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Abstract
Peptic ulcer bleeding is a common disease  and recur-
rent bleeding is an independent risk factor of mortality. 
Infusion with proton pump inhibitors (PPIs) prevents re-
current bleeding after successful endoscopic therapy. A 
gastric acidic environment of less than pH 5.4 alters co-
agulation function and activates pepsin to disaggregate 
platelet plugs. Gastric acid is secreted by H+, K+-ATPase, 
naming the proton pump.  This update review focuses 
on the mechanism and the role of PPIs in the clinical 
management of patients with peptic ulcer bleeding. An 
intravenous omeprazole bolus followed by high-dose 
continuous infusion for 72 h after successful endoscopic 
therapy can prevent the recurrent bleeding. In the 
Asian, however, the infusion dosage can possibly be di-
minished whilst preserving favorable control of the intra-
gastric pH and thereby still decreasing rates of recurrent 
bleeding. Irrespective of the infusion dosage of PPIs, 
rates of recurrent bleeding remain high in patients with 
co-morbidities. Because recurrent peptic ulcer bleeding 
may be prolonged in those with co-morbidities, a low-
dose infusion of IV PPIs for up to 7-day may result in 

better control of recurrent bleeding of peptic ulcers. Due 
to the inter-patient variability in CYP2C19 genotypes, 
the infusion form of new generation PPIs, such as 
esomeprazole, should be promising for the prevention 
of recurrent bleeding. This article offers a comprehen-
sive review of clinical practice, highlighting the indica-
tion, the optimal dosage, the duration, and the potential 
limitation of PPIs infusion for peptic ulcer bleeding.
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INTRODUCTION
Upper gastrointestinal bleeding is a rather common disease 
with prevalence rates of  up to 102 per 100 000 people[1,2]. 
About 48% of  upper gastrointestinal bleeding is related to 
peptic ulcer diseases[3]. Peptic ulcer bleeding is a potentially 
lethal disease, and recurrent bleeding is a considered and 
independent risk factor potentially leading to mortality[4,5]. 
Recurrent bleeding is positively linked with the presence 
of  stigmata of  recent hemorrhage, co-morbidities, and 
others[1,5-10]. In general, patients with underlying medical 
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co-morbidities have increased rates of  recurrent bleeding 
and longer duration of  risk for recurrent bleeding than 
those without co-morbidity[6,10]. 

Because the acid environment of  stomach is rather 
hostile for ulcer healing, the clinical course of  peptic ulcer 
bleeding is more complicated than skin wound bleeding. 
The recurrent bleeding rate of  peptic ulcers varies widely, 
from as low as only 5% up to almost 100%[11]. Inhibi-
tion of  gastric acid secretion by intravenous infusion of  
proton pump inhibitors (PPIs) has now been shown to 
prevent the recurrent bleeding after successful endoscopic 
therapy[12-15]. However, the mortality rate of  peptic ulcer 
bleeding has still not decreased even after PPIs usage. 
Yavorski et al found that almost all patients who died from 
peptic ulcer bleeding have at least one underlying comor-
bid illness, and the major cause of  mortality is thus the 
underlying comorbid illness which is exacerbated by pep-
tic ulcer bleeding or recurrent bleeding[1]. Accordingly, it is 
very important to identify high risk patients with comor-
bidity. For such patients, the more aggressive application 
of  intravenous (IV) PPI could be warranted to control the 
bleeding and also to prevent recurrent bleeding. 

This article offers a comprehensive review of  clinical 
practice highlighting the indication, the optimal dosage, 
the duration, and the potential limitation of  PPIs infusion 
for peptic ulcer bleeding. 

MECHANISM OF PROTON PUMP
INHIBITORS
The risk of  recurrent bleeding is higher and there is a 
more complicated healing process in peptic ulcer disease 
than in cutaneous wounds[11]. The major reason for this 
is the acid microenvironment of  the stomach lumen. 
Intragastric hydrochloric acid (HCl) which provides the 
acid microenvironment is secreted by H+, K+-ATPase, 
which is a membrane-bound proton pump in parietal cells. 
The proton pump is an α, β heterodimer[16]. After parietal 
cells are activated on receptors, proton pumps translocate 
from tubulovesicles to the membranes of  secretory cana-
liculi[16-18].

The gastric H+, K+-ATPase is an important target for 
development of  drugs to inhibit gastric acid secretion[19,20]. 
Substitutes benzimidazoles are the first group of  anti-se-
cretory drugs, acting via inhibition of  H+, K+-ATPase[21,22]. 
Omeprazole was the first benzimidazole to be launched 
for clinical use in the late 1980s[23-25]. Other analogues such 
as lansoprazole, rabeprazole, pantoprazole and esomepra-
zole have since been developed. These drugs are generi-
cally called PPIs.

PPIs are lipophilic and are inactive in the neutral 
environment of  the bloodstream. After absorption, 
PPIs cross the plasma membrane, enter and accumulate 
in the secretory canaliculi of  parietal cells, where they 
are protonated by acid, then converted into the active 
form, sulfenamide[26,27]. The activated sulfenamide reacts 
covalently with the cysteine sulfhydryl group on the 
extracellular surface of  the α-subunit, the Src homology 

group of  proton pumps, thus inactivates the pump and 
inhibits gastric acid secretion[25,28]. PPIs are very specific 
to inhibition of  gastric proton pumps because they are 
activated only in the acidic environment of  the stomach, 
whereas they are not activated for the similar enzyme 
found in the colon and the kidney[29].

INDICATIONS OF IV PPIs
Recurrent bleeding is an independent risk factor of  mor-
tality[4] and remains at a rate of  about 15% to 20% even 
after endoscopic hemostasis. Therefore, the aim of  acute 
treatment of  peptic ulcer bleeding is to reduce recurrent 
bleeding. For both pharmacological and physiological 
reasons, anti-secretory drugs should be able to reduce rates 
of  recurrent bleeding, given that bleeding sources are acid-
related lesions. Because platelet aggregation and plasma 
coagulation are both abolished while the intragastric pH is 
below 5.4[30], adequate and sustained acid inhibition results 
in avoidance of  the deleterious effect of  acid secretions 
and pepsin activation on the hemostatic process.  

Intravenous PPIs infusion can prevent recurrent blee-
ding in patients with high risk factors for bleeding peptic 
ulcers, such as active oozing, non-bleeding visible vessels, 
and adherent clots[31,32]. Intravenous omeprazole after 
endoscopic hemostasis shows better results than either 
cimetidine or placebo in reducing the rate of  recurrent 
bleeding[12-14,33,34], the need for endoscopic treatment[12,13], 
the number of  surgery[13,34], the need for blood transfu-
sion, and the length of  hospitalization[12].

Empirical therapy with intravenous PPIs should be 
considered in patients awaiting endoscopy. The use of  
intravenous PPIs before endoscopy in case of  upper gas-
trointestinal bleeding was shown to accelerate the resolu-
tion of  signs of  bleeding in ulcers[35], reduce the need for 
endoscopic therapy and shorten hospital stay[36]. However, 
the recurrent bleeding rate, operation rate and mortality 
rate are similar in patients treated with intravenous PPIs 
and placebo[3]. Most recently, Tsoi et al[37] suggested pre-
endoscopic administration of  PPIs has a lower cost-
effectiveness ratio per endoscopic therapy averted (USD 
$ 3561) than the placebo (USD $ 4117). Pre-endoscopic 
administration of  PPIs may be cost-effective in certain 
situations[38,39]. Therefore, omeprazole infusion as an ad-
junct therapy to endoscopic hemostasis in actively bleed-
ing peptic ulcers has a favorable overall clinical outcome.

IV PPIs FOR ULCER RECURRENT
BLEEDING CONTROL

Platelet aggregation under different pH conditions
The major defense against hemorrhage is transient vaso-
constriction and the subsequent formation of  a platelet 
plug. In an acidic environment, the coagulation cascade 
and platelet aggregation are inhibited. Green et al showed 
there is a respective 2-fold and 4-fold prolongation of  
prothrombin time, activated partial thromboplastin time, 
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and thrombin time at pH 6.4 and pH 6.0 compared to pH 
7.4[30]. More acid conditions result in greater prolongation 
of  these assay times.  In an acid milieu, not only the plate-
let aggregation profile is profoundly inhibited but also 
disaggregation of  stable platelet plugs occurs. The extent 
of  disaggregation is higher at pH 6.1 than at pH 7.3.

Pepsin control of platelet aggregation
Green et al. also showed not only the capability of  acid to 
produce alterations in the coagulation cascade, but also 
the additive effect of  pepsin in disaggregating platelets in 
pH as low as 5.5. At similar pH, the mean total percentage 
disaggregation is higher in the presence of  pepsin than in 
the absence. In an in vitro study, the effect of  pepsin on 
enhancement of  platelet disaggregation increases with de-
creasing pH[30].

Goal of intragastric pH elevation 
The acid environment in the stomach both promotes acti-
vation of  pepsin and exacerbates gastric mucosal damage. 
Gastric acid-peptic activity exacerbates superficial mucosal 
damage into deep ulceration[40], interferes the ulcer heal-
ing[41], and adversely affects hemostatic mechanisms[30].  
The physiological goal is to achieve an-acidity to arrest 
hemorrhage in acute gastroduodenal mucosal lesions. 

Because platelet aggregation and plasma coagulati-
on are both abolished at pH 5.4 in vitro, it is important 
to achieve intragastric pH higher than pH 5.4 to arrest 
hemorrhage[30]. However, endogenous buffers such as he-
moglobin in the gut or tissue buffers may be not able to 
maintain the pH of  gastroduodenal contents at or above 
the level necessary for hemostatic integrity.

Netzer et al tested the antisecretory effect of  high-dose 
intravenous omeprazole, delivered either by infusion or 
injection, over the critical first 72 h.  With omeprazole in-
fusion, they found the percentage of  time with intragastric 
pH 6 is 59% on day 1, 71% on day 2 and day 3[42]. An ad-
ditional study in India showed that high-dose infusion of  
PPIs, such as omeprazole, rabeprazole, and pantoprazole 
achieves an intragastric pH ≥ 6 within 1 h of  administra-
tion and which is maintained for more than 98% of  the 
time in bleeding peptic ulcers[43]. Laine et al also demon-
strated the antisecretory effect of  high-dose lansoprazole 
infusion, which keeps intragastric pH >6  for 67.8% of  
the time[44].

The optimal dose of IV PPIs
Current guidelines suggest that patients with bleeding pep-
tic ulcers should be treated with an intravenous omeprazole 
bolus followed by continuous infusion after endoscopic 
therapy[31]. Andersen et al evaluated the effect of  an initial 
loading dose of  80 mg omeprazole in intragastric pH and 
found that it achieves a fast and sustained increase to above 
pH 4[45]. Additional studies showed that after an intrave-
nous 80 mg omeprazole bolus, a high-dose continuous 
infusion, at 8 mg per hour for 72 h, achieves the necessary 
high intragastric pH-level from the first day to the third 
day either in healthy subjects[42] or in patients with bleeding 

peptic ulcers[46]. Four clinical trials suggested therapeutic 
benefit for high-dose PPIs in reducing recurrent bleeding 
or in achieving a favorable clinical outcome[12,13,33,34].

Controversy surrounds the optimal dose required to 
target intragastric pH and recurrent bleeding control. In 
Denmark, Kiilerich et al showed that low-dose omeprazole 
at 4 mg/h continuous infusion after a bolus of  80 mg is 
as effective as the high-dose in maintaining a consistent 
pH of  around 4-6. However, for the low dose omepra-
zole there is considerable inter-subject variability in AUC 
and  in time with intragastric pH ≥ 4[47]. Nevertheless, 
although individual intragastric pH response curves are 
more variable in low-dose omeprazole infusion[48], Udd et 
al showed a low-dose intravenous bolus of  omeprazole of  
20 mg daily for 3 d could be still as effective as the high-
dose infusion in controlling peptic ulcer recurrent bleed-
ing[49]. Because of  the smaller parietal cells mass[50] and 
higher prevalence rate of  a poor metabolizer of  cytochro-
me P450 CYP2C19 alleles in Asian populations[51], it is 
rational to decrease omeprazole dose in these groups. In 
Taiwan, Sheu et al reported that a decreased dosage of  
omeprazole with an intravenous 80 mg omeprazole bolus 
followed with 40 mg bolus twice daily for the consecutive 
three days could maintain a favorable intragastric pH[52] 
and decrease recurrent bleeding[14]. Another trial in Taiwan 
also showed that a decreased dosage of  omeprazole, 3.3 
mg/h infusion or 40 mg injected every 12 h for 3 d could 
effectively decrease rates of  recurrent bleeding[6,53]. An 
increase in intravenous dosage to 40 mg per 6 h showed 
marginally better recurrent bleeding control for Asian 
populations[54]. 

The infusion duration: at least 3 d and longer for some 
groups
The recurrent bleeding rate of  peptic ulcers is related to 
the presence of  the stigmata of  recent hemorrhage[11]. The 
fading time of  non-bleeding visible vessels is around 3 to 
6 d[55]. Commonly, recurrent bleeding may develop within 
2-3 d[56,57]. Accordingly, the common duration of  omepra-
zole infusion is 3 d, applied after the endoscopic thera-
py[6,12-14,34,52,58]. Nonetheless, even with continuous infusion 
of  omeprazole for 3 d, recurrent bleeding rates remain 
high in certain patients such as those with the presence 
of  underlying medical co-morbidities [1,4,6,10,56]. Clinical tri-
als showed that control of  recurrent bleeding following 
3-day omeprazole infusion is worse in patients with co-
morbidities than in patients without co-morbidities[6,10]. 
Moreover, we reported that the duration of  peptic ulcer 
recurrent bleeding is prolonged up to the 14th day after the 
first bleeding episode in patients with co-morbidities[6,10]. 
To prevent recurrent bleeding in such high risk patients, 
we advocated the therapeutic benefit of  a prolonged 7-day 
course of  low-dose intravenous omeprazole which can 
exert better recurrent bleeding control for up to 1 mo[59]. 

Patients with co-morbidities often have a high Rockall 
risk score ≥ 6, which indicates that the mean hospital 
day after acute upper gastro-intestinal hemorrhage should 
be more than 10 d[60]. Thus, the cost of  the prolonged 
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admission required for giving a 7-day course of  omepra-
zole infusion is not significant. It should be emphasized 
that costs associated with a recurrent bleeding event far 
outweigh costs of  PPIs therapy[61]. The shift to 7-day 
prolonged low-dose omeprazole treatment does not in-
crease the cost of  omeprazole itself, as the amount given 
is equivalent to 3-day high-dose infusion. Therefore, for 
such high risk patients, the prolonged duration intrave-
nous PPI should be cost-effective, especially in Asian pa-
tients.

Factors related with the poor control of IV PPIs:
CYP2C19 story
Several risk factors for recurrent bleeding have been de-
monstrated in a variety of  studies. Inter-patient variability 
in responsiveness to PPIs therapy may be a factor in failed 
healing of  severe esophagitis[62], and higher recurrent blee-
ding rates of  peptic ulcers[63]. One of  the reasons maybe 
because of  different metabolizer phenotypes of  (S)-me-
phenytoin 4’-hydroxylase (Cytochrome P-450 2C19), by 
which omeprazole is metabolized to an inactive form[64,65]. 
According to the single nucleotide polymorphism and 
enzyme activity, subjects are divided into extensive me-
tabolizers (EM), intermediate metabolizers, and poor 
metabolizers (PM). The increasing potency of  gastric 
acid suppression and increasing intragastric pH with oral 
omeprazole is dependent on the CYP2C19 genotype 
status in the rank order of  homo-EM ≤ hetero-EM ≤ 
PM[66]. There are pronounced geographic and interracial 
differences in the distribution of  this polymorphism. The 
prevalence rate of  PM in Chinese and Japanese is higher 
than in Caucasians and African descents[67-73].

In addition to the inter-patient variability in respon-
siveness to omeprazole therapy, a poor disease back-
ground or a poor nutrition status also has negative impact 
on recurrent bleeding control of  peptic ulcers. Patients 
with two or more co-morbid diseases or with hypoalbu-
minemia < 3.0 g/dL have a significantly higher risk of  re-
current bleeding[6,10]. Emerging evidence suggests that the 
incidence of  idiopathic peptic ulcers, defined as patients 
without H. pylori infection and no exposure to NSAIDs, is 
high in the West (between 11% and 44%), and is also in-
creasing in the Asia (from 4.2% to 18.8%)[74-79]. More than 
70% of  idiopathic peptic ulcers have comorbid illnesses, 
half  of  which are severe or life-threatening systemic dis-
orders, defined as American Society of  Anesthesiology 
score ≥3[74,80]. Current evidences indicate that idiopathic 
peptic ulcers increase the risk of  ulcer recurrence and 
bleeding. Two studies in Hong Kong showed the prob-
ability of  peptic ulcer recurrence or bleeding in either 
12-month or 7-year follow-up is higher in patients with 
idiopathic peptic ulcers than those with H. pylori infec-
tion after eradication. One of  the two factors associated 
with recurrent bleeding is comorbidity with severe or life-
threatening systemic disorders[75,80]. 

The most important systemic disorders are renal fail-
ure, liver failure, and disseminated malignancy[4]. Similarly, 
a retrospective cohort study found that renal failure and 

liver disease are two independent prognostic factors of  
an unfavorable clinical course, including persistent or re-
current bleeding, required interventional therapy, and dea-
th[81]. Although most recurrent bleeding develops within 
72 h[56,57], uremic patients have a higher delayed recurrent 
bleeding risk for 7 to 30 d [10,82].

DIFFERENCES BETWEEN THE ORAL AND
IV PPIs 
The intragastric 24-h median pH is 4.93 in patients taking 
oral 40 mg omeprazole once daily, which is significantly 
higher than baseline median pH of  1.68 in H. pylori-
negative healthy subjects. However, probably because of  
diurnal rhythm, the intragastric pH in patients on oral 
omeprazole falls to a median pH of  3.03 during the night 
period from 22:00 to 06:00[83]. Therefore, oral omeprazole 
40 mg once daily does not suppress gastric acid secretion  
completely throughout the 24 h period 84].

Several studies have shown that oral administration of  
high-dose PPIs is just as effective in raising the intragastric 
pH to above 6 and reducing recurrent bleeding as intrave-
nous administration[43,44,53]. To achieve similar acid control, 
the dose of  oral lansoprozole should be 120 mg bolus 
then 30 mg per 3 h for 8 times. Results had shown intra-
gastric pH is greater than 6 during 64.8% of  the study pe-
riod, which is similar to 67.8% achieved with intravenous 
lansoprazole 90 mg bolus injection, followed by 9 mg/h 
continuous infusion. Therefore, frequent oral PPIs thera-
py may be able to replace bolus plus constant intravenous 
PPIs infusion for patients with peptic ulcer bleeding[44].

LIMITS OF IV PPIs TO CONTROL
BLEEDING
As discussed previously, the intravenous bolus and con-
tinuous infusion of  PPIs following endoscopic therapy 
is effective in reducing recurrent bleeding in most pa-
tients[6,12-14,34,52,58]. However, not all patients receiving high-
dose omeprazole infusion achieve a mean intragastric 
pH of  more than 6. The 30% of  patients with high-
dose omeprazole infusion who have a mean pH value of  
less than 6 tend to have a higher recurrent bleeding rate 
within the first 3 d than those with mean pH values of  6 
or greater[63]. This may reflect inter-patient variability in 
responsiveness to PPIs therapy[62,63]. 

In addition, the presence of  co-morbidities and poor 
nutrition status such as uremia and hypoalbuminemia 
are also the significant indicators of  a higher recurrent 
bleeding rate even when applying intravenous omeprazole 
infusion[6,10,82]. Kamada et al found that only one-third of  
patients with H. pylori-negative idiopathic duodenal ul-
cers may have acid hypersecretion[85]. Moreover, despite 
favorable intragastric pH control, patients with comorbid 
illnesses still have higher recurrent bleeding[10]. In addi-
tion to PPIs, certain host factors should be identified and 
corrected to prevent recurrent bleeding of  peptic ulcers in 
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such high risk patients[86].
As described previously, pre-endoscopy administration 

of  PPIs may be cost-effective in certain situations[38,39]. 
However, pre-endoscopy administration of  PPIs cannot 
replace urgent endoscopy in managing patients with upper 
gastrointestinal bleeding[31].

Because of  inter-patient variability in responsiveness 
to omeprazole therapy[47,62], there is a need to find a thera-
py that provides even more effective control of  gastric 
acid secretion and also reduces the variation in acid inhibi-
tion between patients. Esomeprazole, the S-isomer of  
omeprazole[87], has an improved pharmacokinetic profile 
leading to greater acid suppression than that produced by 
omeprazole, pantoprazole, lansoprazole, and rabeprazo-
le[88]. Because the metabolism of  omeprazole is stereo-
selective, the sum of  the intrinsic clearance values is 3 
times lower for S-omeprazole than for R-omeprazole[89-91]. 
Following an intravenous bolus of  80 mg and then 8 
mg/h continuous infusion, the AUCt and Cmax of  eso-
meprazole is higher than that of  omeprazole[92]. The in-
ter-subject variability of  esomeprazole for AUCt is also 
significantly lower and time with intragastric pH > 4 is 
less than with omeprazole. Although similar acid suppres-
sion achieved by i.v. esomeprazole and i.v. omeprazole, 
the former has a tendency for a faster onset of  action (2 
h shorter to the target pH > 6) and significantly lower va-
riability in pharmacodynamic response than the later[92]. 
Moreover, the median intragastric pH of  esomeprazole 
40 mg i.v. is significantly higher than that of  pantoprazole 
40 mg i.v. infusion and bolus injection[93]. The duration to 
achieve elevation of  pH > 4 is longer in the former than 
in the later (1.7 h vs. 0.6 h, P <0.0001)[94].

In clinical studies, the greater acid suppression pro-
duced by esomeprazole has been translated into higher 
healing rates and more effective symptom relief  when 
compared to other PPIs in patients with gastro-esophageal 
reflux disease[95-98]. In a multiethnic study, Sung et al show-
ed the high-dose intravenous esomeprazole infusion given 
after successful endoscopic therapy to patients with high-
risk peptic ulcer bleeding has a lower recurrent bleeding 
rate and a better clinical outcomes than placebo[99]. There-
fore, because the variability in the pharmacodynamic re-
sponse of  intravenous esomeprazole is lower, intravenous 
esomeprazole could be applied in different CYP2C19 
genotypes in preventing recurrent bleeding. However, 
clinical benefits of  intravenous esomeprazole for high risk 
patients such as those with co-morbidities should be fur-
ther investigated. 

CONCLUSION
In summary, an intravenous omeprazole bolus followed 
by high-dose continuous infusion for 72 h after success-
ful endoscopic therapy has been shown to inhibit gastric 
acid secretion effectively and have clinical benefits on the 
prevention of  recurrent bleeding in most patients.  In the 
Asian, low-dose omeprazole infusion can effectively de-
crease rates of  recurrent bleeding. Nevertheless, patients 
with co-morbidities such as renal failure, liver disease, and 
hypoalbuminemia or who are extensive metabolizers of  

CYP2C19 genotype may experience higher rates of  recur-
rent bleeding. The prolonged 7-day course of  low-dose 
intravenous omeprazole may decrease recurrent bleeding 
in such patients with medical comorbidities. There is a 
need to validate whether intravenous esomeprazole can 
improve the control of  peptic ulcer recurrent bleeding, 
especially for patients with different CYP2C19 genotypes 
and with underlying comorbidities. 

REFERENCES
1 Yavorski RT, Wong RK, Maydonovitch C, Battin LS, Furnia 

A, Amundson DE. Analysis of 3,294 cases of upper gastro-
intestinal bleeding in military medical facilities. Am J Gas
troenterol 1995; 90: 568-573

2 Longstreth GF. Epidemiology of hospitalization for acute up-
per gastrointestinal hemorrhage: a population-based study. 
Am J Gastroenterol 1995; 90: 206-210

3 Silverstein FE, Gilbert DA, Tedesco FJ, Buenger NK, Persing 
J. The national ASGE survey on upper gastrointestinal bl-
eeding. I. Study design and baseline data. Gastrointest Endosc 
1981; 27: 73-79

4 Rockall TA, Logan RF, Devlin HB, Northfield TC. Risk assess-
ment after acute upper gastrointestinal haemorrhage. Gut 
1996; 38: 316-321

5 Katschinski B, Logan R, Davies J, Faulkner G, Pearson J, 
Langman M. Prognostic factors in upper gastrointestinal blee-
ding. Dig Dis Sci 1994; 39: 706-712

6 Cheng HC, Chuang SA, Kao YH, Kao AW, Chuang CH, Sheu 
BS. Increased risk of rebleeding of peptic ulcer bleeding in pa-
tients with comorbid illness receiving omeprazole infusion. 
Hepatogastroenterology 2003; 50: 2270-2273

7 Forrest JAN, Finlayson NDC, Sherman DJC. Endoscopy in 
gastrointestinal bleeding. Lancet 1974; 2: 394-397

8 Lim CH, Vani D, Shah SG, Everett SM, Rembacken BJ. The 
outcome of suspected upper gastrointestinal bleeding with 
24-hour access to upper gastrointestinal endoscopy: a prospe-
ctive cohort study. Endoscopy 2006; 38: 581-585

9 Terdiman JP, Ostroff JW. Gastrointestinal bleeding in the hos-
pitalized patient: a case-control study to assess risk factors, 
causes, and outcome. Am J Med 1998; 104: 349-354

10 Cheng HC, Kao AW, Chuang CH, Sheu BS. The efficacy of 
high- and low-dose intravenous omeprazole in preventing 
rebleeding for patients with bleeding peptic ulcers and com-
orbid illnesses. Dig Dis Sci 2005; 50: 1194-1120

11 Johnston JH. Endoscopic risk factors for bleeding peptic ul-
cer. Gastrointest Endosc 1990; 36: S16-S20

12 Lau JY, Sung JJ, Lee KK, Yung MY, Wong SK, Wu JC, Chan 
FK, Ng EK, You JH, Lee CW, Chan AC, Chung SC. Effect of 
intravenous omeprazole on recurrent bleeding after endo-
scopic treatment of bleeding peptic ulcers. N Engl J Med 2000; 
B: 310-316

13 Schaffalitzky de Muckadell OB, Havelund T, Harling H, 
Boesby S, Snel P, Vreeburg EM, Eriksson S, Fernström P, 
Hasselgren G. Effect of omeprazole on the outcome of en-
doscopically treated bleeding peptic ulcers. Randomized 
double-blind placebo-controlled multicentre study. Scand J 
Gastroenterol 1997; 32: 320-327

14 Sheu BS, Chi CH, Huang CC, Kao AW, Wang YL, Yang HB. 
Impact of intravenous omeprazole on Helicobacter pylori 
eradication by triple therapy in patients with peptic ulcer ble-
eding. Aliment Pharmacol Ther 2002; 16: 137-143

15 Freston JW. Overview of medical therapy of peptic ulcer di-
sease. Gastroenterol Clin North Am 1990; 19: 121-140

16 Shin JM, Besancon M, Bamberg K, Sachs G. Structural as-
pects of the gastric H,K ATPase. Ann N Y Acad Sci 1997; 834: 
65-76

17 Sachs G. The gastric H, K ATPase. In: Johnson LR. Physio-
logy of the gastrointestinal tract. 3rd ed. New York: Raven 

Cheng HC et al . Peptic ulcer bleeding and IV PPI



54 March 16, 2011|Volume 3|Issue 3|WJGE|www.wjgnet.com

Press, 1994; 1119-1138 
18 Yao X, Forte JG. Cell biology of acid secretion by the parietal 

cell. Annu Rev Physiol 2003; 65: 103-131
19 Sachs G. The parietal cell as a therapeutic target. Scand J Gastr

oenterol  1986; 118 Suppl: 1-10
20 Sachs G, Carlsson E, Lindberg P, Wallmark B. Gastric H, 

K-ATPase as therapeutic target. Annu Rev Pharmacol Toxicol 
1988; 28: 269-284

21 Fellenius E, Berglindh T, Sachs G, Olbe L, Elander B, Sjos-
trand SE, Wallmark B. Substituted benzimidazoles inhibit 
gastric acid secretion by blocking (H+ + K+)ATPase. Nature 
1981; 290: 159-161

22 Wallmark B. Omeprazole: mode of action and effect on acid 
secretion in animals. Scand J Gastroenterol 1989; 166 Suppl: 12-18

23 Clissold SP, Campoli-Richards DM. Omeprazole. A prelimi-
nary review of its pharmacodynamic and pharmacokinetic 
properties, and therapeutic potential in peptic ulcer disease and 
Zollinger-Ellison syndrome. Drugs 1986; 32: 15-47

24 Walan A, Bader JP, Classen M, Lamers CB, Piper DW, Rut-
gersson K, Eriksson S. Effect of omeprazole and ranitidine on 
ulcer healing and relapse rates in patients with benign gastric 
ulcer. N Engl J Med 1989; 320: 69-75

25 Lindberg P, Brandstrom A, Wallmark B, Mattsson H, Rikner 
L, Hoffmann KJ. Omeprazole: the first proton pump inhibi-
tor. Med Res Rev 1990; 10: 1-54

26 Lindberg P, Nordberg P, Alminger T, Brandstrom A, Wall-
mark B. The mechanism of action of the gastric acid secretion 
inhibitor omeprazole. J Med Chem 1986; 29: 1327-1329

27 Lorentzon P, Jackson R, Wallmark B, Sachs G. Inhibition of (H+ 
+ K+)-ATPase by omeprazole in isolated gastric vesicles re-
quires proton transport. Biochim Biophys Acta 1987; 897: 41-51

28 Maton PN. Omeprazole. N Engl J Med 1991; 324: 965-975
29 Kaunitz JD, Sachs G. Identification of a vanadate-sensitive 

potassium-dependent proton pump from rabbit colon. J Biol 
Chem 1986; 261: 14005-14010

30 Green FW Jr, Kaplan MM, Curtis LE, Levine PH. Effect of 
acid and pepsin on blood coagulation and platelet aggregati-
on. A possible contributor prolonged gastroduodenal muco-
sal hemorrhage. Gastroenterology 1978; 74: 38-43

31 Barkun A, Bardou M, Marshall JK. Consensus recommend-
ations for managing patients with nonvariceal upper gastro-
intestinal bleeding. Ann Intern Med 2003; 139: 843-857

32 Sung JJ, Chan FK, Lau JY, Yung MY, Leung WK, Wu JC, Ng 
EK, Chung SC. The effect of endoscopic therapy in patients 
receiving omeprazole for bleeding ulcers with nonbleeding 
visible vessels or adherent clots: a randomized comparison. 
Ann Intern Med 2003; 139: 237-243

33 Lin HJ, Lo WC, Lee FY, Perng CL, Tseng GY. A prospective 
randomized comparative trial showing that omeprazole pre-
vents rebleeding in patients with bleeding peptic ulcer after 
successful endoscopic therapy. Arch Intern Med 1998; 158: 
54-58

34 Hasselgren G, Lind T, Lundell L, Aadland E, Efskind P, 
Falk A, Hyltander A, Söderlund C, Eriksson S, Fernström P. 
Continuous intravenous infusion of omeprazole in elderly 
patients with peptic ulcer bleeding. Results of a placebo-
controlled multicenter study. Scand J Gastroenterol 1997; 32: 
328-333

35 Daneshmend TK, Hawkey CJ, Langman MJ, Logan RF, Long 
RG, Walt RP. Omeprazole versus placebo for acute upper 
gastrointestinal bleeding: randomised double blind con-
trolled trial. BMJ 1992; 304: 143-147

36 Lau JY, Leung WK, Wu JC, Chan FK, Wong VW, Chiu PW, 
Lee VW, Lee KK, Cheung FK, Siu P, Ng EK, Sung JJ. Ome-
prazole before endoscopy in patients with gastrointestinal 
bleeding. N Engl J Med 2007; 356: 1631-1640

37 Tsoi KK, Lau JY, Sung JJ. Cost-effectiveness analysis of high-
dose omeprazole infusion before endoscopy for patients with 
upper-GI bleeding. Gastrointest Endosc 2008; 67: 1056-1063

38 Barkun A, Kennedy W, Herba K, Fallone C. The cost eff-
ectiveness of proton pump inhibitor continuous infusion (IV 

PPI) administered prior to endoscopy in the treatment of 
patients with non-variceal upper GI bleeding. The RUGBE. 
Gastroenterology 2002; 122: A67.

39 Enns RA, Gagnon YM, Rioux KP, Levy AR. Cost-effective-
ness in Canada of intravenous proton pump inhibitors for all 
patients presenting with acute upper gastrointestinal bleed-
ing. Aliment Pharmacol Ther 2003; 17: 225-233

40 Wallace JL, McKnight GW. Themucoid cap over superficial 
gastric damage in the rat. A high-pH microenvironment diss-
ipated by nonsteroidal antiinflammatory drugs and endothe-
lin. Gastroenterology 1990; 99: 295-304

41 Schmassmann A, Tarnawski A, Peskar BM, Varga L, Flogerzi 
B, Halter F. Influence of acid and angiogenesis on kinetics of 
gastric ulcer healing in rats: interaction with indomethacin. 
Am J Physiol 1995; 268: G276-G285

42 Netzer P, Gaia C, Sandoz M, Huluk T, Gut A, Halter F, Hus-
ler J, Inauen W. Effect of repeated injection and continuous in-
fusion of omeprazole and ranitidine on intragastric pH over 
72 hours. Am J Gastroenterol 1999; 94: 351-357

43 Javid G, Zargar SA, U-Saif R, Khan BA, Yatoo GN, Shah AH, 
Gulzar GM, Sodhi JS, Khan MA. Comparison of p.o. or i.v. 
proton pump inhibitors on 72-h intragastric pH in bleeding 
peptic ulcer. J Gastroenterol Hepatol 2009; 24: 1236-1243

44 Laine L, Shah A, Bemanian S. Intragastric pH with oral vs in-
travenous bolus plus infusion proton-pump inhibitor therapy 
in patients with bleeding ulcers. Gastroenterology 2008; 134: 
1836-1841

45 Andersen J, Ström M, Naesdal J, Leire K, Walan A. Intraveno-
us omeprazole: effect of a loading dose on 24-h intragastric 
pH. Aliment Pharmacol Ther 1990; 4: 65-72

46 Labenz J, Peitz U, Leusing C, Tillenburg B, Blum AL, Börsch 
G. Efficacy of primed infusions with high dose ranitidine and 
omeprazole to maintain high intragastric pH in patients with 
peptic ulcer bleeding: a prospective randomised controlled 
study. Gut 1997; 40: 36-41

47 Laterre PF, Horsmans Y. Intravenous omeprazole in critically 
ill patients: a randomized, crossover study comparing 40 wi-
th 80 mg plus 8 mg/hour on intragastric pH. Crit Care Med 
2001; 29: 1931-1935

48 Kiilerich S, Rannem T, Elsborg L. Effect of intravenous in-
fusion of omeprazole and ranitidine on twenty-four-hour 
intragastric pH in patients with a history of duodenal ulcer. 
Digestion 1995; 56: 25-30

49 Udd M, Miettinen P, Palmu A, Heikkinen M, Janatuinen E, 
Pasanen P, Tarvainen R, Kairaluoma MV, Lohman M, Mu-
stonen H, Julkunen R. Regular-dose versus high-dose omep-
razole in peptic ulcer bleeding: a prospective randomized 
double-blind study. Scand J Gastroenterol 2001; 36: 1332-1338

50 Lam SK, Hasan M, Sircus W, Wong J, Ong GB, Prescott RJ. 
Comparison of maximal acid output and gastrin response 
to meals in Chinese and Scottish normal and duodenal ulcer 
subjects. Gut 1980; 21: 324-328

51 Bertilsson L. Geographical/interracial differences in polym-
orphic drug oxidation. Current state of knowledge of cytochr-
omes P450 (CYP) 2D6 and 2C19. Clin Pharmacokinet 1995; 29: 
192-209

52 Sheu BS, Chi CH, Yang HB, Jen CM, Lin XZ. A three-day cou-
rse of intravenous omeprazole plus antibiotics for H. pylori-
positive bleeding duodenal ulcer. Hepatogastroenterology 1999; 
46: 2363-2371

53 Tsai JJ, Hsu YC, Perng CL, Lin HJ. Oral or intravenous pro-
ton pump inhibitor in patients with peptic ulcer bleeding 
after successful endoscopic epinephrine injection. Br J Clin 
Pharmacol 2009; 67: 326-332

54 Lin HJ, Lo WC, Cheng YC, Perng CL. Role of intravenous 
omeprazole in patients with high-risk peptic ulcer bleeding 
after successful endoscopic epinephrine injection: a pros-
pective randomized comparative trial. Am J Gastroenterol 
2006; 101: 500-505

55 Yang CC, Shin JS, Lin XZ, Hsu PI, Chen KW, Lin CY. The 
natural history (fading time) of stigmata of recent hemorr-

Cheng HC et al . Peptic ulcer bleeding and IV PPI



55 March 16, 2011|Volume 3|Issue 3|WJGE|www.wjgnet.com

hage in peptic ulcer disease. Gastrointest Endosc 1994; 40: 
562-566

56 de Dombal FT, Clarke JR, Clamp SE, Malizia G, Kotwal MR, 
Morgan AG. Prognostic factors in upper G.I. bleeding. Endos
copy 1986; 18 Suppl 2: 6-10

57 Lin HJ, Perng CL, Lee YL, Lee CH, Lee SD. Clinical courses 
and predictors for rebleeding in patients with peptic ulcers 
and non-bleeding visible vessels: a prospective study. Gut 
1994; 35: 1389-1393

58 Goletti O, Sidoti F, Lippolis PV, De Negri F, Cavina E. Ome-
prazole versus ranitidine plus somatostatin in the treatment 
of severe gastroduodenal bleeding: a prospective, randomi-
zed, controlled trial. Ital J Gastroenterol 1994; 26: 72-74

59 Cheng HC, Chang WL, Yeh YC, Chen WY, Tsai YC, Sheu BS. 
Seven-day intravenous low-dose omeprazole infusion redu-
ces peptic ulcer rebleeding for patients with comorbidities. 
Gastrointest Endosc 2009; 70: 433-439

60 Lin HJ, Perng CL, Lee FY, Lee CH, Lee SD. Clinical courses 
and predictors for rebleeding in patients with peptic ulcers 
and non-bleeding visible vessels: a prospective study. Gut 
1994; 35: 1389-1393

61 Devlin JW, Welage LS. The cost-effectiveness of proton pu-
mp inhibitors for bleeding peptic ulcers: The unanswered qu-
estions. Crit Care Med 2004; 32: 1415-1416

62 Holloway RH, Dent J, Narielvala F, Mackinnon AM. Relati-
on between oesophageal acid exposure and healing of oes-
ophagitis with omeprazole in patients with severe reflux 
oesophagitis. Gut 1996; 38: 649-654

63 Hsieh YH, Lin HJ, Tseng GY, Perng CL, Wang K, Lo WC, Ch-
ang FY, Lee SD. Poor responders to intravenous omeprazole 
in patients with peptic ulcer bleeding. Hepatogastroenterology 
2004; 51: 316-319

64 Jensen JC, Gugler R. Inhibition of human liver cytochrome 
P-450 by omeprazole. Br J Clin Pharmacol 1986; 21: 328-330

65 Diaz D, Fabre I, Daujat M, Saint Aubert B, Bories P, Michel 
H, Maurel P. Omeprazole is an aryl hydrocarbon-like inducer 
of human hepatic cytochrome P450. Gastroenterology 1990; 99: 
737-747

66 Shimatani T, Inoue M, Kuroiwa T, Horikawa Y, Mieno H, 
Nakamura M. Effect of omeprazole 10 mg on intragastric 
pH in three different CYP2C19 genotypes, compared with 
omeprazole 20 mg and lafutidine 20 mg, a new H2-receptor 
antagonist. Aliment Pharmacol Ther 2003; 18: 1149-1157

67 Wedlund PJ, Aslanian WS, McAllister CB, Wilkinson GR, 
Branch RA. Mephenytoin hydroxylation deficiency in Cau-
casians: frequency of a new oxidative drug metabolism poly-
morphism. Clin Pharmacol Ther 1984; 36: 773-780

68 Nakamura K, Goto F, Ray WA, McAllister CB, Jacqz E, 
Wilkinson GR, Branch RA. Interethnic differences in genetic 
polymorphism of debrisoquin and mephenytoin hydro-
xylation between Japanese and Caucasian populations. Clin 
Pharmacol Ther 1985; 38: 402-408

69 Xie HG, Kim RB, Stein CM, Wilkinson GR, Wood AJ. Genetic 
polymorphism of (S)-mephenytoin 4’-hydroxylation in po-
pulations of African descent. Br J Clin Pharmacol 1999; 48: 
402-408

70 Xie HG, Stein CM, Kim RB, Wilkinson GR, Flockhart DA, 
Wood AJ. Allelic, genotypic and phenotypic distributions of 
S-mephenytoin 4’-hydroxylase (CYP2C19) in healthy Cau-
casian populations of European descent throughout the wor-
ld. Pharmacogenetics 1999; 9: 539-549

71 Xie HG. Genetic variations of S-mephenytoin 4’-hydroxylase 
(CYP2C19) in the Chinese population. Life Sci 2000; 66: PL175-
PL181

72 Sheu BS, Kao AW, Cheng HC, Hunag SF, Chen TW, Lu CC, 
Wu JJ. Esomeprazole 40 mg twice daily in triple therapy 
and the efficacy of Helicobacter pylori eradication related 
to CYP2C19 metabolism. Aliment Pharmacol Ther 2005; 21: 
283-288

73 Tseng PH, Lee YC, Chiu HM, Wang HP, Lin JT, Wu MS. A 
comparative study of proton-pump inhibitor tests for Chinese 
reflux patients in relation to the CYP2C19 genotypes. J Clin 
Gastroenterol 2009; 43: 920-925

74 Chan HL, Wu JC, Chan FK, Choi CL, Ching JY, Lee YT, Leu-
ng WK, Lau JY, Chung SC, Sung JJ. Is non-Helicobacter py-
lori, non-NSAID peptic ulcer a common cause of upper GI 
bleeding? A prospective study of 977 patients. Gastrointest 
Endosc 2001; 53: 438-442

75 Hung LC, Ching JY, Sung JJ, To KF, Hui AJ, Wong VW, Leo-
ng RW, Chan HL, Wu JC, Leung WK, Lee YT, Chung SC, 
Chan FK. Long-term outcome of Helicobacter pylori-negative 
idiopathic bleeding ulcers: a prospective cohort study. Gastro
enterology 2005; 128: 1845-1850

76 Kurata JH, Nogawa AN. Meta-analysis of risk factors for 
peptic ulcer. Nonsteroidal antiinflammatory drugs, Helicoba-
cter pylori, and smoking. J Clin Gastroenterol 1997; 24: 2-17

77 Jyotheeswaran S, Shah AN, Jin HO, Potter GD, Ona FV, 
Chey WY. Prevalence of Helicobacter pylori in peptic ulcer 
patients in greater Rochester, NY: is empirical triple therapy 
justified? Am J Gastroenterol 1998; 93: 574-578

78 Sprung DJ, Apter MN. What is the role of Helicobacter pylori 
in peptic ulcer and gastric cancer outside the big cities? J Clin 
Gastroenterol 1998; 26: 60-63

79 Schubert M, McGuire VAMC, Dewitt JM, Taylor CA. Pros-
pective evaluation of the prevalence of H. pylori in duodenal 
and gastric ulcer: is its role overstated? Gastroenterology 1999; 
116: A305 

80 Wong GL, Wong VW, Chan Y, Ching JY, Au K, Hui AJ, Lai 
LH, Chow DK, Siu DK, Lui YN, Wu JC, To KF, Hung LC, 
Chan HL, Sung JJ, Chan FK. High incidence of mortality and 
recurrent bleeding in patients with Helicobacter pylori-nega-
tive idiopathic bleeding ulcers. Gastroenterology 2009; 137: 
525-531

81 Zaragoza AM, Tenías JM, Llorente MJ, Alborch A. Prognostic 
factors in gastrointestinal bleeding due to peptic ulcer: con-
struction of a predictive model. J Clin Gastroenterol 2008; 42: 
786-790

82 Tseng GY, Fang CT, Lin HJ, Yang HB, Tseng GC, Wang PC, 
Liao PC, Cheng YT, Huang CH. Efficacy of an intravenous 
proton pump inhibitor after endoscopic therapy with epine-
phrine injection for peptic ulcer bleeding in patients with 
uraemia: a case-control study. Aliment Pharmacol Ther 2009; 
30: 406-413

83 Moore JG, Englert E Jr. Circadian rhythm of gastric acid secre-
tion in man. Nature 1970; 226: 1261-1262

84 Gan KH, Geus WP, Lamers CB, Heijerman HG. Effect of ome-
prazole 40 mg once daily on intraduodenal and intragastric 
pH in H. pylori-negative healthy subjects. Dig Dis Sci 1997; 
42: 2304-2309

85 Kamada T, Haruma K, Kusunoki H, Miyamoto M, Ito M, 
Kitadai Y, Yoshihara M, Chayama K, Tahara K, Kawamura 
Y. Significance of an exaggerated meal-stimulated gastrin 
response in pathogenesis of Helicobacter pylori-negative duo-
denal ulcer. Dig Dis Sci 2003; 48: 644-651

86 Cheng HC, Yang HB, Chang WL, Yeh YC, Chen WC, Tsai 
YC, Sheu BS. Lacking of up-regulation of serum response 
factor on gastric ulcer correlates to persistence of stigmata 
of recent hemorrhage and rebleeding. J Gastroenterol Hepatol 
2009; 24 Suppl 1: A26

87 Carlsson E, Lindberg P, von Unge S. Two of a kind. Chem Br 
2002; 38: 42-45

88 Spencer CM, Faulds D. Esomeprazole. Drugs 2000; 60: 
321-329; discussion 330-331

89 Äbelö A, Andersson TB, Antonsson M, Naudot AK, Skånberg 
I, Weidolf L. Stereoselective metabolism of omeprazole by hu-
man cytochrome P450 enzymes. Drug Metab Dispos 2000; 28: 
966-972

90 Andersson T, Bredberg E, Sunzel M, Madeleine A, Weidolf 
L, AstraZeneca LP, Wayne PA; AstraZeneca R&D. Pharmaco-
kinetics (PK) and effect on pentagastrin stimulated peak acid 
output (PAO) of omeprazole (O) and its 2 optical isomers, 
S-omeprazole/esomeprazole (E) and R-omeprazole (R-O). Ga
stroenterology 2000; 118 (4 Pt Ⅱ): A1210

91 Andersson T, Hassan-Alin M, Hasselgren G, Röhss K, Wei-
dolf L. Pharmacokinetic studies with esomeprazole, the (S)-
isomer of omeprazole. Clin Pharmacokinet 2001; 40: 411-426

Cheng HC et al . Peptic ulcer bleeding and IV PPI



56 March 16, 2011|Volume 3|Issue 3|WJGE|www.wjgnet.com

92 Röhss K, Wilder-Smith C, Kilhamn J, Fjellman M, Lind T. Su-
ppression of gastric acid with intravenous esomeprazole and 
omeprazole: results of 3 studies in healthy subjects. Int J Clin 
Pharmacol Ther 2007; 45: 345-354

93 Hartmann D, Eickhoff A, Damian U, Riemann JF, Schilling 
D. Effect of intravenous application of esomeprazole 40 mg 
versus pantoprazole 40 mg on 24-hour intragastric pH in 
healthy adults. Eur J Gastroenterol Hepatol 2007; 19: 133-137

94 Wilder-Smith CH, Röhss K, Bondarov P, Hallerbäck B, Sved-
berg LE, Ahlbom H. Esomeprazole 40 mg i.v. provides faster 
and more effective intragastric acid control than pantoprazole 
40 mg i.v.: results of a randomized study. Aliment Pharmacol 
Ther 2004; 20: 1099-1104

95 Kahrilas PJ, Falk GW, Johnson DA, Schmitt C, Collins DW, 
Whipple J, D’Amico D, Hamelin B, Joelsson B. Esomeprazole 
improves healing and symptom resolution as compared with 
omeprazole in reflux oesophagitis patients: a randomized con-
trolled trial. The Esomeprazole Study Investigators. Aliment 
Pharmacol Ther 2000; 14: 1249-1258

96 Castell DO, Kahrilas PJ, Richter JE, Vakil NB, Johnson DA, 
Zuckerman S, Skammer W, Levine JG. Esomeprazole (40 mg) 
compared with lansoprazole (30 mg) in the treatment of ero-
sive esophagitis. Am J Gastroenterol 2002; 97: 575-583

97 Richter JE, Kahrilas PJ, Johanson J, Maton P, Breiter JR, Hw-
ang C, Marino V, Hamelin B, Levine JG. Efficacy and safety of 
esomeprazole compared with omeprazole in GERD patients 
with erosive esophagitis: a randomized controlled trial. Am J 
Gastroenterol 2001; 96: 656-665

98 Labenz J, Armstrong D, Lauritsen K, Katelaris P, Schmidt S, 
Schütze K, Wallner G, Juergens H, Preiksaitis H, Keeling N, 
Nauclér E, Eklund S. A randomized comparative study of 
esomeprazole 40 mg versus pantoprazole 40 mg for healing 
erosive oesophagitis: the EXPO study. Aliment Pharmacol Ther 
2005; 21: 739-746

99 Sung JJ, Barkun A, Kuipers EJ, Mössner J, Jensen DM, Stuart 
R, Lau JY, Ahlbom H, Kilhamn J, Lind T. Intravenous esome-
prazole for prevention of recurrent peptic ulcer bleeding: a 
randomized trial. Ann Intern Med 2009; 150: 455-464

S- Editor  Zhang HN    L- Editor  Hughes D    E- Editor  Zhang L

Cheng HC et al . Peptic ulcer bleeding and IV PPI


