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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



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

Traditional Approach

Phase II

Phase III

T1

C  T1

T2

T3

C  T3

T4

C  T4

Traditional Approach

Phase II

Phase III

T1T1

C  T1

T2

T3

C  T3

T4

C  T4



Need For New Approaches To Design

Traditional Approach

Phase II

Phase III

T1

C  T1

T2

T3

C  T3

T4

C  T4

Traditional Approach

Phase II

Phase III

T1T1

C  T1

T2

T3

C  T3

T4

C  T4

Multi-arm, Multi-stage

T2 T3T1C T4

Phase II

Phase III

Multi-arm, Multi-stage

T2 T3T1C T4

Phase II

Phase III

Max

Parmar



Multi-Arm Multi-Stage (MAMS) Approach

Multi-arm

• Test many relevant approaches

• Use fewer resources

• Cost per comparison is much less

• Less bureaucracy
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Multi-stage

• Using interim lack-of-benefit analyses

• Ask if reasons to continue to investigate 

an approach?
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8

• Protocols addressing many research questions 

in one administrative trial structure 

• New important questions added later 

(“living” protocols)

• eg into multi-arm trials

• Stratified trials testing biomarker-directed therapies in 

same disease (“master protocols”)

Platform (“Master” or “Living”) Protocols



Clinical setting

• Prostate cancer, metastatic or high-risk non-metastatic

• Initiating long-term hormone therapy 

Testing setting

• Late stage, phase III

• Single randomisation

CI: 

Nick James

Originator:

Max Parmar



MRC CTU at UCL

→ Multi-arm element

STAMPEDE – Oct-2005 – Accrual Opens



MRC CTU at UCL

→ Multi-stage element

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



MRC CTU at UCL

→ Platform element

STAMPEDE – Nov-2011: “Abiraterone comparison” initiated



MRC CTU at UCL

STAMPEDE – Recent activity



Industry 
partners

Medical 
community

Potential 
participants

Funding 
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Regulators

Ethics 
committees

Hospital 
governance

Groups to convince

All keen on efficient design 

Early “get-out”

Anxious about appearing 

complex, but previous multi-

arm trials: FOCUS, ICON5

Patient representatives on TMG

“Why wouldn’t you do it like this?”

Staged PIS



Information tailored to everyone

Photo: Jay Wennington

Source: Unsplash



Groups to convince

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



Structured PIS
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Slides from PPI rep – David Matheson
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MRC CTU at UCL

STAMPEDE – Accrual over time





Explaining findings and design

https://vimeo.com/335419982

https://vimeo.com/171900048

https://vimeo.com/220031463
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STAMPEDE by 2021: 
Updated standard-of-care 5 times



Sharing Experiences of MAMS Platform Protocols

Trial management 
conduct experiences

Data management services 
conduct experiences

Francesca 

Schiavone
Lindsey

Masters

Riya

Bathia
Dom

Hague

Stephen

Townsend

doi: 10.1186/s13063-019-3216-8

doi: 10.1186/s13063-019-3322-7

Initial statistical in 
implementing MAMS

Practicalities in stopping 
& adding arms

10yrs experience at 
MRC CTU at UCL

doi: 10.1186/1745-6215-10-39

doi: 10.1186/1745-6215-13-168 

doi: 10.1177/1740774517725697  

Max

Parmar

Forthcoming

~50 recommendations 
from 15 platform trials 
at 8 UK CTUs 
to be submitted 
end December 2021



Ethics Committee workshops

www.ctu.mrc.ac.uk/our-

research/methodology/conduct/practic

al-implementation-of-new-trial-

designs/

Short Report at 

www.ctu.mrc.ac.uk/medi

a/1948/guidance_for_rec

s_2021-03-01_v1.pdf

http://www.reviewingresearch.com/pl
atform-trials/

www.hra.nhs.uk/about-us/committees-
and-services/res-and-recs/research-
ethics-committee-standard-operating-
procedures/



Conclusions

PPI 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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