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Abstract: The human body is home to a variety of micro-organisms. Most of these microbial
communities reside in the gut and are referred to as gut microbiota. Over the last decades, compelling
evidence showed that a number of human pathologies are associated with microbiota dysbiosis,
thereby suggesting that the reinstatement of physiological microflora balance and composition might
ameliorate the clinical symptoms. Among possible microbiota-targeted interventions, pre/pro-biotics
supplementations were shown to provide effective results, but the main limitation remains in the
limited microbial species available as probiotics. Differently, fecal microbiota transplantation involves
the transplantation of a solution of fecal matter from a donor into the intestinal tract of a recipient in
order to directly change the recipient’s gut microbial composition aiming to confer a health benefit.
Firstly used in the 4th century in traditional Chinese medicine, nowadays, it has been exploited so
far to treat recurrent Clostridioides difficile infections, but accumulating data coming from a number
of clinical trials clearly indicate that fecal microbiota transplantation may also carry the therapeutic
potential for a number of other conditions ranging from gastrointestinal to liver diseases, from
cancer to inflammatory, infectious, autoimmune diseases and brain disorders, obesity, and metabolic
syndrome. In this review, we will summarize the commonly used preparation and delivery methods,
comprehensively review the evidence obtained in clinical trials in different human conditions and
discuss the variability in the results and the pivotal importance of donor selection. The final aim is
to stimulate discussion and open new therapeutic perspectives among experts in the use of fecal
microbiota transplantation not only in Clostridioides difficile infection but as one of the first strategies
to be used to ameliorate a number of human conditions.

Keywords: fecal microbiota transplantation; gut microbiome; neurological disorders

1. Introduction
1.1. The Gut Microbiota

The human body is home to a variety of microbial species (ranging from archaea to
fungi and viruses) that form complex microbial communities called microbiota interacting
with each other and also with our body. The microbial community of each area of the human
body is unique in its composition, it presents different microbial ecological niches [1], and it
plays an essential role in the general physiological functions and health of an individual [2,3]
and is implicated in human diseases [4,5]. Over 98% of the human microbiota is located
within the gastrointestinal tract (GI) and is referred to as gut microbiota. These micro-
organisms collectively represent a dynamic population of microbes (approximately 104
cells) forming a symbiotic superorganism containing 100 times the number of genes of the
human genome and weighing approximately the same as the human brain.

The general composition of the gut microbial community included the five phyla
Bacteroidetes, Firmicutes, Actinobacteria, Proteobacteria, Verrucomicrobia [6] with the anaerobic
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Bacteroidetes and Firmicutes contributing to more than 90% of the total bacterial species in
the healthy gut. The ratio between the two main phyla can change from one individual
to another because of (i) differences in individual (host) genomes, and (ii) environmental
factors (antibiotic use, lifestyle, hygiene, and diet) [6]. Dysbiosis of the human gut micro-
biome is associated with a wide range of pathologies, including obesity [7], diabetes [8],
diarrhea [9], and irritable bowel syndrome [10]. The concept of microbial dysbiosis also
includes the microbiome bacteriophage components that are also implicated in a wide
range of physiological (health) and pathological conditions [11].

Importantly, the gut microbiota is not an isolated community that simply lives in
the gut and within the host, but it does profoundly communicate with the other organs
(even distant ones) using microbial signals transmitted across the intestinal epithelium and
via different pathways, including (i) the trimethylamine (TMA)/trimethylamine N-oxide
(TMAOQ), (ii) the short-chain fatty acids (SCFAs), (iii) the primary and secondary bile acid
(BAs) pathways [12], and (iv) the vagus nerve. Microbiota-derived molecules act either by
functionally interacting with other endocrine hormones (i.e., ghrelin, leptin, glucagon-like
peptide 1, and peptide YY) or with the immune system (altering, for example, the levels
of circulating cytokines) [4,13]. Strikingly, the maternal gut microbiota drives the early
development of the immune system [14]. In addition, the gut microbiota can stimulate
the parasympathetic nervous system, thereby impacting glucose homeostasis and other
metabolic processes linked to the production of microbiota-generated metabolites pro-
moting metabolic benefits, for example, in promoting body weight and glucose control
(demonstrated in animal models) [15]. Strikingly, despite the presence of the brain-blood
barrier, these molecules can reach the brain thanks to the brain-gut-microbiota axis: a bidirec-
tional communication system enabling gut microbes to communicate with the brain (and
the brain with the gut), and it can have a profound effect brain physiological state [16].

1.2. Fecal Microbiota Transplantation: Advantages, Preparation and Delivery Methods

Different strategies exist to modulate an altered dysbiotic gut microbiota composition
aiming at a more physiological profile. These therapies can either (i) target/eliminate spe-
cific pathogenic strains using antibiotics (“antimicrobial therapy”) or phage (“page therapy”),
or (ii) administrate specific live microbe (in the form of “probiotics”) or (iii) transfer en-
tire microbiota communities (“fecal microbiota transplantation”) [17]. Antimicrobial therapy
was the first that came into place and it aimed to directly target the microbes that ne-
cessitated being controlled /restricted by means of antibiotics. However, it quickly lost
therapeutic interest because of the lack of new anti-bacterial agents and the spread of an-
timicrobial resistance [18]. The successive phage therapy exploited bacteria-specific viruses
(phages) to combat populations of pathogenic bacteria [18-20], for example, against the
multi-drug-resistance Staphylococcus aureus [21]. In comparison to chemical antibiotics
used in antimicrobial therapy, the phages limit antibiotic resistance because directly kill
bacteria [22], and they exert a minimal disruption of normal flora [23] thanks to their
specific host selectivity [19]. However, the umbrella of phages, thus targeted bacteria,
that meet the criteria as therapeutics is limited [24] and the general perception of phages
as “viruses that lead to human diseases” might limit its acceptance and exploitation in
therapy. Beyond the antimicrobial and phage therapies, it is also possible to regulate gut
microbiota composition utilizing the administration of specific living bacteria in the form of
probiotics. Probiotics are administered as a supplement and have shown to have enormous
beneficial effects on a wide range of gastrointestinal diseases and brain pathologies [17,25].
However, probiotics still come with limitations. Indeed, despite many promising bacterial
families that could have beneficial effects, only a few are available in the form of probiotics.
Meanwhile, very different from other techniques aimed to alter /change the gut microbiota,
the fecal microbiota transplantation (FMT) technique transfers the entire, complete, stable fecal
microbial community of gut micro-organisms contained in the feces from healthy donors to
people with a particular disease (associated with altered microbiota) with the final goal to
restore dysbiosis and tackle disease’s symptoms [26-31]. In comparison to probiotics that
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SAMPLE PREPARATION

could transfer a few microbial species into the host gut, FMT has the greater advantage
of transferring the entire gut micro-ecology as a proper “organ” and, differently from
other organ transplantations, it is highly safe and does not trigger an immune response or
rejection [29].

Fecal stools derived from selected donors need to be processed and prepared before
being transplanted into the recipient. How is FMT prepared? The detailed method varies
across the different studies. In general donor stools (~100-150 g) are collected and a sterile
saline solution (NaCl, 0.9%) is added for a preliminary homogenization to get a feces
slurry employing a speed blender (Figure 1) [28,32,33]. Then, larger particles, fibers, and
undigested food are removed by filtration using a metal sieve, and the homogeneous liquid
fresh fecal sample can be transferred in sterile syringes and ready for FMT within less than
6 h after the emission. The fresh fecal preparation was the first to be used for C. difficile
infections [34]. Alternatively, the preparation can be further processed with multiple steps
of filtration where the diameters of the filters keep decreasing (from 2 to 0.1 mm), cry-
protected in glycerol (10%), frozen, and kept at —80 °C for later FMTs; prior FMT, the
frozen slurry has to be thawed at 4 °C overnight and reconstituted with normal saline
(Figure 1) [33,35].
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Figure 1. Stools sample preparation for fecal microbiota transplantation. Fecal stools (100-150 g)
dissolved in saline solution (NaCl, 0.9%) are homogenized and larger particles removed by filtration.
The fresh fecal sample can be used within less than 6 h for FMT. Alternatively, the fresh fecal
preparation is further processed with multiple steps of filtration, cry-protected in glycerol (10%),
frozen, and kept at —80 °C for later use. The preparation of FMT capsules involves the addition of
freeze-drying protectant glycerol (20%), centrifugation (400 g), the supernatant is discarded and it
is centrifuged again at high speed (10,000 x g); the sediment is incorporated into an enteric-soluble
capsule and stored at —80 °C [35]. Alternatively, the material can be lyophilized (vacuum dried)
to obtain fecal powder inserted in capsules, and stored at —80 °C for later use. If multiple steps
of microfiltration, centrifugation, and suspension are carried out using an automatic system, it is
referred to as washed microbiota preparation (WMP). WMP transfer via colonic transendoscopic
enteral tubing (TET) is referred to as washed microbiota transplantation (WMT).

To prepare FMT capsules, freeze-drying protectant glycerol (20%) is added to the
initial fecal preparation, and centrifuged (400 g); then the supernatant is discarded and it
is centrifuged again at high speed (10,000x g), the sediment is incorporated into enteric-
soluble capsules and stored at —80 °C [35]. Alternatively, the temperature of the recovered
sediment is lowered slowly to —80 °C, and afterward lyophilized (vacuum dried) to obtain
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fecal powder. ~0.9 g of powered fecal preparation are inserted in each enteric-soluble
capsule, and stored at —80 °C for later use (Figure 1) [35-38].

Recently, the multiple steps of microfiltration, centrifugation, and suspension have
been carried out via an automatic purification system referred to as washed microbiota
preparation (WMP) that aims to deliver a precise dose of the enriched microbiota instead
of using the weight of the stool sample [39] (Figure 1). WMP is shown to wash out a higher
type and amount of viruses and to reduce three times the adverse effects [39]. In order to
standardize WMP methodology, a consensus was reached recently [40].

Once the stool material has been processed and is ready, it can be administered for
FMT by using a variety of delivery methods broadly classified into upper (nasogastric, na-
soduodenal, and nasojejunal tubes, and capsules) and lower gastrointestinal routes (enema,
colonoscopy) (Figure 2). Traditional enema, also known as a clyster, was the simplest first
method to be exploited and it consists of an injection of the stool preparation into the lower
bowel by way of the rectum. FMT via retention enema in hospitalized patients with severe
or complicated CDI is shown to be effective and well-tolerated and effective at resolving
symptoms of CDI in patients with multiple underlying co-morbidities [41]. Successively,
FMT was applied by colonoscopy (Figure 2) where the physician infuse the liquefied donor’s
stool into the end of the small intestine or the beginning of the colon by means of a colono-
scope [42] (for a video of the procedure check the research article [34]). With respect to
an enema, the advantage is that the procedure is visually inspected and guided. FMT via
colonoscopy was reported to be an effective treatment in severe or complicated C. difficile
infection, though this protocol requires a trained endoscopist, it is costly, and it carries
procedural risks; it cannot be performed in subjects with colon inflammation. Different
from the classic enema or colonoscopy, colonic transendoscopic enteral tubing (TET) involves
the placement of a tube through the anus into the cecum for whole-colon administration
(Figure 2). The tube could be maintained for repeated FMTs. TET showed to be effective and
less psychologically challenging for patients [43,44]. When colonic TET is used to deliver a
washed microbiota preparation (WMP), it is referred to as washed microbiota transplantation
(WMT) (Figures 1 and 2).
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Figure 2. Delivery methods for fecal microbiota transplantation. The delivery methods are classified
into upper gastrointestinal routes, including nasogastric/nasoduodenal /nasojejunal tubes and cap-
sules, and lower gastrointestinal routes, including enema colonoscopy and colonic transendoscopic
enteral tubing.
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Among the upper gastrointestinal routes, FMT can be delivered by means of a nasal
tube (inserted through the nose) and reaching to deliver the fecal transplant either in
the stomach (nasogastric tube), in the duodenum (nasoduodenal tube), or in the jejunum
(nasojejunal tubes) [45] (Figure 2). The most recent delivery method occurs via oral ad-
ministration of encapsulated FMT, which is more tolerated by the patients and was shown
to be safe and effective [46,47] (Figure 2). If the fecal stool comes from the same patient
who will receive it, then it is referred to as “autologous FMT”; however, if it is from another
person then it is referred to as “allogenic or heterologous FMT”.

2. Fecal Microbiota Transplantation in Human Diseases
2.1. Fecal Microbiota Transplantation: First Use for C. difficile Infections

FMT finds its roots further back in time than we may imagine. In the 4th century
during the Dong-jin dynasty in China, the traditional Chinese medicine doctor Ge Hong
used a human fecal suspension (known as “yellow soup”; administered from the mouth)
for the treatment of severe diarrhea [48]. Over the last 50 years and still to this day, FMT is
widely recommended under clinical guidelines only to efficiently resolve both primary [49]
and recurrent (with each recurrence increasing the probability of a successive recurrence)
refractory infections caused by the pathogen C. difficile both in adult [29], elderly (~82 years
old), and debilitated patients [50] Contrarily to what previously believed, the stool donor
body mass index does not affect the recipient body weight [51]. One factor that might
decrease the efficacy of FMT in C. difficile infections is the virome dysbiosis observed in
the recipients showing an abundance of bacteriophage Caudovirales [52]. Studies showed
that: (i) heterologous FMT is more effective than autologous FMT [53,54]; (ii) the use of
frozen FMT is not inferior compared to fresh stools in the clinical outcome [55-59], but
the lyophilized form is slightly less effective than the fresh one [59], and (iii). FMT often
requires only a single administration, it results in C. difficile eradication without the need
for complete microbiota engraftment [54], and in a significant and long-term change in the
gut microbiota composition in the patient [60,61]. FMT was even described to be superior
to standard fidaxomicin and vancomycin, first-choice drugs to treat CDI [62]. Nowadays,
clinical trials exploiting FMT for C. difficile are even performed at home [63].

To shed light on how FMT reconstitutes the gut microbiota, Kumar and colleagues
(2016) analyzed the colonization potential of the donor, recipient, and recipient post-FMT
using human fecal transplantation in gnotobiotic mice. Microbiome analysis showed
that members of the family Bacteriodaceae and Lachnospiraceae were highly represented
in the donor stools, but not in the recipients” pre-FMT who contained Enterobacteriaceae,
Lactobacillaceae, Enterococcaceae, and an abnormally higher proportion of Clostridiales (in-
cluding C. difficile). The analysis of microbiota profiles in gnotobiotic mice transplanted
with fecal stools coming from patients who received FMT after three days revealed in-
creases in the relative abundance of Bacteriodaceae and Lachnospiraceae to levels similar to
the donor, but this relative abundance dropped to 7% of that of the donor in gnotobiotic
mice transplanted with using stools coming from patients who received FMT in the past
2—4 weeks. These data proposed that after FMT, the commensal microbes, Bacteriodaceae
and Lachnospiraceae, at early times post-FMT start colonizing the receiver’s gut and compete
with non-commensal Clostridiales to occupy niche space [64].

Despite being firstly and mainly used to treat infections caused by C. difficile, FMT
has been exploited in a number of human conditions [26,65]. In this review, we will
summarize all the clinical trials on several human pathologies exploiting FMT strategies
(Figure 3), and we will propose how FMT will eventually provide in the nearly future a
new therapeutic tool aiming to ameliorate clinical symptoms to be used in the first place
rather than being used as parallel therapy when GI dysfunctions are also involved. We will
highlight that more research is needed considering that “understanding of the efficacy of
FMT in pathologies other than C. difficile infections is still very much in its infancy [47]”.
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Figure 3. Fecal microbiota transplantation in human diseases. Schematic cartoon summarizing fecal
microbiota transplantation-based clinical trials in the different human diseases. Refer to the text
for details.

2.2. Fecal Microbiota Transplantation in Gastrointestinal Diseases
2.2.1. Inflammatory Bowel Disease

Among human conditions affecting the GI tract, inflammatory bowel disease (IBD) is a
complex inflammatory and chronic disease characterized by immune dysregulation that
ultimately results in immune-mediated damage to the alimentary tract. Among IBD types,
Crohn’s disease and ulcerative colitis are the principal ones: the first one affects the mouth,
the esophagus, the stomach, the small and large intestines, and the anus, whereas the second
one primarily affects the colon and the rectum [66,67]. Symptoms include abdominal pain,
diarrhea, rectal bleeding, and anemia. Current therapeutic strategies mostly rely on the
direct targeting of the immune response. Nevertheless, these therapies present a high cost
together with an increased risk of adverse events and infections [68,69]. Dysbiosis in the
gut microbiota is considered to be a key regulatory event in IBD development [70,71], thus
FMT represents a possible therapeutic strategy [72].

The first clinical trials took into account patients with the two main forms of IBD;
few patients showed clinical remissions associated with a high donor gut microbiota
richness [73].

The next clinical trials focused on only one form of IBD. In a first placebo-controlled
randomized trial focused on patients with active ulcerative colitis (without infectious diar-
rhea), Moayyedi and colleagues (2015) administered (50 mL) via retention enema once a
week for six weeks. The trial revealed no adverse events following FMT showing its safety,
and 24% of patients showed remission from ulcerative colitis [74]. In a second double-blind,
randomized, placebo-controlled trial, patients with active ulcerative colitis were treated
by FMT colonoscopic infusion, followed by enemas five days per week for eight weeks
with a resulting 27% of remission but 78% of adverse events in patients. Analysis of the
ribosomal 16S RNA revealed an increase and persistent microbial diversity after FMT;
in particular, the strain Fusobacterium spp. was associated with a lack of remission from
ulcerative colitis [75]. It is very clear to notice the very long treatment period used in
the first two clinical trials described, a long period that surely creates discomfort in the
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patient receiving FMT, but it also implies an extensive effort from the medical team. In
this view, a third trial reduced drastically the duration of FMT treatment via a nasoduo-
denal tube to only the start of the study, and three weeks later, showed no statistically
significant difference in the remission rate between patients who received FMT, showing
that ~30.4% of patients who received allogenic FMT and 20.0% who received autologous
FMT obtained clinical remission. However, no differences were found when comparing
the two groups [76]. In a fourth trial, Costello and colleagues (2019) enrolled people with
mild to moderate ulcerative colitis and further limited the duration of FMT to only seven
days applied via colonoscopy followed by two enemas. Two months after FMT, 32% of
the patients showed remission, and this data represented a higher remission rate in a
shorter time than in the former studies [77]. Instead, only one single FMT by colonoscopic
administration resulted ineffective in achieving clinical response in a separate trial [78], but
if the single FMT administration is performed by using a high-diversity FMT (pooling two
donors) is effective in achieving clinical remission (in 35% of the patients) and increased
microbial diversity [79]. Taken together, both the number of FMTs and donor diversity play
a major role in the final clinical outcome.

The described four randomized controlled trials included a total of 277 patients and
showed variable remission rates from ulcerative colitis. Nevertheless, all four trials ex-
ploited multiple endoscopic or enema-based treatments, raising obvious concerns regarding
their long-term feasibility. Recently, Crothers and co-workers (2021) undertook a different
approach using a first FMT induction by colonoscopy, then followed by 12 weeks of daily
oral administration of frozen encapsulated FMT (containing ~ 0.5 g of stool). The treatment
was shown to be well-tolerated and safe reporting only a few adverse events and no in-
fectious complications, thereby opening a new path for FMT administration likely to be
accepted by some patients as a therapeutic alternative to treat ulcerative colitis. Importantly,
the gut microbiota of the receivers correlated with those of the donors for up to 20 weeks.
Despite the demonstrated safety of oral FMT treatment, the amount of data collected in
this study was not enough to evaluate the effects of oral FMT treatment on the clinical out-
come [46]. Moreover, another problem concerned that one of the frozen oral FMT capsules
could undergo different freeze-thaw cycles during its transport to home and home freezer
conditions, thereby calling for more temperature-stable formulations and further clinical
trials addressing the efficacy and the optimal dose. This further refinement of oral capsule
stability and preparation came very recently with the clinical trial performed by Haifer and
colleagues (2022) who exploited lyophilized oral FMT capsules for ulcerative colitis [36].
After a two-week treatment with antibiotics, the patients received oral lyophilized FMT
or placebo capsules for eight weeks. At the end of the treatment, the patients in the FMT
group reported higher clinical, endoscopic, and histologic remission rates in comparison to
the placebo group. These FMT patient responders were divided into two groups to either
continue or withdraw FMT (mimicking the classic washout period) for a further 48 weeks.
At the end of the second FMT round, only patients that continued the treatment were
still in clinical remission, while the ones who had FMT withdrawn lost the remission [36],
pointing to the importance of continuous FMT treatment to achieve long-term and stable
clinical remission.

Given the number of clinical trials performed and the variability in the remission rate,
an important aspect to be investigated regarding FMT in people with ulcerative colitis
concerns the specific microbiota profile achieved after FMT and associated with a clinical
response, together with the level of engraftment. To tackle this issue, a first small trial in
five patients found out that after a single FMT by colonoscopy, the donor similarity index
was 40-50% in 60% of the patients, and it correlated with clinical remission [80]. Param-
sothy and colleagues (2019) analyzed the fecal samples collected before and after intensive
FMT treatment (five days per week, for eight weeks) and found out that FMT did increase
the microbial diversity, but this increase was higher in patients who achieved remission
and was associated with an enrichment of Eubacterium hallii and Roseburia inulivorans and
increased levels of SCFAs compared with patients who did not achieve remission [81].
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Instead, patients who did not show remission had an enrichment of Fusobacterium gonidi-
aformans, Sutterella wadsworthensis and Escherichia species, and lipopolysaccharide (LPS)
level. Interestingly, when correlating donor microbiota profiles with remission, the presence
of Bacteroides in the donor stool was associated with FMT response, while Streptococcus
species were associated with a lack of response [81]. The long-term sustained remission is
associated with overall increased butyrate production and levels of butyrate producers [82].
These pieces of evidence again point out the pivotal importance of the donor microbiota
profile and the number of transplants choice when designing an FMT intervention for
ulcerative colitis.

So far, the described clinical trials were performed in adults with ulcerative colitis, but
recently interest in FMT strategies come into the spotlight also for pediatric patients. Follow-
ing a few trials with a low number of pediatric patients yielding conflicting results [83-87],
Pai and co-workers (2021) performed the first randomized clinical trial in pediatric patients
(aged 4 to 17 years) with active ulcerative colitis. Ninety-two percent of the patients in the
FMT arm achieved improvement in pediatric ulcerative colitis activity index (compared
to the 50% of the placebo arm) at week 6, and 75% still showed clinical response one year
after the transplant. The bacterial taxa Alistipes spp. and Escherichia spp. were associated
with the clinical outcome [88].

IBD can be complicated by infections caused by cytomegalovirus (CMV), indeed the
virus passes from the latent to the active form triggered by immunosuppressive drugs and
leads to CMV colitis [89,90] increasing the risk for colectomy in patients with ulcerative
colitis [91]. If patients are found positive for CMV then discontinue the therapy with
immunosuppressive drugs and start therapy with the anti-viral drug ganciclovir [92] which
has high efficacy but presents serious adverse effects [93]. Given the similarities between
CMV and C. difficile infections in IBD, and the effectiveness of FMT in C. difficile eradication
in IBD, Karolewska-Bochenek, and co-workers (2021) explored FMT in eight children with
ulcerative colitis and CMYV re-infection. The children received FMT via nasogastric tube
on five consecutive days every two weeks and were assessed for clinical remission after
six weeks. Three out of eight children achieved clinical remission, and no adverse effects
were recorded during or after the treatment [94]. Despite efficacy not being achieved in
the majority of the patients, it still provided a new and promising therapeutic option for
CMV colitis.

Another major form of IBD is Crohn’s disease, and it is associated with gut microbiota
dysbiosis with reduced diversity of bacterial phyla including an abundance of bacterial
families such as Veillonellaceae, Enterobacteriaceae, Pasteurellaceae, Fusobacteriaceae along with
decreases in Erysipelotrichales, Bacteroidales and Clostridiales correlated to disease sever-
ity [95]. Another study found that patients with Chron’s disease have lower levels of
Bacteroides, Eubacterium, Faecalibacterium, and Roseburia, and higher levels of Clostridium,
Cronobacter, Fusobacterium, and Streptococcus [96]. This piece of knowledge together with
the fact that probiotics have some efficacy, but still their repertoire is limited prompted to
opt for FMT [72].

Some clinical trials evaluated the efficacy of a single FMT. He and co-workers (2017)
evaluated the efficacy and safety of multiple fresh FMTs (an initial FMT followed by
repeated FMTs every three months) in 25 people with Crohn’s disease also suffering
from the intra-abdominal inflammatory mass. More than half of the patients showed
clinical response and remission three months after the first FMT, with this percentage
decreasing at 12 and 18 months, suggesting that despite relieving the clinical symptoms in
the short term, FMT fails to induce a long-lasting clinical effect [97]. Vaughn and colleagues
(2016) investigated in a small group (nineteen subjects) the effect of a single FMT not
only on clinical remission but also on mucosal inflammation by analyzing mucosal T-cell
phenotypes and inflammatory parameters. FMT resulted in remission in roughly half of
the patients, an increase in gut microbiota diversity, and a number of regulatory T-cells [98].
Even if FMT single administration seems promising in the short term, it fails to maintain
clinical remission in the long term. The question is when, timewise, the second FMT should
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be performed to maintain long-term the positive effects of the first dose. Li and colleagues
(2019) established that the critical time window is four months, meaning that a patient
with Crohn’s disease who underwent clinical remission with a first FMT is more likely to
maintain that remission if receives a second FMT within four months from the first one [99].

Different parameters could play a role in FMT outcomes, in general, and in particular in
Crohn’s disease. For example, one would question whether the way how FMT is prepared,
or the different methods of delivery could influence FMT outcomes. To answer the first
question, Wang and colleagues (2018) evaluated the risk factors of adverse events based
on different methods of preparation of fecal samples for FMT, finding that the manual
methods were associated with a higher probability (~22%) for the patients undergoing
adverse events than the automatic methods (~9%), despite the method per se (manual or
automatic) did not affect FMT clinical efficacy [100]. To answer the second question, a recent
study compared clinical remission rate and adverse events of FMT delivered either by
gastroscopy or by colonoscopy, finding no differences; moreover, as shown by other studies,
FMT increased gut microbiota diversity in the patients [96]. Can FMT maintain the clinical
remission achieved after drug therapy? In a study performed by Sokol and colleagues
(2020) patients with Crohn’s disease were enrolled and clinical remission was achieved by
drug therapy by corticosteroids; then, corticosteroids were reduced, and patients received
either FMT or sham transplantation via colonoscopy. The FMT group showed a higher
remission rate than the sham group, and the absence of engraftment was associated with
flare [101].

Surely, clinical trials investigated FMT strategies to achieve clinical remission in pa-
tients with IBD and also recurrent C. difficile infections, especially in the light that FMT
was firstly exploited at its origin to eradicate refractory C. difficile infections and that IBD is
associated with a higher prevalence of infections by C. difficile [102-104] the latter known
to aggravate IBD pathology per se [105]. In Europe, a first pilot study in one patient with
IBD and C. difficile infection showed clinical remission one year after FMT [106]. Ianiro and
colleagues (2021) took it further and investigated it in the first large European study on
the topic. They enrolled patients with IBD (Crohn’s disease and ulcerative colitis) who
saw their clinical condition worsen after infection by C. difficile. Patients received FMT via
colonoscopy based on IBD severity and the conditions: each patient received at least one
FMT, but hospitalized patients received sequential FMT, and patients with pseudomem-
branous colitis underwent FMT until its disappearance. Eight weeks after FMT, 94% of
the patients were negative for C. difficile, and mostly reported improvement in clinical
conditions [107].

The clinical trials reviewed so far for FMT strategies in Crohn’s disease focused on
adult patients. One double-blind, randomized, placebo-controlled pilot study in progress
(NCT03378167) will explore the feasibility, adverse events, clinical efficacy, and change in
the microbiome of FMT in 45 pediatric patients (from 3 to 17 years of age). The FMT group
will undergo a colonoscopic infusion followed by oral capsules two times per week for six
weeks. Results are expected by December 2022 [108].

Taken together, a number of clinical trials focused on the two major forms of IBD,
namely, ulcerative colitis and Crohn’s disease, clearly showed the safety and efficacy of
FMT in achieving clinical remission in adult patients. FMT showed to also be effective in
maintaining clinic remission after being achieved via drug therapy. Importantly, apart from
a few studies, many clinical trials reviewed here explored FMT strategies independently
from concomitant recurrent C. difficile infections.

2.2.2. Irritable Bowel Syndrome

Differently from IBD which involves inflammation and destruction of the bowel
wall, irritable bowel syndrome (IBS) does not involve inflammation and it causes stomach
cramps, bloating, diarrhea and constipation. Gut microbiota composition in people with
IBS differs from healthy subjects [109] and it plays a role in its pathophysiology. Nine
randomized controlled trials investigated FMT interventions in IBS with contrasting results.
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On one hand, six different clinical trials found positive effects of FMT on IBS symp-
toms: (i) in a small clinical trial with just ten patients enrolled, Mizuno and co-workers
(2017) reported an improvement in six patients four weeks after FMT; interestingly, the
authors found that the patients that reported an improvement received FMT from a
donor with a higher content of Bifidobacterium than in ineffective donors indicating that
Bifidobacterium-rich fecal donor might be a predictor for a successful FMT [110]. (ii) Johnsen
and colleagues (2018) observed symptoms relief in 65% of patients three months after being
treated with FMT via colonoscopy [111] together with a shift of the microbial profile toward
the donor profile following FMT including an increased alpha and beta diversities [112].
(iii) Mazzawi and colleagues (2018) reported an improvement in symptoms and quality of
life in patients with diarrhea-predominant IBS who were administered fresh fecal stools
via a gastroscope [113], and (in a successive analysis) increased SCFAs and alignment
with donor gut microbiota composition in IBS patients after FMT [114]. (iv) Lahtinen and
co-workers (2020) reported a transient improvement in IBS symptoms in patients receiving
either fecal material derived from a healthy donor (allogenic transplant) or from themself
(autologous transplant); the patients receiving an allogenic transplant recorded a decrease
in the depression score [115]. (v) in order to standardize donor diversity, El-Salhy and col-
leagues (2020) treated patients with IBD via gastroscope FMT using fecal samples obtained
only from one healthy, well-characterized donor, and found that patients receiving 30 g
(~77%) and 60 of FMT (~90%) reported improvements in fatigue and quality of life together
with a change in bacterial microbiota profiles [116], change in fecal SCFAs [117], without sex
difference in the response to FMT (i.e., improvement in symptoms, microbiota profiles, level
of SCFAs), even if the response rate was significantly higher in females than in males [118].
(vi) in a recent clinical trial, Holvoet and colleagues (2021) recruited people with refractory
IBS (meaning that patients failed to report improvement in symptoms in at least three
conventional therapies) with predominant bloating and treated with one FMT dose via
nasojejunal administration; after one year of FMT, 56% of patients reported improvement of
IBS symptoms and in the quality of life; moreover, the authors observed that (before FMT)
the gut microbiome of the respondents had higher diversity (no specific taxa involved) than
the non-respondent, suggesting this could be used as a marker to predict FMT effects [45].
On one hand, these clinical trials reported an improvement of IBS symptoms together with
changes in microbiota profiles and SCFAs after FMT in IBS patients, on the other hand,
the other three clinical trials found no major effects. (vii) Halkjeer and co-workers (2018)
treated people with moderate-to-severe IBS with FMT capsules for 12 days and observed
an improvement in IBS symptoms after three months together with an increase in gut
microbiota diversity when comparing the stools collected before and after FMT; disap-
pointingly, six months after the patients in the placebo group reported better symptoms
relief than in comparison to the FMT group, suggesting that modifying gut microbiota
composition might not be enough to ameliorate the symptoms [119]. (viii) Aroniadis and
co-workers (2019) recruited people with diarrhea-predominant IBS and treated them with
over 25 FMT capsules/day for three days (each capsule contained 0.38 g of minimally
processed donor stool) but no improvement in symptoms was reported at three months
in comparison with the placebo [120]. (ix) Holster and co-workers (2019) compared, in a
small group of patients, FMT (via colonoscopy) using fecal material derived from a healthy
donor (allogenic transplant) or from their own one (autologous transplant) finding no major
differences in symptoms improvement between the two groups, despite an improvement
in comparison to the baseline in the allogenic group [121]; the same research group found
altered interactions between the gut microbiota and its metabolites [122] and an analysis
of the RNA isolated from colonic biopsies before and after FMT revealed an activation of
immune response-related genes in patients treated with allogenic FMT, and an activation
of metabolism-related genes in those ones treated with autologous FMT [123].

The contrasting results in the described clinical trials might be due to the donor
variability (in fact, certain donor microbiota profiles were shown to be predictive of a
positive response in IBS patients), but also the dose of the transplant might be important
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for the successful outcome. El-Salhy and co-workers (2019) investigated whether a high
transplant dose and/or repeating FMT were required to obtain a positive response, finding
that it actually might be the case: in fact, they selected patients with IBS who did not
respond to a 30 g FMT and treated them with 60 g transplant into the duodenum via a
gastroscope. Most of the patients who were unresponsive to the first dose now responded
to the higher dose showing improvements in clinical symptoms, fatigue, quality of life,
and dysbiosis index [124]. Thereby, the ideal FMT therapy for each patient with IBS would
better consist of an attentive selection of the donor together with a personalized dosage
depending on the response to FMT.

2.2.3. Other Gastrointestinal Diseases

The small intestine is usually populated under physiological conditions by a lower
number of bacteria in comparison with the colon. However an unusual excessive bacterial
growth gives rise to the so-called intestinal bacterial overgrowth (SIBO), a disorder charac-
terized by nausea, vomiting, bloating, diarrhea, malnutrition (in children), weight loss,
fatigue, weakness, and steatorrhea (presence of fat in the stools) [125]. SIBO is frequent
in people with IBS [126]. To tackle SIBO, either antibiotics [127] or probiotics [128] had
been exploited but still with limited efficacy. Given FMT’s positive effects on main GI
diseases in general and on IBS in particular (as mentioned earlier, people with SIBO might
experience IBS too [126]), Xu and colleagues (2021) explored for the first time the clinical
efficacy of FMT for treating SIBO. Patients with moderate to severe SIBO (who did not get
any antibiotic treatment in the two previous months) received oral FMT capsules or placebo
once a week for four weeks and were followed up for six months. In order to measure the
level of bacteria, the authors measured the gas released by means of the lactulose hydrogen
breath test. Besides no side effects observed, oral FMT resulted in an improvement of a
variety of GI symptoms (abdominal pain, reflux, indigestion, diarrhea, and constipation)
and a reduced gas increase compared to the placebo. Ribosomal 165 RNA analysis showed
that the donors had higher microbiota diversity than the patients, and FMT resulted in an
alteration of Bacteroides abundance (at the genus level).

2.3. Fecal Microbiota Transplantation in Liver Diseases

Among liver diseases, primary sclerosing cholangitis is a cholestatic liver disease with
unmet clinical therapy and is associated with dysfunction in gut microbiota. Allegretti
and co-workers (2019) recruited ten patients (who also suffer from concurrent IBS) who
underwent a single FMT by colonoscopy. Thirty percent of the patients experienced a major
decrease in the level of alkaline phosphatase (an indirect measurement of liver damage)
that correlated with the engraftment of donor taxa and bacterial diversity post-FMT [129].

Recurrent hepatic encephalopathy is a complication of hepatic cirrhosis (not associated
with alcohol intake), it results from liver failure and gut-liver-brain axis impairment and it
can lead to consciousness impairment and coma [130]. Despite the use of antibiotics, rifax-
imin is effective in reducing the risk of another episode of hepatic encephalopathy [131],
it still leads to significant mortality and FMT has been recently investigated as a possi-
ble new therapeutic tool. A first trial described that a single FMT delivered by enema
reduced hospitalization and improved cognition and dysbiosis in people with hepatic
encephalopathy in the short term [132]. A second trial instead focused mostly on the
long-term effects (up to 12-15 months) upon a single FMT administration, still by enema.
FMT reduced the hospitalization rate and improved cognitive function with respect to the
control group up to one year from FMT treatment [133]. The study also analyzed the micro-
biota composition finding a lower representation of Lachnospiraceae and Ruminococcaceae
in patients versus controls that did not change after FMT; instead, in the long term, FMT
increased the abundance of Burkholderiaceae and decreased that of Acidaminoccocaceae [132].
A follow-up study used capsules, instead of enema, to deliver FMT derived from a single
donor enriched in Lachnospiraceae and Ruminococcaceae, namely, the bacteria found to be
reduced in patients, and found improved duodenal mucosal diversity and dysbiosis [38].
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FMT by enema enriched in Lachnospiraceae and Ruminococcaceae showed to be effective
in restoring antibiotic-associated disruption of gut microbiota diversity and function in
people with cirrhosis

The latest described clinical trials focused on FMT interventions in subjects with liver
disease not associated with alcohol intake. Nevertheless, cirrhosis can be complicated by
alcohol use disorder (AUD) which represents a major cause of mortality worldwide [134],
thereby therapies focused on alcohol intake control are relevant. Given that (i) AUD
impacts the gut microbiota composition (even before disease development and it worsens
over time) [135], and that (ii) the microbiota may play a role in addictive behaviors [136],
Bajaj and colleagues (2021) investigated whether FMT could reduce alcohol craving in a
small group of subjects with cirrhosis and AUD. The patients received 27 g of stool or
placebo by enema. The selected donor stools contained higher levels of Lachnospiraceae and
Ruminococcaceae that were underrepresented in the patients. In comparison to the placebo
group, subjects who received FMT exhibited a higher diversity in their microbiota (higher
relative abundance of Odoribacter, Bilophila, Alistipes, and Roseburia), and higher plasma
levels of SCFAs. Importantly, FMT reduced alcohol craving and improved the quality of life
and cognition. The genera Bilophila and Ruminococcus were associated with reduced alcohol
craving [137]. Taken together, the described clinical trials focused on FMT interventions
for liver cirrhosis not only suggest the potential benefits of microbiota-based interventions
in liver diseases (associated or not with alcohol intake). Moreover, it emphasized the
importance of donor selection owning a specific microbiota profile, in this case, more
enriched in bacteria lacking in the patients), for a more successful clinical outcome.

Nonalcoholic fatty liver disease (NAFLD) is an obesity-related disorder characterized by
an excessive fat build-up in the liver in people who drink little to no alcohol. It may cause
fatigue, pain in the upper right abdomen, abdominal swelling, and an enlarged spleen.
Despite the known gut microbiota dysbiosis in people with NAFLD, so far FMT failed to
improve insulin resistance, but it did reduce the small intestinal permeability [138].

Liver diseases can be caused also by viral pathogens. For example, the hepatitis B virus
(HBV) is an important cause of chronic hepatitis B liver disease, a worldwide public health
challenge leading to cirrhosis, liver failure, or hepatocellular carcinoma. During chronic
HBYV infection, the immune response transits from an active to an inactive state which fails
to clear the virus [139]. Pieces of evidence in the literature show that (i) the human gut micro-
biota profile is altered in HBV (decreased Bifidobacteriaceae / Enterobacteriaceae ratio, low lev-
els of Bifidobacteria and Lactobacillus, high levels of Enterococcus and Enterobacteriaceae) [140],
and (ii) the gut microbiota promotes liver immunity resulting in HBV clearance in a mouse
model [141], thereby suggesting that the gut microbiota might help in the immune response.
In order to explore FMT-based strategies in HBV, Chauhan and colleagues (2021) performed
a pilot study evaluating the loss of hepatitis B surface antigen (HBsAg) with FMT. A group
of 14 patients in antiviral treatment underwent six cycles of FMT via nasoduodenal tube
every four weeks, while another group of 15 patients under antiviral treatment was taken as
control. FMT was well tolerated, and the patients in the FMT group had HBsAg clearance
in comparison to the control [142]. Despite a larger cohort study being needed, this study
showed FMT to be effective in terms of viral suppression and HBsAg clearance in patients
with HBV.

2.4. Fecal Microbiota Transplantation in Obesity and Metabolic Disorders

Nowadays, obesity and metabolic syndromes represent a major health epidemic and
challenge the prevention of chronic diseases [143]. Despite having complex multifactorial
origins (including genetic, behavioral, and environmental ones), over the last 30 years in
many countries, obesity has been also driven by extensive urbanization, sedentary lifestyle,
and a nutritional transition to processed foods. The current medical strategies still have
limited efficacy and tolerance (for example, liraglutide [144,145]) and high cost [146-148],
and lifestyle changes and antidiabetic agents are not able to reduce morbidity and mor-
tality rates [149]. Critically, taking into consideration the actual trend, time trend fore-
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casts predicted that by 2030, 51% of the population will be obese with a consequent
increase in healthcare costs [150]. Given the continued lack of progress in providing newer
and effective therapies and the known influence of the gut microbiome on obesity and
metabolic syndromes [151,152], growing attention and interest had been directed toward
FMT [32,153,154].

Based on pre-clinical and pioneering experiments showing that the obese and lean phe-
notypes could be transferred in rodents by using the fecal microbiota of human donors [155],
different successive clinical studies emerged. Firstly, three clinical trials investigated the
effect of FMT on lean healthy donors to people with metabolic syndrome showing im-
provements: Vrieze and colleagues (2012) reported an increased insulin sensitivity in male
participants with metabolic syndrome who underwent a six weeks infusion of intestinal
microbiota from lean donors [156]; Kootte and colleagues (2017) recapitulated the latter
findings on increased insulin resistance and added that it is dependent on changes in
intestinal microbiota following FMT [157]; finally, de Groot and co-workers (2020) showed
that when obese and insulin-resistant male subjects were transplanted using feces derived
from donors with metabolic syndrome showed a decreased insulin sensitivity compared
with subjects transplanted with feces derived from normal donors, thereby showing a
causal link between insulin-sensitivity and microbiota in metabolic syndrome [158].

Although interesting, the described three clinical trials presented limitations because
(i) the improvements were short-term, (ii) the studies focused only on male participants,
and (iii) they used invasive FMT delivery. Recently, independent clinical trials investigated
both male and female participants, FMT by using oral capsules (instead of the classic inva-
sive delivery methods). Different studies explored FMT in adult participants [37,47,159],
while others focused on adolescent patients [160,161]. In the first study, Yu and co-workers
(2020) evaluated in a small group of adult patients with obesity and mild-moderate in-
sulin resistance (~70% females) the effect of a weekly administration for six weeks of FMT
capsules containing fecal microbiota derived from a healthy lean donor.; despite success-
ful variable engraftment into the recipient’s microflora, the authors did not observe any
significant metabolic improvements in terms of either insulin sensitivity or body compo-
sition [159]. The study could have been influenced by the inclusion of participants with
relatively mild insulin resistance, but Allegretti and colleagues (2020) obtained the same
negative results akin Yu and co-workers (donor microbiota engraftment but no metabolic
improvements) in a small group of obese metabolically uncompromised patients (without a
diagnosis of diabetes or metabolic syndrome) [37], pointing to the fact that the lack of effect
on the metabolic outcomes cannot be related to the presence of other metabolic conditions.
Instead, the negative results could be related to the small group size and, especially, the
lack of dietary intervention, the latter being the key to a successive study. In fact, Mocanu
and colleagues (2021) evaluated in a phase two trial the effect of a single oral encapsu-
lated FMT (aiming to alter the recipient microbial flora) combined with adjunctive daily
fiber supplementation (aiming to enhance and/or maintain FMT-derived changes) in a
sample of adult males and females with severe obesity and metabolic syndrome. FMT
and fiber supplements were well-tolerated among participants. As a primary outcome,
patients treated with FMT plus low-fermentable fiber showed increased insulin sensitivity
between baseline and after six weeks of treatment, while no differences were reported
in the group treated with FMT plus high-fermentable fiber or fiber alone. The increased
insulin sensitivity was driven by an improvement in serum insulin levels. At the level
of microbial ecology, the treatment with FMT plus low-fermentable fiber increased al-
pha (up to 12 weeks) and beta (up to six weeks) diversities, inducing, in particular, an
increase in the relative amount of Phascolarcobacterium, Christensenellaceae, Bacteroides and
Akkermansia muciniphila, and a decrease in Dialister and Ruminococcus torques. Interestingly,
Phascolarctobacterium, Bacteroides stercoris, and Bacteroides caccae presence in the baseline
microbial taxa composition was a predictor of the improved insulin sensitivity after FMT,
suggesting that these taxa could be used as treatment given their responsiveness to micro-
bial biotherapeutic intervention. Lastly, the authors showed that only the group treated
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with oral FMT plus low-fermented fiber showed a significant increase in bacterial richness
and a shift in microbial composition toward the donor composition [47]. Thus, this recent
study showed that a single oral FMT administration coupled with daily low-fermentable
fiber supplementation can efficiently improve insulin sensitivity and microbial diversity in
people with severe obesity and metabolic syndrome providing a new non-invasive tool for
microbial biotherapeutic strategies.

As far as FMT clinical trials in adolescents with obesity are concerned, Wilson and
co-workers (2021) evaluated strain engraftment after the administration of multi-donor
FMT capsules (containing the fecal microbiota of four sex-matched lean donors). Twenty-
eight capsules were administered over two consecutive days. The authors reported a
general efficacy in the multi-donor FMT to alter the structure and the function of the gut
microbiome, but in particular, they found out few microbiome donors dominated the
strain engraftment. These were referred to as “super-donors” and featured a high microbial
diversity and a high ratio in Prevotella to Bacteroides (P /B) strains [160]. Despite these results,
Leong and co-workers (2020) found no effects on major metabolic parameters (i.e., insulin
sensitivity, liver function, lipid profile, inflammatory markers, blood pressure, body fat
percentage, gut health) in obese adolescents treated with a single oral FMT capsule from
fecal healthy lean donors, although a reduction in abdominal adiposity was observed [161].
In the near future, clinical trials exploring FMT in adolescents should probably include
fiber supplementation that showed to be effective in adult obese patients [47].

An interesting aspect of FMT intervention in obesity would be to explore whether
autologous FMT, obtained from the time of maximal loss of weight and transplanted dur-
ing the phase of weight regaining, might preserve weight loss and glycemic control in
moderately obese subjects. To explore this aspect, Rinott and co-workers (2020) enrolled
abdominally obese or dyslipidemic participants who received free gym membership to-
gether with physical activity and diet guidelines. After six months, during the maximal
loss-weight phase, the participants provided a fecal sample that was processed and frozen
into capsule form. Afterward, until month 14, a group of the participants ingested autolo-
gous oral capsules and another group ingested placebo capsules. Interestingly, only the
FMT group that followed the Mediterranean diet and green tea consumption reported
attenuation in weight regain (compared to placebo) [162]; the diet induced a modification
in the gut microbiota composition during the weight loss phase, and it was able to preserve
the weight loss-associated bacterial strains. Moreover, autologous FMT maintained the
decreased levels of leptin and cholesterol achieved during the weight-loss phase and it
preserved gut microbiota global composition vs placebo [163].

Taken together, the described clinical trials clearly show the beneficial effects of FMT
strategies in adults with obesity and metabolic syndromes. Moreover, it opens up new
avenues for personalized metabolic attainment preservation in order to maintain weight
loss. Strikingly, FMT strategies were exploited in the absence of infections caused by C.
difficile, again suggesting that FMT can be employed independently from the presence of
recurrent infections caused by the pathogen.

2.5. Fecal Microbiota Transplantation in Cancer Diseases

FMT-based strategies had been investigated in a few clinical trials in people with
cancer conditions. Melanoma is a form of skin cancer involving the melanocyte cells that
produce the pigment melanin. Recently, new tools exploited the use of immune check-
point inhibitors to boost a patient’s immune response against the tumor (this therapeutic
approach is called “cancer immunotherapy”), and it was found that the gut microbiome
interestingly regulates this response [164]. For example, half of the patients with advanced
melanoma achieved long-term benefits when treated with monoclonal antibodies targeting
the checkpoint controller programmed cell death protein 1 (PD-1) [165-167]. Among the
variables that could contribute to the success of anti-PD-1 therapy, it has been shown that
the gut microbiota modulates anti-PD-1 response. Indeed, as shown in human studies, the
gut microbiota of anti-PD-1 therapy responders differs from the non-responders with a
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higher alpha diversity and an abundance of bacteria of the Ruminococcaceae family [168],
a higher content in bacterial species Bifidobacterium longum, Collinsella aerofaciens, and
Enterococcus faecium [169] and Akkermansia muciniphila [170]. Interestingly, if stool samples
derived from melanoma patients who positively responded to anti-PD-1 therapy are trans-
planted into germ-free mice then an amelioration of the antitumor effects of PD-1 blockade
occurs, whereas if FMT is performed using stools derived from non-responders then anti-
PD-1 failed in its achievement [170]. The latter pre-clinical data obtained in mice were
recently replicated in two clinical trials where a subset of patients with metastatic melanoma
responded to anti-PD-1 immunotherapy when co-treated also with FMT [171,172]. Thereby,
a particular composition of bacterial species in the gut microbiota accounts for the response
to anti-PD-1 therapy in people with melanoma and can be transferred by means of FMT.

Treatment of acute myeloid leukaemia (AML; a rare but often fatal blood cancer) in-
volves intensive antibiotic and chemotherapies leading to gut microbiota dysbiosis and
consequent complications. Malard and colleagues (2021) investigated whether autologous
FMT (the use of one’s feces collected during a healthy condition for later in life use to
restore gut microflora) corrects the dysbiosis-induced therapies complications and the
eradication of drug-resistant bacterial strains. First, the authors confirmed that in their
patients” sample, chemotherapy-induced a decrease in gut microbiota alpha diversity and
an increase in proinflammatory strains. After autologous FMT, alpha diversity returned to
initial mean levels and microflora composition showed similarity indicating a restoration in
its composition [173]. Whether autologous FMT might ameliorate AML condition still has
to be investigated, but the clinical trial showed that the treatment is safe and reconstructs
microbiota richness and diversity.

FMT is nowadays tested in clinical trials for its efficacy in urological tumors resistant to
immune checkpoint inhibitors [174]. Moreover, FMT has been proposed also to resolve GI
complications after therapy, for example, the common chemotherapy-induced diarrhea in
people with metastatic renal cell carcinoma [175] or C. difficile infection after bone marrow
transplantation in a patient with acute lymphoblastic leukemia [176]. Despite the authors
not directly addressing the clinical efficacy of FMT on the carcinoma itself, it still broadened
FMT umbrella interventions for cancer diseases.

2.6. Fecal Microbiota Transplantation in Auto-Immune, Inflammatory and Infectious Diseases

Rheumatic diseases (or “arthritis”) are autoimmune and inflammatory diseases caus-
ing major damage to systems and organs. Among them, psoriatic arthritis (PA) presents with
inflammation of the joints and enthuses, it is associated with a generally limited quality of
life, fatigue, and increased mortality from cardiovascular disease [177]. Despite therapeutic
developments, its treatment still remains limited with at least 40% of patients having only
a partial response or failing to respond [177,178]. Interestingly, PA is associated with gut
microbiota dysbiosis with decreased levels of Coprococcus, Akkermansia, and Ruminococcus
strains in comparison to healthy controls [179,180], thus suggesting that restoring microflora
diversity might represent a new therapeutic opportunity. Unfortunately, very few clinical
trials have been conducted so far, with one by Kragsnaes and co-workers (2021) reporting
no major improvements in PA symptoms after FMT [181], despite the patients reporting
the treatment to be safe and tolerable and it induced positive changes in their daily life
together with renewed hopes for the future [182]. Another research group commented
on the failure of the clinical trial claiming that the reason why FMT failed was possibly
due to an FMT-induced change in gut microbiota composition that caused a paradoxical
triggering of a reactive type arthritis (ReA) disease [183], as suggested by studies in rodent
models that link the composition of the gut microbiota with the initiation/progression of
the immune-mediated disease [184]. The negative results of the trial could also be depen-
dent on indirect mechanisms of methotrexate that participants received throughout the
trial and could not be stopped because of the disease severity. Kragsnaes and co-workers
later responded by means of a commentary [185] to McGonagle and colleagues without
actually excluding that the paradoxical effect might have taken place during the trial and
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further claiming that specific clinical trials should investigate the safety, and efficacy of
FMT but also unravel similarities and differences in the microbiota dysbiosis and FMT
effect mechanisms among patients with different types of inflammatory arthritis. For these
reasons, they started a new randomised trial (NCT04924270) where they will investigate
in treatment-naive patients with newly diagnosed conditions (rheumatoid arthritis, ReA,
ankylosing spondylitis, PA, gouty arthritis, psoriasis, hidradenitis suppurativa, pulmonary
sarcoidosis, Crohn’s disease, and ulcerative colitis) the effect of oral FMT capsules. The
estimated study completion date is expected in late 2024 and it should give a clear, detailed
big picture of FMT avenues in rheumatic diseases.

Systemic sclerosis is an auto-immune rheumatic multi-organ disease characterized by
an excessive production of collagen that accumulates in the skin and internal organs and
causes damage to the vascular system [186]. Importantly, up to 90% of people with systemic
sclerosis experience Gl symptoms including diarrhea and gastroesophageal reflux [187],
probably caused by an altered gut microbiota composition displaying a lower abundance of
anti-inflammatory bacterial genera [188]. Given the limited alternative methods for symp-
tom relief, Fretheim and co-workers (2020) performed the first FMT with commercially
available anaerobic cultivated human intestinal microbiota (ACHIM; developed by ACHIM
Biotherapeutics AB), namely, a standardized single donor bacterial mixture, in women with
cutaneous systemic sclerosis displaying GI symptoms. The patients received the treatment
or placebo during gastroduodenoscopy at weeks 0, 2 and 16. The treatment was safe and
well tolerated. An amelioration of bloating, diarrhea and fecal incontinence was achieved
in most of the patients at week 4 and up to week 16. No changes were observed in SCFAa
levels before and after the treatment. As far as fecal microbiota composition is concerned,
at week 16 (but not at week 4) beta diversity increased as well as the relative abundance
within the Firmicutes phylum in three bacterial families Ruminococcaceae, Lachnospiraceae
and Eggerthellaceae that are dominant in ACHIM [189]. EMT triggered adaptive immunity
measured with a change in the relative abundance of IgA and IgM coated fecal bacteria,
thereby showing an interaction between the gut mictobiota and the immune system. De-
spite the cohort number being limited, the study provided the first clinical efficacy for FMT
in systemic sclerosis.

As far as diabetes is concerned, type 1 diabetes (T1D) is an auto-immune disease
involving autoimmune destruction of the beta cells producing insulin in the pancreas
and consequently leading to an excessive level of blood sugar. T-cell targeted strategies
aimed to slow down disease progression but only with temporary impact [190]. Given
the altered gut microbiota in T1D [191,192], de Groot and colleagues (2021) undertook a
randomized controlled trial to assess FMT efficacy on disease progression in recent-onset
(<6 months) T1D patients. Three FMT (either autologous or allogenic) were administered
via nasoduodenal tube using freshly produced feces at months 0, 2, and 4, and results
were collected at months 0, 2, 6, 9, and 12. Overall, FMT reduced the decline in insulin
production thereby preserving beta cell function; this was associated with changes in
microbiota-derived plasma metabolites and bacterial strains [193]. Another interesting
study focused on the role of the gut microbiota in mediating the beneficial effects of exercise
on glucose homeostasis. Indeed, exercise can improve insulin resistance but not in all
subjects; the phenomenon is known as “exercise resistance”. The mediator seems to be in
fact the gut microbiota because only FMT using stools derived from responders to exercise
(and not from non-responders) mimics the effect of exercise on insulin resistance in obese
mice [194].

Among diseases affecting the skin, atopic dermatitis (eczema) is a chronic pruritic con-
dition common in children (up to 20%) less in adults (10%) making the skin red and itchy, it
is long-lasting (chronic), it occurs periodically and it importantly impacts patient’s quality
of life [195]. Multiple factors are involved, including (i) a dysregulation of the immune
system, which brought about the development of the only targeted approved treatment
based on the use of monoclonal antibodies [196,197], and (ii) a dysregulation of the skin
microbiota. The latter implies a decrease in the diversity of the microbiome that correlates
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both with the severity of the disease and with an increase in the colonization of pathogenic
bacteria [198]. Particular attention was focused on Staphylococcus aureus, whose growth
suppression by means of topical application on the skin of diluted bleach plus antibi-
otic [199] or commensal microorganisms that produce potent anti-S. aureus molecules, for
example, Staphylococcus hominis, Staphylococcus epidermidis, or Roseomonas mucosa [200,201]
decreased severity score, pruritus, and corticosteroid use. Early in life gastroenteritis (that
affects the gut microbiome) has been proposed as a risk factor for the later development
of allergic diseases, including atopic dermatitis [202] calling for a role also for the gut
microbiota. Indeed, the gut microbiota can influence the skin via modulation of the im-
mune system, the so-called gut-skin axis [203]. Reddel and co-workers (2019) analyzed
the fecal samples derived from children with atopic dermatitis and compared them with
those from healthy individuals, and found a dysbiosis characterized by an increase of
Sutterella, Faecalibacterium, Oscillospira, Bacteroides, and Parabacteroides and a reduction of
SCFA-producing bacteria [204], opening up the way for FMT-based interventions. After
a recent study in a mouse model showed restoration of gut microbiota upon FMT from
control mice (increase in alpha diversity) and immunologic balance (decrease in T-cell
activation and white cells counts), increase in SCFAs levels, and decrease in allergic re-
sponses [205], Mashiah and colleagues (2021) assessed the clinical safety and efficacy of
FMT in adults with moderate-to-severe atopic dermatitis refractory to current treatments.
The patients received four FMT treatments in capsule form (one every other week) de-
rived from a single donor and were evaluated one and eight months after the last FMT.
Compared to baseline pre-FMT, the authors reported a decrease in corticosteroid usage, a
decrease in disease severity, and the patient’s gut microbiota profile becoming similar to
the donor’s. Interestingly, the level of similarity correlated with the decreases in disease
severity, namely, the more the profile was similar to the donor and the more the severity
decreased [206]. Despite the variability of the results obtained in a small cohort of patients,
this is the first clinical evidence demonstrating promising FMT-based therapy perspectives
for the treatment of atopic dermatitis.

Multiple sclerosis is an inflammatory disease of the central nervous system leading
to demyelination in the brain and spinal cord by means of an autoimmune mechanism
implying a major role for CD4" T helper cells. Among risk factors contributing to the
development of the disease, dietary habits are considered potential ones, and the gut
microbiota was proposed to be the link between nutrition and inflammatory response
because its metabolites can exert a proinflammatory response, regulate T cells and immune
gut response [207], thereby promoting demyelination and multiple sclerosis in animal
models [208,209]. Since caloric restriction has anti-inflammatory effects in humans [210]
and ameliorates inflammation, demyelination, and axon injury in a mouse model [211],
Cignarella and co-workers (2018) investigated whether FMT from mice in caloric restriction
ameliorates the course of multiple sclerosis in recipient mice. The authors reported a
decrease in disease severity and spinal cord pathology compared to mice that received FMT
from mice in an ad libitum diet [212], opening up the translation of the approach in human
trials as next in line.

Among the infectious diseases targeting the immune system, the human immunodeficiency
virus (HIV) is responsible for immune dysfunctions leading to a chronic inflammatory state
and increased mortality [213]. The intestinal mucosal microbiome had been found to play
an active role in HIV disease progression with a dysregulation of the intestinal immune
barrier that leads to disruption of the intestinal immunity and to dysbiosis characterized
by higher levels of Proteobacteria and lower of Bacteroidia, T cell activation, and chronic
inflammation in people infected with HIV [214,215]. In order to tackle the altered mucosal
bacterial communities during HIV-1 infection, one clinical trial used a prebiotic oligosac-
charide mixture that showed to improve microbiota composition and activation of natural
killer cells [216], while another clinical trial exploited the use of synbiotics (a mixture of
pre- and pro-biotics) but failed in detecting any major improvements in CD4+ T-cell count,
T-cell activation, inflammation, and &« and 3 microbiota diversities [217]. Successively, the
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latter research group decided to exploit the approach of FMT in a controlled, double-blind,
placebo-controlled trial where people with HIV and under antiretroviral therapy received
eight rounds of oral FMT capsules (or placebo) and were followed for 48 weeks [218].
Importantly, since HIV infection is associated with decreased butyrate-producing bacteria
belonging to Lachnospiraceae and Ruminococcaceae families [219], and since it has become
crystalline in FMT research that the donor microbiota profile is pivotal in achieving engraft-
ment in the host gut and modify the gut microbiota to reach clinical benefits, the authors
selected those donors showing enriched butyrate levels in their stools and a predominance
of Bacteroides, Lachnospiracease, and Faecalibacterium. FMT intervention was safe and
well-tolerated among the participants. The results indicated that people with HIV receiving
oral FMT capsules, in comparison with the placebo group, showed a long-lasting increase
in alpha diversity of gut microbiota and an enrichment of several taxa in particular in
different members of the Lachnospiraceae family, including Anaerostipes spp., Blautia spp.,
Dorea spp., and Fusicatenibacter spp. There were no changes regarding the circulating CD4+
and CD8+ T cells or the immune activation, but the authors recorded a decrease in the
intestinal fatty acid binding protein (IFABP; a biomarker of intestinal injury which predicts
mortality). Two participants reported an improvement in chronic constipation. Thus, the
study clearly showed that repeated oral FMT capsules derived from selected donors was
safe, well tolerated and induced an incremental change in the gut microbiota of people
with HIV encouraging further research in the field [218].

FMT finds applications even in the actual coronavirus disease 2019 (COVID-19) pan-
demic caused by the SARS-CoV-2 virus. Indeed, 17.6% of patients developed GI symptoms
and 48.1% of patients tested positive for virus RNA in their stools, including those patients
that tested later negative for respiratory swaps [220]. Moreover, the gut microbiota changes
significantly with an increase of pathogens and a decrease in anti-inflammatory bacteria
and those that downregulate the expression of angiotensin-converting enzyme 2 (ACE2; the
receptor of SARS-CoV-2) [221]. Given the gut microbiota-targeted positive effects by means
of probiotics on GI and clinical symptoms in COVID-19 patients [222], Wu and colleagues
(2021) are currently undertaking a clinical trial to establish whether FMT can treat gut
microbiota dysbiosis. In particular, they will assess FMT clinical efficacy on GI symptom:s,
COVID-19 status, recovery from the disease, the inflammatory response, the intestinal
mucosal barrier function, as well the clearance time of SARS-CoV-2 from feces [223].

2.7. Fecal Microbiota Transplantation in Cardio-Vascular Diseases

Only limited pieces of evidence are available on the role of microbiota and FMT inter-
ventions in cardio-vascular diseases and are mostly obtained in animal models [224]. It has
been shown a causal link between the gut microbiota—derived metabolite trimethylamine
N-oxide (TMAO) and atherogenesis [225], namely, the process that brings to the formation of
atherosclerotic plaques leading to coronary artery heart disease. Since vegetarians and veg-
ans produce less TMAOQO (because of their diet) compared with omnivorous subjects, Smits
and co-workers (2018) performed FMT by obtaining stools from lean vegan donors and
transferring them to patients with metabolic syndrome, but they failed to detect changes in
TMAO production or parameters related to vascular inflammation [226].

Based on data on animal models and patients, Zhang and colleagues (2021) recently
proposed a causal role of gut microbiota dysbiosis in the elderly in the pathogenesis
of atrial fibrillation. The authors showed that FMT from aged rats with atrial fibrillation
into young rats resulted in higher levels of LPS and higher susceptibility to developing
the disease. The authors also found a higher level of circulating LPS in old patients
in comparison to younger patients, thereby concluding that the age-related dysbiosis is
responsible for an alteration in the microbiota-intestinal barrier-atrial axis and accounts
for the disease [227]. Still in animal models, FMT from control mice in the experimental
autoimmune myocarditis (EAM) mouse model increased microbial richness including an
increase in the Firmicutes /Bacteroidetes ratio, and it ameliorated myocardial injury thanks
to reduced inflammation [228]. Despite few pieces of evidence available in the scientific
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literature on the possible therapeutic value of FMT strategies in cardio-vascular diseases,
these data obtained in animal models and in mankind will surely provide a solid ground to
undertake further investigations.

2.8. Fecal Microbiota Transplantation in Brain Diseases

Gut microbiota surely plays a role in brain functions and dysfunctions [229]. In
order to rebalance the gut microbiota in brain diseases, probiotics and prebiotics reported
potential [17], but FMT has the greater advantage of transferring eh entire microflora.

First, studies in animal models clarified that fecal microbiota transfer also transfers
brain disease-associated features. For example, FMT from normal mice in a mice model of
Parkinson’s disease can reduce pathological features in the substantia nigra and alleviate
physical impairment [230]. Additionally, FMT from people with major depression in
normal mice induced behavioral /physiological features characteristic of depression [231].
Finally, FMT from normal mice to an animal model of Fragile X syndrome that also shows
autistic-like behavior results in ameliorating autistic-like behaviors [232]. In a mouse
model of Alzheimer’s disease, FMT derived from normal control mice improved cognitive
functions [233].

As far as studies in humans are concerned, different clinical trials so far investigated
FMT in brain conditions, for example, autism spectrum disorders (ASD), Parkinson’s
disease, multiple sclerosis, Alzheimer’s disease, and epilepsy [27,30,31]. FMT improved
short-term (two months) constipation and motor symptoms in a person with Parkinson’s
disease [234] and motor and non-motor symptoms, including constipation, in a larger
group of patients [235]. Moreover, FMT improved GI and neurological symptoms in an
adolescent with epilepsy and Crohn’s disease [236].

ASD is characterized by impaired social interactions and communication and shares
in common the restricted, repetitive, and stereotyped patterns of behavior. Moreover,
children and adults with ASD experience GI symptoms [237] that correlate with ASD
severity [238,239] and gut microbiota dysbiosis [240-242]. Given the short-term effects
of probiotics and their limitation in strains availability [17], FMT represents a valuable
strategy [243] Kang and colleagues (2017) enrolled 18 children with ASD and administered
an initial high FMT dose followed by lower daily doses for 7-8 weeks. The GI symptoms
drastically reduced (—80%) at the end of treatment and up to two months. Importantly,
behavioral ASD symptoms improved significantly up to two months. The analysis of
the bacterial diversity after FMT revealed an increase in bacteria belonging to the taxa of
Bifidobacterium, Prevotella, and Desulfovibrio [244]. The research group followed up with
the same 18 children with ASD two years after the end of the treatment and found that
most of the improvements in GI symptoms were still there together with the improvement
of ASD symptoms. Additionally, the authors could still detect those FMT-driven changes
in gut microbiota, including an increase in bacterial diversity and relative abundances
of Bifidobacteria and Prevotella [245]. Later, the authors also showed that FMT resulted in
distinct fecal and plasma metabolites changes in the recipients [246]. These data highlighted
FMT’s potential to achieve long-term benefits on both gut microbiota and GI/ASD symp-
toms. Li and co-workers (2021) enrolled 40 children with ASD/GI symptoms and 16 control
children without GI symptoms. Children with ASD received FMT for eight weeks (via
colonoscopy or frozen capsules). FMT improved ASD and GI symptoms and changed the
serum levels of neurotransmitters. The authors reported that Eubacterium coprostanoligenes
were enriched in children with ASD before FMT and decreased after the intervention,
thereby identifying Eubacterium coprostanoligenes as a therapeutic target to enhance FMT
response [247] in children with ASD [248].

FMT has been also exploited to treat C. difficile infection in people with neurological
disorders, thereby also giving the possibility to study FMT-based strategies to alleviate
neurological symptoms [27,30,31,249,250]. Park and co-workers (2021) reported a study on
a patient with Alzheimer’s disease diagnosed with severe C. difficile infection refractory to
antibiotics who underwent two FMT rounds that efficiently eradicate the pathogen and
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improved GI symptoms. Interestingly, when assessing cognitive functions, the authors also
observed a slight improvement in short-term memory, semantic skills, attention, non-verbal
learning mood, and expressive affection [251]. In another study with the same dynamic,
the patient showed remission from C. difficile infection and improvement in cognitive
performance [252]. Two studies in a total of four patients with multiple sclerosis diagnosed
with C. difficile infection exploited FMT to resolve infection and constipation, but also
reported a progressive improvement in neurological symptoms, including resolution of leg
paraesthesia and regaining the ability to walk without assistance [253,254].

3. Divergent Clinical Response to Fecal Microbiota Transplantation and the
Super-Donor Phenomenon

In each clinical trial discussed so far it was reported that a certain percentage of pa-
tients did not respond or responded less to FMT therapy, thereby suggesting that FMT may
in fact be limited and reach only a subset of patients. Moreover, the degree of diversity of
the donor’s microbiota profile in comparison to the host is pivotal, as suggested already
for FMT targeting C. difficile infection where heterologous FMT was more successful than
the autologous [53,54]. A specific selection of a donor who shows enrichment in those
bacteria lacking in the recipient (Lachnospiraceae and Ruminococcaceae) might represent a
good strategy, as exploited in clinical trials on hepatic encephalopathy [38,137]., More-
over, the level of engraftment and long-lasting effect represents the main variables in the
successful FMT and clinical outcomes. For example, in IBS the post-FMT engraftment of
strictly anaerobic bacteria after FMT does not improve symptoms [255], while post-FMT
engraftment in people with chronic constipation is highly populated by species belonging
to the Firmicutes and carries genes related to polysaccharide metabolism [256]. Certainly,
the way of FMT delivery, as well as the number of FMT treatments (for example, one single
FMT via colonoscopy is not clinically effective in ulcerative colitis [78]), might play a role
as well, but it has become clear that certain donor’s microbiota profiles are more likely to
get a better chance to engraft, colonize and to produce a beneficial effect in the host. This
may vary in different human conditions. For example, in people with ulcerative colitis
specific bacteria in the donor stools were associated with remission or lack of response
after FMT [81]; also in another clinical study on people with ulcerative colitis that closely
followed up and profiled the colonization and persistence of transferred microbiota along
with the transfer of their functions revealed that the persistence of transferred microbes
is very variable [257]. Thereby, certain donors possess a microbiota profile with higher
chances to achieve successful FMT outcomes than other donors; these donors are referred
to as “super-donors” [258].

4. Limitations of Current Microbiota Profiling Based on 16S rRNA Gene Sequencing

The majority of evidence summarized in the review comes from clinical studies ex-
ploiting 16S rRNA sequencing to characterize the microbiome. Although highly conserved
in prokaryotes, the 165 gene contains nine hyper-variable regions (V1-V9), allowing species
identification [259]. The most commonly used methods are based on sequencing V3-V4 for
a length of less than 300 bp [260]. Other sequencing technologies, such as Oxford Nanopore
and PacBIO, can sequence the complete 165 rRNA gene.

In particular, 165 rDNA-based libraries enable targeted species identification by detect-
ing even low levels of DNA in purified samples. Conversely, shotgun sequencing libraries
provide a method for the detection of species containing DNA regions that do not amplify
with 165 rRNA primers, or whose differences from the template sequence are too high
to allow optimum amplification [261,262]. Furthermore, even if DNA polymerases have
a high fidelity of DNA replication, basic errors can still occur during PCR amplification.
These embedded errors can cause misclassification of the original species [263].

In contrast, a shotgun DNA sequencing library is a DNA library that has been prepared
using all the purified DNA extracted from a sample and subsequently fragmented into
shorter DNA chain lengths before preparation for sequencing. Taxonomic classification of
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DNA sequences generated by shotgun sequencing is more accurate when compared to 165
rRNA amplicon sequencing [264]. However, in the shotgun method, there is currently a
problem of the high cost to make it routine in the laboratory—those who need to character-
ize fecal microbiota generally lean towards 16S [265]. In the present review, the discussed
studies mostly rely on the 16s-based method technique which constitutes the vast majority
of the currently available databases.

5. Conclusions and Future Perspectives

In the present review, we presented and discussed a number of clinical studies exploit-
ing FMT to ameliorate both gastrointestinal and disease-related symptoms in a variety of
human pathologies ranging from gastrointestinal to liver diseases, from auto-immune to
brain diseases. It is clear that (i) gut microbiota dysbiosis populates human pathologies and
that (if) FMT is beneficial to ameliorate disease-related clinical symptoms. Despite the latter
points are sound, the precise mechanisms by means FMT induces these beneficial effects are
far to be fully elucidated. The general picture is that the gut microbiota does communicate
with distant organs via a variety of axes: the gut-skin axis [203], the gut-liver axis [266],
and the gut-brain axis [16,17]. Thus, gut microbiota dysbiosis would elicit its effects on
the host mainly via modulation of the endocrine and the immune systems. Conversely,
reinstatement of gut microflora using FMT would reinstate the physiological modulation
of these systems.

A number of clinical trials described in the present review were performed indepen-
dently on the presence of infection by C. difficile and when patients were refractory to the
current therapeutic strategies, suggesting that since FMT is safe and tolerable could be used
even as the first choice to ameliorate the clinical symptoms in a number of human patholo-
gies. More and more clinical trials are emerging testing the safety and efficacy of FMT even
in other diseases, for example, that in primary sclerosing cholangitis, a liver disease with
no effective medical therapies but associated with gut microbiota dysbiosis, and in which
the authors decided to explore FMT just for the simple fact that “FMT has been reported
to restore the microbiome in other disease states” [129]. Despite the challenging task of
recruiting suitable fecal donors for FMT [267], thanks to the accepted safety (only mild
adverse events during or shortly after treatment were reported so far), we may imagine
that in the future more and more clinical trials will exploit FMT strategies to ameliorate
clinical symptoms and conditions on a number of other human conditions independently
on C. difficile infections. In the near future, the accurate identification and subsequent
characterization of super-donor gut microbiomes will pay the way for the establishment of
stool microbiota banks for the treatment of a variety of human conditions.

Author Contributions: M.B. and G.D. conceptualized, wrote, read, and revised the manuscript. All
authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.

Data Availability Statement: Not applicable.

Conflicts of Interest: M.B. is CEO of The Bioarte Ltd. G.D. declares no conflict of interest.

1.  Lloyd-Price, ].; Abu-Ali, G.; Huttenhower, C. The healthy human microbiome. Genome Med. 2016, 8, 51. [CrossRef]

2. Mao, YK, Kasper, D.L.; Wang, B.; Forsythe, P.; Bienenstock, J.; Kunze, W.A. Bacteroides fragilis polysaccharide A is necessary
and sufficient for acute activation of intestinal sensory neurons. Nat. Commun. 2013, 4, 1465. [CrossRef]

3.  Knights, D,; Silverberg, M.S.; Weersma, R.K.; Gevers, D.; Dijkstra, G.; Huang, H.; Tyler, A.D.; van Sommeren, S.; Imhann, F;
Stempak, ].M.; et al. Complex host genetics influence the microbiome in inflammatory bowel disease. Genome Med. 2014, 6, 107.

[CrossRef] [PubMed]


http://doi.org/10.1186/s13073-016-0307-y
http://doi.org/10.1038/ncomms2478
http://doi.org/10.1186/s13073-014-0107-1
http://www.ncbi.nlm.nih.gov/pubmed/25587358

J. Clin. Med. 2022, 11, 4119 22 of 33

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.
25.

26.

27.

28.

29.

30.

Maynard, C.L.; Elson, C.O.; Hatton, R.D.; Weaver, C.T. Reciprocal interactions of the intestinal microbiota and immune system.
Nature 2012, 489, 231-241. [CrossRef] [PubMed]

Liang, D.; Leung, RK.; Guan, W.; Au, W.W. Involvement of gut microbiome in human health and disease: Brief overview,
knowledge gaps and research opportunities. Gut Pathog. 2018, 10, 3. [CrossRef]

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

Perry, R].; Peng, L.; Barry, N.A.; Cline, G.W.; Zhang, D.; Cardone, R.L.; Petersen, K.F.; Kibbey, R.G.; Goodman, A.L.; Shulman,
G.I. Acetate mediates a microbiome-brain-beta-cell axis to promote metabolic syndrome. Nature 2016, 534, 213-217. [CrossRef]
[PubMed]

Gulden, E.; Wong, ES.; Wen, L. The gut microbiota and Type 1 Diabetes. Clin. Immunol. 2015, 159, 143-153. [CrossRef]

Pop, M.; Walker, A.W.; Paulson, ].; Lindsay, B.; Antonio, M.; Hossain, M.A.; Oundo, ].; Tamboura, B.; Mai, V.; Astrovskaya, I.; et al.
Diarrhea in young children from low-income countries leads to large-scale alterations in intestinal microbiota composition.
Genome Biol. 2014, 15, R76. [CrossRef]

Jalanka-Tuovinen, J.; Salojarvi, J.; Salonen, A.; Immonen, O.; Garsed, K.; Kelly, EM.; Zaitoun, A.; Palva, A.; Spiller, R.C.; de Vos,
W.M. Faecal microbiota composition and host-microbe cross-talk following gastroenteritis and in postinfectious irritable bowel
syndrome. Gut 2014, 63, 1737-1745. [CrossRef]

Manrique, P; Dills, M.; Young, M.]. The Human Gut Phage Community and Its Implications for Health and Disease. Viruses 2017,
9, 141. [CrossRef] [PubMed]

Pluznick, J.L.; Protzko, R.J.; Gevorgyan, H.; Peterlin, Z.; Sipos, A.; Han, ].; Brunet, I.; Wan, L.X;; Rey, F; Wang, T.; et al. Olfactory
receptor responding to gut microbiota-derived signals plays a role in renin secretion and blood pressure regulation. Proc. Natl.
Acad. Sci. USA 2013, 110, 4410-4415. [CrossRef]

El Aidy, S.; Dinan, T.G,; Cryan, J.F. Gut Microbiota: The Conductor in the Orchestra of Immune-Neuroendocrine Communication.
Clin. Ther. 2015, 37, 954-967. [CrossRef]

Gomez de Aguero, M.; Ganal-Vonarburg, S.C.; Fuhrer, T.; Rupp, S.; Uchimura, Y.; Li, H.; Steinert, A.; Heikenwalder, M.;
Hapfelmeier, S.; Sauer, U.; et al. The maternal microbiota drives early postnatal innate immune development. Science 2016, 351,
1296-1302. [CrossRef] [PubMed]

De Vadder, F,; Kovatcheva-Datchary, P.; Goncalves, D.; Vinera, J.; Zitoun, C.; Duchampt, A.; Backhed, F.; Mithieux, G. Microbiota-
generated metabolites promote metabolic benefits via gut-brain neural circuits. Cell 2014, 156, 84-96. [CrossRef] [PubMed]
Rhee, S.H.; Pothoulakis, C.; Mayer, E.A. Principles and clinical implications of the brain-gut-enteric microbiota axis. Nat. Rev.
Gastroenterol. Hepatol. 2009, 6, 306-314. [CrossRef]

Deidda, G.; Biazzo, M. Gut and Brain: Investigating Physiological and Pathological Interactions Between Microbiota and Brain to
Gain New Therapeutic Avenues for Brain Diseases. Front. Neurosci. 2021, 15, 753915. [CrossRef]

Gorski, A.; Miedzybrodzki, R.; Weber-Dabrowska, B.; Fortuna, W.; Letkiewicz, S.; Rogoz, P; Jonczyk-Matysiak, E.; Dabrowska,
K.; Majewska, J.; Borysowski, ]. Phage Therapy: Combating Infections with Potential for Evolving from Merely a Treatment for
Complications to Targeting Diseases. Front. Microbiol. 2016, 7, 1515. [CrossRef]

Hyman, P; Abedon, S.T. Bacteriophage host range and bacterial resistance. Adv. Appl. Microbiol. 2010, 70, 217-248. [CrossRef]
Chan, B.K.; Abedon, S.T.; Loc-Carrillo, C. Phage cocktails and the future of phage therapy. Future Microbiol. 2013, 8, 769-783.
[CrossRef]

Gupta, R.; Prasad, Y. Efficacy of polyvalent bacteriophage P-27/HP to control multidrug resistant Staphylococcus aureus associated
with human infections. Curr. Microbiol. 2011, 62, 255-260. [CrossRef] [PubMed]

Stratton, C.W. Dead bugs don’t mutate: Susceptibility issues in the emergence of bacterial resistance. Emerg. Infect. Dis. 2003, 9,
10-16. [CrossRef] [PubMed]

Skurnik, M.; Pajunen, M.; Kiljunen, S. Biotechnological challenges of phage therapy. Biotechnol. Lett. 2007, 29, 995-1003. [CrossRef]
[PubMed]

Abedon, S.T.; Thomas-Abedon, C. Phage therapy pharmacology. Curr. Pharm. Biotechnol. 2010, 11, 28-47. [CrossRef]

Dimidi, E.; Christodoulides, S.; Scott, S.M.; Whelan, K. Mechanisms of Action of Probiotics and the Gastrointestinal Microbiota on
Gut Motility and Constipation. Adv. Nutr. 2017, 8, 484—494. [CrossRef]

Bakker, G.J.; Nieuwdorp, M. Fecal Microbiota Transplantation: Therapeutic Potential for a Multitude of Diseases beyond
Clostridium difficile. Microbiol. Spectr. 2017, 5, 1-14. [CrossRef]

Evrensel, A.; Ceylan, M.E. Fecal Microbiota Transplantation and Its Usage in Neuropsychiatric Disorders. Clin. Psychopharmacol.
Neurosci. Off. Sci. ]. Korean Coll. Neuropsychopharmacol. 2016, 14, 231-237. [CrossRef]

Ramai, D.; Zakhia, K.; Ofosu, A.; Ofori, E.; Reddy, M. Fecal microbiota transplantation: Donor relation, fresh or frozen, delivery
methods, cost-effectiveness. Ann. Gastroenterol. 2019, 32, 30-38. [CrossRef]

Rossen, N.G.; MacDonald, J.K.; de Vries, E.IM.; D’'Haens, G.R.; de Vos, W.M.; Zoetendal, E.G.; Ponsioen, C.Y. Fecal microbiota
transplantation as novel therapy in gastroenterology: A systematic review. World ]. Gastroenterol. 2015, 21, 5359-5371. [CrossRef]
Vendrik, K.E.W.; Ooijevaar, R.E.; de Jong, PR.C.; Laman, ].D.; van Oosten, B.W.; van Hilten, J.J.; Ducarmon, Q.R.; Keller, J.J.;
Kuijper, E.J.; Contarino, M.F. Fecal Microbiota Transplantation in Neurological Disorders. Front. Cell. Infect. Microbiol. 2020, 10, 98.
[CrossRef]


http://doi.org/10.1038/nature11551
http://www.ncbi.nlm.nih.gov/pubmed/22972296
http://doi.org/10.1186/s13099-018-0230-4
http://doi.org/10.1038/nature11234
http://www.ncbi.nlm.nih.gov/pubmed/22699609
http://doi.org/10.1038/nature18309
http://www.ncbi.nlm.nih.gov/pubmed/27279214
http://doi.org/10.1016/j.clim.2015.05.013
http://doi.org/10.1186/gb-2014-15-6-r76
http://doi.org/10.1136/gutjnl-2013-305994
http://doi.org/10.3390/v9060141
http://www.ncbi.nlm.nih.gov/pubmed/28594392
http://doi.org/10.1073/pnas.1215927110
http://doi.org/10.1016/j.clinthera.2015.03.002
http://doi.org/10.1126/science.aad2571
http://www.ncbi.nlm.nih.gov/pubmed/26989247
http://doi.org/10.1016/j.cell.2013.12.016
http://www.ncbi.nlm.nih.gov/pubmed/24412651
http://doi.org/10.1038/nrgastro.2009.35
http://doi.org/10.3389/fnins.2021.753915
http://doi.org/10.3389/fmicb.2016.01515
http://doi.org/10.1016/S0065-2164(10)70007-1
http://doi.org/10.2217/fmb.13.47
http://doi.org/10.1007/s00284-010-9699-x
http://www.ncbi.nlm.nih.gov/pubmed/20607539
http://doi.org/10.3201/eid0901.020172
http://www.ncbi.nlm.nih.gov/pubmed/12533275
http://doi.org/10.1007/s10529-007-9346-1
http://www.ncbi.nlm.nih.gov/pubmed/17364214
http://doi.org/10.2174/138920110790725410
http://doi.org/10.3945/an.116.014407
http://doi.org/10.1128/microbiolspec.BAD-0008-2017
http://doi.org/10.9758/cpn.2016.14.3.231
http://doi.org/10.20524/aog.2018.0328
http://doi.org/10.3748/wjg.v21.i17.5359
http://doi.org/10.3389/fcimb.2020.00098

J. Clin. Med. 2022, 11, 4119 23 of 33

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

Xu, HM,; Huang, H.L.; Zhou, Y.L.; Zhao, H.L.; Xu, J.; Shou, D.W,; Liu, Y.D.; Zhou, YJ.; Nie, Y.Q. Fecal Microbiota Transplantation:
A New Therapeutic Attempt from the Gut to the Brain. Gastroenterol. Res. Pract. 2021, 2021, 6699268. [CrossRef] [PubMed]
Marotz, C.A.; Zarrinpar, A. Treating Obesity and Metabolic Syndrome with Fecal Microbiota Transplantation. Yale J. Biol. Med.
2016, 89, 383-388. [PubMed]

Nicco, C.; Paule, A.; Konturek, P.; Edeas, M. From Donor to Patient: Collection, Preparation and Cryopreservation of Fecal
Samples for Fecal Microbiota Transplantation. Diseases 2020, 8, 9. [CrossRef]

Allegretti, ].R.; Korzenik, ].R.; Hamilton, M.J. Fecal microbiota transplantation via colonoscopy for recurrent C. difficile Infection. J.
Vis. Exp. 2014, 94, 52154. [CrossRef]

Kao, D.; Roach, B; Silva, M.; Beck, P.; Rioux, K.; Kaplan, G.G.; Chang, H.J.; Coward, S.; Goodman, K.J.; Xu, H.; et al. Effect of Oral
Capsule- vs Colonoscopy-Delivered Fecal Microbiota Transplantation on Recurrent Clostridium difficile Infection: A Randomized
Clinical Trial. JAMA 2017, 318, 1985-1993. [CrossRef] [PubMed]

Haifer, C.; Paramsothy, S.; Kaakoush, N.O.; Saikal, A.; Ghaly, S.; Yang, T.; Luu, L.D.W.; Borody, T.].; Leong, R.W. Lyophilised oral
faecal microbiota transplantation for ulcerative colitis (LOTUS): A randomised, double-blind, placebo-controlled trial. Lancet
Gastroenterol. Hepatol. 2022, 7, 141-151. [CrossRef]

Allegretti, ].R.; Kassam, Z.; Mullish, B.H.; Chiang, A.; Carrellas, M.; Hurtado, J.; Marchesi, ].R.; McDonald, ].A.K.; Pechlivanis, A.;
Barker, G.F; et al. Effects of Fecal Microbiota Transplantation with Oral Capsules in Obese Patients. Clin. Gastroenterol. Hepatol.
Off. Clin. Pract. ]. Am. Gastroenterol. Assoc. 2020, 18, 855-863.e2. [CrossRef] [PubMed]

Bajaj, J.S.; Salzman, N.H.; Acharya, C.; Sterling, R.K.; White, M.B.; Gavis, E.A; Fagan, A.; Hayward, M.; Holtz, M.L.; Matherly, S.;
et al. Fecal Microbial Transplant Capsules Are Safe in Hepatic Encephalopathy: A Phase 1, Randomized, Placebo-Controlled Trial.
Hepatology 2019, 70, 1690-1703. [CrossRef] [PubMed]

Zhang, T.; Lu, G.; Zhao, Z; Liu, Y.; Shen, Q.; Li, P; Chen, Y,; Yin, H.; Wang, H.; Marcella, C.; et al. Washed microbiota
transplantation vs. manual fecal microbiota transplantation: Clinical findings, animal studies and in vitro screening. Protein Cell.
2020, 11, 251-266. [CrossRef]

Nanjing consensus on methodology of washed microbiota transplantation Chin. Med. |. 2020, 133, 2330-2332. [CrossRef]
Jimoh, O.; Gachette, D.; Bakhit, M.; Kelly, C.R. Fecal Microbiota Transplant via Retention Enema in Severe Clostridium difficile
Infection: 203. Off. J. Am. Coll. Gastroenterol. 2018, 113, S119-5120. [CrossRef]

Brandt, L.J.; Aroniadis, O.C.; Mellow, M.; Kanatzar, A.; Kelly, C.; Park, T.; Stollman, N.; Rohlke, F.; Surawicz, C. Long-term
follow-up of colonoscopic fecal microbiota transplant for recurrent Clostridium difficile infection. Am. ]. Gastroenterol. 2012,
107,1079-1087. [CrossRef] [PubMed]

Zhong, M.; Buch, H.; Wen, Q.; Long, C.; Cui, B.; Zhang, F. Colonic Transendoscopic Enteral Tubing: Route for a Novel, Safe, and
Convenient Delivery of Washed Microbiota Transplantation in Children. Gastroenterol. Res. Pract. 2021, 2021, 6676962. [CrossRef]
[PubMed]

Peng, Z.; Xiang, J.; He, Z.; Zhang, T.; Xu, L.; Cui, B.; Li, P; Huang, G.; Ji, G.; Nie, Y.; et al. Colonic transendoscopic enteral tubing:
A novel way of transplanting fecal microbiota. Endosc. Int. Open 2016, 4, E610-E613. [CrossRef] [PubMed]

Holvoet, T.; Joossens, M.; Vazquez-Castellanos, ].F.; Christiaens, E.; Heyerick, L.; Boelens, J.; Verhasselt, B.; van Vlierberghe, H.; De
Vos, M.; Raes, |.; et al. Fecal Microbiota Transplantation Reduces Symptoms in Some Patients with Irritable Bowel Syndrome with
Predominant Abdominal Bloating: Short- and Long-term Results From a Placebo-Controlled Randomized Trial. Gastroenterology
2021, 160, 145-157.€8. [CrossRef] [PubMed]

Crothers, ] W.; Chu, N.D.; Nguyen, L.T.T.; Phillips, M.; Collins, C.; Fortner, K.; Del Rio-Guerra, R.; Lavoie, B.; Callas, P; Velez, M.;
et al. Daily, oral FMT for long-term maintenance therapy in ulcerative colitis: Results of a single-center, prospective, randomized
pilot study. BMC Gastroenterol. 2021, 21, 281. [CrossRef]

Mocanu, V.; Zhang, Z.; Deehan, E.C.; Kao, D.H.; Hotte, N.; Karmali, S.; Birch, D.W.; Samarasinghe, K.K.; Walter, J.; Madsen,
K.L. Fecal microbial transplantation and fiber supplementation in patients with severe obesity and metabolic syndrome: A
randomized double-blind, placebo-controlled phase 2 trial. Nat. Med. 2021, 27, 1272-1279. [CrossRef]

Zhang, F; Luo, W.; Shi, Y; Fan, Z,; Ji, G. Should we standardize the 1700-year-old fecal microbiota transplantation? Am. ].
Gastroenterol. 2012, 107, 1755. [CrossRef]

Juul, EE.; Garborg, K.; Bretthauer, M.; Skudal, H.; Oines, M.N.; Wiig, H.; Rose, O.; Seip, B.; Lamont, ].T.; Midtvedt, T; et al. Fecal
Microbiota Transplantation for Primary Clostridium difficile Infection. N. Engl. ]. Med. 2018, 378, 2535-2536. [CrossRef]
Friedman-Korn, T.; Livovsky, D.M.; Maharshak, N.; Aviv Cohen, N.; Paz, K.; Bar-Gil Shitrit, A.; Goldin, E.; Koslowsky, B. Fecal
Transplantation for Treatment of Clostridium Difficile Infection in Elderly and Debilitated Patients. Dig. Dis. Sci. 2018, 63, 198-203.
[CrossRef]

Fischer, M.; Kao, D.; Kassam, Z.; Smith, J.; Louie, T.; Sipe, B.; Torbeck, M.; Xu, H.; Ouyang, F.; Mozaffarian, D.; et al. Stool
Donor Body Mass Index Does Not Affect Recipient Weight After a Single Fecal Microbiota Transplantation for Clostridium difficile
Infection. Clin. Gastroenterol. Hepatol. Off. Clin. Pract. ]. Am. Gastroenterol. Assoc. 2018, 16, 1351-1353. [CrossRef] [PubMed]
Zuo, T.; Wong, SH.; Lam, K,; Lui, R;; Cheung, K.; Tang, W.; Ching, J.Y.L.; Chan, PK.S.; Chan, M.C.W.; Wy, J.C.Y,; et al.
Bacteriophage transfer during faecal microbiota transplantation in Clostridium difficile infection is associated with treatment
outcome. Gut 2018, 67, 634—643. [CrossRef] [PubMed]


http://doi.org/10.1155/2021/6699268
http://www.ncbi.nlm.nih.gov/pubmed/33510784
http://www.ncbi.nlm.nih.gov/pubmed/27698622
http://doi.org/10.3390/diseases8020009
http://doi.org/10.3791/52154
http://doi.org/10.1001/jama.2017.17077
http://www.ncbi.nlm.nih.gov/pubmed/29183074
http://doi.org/10.1016/S2468-1253(21)00400-3
http://doi.org/10.1016/j.cgh.2019.07.006
http://www.ncbi.nlm.nih.gov/pubmed/31301451
http://doi.org/10.1002/hep.30690
http://www.ncbi.nlm.nih.gov/pubmed/31038755
http://doi.org/10.1007/s13238-019-00684-8
http://doi.org/10.1097/CM9.0000000000000954
http://doi.org/10.14309/00000434-201810001-00203
http://doi.org/10.1038/ajg.2012.60
http://www.ncbi.nlm.nih.gov/pubmed/22450732
http://doi.org/10.1155/2021/6676962
http://www.ncbi.nlm.nih.gov/pubmed/33510783
http://doi.org/10.1055/s-0042-105205
http://www.ncbi.nlm.nih.gov/pubmed/27556065
http://doi.org/10.1053/j.gastro.2020.07.013
http://www.ncbi.nlm.nih.gov/pubmed/32681922
http://doi.org/10.1186/s12876-021-01856-9
http://doi.org/10.1038/s41591-021-01399-2
http://doi.org/10.1038/ajg.2012.251
http://doi.org/10.1056/NEJMc1803103
http://doi.org/10.1007/s10620-017-4833-2
http://doi.org/10.1016/j.cgh.2017.12.007
http://www.ncbi.nlm.nih.gov/pubmed/29246701
http://doi.org/10.1136/gutjnl-2017-313952
http://www.ncbi.nlm.nih.gov/pubmed/28539351

J. Clin. Med. 2022, 11, 4119 24 of 33

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.
67.
68.
69.
70.

71.

72.

73.

74.

75.

Kelly, C.R.; Khoruts, A.; Staley, C.; Sadowsky, M.].; Abd, M.; Alani, M.; Bakow, B.; Curran, P; McKenney, J.; Tisch, A.; et al. Effect
of Fecal Microbiota Transplantation on Recurrence in Multiply Recurrent Clostridium difficile Infection: A Randomized Trial. Ann.
Intern. Med. 2016, 165, 609-616. [CrossRef] [PubMed]

Staley, C.; Kelly, C.R.; Brandt, L.J.; Khoruts, A.; Sadowsky, M.]. Complete Microbiota Engraftment Is Not Essential for Recovery
from Recurrent Clostridium difficile Infection following Fecal Microbiota Transplantation. mBio 2016, 7, €01965-16. [CrossRef]
[PubMed]

Lee, C.H.; Steiner, T.; Petrof, E.O.; Smieja, M.; Roscoe, D.; Nematallah, A.; Weese, ].S.; Collins, S.; Moayyedi, P.; Crowther, M.;
et al. Frozen vs Fresh Fecal Microbiota Transplantation and Clinical Resolution of Diarrhea in Patients with Recurrent Clostridium
difficile Infection: A Randomized Clinical Trial. JAMA 2016, 315, 142-149. [CrossRef]

Hamilton, M.].; Weingarden, A.R.; Sadowsky, M.].; Khoruts, A. Standardized frozen preparation for transplantation of fecal
microbiota for recurrent Clostridium difficile infection. Am. J. Gastroenterol. 2012, 107, 761-767. [CrossRef]

Satokari, R.; Mattila, E.; Kainulainen, V.; Arkkila, PE. Simple faecal preparation and efficacy of frozen inoculum in faecal
microbiota transplantation for recurrent Clostridium difficile infection—An observational cohort study. Aliment. Pharmacol. Ther.
2015, 41, 46-53. [CrossRef]

Cammarota, G.; Masucci, L.; Ianiro, G.; Bibbo, S.; Dinoi, G.; Costamagna, G.; Sanguinetti, M.; Gasbarrini, A. Randomised clinical
trial: Faecal microbiota transplantation by colonoscopy vs. vancomycin for the treatment of recurrent Clostridium difficile infection.
Aliment. Pharmacol. Ther. 2015, 41, 835-843. [CrossRef]

Jiang, Z.D.; Ajami, N.J.; Petrosino, J.F; Jun, G.; Hanis, C.L.; Shah, M.; Hochman, L.; Ankoma-Sey, V.; DuPont, A.W.; Wong, M.C.;
et al. Randomised clinical trial: Faecal microbiota transplantation for recurrent Clostridum difficile infection—Fresh, or frozen, or
lyophilised microbiota from a small pool of healthy donors delivered by colonoscopy. Aliment. Pharmacol. Ther. 2017, 45, 899-908.
[CrossRef]

Van Nood, E.; Vrieze, A.; Nieuwdorp, M.; Fuentes, S.; Zoetendal, E.G.; de Vos, W.M.; Visser, C.E.; Kuijper, E.J.; Bartelsman,
J.E; Tijssen, J.G.; et al. Duodenal infusion of donor feces for recurrent Clostridium difficile. N. Engl. ]. Med. 2013, 368, 407-415.
[CrossRef]

Jalanka, J.; Hillamaa, A.; Satokari, R.; Mattila, E.; Anttila, VJ.; Arkkila, P. The long-term effects of faecal microbiota transplantation
for gastrointestinal symptoms and general health in patients with recurrent Clostridium difficile infection. Aliment. Pharmacol. Ther.
2018, 47, 371-379. [CrossRef] [PubMed]

Hvas, C.L.; Dahl Jorgensen, S.M.; Jorgensen, S.P,; Storgaard, M.; Lemming, L.; Hansen, M.M.; Erikstrup, C.; Dahlerup, ].F. Fecal
Microbiota Transplantation Is Superior to Fidaxomicin for Treatment of Recurrent Clostridium difficile Infection. Gastroenterology
2019, 156, 1324-1332.€3. [CrossRef]

Drekonja, D.M.; Shaukat, A.; Zhang, ].H.; Reinink, A.R.; Nugent, S.; Dominitz, ].A.; Davis-Karim, A.; Gerding, D.N.; Kyriakides,
T.C. Microbiota or placebo after antimicrobial therapy for recurrent Clostridioides difficile at home: A clinical trial with novel
home-based enrollment. Clin. Trials 2021, 18, 622—629. [CrossRef] [PubMed]

Kumar, R.; Maynard, C.L.; Eipers, P.; Goldsmith, K.T.; Ptacek, T.; Grubbs, J.A.; Dixon, P.; Howard, D.; Crossman, D.K.; Crowley,
M.R;; et al. Colonization potential to reconstitute a microbe community in patients detected early after fecal microbe transplant
for recurrent C. difficile. BMIC Microbiol. 2016, 16, 5. [CrossRef] [PubMed]

Cammarota, G.; laniro, G.; Tilg, H.; Rajilic-Stojanovic, M.; Kump, P.; Satokari, R.; Sokol, H.; Arkkila, P; Pintus, C.; Hart, A,;
et al. European consensus conference on faecal microbiota transplantation in clinical practice. Gut 2017, 66, 569-580. [CrossRef]
[PubMed]

Baumgart, D.C.; Carding, S.R. Inflammatory bowel disease: Cause and immunobiology. Lancet 2007, 369, 1627-1640. [CrossRef]
Xavier, R.J.; Podolsky, D.K. Unravelling the pathogenesis of inflammatory bowel disease. Nature 2007, 448, 427-434. [CrossRef]
Yu, H.; Maclsaac, D.; Wong, ].J.; Sellers, Z.M.; Wren, A.A.; Bensen, R.; Kin, C.; Park, K.T. Market share and costs of biologic
therapies for inflammatory bowel disease in the USA. Aliment. Pharmacol. Ther. 2018, 47, 364-370. [CrossRef]

Kirchgesner, J.; Lemaitre, M.; Carrat, F.; Zureik, M.; Carbonnel, F.; Dray-Spira, R. Risk of Serious and Opportunistic Infections
Associated with Treatment of Inflammatory Bowel Diseases. Gastroenterology 2018, 155, 337-346 €310. [CrossRef]

Cammarota, G.; Ianiro, G.; Cianci, R.; Bibbo, S.; Gasbarrini, A.; Curro, D. The involvement of gut microbiota in inflammatory
bowel disease pathogenesis: Potential for therapy. Pharmacol. Ther. 2015, 149, 191-212. [CrossRef]

Sartor, R.B. Microbial influences in inflammatory bowel diseases. Gastroenterology 2008, 134, 577-594. [CrossRef] [PubMed]
Damman, C.J.; Miller, S.I.; Surawicz, C.M.; Zisman, T.L. The microbiome and inflammatory bowel disease: Is there a therapeutic
role for fecal microbiota transplantation? Am. J. Gastroenterol. 2012, 107, 1452-1459. [CrossRef] [PubMed]

Vermeire, S.; Joossens, M.; Verbeke, K.; Wang, J.; Machiels, K.; Sabino, J.; Ferrante, M.; Van Assche, G.; Rutgeerts, ; Raes, ]. Donor
Species Richness Determines Faecal Microbiota Transplantation Success in Inflammatory Bowel Disease. J. Crohn’s Colitis 2016,
10, 387-394. [CrossRef]

Moayyedi, P,; Surette, M.G.; Kim, P.T.; Libertucci, ].; Wolfe, M.; Onischi, C.; Armstrong, D.; Marshall, ] K.; Kassam, Z.; Reinisch,
W.,; etal. Fecal Microbiota Transplantation Induces Remission in Patients with Active Ulcerative Colitis in a Randomized
Controlled Trial. Gastroenterology 2015, 149, 102-109.e6. [CrossRef]

Paramsothy, S.; Kamm, M.A.; Kaakoush, N.O.; Walsh, A.J.; van den Bogaerde, ]J.; Samuel, D.; Leong, RW.L.; Connor, S.; Ng,
W.; Paramsothy, R.; et al. Multidonor intensive faecal microbiota transplantation for active ulcerative colitis: A randomised
placebo-controlled trial. Lancet 2017, 389, 1218-1228. [CrossRef]


http://doi.org/10.7326/M16-0271
http://www.ncbi.nlm.nih.gov/pubmed/27547925
http://doi.org/10.1128/mBio.01965-16
http://www.ncbi.nlm.nih.gov/pubmed/27999162
http://doi.org/10.1001/jama.2015.18098
http://doi.org/10.1038/ajg.2011.482
http://doi.org/10.1111/apt.13009
http://doi.org/10.1111/apt.13144
http://doi.org/10.1111/apt.13969
http://doi.org/10.1056/NEJMoa1205037
http://doi.org/10.1111/apt.14443
http://www.ncbi.nlm.nih.gov/pubmed/29226561
http://doi.org/10.1053/j.gastro.2018.12.019
http://doi.org/10.1177/17407745211021198
http://www.ncbi.nlm.nih.gov/pubmed/34154439
http://doi.org/10.1186/s12866-015-0622-2
http://www.ncbi.nlm.nih.gov/pubmed/26758906
http://doi.org/10.1136/gutjnl-2016-313017
http://www.ncbi.nlm.nih.gov/pubmed/28087657
http://doi.org/10.1016/S0140-6736(07)60750-8
http://doi.org/10.1038/nature06005
http://doi.org/10.1111/apt.14430
http://doi.org/10.1053/j.gastro.2018.04.012
http://doi.org/10.1016/j.pharmthera.2014.12.006
http://doi.org/10.1053/j.gastro.2007.11.059
http://www.ncbi.nlm.nih.gov/pubmed/18242222
http://doi.org/10.1038/ajg.2012.93
http://www.ncbi.nlm.nih.gov/pubmed/23034604
http://doi.org/10.1093/ecco-jcc/jjv203
http://doi.org/10.1053/j.gastro.2015.04.001
http://doi.org/10.1016/S0140-6736(17)30182-4

J. Clin. Med. 2022, 11, 4119 25 of 33

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

95.

96.

Rossen, N.G.; Fuentes, S.; van der Spek, M.J.; Tijssen, J.G.; Hartman, J.H.; Duflou, A.; Lowenberg, M.; van den Brink, G.R;;
Mathus-Vliegen, E.M.; de Vos, W.M.; et al. Findings From a Randomized Controlled Trial of Fecal Transplantation for Patients
with Ulcerative Colitis. Gastroenterology 2015, 149, 110-118.e4. [CrossRef]

Costello, S.P.; Hughes, P.A.; Waters, O.; Bryant, R.V.; Vincent, A.D.; Blatchford, P; Katsikeros, R.; Makanyanga, J.; Campaniello,
M.A.; Mavrangelos, C.; et al. Effect of Fecal Microbiota Transplantation on 8-Week Remission in Patients with Ulcerative Colitis:
A Randomized Clinical Trial. JAMA 2019, 321, 156-164. [CrossRef] [PubMed]

Nishida, A.; Imaeda, H.; Ohno, M.; Inatomi, O.; Bamba, S.; Sugimoto, M.; Andoh, A. Efficacy and safety of single fecal microbiota
transplantation for Japanese patients with mild to moderately active ulcerative colitis. ]. Gastroenterol. 2017, 52, 476-482.
[CrossRef]

Jacob, V.; Crawford, C.; Cohen-Mekelburg, S.; Viladomiu, M.; Putzel, G.G.; Schneider, Y.; Chabouni, F.; O’Neil, S.; Bosworth, B.;
Woo, V.; et al. Single Delivery of High-Diversity Fecal Microbiota Preparation by Colonoscopy Is Safe and Effective in Increasing
Microbial Diversity in Active Ulcerative Colitis. Inflamm. Bowel Dis. 2017, 23, 903-911. [CrossRef]

Damman, C.J.; Brittnacher, M.].; Westerhoff, M.; Hayden, H.S.; Radey, M.; Hager, K.R.; Marquis, S.R.; Miller, S.I.; Zisman, T.L.
Low Level Engraftment and Improvement following a Single Colonoscopic Administration of Fecal Microbiota to Patients with
Ulcerative Colitis. PLoS ONE 2015, 10, €0133925. [CrossRef]

Paramsothy, S.; Nielsen, S.; Kamm, M.A.; Deshpande, N.P; Faith, J.].; Clemente, ].C.; Paramsothy, R.; Walsh, A.J.; van den
Bogaerde, J.; Samuel, D.; et al. Specific Bacteria and Metabolites Associated with Response to Fecal Microbiota Transplantation in
Patients with Ulcerative Colitis. Gastroenterology 2019, 156, 1440-1454.e2. [CrossRef] [PubMed]

Fuentes, S.; Rossen, N.G.; van der Spek, M.]J.; Hartman, J.H.; Huuskonen, L.; Korpela, K.; Salojarvi, J.; Aalvink, S.; de Vos,
W.M,; D’'Haens, G.R;; et al. Microbial shifts and signatures of long-term remission in ulcerative colitis after faecal microbiota
transplantation. ISME J. 2017, 11, 1877-1889. [CrossRef] [PubMed]

Kunde, S.; Pham, A.; Bonczyk, S.; Crumb, T.; Duba, M.; Conrad, H., Jr.; Cloney, D.; Kugathasan, S. Safety, tolerability, and clinical
response after fecal transplantation in children and young adults with ulcerative colitis. |. Pediat. Gastroenterol. Nutr. 2013,
56, 597-601. [CrossRef]

Kellermayer, R.; Nagy-Szakal, D.; Harris, R.A.; Luna, R.A; Pitashny, M.; Schady, D.; Mir, S.A.; Lopez, M.E.; Gilger, M.A.; Belmont,
J.; et al. Serial fecal microbiota transplantation alters mucosal gene expression in pediatric ulcerative colitis. Am. |. Gastroenterol.
2015, 110, 604-606. [CrossRef] [PubMed]

Vandenplas, Y.; Veereman, G.; van der Werff Ten Bosch, J.; Goossens, A.; Pierard, D.; Samsom, J.N.; Escher, ].C. Fecal Microbial
Transplantation in Early-Onset Colitis: Caution Advised. J. Pediat. Gastroenterol. Nutr. 2015, 61, e12—e14. [CrossRef]

Shimizu, H.; Arai, K.; Abe, ].; Nakabayashi, K.; Yoshioka, T.; Hosoi, K.; Kuroda, M. Repeated fecal microbiota transplantation in a
child with ulcerative colitis. Pediat. Int. Off. |. Jpn. Pediatric Soc. 2016, 58, 781-785. [CrossRef] [PubMed]

Kumagai, H.; Yokoyama, K.; Imagawa, T.; Inoue, S.; Tulyeu, J.; Tanaka, M.; Yamagata, T. Failure of Fecal Microbiota Transplantation
in a Three-Year-Old Child with Severe Refractory Ulcerative Colitis. Pediat. Gastroenterol. Hepatol. Nutr. 2016, 19, 214-220.
[CrossRef] [PubMed]

Pai, N.; Popov, J.; Hill, L.; Hartung, E.; Grzywacz, K.; Moayyedi, P.; McMaster Pediatric Fecal Microbiota Transplant Research
Collaboration. Results of the First Pilot Randomized Controlled Trial of Fecal Microbiota Transplant In Pediatric Ulcerative
Colitis: Lessons, Limitations, and Future Prospects. Gastroenterology 2021, 161, 388-393 e383. [CrossRef]

Sager, K.; Alam, S.; Bond, A.; Chinnappan, L.; Probert, C.S. Review article: Cytomegalovirus and inflammatory bowel disease.
Aliment. Pharmacol. Ther. 2015, 41, 725-733. [CrossRef]

Bonta, J.; Zeitz, ].; Frei, P; Biedermann, L.; Sulz, M.C.; Vavricka, S.R.; Scharl, S.; Fried, M.; Rogler, G.; Scharl, M. Cytomegalovirus
disease in inflammatory bowel disease: Epidemiology and disease characteristics in a large single-centre experience. Eur. J.
Gastroenterol. Hepatol. 2016, 28, 1329-1334. [CrossRef]

Zagorowicz, E.; Bugajski, M.; Wieszczy, P; Pietrzak, A.; Magdziak, A.; Mroz, A. Cytomegalovirus Infection in Ulcerative Colitis is
Related to Severe Inflammation and a High Count of Cytomegalovirus-positive Cells in Biopsy Is a Risk Factor for Colectomy. J.
Crohn’s Colitis 2016, 10, 1205-1211. [CrossRef] [PubMed]

Rahier, ].E; Magro, F.; Abreu, C.; Armuzzi, A.; Ben-Horin, S.; Chowers, Y.; Cottone, M.; de Ridder, L.; Doherty, G.; Ehehalt,
R.; et al. Second European evidence-based consensus on the prevention, diagnosis and management of opportunistic infections
in inflammatory bowel disease. J. Crohn’s Colitis 2014, 8, 443-468. [CrossRef] [PubMed]

Gwee, A.; Curtis, N.; Connell, T.G.; Garland, S.; Daley, A.J. Ganciclovir for the treatment of congenital cytomegalovirus: What are
the side effects? Pediatric Infect. Dis. ]. 2014, 33, 115. [CrossRef] [PubMed]

Karolewska-Bochenek, K.; Lazowska-Przeorek, 1.; Grzesiowski, P.; Dziekiewicz, M.; Dembinski, L.; Albrecht, P.; Radzikowski, A.;
Banaszkiewicz, A. Faecal Microbiota Transfer—A new concept for treating cytomegalovirus colitis in children with ulcerative
colitis. Ann. Agric. Environ. Med. 2021, 28, 56-60. [CrossRef] [PubMed]

Gevers, D.; Kugathasan, S.; Denson, L.A.; Vazquez-Baeza, Y.; Van Treuren, W.; Ren, B.; Schwager, E.; Knights, D.; Song, S.J.;
Yassour, M; et al. The treatment-naive microbiome in new-onset Crohn’s disease. Cell Host Microbe 2014, 15, 382-392. [CrossRef]
Yang, Z.; Bu, C.; Yuan, W,; Shen, Z.; Quan, Y.; Wu, S.; Zhu, C.; Wang, X. Fecal Microbiota Transplant via Endoscopic Delivering
Through Small Intestine and Colon: No Difference for Crohn’s Disease. Dig. Dis. Sci. 2020, 65, 150-157. [CrossRef]


http://doi.org/10.1053/j.gastro.2015.03.045
http://doi.org/10.1001/jama.2018.20046
http://www.ncbi.nlm.nih.gov/pubmed/30644982
http://doi.org/10.1007/s00535-016-1271-4
http://doi.org/10.1097/MIB.0000000000001132
http://doi.org/10.1371/journal.pone.0133925
http://doi.org/10.1053/j.gastro.2018.12.001
http://www.ncbi.nlm.nih.gov/pubmed/30529583
http://doi.org/10.1038/ismej.2017.44
http://www.ncbi.nlm.nih.gov/pubmed/28398347
http://doi.org/10.1097/MPG.0b013e318292fa0d
http://doi.org/10.1038/ajg.2015.19
http://www.ncbi.nlm.nih.gov/pubmed/25853207
http://doi.org/10.1097/MPG.0000000000000281
http://doi.org/10.1111/ped.12967
http://www.ncbi.nlm.nih.gov/pubmed/27324973
http://doi.org/10.5223/pghn.2016.19.3.214
http://www.ncbi.nlm.nih.gov/pubmed/27738605
http://doi.org/10.1053/j.gastro.2021.04.067
http://doi.org/10.1111/apt.13124
http://doi.org/10.1097/MEG.0000000000000716
http://doi.org/10.1093/ecco-jcc/jjw071
http://www.ncbi.nlm.nih.gov/pubmed/26971053
http://doi.org/10.1016/j.crohns.2013.12.013
http://www.ncbi.nlm.nih.gov/pubmed/24613021
http://doi.org/10.1097/INF.0000000000000032
http://www.ncbi.nlm.nih.gov/pubmed/24346602
http://doi.org/10.26444/aaem/118189
http://www.ncbi.nlm.nih.gov/pubmed/33775068
http://doi.org/10.1016/j.chom.2014.02.005
http://doi.org/10.1007/s10620-019-05751-y

J. Clin. Med. 2022, 11, 4119 26 of 33

97.

98.

99.

100.

101.

102.

103.

104.

105.

106.

107.

108.

109.

110.

111.

112.

113.

114.

115.

116.

He, Z,; Li, P; Zhu, J.; Cui, B,; Xu, L.; Xiang, J.; Zhang, T.; Long, C.; Huang, G.; Ji, G.; et al. Multiple fresh fecal microbiota
transplants induces and maintains clinical remission in Crohn’s disease complicated with inflammatory mass. Sci. Rep. 2017,
7,4753. [CrossRef]

Vaughn, B.P;; Vatanen, T.; Allegretti, ].R.; Bai, A.; Xavier, R.].; Korzenik, J.; Gevers, D.; Ting, A.; Robson, S5.C.; Moss, A.C. Increased
Intestinal Microbial Diversity Following Fecal Microbiota Transplant for Active Crohn’s Disease. Inflamm. Bowel Dis. 2016,
22,2182-2190. [CrossRef]

Li, P; Zhang, T,; Xiao, Y.; Tian, L.; Cui, B.; Ji, G,; Liu, Y.Y,; Zhang, F. Timing for the second fecal microbiota transplantation
to maintain the long-term benefit from the first treatment for Crohn’s disease. Appl. Microbiol. Biotechnol. 2019, 103, 349-360.
[CrossRef]

Wang, H.; Cui, B,; Li, Q.; Ding, X; Li, P; Zhang, T.; Yang, X.; Ji, G.; Zhang, F. The Safety of Fecal Microbiota Transplantation for
Crohn’s Disease: Findings from A Long-Term Study. Adv. Ther. 2018, 35, 1935-1944. [CrossRef]

Sokol, H.; Landman, C.; Seksik, P.; Berard, L.; Montil, M.; Nion-Larmurier, I.; Bourrier, A.; Le Gall, G.; Lalande, V.; De Rougemont,
A.; et al. Fecal microbiota transplantation to maintain remission in Crohn’s disease: A pilot randomized controlled study.
Microbiome 2020, 8, 12. [CrossRef] [PubMed]

Nguyen, G.C.; Kaplan, G.G.; Harris, M.L.; Brant, S.R. A national survey of the prevalence and impact of Clostridium difficile
infection among hospitalized inflammatory bowel disease patients. Am. J. Gastroenterol. 2008, 103, 1443-1450. [CrossRef]
Razik, R.; Rumman, A.; Bahreini, Z.; McGeer, A.; Nguyen, G.C. Recurrence of Clostridium difficile Infection in Patients with
Inflammatory Bowel Disease: The RECIDIVISM Study. Am. J. Gastroenterol. 2016, 111, 1141-1146. [CrossRef]

Kelsen, J.R.; Kim, J.; Latta, D.; Smathers, S.; McGowan, K.L.; Zaoutis, T.; Mamula, P.; Baldassano, R.N. Recurrence rate of
clostridium difficile infection in hospitalized pediatric patients with inflammatory bowel disease. Inflamm. Bowel Dis. 2011,
17, 50-55. [CrossRef]

Ananthakrishnan, A.N.; Guzman-Perez, R.; Gainer, V.; Cai, T.; Churchill, S.; Kohane, I.; Plenge, R.M.; Murphy, S. Predictors of
severe outcomes associated with Clostridium difficile infection in patients with inflammatory bowel disease. Aliment. Pharmacol.
Ther. 2012, 35, 789-795. [CrossRef]

Gravito-Soares, M.; Gravito-Soares, E.; Portela, F,; Ferreira, M.; Sofia, C. Fecal microbiota transplantation in recurrent Clostridium
difficile infection in a patient with concomitant inflammatory bowel disease. Rev. Esp. Enferm. Dig. Organo Of. Soc. Esp. Patol. Dig.
2017, 109, 473-476. [CrossRef]

Ianiro, G.; Bibbo, S.; Porcari, S.; Settanni, C.R.; Giambo, F; Curta, A.R.; Quaranta, G.; Scaldaferri, F.; Masucci, L.; Sanguinetti,
M.; et al. Fecal microbiota transplantation for recurrent C. difficile infection in patients with inflammatory bowel disease: Experi-
ence of a large-volume European FMT center. Gut Microbes 2021, 13, 1994834. [CrossRef]

Pai, N.; Popov, |.; Hill, L.; Hartung, E. Protocol for a double-blind, randomised, placebo-controlled pilot study for assessing the
feasibility and efficacy of faecal microbiota transplant in a paediatric Crohn’s disease population: PediCRaFT Trial. BMJ Open
2019, 9, e030120. [CrossRef] [PubMed]

Ohman, L.; Simren, M. Intestinal microbiota and its role in irritable bowel syndrome (IBS). Curr. Gastroenterol. Rep. 2013, 15, 323.
[CrossRef] [PubMed]

Mizuno, S.; Masaoka, T.; Naganuma, M.; Kishimoto, T.; Kitazawa, M.; Kurokawa, S.; Nakashima, M.; Takeshita, K.; Suda, W,;
Mimura, M.; et al. Bifidobacterium-Rich Fecal Donor May Be a Positive Predictor for Successful Fecal Microbiota Transplantation
in Patients with Irritable Bowel Syndrome. Digestion 2017, 96, 29-38. [CrossRef]

Johnsen, P.H.; Hilpusch, E; Cavanagh, J.P.; Leikanger, 1.S.; Kolstad, C.; Valle, P.C.; Goll, R. Faecal microbiota transplantation
versus placebo for moderate-to-severe irritable bowel syndrome: A double-blind, randomised, placebo-controlled, parallel-group,
single-centre trial. Lancet Gastroenterol. Hepatol. 2018, 3, 17-24. [CrossRef]

Goll, R; Johnsen, PH.; Hjerde, E.; Diab, J.; Valle, P.C.; Hilpusch, F.; Cavanagh, J.P. Effects of fecal microbiota transplantation in
subjects with irritable bowel syndrome are mirrored by changes in gut microbiome. Gut Microbes 2020, 12, 1794263. [CrossRef]
[PubMed]

Mazzawi, T.; Lied, G.A.; Sangnes, D.A.; El-Salhy, M.; Hov, ].R.; Gilja, O.H.; Hatlebakk, J.G.; Hausken, T. The kinetics of gut
microbial community composition in patients with irritable bowel syndrome following fecal microbiota transplantation. PLoS
ONE 2018, 13, €0194904. [CrossRef] [PubMed]

Mazzawi, T.; Hausken, T.; Hov, J.R.; Valeur, J.; Sangnes, D.A.; El-Salhy, M.; Gilja, O.H.; Hatlebakk, J.G.; Lied, G.A. Clinical
response to fecal microbiota transplantation in patients with diarrhea-predominant irritable bowel syndrome is associated
with normalization of fecal microbiota composition and short-chain fatty acid levels. Scand. ]. Gastroenterol. 2019, 54, 690—-699.
[CrossRef]

Lahtinen, P; Jalanka, J.; Hartikainen, A.; Mattila, E.; Hillila, M.; Punkkinen, J.; Koskenpato, ].; Anttila, V.J.; Tillonen, J.; Satokari,
R.; et al. Randomised clinical trial: Faecal microbiota transplantation versus autologous placebo administered via colonoscopy in
irritable bowel syndrome. Aliment. Pharmacol. Ther. 2020, 51, 1321-1331. [CrossRef]

El-Salhy, M.; Hatlebakk, J.G.; Gilja, O.H.; Brathen Kristoffersen, A.; Hausken, T. Efficacy of faecal microbiota transplantation
for patients with irritable bowel syndrome in a randomised, double-blind, placebo-controlled study. Gut 2020, 69, 859-867.
[CrossRef]


http://doi.org/10.1038/s41598-017-04984-z
http://doi.org/10.1097/MIB.0000000000000893
http://doi.org/10.1007/s00253-018-9447-x
http://doi.org/10.1007/s12325-018-0800-3
http://doi.org/10.1186/s40168-020-0792-5
http://www.ncbi.nlm.nih.gov/pubmed/32014035
http://doi.org/10.1111/j.1572-0241.2007.01780.x
http://doi.org/10.1038/ajg.2016.187
http://doi.org/10.1002/ibd.21421
http://doi.org/10.1111/j.1365-2036.2012.05022.x
http://doi.org/10.17235/reed.2017.4819/2016
http://doi.org/10.1080/19490976.2021.1994834
http://doi.org/10.1136/bmjopen-2019-030120
http://www.ncbi.nlm.nih.gov/pubmed/31784432
http://doi.org/10.1007/s11894-013-0323-7
http://www.ncbi.nlm.nih.gov/pubmed/23580243
http://doi.org/10.1159/000471919
http://doi.org/10.1016/S2468-1253(17)30338-2
http://doi.org/10.1080/19490976.2020.1794263
http://www.ncbi.nlm.nih.gov/pubmed/32991818
http://doi.org/10.1371/journal.pone.0194904
http://www.ncbi.nlm.nih.gov/pubmed/30427836
http://doi.org/10.1080/00365521.2019.1624815
http://doi.org/10.1111/apt.15740
http://doi.org/10.1136/gutjnl-2019-319630

J. Clin. Med. 2022, 11, 4119 27 of 33

117.

118.

119.

120.

121.

122.

123.

124.

125.

126.

127.

128.

129.

130.

131.

132.

133.

134.

135.
136.

137.

138.

139.
140.

141.

El-Salhy, M.; Valeur, J.; Hausken, T.; Gunnar Hatlebakk, J. Changes in fecal short-chain fatty acids following fecal microbiota
transplantation in patients with irritable bowel syndrome. Neurogastroenterol. Motil. Off. ]. Eur. Gastrointest. Motil. Soc. 2021,
33, €13983. [CrossRef]

El-Salhy, M.; Casen, C.; Valeur, ].; Hausken, T.; Hatlebakk, J.G. Responses to faecal microbiota transplantation in female and male
patients with irritable bowel syndrome. World . Gastroenterol. 2021, 27, 2219-2237. [CrossRef]

Halkjaer, S.I.; Christensen, A.H.; Lo, B.Z.S.; Browne, P.D.; Gunther, S.; Hansen, L.H.; Petersen, A.M. Faecal microbiota transplanta-
tion alters gut microbiota in patients with irritable bowel syndrome: Results from a randomised, double-blind placebo-controlled
study. Gut 2018, 67, 2107-2115. [CrossRef]

Aroniadis, O.C.; Brandt, L.J.; Oneto, C.; Feuerstadt, P.; Sherman, A.; Wolkoff, A.W.; Kassam, Z.; Sadovsky, R.G.; Elliott, R.].; Budree,
S.; et al. Faecal microbiota transplantation for diarrhoea-predominant irritable bowel syndrome: A double-blind, randomised,
placebo-controlled trial. Lancet Gastroenterol. Hepatol. 2019, 4, 675-685. [CrossRef]

Holster, S.; Lindqvist, C.M.; Repsilber, D.; Salonen, A.; de Vos, W.M.; Konig, J.; Brummer, R.J. The Effect of Allogenic Versus
Autologous Fecal Microbiota Transfer on Symptoms, Visceral Perception and Fecal and Mucosal Microbiota in Irritable Bowel
Syndrome: A Randomized Controlled Study. Clin. Transl. Gastroenterol. 2019, 10, e00034. [CrossRef] [PubMed]

Holster, S.; Repsilber, D.; Geng, D.; Hyotylainen, T.; Salonen, A.; Lindqvist, C.M.; Rajan, S.K.; de Vos, WM.; Brummer, R.J.; Konig,
J. Correlations between microbiota and metabolites after faecal microbiota transfer in irritable bowel syndrome. Benef. Microbes
2021, 12, 17-30. [CrossRef] [PubMed]

Holster, S.; Hooiveld, G.J.; Repsilber, D.; Vos, WM.; Brummer, R.J.; Konig, J. Allogenic Faecal Microbiota Transfer Induces
Immune-Related Gene Sets in the Colon Mucosa of Patients with Irritable Bowel Syndrome. Biomolecules 2019, 9, 586. [CrossRef]
[PubMed]

El-Salhy, M.; Hausken, T.; Hatlebakk, J.G. Increasing the Dose and/or Repeating Faecal Microbiota Transplantation (FMT)
Increases the Response in Patients with Irritable Bowel Syndrome (IBS). Nutrients 2019, 11, 1415. [CrossRef]

Pimentel, M.; Saad, R.J.; Long, M.D.; Rao, S.5.C. ACG Clinical Guideline: Small Intestinal Bacterial Overgrowth. Am. J.
Gastroenterol. 2020, 115, 165-178. [CrossRef]

Ding, X.W,; Liu, Y.X,; Fang, X.C.; Liu, K.; Wei, Y.Y.; Shan, M.H. The relationship between small intestinal bacterial overgrowth and
irritable bowel syndrome. Eur. Rev. Med. Pharmacol. Sci. 2017, 21, 5191-5196. [CrossRef]

Ghoshal, U.C.; Srivastava, D.; Misra, A.; Ghoshal, U. A proof-of-concept study showing antibiotics to be more effective in irritable
bowel syndrome with than without small-intestinal bacterial overgrowth: A randomized, double-blind, placebo-controlled trial.
Eur. ]. Gastroenterol. Hepatol. 2016, 28, 281-289. [CrossRef]

Zhong, C.; Qu, C.; Wang, B.; Liang, S.; Zeng, B. Probiotics for Preventing and Treating Small Intestinal Bacterial Overgrowth: A
Meta-Analysis and Systematic Review of Current Evidence. J. Clin. Gastroenterol. 2017, 51, 300-311. [CrossRef]

Allegretti, ].R.; Kassam, Z.; Carrellas, M.; Mullish, B.H.; Marchesi, ].R.; Pechlivanis, A.; Smith, M.; Gerardin, Y.; Timberlake, S.;
Pratt, D.S.; et al. Fecal Microbiota Transplantation in Patients with Primary Sclerosing Cholangitis: A Pilot Clinical Trial. Am. J.
Gastroenterol. 2019, 114, 1071-1079. [CrossRef]

Wijdicks, E.F. Hepatic Encephalopathy. N. Engl. J. Med. 2016, 375, 1660-1670. [CrossRef]

Bass, N.M.; Mullen, K.D.; Sanyal, A.; Poordad, F; Neff, G.; Leevy, C.B,; Sigal, S.; Sheikh, M.Y.; Beavers, K.; Frederick, T.; et al.
Rifaximin treatment in hepatic encephalopathy. N. Engl. . Med. 2010, 362, 1071-1081. [CrossRef] [PubMed]

Bajaj, J.S.; Kassam, Z.; Fagan, A.; Gavis, E.A; Liu, E.; Cox, L].; Kheradman, R.; Heuman, D.; Wang, ]J.; Gurry, T; et al. Fecal
microbiota transplant from a rational stool donor improves hepatic encephalopathy: A randomized clinical trial. Hepatology 2017,
66,1727-1738. [CrossRef] [PubMed]

Bajaj, ].S.; Fagan, A.; Gavis, E.A.; Kassam, Z.; Sikaroodi, M.; Gillevet, PM. Long-term Outcomes of Fecal Microbiota Transplanta-
tion in Patients with Cirrhosis. Gastroenterology 2019, 156, 1921-1923 €1923. [CrossRef]

Rehm, ]J.; Samokhvalov, A.V.; Shield, K.D. Global burden of alcoholic liver diseases. |. Hepatol. 2013, 59, 160-168. [CrossRef]
[PubMed]

Bajaj, ].S. Alcohol, liver disease and the gut microbiota. Nat. Rev. Gastroenterol. Hepatol. 2019, 16, 235-246. [CrossRef]

Liang, S.; Wu, X; Jin, F. Gut-Brain Psychology: Rethinking Psychology from the Microbiota-Gut-Brain Axis. Front. Integr. Neurosci.
2018, 12, 33. [CrossRef]

Bajaj, ].S.; Gavis, E.A.; Fagan, A.; Wade, ].B.; Thacker, L.R.; Fuchs, M.; Patel, S.; Davis, B.; Meador, J.; Puri, P,; et al. A Randomized
Clinical Trial of Fecal Microbiota Transplant for Alcohol Use Disorder. Hepatology 2021, 73, 1688-1700. [CrossRef]

Craven, L.; Rahman, A.; Nair Parvathy, S.; Beaton, M.; Silverman, J.; Qumosani, K.; Hramiak, I.; Hegele, R.; Joy, T.; Meddings,
J.; et al. Allogenic Fecal Microbiota Transplantation in Patients with Nonalcoholic Fatty Liver Disease Improves Abnormal Small
Intestinal Permeability: A Randomized Control Trial. Am. ]. Gastroenterol. 2020, 115, 1055-1065. [CrossRef]

Chen, C.J.; Yang, H.I. Natural history of chronic hepatitis BREVEALed. J. Gastroenterol. Hepatol. 2011, 26, 628—-638. [CrossRef]
Wang, J.; Wang, Y.; Zhang, X,; Liu, J.; Zhang, Q.; Zhao, Y.; Peng, J.; Feng, Q.; Dai, J.; Sun, S.; et al. Gut Microbial Dysbiosis Is
Associated with Altered Hepatic Functions and Serum Metabolites in Chronic Hepatitis B Patients. Front. Microbiol. 2017, 8, 2222.
[CrossRef]

Chou, H.H.; Chien, WH.; Wu, L.L.; Cheng, C.H.; Chung, C.H.; Horng, ]. H.; Ni, YH.; Tseng, H.T.; Wu, D.; Lu, X,; et al. Age-related
immune clearance of hepatitis B virus infection requires the establishment of gut microbiota. Proc. Natl. Acad. Sci. USA 2015,
112,2175-2180. [CrossRef]


http://doi.org/10.1111/nmo.13983
http://doi.org/10.3748/wjg.v27.i18.2219
http://doi.org/10.1136/gutjnl-2018-316434
http://doi.org/10.1016/S2468-1253(19)30198-0
http://doi.org/10.14309/ctg.0000000000000034
http://www.ncbi.nlm.nih.gov/pubmed/31009405
http://doi.org/10.3920/BM2020.0010
http://www.ncbi.nlm.nih.gov/pubmed/33350360
http://doi.org/10.3390/biom9100586
http://www.ncbi.nlm.nih.gov/pubmed/31597320
http://doi.org/10.3390/nu11061415
http://doi.org/10.14309/ajg.0000000000000501
http://doi.org/10.26355/eurrev_201711_13839
http://doi.org/10.1097/MEG.0000000000000557
http://doi.org/10.1097/MCG.0000000000000814
http://doi.org/10.14309/ajg.0000000000000115
http://doi.org/10.1056/NEJMra1600561
http://doi.org/10.1056/NEJMoa0907893
http://www.ncbi.nlm.nih.gov/pubmed/20335583
http://doi.org/10.1002/hep.29306
http://www.ncbi.nlm.nih.gov/pubmed/28586116
http://doi.org/10.1053/j.gastro.2019.01.033
http://doi.org/10.1016/j.jhep.2013.03.007
http://www.ncbi.nlm.nih.gov/pubmed/23511777
http://doi.org/10.1038/s41575-018-0099-1
http://doi.org/10.3389/fnint.2018.00033
http://doi.org/10.1002/hep.31496
http://doi.org/10.14309/ajg.0000000000000661
http://doi.org/10.1111/j.1440-1746.2011.06695.x
http://doi.org/10.3389/fmicb.2017.02222
http://doi.org/10.1073/pnas.1424775112

J. Clin. Med. 2022, 11, 4119 28 of 33

142.

143.
144.

145.

146.

147.

148.

149.

150.

151.

152.

153.

154.

155.

156.

157.

158.

159.

160.

161.

162.

163.

164.

165.

Chauhan, A.; Kumar, R.; Sharma, S.; Mahanta, M.; Vayuuru, S.K.; Nayak, B.; Kumar, S.; Shalimar. Fecal Microbiota Transplantation
in Hepatitis B e Antigen-Positive Chronic Hepatitis B Patients: A Pilot Study. Dig. Dis. Sci. 2021, 66, 873-880. [CrossRef] [PubMed]
Hruby, A.; Hu, F.B. The Epidemiology of Obesity: A Big Picture. PharmacoEconomics 2015, 33, 673—-689. [CrossRef] [PubMed]
Mehta, A.; Marso, S.P.; Neeland, 1.]. Liraglutide for weight management: A critical review of the evidence. Obes. Sci. Pract. 2017,
3, 3-14. [CrossRef] [PubMed]

le Roux, C.W.; Astrup, A ; Fujioka, K.; Greenway, F,; Lau, D.C.W.; Van Gaal, L.; Ortiz, R.V.; Wilding, ].P.H.; Skjoth, T.V.; Manning,
L.S.; et al. 3 years of liraglutide versus placebo for type 2 diabetes risk reduction and weight management in individuals with
prediabetes: A randomised, double-blind trial. Lancet 2017, 389, 1399-1409. [CrossRef]

Wolf, AM.; Colditz, G.A. Current estimates of the economic cost of obesity in the United States. Obes. Res. 1998, 6, 97-106.
[CrossRef]

Panca, M.; Viner, RM.; White, B.; Pandya, T.; Melo, H.; Adamo, M.; Batterham, R.; Christie, D.; Kinra, S.; Morris, S. Cost-
effectiveness of bariatric surgery in adolescents with severe obesity in the UK. Clin. Obes. 2018, 8, 105-113. [CrossRef]
Klebanoff, M.].; Chhatwal, J.; Nudel, ].D.; Corey, K.E.; Kaplan, L.M.; Hur, C. Cost-effectiveness of Bariatric Surgery in Adolescents
with Obesity. JAMA Surg. 2017, 152, 136-141. [CrossRef]

Cefalu, W.T; Bray, G.A.; Home, P.D.; Garvey, W.T.; Klein, S.; Pi-Sunyer, EX.; Hu, EB.; Raz, I.; Van Gaal, L.; Wolfe, B.M.; et al.
Advances in the Science, Treatment, and Prevention of the Disease of Obesity: Reflections From a Diabetes Care Editors” Expert
Forum. Diabetes Care 2015, 38, 1567-1582. [CrossRef]

Finkelstein, E.A.; Khavjou, O.A.; Thompson, H.; Trogdon, J.G.; Pan, L.; Sherry, B.; Dietz, W. Obesity and severe obesity forecasts
through 2030. Am. J. Prev. Med. 2012, 42, 563-570. [CrossRef]

Parekh, PJ.; Balart, L.A.; Johnson, D.A. The Influence of the Gut Microbiome on Obesity, Metabolic Syndrome and Gastrointestinal
Disease. Clin. Transl. Gastroenterol. 2015, 6, €91. [CrossRef] [PubMed]

Meijnikman, A.S.; Gerdes, V.E.; Nieuwdorp, M.; Herrema, H. Evaluating Causality of Gut Microbiota in Obesity and Diabetes in
Humans. Endocr. Rev. 2018, 39, 133-153. [CrossRef] [PubMed]

Zhang, Z.; Mocanu, V.; Cai, C.; Dang, J.; Slater, L.; Deehan, E.C.; Walter, J.; Madsen, K.L. Impact of Fecal Microbiota Transplantation
on Obesity and Metabolic Syndrome—A Systematic Review. Nutrients 2019, 11, 2291. [CrossRef] [PubMed]

Jayasinghe, T.N.; Chiavaroli, V.; Holland, D.J.; Cutfield, W.S.; O’Sullivan, ] M. The New Era of Treatment for Obesity and Metabolic
Disorders: Evidence and Expectations for Gut Microbiome Transplantation. Front. Cell. Infect. Microbiol. 2016, 6, 15. [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]

Vrieze, A.; Van Nood, E.; Holleman, E,; 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.e7. [CrossRef]

Kootte, R.S.; Levin, E.; Salojarvi, 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]

De Groot, P,; Scheithauer, T.; Bakker, G.J.; Prodan, A.; Levin, E.; Khan, M.T.; Herrema, H.; Ackermans, M.; Serlie, M.].M.; de
Brauw, M.; et al. Donor metabolic characteristics drive effects of faecal microbiota transplantation on recipient insulin sensitivity,
energy expenditure and intestinal transit time. Gut 2020, 69, 502-512. [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]

Wilson, B.C.; Vatanen, T.; Jayasinghe, T.N.; Leong, K.S.W.; Derraik, ].G.B.; Albert, B.B.; Chiavaroli, V.; Svirskis, D.M.; Beck, K.L.;
Conlon, C.A ; et al. Strain engraftment competition and functional augmentation in a multi-donor fecal microbiota transplantation
trial for obesity. Microbiome 2021, 9, 107. [CrossRef]

Leong, K.5.W,; Jayasinghe, T.N.; Wilson, B.C.; Derraik, ].G.B.; 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, €2030415. [CrossRef] [PubMed]

Rinott, E.; Youngster, I.; Yaskolka Meir, A.; Tsaban, G.; Zelicha, H.; Kaplan, A.; Knights, D.; Tuohy, K.; Fava, E; Scholz,
M.U; et al. Effects of Diet-Modulated Autologous Fecal Microbiota Transplantation on Weight Regain. Gastroenterology 2021,
160, 158-173.e110. [CrossRef] [PubMed]

Rinott, E.; Youngster, I.; Meir, A.Y,; Tsaban, G.; Kaplan, A.; Zelicha, H.; Rubin, E.; Koren, O.; Shai, I. Autologous fecal microbiota
transplantation can retain the metabolic achievements of dietary interventions. Eur. |. Intern. Med. 2021, 92, 17-23. [CrossRef]
[PubMed]

Finlay, B.B.; Goldszmid, R.; Honda, K; Trinchieri, G.; Wargo, J.; Zitvogel, L. Can we harness the microbiota to enhance the efficacy
of cancer immunotherapy? Nat. Rev. Immunol. 2020, 20, 522-528. [CrossRef] [PubMed]

Robert, C.; Ribas, A.; Schachter, J.; Arance, A.; Grob, ].J.; Mortier, L.; Daud, A.; Carlino, M.S.; McNeil, C.M.; Lotem, M.; et al.
Pembrolizumab versus ipilimumab in advanced melanoma (KEYNOTE-006): Post-hoc 5-year results from an open-label,
multicentre, randomised, controlled, phase 3 study. Lancet Oncol. 2019, 20, 1239-1251. [CrossRef]


http://doi.org/10.1007/s10620-020-06246-x
http://www.ncbi.nlm.nih.gov/pubmed/32279172
http://doi.org/10.1007/s40273-014-0243-x
http://www.ncbi.nlm.nih.gov/pubmed/25471927
http://doi.org/10.1002/osp4.84
http://www.ncbi.nlm.nih.gov/pubmed/28392927
http://doi.org/10.1016/S0140-6736(17)30069-7
http://doi.org/10.1002/j.1550-8528.1998.tb00322.x
http://doi.org/10.1111/cob.12232
http://doi.org/10.1001/jamasurg.2016.3640
http://doi.org/10.2337/dc15-1081
http://doi.org/10.1016/j.amepre.2011.10.026
http://doi.org/10.1038/ctg.2015.16
http://www.ncbi.nlm.nih.gov/pubmed/26087059
http://doi.org/10.1210/er.2017-00192
http://www.ncbi.nlm.nih.gov/pubmed/29309555
http://doi.org/10.3390/nu11102291
http://www.ncbi.nlm.nih.gov/pubmed/31557953
http://doi.org/10.3389/fcimb.2016.00015
http://doi.org/10.1126/science.1241214
http://doi.org/10.1053/j.gastro.2012.06.031
http://doi.org/10.1016/j.cmet.2017.09.008
http://doi.org/10.1136/gutjnl-2019-318320
http://doi.org/10.1371/journal.pmed.1003051
http://doi.org/10.1186/s40168-021-01060-7
http://doi.org/10.1001/jamanetworkopen.2020.30415
http://www.ncbi.nlm.nih.gov/pubmed/33346848
http://doi.org/10.1053/j.gastro.2020.08.041
http://www.ncbi.nlm.nih.gov/pubmed/32860791
http://doi.org/10.1016/j.ejim.2021.03.038
http://www.ncbi.nlm.nih.gov/pubmed/33883079
http://doi.org/10.1038/s41577-020-0374-6
http://www.ncbi.nlm.nih.gov/pubmed/32661409
http://doi.org/10.1016/S1470-2045(19)30388-2

J. Clin. Med. 2022, 11, 4119 29 of 33

166.

167.

168.

169.

170.

171.

172.

173.

174.

175.

176.

177.
178.

179.

180.

181.

182.

183.

184.

185.

186.

187.

188.

189.

Robert, C.; Long, G.V.; Brady, B.; Dutriaux, C.; Maio, M.; Mortier, L.; Hassel, J.C.; Rutkowski, P.; McNeil, C.; Kalinka-Warzocha,
E.; et al. Nivolumab in previously untreated melanoma without BRAF mutation. N. Engl. ]. Med. 2015, 372, 320-330. [CrossRef]
Zarour, HM. Reversing T-cell Dysfunction and Exhaustion in Cancer. Clin. Cancer Res. Off. J. Am. Assoc. Cancer Res. 2016,
22,1856-1864. [CrossRef]

Gopalakrishnan, V.; Spencer, C.N.; Nezi, L.; Reuben, A.; Andrews, M.C.; Karpinets, T.V.; Prieto, P.A.; Vicente, D.; Hoffman, K,;
Wei, S.C.; et al. Gut microbiome modulates response to anti-PD-1 immunotherapy in melanoma patients. Science 2018, 359, 97-103.
[CrossRef]

Matson, V,; Fessler, J.; Bao, R.; Chongsuwat, T.; Zha, Y.; Alegre, M.L.; Luke, J.J.; Gajewski, T.F. The commensal microbiome is
associated with anti-PD-1 efficacy in metastatic melanoma patients. Science 2018, 359, 104-108. [CrossRef]

Routy, B.; Le Chatelier, E.; Derosa, L.; Duong, C.PM.; Alou, M.T.; Daillere, R.; Fluckiger, A.; Messaoudene, M.; Rauber, C.; Roberti,
M.P; et al. Gut microbiome influences efficacy of PD-1-based immunotherapy against epithelial tumors. Science 2018, 359, 91-97.
[CrossRef]

Baruch, E.N.; Youngster, I.; Ben-Betzalel, G.; Ortenberg, R.; Lahat, A.; Katz, L.; Adler, K.; Dick-Necula, D.; Raskin, S.; Bloch,
N.; et al. Fecal microbiota transplant promotes response in immunotherapy-refractory melanoma patients. Science 2021, 371, 602-609.
[CrossRef] [PubMed]

Davar, D.; Dzutsev, A K.; McCulloch, J.A.; Rodrigues, R.R.; Chauvin, ].M.; Morrison, R.M.; Deblasio, R.N.; Menna, C.; Ding, Q.;
Pagliano, O.; et al. Fecal microbiota transplant overcomes resistance to anti-PD-1 therapy in melanoma patients. Science 2021,
371, 595-602. [CrossRef] [PubMed]

Malard, E; Vekhoff, A.; Lapusan, S.; Isnard, E; D’'Incan-Corda, E.; Rey, J.; Saillard, C.; Thomas, X.; Ducastelle-Lepretre, S.; Paubelle,
E.; et al. Gut microbiota diversity after autologous fecal microbiota transfer in acute myeloid leukemia patients. Nat. Commun.
2021, 12, 3084. [CrossRef] [PubMed]

Mijaess, G.; Karam, A.; Aoun, E; Albisinni, S.; Roumeguere, T. Fecal microbiota transplantation for immunotherapy-resistant
urological tumors: Is it time? An update of the recent literature. Cancer 2022, 128, 14-19. [CrossRef]

Ianiro, G.; Rossi, E.; Thomas, A.M.; Schinzari, G.; Masucci, L.; Quaranta, G.; Settanni, C.R.; Lopetuso, L.R.; Armanini, F;
Blanco-Miguez, A.; et al. Faecal microbiota transplantation for the treatment of diarrhoea induced by tyrosine-kinase inhibitors in
patients with metastatic renal cell carcinoma. Nat. Commun. 2020, 11, 4333. [CrossRef]

De Castro, C.G,, Jr,; Ganc, A.J.; Ganc, R.L.; Petrolli, M.S.; Hamerschlack, N. Fecal microbiota transplant after hematopoietic SCT:
Report of a successful case. Bone Marrow Transplant. 2015, 50, 145. [CrossRef]

Veale, D.].; Fearon, U. The pathogenesis of psoriatic arthritis. Lancet 2018, 391, 2273-2284. [CrossRef]

Coates, L.C.; Gossec, L.; Ramiro, S.; Mease, P.; van der Heijde, D.; Smolen, ].S.; Ritchlin, C.; Kavanaugh, A. New GRAPPA and
EULAR recommendations for the management of psoriatic arthritis. Rheumatology 2017, 56, 1251-1253. [CrossRef]

Scher, J.U.; Littman, D.R.; Abramson, S.B. Microbiome in Inflammatory Arthritis and Human Rheumatic Diseases. Arthritis
Rheumatol. 2016, 68, 35-45. [CrossRef]

Scher, J.U.; Ubeda, C.; Artacho, A.; Attur, M.; Isaac, S.; Reddy, S.M.; Marmon, S.; Neimann, A.; Brusca, S.; Patel, T.; et al.
Decreased bacterial diversity characterizes the altered gut microbiota in patients with psoriatic arthritis, resembling dysbiosis in
inflammatory bowel disease. Arthritis Rheumatol. 2015, 67, 128-139. [CrossRef]

Kragsnaes, M.S.; Kjeldsen, ]J.; Horn, H.C.; Munk, H.L.; Pedersen, ]J.K.; Just, S.A.; Ahlquist, P.; Pedersen, EM.; de Wit, M.;
Moller, S; et al. Safety and efficacy of faecal microbiota transplantation for active peripheral psoriatic arthritis: An exploratory
randomised placebo-controlled trial. Ann. Rheum. Dis. 2021, 80, 1158-1167. [CrossRef]

Kragsnaes, M.S.; Sodergren, S.T.; Kjeldsen, J.; Horn, H.C.; Munk, H.L.; Pedersen, ].K,; Klinkby, C.S.; de Wit, M.; Ahlmark, N.G;
Tjornhoj-Thomsen, T.; et al. Experiences and perceptions of patients with psoriatic arthritis participating in a trial of faecal
microbiota transplantation: A nested qualitative study. BM] Open 2021, 11, e039471. [CrossRef] [PubMed]

McGonagle, D.G.; Bridgewood, C.; Marzo-Ortega, H. Correspondence on ‘Safety and efficacy of faecal microbiota transplantation
for active peripheral psoriatic arthritis: An exploratory randomised placebo-controlled trial’. Ann. Rheum. Dis. 2021. [CrossRef]
[PubMed]

Clemente, J.C.; Manasson, J.; Scher, ].U. The role of the gut microbiome in systemic inflammatory disease. BM] 2018, 360, j5145.
[CrossRef] [PubMed]

Kragsnaes, M.S.; Kjeldsen, J.; Horn, H.C.; Munk, H.L.; Pedersen, ] K; Just, S.A.; Ahlquist, P.; Davidsen, ].R.; Nilsson, A.C.; Rottger,
R.; et al. Response to: ‘Correspondence on ‘Safety and efficacy of faecal microbiota transplantation for active peripheral psoriatic
arthritis: An exploratory randomised placebo-controlled trial” by McGonagle et al. Ann. Rheum. Dis. 2021. [CrossRef]

Denton, C.P,; Khanna, D. Systemic sclerosis. Lancet 2017, 390, 1685-1699. [CrossRef]

Thoua, N.M.; Bunce, C.; Brough, G.; Forbes, A.; Emmanuel, A.V.; Denton, C.P. Assessment of gastrointestinal symptoms in
patients with systemic sclerosis in a UK tertiary referral centre. Rheumatology 2010, 49, 1770-1775. [CrossRef]

Volkmann, E.R.; Hoffmann-Vold, A.M.; Chang, Y.L.; Jacobs, J.P.; Tillisch, K.; Mayer, E.A.; Clements, PJ.; Hov, ].R.; Kummen, M.;
Midtvedt, O.; et al. Systemic sclerosis is associated with specific alterations in gastrointestinal microbiota in two independent
cohorts. BM] Open Gastroenterol. 2017, 4, e€000134. [CrossRef]

Fretheim, H.; Chung, B.K,; Didriksen, H.; Baekkevold, E.S.; Midtvedt, O.; Brunborg, C.; Holm, K; Valeur, J.; Tennoe, A.H.; Garen,
T.; et al. Fecal microbiota transplantation in systemic sclerosis: A double-blind, placebo-controlled randomized pilot trial. PLoS
ONE 2020, 15, €0232739. [CrossRef]


http://doi.org/10.1056/NEJMoa1412082
http://doi.org/10.1158/1078-0432.CCR-15-1849
http://doi.org/10.1126/science.aan4236
http://doi.org/10.1126/science.aao3290
http://doi.org/10.1126/science.aan3706
http://doi.org/10.1126/science.abb5920
http://www.ncbi.nlm.nih.gov/pubmed/33303685
http://doi.org/10.1126/science.abf3363
http://www.ncbi.nlm.nih.gov/pubmed/33542131
http://doi.org/10.1038/s41467-021-23376-6
http://www.ncbi.nlm.nih.gov/pubmed/34035290
http://doi.org/10.1002/cncr.33893
http://doi.org/10.1038/s41467-020-18127-y
http://doi.org/10.1038/bmt.2014.212
http://doi.org/10.1016/S0140-6736(18)30830-4
http://doi.org/10.1093/rheumatology/kew390
http://doi.org/10.1002/art.39259
http://doi.org/10.1002/art.38892
http://doi.org/10.1136/annrheumdis-2020-219511
http://doi.org/10.1136/bmjopen-2020-039471
http://www.ncbi.nlm.nih.gov/pubmed/34006020
http://doi.org/10.1136/annrheumdis-2021-220871
http://www.ncbi.nlm.nih.gov/pubmed/34158372
http://doi.org/10.1136/bmj.j5145
http://www.ncbi.nlm.nih.gov/pubmed/29311119
http://doi.org/10.1136/annrheumdis-2021-220910
http://doi.org/10.1016/S0140-6736(17)30933-9
http://doi.org/10.1093/rheumatology/keq147
http://doi.org/10.1136/bmjgast-2017-000134
http://doi.org/10.1371/journal.pone.0232739

J. Clin. Med. 2022, 11, 4119 30 of 33

190.

191.

192.

193.

194.

195.

196.

197.

198.

199.

200.

201.

202.

203.

204.

205.

206.

207.

208.

209.

210.

211.

212.

213.

Roep, B.O.; Wheeler, D.C.S.; Peakman, M. Antigen-based immune modulation therapy for type 1 diabetes: The era of precision
medicine. Lancet Diabetes Endocrinol. 2019, 7, 65-74. [CrossRef]

De Groot, PF; Belzer, C.; Aydin, O.; Levin, E.; Levels, ] H.; Aalvink, S.; Boot, F.; Holleman, EF; van Raalte, D.H.; Scheithauer,
T.P; et al. Distinct fecal and oral microbiota composition in human type 1 diabetes, an observational study. PLoS ONE 2017,
12, e0188475. [CrossRef] [PubMed]

De Goffau, M.C.; Luopajarvi, K.; Knip, M.; Ilonen, J.; Ruohtula, T.; Harkonen, T.; Orivuori, L.; Hakala, S.; Welling, G.W.; Harmsen,
H.J.; et al. Fecal microbiota composition differs between children with beta-cell autoimmunity and those without. Diabetes 2013,
62,1238-1244. [CrossRef] [PubMed]

De Groot, P; Nikolic, T.; Pellegrini, S.; Sordi, V.; Imangaliyev, S.; Rampanelli, E.; Hanssen, N.; Attaye, I.; Bakker, G.; Duinkerken,
G.; et al. Faecal microbiota transplantation halts progression of human new-onset type 1 diabetes in a randomised controlled trial.
Gut 2021, 70, 92-105. [CrossRef] [PubMed]

Liu, Y.; Wang, Y,; Ni, Y,; Cheung, C.K.Y,; Lam, K.S.L.; Wang, Y.; Xia, Z.; Ye, D.; Guo, J.; Tse, M.A_; et al. Gut Microbiome
Fermentation Determines the Efficacy of Exercise for Diabetes Prevention. Cell Metab. 2020, 31, 77-91 €75. [CrossRef] [PubMed]
Kowalska-Oledzka, E.; Czarnecka, M.; Baran, A. Epidemiology of atopic dermatitis in Europe. J. Drug Assess. 2019, 8, 126-128.
[CrossRef]

Beck, L.A.; Thaci, D.; Hamilton, J.D.; Graham, N.M.; Bieber, T.; Rocklin, R.; Ming, J.E.; Ren, H.; Kao, R.; Simpson, E.; et al.
Dupilumab treatment in adults with moderate-to-severe atopic dermatitis. N. Engl. ]. Med. 2014, 371, 130-139. [CrossRef]
[PubMed]

Gooderham, M.].; Hong, H.C.; Eshtiaghi, P.; Papp, K.A. Dupilumab: A review of its use in the treatment of atopic dermatitis. J.
Am. Acad. Dermatol. 2018, 78, S28-S36. [CrossRef]

Paller, A.S.; Kong, H.H.; Seed, P; Naik, S.; Scharschmidt, T.C.; Gallo, R.L.; Luger, T; Irvine, A.D. The microbiome in patients with
atopic dermatitis. J. Allergy Clin. Immunol. 2019, 143, 26-35. [CrossRef]

Huang, J.T.; Abrams, M.; Tlougan, B.; Rademaker, A.; Paller, A.S. Treatment of Staphylococcus aureus colonization in atopic
dermatitis decreases disease severity. Pediatrics 2009, 123, e808-814. [CrossRef]

Myles, I.A.; Earland, N.J.; Anderson, E.D.; Moore, I.N.; Kieh, M.D.; Williams, K.W.; Saleem, A.; Fontecilla, N.M.; Welch, PA;
Darnell, D.A; et al. First-in-human topical microbiome transplantation with Roseomonas mucosa for atopic dermatitis. JCI
Insight 2018, 3, €120608. [CrossRef]

Nakatsuji, T.; Chen, T.H.; Narala, S.; Chun, K.A.; Two, A.M.; Yun, T,; Shafiq, F.; Kotol, P.E; Bouslimani, A.; Melnik, A.V,; et al.
Antimicrobials from human skin commensal bacteria protect against Staphylococcus aureus and are deficient in atopic dermatitis.
Sci. Transl. Med. 2017, 9, eaah4680. [CrossRef]

Pan, H.H.; Lue, K.H.; Sun, H.L.; Ku, M.S. Gastroenteritis during infancy is a novel risk factor for allergic disease. Medicine 2019,
98, €16540. [CrossRef]

O'Neill, C.A.; Monteleone, G.; McLaughlin, J.T.; Paus, R. The gut-skin axis in health and disease: A paradigm with therapeutic
implications. BioEssays News Rev. Mol. Cell. Dev. Biol. 2016, 38, 1167-1176. [CrossRef] [PubMed]

Reddel, S.; Del Chierico, F.; Quagliariello, A.; Giancristoforo, S.; Vernocchi, P.; Russo, A.; Fiocchi, A.; Rossi, P.; Putignani, L.; El
Hachem, M. Gut microbiota profile in children affected by atopic dermatitis and evaluation of intestinal persistence of a probiotic
mixture. Sci. Rep. 2019, 9, 4996. [CrossRef] [PubMed]

Kim, J.H.; Kim, K.; Kim, W. Gut microbiota restoration through fecal microbiota transplantation: A new atopic dermatitis therapy.
Exp. Mol. Med. 2021, 53, 907-916. [CrossRef] [PubMed]

Mashiah, J.; Karady, T.; Fliss-Isakov, N.; Sprecher, E.; Slodownik, D.; Artzi, O.; Samuelov, L.; Ellenbogen, E.; Godneva, A.; Segal,
E.; et al. Clinical efficacy of fecal microbial transplantation treatment in adults with moderate-to-severe atopic dermatitis. Immun.
Inflamm. Dis. 2021, 10, e570. [CrossRef] [PubMed]

Furusawa, Y.; Obata, Y.; Hase, K. Commensal microbiota regulates T cell fate decision in the gut. Seminars in immunopathology
2015, 37, 17-25. [CrossRef]

Lee, YK.; Menezes, ].S.; Umesaki, Y.; Mazmanian, S.K. Proinflammatory T-cell responses to gut microbiota promote experimental
autoimmune encephalomyelitis. Proc. Natl. Acad. Sci. USA 2011, 108 (Suppl. S1), 4615-4622. [CrossRef]

Berer, K.; Mues, M.; Koutrolos, M.; Rasbi, Z.A.; Boziki, M.; Johner, C.; Wekerle, H.; Krishnamoorthy, G. Commensal microbiota
and myelin autoantigen cooperate to trigger autoimmune demyelination. Nature 2011, 479, 538-541. [CrossRef]

Meydani, S.N.; Das, S.K.; Pieper, C.F,; Lewis, M.R,; Klein, S.; Dixit, V.D.; Gupta, A.K.; Villareal, D.T.; Bhapkar, M.; Huang,
M.; et al. Long-term moderate calorie restriction inhibits inflammation without impairing cell-mediated immunity: A randomized
controlled trial in non-obese humans. Aging 2016, 8, 1416-1431. [CrossRef]

Piccio, L.; Stark, J.L.; Cross, A.H. Chronic calorie restriction attenuates experimental autoimmune encephalomyelitis. J. Leukoc.
Biol. 2008, 84, 940-948. [CrossRef] [PubMed]

Cignarella, F; Cantoni, C.; Ghezzi, L.; Salter, A.; Dorsett, Y.; Chen, L.; Phillips, D.; Weinstock, G.M.; Fontana, L.; Cross,
A.H.; et al. Intermittent Fasting Confers Protection in CNS Autoimmunity by Altering the Gut Microbiota. Cell Metab. 2018,
27,1222-1235 €1226. [CrossRef]

Sandler, N.G.; Douek, D.C. Microbial translocation in HIV infection: Causes, consequences and treatment opportunities. Nat. Rev.
Microbiol. 2012, 10, 655-666. [CrossRef] [PubMed]


http://doi.org/10.1016/S2213-8587(18)30109-8
http://doi.org/10.1371/journal.pone.0188475
http://www.ncbi.nlm.nih.gov/pubmed/29211757
http://doi.org/10.2337/db12-0526
http://www.ncbi.nlm.nih.gov/pubmed/23274889
http://doi.org/10.1136/gutjnl-2020-322630
http://www.ncbi.nlm.nih.gov/pubmed/33106354
http://doi.org/10.1016/j.cmet.2019.11.001
http://www.ncbi.nlm.nih.gov/pubmed/31786155
http://doi.org/10.1080/21556660.2019.1619570
http://doi.org/10.1056/NEJMoa1314768
http://www.ncbi.nlm.nih.gov/pubmed/25006719
http://doi.org/10.1016/j.jaad.2017.12.022
http://doi.org/10.1016/j.jaci.2018.11.015
http://doi.org/10.1542/peds.2008-2217
http://doi.org/10.1172/jci.insight.120608
http://doi.org/10.1126/scitranslmed.aah4680
http://doi.org/10.1097/MD.0000000000016540
http://doi.org/10.1002/bies.201600008
http://www.ncbi.nlm.nih.gov/pubmed/27554239
http://doi.org/10.1038/s41598-019-41149-6
http://www.ncbi.nlm.nih.gov/pubmed/30899033
http://doi.org/10.1038/s12276-021-00627-6
http://www.ncbi.nlm.nih.gov/pubmed/34017060
http://doi.org/10.1002/iid3.570
http://www.ncbi.nlm.nih.gov/pubmed/34931478
http://doi.org/10.1007/s00281-014-0455-3
http://doi.org/10.1073/pnas.1000082107
http://doi.org/10.1038/nature10554
http://doi.org/10.18632/aging.100994
http://doi.org/10.1189/jlb.0208133
http://www.ncbi.nlm.nih.gov/pubmed/18678605
http://doi.org/10.1016/j.cmet.2018.05.006
http://doi.org/10.1038/nrmicro2848
http://www.ncbi.nlm.nih.gov/pubmed/22886237

J. Clin. Med. 2022, 11, 4119 31 0f 33

214.

215.

216.

217.

218.

219.

220.

221.

222.

223.

224.

225.

226.

227.

228.

229.

230.

231.

232.

233.

234.

235.

Vujkovic-Cvijin, L; Dunham, R.M.; Iwai, S.; Maher, M.C.; Albright, R.G.; Broadhurst, M.].; Hernandez, R.D.; Lederman, M.M.;
Huang, Y.; Somsouk, M.; et al. Dysbiosis of the gut microbiota is associated with HIV disease progression and tryptophan
catabolism. Sci. Transl. Med. 2013, 5, 193ra191. [CrossRef] [PubMed]

Dillon, S.M.; Lee, EJ.; Kotter, C.V.; Austin, G.L.; Dong, Z.; Hecht, D.K,; Gianella, S.; Siewe, B.; Smith, D.M.; Landay, A.L.; et al.
An altered intestinal mucosal microbiome in HIV-1 infection is associated with mucosal and systemic immune activation and
endotoxemia. Mucosal Immunol. 2014, 7, 983-994. [CrossRef]

Gori, A.; Rizzardini, G.; Van’t Land, B.; Amor, K.B.; van Schaik, J.; Torti, C.; Quirino, T.; Tincati, C.; Bandera, A.; Knol, J.; et al.
Specific prebiotics modulate gut microbiota and immune activation in HAART-naive HIV-infected adults: Results of the “COPA”
pilot randomized trial. Mucosal Immunol. 2011, 4, 554-563. [CrossRef] [PubMed]

Serrano-Villar, S.; de Lagarde, M.; Vazquez-Castellanos, ].; Vallejo, A.; Bernadino, J.I.; Madrid, N.; Matarranz, M.; Diaz-Santiago,
A.; Gutierrez, C.; Cabello, A.; et al. Effects of Immunonutrition in Advanced Human Immunodeficiency Virus Disease: A
Randomized Placebo-controlled Clinical Trial (Promaltia Study). Clin. Infect. Dis. Off. Publ. Infect. Dis. Soc. Am. 2019, 68, 120-130.
[CrossRef]

Serrano-Villar, S.; Talavera-Rodriguez, A.; Gosalbes, M.].; Madrid, N.; Perez-Molina, J.A.; Elliott, R.J.; Navia, B.; Lanza, V.F,;
Vallejo, A.; Osman, M.; et al. Fecal microbiota transplantation in HIV: A pilot placebo-controlled study. Nat. Commun. 2021,
12,1139. [CrossRef]

Vujkovic-Cvijin, I.; Somsouk, M. HIV and the Gut Microbiota: Composition, Consequences, and Avenues for Amelioration. Curr.
HIV/AIDS Rep. 2019, 16, 204-213. [CrossRef]

Cheung, K.S.; Hung, LEN.; Chan, PPY,; Lung, K.C; Tso, E.; Liu, R.; Ng, Y.Y.; Chu, M.Y,; Chung, TW.H.; Tam, A.R;; et al.
Gastrointestinal Manifestations of SARS-CoV-2 Infection and Virus Load in Fecal Samples From a Hong Kong Cohort: Systematic
Review and Meta-analysis. Gastroenterology 2020, 159, 81-95. [CrossRef]

Zuo, T.; Zhang, F,; Lui, G.C.Y,; Yeoh, YK; Li, A.Y.L; Zhan, H.; Wan, Y.; Chung, A.C K; Cheung, C.P.,; Chen, N.; et al. Alterations
in Gut Microbiota of Patients with COVID-19 During Time of Hospitalization. Gastroenterology 2020, 159, 944-955.€8. [CrossRef]
[PubMed]

d’Ettorre, G.; Ceccarelli, G.; Marazzato, M.; Campagna, G.; Pinacchio, C.; Alessandri, F.; Ruberto, E; Rossi, G.; Celani, L.;
Scagnolari, C.; et al. Challenges in the Management of SARS-CoV2 Infection: The Role of Oral Bacteriotherapy as Complementary
Therapeutic Strategy to Avoid the Progression of COVID-19. Front. Med. 2020, 7, 389. [CrossRef] [PubMed]

Wu, LH,; Ye, Z.N,; Peng, P; Xie, WR,; Xu, ].T.; Zhang, X.Y.; Xia, H.H.; He, X.X. Efficacy and Safety of Washed Microbiota
Transplantation to Treat Patients with Mild-to-Severe COVID-19 and Suspected of Having Gut Microbiota Dysbiosis: Study
Protocol for a Randomized Controlled Trial. Curr. Med. Sci. 2021, 41, 1087-1095. [CrossRef] [PubMed]

Tang, W.H.; Hazen, S.L. The Gut Microbiome and Its Role in Cardiovascular Diseases. Circulation 2017, 135, 1008-1010. [CrossRef]
[PubMed]

Wang, Z.; Klipfell, E.; Bennett, B.].; Koeth, R.; Levison, B.S.; Dugar, B.; Feldstein, A.E.; Britt, E.B.; Fu, X.; Chung, YM,; et al. Gut
flora metabolism of phosphatidylcholine promotes cardiovascular disease. Nature 2011, 472, 57-63. [CrossRef]

Smits, L.P.; Kootte, R.S.; Levin, E.; Prodan, A.; Fuentes, S.; Zoetendal, E.G.; Wang, Z.; Levison, B.S.; Cleophas, M.C.P.; Kemper,
E.M.; et al. Effect of Vegan Fecal Microbiota Transplantation on Carnitine- and Choline-Derived Trimethylamine-N-Oxide
Production and Vascular Inflammation in Patients with Metabolic Syndrome. |. Am. Heart Assoc. 2018, 7, e008342. [CrossRef]
Zhang, Y.; Zhang, S.; Li, B.; Luo, Y.; Gong, Y.; Jin, X.; Zhang, J.; Zhou, Y.; Zhuo, X.; Wang, Z.; et al. Gut microbiota dysbiosis
promotes age-related atrial fibrillation by lipopolysaccharide and glucose-induced activation of NLRP3-inflammasome. Cardiovasc.
Res. 2021, 118, 785-797. [CrossRef]

Hu, X.F; Zhang, W.Y.; Wen, Q.; Chen, WJ.; Wang, Z.M.; Chen, ].; Zhu, F; Liu, K,; Cheng, L.X.; Yang, J.; et al. Fecal microbiota
transplantation alleviates myocardial damage in myocarditis by restoring the microbiota composition. Pharmacol. Res. 2019,
139, 412-421. [CrossRef]

Deidda, G.; Bozarth, L.F.,; Cancedda, L. Modulation of GABAergic transmission in development and neurodevelopmental
disorders: Investigating physiology and pathology to gain therapeutic perspectives. Front. Cell. Neurosci. 2014, 8, 119. [CrossRef]
Sun, M.E; Zhu, Y.L.; Zhou, Z.L,; Jia, X.B.; Xu, Y.D.; Yang, Q.; Cui, C.; Shen, Y.Q. Neuroprotective effects of fecal microbiota
transplantation on MPTP-induced Parkinson’s disease mice: Gut microbiota, glial reaction and TLR4/TNF-alpha signaling
pathway. Brain Behav. Immun. 2018, 70, 48—60. [CrossRef]

Kelly, J.R.; Borre, Y.; O’Brien, C.; Patterson, E.; El Aidy, S.; Deane, J.; Kennedy, P].; Beers, S.; Scott, K.; Moloney, G.; et al.
Transferring the blues: Depression-associated gut microbiota induces neurobehavioural changes in the rat. J. Psychiatr. Res. 2016,
82,109-118. [CrossRef]

Goo, N.; Bae, H.].; Park, K.; Kim, J.; Jeong, Y.; Cai, M.; Cho, K,; Jung, S.Y.; Kim, D.H.; Ryu, J.H. The effect of fecal microbiota
transplantation on autistic-like behaviors in Fmr1 KO mice. Life Sci. 2020, 262, 118497. [CrossRef]

Sun, J.; Xu, J.; Ling, Y.; Wang, F.; Gong, T.; Yang, C.; Ye, S.; Ye, K.; Wei, D.; Song, Z.; et al. Fecal microbiota transplantation alleviated
Alzheimer’s disease-like pathogenesis in APP/PS1 transgenic mice. Transl. Psychiatry 2019, 9, 189. [CrossRef] [PubMed]
Huang, H.; Xu, H.; Luo, Q.; He, J.; Li, M,; Chen, H.; Tang, W.; Nie, Y.; Zhou, Y. Fecal microbiota transplantation to treat Parkinson’s
disease with constipation: A case report. Medicine 2019, 98, e16163. [CrossRef] [PubMed]

Segal, A.; Zlotnik, Y.; Moyal-Atias, K.; Abuhasira, R.; Ifergane, G. Fecal microbiota transplant as a potential treatment for
Parkinson’s disease—A case series. Clin. Neurol. Neurosurg. 2021, 207, 106791. [CrossRef] [PubMed]


http://doi.org/10.1126/scitranslmed.3006438
http://www.ncbi.nlm.nih.gov/pubmed/23843452
http://doi.org/10.1038/mi.2013.116
http://doi.org/10.1038/mi.2011.15
http://www.ncbi.nlm.nih.gov/pubmed/21525866
http://doi.org/10.1093/cid/ciy414
http://doi.org/10.1038/s41467-021-21472-1
http://doi.org/10.1007/s11904-019-00441-w
http://doi.org/10.1053/j.gastro.2020.03.065
http://doi.org/10.1053/j.gastro.2020.05.048
http://www.ncbi.nlm.nih.gov/pubmed/32442562
http://doi.org/10.3389/fmed.2020.00389
http://www.ncbi.nlm.nih.gov/pubmed/32733907
http://doi.org/10.1007/s11596-021-2475-2
http://www.ncbi.nlm.nih.gov/pubmed/34846698
http://doi.org/10.1161/CIRCULATIONAHA.116.024251
http://www.ncbi.nlm.nih.gov/pubmed/28289004
http://doi.org/10.1038/nature09922
http://doi.org/10.1161/JAHA.117.008342
http://doi.org/10.1093/cvr/cvab114
http://doi.org/10.1016/j.phrs.2018.11.042
http://doi.org/10.3389/fncel.2014.00119
http://doi.org/10.1016/j.bbi.2018.02.005
http://doi.org/10.1016/j.jpsychires.2016.07.019
http://doi.org/10.1016/j.lfs.2020.118497
http://doi.org/10.1038/s41398-019-0525-3
http://www.ncbi.nlm.nih.gov/pubmed/31383855
http://doi.org/10.1097/MD.0000000000016163
http://www.ncbi.nlm.nih.gov/pubmed/31261545
http://doi.org/10.1016/j.clineuro.2021.106791
http://www.ncbi.nlm.nih.gov/pubmed/34237681

J. Clin. Med. 2022, 11, 4119 32 0f 33

236.

237.

238.

239.

240.

241.

242.

243.

244.

245.

246.

247.

248.

249.

250.

251.

252.

253.

254.

255.

256.

257.

258.

259.

260.

261.

He, Z.; Cui, B.T.; Zhang, T.; Li, P; Long, C.Y.; Ji, G.Z.; Zhang, FM. Fecal microbiota transplantation cured epilepsy in a case with
Crohn’s disease: The first report. World . Gastroenterol. 2017, 23, 3565-3568. [CrossRef]

Molloy, C.A.; Manning-Courtney, P. Prevalence of chronic gastrointestinal symptoms in children with autism and autistic
spectrum disorders. Autism Int. J. Res. Pract. 2003, 7, 165-171. [CrossRef] [PubMed]

Chaidez, V.; Hansen, R.L.; Hertz-Picciotto, I. Gastrointestinal problems in children with autism, developmental delays or typical
development. J. Autism Dev. Disord. 2014, 44, 1117-1127. [CrossRef]

Adams, ].B.; Johansen, L.J.; Powell, L.D.; Quig, D.; Rubin, R.A. Gastrointestinal flora and gastrointestinal status in children with
autism-comparisons to typical children and correlation with autism severity. BMIC Gastroenterol. 2011, 11, 22. [CrossRef]
Krajmalnik-Brown, R.; Lozupone, C.; Kang, D.W.; Adams, J.B. Gut bacteria in children with autism spectrum disorders: Challenges
and promise of studying how a complex community influences a complex disease. Microb. Ecol. Health Dis. 2015, 26, 26914.
[CrossRef]

Tomova, A.; Husarova, V.; Lakatosova, S.; Bakos, J.; Vlkova, B.; Babinska, K.; Ostatnikova, D. Gastrointestinal microbiota in
children with autism in Slovakia. Physiol. Behav. 2015, 138, 179-187. [CrossRef] [PubMed]

Cao, X,; Lin, P; Jiang, P; Li, C. Characteristics of the gastrointestinal microbiome in children with autism spectrum disorder: A
systematic review. Shanghai Arch. Psychiatry 2013, 25, 342-353. [CrossRef] [PubMed]

Zebrowska, P,; Laczmanska, I.; Laczmanski, L. Future Directions in Reducing Gastrointestinal Disorders in Children with ASD
Using Fecal Microbiota Transplantation. Front. Cell. Infect. Microbiol. 2021, 11, 630052. [CrossRef] [PubMed]

Kang, D.W.; Adams, J.B.; Gregory, A.C.; Borody, T.; Chittick, L.; Fasano, A.; Khoruts, A.; Geis, E.; Maldonado, J.; McDonough-
Means, S.; et al. Microbiota Transfer Therapy alters gut ecosystem and improves gastrointestinal and autism symptoms: An
open-label study. Microbiome 2017, 5, 10. [CrossRef] [PubMed]

Kang, D.W.; Adams, J.B.; Coleman, D.M.; Pollard, E.L.; Maldonado, ].; McDonough-Means, S.; Caporaso, ].G.; Krajmalnik-Brown,
R. Long-term benefit of Microbiota Transfer Therapy on autism symptoms and gut microbiota. Sci. Rep. 2019, 9, 5821. [CrossRef]
Kang, D.W.; Adams, ].B.; Vargason, T.; Santiago, M.; Hahn, J.; Krajmalnik-Brown, R. Distinct Fecal and Plasma Metabolites
in Children with Autism Spectrum Disorders and Their Modulation after Microbiota Transfer Therapy. mSphere 2020, 5, 1-17.
[CrossRef]

Li, N.; Chen, H.; Cheng, Y.; Xu, E; Ruan, G.; Ying, S.; Tang, W.; Chen, L.; Chen, M.; Lv, L.; et al. Fecal Microbiota Transplantation
Relieves Gastrointestinal and Autism Symptoms by Improving the Gut Microbiota in an Open-Label Study. Front. Cell. Infect.
Microbiol. 2021, 11, 759435. [CrossRef]

Zhao, H.; Gao, X; Xi, L.; Shi, Y.; Peng, L.; Wang, C.; Zou, L.; Yang, Y. Fecal microbiota transplantation for children with autism
spectrum disorder. Gastrointest. Endosc. 2019, 6, AB512-AB513. [CrossRef]

Carlucci, C.; Petrof, E.O.; Allen-Vercoe, E. Fecal Microbiota-based Therapeutics for Recurrent Clostridium difficile Infection,
Ulcerative Colitis and Obesity. EBioMedicine 2016, 13, 37-45. [CrossRef]

Zhang, F,; Cui, B.; He, X;; Nie, Y,; Wu, K,; Fan, D.; FMT-standardization Study Group. Microbiota transplantation: Concept,
methodology and strategy for its modernization. Protein Cell 2018, 9, 462—473. [CrossRef]

Park, S.H.; Lee, ].H.; Shin, J.; Kim, J.S.; Cha, B.; Lee, S.; Kwon, K.S.; Shin, YYW.; Choi, S.H. Cognitive function improvement after
fecal microbiota transplantation in Alzheimer’s dementia patient: A case report. Curr. Med. Res. Opin. 2021, 37, 1739-1744.
[CrossRef] [PubMed]

Hazan, S. Rapid improvement in Alzheimer’s disease symptoms following fecal microbiota transplantation: A case report. J. Int.
Med. Res. 2020, 48, 300060520925930. [CrossRef] [PubMed]

Borody, T.L.S.; Campbell, J.; Torres, M.; Nowak, A. Fecal Microbiota Transplantation (FMT) in Multiple Sclerosis (MS). Am. ].
Gastroenterol. 2011, 106, S352. [CrossRef]

Makkawi, S.; Camara-Lemarroy, C.; Metz, L. Fecal microbiota transplantation associated with 10 years of stability in a patient
with SPMS. Neurol. Neuroimmunol. Neuroinflamm. 2018, 5, e459. [CrossRef] [PubMed]

Browne, P.D.; Cold, F; Petersen, A.M.; Halkjaer, S.I.; Christensen, A.H.; Gunther, S.; Hestbjerg Hansen, L. Engraftment of strictly
anaerobic oxygen-sensitive bacteria in irritable bowel syndrome patients following fecal microbiota transplantation does not
improve symptoms. Gut Microbes 2021, 13, 1-16. [CrossRef]

Ohara, T. Identification of the microbial diversity after fecal microbiota transplantation therapy for chronic intractable constipation
using 16s rRNA amplicon sequencing. PLoS ONE 2019, 14, e0214085. [CrossRef]

Chu, N.D,; Crothers, ].W.; Nguyen, L.T.T.; Kearney, S.M.; Smith, M.B.; Kassam, Z.; Collins, C.; Xavier, R.; Moses, P.L.; Alm, E.J.
Dynamic Colonization of Microbes and Their Functions after Fecal Microbiota Transplantation for Inflammatory Bowel Disease.
mBio 2021, 12, e0097521. [CrossRef]

Wilson, B.C.; Vatanen, T.; Cutfield, W.S.; O’Sullivan, J].M. The Super-Donor Phenomenon in Fecal Microbiota Transplantation.
Front. Cell. Infect. Microbiol. 2019, 9, 2. [CrossRef]

Chakravorty, S.; Helb, D.; Burday, M.; Connell, N.; Alland, D. A detailed analysis of 16S ribosomal RNA gene segments for the
diagnosis of pathogenic bacteria. . Microbiol. Methods 2007, 69, 330-339. [CrossRef]

Fadrosh, D.W.; Ma, B.; Gajer, P; Sengamalay, N.; Ott, S.; Brotman, R.M.; Ravel, J]. An improved dual-indexing approach for
multiplexed 16S rRNA gene sequencing on the Illumina MiSeq platform. Microbiome 2014, 2, 6. [CrossRef]

Shapiro, B.; Hofreiter, M. A paleogenomic perspective on evolution and gene function: New insights from ancient DNA. Science
2014, 343, 1236573. [CrossRef] [PubMed]


http://doi.org/10.3748/wjg.v23.i19.3565
http://doi.org/10.1177/1362361303007002004
http://www.ncbi.nlm.nih.gov/pubmed/12846385
http://doi.org/10.1007/s10803-013-1973-x
http://doi.org/10.1186/1471-230X-11-22
http://doi.org/10.3402/mehd.v26.26914
http://doi.org/10.1016/j.physbeh.2014.10.033
http://www.ncbi.nlm.nih.gov/pubmed/25446201
http://doi.org/10.3969/j.issn.1002-0829.2013.06.003
http://www.ncbi.nlm.nih.gov/pubmed/24991177
http://doi.org/10.3389/fcimb.2021.630052
http://www.ncbi.nlm.nih.gov/pubmed/33718277
http://doi.org/10.1186/s40168-016-0225-7
http://www.ncbi.nlm.nih.gov/pubmed/28122648
http://doi.org/10.1038/s41598-019-42183-0
http://doi.org/10.1128/mSphere.00314-20
http://doi.org/10.3389/fcimb.2021.759435
http://doi.org/10.1016/j.gie.2019.03.857
http://doi.org/10.1016/j.ebiom.2016.09.029
http://doi.org/10.1007/s13238-018-0541-8
http://doi.org/10.1080/03007995.2021.1957807
http://www.ncbi.nlm.nih.gov/pubmed/34289768
http://doi.org/10.1177/0300060520925930
http://www.ncbi.nlm.nih.gov/pubmed/32600151
http://doi.org/10.14309/00000434-201110002-00942
http://doi.org/10.1212/NXI.0000000000000459
http://www.ncbi.nlm.nih.gov/pubmed/29619403
http://doi.org/10.1080/19490976.2021.1927635
http://doi.org/10.1371/journal.pone.0214085
http://doi.org/10.1128/mBio.00975-21
http://doi.org/10.3389/fcimb.2019.00002
http://doi.org/10.1016/j.mimet.2007.02.005
http://doi.org/10.1186/2049-2618-2-6
http://doi.org/10.1126/science.1236573
http://www.ncbi.nlm.nih.gov/pubmed/24458647

J. Clin. Med. 2022, 11, 4119 33 of 33

262.

263.

264.

265.

266.

267.

Der Sarkissian, C.; Allentoft, M.E.; Avila-Arcos, M.C.; Barnett, R.; Campos, P.E.; Cappellini, E.; Ermini, L.; Fernandez, R.; da
Fonseca, R.; Ginolhac, A; et al. Ancient genomics. Philos. Trans. R. Soc. London. Ser. B Biol. Sci. 2015, 370, 20130387. [CrossRef]
[PubMed]

Patin, N.V,; Kunin, V.; Lidstrom, U.; Ashby, M.N. Effects of OTU clustering and PCR artifacts on microbial diversity estimates.
Microb. Ecol. 2013, 65, 709-719. [CrossRef] [PubMed]

Ranjan, R.; Rani, A.; Metwally, A.; McGee, H.S.; Perkins, D.L. Analysis of the microbiome: Advantages of whole genome shotgun
versus 16S amplicon sequencing. Biochem. Biophys. Res. Commun. 2016, 469, 967-977. [CrossRef]

Sims, D.; Sudbery, L; Ilott, N.E.; Heger, A.; Ponting, C.P. Sequencing depth and coverage: Key considerations in genomic analyses.
Nat. Rev. Genet. 2014, 15, 121-132. [CrossRef]

Albillos, A.; de Gottardi, A.; Rescigno, M. The gut-liver axis in liver disease: Pathophysiological basis for therapy. J. Hepatol. 2020,
72,558-577. [CrossRef]

Paramsothy, S.; Borody, T.]J.; Lin, E.; Finlayson, S.; Walsh, A.]J.; Samuel, D.; van den Bogaerde, J.; Leong, R:W.; Connor, S.; Ng,
W.; et al. Donor Recruitment for Fecal Microbiota Transplantation. Inflamm. Bowel Dis. 2015, 21, 1600-1606. [CrossRef]


http://doi.org/10.1098/rstb.2013.0387
http://www.ncbi.nlm.nih.gov/pubmed/25487338
http://doi.org/10.1007/s00248-012-0145-4
http://www.ncbi.nlm.nih.gov/pubmed/23233090
http://doi.org/10.1016/j.bbrc.2015.12.083
http://doi.org/10.1038/nrg3642
http://doi.org/10.1016/j.jhep.2019.10.003
http://doi.org/10.1097/MIB.0000000000000405

	Introduction 
	The Gut Microbiota 
	Fecal Microbiota Transplantation: Advantages, Preparation and Delivery Methods 

	Fecal Microbiota Transplantation in Human Diseases 
	Fecal Microbiota Transplantation: First Use for C. difficile Infections 
	Fecal Microbiota Transplantation in Gastrointestinal Diseases 
	Inflammatory Bowel Disease 
	Irritable Bowel Syndrome 
	Other Gastrointestinal Diseases 

	Fecal Microbiota Transplantation in Liver Diseases 
	Fecal Microbiota Transplantation in Obesity and Metabolic Disorders 
	Fecal Microbiota Transplantation in Cancer Diseases 
	Fecal Microbiota Transplantation in Auto-Immune, Inflammatory and Infectious Diseases 
	Fecal Microbiota Transplantation in Cardio-Vascular Diseases 
	Fecal Microbiota Transplantation in Brain Diseases 

	Divergent Clinical Response to Fecal Microbiota Transplantation and the Super-Donor Phenomenon 
	Limitations of Current Microbiota Profiling Based on 16S rRNA Gene Sequencing 
	Conclusions and Future Perspectives 
	References

