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Abstract: The intestinal epithelium forms a physical barrier assembled by intercellular junctions,
preventing luminal pathogens and toxins from crossing it. The integrity of tight junctions is critical
for maintaining intestinal health as the breakdown of tight junction proteins leads to various disor-
ders. Redox reactions are closely associated with energy metabolism. Understanding the regulation
of tight junctions by cellular metabolism and redox status in cells may lead to the identification of
potential targets for therapeutic interventions. In vitro and in vivo models have been utilized in inves-
tigating intestinal barrier dysfunction and in particular the free-living soil nematode, Caenorhabditis
elegans, may be an important alternative to mammalian models because of its convenience of culture,
transparent body for microscopy, short generation time, invariant cell lineage and tractable genetics.

Keywords: tight junction; intestinal barrier; leaky gut syndrome; reactive oxygen species; pentose
phosphate pathway

1. Introduction
1.1. How the Tight Junctions “Break Down”, Resulting in Diseases

The healthy and balanced state of the intestine, known as intestinal homeostasis, is de-
termined by gut microbiota, an intact intestinal epithelium and host immunity. In particular,
maintenance of intestinal homeostasis depends on the integrity of the intestinal epithelium,
which is supported by junctional proteins forming a physical barrier and connecting adja-
cent epithelial cells. Compromised barrier function leads to several pathologic conditions,
including the leaky gut syndrome, neurodegeneration, inflammatory bowel disease (IBD),
celiac disease, irritable bowel syndrome, obesity, diabetes and colorectal cancer [1].

Leaky gut syndrome is also known as the intestinal wall leakage syndrome. The
healthy intestinal mucosa is a fine and tightly meshed structure. Upon damage and
inflammation, the meshed structure loosens, resulting in a breakdown of barrier integrity [2].
The weakened tight junctions (TJ) allows for leaking from the intestinal mucosa into the
blood and lymphatic circulation of allergens, microorganisms and incompletely digested
macromolecular metabolites (such as gluten, proteins, peptides) and toxins (such as heavy
metals or pesticides), all of which causes inflammation [3]. A leaky gut has a comprehensive
impact on human health. The causes of leakage are ascribed to microbial infection, chronic
allergen exposure, oxidative stress and dysbiosis [4–7] (Table 1).
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Table 1. Examples of factors that disrupt the intestinal barrier.

Agents Model Findings Reference

Alcohol Caco-2 cells
mice

• Induces intestinal miR-212 expression, iNOS, ZO-1 down-regulation
and intestinal hyperpermeability

• Knockdown of miR-212 prevents intestinal hyperpermeability
[8]

Hydrogen peroxide Caco-2 and MDCK
monolayer cells

• H2O2-induced TJ disruption is sensitized by tyrosine phosphorylation
mutation in occludin

• Increases inulin permeability, redistributes occludin and ZO-1
• Decreases in TEER, increases paracellular permeability to dextran
• Disrupts the intercellular junctional localization of ZO-1 and induces

tyrosine phosphorylation of ZO-1

[9,10]

particulate matter Caco-2 cells • Increases oxidative stress (4HNE adducts)
• Decreases levels of ZO-1, claudin-1, and desmocollin

[11]

particulate matter Caco-2 cells
C57BL/6 mice

• Induces cell death, mitochondrial ROS, oxidant-dependent NF-κB
activation, permeability, disruption of tight junctions in Caco-2 cells

• Increases intestinal permeability and IL-6 mRNA, reduces ZO-1
mRNA/protein in the small bowel in mice

[12]

Pro-inflammatory
cytokines Caco-2 cells • Induces epithelial barrier dysfunction, reduces expression and

abnormal subcellular localization of ZO-1, ZO-3 and occludin
[13]

Xanthine oxidase
and xanthine Caco-2 cells

• Rapid increase in tyrosine phosphorylation of ZO-1, occludin leading
to dissociation of TJ

• C-src inactivation delays ROS-induced TJ disassembly and function
• Decreases TEER
• Increases inulin permeability
• Redistribution of occludin and ZO-1

[14,15]

1.2. Redox Systems That Affect TJ

Reactive species (RS), including reactive oxygen species (ROS) and reactive nitro-
gen species (RNS), are produced by the major NADPH-dependent enzymes, such as the
NADPH oxidases (NOX) and the nitric oxide synthases (NOS). RS mediate inflammatory
responses and can be generated in large quantity by inflammatory cells and macrophages.
Intracellular RS affect intestinal epithelial function through modulating TJ [4,16]. The RS-
producing enzymes modulate the structure and function of target proteins by modifying
cysteine residues [17]. Alteration, either excess or deficiency, of RS disrupts the redox bal-
ance leading to the development of gut disorders, including intestinal cell dysfunction [4],
autoimmune diseases [18], colitis [19] and IBD [20]. Likewise, low-molecular weight signal-
ing molecules with reactive and diffusible properties influence intestinal health. Hydrogen
sulfide (H2S) produced by intestinal microbiota and/or colonocytes affects the physiology
of the host and influences the pathophysiology of gut-associated disorders [21]. While a
minimum amount of H2S has anti-inflammatory effects [22], higher levels of luminal H2S
are detrimental to mucus layer integrity and are involved in colorectal carcinogenesis [23].
Carbon monoxide (CO), a product of heme oxygenase, is associated with anti-inflammatory,
anti-apoptotic and cytoprotective effects [24]. CO protects intestinal epithelial integrity by
up-regulating TJ protein expression and reducing pro-inflammatory cytokines. The actions
of CO may have therapeutic usefulness in sepsis and ulcerative colitis [25].

1.3. Permeability Barrier Related to Tight Junction Structure

The human intestine is a unique organ composed of the intestinal epithelium, micro-
biota, and an immune system. The intestinal epithelium, a part of the intestinal mucosa, is
composed of a single layer of enterocytes which is supported by the lamina propria and
the muscularis mucosae. A monolayer of epithelial cells forms a physical barrier joined
by intercellular junctions. The three apical junctions are the TJ, the adherens junctions and
the desmosomes. While TJ allows the passage of ions, water and solutes, this relatively
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impermeable membrane prevents luminal microorganisms, antigens and xenobiotics from
reaching the serosa and entering the blood circulation. The function of the TJ is of im-
portance in intestinal health, as a defective intestinal barrier leads to diseases, including
bacterial enteritis and IBD [1].

The function of the TJ is determined by the expression level, distribution and phospho-
rylation of the TJ proteins. TJ are formed by the assembly of different integral transmem-
brane proteins that occupy the paracellular zone and control the permeability of paracellular
transport. Intestinal cells have four primary groups of transmembrane proteins, including
occludin, claudins, junctional adhesion molecules (JAM) and tricellulin [26]. Structurally,
occludin and claudins contain four transmembrane domains with the N-terminus and the
C-terminus in the cytoplasm. JAM has only one transmembrane domain. These extra-
cellular loops interact with the same transmembrane proteins of adjacent cells (Figure 1).
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Figure 1. Schematic diagram showing the assembly of tight junctions (TJ) and the factors affecting TJ
integrity. Intestinal homeostasis is maintained by an intact TJ, which is organized by occludin, claudin,
JAM, and Tricellulin as well as zonula occludens in the intestinal epithelium. Redox imbalance
due to toxic reactive species (ROS and RNS) disrupts the barrier function of the TJ, leading to
enhanced permeability to incompletely digested food antigens, xenobiotics, and microbial products.
Compromised barrier integrity eventually causes chronic inflammation in the intestine. In contrast,
factors with antioxidant properties can ameliorate TJ damage and are potential therapeutic targets.

Occludin, abundant at cell–cell contact points, is required for the organization and
maintenance of the TJ. Occludin is phosphorylated during oxidative stress-induced TJ dis-
ruption [27]. Phosphorylated occludin localizes in the membrane, while minimal phospho-
rylation of occludin is found in the cytoplasm. In vitro study shows that phosphorylation of
occludin by c-Src attenuates the interaction with ZO-1 and destabilizes the assembly of the
TJ [10]. Ubiquitination and phosphorylation of occludin are required for TJ trafficking and
permeability in endothelial cells, indicating a regulatory role of occludin in TJ [28]. Despite
the normal structure and function of the TJ in occludin-knockout mice, they display chronic
inflammation, hyperplasia of gastric epithelial cells and multiple growth defects [29]. A
single knockout of occludin or tricellulin has minimal impact on the morphology and
permeability of the TJ, whereas double knockout of these proteins reduces cross-links in the
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TJ and enhances permeability of ions and small molecules, suggesting that both occludin
and tricellulin are required for maintaining an intact epithelial barrier [30].

The canonical function of the claudins involves the regulation of paracellular trans-
port of ions, small molecules and water. However, several claudins exhibit non-canonical
functions. Mice lacking claudin-1 die within a day after birth and show defective for-
mation of the epidermal barrier [31]. Targeted deletion of Claudin (CLDN)12 in mice
reveals skeletal abnormalities, including an increase in articular cartilage and suppres-
sion of chondrocyte differentiation, indicating its role in bone homeostasis [32]. Cldn2
and Cldn12 form redundant and independent pores in colonic epithelium that facilitate
paracellular calcium absorption. Double knockout of Cldn2/12 reduces calcium absorption
and permeability in mice compared with single-null animals [33]. This double mutant is
inflicted with hypocalcemia and decreased bone mineral density, which is absent in single
knockout animals. Both Cldn2 and Cldn15 are indispensable for paracellular monovalent
ion permeability, particularly sodium ions, in the intestinal mucosa of infant and adult
mice [34]. The knockout of both Cldn2 and Cldn15 infant mice decreases nutrient uptake,
leading to malabsorption and death [35]. Cldn18 deletion in mice gastric epithelium affects
chloride flux but not TJ ion selectivity [36]. Cldn18-knockout mice develop intraepithelial
neoplasia in the stomach. In particular, CLDN18 regulates gastric cell differentiation and
signal transduction, including p53 and STAT [37].

The peripheral associated scaffolding proteins, zonula occludens (ZO-1, ZO-2 and
ZO-3), are necessary for the assembly of TJ proteins. They connect TJ proteins with the
actin cytoskeleton and signaling molecules [38]. The interaction between these proteins
maintains TJ structure and function, yet the role of ZO proteins in the TJ is still unclear.
ZO-1 deficiency does not affect initial formation of the TJ in mouse epithelial cells; how-
ever, lack of ZO-1 delays the recruitment of claudins/occludin and barrier formation in
subsequent TJ formation [39]. The correct time course of TJ formation is critical for the
timing of developmental processes, since ZO-1 knockout mice are embryonically lethal [40].
While ZO-2 deficiency does not affect TJ formation, ZO-2 knockout mice display severe
phenotypes, including arrested cell growth and apoptotic cell death. ZO-3 deficiency shows
normal TJ in cultured cells and mice [41].

2. Redox Regulation of the Permeability Barrier and Associated Disorders

Maintenance of redox homeostasis is essential for TJ proteins. The expression, localiza-
tion and oligomerization of occludins are redox-dependent [42]. Sequence alignment shows
that among the five conserved cysteines, two cysteines in the extracellular loop 2 (ECL2)
form disulfide bonds under oxidative conditions. Such interactions are inhibited by the
reducing agents, for instance dithiothreitol, or in hypoxic conditions in cultured kidney
cells [43]. The intracellular GSH/GSSG ratio modulates the oligomerization of occludins.
The occludin monomers and oligomers in equal numbers are present under physiological
conditions, whereas the oligomeric assembly of occludin is disrupted by oxidative stress
derived from hypoxia/reperfusion [44] or inflammation [45], leading to increased perme-
ability of the barrier. Administration of H2O2 increases endothelial solute permeability
and causes occludin rearrangement, including redistribution of the proteins on the cell
surface and dissociation from ZO-1 [46]. The oxidized phospholipid, (Oxidized l-alpha-1-
palmitoyl-2-arachidonoyl-sn-glycero-3-phosphorylcholine (OxPAPC)), reduces occludin
mRNA/protein expression at cell–cell contact sites and increases occludin phosphorylation
in vascular endothelial cells. OxPAPC also increases dextran flux and superoxide anion
generation in bovine aortic endothelium. Scavenging of superoxide and H2O2 restores
occludin gene expression by superoxide dismutase and catalase, respectively. Increased
phosphorylation of serine and threonine in occludin induced by ROS modulates TJ structure
and function [47]. Similar to occludin, claudin contains a disulfide bridge in its extracellular
loop. Mutations of claudin-5 ECL2 increases FITC-dextran permeability, suggesting that
ECL2 contributes to redistribution of claudin-5 and tightness of the paracellular space
against ions and solutes in cultured kidney cells [48].
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Oxidative stress-induced disruption of intestinal barrier function, such as paracellular
permeability, is mediated by tyrosine kinase [49]. Tyrosine phosphorylation of junctional
proteins is involved in the regulation of cell–cell adhesion and permeability [50–52]. Xan-
thine oxidase-induced oxidative stress causes a rapid increase in tyrosine phosphorylation
of ZO-1, occludin, E-cadherin and beta-catenin in colon epithelial Caco-2 cell monolayers,
which is accompanied by a decrease in trans-epithelial electrical resistance (TEER), which
is indicative of disrupted barrier integrity [14]. The resulting dissociation of occludin-ZO-1
and E-cadherin and beta-catenin complexes from the cytoskeleton can be reversed by a
tyrosine kinase inhibitor, genistein.

NO plays a dual role in the regulation of intestinal TJ function. At physiological
intestinal NO concentrations, it interacts with cellular lipid and protein radicals formed
during lipid peroxidation and protein oxidation [53,54]. At high concentrations of NO
generated by iNOS, it can disrupt redox homeostasis by triggering signaling that leads to
protein oxidation and lipid peroxidation. These higher concentrations of NO inhibit protein
tyrosine phosphorylation through altering the intracellular GSH/GSSG ratio [4,9]. Post-
translational modifications of signaling proteins, including nitration of tyrosine residues or
S-nitrosylation of thiols, can be mediated by NO [55,56]. NO plays a role in the oxidative
stress-induced alteration of intestinal barrier structure and function [4], such as in the treat-
ment of Caco-2 cells with an NO donor (NOC5 or NOC12), by preventing the disruption of
the tyrosine phosphorylation of junctional proteins and barrier function caused by H2O2 [9].
The up-regulation of iNOS and reduction in ZO-1, a target of microRNA-212, are caused by
alcohol and an alcohol-containing diet in Caco-2 monolayer cells and mice, respectively.
Knockdown of intestinal miR-212 inhibits hyper-permeability in the gut, indicating a close
relationship between NO signaling and microRNA regulation in the development of the
leaky gut [8]. Caco-2 cells treated with a mixture of pro-inflammatory cytokines cause
epithelial barrier dysfunction, reduced expression and abnormal subcellular localization
of TJ proteins, including ZO-1, ZO-3 and occludin. The fact that an NO scavenger, such
as 2-(4-carboxyphenyl)-4,4,5,5-tetramethylimidazoline-1-oxyl-3-oxide (CPIO), mitigates
these defects, is indicative of a direct effect of NO on pro-inflammatory cytokine-induced
intestinal barrier impairment [13].

3. Role of Metabolism in Intestinal Homeostasis and the Pentose Phosphate Pathway
(PPP) as a Therapeutic Target

Intestinal diseases are closely associated with altered metabolism. Metabolites, such as
lipids, short chain fatty acids, and amino acids exert modulatory functions and beneficial
effects in the intestine (Table 2). These modulators are considered promising druggable
targets for chronic intestinal disorders. Pyruvate is an important intermediate metabolite
of carbohydrate metabolism. Calcium pyruvate monohydrate, a stable pyruvate derivative,
improves mucosal structure and reduces pro-inflammatory cytokines in a mouse model of
colitis induced by trinitrobenzenesulfonic acid (TNBS) [57]. As key lipid components in
the intestinal epithelium, sphingolipids play an important role in maintaining intestinal
homeostasis, including maintaining barrier integrity, modulating nutrient uptake and
regulating regeneration and differentiation of the intestinal mucosa [58]. Among the
sphingolipids, ceramide and sphingosine-1-phosphate modulators have therapeutic efficacy
in IBD [59,60]. Intestinal bacterial metabolites play a role in the development of intestinal
disorders. Butyrate, a short-chain fatty acid, stimulates mature colonocytes and prevents
the proliferation of Caco-2 cells by promoting differentiation of colorectal cancer cells [61].
It also stabilizes intestinal barrier function and reduces inflammation [62]. Reduction in
butyrate-producing bacteria in the fecal microbiota and butyrate content in the gut are
associated with IBD [63,64]. Reduced serum levels of tryptophan are found in IBD patients,
indicating that tryptophan deficiency or degradation might contribute to the development
of IBD [65]. Glutamine, an abundant amino acid, supports redox homeostasis by involving
glutathione generation. Depletion of glutamine causes loss of villi, down-regulation of TJ
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proteins and enhanced barrier permeability [66]. It maintains intestinal barrier integrity
through preventing methotrexate-induced barrier disruption in cells and animals [67,68].

Table 2. Examples of factors that protect the intestinal barrier.

Agents Model Findings Reference

Butyrate Colonocytes
• Exerts anti-inflammatory effect through inhibiting histone deacetylase
• Provides immune protection through stimulating G-protein

coupled receptors
[62–64]

Cyba (p22phox) Mouse

• Cyba mutation increases susceptibility to DDD-induced colitis: shorter
colon length, increased cell infiltration in the mucosa, and loss of crypts

• Cyba variant has a thinner mucus layer in the colon and an increase in
penetration of bacteria in the crypts

• Reduces ROS production causes gut flora dysbiosis in Cyba mutant

[19]

Glucagon-like
peptide-2 (GLP-2) Caco-2 cells

• Increases transepithelial electrical resistance
• Increases occludin and ZO-1
• GLP-2 diminishes TNF-a-induced TJ function, expression

and localization

[69]

Glutamine, Arginine Caco-2 cells
• Prevents methotrexate (MTX)-induced barrier disruption by restoring

TEER, FITC-dextran permeability and increasing ZO-1 and
occludin expression

[67]

Glutamine Sprague Dawley rats
• Prevents MTX-induced gut barrier disruption by enhancing

occludin/claudin-1/ZO-1 expression and reducing
FITC-dextran permeability

[68]

Hypoxia Inducing
Factor (HIF)

T84, 293T and colon
epithelial cells

• Reduces claudin-1 in HIF1β-deficient cells
• PHD3 stabilizes occludins
• PHD3 is inversely correlated with ulcerative colitis

[70,71]

HIF hydroxylase
inhibitors or HIF-1α

stabilizer
murine models

• Ameliorates IBD in murine models: reduces inflammatory lesions and
pro-inflammatory cytokines

• Reduces apoptosis in intestinal epithelium and improves barrier
function

[72–75]

IL-10 gene Mouse
• IL-10 deficiency increases permeability in ileum and colon
• IL-10 deficiency increases secretion of interferon-gamma and tumor

necrosis factor-alpha in the mucosa upon bacteria exposure
[76,77]

JAM-A Mouse • JAM-A deficiency enhances leukocyte infiltration, lymphoid
accumulation, increases permeability and reduces TEER

[78]

NO donors
(NOC5, NOC12) Caco-2 cells

• Restores the disrupted barrier function by enhancing TEER and reduces
paracellular permeability)

• Prevents H2O2-induced tyrosine phosphorylation of ZO-1
[9]

NAC Mouse intestinal
crypt culture

• Restores proliferation of the intestinal crypts
• Increases GSH/GSSG ratio in cell culture

[79]

Pyruvate Mice
• Recovers mucosal cytoarchitecture
• Reduces pro-inflammatory cytokines (IL-1, IL-6, IL-17, IL-23) and iNOS

in TNBS-induced colitis model
[57]

Qucertin Caco-2 cells
• Increases TEER
• Reduces paracellular permeability
• Promotes assembly of occludin, claudin and ZO-2

[80]

Quercetin nanoparticles Wistar rats

• Reduces the disease severity in dextran sulfate sodium (DSS)-induced
colitis

• Enhances antioxidant status, occludin, MUC-2 and JAM mRNA
expression

• Decreases iNOS, COX2, and proinflammatory cytokines

[81]
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Table 2. Cont.

Agents Model Findings Reference

Sphingolipids
(Ceramide, sphigosine-

1-phosphate)
Clinical data • Maintains Intestinal barrier integrity, nutrient absorption

• Regulates regeneration and differentiation of the intestinal mucosa
[58–60]

Tryptophan Clinical data • Deficiency is correlated with IBD [65]

Key metabolic genes play a role in intestinal diseases. Pyruvate kinase M2 (PKM2),
which catalyzes the final step of glycolysis, is involved in cell survival and proliferation.
Reduced levels of intestinal epithelial PKM2 are found in patients with Crohn’s disease
and ulcerative colitis [82]. Several intestinal defects are found in intestinal epithelial PKM2-
knockout mice, including increased intestinal inflammation, shortened colon, disruption of
the TJ, enhanced inflammatory cytokine production and infiltration of immune cells [82].
Peptidoglycan recognition proteins (PGRP) regulate microbiota and intestinal homeostasis
in fruit flies. The short lifespan of the PGRP-SD fly mutant is induced by overgrowth of
Lactobacillus plantarum in its gut. Lactic acid derived from L. plantarum promotes ROS pro-
duction through NOX, resulting in intestinal damage, enhanced proliferation of intestinal
stem cells and dysplasia [83].

Induction of TP53-inducible glycolysis and the apoptosis regulator (TIGAR), a p53 tar-
get, is essential for cellular proliferation in the small intestine. TIGAR-knockout mice dis-
play reduced growth of regenerating intestinal crypts and transiently increased apoptotic
intestinal cells after injuries to the intestinal epithelium induced by irradiation or genotoxic
drugs [79]. These mutant mice have a slow recovery from ablation of the colon epithelium
induced by ulcerative colitis. Elevated oxidative stress markers, such as lower levels of
GSH and increased sensitivity to H2O2, are detected in the TIGAR-deficient baby mouse
kidney epithelial cells. Increased lipid peroxidation is detected in the TIGAR-knockout
mice. Supplementation with the antioxidant N-acetyl L-cysteine (NAC) or nucleosides fully
restores the proliferation of the crypts and increases the GSH/GSSG ratio [79]. Inhibition
of transketolase (TKT), an enzyme of the non-oxidative branch of the PPP by oxythiamine,
impairs the crypts growth in TIGAR-deficient cells, which can be rescued by NAC [79].

IBD is a chronic inflammatory disorder, featuring a dysfunctional intestinal epithelial
barrier. The major types of IBD are ulcerative colitis and Crohn’s disease. TKT is closely
associated with IBD [84]. Intestinal epithelial cell-specific TKT-knockout mice exhibit
growth retardation and spontaneous colitis. TKT deficiency causes mucosal erosion and ele-
vated inflammatory cell penetration. Impaired TJ and barrier function, including increased
permeability to FITC-dextran and reduced mRNA and protein expression of ZO-1 and
occludin, are detected in the colon of TKT-knockout mice [84]. TKT abrogation increases
intestinal epithelial apoptosis and modulates apoptotic genes, including up-regulation of
BAX and down-regulation of Bcl-2, indicating that TKT maintains intestinal homeostasis
by regulating energy production and programmed cell death.

As a human housekeeping gene and the rate-limiting enzyme of the PPP, glucose-6-
phosphate dehydrogenase (G6PD) produces ribose-5-phosphate and NADPH for nucleic
acid synthesis and reductive biosynthesis, respectively. G6PD, a hub for metabolic and
redox reactions, is required for cell proliferation and organismal development [85]. Lack of
G6PD activity due to gene mutations causes red cell-related clinical pathologies, including
neonatal jaundice, favism, and drug or infection-induced hemolysis [86]. Severe G6PD
deficiency disrupts lipid metabolism and the permeability barrier in nematode embryos
leading to embryonic lethality [87,88].

G6PD-derived NADPH is important for the activity of NOX and NOS, since the gen-
eration of superoxide and nitric oxide from these enzymes are positively correlated with
G6PD activity [89,90]. NOX1-deficient mice show intestinal pathology, including a defec-
tive mucus layer with bacterial infiltration into crypts and susceptibility to colitis, leading
to mortality [19]. In addition to colon injuries, IBD is observed in NOX variants [20,91,92].
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The characteristic and degree of colonic inflammation observed by histology and endo-
scopic examination in IBD is similar to chronic granulomatous disease (CGD), which is an
immunodeficiency due to defective NOX activity [92]. Despite rare cases, G6PD deficiency
mimics features of CGD, including impaired bactericidal ROS/RNS production and recur-
rent bacterial infections [93–95]. This suggests that G6PD may play a modulatory role in
intestinal physiology. TIGAR suppresses glycolysis and reprograms glucose to the PPP
through up-regulation of G6PD [96]. Since TIGAR is required for the intestinal epithelium
through redox modulation [79], the assumption that the down-stream target G6PD may
directly modulate intestinal physiology requires further elucidation.

4. Models of Intestinal Barrier Dysfunction and Associated Disorders

Advances in our understanding of the pathogenesis of intestinal barrier dysfunction
has been provided by the investigation of different animal models. In these models, the
intestinal barrier is mostly conserved across species in terms of structure and biology. Like
in humans, the intestine barrier of rodents is sensitive to diet, microbiota and stresses [97].
Animal models of altered barrier function not only provide mechanistic details of intestinal
leakage, but also allow for the assessment of potential therapeutics that target intestinal
barrier dysfunction, through criteria such as enhancing barrier integrity and boosting
immunity. Genetic knockout technologies [76,78,98], the introduction of a transgene [99,100]
or exposure to chemicals [57] in animals, have been used to induce a particular intestinal
pathology. Transfer of dysregulated T cells from mice with intestinal barrier dysfunction
can trigger colitis in healthy animals [101].

Mice with IL-10 deficiency harbor intestinal microflora and trigger an enterocolitis in
developing neonates. These mice display increased permeability in the ileum and colon
without apparent histological defects. The impaired intestinal permeability is associated
with increased secretion of interferon-gamma and tumor necrosis factor (TNF)-alpha in
the mucosa. The intestinal inflammation caused by IL-10 deficiency is a response to
normal enteric bacteria [76]. Axenic, luminal sterile IL-10-deficient adult mice do not
develop enterocolitis, while they do, including elevated levels of IFN-gamma in cecal and
colonic tissue, after inoculation with intestinal microflora. This suggests that IL-10 provides
tolerance to bacterial antigens during bacterial exposure [77].

Junctional adhesion molecule A (JAM-A)-deficient mice display normal epithelium
with enhanced leukocyte infiltration, lymphoid accumulation, increased permeability and
reduced TEER [78]. Upon induction of colitis by DSS in JAM-A-deficient mice, increased
epithelial cell growth is detected. In intestinal epithelial cells, JAM-A interacts with the
tumor suppressor NF2 and LATS1 kinase, thereby initiating Hippo signaling and promoting
cell proliferation [102], suggesting that JAM-A plays a role in intestinal homeostasis by
modulating inflammation, barrier permeability and cell-cell contact in the intestine.

Cytokines trigger acute changes of the TJ in IBD that is mediated by cytoskeletal
changes and chronic alteration of the TJ through modification of claudins. TNF-induced
barrier damage is mainly caused by phosphorylation of myosin II regulatory light chains
(MLC) by MLC kinase (MLCK). Knockout of MLCK in mice leads to TJ disruption, protein
leakage, diarrhea and T cell activation [101]. Transgenic mice constitutively expressing
MLCK in their intestinal epithelia induces MLC phosphorylation and enhances intestinal
barrier permeability [99]. These mice exhibit normal growth, intestinal histology and TJ
organization, yet they have an induced mucosal immune response, including recruitment
of CD4(+) lymphocytes in the lamina propria and increased expression of TNF and IFN-
gamma. Although these mice do not develop disease under pathogen-free conditions, they
experience reduced survival and an accelerated and severe form of colitis upon challenge
with colitis-inducing dysregulated immune cells, suggesting that impaired function of the
intestinal barrier is not sufficient to cause intestinal diseases.

Intestinal barrier dysfunction can alter the tolerance of exogenous antigens and xenobi-
otics, causing chronic inflammation. The multi-drug resistance protein (MDR), a xenobiotic
transporter, is involved in the maintenance of intestinal homeostasis. Mdr-1-knockout
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mice develop colitis under pathogen-free conditions. Increased ion transport, decreased
TEER in the colon, reduced phosphorylation of TJ proteins and increased expression of
cyclooxygenase-2 and iNOS, are observed in these mice [98]. The increased levels of these
inflammatory proteins and translocation of bacteria across the intestine are associated
with disease severity [98], indicating that altered function in the intestinal barrier without
immune dysfunction in mdr-1-deficient mice is sufficient for contributing to colitis.

The transcription factor nuclear factor (NF-κB) is a key regulator of pro-inflammatory
and immune responses in the intestinal epithelium. Enteric pathogenic bacteria and
cytokines in intestinal epithelial cells induces NF-κB activation. NF-κB-derived pro-
inflammatory cytokines, such as IFN-gamma and TNF-alpha, impair barrier function
by increasing TJ permeability and down-regulating occludin and ZO-1 [103,104]. T-cell
induced internalization of occludin and claudin-1 is mediated by NF-κB [100]. Transgenic
mice expressing epithelial-specific IκBα, a super suppressor of NF-κB, exhibit reduced T
cell-induced diarrhea, TEER and trans-mucosal flux of dextran and bovine serum albumin,
indicating that NF-κB inactivation can ameliorate defective barrier function in the intestinal
epithelium, including loss of serum proteins.

Rodent intestine models are of great importance in elucidating the mechanism of
intestinal barrier diseases [97]. However, due to regulations regarding animal welfare and
ethical considerations, increasingly, non-mammalian models have been developed and
used as alternatives models for assessing intestinal barrier function. One of the simple
invertebrate model organisms is Caenorhabditis elegans. It is a free-living soil nematode and
commonly used owing to advantages in the laboratory, including convenience of culture,
transparent body for microscopy, short generation time, invariant cell lineage and tractable
genetics [105]. The simple epithelia in the pharynx and intestine during the embryonic and
larval stages provides essential information regarding the development and maintenance
of intestinal epithelial cell junctions. Forward genetic screening and reverse genetic ap-
proaches in C. elegans, such as RNAi, facilitate studying the role and function of TJ proteins.
C. elegans possess several claudin-like proteins [106]. Claudin-like in Caenorhabditis (CLC-
1) is expressed in the epithelium in the pharyngeal section of the intestine. Knockdown of
clc-1 disrupts barrier function, such as increased diffusion of dextran to the outside of the
lumen of the digestive tract, while CLC-2 is involved in hypodermis barrier function [107].
The intestine of C. elegans can undergo an epithelial response to luminal stressors. Unlike
the immune complexity in mammals, no specialized leukocytes, such as lymphocytes and
macrophages, are found in the C. elegans gut [108]. Immunity in C. elegans relies on the
gut epithelial barrier, which is important in regulating its lifespan. Hence, rather than
extensive pre-clinical testing, it has become an attractive model for assessing therapeutic
interventions, such as probiotics, against gut barrier infections [108].

5. Conclusions

Impaired TJ structure and gut barrier dysfunction are the culprits of intestinal disor-
ders. The disruption of the barrier by RS and toxic agents causes hyper-permeability and
an inflammatory response. In contrast, the protection of intestinal barrier integrity medi-
ated by redox homeostasis, metabolism and nutritional factors is beneficial to general gut
health. The underlying mechanism of intestinal homeostasis requires further investigation
by appropriate animal models for addressing the causal effects of the TJ in a number of
disorders. The mechanistic details regarding the regulation of the TJ will provide a wealth
of information for developing new therapeutic and diagnostic approaches.

Author Contributions: Conceptualization, P.-Y.L., A.S. and H.-C.Y.; resources, H.-H.P. and H.-C.Y.;
writing—original draft preparation, H.-C.Y. and J.-H.C.; writing—review and editing, H.-H.P. and
A.S.; supervision, A.S. and H.-C.Y.; project administration, H.-C.Y.; funding acquisition, H.-H.P. and
H.-C.Y. All authors have read and agreed to the published version of the manuscript.

Funding: This work is supported by grants from the Ministry of Science and Technology of Taiwan
(MOST-109-2320-B-264-001-MY2 to HCY, MOST-111-2320-B-182-017 to HHP).



Int. J. Mol. Sci. 2022, 23, 14463 10 of 14

Conflicts of Interest: The authors declare no conflict of interest.

References
1. Stolfi, C.; Maresca, C.; Monteleone, G.; Laudisi, F. Implication of Intestinal Barrier Dysfunction in Gut Dysbiosis and Diseases.

Biomedicines 2022, 10, 289. [CrossRef] [PubMed]
2. Monaco, A.; Ovryn, B.; Axis, J.; Amsler, K. The Epithelial Cell Leak Pathway. Int. J. Mol. Sci. 2021, 22, 7677. [CrossRef] [PubMed]
3. Martel, J.; Chang, S.H.; Ko, Y.F.; Hwang, T.L.; Young, J.D.; Ojcius, D.M. Gut barrier disruption and chronic disease. Trends

Endocrinol. Metab. 2022, 33, 247–265. [CrossRef] [PubMed]
4. Mu, K.; Yu, S.; Kitts, D.D. The Role of Nitric Oxide in Regulating Intestinal Redox Status and Intestinal Epithelial Cell Functionality.

Int. J. Mol. Sci. 2019, 20, 1755. [CrossRef]
5. Olbjorn, C.; Smastuen, M.C.; Moen, A.E.F. Targeted Analysis of the Gut Microbiome for Diagnosis, Prognosis and Treatment

Individualization in Pediatric Inflammatory Bowel Disease. Microorganisms 2022, 10, 1273. [CrossRef]
6. Kinashi, Y.; Hase, K. Partners in Leaky Gut Syndrome: Intestinal Dysbiosis and Autoimmunity. Front. Immunol. 2021, 12, 673708.

[CrossRef]
7. Akdis, C.A. Does the epithelial barrier hypothesis explain the increase in allergy, autoimmunity and other chronic conditions?

Nat. Rev. Immunol. 2021, 21, 739–751. [CrossRef]
8. Tang, Y.; Zhang, L.; Forsyth, C.B.; Shaikh, M.; Song, S.; Keshavarzian, A. The Role of miR-212 and iNOS in Alcohol-Induced

Intestinal Barrier Dysfunction and Steatohepatitis. Alcohol. Clin. Exp. Res. 2015, 39, 1632–1641. [CrossRef]
9. Katsube, T.; Tsuji, H.; Onoda, M. Nitric oxide attenuates hydrogen peroxide-induced barrier disruption and protein tyrosine

phosphorylation in monolayers of intestinal epithelial cell. Biochim. Biophys. Acta 2007, 1773, 794–803. [CrossRef]
10. Elias, B.C.; Suzuki, T.; Seth, A.; Giorgianni, F.; Kale, G.; Shen, L.; Turner, J.R.; Naren, A.; Desiderio, D.M.; Rao, R. Phosphorylation

of Tyr-398 and Tyr-402 in occludin prevents its interaction with ZO-1 and destabilizes its assembly at the tight junctions. J. Biol.
Chem. 2009, 284, 1559–1569. [CrossRef]

11. Woodby, B.; Schiavone, M.L.; Pambianchi, E.; Mastaloudis, A.; Hester, S.N.; Wood, S.M.; Pecorelli, A.; Valacchi, G. Particulate
Matter Decreases Intestinal Barrier-Associated Proteins Levels in 3D Human Intestinal Model. Int. J. Environ. Res. Public Health
2020, 17, 3234. [CrossRef]

12. Mutlu, E.A.; Engen, P.A.; Soberanes, S.; Urich, D.; Forsyth, C.B.; Nigdelioglu, R.; Chiarella, S.E.; Radigan, K.A.; Gonzalez, A.;
Jakate, S.; et al. Particulate matter air pollution causes oxidant-mediated increase in gut permeability in mice. Part Fibre Toxicol.
2011, 8, 19. [CrossRef]

13. Han, X.; Fink, M.P.; Delude, R.L. Proinflammatory cytokines cause NO*-dependent and -independent changes in expression and
localization of tight junction proteins in intestinal epithelial cells. Shock 2003, 19, 229–237. [CrossRef]

14. Rao, R.K.; Basuroy, S.; Rao, V.U.; Karnaky, K.J., Jr.; Gupta, A. Tyrosine phosphorylation and dissociation of occludin-ZO-1 and
E-cadherin-beta-catenin complexes from the cytoskeleton by oxidative stress. Biochem. J. 2002, 368, 471–481. [CrossRef]

15. Basuroy, S.; Sheth, P.; Kuppuswamy, D.; Balasubramanian, S.; Ray, R.M.; Rao, R.K. Expression of kinase-inactive c-Src delays
oxidative stress-induced disassembly and accelerates calcium-mediated reassembly of tight junctions in the Caco-2 cell monolayer.
J. Biol. Chem. 2003, 278, 11916–11924. [CrossRef] [PubMed]

16. Zhao, M.; Tang, S.; Xin, J.; Wei, Y.; Liu, D. Reactive oxygen species induce injury of the intestinal epithelium during hyperoxia. Int.
J. Mol. Med. 2018, 41, 322–330. [CrossRef] [PubMed]

17. Walter, J.K.; Castro, V.; Voss, M.; Gast, K.; Rueckert, C.; Piontek, J.; Blasig, I.E. Redox-sensitivity of the dimerization of occludin.
Cell Mol. Life Sci. 2009, 66, 3655–3662. [CrossRef] [PubMed]

18. Wang, H.; Wang, G.; Banerjee, N.; Liang, Y.; Du, X.; Boor, P.J.; Hoffman, K.L.; Khan, M.F. Aberrant Gut Microbiome Contributes to
Intestinal Oxidative Stress, Barrier Dysfunction, Inflammation and Systemic Autoimmune Responses in MRL/lpr Mice. Front.
Immunol. 2021, 12, 651191. [CrossRef]

19. Aviello, G.; Singh, A.K.; O’Neill, S.; Conroy, E.; Gallagher, W.; D’Agostino, G.; Walker, A.W.; Bourke, B.; Scholz, D.; Knaus, U.G.
Colitis susceptibility in mice with reactive oxygen species deficiency is mediated by mucus barrier and immune defense defects.
Mucosal Immunol. 2019, 12, 1316–1326. [CrossRef]

20. Makhezer, N.; Ben Khemis, M.; Liu, D.; Khichane, Y.; Marzaioli, V.; Tlili, A.; Mojallali, M.; Pintard, C.; Letteron, P.; Hurtado-
Nedelec, M.; et al. NOX1-derived ROS drive the expression of Lipocalin-2 in colonic epithelial cells in inflammatory conditions.
Mucosal Immunol. 2019, 12, 117–131. [CrossRef]

21. Blachier, F.; Andriamihaja, M.; Larraufie, P.; Ahn, E.; Lan, A.; Kim, E. Production of hydrogen sulfide by the intestinal microbiota
and epithelial cells and consequences for the colonic and rectal mucosa. Am. J. Physiol. Gastrointest. Liver Physiol. 2021, 320,
G125–G135. [CrossRef]

22. Blachier, F.; Beaumont, M.; Kim, E. Cysteine-derived hydrogen sulfide and gut health: A matter of endogenous or bacterial origin.
Curr. Opin. Clin. Nutr. Metab. Care 2019, 22, 68–75. [CrossRef]

23. Phillips, C.M.; Zatarain, J.R.; Nicholls, M.E.; Porter, C.; Widen, S.G.; Thanki, K.; Johnson, P.; Jawad, M.U.; Moyer, M.P.;
Randall, J.W.; et al. Upregulation of Cystathionine-beta-Synthase in Colonic Epithelia Reprograms Metabolism and Promotes
Carcinogenesis. Cancer Res. 2017, 77, 5741–5754. [CrossRef]

24. Akagi, R. Role of Heme Oxygenase in Gastrointestinal Epithelial Cells. Antioxidants 2022, 11, 1323. [CrossRef]

http://doi.org/10.3390/biomedicines10020289
http://www.ncbi.nlm.nih.gov/pubmed/35203499
http://doi.org/10.3390/ijms22147677
http://www.ncbi.nlm.nih.gov/pubmed/34299297
http://doi.org/10.1016/j.tem.2022.01.002
http://www.ncbi.nlm.nih.gov/pubmed/35151560
http://doi.org/10.3390/ijms20071755
http://doi.org/10.3390/microorganisms10071273
http://doi.org/10.3389/fimmu.2021.673708
http://doi.org/10.1038/s41577-021-00538-7
http://doi.org/10.1111/acer.12813
http://doi.org/10.1016/j.bbamcr.2007.03.002
http://doi.org/10.1074/jbc.M804783200
http://doi.org/10.3390/ijerph17093234
http://doi.org/10.1186/1743-8977-8-19
http://doi.org/10.1097/00024382-200303000-00006
http://doi.org/10.1042/bj20011804
http://doi.org/10.1074/jbc.M211710200
http://www.ncbi.nlm.nih.gov/pubmed/12547828
http://doi.org/10.3892/ijmm.2017.3247
http://www.ncbi.nlm.nih.gov/pubmed/29138796
http://doi.org/10.1007/s00018-009-0150-z
http://www.ncbi.nlm.nih.gov/pubmed/19756380
http://doi.org/10.3389/fimmu.2021.651191
http://doi.org/10.1038/s41385-019-0205-x
http://doi.org/10.1038/s41385-018-0086-4
http://doi.org/10.1152/ajpgi.00261.2020
http://doi.org/10.1097/MCO.0000000000000526
http://doi.org/10.1158/0008-5472.CAN-16-3480
http://doi.org/10.3390/antiox11071323


Int. J. Mol. Sci. 2022, 23, 14463 11 of 14

25. Zhang, S.; Zheng, S.; Wang, X.; Shi, Q.; Wang, X.; Yuan, S.; Wang, G.; Ji, Z. Carbon Monoxide-Releasing Molecule-2 Reduces
Intestinal Epithelial Tight-Junction Damage and Mortality in Septic Rats. PLoS ONE 2015, 10, e0145988. [CrossRef]

26. Panwar, S.; Sharma, S.; Tripathi, P. Role of Barrier Integrity and Dysfunctions in Maintaining the Healthy Gut and Their Health
Outcomes. Front. Physiol. 2021, 12, 715611. [CrossRef]

27. Rao, R. Occludin phosphorylation in regulation of epithelial tight junctions. Ann. N. Y. Acad. Sci. 2009, 1165, 62–68. [CrossRef]
28. Murakami, T.; Felinski, E.A.; Antonetti, D.A. Occludin phosphorylation and ubiquitination regulate tight junction trafficking and

vascular endothelial growth factor-induced permeability. J. Biol. Chem. 2009, 284, 21036–21046. [CrossRef]
29. Saitou, M.; Furuse, M.; Sasaki, H.; Schulzke, J.D.; Fromm, M.; Takano, H.; Noda, T.; Tsukita, S. Complex phenotype of mice

lacking occludin, a component of tight junction strands. Mol. Biol. Cell 2000, 11, 4131–4142. [CrossRef]
30. Saito, A.C.; Higashi, T.; Fukazawa, Y.; Otani, T.; Tauchi, M.; Higashi, A.Y.; Furuse, M.; Chiba, H. Occludin and tricellulin facilitate

formation of anastomosing tight-junction strand network to improve barrier function. Mol. Biol. Cell 2021, 32, 722–738. [CrossRef]
31. Furuse, M.; Hata, M.; Furuse, K.; Yoshida, Y.; Haratake, A.; Sugitani, Y.; Noda, T.; Kubo, A.; Tsukita, S. Claudin-based tight

junctions are crucial for the mammalian epidermal barrier: A lesson from claudin-1-deficient mice. J. Cell Biol. 2002, 156,
1099–1111. [CrossRef] [PubMed]

32. Xing, W.; Pourteymoor, S.; Chen, Y.; Mohan, S. Targeted Deletion of the Claudin12 Gene in Mice Increases Articular Cartilage and
Inhibits Chondrocyte Differentiation. Front. Endocrinol. 2022, 13, 931318. [CrossRef] [PubMed]

33. Beggs, M.R.; Young, K.; Pan, W.; O’Neill, D.D.; Saurette, M.; Plain, A.; Rievaj, J.; Doschak, M.R.; Cordat, E.; Dimke, H.; et al.
Claudin-2 and claudin-12 form independent, complementary pores required to maintain calcium homeostasis. Proc. Natl. Acad.
Sci. USA 2021, 118, e2111247118. [CrossRef] [PubMed]

34. Tamura, A.; Hayashi, H.; Imasato, M.; Yamazaki, Y.; Hagiwara, A.; Wada, M.; Noda, T.; Watanabe, M.; Suzuki, Y.; Tsukita, S. Loss
of claudin-15, but not claudin-2, causes Na+ deficiency and glucose malabsorption in mouse small intestine. Gastroenterology
2011, 140, 913–923. [CrossRef]

35. Wada, M.; Tamura, A.; Takahashi, N.; Tsukita, S. Loss of claudins 2 and 15 from mice causes defects in paracellular Na+ flow and
nutrient transport in gut and leads to death from malnutrition. Gastroenterology 2013, 144, 369–380. [CrossRef]

36. Caron, T.J.; Scott, K.E.; Sinha, N.; Muthupalani, S.; Baqai, M.; Ang, L.H.; Li, Y.; Turner, J.R.; Fox, J.G.; Hagen, S.J. Claudin-18 Loss
Alters Transcellular Chloride Flux but not Tight Junction Ion Selectivity in Gastric Epithelial Cells. Cell Mol. Gastroenterol. Hepatol.
2021, 11, 783–801. [CrossRef]

37. Hagen, S.J.; Ang, L.H.; Zheng, Y.; Karahan, S.N.; Wu, J.; Wang, Y.E.; Caron, T.J.; Gad, A.P.; Muthupalani, S.; Fox, J.G. Loss of
Tight Junction Protein Claudin 18 Promotes Progressive Neoplasia Development in Mouse Stomach. Gastroenterology 2018, 155,
1852–1867. [CrossRef]

38. Vasileva, E.; Spadaro, D.; Rouaud, F.; King, J.M.; Flinois, A.; Shah, J.; Sluysmans, S.; Mean, I.; Jond, L.; Turner, J.R.; et al. Cingulin
binds to the ZU5 domain of scaffolding protein ZO-1 to promote its extended conformation, stabilization, and tight junction
accumulation. J. Biol. Chem. 2022, 298, 101797. [CrossRef]

39. Umeda, K.; Matsui, T.; Nakayama, M.; Furuse, K.; Sasaki, H.; Furuse, M.; Tsukita, S. Establishment and characterization of
cultured epithelial cells lacking expression of ZO-1. J. Biol. Chem. 2004, 279, 44785–44794. [CrossRef]

40. Tsukita, S.; Katsuno, T.; Yamazaki, Y.; Umeda, K.; Tamura, A.; Tsukita, S. Roles of ZO-1 and ZO-2 in establishment of the belt-like
adherens and tight junctions with paracellular permselective barrier function. Ann. N Y Acad. Sci. 2009, 1165, 44–52. [CrossRef]

41. Adachi, M.; Inoko, A.; Hata, M.; Furuse, K.; Umeda, K.; Itoh, M.; Tsukita, S. Normal establishment of epithelial tight junctions
in mice and cultured cells lacking expression of ZO-3, a tight-junction MAGUK protein. Mol. Cell Biol. 2006, 26, 9003–9015.
[CrossRef]

42. Walter, J.K.; Rueckert, C.; Voss, M.; Mueller, S.L.; Piontek, J.; Gast, K.; Blasig, I.E. The oligomerization of the coiled coil-domain of
occludin is redox sensitive. Ann. N. Y. Acad. Sci. 2009, 1165, 19–27. [CrossRef]

43. Bellmann, C.; Schreivogel, S.; Gunther, R.; Dabrowski, S.; Schumann, M.; Wolburg, H.; Blasig, I.E. Highly conserved cysteines are
involved in the oligomerization of occludin-redox dependency of the second extracellular loop. Antioxid. Redox Signal. 2014, 20,
855–867. [CrossRef]

44. McCaffrey, G.; Willis, C.L.; Staatz, W.D.; Nametz, N.; Quigley, C.A.; Hom, S.; Lochhead, J.J.; Davis, T.P. Occludin oligomeric
assemblies at tight junctions of the blood-brain barrier are altered by hypoxia and reoxygenation stress. J. Neurochem. 2009, 110,
58–71. [CrossRef]

45. McCaffrey, G.; Seelbach, M.J.; Staatz, W.D.; Nametz, N.; Quigley, C.; Campos, C.R.; Brooks, T.A.; Davis, T.P. Occludin oligomeric
assembly at tight junctions of the blood-brain barrier is disrupted by peripheral inflammatory hyperalgesia. J. Neurochem. 2008,
106, 2395–2409. [CrossRef]

46. Kevil, C.G.; Oshima, T.; Alexander, B.; Coe, L.L.; Alexander, J.S. H(2)O(2)-mediated permeability: Role of MAPK and occludin.
Am. J. Physiol. Cell Physiol. 2000, 279, C21–C30. [CrossRef]

47. DeMaio, L.; Rouhanizadeh, M.; Reddy, S.; Sevanian, A.; Hwang, J.; Hsiai, T.K. Oxidized phospholipids mediate occludin
expression and phosphorylation in vascular endothelial cells. Am. J. Physiol. Heart Circ. Physiol. 2006, 290, H674–H683. [CrossRef]

48. Piehl, C.; Piontek, J.; Cording, J.; Wolburg, H.; Blasig, I.E. Participation of the second extracellular loop of claudin-5 in paracellular
tightening against ions, small and large molecules. Cell Mol. Life Sci. 2010, 67, 2131–2140. [CrossRef]

49. Rao, R.K.; Baker, R.D.; Baker, S.S.; Gupta, A.; Holycross, M. Oxidant-induced disruption of intestinal epithelial barrier function:
Role of protein tyrosine phosphorylation. Am. J. Physiol. 1997, 273, G812–G823. [CrossRef]

http://doi.org/10.1371/journal.pone.0145988
http://doi.org/10.3389/fphys.2021.715611
http://doi.org/10.1111/j.1749-6632.2009.04054.x
http://doi.org/10.1074/jbc.M109.016766
http://doi.org/10.1091/mbc.11.12.4131
http://doi.org/10.1091/mbc.E20-07-0464
http://doi.org/10.1083/jcb.200110122
http://www.ncbi.nlm.nih.gov/pubmed/11889141
http://doi.org/10.3389/fendo.2022.931318
http://www.ncbi.nlm.nih.gov/pubmed/35937800
http://doi.org/10.1073/pnas.2111247118
http://www.ncbi.nlm.nih.gov/pubmed/34810264
http://doi.org/10.1053/j.gastro.2010.08.006
http://doi.org/10.1053/j.gastro.2012.10.035
http://doi.org/10.1016/j.jcmgh.2020.10.005
http://doi.org/10.1053/j.gastro.2018.08.041
http://doi.org/10.1016/j.jbc.2022.101797
http://doi.org/10.1074/jbc.M406563200
http://doi.org/10.1111/j.1749-6632.2009.04056.x
http://doi.org/10.1128/MCB.01811-05
http://doi.org/10.1111/j.1749-6632.2009.04058.x
http://doi.org/10.1089/ars.2013.5288
http://doi.org/10.1111/j.1471-4159.2009.06113.x
http://doi.org/10.1111/j.1471-4159.2008.05582.x
http://doi.org/10.1152/ajpcell.2000.279.1.C21
http://doi.org/10.1152/ajpheart.00554.2005
http://doi.org/10.1007/s00018-010-0332-8
http://doi.org/10.1152/ajpgi.1997.273.4.G812


Int. J. Mol. Sci. 2022, 23, 14463 12 of 14

50. Staddon, J.M.; Herrenknecht, K.; Smales, C.; Rubin, L.L. Evidence that tyrosine phosphorylation may increase tight junction
permeability. J. Cell Sci. 1995, 108 Pt 2, 609–619. [CrossRef]

51. Collares-Buzato, C.B.; Jepson, M.A.; Simmons, N.L.; Hirst, B.H. Increased tyrosine phosphorylation causes redistribution of
adherens junction and tight junction proteins and perturbs paracellular barrier function in MDCK epithelia. Eur. J. Cell Biol. 1998,
76, 85–92. [CrossRef]

52. Young, K.A.; Biggins, L.; Sharpe, H.J. Protein tyrosine phosphatases in cell adhesion. Biochem. J. 2021, 478, 1061–1083. [CrossRef]
[PubMed]

53. Hogg, N.; Kalyanaraman, B. Nitric oxide and lipid peroxidation. Biochim. Biophys. Acta 1999, 1411, 378–384. [CrossRef]
54. Bloodsworth, A.; O’Donnell, V.B.; Freeman, B.A. Nitric oxide regulation of free radical- and enzyme-mediated lipid and

lipoprotein oxidation. Arterioscler. Thromb. Vasc. Biol. 2000, 20, 1707–1715. [CrossRef] [PubMed]
55. Stomberski, C.T.; Hess, D.T.; Stamler, J.S. Protein S-Nitrosylation: Determinants of Specificity and Enzymatic Regulation of

S-Nitrosothiol-Based Signaling. Antioxid. Redox Signal. 2019, 30, 1331–1351. [CrossRef]
56. Tegeder, I. Nitric oxide mediated redox regulation of protein homeostasis. Cell Signal. 2019, 53, 348–356. [CrossRef]
57. Algieri, F.; Rodriguez-Nogales, A.; Garrido-Mesa, J.; Camuesco, D.; Vezza, T.; Garrido-Mesa, N.; Utrilla, P.; Rodriguez-Cabezas,

M.E.; Pischel, I.; Galvez, J. Intestinal anti-inflammatory activity of calcium pyruvate in the TNBS model of rat colitis: Comparison
with ethyl pyruvate. Biochem. Pharmacol. 2016, 103, 53–63. [CrossRef]

58. Li, Y.; Nicholson, R.J.; Summers, S.A. Ceramide signaling in the gut. Mol. Cell Endocrinol. 2022, 544, 111554. [CrossRef]
59. Nielsen, O.H.; Li, Y.; Johansson-Lindbom, B.; Coskun, M. Sphingosine-1-Phosphate Signaling in Inflammatory Bowel Disease.

Trends Mol. Med. 2017, 23, 362–374. [CrossRef]
60. Verstockt, B.; Vetrano, S.; Salas, A.; Nayeri, S.; Duijvestein, M.; Vande Casteele, N.; Alimentiv Translational Research, C.

Sphingosine 1-phosphate modulation and immune cell trafficking in inflammatory bowel disease. Nat. Rev. Gastroenterol. Hepatol.
2022, 19, 351–366. [CrossRef]

61. Klepinina, L.; Klepinin, A.; Truu, L.; Chekulayev, V.; Vija, H.; Kuus, K.; Teino, I.; Pook, M.; Maimets, T.; Kaambre, T. Colon cancer
cell differentiation by sodium butyrate modulates metabolic plasticity of Caco-2 cells via alteration of phosphotransfer network.
PLoS ONE 2021, 16, e0245348. [CrossRef]

62. Gasaly, N.; Hermoso, M.A.; Gotteland, M. Butyrate and the Fine-Tuning of Colonic Homeostasis: Implication for Inflammatory
Bowel Diseases. Int. J. Mol. Sci. 2021, 22, 3061. [CrossRef]

63. Machiels, K.; Joossens, M.; Sabino, J.; De Preter, V.; Arijs, I.; Eeckhaut, V.; Ballet, V.; Claes, K.; Van Immerseel, F.; Verbeke, K.; et al.
A decrease of the butyrate-producing species Roseburia hominis and Faecalibacterium prausnitzii defines dysbiosis in patients
with ulcerative colitis. Gut 2014, 63, 1275–1283. [CrossRef]

64. Couto, M.R.; Goncalves, P.; Magro, F.; Martel, F. Microbiota-derived butyrate regulates intestinal inflammation: Focus on
inflammatory bowel disease. Pharmacol. Res. 2020, 159, 104947. [CrossRef]

65. Nikolaus, S.; Schulte, B.; Al-Massad, N.; Thieme, F.; Schulte, D.M.; Bethge, J.; Rehman, A.; Tran, F.; Aden, K.; Hasler, R.; et al.
Increased Tryptophan Metabolism Is Associated With Activity of Inflammatory Bowel Diseases. Gastroenterology 2017, 153,
1504–1516 e1502. [CrossRef]

66. Achamrah, N.; Dechelotte, P.; Coeffier, M. Glutamine and the regulation of intestinal permeability: From bench to bedside. Curr.
Opin. Clin. Nutr. Metab. Care 2017, 20, 86–91. [CrossRef]

67. Beutheu, S.; Ghouzali, I.; Galas, L.; Dechelotte, P.; Coeffier, M. Glutamine and arginine improve permeability and tight junction
protein expression in methotrexate-treated Caco-2 cells. Clin. Nutr. 2013, 32, 863–869. [CrossRef]

68. Beutheu, S.; Ouelaa, W.; Guerin, C.; Belmonte, L.; Aziz, M.; Tennoune, N.; Bole-Feysot, C.; Galas, L.; Dechelotte, P.; Coeffier, M.
Glutamine supplementation, but not combined glutamine and arginine supplementation, improves gut barrier function during
chemotherapy-induced intestinal mucositis in rats. Clin. Nutr. 2014, 33, 694–701. [CrossRef]

69. Moran, G.W.; O’Neill, C.; McLaughlin, J.T. GLP-2 enhances barrier formation and attenuates TNFalpha-induced changes in a
Caco-2 cell model of the intestinal barrier. Regul. Pept. 2012, 178, 95–101. [CrossRef]

70. Saeedi, B.J.; Kao, D.J.; Kitzenberg, D.A.; Dobrinskikh, E.; Schwisow, K.D.; Masterson, J.C.; Kendrick, A.A.; Kelly, C.J.; Bayless, A.J.;
Kominsky, D.J.; et al. HIF-dependent regulation of claudin-1 is central to intestinal epithelial tight junction integrity. Mol. Biol.
Cell 2015, 26, 2252–2262. [CrossRef]

71. Chen, Y.; Zhang, H.S.; Fong, G.H.; Xi, Q.L.; Wu, G.H.; Bai, C.G.; Ling, Z.Q.; Fan, L.; Xu, Y.M.; Qin, Y.Q.; et al. PHD3 Stabilizes
the Tight Junction Protein Occludin and Protects Intestinal Epithelial Barrier Function. J. Biol. Chem. 2015, 290, 20580–20589.
[CrossRef] [PubMed]

72. Karhausen, J.; Furuta, G.T.; Tomaszewski, J.E.; Johnson, R.S.; Colgan, S.P.; Haase, V.H. Epithelial hypoxia-inducible factor-1 is
protective in murine experimental colitis. J. Clin. Invest. 2004, 114, 1098–1106. [CrossRef] [PubMed]

73. Kim, Y.I.; Yi, E.J.; Kim, Y.D.; Lee, A.R.; Chung, J.; Ha, H.C.; Cho, J.M.; Kim, S.R.; Ko, H.J.; Cheon, J.H.; et al. Local Stabilization of
Hypoxia-Inducible Factor-1alpha Controls Intestinal Inflammation via Enhanced Gut Barrier Function and Immune Regulation.
Front. Immunol. 2020, 11, 609689. [CrossRef] [PubMed]

74. Danese, S.; Levesque, B.G.; Feagan, B.G.; Jucov, A.; Bhandari, B.R.; Pai, R.K.; Taylor Meadows, K.; Kirby, B.J.; Bruey, J.M.; Olson,
A.; et al. Randomised clinical trial: A phase 1b study of GB004, an oral HIF-1alpha stabiliser, for treatment of ulcerative colitis.
Aliment. Pharmacol. Ther. 2022, 55, 401–411. [CrossRef] [PubMed]

http://doi.org/10.1242/jcs.108.2.609
http://doi.org/10.1016/S0171-9335(98)80020-4
http://doi.org/10.1042/BCJ20200511
http://www.ncbi.nlm.nih.gov/pubmed/33710332
http://doi.org/10.1016/S0005-2728(99)00027-4
http://doi.org/10.1161/01.ATV.20.7.1707
http://www.ncbi.nlm.nih.gov/pubmed/10894807
http://doi.org/10.1089/ars.2017.7403
http://doi.org/10.1016/j.cellsig.2018.10.019
http://doi.org/10.1016/j.bcp.2015.12.022
http://doi.org/10.1016/j.mce.2022.111554
http://doi.org/10.1016/j.molmed.2017.02.002
http://doi.org/10.1038/s41575-021-00574-7
http://doi.org/10.1371/journal.pone.0245348
http://doi.org/10.3390/ijms22063061
http://doi.org/10.1136/gutjnl-2013-304833
http://doi.org/10.1016/j.phrs.2020.104947
http://doi.org/10.1053/j.gastro.2017.08.028
http://doi.org/10.1097/MCO.0000000000000339
http://doi.org/10.1016/j.clnu.2013.01.014
http://doi.org/10.1016/j.clnu.2013.09.003
http://doi.org/10.1016/j.regpep.2012.07.002
http://doi.org/10.1091/mbc.E14-07-1194
http://doi.org/10.1074/jbc.M115.653584
http://www.ncbi.nlm.nih.gov/pubmed/26124271
http://doi.org/10.1172/JCI200421086
http://www.ncbi.nlm.nih.gov/pubmed/15489957
http://doi.org/10.3389/fimmu.2020.609689
http://www.ncbi.nlm.nih.gov/pubmed/33519819
http://doi.org/10.1111/apt.16753
http://www.ncbi.nlm.nih.gov/pubmed/35014040


Int. J. Mol. Sci. 2022, 23, 14463 13 of 14

75. Tambuwala, M.M.; Cummins, E.P.; Lenihan, C.R.; Kiss, J.; Stauch, M.; Scholz, C.C.; Fraisl, P.; Lasitschka, F.; Mollenhauer, M.;
Saunders, S.P.; et al. Loss of prolyl hydroxylase-1 protects against colitis through reduced epithelial cell apoptosis and increased
barrier function. Gastroenterology 2010, 139, 2093–2101. [CrossRef]

76. Madsen, K.L.; Malfair, D.; Gray, D.; Doyle, J.S.; Jewell, L.D.; Fedorak, R.N. Interleukin-10 gene-deficient mice develop a primary
intestinal permeability defect in response to enteric microflora. Inflamm. Bowel Dis. 1999, 5, 262–270. [CrossRef]

77. Sydora, B.C.; Tavernini, M.M.; Wessler, A.; Jewell, L.D.; Fedorak, R.N. Lack of interleukin-10 leads to intestinal inflammation,
independent of the time at which luminal microbial colonization occurs. Inflamm. Bowel Dis. 2003, 9, 87–97. [CrossRef]

78. Laukoetter, M.G.; Nava, P.; Lee, W.Y.; Severson, E.A.; Capaldo, C.T.; Babbin, B.A.; Williams, I.R.; Koval, M.; Peatman, E.; Campbell,
J.A.; et al. JAM-A regulates permeability and inflammation in the intestine in vivo. J. Exp. Med. 2007, 204, 3067–3076. [CrossRef]

79. Cheung, E.C.; Athineos, D.; Lee, P.; Ridgway, R.A.; Lambie, W.; Nixon, C.; Strathdee, D.; Blyth, K.; Sansom, O.J.; Vousden, K.H.
TIGAR is required for efficient intestinal regeneration and tumorigenesis. Dev. Cell 2013, 25, 463–477. [CrossRef]

80. Suzuki, T.; Hara, H. Quercetin enhances intestinal barrier function through the assembly of zonula [corrected] occludens-2,
occludin, and claudin-1 and the expression of claudin-4 in Caco-2 cells. J. Nutr. 2009, 139, 965–974. [CrossRef]

81. Khater, S.I.; Lotfy, M.M.; Alandiyjany, M.N.; Alqahtani, L.S.; Zaglool, A.W.; Althobaiti, F.; Ismail, T.A.; Soliman, M.M.; Saad, S.;
Ibrahim, D. Therapeutic Potential of Quercetin Loaded Nanoparticles: Novel Insights in Alleviating Colitis in an Experimental
DSS Induced Colitis Model. Biomedicines 2022, 10, 1654. [CrossRef]

82. Sun, X.; Yao, L.; Liang, H.; Wang, D.; He, Y.; Wei, Y.; Ye, L.; Wang, K.; Li, L.; Chen, J.; et al. Intestinal epithelial PKM2 serves as a
safeguard against experimental colitis via activating beta-catenin signaling. Mucosal Immunol. 2019, 12, 1280–1290. [CrossRef]

83. Iatsenko, I.; Boquete, J.P.; Lemaitre, B. Microbiota-Derived Lactate Activates Production of Reactive Oxygen Species by the
Intestinal NADPH Oxidase Nox and Shortens Drosophila Lifespan. Immunity 2018, 49, 929–942 e925. [CrossRef]

84. Tian, N.; Hu, L.; Lu, Y.; Tong, L.; Feng, M.; Liu, Q.; Li, Y.; Zhu, Y.; Wu, L.; Ji, Y.; et al. TKT maintains intestinal ATP production and
inhibits apoptosis-induced colitis. Cell Death Dis. 2021, 12, 853. [CrossRef]

85. Yang, H.C.; Wu, Y.H.; Yen, W.C.; Liu, H.Y.; Hwang, T.L.; Stern, A.; Chiu, D.T. The Redox Role of G6PD in Cell Growth, Cell Death,
and Cancer. Cells 2019, 8, 1055. [CrossRef]

86. Luzzatto, L.; Seneca, E. G6PD deficiency: A classic example of pharmacogenetics with on-going clinical implications. Br. J.
Haematol. 2014, 164, 469–480. [CrossRef]

87. Yang, H.C.; Yu, H.; Ma, T.H.; Tjong, W.Y.; Stern, A.; Chiu, D.T. tert-Butyl Hydroperoxide (tBHP)-Induced Lipid Peroxidation
and Embryonic Defects Resemble Glucose-6-Phosphate Dehydrogenase (G6PD) Deficiency in C. elegans. Int. J. Mol. Sci. 2020,
21, 8688. [CrossRef]

88. Chen, T.L.; Yang, H.C.; Hung, C.Y.; Ou, M.H.; Pan, Y.Y.; Cheng, M.L.; Stern, A.; Lo, S.J.; Chiu, D.T. Impaired embryonic
development in glucose-6-phosphate dehydrogenase-deficient Caenorhabditis elegans due to abnormal redox homeostasis
induced activation of calcium-independent phospholipase and alteration of glycerophospholipid metabolism. Cell Death Dis.
2017, 8, e2545. [CrossRef]

89. Serpillon, S.; Floyd, B.C.; Gupte, R.S.; George, S.; Kozicky, M.; Neito, V.; Recchia, F.; Stanley, W.; Wolin, M.S.; Gupte, S.A.
Superoxide production by NAD(P)H oxidase and mitochondria is increased in genetically obese and hyperglycemic rat heart and
aorta before the development of cardiac dysfunction. The role of glucose-6-phosphate dehydrogenase-derived NADPH. Am. J.
Physiol. Heart Circ. Physiol. 2009, 297, H153–H162. [CrossRef]

90. Leopold, J.A.; Cap, A.; Scribner, A.W.; Stanton, R.C.; Loscalzo, J. Glucose-6-phosphate dehydrogenase deficiency promotes
endothelial oxidant stress and decreases endothelial nitric oxide bioavailability. FASEB J. 2001, 15, 1771–1773. [CrossRef]

91. Hayes, P.; Dhillon, S.; O’Neill, K.; Thoeni, C.; Hui, K.Y.; Elkadri, A.; Guo, C.H.; Kovacic, L.; Aviello, G.; Alvarez, L.A.; et al. Defects
in NADPH Oxidase Genes NOX1 and DUOX2 in Very Early Onset Inflammatory Bowel Disease. Cell Mol. Gastroenterol. Hepatol.
2015, 1, 489–502. [CrossRef] [PubMed]

92. Dhillon, S.S.; Fattouh, R.; Elkadri, A.; Xu, W.; Murchie, R.; Walters, T.; Guo, C.; Mack, D.; Huynh, H.Q.; Baksh, S.; et al. Variants
in nicotinamide adenine dinucleotide phosphate oxidase complex components determine susceptibility to very early onset
inflammatory bowel disease. Gastroenterology 2014, 147, 680–689 e682. [CrossRef] [PubMed]

93. Roos, D.; van Zwieten, R.; Wijnen, J.T.; Gomez-Gallego, F.; de Boer, M.; Stevens, D.; Pronk-Admiraal, C.J.; de Rijk, T.; van Noorden,
C.J.; Weening, R.S.; et al. Molecular basis and enzymatic properties of glucose 6-phosphate dehydrogenase volendam, leading to
chronic nonspherocytic anemia, granulocyte dysfunction, and increased susceptibility to infections. Blood 1999, 94, 2955–2962.
[PubMed]

94. Tsai, K.J.; Hung, I.J.; Chow, C.K.; Stern, A.; Chao, S.S.; Chiu, D.T. Impaired production of nitric oxide, superoxide, and hydrogen
peroxide in glucose 6-phosphate-dehydrogenase-deficient granulocytes. FEBS Lett. 1998, 436, 411–414. [CrossRef]

95. Siler, U.; Romao, S.; Tejera, E.; Pastukhov, O.; Kuzmenko, E.; Valencia, R.G.; Meda Spaccamela, V.; Belohradsky, B.H.; Speer,
O.; Schmugge, M.; et al. Severe glucose-6-phosphate dehydrogenase deficiency leads to susceptibility to infection and absent
NETosis. J. Allergy Clin. Immunol. 2017, 139, 212–219 e213. [CrossRef] [PubMed]

96. Wang, J.; Duan, Z.; Nugent, Z.; Zou, J.X.; Borowsky, A.D.; Zhang, Y.; Tepper, C.G.; Li, J.J.; Fiehn, O.; Xu, J.; et al. Reprogramming
metabolism by histone methyltransferase NSD2 drives endocrine resistance via coordinated activation of pentose phosphate
pathway enzymes. Cancer Lett. 2016, 378, 69–79. [CrossRef]

97. Gonzalez-Gonzalez, M.; Diaz-Zepeda, C.; Eyzaguirre-Velasquez, J.; Gonzalez-Arancibia, C.; Bravo, J.A.; Julio-Pieper, M. Investi-
gating Gut Permeability in Animal Models of Disease. Front. Physiol. 2018, 9, 1962. [CrossRef]

http://doi.org/10.1053/j.gastro.2010.06.068
http://doi.org/10.1097/00054725-199911000-00004
http://doi.org/10.1097/00054725-200303000-00002
http://doi.org/10.1084/jem.20071416
http://doi.org/10.1016/j.devcel.2013.05.001
http://doi.org/10.3945/jn.108.100867
http://doi.org/10.3390/biomedicines10071654
http://doi.org/10.1038/s41385-019-0197-6
http://doi.org/10.1016/j.immuni.2018.09.017
http://doi.org/10.1038/s41419-021-04142-4
http://doi.org/10.3390/cells8091055
http://doi.org/10.1111/bjh.12665
http://doi.org/10.3390/ijms21228688
http://doi.org/10.1038/cddis.2016.463
http://doi.org/10.1152/ajpheart.01142.2008
http://doi.org/10.1096/fj.00-0893fje
http://doi.org/10.1016/j.jcmgh.2015.06.005
http://www.ncbi.nlm.nih.gov/pubmed/26301257
http://doi.org/10.1053/j.gastro.2014.06.005
http://www.ncbi.nlm.nih.gov/pubmed/24931457
http://www.ncbi.nlm.nih.gov/pubmed/10556177
http://doi.org/10.1016/S0014-5793(98)01174-0
http://doi.org/10.1016/j.jaci.2016.04.041
http://www.ncbi.nlm.nih.gov/pubmed/27458052
http://doi.org/10.1016/j.canlet.2016.05.004
http://doi.org/10.3389/fphys.2018.01962


Int. J. Mol. Sci. 2022, 23, 14463 14 of 14

98. Resta-Lenert, S.; Smitham, J.; Barrett, K.E. Epithelial dysfunction associated with the development of colitis in conventionally
housed mdr1a-/- mice. Am. J. Physiol. Gastrointest. Liver Physiol. 2005, 289, G153–G162. [CrossRef]

99. Su, L.; Shen, L.; Clayburgh, D.R.; Nalle, S.C.; Sullivan, E.A.; Meddings, J.B.; Abraham, C.; Turner, J.R. Targeted epithelial tight
junction dysfunction causes immune activation and contributes to development of experimental colitis. Gastroenterology 2009, 136,
551–563. [CrossRef]

100. Tang, Y.; Clayburgh, D.R.; Mittal, N.; Goretsky, T.; Dirisina, R.; Zhang, Z.; Kron, M.; Ivancic, D.; Katzman, R.B.; Grimm, G.;
et al. Epithelial NF-kappaB enhances transmucosal fluid movement by altering tight junction protein composition after T cell
activation. Am. J. Pathol. 2010, 176, 158–167. [CrossRef]

101. Clayburgh, D.R.; Barrett, T.A.; Tang, Y.; Meddings, J.B.; Van Eldik, L.J.; Watterson, D.M.; Clarke, L.L.; Mrsny, R.J.; Turner, J.R.
Epithelial myosin light chain kinase-dependent barrier dysfunction mediates T cell activation-induced diarrhea in vivo. J. Clin.
Invest. 2005, 115, 2702–2715. [CrossRef]

102. Fan, S.; Smith, M.S.; Keeney, J.; O’Leary, M.N.; Nusrat, A.; Parkos, C.A. JAM-A signals through the Hippo pathway to regulate
intestinal epithelial proliferation. iScience 2022, 25, 104316. [CrossRef]

103. Ma, T.Y.; Iwamoto, G.K.; Hoa, N.T.; Akotia, V.; Pedram, A.; Boivin, M.A.; Said, H.M. TNF-alpha-induced increase in intestinal
epithelial tight junction permeability requires NF-kappa B activation. Am. J. Physiol. Gastrointest. Liver Physiol. 2004, 286,
G367–G376. [CrossRef]

104. Boivin, M.A.; Roy, P.K.; Bradley, A.; Kennedy, J.C.; Rihani, T.; Ma, T.Y. Mechanism of interferon-gamma-induced increase in T84
intestinal epithelial tight junction. J. Interferon Cytokine Res. 2009, 29, 45–54. [CrossRef]

105. Jorgensen, E.M.; Mango, S.E. The art and design of genetic screens: Caenorhabditis elegans. Nat. Rev. Genet. 2002, 3, 356–369.
[CrossRef]

106. Simske, J.S.; Hardin, J. Claudin family proteins in Caenorhabditis elegans. Methods Mol. Biol. 2011, 762, 147–169. [CrossRef]
107. Asano, A.; Asano, K.; Sasaki, H.; Furuse, M.; Tsukita, S. Claudins in Caenorhabditis elegans: Their distribution and barrier

function in the epithelium. Curr. Biol. 2003, 13, 1042–1046. [CrossRef]
108. Kim, J.; Moon, Y. Worm-Based Alternate Assessment of Probiotic Intervention against Gut Barrier Infection. Nutrients 2019,

11, 2146. [CrossRef]

http://doi.org/10.1152/ajpgi.00395.2004
http://doi.org/10.1053/j.gastro.2008.10.081
http://doi.org/10.2353/ajpath.2010.090548
http://doi.org/10.1172/JCI24970
http://doi.org/10.1016/j.isci.2022.104316
http://doi.org/10.1152/ajpgi.00173.2003
http://doi.org/10.1089/jir.2008.0128
http://doi.org/10.1038/nrg794
http://doi.org/10.1007/978-1-61779-185-7_11
http://doi.org/10.1016/S0960-9822(03)00395-6
http://doi.org/10.3390/nu11092146

	Introduction 
	How the Tight Junctions “Break Down”, Resulting in Diseases 
	Redox Systems That Affect TJ 
	Permeability Barrier Related to Tight Junction Structure 

	Redox Regulation of the Permeability Barrier and Associated Disorders 
	Role of Metabolism in Intestinal Homeostasis and the Pentose Phosphate Pathway (PPP) as a Therapeutic Target 
	Models of Intestinal Barrier Dysfunction and Associated Disorders 
	Conclusions 
	References

