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The role of nuclear factor kappa B signaling in the therapeutic 
effect of tadalafil against dexamethasone-induced gastric ulcer in 
rats

Introduction

Millions of individuals throughout the world deal with gastric ulcers 
(GU), a common gastrointestinal disorder that impacts their daily lives in 
various ways. Worldwide, GU is responsible for 5-10% of deaths, with a 
prevalence of 20-60 cases per 100,000 people (Ren et al., 2020). Free rad-
icals, peroxides, and oxygen ions are examples of reactive oxygen species 
(ROS) that have been associated to GU. There is an upregulation of lipid 
peroxidation and pro-inflammatory cytokine release as well as leukocyte 
recruitment and activation in response to elevated ROS formation in the 
gastric mucosa (Duran et al., 2020).

The stomach epithelial barrier and blood flow are preserved under 
normal physiological circumstances by the mucosa's defensive mecha-
nisms, which also include chemicals such as prostaglandins, bicarbon-
ate, heat shock protein, growth hormones, and mucus (Lee et al., 2017). 
Harmful chemicals such as gastric acid, bile acid, ethanol, Helicobacter 
pylori (H. pylori), and nonsteroidal anti-inflammatory drugs (NSAIDs) can 
penetrate the gastric mucosa and overwhelm its protective function bur-
den, leading to mucosal damage (Khan et al., 2018).

The development of GU can be influenced by a number of different 
factors, including as unhealthy eating habits, excessive alcohol use, cig-
arette smoking, stress, and a hereditary susceptibility (Jeon et al., 2020). 
Moreover, frequent use of medicines such as corticosteroids, chemother-
apeutic drugs and anticoagulants linked to stomach ulcers (Palle et al., 
2018). Impairment of the mucosal barrier can lead to intragastric epi-
thelial cell growth, which in turn can break tight junctions and allow the 
digestive fluids to enter deep tissues. The disease manifests itself initially 
as a loss of the epithelium layer, and subsequently progresses to deeper 
tissue damage, erosion, and ulceration (Liu et al., 2024).

A powerful corticosteroid, dexamethasone is frequently prescribed 
to treat a variety of illnesses (Alan and Alan, 2018). Nevertheless, this 

prescription has a risk of certain adverse effects, such as glaucoma, GU, 
osteoporosis, immunosuppression, heart problems, and cognitive impair-
ment (Williams, 2018). According to Luo et al. (2004), it caused a delay in 
the healing of rat GU by inhibiting angiogenesis in the stomach. Inhibit-
ing prostaglandin synthetase, which blocks the gastroprotective effect of 
prostaglandin, and inhibiting peroxidase, which raises endogenous H2O2 

levels, produces more reactive hydroxyl radicals, and degranulates mast 
cells, releasing histamine, which may be the cause of increased acid se-
cretion, harm surface epithelial cells causing gastric erosions and increase 
the risk of gastric mucosa ulceration (Bandyopadhyay et al., 1999). Even 
more harm to the stomach mucosa is caused by a drop in NO levels 
(McCall et al., 1991).

Antacids, proton pump inhibitors (PPIs), histamine H2 receptor block-
ers (famotidine, ranitidine), and stomach protecting medicines (sucral-
fate, PGE1 analogues) are among the several anti-ulcerogenic treatments 
available (Ugan and Un, 2020). PPIs are the most effective as antiulcer 
drugs (El Mahdy et al., 2020). PPIs have consistently demonstrated patient 
tolerance, excellent protection and generally superior acid suppression 
capability than earlier medications (Farley et al., 2000). One way these 
drugs work is by inhibiting the H+/K+ ATPase enzyme system, which is 
responsible for proton pumping in gastric parietal cells. In this mecha-
nism, PPIs attach permanently and covalently to cysteine residues on the 
proton pump, blocking acid generation until a replacement proton pump 
regenerates (Sachs et al., 2014).

According to Fass et al. (2009), one new PPIs that makes advantage 
of DDR technology is dexlansoprazole modified release (MR) preparation. 
The drug is supposed to be released twice, first in the proximal small 
intestine and again in the more distal sections of the small intestine, a 
few hours apart. Therefore, the strongest inhibitory effect on the pro-
ton pump and the longest length of medication retention in the circula-
tion are guaranteed by dexlansoprazole modified release, compared to 
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ARTICLE INFO ABSTRACT

Gastric ulceration is a common gastrointestinal ailment with serious consequences that can lead to serious 
illness or even death. This study aimed to examine the efficacy of tadalafil (TAD) and dexlansoprazole (DLP) in 
treating stomach ulcers caused by dexamethasone (DEX) in male albino Wister rats. Thirty male albino Wister 
rats were divided into 5 groups (6 rats each): control group received normal saline, positive control group 
received DEX 5 mg/kg/day intraperitoneal (i.p.) for 7 days, the third group received DLP 30 mg/kg/day orally 
after DEX, the fourth group received TAD 5 mg/kg/day orally after DEX, and the fifth group received DLP and 
TAD orally after DEX. Persistence and prevention of ulcers, pepsin activity, mucin content, and histopathological 
changes were evaluated after each trial. Reduced glutathione (GSH), nitric oxide (NO), and malondialdehyde 
(MDA) levels were measured in gastric homogenates. Serum levels of prostaglandin E2 (PGE2), tumor necrosis 
factor-α (TNF-α), and interleukin-10 (IL-10) were also measured.  Treatment with either TAD or DLP alone sig-
nificantly reduced ulcer index (U.I.), pepsin activity, TNF-α, IL-10 and MDA with significant rise in mucin content, 
PGE2, NO, GSH, and improved the histological alteration compared to DEX group. When TAD and DLP were 
administered together, there was a more notable decrease in U.I., pepsin activity, gastric MDA, TNF-α, and IL-10 
with concomitant more significant increase in mucin content, NO content, and PGE2 production compared to 
the TAD or DLP groups alone. Compared to each medicine alone, TAD and DLP together have promising thera-
peutic potential in preventing stomach ulcers caused by DEX.
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all other PPIs now available (Behm and Peura, 2011; Hershcovici et al., 
2011). If you have an ulcer in your duodenum or stomach, erosive or re-
flux esophagitis, or an ulcer caused by NSAIDs, dexlansoprazole can help. 
The drug is an excellent choice for an antiulcer agent since it has a longer 
half-life of elimination, meaning its effects last for a longer period of time 
(Skrzydło-Radomańska and Radwan, 2015).

Tadalafil is an inhibitor of phosphodiesterase-5 (PDE5) that has a 
lengthy half-life. In order to release cyclic guanosine monophosphate 
(cGMP), the PDE5 enzyme hydrolyzes it. Therefore, cGMP levels are in-
creased, and NADPH oxidase activity is suppressed as a result of tadala-
fil-induced PDE5 inhibition. Inhibiting NADPH oxidase activity enhances 
cellular antioxidant defense mechanisms by decreasing ROS generation 
and increasing the concentration of antioxidant enzymes, hence minimiz-
ing oxidative stress-induced cell damage (Mohamed et al., 2022; Sabra 
et al., 2024). PDE5 inhibitors like vardenafil and sildenafil are similar to 
tadalafil. It is recommended for the treatment of benign prostrate hy-
perplasia, coronary heart disease, and erectile dysfunction (Ajibo et al., 
2022a; Hamdy et al., 2022).

 Tadalafil works by raising cGMP levels, which will have anti-inflam-
matory benefits and increase in blood flow to gastrointestinal tissues 
(Ahmed Amar et al., 2019). Endogenous nitric oxide synthase is enhanced. 
It is well-known that NO is a vasodilator due to its ability to improve 
blood flow in gastrointestinal tissues and minimise tissue deterioration. 
As a result, tadalafil can lessen the severity of ulcers (Ajibo et al., 2022b).

This work tested and compared the anti-inflammatory, antioxidant 
and anti-apoptotic effects of PPIs with PDE5 inhibitors, a recently rec-
ommended therapy medication using a rat model of dexamethasone-in-
duced GU. Therefore, the current study sought to assess the therapeu-
tic effects of tadalafil and dexlansoprazole in rats with GU produced by 
dexamethasone and explored potential causes.

Materials and methods

Animals

A total of 30 adult male albino Wistar rats weighing 170 to 210 g 
were purchased from the animal house at Assiut University's Faculty 
of Veterinary Medicine in Egypt. Rats were housed in standard specific 
pathogen free facilities, maintained at 24 ± 2ºC; 60–70% relative humid-
ity and12 h/12 h light/dark cycle and acclimated for 1 week before start 
of experiment. Food and water were available ad libitum. All the animal 
experiments were conducted in accordance with the guide for the care 
and use of animals of the National Institutes of Health (NIH, 1985) and 
approved by the local ethical and scientific committee of Faculty of Med-
icine - Assiut University with approval number (17300966, 13/12/2022).

Drugs and chemicals

Dexamethasone (8 mg/2 ml) was purchased from Amriya company in 
the form of liquid ampoules, which was administered intraperitoneal (i.p.). 
Tadalafil (TAD) and Dexlansoprazole (DLP) were graciously provided by 
Egyptian International Pharmaceutical Industries Company (EIPICO) in the 
form of powder, that were given orally. Tadalafil was dissolved in saline. 
But, dexlansoprazole was dissolved in distilled water.

Experimental design

The animals were divided into five groups of six rats each:
Group I (control group); The rats in this group were given 0.2 ml of normal 
saline orally every day for seven days.
Group II (DEX group); In which gastric ulceration was induced by i.p. injec-
tion of DEX 5 mg/kg/day for 7 days (Swamy et al., 2011). 
Group III (DEX+DLP group); In which animals treated with DEX (5 mg/kg/
day) and DLP in a dose of 30 mg/kg/day orally for 7 days (Mohamed and 

Kamel, 2023).
Group IV (DEX+ TAD group); In which animals were treated with DEX (5 
mg/kg/day) and TAD in a dose of 5 mg/kg/day orally for 7 days (Kolawole 
and Francis, 2012).
Group V (DEX+DLP+ TAD); in which the animals concurrently treated with 
DEX (5 mg/kg/day), DLP 30 mg/kg/day and TAD 5 mg/kg/day orally for 
7 days.

Induction of gastric ulcer

Dexamethasone (DEX) in a dose of 5 mg/kg/day was injected intra-
peritoneally for 7 days to induce gastric ulcers (Rizk et al., 2017).

Animal handling and samples preparation

After the seventh day, rats were anesthetized with 4% isoflurane, 
which obtained from Kahira Pharmaceuticals and Chemical Industries Co. 
(Cairo, Egypt) (Takeuchi et al., 2014). Blood samples were taken from the 
heart (Ahmed et al., 2020). Blood was centrifuged at 3000 rpm for 10 
minutes to remove serum (Mohamed and Kamel, 2023). The serum was 
subsequently maintained at -80°C until analysis and used to analyze in-
flammatory markers (Wang et al., 2017). Animals were sacrificed via cervi-
cal dislocation. The excised stomach was opened along the larger curva-
ture, its content was collected in a tube and then thoroughly cleaned with 
cold saline for 30 minutes.  Stomach wall was classified into specimens 
and used for measuring oxidative stress parameters, for histopatholog-
ical and immunohistochemical examinations and for scanning electron 
microscopy.

Tissue homogenate preparation

According to Mohamed and Kamel (2023), a part from the stomach 
from each sample was weighed individually and homogenized in ice-cold 
potassium phosphate buffer (pH 7.4). The homogenates underwent a 
10-minute, 3500 rpm centrifugation at 4°C. The recovered supernatant 
was stored at -80°C to facilitate the measurement of oxidative stress. For 
histological examination, additional glandular stomach specimens were 
preserved in 10% neutral buffered formalin (Liu et al., 2021).

Analysis of gastric juice

The greater curvature of each stomach was opened and the contents 
were poured into a centrifuge tube. To eliminate any solid debris, the 
tube was spun for 10 minutes at 3000 rpm (Lotfy et al., 2022). The volume 
of supernatant was then collected for pepsin and mucin analysis (El-Saka 
et al., 2014).

Estimation of gastric pepsin activity

Gastric juice was used to measure pepsin in accordance with Boushra 
et al. (2019) description. Using hemoglobin as a foundation. The pepsin 
content was represented in µM of tyrosine liberated/ml.

Estimation of gastric mucin content

According to Corne's (1974) description, the amount of gastric mucus 
in gastric juice was measured. The findings were given as mg% hexose.

Determination of serum levels of inflammatory markers

Blood collected from each animal was centrifuged at 3000 rpm for 
10 min and the volume of the supernatant was measured. PGE2 and 
TNF-α were measured by enzyme linked immunosorbent assay (ELISA) 
Kits (Elabscience biotechnology Co., Ltd, Wuhan, China) according to the 
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method described by manufacturers (Zhou et al., 2020). IL-10 was as-
sessed by ELISA kits (Thermo Fisher Scientific, MA, USA) according to the 
manufacturer’s instructions (Duran et al., 2020).

Determination of oxidative stress and antioxidant parameters

According to a previous study (Abdel-Tawab et al., 2020; Sabra et al., 
2023), malondialdehyde (MDA), nitric oxide (NO), and reduced glutathi-
one (GSH) were assessed spectrophotometrically in tissue homogenates 
using colorimetric kits from Bio-Diagnostic (Cairo, Egypt).

Gastric ulcer index and scoring

The stomach was carefully opened along its larger curvature to de-
termine the ulcer index (U.I.). Flattened stomach samples were then ex-
amined and photographed. An arbitrary scale was used to grade the U.I. 
scores (Singh et al., 2008).
Protective index (P.I.)= (UI model group-UI treated group)/(UI model 
group)X 100%

Evaluation of ulcer index was described as follow (0 = no injury, 
0.5–1= hyperaemia, 1–2 = hemorrhagic lesions, 2–3 = one to five minor 
ulcers, 3–4 = numerous minor ulcers, 4–5 = 1-3 big and 1-2 little ulcers, 
5–6 = numerous large and tiny ulcers, 6 = stomach with several holes or 
ulcers).

Histopathological examination

Neutral buffered formalin 10% was used to fix tissue samples from 
the stomach. Next comes dehydration using increasing alcohol grades, 
xylene clearing and paraffin embedding. Tissue sectioning that is 4–5 
microns thick, followed by staining with hematoxylin and eosin (H&E) 
(Banchroft et al., 1996).

Scanning electron microscopy (SEM)

Immediately after, representative stomach specimens were cleaned 
with regular saline. Afterwards, the samples were preserved for 24 hours 
at 4°C in a solution of 2.5% paraformaldehyde and 5% glutaraldehyde in 
0.1 M sodium phosphate buffer. After that, wash the area with 0.1 M sodi-
um phosphate buffer (pH 7.3). Next, dehydrate the area using an ascend-
ing series of ethanol concentrations: 30, 50, 70, 90, 100% for two days, 
and finally, amyl acetate for two days. Liquid carbon dioxide was used to 
apply critical point drying to the samples. Each sample was painted silver 
and adhered to metallic blocks. A 15 nm layer of uniform gold coating 
was applied to the samples using a gold sputter coating device. The sam-
ples were imaged in the electron microscopy unit at Assiut University in 
Egypt and analyzed using a JEOL (JSM 5400 LV) scanning electron micro-
scope operating at 15–25 kV (Bozzola and Russell, 1999).

Immunohistochemistry for nuclear factor kappa B (NF-kB) detection

Using immunohistochemical staining, NF-kB was examined. The 
method was carried out in accordance with Khalil et al. (2020). Sections 
were dewaxed and immersed in a solution of 0.05 M citrate buffer, pH 6.8 
for antigen retrieval. These sections were then treated with 0.3 % H2O2 
and protein block. Then, sections were incubated with polyclonal anti-NF-

ĸB P65 (Santa cruz, Cat# (F-6): sc-8008, 1:100 dilution). After rinsing with 
phosphate buffered saline, they were incubated with a goat anti-rabbit 
secondary antibody (Cat# K4003, EnVision+™ System Horseradish Per-
oxidase Labelled Polymer; Dako) for 30 min at room temperature. Slides 
were seen using a 3,3′-diaminobenzidine (DAB) kit, and Mayer's hema-
toxylin was used as a counterstain after that. For each of the eight high 
power fields (HPF), the staining intensity was evaluated and shown as a 
percentage of positive expression in a total of 1000 cells.

Statistical analysis

Data were represented as mean ± SE of 6 observations. The signifi-
cance of differences between groups was analyzed using One-way analy-
sis of variance (ANOVA) followed by Bonferroni for multiple comparisons 
as appropriate. Differences were considered significant at P < 0.05. The 
data and statistical analysis comply with the recommendations on exper-
imental design and analysis in pharmacology. All statistical analyses were 
calculated with Prism software (Graph-Pad Software Inc, version 9.0.0).

Results

Effects of the tested drugs on pepsin and mucin level in gastric juice

Treatment with dexamethasone 5 mg/kg i.p. daily for 7 days caused a 
significant increase in pepsin level with significant decrease in mucin con-
tent compared with negative control group at p < 0.0001. Treatment by 
dexlansoprazole, tadalafil and combination of DLP+ TAD in rats with GU 
induced by DEX demonstrated a significant decrease in pepsin level with 
a significant increase in mucin content compared with DEX group at p < 
0.0001. But, the decrease in pepsin and increase in mucin was less than 
the effect of combination of DLP+TAD. No significant differences were 
found between the Tadalafil- treated group and dexlansoprazole- treated 
group in pepsin and mucin level (Table 2).

Effects of the tested drugs on the level of inflammatory markers (PGE2, 
TNF-α, IL-10) in serum

There was a significant increase in serum TNF-α and IL-10 and a sig-
nificant decrease in serum PGE2 in the DEX group compared with the 
negative control group at p < 0.0001. In contrast, dexlansoprazole (30 
mg/kg), tadalafil (5 mg/kg) and combination of DLP+ TAD in rats with 
GU showed a significant increase in PGE2 level with significant decrease 
in serum TNF-α and IL-10 at p < 0.0001 compared with DEX group. But, 
combination of DLP+TAD caused a more positive result than each drug 
alone. Tadalafil-treated group showed no significant differences in serum 
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Groups Control DEX DEX+DLP DEX+TAD DEX+DLP+TAD

Pepsin (μmol/ml) 263.3±7.279a 524.8±2.414b 432.8±7.743c 422.3±8.917c 331.8±5.730d

Mucin (mg % hexose) 492.8±3.582a 228.8±5.128b 323.5±4.965c 337.5±7.986c 437.2±4.799d

Table 2. Effect of tadalafil (5 mg/kg) and dexlansoprazole (30 mg/kg) alone, and their combination on pepsin and mucin against dexamethasone induced gastric 
ulcer in rats.

Data represent mean ± SE of six observations. DEX: dexamethasone, DLP: dexlansoprazole, TAD: tadalafil.  Values with different superscript letters are significantly different (P < 0.0001), 
a: compared to DEX-group, b: compared to control-group, c: compared to DLP+TAD-group, d: compared to DLP-group

Animal group Ulcer index Protective index

Control Nill

DEX induced 5 (0.4) -

DEX + DLP 3 (0.34) δ 38.29%

DEX + TAD 2 (0.1) δ 53.19%

DEX+DLP+TAD 2.3 (0.12) δ 63.82%

Table 1. Ulcer index and protective index of tadalafil, dexlansoprazole and com-
bination of DLP+TAD in rats with GU induced by DEX.

Ulcer index values are expressed as mean (S.E.M). δP < 0.05 vs. Dex group



PGE2, TNF-α and IL-10 compared with dexlansoprazole- treated group 
(Table 3). 

Effects of the tested agents on the level of oxidative stress markers (MDA, 
NO, GSH) in gastric homogenate

The results showed that dexamethasone caused a significant increase 
in gastric MDA with significant decrease in gastric NO and GSH compared 
with negative control group at p < 0.0001. The observed changes in these 
parameters were significantly attenuated by administration of DLP, TAD 
and combination of DLP+TAD in rats with GU at p < 0.0001. But, Co-ad-
ministration of DLP and TAD produced higher effect as compared to DLP 
or TAD alone. Tadalafil-treated group showed no significant differences in 
gastric MDA and GSH with significant decrease in gastric NO compared 
with dexlansoprazole- treated group at p < 0.01 (Table 4). 

Histopathological examination

Histopathological examination of control group revealed normal 
structure of the gastric epithelium (Fig. 1A). DEX- induced group revealed 
presence of multiple ulcers in the form of small and large ulcers. Necrosis 
of the gastric mucosa with infiltration of inflammatory cells as neutrophils 
as well as congestion and hemorrhage were noticed (Figs. 1B-F). Exam-
ination of dexlansoprazole- treated group showed presence of small ul-
cers and focal accumulation of mononuclear cells in lamina propria (Figs. 
2A, B). Tadalafil- treated group showed minute small ulcers and presence 
of granulation tissues with congestion of blood vessels in submucosa 
(Figs. 2C, D). While examination of combination of DLP+TAD group re-
vealed normal appearance of the gastric mucosa (Fig. 2E).

Immunohistochemical results and statistical analysis

Immunohistochemical analysis of gastric tissues of the negative 
control group showed mild the immunostaining of NFκB-P65 antibody 
(1.833 ± 0.4773) (Fig. 3A). DEX-induced group showed statistically sig-
nificant increase in the immunostaining of NFκB-P65 antibody (23.67± 
3.658) compared with negative control group (Fig. 3B). Examination of 
the group that treated with dexlansoprazole revealed statistically sig-
nificant decrease in the immunostaining of NFκB-P65 antibody (12.00 
±1.291) compared with DEX-induced group (Fig. 3C). Examination of the 
group that treated with tadalafil revealed statistically significant decrease 
in the immunostaining of NFκB-P65 antibody (15.50 ±1.544) compared 
with DEX-induced group (Fig. 3D). Examination of the group that treated 

with combination of DLP+TAD revealed statistically significant decrease 
in the immunostaining of NFκB- P65 antibody (3.167 ±0.4773) compared 
with DEX-induced group (Fig. 3E).

Groups Control DEX DEX + DLP DEX + TAD DEX+DLP+TAD

PGE2 (pg/ml) 48.06±1.487a 15.75±0.9014b 27.34±0.9623c 29.26±0.5959c 41.00±0.8946d

TNF-α (pg/ml) 79.28±3.381a 107.9±4.176b 83.06±1.575a 68.86±1.629a 78.71±1.756a

IL-10 (pg/ml) 63.79±0.9482ac 91.71±3.168b 63.56±2.233a 63.56±2.233a 59.04±0.7607c

Table 3. Effect of tadalafil (5 mg/kg) and dexlansoprazole (30 mg/kg) alone, and their combination on inflammatory markers (PGE2, TNF-α, IL-10) against dexa-
methasone induced gastric ulcer in rats.

Data represent mean ± SE of six observations. DEX: dexamethasone, DLP: dexlansoprazole, TAD: tadalafil, PGE2: prostaglandin E2, TNF-α: tumor necrosis factor- alpha, IL-10: inter-
leukin -10. Values with different superscript letters are significantly different (P < 0.0001), a: compared to DEX-group, b: compared to control-group, c: compared to DLP+TAD-group, d: 
compared to DLP-group

Croups Control DEX DEX+DLP  DEX +TAD DEX+DLP+TAD

MDA (nmol/g) 3.950±0.4537a 19.40±0.6237b 11.30±0.7776c  11.33±0.7712c 7.214±0.7587d 

NO (µmol/l) 375.0 ± 4.550a 60.66 ±3.179b 283.4±11.50c 243.0 ±3.796d 351.1±10.88a

GSH (mg/g) 48.55 ± 1.051a 31.35 ± 1.440b 43.02±0.7920c 42.28±0.8362c 50.67 ± 1.190a

Data represent mean ± SE of six observations. DEX: dexamethasone, DLP: dexlansoprazole, TAD: tadalafil, MDA: malondialdehyde, NO: nitric oxide, GSH: reduced glutathione.  Values 
with different superscript letters are significantly different (P < 0.0001), a: compared to DEX-group, b: compared to control-group, c: compared to DLP+TAD-group, d: compared to DLP-
group

Table 4. Effect of tadalafil (5 mg/kg) and dexlansoprazole (30 mg/kg) alone, and their combination on oxidative stress markers (MDA, NO, GSH) against dexameth-
asone induced gastric ulcer in rats.

Fig. 1. Representative micrograph of the gastric mucosa stained by HE stains in control and 
induction group. A) Control group showing normal appearance of the gastric mucosa. B-F) 
DEX- induced group showing multiple ulcers; small (red rectangle) and large ulcer (red 
circle), congestion of the blood vessels (black arrows), necrosis of the gastric epithelium 
(red arrow), infiltration of neutrophils (blue arrows) and hemorrhage (star).

Fig. 2. Representative micrograph of the gastric mucosa stained by HE stains in the treated 
groups. A, B) Dexlansoprazole- treated group showing small ulcer (rectangle) and focal 
accumulation of mononuclear cells in lamina propria (star). C, D) Tadalafil- treated group 
showing minute small ulcers and granulation tissue with congestion in submucosa (arrow). 
E) Combination of DLP+TAD group showing normal appearance of the gastric mucosa.
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Scanning electron microscopy

Scanning electron microscopical examination of the stomach in con-
trol group showed normal appearance of the gastric epithelium (Fig. 4A). 
Examination of induction group revealed presence of multiple large ul-
cers with destruction of epithelium of the gastric mucosa (Figs. 4B, C). 
While in the combination of DLP+TAD group showed improvement of 
the gastric epithelium which revealed normal appearance of the gastric 
mucosa (Fig. 4D).

Discussion

Gastric ulcers are a common health problem that affects around 5% 
of the population (Boligon et al., 2014). Damage to the stomach's inner 
surface from hydrochloric acid, H. pylori, and free radicals occurs when 
the body's defense mechanisms are overwhelmed (Cheng et al., 2013). 
Ulcers are associated with high rates of mortality and morbidity because 
of the many complications they can cause, such as bleeding, perfora-

tion, penetration, and blockage of the stomach outlet (Milosavljevic et al., 
2011; Abdel-Tawab et al., 2020).

Dexamethasone and other corticosteroids have been used to treat 
a range of diseases for almost half a century because of its anti-inflam-
matory and immunosuppressive effects. Regardless, gastric ulcers have 
been associated with long-term corticosteroid use. Also, corticosteroids 
can cause other side effects in the body such as glaucoma, osteoporosis, 
Immunosuppression, cardiac problems and cognitive impairment (Luo et 
al., 2003; Rateb et al., 2021). 

In our results, dexamethasone was injected daily for 7 days (5 mg/kg 
i.p.) caused gastric ulceration and gastritis.  In agreement with the study 
of Thippeswamy et al.  (2010); Swamy et al. (2011); El Zahaby et al. (2017); 
Rizk et al. (2017); Marian et al. (2019) and Rateb et al. (2021) who reported 
that DEX treatment led to GU in rats by different doses. DEX damag-
ing the surface epithelial cells and increasing the risk of gastric ulcers 
by reducing the generation of prostaglandins (PGs), which are necessary 
for the formation of the mucous barrier layer. Additionally, disrupt the 
production of gastric mucus, the secretion of gastric bicarbonate, which 
weakens the gastric mucosa, lowers NO levels, increases the amount of 
acid produced by the stomach and increases pepsin, enhances gastrin, 
and parietal cell hyperplasia with increased acid secretion, all of which 
lead to gastric mucosa lesions and ulcers (Luo et al., 2003, Rizk et al., 
2017, Rateb et al., 2021).

Propepsin, the precursor of pepsin, is activated by hydrochloric acid 
and has the ability to break down protein molecules (Liu et al., 2024). The 
stomach produces an adherent layer of mucus lining high in bicarbonate 
to protect itself from the digesting actions of pepsin. Mucin molecules 
are used to make mucus. Glycoproteins called mucins serve as a filter to 
stop infections and other dangerous chemicals from moving freely. Dam-
age to the mucin layer and mucus production leaves the body vulnerable 
to infections like H. pylori (Ajibo et al., 2022b).

In the current investigation, we noticed that, in comparison to the 
negative control group, pepsin was highly enhanced and mucin was dra-
matically decreased in DEX-induced GU. These results were in line with 
studies by Bandyopadhyay et al. (1999) and Luo et al. (2003) that showed 
rats treated with DEX had significantly higher levels of pepsin and lower 
levels of mucin. Similar results were also reported by Thippeswamy et al. 
(2010) who studied Pylorus Ligation Plus dexamethasone induced ulcer 
model in rats in response to oral injection of dexamethasone at a dose of 
5 mg/kg daily in Wistar rats. A statistically significant increase in pepsin 
level with a decrease in mucin content in rats compared to the negative 
control rats was reported...

One of the key mechanisms for stomach mucosal damage is inflam-
mation (Zhao et al., 2013). Damage caused by oxidative stress in the 
stomach can encourage neutrophils to aggregate and infiltrate the stom-
ach mucosa, as well as control the transcription and synthesis of various 
pro- inflammatory cytokines like TNF-α and anti-inflammatory factors 
like IL-10 (Byeon et al., 2018).

Tumor necrosis factor-alpha is a pro-inflammatory mediator that 
stimulates tissue damage through adhesion molecule increase, resulting 
in leukocyte recruitment. Neutrophils accumulating can cause more tis-
sue damage by producing more ROS, which can harm stomach tissue 
(Musumba et al., 2009) and disruption of the stomach's microcirculation 
as well as the development of a stomach mucosal ulcer (Mansouri et al., 
2015). Elevated TNF-α levels can trigger the release of cytokines such as 
IL-6 and IL-1β, leading to an inflammatory response (Wang et al., 2018).

IL-2, IL-1β, IL-6, and IL-18 are the key interleukins (ILs) studied in 
the etiology of GU. Intercellular communication, which includes cell mi-
gration, proliferation, maturation, and adhesion and is essential for the 
inflammatory response, is the primary function of ILs in the immune sys-
tem. Interleukins are involved in both chronic and acute inflammation 
(Liu et al., 2021). An important cytokine that lowers inflammation, inhibits 
the immune system, and has the ability to halt TNF-α production is IL-10 
(Antonisamy et al., 2016).

Prostaglandin E2 is a key mediator in maintaining the integrity of 
the stomach mucosal defense and in the healing of GU. PGE2 plays a key 
role in preventing and treating ulcers brought on by noxious compounds 
by controlling gastric acid secretion, the release of cytotoxic substances, 
stabilizing mast cell membranes and stimulating the healing process of 
tissue. In addition to causing GU, the lower level of PGE2 in the stomach 
mucosa exacerbates pre-existing GU (Zhou et al., 2020).

In this study, a significant elevation was seen in the serum TNF-α and 
IL-10 with significant decline in the serum PGE2 level in DEX –induced GU 
rats compared with negative control group. DEX caused significant ele-
vation in TNF-α and significant decline in PGE2 and this was in harmony 
with Chi (2009) and Thippeswamy et al. (2010) who reported that dexa-
methasone plus pylorus ligation led to a significant elevation in TNF-α 
and significant decline in PGE2. The results were in disagreement with 
Abdel-Tawab et al. (2020) who reported that indomethacin treatment led 
to a significant decline in IL-10. Conversely, Qin and Qiu (2019) demon-

Fig. 3. Immunohistochemistry photomicrograph of NFκB-P65 IHC of the gastric mucosa 
of the studied groups. A) Control group showing mild expression of NFκB-P65 antibody 
within the few epithelial cells of the gastric glands (arrowheads). B) DEX-induced group 
showing marked increase of both cytoplasmic and nuclear expression of NFκB-P65 anti-
body within the gastric glands around the ulcer (arrowheads). C) Dexlansoprazole- treated 
group showing decrease the cytoplasmic and nuclear expression of NFκB-P65 antibody 
within the gastric glands (arrowheads). D) Tadalafil- treated group showing decrease the 
immunostaining of NFκB-P65 antibody within the lining epithelium of the gastric glands 
(arrowheads). Combination of DLP+TAD group showing marked decrease the expression 
of NFκB-P65 antibody which appears only within the cytoplasm of within the gastric glands 
(arrowheads), X200, bar = 50 μm. F). Values are expressed as mean ± SE (n=6). # Signifi-
cant difference at p < 0.0001 compared with negative control group, * Significant difference 
at p < 0.0001 compared with DEX group and @ Significant difference at p < 0.001 com-
pared with other different treatment.

Fig. 4. Scanning electron micrograph of gastric mucosa in control group with normal epi-
thelium (A), Scanning electron micrograph of induction group showing large ulcers in the 
gastric mucosa (red circles) (B, C), Combination of DLP+TAD group showing normal ap-
pearance of the gastric mucosa (D).
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strated that dexamethasone can balance anti-inflammatory and inflam-
matory responses by suppressing TNF-α and increasing IL-10 expression 
in serum, reducing lung tissue injury.

Furthermore, Swarnakar et al. (2005) discovered that ulcerogenesis 
appeared to be primarily caused by DEX-induced stomach TNF-α content 
elevation at the ulcer site. DEX likely inhibits PGs synthesis, which inhibits 
TNF-α release from macrophages, leading to an increase in TNF-α levels. 
(Kunkel et al., 1986). DEX may up-regulate stomach TNF-α, leading to a 
decrease in mucosal NO. This action is consistent with the results of Bauer 
et al. (1997), who recorded that TNF-α inhibits constitutive NO and pro-
vides stomach protection via regulating cytokine production.

 Numerous pieces of data demonstrate how oxidative stress plays a 
role in the pathogenesis of GU. Oxidative stress in the stomach mucosa 
results from an imbalance between ROS and antioxidants, which causes 
GU (Danışman et al., 2023). Dexamethasone is linked to the pathophysiol-
ogy of GU by inducing oxidative stress by lipid peroxidation and deplet-
ing antioxidants in the mucosa of the stomach (Thippeswamy et al., 2010) 
and preventing the action of prostaglandin syntheses and peroxidase, 
two crucial gastroprotective enzymes (Swamy et al., 2011).

Due to the body's metabolism of DEX, which results in the production 
of superoxide anions and hydroperoxyl free radicals, dexamethasone has 
been shown to cause ROS to overrun (Rizk et al., 2017; Rateb et al., 2021). 
Furthermore, there is a direct correlation between the activation and ac-
cumulation of neutrophils in the damaged stomach mucosa and the ex-
cessive generation of free radicals by dexamethasone. Tissue damage is 
caused by these invading neutrophils' excessive production of superoxide 
radical anion (Marian et al., 2019).

Increased MDA levels indicate lipid peroxidation, which is caused by 
free radicals directly attacking proteins, nucleic acids, and lipid content of 
the gastric mucosal membrane (Antonisamy et al., 2016). MDA, which is 
produced when polyunsaturated fatty acids in cell membranes peroxide, 
is frequently employed as a trustworthy signal when tissue lipid peroxi-
dation is occurring (Abdeen et al., 2019).

One of the most significant and powerful antioxidants is reduced 
glutathione (GSH). Because of its sulfhydryl groups which scavenge ROS 
and consequently stop lipid peroxidation, it shields cells from oxidative 
stress. In addition, GSH can neutralize H2O2 and function as a cofactor for 
the enzyme glutathione peroxidase (GPx). It has been demonstrated that 
dexamethasone causes the amount of GSH in stomach tissue to decrease. 
This decrease causes ROS accumulation to rise, which in turn causes lipid 
peroxidation to rise (Beiranvand and Bahramikia, 2020).

A natural defense mechanism of gastric cells, NO provides gastropro-
tective qualities against several hostile chemicals (Samini et al., 2002). By 
regulating gastric motility, microcirculation, and the production of mucus 
and alkaline, it helps to maintain mucosal integrity (Tsukimi and Okabe, 
2001). El Mahdy et al. (2020) and Sánchez-Mendoza et al. (2020) stated 
that NO regulates blood flow, mucus production, acid levels, and mem-
brane lipid peroxidation in stomach tissues.

The enzyme known as nitric oxide synthase (NOS) is in charge of 
producing nitric oxide. The two main types of NOS are inducible NOS and 
endothelial NOS (eNOS) (iNOS). Numerous studies have shown that NO, 
which is produced by iNOS, has a role in cellular pathogenesis. Tissues are 
protected from many pathogenic circumstances by NO, which is generat-
ed by eNOS. There is evidence that patients suffering from peptic ulcers 
exhibit higher levels of iNOS expression (Bhattacharyya et al., 2014).

The results of this study demonstrated an increase in the level of 
MDA and reduce GSH in stomach homogenate in DEX-treated group in 
comparison with negative control group and these results were similar to 
that reported by Rateb et al. (2021) who investigate the effect of vitamin 
D on dexamethasone induced metabolic disturbance and gastric ulcer. 
Daily intraperitoneally dexamethasone (1 mg/kg) for two weeks caused 
significant increase in MDA and reduce GSH level. In addition, the re-
sults demonstrated by Manjari and Das (2000) corroborated by our own 
findings that DEX at 5 mg/kg/day for 10 days reduced NO levels in the 
stomachs of rats were in agreement with our findings.

The aforementioned modifications align with the findings of our 
study, which demonstrated that the i.p. administration of DEX resulted 
in severe hemorrhagic ulcerative lesions, as indicated by a noteworthy 
rise in U.I. (U.I.=6) and lower P.I. (P.I.=0%) levels. This was verified by a 
histological investigation, which revealed that the stomach epithelium in 
this experiment had numerous ulcers, vacuolated surface epithelial cells, 
infiltration of mononuclear cells, hemorrhagic regions, mucosal necro-
sis and congested capillaries. Similar findings from a recent study have 
been published by Rizk et al. (2017); Marian et al. (2019) and Rateb et 
al. (2021) who investigated the effect of Montelukast and Nigella Sativa 
Oil on dexamethasone induced metabolic disturbance and gastric ulcer. 
Daily orally dexamethasone (5 mg/kg) for 7 days caused rise in U.I. and 
lower P.I. levels with vacuolated surface epithelial cells with mononuclear 
cells infiltration and hemorrhagic areas.

One of the ways tadalafil prevents ulcers is by acting as a NO do-

nor, which is known to have anti-secretory and mucogenic properties. 
This quality causes the stomach mucosa and other non-erectile tissues 
to experience an increase in blood flow (Kolawole and Francis, 2019). Ad-
ditionally, tadalafil has anti-inflammatory, anti-oxidative, and anti-apop-
totic characteristics (Laxmi et al., 2019). Theoretically, this establishes 
tadalafil's use in GU therapy. Concerning this matter, the purpose of 
this research was to examine the possible curative impact of tadalafil on 
DEX-induced GU in rats in comparison to the conventional medication 
dexlansoprazole.

Proton pump inhibitors such as dexlansoprazole are used to treat 
and sustain the healing of erosive and reflux esophagitis, ulcers caused by 
NSAIDs, and duodenal or stomach ulcers. PPIs have been recommended 
as gastroprotective medicines in more recent treatment plans because 
of their potent anti-inflammatory and antioxidant properties in addition 
to their capacity to inhibit the generation of acid. PPIs can reduce ROS 
production, which improves their capacity to combat inflammation and 
function as antioxidants (Mohamed and Kamel, 2023).

when compared to the DEX-treated group, the usage of the tested 
medications significantly elevated the amount of mucin and dramatically 
lowered the level of pepsin in the current investigation. In agreement 
with the study of Thippeswamy et al. (2010) who investigated the PPIs 
significantly decreased in pepsin level and significantly increased in mu-
cin level in dexamethasone plus pylorus ligation induced GU in male rats. 
PDE5 inhibitors demonstrated a noticeably higher mucin deposition than 
the DEX-treated group. This was consistent with the analysis of Maziero 
Alves et al. (2021).

Furthermore, the results of this study revealed that oral administra-
tion of tadalafil, dexlansoprazole and combination in rats with GU in-
duced by DEX caused a reduction in TNF-α and IL-10 with increase in 
PGE2 compared with DEX-treated group. In agreement with Mohamed 
et al. (2022) who reported that tadalafil and dexlansoprazole significantly 
decreased in TNF-α with significant increase in PGE2. Conversely, Mat-
loub and Manna (2010) reported that PDE5 inhibitors administration in-
creased anti-inflammatory cytokines (IL-10) (Matloub and Manna, 2010).

On the other hand, the oxidative stress caused by DEX was consider-
ably reduced by tadalafil, dexlansoprazole, and their combination in rats 
treated with DEX. Stomach GSH and NO levels increased while gastric 
MDA levels decreased significantly when compared to the ulcer group. 
These results corroborated those of earlier research showing that tada-
lafil significantly reduces stomach MDA while raising GSH and NO, an 
antioxidant mechanism via which it exerts its anti-ulcer effects (Medeiros 
et al., 2008; El Mahdy et al., 2020; Maziero Alves et al., 2021; Mohamed 
et al., 2022). In contrast with, as compared to the DEX-treated group, 
researchers found that NO levels were significantly lower in the groups 
given tadalafil and PPIs. This was because tadalafil reduced iNOS expres-
sion while increasing eNOS expression (Azouz et al., 2020; Mohamed et 
al., 2022).

The rats in the group that received tadalafil, dexlansoprazole, and 
their combination in rats with GU showed no signs of ulceration and had 
significantly lower U.I. (3-4, 1-2 and 0.5-1; respectively) and higher P.I. 
(53.19, 28.29 and 63.82 %; respectively) levels compared to the rats in 
DEX group. Furthermore, histological data corroborated these findings, 
showing that these medicines successfully repaired the stomach histopa-
thology abnormalities caused by DEX. Curiously, compared to tadalafil or 
dexlansoprazole alone, combination medicines had a more robust heal-
ing effect. These results agreed with those of earlier research (Mohamed 
et al., 2022).

We investigated molecular NF-kB expression in gastric mucosa to see 
if innate immunity was associated with gastric ulcer therapy or preven-
tion. Treatment with DEX elevated NF-kB expressions in gastric mucosa. 
The expressions returned to normal levels after treatment with tadalafil 
and dexlansoprazole. In order to increase gut immunity, decrease GU for-
mation, and minimize tissue damage, these data indicated that tadalafil's 
regulation of the NF-kB signaling pathway is critical.

Nuclear factor kappa B is a transcription factor that controls the ex-
pression of genes linked to inflammation and cell damage (Kamphan et 
al., 2017). When healthy cells are at rest, NF-kB is coupled to inhibitor-kB 
(I-kB) in the cytosol where it is inactive. The phosphorylation of I-kB and 
its dissociation from NF-kB which results in its translocation into the nu-
cleus, are made possible by inflammation and inflammatory stimuli. Only 
in ulcerated tissue may activated NF-kB be found and this state persists 
until stomach ulcers (Takahashi et al., 2001).

Additionally, NF-kB activation causes neutrophil infiltration by up-
regulating adhesion molecule expression, including intercellular adhe-
sion molecule-1 (ICAM-1) (An et al., 2020). ICAM-1 promotes neutrophil 
adhesion and leukocyte transendothelial migration which worsens mu-
cosal tissue injury (Konturek et al., 2000). ROS stimulate NF-kB translo-
cation which is essential for matrix metalloproteinase (MMP) production 
and activity during ulceration in the submucosal zone of stomach tissues.  
The primary transcription factor for inflammation, NF-kB controls the ex-
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pression of growth factors and pro-inflammatory cytokines. The overex-
pression of pro-inflammatory mediators like TNF- α and IL-6 is further 
encouraged by the overexpression of NF-kB subunits (P65 and P50) and 
their translocation to the nucleus (Chakraborty et al., 2012).

When comparing the ulcer group to the negative control group, this 
study found that NFκB-P65 antibody expression in the gastric glands 
around the ulcer was significantly higher in the ulcer group, both in the 
cytoplasm and the nucleus. These results were consistent with those of 
earlier research (Ahmed et al., 2020; Duran et al., 2020; Yoo et al., 2020; 
Kadasah et al., 2021). In contrast to the DEX-treated group, the expression 
of the NFκB-P65 antibody within the stomach glands was significantly 
reduced in the group treated with tadalafil, dexlansoprazole, or both. The 
results of this investigation corroborate those of Duran et al. (2020), who 
found that PPIs considerably reduced NF-κB expression. Despite several 
research demonstrating that medications can alter NF-κB expression in 
different tissues, none studies have yet examined tadalafil's impact on 
NF-κB expression in GU.

Scanning electron microscopy (SEM) has recently become widely 
used for the investigation of various biological specimens. In this way, 
SEM may be utilized to study the genesis and progression of stomach 
ulcers, determine the constituents of the epithelium that has regenerat-
ed, and monitor pre-eruptive changes in the cells (Aruin and Chikunova, 
1980).

The gastric epithelium in the control group seemed normal when 
examined using scanning electron microscopy in our investigation. Fur-
ther analysis of the ulcer group to the negative control group showed 
that the ulcer group had more severe stomach mucosal epithelial dam-
age and numerous big ulcers. The stomach epithelium improved in the 
combination-drug group, indicating normal gastric mucosa appearance, 
in contrast to the DEX group. These results agreed with those of earlier 
research by El Beshbishy et al. (2010); Chakraborty et al. (2012) and Zaki 
and Mohamed (2014) who reported that dexamethasone (1 mg/kg) i.p. 
showed gastric ulcer extending up to the muscularis mucosa with abnor-
mal surface epithelial cells within the gastric ulcer area.

Conclusion

The results of this trial demonstrated that tadalafil significantly de-
creased the occurrence of GU caused by dexamethasone injections. In ad-
dition, it provides evidence that tadalafil's therapeutic efficacy is caused 
by its antioxidant qualities, decrease of inflammation and mitigation of 
oxidative stress, as well as its lowering of the NF-κB signaling pathway. 
This means that tadalafil can prevent the formation of ulcers. The effects 
are quite similar to the reference medicine, dexlansoprazole. The combi-
nation of tadalafil and dexlansoprazole are more effective in modulating 
the biochemical and histological markers generated by dexamethasone 
than either drug alone. The necessity to investigate many other signaling 
pathways for their possible involvement in tadalafil's therapeutic impact 
may be considered in future studies.

Acknowledgments

The authors express their appreciation to the Research Funding Cen-
ter at Assiut University for supporting this work..

Conflict of interest

The authors declare that they have no conflict of interest.

References

Abdeen, A., Aboubakr, M., Elgazzar, D., Abdo, M., Abdelkader, A., Ibrahim, S., Elkomy, A., 2019. 
Rosuvastatin   attenuates   piroxicam-mediated   gastric   ulceration   and    hepato-renal 
toxicity in rats. Biomedicine & Pharmacotherapy 110, 895-905.https://doi.org/10.1016/j.bio-
pha.2018.11.004.

Abdel-Tawab, M.S., Tork, O.M., Mostafa-Hedeab, G., Hassan, M.E., Elberry, D.A., 2020. Protective 
effects of quercetin and melatonin on indomethacin induced gastric ulcers in rats. Reports of 
Biochemistry and Molecular Biology 9, 278. https://doi: 10.29252/rbmb.9.3.278.

Ahmed Amar, S.A., Eryilmaz, R., Demir, H., Aykan, S., Demir, C., 2019. Determination of oxidative 
stress levels and some antioxidant enzyme activities in prostate cancer. The Aging Male 22, 
198-206. https://doi.org/10.1080/13685538.2018.1488955.

Ahmed, I., Elkablawy, M.A., El-Agamy, D.S., Bazarbay, A.A., Ahmed, N., 2020. Carvedilol safeguards 
against aspirin-induced gastric damage in rats. Human and Experimental Toxicology 39, 
1257- 1267. https://doi.org/10.1177/0960327120918306.

Ajibo, D., O Georgewill, U., A Georgewill, O., 2022a. Gastro Protective Effects of Tadalafil on Eth-
anol- induced and Reserpine–induced Gastric Ulcer in Rats. International Research Journal 
of Gastroenterology and Hepatology5,38-44. https://journalirjgh.com/index.php/IRJGH/
article/view/39.

Ajibo, D.N., Georgewill, U.O., Georgewill, O.A., 2022b. The Gastroprotective Effect of Tadalafil on 
Stress-induced Gastric Ulcer Using Wistar Rats. World Journal of Pharmaceutical Research 12, 
53- 80. https://doi:10.20959/wjpr20234-27143.

Alan, I.S., Alan, B., 2018. Side effects of glucocorticoids. Pharmacokinetics and adverse effects 
of drugs-mechanisms and risks Factors. IntechOpen Journals 93-115. https://doi: 10.5772/
intechopen. 72019.

An, J.M., Kim, E., Lee, H.J., Park, M.H., Son, D.J., Hahm, K.B., 2020. Dolichos lablab L. extracts as phar-

manutrient for stress-related mucosal disease in rat stomach. Journal of Clinical Biochemistry 
and Nutrition 67, 89-101. https://doi.org/10.3164/jcbn.20-11.

Antonisamy, P., Arasu, M.V., Dhanasekaran, M., Choi, K.C., Aravinthan, A., Kim, N.S., Kang, C.W., 
Kim, J.H., 2016. Protective effects of trigonelline against indomethacin-induced gastric ulcer 
in rats and potential underlying mechanisms. Food and Function 7, 398-408. https://doi: 
10.1039/C5FO00403A.

Aruin, L.I., Chikunova, B.Z., 1980. Scanning electron microscopy of chronic experimental gastric ul-
cers. Bulletin of Experimental Biology and Medicine 90, 1003-1006. https://doi.org/10.1007/ 
BF00833287.

Azouz, A.A., Saleh, E., Abo-Saif, A.A., 2020. Aliskiren, tadalafil, and cinnamaldehyde alleviate joint 
destruction biomarkers; MMP-3 and RANKL; in complete Freund's adjuvant arthritis model: 
Downregulation of IL-6/JAK2/STAT3 signaling pathway. Saudi Pharmaceutical Journal 28, 
1101- 1111. https://doi.org/10.1016/j.jsps.2020.07.011.

Banchroft, J.D., Stevens, A., Turner, D.R., 1996. Theory and practice of histological techniques 
Fourth Ed Churchil Livingstone. New York, London, San Francisco, Tokyo.

Bandyopadhyay, U., Biswas, K., Bandyopadhyay, D., Ganguly, C., Banerjee, R., 1999. Dexametha-
sone makes the gastric mucosa susceptible to ulceration by inhibiting prostaglandin syn-
thetase and peroxidase- two important gastroprotective enzymes. Molecular and cellular 
biochemistry 202, 31-36. https://doi.org/10.1023/A:1007018212822.

Bauer, H., Jung, T., Tsikas, D., Stichtenoth, D.O., Frölich, C., Neumann, C., 1997. Nitric oxide inhibits 
the secretion of T-helper 1-and T-helper 2-associated cytokines in activated human T cells 
‘pa. Immunology 90, 205-211. https://doi.org/10.1046/j.1365-2567.1997.00161.x

Behm, B.W., Peura, D.A., 2011. Dexlansoprazole MR for the management of gastroesophageal 
reflux disease. Expert Review of Gastroenterology and Hepatology 5, 439-445. https://doi.
org/10.1586/ egh.11.37.

Beiranvand, M., Bahramikia, S., 2020. Ameliorating and protective effects mesalazine on ethanol- 
induced gastric ulcers in experimental rats. European Journal of Pharmacology 888, 173573. 
https://doi.org/10.1016/j.ejphar.2020.173573.

Bhattacharyya, A., Chattopadhyay, R., Mitra, S., Crowe, S.E., 2014. Oxidative stress: an essential 
factor in the pathogenesis of gastrointestinal mucosal diseases. Physiological Reviews 94, 
329-354. https://doi.org/10.1152/physrev.00040.2012.

Boligon, A.A., De Freitas, R.B., de Brum, T.F., Waczuk, E.P., Klimaczewski, C.V., de Ávila, D.S., 
Athayde, M.L., de Freitas Bauermann, L., 2014. Anti ulcerogenic activity of Scutia buxifolia on 
gastric ulcers induced by ethanol in rats. Acta Pharmaceutica Sinica B. 4, 358-367. https://
doi.org/10.1016/j.apsb.2014.05.001.

Boushra, A.F., Elsayed, A.M., Ibrahim, N.A., Abdelwahed, M.K., Ahmed, E.I., 2019. A comparative 
study on the possible protective effect of esomeprazole, spirulina, wheatgrass on indometh-
acin-induced gastric ulcer in male albino rats. Molecular Biology Reports 46, 4843-4860.‏ 
https://doi.org/10.1007/s11033-019-04933-1.

Bozzola, J.J., Russell, L.D., 1999. Electron microscopy: principles and techniques for biologists. Pub-
lished by Jones and Bartlett Learning.

Byeon, S., Oh, J., Lim, J.S., Lee, J.S., Kim, J.S., 2018. Protective effects of Dioscorea batatas flesh and 
peel extracts against ethanol-induced gastric ulcer in mice. Nutrients 10, 1680. https://doi.
org/10.3390/nu10111680.

Chakraborty, S., Stalin, S., Das, N., Choudhury, S.T., Ghosh, S., Swarnakar, S., 2012. The use of 
nano- quercetin to arrest mitochondrial damage and MMP-9 upregulation during preven-
tion of gastric inflammation induced by ethanol in rat. Biomaterials 33, 2991-3001. https://
doi.org/10.1016/j.biomaterials.2011.12.037.

Cheng, Y.T., Wu, C.H., Ho, C.Y., Yen, G.C., 2013. Catechin protects against ketoprofen-induced oxi-
dative damage of the gastric mucosa by up-regulating Nrf2 in vitro and in vivo. The Journal 
of Nutritional Biochemistry 24, 475-483. https://doi.org/10.1016/j.jnutbio.2012.01.010.

Chi, C.W., 2009. Inhibition of the healing of gastric ulcer by glucocorticoid and its relation to 
proinflammatory cytokines. Journal of the Chinese Medical Association 72, 559-560. https://
doi:10.1016/S1726-4901(09)70429-0.

Corne, S.J., 1974. A method for the quantitive estimation of gastric barrier mucus. Journal of Phys-
iolology. (London) 242, 116-117.

Danışman, B., Çiçek, B., Yıldırım, S., Yüce, N., Bolat, I., 2023. Gastroprotective effects of bromelain 
on indomethacin-induced gastric ulcer in rats. GSC Biological and Pharmaceutical Sciences 
23, 277- 286. https://doi.org/10.30574/gscbps.2023.23.1.0174.

Duran, Y., Karaboğa, İ., Polat, F.R., Polat, E., Erboğa, Z.F., Ovalı, M.A., Öztopuz R.Ö., Çelikkol A., 
Yılmaz, A., 2020. Royal jelly attenuates gastric mucosal injury in a rat ethanol-induced gastric 
injury model. Molecular Biology Reports 47, 8867-8879. https://doi.org/10.1007/s11033-
020-05939-w.

El-Saka, M., Abo Zeid, A., Abou Fard, G., 2014. Effect of L-citrulline and ranitidine on indomethacin- 
induced gastric ulcer in male albino Wister rats. Bulletin of Egyptian Society for Physiological 
Sciences 34, 277-292. https://doi: 10.21608/besps.2014.34798.

El Beshbishy, R., Kallini, D., Salah El Din, R., Abu Hussein, A., 2010. A Structural study of the protec-
tive and curative role of curcumin on indomethacin induced gastric ulcer in adult male albino 
rats: a light and scanning electron microscope study. The Egyptian Journal of Anatomy 33, 
137-149. https://doi: 10.21608/ejana.2010.3646.

El Mahdy, R., Risha, S., Sisi, A., Sobhy, W., 2020. Potential protective effects of sildenafil and mo-
ringa on experimentally-induced gastric ulcer in rats. International Journal of Cancer and 
Biomedical Research 4, 43-55. https://doi: 10.21608/jcbr.2020.20714.1007.

El Zahaby, A.A., Abdel Alim, A., El Sharawy, A.F., 2017. Role of Rebamipide and or Pantoprazole 
in Preventing Dexamethasone Induced Gastritis in Senile Male Albino Rats. The Egyptian 
Journal of Hospital Medicine 67, 789-805.‏ https://doi: 10.12816/0037837.

Farley, A., Wruble, L.D., Humphries, T.J., 2000. Rabeprazole Versus Ranitidine for The Treatment 
of Erosive Gastroesophageal Reflux Disease: A Double- Blind, Randomized Clinical Trial. 
Official journal of the American College of Gastroenterology 95, 1894-1899. https://doi: 
10.1111/j.1572-0241.2000.02233.x.

Fass, R., Chey, W.D., Zakko, S.F., Andhivarothai, N., Palmer, R.N., Perez, M.C., Atkinson, S.N., 2009. 
Clinical trial: the effects of the proton pump inhibitor dexlansoprazole MR on daytime and 
nighttime heartburn in patients with non-erosive reflux disease. Alimentary Pharmacology 
and Therapeutics 29, 1261-1272.https://doi.org/10.1111/j.1365-2036.2009.040.

Hamdy, M.M., Abdel-Rahman, M.S., Badary, D.M., Sabra, M.S., 2022. Effects of furosemide and 
tadalafil in both conventional and nanoforms against adenine-induced chronic renal failure 
in rats. European Journal of Medical Research 27, 117.

Hershcovici, T., Jha, L.K., Fass, R., 2011. Dexlansoprazole MR–a review. Annals of Medicine 43, 366-
374. https://doi.org/10.3109/07853890.2011.554429.

Jeon, D.B., Shin, H.G., Lee, B.W., Jeong, S.H., Kim, J.H., Ha, J.H., Kim, W.J., Ryu, Y.B., Lee, I.C., 2020. 
Effect of heat-killed Enterococcus faecalis EF-2001 on ethanol-induced acute gastric injury in 
mice: Protective effect of EF-2001 on acute gastric ulcer. Human & Experimental Toxicology 
39, 721-733. https://doi.org/10.1177/0960327119899987.

Kadasah, S., Al Eid, A.S., Alawad, S.S., Al Shahrani, A.S., Alruwaihi, A.S., Elfaki, I., Arshaduddin, M., 
2021. Gastro protecting influence of Topiramate in ethanol produced gastric ulcers in rats. 
Toxicology Reports 8, 1031-1039. https://doi.org/10.1016/j.toxrep.2021.05.004.

Kamphan, A., Gong, C., Maiti, K., Sur, S., Traiphol, R., Arya, D.P., 2017. Utilization of chromic polyd-
iacetylene assemblies as a platform to probe specific binding between drug and RNA. RSC 
Advances 7, 41435-41443. https://doi: 10.1039/C7RA07178G.

Khalil, R., Shata, A., Abd El-Kader, E.M., Sharaf, H., Abdo, W.S., Amin, N.A., Saber, S., 2020. 
Vildagliptin, a DPP-4 inhibitor, attenuates carbon tetrachloride-induced liver fibrosis by 
targeting ERK1/2, p38α, and NF-κB signaling. Toxicology and Applied Pharmacology 407, 
115246. https://doi.org/10.1016/j.taap.2020.115246.

Khan, M.S.A., Khundmiri, S.U.K., Khundmiri, S.R., Al-Sanea, M.M., Mok, P.L., 2018. Fruit- derived 
polysaccharides and terpenoids: Recent update on the gastroprotective effects and mecha-
nisms. Frontiers in Pharmacology 9, 569.https://doi.org/10.3389/fphar.2018.00569.

Kolawole, I.A., Francis, S.O., 2012. Effects of a type V phosphodiesterase inhibitor (Tadalafil) on 

M.M. Elbadr et al. /Journal of Advanced Veterinary Research (2024) Volume 14, Issue 6, 996-1003

1002



indomethacin-induced gastric ulceration in rats. International Journal of Tropical Medicine 7, 
.https://doi:10.3923/ijtmed.2012.111.116 ‏.111-116

Kolawole, I.A., Francis, S.O., 2019. Oestrogen and thyroxine modulate blood flow mechanisms in 
tadalafil-treated Wistar rats. International Journal of Life Sciences and Review 5, 172-179.doi: 
10.13040/IJPSR.0975-8232.IJLSR.5(12).172-179.

Konturek, P.C., Duda, A., Brzozowski, T., Konturek, S.J., Kwiecien, S., Drozdowicz, D., Pajdo, R., 
Meixner, H., Hahn, E.G., 2000. Activation of genes for superoxide dismutase, interleukin-1ß, 
tumor necrosis factor-a, and intercellular adhesion molecule-1   during   healing   of   isch-
emia-reperfusion-induced gastric injury. Scandinavian Journal of Gastroenterology 35, 452-
463.https://doi.org/10.1080/003655200750023697.

Kunkel, S.L., Wiggins, R.C., Chensue, S.W., Larrick, J., 1986. Regulation of macrophage tumor necro-
sis factor production by prostaglandin E2. Biochemical and Biophysical Research Communi-
cations 137, 404-410. https://doi.org/10.1016/0006-291X(86)91224-6.

Laxmi, V., Gupta, R., Bhattacharya, S.K., Ray, A., Gulati, K., 2019.Inhibitory effects of sildenafil and 
tadalafil on inflammation, oxidative stress and nitrosative stress in animal model of bronchial 
asthma. Pharmacological Reports 71, 517-521.https://doi.org/10.1016/j.pharep.2019.02.008.

Lee, Y. B., Yu, J., Choi, H.H., Jeon, B.S., Kim, H.K., Kim, S.W., Kim, S.S., Park, Y.G., Chae, H.S., 2017. 
The association between peptic ulcer diseases and mental health problems: A popula-
tion-based study: a STROBE compliant article. Medicine 96, e7828. https://doi: 10.1097/
MD.0000000000007828.

Liu, H., Chen, Y., Hu, Y., Zhang, W., Zhang, H., Su, T., Song, X., 2024. Protective effects of an alcohol-
ic extract of Kaempferia galanga L. rhizome on ethanol-induced gastric ulcer in mice. Journal 
of Ethnopharmacology 325, 117845.https://doi.org/10.1016/j.jep.2024.117845.

Liu, J., Lin, H., Yuan, L., Wang, D., Wang, C., Sun, J., Jing, S., 2021. Protective effects of anwulignan 
against HCl/ethanol-induced acute gastric ulcer in mice. Evidence-Based Complementary 
and Alternative Medicine. https://doi.org/10.1155/2021/9998982.

Lotfy, B.M.M., Mousa, M.R., El-Shehry, M.S.F.E.S., Ahmed, S.H.A.F., Ali, S.B., Al Shawoush, A.M., 
Mohamed, A.S., 2022. Therapeutic potency of gallium verum extract on ethanol-induced 
gastric ulcer in rats. Biointerface Research in Applied Chemistry 12, 6010- 6020.https://doi.
org/10.33263/BRIAC125.60106020.

Luo, J.C., Shin, V.Y., Liu, E.S., So, W.H., Yi, N.Y., Chang, F.Y., Cho, C.H., 2003. Non-ulcerogenic dose of 
dexamethasone delays gastric ulcer healing in rats. Journal of Pharmacology and Experimen-
tal Therapeutics 307, 692-698. https://doi.org/10.1124/jpet.103.055202.

Luo, J.C., Shin, V.Y., Liu, E.S., Yi, N.Y., Wu, W.K., So, W.H., Chang, F.Y., Cho, C.H., 2004. Dexameth-
asone delays ulcer healing by inhibition of angiogenesis in rat stomachs. European Journal 
 of Pharmacology 485, 275-281. https://doi.org/10.1016/j.ejphar.2003.11.038.

Manjari, V., Das, U.N., 2000. Effect of polyunsaturated fatty acids on dexamethasone–induced 
gastric mucosal damage. Prostaglandins, Leukotrienes and Essential Fatty Acids (PLEFA) 62, 
85-96. https://doi.org/10.1054/plef.1999.0125.

Mansouri, M.T., Hemmati, A.A., Naghizadeh, B., Mard, S.A., Rezaie, A., Ghorbanzadeh, B., 2015. A 
study of the mechanisms underlying the anti-inflammatory effect of ellagic acid in carra-
geenan-induced paw edema in rats. Indian Journal of Pharmacology 47, 292. https://doi: 
10.4103/0253-7613.157127.

Marian, Y.W., Ghada, F.S., Morsi, M., 2019. Montelukast efficiency in improving the deleterious 
gastrointestinal effects of dexamethasone in rats. The Medical Journal of Cairo University 87, 
4303-4313. https://doi:10.21608/MJCU.2019.77436.

Matloub, S.Y., Manna, M.J., 2010. The cytoprotective effect of different doses of Sildenafil on in-
domethacin-induced gastric mucosal damage in rats. Journal of the Faculty of Medicine 
Baghdad 52, 426-431. https://doi.org/10.32007/jfacmedbagdad.524950.

Maziero Alves, G., Aires, R., de Souza Santos, V., Zambom Côco, L., Peters, B., de Leone Evan-
gelista Monteiro Assis, A., Prandi Campagnaro, B., 2021. Sildenafil attenuates nonsteroidal 
anti- inflammatory-induced gastric ulceration in mice via antioxidant and antigenotoxic 
mechanisms. Clinical and Experimental Pharmacology and Physiology 48, 401-411. https://
doi.org/10.1111/1440- 1681.13414.

McCall, T.B., Palmer, R.M., Moncada, S., 1991. Induction of nitric oxide synthase in rat peritoneal 
neutrophils and its inhibition by dexamethasone. European Journal of Immunology 21, 2523-
2527. https://doi.org/10.1002/eji.1830211032.

Medeiros, J.V.R., Gadelha, G.G., Lima, S.J., Garcia, J.A., Soares, P.M.G., Santos, A.A., Souza, M.H.L.P., 
2008. Role of the NO/cGMP/KATP pathway in the protective effects of sildenafil against eth-
anol-induced gastric damage in rats. British Journal of Pharmacology 153, 721-727. https://
doi.org/10.1038/sj.bjp.0707605.

Milosavljevic, T., Kostić-Milosavljević, M., Jovanović, I., Krstić, M., 2011. Complications of peptic 
ulcer disease. Digestive Diseases 29, 491-493.https://doi.org/10.1159/000331517.

Mohamed, M.E., Kamel, M.A.A., 2023. Anti-ulcer and gastro protective effects of dexlansopra-
zole in experimentally induced gastric ulcer in rats. Zagazig Veterinary Journal 51, 201-215. 
https://doi. 10.21608/zvjz.2023.216163.1210.

Mohamed, Y.T., Naguib, I.A., Abo-Saif, A.A., Elkomy, M.H., Alghamdi, B.S., Mohamed, W.R., 2022. 
Role of ADMA/DDAH-1 and iNOS/eNOS signaling in the gastroprotective effect of tadalafil 
against indomethacin-induced gastric injury. Biomedicine & Pharmacotherapy 150, 113026. 
https://doi.org/10.1016/j.biopha.2022.113026

Musumba, C., Pritchard, D.M., Pirmohamed, M., 2009. cellular and molecular mechanisms of 
NSAID- induced peptic ulcers. Alimentary Pharmacology and Therapeutics 30, 517-531. 
https://doi.org/10.1111/j.1365-2036.2009.04086.x.

Palle, S., Kanakalatha, A., Kavitha, C.N., 2018. Gastroprotective and antiulcer effects of Celastrus pa-
niculatus seed oil against several gastric ulcer models in rats. Journal of Dietary Supplements 
15, 373- 385. https://doi.org/10.1080/19390211.2017.1349231.

Qin, M., Qiu, Z., 2019. Changes in TNF-α, IL-6, IL-10 and VEGF in rats with ARDS and the ef-
fects of dexamethasone. Experimental and Therapeutic Medicine 17, 383-387.‏ https://doi.
org/10.3892/etm.2018.6926.

Rateb, E., Khowailed, A., Rashed, L., Eesa, A., Mohammed, M., 2021. Effect of Vitamin D on Dexa-
methasone Induced Metabolic Disturbance And Gastric Ulcer. Annals of the Romanian 

Society for Cell Biology 15200-15221.https://annalsofrscb.ro/index.php/journal/article/
view/4888

Ren, S., Wei, Y., Wang, R., Wei, S., Wen, J., Yang, T., Chen, X., Wu, S., Jing, M., Li, H., Wang, M., 
Zhao, Y., 2020. Rutaecarpine ameliorates ethanol-induced gastric mucosal injury in mice by 
modulating genes related to inflammation, oxidative stress and apoptosis. Frontiers in Phar-
macology 11, 600295.https://doi.org/10.3389/fphar.2020.600295.

Rizk, F.H., Ibrahim, M.A., Abd-Elsalam, M.M., Soliman, N.A., Abd-Elsalam, S.M., 2017. Gastroprotec-
tive effects of montelukast and Nigella sativa oil against corticosteroid-induced gastric dam-
age:   they   are   much   more   than   antiasthmatic drugs. Canadian   Journal   of   Physiology   
and Pharmacology 95, 714-720. https://doi.org/10.1139/cjpp-2016-0374.

Sabra, M.S., Hemida, F.K., Allam, E.A., 2023. Adenine model of chronic renal failure in rats to de-
termine whether MCC950, an NLRP3 inflammasome inhibitor, is a renopreventive. BMC Ne-
phrology 24, 377. https://doi.org/10.1186/s12882-023-03427-4.

Sabra, M.S., Mohammed, A.A., Hassanein, K.M.A., Ahmed, A.A., Hassan, D., Abdel-Lah, E.S., 2024. 
Novel drug therapy of acute hepatic failure induced in rats by a combination of tadalafil 
and Lepidium sativum. BMC Complementary Medicine and Therapies 24, 104. https://doi.
org/10.1186/s12906-024-04406-4.

Sachs, G., Shin, J.M., Munson, K., Scott, D.R., 2014. Gastric acid-dependent diseases: a twentieth- 
century revolution. Digestive Diseases and Sciences 59, 1358-1369. https://doi.org/10.1007/
s10620-014- 3104-8.

Samini, M., Moezi, L., Jabarizadeh, N., Tavakolifar, B., Shafaroodi, H., Dehpour, A.R., 2002. Evidences 
for involvement of nitric oxide in the gastroprotective effect of bromocriptine and cyclo-
sporin A on water immersion stress-induced gastric lesions. Pharmacological Research 46, 
519- 523. https://doi.org/10.1016/S1043661802002293.

Sánchez-Mendoza, M.E., López-Lorenzo, Y., Cruz-Antonio, L., Cruz-Oseguera, A., García-Machorro, 
J., Arrieta, J., 2020. Gastroprotective effect of juanislamin on ethanol-induced gastric lesions 
in rats: Role of prostaglandins, nitric oxide and sulfhydryl groups in the mechanism of action. 
Molecules 25, 2246. https://doi.org/10.3390/molecules25092246.

Singh, S., Khajuria, A., Taneja, S.C., Khajuria, R.K., Singh, J., Johri, R.K., Qazi, G.N., 2008. The gastric 
ulcer protective effect of boswellic acids, a leukotriene inhibitor from Boswellia serrata, in 
rats. Phytomedicine 15, 408-415. https://doi.org/10.1016/j.phymed.2008.02.017.

Skrzydło-Radomańska, B., Radwan, P., 2015.  Dexlansoprazole–a new-generation proton pump 
inhibitor. Gastroenterology Review/Przegląd Gastroenterologiczny 10, 191-196. https://doi.
org/10.5114/pg.2015.56109.

Swamy, A.V., Sajjan, M., Thippeswamy, A.H.M., Koti, B.C., Sadiq, A.J., 2011. Influence of proton 
pump inhibitors on dexamethasone-induced gastric mucosal damage in rats. Indian Journal 
of Pharmaceutical Sciences 73, 193 –198. https://doi: 10.4103/0250-474x.91582.

Swarnakar, S., Ganguly, K., Kundu, P., Banerjee, A., Maity, P., Sharma, A.V., 2005. Curcumin regu-
lates expression and activity of matrix metalloproteinases 9 and 2 during prevention and 
healing of indomethacin-induced gastric ulcer. Journal of Biological Chemistry 280, 9409-
.https://doi.org/10.1016/S0021-9258(20)56431-4 ‏.9415

Takahashi, S., Fujita, T., Yamamoto, A., 2001. Role of nuclear factor-κB in gastric ulcer healing in rats. 
American Journal of Physiology-Gastrointestinal and Liver Physiology 280, G1296-G1304. 
https://doi.org/10.1152/ajpgi.2001.280.6.G1296.

Takeuchi, K., Ohishi, M., Endo, K., Suzumura, K., Naraoka, H., Ohata, T., Soga, T., 2014. Hydroxypro-
line, a serum biomarker candidate for gastric ulcer in rats: a comparison study of metabolic 
analysis of gastric ulcer models induced by ethanol, stress, and aspirin. Biomarker Insights 9, 
BMI-S15918. https://doi.org/10.4137/BMI.S15918.

Thippeswamy, A.H.M., Sajjan, M., Palkar, M.B., Koti, B.C., Viswanathaswamy, A.H.M., 2010. Compar-
ative study of proton pump inhibitors on dexamethasone plus pylorus ligation induced ulcer 
model in rats. Indian Journal of Pharmaceutical Sciences 72, 367.https://doi: 10.4103/0250-
474X.70486.

Tsukimi, Y., Okabe, S., 2001. Recent advances in gastrointestinal pathophysiology: role of heat 
shock proteins in mucosal defense and ulcer healing. Biological and Pharmaceutical Bulletin 
24, 1-9. https://doi.org/10.1248/bpb.24.1.

Ugan, R.A., Un, H., 2020. The protective roles of butein on indomethacin induced gastric ul-
cer in mice. The  Eurasian Journal of Medicine 52, 265. https://doi:10.5152/eurasian-
jmed.2020.20022.

Wang, L., Wang, X., Zhang, S.L., Zhu, X.M., Liu, Y.Q., Song, Z.J., Yuan, C.S., 2017. Gastroprotective 
effect of palmatine against acetic acid-induced gastric ulcers in rats. Journal of Natural Med-
icines 71, 257-264. https://doi.org/10.1007/s11418-016-1057-2.

Wang, X.Y., Yin, J.Y., Zhao, M.M., Liu, S.Y., Nie, S.P., Xie, M.Y., 2018. Gastroprotective activity of 
polysaccharide from Hericium erinaceus against ethanol-induced gastric mucosal lesion and 
pylorus ligation-induced gastric ulcer, and its antioxidant activities. Carbohydrate Polymers 
186, 100-109. https://doi.org/10.1016/j.carbpol.2018.01.004

Williams, D.M., 2018.Clinical pharmacology of corticosteroids. Respiratory Care 63, 655-670.
https://doi.org/10.4187/respcare.06314.

Yoo, J.H., Park, E.J., Kim, S.H., Lee, H.J., 2020. Gastroprotective effects of fermented lotus root 
against ethanol/HCl-induced gastric mucosal acute toxicity in rats. Nutrients 12, 808. https://
doi.org/10.3390/nu12030808.

Zaki, S.M., Mohammed, E.A., 2014. Experimental study Effect of glucocorticoids on indometh-
acin- induced gastric ulcer in the adult male albino rat–histological, morphometric and 
electron microscopy study. Archives of Medical Science 10, 381-388.https://doi: 10.5114/
aoms.2012.28807.

Zhao, X., Wang, Q., Qian, Y., Song, J.L., 2013. Ilex kudingcha CJ Tseng (Kudingcha) prevents HCl/
ethanol-induced gastric injury in Sprague-Dawley rats. Molecular Medicine Reports 7, 1613-
1616. https://doi.org/10.3892/mmr.2013.1402.

Zhou, D., Yang, Q., Tian, T., Chang, Y., Li, Y., Duan, L.R., Wang, S.W., 2020. Gastroprotective effect 
of gallic acid against ethanol-induced gastric ulcer in rats: Involvement of the Nrf2/HO-1 
signaling and anti-apoptosis role. Biomedicine and Pharmacotherapy 126, 110075.‏ https://
doi.org/10.1016/j.biopha.

M.M. Elbadr et al. /Journal of Advanced Veterinary Research (2024) Volume 14, Issue 6, 996-1003

1003


