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Abstract: Objective: To evaluate the clinical efficacy of Moluodan in treating chronic
atrophic gastritis by systematic review. Methods: Eight databases were retrieved, and the
retrieval time is limited to August 2022. The published clinical trials of Moluodan in
treating chronic atrophic gastritis were analyzed by Revman and TSA. Results: 2 studies
and 592 cases were included. Compared with control group, Moluodan alone significantly
improved the effective rate of disease detection [RR=1.73, 95% CI=(1.48,2.02), P<0.0001].
The trial sequential analysis showed that these results were conclusive. The funnel plot
showed asymmetry of scattered points on both sides, suggesting that there may be
publication bias. Conclusion: Moluodan can improve the efficiency of disease
examination for patients with chronic atrophic gastritis, play a important role in slowing
down the progress of chronic atrophic gastritis, and may have the value of further research.

1. Introduction

Gastric cancer is internationally recognized as a malignant tumor that with a high mortality [1].
In China, its incidence rate and mortality rate rank second in malignant tumors [2-3], showing an
upward trend. At present, the mode of “atrophic gastritis- intestinal metaplasia- dysplasia- gastric
cancer” is widely recognized by the medical community [4]. Precancerous lesion of gastric cancer
refers to a pathological state of intestinal metaplasia and/or dysplasia, which is often accompanied
by chronic atrophic gastritis [5]. Western medicine treats chronic atrophic gastritis mainly from the
eradication of Helicobacter pylori and symptomatic treatment [6], but there is still a lack of
effective reverse treatment [7], while Chinese medicine may have advantages in treating this disease.
[8-9]. Studies showed that Moluodan, a Chinese medicine, can relieve the patient's discomfort with
chronic atrophic gastritis, improve the degree of atrophy and dysplasia of gastric mucosal glands,
reverse low-grade intraepithelial neoplasia [10], and ensure safety [11]. Because of its advantages in
the treatment of gastric precancerous lesions, Moluodan was included in the clinical application
guidelines of Chinese patent medicine for chronic gastritis (2020) [12], and was included in the
latest European guidelines for the comprehensive management of gastric precancerous lesions in
March 2019 [13]. This study will compare the clinical efficacy of Moluodan and conventional
western medicine (folic acid/vitamin) in the treatment of chronic atrophic gastritis through
systematic review
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2. Methods
2.1. Literature search

CNKI, CBM, VIP, Wanfang, Web of Science, Embase, PubMed, and the Cochrane Library
databases were searched. The retrieval time is limited to August 2022, and the subject words
include Moluodan and chronic atrophic gastritis. Free words are expanded with the help of the
database, and subject words and free words are combined for retrieval.

2.2. Inclusion and exclusion criteria

Inclusive criteria: (1) Data type: randomized controlled trial; (2) Subjects: It is consistent with
the basic diagnosis of chronic atrophic gastritis; (3) Treatment plan: The experimental group took
Moluodan, and the control group took conventional medicine. (4) Outcome measures: The main
efficacy endpoint was the effective rate of disease detection, which referred to the treatment
efficiency judged by disease examination.

Exclusion criteria: (1) Review, animal experiment, case report and other studies; (2) Research
with incomplete data; (3) Research with duplicate data.

2.3. Literature screening, data statistics and bias risk

First, the literature was selected layer by layer, and finally the included literature was determined.
Second, the documents will be classified and sorted, and the author, age, sample size, intervention
measures, treatment course and other basic characteristics will be extracted and entered into the data
statistics table. Third, Revman5.3 is used to judge the bias risk according to the required items. All
operations are completed by the two authors, and any differences are resolved through discussion.

2.4. Statistical analysis

Meta-analysis was carried out by Revman5.3. Relative risk (RR) and 95% confidence interval
(95%CI) were used to evaluate secondary variables. And the heterogeneity analysis was based on 12
test. If 1°<50%, the heterogeneity was small, so the fixed effect model (FEM) was used for analysis.
Otherwise, we we chose to use the random effect model (REM). Trial sequential analysis was
carried out by TSAO0.9.5.10 beta. If the accumulated Z value exceeded the RIS or TSA inspection
line, the result was trustworthy. The funnel chart was used to evaluate the publication bias, and
scatter distribution is used to judge publication bias.

3. Results
3.1. Search results

460 literatures were retrieved, 240 duplicates were screened out, 202 literatures were screened
out after reading the title and abstract, 16 literatures were excluded by consulting the full text, and 2
literatures were finally included [14-15].

3.2. Basic data

Two clinical studies and 592 patients were included (Table 1).
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Table 1: Basic Data Sheet

sample size course of
ID . experimental arm control arm treatment/
experimental control Pathology months
Tang XD 200 196 Mild to moderate Moluodan 9g tid Folate 5mg tid 5
2015 dysplasia Placebo 5mg tid Placebo 9g tid
Du AM .1 .. Folate 10mg tid
2015 130 66 / Moluodan 8pills tid Vitamin E 10mg tid 6

3.3. Bias risk assessment

In the two studies included, the risk of allocation concealment and implementation of blinding in
Du AM 2015 was not clear, and the deviation in other areas was low risk. The deviation of Tang XD
2015 in all areas is low risk.

3.4. Meta analysis results

Due to the small heterogeneity, FEM was set for analysis. And the results showed that compared
with the conventional drugs, the effective rate of disease detection in the Moluodan increased by
about 73% [RR=1.73, 95% Cl=(1.48,2.02), P<0.0001] (Figure 1).

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Bvents Total Weight M-H. Fixed, 95% CI M-H, Fixed, 95% CI
Du AM 20145 164 1496 93 200 81.3% 1.80[1.53 2.11]
Tang xD 2015 45 130 16 BE 18.7% 1.43[0.88, 2.33]
Total (95% Cly 326 266 100.0% 1.73[1.48, 2.02] L]
Tatal ewvants 204 104

Heterogeneity: Chi®= 0.83, df= 1 (P = 0.36); F= 0%

Test for overall effect Z=6.83 (P = 0.00001) 0. 0.1 ! 1 a0

Folate/Vitamin  Moluodan

Figure 1: Meta analysis of Moluodan in the treatment of CAG
3.5. Trial sequential analysis results

RR and fixed effect models were used to set the bilateral class I error probability 0=0.05 and
class II error probability p=0.20. RIS is defined as the expected amount of information, and the
positive rate is calculated by the inclusion study. The result showed that the cumulative Z-value
curve crossed the RIS threshold (R1S=147) in the first study, suggesting the result is conclusive.

3.6. Publication bias

The funnel plot shows asymmetry of scattered points on both sides, Which mean the result might
have a publication bias.

4. Discussion

CAG is a chronic inflammation of gastric mucosa caused by a variety of causes, and it is often
associated with atypical hyperplasia and has a potential risk of canceration [16-17]. At present, early
treatment of CAG is the effective measure to prevent gastric cancer [18]. Pathological examination
is the gold standard for the diagnosis of CAG, so the efficiency of disease examination is the main
efficacy endpoint of this study. Moluoden is a Chinese medicine, which is composed of Baihe,
Maidong, Shihu, Xuanshen, Sanqgi, Danggui, Puhuang, Chuanxiong, Fuling, Baizhu, Jineijin, Diyu,
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Zexie, Jiujie Changpu, Yinchen, Baishao, Yanhusuo, Wuyao. It has the functions of invigorating the
spleen and removing dampness, and activating blood circulation, which is consistent with the TCM
pathogenesis of CAG [19]. Meta analysis results showed that, compared with folic acid or vitamin,
the effective rate of disease detection in the Moluodan group was significantly improved. The trial
sequential analysis showed that the current results were conclusive, suggesting that Moluodan could
effectively slow down the pathological progress of CAG.

5. Conclusion

Moluodan can improve the efficiency of disease examination for patients with chronic atrophic
gastritis, play a important role in slowing down the progress of chronic atrophic gastritis, and may
have the value of further research.

References

[1] Bray F, Ferlay J, Soerjomataram |, et al. Global cancer statistics 2018: GLOBOCAN estimates of incidence and
mortality worldwide for 36 cancers in 185 countries [J]. CA Cancer J Clin. 2018, 68 (6):394-424.

[2] Chen W, Zheng R, Baade PD, et al. Cancer statistics in China, 2015[J]. CA Cancer J Clin. 2016, 66 (2):115-32.

[3] Zheng RT, Sun KX, Zhang SW, et al. [J]. Chinese Journal of Oncology, 2019(1):19-28.

[4] Correa P, Piazuelo MB. The gastric precancerous cascade [J]. J Dig Dis. 2012, 13 (1):2-9.

[5] Fang YJ, Du YQ, Liu WZ, et al. Consensus on Chronic Gastritis in China (Shanghai, 2017) [J]. Chinese Journal of
Gastroenterology, 2021, 22(11):670-687.

[6] Hao CJ, Li JY, Shen H, et al. Advance on Traditional Chinese Meidicine Clinical Researchof Precancerous Lesions
of Gastric Cancer[J]. Journal of Liaoning University of Traditional Chinese Medicine, 2021, 23(2):117-121.

[7] Peng WJ, Xiao GH, Chen SS. Reversal of Intestinal Metaplasia in Gastric Mucosa Treated with Traditional Chinese
Medicine [J]. Asia-Pacific Traditional Medicine, 2017, 13(6):64-66.

[8] Liang JQ, Tan JY, Chen Q,et al. Clinical Observation of Chinese Medicine Syndrome Differentiation Individual
Therapy on Precancerous Lesions of Gastric Cancer[J]. China Pharmacy, 2019, 30(24):3433-3436.

[9] He XD, Gong Y, Hu YQ, et al. Investigate of the clinical efficacy of Moluodan combined with vitamin E for the
treatment of chronic atrophic gastritis with low-grade intraepithelial neoplasia [J]. Chinese Journal of Clinical
Gastroenterology, 2017, 29 (5):294-296.

[10] Ding ZW. The safety analysis of Moluodan in the treatment of chronic gastritis [J]. China Journal of
Pharmaceutical Economics, 2017, 12 (11):15-18+309.

[11] Tang XD, Fang YJ. Clinical Applicatian Guidelines on Chinese Patent Medicine in the Treatment for Chronic
Gastritis (2020)[J]. Chinese Journal of Integrated Traditional and Western Medicine, 2021, 41 (2):157-163.

[12] Editorial Department of Chinese Community Doctors. Chinese medicine gastric precancerous lesions research
draws European attention to new guidelines citing Chinese research results [J]. Chinese Community Doctors, 2020, 36
(15):144.

[13] Tang XD, Zhou LY, Zhang ST, et al. Randomized double-blind clinical trial of Moluodan for the treatment of
chronic atrophic gastritis with dysplasia[J]. Chin J Integr Med, 2015, 22 (1), 9-18.

[14] Du AM, Yang X, Liu J, et al. A comparison of the treatment to the chronic atrophic gastritis by the folic acid
combined with vitamin E and by Mo Luo Dan [J]. Clinical Journal of Traditional Chinese Medicine, 2015,27(12),
1717-1720.

[15] Kanai M, Togo R, Ogawa T, et al. Chronic atrophic gastritis detection with a convolutional neural network
considering stomach regions [J]. World J Gastroenterol, 2020, 26 (25), 3650-3659.

[16] Wei W, Yang Y. Current situation of diagnosis & treatment for chronic atrophic gastritis and treating advantages
of chinese medicine [J]. Journal of Traditional Chinese Medicine, 2016, 57 (1), 36-40.

[17] Zhao Q, Chi T. Deep learning model can improve the diagnosis rate of endoscopic chronic atrophic gastritis: a
prospective cohort study[J]. BMC Gastroenterol, 2022, 22(1), 133-133.

[18] He YQ. Clinical efficacy of folic acid combined with morodan in the treatment of chronic atrophic gastritis[J].
China & Foreign Medical Treatment, 2021,41(16), 88-91.

22





