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DOING
RESEARCH WITH
IMPACT....

=T Only one rule..........




DOING RESEARCHWITH
IMPACT....
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ASK AN IMPORTANT QUESTION!
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“IMPORTANT” IS NOT THE SAME AS

“INTERESTING™.......

® Almost anything that is interesting might be
potentially important

® [mpact depends on the immediacy
(actionability) of the importance

= Will it immediately change medical practice?






PROSTATE CANCER: 1986-1990

m  Almost no level | evidence!!

= Mortality rates around 12,000 pa in UK

m [gireatment necessary for thosein whom it is
possihle?

m [gtreatment possible for those in whom it is
necessary”?




FOR THOSE IN WHOM IT IS POSSIBLE....

“Latent” prostate cancer; up to 80% of
men have it by the age of 80!

m A disease of the elderly (as viewed in
1990)

®  Qutcomes after “watchful waiting”

= Do we cure anyone, with MO disease, or
do we just treat those who don’t need
it? 5
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| AM THE
BEST * Radiotherapy!?

* Surgery?

BETTER

THAN THE
REST

* Monitoring!?




PROSTATE CANCER AND THE JOHN WEST EFFECT

Only randomised
comparisons are valid!



2664 Patients with localized disease
were eligible

l

1643 Underwent randomization

i

¥

545 Were assigned to active
monitoring

553 Were assigned to radical
prostatectomy

545 Were assigned to
radical radiotherapy

Y

1

L

482 Started assigned protocol
within 9 mo
37 Underwent surgery per trial
protocol
17 Received radiotherapy per trial
protocol
2 Received brachytherapy
7 Did not start treatment

391 Underwent surgery within

95 Underwent active monitoring
per trial protocol

33 Received radiotherapy
per trial protocol

11 Received other treatment

23 Did not start treatment

405 Started assigned protocol

9 mo within 9 mo

75 Underwent active monitoring
per trial protocol

41 Underwent surgery per trial
protocol

11 Received other treatment

13 Did not start treatment

»| 6 Were lost to follow-up

—| 3 Were lost to follow-up

'

—| 5 Were lost to follow-up

¥

545 Were included in primary
analysis

553 Were included in primary
analysis

545 Were included in primary

analysis

LOCALISED
(T1-T2)
PROSTATE
CANCER
DETECTED
BY PSA

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ”

10-Year Outcomes after Monitoring, Surgery,
or Radiotherapy for Localized Prostate Cancer




A Prostate-Cancer—Specific Survival
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...FORTHOSE INWHOMIIT IS
NECESSARY....




LOCALLY ADVANCED PROSTATE CANCER 1990:

NIHILISM OR OPTIMISM?

= Hormone therapy: PALLIATIVE

m  Radiotherapy: CURATIVE

= MRC Survey 1995:%....these men all
have occult micro-metastatic disease.
Giving them radiotherapy is
meddlesome and unkind....”




JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

a Final Report of the Intergroup Randomized Study of
Combined Androgen-Deprivation Therapy Plus
Radiotherapy Versus Androgen-Deprivation Therapy Alone
in Locally Advanced Prostate Cancer

Malcolm D. Mason, Wendy R. Parulekar, Matthew R. Sydes, Michael Brundage, Peter Kirkbride,
Mary Gospodarowicz, Richard Cowan, Edmund C. Kostashuk, John Anderson, Gregory Swanson,
Mabhesh K.B. Parmar, Charles Hayter, Gordana Jovic, Andrea Hiltz, John Hetherington, Jinka Sathya,
James B.P. Barber, Michael McKenzie, Salah El-Sharkawi, Luis Souhami, P.D. John Hardman,
Bingshu E. Chen, and Padraig Warde

Eligible patients with locally
advanced disease

Randomly assigned
(N =1,205)

Allocated to ADT alone Allocated to ADT + RT
(n=602) (n =603)
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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

m Active monitoring may result in more disease
progression

® |5 and 20 year follow up is needed
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ADVANCED AND METASTATIC PROSTATE CANCER

Studies on Prostatic Cancer

I. The Effect of Castration. of Estrogen and of

Injection on Serum Pl

Androgen
hatases i Metastatx

Carcinoma of the Prostate®

Charles Huggine, MDD, and Clarerce V. Hodges, M D
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STAMPEDE AND THE MAMS REVOLUTION

Patients eligible for STAMPEDE

|

STARTING LONG-TERM HORMONES

RANDOMISATION

-

=/ ,
Clinical

Trials
n ADT + docetaxel MRC Unit




STAMPEDE — FIRST OUTCOMES, 2015

100
— 80
g
2
s 60
2 e
g v
T 40 3
2 — SOC by Kaplan-Meler
“ 204 SOC by flexible parametric model e
SOC+ ZA by Kaplan-Meles
SOC + ZA by flexible parametric model
o T T T T Y T 0 T T T T T J
Number at isk 0 12 24 36 48 60 72 84 0 12 24 36 48 60 n 84
(events)
SOC 1184 (449) 712 (174) 493 (73) 291 (33) 162 (20) 88 (7) 46 (4) 19 1184 (73) 1093 (134) 876 (92) 538 (60) 322 (35) 166 (17) 87 (2) 43
SOC+ZA 593 (208) 376 (102) 255 (26) 159 (22) 85 (1) 46 (3) 2 (2 7 593 (32) 554 (63) 454 (59) 280 (32) 152 (6) 88 (6) 50 (3) 22
£ _
3 2
: E
: :
¢ 2
& 2
¢ £
2 — SOC by Kaplan-Meier é
* 2 SOC by flexible parametric model R = O 204
SOC+ Doc by Kaplan-Mejer
SOC+ Doc by flexible parametric model
0 T T x 7 P T & 0 T T 3 : p
Numberatrisk  © L 2 3 48 7 0 2 2 3 P 3 X 0
(events)
SOC 1184 (449) 712 (174) 493 (73) 291 (33) 162 (20) 88 (7) 46 (4) 19 1184 (73) 1093 (134) 876 (92) 538 (60) 322 (35) 166 (17) 87 (2) 43
SOC+Doc 592 (131) 441 (88) 324 (48) 189 (28) 106 (10) 57 (6) 30 (2 1 592 (33) 545 (52) 447 (35) 290 (22) 181 (12) 93 (3) 51 (6) 20
3 -
3 z
: E
H : z
g ~— =
= . =
¢ i z
2 — SOC by Kaplan-Meier \\. 3
= 204 -+~ SOC by flexible parametric model e 204
SOC +ZA+Doc by Kaplan-Meier
SOC+ZA + Doc by flexible parametric model
0 T T T T T 0 T T T T u
0 12 24 36 48 60 72 84 0 12 24 3% 48 60 brl 84
T L T e it
Number at risk Time from randomisation (months) ime from randomisation (months)
(events)
SoC 1184 (449) 712 (174) 493 (73) 291 (33) 162 (0) 88 (7) 46 (4) 19 1184 (73) 1093 (134) 876 (92) 538 (60) 322 (35) 166 (17) 87 (2) 43
SOC+ZA+Doc 593 (117) 447 (102) 308 (45) 181 (26) 106 (18) 45 (8) 22 (2) 13 593 (24) 543 (54) 447 (44) 291 (29) 177 (20) 89 (10) 47 (4) 25



KM 0OS: A vs C (SOC vs SOC+Dox), MO patients
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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 MO patients,
but it does delay treatment failure



5
O
—
>
—
O
>
LLl
(a'd
ad
®
Z
O
—
>
—
O
>
LLl




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 MO prostate cancer??!........)



DOCETAXEL IN CASTRATE REFRACTORY

PROSTATE CANCER - 2004

Probability of Overall Survival (%)

No. at Risk
3 wk

Mitoxantrone

Docetaxel every

p—

— N w S w N ~ o0 D o

O O O O O O O o o o
| N b 1y o ey e v Fii) ey i e |

o
1

Weekly
docetaxel

Docetaxel
every 3 wk

Mitoxantrone

335

Weekly docetaxel 334

337

o

6 9
Months
296 217 104
297 200 105

297 192 95

] (RS LI e [ R LS T L L L . P |
12 15 18 21 24 27 30 33

37 5
29 4
29 3




DRUGS WHICH PROLONG SURVIVAL IN ADVANCED,

CASTRATE-REFRACTORY PROSTATE CANCER

o Docetaxel

o Cabazitaxel

o Abiraterone

o Enzalutamide
o Sipuleucel-T

& Alpharadin



DRUGS WHICH PROLONG SURVIVAL IN ADVANCED,

CASTRATE-REFRACTORY PROSTATE CANCER

. Docetaxel
. Cabazitaxel
B Abiraterone
Clinical
Trials
. MRC Unit
. Enzalutamide
& Sipuleucel-T

& Alpharadin



Number of additional men alive, compared
to
2008-10 treatment pattern
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EUROPEAN UROLOGY FOCUS XXX (2015) XXX-XXX

=
available at www.sciencedirect.com EUROPEAN
journal homepage: www.europeanurology.com/eufocus UROLOGY FOCUS
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Prostate Cancer

Estimating the Impact of Randomised Control Trial Results on
Clinical Practice: Results from a Survey and Modelling Study of
Androgen Deprivation Therapy plus Radiotherapy for Locally
Advanced Prostate Cancer

Annabelle South ™, Wendy R. Parulekar”, Matthew R. Sydes°, Bingshu E. Chen®,
Mahesh K. Parmar?®, Noel Clarke°, Padraig Warde “, Malcolm Mason ¢

 Medical Research Council Clinical Trials Unit, University College London, London, UK; ® NCIC Clinical Trials Group, Queen's University, Kingston, ON, Canada;
oronto, ON, Canada; © Cardiff University School
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THE FUTURE:
STRATIFIED
(PRECISION)
MEDICINE

Not every patient
benefits from
treatment....

Some patients might
benefit
enormously.....




THE STAMPEDE BIOREPOSITORY

COLLECT up to
7,000 tissue blocks
(retrospective) and
2,000 blocks
(prospective)

Welcome to the Wales Cancer Bank

Underpin key

translational g £, momeum
guestions
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Research

MRC Council
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