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Tranexamic acid for the treatment of gastrointestinal 
bleeding: an international randomised, 

double blind placebo controlled trial

RATIONALE AND OVERVIEW 



 A common emergency

 Important cause of mortality and morbidity

 Case fatality is high (10–20% in the UK)

Gastrointestinal haemorrhage

• Rockall TA et al. BMJ, 1995. 311(6999): p. 222-6. 
• Williams JG et al. Gut, 2007. 56 Suppl 1: p. 1-113.



Fibrinolysis & Tranexamic Acid (TXA)

 At the site of damaged blood vessel, a 
fibrin blood clot forms 

 Plasmin can impair clot stability and 
worsen bleeding

 TXA inhibits plasmin and reduces 
bleeding

Fibrin 

Plasmin
Tranexamic Acid 



TXA reduces bleeding in surgery

Ker et al. BMJ 2012; 344:e3054
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TXA use in surgery



TXA worseTXA better

0.8 0.9 1.0 1.1

Risk ratio (95% CI)

TXA-allocated

(n=10,060)

489 (4.9%)

Placebo-allocated

(n=10,067)

574 (5.7%)

The CRASH-2 Collaborators. The Lancet. 2010; 376(9734):23-32

CRASH-2 trial results

TXA reduces death due to bleeding in trauma patients

0.85 (0.76–0.96) 2P=0.0077



TXA in upper GI bleeding

TXA may reduce death in GI bleeding but the quality of the trials is poor

Manno D et al. BMJ 2014; 348:g1421

Bagnenko 2011 0.38 (0.04–3.38)

Barer 1983 0.46 (0.26–0.82)

Bergqvist 1980 0.63 (0.17–2.31)

Biggs 1976 0.47 (0.09–2.51)

Cormack 1973 0.97 (0.20–4.67)

Engqvist 1979 0.88  (0.41–1.87)

Hawkey 2001a 0.80 (0.22–2.63)

Hawkey 2001b 2.41 (0.48–12.12)

Staël von Holstein 1987 0.77 (0.22–2.63)

Pooled 0.66 (0.47–0.93) 
χ2=5.29 (P=0.73); I2=0%
Z=2.37 (P=0.02) 

Risk ratio, M-H, Fixed, 95% CI

4 60.60.2 0.4 21.0
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Trials are too small to assess the effect of TXA 
on thromboembolic events

TXA in upper GI bleeding (2)



 GI bleeding is an important cause of death

 TXA reduces bleeding in surgery

 TXA reduces death due to bleeding in trauma patients

 TXA may reduce deaths in GI bleeding but the evidence is poor

 TXA could reduce death and morbidity in GI bleeding

Rationale for HALT-IT



To quantify the effect of TXA on mortality and morbidity

 Primary outcome: death in hospital within 28 days of 
randomisation (cause-specific mortality will also be recorded)

 Secondary outcomes:
• Death from haemorrhage

• Re-bleeding

• Need for surgery or radiological intervention

• Blood product transfusion

• Thromboembolic events 

• Other adverse medical events 

• Patient’s selfcare capacity

• Days spent in ICU or HDU
• Patient status (death, hospital readmission) at 12 months*

Aims

* England and Wales only



 Trial design: randomised, double blind, placebo controlled 

 Target sample size: 12,000 adults with acute significant upper 
or lower GI bleeding

 Where?  Worldwide

Study characteristics



 A completed Hospital & Principal Investigator CV Form

 GCP training certificate(s)

 Approval of your hospital (if required)

 Ethics Approval (local and/or national)

 Ministry of Public Health approval (if applicable)

 A signed Principal Investigator Agreement

 A copy of the approved Patient Information Sheet & 
Consent form (if different from the protocol sent to you)

Before the trial starts



Good Clinical Practice (GCP) is an international standard 
for designing, conducting, recording and reporting trials 
that involve the participation of human subjects. 

 Free online training via our website

 All staff should complete training before the study 
starts at your hospital

Good Clinical Practice (GCP)



Nominate someone 
to be responsible in 

your absence

Identify people to be 
responsible for specific 

trial processes – they must 
be interested in the trial

Every specialty should 
be represented:
 emergency medicine
 gastroenterology
 intensive care
 general surgery
 nurses
 clerical staff
 pharmacy
 managers
 administrators

Roles may include:
 principal investigator
 sub-investigator
 data collection
 study coordinator

Provide information 
and training to all 

team members

Create a trial team



Overview

All clinically 
indicated 
treatment 
is given in 

addition to 
trial enrolment

Adverse events 
are reported 
up to day 28

If prior consent 
waiver used, 
consent from 

patient or 
relative 

required after 
emergency is 

over

ELIGIBILITY (data collected on entry form)
Adults with significant acute upper or lower gastrointestinal bleeding

Responsible clinician is substantially uncertain as to the 
appropriateness of tranexamic acid in a patient

Appropriate CONSENT PROCESS 
(patient, representative or waiver)

RANDOMISE (tranexamic acid or placebo)
Entry form completed

LOADING DOSE over 10 minutes

MAINTENANCE DOSE over 24 hours

Complete OUTCOME FORM at discharge, death or day 28 
whichever is earlier



 Significant acute GI bleeding is an emergency and the 
priority is to provide appropriate emergency care.

 Eligible patients have a life threatening condition. 
Their physical, mental and emotional state may be 
affected by their condition.

 Consent procedures need to consider these factors.

Consent



One page only

 Complete questions 1–18 
to assess eligibility

 If eligible, follow appropriate 
consent process 
– complete 19

 RANDOMISE: 
Use next lowest available 
pack number 
STRICT NUMERICAL ORDER

Entry form



Randomisation

 Use next lowest available pack number 

 Record on Randomisation log

 Record pack used on Drug Accountability Log



Entry form and Randomisation

Use next lowest available pack number 

Record on Randomisation log

Record pack used on Drug Accountability Log



Dose

Treatment
Dose

TXA or placebo

Loading
1 gram / 10 minutes

(IV infusion)

Maintenance
3 gram / 24 hours 

(IV infusion)

TRANEXAMIC ACID / PLACEBO IS AN 

ADDITIONAL TREATMENT TO THE ROUTINE 

MANAGEMENT OF GI BLEEDING



ALL AMPOULES ARE IDENTICAL AND CONTAIN 500mg 
OF EITHER TRANEXAMIC ACID OR PLACEBO 

LOADING DOSE 
2 ampoules over 10 minutes
Give immediately after 
randomisation
PRESCRIBE: “HALT-IT Trial (1 gram 
of tranexamic acid/placebo) over 
10 minutes”

Draw up 10mL (2 ampoules) of 
tranexamic acid / placebo and add 
to 100 mL bag of Sodium Chloride 
0.9% (provided) and infuse over 10 
minutes.

MAINTENANCE DOSE
6 ampoules over 24 hours
Start immediately after 
completion of loading dose
PRESCRIBE: “HALT-IT Trial (3 grams 
of tranexamic acid / placebo) in 
1000 mL sodium chloride 0.9% or 
any isotonic intravenous solution.
Infuse at 42 mL/hour”

Draw up 30 mL (6 ampoules) of 
TXA/placebo and add to 1000 mL
sodium chloride 0.9% or any 
isotonic intravenous solution and 
infuse over about 24 hours.

How to give the trial treatment



 No extra tests required –
a short single page Outcome 
form completed 4 weeks (28 
days) after randomisation, at 
discharge, or at death 
(whichever occurs first) 

 Outcome to be collected even 
if the trial treatment is 
interrupted or is not actually 
given

 Form to be sent to the TCC 
as soon as possible

Outcome form



 See Protocol (Section 2.9) 

and Investigator Study File 

section 7 for definition of 

adverse events and 

reporting procedures.

Adverse Event



Internet: Data collection is to be done via internet.

A username and password to use this site will be sent 
to you by email before you start the trial.

Email: as scanned documents

Sending your data



PROTOCOLS
 protocol summaries 
 pocket cards

TRAINING AND PRESENTATIONS
Please contact the TCC if: 

 you need more training materials for 
staff sessions

 you are presenting the trial at meetings 
or conferences

TREATMENT PACKS
 Initially one box of 8 patient packs 

 Stock level is monitored by patient 
entries received at the TCC

We will send new boxes when you reach 
your minimum stock level, which is 
dependent on your randomisation rate 

With each box you will receive a 
document pack containing your hospital 
specific patient information sheets, 
consent forms, more alert cards and 
brief information leaflets

BEFORE YOU START THE TRIAL YOU WILL 
RECEIVE:
 a study file compiled specifically for your 

hospital, containing contact details, 
further information, guidance, spare 
forms and filing space for completed 
data forms

 training CD with PowerPoint 
presentations

 training DVD of the trial procedures and 
the scientific rationale

 randomisation posters with step by step 
guidance

 brief information leaflets and wall 
posters

Trial Materials



Trial Coordinating Centre
London School of Hygiene & Tropical Medicine
Room 180, Keppel Street, London WC1E 7HT

Tel +44(0)20 7299 4684
Fax +44(0)20 7299 4663

Email: haltit@Lshtm.ac.uk

haltit.Lshtm.ac.uk  

JOIN THE GLOBAL COLLABORATION


