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§ SUMMARY

Tranexamic acid for the treatment of gastrointestif@lemorrhage
FULL TITLE OF STUDY . . . . .
an international randomised, double blind placebo controlled trial
SHORTITLE HaemorrhageAlleviation withTranexamicacid ¢ InTestinalsystem
TRIAL ACRONYM HALTAT
PROTOCOL NUMBER | ISRCTN11225767
EUDRACT NUMBER | 201200319219 CLINICAL TRIAG®V NCT01658124

BACKGROUNDGastrointestinal (Glpleedingis a common emergencythat cause substantialmortality worldwide. The
common causes of upper Bleedingare peptic ulcer, oesophageal varices and erosive mucosal diskase upper
Glbleedingaccounts forabout 60,000hospital admissions each year in the UK aadseghe death ofabout 10% of
these patients Lower Gbleedingaccounts for a further 15,000 admissions each yeittn a case fatalityf about 15%
Glbleedingis also common in low and middle income countrigbere patientsare usually youngnd poor.Thesource
of bleeding is oftervarices.Rebleedingoccurs inabout 10%of patientswith non-variceal bleeding and up to 25%
those withvariceal bleeding. Mortalitys fourtimeshigherin patients whore-bleed

Fibrinolysis may play an important role inliidedingand rebleeding,due to premature breakdown dflood clotsat
the bleeding siteTranexamic acid (TXAduces clot breakdowhy inhibiting the action of plasmim systematic reviey
of the effect of TXAn surgical patientshows thatit reduces the probability of blood transfusion kpout a third
(RR=0.62, 95% CI 0.58 to 0.6&}h no evidence of agincrease in rislof thromboembolicevents The CRASH trial
showed that early administration of TXA reduces deaths due to bleeding (RR=0.85, 95% CI 0.76 to 0.96%arsk
mortality (RR=0.91, 95 CI 0.85 to 0.97) in trauma patiemgthout increasng thromboembolicevents A systematic
review ofclinical trials off XAin upper Gl bleedinghowsa reduction in the risk of deatiith TXA (RR3=61, 95% CI 0.4/
to 0.89, but the quality of the triab was poor and thestimateis imprecise Al but one of the trials were conducte
before the use of endoscopy and proton pump inhibitors amedre too small to assess the effect of TXA
thromboembolic events. For these reasonge believe thatthe effeciveness and safety of TXA Gl bleedingis
uncertainand that a high quality randomised controlled trial is needed.

AM: TheHALATtrial will determine the effect okarly administration off XAon mortality, morbidity (re-bleeding,non-
fatal vasculaevents) blood transfusion, surgical interventi@nd health statusn patientswith acute gastrointestinal
bleeding

PrRIMARYOUTCOME Theprimary outcome is death in hospital within 28 daysafidomisation(causespecific mortality
will also berecorded) Cause specific mortality will be described as per section 3.1 of the outcome form (haemot
myocardial infarction, stroke, pulmonary embolism, pneumonia, malignancy, other).

SECONDARY OUTCOMES
a) Death from haemorrhage
b) Rebleeding
c) Need forsurgery or radiological intervention
d) Blood product transfusion
e) Thromboembolic events (deep vein thrombggialmonary embolismstroke, myocardial infarctioh
f)  Othercomplicationgsignificant cardiac evergepsispneumoniagrespiratory failurerenal falure, liverfailure,
seizure}
g tFaGASY(diQa & SsingtheXatNBdexdf Indikpéniieine in Activities of Daily Living
h) Daysspentin intensive care unior high dependency unit
i) Patient status (death, hpdtal readmission) at 12 months

TRIALDESIGN
A pragmatic, randomised, double blimaacebo controlled trial among 1@00 patients with significant gastrointestin
bleeding

Protocolversion 2.0 ProtocollISRCTN11225767 Version date :23/08/2017
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DIAGNOSIS AND INCLOSIEXCLUSION CRITERIA
Adults with significant acute upper or lowgastrointestinableeding The diagnosis of significant bleeding is clinical
mayinclude patients with hypotension, tachycardia, or those likely to need transfusion, urgent endoscopy or s
¢KS TFdzyRIFYSyidlf StATA0AEAGE ONI G SsNdwvehgtheronotitokuSe trkdiBxarh
acid in a particular patient withGl bleeding. If the clinician believes there is a clear indication for, or c
contraindication to, tranexamic acid use, the patient should not be randomiBkeere are no prepedfied exclusion
criteria.

TEST PRODUREFERENCE THERARYSE AND MODE OFMINISTRATION

A loading dose of tranexamic acid (1 gram by intravenous injection) or placebo (sodium chloride 0.9%) will be
soon as possible after randomisatidallowed by an intravenous infusion of 3 granfsT XAor placebo (sodium chlorid
0.9%)over 24 hours

SETTING
This trialiscoordinated from the London School of Hygiene & Tropical Medicine Clinical Trials Unit (University of
and conducted irfmospitalsworldwide.

DURATION OF TREATMEAND PARTICIPATION

Eligible mtients should be randomised as soon as possililee loading dose will be givenmmediately after
randomisation and the maintenance dose will be given immediately after the loading @a=se24 hoursParticipation
will end at discharge from randomising hospital, death or at 28 days post randomisatimhever occurs first.

QRITRIA FOR EVALUATION
All patiens randomly allocated to tranexamic acid will be compared with those alloctdqulacebo, irrespective ¢
GKSGKSNI 6KS8 NBOSAQOSR (KS Fitt20FiSR GNBFAGYSYyld 2N

CQLINICAL PHASE 3

PLANNEDTRIALSTART 2 January013

PLANNED DATE OF LARRTIENT ENROLMENT | 31 May 2019

Protocolversion 2.0 ProtocollISRCTN11225767 Version date :23/08/2017
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SUMMARY OF CHANGES BETWEEN VERSIQNSAND 2.0

Protocol Section

Description of change

SUMMARY

PRIMARY OUTCOME

Addition of the following: Cause specific mortalityill be described as pe
section 3.1 of the outcome fornthaemorrhage myocardial infarction, stroke
pulmonary embolismpneumonia, malignancy, other)

SECONDARY OUTCOMES:
Addition of the following: a) Death from haemorrhage

TRIAL DESIGN:
Change of theumber of patients needdfrom 8,000 to 12,000 patients

PLANNED DATE OF LAST PATIENT ENROLMENT:
Chamge from 30 November 2017 to 3day 2019

2.10VERVIEW

/ KFy3S ofaNRIY SAIKGEG (GK2dzal yR | Rdz G a

2.8.3 ADMINISTRATIONF
TREATMENT

Addition of the following: Where fluid restriction is needed the volume us
to administer the maintenance dose can be reduced to 500 mL

2.11MEASURES OF
OUTCOME

PRIMARY OUTCOME

Addition of the following Cause specific mortality will biescribed as pe
section 3.1 of the outcome form (haemorrhage, myocardial infarction, str
pulmonary embolism, pneumonia, malignancy, other)

SECONDARY OUTCOMES:

Addition of the following: a) Death from haemorrhage

SUMMARY OF CHANGES BETWEEN VERSIQNSAND 1.2

Protocol Section

Description of change

SUMMARY

PLANNED DATE OF LAST PATIENT ENROLMENT
Change from 30 November 2016 to 30 November 2017

SUMMARY OF CHANGES BETWEEN VERSIQNSAND 1.1

Protocol Section

Description of change

2.4RECRUITMENT OF
COLLABORATING
INVESTIGATORS

Addition of the following:including where TXA is eithepecificallynandated
or recommended for Gl bleeding in a masdia@morrhage treatment
protocol

2.8.40THER TREATMEN
FOR GASTROINTESTINA
BLEEDING

Addition of the following: Qinicians in participating hospitals will at all tim
NBGFAY G(GKS FNBSR2Y (2 | O thetyal wilkoé
conductedworldwide, each participating site should follow its own clini
practice for the treatment of GI bleeding. Centres where tranexamic acid
routine use (including those where it is eithepecifically mandated o
recommended for Gl bleeding in a magshaemorrhage treatment protocol

Protocolversion 2.0
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should not take part. The trial intervention (tranexamic acid or placebo) sh
be an additional treatment to the routine management of Gl bleeding.

If a clinician believes that TXA would be useful as a rescue medicitbuld a
patient deteriorate, then the patient should not be enrolled since the doctd
not substantially uncertain about the effects of the study medicati
Nevertheless, if at any time, the clinician believes that it is in the best intg
of an enrolled patient to receive open label TXA, then the clinician is free tq
Ay GKS LI GASyGQa o6Said AyidSNBai

2.13MONITORING

Addition of the following: To ensure compliance with the trial entry critern
(which requires that the responsible clinician is sialmtially uncertain as to th¢
appropriateness of tranexamic acid use in a particular patient) we will mo
the use of tranexamic acid as a treatment for Gl bleeding. The Outcome
(Question 7f) collects information on use of antifibrinolytics.dhtexamic acid
is used, the clinical indication will be sought. If monitoring reveals th
hospital regularly administers tranexamic acid to trial participants, we
discuss with the principal investigator whether continued trial participatio
appraopriate, since repeated use of tranexamic acid would suggest that the
Ot AYAOAlI Yya I NB y2i aa dzgwelwll goadick flrthes
training on the eligibility criteria and Section 2.8.4 of the Protocol. If
discussion revealhat the local clinician believes that tranexamic acid use
the best interests of patients with gastrointestinal bleeding, then the site
be closed. There will be no attempt to change local preferred practice

Protocolversion 2.0
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§ 1.INTRODUCTION

Acute gastrointestinal (GBleedingis a common emergeng and an important cause of mortality and morbidity
worldwide. Acute upper Gbleedingaccounts forabout ,000hospital admissions each year in the UK and has a case
fatality of about10%% 2 Lower Gbleedingaccounts forabout 15,000 admissions each yeaith a case fatality oAbout
15%3 Glbleedingis also common in low and middle income countrie@gere patientsare usually youngnd poor.

Common causes adcuteupper Glbleedingin high incomecountries areulcers (40%)and oesophageal variced 1%)?

In low and middle income countries variceal bleedsgarticularly common (45%jvith peptic ulces accountingfor
about 30% of caseln subSaharan Afgda, schistosomiasisan important cause of portal hypertension, responsible for
about 130,000 deaths fromaematemesigach year* Despite advances in the management of upper Gl bleeding in the
past two decades, mortalityemainshigh.In a recent nationwide UK study, the case fatality for neesentations to
hospital was %, rising tver 284 inpatients already hospitalised for another conditidf

A strong predictor of mortality in patients withipper Gl bleeding is rbleeding,which occurs irmbout 10%of non
variceat ® and 25% of variceal bleedifig A study in patients with bleeding peptic ulcgfsund that more thanhalf of

the re-bleedsoccuredin the 24 hoursafter initial treatment. Re-bleeding rates have not changed significantly over the
past 15 years'% 1! and ongoing research should focus on improving this outcéine.

Leading causesf lowerGl bleeding aréiverticular diseasecolitis andcancert? Mortality from lower Gl bleeding is less
than 5%but increases tabout 20% in patients who bleed during admission to hospital for other redsdnsst cases
occur in the elderly andhany areassociated with the use @fon-steroidal antiinflammatory druggNSAIDg® 4

Tranexamic acid (TXA) is commonly git@patients either before or during surgetg reduce bleeding and the need
for blood trandusion A systematic review of randomised controlled trialSTXAIn surgical patient® shows thatit
reduces the probability atceiving eloodtransfusion byabout a third RR=02, 95% CI 0&to 0.65), with noevidence
of an increase in riskf thromboembolicevents

TXA has been shown to reduce mortalitplaedingtrauma patients. The CRASHrial, which enrolled 20,211 patients
from hospitals in 40 countries, shewhat the administration of TXA within 8 hours of injury reduces deaths due to
bleeding (RR=0.85, 95% CI 0.76 to )).8Ad aHcausemortality (RR=0.9, 95% CI 0.85 10.97) compared to placebo,
with no apparent increase ithromboembolicevents!® Among patients treated soon after injury, the reduction in
mortality with TXA is even greatéf Cest-effectiveness analysievealsthat the administration of TXA to bleeding
trauma patients is highly cost effectiveAs a consequence tife CRASH trial results, TXA has been incorporated into
trauma treatment protocols worldwide anidincluded on the WHO List of Essential Medicitfes.

The knowledge that TXA reduces blood loss in surgeryehetes mortality in traumatic bleeding raises the possibility
that it might also be effectivéor GI bleedingA systematic review of TXA in upper Gl bleeding identified seven#tials
Although there was a statistically significant reduction in the risk of derR~0.6,195% CI 0.42 to 0.3@nd surgical
intervention RR=0.6295% CI 0.35 to 1.0t patientsreceivingTXA, thequality of the trials was poor and thestimates
areimprecise Only one trial useddequate allocation concealment. Alit onewere conducted before the widespread
use of therapeutic endoscopy and proton pump inhibitdrarthermore the trials ae too small to assess the effect of
TXA on thromboembolic events. For these reasons, the effectiveness and safety of TX#dediBgis uncertainand

it is not routinely usedfor treatment. In aUK audit in 2007ewer than1% ofpatients withupper Gl bleedingveregiven
TXAS TXA is not referred to invo recent international consensus documents on thanagement of Gl bleedinthe
2010International consensus recommendation on the management of patients witlvariceal upper Gl bleedirfy
and the 2011AsiaPacific Working Group consensus on-mariceal upper Gl bleedif, nor in the2012 UK National
Institute for Health and Clinical Excellence (NICE) guidelines for acute @figeeding??

1.1 NEED FOR A TRIAL

The HALAT trial will help to determinewhether or not TXAshould be used in the treatment @l bleeding.If TXA
reduces mortality in patients with Gl bleedintis would be of considerable significance worldwi@iXA might also
reduce the need fotransfusion.Blood is a scaraesource with a risk of transfusion transmitted infections.

The results will be disseminatad peer reviewed medical journals, conference presentations, and in an updated
systematic review of treatments for Gl bleedifidhere is evidence that hospitals participating in madtntre trials are
more likey to implement the trial result$? For this reason,rminternational multicentre trial likethe HALTIT trialcould

have a substantial impact ainical practiceThe large network of collaborating sites widlip toensure that the results

are disseminated worldwide.

Protocolversion 2.0 ProtocollISRCTN11225767 Version date :23/08/2017
Page6 of 32



HALTT TRIAL PROTOCGOK

1.2TRANEXAMIC ACADID ITS EFFECT ORHEHDING

In normal haemostasjscoagulation occurs rapidly at the site of a damagtbd vesselforming a stablefibrin blood
clot. However, fibrinolytic enzymes in the blood can impair clot stakslitgt worsen bleeding TXAinhibits fibrinolytic
enzymes and can thienhance theability to form stable blood clots

Fibrinolysis may play an important role in léi¢edingdue to the premature breakdown ofibrin blood clotsat the
bleeding site?® 2’ Sudieshave shown that manpatients withacute ypper Gl bleedingnave elevated levels of fibrin
degradation products (a surrogate marker for fibrinolysis)d that this isassociated withworse outcomes.?% 27
Fibrinolysis may also increase the riskedleeding.

TXA reduces blood loss and the nded transfusion when administered before and during surgery and increases
survival in traumatic bleedingspecially when givesoon after injury Early administration in patients with acute Gl
bleeding could pasibly reduce the duration and amount of bleeding at presentation and the risk-bfeeding by
stabilsingblood clotsat the bleeding site. This coutdducemortality and the needor blood transfusion.

1.3POTENTIABIDE EFFECDE TRANEXAMIC ACID

The systematic review of TXA in surgery provides no evidence for any increase in the risk of thromboembolio events
patients given TX® There was no increase in the risk thfomboemboliceventsin patients treated with TXAn the
CRASH2 trial 1617 Indeed, there were fewer vascular occlusive deaths with TXA (RR=0.69, 95% C| OAyandithere

was a statistically significant reduction in fatal and #iatal myocardial infarction (RR=0.64, 95% CI 0.42 to OV9&).

do not know whethefTXAincreases or decreases the risk of thmeoembolic events in patients wit@l bleeding The

trials to date are too small tassess the effeaf TXAon these outcomeg?

TXA is not a new drug. Adverse events are uncommon and usually manifest as nausea or diarrhoea, or occasionally as
orthostatic reactions® These symptoms are commonly associated with Gl bleedihgre is some evidence from
observational studies that higtiose TXA is associated with an increased risk of seizures in patients undergoing cardiac
surgery***?Thedoses of TXA used in these studies (total doses from 7.5g up ta2®giich higher than that proposed

in theHALTTtrial (4g). Anassociatiorbetween TXA and seimshas not been confirmed in randomised trials.

1.40BJECTIVE

TheHALHT trial will provide reliable evidence as to whethearly administration off XAreduces mortality and other
clinical outcomeén patientswith significantacutegastraintestinalbleeding

Protocolversion 2.0 ProtocollISRCTN11225767 Version date :23/08/2017
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2. Trial design

2.10VERVIEW

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

\ 4

Appropriate CONSENT PROCESS
(ie patient, representative or waiver)

If a waiver is used, consent for continuation in the trial should be
sought from the patient or relative as soon as possible after
the emergency is over OR the patient regains competence.

&=

RANDOMISE (tranexamic acid or placebo)
Entry form completed

<4

LOADING DOSE over 10 minutes

<4+

*(gz Aep 031 dn) j020104d 43d se sjuana asianpe poday
‘]Ul3W|0JUD [BlJ] O] UOIIIPPE Ul UdAIZ SI Juawleal) pajedipul Ajjeaul)d Iv

MAINTENANCE DOSE over 24 hours

¢

If waiver used, obtain consent from patient or representative.
Complete OUTCOME FORM at discharge, death or day 28 \ y
whichever is earlier

HALTTtrial is a largepragmatic randomised doubleblind, placebo controlled trialo quantifythe effects of the early
administration ofTXAon death,blood transfusionand other relevant outcomedbout twelvethousandadults who
havesignificant upper or loweGlbleedingand who fulfilthe eligibility criteriawill be randomised to receive either TXA
or placebo The eligibility criteria are based on the uncertainty principle.

Pragmatic desigrand the uncertainty principle The pragmatic design will allow us to find out how effective the
treatment actually is in routine practice. The eligibility criteria are based on the uncertainty prinaipieh is a well
established approach to trial eliglity.33 A patient can be enrolled if, and only if, the responsible clinician is substantially
uncertain as to which trial treatmentould be most appropriate for that particular patieri patient should not be
enrolled if the responsible clinician or the patient (or his/her representative) are for any medical onedical reasons
reasonably certain that one of thwo allocatedtreatments (TXA or placeboyvould not be appropriate for tls
particularindividual(in comparison with either no treatment or some other treatment that cooddoffered. Clinicians,
patients and their representatives will be provided with information about the trial treatment to assist them in their
judgement.

Protocolversion 2.0 ProtocollISRCTN11225767 Version date :23/08/2017
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Randomisation: Patients eligible should be randomisexs soon as possihleand the study treatment started
immediately The Entry form (Appendix 1) will be used to assess eligibility and collect baseline information. The next
consecutively numbered treatemt pack, taken from a box of eight packs, should be chosen. Once a patient has been
randomised, the outcome in hospital needs to be collected even if the trial treatment is interrupted or is not actually
given.

Followup: No extra tests are required but a short Outcome form (Appendix 2) musbhepleted fromthe medical
records 28 days after randomisation or on discharge from the randomising hospital or on death (whichevefirstcurs
Any adverse events which become kmoto the investigator will be reported up to 28 days after randomisatitire
status (death, hospital readmission) of patients at 12 monthsalgibe ascertained

2.2SETTINGS

The pragmatic nature of this trial will allow for the recruitment of pats from a wide variety of healttare facilities.
Participating hospitals will be selectesrldwide. There is no limit to the maximum number of patients to be recruited
at each site.

2.3NUMBER OF PATIENTEENDED

Two factors determine the number giatients needed in a triathe estimated event rate and size of the treatment
effect.

Estimated event ratePrevious studies on Gl bleeding suggest an overall mortality, d8%3* About 10% of patients
with Gl bleedinglie in hospitaf ®> Based on these estimates, a baseline event rate of 10% mortality might reasonably
be expected.

Sample size and size of treatment effect that should be detectallesuning a control groupnortality rate of 10%a

study with 8,000 patients would have over 90% power (two sided alpha=5%) to detect a clinically important 25%
reduction from 10% to 7.5% in mortality. Experience from the CRIA&H CRASH clinical trials suggsts that the
anticipated rate of loss to followip (less than 1%) would not impact importantly on study power.

Additional information for justification to changes made in Version 2.0

Summary of amendmentAccumulating evidence dhe effect of TXA on traumaticleeding (CRASR trial)*2, and
postpartum haemorrhage (The WOMAN trfalBhow that TXA reduces deaths from haemorrhage with no apparent
effect on any other cause of deatiihe reductions in bleeding deaths in trauma arx$tetric patients provide good
reason to anticipate that TXA may reduce bleeding deaths (but not other causes of death), in patients with
gastrointestinal haemorrhage.

Effect of tranexamic acid on bleeding and ndieeding related deaths

Patient group Bleeding deaths Non bleeding deaths
Trauma (CRASHtrial) RR=0.8%95%CI 0.760.96, p=0.0035) RR=0.94 (0.86, 1.02, p=0.13)
Obstetrics (WOMAN trial) RR=@1 (95%CI 0-680.99, p=0-045) RR=1.10 (0.79, 1.54, p=0.57)

The primary outcome in the HAILT tial isall-cause mortalitywithin 28 days of randomisation. This was based on the
assumption that most deaths the trial wouldbe from bleeding. Howevethe accumulated (blinded) data shows that

a substantial proportion of deaths ar@n-bleedingrelated (e.g. cancer, pneumonia, liver failurds the effect of TXA

is likely to be on death from haemorrhage, with the original sample size of 8,000 patients there is a risk that the trial
might fail to detect a clinically relevant treatment benefitaléng the therapeutic question unresolved. The sample size

has therefore been increase from 8,000 to 12,000 patients and death from haemorrhage has been added as the main
secondary outcome. The recruitment period has been extended by 18 months. Wittctiease in the sample size, the

trial should have enough power to detect a reduction in death from haemorrhage and there will be a smaller chance of
missing a clinically important reduction in-eluse mortality.

Rationale:Our original sample size estimate assumed a control grotqaalie mortality risk of 10%. We estimated that

a trial with 8,000 patients would have over 90% power (two sided alpha of 5%) to detect a 25% reduction (RR=0.75) in
all-cause mortality. Howevehecause the proportion of bleeding deaths is lower than expected, we might not find such

a large (25%) reduction in alhuse mortality. The control group -@thuse mortality risk will be about 10% by the time
12,000 patients are recruited. We expect abd@@% of deaths will be due to bleeding. If tranexamic acid reduces
bleeding deaths by 25% (RR=0.%8)h no effect on norbleeding deathsthe trial has over 80% power to detect a 15%
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(RR=0.6x0.75 +0.4x1.0=0.85) reduction healise mortalityln summay, increasing the sample size to 12,000 patients
should provideadequatepower to detect a plausible reduction @eath from haemorrhage anall-cause mortality.

1. The CRASH Collaborators. Effects of tranexamic acid on death, vascular occlusive evadt$)l@d
transfusion in trauma patients with significant haemorrhage (CRaS#irandomised, placeboontrolled trial
Lancet,2010. 376(9734): p. 232.

2. The CRASRBRICollaborators The importance of early treatment with tranexamic acid in bleeding traatiea{s:
an exploratory analysis of the CRAZFandomised controlled triaLancet,2011. 377(9771): p. 109801, 1101
el-2.

3. The WOMAN Trial CollaboratoEffect of early tranexamic acid administration on mortality, hysterectomy, and
other morbidities in women with pogpartum haemorrhage (WOMAN): an international, randomised, double
blind, placebecontrolled trial.Lancet,2017. 389 (10084): p. 21€51L16.

2.4RECRUITMENOF COLLABORATINGHS$TIGATORS

The trial will recruithospitalsworldwide and will continue to add sites to ensure the sample size is achieved. Suitable
collaborating sites and investigators will be assessed omtimber of potentially &gible patientsand their ability to
conduct the trial. In advance of the trial starting at a sitee Principal Investigator must agree fialow Good Clinical
Practice Guidelines and all relevant regulations in their coudyelevant regulatory an ethics approvalsmustbe in
place.A hospital will not be considered suitable for participating in the HALTrial if TXA is in routine use ftire
treatment of Gl bleedingincludingwhere TXAis either specificallymandated or recommended for Gl bleedingan
massive haemorrhageeatment protocol.

2.5ELIGIBILITY

Inclusion criteria:

All adults with significantacuteupper or lowerGlbleeding

1 wherethe responsible clinician is substantially uncertain agtether or not to use TXA
1 whenconsent has beenbtainedaccording to approved procedures

The diagnosis of significant bleeding is clinicalrbayincludepatients withhypotension, tachycardia, or those likely to
need transfusion urgent endoscopy or sgery. ¢ KS Fdzy RI YSy il StAIA0ATtAGE ONRGS
Wdzy OSNI I AyGeQ | & TXAn apkrilal sateht dviNGIbledding G 2 dza S

Exclusion criteria:

1 Patientsfor whom the responsiblelinicianconsiders there is a cleardication br TXA should not be randomised.

1 Patientsfor whom the responsiblelinician considers there is a cleaontraindicationfor TXA should not be
randomised (e.g. a knowallergy to TXA

The TXA summary of product characterisfiesy R 'y Ly @SaidA3al i§2NRa& . N2EOKdzZNE 4 Af f

they have adequate information when considering the Higinefit ratio and the appropriateness of the trial for each

patient.

2.6 CONSENAND ETHICAL CONSRBEIONS

SignificantaicuteGlbleeding isan emergencyandthe priority is to provide appropriatemergency careEligiblepatients

have a life threatening conditionTheir physical, mental and emotional stateay beaffected by theirblood loss
Because@andomisation and administration of the trial treatment should be done as early as possible once significant Gl
bleeding is suspectedhé consentprocess in this situation requires careful consideration beaiingind applicable
regulatory requirementsadherenceto ICHGCP and the requirements in the Declaration of Helsink

Prior information giving:Bearing in mind the clinical situation and their level of distress patent and, if present, the

LI G A Sy i Quill beNdotided Wit Brief informatiorabout the trial. Tie responsible doctor will explain to the
patient andrelative that the patient will receive the usual emergency treatments3thleedingbut thatin addition to
these,if they agreethe patientwill be enrolled in a research study that aims to improve the treatment of patients with
this condition. It will be explained that the study is betanductedto see whether using a drug called tranexantga

will help patients withGlbleeding Thepatient/relative will be informed that the patient will be given an infusion into

a vein over4 hours of either tranexamic acid or a dummy medicinédaid which does not contain tranexamic acid).
The doctowill explain that tranexamic acid has been shown to improve outcome in patients with other types of severe
bleedingand that whilst we hope that it will also improve recovery aft&rbleeding at present we cannot be sure
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about this.A brief informationleaflet will be provided Appendix 3a). lthe patient orrelative objecs to the inclusion
of the patient in the trialhis/her views will be respected.

The processhy which information will be given and consent obtained will dependtioem need forurgent clinical
interventionandii K S LJIpliysicly fietal and emotional statBactors which may impathe LI (i A &yidioR &
making process including altered level of consciousness daddgree of blood lossr comorbidities (e.gliver failure),
will be taken into consideratiorlso, the availabilitpf a personal repreentativeand his/her abilityto make a decision
ontheLJl G A KWali WilBhave to be taken into consideratiofhe approachhat allowsthe patientto have the most
input into the decision making processthout endangerindhis/her lifewill be utilised

a) The patient is fully competentThe patient will be approached at the time of diagno3ike Information Sheet
(Appendix 3c) will be providethe study will be discussed withe patientand a written consent obtained (Appendix
3d). Ifthe patient is unable to read or write, then the information sheet may be read to him/her and s/he may then
mark the consent form with either a cross or thumbprim this event, a witness NOT associated with the trial, must
provide a full signature confirming the mark.

00 ¢KS LI GASYyGQa YSyil f O petsibnél Jorii piofegsidnal kefresentatid RvailabjfeR S A § F
Information should be given to the patient taking his/her level of mental impairment into consider&dnsal by the
patient should be respected and s/he should not be enrolled.

If a Personal Representativeef® who is knowledgeable about ttgatientQa @+ f dz§8&8 | yR ,#heéSt A ST a
Information Sheet will be provide@ppendix 3c)Opportunity for questionsvill be given andwritten consent obtained
(Appendix 3d)If the P& is unable to read or write, then the information shenay be reado him/her and a mark with

either a cross othumbprint made on the consent form. In this event, a withess NOT associated with the trial, must
provide a full signature confirming the mark.

If a PeRs not available and the patient is unable to provide valiwrmed consent, then an independent doctor

other site staff allowed to fulfil this role (ideally the primary carer if not part of the trial team) may be asked to tonsen
as a Professional Representative (PrR). Informed consent given by a repre§entadik | £ £ NBLINB &Sy
presumed will.

c) The patientQd Y Sy Gl £ O LN hditier apeisonal YidrlprafééSoRatepresentative is available:
Information should be given to the patient taking his/her level of mental impairment into consider&dnsal by the
patient should be respected and s/he should not be enrolled.

The investigator andONEindependentperson(doctor ornurse whois not participating in this trial may enrol the

patientinto the trial by certifying in writing in theatientQad Y SRA OF t NBO2NRa GKI GY

91 the patient hassignificantgastrointestinableeding

91 the patientis unable to give consent as a resulh@f/her medical condition;

9 itis not feasible to contact thpatientQ BeRPrRto obtain consent; and

f neither thepatient nor the patientQ & /RrfSnar any membenf the family has informed thenvestigator ofany
objectionsto the patient beingenrolledas aparticipantin this trial.

Forpatientsenrolled under suclanemergency consent procedure, tpatientor his/her PeR oP1Rshould be informed
about the trial as soon as it is possible and asked to corisenbntinuation of any trial proceduré summary overview
of the consent procedure jsrovided inAppendix 3b.

The requirements of the relevant ethics committee will be adhered to at all times.

2. 7RANDOMISATION

Randomisation codes will be generated and secured by an independent statift@ia$Sealed Envelope Ltd (UK). The
codes will be made available tadGnod Manufacturing Practic&MB certified clinical trial supply company, which will
prepare the treatment packs in accordance with the randomisation list. Eligibility will be deterrfrim@droutinely
collected clinical information ancecorded on the triakntry form. Nb trial-specific tests areequired Patients eligible
for inclusion should be randomises soon as possibl® TXA or placebdy taking the next lowestonsecutively
numbered pa& from a box of eight treatment packg/henall the treatment ampoule are confirmed as being intact,
at this point the patient is consideradndomised onto the trial andhee trial treatment must bestartedimmediately
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Once a patient has beeandomisedthe Entry form data will be sent to the Trial Coordinating Centre as soon as possible
andthe outcome of the patient should be obtained even if the trial treatment is interrupted or is not actually given.

2.8TREATMENT

Tranexamic aci@ gramswill be compared with matching placebo (sodium chloride 0.9%).

2.8.1DOSE SELECTION

In randomised trialsn cardiac surgeryTXA dose regimens vary widely. Loading doses range from 2.5 mg/kg to 100
mg/kg and maintenance doses from 0.25 mg/kg/hour to 4 kadiour given over periods df¢12 hours3® A loading

dose of10 mg/kg of TXA followed by an infusion of 1 mg/kg/hbas been shown tproduce plasma concentrations
sufficient to inhibit fibrinolysisn vitro.®”

In the emergency diiation, the administration of a fixed dose is more practicable since weighing paisatitscult. In
the CRASHR trial, a fixed dose of 1 gram loading dose of TXA, followed by 1 gram maintenance dose ovengasours
found to reduce mortality in bleedig trauma patiens with no evidence osignificantadverse effect3® %’

In the HALAIT trial, afixed dosageof 1 gramloading doseof TXA followed by 3 grams infused over 24 hdwas keen
selected This doageis within the rangethat has been shown to inhibit fibrinolysisit would be efficacious for larger
patients (>100 kg) but also safe in smaller patients (<50 kg), as the estimated dose/kg that the patients in the latter
group would receive has been pled in other trials without significant adverse effeéts’” The loading dose (1 gram)

is the same used in the CRASHial1® A maintenance dose is providdalit over a longer duration (24 hours) than used

in the CRASH trial,to cover the period that is at greatest risk oflokeeding

2.8.2DRUGVANUFACTURE, BLINDING AND SUPPLY OF TRIAL TREATMENT

Tranexamic acidqyklokapron® Injectigmvill bepurchasedn the open market in the URXA's manufactured by Pfizer
Ltd under Marketing Authorisation Number PL 00032/03THe Marketing Authorisation guarantees that the product
has been manufactured and released in accordance withS GMP ®gulations.

Placebo godium chloride 0.9%) will be manufactured to match the tranexamic acid BMP certified manufacturer.

Ampoules and packaging will be identical in appearance. The blinding process and first stage Qualified@rson
release will be done biye designated clinical trial supply comparfhe blindingprocess will involve complete removal

2F GKS 2NRIAYLFE YIFIydzZFlI OGdzNENDa tFo6St FyR NBLX I OSYSyid
which will be used as the pack identification. Other pack label text will be identical for both @{#aaabo treatments

and will be in compliance with requirements for investigational medicinal products.

The designated clinical trial supply compavil} also be responsible for maintaining the Product Specification File (PSF)

until final database lockrad unblinding of the trial data. Quality control checks to assheeblinding process will be

performed on a random sample of final QP released drug packs. High Performance Liquid Chromatography (HPLC)
separation of know TXAwill be assessed against ldied samples to confirm which ampoule contains the placebo and

active treatmentsThe tested samples will be unblinded to assure accuracy of blinding.

TheTrialCoordinating CentréT CGwill be responsible for assuring all relevant approvalsaawglable at the TCC before

release of the trial treatment to a sité £parate Manual of OperatinBrocedures will detail the drug accountability
deaidsSyd ¢KS Ly@gSaidaalriz2zNna . NPOKdz2NB gAft RSGIF Arihg £ 1 0S¢
adherence to Good Manufacturing Practice.

2.8.3ADMINISTRATION OF TRIAL TREATMENT

Each treatmenpackwill contain
1 8x500mg ampoules of tranexamic acid or placeb
1 2xsterile 10 mLyinges and 21FG needles
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DOSE
TREATMENT AMPOULES (TXAOR PLACEBO ADMINISTRATION

Added to 100 mL sodium chloride 0.9% and infu
over 10 minutes
Added to 1000 mL of any isotonic intravenous
Maintenance dose 6 3grams solution and infused at25 mg/hr [42 mL/hr] for
about 24 hours
The trial treatment injections should not be ired with blood for transfusion,

or infusion solutions containing penicillin or mannitol.

Loading dose 2 lgram

The loading dose of the trial treatmentustbe administeredy intravenous infusion immediately after randomisation.
The maintenance dose (by intravenous infusion) should commence as soon as the loading dose is complred.
fluid restriction is needethe volume used to administer the maintenance dose can be reduced to 500 mL.

2.8.40THER TREATMENTS BARTROINTESTINAL BLEEDING

GAYAOALYaAa AY LINIAOALI GAy3d K2aLAdlfa ogAfft I isthefrik (A Y S
will be conducted worldwide, each participating site should follow its own clinical practice for the treatment of Gl
bleeding. Centres where tranexamic acid is in routine use (including those where it issgugfically mandated or
recommended for Gdleeding in a massive haemorrhage treatment protocol) should not take part. The trial intervention
(tranexamic acid or placebo) should be an additional treatment to the routine management of Gl bleeding.

If a clinician believes that TXA would be usefsila rescue medication should a patient deteriorate, then the patient
should not be enrolledsince the doctor is not substantially uncertain about the effects of the study medication.
Nevertheless, if at any time, the clinician believes that it is inktbst interest of an enrolled patient to receive open
flroSt ¢-13X GKSy GKS OtAYyAOAlLY Aa FTNBS (G2 O0G Ay GKS LI

Information on other treatments given will be collected on the outcome fofnanexamic acid or placebo would be an
additional treatment to the routine managment ofGlbleeding

2.9ADVERSEVENTS

TXA is not a new druand has alocumented safety profileAlthough the Summary of Product Characteristics suggests
that rare cases of thromboembolic evendsid seizuresnight be associated with TXA administration, there is no
evidence that the TXA treatment regimased in this trial is associated with an increased risk of thromboembolic events
or seizures

Dataon thromboembolic eventgsuch as dep vein thrombosispulmonary embolismmyocardial infarction stroke),
seizurespther signiicant cardiac event, respiratory, liver and renal failui# be collected as secondary outcomgs

to day 28 after randomisatiomnd will be presented to the independent Data Monitoring Committee (DMC) for
unblinded review.

Definitions:
Adverse event (AE)
Any untoward medical occurrence affecting a trial participant dutimeggcourse of a clinical trial

Serious Adverse Event (SAE)
A serious adverse event (experience) is any untoward ca¢diccurrence that at any dose
1 results in death;
1 s lifethreatening;
1 requires inpatient hospitalisation or prolongation of existing hospitalisation;
1 results inpersistent or significant disability/incapacity
i is a congenital anomaly/birth defect.
Adverse Reaction (AR)
An adverse event when there is at least a possibility that it is causally linked to a trial drug or intervention

Serious Adverse Reaction (SAR
SAE that is thought to be causally linked to a trial drug or intervention
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Suspected Unexpected Serious Adverse Reaction (SUSAR)
Anunexpectedccurrence of a SARjere need only be an index of suspicion that the event is a previously unreported
reaction to a trial drug or a previously reported but exaggerated or unexpectedly frequent adverse drug reaction.

Reporting of Adverse Events for this tridbeathand life-threatening complications are prgpecified outcomes to be
reported in this trialand also to the independer®MC This clinical trial is being conducted in a critical emergency
condition, using a drug in common use. It is important to consider the natural history of the critical medical event
affecting each patient enrolled, the exped complications of this event and the relevance of the complications to TXA.

Adverse events to be reported using an adverse event reporting form will be limited to those NOT already listed as
primary or secondary outcomes, yet, which might reasonabtppas a consequence of the trial drug. Events that are
part of the natural history o6Glbleedingor expected complications diiis conditionshould not be reported as adverse
events.

In addition, if a patient is discharged from the randomising hospiédre day 28 and is readmitted to hospital, requires
medical care for any reasoar is known to have died, aulverse eventeporting formshould be completed irrespective
of the cause.

If a Serious Adverse Event occueporting advice can be obtaindry calling the TCC Emergency Helpline and a written
report must be submitted within 24 hours. The TCC will coordinate the reporting of all SAEs to all relevant Regulatory
Agencies, Ethics Committees and local investigators as per local legal requirements.

2.10UNBLINDING

In general there should be no need to unblind the allocated treatmérgome contraindication to TXA develops after
randomisation(e.g.the patient becomes anuric and the clinical team is concerned about acute renal failure and risk of

TXA accumulatioy the trial treatment should simply be stopped and all usual standard care dislinding should

be done only in those rare cases when the clinician believes that clinical management depends importantly upon
knowledge of whether the patint receivediranexamic acicr placebo. In those few cases when urgent unblinding is
considered necessary, a®42 dzNJ G St SLIK2y S aSNBAOS gAftf o0S FGLFLAfLFotS |y
and wall posters. The caller will be told whethre patient receivedranexamic acidr placebo. An unblinding report

form should be completed by the investigator.

2.11MEASURES OF OUTCOME

After a patient has been randomised, outcome in hospital will be collected even if the trial treatment is résehar
is not actually given. No extra tests are required but a single @atEme form(Appendix 2ill be completed 28lays
after randomisation, at dischargeom the randomising hospitabr at death (whichever occurs fijst

Mortality and hospital readmission data will also be obtained 12 months after randomis&@ndeaths, the NHS
Information Centre service will be used to identify the date and cause of dedfingland For readmissions, the NHS
Information Centre TrustkData Linkageervice will be used to provide a dataset of patients linked to the Hospital
Episodes Statistiodataset, including diagnoses, procedures and reason for admidsmnWales, these data will be
obtained throughthe Secure Anonymised Infornian LinkagéDatabank

Primary Outcome:The primary outcome isleath in hospitalwithin 28 daysafter randomisation (causespecific
mortality will also be recorded)Cause specific mortality will be described as per section 3.1 of the outcome form
(haemorrhage, myocardial infarction, stroke, pulmonary embolism, pneumonia, malignancy, other).

Secondary outcomes:

a) Death from haemorrhage

b) Rebleeding

c) Need for surgery or radiological intervention

d) Blood product transfusion

e) Thromboembolic events (deep wethrombosispulmonary embolismstroke, myocardial infarctioh

f)  Other complications(includingother significant cardiac evensepsis pneumonig respiratory failure renal
failure, liver failure, seizurel

g) Functional status will be measured by the Kattex of Independence in Activities of Daily Li%iag discharge
from the randomising hospital or ihospital at 28 days after randomisation. The Index assesses adequacy of
performance in six functions of bathing, dsé®g, toileting, transferring, continen@nd feedingPatients are
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h) Daysspentin intensive care unior high dependency unit

i) Patient status (death, hospital readmission) at 12 months

2.12DATA COLLECTION

This trial will be coordinated from LSHTM and conducted in hospiadlwide. Data willbe collected at each site by
local investigators and transmittetd the TCC. Only data outlined on thetry, Outcome andAdverseEvent forms will
be collected for this trial.

Relevant datawill be recordedon the Entry formbefore randomgation to assess eligibility anithe form completed if
patient randomised.TheOutcome formshould be completed at death, disargefrom the randomising hospitabr 28
daysafter randomigtion, whichever occurs firstThis datashould be collected from thepatientQ Eoutine medical
records as no special tests are required.

If the patient (or his/her P&R or PIR) withdraws a previously given informed consent or refuses to constot
continuation in the trial or if the patient dies and no consent is available fraither aPeR/PR, his/her data will be
handled as follows:

91 Data colletedto the point of withdrawal of consentill be wsed as part of théntention to treat analysis

1 Allrelevantadverse event&entified will be reportedas required to all relevant authorities

To allow for variation in available technology for datansfer, a variety of methods will be used in this triaktB will

be collected by thénvestigatoron papercase report formsGRFsand transmitted to the TCC either as a paper form
(by fax or email) or by entering the data directly into the trial detse.The data will be useih accordance with local
law andethics committeeapproval

Patient identifiable informatiopA y Of dzR A yriame., dai &f igh{iNBIS number and postcpaél be collectedo
allow trial staff based at LSHTM to followthe LI i A Bogréssa®l2 months afterandomisation Followsup will be
doneby linkingthis personalnformation toHospital Episode Statistittsrough theTrusted Data Linkage Servigiethe
NHS Information Centréor England ando Patient Episod Database for Walethrough the Secure Anonymised
Information Linkage DatabanKonsent will be obtained before personal data are collected for the trial. Thevdhta
be treatedin accordancewith the Caldicott Principleand the Data Protection Acf1998 Access to the data will be
restrictedto authorised usergand controlled and stored in accordance with the Adtpatient identifiable information
will be stored atthe TCC fom maximum oten yearsafter the trial ends Thesedata are for follow-up purposes only
and will not be held in the clinical trial database and will not be included in any asalypublications.

2.13MONITORING

GCP section 5.18.3 states in regard to monitqrififpe determination of the extent and nature of monitorsfwpuld be

based on considerations such as the objective, purpose, design, complexity, blindiagdsendpoints of the triain

general there is a need for egite monitoring, before, during, and after the trial; however in exceptional circumstances
the sponsor may determine that central monitoring in conjunction with procedures such as investigators training and
meetings, and extensive written guidance can assure appropriate conduct of the trial in accordance with GCP.
Statistically controlled samplingay be an acceptable method for selecting the data to be vesdfied

This trial is a pragmatic, randomised placebo controlled trial. The intervention (tranexamic acid) has marketing
authorisation in many countries and has been in clinicalfoselecadesThe trial will collect data on adverse events

which may be associated with this product and the condition under investigation, and these will be reviewed routinely

by the independent DMCThe trial involves getting consent, giving the trial drug in thealisvay and collecting brief
information from the hospital notes. There are no extra tests or procedures. Apart from the trial drug, all other
treatment will be as per usual practice. For these reasondyelieve that the risk of harm dnjury (whether fhysical,

LA OK2f 23A0FtX az20AFt 2N SO2y2YAO0 G2 GNRIFE LI NIAOALN Y
training and meetings, and extensive written guidance to make sure the trial is carried out properly. Statistically
controlled sampling will be used to select data to be verified. We plan to carry ogittermonitoring for about 10% of

the trial data.

To ensure compliance with the trial entry criteria (which requires that the responsible clinician is substantaltgin

as to the appropriateness of tranexamic acid use in a particular patient) we will monitor the use of tranexamic acid as a
treatment for Gl bleeding. The Outcome Form (Question 7f) collects information on use of antifibrinolytics. If tranexamic
acid is used, the clinical indication will be sought. If monitoring reveals that a hospital regularly administers tranexamic
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acid to trial participants, we will discuss with the principal investigator whether continued trial participation is
appropriate site repeated use of tranexamic acid would suggestithatl KS f 2 0Ff Of AYAOALl ya
dzy’ O S Nifinecksgaty@e will conduct further training on the eligibility criteria and Section 2.8.4 of the Protocol. If the
discussion reveals that thedal clinician believes that tranexamic acid use is in the best interests of patients with
gastrointestinal bleeding, then the site will be closed. There will be no attempt to change local preferred practice.

Gonsent forns from trial siteswill be monitoredat the TC®ut only where we have the writtenonsent of the patients
to do so.

Investigators/institutions are required to provide direct access to source data/documents fordidadd monitoring,
audits,ethics committeeeview and regulatgr inspectionAll trialrelatedand source documents must be kept ffive
years after the end of the trial.

2.14END OF TRIAL FOR PIKRPANTS

Follow-up of thetrial participantsends either at death, discharge, 88 dayspostrandomisation, whichever occurs
first. Adverse Event reporting will continue up to d2§.

We will assess outcomeser participantsat 12 months afteithe date of randomisation using routine data on mortality
and hospital readmissions. We will inde patient identifiers in the trial dataset to allow follemp for deaths and for
record linkagewith mortality and hospital episoddata.

The trialmay be terminated early by th&ial Steering Committe€T SC) TheData Monitoring CommitteelMQ may
giveadvicédrecommendationfor the early termination ofhe trial but the TSC is responsible for the final decision.

2.15ANALYSIS

The main analyses will compare all those allocdtadexamic acidvith i K2 aS Fff 20F i SR LI | 0So02=%
(i NBHadisQResults will be presented as effect estimates with a measure of precision (95% confidence intervals).
Subgroup analyses for the primary outcome will be basetinoa to treatment, sourcef bleeding (upper versus lower),
suspectedvariceal bleedingnd severity of bleedinginteraction tess will be used toexplore whether the effect of

treatment (if any) differs across these subgroups. A detailed Statistical Analysis Plan setting out full details of the
proposed analyses will be finalised before tiial database is locked for final analysis.
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3. Trial Organisation and Responsibilities

3.1SPONSORSHMRID TRIAL MANAGEMEN

TheHALT T trial is sponsored by the London School of Hygiene & Tropical Medicine (LSHTM) and its responsibilities
coordinated by the Trial Coordinating Centre (TCC). The TCC may delegate responsibilities to third parties which will be
outlined in relevant agreement3.he responsibilities of the TCC will be overseen by the Trial Management Group.

3.2INDEMNITY

LSHTM accepts responsibility attached to its sponsorship of the trial and, as such, would be responsible for claims for
any nonnegligent harm suffered by anyone as a result of participating in this trial. The indemnity is renewed on an
annual basis and ESM assures that it will continue renewal of the indemnity for the duration of this trial.

3.3PROTOCQREVELOPMENT

TheProtocol Committee consisbf the followinginvestigatorswho will be responsible for the developmeiof and
agreeingo the finalprotocol. Subsequent changes to the final Protocol will require the agreement of the Trial Steering
Committee.

Timothy Coats, Emergency Medicine Daniela Manno, Clinical Lecturer

University of Leicester Clinical Trials Unit, LSHTM

Leicester, UK London, UK

Phil Edwards, Senior Lecturer lan Roberts, Chief Investigator

Clinical Trials Unit, LSHTM LSHTM

London, UK London, UK

lan Gilmore, Consultant Gastroenterologist Haleema Shakur, Senior Lecturer

University of Liverpool Clinical Trials Unit,SHTM

Liverpool, UK London, UK

Vipul Jairath, SpR Gastroenterology/Hepatology Simon Stanworth, Consultant Haematologist
Oxford University Hospitals NHS Trust John Radcliffe Hospital

Oxford, UK Oxford, UK

Katharine Ker, Lecturer Andrew Veitch, Consultant Gastroenterologist
Clinical Trials Unit, LSHTM New Cross Hospital

London, UK Wolverhampton, UK

3.4INDEPENDENT DATA MODBIRING COMMITTEE (DM
The composition of the DMC is provided in Appendix 4.

An independentDMC has been appointed for this trial to oversee Hadety monitoring. The DMC will review on a
regular basis accumulating data from the ongoing trial and advisd 8@egarding the continuing safety of current
participants and those yet to be recruited, as well as reviewtiegsalidity and scientifienerit of the trial.

The DMC composition, name, title and address of the chairman and of each mesilbbe given in thddMC Charter
whichwill be in line with that proposed by the DAMOCLES SBrdyp3°Membership includes expertise in the relevant
field of study, statistics angesearch study design.

The DMC Chartencludes, but is not limited to, defining:
1 the schedule and format of theNDC meetings
1 the format for presentation of data
1 the method and timing of providing interim reports
1 stopping rules
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Standard Operating Procedure$he DMCis independentirom the sponsor, ethics committe regulatory agencies,
investigatos, steering committee membership, clinical care of the trial patieats] any other capacity related to trial
operations.The DMChas the responsibility for deciding whether, while randomisati®n progress, the unblinded
results (or the unblinded results for a particular subgrosippuld be revealed to the TSThe DMC Charter states that
they will do this if, and only if, two conditions are satisfi€h): the results provide proof beyond reanable doubt that
treatment is on balance either definitely harmful or definitely favourable for all, or for a particular category of,
participants in terms of the major outcome; (@)e results, if revealedyould be expected to substantially change the
prescribing patterns of clinicians who are already familiar with any other trial results that exist. Exact critgfiadbr
beyond reasonable douBBre not, and cannot be, specified by a purely mathematical stopping rule, but they are
strongly influened by such rules. DMC Charter is in agreement withRle#o-Haybittle?® 4! stopping rule whereby an
interim analysis of major endpoint would generally need to involve a difference between treatment and control of at
least three standard errors to justify premature disclosure. Aarim subgroup analysis would, of course, have to be
even more extreme to justify disclosure. This rule has the advantage that the exact number and timing of interim
analyses need not be pigpecified. In summary, the stopping rules require extreme diffees to justify premature
disclosure and involve an appropriate combination of mathematical stopping rules and scientific judgment.

3.5TRIAL STEERING COVMMIETSC)

The composition of the TSC is provided in Appendix 4.

The role of the TSC is poovide overall supervision of the trialn particular, the TSC will concentrate on the progress
of the trial, adherence to the protocol, patient safety and consideration of new information. ThemtSICbe in
agreement with the final Protocol anthroughout the trial, will take responsibility for:

1 major decisions such as a need to change the protocol for any reason

1 monitoring and supervising the progress of the trial

1 reviewing relevant information from other sources

1 considering recommendations frometDMC,

1 informing and advising th&rialManagement Groupn all aspects of the tria
TheTSdncludes arexperienced gastroenterologist, clinical trialisthief investigator clinical representative from a
low and middle income countrf MIQ, and a patient representative-ace to faceneetingsor teleconferencewill be
held at regular intervals determined by need, but no less than once a year. A TSC,@Hactemwill detail how it will
conduct its busineswvill be agreed at the first meetg.

When outcome data are available foj0D0 trial participants, the TSC will review the rate of recruitment into the trial
and the overall event rates. The TSC will consider the extent to which the rate of recruitment and the event rates
correspond to those anticipated before the trial and wake whatever action is needed in light of this information.

3.6 COLLABORARIRESPONSIBILITIES

Coordination within each participating hospital will be through a I6taicipal Investigatowhose responsibility will be
detailed in an agreement in advea of starting the trial and will include
1 ensure all necessary approvals are in place prior to starting the trial
1 delegate trial related responsibilities only to suitably trained and qualified perspnnel
91 trainrelevantmedical and nursing staff who sgastroenterologypatients and ensure that they remain aware of
the state of the current knowledge, the trial and its procedures (there are wall charts, pocket summaries and
PowerPoint presentationt® assist with this)

1 agree to comply with the final tridfrotocol andany relevant amendments

1 ensure thatall patientswith gastrointestinableedingare considered promptly for the trial

1 ensure consent is obtained in line with local approved procedures

1 ensure that the patnt entry and outcomealataare completedand transmitted to the TCi@ a timely manner
 ensuretheL y @S a i A 3 (B NIddatd adcieBiplete A f S

1 ensure alladverse eventare reported promptly to the TGC

9 accountability for trial treatments atheir site

1 ensure the trial is conducted in accordance with ICH GCP and fulfils all national and local regulatory requirements
1 allow access to source data foronitoring,audit andinspection

1 be responsible for archiving all original trial doents indudingdataformsfor five yearsafter the end of the trial
Protocolversion 2.0 ProtocollISRCTN11225767 Version date :23/08/2017
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3.7TRIAL MANAGEMENT GHOANDIRIAL CORDINATING CENTREREBNSIBILITIES

The Trial Management GropMG)will consist of the Protocoldnmittee members (Section 3.3) plagrial manager,
data manager and trial administrator

The TCC will act on behalf of the Sponand will be responsible to th MG to ensure that albf the{ LJ2 y &4 2 N2 &
responsibilities are carried ouThe responsibilitiesiclude (butare not limited to).

report to theTrial Steering Committee

maintain the Trial Master Fije

identify trial sites

confirm all approvals are in place beforelease of the trial treatment anthe start of the trial at a site
provide training about the trial

provide study materials

datamanagement centrg

24-hour advice and unblinding service

give collaborators regular information about the progress of the study

respond to any questions (e.g. from collaborators) about the;trial

ensuredata security and quality and observe data protentlaws

safety reporting;

ensure trial is conducted in accordance witte ICH GCP

statistical analysis

publicationof trial results

=8 =4 =8 -4 4 -4 -8 88994 _9_9_-°

3.8CONTACTING THEAGN AN EMERGENCY

Forurgent enquiriesadverse event reportingnd unblinding queries investigators can contact theh®dir telephone
service provided byhe TCCA central telephone number is given in they @ S & (i StuglyFile anbiiaBkposters

3.9PUBLICATIOAND DISSEMINATIONF@ESULTS

The trial protocol and resultswill be published in peereviewed journas. All publications will follow the CONSORT
statement?*2 Links to the publication will be provided in all applicable trial registissemination of results to patients
will take place via the media, trial websitbaftit.Lshtm.ac.uk) and relevant patient @ngisations.Collaborating
investigators will play a vital role in disseminating the results to colleagues and patients.

The success of the tridbpendsentirely upon the collaboration afursesand doctors in the participating hospitasd
those who hold key responsibility for the triddence, the credit for the study will be assignedtte key collaborator(s)
from a participatingsite as it is crucial that those taking credit for the work have actually carried itTo results of
the trial will be reported first to trial collaborators.

3.10FINANCIAL SUPPORT

The HALAT trial is funded by the NIHR Health Technology Assessment prografumeéing for this trial coverstrial
materialsmeetings and central orgar@onal costsThedesign and management of the study are entirely independent
of the manufacturers of tranexamic acid, which is not a new product.

Large trials of such drugs, involving many hospitals, are important for future patients, but are practicable only if those
collaborating in them do so without payment (except for recompense of any minor local costs that may arise).
Agreement for repayment of local costs will be made in advance.
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' 4. ABBREVIATIONS USED

AE Adverse Event
AR Adverse Reaction
CONSORT CONsolidated Standard¥ Reporting Trials
CRF Case Report Form
DMC Data Monitoring Committee
GCP Good Clinical Practice
GMP Good Manufacturing Practice
Gl Gastrointestinal
HPLC HighPerformance Liquid Chromatography
ICH GCP International Conference on Harmonisatioh Good Clinical Practice
ICMJE International Committee for Medical Journal Editors
kg kilogram
LMIC Low andMiddle Income Country
LSHTM London School of HygiedeTropical Medicine
mg milligram
mL milliLitre
PeR Personal Representative
PrR ProfessionaRepresentative
PSF Product Specification File
QP Qualified person
SAE SeriousAdverseBvent
SAR SeriousAdverseReaction
SUSAR SuspectedJnexpectedSriousAdverseReaction
TCC Trial Coordinating Centre
TMG Trial Management Group
TSC Trial Steering Committee
TXA Tranexami@cid
UK United Kingdom
WHO World Health Orgazation
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Appendix 1 z Entry form

Ht' it ENTRY
' ) PLEASE COMPLETE 1-19 BEFORE RANDOMISING THE PATIENT
ABOUT THE HOSPITAL

1. Country

2. Hospital code (in your Study File)

ABOUT THE PATIENT (please ensure all information below is contained in the medical records)

3. Patient’s initials )
first last
4, sex (circle) MALE FEMALE
5. Age
6. Time since onset of Gl bleed symptoms hours In relation to THIS acute episode only
7. Suspected location of Gl bleed (circle one) UPPER LOWER
8. Haematemesis or coffee-ground vomitus (circle) YES NO sﬁ;‘;r::e YES if presence of blood in nasogastric
9. Melaena or fresh blood per rectum (circle) YES NO fefifgii;ilsnfjazg;w“ or gross blood present on
10. Suspected variceal bleed? (circle) YES NO

Most recent measurement prior to randomisation

11. Systolic blood pressure

mmHg

1 2 . Heart rate Most recent measurement prior to randomisation
beats per minute

Shock assessment based on clinical signs (eg low
13. signs of shock present? (circle) YES NO BP, tachycardia, falling urine output) that
requires intervention (eg intravenous fluids)
1 4 . o Clinical judgement after considering history,
. Suspected current active bleeding? (circle) YES NO P o —
15. Major co-morbidities? (circle all that apply) CARDIOVASCULAR | RESPIRATORY LIver RENAL MALGNANGY | OTTIER MAIOR
+ Vi) ’ ey CO-MORBIDITY
16. 0On anti-coagulant therapy? (circle) YES NO UNKNOWN
17. Emergency admission? (circle) YES NO If patient already hospitalised, circle ‘No”

RANDOM | SATION | N FORMAT'ON (fully eligible if adult, significant upper or lower Gl bleed, AND uncertainty about the use of an

antifibrinolytic in that particular patient)

NO
18. Eligible? (circle) YES ) )
do not randomise, record on screening log
OTHER
. i i WAIVER RELATIVE PATIENT
19. consent for entry obtained from (circle) REPRESENTATIVE

20. Treatment pack number BOX PACK

Take lowest available number treatment pack

21. Date of randomisation

day month year

22. Time of randomisation (24-hour clock)
hours minutes

23. a) Name of person randomising patient

first name last name

b) Signature

PLEASE SEND THESE DATA TO THE COORDINATING CENTRE IMMEDIATELY AFTER RANDOMISATION — SEE GUIDANCE OVERLEAF
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DATA FORMS GUIDANCE

AFTER COMPLETING THIS PAPER FORM, YOU CAN:

< Enter these data directly into the trial database. For username and password, please contact
haltit.data@Lshtm.ac.uk

< Send as a secure scanned document by email to haltit.data@Lshtm.ac.uk or upload a scanned
copy at http://ctu-files.Lshtm.ac.uk.

< Fax to 020 7299 4663
< Store original form in the Investigator’s Study File Section 15.

< PLEASE GIVE A COPY OF THIS COMPLETED FORM TO THE PERSON RESPONSIBLE FOR
COMPLETING THE OUTCOME FORM AT YOUR HOSPITAL

NOTES:

FORADVERSE EVENTS, UNBLINDING AND OTHER URGENT
ENQUIRIES PLEASE TELEPHONE +44(0)7768 707500

PLEASE NOTE: IF YOUR QUERY IS NOT URGENT PLEASE USE THE NORMAL
CONTACT DETAILS IN THE INVESTIGATOR’S STUDY FILE AND WALL POSTERS
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Appendix 2 z Outcome form
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