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研究計畫中英文摘要

背景: 功能性消化不良(functional dyspepsia) 是臨床上極為常見的問題，以往的研究顯示成年人口中高達20%~30%患有功能性消化不良，對於社會醫療資源的使用與個人生活品質都有很大的影響。 功能性消化不良的成因與致病機轉至今仍未完全明白， 因為缺乏一致的病因與病態生理的瞭解，目前尚未有普遍一致的有效治療。美國消化醫學會於去年修訂功能性消化疾病(Functional Gastrointestinal Disorder) 的診療指引 (Rome III)。其中針對功能性消化不良的診斷，進一步區分為兩個次分類: 餐後不適症候群(postprandial distress syndrome)和功能性上腹痛症候群(epigastric pain syndrome)，然而這樣的分類在臨床治療上是否有意義，還沒有進一步的驗證

目的：本研究根據美國消化醫學會2006年5月出版的新診斷標準，診斷功能性消化不良，並進一步細分為餐後不適症候群與功能性上腹痛症候群，比較這兩組病人在流行病學， 以及對質子幫浦抑制劑（Lansoprazole）與腸胃蠕動促進劑（Mosapride) 治療反應的差異。
方法: 我們預計研究400位在2007年 9月至2008年9月間，對於因上腹不適至本院接受胃鏡檢查之病患 ，於胃鏡檢查前予以標準診斷問卷詢問。經診斷符合餐後不適症候群和功能性上腹痛症候群者，以問卷評估其症狀嚴重程度後，分別隨機分組給 Lansoprazole,和Mosapride，各治療14天。治療完成之後，所有的病人都回門診評估其症狀改善程度是否有副作用
Background: Functional dyspepsia is a common clinical disorder with significant impact on quality of life and enormous social cost. Previous studies have revealed that functional dyspepsia is not a homogenous disease but a heterogenous symptom complex. Because of heterogeneity in etiology and pathogenesis, no single treatment is appropriate for all patients with functional dyspepsia. Currently available treatments demonstrated efficacy only in subsets of patients. 
    American Gastroenterology Association launched new edition of clinical guide for functional gastrointestinal disorder, the Rome III in May 2006.  The new diagnostic criteria of Rome III de-emphasized functional dyspepsia as an entity and recommended sub-classification into two conditions: postprandial distress syndrome and epigastric pain syndrome. However whether this new diagnostic systems are effective and clinically relevant requires validation by further studies.    
Aims: We aim to compare postprandial distress syndrome and epigastric pain syndrome in epidemiological features and to evaluate therapeutic response to lansoprazole and mosapride.  

Methods: Dyspeptic patients from outpatient clinic are evaluated by Rome III diagnostic criteria and are further classified into the epigastric pain (EP) group or postprandial distress (PD) group. All patients receive upper gastrointestinal endoscopy to exclude organic lesions. Both groups are randomized respectively to receive either lansoprazole or mosapride treatment for 14 days.   
Outcome Measurement: Primary end point of this study was to compare symptom improvement to lansoprazole and mosapride in epigastric pain syndrome and postprandial distress syndrome. Intent-to-treat (ITT) and per-protocol (PP) statistical analyses will be performed. We also will compare the difference of epidemiologic features of these two syndromes.
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研究計畫目的及背景說明
    Functional dyspepsia (FD) is a common clinical disorder with estimated prevalence rate of 20~30% in general population (1~3). One fourth to half of the FD patients will seek medical care (1,4). Therefore functional dyspepsia is associated with significant impact on individual’s quality of life as well as enormous cost of health care system (5). 

    Diagnosis of FD is based on dyspeptic symptoms without evidence of organic disease (6,7). Factor analysis studies revealed that FD was not a homogenous condition but was composed of 3 or 4 different symptom groupings (8,9). The current understanding of pathogenesis and pathophysiological mechanism of FD are not clear. There is no universal mechanism responsible for most patients’ symptoms although delayed gastric emptying (10,11), impaired gastric accommodation (12,13), hypersensitivity to duodenal contents (14,15), infection of Helicobacter pylori (H. pylori) (16,17), and psychosocial factors (8) have been implicated in the pathophysiology of FD. Consequently there is no effective treatment for most FD patients and results of a specific treatment may be conflicting in different trials (18). Antisecretory agents such as proton pump inhibitors (PPI) (19), eradication of H. pylori (20), prokinetic agents (21), antidepressants (22) and psychological interventions (23) have been reported to be effective in some patients. Meta-analysis of PPI and prokinetic agents in FD confirmed their efficacy in subsets of patients (24). 

    Functional dyspepsia is probably a heterogenous clinical disorder comprising different subgroups in view of evidence from factor-analysis studies, pathophysiological studies and therapeutic trials (18). Accordingly an appropriate classification of FD is plausible to identify more homogenous patients in each subgroup. American Gastroenterology Association (AGA) launched its new edition of clinical guide for functional gastrointestinal disorder, the Rome III, in May 2006. In this new version, FD was de-emphasized as a diagnostic entity. Two new diagnostic categories, epigastric pain syndrome (EPS) and postprandial pain syndrome (PDS), were proposed as subgroups of FD (7). The major determinant of this categorization is the association of dyspeptic symptoms and meals. Whether this subdivision of FD is valid in categorizing homogenous patients and whether it is clinically relevant remains unproved. 

    This study aims to compare EPS and PDS in their epidemiological features and therapeutic responses to PPI and prokinetic agents, in order to validate the Rome III criteria.

研究方法及步驟：

(一)受試者選擇標準（Patient eligibility）
Patients with dyspeptic symptoms from outpatient clinics or health management center who are aged greater than 20 years and are willing to receive therapeutic trial of lansoprazole or mosapride are considered eligible for enrollment. Patients will be excluded from the study if any one of the following criteria is present: 1) children and teenagers aged less than 20 years, 2) Organic lesions such as ulcers, tumors, bleeding, vasculopathy or esophagitis as revealed on upper GI endoscopy, 3) concurrent illness with malignancy, diabetes mellitus, liver cirrhosis, renal failure or porphyria 4) diagnosis of organic disease for dyspeptic symptoms by treating physicians 5) history of intra-abdominal surgery 6) concurrent user of aspirin and NSAID, 7) history of allergy or severe side effects to lansoprazole or mosapride 8) pregnant or lactating women. Written informed consents will be obtained from all patients prior to enrollment.
(二)試驗設計與流程：

Diagnosis and subcategories of functional dyspepsia

    Patients with dyspeptic symptoms from outpatient clinics were provided with diagnostic questionnaire prepared according to Rome III criteria (7). Those diagnosed with FD were further categorized into EP group or PD group. Before enrollment all participants completed upper gastrointestinal endoscopy to exclude organic lesions. Whether other examinations such as abdominal ultrasonography were necessary to ascertain a functional diagnosis was at the discretion of the treating physician. 

Treatment response of lansoprazole and mosapride

     Patients in EP or PD group are randomized respectively to receive lansoprazole 30mg per day for 14 days or mosapride for 14 days. Side effects and drug compliance were assessed at follow-ups. Before and after treatment, all patients completed the validated symptom severity questionnaire, the Hong Kong index of dyspepsia (30). The questionnaire consists of questions on 12 gastrointestinal symptoms and the answers were graded according to a five-point Liket scale (1-5, from asymptomatic to very severe). The sum of the 12-item scores before and after treatment was compared to determine treatment response. 

Compliance and Adverse Effect

    Patients’ compliance will be assessed by standardized interview at the end of treatment as well as by pill count in the medication boxes returned at the interview. Compliance is considered low when more than 20% of pills (3 capsules for lansoprazole and 8 for mosapride) are found in the box. At enrollment, the patients will be informed of the common side effects from the studied medication including diarrhea,, nausea, bloating, loss of appetite, vomiting, constipation, headache, and skin rash. 

（三）資料之蒐集處理評估及統計分析方法:
Sample Size Estimation 

    We estimated a sample size of 200 in EP and PD in order to achieve a statistical power of 80% at a 5% significance level on a two-sided test. We assumed 40% response rate in EPS and 21% in PDS (24) for lansoprazole and accordingly 181 patients were needed to receive lansoprazole for analysis. For two groups, the estimated patient number 362 and we aimed to enroll totally 400 patients.
Outcome Measurement and Statistical Analysis
    Primary end-point of the study is to compare respective treatment response to lansoprazole and mosapride in EP group and PD group. The secondary end-point of the study is to compare epidemiological features of two groups. 

    Intent-to-treat (ITT) and per-protocol (PP) statistical analyses will be performed for treatment response. All patients were included in the ITT analysis and all protocol violators (unknown status of study medication ingestion, patients lost to follow-up) will be excluded for PP analysis. Quantitative data were summarized as mean ± SD and categorical variables as percentages. Student’s t-test was used for continuous variables, chi-square test with Yates correction and Fisher’s exact test were used for categorical variables. P-value of less than 0.05 was considered as statistically significant
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