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Abstract

AIM: To assess the current clinical evidence of the effectiveness of Xiangshaliujunzi Decoction (XSLJZD) for the treatment of diabetic gastroparesis (DGP). 

METHODS: Randomized controlled trials (RCTs) were retrieved from seven major electronic databases including Medline, the Cochrane Library, Embase, Chinese Biomedical Literature Database (CBM), Chinese National Knowledge Infrastructure (CNKI), Chinese Scientific Journal Database (VIP), and Wanfang Databases, using search dates from the beginning of the databases to May 2013. No language limitations were applied. We included RCTs that used XSLJZD or a modified XSLJZD compared with a control group for the treatment of DGP. The control groups included conventional treatment (Western medicinal treatment), placebo, and no treatment (blank), but not acupuncture. The main outcome index was clinical effectiveness, which was based on the gastric emptying test and variations in the gastrointestinal (GI) symptoms between the treatment and control groups after intervention. Data extraction, analysis, and quality assessment were conducted according to the Cochrane Handbook for Systematic Review of Interventions, Version 5.1.0. 

RESULTS: Ten RCTs involving 867 patients (441 in the experimental groups, and 426 in the control groups) were identified, and the overall methodological quality was evaluated as generally low. In the treatment groups, all 10 trials used herbs alone as the treatment, whereas all control groups used prokinetic medicine. The period of intervention ranged from 2 to 8 wk. Three classes were used to evaluate treatment efficacy: significant effective, effective, and ineffective, and all trials used the clinical effective rate (based on the gastric emptying test and changes in GI symptoms) to evaluate efficacy. The data showed that the effects of XSLJZD (XSLJZD) for the treatment of DGP were superior to the control group (n = 867, RR =1.33, 95%CI: 1.24-1.42, Z = 8.11, P < 0.00001). Two trials recorded adverse events, and one trial reported follow-up. 

CONCLUSION: XSLJZD could restore the gastric emptying rate and improve symptoms. However, the evidence remains weak due to the poor methodological quality of the included studies.

( 2013 Baishideng Publishing Group Co., Limited. All rights reserved.
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Core tip: This article is a systematic review of Xiangshaliujunzi decoction (XSLJZD), which is used in traditional Chinese medicine to treat stomach discomfort and diabetic gastroparesis. This article aims to evaluate the efficacy of XSLJZD for the treatment of diabetic gastroparesis. The incidence of diabetes has increased significantly, and so it is necessary to take active steps to prevent and treat diabetic complications. The clinical manifestations of diabetic gastroparesis are extremely apparent. Traditional Chinese medicine, an alternative approach for improving the symptoms of patients, has specific advantages and so it its efficacy should be carefully assessed. In addition to the improvement of patient symptoms and clinical indications, improved quality of life is of interest of this article.
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INTRODUCTION
Delayed gastric emptying affects a substantial proportion of patients with long-standing diabetes. Kassander used the term 'gastroparesis diabeticorum' to describe abnormally increased gastric retention in these patients in 1958[1]. The American Gastroenterological Association and the American Nuclear Medicine Society define gastroparesis as a syndrome characterized by delayed gastric emptying in the absence of mechanical obstruction[1]. Patients often present with upper gastrointestinal symptoms such as early satiety, weight loss, abdominal bloating, abdominal discomfort, nausea, frequent vomiting, and impaired glycemic control. As such, quality of life is severely impacted[2]. Symptoms attributed to gastroparesis are reported by 5%−12% of patients with diabetes[3]. Several diabetic abnormalities could result in gastric motor dysfunction including autonomic neuropathy, enteric neuropathy involving excitatory and inhibitory nerves, abnormalities of the interstitial cells of Cajal, acute fluctuations in blood glucose, incretin-based medications, and psychosomatic factors[4]. The disorder can range from being mildly symptomatic to having severe symptoms leading to malnutrition, electrolyte imbalance, and impaired glycemic control[5].

Gastroparesis is increasingly being recognized as a significant health problem. Based on blood glucose control, the available treatment options of modern medicine include nutritional support, improvement of gastric emptying using prokinetics, control of symptoms, and the use of a gastric electric stimulator[6,7]. Medications for gastroparesis include metoclopramide, domperidone, cisapride, and erythromycin. However, these agents are of only limited efficacy, and many patients cannot tolerate them because of their side effects[8,9]. Surgical procedures, such as gastrectomy and antrectomy, are the last treatment options, but are controversial and need additional studies[10,11]. Providing nutritional support such as Jejunostomy tube feeding cannot cure gastroparesis[12]. Considering the high recurrence rate and the increasing incidence of diabetic gastroparesis (DGP)[13,14], finding drugs that show efficacy for the treatment of DGP are necessary.

Xiangshaliujunzi decoction (XSLJZD) is, a traditional Chinese medicinal herbal containing eight commonly used herbs (Panax ginseng, Rhizoma atractylodis macrocephalae, Poria, Radix glycyrrhizae, Pericarpium citri reticulatae, Pinellia tuber, Fructus amomi, and Radix aucklandiae). It has long been used to treat gastrointestinal discomfort in clinical practice in China[15-19]. Its mechanism of action could be related to invigorating the spleen to resolve dampness, regulate the stomach, facilitate elimination and supplement to restore Qi based on the theory of Traditional Chinese Medicine (TCM) [20,21]. Recent studies revealed that XSLJZD could regulate gastrointestinal motility[22,23]. Biochemically, XSLJZD also increases the secretion of plasma motilin, lowers serum gastrin levels, and enhances smooth muscle contraction by increasing calcium levels[24-27].

Currently, we use XSLJZD as an alternative method for the treatment of DGP[28,29]. Several studies have suggested that XSLJZD is an effective treatment for DGP, but data are not yet definitive. This systematic review aims to assess the current clinical evidence for the efficacy of XSLJZD for the treatment of DGP by conducting literature reviews in databases for randomized controlled trials (RCTs).
MATERIALS AND METHODS

Databases and searches

A computer-based online search was conducted in the Medline, Cochrane Library, Embase, Chinese Biomedical Literature Database (CBM), Chinese National Knowledge Infrastructure (CNKI), Chinese Scientific Journal Database (VIP), and Wanfang databases. The search terms used were (“diabetic gastroparesis” OR “gastrointestinal changes” OR “gastrointestinal disease”) AND (“herb” OR “Xiangshaliujunzi Decoction” OR “Xiangshaliujunzi” OR “Xiangshaliujunzi Tang”) AND (“randomized controlled trial” OR “controlled clinical trial” OR “random” OR “randomly” OR “randomized” OR “control”). We searched all articles that were published prior to May 2013.
Study selection
The RCTs included were restricted to those that compared XSLJZD as the treatment with a control group. We evaluated all forms of XSLJZD, such as XSLJZD and modified XSLJZD, whereas the control groups included conventional treatment (western medicinal treatment), placebo, and no treatment (blank), but not acupuncture. Studies that evaluated DGP patients were included regardless of gender, age, or nationality, but patients with other gastrointestinal diseases were excluded. The main outcome was clinical effectiveness, which was based on the gastric emptying test and variations in gastrointestinal (GI) symptoms. Studies used a 50% gastric emptying time. Any adverse events were also recorded. Duplicated publications reporting the same groups of patients were excluded.
Data extraction and quality assessment

Two authors carried out the literature searches (Tian JX, Li M), study selection (Tian JX, Liao JQ), and data extraction (Li M, Liao JQ) independently. The extracted data included the title of study, the authors, the year of publication, sample size, the gender and age of the participants, the names and components of the Chinese herbs, the details of the control interventions, the treatment process, outcomes, adverse effects, and details of the methods used. Discrepancies were resolved by consensus through discussion between the two authors and, if needed, by asking for additional information from a third party (Tong XL). The methodological quality of trials was assessed by two authors (Tian JX and Liu WK) independently based on the criteria from the Cochrane Handbook for Systematic Review of Interventions, Version 5.1.0[30]. Assessed parameters included random sequence generation (selection bias), allocation concealment (selection bias), the blinding of participants and personnel (performance bias), the blinding of outcome assessment (detection bias), incomplete outcome data (attrition bias), selective reporting (reporting bias), and other bias. We judged each item on three levels (“Yes” for low bias, “No” for a high risk of bias, and “Unclear”). Then, we assessed the trials and categorized them into three levels: low risk of bias (all the items were categorized “Yes”), high risk of bias (at least one item ranked “No”), and unclear risk of bias (at least one item was “Unclear”).
Statistical analysis

RevMan 5.1 software was used for data analyses, which was offered by the Cochrane collaboration. Dichotomous data were expressed as relative risk (RR), and continuous outcomes as weighted mean difference (WMD), both with 95%CI. Heterogeneity was assessed using the I2 test with a significance level set at I2 over 50% or P < 0.1. If there was no heterogeneity (I2 < 50%) we selected the fixed effect model. Possible causes of heterogeneity (I2 > 50%) were explained using the random effects model. Publication bias was explored by funnel plot analysis if sufficient studies were found[30].
RESULTS
Description of studies

A total of 72 studies were initially identified from the electronic databases. The search results are summarized in Figure 1. After screening the titles and abstracts, 51 potentially relevant studies were found. However, most of these were excluded due to repetition, retrospective studies, animal studies, case reports, and literature reviews. Thirty-seven studies were excluded because of duplicated publications, three were excluded because they were animal studies, and the remaining 11 were non-controlled clinical trials including retrospective studies, case reports, and literature reviews. After a detailed evaluation of the full text, a further 11 studies were excluded. Three trials predominantly used Liujunzi decoction, which is similar to XSLJZD, two did not clarify the intervention used in the control group, three were excluded because they only reported the differences after treatment, and three trials were not in accordance with our inclusion criteria. Finally, 10 studies involving 867 patients were in accordance with our inclusion criteria without meeting the exclusion criteria. All studies were conducted in China and published in Chinese between 2003 and 2012. The bibliographic details of the included studies are shown in Table 1.
Among the 10 studies, all participants came from the inpatient and/or outpatient Department of Gastroenterology or Endocrinology, and the experimental interventions were oral administration. The trials included 473 male and 394 female subjects with ages ranging from 30 to 85 years. The diagnostic criteria of the studies were as follows: seven trials[31-37] described the WHO DM diagnostic criteria involving a certain duration of gastrointestinal discomfort such as postprandial fullness, nausea, vomiting, bloating, and delayed gastrointestinal emptying in the absence of other gastrointestinal diseases. Two trials[38,39] described DM that was diagnosed with a certain duration of gastrointestinal discomfort such as postprandial fullness, nausea, vomiting, bloating, and delayed gastrointestinal emptying in the absence of other gastrointestinal diseases. Finally, one trial[40] described matching the “Interpretation of TCM prevention Guide for diabetes”[41].
All 10 trials used herbals alone (modified XSLJZD) as the treatment group. In the control group, all studies used prokinetic medicine alone: one used Cisapride, one used Mosapride, and the others used Domperidone. The period of intervention ranged from 2 to 8 wk. Three classes were used to describe the treatment efficacy: significantly effective, effective, and ineffective. In addition, all trials used the clinical effective rate (including significant effective and effective) based on the gastric emptying test (50% emptying time) and variations in GI symptoms to evaluate efficacy, which was the main outcome index. Adverse events were also recorded.
Methodological quality of included trials 
The quality assessments are summarized in Table 2. The sample size of the included trials varied from 50 to 150 patients. None of the 10 studies reported details for sample size calculation, and none were double-blinded placebo controlled studies. One study described adequate methods of randomization using random number tables[40], whereas the remaining nine simply reported “randomly allocating” participants as the method of randomization. No trials had clear a description of the method used for allocation concealment or the blinding procedures. All trials described the patient characteristics, and described similarities between comparison groups at baseline, but none reported the loss of any participants, which made it difficult to determine whether these studies had an attrition bias. Two trials reported adverse events, and one trial[34] reported follow-up. The methodological quality of the included studies was determined to be generally low according to the predefined quality assessment criteria, which indicated that further investigations might influence the confidence intervals of the meta-analysis, and the results would likely be reversed.
Effect of the interventions
All the included studies compared the clinically effective rate between the treatment and control groups after intervention, which was based on the variations in the gastric emptying test and GI symptoms. Three classes were used to evaluate the effects of treatment: significant effective, effective, and ineffective. The total effective rate was the combination of the significant effective and effective rate, which was considered to be the main outcome index. The included trials exhibited homogeneity in the consistency of their results (χ2 = 12.99, P = 0.16, I2 = 31%). Thus, the fixed-effects model should be used for statistical analysis, and the treatment group scored significantly higher than the control group (n = 867, R R= 1.33, 95%CI: 1.24-1.42, Z = 8.11, P<0.00001) (Figure 2). 
Publication bias 

Funnel plots based on the data of the effective rate are shown in Figure 3. The Figure was asymmetrical, which indicated that publication bias might influence the results of our analysis. Although we carried out comprehensive searches and tried to avoid bias, since all trials were published in Chinese we could not exclude potential publication bias.
Adverse events

Two trials[31,37] described safety reports: the control groups reported that one patient suffered from nausea, two with stomachache, one with headache, one with diarrhea, and four reported skin allergies. In treatment group there was only one report of an adverse effect, which was a patient with stomachache. All the side effects were cured spontaneously.
Follow-up

Only one trial[34] reported follow-up. Lu et al[34] reported that two patients reported recurrence 3 months after treatment, with a recurrence rate of 4.2%. In contrast, the recurrence rate in the control group was 28.3%, involving 13 patients. The difference between treatment group and control group was statistically significant (P < 0.01).
DISCUSSION
Disturbances in gastrointestinal motility with associated symptoms have long been recognized as a complication of diabetes mellitus, and typically develop after diabetes mellitus has been established for several years[1]. Once established, DGP tends to persist despite improvement of glycemic control[42], which reduces the quality of life for affected patients[3]. However, current management strategies are far from clinically satisfactory[10]. It was demonstrated that Chinese herbal medicines could not only promote gastric emptying, but also improve symptoms. Because XSLJZD is widely used to treat gastrointestinal discomfort in clinical practice[29,30], this study aimed to assess the current clinical evidence of the effectiveness of XSLJZD for the treatment of DGP.

We did not find many systematic reviews reporting the use of Chinese herbal medicines to treat DGP. This systematic review included 10 randomized trials and a total of 867 participants. The main findings of this study were that XSLJZD demonstrated potential effects on the promotion of gastric emptying (n = 867, RR = 1.33, 95%CI: 1.24-1.42, Z = 8.11, P < 0.00001) compared with the control group. However, the methodological quality of the trials was assessed to be generally low. Before reaching definitive conclusions, the following weaknesses must be considered.

None of the studies reported sample size calculations, and the efficacy could not be clarified on some outcome measurements due to the small number of studies. Thus, the reliability of the outcome might be questionable. All trials lacked a description of the methods used for randomization. Only one study mentioned the random form (Hou), whereas the others simply mentioned “randomly allocating” subjects with no additional information. Therefore, it is difficult to ascertain whether these studies were adequately randomized. In addition, no studies described allocation concealment, which may introduce some false "RCTs" in the review, which could mislead the results. We tried to contact the authors for further information about the trials, but we were unable to obtain any additional information. No studies described the method used for blinding, which could lead to performance and detection bias for subjective outcome measures if researchers were aware which patients were in the therapeutic intervention group.

DGP is a disease with complicated symptoms. The gastric emptying test is the gold standard for DGP diagnosis. However, patients that suffer from severe nausea and vomiting are unable to endure the test, which would leave any studies of DGP with a limited number of participants. We suggest that the scope of included patients should be expanded, specifically to include severe gastroparesis patients who could not undergo the gastric emptying test. Vomiting time and duration can be auxiliary indicators that could provide stronger evidence for wider clinical applications.

Gastrointestinal discomfort is the most important clinical characteristic, and improving the symptoms based on the gastric emptying are important for the evaluation of DGP. This is distinct from blood pressure, lipids, and blood sugar, which are expressed by specific numerical indices. This makes the determination of efficacy of gastrointestinal lesions complicated. The improvement of symptoms also needs to be standardized and quantified. The studies included in this review lacked a unified syndrome questionnaire to allow us to evaluate symptomatic variations in the syndrome. The Gastroparesis Cardinal Symptom Index (GCSI) is widely used to evaluate gastrointestinal lesions[43], but none of the included studies used this questionnaire. Thus, it is critical to standardize the evaluation of gastrointestinal lesions, which could help improve the consistency of future studies.

Only two studies[31, 37] mentioned adverse effects including nausea, stomachache, headache, diarrhea, and skin allergies. Safety is a serious concern that should be recorded in detail. Thus, definitive conclusions about the safety of XSLJZD still cannot be drawn. No trials reported the loss of participants or used the intention to treat method, which made it difficult to determine whether these studies had attrition bias. Only one trial[34] reported follow up. Diabetic gastrointestinal disease can easily recur, and so long-term follow-up is required for accurate analysis. We tried to avoid language and location bias, but all the included studies were published in China, and so we cannot exclude potential publication bias.

In conclusion, we found that XSLJZD could improve the gastric emptying rate and improve diabetic gastrointestinal symptoms, and could therefore be considered as an alternative method for the treatment of DGP. However, there is no established efficacy determination system for assessing the use of TCM to treat DGP. The long-term efficacy and safety of XSLJZD for the treatment of DGP remains uncertain, because the methodological quality was generally low, and some possible bias existed. The results of our analysis should therefore be read with caution. Therefore, an efficacy determination system for using TCM to treat DGP should be established soon. The accumulation of clinical evidence of severe gastroparesis is increasingly necessary, and future studies should include improved randomization, safety reports, detailed follow-up, and blinded methods to improve their quality. Well-designed, large-scale, and high-quality randomized controlled clinical trials with scientific rigor are required to provide additional evidence.
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Background
Diabetic gastroparesis can cause stomach discomfort and significantly affect the patient's quality of life. Traditional Chinese Medicine (TCM) has advantages for improving gastric emptying, particularly for the relief of symptoms. However, there are few systematic reviews of the use of TCM to improve diabetic gastroparesis. This study aimed to evaluate the efficacy of TCM Xiangshaliujunzi Decoction (XSLJZD) for the treatment of diabetic gastroparesis, and provide new options for the clinical diagnosis and treatment of diabetic gastroparesis (DGP).

Research frontiers
Research showed that XSLJZD could regulate gastrointestinal motility. Biochemically, XSLJZD also increases the secretion of plasma motilin, lowers serum gastrin levels, and enhances smooth muscle contraction by increasing calcium levels. This study aimed to evaluate XSLJZD for the treatment of gastric emptying disorders and relieving the symptoms of diabetic gastroparesis.

Innovations and breakthroughs
Few previous studies focused on systematic reviews of TCM for the treatment of diabetic gastroparesis. This study evaluated the effects of XSLJZD in diabetic gastroparesis. As the incidence of diabetes increases, the early prevention of diabetes-related complications is particularly important. The current modern medical treatments for diabetic gastroparesis are being explored and improved. This study explored the efficacy of XSLJZD for improving gastric emptying and stomach symptoms in patients with diabetic gastroparesis from the perspective of TCM. It should provide novel ideas and information for the diagnosis and treatment of diabetic gastroparesis.

Applications
Patients with diabetic gastroparesis symptoms are often plagued by stomach discomfort, severe nausea and vomiting, water and electrolyte imbalance, and the loss of nutrients, which can even be life-threatening. In this study, the authors assessed existing clinical studies, which suggest that TCM is a viable alternative treatment method that could improve the symptoms of diabetic gastroparesis. It may also improve the treatment of disease and improve the quality of life for patients.

Terminology
DGP is abnormal gastric retention caused by long-term diabetes. The mechanism of action of TCM in this model may be related to invigorating the spleen to resolve dampness, regulating the stomach, and promote gastric emptying and supplementation to restore Qi.

Peer review
This meta-analysis focuses on the Chinese herbal medicine XSLJZD and its clinical efficacy for the treatment of diabetic gastroparesis. This study evaluates the clinical efficacy of a traditional medicine, and the information obtained from this meta-analysis could enhance our understanding of XSLJZD for the treatment of diabetic gastroparesis.
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Figure 1 Flow chart of the trial selection process.
Figure 2 Effective rates of comparison between Xiangshaliujunzi Decoction and the control group.
Figure 3 Funnel plot of publication bias.
Table 1 Characteristics of included randomized controlled trials 
	Trials
	Sample size
	Gender (E/C)
	Experimental group
	Control group
	Period
	Outcome measure
	Balance report of baseline

	Cai[31]
	54 (27/27)
	(15M:12F)
	Modified Xiangshaliujunzi decoction, bid
	Metoclopramide (10 mg, tid)
	4W
	Clinical effective rate
	P > 0.05

	
	
	
	
	
	
	Gastric emptying test
	

	
	
	/(14M:13F)
	
	
	
	GI symptoms
	

	
	
	
	
	
	
	Adverse events
	

	Feng[32]
	128 (64/64)
	(30M:34F)
	Modified Xiangshaliujunzi decoction, bid
	Cisapride (10 mg,tid), Metoclopramide (10 mg,bid)
	4W
	Clinical effective rate
	P > 0.05

	
	
	/(34M:30F)
	
	
	
	GI symptoms
	

	Guo et al[33]
	62 (32/30)
	(35M:27F)
	Modified Xiangshaliujunzi decoction, bid
	Domperidone (10 mg,tid)
	8W
	Clinical effective rate
	P > 0.05

	
	
	
	
	
	
	GI symptoms
	

	Lu[34]
	94(48/46)
	(28M:20F)
	Modified Xiangshaliujunzi decoction, bid
	Domperidone (10 mg,tid)
	4W
	Clinical effective rate
	P > 0.05

	
	
	/(24M:22F)
	
	
	
	GI symptoms
	

	Lu et al[35]
	142(72/70)
	(30M:42F)
	Modified Xiangshaliujunzi decoction, bid
	Mosapride (5 mg tid)
	4W
	Clinical effective rate
	P > 0.05

	
	
	
	
	
	
	Gastric emptying test
	

	
	
	/(31M:39F)
	
	
	
	GI symptoms
	

	Meng[36]
	62(32/30)
	(15M:17F)
	Modified Xiangshaliujunzi decoction, bid
	Cisapride (10 mg,tid), Metoclopramide (10 mg,bid)
	4W
	Clinical effective rate
	P > 0.05

	
	
	/(14M:16F)
	
	
	
	GI symptoms
	

	Wen[37]
	87(44/43)
	(25M:19F)
	Modified Xiangshaliujunzi decoction, bid
	Cisapride (5 mg,tid)
	4W
	Clinical effective rate
	No significant differences

	
	
	
	
	
	
	Gastric emptying test
	

	
	
	/(23M:20F)
	
	
	
	GI symptoms
	

	
	
	
	
	
	
	Adverse events
	

	Dai[38]
	70 (36/34)
	(22M:14F)
	Modified Xiangshaliujunzi decoction, bid
	Domperidone (10 mg,tid)
	3W
	Clinical effective rate 
	P > 0.05

	
	
	
	
	
	
	Gastric emptying test
	

	
	
	/(20M:14F)
	
	
	
	GI symptoms
	

	Ji[39]
	56 (30/26)
	(14M:16F)
	Modified Xiangshaliujunzi decoction, bid
	Domperidone (10 mg,tid)
	2W
	Clinical effective rate
	No significant differences

	
	
	/(12M:14F)
	
	
	
	GI symptoms
	

	Hou et al[40]
	112 (56/56)
	(44M:12F)
	Modified Xiangshaliujunzi decoction, bid
	Domperidone (10 mg,tid)
	8W
	Clinical effective rate
	P > 0.05

	
	
	
	
	
	
	Gastric emptying test
	

	
	
	/(43M:13F)
	
	
	
	GI symptoms
	


Table 2 Quality assessment of included randomized controlled trials
	Trials
	Randomization
	Allocation concealment
	Blinding of participants and personnel
	Blinding of assessors
	Incomplete outcome data
	Selective reporting
	Other sources of bias
	Risk of bias

	Cai[31]
	Unclear
	Unclear
	High
	Unclear
	Yes
	No
	Unclear
	High

	Feng[32]
	Unclear
	Unclear
	High
	Unclear
	Yes
	No
	Unclear
	High

	Guo et al[33]
	Unclear
	Unclear
	High
	Unclear
	Yes
	No
	Unclear
	High

	Lu[34]
	Unclear
	Unclear
	High
	Unclear
	Yes
	No
	Unclear
	High

	Lu et al[35]
	Unclear
	Unclear
	High
	Unclear
	Yes
	No
	Unclear
	High

	Meng[36]
	Unclear
	Unclear
	High
	Unclear
	Yes
	No
	Unclear
	High

	Wen[37]
	Unclear
	Unclear
	High
	Unclear
	Yes
	No
	Unclear
	High

	Dai[38]
	Unclear
	Unclear
	High
	Unclear
	Yes
	No
	Unclear
	High

	Ji[39]
	Unclear
	Unclear
	High
	Unclear
	Yes
	No
	Unclear
	High

	Hou et al[40]
	Table of random number
	Unclear
	High
	Unclear
	Yes
	No
	Unclear
	Unclear
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