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mHSPC trials: docetaxel and AR RCTs -- Timing of accrual and results
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STOPCAP network meta-analysis (2018) — indirect comparison

Treatment comparison and study Hazard Ratio (95% ClI)
Doc+ADT vs ADT

CHAARTED —— 0.73 (0.59, 0.90)
GETUG 15 R i 0.88 (0.68, 1.14)
STAMPEDE 0.76 (0.62, 0.93)

0
Network <> 0.77 (0.68, 0.87)
L

Pairwise (1°=0%; Heterogeneity p=0.52) 0.77 (0.68, 0.88)
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Published data network meta-analysis

Vale et al
Abridged version of Figure 2 from doi:10.1093/annonc/mdy@71




STOPCAP network meta-analysis (2018) — indirect comparison

Treatment comparison and study Hazard Ratio (95% ClI)
Doc+ADT vs ADT

CHAARTED —— 0.73 (0.59, 0.90)
GETUG 15 R i 0.88 (0.68, 1.14)
STAMPEDE —— 0.76 (0.62, 0.93)
Network <> 0.77 (0.68, 0.87)
Pairwise (1°=0%; Heterogeneity p=0.52) L > 0.77 (0.68, 0.88)
AAP+ADT vs ADT

LATITUDE 0.62 (0.51, 0.76)

Network 0.61 (0.53, 0.71)
Pairwise (I°=0%; Heterogeneity p=0.91) 0.62 (0.53, 0.71)

——
STAMPEDE —0— 0.61 (0.49, 0.75)
<>
<>

0.25 0.50 1.00 2.00
Favours Favours
treatment+ADT ADT alone

Overall survival

Published data network meta-analysis

Vale et al
Abridged version of Figure 2 from doi:10.1093/annonc/mdy@71




STOPCAP network meta-analysis (2018) — indirect comparison

ADT alone Network = 6204 patients
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STOPCAP network meta-analysis (2018) — indirect comparison

Table 3. Treatment ranking (% probability) and SUCRA values based on overall survival results

AAP Doc ZA + Doc ZA + Cel ZA Cel ADT alone

Best 07 13 38 0.0 00 00
Second best 53 255 03 10 00
368

Third best 04 303 370 24 31 00
Fourth best 01 336 308 239 122 93 0.1
Fifth best 00 38 93 93 487 260 29
Sixth best 00 02 26 25 313 336 298
Worst 00 0.0 02 05 5.1 270
SUCRA 10 07 06 06 03 02 O

AAP, abiraterone acetate plus prednisolone/prednisone; ADT, androgen-deprivation therapy; Cel, celecoxib; Doc, docetaxel; SUCRA, surface under the cu-
mulative rank; ZA, zoledronic acid.

doi:10.1093/annonc/mdy071
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Data from STAMPEDE leading to direct comparison

STAMPEDE : Docetaxel comparison

SOC+DocP vs SOC (n=1776) [2:1]
M1 61%

Age 65 yr median

PSA 68 ng/ml median
Accrue Oct-2005 to Mar-2013
Freeze May-2015




Data from STAMPEDE leading to direct comparison

Trial arm
Fx_ITOTmMOO®>»
PR S Sk o

STAMPEDE: Docetaxel comparison
2006 2007 2008 2009 2010 2011 2012 2013 2014 4G 2016 2017 2018 2019 2020 2021 2022 2023 2024

(/4T FA
B
FC
ko
FE
FF
FG
FH
F
Mk
FL
@ Pts in comparison 2 Abiratevone!
B Pisnot in #50C

2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

SOC+DocP vs SOC (n=1776) [2:1]
M1 61%

Age 65 yr median

PSA 68 ng/ml median
Accrue Oct-2005 to Mar-2013
Freeze May-2015

Trial arm
AarFARIOTTmMON® >

STAMPEDE: Abiraterane comparisons
2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

FER-IOTMOO® >

B Pts in comparison. ~ Abirsterone
B Pt not in comparison #50Cenzalutamide+abiraterone

2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

SOC+AAP vs SOC (n=1917) [1:1]
M1 52%

Age 67 yr median

PSA 53 ng/ml median
Accrue Nov-2011 to Jan-2014
Freeze Mar-2017




Data from STAMPEDE leading to direct comparison

Trial arm

STAMPEDE: Docetaxel comparison
2006 2007 2008 2009 2010 2011 2012 2013 2014 4G 2016 2017 2018 2019 2020 2021 2022 2023 2024

{Standard-of care (50C) = ADT (-7 [A

SOCsceleconib Fo
SOC+zoledronic acid+docetaxel rE
50C+zoledronic acidscelecorib F FF

sacsm1 |RT {M1} FH
| SOCHEA| ]

8 Pts in comparison
8 Pisnot in

* Abiraterone
# 50C-

2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

SOC+DocP vs SOC (n=1776) [2:1]
M1 61%
Age 65 yr
PSA 68 ng/ml median
Accrue Oct-2005 to Mar-2013
Freeze May-2015

median

Trial arm

STAMPEDE: Docetaxel vs abiraterone -- direct comparison
2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

STAMPEDE: Abiraterane comparisons
2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

Standard-of-care (SOC) = ADT (+/-RT)
sacHsledronic acid

SOC+dncetarel

sOC+eelecoxib

S0C+zoledronic acid+docetaxel

S0C+oledronic acid+celecorib

sOC+metformin

SOC+ucaparih [Bionke] --

 Abiraterone’

B Pts in comparisan
o P #50C+enzalutamide+abiraterone

2 ot In comparisan

2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

SOC+DocP vs SOC+AAP (n=566) [1:2]
M1 60%

Age 66 yr
PSA 56 ng/ml

median

median

Accrue Nov-2011to Mar-2013
Freeze Mar-2017

Trial arm

A FA
RN soc+zcledronic acid rB
[oR ) soctdocetanel rc
RN soctcelecaxt rD

[ s0c+cledronic acidsdocetoxsl
(R socHokedronkc acidscelecoxb

B Pts in comparison. ~ Abirsterone
P12 not in comparisan #50Cenzalutamide+abiraterone

2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

SOC+AAP vs SOC (n=1917) [1:1]
M1 52%
Age 67 yr
PSA 53 ng/ml median
Accrue Nov-2011 to Jan-2014
Freeze Mar-2017

median
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Data from STAMPEDE leading to direct comparison

STAMPEDE: Docetaxel comparison

STAMPEDE: Docetaxel vs abiraterone -- direct comparison STAMPEDE: Abiraterane comparisons

2006 2007 2008 2009 2010 2011 2012 2013 2014 0% 2016 2017 2018 2019 2020 2021 2022 2023 2024 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

A4 care (SOC| = ADT (+/-RT) FA A Fa A Fa
B r8 B 8 B FB
€1 rc CH FC C rc
L [o D Fo D+ kD
E- FE Eq FE E re
F FF 2 Lr P HF
£ 61 rG £ 61 ra £ G r6
& HY rH & HA FH 5 H FH
g 4 rl s 1 =1 £ r
= kq -k B @ K s ~mpK
L4 FL L FL I L
r M MM 14
B FL; ot in Gompar ;33?‘2"’"2‘ B Pa
2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2018 2020 2021 2022 2023 2024 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2002 2023 2024

SOC+DocP vs SOC (n=1776) [2:1]
M1 61%

Age 65 yr median

PSA 68 ng/ml median
Accrue Oct-2005 to Mar-2013
Freeze May-2015

SOC+DocP vs SOC+AAP (n=566) [1:2] | SOC+AAP vs SOC (n=1917) [1:1]
M1  60% M1  52%
Age 66 yr median Age 67 yr median

PSA 56 ng/ml  median PSA 53 ng/ml median
Accrue Nov-2011to Mar-2013 Accrue Nov-2011 to Jan-2014

Freeze Mar-2017 Freeze Mar-2017

HR (95%Cl) 0.78 (0.66, 0.93) HR (95%Cl) 0.63 (0.52, 0.76)

P-value 0.006 P-value 0.00000115

SURVIVAL
SURVIVAL

nCLE

doi: 10.1016/5S0140-6736(15)01037-5 doi: 10.1056/NEJM0al702900

doi: 10.1093/annonc/mdy@72

pbiraterone or docetaxel to long-term

ormone therapy for prostate cancer. directly
randomised data from the STAMPEDE multi-arm,
multi-stage platform protocol

Addition of docetaxel, zoledronic acid, or both to first-line @ ®
K
):

Py In pr (
survival results from an adaptive, muitiarm, multistage,



Data from STAMPEDE leading to direct comparison

STAMPEDE: Docetaxel vs abiraterone -- direct comparison
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Favours Favours
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A note of caution

Relapsing after previous RP or RT

= Node-positive

T Key eligibility criteria in STAMPEDE unchanged in 15 years |

- PSAz4ng/ml, rising & doubling time <6m
+ PSAz=20ng/ml

Full criteria

¥ Subtle shifts over time in patients joining any trial

www.stampedetrial.or
Fit for follow-up pe d

T Some shifts in standard practice and management,
especially relating to second-line care



A note of caution

Relapsing after previous RP or RT

= Node-positive

T Key eligibility criteria in STAMPEDE unchanged in 15 years | e

- PSAz4ng/ml, rising & doubling time <6m
+ PSAz20ng/ml|

Full criteria

¥ Subtle shifts over time in patients joining any trial

www.stampedetrial.ort
Fit for follow-up e :

T Some shifts in standard practice and management,
especially relating to second-line care

KEY MESSAGE:

If must be careful within 1 consistent protocol,
must be really careful trying to understand differences across protocols!




STAMPEDE & STOPCAP

AAP+ADT vs ADT

STAMPEDE: M1 - all outcome measures

Doc+ADT vs ADT

AAP+ADT vs Doc+ADT

<>
<>
<>

0.38 (0.31, 0.46)

0.64 (0.54, 0.75)

0.50 (0.46, 0.75)

Outcome Patient Events/Pts Events/Pts Hazard ratio® P-value
measure group SOC + DocP SOC + AAP (95% CI)
Fallure-free suriva® S -7

M1 79/115 109/227 -7 <0001
Progression-free survival®

M1 62/115 94/227 0.69 (0.50-0.95) 0023
Metastatic progression-free survival

Mi 61/115 100/227 0.76 (0.55-1.04) 0.085
Freedom from symptomatic skeletal events

Ml 34/115 58/227 0.82 (0.53-1.25) 0351
Overall survival

M1 38/115 897227 < 1.13 (0.77-1.66) ’~\ 0528
Outcome Patient Events/Pts Events/Pts Mio 2 \P-val\ue
measure group SOC+Doc SOC+AAP (95% Q1) Ty -
Death from prostate cancer® S~

Mi 367115 80/227 1.05 (0.71-1.56) 0.807
Death from other causes'

M1 2/115 9/227 1.91 (043-841) 0393

doi: 10.1093/annonc/mdy@72 AAP+ADT vs ADT
Doc+ADT vs ADT

All graphs:
HR<1 favours adding abiraterone
HR>1 favours adding docetaxel

AAP+ADT vs Doc+ADT

I -
0507

1.00 2.00

Hazard ratio

STOPCAP: M1 —Failure-free survival

doi: 10.1093/annonc/mdy071

STOPCAP: M1 —-Overall survival

- 0.61 (0.53, 0.71)

0.77 (0.68, 0.87)

0.80 (0.66, 0.98)
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Hazard ratio



STAMPEDE & STOPCAP: 2 ways to estimate same problem

¥ STAMPEDE direct comparison:
¥ 566 patients
¥ Short time window: Nov-2011 to Mar-2013
T Consistent assessment methods

¥ STOPCAP indirect comparison:
¥ ~6000 patient network
T Long time window: Oct-2005 to Jan-2014
¥ Data from multiple trials



Future networks and interpreting published data
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Future networks and interpreting published data
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Future networks and interpreting published data
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Future networks and interpreting published data

¥ Timing to recruitment
(proxy for many things including
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Future networks and interpreting published data

Reported prior therapy and metastatic volume in GETUG-15 and CHAARTED
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Graphs courtesy of Nick James
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Future networks and interpreting published data - burden
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Future networks and interpreting published data - burden

¥ Timing to recruitment
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Interpreting published data: follow-up and reporting
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Interpreting published data: follow-up and reporting
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Interpreting published data: follow-up and reporting
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Need: individual patient data (IPD) network meta-analysis

Framework for Adaptive Meta-analysis (FAME)

Speeding up the evaluation of therapies for
metastatic hormone-sensitive prostate cancer

Start the systemoni review process whilt alfor most) trols are Gagoing or et 0 rEport
+Begin o plan the objectives, eliy i edge of eligible trial resuts
emergence of ndstart oalign 3

»Search published,
+Ensures that systematic review and meta-

lysis planning s based on all elighle r als
of allthe.

sliaise with trialists to develop and main bein o detailed picture of alleligible triols
«Provides information on trial design and progress, and when results are likely to be available to help with review planning
aclarif  riskof b

STOPCAP M1

«Predict {f and when sufficient resuits wil be avarlable for relicble oggregate data (AD) meta-analysis
+Use information gathered w vais
ausethe the total partic: relibiley

Programme Management Group

+Canduct meto-analysis and interpret resuls toking aecount of availoble and unavarlable dota

the pr it . v
+Take accountthe availsble data are and the potential impact of the results af any unavailabie or ongoing trisls in inferpreting the results

+Assess the value of updating the systematic review and meta-analysis

definitive, ipdating
+Based on the results yat to emerge. how quickly andthe . pradict ifAD will 19D will be required

Jayne Tiemney Claire Vale Sarah Burdett Larysa Rydzewska David Fisher Ewelina Rogozinska

Professor of Evidence Synthesis Senior Research Scientist Senior Research Scientist Research Scientist Statistician Research Scientist

Home  Whatis STOPCAPMI? Vv Wh

running STOPCAP M12 nt £ Public Involvement

International Advisory Group

STOPCAP M1 meeting at ESMO

Jayne Tierney, Max Parmar, Chris Sweeney and Bertrand Tombal would like to invite representafives from key trials.
patient groups, charities, funders and industry to atiend a STORCAR M1 meeting during ESMO 2018

Ve aim to discuss.

« How we are investigating which treatments work best for which men
= How we are identifying surrogate outcomes for use in future trials

\7 | 4  FUNDED BY : E———

Christopher Sweeney Bertrand Tombal Mahesh Parmar Friday 27th September 201
Clinical advisor Clinical advisor Statistical advisor 10:30-12:00
Dana-Faber Cancer Institute, Boston, MA,  Université catholique de Louvain MRC Clinical Trials Unit and the Institute Roem Helva, Hotel Santos Porta Fira, Barcelona
{close to the congress venue)
Usa Clinigues universitaires Saint-Luc, of Clinical Trials and Methodology at
Brussels, Belgium University College London, UK More detait wil ollow

If you would fike to attend of for more infermation, please email MRCCTU. STOPCAPM1@uecl.ac.uk
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Independent Data Monitoring Committee course

Independent Data Monitoring Committees: a one-

day interactive training course Course aimed at:
Next course: Tuesday 29th October 2019

Location: 90 High Holborn, London o n eW I D M C me m be rS

Do you or will you sit on Independent Data Monitoring Committees (IDMC)* or have a frial that needs o be . n e W ‘ I S

overseen by an IDMC? If so, this popular cne-day course is for you, whether you are a clinician, statistician, or
work in trial operaficns.

T ks Fcuy it s B sy o b e oo vl it * people likely to be on or reportto future

accumulating data frem clinical frials, and the practical and stafistical issues that you need to know when setting
up and running an IDMC.

IDMCs (clinical, statistical, operational)

Using lectures, group discussions, and real-life case studies the course will cover:

» Roles and responsibilities of an IDMC
Membership and the need for independence

« Best practice and decision-making
« Recommendations, decisions, and relationships to other committees

Next dates:

The experienced panel is co-chaired by Prof Max Parmar and Matt Sydes. with Laura Farrelly, and jeined by
leading frial clinicians drawn from a pool that includes Jeremy Chataway and Rick Kaplan

29-Oct-2019

This successful course has been running bi-annually since 2015 and attended by clinical fellows. consulianis
statisticians many backgrounds from across the UK and Morthern Europe. Feedback has been consistently

+ Spring 2020 (Date TBC)

€ | really enjoyed the discussions with experts, with plenty of ime for questions. Great mix of

presentations and group work with very good real-world examples.

Clinical Fellow, MRC CTU, from London, September 2017

Booking open at: https://www.ucl.ac.uk/clinical-trials-and-
methodology/education/short-courses/idmc

L Knowledgeable faculty. Enough fime for questions.

Clinician from Birmingham.

[ ‘The knowledge of the facilitators (and that they gave up a day of their time made you realise how






CONCLUSIONS
Increasing number of positive trials in mHSPC
Very little direct head-to-head data comparing new treatments
Be cautious in comparing results from papers
Consider:
characteristics of trials and patients
all outcome measures, including efficacy and safety
available and cost of treatments
Help each other with:

consistent outcome measures and assessments
clear presentations of results



CONCLUSIONS

Increasing number of positive trials in mHSPC

Very little direct head-to-head data comparing new treatments
Be cautious in comparing results from papers

Consider:
characteristics of trials and patients
all outcome measures, including efficacy and safety
available and cost of treatments

Help each other with:
consistent outcome measures and assessments
clear presentations of results

CONTACT DETAILS

Matthew Sydes

MRC Clinical Trials Unit at UCL
London, UK

Email: m.sydes@ucl.ac.uk
Twitter: @mattsydes

Email for mailing list for KMunicate results
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