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ABSTRACT
Microorganisms establish a symbiotic relationship at all stages of growth in man, beginning from
birth to adulthood. They are found in every part of the body, and they participate in the immune
system against pathogen-mediated immune responses. Their actions are elicited by secreting
microorganism associated-molecular proteins (MAMPs) which they use as signalling molecules to
activate a cascade of immunological responses within the host cell. They maintain the barrier
function of the intestinal wall as well as prevent colonisation of the intestine by pathogens. Using
their MAMPs, they bind to specific pattern recognition receptors (PRR) activating immune mediators
in response to pro-inflammation by pathogens. These immune mediators are either induced or
suppressed (in the case of overproduced immune response). Some of these symbionts elicit their
action by anaerobic fermentation of dietary fibres into byproducts of short-chain fatty acids (SCFAs).
These bacterial metabolites functions by binding to G-protein coupled reactions (GPCRs) on colonic
macrophages and Dendritic cells (DCs) and contributed to the increased production of interleukin 10
(IL 10) in response to pathogen-mediated immune response. These unique immunological actions
of intestinal microbiota, have shown that microorganisms are beneficial to the host as against the
widespread belief that they are disease-causing agents.
_____________________________________________________________________________________________________
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gut microbiota vary systematically with ageing
[11]. Changes in intestinal microbiota in infants
are influenced by medical, cultural and
environmental factors such as mode of delivery,
type of infant feeding, gestational age, infant
hospitalisation, and antibiotic use by the infant
[12].

1. INTRODUCTION
All higher animals are associated with a diverse
microbial community that is composed mainly but
not limited to bacteria. Their presence in all
stages of human development creates a constant
interaction between them and humans. Multicellular organisms exist as meta-organisms
composed of both the macroscopic host and its
symbiotic microbiota. With an estimated
composition of 100 trillion cells, human
symbionts outnumber host cells by at least a
factor of 10 and express at least 10-fold more
unique genes than their host’s genome [1]. The
number of microbial cells in the intestine alone
outnumbers the number of human cells of the
entire organism [2] on an average of 40,000
bacterial species [3], 9 million unique bacterial
genes and 100 trillion microbial cells [4]. This
complex community of microbes that include
bacteria, fungi, viruses, and other microbial and
eukaryotic species provide a tremendous
enzymatic capability and play a fundamental role
in controlling many aspects of host physiology.
Several data confirm that gut microbiota is
engaged in a dynamic interaction with the
intestinal innate and adaptive immune system,
affecting different aspects of its development and
function [5]. Intestinal bacteria thrive in a stable,
nutrient-rich environment but also serve
beneﬁcial functions to the host including energy
salvage of otherwise indigestible complex
carbohydrates,
vitamin
and
micronutrient
syntheses, competitive exclusion of pathogenic
microorganism, and importantly, stimulation of
immune development [6].

Before birth, it is commonly accepted that the
intrauterine environment and newborn infant are
sterile until delivery; some evidence shows the
presence of bacteria in the intrauterine
environment and suggests that these bacteria
may inﬂuence the microbiota of the infant before
birth [13]. The formation of the human gut
microbiota begins during birth with colonisation
by microorganisms from the mother and the
environment. The mother probably represents
the most inﬂuential external factor for the
development of the infant's microbiome, due to
intimate contacts during birth, nursing, and early
feeding. In the ﬁrst six months after delivery, the
infant is colonised mainly with the presence of
strains of Bifidobacteria and Staphylococcus [14].
The intestinal microbiota of the infant slowly
develops and matures from a low diversity and
complexity reaching an adult state at about
age 3 [13].
Mode of delivery (vaginally or by cesarean
section) has been demonstrated to have a strong
inﬂuence on early gut colonisation particularly on
the number of Biﬁdobacterium [15]. Analysis of
the first fecal sample of newborn infants showed
a strong relationship between the ﬁrst microbial
community of the digestive tract and the
microbial community of either the mother’s
vagina (Lactobacillus, Prevotella, or Sneathia) in
the case of vaginal delivery or the mother’s skin
(Staphylococcus,
Corynebacterium,
and
Propionibacterium) in the case of cesarean
section [16]. Work by Biasucci [15] showed that
there was a significant difference between the
microbial population of cesarean and vaginally
delivered infants. Biﬁdobacterium numbers were
signiﬁcantly lower in cesarean born children, and
the overall diversity of their microbiota appeared
to be lower. This evidence demonstrates that the
gut environment becomes populated by the ﬁrst
abundant microbial community it encounters,
either the skin or the vaginal environment.

In the immune system, they prevent colonisation
of the intestine by pathogens [7] where they
maintain the barrier function of the intestinal wall.
They promote the development of intestinal
vascular bed [8], the nervous system in early
childhood and its functioning in adults [9], and
also a determining factor in the formation of
mucosa-associated lymphoid tissue (MALT), as
well as gut-associated lymphoid tissue (GALT)
[10].

2. ENTRY ROUTE
The means via which microorganisms gain
entrance into the human system is quite
fascinating. There is sufficient evidence to
suggest that the structure and composition of the

Mode of feeding is another strong inﬂuence in
the development of the infant intestinal
2
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Table 1. Microbiota in different sections of the gut
Anatomical location
mouth
esophagus
stomach
small intestine
Colon

Predominant bacteria
Actinomyces, Arachnia, Bacteroides, Bifidobacterium, Eubacterium,
Fusobacterium, Lactobacillus, Peptococcus, Peptostreptococcus,
Streptococcus, Staphylococcus, Corynebacterium, Lactobacillus,
Peptococcus
Lactobacillus, Streptococcus, Staphylococcus, Enterobactericeae,
Peptostreptococcus, yeast
lactobacillus, enterobacteria, enterococci, bifidobacteria, segmented
filamentous bacteria.
bacteroides, lactobacillus, enterobacteria, enterococci, clostridia,
methanogens

microbiota. Healthy gut microbiota is frequently
detected in breast milk, suggesting an important
role of breast milk as a delivering system for gut
bacteria [17]. Various studies have shown that
breastfed infants show signiﬁcantly higher counts
of probiotic bacteria and lower counts of
Bacteroides, Clostridium coccoides group,
Staphylococcus, and Enterobacteriaceae as
compared with formula-fed infants [18].

secreted by lamina propria plasma cells.
Compartmentalisation is accomplished by unique
anatomic adaptations that limit symbiotic
bacterial exposure to the immune system. Some
microbes are sampled by intestinal dendritic cells
(DCs). The loaded DCs move to the mesenteric
lymph nodes through the intestinal lymphatic cell
but do not migrate to distal tissues. This
compartmentalises live bacteria and induction of
immune responses to the mucosal immune
system. Induced B cells and T cell subsets recirculate through the lymphatic and the
bloodstream back to mucosal sites, where B cells
differentiate into IgA-secreting plasma cells.

3. HOW GUT MICROBIOTA INTERACT
WITH HOST IMMUNE SYSTEM
Numerous studies have confirmed that Gut
microbiota and their byproducts are involved in
one form of immune responses. They trigger the
activation of multiple immune effectors against
immunologic
response
by
pathogenic
microorganisms and even chemical-induced
immunologic responses. Multiple immune
effectors function together to minimise bacterialepithelial invasion. These include the mucus
layer, epithelial antibacterial proteins, and IgA

4. HOW HOST CELL RECOGNIZES AND
DIFFERENTIATES COMMENSAL AND
PATHOGENIC MICROBES
Microorganisms on their own cannot elicit
immunologic actions, but they achieve this using
protein called Microorganism AssociatedMolecular Proteins (MAMPs). With this protein,

Table 2. Ligand Microorganism associated-molecular protein (MAMPs) for Toll-like receptors
(TLR), Nucleotide-binding oligomerisation domain (NOD)-like receptors (NLR) and G-protein
coupled receptors (GPCR) and their location in the Intestinal epithelial cell (IEC)
Receptor
TLR 1
TLR 2
TLR 4

MAMPs
Triacyl lipopeptides
Peptidoglycan, LTA
Lipopolysaccharide

TLR 5
TLR 6
TLR 9

Flagellin
Diacyl lipopeptide
Cytosin-phosphate-guanosin oligodeoxy nucleotide
(CpG-ODN)
Meso-Lanthionine meso-diaminopimelic acid
Muramyl dipeptide
Propionate
Acetate and propinate
Butyrate

NLR1
NLR 2
GPCR 41
GPCR 43
GPCR 109A

3

Location IN IEC
Surface membrane
Surface membrane
Baso lacteral membrane,
Endosomal membrane
Baso lacteral membrane
Surface membrane
Endosomal membrane
Cytoplasm
Cyotoplasm
Cytoplasm
Surface membrane
Surface membrabe
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the host cell recognises and differentiates them
from pathogenic microbes. These MAMPs are
specific to a particular receptor on the IEC which
they bind to elicit their immunological responses.
For example, receptors such as a Toll-like
receptor
(TLR)
and
nucleotide-binding
oligomerisation domain (NOD)-like receptors
(NLR) are used for signalling purposes. It is also
worthy of note that these TLR and NLR have
locations on the IEC (Table 2). Some are located
in the epithelial cell, basolateral side of the IEC,
and the cytoplasm. Also, the location of the
receptor is important. If the receptor is
considerably absent say on the EC, then the
response to the ligand will be low or not seen
and vice versa. Other receptors on the IEC are
G-Protein coupled receptors (GPCR) 41, 43 and,
109A (Table 2). These GPCR are specific to
short-chain fatty acids (SCFAs) that are products
of the fermentation of dietary fibres by some
symbionts. These SCFAs are acetate, butyrate,
and propionate and by binding to these
receptors, they initiate a cascade of reactions
within the cell.

5. MICROORGANISMS
IMMUNITY

INVOLVED

in the gut has shown to have a profound
influence on models of intestinal diseases as well
as
systemic
immune-mediated
diseases.
According to Grönlund et al. [14] it can contribute
to the colonisation resistance to the enteric
pathogen Salmonella enteritidis which infects
eggs and consequently humans if eggs are eaten
raw or partly cooked. The presence of SFB and
Salmonella enteritidis in the ileal epithelium of
individual villi is mutually exclusive in the sense
that SFB not only compete with pathogenic
microbes for the binding spot on enterocytes by
influencing glycosylation of enterocytes but also
triggers a local response which hinders the ability
of the pathogens to adhere to the epithelium and
elicit their action. It has shown to potently induce
immune responses in mammals [22] by its ability
to produce IgA production as well as TH17
immune responses. For SFB to elicit its
immunologic action, it is necessary for it to bind
to its specific receptors on the intestinal epithelial
cell.
A study conducted by Kuwahara et al. [23]
showed that SFB flagellin protein activates a
signalling pathway in a Toll-like receptor (TLR) 5dependent
manner
expressed
by
the
hi
hi
CD11c CD11b subset of intestinal dendritic
cells. This activation invokes the production of
IgA by stimulating intestinal epithelium cells and
dendritic cells (DCs) to release of B cellactivating factor (BAFF) and A ProliferationInducing Ligand (APRIL) which induces IgAproducing B cells and plasma cells differentiation
of the lamina propria to produce IgA [24]. IgA is
secreted into the intestinal lumen where it alters
the pathogenic microbiota composition and
function. In addition, the binding of the flagellin
protein to TLR 5 also induces the differentiation
and proliferation of T-cell repertoire specifically
the Th17 cells [25] which are pro-inflammatory
cells that play important protective roles against
bacterial and fungal pathogens while at the same
time contribute to autoimmunity [26]. TH17 cells
regulate the gut microbiota community in an IL22- and regenerating islet-derived protein 3γ
(REGIIIγ)-dependent manner [27].

IN

The
human
gut
houses
numerous
microorganisms but only a handful is actively
involved in immunity. It is worthy of note that
these microorganisms do not interact directly
with the host due to an efficient protective barrier
the host's epithelial cell posses preventing the
uncontrolled access of bacteria [19] since they
are foreign to the body. As earlier stated, they
interact by secreting MAMPs that binds to their
specific receptors on the IEC.

5.1 Segmented
(SFB)

Filamentous

Bacteria

Segmented filamentous bacteria (SFB) are
commensal bacteria that were first identified in
the ilea of mammals. They selectively colonise
the ilea shortly before weaning [20]. The first
segment of the microbe possesses a nipple-like
appendage, called a holdfast that projects into
the plasma membrane of the enterocyte, without
actually rupturing or penetrating the host cell wall
[21]. The holdfast is made up of flagellin proteinsa globular protein that forms the filament in
bacteria flagellum-which it secretes as its MAMP
for signalling purpose. The flagellin of SFB as
well as being used for signalling is also used as
adhesins [21] and can penetrate the mucous
layer lining the intestinal epithelium. Its presence

5.2 Bacteroides fragilis Polysaccharides
Bacteroides fragilis is an obligately anaerobic,
Gram-negative, rod-shaped bacterium, whose
primary known environmental reservoir is the
human lower gastrointestinal tract [28]. It was
shown to be involved in carbohydrate
metabolism, which includes the degradation of
dietary polysaccharides and the production of
4
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surface capsular polysaccharides [29]. Its ability
to express multiple polysaccharides has shown
its involvement in enhancing immune responses
[30]. Two of the capsular polysaccharides of B.
fragilis are polysaccharide A (PSA) and B (PSB).
These
polysaccharides
are
zwtterionic
polysaccharides (ZPS) having both positive and
negative charges like peptides. Other ZPSs have
been identified from other bacterial species,
including type 1 Streptococcus pneumoniae
capsular polysaccharide (CP1) and types 5
and 8 Staphylococcus aureus capsular
polysaccharide but of all of the known ZPSs,
PSA is the best characterised. PSA is the
molecular protein used by B. fragilis to elicit its
immunologic action.

diseases, enhance barrier functions, and
stimulate immunity against pathogenic microbes.

5.4 Lactobacilli against Pneumococcal
Infection
Studies by Licciardi et al. [35] showed that
Lactobacilli play a protective role against the
pathogen Streptococcus pneumoniae (the
pneumococcus) which is a predominant cause of
pneumonia, meningitis, and bacteremia. This
pathogen is a leading killer of children under age
5 and is responsible for the deaths of up to 2
million children annually [36]. Experimental data
suggest that lactobacilli can influence the profile
of microbial species in the nasopharynx to
reduce pneumococcal colonisation [37]. This is
achieved
by
preventing
pathogens
(Pneumococci) from attaching to and colonising
the respiratory epithelium by associating with its
specific cell surface receptors (Table 2) thereby
enhancing mucus secretion and the production of
secretory IgA. Lactobacilli interact with
underlying dendritic cells (DCs) which signals the
adaptive immune system to trigger a variety of
effector cell types, including Th1, Th2, and Th17
as well as regulatory T cells and B cells
depending on the local cytokine/chemokine
released to destroy ingested microbes and kill
the infected target cell. Furthermore, lactobacillus
also maintains the epithelial barrier integrity by
up-regulating the expression of specific tight
junction proteins on damaged epithelium as a
result of localised inflammatory responses
following pathogen (pneumococcal) encounter an
invasion.

PSA is capable of activating T cell-dependent
immune responses that can affect both the
development and homeostasis of the host
immune system. Bacteroides fragilis protects
from colitis induced by Helicobacter hepaticus. H.
hepaticus’s action in inducing inflammation is
seen by its ability to induce the production of proinflammatory mediators: IL-17, IL-23, and tumour
necrosis factor (TNF) by stimulating Th17 cell. As
a result of this, functional maturation of Treg cells
in a mammal is facilitated. PSA can proffer
protection from the pro-inflammation of H.
hepaticus by inducing an immuno-regulatory
programme which involves activating a potent
anti-inflammatory mediator: interleukin-10 (IL 10)
in colonic Treg cells. This induction is seen by
PSA’s binding to TLR 2 on CD4+ Tcells. The
balance between the pro-inflammatory Th17 cell
responses to H. hepaticus and the regulatory T
(TReg) cell responses to B. fragilis supports the
control of intestinal inflammation [31].

5.5 Lactobacillus
against
Urogenital
Infections Bacterial vaginosis

5.3 Lactobacilli

Lactobacilli as dominant members of the human
vaginal microbiota play a protective role against
urogenital infections [38]. A study by Reid [38],
showed that it is the byproducts of lactobacillus
metabolism that have an antagonistic effect
against urinary and vaginal pathogens. This
byproducts produced by specific strains of
lactobacilli includes H2O2 (inhibits both Grampositive and Gram-negative organisms), lactic
acid (possess antimicrobial property and helps in
maintaining the pH within 3.5-4.5 thereby not
allowing a conducive environment for the growth
of the pathogenic microbes), bacteriocins (a
ribosomally synthesized antimicrobial peptides
and bactericidal molecule which inhibits growth
of the pathogen), biosurfactants (which inhibit

Lactobacilli are gram-positive rods, primarily
facultative or strict anaerobes [32], and nonsporulating [33]. They occupy a variety of niches
which includes the gastrointestinal tract of
humans and other animals; they line the mucosa
of the mouth and vagina.
Lactobacilli have been shown to elicit innate and
adaptive immune responses in the host. Its ability
to secrete lipoteichoic acid (LTA) as a lactic acid
bacteria aids it to bind to its pattern recognition
receptors (PRR) expressed on immune cells and
many other tissues including the intestinal
epithelium [34]. In vivo lactobacilli have been
successfully used to modulate inflammatory

5
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adhesion of the pathogen to the vaginal
epithelium), and co-aggregation molecules
(which blocks the spread of the pathogens) all
function
to
inhibit
the
pathogen
Gardnerella vaginalis [39]. Falagas et al. [40]
also suggested that oral administration of
different strains of Lactobacilli or its intra-vaginal
administration can increase the numbers of
vaginal lactobacilli, restore the vaginal microbiota
to normal, and cure women of Bacterial vaginosis
(BV).

enhancement in the total numbers of T
cells, NK cells and MHC class II+ cells,
and CD4-CD8+ T cells [42].

5.7 Bifidobacteria
Bifidobacteria are among the prevalent groups of
culturable anaerobic bacteria within the human
and animal gastrointestinal tract, and among the
first to colonize the human GIT, where they are
thought to exert health-promoting actions, such
as protective activities against pathogens via
production of antimicrobial agents (e.g.
bacteriocins) and/or blocking adhesion of
pathogens, and modulation of the immune
response [43]. Studies have shown the crucial
role of the initial intestinal colonisation in the
development of the intestinal immune system,
and bifidobacteria could play a major role in this
process [44].

5.6 Lactobacilli in the Prevention and
Therapeutics of Colorectal Cancer
Lactobacillus is seen to be actively involved in
the prevention and therapeutics of colorectal
cancer (CRC). Its action against CRC is seen via
two mechanisms:
1. By
inducing
inflammation
involving
lipoteichoic acid (LTA) (a zwitterionic
glycolipid found in the cell wall of several
Gram-positive bacterial strains) production
which stimulates T cell to release IL10,
IL12
and
increases
effector
FOXp3+RORyt- Treg cells. LTA can
stimulate DCs through Toll-like receptor 2,
resulting in the release of IL-12 and
regulatory, inflammatory cytokine IL-10
[35]. However, in 2005, [34], showed that
disruption of LTA synthesis resulted in a L.
acidophilus derivative that acts on
intestinal immune cells to augment
production of IL-10 in DCs, suppressed IL12 levels, and significantly lessen the
effect of dextran sulfate sodium- and
high
CD4+CD45RB
T cell-mediated colitis in
mammals. These alterations of cell surface
components of a strain of Lactobacilli
provide a potential strategy for the
treatment of inflammatory intestinal
disorders and cancer therapy.
2. Activation of immunity by immune cells
against the tumour cells, delay the onset of
a tumour or increase the survival rate.
Galdeano et al. [41] analysed the profile of
cytokines induced by some LAB strains
and observed that all Lactobacilli strains
tested showed an increase in TNF-α,
interferon-γ (IFN-γ) and the regulatory
cytokine
IL-10
resulting
to
immunomodulatory and antitumor effects
by suppressing the proliferation of tumour
cells and prolonging survival. The increase
in survival was as a result of an increase in
cellular immunity as reflected by the

In work done by Odile et al. [44], which sort to
understand the effect of Bifidobacterium on the
immune system, the work was aimed at
determining the impact of different strains and
species of Bifidobacterium on the T-helper 1
(TH1)/TH2 balance. They concluded that
Bifidobacterium's capacity to stimulate immunity
is species-specific, but its influence on the
orientation of the immune system is strain
specific. They also stated that while some
species had little or no effect on immunity some
strains were able to induce TH1 and TH2
cytokines at the systemic and intestinal levels.
Other strain induced a TH2 orientation with high
levels of IL-4 and IL-10, both secreted by
splenocytes, and of TGF-β gene expression in
the ileum. While some others induced TH1
orientations with high levels of IFN-γ and TNF-α
splenocyte secretions.
Other studies demonstrated the ability of different
Bifidobacterium strains to activate DCs and to
drive the differentiation of naïve T cells. Report
by López et al. [45] supported the fact that
specific food and commensal bacteria may play a
role in balancing the development of Treg and
Th17 cell compartments in the intestine through
the existence of Treg cells with plasticity to show
an effector function, secreting IL-17, or a
regulatory action, suppressing activation of the
immune system, depending on the environment
and the nature of the stimuli [46]. Suppressing
the activation of the immune system can clearly
be seen when colonisation of the gut by bacteria
such as B. bifidum LMG13195, favours a Treg
polarisation, represents an attractive goal in the
6
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prevention and treatment of inflammatory
diseases characterised by an overreaction of the
immune system, such as autoimmune diseases,
asthma and allergy. Moreover, since Treg cells
may be capable of IL-17 secretion under certain
conditions, adaptive immune responses against
mucosal extracellular pathogens cannot be
impaired [45].

6. PRODUCTION
FATTY ACIDS

OF

production of IL10 a potent anti-inflammatory
molecule. Nicholas and Alexander [52] proved
that Clostridia’s ability to ferment dietary fibres
into SCFAs is responsible for the increase in
Treg cells.
Despite being involved in roles that are beneficial
to their host which includes maximising host
utilization of nutrients, induction of host immune
responses, and promotion of intestinal cell and
mucosal development, evolving data has
suggested that disturbances in this symbiotic
relationship can result to microflora becoming
pathogenic by acquiring virulence factors causing
diverse conditions such as inflammatory bowel
disease, irritable bowel disease, obesity, graftversus-host disease, bacterial translocation
illnesses,
HIV
immunopathogenesis,
and
possibly cancer [53]. Alternatively, bacteria are
foreign to the host; though they can live normally
as symbionts they can as well induce an immune
response against the host cells if they directly
encounter mucosal immune cells [2]. To prevent
direct exposure of immune cells to the gut
microbiota, the bowel wall is coated with a single
layer of epithelial cells that provide an effective
barrier preventing the uncontrolled access of
bacteria to the bowel wall [20] and allowing
symbionts to interact with host immune cells only
via specific receptors on the IEC. If these
protective mechanisms fail, bacteria can
penetrate the bowel wall evoking inflammatory
immune reactions such as those that occur in
patients with inflammatory bowel disease (IBD)
[54].

SHORT-CHAIN

Mammals rely on bacteria to break down
indigestible dietary fibres [1]. These fibres are
fermented by commensal bacteria into Shortchain fatty acids (SCFA) in the colonic lumen
which
includes
acetate,
butyrates
and
propionate. These short chain fatty acids
(SCFA), regulate the size and function of the
colonic Treg pool and protect against colitis in
mammals Furusawa et al. [47] by binding to their
specific G protein-coupled receptor 41, 43 and
GPR109A for propionate, acetate and, butyrate
respectively [48].
These SCFAs have been shown to be important
in the control of allergic airway inflammation. In
the study by Trompette et al. [49], they found that
mice fed a high-fibre diet had increased
circulating levels of SCFAs and were protected
against allergic inflammation in the lung, whereas
a low-fibre diet decreased levels of SCFAs and
increased allergic airway disease. Specifically,
increased levels of SCFAs lead to the enhanced
generation of dendritic cell precursors and
subsequent seeding of the lungs by DCs with
high
phagocytic
capacity,
which
was
accompanied by an impaired ability to promote
Th2 cell effector function [49].

8. CONCLUSION

7. MICROORGANISMS INVOLVED IN
FERMENTATION OF SHORT-CHAIN
FATTY ACIDS

In conclusion, Gut microbiota has proven to be
efficient against pathogen-mediated immune
responses in various disease conditions, their
ability in immunity can be harnessed to combat
diseases of a kind.

7.1 Clostridium

COMPETING INTERESTS

Clostridium is a spore-forming rod-shaped Grampositive obligate anaerobes whose endospores
have a distinct bowling pin or bottle shape. They
inhabit the intestinal tract of animals, including
humans and are also a normal inhabitant of the
healthy lower reproductive tract of women [50].

Authors have
interests exist.

declared

that

no

competing

REFERENCES
1.

It is of such bacteria capable of fermenting
dietary fibres into SCFAs. Studies by Atarashi et
al. [51] showed that clostridium species was able
to enhance Treg cell which increased the

2.

7

Ley RE, Peterson DA., Gordon JI.
Ecological and evolutionary forces shaping
microbial diversity in the human intestine.
2006;124:837–848.
Christoph Becker, Markus F. Neurath,
Stefan Wirtz. The Intestinal Microbiota in

Egwuonwu et al.; AJRB, 3(1): 1-10, 2018; Article no.AJRB.44338

3.

4.

5.

6.

7.

8.

9.

10.

11.

12.

13.

14.

Inflammatory Bowel Disease ILAR J.
2015;56(2):192-204.
Frank DN, Pace NR. Gastrointestinal
microbiology enters the metagenomics
era. Curr Opin Gastroentero. 2008;24:410.
Yang X, Xie L, Li Y, Wei C. More than
9,000,000 unique genes in human gut
bacterial community: Estimating gene
numbers inside a human body. PLoS
2009;4:6074.
Purchiaroni F, Tortora A, Gabrielli M,
Bertucci F, Gigante G, Ianiro G, Ojetti V,
Scarpellini E, Gasbarrini A. The role of
intestinal microbiota and the immune
system, European Review for Medical and
Pharmacological Sciences. 2013;17:323333.
Marchesi J,and Shanahan F. The normal
intestinal microbiota. Curr Opin Infect Dis
2007;20:508–513.
Skivka LM. Immunomodulatory properties
of the human intestinal microbiota and
prospects for the use of probiotics for
prophylaxis and correction of inflammatory
processes. Biotechnologia Acta. 2015;
8(3):28-44.
Boroni Moreira AP, de Cássia Gonçalves
AR. The influence of endotoxemia on the
molecular
mechanisms
of
insulin
resistance. Nutr. Hosp. 2012;27(2):382–
390.
Chen X, D’Souza R, Hong ST. The role of
gut microbiota in the gut-brain axis: current
challenges and perspectives. Prot. Cell.
2013;4(6):403–414.
Chow J, Lee SM, Shen Y, Khosravi A,
Mazmanian SK. Host-bacterial symbiosis
in health and disease. Adv. Immunol., V.
2010;107:243–274.
Tiihonen K, Ouwehand AC, Rautonen N.
Human intestinal microbiota and healthy
ageing. Ageing Res. Rev. 2010;9:107-116.
Penders J, Thijs C, Vink C, Stelma FF,
Snijders B, Kummeling I, van den Brandt
PA, Stobberingh EE. Factors influencing
the composition of the intestinal microbiota
in early infancy. Pediatrics. 2006;118:511–
521.
Sebastien M, Christele GL, Francoise LV,
Gilles PY, Marie-France LC. Development
of intestinal microbiota in infants and its
impact on health, Trends in Microbiology.
2013;1–7.
Grönlund
Minna-Maija,
Łukasz
Grześkowiak, Erika Isolauri, Seppo
Salminen. Inﬂuence of mother’s intestinal

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

8

microbiota on gut colonization in the infant.
Gut Microbes. 2011;2:227–233.
Biasucci G. Mode of delivery affects the
bacterial community in the newborn gut.
Early Hum. Dev. 2010;86(1):13–15
Dominguez-Bello MG. Delivery mode
shapes the acquisition and structure of the
initial microbiota across multiple body
habitats in newborns. Proc. Natl. Acad.
Sci. 2010;107:11971–11975.
Fernandez L. The human milk microbiota:
Origin and potential roles in health and
disease. Pharmacol Res; 2012.
Harmsen HJ. Analysis of intestinal ﬂora
development in breast-fed and formula-fed
infants by using molecular identiﬁcation
and detection methods. J. Pediatr.
Gastroenterol. Nutr. 2012;30:61–67.
Goto Y, and Kiyono H. Epithelial barrier:
an interface for the cross-communication
between gut flora and immune system.
Immunol Rev. 2012;245:147–163.
Jiang HQ, Bos NA, Cebra JJ. Timing,
localization,
and
persistence
of
colonization by segmented filamentous
bacteria in the neonatal mouse gut depend
on immune status of mothers and pups.
Infect Immun. 2001;69:3611–3617.
Sczesnak A, Segata N, Qin X, Gevers D,
Petrosino JF, Huttenhower C, Littman DR,
and Ivanov II. The genome of Th17 cellinducing segmented filamentous bacteria
reveals
extensive
auxotrophy
and
adaptations to the intestinal environment.
Cell Host Microbe. 2011;10:260–272.
Ivanov II, Littman DR. Segmented
filamentous bacteria take the stage.
Mucosal Immunology. 2010;3(3):209–212.
Kuwahara T, Ogura Y, Oshima K,
Kurokawa K, Ooka T, Hirakawa H, Itoh T,
Nakayama IH, Ichimura M, Itoh K, Ishifune
C, Maekawa Y, Yasutomo K, Hattori M,
Hayashi T. The lifestyle of the segmented
filamentous bacterium: A nonculturable
gut-associated immunostimulating microbe
inferred by whole-genome sequencing.
DNA Res. 2011;18:291–303.
Nobuhiko K, Sang-Uk S, Grace YC,
Gabriel N. Role of the gut microbiota in
immunity and inflammatory disease.
Nature Reviews Immunology. 2013;13:321
-335.
Uematsu S, Fujimoto K, Jang MH, Yang
BG, Jung YJ, Nishiyama M, Sato S,
Tsujimura T, Yamamoto M, Yokota Y,
Kiyono H, Miyasaka M, Ishii KJ, Akira S.
Regulation of humoral and cellular gut

Egwuonwu et al.; AJRB, 3(1): 1-10, 2018; Article no.AJRB.44338

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

immunity by lamina propria dendritic cells
expressing Toll-like receptor 5. Nat
Immunol. 2008;9:769–776.
Ivanov II. Mechanisms of mucosal Th17
Cell induction by segmented filamentous
bacteria national institute of Health; 2015.
Keilbaugh SA, Shin ME, Banchereau RF,
McVay LD, Boyko N, Artis D, Cebra JJ,
Wu GD. Activation of RegIIIβ/γ and
interferon γ expression in the intestinal
tract of SCID mice: an innate response to
bacterial colonisation of the gut. Gut.
2005;54:623–629.
Kuwahara T, Yamashita A, Hirakawa H.
Genomic analysis of Bacteroides fragilis
reveals
extensive
DNA
inversions
regulating cell surface adaptation. Proc.
Natl. Acad. Sci. 2004;101(41):14919–24.
Wexler HM. Bacteroides: The good, the
bad, and the nitty-gritty. Clin Microbiol Rev.
2007;20:593–621.
Mazmanian SK, Liu CH, Tzianabos AO,
Kasper
DL.
An
immunomodulatory
molecule of symbiotic bacteria directs
maturation of the host immune system.
Cell. 2005;122:107–118.
June L, Round S, Mazmanian K. The gut
microbiota shapes intestinal immune
responses during health and disease
Nature Reviews. 2009;9:313-323.
Marelli GE, Papaleo AF. Lactobacilli for
prevention of urogenital infections: A
review. European Review for Medical and
Pharmacological Sciences. 2004;8:87-95.
Claesson MJ, van Sinderen D, O'Toole
PW. The genus Lactobacillus- A genomic
basis for understanding its diversity. FEMS
Microbiol Lett. 2007;269(1):22-28.
Mohamadzadeh M, Olson S, Kalina WV,
Ruthel G, Demmin GL, Warfield KL, Bavari
S, Klaenhammer TR. Lactobacilli activate
human dendritic cells that skew T cells
toward T helper 1 polarization. Proc Natl
Acad Sci. 2005;102:2880-2885.
Licciardi PV, Toh ZQ, Dunne E, Wong SS,
Mulholland EK, Tang M. Protecting against
pneumococcal
disease:
Critical
interactions between probiotics and the
Airway Microbiome. PLoS Pathog. 2012;
8(6):14364.
O'Brien KL, Wolfson LJ, Watt JP, Henkle
E, and Deloria-Knoll M. Burden of disease
caused by Streptococcus pneumoniae
in children younger than 5 years:
Global estimates. Lancet. 2009;374:893–
902.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

9

Medina M. Villena J. Salva S. Vintini E.
Langella P. Nasal administration of
Lactococcus lactis improves local and
systemic immune responses against
Streptococcus
pneumoniae.
Microbiol
Immunol. 2008;52:399–409
Reid G. Probiotic agents to protect the
urogenital tract against infection. Am J Clin
Nutr. 2001;73:437S-443S.
Bhattacharya MK, Das PS, Upadhyay H,
Pal K, Das LS. Effect of certain abiotic
factors on growth and antibacterial activity
of vaginal Lactobacilli Int. J. Curr.
Microbiol. App. Sci. 2015;4(1):359-363.
Falagas ME, Betsi GI, Athanasiou S.
Probiotics for the treatment of women with
bacterial vaginosis. Clin Microbiol Infect.
2007;13(7):657-664.
Galdeano CM, de Moreno LA, Vinderola G,
Bonet ME, Perdigón G. Proposed model:
Mechanisms
of
immunomodulation
induced by probiotic bacteria. Clin Vaccine
Immunol. 2007;14:485-492.
Li Zhong, Xufei Zhang, Mihai Covasa.
Emerging roles of lactic acid bacteria in
protection against colorectal cancer. World
J Gastroenterol. 2014;20(24):7878-7886.
Rastall RA, Gibson GR, Gill HS, Guarner
F, Klaenhammer TR, Pot B, Reid G,
Rowland IR, and Sanders ME. Modulation
of the microbial ecology of the human
colon by probiotics, prebiotics and
synbiotics to enhance human health: An
overview of enabling science and potential
applications. FEMS Microbiol Ecol. 2005;
52:145–152.
Odile Ménard, Marie-José Butel, Valérie
Gaboriau-Routhiau, Anne-Judith WaligoraDupriet. Gnotobiotic mouse immune
response induced by Bifidobacterium sp.
Strains Isolated from Infants Appl. Environ.
Microbiol. 2008;74(3):660-666.
López
P,
González-Rodríguez
I,
Gueimonde M, Margolles A, Suárez A.
Immune response to Bifidobacterium
bifidum
strains
support
Treg/Th17
Plasticity. PLoS ONE. 2011;6(9).
Ivanov II, Frutos RL, Manel N, Yoshinaga
K, Rifkin DB. Specific microbiota direct the
differentiation of IL-17-producing T-helper
cells in the mucosa of the small intestine.
Cell Host Microbe. 2008;4:337–349.
Furusawa Y, Yuuki O, Shinji F, Takaho AE,
Gaku N, Daisuke T, Yumiko N, Chikako U,
Keiko K, Tamotsu K, Masumi T, Noriko NF,
Shinnosuke M, Eiji M, Shingo H, Koji A,
Satoshi O, Yumiko F, Trevor L, Julie MC,

Egwuonwu et al.; AJRB, 3(1): 1-10, 2018; Article no.AJRB.44338

David LT, Masaru T, Shohei H, Osamu O,
Seiko N, Koji H, Sangwan K, Joëlle VF,
Tatsuya M. Commensal microbe-derived
Paul W, Satoshi U, Kouji M, Hiroshi O,
butyrate induces the differentiation of
Bernat O, Shimon S, Tadatsugu T,
colonic regulatory T cells. Nature. 2013;
Hidetoshi M, Masahira H, Kenya H.
504:446–450.
Treg induction by a rationally selected
48. Valerie J, Laurence M, David D. The
mixture of Clostridia strains from the
impact of diet on asthma and allergic
human microbiota. Nature. 2013;500:232diseases. Nature Reviews Immunology.
236.
2015;15:308–322.
52. Nicholas A, Alexander YR. Microbial
49. Trompette A, Eva SG, Koshika Y, Anke
metabolites control gut inflammatory
KS, Norbert S, Catherine NB, Carine B,
responses: Current Issue. 2014;111(6):
Tobias J, Laurent PN, Nicola LH, Benjamin
2058–2059.
JM. Gut microbiota metabolism of dietary 53. Rabizadeh S, Sears C. New horizons
fiber influences allergic airway disease and
for the infectious diseases specialist:
hematopoiesis Nature Medicine. 2014;20:
How gut microflora promote health and
159–16.
disease. Curr Infect Dis Rep. 2008;
50. Hoffman B. Williams gynecology (2nd ed.).
10(2):92–98.
New York: McGraw-Hill Medical. 2012;65.
54. Cario E. Commensal-innate immune
51. Atarashi K, Takeshi T, Kenshiro O, Wataru
miscommunication in IBD pathogenesis.
S, Yuji N, Hiroyoshi N, Shinji F, Takuro S,
Digestive Diseases. 2012;30:334–340.
_________________________________________________________________________________
© 2018 Egwuonwu et al.; This is an Open Access article distributed under the terms of the Creative Commons Attribution
License (http://creativecommons.org/licenses/by/4.0), which permits unrestricted use, distribution, and reproduction in any
medium, provided the original work is properly cited.

Peer-review history:
The peer review history for this paper can be accessed here:
http://www.sciencedomain.org/review-history/26670

10

