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Abstract
Severe systemic inflammation is associated with nausea, loss of appetite, and 
delayed gastric emptying, which increases hospitalization admission length 
and mortality rate. There is a lack of human controlled studies exploring gas-
tric emptying rates and underlying mechanisms during inflammatory conditions. 
We aimed to investigate if systemic inflammation in young men delays gastro- 
intestinal transit times, lowers motility, and affects gastrointestinal hormone se-
cretion. This substudy of a randomized crossover trial investigated eight healthy 
young men on two separate occasions; (I) following an overnight fast (healthy 
conditions/HC) and (II) fasting and bedrest combined with two lipopolysac-
charide (LPS) injections of 1 ng kg−1 following an overnight fast and 0.5 ng kg−1 
following another 24 h (systemic inflammation/SI). A standardized protein bev-
erage and a SmartPill capsule (a wireless gastrointestinal monitoring system) 
were swallowed during each occasion. Whole gut transit time was comparable 
between HC and SI. SI decreased gastric mean pressure peak amplitude (p = 0.04) 
and increased pH rise across the pylorus and small bowel pH (p  = 0.02) com-
pared with HC. Glucagon- like peptide- 1 was elevated during SI compared with 
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1  |  INTRODUCTION

Microbial infections causing systemic inflammation (SI) 
are often associated with nausea and loss of appetite. 
Around two- thirds of critically ill patients with sepsis 
have delayed gastric emptying time (GET) and the preva-
lence increases with disease severity (Nguyen et al., 2007). 
Delayed GET is associated with elevated risk of aspiration, 
increased need of intensive care, prolonged hospital ad-
mission, and elevated mortality rate (Nguyen et al., 2007; 
Van Leeuwen et al.,  1994). Inflammation that is more 
moderate leads to nausea, reduced food intake, immobi-
lization as well as negative energy balance with elevated 
muscle wasting, which is subsequently associated with 
reduced quality of life and increased mortality in elderly 
and/or chronically ill patients (Liebau et al., 2015; Welch 
et al., 2018). However, these important clinical results are 
often obtained in a heterogeneous patient population and 
are poorly controlled (e.g., with respect to time of inflam-
mation onset and disease severity). Gastrointestinal mo-
tility during conditions with SI has mainly been explored 
in animal studies, showing a disruption in normal motor 
functions and a delay in gastric emptying and colonic 
transit time (Calatayud et al.,  2001; Cullen et al.,  1995; 
Cullen et al., 1997). Human studies are sparse and have 
primarily evaluated gastrointestinal disorders in outpa-
tient settings or examined GET in postoperative or crit-
ically ill patients in the intensive care unit (ICU). These 
studies have shown delayed GET in line with clinical 
experience (Nguyen et al.,  2007). Lipopolysaccharide 
(LPS) shed by gram- negative bacteria activates the innate 
immune system through toll- like receptor 4 activation 
(Zhang et al.,  2020). Intravenous bolus infusion of LPS 
has been used as an experimental approach in humans 
to mimic the systemic inflammatory response during the 
initial phase of sepsis and affect many other organs than 
the immune system through yet unknown mechanisms 
(van Lier et al., 2018).

The gold standard for measuring gastrointestinal tran-
sit time is scintigraphy, either as gastric scintigraphy or 
as whole gut scintigraphy, the latter lasting several days 
(Bonapace et al., 2000). Motility is most often assessed by 

manometry (Cassilly et al.,  2008). These techniques are 
laborious, costly, may involve radiation, and transport to 
facilities, which pose ethical and logistic challenges in 
clinical studies. Alternatives for measuring gastrointesti-
nal transit times and motility include ingestion of a cap-
sule, that measures whole gut transit times and motility 
in an ambulant setting without radiation exposure. This 
relative new method correlates well with scintigraphy 
and antroduodenal manometry measurements (Cassilly 
et al., 2008; Kuo et al., 2007).

The aim of this randomized crossover exploratory study 
was to investigate the effects of prolonged, well- controlled 
moderate SI on gastrointestinal transit time, motility, and 
hormone secretion in young men.

2  |  MATERIALS AND METHODS

2.1 | Study approval

The study was approved by the Central Denmark 
Region Committees on Biomedical Research Ethics 
(ID: 1- 10- 72- 69- 19), and was registered at the Danish 
Data Protection Agency and at Clini calTr ials.gov 
(NCT04064268). The study was conducted in accord-
ance with the Declaration of Helsinki. All participants 
signed an informed consent, prior to inclusion into the 
study.

2.2 | Design and participants

Our data originate from a larger randomized controlled 
crossover study with 8 male participants who were inves-
tigated on three separate occasions to explore the effect 
on protein metabolism of (i) protein supplementation dur-
ing healthy conditions (HC), (ii) protein supplementation 
during systemic inflammatory conditions (SI), and (iii) 
ketone supplementation during systemic inflammatory 
conditions (Mose et al.,  2021). This study only involves 
data from the two first intervention arms. The inclusion 
criteria in the study were male gender, aged between 20 

HC (p = 0.04). Peptide YY was lower during SI compared with HC (p = 0.007). 
Prolonged LPS exposure combined with fasting and bedrest elevated glucagon- 
like peptide 1 concentrations, which may play a role for the nausea and loss of 
appetite typically associated with SI.

K E Y W O R D S

endotoxemia, gastrointestinal hormones, gastrointestinal motility, gastrointestinal transit 
times, inflammation, wireless motility capsule

http://clinicaltrials.gov
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and 40 years and a body mass index (BMI) between 20 and 
30 kg/m2. The participants were healthy without regular 
intake of medicine and were nonsmokers. Prior to inclu-
sion, they were screened with a medical interview and 
physical examination as well as electrocardiography and 
blood tests: C- reactive peptide (CRP), leukocytes, hemo-
globin, thrombocytes, creatinine, alanine, aminotrans-
ferase, bilirubin, alkaline phosphatase, hemoglobin A1c, 
thyrotropin, and cholesterol.

Exclusion criteria were ongoing signs of infection (e.g., 
fever or elevated CRP) or gastrointestinal conditions in-
cluding prior abdominal surgery.

Participants were instructed to abstain from alco-
hol and strenuous physical activity for 48 h before each 
visit, and to consume food with 50– 60 E% from carbo-
hydrates, 10– 20 E% from protein and max 30 E% from 
fat. They fasted overnight prior to the study days and 
were transported to the research facilities by a motor-
ized vehicle.

2.3 | Interventions

Participants were investigated following an overnight 
fast, on two separate occasions in random order (with 
6– 8 weeks between visits);

 I HC.

 II Prolonged LPS- induced SI

LPS injection (1 ng kg−1, time = −24 h), fast and immo-
bilization (prestudy day).

LPS injection (0.5 ng kg−1, time = 0) (study day).
Heart rate and axillary temperature were measured 

every hour. Blood samples were obtained consecutively 
during a 7- h period comprising a 3.5 h fasting period 
(basal) and a 3.5 h postprandial (sipping) period. A 
beverage consisting of 15 gram β- lactoglobulin protein 
(produced by Arla Foods Ingredients)+6.7 g carbohy-
drate from maltodextrin +14.1 g lipid from sunflower 
oil and milk and tap water (total volume 188 ml) was 
ingested as a bolus (time = 210) followed by fractions 
of a beverage with the same composition every 20 min 
(sipping period; time 210– 420). In total, 501 kcal was 
ingested in the form of 45 g β- lactoglobulin protein, 
20 g maltodextrin and 28.2 g lipid from sunflower oil 
and milk. A SmartPill was swallowed immediately 
following the bolus. The study flowchart is shown in 
Figure 1.

Data relating to SI, glucose, insulin, glucagon, and 
protein metabolism are published elsewhere (Mose 
et al., 2021).

F I G U R E  1  Flowchart of the study days. Flowchart showing healthy conditions and prolonged systemic inflammatory conditions. LPS, 
lipopolysaccharide. Created with BioRender.



4 of 12 |   BRODERSEN et al.

After 7 h, each participant received a standard sand-
wich meal and returned home to their normal lifestyle 
carrying the SmartPill receiver (see below).

2.4 | SmartPill

An activated and calibrated SmartPill (Given Imaging) cap-
sule was swallowed with 150 ml of tap water immediately 
after protein beverage ingestion. The SmartPill is a 27 × 12 mm 
cylindrical shaped plastic capsule with a weight of 4.5 g. It 
measures pressure in the range of 0– 350 mmHg ± 5 mmHg 
from 0– 99 mmHg and ±10% above 100 mmHg. The pH sen-
sor measures between 1– 9 ± 0.5 pH unit and temperatures 
from 20 to 45 ± 1°C. Via radiofrequency, data are transmit-
ted to a portable receiver on the abdomen of the participant. 
After SmartPill expulsion, the receiver is docked to a com-
puter and the MotiliGI (SmartPill- software, version 3.0.20, 
Given Imaging) aids in the retrieving and analysis of the 
results. A typical output is shown in Figure 2.

2.5 | Data analysis

Each SmartPill trace displays pH, temperature, pressure, 
and time. Two blinded investigators analyzed each trace 

and any incoherency between estimates was discussed 
and settled by the blinded study group.

Anatomical landmarks were defined as previously 
described (Evans et al.,  1988; Fallingborg et al.,  1998; 
Sarosiek et al., 2010; Zarate et al., 2010). In brief, the GET 
was the time interval between ingestion, defined by an 
abrupt temperature increase to >37° C and the passage 
through pylorus, defined by a sharp rise in pH by more 
than two units. Small bowel transit time (SBTT) was the 
time interval from passage through the pylorus to pas-
sage through the ileocecal junction (ICJ), defined by a 
sustained drop in pH by more than 1 pH unit for at least 
10 min. Colonic transit time (CTT) was the time interval 
from the passage through ICJ to SmartPill expulsion, de-
fined by a sharp drop in temperature (Figure  2). Proper 
assessment of pH values requires gastric retention of the 
SmartPill for at least 10 min.

2.6 | Blood samples

Blood samples were placed on ice, centrifuged, and 
stored at −20°C or − 80°C as appropriate and analyzed 
in batches. Leucocytes, neutrophils, CRP, glucagon, 
tumor necrosis factor α (TNFα), interleukin 6 (IL- 6), and 
serum insulin were analyzed as previously described 

F I G U R E  2  SmartPill output. An example of the SmartPill output measure is shown with pH (green vertical axis), temperature (blue 
vertical axis) and pressure (red vertical axis) during time (horizontal axis). Whole gastrointestinal transit time (WGTT), gastric emptying 
time (GET), small bowel transit time (SBTT) and colonic transit time (CTT).
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(Mose et al., 2021). Acylated ghrelin was analyzed with 
an enzyme- linked immunosorbent assay (ELISA) kit 
A05106, from Bertin Bioreagents. Total PYY was meas-
ured using Millipore human total PYY Elisa (cat no 
EZHPYYT66K; Millipore). Plasma for total glucagon- like 
peptide 1 (GLP- 1) and glucose- dependent insulinotropic 
peptide (GIP) was extracted in a final concentration of 
70% ethanol before analysis. Total GLP- 1 was measured 
as described in (Orskov et al.,  1994) using a radioim-
munoassay (antibody code no 89390) specific for the 
C- terminal part of the GLP- 1 molecule and reacting 
equally with intact GLP- 1 and the primary (N- terminally 
truncated) metabolite. Total GIP concentration was 
measured with a radioimmunoassay using an antibody 
directed toward the C- terminus (code no. 80867), which 
reacts fully with intact GIP and N- terminally truncated 
forms as described in (Lindgren et al., 2011). Sensitivity 
for both assays was below 1 pmol L−1, and intra assay co-
efficient of variation below 10%. Where relevant, assays 
were carried out in accordance with the manufacturer's 
instructions and all quality controls were within the re-
quired limits.

2.7 | Statistics

Statistical analyses were carried out in STATA 14 
(StataCorp LLC) and graphs in SigmaPlot 11 (Systat 
Software). Data are expressed as mean ± standard devia-
tions or median (range) and a p < 0.05 was considered sig-
nificant. For comparison between interventions a paired 
t- test was performed. QQ plots and Bland– Altman plots 
were inspected to control for model assumptions. If model 
assumptions were violated, logarithmic transformation 
was applied. Gastrointestinal hormones were examined 
with a linear repeated measure mixed model with two 

factors: intervention (SI vs. HC) and time and any inter-
action between them (intervention × time). Residual plots 
were inspected for equal variance.

3  |  RESULTS

3.1 | Participants

The participants had a median age of 24.5 years (21– 27) 
and a median BMI of 23.3 kg/m2 (20.8– 29.9) as previously 
reported (Mose et al., 2021). All interventions were well 
tolerated except for one participant reporting an episode 
of diarrhea (during SI). No serious adverse events were re-
corded and all participants completed the study.

3.2 | LPS- induced illness

The systemic effect of the initial dose of LPS (1 ng kg−1 at 
time point −24 h) has already been reported elsewhere 
(Modrzynska et al.,  2021), and included a marked in-
crease in heart rate (peak increase ≈ 25 beats per min), 
temperature (peak increase ≈ 2°C), inflammatory cy-
tokines (peak increase in TNF- α ≈ 150 pg ml−1 and 
IL- 6 ≈ 400 pg ml−1), and symptom scores (Table  1). We 
have previously validated this human model of SI and 
showed it causes insulin resistance (Mose et al., 2020). In 
this study, we added a second dose of LPS to prolong the 
inflammatory response.

Following the second dose of LPS (0.5 ng kg−1 at 
time point 0 h), there was a more moderate response 
with a mean increase in heart rate of 6 beats per min 
(p  =  0.045), a 0.4°C increase in body temperature 
(p  =  0.03), a 6 × 109  L−1 increase in plasma leucocyte 
count (p < 0.001), a 22 mg L−1 increase in CRP (p < 0.001), 

T A B L E  1  Vital parameters and inflammatory markers

Measures Unit HC SI
Absolute 
difference p- value

Vital parameters

Heart rate Beats min−1 58 (50 to 66) 64 (60 to 87) 6.5 (−3 to 27) 0.045

Axillary temperature °C 36.1 ± 0.4 36.5 ± 0.3 0.4 ± 0.3 0.03

Inflammatory markers

Leucocytes ×109 L−1 3.8 ± 0.9 9.8 ± 1.7 6.0 ± 6.9 <0.001

C- reactive peptide mg L−1 1 (0.1 to 3) 22 (19 to 48) 22 (18 to 46) <0.001

Interleukine- 6 pg ml−1 5.7 (0.3 to 17.1) 16.8 (1.6 to 96.8) 11.1 (1.3 to 86.5) <0.001

Tumor necrosis 
factor- α

pg ml−1 6.5 ± 5.8 17.1 ± 10.4 10.6 ± 5.7 0.001

Note: Vital parameters and inflammatory markers during healthy conditions (HC) and during systemic inflammation (SI, dual lipopolysaccharide exposure 
combined with a 36 h fast and bedrest). Mean ± standard deviation or median (min– max), absolute difference and the p- value from a paired t- test.
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T A B L E  2  Transit times, motility, and pH data

Measures Unit HC SI
Absolute 
difference

% 
Difference p- value

Transit times

Gastric emptying time min 558 ± 485 689 ± 530 131 ± 557 23.5 0.53

Small bowell transit 
time

min 323 ± 88 290 ± 96 - 34 ± 70 −10.4 0.22

Colon transit time min 799 ± 629 1141 ± 652 342 ± 850 42.8 0.29

Whole gut transit time min 1681 ± 808 2120 ± 709 440 ± 730 26.2 0.13

Motility/contractility

Gastric motility index mm Hg s min−1 56 ± 41 38 ± 26 −18 ± 43 −31.4 0.29

Small bowell motility 
index

mm Hg s min−1 144 ± 56 131 ± 78 −14 ± 62 −9.6 0.55

Colon motility index mm Hg s min−1 244 (75 to 395) 134 (84 to 640) −110 (−274 to 245) −45.1 0.41

Gastric contraction 
mean peak 
amplitude

mm Hg 17 (15 to 33) 16 (13 to 21) −1 (−12 to 1) −5.9 0.04

Small bowell contraction 
mean peak 
amplitude

mm Hg 17 ± 1 18 ± 3 1 ± 3 5.9 0.33

Colon contraction mean 
peak amplitude

mm Hg 22 ± 4 20 ± 4 −2 ± 6 −7.8 0.43

Gastric contractions Contractions 
min−1

2.0 ± 1.6 1.5 ± 1.0 −0.5 ± 1.6 −23.9 0.42

Small bowell 
contractions

Contractions 
min−1

4.2 ± 1.3 3.5 ± 1.9 −0.7 ± 1.7 −17.4 0.26

Colon contractions Contractions 
min−1

2.2 (1.3 to 5.9) 2.0 (1.3 to 4.8) −0.2 (−1.1 - 1.3) −9.1 0.40

Gastric pressure 
maximum

mm Hg 292 ± 105 252 ± 138 −40 ± 165 −13.8 0.51

Small bowell pressure 
maximum

mm Hg 142 (65 to 266) 103 (61 to 245) −39 (−166 to 96) −27.5 0.13

Colon pressure 
maximum

mm Hg 145 ± 39 150 ± 53 5 ± 80 3.4 0.87

pH

Gastric pH min pH unit 0.65 ± 0.3 0.72 ± 0.3 0.1 ± 0.5 10.8 0.71

Gastric pH median pH unit 2.28 ± 1.0 2.39 ± 1.3 0.1 ± 1.4 4.8 0.82

Antroduodenal rise pH unit 5.78 ± 0.4 6.33 ± 0.3 0.6 ± 0.5 9.7 0.02

Small bowell pH med pH unit 7.15 ± 0.3 7.44 ± 0.3 0.3 ± 0.3 3.9 0.04

Small bowell pH max pH unit 7.79 ± 0.3 8 ± 0.4 0.2 ± 0.5 2.7 0.23

Ileocecal junction pH 
drop

pH unit 1.48 ± 0.5 1.76 ± 0.7 0.3 ± 1.0 18.9 0.45

Colon pH min pH unit 5.6 ± 0.5 5.6 ± 0.4 0.0 ± 0.5 0.0 1.00

Colon pH med pH unit 6.94 ± 0.7 7.06 ± 0.7 0.1 ± 1.0 1.7 0.75

Colon pH max pH unit 8.09 ± 0.5 8.61 ± 0.8 0.5 ± 0.7 5.7 0.09

Note: Transit times, contractility measures and pH estimates derived from an ingested SmartPill. The SmartPill was ingested following consumption of a 
protein beverage bolus followed by a sip regime of the beverage throughout the study. Interventions were healthy conditions (HC) and systemic inflammation 
(SI, dual lipopolysaccharide exposure combined with a 36 h fast and bedrest). Data are displayed as means ± standard deviation, or medians (min– max) 
absolute and percentage difference and the associated p- value from a paired t- test.
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an 11 pg mL−1 increase in IL- 6 levels (p  < 0.001), 
and a 10.6 pg mL−1increase in TNF- α concentrations 
(p = 0.002). Furthermore, mean insulin levels increased 
by 25 pmol L−1 (p = 0.02) and mean glucagon levels by 
6 pmol L−1 (p = 0.0001; Mose et al., 2021).

3.3 | Transit times, motility, and pH data

The WGTT tended to be 7.3 ± 12.2 h longer during SI com-
pared with HC (p = 0.13; Table 2).

The gastric mean peak contraction amplitude was 6.0% 
lower during SI compared with HC (p = 0.04).

The median gastric pH was comparable between 
conditions, but the mean pH across the antroduode-
num was 9.7% (p = 0.02) higher and the median small 
bowel pH was 3.9% (p  =  0.04) higher during SI com-
pared with HC.

3.4 | Gastrointestinal hormones

Plasma concentrations of GLP- 1 were higher during 
SI (intervention, p  =  0.04) and rose as expected follow-
ing protein ingestion, with no statistically significant 
time × intervention interaction (Figure 3a).

PYY levels were lower during SI compared with 
HC throughout the entire trial period (intervention, 
p  =  0.007; Figure  3d). Plasma concentrations of acyl 
ghrelin and GIP were comparable between SI and HC 
(Figure 3b,c).

4  |  DISCUSSION

In this exploratory study, we show that 36 h of SI, fasting, 
and bedrest elevate plasma GLP- 1 and lower PYY concen-
trations compared with HC in young men. The systemic 

F I G U R E  3  Gastrointestinal hormone. (a) Glucagon- like peptide 1 (GLP- 1), (b) glucose- dependent insulinotropic peptide (GIP), 
(c) Ghrelin and (d) PYY measured during a basal period followed by consumption of a protein beverage bolus followed by a sip regime 
of the beverage throughout the study. Interventions were healthy conditions (a 12 h overnight fast) and systemic inflammation (dual 
lipopolysaccharide exposure combined with a 36 h fast and bedrest).
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inflammatory condition was associated with a decrease in 
gut motility and regional pH elevations, but did not sig-
nificantly alter intestinal transit times. However, the in-
dividual differences were quite large with a mean delay 
in whole gut transit times by 7 h ranging from −13 to 
24 h, but the study had a limited number of participants. 
Regardless, the delay of 7 h in whole gut transit time is in 
line with currently available reports from critically ill hu-
mans and animal models of inflammation (Collares, 1997; 
Cullen, Titler, et al., 1999; Nguyen et al., 2007).

Systemic inflammation activates immune cells in the 
intestinal wall and afferent neurons resulting in intesti-
nal motility disturbances in animals (Brookes,  1993; De 
Winter et al.,  2009). Activated mast cells, macrophages, 
and glia cells produce pro- inflammatory mediators such 
as IL- 6 and the neurotransmitter nitric oxide (NO), which 
have been shown to induce delayed GET (Takakura 
et al., 1997). TNF- α and NO inhibitors have been shown to 
reverse the LPS- induced delay in intestinal transit times 
in mice (Inada et al.,  2006), which indicates that pro- 
inflammatory cytokines per se may affect gastrointestinal 
transit times and motility. Moreover, reduced blood flow 
during sepsis (Murphey & Traber, 2000) may amplify the 
pro- inflammatory response and sympathetic (i.e., damp-
ened parasympathetic) neural activity, causing reduced 
intestinal motility.

Plasma GLP- 1 concentrations were higher during 
SI fasting conditions, which underscores the concepts 
regarding the existence of a basal, meal- independent 
GLP- 1 secretion (Holst et al., 2017). An IL- 6 dependent 
GLP- 1 secretion has been demonstrated in mice but could 
not be reproduced in humans (Ellingsgaard et al., 2011; 
Kahles et al.,  2014; Lang Lehrskov et al.,  2018). TNF- α 
was also elevated in our study, but TNF- α infusion did 
not alter GLP- 1 secretion in response to an oral glucose 
tolerance test (Nielsen et al., 2013). It is possible that the 
L- cells may be directly activated via their expression of 
Toll- like receptors, which may at least partly contribute 
to the elevated GLP- 1 levels found in our trial (Lebrun 
et al., 2017).

Previous studies have demonstrated elevated GLP- 1 
levels during inflammation (Brakenridge et al., 2019; Perl 
et al.,  2018), but a recent clinical study from our group 
found that GLP- 1 concentrations decrease during the first 
6 h of LPS exposure in healthy young men (Modrzynska 
et al., 2021). In addition, clinical data from patients with 
endocarditis, urinary tract infection, noninfectious and 
postoperative inflammation show divergent correlations 
between inflammation (using CRP) and GLP- 1. The only 
subgroup that showed a positive correlation between 
GLP- 1 and CRP were patients with urinary tract infec-
tion with Escherichia coli. We used LPS from E. coli to in-
duce prolonged SI in this current study and suggest that 

bacteria strain and duration (acute vs. prolonged) of the 
inflammation may affect GLP- 1 concentrations.

Studies have shown that GLP- 1 delays GET, decreases 
hunger sensations, and reduces food intake (Nguyen 
et al., 2014; Shirazi et al., 2013; Wettergren et al., 1993). 
Previous studies have demonstrated reduced antroduo-
denal motility and enhanced pyloric contractions during 
GLP- 1 infusion in humans (Hellström et al., 2008; Schirra 
et al., 2000). In line with this, we found a decreased mean 
peak amplitude of gastric contractions. Thus, our data 
would be compatible with a theory that GLP- 1 contributes 
to the nausea and reduced food intake typically accompa-
nying conditions with prolonged SI.

Interestingly, we observed an increase in prandial 
plasma GLP- 1 during both SI and HC. The increase in 
GLP- 1 secretion during SI was associated with a ≈1.4 mM 
increment in prandial plasma glucose concentrations 
and an increase of ≈100 pmol L−1 in plasma insulin com-
pared with no change in prandial plasma glucose and an 
increase of only ≈40 pmol L−1 in plasma insulin during 
HC conditions (in line with being more insulin resistant 
during SI), as previously reported (Mose et al., 2020; Mose 
et al., 2021). Insulin injection in mice induced accelerated 
jejunal transport independently of hypoglycemia, by ac-
tivating cholinergic and adrenergic systems (Peddyreddy 
et al.,  2006). We observed a 10% acceleration in jejunal 
transport during SI, however nonsignificant (p  =  0.22). 
It has been shown that LPS infusion accelerates the mi-
grating motor complex propulsion along the jejunum and 
can be accompanied by a decreased absorption of water, 
glucose and amino acids in a dose- dependent fashion 
in animal studies (Cullen, Doty, et al.,  1999; Hellström 
et al.,  1997; Sodeyama et al.,  1993). Thus, SI may delay 
intestinal motility and whole gut transit times but at the 
same time accelerate SBTT. This may very well induce 
nausea and reduce food intake, while compromising nu-
trient and possibly pharmaceutical uptake in the small 
bowel. These changes in the gastrointestinal environment 
and movement may also play a role for the catabolic state 
associated with SI (Mose et al., 2021; Zagli et al., 2008).

Gastric acid secretion is inhibited by GLP- 1, which is 
in line with our findings of significantly higher median 
small bowel pH and a larger pH rise from the stomach 
to the small bowel during SI (Wettergren et al.,  1993). 
Bacterial overgrowth of the upper gastro- intestinal tract 
plays a pivotal role in development of inflammatory 
complications and multiple organ failure in the ICU 
(Hassoun et al.,  2001). Animal studies have shown a 
decrease in gastric acid secretion during endotoxemia 
(Cullen et al.,  1995), and alkalization of gastric secre-
tion has been linked to bacterial overgrowth in the small 
bowel and colon of humans (Duncan et al., 2009; Husebye 
et al.,  1992, 1995). Alternatively, alkalization of small 
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bowel pH could also be attributed to the aforementioned 
decrease in water uptake from the small bowel during SI 
combined with delayed GET. SI influences the gastroin-
testinal environment and may therefore play a role for the 
altered composition of the bacterial flora associated with 
infections and SI (Alhazzani et al., 2018).

PYY is secreted by L- cells in the distal ileum in response 
to nutrients approximately 15 min after meal ingestion 
and thus before nutrients reach the distal ileum (Price & 
Bloom, 2014). Our meal contained both protein, fat, and 
carbohydrates still we were, unable to detect a postpran-
dial rise in PYY concentrations in either group, which may 
indicate either that the nutrient load was insufficient to 
stimulate PYY release or the timespan between ingestion 
and measurements was too short. SI in combination with 
36 h of fasting decreased PYY levels throughout the en-
tire study period, an observation in line with the differ-
ence seen between obese and lean individuals (Batterham 
et al., 2003). Thus, these results are in contrast to in vitro 
and animal studies showing elevated PYY levels during 
inflammatory conditions (Higashiguchi et al., 1994; Zamir 
et al., 1992). Increased PYY levels are also reported in crit-
ically ill patients (Nematy et al., 2006). Since the secretion 
of PYY is affected by previous food intake (Chandarana 
et al., 2009), the downregulation of the anorexigenic hor-
mone PYY in our study may reflect that those participants 
were fasted for 36 h during SI conditions compared with 
an overnight fast during HC conditions. The lower con-
centrations of PYY observed during SI in our study may 
have had opposing effects on the elevated GLP- 1 concen-
trations, appetite and intestinal transit times.

The study has several limitations. This is a substudy 
within a larger clinical study, and it is prone to type 2 errors 
because of the small number of participants as reflected 
by many borderline significant p- values. In addition, al-
though the SI produced in our study was comparable to 
an E. coli infection, the level of inflammation was perhaps 
insufficient to elicit significant effects on transit times 
and motility. In line with this, there has been reports of 
dose-  and time- dependent effects of LPS on transit times 
in animals (Ceregrzyn et al., 2001; Collares, 1997), which 
may also have affected our results (Ceregrzyn et al., 2001). 
The beverage contained all macronutrients but relatively 
large amounts of protein as the primary aim of the initial 
study was to investigate the muscle preserving effects of 
the beverage during healthy and systemic inflammatory 
conditions. We cannot exclude that a different nutritional 
composition of the test meal may have affected intesti-
nal transit times and gastrointestinal hormones. Also, we 
chose a study design that mimics the typical features (in-
flammation, low calorie intake, and immobilization) of an 
infection and compared it with HC (overnight fast). The 
clinically relevant design is not only a strength but also a 

limitation as it hinders disentangling whether it is caused 
by prolonged fasting, immobilization, or inflammation.

We chose to include only healthy young men in order to 
minimize variability and due to the ethical considerations 
associated with human studies using LPS. Gender and age 
affect intestinal transit times (Graff et al.,  2001), but we 
have no reason to believe that our intervention (SI) would 
affect intestinal transit times or gastrointestinal hormones 
markedly different in women or older individuals.

The merits of our study, however, include the random-
ized controlled crossover design with a comprehensive 
model mimicking prolonged inflammatory conditions in 
humans, and in our eyes, these data add new important 
insight into the gastrointestinal changes that occur during 
these conditions.

5  |  CONCLUSION

In conclusion, we used dual LPS exposure to mimic the 
first 36 h of bacteremia and showed elevated plasma con-
centrations of GLP- 1 and lowered plasma concentrations 
of PYY. The changes in gut hormones were associated 
with decreased motility and increased pH in the small 
bowel. These preliminary findings provide new insight 
into the gastrointestinal adaptions that occur during pro-
longed SI and GLP- 1 but not PYY may play a role in the 
nausea associated with this condition.

AUTHOR CONTRIBUTIONS
Nikolaj Rittig, Niels Møller, Maike Mose, Ulla Ramer 
Mikkelsen, and Jens Otto Lunde Jørgensen designed the 
research; Katrine Brodersen and Maike Mose conducted 
the research; Anne- Marie Wegeberg, Christina Brock, 
Bolette Hartmann, Jens Juul Holst, and Katrine Brodersen 
analyzed data; Katrine Brodersen performed the statisti-
cal analysis and wrote the manuscript; All authors con-
tributed with improvement to the manuscript; Nikolaj 
Rittig was responsible for the final content and all authors 
approved the final manuscript.

ACKNOWLEDGMENTS
We would like to thank Lisa Buus, Elsebeth Hornemann, 
and Hanne Petersen, for their skillful technical assistance.

FUNDING INFORMATION
Financial support came from Aarhus University 
(Denmark), Department of Surgery, Viborg Regional 
Hospital, Steno Diabetes Center Aarhus, Aarhus 
University Hospital, Arla Foods for Health (N/A), 
Augustinus Foundation (grant no. 19- 1349). JJH was sup-
ported by the NovoNordisk Foundation Center for Basic 
Metabolic Research.



10 of 12 |   BRODERSEN et al.

CONFLICT OF INTEREST
URM is employed at ARLA Foods Ingredients P/S and 
contributed to the study design and final draft of the man-
uscript, but was not involved in data collection, analysis 
or decision to publish. Furthermore, ARLA Foods did not 
have any influence on study conduct or interpretation. 
The remaining authors have no further conflict of interest 
to declare.

ETHICS STATEMENT
Central Denmark Ethics Committee ID: 1- 10- 72- 69- 19.

ORCID
Katrine Brodersen   https://orcid.
org/0000-0003-3388-1863 
Jens Otto Lunde Jørgensen   https://orcid.
org/0000-0001-7408-1526 

REFERENCES
Alhazzani, W., Alshamsi, F., Belley- Cote, E., Heels- Ansdell, D., 

Brignardello- Petersen, R., Alquraini, M., Perner, A., Møller, M. 
H., Krag, M., Almenawer, S., Rochwerg, B., Dionne, J., Jaeschke, 
R., Alshahrani, M., Deane, A., Perri, D., Thebane, L., al- Omari, 
A., Finfer, S., … Guyatt, G. (2018). Efficacy and safety of stress 
ulcer prophylaxis in critically ill patients: A network meta- 
analysis of randomized trials. Intensive Care Medicine, 44, 1– 11.

Batterham, R. L., Cohen, M. A., Ellis, S. M., Le Roux, C. W., Withers, 
D. J., Frost, G. S., Ghatei, M. A., & Bloom, S. R. (2003). Inhibition 
of food intake in obese subjects by peptide YY3- 36. The New 
England Journal of Medicine, 349, 941– 948.

Bonapace, E. S., Maurer, A. H., Davidoff, S., Krevsky, B., Fisher, R. S., 
& Parkman, H. P. (2000). Whole gut transit scintigraphy in the 
clinical evaluation of patients with upper and lower gastroin-
testinal symptoms. The American Journal of Gastroenterology, 
95, 2838– 2847.

Brakenridge, S. C., Moore, F. A., Mercier, N. R., Cox, M., Wu, Q., 
Moldawer, L. L., Mohr, A. M., Efron, P. A., & Smith, S. R. 
(2019). Persistently elevated glucagon- like Peptide- 1 levels 
among critically ill surgical patients after sepsis and devel-
opment of chronic critical illness and dismal long- term out-
comes. Journal of the American College of Surgeons, 229, 58– 
67.e1.

Brookes, S. J. H. (1993). Neuronal nitric oxide in the gut. Journal of 
Gastroenterology and Hepatology, 8, 590– 603.

Calatayud, S., Barrachina, M. D., García- Zaragozá, E., Quintana, E., 
& Esplugues, J. V. (2001). Endotoxin inhibits gastric emptying 
in rats via a capsaicin- sensitive afferent pathway. Naunyn- 
Schmiedeberg's Archives of Pharmacology., 363, 276– 280.

Cassilly, D., Kantor, S., Knight, L. C., Maurer, A. H., Fisher, R. S., 
Semler, J., & Parkman, H. P. (2008). Gastric emptying of a 
non- digestible solid: Assessment with simultaneous SmartPill 
pH and pressure capsule, antroduodenal manometry, gastric 
emptying scintigraphy. Neurogastroenterology and Motility, 20, 
311– 319.

Ceregrzyn, M., Kamata, T., Yajima, T., & Kuwahara, A. (2001). 
Biphasic alterations in gastrointestinal transit following endotox-
aemia in mice. Neurogastroenterology and Motility, 13, 605– 613.

Chandarana, K., Drew, M. E., Emmanuel, J., Karra, E., Gelegen, C., 
Chan, P., Cron, N. J., & Batterham, R. L. (2009). Subject stan-
dardization, acclimatization, and sample processing affect gut 
hormone levels and appetite in humans. Gastroenterology, 136, 
2115– 2126.

Collares, E. F. (1997). Effect of bacterial lipopolysaccharide on gas-
tric emptying of liquids in rats. Brazilian Journal of Medical 
and Biological Research = Revista brasileira de pesquisas med-
icas e biologicas, 30, 207– 211.

Cullen, J. J., Caropreso, D. K., & Ephgrave, K. S. (1995). Effect of 
endotoxin on canine gastrointestinal motility and transit. The 
Journal of Surgical Research, 58, 90– 95.

Cullen, J. J., Caropreso, D. K., Hemann, L. L., Hinkhouse, M., 
Conklin, J. L., & Ephgrave, K. S. (1997). Pathophysiology of 
adynamic ileus. Digestive Diseases and Sciences, 42, 731– 737.

Cullen, J. J., Doty, R. C., Ephgrave, K. S., Hinkhouse, M. M., & 
Broadhurst, K. (1999). Changes in intestinal transit and absorp-
tion during endotoxemia are dose dependent. The Journal of 
Surgical Research, 81, 81– 86.

Cullen, J. J., Titler, S., Ephgrave, K. S., & Hinkhouse, M. M. (1999). 
Gastric emptying of liquids and postprandial pancreatobili-
ary secretion are temporarily impaired during endotoxemia. 
Digestive Diseases and Sciences, 44, 2172– 2177.

De Winter, B. Y., Bredenoord, A. J., Van Nassauw, L., De Man, J. G., 
De Schepper, H. U., Timmermans, J. P., & Pelckmans, P. A. 
(2009). Involvement of afferent neurons in the pathogenesis of 
endotoxin- induced ileus in mice: Role of CGRP and TRPV1 re-
ceptors. European Journal of Pharmacology, 615, 177– 184.

Duncan, S. H., Louis, P., Thomson, J. M., & Flint, H. J. (2009). The 
role of pH in determining the species composition of the human 
colonic microbiota. Environmental Microbiology, 11, 2112– 2122.

Ellingsgaard, H., Hauselmann, I., Schuler, B., Habib, A. M., Baggio, 
L. L., Meier, D. T., Eppler, E., Bouzakri, K., Wueest, S., Muller, Y. 
D., Hansen, A. M. K., Reinecke, M., Konrad, D., Gassmann, M., 
Reimann, F., Halban, P. A., Gromada, J., Drucker, D. J., Gribble, 
F. M., … Donath, M. Y. (2011). Interleukin- 6 enhances insulin 
secretion by increasing glucagon- like peptide- 1 secretion from 
L cells and alpha cells. Nature Medicine, 17, 1481– 1489.

Evans, D. F., Pye, G., Bramley, R., Clark, A. G., Dyson, T. J., & 
Hardcastle, J. D. (1988). Measurement of gastrointestinal pH pro-
files in normal ambulant human subjects. Gut, 29, 1035– 1041.

Fallingborg, J., Pedersen, P., & Jacobsen, B. A. (1998). Small intesti-
nal transit time and intraluminal pH in ileocecal resected pa-
tients with Crohn's disease. Digestive Diseases and Sciences, 43, 
702– 705.

Graff, J., Brinch, K., & Madsen, J. L. (2001). Gastrointestinal mean 
transit times in young and middle- aged healthy subjects. 
Clinical Physiology, 21, 253– 259.

Hassoun, H. T., Kone, B. C., Mercer, D. W., Moody, F. G., Weisbrodt, 
N. W., & Moore, F. A. (2001). Post- injury multiple organ failure: 
The role of the gut. Shock, 15, 1– 10.

Hellström, P. M., Al- Saffar, A., Ljung, T., & Theodorsson, E. (1997). 
Endotoxin actions on myoelectric activity, transit, and neuro-
peptides in the gut. Role of nitric oxide. Digestive Diseases and 
Sciences, 42, 1640– 1651.

Hellström, P. M., Näslund, E., Edholm, T., Schmidt, P. T., Kristensen, 
J., Theodorsson, E., et al. (2008). GLP- 1 suppresses gastroin-
testinal motility and inhibits the migrating motor complex in 
healthy subjects and patients with irritable bowel syndrome. 
Neurogastroenterology and Motility, 20, 649– 659.

https://orcid.org/0000-0003-3388-1863
https://orcid.org/0000-0003-3388-1863
https://orcid.org/0000-0003-3388-1863
https://orcid.org/0000-0001-7408-1526
https://orcid.org/0000-0001-7408-1526
https://orcid.org/0000-0001-7408-1526


   | 11 of 12BRODERSEN et al.

Higashiguchi, T., Noguchi, Y., Noffsinger, A., Fischer, J. E., & Hasselgren, 
P. O. (1994). Sepsis increases production of total secreted proteins, 
vasoactive intestinal peptide, and peptide YY in isolated rat en-
terocytes. American Journal of Surgery, 168, 251– 256.

Holst, J. J., Pedersen, J., Wewer Albrechtsen, N. J., & Knop, F. K. 
(2017). The gut: A key to the pathogenesis of type 2 diabetes? 
Metabolic Syndrome and Related Disorders, 15, 259– 262.

Husebye, E., Skar, V., Høverstad, T., Iversen, T., & Melby, K. (1995). 
Abnormal intestinal motor patterns explain enteric coloniza-
tion with gram- negative bacilli in late radiation enteropathy. 
Gastroenterology, 109, 1078– 1089.

Husebye, E., Skar, V., Høverstad, T., & Melby, K. (1992). Fasting hy-
pochlorhydria with gram positive gastric flora is highly preva-
lent in healthy old people. Gut, 33, 1331– 1337.

Inada, T., Hamano, N., Yamada, M., Shirane, A., & Shingu, K. (2006). 
Inducible nitric oxide synthase and tumor necrosis factor- alpha 
in delayed gastric emptying and gastrointestinal transit induced 
by lipopolysaccharide in mice. Brazilian Journal of Medical and 
Biological Research = Revista brasileira de pesquisas medicas e 
biologicas, 39, 1425– 1434.

Kahles, F., Meyer, C., Möllmann, J., Diebold, S., Findeisen, H. M., 
Lebherz, C., Trautwein, C., Koch, A., Tacke, F., Marx, N., & 
Lehrke, M. (2014). GLP- 1 secretion is increased by inflamma-
tory stimuli in an IL- 6- dependent manner, leading to hyperin-
sulinemia and blood glucose lowering. Diabetes, 63, 3221– 3229.

Kuo, B., McCallum, R. W., Koch, K. L., Sitrin, M. D., Wo, J. M., Chey, 
W. D., Hasler, W. L., Lackner, J. M., Katz, L. A., Semler, J. R., 
Wilding, G. E., & Parkman, H. P. (2007). Comparison of gastric 
emptying of a nondigestible capsule to a radio- labelled meal in 
healthy and gastroparetic subjects. Alimentary Pharmacology & 
Therapeutics, 27, 186– 196.

Lang Lehrskov, L., Lyngbaek, M. P., Soederlund, L., Legaard, G. E., 
Ehses, J. A., Heywood, S. E., Wewer Albrechtsen, N. J., Holst, 
J. J., Karstoft, K., Pedersen, B. K., & Ellingsgaard, H. (2018). 
Interleukin- 6 delays gastric emptying in humans with direct 
effects on glycemic control. Cell Metabolism, 27, 1201– 11.e3.

Lebrun, L. J., Lenaerts, K., Kiers, D., Pais de Barros, J. P., Le Guern, 
N., Plesnik, J., Thomas, C., Bourgeois, T., Dejong, C. H. C., Kox, 
M., Hundscheid, I. H. R., Khan, N. A., Mandard, S., Deckert, 
V., Pickkers, P., Drucker, D. J., Lagrost, L., & Grober, J. (2017). 
Enteroendocrine L cells sense LPS after gut barrier injury to 
enhance GLP- 1 secretion. Cell Reports, 21, 1160– 1168.

Liebau, F., Wernerman, J., van Loon, L. J., & Rooyackers, O. (2015). 
Effect of initiating enteral protein feeding on whole- body pro-
tein turnover in critically ill patients. The American Journal of 
Clinical Nutrition, 101, 549– 557.

Lindgren, O., Carr, R. D., Deacon, C. F., Holst, J. J., Pacini, G., Mari, 
A., & Ahrén, B. (2011). Incretin hormone and insulin responses 
to oral versus intravenous lipid administration in humans. The 
Journal of Clinical Endocrinology and Metabolism, 96, 2519– 2524.

Modrzynska, J., Klein, C. F., Iversen, K., Bundgaard, H., Hartmann, 
B., Mose, M., Rittig, N., Møller, N., Holst, J. J., & Albrechtsen, 
N. J. (2021). Plasma levels of glucagon but not GLP- 1 are el-
evated in response to inflammation in humans. Endocrine 
Connections, 10, 205– 213.

Mose, M., Brodersen, K., Rittig, N., Schmidt, J., Jessen, N., Mikkelsen, 
U. R., Jørgensen, J. O. L., & Møller, N. (2021). Anabolic effects of 
oral leucine- rich protein with and without β- hydroxybutyrate 
on muscle protein metabolism in a novel clinical model of 

systemic inflammation- a randomized crossover trial. The 
American Journal of Clinical Nutrition, 114, 1159– 1172.

Mose, M., Rittig, N., Mikkelsen, U. R., Jessen, N., Bengtsen, M. B., 
Christensen, B., Jørgensen, J. O. L., & Møller, N. (2020). A 
model mimicking catabolic inflammatory disease; a controlled 
randomized study in humans. PLoS One, 15, e0241274.

Murphey, E. D., & Traber, D. L. (2000). Cardiopulmonary and 
splanchnic blood flow during 48 hours of a continuous infu-
sion of endotoxin in conscious pigs: A model of hyperdynamic 
shock. Shock, 13, 224– 229.

Nematy, M., O'Flynn, J. E., Wandrag, L., Brynes, A. E., Brett, S. J., 
Patterson, M., Ghatei, M. A., Bloom, S. R., & Frost, G. S. (2006). 
Changes in appetite related gut hormones in intensive care unit 
patients: A pilot cohort study. Critical Care, 10, R10.

Nguyen, A. T., Mandard, S., Dray, C., Deckert, V., Valet, P., Besnard, P., 
Drucker, D. J., Lagrost, L., & Grober, J. (2014). Lipopolysaccharides- 
mediated increase in glucose- stimulated insulin secretion: 
Involvement of the GLP- 1 pathway. Diabetes, 63, 471– 482.

Nguyen, N. Q., Ng, M. P., Chapman, M., Fraser, R. J., & Holloway, R. 
H. (2007). The impact of admission diagnosis on gastric empty-
ing in critically ill patients. Critical Care, 11, R16.

Nielsen, S. T., Lehrskov- Schmidt, L., Krogh- Madsen, R., Solomon, 
T. P., Lehrskov- Schmidt, L., Holst, J. J., & Møller, K. (2013). 
Tumour necrosis factor- alpha infusion produced insulin resis-
tance but no change in the incretin effect in healthy volunteers. 
Diabetes/Metabolism Research and Reviews, 29, 655– 663.

Orskov, C., Rabenhøj, L., Wettergren, A., Kofod, H., & Holst, J. J. 
(1994). Tissue and plasma concentrations of amidated and 
glycine- extended glucagon- like peptide I in humans. Diabetes, 
43, 535– 539.

Peddyreddy, M. K., Dkhar, S. A., Ramaswamy, S., Naveen, A. T., & 
Shewade, D. G. (2006). An inherent acceleratory effect of insu-
lin on small intestinal transit and its pharmacological charac-
terization in normal mice. World Journal of Gastroenterology, 
12, 2593– 2600.

Perl, S. H., Bloch, O., Zelnic- Yuval, D., Love, I., Mendel- Cohen, L., 
Flor, H., & Rapoport, M. J. (2018). Sepsis- induced activation 
of endogenous GLP- 1 system is enhanced in type 2 diabetes. 
Diabetes/Metabolism Research and Reviews, 34, e2982.

Price, S. L., & Bloom, S. R. (2014). Protein PYY and its role in metab-
olism. Frontiers of Hormone Research, 42, 147– 154.

Sarosiek, I., Selover, K. H., Katz, L. A., Semler, J. R., Wilding, G. E., 
Lackner, J. M., Sitrin, M. D., Kuo, B., Chey, W. D., Hasler, W. 
L., Koch, K. L., Parkman, H. P., Sarosiek, J., & McCallum, R. 
(2010). The assessment of regional gut transit times in healthy 
controls and patients with gastroparesis using wireless motil-
ity technology. Alimentary Pharmacology & Therapeutics, 31, 
313– 322.

Schirra, J., Houck, P., Wank, U., Arnold, R., Göke, B., & Katschinski, 
M. (2000). Effects of glucagon- like peptide- 1(7- 36)amide on 
antro- pyloro- duodenal motility in the interdigestive state and 
with duodenal lipid perfusion in humans. Gut, 46, 622– 631.

Shirazi, R., Palsdottir, V., Collander, J., Anesten, F., Vogel, H., Langlet, 
F., Jaschke, A., Schürmann, A., Prévot, V., Shao, R., Jansson, J. 
O., & Skibicka, K. P. (2013). Glucagon- like peptide 1 receptor in-
duced suppression of food intake, and body weight is mediated 
by central IL- 1 and IL- 6. Proceedings of the National Academy 
of Sciences of the United States of America, 110, 16199– 16204.



12 of 12 |   BRODERSEN et al.

Sodeyama, M., Gardiner, K. R., Regan, M. C., Kirk, S. J., Efron, G., 
& Barbul, A. (1993). Sepsis impairs gut amino acid absorption. 
American Journal of Surgery, 165, 150– 154.

Takakura, K., Hasegawa, K., Goto, Y., & Muramatsu, I. (1997). Nitric 
oxide produced by inducible nitric oxide synthase delays gastric 
emptying in lipopolysaccharide- treated rats. Anesthesiology, 87, 
652– 657.

Van Leeuwen, P., Boermeester, M. A., Houdijk, A. P., Ferwerda, C. 
C., Cuesta, M. A., Meyer, S., & Wesdorp, R. I. (1994). Clinical 
significance of translocation. Gut, 35, S28– S34.

van Lier, D., Geven, C., Leijte, G. P., & Pickkers, P. (2018). 
Experimental human endotoxemia as a model of systemic in-
flammation. Biochimie, 159, 99– 106.

Welch, C., Hassan- Smith, Z. K., Greig, C. A., Lord, J. M., & Jackson, T. 
A. (2018). Acute sarcopenia secondary to hospitalisation— An 
emerging condition affecting older adults. Aging and Disease, 
9, 151– 164.

Wettergren, A., Schjoldager, B., Mortensen, P. E., Myhre, J., 
Christiansen, J., & Holst, J. J. (1993). Truncated GLP- 1 (proglu-
cagon 78- 107- amide) inhibits gastric and pancreatic functions 
in man. Digestive Diseases and Sciences, 38, 665– 673.

Zagli, G., Tarantini, F., Bonizzoli, M., Di Filippo, A., Peris, A., De 
Gaudio, A. R., & Geppetti, P. (2008). Altered pharmacology 
in the intensive care unit patient. Fundamental & Clinical 
Pharmacology, 22, 493– 501.

Zamir, O., Hasselgren, P. O., Higashiguchi, T., Frederick, J. A., & 
Fischer, J. E. (1992). Effect of sepsis or cytokine administration 

on release of gut peptides. American Journal of Surgery, 163, 
181– 184 discussion 4– 5.

Zarate, N., Mohammed, S. D., O'Shaughnessy, E., Newell, M., Yazaki, 
E., Williams, N. S., Lunniss, P. J., Semler, J. R., & Scott, S. M. 
(2010). Accurate localization of a fall in pH within the ileo-
cecal region: Validation using a dual- scintigraphic technique. 
American Journal Of Physiology Gastrointestinal and Liver 
Physiology, 299, G1276– G1286.

Zhang, P., Yang, M., Chen, C., Liu, L., Wei, X., & Zeng, S. (2020). 
Toll- like receptor 4 (TLR4)/opioid receptor pathway cross-
talk and impact on opioid analgesia, immune function, 
and gastrointestinal motility. Frontiers in Immunology, 11, 
1455.

How to cite this article: Brodersen, K., Mose, M., 
Ramer Mikkelsen, U., Jørgensen, J. O. L., Festersen 
Nielsen, M., Møller, N., Wegeberg, A.-M., Brock, C., 
Hartmann, B., Holst, J. J., & Rittig, N. (2022). 
Prolonged lipopolysaccharide-induced illness 
elevates glucagon-like peptide-1 and suppresses 
peptide YY: A human-randomized cross-over trial. 
Physiological Reports, 10, e15462. https://doi.
org/10.14814/ phy2.15462

https://doi.org/10.14814/phy2.15462
https://doi.org/10.14814/phy2.15462

	Prolonged lipopolysaccharide-induced illness elevates glucagon-like peptide-1 and suppresses peptide YY: A human-randomized cross-over trial
	Abstract
	1|INTRODUCTION
	2|MATERIALS AND METHODS
	2.1|Study approval
	2.2|Design and participants
	2.3|Interventions
	2.4|SmartPill
	2.5|Data analysis
	2.6|Blood samples
	2.7|Statistics

	3|RESULTS
	3.1|Participants
	3.2|LPS-induced illness
	3.3|Transit times, motility, and pH data
	3.4|Gastrointestinal hormones

	4|DISCUSSION
	5|CONCLUSION
	AUTHOR CONTRIBUTIONS
	ACKNOWLEDGMENTS
	FUNDING INFORMATION
	CONFLICT OF INTEREST
	ETHICS STATEMENT
	REFERENCES


