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Flexible trial design in practice – dropping and adding arms 

in STAMPEDE: a multi-arm multi-stage randomised 

controlled trial (MRC PR08, CRUK/06/019)

ND James, MD Mason, NW Clarke, D Dearnaley, M Sydes, MKB Parmar 

The STAMPEDE investigators 2002-2004

Rational for the STAMPEDE Model

Can We Improve Outcomes Using New Treatments in Combination in High 

Risk Prostate Cancer ?
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The Multi-Arm Multi-Stage Trial Design: 

A New Way to Conduct Large-Scale Randomised Trials



Testing Multiple Agents





“Original comparisons”: Oct-2005



Dropping/Adding Arms and Shortening the Duration of 

Set-up and Recruitment



“Abiraterone comparison”: Nov-2011

“Original comparisons”: Oct-2005



“M1|RT comparison”: Jan-2013

“Abiraterone comparison”: Nov-2011

“Original comparisons”: Oct-2005



“M1|RT comparison”: Jan-2013
“Enza+abi comparison”: Jul-2014

“Abiraterone comparison”: Nov-2011

“Original comparisons”: Oct-2005



Changing the Standard of Care Control Arm



ICECaP Collaboration JCO 2017

13

Adapting the Protocol: Meta-Analysis and the Rationale for 5y MFS

MFS as Surrogate for OS- Surrogacy Threshold Effect



Adapting the Protocol in Long-Term Studies:
Primary Radiotherapy + ADT + Abiraterone ± Enzalutamide in Stampede



Adapting the Protocol in Long-Term Studies:
Primary Radiotherapy + ADT + Abiraterone ± Enzalutamide in 

Stampede



Translational Science: The STRATOSPHERE consortium and the BIG Group

“..I give my authority for my remaining 

samples to be used for additional 

research analyses by ethics approved 

protocols. I understand this is a gift.”

Unreported 

Validation 

cohort

N=1976



STAMPEDE Translational Research: 

The Stratosphere and BIG Projects
Informatics
MRCCTU / Stampede TMG

Central Stampede Data Repository

The Biomedical Research Group (BRG): UCL London
Tumour and ctDNA collection

PI: Gert Attard  (Stampede TMG)

Germ line DNA collection 

>3000 blocks collected

ctDNA from Arm J Abiraterone + Enzalutamide

The Biomedical Imaging Group (BIG): 
GU Cancer Research Group Christie / Manchester Cancer Institute

Image bank

PI: Noel Clarke (Stampede TMG)

>24,000 Scans Centralised

Categorised and Quantified for Tumour Burden / Distribution (Bone / Node/ Visceral)

Correlated with Treatment Outcome linked to Genomic Data

Fracture and Sarcopenia Assessment

Linkage to National Databases and Audits

esmo.org

Role of Abiraterone Acetate +  Prednisolone +  

ADT in High and Low  Risk Metastat ic Horm one 

Na ïve Prostate Cancer 

Mr Alex Hoyle MBChB MRCS 

(Christie GenitoUrinary Research Group Fellow, UK) 

Adnan Ali, Nick James, Chris Parker, Adrian Cook, Gert Attard, Simon Chowdhury, Bill Cross, 
David Dearnaley, Johann de Bono, Clare Gilson, Silke Gillessen, Rob Jones, David Matheson, 
Malcolm Mason, Alastair Ritchie, Martin Russell, Max Parmar, Matt Sydes, Noel Clarke; 

for the STAMPEDE trial

Movember



Translational Analysis Workflow
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Stampede Tumour Tissue Acquisition: The BRG Programme
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Morphology & 

immunostaining

DNA from 

cancer 

enriched 

areas

mRNA from 

cancer core

Basal

Luminal 

N=63 cores 

from 27 pts





The BIG Group
Challenging Existing Dogma: Understanding “Low” and “High” Burden: Stampede’s BIG Idea

Progress report – Docetaxel and 
Abiraterone disease burden analysis 

Hoyle A, Clarke NW 
Medical Research Council - University Central 

London  
Christie NHS Foundation trust 

5/12/17 

esmo.org

Role of Abiraterone Acetate +  Prednisolone +  

ADT in High and Low  Risk Metastat ic Horm one 

Na ïve Prostate Cancer 

Mr Alex Hoyle MBChB MRCS 

(Christie GenitoUrinary Research Group Fellow, UK) 

Adnan Ali, Nick James, Chris Parker, Adrian Cook, Gert Attard, Simon Chowdhury, Bill Cross, 
David Dearnaley, Johann de Bono, Clare Gilson, Silke Gillessen, Rob Jones, David Matheson, 
Malcolm Mason, Alastair Ritchie, Martin Russell, Max Parmar, Matt Sydes, Noel Clarke; 

for the STAMPEDE trial

Kaplan-Meier progression free 
survival estimates for patients 
dichotomised into 1-4 and ≥ 5 

bone metastases groups

Tait C et al British Journal of 
Urology International 2014



Docetaxel Volume/Burden Analysis:
Cohort selection: Stampede’s BIG Idea

Excluded n=57

•Unable to obtain bone scan (n=25)
•Non-conventional imaging (n=32)

Low volume
(n=400)

Patients randomized to trial platform between Jan-
2013 & Sep-2016

n=4697

Allocated to control arm (SOC-only) or research arm 
(SOC+RT)

(allocation 1:1)
n=2061

Stratified as metastatic (M1) from UK randomization 
centers
n=2025

Excluded n=36
Randomized in Switzerland 

(n=18) 
Patients did not consent for 

this sub study  (n=18)

Allocated to other research 
arms

n = 2636

Allocated to arm A:SOC-only
n=1018

Allocated to arm H:SOC+RT
n=1007

High volume
(n=561)

Low volume 
(n=404)

High volume
(n=541)

Alive; data in past year (n=
Alive; no data in past year (n=

Died (n=365)

Alive; data in past year (n=
Alive; no data in past year (n=

Died (n=342)

Stratified by metastatic volume
n=961

Stratified by metastatic volume
n=945

Excluded n=62

•Unable to obtain bone scan (n=34)

• Non-conventional imaging (n=28)



The Standard of Care in M1 CaP for Low Burden Disease As Defined by Conventional 
Imaging is ADT + Radiotherapy to the Primary Site



Nodal Burden and Differential Treatment Response:  ADT/Docetaxel 

Interaction HR 1.43 95% CI 1.01-2.03 p= 0.046

HR 0.89, 95% CI 0.74-1.07, p=0.225
3 yr OS: ADT 58%, ADT + Doce: 60%

HR 0.62, 95% CI 0.46-0.84, p=0.002
3 yr OS: ADT 61%, ADT + Doce: 80%

Haran A et al ESMO 2022:  Paper in Submission



Protocol / 
manuscript 

development

Data collection 
and processing

SAP and

Analysis

Claire Vale Sarah Burdett Larysa Rydzewska Ewelina Rogozinska

David Fisher Peter Godolphin

Harnessing the Power of Meta-Analysis:
The StopCaP MRC CTU team



Outcomes Following Treatment of Synchronous or 
Metachronous M1 Prostate Cancer



The Differential Effect of Docetaxel 

and Local Stage

Vale C et al: Manuscript in Preparation 
Nov 2022



www.npca.org.uk npca@rcseng.ac.uk 

NPCA Data 
Centre RCS(Eng)

National 
Hospital Data

HES

National 
Cancer Data

Office of 
National 
Statistics

National 
Radiotherapy 

Data

Organisational 
Survey

National
Chemotherapy 

Data

Patient-reported
Outcomes / 
Experience

Linking National Datasets to Clinical Trial Data for “Real World” Validation

esmo.org

Role of Abiraterone Acetate +  Prednisolone +  

ADT in High and Low  Risk Metastat ic Horm one 

Na ïve Prostate Cancer 

Mr Alex Hoyle MBChB MRCS 

(Christie GenitoUrinary Research Group Fellow, UK) 

Adnan Ali, Nick James, Chris Parker, Adrian Cook, Gert Attard, Simon Chowdhury, Bill Cross, 
David Dearnaley, Johann de Bono, Clare Gilson, Silke Gillessen, Rob Jones, David Matheson, 
Malcolm Mason, Alastair Ritchie, Martin Russell, Max Parmar, Matt Sydes, Noel Clarke; 

for the STAMPEDE trial





11,738 recruited to STAMPEDE

2,145  available HES event data 

7,755 recruited to other study arms

867 received SOC only 418 received SOC + ZA 427 received SOC + Doc 433 received SOC + Doc + ZA

3,983 enrolled and randomly assigned to 
Original Comparison

797 unavailable HES event data
20 Withdrawal of consent

777 Unsuccessful data 
linkage

1,021 recruited to other study arms

2,962 randomised to ’docetaxel 
comparison’

327 M0
540 M1

160 M0
258 M1

159 M0
268 M1

150 M0
283 M1

12 patients with event prior to date of 
randomisation

Long Term Fracture Rate M0 and M1 ± Bisphosphonate Stampede Arms A to E

Data Linkage Through Hospital Episode Statistics (HES)

esmo.org

Role of Abiraterone Acetate +  Prednisolone +  

ADT in High and Low  Risk Metastat ic Horm one 

Na ïve Prostate Cancer 

Mr Alex Hoyle MBChB MRCS 

(Christie GenitoUrinary Research Group Fellow, UK) 

Adnan Ali, Nick James, Chris Parker, Adrian Cook, Gert Attard, Simon Chowdhury, Bill Cross, 
David Dearnaley, Johann de Bono, Clare Gilson, Silke Gillessen, Rob Jones, David Matheson, 
Malcolm Mason, Alastair Ritchie, Martin Russell, Max Parmar, Matt Sydes, Noel Clarke; 

for the STAMPEDE trial

Craig Jones 2022: Research Fellow Stampede BIG Manchester



Low Volume on 

Standard Imaging

High Volume on 

Standard Imaging

Translational:

Image and Tissue Centralisation 

for Sub-Analysis (Including 

PSMA PET

Stampede International 

The Role of Surgery in 

Oligometastatic Disease

Stampede 2
Starting Feb 2023
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