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Results reveal... E
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Brief for today e

How do we deliver more
successful IBD investigator-
initiated trials from the UK?

What were the secrets to
success in PROFILE? Can you
give us your tips and tricks?




RCTs are critical to shape healthcare policy, E
guidelines, and change clinical practice

The NEW ENGLAND JOURNAL of MEDICINE

SOUNDING BOARD

The Magic of Randomization versus the Myth
of Real-World Evidence

Rory Collins, F.R.S., Louise Bowman, M.D., F.R.C.P., Martin Landray, Ph.D., F.R.C.P,,
and Richard Peto, F.R.S.




Not so long ago...

Getting results: why NHS clinical trials are the
envy of the world

REGLHVERY <:PRINCIPLE

Platform Randomised trial of INter
Randomised Evaluation of COVID-19 Therapy against COVID-19 In older peoPLE

AstraZeneca and
Pfizer/BioNTech saved over 12
S E R AT A mllll?n llyes in the first year of
vaccination
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But in just the space of a few years... E

The Guardian view Columnists Cartoons Opinion videos Letters

ggjvim Britain's Covid research led the world -
I ical research G A . 2 e
why have our clinical trials fallen off a cliff ?
Andrew Pollard

Pressures on the NHS, a lack of doctors and post-Brexit delays Independent report

12-8 are hampering our ability to develop cutting-edge drugs Commercial clinical trials in the UK: the
Lord O’Shaughnessy review - final report

Published 25 May 2023




Getting harder to deliver IBD trials %55

Declining Enrolment and Other Challenges in

IBD Clinical Trials: Causes and Potential
Solutions

Mathieu Uzzan &, Yoram Bouhnik, Maria Abreu, Harris A Ahmad,

Shashi Adsul, Hilde Carlier, Marla Dubinsky, Matthew Germinaro, Vipul Jairath,
Irene Modesto, Eric Mortensen, Neeraj Narula, Ezequiel Neimark,

Alessandra Oortwijn, Marijana Protic, David T Rubin, Young S Oh,

Jolanta Wichary, Laurent Peyrin-Biroulet, Walter Reinisch

Uzzan M et al. JCC 2023
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My lessons learned from PROFILE

* How do you put together a winning team to deliver a clinical
trial?

* What are key factors to help determine “success”?
* What are major pitfalls to watch out for?

« How do we move forward as a field — to deliver the IBD
clinical trials of the future?




Steps to success 1 - Brains e
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What’s more important than brains?




Steps to success 2 — great teams
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(i::D Kings College Hospital *not to scale
Dr Alex Kent and team

Basingstoke and North Hampshire Hospital

Joint 8th Dr Becky Saich and team

Luton and Dunstable Hospital 53
Joint 8th ccol

Dr Matt Johnson and team

Royal Sussex Hospital
Dr Mel Smith and team

Russells Hall Hospital
Dr Shani de Silva and team
Royal Hampshire Hospital
5th

Dr John Gordon and team
\'V 4 Liverpool University Hospitals j
Joint 3rd Prof Chris Probert and team i

\'V 4 Western General Hospital

Joint 3rd Dr Shahida Din and team

\‘ '/ Barts and Royal London
Dr Bel Kok and team

St George’s Hospital
8 Dr Kamal Patel and team




Research for all...not ivory tower research

- Q
QiQJrgh
—

K%ghi\é
\l_, Isle of M1 .
Dublin '\QQQ’ o

® Livev(@va,ofé

=44

® 05
& Fov




o8
Wwddsstipn more important than brains or brawn? 522=

GASTROENTEROLOGY




Steps to success 4 - Work closely E
with patients & patient organisations

CROHN'S &
COLITIS UK




Consultation method:

. Face-to-face . Telephone . Video

Lees C et al. Gastro 2020



Steps to success 5 — Embrace new E
ways of delivering trials
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Identification and Virtual recruitment, e- Virtual visits, remote data Electronic health records
invitation of patients to consent and virtual collection and home and registries to routinely
take part in clinical trials enrollment medication delivery collect follow-up data

Increased Increased number Improved patient Long-term follow-up

diversity and  — of participants === satisfaction, access t0 =l data, enhanced

inclusiyit.y of trial involved in testing, reduced costs, understanding, better
participants research more data outcomes
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Noor NM & Siegel C. Gastro Hep, 2023




Steps to success 5 — Embrace new E
ways of designing trials

Novel trial designs using
master protocols
 Basket trials

e Umbrella trials

e Multi-arm multi-stage

Embedded and more efficient phase Il trial programmes

Smaller phase Il

Smaller cohort embedded
within larger cohort

Larger phase Il cohort with
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Phase lll trials with greater

chance of success

¢ Confidence in safety and
efficacy evaluation

e Greater speed in approval

cohort with focus on

» focus on patient-centred
target engagement

outcomes

platform trials processes

|

Go or No-Go decision informed
by molecular data

¢ Open-label treatment
e Historical controls
¢ Patient-centred outcome measures

e Bayesian analyses

b Emmm o mmmm e Target engagement
C b = — B . Molecular biomarkers

v EEEm mm  ° Pathway analysis for
. efficacy and safety
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Noor NM & Raine T. Nature Rev Gastro Hep, 2023




Steps to success 6 — Support and provide E
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opportunities to next generation of Pls

NIHR 1o nature reviews gastroenterology & hepatology
for Health Research

Associate Principal Investigator Scheme

Explore content ¥ About the journal ¥ Publish with us v

nature > nature reviews gastroenterology & hepatology > world view > article

Now registering in:

M Cancer M Ear, Nose and Throat

World View | Published: 17 January 2022

M Gastroenterology. [V Hepatology Developing a cadre of clinician trialists in

¥ surgical gastroenterology and hepatology
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* RCTs are crucial to influence healthcare policy, guidelines and practice

« Academic (investigator-initiated) trials are the bedrock for any speciality -
iIncredibly hard to deliver but critical to determine optimal treatment strategies

 PROFILE is a huge success story for UK (and global) IBD community

 To deliver trials like PROFILE you needs brains, you need brawn, but most
Importantly you need great leadership

* We need to embrace innovations to deliver the IBD clinical trials of the
future (and provide opportunities to develop a cadre of academic IBD trialists)
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HUGE success story for IBD community E
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