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Surveillance proposal consultation document 

2018 surveillance of acute upper gastrointestinal bleeding in 

over 16s: management (NICE guideline CG141) 

Proposed surveillance decision 

We propose to not update the NICE guideline on acute upper gastrointestinal bleeding. 

We considered this guideline alongside the following related guidelines: 

● Gastro-oesophageal reflux disease in children and young people: diagnosis and 

management (NICE guideline NG1) 

● Gastro-oesophageal reflux disease and dyspepsia in adults: investigation and 

management (NICE guideline CG184) 

● Barrett's oesophagus: ablative therapy (NICE guideline CG106) 

Separate consultations on the surveillance decisions for the guidelines on GORD in adults 

and GORD in children and young people are underway. See the webpages for each guideline 

to participate in consultation on these guidelines.  

We propose to fully update the guideline on Barrett’s oesophagus so we are not conducting 

public consultation on the surveillance decision for that guideline. See ensuring that 

published guidelines are current and accurate in developing NICE guidelines: the manual for 

more details on our consultation processes. 

Reasons for the proposal to not update the guideline 

We found new evidence on tools for assessing risk of poor outcomes after acute upper 

gastrointestinal bleeding (mainly AIMS65, Blatchford and Rockall). Evidence indicated that no 

tool appears to be sufficient to be used alone; which is consistent with the current 

recommendation to use both the Blatchford score and the Rockall score after endoscopy. 

Evidence on resuscitation and initial management was generally consistent with current 

recommendations. Two randomised controlled trials suggested benefits of tranexamic acid 

after acute upper gastrointestinal bleeding. However, effects were not consistent across 

outcomes, and no effect on mortality was seen. We are awaiting results of the ongoing 

HALT-IT study. This NIHR-funded study aims to study the effects of tranexamic acid in 

https://www.nice.org.uk/guidance/cg141
https://www.nice.org.uk/guidance/cg141
https://www.nice.org.uk/guidance/ng1
https://www.nice.org.uk/guidance/ng1
https://www.nice.org.uk/guidance/cg184
https://www.nice.org.uk/guidance/cg184
https://www.nice.org.uk/guidance/cg106
http://www.nice.org.uk/article/pmg20/chapter/13-ensuring-that-published-guidelines-are-current-and-accurate
http://www.nice.org.uk/article/pmg20/chapter/13-ensuring-that-published-guidelines-are-current-and-accurate
http://www.isrctn.com/ISRCTN11225767
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12,000 people with acute gastrointestinal bleeding. When results from this study are 

published we will assess the impact on the guideline. 

We found several studies looking at oral compared with intravenous administration of proton 

pump inhibitors (PPIs) for non-variceal bleeds. Overall, there appeared to be little difference 

between the methods, although results were inconsistent between studies. Therefore, we 

decided that the case was not strong enough for an update to cover routes of administration 

for PPIs. 

A large number of new studies covering various interventions, comparators and outcomes for 

variceal bleeding were identified. Results were inconsistent across interventions and 

outcomes. However, overall, band ligation and TIPS appear to be effective for oesophageal 

varices. Similarly, cyanoacrylate and TIPS appear to be effective for gastric varices. These 

findings support current recommendations for treating variceal bleeding. There was no strong 

indicator of a need to update to consider other interventions for variceal bleeding.  

Evidence indicated that stress ulcer prophylaxis appears to reduce gastrointestinal bleeding, 

and there was no consistent evidence of increased infections. These findings support the 

current recommendations to offer acid suppression therapy as stress ulcer prophylaxis in 

people admitted to critical care.  

For further details and a summary of all evidence identified in surveillance, see appendix A 

below. 

Overview of 2018 surveillance methods 

NICE’s surveillance team checked whether recommendations in acute upper gastrointestinal 

bleeding in over 16s: management (NICE guideline CG141) remain up to date.  

The surveillance process consisted of: 

● Initial feedback from topic experts via a questionnaire. 

● Input from stakeholders on known variations in practice and policy priorities. 

● Literature searches to identify relevant evidence. 

● Assessing the new evidence against current recommendations and deciding whether or 

not to update sections of the guideline, or the whole guideline. 

● Consulting on the decision with stakeholders (this document) 

● Consideration of comments received during consultation and making any necessary 

changes to the decision. 

For further details about the process and the possible update decisions that are available, see 

ensuring that published guidelines are current and accurate in developing NICE guidelines: 

the manual. 

https://www.nice.org.uk/guidance/cg141
https://www.nice.org.uk/guidance/cg141
https://www.nice.org.uk/process/pmg20/chapter/introduction-and-overview
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See appendix A: summary of evidence from surveillance below for details of all evidence 

considered, with references. 

Evidence considered in surveillance 

Search and selection strategy 

We searched for new evidence related to the whole guideline. We found 78 studies in a 

search for randomised controlled studies, systematic reviews, and observational studies 

published between 1 April 2016 and 7 June 2018.  

We also included a total of 18 studies identified by search in previous surveillance in 2016 

and the 2014 Evidence Update. 

From all sources, we considered 86 studies to be relevant to the guideline. 

Ongoing research 

We checked for relevant ongoing research; of the ongoing studies identified, 2 studies were 

assessed as having the potential to change recommendations; therefore we plan to check the 

publication status regularly, and evaluate the impact of the results on current 

recommendations as quickly as possible. These studies are: 

● Haemorrhage alleviation with tranexamic acid intestinal system (HALT-IT) 

● Stress Ulcer Prophylaxis in the Intensive Care Unit (SUP-ICU) 

Intelligence gathered during surveillance 

Views of topic experts 

We considered the views of topic experts, including those who helped to develop the 

guideline. For this surveillance review, topic experts completed a questionnaire about 

developments in evidence, policy and services related to NICE guideline CG141. We sent 

questionnaires to 8 topic experts and received 2 responses. The topic experts either: 

● participated in the guideline committee who developed the guideline  

● were recruited to the NICE Centre for Guidelines Expert Advisers Panel to represent 

their specialty. 

Topic experts highlighted the ongoing HALT-IT trial, which we will check regularly for 

publication. 

Topic experts drew attention to a topical haemostatic known as Hemospray. One small study 

in 86 people suggested benefit of Hemospray plus endoscopy compared with endoscopy 

alone. However, Hemospray is delivered by endoscopy, so if it was used as in the trial, it 

would lead to an additional endoscopic procedure. Its role in UK practice is unclear because 

http://www.isrctn.com/ISRCTN11225767
https://clinicaltrials.gov/ct2/show/NCT02467621
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the study did not assess Hemospray compared with, or added to, other treatments delivered 

at endoscopy.  

The guideline investigated the balance between the risks of continuing aspirin treatment 

(increased risk of bleeding and prolonging bleeding) and the risks of stopping aspirin (stroke 

or myocardial infarction). It recommended continuing low-dose aspirin in patients in whom 

haemostasis has been achieved. tTopic experts suggested that aspirin may be withheld for a 

few days after upper gastrointestinal bleeding in some services in the UK. This suggests that 

the recommendation may not be fully followed. However, we did not identify any evidence 

that could improve adherence to the recommendation. 

Topic experts additionally suggested that the guideline should cover use of non-vitamin K 

oral anticoagulant drugs. The guideline assessed the antiplatelet agents aspirin and 

clopidogrel because their irreversible inhibition of platelets means that their action lasts for 

around 10 days after stopping treatment. Evidence identified in surveillance suggested that 

the benefits of continuing oral anticoagulants after a major bleeding event, including upper 

gastrointestinal bleeds, outweigh the risks of future bleeds. Therefore, updating 

recommendations to include advice on anticoagulants was not thought to be necessary at 

this time.  

Views of stakeholders 

Stakeholders are consulted on all surveillance decisions except if the whole guideline will be 

updated and replaced. Because this surveillance decision was to not update the guideline, we 

are consulting on the decision. 

See ensuring that published guidelines are current and accurate in developing NICE 

guidelines: the manual for more details on our consultation processes. 

Equalities 

No equalities issues were identified during the surveillance process. 

Overall decision 

After considering all evidence and other intelligence and the impact on current 

recommendations, we propose that no update is necessary.  

  

http://www.nice.org.uk/article/pmg20/chapter/13-ensuring-that-published-guidelines-are-current-and-accurate
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Appendix A: Summary of evidence from surveillance 

2018 surveillance of dyspepsia – acute upper gastrointestinal 

bleeding (2012) NICE guideline CG141 

Summary of evidence from surveillance  

Studies identified in searches are summarised from the information presented in their 

abstracts.  

Feedback from topic experts who advised us on the approach to this surveillance review, was 

considered alongside the evidence to reach a final decision on the need to update each 

section of the guideline. 

Risk assessment 

1.1.1 Use the following formal risk assessment scores for all patients with acute upper 

gastrointestinal bleeding: 

● the Blatchford score at first assessment, and 

● the full Rockall score after endoscopy. 

1.1.2 Consider early discharge for patients with a pre-endoscopy Blatchford score of 0. 

Surveillance decision 

This section of the guideline should not be updated.  

 

Previous surveillance  

Previous surveillance in 2016, identified no 

relevant evidence. In an Evidence Update 

in 2014, new evidence from 1 study (1) 

was consistent with current 

recommendations to use both the 

Blatchford and Rockall scores. 

2018 surveillance summary 

We identified 14 studies that evaluated 

risk assessment tools. 

Table 1 at the end of this section 

summarises the results of 10 studies 

reporting standard measures such as the 

area under the curve (AUC), sensitivity and 

specificity. Additional results from the 

studies in the table are as follows: 

● In one study (2), the authors concluded 

that no assessed score was helpful for 

predicting rebleeding or length of stay. 

Optimum cut-offs for other outcomes 

were: 

https://www.nice.org.uk/guidance/cg141/
https://www.nice.org.uk/guidance/cg141/
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– A Blatchford score ≤1 for survival 

without intervention had sensitivity 

of 99% and specificity of 35%. 

– A Blatchford score ≥7 for need for 

endoscopy had sensitivity of 80% 

and specificity of 57%. 

– Score thresholds of ≥4 for Progetto 

Nazionale Emorragia Digestiva 

(PNED), ≥2 for AIMS65, ≥4 for 

admission Rockall, and ≥5 for full 

Rockall were optimum for predicting 

death, with sensitivities of 66–79% 

and specificity of 65%.  

● In one study (3), the optimum score for 

detecting patients at low risk of adverse 

outcomes was the Glasgow Blatchford 

score with a cut-off of 0, which had 

sensitivity of 99% and specificity of 8%. 

● In one study (4) the composite endpoint 

of severity, transfusion requirements, 

rebleeding, delayed (6-month) mortality 

was assessed. High-risk patients were 

identified by a Blatchford score of ≤1 or 

Rockall score of ≤2, but not by an 

AIMS65 score of 0. 

● In one study (5), of the 4 scores 

assessed, only the post-endoscopy 

Rockall score achieved significance in 

identifying rebleeding (AUC 68%). All 

four scores accurately predicted risk in 

patients with non-variceal bleeds; 

however, only the Blatchford score (and 

the modified version) were useful for 

risk prediction in variceal bleeds. The 

optimum cut-off scores were: 

– Pre-endoscopy Rockall score of 0 

(sensitivity 50%, specificity 61%). 

– Complete Rockall score of >1 

(sensitivity 86%, specificity 51%). 

– Blatchford score of >7 (sensitivity 

89% and specificity 63%). 

– Modified Blatchford score of >7 

(sensitivity 82%, specificity 73%). 

● In one study (6), people assessed as 

at high risk by any scoring tool had 

higher rates of rebleeding, 

intervention and death compared 

with the low-risk groups. 

The remaining 4 studies reported other 

measures or assessed other risk 

assessment methods. 

A Mexican cross-sectional study (7) 

assessed the Rockall score and the Italian 

Progetto Nazionale Emorragia Digestiva 

(PNED) score in 198 people with non-

variceal upper gastrointestinal bleeding. 

Overall, 8 patients (4%) died from causes 

directly associated with bleeding. 

According to the Rockall score, 46 patients 

(23.2%) had severe disease, 5 of whom 

died. PNED classed 8 patients as having 

severe disease (4%), 5 of whom died. 

A prospective cohort study (8) assessed 4 

risk assessment tools (Rockall, Blatchford, 

modified Blatchford and AIMS65) in 129 

people with upper gastrointestinal 

bleeding. The Blatchford score had the 

highest sensitivity and negative predictive 

value; however the authors noted that it 

‘could not achieve’ good specificity and 

positive predictive value. The Blatchford 

score and the modified Blatchford score 

outperformed the Rockall and AIMS65 

scores in predicting ‘composite high-risk 

outcome’, length of stay in hospital and 

blood transfusion.  

A retrospective study (9) assessed the use 

of the delta neutrophil index in 432 people 

with upper gastrointestinal bleeding. 

Higher delta neutrophil index values at 
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days 0 and 1 were associated with short-

term mortality. Mortality was higher in 

people with a delta neutrophil index value 

greater than 1% on admission, and the 

optimum cut-off for predicting mortality 

was a value of 2.6% on day 1. 

One randomised controlled trial (10) 

assessed Doppler probe monitoring of 

blood flow compared with no Doppler 

monitoring during endoscopy for severe 

non-variceal upper gastrointestinal 

bleeding (n=148). Doppler monitoring was 

associated with significantly lower rates of 

rebleeding within 30 days. Treating 7 

people could prevent one rebleed.  

Intelligence gathering 

No additional intelligence relevant to this 

section was identified. 

Impact statement  

The two scores that were most frequently 

compared were the Rockall score and the 

Blatchford score. The Rockall score had an 

AUC ranging from 57% to 84%, which 

varied by population, by outcome, and by 

conducting before or after endoscopy. 

The Blatchford score had an AUC ranging 

from 52% to 83%. Again this varied by 

population, by outcome and whether the 

original or modified versions of the score 

were used. The range of AUC values 

suggests the ability of these tests to detect 

people likely to have poor outcomes may 

range from poor to good.  

The low AUC values appear to be driven 

by low specificity, whereas, sensitivity is 

high. For people with upper 

gastrointestinal bleeding, sensitivity is 

most important to avoid missing people 

who go on to have further bleeding. 

The evidence is consistent with the 

guideline in that neither of these tests 

appears to be sufficient on its own. 

The AIMS65 test did not appear to be 

more accurate than either the Rockall 

score or the Blatchford score. Other tests 

such as PNED, were studied less often, but 

again did not appear to have increased 

accuracy. Therefore, there is insufficient 

evidence suggesting a need to update the 

current recommendations to use the 

Blatchford score before endoscopy and 

the Rockall score afterwards. 

When cut-off values for the Rockall score 

and the Blatchford score were assessed, 

the optimum score was influenced by the 

outcome evaluated. Higher cut-off scores 

appeared to increase specificity at the 

expense of sensitivity. Because sensitivity 

is more valuable in this population, the 

evidence was consistent with the current 

recommendation to consider discharging 

people with a pre-endoscopy Blatchford 

score of 0. 

Two new strategies were identified. Both 

the delta neutrophil index and Doppler 

monitoring show promise for identifying 

risk in people with upper gastrointestinal 

bleeding. However, neither of these 

studies compared the new strategy with 

either of the established risk scoring tools 

(Blatchford or Rockall scores). Therefore, 

an update to evaluate these new strategies 

is not thought to be needed at this time. 

New evidence is unlikely to change 
guideline recommendations.
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Table 1 Summary of risk assessment tool studies 

Study n Predicted outcome 

Score 

AIMS65 Blatchford Rockall Other 

Ramaekers 2016 (3) 16 studies Composite of 30-day 

mortality, rebleeding, and 

intervention 

Sensitivity 79% 

Specificity 61% 

Sensitivity 98% 

Specificity 16% 

Sensitivity 93% 

Specificity 24% 

– 

Kayali 2017 (11) 188 Unclear – Sensitivity 96%  

Specificity 10% 

Sensitivity 74%  

Specificity 46% 

– 

Motola-Kuba 2016* (12) 160 Rebleeding AUC 82% AUC 76% AUC 69% MELD AUC 83% 

Wang 2017 (13) 234 Endoscopy – AUC 63% AUC 60% – 

Rebleeding – AUC 69% AUC 58% – 

Stanley 2017 (2) 3,012 Intervention or death AUC 68% AUC 86% AUC 70% (CRS) 

AUC 66% (PRS) 

PNED AUC 69% 

Endoscopy AUC 62% AUC 75% AUC 61% – 

Death AUC 77% AUC 64% AUC 72% PNED AUC 77% 

Martinez-Cara 2016 (4) 309 In-hospital mortality AUC 76% AUC 78% AUC 78% – 

Endoscopy AUC 62% AUC 62% – – 

Rebleeding AUC 56% AUC 70% AUC 71% – 

Anchu 2017 (5) 175 Overall risk – AUC 81% 

AUC 80% (mGBS) 

AUC 71% (CRS) 

AUC 57% (PRS) 

– 

30-day mortality – AUC 83% 

AUC 82% (mGBS) 

AUC 80% (CRS) – 

Thanapirom 2016 (14) 225 (variceal) Intervention – AUC 66% AUC 66% (CRS) 

AUC 59% (PRS) 

– 

In-hospital mortality and 

rebleeding 

– AUC 63% AUC 57% (CRS) 

AUC 63% (PRS) 

– 

756 (non-

variceal) 

Intervention – AUC 77% AUC 69% (CRS)  

AUC 61% (PRS) 

– 

In-hospital mortality and 

rebleeding 

– AUC 66% AUC 80% (CRS) 

AUC 70% (PRS) 

– 

Budimir 2017 (15) Death – AUC 63% AUC 82% (PRS) 

AUC 82% (CRS) 

BBS (pre) AUC 67% 

BBS (post) AUC 69% 
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Study n Predicted outcome 

Score 

AIMS65 Blatchford Rockall Other 

Unclear 

(peptic ulcer 

only) 

Intervention or 30-day 

mortality 

– AUC 64% AUC 84% (PRS) BBS (pre) AUC 57% 

Rebleeding – AUC 53% AUC 75% (PRS) BBS (pre) AUC 61% 

Surgery – AUC 52% AUC 82% (PRS) BBS (pre) AUC 63% 

Transfusion – AUC 58% AUC 83% (PRS) BBS (pre) AUC 63% 

Zhong 2016 (6) 320 Rebleeding AUC 74% AUC 67% 

AUC 68% (mGBS) 

– – 

Intervention AUC 75% AUC 77% 

AUC 75% (mGBS) 

– – 

In-hospital mortality AUC 79% AUC 80% 

AUC 80% (m GBS) 

– – 

n=number of participants, unless number of studies is specified, which is applicable to systematic reviews. PNED=Progetto Nazionale Emorragia Digestiva. 

AIMS65 (no definition identified). MELD=Model for end-stage liver disease. 

AUC= area under the curve. CRS=Complete Rockall score. PRS=Pre-endoscopy Rockall score. mGBS= modified Batchford score. BBS=Baylor bleeding score 

(pre or post endoscopy).  

*variceal bleeds only. 

If no results were reported for a score or an outcome, the absent data are indicated by –. 
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Resuscitation and initial management 

1.2.1 Transfuse patients with massive bleeding with blood, platelets and clotting 

factors in line with local protocols for managing massive bleeding. 

1.2.2 Base decisions on blood transfusion on the full clinical picture, recognising that 

over-transfusion may be as damaging as under-transfusion.  

1.2.3 Do not offer platelet transfusion to patients who are not actively bleeding and are 

haemodynamically stable. 

1.2.4 Offer platelet transfusion to patients who are actively bleeding and have a 

platelet count of less than 50 x 109/litre. 

● Offer fresh frozen plasma to patients who are actively bleeding and have a 

prothrombin time (or international normalised ratio) or activated partial 

thromboplastin time greater than 1.5 times normal. If a patient's fibrinogen 

level remains less than 1.5 g/litre despite fresh frozen plasma use, offer 

cryoprecipitate as well. 

1.2.5 Offer prothrombin complex concentrate to patients who are taking warfarin and 

actively bleeding. 

1.2.6 Treat patients who are taking warfarin and whose upper gastrointestinal bleeding 

has stopped in line with local warfarin protocols. 

1.2.7 Do not use recombinant factor Vlla except when all other methods have failed. 

Surveillance decision 

This section of the guideline should not be updated.  

 

Previous surveillance  

Transfusion strategies 

Previous surveillance in 2016 identified no 

evidence relevant to transfusion strategies. 

In an Evidence Update in 2014, evidence 

from 2 studies (16,17) was consistent with 

current recommendations to base 

decisions on blood transfusion on the full 

clinical picture, recognising that over-

transfusion may be as damaging as under-

transfusion.  

Tranexamic acid 

A Cochrane review (18) of 7 studies 

assessing tranexamic acid in upper 

gastrointestinal bleeding was identified in 

the 2014 Evidence Update. Mortality was 

lower in people who received tranexamic 

acid, but there was no effect on bleeding 

or amount of blood transfused. An update 

(19) of this Cochrane review was identified 

in 2016 surveillance. This review included 

one additional study, but reached the same 

conclusions as the previous version of the 

Cochrane review. 

The HALT-IT study of tranexamic acid in 

gastrointestinal bleeding was identified as 

http://www.isrctn.com/ISRCTN11225767
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ongoing in the 2014 Evidence Update. 

This trial remains ongoing, and is expected 

to end in September 2020. We will 

consider the impact of this study on 

current recommendations when results are 

published.  

2018 surveillance summary 

Transfusion strategies 

A systematic review (20) of 5 randomised 

controlled trials (n=1,965) assessed 

restrictive compared with liberal 

transfusion strategies in people with upper 

gastrointestinal bleeding. People had 

1.73 fewer units of blood transfused in the 

restrictive transfusion group. Restrictive 

transfusion was associated with lower risk 

of all-cause mortality and rebleeding. No 

differences were seen for risk of ischaemic 

events or in the subgroups (variceal or 

non-variceal bleeding or presence of 

ischaemic heart disease). 

Prophylactic nasogastric tube 

A randomised controlled trial (21) assessed 

placing a nasogastric tube plus aspiration 

and lavage, compared with no nasogastric 

tube in people with upper gastrointestinal 

bleeding (n=280). Placing a nasogastric 

tube did not improve prediction of high-

risk lesions or patients’ outcomes, and 

complication arose in a third of patients. 

Prophylactic intubation 

A systematic review (22) of 

10 observational studies (n=6,068) 

evaluating prophylactic endotracheal 

intubation compared with usual care in 

people with upper gastrointestinal 

bleeding. Studies in which participants 

mainly had respiratory indications for 

intubation were excluded. Prophylactic 

intubation was associated with higher 

rates of aspiration, pneumonia and 

increased length of stay in hospital. The 

effect on mortality was uncertain. 

Tranexamic acid 

A randomised controlled trial (23) assessed 

1 g tranexamic acid delivered 

intravenously compared with topical 

delivery via nasogastric tube and with 

placebo in people with acute 

gastrointestinal bleeding (n=410). Need for 

urgent endoscopy was lower in the two 

tranexamic acid groups compared with 

placebo. No differences were seen 

between treatment groups for mortality, 

rebleeding, transfusion, and endoscopic or 

surgical intervention rates.  

A further randomised controlled trial (24) 

assessed topical tranexamic acid (1 g via 

nasogastric tube) compared with placebo 

(n=131). People receiving topical 

tranexamic acid had less blood transfused, 

fewer rebleeds, and fewer emergency 

endoscopies. Mortality did not differ 

significantly between the groups. 

Intelligence gathering 

Topic experts have highlighted the 

importance of the HALT-IT study in all 

surveillance reviews and in the 2014 

Evidence Update. This NIHR-funded study 

aims to study the effects of tranexamic 

acid in 12,000 people with acute 

gastrointestinal bleeding. 

Topic expert feedback suggested that this 

section of the guideline should be updated 

to include advice on treatment for people 

using non-vitamin K oral anticoagulants, 

Impact statement  

A systematic review suggested that a 

restrictive blood transfusion strategy may 

http://www.isrctn.com/ISRCTN11225767
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be associated with improved patient 

outcomes. This is generally consistent with 

current recommendations to base 

decisions on blood transfusion on the full 

clinical picture, recognising that over-

transfusion may be as damaging as under-

transfusion. 

Studies suggested no benefit and possible 

harm from prophylactic endotracheal 

intubation or insertion of a nasogastric 

tube. Neither of these interventions are 

currently recommended, and evidence is 

insufficient to trigger an update in this 

area. 

Although topic expert feedback suggested 

that this section of the guideline should be 

updated to include advice on treatment for 

people using non-vitamin K oral 

anticoagulants, no new evidence was 

identified. Although one new drug 

treatment (idarucizumab), is available, it 

has a fairly restricted license and inhibits 

only one of the available the non-vitamin K 

oral anticoagulant drugs (dabigatran). 

Therefore, the appropriate treatment for 

most patients on these drugs would 

remain blood products such as platelets as 

currently recommended by the guideline. 

Studies of tranexamic acid show 

inconsistent results, therefore, we will 

await results of the HALT-IT trial and then 

consider the impact on the guideline. 

New evidence is unlikely to change 
guideline recommendations.

 

Timing of endoscopy 

1.3.1 Offer endoscopy to unstable patients with severe acute upper gastrointestinal bleeding 

immediately after resuscitation. 

1.3.2 Offer endoscopy within 24 hours of admission to all other patients with upper 

gastrointestinal bleeding.  

1.3.3 Units seeing more than 330 cases a year should offer daily endoscopy lists. Units seeing 

fewer than 330 cases a year should arrange their service according to local circumstances. 

Surveillance decision 

This section of the guideline should not be updated.  

 

http://www.isrctn.com/ISRCTN11225767
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Erythromycin and gastric 

visibility  

Previous surveillance 

In previous surveillance in 2016, no 

evidence relevant to this issue was 

identified. 

In the Evidence Update in 2014, new 

evidence from one systematic review (25) 

of 7 studies (n=558) showed that 

erythromycin administered before 

endoscopy was associated with increased 

visibility of gastric mucosa, reduced need 

for second endoscopy, shorter stay in 

hospital, and fewer units of blood 

transfused. 

2018 surveillance summary 

A systematic review (26) of 8 studies 

(n=598) assessed erythromycin 

administered before endoscopy compared 

with no erythromycin or placebo. The 

results remained broadly the same as the 

earlier systematic review – erythromycin 

was associated with increased visibility of 

gastric mucosa, reduced need for second 

endoscopy and shorter stay in hospital. No 

significant differences in duration of 

procedure, transfusion or need for surgery 

were seen. 

Erythromycin does not have a UK 

marketing authorisation for this indication. 

Intelligence gathering 

No additional intelligence relevant to this 

section was identified. 

Impact statement  

Since the Evidence Update was published 

in 2014, the evidence base seen in the 

systematic reviews appears to have grown 

by one study of 40 people (from 7 studies, 

n=558 to 8 studies, n=598). Therefore, the 

conclusion of the Evidence Update, that 

these results need to be confirmed in a 

large randomised controlled trial, remains 

unchanged.  

New evidence is unlikely to change 
guideline recommendations. 

 

Helicobacter pylori testing  

Previous surveillance  

No relevant evidence was identified in 

previous surveillance in 2016, or in the 

2014 Evidence Update. 

2018 surveillance summary 

A prospective study (27) assessed the 

diagnostic yield of dual-priming 

oligonucleotide-based multiplex 

polymerase chain reaction (DPO-PCR) 

compared with the rapid urease test and 

with histology for detecting H pylori 

infection in people with bleeding peptic 

ulcers (n=170). Biopsy samples were 

obtained during second endoscopy, and 

people with negative results had a second 

biopsy 8 weeks later. H pylori-was 

confirmed in 64% of the participants. At 

second endoscopy, histology had 

sensitivity of 48% and the rapid urease 

test had sensitivity of 72%. DPO-PCR had 

sensitivity of 97% and specificity of 92%. 

Its positive predictive value was 96% and 

negative predictive value was 95%. H 

pylori-associated bleeding was confirmed 
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in 64.1% of the patients. At the bleeding 

episode, the sensitivity of rapid urease test 

was, 48%, histology was 71.6% and DPO-

PCR was 97.2%. 

Intelligence gathering 

No additional intelligence relevant to this 

section was identified. 

Impact statement  

DPO-PCR may be a useful test for H pylori, 

however, this study compared three 

invasive tests. It did not provide 

information to compare against the non-

invasive tests recommended in Gastro-

oesophageal reflux disease and dyspepsia 

in adults: investigation and management 

(NICE CG184). 

New evidence is unlikely to change 
guideline recommendations. 

 

Weekend effect 

Previous surveillance  

No relevant evidence was identified in 

previous surveillance in 2016, or in the 

2014 Evidence Update. 

2018 surveillance summary 

A systematic review (28) of 21 studies 

investigated the presence of a ‘weekend 

effect’ (an increase in mortality associated 

with admission to hospital at the weekend) 

in people with upper gastrointestinal 

bleeding. The number of participants was 

not reported in the abstract. There was a 

possible small increase in mortality with 

weekend admissions, but there was 

uncertainty in this effect. 

Another systematic review (29) of 18 

studies (n=1,232,083) assessed the 

weekend effect in people with upper 

gastrointestinal bleeding. This study found 

significantly higher in-hospital or 30-day 

mortality. A weekend effect resulting in 

increased mortality was seen for non-

variceal bleeding but not for variceal 

bleeding. The time to endoscopy was 

shorter for weekday admission than for 

weekend admission.  

Intelligence gathering 

No additional intelligence relevant to this 

section was identified. 

Impact statement 

Two systematic reviews suggest a possible 

increase in mortality in people admitted 

with upper gastrointestinal bleeding at the 

weekend. This may affect people with 

non-variceal bleeds but not those with 

variceal bleeds. One study noted an 

increased time to endoscopy at the 

weekend.  

Endoscopy is currently recommended 

either immediately after resuscitation for 

patients whose condition is unstable or 

within 24 hours for those whose condition 

is stable. Therefore, services providing 

endoscopy according to current guidance, 

should already have endoscopy available 

at weekends.  

New evidence is unlikely to change 
guideline recommendations. 

https://www.nice.org.uk/guidance/cg184
https://www.nice.org.uk/guidance/cg184
https://www.nice.org.uk/guidance/cg184
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Management of non-variceal bleeding 

Endoscopic treatment 

1.4.1 Do not use adrenaline as monotherapy for the endoscopic treatment of non-

variceal upper gastrointestinal bleeding. 

1.4.2 For the endoscopic treatment of non-variceal upper gastrointestinal bleeding, use 

one of the following: 

● a mechanical method (for example, clips) with or without adrenaline 

● thermal coagulation with adrenaline 

● fibrin or thrombin with adrenaline. 

 

Previous surveillance  

No relevant evidence was identified in 

previous surveillance in 2016, or in the 

2014 Evidence Update. 

2018 surveillance summary 

A network meta-analysis (30) of 17 studies 

assessed treatments as an add-on to 

endoscopic adrenaline injection. 

‘Mechanical therapy’ significantly reduced 

probability of rebleeding and surgery. 

‘Thermal therapy’ significantly reduced 

probability of rebleeding but not surgery. 

Sclerosant therapy had no additional 

benefits and ranked highest for adverse 

events. 

A randomised controlled trial (31) assessed 

addition of fresh frozen plasma to 

adrenaline injection compared with 

adrenaline injection alone (n=108). No 

significant differences were seen between 

the groups for achieving haemostasis, 

rebleeding, deaths, need for surgery, or 

length of stay in hospital. 

A non-inferiority study (32) assessed 

second endoscopy after 16–24 hours plus 

bolus omeprazole every 12 hours 

compared with high-dose omeprazole 

infusion in people with bleeding peptic 

ulcers (n=153). Omeprazole was delivered 

for 72 hours in both groups. The margin 

for non-inferiority was set at 5%. No 

significant differences were seen for 

rebleeding or surgery for rebleeding. 

People in the second endoscopy group 

were discharged from hospital a day earlier 

than those in the omeprazole infusion 

group. 

Intelligence gathering 

No additional intelligence relevant to this 

section was identified.  

Impact statement  

Evidence suggests that mechanical and 

thermal endoscopic therapy in addition to 

adrenaline is beneficial. However, neither 

sclerosant therapy nor fresh frozen plasma 

appear to have any beneficial effects when 
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added to endoscopic adrenaline injection. 

The evidence is consistent with the 

current recommendations, which include 

several effective options including 

mechanical and thermal methods.  

Current recommendations do not cover 

second endoscopies. Evidence from one 

study suggests that a proton pump 

inhibitor (PPI) administered as bolus plus 

second endoscopy could lead to earlier 

discharge from hospital compared with 

administration by infusion. However, the 

design of this study means that it is 

difficult to establish whether people were 

discharged earlier because second 

endoscopy gave additional information to 

support discharge or whether 

administration of the PPI by bolus was 

more effective than infusion. 

New evidence is unlikely to change 
guideline recommendations.

 

Proton pump inhibitors  

1.4.3 Do not offer acid-suppression drugs (proton pump inhibitors or H2-receptor 

antagonists) before endoscopy to patients with suspected non-variceal upper 

gastrointestinal bleeding. 

1.4.4 Offer proton pump inhibitors to patients with non-variceal upper gastrointestinal 

bleeding and stigmata of recent haemorrhage shown at endoscopy. 

Surveillance decision 

This section of the guideline should not be updated.  

 

Previous surveillance summary 

Previous surveillance in 2016 noted MHRA 

drug safety updates (April 2010, April 2012, 

April 2012 and September 2015), which 

were not thought to impact on 

recommendations and did not require 

footnotes in the guideline. No additional 

drug safety updates have been identified. 

2018 surveillance summary 

PPI dosing strategies 

A systematic review (33) assessed PPIs, 

histamine 2 receptor antagonists, and 

prostaglandins in a range of indications. 

These drug classes were considered 

together as ‘gastroprotectant drugs’. 

Overall, 849 trials were included, 580 of 

which assessed prevention of ulcers; 233 

assessed healing; and 36 assessed 

treatment of acute upper gastrointestinal 

bleeding. The median duration of treatment 

was 1.4 months. Gastroprotectant drugs 

reduced rebleeding, need for blood 

transfusion, further endoscopic 

intervention, and surgery. There was no 

significant effect on mortality. PPIs had 

larger effects on further bleeding and blood 

transfusion than histamine 2 receptor 

antagonists. 

https://www.gov.uk/drug-safety-update/clopidogrel-and-proton-pump-inhibitors-interaction-updated-advice
https://www.gov.uk/drug-safety-update/proton-pump-inhibitors-in-long-term-use-reports-of-hypomagnesaemia
https://www.gov.uk/drug-safety-update/proton-pump-inhibitors-in-long-term-use-increased-risk-of-fracture
https://www.gov.uk/drug-safety-update/proton-pump-inhibitors-very-low-risk-of-subacute-cutaneous-lupus-erythematosus
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Intravenous bolus or intravenous infusion 

One network meta-analysis (34) of 39 

studies assessed intravenous infusion 

compared with bolus delivery and with oral 

administration of PPIs. The number of 

participants was not reported in the 

abstract. It found no differences between 

infusion and bolus for mortality, length of 

stay in hospital, or risk of rebleeding at 72 

hours, 1 week and 1 month or surgery. Oral 

PPIs were as effective as both intravenous 

bolus and intravenous infusion when 

considering length of stay in hospital and 

units of blood transfused. Oral PPIs were 

associated with lower need for surgery than 

intravenous infusion. 

Two older systematic reviews (35,36) 

covering PPI dosing strategies were 

identified. Both studies found no significant 

differences between oral and intravenous 

administration of PPIs for any outcomes. 

A randomised controlled trial (37) assessing 

bolus compared with infusion pantoprazole 

(n=113) found no differences in any 

outcomes. The dosing strategies were 

80 mg bolus followed by 8 mg per hour 

infusion or 40 mg bolus twice daily.  

High-dose or low dose 

A systematic review (38) of 10 studies 

assessed high-dose compared with low-

dose PPIs (n=1,651). All high-dose PPIs 

were delivered intravenously, low-dose 

PPIs were delivered intravenously, except 

in two studies that used oral PPIs. People 

on low-dose PPIs had fewer rebleeds than 

those on high doses. There were no 

significant differences in mortality or need 

for surgery. Additionally, no difference in 

mortality was seen when comparing use of 

pantoprazole with lansoprazole.  

A post-hoc analysis of a randomised 

controlled trial (39) assessed the risks of 

rebleeding in people with Forrest oozing 

peptic ulcers compared with other stigmata. 

The overall trial assessed high-dose 

intravenous esomeprazole compared with 

placebo. The number of participants was 

not reported in the abstract. Forrest oozing 

peptic ulcers were associated with lower 

rebleeding rates than spurting arterial 

bleeds, adherent clots, and non-bleeding 

visible vessels. 

Intelligence gathering 

No additional intelligence relevant to this 

section was identified.  

Impact statement  

Evidence suggests little difference between 

oral and intravenous administration of PPIs 

for non-variceal upper gastrointestinal 

bleeds. There also appears to be little 

difference between administration by 

intravenous infusion and intravenous 

injection. Additionally, one systematic 

review suggests that high-doses of PPIs 

may increase rebleeding. 

Current recommendations suggest using 

PPIs in people with confirmed non-variceal 

bleeding, but make no recommendations on 

routes of administration or dosage. The 

evidence-base does not indicate that an 

update is necessary at this time. 

Although specific stigmata (Forrest oozing) 

of peptic ulcers may indicate lower risk of 

rebleeding than other stigmata, the 

evidence does not provide information on 

the difference in risk compared with no 

stigmata, or whether there was a beneficial 

effect of esomeprazole in this group. 
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This study is thus insufficient to impact on 

the guideline. 

New evidence is unlikely to change 
guideline recommendations.

 

Treatment after first or failed endoscopic treatment 

1.4.5 Consider a repeat endoscopy, with treatment as appropriate, for all patients at 

high risk of re-bleeding, particularly if there is doubt about adequate haemostasis 

at the first endoscopy. 

1.4.6 Offer a repeat endoscopy to patients who re-bleed with a view to further 

endoscopic treatment or emergency surgery.  

1.4.7 Offer interventional radiology to unstable patients who re-bleed after endoscopic 

treatment. Refer urgently for surgery if interventional radiology is not promptly 

available. 

Surveillance decision 

This section of the guideline should not be updated.  

 

Previous surveillance  

In previous surveillance in 2016, 2 meta-

analyses (40,41) suggested that in people 

who had endoscopic therapy failure, 

surgery was more effective than arterial 

embolisation. However, the evidence from 

the meta-analyses was considered to be 

limited and further evidence to assess the 

effect on the guideline recommendations 

was indicated to be necessary. 

2018 surveillance summary 

Over the scope clips 

A randomised controlled trial (42) assessed 

‘over the scope’ clips compared with 

standard treatment in people with severe 

recurrent upper gastrointestinal bleeding 

(n=66). Standard therapy was ‘through the 

scope’ clips or thermal therapy plus 

adrenaline injection. Patients who had 

further bleeding could cross over to the 

‘over the scope’ treatment because 

standard therapy had failed. Both 

recurrent and persistent bleeding occurred 

in fewer people treated with the ‘over the 

scope’ clip. No differences in rates of 

surgery or mortality were seen. 

 Angiographic embolisation 

A randomised controlled trial (43) assessed 

angiographic embolisation compared with 

endoscopic therapy in people with 

bleeding peptic ulcers (n=241). There was 

no difference between groups in 30-day 

rebleeding, mortality, or death. 

Second endoscopy 

A randomised controlled trial (44) assessed 

scheduled second endoscopy after 24 to 

36 hours in people with endoscopically 

confirmed bleeding peptic ulcer with 

stigmata who received initial endoscopic 
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therapy (n=319). Initial endoscopic therapy 

was clipping, thermal coagulation, or 

adrenaline. The control was not reported 

clearly in the abstract. There was no 

significant difference in rates of 

rebleeding, surgical or radiological 

intervention, duration of hospital stay 

transfusions or mortality. 

Intelligence gathering 

In previous surveillance in 2016, as well as 

in current surveillance, topic experts 

suggested a review of topical haemostatic 

agents, particularly Hemospray, in non-

variceal bleeding. In previous surveillance, 

no suitable evidence was identified. One 

study of Hemospray in variceal bleeding 

was identified (see management of 

oesophageal varices below). Overall, there 

is insufficient evidence to suggest an 

update is needed in this area. 

Impact statement  

New evidence suggests that ‘over the 

scope clips’ may be more effective than 

standard ‘through the scope clips. 

However, the results are likely to need to 

be confirmed in a larger study, particularly 

because of crossovers to the ‘over the 

scope’ group. 

New evidence suggested that Hemospray 

may have benefits in treating acute upper 

gastrointestinal bleeding. Hemospray is 

delivered by endoscopy, so if it was used 

as in the trial, it would lead to an additional 

endoscopic procedure. Its role in UK 

practice is unclear because the study did 

not assess Hemospray compared with, or 

added to, other treatments delivered at 

endoscopy.  

Several studies have shown embolisation 

to lack efficacy, including when compared 

with second endoscopy and with surgery. 

This intervention is not currently 

recommended, so there is no impact on 

the guideline. 

One study suggested that scheduling 

second endoscopy in the absence of 

clinical need was not effective. No update 

in this area is necessary because this 

finding is consistent with the guideline’s 

recommendations for second endoscopy 

according to patients’ need.  

New evidence is unlikely to change 
guideline recommendations. 

 

Management of variceal bleeding 

1.5.1 Offer terlipressin to patients with suspected variceal bleeding at presentation. 

Stop treatment after definitive haemostasis has been achieved, or after 5 days, 

unless there is another indication for its use*. 

* At the time of publication (June 2012), terlipressin was indicated for the treatment of bleeding from 
oesophageal varices, with a maximum duration of treatment of 72 hours (3 days). Prescribers should 
consult the relevant summary of product characteristics. Informed consent for off-label use of 
terlipressin should be obtained and documented. 

1.5.2 Offer prophylactic antibiotic therapy at presentation to patients with suspected 

or confirmed variceal bleeding. 
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Surveillance decision 

This section of the guideline should not be updated.  

 

Previous surveillance  

In previous surveillance in 2016, a 

randomised controlled trial (45) (n=780) 

found no significant differences in rates of 

treatment success, control of bleeding, re-

bleeding, or mortality between terlipressin, 

somatostatin, and octreotide when given 

before endoscopic treatment in people 

with acute variceal bleeding. A systematic 

review (46) also found no difference in 

rates of rebleeding between vasopressin, 

terlipressin, somatostatin and octreotide. 

2018 surveillance summary 

No relevant evidence on terlipressin was 

identified. 

Intelligence gathering 

A synthetic vasopressin (Agripressin) is 

available in the UK, which is licensed for 

control of bleeding from oesophageal 

varices. Somatostatin is not available in the 

UK. 

Impact statement 

In developing the guideline, the decision to 

recommend terlipressin was made based 

on evidence of effectiveness and a cost-

effectiveness analysis. The guideline 

committee felt that terlipressin was more 

widely used than octreotide and that 

patients with variceal bleeds may benefit 

from terlipressin for co-existing indications 

such as hepatorenal syndrome.  

Additionally, the guideline noted that 

vasopressin has significant side effects 

through constriction of coronary and 

peripheral vascular arteries. Terlipressin 

was noted to be used for control of 

variceal bleeding in clinical practice in the 

UK. Therefore, the additional evidence is 

unlikely to impact on the 

recommendations.  

New evidence is unlikely to change 
guideline recommendations. 

 

Oesophageal varices 

1.5.3 Use band ligation in patients with upper gastrointestinal bleeding from 

oesophageal varices.  

1.5.4 Consider transjugular intrahepatic portosystemic shunts (TIPS) if bleeding from 

oesophageal varices is not controlled by band ligation. 

Gastric varices 

1.5.5 Offer endoscopic injection of N-butyl-2-cyanoacrylate to patients with upper 

gastrointestinal bleeding from gastric varices. 
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1.5.6 Offer TIPS if bleeding from gastric varices is not controlled by endoscopic 

injection of N-butyl-2-cyanoacrylate. 

 

Previous surveillance  

In 2016 surveillance, one randomised 

controlled trial (47) found no benefit of 

adding sclerotherapy to endoscopic 

ligation. Evidence from 2 systematic 

reviews (48,49) and one randomised 

controlled trial (50) suggested 

effectiveness of TIPS compared with 

endoscopic therapy. However, the results 

were mixed with regards to the key 

outcomes of mortality and rebleeding 

rates.  

In the 2014 Evidence Update, no relevant 

evidence was identified. 

2018 surveillance summary 

We found 22 studies looking at treatment 

of variceal bleeding. Interventions, 

comparators, outcomes and results varied. 

Table 2 below shows a summary of these 

results.  

Intelligence gathering 

In 2016 surveillance, a topic expert noted 

that TIPS would be inappropriate for 

people with bleeding due to left-sided 

portal hypertension, which generally 

presents as a lone varix. This specific 

indication was thought to be rare, so no 

changes were made. No new evidence in 

this area was identified in the 2016 

surveillance review.  

No additional feedback was identified at 

the 2018 surveillance review. 

Impact statement  

The evidence appears to be inconsistent 

across studies. In several studies, band 

ligation was beneficial for some outcomes 

but not others. Overall, the evidence 

indicates that band ligation is effective for 

oesophageal varices. Similarly, 

cyanoacrylate and TIPS appear to be 

effective for gastric varices.  

These findings are consistent with current 

recommendations to offer band ligation as 

first-line treatment for oesophageal varices 

and to offer TIPS as second line treatment 

in both oesophageal and gastric varices.  

Studies of other interventions also tended 

to show efficacy for some outcomes but 

not others. There was no strong indicator 

of a need to update recommendations in 

this section of the guideline. 

New evidence is unlikely to change 
guideline recommendations. 
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Table 2 Summary of intervention studies for variceal bleeding 

Study Type n Intervention Comparator Outcome Result 

Treatment of oesophageal varices 

Zhou 2018 (51) 

Oesophageal 

SR 689 (6 

studies) 

Band ligation Drug treatment Mortality Lower with band ligation 

Mortality caused by bleeding, 

rebleeding, rebleeding from varices 

No difference 

Lin 2017 (52) 

Oesophageal 

SR – Band ligation plus 

drug treatment 

Drug treatment Mortality, Bleeding-related 

mortality;  

No difference 

Rebleeding; Variceal rebleeding Lower with band ligation 

plus drug treatment 

Band ligation plus 

drug treatment 

Band ligation Mortality, Bleeding-related 

mortality; Variceal rebleeding 

No difference 

Band ligation plus 

drug treatment 

TIPS Rebleeding Lower with band ligation 

plus drug treatment 

Mortality No difference 

Bleeding-related mortality; Variceal 

rebleeding 

Lower with TIPS 

Halabi 2016 

(53) 

Oesophageal 

 

SR 608 

(9 studies) 

TIPS Endoscopic therapy 1-year mortality; 1-year variceal 

rebleeding 

Lower with TIPS 

1-year hepatic encephalopathy No difference 

Ibrahim 2018 

(54) 

Oesophageal 

RCT 86 Hemospray then 

endoscopic therapy 

Endoscopic therapy Rescue endoscopy before scheduled 

endoscopy, mortality 

Lower with Hemospray 

Sheibani 2016 

(55) 

Oesophageal 

RCT 90 Band ligation then 

repeat band ligation 

after 1 week until 

eradication 

Band ligation then 

repeat band ligation 

after 2 weeks until 

eradication 

Variceal eradication at 4 weeks Higher with band ligation 

repeated every week 

Number of endoscopies until 

eradication; rebleeding at 4 weeks 

and 8 weeks; mortality 

No difference 

Time to variceal eradication Lower with band ligation 

repeated every week. 

Li 2017 (56) 

Oesophageal 

SR – (4 studies) Argon plasma 

coagulation after 

band ligation 

Band ligation Variceal recurrence Lower with argon plasma 

coagulation after band 

ligation 

Fever Higher with argon plasma 

coagulation after band 

ligation 



2018 surveillance of acute upper gastrointestinal bleeding in over 16s: management– Consultation 

document  23 of 38 

Study Type n Intervention Comparator Outcome Result 

Mortality; bleeding recurrence;  No difference 

Kamal 2017 

(57) 

Oesophageal 

RCT 40 Argon plasma 

coagulation after 

band ligation 

Band ligation Variceal recurrence; second ligation Lower with argon plasma 

coagulation after band 

ligation 

Lee 2016 (58) 

Oesophageal 

RCT 71 Prophylactic 

antibiotic for 3 days 

(ceftriaxone 500 mg 

every 12 hours) 

Prophylactic 

antibiotic for 7 days 

(ceftriaxone 500 mg 

every 12 hours) 

Rebleeding, transfusion, 28-day 

mortality 

 

No difference 

Escorsell 2016 

(59) 

Oesophageal 

RCT 28 TIPS (after failed 

medical and 

endoscopic 

treatment) 

Balloon tamponade 

(after failed medical 

and endoscopic 

treatment) 

Treatment success; control of 

bleeding;  

Higher with TIPS 

Transfusion, serious adverse events  Lower with TIPS 

6-week mortality No difference 

Treatment of gastric varices 

Zeng 2017 (60) 

Gastric 

RCT 96 Lauromacrogol plus 

cyanoacrylate 

Lipidiol plus 

cyanoacrylate 

Rebleeding, treatment failure, 

complications 

No difference 

Volume of cyanoacrylate delivered Lower with lauromacrogol 

Wang 2016 (61) 

Gastric 

SR – (5 studies) BRTO TIPS Haemostasis; Technical success; 

Postoperative complications 

No difference 

Postoperative bleeding; 

Postoperative encephalopathy 

Lower with BRTO 

Hassan 2018 

(62) 

Gastric 

RCT 60 Band ligation Cyanoacrylate Control of bleeding Higher with band ligation 

Mortality No difference 

Treatment of both gastric and oesophageal varices 

Mansour 2017 

(63) 

Gastric and 

oesophageal 

RCT 120 Sclerotherapy plus 

band ligation 

Band ligation Number of sessions Lower with sclerotherapy 

Rebleeding, variceal recurrence, 

adverse events 

No difference 

Chen 2016 (47) 

Gastric and 

oesophageal 

RCT 96 Sclerotherapy plus 

band ligation; 

cyanoacrylate for 

gastric varices 

Band ligation; 

cyanoacrylate for 

gastric varices 

Rebleeding Higher with sclerotherapy 

Mortality No difference 

Abstract did not specify type of varices 

RCT 158 Rebleeding and death; rebleeding; 

serious adverse events 

No difference 
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Study Type n Intervention Comparator Outcome Result 

Abraldes 2016 

(64) 

Unspecified 

Simvastatin plus 

band ligation plus 

beta blocker 

Placebo plus band 

ligation plus beta 

blocker 

Death Lower with simvastatin 

Death (Child C cirrhosis)  No difference 

Wang 2017 (65) 

Unspecified 

RCT 127 TIPS with 8 mm 

stent 

TIPS with 10 mm 

stent 

Hepatic encephalopathy Lower with 8 mm stent 

Stent dysfunction, rebleeding, 

rebleeding plus no liver 

transplantation 

No difference 

Wang 2016 (66) 

Unspecified 

RCT 258 TIPS with covered 

stent 

TIPS with bare stent Rebleeding; 4-year or 5-year 

mortality; refractory hydrothorax or 

ascites; restenosis; secondary 

intervention 

Lower with covered stents 

Lv 2017 (67) 

Unspecified 

RCT 49 TIPS Band ligation plus 

beta blocker 

Rebleeding; restenosis Lower with TIPS 

Mortality; hepatic encephalopathy; 

complications or adverse events 

No difference 

Qi 2016 (68) 

Unspecified 

SR – (3 studies) TIPS Drug treatment plus 

endoscopic therapy 

Patients switched to TIPS (failure of 

first line therapy) 

16–25% 

Overal survival; hepatic 

enchephalopathy  

No difference 

Variceal rebleeding Lower with TIPS 

Albillos 2017 

(69) 

Unspecified 

IPD 389 (3 

studies) 

Band ligation plus 

beta blockers 

Beta blockers Rebleeding (people with Child A 

cirrhosis) 

Lower with band ligation 

plus beta blockers 

Rebleeding (people with Child B or C 

cirrhosis) 

No difference 

416 (4 

studies) 

Band ligation plus 

beta blockers  

Band ligation Rebleeding (all cirrhosis categories); 

Mortality (Child B or C cirrhosis) 

Lower with band ligation 

plus beta blockers 

Zhang 2017 

(70) 

Unspecified 

SR 2,185 (24 

studies) 

TIPS Endoscopic therapy Mortality; postoperative 

encephalopathy (all cirrhosis 

categories and Child C supgroup) 

No difference 

Variceal rebleeding; bleeding-related 

mortality 

Lower with TIPS 

Mortality (people with Child C 

cirrhosis) 

Lower with TIPS 

Tian 2018 (71) 

Unspecified 

SR 1,540 

(20 studies) 

TIPS Sclerotherapy Rebleeding  Lower with TIPS 

Hepatic encephalopathy; length of 

stay in hospital  

Higher with TIPS 
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Study Type n Intervention Comparator Outcome Result 

n=number of participants. BRTO=Balloon-occluded retrograde transvenous obliteration. TIPS= transjugular intrahepatic portosystemic shunt. 

RCT=randomised controlled trial. SR=systematic review. IPD= Individual patient data meta-analysis. 

Where a study did not report the overall number of participants in the abstract this is shown by the dash symbol (–). 

 

Control of bleeding and prevention of re-bleeding in patients on 

NSAIDs, aspirin or clopidogrel 

1.6.1 Continue low-dose aspirin for secondary prevention of vascular events in patients 

with upper gastrointestinal bleeding in whom haemostasis has been achieved. 

1.6.2 Stop other non-steroidal anti-inflammatory drugs (including cyclooxygenase-2 

[COX-2] inhibitors) during the acute phase in patients presenting with upper 

gastrointestinal bleeding. 

1.6.3 Discuss the risks and benefits of continuing clopidogrel (or any other 

thienopyridine antiplatelet agents) in patients with upper gastrointestinal bleeding 

with the appropriate specialist (for example, a cardiologist or a stroke specialist) 

and with the patient. 

Surveillance decision 

This section of the guideline should not be updated.  

 

Previous surveillance  

No relevant evidence was identified in 

previous surveillance in 2016, or in the 

2014 Evidence Update. 

2018 surveillance summary 

Restarting oral anticoagulants 

A systematic review (72) of 7 studies 

(n=5,685) assessed the benefits and risks 

of oral anticoagulant therapy in people 

who had a major bleeding event. No 

significant difference in risk of stroke was 

seen between people who restarted oral 

anticoagulants and those who did not. 

People who restarted oral anticoagulants 

had a lower risk of thromboembolism. 

Results were reported to be similar for 

people who had gastrointestinal bleeds 

and those who had intracranial bleeds. 

People who restarted oral anticoagulants 

had significantly higher risk of recurrent 

major bleeding but lower risk of all-cause 

mortality. Overall, restarting oral 

anticoagulants was associated with clinical 

benefit. 
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A retrospective modelling study (73) used 

data from 3 hospitals to evaluate the 

timing of restarting vitamin K antagonists 

after upper gastrointestinal bleeding 

(n=207). Participants restarted vitamin K 

antagonists a median of 1 week after the 

bleed (range 0.2 to 3.4 weeks). Restarting 

vitamin K antagonists was associated with 

a reduced risk of thromboembolism and of 

death, but increased risk of recurrent 

bleeding. The authors concluded that the 

optimum timing for restarting vitamin K 

antagonists may be 3–6 weeks after a 

gastrointestinal bleed. However, they 

noted that this decision should take into 

account the degree of thromboembolic 

risk and the patient’s values and 

preferences. 

Non-steroidal anti-inflammatory drugs 

A randomised controlled trial (74) assessed 

celecoxib 100 mg twice a day compared 

with naproxen 500 mg twice a day in 

people who had upper gastrointestinal 

bleeding and were negative for H pylori 

infection (n=514). Participants had arthritis 

and ‘cardiothrombotic’ conditions and all 

received esomeprazole 20 mg daily and 

took aspirin 80 mg daily. Recurrent 

gastrointestinal bleeding occurred more 

often in people taking naproxen compared 

with those taking celecoxib. 

Intelligence gathering 

Topic expert feedback indicated that 

aspirin may be withheld for a few days 

after upper gastrointestinal bleeding in 

some services in the UK.  

Topic expert feedback additionally 

suggested that this section of the guideline 

should be updated to include advice for 

treating patients taking non-vitamin K oral 

anticoagulants.  

Impact statement 

The guideline recommends discussing the 

risks and benefits of continuing clopidogrel 

(or any other thienopyridine antiplatelet 

agents) in patients with upper 

gastrointestinal bleeding with the 

appropriate specialist. The guideline 

assessed the antiplatelet agents aspirin 

and clopidogrel because their irreversible 

inhibition of platelets means that their 

action lasts for around 10 days after 

stopping treatment. 

An MHRA drug safety update on 

clopidogrel and proton pump inhibitors 

notes that: ‘Use of either omeprazole or 

esomeprazole with clopidogrel should be 

discouraged. The current evidence does 

not support extending this advice to other 

PPIs.’ This is thought not to affect current 

recommendations because discussion of 

the risks and benefits of continued 

treatment should take account of drug 

safety updates. 

In terms of non-vitamin K oral 

anticoagulants, although the guideline 

does not include recommendations on this 

class of drugs, NICE has published advice 

on reversal of the anticoagulant effect of 

dabigatran: idarucizumab (ESNM73). This 

summarises the evidence for use of 

idarucizumab, which is licensed for rapid 

reversal of dagibatran, for example for 

emergency surgery or urgent procedures, 

or in life-threatening or uncontrolled 

bleeding. 

Evidence suggests that the benefits of 

continuing oral anticoagulants after a 

major bleeding event, including upper 

gastrointestinal bleeds outweigh the risks 

of future bleeds. Therefore, updating 

recommendations to include advice on 

https://www.gov.uk/drug-safety-update/clopidogrel-and-proton-pump-inhibitors-interaction-updated-advice
https://www.nice.org.uk/advice/esnm73/chapter/Key-points-from-the-evidence
https://www.nice.org.uk/advice/esnm73/chapter/Key-points-from-the-evidence
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anticoagulant use is not thought to be 

necessary at this time. 

A further study suggests that restarting 

vitamin K antagonists 3 to 6 weeks after 

upper gastrointestinal bleeding may be 

optimum for balancing the benefits with 

the risk of further bleeds. However, this 

study did not report using the patient’s 

INR to guide decision-making, which is an 

important factor when using vitamin K 

antagonists. The guideline does not 

include specific recommendations about 

restarting vitamin K antagonists. This study 

is unlikely to impact on the guideline at 

this time. 

The guideline recommends stopping non-

steroidal anti-inflammatory drugs in the 

acute phase of upper gastrointestinal 

bleeding. One study suggests the celecoxib 

may be associated with fewer recurrent 

gastrointestinal bleeds than naproxen. 

However, the abstract did not report the 

incidence of other adverse events. 

Therefore, this study is unlikely to impact 

on current recommendations. Additionally, 

it does not influence the current 

recommendation to stop these drugs in 

the acute phase after upper 

gastrointestinal bleeding. 

New evidence is unlikely to change 
guideline recommendations. 

 

Primary prophylaxis for acutely ill patients in critical care 

1.7.1 Offer acid-suppression therapy (H2-receptor antagonists or proton pump 

inhibitors) for primary prevention of upper gastrointestinal bleeding in acutely ill 

patients admitted to critical care. If possible, use the oral form of the drug.* 

* As of August 2016, only the H2-receptor antagonists ranitidine and cimetidine are licensed for 
prophylaxis of gastrointestinal bleeding in acutely ill patients. The proton pump inhibitors omeprazole, 
esomeprazole, lansoprazole, pantoprazole and rabeprazole are not licensed for prophylaxis of 
gastrointestinal bleeding in acutely ill patients. The use of proton pump inhibitors or H2-receptor 
antagonists other than ranitidine and cimetidine for this indication would be off label. 

1.7.2 Review the ongoing need for acid-suppression drugs for primary prevention of 

upper gastrointestinal bleeding in acutely ill patients when they recover or are 

discharged from critical care.  

Surveillance decision 

This section of the guideline should not be updated.  

 

Previous surveillance  

In previous surveillance in 2016, no new 

evidence was identified. In the 2014 

Evidence Update, 4 studies were identified 

(75–78) suggesting lower gastrointestinal 

bleeding with PPIs compared with H2 

receptor antagonists, and for prophylaxis 
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with either type of drug compared with 

placebo. No effects were seen on other 

outcomes.  

2018 surveillance summary 

We identified 9 studies assessing 

pharmacological treatments for stress 

ulcer prophylaxis. Table 3 below 

summarises the results of these studies. 

Overall, PPIs, histamine 2 receptor 

antagonists, and sucralfate appear to 

reduce gastrointestinal bleeding. There is 

little evidence to establish a definitive link 

between stress-ulcer prophylaxis and 

possible adverse events, particularly 

increases in pneumonia or Clostridium 

difficile infections. 

One study (79) added naloxone to PPI 

prophylaxis for people with respiratory 

failure. Naloxone appeared to improve 

respiratory and gastrointestinal outcomes. 

Naloxone does not have a marketing 

authorisation for this indication in the UK.  

Intelligence gathering 

In 2016, the footnote to recommendation 

1.7.1 was added to note that two 

histamine 2 receptor antagonists are 

licensed for stress ulcer prophylaxis, but 

no PPIs have such a license, which remains 

the case.  

The 2016 surveillance also identified an 

ongoing study (the Stress Ulcer 

Prophylaxis in the Intensive Care Unit 

[SUP-ICU] trial; n=3,350). This study 

assessing stress-ulcer prophylaxis with 

pantoprazole compared with placebo has 

now completed, although results have not 

yet published.  

Impact statement  

Although many new studies of acid 

suppressing drugs for stress ulcer 

prophylaxis were identified, they generally 

support current recommendations. One 

study of naloxone suggests it may be 

beneficial for stress ulcer prophylaxis in 

people with respiratory failure. However, 

replication of these results in a larger study 

would be needed before they would 

impact on the current recommendations. 

We will check regularly for publication of 

results from the SUP-ICU trial. We will 

then consider any impact of the results on 

recommendations.  

New evidence is unlikely to change 
guideline recommendations. 

 

 

Table 3: Summary of studies of stress ulcer prophylaxis 

Study Type n Intervention Comparator Outcome Result 

Alshamsi 2016 

(22) 

 

SR 2,117 (19 

studies) 

Proton pump 

inhibitors 

H2 receptor antagonists Clinically important 

gastrointestinal bleeding; overt 

gastrointestinal bleeding 

Lower with proton pump 

inhibitors 

Pneumonia, mortality; length of 

stay in intensive care unit 

No difference 

https://clinicaltrials.gov/ct2/show/NCT02467621
https://clinicaltrials.gov/ct2/show/NCT02467621
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Study Type n Intervention Comparator Outcome Result 

Clostridium difficile infection Not reported in the 

included studies 

Alhazzani 2018 

(80) 

SR 7,293 (57 

studies) 

Proton pump 

inhibitors 

H2 receptor antagonists 

or sucralfate or placebo 

Clinically important 

gastrointestinal bleeding 

Lower with proton pump 

inhibitors 

Pneumonia Probably higher with 

proton pump inhibitors 

Clostridium difficile infection Reported in 1 study, but 

result not reported in the 

abstract 

Toews 2018 (81) SR – (121 

studies) 

Any prophylaxis No prophylaxis or 

placebo 

Upper gastrointestinal bleeding Lower with any 

prophylaxis 

2,149 

(24 studies) 

H2 receptor 

antagonists 

No prophylaxis or 

placebo 

Upper gastrointestinal bleeding Lower with H2 receptor 

antagonists 

774 

(8 studies) 

Antacids No prophylaxis or 

placebo 

Upper gastrointestinal bleeding Lower with antacids 

598 

(7 studies) 

Sucralfate No prophylaxis or 

placebo 

Upper gastrointestinal bleeding Lower with sucralfate 

– Proton pump 

inhibitors 

No prophylaxis or 

placebo 

Upper gastrointestinal bleeding No difference (but data 

not reported in abstract) 

1,636 

(18 studies) 

Proton pump 

inhibitors 

H2 receptor antagonists Upper gastrointestinal bleeding Lower with proton pump 

inhibitors 

945 

(8 studies); 

450 

(4 studies) 

H2 receptor 

antagonists; 

sucralfate 

No prophylaxis or 

placebo 

Pneumonia No difference 

1,256 

(10 studies) 

Proton pump 

inhibitors 

H2 receptor antagonists Pneumonia No difference 

Alquraini 2017 

(82) 

SR  3,121 

(21 studies) 

Sucralfate H2 receptor antagonists Clinically important 

gastrointestinal bleeding, 

mortality; length of stay in 

intensive care unit 

No difference  

Pneumonia Lower with sucralfate 

Lin 2016 (83) RCT 120 Lansoprazole 30 mg No prophylaxis Apparent upper gastrointestinal 

bleeding 

Lower with lansoprazole 

Ventilator-associated pneumonia; 

30-day mortality 

No difference 

RCT 214 Pantoprazole  Placebo Clinically significant 

gastrointestinal bleeding 

No cases in either group 
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Study Type n Intervention Comparator Outcome Result 

Selvanderan 

2016 (84) 

Clostridium difficile infection One case in pantoprazole 

group, no cases in placebo 

group 

Mortality; overt bleeding; daily 

haemoglobin concentration 

No difference 

Patients with respiratory failure 

He 2017 (79) RCT 120 Naloxone plus 

pantoprazole 

Pantoprazole Partial pressure of oxygen; Partial 

pressure of carbon dioxide 

Improved with naloxone 

Gastrointestinal bleeding and 

discomfort; discharge rate, 

intubation rate, mortality, length 

of stay 

Lower with naloxone 

Patients on enteral feeding 

Huang 2018 

(85) 

SR 889 

(7 studies) 

‘Pharmacologic’ 

stress ulcers 

prophylaxis 

Placebo or no 

prophylaxis 

Gastrointestinal bleeding; 

mortality; Clostridium difficile 

infection; length of stay in 

intensive care unit; duration of 

mechanical ventilation 

No difference 

Pneumonia Higher with stress ulcer 

prophylaxis 

Yao 2017 (86) RCT 52 Omeprazole plus 

early enteral feeding 

Early enteral feeding Mortality; stress ulcer incidence; 

faecal occult blood; gastric occult 

blood 

Lower with omeprazole 

Nocturnal gastric pH; 24 hour 

gastric pH 

Higher with omeprazole 

Insomnia, headache, abnormal 

liver function 

No difference 

SR=Systematic review, RCT=randomised controlled trial.  

The symbol – represents missing data, most often the number of participants in a systematic review. 

 

Information and support for patients and carers 

1.8.1 Establish good communication between clinical staff and patients and their family 

and carers at the time of presentation, throughout their time in hospital and 

following discharge. This should include: 

● giving verbal information that is recorded in medical records 

● different members of clinical teams providing consistent information  

● providing written information where appropriate 
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● ensuring patients and their families and carers receive consistent 

information. 

Surveillance decision 

No new information was identified at any surveillance review. 

 

Research recommendations 

No research recommendations were made for this guideline. 

References 

1.  Chandra S, Hess EP, Agarwal D, Nestler DM, Montori VM, Song LMWK, et al. (2012 
[cited 2018 Sep 13]) External validation of the Glasgow-Blatchford Bleeding Score and 
the Rockall Score in the US setting. The American Journal of Emergency Medicine 
30(5):673–9 

2.  Stanley, AJ, Laine, L, Dalton, HR, Ngu, JH, Schultz, M, Abazi, R, et al. (2017) 
Comparison of risk scoring systems for patients presenting with upper gastrointestinal 
bleeding: international multicentre prospective study. BMJ 356:i6432 

3.  Ramaekers, R, Mukarram, M, Smith, CA, Thiruganasambandamoorthy, V (2016) The 
Predictive Value of Preendoscopic Risk Scores to Predict Adverse Outcomes in 
Emergency Department Patients With Upper Gastrointestinal Bleeding: A Systematic 
Review. Academic Emergency Medicine 23(11):1218–27 

4.  Martinez-Cara, JG, Jimenez-Rosales, R, Ubeda-Munoz, M, de HML, de TJ, Redondo-
Cerezo, E (2016) Comparison of AIMS65, Glasgow-Blatchford score, and Rockall score 
in a European series of patients with upper gastrointestinal bleeding: performance 
when predicting in-hospital and delayed mortality. United European Gastroenterology 
Journal 4(3):371–9 

5.  Anchu, AC, Mohsina, S, Sureshkumar, S, Mahalakshmy, T, Kate, V (2017) External 
validation of scoring systems in risk stratification of upper gastrointestinal bleeding. 
Indian Journal of Gastroenterology 36(2):105–12 

6.  Zhong, M, Chen, WJ, Lu, XY, Qian, J, Zhu, CQ (2016) Comparison of three scoring 
systems in predicting clinical outcomes in patients with acute upper gastrointestinal 
bleeding: a prospective observational study. Journal of Digestive Diseases 17(12):820–
8 

7.  Contreras-Omana, R, Alfaro-Reynoso, JA, Cruz-Chavez, CE, Velarde-Ruiz VA, Flores-
Ramirez, DI, Romero-Hernandez, I, et al. (2017) The Progetto Nazionale Emorragia 
Digestiva (PNED) system vs. the Rockall score as mortality predictors in patients with 
nonvariceal upper gastrointestinal bleeding: A multicenter prospective study. Revista 
de Gastroenterologia de Mexico 82(2):123–8 

8.  Lau, HK, Wong, HT, Lui, CT, Tsui, KL (2016) Comparison of risk stratification scores for 
patients presenting with symptoms of upper gastrointestinal bleeding in the 



2018 surveillance of acute upper gastrointestinal bleeding in over 16s: management– Consultation 

document  32 of 38 

emergency department. Hong Kong Journal of Emergency Medicine 23(4):199–209 

9.  Kong, T, In, S, Park, YS, Lee, HS, Lee, JW, You, JS, et al. (2017) Usefulness of the Delta 
Neutrophil Index to Predict 30-Day Mortality in Patients with Upper Gastrointestinal 
Bleeding. Shock 48(4):427–35 

10.  Jensen, DM, Kovacs, TOG, Ohning, G V., Ghassemi, K, Machicado, GA, Dulai, GS, et al. 
(2017) Doppler Endoscopic Probe Monitoring of Blood Flow Improves Risk 
Stratification and Outcomes of Patients With Severe Nonvariceal Upper 
Gastrointestinal Hemorrhage. Gastroenterology 152(6):1310–1318.e1 

11.  Kayali, A, Akyol, PY, Topal, FE, Payza, U, Topal, F, Bilgin, S, et al. (2017) Evaluation of 
the effectiveness of clinical classifications in patients who apply to the emergency 
department with upper gastrointestinal system bleeding. Biomedical Research (India) 
28(10):4618–24 

12.  Motola-Kuba, M, Escobedo-Arzate, A, Tellez-Avila, F, Altamirano, J, Aguilar-Olivos, N, 
Gonzalez-Angulo, A, et al. (2016) Validation of prognostic scores for clinical outcomes 
in cirrhotic patients with acute variceal bleeding. Annals of Hepatology 15(6):895–901 

13.  Wang, CH, Hung, MS, Wu, KH, Chen, YC (2017) Comparison of two scoring systems in 
predicting outcomes in non-variceal upper gastrointestinal bleeding in Taiwanese 
population. Journal of Acute Medicine 7(3):115–21 

14.  Thanapirom, K, Ridtitid, W, Rerknimitr, R, Thungsuk, R, Noophun, P, Wongjitrat, C, et 
al. (2016) Prospective comparison of three risk scoring systems in non-variceal and 
variceal upper gastrointestinal bleeding. Journal of Gastroenterology and Hepatology 
(Australia) 31(4):761–7 

15.  Budimir, I, Stojsavljevic, S, Barsic, N, Biscanin, A, Mirosevic, G, Bohnec, S, et al. (2017) 
Scoring systems for peptic ulcer bleeding: Which one to use? World Journal of 
Gastroenterology 23(41):7450–8 

16.  Villanueva C, Colomo A, Bosch A, Concepción M, Hernandez-Gea V, Aracil C, et al. 
(2013 [cited 2018 Sep 13]) Transfusion Strategies for Acute Upper Gastrointestinal 
Bleeding. New England Journal of Medicine 368(1):11–21 

17.  Jairath V, Kahan BC, Gray A, Doré CJ, Mora A, James MW, et al. (2015 [cited 2018 Sep 
13]) Restrictive versus liberal blood transfusion for acute upper gastrointestinal 
bleeding (TRIGGER): a pragmatic, open-label, cluster randomised feasibility trial. The 
Lancet 386(9989):137–44 

18.  Gluud LL, Klingenberg SL, Langholz E (2012 [cited 2018 Sep 13]) Tranexamic acid for 
upper gastrointestinal bleeding. Chichester, UK: John Wiley & Sons, Ltd 

19.  Bennett C, Klingenberg SL, Langholz E, Gluud LL (2014 [cited 2018 Sep 13]) 
Tranexamic acid for upper gastrointestinal bleeding. Cochrane Database of Systematic 
Reviews (11) 

20.  Odutayo, A, Desborough, MJR, Trivella, M, Stanley, AJ, Doree, C, Collins, GS, et al. 
(2017) Restrictive versus liberal blood transfusion for gastrointestinal bleeding: a 
systematic review and meta-analysis of randomised controlled trials. The Lancet 
Gastroenterology & Hepatology 2(5):354–60 

21.  Rockey, DC, Ahn, C, de MSW. J (2017) Randomized pragmatic trial of nasogastric tube 
placement in patients with upper gastrointestinal tract bleeding. Journal of 
Investigative Medicine 65(4):759–64 



2018 surveillance of acute upper gastrointestinal bleeding in over 16s: management– Consultation 

document  33 of 38 

22.  Alshamsi F, Belley-Cote E, Cook D, Almenawer SA, Alqahtani Z, Perri D, et al. (2016) 
Efficacy and safety of proton pump inhibitors for stress ulcer prophylaxis in critically ill 
patients: a systematic review and meta-analysis of randomized trials. Critical Care 
(London, England) 20(1):120 

23.  Tavakoli, N, Mokhtare, M, Agah, S, Azizi, A, Masoodi, M, Amiri, H, et al. (2018) 
Comparison of the efficacy of intravenous tranexamic acid with and without topical 
administration versus placebo in urgent endoscopy rate for acute gastrointestinal 
bleeding: A double-blind randomized controlled trial. United European 
Gastroenterology Journal 6(1):46–54 

24.  Saidi, H, Shojaie, S, Ghavami, Y, Mirafzal, A, Sisakht, MT, Sotudehnia, M (2017) Role of 
intra-gastric tranexamic acid in management of acute upper gastrointestinal bleeding. 
IIOAB Journal 8(1):76–81 

25.  Theivanayagam S, Lim RG, Cobell WJ, Gowda JT, Matteson ML, Choudhary A, et al. 
(2013 [cited 2018 Sep 13]) Administration of erythromycin before endoscopy in upper 
gastrointestinal bleeding: a meta-analysis of randomized controlled trials. Saudi journal 
of gastroenterology : official journal of the Saudi Gastroenterology Association 
19(5):205–10 

26.  Rahman, R, Nguyen, DL, Sohail, U, Almashhrawi, AA, Ashraf, I, Puli, SR, et al. (2016) 
Pre-endoscopic erythromycin administration in upper gastrointestinal bleeding: an 
updated meta-analysis and systematic review. Annals of Gastroenterology 29(3):312–
7 

27.  Chung, WC, Jeon, EJ, Oh, JH, Park, JM, Kim, TH, Cheung, DY, et al. (2016) Dual-
priming oligonucleotide-based multiplex PCR using tissue samples from the rapid 
urease test kit for the detection of Helicobacter pylori in bleeding peptic ulcers. 
Digestive and Liver Disease 48(8):899–903 

28.  Gupta, A, Agarwal, R, Ananthakrishnan, AN (2018) “Weekend Effect” in Patients With 
Upper Gastrointestinal Hemorrhage: A Systematic Review and Meta-analysis. 
American Journal of Gastroenterology 113(1):13–21 

29.  Shih, P-C, Liu, S-J, Li, S-T, Chiu, A-C, Wang, P-C, Liu, LY-M (2018) Weekend effect in 
upper gastrointestinal bleeding: a systematic review and meta-analysis. PeerJ 6:e4248 

30.  Shi, K, Shen, Z, Zhu, G, Meng, F, Gu, M, Ji, F (2017) Systematic review with network 
meta-analysis: dual therapy for high-risk bleeding peptic ulcers. BMC Gastroenterology 
17(1):55 

31.  Khodadoostan, M, Karami-Horestani, M, Shavakhi, A, Sebghatollahi, V (2016) 
Endoscopic treatment for high-risk bleeding peptic ulcers: A randomized, controlled 
trial of epinephrine alone with epinephrine plus fresh frozen plasma. Journal of 
Research in Medical Sciences 21:135 

32.  Chiu, PW, Joeng, HK, Choi, CL, Tsoi, KK, Kwong, KH, Lam, SH, et al. (2016) High-dose 
omeprazole infusion compared with scheduled second-look endoscopy for prevention 
of peptic ulcer rebleeding: a randomized controlled trial. Endoscopy 48(8):717–22 

33.  Scally B, Emberson JR, Spata E, Reith C, Davies K, Halls H, et al. (2018) Effects of 
gastroprotectant drugs for the prevention and treatment of peptic ulcer disease and its 
complications: a meta-analysis of randomised trials. The Lancet. Gastroenterology & 
Hepatology 3(4):231–41 

34.  Rodriguez, EA, Donath, E, Waljee, AK, Sussman, DA (2017) Value of Oral Proton Pump 



2018 surveillance of acute upper gastrointestinal bleeding in over 16s: management– Consultation 

document  34 of 38 

Inhibitors in Acute, Nonvariceal Upper Gastrointestinal Bleeding: A Network Meta-
Analysis. Journal of Clinical Gastroenterology 51(8):707–19 

35.  Tringali, A, Manta, R, Sica, M, Bassotti, G, Marmo, R, Mutignani, M (2017) Comparing 
intravenous and oral proton pump inhibitor therapy for bleeding peptic ulcers 
following endoscopic management: a systematic review and meta-analysis. British 
Journal of Clinical Pharmacology 83(8):1619–35 

36.  Jian, Z, Li, H, Race, NS, Ma, T, Jin, H, Yin, Z (2016) Is the era of intravenous proton 
pump inhibitors coming to an end in patients with bleeding peptic ulcers? Meta-
analysis of the published literature. British Journal of Clinical Pharmacology 82(3):880–
9 

37.  Rattanasupar, A, Sengmanee, S (2016) Comparison of high dose and standard dose 
proton pump inhibitor before endoscopy in patients with non-portal hypertension 
bleeding. Journal of the Medical Association of Thailand 99(9):988–95 

38.  Sgourakis, G, Chatzidakis, G, Poulou, A, Malliou, P, Argyropoulos, T, Ravanis, G, et al. 
(2018) High-dose vs. Low-dose Proton Pump Inhibitors post-endoscopic hemostasis in 
patients with bleeding peptic ulcer. A meta-analysis and meta-regression analysis. 
Turkish Journal of Gastroenterology 29(1):22–31 

39.  Jensen, DM, Eklund, S, Persson, T, Ahlbom, H, Stuart, R, Barkun, AN, et al. (2017) 
Reassessment of Rebleeding Risk of Forrest IB (Oozing) Peptic Ulcer Bleeding in a 
Large International Randomized Trial. American Journal of Gastroenterology 
112(3):441–6 

40.  Beggs A, Dilworth M, Powell S, Atherton H, Griffiths E (2014 [cited 2018 Sep 13]) A 
systematic review of transarterial embolization versus emergency surgery in treatment 
of major nonvariceal upper gastrointestinal bleeding. Clinical and Experimental 
Gastroenterology 7:93 

41.  Kyaw M, Tse Y, Ang D, Ang T, Lau J (2014 [cited 2018 Sep 13]) Embolization versus 
surgery for peptic ulcer bleeding after failed endoscopic hemostasis: a meta-analysis. 
Endoscopy International Open 2(1):E6–14 

42.  Schmidt, A, Golder, S, Goetz, M, Meining, A, Lau, J, von DS, et al. (2018) Over the 
Scope Clips are More Effective Than Standard Endoscopic Therapy for Patients With 
Recurrent Bleeding of Peptic Ulcers. Gastroenterology 24:24 

43.  Lau, JYW, Pittayanon, R, Wong, K-T, Pinjaroen, N, Chiu, PWY, Rerknimitr, R, et al. 
(2018) Prophylactic angiographic embolisation after endoscopic control of bleeding to 
high-risk peptic ulcers: a randomised controlled trial. Gut 25:25 

44.  Park, SJ, Park, H, Lee, YC, Choi, CH, Jeon, TJ, Park, JC, et al. (2018) Effect of scheduled 
second-look endoscopy on peptic ulcer bleeding: a prospective randomized 
multicenter trial. Gastrointestinal Endoscopy 87(2):457–65 

45.  Seo YS, Park SY, Kim MY, Kim JH, Park JY, Yim HJ, et al. (2014 [cited 2018 Sep 13]) 
Lack of difference among terlipressin, somatostatin, and octreotide in the control of 
acute gastroesophageal variceal hemorrhage. Hepatology 60(3):954–63 

46.  Wang C, Han J, Xiao L, Jin C, Li D, Yang Z (2015 [cited 2018 Sep 13]) Efficacy of 
vasopressin/terlipressin and somatostatin/octreotide for the prevention of early 
variceal rebleeding after the initial control of bleeding: a systematic review and meta-
analysis. Hepatology International 9(1):120–9 



2018 surveillance of acute upper gastrointestinal bleeding in over 16s: management– Consultation 

document  35 of 38 

47.  Chen J, Zeng X-Q, Ma L-L, Li B, Tseng Y-J, Lian J-J, et al. (2016 [cited 2018 Sep 13]) 
Randomized controlled trial comparing endoscopic ligation with or without 
sclerotherapy for secondary prophylaxis of variceal bleeding. European journal of 
gastroenterology & hepatology 28(1):95–100 

48.  Bai M, Qi X-S, Yang Z-P, Wu K-C, Fan D-M, Han G-H (2014 [cited 2018 Sep 13]) EVS 
vs TIPS shunt for gastric variceal bleeding in patients with cirrhosis: A meta-analysis. 
World journal of gastrointestinal pharmacology and therapeutics 5(2):97–104 

49.  Qi X, Jia J, Bai M, Guo X, Su C, García-Pagán JC, et al. (2015 [cited 2018 Sep 13]) 
Transjugular Intrahepatic Portosystemic Shunt for Acute Variceal Bleeding: A Meta-
analysis. Journal of clinical gastroenterology 49(6):495–505 

50.  Holster IL, Tjwa ETTL, Moelker A, Wils A, Hansen BE, Vermeijden JR, et al. (2016 
[cited 2018 Sep 13]) Covered transjugular intrahepatic portosystemic shunt versus 
endoscopic therapy + β-blocker for prevention of variceal rebleeding. Hepatology 
63(2):581–9 

51.  Zhou, YL, Li, P, Liang, XX, Hu, JL, Jiang, Y, Lin, YJ, et al. (2018) Endoscopic variceal 
ligation vs pharmacotherapy in the influencing of mortality and rebleeding rate on 
secondary prevention of esophageal variceal bleeding: A meta-analysis. International 
Journal of Clinical and Experimental Medicine 11(4):2921–31 

52.  Lin, L-L, Du, S-M, Fu, Y, Gu, H-Y, Wang, L, Jian, Z-Y, et al. (2017) Combination therapy 
versus pharmacotherapy, endoscopic variceal ligation, or the transjugular intrahepatic 
portosystemic shunt alone in the secondary prevention of esophageal variceal 
bleeding: a meta-analysis of randomized controlled trials. Oncotarget 8(34):57399–
408 

53.  Halabi, SA, Sawas, T, Sadat, B, Jandali, A, Halabi, HA, Halabi, FA, et al. (2016) Early 
TIPS versus endoscopic therapy for secondary prophylaxis after management of acute 
esophageal variceal bleeding in cirrhotic patients: a meta-analysis of randomized 
controlled trials. Journal of Gastroenterology and Hepatology (Australia) 31(9):1519–
26 

54.  Ibrahim, M, El-Mikkawy, A, Abdel HM, Abdalla, H, Lemmers, A, Mostafa, I, et al. (2018) 
Early application of haemostatic powder added to standard management for 
oesophagogastric variceal bleeding: a randomised trial. Gut 5:5 

55.  Sheibani, S, Khemichian, S, Kim, JJ, Hou, L, Yan, AW, Buxbaum, J, et al. (2016) 
Randomized trial of 1-week versus 2-week intervals for endoscopic ligation in the 
treatment of patients with esophageal variceal bleeding. Hepatology 64(2):549–55 

56.  Li, X, Jiang, T, Gao, J (2017) Endoscopic variceal ligation combined with argon plasma 
coagulation versus ligation alone for the secondary prophylaxis of variceal bleeding: a 
systematic review and meta-analysis. European Journal of Gastroenterology & 
Hepatology 29(6):621–8 

57.  Kamal, A, Abd EAA, Hamza, Y, Zeid, A (2017) Endoscopic Variceal Ligation followed by 
Argon Plasma Coagulation Against Endoscopic Variceal Ligation Alone: A Randomized 
Controlled Trial. Journal of Clinical Gastroenterology 51(1):49–55 

58.  Lee, TH, Huang, CT, Lin, CC, Chung, CS, Lin, CK, Tsai, KC (2016) Similar rebleeding rate 
in 3-day and 7-day intravenous ceftriaxone prophylaxis for patients with acute variceal 
bleeding. Journal of the Formosan Medical Association 115(7):547–52 

59.  Escorsell, A, Pavel, O, Cardenas, A, Morillas, R, Llop, E, Villanueva, C, et al. (2016) 



2018 surveillance of acute upper gastrointestinal bleeding in over 16s: management– Consultation 

document  36 of 38 

Esophageal balloon tamponade versus esophageal stent in controlling acute refractory 
variceal bleeding: A multicenter randomized, controlled trial. Hepatology 63(6):1957–
67 

60.  Zeng, XQ, Ma, LL, Tseng, YJ, Chen, J, Cui, CX, Luo, TC, et al. (2017) Endoscopic 
cyanoacrylate injection with or without lauromacrogol for gastric varices: A 
randomized pilot study. Journal of Gastroenterology & Hepatology 32(3):631–8 

61.  Wang, YB, Zhang, JY, Gong, JP, Zhang, F, Zhao, Y (2016) Balloon-occluded retrograde 
transvenous obliteration versus transjugular intrahepatic portosystemic shunt for 
treatment of gastric varices due to portal hypertension: A meta-analysis. Journal of 
Gastroenterology & Hepatology 31(4):727–33 

62.  Hassan, I, Siddique, A, Azhar, MI (2018) Cyanoacrylate glue versus band ligation for 
acute gastric variceal hemorrhage - A randomized controlled trial at services hospital, 
Lahore. Pakistan Journal of Medical and Health Sciences 12(1):173–6 

63.  Mansour, L, El-Kalla, F, El-Bassat, H, Abd-Elsalam, S, El-Bedewy, M, Kobtan, A, et al. 
(2017) Randomized controlled trial of scleroligation versus band ligation alone for 
eradication of gastroesophageal varices. Gastrointestinal Endoscopy 86(2):307–15 

64.  Abraldes, JG, Villanueva, C, Aracil, C, Turnes, J, Hernandez-Guerra, M, Genesca, J, et al. 
(2016) Addition of Simvastatin to Standard Therapy for the Prevention of Variceal 
Rebleeding Does Not Reduce Rebleeding but Increases Survival in Patients With 
Cirrhosis. Gastroenterology 150(5):1160–1170.e3 

65.  Wang, Q, Lv, Y, Bai, M, Wang, Z, Liu, H, He, C, et al. (2017) Eight millimetre covered 
TIPS does not compromise shunt function but reduces hepatic encephalopathy in 
preventing variceal rebleeding. Journal of Hepatology 67(3):508–16 

66.  Wang, L, Xiao, Z, Yue, Z, Zhao, H, Fan, Z, Zhao, M, et al. (2016) Efficacy of covered and 
bare stent in TIPS for cirrhotic portal hypertension: A single-center randomized trial. 
Scientific Reports 6:21011 

67.  Lv, Y, Qi, X, He, C, Wang, Z, Yin, Z, Niu, J, et al. (2017) Covered TIPS versus endoscopic 
band ligation plus propranolol for the prevention of variceal rebleeding in cirrhotic 
patients with portal vein thrombosis: a randomised controlled trial. Gut 28:28 

68.  Qi, X, Tian, Y, Zhang, W, Zhao, H, Han, G, Guo, X (2016) Covered TIPS for secondary 
prophylaxis of variceal bleeding in liver cirrhosis: A systematic review and meta-
analysis of randomized controlled trials. Medicine 95(50):e5680 

69.  Albillos, A, Zamora, J, Martinez, J, Arroyo, D, Ahmad, I, De-la-Pena, J, et al. (2017) 
Stratifying risk in the prevention of recurrent variceal hemorrhage: Results of an 
individual patient meta-analysis. Hepatology 66(4):1219–31 

70.  Zhang, H, Zhang, H, Li, H, Zhang, H, Zheng, D, Sun, CM, et al. (2017) TIPS versus 
endoscopic therapy for variceal rebleeding in cirrhosis: A meta-analysis update. Journal 
of Huazhong University of Science and Technology. Medical Sciences 37(4):475–85 

71.  Tian, L, He, Y, Li, D, Zhang, H (2018) Surgical shunts compared with endoscopic 
sclerotherapy for the treatment of variceal bleeding in adults with portal hypertension: 
a systematic review and meta-analysis. Postgraduate Medical Journal 94(1107):7–14 

72.  Proietti, M, Romiti, GF, Romanazzi, I, Farcomeni, A, Staerk, L, Nielsen, PB, et al. (2018) 
Restarting oral anticoagulant therapy after major bleeding in atrial fibrillation: A 
systematic review and meta-analysis. International Journal of Cardiology 261:84–91 



2018 surveillance of acute upper gastrointestinal bleeding in over 16s: management– Consultation 

document  37 of 38 

73.  Majeed, A, Wallvik, N, Eriksson, J, Hoijer, J, Bottai, M, Holmstrom, M, et al. (2017) 
Optimal timing of vitamin K antagonist resumption after upper gastrointestinal 
bleeding. A risk modelling analysis. Thrombosis & Haemostasis 117(3):491–9 

74.  Chan, FKL, Ching, JYL, Tse, YK, Lam, K, Wong, GLH, Ng, SC, et al. (2017) 
Gastrointestinal safety of celecoxib versus naproxen in patients with cardiothrombotic 
diseases and arthritis after upper gastrointestinal bleeding (CONCERN): an industry-
independent, double-blind, double-dummy, randomised trial. Lancet 
389(10087):2375–82 

75.  Krag M, Perner A, Wetterslev J, Wise MP, Hylander MM (2014) Stress ulcer 
prophylaxis versus placebo or no prophylaxis in critically ill patients. A systematic 
review of randomised clinical trials with meta-analysis and trial sequential analysis. 
Intensive Care Medicine 40(1):11–22 

76.  Barkun AN, Adam V, Martel M, Marc B (2013 [cited 2018 Sep 13]) Cost-Effectiveness 
Analysis: Stress Ulcer Bleeding Prophylaxis with Proton Pump Inhibitors, H2 Receptor 
Antagonists. Value in Health 16(1):14–22 

77.  Alhazzani W, Alenezi F, Jaeschke RZ, Moayyedi P, Cook DJ (2013 [cited 2018 Sep 13]) 
Proton pump inhibitors versus histamine 2 receptor antagonists for stress ulcer 
prophylaxis in critically ill patients: a systematic review and meta-analysis. Critical care 
medicine 41(3):693–705 

78.  Barkun AN, Bardou M, Pham CQD, Martel M (2012 [cited 2018 Sep 13]) Proton Pump 
Inhibitors vs. Histamine 2 Receptor Antagonists for Stress-Related Mucosal Bleeding 
Prophylaxis in Critically Ill Patients: A Meta-Analysis. The American Journal of 
Gastroenterology 107(4):507–20 

79.  He, G-W, Zhao, Y-M, Zhou, J (2017) Naloxone combined with pantoprazole for 
prevention of upper gastrointestinal bleeding in patients with respiratory failure. 
World chinese journal of digestology 25(1):102–6 

80.  Alhazzani, W, Alshamsi, F, Belley-Cote, E, Heels-Ansdell, D, Brignardello-Petersen, R, 
Alquraini, M, et al. (2018) Efficacy and safety of stress ulcer prophylaxis in critically ill 
patients: a network meta-analysis of randomized trials. Intensive Care Medicine 
44(1):1–11 

81.  Toews, I, George, AT, Peter, J V., Kirubakaran, R, Fontes, LES, Ezekiel, JPB, et al. (2018) 
Interventions for preventing upper gastrointestinal bleeding in people admitted to 
intensive care units. Cochrane Database of Systematic Reviews 6:cd008687 

82.  Alquraini, M, Alshamsi, F, Moller, MH, Belley-Cote, E, Almenawer, S, Jaeschke, R, et al. 
(2017) Sucralfate versus histamine 2 receptor antagonists for stress ulcer prophylaxis 
in adult critically ill patients: A meta-analysis and trial sequential analysis of 
randomized trials. Journal of Critical Care 40:21–30 

83.  Lin, CC, Hsu, YL, Chung, CS, Lee, TH (2016) Stress ulcer prophylaxis in patients being 
weaned from the ventilator in a respiratory care center: A randomized control trial. 
Journal of the Formosan Medical Association 115(1):19–24 

84.  Selvanderan, SP, Summers, MJ, Finnis, ME, Plummer, MP, Ali AY, Anderson, MB, et al. 
(2016) Pantoprazole or Placebo for Stress Ulcer Prophylaxis (POP-UP): Randomized 
Double-Blind Exploratory Study. Critical Care Medicine 44(10):1842–50 

85.  Huang, H-B, Jiang, W, Wang, C-Y, Qin, H-Y, Du, B (2018) Stress ulcer prophylaxis in 
intensive care unit patients receiving enteral nutrition: a systematic review and meta-



2018 surveillance of acute upper gastrointestinal bleeding in over 16s: management– Consultation 

document  38 of 38 

analysis. Critical Care (London, England) 22(1):20 

86.  Yao, H, Liu, X, Cheng, K, Liu, P, Xu, J, Jiang, D (2017) Early enteral nutrition combined 
with omeprazole for prevention of stress ulcer in patients with cerebral apoplexy. 
World chinese journal of digestology 25(11):1016–20 

 

© NICE 2018. All rights reserved. Subject to Notice of rights. 

 

https://www.nice.org.uk/terms-and-conditions#notice-of-rights

