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Abstract

The prevalence of chronic immune and metabolic disorders is increasing rapidly. In 

particular, inflammatory bowel diseases, obesity, diabetes, asthma and chronic obstructive 

pulmonary disease have become major healthcare and economic burdens worldwide. Recent 

advances in microbiome research have led to significant discoveries of associative links 

between alterations in the microbiome and health, as well as these chronic supposedly non-

communicable, immune/metabolic disorders. Importantly, the interplay between diet, 

microbiome, and the mucous barrier in these diseases has gained significant attention. Diet 

modulates the mucous barrier via alterations in gut microbiota, resulting in either disease 

onset/exacerbation due to a ‘poor’ diet or protection against disease with a ‘healthy’ diet. In 

addition, many mucosa-associated disorders possess a specific gut microbiome fingerprint 

associated with the composition of the mucous barrier, which is further influenced by host-

microbiome and inter-microbial interactions, dietary choices, microbe immigration and 

antimicrobials. Our review focuses on the interactions of diet (macronutrients and 

micronutrients), gut microbiota and mucous barriers (gastrointestinal and respiratory tract), 

and their importance in the onset and/or progression of major immune/metabolic disorders. 

We also highlight the key mechanisms that could be targeted therapeutically to prevent 

and/or treat these disorders.

KEYWORDS

Diet, microbiome, mucus, disease, induction, exacerbation, prevention, treatment, 

inflammation, IBD, asthma, COPD

ABBREVIATIONS

AAD = Allergic airway disease

AD = Atopic dermatitis

AGR2 = Anterior gradient 2

AHR – Airway hyper-responsiveness

ATG16L1 = Autophagy related 16 like 1

CCP = Cyclic citrullinated peptide

CARD9 = Caspase recruitment domain family member 9
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COPD = Chronic obstructive pulmonary disease

CLCA1 = Chloride channel accessory 1

DC = Dendritic cell

FUT2 = α (1 , 2)-fucosyltransferase

FCGBP= Fc fragment of IgG binding protein

GI = Gastrointestinal

GIT = Gastrointestinal tract

Gpr = G protein coupled receptor

HFD = High fat diet

IBD = Inflammatory bowel disease

IBS = Irritable bowel syndrome

IL = Interleukin

ILC = Innate lymphoid cell

IRGM = Immunity-related GTPase family M protein

MUC = mucin

MLGs = Metagenomics linkage groups

NOD2 = Nucleotide-binding oligomerization domain-containing protein 2 

pIgR−/−= Polymeric immunoglobulin receptor-deficient

PUFA = Polyunsaturated fatty acid

RA = Rheumatoid arthritis 

Reg3B/3G = Regenerating islet-derived protein type 3 beta/gamma

sIgA = Secretory immunoglobulin A

SCFA = Short chain fatty acid

SOCS3 = Suppressor of cytokine signalling 3

TFF= Trefoil factor peptides

Th = Helper T cell

TGFβ = Transforming growth factor-β

TIMP = Tissue inhibitor of metalloproteinases

Treg = Regulatory T cell

ZG16 = Zymogen granule protein 16

INTRODUCTION

Diet-gut microbiome-mucous barrier and immune disorders
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The immune system is composed of a labyrinth of cellular and molecular networks that 

ensure adequate host defences against a range of stimuli, but during homeostasis, the body 

co-exists with a dense microbial ecosystem (microbiome), in a symbiotic relationship 

permitted by the immune environment.1,2 A key regulator balancing this relationship is the 

mucous barrier, consisting of a secreted mucus layer and the underlying epithelium.3 The 

mucous barrier is the primary physical defence barrier of the host, segregating internal organs 

and tissues, such as the gut and lungs, from microorganisms but providing a ubiquitous 

source of carbon and energy for commensal microbes.3,4 Disturbance to the mucous barrier 

leads to the translocation of microbes into mucosal tissues, which in turn triggers 

inflammation and immune responses.3,4 

The gut harbours the largest microbiome in the human body5 and is established in 

three distinct phases of microbial progression: 1. Development; 2. Transitional phase, and; 3. 

Stable phase.6 The developmental stage is initiated by contact with the vaginal microbiota 

during birth,7 although there is the debatable possibility that the human intestines and 

placenta may also be colonised before birth.8 As infants begin to consume solids, the 

transitional phase occurs, with changes in microbiome composition and function.7 

Microbiome composition can continue to change during adulthood, in response to diet, 

environmental exposures, antimicrobial use, medications and age.9-12 However, as shown by 

metagenomics approaches, there is remarkable stability in the functionality of the microbiota 

and this stage is thus referred to as the stable phase.9,12 This functional stability of the 

microbiome reflects its robust nature and importance in modulating homeostatic interactions 

with the host.9,12

Studies of the lung microbiome are challenging due to limitations of sample 

collection, especially in the distal airways, and technical issues with low biomass.13 Bacterial 

load increases as the respiratory microbiome matures,16 although it remains far less densely 

populated than the gut.2,17 

Diet is a major but just one of many factors that affect microbiota, which in turn has a 

strong impact on mucous membranes and gut and lung health.10,12,18-20 Diet, environmental 

and genetic factors regulate short- and long-term stability of microbiota, and in the gut, this 

affects energy harvest from ingested food.21,22 The protective nature of the mucous barrier, 

innate and adaptive immune responses and competitive inhibition selects against poorly 

adapted microorganisms in the gut and lung and promotes persistence of commensal 

microbial communities.11 
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Chronic immune disorders such as inflammatory bowel disease (IBD), obesity, 

diabetes, rheumatoid arthritis, atopic dermatitis (AD), psoriasis, asthma and chronic 

obstructive pulmonary disease (COPD) are becoming increasingly prevalent globally, and 

alterations in diet, microbiota, immunity and/or mucous membranes are associated with these 

diseases.10-12,18,19 However, the mechanisms involved in the interplay between these factors 

are unclear. Here, we review the current understanding of the dynamic nature of the 

microbiome-mucous barrier relationship, and how diet, host and external factors affect the 

pathogenesis of chronic immune disorders in the context of the gut and respiratory 

microbiomes. Furthermore, we highlight the importance of diet in regulating the microbiome 

and mucous barrier, and identify potential prophylactic and therapeutic approaches that target 

these interactions. 

THE MUCOUS BARRIER

Mucus structure and regulation

Mucus is a biological gel that covers all mucosal epithelia in the body. Gel-forming mucin 

glycoproteins form the major components of mucus and are the main products of goblet cells. 

Mucins are divided into two subtypes; cell surface-tethered/membrane-bound mucins 

(MUC1, MUC3A/B, MUC4, MUC12-17 and MUC20-22), and secreted mucins.23 Secreted 

mucins are further divided into two subfamilies gel-forming (MUC2, MUC5AC, MUC5B, 

MUC6, and MUC19 ), and non-gel forming (MUC7-9) mucins, which maintain the structure 

and organisation of the mucous gel and control its viscoelastic properties.23 Cell-tethered 

mucins form a gel-like layer around cilia of the respiratory epithelium that aid normal ciliary 

action of  moving mucus in mucociliary clearance mechanisms.4 Biochemically, mucin 

structure consists of N- and C-terminal regions containing von Willebrand factor-like 

domains that partake in polymerisation, and central domains characterised by tandem and 

non-tandem repeats of serine, threonine and proline that undergo O-glycosylation and make 

up 80% of the molecular mass.4,24 The specific glycosyltransferase enzymes present in a cell 

determine the O-glycan outcome, and therefore the same protein sequence can result in very 

different compositions of glycans.25,26

Other major mucus-related proteins include chloride channel accessory (CLCA)1, Fc 

fragment of IgG binding protein (FCGBP), zymogen granule protein 16 (ZG16), and anterior 

gradient (AGR)2 which are secreted by goblet cells.27 Trefoil factor (TFF) peptides are a 

family of mucin-associated secretory molecules occurring in three types that promote defence 
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and protection of the gut. TFF3 enhances intestinal barrier function via regulating tight 

junctions between the epithelial cells.28 It also is expressed with MUC2 in intestinal goblet 

cells and contributes to mucosal regeneration and repair.29 Furthermore, antibodies especially 

secretory immunoglobulin A (sIgA) production, is induced by interactions with select 

commensal bacteria in the gut. They are released by plasma cells and have a polymeric nature 

and multi-valency that enables them to non-covalently bind microorganisms or 

macromolecules.30,31 This phenomenon blocks the interactions of microbial adhesins with the 

epithelium and also inhibits microbial motility, both of which facilitate microbial entrapment 

in the mucus to protect against lethal sepsis.30,31 IgA binding to bacterial surfaces also 

modulates bacterial gene expression and function to promote symbiosis between members of 

the microbiome and the gut.30,32 Moreover, polymeric IgA bound to antigens in the 

circulation may be transported into the intestinal lumen via transcytosis across the epithelium, 

thereby providing a role for mucous membranes in clearing circulating immune complexes.33

GASTROINTESINAL TRACT (GIT) MUCOSA

The gastrointestinal mucus structure is shaped by location as well as microbiota (Figure 1, 

Table 1).34 In the stomach, gel-forming mucins MUC5A and MUC5B produced by goblet 

cells in the gastric epithelium are dominant, while MUC6 is produced by mucous neck cells 

and in pyloric glands of the antrum.35 In the small intestine and colon, MUC2 is highly 

expressed and stimulates β-defensin that has anti-microbial effects, while the colon also 

produces low levels of MUC5B.36,37 Although the small intestine is covered by a single, 

loosely attached mucus layer, colonic mucus is much thicker due to the greater microbial 

density, and is comprised of two layers; an outer (luminal) viscous mucous layer and an inner 

stratified layer of colonic mucus that adheres firmly to the underlying columnar epithelia 

(glycocalyx).38 Transmembrane mucins MUC3, MUC4, MUC12, MUC13 and MUC17 are 

constitutively expressed along the GIT and occur in the glycocalyx. Here, MUC17 shuttles 

from the epithelial surface to intracellular vesicles concomitantly with internalisation of the 

Na+/H+ exchanger and the recruitment of the cystic fibrosis transmembrane conductance 

regulator (CFTR) to the apical membranes.39 This promotes goblet cell mucin secretion, 

which may be associated with increased bicarbonate diffusion.39 

Some mucus-producing sentinel goblet cells found in the colonic crypts are stimulated 

when Toll-like receptors on the surface of these crypts are triggered. This activates 
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inflammasomes and reactive oxygen species production in these cells, which in turn stimulate 

MUC2 release from neighbouring cells, therefore, acting like gatekeeper cells in the GIT.29,40 

Studies of the interactions of the gut mucosa and microbiota indicate that mucus 

composition is associated with specific gut microbial communities.34,41 Jackobsson et al., 

placed two groups of mice in the same specific pathogen-free environment and observed 

differences in their gut microbiota and mucus phenotype.41 One group had impenetrable 

mucus layer and increased abundance of Erysipelotrichia, whereas the other had penetrable 

mucus that corresponded with higher levels of Proteobacteria and TM7 bacteria in the distal 

colon.41 Furthermore, diet and mucous membrane properties are directly linked to microbial 

community composition giving every mouse a distinct microbial fingerprint.18,21,41 In human 

studies there is a distinct identity of enterotypes formed depending on long-term dietary 

patterns but their links to the mucous membrane are less clear.18,21,41 

The disruption of oligosaccharide synthesis in the gut leads to impaired mucosal 

barrier function. Mice that lacked important glycosyltransferases involved in O-glycan 

biosynthesis had impaired mucosal barrier function, truncated mucins, and increased bacterial 

penetration into mucosal tissues.42 In humans, the non-secretor polymorphism of α(1, 2)-

fucosyltransferase (FUT2) is associated with increased risk of the IBD Crohn’s disease, and 

leads to altered microbiome composition and function.43,44 FUT2 synthesises H antigen, an 

oligosaccharide moiety which acts as an attachment site and carbon source for intestinal 

bacteria, and the effects of polymorphisms highlight the importance of genetics in regulating 

host-microbiome interactions at the mucosal surface.43,44

Similar to the regeneration mechanisms of skin epithelia, GIT epithelial tissue 

regenerates continuously, starting from basal progeny stem cells in the intestinal crypts that 

mature into four cell lineages, namely; epithelial cells (enterocytes), enteroendocrine cells, 

antimicrobial peptide-producing Paneth cells and mucin-producing goblet cells (Figure 2a).45 

These cell lineages migrate towards the luminal surface as they differentiate and mature, with 

the exception of Paneth cells which remain at the base of the intestinal crypts.46 Enterocytes 

are the most abundant cells in the small intestine and are responsible for digestion and 

absorption of dietary nutrients. They are coated by a glycocalyx comprised of glycolipids, 

glycoproteins, proteoglycans and microvilli responsible for transport.47 Less abundant cells 

include microfold (M) cells that transcytose luminal antigens and initiate immune responses 

and IgA production, chemosensory tuft cells that can initiate type-2 responses and drive type-

2 innate lymphoid cell (ILC2) signalling circuits, and enteroendocrine cells that secrete 

hormones.45,48,49 The luminal surface eventually undergoes programmed cell death and is 
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restored by regenerated cells.46 All these cells are interconnected by tight junctions comprised 

of four integral transmembrane proteins, claudins, occludin, junctional adhesion molecule 

and tricelluin, which form a selectively permeable seal between adjacent cells.50

EARLY-LIFE SHAPING OF THE GUT MICROBIOME 

As the newborn passes through the birth canal, the mother’s vaginal microbiota provides the 

first microbial exposure.10 Newborns delivered through caesarean section lack this vaginal 

inoculation and subsequently their microbiota at all body sites more closely resemble their 

mother’s skin flora.10 Studies with mice suggest that the newborn gut environment transitions 

from aerobic to anaerobic conditions within days of birth, and supports the emergence and 

dominance of Bifidobacteriaceae and Lactobacillaceae families,63 with Bifidobacterium, 

Lactobacillus gasseri and Lactobacillus reuteri the most significant colonisers in early-

life.64,65 The subsequent development of the early-life gut microbiome is influenced by many 

factors including mode of delivery,66 initial diets (breastmilk, formula),67 day care attendance 

and the timing of the transition to solid foods (Figure 3).7,68 However, the functionality of the 

gut microbiome, determined by metagenomics profiles, is less variable than phylogenetic 

composition as evidenced by similarities in breastmilk- or formula-fed infants.69  Human 

breast milk contains a host of proteins, fats, carbohydrates and immune factors that may 

impact microbial growth, survival and metabolism.70 Oligosaccharides are abundant and 

actively promote the growth of Bifidobacterium and Lactobacillus,34,71 which may explain 

their dominance in early life.34,64 Transition to solid foods promotes the transition to adult-

like gut microbiota dominated by Bacteroidetes and Firmicutes,34 and can be classified into 

enterotypes based on the respective dominance of genera within these phyla, and the 

functional and phylogenetic relationships between them.9

THE GUT-LUNG AXIS

Given the emerging links between the gut and lungs, the ‘gut-lung axis’ has become 

increasingly prominent in research associated with diet, the microbiome and the lungs.1,1751 

The gut-lung axis refers to the highly influential crosstalk between mucosal immune sites of 

the gut and lung, as well as their microbiota.1,52 In particular, the gut microbiome is 

implicated in regulating immune responses to respiratory infections53 and the pathogenesis of 

chronic respiratory diseases such as asthma and COPD.1,52-54 The mechanisms by which gut 

microbiota influence the lung are varied, including the production of host-accessible 
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metabolites, penetration of mucosal barriers by bacteria and/or toxins, regulation of 

haematopoiesis or circulating hormones and cytokines, and direct stimulation of migrating 

immune cells.1,2,17,52-54 Other events may also contribute such as induction of IL-6 and 

neutrophilia, and the induction of bacterial receptor expression in the lung.55,56 Conversely, 

the induction of lung hypoxia may promote gut remodelling and disease.56

RESPIRATORY TRACT MUCOSA

Ciliated epithelial cells are responsible for mucociliary clearance of the airways and lungs, 

the removal of inhaled microorganisms and debris, and maintenance of unobstructed 

airways.4 Interspersed between these cells are goblet cells, the major secretory cells in the 

apical layer of the large airways which produce highly hydrated mucus that is primarily 

comprised of mucin glycoproteins (Figure 2b).4,23,57 Hyperplasia of goblet cells and mucus 

hypersecretion alter the rheological properties of mucus and are a major disease feature of 

asthma and COPD.4,58-61

  Respiratory mucins are divided into three classes: mucins that are secreted but do not 

polymerise (MUC7 , MUC8), secreted gel-forming mucins (MUC2, MUC5AC, MUC5B, 

MUC19), and membrane-associated mucins (MUC1, MUC4, MUC12-16, and MUC20-22).23 

MUC5AC and MUC5B are produced in the trachea and bronchi, with MUC5B 

predominating over MUC5A.62 MUC1 is produced by the surface columnar epithelial cells of 

the respiratory tract, as well as alveolar type 2 cells which play critical roles in the alleviation 

of inflammation.57 During airway infection, the respiratory mucosa serves as a major 

protective barrier against pathogens by mucus entrapment and removal via the coordinated 

beating of motile cilia.4

MICROBIOME-MUCOUS MEMBRANE INTERACTIONS

Microbiota are necessary for appropriate production of gut and respiratory tract mucus, and is 

a major regulator of its composition.18,20,34,41,72-74 Pathogenic and commensal bacteria persist 

in these locations through adaptations that enable them to directly interact with mucous 

membranes, with varying impacts on host health.4 GI pathogens, including Clostridium 

difficile, utilise adhesion to the mucus layer to access and invade the underlying epithelia and 

cause disease.75 However, commensal bacteria such as  Escherichia coli  and Lactobacillus 
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rhamnosus also adhere to mucus and competitively inhibit colonisation by opportunistic 

pathogens.76,77 

Similarly, mucins in the lung and oral cavity, from where bacteria migrate to the 

lower respiratory tract,2 inhibit biofilm formation and downregulate toxins and other 

virulence factors of pathogenic taxa, such as Pseudomonas aeruginosa, preventing their 

outgrowth and dominance and thereby promoting community diversity.78-80 These protective 

effects may be subverted, as P. aeruginosa can utilise MUC1 for adherence81 and reside in 

the mucus to evade exposure to antibiotics, particularly with mucus hypersecretion such as in 

cystic fibrosis.82,83 

Many bacteria in the GI and respiratory tracts utilise the mucous barrier as a carbon 

source and are highly adapted to this microenvironment.74,84-87 Colonic mucosal isolates of 

Bacteroides thetaiotaomicron in mono-colonised germ-free mice predominantly expressed N-

linked glycosidases associated with mucus digestion, whereas luminal isolates predominantly 

expressed glycoside hydrolases associated with digestion of glycan side-chains and fibre in 

the host diet.88 Some digestion of the mucus layer is essential for appropriate mucus turnover 

and promotes symbiotic relationships between the host and commensal bacteria such as 

Akkermansia muciniphila.89,90 However, excessive degradation may cause attrition of mucus 

and expose the underlying intestinal and airway epithelium to pathogens.74,84,91 

The microbiome plays significant roles in pathogen resistance, nutrient metabolism 

and development of immune responses, in part through these interactions with the mucus 

layer or the underlying epithelia after mucus breakdown.1 A major factor critical to 

maintaining a symbiotic relationship between host, microbiota and the mucous barrier is host 

diet.

DIETARY EFFECTS ON MICROBIOMES AND THEIR IMPACT ON 

MUCUS

Human and animal studies demonstrate that dietary changes have rapid effects on the mucosa 

directly or indirectly through changes in microbiota (Figure 4).92-95 Diets mainly consist of 

macronutrients such as carbohydrates, lipids and proteins, as well as trace amounts of 

micronutrients such as vitamins and minerals.96,97 On a human global scale, different regional 

diets correspond to differences in the composition of the gut microbiota. A Western diet is 

characterised by excess intake of foods rich in fats, cholesterol, animal proteins, sugars and 

processed foods.98 Consequently, these diets promote low Prevotella and higher Bacteroides 
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populations that contribute to low-grade inflammation and several diseases.21 Conversely, the 

Mediterranean diet includes greater proportions of fruits, vegetables, nuts and whole grains, 

which promote increased abundance of Prevotella and fibre-degrading bacteria that ferment 

complex carbohydrates to produce short chain fatty acids (SCFAs) that positively influence 

health status.104

MACRONUTRIENTS: IMPACT ON MICROBIOME AND MUCOUS 

BARRIER

Dietary fibre

Host enzymes such as amylases in the human GIT primarily digest starches, whereas some 

fibres, such as galacto- and fructo-oligosaccharides, resistant starch, inulin, and pectin, are 

poorly digested.85,98 Rather, members of the gut microbiota (including Firmicutes, 

Bacteroidetes, Bifidobacterium and Prevotella) ferment and depolymerize dietary fibre to 

produce SCFAs, the most abundant of which are acetate (C-2), propionate (C-3) and butyrate 

(C-4).85 SCFAs are accessible to the host and are used as niche carbon sources and nutrients 

for enterocytes and other gut epithelial cells,105 and promote the growth of other commensals 

through the complex interplay of ‘cross-feeding’.89

If microbiota are starved of these nutrients through intermittent or chronic fibre 

deficiency, many adapt to obtain energy through digestion of the mucus barrier which 

increases attrition and exposes the underlying intestinal epithelium to luminal bacteria.84,91 

The loss of commensal bacteria which cannot digest mucus can negatively impact mucous 

barrier. A western style diet (high fat/sugar, low fibre) increased colonic mucus permeability 

in mice due to slower growth and poor organisation of the inner mucus layer associated with 

the production of immature, non-O-glycosylated Muc2 and a reduced abundance of fibre-

fermenting Bifidobacterium spp..18 These effects could be alleviated with either the prebiotic 

inulin or probiotic Bifidobacterium longum,18 consistent with similar evidence that non-

mucin degrading Bifidobacterium dentium promotes goblet cell proliferation and mucus 

production, glycosylation and expulsion.106

In contrast, high fibre intake and increased SCFA production are beneficial for 

mucosal health. Acetate, propionate and butyrate improved tight junction formation and 

epithelial barrier function in colonic epithelial cells in vitro.107 Increased microbiome-

accessible fibre prevented mucus thinning and downregulation of tight junction proteins in 

mice fed a high-fat diet, leading to improved intestinal barrier function associated with 
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increased abundance of fibre-degrading bacteria such as Faecalibacterium and 

Bifidobacterium spp. and serum SCFA concentrations.108 However, a causal role for the 

microbiota was not confirmed.108 Propionate, produced by many Clostridia spp., promotes 

production of the antimicrobial peptides regenerating islet-derived protein type-3 (Reg3B) 

and  (Reg3G), which drive epithelial proliferation and intestinal barrier repair in mice.109 

This was mediated through activation of the G protein coupled receptor (Gpr)43, although 

downregulation of Reg3B and Reg3G in mice lacking the butyrate receptor Gpr109A 

indicated that other SCFAs likely have similar impacts.109 Tolerance towards the commensal 

microbiome and food antigens is essential to limit GI inflammation and promote effective 

functioning of the mucosal barrier.91 A breakdown in tolerance can lead to adverse immune 

responses targeting food antigens. Dietary fibre and probiotic SCFA-producing bacteria are 

proposed as therapeutic strategies for food allergy due to their ability to alter microbiome 

composition, promote immune tolerance, and improve mucosal health and barrier function as 

reviewed recently.112-114 

 In human studies, the impact of fibre on GI barrier function depends on numerous 

factors, including the study population, GIT location and the type of fibre administered. A 

recent systematic review did not identify any studies demonstrating that lower fibre intake 

was a risk factor for intestinal permeability.115 Intestinal permeability was not altered by one 

month of treatment with barley β-glucan in healthy adults,116 4 weeks of pectin 

supplementation in healthy young adults or elderly subjects,117 or 6 weeks of psyllium fibre 

in children with irritable bowel syndrome (IBS).118 However, yeast-derived β-glucan did 

reduce paracellular and transcellular permeability in ex vivo cultures of terminal ileum.119 

Similar studies of colonic biopsies from elderly subjects showed that β-glucan significantly 

improved barrier function in those with GI symptoms, but had no impact in healthy 

controls.120 Wheat-derived arabinoxylan was effective in both healthy controls and patients 

with GI symptoms.120 In overweight, pregnant women, those with lower fibre intake and 

abundant fibre-fermenting Faecalibacterium prausnitzii had high levels of the intestinal 

permeability marker zonulin.121 In adults with non-alcoholic fatty liver disease fibre intake 

correlated with lower zonulin levels.122 Furthermore, a 48-week intervention with high fibre 

bean flour significantly reduced intestinal permeability in Malawian children.123 Further 

research should investigate the impact of microbiome composition on the efficacy of such 

interventions, and whether this contributes to the variability between studies.
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The role of dietary fibre and SCFAs in regulating the lung mucous barrier has 

primarily been elucidated through investigation in disease pathologies in animal models. For 

example, influenza A virus infection in mice reduced the abundance of Lactobacillus and 

SCFA production, and led to impaired macrophage killing and susceptibility to secondary 

Streptococcus pneumoniae infection.53 Although acetate supplementation alleviated these 

effects and reduced bacterial invasion in a Gpr43-dependent manner, it is unclear whether 

this was associated with changes in the mucosal barrier.53 Intraperitoneal injection of butyrate 

prevented mucus hypersecretion in an asthma-like mouse model of ovalbumin-induced 

allergic airways disease (AAD), suggesting a role in regulating mucus homeostasis after 

allergen exposure.20 In humans with metabolic syndrome, fibre intake positively correlated 

with circulating interleukin (IL)-22 levels.124 IL-22 reduces goblet cell hyperplasia in murine 

AAD models,125,126 and improves epithelial barrier function in both influenza virus and 

secondary S. pneumoniae infection.127,128 However, a direct relationship between fibre intake, 

the microbiome and maintenance of the mucous barrier through induction of IL-22 has yet to 

be demonstrated, and IL-22 and microbiome changes may have pathogenic roles in 

COPD.1,2,17,129

Lipids/fats

Dietary fats, such as triacylglycerols, are digested by host enzymes (lipases) into free fatty 

acids and monoglycerides, which mix with bile acids in the duodenum to form small 

aggregates (micelles) that are transported across the intestinal epithelium.97 Notably, dietary 

fatty acids are mostly absorbed in the small intestine and thus are less accessible in the colon 

where microbial density is greatest.97 

In a mucus gel in vitro with media containing lipids and bile acids designed to reflect 

GI contents after consumption of a normal meal, the generation of a lipid microemulsion 

formed a physical barrier to E. coli migration.130 However, this study did not assess the 

impact of media containing a higher abundance of lipids to reflect digestion of a high fat diet 

(HFD), nor did it assess whether other microbiota may influence this relationship in vivo. 

In mice, a ‘Western-style’ diet high in fat led to the degradation and permeabilization 

of the mucous barrier that was associated with reduced commensal bacteria such as 

Bifidobacterium spp. and A. muciniphila and increased Proteobacteria, a phylum containing 

pro-inflammatory pathogens and associated with IBD.18,108,131,132 Mice fed a HFD also had 

reduced mucus volume in the colon,133 and increased encroachment of bacteria into the 
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mucus layer through suppression of REG3G.131 Saturated fat in particular induced oxidative 

and endoplasmic reticulum stress which impaired goblet cell differentiation, MUC2 and 

claudin-1 protein, and mucosal membrane barrier function which was associated with 

increased Prevotella and decreased A. muciniphila populations.134 

It is difficult to discern whether other features of Western diet such as low fibre 

content contribute to these effects, particularly as a HFD reduces the total bacterial load in 

faeces indicating that insufficient microbiome-accessible nutrients are reaching the colon and 

compromising host-microbiome symbiosis.131 Indeed, supplementation of HFDs with fibre 

can alleviate many of their negative effects on the mucous barrier by restoring bacterial load 

and microbiome composition.18,108,131,135 Furthermore, mucus thickness, goblet cell numbers 

and tight junction proteins were reduced in mice fed a HFD containing soybean or pork, but 

not chicken protein suggesting that protein composition affects HFD-induced barrier 

dysfunction.136 

In humans, fat intake is an independent risk factor for increased GI permeability,115 

although pregnant women with lower GI permeability often have greater consumption of 

omega-3 polyunsaturated fatty acids.121 HFDs reduce bacterial load in human faecal samples, 

and negatively correlate with microbial diversity and richness and the abundance of 

commensals such as F. prausnitzii and A. muciniphila similar to changes associated with 

impaired barrier function in mouse models.137-139 

 There is less evidence of interactions between dietary lipids, the microbiome and 

lung mucus barrier in healthy states. Although mice fed HFDs have altered GI microbiome 

composition and develop respiratory inflammation, histopathology and impaired lung 

function, they do not have altered lung mucus production without another stimulus such as in 

disease models.59,92,140 More detailed analysis of mucus composition and characterisation of 

the respiratory microbiome would provide further insights.

Protein

Dietary protein is the fundamental source of amino acids in mammals.97 Though its 

composition and digestibility is influenced by the amount and source of dietary protein, most 

is digested and absorbed in the small intestine, which exhibits the highest concentration of 

amino acids along with short-chain carbohydrates. The microbiota in different locations of 

the gut is shaped by the availability of dietary proteins.97 Fermentation of dietary proteins by 

primary fermenters like Bacteroidetes occurs in the distal colon, and moderating protein 
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intake can disrupt the microbiome and reduce the production of SCFAs and biogenic amines, 

which are amino acid deamination products.141 

The biogenic amine histamine is produced by E. coli, Lactobacillus vaginalis and 

Morganella morgani in vitro,142 and antagonism of the histamine receptor in colon epithelial 

cells impaired mucus production.143 This suggests that microbial deamination of amino acids 

contributes to maintaining the mucous barrier. However, antagonism of the histamine 

receptor in mice increased goblet cell numbers in the jejunum,144 indicating that the histamine 

effects may be location dependent, or regulated by other factors not present in vitro.

In a pig model, moderate protein intake (13% crude protein) improved bacterial 

diversity in the ileum compared to high (16%) or low (10%) protein diets.141 Moderate 

protein intake also reduced the abundance of taxa associated with colorectal cancer such as 

Peptostreptococcaceae, Streptococcaceae and Enterobacteriaceae while increasing SCFA-

producing commensals like Clostridiaceae, Micrococcaceae, Lactobacillaceae and 

Actinomycetaceae.141 In the colon, the moderate protein diet increased proportions of 

Lachnospiraceae, Prevotellaceae, and Veillonellaceae, which positively correlate with the 

production of SCFAs and reduced proportions of Ruminococcaceae, Christensenellaceae, 

Clostridiaceae, Spirochaetaceae, and  Bacteroidetes compared to the high protein diet.145 

Further reduction of protein (10% crude protein) increased the Escherichia:Shigella ratio of 

the microbiome and interfered with host nutrient absorption, which inhibited stem cell 

proliferation and damaged ileal morphology, though there was no evidence of increased 

intestinal permeability.141,145  

Even if total protein intake is comparable, the type of protein may impact the GI 

mucus layer. Chicken protein promoted a thicker mucus layer and increased goblet cell 

numbers compared to soybean protein.146  While this was associated with a greater abundance 

of A muciniphila, it was not clear if it was a causal relationship.146 Another study showed that 

chicken protein increased mucus thickness compared to soybean protein in mice fed a HFD, 

but not a low fat diet whereas pork protein increased colon mucus thickness and goblet cell 

numbers irrespective of dietary fat.136 Although microbiome composition was not assessed 

this study suggests that both protein source and interactions with other macronutrients impact 

the mucous barrier.

Human studies widely validate evidence from animal models and high protein intake, 

particularly animal protein, is associated with increased GI permeability and/or reduced 

barrier function.115 However, supplementation with animal (casein) but not soy protein 

increased the expression of genes associated with epithelial barrier function and mucus 
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production in the rectal mucosa.95 A dietary intervention study in humans demonstrated that 

different protein sources (red meat, white meat, non-meat) had effects on microbiome 

composition that differed between subjects with high or low intake of saturated fat.147 This 

suggests that both microbiome composition and interactions with other nutrients may explain 

the differing impacts of protein intake on mucosal health. While this potential and the 

mechanisms underpinning it remain to be validated, it should be noted that several mucosa-

associated taxa such as Akkermansia, Faecalibacterium and Bacteroides were reproducibly 

altered by changes in dietary protein, irrespective of the source of saturated fat content in 

humans.147 

MICRONUTRIENTS: IMPACT ON THE MICROBIOME AND 

MUCOUS BARRIER 

Along with macronutrients, micronutrients derived from both diet and microbial metabolism 

such as iron, B vitamins, vitamin A (retinol), and the antioxidant vitamins C and E, are 

essential for health and regulate microbiome composition, microbe-microbe and microbe-host 

interactions at the mucosal surface.148,149 

Iron

Iron levels are lower in the colonic mucosa compared to the lumen, in part due to the 

secretion of host iron-binding proteins to limit bacterial growth, favouring colonisation of the 

outer mucus layer by non-pathogenic taxa.88,150 In mono-colonised germ-free mice, mucosal-

associated commensal E. coli (compared to luminal isolates) compensated for reduced iron 

availability by increasing the expression of genes in the ferric iron uptake pathway, and the 

production of the siderophore enterobactin.88 Microbial metabolites such as diaminopropane 

or reuterin from L. reuteri inhibit hypoxia-inducible factor (HIF)2α-induced upregulation of 

iron transporters in the duodenum in mice on a low iron diet.151 If intestinal barrier integrity 

is compromised, such as in Muc2-/- mice, host-microbiome interactions impair hepatic lipid 

biosynthesis and splenic erythrophagocytosis resulting in haemolysis that increases serum 

iron levels to promote bacterial growth during LPS-induced sepsis.152 Thus, host and 

microbiota compete for the acquisition of iron with microbiota regulating host functions to 

increase iron availability. It is unsurprising, therefore, that dietary iron was a strong regulator 

of microbiome composition in mice.150
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A high heme (iron porphyrin) diet in mice drastically altered microbiome 

composition, increasing the abundance of Gram-negative, mucin-degrading bacteria 

(Bacteroides, Proteobacteria, Verrucomicrobia), which disturbs host-microbiome symbiosis 

at the mucosal barrier and increases intestinal permeability.153-155 Sulphide production from 

these taxa chemically reduces disulphide bonds within and between mucin monomers while 

heme-induced lipoperoxidation and formation of aldehydes, which may be regulated by 

microbiota, promotes mucosal inflammation and DNA damage and impairs tight junction 

formations, resulting in mucus denaturation and microbial penetration into underlying 

tissue.153-156 

Iron overload with ferric citrate also increased intestinal permeability, which was 

associated with downregulation of Muc2, Tff3, and tight junction proteins in the jejunum.157 

However, other studies found that diets high in non-heme iron reduce the abundance of 

Proteobacteria and may improve mucosal health in murine colitis models.158,159 Intriguingly, 

iron overload through diet, intravenous administration or transfusion of red blood cells 

increased the abundance of Clostridia spp. and reduced Parabacteroides and Lactobacillus 

genera.158 Although the impacts of these changes in microbiota are unclear, both faecal and 

serum iron negatively correlated with faecal indoles, microbiome-derived tryptophan 

metabolites which promote mucosal health.158 

Dietary iron intake may also impact the lung mucosa.160-162 Opportunistic pathogens, 

such as Neisseria meningitidis which colonises the nasopharynx, require iron and upregulate 

iron transport mechanisms during infection.74 Thus, iron availability in lung tissue may 

regulate the virulence of these bacteria. Naïve mice and those with AAD had increased iron 

in the lungs after consuming a high iron diet, while a low iron diet reduced lung iron levels 

only in mice with AAD.160 Intriguingly, while a low iron diet induced a trend towards 

reduced mucus-secreting cells in the airways of naïve mice, both low and high iron diets 

significantly reduced mucus-secreting cell numbers in AAD.160 This indicates that both iron 

deficiency and overload regulate mucus production in the lungs. 

B vitamins

Many members of the microbiome are capable of de novo synthesis of B vitamins, 

87,89,96,98,148,149,163 and many others possess partial synthesis pathways and are capable of 

scavenging precursors from other microorganisms to synthesise B vitamins such as cobamide 

(B12).164,165
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 When micronutrient availability is reduced by dietary deficiency, microbes may 

migrate towards the epithelial surface where cross-feeding between mucolytic and non-

mucolytic bacteria may help microbiota to obtain nutrients whilst maintaining the mucous 

barrier.96 This relationship has been modelled in vitro, where the production of vitamin B12 

analogues by Eubacterium hallii promotes A. muciniphila growth and propionate 

production.89 Anaerostipes caccae, which contains a predicted complete vitamin B12 

biosynthesis pathway, promoted the expression of mucin degradation components in  A. 

muciniphila (which cannot synthesis vitamin B12
163) during co-culture.90  Similarly, 

mucolytic A. muciniphila promoted growth and butyrate production in E. hallii and A.  

caccae that utilise mucus-derived sugars as an energy source.89 

In mice, SCFAs, such as butyrate, promote mucus production and goblet cell 

differentiation,87,98 whilst A. muciniphila promotes mucin turnover further demonstrating the 

importance of the symbiotic exchange of vitamin B12 in maintaining the mucous barrier.89 

Evidence suggests that similar cross-feeding occurs with other B vitamins, as dietary 

deficiency or excess of individual B vitamins has little impact on microbiome composition in 

mice even though in many cases ~20-30% of the microbiome was auxotrophic for the vitamin 

being tested.165 Thus, symbiosis between mucus-associated microbes, particularly during 

micronutrient deficiency, may be essential for the maintenance of a healthy microbiome 

composition and the host mucous barrier.  

Microbial synthesis of B vitamins promotes the integrity of the mucosal barrier. Like 

butyrate, niacin (B3) activates GPR109A in mice to induce tolerogenic immune responses in 

epithelial cells, DCs, macrophages and regulatory T cells (Treg) which may limit 

inflammation and damage to the epithelial barrier.110 Metabolites generated in the riboflavin 

synthesis pathway by microbiota in the gut and lungs stimulate the expansion and activation 

of mucosal-associated invariant T cells that promote tissue repair responses that help 

maintain epithelial barrier integrity.166,167 Finally, prebiotic administration of 

galactooligosaccharides, polydextrose and sialyllactose increased the abundance of B 

vitamins in the colon contents of mice exposed to social stressors, in particular, 

Bifidobacterium-derived vitamin B6, which reduced systemic inflammation.94

Other vitamins

Microbiota-induced stimulation of host retinoic acid synthesis (active form of vitamin A) in 

small intestinal epithelial cells acts synergistically with SCFAs (particularly butyrate) to 
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promote immune homeostasis in mucosal DCs.111 Stimulation of TLR2 by microbiota also 

increases immunoactive vitamin A synthesis in DCs, and enteric infection is associated with 

risk of vitamin A deficiency.149  In the lungs, retinoic acid suppresses T-helper (Th)9 cell 

differentiation and reduces mucus production and goblet cell hyperplasia in mice with 

AAD.168

Vitamin D deficiency in mice promotes GI mucus thinning and bacterial penetration 

associated with the expansion of mucus-degrading bacteria (A. muciniphila, Solitalea 

canadensis) and reduction of butyrate which could be alleviated by exogenous administration 

of active vitamin D (1, 25-dihydroxyvitamin D3).169 In part, the impairment of the mucous 

barrier in vitamin D deficiency is due to a reduction in IL-22 production from ILC3s in the 

colon, which is essential for the maintenance of the mucous barrier.170 Finally, dietary 

antioxidants (e.g. vitamins C, E) are necessary for the survival of commensal anaerobes such 

as Bacteroides.96,168 Overall, this demonstrates the important role of vitamin A, vitamin D 

and dietary antioxidants in promoting a healthy microbiome composition and tolerogenic 

mucosal immune responses.

DYSBIOSIS OF GUT MICROBIOME IN DIET-RELATED IMMUNE 

DISORDERS (Figure 5)

IBD

IBDs encompass ulcerative colitis and Crohn's disease.171 They are characterised by impaired 

barrier function of the intestinal mucosa, leading to enhanced permeability and dysregulation 

of tight junctions that initiate defective activation of acquired mucosal immune responses.29  

Environmental factors, such as diet contribute to the pathophysiology of IBDs and animal 

models of disease are essential in understanding the relationship between microbiota and the 

mucous barrier in IBD.29 

 Animal models of colitis have been used to demonstrate the role of microbiota in 

pathogenesis, particularly during early disease where mice with Firmicutes-dominant 

communities were resistant to colitis development while Bacteroides- and Proteobacteria-

dominant communities increased susceptibility through induction of innate or antigen-

specific CD4+ T cell inflammatory responses.132 HFDs increase Proteobacteria and reduce 

A. muciniphila and mucus thickness, impair tight junctions and cause low-grade 

inflammation in mice, which predisposes to colitis and this can be alleviated by 

supplementation with soluble fibre such as inulin or pectin.131,134,175,176 Although these effects 
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were independent of SCFA production, other studies show that fibre deficiency predisposes 

mice to infection-induced colitis,84 while acetate and propionate promote mucin and REG3 

production, as well as GPR43-induced proliferation of intestinal ILC3s to maintain the 

mucous barrier and reduce disease severity.109,131,177 

Diets high in animal fat and low in fibre are associated with the onset of ulcerative 

colitis and Crohn’s disease in humans,178 while high fibre intake is associated with reduced 

risk of Crohn’s disease.179 Experimentally β-glucan-based dietary fibre reduced paracellular 

and transcellular permeability in ex vivo terminal ileum cultures from Crohn’s disease 

patients.119 However, a diet low in fermentable oligosaccharides, disaccharides, 

monosaccharides, and polyols (FODMAPs) improved patient reporting in IBD, particularly in 

ulcerative colitis, which was associated with reduced fibre-digesting B. longum, 

Bifidobacterium adolescentis and F. prausnitzii and reduced faecal SCFAs.180,181 

Perturbations in gut microbiomes may precede the development of IBD, as healthy 

individuals with high genetic risk of IBD due to functional genetic variants in genes involved 

in bacterial handling (e.g. nucleotide-binding oligomerization domain-containing protein 

(NOD)2, immunity-related GTPase family M protein (IRGM), autophagy related-16 like-1 

(ATG16L1), caspase recruitment domain family member 9 (CARD9), FUT2) had reduced 

abundance of the acetate-to-butyrate converter Roseburia spp.182 Moreover, the microbiome 

in biopsies from inflamed tissue of IBD patients is markedly different from non-inflamed 

tissue, suggesting that any associations are highly site-specific.183 Significant reductions in 

butyrate-producing Anaerostipes hadrus were associated with inflamed tissue of Crohn’s 

disease and ulcerative colitis patients and correspond to epigenetic changes in the host 

mucosa.183 Further studies, in particular longitudinal population studies over the course of 

IBD development and progression, will be essential to elucidate the precise relationships 

between the microbiota, mucous barrier and IBD in humans.

Obesity and diabetes

Obesity and diabetes are metabolic diseases that have reached pandemic proportions, 

affecting >8% of the population.190 Both are characterised by a state of chronic, low-grade 

inflammation with abnormal expression and production of inflammatory mediators, and the 

gut microbiome is implicated in their development.191 Mice that consumed food with greater 

energy density had lower microbial diversity and levels of serum citrulline, a marker of 

intestinal health.19 Excess supply of nutrients, in particular protein, reduced the need for 
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microbiota to rely on symbiosis with the host to obtain nutrients, facilitating the expansion of 

pro-inflammatory taxa such as Clostridiaceae and Erysipelotrichaceae and reducing the 

abundance of commensal taxa associated with the mucous barrier like Lachnospiraceae, 

Ruminococcaceae and Akkermansia.19 Levels of the mucin degrading bacteria A. muciniphila 

inversely correlated with body weight in rodents and humans, and are reduced in obese 

mice.192 However, A. muciniphila treatment in mice reversed HFD-induced metabolic 

disorders and increased the levels of intestinal endocannabinoids, which regulate 

inflammation, mucosal secretions and barrier integrity.192

In humans, high total energy or fat intake, serum glucose levels or insulin sensitivity 

are all associated with increased GI permeability that indicates dysfunction of the mucous 

barrier.115 Obese children have reduced abundance of Bacteroidetes and Bifidobacterium and 

increased Firmicutes in the distal gut compared to lean participants.193 The differences in gut 

microbiome composition may contribute to marked alteration in overall metabolic capacity 

potentially leading to variations in calorific values of diets and host weight gain, as 

microbiomes dominant in Firmicutes are more efficient at extracting energy than 

Bacteroidetes-dominant microbiota and are enriched with genes associated with nutrient 

transport.22 In contrast, patients with diabetes had reduced Firmicutes and Clostridia 

abundance suggesting that different factors regulate microbiome composition in different 

metabolic diseases and that insulin sensitivity should be considered a separate variable in 

microbiome studies of obesity.194,195 Thus, manipulation of gut microbiota by targeted dietary 

interventions may help regulate energy balance in individuals who are obese or diabetic.

 Obesity is associated with exacerbating other inflammatory conditions, including 

respiratory disease.135,196 Obese mice have more inflammation, epithelial damage and airway 

hyper-responsiveness (AHR) following challenge with ozone, a non-atopic asthma trigger, 

than lean mice.197 This phenotype could be conferred to non-obese mice by transfer of faeces 

from obese mice and was alleviated by administration of antibiotics or the prebiotic fibre 

pectin, indicating a central role for the microbiome. Furthermore, obese asthmatics have 

elevated inflammation and increased airway remodelling pathways in the transcriptome of 

bronchial biopsies, which were associated with altered microbiomes of the oral and nasal 

cavities, lung and faeces.198

Rheumatoid arthritis (RA)
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RA is a chronic and progressive autoimmune disease affecting ~0.5-1% of the global 

population and is caused by genetic and environmental factors.199 Arthritis-prone (SKG) mice 

housed in germ-free conditions develop less severe and have delayed onset of autoimmune 

arthritis and ileitis than conventional mice after administration of curdlan (a purified β-glucan 

which triggers severe, chronic arthritis).200 This was due to reductions in IL-17A production 

in neutrophils and intestinal endoplasmic reticulum stress and prevention of the loss of ileal 

goblet cells after curdlan administration. Co-housing conventional SKG with WT mice 

alleviated ileitis, but not arthritis indicating that only the former was microbiota-dependent.200 

High-fibre diet or direct SCFA supplementation can attenuate experimental arthritis and 

inhibit bone loss in mice.201 Additionally, in a humanised mouse model, exposure to 

Prevotella histicola promoted tolerogenic dendritic cell (DC) and Treg responses, suppressed 

Th17 responses and reduced intestinal permeability through increased expression of tight 

junction proteins, reducing arthritis severity.202 However, the gut microbiome in humans with 

RA exhibited increased abundance of Prevotella (particularly P. copri) and reduced 

Bacteroides, and enrichment of P. copri in the gut microbiome in mice increased sensitivity 

to chemically-induced colitis.203 This suggest that different Prevotella species exert different 

influences on disease pathogenesis. Nevertheless, enrichment of P. copri may provide 

evidence that RA patients have predominant Th1 and Th17 immune responses and increased 

risk of IBS.204 

An ongoing clinical trial is examining whether an anti-inflammatory diet improves 

RA symptoms by modifying the individual's metabolic profile and increases antioxidant 

levels, but also by altering the intestinal microbiome.205 This includes reduced intake of red 

meat, eggs, and dairy products, which contain choline and carnitine that are metabolised by 

microbiota, including P. copri to produce the pro-inflammatory metabolite trimethylamine-

N-oxide.205 Furthermore, in clinical trials a high fibre diet increased Tregs and Th1/Th17 ratio 

in whole blood, lowered serum IgA concentrations and anti-citrullinated vimentin peptide 

levels, and improved quality of life.206  Further research is needed to demonstrate a causal 

role for the microbiome in these interventions. Finally, Zhang et al., conducted a case-control 

metagenomic study of the faecal, dental and salivary microbiomes in treatment-naïve and 

disease-modifying anti-rheumatic drug-treated RA patients, and found that the RA-associated 

microbiome was substantially different from healthy controls in all sampling sites, and that 

changes were partially reversed by treatment.207 Moreover, metagenomic linkage groups 

(‘species’/MLGs) enriched in healthy individuals correlated negatively with markers of acute 

inflammation (C-reactive protein) and RA-specific auto-antibodies (anti-cyclic citrullinated 
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peptide (anti-CCP) and/or rheumatoid factor).207,208 In contrast, some MLGs enriched in RA 

individuals showed positive correlations with anti-CCP, rheumatoid factor, IgG and 

IgA.207,208

Atopic dermatitis (AD) and psoriasis

AD is a chronic, multifactorial inflammatory skin condition that severely impacts quality of 

life, especially in early childhood.209 Gut microbiota have a higher proportion of Clostridia, 

Clostridium difficile, E. coli and Staphylococcus aureus (which contribute to inflammatory 

responses) and reduced Bifidobacteria, Bacteroidetes and Bacteroides in AD patients 

compared to healthy controls.209  The proportions of butyrate-producing bacteria (e.g. 

Coprococcus eutactus) decrease as the severity of AD increases in infants.210 Moreover, 

intestinal Clostridia and E. coli were associated with AD through eosinophilic 

inflammation.211  More recently, a psoriatic core intestinal microbiome was proposed,212 

which categorises patients into three ‘enterotypes’, with ‘enterotype 2’ (predominance of 

Prevotella) associated with more frequent bacterial translocation and higher inflammatory 

status (71%) than enterotypes 1 (predominance of Bacteroides) and 3 (predominance of 

Ruminococcus). Depletion of A. muciniphila in the gut of children with AD has been 

reported.213 Mucin degrading bacteria such as this provide an endogenous source of nutrients 

in early life before the introduction of dietary glycan. This is crucial in allowing gut 

colonization by diverse microbes and promote appropriate immune development including 

NOD-like receptor signalling, antigen processing and presentation and immune 

tolerance.105,213,214

AD gut microbiota are also characterised by low colonisation of bacteria involved in 

maintaining gut health, like Actinomyces and Eggerthella.215 AD patients also have reduced 

propionate and butyrate availability that is associated with high levels of a strain of F. 

prausnitzii that is a poor butyrate-producer. The increase in this strain was proposed to be due 

to the inflamed epithelium with barrier dysfunction releasing nutrients that favour its 

growth.215 A similar study showed increases in Faecalibacterium, along with a reduction in 

SCFA-producing species such as Bifidobacterium, Blautia, Coprococcus, Eubacterium and 

Propionibacterium which may further exacerbate aberrant inflammatory responses in AD.216 

Several studies have investigated the use of probiotics for AD prevention and treatment, but 

the efficacy of such interventions may depend on the strains used, study location, and/or 

ethnicity of the subjects.216,217 Lactobacillus plantarum CCFM8610 increased the diversity 
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and richness of the microbiome and upregulated IL-10 indicative of an anti-inflammatory 

environment.217Similarly, Bifidobacterium lactis Bb-12, Lactobacillus strain GG (ATCC 

53103),218 and a mixture of B. longum CECT 7347,  B. lactis CECT 8145, and Lactobacillus. 

casei CECT 9104 alleviated AD.219 In contrast, B. lactis CNCM I-3446, L. acidophilus 

(LAVRI-A1),220 and L. rhamnosus. failed to ameliorate symptoms.221 The use of probiotics in 

preventing or managing AD requires further investigation.

Asthma

Animal models have been used to demonstrate a wide array of mechanisms by which diet and 

microbiota regulate asthma or AAD. Dietary fibre suppresses AAD in mice through reducing 

Firmicutes and increasing Bacteroidetes, and promoting SCFA production that in turn 

suppresses DC maturation,224 Th2 responses54 and eosinophil migration, while increasing 

eosinophil apoptosis54 and Treg activity.223,225 Administration of a synbiotic containing 

pectin, dextrin and B. longum in pregnant female mice alleviated ovalbumin-induced AAD, 

including mucus hypersecretion, in their offspring.226 However, these effects were only 

observed in C57BL/6, but not A/J mice suggesting host genetics may impact the relationship 

between microbiota and lung mucus.226  HFD-induced obesity in male mice promoted 

transforming growth factor (TGF)β-induced goblet cell hyperplasia and TGF-β-independent 

AHR in murine AAD.59 A similar experiment in female mice showed that HFD reduced 

inflammation and AHR due to an impaired ability of pulmonary DCs to induce Th1 and Th17 

responses.92 Although lung mucus production was comparable to levels in control diet-fed 

mice, there was no investigation of GI tissues and it is unclear whether an HFD-induced 

increase in faecal Proteobacteria and decrease in Firmicutes may have impacted the GI 

mucous barrier.92 Sex-specific differences in HFD-induced obesity and AAD are well 

documented,227 and further research may elucidate the effect of microbiota on these 

differences. The composition of dietary fats in mice fed HFDs must also be considered. This 

is because pro-inflammatory omega-6 polyunsaturated fatty acids (PUFA) exacerbated 

neutrophilia but attenuated goblet cell hyperplasia whereas anti-inflammatory omega-3  

PUFAs attenuated goblet cell hyperplasia and altered mucin gene expression, reducing Muc4 

and increasing Muc5b,58,228 the latter of which is essential for mucociliary clearance and 

control of bacterial infection.4

Changes in the lung mucous barrier may also contribute to differences in lung 

microbiota in asthma. Increased Fut2 in murine AAD led to heavy α(1,2)fucosylation of lung 
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epithelial cells and goblet cell hyperplasia,229 which may increase adherence and colonisation 

by pathogens leading to exacerbations, as noted in humans with the FUT2 secretor 

genotype.230  

Allergy, atopy and wheeze are common physiological indicators for children at risk of 

developing asthma.222 Fujimura et al., showed that gut microbiota from infants could be 

divided into three composition states with different relative risks for asthma. The highest risk 

group had reduced Bifidobacteria, Akkermansia and Faecalibacteria and increased fungi and 

pro-inflammatory metabolites, including primary and secondary bile acids and the omega-6 

PUFA product 12,13-DiHOME.231 Faecal water from this group promoted Th2 and reduced 

Treg responses in naïve CD4+ T cells co-cultured with DCs. Interestingly, other PUFA 

metabolites, especially omega-3 PUFAs such as docosapentaenoate, and the lipid signalling 

molecules endocannabinoids, were associated with reduced risk of asthma in children and 

inversely associated with the abundance of Christensenellaceae.232

In adults, non-obese asthmatics had elevated histamine-producing M. morgani that 

may contribute to Type-2 immune responses,142 and both obese and non-obese patients with 

severe asthma had reduced abundance of A. muciniphila.198 A recent crossover study using 

inulin or a synbiotic containing inulin, L. acidophilus, L. rhamnosus and Bifidobacterium 

animalis improved asthma control, with changes in lung function correlated with faecal 

SCFAs.93   

The lung is not sterile and the pulmonary microbiome could play a role in asthma,2,5 

particularly with increased abundances of Haemophilus and Staphylococcus in asthmatic 

patients, while Prevotella were associated with healthy controls.233,234 A clinical study of the 

effect of azithromycin in a cohort of adults with persistent uncontrolled asthma (AMAZES) 

showed fewer exacerbations and reduced Haemophilus, although long term treatment 

increased antibiotic resistance.235,236 Highly controlled complementary studies in well-defined 

patient cohorts and representative mouse models will enable the elucidation of the roles of 

microbiomes in different phenotypes, particularly severe steroid-resistant asthma, which is 

the greatest clinical need in asthma management.235,237,238

COPD 

COPD is a heterogeneous condition caused primarily by cigarette smoking but also air 

pollution.29,61 Whilst predominantly affecting the lungs, patients often present with GI co-

morbidities such as IBDs, nutritional absorption deficiencies and increased intestinal 
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permeability.29,56 Though few studies have investigated the gut microbiome in COPD, there is 

increasing evidence for roles of the gut-lung axis.1 A study in mice have demonstrated that 

cigarette smoke exposure increased the abundance of Lachnospiraceae and expression of the 

mucin Muc4 in the colon, while Muc2 and Muc3 expression were increased in the ileum.239 

Whether this impacts on the interactions of microbiota with the mucous barrier is unclear, but 

specific bacteria may target Muc2 for adhesion.76 Cigarette smoke exposure reduced anti-

inflammatory SCFA levels in caecum contents of rats,240 and induced mild colitis-like 

changes in the gut which predisposes to chemically-induced colitis in mice.56 Conversely, 

chemically-induced colitis induced IL-6-driven neutrophilic lung inflammation associated 

with presumably gut-derived bacterial endotoxin,55 and increased platelet-activating factor 

receptor that also drives inflammation and potentially predisposes to infection.241,242 Cigarette 

smoke also increased colonic hypoxia and oxidative stress in mice.242 Mucosal-associated, 

oxidative stress-sensitive bacteria are generally beneficial and promote immune tolerance 

while oxygen-resistant bacteria promote inflammation.148 Thus, the balance of oxidative 

stress and hypoxia in colonic tissue may contribute to GI disturbance in COPD by regulating 

microbiota at the gut mucosal surface.243 Dietary antioxidants such as vitamin C and E may 

be potential preventative or therapeutic strategies.244

Oral feeding of probiotic L. rhamnosus increased the secretion of the anti-

inflammatory cytokines, IL-10 and TGF-β, as well as suppressor of cytokine signalling 3 

(SOCS3) and tissue inhibitor of metalloproteinases (TIMP)1/2 in bronchial tissue, indicating 

the induction of an anti-inflammatory environment. Even though this study focused only on 

the lung, it suggests a role for the gut-lung axis.245 Moreover, polymeric immunoglobulin 

receptor (pIgR)−/− mice develop spontaneous COPD-like remodelling under normal housing 

conditions but are protected if they are maintained in a germ-free environment.246 Though 

germ-free conditions in the lung are likely the primary reason for this protection, further 

research should investigate the involvement of the GI microbiota.  

In human studies, duodenal biopsies from cigarette smokers have increased 

Firmicutes (Streptococcus, Veillonella) and Rothia, and decreased Prevotella and Neisseria 

compared to never smokers, which may result from changes in bacterial adhesion to mucus 

components.247 However, in faecal samples, smokers had increased Bacteroidetes and 

reduced Firmicutes and Proteobacteria.213 Fibre intake is associated with reduced risk of 

COPD, 243,248 and the common co-morbidity Crohn’s disease.179 However, it is unclear if this 

impacts the mucous barrier. 
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Iron deficiency in COPD patients was associated with reduced exercise tolerance and 

increased exacerbation frequency, though it is unclear whether the effects were associated 

with dietary intake or microbiome composition.249 Finally, remodelling of the airway 

epithelium in COPD patients contributes to the dysregulation of PUFA metabolism in the 

lung.250 Indeed, increased abundance of omega-6 PUFA metabolites correlates with impaired 

lung function in female COPD patients.251 Although microbiota are known to metabolise 

PUFAs,231,232 it is unclear whether microbiome composition contributes to these changes and 

evidence that dietary PUFAs influence COPD pathogenesis in humans is limited.252,253 

CONCLUSIONS

The burden of immuno-metabolic disorders, in particular, inflammatory respiratory and 

bowel diseases, are rising globally. Recent evidence produced by high-throughput sequencing 

of previously non-culturable microbes significantly implicate gut microbiota in the 

progression and/or severity of these chronic life-threatening disorders. In addition, the 

transition of research to increased focus on the site of host-microbiome interactions, namely 

the mucous barrier, has significantly improved our understanding of how the microbiome 

regulates host health. Crucially, the rheological and nutritional properties of the mucous 

barrier, in part, determine the overall composition of gut microbiota, and whether these 

microbes can interact with host intestinal epithelial cells. Physiological or chemical changes 

in mucus properties lead to alterations in the gut microbiome, and translocation of microbes 

through intestinal tissues. This results in the dysregulation of host immunity, both locally 

(gut) and systemically (e.g. blood, lungs). Novel therapeutic strategies that manipulate the gut 

microbiome with antibiotics, pre and probiotics, diets or natural products have been tested in 

various diseases in clinical and experimental studies and in many cases repair microbial 

dysbiosis and improve immunity. In particular, diet represents a safe, readily modifiable and 

cheap method of early intervention in chronic inflammatory diseases, which may have 

significant benefits to health through regulating the gut microbiome. 

However, there remain several limitations in current research and understanding of 

diet-microbiome-mucus interactions. There is an urgent need for further clinical trials to 

implement findings in practice. While short-term dietary interventions have advantages in 

cost and subject compliance, long-term interventional studies in humans are necessary to 

more fully understand the role of diet in protecting against chronic inflammatory diseases. 

Improved characterisation of dietary patterns is necessary, as different components may all 
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alter the microbiome and mucous barrier through inter-related processes and regulating the 

intake of single factors in the diet without altering others is practically impossible in clinical 

settings. Finally, many studies remain observational and do not directly demonstrate whether 

functional outcomes of dietary interventions are caused by changes in the microbiome. Cause 

and effect and interventional studies are needed to elucidate these relationships. In addition to 

characterisation of the microbiome composition, a detailed understanding of microbial 

functions through improved transcriptomic, proteomic and metabolomic technologies and 

analyses will be essential to demonstrate causality, as will the use of robust animal models of 

disease. The diet-microbiome-mucous barrier axis is an exciting area of exploration to 

unravel the mechanisms that underpin immuno-metabolic disorders that are amenable to 

therapeutic modulation. An improved understanding of these complex systems could be 

exploited to develop novel preventative and/or therapeutic strategies.

References

1. Budden KF, Gellatly SL, Wood DL, et al. Emerging pathogenic links between microbiota and 

the gut-lung axis. Nature reviews Microbiology. 2017;15(1):55-63.

2. Budden KF, Shukla SD, Rehman SF, et al. Functional effects of the microbiota in chronic 

respiratory disease. Lancet Respir Med. 2019;7(10):907-920.

3. König J, Wells J, Cani PD, et al. Human Intestinal Barrier Function in Health and Disease. 

Clinical and translational gastroenterology. 2016;7(10):e196.

4. Ridley C, Thornton DJ. Mucins: the frontline defence of the lung. Biochemical Society 

transactions. 2018;46(5):1099-1106.

5. Chotirmall SH, Gellatly SL, Budden KF, et al. Microbiomes in respiratory health and disease: 

An Asia-Pacific perspective. Respirology (Carlton, Vic). 2017;22(2):240-250.

6. Stewart CJ, Ajami NJ, O’Brien JL, et al. Temporal development of the gut microbiome in early 

childhood from the TEDDY study. Nature. 2018;562(7728):583-588.

7. Wampach L, Heintz-Buschart A, Hogan A, et al. Colonization and Succession within the 

Human Gut Microbiome by Archaea, Bacteria, and Microeukaryotes during the First Year of 

Life. Frontiers in microbiology. 2017;8:738.

8. Al Alam D, Danopoulos S, Grubbs B, et al. Human Fetal Lungs Harbor a Microbiome 

Signature. Am J Respir Crit Care Med. 2020;201(8):1002-1006.

9. Arumugam M, Raes J, Pelletier E, et al. Enterotypes of the human gut microbiome. Nature. 

2011;473:174.

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



This article is protected by copyright. All rights reserved

10. Dominguez-Bello MG, Costello EK, Contreras M, et al. Delivery mode shapes the acquisition 

and structure of the initial microbiota across multiple body habitats in newborns. 

Proceedings of the National Academy of Sciences of the United States of America. 

2010;107(26):11971-11975.

11. Donaldson GP, Lee SM, Mazmanian SK. Gut biogeography of the bacterial microbiota. Nature 

reviews Microbiology. 2016;14(1):20-32.

12. Tidjani Alou M, Lagier J-C, Raoult D. Diet influence on the gut microbiota and dysbiosis 

related to nutritional disorders. Human Microbiome Journal. 2016;1:3-11.

13. Tirone C, Pezza L, Paladini A, et al. Gut and Lung Microbiota in Preterm Infants: 

Immunological Modulation and Implication in Neonatal Outcomes. Front Immunol. 

2019;10:2910.

14. Gallacher DJ, Kotecha S. Respiratory Microbiome of New-Born Infants. Front Pediatr. 

2016;4:10.

15. Grier A, McDavid A, Wang B, et al. Neonatal gut and respiratory microbiota: coordinated 

development through time and space. Microbiome. 2018;6(1):193.

16. Dzidic M, Abrahamsson TR, Artacho A, Collado MC, Mira A, Jenmalm MC. Oral microbiota 

maturation during the first 7 years of life in relation to allergy development. Allergy. 

2018;73(10):2000-2011.

17. Shukla SD, Budden KF, Neal R, Hansbro PM. Microbiome effects on immunity, health and 

disease in the lung. Clinical & translational immunology. 2017;6(3):e133.

18. Schroeder BO, Birchenough GM, Ståhlman M, et al. Bifidobacteria or fiber protects against 

diet-induced microbiota-mediated colonic mucus deterioration. Cell Host Microbe. 

2018;23(1):27-40. e27.

19. Holmes AJ, Chew YV, Colakoglu F, et al. Diet-microbiome interactions in health are 

controlled by intestinal nitrogen source constraints. Cell Metab. 2017;25(1):140-151.

20. Vieira RS, Castoldi A, Basso PJ, Hiyane MI, Camara NOS, Almeida RR. Butyrate Attenuates 

Lung Inflammation by Negatively Modulating Th9 Cells. Front Immunol. 2019;10:67.

21. Wu GD, Chen J, Hoffmann C, et al. Linking long-term dietary patterns with gut microbial 

enterotypes. Science. 2011;334(6052):105-108.

22. Turnbaugh PJ, Hamady M, Yatsunenko T, et al. A core gut microbiome in obese and lean 

twins. Nature. 2009;457(7228):480-484.

23. Ballester B, Milara J, Cortijo J. Mucins as a New Frontier in Pulmonary Fibrosis. J Clin Med. 

2019;8(9).

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



This article is protected by copyright. All rights reserved

24. Pinzón Martín S, Seeberger PH, Varón Silva D. Mucins and Pathogenic Mucin-Like Molecules 

Are Immunomodulators During Infection and Targets for Diagnostics and Vaccines. Front 

Chem. 2019;7:710.

25. Bennett EP, Mandel U, Clausen H, Gerken TA, Fritz TA, Tabak LA. Control of mucin-type O-

glycosylation: a classification of the polypeptide GalNAc-transferase gene family. 

Glycobiology. 2011;22(6):736-756.

26. Arike L, Hansson GC. The densely O-glycosylated MUC2 mucin protects the intestine and 

provides food for the commensal bacteria. J Mol Biol. 2016;428(16):3221-3229.

27. Pelaseyed T, Bergström JH, Gustafsson JK, et al. The mucus and mucins of the goblet cells 

and enterocytes provide the first defense line of the gastrointestinal tract and interact with 

the immune system. Immunol Rev. 2014;260(1):8-20.

28. Meyer zum Buschenfelde D, Tauber R, Huber O. TFF3-peptide increases transepithelial 

resistance in epithelial cells by modulating claudin-1 and -2 expression. Peptides. 

2006;27(12):3383-3390.

29. McDole JR, Wheeler LW, McDonald KG, et al. Goblet cells deliver luminal antigen to CD103+ 

dendritic cells in the small intestine. Nature. 2012;483(7389):345.

30. Mantis NJ, Rol N, Corthésy B. Secretory IgA's complex roles in immunity and mucosal 

homeostasis in the gut. Mucosal Immunol. 2011;4(6):603.

31. Wilmore JR, Gaudette BT, Atria DG, et al. Commensal microbes induce serum IgA responses 

that protect against polymicrobial sepsis. Cell Host Microbe. 2018;23(3):302-311. e303.

32. Nakajima A, Vogelzang A, Maruya M, et al. IgA regulates the composition and metabolic 

function of gut microbiota by promoting symbiosis between bacteria. J Exp Med. 

2018;215(8):2019-2034.

33. Robinson JK, Blanchard TG, Levine AD, Emancipator SN, Lamm ME. A mucosal IgA-mediated 

excretory immune system in vivo. J Immunol. 2001;166(6):3688-3692.

34. Johansson ME, Jakobsson HE, Holmén-Larsson J, et al. Normalization of host intestinal 

mucus layers requires long-term microbial colonization. Cell Host Microbe. 2015;18(5):582-

592.

35. Nordman H, Davies JR, Lindell G, De Bolos C, Francisco R, Carlstedt I. Gastric MUC5AC and 

MUC6 are large oligomeric mucins that differ in size, glycosylation and tissue distribution. 

Biochem J. 2002;364(1):191-200.

36. Van Klinken BJ-W, Dekker J, Van Gool SA, Van Marle J, Büller HA, Einerhand AW. MUC5B is 

the prominent mucin in human gallbladder and is also expressed in a subset of colonic 

goblet cells. Am J Physiol. 1998;274(5):G871-G878.

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



This article is protected by copyright. All rights reserved

37. Cobo ER, Kissoon-Singh V, Moreau F, Chadee K. Colonic MUC2 mucin regulates the 

expression and antimicrobial activity of β-defensin 2. Mucosal Immunol. 2015;8(6):1360-

1372.

38. Josenhans C, Muthing J, Elling L, Bartfeld S, Schmidt H. How bacterial pathogens of the 

gastrointestinal tract use the mucosal glyco-code to harness mucus and microbiota: New 

ways to study an ancient bag of tricks. Int J Med Microbiol. 2020;310(2):151392.

39. Pelaseyed T, Gustafsson JK, Gustafsson IJ, Ermund A, Hansson GC. Carbachol-induced 

MUC17 endocytosis is concomitant with NHE3 internalization and CFTR membrane 

recruitment in enterocytes. Am J Physiol. 2013;305(4):C457-C467.

40. Birchenough GM, Nyström EE, Johansson ME, Hansson GC. A sentinel goblet cell guards the 

colonic crypt by triggering Nlrp6-dependent Muc2 secretion. Science. 2016;352(6293):1535-

1542.

41. Jakobsson HE, Rodríguez-Piñeiro AM, Schütte A, et al. The composition of the gut microbiota 

shapes the colon mucus barrier. EMBO Rep. 2015;16(2):164-177.

42. Bergstrom K, Fu J, Johansson ME, et al. Core 1- and 3-derived O-glycans collectively maintain 

the colonic mucus barrier and protect against spontaneous colitis in mice. Mucosal Immunol. 

2017;10(1):91-103.

43. Rausch P, Rehman A, Künzel S, et al. Colonic mucosa-associated microbiota is influenced by 

an interaction of Crohn disease and FUT2 (Secretor) genotype. Proceedings of the National 

Academy of Sciences of the United States of America. 2011;108(47):19030-19035.

44. Tong M, McHardy I, Ruegger P, et al. Reprograming of gut microbiome energy metabolism 

by the FUT2 Crohn’s disease risk polymorphism. ISME J. 2014;8:2193.

45. Chairatana P, Nolan EM. Defensins, lectins, mucins, and secretory immunoglobulin A: 

microbe-binding biomolecules that contribute to mucosal immunity in the human gut. Crit 

Rev Biochem Mol Biol. 2017;52(1):45-56.

46. Biswas S, Davis H, Irshad S, Sandberg T, Worthley D, Leedham S. Microenvironmental control 

of stem cell fate in intestinal homeostasis and disease. The Journal of pathology. 

2015;237(2):135-145.

47. Gipson IK, Spurr-Michaud S, Tisdale A, Menon BB. Comparison of the transmembrane 

mucins MUC1 and MUC16 in epithelial barrier function. PloS one. 2014;9(6):e100393.

48. von Moltke J, Ji M, Liang HE, Locksley RM. Tuft-cell-derived IL-25 regulates an intestinal ILC2-

epithelial response circuit. Nature. 2016;529(7585):221-225.

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



This article is protected by copyright. All rights reserved

49. Rios D, Wood MB, Li J, Chassaing B, Gewirtz AT, Williams IR. Antigen sampling by intestinal M 

cells is the principal pathway initiating mucosal IgA production to commensal enteric 

bacteria. Mucosal Immunol. 2016;9(4):907-916.

50. Lee SH. Intestinal permeability regulation by tight junction: implication on inflammatory 

bowel diseases. Intestinal research. 2015;13(1):11-18.

51. Barcik W, Boutin RCT, Sokolowska M, Finlay BB. The Role of Lung and Gut Microbiota in the 

Pathology of Asthma. Immunity. 2020;52(2):241-255.

52. Dang AT, Marsland BJ. Microbes, metabolites, and the gut-lung axis. Mucosal Immunol. 

2019;12(4):843-850.

53. Sencio V, Barthelemy A, Tavares LP, et al. Gut Dysbiosis during Influenza Contributes to 

Pulmonary Pneumococcal Superinfection through Altered Short-Chain Fatty Acid Production. 

Cell Rep. 2020;30(9):2934-2947.e2936.

54. Cait A, Hughes MR, Antignano F, et al. Microbiome-driven allergic lung inflammation is 

ameliorated by short-chain fatty acids. Mucosal Immunol. 2018;11(3):785-795.

55. Mateer SW, Mathe A, Bruce J, et al. IL-6 Drives Neutrophil-Mediated Pulmonary 

Inflammation Associated with Bacteremia in Murine Models of Colitis. The American journal 

of pathology. 2018;188(7):1625-1639.

56. Fricker M, Goggins BJ, Mateer S, et al. Chronic cigarette smoke exposure induces systemic 

hypoxia that drives intestinal dysfunction. JCI insight. 2018;3(3).

57. Kim KC. Role of epithelial mucins during airway infection. Pulmonary pharmacology & 

therapeutics. 2012;25(6):415-419.

58. Hall JA, Hartman J, Skinner MM, et al. Dietary Enrichment with 20% Fish Oil Decreases 

Mucus Production and the Inflammatory Response in Mice with Ovalbumin-Induced Allergic 

Lung Inflammation. PloS one. 2016;11(9):e0163819.

59. Park YH, Oh EY, Han H, et al. Insulin resistance mediates high-fat diet-induced pulmonary 

fibrosis and airway hyperresponsiveness through the TGF-beta1 pathway. Exp Mol Med. 

2019;51(5):1-12.

60. Beckett EL, Stevens RL, Jarnicki AG, et al. A new short-term mouse model of chronic 

obstructive pulmonary disease identifies a role for mast cell tryptase in pathogenesis. J 

Allergy Clin Immunol. 2013;131(3):752-762. e757.

61. Jones B, Donovan C, Liu G, et al. Animal models of COPD: What do they tell us? Respirology 

(Carlton, Vic). 2017;22(1):21-32.

62. Okuda K, Chen G, Subramani DB, et al. Localization of Secretory Mucins MUC5AC and 

MUC5B in Normal/Healthy Human Airways. Am J Respir Crit Care Med. 2018.

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



This article is protected by copyright. All rights reserved

63. Friedman ES, Bittinger K, Esipova TV, et al. Microbes vs. chemistry in the origin of the 

anaerobic gut lumen. Proceedings of the National Academy of Sciences of the United States 

of America. 2018;115(16):4170-4175.

64. Makino H, Kushiro A, Ishikawa E, et al. Mother-to-infant transmission of intestinal 

bifidobacterial strains has an impact on the early development of vaginally delivered infant's 

microbiota. PloS one. 2013;8(11):e78331.

65. Reuter G. The Lactobacillus and Bifidobacterium microflora of the human intestine: 

composition and succession. Curr Issues Intest Microbiol. 2001;2(2):43-53.

66. Biasucci G, Rubini M, Riboni S, Morelli L, Bessi E, Retetangos C. Mode of delivery affects the 

bacterial community in the newborn gut. Early Hum Dev. 2010;86 Suppl 1:13-15.

67. Timmerman HM, Rutten N, Boekhorst J, et al. Intestinal colonisation patterns in breastfed 

and formula-fed infants during the first 12 weeks of life reveal sequential microbiota 

signatures. Sci Rep. 2017;7(1):8327.

68. Thompson AL, Monteagudo-Mera A, Cadenas MB, Lampl ML, Azcarate-Peril MA. Milk- and 

solid-feeding practices and daycare attendance are associated with differences in bacterial 

diversity, predominant communities, and metabolic and immune function of the infant gut 

microbiome. Frontiers in cellular and infection microbiology. 2015;5:3.

69. Schwartz S, Friedberg I, Ivanov IV, et al. A metagenomic study of diet-dependent interaction 

between gut microbiota and host in infants reveals differences in immune response. 

Genome Biol. 2012;13(4):r32.

70. Wu X, Jackson RT, Khan SA, Ahuja J, Pehrsson PR. Human Milk Nutrient Composition in the 

United States: Current Knowledge, Challenges, and Research Needs. Curr Dev Nutr. 

2018;2(7):nzy025.

71. Matsuki T, Yahagi K, Mori H, et al. A key genetic factor for fucosyllactose utilization affects 

infant gut microbiota development. Nat Commun. 2016;7:11939.

72. Remot A, Descamps D, Noordine ML, et al. Bacteria isolated from lung modulate asthma 

susceptibility in mice. Isme j. 2017;11(5):1061-1074.

73. Yun Y, Srinivas G, Kuenzel S, et al. Environmentally determined differences in the murine 

lung microbiota and their relation to alveolar architecture. PloS one. 2014;9(12):e113466.

74. Audry M, Robbe-Masselot C, Barnier JP, et al. Airway Mucus Restricts Neisseria meningitidis 

Away from Nasopharyngeal Epithelial Cells and Protects the Mucosa from Inflammation. 

mSphere. 2019;4(6).

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



This article is protected by copyright. All rights reserved

75. Piotrowski M, Wultanska D, Obuch-Woszczatynski P, Pituch H. Fructooligosaccharides and 

mannose affect Clostridium difficile adhesion and biofilm formation in a concentration-

dependent manner. Eur J Clin Microbiol Infect Dis. 2019;38(10):1975-1984.

76. Troge A, Scheppach W, Schroeder BO, et al. More than a marine propeller--the flagellum of 

the probiotic Escherichia coli strain Nissle 1917 is the major adhesin mediating binding to 

human mucus. Int J Med Microbiol. 2012;302(7-8):304-314.

77. Bhat MI, Singh VK, Sharma D, Kapila S, Kapila R. Adherence capability and safety assessment 

of an indigenous probiotic strain Lactobacillus rhamnosus MTCC-5897. Microb Pathog. 

2019;130:120-130.

78. Frenkel ES, Ribbeck K. Salivary mucins promote the coexistence of competing oral bacterial 

species. Isme j. 2017;11(5):1286-1290.

79. Co JY, Carcamo-Oyarce G, Billings N, et al. Mucins trigger dispersal of Pseudomonas 

aeruginosa biofilms. NPJ Biofilms Microbiomes. 2018;4:23.

80. Wheeler KM, Cárcamo-Oyarce G, Turner BS, et al. Mucin glycans attenuate the virulence of 

Pseudomonas aeruginosa in infection. Nature microbiology. 2019;4(12):2146-2154.

81. Hoffman CL, Lalsiamthara J, Aballay A. Host Mucin Is Exploited by Pseudomonas aeruginosa 

To Provide Monosaccharides Required for a Successful Infection. mBio. 2020;11(2).

82. Muller L, Murgia X, Siebenburger L, et al. Human airway mucus alters susceptibility of 

Pseudomonas aeruginosa biofilms to tobramycin, but not colistin. J Antimicrob Chemother. 

2018;73(10):2762-2769.

83. Samad T, Co JY, Witten J, Ribbeck K. Mucus and Mucin Environments Reduce the Efficacy of 

Polymyxin and Fluoroquinolone Antibiotics against Pseudomonas aeruginosa. ACS Biomater 

Sci Eng. 2019;5(3):1189-1194.

84. Desai MS, Seekatz AM, Koropatkin NM, et al. A dietary fiber-deprived gut microbiota 

degrades the colonic mucus barrier and enhances pathogen susceptibility. Cell. 

2016;167(5):1339-1353. e1321.

85. Adamberg K, Kolk K, Jaagura M, Vilu R, Adamberg S. The composition and metabolism of 

faecal microbiota is specifically modulated by different dietary polysaccharides and mucin: 

an isothermal microcalorimetry study. Benef Microbes. 2018;9(1):21-34.

86. Alrahman MA, Yoon SS. Identification of essential genes of Pseudomonas aeruginosa for its 

growth in airway mucus. J Microbiol. 2017;55(1):68-74.

87. Blacher E, Levy M, Tatirovsky E, Elinav E. Microbiome-Modulated Metabolites at the 

Interface of Host Immunity. J Immunol. 2017;198(2):572-580.

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



This article is protected by copyright. All rights reserved

88. Li H, Limenitakis JP, Fuhrer T, et al. The outer mucus layer hosts a distinct intestinal microbial 

niche. Nat Commun. 2015;6:8292.

89. Belzer C, Chia LW, Aalvink S, et al. Microbial Metabolic Networks at the Mucus Layer Lead to 

Diet-Independent Butyrate and Vitamin B12 Production by Intestinal Symbionts. MBio. 

2017;8(5).

90. Chia LW, Hornung BVH, Aalvink S, et al. Deciphering the trophic interaction between 

Akkermansia muciniphila and the butyrogenic gut commensal Anaerostipes caccae using a 

metatranscriptomic approach. Antonie van Leeuwenhoek. 2018;111(6):859-873.

91. Blander JM, Longman RS, Iliev ID, Sonnenberg GF, Artis D. Regulation of inflammation by 

microbiota interactions with the host. Nat Immunol. 2017;18:851.

92. Schroder T, Wiese AV, Ender F, et al. Short-term high-fat diet feeding protects from the 

development of experimental allergic asthma in mice. Clinical and experimental allergy : 

journal of the British Society for Allergy and Clinical Immunology. 2019;49(9):1245-1257.

93. McLoughlin R, Berthon BS, Rogers GB, et al. Soluble fibre supplementation with and without 

a probiotic in adults with asthma: A 7-day randomised, double blind, three way cross-over 

trial. EBioMedicine. 2019;46:473-485.

94. Allen JM, Jaggers RM, Solden LM, et al. Dietary Oligosaccharides Attenuate Stress-Induced 

Disruptions in Immune Reactivity and Microbial B-Vitamin Metabolism. Front Immunol. 

2019;10:1774.

95. Beaumont M, Portune KJ, Steuer N, et al. Quantity and source of dietary protein influence 

metabolite production by gut microbiota and rectal mucosa gene expression: a randomized, 

parallel, double-blind trial in overweight humans. Am J Clin Nutr. 2017;106(4):1005-1019.

96. Mach N, Clark A. Micronutrient Deficiencies and the Human Gut Microbiota. Trends in 

microbiology. 2017;25(8):607-610.

97. Portune KJ, Benítez-Páez A, Del Pulgar EMG, Cerrudo V, Sanz Y. Gut microbiota, diet, and 

obesity-related disorders—The good, the bad, and the future challenges. Mol Nutr Food Res. 

2017;61(1):1600252.

98. Conlon MA, Bird AR. The impact of diet and lifestyle on gut microbiota and human health. 

Nutrients. 2014;7(1):17-44.

99. Huttenhower C, Gevers D, Knight R, et al. Structure, function and diversity of the healthy 

human microbiome. Nature. 2012;486(7402):207.

100. Lee W-J, Hase K. Gut microbiota–generated metabolites in animal health and disease. Nat 

Chem Biol. 2014;10(6):416.

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



This article is protected by copyright. All rights reserved

101. Sonnenburg ED, Smits SA, Tikhonov M, Higginbottom SK, Wingreen NS, Sonnenburg JL. Diet-

induced extinctions in the gut microbiota compound over generations. Nature. 

2016;529(7585):212.

102. Ma X, X. Fan P, Li L, Qiao S, Zhang G, Li D. Butyrate promotes the recovering of intestinal 

wound healing through its positive effect on the tight junctions. J Anim Sci. 

2012;90(suppl_4):266-268.

103. Huang C, Song P, Fan P, Hou C, Thacker P, Ma X. Dietary Sodium Butyrate Decreases 

Postweaning Diarrhea by Modulating Intestinal Permeability and Changing the Bacterial 

Communities in Weaned Piglets–3. J Nutr. 2015;145(12):2774-2780.

104. De Filippis F, Pellegrini N, Vannini L, et al. High-level adherence to a Mediterranean diet 

beneficially impacts the gut microbiota and associated metabolome. Gut. 2016;65(11):1812-

1821.

105. Koropatkin NM, Cameron EA, Martens EC. How glycan metabolism shapes the human gut 

microbiota. Nature reviews Microbiology. 2012;10(5):323.

106. Engevik MA, Luk B, Chang-Graham AL, et al. Bifidobacterium dentium Fortifies the Intestinal 

Mucus Layer via Autophagy and Calcium Signaling Pathways. mBio. 2019;10(3).

107. Feng Y, Wang Y, Wang P, Huang Y, Wang F. Short-Chain Fatty Acids Manifest Stimulative and 

Protective Effects on Intestinal Barrier Function Through the Inhibition of NLRP3 

Inflammasome and Autophagy. Cell Physiol Biochem. 2018;49(1):190-205.

108. Shi H, Wang Q, Zheng M, et al. Supplement of microbiota-accessible carbohydrates prevents 

neuroinflammation and cognitive decline by improving the gut microbiota-brain axis in diet-

induced obese mice. J Neuroinflammation. 2020;17(1):77.

109. Bajic D, Niemann A, Hillmer AK, et al. Gut microbiota derived propionate regulates the 

expression of Reg3 mucosal lectins and ameliorates experimental colitis in mice. J Crohns 

Colitis. 2020:doi: 10.1093/ecco-jcc/jjaa1065.

110. Singh N, Gurav A, Sivaprakasam S, et al. Activation of Gpr109a, receptor for niacin and the 

commensal metabolite butyrate, suppresses colonic inflammation and carcinogenesis. 

Immunity. 2014;40(1):128-139.

111. Goverse G, Molenaar R, Macia L, et al. Diet-Derived Short Chain Fatty Acids Stimulate 

Intestinal Epithelial Cells To Induce Mucosal Tolerogenic Dendritic Cells. J Immunol. 

2017;198(5):2172-2181.

112. De Martinis M, Sirufo MM, Suppa M, Ginaldi L. New Perspectives in Food Allergy. Int J Mol 

Sci. 2020;21(4):1474.

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



This article is protected by copyright. All rights reserved

113. Nance CL, Deniskin R, Diaz VC, Paul M, Anvari S, Anagnostou A. The Role of the Microbiome 

in Food Allergy: A Review. Children (Basel). 2020;7(6):E50.

114. Forgie AJ, Drall KM, Bourque SL, Field CJ, Kozyrskyj AL, Willing BP. The impact of maternal 

and early life malnutrition on health: a diet-microbe perspective. BMC Med. 2020;18(1):135.

115. Leech B, McIntyre E, Steel A, Sibbritt D. Risk factors associated with intestinal permeability in 

an adult population: A systematic review. Int J Clin Pract. 2019;73(10):e13385.

116. Skouroliakou M, Ntountaniotis D, Kastanidou O, Massara P. Evaluation of Barley's Beta-

glucan Food Fortification through Investigation of Intestinal Permeability in Healthy Adults. J 

Am Coll Nutr. 2016;35(1):13-19.

117. Wilms E, Jonkers D, Savelkoul HFJ, et al. The Impact of Pectin Supplementation on Intestinal 

Barrier Function in Healthy Young Adults and Healthy Elderly. Nutrients. 2019;11(7).

118. Shulman RJ, Hollister EB, Cain K, et al. Psyllium Fiber Reduces Abdominal Pain in Children 

With Irritable Bowel Syndrome in a Randomized, Double-Blind Trial. Clin Gastroenterol 

Hepatol. 2017;15(5):712-719.e714.

119. Ganda Mall JP, Casado-Bedmar M, Winberg ME, Brummer RJ, Schoultz I, Keita AV. A beta-

Glucan-Based Dietary Fiber Reduces Mast Cell-Induced Hyperpermeability in Ileum From 

Patients With Crohn's Disease and Control Subjects. Inflamm Bowel Dis. 2017;24(1):166-178.

120. Ganda Mall JP, Lofvendahl L, Lindqvist CM, Brummer RJ, Keita AV, Schoultz I. Differential 

effects of dietary fibres on colonic barrier function in elderly individuals with gastrointestinal 

symptoms. Sci Rep. 2018;8(1):13404.

121. Mokkala K, Roytio H, Munukka E, et al. Gut Microbiota Richness and Composition and 

Dietary Intake of Overweight Pregnant Women Are Related to Serum Zonulin Concentration, 

a Marker for Intestinal Permeability. J Nutr. 2016;146(9):1694-1700.

122. Krawczyk M, Maciejewska D, Ryterska K, et al. Gut Permeability Might be Improved by 

Dietary Fiber in Individuals with Nonalcoholic Fatty Liver Disease (NAFLD) Undergoing 

Weight Reduction. Nutrients. 2018;10(11).

123. Agapova SE, Stephenson KB, Divala O, et al. Additional Common Bean in the Diet of 

Malawian Children Does Not Affect Linear Growth, but Reduces Intestinal Permeability. J 

Nutr. 2018;148(2):267-274.

124. Torquati L, Coombes JS, Murray L, et al. Fibre Intake Is Independently Associated with 

Increased Circulating Interleukin-22 in Individuals with Metabolic Syndrome. Nutrients. 

2019;11(4).

125. Ito T, Hirose K, Saku A, et al. IL-22 induces Reg3gamma and inhibits allergic inflammation in 

house dust mite-induced asthma models. J Exp Med. 2017;214(10):3037-3050.

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



This article is protected by copyright. All rights reserved

126. Fang P, Zhou L, Zhou Y, Kolls JK, Zheng T, Zhu Z. Immune modulatory effects of IL-22 on 

allergen-induced pulmonary inflammation. PloS one. 2014;9(9):e107454.

127. Hebert KD, McLaughlin N, Galeas-Pena M, et al. Targeting the IL-22/IL-22BP axis enhances 

tight junctions and reduces inflammation during influenza infection. Mucosal Immunol. 

2020;13(1):64-74.

128. Barthelemy A, Sencio V, Soulard D, et al. Interleukin-22 Immunotherapy during Severe 

Influenza Enhances Lung Tissue Integrity and Reduces Secondary Bacterial Systemic Invasion. 

Infect Immun. 2018;86(7).

129. Starkey MR, Plank MW, Casolari P, et al. IL-22 and its receptors are increased in human and 

experimental COPD and contribute to pathogenesis. The European respiratory journal. 

2019;54(1).

130. Carlson TL, Yildiz H, Dar Z, Lock JY, Carrier RL. Lipids alter microbial transport through 

intestinal mucus. PloS one. 2018;13(12):e0209151.

131. Zou J, Chassaing B, Singh V, et al. Fiber-Mediated Nourishment of Gut Microbiota Protects 

against Diet-Induced Obesity by Restoring IL-22-Mediated Colonic Health. Cell host & 

microbe. 2018;23(1):41-53.e44.

132. Roy U, Gálvez EJC, Iljazovic A, et al. Distinct Microbial Communities Trigger Colitis 

Development upon Intestinal Barrier Damage via Innate or Adaptive Immune Cells. Cell Rep. 

2017;21(4):994-1008.

133. Mukai R, Handa O, Naito Y, et al. High-Fat Diet Causes Constipation in Mice via Decreasing 

Colonic Mucus. Dig Dis Sci. 2019.

134. Gulhane M, Murray L, Lourie R, et al. High Fat Diets Induce Colonic Epithelial Cell Stress and 

Inflammation that is Reversed by IL-22. Sci Rep. 2016;6:28990.

135. Venter C, Meyer RW, Nwaru BI, et al. EAACI position paper: Influence of dietary fatty acids 

on asthma, food allergy, and atopic dermatitis. Allergy. 2019;74(8):1429-1444.

136. Hussain M, Umair Ijaz M, Ahmad MI, et al. Meat proteins in a high-fat diet have a substantial 

impact on intestinal barriers through mucus layer and tight junction protein suppression in 

C57BL/6J mice. Food Funct. 2019;10(10):6903-6914.

137. Wan Y, Tong W, Zhou R, et al. Habitual animal fat consumption in shaping gut microbiota 

and microbial metabolites. Food Funct. 2019;10(12):7973-7982.

138. Wolters M, Ahrens J, Romani-Perez M, et al. Dietary fat, the gut microbiota, and metabolic 

health - A systematic review conducted within the MyNewGut project. Clin Nutr. 

2019;38(6):2504-2520.

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



This article is protected by copyright. All rights reserved

139. Wan Y, Wang F, Yuan J, et al. Effects of dietary fat on gut microbiota and faecal metabolites, 

and their relationship with cardiometabolic risk factors: a 6-month randomised controlled-

feeding trial. Gut. 2019;68(8):1417-1429.

140. Smoothy J, Larcombe AN, Chivers EK, Matthews VB, Gorman S. Maternal high fat diet 

compromises survival and modulates lung development of offspring, and impairs lung 

function of dams (female mice). Respir Res. 2019;20(1):21.

141. Fan P, Liu P, Song P, Chen X, Ma X. Moderate dietary protein restriction alters the 

composition of gut microbiota and improves ileal barrier function in adult pig model. Sci Rep. 

2017;7:43412.

142. Barcik W, Pugin B, Westermann P, et al. Histamine-secreting microbes are increased in the 

gut of adult asthma patients. The Journal of allergy and clinical immunology. 

2016;138(5):1491-1494.e1497.

143. Diebel LN, Liberati DM, Hall-Zimmerman L. H2 blockers decrease gut mucus production and 

lead to barrier dysfunction in vitro. Surgery. 2011;150(4):736-743.

144. Sano T, Utsumi D, Amagase K, et al. Lafutidine, a histamine H2 receptor antagonist with 

mucosal protective properties, attenuates 5-fluorouracil-induced intestinal mucositis in mice 

through activation of extrinsic primary afferent neurons. J Physiol Pharmacol. 2017;68(1):79-

90.

145. Chen X, Song P, Fan P, et al. Moderate Dietary Protein Restriction Optimized Gut Microbiota 

and Mucosal Barrier in Growing Pig Model. Frontiers in cellular and infection microbiology. 

2018;8:246.

146. Zhao F, Zhou G, Liu X, et al. Dietary Protein Sources Differentially Affect the Growth of 

Akkermansia muciniphila and Maintenance of the Gut Mucus Barrier in Mice. Mol Nutr Food 

Res. 2019;63(23):e1900589.

147. Lang JM, Pan C, Cantor RM, et al. Impact of Individual Traits, Saturated Fat, and Protein 

Source on the Gut Microbiome. mBio. 2018;9(6).

148. Million M, Tomas J, Wagner C, Lelouard H, Raoult D, Gorvel J-P. New insights in gut 

microbiota and mucosal immunity of the small intestine. Human Microbiome Journal. 

2018;7-8:23-32.

149. Kau AL, Ahern PP, Griffin NW, Goodman AL, Gordon JI. Human nutrition, the gut microbiome 

and the immune system. Nature. 2011;474(7351):327-336.

150. Ellermann M, Arthur JC. Siderophore-mediated iron acquisition and modulation of host-

bacterial interactions. Free Radic Biol Med. 2017;105:68-78.

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



This article is protected by copyright. All rights reserved

151. Das NK, Schwartz AJ, Barthel G, et al. Microbial Metabolite Signaling Is Required for Systemic 

Iron Homeostasis. Cell Metab. 2020;31(1):115-130.e116.

152. Kumar M, Leon Coria A, Cornick S, et al. Increased intestinal permeability exacerbates sepsis 

through reduced hepatic SCD-1 activity and dysregulated iron recycling. Nat Commun. 

2020;11(1):483.

153. Ijssennagger N, Belzer C, Hooiveld GJ, et al. Gut microbiota facilitates dietary heme-induced 

epithelial hyperproliferation by opening the mucus barrier in colon. Proceedings of the 

National Academy of Sciences of the United States of America. 2015;112(32):10038-10043.

154. Schepens MA, Vink C, Schonewille AJ, Dijkstra G, van der Meer R, Bovee-Oudenhoven IM. 

Dietary heme adversely affects experimental colitis in rats, despite heat-shock protein 

induction. Nutrition. 2011;27(5):590-597.

155. Martin OCB, Olier M, Ellero-Simatos S, et al. Haem iron reshapes colonic luminal 

environment: impact on mucosal homeostasis and microbiome through aldehyde formation. 

Microbiome. 2019;7(1):72.

156. Ijssennagger N, Derrien M, van Doorn GM, et al. Dietary heme alters microbiota and mucosa 

of mouse colon without functional changes in host-microbe cross-talk. PloS one. 

2012;7(12):e49868.

157. Luo Q, Lao C, Huang C, et al. Iron Overload Resulting from the Chronic Oral Administration of 

Ferric Citrate Impairs Intestinal Immune and Barrier in Mice. Biol Trace Elem Res. 2020.

158. La Carpia F, Wojczyk BS, Annavajhala MK, et al. Transfusional iron overload and intravenous 

iron infusions modify the mouse gut microbiota similarly to dietary iron. NPJ Biofilms 

Microbiomes. 2019;5:26.

159. Ellermann M, Gharaibeh RZ, Maharshak N, et al. Dietary iron variably modulates assembly of 

the intestinal microbiota in colitis-resistant and colitis-susceptible mice. Gut Microbes. 

2020;11(1):32-50.

160. Ali MK, Kim RY, Brown AC, et al. Crucial role for lung iron level and regulation in the 

pathogenesis and severity of asthma. The European respiratory journal. 2020;55(4).

161. Ali MK, Kim RY, Brown AC, et al. Critical role for iron accumulation in the pathogenesis of 

fibrotic lung disease. The Journal of pathology. 2020;251(1):49-62.

162. Ali MK, Kim RY, Karim R, et al. Role of iron in the pathogenesis of respiratory disease. The 

international journal of biochemistry & cell biology. 2017;88:181-195.

163. Kirmiz N, Galindo K, Cross KL, et al. Comparative Genomics Guides Elucidation of Vitamin 

B(12) Biosynthesis in Novel Human-Associated Akkermansia Strains. Appl Environ Microbiol. 

2020;86(3).

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



This article is protected by copyright. All rights reserved

164. Shelton AN, Seth EC, Mok KC, et al. Uneven distribution of cobamide biosynthesis and 

dependence in bacteria predicted by comparative genomics. Isme j. 2019;13(3):789-804.

165. Sharma V, Rodionov DA, Leyn SA, et al. B-Vitamin Sharing Promotes Stability of Gut 

Microbial Communities. Frontiers in microbiology. 2019;10:1485.

166. Hinks TSC, Marchi E, Jabeen M, et al. Activation and In Vivo Evolution of the MAIT Cell 

Transcriptome in Mice and Humans Reveals Tissue Repair Functionality. Cell Rep. 

2019;28(12):3249-3262.e3245.

167. Rouxel O, Da Silva J, Beaudoin L, et al. Cytotoxic and regulatory roles of mucosal-associated 

invariant T cells in type 1 diabetes. Nat Immunol. 2017;18(12):1321-1331.

168. Schwartz DM, Farley TK, Richoz N, et al. Retinoic Acid Receptor Alpha Represses a Th9 

Transcriptional and Epigenomic Program to Reduce Allergic Pathology. Immunity. 

2019;50(1):106-120.e110.

169. Zhu W, Yan J, Zhi C, Zhou Q, Yuan X. 1,25(OH)(2)D(3) deficiency-induced gut microbial 

dysbiosis degrades the colonic mucus barrier in Cyp27b1 knockout mouse model. Gut 

Pathog. 2019;11:8.

170. Lin YD, Arora J, Diehl K, Bora SA, Cantorna MT. Vitamin D Is Required for ILC3 Derived IL-22 

and Protection From Citrobacter rodentium Infection. Front Immunol. 2019;10:1.

171. Keely S, Talley NJ, Hansbro PM. Pulmonary-intestinal cross-talk in mucosal inflammatory 

disease. Mucosal Immunol. 2012;5(1):7-18.

172. Musch MW, Clarke LL, Mamah D, et al. T cell activation causes diarrhea by increasing 

intestinal permeability and inhibiting epithelial Na+/K+-ATPase. J Clin Invest. 

2002;110(11):1739-1747.

173. Keely S, Feighery L, Campion DP, O’Brien L, Brayden DJ, Baird AW. Chloride-led disruption of 

the intestinal mucous layer impedes Salmonella invasion: evidence for an ‘enteric 

tear’mechanism. Cell Physiol Biochem. 2011;28(4):743-752.

174. Keely S, Kelly CJ, Weissmueller T, et al. Activated fluid transport regulates bacterial-epithelial 

interactions and significantly shifts the murine colonic microbiome. Gut Microbes. 

2012;3(3):250-260.

175. Ishisono K, Mano T, Yabe T, Kitaguchi K. Dietary Fiber Pectin Ameliorates Experimental 

Colitis in a Neutral Sugar Side Chain-Dependent Manner. Front Immunol. 2019;10:2979.

176. Sivaprakasam S, Ganapathy PK, Sikder MOF, et al. Deficiency of Dietary Fiber in Slc5a8-Null 

Mice Promotes Bacterial Dysbiosis and Alters Colonic Epithelial Transcriptome towards 

Proinflammatory Milieu. Can J Gastroenterol Hepatol. 2019;2019:2543082.

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



This article is protected by copyright. All rights reserved

177. Chun E, Lavoie S, Fonseca-Pereira D, et al. Metabolite-Sensing Receptor Ffar2 Regulates 

Colonic Group 3 Innate Lymphoid Cells and Gut Immunity. Immunity. 2019;51(5):871-

884.e876.

178. Lewis JD, Albenberg L, Lee D, Kratz M, Gottlieb K, Reinisch W. The Importance and 

Challenges of Dietary Intervention Trials for Inflammatory Bowel Disease. Inflamm Bowel 

Dis. 2017;23(2):181-191.

179. Ananthakrishnan AN, Khalili H, Konijeti GG, et al. A prospective study of long-term intake of 

dietary fiber and risk of Crohn's disease and ulcerative colitis. Gastroenterology. 

2013;145(5):970-977.

180. Varjú P, Farkas N, Hegyi P, et al. Low fermentable oligosaccharides, disaccharides, 

monosaccharides and polyols (FODMAP) diet improves symptoms in adults suffering from 

irritable bowel syndrome (IBS) compared to standard IBS diet: A meta-analysis of clinical 

studies. PLoS One. 2017;12(8):e0182942.

181. Parada Venegas D, De la Fuente MK, Landskron G, et al. Short Chain Fatty Acids (SCFAs)-

Mediated Gut Epithelial and Immune Regulation and Its Relevance for Inflammatory Bowel 

Diseases. Frontiers in immunology. 2019;10(277).

182. Imhann F, Vich Vila A, Bonder MJ, et al. Interplay of host genetics and gut microbiota 

underlying the onset and clinical presentation of inflammatory bowel disease. Gut. 

2018;67(1):108-119.

183. Ryan FJ, Ahern AM, Fitzgerald RS, et al. Colonic microbiota is associated with inflammation 

and host epigenomic alterations in inflammatory bowel disease. Nat Commun. 

2020;11(1):1512.

184. Bergmann KR, Liu SX, Tian R, et al. Bifidobacteria stabilize claudins at tight junctions and 

prevent intestinal barrier dysfunction in mouse necrotizing enterocolitis. The American 

journal of pathology. 2013;182(5):1595-1606.

185. Ewaschuk JB, Diaz H, Meddings L, et al. Secreted bioactive factors from Bifidobacterium 

infantis enhance epithelial cell barrier function. American journal of physiology 

Gastrointestinal and liver physiology. 2008;295(5):G1025-1034.

186. Benjamin EJ, Virani SS, Callaway CW, et al. Heart Disease and Stroke Statistics-2018 Update: 

A Report From the American Heart Association. Circulation. 2018;137(12):e67-e492.

187. Zhou X, Li J, Guo J, et al. Gut-dependent microbial translocation induces inflammation and 

cardiovascular events after ST-elevation myocardial infarction. Microbiome. 2018;6(1):66.

188. Tang TW, Chen H-C, Chen C-Y, et al. Loss of gut microbiota alters immune system 

composition and cripples postinfarction cardiac repair. Circulation. 2019;139(5):647-659.

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



This article is protected by copyright. All rights reserved

189. Tang WH, Wang Z, Levison BS, et al. Intestinal microbial metabolism of phosphatidylcholine 

and cardiovascular risk. The New England journal of medicine. 2013;368(17):1575-1584.

190. Lam DW, LeRoith D. The worldwide diabetes epidemic. Current opinion in endocrinology, 

diabetes, and obesity. 2012;19(2):93-96.

191. Meijnikman AS, Gerdes VE, Nieuwdorp M, Herrema H. Evaluating Causality of Gut 

Microbiota in Obesity and Diabetes in Humans. Endocrine reviews. 2018;39(2):133-153.

192. Everard A, Belzer C, Geurts L, et al. Cross-talk between Akkermansia muciniphila and 

intestinal epithelium controls diet-induced obesity. Proceedings of the National Academy of 

Sciences of the United States of America. 2013;110(22):9066-9071.

193. Da Silva CC, Monteil MA, Davis EM. Overweight and Obesity in Children Are Associated with 

an Abundance of Firmicutes and Reduction of Bifidobacterium in Their Gastrointestinal 

Microbiota. Child Obes. 2020;16(3):204-210.

194. Larsen N, Vogensen FK, van den Berg FW, et al. Gut microbiota in human adults with type 2 

diabetes differs from non-diabetic adults. PloS one. 2010;5(2):e9085.

195. Tanca A, Palomba A, Fraumene C, Manghina V, Silverman M, Uzzau S. Clostridial Butyrate 

Biosynthesis Enzymes Are Significantly Depleted in the Gut Microbiota of Nonobese Diabetic 

Mice. mSphere. 2018;3(5).

196. Venter C, Greenhawt M, Meyer RW, et al. EAACI position paper on diet diversity in 

pregnancy, infancy and childhood: Novel concepts and implications for studies in allergy and 

asthma. Allergy. 2020;75(3):497-523.

197. Tashiro H, Cho Y, Kasahara DI, et al. Microbiota Contribute to Obesity-related Increases in 

the Pulmonary Response to Ozone. Am J Respir Cell Mol Biol. 2019;61(6):702-712.

198. Michalovich D, Rodriguez-Perez N, Smolinska S, et al. Obesity and disease severity magnify 

disturbed microbiome-immune interactions in asthma patients. Nat Commun. 

2019;10(1):5711.

199. Uhlig T, Moe RH, Kvien TK. The burden of disease in rheumatoid arthritis. 

PharmacoEconomics. 2014;32(9):841-851.

200. Rehaume LM, Mondot S, Aguirre de Carcer D, et al. ZAP-70 genotype disrupts the 

relationship between microbiota and host, leading to spondyloarthritis and ileitis in SKG 

mice. Arthritis & rheumatology (Hoboken, NJ). 2014;66(10):2780-2792.

201. Lucas S, Omata Y, Hofmann J, et al. Short-chain fatty acids regulate systemic bone mass and 

protect from pathological bone loss. Nat Commun. 2018;9(1):55.

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



This article is protected by copyright. All rights reserved

202. Marietta EV, Murray JA, Luckey DH, et al. Suppression of Inflammatory Arthritis by Human 

Gut-Derived Prevotella histicola in Humanized Mice. Arthritis & rheumatology (Hoboken, NJ). 

2016;68(12):2878-2888.

203. Scher JU, Sczesnak A, Longman RS, et al. Expansion of intestinal Prevotella copri correlates 

with enhanced susceptibility to arthritis. eLife. 2013;2:e01202.

204. Koloski N, Jones M, Walker MM, et al. Population based study: atopy and autoimmune 

diseases are associated with functional dyspepsia and irritable bowel syndrome, 

independent of psychological distress. Aliment Pharmacol Ther. 2019;49(5):546-555.

205. Bustamante MF, Agustín-Perez M, Cedola F, et al. Design of an anti-inflammatory diet (ITIS 

diet) for patients with rheumatoid arthritis. Contemp Clin Trials Commun. 2020;17:100524.

206. Häger J, Bang H, Hagen M, et al. The Role of Dietary Fiber in Rheumatoid Arthritis Patients: A 

Feasibility Study. Nutrients. 2019;11(10).

207. Zhang X, Zhang D, Jia H, et al. The oral and gut microbiomes are perturbed in rheumatoid 

arthritis and partly normalized after treatment. Nature medicine. 2015;21(8):895-905.

208. Rogers GB. Germs and joints: the contribution of the human microbiome to rheumatoid 

arthritis. Nature medicine. 2015;21(8):839-841.

209. Lee SY, Lee E, Park YM, Hong SJ. Microbiome in the Gut-Skin Axis in Atopic Dermatitis. 

Allergy, asthma & immunology research. 2018;10(4):354-362.

210. Nylund L, Nermes M, Isolauri E, Salminen S, de Vos WM, Satokari R. Severity of atopic 

disease inversely correlates with intestinal microbiota diversity and butyrate-producing 

bacteria. Allergy. 2015;70(2):241-244.

211. Lee E, Lee SY, Kang MJ, et al. Clostridia in the gut and onset of atopic dermatitis via 

eosinophilic inflammation. Annals of allergy, asthma & immunology : official publication of 

the American College of Allergy, Asthma, & Immunology. 2016;117(1):91-92.e91.

212. Codoñer FM, Ramírez-Bosca A, Climent E, et al. Gut microbial composition in patients with 

psoriasis. Sci Rep. 2018;8(1):3812.

213. Lee SH, Yun Y, Kim SJ, et al. Association between Cigarette Smoking Status and Composition 

of Gut Microbiota: Population-Based Cross-Sectional Study. J Clin Med. 2018;7(9).

214. Png CW, Lindén SK, Gilshenan KS, et al. Mucolytic bacteria with increased prevalence in IBD 

mucosa augment in vitro utilization of mucin by other bacteria. Am J Gastroenterol. 

2010;105(11):2420.

215. Song H, Yoo Y, Hwang J, Na YC, Kim HS. Faecalibacterium prausnitzii subspecies-level 

dysbiosis in the human gut microbiome underlying atopic dermatitis. J Allergy Clin Immunol. 

2016;137(3):852-860.

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



This article is protected by copyright. All rights reserved

216. Reddel S, Del Chierico F, Quagliariello A, et al. Gut microbiota profile in children affected by 

atopic dermatitis and evaluation of intestinal persistence of a probiotic mixture. Sci Rep. 

2019;9(1):4996.

217. Fang Z, Lu W, Zhao J, et al. Probiotics modulate the gut microbiota composition and immune 

responses in patients with atopic dermatitis: a pilot study. Eur J Nutr. 2019.

218. Isolauri E, Arvola T, Sütas Y, Moilanen E, Salminen S. Probiotics in the management of atopic 

eczema. Clinical and experimental allergy : journal of the British Society for Allergy and 

Clinical Immunology. 2000;30(11):1604-1610.

219. Navarro-López V, Ramírez-Boscá A, Ramón-Vidal D, et al. Effect of Oral Administration of a 

Mixture of Probiotic Strains on SCORAD Index and Use of Topical Steroids in Young Patients 

With Moderate Atopic Dermatitis: A Randomized Clinical Trial. JAMA Dermatol. 

2018;154(1):37-43.

220. Taylor AL, Dunstan JA, Prescott SL. Probiotic supplementation for the first 6 months of life 

fails to reduce the risk of atopic dermatitis and increases the risk of allergen sensitization in 

high-risk children: a randomized controlled trial. J Allergy Clin Immunol. 2007;119(1):184-

191.

221. Brouwer ML, Wolt-Plompen SA, Dubois AE, et al. No effects of probiotics on atopic 

dermatitis in infancy: a randomized placebo-controlled trial. Clinical and experimental 

allergy : journal of the British Society for Allergy and Clinical Immunology. 2006;36(7):899-

906.

222. Arrieta MC, Stiemsma LT, Dimitriu PA, et al. Early infancy microbial and metabolic alterations 

affect risk of childhood asthma. Sci Transl Med. 2015;7(307):307ra152.

223. Thorburn AN, McKenzie CI, Shen S, et al. Evidence that asthma is a developmental origin 

disease influenced by maternal diet and bacterial metabolites. Nat Commun. 2015;6:7320.

224. Trompette A, Gollwitzer ES, Yadava K, et al. Gut microbiota metabolism of dietary fiber 

influences allergic airway disease and hematopoiesis. Nat Med. 2014;20(2):159.

225. Roduit C, Frei R, Ferstl R, et al. High levels of butyrate and propionate in early life are 

associated with protection against atopy. Allergy. 2019;74(4):799-809.

226. Fukumori C, Casaro MB, Thomas AM, et al. Maternal supplementation with a synbiotic has 

distinct outcomes on offspring gut microbiota formation in A/J and C57BL/6 mice, 

differentially affecting airway inflammatory cell infiltration and mucus production. J Funct 

Foods. 2019;61:103496.

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



This article is protected by copyright. All rights reserved

227. RR EL, Anhe GF, Page CP, Riffo-Vasquez Y. Sex differences in the influence of obesity on a 

murine model of allergic lung inflammation. Clinical and experimental allergy : journal of the 

British Society for Allergy and Clinical Immunology. 2020;50(2):256-266.

228. Radzikowska U, Rinaldi AO, Çelebi Sözener Z, et al. The Influence of Dietary Fatty Acids on 

Immune Responses. Nutrients. 2019;11(12).

229. Saku A, Hirose K, Ito T, et al. Fucosyltransferase 2 induces lung epithelial fucosylation and 

exacerbates house dust mite-induced airway inflammation. J Allergy Clin Immunol. 

2019;144(3):698-709.e699.

230. Taylor SL, Woodman RJ, Chen AC, et al. FUT2 genotype influences lung function, 

exacerbation frequency and airway microbiota in non-CF bronchiectasis. Thorax. 

2017;72(4):304-310.

231. Fujimura KE, Sitarik AR, Havstad S, et al. Neonatal gut microbiota associates with childhood 

multisensitized atopy and T cell differentiation. Nature medicine. 2016;22(10):1187-1191.

232. Lee-Sarwar KA, Kelly RS, Lasky-Su J, et al. Integrative analysis of the intestinal metabolome of 

childhood asthma. J Allergy Clin Immunol. 2019;144(2):442-454.

233. Hilty M, Burke C, Pedro H, et al. Disordered microbial communities in asthmatic airways. 

PloS one. 2010;5(1):e8578.

234. Wood LG, Simpson JL, Hansbro PM, Gibson PG. Potentially pathogenic bacteria cultured 

from the sputum of stable asthmatics are associated with increased 8-isoprostane and 

airway neutrophilia. Free radical research. 2010;44(2):146-154.

235. Gibson PG, Yang IA, Upham JW, et al. Effect of azithromycin on asthma exacerbations and 

quality of life in adults with persistent uncontrolled asthma (AMAZES): a randomised, 

double-blind, placebo-controlled trial. Lancet (London, England). 2017;390(10095):659-668.

236. Taylor SL, Leong LEX, Mobegi FM, et al. Long-Term Azithromycin Reduces Haemophilus 

influenzae and Increases Antibiotic Resistance in Severe Asthma. Am J Respir Crit Care Med. 

2019;200(3):309-317.

237. Hansbro PM, Kim RY, Starkey MR, et al. Mechanisms and treatments for severe, steroid-

resistant allergic airway disease and asthma. Immunol Rev. 2017;278(1):41-62.

238. Kim RY, Pinkerton JW, Essilfie AT, et al. Role for NLRP3 Inflammasome-mediated, IL-1beta-

Dependent Responses in Severe, Steroid-Resistant Asthma. Am J Respir Crit Care Med. 

2017;196(3):283-297.

239. Allais L, Kerckhof FM, Verschuere S, et al. Chronic cigarette smoke exposure induces 

microbial and inflammatory shifts and mucin changes in the murine gut. Environ Microbiol. 

2015;18(5):1352-1363.

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



This article is protected by copyright. All rights reserved

240. Tomoda K, Kubo K, Asahara T, et al. Cigarette smoke decreases organic acids levels and 

population of bifidobacterium in caecum of rats. J Toxicol Sci. 2011;36(3):261-266.

241. Liu G, Mateer SW, Hsu A, et al. Platelet activating factor receptor regulates colitis-induced 

pulmonary inflammation through the NLRP3 inflammasome. Mucosal Immunol. 2019:1.

242. Shukla SD WE, Simpson JL, Keely S, Wark PA, O’Toole RF, Hansbro PM. Blocking hypoxia-

inducible factor (HIF)-1α mediated, PAFR-dependent bacterial infections in chronic 

obstructive pulmonary disease. Respirology (Carlton, Vic). 2019.

243. Kaluza J, Harris H, Wallin A, Linden A, Wolk A. Dietary Fiber Intake and Risk of Chronic 

Obstructive Pulmonary Disease: A Prospective Cohort Study of Men. Epidemiology 

(Cambridge, Mass). 2018;29(2):254-260.

244. Joshi P, Kim WJ, Lee SA. The effect of dietary antioxidant on the COPD risk: the community-

based KoGES (Ansan-Anseong) cohort. International journal of chronic obstructive 

pulmonary disease. 2015;10:2159-2168.

245. Carvalho JL, Miranda M, Fialho AK, et al. Oral feeding with probiotic Lactobacillus rhamnosus 

attenuates cigarette smoke-induced COPD in C57Bl/6 mice: Relevance to inflammatory 

markers in human bronchial epithelial cells. PLoS One. 2020;15(4):e0225560.

246. Richmond BW, Brucker RM, Han W, et al. Airway bacteria drive a progressive COPD-like 

phenotype in mice with polymeric immunoglobulin receptor deficiency. Nat Commun. 

2016;7:11240.

247. Shanahan ER, Shah A, Koloski N, et al. Influence of cigarette smoking on the human 

duodenal mucosa-associated microbiota. Microbiome. 2018;6(1):150.

248. Varraso R, Willett WC, Camargo CA, Jr. Prospective study of dietary fiber and risk of chronic 

obstructive pulmonary disease among US women and men. American journal of 

epidemiology. 2010;171(7):776-784.

249. Rathi V, Ish P, Singh G, Tiwari M, Goel N, Gaur SN. Iron deficiency in non-anemic chronic 

obstructive pulmonary disease in a predominantly male population: an ignored entity. 

Monaldi Arch Chest Dis. 2020;90(1).

250. van der Does AM, Heijink M, Mayboroda OA, et al. Dynamic differences in dietary 

polyunsaturated fatty acid metabolism in sputum of COPD patients and controls. Biochim 

Biophys Acta Mol Cell Biol Lipids. 2019;1864(3):224-233.

251. Balgoma D, Yang M, Sjodin M, et al. Linoleic acid-derived lipid mediators increase in a 

female-dominated subphenotype of COPD. The European respiratory journal. 

2016;47(6):1645-1656.

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



This article is protected by copyright. All rights reserved

252. Lemoine C, Brigham E, Woo H, et al. Relationship between Omega-3 and Omega-6 Fatty Acid 

Intake and Chronic Obstructive Pulmonary Disease Morbidity. Ann Am Thorac Soc. 

2020;17(3):378-381.

253. Lemoine SC, Brigham EP, Woo H, et al. Omega-3 fatty acid intake and prevalent respiratory 

symptoms among U.S. adults with COPD. BMC Pulm Med. 2019;19(1):97.

254. Hansbro PM, Hamilton MJ, Fricker M, et al. Importance of mast cell Prss31/transmembrane 

tryptase/tryptase-γ in lung function and experimental chronic obstructive pulmonary disease 

and colitis. J Biol Chem. 2014;289(26):18214-18227.

255. Bunesova V, Lacroix C, Schwab C. Mucin Cross-Feeding of Infant Bifidobacteria and 

Eubacterium hallii. Microbial ecology. 2018;75(1):228-238.

256. Hoskins LC, Agustines M, McKee WB, Boulding ET, Kriaris M, Niedermeyer G. Mucin 

degradation in human colon ecosystems. Isolation and properties of fecal strains that 

degrade ABH blood group antigens and oligosaccharides from mucin glycoproteins. The 

Journal of clinical investigation. 1985;75(3):944-953.

257. Png CW, Lindén SK, Gilshenan KS, et al. Mucolytic Bacteria With Increased Prevalence in IBD 

Mucosa AugmentIn VitroUtilization of Mucin by Other Bacteria. American Journal of 

Gastroenterology. 2010;105(11):2420-2428.

258. Fabich AJ, Jones SA, Chowdhury FZ, et al. Comparison of carbon nutrition for pathogenic and 

commensal Escherichia coli strains in the mouse intestine. Infection and immunity. 

2008;76(3):1143-1152.

259. Derrien M, van Passel MW, van de Bovenkamp JH, Schipper RG, de Vos WM, Dekker J. 

Mucin-bacterial interactions in the human oral cavity and digestive tract. Gut microbes. 

2010;1(4):254-268.

260. Sicard JF, 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.

261. Tailford LE, Crost EH, Kavanaugh D, Juge N. Mucin glycan foraging in the human gut 

microbiome. Frontiers in genetics. 2015;6:81.

262. Shin J, Noh J-R, Chang D-H, et al. Elucidation of Akkermansia muciniphila Probiotic Traits 

Driven by Mucin Depletion. Frontiers in microbiology. 2019;10(1137).

263. Silva DG, Stevens RH, Macedo JM, et al. Higher levels of salivary MUC5B and MUC7 in 

individuals with gastric diseases who harbor Helicobacter pylori. Archives of oral biology. 

2009;54(1):86-90.

264. Heo SM, Choi KS, Kazim LA, et al. Host defense proteins derived from human saliva bind to 

Staphylococcus aureus. Infection and immunity. 2013;81(4):1364-1373.

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



This article is protected by copyright. All rights reserved

265. Paharik AE, Salgado-Pabon W, Meyerholz DK, White MJ, Schlievert PM, Horswill AR. The Spl 

Serine Proteases Modulate Staphylococcus aureus Protein Production and Virulence in a 

Rabbit Model of Pneumonia. mSphere. 2016;1(5).

266. Flynn JM, Niccum D, Dunitz JM, Hunter RC. Evidence and Role for Bacterial Mucin 

Degradation in Cystic Fibrosis Airway Disease. PLoS pathogens. 2016;12(8):e1005846.

Table 1: Known mucolytic microbes of the gut and lung

Mucolytic microbes Mucin Glycoprotein  Ref

Gastrointestinal tract 

Bifidobacterium bifidum

B. longum

Unknown 252,253

Ruminococcus gnavus

Ruminococcus torques

MUC2 254

Escherichia coli  spp MUC 2 

MUC5A

MUC1 

255-257

Bacteroides 

thetaiotaomicron

Purified O-glycans 258

Akkermansia muciniphila MUC3 259

Helicobacter Pylori MUC7

MUC5B

260

Lung

Pseudomonas aeruginosa MUC1

MUC5AC

78,79

Staphylococcus Mucin-7

Mucin-16

261,262

Veillonella parvula Unknown

Fusobacterium nucleatum Unknown

Prevotella Unknown

263
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FIGURE LEGENDS 

Figure 1: Mucus and the microbiome in health and disease. The mucosa, comprised of mucus 

and the underlying epithelia, forms a protective barrier that separates the host from the 

microbiome. In healthy individuals (left), diet, a diverse microbiome and other modifiable 

and non-modifiable factors that lead to tolerogenic dendritic cell and Treg responses, 

suppressed Th17 responses and reduced intestinal permeability maintain barrier function, 

mucus turnover, pathogen growth and immune tolerance. However, in chronic disease (right), 

factors such as old age, poor diet, disturbances in the microbiome and exogenous exposures 

result in poor barrier function and mucus turnover, growth of pathogens or poorly-adapted 

microbes that reduce diversity in the microbiome, increase Th2 ,Th17 and pro-inflammatory 

cytokine responses. These changes contribute to chronic inflammation and the development 

and progression of disease.

Figure 2: (2a): Physiology of the gastrointestinal tract mucosa: The basal layer constitutes 

stem cells that can differentiate into goblet cells, enterocytes and/or Paneth cells. All the 

cells, except Paneth cells, differentiate and move towards the lumen of the gut. Enterocytes 

are covered with a glycocalyx and undertake nutrient digestion and absorption. Goblet cells 

contain mucus producing vesicles that produce two layers of the mucus barrier. A dense inner 

layer and an outer loosely hanging layer. Mucus is made up of inorganic salts, antimicrobial 

enzymes (such as lysozymes), immunoglobulins, glycoproteins and mucins. The lumen 

contains commensal and mutualistic bacteria, as well as dietary macro- and micro-nutrients.

(2b): Physiology of the respiratory mucosa. The airways are lined with ciliated columnar 

epithelial cells, interspersed with mucus-secreting goblet cells. The highly hydrated mucus is 

largely comprised of mucin glycoproteins, and include both secreted (gel-forming and non-

gel forming) and membrane-associated mucins which closely adhere to the epithelial surface. 

The beating of cilia is responsible for the movement of mucus and expulsion of 

microorganisms and particulates.
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Figure 3: Early life shaping of the gut microbiome: The placental environment is devoid of a 

microbiome. The gut microbiome is influenced by many factors from neonatal to adult life 

such as Mode of delivery, initial diet, timing of transition to solid foods and day care 

attendance.

Figure 4: Diet affects both the microbiome and the mucus membrane.Maconutrients such as 

Low dietary fibre primes gut microbiota to utilise glycoprotein from the glycocalyx as a 

nutrient source, leading to mucus degradation, which is also linked with increased 

susceptibility to the pathogen Citrobacter rodentium. High dietary lipid increases Mollicutes 

compared to Bacteroides and reduces goblet differentiation, which results in increase in 

endoplasmic reticulum oxidative stress and decreases MUC2 production. Increases in dietary 

heme iron causes increases in sulphur promoting sulphur-utilising bacteria to grow that 

degrade mucus. Reduction of dietary protein decreases stem cell proliferation.

Along with macronutrients, micronutrients derived from both diet and microbial metabolism 

(e.g. iron, B vitamins, vitamin A/retinol, antioxidant vitamins C and E), are essential for 

health and regulate microbiome composition, microbe-microbe and microbe-host interactions 

at the mucosal surface.

Figure 5: Summary of dysbiosis and diet-related immune disorders. Numerous immune 

disorders, including inflammatory bowel diseases, obesity/diabetes, , rheumatoid arthritis, 

atopic dermatitis and psoriasis, chronic obstructive pulmonary disease (COPD), and asthma 

are associated with changes in the microbiome and diet. These changes may be either 

deleterious or protective, depending upon the nature of the disease and the change and may 

be targeted therapeutically. CS = cigarette smoke; DiHOME = dihydroxy-9Z-octadecenoic 

acid; DMARDs = disease-modifying anti-rhematic drugs; IL = interleukin; SCFAs = short 

chain fatty acids.
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