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DOING 
RESEARCH WITH 
IMPACT….

 Only one rule….......



DOING RESEARCH WITH 

IMPACT….

 ASK AN IMPORTANT QUESTION!



“IMPORTANT” IS NOT THE SAME AS 

“INTERESTING”…....

 Almost anything that is interesting might be 

potentially important

 Impact depends on the immediacy 

(actionability) of the importance

 Will it immediately change medical practice?





PROSTATE CANCER: 1986-1990

 Almost no level 1 evidence!!

 Mortality rates around 12,000 pa in UK







FOR THOSE IN WHOM IT IS POSSIBLE….

 “Latent” prostate cancer; up to 80% of 

men have it by the age of 80!

 A disease of the elderly (as viewed in 

1990)

 Outcomes after ”watchful waiting”

 Do we cure anyone, with M0 disease, or 

do we just treat those who don’t need 

it?



• Surgery?

• Radiotherapy?

• Monitoring?



PROSTATE CANCER AND THE JOHN WEST EFFECT



LOCALISED 
(T1-T2) 
PROSTATE 
CANCER 
DETECTED 
BY PSA





…FOR THOSE IN WHOM IT IS 

NECESSARY....



LOCALLY ADVANCED PROSTATE CANCER 1990: 

NIHILISM OR OPTIMISM?

 Hormone therapy: PALLIATIVE

 Radiotherapy: CURATIVE

 MRC Survey 1995: “….these men all 

have occult micro-metastatic disease. 

Giving them radiotherapy is 

meddlesome and unkind....”



MRC-NCIC INTERGROUP STUDY





THE BOTTOM LINE: NON-METASTATIC DISEASE

 Treatment IS possible for some men who need it

 Those with locally advanced disease

 Combined radiotherapy and hormone therapy

 Treatment MAY NOT BE necessary for most men 

with PSA-detected localised disease

 Active monitoring may result in more disease 

progression

 15 and 20 year follow up is needed





ADVANCED AND METASTATIC PROSTATE CANCER 

- 1941



STAMPEDE AND THE MAMS REVOLUTION



STAMPEDE – FIRST OUTCOMES, 2015
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THE BOTTOM LINE: METASTATIC DISEASE

 Chemotherapy with docetaxel improves overall 

survival and failure-free survival, added to ADT in 

men with metastatic disease

 As yet, it does not improve survival in M0 patients, 

but it does delay treatment failure



EVOLUTION OR REVOLUTION?



EVOLUTION OR REVOLUTION?

• Where the technology is already being used, and the efficacy is great 

enough…

• Worldwide change in medical practice, enshrined in international 

treatment guidelines



EVOLUTION OR REVOLUTION?

• Usually, treatment benefits are modest, such that a randomised trial is 

needed

• Smaller changes in efficacy can still trigger a change in practice

• Modest benefits in advanced disease might translate into large benefits 

in early disease (docetaxel in M0 prostate cancer???........)



DOCETAXEL IN CASTRATE REFRACTORY 

PROSTATE CANCER - 2004



DRUGS WHICH PROLONG SURVIVAL IN ADVANCED, 

CASTRATE-REFRACTORY PROSTATE CANCER

Docetaxel

Cabazitaxel

Abiraterone

Enzalutamide

Sipuleucel-T

Alpharadin



DRUGS WHICH PROLONG SURVIVAL IN ADVANCED, 

CASTRATE-REFRACTORY PROSTATE CANCER

Docetaxel

Cabazitaxel

Abiraterone

Enzalutamide

Sipuleucel-T

Alpharadin





THE FUTURE: 
STRATIFIED 
(PRECISION) 
MEDICINE

 Not every patient 

benefits from 

treatment….

 Some patients might 

benefit 

enormously.....



COLLECT up to 

7,000 tissue blocks 

(retrospective) and 

2,000 blocks 

(prospective)

Underpin key 

translational 

questions

Pathology and tissue 

processing facilities

THE STAMPEDE BIOREPOSITORY




