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Randomised controlled
poarallel group frial VlpeiesE

Two interventions:
Carvedilol vs. Variceal Band Ligation
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2630 12 month follow-
participants up
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Cirrhosis

Cales 1988, Merli 2003, Merkel 2004 Groszmann 2005, Bosch 2010, D’Amico 2014, Tripathi 2015, Villanueva 2019

Medium/Large
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RESEARCH QUESTION C

(‘ Cochrane
y# Library

Cochrane Database of Systematic Reviews

.
K

N I c National Institute for
Health and Care Excellence

e ¥ NICE Guidance ¥ Conditions and > Liver conditions ¥ Alcohol-use disorders

Cirrhosis in over 16s: assessment and management
NICE guideline [NG50] Published: 06 July 2016

Primary prevention of variceal bleeding in people with oesophageal
varices due to liver cirrhosis: a network meta-analysis (Review)

Roccarina D, Best LMJ, Freeman SC, Roberts D, Cooper NJ, Sutton AJ, Benmassaoud A, Plaz N I C E d V B L
Torres MC, logna Prat L, Csenar M, Arunan S, Begum T, Milne EJ, Tapp M, Pavlov CS, Davidson BR, re C o m m e n S

Tsochatzis E, Williams NR, Gurusamy KS

> Recent Cochrane network meta-analysis highlights the
uncertainty in comparison of VBL vs NSBB in primary
prevention of variceal bleeding

» 85% of the included trials reported mortality; only about

» 15% of trials reported serious adverse events adequately Guidelines
» 40% of trials reported variceal bleeding adequately UK guidelines on the management of variceal

» <10% of trials described other decompensation events. haemorrhage in cirrhotic patients

Dhiraj Tripathi,' Adrian J Stanley,” Peter C Hayes, David Patch," Charles Millson,”
Homoyon I'\.*hfeharzad,E Andrew ﬂ'.l;slin,'ir James W Ferguson,' Simon P Olliff,®
» Did not adhere to the SPIRIT and CONSORT statements Mark Hudson,” John M Christie
and were seldom based on systematic reviews of
previous trials.

» Too small sample sizes.

BSG - NSBB and VBL

» The current ongoing trials may answer most of the uncertainties.

> Br(\)gze trials expect to recruit more than 4000 participants by



CALIBRE: BSG RESEARCH STRATEGY

BRITISH SOCIETY OF
GASTROENTEROLOGY

Research Strategy
20212024

Objective 1: Recovery of funded trials following COVID-19
delays. The CRG will facilitate patient recruitment to target
nationally funded trials in hepatology 2021-24, including
CALIBRE, BOPPP, ASEPTIC, and PROMISE.

COVID-19 RECOVERY

A key priority for the CRG is to support existing
studies in achieving continued recruitment into trials,
including trials such as CALIBRE and BOPPP as well as
the other studies in advanced liver disease.




CALIBRE: PUBLICATIONS

8 Hepatology

BM) Study protocol for a randomised

Open

Ggstroenterology controlled trial of carvedilol versus
variceal band ligation in primary

prevention of variceal bleeding in liver
cirrhosis (CALIBRE trial)

Dhiraj Tripathi,” ' Peter Clive Hayes,® Paul Richardson,* lan Rowe,®

James F(en'gusa:m,"2 Peter Devine,'3 Jonathan Mathers,” Christopher Poyner,T
Sue Jowett,” Kelly Handley,® Margaret Grant,® Gemma Slinn,® Khaled Ahmed,?
Peter Brocklehurst,® on behalf of CALIBRE trial collaborative group

BMJ Open Gastro 2019;6:€000290. doi:10.1136/ bmjgast-2019-000220

y

CALiBRE

<&

Gastrointestinal bleeding

0 Exploring patients’ perceptions and
pen

Gastroenterology experiences Uf l'l'eatments fOl' the

prevention of variceal bleeding: a
qualitative study

Chris Poyner ©," Dhiraj Tripathi © ,** Jonathan Mathers'

BMJ Open Gastro 2021;8:6000684. doi:10.1136/ bmjgast-2021-000684



Pilot phase Jan ‘19 - Jan ‘20:

175 participants (250)

55 live sites (20)

0.4 participants per site per month (1.6)

Recruitment paused at this stage 24/03/2020
Follow up of recruited participants to continue where possible

S

CALlBR

m‘

COVID-19

0.4 patients per site per

Post pilot to
pause :

207
participants
57 live sites

6 month pilot phase stop/go criteria

Green Amber

Total number of | 400 (>193) | 270-400 (63-193)

participants*

Number of >0.8 0.6-0.8
participantsper site
per month

Number of sites

» Resume recruitment
with 6 month pilot
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 Feasibility assessment ongoing.
* Modelling assumes up to 75 sites.

Attract additional sites

* CALIBRE has received much attention in national meetings under the

Continued promotion QUSPICEs of BSG/BASL.

*Insights into patient and clinician perception of CALIBRE and tfreatment preferences.

Q ud ||'I'C] '|'|\/e S'I'U d y f| N d | N gs *Facilitate recruitment e.g. explaining difference between diagnostic vs therapeutic endoscopy,

that banding is not surgery, and that sedation is offered.

* Ongoing training for underperforming sites.
* Access to online resources — refresher training, webinars.

ligeligligle

Associate Pl scheme « CALIBRE is registered with Associate Pl scheme.

/4

*Robust communication with sites (including R&D management),

Communicc’rio N respective CRN delivery managers.

e|dentify issues early and work towards solutions.

COV|D ‘I 9 * Pragmatic nature permits data to be collected as part of standard of care.
) *Remote consultations and remote consent.



Patient assessed for eligibility

Consent

Randomisation

N

witness prese

Carvedilol
Variceal 12.5mg
Band
Ligation
2 week
Vif;’i't'f,f,vht',ﬁe Adverse Events
call recorded
Follow up at 6
EQ5D-5L and 12
questionnaire also to months

be completed.



CALIBRE: CONSENT PATHWAYS

Patient with liver cirrhosis is advised of the Patient has a diagnosis of

Patient has a diagnosis of
need for an endoscopy to checkfor varices

medium to large varices mediumto large varices

Patient sent an appointment (including Patient referred to CALIBRE
CALIBRE Trial patient information leaflet) research team at site Patient referred to CALIBRE

research team at site

Patient provided with CALIBRE
Patient attends hospital endoscopy PIS

procedure Patient provided with CALIBRE
PIS

Patient seenin clinic as soon as
Patient is approached by 2 member of the rasearch - 5 pms"ihle .

t during th ti d t era within two weel X X
2am d uring the routine endoscopy consent process (p Y | 1 Patient is approached b\l’ A

the research team

Patient is approached by 2 member of
'CALIBRE information discussion the research team

Patient declines to
participats in CALIBRE

Patient declines to — CALIBRE information discussion
participate in CALIBRE

Patient gives consent to participate in Patient declines to € CAIBRE information discission ‘

CALBRE participate in CALIBRE

Standard of care
per MICE and B5G |

guidelines

Patient gives consent to participate in Variceal band ligation Patient gives consent to participate in
CALIBRE idali
Variceal band ligztion per per BSG Guidelines CALIBRE
BSG Guidelines

Patient has

Patient is rando mised to Patient is randomised to
CALIBRE* CALUBRE*

Patient has mediumtolarge | ———L Patient has small or no
oesophageal varices oesophageal varices

Patient s randomised to Standard of care per NICE and
CALIBRE* BSG guidelines y N -
Carvedilol | | Variceal band ligation Carvedilal Varicea band ligati
12.5 mg od per BSG Guidelines e e n_ 'g. tan
12.5 mgod per BSG Guidelines
Carvedilol Wariceal band ligation
12.5 mg od per B5G Guidelines

“ff patient s not elig ble to be randomised into CALIBRE or declines to Stancardof care [N it patient is not eligible to be randomised into CALIBRE or declines o sendardof care
*If patient is not eligible to be randomised into CALIBRE or declines to participate then treat as per standard of care (refer to NICE and B5G :f cinate then ¢ ‘-‘!'t tondard o NICE omd 89G
participate, then treat as per standard of care (refer to NICE and BSG PArTICPGLE LNEN LFEQL G5 DEF SLan of care (refer to a

guidelines and/ or [ocal policiss). e o
tcenes ./ or e ol guideines anc/ orlocl poices




CALIBRE: CALIBRE & BOPPP INTERPLAY

Notes:

Eligible for
BOPPP

¢ Patients are screened from the same

pool

Unblinding after progression in Carvedilol Placebo
BOPPP via telephone 24/7 service

Following progression patients are

further CRFs

CALIBRE patients w
one of the three pathways |

*Standard of care

1. NICE, Cirrhosis in over 16s: Assessment
and management. 2016, NICE: London.
NICE guideance for Cirrhosis in over 16s

2. Tripathi, D., et al., UK guidelines on the
management of variceal haemorrhage in
cirrhotic patients. Gut, 2015. 64(11): p.
1680-1704.

censored but data monitored — no ’
Progression to
i ited i medium/large vari

ill be recruited in edium/large varices

Unblinding
I_”_I

Placebo Carvedilol

Assess for Standard o
CALIBRE ca re*

I—I I—I
Eligible for Not eligible for
CALIBRE CALIBRE
J_ |

Variceal band

Carvedilol limat Standard of care*
Igation

o)
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https://www.nice.org.uk/guidance/ng50

Four week carvedilol arm safety visit changed to two week visit.
» Update to exclusion criteria, in particular AAH.

» Update to schemas and the removal of the qualitative study.

» Update to permit remote visits.

» Update to permit written consent to be obtained remotely.

» Further clarification on non-expedited SAE reporting.

» Additional option for withdrawal.



» Written consent can now be obtained remotely following approval of Protocol v3.0.
» There must be a witness to the consent and the witness must sign and date the ICF.

» The original ICF is to be kept in the Investigator Site File, a copy is to be sent to the
participant, a copy to be kept in the patient’s records and a copy sent to BCTU.



To be eligible to participate in the CALIBRE Trial, patients must have Hothi:

v Liver cirrhosis as defined clinically, radiologically, with transient elastography
(where liver stiffness in the clinician’s opinion supports a diagnosis of cirrhosis)
or on histology.

and

v~ Medium and/or large varices that have never bled as defined in the BSG
guidelines.



Age < 18 years.
Pregnant or lactating women.

Known intolerance or contraindications to beta-blockers including asthma.

Current or past history of non-selective beta blocker use (such as carvedilol, nadolol or propranolol).
Current, or history of, variceal band ligation.

Presence of malignancy or systemic disease that significantly affects one-year survival.

Unable to give informed consent.

Acute alcoholic hepatitis

Patients with surgical or radiological porto-systemic shunts such as transjugular portosystemic stent-
shunt (TIPSS).

Previous organ transplantation.




» Clarification of exclusion criteria (AAH)

» Additional standard care blood tests added -

NOTE:

» Vital signs, height and weight are important to capture.
» Complete EQ 5D-5L

» Make follow up appointment at 2 weeks (if applicable)



» Changed to 2 week visit.

» Type of visit added.*

*Please note that a face to face visit is preferred however a remote visit is permitted. If face to face, we
expect vital signs to be recorded.

If a remote consultation results in face to face visit please only complete one CRF for face to face visit.

NOTE:
» Medication review
» Adverse event review and evaluation



Type of visit added.* If remote visit is ticked on the CRF, certain data will not be
expected i.e. vital signs.

*If a remote consultation results in face to face visit please only complete one CRF for face to face visit.
» Tested positive for COVID-19 added.
» Fully vaccinated against COVID-19 question added.

» Additional standard care blood tests

» If an alternative treatment has been commenced due to reasons other than AES
added.

NOTE:
» Complete EQ 5D-5L

» Treatment Adherence

Please ensure all questions have an answer. If the Participant has switched arms, please complete both the Carvedilol and VBL questighs.



Randomisation CRF v7.0 — Update to exclusion criteria, in particular AAH.
Baseline CRF v4.0 — Additional questions regarding COVID status.

2 Week FU CRF v3.0 — 4 week visit amended to 2 week and type of visit
added.

6 and 12 Month CRF v4.0 — Type of visit added, additional questions
regarding COVID status, alternative treatment due reasons other than AEs
added.

Change of Status CRF v3.0 — Qualitative withdrawal has been removed,
allow withdrawal at the request of the CALIBRE Trials Office added.

SAE Form v3.0 — Amended to collect partial Date of Birth only.




» PIS v4.0 — Further clarification added following the findings from the
gualitative research study.

» ICF v4.0 — Withess detalls added for written consent obtained
remotely.

» GP Letter v2.0 — Amended 4 week visit to 2 week.




The below is a list of SAEs that are expected in this cohort of patients and therefore DO NOT require
expedited reporting on a SAE form and are instead recorded on the 6 and 12 month CRFs:

>

>

>

>

>

>

>

Variceal bleeding
Banding-related bleeding
Hepatic encephalopathy
Ascites

Hepatocellular carcinoma

Spontaneous bacterial peritonitis

Hepatorenal syndrome

*If you are in any doubt, please contact the CALIBRE frials team.




Recruitment can resume once your site has received the
following confirmation of:

» Recommencement of variceal surveillance
» Pl oversight
» Research staff are in place to support the trial

» Confirmation of capability and capacity from your R&D department



Q: Acute alcoholic hepadtitis is an exclusion
criterion, is there a category on this exclusion
i.e. if they are mild, could they be included or
does it not matter and sites exclude all
regardless of severity?

*A: We have clarified this in the updated Protocol V3.0. Providing the participant
does not have AAH at the point of randomisation, they can be included.

Q: If patients are on non-selective beta

blockers i.e. carvedilol, propanol, nadolol for

short term i.e. less than 7 days and now have * A: No. Any previous use of non-selective beta blockers are an exclusion.
stopped taking the medication could they be

included?

*A: Cardiology will need to be consulted. Dose equivalence is important with /
Q: If a patient is on a selective beta blocker for selective beta-blockers. In CALIBRE the top dose of carvedilolis 12.5mg/24h, and
heart issues for instance, could they be this may not be sufficient for rate conftrol or blood pressure control when
included? switching from a selective beta-blocker. For further clarification, please contact
the ftrials team.

Q: If a patient has had a previous liver * A: As long as the patient has clear evidence of cirrhosis in the background liver
resection for HCC, would that make them and the 1 year survival is not affected by the disease (assuming to be curative)
ineligible for CALIBRE? then they can be included.
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CRN RESEARCH NURSE SUPPORT

Have you read the requesting guidelines? - Click here to view them.

Request Support using this form

NIHR

To leave feedback on the support you received, please click this form
ACROSS CRN
WM

NIHR | R&ayEsas N

STAFFORDSHIRE

Request Form SHROPSHIRE

HEREFORDSHIRE

ACITSsSsS START HERE

ApplcCation to “eguest NetwOrk Service Su e
e < PP 1 2

The Reseach Delivery Request System! C hitps//goo.gibhIr2V

A system that provides a si le access point to Complete a v.gaod for
request rescarch support from the Clinical SUPpPo;
Resecarch Network West Midlands

What is it? C

© O OO .

be supporting at your
ﬁlaﬂocm 1o A dashboard 1o A visual space site
make c

P D

ng
requests to engage with of contact (o
for support ce the CRN team discuss GET SUPPORT
e ] AT YOUR SITE!

To make your request
Y  https-ligoo.gli/bhJr2V

For advice and support:
= across-crnwm@nihr.ac.uk

’@NursesCRNWM

NlHR I Clinical Research Network Improvis he health and wealth of the nation throush
West Midlands

rescarch




CALIBRE TRIAL MANAGEMENT GROUP

Clinical BCTU, University of Birmingham (Sponsor)
Prof Dhirqgj Tripathi, Birmingham (Chief Prof Peter Brocklehurst (Director of Research and Development)
Investigator)

Dr Margaret Grant (Director of Operations)

Dr James Ferguson, Birmingham
= Dr Jonathan Mathers, Mr Christopher Poyner (Qualitative research)

Pro an Jowett (Professor of Health Economics)

UNIVERSITYOF | G)g I H R National Institute
BIRMINGHAM s .
Ul FEdILI RESEd
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MANY THANKS TO COLLABORATORS




Thank you for listening.

Please remember to add this training to your Training Log and send to
the CALIBRE Trials Office.

Are there any questions?



The next Refresher Training Webinar
will be held on
Wednesday 8™ December 2021 at 1pm.



