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Abstract: Obesity affects 42.4% of adults and 19.3% of children in the United States. Childhood obesity
drives many comorbidities including hypertension, fatty liver disease, and type 2 diabetes mellitus.
Prior research suggests that aberrant compositional development of the gut microbiome, with low-
grade inflammation, precedes being overweight. Therefore, childhood may provide opportunities for
interventions that shape the microbiome to mitigate obesity-related diseases. Children with obesity
have gut microbiota compositional and functional differences, including increased proinflammatory
bacterial taxa, compared to lean controls. Restoration of the gut microbiota to a healthy state may
ameliorate conditions associated with obesity and help maintain a healthy weight. Pediatric bariatric
(weight-loss) surgery is an effective treatment for childhood obesity; however, there is limited research
into the role of the gut microbiome after weight-loss surgery in children. This review will discuss
the magnitude of childhood obesity, the importance of the developing microbiome in establishing
metabolic pathways, interventions such as bariatric surgery that may modulate the gut microbiome,
and future directions for the potential development of microbiome-based therapeutics to treat obesity.

Keywords: gut microbiota; gut microbiome; pediatric obesity; bariatric surgery; sleeve gastrectomy;
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1. Introduction

Childhood obesity is an epidemic in the United States; 19.3% of children have obesity
and 6.1% have severe obesity [1]. Severe childhood obesity is associated with compli-
cations including hypertension, fatty liver disease, and type 2 diabetes mellitus [2,3]. If
individuals can achieve weight loss prior to entering adulthood, the risk of these conditions
is mitigated [4], making childhood obesity a key target area for intervention. Bariatric
(weight-loss) surgery is highly effective in enabling weight loss and decreasing associated
comorbidities, although the biological mechanisms underlying weight loss in bariatric
surgery are not fully elucidated. The gut microbiota (community of microbes in the in-
testines) appears to provide bacterial control of metabolic processes that could impact
energy regulation in obesity, but its role has not yet been determined following bariatric
surgery in children. It is important to study the gut microbiota in children as the developing
microbiome of a child differs from the microbiome of an adult and plays a clearer role in
establishing metabolic pathways. This review aims to characterize the gut microbiome
in healthy children, the role of gut microbiome dysbiosis in obesity, and to discuss strate-
gies to modify disease-prone gut microbiota in children with severe obesity, including
bariatric surgery.
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2. Epidemiological Factors in Obesity
2.1. Definition of Obesity in Children and Adults

Body mass index (BMI) is used as a screening tool for both childhood and adult obesity
and is defined as weight in kilograms divided by the square of height in meters [2]. A
BMI of 18.5 kg/m? to 24.9 kg/m? is considered a normal or healthy weight [1]. In adults,
overweight is defined as BMI > 25 kg/m? with class 1 obesity defined as BMI > 30 kg/m?,
class 2 obesity BMI > 35 kg/m?, and class 3 obesity BMI > 40 kg/m?. Class 3 obesity is
also termed severe obesity [2]. In contrast, a child’s body composition changes during
growth from infancy into adulthood, with children growing at different rates at different
times [1]. Therefore, for ages 2 through 19, weight status is calculated in comparison
with other same-age and same-sex children using specific growth charts compiled by the
Center For Disease Control and Prevention (CDC) [1]. For children less than 2 years of
age, weight-for-length should be plotted using the World Health Organization (WHO)
normative growth charts [5]. A normal or healthy weight is defined as the 5th percentile to
less than the 85th percentile [1], with overweight defined as BMI > 85th percentile, and
class 1 obesity defined as BMI > 95th percentile [2]. The adaptation of adult criteria for
obesity unto children includes class 2 obesity (>120% of the 95th percentile) and class 3
obesity (>140% of the 95th percentile), with severe obesity generally describing a child’s
BMI > 120% of the 95th percentile [2].

2.2. Prevalence of Obesity

The National Health and Nutrition Examination Survey (NHANES) from 2017-2018
estimates that in adults, 30.7% are overweight, 42.4% have obesity, and 9.2% have severe
obesity [1]. From the same survey, 16.1% of children and adolescents are overweight, 19.3%
have obesity, and 6.1% have severe obesity [1]. Based on these numbers, the prevalence of
childhood obesity doubled over the past 30 years [1,6]. Furthermore, weight gain among
children and adolescents increased during the COVID-19 pandemic [7], highlighting a need
for effective interventions that can be delivered remotely [8].

2.3. Differences in Obesity Rates Based on Race/Ethnicity and Age/Sex

There are disparities among racial/ethnic groups in terms of obesity prevalence. Non-
Hispanic Black women are the only adult population (by race/ethnicity and sex) with
over half of the constituents having obesity, at 56.9% [1]. Obesity in adults is highest
among non-Hispanic Blacks (49.6%), followed by Hispanics (44.8%), non-Hispanic Whites
(42.4%), and non-Hispanic Asians (17.4%). Severe obesity in adults is highest among non-
Hispanic Blacks (13.8%), followed by non-Hispanic Whites (9.3%), Hispanics (7.9%), and
non-Hispanic Asians (2.0%) [1]. These disparities in obesity rates are also present in, and
likely stem from, the pediatric population (Figure 1). Non-Hispanic Black girls are again
the population (by race/ethnicity and sex) with the highest amount of obesity, at 29.1% [1].
Obesity in children is highest among non-Hispanic Blacks (24.2%), followed by Hispanics
(22.8%), non-Hispanic Whites (16.1%), and non-Hispanic Asians (8.7%) [9]. Severe obesity
in children is highest among non-Hispanic Blacks (10.2%), followed by Hispanics (5.3%),
non-Hispanic Whites (4.3%), and non-Hispanic Asians (2.1%) [9].
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Figure 1. Prevalence of obesity among children and adults, by race and ethnicity in the United States;
adapted from 2017-2018 NHANES data [1,9].

3. Obesity-Related Comorbidities in Children and Adults

Childhood obesity is linked to hypertension, fatty liver disease, type 2 diabetes melli-
tus, sleep apnea, orthopedic disorders, and poor psychological health [2,3]. These same
comorbidities are found in adults who have obesity [3]. The etiology of childhood obesity
is multifactorial, including environmental, behavioral, genetic, dietary, microbial, and
biological contributions [2,3].

Juonala et al., examined 6328 subjects from four prospective cohort studies (2 in the
United States, 1 in Australia, 1 in Finland) that measured childhood and adult BMI for
an average follow-up time of 23 years [4]. They found that adults with normal weight
who suffered from overweight or obesity during childhood, had similar risks of adverse
metabolic health outcomes to adults who had a normal weight during childhood. The
authors also found that of the children with normal weight, only 14.6% developed obesity
as adults, of the children with an overweight status, 64.6% developed obesity as adults, and
of the children who had obesity, 82.3% continued to have obesity in adulthood [4], which
was also seen in other population-based data [10].

Children with obesity who later entered adulthood with obesity faced a significantly
increased risk of cardiometabolic events [4]. However, if a child with obesity entered
adulthood at a normal weight, their risk returned to that of any other adult who possessed
a normal weight their entire life [4]. Thus, early intervention is vital to curtailing the obesity
epidemic. Of note, this study did not detail which, if any, specific interventions helped
children with obesity develop a normal weight as an adult.

4. Bariatric Surgery as a Treatment for Childhood Obesity

Obesity treatments include lifestyle interventions, medications, and bariatric surgery.
Current pediatric obesity treatment algorithms no longer focus on lifestyle modifications
alone [3,11,12]. The following medications, listed by date of approval, provide some ef-
fectiveness in adult populations, with expanding use in children [13]. Orlistat, one of the
earlier Food and Drug Administration (FDA) approved medications for weight loss in
individuals aged 12 and older, is rarely used in current clinical practice due to unpleasant
side effects such as flatulence [3]. Metformin is a drug used in diabetes management that
also promotes weight loss in children who have insulin resistance [11]. However, it is not
approved by the FDA for the sole indication of weight reduction, and generally does not re-
sult in significant weight loss when taken alone [11]. Liraglutide is a glucagon-like peptide
1 (GLP-1) agonist whose approval was extended to adolescents aged 12 to 17 in 2020 [14].
While its use in the pediatric population is increasing, many patients decline initiation of
the drug since it requires a daily subcutaneous injection. Setmelanotide, approved in 2021,
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is one of the first FDA-approved medications for chronic weight management in genetic
causes of obesity including pro-opiomelanocortin (POMC), proprotein convertase subtil-
isin/kexin type 1 (PCSK1), and leptin receptor (LEPR) deficiencies [15]. However, these
monogenic causes of obesity are rare and the utility of this medication to treat other types
of obesity remains unknown. More recently, the combination of phentermine/topiramate
(Qsymia) has been approved in pediatric patients aged 12 years and older as of 2022 but
has side effects like dizziness [16]. One promising drug, currently approved for adults,
is semaglutide, a GLP-1 agonist that is only administered once-weekly (rather than daily
as with liraglutide) [17]. In November 2022, Weghuber et al. published a clinical trial
where semaglutide garnered significant weight reduction in adolescents (pending FDA
approval for this age group) [17]. In an adult head-to-head comparison trial, semaglutide
was significantly more effective than liraglutide in terms of mean weight reduction (15.8%
vs. 6.4%, respectively) [18]. All the medications listed above have risks and benefits, but
the overall weight loss associated with their use is far less than the weight loss seen after
bariatric surgery, which has led to increased utilization of bariatric surgery in the pediatric
age groups [3,12].

According to the American Society for Metabolic and Bariatric Surgery (ASMBS)
Pediatric Metabolic and Bariatric Surgery Guidelines from 2018, bariatric surgery is a
potential intervention for children and adults with class 2 obesity and comorbidities or class
3 obesity with or without comorbidities [19]. This guideline and most others derive from
the 1991 NIH Consensus Statement for Gastrointestinal Surgery in Severe Obesity [20,21].
However, the 2022 ASMBS and International Federation for the Surgery of Obesity and
Metabolic Disorders (IFSO) now recommend lower BMI thresholds for adult bariatric
surgery: class 1 obesity with comorbidities that do not improve using nonsurgical methods
and class 2 obesity with or without comorbidities [21].

Bariatric surgery is considered the gold standard treatment for severe obesity and
is the most effective option in both adolescents and adults, but there are some concerns
regarding long-term efficacy [22,23]. The American Academy of Pediatrics (AAP) note that
there are no definitive age limitations for bariatric surgery in youth, but that the majority
of those who undergo surgery are adolescents [24]. There are two surgical procedures
considered in adolescents (ages 13-19): Roux-en-Y gastric bypass (RYGB) and vertical
sleeve gastrectomy (VSG). RYGB entails creating a small gastric pouch from the upper
stomach that is connected directly to the middle portion of the small intestine, inducing both
restriction and changes in absorption [19]. VSG involves removal of 80-90% of the greater
curvature of the stomach, which restricts food intake [19]. VSG also leads to weight loss
through delayed gastric emptying and altered neurohormonal feedback mechanisms [25,26].
VSG is now the most common bariatric procedure in both adults and adolescents [19,23,25],
and VSG is currently the only type of bariatric surgery used in children younger than 13
years of age [27]. Laparoscopic adjustable gastric banding (LAGB) is performed with a
device that can be easily removed, but its use is limited by the FDA to patients aged 18 years
and older [19,28]. For a variety of reasons including cost, limited access to care, and patient
concerns about adverse events, only 1-2 percent per year of eligible adult patients undergo
bariatric surgery in the United States [22]. This percentage is even lower in the child and
adolescent population [22]. Further, it is unclear if physicians refer racial/ethnic minorities,
who are disproportionally affected by obesity, to multidisciplinary weight-loss centers at
equal rates as their White counterparts [29]. Subsequently, if racial/ethnic minorities do
ultimately attend a multidisciplinary center, it is unknown whether they pursue bariatric
surgery at equal rates as their White counterparts [29].

Although bariatric surgery is a powerful tool to enable weight loss and decrease
associated comorbidities (i.e., diabetes) [30], approximately 10% of patients exhibit less than
expected weight loss post-surgery, despite following the prescribed diet and exercise [31].
The addition of anti-obesity medications in patients with inadequate weight loss or even
weight regain after bariatric surgery appears to improve outcomes [22].
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Advances in safety and efficacy of bariatric surgery in adults have led to its increasing
utilization in the adolescent age group, with comparable or sometimes superior results [31].
Adolescent bariatric surgery provides long term resolution of comorbid diseases, including
diabetes and hypertension, and often outperforms resolution of these measures in the adult
population [30,31]. However, since adolescents are often still growing, providers should
give particular attention to nutritional monitoring and to developing a transition plan to an
adult bariatric care center [19,32].

The Teen-Longitudinal Assessment of Bariatric Surgery (Teen-LABS) was a large pedi-
atric prospective, longitudinal, multi-center observational study, following 242 adolescents
undergoing bariatric surgery for severe obesity. Inge et al., compared Teen-LABS data
to LABS data (an adult study from which Teen-LABS study measures were derived), to
compare five-year outcome data [33]. The adolescents were <19 years of age at the time
of a bariatric procedure (67% RYGB, 28% VSG, and 6% LAGB) from March 2007 through
February 2012 [34]. At baseline, 28% were early teenagers (ages 13-15), 41% were middle
teenagers (ages 16-17), and 30% were late teenagers (ages 18-19) [34]. Bariatric surgery
outcome differences between younger and older adolescents were few, indicating that
younger adolescents should not be denied for consideration [23,35].

Remission rates of diabetes differed significantly between adults and children. Of
patients with diabetes at baseline, 86% of adolescents, whereas only 53% of adults, no longer
met criteria for diabetes 5 years after surgery [33]. Remission rates of hypertension also
differed significantly; 68% of adolescents, but only 41% of adults, entered remission 5 years
after surgery. This study suggested that adolescents had greater plasticity for reversal of
obesity-related complications than adults. Diabetes remission may be modulated by greater
opportunity for recovery of islet cell secretory capacity, while hypertension remission may
have involved less-reversible anatomical and structural changes to the heart with age [33].
Bariatric surgery in pediatrics also improved fatty liver disease [28].

Algahtani et al. studied the largest cohort to date of children and adolescents under-
going weight-loss surgery, with 2504 participants undergoing VSG over 10 years. Their
group showed durable weight loss and maintained comorbidity resolution [27]. They were
also one of the few groups to measure vertical growth over time; patients reassuringly had
unaltered growth, which is of particular concern in the pediatric population [27]. However,
it is important to note that long-term data was limited to approximately 25% (632 patients)
of the entire cohort [36].

5. Architecture and Composition of Intestinal Flora in Obesity

The intestinal microbiota is a complex community of bacteria, prokaryotes, eukaryotes,
and archaea [37]. There are approximately 3.8 x 10'3 bacterial cells in and on the human
body and 3.0 x 10! human cells, equating the bacterial to human cell ratio to be approxi-
mately 1:1, as opposed to the frequently cited 10:1 ratio [38]. The evolution of symbiosis
between the human gastrointestinal tract and its resident microbiota confers reciprocal
interactions between the gut microbiome and the host, with important consequences for
human health and physiology [39].

There are four predominant bacterial phyla in the human body [40]. First, the phylum
Firmicutes consists of classes Bacilli and Clostridia, which are gram-positive organisms
with diverse physiology (anaerobic, aerobic), and include commensal and beneficial bacte-
ria; examples include Lactobacillus, Ruminococcus, Clostridium, Staphylococcus, Enterococcus,
and Faecalibacterium. Second, the phylum Bacteroidetes consists of the class Bacteroidetes
with gram-negative organisms widely distributed in the environment (i.e., soil, seawater,
and the guts of animals); examples include Bacteroides and Prevotella. Third, the phy-
lum Proteobacteria consists of classes Gammaproteobacteria and Betaproteobacteria, with
gram-negative organisms that include a wide variety of potential pathogens; examples
include Escherichia and Pseudomonas. Fourth, the phylum Actinobacteria consists of class
Actinobacteria, with gram-positive organisms with diverse morphology; examples include
Bifidobacterium, Streptomyces, and Nocardia [40].
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The Integrative Human Microbiome Project showed dynamic changes in gut mi-
crobiota in disease states such as in pregnancy with preterm birth, inflammatory bowel
disease, and diabetes [41]. Diet was also strongly associated with differences in the gut
microbiota [42]. The depleted microbial biodiversity of gut microbiota in people consuming
a Western diet (high in fat, sugars, and animal proteins) was associated with increasing
incidence of obesity, coronary vascular disease, and metabolic syndrome [42,43]. The bene-
ficial Prevotella enterotype was associated with a favorable carbohydrate-based diet (high
in both complex carbohydrates and simple sugars) [44].

Adults with obesity generally had a greater Firmicutes/Bacteroidetes ratio and in-
creased Proteobacteria compared to lean controls, although there was variation among
individual studies [45]. Turnbaugh et.al. characterized the fecal microbial communities
of 154 adult female monozygotic and dizygotic twin pairs (along with their mothers) for
concordance with normal weight or obesity [46]. The analysis revealed a lower propor-
tion of Bacteroidetes and a higher proportion of Actinobacteria in patients with obesity
versus patients with a normal weight [46]. Children with obesity also had gut microbiota
compositional and functional differences compared to lean controls, including increased
proinflammatory bacterial taxa [47,48]. Similar associations were also found in mice [47,48].
Obesity was associated with a reduction in Bacteroidetes and a proportional increase in
Firmicutes in mice with obesity versus lean mice, regardless of kinship [49].

Fecal samples from the same individual were much more similar to one another than
samples from family members or unrelated individuals, demonstrating that temporal
changes in community structure within an individual were minor compared to inter-
personal differences [46]. This finding implies that future studies examining the gut
microbiota, in either an observational or interventional fashion, will have the most impact
if individuals are studied over time.

There are likely several mechanisms involved in the relationship between the gut
microbiota and obesity, though functional studies are limited. Chierico et al. studied the
composition of gut microbiota in relation to metagenome functional content in adolescents
and adults with obesity compared to age-matched volunteers with normal weight [47]. The
adolescents with obesity had more of an association with primary bile acid biosynthesis,
steroid acid biosynthesis, fructose metabolism, mannose metabolism, galactose metabolism,
butanoate metabolism, pentose phosphate metabolism, and glycolysis/gluconeogenesis.
However, the adolescents with a normal weight had more of an association with secondary
bile acids, steroid hormone metabolism, lipoic acid metabolism, and glycan biosynthesis
and metabolism [47]. Primary bile acids are those synthesized by the liver and secondary
bile acids are the result of conversion of primary bile acids by colonic bacteria [50]. Sec-
ondary bile acids influence energy expenditure and glucose homeostasis in a positive
fashion via their effects on gluconeogenesis, insulin secretion, and insulin sensitivity [51].
Insulin exerts pleiotropic effects on multiple organs; it regulates body fat through a dy-
namic network of factors that control energy imbalance [52]. Direct measurements of gut
microbiota derived metabolites also showed differences between individuals with obesity
and those with a normal weight [53]. Although there was variation between studies, a
meta-analysis showed that stool from adults with obesity compared to stool from adults
with a normal BMI have increased levels of short chain fatty acids [54].

6. The Developing Microbiome Modulates Obesity Differently than in Adults
6.1. The Birthing Process

The first significant microbial exposure in infancy occurs at birth, microbes closely re-
sembling microbes encountered during the birthing process colonize the infant’s gut [55,56].
Vaginally delivered infants acquire bacterial communities resembling their own mother’s
vaginal microbiota, which is dominated by Lactobacillus, Prevotella, and Sneathia [57]. In
contrast, Caesarian section delivered infants acquire bacterial communities resembling
those of maternal skin, which is dominated by Staphylococcus, Corynebacterium, and Pro-
pionibacterium [57]. Moreover, there is differential subsequent development of the gut
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microbiome in infants delivered by Caesarian section compared with vaginal delivery [58].
Most notably, infants delivered by Caesarian section have overrepresentation of patho-
bionts, especially specific strains acquired from their mother, and underrepresentation of
Bacteroides and Bifidobacterium [58]. While these differences by delivery mode are most
pronounced during the first year of life, some differences persist into early childhood [59].
Furthermore, impacts to microbiome development during critical early-life periods of
immune and metabolic programming have long-term health consequences [56]. This is
especially important since the children of mothers who have obesity are more likely to
develop obesity themselves, and babies who are born by Caesarian section are also more
likely to develop obesity [60,61]. Moreover, exposure to antibiotics early in life profoundly
alters the gut microbiome [62,63]. Antibiotics in early life are associated with later obesity,
with animal models indicating a causal effect by the gut microbiome [56,64,65].

6.2. The First Three Years of Life

There is dynamic development of the gut microbiome early in life, with rapidly
increasing diversity over the first few years of life [66—69]. Koenig et al. conducted an
intriguing study in which one full-term male infant was chronicled with stool samples
daily for 2.5 years, allowing for an in-depth look into the dynamics of a developing
intestinal ecosystem in relation to known disturbances (i.e., breastfeeding, introduction of
solids, antibiotic usage) [68]. The authors observed an increase in diversity over time. 16S
ribosomal RNA gene sequencing of the samples showed a dramatic and sustained increase
in abundance of Bacteroidetes immediately after the introduction of peas and other table
foods. Bacteroidetes are specialized in the breakdown of complex plant polysaccharides [68].
Low levels of Bacteroidetes in the gut are correlated with obesity, with obesity itself
potentially resulting from a diet low in plant-derived polysaccharides [42,68].

Overall, the infant gut microbiome is rapidly colonized and plays an important role in
the development and education of host mammalian immune and metabolic systems. There
appears to be a “critical window of opportunity” for education of these systems [70]. If
that “window” is missed, and host-commensal interactions are disrupted, diseases may
develop later in life, including obesity, food allergies, and asthma [56,70].

6.3. School-Aged Children and Adolescents Continue to Have a Dynamic Microbiome

Some studies suggest that the gut microbiome becomes relatively stable and adult-like
in the first 1 to 3 years of life [66-69], but other evidence indicates that it continues to
develop into the teenage years [67,71,72]. Agans et al., studied gut microbiota in adolescent
children (ages 11-18) versus adults and found that the abundance of Bifidobacterium was
significantly higher in adolescent children than in adults [72]. The authors implied that
levels of Bifidobacteria in children decreased gradually between 2 and 18 years of age
until reaching stable levels in early adulthood, rather than plummeting quickly after
toddlerhood [72].

In addition, Hollister et al. studied the gut microbiome of 46 healthy pre-adolescent
children (7-12 years of age) in comparison to healthy adults from the same region (Hous-
ton, TX, USA) [67]. Although healthy children and adults had similar numbers of taxa
and functional genes, their compositional and functional potential differed significantly.
Children had increased amounts of Bifidobacterium, Faecalibacterium, and members of Lach-
nospiraceae, while adults had greater amounts of Bacteroides. Regarding function, there
were significant differences in the relative abundance of genes involved in vitamin synthesis,
amino acid degradation, oxidative phosphorylation, and mucosal inflammation. Children’s
gut microbiota was enriched with functions that could support ongoing development,
while adult gut microbiota was predominant in functions associated with inflammation,
obesity, and increased risk of adiposity.

Collectively, these results suggest that the healthy pediatric gut microbiome harbors
compositional and functional aspects that differ from similarly matched healthy adults,
and that the gut microbiome may undergo a more prolonged development than previously
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anticipated [67]. Therefore, childhood and adolescence may provide opportunities for
microbiome interventions to promote health or prevent obesity, since the developing
microbiome plays a more definitive role in establishing metabolic pathways involved with
energy regulation [73-77].

6.4. The Developing Gut Microbiota Influences Host Metabolic Status

There are data suggesting that aberrant compositional development of gut microbiota
precedes being overweight [78,79], offering new possibilities for preventive and therapeutic
applications in weight management [80]. Cani et al., demonstrated that mice fed a high fat
diet developed insulin resistance and inflammation by a mechanism directly dependent
on lipopolysaccharide (LPS), an essential component of the cell walls of gram-negative
bacteria such as Bacteroides [78]. They found that a high fat diet increased the proportion of
LPS-containing microbiota in the gut [78]. In a subsequent study, they reported that mice
fed a high fat diet had reduced amounts of Bifidobacterium and Bacteroides when compared
to controls fed a standard diet [81]. Moreover, they noted increased rates of plasma LPS
concentrations associated with lower Bifidobacterium levels in the intestinal microbiota.
Bifidobacteria were shown to reduce intestinal endotoxin levels and upgrade mucosal barrier
function [82]. The supplementation of prebiotic dietary fiber in mice fed a high fat diet
increased Bifidobacteria in the gut, leading to a reduction of endotoxins in the blood [81].
The specialized diet was also strongly associated with improved glucose tolerance as
explained by normalization of glucose-induced insulin secretion [81]. Furthermore, in
later studies they also found increased gut permeability from inflammation enhanced LPS
absorption [79].

The gut microbiota also influences host adiposity by energy extraction from the diet
and by regulation of metabolism throughout the body [83,84]. For example, Backhed et al.
showed that gut microbiota influenced host fat storage in mice [83]. Fasting-induced
adipocyte factor (Fiaf), a circulating lipoprotein lipase inhibitor, suppression was essential
for gut microbiota-induced deposition of triglycerides in adipocytes. The gut microbiota
inhibited Fiaf, caused increased hepatic lipogenesis with increased lipoprotein lipase
activity in adipocytes, thereby promoting storage of calories harvested from the diet into
fat [83]. The above data in total suggest that restoration of the gut microbiota to a healthy
state may ameliorate conditions associated with obesity and help maintain a healthy
weight [85].

6.5. The Gut Microbiota Has a Causal Role in Obesity

Moving beyond associations, several murine models showed a causal role of the gut
microbiota in obesity. Body fat, fat mass, and obesity-associated metabolic phenotypes can
be transferred via gut microbiota, as shown in a study where fecal samples from human
adult females with obesity were transferred into germ free mice [86]. Furthermore, early
life antibiotic-induced obesity can also be transferred into germ free mice [56]. Moreover,
the intestinal microbiota of mice with obesity was more effective at extracting calories
from food than that of mice with a normal weight [87]. This trait that can be passed to
germ-free mice via fecal microbiota transplant, thereby causing increased adiposity in those
initially germ-free mice [87]. These studies did not detail any adverse side effects regarding
the mice.

7. Prebiotics, Probiotics, Synbiotics, and Fecal Microbiota Transplant
Modulate Obesity

7.1. Probiotics

Probiotics are live microorganisms, which when administered in adequate amounts
confer a health benefit to the host, with strain-specific mechanisms of action [88]. Beneficial
microbes such as Lactobacillus, Bifidobacterium, and Streptococcus are commonly used as
probiotics [73]. Multiple systematic reviews and meta-analyses in humans showed that
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probiotics may have some benefit in combating obesity, however, data were inconsistent,
with other studies showing no significant effect of probiotics in reducing BMI [89,90].

7.2. Prebiotics

Prebiotics are selectively fermented ingredients that confer a health benefit to the
host through specific changes in the composition of or activity of the gastrointestinal
microbiota [91]. Prebiotics must also meet three criteria: (1) resistance to gastric acid, bile,
and digestive enzymes; (2) ability to undergo fermentation by gut microbiota; and (3) ability
to stimulate the growth and/or activity of commensal gut microbiota [91]. Gut hormones
such as GLP-1 play a critical role in relaying signals of nutritional and energy status from
the gut to the central nervous system to control food intake [76]. GLP-1 is upregulated by
prebiotics, suggesting that prebiotics may be used to control food intake [76]. Nicolucci
et al. illustrated that the prebiotic of an oligofructose-enriched inulin selectively altered
the intestinal microbiota, and significantly reduced body weight z-score in children with
overweight and obesity compared to placebo [92]. However, Liber et al. did not show a
difference in BMI when using the prebiotic of oligofructose-enriched inulin compared to
placebo in children with overweight and obesity [93].

7.3. Synbiotics

“Synbiotics” are a combination of probiotics and prebiotics [94]. Synbiotics have the
potential to induce more beneficial effects on the gut microbiota than isolated intake of
pre- or probiotics. They promote the survival and implantation of live microbial dietary
supplements in the gastrointestinal tract of the host [94]. A systematic review and meta-
analysis by Mohammadi et al. of probiotics and synbiotics, did not illustrate any significant
changes in BMI, waist circumference, body fat, fasting blood glucose, or lipid profiles
before and after supplementation with probiotics/synbiotics for 4-16 weeks [95]. However,
a subgroup analysis by intervention type, revealed a significant reduction in BMI with
synbiotic supplementation [95].

7.4. Fecal Microbiota Transplant

Fecal microbiota transplant (FMT) is a process aimed to restore microbial homeostasis
to altered gut microbiota by transplanting stool from a healthy donor into a recipient via
pills, nasogastric/nasojejunal tubes, colonoscopy, enema, rectal tube, or sigmoidoscopy [96].
The Gut Bugs Trial was a randomized, double-blind, placebo-controlled trial assessing
the efficacy of FMT to treat obesity and improve metabolism, with the primary outcome
being BMI standard deviation at 6 weeks post-FMT [97]. The participants included 87 ado-
lescents (ages 14-18) with a BMI > 30 kg/m?. The teenagers received a single course of
oral encapsulated fecal microbiota from donors of the same sex or saline placebo, with
a 26-week follow-up. FMT did not show an effect on BMI, insulin sensitivity, liver func-
tion, lipid profile, inflammatory markers, blood pressure, or gut health, but it did show
a reduction in abdominal adiposity. The participants faced no serious adverse events,
although minor adverse events occurred, with the most common being loose stools in 10%
of participants. [97]. Prior FMT studies in adults with obesity also did not show a signifi-
cant change in BMI [98,99], although a temporary improvement in insulin sensitivity was
demonstrated in two studies [100,101]. Conversely, two other studies reported no effects
on insulin sensitivity, but showed sustained gut microbiota changes after FMT [98,99].

There are risks associated with FMT. There have been cases of infectious pathogen
transmission resulting in hospitalization or even death [102,103]. Furthermore, other
unintended characteristics may be transferred. For example, a woman with a normal BMI
quickly gained 34 pounds after receiving a fecal transplant from her daughter with an
overweight BMI for the treatment of a Clostridioides difficile infection [104]. However, the
research team could not say with certainty that the transplant spurred the sudden weight
gain [104].
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8. Bariatric Surgery Leads to Gut Microbiota Changes in Adults

Weight loss mediated through bariatric surgery was initially thought to be a direct
result of mechanical alterations causing restriction and calorie malabsorption, but the
degree of enhanced metabolism after surgery cannot be explained by caloric restriction
and weight loss alone [25,26,105,106]. Bariatric surgery induces changes in the anatomy
of the digestive tract, gastric emptying, hormonal status, quantity and choice of ingested
nutrients, and the metabolism of bile acids, which all might modify the gut microbiota
composition [75,107,108]. In addition, host physiological responses include “resetting”
of the body’s metabolism and hunger signals, with energy harvesting through hormonal
changes [105]. Furthermore, given the established impact that the gut microbiota has on
adiposity; it is likely that complex enteric microbe-host responses contribute to surgery-
mediated weight loss and maintenance of weight loss post-surgery [75,105]. A systematic
review by Guo et al., on human and mouse model bariatric surgery, demonstrated that
microbial composition greatly changed after surgery [109]. Overall, it showed increased
Bacteroidetes, Fusobacteria, Verrucomicrobia, and Proteobacteria with decreased microbial
groups of Firmicutes, Clostridiales, Clostridiaceae, Blautia, and Dorea [109].

Furet et al. examined the gut microbiota of 30 adults with obesity before and after
RYGB and found that gut microbiota prior to surgery showed significant depletion of
Bacteroides/Prevotella in comparison to adults with a normal weight [80]. After RYGB there
were increased amounts of Bacteroides/Prevotella at 3 months post-surgery, when patients
exhibit most of the expected weight loss from the surgery. Those changes remained stable
at 6 months post-surgery, when weight loss generally plateaus, at a level of abundance
close to that of the control subjects with a normal weight. RYGB in and of itself may
independently contribute to changes in gut microbiota composition by bypassing gastric
acidity, causing a reduction of chloride acid influx into the intestines, and leading to
increased pH. The increased pH together with downstream delivery of bile acids could
contribute to the modification of the population of intestinal bacteria [80]. Bile acids
exert a strong selection pressure on gut microbiota via direct and indirect antimicrobial
effects [110,111]. Conversely, the microbial changes in RYGB may differ from other types of
bariatric surgery procedures such as VSG or LAGB, which do not induce malabsorption
with their anatomy. For example, studies following patients after RYGB reported an increase
in serum bile acids, but no differences in bile acid levels are observed following VSG [112].

Davies et al. conducted a systematic review examining the clinical studies that charac-
terized changes in gut microbiota after bariatric surgery [113]. They identified a total of
454 articles; screened 297 (title/abstract) after removing duplicates; and assessed 21 full
texts for eligibility. Finally, they included 14 studies (11 prospective cohort studies, 1 ran-
domized controlled trial, and 3 retrospective case-control studies). The studies included
222 participants who underwent bariatric surgery: 146 RYGB, 25 VSG, 14 LAGB, and
37 other kinds of bariatric surgery (30 biliointestinal bypass and 7 vertical banded gastro-
plasty). The majority examined gut microbiota changes after RYGB at varying durations
(3 months to 12 months). In general, there was increased microbial diversity and gene
richness after surgery [113]. One study identified 58 new genera in patients after RYGB,
with the highest richness observed as soon as 3 months post-surgery [114]. Dramatic
shifts in phylum, genera, and species composition of gut microbiota were observed after
surgery [113]. There were decreases in the relative abundance of Firmicutes after VSG
and increases in Proteobacteria after RYGB. Bacteroidetes were significantly increased in
the gut microbiome of patients after VSG but decreased after RYGB. It is unlikely that
the discordant changes in Bacteroidetes are causally linked with the metabolic changes
observed after both VSG and RYGB, given similar weight loss and resolution of type 2
diabetes mellitus. In addition, common underlying species and/or strain specific changes
may have occurred, which can be masked by phylum level analyses [113].
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Fukuda et al. examined patients receiving VSG in terms of the gut microbiota and
immune environment, including mucosal-associated invariant T cells (MAIT cells) and reg-
ulatory T cells (Treg cells) [115]. They discovered that a reduction in chronic inflammation
in obesity was secondary to a change in the constituent bacterial species, diversity of gut
microbiota, MAIT cells in the colonic mucosa, and effector Treg cells in the peripheral blood.
An increase in diversity of gut microbiota was the postulated mechanism of action whereby
VSG in those with morbid obesity led to improvements in gut microbiota balance. The
increased microbial diversity then conferred an enhanced intestinal immune environment
by way of increased MAIT cells in the colonic mucosa, which led to a decrease in chronic
inflammation. Subsequently, an advancement in blood immune environment created a
decrease in both effector Treg cells and Th1 cells [115].

There are a few limitations in these adult studies on the gut microbiota and bariatric
surgery. Most were conducted using 16S ribosomal RNA gene sequencing which does not
allow for strain level examination of the microbiome. Moreover, they show microbiome
associations but not causal mechanisms. Further studies are needed to better delineate
mechanistic pathways. Furthermore, the studies did not analyze race and ethnicity, which is
important given that obesity disproportionately affects non-Hispanic Blacks and Hispanics.
The disparities could be in part due to the gut microbiome, which is influenced by a
multitude of factors including race and ethnicity [116]. It is also unknown whether patients
who did not lose a significant amount of weight after bariatric surgery had different gut
microbiota changes compared to those who did, as the current numbers were too small to
make an inference [109].

Some of the most convincing evidence that the gut microbiota community can impact
surgery-mediated weight loss in a causal manner comes from mice studies involving fecal
transplant. Liou et al. tested a mouse model of RYGB surgery [117]. The transfer of stool
from RYGB-treated mice to non-operated, germ-free mice led to weight loss in the recipient
animals. In contrast, the transfer of stool from non-RYGB abdominal surgery control mice,
to non-operated, germ-free mice, conferred no weight change in the recipient animals. This
study was the first empirical claim that changes in gut microbiota contribute to reduced
host weight after RYGB [117]. Similar findings were found in RYGB rat models [118].
However, such robust evidence for the role of the gut microbiota in the success of bariatric
surgery in humans has not yet been demonstrated.

9. The Role of the Gut Microbiome in Pediatric Bariatric Surgery

Gut microbiome changes after bariatric surgery in children and adolescents are largely
unknown. No reported studies have involved pediatric patients (17 years of age or
younger) [113]. Pediatric institutions often treat patients up to age 21, meaning that there is
some age overlap with adult studies in patients aged 18 to 21. However, most of the studies
focused on middle aged adults and did not provide raw data to analyze individual patients
by age [113]. Furthermore, most published studies focused on patients undergoing RYGB,
not VSG, the most common bariatric procedure for children and adolescents [19]. Therefore,
it is important to study the gut microbiota in children and adolescents undergoing bariatric
surgery, as a child’s microbiome differs from an adult, is developing, and plays a clearer
role in establishing metabolic pathways that could impact energy regulation in obesity
(Figure 2).
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Figure 2. The diversity of gut microbiota in the human gut: The four images indicate the degree of
gut microbial diversity in the intestines in patients with a normal weight, with obesity, and after
RYGB, and the unknown nature of gut microbial diversity after VSG in children. The gut microbiota
of a patient with a normal weight has a high degree of microbial diversity, which contributes to the
maintenance of health. Patients with obesity have dysbiosis in their gut microbiome marked by a
lack of microbial diversity. RYGB, which has been the subject of most studies examining the link
between bariatric surgery and gut microbial diversity, effectively leads to weight loss and restores
the dysbiosis to levels of gut microbial diversity seen in patients with a normal weight. In contrast,
the most common type of bariatric surgery performed in children is VSG and the effects to the
microbiome before and after VSG in children is unknown.

10. Discussion: Future Directions and Unanswered Questions

A significant knowledge gap remains regarding the specific contribution of enteric
microbes to weight loss following bariatric surgery, especially in children and adoles-
cents [105]. Additionally, it is unknown whether the pre-surgical composition of intestinal
microbiota can predict whether an individual will lose a substantial amount of weight or
predict who will maintain their post-surgical weight loss [105].

Understanding gut microbial changes will provide key mechanistic information re-
garding how weight loss in bariatric surgery is modulated. Furthermore, characterizing
the gut microbiota before and after pediatric bariatric surgery may generate preliminary
data for the development of microbiome-based therapeutics for the treatment of childhood
obesity. These therapeutics may enhance outcomes after surgery, or even diminish the need
for surgery in the future by becoming an option for weight loss themselves.

The budding field of live biotherapeutics, which targets specific groups of microorgan-
isms instead of replacing the entire gut microbiota landscape via FMT, could lead to more
efficacious microbial therapies for obesity [119]. Companies developing live biotherapeu-
tics currently have ongoing clinical trials for Clostridioides difficile infection, solid tumors,
food allergies, and asthma [119,120]. Long-term, live biotherapeutics for obesity may be
developed, but no clinical trials are currently underway [119,120].

11. Conclusions

In conclusion, early intervention is vital to curtailing the obesity epidemic, because
if a child with obesity can enter adult life at a normal weight, their risk of adverse health
outcomes returns to that of any other adult who possessed a normal weight their entire
life. Current literature suggests a role for the gut microbiome in weight loss management.
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Given that children and adolescents have a dynamic gut microbiome, while an adult’s
gut microbiome is more static, children and adolescents are prime targets for studies to
better understand the mechanistic role of the gut microbiome in the development and
treatment of obesity. A study investigating the gut microbiota of pediatric patients before
and after bariatric surgery would likely help to elucidate the pathophysiology of childhood
obesity, by characterizing the functional role of the gut microbiome during rapid weight
loss. Such information could be used in developing microbial-based therapies to mitigate
the obesity crisis.

Author Contributions: Conceptualization, C.O.A. and S.K.H.; writing—original draft preparation,
C.0.A,; writing—review and editing, C.O.A., EPN,, S.L. and S.K.H.; visualization, C.O.A.; supervi-
sion, E.PN. and S.K.H.; funding acquisition, C.O.A., E.PN. and S.K.H. All authors have read and
agreed to the published version of the manuscript.

Funding: Research reported in this publication was supported by the National Institute of Diabetes
and Digestive and Kidney Diseases (NIDDK) and the Academic Pediatric Association (APA) through
RAPID: Research in Academic Pediatrics Initiative on Diversity (Dr. Akagbosu). The content is solely
the responsibility of the authors and does not necessarily represent the official views of NIDDK or the
APA. This work was supported in part by the National Institute of Allergy and Infectious Diseases
of the National Institutes of Health under the Intramural Research Program (Dr. Hourigan). The
content is solely the responsibility of the authors and does not necessarily represent the official views
of the National Institutes of Health. Lastly, this research was supported by Thrasher Research Fund
(Dr. Akagbosu).

Institutional Review Board Statement: Not applicable.
Informed Consent Statement: Not applicable.
Data Availability Statement: Not applicable.

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

References

1.

10.

National Institute of Diabetes and Digestive and Kidney Diseases. Overweight & Obesity Statistics | NIDDK. Published. September
2021. Available online: https:/ /www.niddk.nih.gov /health-information/health-statistics / overweight-obesity (accessed on 22
October 2022).

Skelton, J. Obesity. In Pediatric Gastrointestinal and Liver Disease; Elsevier: Amsterdam, The Netherlands, 2020; pp. 135-147.
Kansra, A.R.; Lakkunarajah, S.; Jay, M.S. Childhood and Adolescent Obesity: A Review. Front Pediatr. 2021, 8, 581461. [CrossRef]
[PubMed]

Juonala, M.; Magnussen, C.G.; Berenson, G.S.; Venn, A.; Burns, T.L.; Sabin, M.A; Srinivasan, S.R.; Daniels, S.R.; Davis, PH.;
Chen, W,; et al. Childhood Adiposity, Adult Adiposity, and Cardiovascular Risk Factors. N. Engl. |. Med. 2011, 365, 1876-1885.
[CrossRef] [PubMed]

Grummer-Strawn, L.M.; Reinold, C.; Krebs, N.E,; Centers for Disease Control and Prevention (CDC). Use of World Health
Organization and CDC growth charts for children aged 0-59 months in the United States. MMWR Recomm. Rep. 2010, 59, 1-15.
[PubMed]

Fryar, C.D.; Carroll, M.D.; Afful, J.; Carroll, M.D. Prevalence of Overweight, Obesity, and Severe Obesity among Children and Adolescents
Aged 2-19 Years: United States, 1963-1965 through 2017-2018; Division of Health and Nutrition Examination Surveys: Hyattsville,
MD, USA, 2020. Available online: https:/ /www.cdc.gov/nchs/data/hestat/obesity-child-17-18 /overweight-obesity-child-H.pdf
(accessed on 3 November 2022).

Lange, S.J.; Kompaniyets, L.; Freedman, D.S.; Kraus, E.M.; Porter, R.; Blanck, H.M.; Goodman, A.B. Longitudinal Trends in Body
Mass Index Before and During the COVID-19 Pandemic Among Persons Aged 2-19 Years—United States, 2018-2020. MMWR
Morb. Mortal. Wkly. Rep. 2021, 70, 1278-1283. [CrossRef] [PubMed]

Jebeile, H.; Kelly, A.S.; O’'Malley, G.; Baur, L.A. Obesity in children and adolescents: Epidemiology, causes, assessment, and
management. Lancet Diabetes Endocrinol. 2022, 10, 351-365. [CrossRef]

Tsoi, M.E; Li, H.L.; Feng, Q.; Cheung, C.L.; Cheung, T.T.; Cheung, B.M.Y. Prevalence of Childhood Obesity in the United States in
1999-2018: A 20-Year Analysis. Obes. Facts 2022, 15, 560-569. [CrossRef]

Simmonds, M.; Burch, J.; Llewellyn, A.; Griffiths, C.; Yang, H.; Owen, C.; Duffy, S.; Woolacott, N. The use of measures of obesity
in childhood for predicting obesity and the development of obesity-related diseases in adulthood: A systematic review and
meta-analysis. Health Technol. Assess. 2015, 19, 1-336. [CrossRef]


https://www.niddk.nih.gov/health-information/health-statistics/overweight-obesity
http://doi.org/10.3389/fped.2020.581461
http://www.ncbi.nlm.nih.gov/pubmed/33511092
http://doi.org/10.1056/NEJMoa1010112
http://www.ncbi.nlm.nih.gov/pubmed/22087679
http://www.ncbi.nlm.nih.gov/pubmed/20829749
https://www.cdc.gov/nchs/data/hestat/obesity-child-17-18/overweight-obesity-child-H.pdf
http://doi.org/10.15585/mmwr.mm7037a3
http://www.ncbi.nlm.nih.gov/pubmed/34529635
http://doi.org/10.1016/S2213-8587(22)00047-X
http://doi.org/10.1159/000524261
http://doi.org/10.3310/hta19430

Int. . Mol. Sci. 2022, 23, 15421 14 0f 18

11.

12.

13.

14.

15.
16.

17.

18.

19.

20.
21.

22.

23.
24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

US Preventive Services Task Force. Screening for Obesity in Children and Adolescents: US Preventive Services Task Force
Recommendation Statement. JAMA 2017, 317, 2417-2426. [CrossRef]

Spear, B.A.; Barlow, S.E.; Ervin, C.; Ludwig, D.S; Saelens, B.E.; Schetzina, K.E.; Taveras, E.M. Recommendations for Treatment of
Child and Adolescent Overweight and Obesity. Pediatrics 2007, 120 (Suppl. 4), S254-5288. [CrossRef]

Srivastava, G.; Fox, C.K; Kelly, A.S.; Jastreboff, A.M.; Browne, A.F,; Browne, N.T.; Pratt, ].S.; Bolling, C.; Michalsky, M.P,; Cook,
S.; et al. Clinical Considerations Regarding the Use of Obesity Pharmacotherapy in Adolescents with Obesity. Obesity 2019, 27,
190-204. [CrossRef]

Lundgren, J.R.; Janus, C.; Jensen, S.B.; Juhl, C.R; Olsen, L.M.; Christensen, R.M.; Svane, M.S.; Bandholm, T.; Bojsen-Meller, K.N.;
Blond, M.B.; et al. Healthy Weight Loss Maintenance with Exercise, Liraglutide, or Both Combined. N. Engl. . Med. 2021, 384,
1719-1730. [CrossRef] [PubMed]

Markham, A. Setmelanotide: First Approval. Drugs 2021, 81, 397-403. [CrossRef] [PubMed]

Food and Drug Administration. FDA Approves Treatment for Chronic Weight Management in Pediatric Patients Aged 12 Years
and Older. Published online. 27 June 2022. Available online: https://www.fda.gov/drugs/news-events-human-drugs/fda-
approves-treatment-chronic-weight-management-pediatric-patients-aged-12-years-and-older (accessed on 30 October 2022).
Weghuber, D.; Barrett, T.; Barrientos-Pérez, M.; Gies, I.; Hesse, D.; Jeppesen, O.K.; Kelly, A.S.; Mastrandrea, L.D.; Serrig, R.;
Arslanian, S. Once-Weekly Semaglutide in Adolescents with Obesity. N. Engl. . Med. 2022. [CrossRef] [PubMed]

Rubino, D.M.; Greenway, FL.; Khalid, U.; O’'Neil, PM.; Rosenstock, ].; Serrig, R.; Wadden, T.A.; Wizert, A.; Garvey, W.T,;
Arauz-Pacheco, C.; et al. Effect of Weekly Subcutaneous Semaglutide vs Daily Liraglutide on Body Weight in Adults With
Overweight or Obesity Without Diabetes: The STEP 8 Randomized Clinical Trial. JAMA 2022, 327, 138. [CrossRef] [PubMed]
Pratt, J.S.; Browne, A.; Browne, N.T.; Bruzoni, M.; Cohen, M.; Desai, A ; Inge, T.; Linden, B.C.; Mattar, S.G.; Michalsky, M.; et al.
ASMBS pediatric metabolic and bariatric surgery guidelines, 2018. Surg. Obes. Relat. Dis. 2018, 14, 882-901. [CrossRef]
Hubbard, V.S.; Hall, W.H. Gastrointestinal surgery for severe obesity. Consens Statement 1991, 9, 1-20.

Eisenberg, D.; Shikora, S.A.; Aarts, E.; Aminian, A.; Angrisani, L.; Cohen, R.V.; de Luca, M.; Faria, S.L.; Goodpaster, K.P.; Haddad,
A.; et al. American Society for Metabolic and Bariatric Surgery (ASMBS) and International Federation for the Surgery of Obesity
and Metabolic Disorders (IFSO): Indications for Metabolic and Bariatric Surgery. Surg. Obes. Relat. Dis. 2022, 18, 1345-1356.
[CrossRef]

Heymsfield, S.; Aronne, L.J.; Eneli, I.; Kumar, R.B.; Michalsky, M.; Walker, E.; Wolfe, B.M.; Woolford, S.J.; Yanovski, S. Clinical
Perspectives on Obesity Treatment: Challenges, Gaps, and Promising Opportunities; NAM Perspectives. Discussion Paper; National
Academy of Medicine: Washington, DC, USA, 2018. [CrossRef]

Jaklevic, M.C. The Push for Earlier Bariatric Surgery for Adolescents With Severe Obesity. JAMA 2021, 325, 2241. [CrossRef]
Armstrong, S.C.; Bolling, C.F,; Michalsky, M.P,; Reichard, KW.; Haemer, M.A.; Muth, N.D.; Rausch, ].C.; Rogers, V.W.; Heiss, K.E;
Besner, G.E.; et al. Pediatric Metabolic and Bariatric Surgery: Evidence, Barriers, and Best Practices. Pediatrics 2019, 144, e20193223.
[CrossRef]

Bolling, C.E,; Armstrong, S.C.; Reichard, K.W.; Michalsky, M.P.; Haemer, M.A.; Muth, N.D.; Rausch, ].C.; Rogers, V.W.; Heiss, K.E;
Besner, G.E.; et al. Metabolic and Bariatric Surgery for Pediatric Patients With Severe Obesity. Pediatrics 2019, 144, €20193224.
[CrossRef]

Benaiges, D. Laparoscopic sleeve gastrectomy: More than a restrictive bariatric surgery procedure? World |. Gastroenterol. 2015,
21, 11804. [CrossRef]

Algahtani, A.R.; Elahmedi, M.; Abdurabu, H.Y.; Alqahtani, S. Ten-Year Outcomes of Children and Adolescents Who Underwent
Sleeve Gastrectomy: Weight Loss, Comorbidity Resolution, Adverse Events, and Growth Velocity. J. Am. Coll. Surg. 2021, 233,
657-664. [CrossRef]

Nobili, V.; Vajro, P.; Dezsofi, A.; Fischler, B.; Hadzic, N.; Jahnel, J.; Lamireau, T.; McKiernan, P.; McLin, V.; Socha, P; et al.
Indications and Limitations of Bariatric Intervention in Severely Obese Children and Adolescents With and Without Nonalcoholic
Steatohepatitis: ESPGHAN Hepatology Committee Position Statement. J. Pediatr. Gastroenterol. Nutr. 2015, 60, 550-561. [CrossRef]
Perez, N.P,; Stanford, F.C.; Williams, K.; Johnson, V.R.; Nadler, E.; Bowen-Jallow, K. A framework for studying race-based
disparities in the use of metabolic and bariatric surgery for the management of pediatric obesity. Am. J. Surg. 2021, 222, 49-51.
[CrossRef]

Zenno, A.; Nadler, E.P. Surgical Treatment of Type 2 Diabetes Mellitus in Youth. In Diabetes: From Research to Clinical Practice;
Islam, M.D.S., Ed.; Advances in Experimental Medicine and Biology; Springer International Publishing: New York, NY, USA,
2020; Volume 1307, pp. 321-330. [CrossRef]

Chalklin, C.G.; Ryan Harper, E.G.; Beamish, A.]. Metabolic and Bariatric Surgery in Adolescents. Curr. Obes. Rep. 2021, 10, 61-69.
[CrossRef]

Fullmer, M.A_; Abrams, S.H.; Hrovat, K.; Mooney, L.; Scheimann, A.O.; Hillman, J.B.; Suskind, D.L.; National Association of
Children’s Hospitals and Related Institutions; North American Society of Pediatric Gastroenterology, Hepatology, and Nutrition.
Nutritional Strategy for Adolescents Undergoing Bariatric Surgery: Report of a Working Group of the Nutrition Committee of
NASPGHAN/NACHRL. J. Pediatric Gastroenterol. Nutr. 2012, 54, 125-135. [CrossRef]

Inge, TH.; Courcoulas, A.P; Jenkins, T.M.; Michalsky, M.P.; Brandt, M.L.; Xanthakos, S.A.; Dixon, J.B.; Harmon, C.M.; Chen,
M.K; Xie, C.; et al. Five-Year Outcomes of Gastric Bypass in Adolescents as Compared with Adults. N. Engl. ]. Med. 2019, 380,
2136-2145. [CrossRef]


http://doi.org/10.1001/jama.2017.6803
http://doi.org/10.1542/peds.2007-2329F
http://doi.org/10.1002/oby.22385
http://doi.org/10.1056/NEJMoa2028198
http://www.ncbi.nlm.nih.gov/pubmed/33951361
http://doi.org/10.1007/s40265-021-01470-9
http://www.ncbi.nlm.nih.gov/pubmed/33638809
https://www.fda.gov/drugs/news-events-human-drugs/fda-approves-treatment-chronic-weight-management-pediatric-patients-aged-12-years-and-older
https://www.fda.gov/drugs/news-events-human-drugs/fda-approves-treatment-chronic-weight-management-pediatric-patients-aged-12-years-and-older
http://doi.org/10.1056/NEJMoa2208601
http://www.ncbi.nlm.nih.gov/pubmed/36322838
http://doi.org/10.1001/jama.2021.23619
http://www.ncbi.nlm.nih.gov/pubmed/35015037
http://doi.org/10.1016/j.soard.2018.03.019
http://doi.org/10.1016/j.soard.2022.08.013
http://doi.org/10.31478/201809b
http://doi.org/10.1001/jama.2021.7912
http://doi.org/10.1542/peds.2019-3223
http://doi.org/10.1542/peds.2019-3224
http://doi.org/10.3748/wjg.v21.i41.11804
http://doi.org/10.1016/j.jamcollsurg.2021.08.678
http://doi.org/10.1097/MPG.0000000000000715
http://doi.org/10.1016/j.amjsurg.2020.11.043
http://doi.org/10.1007/5584_2020_511
http://doi.org/10.1007/s13679-021-00423-3
http://doi.org/10.1097/MPG.0b013e318231db79
http://doi.org/10.1056/NEJMoa1813909

Int. . Mol. Sci. 2022, 23, 15421 150f18

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.
53.

54.

55.

56.

57.

58.

59.

60.

Inge, T.H.; Courcoulas, A.P.; Jenkins, T.M.; Michalsky, M.P.; Helmrath, M.A.; Brandt, M.L.; Harmon, C.M.; Zeller, M.H.; Chen,
M.K,; Xanthakos, S.A.; et al. Weight Loss and Health Status 3 Years after Bariatric Surgery in Adolescents. N. Engl. ]. Med. 2016,
374,113-123. [CrossRef]

Ogle, S.B.; Dewberry, L.C.; Jenkins, T.M.; Inge, T.H.; Kelsey, M.; Bruzoni, M.; Pratt, J.S. Outcomes of Bariatric Surgery in Older
Versus Younger Adolescents. Pediatrics 2021, 147, €2020024182. [CrossRef]

Sudlow, A.C.; le Roux, C.W. Nothing Ventured, Nothing Gained: Does This Apply to Obesity in Young People? J. Am. Coll. Surg.
2021, 233, 664—665. [CrossRef]

Eckburg, P.B.; Bik, E.M.; Bernstein, C.N.; Purdom, E.; Dethlefsen, L.; Sargent, M.; Gill, S.R.; Nelson, K.E.; Relman, D.A. Diversity
of the Human Intestinal Microbial Flora. Science 2005, 308, 1635-1638. [CrossRef] [PubMed]

Sender, R.; Fuchs, S.; Milo, R. Revised Estimates for the Number of Human and Bacteria Cells in the Body. PLoS Biol. 2016, 14,
€1002533. [CrossRef] [PubMed]

The Human Microbiome Project Consortium. Structure, function and diversity of the healthy human microbiome. Nature 2012,
486, 207-214. [CrossRef] [PubMed]

Arumugam, M.; Raes, ].; Pelletier, E.; Le Paslier, D.; Yamada, T.; Mende, D.R.; Fernandes, G.R;; Tap, |.; Bruls, T.; Batto, ].M.; et al.
Enterotypes of the human gut microbiome. Nature 2011, 473, 174-180. [CrossRef] [PubMed]

The Integrative HMP (iHMP) Research Network Consortium. The Integrative Human Microbiome Project. Nature 2019, 569,
641-648. [CrossRef]

Bolte, L.A.; Vila, A.V.; Imhann, E; Collij, V.; Gacesa, R.; Peters, V.; Wijmenga, C.; Kurilshikov, A.; Campmans-Kuijpers, M.].; Fu,
J.; et al. Long-term dietary patterns are associated with pro-inflammatory and anti-inflammatory features of the gut microbiome.
Gut 2021, 70, 1287-1298. [CrossRef]

Gail, C. The Gut Microbiome in Pediatrics. In Pediatric Gastrointestinal and Liver Disease; Elsevier: Amsterdam, The Netherlands,
2020; pp. 32-39.

Wu, G.D,; Chen, J.; Hoffmann, C.; Bittinger, K.; Chen, Y.Y.; Keilbaugh, S.A.; Bewtra, M.; Knights, D.; Walters, W.A.; Knight, R,;
et al. Linking Long-Term Dietary Patterns with Gut Microbial Enterotypes. Science 2011, 334, 105-108. [CrossRef]

Crovesy, L.; Masterson, D.; Rosado, E.L. Profile of the gut microbiota of adults with obesity: A systematic review. Eur. J. Clin.
Nutr. 2020, 74, 1251-1262. [CrossRef]

Turnbaugh, PJ.; Hamady, M.; Yatsunenko, T.; Cantarel, B.L.; Duncan, A.; Ley, R.E.; Sogin, M.L.; Jones, W.]J.; Roe, B.A.; Affourtit,
J.P; et al. A core gut microbiome in obese and lean twins. Nature 2009, 457, 480—484. [CrossRef]

Del Chierico, F.; Abbatini, F.; Russo, A.; Quagliariello, A.; Reddel, S.; Capoccia, D.; Caccamo, R.; Ginanni Corradini, S.; Nobili, V.;
De Peppo, E; et al. Gut Microbiota Markers in Obese Adolescent and Adult Patients: Age-Dependent Differential Patterns. Front
Microbiol. 2018, 9, 1210. [CrossRef]

Castaner, O.; Goday, A.; Park, Y.M.; Lee, S.H.; Magkos, F.; Shiow, S.A.; Schroder, H. The Gut Microbiome Profile in Obesity: A
Systematic Review. Int. ]. Endocrinol. 2018, 2018, 4095789. [CrossRef]

Ley, R.E.; Backhed, F; Turnbaugh, P.; Lozupone, C.A.; Knight, R.D.; Gordon, ].I. Obesity alters gut microbial ecology. Proc. Natl.
Acad. Sci. USA 2005, 102, 11070-11075. [CrossRef]

Hofmann, A.F. The Continuing Importance of Bile Acids in Liver and Intestinal Disease. Arch. Intern. Med. 1999, 159, 2647.
[CrossRef]

Vrieze, A.; Out, C.; Fuentes, S.; Jonker, L.; Reuling, I.; Kootte, R.S.; van Nood, E.; Holleman, F; Knaapen, M.; Romijn, J.A; et al.
Impact of oral vancomycin on gut microbiota, bile acid metabolism, and insulin sensitivity. J. Hepatol. 2014, 60, 824-831. [CrossRef]
Speakman, J.R.; Hall, K.D. Carbohydrates, insulin, and obesity. Science 2021, 372, 577-578. [CrossRef]

Ejtahed, H.S.; Angoorani, P.; Soroush, A.R.; Hasani-Ranjbar, S.; Siadat, S.D.; Larijani, B. Gut microbiota-derived metabolites in
obesity: A systematic review. Biosci. Microbiota Food Health 2020, 39, 65-76. [CrossRef]

Kim, K.N.; Yao, Y.; Ju, S.Y. Short Chain Fatty Acids and Fecal Microbiota Abundance in Humans with Obesity: A Systematic
Review and Meta-Analysis. Nutrients 2019, 11, 2512. [CrossRef]

Zierer, ].; Jackson, M.A.; Kastenmdiller, G.; Mangino, M.; Long, T.; Telenti, A.; Mohney, R.P.; Small, K.S.; Bell, ].T.; Steves, C.J.; et al.
The fecal metabolome as a functional readout of the gut microbiome. Nat. Genet. 2018, 50, 790-795. [CrossRef]

Cox, L.M.; Yamanishi, S.; Sohn, J.; Alekseyenko, A.V.; Leung, ].M.; Cho, I.; Kim, S.G.; Li, H.; Gao, Z.; Mahana, D.; et al. Altering
the Intestinal Microbiota during a Critical Developmental Window Has Lasting Metabolic Consequences. Cell 2014, 158, 705-721.
[CrossRef]

Dominguez-Bello, M.G.; Costello, E.K.; Contreras, M.; Magris, M.; Hidalgo, G.; Fierer, N.; Knight, R. Delivery mode shapes the
acquisition and structure of the initial microbiota across multiple body habitats in newborns. Proc. Natl. Acad. Sci. USA 2010, 107,
11971-11975. [CrossRef]

Bokulich, N.A.; Chung, J.; Battaglia, T.; Henderson, N.; Jay, M.; Li, H.; DLieber, A.; Wu, E; Perez-Perez, G.I; Chen, Y,; et al.
Antibiotics, birth mode, and diet shape microbiome maturation during early life. Sci. Transl. Med. 2016, 8, ra82-ra343. [CrossRef]
[PubMed]

Fouhy, E; Watkins, C.; Hill, C.J.; O’Shea, C.A.; Nagle, B.; Dempsey, E.M.; O'Toole, PW.; Ross, R.P.; Ryan, C.A.; Stanton, C. Perinatal
factors affect the gut microbiota up to four years after birth. Nat. Commun. 2019, 10, 1517. [CrossRef] [PubMed]

Li, H.; Zhou, Y.; Liu, J. The impact of cesarean section on offspring overweight and obesity: A systematic review and meta-analysis.
Int. J. Obes. 2013, 37, 893-899. [CrossRef] [PubMed]


http://doi.org/10.1056/NEJMoa1506699
http://doi.org/10.1542/peds.2020-024182
http://doi.org/10.1016/j.jamcollsurg.2021.08.683
http://doi.org/10.1126/science.1110591
http://www.ncbi.nlm.nih.gov/pubmed/15831718
http://doi.org/10.1371/journal.pbio.1002533
http://www.ncbi.nlm.nih.gov/pubmed/27541692
http://doi.org/10.1038/nature11234
http://www.ncbi.nlm.nih.gov/pubmed/22699609
http://doi.org/10.1038/nature09944
http://www.ncbi.nlm.nih.gov/pubmed/21508958
http://doi.org/10.1038/s41586-019-1238-8
http://doi.org/10.1136/gutjnl-2020-322670
http://doi.org/10.1126/science.1208344
http://doi.org/10.1038/s41430-020-0607-6
http://doi.org/10.1038/nature07540
http://doi.org/10.3389/fmicb.2018.01210
http://doi.org/10.1155/2018/4095789
http://doi.org/10.1073/pnas.0504978102
http://doi.org/10.1001/archinte.159.22.2647
http://doi.org/10.1016/j.jhep.2013.11.034
http://doi.org/10.1126/science.aav0448
http://doi.org/10.12938/bmfh.2019-026
http://doi.org/10.3390/nu11102512
http://doi.org/10.1038/s41588-018-0135-7
http://doi.org/10.1016/j.cell.2014.05.052
http://doi.org/10.1073/pnas.1002601107
http://doi.org/10.1126/scitranslmed.aad7121
http://www.ncbi.nlm.nih.gov/pubmed/27306664
http://doi.org/10.1038/s41467-019-09252-4
http://www.ncbi.nlm.nih.gov/pubmed/30944304
http://doi.org/10.1038/ijo.2012.195
http://www.ncbi.nlm.nih.gov/pubmed/23207407

Int. . Mol. Sci. 2022, 23, 15421 16 of 18

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.
75.

76.
77.

78.

79.

80.

81.

82.

83.

84.

85.
86.

87.

Darmasseelane, K.; Hyde, M.].; Santhakumaran, S.; Gale, C.; Modi, N. Mode of Delivery and Offspring Body Mass Index,
Overweight and Obesity in Adult Life: A Systematic Review and Meta-Analysis. PLoS ONE 2014, 9, e87896. [CrossRef] [PubMed]
Gilbert, J.A.; Blaser, M.].; Caporaso, J.G.; Jansson, ].K.; Lynch, S.V.; Knight, R. Current understanding of the human microbiome.
Nat. Med. 2018, 24, 392-400. [CrossRef] [PubMed]

Neuman, H.; Forsythe, P.; Uzan, A.; Avni, O.; Koren, O. Antibiotics in early life: Dysbiosis and the damage done. FEMS Microbiol.
Rev. 2018, 42, 489-499. [CrossRef] [PubMed]

Shao, X.; Ding, X.; Wang, B.; Li, L.; An, X.; Yao, Q.; Song, R.; Zhang, ]J.A. Antibiotic Exposure in Early Life Increases Risk of
Childhood Obesity: A Systematic Review and Meta-Analysis. Front Endocrinol. 2017, 8, 170. [CrossRef]

Miller, S.A.; Wu, RK.S.; Oremus, M. The association between antibiotic use in infancy and childhood overweight or obesity: A
systematic review and meta-analysis: Infantile antibiotic use and child obesity. Obes. Rev. 2018, 19, 1463-1475. [CrossRef]
Yatsunenko, T.; Rey, FE.; Manary, M.].; Trehan, I.; Dominguez-Bello, M.G.; Contreras, M.; Magris, M.; Hidalgo, G.; Baldassano,
R.N.; Anokhin, A.P; et al. Human gut microbiome viewed across age and geography. Nature 2012, 486, 222-227. [CrossRef]
Hollister, E.B.; Riehle, K.; Luna, R.A.; Weidler, E.M.; Rubio-Gonzales, M.; Mistretta, T.A.; Raza, S.; Doddapaneni, H.V.; Metcalf,
G.A.; Muzny, D.M,; et al. Structure and function of the healthy pre-adolescent pediatric gut microbiome. Microbiome 2015, 3, 36.
[CrossRef]

Koenig, J.E.; Spor, A.; Scalfone, N.; Fricker, A.D.; Stombaugh, J.; Knight, R.; Angenent, L.T.; Ley, R. Succession of microbial
consortia in the developing infant gut microbiome. Proc. Natl. Acad. Sci. USA 2011, 108 (Suppl. 1), 4578-4585. [CrossRef]
Palmer, C.; Bik, E.M.; DiGiulio, D.B.; Relman, D.A.; Brown, P.O. Development of the Human Infant Intestinal Microbiota. PLoS
Biol. 2007, 5, €177. [CrossRef]

Gensollen, T; Iyer, S.S.; Kasper, D.L.; Blumberg, R.S. How colonization by microbiota in early life shapes the immune system.
Science 2016, 352, 539-544. [CrossRef]

Ringel-Kulka, T.; Cheng, ].; Ringel, Y.; Salojdrvi, J.; Carroll, I; Palva, A.; de Vos, W.M.; Satokari, R. Intestinal Microbiota in Healthy
U.S. Young Children and Adults—A High Throughput Microarray Analysis. PLoS ONE 2013, 8, e64315. [CrossRef]

Agans, R; Rigsbee, L.; Kenche, H.; Michail, S.; Khamis, H.J.; Paliy, O. Distal Gut Microbiota of Adolescent Children is Different
From That of Adults. FEMS Microbiol. Ecol. 2011, 77, 404—-412. [CrossRef]

Johnson, C.L.; Versalovic, ]. The Human Microbiome and Its Potential Importance to Pediatrics. Pediatrics 2012, 129, 950-960.
[CrossRef]

O’Connor, A. Seeking an Obesity Cure, Researchers Turn to the Gut Microbiome. The New York Times, 10 September 2019.
Ulker, I; Yildiran, H. The effects of bariatric surgery on gut microbiota in patients with obesity: A review of the literature. Biosci.
Microbiota Food Health 2019, 38, 3-9. [CrossRef]

Davis, C.D. The Gut Microbiome and Its Role in Obesity. Nutr. Today 2016, 51, 167-174. [CrossRef]

Aoun, A,; Darwish, F; Hamod, N. The Influence of the Gut Microbiome on Obesity in Adults and the Role of Probiotics, Prebiotics,
and Synbiotics for Weight Loss. Prev. Nutr. Food Sci. 2020, 25, 113-123. [CrossRef]

Cani, P.D.; Amar, |.; Iglesias, M.A.; Poggi, M.; Knauf, C.; Bastelica, D.; Neyrinck, A.M.; Fava, F.; Tuohy, K.M.; Chabo, C.; et al.
Metabolic Endotoxemia Initiates Obesity and Insulin Resistance. Diabetes 2007, 56, 1761-1772. [CrossRef]

Cani, PD,; Bibiloni, R.; Knauf, C.; Waget, A.; Neyrinck, A.M.; Delzenne, N.M.; Burcelin, R. Changes in Gut Microbiota Control
Metabolic Endotoxemia-Induced Inflammation in High-Fat Diet-Induced Obesity and Diabetes in Mice. Diabetes 2008, 57,
1470-1481. [CrossRef]

Furet, ].P; Kong, L.C.; Tap, J.; Poitou, C.; Basdevant, A.; Bouillot, J.L.; Mariat, D.; Corthier, G.; Doré, J.; Henegar, C.; 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. [CrossRef] [PubMed]

Cani, P.D.; Neyrinck, A.M.; Fava, F.; Knauf, C.; Burcelin, R.G.; Tuohy, K.M.; Gibson, G.R.; Delzenne, N.M. Selective Increases
of Bifidobacteria in Gut Microflora Improve High-fat-diet-induced Diabetes in Mice Through a Mechanism Associated With
Endotoxaemia. Diabetologia 2007, 50, 2374-2383. [CrossRef] [PubMed]

Silva, C.C.D.; Monteil, M.A.; Davis, E.M. Overweight and Obesity in Children Are Associated with an Abundance of Firmicutes
and Reduction of Bifidobacterium in Their Gastrointestinal Microbiota. Child. Obes. 2020, 16, 204-210. [CrossRef] [PubMed]
Béckhed, E; Ding, H.; Wang, T.; Hooper, L.V.,; Koh, G.Y.; Nagy, A.; Semenkovich, C.F,; Gordon, J.I. The gut microbiota as an
environmental factor that regulates fat storage. Proc. Natl. Acad. Sci. USA 2004, 101, 15718-15723. [CrossRef] [PubMed]
Béckhed, F; Manchester, ].K.; Semenkovich, C.F.; Gordon, ].I. Mechanisms underlying the resistance to diet-induced obesity in
germ-free mice. Proc. Natl. Acad. Sci. USA 2007, 104, 979-984. [CrossRef]

Ley, R.E. Obesity and the human microbiome. Curr. Opin. Gastroenterol. 2010, 26, 5-11. [CrossRef]

Ridaura, V.K,; Faith, ].].; Rey, EE.; Cheng, J.; Duncan, A.E.; Kau, A.L.; Griffin, N.W.; Lombard, V.; Henrissat, B.; Bain, ].R.; et al.
Gut Microbiota from Twins Discordant for Obesity Modulate Metabolism in Mice. Science 2013, 341, 1241214. [CrossRef]
Turnbaugh, PJ.; Ley, R.E.; Mahowald, M.A.; Magrini, V.; Mardis, E.R.; Gordon, ].I. An obesity-associated gut microbiome with
increased capacity for energy harvest. Nature 2006, 444, 1027-1031. [CrossRef]


http://doi.org/10.1371/journal.pone.0087896
http://www.ncbi.nlm.nih.gov/pubmed/24586295
http://doi.org/10.1038/nm.4517
http://www.ncbi.nlm.nih.gov/pubmed/29634682
http://doi.org/10.1093/femsre/fuy018
http://www.ncbi.nlm.nih.gov/pubmed/29945240
http://doi.org/10.3389/fendo.2017.00170
http://doi.org/10.1111/obr.12717
http://doi.org/10.1038/nature11053
http://doi.org/10.1186/s40168-015-0101-x
http://doi.org/10.1073/pnas.1000081107
http://doi.org/10.1371/journal.pbio.0050177
http://doi.org/10.1126/science.aad9378
http://doi.org/10.1371/journal.pone.0064315
http://doi.org/10.1111/j.1574-6941.2011.01120.x
http://doi.org/10.1542/peds.2011-2736
http://doi.org/10.12938/bmfh.18-018
http://doi.org/10.1097/NT.0000000000000167
http://doi.org/10.3746/pnf.2020.25.2.113
http://doi.org/10.2337/db06-1491
http://doi.org/10.2337/db07-1403
http://doi.org/10.2337/db10-0253
http://www.ncbi.nlm.nih.gov/pubmed/20876719
http://doi.org/10.1007/s00125-007-0791-0
http://www.ncbi.nlm.nih.gov/pubmed/17823788
http://doi.org/10.1089/chi.2019.0280
http://www.ncbi.nlm.nih.gov/pubmed/31934770
http://doi.org/10.1073/pnas.0407076101
http://www.ncbi.nlm.nih.gov/pubmed/15505215
http://doi.org/10.1073/pnas.0605374104
http://doi.org/10.1097/MOG.0b013e328333d751
http://doi.org/10.1126/science.1241214
http://doi.org/10.1038/nature05414

Int. . Mol. Sci. 2022, 23, 15421 17 of 18

88.

89.

90.

91.

92.

93.

94.

95.

96.

97.

98.

99.

100.

101.

102.

103.

104.

105.

106.
107.

108.

109.

110.

Food and Agriculture Organization of the United Nations (FAO); World Health Organization (WHO). Health and Nutritional
Properties of Probiotics in Food including Powder Milk with Live Lactic Acid Bacteria; Report of a Joint FAO/WHO Expert
Consultation on Evaluation of Health and Nutritional Properties of Probiotics in Food Including Powder Milk with Live Lactic
Acid Bacteria. Published online. 2001. 34p. Available online: https://www.igb.es/digestivo/pdfs/probioticos.pdf (accessed on
27 October 2022).

Koutnikova, H.; Genser, B.; Monteiro-Sepulveda, M.; Faurie, ] M.; Rizkalla, S.; Schrezenmeir, J.; Clément, K. Impact of bacterial
probiotics on obesity, diabetes and non-alcoholic fatty liver disease related variables: A systematic review and meta-analysis of
randomised controlled trials. BM] Open 2019, 9, €017995. [CrossRef]

Park, S.; Bae, ]. H. Probiotics for weight loss: A systematic review and meta-analysis. Nutr. Res. 2015, 35, 566-575. [CrossRef]
Gibson, G.R.; Roberfroid, M.B. Dietary Modulation of the Human Colonic Microbiota: Introducing the Concept of Prebiotics. J.
Nutr. 1995, 125, 1401-1412. [CrossRef]

Nicolucci, A.C.; Hume, M.P; Martinez, I.; Mayengbam, S.; Walter, ].; Reimer, R.A. Prebiotics Reduce Body Fat and Alter Intestinal
Microbiota in Children Who Are Overweight or With Obesity. Gastroenterology 2017, 153, 711-722. [CrossRef]

Liber, A.; Szajewska, H. Effect of oligofructose supplementation on body weight in overweight and obese children: A randomised,
double-blind, placebo-controlled trial. Br. . Nutr. 2014, 112, 2068-2074. [CrossRef]

AT, D.; Action, E.C. Scientific Concepts of Functional Foods in Europe Consensus Document. Br. J. Nutr. 1999, 81, S1-S27.
[CrossRef]

Mohammadi, H.; Ghavami, A.; Hadi, A.; Askari, G.; Symonds, M.; Miraghajani, M. Effects of pro-/synbiotic supplementation on
anthropometric and metabolic indices in overweight or obese children and adolescents: A systematic review and meta-analysis.
Complementary Ther. Med. 2019, 44, 269-276. [CrossRef]

Kelly, C.R.; Kahn, S.; Kashyap, P.; Laine, L.; Rubin, D.; Atreja, A.; Moore, T.; Wu, G. Update on Fecal Microbiota Transplantation
2015: Indications, Methodologies, Mechanisms, and Outlook. Gastroenterology 2015, 149, 223-237. [CrossRef]

Leong, K.S.; Jayasinghe, T.N.; Wilson, B.C.; Derraik, J.G.; Albert, B.B.; Chiavaroli, V.; Svirskis, D.M.; Beck, K.L.; Conlon, C.A;
Jiang, Y.; et al. Effects of Fecal Microbiome Transfer in Adolescents With Obesity: The Gut Bugs Randomized Controlled Trial.
JAMA Netw. Open 2020, 3, e2030415. [CrossRef]

Allegretti, ].R.; Kassam, Z.; Mullish, B.H.; Chiang, A.; Carrellas, M.; Hurtado, ].; Marchesi, ].R.; McDonald, J.A.; Pechlivanis, A;
Barker, G.F; et al. Effects of Fecal Microbiota Transplantation With Oral Capsules in Obese Patients. Clin. Gastroenterol. Hepatol.
2020, 18, 855-863.€2. [CrossRef]

Yu, EW.; Gao, L.; Stastka, P.; Cheney, M.C.; Mahabamunuge, J.; Torres Soto, M.; Ford, C.B.; Bryant, ].A.; Henn, M.R.; Hohmann, E.L.
Fecal microbiota transplantation for the improvement of metabolism in obesity: The FMT-TRIM double-blind placebo-controlled
pilot trial. PLoS Med. 2020, 17, e1003051. [CrossRef]

Kootte, R.S.; Levin, E.; Salojérvi, J.; Smits, L.P,; Hartstra, A.V.; Udayappan, S.D.; Hermes, G.; Bouter, K.E.; Koopen, A.M.; Holst,
J.J.; et al. Improvement of Insulin Sensitivity after Lean Donor Feces in Metabolic Syndrome Is Driven by Baseline Intestinal
Microbiota Composition. Cell Metab. 2017, 26, 611-619.e6. [CrossRef] [PubMed]

Vrieze, A.; Van Nood, E.; Holleman, F,; Salojarvi, J.; Kootte, R.S.; Bartelsman, J.F.; Dallinga-Thie, G.M.; Ackermans, M.T.; Serlie,
M.J.; Oozeer, R.; et al. Transfer of Intestinal Microbiota From Lean Donors Increases Insulin Sensitivity in Individuals With
Metabolic Syndrome. Gastroenterology 2012, 143, 913-916.€7. [CrossRef] [PubMed]

DeFilipp, Z.; Bloom, P.P; Torres Soto, M.; Mansour, M.K.; Sater, M.R.; Huntley, M.H.; Turbett, S.; Chung, R.T.; Chen, Y.B,;
Hohmann, E.L. Drug-Resistant, E. coli Bacteremia Transmitted by Fecal Microbiota Transplant. N. Engl. |. Med. 2019, 381,
2043-2050. [CrossRef] [PubMed]

Food and Drug Administration. Information Pertaining to Additional Safety Protections Regarding Use of Fecal Microbiota
for Transplantation—Screening and Testing of Stool Donors for Multi-drug Resistant Organisms. Published online. 18 June
2019. Available online: https://www.fda.gov/vaccines-blood-biologics/safety-availability-biologics/information-pertaining-
additional-safety-protections-regarding-use-fecal-microbiota-transplantation (accessed on 27 October 2022).

Alang, N.; Kelly, C.R. Weight Gain After Fecal Microbiota Transplantation. Open Forum Infect. Dis. 2015, 2, ofv004. [CrossRef]
[PubMed]

Peat, C.M.; Kleiman, S.C.; Bulik, C.M.; Carroll, .M. The Intestinal Microbiome in Bariatric Surgery Patients: Gut Microbes and
Bariatric Surgery. Eur. Eat Disord. Rev. 2015, 23, 496-503. [CrossRef] [PubMed]

Cani, P.D. Severe obesity and gut microbiota: Does bariatric surgery really reset the system? Gut 2019, 68, 5-6. [CrossRef]
Aron-Wisnewsky, J.; Doré, J.; Clement, K. The importance of the gut microbiota after bariatric surgery. Nat. Rev. Gastroenterol.
Hepatol. 2012, 9, 590-598. [CrossRef]

Lhan, Z.E.; DiBaise, ].K.; Dautel, S.E.; Isern, N.G.; Kim, Y.M.; Hoyt, D.W.; Schepmoes, A.A.; Brewer, H.M.; Weitz, K.K.; Metz,
T.O.; et al. Temporospatial shifts in the human gut microbiome and metabolome after gastric bypass surgery. npj Biofilms
Microbiomes 2020, 6, 12. [CrossRef]

Guo, Y,; Huang, Z.P; Liu, C.Q.; Qi, L.; Sheng, Y.; Zou, D.J. Modulation of the gut microbiome: A systematic review of the effect of
bariatric surgery. Eur. J. Endocrinol. 2018, 178, 43-56. [CrossRef]

Islam, K.S.; Fukiya, S.; Hagio, M.; Fujii, N.; Ishizuka, S.; Ooka, T.; Ogura, Y.; Hayashi, T.; Yokota, A. Bile Acid Is a Host Factor That
Regulates the Composition of the Cecal Microbiota in Rats. Gastroenterology 2011, 141, 1773-1781. [CrossRef]


https://www.iqb.es/digestivo/pdfs/probioticos.pdf
http://doi.org/10.1136/bmjopen-2017-017995
http://doi.org/10.1016/j.nutres.2015.05.008
http://doi.org/10.1093/jn/125.6.1401
http://doi.org/10.1053/j.gastro.2017.05.055
http://doi.org/10.1017/S0007114514003110
http://doi.org/10.1017/S0007114599000471
http://doi.org/10.1016/j.ctim.2019.05.008
http://doi.org/10.1053/j.gastro.2015.05.008
http://doi.org/10.1001/jamanetworkopen.2020.30415
http://doi.org/10.1016/j.cgh.2019.07.006
http://doi.org/10.1371/journal.pmed.1003051
http://doi.org/10.1016/j.cmet.2017.09.008
http://www.ncbi.nlm.nih.gov/pubmed/28978426
http://doi.org/10.1053/j.gastro.2012.06.031
http://www.ncbi.nlm.nih.gov/pubmed/22728514
http://doi.org/10.1056/NEJMoa1910437
http://www.ncbi.nlm.nih.gov/pubmed/31665575
https://www.fda.gov/vaccines-blood-biologics/safety-availability-biologics/information-pertaining-additional-safety-protections-regarding-use-fecal-microbiota-transplantation
https://www.fda.gov/vaccines-blood-biologics/safety-availability-biologics/information-pertaining-additional-safety-protections-regarding-use-fecal-microbiota-transplantation
http://doi.org/10.1093/ofid/ofv004
http://www.ncbi.nlm.nih.gov/pubmed/26034755
http://doi.org/10.1002/erv.2400
http://www.ncbi.nlm.nih.gov/pubmed/26426680
http://doi.org/10.1136/gutjnl-2018-316815
http://doi.org/10.1038/nrgastro.2012.161
http://doi.org/10.1038/s41522-020-0122-5
http://doi.org/10.1530/EJE-17-0403
http://doi.org/10.1053/j.gastro.2011.07.046

Int. . Mol. Sci. 2022, 23, 15421 18 of 18

111.

112.

113.

114.

115.

116.

117.

118.

119.

120.

Ridlon, J.M.; Kang, D.J.; Hylemon, P.B. Bile salt biotransformations by human intestinal bacteria. J. Lipid Res. 2006, 47, 241-259.
[CrossRef]

Zhang, C.; Zhang, J.; Zhou, Z. Changes in fasting bile acid profiles after Roux-en-Y gastric bypass and sleeve gastrectomy.
Medicine 2021, 100, €23939. [CrossRef]

Davies, N.K.; O’Sullivan, ].M.; Plank, L.D.; Murphy, R. Altered gut microbiome after bariatric surgery and its association with
metabolic benefits: A systematic review. Surg. Obes. Relat. Dis. 2019, 15, 656—665. [CrossRef]

Kong, L.C.; Tap, ].; Aron-Wisnewsky, J.; Pelloux, V.; Basdevant, A.; Bouillot, ].L.; Zucker, ].D.; Dore, J.; Clement, K. Gut microbiota
after gastric bypass in human obesity: Increased richness and associations of bacterial genera with adipose tissue genes. Am. J.
Clin. Nutr. 2013, 98, 16-24. [CrossRef]

Fukuda, N.; Ojima, T.; Hayata, K.; Katsuda, M.; Kitadani, J.; Takeuchi, A.; Goda, T.; Ueda, Y.; Iwakura, H.; Nishi, M.; et al.
Laparoscopic sleeve gastrectomy for morbid obesity improves gut microbiota balance, increases colonic mucosal-associated
invariant T cells and decreases circulating regulatory T cells. Surg. Endosc. 2022, 36, 7312-7324. [CrossRef]

Byrd, D.A.; Carson, T.L.; Williams, F.; Vogtmann, E. Elucidating the role of the gastrointestinal microbiota in racial and ethnic
health disparities. Genome Biol. 2020, 21, 192. [CrossRef]

Liou, A.P,; Paziuk, M.; Luevano, ].M.; Machineni, S.; Turnbaugh, PJ.; Kaplan, L.M. Conserved Shifts in the Gut Microbiota Due to
Gastric Bypass Reduce Host Weight and Adiposity. Sci. Transl. Med. 2013, 5, 178ra41. [CrossRef]

Haange, S.B.; Jehmlich, N.; Kriigel, U.; Hintschich, C.; Wehrmann, D.; Hankir, M.; Seyfried, F.; Froment, J.; Hiibschmann, T.;
Miiller, S. Gastric bypass surgery in a rat model alters the community structure and functional composition of the intestinal
microbiota independently of weight loss. Microbiome 2020, 8, 13. [CrossRef]

Eisenstein, M.; Early Investments Powering the Ascent of Microbiome Therapeutics. Biopharma Dealmakers, Published online 30
November 2020. Available online: https:/ /www.nature.com/articles/d43747-020-01178-x (accessed on 25 October 2022).
Brinzey, C. Vedanta Biosciences Completes $68 Million Series D Financing. Business Wire, 21 July 2021.


http://doi.org/10.1194/jlr.R500013-JLR200
http://doi.org/10.1097/MD.0000000000023939
http://doi.org/10.1016/j.soard.2019.01.033
http://doi.org/10.3945/ajcn.113.058743
http://doi.org/10.1007/s00464-022-09122-z
http://doi.org/10.1186/s13059-020-02117-w
http://doi.org/10.1126/scitranslmed.3005687
http://doi.org/10.1186/s40168-020-0788-1
https://www.nature.com/articles/d43747-020-01178-x

	Introduction 
	Epidemiological Factors in Obesity 
	Definition of Obesity in Children and Adults 
	Prevalence of Obesity 
	Differences in Obesity Rates Based on Race/Ethnicity and Age/Sex 

	Obesity-Related Comorbidities in Children and Adults 
	Bariatric Surgery as a Treatment for Childhood Obesity 
	Architecture and Composition of Intestinal Flora in Obesity 
	The Developing Microbiome Modulates Obesity Differently than in Adults 
	The Birthing Process 
	The First Three Years of Life 
	School-Aged Children and Adolescents Continue to Have a Dynamic Microbiome 
	The Developing Gut Microbiota Influences Host Metabolic Status 
	The Gut Microbiota Has a Causal Role in Obesity 

	Prebiotics, Probiotics, Synbiotics, and Fecal Microbiota Transplant Modulate Obesity 
	Probiotics 
	Prebiotics 
	Synbiotics 
	Fecal Microbiota Transplant 

	Bariatric Surgery Leads to Gut Microbiota Changes in Adults 
	The Role of the Gut Microbiome in Pediatric Bariatric Surgery 
	Discussion: Future Directions and Unanswered Questions 
	Conclusions 
	References

