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Abstract

Objective: The gut is a neuroendocrine-immune organ, vulnerable to stress, and toxic agents, including 
lipopolysaccharide (LPS) leading to gut dysbiosis and inflammation. The aim of present study was to evaluate the 
pharmacological properties of prebiotic fructooligosaccharides (FOS) against the LPS-induced gut inflammation 
in mice. Materials and Methods: The Swiss albino mice (female, 8 weeks) were divided into following four 
groups (n = 6/group): Group-I/Control: received saline (0.9% NaCl), (II) Group-II/LPS (1 mg/kg for 5 days, 
intraperitoneal), Group-III/LPS+FOS (LPS 1 mg/kg for 5 days followed by FOS 2 g/kg for 28 days), and 
Group-IV/FOS (FOS 2 g/kg for 28 days, through oral gavaging). Results: The LPS exposure significantly 
decreased the body and gut weight compared to control which, after the FOS treatment, increased to control level. 
In LPS-exposed mice, the decreased of gut associated superoxide dismutase and catalase activity was enhanced 
and normalized by FOS. Similarly, LPS-induced the pro-inflammatory cytokines IL-6 and TNF-α level were 
also decreased to control level after FOS treatment. Moreover, LPS exposure caused various histopathological 
alterations in gut, such as lesions of epithelial layer, edema of villi, and disruption of goblet cells, in which 
FOS modulated. Conclusion: The pharmacological prebiotic FOS shows the anti-oxidative, anti-inflammatory 
properties which modulated the LPS-induced gut toxicity by decreasing inflammation and oxidative stress and 
improving histological architecture.
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INTRODUCTION

The gastrointestinal (GI) tract/gut is 
considered the neuroendocrine-immune 
organ consisting of an enteric nervous 

system, enteroendocrine cells, and GALT, 
an immune component.[1] The gut mucosal 
epithelium contains the endocrine and immune 
cells, which maintain the integrity of the epithelial 
barrier and gut homeostasis.[2] The GI tract is 
susceptible to various extraneous toxicants and 
pathogens, for example, bacteria, viruses, and 
parasites, that compromise gut epithelial barrier 
integrity.[3] Under normal circumstances, the GI 
tract maintains a homeostatic population of a large 
variety of gut microbiota (GM), which are either 
beneficial (e.g., Bifidobacterium, Lactobacillus, 
etc.) or harmful (e.g., Clostridium, Shigella, etc.) 
to the host’s health.[4] Some recent studies reported 
that several factors, such as diet, xenobiotic, and 
overuse of antibiotics, alter the composition 
of GM, leading to an increase in harmful 

gut microbial components, including lipopolysaccharide 
(LPS).[5] LPS is a toxic component of the bacterial cell wall 
(e.g., Escherichia coli) and acts on various immune cells, such 
as macrophages and mucosal epithelial cells. In homeostatic 
conditions, the LPS concentration in the gut and systemic 
circulation remains low.[6] The increased LPS level triggers 
inflammatory response cascades to increase pro-inflammatory 
cytokines (IL-1β, IL-6, and TNF-α) and induce oxidative free 
radicals such as superoxide, nitric oxides, etc.[7,8] Subsequently, 
these inflammatory mediators impair the epithelial barrier 
allowing the permeability of toxic substances or pathogens to 
enhance gut leakage, inflammation, and dysbiosis.[9,10]
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Several studies reported that the intake of prebiotics has 
beneficial effects on intestinal homeostasis in animals 
and humans.[11] Microbiota fermentation of prebiotics 
produces short-chain fatty acids (SCFAs), stimulating the 
growth of beneficial bacteria. Prebiotics are non-digestible 
oligosaccharides that maintain the homeostasis and diversity 
of the bacterial population in the GI tract. The most widely 
used prebiotics having health benefits in humans are 
fructooligosaccharides (FOS) and galactooligosaccharides.[12] 
The presence of these compounds contributes to the integrity 
of the gut mucosal barrier and has great potential for 
improving gut health.[13] The FOS is a low molecular weight 
oligosaccharide, made up short fructose chain, and naturally 
present in many plants such as chicory, onion, blue agave, 
and garlic. Moreover, a few clinical studies have suggested 
the anti-inflammatory and anti-oxidative properties roles of 
FOS, but their mechanism still needs to be better understood. 
Therefore, the present study hypothesized that the FOS might 
protect the inflammation and oxidative stress of the gut. The 
present study aimed to elucidate the therapeutic property 
of prebiotic FOS against mice’s LPS-induced gut toxicity 
(inflammation and oxidative stress).

MATERIALS AND METHODS

Drugs and chemicals

The LPS (E. coli serotype 026: B6, L-2654), FOS (Code: 
F8052), and ELISA Kits (IL-6: Code: RAB0308; TNF-
α: Code: RAB0477) were purchased from Sigma-Aldrich 
(St. Louis, USA). Chemicals for oxidative stress such as 
nitro blue tetrazolium chloride (NBT) (Code: MB107), 
L-methionine (Code: GRM200), riboflavin (Code: CMS181), 
and coomassie brilliant blue (Code: MB092) were purchased 
from HiMedia (Mumbai, INDIA).

Animals and experimental design

Swiss albino female mice (8 weeks old; Body weight: 22 
± 3 g) procured from the Indian Institute of Toxicology 
Research, Lucknow, India, and housed in polypropylene 
cages with 12/12 light-dark cycles at an ambient temperature 
(23 ± 2°C) and humidity (55 ± 5%) and acclimatized for 
2 weeks. Supplied the food and water were ad libitum. After 

acclimatization, the following four groups of mice were 
maintained for experimentation (six mice per group, Figure 1).
•	 Group-I (Control): Treated with saline (0.9% NaCl) for 

5 days.
•	 Group-II (LPS): Given LPS (1 mg/kg) intraperitoneally 

(i.p.) for 5 days.
•	 Group-III (LPS+FOS): Exposed to LPS (1 mg/kg for 

5 days), after that, FOS (2 g/kg) for 4 weeks through oral 
gavaging.

•	 Group-IV (FOS): FOS (2 g/kg) for 4 weeks through 
orally gavaging.

Mice were sacrificed using anesthesia pentobarbital 
(100 mg/kg) at the end of experiments. The exposure dose of 
FOS (w/v) is equivalent to the rat oral dose.[14]

Study of gut oxidative stress

Superoxide dismutase (SOD) and CAT activity

The activity of SOD was measured following the method 
of Beauchamp and Fridovich[15] with certain modifications. 
In brief, 10% homogenate of gut tissue was prepared in 
0.05 M potassium phosphate buffer (PPB, pH 7.4), followed 
by centrifugation at 10,000 rpm for 15 min. The 100 µL 
tissue supernatant was mixed with 900 µL of reaction 
mixture containing 0.05 M PPB, 0.1 M methionine, 0.1 M 
Ethylenediaminetetraacetic acid (EDTA), 0.45 M NBT, 
and 0.01 M riboflavin and incubated in light condition for 
1 h. The sample’s optical density (OD) was measured by 
spectrophotometer against a reference blank at 560 nm. One 
unit of SOD activity (unit/mg protein) was calculated as the 
amount of enzyme inhibited by 50% of NBT. The Bradford 
method[16] was applied to measure protein content in gut tissue.

The CAT activity was studied according to the method of 
Cohen et al.[17] and Aebi.[18] In brief, 10% homogenate of gut 
tissue was prepared in 0.05 M PPB (pH 7.4) and centrifuged 
at 10,000 rpm for 15–20 min. 500 μL supernatant mixed with 
5 μL ethanol and kept in ice for 30 min. After this, 450 μL of 
this aliquot was mixed with 50 μL Tritan-X-100, vortexed, 
and from this sample, 100 μL taken in a cuvette and mixed 
1.4 mL of 13 mM H2O2. OD was measured at 240 nm for 1 min 
with the help of a UV–VIS spectrophotometer (Shimadzu, 
UV-1800 pharma spec), using extinction coefficient of 
H2O2 (43.6 M−1cm−1) and is expressed as unit/mg of protein.

Figure 1: Schematic representation of the experimental design
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Measurement of inflammatory cytokines 
(IL-6 and TNF-α)

Blood samples were immediately collected from the 
abdominal aorta of anesthetized mice in 0.1% EDTA treated 
vials, centrifuged at 2500 rpm for 15 min, and kept plasma 
at −20°C until assay. Plasma IL-6 and TNF-α in duplicate 
were measured using a commercially available ELISA kit 
(Sigma-Aldrich, USA). The intra-assay and inter-assay 
coefficient variation for IL-6 and TNF-α were <10% and 
12%, respectively.

Histopathology of GI tract

Histopathology of the GI tract (Jejuno-ileum and Colon) 
was studied by hematoxylin and eosin (H&E) staining. In 
brief, tissues were quickly dissected, washed, and weighed. 
The 4% paraformaldehyde was used for the fixation of gut 
tissue. After overnight fixation, tissues were thoroughly 
cleaned, dehydrated through graded alcohols (50%, 70%, 
90%, and 100%), and embedded in paraffin wax. Sections 
of 8 µm thickness were cut and stretched on albumin-coated 
glass slides. After deparaffinization in xylene and rehydrated 
in water through graded series of alcohols, gut tissue was 
stained with H&E. Photomicrography was done by light 
microscope (Leica DM 2500, Germany). The morphometric 
analysis of various parameters of gut histology was done 
using ImageJ 1.32 image analysis software (NIH, Bethesda, 
USA). The density of enterocytes in villi and goblet cells in 
the colon was counted in a selected counting frame of 100 × 
100 µm (10000 µm2) area. The goblet cell size in the colon 
was measured at 30 cells from each section (10 sections from 
each animal).

Statistical analysis

All values were represented in mean ± SD using GraphPad 
Prism 5 software and by one-way analysis of variance 
(ANOVA). Tukey’s post hoc test was used further to 
determine the significant level at *P < 0.05, **P < 0.01, and 
***P < 0.001.

RESULTS

Effect of LPS and FOS on body and gut-weight

In one-way ANOVA, a significant effect was observed on 
body weight (F (3, 111) = 22.36, P < 0.001) and gut-weight 
(F (3, 23) = 118.1, P < 0.001) in the experimental groups 
compared to the control. The body weight was significantly 
decreased in LPS (P < 0.001) and FOS cotreated (LPS+FOS; 
P < 0.01) mice as compared to control but substantially 
increased in both the FOS co-treated (LPS+FOS; P < 0.01) 
as well as in only FOS supplemented (FOS: P < 0.001) mice 
as compared to LPS-challenged mice. The gut weight was 

significantly decreased in mice exposed to LPS (P < 0.001) 
than the control. Supplementation of FOS substantially 
increased the gut weight in LPS+FOS (P < 0.001) and FOS 
(P < 0.001) exposed mice compared with the LPS treatment 
group to make that equivalent to the control level [Figure 2].

Effect of LPS and FOS on SOD and CAT activity

In one-way ANOVA, the treated mice showed a significant 
effect on SOD (F (3, 23) = 9.15, P < 0.001) and CAT (F (3, 23) 
= 7.29, P < 0.01) activity of the gut. Administration of LPS 
to mice significantly reduced the SOD and CAT activities 
(P < 0.001 for both) in the GI tract compared to the control 
group. Both SOD and CAT activities of gut tissue increased 
on FOS supplementation (LPS + FOS) compared to LPS, but 
not significant. In only the FOS group, the activity of SOD 
was increased significantly (P < 0.01) [Figure 3].

Effect of LPS and FOS on IL-6 and TNF-α

The effect of LPS exposure and FOS treatment on plasma 
cytokines IL-6 and TNF-α level is shown in Figure 3. The 
one-way ANOVA analysis revealed substantial changes 
in IL-6 (F (3, 15) = 57.20, P < 0.001) and TNF-α level 
(F (3, 15) = 75.97, P < 0.001) in the experimental groups 
compared to the control. Tukey’s post hoc analysis further 
showed high levels of both IL-6 and TNF-α in the LPS 
(P < 0.001) as well as in LPS+FOS (P < 0.05) treated groups 
compared to the control. As compared to LPS, plasma levels 
of both IL-6 and TNF-α were significantly less (P < 0.001 
for both) in FOS co-treated (LPS+FOS) mice. In only FOS 
mice, plasma levels of IL-6 and TNF-α remained equivalent 
to the control.

Histopathological evaluation of GI tract

The result of gut histopathological changes (Jejuno-
ileum and Colon) is shown in Figures 4 and 5. In one-
way ANOVA, the significant changes in the density of 
enterocytes (F (3, 23) = 6.44, P < 0.01) in the jejunum were 
observed in treatment groups. In control, all the layers, 
including epithelium, lamina propria (LP), submucosa, 
and muscularisexterna (ME) of the intestinal mucosa, were 
integrated, smooth, and healthy. In LPS-exposed mice, the 
epithelial barrier becomes damaged, and LP was condensed, 
exhibiting migration of immune cells to inflammatory 
regions. In addition, disrupted mucosal goblet cells and 
mucin deposition to the extent of epithelial cells were also 
observed. Crypt architecture was also distorted, indicating 
severe inflammation [Figure 4a-d]. In LPS-exposed mice, 
the damage of the epithelial barrier exhibited reduced 
enterocyte density (P < 0.01) compared to the control. 
Compared to the LPS-treated group, enterocyte density 
was more both in LPS+FOS and only FOS-treated groups, 
significantly (P < 0.05) later [Figure 5a].
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The colon of LPS-induced mice also revealed similar kinds 
of histopathological aberrations as found in jejunum-ileum. 
The lesion in the mucosal epithelium, goblet cell disruption, 
migration of inflammatory cells, and condensation of LP 
was observed [Figure 4e-h]. In one-way ANOVA, significant 
changes in goblet cell density (F (3, 55) = 5.86, P < 0.01) 
and size (F (3, 119) = 3.46, P < 0.05) in the colon were 
observed in treatment groups. The density of the goblet cells 
was significantly decreased (P < 0.01), but not the size in the 
LPS group. In the cotreated (LPS+FOS) group, goblet cells 
number/density and size remained equivalent to the control. 
The goblet cell density increased in only the FOS group 
but not significantly compared to the control [Figure 5b]. 

However, the increase was significant (P < 0.01) compared 
to LPS. The goblet cell size was significantly increased in 
only FOS treated group (P < 0.05) compared to the control 
group [Figure 5c].

DISCUSSION

The present study demonstrated that prebiotic FOS 
supplementation protects the GI tract from bacterial endotoxin 
LPS-induced inflammation. The LPS is a potent immune 
stressor that can activate innate immunity through TLR-4 
present on immunocompetent cells such as monocytes, 

Figure 2: Graph showing the measurement of body weight (a) and gut weight (b) of mice. Values are expressed as mean ± SD. 
**P < 0.01 and ***P < 0.001 compared to control. ##P < 0.01 and ###P < 0.001 in comparison with LPS exposed group

a b

Figure 3: Graph showing the measurement of the activity of SOD (a) and CAT (b) of the gut and cytokines IL-6 (c) and TNF-α 
(d) in blood plasma. Values are expressed as mean ± SD.*P < 0.05 and ***P < 0.001 compared to control group; ##P < 0.01 and 
###P < 0.001 in comparison with LPS exposed group

a

c d

b
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macrophages, and mucosal epithelial cells. Furthermore, LPS 
stimulates the production of a wide range of inflammatory 
substances, such as pro-inflammatory cytokines, chemokines, 
and oxidative free radicals have been largely reported.[19,20] The 
elevated levels of these inflammatory cytokines and oxidative 
free radicals are potent biomarkers of inflammation.[21] In the 
present study, the pro-inflammatory cytokines level of IL-6 
and TNF-α were increased on LPS exposure, amplifying the 
inflammatory responses, and initiating gut inflammation, 
as reported by others.[22] The histopathological disruptions 
of both the jejuno-ileum and colon might corroborate gut 
inflammation. The LPS exposure caused lesions of the gut 
mucosal barrier and leakage and depletion of enterocytes and 
goblet cells, mucin secretion, and deposition on epithelial 
layer and condensation of LP, as reported by others.[23,24] 
Infiltration of leukocytes in the LP indicated activation of 
immune cells, a restitution mechanism of inflammation.[9] The 
condensation of LP may be due to LPS-induced chemokines 
production, such as cell adhesion molecule ICAM from 
fibroblast.[25] LPS exposure significantly decreased SOD and 
CAT in the gut. That the LPS disrupts the homeostasis of the 
cell’s antioxidant defense system and substantially reduces 
the SOD and CAT in the liver, kidney, and intestinal mucosa 

has been reported as observed in this study.[26,27] Oxidative 
stress characterized by reduced gut SOD and CAT activity 
plays an essential role in inflammation, pathogenesis, 
progression, and severity. The present study measured that 
the prebiotic FOS supplementation for 28 days to LPS-
exposed mice reduced plasma levels of pro-inflammatory 
cytokines (IL-6 and TNF-α).

FOS supplementation attenuated the histopathological 
alterations of the gut caused by LPS that reflected in the 
jejunum-ileum and colon. In the jejunum, enterocyte 
density was increased by FOS and maintained the density 
and size of the goblet cell in the colon. FOS ameliorated 
gut inflammation due to the anti-inflammatory properties 
of different prebiotics (soybean oligosaccharides, lactulose, 
and polyphenols) has been reported.[28,29] A recent study has 
proposed that the prebiotics may directly affect inflammatory 
cells, maintain the intestinal mucosal barrier integrity, and 
reduce the severity of lesions in the colon.[30] Moreover, FOS 
treatment exhibited the suppression of gut oxidative stress 
by enhancement of the activity of anti-oxidative agents such 
as SOD and CAT. Hence, it is suggested that in appropriate 
doses, FOS attenuates oxidative stress’s cellular damage. 

Figure 5: Graph showing the measurement of the density of enterocytes (a) and goblet cells (b) and goblet cell size (c) of the 
gut. Values are expressed as mean ± SD. *P < 0.05 and **P < 0.01 compared to control. #P< 0.05 and ##P < 0.01 in comparison 
with LPS exposed group

a b c

Figure 4: Histopathology of jejunum-ileum and colon of the gut of Control (a and e), LPS (b and f), LPS+FOS (c and g), and 
FOS (d and h). Damage of epithelial barrier ( ), damage of crypts (*), Goblet cell (»). Ep: Epithelial layer, LP: Lamina propria, 
C: Crypts, ME: Muscularis externa. Magnification: ×10, Bar scale = 200 µm

a b c d

hgfe
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The prebiotics neutralized oxidants in the intestinal tract by 
expressing antioxidant enzymes and reducing inflammation 
in the gut.[31]

The studies have reported that the consumption of prebiotics 
leads to the growth of beneficial/good microbiota, for 
example, bifidobacteria and lactobacilli in the GI tract. The 
fermentation product of FOS by beneficial bacteria in the 
large intestine is SCFAs that indirectly scavenge ROS.[28,32] 
Further, it could be suggested that FOS supplementation 
might have increased the beneficial bacterial population 
that protected the gut epithelium from oxidative stress. As 
reported earlier, this study’s significantly decreasing body 
and gut weight indicates LPS-induced systemic toxicity.[33,34] 
FOS supplementation reduces systemic toxicity to maintain 
body weight. This finding suggests that FOS in an appropriate 
amount can protect the gut from LPS damage, repair tissue 
cells, and keep the gut healthy.

CONCLUSION

The FOS supplementation has shown efficacy in protecting 
histological damage of the gut through the modulation of 
inflammatory cytokines and oxidative stress. Prebiotic FOS 
intake may help maintain microbiota homeostasis and helps 
promote GI health. The supplementation of prebiotic FOS 
thus could be explored more as a therapeutic adjunct for 
treating gut illnesses such as inflammatory bowel disease, 
and ulcerative colitis, and restoring gut health.

ACKNOWLEDGMENTS

A research fellowship to Shreya from the University Grants 
Commission, New Delhi, India, is highly acknowledged.

ETHICS STATEMENT

The handling and maintenance of animals were according 
to CPCSEA, MoEFCC, Government of India guidelines. 
The experimental protocols (IAEC/AU/2019(1)/01) were 
approved and certified by the Institutional Animal Ethics 
Committee (IAEC), University of Allahabad, India.

REFERENCES

1.	 Takiishi T, Fenero CI, Câmara NO. Intestinal barrier 
and gut microbiota: Shaping our immune responses 
throughout life. Tissue Barriers 2017;5:e1373208.

2.	 Herath M, Hosie S, Bornstein JC, Franks AE, Hill-
Yardin EL. The role of the gastrointestinal mucus system 
in intestinal homeostasis: Implications for neurological 
disorders. Front Cell Infect Microbiol 2020;10:248.

3.	 Chelakkot C, Ghim J, Ryu SH. Mechanisms regulating 
intestinal barrier integrity and its pathological 
implications. Exp Mol Med 2018;50:1-9.

4.	 Karakan T, Tuohy KM, Solingen G. Low-dose lactulose 
as a prebiotic for improved gut health and enhanced 
mineral absorption. Front Nutr 2021;8:672925.

5.	 Wen L, Duffy A. Factors influencing the gut 
microbiota, inflammation, and Type 2 diabetes. J Nutr 
2017;147:1468S-75.

6.	 Mohammad S, Thiemermann C. Role of metabolic 
endotoxemia in systemic inflammation and potential 
interventions. Front Immunol 2021;11:594150.

7.	 Hung YL, Suzuki K. The pattern recognition receptors 
and lipopolysaccharides (LPS)-induced systemic 
inflammation. Int J Res Stud Med Health Sci 2017;2:1-7.

8.	 Ferro D, Baratta F, Pastori D, Cocomello N, Colantoni A, 
Angelico F, et al. New insights into the pathogenesis 
of non-alcoholic fatty liver disease: Gut-derived 
lipopolysaccharides and oxidative stress. Nutrients 
2020;12:2762.

9.	 Erben U, Loddenkemper C, Doerfel K, Spieckermann S, 
Haller D, Heimesaat MM, et al. A guide to 
histomorphological evaluation of intestinal inflammation 
in mouse models. Int J Clin Exp Pathol 2014;7:4557-76.

10.	 Peng J, He Q, Li S, Liu T, Zhang J. Hydrogen-rich water 
mitigates LPS-induced chronic intestinal inflammatory 
response in rats via Nrf-2 and NF-κB signaling pathways. 
Vet Sci 2022;9:621.

11.	 Tawfick MM, Xie H, Zhao C, Shao P, Farag MA. Inulin 
fructans in diet: Role in gut homeostasis, immunity, 
health outcomes and potential therapeutics. Int J Biol 
Macromol 2022;208:948-61.

12.	 Davani-Davari D, Negahdaripour M, Karimzadeh I, 
Seifan M, Mohkam M, Masoumi SJ, et al. Prebiotics: 
Definition, types, sources, mechanisms, and clinical 
applications. Foods 2019;8:92.

13.	 Fernández J, Redondo-Blanco S, Gutiérrez-del-Río I, 
Miguélez EM, Villar CJ, Lombo F. Colon microbiota 
fermentation of dietary prebiotics towards short-
chain fatty acids and their roles as anti-inflammatory 
and antitumour agents: A review. J Funct Foods 
2016;25:511-22.

14.	 Kang S, Johnston TV, Ku S, Ji GE. Acute and sub-chronic 
(28-day) oral toxicity profiles of newly synthesized 
prebiotic butyl-fructooligosaccharide in ICR mouse and 
Wistar rat models. Toxicol Res (Camb) 2020;9:484-92.

15.	 Beauchamp C, Fridovich I. Superoxide dismutase: 
Improved assays and an assay applicable to acrylamide 
gels. Anal Biochem 1971;44:276-87.

16.	 Bradford MM. A rapid and sensitive method for the 
quantitation of microgram quantities of protein utilizing 
the principle of protein-dye binding. Anal Biochem 
1976;72:248-54.

17.	 Cohen G, Dembiec D, Marcus J. Measurement of catalase 
activity in tissue extracts. Anal Biochem 1970;34:30-8.

18.	 Aebi H. Catalase. In: Methods of Enzymatic Analysis. 
United States: Academic Press; 1974. p. 673-84.



Shreya and Mohanty: Fructooligosaccharide modulates lipopolysaccharide-induced gut inflammation

Asian Journal of Pharmaceutics • Apr-Jun 2023 • 17 (2) | 269

19.	 Sharma A, Shandilya UK, Sullivan T, Naylor D, 
Canovas A, Mallard BA, et al. Identification of ovine 
serum miRNAs following bacterial lipopolysaccharide 
challenge. Int J Mol Sci 2020;21:7920.

20.	 Olagaray KE, Bradford BJ. Plant flavonoids to improve 
productivity of ruminants-a review. Anim Feed Sci 
Technol 2019;251:21-36.

21.	 Choghakhori R, Abbasnezhad A, Hasanvand A, Amani R. 
Inflammatory cytokines and oxidative stress biomarkers 
in irritable bowel syndrome: Association with digestive 
symptoms and quality of life. Cytokine 2017;93:34-43.

22.	 Kim Y, Lim HJ, Jang HJ, Lee S, Jung K, Lee SW, et al. 
Portulaca oleracea extracts and their active compounds 
ameliorate inflammatory bowel diseases in vitro and 
in vivo by modulating TNF-α, IL-6 and IL-1β signalling. 
Food Res Int 2018;106:335-43.

23.	 Zhang L, Wei X, Zhang R, Si D, Petitte JN, Ahmad B, 
et al. A novel peptide ameliorates LPS-induced intestinal 
inflammation and mucosal barrier damage via its 
antioxidant and antiendotoxin effects. Int J Mol Sci 
2019;20:3974.

24.	 Zhang Y, Mu T, Jia H, Yang Y, Wu Z. Protective 
effects of glycine against lipopolysaccharide-induced 
intestinal apoptosis and inflammation. Amino Acids 
2021;54:353-64.

25.	 Pang G, Couch L, Batey R, Clancy R, Cripps A. GM‐
CSF, IL‐1alpha, IL‐beta, IL‐6, IL‐8, IL‐10, ICAM‐1 
and VCAM‐1 gene expression and cytokine production 
in human duodenal fibroblasts stimulated with 
lipopolysaccharide, IL‐1 alpha and TNF‐alpha. Clin Exp 
Immunol 1994;96:437-43.

26.	 Kolac UK, Ustuner MC, Tekin N, Ustuner D, Colak E, 
Entok E. The anti-inflammatory and antioxidant effects 
of Salvia officinalis on lipopolysaccharide-induced 

inflammation in rats. J Med Food 2017;20:1193-200.
27.	 Song ZH, Tong G, Xiao K, Jiao LF, Ke YL, Hu CH. 

L-Cysteine protects intestinal integrity, attenuates 
intestinal inflammation and oxidant stress, and modulates 
NF-κB and Nrf2 pathways in weaned piglets after LPS 
challenge. Innate Immun 2016;22:152-61.

28.	 Guarino MP, Altomare A, Emerenziani S, Di Rosa C, 
Ribolsi M, Balestrieri P, et al. Mechanisms of action of 
prebiotics and their effects on gastro-intestinal disorders 
in adults. Nutrients 2020;12:1037.

29.	 Pujari R, Banerjee G. Impact of prebiotics on immune 
response: From the bench to the clinic. Immunol Cell 
Biol 2021;99:255-73.

30.	 Akutko K, Stawarski A. Probiotics, prebiotics and 
synbiotics in inflammatory bowel diseases. J Clin Med 
2021;10:2466.

31.	 Kleniewska P, Hoffmann A, Pniewska E, Pawliczak R. 
The influence of probiotic Lactobacillus casei in 
combination with prebiotic inulin on the antioxidant 
capacity of human plasma. Oxid Med Cell Longev 
2016;2016:1340903.

32.	 Al-Garni AA, Khalifa FK, Zeyadi MA. Comparative 
study of the efficacy of prebiotics and probiotics as 
dietary supplements in rats with gastric ulcer. J Pharm 
Res Int 2021;33:137-45.

33.	 Yang Y, Zhong W, Zhang Y, Cheng Y, Lai H, Yu H, 
et al. Sustained inflammation induced by LPS leads 
to tolerable anorexia and fat loss via Tlr4 in Mice. 
J Inflamm Res 2022;15:5635-48.

34.	 Mohr AE, Crawford MS, Jasbi P, Fessler S, Sweazea KL. 
Lipopolysaccharide and the gut microbiota: Considering 
structural variation. FEBS Lett 2022;596:849-75.

Source of Support: Nil. Conflicts of Interest: None declared.


