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ABSTRACT

Liferatur

found souce of bnowledge

Obesity and associated adverse metabolic disorders have become the prevalent health issues of our times. This awareness led to

assess if there could be other factors involved in the development of obesity, in addition to a prolonged imbalance of energy intake and

energy expenditure, related to lifestyle, or a contribution of genetic variability. The relatively recent discovery that the composition and the

metabolic function of the gut microbiota affect obesity development has led to a great interest in what is now a challenging research field.

Here we will report the current knowledge in terms of the development, distribution and tasks of the intestinal microbiota. Then we will

review the literature about the association between intestinal microbiota and obesity, focusing on different population subgroups. Finally,

we would point out some items for which gut microbes determine the development of obesity and other associated chronic conditions.

INTRODUCTION

Obesity has become one of the most prevalent health issues of
our time. In 2008 the World Health Organization (WHO) estimated
that 35% of adults aged 20+ were overweight (BMI > 25 kg/m2) (34%
of men and 35% of women). The worldwide prevalence of obesity
has more than doubled in 30 years: in 2008, 10% of men and 14%
of women in the world were obese (BMI =30 kg/m2). Worldwide an
estimated 205 million men and 297 million women over the age of
20 were obese - a total of more than half a billion adults. At least
2.8 million people die each year as a result of being overweight or
obese: overweight and obesity lead to adverse metabolic effects on
blood pressure, cholesterol, triglycerides and insulin resistance, but
also on risk of coronary heart disease, ischemic stroke, type 2 diabetes
mellitus, as well of cancer [1].

Obesity results from an imbalance between energy intake
and expenditure and, obviously, lifestyle changes have driven its
prevalence to epidemic proportions. At the same time heritability
studies provide evidence for a considerable genetic contribution
to obesity risk [2,3]. Throughout, 32 loci are associated with BMI
at genome-wide significance [4], but the combined effect of their
associated variants on BMI is modest, accounting for only 6%-11%
of the genetic variation in BMI [4]. While genetic factors clearly
contribute to determine body weight, and hence to the development
and maintenance of obesity, the dramatic rise in obesity prevalence
over the past decades has, appropriately, turned attention towards
other aspects of environment.

Recently, microbial changes in the human gut was proposed to
be another possible cause of obesity [5,99]: the twinned observations
that obesity may be associated with gut microbiome configuration
in humans [6] and that obesity phenotypes can be transmitted via
the gut microbiota in rodent models of obesity [7] have focused
attention on the role of the gut microbiome in the development of
obesity. Intriguingly, the microbiome shares properties with both
the environment (it is an close part of the human environment)
and genes (it is heritable and contains genetic material) [8]. Indeed,
some haveproposed that this microbial genetic material effectively
represents an extension of our genome - a “meta-genome”[9]. Hence
the gut microbiome represents a forceful candidate as important
contributor to the current increase in obesity rates, and accumulating
evidences support this role.

Here we will report the current knowledge in terms of the
development, distribution and tasks of the intestinal microbiota.
Then, we will review the literature about the association between
intestinal microbiota and obesity, focusing on different population
subgroups. Finally, we would point out some items for which gut
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microbes determine the development of obesity and other associated
chronic conditions.

Historical and current perspectives

The interplay between diet, gut flora (currently termed
“microbiota”) and human health has been appreciated for over
a century. Acceptance of the germ theory of disease led to early
attribution of a number of human disorder to microbial sources,
including conditions that succeeding generations of physicians have
considered to be non-infectious. An initial proponent of such theories,
now claimed as the father of probiotics, was the immunologist Elie
Metchnikoff. In his 1907 article, “Essaisoptimistes” (published in
translation as “The Prolongation of Life: Optimistic Studies”) [10],
Metchnikoff proposed microbial origins for senility and hypothesized
that products of intestinal putrefaction by microbes were responsible.
He observed a positive health effects of consuming fermented food,
which could provide to avoid such putrefaction and senility.

Study about interactions between the gut flora and organism
biology over the past century has demonstrated the influence of the
former on numerous extra-intestinal phenotypes. The exhaustive
description of human microbiota and their relationship with health
and disease are major challenges in the twenty-first century [11]. In
recent years it has found a growing interest, by scientists, for this
topic, so that the number of annual publications related to human gut
microbiota is almost 4 times greater than in 2005, when Eckburg et
al. [12] published the seminal large scale gut metagenomic study [13].

The gut microbiota is the most complex ecosystem in nature:
it harbors large bacterial populations in the intestine and colon,
approximately 1011-12 microorganisms per gram of content, and
this is composed of mainly anaerobes (95% of the total organisms).
First studies of the gut microbiota com-position was based on
microscopic observation and culture methods, and the predominant
cultivable species that were identified included Bacteroidesspp.,
Eubacteriumspp., Bifidobacterium spp., Peptostreptoccocusspp.,
Fusobacterium spp., Ruminococcusspp., Clostridium spp. and
Lactobacillus spp. [14]. The first 16S rRNA study of the human gut
microbiome was performed in 1996, with only 1 subject studied
(only 31% of identified rRNAs was mapped to known species) [15].
In 2006, Gill et al. performed the first metagenomic sequencing of
the human distal gut microbiome, revealing microbial genomic and
genetic diversity and indentifying some of the distinctive functional
and metabolic attributes encoded in distal gut microbiome (in their
report, only 2 individuals underwent sequencing) [16]. The first,
large-scale, 16S rDNA sequencing analysis of the gut microbiota by
Eckburg et al. [12] revealed a high inter-individual variability at the
species taxo-nomic level.
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Nowadays DNA-based analyses have expanded the horizon
of our knowledge, by generating enormous new data sets that can
be extracted for information on the composition and functional
properties of vastly greater numbers of microbial communities. In
these assumption, US National Institutes of Health (NIH) founded
Human Microbiome Project (HMP) Consortium. HMP is a
conceptual and experimental extension of Human Genome Project,
and it is not a single project [11,17], but an interdisciplinary effort
consisting of multiple projects, which collects scientific experts
worldwide to explore microbial communities, to characterize the
composition of the normal microbiome and the relationship with its
human host. HMP, but also other large-scale endeavors (as European
Project, Metahit [19]) provide a preliminary understanding of the
biology and medical implication of the human microbiota and its
collective genes (metagenome). During assessments of microbial
genes, the presence of a human “core” microbiome was showed,
which is represented by a set of genes present in a given habitat of
all, or at least a large part, of the humans. On this core all those genes
that are present in a limited habitat and in a smaller set of humans are
inserted, and they can be modified by a combination of factors, such
as the host genotype, the physiological state (including the properties
of the immune system), the disease state, the lifestyle (including diet),
the presence of transient microorganism population. This “core”
microbiome is not a set of abundant microbial organisms that we
all share, but it exist at the level of shared components involved in
various metabolic functions [6]. All these findings justify the high
inter-individual variability of the human microbiome [19,20].

The gut environment: development and assessment

The gut microbiota can be classified into three domains based
on molecular phylogeny (i.e., 16S ribosomal Ribo Nucleic Acid
[FRNA] sequence similarities and differences): Eukarya, Bacteria,
and Archaea. Eukarya consists of organisms with cells that contain
complex structures enclosed within membranes, most notably the
nucleus. In contrast, Bacteria are the predominant members of
the gut microbiota (Table 1). Most of the bacteria of fecal origin
belong to two of the major phylogenetic lineages: Firmicutes and
Bacteroidetes(accounting about 90%), even if the gastrointestinal
tract in an individual adult human has been estimated to contain
approximately 500 to 1000 distinct bacterial species [5,12,16]. Rather
Methano brevibactersmithii is the dominant, methanogenic archaeon
species in the human gut microbiota [12].

Most of the intestinal microbial communities belongs to the
kingdom of Bacteria and Archaea. The first one, most numerous in
the intestinal tract, includes many subclasses, otherwise distributed:
Bacteroidetes (23%) that comprise the genus Bacteroides, Firmicutes
(64%) that includes Bacilli, Clostridia and Mollicutes (the majority
of cells in this phylum were closely related to genus Streptococcus
and Clostridium); Proteobacteria (8%), Gram-negative bacteria such
example Escherichia coli and Helicobacter pylori; Fusobacteria,
Verrucomicrobiaand Actinobacteria (3%), which includes species
such as Bifidobacterium [21,22]. Bacteroidetesare constituted by
approximately 20 genera, Bacteroidalesis the most studied class, in
particular the genus Bacteroides.

Firmicutesare Gram-positive bacteria, including 250 kinds
divided into three classes: Clostridia, Bacilli and Mollicutes [Table 1].

Infancy is characterized by microbial plasticity, whereby the
colonization by microbes can change among the time. The colonization
of the gastrointestinal tract begins at birth and it changes, in a variable
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way from individual to individual [27], substantially at three stage
of life: from birth to weaning; from weaning to attaining a normal
diet; during old age. At birth, human are essentially free of bacteria,
but immediately after birth the intestine begins to be populated by a
series of microorganisms that vary, both for the effect of exogenous
and endogenous factors (mother’s vaginal and fecal microbiota,
environment, skin). It was shown that the birth via Caesarean section
alters the intestinal microbiome and can be associated with obesity
in childhood and adulthood [100]. During the first 12-24 hours of
extra-uterine life, gut colonists are especially facultative anaerobic
bacteria such as Escherichia coli, Enterococci and Streptococci [23].
Subsequently, the second to third day, these bacteria, maybe by
reduction of the redox potential (low oxygen concentration), create
anaerobic condition that promote the growth of obligate anaerobes
(Lactobacilli and mainly Bifidobacteria). Within 2 weeks the bacterial
population expands from 108 to 1010/ g of feces and establish
themselves as a species Bacteroidesand Clostridia. In a observational
study to investigate the relationship between intestinal microflora
and body mass index, Vael et al. [25] found that in the first 3 years of
life the Bacteroidesfragilisconcentration continued to increase from
the age of 3 weeks until the age of 1 year, instead the populations
of Staphylococcus, Lactobacillus, Bifidobacterium, Clostridium
decrease from week 3 to week 26 and remained stable until week 52.

A determinant element in developing the gut flora is definitely
the infant feeding: some studies have shown the different qualitative
composition of the bacterial flora in breastfed subject compared to a
artificially fed one. In breast fed infants, for example, Bifido bacterium
prevail (60-90% of the fecal flora) compared to a less 1% value of
lactic acid bacteria. At the same time occurs a decrease in pH and
inhibition of putrefactive flora to the advantage of fermenting. This
improves digestive functions and absorption is stimulated immune
system and, together with the production of vitamins, reducesthe risk
of contracting allergies [24,26]. After the first six months of life, with
the beginning of the weaning period, the diversification of the diet
and the introduction of solid foods, there is a further differentiation
of micro organisms, which are enriched in species even present
in adults [27], in particular these belonging to Firmicutes and
Bacteroidetes[26]. In the first year of life the levels of Escherichia
coli and Enterococci fluctuate between 106 and 108 CFU / g of feces,
while there is a decrease in Clostridia and an increase in anaerobic
flora which gradually to diversify. The initial colonization is certainly
important for defining the bacterial flora in the final adult age, in
fact, once constituted, it remains stable with the exception of possible
variations following of several factors of different nature such as a
change in eating habits or the onset of diseases. While Hopkins et
al. [28] found the occurrence, in children between 1 and 7 years of
age, of higher numbers of Enterobacteriathan adults, a large-scale
German study [29] noticed that total CFU and individual microbial
species were highest during the first year of life, decreased within the
first 2 years, and then stabilized for the remaining childhood (until
18 years of age). About adolescent children, comparison of intestinal
microbiota composition between adolescents and adults revealed a
statistically significantly higher abundance of genera Bifidobacterium
and Clostridium among first group [30].

A decline in microbiota numbers and species diversity has been
reported in old age [31], with reduced number of bifidobacteria, and
an increase in Enterobacteriaceae[32]. Bacteroidetesbecome more
abundant and Firmicutesless abundant in elderly adults [33,34].
In institutionalized elderly subjects, Zwielehner et al. [34] found a
significantly higher numbers of Bacteroidescells than young control,
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Table 1: Main bacteria and Archaea in the human gut microbiota.
Domain Phylum Class Order Family Genus
Bacteria Bacteroidetes Bacteroidia Bacteroidales Bacteroidacee Bacteroides
Prevotellacee Prevotella
Xylanibacter
Rikenellacee Rikenella
Firmicutes Clostridia Clostridiales Clostridiacee Clostridium
Ruminococcae Faecalibacterium
Ruminococcus
Peptostreptococcae Peptostreptococcus
Fusibacter
Eubacteriacee Eubacterium
Veillonellacee Veillonella
Lachnospiraceae Roseburia
Bacilli Bacillales Bacillaceae Bacillus
Lysteriaceae Lysteria
Staphylococcaceae Staphylococcus
Pasteuriaceae Pasteuria
Lactobacillales Lactobacillaceae Lactobacillus
Enterococcaceae Enterococcus
Streptococcaceae Streptococcus
Actinobacteria Actinobacteria Bifidobacteriales Bifidobacteriaceae Bifidobacterium
Gardnerella
Actinomycetales Actinomycetaceae Actynomices
Proteobacteria Deltaproteobacteria Desulfobacteriales Desulfobulbaceae Desulfovibrio
Gammaproteobacteria Enterobacteriales Enterobacteriaceae Escherichia
Enterobacter
Klebsiella
Proteus
Epsilonproteobacteria Campylobacteriales Campylobacteriaceae Campylobacter
Helycobacteriaceae Helycobacter
Fusobacteria Fusobacteria Fusobacteriales Fusobacteriaceae Fusobacterium
Verrucomicrobia Verrucomicrobiae Verrucomicrobiales Verrucomicrobiaceae Verrucomicrobium
Synergistetes Synergistia Synergistales Synergistaceae Synergistes
Spirochaetes Spirochaetes Spirochaetales Spirochaetaceae Spirochaeta
Treponema
Cyanobacteria Cyanobacteria
Archaea Euryarchaeota Methanobacteria Methanobacteriales Methanobacteriaceae Methanobrevibacter
Methanobacterium
Methanosphaera

with areduction and loss of diversity of Bifidobacteria and Clostridium
cluster IV associated with age. Instead Claesson et al. [35] observed
a clear shift to a more Clostridium cluster IV-dominated community
in the elderly.

Microbial composition and distribution

Another interesting point is that the human intestinal microbiota
differs in quality along the entire gastrointestinal tract [22]. These
differences add a horizontal stratification, with the presence ofdiverse
microbial communities in the lumen intestinal, in the layer of mucus
in the crypts and directly adherent to the epithelial cells.

number increases progressively along the intestinal tract as the
redox potential drops. The microbiota of jejunum appears dominated
from species belonging to the genus Streptococcus [22], but only at the
ileo- cecal level, there is a significant population of bacteria (108-109/
g of feces). At the level of the small intestine is enriched of subgroup
Bacillus bacteria (the phylum Firmicutes) (mainly Streptococcaceae,
corresponding to 23% of the sequences identified compared with 5%
in the colon). It was also found up to 8% corresponding to members
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of the phylum Actino bacteria and, in particular, of subgroups
Actinomycinaeae and Corynebacteriaceae. In the small intestine a
small percentage Bacteroidetes and Lachnospiraceae was identified,
contrary to what was observed at the colon level [21]. Distal ileum
and large intestine are the gastrointestinal tracts with the highest
number of bacteria and the increased microbial diversity (1011-
1012/mL of luminal contents). The most part is composed from
strictly anaerobic, often non-spore-forming, mainly Gram-positive
(Bacteroidesand Clostridium), in addition to facultative anaerobes
such as Lactobacillus, Enterococcus and Enterobacteriaceae [22,36].
Motility stagnant with retropulsive contractions, which allows to
retain the content for long periods, and the pH buffered by secretions
of bicarbonate, make the environment more favorable to the
colonization of the large intestine by bacteria.

The composition of the gut microbiota in relation to
obesity

The finding that the gut microbiota could be considered as
environmental factor that modulates obesity has spurred studies to
test if gut microbial communities are altered in obese status. The
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possible existence of a link between obesity and the gut microbiota
became apparent upon the application of DNA sequencing methods
on a large scale to facilitate the analysis of the whole gutfrom
16s rRNA gene sequencing revealed that the two most abundant
bacterial division in mice were the phylum Firmicutes (60-80%) and
the phylum Bacteroidetes (20-40%), and that the ob/ob mice had a
difference proportion of bacteria in the ceca compared to lean wild-
type (+/+) or heterozygous (ob/+) mice. Particularly, they had a
50% reduction in the abundance of Bacteroidetes and proportional
increase in Firmicutes (p<0.05). These changes were division-wide
(there were no specific subgroup that were preferentially lost or
amplified) [37].

Turnbaugh et al. [7] continued this line of studies and published
a study using an alternative technique, i.e. shotgun metagenomic
sequencing of cecal microbial DNA of mice (ob/ob, ob/+ and +/+).
This paper again highlighted an increased ratio of Firmicutes to
Bacteroidetesin obese mice compared to lean ones. It was also noted
that ob/obmice had an higher proportion of Archaea in the cecal gut
microbial communities. They also showed ad enrichment in genes
involved in energy extraction from food in the obese host microbiome
compared to lean host microbiome, with a greater energy extraction
efficiency, less energy left over in feces and greater levels of Short-
Chain Fatty Acids (SCFAs), as shown in a section below.

In the following years, the mice, but also pigs, have been
extensively used for research on the role of gut microbiota in obesity,
even if, in contrast to study performed in humans, studies conducted
in animals tend to have less variable outcome. Studies in rats and
pigs have reported lower abundance of Bacteroidetesassociated
with obesity [38-44]. Some studies have associated the mice obese
phenotype with specific bacteria (Halomonasand Sphingomonas)
and the reduction in the Bifidobacterianumber [45], other ones have
studied canine microbiota experiencing an increase in Clostridialesin
ad libitum feeding dogs [46].

The question of whether or not a microbial community can
predispose a host to weight gain or loss has been transposed in
humans. Several studies comparing different cohorts of obese and
leanindividuals have been performed, but the results of these studies
have not achieved the same conclusions (Table 2).

a- Bacteria species and obesity: Firstly, many studies
tried to identify how the levels of the major phyla (Bacteroidetes
and Firmicutes) change in relation to obesity or weight loss. Ley et
al. [5], in a pioneering study that linked gut microbiota and obesity
in humans, compared the gut flora of lean and obese individuals,
through 16s rRNA sequencing of DNA extracted from fecal samples.
They found that Bacteroidetes and Firmicutesdivision dominated the
microbiota (92.6% of all 16s rRNA sequences), but obese individuals
possessed a lower proportion of Bacteroidetes (p<0.001) and higher
levels of Firmicutes (p=0.002) than lean controls, confirming the
results established in previous murine studies [37]. After diet therapy
the relative abundance of Bacteroidetes increased and the abundance
of Firmicutesdecreased, irrespective of diet type.

In 2009 Armougom et al. [47] assessed the gut microbiota of
obese, lean and patient suffering from anorexia nervosa, using real-
time PCR assay: the study found a significantly reduced levels of
Bacteroidetesin obese versus lean (p<0.01) or anorexic (p<0.05)
subjects, whereas Firmicutesdata are similar in the three categories.
Intriguingly, the obese group had also a bacterial profile rich in
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Lactobacillus (not significant differences).

To confirm reported gut alterations and investigate also whether
specific bacterial species, like Lactobacillus or Bifidobacterium
species, are associated with obesity, in 2012 Million et al. [48], in a
large case-control study that used part of patients of the above cited
paper, analyzed the intestinal microbiota, not only at the phylum
level, but also of Lactobacillus and Bifidobacterium genera at species
level. Bacteroidetes was found in not significant lower concentration
in obese (p=0.25). The result newly reported that there are species-
specific variations of Lactobacillus in obesity: L. paracaseiwas
significantly associated with lean status, whereas L. reuteriand L.
Gasseri were significantly associated with obesity, since confirmed in
a subsequent study [49].

Zuo et al. [50] analyzed the composition of cultivable bacteria in
obese individuals and their normal-weight counterparts: quantitative
bacterial studies demonstrated that the amount of Bacteroides (the
major Bacteroidetesgenus) and of Clostridium perfringens was
significantly lower in the obese group than in normal-weight one
(p=0.012 and p=0.001 respectively).

Other studies supported the findings of a opposite Firmicutes/
Bacteroidetesratio. In 2008 Zhang et al. [51], using 16S rDNA
pyrosequencing technology, compared microbial community
structures of 9 individuals, 3 of each categories of normal weight,
morbidly obese and post-gastric-bypass surgery. The results indicated
that H2-producing Prevotellaceae, within the class of Bacteroidetes,
were significantly enriched in obese individuals compared to lean
controls (p=0.040), even if the difference in the relative abundance of
Bacteroidetes was not significant between the two groups (p=0.061).
This study used a very small population, but it has allowed to assert
a link with energy homeostasis in humans, justifying the greater
capacity to energy harvest from obese subjects.

The debate regarding the possible difference in Bacteroidetes
and Firmicutes proportion in obese subjects continued with the
study of Schwiertz et al. [52], who found that the median proportion
of Bacteroidetes of the total sum of studied species was higher in
overweight and obese than in lean volunteers (p=0.001 and p=0.006
respectively). In addition, both overweight and obese subjects
exhibits lower cell numbers of Ruminococcus flave faciens sub
group, belonging to bacterial division of Firmicutes. On the whole,
a lower ratio Firmicutes/Bacteroidetes was detected. Actually, the
methodology was objectionable because the Bacteroidetes proportion
was obtained by summing Bacteroides and Prevotellagenera. The
study revealed also lower levels of Clostridium leptum group (p=0.07)
and of the Bifidobacterium genus (p=0.02).

Finally, some studies have found no association between intestinal
microbiota and changes in body weight. Duncan et al. [53] could not
found any relationship between BMI or absolute weight loss, and the
relative populations of the major groups of human colonic bacteria,
including Bacteroidetes, between obese and non-obese subjects: they
hypothesized that the proportion of Bacteroidetes and Firmicutes,
at least at the phylum level, have not a key function in determining
human obesity. Nevertheless they found a significant diet-dependent
reduction in Eubacteriumrectale/C.coccoideslevels, a group of
butyrate-producing Firmicutes, in obese subjects on weight loss diet.

The composition of the gut microbiota of both African Americans
and Caucasian Americans was investigated by Mai et al. [54]: both
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Table 2: Gut microbial population and obesity: relationship, causality and effects in human studies.

Source Study subjects Comparison No. of subjects Method Community Major findings
measured
Ley Human adults Obese vs controls |12 obese 2 normal- | 16s rRNA Bacteroidetes Significantly reduced level of Bacteroidetes
et al., 2006 [5] weight sequencing Firmicutes in obese subjects.
Collado Pregnant women | Obese vs 18 overweight FCM-FISH Bacteroides High numbers of Bacteroides group and
et al, 2008 lean pregnants 36 normal weight gPCR Bifidobacteria S.aureus in the overweight pregnant
[81] pregnant women Staphylococcus women
aureus
Zhang Human adults Obese vs control 3 normal weight 3 16s Firmicutes More Bacteroidetes in obese subjects
et al, 2008 vs after RYGB obese Pyrosequencing | Bacteroidetes (not significant). Prevotellacee (phylum
[51] 3 post-gastric bypass qPCR Proteobacteria Bacteroidetes) and Coriobacteriacee
Actinobacteria (phylum Actinobacteria) increased
Fusobacteria in obese. Significant increase in
Verrucomicrobia Methanobacteriales in obese subjects.
Kalliomaki Children Overweight/ 25 overweight FISH Bifidobacteria Lower number of bifidobacteria and
et al, 2008 Obese children (7 obese) Lactobacilli greaternumber of
[69] Normal children 24 normal weight Clostridia S. aureus predict Obese/Overweight
at7y Staphylococcus phenotype
aureus
Duncan Human male Obese vs 15 obese FISH Bacteroides No differences in Bacteroides level in
et al, 2008 normal weight 14 lean Firmicutes obese and normal weight subjects.
[53] E.rectale/ Significant diet-dependent reduction in
C.coccoides Eubacterium rectale/C.coccoides (phylum
Firmicutes) levels in obese subjects
Turnbaugh Human twins Obese and 154 subjectes 16s Bacteroidetes Significantly reduced levels of
et al., 2009 normal twins, (31 monozygotic twin |pyrosequencing | Firmicutes Bacteroidetes in obeses and increased
[6] mothers pairs, V2 and V6 Proteobacteria level of Actinobacteria. Nearly half
23 dizygotic twin variable region | Actinobacteria of the lean-enriched genes are from
pairs, 46 mothers) Bacteroidetes.
Armougom et | Human adults Anorexic, 20 normal gPCR Lactobacillus Significantly reduced
al, 2009 normal weight weight 20 obese 9 M. smithii levels of Bacteroidetes in obese subjects
[47] and obese anorexic Bacteroidetes versus healthy subjects (p<0.01).
Firmicutes Firmicutes data are similar in the three
categories. Significantly higher levels of
Lactobacillus.
Increase of M. smithii in anorexic subjects
(p<0.05).
Mai Human adults (African American 98 subjects: FISH Bacteroidetes No significant difference in Bacteroidetes
et al, 2009 and Caucasian 51 AA and 46 CA (14 gPCR Clostridia cluster numbers between obese and normal-
[54] American) lean and XIV (Firmicutes) weight subjects
14 obese randomly
selected for
microbiota analysis)
Nadal Obese Before and after 39 overweight FISH Bacteroidetes/ Greater weight loss after a multidisciplinary
et al, 2009 adolescents 10-wk adolescents Prevotella treatment program associated with:
[79] calorie-restricted Bifidobacterium significant reduction of Eubacterium
diet C.histolyticum rectale, Clostridium coccoides and
E. rectale/ C.histolyticum; significant increase in
C. coccoides Bacteroides/
Lactobacillus/ Prevotella
En-terococcus
Santacruz Adolescents Before and after 36 obese adolescents qPCR Bacteroides fragilis |After an obese group submitted to a weight
et al, 2009 diet and exercise Lactobacillus program lost >4 Kg: significant reduction in
[80] for 10 wk C.coccoides C.coccoides; increase in the Bacteroides
C.leptum fragilis and Lactobacillus group.
Bifidobacterium
Escherichia coli
Schwiertz Human adults Obese vs 98 subjects gPCR Firmicutes Significantly increased level of
etal., 2010 overweight vs (30 lean, Bacteroidetes Bacteroidetes in obese subjects
[52] normal weight 35 overweight, Bifidobacteria and decreased level of Firmicutes.
33 obese subjects) Significant decrease in Bifidobacteria and
Methanobrevibacter sp. in obese subjects.
Balamurugan | Children Obese vs 15 obese gPCR Bacteroidetes No significant difference in Bacteroides/
et al, 2010 non obese 13 normal weight Bifidobacterium Prevotella and Bifidobacterium spp.
[72] Lactobacillus Significant increase of Fecalibacterium
acidophilus prausntzi levels (Firmicutes species) in
E. rectale obese subjects.
F. prausntzi
Santacruz Pregnant women Overweight/obese |16 overweight gPCR Bifidobacterium Significant reduction of Bifidobacterium
et al, 2010 pregnant women pregnants Lactobacilli and Bacteroides numbers in obese
[82] vs normal weight 34 normal weight Bacteroidetes pregnant women. Increased levels of
women pregnant women Escherichia coli Staphilococcus and E. coli in overweight

Staphilococcus

women.
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Ismail Egyptian children Obese vs 79 subjects: gPCR Bacteroidetes Significantly increased distribution of
et al, 2010 and adults normal weight 51 obese Firmicutes Bacteroidetes and Firmicutes in the obese
[73] (23 children and 28 group.
adults)
and 28 normal weight
(17 children and 11
adults)
Furet Obese Obese subjects 30 obese gqPCR Bacteroides/ Bacteroides/
et al. 2010 after RYGB enrolled in a after RYGB Prevotella Prevotella group was lower in obese
[62] bariatric-surgery 13 lean E. coli subjects than in control subjects and
program F. prausnitzii increased after 3 months.
Bifidobacterium Escherichia coli species after 3 months
Lactobacilli and inversely correlated with fat mass and
leptin levels.
F. prausnitzii species was lower in subjects
with diabetes and associated negatively
with inflammatory markers.
Zuo Human adults Obese vs normal 52 obese Culture Bacteroides Significantly reduced levels of Clostridium
etal., 2011 weight 52 normal weight Clostridium perfringens and Bacteroides in obese
[50] perfringens population
Payne Swiss children | Obese vs normal 30 subjects qPCR Bacteroides No significant
etal., 2011 weight children (15 obese and TGGE Firmicutes differences for any population tested
[74] 15 normal weight Roseburia/ between obese and normal weight children
children) E.rectale
Lactobacillus
Bifidobacterium
Enterobacteriacee
F. prausnitzii
Vael Children Children at 3, 26 138 subjects Culture Bacteroides fragilis |High intestinal Bacteroides fragilis and low
etal., 2011 and 52 weeks of Bifidobacterium Staphylococcus concentrations in infants
[25] age Lactobacillus between the age of 3 weeks and 1 year
Enterobacteriacea |are associated with a higher risk of obesity
Staphylococcus later in life.
Clostridium
Patil Indian adults Lean, normal, 20 subjecte qPCR Bacteroidetes Bacteroides are prominent among the
et al., 2012 obese and (5 lean, 5 normal, Firmicutes obese individuals
[55] surgically-treated |5 obese,
obese individuals |5 surgically treated)
Zupancic Oold Stratified by BMI 310 adult subjects 16s rRNA Bacteroidetes sp. B/F ratio are not associated with BMI or
et al.,, 2012 Older Amish pyrosequencing | Firmicutes sp. metabolic syndrome traits
[57] subjects V1-V3
Xu Children Normal, overweight 1175 children gPCR Bacteroidetes Reduction of Bacteroidetes level in obese
et al, 2012 and obese (91 normal, Firmicutes group (p=0.002).
[76] individual 62 overweight, No differences in Firmicutes level between
22 obese groups) lean and obese children (p=0.628).
Munukka Premenopausal Overweight/obese 85 premenopausal FISH Bacteroidetes Proportion of Eubacterium rectale/
et al, 2012 women women with and women Bifidobacterium sp. | Clostridium coccoides is higher in MDG
[58] without metabolic Enterobacteriacee |women compared to NMDG and NWG
disorder E.rectale/ women. Certain members of E. rectale/
C.coccoides C. coccoides are associated with obesity
F. prausnitzii related metabolic desease,
not obesity per se.
Million Human adults Obese vs normal 115 subjects Culture Lactobacillus spp L. paracasei is significantly associated with
et al, 2012 weight (68 obese and (Lactobacillus Bacteroidetes lean status.
[48] 47 controls) (13 spp) Firmicutes L. reuteri, L. gasseri are significantly
obese and gPCR M. smithii associated with obesity.
9 control subjects M. smithii is less abundant in human
were part of previous obesity Bacteroidetes are lower in obeses
study) (not significant, p=0-25)
Simdes Human twins Obese, overweight, |20 MZ twin pairs qPCR Eubacterium rectale | The abundance and diversity of the
etal., 2013 normal weight DGGE group bacterial groups not differ between
[67] Clostridium leptum  normal weight, overweight and obese
group individuals. Diet plays an important role
Lactobacillus group |in the modulation of the stool microbiota,
Bacteroides spp. in particular Bacteroides spp. and
Bifidobacteria
Ferrer Adolescents Lean and obese 1 obese and gPCR Bacteroidetes Lower Bacteroidetes aboundance
et al, 2013 subjects 1 lean individual Firmicutes and greater frequencies of Clostridia
[79] Actinobacteria (Firmicutes sp) in obese subject.
Proteobacteria
Million Humans Obese, overweight, |263 individuals (134 gPCR Bacteroidetes L. reuterii was positively correlated with
et al, 2013 lean and anorexic | obese, Firmicutes BMI.
[49] subject 38 overweight, M.smithii M. smithii was negatively associated with

76 lean and
15 anorexic)

Lactobacillus spp
E.coli

BMI. Bacteroidetes was not correlated
with BMI.
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Bervoets Children Obese, overweight |26overweight/obese qPCR Bacteroides Higher concentration of Lactobacillus
etal, 2013 and morbidly obese (9 overweight, Mass Bifidobacterium spp. in obese microbiota. Increased
[77] (O/O group) and 7 obese, spectrometry Clostridium concentration of Firmicutes and decreased
normal-weight, 10 morbidly obese), Staphylococcus concentration of Bacteroidetes in obese
thinness (C group) 27 lean Lactobacillus children.
children (21 normal-weight,
5 thinness
grade |, 1 thinness
grade Il children)
Tims Human twins Concordant and 40 subjects HITChip Bacteroidetes MZ twins have more similar GI microbiota
et al, 2013 discordant BMI twin | (20 discordant BMI phylogenetic Firmicutes compared with unrelated subject. Inverse
[68] pairs and 20 concordant microarrays Actinobacteria correlation between Clostridium cluster
BMI twin pairs) at phylotipe level 1V diversity and BMI; positive correaletion
between Eubacterium ventriosum/
Roseburia intestinalis and BMI.
No consistent Bacteroidetes/ Firmicutes
ratio were observed in pair-wise
comparison of lower- and higher-BMI
siblings.

qPCR and FISH techniques have been applied to analyzed the
proportions of Bacteroidetes and Clostridia cluster XIV (Firmicutes),
but the results didn’t show any association with BMI. However, they
observed that the type of diet could influences the gut microbiota:
individual that consumed high fat diet had fewer Clostridia, while a
fiber-reach diet increased lactic acid bacteria levels.

More recently, other studies have been conducted on this topic:
these were performed in unique populations, which differed for
particular habits of life, or at genetic and socio-economic status.
Patil et al. [55] reported a comparative analysis and quantification
of dominant gut microbiota of lean, normal, obese and surgically-
treated obese individuals of Indian origin. They detected, by 16s rRNA
sequencing, no evident trend in distribution of the predominant
bacterial phyla, Bacteroidetesand Firmicutes. At the genus level,
dominance of Bacteroides species among the obese individuals was
further confirmed by means of RT-PCR, which demonstrated a
positive correlation between Bacteroides and BMI (p=0.002).

An interesting progress in the knowledge of gut microbial
composition was the development of distinct cluster of enterotypes
in the human microbiome. By combining sequencing data from 33
gut microbiomes from different nationalities, three distinct clusters,
designated as enterotype, could be identified on the basis of variation
in the relative levels of Bacteroides, Prevotella and Ruminococcus
[56]. Enterotype 1 was enriched in Bacteroides and co-occurring
Parabacteroides, which derive energy from carbohydrates and
proteins by fermentation. Enterotype 2 was enriched in Prevotellaand
Desulfovibrio, which degrade mucin glycoprotein. Enterotypes 3 is
the most frequent and is enriched in Ruminococcusand co-occurig
Akkermantsia, able to degrades mucins. Enterotypes did not seem to
differ in functional richness, and virtually none of several measured
host properties, namely nationality, gender or age, significantly
correlates with enterotypes. No correlation was found between BMI
and Firmicutes/Bacteroidetesratio [56]. To explore the possible
dysbiosis of gut microbiota in obesity, Zupancic et al. [57] studied Old
Older Amish subjects, a genetically closed homogeneous population,
with an uniform socio-cultural status. By 16s pyrosequencing
analysis, they identified three network of interacting bacteria in the
human gut, which correlated with the three enterotype of Arumugam
[56]: in the first group Prevotellagenus dominated; the second group
was Bacteroides-dominated; a Firmicutes dominated group (III) was
characterized by diverse Firmicutes genera. Even now, neither BMI
nor any metabolic syndrome trait was associated with a particular gut
community (p=0.79).
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Unlike all previous studies that reported the difference of the
intestinal microbiota between obese and lean subjects, Munukka et
al. [58] took into account that 25% of obese people are metabolically
“healthy” so-called defined, ie. with a substantially normal lipid
and glucose metabolism. Therefore, they conducted a study to
assess whether there were differences in the intestinal microbiota
of overweight/obese women with and without metabolic disorders,
and to investigate whether the fecal microbiota composition was
associated with body composition and different biochemical
parameters. The participants were divided into three groups: MDG
(Metabolic Disease Group), NMDG (Non MD Group) and NWG
(Normal Weight Group, as controls). The results showed a greater
proportional amount of Eubacteriumrectale-Clostridium coccoides
group (belonging to Firmicutesphylum) in MDG women, after
adjusting for body weight, compared NMDG and NWG. MDG had
also higher proportion of Gram-negative enteric bacteria than NW
(p=0.043). Instead, no differences were found in the relative amounts
of genus Bifidobacterium, Atropiumcluster, Bacteroides group and
F. Prausnitzii among three groups. Above all, larger number of E.
rectale-C. Coccoidespositively correlated with body weight, BMI,
FM, visceral fat area (all p<0.01) and serum trigly cerides (p<0.05),
while Bacteroideswas inversely correlated with the same parameters
(p<0.05), but positively with HDL concentration (p<0.01). The ratio
of E. rectale- C.coccoides group to Bacteroides group, calculated by
dividing the proportion of E. rectale- C. coccoidesby the proportion
of Bacteroides, was higher in the MDG. These results indicated that
members of E.rectale- C.coccoides group are associated with obesity-
related metabolic diseases, and not obesity per se.

Arecentmeta-analysis [59] of the obesity associated gut microbiota
alteration at the phylum level (Bacteroidetes and Firmicutes) was
performed for several studies which also included other population
subgroups evaluated in the review below [5,6,47,48,51,52,81]. The
only reproducible and significant alteration at the phylum level was
the decrease in the absolute number of sequences of Firmicutesin
obese subjects, while no significant differences were found about
Bacteroidetes counts.

b- Archaea and obesity: Methanobrevibacteris the main
representative of Archaea in the gut microbiota. Firstly Zhang et al.
[51] found more M. smithiiin obese individuals than in lean controls.
Correspondingly Armougom et al. [47] incorporated into their
analysis the quantification of methanogen M. smithii, whose levels
were higher in obese group than lean group (1.72 fold increase), but
also very increased in anorexic patients. However calculating this
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data as means of log10 copies/ml, there was a decrease in M. Smithii
load in the obese group [59].

Schwiertz et al. [52] found significantly lower levels of M. Smithii
in obese subjects compared to lean ones. More recently Million
et al, in two papers, found that M. Smithii was less frequent and
significantly less abundant in obese subjects [48,49].

Overall, methanogenic archea could indirectly promote caloric
intake by the colon, and the mechanism connecting obesity to
methanogens may be, atleast in part, the transfer of Hydrogen gas
(H2) from H2-producting bacterium to H2-oxidizing methanogen,
which could improve polysaccharides fermentation efficiency
removing fermentation intermediates [60]. It was hypothesized that
the methanogenic Archaea have a possible H2-producing bacterial
partner, like members of Prevotellaceae (phylum Bacteroidetes): this
partnership in obese subjects might allow for greater efficiency for
dietary polysaccharide fermentation, increasing their conversion into
short-fatty acids, resulting in their excessive storage [51].

Actually, a meta-analysis of the obesity associated gut microbiota
alteration at the genus level for Methanobrevibacter spp. revealed that
obese subjects presented less Methano brevibacter than non-obese
subjects [59], highlighting that the reason linking methanogens to
weight gain still remain unclear.

c- Bariatric surgery: Bariatric surgery is increasingly
employed as an anti-obesity treatment, and for a morbidly obese
patient it is the only option available that can deliver substantial and
persistent weight loss [61]. The surgery can be performed in different
ways in that, in some cases, it involves a reduction in the size of the
stomach using a gastric band (as Adjustable Gastric Banding, AGB),
in others a part of the stomach is removed (Sleeve Gastrectomy, SG),
while another choice involves the creation a small stomach pouch
and resecting/re-routing it to the small intestine (Roux-en-Y Gastric
Bypass, RYGB), which is the most durable treatment for obesity.

Given the significant changes to gut anatomy and physiology
especially in RYGB, several groups have tried to characterize the
changes that occur in the distal gut microbiota. In the previously
mentioned study, Zhang et al. [51] first investigated these effects
comparing 3 obese, 3 lean and 3 post gastric bypass individuals, and
they found that RYGB alters the intestinal microbial community
in a unique way. Unfortunately the 3 individuals studied was all
composed of separate subjects without longitudinal pre- and post-
operative assessment, and that makes a difficult interpretation.
However, the results showed that surgery leads to an increase in
proportion of Gammaproteobacteria (most are Enterobacteriacee)
and Fusobacteriaceae, and a proportional decrease in Firmicutes
(particularly in Clostridium bacteria) and in methanogens. The
authors hypothesized that these results might reflect a double
impact of the gut microbial alteration caused by surgical procedure
(bypass of the upper small intestine relocates some of typical small
intestine microbiota, such Enterobacteriaceae, to the large intestine,
and it alters the intestinal micro environment favoring the fast-
growing facultative anaerobes over such obligate anaerobes) and the
consequent changes in food ingestion and digestion.

Another paper also focused on this topic, but incorporated a
large number of patient, i.e. 30 obese subjects who had enrolled in
a bariatric surgery program, and 13 lean controls, using a gPCR
based analysis [62]. Their results showed the standard increase
Firmicutes/Bacteroidetesratio in the obese patient before RYGB, and
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a subsequent decrease in this ratio at 3 and 6 months postoperatively,
in keeping with patient weight loss. Throughout, the authors observed
a significant relationships between the amount of F. prausnitzii, E.
coli, and Bacteroides/Prevotella and metabolic and inflammatory
parameters. The strongest associations were found for the amount
of F. prausnitzii, which was negatively correlated with serum
concentrations of inflammatory circulating markers (hs-CRP, IL-6,).
Predominantly, leptin levels fell in inverse relation to rising levels of
E. coli in gut microbiota after RYGB.

Patil et al. [55], in their study of the Indian population, took
into consideration also a group of surgically treated patients, in
particular, who underwent to SG or AGB, two restrictive bariatric
surgery. Treated—-obese individuals exhibited comparatively reduced
Bacteroidesspp and Archaeal counts, along with reduced fecal SCFA,
studied by chromatographic analysis of fecal samples.

Graessler et al. [63] characterized intra-individual changes
of gut microbial composition before and 3 months after RYGB by
metagenomic sequencing in morbidly obese patients (BMI>40
kg/m2) with T2D. The overall metagenomic RYGB-induced shift
was characterized by a reduction of Firmicutes and Bacteroidetes
and an increase of Proteobacteria. Twenty-two microbial species
and 11 genera were significantly altered by RYGB: particularly
they found increased numbers of Proteo bacterium Enterobacter
cancerogenus and decreased Firmicutes Faecali bacterium prausnitzii
and Coprococcus comes. All these was associated to a significant
improvement of weight and of metabolic and inflammatory
parameters. However the author assessed that these shifts could
have long-term effects on host health with a potential risk of bowel
inflammation and colorectal carcinomas, believing need for further
prospective studies on this topic.

All these results are very interesting and suggest that this area
needs further attention. Nevertheless, other studies have been made
on experimental animals. Li et al. [64] examined rats gut microbiome
after sham surgery or RYGB. Although different from the previous
studies by virtue of its dependence on an animal model, they found
the standard decrease in Firmicutes to Bacteroidetes ratio, even if
the rats are non obese, so weight loss was from a normal baseline,
but moreover a significant increase in phylum Proteo bacteria after
RYGB. These results match the findings of Zhang et al. [51], but the
proportional increase is greater in rats study.

Very recently Liou et al. [65] increasingly turned to a murine
model of RYGB to demonstrate that changes in the gut microbiota
after gastric bypass surgery are conserved among humans, rats, and
mice, and demonstrated that the underlying cause of much of the
microbial response to surgery is due to the reconfiguration of the
gastro intestinal tract. Marked changes in gut microbial ecology were
observed within 1 week after RYGB, with a pronounced increase in
the abundance of the Verrucomicrobia (genus: Akkermansia) and
Gamma proteo bacteria (order Enterobacteriales, Escherichia spp).
These changes were similar to those observed in the fecal microbiota
of human patients that had undergone RYGB. These adjustments
were independent of weight change and caloric restriction, were
detectable throughout the length of the gastro intestinal tract and
were most evident in the distal gut. The most innovative aspect of
this study is that it was transferred the microbiota of RYGB- operated
mice to non-operated, germ-free mice. The transfer resulted in weight
loss and decreased fat mass in the recipient animals, compared with
recipients of microbiota induced by sham surgery. These findings
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provide the first empirical support for the assert that changes in the
gut microbiota contribute to reduced host weight and adiposity after
RYGB surgery.

d- Gut microbiota of twins: In 2009 Turnbaugh et al. [6]
characterized the gut microbial communities of 154 individuals,
consisting of monozygotic or dizygotic twins, concordant for leanness
or obesity, and their mother: the aim of the study was to assess the
gut microbiota relationship to host genotype and weight. The study
revealed that the composition of gut microbiota is more similar
between family members than unrelated individuals, however each
person’s gut microbial communities varies in the specific bacteria
lineages, with a similar degree of co-variation existed between
monozygotic and dizygotic twin pairs. Obesity was associated with
phylum-level changes in microbiota: 16s pyro sequencing analysis
of fecal samples revealed a lower proportion of Bacteroidetes and
an higher proportion of Actino bacteriain obese compared with
lean individuals. Instead, no significant difference in proportion
of Firmicutes was observed between obese and lean subjects [6].
In a more recent study the same authors indicated that a majority
of species-level phylotypes are shared between deeply sampled
MZ cotwins, despite large variations in the abundance of each
phylotype. The genetic and transcriptional diversity of the human gut
microbiome was remarkable [66].

In more recent years, studies of twins have increased: the interest
was directed at the possibility of correlating the gut microbiota to BMI,
identifying a possible dependence on the host genotype. Lee et al. [67]
compared the composition of the fecal microbiotas of Koreans and
US adult twins, to identify the influence that some environmental or
genetic factors could have in gut microbial composition. The results
did not show a statistically significant overall difference between
the two population cohorts. However, diversity was significantly
lower in US obese twins that in lean twins, and a similar trend, that
did not reach the level of statistical significance, was noted in the
smaller Korean sample. This study mostly revealed that interpersonal
differences in fecal bacterial community structures were less within a
family than between families, and these are comparable for adult MZ
and DZ twin.

The previous studies, however, only included twins with
concordant phenotypes in terms of BMI. More recently, Simdes et
al. [68] used qPCR and DGGE to characterize the stool microbiota
of 20 Finnish monozygotic twin pairs: 9 twin pairs were concordant
and 11 discordant for BMI, and the participants were considered both
individually and as twin pairs. The aim of the study was to analyze
whether there is a correlation between diet and number or diversity
of the predominant bacterial groups in stools (especially Eubacterium
rectal group, Clostridium leptumgroup and Bacteroides spp, but
also Lactobacilli and Bifido bacteria). The research concluded that
the number of bacteria within the different bacterial groups did not
differ between BMI groups. Moreover, the study made a thorough
investigation about the association of the nutritional intake with the
number of different fecal bacteria: individuals with high energy intake
had significantly lower numbers of Bacteroides spp (p=0.007) and
slightly high number of Bifidobacteria (p=0.02) than did individuals
with lower energy intake. The greater MUFA consumption was
associated with lower bifido bacterial numbers (p=0.0005); soluble
fiber intake had a positive association with the Bacteroides spp
numbers (p=0.009).

To identify specifically microbiota signature for differences
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in BMI, Tims et al. [69] compared the microbiota composition in
monozygotic twin pairs, that are concordant and discordant in BMI:
the design of this study was aimed to define microbiota signatures
that correlate directly with BMI differences independent of the host
genotype. Fecal microbial diversity and composition was studied
in detail using the Human Intestinal Tract chip (HITChip), a
phylogenetic microarray that has been benchmarked against several
classical 16s rRNA gene-based methodologies. Both monozygotic co-
twins concordantand discordant for BMI showed a significantly higher
similarity of their microbiota profile compared with random paired
subjects (p=0.001). Furthermore they found an inverse correlation
between Clostridium cluster IV diversity and BMI, and a positive
correlation between Eubacterium ventriosum/Roseburia intestinalis
and BMI. No consistent Bacteroidetes/Firmicutesratio were observed
in pair-wise comparison of lower- and higher-BMI siblings. As other
very recent studies, Tims et al. focused mainly on the analysis of
the metabolic profile, identifying two distinct ecological networks,
which reflected significant differences at the genus-level: lower BMI
sibling group was associated with a more abundant network of
primary fibers degraders, rich in Oscillosporaguillermondii, while a
network of butyrate producers, including Eubacterium ventrosum
and Roseburia intestinalis, was more prominent in subjects with
higher BMI. The difference in microbial networks suggested a shift
in fermentation patterns at the end of the colon, which could affect
human energy homeostasis [69].

e- Gut microbiota in children: Childhood obesity is one of
the most serious public health challenges of the 21st century. The
prevalence has increased at an alarming rate: WHO estimated that
in 2010 the number of overweight children under the age of five was
over 42 million [1]. This obesity pandemic in children has directed
our interest towards the study of the microbiota in lean and obese
children.

In a prospective seven-year study to investigate the composition
of the fecal microbiota of lean and obese children, Kalliomaki et al.
[70] analyzed, by fluorescent in situ hybridization (FISH), the fecal
microbiota composition of 25 obese/overweight and 24 normal-
weight children, comparing the same composition at 12 years of age
in relation to any changes in BMI. The Bifido bacterium numbers
during infancy was higher in children remaining at normal weight
than were children becoming overweight (p=0.02). The observation
that bifido bacteria would be protective against children obesity
opened the space in studies on use of bifido bacteria as anti-obesity
probiotics. In contrast, lower levels of S. aureus was associated with
normal weight development. Therefore they showed for the first
time that difference in intestinal human microbiota might precede
overweight development.

Similarly Luoto et al. [71] confirmed lower bifidobacterial
numbers in the gut microbiota (P = 0.087) of children who had
become obese at age 10, compared to when they were 3 months old.
Also early diet seemed to have a role in obesity development. It was
distinguished that mothers of children who were normal weight at
age 10y had statistically significantly higher mean concentrations
of adiponectin in maternal colostrums than mothers of overweight
children. Adiponectin is a protein hormone secreted from adipose
tissue and the placenta into the blood stream. It has an important
role in glucose and fatty acid metabolism and it has a protective effect
against metabolic syndrome [72]. In fact obese individuals have low
levels of adiponectin.
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Balamurugan et al. [73] noticed that consumption of energy,
carbohydrates, fat and proteins was not significantly different between
obese and non-obese Indian children. Therefore they examined the
differences of dominant fecal microbiota in obese children compared
with their normal peers, to identify if other component were at
play. Quantitative PCR studies showed no significant differences
in the levels of Bacteroides-Prevotellagroup, Eubacteriumrectale,
Bifidobacterium group and Lactobacillus acidophilus group between
obese and non obese Indian children. However obese subjects
had significantly higher levels of Fecali bacterium prausnitzii,
a representative of Firmicutes which can ferment unabsorbed
carbohydrate: it was postulated that the presence of this bacterium
in greater numbers of children could lead to increased energy salvage
from unabsorbed carbohydrates that would not otherwise contribute
to dietary energy intake.

More recently, research on the possible specific role of children
gut microbiota at phylum level in development of obesity continued
with an Egyptian study [74] which included both children and adults.
This study compared the Bacteroidetes and Firmicutes frequencies in
the stool of obese and normal weight individuals. The authors found
that obesity in Egyptian children and adults was associated with
increase in both phyla Firmicute and Bacteroidetes (p=0.03, p=0.05).

A comparison of the microbiota of lean and obese children
was carried out by Payne et al. [75], together with the evaluation
of the fecal metabolite concentration. Numerical variations in
population numbers measure between obese and normal-weight
children were not statistically significant for any population tested.
Above all, in contrast to some adult studies, they not identified
any correlation between Firmicutes/Bacteroides (major genus of
Bacteroidetesphylum) ratio and childhood obesity. However the
analysis of fecal metabolite concentration revealed significantly
lower concentration of intermediate metabolites in obese children,
suggesting an exhaustive substrate utilization by obese gut microbiota.
They hypothesized that a dysbiosis could be involved in the etiology
of childhood obesity, and that the increased Firmicutes/Bacteroidetes
ratio observed in obese adults could be a results of this dysbiosis. The
same authors assessed the impact of dietary energy on gut microbial
communities and metabolism using a three-stage in vitro continuous
fermentation model [76]. Two fecal sample, from an obese and a lean
children, were inoculate with immobilized fecal microbiota; three
different fermentation media were designed to examine the effects
of prevalent Western diet on gut microbiota. Media composition
reflected obese (high energy), normal weight (normal energy) and
anorectic (low energy) child dietary intakes and were alternately
supplied to each microbiota during separated fermentation periods.
Gut microbial communities demonstrated differential metabolic and
compositional adaptation to varied substrate availability. In fact, high
energy medium was strongly butyrogenic, resulting in significant
stimulation of butyrate-producing members of Clostridia cluster
IV. Normal and low energy nutrient loads induced significantly
less metabolic activity, with a significantly reduction in fermentable
energy. These results suggest a significant metabolic adaptation
in response to nutrient load [76], which would lead to microbiota
alterations in adults.

Just at the level of the major phyla, Xu et al. [77] conducted a
case-control study to see if changes in the intestinal microbiota could
be the cause of obesity in Kazakh children. In this case, a negative
correlation between Bacteroidetes and Bacteoridetes/Firmicutes ratio
with BMI were observed.
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Bervoets etal. [78] carry out a genera-level research by quantitative
culturing, to identify the concentration of Bacteroidesfragilis,
Bifidobacterium, Clostridium, Staphylococcus and Lactobacillus.
According to a very recent Spanish study [79] which conducted a
thorough comparative metagenomic investigation of gut microbial
communities of an obese and an lean adolescent, they detected an
elevated Firmicutes/Bacteroidetes ratio in the gut microbiota of obese
children and adolescent. Bacteroides fragili group and Clostridium
sp were borderline, but not significantly different between obese/
overweight group and lean group (p=0.05 and p=0.074 respectively);
instead fecal concentration of Lacto bacillus spp were found to be
significantly higher in the first group compared to lean children and
adolescents (p=0.035). The relevance of this study mainly concerns
the association between energy intake and changes in the microbiota.
Regardless of BMI status, children and adolescents with higher energy
intake possessed high fecal concentrations of Staphylococcus spp, as
previous reported by Kalliomaki [70], who showed that a greater fecal
concentration of Staphylococcus spp during infancy predicted the
development of overweight during childwood. On the contrary, Vael
et al. [25] in a prospective study demonstrated that high intestinal
Bacteroides fragilis and low Staphylococcus concentrations in infants
between the age of 3 weeks and 1 year were associated with an higher
risk of obesity later in life.

The age of adolescence has been investigated by Nadal et al. [80]
that evaluated the effects of obesity treatment programs on the fecal
microbiota composition. In agreement with other previous works
[5,81], they found a significantly reduced levels of Clostridium
hystoliticum, Eubacterium rectale and Clostridium coccoides (which
are part of Firmicutesphylum) correlated to weight loss in obese
adolescents. Moreover Santacruz et al. [81] found significantly lower
Clostridium and Bifido bacterial levels in obese adolescents after an
obesity treatment program.

f- Gut microbiota in pregnant women: Another class of
people that has been evaluated on the possible differences in the
gut microbiota is that pregnant women. First, Collado et al [82]
characterized the gut microbiota in pregnant women according to
their BMI, and shows significant differences according to weight,
and to normal-weight or overweight before pregnancy. Whereas an
overall increased number of bacteria was observed between the first
and the third trimester in both group (these increase throughout
pregnancy, normal weight and overweight, were significant for each
weight group), significant differentiation were observed in microbial
community composition of two women groups. Mainly higher
numbers of Bacteroides group and Staphylococcus aureus were
assessed, by FCM-FISH and qPCR, in overweight state compared to
normal-weight women. Furthermore, the microbiota composition
also varied in relation to the amount of weight gain during pregnancy.
Bacteroides showed a positive correlation with weight and BMI before
pregnancy (p=0.005, p=0.023) and with weight gain over pregnancy
(p=0.014). More specifically, a one kilogram gain in weight correlated
with a corresponding increase in Bacteroides number by 0.006 log
units. Instead, Bifido bacterium number seemed to be higher in
women who exhibited normal weight gain in pregnancy (p=0.03).
Concentration of Clostridium group during the first trimester of
pregnancy showed a correlation with BMI (p=0.067).

More recently, Santacruz et al. [83] investigated the fecal
microbiota of 50 pregnant women who were assigned into one of two
groups, overweight or normal weight, based on their BMI. As with the
Collado study, higher numbers of Staphylococcus and lower numbers
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of Bifido bacterium were distinguished in overweight women.
However, in contrast with the previous study, Bacteroidesnumbers
were found to be lower in overweight women. Increased numbers
of Enterobacteriaceae (E. coli in particular), were also associated
with overweight women. The gut microbiota of women who gained
excessive weight during pregnancy underwent similar increases and
decreases in microbial numbers as were associated with overweight
women. Santacruz et al. also investigated the relationship between
gut microbiota composition and biochemical parameters. They found
that increased Staphylococcus numbers corresponded with increased
serum levels of cholesterol, a rise in numbers of Enterobacteriaceae
and E. coli was linked with increased levels of serum ferritin and
decreased levels of transferrin, while greater numbers of Bifido
bacterium correlated with reduced levels of ferritin, saturation
transferring index and increased levels of transferrin and folic acid.
Finally, increased Bacteroidesnumbers were associated with increased
levels of High Density Lipoprotein (HDL)-cholesterol, folic acid and
lower levels of triacylglycerol.

Mechanism linking the microbiota to obesity

All these study have not reached an univocal conclusion, and
surely more information about gut microbial species will continue to
be defined as technology improves. However, another arisen issue is
how these microbial communities are impacting on weight gain, and
via which mechanisms they act. A number of mechanisms have been
proposed, which are not mutually exclusive.

Gut commensal bacteria avail to several evolutionary advantages:
helping to convert ingested complex nutrients to Short Chain Fatty
Acid (SCFAs); transforming mucins and dietary fibers into sample
sugars for assorption; epithelial proliferation; nutrient metabolism;
formation of an crucialdefense barrier in development of systemic
and mucosal immune system, producing essential vitamins (such as
Vitamin K); activating bio-inactive compounds [16].

Nevertheless the microbiota plays an important role in human
adipose tissue, first of all causing an alteration in the energy balance,
thanks to the ability to share otherwise indigestible components of
the mammalian diet. Germ-free mice provide a complementary
approach for characterizing the properties of human gut microbiota,
thanks in vivo microbiota transplantation studies. First Backhed et
al. [84] in 2004 hypothesized that the microbiota regulates energy
storage through host signaling pathways, analyzing Germ-Free (GF)
and conventionalized mice. They found that conventionalization
of adult Germ-Free (GF) mice with a normal microbiota harvested
from the distal intestine (cecum) of conventionally raised animals
produces a 57% increase in total body fat content and 61% increase
of epididymal fat pads weight, despite reduced food intake (27% less
than GF mice). The presence of microbiota increased serum levels
of glucose and SCFAs, which induced triglyceride production in
the liver, increased adiposity and reduced glucose tolerance. Finally
the authors revealed that the presence of the microbiota promoted
an increased monosaccharide uptake from the gut and an increased
ability to degrade the polysaccharides [84]. They also correlated the
increased body fat to a proportional increase in leptin levels. Leptin
is an adipocyte- derived hormone, which reduces food intake and
increases energy expenditure in mice, thus the microbiota might play
an important role in leptin levels (85,86). In a very recent study Lemas
et al. have investigated the relations between HM hormones (leptin
and insulin) and both the taxonomic and functional potentials of the
infant microbiome [101]. Another significant aspect seemed to be the
increase in the levels of Lipo-Protein Lipase (LPL) in epididymal fat
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pads of conventionalized mice. LPL is a key regulator of fatty acid
release from triglyceride-rich lipoproteins in muscle, heart, and fat
[87]. Increased adipocyte LPL activity leads to increased cellular
uptake of fatty acids and adipocyte trigly ceride accumulation.
Turnbaugh et al. [7] introduced the fecal contents of the ceca from
obese and lean mice into the small intestine of the lean germ free
mice, providing an equivalent food intakes. It was observed a greater
increase in body fat in the mice that received microbes from ob/
obobese donors than in those that received the intestinal contents
of lean donors. The authors confirmed that the gut microbiome of
ob/ob mice had an increased capacity to ferment polysaccharides
compared with the lean associated equivalent: they concluded that
the obese microbiome had an increased capacity to harvest energy
from ingested food.

In a subsequent study, Backhed et al. [88] showed that the
gut microbiota influenced an important gut-derived regulator of
host lipid metabolism, known as Fiaf (Fasting-Induced Adipose
Factor), a circulating lipoprotein lipase inhibitor whose expression
is normally selectively suppressed in the gut epithelium by the
microbiota. Germ-free mice had higher levels of Fiaf expression in
intestine, but when a normal mice microbiota is administered to
germ-free mice, Fiaf production is suppressed in the intestine and
a greater proportion of triglycerides are deposited in adipose tissue.
The relevance of Fiaf was demonstrated when it was established that
germ-free mice lacking Fiaf gained significantly more weight and
had significantly greater epididymal fat pads than their wild-type
counterpart [87], with higher levels of LPL activity (67%). Germ-free
mice were also found to have an increased skeletal muscle and liver
AMP Activated Protein Kinase (AMPK), a key enzyme in energy cell
status, and the downstream targets involved in fatty acid oxidation
(acetyl CoA carboxylase; carnitine palmitoyl transferase). Therefore,
germ-free animals are protected from diet-induced obesity by two
complementary but independent mechanisms that result in increased
fatty acid metabolism, i.e. elevated levels of Fiaf and increased AMPK
activity.

SCFA and energy harvest: In the large intestine, gut microbes
ferment starch (including resistant starch), unabsorbed sugars,
cellulosic and non-cellulosic polysaccharides, and mucins into
Short-Chain Fatty Acids (SCFAs) and gases such as CO2, CH4, and
H2. The type and quantity of SCFA and gases produced in the gut
depend on multiple factors, including diet, especially the availability
of non-digested carbohydrates, the gut microbial community
composition, gut transit time, and the segment of the colon. The
major SCFAs produced as a result of carbohydrate and protein
fermentation are acetate, propionate, and buty rate. These SCFA
represent an additional source of energy, which was investigated in
the previous referred study by Schwiertz et al. [52]. It was notedthat
fecal samples of obese subjects had 20% higher mean total SCFA
concentration than those from lean volunteers (p=0.024). The degree
of SCFA increase is considerable, amounting to 41% for propionate
(p=0.024), 28% for butyrate (p=0.095), and a moderate increase of
valerate and acetate of 21% and 18% respectively. In 2007 Duncan
et al. [89] measured the changes in fecal SCFA in response to
changes in dietary intake of carbohydrates, and they found that total
SCFA concentrations were lower during consumption of the high
protein-low carbohydrate and high protein -moderate carbohydrate
diets than during the maintenance period (p<0.001). While the
concentrations of the predominant SCFAs, i.e., acetate, propionate
and valerate, decreased due to the shift from the maintenance to the
low carbohydrate diets (50%), butyrate levels decreased even more
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dramatically (75%): the relationship between carbohydrate intake
and butyrate concentration was linear (r = 0.76, P <0.001). More
recently Patil et al. [55] confirmed in their study of Indian population,
a significant over production of SCFAs in obese gut (about two fold
higher production than lean and normal individuals), demonstrating
increased saccharolytic fermentation. This evidence seemed to be
associated to elevated archaeal density. On the contrary, the treated-
obese subjects exhibited reduced archaeal counts along with reduced
fecal SCFAs. In contrast, although Murphy et al. [43] did find that
the fecal energy content of ob/ob mice was decreased and cecal SCFA
concentrations increased at 7 weeks of age relative to lean controls,
these patterns did not continue with time, and mostly fecal acetate
levels decreased progressively over time. The Murphy et al. study
also indicated that SCFAs concentrations were unrelated to changes
in proportions of Firmicutes, Bacteroidetes or Actinobacteria. They
concluded that the relationship between the microbial composition
and energy harvesting capacity was more complex than previously
considered.

Gut microbes and inflammation: Low grade metabolic
inflammation is recognized as an important component of obesity
and metabolic syndrome and several studies provides evidences that
metabolic system are integrated with an increase in pro-inflammatory
cytokines, such as TNF-a, typical of obesity-related inflammation
and insulin-resistance. Lipo Poly Saccharide (LPS) endotoxin, an
essential component of the cell walls of Gram-negative bacteria such
as Bacteroidetes, gives acontribute to the increased development of
adipose tissues, impacting inflammation grade and insulin resistance.
Cani et al. [90] identified bacterial Lipo Poly Saccharide (LPS) as a
triggering factor of high-fat diet induced metabolic diseases. More
specifically, they showed that high fat feeding caused plasma LPS
concentrations to remain high throughout the whole day compared
with controls which showed diurnal variations in plasma LPS
concentrations (metabolic endotoxemia). To causally link high fat
diet increased LPS concentrations to metabolic disease, the authors
reproduced LPS concentrations of high fat feeding by continuously
infusing LPS or saline in mice for a month. It was then revealed that
fasted glycemia, blood glucose, fasted insulinemia, liver triglyceride
content and body weight levels were greater in mice infused with LPS
than those infused with saline. Moreover, the amount of weight gain
and visceral and subcutaneous adipose depots in LPS infused mice
was similar to that observed in mice fed a high fat diet. Furthermore
metabolic endotoxemia triggers the expression of inflammatory
factors similarly to high-fat diet, such as TNF-a, IL-1, IL-6 and
PAI-1. Afterwards, the same authors [91] confirmed that metabolic
endotoxemia was due to changes in intestinal microbiota, because the
antibiotic treatment, which dramatically reduced the local intestinal
microbiota, restored normal plasma LPS values in high-fat diet-fed
mice. This study also revealed that the high-fat diet significantly
increased intestinal permeability by reducing expression of ZO-1
and occludin, i.e., tight junction proteins. Antibiotic treatment
reversed this effect, suggesting that gut bacteria affected by antibiotic
administration are involved in the control of intestinal permeability
and thus the occurrence of metabolic endotoxemia. In accordance
with these results, TLR4 (Toll-Like Receptors, which recognizes LPS)
deficiency protects from obesity, from visceral and subcutaneous
adipose tissue expansion, and glucose intolerance induced by an
high fat diet as well as from endoplasmic reticulum stress in the main
organs for glucose and lipid metabolism (skeletal muscle, liver and
adipose tissue) [92].

Another type of inflammatory molecule that appears to be induced
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by LPS are Serum Amyloid A (SAA) proteins, suspected mediators of
inflammation and atherosclerosis, and which exhibit increased levels
in the serum of obese persons [93]. In an interesting study, Saita et
al. havedemonstrated the correlation between an enhanced apoE-
mediated immune regulation and reduced atherosclerosis in adaptive
immunity against gut microbiota [102]. The mouse isoform SAA3 is
the most abundant in adipose tissue [94]. Reigstad et al. [95] assessed
that SAA3 levels in adipose tissue was significantly higher (9.9 fold)
in conventionalized mice (i.e. in presence of gut microbes) than in
germ-free mice. They identified epithelial cells and macrophages as
cellular sources of SAA3 in the colon and found that colonic epithelial
expression of SAA3 may be part of an NF-kB-dependent response to
LPS from gut bacteria. The study confirmed that LPS, and potentially
other products of the indigenous gut microbiota, might elevate
cytokine expression in tissues and thus exacerbate chronic low-grade
inflammation observed in obesity.

Gut microbes and enteroendocrine cells: Another way in which
energy intake and expenditure are regulated is through endocrine
signaling from intestine to brain. Enteroendocrine cells respond to
nutrient intake by secreting incretin hormones such as Glucagon-
Like Peptide 1 and 2 (GLP-1 and GLP-2). GLP-1 stimulate insulin
release from pancreas, slows gastric empty, promotes satiety and
weight loss, whereas GLP-2 enhances intestinal glucose transport and
reduces intestinal permeability [96,97]. Gut microbiota can regulate
entero-endocrine cells and influence the release of gut hormone [96].
As mentioned before, the obesity-associated intestinal microbiome
produces more SCFAs from carbohydrate fermentation than lean
controls [7]. Entero-endocrine cells express a receptor for SCFAs,
GPR41 (a G-protein coupled 41), that can be recovered also in small
intestinal, colonic and adipocyte epithelium, and it is necessary for
the metabolic effect of these microbial metabolites. Mice lacking
Grp41 had reduced levels of the gut hormone PYY, greater gut transit
time, lower intestinal absorption of SCFAs from diet, and lower fat
accumulation in fat pads: all that was related to a decreased energy
harvest from the diet [98].

CONCLUSION AND FUTURE PERSPECTIVE

The debate regarding the implication of the Firmicutesto
Bacteroidetes ratio with respect to obesity is still ongoing. This topic is
very timely and the goal is to try to respond to what is a real pandemic
of obesity. Moreover, from this knowledge, the field is expanded
on the possibility of therapeutic manipulation of the intestinal
microbiota to prevent or treat obesity and its effects.

Especially in recent years, several studies have been conducted
about the composition of the intestinal microbiota in obese compared
with lean subjects, and each has linked obesity with species- or genus-
specific composition profile. The extreme variability of the results can
be attributed to the different designs of the studies or the interpretation
of results. We must also consider the specific circumstances of each
populations or sub-populations. Mainly, the heterogeneity of methods
used to quantify the abundance of the intestinal microbiota makes it
difficult to compare the results, as everyone are biased by accuracy,
sensitivity or specificity of methods. Furthermore, little effort has been
made to standardize the microbiota analysis methodology, making
it difficult to compare results between different groups and extend
general knowledge. Finally, in recent years the attention was turned
to understand not as much the variations at the major phyla-level, but
if the obesity correlates with particular metabolic patterns, of which
the integrated networks of bacteria are responsible, and especially if
differences in the composition of microbiota are mainly related to
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diet composition. Further investigations, combined with the ever
increasing capacity of next generation sequencing technologies, and
the standardization of methods, should be conducted concerning the
physiological distribution of intestinal microbes, the interaction with
the host, the possible effects on variables such as diet, age, gender or
activity, the mechanisms that justify these changes, and the possibility
to make alterations using probiotics, prebiotics, antibiotics or other
therapeutic interventions. The topic is just beginning.

REFERENCES

1. WHO. Overweight and obesity. Available at: http://www.who.int/gho/ncd/
risk_factors/overweight/en/. Accessed 27 may 2013.

2. Maes HH, Neale MC, Eaves LJ. Genetic and environmental factors in relative
body weight and human adiposity. Behav Genet. 1997; 27: 325-351.

3. Faroogi S, O’Rahilly S. Genetics of obesity in humans. Endocr Rev. 2006;
27:710-718.

4. Speliotes EK, Willer CJ, Berndt SI, Monda KL, Jackson AU, Lango Allen H, et
al. Association analyses of 249,796 individuals reveal 18 new loci associated
with body mass index. Nat Genet. 2010; 42: 937— 948.

5. Ley RE, Turnbaugh PJ, Klein S, Gordon JI. Microbial ecology: human gut
microbes associated with obesity. Nature. 2006; 444: 1022-1023.

6. Turnbaugh PJ, Hamady M, Yatsunenko T, Cantarel BL, Duncan A, Ley RE,
et al. A core gut microbiome in obese and lean twins. Nature. 2009; 457:
480-484.

7. Turnbaugh PJ, Ley RE, Mahowald MA, Magrini V, Mardis ER, Gordon JI.
An obesity-associated gut microbiome with increased capacity for energy
harvest. Nature. 2006; 444: 1027-1031.

8. Harley ITW, Karp CL. Obesity and the gut microbiome: striving for causality.
Molecular Metabolism. 2012; 1:21-31.

9. Virgin HW, Todd JA. Metagenomics and personalized medicine. Cell. 2011;
147: 44-56.

10. Metchnikoff E, Mitchell, P.C. The prolongation of life: optimistic studies. G.P.
Putnam’s Sons, New York & London. 1908.

11. Turnbaugh PJ, Ley RE, Hamady M, Fraser-Liggett CM, Knight R, Gordon JI.
The human microbiome project. Nature. 2007; 449: 804-810.

1

N

. Eckburg PB, Bik EM, Bernstein CN, Purdom E, Dethlefsen L, Sargent M,
et al. Diversity of the human intestinal microbial flora. Science. 2005; 308:
1635-1638.

1

w

. Lagier JC, Million M, Hugon P, Armougom F, Raoult D. Human gut microbiota:
repertoire and variations. Front Cell Infect Microbiol. 2012; 2: 136.

14. Moore WE, Holdeman LV. Human fecal flora: the normal flora of 20 Japanese-
Hawaiians. Appl Microbiol. 1974; 27: 961— 979.

15. Suau A, Bonnet R, Sutren M, Gibson GR, Matthew D. Collins, Joel Dore, et
al. Direct analysis of genes encoding 16S rRNA from complex communities
reveals many novel molecular species within the human gut. Appl Environ
Microbiol. 1999; 65: 4799-4807.

16. Gill SR, Pop M, Deboy RT, Eckburg PB, Turnbaugh PJ, Samuel BS, et al.
Metagenomic analysis of the human distal gut microbiome. Science. 2006;
312: 1355-1359.

1

~

. Peterson J, Garges S, Giovanni M, Mcinnes P, Wang L, Schloss JA, NIH
HMP Working Group. The NIH Human Microbiome Project. Genome Res.
2009; 19: 2317-2323.

18. Huse SM, Ye Y, Zhou Y, Fodor AA. A core human microbiome as viewed
through 16S rRNA sequence clusters. PLoS One. 2012; 7: e34242.

19. Metagenomic of Human Intestinal Tract. Available at. http://www.metahit.eu/.
Accessed 27 may 2013

20. Cho |, Blaser MJ. The human microbiome: at the interface of health and
disease. Nat Rev Genet. 2012; 13: 260-70.

21. Frank D, Amand ALS, Robert A Feldman, Edgar C Boedeker, Noam Harpaz,
Norman R Pace. Molecular-phylogenetic characterization of microbial
community imbalances in human inflammatory bowel diseases. Proc Natl
Acad Sci U S A. 2007; 104: 13780-13785.

SCIRES Literature - Volume 2 Issue 1 - www.scireslit.com Page - 0020

22.

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35

36.

37.

38.

39.

40.

41.

42.

43.

Wang M, Ahrne S, Jeppsson B, Molin G. Comparison of bacterial diversity
along the human intestinal tract by direct cloning and sequencing of 16S
rRNA genes. FEMS Microbiol Ecol. 2005; 54: 219-231.

Eggesb@ M, Moen B, Peddada S, Baird D, Rugtveit J, Midtvedt T, et al.
Development of gut microbiota in infants not exposed to medical interventions.
APMIS. 2011; 119: 17-35.

Harmsen HJ, et al. Analysis intestinal flora development in breast-fed and
formula-fed infants by using molecular identification and detection methods. J
Pediatr Gastroenterol Nutr. 2000; 30: 61-67.

Vael C, Verhulst SL, Nelen V, Goossens H, Desager KN. Intestinal microflora
and body mass index during the first three years of life: an observational
study. Gut Pathog. 2011; 3: 8.

Roger LC, McCartney AL. Longitudinal investigation of the faecal microbiota
of healthy full-term infants using fluorescent in situ Hybridization and
denaturing gradient gel electrophoresis. Microbiology. 2010; 156: 3317-3328.

Palmer C, Bik EM, Digiulio DB, Relman DA, Brown PO. Development of the
human infant intestinal microbiota. PLoS Biol. 2007; 5: e177.

Hopkins MJ, Sharp R, Macfarlane GT. Age and disease related changes
in intestinal bacterial populations assessed by cell culture, 16S rRNA
abundance, and community cellular fatty acid profiles. Gut. 2001; 48: 198—
205.

Enck P, Zimmermann K, Rusch K, Schwiertz A, Klosterhalfen S, Frick JS.
The effects of maturation on the colonic microflora in infancy and childhood.
Gastroenterol. Res. Pract. 2009; 2009: 752401.

Agans R, Rigsbee L, Kenche H, Michail S, Khamis HJ, Paliy O. Distal gut
microbiota of adolescent children is different from that of adults. FEMS
Microbiol. Ecol. 2011; 77: 404-412.

Woodmansey EJ. Intestinal bacteria and ageing. J. Appl. Microbiol. 2007;
102: 1178-1186.

Mueller S, Saunier K, Hanisch C, Norin E, Alm L, Midtvedt T, et al. Differences
in fecal microbiota in different European study populations in relation to age,
gender, and country: a cross-sectional study. Appl. Environ. Microbiol. 2006;
72:1027-1033.

O'Toole, P.W., Claesson M.J. Gut microbiota: changes throughout the
lifespan from infancy to elderly. Int.Dairy J. 2010; 20: 208-291.

Zwielehner J, Liszt K, Handschur M, Lassl C, Lapin A, Haslberger AG.
Combined PCR-DGGE fingerprinting and quantitative- PCR indicates shifts
in fecal population sizes and diversity of Bacteroides, bifidobacteria and
Clostridium cluster IV in institutionalized elderly. Exp. Gerontol. 2009; 44:
440-446.

. Claesson MJ, Cusack S, O’'Sullivan O, Greene-Diniz R, de Weerd H, Flannery

E, et al. Composition, variability, and temporal stability of the intestinal
microbiota of the elderly. Proc. Natl Acad. Sci. 2011; 108: 4586—4591.

Zoetendal EG, Vaughan EE, de Vos WM. A microbial world within us.
MolMicrobiol. 2006; 59: 1639-1650.

Ley RE, Backhed F, Turnbaugh P, Lozupone CA, Knight RD, Gordon JI.
Obesity alters gut microbial ecology. Proc Natl AcadSci. 2005; 102: 11070-
11075.

X. Guo, X. Xia, R. Tang, J. Zhou, H. Zhao, K. Wang. Development of a
real-time PCR method for Firmicutes and Bacteroidetes in faeces and its
application to quantify intestinal population of obese and lean pigs. Lett
ApplMicrobiol. 2008; 47: 367-373.

Mozes S, Bujnakova D, Sefcikova Z, Kmet V. Intestinal microflora and obesity
in rats. Folia Microbiol (Praha). 2008; 53: 225-228.

Mozes S, Bujnakova D, Sefcikova Z, Kmet V. Developmental changes of gut
microflora and enzyme activity in rat pups exposed to fat-rich diet. Obesity
(Silver Spring). 2008; 16: 2610-2615.

Sefcikova Z, Kmet V, Bujnakova D, Racek L, Mozes S. Development of gut
microflora in obese and lean rats. Folia Microbiol (Praha). 2010; 55: 373-375.

Turnbaugh PJ, Béackhed F, Fulton L, Gordon JI. Diet-induced obesity is linked
to marked but reversible alterations in the mouse distal gut microbiome. Cell
Host Microbe. 2008; 3: 213-223.

Murphy EF, Cotter PD, Healy S, Marques TM, O’Sullivan O, Fouhy F,


https://www.ncbi.nlm.nih.gov/pubmed/9519560
https://www.ncbi.nlm.nih.gov/pubmed/9519560
https://www.ncbi.nlm.nih.gov/pubmed/17122358
https://www.ncbi.nlm.nih.gov/pubmed/17122358
https://www.ncbi.nlm.nih.gov/pubmed/20935630
https://www.ncbi.nlm.nih.gov/pubmed/20935630
https://www.ncbi.nlm.nih.gov/pubmed/20935630
https://www.ncbi.nlm.nih.gov/pubmed/17183309
https://www.ncbi.nlm.nih.gov/pubmed/17183309
https://www.ncbi.nlm.nih.gov/pubmed/19043404
https://www.ncbi.nlm.nih.gov/pubmed/19043404
https://www.ncbi.nlm.nih.gov/pubmed/19043404
http://www.nature.com/nature/journal/v444/n7122/abs/nature05414.html
http://www.nature.com/nature/journal/v444/n7122/abs/nature05414.html
http://www.nature.com/nature/journal/v444/n7122/abs/nature05414.html
http://www.sciencedirect.com/science/article/pii/S2212877812000051
http://www.sciencedirect.com/science/article/pii/S2212877812000051
https://www.ncbi.nlm.nih.gov/pubmed/21962506
https://www.ncbi.nlm.nih.gov/pubmed/21962506
https://www.ncbi.nlm.nih.gov/pubmed/17943116
https://www.ncbi.nlm.nih.gov/pubmed/17943116
https://www.ncbi.nlm.nih.gov/pubmed/15831718
https://www.ncbi.nlm.nih.gov/pubmed/15831718
https://www.ncbi.nlm.nih.gov/pubmed/15831718
https://www.ncbi.nlm.nih.gov/pubmed/23130351
https://www.ncbi.nlm.nih.gov/pubmed/23130351
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC380185/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC380185/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC91647/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC91647/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC91647/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC91647/
https://www.ncbi.nlm.nih.gov/pubmed/16741115
https://www.ncbi.nlm.nih.gov/pubmed/16741115
https://www.ncbi.nlm.nih.gov/pubmed/16741115
https://www.ncbi.nlm.nih.gov/pubmed/19819907
https://www.ncbi.nlm.nih.gov/pubmed/19819907
https://www.ncbi.nlm.nih.gov/pubmed/19819907
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3374614/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3374614/
https://www.ncbi.nlm.nih.gov/pubmed/22411464
https://www.ncbi.nlm.nih.gov/pubmed/22411464
https://www.ncbi.nlm.nih.gov/pubmed/17699621
https://www.ncbi.nlm.nih.gov/pubmed/17699621
https://www.ncbi.nlm.nih.gov/pubmed/17699621
https://www.ncbi.nlm.nih.gov/pubmed/17699621
https://www.ncbi.nlm.nih.gov/pubmed/16332321
https://www.ncbi.nlm.nih.gov/pubmed/16332321
https://www.ncbi.nlm.nih.gov/pubmed/16332321
https://www.ncbi.nlm.nih.gov/pubmed/21143523
https://www.ncbi.nlm.nih.gov/pubmed/21143523
https://www.ncbi.nlm.nih.gov/pubmed/21143523
https://www.ncbi.nlm.nih.gov/labs/articles/10630441/
https://www.ncbi.nlm.nih.gov/labs/articles/10630441/
https://www.ncbi.nlm.nih.gov/labs/articles/10630441/
https://gutpathogens.biomedcentral.com/articles/10.1186/1757-4749-3-8
https://gutpathogens.biomedcentral.com/articles/10.1186/1757-4749-3-8
https://gutpathogens.biomedcentral.com/articles/10.1186/1757-4749-3-8
http://mic.microbiologyresearch.org/content/journal/micro/10.1099/mic.0.041913-0
http://mic.microbiologyresearch.org/content/journal/micro/10.1099/mic.0.041913-0
http://mic.microbiologyresearch.org/content/journal/micro/10.1099/mic.0.041913-0
https://www.ncbi.nlm.nih.gov/pubmed/17594176
https://www.ncbi.nlm.nih.gov/pubmed/17594176
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1728209/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1728209/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1728209/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1728209/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2744901/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2744901/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2744901/
https://www.ncbi.nlm.nih.gov/pubmed/21539582
https://www.ncbi.nlm.nih.gov/pubmed/21539582
https://www.ncbi.nlm.nih.gov/pubmed/21539582
https://www.ncbi.nlm.nih.gov/pubmed/17448153
https://www.ncbi.nlm.nih.gov/pubmed/17448153
https://www.ncbi.nlm.nih.gov/pubmed/16461645
https://www.ncbi.nlm.nih.gov/pubmed/16461645
https://www.ncbi.nlm.nih.gov/pubmed/16461645
https://www.ncbi.nlm.nih.gov/pubmed/16461645
http://www.sciencedirect.com/science/article/pii/S0958694609002180
http://www.sciencedirect.com/science/article/pii/S0958694609002180
https://www.ncbi.nlm.nih.gov/pubmed/19376217
https://www.ncbi.nlm.nih.gov/pubmed/19376217
https://www.ncbi.nlm.nih.gov/pubmed/19376217
https://www.ncbi.nlm.nih.gov/pubmed/19376217
https://www.ncbi.nlm.nih.gov/pubmed/19376217
https://www.ncbi.nlm.nih.gov/pubmed/20571116
https://www.ncbi.nlm.nih.gov/pubmed/20571116
https://www.ncbi.nlm.nih.gov/pubmed/20571116
https://www.ncbi.nlm.nih.gov/pubmed/16553872
https://www.ncbi.nlm.nih.gov/pubmed/16553872
https://www.ncbi.nlm.nih.gov/pubmed/16033867
https://www.ncbi.nlm.nih.gov/pubmed/16033867
https://www.ncbi.nlm.nih.gov/pubmed/16033867
https://www.ncbi.nlm.nih.gov/pubmed/19146523
https://www.ncbi.nlm.nih.gov/pubmed/19146523
https://www.ncbi.nlm.nih.gov/pubmed/19146523
https://www.ncbi.nlm.nih.gov/pubmed/19146523
https://www.ncbi.nlm.nih.gov/pubmed/18661297
https://www.ncbi.nlm.nih.gov/pubmed/18661297
https://www.ncbi.nlm.nih.gov/pubmed/18927555
https://www.ncbi.nlm.nih.gov/pubmed/18927555
https://www.ncbi.nlm.nih.gov/pubmed/18927555
https://www.ncbi.nlm.nih.gov/pubmed/20680574
https://www.ncbi.nlm.nih.gov/pubmed/20680574
https://www.ncbi.nlm.nih.gov/pubmed/18407065
https://www.ncbi.nlm.nih.gov/pubmed/18407065
https://www.ncbi.nlm.nih.gov/pubmed/18407065
https://www.ncbi.nlm.nih.gov/pubmed/20926643

Scientific Journal of Food Science & Nutrition 8

44,

45,

46.

47.

48.

49.

50.

51.

52.

53.

54

55.

56.

57.

58.

59.

60.

61.

62.

et al. Composition and energy harvesting capacity of the gut microbiota:
relationship to diet, obesity and time in mouse models. Gut. 2010; 59: 1635-
1642.

Pedersen R, Andersen AD, Mglbak L, Stagsted J, Boye M. Changes in the
gut microbiota of cloned and non-cloned control pigs during development of
obesity: gut microbiota during development of obesity in cloned pigs. BMC
Microbiol. 2013; 13: 30.

Waldram A, Holmes E, Wang Y, Rantalainen M, Wilson ID, Tuohy KM, et
al. Top-down systems biology modeling of host metabotype-microbiome
associations in obese rodents. J Proteome Res. 2009; 8: 2361-2375.

Stefanie Handl, Alexander J. German, Shelley L. Holden, Scot E. Dowd, Jo"
rg M. Steiner,Romy M. Heilmann, et al. Faecal microbiota in lean and obese
dogs. FEMS Microbiol Ecol. 2013; 84: 332-343.

Armougom F, Henry M, Vialettes B, Raccah D, Raoult D. Monitoring bacterial
community of human gut microbiota reveals an increase in Lactobacillus in
obese patients and Methanogens in anorexic patients. PLoS ONE. 2009; 4:
e7125.

Million M, Maraninchi M, Henry M, Armougom F, Raoult D, Vialettes B.
Obesity-associated Gut microbiota is enriched in Lactobacillus reuteriand
depleted in Bifidobacterium animalisand Methanobrevibactersmithii. Int. J.
2012; 36: 817-825.

Million M, Angelakis E, Maraninchi M, Henry M, Giorgi R, Valero R, et al.
Correlation between body mass index and gut concentrations of Lactobacillus
reuteri, Bifidobacterium animalis, Methanobrevibactersmithii and Escherichia
coli. Int J Obes (Lond). 2013; 37: 1460-1466.

Zuo HJ, Xie ZM, Zhang WW, Li YR, Wang W, Ding XB, et al. Gut bacteria
alteration in obese people and its relationship with gene polymorphism. World
J. Gastroenterol. 2011; 17: 1076-1081.

Zhang H, DiBaise JK, ZuccoloA, Dave Kudrna, Michele Braidotti, Yeisoo Yu,
et al. Human gut microbiota in obesity and after gastric bypass. Proc. Natl
Acad. Sci. 2009; 106: 2365-2370.

Schwiertz A, Taras D, Schafer K, Beijer S, Bos NA, Donus C, et al. Microbiota
and SCFA in lean and overweight healthy subjects. Obesity (Silver Spring).
2010; 18: 190-195.

Duncan SH, Lobley GE, Holtrop G, Ince J, Johnstone AM, Louis P, et al.
Human colonic microbiota associated with diet, obesity and weight loss. Int.
J. Obes. (Lond). 2008; 32: 1720-1724.

.Mai V, McCrary QM, Sinha R, Glei M. Associations between dietary habits

and body mass index with gut microbiota composition and fecal water
genotoxicity: an observational study in African American and Caucasian
American volunteers. Nutr. J. 2009; 8: 49.

Patil DP, Dhotre DP, Chavan SG, Sultan A, Jain DS, Lanjekar VB, et al.
Molecular analysis of gut microbiota in obesity among Indian individuals. J
Biosci. 2012; 37: 647-657.

Arumugam M, Raes J, Pelletier E, Le PaslierD,Yamada T, Mende DR, et
al.; MetaHIT Consortium. Enterotypes of the human gut microbiome. Nature.
2011; 473: 174-180.

Zupancic ML, Cantarel BL, Liu Z, Drabek EF, Ryan KA, Cirimotich S, et al.
Analysis of the gut microbiota in the old order Amish and its relation to the
metabolic syndrome. PLoS One. 2012; 7: e43052.

Munukka E, Wiklund P, Pekkala S, Volgyi E, Xu L, Cheng S, et al. Women
with and without metabolic disorder differ in their gut microbiota composition.
Obesity (Silver Spring). 2012; 20: 1082-1087.

Angelakis E, Armougom F, Million M, Raoult D. The relationship between gut
microbiota and weight gain in humans. Future Microbiol. 2012; 7: 91-109.

Dridi B, Raoult D, Drancourt M. Archaea as emerging organisms in complex
human microbiomes. Anaerobe. 2011; 17: 56-63.

Buchwald H, Avidor Y, Braunwald E, Jensen MD, Pories W, Fahrbach K, et
al. Bariatric surgery: a systematic review and meta-analysis. JAMA; 2004;
292:1724-17 37.

Furet JP, Kong LC, Tap J, Poitou C, Basdevant A, Bouillot JL, et al. Differential
adaptation of human gut microbiota to bariatric surgery-induced weight loss:
links with metabolic and low-grade inflammation markers. Diabetes. 2010;
59: 3049-3057.

SCIRES Literature - Volume 2 Issue 1 - www.scireslit.com Page - 0021

63.

64.

65.

66.

67.

68.

69.

70.

71

72.

73.

74.

75.

76.

7.

78.

79.

80.

81.

Graessler J, Qin 'Y, Zhong H, Zhang J, Licinio J, Wong ML, et al. Metagenomic
sequencing of the human gut microbiome before and after bariatric surgery
in obese patients with type 2 diabetes: correlation with inflammatory and
metabolic parameters. Pharmacogenomics . 2013; 13: 514-522.

Li JV, Ashrafian H, Bueter M, Kinross J, Sands C, le Roux CW, et al.
Metabolic surgery profoundly influences gut microbial-host metabolic cross-
talk. Gut. 2011; 60: 1214-1223.

Liou AP, Paziuk M, Luevano Jr. JM, Machineni S, Turnbaugh PJ, Kaplan
LM. Conserved shifts in the gut microbiota due to gastric bypass reduce host
weight and adiposity. SciTransIMed .2013; 5: 178ra41.

Turnbaugh PJ, Quince C, Faith JJ, McHardy AC, Yatsunenko T, Niazi F, et
al. Organismal, genetic, and transcriptional variation in the deeply sequenced
gut microbiomes of identical twins. Proc. Natl Acad. Sci. 2010; 107: 7503—
7508.

Lee S, Joohon Sung, JungEun Lee, GwangPyo Ko. Comparison of the Gut
Microbiotas of Healthy Adult Twins Living in South Korea and the United
States. APPLIED AND ENVIRONMENTAL MICROBIOLOGY, p. 2011; 77:
7433-7437.

Simdes CD, Maukonen J, Kaprio J, Rissanen A, Pietilainen KH, Saarela M.
Habitual dietary intake is associated with stool microbiota composition in
monozygotic twins. J Nutr. 2013; 143: 417-423.

Tims S, Derom C, Jonkers DM, Vlietinck R, Saris WH, Kleerebezem M, et
al. Microbiota conservation and BMI signatures in adult monozygotic twins.
ISME J. 2013; 7: 707-717.

Kallioméki M, Collado MC, Salminen S, Isolauri E. Early differences in fecal
microbiota composition in children may predict overweight. Am. J. Clin. Nutr.
2008; 87: 534-538.

. Luoto R, Kallioméki M, Laitinen K, Delzenne NM, Cani PD, Salminen S, et

al. Initial dietary and microbiological environments deviate in normal-weight
compared to overweight children at 10 years of age. J PediatrGastroenterol
Nutr. 2011; 52: 90-95.

Li S, Shin HJ, Ding EL, van Dam RM. Adiponectin levels and risk of type 2
diabetes: a systematic review and meta-analysis. JAMA. 2009; 302: 179-188.

Balamurugan R, George G, Kabeerdoss J, Hepsiba J, Chandragunasekaran
AM, Ramakrishna BS. Quantitative differences in intestinal
Faecalibacteriumprausnitzii in obese Indian children. Br. J. Nutr. 2010; 103:
335-338.

Ismail NA, Ragab SH, EIBaky AA, Shoeib ARS, Alhosary Y, Fekry D.
Frequency of Firmicutes and Bacteroidetes in gut microbiota in obese and
normal weight Egyptian children and adults. Arch Med Sci. 2011; 7: 501-507.

Payne AN, Chassard C, Zimmermann M, Mu'ller P, Stinca S, Lacroix C. The
metabolic activity of gut microbiota in obese children is increased compared
with normal-weight children and exhibits more exhaustive substrate utilization.
Nutr Diabetes. 2011; 1: e12.

Payne AN, Chassard C, Banz Y, Lacroix C. The composition and metabolic
activity of child gut microbiota demonstrate differential adaptation to varied
nutrient loads in an in vitro model of colonic fermentation. FEMS Microbiol
Ecol. 2012; 80: 608-623.

Xu P, Li M, Zhang J, Zhang T. Correlation of intestinal microbiota with
overweight and obesity in Kazakh school children. BMC Microbiol. 2012; 12:
283.

Bervoets L, Van Hoorenbeeck K, Kortleven |, Van Noten C, Hens N, Vael
C, et al. Differences in gut microbiota composition between obese and lean
children: a cross-sectional study. Gut Pathog. 2013; 5: 10

Ferrer M, Ruiz A, Lanza F, Haange SB, Oberbach A, Till H, et al. Microbiota
from the distal guts of lean and obese adolescents exhibit partial functional
redundancy besides clear differences in community structure. Environ
Microbiol. 2013; 15: 211-226.

Nadal I, Santacruz A, Marcos A, Warnberg J, Garagorri JM, Moreno LA, et
al. Shifts in clostridia, bacteroides and immunoglobulin-coating fecal bacteria
associated with weight loss in obese adolescents. Int J Obes (Lond). 2009;
33: 758-767.

Santacruz A, Marcos A, Warnberg J, Marti A, Martin-Matillas M, Campoy
C, et al. Interplay between weight loss and gut microbiota composition in
overweight adolescents. Obesity (Silver Spring). 2009; 17: 1906-1915.


https://www.ncbi.nlm.nih.gov/pubmed/20926643
https://www.ncbi.nlm.nih.gov/pubmed/20926643
https://www.ncbi.nlm.nih.gov/pubmed/20926643
http://bmcmicrobiol.biomedcentral.com/articles/10.1186/1471-2180-13-30
http://bmcmicrobiol.biomedcentral.com/articles/10.1186/1471-2180-13-30
http://bmcmicrobiol.biomedcentral.com/articles/10.1186/1471-2180-13-30
http://bmcmicrobiol.biomedcentral.com/articles/10.1186/1471-2180-13-30
https://www.ncbi.nlm.nih.gov/pubmed/19275195
https://www.ncbi.nlm.nih.gov/pubmed/19275195
https://www.ncbi.nlm.nih.gov/pubmed/19275195
https://www.ncbi.nlm.nih.gov/pubmed/23301868
https://www.ncbi.nlm.nih.gov/pubmed/23301868
https://www.ncbi.nlm.nih.gov/pubmed/23301868
https://www.ncbi.nlm.nih.gov/pubmed/19774074
https://www.ncbi.nlm.nih.gov/pubmed/19774074
https://www.ncbi.nlm.nih.gov/pubmed/19774074
https://www.ncbi.nlm.nih.gov/pubmed/19774074
https://www.ncbi.nlm.nih.gov/pubmed/21829158
https://www.ncbi.nlm.nih.gov/pubmed/21829158
https://www.ncbi.nlm.nih.gov/pubmed/21829158
https://www.ncbi.nlm.nih.gov/pubmed/21829158
https://www.ncbi.nlm.nih.gov/pubmed/23459324
https://www.ncbi.nlm.nih.gov/pubmed/23459324
https://www.ncbi.nlm.nih.gov/pubmed/23459324
https://www.ncbi.nlm.nih.gov/pubmed/23459324
https://www.ncbi.nlm.nih.gov/pubmed/21448362
https://www.ncbi.nlm.nih.gov/pubmed/21448362
https://www.ncbi.nlm.nih.gov/pubmed/21448362
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2629490/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2629490/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2629490/
https://www.ncbi.nlm.nih.gov/pubmed/19498350
https://www.ncbi.nlm.nih.gov/pubmed/19498350
https://www.ncbi.nlm.nih.gov/pubmed/19498350
https://www.ncbi.nlm.nih.gov/pubmed/18779823
https://www.ncbi.nlm.nih.gov/pubmed/18779823
https://www.ncbi.nlm.nih.gov/pubmed/18779823
https://www.ncbi.nlm.nih.gov/pubmed/19845958
https://www.ncbi.nlm.nih.gov/pubmed/19845958
https://www.ncbi.nlm.nih.gov/pubmed/19845958
https://www.ncbi.nlm.nih.gov/pubmed/19845958
https://www.ncbi.nlm.nih.gov/pubmed/22922190
https://www.ncbi.nlm.nih.gov/pubmed/22922190
https://www.ncbi.nlm.nih.gov/pubmed/22922190
https://www.ncbi.nlm.nih.gov/pubmed/21508958
https://www.ncbi.nlm.nih.gov/pubmed/21508958
https://www.ncbi.nlm.nih.gov/pubmed/21508958
https://www.ncbi.nlm.nih.gov/pubmed/22905200
https://www.ncbi.nlm.nih.gov/pubmed/22905200
https://www.ncbi.nlm.nih.gov/pubmed/22905200
https://www.ncbi.nlm.nih.gov/pubmed/22293842
https://www.ncbi.nlm.nih.gov/pubmed/22293842
https://www.ncbi.nlm.nih.gov/pubmed/22293842
https://www.ncbi.nlm.nih.gov/pubmed/22191449
https://www.ncbi.nlm.nih.gov/pubmed/22191449
https://www.ncbi.nlm.nih.gov/pubmed/21420503
https://www.ncbi.nlm.nih.gov/pubmed/21420503
https://www.ncbi.nlm.nih.gov/pubmed/15479938
https://www.ncbi.nlm.nih.gov/pubmed/15479938
https://www.ncbi.nlm.nih.gov/pubmed/15479938
https://www.ncbi.nlm.nih.gov/pubmed/20876719
https://www.ncbi.nlm.nih.gov/pubmed/20876719
https://www.ncbi.nlm.nih.gov/pubmed/20876719
https://www.ncbi.nlm.nih.gov/pubmed/20876719
https://www.ncbi.nlm.nih.gov/pubmed/23032991
https://www.ncbi.nlm.nih.gov/pubmed/23032991
https://www.ncbi.nlm.nih.gov/pubmed/23032991
https://www.ncbi.nlm.nih.gov/pubmed/23032991
https://www.ncbi.nlm.nih.gov/pubmed/21572120
https://www.ncbi.nlm.nih.gov/pubmed/21572120
https://www.ncbi.nlm.nih.gov/pubmed/21572120
https://www.ncbi.nlm.nih.gov/pubmed/23536013
https://www.ncbi.nlm.nih.gov/pubmed/23536013
https://www.ncbi.nlm.nih.gov/pubmed/23536013
https://www.ncbi.nlm.nih.gov/pubmed/20363958
https://www.ncbi.nlm.nih.gov/pubmed/20363958
https://www.ncbi.nlm.nih.gov/pubmed/20363958
https://www.ncbi.nlm.nih.gov/pubmed/20363958
https://www.ncbi.nlm.nih.gov/pubmed/21873488
https://www.ncbi.nlm.nih.gov/pubmed/21873488
https://www.ncbi.nlm.nih.gov/pubmed/21873488
https://www.ncbi.nlm.nih.gov/pubmed/21873488
https://www.ncbi.nlm.nih.gov/pubmed/23343669
https://www.ncbi.nlm.nih.gov/pubmed/23343669
https://www.ncbi.nlm.nih.gov/pubmed/23343669
https://www.ncbi.nlm.nih.gov/pubmed/23190729
https://www.ncbi.nlm.nih.gov/pubmed/23190729
https://www.ncbi.nlm.nih.gov/pubmed/23190729
https://www.ncbi.nlm.nih.gov/pubmed/18326589
https://www.ncbi.nlm.nih.gov/pubmed/18326589
https://www.ncbi.nlm.nih.gov/pubmed/18326589
https://www.ncbi.nlm.nih.gov/pubmed/21150648
https://www.ncbi.nlm.nih.gov/pubmed/21150648
https://www.ncbi.nlm.nih.gov/pubmed/21150648
https://www.ncbi.nlm.nih.gov/pubmed/21150648
https://www.ncbi.nlm.nih.gov/pubmed/19584347
https://www.ncbi.nlm.nih.gov/pubmed/19584347
https://www.ncbi.nlm.nih.gov/pubmed/19849869
https://www.ncbi.nlm.nih.gov/pubmed/19849869
https://www.ncbi.nlm.nih.gov/pubmed/19849869
https://www.ncbi.nlm.nih.gov/pubmed/19849869
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3258740/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3258740/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3258740/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3302137/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3302137/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3302137/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3302137/
https://www.ncbi.nlm.nih.gov/pubmed/22324938
https://www.ncbi.nlm.nih.gov/pubmed/22324938
https://www.ncbi.nlm.nih.gov/pubmed/22324938
https://www.ncbi.nlm.nih.gov/pubmed/22324938
https://www.ncbi.nlm.nih.gov/pubmed/23190705
https://www.ncbi.nlm.nih.gov/pubmed/23190705
https://www.ncbi.nlm.nih.gov/pubmed/23190705
https://gutpathogens.biomedcentral.com/articles/10.1186/1757-4749-5-10
https://gutpathogens.biomedcentral.com/articles/10.1186/1757-4749-5-10
https://gutpathogens.biomedcentral.com/articles/10.1186/1757-4749-5-10
https://www.ncbi.nlm.nih.gov/pubmed/22891823
https://www.ncbi.nlm.nih.gov/pubmed/22891823
https://www.ncbi.nlm.nih.gov/pubmed/22891823
https://www.ncbi.nlm.nih.gov/pubmed/22891823
https://www.ncbi.nlm.nih.gov/pubmed/19050675
https://www.ncbi.nlm.nih.gov/pubmed/19050675
https://www.ncbi.nlm.nih.gov/pubmed/19050675
https://www.ncbi.nlm.nih.gov/pubmed/19050675
https://www.ncbi.nlm.nih.gov/pubmed/19390523
https://www.ncbi.nlm.nih.gov/pubmed/19390523
https://www.ncbi.nlm.nih.gov/pubmed/19390523

Scientific Journal of Food Science & Nutrition a

82

83.

84.

85.

86.

87.

88.

89.

90.

91.

92

. Collado MC, Isolauri E, Laitinen K, Salminen S. Distinct composition of gut
microbiota during pregnancy in overweight and normal-weight women. Am. J.
Clin. Nutr. 2008; 88: 894—899.

Santacruz A, Collado MC, Garcia-Valdez L, Segura MT, Martin-Lagos JA,
Anjos T, et al. Gut microbiota composition is associated with body weight,
weight gain and biochemical parameters in pregnant women. Br. J. Nutr.
2010; 104: 83-92.

Backhed F, Ding H, Wang T, Hooper LV, Koh GY, Nagy A, et al. The gut
microbiota as an environmental factor that regulates fat storage. Proc Natl
AcadSci. 2004; 101: 15718-15723.

Maffei M, Fei H, Lee GH, Dani C, Leroy P, Zhangy, et al. Increased expression
in adipocytes of ob RNA in mice with lesions of the hypothalamus and with
mutations at the db locus. Proc Natl AcadSci. 1995; 92: 6957-6960.

Pelleymounter MA, Cullen MJ, Baker MB, Hecht R, Winters D, Boone T, et al.
Effects of the obese gene product on body weight regulation in ob/ob mice.
Science. 1995; 269: 540-543.

Preiss-Landl K, Zimmermann R, HimmerleG, Zechner R. Lipoprotein lipase:
the regulation of tissue specific expression and its role in lipid and energy
metabolism. CurrOpin Lipidol. 2002; 13: 471-481.

Backhed F, Manchester JK, Semenkovich CF, Gordon Jl. Mechanisms
underlying the resistance to diet-induced obesity in germ-free mice. Proc Natl
AcadSci. 2007; 104: 979-984.

Duncan SH, Belenguer A, Holtrop G, Johnstone AM, Flint HJ, Lobley GE.
Reduced dietary intake of carbohydrates by obese subjects results in
decreased concentrations of butyrate and butyrate-producing bacteria in
feces. Appl Environ Microbiol. 2007; 73: 1073-1078.

Cani PD, Amar J, Iglesias MA, Poggi M, Knauf C, Bastelica D, et al. Metabolic
endotoxemia initiates obesity and insulin resistance. Diabetes. 2007; 56:
1761-1772.

Cani PD, Bibiloni R, Knauf C, Waget A, Neyrinck AM, Delzenne NM, et
al. Changes in gut microbiota control metabolic endotoxemia-induced
inflammation in high-fat diet-induced obesity and diabetes in mice. Diabetes.
2008; 57: 1470-1481.

. Pierre N, Deldicque L, Barbe” C, Naslain D, Cani PD, Francaux M. Toll-Like

SCIRES Literature - Volume 2 Issue 1 - www.scireslit.com Page - 0022

93.

94.

95.

96.

97.

98.

99.

Receptor 4 Knockout Mice Are Protected against Endoplasmic Reticulum
Stress Induced by a High-Fat Diet. PLoS One. 2013; 8: 65061

Yang RZ, Lee MJ, Hu H, Pollin TI, Ryan AS, Nicklas BJ, et al. Acute-phase
serum amyloid A: an inflammatory adipokine and potential link between
obesity and its metabolic complications. PLoS Med. 2006; 3: e287.

Scheja L, Heese B, Zitzer H, Michael MD, Siesky AM, Pospisil H, et al.
Acute-phase serum amyloid A as a marker of insulin resistance in mice. Exp
Diabetes Res. 2008; 2008: 230837.

Reigstad CS, Lundén GO, Felin J, Backhed F. Regulation of serum amyloid
A3 (SAA3) in mouse colonic epithelium and adipose tissue by the intestinal
microbiota. PLoS One. 2009; 4: 5842.

Uribe A, Alam M, Johanson O, Midtvedt T, Theodorsson E, et al. Microflora
modulates endocrine cells in the gastrointestinal mucosa of the rat.
Gastroenterology. 1994; 107: 1259-1269.

Drucker D. Glucagon like peptide 2. Trends EndocrinolMetab. 1999; 10:153-
156.

Samuel B, Shaito A, Motoike T, Rey FE, Backhed F, Manchester JK, et
al. Effects of the gut microbiota on host adiposity are modulated by the
short-chain fatty acid binding G protein-coupled receptor, Grp41. Proc Natl
AcadSci. 2008; 105: 16767-16772.

Remely M, Tesar |, Hippe B, Gnauer S, Rust P, Haslberger AG. Gut
microbiota composition correlates with changes in body fat content due to
weight loss. Benef Microbes. 2015; 6: 431-439.

100.Bernardi JR, Pinheiro TV, Mueller NT, Goldani HA2, Gutierrez MR4, Bettiol

H, et al. Cesarean delivery and metabolic risk factors in young adults: a
Brazilian birth cohort study. Am J ClinNutr. 2015; 102: 295-301.

101.Lemas DJ, Young BE, Baker PR, Tomczik AC, Soderborg TK, Hernandez

TL, et al. Alterations in human milk leptin and insulin are associated with
early changes in the infant intestinal microbiome. Am J ClinNutr. 2016; 103:
1291-1300.

102.Saita D, Ferrarese R, Foglieni C, Antonio Esposito, Tamara Canu, Laura

Perani, et al. Adaptive immunity against gut microbiota enhances apoE-
mediated immune regulation and reduces atherosclerosis and western-diet-
related inflammation. Sci Rep. 2016; 6: 29353.


https://www.ncbi.nlm.nih.gov/pubmed/18842773
https://www.ncbi.nlm.nih.gov/pubmed/18842773
https://www.ncbi.nlm.nih.gov/pubmed/18842773
https://www.ncbi.nlm.nih.gov/pubmed/20205964
https://www.ncbi.nlm.nih.gov/pubmed/20205964
https://www.ncbi.nlm.nih.gov/pubmed/20205964
https://www.ncbi.nlm.nih.gov/pubmed/20205964
https://www.ncbi.nlm.nih.gov/pubmed/15505215
https://www.ncbi.nlm.nih.gov/pubmed/15505215
https://www.ncbi.nlm.nih.gov/pubmed/15505215
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC41450/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC41450/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC41450/
https://www.ncbi.nlm.nih.gov/pubmed/7624776
https://www.ncbi.nlm.nih.gov/pubmed/7624776
https://www.ncbi.nlm.nih.gov/pubmed/7624776
https://www.ncbi.nlm.nih.gov/pubmed/12352010
https://www.ncbi.nlm.nih.gov/pubmed/12352010
https://www.ncbi.nlm.nih.gov/pubmed/12352010
https://www.ncbi.nlm.nih.gov/pubmed/17210919
https://www.ncbi.nlm.nih.gov/pubmed/17210919
https://www.ncbi.nlm.nih.gov/pubmed/17210919
https://www.ncbi.nlm.nih.gov/pubmed/17189447
https://www.ncbi.nlm.nih.gov/pubmed/17189447
https://www.ncbi.nlm.nih.gov/pubmed/17189447
https://www.ncbi.nlm.nih.gov/pubmed/17189447
https://www.ncbi.nlm.nih.gov/pubmed/17456850
https://www.ncbi.nlm.nih.gov/pubmed/17456850
https://www.ncbi.nlm.nih.gov/pubmed/17456850
https://www.ncbi.nlm.nih.gov/pubmed/18305141
https://www.ncbi.nlm.nih.gov/pubmed/18305141
https://www.ncbi.nlm.nih.gov/pubmed/18305141
https://www.ncbi.nlm.nih.gov/pubmed/18305141
https://www.ncbi.nlm.nih.gov/pubmed/23741455
https://www.ncbi.nlm.nih.gov/pubmed/23741455
https://www.ncbi.nlm.nih.gov/pubmed/23741455
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1472697/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1472697/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1472697/
https://www.ncbi.nlm.nih.gov/pubmed/18584041
https://www.ncbi.nlm.nih.gov/pubmed/18584041
https://www.ncbi.nlm.nih.gov/pubmed/18584041
https://www.ncbi.nlm.nih.gov/pubmed/19513118
https://www.ncbi.nlm.nih.gov/pubmed/19513118
https://www.ncbi.nlm.nih.gov/pubmed/19513118
https://www.ncbi.nlm.nih.gov/pubmed/7926490
https://www.ncbi.nlm.nih.gov/pubmed/7926490
https://www.ncbi.nlm.nih.gov/pubmed/7926490
https://www.ncbi.nlm.nih.gov/pubmed/10322410
https://www.ncbi.nlm.nih.gov/pubmed/10322410
https://www.ncbi.nlm.nih.gov/pubmed/18931303
https://www.ncbi.nlm.nih.gov/pubmed/18931303
https://www.ncbi.nlm.nih.gov/pubmed/18931303
https://www.ncbi.nlm.nih.gov/pubmed/18931303
https://www.ncbi.nlm.nih.gov/pubmed/25609655
https://www.ncbi.nlm.nih.gov/pubmed/25609655
https://www.ncbi.nlm.nih.gov/pubmed/25609655
https://www.ncbi.nlm.nih.gov/pubmed/26085513
https://www.ncbi.nlm.nih.gov/pubmed/26085513
https://www.ncbi.nlm.nih.gov/pubmed/26085513
https://www.ncbi.nlm.nih.gov/pubmed/27140533
https://www.ncbi.nlm.nih.gov/pubmed/27140533
https://www.ncbi.nlm.nih.gov/pubmed/27140533
https://www.ncbi.nlm.nih.gov/pubmed/27140533
http://www.nature.com/articles/srep29353
http://www.nature.com/articles/srep29353
http://www.nature.com/articles/srep29353
http://www.nature.com/articles/srep29353

	Title Page
	Abstract 
	Introduction 
	Historical and current perspectives  
	The gut environment: development and assessment  
	Microbial composition and distribution  
	The composition of the gut microbiota in relation to obesity  
	Mechanism linking the microbiota to obesity 

	Conclusion and future perspective 
	References
	Table 1
	Table 2

