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STAMPEDE is an ongoing, nationwide randomised controlled trial that is assessing the effectiveness of
a number of agents, alone or in combination in patients with high-risk prostate cancer. We are writing
to you now to give you further information ahead of the forthcoming interim analysis as this may
require some pre-planned changes to the trial being activated promptly.

Background to STAMPEDE

As documented in section 9 of the STAMPEDE protocol the trial is using multi-arm, multi-stage
(MAMS) methods. It is assessing 5 research arms against a common control arm and is being
conducted in a number of stages: Pilot Stage, Activity Stages I, Il and Il and, finally, Efficacy Stage
IV. We are currently in Activity Stage Il and have sufficient data to assess the current trial arms in a
pre-planned intermediate activity analysis in March of this year. The Independent Data Monitoring
Committee (IDMC) will meet on 31°* March 2011 to review the data and make a recommendation to
the Trial Steering Committee (TSC), the trial’s executive body. The recommendation will be on
whether recruitment (and treatment) should continue to each of the trial arms. The TSC will then
decide whether recruitment to any of the arms of the trial should be discontinued at this point. There
are two main reasons why a trial arm could be dropped:

1. Safety — if the data from an arm is showing an unacceptable toxicity profile

2. Lack of activity — if the data from the arm are not showing a sufficient activity compared with the
control arm. This is the focus of the MAMS design: the evidence required to continue recruiting to a
particular arm becomes more stringent as the trial goes on. Therefore, an arm may stop
recruitment despite showing some evidence of a small advantage in terms of activity, but that this
is unlikely to translate into a worthwhile benefit.

Relevance to centres

If the TSC reach a decision to stop recruitment or treatment in one or more arms, we shall aim to
implement this as soon as possible and all participating centres will be informed as soon as possible,
by phone and in writing. The MRC CTU team will make the necessary changes to the trial
documentation (including patient information documentation), submit these for information to the
ethics and regulatory bodies and distribute the updated documents to centres to pass through local
processes.

Further information
The principle of stopping one or more arms in this trial is fully described in the current, approved

protocol (version 6.0, 09 Jul-2009) and does not constitute a substantial amendment to the trial.
Please find enclosed a letter from the MHRA confirming that approved pre-planned changes to the trial
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will not require regulatory approval. Clearly, some trial documentation will need to be amended
following any decision to drop arms and this will be done as soon as possible afterwards.

For more information in regard to the design of the STAMPEDE study, please refer to section 9 of the

STAMPEDE protocol. In addition, the reference below, which is freely available on-line gives
information about MAMS trials in general.

If you require any further information or clarification then please do not hesitate to contact us

Kind Regards

Nick James Tom Fairfield
Chief Investigator  Trial Manager

On behalf of the STAMPEDE Trial Management Group

Enc. MHRA letter dated 10.03.2010
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