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二、計畫中文摘要：(限一頁)

	關鍵詞: 胃食道逆流疾病，警示症狀，上消化道內視鏡
背景：胃食道逆流疾病的定義是胃內容物逆流引起的不舒服症狀或併發症，其診斷主要根據典型的症狀而不需經由內視鏡檢查。在西方國家，對於具有典型胃酸逆流症狀的病人，建議給予經驗治療，內視鏡檢查則不被建議常規使用於沒有警示症狀的病人。在亞洲地區，因為胃癌與幽門螺旋桿菌盛行率遠較西方國家為高，這種“先治療不檢查”的策略是否也可適用於亞洲國家仍不清楚
目的：

    探討在台灣地區患有典型胃酸逆流症狀的病人，沒有警示症狀是否可以排除嚴重的內視鏡發現

方法: 

從2008 年八月至2010年四月， 所有因為典型胃酸逆流症狀(定義為心口灼熱，酸水逆流)而接受上消化道內視鏡檢查的成年病人，將被邀請加入研究，但若符合任何一項排除條款則不予收案: 1) 年紀未滿18歲, 2) 無法完成上消化道內視鏡檢查, 3) 已知患有上消化道癌症,4) 檢查目的是追蹤已知的上消化道病灶,5) 無法取得知情同意書。參與的病人將由研究助理評估是否具有以下的警示症狀: 吞嚥困難或疼痛，消化道出血症狀，非自願體重減輕，和貧血。

內視鏡代表性的影像將被擷取並儲存成為數位化電子檔以供研究者分析，逆流性食道炎的診斷與分類是根據洛杉磯分類標準，若遇有內視鏡懷疑患有腸分化的食道黏膜，以病理組織確診是否為巴瑞氏食道症，若長度超過三公分則定義為長段巴瑞氏食道。消化性潰瘍的大小，數目與位置將被記錄，若遇到潰瘍併發出血，則以Forrest 系統做分類。 

我們定義五個嚴重的內視鏡發現1) 任何癌症, 2) 巴瑞氏食道症, 3) 洛杉磯分類系統為C 或D 級食道炎, 4) 消化道狹窄, 5) 消化潰瘍，作為研究的評估終點。




計畫英文摘要：(限一頁)

	Background:  Gastroesophageal reflux disease, recently defined as a condition which develops when the reflux of stomach contents causes troublesome symptoms or complications, can be diagnosed on the basis of characteristic reflux symptoms (i.e. troublesome heartburn and/or acid regurgitation). Empirical therapy is suggested for patient with characteristic uncomplicated reflux symptoms and endoscopy is not suggested for those presenting without alarm symptoms in Western countries. Whether such “treating instead of testing” strategy should be applied in Asia remains uninvestigated. 
Aims:  To investigate upper endoscopic findings of typical acid reflux patients with and without alarm symptoms in Taiwan. 
Methods:  During the period from August 2008 to April 2010, consecutive adult outpatients, who receive upper endoscopy for characteristic reflux symptoms of heartburn or acid regurgitation, are invited to participate. Patients will be excluded if any one of the following criteria is present: 1) age less than 18 years old, 2) unable to complete upper endoscopy 3) known diagnosis of gastroesophageal malignancy, 4) follow-up visit for known gastroesophageal lesion identified by previous upper endoscopy, 5) failure to obtain informed consent. All study participants are evaluated for presence of pre-defined alarm symptoms including odynophagia or dysphagia, gastrointestinal bleeding, involuntary body weight loss and anemia. Odynophagia or dysphagia is defined as subjective feelings of pain or difficulty in swallowing. Gastrointestinal bleeding is defined as melena, hematochezia, or hematemesis. Involuntary body weight loss is defined as un-intended body weight loss more than 5% of original body weight in 3 months. The presence of anemia is defined as hemoglobin level less than 12mg/dL in men and 10mg/dL in women. 
Upper endoscopic procedures are performed with standard electronic videoendoscope (GIF-Q240 or GIF-Q260; Olympus, Tokyo, Japan) by experienced endoscopists; each of them had previously performed a minimum of 2,000 upper endoscopy exams. Representative images are taken and stored as electronic files in a digital image system for later analysis. Two investigators who are blinded to patients’ clinical presentation evaluate the endoscopic images separately and reported their interpretation. In case of disagreement regarding the endoscopic findings, a third investigator is requested to make a final diagnosis. Reflux esophagitis is evaluated and classified according to the Los Angles classification (9). Four-quadrant biopsies are performed for endoscopically suspected esophageal metaplasia and Barrett esophagus is diagnosed with histopathological confirmation. Long segment Barrett esophagus is defined if the segment is more than 3cm in length (10). The size, location, number are recorded for peptic ulcer. Besides bleeding peptic ulcer is recorded according to Forrest classification (11).
Outcome Measurement: The following five significant endoscopic findings are pre-defined endpoints of this study: 1) any malignant lesion in the upper digestive tract, 2) Barrett esophagus, 3) severe erosive esophagitis (LA grade C or D), 4) peptic stricture, 5) peptic ulcer. 
Key words: Gastroesophageal reflux disease, alarm symptoms, gastrointestinal endoscopy 

	本研究計畫之背景、目的及重要:

Gastroesophageal reflux disease (GERD), recently defined as a condition which develops when the reflux of stomach contents causes troublesome symptoms or complication, can be diagnosed on the basis of characteristic reflux symptoms (i.e. troublesome heartburn and/or acid regurgitation) (1). Although not required for a clinical diagnosis, upper endoscopy in GERD patients may distinguish erosive esophagitis form non-erosive reflux esophagitis (NERD), determine severity of erosion, uncover reflux-associated complications (such as peptic stricture, Barrett esophagus, and adenocarcinoma), and exclude other lesions in the upper digestive tract. Nevertheless the diagnostic yield of endoscopy in patients with typical reflux symptoms is low in Western population (2~4), and practice guidelines suggest an empirical therapy for those presenting with uncomplicated typical symptoms and endoscopy reserved for those with alarm symptoms (5).

    Whether such “treating instead of testing” strategy is appropriate for Asian patients remains unknown. Reported prevalence of GERD is higher in Western countries than in most Asian areas (6~8) and thus the pre-test probability of GERD may not be as high in Asian population as in Western counterpart. Besides the symptoms of GERD may overlap with those of peptic ulcer, which also responds well to acid suppression therapy. Moreover, even symptoms of gastric cancer may be temporally improved by proton pump inhibitors. 
The primary aim of our prospective study is to investigate upper endoscopic findings of typical GERD patients with and without alarm symptoms in Taiwan. The secondary aim of this study is to explore predictive factors of significant endoscopic findings in patients with typical reflux symptoms.  

Reference:
1. Vakil N, van Zanten S, Kahrilas P, et al. The Montreal definition and classification of gastro-esophageal reflux disease: A global evidence-based consensus. Am J Gastroenterol 2006;101:1900–20.
2. Johnsson F, Joelsson B, Gudmundsson K, et al. Symptoms and endoscopic findings in the diagnosis of gastro-oesophageal reflux disease. Scand J Gastroentereol 1987;22:714–8.
3. Jones RH, Hungin AD, Phillips J, et al. Gastro-oesophageal reflux disease in primary care in Europe: Clinical presentation and endoscopic findings. Eur J Gen Pract 1995;1:149– 54.
4. Venables TL, Newland RD, Patel AC, et al. Omeprazole 10 milligrams once daily, omeprazole 20 milligrams once daily, or ranitidine 150 milligrams twice daily, evaluated as initial therapy for the relief of gastro-oesophageal reflux disease in general practice. Scand J Gastroenterol 1997;32:965–73.
5 DeVault KR, Castell DO. Updated guidelines for the diagnosis and treatment of gastroesophageal reflux disease. Am J Gastroenterol 2005;100:190-200.
6. Locke GR 3rd, Talley NJ, Fett SL, et al. Prevalence and clinical spectrum of gastroesophageal reflux: A populationbased study in Olmsted County, Minnesota. Gastroenterology 1997;112:1448–56.
7. Corder AP, Jones RH, Sadler GH, et al. Heartburn, oesophagities and Barrett’s oesophagus in self-medicating patients in general practice. Br J Clin Pract 1996;50:245–8.
8. Wong BC, Kinoshita Y. Systematic review on epidemiology of gastroesophageal reflux disease in Asia. Clin Gastroenterol Hepatol 2006;4:398-407. 

	研究方法及進行步驟:

This prospective cohort study is conducted in a general hospital (Lotung Poh-Ai Hospital, Taiwan) with 1,000 beds in north-eastern Taiwan. During the period from August 2008 to April 2010, consecutive adult outpatients, who receive upper endoscopy for characteristic reflux symptoms of heartburn or acid regurgitation, are invited to participate. The definition of heartburn is burning sensation in the retrosternal area and that of acid regurgitation is perception of flow of gastric content into the mouth or hypopharynx (1). Patients are considered eligible if they determine their reflux symptoms troublesome (1). Patients will be excluded if any one of the following criteria is present: 1) age less than 18 years old, 2) unable to complete upper endoscopy 3) known diagnosis of gastroesophageal malignancy, 4) follow-up visit for known gastroesophageal lesion identified by previous upper endoscopy, 5) failure to obtain informed consent. Written informed consents will be obtained from all patients prior to enrollment. The study protocol will be reviewed and approved by the Institutional Review Board of the hospital before study commences
All study participants are evaluated for presence of pre-defined alarm symptoms including odynophagia or dysphagia, gastrointestinal bleeding, involuntary body weight loss and anemia (5). Odynophagia or dysphagia is defined as subjective feelings of pain or difficulty in swallowing. Gastrointestinal bleeding is defined as melena, hematochezia, or hematemesis. Involuntary body weight loss is defined as un-intended body weight loss more than 5% of original body weight in 3 months. The presence of anemia is defined as hemoglobin level less than 12mg/dL in men and 10mg/dL in women. The following relevant data are also obtained at enrollment: date of birth, gender, body height, body weight, waist circumference, bloody type, occupation, past medical history (with specific attention to peptic ulcer, diabetes mellitus, chronic viral hepatitis, cirrhosis, and cancer), past surgical history (with specific attention to gastrointestinal surgery), consumption of tobacoo, alcohol, and betel nut, medication used in recent one week (with specific attention to aspirin, and non-steroid anti-inflammatory drug), and family history of cancer. 
    This hospital has open access endoscopy service and consultation with a gastroenterologist is not required for primary care physician to arrange upper endoscopy. Upper endoscopic procedures are performed with standard electronic videoendoscope (GIF-Q240 or GIF-Q260; Olympus, Tokyo, Japan) by experienced endoscopists, who have previously performed a minimum of 2,000 upper endoscopy exams. Representative images are taken and stored as electronic files in a digital image system for later analysis. Two investigators who are blinded to patients’ clinical presentation evaluate the endoscopic images separately and reported their interpretation. In case of disagreement regarding the endoscopic findings, a third investigator is requested to make a final diagnosis. Reflux esophagitis is evaluated and classified according to the Los Angles classification (9). Four-quadrant biopsies are performed for endoscopically suspected esophageal metaplasia and Barrett esophagus is diagnosed with histopathological confirmation. Long segment Barrett esophagus is defined if the segment is more than 3cm in length (10). The size, location, number are recorded for peptic ulcer. Bleeding peptic ulcer is classified according to Forrest classification. Mucosal biopsy for rapid urease test (CLO test, Kimberly-Clark, USA) was utilized to diagnose infection of Helicobacter pylori if clinically indicated. Indication and performance of therapeutic procedures during endoscopy are also recorded. 

    The following five significant endoscopic findings are pre-defined endpoints of this study: 1) any malignant lesion in the upper digestive tract, 2) Barrett esophagus, 3) severe erosive esophagitis (LA grade C or D), 4) peptic stricture, 5) peptic ulcer.
Continuous variables are expressed with median and inter-quartile range and categorical variables are expressed with percentage of occurrence. Mann-Whitney test is used to compare sets of non-parametric continuous variables. Chi-square and Fisher’s exact tests are used for univariate analysis of proportions. The sensitivity, specificity, and predictive values of alarm symptoms for significant endoscopic findings are calculated. Factors possibly predictive of significant endoscopic findings are evaluated by multivariate logistic regression. Variables with a p value less than 0.25 are entered in regression model with stepwise backward elimination. Ninety-five percent confidence intervals (CIs) are calculated. Commercial software (Stata, version 8.2; Stata Corp, College Station, TX, USA) is used for statistical analysis with a p value less than 0.05 defined as statistical significant.


	六、預期完成之工作項目及具體成果：
1.To evaluate the diagnostic value of endoscopy in patients who present with typical GERD symptoms and have no alarm symptoms

2.To provide information with regard to cost-effectiveness of endoscopy in management of GERD in Taiwan

3.To examine whether Western guidelines of GERD are appropriate in Taiwan  
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七、預定進度甘梯圖(Gantt Chart)：

1. 本表作為進度控制及檢討之依據。

2.工作項目：請視計畫性質及需要自行訂定，預定進度以粗線標示其起迄月份。

3.預定進度累計百分比：係為配合追蹤考核作業所需，請視工作性質就以下因素擇一估計訂定：

(1)工作天數，(2)經費之分配，(3)工作之比重，(4)擬達成目標之具體數字。
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八、預算：(請按(1)人事費(2)業務費(3)材料費(4)旅運費(5)其他費用 之順序分項填寫,並請說明）

	項   目
	 名     稱
	數 量
	單    價
	 總   價
	備  註

	(1) 人事費
	兼職助理
	1
	
	
	

	
	
	
	
	
	

	(2) 業務費
	IRB審查費
	1
	
	
	

	
	
	
	
	
	

	(3) 材料費
	印刷、海報、文具、紙張
	不定
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	(4) 旅運費
	國際醫學會議參加費用
	1
	
	
	

	(5) 其他費用
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	             合                   計
	0
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九、計畫主持人個人資料：
	姓    名
	許耀峻
	身分證字號
	

	性   別
	■ 男     ( 女
	出 生 日 期
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	學校與系所名稱

（若就讀非本國學校，請於學校名稱加註國別）
	學 位
	就學起迄年
	專長領域
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	碩士
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	學士
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	個人經歷與研究說明：
(1) 請依時間順序說明個人臨床服務經歷。(以最近期者為先)
1. 耕莘健康管理專科學校兼任講師(2009 ~ 迄今)
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3. 羅東博愛醫院胃腸科專任主治醫師 (2007 ~ 迄今)

4. 台大醫院胃腸肝膽科研修醫師 (2005 ~ 2007)

5. 台大醫院內科住院醫師 (2002 ~ 2005)

(2) 請依時間順序說明個人曾獲殊榮。(以最近期者為先)
1. Presidential Poster Award of American College of Gastroenterology Annual Scientific Meeting (Orlando, USA; 2008)
2. 台大醫院內科優秀住院醫師(Best Resident) (2004)

(3) 請列出近三年曾經參與之研究計畫，包含計畫名稱、計畫期程、補助單位、計畫主持人及在該計畫中扮演角色。

計畫名稱
期程

補助單位

主持人

個人角色

Influence of Endoscopy Timing on Outcomes of Acute Upper Gastrointestinal Variceal Bleeding in Cirrhotic Patients
2007/April ~ 2008/March (已完成，已發表)

台大醫院

王秀伯

主要研究者: 研究構想，資料分析，論文撰寫

Early Risk Stratification with Simple Clinical Parameters for Cirrhotic Patients with Acute Upper Gastrointestinal Bleeding.
2007/April ~ 2008/March (已完成，已發表)

台大醫院

王秀伯

主要研究者: 研究構想，資料分析，論文撰寫

A Comparative Study of Epigastric Pain Syndrome and Postprandial Distress Syndrome in Epidemiology and Therapeutic Response
2008/April ~ 2009/June (發表部份結果)

羅東博愛醫院

吳明賢

主要研究者: 研究構想，資料分析，論文撰寫




	A Randomized Controlled Trial Comparing Two Different Dosages of Infusional Pantoprazole in Peptic Ulcer Bleeding
2008/May ~ 2009/March (已完成，即將發表)

羅東博愛醫院

林懷正

共同研究者: 病人治療與收案，論文撰寫
Role of Mosapride in Patients with Gastroesophageal reflux disease 

2008/May ~ 2009/June (已完成，結果投稿中)

羅東博愛醫院

林懷正

共同研究者: 病人治療與收案，論文撰寫

Endoscopic findings in Taiwan patients presenting with characteristic reflux symptoms

(進行中)

羅東博愛醫院

許耀峻
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Endoscopy Screening for Esophageal Neoplasm with Narrow Band Imaging in Patients with Head and Neck Cancer: A Controlled Tandem Endoscopy Trial
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2. Hsu YC, Wu YM, Wang HP. Imminent Duodenal Perforation by Biliary Stent. J Gastroenterol Hepatol 2008; 23(5):817-817. [SCI], Gastroenterology and Hepatology, 29/55, IF: 2.275
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6. Hsu YC, Chen HL, Wu MZ, Liu YJ, Lee PH, Sheu JC, Chen CH. Adult Progressive Intrahepatic Cholestasis Associated with Genetic Variations in ATP8B1 and ABCB11. Hepatol Res 2009;39:625-31. [SCI], Gastroenterology and Hepatology, 39/55, IF: 1.562
7. Hsu YC, Lin HJ. Proton pump inhibitors and long-term risk of recurrent upper gastrointestinal bleeding. Aliment Pharmacol Ther (in press) [SCI], Gastroenterology and Hepatology, 46/55, IF: 1.215
8. Hsu YC, Tsai JJ, Perng CL, Lin HJ. Massive gastrointestinal bleeding associated with contralateral mucosal abrasion by percutaneous endoscopic gastrostomy tube. Endoscopy 2009;41:E144. [SCI], Gastroenterology and Hepatology, 7/55, IF: 6.091

9. Hsu YC, Chung CS, Tseng CH, Lin TL, Liou JM, Wu MS, Hu FC, Wang HP. Delayed Endoscopy as a Risk Factor for In-hospital Mortality in Cirrhotic Patients with Acute Variceal Hemorrhage. J Gastroenterol Hepatol 2009: 24 (7) 1294~1299 [SCI], Gastroenterology and Hepatology, 29/55, IF: 2.275
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13. Lin HJ, Hsu YC. Missed opportunities in the trial on proton-pump inhibitor therapy in bleeding peptic ulcers. Ann Intern Med 2009;151:589. [SCI], General and Internal Medicine, 4/107, IF: 17.457
14. Hsu YC, Lin HJ. Gastrointestinal bleeding: adjuvant pharmacotherapy for peptic ulcer bleeding. Nat Rev Gastroenterol Hepatol 2009;6:450-2. [SCI], Gastroenterology and Hepatology, 11/55, IF: 4.550

15. Chung CS, Hsu YC, Huang SY, Jeng YM, Chen CH. Primary biliary cirrhosis associated with pernicious anemia. Can Fam Physician 2009 (in press) [SCI], General and Internal Medicine, 67/107, IF: 1.06

16. Hsu YC, Perng CL, Yang TH, Wang CS, Hsu WL, Wu HT, Cheng YC, Chiang MF, Lin HJ. A Randomized Controlled Trial Comparing Two Different Dosages of Infusional Pantoprazole in Peptic Ulcer Bleeding. Brit J Clin Pharmaco 2010; 69(3) 245-251 [SCI], Pharmacology and Pharmacy, 59/216, IF: 3.128
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