; Hartung, M.L.; Hartung, M.l.; Hottiger, M.O.; Stucki, M.; Kalali, B.;
Gerhard, M.; Sartori, A.A.; et al. Carcinogenic bacterial pathogen Helicobacter pylori triggers DNA
double-strand breaks and a DNA damage response in its host cells. Proc. Natl. Acad. Sci. USA 2011, 108.
[CrossRef] [PubMed]
130. Koeppel, M.; Garcia-Alcalde, F.; Glowinski, F.; Schlaermann, P.; Meyer, T.F. Helicobacter pylori Infection
Causes Characteristic DNA Damage Patterns in Human Cells. Cell Rep. 2015, 11, 1703–1713. [CrossRef]
[PubMed]
131. Hartung, M.L.; Gruber, D.C.; Koch, K.N.; Grüter, L.; Rehrauer, H.; Tegtmeyer, N.; Backert, S.; Müller, A.H.
Pylori-Induced DNA strand breaks are introduced by nucleotide excision repair endonucleases and promote
NF-κB Target Gene Expression. Cell Rep. 2015, 13, 70–79. [CrossRef]
132. Collaborators. Global, regional and national life expectancy, all-cause mortality and cause-specific mortality
for 249 causes of death, 1980–2015: A systematic analysis for the Global Burden of Disease Study 2015. Lancet
2016, 388, 1459–1544. [CrossRef]
133. Frick, J.S.; Autenrieth, I.B. The gut microflora and its variety of roles in health and disease. In between
Pathogenicity and Commensalism; Springer: Berlin, Heidelberg, Germany, 2012; pp. 273–289.
134. Guerry, P. Campylobacter flagella: Not just for motility. Trends Microbiol. 2007, 15, 456–461. [CrossRef]

Int. J. Mol. Sci. 2020, 21, 7439

20 of 24

135. Hugdahl, M.B.; Beery, J.T.; Doyle, M.P. Chemotactic behavior of Campylobacter jejuni. Infect. Immun. 1988,
56, 1560–1566. [CrossRef]
136. Lee, A.; O’Rourke, J.L.; Barrington, P.J.; Trust, T.J. Mucus colonization as a determinant of pathogenicity
in intestinal infection by Campylobacter jejuni: A mouse cecal model. Infect. Immun. 1986, 51, 536–546.
[CrossRef]
137. Takata, T.; Fujimoto, S.; Amako, K. Isolation of nonchemotactic mutants of Campylobacter jejuni and their
colonization of the mouse intestinal tract. Infect. Immun. 1992, 60, 3596–3600. [CrossRef] [PubMed]
138. Burnham, P.M.; Hendrixson, D.R. Campylobacter jejuni: Collective components promoting a successful
enteric lifestyle. Nat. Rev. Microbiol. 2018, 16, 551–565. [CrossRef] [PubMed]
139. di Domenico, E.G.; Cavallo, I.; Pontone, M.; Toma, L.; Ensoli, F. Biofilm Producing Salmonella Typhi: Chronic
Colonization and Development of Gallbladder Cancer. Int. J. Mol. Sci. 2017, 18, 1887. [CrossRef] [PubMed]
140. Ducarmon, Q.R.; Zwittink, R.D.; Hornung, B.V.H.; van Schaik, W.; Young, V.B.; Kuijper, E.J. Gut Microbiota
and Colonization Resistance against Bacterial Enteric Infection. Microbiol. Mol. Biol. Rev. 2019, 83,
e00007–e00019. [CrossRef]
141. Gal-Mor, O. Persistent Infection and Long-Term Carriage of Typhoidal and Nontyphoidal Salmonellae.
Clin. Microbiol Rev. 2018, 32, e00018–e00088. [CrossRef]
142. Wagner, C.; Hensel, M. Adhesive Mechanisms of Salmonella enterica. In Bacterial Adhesion: Chemistry,
Biology and Physics; Linke, D., Goldman, A., Eds.; Springer Netherlands: Dordrecht, The Netherlands, 2011;
pp. 17–34. [CrossRef]
143. Young, K.T.; Davis, L.M.; DiRita, V.J. Campylobacter jejuni: Molecular biology and pathogenesis. Nat. Rev.
Microbiol. 2007, 5, 665–679. [CrossRef]
144. Nair, D.V.T.; Venkitanarayanan, K.; Kollanoor-Johny, A. Antibiotic-Resistant Salmonella in the Food Supply
and the Potential Role of Antibiotic Alternatives for Control. Foods 2018, 7, 167. [CrossRef]
145. Darwin, K.H.; Miller, V.L. Molecular basis of the interaction of Salmonella with the intestinal mucosa.
Clin. Microbiol. Rev. 1999, 12, 405–428. [CrossRef]
146. Zhang, K.; Dupont, A.; Torow, N.; Gohde, F.; Leschner, S.; Lienenklaus, S.; Weiss, S.; Brinkmann, M.M.;
Kühnel, M.; Hensel, M.; et al. Age-Dependent Enterocyte Invasion and Microcolony Formation by Salmonella.
PLoS Pathog. 2014, 10, e1004385. [CrossRef]
147. Burton, N.A.; Schürmann, N.; Casse, O.; Steeb, A.K.; Claudi, B.; Zankl, J.; Schmidt, A.; Bumann, D. Disparate
Impact of Oxidative Host Defenses Determines the Fate of Salmonella during Systemic Infection in Mice.
Cell Host Microbe 2014, 15, 72–83. [CrossRef]
148. Wotzka, S.Y.; Nguyen, B.D.; Hardt, W.-D. Salmonella Typhimurium Diarrhea Reveals Basic Principles
of Enteropathogen Infection and Disease-Promoted DNA Exchange. Cell Host Microbe 2017, 21, 443–454.
[CrossRef] [PubMed]
149. Knodler, L.A.; Vallance, B.A.; Celli, J.; Winfree, S.; Hansen, B.; Montero, M.; Steele-Mortimer, O. Dissemination
of invasive Salmonella via bacterial-induced extrusion of mucosal epithelia. Proc. Natl. Acad. Sci. USA 2010,
107, 17733–17738. [CrossRef] [PubMed]
150. Neiger, M.R.; González, J.F.; Gonzalez-Escobedo, G.; Kuck, H.; White, P.; Gunn, J.S. Pathoadaptive alteration
of salmonella biofilm formation in response to the gallbladder environment. J. Bacteriol. 2019, 201,
e00774–e00818. [CrossRef] [PubMed]
151. Jajere, S.M. A review of Salmonella enterica with particular focus on the pathogenicity and virulence factors,
host specificity and antimicrobial resistance including multidrug resistance. Vet. World 2019, 12, 504–521.
[CrossRef] [PubMed]
152. Koshiol, J.; Wozniak, A.; Cook, P.; Adaniel, C.; Acevedo, J.; Azócar, L.; Hsing, A.; Roa, J.; Pasetti, M.; Miquel, J.;
et al. Salmonella enterica serovar Typhi and gallbladder cancer: A case-control study and meta-analysis.
Cancer Med. 2016, 5. [CrossRef] [PubMed]
153. Stinton, L.M.; Shaffer, E.A. Epidemiology of gallbladder disease: Cholelithiasis and cancer. Gut Liver 2012, 6,
172–187. [CrossRef]
154. Caygill, C.P.J.; Hill, M.J.; Braddick, M.; Sharp, J.C.M. Cancer mortality in chronic typhoid and paratyphoid
carriers. Lancet 1994, 343, 83–84. [CrossRef]
155. Nagaraja, V.; Eslick, G.D. Systematic review with meta-analysis: The relationship between chronic Salmonella
typhi carrier status and gall-bladder cancer. Aliment. Pharmacol. Ther. 2014, 39, 745–750. [CrossRef]

Int. J. Mol. Sci. 2020, 21, 7439

21 of 24

156. Levine, M.M.; Black, R.E.; Lanata, C. Precise Estimation of the Numbers of Chronic Carriers of Salmonella
typhi in Santiago, Chile, an Endemic Area. J. Infect. Dis. 1982, 146, 724–726. [CrossRef]
157. Dutta, U.; Garg, P.K.; Kumar, R.; Tandon, R.K. Typhoid Carriers Among Patients With Gallstones Are at
Increased Risk for Carcinoma of The Gallbladder. Am. J. Gastroenterol. 2000, 95. [CrossRef]
158. di Rienzo, J.M.; Cao, L.; Volgina, A.; Bandelac, G.; Korostoff, J. Functional and structural characterization
of chimeras of a bacterial genotoxin and human type I DNAse. FEMS Microbiol. Lett. 2009, 291, 222–231.
[CrossRef]
159. Thelestam, M. Cytolethal distending toxins. In Reviews of Physiology, Biochemistry and Pharmacology; Springer:
Berlin/Heidelberg, Germany, 2005; pp. 111–133. [CrossRef]
160. Elwell, C.A.; Dreyfus, L.A. DNase I homologous residues in CdtB are critical for cytolethal distending
toxin-mediated cell cycle arrest. Mol. Microbiol. 2000, 37, 952–963. [CrossRef] [PubMed]
161. Cortes-Bratti, X.; Chaves-Olarte, E.; Lagergård, T.; Thelestam, M. Cellular internalization of cytolethal
distending toxin from Haemophilus ducreyi. Infect. Immun. 2000, 68, 6903–6911. [CrossRef] [PubMed]
162. Frisan, T.; Cortes-Bratti, X.; Chaves-Olarte, E.; Stenerlöw, B.; Thelestam, M. The Haemophilus ducreyi
cytolethal distending toxin induces DNA double-strand breaks and promotes ATM-dependent activation of
RhoA. Cell. Microbiol. 2003, 5, 695–707. [CrossRef] [PubMed]
163. Cortes-Bratti, X.; Karlsson, C.; Lagergård, T.; Thelestam, M.; Frisan, T. The Haemophilus ducreyi Cytolethal
Distending Toxin Induces Cell Cycle Arrest and Apoptosis via the DNA Damage Checkpoint Pathways.
J. Biol. Chem. 2001, 276, 5296–5302. [CrossRef] [PubMed]
164. Vandamme, P. Microbiology of Campylobacter infections: Taxonomy of the family Campylobacteracea.
In Campylobacter; Nachamkin, I., Blaser, M.J., Eds.; ASM Press: Washington, DC, USA, 2000; pp. 3–26.
165. Ketley, J.M. Pathogenesis of Enteric Infection by Campylobacter. Microbiology 1997, 143, 5–21. [CrossRef]
[PubMed]
166. Matsuda, M.; Moore, J.E. Urease-positive thermophilic Campylobacter species. Appl. Environ. Microbiol.
2004, 70, 4415–4418. [CrossRef]
167. Control Prevention. Campylobacter General Information. In Centers for Disease Control. and Prevention,
Atlanta, GA. Available online: https://www.cdc.gov/foodsafety/diseases/campylobacter/index.html (accessed
on 3 July 2020).
168. Scallan, E.; Hoekstra, R.M.; Mahon, B.E.; Jones, T.F.; Griffin, P.M. An assessment of the human health impact
of seven leading foodborne pathogens in the United States using disability adjusted life years. Epidemiol.
Infect. 2015, 143, 2795–2804. [CrossRef]
169. Scallan, E.; Hoekstra, R.M.; Angulo, F.J.; Tauxe, R.V.; Widdowson, M.-A.; Roy, S.L.; Jones, J.L.; Griffin, P.M.
Foodborne illness acquired in the United States—Major pathogens. Emerg. Infect. Dis. 2011, 17, 7–15.
[CrossRef]
170. Bolinger, H.; Kathariou, S. The Current State of Macrolide Resistance in Campylobacter spp: Trends and
Impacts of Resistance Mechanisms. Appl. Environ. Microbiol. 2017, 83, e00416–e00417. [CrossRef]
171. Smith, G.S.; Blaser, M.J. Fatalities Associated With Campylobacter jejuni Infections. JAMA 1985, 253,
2873–2875. [CrossRef] [PubMed]
172. Black, R.E.; Levine, M.M.; Clements, M.L.; Hughes, T.P.; Blaser, M.J. Experimental Campylobacter jejuni
Infection in Humans. J. Infect. Dis. 1988, 157, 472–479. [CrossRef] [PubMed]
173. Allos, B.M.; Blaser, M.J. Campylobacter jejuni and the Expanding Spectrum of Related Infections. Clin. Infect.
Dis. 1995, 20, 1092–1101. [CrossRef] [PubMed]
174. Rose, J.B.; Gerba, C.P. Use of Risk Assessment for Development of Microbial Standards. Water Sci. Technol.
1991, 24, 29–34. [CrossRef]
175. Ruiz-Palacios, G.M.; Cervantes, L.E.; Ramos, P.; Chavez-Munguia, B.; Newburg, D.S. Campylobacter
jejuniBinds Intestinal H(O) Antigen (Fucα1, 2Galβ1, 4GlcNAc) and Fucosyloligosaccharides of Human Milk
Inhibit Its Binding and Infection. J. Biol. Chem. 2003, 278, 14112–14120. [CrossRef]
176. Tu, Q.V.; McGuckin, M.A.; Mendz, G.L. Campylobacter jejuni response to human mucin MUC2: Modulation
of colonization and pathogenicity determinants. J. Med. Microbiol. 2008, 57, 795–802. [CrossRef]
177. Mehat, J.W.; Park, S.F.; van Vliet, A.H.M.; La Ragione, R.M. CapC, a Novel Autotransporter and Virulence
Factor of Campylobacter jejuni. Appl. Environ. Microbiol. 2018, 84, e01018–e01032. [CrossRef]
178. MacCallum, A.; Hardy, S.P.; Everest, P.H. Campylobacter jejuni inhibits the absorptive transport functions of
Caco-2 cells and disrupts cellular tight junctions. Microbiology 2005, 151, 2451–2458. [CrossRef]

Int. J. Mol. Sci. 2020, 21, 7439

22 of 24

179. He, Z.; Gharaibeh, R.Z.; Newsome, R.C.; Pope, J.L.; Dougherty, M.W.; Tomkovich, S.; Pons, B.; Mirey, G.;
Vignard, J.; Hendrixson, D.R.; et al. Campylobacter jejuni promotes colorectal tumorigenesis through the
action of cytolethal distending toxin. Gut 2019, 68, 289–300. [CrossRef]
180. Allali, I.; Delgado, S.; Marron, P.I.; Astudillo, A.; Yeh, J.J.; Ghazal, H.; Amzazi, S.; Keku, T.; Azcarate-Peril, M.A.
Gut microbiome compositional and functional differences between tumor and non-tumor adjacent tissues
from cohorts from the US and Spain. Gut Microbes 2015, 6, 161–172. [CrossRef]
181. Warren, R.L.; Freeman, D.J.; Pleasance, S.; Watson, P.; Moore, R.A.; Cochrane, K.; Allen-Vercoe, E.; Holt, R.A.
Co-occurrence of anaerobic bacteria in colorectal carcinomas. Microbiome 2013, 1, 16. [CrossRef] [PubMed]
182. Guidi, R.; Guerra, L.; Levi, L.; Stenerlöw, B.; Fox, J.G.; Josenhans, C.; Masucci, M.G.; Frisan, T. Chronic
exposure to the cytolethal distending toxins of Gram-negative bacteria promotes genomic instability and
altered DNA damage response. Cell. Microbiol. 2013, 15, 98–113. [CrossRef] [PubMed]
183. Falsafi, T.; Mahboubi, M. Helicobacter hepaticus, a new pathogenic species of the Helicobacter genus:
Similarities and differences with H. pylori. Iran. J. Microbiol. 2013, 5, 184–194.
184. Whary, M.T.; Fox, J.G. Natural and Experimental Helicobacter Infections. Comp. Med. 2004, 54, 128–158.
[PubMed]
185. Fox, J.G.; Dewhirst, F.E.; Tully, J.G.; Paster, B.J.; Yan, L.; Taylor, N.S.; Collins, M.J., Jr.; Gorelick, P.L.; Ward, J.M.
Helicobacter hepaticus sp. nov., a microaerophilic bacterium isolated from livers and intestinal mucosal
scrapings from mice. J. Clin. Microbiol. 1994, 32, 1238–1245. [CrossRef] [PubMed]
186. Hamada, T.; Yokota, K.; Ayada, K.; Hirai, K.; Kamada, T.; Haruma, K.; Chayama, K.; Oguma, K. Detection of
Helicobacter hepaticus in human bile samples of patients with biliary disease. Helicobacter 2009, 14, 545–551.
[CrossRef]
187. Nilsson, I.; Lindgren, S.; Eriksson, S.; Wadström, T. Serum antibodies to Helicobacter hepaticus and
Helicobacter pylori in patients with chronic liver disease. Gut 2000, 46. [CrossRef]
188. Dassanayake, R.P.; Dassanayake, R.P.; Griep, M.A.; Duhamel, G.E. The cytolethal distending toxin B sub-unit
of Helicobacter hepaticus is a Ca2+- and Mg2+-dependent neutral nuclease. FEMS Microbiol. Lett. 2005, 251,
219–225. [CrossRef]
189. Pradhan, S.B.; Dali, S. Relation between gallbladder neoplasm and Helicobacter hepaticus infection.
Kathmandu Univ. Med. J. 2004, 2.
190. Shimoyama, T.; Takahashi, R.; Abe, D.; Mizuki, I.; Endo, T.; Fukuda, S. Serological analysis of Helicobacter
hepaticus infection in patients with biliary and pancreatic diseases. J. Gastroenterol. Hepatol. 2010, 25.
[CrossRef]
191. Segura-López, F.K.; Güitrón-Cantú, A.; Torres, J. Association between Helicobacter spp. infections and
hepatobiliary malignancies: A review. World J. Gastroenterol. 2015, 21, 1414–1423. [CrossRef] [PubMed]
192. Kaewpitoon, S.J.; Loyd, R.A.; Rujirakul, R.; Panpimanmas, S.; Matrakool, L.; Tongtawee, T.;
Kootanavanichpong, N.; Pengsaa, P.; Kompor, P.; Chavengkun, W.; et al. Helicobacter Species are Possible
Risk Factors of Cholangiocarcinoma. Asian Pac. J. Cancer Prev. 2016, 17, 37–44. [CrossRef] [PubMed]
193. Rajagopala, S.V.; Vashee, S.; Oldfield, L.M.; Suzuki, Y.; Venter, J.C.; Telenti, A.; Nelson, K.E. The Human
Microbiome and Cancer. Cancer Prev. Res. 2017, 10, 226–234. [CrossRef] [PubMed]
194. Kamada, N.; Chen, G.Y.; Inohara, N.; Núñez, G. Control of pathogens and pathobionts by the gut microbiota.
Nat. Immunol. 2013, 14, 685–690. [CrossRef] [PubMed]
195. Litvak, Y.; Mon, K.K.Z.; Nguyen, H.; Chanthavixay, G.; Liou, M.; Velazquez, E.M.; Kutter, L.; Alcantara, M.A.;
Byndloss, M.X.; Tiffany, C.R.; et al. Commensal Enterobacteriaceae Protect against Salmonella Colonization
through Oxygen Competition. Cell Host Microbe 2019, 25, 128–139. [CrossRef]
196. Rivera-Chávez, F.; Lopez, C.A.; Bäumler, A.J. Oxygen as a driver of gut dysbiosis. Free Radic. Biol. Med. 2017,
105, 93–101. [CrossRef]
197. Cevallos, S.A.; Lee, J.-Y.; Tiffany, C.R.; Byndloss, A.J.; Johnston, L.; Byndloss, M.X.; Bäumler, A.J. Increased
Epithelial Oxygenation Links Colitis to an Expansion of Tumorigenic Bacteria. mBio 2019, 10, e02219–e02244.
[CrossRef]
198. Leimbach, A.; Hacker, J.; Dobrindt, U.E. coli as an All-Rounder: The Thin Line Between Commensalism and
Pathogenicity. In Between Pathogenicity and Commensalism; Dobrindt, U., Hacker, J.H., Svanborg, C., Eds.;
Springer: Berlin/Heidelberg, Germany, 2013; pp. 3–32. [CrossRef]

Int. J. Mol. Sci. 2020, 21, 7439

23 of 24

199. Zhou, M.; Yang, Y.; Chen, P.; Hu, H.; Hardwidge, P.R.; Zhu, G. More than a locomotive organelle: Flagella in
Escherichia coli. Appl. Microbiol. Biotechnol. 2015, 99, 8883–8890. [CrossRef]
200. Johnson, J.R.; Johnston, B.; Kuskowski, M.A.; Nougayrede, J.-P.; Oswald, E. Molecular epidemiology and
phylogenetic distribution of the Escherichia coli pks genomic island. J. Clin. Microbiol. 2008, 46, 3906–3911.
[CrossRef]
201. Homburg, S.; Oswald, E.; Hacker, J.; Dobrindt, U. Expression analysis of the colibactin gene cluster coding
for a novel polyketide in Escherichia coli. FEMS Microbiol. Lett. 2007, 275, 255–262. [CrossRef]
202. Nougayrède, J.-P.; Homburg, S.; Taieb, F.; Boury, M.; Brzuszkiewicz, E.; Gottschalk, G.; Buchrieser, C.;
Hacker, J.; Dobrindt, U.; Oswald, E. Escherichia coli Induces DNA Double-Strand Breaks in Eukaryotic Cells.
Science 2006, 313, 848. [CrossRef] [PubMed]
203. Xue, M.; Kim, C.S.; Healy, A.R.; Wernke, K.M.; Wang, Z.; Frischling, M.C.; Shine, E.E.; Wang, W.; Herzon, S.B.;
Crawford, J.M. Structure elucidation of colibactin and its DNA cross-links. Science 2019, 365, eaax2685.
[CrossRef]
204. Wilson, M.R.; Jiang, Y.; Villalta, P.W.; Stornetta, A.; Boudreau, P.D.; Carrá, A.; Brennan, C.A.; Chun, E.; Ngo, L.;
Samson, L.D.; et al. The human gut bacterial genotoxin colibactin alkylates DNA. Science 2019, 363, eaar7785.
[CrossRef]
205. Thakur, B.K.; Malaisé, Y.; Martin, A. Unveiling the Mutational Mechanism of the Bacterial Genotoxin
Colibactin in Colorectal Cancer. Mol. Cell 2019, 74, 227–229. [CrossRef] [PubMed]
206. Swidsinski, A.; Khilkin, M.; Kerjaschki, D.; Schreiber, S.; Ortner, M.; Weber, J.; Lochs, H. Association between
intraepithelial Escherichia coli and colorectal cancer. Gastroenterology 1998, 115, 281–286. [CrossRef]
207. Arthur, J.C.; Perez-Chanona, E.; Mühlbauer, M.; Tomkovich, S.; Uronis, J.M.; Fan, T.-J.; Campbell, B.J.;
Abujamel, T.; Dogan, B.; Rogers, A.B.; et al. Intestinal Inflammation Targets Cancer-Inducing Activity of the
Microbiota. Science 2012, 338, 120–123. [CrossRef]
208. Nowrouzian, F.L.; Oswald, E. Escherichia coli strains with the capacity for long-term persistence in the bowel
microbiota carry the potentially genotoxic pks island. Microbial. Pathog. 2012, 53, 180–182. [CrossRef]
209. Iyadorai, T.; Mariappan, V.; Vellasamy, K.M.; Wanyiri, J.W.; Roslani, A.C.; Lee, G.K.; Sears, C.; Vadivelu, J.
Prevalence and association of pks+ Escherichia coli with colorectal cancer in patients at the University
Malaya Medical Centre, Malaysia. PLoS ONE 2020, 15, e0228217. [CrossRef]
210. Dejea, C.M.; Fathi, P.; Craig, J.M.; Boleij, A.; Taddese, R.; Geis, A.L.; Wu, X.; de Stefano-Shields, C.E.;
Hechenbleikner, E.M.; Huso, D.L.; et al. Patients with familial adenomatous polyposis harbor colonic
biofilms containing tumorigenic bacteria. Science 2018, 359, 592–597. [CrossRef]
211. Pleguezuelos-Manzano, C.; Puschhof, J.; Rosendahl-Huber, A.; van Hoeck, A.; Wood, H.M.; Nomburg, J.;
Gurjao, C.; Manders, F.; Dalmasso, G.; Stege, P.B.; et al. Mutational signature in colorectal cancer caused by
genotoxic pks+ E. coli. Nature 2020, 580, 269–273. [CrossRef]
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