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1 Introduction
Chronic atrophic gastritis (CAG) is a process of inflammation 

characterized by injured mucosal epithelium leading to 
reduction of mucosal glands, often accompanied by intestinal 
or pseudopyloric metaplasia (Giannakis et al., 2008; Kuipers, 
1999). A multicenter prospective epidemiological survey 
indicated a high prevalence of CAG in China, and Helicobacter 
pylori (H. pylori) infection, and environmental factors are the 
main causes (Rautelin & Kosunen, 2004; Ubukata et al., 2011). 
CAG patients without classic manifestations are often hardly 
identified in the early stage (Kim et al., 2010). As the disease 
progresses, thickening of the mucosal muscular layer and 
intestinal metaplasia often take place with increased cancer 
risk. Importantly, effective treatment can not only mitigate the 
patient’s clinical symptoms and improve the patient’s quality of 
life (Kim et al., 2010). Despite the improvement in prognosis 
owing to the treatments, the outcome remains poor and adverse 
reactions appear (Kim et al., 1997).

Astragalus is the dried root of Astragalus membranaceus, 
(Lu  et  al., 2008) which is used in the improvement and 
treatment of various diseases as medicine and food to invigorate 
the spleen and replenish qi. Polysaccharides are its main 

component with protective effect on kidney and liver, and 
therefore have been frequently studied. The protective effect of 
Astragalus polysaccharides (APS) has been depicted in human 
gastric adenocarcinoma cells where APS can also decrease 
production of TNF-α and other cytokines (Velmurugan et al., 
2002a; Velmurugan et al., 2002b). Liu et al. noted that APS can 
significantly suppress NF-κB pathway in chronic gastritis, and 
reduce the inflammatory factors IL-8, IL-6 and IL-1β (Li et al., 
2011). The NF-κB signaling pathway is a well-known signaling 
pathway related to inflammation, suggesting that APS may 
regulate gastric mucosal inflammation (Liu et al., 2011; Yin et al., 
2010). In a study by Wu, administration of APS greatly reduced 
BAX expression and hindered the apoptosis of gastric mucosal 
cells (Zhou et al., 2011). These findings all suggest that APS has 
a protective effect on gastric mucosal damage.

At present, CAG is not widely applied to clinical practice 
as its impact has not been fully elucidated (Juan et al., 2011), 
and there is no report on whether APS can improve CAG. This 
study aims to explore the effect of APS on CAG. Therefore, 
attempt of our work is to investigate the efficacy of APS on CAG 
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Abstract
Chronic atrophic gastritis (CAG) is a process of inflammation characterized by injured gastric mucosal epithelium leading to 
reduction of mucosal glands, often accompanied by intestinal or pseudopyloric metaplasia. Astragalus polysaccharide (APS) 
is reported to improve gastric mucosal damage and inflammation, but its role in CAG remains elusive. Therefore, we intended 
to analyze the impact of APS on CAG and its potential mechanism to provide novel insight into the treatment for the disorder. 
After establishment of CAG model using MNNG method, the rats were administered Vitazyme (200 mg/kg), or low, moderate 
and high concentration of APS (20, 40, 60 mg/kg), respectively, with healthy rats as controls and some CAG rats untreated. 
After that, the rat gastric tissues were pathologically examined and ELISA, Western blot analysis and staining were carried out to 
assess the impact of treatment on inflammation and apoptosis Pathologically, APS treatment alleviated the pathological changes 
of CAG rats, reducing inflammatory cell infiltration and inflammation. Besides, APS significantly diminished the content of 
pro-inflammatory factors and decreased the level of gastrointestinal hormones. In the presence of APS, the apoptosis of gastric 
mucosal cells was inhibited and the p-NF-κB p65 and p-IKKα/β expression was decreased. Collectively, APS could mitigate 
inflammation and gastric mucosal damage in CAG, as it also suppresses the process of apoptosis and inactivates the NF-κB 
signaling pathway. In a word, APS treatment improves CAG via NF-κB pathway.
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Practical Application: Our study demonstrates that APS treatment improves CAG via NF-κB pathway in a rat model. However, 
whether it exerts similar effect on patients with CAG remains to be further investigated in the future.
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and its potential mechanism to provide novel insight into the 
treatment for the disorder.

2 Materials and methods

2.1 Animals

Sixty adult male SD rats (230 ~ 280 g) were purchased 
from Jiangsu Jicui Yaokang Biotechnology Co., Ltd. (Jiangsu, 
Nanjing), and raised in a environment of 45% ~ 55% humidity 
and 23 ± 1 °C with free access to food and water for one week. 
The study was approved by the Animal Care and Use Committee 
of Shanghai Jiaotong University.

2.2 Animal model

All rats were classified into control group, group II (CAG 
model), group III (CAG rats treated with Vitazyme group, 
and group IV-VI (CAG rats treated with APS at 20 mg/kg, 
40 mg/kg and 60 mg/kg) (Figure 1). APS (HPLC grade, 98% 
purity) was obtained from Sichuan Kelun Co., Ltd. Rats in the 
II-VI group were administrated MNNG (1.7 mg/kg), and fed 
with water containing MNNG for 12 weeks. After that, the rats 
in the III-VI group were given 200 mg/kg Vitazyme or APS 
(20 mg/kg, 40 mg/kg and 60 mg/kg) daily for 5 weeks. The weight 
and food consumption of the rats was detected every week and 
their behavior was observed as well. Finally, the blood sample 
was taken and the gastric sample was placed in 10% formalin, 
embedded, and stained. The content of gastrointestinal hormones 
was determined by radioimmunoassay.

2.3 Pathological analysis

Rat stomach tissues were fixed overnight, embedded and sliced 
into 5 μm sections, deparaffinized and rehydrated. The sections 
were stained with HE staining using a H&E staining kit (Thermo 
Fisher Scientific Ltd., USA). Finally, the section was observed 
under a light microscope.

2.4 ELISA

ELISA kits were used to detect gastrin (GAS), motilin 
(MTL), TNF-α, IL-6, IL-1β using the ELISA kit (Shanghai Xitang 
Biotechnology Co., Ltd).

2.5 TUNEL staining

Rat tissues were fixed, dehydrated, embedded, and cut into 
5 μm sections. After deparaffinization, cell apoptosis was detected 
with Roche in situ cell death detection kit (TdT-mediated dUTP 
Nick-End Labeling), and observed.

2.6 Western blot analysis

Proteins were extracted and quantified with a BCA kit 
(Beyotime). The protein was separated and transferred to PVDF 
membrane (Millipore). Upon blocking, the membrane was 
incubated with primary antibodies and goat anti-mouse IgG 
(1:10000, Abcam, USA) for 1 h. Finally, the blot was developed 
with an ECL kit (Millipore) and quantified with ImageJ software 
(NIH). The primary antibodies used included GAPDH (1:10000; 
Proteintech), Bcl-2, Bax, caspase-9, caspase-3, cleaved caspase-9, 
p-NF-κB p65, NF-κB p65 (1:1000, Cell Signaling Teghnology), 
IKKα/β, p-IKKα/β, IKB-α (1:1000, Abcam).

2.7 Statistical analysis

Data were processed with Graphpad Prism software and 
presented as mean ± SEM. One-way ANOVA was used for data 
analysis to compare between groups. P < 0.05 or p < 0.01 refers 
to significant difference.

3 Results and discussion

3.1 APS alleviates the histological lesions of gastric tissue in 
CAG rats

To examine the therapeutic effect of APS, rat gastric tissues 
were stained with H&E staining (Figure 2). Compared with the 
control group, the gastric tissue of the model group showed 
cystic dilatation, irregular arrangement and inflammatory cell 
infiltration, suggesting successful establishment of the animal 
model. The above symptoms were alleviated by APS treatment 
in a concentration-dependent manner, as the infiltration of 
inflammatory cells was significantly reduced. It is suggested that 
APS can alleviate the histological lesions of CAG rats.

3.2 APS affects the level of gastrointestinal hormones in the 
serum of CAG rats

We measured the level of gastrointestinal hormones in the 
serum of CAG rats. The data indicated the down-regulation of 
GAS and enhancement of MTL level in the serum of rats in the 
model group (Figure 3A-3B). After APS treatment, GAS levels 
were significantly increased, and MTL levels were significantly 
reduced with high concentration of APS exhibiting the most 
prominent effect. The above data indicate that APS treatment 
can restore the balance of gastrointestinal hormones in CAG 
rats. Inflammatory factors TNF-α, IL-6 and IL-1β are noted to 
play a crucial role in the pathological process of CAG. Therefore, 
in this study, we checked up the above cytokines using ELISA. 
As shown in Figure 3C-3E, the levels of inflammatory factors in 
CAG rats relative to control group were significantly increased. 
And the levels of these factors were decreased by APS treatment, 
indicating that APS mitigates inflammatory response in CAG rats.Figure 1. Flow chart of the study.
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Figure 2. APS improves the symptoms of CAG rats. Representative H&E staining imaging of each experimental group (× 100).

Figure 3. APS regulate the levels of gastrointestinal hormones and inflammatory factors in CAG rats (A-B) ELISA of gastrointestinal hormones 
GAS and MTL. (C) ELISA of inflammatory factors TNF-α, (D) IL-6, (E) IL-1β. ***p < 0.001 vs. Control group; ##p < 0.01, ###p < 0.001 vs. 
Model group.
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3.3 APS inhibits gastric mucosal cell apoptosis in CAG rats

To investigate the function of APS on gastric mucosal cell 
apoptosis, TUNEL staining was used for analysis. The apoptosis 
level of gastric mucosal cells in the CAG model group was 
elevated (Figure 4). Cell apoptosis was dramatically decreased 
in APS treatment group.

3.4 APS regulates apoptosis-related proteins

As revealed by Western blot, after MNNG treatment 
combined with an irregular diet, the model group had increased 
levels of Bcl-2 decreased, while Bax, cleaved caspase-3 and 
-9 expressions increased (Figure  5). Of note, administration 
with APS reversed the reduction of Bcl-2 and the enhancement 

Figure 4. APS inhibits the apoptosis of gastric mucosal cells in CAG rats. Representative images of TUNEL staining (× 400).

Figure 5. APS affects the expression of apoptosis-related proteins in gastric tissue of CAG rats. Western blot of apoptosis-related protein expression. 
***p < 0.001 vs. control; #p < 0.05, ##p < 0.01, ###p < 0.001 vs. model.
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of CAG rats. GAS is the main nutrient of the gastric mucosa 
with important nutritional and protective effects on the gastric 
mucosa. MTL is also an essential gastrointestinal hormone related 
to gastric motility, which can induce strong gastric contraction, 
promote pepsin secretion and food digestion (Wang et al., 2010). 
Clinical data indicated elevation of MTL level in the patients 
with gastric cancer (Yan et al., 2009). This study suggests that 
the administration of APS could increase GAS levels and reduce 
MTL levels, which is consistent with previous studies (Kim et al., 
2010). The above evidence indicates that APS has protective 
effect on CAG.

The release of pro-inflammatory cytokines like TNF-α 
associates with the development of CAG (Auyeung et al., 2012; 
Na et al., 2009; Navarrete et al., 2005). It is reported that APS 
can regulate liver inflammation in type 2 diabetic db/db mice 
(Navarrete et al., 2005; Sugimura & Fujimura, 1967). APS reduces 
myocardial injury and apoptosis caused by Coxsackie B3 virus by 
inhibiting the activation of NLRP3 inflammasomes (Saito et al., 
1970). Moreover, administration of APS also could results in a 
reduction in the levels of IL-6, IL-1β and TNF-α in the myocardium 
of rats with acute myocardial infarction (Kobori et al., 1976). 
Consistently, our work elucidates that APS significantly reduced 
the expression of TNF-α, IL-6 and IL-1β. Based on the above 
results, we prove that APS can reduce the gastric mucosal damage 
in CAG by inhibiting inflammation.

Besides, APS can inhibit neuronal apoptosis and eliminate 
cerebral ischemia/reperfusion injury (Marotta  et  al., 1990; 
Rindi et al., 1993). It also suppresses H2O2-induced PC12 cell 
apoptosis (Sumii et al., 1981). It is believed that APS is able to 
restrain activation of caspase-3 and -9, and increase Bcl-2 expression 
(Bortolotti et al., 1987). Notoginsenoside R1 induces the expression 
of Bcl-2 and reduces Bax expression to improve CAG induced 

of Bax, Cleave caspase-3 and caspase-9. In a word, APS inhibits 
the apoptosis in CAG rats.

3.5 APS suppresses the NF-κB signaling pathway in CAG 
rats

For further identifying the mechanism underlying APS on 
CAG, we explored potential downstream signaling pathways. 
Western blot indicated p-P65 and p-IKKα/β expression increased 
in the model group, and the expression of IκB-α decreased 
(Figure 6). These abnormalities were restored by APS treatment, 
as demonstrated with reduced p-NF-κB p65 and p-IKKα/β 
levels, and increased I-κB-α levels. This result indicates that 
APS inhibits the NF-κB in CAG rats.

3.6 Discussion

CAG is a common and complicated digestive disease 
(Giannakis  et  al., 2008). As the incidence of gastric cancer 
(GC) has increased and the age of onset decreases, CAG has 
seriously affected the health and quality of people (Ubukata et al., 
2011). The dilemma of therapeutic drugs for CAG has aroused 
investigators’ interest. In this study, we found that APS treatment 
attenuated the pathological lesions of CAG rats through inhibition 
of inflammation and apoptosis of gastric tissue. In conclusion, 
our data indicate that APS is a potential alternative for CAG 
treatment.

APS, a class of iridoid glycosides, has been reported to 
have multiple pharmacological effects, such as neuroprotection, 
anti-oxidative stress, anti-inflammatory, anti-apoptosis, etc. 
(Juan et al., 2011; Liu et al., 2010). However, the function of 
APS on CAG is still elusive. In this study, we found that APS 
treatment dose-dependently alleviated the histological lesions 

Figure 6. APS inhibits the NF-κB signaling pathway in CAG rats. Western blot analysis of the expression levels of p-NF-κB p65, p-IKKα/β, and 
I-κB-α. ***p < 0.001 vs. control; #p < 0.05, ###p < 0.001 vs. model.
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mucosa and luminal gastrin concentration and gastric acidity in antral 
atrophic gastritis. Gut, 31(3), 279-281. http://dx.doi.org/10.1136/
gut.31.3.279. PMid:2323589.

Na, D., Liu, F. N., Miao, Z. F., Du, Z. M., & Xu, H. M. (2009). Astragalus 
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cells by anti-apoptosis. World Journal of Gastroenterology, 15(5), 
570-577. http://dx.doi.org/10.3748/wjg.15.570. PMid:19195058.

Navarrete, A., Arrieta, J., Terrones, L., Abou-Gazar, H., & Calis, I. (2005). 
Gastroprotective effect of Astragaloside IV: role of prostaglandins, 
sulfhydryls and nitric oxide. The Journal of Pharmacy and Pharmacology, 
57(8), 1059-1064. http://dx.doi.org/10.1211/0022357056659. 
PMid:16102263.

Oda, K., Matsuoka, Y., Funahashi, A., & Kitano, H. (2005). A 
comprehensive pathway map of epidermal growth factor receptor 
signaling. Molecular Systems Biology, 1(1), 2005.0010. http://dx.doi.
org/10.1038/msb4100014. PMid:16729045.

Rautelin, H., & Kosunen, T. U. (2004). Helicobacter pylori infection 
in Finland. Annals of Medicine, 36(2), 82-88. http://dx.doi.
org/10.1080/07853890310020293. PMid:15119828.

by MNNG combined with irregular diet (Hayashi et al., 1998). 
Herein, the intervention of APS reduced apoptosis of gastric 
mucosal cells, when anti-apoptotic genes BCL-2 expression 
increased, and cleaved-caspase-3 and -9 decreased. A recent 
study depicts the potential of inhibition of NF-κB signaling 
pathway in the treatment for CAG (Szaleczky  et  al., 2000). 
The traditional Chinese medicine Qinghua Decoction restrains 
the pathogenesis of CAG by down-regulating the expression of 
NF-κB signal transduction (Oda et al., 2005). Our work indicated 
that the expression of p-NF-κB p65 and p-IKKα/β decreased after 
APS treatment, while the level of IκB-α increased significantly. 
The above results confirm that APS has a protective effect on 
MNNG-induced CAG through inhibition of NF-κB pathway.

4 Conclusion
Collectively this study demonstrated that APS can alleviate 

CAG-induced gastric mucosal damage by inhibiting inflammation, 
and regulate expression apoptosis-related proteins to decrease 
apoptosis. In addition, treatment with APS decreases p-NF-κB 
p65 and p-IKKα/β expression and increases the level of IκB-α in 
CAG rats. In a word, APS inhibits apoptosis and inflammation 
through regulating NF-κB signaling pathway, thereby alleviating 
CAG in rats. These findings provide new ideas about the 
treatment of CAG, and identify promising potential of APS on 
CAG management.

Conflict of interest
None.

References
Auyeung, K. K., Woo, P. K., Law, P. C., & Ko, J. K. (2012). Astragalus 

saponins modulate cell invasiveness and angiogenesis in human 
gastric adenocarcinoma cells. Journal of Ethnopharmacology, 141(2), 
635-641. http://dx.doi.org/10.1016/j.jep.2011.08.010. PMid:21864667.

Bortolotti, M., Frada, G., Vezzadini, P., Bonora, G., Barbagallo-Sangiorgi, G., 
& Labo, G. (1987). Influence of gastric acid secretion on interdigestive 
gastric motor activity and serum motilin in the elderly. Digestion, 
38(4), 226-233. http://dx.doi.org/10.1159/000199596. PMid:3447916.

Giannakis, M., Chen, S. L., Karam, S. M., Engstrand, L., & Gordon, J. I. 
(2008). Helicobacter pylori evolution during progression from chronic 
atrophic gastritis to gastric cancer and its impact on gastric stem 
cells. Proceedings of the National Academy of Sciences of the United 
States of America, 105(11), 4358-4363. http://dx.doi.org/10.1073/
pnas.0800668105. PMid:18332421.

Hayashi, S., Sugiyama, T., Yokota, K., Isogai, H., Isogai, E., Oguma, K., 
Asaka, M., Fujii, N., & Hirai, Y. (1998). Analysis of immunoglobulin 
A antibodies to Helicobacter pylori in serum and gastric juice in 
relation to mucosal inflammation. Clinical and Diagnostic Laboratory 
Immunology, 5(5), 617-621. http://dx.doi.org/10.1128/CDLI.5.5.617-
621.1998. PMid:9729526.

Juan, Y. C., Kuo, Y. H., Chang, C. C., Zhang, L. J., Lin, Y. Y., Hsu, C. Y., 
& Liu, H. K. (2011). Administration of a decoction of sucrose- and 
polysaccharide-rich radix astragali (huang qi) ameliorated insulin 
resistance and fatty liver but affected beta-cell function in type 
2 diabetic rats. Evidence-Based Complementary and Alternative 
Medicine, 2011, 349807. http://dx.doi.org/10.1155/2011/349807. 
PMid:21274451.

https://doi.org/10.1016/S0304-3835(96)04571-5
https://doi.org/10.1016/S0304-3835(96)04571-5
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=9066729&dopt=Abstract
https://doi.org/10.3164/jcbn.10-03
https://doi.org/10.3164/jcbn.10-03
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20490314&dopt=Abstract
https://doi.org/10.1007/BF00284371
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=136821&dopt=Abstract
https://doi.org/10.1046/j.1365-2036.1999.00002.x
https://doi.org/10.1046/j.1365-2036.1999.00002.x
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10209681&dopt=Abstract
https://doi.org/10.1016/j.ijbiomac.2011.05.015
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21640133&dopt=Abstract
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21640133&dopt=Abstract
https://doi.org/10.1016/j.jep.2009.09.055
https://doi.org/10.1016/j.jep.2009.09.055
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=19800959&dopt=Abstract
https://doi.org/10.1016/j.jep.2010.06.041
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20620204&dopt=Abstract
https://doi.org/10.1159/000122228
https://doi.org/10.1159/000122228
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=18376129&dopt=Abstract
https://doi.org/10.1136/gut.31.3.279
https://doi.org/10.1136/gut.31.3.279
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2323589&dopt=Abstract
https://doi.org/10.3748/wjg.15.570
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=19195058&dopt=Abstract
https://doi.org/10.1211/0022357056659
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=16102263&dopt=Abstract
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=16102263&dopt=Abstract
https://doi.org/10.1038/msb4100014
https://doi.org/10.1038/msb4100014
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=16729045&dopt=Abstract
https://doi.org/10.1080/07853890310020293
https://doi.org/10.1080/07853890310020293
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=15119828&dopt=Abstract
https://doi.org/10.1016/j.jep.2011.08.010
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21864667&dopt=Abstract
https://doi.org/10.1159/000199596
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=3447916&dopt=Abstract
https://doi.org/10.1073/pnas.0800668105
https://doi.org/10.1073/pnas.0800668105
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=18332421&dopt=Abstract
https://doi.org/10.1128/CDLI.5.5.617-621.1998
https://doi.org/10.1128/CDLI.5.5.617-621.1998
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=9729526&dopt=Abstract
https://doi.org/10.1155/2011/349807
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21274451&dopt=Abstract
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21274451&dopt=Abstract


Tang; Wang; Huang

Food Sci. Technol, Campinas, 42, e121921, 2022 7

Velmurugan, B., Bhuvaneswari, V., & Nagini, S. (2002b). Antiperoxidative 
effects of lycopene during N-methyl-N’-nitro-N-nitrosoguanidine-
induced gastric carcinogenesis. Fitoterapia, 73(7-8), 604-611. http://
dx.doi.org/10.1016/S0367-326X(02)00216-2. PMid:12490218.

Velmurugan, B., Bhuvaneswari, V., Burra, U. K., & Nagini, S. (2002a). 
Prevention of N-methyl-N’-nitro-N-nitrosoguanidine and saturated 
sodium chloride-induced gastric carcinogenesis in Wistar rats by 
lycopene. European Journal of Cancer Prevention, 11(1), 19-26. http://
dx.doi.org/10.1097/00008469-200202000-00004. PMid:11917205.

Wang, J. J., Li, J., Shi, L., Lv, X. W., Cheng, W. M., & Chen, Y. Y. (2010). 
Preventive effects of a fractioned polysaccharide from a traditional 
Chinese herbal medical formula (Yu Ping Feng San) on carbon 
tetrachloride-induced hepatic fibrosis. The Journal of Pharmacy 
and Pharmacology, 62(7), 935-942. http://dx.doi.org/10.1211/
jpp.62.07.0016. PMid:20636883.

Yan, F., Zhang, Q. Y., Jiao, L., Han, T., Zhang, H., Qin, L. P., & Khalid, 
R. (2009). Synergistic hepatoprotective effect of Schisandrae 
lignans with Astragalus polysaccharides on chronic liver injury in 
rats. Phytomedicine, 16(9), 805-813. http://dx.doi.org/10.1016/j.
phymed.2009.02.004. PMid:19345075.

Yin, X., Chen, L., Liu, Y., Yang, J., Ma, C., Yao, Z., Yang, L., Wei, L., 
& Li, M. (2010). Enhancement of the innate immune response 
of bladder epithelial cells by Astragalus polysaccharides through 
upregulation of TLR4 expression. Biochemical and Biophysical Research 
Communications, 397(2), 232-238. http://dx.doi.org/10.1016/j.
bbrc.2010.05.090. PMid:20546703.

Zhou, X., Xu, Y., Yang, G., & Li, F. (2011). Increased galectin-1 expression 
in muscle of Astragalus polysaccharide-treated Type 1 diabetic 
mice. Journal of Natural Medicines, 65(3-4), 500-507. http://dx.doi.
org/10.1007/s11418-011-0527-9. PMid:21424616.

Rindi, G., Luinetti, O., Cornaggia, M., Capella, C., & Solcia, E. (1993). 
Three subtypes of gastric argyrophil carcinoid and the gastric 
neuroendocrine carcinoma: a clinicopathologic study. Gastroenterology, 
104(4), 994-1006. http://dx.doi.org/10.1016/0016-5085(93)90266-F. 
PMid:7681798.

Saito, T., Inokuchi, K., Takayama, S., & Sugimura, T. (1970). Sequential 
morphological changes in N-methyl-N’-nitro-N-nitrosoguanidine 
carcinogenesis in the glandular stomach of rats. Journal of the National 
Cancer Institute, 44(4), 769-783. PMid:11515044.

Sugimura, T., & Fujimura, S. (1967). Tumour production in glandular 
stomach of rat by N-methyl-N’-nitro-N-nitrosoguanidine. Nature, 
216(5118), 943-944. http://dx.doi.org/10.1038/216943a0. PMid:6074981.

Sumii, K., Fukushima, T., Hirata, K., Matsumoto, Y., Sanuki, E., Tsumaru, 
S., Sumioka, M., Miyoshi, A., & Miyachi, Y. (1981). Antral gastrin 
and somatostatin concentrations in peptic ulcer patients. Peptides, 
2(Suppl. 2), 281-283. http://dx.doi.org/10.1016/0196-9781(81)90046-
2. PMid:6123990.

Szaleczky, E., Pronai, L., Molnar, B., Berczi, L., Feher, J., & Tulassay, Z. 
(2000). Increased cell proliferation in chronic Helicobacter pylori 
positive gastritis and gastric carcinoma--correlation between 
immuno-histochemistry and Tv image cytometry. Analytical Cellular 
Pathology, 20(2-3), 131-139. http://dx.doi.org/10.1155/2000/830906. 
PMid:11153608.

Ubukata, H., Nagata, H., Tabuchi, T., Konishi, S., Kasuga, T., & Tabuchi, 
T. (2011). Why is the coexistence of gastric cancer and duodenal 
ulcer rare? Examination of factors related to both gastric cancer 
and duodenal ulcer. Gastric Cancer, 14(1), 4-12. http://dx.doi.
org/10.1007/s10120-011-0005-9. PMid:21249411.

https://doi.org/10.1016/S0367-326X(02)00216-2
https://doi.org/10.1016/S0367-326X(02)00216-2
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12490218&dopt=Abstract
https://doi.org/10.1097/00008469-200202000-00004
https://doi.org/10.1097/00008469-200202000-00004
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11917205&dopt=Abstract
https://doi.org/10.1211/jpp.62.07.0016
https://doi.org/10.1211/jpp.62.07.0016
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20636883&dopt=Abstract
https://doi.org/10.1016/j.phymed.2009.02.004
https://doi.org/10.1016/j.phymed.2009.02.004
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=19345075&dopt=Abstract
https://doi.org/10.1016/j.bbrc.2010.05.090
https://doi.org/10.1016/j.bbrc.2010.05.090
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20546703&dopt=Abstract
https://doi.org/10.1007/s11418-011-0527-9
https://doi.org/10.1007/s11418-011-0527-9
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21424616&dopt=Abstract
https://doi.org/10.1016/0016-5085(93)90266-F
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=7681798&dopt=Abstract
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=7681798&dopt=Abstract
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11515044&dopt=Abstract
https://doi.org/10.1038/216943a0
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=6074981&dopt=Abstract
https://doi.org/10.1016/0196-9781(81)90046-2
https://doi.org/10.1016/0196-9781(81)90046-2
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=6123990&dopt=Abstract
https://doi.org/10.1155/2000/830906
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11153608&dopt=Abstract
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11153608&dopt=Abstract
https://doi.org/10.1007/s10120-011-0005-9
https://doi.org/10.1007/s10120-011-0005-9
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21249411&dopt=Abstract

