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Prostate Cancer: Hormone Sensitive (HSPC)

Advanced Prostate Cancer:
Castration-sensitive/naive

| 5 Relapsed A

M1 ADT + Docetaxel

De Novo ADT + Abiraterone
M1

ADT + AR-antagonist
(Enza- or Apalutamide)

ADT + Radiotherapy to the
primary (only low volume)

ADT + Docetaxel +

ADT: Androgen Deprivation Therapy Abiraterone or Darolutamide
M0: By imaging no evidence of metastases

M1: Metastases detected by imaging




ADT plus Docetaxel vs ADT alone

. > ADT
Castration- Randomised
sensitive/naive men
(mostly M1) ADT +
Docetaxel 75mg/m2
Every 21d x 6/9 Zyklen

GETUG-15 n=385 Accrual: 2004-2008

CHAARTED n=790 Accrual: 2006-2012

STAMPEDE n= 2962 Accrual: 2005-2013

Gravis G Lancet Oncol. 2015; Sweeney CJ N Engl J Med. 2015;James ND Lancet. 2016



ADT + Docetaxel Overall Survival — Metaanalysis

M1 Patients
A
Control Treatment Hazard ratio (95% Cl)

CHAARTED? 136/393 101/397 E 0-61 (0-47-0-80)
GETUG-15%* NA/193 NA/192 I 0-90 (0-69-1-81)
STAMPEDE® (SOC +/-Doc) 350/724  144/362 — 076 (0-62-0-93)
STAMPEDE? (SOC + ZA +/-Doc) 170/366 158/365 —é—-— 0-85 (0-65-1-10)
Overall N [ 0.77(0-68-0-87) |
Heterogeneity: y’=4-80; df=3; p=0-187;’=37-5% | ' 1

g by x P 0 1 5

4+ —>
Favours SOC + docetaxel Favours SOC

Median OS benefit: 14-16 months

Vale C et al. Lancet Oncol 2016



Some definitions for mHSPC

High Low
CHAARTED > 4 Bone metastasis including 2 1 outside vertebral Not high
(volume) column or pelvis
OR/AND
Visceral metastasis Sweeney C et al. NEJM 2015
LATITUDE > 2 high risk features of Not high
(risk) . > 3 Bone metastasis
. Visceral metastasis
. > |ISUP grade 4 Fizazi K et al. NEJM 2017

High metastatic burden (used in STAMPEDE) = high volume as above
Parker C et al. Lancet 2018

De novo metastatic (synchronous): First diagnosis with metastases vs
Relapsed metastatic (metachronous). Diagnosis of metastases only after local radical
therapy



Stratification of prognosis by type of presentation and by
extend of metastases

Groups N (% events) | mOS, years (95% Cl)
Metach/LV 125 (50) 7.7 (6.7, 10.6)
Metach/HV 67 (75) 4.6 (3.7, 6.7)
De novo/LV 96 (70) 4.3 (4.0, 6.5)
De novo/HV 148 (84) 3.6 (3.1,4.7)

mOS, median overall survival

Proportion Alive (OS)

1.0

0.8

0.6

Overall Survival

Metach/LV
Metach/HV
De novo/LV
De novo/HV

0

1 1 1 1 1 1 1 1 1 1 1 1
10 20 30 40 50 60 70 80 90 100 110120
Months from ADT Start

Francini E, et al. Prostate. 2018;78(12):889-895.; Gravis G, et al. Eur Urol. 2018;73(6):847-855.



Subgroup-Analysis by volume in GETUG15 and CHAARTED

High volume Low volume
104 104
. —  ADT plus docatanel P . w—  ADT plus docataxal
e ADT alone e ADT alona
5 084 Megian OS (monthe) S 08 Madian OS imonthe)
= ADT plus docetaxel  51.2 = % ADT pius docetaxel 635
§.o.s- ADT alone 344 §o.e- "Qe=y ADTalOn® NR
a8 HR, 0.63 (35 CL, 0.50 to 0.75); a HR, 1.04 {95% CI, .70 to 1.55);
B P <.001 = g
2 s
& 02- & 02-
0.0 - 0.0 -
1 1 ) I ] ] ) ) ) I 1] L | | L 1 1 |
12 24 36 48 60 72 B4 96 108 12 24 36 48 60 72 B84 96 108
Time (months) Time (months)
No. at riskc No. at risic
ADTplucdocataxel 263 235 202 W1 W a A 13 2 0 ADT pius doocetawol 134 127 112 S4 o4 2% 2 2 0 0
ADTalors 260 2156 156 W4 B8 bt s 1 0 0 ADTalone 143 137 122 4 & 2% 12 1 0 0

HR: 0.63 HR: 1.04
(0.5-0.79) (0.7-0.1.55)

Gravis Eur Urol 2018
Kyriakopoulos JCO 2018



Subgroup-Analysis by volume in STAMPEDE

High volume Low volume

. - } i i ients: 3 3 +
Overall survival for high disease burden patients: A vs. C (SOC vs. SOC+Doc) Overall survival for low disease burden patients: A vs. C (SOC vs. SOC+Doc)
1.00 =
1.00
trt = A: SOC trt = C: SOC+Doc
----- SOC: FPM estimate - —--- 5S0C+Doc: FPM estimate
0.80 4 0.80
- = i
£ 060+ £ 0.60
z 5
5 a
a =
g 3 040
> .
3 040 o]
0.20 = A:SOC
0.20 4 ’ trt = C SOC+Doc
q =—===- SOC: FPM estimate
wod T SOC+Doc: FPM estimate
0007 T T T T T T T T T T . T T T T i j T ! ! T
0 12 24 36 48 60 7 84 9% 108 0 12 24 36 @8 6 e 84 % 108
Time from randomisation (Months) Time from randomisation (Months)
Pati Patients (events)
atients (events)
Arm A (SOC) 320 (40) 277 (75) 200 (43) 154 (49 102 (29 57 (13 32 (0) 16 () 7 )] 1 (Arf","f (SDC? lf E‘?) @9 79:‘ @ 7 @ ',49 ‘{D) 4 ® 5’9 ‘?} 3] © 16 M !
Arm C (50C+Doc) @ (13 132 @) 102 (23 77 0n s (13) 40 5) 3 past ) 0 Arm C (SOC+Dox) 4 (5) (n 05 9 6 86 3 0 (Il 38 3) 24 (4 1o 0] 1

HR: 0.81 HR: 0.76
(0.64-1.02) (0.54-1.07)

No evidence that the beneficial effect varies by metastatic burden

interaction p-value = 0.827
James ESMO 2019; Clarke Ann Oncol 2019; MRC-CTU



Differences in patient’s characteristics in the trials

STAMPEDE CHAARTED GETUG-15
(1086 men) (790 men) (385 men)

High Volume ~43% ~65% ~51%

Synchronous ~95% ~75% ~75%

‘ Meta-Analysis of individual patient data from all three trials:
STOPCAP



STOPCAP: Effect of
docetaxel on PFS by
volume & timing

Volume by Timing of M1 diagnosis

6 8
1 I

PFS proportion
4
1

Pooled estimates HR (95% ClI)
Low volume Metachronous <> 0.98 (0.67, 1.45)
Low volume Synchronous Q 0.75 (0.61, 0.93)
High volume Metachronous <> 0.64 (0.42, 0.99)
High volume Synchronous < 0.60 (0.52, 0.69)
\ \ \
.25 5 1 2

Results were consistent for OS

Vale C et al. ASCO 2022
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STOPCAP: Meta-analysis of individual participant data from
randomized trials with docetaxel — overall survival

Absolute effect at 5 years

Progression free survival Overall survival
% difference Change from baseline % difference Change from baseline
(95% Cl) (95% Cl)

Disease volume x timing of diagnosis

Low volume, -6%(-22t0 11%) 49% to 43% 0% (-13 to 13%) 73% to 73%
metachronous

Low volume, 8% (0 to 15%) 38% to 45% 7% (-1 to 15%) 53% to 60%
synchronous

High volume, 6% (-6 to 18%) 14% to 20% 4% (-16 to 24%) 29% to 33%
metachronous

High volume, 12% (8 to 16%) 12% to 24% 12% (7 to 18%) 26% to 38%
synchronous

Abstract 5070: Defining more precisely the effects of docetaxel plus ADT for men with mHSPC: Meta-analysis of individual participant data from randomized

trials. Claire L Vale, et al for the STOPCAP Collaboration. Proc ASCO 2022
Courtesy N. James Vale C et al. ASCO 2022



STOPCAP: Effect of
docetaxel on PFS by
volume & clinical T stage

Volume by cT Stage

Pooled estimates HR (93% CI)

0.83 (0.68, 1.02)
0.70 (0.41, 1.19)
0.68 (0.58, 0.78)
0.36 (0.26, 0.49)

Low volume ¢T1-3
Low volume cT4

High volume ¢T1-3
High volume cT4

I i I
25 5 i 2

Vale C et al. ASCO 2022
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Effect of docetaxel by other clinical parameters

ADT/docetaxel No. Hid o
Type of mees pts p value (95% CI)
Nodal +/- bone 731 —%— 0225 0.89 (0.74. 1.07)
Bone only 333 B 0.002 0.62 (0.46, 0.84)
Overal 1086 <t 081 (069, 0.94)
5 I 2
ADT/AAP
No. Haz. ratio
Type of mets pts p value (95% CI)
Nodal +/- bone 659 — <0001 0.65 (0.53, 0.78)
Bone only 317 —_— <0.001 0.55 {0.41, 0.74)
Overall 950 @ 0.62 (0.53, 0.73)
1]
5 [ 2

Haran AM et al, ESMO 2022

No significant treatment benefit with
ADT/docetaxel in nodal subgroup

Improved survival in patients with
bone only metastases treated with
ADT/docetaxel

Nodal burden is prognostic for worse
outcomes




Conclusions |

e Patients with low volume, metachronous mHSPC seem not to benefit from

addition of docetaxel to ADT

 Clear benefit of docetaxel added to ADT for patients with high volume

mHSPC (specially when synchronous and/or cT4 stage)

* Treatment has to be individualised, “volume” definition helpful, can
probably be refined by other clinical parameters (as long as we have no

validated predictive molecular markers)

* Landscape changed again: ADT + ARSI vs ADT + docetaxel + ARSI



Triplet (systemic) therapy
TRl eEsHRL oSHR

Concurrent docetaxel + ARTA

ADT + enzalutamide +/- docetaxel 503 patients 0.48 (95% Cl: 0.37-0.62) 0.9 (95% Cl: 0.62 — 1.31)
(amendment 11.2013) concurrent docetaxel

(> 4 weeks from start of enzalutamide, < 178 previous docetaxel Docetaxel yes:

6 weeks randomization), 2 cycles High volume HR 0.87 (0.66;1.17)
completed at full dose tolerated allowed Low volume HR 0.61 (0.33-1.1)
ENZAMET

ADT +/- docetaxel +/- 750 patients docetaxel 0.5 (95% Cl: 0.40 - 0.62) 0.75 (95% Cl: 0.59 — 0.95)
abiraterone/prednisone CONCURRENT

PEACE-1

ADT + docetaxel +/- darolutamide 1306 patients n.r. 0.68 (95% Cl: 0.57 — 0.8)
ARASENS CONCURRENT

Docetaxel prior to ARTA

ADT + enzalutamide 205 patients prior docetaxel 0.52 (95% Cl: 0.3-0.89) n.r.
prior docetaxel max. 6 cycles (completed > 2 months  (90%: 6 cycles)
of enzalutamide start, confirmed non PD)

ARCHES

ADT + apalutamide 113 patients prior docetaxel 0.47 (95% Cl: 0.22 —1.01) 1.12 (95% Cl: 0.59 — 2.12)
prior docetaxel max. 6 cycles (completed > 2 months
of apalutamide start, confirmed non PD)

TITAN Adadpted from F. Turco

Chi, K et al. New Engl J Med 2019, Armstrong, AJ et a. New Engl J Med. 2019; Davis | et al. New Engl J Med. 2019; Fizazi, K et al. The Lancet 2022, Smith, MR et al. New Engl J Med 2022; ARTA= androgen-receptor targeted agent
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Design of PEACE-1 (2x2)

Key Eligibility Criteria

De novo mCSPC

Distant metastatic disease by > 1 lesion on bone
scan and/or CT scan

ECOG PS0-2

On-Study Requirement
Continuous ADT

Permitted
ADT < 3 months

Stratification

ECOG PS (0 vs 1-2)

Metastatic sites (LN vs bone vs visceral)

Type of castration (orchidectomy vs LHRH agonist vs
LHRH antagonist)

Docetaxel (yes vs no)

Nov 2013 - Dec 2018

RANDOMIZATION
* 1:1:1:1

n=1173

SOC

SOC+Radiotherapy
(n=293)

SOC+Abiraterone+

Radiotherapy
(n=292)

1

unicancer GUSTAVE/
|

ROUSSY

CANCER CAMPUS I \
GRAND PARIS

ECOG PS, Eastern Cooperative Oncology Group performance status

Courtesy K. Fizazi



[ GUSTAVE/
| unjcancer ROUSSY

OS with Abiraterone in the ADT+docetaxel g /\
(+/-RXT) population

SOC+Abi socC
(n=355) (n=355)
100% | Median, y (95% Cl) NE (4.5-NE) 4.4 (3.8-4.9)
Events 121 151
80% _| HR (95% CI)* 0.75 (0.59-0.95)
. Pvalue 0.017
0, %
overall %% iy
survival o s oo oo hmego -
40% |
20% —
0% —
T T T T T T
0] 1 2 3 4 5
Time from randomization (in years) i L
*Adjusted on stratification
No Yes | parameters (RXT, type of
No 355 329 281 172 78 18  castration, PS, metastatic
burden)
Yes 355 328 287 183 98 25

&M

Courtesy K. Fizazi



ARASENS Study Design

Global, randomized, double-blind, placebo-controlled phase Il study (NCT02799602)

Docetaxel x 6 Endpoints

Patients (N=1306) Primary: OS
+ mHSPC e 4 Darolutamide 600 mg twice daily + ADT »  Secondary
1:1

IS

+ ECOGPSO0or1 Time to CRPC
» Candidates for ADT Time to pain p.rogression
and docetaxel randomization SSE-free survival
(N=1305%) Time to first SSE

Stratification Time to initiation of subsequent
« Extent of disease: o 4 | 12CebO twice daily + ADT
M1a vs M1b vs M1c

Primary analys

systemic antineoplastic therapy
Time to worsening of disease-

* ALP<vs 2 ULN Docetaxel x 6 related physical symptoms

EPEV: Nov 2016 gg:azgu;-:zf: 'I’|m>e to |n|t|at|or_1 of opioid use
LPFV: June 2018 , for 27 consecutive days
Safety

» The primary analysis was planned to occur after ~509 deaths
» Secondary efficacy endpoints were tested hierarchically

*One enrolled patient was excluded from all analysis sets because of Good Clinical Practice violations. ALP, alkaline phosphatase; CRPC, castration-resistant prostate cancer; ECOG PS, Eastern Cooperative
Oncology Group performance status; FPFV, first patient first visit; LPFV, last patient first visit; M1a, nonregional lymph node metastases only; M1b, bone metastases + lymph node metastases; M1c, visceral
metastases + lymph node or bone metastases; Q3W, every 3 weeks; SSE, symptomatic skeletal event; ULN, upper limit of normal.

ASCO GenITOUI’Inary #GU22 presentep By: Matthew R. Smith, MD, PhD ASCO AMERICAN SOCIETY OF

= CLINICAL ONCOLOGY
Cancers SympOSIU m Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. KNOWLEDGE CONQUERS CANCER

Smith M et al, NEJM 2022




ARASENS: Overall Survival

1005
90—
T
2 80—
2
a ?0 ]
2 e, Darolutamide
2 60 e
% \_ﬁ Median Survival
£ 50 oo (95% Cl1)
& 40— Placebo mo
8 Darolutamide NE
B 30 Placebo 48.9 (44.4-NE)
E
v 20
&
10|l Hazard ratio for death, 0.68 (5% Cl, 0.57-0.80)
P<=0.001
0 T T T T T | T I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Months since Randomization
No. at Risk
Darolutamide 651 645 637 627 608 593 570 548 525 509 486 468 452 436 402 267 139 56 9 0 O
Placebo 654 646 630 607 580 565 535 510 488 470 441 424 402 383 340 218 107 37 6 1 O

Figure 1. Overall Survival (Full Analysis Set).

Kaplan-Meier estimates of overall survival are shown. For the analysis of overall survival, data were censored as of the last known date
the patients were alive. One patient who was randomly assigned to the placebo group but received darolutamide was included in the
placebo group in the full analysis set. Cl denotes confidence interval, and NE not estimable.

Smith M et al, NEJM 2022



ADT + Doc + NHT vs ADT + Doc:
Benefit also in the better prognosis patients?
PEACE-1: ALL patients de novo

high volume low volume

SOC+Abi soc

(n=355) (n =355) 100% |  ———
100% o Median,y (95% Cl)  NE (4.5-NE) 4.4 (3.8-4.9)
Events 121 151 80% _|
80% - HR (95% CI)* 0.75 (0.59-0.95) i
Pvalue 0.017 SOC+Abi soc
p— S 60% _| (n=131) (n=123)
Querall . mTmemn Median,y (95%  NE (NE-NE)  NE (4.7-NE)
T R
40% - 40% - cl)
Events 29 31
20% _| 20% | HR (95% CI) 0.83 (0.50-1.38)
P value 0.66
1%
o T 0%
0 1 2 3 4 5 T T T T T
Time f domization (i ) [¢] 1 2 3 4 5
ime from randomization (in years, - " o .
fdjusted on stratification Time from randomization (in years)
parameters (RXT, type of
No 355 329 281 172 78 18 castration, PS, metastatic ‘ No -—----- Ye |
burden) No 123 119 110 71 39 12
Yes 355 328 287 183 98 25
Yes 131 127 116 80 a1 9

Fizazi et al Lancet 2022

No trial (yet) asking ADT + NHT vs ADT + NHT + Doc!



ENZAMET suggests the only subgroup who may benefit from adding
docetaxel (purple) to ADT plus enzalutamide (black) is synchronous high

volume
High Volume Low Volume
ADT + docetaxel + enza
M1 Synchronous HV M1 Synchranous LV
e - . i (purple) better OS than
‘I-H-\-I_"‘.—l-\_& + .
5% 75% _BXE&—‘-E ADT dOC (llght blue)
e L in synch mHSPC (like
Synchonous B2 . PEACE-1)
H“"‘-‘-H-u o
250, | MGroUp=MIHY ENZA 255, ] mmGrop=M1LY ENZA
mim Group=M1HY ENZA+DOC mim Group=M1LV ENZA+DOC
i Group=M1HV NSAA win Group=M1LV NSAA
0% | Group=M1HV NSAADOC 0% 4 = Group=M1LV NSAA-DOC
O 6 12 18 24 30 3 4 48 54 B0 BB T2 06 12 1B 4 N0 ¥ £ 48 M 6 66 72
Wm%wmmmw 0% . i
Metachronous | Wzﬁ% L'""'"#E E%
50% S0%

Courtesy C Sweeney Davis I, ENZAMET ASCO 2022



Conclusions Ii

 After two trials showing an OS benefit for adding an ARSI to ADT and docetaxel |
would not give docetaxel only with ADT in the majority of patients but doublet of

ADT + ARSI (+/- RT to the primary in low volume) or triplet
* Added value of docetaxel in addition to ADT + ARSI formally not demonstrated

* Potential patients for triplet systemic therapy are the patients who profit from
docetaxel in STOPCAP, in my opinion mostly for young(er) and fit patients with

high volume disease

* So, does volume matter? Yes, it does! However, not only volume matters
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