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Abstract 
AIM: To compare symptom control with esomeprazole regimens for non-erosive reflux disease and chronic gastritis in patients with a negative endoscopy.

METHODS: This randomized, open-label study was designed in line with clinical practice in China. Patients with typical reflux symptoms for ≥ 3 mo and a negative endoscopy who had a Gastroesophageal Reflux Disease Questionnaire score ≥ 8 were randomized to initial treatment with esomeprazole 20 mg once daily either for 8 wk or for 2 wk. Patients with symptom relief could enter another 24 wk of maintenance/on-demand treatment, where further courses of esomeprazole 20 mg once daily were given if symptoms recurred. The primary endpoint was the symptom control rate at week 24 of the maintenance/on-demand treatment period. Secondary endpoints were symptom relief rate, success rate (defined as patients who had symptom relief after initial treatment and after 24 wk of maintenance treatment), time-to-first-relapse and satisfaction rate.

RESULTS: Based on the data collected in the modified intention-to-treat population (MITT; patients in the ITT population with symptom relief after initial esomeprazole treatment, n = 262), the symptom control rate showed a small but statistically significant difference in favor of the 8-wk regimen (94.9% vs 87.3%, P = 0.0473). Among the secondary endpoints, based on the data collected in the ITT population (n = 305), the 8-wk group presented marginally better results in symptom relief after initial esomeprazole treatment (88.3% vs 83.4%, P = 0.2513) and success rate over the whole study (83.8% vs 72.8%, P = 0.0258). The 8-wk regimen was found to provide a 46% reduction in risk of relapse vs the 2-wk regimen (HR = 0.543; 95%CI: 0.388–0.761). In addition, fewer unscheduled visits and higher patient satisfaction supported the therapeutic benefits of the 8-wk regimen over the 2-wk regimen. Safety was comparable between the two groups, with both regimens being well tolerated.

CONCLUSION: Chinese patients diagnosed with chronic gastritis achieved marginally better control of reflux symptoms with an 8-wk vs a 2-wk esomeprazole regimen, with a similar safety profile.
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Core tip: In China, physicians tend to perform endoscopies on patients presenting with typical symptoms of gastro-esophageal reflux disease, such as reflux or heartburn. If endoscopy findings are negative, patients are usually diagnosed with chronic gastritis rather than non-erosive reflux disease (NERD) and treated with a 2-wk course of proton pump inhibitors (PPIs). We compared symptom control rates when patients were treated with a 2-wk course of PPIs vs an 8-wk course, as recommended for patients with NERD. In this multicenter, randomized, open-label study, the 8-wk PPI regimen provided marginally better symptom control and relief rates than the 2-wk regimen, with a similar safety profile.

Sun J, Yuan YZ, Hou XH, Zou DW, Lu B, Chen MH, Liu F, Wu KC, Zou XP, Li YQ, Zhou LY. Esomeprazole regimens for reflux symptoms in Chinese patients with chronic gastritis. World J Gastroenterol 2015; In press

INTRODUCTION
Gastro-esophageal reflux disease (GERD) can be routinely diagnosed on the basis of typical reflux symptoms[1]. Approximately 60% of patients with GERD have non-erosive reflux disease (NERD)[2,3], which is characterized by typical reflux symptoms and normal esophageal findings. 
Recent studies have shown that the prevalence of GERD in Asia is increasing[4,5]. In China, the majority of patients with reflux symptoms are investigated with endoscopy and, if no clear endoscopic findings are identified, they are often diagnosed as having chronic gastritis (CG) rather than NERD because this diagnosis is thought to be more acceptable to the patient. Patients are then treated according to the recommended treatment algorithm for CG in China, which involves a 2-wk course of proton pump inhibitors (PPIs), rather than the treatment algorithm for NERD, which involves a 8-wk course, as proposed by the 2007 Chinese GERD consensus statement[6]. 
The aim of this study was to compare symptom control rates between the NERD regimen (8 wk of PPI treatment) and the CG regimen (2 wk) in patients who have typical reflux symptoms and a negative endoscopy.

MATERIALS AND METHODS
Study design
This multicenter, randomized, open-label phase IV study (clinicaltrials.gov study code: D9612L00127) was conducted in 10 centers in China. The study was performed in accordance with the ethical principles that have their origin in the Declaration of Helsinki and that are consistent with International Conference on Harmonization/Good Clinical Practice guidelines. All participants gave written informed consent before any study procedures were performed. 

Patients
Adult patients (aged 18−75 years) with a Gastroesophageal Reflux Disease Questionnaire (GerdQ) score ≥ 8 were enrolled if they had typical reflux symptoms (i.e., heartburn, regurgitation or both) as their main gastrointestinal symptoms for ≥ 3 mo. Patients were required to have undergone endoscopy in the 2 wk before randomization, without any endoscopic findings. The main exclusion criteria were as follows: involvement in the planning and/or conduct of the study; previous enrollment or randomization in the present study; participation in another clinical study with an investigational product during the last 3 mo; and endoscopically visible reflux esophagitis, esophageal varices, Barrett’s esophagus, malignancy or peptic ulcer. Patients were ineligible if they had: unintentional weight loss > 3 kg in the previous 3 mo; hematemesis, melena or per-rectum blood loss in the previous year; progressive dysphagia, anemia or any other symptom suggestive of malignancy; PPI or histamine-2 receptor antagonist (H2RA) therapy in the 2 wk before enrollment; known intolerance/allergy to PPIs; or history of esophageal, gastric or duodenal surgery. 
Treatment of Helicobacter pylori (H. pylori) infection was not allowed during the study. If H. pylori infection was detected, treatment could start after the final visit, as assessed by the investigator.

Treatments
Patients who met the inclusion criteria were randomized into either the 8-wk treatment group or the 2-wk treatment group. Treatment of the 8-wk group was divided into two phases on the basis of the 2007 Chinese consensus on GERD[6]: initial treatment phase and maintenance/on-demand phase. Treatment of the 2-wk group was designed to reflect treatment practice in China. 
For the initial phase, patients were randomized to treatment with esomeprazole 20 mg once daily for 8 wk or 2 wk. Patients with symptom relief (defined as no more than 1 day with mild symptoms of GERD during the past 7 d) at the end of the initial 2- or 8-wk treatment phase entered a 24-wk maintenance/on-demand phase. The total study period was therefore 26 wk for the CG regimen and 32 wk for the NERD regimen.
During the maintenance/on-demand phase, patients were given esomeprazole if their symptoms relapsed (i.e., they had a recurrence of their symptoms that was sufficient to require treatment in the opinion of the investigator). In the event of symptom relapse in the 8-wk group, patients were instructed to take esomeprazole 20 mg once daily for at least 3 d consecutively until symptom control was reached. If relapse occurred before week 8 of the on-demand/maintenance period, then patients received 14 tablets of esomeprazole at each of the scheduled week 8 and week 16 visits. If this was not sufficient then patients were instructed to visit the study center to receive extra tablets. Such visits were not considered unscheduled if their purpose was limited to obtaining on-demand drugs. If the first relapse occurred after week 8 then the patient was withdrawn from the study and treated according to standard clinical practice. In the 2-wk group, patients were treated with another 2-wk course of esomeprazole 20 mg once daily if their symptoms recurred. In this group, there was no limitation on the number of repeated treatments that could be given during the 24-wk maintenance period. As with the 8-wk group, hospital visits were not considered unscheduled if their purpose was to obtain on-demand drugs. 

Assessments
In the 2-wk and 8-wk treatment periods, assessments occurred at screening (0 wk), and then at 2 and 8 wk, respectively. There were three scheduled visits (at 8, 16 and 24 wk) during the 24-wk maintenance/on-demand period. GerdQ[7] was administered when the patients entered the study and at the week-8, week-16 and week-24 visits to assess symptom control status in the 7 d before each visit. 
The primary endpoint was defined as the symptom control rate at week 24 of the maintenance/on-demand period. Symptom control was defined as a score of ≤ 1 for GerdQ items relating to frequency of heartburn, regurgitation, nocturnal reflux and rescue medication use. 
Secondary endpoints included symptom relief rate, success rate, time-to-first-relapse and satisfaction. Symptom relief was defined as no more than 1 d with mild symptoms of GERD during the past 7 d, which was reported retrospectively by the patient. Success was defined as symptom relief after initial treatment and symptom control at 24 wk of maintenance treatment. Symptom relief rate and success rate were used as efficacy variables for initial and overall treatment, respectively. Time-to-first-relapse was defined as the period from the date of the last dose of initial treatment to the date when for the first time the patient visited the investigator owing to symptom relapse. Unscheduled visits were indicated by the recurrence of a patient’s symptoms, need for extra treatment or medical consultation. Satisfaction rate was self-reported using a 7-point scale, which showed the patients’ subjective attitudes towards both regimens.
Safety assessments included monitoring of serious adverse events (AEs) and discontinuation due to AEs of any severity.

Statistical analysis 
The required sample size was calculated based on clinical experience, as there were insufficient data available from past studies for the symptom control rates in both treatment regimens to be estimated. With a total of 170 evaluable patients, 85 in the 8-wk group and 85 in the 2-wk group, the power would be greater than 80% to detect a difference of 20% in symptom control rates between two treatment groups at 2-sided significance level of 0.05 using Fisher’s exact test, assuming that symptom control rates were about 66% in the 2-wk group and 86% in the 8-wk group (in reference to data from the as-yet unpublished BU-NEG-0005 study, which used the same definition of symptom control as the present study). Considering PPI response rates of around 70% and drop-out rates of around 20%, approximately 300 patients needed to be randomized. 
Analysis on efficacy endpoints was performed for the intention-to-treat (ITT) population (all randomized patients who received at least one dose of study medication), the modified intention-to-treat (MITT) population (patients in the ITT population with symptom relief after initial esomeprazole treatment) and the per-protocol population (patients in the ITT population without significant protocol deviations/violations), with the MITT as the primary analysis population. The safety population was defined as all patients who took at least one dose of trial medication and for whom post-dose data were collected.
All treatment comparisons were two-sided and the nominal level of significance was 5%. The Fisher’s exact test was used to analyze the primary efficacy endpoint of symptom control rate at 24 wk in the MITT population and the secondary efficacy endpoints of symptom relief rate at initial treatment and success rate in the whole regimen, both of which were analyzed using the ITT population. The Kaplan–Meier survival analysis method[8] and the log-rank test were used to assess time-to-first-relapse. A weighted least-squares regression analysis was also performed to compare mean number of unscheduled visits between the two regimens. Comparison of patients who were satisfied (scores of 1–4) or very satisfied (scores of 1–2) in the groups at 24 wk was performed using Fisher’s exact test.

RESULTS
In total, 154 patients were randomized into the 8-wk group and 151 into the 2-wk group (Figure 1). The patients were enrolled from April 2010 to June 2011. Six patients discontinued treatment owing to AEs (five in the 8-wk group and one in the 2-wk group; Figure 1). The completion rates for the initial 8- and 2-wk treatment phases were 92.9% (143/154) and 99.3% (150/151), and the completion rates for the whole study were 87.7% (135/154) and 80.8% (122/151), respectively. 
Overall, both groups were generally comparable between ITT and MITT populations with respect to baseline GERD characteristics. Patient demographics were well balanced between both regimens except for sex (Table 1).
 
Efficacy
The proportions of patients with symptom control after 24 wk of maintenance/on-demand treatment (MITT population) in the 8-wk and 2-wk groups were 94.9% (129/136) and 87.3% (110/126), respectively, with a significant difference favoring the 8-wk regimen (P = 0.0473; Figure 2). The proportions of patients with symptom relief after the initial phase of treatment (ITT population) in the 8-wk and 2-wk groups were 88.3% (136/154) and 83.4% (126/151), respectively; this result numerically favored the 8-wk regimen with no significant differences (P = 0.2513; Figure 2). With regard to success rates in the whole study (ITT population), 83.8% (129/154) and 72.8% (110/151) of patients in the 8-wk and 2-wk groups, respectively, had successful symptom control, with a significant difference favoring the 8-wk regimen (P = 0.0258; Figure 2).
A total of 136 patients in the 8-wk group and 126 patients in the 2-wk group (MITT population) were included in the survival analysis. The median time-to-first-relapse for patients in the 2-wk group was 57 d, and the median for patients in the 8-wk group had not been reached at the end of the study. There were 59 patients with relapse in the 8-wk group (43.4%) and 80 (63.5%) in the 2-wk group. Significantly more patients in the 8-wk regimen stayed relapse-free in the maintenance/on-demand phase than in the 2-wk regimen (68.4% vs 50.6%, P = 0.003 at week 8; 63.2% vs 44.1%, P = 0.0016 at week 16; 56.3% vs 36.6%, P = 0.0012 at week 24). A log-rank test showed that symptom relapse occurred significantly later in the 8-wk group than in the 2-wk group (P = 0.0003; Figure 3). To quantify the reduction in risk of relapse with the 8-wk regimen, a post hoc Cox regression analysis with the treatment as the only covariate was performed and showed a 46% reduction (HR = 0.543; 95%CI: 0.388–0.761). 
The proportions of patients who were satisfied or very satisfied with their symptom control after 24 wk of maintenance were significantly higher in the 8-wk group than in the 2-wk group (100% vs 96%, P = 0.0247; 48.5% vs 24.6%, P < 0.0001, respectively).

Safety 
Both regimens were well tolerated. No serious AEs or deaths were reported in this study (Table 2). A total of five patients from the 8-wk group discontinued owing to AEs that were of mild or moderate intensity, while one patient in the 2-wk group discontinued owing to two AEs of moderate intensity. 

DISCUSSION 
This study compared the efficacy of an 8-wk regimen of esomeprazole 20 mg once daily vs a 2-wk regimen in patients with typical reflux symptoms and negative endoscopy. Our results showed that high rates of symptom control were seen in both groups, but that the 8-wk regimen was significantly superior to the 2-wk regimen. Several previous studies have suggested that patients with NERD are less responsive to PPIs than patients with reflux esophagitis[9-11]; however, the high rate of symptom control found in both arms of our study suggests that patients with NERD can be responsive to highly effective PPIs such as esomeprazole.
The study design for the 8-wk regimen in our study was similar to that in the esomeprazole group of the COMMAND study[12], which compared on-demand treatment with esomeprazole 20 mg with continuous therapy with lansoprazole 15 mg in patients with NERD in the United Kingdom. In the COMMAND study, after 4 wk of initial treatment and 6 mo of on-demand treatment, more than 85% of patients reported to have no or only mild symptoms in the previous 7 d, while the results from the 8-wk arm in our study indicated that 94.9% of patients achieved symptom control after 24 wk. This suggests the superiority of at least 8 wk’ initial treatment with esomeprazole over either 2 or 4 wk’ initial treatment. 
With regard to symptom relief rate in the present study, a numerically higher symptom relief rate of 88.3% was observed for the 8-wk regimen vs 83.4% in the 2-wk regimen. This finding is in line with the hypothesis raised in a randomized, double-blind study of esomeprazole compared with rabeprazole, which found that by extending the duration of initial therapy beyond 4 wk more patients would have symptom relief[13]. In the COMMAND study[12], after the initial 2 wk of treatment, 47% of patients had complete resolution of GERD symptoms for 7 consecutive days. This increased to 77% of patients after treatment for 4 wk[12]. Symptom relief rate in our study was higher numerically; however, our definition of symptom relief did allow 1 d with mild symptoms of GERD during the past 7 d so a higher rate should be expected. Success rate was also analyzed across the whole duration of our study with a statistically significant difference of 10.9% favoring the 8-wk regimen over the 2-wk regimen (P = 0.0258). 
In clinical practice, therapeutic options are mainly driven by relapse frequency[14], and one possible limitation of on-demand therapy is that it allows symptoms to recur[15]. Therefore, relapse has become a crucial predictor of the efficacy of initial treatment for most patients with NERD. In our study, we observed relapse rates of 63.5% and 43.4% in the 2-wk and 8-wk groups, respectively, showing that fewer relapses occurred in the 8-wk group. Time-to-first-relapse was also measured as another quantitative endpoint to analyze the effectiveness of initial treatments. The longer the time-to-first-relapse, as demonstrated in the 8-wk group, the better the efficacy of the regimen was. Moreover, the median time-to-first-relapse for patients in the 8-wk group had not been reached at the time of analysis, supporting the superiority of that treatment regimen.
Patient satisfaction evaluation in NERD studies has been used as an important outcome measure[16]. Ideally, this should be evaluated using a validated questionnaire[17]. In our study, a questionnaire on patient satisfaction was measured on a 7-point scale, and higher levels of patient satisfaction were reported with the 8-wk regimen than the 2-wk. However, it should be noted that the satisfaction rates were very high in both regimens, with 100% in the 8-wk group and 96.0% in the 2-wk group, so this finding should not be over-interpreted. In the COMMAND study[12], high satisfaction rates (93.2%) suggested that a transient recurrence of heartburn symptoms (predominantly mild in severity) was only a minor inconvenience to patients. It may also be attributed to the nature of on-demand treatment, which enabled patients to feel more in control of their treatment and tailor it to their own particular needs[12]. On-demand treatment may be more acceptable to patients than the requirement to take medication every day on a long-term basis[10]. 
In placebo-controlled trials, esomeprazole 20 mg on demand has been shown to be effective and well tolerated in the maintenance of symptom control in patients with NERD[18,19]. In the present study, more patients discontinued from the 8-wk than the 2-wk treatment arm, which may have been the result of the different drug exposures in the treatment period and the difference in assigning maintenance/on-demand treatment in both groups. However, it should be noted that few patients discontinued from either arm. Overall, no safety concerns were associated with the use of esomeprazole 20 mg once daily for up to 8 wk followed by a 24-wk esomeprazole 20 mg once daily maintenance/on-demand treatment. 
A key strength of this study is that it is the first randomized, comparative, clinical trial of patients with NERD ever conducted in China, and that it was designed on the basis of the 2-phase treatment algorithm proposed by the 2007 Chinese consensus statement on GERD[6]. The main limitation of our study lies in the open-label design, which may lead to bias[20]. We tried to minimize the possibility of bias by rigorous quality-control management. In terms of the randomization, unlike the COMMAND study[12], where randomization was set after the initial phase, we performed the randomization before the initial phase. We believe the potential bias arising from this randomization is limited as the MITT patients showed a well-balanced demographic and clinical characteristics profile that was similar to that of ITT patients. However, the proportion of women was higher in the 2-wk group than the 8-wk group. The implications of this are unclear. A further limitation is that satisfaction rates were measured with a patient-reported questionnaire that used a 1-wk recall period and are therefore subject to greater self-reporting bias than if a daily diary had been used[21]. 
In conclusion, in Chinese patients who have typical reflux symptoms and a negative endoscopy, 8 wk of treatment with esomeprazole provides marginally better symptom control and symptom relief rates than a 2-wk regimen, with a similar safety profile.
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COMMENTS
Background
Recent studies have shown that the prevalence of gastro-esophageal reflux disease (GERD) in Asia is increasing. In China, physicians tend to perform endoscopies on patients presenting with typical symptoms of GERD, such as reflux or heartburn. If endoscopy findings are negative, patients are usually diagnosed with chronic gastritis rather than non-erosive reflux disease (NERD) because this diagnosis is thought to be more acceptable to both the doctor and the patient. These patients are then given the recommended treatment regimen for chronic gastritis [a 2-wk course of proton pump inhibitors (PPIs)] rather than the regimen for NERD (an 8-wk course of PPIs)

Research frontiers
Selection of the most appropriate PPI treatment regimen for GERD symptoms is of importance to patients, physicians and payers. This was the first randomized, comparative, clinical trial of patients with NERD ever conducted in China. We compared symptom control when patients were treated with a 2-wk regimen of esomeprazole vs an 8-wk regimen.

Innovations and breakthroughs
High rates of symptom control were seen in both groups, but the 8-wk regimen of esomeprazole was significantly superior to the 2-wk regimen. The 8-wk regimen was also found to provide a reduction in the risk of relapse vs the 2-wk regimen. In addition, fewer unscheduled visits and higher levels of patient satisfaction supported the therapeutic benefits of the 8-wk regimen over the 2-wk regimen. Safety was similar between the two groups, with both regimens being well tolerated. 

Applications
An initial 8-wk regimen of esomeprazole treatment was found to provide slightly superior control and relief of GERD symptoms compared with an initial 2-wk regimen. The findings of this study may help physicians to optimize future treatment of GERD.

Terminology
GERD symptoms such as regurgitation and heartburn are caused by reflux of acid from the stomach into the esophagus. Proton pump inhibitors such as esomeprazole reduce the amount of acid produced in the stomach and are the mainstay of pharmacological treatment for GERD.

Peer-review
This very well designed and performed multicenter, randomized, open-label study considers the comparison of symptom control between the recommended PPI treatment regimens for non-erosive reflux disease (8 wk) and chronic gastritis (2 wks) in 305 Chinese patients who have typical reflux symptoms and negative endoscopy. This study confirms the 8-wk PPI regimen provided marginally better symptom control and relief rates than the 2-wk regimen, with a similar safety profile. This study is making a great contribution to randomized clinical trial studies leading to optimization of GERD treatment.
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Table 1 Patient demographic and baseline clinical characteristics n (%)
	
	
	ITT (n = 305)
	
	
	MITT (n = 262)
	

	Parameters
	8-wk group
	2-wk group
	Total
	8-wk group
	2-wk group
	Total

	Age, yr, mean ± SD
	45.9 ± 12.72
	44.9 ± 13.12
	45.4 ± 12.91
	45.3 ± 12.88
	45.1 ± 13.36
	45.2 ± 13.09

	Sex, 

	Men
	80 (51.9)
	54 (35.8)
	134 (43.9)
	74 (54.4)
	46 (36.5)
	120 (45.8)

	Women
	74 (48.1)
	97 (64.2)
	171 (56.1)
	62 (45.6)
	80 (63.5)
	142 (54.2)

	Symptom
	

	Heartburn
	142 (92.2)
	136 (90.1)
	278 (91.1)
	126 (92.6)
	113 (89.7)
	239 (91.2)

	Regurgitation
	138 (89.6)
	135 (89.4)
	273 (89.5)
	124 (91.2)
	113 (89.7)
	237 (90.5)

	Duration, months, mean (SD)

	Heartburn
	36.3 (56.47)
	35.8 (49.05)
	36.1 (52.87)
	39.0 (59.20)
	39.1 (52.55)
	39.0 (56.04)

	Regurgitation
	36.4 (56.72)
	34.9 (47.41)
	35.6 (52.24)
	38.4 (59.28)
	37.7 (50.71)
	38.1 (55.24)

	HP test positive
	48 (31.2)
	44 (29.1)
	92 (30.2)
	39 (28.7)
	35 (27.8)
	74 (28.2)

	GerdQ score, mean (SD)
	10.7 (1.78)
	10.4 (1.89)
	10.5 (1.84)
	10.7 (1.76)
	10.4 (1.94)
	10.6 (1.85)


 GerdQ, Gastroesophageal Reflux Disease Questionnaire; ITT, intention-to-treat; MITT, modified intention-to-treat; SD, standard deviation.

Table 2 Adverse Events leading to discontinuation of study medication, and their relationship to study medication n (%)
	
	2-wk group 
	8 wk group 
	Total 

	 
	(n = 151) 
	(n = 154) 
	(n = 305) 

	 
	Mild 
	Moderate 
	Mild 
	Moderate 
	Mild 
	Moderate 

	Patients with at least one AE 
	0
	1 (0.7)
	3 (1.9)
	2 (1.3)
	3 (1.0)
	3 (1.0)

	 
	
	
	
	
	
	

	Gastrointestinal disorders 
	0
	0
	3 (1.9)
	2 (1.3)
	3 (1.0)
	2 (0.7)

	 Nausea 
	0
	0
	1 (0.6)1
	2 (1.3)2
	1 (0.3)
	2 (0.7)

	 Abdominal discomfort 
	0
	0
	1 (0.6)1
	1 (0.6)1
	1 (0.3)
	1 (0.3)

	 Constipation 
	0
	0
	0
	1 (0.6)1
	0
	1 (0.3)

	 Frequent bowel movements 
	0
	0
	1 (0.6)1
	0
	1 (0.3)
	0

	 Abdominal pain, upper
	0
	0
	0
	1 (0.6)1
	0
	1 (0.3)

	Eye disorders 
	0
	0
	1 (0.6)
	0
	1 (0.3)
	0

	 Vision blurred 
	0
	0
	1 (0.6)
	0
	1 (0.3)
	0

	Musculoskeletal and connective tissue disorders 
	0
	1 (0.7)
	0
	0
	0
	1 (0.3)

	 Back pain 
	0
	1 (0.7)
	0
	0
	0
	1 (0.3)

	Renal and urinary disorders 
	0
	1 (0.7)
	0
	0
	0
	1 (0.3)

	 Dysuria 
	0
	1 (0.7)
	0
	0
	0
	1 (0.3)

	Respiratory, thoracic and mediastinal disorders 
	0
	0
	0
	1 (0.6)
	0
	1 (0.3)

	 Cough 
	0
	0
	0
	1 (0.6)
	0
	1 (0.3)


1Related to study medication; 2One case related to study medication. One patient was counted at most once per category.


 Screened (n = 311)
Patients diagnosed with CG based on typical reflux symptoms and a negative endoscopy
Randomized (n = 305)
Patients diagnosed with CG based on typical reflux symptoms and a negative endoscopy
8-wk regimen (n = 154)
Esomeprazole 20 mg every day
2-wk regimen (n = 151)
Esomeprazole 20 mg every day
24 wk maintenance (n = 136)
Esomeprazole 20 mg every day
on demand
24 wk maintenance (n = 124)
Esomeprazole 20 mg every day for 2 wk when symptoms recur
Completed (n = 135)
Completed (n = 122)
Discontinued (n = 11)
· Adverse event: n = 5
· Lost to follow-up: n = 3
· Ineligible: n = 2
· Non-compliant: n = 1
Discontinued (n = 1)
· Adverse event: n = 1
No symptom relief
(n = 24)
No symptom relief (n = 7)
Discontinued (n = 1)
· Non-compliant: n = 1
Discontinued (n = 2)
· Lost to follow-up: n = 1
· Patient decision: n = 1
Symptom relief but did not enter maintenance 
(n = 2)



























Figure 1 Study flow diagram. Only patients whose symptoms resolved after 8 or 2 wk of treatment entered the 24-wk maintenance/on-demand period. CG: Chronic gastritis.
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Figure 2 Efficacy of 8-wk and 2-wk regimens. ITT: Intention-to-treat; MITT: Modified intention-to-treat.
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Figure 3 Kaplan–Meier survival curves showing time-to-first-relapse of gastro-esophageal reflux disease symptoms (modified intention-to-treat population). GERD: Gastro-esophageal reflux disease; MITT: Modified intention-to-treat.
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