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Generall Discussion 

Inn this thesis several aspects of peptic ulcer bleeding are being evaluated. The main results are 

summarizedd below. Furthermore, practical implications and recommendations for prevention 

andd management of PUB in general practice are discussed. Finally, future research topics are 

suggested. . 

OverallOverall incidence of acute upper gastrointestinal bleeding 

Acutee upper gastrointestinal bleeding is still common, although the incidence did decrease 

significantly,, as presented in the study evaluating two epidemiological cohorts {1993/94 

versuss 2000) in the greater Amsterdam area. Compared to data from other countries in Furope 

andd the United States of America, the overall incidence rate in The Netherlands is in the lower 

range.'' It is not known why the incidence is low in the Netherlands. The decrease in incidence 

mightt partly be explained by the use of strong acid suppressants and by a lower prevalence of 

H.. pylori infection. However, this remains speculative and case-control studies are necessary 

too confirm this. 

IncidenceIncidence of peptic ulcer bleeding 

Pepticc ulcer bleeding (PUB) is the cause of bleeding in almost half of all cases of upper 

gastrointestinall  bleeding in the greater Amsterdam area. Despite the lower overall incidence 

off  upper gastrointestinal bleeding, the incidence of both duodenal and gastric ulcer bleeding 

remainedd stable, resulting in a higher proportion of PUB. 

WhyWhy did the incidence of PUB remain stable? 

Inn 2000, more than half of all patients presenting with PUB were using aspirin and/ or non-

steroidall  anti-inflammatory drugs (NSAlDs), which is a well-known risk factor for the 

developmentt of PUB. Also in a recent epidemiological study performed in Greece, the intake 

off  NSAIDs was 49% among patients with upper gastrointestinal bleeding." Of all aspirin and.' 

orr NSAIDs users with a previous history of ulcer disease, only a minority (12%) was using a 

protonn pump inhibitor (PP1) prophylactically despite the results of several studies advocating 

PPIss to prevent recurrent ulcer disease and ulcer complications.v 
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Aspirinn and NSAIDs. both over-the-counter and per prescription, are one of the most widely 

usedd classes of drugs. Of all patients who are using NSAIDs. 1-2° o per year wil l develop 

complicationss such as PUB/ (1 This seems only a small fraction, but given the fact that so 

manyy people are using such drugs, the development of this complication has a major health 

caree impact. 

Itt is rather surprising that significantly fewer patients with PUB did have a previous history of 

pepticc ulcer disease in the 2000 cohort. This might be explained by the effect of eradication 

disappearancee of H. pylori infection or by the widely increased use of powerful acid 

suppressants. . 

AA large proportion of PUB is probably preventable; either by eradication o\\\. pylori 

infectionn and or discontinuation or more selective prescription of aspirin and or NSAIDs. 

Itt is clear that prevention of PUB should have high priority. All physicians prescribing aspirin 

and// or NSAIDs should be aware of the risk of gastrointestinal complication and should be 

awaree of the current treatment strategies in patients at risk for ulcer bleeding. Established risk 

factorss for the development of serious gastrointestinal complications while using aspirin 

NSAIDss are advanced age (linear increase in risk), history of ulcer disease, concomitant use 

off  corticosteroids or anticoagulants, higher doses of NSAIDs, including the use of more than 

onee NSA1D. and serious comorbidity, especially cardiovascular disease/'1 High-risk patients 

shouldd either be switched to a COX-2 inhibitor instead of non-selective NSAIDs or therapy 

withh aspirin NSAID should be combined with a PPI.4 's Meta-analyses including all 

publishedd and unpublished data comparing C'OX-2 inhibitors with non-selective NSAIDs wil l 

bee necessary to determine the ultimate benetlt and safety profile of COX-2 inhibitors.'' Also 

misoprostoll  is highly effective for preventing NSAID-induced ulcers. The disadvantage of 

thiss group of medicine however, is the development of diarrhea and abdominal pain in many 

patients/'' Attention for the prevention of aspirin NSAID related gastroduodenal ulcers and 

ulcerr bleeding at a national level should have high priority. 

Dataa about the incidence of H. pylori infection in our epidemiological cohort of 2000 are still 

beingg investigated. These data are important to determine the respective etiological role of 
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aspirinn and or NSAIDs and H. pylori infection. Thereby, we should know the incidence of 

non-NSAID.. non-H. pylori associated ulcer disease and look for additional risk factors. 

OutcomeOutcome of peptic ulcer bleeding 

Neitherr rebleeding nor mortality rates did decrease. Rebleeding rate was still 20"» and 

mortalityy rate 14"o in the 2000 cohort. Age. comorbidity and rebleeding were risk factors 

significantlyy associated with higher mortality. In both cohorts the mean age was high and 

moree than 40'\i of patients had severe or life-threatening comorbidity. This makes it 

extremelyy difficult to reduce mortality. Because only rebleeding can be influenced, an 

aggressivee approach to prevent rebleeding is necessary. 

TherapyTherapy for peptic nicer bleeding 

Unfortunately,, both the data from a national inquiry regarding management of PUB as well as 

dataa from our epidemiological cohort did show that management is sub optimal. 

Endoscopyy performed as soon as safely possible, but at least within 24 hours, favors a better 

outcomee of the patient. " Because endoscopy in a bleeding patient is difficult, an experienced 

endoscopy-teamm is important. However, even in a regional hospital, without a 24-hour 

endoscopyy team, it should be possible to arrange emergency endoscopy within 24 hours. 

Fromm the literature, it is beyond doubt that all ulcers with active bleeding (spurting bleeding 

andd oozing bleeding) and with a non-bleeding visible vessel arc at risk for further bleeding 

andd should be treated by endoscopic hemostatic therapy. Even today. 18% of patients with 

high-riskk stigmata did not receive endoscopic hemostatic therapy. It is important to treat 

ulcerss with these stigmata to prevent rebleeding and all endoscopists should handle 

accordingly. . 

Whetherr ulcers with an adherent clot should be treated endoscopically is still arguable. ~ On 

thee other hand, two recent studies showed a beneficial effect of endoscopic therapy for ulcers 

withh an adherent clot compared to no endoscopic therapy.' '] As long as the rebleeding rate 

remainss this high, endoscopic therapy is also advocated for ulcers with an adherent clot, 

awaitinizz further studies. 
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Thee question what endoscopic modality should be used for PUB is difficult to answer. In the 

Netherlandss endoscopic injection therapy is most often used, either with adrenaline alone or 

combinedd with a sclerosant. Several studies did not find a beneficial effect of the addition of a 

sclerosant,, and because of the adverse effects, a sclerosant should probably not be used 

(chapterr 2). On the other hand, there is discussion about the efficacy of adrenaline injection 

therapyy alone. Several experts recommend the use of adrenaline injections combined with the 

heat-probe.. " ' Up to now randomized controlled trials are lacking, but one can imagine that 

adrenalinee injection to stop the bleeding and heat-probe therapy to target the vessel might be 

superiorr to adrenaline alone. To determine the value of combination therapy, a large 

randomizedd controlled trial wil l be necessary. 

Fourr randomized controlled trials did show improved outcome, including reduction of 

rebleedingg and or surgery rate, in patients with PUB. comparing high dose i.v. PPI in the first 

722 hours and placebo.'7 No effect on mortality rate was found in these studies. In the greater 

Amsterdamm region, high dose i.v. PPI was only administered to 37% of patients with high-risk 

stigmataa for further bleeding. Knowing this, we should convince all endoscopists to treat 

patientss at risk for recurrent bleeding (active bleeding, visible vessel or adherent clot) with 

highh dose i.v. PPI (80 mg bolus injection followed by 8 mg per hour). The optimal dose of 

PPII  after the first 24 hours might be less, but we are awaiting further studies evaluating dose 

reduction. . 

//.. pylori infection in patients with PUB 

Itt is beyond doubt that all patients with PUB should be tested for H. pylori infection. One 

shouldd realize that all invasive diagnostic tests are less sensitive in the acute bleeding phase. 

Ureaa breath test is less sensitive when acid suppressants are used. The HpSA test gi\es a high 

numberr of false positive results, probably due to blood constituents cross reacting in the 

enzymee immunoassay. Serology cannot always differentiate between a past or recent 

infection,, but is probably most sensitive. This implicates that we should realize that when a 

patientt with PUB has negative test results for H. pylori infection and has no other risk factors 

forr ulcer disease, the test might have been false negative. A repeated test to determine H. 

pylorii  infection is advised after the acute phase. We keep on searching for a reliable, simple 

andd fast H. pylori test. 
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Thee interaction between H. pylori infection and aspirin and or NSAID use is still not clear. 

Forr management in clinical practice, we recommend eradication of all H. pylori-infected 

patientss with duodenal or gastric ulcer bleeding, irrespective of the use of aspirin and or 

NSAIDs.""  Furthermore. H. pylori eradication should always be confirmed in patients with 

PUB.. However, this is only done by 64"» of endoscopists. 

ClassifyingClassifying the ulcer 

Inn this thesis, we again showed the subjectivity of the Forrest classification when we 

evaluatedd 19 video fragments of peptic ulcers among 56 endoscopists. We also performed a 

clinicall  trial comparing the Forrest classification with Doppler assessment. We hoped to 

overcomee the subjectivity of the Forrest classification by using an objective diagnostic tool to 

assesss the vascularisation of the ulcer base. However, despite the results of other studies " . 

wee could not confirm the diagnostic value of the endoscopic Doppler assessment of the ulcer 

basee in predicting clinical outcome. There was no difference in primary outcome (rebleeding. 

surgeryy and mortality within 96 hours) between patients with and without a positive Doppler 

floww signal. Early rebleeding did also occur in 3 of 23 patients without a Doppler flow signal. 

Importantt is the fact that less than a quarter of all patients presenting with PUB were eligible 

forr Doppler investigation. The main reason for exclusion was the presence of more than one 

potentiall  bleeding lesion. This might be due to NSAID use. causing mucosal damage at 

differentt places in the stomach and/ or duodenum. 

Itt is obvious that we do need alternative methods to asses the risk for rebleeding and make 

decisionss about endoscopic therapy and early discharge. Several studies have used a scoring 

systemm to determine which patients can be safely discharged after endoscopy." One of the 

problemss of these scoring systems is the fact that the patient population consists of 

predominantlyy elderly patients, with a high prevalence of severe or life-threatening 

comorbidity,, which predominantly dictates the level of care. Kor the subgroup of young 

patientss (<6() years of age) with no or only mild co-morbidity, scoring systems for early-

dischargee or outpatients management, using objective criteria, should be further validated in 

clinicall  practice. Because there is no objective tool to assess the ulcer base, we should also 

realizee that patient inclusion based on subjective stigmata (Forrest classification) are easily 
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erroneous.. In an overview by Laine and Peterson this is clearly visualized. Incidence, rate of 

furtherr bleeding and mortality rate differed widely within the same group of stigmata. 

SurgerySurgery for peptic ulcer bleeding 

Ourr retrospective study, evaluating the outcome of emergency surgery for PUB did show a 

highh rebleeding (27%) and mortality (37%) rate. Mortality was associated with co-morbidity 

andd arterial bleeding at the initial endoscopy. Transcatheter arterial embolisation (TAE) might 

bee a valid alternative. TAE has made major improvements with the possibility of selective 

embolisationn with a low incidence of ischaemic complications. Furthermore, compared to 

surgicall  treatment, TAE is a less traumatic intervention, which might be beneficial in patients 

withh severe comorbidity. A prospective study has just started to evaluate the outcome of TAE 

inn endoscopically uncontrolled PUB, 

Despitee centuries of research and recent new developments, the chapter about PUB is still not 

closed,, especially because rebleeding and mortality are still substantial and did not decrease in 

thee last 6V2 years. At a national level we should focus on continuous education and the 

developmentt of protocols. Prevention of PUB should have high priority. Furthermore we 

shouldd focus on the possibilities to reduce rebleeding. Beside this, further research is 

necessaryy to improve the quality of care received by patients with PUB. The story of PUB 

continues. . 
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