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Abstract: There is an increasing interest in investigating dietary strategies able to modulate the gut
microbial ecosystem which, in turn, may play a key role in human health. Dietary fibers (DFs) are
widely recognized as molecules with prebiotic effects. The main objective of this systematic review
was to: (i) analyze the results available on the impact of DF intervention on short chain fatty acids
(SCFAs) production; (ii) evaluate the interplay between the type of DF intervention, the gut microbiota
composition and its metabolic activities, and any other health associated outcome evaluated in the
host. To this aim, initially, a comprehensive database of literature on human intervention studies
assessing the effect of confirmed and candidate prebiotics on the microbial ecosystem was developed.
Subsequently, studies performed on DFs and analyzing at least the impact on SCFA levels were
extracted from the database. A total of 44 studies from 42 manuscripts were selected for the analysis.
Among the different types of fiber, inulin was the DF investigated the most (n = 11). Regarding the
results obtained on the ability of fiber to modulate total SCFAs, seven studies reported a significant
increase, while no significant changes were reported in five studies, depending on the analytical
methodology used. A total of 26 studies did not show significant differences in individual SCFAs,
while the others reported significant differences for one or more SCFAs. The effect of DF interventions
on the SCFA profile seemed to be strictly dependent on the dose and the type and structure of
DFs. Overall, these results underline that, although affecting microbiota composition and derived
metabolites, DFs do not produce univocal significant increase in SCFA levels in apparently healthy
adults. In this regard, several factors (i.e., related to the study protocols and analytical methods) have
been identified that could have affected the results obtained in the studies evaluated. Future studies
are needed to better elucidate the relationship between DFs and gut microbiota in terms of SCFA
production and impact on health-related markers.
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1. Introduction

Given the well-known role of gut microbiota on human health, it is not surprising that
scientific interest in dietary strategies able to modulate its composition is rapidly increasing.
In particular, the intake of dietary fibers (DFs) has recently received considerable attention
for their direct and indirect beneficial effects on human health. DFs may act as prebiotics, a
category of molecules that not long ago were redefined by the International Association
for Probiotics and Prebiotics (ISAPP) as substrates that are “selectively utilized by host
microorganisms conferring a health benefit” [1].

Because of their properties (e.g., resistance to digestion by host enzymes and fer-
mentability by intestinal microorganisms), DFs can impact the gut microbial ecosystem,
modifying its composition in terms of taxa presence/absence, relative abundance, and
metabolism. Reportedly, different microbes possess differentiated capability in metabo-
lizing DFs, resulting in the production of different end-products [2]. DFs have hetero-
geneous physicochemical features and their metabolization requires an impressive array
of carbohydrate-active enzymes (CAZymes) differently encoded among gut microorgan-
isms [3,4]. Hence, the fermentation of DFs by the gut microbiota is structure-dependent
and may involve several biochemical pathways [3].

The major end-products deriving from the gut fermentative activity on DFs are short-
chain fatty acids (SCFAs), specifically, acetate, propionate, and butyrate, together with
gases, such as H, and CO, [5].

SCFAs produced by anaerobic gut bacteria have a positive influence in human health,
such as maintenance of immune homeostasis, effect on metabolic processes, glucose home-
ostasis, intestinal barrier integrity, and appetite regulation [5,6]. Owing to their functional
activities, these metabolites appear to have a beneficial role in the prevention and treatment
of various diseases [7] and their levels, and those resulting from microbial producers in the
gut, are in fact typically decreased in disease-associated dysbiotic contexts [8]. Therefore,
the gut microbiota becomes the active link between DFs and the associated host health.

Although the crucial role of SCFAs on host gut and immune homeostasis is well
known, the current literature regarding the role of DFs on human health focuses primarily
on the effects on the gut microbiota, without considering these key metabolites. The
finely tuned intestinal microbial ecosystem is characterized by functional redundancy,
i.e., taxonomically different microorganisms may exert the same functions leading to the
same metabolic products. Consequently, although the taxonomic structure of the intestinal
microbial ecosystem may vary widely among people, the metabolic functions of the gut
microbiota are substantially maintained in different subjects. Therefore, the assessment of
the effect of a dietary intervention on the intestinal microbiome may be better assessed by
focusing on specific activities or metabolites, such as the SCFAs, rather than just the gut
microbiota taxonomic composition.

Based on these premises, the primary objective of this systematic review was to analyze
the current literature in order to explore the results available on the relationship between
DF intervention and SCFA production as a result of the modification of gut microbiota
composition. In addition, we aimed to evaluate scientific evidence regarding the interplay
between the type of DF intervention, the composition and the activity of the gut microbiota,
and any other health-related outcome evaluated in the host.

2. Materials and Methods
The process of study selection was divided into two main steps:

(@) Development of a comprehensive database of human intervention studies investigat-
ing the role of confirmed and candidate prebiotics (Phase 1);
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(b) Extraction of all the human intervention studies performed using DFs from the
database described above (Phase 2).

2.1. Literature Search Strategy and Study Selection for the Database Development

In Phase 1, a systematic literature search was conducted using PubMed and Web of
Science databases. The search was performed on the 20 January 2022. The following search
terms were used: (dietary fiber OR food OR phenols OR bioactive OR phytochemical OR
diet OR nutrient) AND (prebiotics OR microbiota OR fatty acids, volatile) AND (interven-
tion study OR trial) AND (humans OR adult). To ensure completeness, the search was
improved by screening the bibliographies of relevant review articles.

The search was set in the period between 1 January 2010 and 20 January 2022 following
the steps reported in this section. This systematic review protocol was not registered.

Study selection was conducted by two independent reviewers (V.V. and P.B.) and
disagreements were solved by consulting a third reviewer (M.M.).

Studies were selected if they investigated the effect of consuming prebiotics, both
confirmed or candidate food/ingredients, on the modulation of SCFA profile, and/or gut
microbiota composition in humans aged 18 years and over. To be included in a pivotal
database, studies had to be human intervention trials of either acute (i.e., single-dose
supplementation) or chronic prebiotic consumption and had to provide a characterization
of the prebiotic content. Studies were considered eligible if they were published in English.
Studies were excluded if prebiotics were combined with probiotics (i.e., synbiotics; because
any beneficial effect could not be attributed specifically to the prebiotic under study). There
were restrictions pertaining to age (<18 years within the target population), but not to other
characteristics of study participants (e.g., BMI, health condition, and sex education).

2.2. Selection of Studies Related to Dietary Fiber Intervention

In Phase 2 of the present study, published literature specifically directed to the evaluation
of the impact of DFs on SCFAs, and microbiota composition if available, was extracted from
the database described above. For the analysis, only trials reporting the actual amount of tested
fibers were included. In particular, the inclusion and exclusion criteria are reported below.

Inclusion criterion: Papers investigating the effect of foods rich in DFs or DF supple-
ments on at least SCFAs in apparently healthy subjects.

Exclusion criteria: Papers that did not report any assessment of SCFA production; stud-
ies involving probiotics or synbiotics; studies with a target population with BMI > 30 kg/m?,
age < 18 and >60 years; and studies with enteral formulas.

A more detailed list of eligibility criteria, developed by following the PICOS (Pop-
ulation, Intervention, Comparison, Outcome, Study design) format, is summarized in
Table 1.

Table 1. PICOS table for inclusion of studies.

Parameter Inclusion Criteria
Population Age 18 to 60 years and BMI < 30 kg/m?
Intervention Dietary intervention studies involving the consumption of dietary fiber,
supplied with food or supplements, without probiotics and/or synbiotics
Comparison Control group
Outcome At least SCFA profile
Study design Human clinical and randomized controlled trials

2.3. Data Extraction and Presentation and Quality Assessment

Data extraction from eligible studies was performed by 2 contributors (PR., S.G.). A
third author (V.T.) was involved in solving disagreements between authors during data
extraction. The following data were extracted from each study: name of the first author and
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year; study population; study design; fiber intervention; control or placebo intervention;
outcome variables; main findings on SCFAs, and, when available, microbiota composition
and other outcomes. Trials evaluating both healthy and unhealthy groups were added only
with data available on the healthy group.

The risk-of-bias tool was used for quality assessment using the following seven do-
mains: (1) random sequence generation, (2) allocation concealment, (3) blinding of partic-
ipants and personnel, (4) blinding of outcome assessment, (5) incomplete outcome data,
(6) selective reporting, and (7) other bias. All domains were judged as high risk, unclear
risk, or low risk. Any disagreement was resolved by consensus or seeking consultation
with another author (D.M.).

Because of the expected heterogeneity, we were unable to conduct meta-analyses.

3. Results
3.1. Description of Selected Trials and Risk of Bias

As reported in the PRISMA diagram (Figure 1), in Phase 1 a total of 4251 records were
identified from the PubMed and Web of Science database search, and no additional records
were found by manual searching. After removing 562 duplicate articles, 3689 studies were
screened and 3381 excluded based on title and abstract. After removing 17 studies, we
developed a database consisting of 291 studies that were categorized based on BMI (BMI < 30
or BMI > 30), age (age < 60 years or age > 60 years), healthy status, prebiotic intervention
(diet, food, or supplements), SCFAs, and/or gut microbiota modulation (Phase 1).

Figure 1. Flow diagram of studies included in the database (Phase 1) and in the systematic review
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In Phase 2, to select studies focused on the effects of DF intervention on SCFA profile in
healthy adults, 249 studies were excluded because they did not meet the inclusion criteria.
At the end of the selection process, 42 RCTs were included in the qualitative analysis [9-50].
The main characteristics of the selected studies are reported in Tables S1-S3.

The number of studies from different countries is reported in Figure 2. As shown, USA
and UK had the highest number of studies (n = 8), followed by Canada (n = 7), Belgium
(n =5), and Denmark (n = 4). Fewer studies were conducted in The Netherlands, Germany,
Sweden, and Switzerland (n = 2); China, France, and New Zealand contributed with one
study each.

Number of studies .

Con tecnologia Bing
© Australian Bureau of Stafistics, GeoNames, Microsoft, Navinfo, OpenStreetMap, TomTom, Wikipedia

Figure 2. Countries where studies on dietary fibers were performed. The green indicates the number of
studies performed in the different countries: the darker the green, the higher the number of studies conducted.

Risks of bias within individual studies and across the studies are shown in
Supplementary Figures S1 and S2, respectively. The results show the incomplete outcome
of data (attrition bias) and the selective reporting (reporting bias) to represent the highest
risks of bias.

3.1.1. Study Design and Interventions Tested

The main characteristics of the 42 included studies are reported in Table S1. A total
of 44 trials were available for detailed analysis from the 42 included studies since two of
the publications [9,10] reported two separate trials. Specifically, 10 out of the 44 trials were
parallel randomized controlled trials (RCTs), while 34 were cross-over RCTs. Four cross-over
RCTs [11-14] did not include a washout period, which can be considered a limitation.

Most of the included trials (1 = 35) evaluated the effects of supplementing specific
DFs; most of them (n = 28) tested a single type of fiber, while 9 RCTs tested a fiber mix.

The most tested prebiotic fiber was inulin (IN) with 11 studies [10,14-23] assessing
its effect on the SCFA profile. Two studies [15,20] evaluated the effects of an inulin-type
fructan intervention on SCFAs; in one study [18], the effect of inulin supplementation with
different wheat bran (WB) fractions was compared. Another study evaluated the prebiotic
effect of xylo-oligosaccharide (XOS) in combination with inulin [22].

The other fibers used were: arabinogalactan [24], xylo-oligosaccharide (XOS) [25]
IN + XOS [22], beta-glucans [26], digestion-resistant dextrin [27], extrinsic wheat fiber [9],
resistant starch (RS) [28-30], AXOS + RS + glucans [31], galacto-oligosaccharides (GOS) [32],
L-rhamonse (L-Rha) [17], polydextrose (PDX) [11,13,33,34], oligofructose (OF) [35,36], raf-
finose [12], soluble fiber [11,13], wheat bran extract (WBE) [36-38], 2’-fucosyllactose (FL),
lacto-N-neotetraose (LNnT), 2'FL + LNnT [39], lupin kernel fiber, and citrus fiber [40].
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Two studies [41,42] assessed the impact of eating bread with in situ produced arabi-
noxylan oligosaccharides (AXOS) obtained by xylanase treatment. The remaining trials
tested the effects of a diet [43-46] or a specific food [12,47-50] providing a defined quantity
of DFs.

Intervention doses of fiber supplementation ranged from 1.4 g/day [25] to 50 g/day [29],
and treatment periods ranged from one meal (single dose) up to 3 months of regular intake
with most treatments lasting 3 weeks [11-14,16,20,21,26,33,34,37,41,42,47].

Concerning total fiber intake registered during the interventions, data are reported in
Table S2.

3.1.2. Subject Characteristics

A total of 1377 subjects were involved in the 44 trials. The study population was
mainly represented by healthy adults except for 156 subjects (in three studies) with mild
hypercholesterolemia, moderate hypercholesterolemia, and overweight [40,46,48,49].

The target population had a normal BMI: the mean BMI ranged from a minimum
of 209 kg/ m? [22,41] to a maximum of 27.9 kg/ m? [43]. Three studies reported different
ranges in the inclusion criteria without specifying the average [16,44,49] while two studies
did not report any data [12,28]. In one case, only the exclusion criteria about the BMI of
population were reported [14], while in another the BMI median value was reported [41].

Only in two cases were the different effects of dietary fiber intervention evaluated by com-
paring healthy subjects and two unhealthy groups, i.e., hyperinsulinemic or overweight/obese.
For these studies, we considered only the data obtained in the healthy target group.

The mean age of the subjects ranged from a minimum of 20 years [22] to a maximum
of 55 years [45]. Three studies reported the age ranges of the subjects recruited, but not the
group mean [14,23,49], while two studies reported the different age ranges in the inclusion
criteria without specifying the mean [30,44]. One study reported the median age only [41].

Finally, two studies investigated the effects of DF intervention in adults and older
subjects [28,32]; in this case, when presenting the results, we considered only the data
obtained in the former.

3.2. Main Findings
3.2.1. Analysis and Main Effects of Treatments on SCFAs

In the majority of cases, the samples used to analyze SCFA modulation were from
feces (n = 40), except for three studies that used serum samples [17,19,30], three studies that
used plasma samples [18,31,49,50], and one study using fecal water samples [44].

Concerning the techniques used for the evaluation of SCFAs, the most widely used
was gas chromatography (GC) (22 trials); the remaining trials used: gas chromatography—
mass spectrometry (GC-MS) [24,26,29,35,36,45] high-performance liquid chromatogra-
phy (HPLC) [16,23,32,39,47,48], capillary gas-liquid chromatography (GLC) [15,22,25], gas
chromatography—flame ionization detection (GC-FID) [40], liquid chromatography-tandem
mass spectrometry (LC-MS/MS) [9], nuclear magnetic resonance (NMR) [34,44], ultraper-
formance liquid chromatography-tandem mass spectrometry (UPLC-MS/MS) [49], and
ion exchange chromatography with conductivity detection [38]. Considering the different
accuracy and reliability of the obtainable results, the technique used must be properly
considered in the assessment of the data obtained.

First, it should be considered that colonic luminal SCFA concentrations, as well as fecal
ones, are in the millimolar range and are relatively easy to quantify using GC [51]. However,
SCFA concentrations in plasma and serum are considerably lower than in the lumen of
the colon and range between 50 and 100 umol/L for acetate and 0.5 and 10 umol/L for
propionate and butyrate [52]. Different methods to analyze SCFAs in biological samples
involve: HPLC in combination with ultraviolet (UV) detection [53] or electrochemical de-
tection (ECD) [54]; mass spectrometry (MS) [55,56] or gas chromatography (GC) with flame
ionization detection (FID) [57] or MS [58]; capillary electrophoresis [59]. Of these methods,
GC-MS is the most commonly used method for SCFA measurement in biological samples
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due to its higher sensitivity [60]. Among GC detectors, flame ionization detection (FID) is
commonly used due to its inexpensive cost and operation, and its ability to detect a wide
range of concentrations of organic compounds [61]. GC-FID is more reliable, reproducible,
and sensitive for quantitative analysis than GC-MS, while GC-MS can provide more def-
inite qualitative information and biomolecule identification [62]. The physicochemical
properties of SCFAs, such as low vapor pressure and relatively high solubility in the aque-
ous phase, cause difficulties in the sample preparation [63]. Derivatization procedures are
typically done in GC to enhance separations with increased resolution and response [64].
However, these procedures involve chemical reaction or concentration, which can lead to
serious analyte loss due to the high volatility of SCFAs, together with risks of contamination
and ghost peaks [65]. On the other hand, NMR methodology requires a very simple sample
preparation step as compared to GC-MS and has higher reproducibility [66]. However, its
sensitivity is lower and is not suitable for the measurement of SCFAs in serum or urine [67].

Finally, GC is preferred over HPLC for volatile compounds analysis, such as SCFAs,
because: (1) GC usually shows higher sensitivity; (2) costs of equipment and analysis
are lower; (3) chromatographic conditions are usually easier to set, considering that no
mobile phase is used (instead, a carrier gas is used, but it does not participate in the
chromatographic separation) and that a huge number of tailor-made stationary phases are
available on the market. In addition, the use of hydrophilic interaction chromatography
(HILIC) to determine SCFA may have advantages in terms of selectivity and specificity with
respect to the common reversed-phase liquid chromatography (RFLC). However, HILIC is
more difficult to setup and perform the analysis, and columns are usually expensive and
prone to fast deterioration. Moreover, HPLC— or LC-MS/MS methods without chemical
derivatization cannot distinguish between linear or branched SCFA isomers with the
potential of yielding different concentrations due to co-quantification [68].

Last, the capillary gas-liquid chromatography (GLC) method is suitable for the routine
separation of SCFA in intestinal fluids if the concentration of the acids to be determined
amounts to more than 0.2 mmol L~!. However, GLC has a restricted sensitivity and the
resolution of the packed column is an additional limitation [69].

Overall, based on the methodological considerations described above, no statistically
significant differences in SCFAs were found following the dietary treatments when HPLC-
MS/MS was used, regardless of the sample type (six studies used feces and one plasma).
Most of the studies used GC-based methods, and those studies in plasma or serum samples
more commonly found statistically significant changes in SCFAs (four studies out of six). In
those studies analyzing fecal samples, almost half reported statistically significant results,
while the other half could not demonstrate any effect. Last, only two studies used NMR to
analyze SCFAs in fecal samples and only one showed statistically significant results, while
the other did not find differences.

Regarding the total SCFAs, which correspond to the sum of acetate, propionate,
and butyrate, seven studies reported a significant increase [15,22,31,37,40,41,45] while no
significant changes were reported in five studies [12,29,36,43,46].

As for the individual SCFAs, a total of 26 studies showed no overall significant dif-
ferences [9,10,12,14,16-21,23-25,27,28,32-36,38,39,43,47-49]. Two studies [40,42] reported
a significant increase in acetate, butyrate, and propionate, while another two reported
a significant decrease for all three SCFAs [11,13]. One study [29] showed that although
DF consumption did not alter total SCFAs, different DF structures differentially affected
individual SCFAs. Acetate significantly increased in seven studies [29,31,37,40,44,45,60]
and significant decreased in two [15,22]. Butyrate significantly increased in eight stud-
ies [22,29,31,37,41,42,44,50] and decreased in one [46]. Finally, the DF intervention led to a
significant increase in propionate in five studies [22,29,37,42,50].

The effects of DF supplementation on the SCFA profile were strictly dependent on
dose [18,25,29,31,37] and on the type and structure of DFs [9,11,13,18,22,26,29,31,40,50]. In
addition, few studies reported that the effects could be influenced by individual factors
such as age [28] and gender [26].
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Some of the studies also evaluated branched-chain fatty acids (BCFAs), with six show-
ing no significant changes in the overall profile [21,30,33,36,38,48], while two reporting
a significant BCFA reduction [11,13]. With specific regard to iso-butyrate, three stud-
ies [23,24,32] showed no significant differences, while one study [26] reported an increase
only in women. The same study also observed a significant increase in iso-valerate and
2-methylbutyrate only in women. Two studies reported no significant changes in iso-
valerate [23,36] while another three [24,42,44] reported a significant reduction. Finally, a
significant decrease in valerate was reported by two studies [11,24] while one study [42]
showed a significant increase. In addition to BCFAs, one study [13] reported that other
fecal protein-based fermentative end-products (ammonia, phenol, indole) decreased after
DF intervention. In other studies, DF consumption was shown to lead to decreased urinary
excretion of phenol 20 and p-cresol [22,36,37,41]. Referring to specific DFs, inulin consump-
tion has been associated with decreased ammonia levels [14], as is the case with PDX and
soluble maize [11]. Consumption of PDX and soluble maize fiber was also associated with
a decrease in 4-methylphenol and indole compared to the control group [11].

Other potential microbial metabolites were also assessed: lactate [23], succinate [32,34,38,44],
enterolactone [26], formate [23,26], gamma-aminobutyric acid (GABA) [26], caproic [33],
and hexanoic acid [24]. In particular, there was a significant reduction in succinate [44],
enterolactone [26], hexanoic acid [24], and, only in men, 4-hydroxyphenylacetate, trimethy-
lacetate, and dimethylacetate [44], while a significant increase was observed in GABA and
formate only in men [26] and in lactate in the whole cohort [23]. In the other studies, no
significant changes were reported for succinate [32,38], formate [23], or caproic acid [33].

3.2.2. Analysis and Main Effects of Treatments on Gut Microbiota Composition
Overall Considerations

All but nine studies [17-19,26,31,36,40,44,50] used fecal material and DNA-based
methods to determine the gut microbiota composition during the intervention period and
at the end of post-intervention washout. Fourteen studies profiled the microbiota by 165
rRNA gene amplicon sequencing [9,10,13,20,21,24,28-30,35,38,39,45,46], eight with fluores-
cence in situ hybridization (FISH) [10,16,32,33,37,42,47 48], while the remaining trials used:
quantitative PCR (qPCR) [11,12,15,22,23,27,32,33,49] culture, culture-based analysis [14],
or a combination of diverse methods (e.g., culture-based analysis and 16S rRNA gene
profiling, gPCR with 16S rRNA gene profiling, and terminal restriction fragment-length
polymorphism (T-RFLP)) [12,25,32]. The exception was one paper [34] in which the authors
used data from a previous study [33] to perform correlation analysis between bacterial
groups and metabolites. The different methods applied are known to have their own biases
and accuracy. The most common microbial groups evaluated by targeted gut microbiota
analyses, apart from total bacteria, were Bifidobacterium spp., Actinobacteria, Bacteroides spp.,
Lactobacillus spp., Enterococcus spp. and Clostridium spp.

The gut microbiota composition varied between the DF intervention group and the
control/placebo group, with three exceptions where no significant changes were ob-
served [9,43,46]. In particular, studies with calculated diversity indexes reported that
the within-sample («-) microbial diversity decreased upon treatment [20,24,32,38], while
-diversity metrics varied based on DF intervention duration and diet type [32]. Nev-
ertheless, most of the studies that calculated the diversity indexes (x- and (3-) found no
significant changes due to the DF intervention [9,10,13,21,25,29,30].

Regardless of the differences in treatment duration and detection methods employed,
Bifidobacterium spp. increased in most studies [10,11,15,16,20-24,28,32,35,37-39,41,47-49]. The in-
crease was sometimes abetted by the reduction in Bacteroides or/and Clostridium spp. [12,14,16,30]
except for three studies where Bacteroides increased [11,24,27] and two studies where Clostridi-
aceae [13] and Clostridium spp. specific clusters [33] increased. As for lactobacilli, the results
were mixed. An increase was reported in seven studies [14,16,22,38,42,49], a decrease in one [28]
while their levels remained unaffected in four [11,23,25,28]. At the same time, for the phylum
Firmicutes which includes Enterococcus, Clostridium, and Lactobacillus spp., an increase [20,24] but
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also a decrease [39] was reported. The results of several studies showed that the effects of DF
supplementation on the gut microbial ecosystem were strictly dose-dependent [25,29,37].

3.3. Detailed Effects of DF Interventions on the Gut Microbial Ecosystem

In this section, the interaction between administered DFs and SCFA profile in healthy
adults is analyzed in detail, by DF type. Almost all SCFA analyses were conducted using
GC on fecal samples. When available, changes in the gut microbiota (and methods used)
are also discussed.

3.3.1. Arabinogalactan

The supplementation of 15 g/day of arabinogalactan for 6 weeks led to a decrease in
isovaleric, valeric, and hexanoic acid, while no differences were found for SCFAs and isobu-
tyrate compared to MD (as measured in feces using GC-MS). The trial was conducted on
30 healthy adults [24]. Regarding microbiota composition, x-diversity (Shannon and Simp-
son indices), was significantly lower with arabinogalactan intervention than with placebo at
weeks 3 and 6 after adjustment for the respective baseline, while 3-diversity measures were
not significantly different between the two intervention groups and between weeks 3 and
6 and baseline. The Firmicutes/Bacteroidetes ratio was significantly lower in the treated
group, due to a significant decrease in Firmicutes and a significant increase in Bacteroidetes.
Bifidobacterium tended to increase with arabinogalactan supplementation compared to
placebo. Other changes in potential SCFA producers from the Lachnospiraceae family were
observed, including an increase in genera Eisenbergiella and Howardella. As expected, in
the intervention group, the authors predicted (through PICRUSt) an overrepresentation of
a-L-rhamnosidase, which is capable of releasing rhamnose from polysaccharides, including
arabinogalactan proteins.

3.3.2. Arabinoxylan Oligosaccharides (AXOS)

Two studies [41,42] analyzed how AXOS influenced fecal SCFA production. In the
first, 27 healthy adults were enrolled to consume approx. 2.14 g/day of AXOS as 180 g of
wheat/rye bread with AXOS for 3 weeks. As a result, total SCFAs, butyrate and, even if not
significantly, acetate and propionate (determined through GC) increased from baseline [41].
As for the gut microbiota, a trend toward increased bifidobacterial proportions was found
using FISH (p = 0.06). Interestingly, reduced urinary excretion of potentially harmful
metabolites, such as phenol and p-cresol, was also observed. An almost equivalent amount
of AXOS (2.2 g/day), produced in situ with endoxylanase-treated breads, consumed for
3 weeks by 40 healthy adults, resulted in a significant increase in most SCFAs as determined
by GC: butyrate and propionate compared to pre-AXOS; and valerate compared to placebo,
control, and baseline [42]. Combined acetate, propionate, and butyrate also increased
compared to pre-AXOS, while iso-valerate decreased, despite not significantly. The gut
microbiota was profiled by FISH; some compositional changes were observed but not
exclusive to the AXOS intervention group.

3.3.3. Galacto-Oligosaccharides (GOS)

Only one of the selected studies evaluated the effects of GOS on fecal SCFAs by
HPLC [32]. Twenty-four healthy adults consumed 21.6 g/day Biotis™ GOS (containing
15.0 GOS) for 4 weeks; no significant changes in SCFAs, isobutyrate, and succinate were
recorded, either from baseline or compared to MD (placebo). Based on 165 rRNA gene
profiling, bacterial diversity (InvSimpson) significantly decreased after four-week GOS
supplementation. Similarly, 3-diversity metrics (weighted UniFrac) showed significant
changes in gut microbiota structure after 4 weeks of treatment. Taxonomically, the authors
found a significant increase in bifidobacteria, which was confirmed by qPCR.
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3.3.4. Inulin (IN)

One study aimed to examine the effect of consuming 7 g/day (trial 1) or 3 g/day
(trial 2) of inulin for 4 weeks on 25 healthy adults; in neither trial were there significant
changes in fecal SCFAs, as determined by GC [10].

Using the same technique, another study confirmed that the fecal SCFA and BCFA
profile of 29 healthy adults remained unchanged after consumption of both 5 and 7.5 g/day
of agave inulin for 3 weeks [21]. However, a positive association was observed between
total dietary fiber intake and fecal butyrate.

Similarly, administration of 20 g/day of inulin for 3 weeks to 12 healthy male adults [14]
and for 4 weeks to 32 women with low-iron status [23] had no significant effect on the fecal
profile of SCFAs (analyzed by GC and HPLC, respectively). However, a controlled diet
with 20 g/day of chicory IN into low-fat vanilla ice cream led to a significant increase in the
acetate/propionate ratio compared to the control [14]. As for the second study;, it should be
noted that an increase in lactate was observed compared to baseline and control, which
correlated significantly with propionate [23].

As expected, even acute administration of 22.4 g of inulin to 13 healthy adults [17]
and 24 g of inulin to 9 adults [19] did not induce significant changes in SCFA levels, as
measured in serum by GC. However, in the second study, a significant time x treatment
interaction for acetate was observed.

The effect of very-long-chain inulin (VLCI) supplementation was also tested in 32 healthy
adults [16]. Consumption of 10 g/day for 3 weeks, compared to 10 g/day of MD, again did
not result in significant changes in the fecal profile of SCFAs, as measured by HPLC.

Despite this, studies that have profiled the gut microbiota or at least some bacte-
rial groups have shown some noteworthy compositional changes. In particular, all but
one [14] were consistent in highlighting an increase in bifidobacteria, albeit with differ-
ent techniques (165 rRNA gene amplicon sequencing [10,21], qPCR [23], and FISH [16]),
confirming the well-known bifidogenic effect of inulin. Furthermore, the intervention
with VLCI [16] resulted in an increase in Atopobium and Lactobacillus—Enterococcus, and a
decrease in Bacteroides—Prevotella. Agave inulin supplementation at 7.5 g/day [21] signifi-
cantly reduced the relative abundance of the sulfidogenic pathobiont Desulfovibrio (which
correlated negatively with total fiber intake and positively with fecal 4-methylphenol, a
marker of proteolytic fermentation), along with Lachnobacterium and Ruminococcus. In the
study where inulin was administered at 7 g/day [10], Lachnospira and Oscillospira decreased,
while Nesterenkonia, Brevibacterium, and Cellulomonas increased significantly, probably due
to the small amount of other fiber in the isocaloric snack bars, given the cellulose-degrading
potential of the latter. Finally, supplementation of 20 g/day of chicory inulin increased
total anaerobes and Lactobacillus spp., and reduced enterobacteria, along with ammonia
levels [14].

3.3.5. Lupin Kernel Fiber (LF) and Citrus Fiber (CF)

In 52 moderately hypercholesterolemic adults, consumption of a high-fiber diet con-
taining 25 g/day of lupin kernel fiber (LF) or citrus fiber (CF) was tested [40]. LF sup-
plementation was associated with a significant increase in total and individual SCFAs in
feces (as assessed by GC-FID) compared to baseline and control. On the other hand, CF
supplementation led to a significant increase in total SCFAs from baseline, and acetate
compared to baseline and control. Interestingly, LF and CF also resulted in increased
primary bile acid excretion and reduced secondary bile acid excretion, respectively. The
gut microbiota composition was not determined.

3.3.6. L-Rhamnose

One RCT in which healthy unrestrained eaters consumed 25.5 g/day of L-rhamnose
alongside a standardized breakfast and lunch, found that this acute ingestion did not lead
to any significant postprandial serum changes in propionate, acetate, and butyrate, as based
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on GC determinations [17]. After each meal, blood was sampled every 15 min for the first
hour, then half-hourly. The gut microbiota composition was not assessed.

3.3.7. Oligofructose (OF)

In 19 healthy adults, the consumption of a low FODMAP diet supplemented with
14 g/day of OF for 1 week did not change fecal SCFAs (assessed by GC-MS) compared
to baseline and control (18 healthy adults consuming a low FODMAP diet supplemented
with MD) [35]. On the other hand, the gut microbiota was affected, particularly with an
increase in Bifidobacterium and a decrease in Lachnospiraceae. In addition, 21 taxa were
found to be significantly associated with SCFAs, including Lachnospiraceae and Roseburia,
which correlated positively with butyrate and acetate, and Anaerostipes, which showed a
negative association with isobutyrate and valeric acid.

In another study in 19 healthy adults, the supplementation of a habitual diet with
15 g/day (during the first week) and then 30 g/day (during the second week) of OF again
did not affect total and individual SCFAs in feces (as assessed by GC-MS), compared to
baseline and placebo [36]. The gut microbiota was not assessed.

3.3.8. O-Fucosyllactose (2'FL) and/or Lacto-N-Neotetraose (LNnT) and Their Mix

In an HMO-supplementation study, consumption of 2'FL and/or LNnT at various
daily doses (5, 10, or 20 g) and mixes was tested for 2 weeks in 90 healthy adults [39]. No
significant changes in fecal levels of acetate, butyrate. or propionate were observed in
any case (by HPLC). Compared to baseline, LNnT consumption showed an increase in
Actinobacteria at all doses and decreases in Firmicutes at 20 g and Proteobacteria at 10 g.
An increase in Actinobacteria was also shown by 2'FL at 5 and 10 g and the mix (2:1 mass
ratio) at 10 and 20 g. The mix also resulted in a decrease in Firmicutes at 20 g. Finally, both
2'FL and LNnT led to an increase in bifidobacteria. Gut microbiota data were obtained
through 165 rRNA gene amplicon sequencing.

3.3.9. Polydextrose (PDX)

Two different studies analyzed the effect of 8 g/day of PDX for 3 weeks and both
found no significant changes in any of the fecal metabolites, including SCFAs, BCFAs,
dimethylamine, succinate, phenylacetate, and n-caproid acid, evaluated by NMR or GC,
compared to the control and/or baseline [33,34]. The first study enrolled 31 healthy
adults [33]; the second enrolled 12 healthy adults [34]. In the first, FISH and gPCR analysis
revealed many changes in gut microbiota composition, including an increase in beneficial,
SCFA-producing groups such as Clostridium cluster IV [33]. In the second, associations
between PDX and acetate and propionate were identified, along with a strong correlation
between fecal metabolites and bifidobacterial amounts and another correlation between
Bacteroides and acetate, based on previously collected microbiome data [34].

Other researchers studied the effects of 21 g/day of PDX, compared to the consumption
of soluble maize fiber, for 3 weeks on healthy adult men in two different trials [11,13]. All
subjects (21 men in the first study) [11] and 20 men in the second [13] received three snack
bars/day. Based on GC determinations, acetate, propionate, and butyrate decreased with
PDX compared to soluble maize fiber, soluble corn fiber, and no supplemental fiber (NFC),
as well as fecal protein-based fermentative end-products (e.g., ammonia, phenol, indole,
and total BCFAs) [11,13]. In the first trial [11], soluble maize fiber led to increased levels of
bifidobacteria, as measured by qPCR, while in the second [13], 165 rRNA gene profiling
showed a number of potentially beneficial shifts in the gut microbiota driven by PDX,
including greater proportions of Clostridiaceae and Veillonellaceae.

3.3.10. Raffinose

After supplementation with 5 g/day of raffinose for 3 weeks to 12 healthy adults [12],
the level of total and individual SCFAs in feces (determined by GC) remained unchanged.
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Based on T-RFLP and qPCR, a decrease in Clostridium clusters I/1I and XI, including
pathogenic and putrefactive bacteria, was reported.

3.3.11. Resistant Dextrin

In a group of 48 healthy adults, administration of 10, 15, or 20 g/day of resistant dextrin
for 2 weeks was examined [27]. The results revealed no significant changes in fecal SCFA
production from baseline, as determined by GC. Based on qPCR, the amounts of Bacteroides
increased significantly while those of potentially harmful Clostridium perfringens decreased from
baseline. Furthermore, an increase in 3-glucosidase activity was found, suggesting adaptation
of the gut microbiota to the new dietary substrates, possibly optimizing energy harvesting.

3.3.12. Resistant Starch (RS)

In a dose-response trial, 40 healthy adults consumed three structurally distinct type-IV
resistant starches (RS4s) to achieve a gradual increase in maize, potato, or tapioca RS4 to
10, 20, 35, and 50 g/day [29]. In general, RS4 supplementation did not change the total
SCFA concentration in feces (as measured by GC-MS); however, different RS4s showed
distinct effects on individual SCFAs. In fact, compared to baseline, maize RS54 significantly
increased the concentration of butyrate and its relative proportions; a reduction in the
relative proportion of propionate and in the BCFAs to SCFA ratio was also observed. At
the dose of 35 g/day, tapioca RS4 led to a significant increase in propionate from baseline;
such an increase was also significantly higher than for maize RS4. Similarly, to maize
RS4, consumption of tapioca RS4 at 35 g/day was associated with a reduction in the
BCFAs to SCFA ratio, compared to both potato RS54 and placebo. Interestingly, in this trial,
a dose-response relationship with a plateau at 35 g was also observed. As for the gut
microbiota (profiled through 16S rRNA gene amplicon sequencing), higher doses of maize
and tapioca RS4s resulted in a decrease in -diversity, especially evenness. The effects on the
composition were instead distinct and almost completely substrate specific. In particular,
maize RS4 resulted in the enrichment of the butyrate producer E. rectale, together with
Oscillibacter spp., Ruminococcus spp., and Anaeromassilibacillus spp., while tapioca RS54 in the
enrichment of P. distasonis, together with F. prausnitzii and Eisenbergiella spp. Confirming the
close associations between compositional and functional changes, Spearman’s correlation
analysis showed that maize RS4-induced shifts in butyrate proportions were positively
correlated with the increase in E. rectale (rs = 0.41, q = 0.07), while tapioca-RS4-induced
shifts in propionate proportions were positively correlated with the increase in P. distasonis
(OTU21; rs = 0.49, q = 0.03).

In another study, the administration of 40 g of high-amylose RS2 for 4 weeks to
19 adults led to a significant increase in serum acetate (as determined by GC) compared
to control [30]. In addition, a positive correlation was found between changes in ac-
etate and postprandial change in GLP-1 at 30min. Gut microbiota profiling through
16S rRNA gene amplicon sequencing revealed many changes, including a decrease in
Anaerostipes, Bacteroides, Blautia, Holdemanella, Coprococcus_1, Coprococcus_3, Lachnoclostrid-
ium, Lachnospiraceae_UCG-004, Erysipelotrichaceae_UCG-003, Paraprevotella, Phascolarctobac-
terium, Ruminiclostridium_6, Ruminococcaceae_UCG-002, and Eubacterium_eligens_group, and
an increase in Ruminococcaceae_UCG-005. According to the authors, these changes were
generally consistent with the available literature and could help explain the beneficial
effects of RS.

Finally, a study in 42 mid-age adults revealed that the consumption of 30 g/day
of MSPrebiotic®RS (unmodified potato RS) for 3 months did not lead to any significant
changes in fecal SCFAs, as assessed by GC [28]. As for variations in the compositional
structure of the gut microbiota (profiled through 165 rRNA gene amplicon sequencing),
the authors found a decrease in «-diversity, an increase in the relative abundance of
Bifidobacterium (particularly B. ruminantium) and R. bromii (a key player in the initial RS
breakdown, which could aid subsequent degradation by bifidobacteria), while a reduction
in the mucus-degrading species R. torques was reported.
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3.3.13. Xylo-Oligosaccharide (XOS)

Consuming 1.4 or 2.8 g/day of XOS for 8 weeks did not significantly change fecal
SCFAs (measured by GLC) compared to baseline and placebo [25]. Results were different
when healthy young adults consumed 5 g/day of XOS or 3 g inulin + 1 g XOS for 4 weeks:
both XOS and INU-XOS led to an increase in butyrate, propionate, and propionate/acetate
ratio, and a decrease in acetate, compared to the placebo group (MD); from baseline, the
two dietary interventions significantly changed the levels of all three individual SCFAs. In
addition, INU-XOS promoted the rise in total SCFA levels compared to MD [22].

In both studies [22,25], Bifidobacterium levels, although measured using different tech-
niques (culture-based in the former and qPCR in the latter), were higher after treatment
compared to placebo. Moreover, high-dose XOS resulted in increased proportions of the
butyrate producer Faecalibacterium and Akkermansia (as determined by 165 rRNA gene pro-
filing), while the INU-XOS combination led to a moderate increase in lactobacilli [22]. No-
tably, the authors also found a XOS-related increase in x-glucosidase and p-glucuronidase
activities, suggested as possible positive markers of butyrogenic strains [22].

3.3.14. Wheat Bran Extract (WBE)

As for WBE, one study reported the absence of significant changes in total and individ-
ual SCFAs in feces (as assessed by GC-MS) after supplementation at 15 g/day (week 1) and
30 g/day (week 2) to 19 healthy adults, compared to baseline and placebo [36]. However, it
should be noticed that isovalerate and p-cresol significantly decreased from baseline. The
gut microbiota composition was not determined.

Another study evaluated two different doses of 3 and 10 g/day of wheat bran extract
(WBE) containing AXOS (2.4 and 8 g/day, respectively), consumed for 3 weeks by 57 healthy
adults [37]. Based on GC determinations, total SCFAs, acetate, and propionate significantly
increased, as well as butyrate at the higher dose compared to placebo; propionate also
increased with 3 g/day WBE compared to placebo. As for the gut microbiota, FISH analysis
showed an increase in bifidobacteria at the higher dose compared to placebo. Notably,
urinary p-cresol excretion was significantly decreased at 10 g/day WBE, indicating reduced
protein fermentation.

Finally, in 24 healthy adults, a high dose (15 g/day) of AXOS resulted in no changes in
SCFAs, BCFAs, succinate, and lactate compared to MD. There was a decrease in acetate and
butyrate from baseline but not significant. It should be noted that, unlike previous studies,
SCFAs, BCFAs, succinate, and lactate were measured by ion exchange chromatography with
conductivity detection [38]. Based on 165 rRNA gene amplicon sequencing, the o-diverstity
of the gut microbiota was significantly reduced and there were some compositional changes,
including especially an increase in bifidobacteria.

3.3.15. Fiber Mix

In six studies [9,15,18,20,26,31] the effect of a dietary intervention with a fiber mix on
the fecal and plasmatic SCFA profile was evaluated. A prominent feature in most of these
studies was the presence of inulin.

Nineteen healthy adults were randomly assigned to the following 4 arms: (1) AXOS:
8.9 g/portion; glucans: 1.5 g/portion; RS: 6.6 g/portion (WWB + AXOS + RS); (2) AXOS:
18.4 g/portion; glucans: 3.1 g/portion; RS: 1.0 g/portion (WWB + hiAXOS); (3) AXOS:
0 g/portion; glucans: <0.15 g/portion; RS: 15 g/portion (WWB + hiRS); (4) AXOS:
0 g/portion; glucans: <0.15 g/portion; RS: 1.2 g/portion (WWB, control) [31]. An in-
crease in all plasma markers evaluated (by GC) was reported: total SCFAs and acetate with
AXOS compared to WWB; butyrate with WWB + hiAXOS vs. WWB; acetate, butyrate, and
total SCFAs at fasting and during the postprandial period with increasing content of AXOS;
total SCFAs at fasting, which were significantly related to a decrease in glucose response
in the later postprandial phase; and breath Hj, which was strongly correlated with total
SCFAs during the experimental day. No microbiota data were provided.
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After recruiting 20 adults, another study conducted two trials for 5 days, one with
food products (trial 1) and the other with drinks (trial 2) both enriched with 10 g of dietary
fiber concentrate extracted from the wheat plant (66% cellulose, 28% hemicellulose) [9]. No
significant changes were found in fecal SCFAs (as assessed by LC-MS/MS), except for an
increase in acetate with fiber-enriched foods (trial 1) compared to fiber-enriched drinks
(trial 2). The gut microbiota was profiled through 165 rRNA gene amplicon sequencing,
but no alterations were found.

In a study evaluating 30 healthy adults consumption of 15 g/day of 32-1 fructan for
4 weeks (50:50 mixture of inulin and short-chain oligosaccharides) significantly increased
the total SCFA concentration, specifically increasing the proportion of propionate and
butyrate while decreasing that of acetate, compared to MD. In addition, except for heptanoic
acid, reduced proportions of BCFAs were observed. SCFA and BCFA concentrations were
determined in feces by GLC [15]. Regarding the gut microbiota, qPCR analysis showed
a significant increase in Bifidobacterium spp. Another study evaluated consumption of
16 g/day of inulin-type fructan (50:50 inulin to fructo-oligosaccharide mix) for 3 weeks in
14 participants who routinely consumed low dietary fiber (LDF;) and 20 participants who
regularly consumed high dietary fiber (HDF;) [20]. No significant changes were found in
fecal SCFAs compared to baseline, as assessed by GC. The gut microbiota profiling (through
165 rRNA amplicon sequencing) showed a reduction in a-diversity in the HDF group while
an increase in the LDF group, and several compositional changes, including an overall
increase in bifidobacteria regardless of the habitual fiber intake. Furthermore, in the HDF
group, the authors observed an increase in Faecalibacterium but a decrease in other SCFA
producers, such as Coprococcus, Dorea, and Ruminococcus.

Consumption of a standard breakfast supplemented with 10 g 13C-inulin and 20 g of a
WB fraction (unmodified WB vs. WB with a reduced particle size (WB RPS) vs. destarched
pericarp-enriched WB (PE WB)) did not change the cumulative plasma concentrations of
13C-SCFAs (as assessed by GC), nor the relative proportions of acetate, propionate, and
butyrate, when compared to control [18]. Dietary fiber intervention was evaluated in
10 healthy adults. The gut microbiota was not profiled.

Finally, in a study to evaluate the effect of consuming 3 g/day of beta-glucans from
different sources for 3 weeks, gender-specific variations in fecal SCFA levels (determined
by GC-MS) were observed [26]. The study was conducted in 14 healthy adults, including
eight males and six females. Notably, in the male group, supplementation increased total
SCFAs and formate with barley beta-glucans compared to those of oat, and gamma-amino-
butyrate and palmitoleic acid with mutant barley compared to control. In the female group,
the authors observed an increase in isobutyrate, isovalerate, and 2-methylbutyrate with
barley beta-glucans compared to oat beta-glucans, and a decrease in enterolactone with
mutant barley compared to control. Again, the gut microbiota was not profiled.

3.3.16. Specific Foods and Diets

In the other selected studies, food and diets with a specific amount of dietary fiber were
tested. For example, the consumption of 200 g/day of canned chickpeas (corresponding
to about 3-5 g of oligosaccharides) for 3 weeks in 12 healthy adults did not result in
significant changes in fecal levels of total or individual SCFAs, as assessed by GC [12].
As for the gut microbiota, R-TFLP and qPCR analysis showed a reduction in Clostridium
histolyticum—Clostridum lituseburense groups (including pathogenic and putrefactive taxa),
and ammonia-producing bacteria.

No significant changes in fecal SCFA levels (determined by UPLC-MS/MS) were
observed even after supplementation with 40 g/day of a commercially available oat-based
product (containing 1.4 g of beta-glucans) for 6 weeks to 34 healthy adults with mild
hypercholesterolemia) [49]. On the other hand, qPCR analysis showed an increase in
lactobacilli and bifidobacteria (although the latter was not significant). The absence of
changes in fecal SCFAs was confirmed by HPLC after the administration of 48 g/day of
maize-derived whole-grain cereal (total fiber 14.2 g) for 3 weeks in 32 healthy adults [47],
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and after consumption of 45 g/day of whole-grain oat granola (WGO) for 6 weeks by
30 mildly hypercholesterolemic or glucose intolerant adults [48]. In both studies, an
increase in bifidobacteria was found using FISH, along with an increase in lactobacilli and
total bacteria with WGO.

Conversely, some changes in plasma SCFA levels were determined by GC in a study
testing in 17 healthy adults) different evening meals in which the main proportion of carbo-
hydrates was derived from: (1) ordinary barley kernels (OB); (2) OB cut 1-2 times (cutOB);
(3) barley kernels with elevated amounts of amylose (HAB); (4) barley kernels with ele-
vated amounts of 3-glucans (HBB); (5) WWB added with high-RS corn starch (WWB + RS);
(6) WWB with added similar amounts of RS and DF from barley (WWB + RS + DF); and
(7) one-half portion of OB bread (1/2 OB) [50]. Specifically, HAB and HBB significantly
increased butyrate compared to WWB. In addition, a positive correlation between butyrate
and indigestible carbohydrates was found, and between butyrate and breath H,. On the
other hand, butyrate at fasting was inversely related to serum insulin response and an inverse
association between butyrate and acetate and postprandial glucose response was found.

The latest selected studies aimed to examine the effect of a diet rich in whole grains
(WG) on the SCFA profile. One of these showed that the consumption of a WG-rich diet (total
fiber: 32 g/day) by 17 healthy adults led to an increase in acetate and butyrate and a decrease
in isovalerate compared to a refined grain (RG)-based diet; in addition, women experienced
a reduction in succinate levels [44]. In this study, the metabolic profile was analyzed in fecal
waters by NMR. Similarly, a WG diet (40 & 5.0 g fiber) consumed for 6 weeks by 41 healthy
adults (was compared with a RG diet (21 & 3 g fiber) consumed for 6 weeks by 40 healthy
adults [45]. The WG diet resulted in an increase in fecal acetate and total SCFAs compared
to RG, as assessed by GC-MS. This study also profiled the gut microbiota through 165 rRNA
amplicon sequencing, showing some favorable changes, namely an increase in Lachnospira
and Roseburia (although the latter was just a trend) and a decrease in enterobacteria. In
contrast, no changes were found in fecal levels of total and individual SCFAs and BCFAs
(as determined by GC) when 33 healthy adults (consumed diets high in WG (>80 g/day)
for 6 weeks [43]. The authors also analyzed some groups of the gut microbiota by FISH but
did not find any compositional changes. Finally, a study investigated the effects on fecal
SCFAs (by GC) of consuming whole-grain wheat (WGW; total dietary fiber, 34.9 = 11.9 g)
and whole-grain rye (WGR; total dietary fiber, 31.1 & 10.9 g) compared to refined cereals
(RW; total dietary fiber, 22.9 & 9.2 g), in 70 overweight, otherwise healthy adults [46]. No
significant changes in total SCFAs, acetate, and propionate were found with WGW or WGR
from baseline. Butyrate decreased with RW compared to the two dietary interventions.
Associations between plasma alkylresorcinols and total SCFAs, butyrate, and acetate were
confirmed by dose-response analyses. Again, no changes were shown in the gut microbiota
(profiled through 165 rRNA gene amplicon sequencing).

3.3.17. Total Fiber Intake during Specific DF Interventions

In addition to the type of fiber, an additional source of heterogeneity among studies
was related to the dose of fiber used in the different interventions. As shown in Table S2,
almost all trials, except three, reported the amounts of fiber provided by the tested DF or
food or diet. The daily doses largely varied among studies. For instance, among studies
testing inulin, the doses used were 5 and 7.5 g [20] but also 20 g [23] to assess the impact
of agave IN and the same amount in a trial investigating the impact of chicory IN [14],
reaching 24 g in another [19].

While fiber provided by the tested foods was generally reported in most of the studies,
daily total fiber intake during the interventions was estimated in only a few trials. How-
ever, also among studies providing this information, a large variability was observed. For
instance, a daily total fiber consumption of about 19 g/day, thus lower than dietary recom-
mendations, was provided in the study by Walton and colleagues [42], and by Connolly
et al. who tested the effect of 2.8 g fiber and 1.3 g 3-glucan (from a 45 g/day serving of
product) [48]. On the other hand, the highest daily intake was estimated in the study by
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Zhang et al. [30] who investigated the impact of 40 g/day high-amylose RS2 in an inter-
vention arm providing about 55 g of fiber, and in the study by Fechner and coworkers [40]
in which 25 g/day lupin kernel fiber from experimental foods were included in a dietary
pattern providing a total of 59 g DF, thus much higher than the suggested dietary target.

3.4. Link between 16S rRNA Gene Amplicon Sequencing Data and SCFA Levels

In order to infer a link between bacterial taxa and SCFA metabolism, in this section we
report conclusive results based only on those studies where the gut microbiota composition
relied on 165 rRNA gene amplicon sequencing, i.e., where the whole bacterial community
was characterized rather than a few selected taxa. As previously mentioned, fourteen
studies analyzed the microbiota using this untargeted method. Below we voluntarily
avoid commenting on the target region used for the amplification step, the quality of
the denoised reads, and the heterogeneity of the population cohorts, but we describe the
differentially represented taxa and their association with SCFAs, as detected in each of the
DF interventions.

The influence of diet on gut health, including the immune system, is firstly evidenced
by those dietary regimens rich in whole grains (WG) [45,46] that add the beneficial effects
of vitamins, trace elements, fibers, and many other potential effectors. When a WG diet was
compared with a refined grain (RG) diet [45], an increase in the SCFA producer Lachnospira
and a decrease in proinflammatory Enterobacteriaceae were detected, along with changes in
stool acetate and total SCFAs. Moreover, a positive correlation emerged between Lachnospira
and Roseburia and acetate and butyrate, respectively.

In a study based on the administration of inulin-type fructans [20], although sev-
eral microbial changes were detected including an increase in the relative abundance of
Bifidobacterium and a decrease in genera Coprococcus, Dorea, Ruminococcus, and Oscillospira,
no difference in SCFA concentration was found after dietary treatment. The increase in
the genus Bifidobacterium was confirmed in another cross-over study where the dietary
intervention was based on the same type of fiber. Again, the measurement of SCFAs did not
show any significant difference probably due to their absorption in the colon [14]. Agave
inulin fiber supplementation [21] also did not lead to changes in SCFA levels but increased
the proportions of Bifidobacterium; furthermore, a negative correlation was found between
total fiber intake and the bacterial genus Desulfovibrio.

Treatments with resistant starches (RSs) have also been shown to influence the fecal bac-
terial metacommunity and consequently the metabolism of SCFAs. In particular, RS dietary
intervention [30] promoted an increase both in various genera (Ruminococcaceae_UCG-
005, Akkermansia, Ruminococcus_2, Victivallis, and Comamonas) and in the serum level of
acetate. About discrete RS structures, crystalline maize RS54 and cross-linked tapioca RS4
led to increased relative abundances of Eubacterium rectale and Parabacteroides distasonis,
respectively, which directed SCFA output toward either butyrate or propionate [29].

The administration of an arabinogalactan product obtained from larch extraction [24]
did not lead to a significant change in acetate, propionate, butyrate, and isobutyrate,
while the other BCFAs decreased. At the genus level, Bifidobacterium, one of the taxa
responsible for lactate and acetate metabolism, showed an increasing trend in treated versus
placebo subjects. Similarly, acute and long intake of the wheat bran extract arabinoxylan—
oligosaccharide (AXOS) led to an increase in Bifidobacterium over time but no differences in
fecal and plasma SCFA levels were found between the AXOS and the placebo group [38].
Furthermore, the supplementation of a DF concentrate extracted from the wheat plant [9]
and composed mostly of cellulose and hemicellulose, did not result in significant differences
in fecal SCFAs when compared to a control diet, but led to increased relative abundances
of Blautia faecis (Lachnospiraceae family).

A strong correlation between total fecal SCFAs and Lachnospiraceae was also found in
subjects receiving polidextrose (PDX) and corn fiber (SCF) compared to a control diet [13],
supporting that this family is a major producer of SCFAs. The same study highlighted the
increase in one of the major butyrate producers, i.e., Roseburia. On the other hand, the PDX-



Nutrients 2022, 14, 2559

17 of 26

enriched diet led to a decrease in Lachnospiraceae and Eubacteriaceae. Faecalibacterium
prausnitzii, a butyrate-producing species, together with Roseburia, Phascolarctobacterium, and
Dialister, were increased in both PDX and SCF administered subjects, whereas Lactobacillus
was greater only after SCF intake. Fecal acetate, propionate, and butyrate concentrations
were lower in PDX versus SCF diet.

Finally, a diet low in fermentable, oligo-, di-, mono-saccharides, and polyols (FODMAPs) [35],
in addition to either maltodextrin (MD) or oligo-fructose (OF), led to a reduction in bifi-
dobacteria and SCFA-producing clostridial species and an increase in Ruminococcus torques,
a mucus-degrader bacterium typically associated with irritable bowel syndrome (IBS) [70].

3.5. Other Health-Related Findings Considered in Selected Studies

In this section, direct and indirect effects on health-related parameters are discussed
(Table S3).

Body composition. Regarding body weight: two studies reported no changes [10,21],
one study a trend toward an increase in RG compared to WG [43], another one a decrease,
as well as in BMI and waist circumference following CF and LF treatment vs. baseline [40];
no significant changes were registered in anthropometric measurements compared to the
control group [30,47] or from baseline [9], or both (i.e., baseline and control) [43].

GI symptoms. Twenty studies analyzed tolerance in terms of gas/flatulence, nausea,
vomiting, abdominal cramping, abdominal distention/bloating, borborygmus/stomach
rumbling, burping, and reflux [11,14-17,20-22,24,27-33,37-39,46]. Nine studies did not find
differences in GI symptoms such as flatulence and abdominal pain [16,24,28,30-33,39,46]
and gastric emptying [38]. On the other hand, some studies showed an increase in moderate
flatulence [11,20,22,27,29,37,46], mild and moderate bloating [16,22,39], indigestion [15],
abdominal pain [15,27], and frequency of self-reported adverse GI events [15], reflux [11],
rumbling [39], and GI symptoms in general [15,17]; only two studies reported a decrease
in the frequency of constipation [37] and bloating [46]. Six studies evaluated bowel habits
without reporting significant changes [14,24,28,33,37,47].

Stool characteristics. Twenty studies analyzed stool pH, mass, frequency, consistency,
and weight [9,11,14,16,21,22,24,25,28,29,32,33,37-41,43,45,46]. After DF intake, no significant
changes were found in seven studies [9,16,24,25,29,32,43], while some studies reported an
increase in: fecal hardness [39], fecal weight [9,11,40,45], stool frequency [22,41,45,46], fecal
consistency [38], fecal softness and fecal water content [46], and formed stool [33]. On the
other hand, a reduction in stool consistency and liquidity perceived [22], fecal dry matter [40],
and fecal hardness [14] were also reported. Studies investigating changes in fecal pH after
consumption of DFs [11,13,22,23,27,40] showed a reduction with the exception of two studies
in which inulin and a WG-rich diet did not significantly change pH [14,43], respectively.

Appetite. This review did not find out any significant changes in appetite ratings [20,23,31,38]
except for a decrease in satisfaction before lunch and hunger before dinner, and an increase
in fullness and satisfaction after lunch when DFs were consumed 30 min before breakfast
and 30 min before dinner [20].

Gut hormones. Some studies did not find changes in PYY [30,48], GLP-1 [31,48], and
GLP-2 [31]. In contrast, the consumption of 15 g/day of AXOS for 12 weeks led to a decrease
in postprandial GLP-1 AUCg g9 min compared to placebo [38]; in addition, one study found
an increase in GLP-1 after consumption of 40 g of high-amylose RS2 for 4 weeks [30].
Consuming 40 g of high-amylose RS2 for 4 weeks also led to increased secretion of C-
peptide compared to control [30], while no changes were observed after consumption of
75 g of glucose combined with 24 g of inulin [19].

Lipid profile. Of the ten studies evaluating the lipid profile [17,26,30,35,37,40,43,45,47,48],
no significant changes were found in seven [17,26,35,37,43,45,47], while three studies showed
areduction in certain blood lipid markers [30,40,48] with the exception of HDL that remained
unchanged [40].

Glucose and insulin. Six out of seven studies did not find any significant changes [17,19,
38,43,47,48], while increasing AXOS resulted in a dose-dependent decrease [31]. Regarding
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insulin response, one study reported significant treatment x time effects for post-prandial
insulin concentrations [17] and another reported an increase at 30 min after meals [30]. In
addition, DF consumption led to a reduction in ISIcomposite, i-€., the insulin sensitivity index,
and no significant changes in HOMA-IR [31], while plasma insulin iAUC decreased with
the consumption of 25.5 g/day of L-rhamnose compared to control [17]. In contrast, three
studies did not find any significant changes [19,38,48].

H); breath excretion. A significant increase was reported in four studies [17,19,30,35]
after dietary intervention, while in two studies [18,38] DF intake did not influence H; levels
from baseline.

Immune system. Nine studies [14,15,22,32,33,37,38,45,48] also investigated the effects of
DF intervention on immune-function-related markers: three studies reported no significant
changes in immune parameters [14,32,48]; in one study [33], the response of two fecal im-
mune markers (IgA and PGE;) was different, with the former significantly decreasing and
the latter not varying. In other studies, DF intervention led to increased IgA expression [22]
and a decrease in lymphocyte percentage in plasma [37]. One study [45] showed that DF
intervention did not produce any significant effect on immune parameters except for a
positive effect on effector memory T cells and acute innate immune response. In another
study [15], the serum IL-4 level, the circulating percentages of CD282+/TLR2+ myeloid
dendritic cells, and the ex vivo responsiveness to a toll-like receptor 2 agonist were higher,
while the serum IL-10 level was lower after DF intervention.

Gut permeability. It was assessed in four studies [15,22,38,46]; two studies did not find
any changes [38,46], while the other two found an increase [15] and a reduction [22] in
circulating LPS after DF intervention.

Other parameters. After consuming 15 g/day of GOS for 4 weeks, one study reported
no changes in oxidative stress parameters (malondialdehyde, trolox equivalent antioxi-
dant capacity, and uric acid) [32]. Another study [23] investigated the influence of inulin
(20 g/day for 4 weeks) on iron absorption in women with low-iron status, showing no
change the iron status evaluated through erythrocyte incorporation of iron stable-isotope
labels. On the other hand, inulin consumption was related to a significant increase in
methane and a significant reduction in the rebound rate of free-fatty acids (FFA) compared
to glucose consumption [19]. Another study evaluated FFA after consumption of 15 g/day
of wheat bran extract for 12 weeks and reported no changes compared to placebo [38]. A
WG diet was associated with higher excretion of nicotinurate in fecal waters and lower
urinary excretion of carnitine, acetylcarnitine, urea, and taurine compared to a RG diet [44].
In addition, it was shown that the WG diet had a different effect between women (charac-
terized by an increase in fumarate) and men (characterized by an increase in creatinine and
a reduction in several metabolites, such as methylguanadine, pyruvate, citrate, succinate,
3-hydroxyisovalerate, and N-acetyl-glycoproteins). Another study evaluated delayed-type
hypersensitivity (DTH response) after consuming a WG diet for 6 weeks and showed no
significant changes [45]. Consumption of 15 g/day of arabinogalactan for 6 weeks increased
the abundance of gut microbiome genes encoding o-l-rhamnosidase, 3-fructosidase, and
levanase, and the biosynthesis pathways for tricarboxylic acids and vitamin B6, compared
to MD [24]. In contrast, one study showed that bacterial enzymatic activity decreased with
the supplementation of XOS and INU-XOS compared to MD [22], while no significant
changes in (3-glucosidase were found after the consumption of 20 g/day of chicory inulin
compared to control. Conversely, an increase in 3-glucosidase activity was observed with
NUTRIOSE® at 10 and 15 g/day for 2 weeks compared to glucose [27]. Furthermore, one
study found that consuming a low-FODMAP diet supplemented with OF at 14 g/day
for 1 week led to a significant increase in colonic volume from baseline [35]. Regarding
urinary metabolites, this DF intervention resulted in a significant decrease in aggregate
metabolite score for carbohydrates and carbohydrate conjugates from baseline, while it did
not change aggregate metabolite scores for amino acids, peptides and analogues, and lipids.
Another study [38] evaluated the possible influence of supplementation with 15 g/day
of wheat bran extract for 12 weeks on whole-gut transit time, oro-cecal transit time, and
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energy expenditure, and found that they were all unchanged compared to placebo. In
addition, oro-fecal transit time decreased with LF [40]. Another study showed that con-
sumption of 20 g/day of inulin for 3 weeks did not change intestinal transit time compared
to control [14]. Systolic blood pressure was significantly lower after the supplementation of
25 g/day of LF and 25 g/day of CF for 4 weeks, compared to the control treatment [40].
After supplementation of 3x5 g/day of 32-1 fructan for 4 weeks [15], general wellbeing
did not change while it decreased after supplementation of 6.64 g of INU-XOS for 3 weeks
compared to MD [22]. No differences were found in the start and duration of fermentation
with WB fractions compared to the control [18]. Reduced genotoxic effects of fecal waters
were shown after PDX consumption [33], while no changes were found after interventions
with WBE and OF [36]. On the other hand, consumption of WBE was associated with a
significant decrease in fecal water cytotoxicity [36]. Finally, one study evaluated the effect
of consumption of RS (40 g/day) for 4 weeks on liver function indices (i.e., aspartate amino-
transferase, alanine aminotransferase, and y-glutamyl transferase) and renal function (i.e.,
urea nitrogen), and found that all parameters remained unchanged except for a reduction
in blood urea nitrogen [30].

4. Discussion

In this systematic review, we analyzed 42 randomized controlled trials reporting the
effects of DFs on SCFA profile and, when available, on gut microbiota composition and
other health outcomes. Studies were selected from a comprehensive database built to
collect all the randomized, controlled, human trials performed on this topic and testing
confirmed or candidate prebiotic components. We have found that DF interventions may
affect the taxonomic community structure of the intestinal microbiota producing variable
(non-univocal) significant effects on SCFA levels in apparently healthy adults. Among the
42 studies analyzed, 12 evaluated total SCFA; 7 of them showed that the consumption of DF
led to a significant increase in total SCFAs, while no significant changes were observed in
the other five studies. When considering individual SCFA levels, 26 studies did not report
significant differences after the DF interventions, while significant changes for one or more
SCFAs were described in the other 16 studies analyzed. Overall, these results underline
that the available data are still not sufficient to definitely confirm the actual relationship
between DF and SCFA production. Specifically, an important finding of this review is that
the modulation of the SCFA profile is highly influenced by DF type, structure, and dose
consumed, but also by individual characteristics (including gut microbiota composition).

It is generally recognized and supported by the literature that DFs can significantly
modulate the microbiota composition that varied after the DF intervention compared
to the control/placebo group; in our review, only three studies revealed no significant
changes [9,43,46]. However, in 18 out of 42 studies analyzed the consumption of DFs
led to modifications in the gut microbiota composition not accompanied by a significant
modulation of the SCFA profile [10,12,16,20,21,23-25,27,28,32,33,35,38,39,47-49].

Thirteen studies included in this review [11-13,17,18,22,26,29,31,36,39,40,50] have
demonstrated how diversified fiber structure can enrich diverse bacterial taxa. The struc-
ture of the carbohydrate provides competitive advantages both to bacterial strains and
taxonomic groups in the colon: enzymes are produced by bacteria with a high specificity so
that binding domains and catalytic site allow certain strains to cleave bonds, explaining the
high strain-level diversity in the colon [71]. In this context, the concept of “discrete struc-
tures” has been developed and applied to DFs, defined as the unique chemical structures
that align with gene clusters encoded in the genomes of specific microbial species, leading
to a selective enrichment of a few bacteria [4]. This concept was supported by recent results
also showing that small discrete differences in the structure of DF can differently influence
the gut microbiota composition, as shown for the same category of fiber, type-IV resistant
starch (RS4), for which discrete structural differences in chemical structure and granule
size were sufficient to induce distinct effects on fecal microbiota composition and its func-
tions [29]. Since the exact DF dose required for producing consistent outcomes in humans
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is unknown [72], another important variable we considered is the different amount tested
for the same DFs in some studies analyzed. The results showed how higher DF doses can
affect the intestinal microbial ecosystem more extensively than low doses [10,25,29,37,39].
These differences depend on the interaction between type and dose of DFs used [39].

The effects of DF interventions could be difficult to interpret due to the intricacy of the
relationship between diet (which also includes a large number of variables per se) and gut
microbiota composition by also considering the complexity of gut microbial metabolism.
Metabolic cross-feeding is defined as the interaction between bacterial strains in which
metabolites resulting from the metabolism of one strain are further metabolized by another
strain [73]. Thus, metabolic cross-feeding could explain the observed taxonomic changes
without a modification of the SCFA profile, and it is possible that the SCFAs could further
shape the gut microbiota composition [74]. Another possible explanation is the utilization
of SCFAs by the colonocytes for energy [7].

It has been shown that anthropometric variable (BMI), health/disease status, and age
can have a great impact on the gut microbiota composition [75,76]. In order to limit the
influence of these factors on the results after DF interventions, we included only studies
performed in apparently healthy adults with an average BMI < 30 kg/m? and a mean age
between 18 and 60 years. However, there are further individual differences, which not
all studies have considered, that can interfere with the interpretation of the results on the
impact of DF intervention on gut microbiota and derived metabolites. In particular, sex
could be a factor influencing the gut microbiota [75] and SCFA-related results, but only two
studies have considered sex-specific effects in the evaluation of results [26,44]. Specifically,
one of the studies [26] reported that the final fecal metabolome was mostly affected by
inter-individual (e.g., in blood and anthropometric parameters) and sex differences (~28%
variation and ~15% variation, respectively), while the DF treatment affected only ~8% of
variation. In particular, a more consistent effect on SCFA profile was observed in males
compared to females [26].

It is noteworthy to consider that the interest in DFs-dependent SCFA production, also
explored by the present review, is linked to the potential direct or indirect role played by
these microbial metabolites on function and biological activities linked to human health.
For example, a possible mechanism through which SCFAs can provide health benefits is
related to the reduction in colonic and fecal pH. A decrease in gut pH could be associated
with a reduction in Clostridium perfrigens, a potentially harmful bacterium, thus promoting
a more favorable and healthy gut environment [27].

Among the beneficial effects that SCFAs could have on the host, there are many pro-
posed favorable metabolic impacts which seem to support the important contribution of
fiber intake for the reduction in numerous chronic diseases. For example, the production of
SCFAs during colonic fermentation of indigestible carbohydrates has been reported to be
associated with beneficial effects on glucose metabolism. The underlying mechanism is not
clear, but it has been suggested that there is a strong correlation between circulating FFAs,
insulin sensitivity [76], and glucose tolerance [77-79]. These effects could also support
in part the hypothesized role of DF-derived SCFAs on body weight and eating behavior
mediated by gut hormone levels and appetite/satiety sensation [30]. For example, propi-
onate has been related to an amelioration of satiety [80] through an induction in anorectic
hormones and intestinal gluconeogenesis, which also affects glucose metabolism [81-83].

Moreover, SCFA production is supposed to promote a functional gut intestinal barrier,
which is pivotal for reducing intestinal permeability found in many different diseases [84,85].
In this regard, animal models have revealed a beneficial role of butyrate in maintaining
gastrointestinal barrier integrity, quenching oxygen at the epithelial interface, and exerting
immune-modulating [86,87] and also anti-carcinogenic effects, even if direct evidence in
humans is still limited [88].

While the health promoting effect of dietary fiber is well recognized and acknowl-
edged [89], the mixed results obtained in the present review specifically focused on the
impact of DF interventions on SCFA production and gut microbiota composition cannot
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help providing consistent and definitive confirmation of the extent of such an impact,
at least in healthy adults. This may be due to the paucity of available results and the
numerous factors affecting response to a treatment by also considering that, in most of
the cases, the analysis of health-related biomarkers was performed as secondary or even
tertiary outcomes; thus, results may be critical or unreliable due to an inadequate sample
size used to test the hypothesis of a significant modulatory effect.

It is also noteworthy that fecal concentration of SCFAs may not directly represent
the rate of their production due to several factors such as the rapid absorption of most
SCFAs produced in the large intestine [90]. The last but not the least, the analytical method
adopted to evaluate SCFA levels in biological samples was found to be critical in providing
accurate data, consequently affecting the results obtained, as discussed critically in a recent
report [91], and increasing uncertainties in the assessment of such studies.

Finally, the lack of adequate control for total DF intake observed in many studies
(see Supplementary Table S3) deserves a major comment, in that often only the amount of
single fibers added to the diet has been considered and the two treatments are not always
comparable for total DF intake. This limitation could conceal a total amount of daily fiber
even largely below those generally recommended.

5. Conclusions and Future Perspectives

Despite the large interest on prebiotic dietary fibers and their positive impact on
human health, the results of the present review indicate that, due to the lack of univocal
data obtained, it is still difficult to define how, how much, to whom, and which dietary
fibers should be suggested to affect the intestinal microbial ecosystem in healthy adults.
In addition, the results are marred by significant heterogeneity in analytic methods used
to analyze SCFA profile across the available studies, suggesting the need for standard-
ized /harmonized protocols to obtain results that can be compared.

High-quality RCTs are needed to clarify the effects of DF intervention on SCFA profile
and gut microbiota composition in order to better understand the possible role of specific
categories of dietary fiber, as key compounds exerting possible targeted health benefits.
In particular, the future studies should be performed by considering different important
aspects. First, a careful selection, standardization, and characterization of the study popu-
lation should be planned in order to limit the presence of potential confounding factors
that are able to increase inter-individual variability. Second, standardized procedures and
analytical methodologies should be adopted to provide accurate results that facilitate the
comparison between studies. Third, the impact/role/contribution of the different DFs,
DF-food sources, food matrices, and degree of DF polymerization need to be evaluated.
Fourth, dose-response studies that also take into consideration the contribution of time
exposure should be carried out. Fifth, when analyzing data, the contribution of the overall
diet (and fiber intake specifically) in the modulation of gut microbiota, SCFAs, and health-
related markers should be carefully considered. In addition, other important factors to
consider are adequate power calculation, randomization, and identification of the best
control/placebo treatment and evaluation of baseline individual characteristics, including
microbiota composition.

In the near future, the possibility to draw conclusions on concordant data based on the
same methodological workflow will allow researchers to delve into specific elaborations
(e.g., helping to define prebiotic role of dietary compounds in health and disease, defining
specific prebiotic recommendations) based on unbiased and enlarged reference datasets
with a clear and appropriate statistical power.

Supplementary Materials: The following are available online at https:/ /www.mdpi.com/article/
10.3390/nu14132559/5s1, Table S1: Characteristics of the dietary intervention studies investigating
the effects of dietary fibers consumption. Table S2: Daily fiber intake of participants during the DF
interventions reported by studies included in the review. Table S3: Characteristics of the health-
related outcomes and their findings. Figure S1: Risk of bias for each item assessed in each of the
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included studies. Figure S2: Risk of bias for each item assessed, presented as a percentage across all
included studies combined.

Author Contributions: Conceptualization, PR.; methodology, D.M., C.D.B., and S.G.; formal analysis,
V.V., P.B. (Paola Biscotti), V.T., M.M., PR., and S.G.; data curation, M.P. (Mariona Pinart), M.D.A., TM.,
A.U.C,S.T, and EM.C,; writing—original draft preparation, V.V., P.B. (Paola Biscotti), V.T., M.M.,
PR, S.G.,, ON, TM,, S.T,, DM, C.D.B., and EM.C,; writing—review and editing, M.G., M.P. (Marisa
Porrini), C.A.-L., P.B. (Patrizia Brigidi), M.D.A., and K.N.; visualization, V.V. and P.B. (Paola Biscotti);
supervision, PR. and S.G.; funding acquisition, PR. and S.G. All authors have read and agreed to the
published version of the manuscript.

Funding: This research was supported by the Joint Action “European Joint Programming Initiative
’A Healthy Diet for a Healthy Life’ (JPI HDHL)” and the respective national/regional funding or-
ganizations: Fund for Scientific Research (FRS-FNRS, Belgium); Research Foundation—Flanders
(FWO, Belgium); INSERM Institut National de la Santé et de la Recherche Médicale (France); Fed-
eral Ministry of Food and Agriculture (BMEL, Germany, grant number 2819ERA10F) represented
by Federal Office for Agriculture and Food (BLE, Germany); Federal Ministry of Education and
Research Germany (BMBF, FKZ 01EA1906A, 01EA1906B) Ministry of Education, University and
Research (MIUR), Ministry of agricultural, food and forestry policies (MiPAAF), National Institute of
Health (ISS) on behalf of Ministry of Health (Italy); National Institute of Health Carlos III (Spain);
The Netherlands Organization for Health Research and Development (ZonMw, The Netherlands),
Austrian Research Promotion Agency (FFG) on behalf of the Austrian Federal Ministry for Education,
Science and Research (BMBWF), Ministry of Science and Technology (Israel), Formas (Sweden). For
the main and corresponding author the grant was supported by MiPAAF (D.M. 36959/7303/18).

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

Acknowledgments: The authors acknowledge the support of the APC central fund of the University
of Milan. PR., C.D.B. and D.M. also thank the project MIND FoodS HUB cofounded by POR FESR
2014-2020_BANDO Call HUB Ricerca e Innovazione, Regione Lombardia. D.M. is grateful for the
grant received by “Piano di sostegno alla Ricerca-Linea 2, azione A-grant number PSR2020_DMART”.
C.D.B. is grateful for the grant received by “Piano di sostegno alla Ricerca-Linea 2, azione A-grant
number PSR2020_CDELB”. TM, AUC and CAL thank MINECO PID2020-114921RB-C21, and CIBER-
FES (AC19/00096 from ISCIII). Cristina Andrés-Lacueva also thanks the award ICREA Academia.

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

References

1.

Gibson, G.R.; Hutkins, R.; Sanders, M.E.; Prescott, S.L.; Reimer, R.A.; Salminen, S.J.; Scott, K.; Stanton, C.; Swanson, K.S.;
Cani, PD.; et al. Expert Consensus Document: The International Scientific Association for Probiotics and Prebiotics (ISAPP)
Consensus Statement on the Definition and Scope of Prebiotics. Nat. Rev. Gastroenterol. Hepatol. 2017, 14, 491-502. [CrossRef]
[PubMed]

Williams, B.; Grant, L.; Gidley, M.; Mikkelsen, D. Gut Fermentation of Dietary Fibres: Physico-Chemistry of Plant Cell Walls and
Implications for Health. Int. J. Mol. Sci. 2017, 18, 2203. [CrossRef]

Deehan, E.C.; Duar, R.M.; Armet, A.M.; Perez-Munoz, M.E; Jin, M.; Walter, J. Modulation of the Gastrointestinal Microbiome
with Nondigestible Fermentable Carbohydrates to Improve Human Health. Microbiol. Spectr. 2017, 5, 5. [CrossRef] [PubMed]
Hamaker, B.R.; Tuncil, Y.E. A Perspective on the Complexity of Dietary Fiber Structures and Their Potential Effect on the Gut
Microbiota. . Mol. Biol. 2014, 426, 3838-3850. [CrossRef] [PubMed]

Holscher, H.D. Dietary Fiber and Prebiotics and the Gastrointestinal Microbiota. Gut Microbes 2017, 8, 172-184. [CrossRef]

Koh, A.; de Vadder, F.; Kovatcheva-Datchary, P.; Backhed, F. From Dietary Fiber to Host Physiology: Short-Chain Fatty Acids as
Key Bacterial Metabolites. Cell 2016, 165, 1332-1345. [CrossRef]

den Besten, G.; van Eunen, K.; Groen, A.K.; Venema, K.; Reijngoud, D.J.; Bakker, B.M. The Role of Short-Chain Fatty Acids in the
Interplay between Diet, Gut Microbiota, and Host Energy Metabolism. J. Lipid Res. 2013, 54, 2325-2340. [CrossRef]

Duvallet, C.; Gibbons, S.M.; Gurry, T.; Irizarry, R.A.; Alm, E.J. Meta-Analysis of Gut Microbiome Studies Identifies Disease-Specific
and Shared Responses. Nat. Commun. 2017, 8, 1784. [CrossRef]

Brandl, B.; Lee, Y.-M.; Dunkel, A.; Hofmann, T.; Hauner, H.; Skurk, T. Effects of Extrinsic Wheat Fiber Supplementation on Fecal
Weight; A Randomized Controlled Trial. Nutrients 2020, 12, 298. [CrossRef]


http://doi.org/10.1038/nrgastro.2017.75
http://www.ncbi.nlm.nih.gov/pubmed/28611480
http://doi.org/10.3390/ijms18102203
http://doi.org/10.1128/microbiolspec.BAD-0019-2017
http://www.ncbi.nlm.nih.gov/pubmed/28936943
http://doi.org/10.1016/j.jmb.2014.07.028
http://www.ncbi.nlm.nih.gov/pubmed/25088686
http://doi.org/10.1080/19490976.2017.1290756
http://doi.org/10.1016/j.cell.2016.05.041
http://doi.org/10.1194/jlr.R036012
http://doi.org/10.1038/s41467-017-01973-8
http://doi.org/10.3390/nu12020298

Nutrients 2022, 14, 2559 23 of 26

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

Reimer, R.A.; Soto-Vaca, A.; Nicolucci, A.C.; Mayengbam, S.; Park, H.; Madsen, K.L.; Menon, R.; Vaughan, E.E. Effect of Chicory
Inulin-Type Fructan—Containing Snack Bars on the Human Gut Microbiota in Low Dietary Fiber Consumers in a Randomized
Crossover Trial. Am. J. Clin. Nutr. 2020, 111, 1286-1296. [CrossRef]

Vester Boler, B.M.; Rossoni Serao, M.C.; Bauer, L.L.; Staeger, M. A ; Boileau, TW.; Swanson, K.S.; Fahey, G.C. Digestive Physio-
logical Outcomes Related to Polydextrose and Soluble Maize Fibre Consumption by Healthy Adult Men. Br. J. Nutr. 2011, 106,
1864-1871. [CrossRef] [PubMed]

Fernando, W.; Hill, J.; Zello, G.; Tyler, R.; Dahl, W.; van Kessel, A. Diets Supplemented with Chickpea or Its Main Oligosaccharide
Component Raffinose Modify Faecal Microbial Composition in Healthy Adults. Benef. Microbes 2010, 1, 197-207. [CrossRef]
[PubMed]

Hooda, S.; Boler, B.M.V,; Serao, M.C.R,; Brulc, ] M.; Staeger, M.A.; Boileau, T.W.; Dowd, S.E.; Fahey, G.C.; Swanson, K.S. 454
Pyrosequencing Reveals a Shift in Fecal Microbiota of Healthy Adult Men Consuming Polydextrose or Soluble Corn Fiber. ]. Nutr.
2012, 142, 1259-1265. [CrossRef] [PubMed]

Slavin, J.; Feirtag, J. Chicory Inulin Does Not Increase Stool Weight or Speed up Intestinal Transit Time in Healthy Male Subjects.
Food Funct. 2011, 2, 72-77. [CrossRef]

Clarke, S.T.; Green-Johnson, J.M.; Brooks, S.P.J.; Ramdath, D.D.; Bercik, P; Avila, C.; Inglis, G.D.; Green, J.; Yanke, L],
Selinger, L.B.; et al. B 2-1 Fructan Supplementation Alters Host Inmune Responses in a Manner Consistent with Increased
Exposure to Microbial Components: Results from a Double-Blinded, Randomised, Cross-over Study in Healthy Adults. Br. J.
Nutr. 2016, 115, 1748-1759. [CrossRef]

Costabile, A.; Kolida, S.; Klinder, A.; Gietl, E.; Bauerlein, M.; Frohberg, C.; Landschiitze, V.; Gibson, G.R. A Double-Blind,
Placebo-Controlled, Cross-over Study to Establish the Bifidogenic Effect of a Very-Long-Chain Inulin Extracted from Globe
Artichoke (Cynara scolymus) in Healthy Human Subjects. Br. ]. Nutr. 2010, 104, 1007-1017. [CrossRef]

Darzi, J.; Frost, G.S.; Swann, J.R.; Costabile, A.; Robertson, M.D. L-Rhamnose as a Source of Colonic Propionate Inhibits Insulin
Secretion but Does Not Influence Measures of Appetite or Food Intake. Appetite 2016, 98, 142-149. [CrossRef]

Deroover, L.; Verspreet, J.; Luypaerts, A.; Vandermeulen, G.; Courtin, C.; Verbeke, K. Wheat Bran Does Not Affect Postprandial
Plasma Short-Chain Fatty Acids from 13C-Inulin Fermentation in Healthy Subjects. Nutrients 2017, 9, 83. [CrossRef]

Fernandes, ].; Vogt, J.; Wolever, TM.S. Inulin Increases Short-Term Markers for Colonic Fermentation Similarly in Healthy and
Hyperinsulinaemic Humans. Eur. J. Clin. Nutr. 2011, 65, 1279-1286. [CrossRef]

Healey, G.; Murphy, R.; Butts, C.; Brough, L.; Whelan, K.; Coad, J. Habitual Dietary Fibre Intake Influences Gut Microbiota
Response to an Inulin-Type Fructan Prebiotic: A Randomised, Double-Blind, Placebo-Controlled, Cross-over, Human Intervention
Study. Br. J. Nutr. 2018, 119, 176-189. [CrossRef]

Holscher, H.D.; Bauer, L.L.; Gourineni, V.; Pelkman, C.L.; Fahey, G.C.; Swanson, K.S. Agave Inulin Supplementation Affects the
Fecal Microbiota of Healthy Adults Participating in a Randomized, Double-Blind, Placebo-Controlled, Crossover Trial. J. Nutr.
2015, 145, 2025-2032. [CrossRef] [PubMed]

Lecerf, ].-M.; Dépeint, E; Clerc, E.; Dugenet, Y.; Niamba, C.N.; Rhazi, L.; Cayzeele, A.; Abdelnour, G.; Jaruga, A.; Younes, H.; et al.
Xylo-Oligosaccharide (XOS) in Combination with Inulin Modulates Both the Intestinal Environment and Immune Status in
Healthy Subjects, While XOS Alone Only Shows Prebiotic Properties. Br. . Nutr. 2012, 108, 1847-1858. [CrossRef] [PubMed]
Petry, N.; Egli, I; Chassard, C.; Lacroix, C.; Hurrell, R. Inulin Modifies the Bifidobacteria Population, Fecal Lactate Concentration,
and Fecal PH but Does Not Influence Iron Absorption in Women with Low Iron Status. Am. J. Clin. Nutr. 2012, 96, 325-331.
[CrossRef] [PubMed]

Chen, O.; Sudakaran, S.; Blonquist, T.; Mah, E.; Durkee, S.; Bellamine, A. Effect of Arabinogalactan on the Gut Microbiome:
A Randomized, Double-Blind, Placebo-Controlled, Crossover Trial in Healthy Adults. Nutrition 2021, 90, 111273. [CrossRef]
[PubMed]

Finegold, S.M.; Li, Z.; Summanen, PH.; Downes, ]J.; Thames, G.; Corbett, K.; Dowd, S.; Krak, M.; Heber, D. Xylooligosaccharide
Increases Bifidobacteria but Not Lactobacilli in Human Gut Microbiota. Food Funct. 2014, 5, 436. [CrossRef]

Trimigno, A.; Khakimov, B.; Mejia, ].L.C.; Mikkelsen, M.S.; Kristensen, M.; Jespersen, B.M.; Engelsen, S.B. Identification of Weak
and Gender Specific Effects in a Short 3 Weeks Intervention Study Using Barley and Oat Mixed Linkage 3-Glucan Dietary
Supplements: A Human Fecal Metabolome Study by GC-MS. Metabolomics 2017, 13, 108. [CrossRef]

Lefranc-Millot, C.; Guérin-Deremaux, L.; Wils, D.; Neut, C.; Miller, L.E.; Saniez-Degrave, M.H. Impact of a Resistant Dextrin on
Intestinal Ecology: How Altering the Digestive Ecosystem with NUTRIOSE®, a Soluble Fibre with Prebiotic Properties, May Be
Beneficial for Health. J. Int. Med. Res. 2012, 40, 211-224. [CrossRef]

Alfa, M.].; Strang, D.; Tappia, P.S.; Graham, M.; van Domselaar, G.; Forbes, J.D.; Laminman, V.; Olson, N.; DeGagne, P,;
Bray, D.; et al. A Randomized Trial to Determine the Impact of a Digestion Resistant Starch Composition on the Gut Microbiome
in Older and Mid-Age Adults. Clin. Nutr. 2018, 37, 797-807. [CrossRef]

Deehan, E.C.; Yang, C.; Perez-Murtioz, M.E.; Nguyen, N.K.; Cheng, C.C.; Triador, L.; Zhang, Z.; Bakal, ].A.; Walter, J. Precision
Microbiome Modulation with Discrete Dietary Fiber Structures Directs Short-Chain Fatty Acid Production. Cell Host Microbe 2020,
27,389-404.€6. [CrossRef]

Zhang, L.; Ouyang, Y.; Li, H.; Shen, L.; Ni, Y.; Fang, Q.; Wu, G; Qian, L.; Xiao, Y.; Zhang, J.; et al. Metabolic Phenotypes and the
Gut Microbiota in Response to Dietary Resistant Starch Type 2 in Normal-Weight Subjects: A Randomized Crossover Trial. Sci.
Rep. 2019, 9, 4736. [CrossRef]


http://doi.org/10.1093/ajcn/nqaa074
http://doi.org/10.1017/S0007114511002388
http://www.ncbi.nlm.nih.gov/pubmed/21736814
http://doi.org/10.3920/BM2009.0027
http://www.ncbi.nlm.nih.gov/pubmed/21831757
http://doi.org/10.3945/jn.112.158766
http://www.ncbi.nlm.nih.gov/pubmed/22649263
http://doi.org/10.1039/C0FO00101E
http://doi.org/10.1017/S0007114516000908
http://doi.org/10.1017/S0007114510001571
http://doi.org/10.1016/j.appet.2015.12.011
http://doi.org/10.3390/nu9010083
http://doi.org/10.1038/ejcn.2011.116
http://doi.org/10.1017/S0007114517003440
http://doi.org/10.3945/jn.115.217331
http://www.ncbi.nlm.nih.gov/pubmed/26203099
http://doi.org/10.1017/S0007114511007252
http://www.ncbi.nlm.nih.gov/pubmed/22264499
http://doi.org/10.3945/ajcn.112.035717
http://www.ncbi.nlm.nih.gov/pubmed/22743314
http://doi.org/10.1016/j.nut.2021.111273
http://www.ncbi.nlm.nih.gov/pubmed/34004416
http://doi.org/10.1039/c3fo60348b
http://doi.org/10.1007/s11306-017-1247-2
http://doi.org/10.1177/147323001204000122
http://doi.org/10.1016/j.clnu.2017.03.025
http://doi.org/10.1016/j.chom.2020.01.006
http://doi.org/10.1038/s41598-018-38216-9

Nutrients 2022, 14, 2559 24 of 26

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

Boll, E.V].; Ekstrom, LM.N.K.; Courtin, C.M.; Delcour, J.A.; Nilsson, A.C.; Bjorck, IM.E.; Ostman, E.M. Effects of Wheat
Bran Extract Rich in Arabinoxylan Oligosaccharides and Resistant Starch on Overnight Glucose Tolerance and Markers of Gut
Fermentation in Healthy Young Adults. Eur. |. Nutr. 2016, 55, 1661-1670. [CrossRef]

Wilms, E.; An, R; Smolinska, A.; Stevens, Y.; Weseler, A.R.; Elizalde, M.; Drittij, M.].; Ioannou, A.; van Schooten, EJ;
Smidt, H.; et al. Galacto-Oligosaccharides Supplementation in Prefrail Older and Healthy Adults Increased Faecal Bifidobacteria,
but Did Not Impact Immune Function and Oxidative Stress. Clin. Nutr. 2021, 40, 3019-3031. [CrossRef] [PubMed]

Costabile, A.; Fava, F; Roytio, H.; Forssten, S.D.; Olli, K,; Klievink, J.; Rowland, I.R.; Ouwehand, A.C.; Rastall, R.A,;
Gibson, G.R.; et al. Impact of Polydextrose on the Faecal Microbiota: A Double-Blind, Crossover, Placebo-Controlled Feeding
Study in Healthy Human Subjects. Br. J. Nutr. 2012, 108, 471-481. [CrossRef] [PubMed]

Lamichhane, S.; Yde, C.C.; Forssten, S.; Ouwehand, A.C.; Saarinen, M.; Jensen, H.M.; Gibson, G.R.; Rastall, R.; Fava, F.; Bertram,
H.C. Impact of Dietary Polydextrose Fiber on the Human Gut Metabolome. J. Agric. Food Chem. 2014, 62, 9944-9951. [CrossRef]
[PubMed]

Sloan, T.J.; Jalanka, J.; Major, G.A.D.; Krishnasamy, S.; Pritchard, S.; Abdelrazig, S.; Korpela, K.; Singh, G.; Mulvenna, C.;
Hoad, C.L.; et al. A Low FODMAP Diet Is Associated with Changes in the Microbiota and Reduction in Breath Hydrogen but
Not Colonic Volume in Healthy Subjects. PLoS ONE 2018, 13, €0201410. [CrossRef] [PubMed]

Windey, K.; Frangois, I.; Broekaert, W.; de Preter, V.; Delcour, J.A.; Louat, T.; Herman, J.; Verbeke, K. High Dose of Prebiotics
Reduces Fecal Water Cytotoxicity in Healthy Subjects. Mol. Nutr. Food Res. 2014, 58, 2206-2218. [CrossRef] [PubMed]

Frangois, L.E.J.A.; Lescroart, O.; Veraverbeke, W.S.; Marzorati, M.; Possemiers, S.; Evenepoel, P.; Hamer, H.; Houben, E.; Windey,
K.; Welling, G.W.; et al. Effects of a Wheat Bran Extract Containing Arabinoxylan Oligosaccharides on Gastrointestinal Health
Parameters in Healthy Adult Human Volunteers: A Double-Blind, Randomised, Placebo-Controlled, Cross-over Trial. Br. J. Nutr.
2012, 108, 2229-2242. [CrossRef]

Miiller, M.; Hermes, G.D.A.; Emanuel, E.C.; Holst, J.].; Zoetendal, E.G.; Smidt, H.; Troost, E; Schaap, F.G.; Damink, S.O.;
Jocken, J.W.E; et al. Effect of Wheat Bran Derived Prebiotic Supplementation on Gastrointestinal Transit, Gut Microbiota, and
Metabolic Health: A Randomized Controlled Trial in Healthy Adults with a Slow Gut Transit. Gut Microbes 2020, 12, 1704141.
[CrossRef]

Elison, E.; Vigsnaes, L.K.; Rindom Krogsgaard, L.; Rasmussen, J.; Serensen, N.; McConnell, B.; Hennet, T.; Sommer, M.O.A ;
Bytzer, P. Oral Supplementation of Healthy Adults with 2/-O-Fucosyllactose and Lacto-N-Neotetraose Is Well Tolerated and Shifts
the Intestinal Microbiota. Br. J. Nutr. 2016, 116, 1356-1368. [CrossRef]

Fechner, A.; Kiehntopf, M.; Jahreis, G. The Formation of Short-Chain Fatty Acids Is Positively Associated with the Blood
Lipid-Lowering Effect of Lupin Kernel Fiber in Moderately Hypercholesterolemic Adults. |. Nutr. 2014, 144, 599-607. [CrossRef]
Damen, B.; Cloetens, L.; Broekaert, WE,; Francois, I.; Lescroart, O.; Trogh, I.; Arnaut, E; Welling, G.W.; Wijffels, J.;
Delcour, J.A.; et al. Consumption of Breads Containing In Situ—Produced Arabinoxylan Oligosaccharides Alters Gastrointestinal
Effects in Healthy Volunteers. J. Nutr. 2012, 142, 470-477. [CrossRef]

Walton, G.E; Lu, C.; Trogh, I.; Arnaut, E; Gibson, G.R. A Randomised, Double-Blind, Placebo Controlled Cross-over Study to
Determine the Gastrointestinal Effects of Consumption of Arabinoxylan-Oligosaccharides Enriched Bread in Healthy Volunteers.
Nutr. J. 2012, 11, 36. [CrossRef] [PubMed]

Ampatzoglou, A.; Atwal, K K.; Maidens, C.M.; Williams, C.L.; Ross, A.B.; Thielecke, F,; Jonnalagadda, S.S.; Kennedy, O.B.; Yaqoob,
P. Increased Whole Grain Consumption Does Not Affect Blood Biochemistry, Body Composition, or Gut Microbiology in Healthy,
Low-Habitual Whole Grain Consumers. . Nutr. 2015, 145, 215-221. [CrossRef] [PubMed]

Ross, A.B.; Pere-Trépat, E.; Montoliu, I.; Martin, F-PJ.; Collino, S.; Moco, S.; Godin, J.-P; Cléroux, M.; Guy, P.A.; Breton, I; et al. A
Whole-Grain-Rich Diet Reduces Urinary Excretion of Markers of Protein Catabolism and Gut Microbiota Metabolism in Healthy
Men after One Week 1,2. Proteom. Metab. ]. Nutr 2013, 143, 766-773. [CrossRef] [PubMed]

Vanegas, S.M.; Meydani, M.; Barnett, ].B.; Goldin, B.; Kane, A.; Rasmussen, H.; Brown, C.; Vangay, P; Knights, D,;
Jonnalagadda, S.; et al. Substituting Whole Grains for Refined Grains in a 6-Wk Randomized Trial Has a Modest Effect on Gut
Microbiota and Immune and Inflammatory Markers of Healthy Adults. Am. J. Clin. Nutr. 2017, 105, 635-650. [CrossRef]
Vuholm, S.; Nielsen, D.S.; Iversen, K.N.; Suhr, ].; Westermann, P.; Krych, L.; Andersen, J.R.; Kristensen, M. Whole-Grain Rye
and Wheat Affect Some Markers of Gut Health without Altering the Fecal Microbiota in Healthy Overweight Adults: A 6-Week
Randomized Trial. J. Nutr. 2017, 147, 2067-2075. [CrossRef]

Carvalho-Wells, A.L.; Helmolz, K.; Nodet, C.; Molzer, C.; Leonard, C.; McKevith, B.; Thielecke, F.; Jackson, K.G.; Tuohy, K.M.
Determination of the in Vivo Prebiotic Potential of a Maize-Based Whole Grain Breakfast Cereal: A Human Feeding Study. Br. J.
Nutr. 2010, 104, 1353-1356. [CrossRef]

Connolly, M.L.; Tzounis, X.; Tuohy, K.M.; Lovegrove, ].A. Hypocholesterolemic and Prebiotic Effects of a Whole-Grain Oat-Based
Granola Breakfast Cereal in a Cardio-Metabolic “At Risk” Population. Front. Microbiol. 2016, 7, 1675. [CrossRef]

Duysburgh, C.; van den Abbeele, P.; Kamil, A.; Fleige, L.; de Chavez, PJ.; Chu, Y.; Barton, W.; O’Sullivan, O.; Cotter, P.D.;
Quilter, K.; et al. In Vitro—in Vivo Validation of Stimulatory Effect of Oat Ingredients on Lactobacilli. Pathogens 2021, 10, 235.
[CrossRef]

Nilsson, A.C.; Ostman, EM.; Knudsen, K.E.B.; Holst, J.J.; Bjorck, LM. A Cereal-Based Evening Meal Rich in Indigestible
Carbohydrates Increases Plasma Butyrate the Next Morning 1,2. J. Nutr. 2010, 140, 1932-1936. [CrossRef]


http://doi.org/10.1007/s00394-015-0985-z
http://doi.org/10.1016/j.clnu.2020.12.034
http://www.ncbi.nlm.nih.gov/pubmed/33509667
http://doi.org/10.1017/S0007114511005782
http://www.ncbi.nlm.nih.gov/pubmed/22099384
http://doi.org/10.1021/jf5031218
http://www.ncbi.nlm.nih.gov/pubmed/25231382
http://doi.org/10.1371/journal.pone.0201410
http://www.ncbi.nlm.nih.gov/pubmed/30048547
http://doi.org/10.1002/mnfr.201400298
http://www.ncbi.nlm.nih.gov/pubmed/25164793
http://doi.org/10.1017/S0007114512000372
http://doi.org/10.1080/19490976.2019.1704141
http://doi.org/10.1017/S0007114516003354
http://doi.org/10.3945/jn.113.186858
http://doi.org/10.3945/jn.111.146464
http://doi.org/10.1186/1475-2891-11-36
http://www.ncbi.nlm.nih.gov/pubmed/22657950
http://doi.org/10.3945/jn.114.202176
http://www.ncbi.nlm.nih.gov/pubmed/25644340
http://doi.org/10.3945/jn.112.172197
http://www.ncbi.nlm.nih.gov/pubmed/23616503
http://doi.org/10.3945/ajcn.116.146928
http://doi.org/10.3945/jn.117.250647
http://doi.org/10.1017/S0007114510002084
http://doi.org/10.3389/fmicb.2016.01675
http://doi.org/10.3390/pathogens10020235
http://doi.org/10.3945/jn.110.123604

Nutrients 2022, 14, 2559 25 of 26

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

Rahat-Rozenbloom, S.; Fernandes, J.; Gloor, G.B.; Wolever, TM.S. Evidence for Greater Production of Colonic Short-Chain Fatty
Acids in Overweight than Lean Humans. Int. J. Obes. 2014, 38, 1525-1531. [CrossRef] [PubMed]

Priyadarshini, M.; Thomas, A.; Reisetter, A.C.; Scholtens, D.M.; Wolever, T.M.S,; Josefson, J.L.; Layden, B.T. Maternal Short-Chain
Fatty Acids Are Associated with Metabolic Parameters in Mothers and Newborns. Transl. Res. 2014, 164, 153-157. [CrossRef]
[PubMed]

Stein, J.; Kulemeier, J.; Lembcke, B.; Caspary, W.F. Simple and Rapid Method for Determination of Short-Chain Fatty Acids in
Biological Materials by High-Performance Liquid Chromatography with Ultraviolet Detection. . Chromatogr. B Biomed. Sci. Appl.
1992, 576, 53-61. [CrossRef]

Kotani, A.; Miyaguchi, Y.; Kohama, M.; Ohtsuka, T.; Shiratori, T.; Kusu, F. Determination of Short-Chain Fatty Acids in Rat and
Human Feces by High-Performance Liquid Chromatography with Electrochemical Detection. Anal. Sci. 2009, 25, 1007-1011.
[CrossRef]

van Eijk, HM.H.; Bloemen, ].G.; Dejong, C.H.C. Application of Liquid Chromatography-Mass Spectrometry to Measure Short
Chain Fatty Acids in Blood. J. Chromatogr. B 2009, 877, 719-724. [CrossRef]

Han, J.; Lin, K.; Sequeira, C.; Borchers, C.H. An Isotope-Labeled Chemical Derivatization Method for the Quantitation of
Short-Chain Fatty Acids in Human Feces by Liquid Chromatography-Tandem Mass Spectrometry. Anal. Chim. Acta 2015, 854,
86-94. [CrossRef]

Zhao, G.; Liu, J.E; Nyman, M.; Jonsson, ].A. Determination of Short-Chain Fatty Acids in Serum by Hollow Fiber Supported
Liquid Membrane Extraction Coupled with Gas Chromatography. J. Chromatogr. B 2007, 846, 202-208. [CrossRef]
Garcia-Villalba, R.; Giménez-Bastida, J.A.; Garcia-Conesa, M.T.; Tomas-Barberan, FA.; Carlos Espin, J.; Larrosa, M. Alternative
Method for Gas Chromatography-Mass Spectrometry Analysis of Short-Chain Fatty Acids in Faecal Samples. J. Sep. Sci. 2012, 35,
1906-1913. [CrossRef]

Garcia, A.; Olmo, B.; Lopez-Gonzalvez, A.; Cornejo, L.; Rupérez, EJ.; Barbas, C. Capillary Electrophoresis for Short Chain Organic
Acids in Faeces: Reference Values in a Mediterranean Elderly Population. J. Pharm. Biomed. Anal. 2008, 46, 356-361. [CrossRef]
Zhang, S.; Wang, H.; Zhu, M.]. A Sensitive GC/MS Detection Method for Analyzing Microbial Metabolites Short Chain Fatty
Acids in Fecal and Serum Samples. Talanta 2019, 196, 249-254. [CrossRef]

Ahn, Y.G; Jeon, S.H.; Lim, H.B.; Choi, N.R.; Hwang, G.S.; Kim, Y.P; Lee, ].Y. Analysis of Polycyclic Aromatic Hydrocarbons in
Ambient Aerosols by Using One-Dimensional and Comprehensive Two-Dimensional Gas Chromatography Combined with Mass
Spectrometric Method: A Comparative Study. J. Anal. Methods Chem. 2018, 2018, 8341630. [CrossRef] [PubMed]

Misra, B.B.; Bassey, E.; Olivier, M. Comparison of a GC-Orbitrap-MS with Parallel GC-FID Capabilities for Metabolomics of
Human Serum. bioRxiv 2019, 740795. [CrossRef]

Park, N.H.; Kim, M.S.; Lee, W.; Lee, M.E.; Hong, J. An in Situ Extraction and Derivatization Method for Rapid Analysis of
Short-Chain Fatty Acids in Rat Fecal Samples by Gas Chromatography Tandem Mass Spectrometry. Anal. Methods 2017, 9,
2351-2356. [CrossRef]

Moreau, N.M.; Goupry, S.M.; Antignac, ]J.P.; Monteau, F].; le Bizec, B.J].; Champ, M.M.; Martin, L.].; Dumon, H.J. Simultaneous
Measurement of Plasma Concentrations and 13C-Enrichment of Short-Chain Fatty Acids, Lactic Acid and Ketone Bodies by Gas
Chromatography Coupled to Mass Spectrometry. |. Chromatogr. B 2003, 784, 395-403. [CrossRef]

Pouteau, E.; Meirim, I.; Métairon, S.; Fay, L.B. Acetate, Propionate and Butyrate in Plasma: Determination of the Concentration
and Isotopic Enrichment by Gas Chromatography/Mass Spectrometry with Positive Chemical Ionization. J. Mass Spectrom. 2001,
36, 798-805. [CrossRef]

Cai, J.; Zhang, J.; Tian, Y.; Zhang, L.; Hatzakis, E.; Krausz, K.W.; Smith, P.B.; Gonzalez, EJ.; Patterson, A.D. Orthogonal Comparison
of GC-MS and 1H NMR Spectroscopy for Short Chain Fatty Acid Quantitation. Anal. Chem. 2017, 89, 7900-7906. [CrossRef]
Huart, J.; Leenders, J.; Taminiau, B.; Descy, J.; Saint-Remy, A.; Daube, G.; Krzesinski, ].M.; Melin, P.; de Tullio, P; Jouret, F. Gut
Microbiota and Fecal Levels of Short-Chain Fatty Acids Differ Upon 24-Hour Blood Pressure Levels in Men. Hypertension 2019,
74,1005-1013. [CrossRef]

Dei Cas, M.; Paroni, R.; Saccardo, A.; Casagni, E.; Arnoldi, S.; Gambaro, V.; Saresella, M.; Mario, C.; la Rosa, F.; Marventano, I; et al.
A Straightforward LC-MS/MS Analysis to Study Serum Profile of Short and Medium Chain Fatty Acids. . Chromatogr. B 2020,
1154, 121982. [CrossRef]

Schéfer, K. Analysis of Short Chain Fatty Acids from Different Intestinal Samples by Capillary Gas Chromatography. Chro-
matographia 1995, 40, 550-556. [CrossRef]

Taverniti, V.; Guglielmetti, S. Methodological Issues in the Study of Intestinal Microbiota in Irritable Bowel Syndrome. World J.
Gastroenterol. 2014, 20, 8821-8836. [CrossRef]

Flint, H.]J.; Bayer, E.A.; Rincon, M.T.; Lamed, R.; White, B.A. Polysaccharide Utilization by Gut Bacteria: Potential for New Insights
from Genomic Analysis. Nat. Rev. Microbiol. 2008, 6, 121-131. [CrossRef] [PubMed]

Tannock, G.W.; Liu, Y. Guided Dietary Fibre Intake as a Means of Directing Short-Chain Fatty Acid Production by the Gut
Microbiota. J. R. Soc. N. Z. 2019, 50, 434-455. [CrossRef]

Smith, N.W.; Shorten, P.R.; Altermann, E.; Roy, N.C.; McNabb, W.C. The Classification and Evolution of Bacterial Cross-Feeding.
Front. Ecol. Evol. 2019, 7, 153. [CrossRef]

Peterson, C.T.; Perez Santiago, J.; Iablokov, S.N.; Chopra, D.; Rodionov, D.A.; Peterson, S.N. Short-Chain Fatty Acids Modulate
Healthy Gut Microbiota Composition and Functional Potential. Curr. Microbiol. 2022, 79, 128. [CrossRef] [PubMed]


http://doi.org/10.1038/ijo.2014.46
http://www.ncbi.nlm.nih.gov/pubmed/24642959
http://doi.org/10.1016/j.trsl.2014.01.012
http://www.ncbi.nlm.nih.gov/pubmed/24530607
http://doi.org/10.1016/0378-4347(92)80174-O
http://doi.org/10.2116/analsci.25.1007
http://doi.org/10.1016/j.jchromb.2009.01.039
http://doi.org/10.1016/j.aca.2014.11.015
http://doi.org/10.1016/j.jchromb.2006.09.027
http://doi.org/10.1002/jssc.201101121
http://doi.org/10.1016/j.jpba.2007.10.026
http://doi.org/10.1016/j.talanta.2018.12.049
http://doi.org/10.1155/2018/8341630
http://www.ncbi.nlm.nih.gov/pubmed/29805841
http://doi.org/10.1101/740795
http://doi.org/10.1039/C7AY00168A
http://doi.org/10.1016/S1570-0232(02)00827-9
http://doi.org/10.1002/jms.181
http://doi.org/10.1021/acs.analchem.7b00848
http://doi.org/10.1161/HYPERTENSIONAHA.118.12588
http://doi.org/10.1016/j.jchromb.2020.121982
http://doi.org/10.1007/BF02290267
http://doi.org/10.3748/WJG.V20.I27.8821
http://doi.org/10.1038/nrmicro1817
http://www.ncbi.nlm.nih.gov/pubmed/18180751
http://doi.org/10.1080/03036758.2019.1657471
http://doi.org/10.3389/fevo.2019.00153
http://doi.org/10.1007/s00284-022-02825-5
http://www.ncbi.nlm.nih.gov/pubmed/35287182

Nutrients 2022, 14, 2559 26 of 26

75.
76.
77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.
91.

Kim, Y.S.; Unno, T.; Kim, B.Y.; Park, M.S. Sex Differences in Gut Microbiota. World ]. Men’s Health 2020, 38, 48-60. [CrossRef]
Arner, P. Insulin Resistance in Type 2 Diabetes: Role of Fatty Acids. Diabetes/Metab. Res. Rev. 2002, 18, S5-S9. [CrossRef] [PubMed]
Nilsson, A.; Granfeldt, Y.; Ostman, E.; Preston, T.; Bjorck, I. Effects of GI and Content of Indigestible Carbohydrates of Cereal-
Based Evening Meals on Glucose Tolerance at a Subsequent Standardised Breakfast. Eur. J. Clin. Nutr. 2006, 60, 1092-1099.
[CrossRef]

Nilsson, A.C.; Ostman, E.M.; Holst, ].J.; Bjorck, LM.E. Including Indigestible Carbohydrates in the Evening Meal of Healthy
Subjects Improves Glucose Tolerance, Lowers Inflammatory Markers, and Increases Satiety after a Subsequent Standardized
Breakfast. J. Nutr. 2008, 138, 732-739. [CrossRef]

Wolever, TM.S.; Bentum-Williams, A.; Jenkins, D.]J. Physiological Modulation of Plasma Free Fatty Acid Concentrations by Diet:
Metabolic Implications in Nondiabetic Subjects. Diabetes Care 1995, 18, 962-970. [CrossRef]

Chambers, E.S.; Morrison, D.J.; Frost, G. Control of Appetite and Energy Intake by SCFA: What Are the Potential Underlying
Mechanisms? Proc. Nutr. Soc. 2015, 74, 328-336. [CrossRef]

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]
Psichas, A.; Sleeth, M.L.; Murphy, K.G.; Brooks, L.; Bewick, G.A.; Hanyaloglu, A.C.; Ghatei, M.A_; Bloom, S.R.; Frost, G. The Short
Chain Fatty Acid Propionate Stimulates GLP-1 and PYY Secretion via Free Fatty Acid Receptor 2 in Rodents. Int. ]. Obes. 2014, 39,
424-429. [CrossRef] [PubMed]

Chambers, ].C.; Allen, C.R.; Cushman, S.A. Operationalizing Ecological Resilience Concepts for Managing Species and Ecosystems
at Risk. Front. Ecol. Evol. 2019, 7, 241. [CrossRef]

Bernardi, S.; del Bo’, C.; Marino, M.; Gargari, G.; Cherubini, A.; Andrés-Lacueva, C.; Hidalgo-Liberona, N.; Peron, G.; Gonzalez-
Dominguez, R.; Kroon, P; et al. Polyphenols and Intestinal Permeability: Rationale and Future Perspectives. J. Agric. Food Chem.
2020, 68, 1816-1829. [CrossRef] [PubMed]

Peron, G.; Gargari, G.; Meroiio, T.; Mifiarro, A.; Lozano, E.V,; Escuder, P.C.; Gonzélez-Dominguez, R.; Hidalgo-Liberona, N.; del
Bo’, C.; Bernardi, S.; et al. Crosstalk among Intestinal Barrier, Gut Microbiota and Serum Metabolome after a Polyphenol-Rich
Diet in Older Subjects with “Leaky Gut”: The MaPLE Trial. Clin. Nutr. 2021, 40, 5288-5297. [CrossRef]

Arpaia, N.; Campbell, C.; Fan, X.; Dikiy, S.; van der Veeken, J.; deRoos, P; Liu, H.; Cross, J.R.; Pfeffer, K.; Coffer, PJ.; et al.
Metabolites Produced by Commensal Bacteria Promote Peripheral Regulatory T-Cell Generation. Nature 2013, 504, 451-455.
[CrossRef]

Rivera-Chavez, F.; Zhang, L.F,; Faber, E; Lopez, C.A.; Byndloss, M.X.; Olsan, E.E.; Xu, G.; Velazquez, EM.; Lebrilla, C.B,;
Winter, S.E.; et al. Depletion of Butyrate-Producing Clostridia from the Gut Microbiota Drives an Aerobic Luminal Expansion of
Salmonella. Cell Host Microbe 2016, 19, 443-454. [CrossRef]

van der Beek, C.M.; Dejong, C.H.C.; Troost, EJ.; Masclee, A.A.M.; Lenaerts, K. Role of Short-Chain Fatty Acids in Colonic
Inflammation, Carcinogenesis, and Mucosal Protection and Healing. Nutr. Rev. 2017, 75, 286-305. [CrossRef]

Barber, T.M.; Kabisch, S.; Pfeiffer, A.EH.; Weickert, M.O. The Health Benefits of Dietary Fibre. Nutrients 2020, 12, 3209. [CrossRef]
Sakata, T. Pitfalls in Short-Chain Fatty Acid Research: A Methodological Review. Anim. Sci. J. 2019, 90, 3-13. [CrossRef]
Primec, M.; Miceti¢-Turk, D.; Langerholc, T. Analysis of Short-Chain Fatty Acids in Human Feces: A Scoping Review. Anal.
Biochem. 2017, 526, 9-21. [CrossRef] [PubMed]


http://doi.org/10.5534/wjmh.190009
http://doi.org/10.1002/dmrr.254
http://www.ncbi.nlm.nih.gov/pubmed/11921432
http://doi.org/10.1038/sj.ejcn.1602423
http://doi.org/10.1093/jn/138.4.732
http://doi.org/10.2337/diacare.18.7.962
http://doi.org/10.1017/S0029665114001657
http://doi.org/10.1016/j.cell.2013.12.016
http://www.ncbi.nlm.nih.gov/pubmed/24412651
http://doi.org/10.1038/ijo.2014.153
http://www.ncbi.nlm.nih.gov/pubmed/25109781
http://doi.org/10.3389/fevo.2019.00241
http://doi.org/10.1021/acs.jafc.9b02283
http://www.ncbi.nlm.nih.gov/pubmed/31265272
http://doi.org/10.1016/j.clnu.2021.08.027
http://doi.org/10.1038/nature12726
http://doi.org/10.1016/j.chom.2016.03.004
http://doi.org/10.1093/nutrit/nuw067
http://doi.org/10.3390/nu12103209
http://doi.org/10.1111/asj.13118
http://doi.org/10.1016/j.ab.2017.03.007
http://www.ncbi.nlm.nih.gov/pubmed/28300535

	Introduction 
	Materials and Methods 
	Literature Search Strategy and Study Selection for the Database Development 
	Selection of Studies Related to Dietary Fiber Intervention 
	Data Extraction and Presentation and Quality Assessment 

	Results 
	Description of Selected Trials and Risk of Bias 
	Study Design and Interventions Tested 
	Subject Characteristics 

	Main Findings 
	Analysis and Main Effects of Treatments on SCFAs 
	Analysis and Main Effects of Treatments on Gut Microbiota Composition 

	Detailed Effects of DF Interventions on the Gut Microbial Ecosystem 
	Arabinogalactan 
	Arabinoxylan Oligosaccharides (AXOS) 
	Galacto-Oligosaccharides (GOS) 
	Inulin (IN) 
	Lupin Kernel Fiber (LF) and Citrus Fiber (CF) 
	L-Rhamnose 
	Oligofructose (OF) 
	O-Fucosyllactose (2'FL) and/or Lacto-N-Neotetraose (LNnT) and Their Mix 
	Polydextrose (PDX) 
	Raffinose 
	Resistant Dextrin 
	Resistant Starch (RS) 
	Xylo-Oligosaccharide (XOS) 
	Wheat Bran Extract (WBE) 
	Fiber Mix 
	Specific Foods and Diets 
	Total Fiber Intake during Specific DF Interventions 

	Link between 16S rRNA Gene Amplicon Sequencing Data and SCFA Levels 
	Other Health-Related Findings Considered in Selected Studies 

	Discussion 
	Conclusions and Future Perspectives 
	References

