口服陽離子幫浦阻斷劑用於潰瘍出血治療後
Oral vs intravenous proton pump inhibitor in patients with peptic ulcer bleeding after successful endoscopic therapy- a prospective randomized comparative trial

Abstract

A bleeding peptic ulcer remains a serious medical problem with significant morbidity and mortality. Endoscopic therapy significantly reduces further bleeding, surgery, and mortality in patients with bleeding peptic ulcers and is now recommended as the first hemostatic modality for these patients.

In the past few years, adjuvant use of a high-dose proton pump inhibitor (PPI) after endoscopic therapy has been endorsed in some studies. Laine and Javid et al found that oral PPI and IV PPI had a similar intragastric pH response in the past two years. Therefore, whether oral can replace IV in the management of peptic ulcer bleeding is the objective in this study. 

We enroll 130 patients with active bleeding or nonbleeding visible vessels in this study. They are randomly assigned as oral lansoprazole or IV nexium group. All patients receive successful endoscopic therapy with heater probe or hemoclip placement. 

In the lansoprozole group (N=65), 30 mg four times daily is given orally for three days. Thereafter, the patients receive 30 mg lansoprazole orally daily for two months. In the nexium group, 160 mg/day continuous infusion is given for three days. Thereafter, the patients receive 40 mg nexium orally daily for two months
The primary end point is recurrent bleeding before discharge and within 14 days. At day 14, volume of blood transfused, number of surgeries performed, and the mortality rates of the two groups are compared as well.
Introduction

A bleeding peptic ulcer remains a serious medical problem with significant morbidity and mortality. Endoscopic therapy significantly reduces further bleeding, surgery, and mortality in patients with bleeding peptic ulcers (1) and is now recommended as the first hemostatic modality for these patients (1, 2).

In the past few years, adjuvant use of a high-dose proton pump inhibitor (PPI) after endoscopic therapy has been endorsed in some studies, two consensus statements and two meta-analysis (3-8). To sustain a high intragastic pH, a high dose of omeprazole has been used in previous studies concerning high-risk peptic ulcer bleeding. In our study, we used 40 mg omeprazole intravenous bolus followed by 160 mg/day continuously infusion for three days. The mean intragastric pH rose to 6.0 one hour after the initial bolus of omeprazole in the omeprazole group; it persisted around this value for the rest of the 24 hours.7 The rebleeding rates were much lower in the PPI as compared with H2RA group (Day 3: 0/50 vs 8/50, p<0.01; Day 14: 2/50 vs 12/50, p<0.01) (4). 

How about the route of PPI usage? Oral or IV is the preferred route? Laine et al used oral lansoprazole in patients with peptic ulcer bleeding.9 They were randomly assigned to intravenous lansoprazole (90-mg bolus followed by 9-mg/h infusion) or oral lansoprazole (120-mg bolus followed by 30 mg every 3 hours). A pH was recorded for 24 hours. Mean pH rose above 6 after 2-3 hours of intravenous PPI and 3-4 hours of oral PPI. They concluded that frequent oral PPI may be able to replace the currently recommended intravenous bolus plus infusion PPI therapy in patients with bleeding ulcers. In one recent article, Javid et al also proved that there was no significant difference among various PPIs (omeprazole, pantoprzole, and rabeprazole) given through different routes (IV and oral routes) on raising intragastric pH above 6 for 72 h after successful endoscopic hemostasis in bleeding peptic ulcer.10 In our recent study, we have proved that oral rabeprazole and IV omeprazole are equally effective in preventing rebleeding (13/78 in rabeprazole vs 12/78 in omeprazole, p>0.1) in high-risk bleeding peptic ulcers.11 All secondary outcomes between the two groups were similar, including the amount of blood transfusion, hospital stay,  need for surgery and mortality

   The objectives of this study are to assess the outcomes of two different regimens of oral lansoprazole vs high dose of intravenous nexium after endoscopic therapy in patients with peptic ulcer bleeding. 

Methods

Patients are accepted for endoscopic therapy if a peptic ulcer with active bleeding, a non-bleeding visible vessel (NBVV) or an adherent blood clot at the ulcer base is observed within 24 hours of hospital admission. The possibility of endoscopic therapy is discussed with patients and/or their relatives and written informed consent is obtained before the trial. After initial hemostasis is achieved with heat probe thermocoagulation or hemoclip placement, the patients are enrolled in this study.  

The sample size estimation is based on an expected rebleeding rate of 30% in the lansoprazole group. The trial is designed to detect a 25% difference in favor of the nexium group with a type I error of 0.05 and type II error of 0.05. At least 65 patients are essential for each group.
Patients are excluded from the study if they are pregnant, do not obtain initial hemostasis with endoscopic injection of epinephrine, do not give written informed consent, have bleeding tendency (platelet count <50×109/L, serum prothrombin <30% of normal, or were taking anticoagulants), uremia.

For enrolled patients, two different endoscopic therapies (heat probe thermocoagulation and hemoclip placement) are used according to the condition of patients. 

For the HPT, we use an Olympus GIF-XQ240 endoscope or an Olympus GIF-2T10 endoscope, an Olympus heater probe unit (Olympus Optical, Tokyo, Japan) and a 2.4 mm or 3.2 mm probe. During therapy, the distal tip of the heater probe is applied directly to the bleeding site. Initially, four to five pulses of 30 J/pulse are given. Afterwards, we withdraw the probe slowly. If rebleeding occurs, we repeat the above procedure until the bleeding stopped. Thereafter, we give several pulses of 15-20 J/pulse in the area surrounding the bleeding site. The bleeding site is observed for five minutes. It is then challenged with maximal water irrigation for 10 seconds. If any further bleeding occurs, we start again from the initial procedure as above. An emergency operation is performed if bleeding can not be controlled with HPT or hemoclip placement or if rebleeding occur after two attempts with HPT therapy.

For the hemoclip placement, we use an Olympus GIF-XQ240 endoscope and a hemoclip (Hx-5LR-1, Olympus Optical, Tokyo, Japan). The hemoclip is applied directly over the active bleeding vessel or nonbleeding visible vessel. If bleeding is persistent, the same procedure is repeated until hemostasis was achieved. If there is one large blood clot over the bleeder, the clot was removed with a biopsy forceps or a three-pronged device. 
Patients enrolled in the study are randomly allocated into two groups using sealed envelopes containing a therapeutic option derived from a randomized table. In the lansoprozole group (N=65), 30 mg four times daily is given orally for three days. Thereafter, the patients receive  30 mg lansoprazole orally daily for two months. In the nexium group, 160 mg/day continuous infusion is given for three days. Thereafter, the patients receive 40 mg nexium orally daily for two months. Endoscopy is undertaken 72 hours after enrollment. If no blood clot or hemorrhage is observed at the ulcer base, the patients are discharged and followed-up in the outpatient department.

The patients’ vital signs are checked every hour for the first 12 hours, every two hours for the second 12 hours, and every four hours for the following 24 hours until they become stable, then four times daily. The hemoglobin level and hematocrit are checked at least once daily, and a blood transfusion is given if the hemoglobin level decreased to lower than 90 g/L or if the patient’s vital signs deteriorated. The attending physicians or surgeons are made aware of the exact endoscopic finding and treatment given in each case.

Active bleeding is defined as a continuous blood flow spurting or oozing from the ulcer base. An NBVV at endoscopy is defined as a discrete protuberance at the ulcer base that is resistant to washing and was often associated with the freshest clot in the ulcer base. Shock is defined as systolic blood pressure lower than 100 mm Hg and a pulse rate of more than 100/min accompanied by cold sweats, pallor, and oliguria. Initial hemostasis is defined as no visible hemorrhage lasting for three minutes after endoscopic therapy. Ultimate hemostasis is defined as no rebleeding during the 14 days after endoscopic therapy.

Rebleeding is suspected if unstable vital signs, continuous tarry, bloody stools, or a drop in the hemoglobin level of more than 20 g/L within 24 hours is observed during hospitalization. For these patients, an emergency endoscopy is performed immediately. Rebleeding is concluded if either blood in the stomach 24 hours after therapy or a fresh blood clot or bleeding in the ulcer base is found. All patients with rebleeding are treated with heater probe thermocoagulation (HPT) or hemoclip placement unless they refuse. 

At entry to the study, the following data are recorded: age, sex, the location of the ulcer (esophagus, stomach, duodenum, or stoma), ulcer size, the appearance of gastric contents (clear, coffee ground, or blood), stigmata of bleeding (spurting, oozing, or NBVV), volume of blood transfusion at entry, presence of shock, hemoglobin, nonsteroidal anti-inflammatory drug ingestion, cigarette smoking, alcohol drinking, and comorbid illness.

The primary end point is recurrent bleeding before discharge and within 14 days. At day 14, volume of blood transfused, number of surgeries performed, and the mortality rates of the two groups are compared as well. The patients who have positive urease test received a 1-week course of Nexium (40 mg twice daily) or lansoprazole (30 mg twice daily), plus clarithromycin (500 mg twice daily), and amoxicillin (1 gm twice daily) after discharge. 

We used the Student t test (paired, 2-tailed) to compare the basic data of age, ulcer size, volume of blood transfusion, hemoglobin, and length of hospital stay between both groups.  

The χ2 test, with or without Yates’s correction, and Fisher exact test are used when appropriate to compare the location of the bleeders, endoscopic findings, gastric contents, number of patients with Helicobacter pylori infection, shock, medical illness, hemostasis, emergency operation, and mortality among the three groups. A probability value of less than 0.05 is considered significant.  
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