Ba nutrients MBPY

Article

Changes in Faecal Short-Chain Fatty Acids after
Weight-Loss Interventions in Subjects with
Morbid Obesity

Per G Farup "%*© and Jorgen Valeur 3
1
2

Department of Research, Innlandet Hospital Trust, N-2381 Brumunddal, Norway

Department of Clinical and Molecular Medicine, Faculty of Medicine and Health Sciences,
Norwegian University of Science and Technology, N-7491 Trondheim, Norway

Unger-Vetlesen Institute, Lovisenberg Diaconal Hospital, N-0440 Oslo, Norway; jorgen.valeur@lds.no
Correspondence: per.farup@ntnu.no; Tel.: +47-948-18-603

check for

Received: 13 February 2020; Accepted: 16 March 2020; Published: 18 March 2020 updates

Abstract: The gut microbiota and their metabolites, e.g., short-chain fatty acids (SCFA), are associated
with obesity. The primary aims were to study faecal SCFA levels and the changes in SCFA levels after
weight-loss interventions in subjects with obesity, and secondarily, to study factors associated with
the faecal SCFA levels. In total, 90 subjects (men / women: 15/75) with a mean age of 44.4 (SD 8.4)
years, BMI 41.7 (SD 3.7) kg/m? and morbid obesity (BMI > 40 or > 35 kg/m? with obesity-related
complications) were included. Faecal SCFA and other variables were measured at inclusion and
after a six-month conservative weight-loss intervention followed by bariatric surgery (Roux-en-Y
gastric bypass or gastric sleeve). Six months after surgery, the total amount of SCFA was reduced,
the total and relative amounts of the main straight SCFA (acetic-, propionic-, and butyric- acids) were
reduced, and the total and relative amounts of branched SCFA (isobutyric-, isovaleric-, and isocaproic-
acids) were increased. The changes indicate a shift toward a proteolytic fermentation pattern with
unfavorable health effects. The amount of SCFA was associated with the diet but not with metabolic
markers or makers of the faecal microbiota composition. Dietary interventions could counteract the
unfavorable effects.
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1. Introduction

The gut microbiota and their metabolites, e.g., short-chain fatty acids (SCFA), have health-related
effects and have been associated with a wide range of disorders [1,2]. Obesity with comorbidities is
one of these microbiota-associated disorders, although a causal relationship has not been documented
in humans [3-5]. The microbiota and the metabolites might be both health-promoting and
health-damaging. All the individual SCFA are present under physiological conditions and play
different roles. An imbalance in the pattern, e.g., in the saccharolytic fermentation characterized by
an increase in the main straight SCFA (acetic-, propionic, and butyric- acids) versus the proteolytic
fermentation, characterized by an increase in the branched SCFA (isobutyric- isovaleric-, and isocaproic-
acids), may signify alterations in the microbial functions that may be associated with either gut health
or disease [1,2,6-9]. Knowledge of faecal SCFA in subjects with morbid obesity and the changes
after a combined conservative and surgical intervention is limited [4,10-14]. An unbalance in the
SCFA pattern before or after weight-reducing treatment might have unfavorable health effects that
necessitate interventions.

The primary aims were to study faecal SCFA in subjects with morbid obesity and the changes in
SCFA after a combined conservative and surgical treatment, and secondarily, to study associations
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between SCFA and the diet, the faecal microbiome composition and some metabolic and inflammatory
biomarkers (HbAlc, CRP, and s-zonulin).

2. Materials and Methods

2.1. Study Design

Consecutive subjects with morbid obesity referred to Innlandet Hospital Trust, Gjevik, Norway
for evaluation of bariatric surgery were evaluated for inclusion in this prospective cohort study.
After inclusion (T 1) and before bariatric surgery, the subjects completed a six-month conservative
treatment period. This is standard procedure, and the conservative weight loss intervention helps the
subjects to adapt to lifestyle changes. There was a follow-up visit six months after surgery (T 2).

2.2. Inclusion Criteria

Subjects 18-65 years of age with morbid obesity (defined as BMI > 40 kg/m? or > 35 kg/m?
with obesity-related complications) were available for inclusion. Subjects with previous major
gastrointestinal surgery, organic gastrointestinal disorders, alcohol and drug abuse, major psychiatric
disorders, and serious somatic disorders not related to obesity were excluded.

2.3. Interventions

The conservative weight-loss intervention period started with three one-hour-long visits separated
by one week; consulting a nurse, a nutritionist and a physician. The participants were given
individualized dietary advice, physical activity programs and information about the operation and
consequences of the operation. Some weeks later, they participated in weekly group meetings for
seven weeks chaired by nurses, nutritionists, surgeons and a psychologist. The last three weeks before
surgery, they followed a strict “crispbread diet” containing 4200 k] of energy [15].

Three experienced surgeons performed bariatric surgery with one of two standard methods, either
Roux-en-Y gastric bypass or gastric sleeve, chosen at the surgeons’ discretion [16,17].

2.4. Variables

The following variables were collected at inclusion (T 1) and six months after bariatric surgery (T 2):

Demographic and anthropometric data including age (years), gender (male/female) smoking
habits (daily smoking/ not daily smoking), height (m), body weight (kg) and body mass index (BMI;
kg/m?), and present and previous diseases.

A blood sample was analyzed for a range of haematological and biochemical variables including
C-reactive protein (CRP, normal range < 3.0 mg/L; a marker of inflammation), HbA1C (normal range
< 5.6%; a marker of metabolic health) and serum zonulin (normal range < 38 ng/mL; a marker of
gastrointestinal permeability). CRP and HbA1C were analyzed with a Cobas ¢501 instrument with
the reagents CRPL3 and Tina-quant HbA1C (Roche Diagnostics GmbH, 68305 Mannheim, Germany),
and s-zonulin was measured with an ELISA kit (Immundiagnostik, 64625 Bensheim, Germany).

Dietary habits were assessed with a self-reported food frequency questionnaire (FFQ) constructed
and validated by the University of Oslo [18]. The University of Oslo calculated the daily intake of
nutrients and supplements including non-nutritive sweeteners (NNS) based on the Norwegian food
composition table [19]. One unit of NNS was defined as 100 mL of beverages sweetened with NNS,
or two tablets/teaspoons of NNS.

The faecal material for the analyses of the microbiota and SCFA was collected by the subjects at
home in a “Sample Collection Kit” provided by Genetic Analysis AS, Oslo, Norway, the company that
analyzed the microbiota composition, and handled according to their recommendations: “The kit is
designed to ensure hygienic and easy sampling of the faecal material and can be performed at home. No additives
are required. The sample should be stored in room temperature and reach the laboratory within 5 days” [20].
Upon arrival to the hospital, the samples were immediately stored at —80 °C and later transported in
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batches for the analyses of the microbiota. Afterwards, the samples were transferred to Unger-Vetlesen
Institute, Oslo, Norway, for the analyses of SCFA. All the time from arrival to the hospital to the last
analyses had been performed, the samples were stored at —80 °C.

The faecal microbiota composition was analyzed with the commercially available, CE marked, US
and European patented, GA-map™ dysbiosis test (Genetic Analysis AS, Oslo, Norway) [21,22]. The test
reports the degree of dysbiosis as Dysbiosis Index (DI; range 1-5). Values above 2 indicate a microbiota
composition that differs from a reference population. Also, the relative abundance of 39 bacteria at
different taxonomic levels are reported as score -3 to 3 relative to the reference population. Twenty-four
of the bacteria were from the phylum Firmicutes and eight from Bacteroidetes. The relative abundance
of bacteria from the phyla Firmicutes and Bacteroidetes were calculated as the mean of the relative
scores from the bacteria in these phyla. Note that the bacteria measured with the actual method do not
represent the entire phyla but only parts of the phyla.

Faecal short-chain fatty acids (SCFA) were analyzed as described by Zijlstra et al. and modified by
Heoverstad et al. [23,24]. The distillate was analyzed with gas chromatography and quantified by using
internal standardization. Flame ionization detection was employed. The total amount of all SCFA and
the amount of acetic-, propionic-, butyric-, isobutyric-, valeric-, isovaleric-, caproic-, and isocaproic-
acids was measured and expressed in mmol/kg wet weight. Some subjects had two analyses of
faecal SCFA, the one that was planned six months after surgery and an extra one 12 months after
surgery. Some had a test only after 12 months. In subjects with two analyses, there were no significant
differences between the results. Therefore, in subjects with only one measurement, the results of the
available test 6 or 12 months after surgery were used. In subjects with two analyses, the mean values
of the two tests were used.

2.5. Statistics

A linear mixed model was used for the majority of the analyses. The dependent variables
appear in the result section. Subject was the random effect. Explanatory variables were the point of
time (a two-level categorical covariate), the mean of age and gender, type of operation, and various
variables presented in the result section. When appropriate, interaction analyses were performed.
Associations between the changes in SCFA and changes in nutrients, biological markers and the
microbiota composition were analyzed with linear regression adjusted for age and gender. The analyses
were performed with IBM SPSS Statistics for Windows, version 25.0 (IBM Corp., Armonk, NY, USA).
P-values < 0.05 were judged as statistically significant. The sample size was fixed by the available
study population and no power calculation was performed during the planning of the study.

2.6. Ethics

The study was approved by the Regional Committee for Medical and Health Research Ethics
South-East Norway (reference 2012/966) and conducted in accordance with the Declaration of Helsinki.
All participants gave written informed consent before inclusion in the study.

3. Results

3.1. Subjects

Out of 239 subjects available for inclusion, 80 refused to participate, 7 with previous or present
somatic disorders were erroneously included and later excluded, 21 had no operation, and 41 did
not provide faecal samples. In total, 15 (17%) men and 75 (83%) women with a mean age of 44.4
(SD 8.4) years and BMI 41.7 (SD 3.7) kg/m? were included in the analyses and 80 had a follow-up
visit six months after surgery. At inclusion, BMI was higher in men than in women (difference of
2.99 kg/ m? (CI: 0.23 to 3.76; p = 0.027)) and decreased 0.15 kg/m? per year as age increased (CI: 0.07 to
0.23; p < 0.001). The mean reduction in BMI after the interventions was 12.70 kg/mZ. (CI: 12.03 to
13.38; p < 0.001). Roux-en-Y gastric bypass was performed in 73 (81%) and gastric sleeve in 17 (19%).
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The weight-loss was significantly higher in subjects operated with Roux-en-Y gastric bypass than in
those operated with gastric sleeve, difference 1.73 kg/m? (CI: 0.03 to 3.42; p = 0.046).

3.2. Short-Chain Fatty Acids

Total SCFA levels were reduced after treatment. The absolute and relative amounts of all the SCFA
at inclusion and the changes after treatment are given in Table 1. The dependent variables were not
associated with the type of operation. The major straight SCFA (acetic-, propionic-, and butyric- acids)
changed principally in the same way, as did the branched SCFA (isobutyric-, isovaleric-, and isocaproic-
acids). Therefore, in the further analyses they were considered as two groups. The absolute and relative
amounts of the straight SCFA were reduced and the absolute and relative amounts of the branched
SCFA were increased.

Table 1. The total and relative amounts of short-chain fatty acids (SCFA) at inclusion and changes after
the weight-loss interventions. Analyzed with mixed model adjusted for point of time and the means of
age and gender.

Dependent Variable At Inclusion T 4?\}[1;;15:T 13 (spt?‘t;;iizs)
Mean 95% CI Mean 95% CI
Total SCFA ! 36.96 33.34;40.59 -5.61 -10.43; -0.79 0.023
Acetic acid ! 20.28 18.37;21.18 -3.78 —6.33; -1.23 0.004
Acetic acid (proportion 2 55.14 53.76; 56.52 -1.66 -3.70; 0.38 0.109
Propionic acid 1 6.49 5.73;7.26 -1.03 -2.05; -0.01 0.048
Propionic acid (proportion 2 ) 17.40 16.49; 18.32 —-0.42 —1.58;0.72 0.461
Butyric acid ! 7.23 6.35; 8.12 -1.31 -2.50; -0.13 0.031
Butyric acid (proportion 2) 18.97 17.89; 20.04 —-0.38 -1.77;1.00 0.582
Valeric acid ! 1.01 0.86; 1.16 0.01 —-0.20; 0.22 0.904
Valeric acid (proportion 2) 2.68 242,294 0.56 0.21; 091 0.002
Caproic acid ! 0.31 0.23; 0.40 -0.06 —-0.17; 0.06 0.353
Caproic acid (proportion 2) 0.79 0.56;1.02 0.17 —-0.14;0.47 0.281
Isobutyric acid ! 0.70 0.60; 0.81 0.22 0.08; 0.36 0.002
Isobutyric acid (proportion 2 2.01 1.78;2.22 0.90 0.55; 1.24 < 0.001
Isovaleric acid ! 1.02 0.87;1.18 0.36 0.15; 0.57 0.001
Isovaleric acid (proportion 2) 2.94 2.60; 3.28 1.41 0.96; 1.86 < 0.001
Isocaproic acid 1 0.00 0.00; 0.00 0.00 —0.00; 0.00 0.753
Isocaproic aicd (proportion 2) 0.00 —-0.00; 0.01 0.0 —-0.01; 0.01 0.803
Straight SCFA 1 33.93 30.60; 37.26 -6.11 -10.59; -1.63 0.008
Straight SCFA ® (proportion ?) 91.60 90.79; 92.41 -2.77 -3.79; -1.75 <0.001
Branched SCFA 16 1.72 1.46;1.97 0.59 0.25; 0.93 0.001
Branched SCFA © (proportion ?) 4.95 4.40; 5.50 2.31 1.54; 3.08 <0.001

I mmol/kg wet weight. 2 The proportion is given as the percentage of total SCFA. 3 T1: At inclusion. ¢ T2: 6 months after
g g prop! g p 8
surgery. ° The sum of acetic-, propionic-, and butyric- acids. ® The sum of isobutyric-, isovaleric-, and isocaproic- acids.
gery. prop p

3.3. Nutrients, Blood Tests, Type of Surgery and Faecal Microbiota Composition

The energy intake was significantly reduced after the weight-loss interventions. Except for an
increase in the relative energy amount of protein and fiber, there was a reduction in all absolute and
relative amounts of the nutrients after treatment. The markers of inflammation (CRP), metabolic
syndrome (HbA1C) and gut permeability (zonulin) normalized. There was a change in the faecal
microbiota composition towards dysbiosis and an increase in the relative amount of Firmicutes. Table 2
gives the details. The type of bariatric surgery was not significantly associated with the changes.
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Table 2. The amounts of nutrients (absolute and relative), blood biomarkers and the faecal microbiota
at inclusion and changes after the weight-loss interventions. Mixed model adjusted for the means of
age and gender.

Dependent Variable Inclusion ™ 4?\}11;1:15:,1, 13 (S’:?‘t;:lzis)
Mean 95% CI Mean 95% CI

Nutritional variables
Energy total (KJ) 10662 9647, 11678 —4404 —5359; —3451 <0.001
Total food intake (g) 4971 4496; 5447 -1410 —1952; —869 <0.001
Protein (g) 112 100; 124 =37 —44; =31 <0.001
Protein (energy-%) 18.2 17.5;19.0 2.0 1.0;3.0 <0.001
Fat (g) 100 89; 111 —44 —54; -34 <0.001
Fat (energy-%) 34.2 32.8;35.6 -0.7 -2.6;1.1 0.435
Carbohydrates (g) 275 247; 302 -116 -151;-80 <0.001
Carbohydrates (energy-%) 441 42.5;45.8 -1.8 -3.9;04 0.102
Sugar (g) 46 32; 59 -26 —46; —6 0.011
Sugar (energy-%) 6.4 51,77 -19 -3.7,-0.2 0.032
Starch (g) 134 124; 145 —65 -78; =53 <0.001
Starch (energy-%) 21.9 20.6; 23.1 2.7 -4.3;-1.0 0.002
Fibre (g) 35 32;37 -12 -15; -10 <0.001
Fibre (energy-%) 2.8 2.6;3.0 0.2 -0.1;04 0.139
NNS (units) ! 8.0 6.0; 10.0 -2.8 -5.2;,-0.5 0.020
Blood biomarkers
CRP 6.9 6.0;7.8 -5.0 -6.1; 4.0 <0.001
HbA1C 6.0 5.7;6.2 -0.7 -0.9; -0.5 <0.001
Zonulin (ng/ml) 65 59;70 -35 —44; =27 <0.001
Microbiota
Dysbiosis Index (score 1-5) 2.7 2.5;3.0 14 0.9;1.9 <0.001
Firmicutes (mean score) 2 -0.00 —-0.04; 0.04 0.16 0.09; 0.22 <0.001
Bacteroidetes (mean score) 2 0.43 0.37;0.50 -0.08 -0.19; 0.03 0.151

1 NNS: Non-nutritive sweeteners. One unit of NNS was 100 mL beverage with NNS or two tablets/teaspoons of
NNS. 2 Score range: —3; 3. 3 T1: At inclusion. # T2: 6 months after surgery.

3.4. Associations between SCFEA Levels and Other Variables

There were significant positive associations between total SCFA and the sum of the straight
SCFA and the intake of energy, protein, fat, and starch, but no significant associations with the blood
biomarkers and the faecal microbiota composition markers. Table 3 gives the details. Type of surgery
was not significantly associated with the SCFA levels, and there were no significant interactions with
the point of time.

Out of the associations between changes in total, straight, and branched SCFA on one side
(dependent variables) and changes in the nutrients, biological markers and the microbiota composition
on the other side, the only significant association was between the change in branched SCFA and the
change in the intake of starch. (B: —0.12 (CI: —0.022 to —0.002); partial correlation: —0.344; p = 0.019.
All results are given in Table 4.
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Table 3. Associations between the SCFA levels and the nutrients, biological markers and the microbiota composition markers analyzed with mixed model adjusted for
the point of time and the mean of age and gender.

Independent Variables Dependent Variables
Total SCFA Straight SCFA 1 Branched SCFA 2
(mmol/kg Wet Weight) (mmol/kg Wet Weight) (mmol/kg Wet Weight)
B (95% CI) p-Value B (95% CI) p-Value B (95% CI) p-Value
Nutritional variables
Energy total (KJ) 3 1.10 (0.14; 2.05) 0.026 1.06 (0.18; 1.94) 0.019 0.00 (—0.06; 0.08) 0.803
Total food intake (g) 3 1.55 (-0.16; 3.12) 0.052 1.14 (-0.27; 2.85) 0.054 0.07 (=0.5; 0.18) 0.246
Protein (g) 0.16 (0.06; 0.26) 0.002 0.15 (0.06; 0.24) 0.002 0.00 (—0.00; 0.01) 0.201
Fat (g) 0.13 (0.04; 0.21) 0.004 0.12 (0.04;0.20) 0.003 0.00 (—0.00; 0.01) 0.635
Carbohydrates (g) 0.01 (-0.01; 0.04) 0.350 0.01 (-0.01; 0.04) 0.299 —0.00 (—0.00; 0.00) 0.779
Sugar (g) —-0.03 (-0.07; 0.02) 0.305 —-0.02 (-0.07; 0.02) 0.325 —0.00 (—0.01; 0.00) 0.379
Starch (g) 0.08 (0.01; 0.15) 0.027 0.08 (0.01; 0.14) 0.018 0.00 (—0.00; 0.01) 0.960
Fibre (g) 0.23 (—0.08; 0.54) 0.146 0.23 (—-0.06; 0.51) 0.120 —0.00 (—0.02; 0.02) 0.984
NNS (units) 4 —0.14 (—0.50; 0.23) 0.460 —0.11 (-0.45; 0.22) 0.501 —0.00 (—0.01; 0.01) 0.620
Blood biomarkers
CRP (mg/L) 0.27 (-0.39; 0.92) 0.426 0.25 (-0.35; 0.86) 0.409 0.00 (—0.05; 0.05) 0.977
HbA1C (%) —1.48 (-3.93; 0.97) 0.234 —1.45 (-3.70; 0.80) 0203 —-0.01 (-0.18; 0.17) 0.932
Zonulin (ng/ml) -0.02 (-0.12; 0.08) 0.672 -0.02 (-0.11; 0.07) 0.669 0.00 (-0.01; 0.01) 0.718
Microbiota
Dysbiosis Index (score: 1 to 5) 0.27 (-2.14; 2.69) 0.822 0.19 (-2.04; 2.43) 0.864 0.10 (-0.07; 0.27) 0.237
Firmicutes (score: -3 to 3) -12.4 (-29.8;4.9) 0.159 -11.2(-27.2;4.8) 0.169 —0.80 (—2.00; 0.40) 0.190
Bacteroidetes (score: -3 to 3) -3.24 (-13.20; 6.72) 0.521 —2.63 (—11.82; 6.56) 0.572 -0.47 (-1.14; 0.21) 0.173

! The sum of acetic-, propionic-, and butyric- acids. > The sum of isobutyric-, isovaleric-, and isocaproic- acids. 3 The B-values with CI are given as x 10 3.4 NNS: Non-nutritive sweeteners.
One unit of NNS was 100 mL beverage with NNS or two tablets/teaspoons of NNS.
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Table 4. Associations between changes in the SCFA levels and changes in nutrients, blood biomarkers and faecal microbiota composition markers (linear regression

adjusted for age and gender).

Independent Variables Dependent Variables
Changes Changes in Total SCFA Changes in Straight SCFA ! Changes in Branched SCFA 2
(mmol/kg Wet Weight) (mmol/kg Wet Weight) (mmol/kg Wet Weight)
B (95% CI) p-Value B (95% CI) p-Value B (95% CI) p-Value

Nutritional variables
Energy total (KJ) 0.000 (—0.001; 0.002) 0.605 0.001 (-0.001; 0.002) 0.535 0.000 (0.000; 0.000) 0.161
Total food intake (g) 0.001 (—0.002; 0.004) 0.497 0.001 (—0.002; 0.004) 0.495 0.000 (0.000; 0.000) 0.895
Protein (g) 0.168 (—0.083; 0.418) 0.184 0.166 (—0.065; 0.397) 0.155 —0.004 (—0.022; 0.015) 0.681
Fat (g) 0.079 (-0.093; 0.252) 0.359 0.080 (—0.079; 0.239) 0.315 —0.007 (=0.019; 0.006) 0.272
Carbohydrates (g) —0.001 (—0.046; 0.045) 0.970 0.001 (—0.041; 0.043) 0.965 —0.002 (-0.005; 0.001) 0.205
Sugar (g) —0.035 (—0.099; 0.029) 0.280 —0.032 (—0.092; 0.027) 0.282 —0.002 (—0.007; 0.003) 0.425
Starch (g) 0.077 (-0.067; 0.221) 0.287 0.086 (—0.046; 0.218) 0.196 —0.012 (-0.22; -0.002) 0.019
Fiber (g) 0.357 (—0.258; 0.972) 0.249 0.369 (—0.199; 0.936) 0.197 —0.002 (—0.067; 0.023) 0.324
NNS (units) —0.125 (-1.094; 0.844) 0.796 —0.119 (-1.014; 0.776) 0.790 —0.025 (—0.095; 0.046) 0.485
Blood biomarkers
CRP (mg/L) 0.779 (—0.298; 1.856) 0.153 0.680 (—0.316; 1.675) 0.176 0.059 (—-0.017; 0.136) 0.127
HbA1C (%) 0.776 (—4.444; 5.996) 0.766 0.575 (—4.239; 5.389) 0.811 0.165 (—0.205; 0.535) 0.373
Zonulin (ng/mL) -0.035 (—0.191; 0.120) 0.651 —0.038 (—0.182; 0.105) 0.596 0.005 (—0.006; 0.016) 0.384

1 Changes in the sum of acetic-, propionic-, and butyric- acids. 2 Changes in the sum of isobutyric-, isovaleric-, and isocaproic- acids. 3 NNS: Non-nutritive sweeteners. One unit of NNS
was 100 mL beverage with NNS or two tablets/teaspoons of NNS.



Nutrients 2020, 12, 802 8 of 12

4. Discussion

The main findings were the significant changes in faecal SCFA levels after a conservative
weight-loss intervention followed by bariatric surgery. Six months after surgery, the total amount
of SCFA was reduced, the absolute and relative sum of the main straight SCFA (acetic-, propionic-,
and butyric- acids) was reduced, and the absolute and relative sum of the branched SCFA (isobutyric-,
isovaleric-, and isocaproic- acids) was increased. The results are in accordance with reports of other
conservative and surgical treatment alternatives [11,12,25]. The design renders the separation of the
effects of the two interventions impossible. Other studies have shown that the effect of weight loss on
inflammatory biomarkers (e.g., neopterin [26]) and gastrointestinal permeability (submitted by one of
the authors) is unrelated to the changes in BMI and could be even higher after conservative rather than
surgical treatment of obesity. The separation of the effects of the two interventions is, however, less
important than the overall effect since the procedure is a standard treatment combination for subjects
with morbid obesity. The reduction of straight SCFA and increase in branched SCFA indicates reduced
saccharolytic and increased proteolytic fermentation, respectively [2,9]. A review concludes that the
faecal concentrations of the major straight SCFA are elevated in subjects with obesity [4]. Since valid
reference values were unavailable for the method used for the analyses, it is unknown if the major
straight SCFA were elevated before treatment and then normalized, or were normal and reduced to
subnormal amounts after treatment. Possible causes of the changes in SCFA are changes in the diet,
the gut microbiota and their host.

There was a significant reduction in food intake. The absolute and relative amounts of all parts of
the diet were reduced, except for a significant increase in the relative amount of protein and a minor
increase in fiber. Changes in the diet, in particular polysaccharides and proteins, alter the microbiota and
their fermentation products such as SCFA [2,8,9,27-30]. There were significant associations between the
dietary intake of energy, protein, fat, and starch on one side and the amount of total and straight SCFA,
and a significant negative association between the changes in the intake of starch and branched SCFA.
The study confirms the associations between the diet and SCFA. The negative association between
the changes in the intake of starch and branched SCFA shows the importance of a carbohydrate-rich
diet for the reduction of the proteolytic fermentation. The methods measuring the dietary intake and
SCFA were judged as valid and reliable. The paper by Tremaroli et al. reports similar changes in
SCFA after bariatric surgery and concludes that the changes were not a consequence of the dietary
consumption [12]. NNS, which was used in high amounts by a substantial proportion of the participants,
were not associated with changes in SCFA. An association was anticipated since NNS induce marked
changes in the gut microbiome [31-34]. Separate analyses during the conservative weight-loss period
with primarily dietary restrictions could perhaps have shown more explicit associations between
changes in the diet and changes in the SCFA. The surgical procedures probably have different and
more substantial impacts on the SCFA than the diet. There were, however no associations between the
surgical methods and SCFA levels.

At inclusion, the faecal microbiota composition showed a minor deviation from a reference
population (a slight degree of dysbiosis) and a further deviation after surgery. Changes in the
gut microbiome composition have been reported in several studies in obese subjects, but there
is no agreement concerning the type of deviation and causal relations [3,5]. Changes of the
microbiota composition after conservative and surgical weight-loss have also been reported [10,13,14].
The increasing degree of dysbiosis after treatment indicates that the treatment does not reset the
microbiota, in fact it is the opposite [35]. The method used for the analyses of the microbiota composition
did not allow precise characterization of the microbiota and the changes of the microbiota since the
method measured only 39 bacteria at different taxonomic levels. The same changes were in a previous
study based on the same material judged as unfavorable (“bad” dysbiosis) [34]. In contrast to the
review by Wagner el al., this study showed a significant increase in the relative amount of the phylum
Firmicutes and a non-significant reduction in Bacteroidetes [5]. An abundance of Firmicutes and a high
Firmicutes/Bacteroidetes ratio have been associated with obesity and judged as unfavorable [36-38].
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If correct, the changes observed in this study are thus unfavorable. Note that the phyla do not
include the complete phyla but only a selection of the microbes present in the phyla. A better
characterization of the microbiome composition seems necessary to show associations between the
microbiome composition and faecal SCFA levels.

The treatment has several other important health-related impacts on the subjects, such as
metabolic and inflammatory changes, changes in physical activity, use of drugs, and gastrointestinal
malabsorption and permeability (factors that have an impact on the gut microbiota and their function).
In this study, these factors were limited to the study of CRP (a marker of inflammation), HbAlc (a
marker of metabolic syndrome), and zonulin (a marker of intestinal permeability) which showed
significant normalization after treatment but were not associated with the amount of, or changes in,
SCFA levels. In all, the study gives no clear causative explanation of the changes in SCFA levels.
The reduction of the total SCFA levels and the major straight SCFA (indicating reduced saccharolytic
fermentation) could be due to a reduced intake of nutrients and carbohydrates [29]. The increase in
branched SCFA levels (indicating increased proteolytic fermentation) indicates an increase in proteins
in the colon that could be due to the increase in the relative amount of protein in the diet or minor
protein malabsorption [39].

The microbial fermentation metabolites are markers for health, but the impact of these products
on human health is complex, and the clinical consequences of the changes in faecal SCFA levels are not
fully understood [1,9]. Low SCFA levels increase energy intake and reduce energy expenditure [40].
The saccharolytic fermentation with the production of acetic-, propionic-, and butyric acids has some
health-promoting effects relating to fatty acids, glucose, and cholesterol metabolism, mineral absorption,
the regulation of immune and inflammatory responses, as well as being a source for colonocyte energy
and tissue repair including the gut barrier function, and having anti-obesogenic, antioxidant and
anticancer effects [7,8,28,41,42]. The proteolytic fermentation with an increase in branched SCFA levels
is associated with the production of harmful metabolites such as ammonia, phenols and hydrogen
sulphides that have clinical relevance for disorders like irritable bowel syndrome, inflammatory bowel
diseases and cancer [40,43,44]. In all, the observed alteration from a saccharolytic to proteolytic
fermentation after treatment for morbid obesity seems detrimental. Although the clinical relevance is
uncertain, a recommendation of a carbohydrate-, fiber-, and polysaccharide-rich diet aiming at a shift
toward a saccharolytic fermentation seems reasonable.

The study included consecutive and unselected subjects with morbid obesity referred to the
public obesity unit in the region and was performed as part of the daily routine. Data on comorbidity,
complications and pharmacotherapy were incompletely registered. The subjects performed a standard
combined conservative and surgical intervention. The results were limited to this group in which
the majority were females. The validity of the results for men might be reduced, the validity for
subjects with less severe obesity is unknown, and the changes after only conservative or surgical
treatment might differ [10]. SCFA measured in faeces do not reflect the colonic SCFA production
since the majority of SCFA are absorbed within the colon and only a minor proportion (5%-10%)
are excreted in faeces. Faecal SCFA are nevertheless commonly used as a marker of colonic SCFA
production. The dietary intake was based on a thoroughly prepared food frequency questionnaire
and judged as valid, although registration of the nutrient intake is afflicted with uncertainty. A more
detailed and complete analysis of the faecal microbiome composition could have given other results.
The metabolic and inflammatory changes and changes in other variables were incompletely recorded,
and these results are therefore less reliable. The use of antibiotics, which were not registered, might
have influenced the microbiota and their metabolites. Because the clinically important results were
highly significant, it is unlikely that correcting for multiple testing, which was not performed, would
have changed the main conclusions.



Nutrients 2020, 12, 802 10 of 12

5. Conclusions

This study in subjects with morbid obesity showed significant changes in faecal SCFA levels
after a combined conservative and surgical weight-loss intervention. The total amount of SCFA was
reduced, the total and relative amounts of the main straight SCFA (acetic-, propionic-, and butyric-
acids) were reduced, and the total and relative amounts of the branched SCFA (isobutyric-, isovaleric-,
and isocaproic- acid) were increased. These changes indicate an alteration in the balance of saccharolytic
and proteolytic fermentation toward a proteolytic fermentation pattern with unfavorable health effects.
There were significant associations between the amount of total and straight SCFA and the diet.
No associations were seen with the metabolic markers and the faecal microbiome composition markers.
Although the metabolic changes after bariatric surgery are complex and only partly characterized
in this study that also had other limitations, the recommendation of a carbohydrate-rich diet after
bariatric surgery in order to augment the saccharolytic- and reduce the proteolytic- fermentation seems
to be reasonable clinical advice.

Author Contributions: Conceptualisation, P.G.F.,; methodology, P.G.F; validation, PG.F. and ].V.,; formal analysis,
P.G.F; investigation, P.G.F. and J.V.; resources, PG.F. and J.V,; data curation, P.G.F.; writing—original draft
preparation, P.G.F; writing—review and editing, PG.F. and J.V.; project administration, P.G.F,; funding acquisition,
P.G.F. and ].V. All authors have read and agreed to the published version of the manuscript.

Funding: This research was funded by Innlandet Hospital Trust, Brumunddal and Faculty of Medicine and Health
Sciences, Norwegian University of Science and Technology, Trondheim; Norway.

Acknowledgments: The authors wish to thank the study nurse Anja Byfuglien at Innlandet Hospital Trust for
conscientious help with the practical work, the bioengineers Gunn Helen Malmstrem and Jennifer Twistleton
Fiennes at Unger-Vetlesen Institute, Lovisenberg Diaconal Hospital, Oslo, Norway, for performing the SCFA
analyses, and Genetic Analysis AS, Oslo, Norway, for performing the bacterial analyses.

Conflicts of Interest: The authors declare no conflict of interest. The funders had no role in the design of the
study; in the collection, analyses, or interpretation of data; in the writing of the manuscript, or in the decision to
publish the results.

References

1. Verbeke, K.A.; Boobis, A.R.; Chiodini, A.; Edwards, C.A.; Franck, A.; Kleerebezem, M.; Nauta, A.; Raes, J.;
Van Tol, E.A.; Tuohy, K.M. Towards microbial fermentation metabolites as markers for health benefits of
prebiotics. Nutr. Res. Rev. 2015, 28, 42-66. [CrossRef]

2. Korpela, K. Diet, Microbiota, and Metabolic Health: Trade-Off Between Saccharolytic and Proteolytic
Fermentation. Annu. Rev. Food Sci. Technol. 2018, 9, 65-84. [CrossRef] [PubMed]

3. Bouter, K.E.; Van Raalte, D.H.; Groen, A.K.; Nieuwdorp, M. Role of the Gut Microbiome in the Pathogenesis
of Obesity and Obesity-Related Metabolic Dysfunction. Gastroenterology 2017, 152, 1671-1678. [CrossRef]
[PubMed]

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

5. Wagner, N.R.E; Zaparolli, M.R.; Cruz, M.R.R.; Schieferdecker, M.E.M.; Campos, A.C.L. Postoperative Changes
in Intestinal Microbiota and Use of Probiotics in Roux-En-Y Gastric Bypass and Sleeve Vertical Gastrectomy:
An Integrative Review. Arq. Bras. Cir. Dig. 2018, 31, e1400. [CrossRef]

6.  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]

7. Vinolo, M.A,; Rodrigues, H.G.; Nachbar, R.T.; Curi, R. Regulation of inflammation by short chain fatty acids.
Nutrients 2011, 3, 858-876. [CrossRef] [PubMed]

8.  Russell, W.R.; Gratz, S.W.; Duncan, S.H.; Holtrop, G.; Ince, J.; Scobbie, L.; Duncan, G.; Johnstone, A.M.;
Lobley, G.E.; Wallace, R.].; et al. High-protein, reduced-carbohydrate weight-loss diets promote metabolite
profiles likely to be detrimental to colonic health. Am. |. Clin. Nutr. 2011, 93, 1062-1072. [CrossRef]

9.  Oliphant, K.; Allen-Vercoe, E. Macronutrient metabolism by the human gut microbiome: Major fermentation
by-products and their impact on host health. Microbiome 2019, 7, 91. [CrossRef]


http://dx.doi.org/10.1017/S0954422415000037
http://dx.doi.org/10.1146/annurev-food-030117-012830
http://www.ncbi.nlm.nih.gov/pubmed/29298101
http://dx.doi.org/10.1053/j.gastro.2016.12.048
http://www.ncbi.nlm.nih.gov/pubmed/28192102
http://dx.doi.org/10.3390/nu11102512
http://www.ncbi.nlm.nih.gov/pubmed/31635264
http://dx.doi.org/10.1590/0102-672020180001e1400
http://dx.doi.org/10.1016/j.cell.2013.12.016
http://dx.doi.org/10.3390/nu3100858
http://www.ncbi.nlm.nih.gov/pubmed/22254083
http://dx.doi.org/10.3945/ajcn.110.002188
http://dx.doi.org/10.1186/s40168-019-0704-8

Nutrients 2020, 12, 802 11 of 12

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

Damms-Machado, A.; Mitra, S.; Schollenberger, A.E.; Kramer, K.M.; Meile, T.; Konigsrainer, A.; Huson, D.H.;
Bischoff, S.C. Effects of surgical and dietary weight loss therapy for obesity on gut microbiota composition
and nutrient absorption. Biomed. Res. Int. 2015, 2015, 806248. [CrossRef]

Sowah, S.A.; Riedl, L.; Damms-Machado, A.; Johnson, T.S.; Schubel, R.; Graf, M.; Kartal, E.; Zeller, G.;
Schwingshackl, L.; Stangl, G.I; et al. Effects of Weight-Loss Interventions on Short-Chain Fatty Acid
Concentrations in Blood and Feces of Adults: A Systematic Review. Adv. Nutr. 2019, 10, 673-684. [CrossRef]
[PubMed]

Tremaroli, V.; Karlsson, F.; Werling, M.; Stahlman, M.; Kovatcheva-Datchary, P.; Olbers, T.; Fandriks, L.; Le
Roux, C.W.; Nielsen, J.; Backhed, F. Roux-en-Y Gastric Bypass and Vertical Banded Gastroplasty Induce
Long-Term Changes on the Human Gut Microbiome Contributing to Fat Mass Regulation. Cell Metab. 2015,
22,228-238. [CrossRef] [PubMed]

Aron-Wisnewsky, J.; Prifti, E.; Belda, E.; Ichou, F; Kayser, B.D.; Dao, M.C.; Verger, E.O.; Hedjazi, L.;
Bouillot, J.L.; Chevallier, ].M.; et al. Major microbiota dysbiosis in severe obesity: Fate after bariatric surgery.
Gut 2019, 68, 70-82. [CrossRef] [PubMed]

Paganelli, FL.; Luyer, M.; Hazelbag, C.M.; Uh, HW.; Rogers, M.R.C.; Adriaans, D.; Berbers, RM.;
Hendrickx, A.P.A.; Viveen, M.C.; Groot, J.A.; et al. Roux-Y Gastric Bypass and Sleeve Gastrectomy
directly change gut microbiota composition independent of surgery type. Sci. Rep. 2019, 9, 10979. [CrossRef]
[PubMed]

Aasbrenn, M.; Lydersen, S.; Farup, P.G. A Conservative Weight Loss Intervention Relieves Bowel Symptoms
in Morbidly Obese Subjects with Irritable Bowel Syndrome: A Prospective Cohort Study. J. Obes. 2018, 2018,
3732753. [CrossRef]

Schauer, PR.; Ikramuddin, S.; Hamad, G.; Eid, G.M.; Mattar, S.; Cottam, D.; Ramanathan, R.; Gourash, W.
Laparoscopic gastric bypass surgery: Current technique. J. Laparoendosc. Adv. Surg. Tech. A 2003, 13, 229-239.
[CrossRef]

Roa, PE.; Kaidar-Person, O.; Pinto, D.; Cho, M.; Szomstein, S.; Rosenthal, R.J. Laparoscopic sleeve gastrectomy
as treatment for morbid obesity: Technique and short-term outcome. Obes. Surg. 2006, 16, 1323-1326.
[CrossRef]

Carlsen, M.H,; Lillegaard, I.T.; Karlsen, A.; Blomhoff, R.; Drevon, C.A.; Andersen, L.F. Evaluation of energy
and dietary intake estimates from a food frequency questionnaire using independent energy expenditure
measurement and weighed food records. Nutr. J. 2010, 9, 37. [CrossRef]

The Norwegian Food Composition Table. Available online: http://www.matvaretabellen.no/?language=en
(accessed on 25 February 2020).

Normobiosis or Dysbiosis? Available online: http://www.genetic-analysis.com/services (accessed on
25 February 2020).

Casen, C.; Vebo, H.C ; Sekelja, M.; Hegge, E.T.; Karlsson, M.K.; Ciemniejewska, E.; Dzankovic, S.; Froyland, C.;
Nestestog, R.; Engstrand, L.; et al. Deviations in human gut microbiota: A novel diagnostic test for
determining dysbiosis in patients with IBS or IBD. Aliment. Pharmacol. Ther. 2015, 42, 71-83. [CrossRef]
Genetic Analysis AS. GAMap TM Dysbiosis Test. Available online: http://www.genetic-analysis.com/patent
(accessed on 25 February 2020).

Zijlstra, ].B.; Beukema, J.; Wolthers, B.G.; Byrne, B.M.; Groen, A.; Dankert, J. Pretreatment methods prior to
gaschromatographic analysis of volatile fatty acids from faecal samples. Clin. Chim. Acta 1977, 78, 243-250.
[CrossRef]

Hoverstad, T.; Bjorneklett, A.; Midtvedt, T.; Fausa, O.; Bohmer, T. Short-chain fatty acids in the proximal
gastrointestinal tract of healthy subjects. Scand. ]. Gastroenterol. 1984, 19, 1053-1058. [PubMed]

Patrone, V.; Vajana, E.; Minuti, A.; Callegari, M.L.; Federico, A.; Loguercio, C.; Dallio, M.; Tolone, S.;
Docimo, L.; Morelli, L. Postoperative Changes in Fecal Bacterial Communities and Fermentation Products in
Obese Patients Undergoing Bilio-Intestinal Bypass. Front. Microbiol. 2016, 7, 200. [CrossRef] [PubMed]
Aasbrenn, M.; Farup, P.G.; Videm, V. Changes in C-reactive protein, neopterin and lactoferrin differ after
conservative and surgical weight loss in individuals with morbid obesity. Sci. Rep. 2019, 9, 17695. [CrossRef]
David, L.A.; Maurice, C.E,; Carmody, R.N.; Gootenberg, D.B.; Button, J.E.; Wolfe, B.E.; Ling, A.V.; Devlin, A.S.;
Varma, Y.; Fischbach, M.A.; et al. Diet rapidly and reproducibly alters the human gut microbiome. Nature
2014, 505, 559-563. [CrossRef] [PubMed]


http://dx.doi.org/10.1155/2015/806248
http://dx.doi.org/10.1093/advances/nmy125
http://www.ncbi.nlm.nih.gov/pubmed/31075175
http://dx.doi.org/10.1016/j.cmet.2015.07.009
http://www.ncbi.nlm.nih.gov/pubmed/26244932
http://dx.doi.org/10.1136/gutjnl-2018-316103
http://www.ncbi.nlm.nih.gov/pubmed/29899081
http://dx.doi.org/10.1038/s41598-019-47332-z
http://www.ncbi.nlm.nih.gov/pubmed/31358818
http://dx.doi.org/10.1155/2018/3732753
http://dx.doi.org/10.1089/109264203322333557
http://dx.doi.org/10.1381/096089206778663869
http://dx.doi.org/10.1186/1475-2891-9-37
http://www.matvaretabellen.no/?language=en
http://www.genetic-analysis.com/services
http://dx.doi.org/10.1111/apt.13236
http://www.genetic-analysis.com/patent
http://dx.doi.org/10.1016/0009-8981(77)90312-6
http://www.ncbi.nlm.nih.gov/pubmed/6398506
http://dx.doi.org/10.3389/fmicb.2016.00200
http://www.ncbi.nlm.nih.gov/pubmed/26941724
http://dx.doi.org/10.1038/s41598-019-54107-z
http://dx.doi.org/10.1038/nature12820
http://www.ncbi.nlm.nih.gov/pubmed/24336217

Nutrients 2020, 12, 802 12 of 12

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

Hijova, E. Gut bacterial metabolites of indigestible polysaccharides in intestinal fermentation as mediators of
public health. Bratisl. Lek. Listy 2019, 120, 807-812. [CrossRef] [PubMed]

Duncan, S.H.; Belenguer, A.; Holtrop, G.; Johnstone, A.M.; Flint, H.].; Lobley, G.E. Reduced dietary intake of
carbohydrates by obese subjects results in decreased concentrations of butyrate and butyrate-producing
bacteria in feces. Appl. Environ. Microbiol. 2007, 73, 1073-1078. [CrossRef]

Scott, K.P.; Duncan, S.H.; Flint, H.J. Dietary fibre and the gut microbiota. Nutr. Bull. 2008, 33, 201-211.
[CrossRef]

Suez, ].; Korem, T.; Zilberman-Schapira, G.; Segal, E.; Elinav, E. Non-caloric artificial sweeteners and the
microbiome: Findings and challenges. Gut Microbes 2015, 6, 149-155. [CrossRef]

Suez, J.; Korem, T.; Zeevi, D.; Zilberman-Schapira, G.; Thaiss, C.A.; Maza, O.; Israeli, D.; Zmora, N.; Gilad, S.;
Weinberger, A.; et al. Artificial sweeteners induce glucose intolerance by altering the gut microbiota. Nature
2014, 514, 181-186. [CrossRef]

Feehley, T.; Nagler, C.R. Health: The weighty costs of non-caloric sweeteners. Nature 2014, 514, 176-177.
[CrossRef]

Farup, P.G.; Aasbrenn, M.; Valeur, J. Separating “good” from “bad” faecal dysbiosis-evidence from two
cross-sectional studies. BMC Obes. 2018, 5, 30. [CrossRef] [PubMed]

Cani, P.D. Severe obesity and gut microbiota: Does bariatric surgery really reset the system? Gut 2019, 68,
5-6. [CrossRef] [PubMed]

Andoh, A ; Nishida, A.; Takahashi, K.; Inatomi, O.; Imaeda, H.; Bamba, S.; Kito, K.; Sugimoto, M.; Kobayashi, T.
Comparison of the gut microbial community between obese and lean peoples using 16S gene sequencing in
a Japanese population. J. Clin. Biochem. Nutr. 2016, 59, 65-70. [CrossRef] [PubMed]

Koliada, A.; Syzenko, G.; Moseiko, V.; Budovska, L.; Puchkov, K.; Perederiy, V.; Gavalko, Y.; Dorofeyev, A.;
Romanenko, M.; Tkach, S.; et al. Association between body mass index and Firmicutes/Bacteroidetes ratio in
an adult Ukrainian population. BMC Microbiol. 2017, 17, 120. [CrossRef] [PubMed]

Rajilic-Stojanovic, M.; De Vos, W.M. The first 1000 cultured species of the human gastrointestinal microbiota.
FEMS Microbiol. Rev. 2014, 38, 996-1047. [CrossRef]

Mahawar, K.K,; Sharples, A.J. Contribution of Malabsorption to Weight Loss After Roux-en-Y Gastric Bypass:
A Systematic Review. Obes. Surg. 2017, 27,2194-2206. [CrossRef]

Canfora, E.E.; Meex, R.C.R,; Venema, K.; Blaak, E.E. Gut microbial metabolites in obesity, NAFLD and T2DM.
Nat. Rev. Endocrinol. 2019, 15, 261-273. [CrossRef]

Arora, T.; Sharma, R.; Frost, G. Propionate. Anti-obesity and satiety enhancing factor? Appetite 2011, 56,
511-515. [CrossRef]

Li, Z.; Yi, C.X,; Katiraei, S.; Kooijman, S.; Zhou, E.; Chung, CK.; Gao, Y.; Van den Heuvel, ] K.; Meijer, O.C.;
Berbee, ].E.P; et al. Butyrate reduces appetite and activates brown adipose tissue via the gut-brain neural
circuit. Gut 2018, 67, 1269-1279. [CrossRef]

Yao, C.K.; Muir, ].G.; Gibson, PR. Review article: Insights into colonic protein fermentation, its modulation
and potential health implications. Aliment. Pharmacol. Ther. 2016, 43, 181-196. [CrossRef]

Diether, N.E.; Willing, B.P. Microbial Fermentation of Dietary Protein: An Important Factor in
Diet-Microbe-Host Interaction. Microorganisms 2019, 7. [CrossRef] [PubMed]

® © 2020 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
@ article distributed under the terms and conditions of the Creative Commons Attribution

(CC BY) license (http://creativecommons.org/licenses/by/4.0/).


http://dx.doi.org/10.4149/BLL_2019_134
http://www.ncbi.nlm.nih.gov/pubmed/31747759
http://dx.doi.org/10.1128/AEM.02340-06
http://dx.doi.org/10.1111/j.1467-3010.2008.00706.x
http://dx.doi.org/10.1080/19490976.2015.1017700
http://dx.doi.org/10.1038/nature13793
http://dx.doi.org/10.1038/nature13752
http://dx.doi.org/10.1186/s40608-018-0207-3
http://www.ncbi.nlm.nih.gov/pubmed/30524735
http://dx.doi.org/10.1136/gutjnl-2018-316815
http://www.ncbi.nlm.nih.gov/pubmed/29991642
http://dx.doi.org/10.3164/jcbn.15-152
http://www.ncbi.nlm.nih.gov/pubmed/27499582
http://dx.doi.org/10.1186/s12866-017-1027-1
http://www.ncbi.nlm.nih.gov/pubmed/28532414
http://dx.doi.org/10.1111/1574-6976.12075
http://dx.doi.org/10.1007/s11695-017-2762-y
http://dx.doi.org/10.1038/s41574-019-0156-z
http://dx.doi.org/10.1016/j.appet.2011.01.016
http://dx.doi.org/10.1136/gutjnl-2017-314050
http://dx.doi.org/10.1111/apt.13456
http://dx.doi.org/10.3390/microorganisms7010019
http://www.ncbi.nlm.nih.gov/pubmed/30642098
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Study Design 
	Inclusion Criteria 
	Interventions 
	Variables 
	Statistics 
	Ethics 

	Results 
	Subjects 
	Short-Chain Fatty Acids 
	Nutrients, Blood Tests, Type of Surgery and Faecal Microbiota Composition 
	Associations between SCFA Levels and Other Variables 

	Discussion 
	Conclusions 
	References

