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Need For New Approaches To Design

« Many approaches worthy of testing

« Each take years to confirm clinical
benefit (if any!)

* Traditional designs don’t cope well
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Need For New Approaches To Design

Traditional Approach Multi-arm, Multi-stage
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Multi-Arm Multi-Stage (MAMS) Approach

Multi-arm

« Test many relevant approaches

Research A

Research D
Research B

Research E

Research C 5 comparisons
10 arms
5 trials

Iy

Research A
Research B

Research C
Research D
Research E

5 comparisons
6 arms
1 trial

« Use fewer resources

» Cost per comparison is much less

* Less bureaucracy

Multi-arm, Multi-stage
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Multi-Arm Multi-Stage (MAMS) Approach

Multi-arm Multi-arm, Multi-stage
« Test many relevant approaches
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» Using interim lack-of-benefit analyses s
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Multi-Arm Multi-Stage (MAMS) Approach

Multi-arm Multi-arm, Multi-stage
« Test many relevant approaches
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Platform ("Master” or “Living”) Protocols

* Protocols addressing many research questions
In one administrative trial structure

* New important questions added later
(“living” protocols)
° eg into multi-arm trials

e Stratified trials testing biomarker-directed therapies in
same disease (“master protocols”)
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= Multi-arm element

STAMPEDE - Oct-2005 — Accrual Opens

2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

Standard-of-care (SOC) = ADT (+/-RT)

SOC+zoledronic acid
SOC+docetaxel
SOC+celecoxib

SOC+zoledronic acid+docetaxel

SOC+zoledronic acid+celecoxib

Trial arm

B Accrual - past
Accrual - future

B FU and main analysis

2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024
Oct-2005: Pilot phase accrual opens in limited sites



-> Multi-stage element

STAMPEDE — Apr-2011 — Recruitment stops to 2 arms for lack-of-benefit

2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

Standard-of-care (SOC) = ADT (+/-RT)

SOC+zoledronic acid
SOC+docetaxel

SOC+celecoxib

SOC+zoledronic acid+docetaxel

SOC+zoledronic acid+celecoxib

Trial arm

B Accrual - past
@ Accrual - future

B FU and main analysis

2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

Apr-2011: AS2 -- celecoxib arms (D & F) stop recruitment
TSC accepted IDMC recommendation. See James (2012) Lancet Oncol



Trial arm

= Platform element

STAMPEDE — Nov-2011: “Abiraterone comparison” initiated

2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

Standard-of-care (SOC) =ADT (+/-RT)  EEEEEEEEEEEE ]

SOCTzoledronicacicd e

SOCTdocetaxel e R
SOC+celecoxib eSSyt Sy -

SOC+zoledronic acid+docetaxel | SRRl

SOC+zoledronic acid+celecoxib Sty e e e T

------------ n

B Accrual - past
B Accrual - future
B FU and main analysis

2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

Nov-2011: Arm G (abiraterone) activated



Trial arm

STAMPEDE — Recent activity

2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

Standard-of-care (SOC) = ADT (+/-RT) (+/-docetaxel)  SeEEEEEEEEEEEEEEEEEEEEE O
SOC+zoledronic acid
SOC+docetaxel
SOC+celecoxib
SOC+zoledronic acid+docetaxel
SOC+zoledronic acid+celecoxib

SOC+(abi)r

SOC+M1|RT {M1}

(en+ab)#

SOC+metformin

SOC+tE2

B Accrual - past A Abiraterone |
Accrual - future Enzalutamide+abiraterone
B FU and main analysis Docetaxel

2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

Include randomisation of tE2 patches for meta-analysis with PATCH
Q2-2017: launch of tE2 comparison



Groups to convince

Patient representatives on TMG
“Why wouldn’t you do it like this?”
Staged PIS

All keen on efficient design
Early “get-out”

Hospital
governance

Industry

partners Regulators

Ethics
committees

Medical
community

Anxious about appearing
complex, but previous multi-
arm trials: FOCUS, ICON5



Information tailored to everyone

Photo: Jay Wennington
Source: Unsplash




Groups to convince

v Centres w Committees w Media w ContactUs w

STAMPEDE: Patient Information Sheets (PIS)

What PIS? Content Who should read it?

Overview of why the study is being

General Patient Information Sheet - done and what it involves.

Part 1 & 2 (Version 18)

Everyone interested in

Details of study conduct and taking part

oversight

Treatment Arm-Specific patient
information sheet (PIS)

Arm A (Version 12) Everyone allocated to

Details of treatment associated the specific treatment

Arm K (Version 4) with each arm of the study

Arm L (Version 3)

Additional Research Studies Patient Details of quality of life study and Everyone interested in
Information Sheet (Version 15) other optional studies taking part

http://www.stampedetrial.org/participants/participant-information/



Structured PIS
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STAMPEDE General Participant Information Sheet — Parts 1 and 2

STAMPEDE TRIAL

STAMPEDE TRIAL Contents

Part One

Gen_era! information _tu hel;_: ‘g.rou 1 What is STAMPEDE?

decide if you would like to join a 2 How are new treatments tested?

study called STAMPEDE 3 How will my treatment be different if |
take part?

4 What will | need to do if | take part?

5 What are the possible advantages of

#  This leaflet includes general information
about a study called STAMPEDE.

taking part?
*  Your doctor has explained to you that 6 What are the possible disadvantages of
you have prostate cancer and has taking part?
invited you to participate in this study. 7 Dol have to take part?
*  Please read this infarmation carefully Part Two
and discuss it with friends and relatives 8 Will | need extra tests?
if you wish. Take time to decide whether 9 Will | need extra hospital visits?
or not you would like to take part. 10 How will my personal information be
+  |f you decide not to take part, this will used?
------ not affect the care you get from your 11 Further information about taking part
doctors in any way. 12 Where can | find out more?

#  This leaflet is in two parts: we suggest

that you read Part One first and if you

) - ) ! How to contact us
are interasted in taking part, continue to

read Part Two. If you have any questions about this study,

#+  |f you decide to take part there are more please talk to your dector or nurse:

information leaflets about the
treatments you may receive and
additional research projects that you will
be invited to join.

In this leaflet, the term “study” is used,
this means the same thing as a clinical
trial.

V1B.0 Jul-2018 General STAMPEDE PIS Parts 1 & 2

MName of doctor ar nurse
Hospital Department
Hospital

Address

Address

Tel: X000 XK

Page 1of 8



Slides from PPI rep — David Matheson

PPl and STAMPEDE — what do we do?

* Members of the Trial Management Group and various working groups
* Input into prioritising and defining questions
* Input into oversight and TMG
* |Input into interpretation and dissemination, inc. co-author abstracts and papers
* Commenting / advising on communications with trial participants

* Review all patient interface documentation
* Consent forms — keeping layout as simple and understandable as possible
* Patient information sheets — paying special attention to avoiding cognitive overload

» Lay summaries — emphasising clarity and ease of comprehension without
compromising content

I

[ Clinical

Trials

MRC | unit

. S [AMPEDE




Slides from PPI rep — David Matheson

PPI
. Meml PPl and STAMPEDE — what do we do?
*In ; i
. Ini * Patient voice
. in * We bring back to the TMG concerns, observations and thoughts from the
CF various patient groups and bodies we work with elsewhere
* Lo i i .
_ * Dissemination
* Revie « Article production:
* Co * Working with the other authors to collate and interpret data, and to edit, review, and
* Pa approve the final draft of articles and other outputs
= |a * Videos:
co * Highlighting and explaining results and what they mean from a patient perspective
—— * Talks
——- STAMI * Sharing findings with lay groups and offering a patient perspective to professional groups

I 4 P
Clinical

Trials

— ==

MRC | unit




Slides from PPI rep — David Matheson

PPI 2

* Meml|
* Inf
* Ing
* Inf
* Col

* Revie
* Co|
* Pa

* Lay
co

.
e ]
L e

STAMI

PPl and

* Patient vo

« We brin
various

* Dissemina

* Article
* Work
apprg
* Videos:
* Highl
* Talks

* Shari

What's it like to be a patient rep on STAMPEDE?

* In short...
* Qur voices are heard
* Our input and perspective are sought, valued and recognised in diverse ways
* We feel an integral and important part of the STAMPEDE trial

I 4 - P
Clinical

o Trials

STAMPEDE

MRC | unit




Trial arm

STAMPEDE — Accrual over time
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Practice-changing findings 1: SOC+DocP vs SOC Practice-changing findings 2: SOC+AAP vs SOC
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Practice-changing findings 3: SOC+RT vs SOC el

STAMPEDE: Observed accrual
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Explaining findings and design

STAMPEDE
abiraterone
results

3 years ago

https://vimeo.com/335419982

-

Can radiotherapy

. . help men who are
https://vimeo.com/220031463 diagnosed with

- | 1 prostate cancer

that has already
spread? (Full
version)

1 year ago

https://vimeo.com/171900048
- y
Robm M Multi-arm muilti-
Patient Representative, STAMPEDE T stage (MAMS)
- = trial design

4 years ago

Kevin Webber

Prostate cancer patient




Trial arm

STAMPEDE: Observed accrual
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STAMPEDE by 2021:

Updated standard-of-care 5 times
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Sharing Experiences of MAMS Platform Protocols

== Initial statistical in
Fe | implementing MAMS

doi: 10.1186/1745-6215-10-39

Trial management
conduct experiences

doi: 10.1186/s513063-019-3216-8

Riya Francesca ind
T — Lindsey

Masters

exil ial design in practice - stopping arms
benefit and
STAMPEDE:

Practicalities in stopping
& adding arms

doi: 10.1186/1745-6215-13-168

10yrs experience at
MRC CTU at UCL

Forthcoming

~50 recommendations

Data management services from 15 platform trials
conduct experiences at 8 UK CTUs

to be submitted
end December 2021

Stephen Dom
Townsend  Hague



Ethics Committee workshops

REVIEWING PLATFORM TRIAL PROTOCOLS: GUIDANCE FOR RECS
01-Mar-2021
Professor Matthew Sydes, MRC Clinical Trials Unit at UCL

Professar Louise Brown, MRC Clinical Trials Unit at UCL

SETTING
c trials are becoming . Platform trials are a type of adaptive
trial where

www.hra.nhs.uk/about-us/committees- st sy s ottt e e et
and-services/res-and-recs/research- ot

Home > About us > Committees and services > Research Ethics Service and Research Ethics Committees >

Research Ethics Committee — Standard

ed to separate protocols.

arm brings further
to mare than one comparisan. ™

ethics-committee-standard-operating- s T ——
procedures/

simpler than a new application and means that the new comparison should be activated at sites
mare quickly than for 2 trial, whic to faster initial recruitment.

Operating Procedures

Last updated on 2 Aug 2021

Examples from MRC CTU at UCL of platform trial protocols that have added comparisans inclue:
(1) STAMPEDE, & protocol i involved

ofa ion of arm
12} FOCUSH, a stratified medicine platform trial protocol in colorectal cancer in which added
involve the i both new hand I arms for a specified
subset of patients defined by a biomarker signature
(3} RAMPART, 2 MAMS platform protocol in renal cancer which has been designed with the intention
of adding new comparisons

www.ctu.mrc.ac.uk / our- ks i thr s e e ALCOUSE i ERACI b1 for vesmentof
research/methodology/conduct/practic '
Under the UK Health Departments Governance Arrangements for Research Ethics al-im plementation of-new-trial- Toe ek Resarh Aty s bos by o th'

Few UK Research Ethics Committees have been exposed to platform protocols, but these will

Committees (GAFRFC), each Research Fthics Committee (REC) within the Research designs o s
Ethics Service, is required to adopt Standard Operating Procedures (SOPs) approved B e e sobaon o

. . . . . . . 2019 and 2020. i (Sep-2019), ), Oxford (Dct-2020), Lond
by or on behalf of its appointing authority. The REC is required to act in accordance Feb-2020) and Manchester (Mar-2020).

The workshops involved presentations on the benefits and challenges of adding comparisons inta
angoing ific to ethics review. Training session
attendees included some members of RECS who had reviewed a nurnber of these platform pratocols
on previaus occasions.

with its SOPs and is ultimately accountable to its appointing authority for its
governance in this respect.

Education & Capacity Buiding

71.5.1 of the Standard Qperating Procedures for Research Ethics Committees came into effect from 2 Reviewing platform protocols: Proposed
Auauc 2071 guidelines for research ethics committees

Short Report at
www.ctu.mrc.ac.uk/medi

REVIEWING RESEARCH neiping ensure better research for better heaith

a/1948/guidance_for_rec
Platform trials — a type of adaptive research s_2021-03-01_v1.pdf

The Challenges of Running Platform Trials

e questions in a single protocol are increasingly undarstood This could be

http://www.reviewingresearch.com/pl

tial managers

o running the

atform-trials/

The second paper by Hague et al s on issues that data managers, data scientists and programmers might have in

running the side of the:

Page under construction
The third paper by Mo

Each naer to 200 the senmihe afthace dos o ackeasngs &

Written after a report of recommendations from Matthew Sydes and Louise Brown (MRC Clinical Trials Unit at UCL) to Health
Research Authority arising from a series of workshops they ran at HRA regional meetings in 2019 and 2020

Adaptive design trials accommodate the inevitable changes that happen during the lifetime of a study. One type is
the platform trial which offers advantages but incorporates flexibility that needs to be considered in review. They
incorporate new but similar research questions into an ongeing clinical trial protecol in a structured way. Put
another way. the protocol includes or allows different comparisons.

This paper explores the issues that might arise and how such proposals might be best reviewed.




Conclusions

PPl involvement in clinical trial is important & helpful to production of high-quality,
relevant trials

MAMS platform trials are a key tool in efficiently improving outcomes for patients &
the public

Good PPI involvement in MAMS platform trials is key
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