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ADT + ARPIl in HSPC
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* Metastatic disease on conventional imaging * Metastatic disease on conventional imaging + Metastatic disease on conventional imaging
» 22/3 high-risk factors: Gleason 28, 23 lesions on » Docetaxel permitted (18% received) » Docetaxel permitted

bone scan, and visceral metastases Armstrong et al. JCO 2022

Fizazi et al. Lancer 2019

Chi etal. JCO 2021
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Early docetaxel improved OS: Long term OS from CHAARTED trial

B Patients with High-Volume Disease

Patients Surviving (%)

No. at Risk

Hazard ratio for death with ADT+docetaxel,
0.60 (35% ClI, 0.45-0.81) P=0.001

ADT+docetaxel
[median overall survival, 43.2 mo)

ADT alone
{median overall
survival, 32.2 mo)

ADT+docetaxel 263

ADT alone

T T T T T T 1
12 24 36 48 60 72
Months
213 123 56 31 5 2
250 193 92 40 14 3 1

oo

« Docetaxel improved OS on long
term follow up

« Benefit most prominent in de
novo and high-volume disease

Subgroup

Overall

ADT+ D

ADT alone

OS rate® (95% Cl)

34.9% (30.0-39.8)

28.9% (24.3-33.5)

HR* (95% CI; p-value)

0.77 (0.65-0.92; p=0.004)

Synchronous!HV

28.5% (22.2-35.1)

15.4% (10.7-20.8)

0.67 (0.53-0.84; p=0.0005)

Synchronous? LV
Metach? HV
Metac h? LV

44.6% (32.9-55.6)
37.1% (23.6-50.6)
43.4% (30.1-55.9)

40.9% (29.6-51.9)
19.8% (9.3-33.1)
64.2% (50.9-74.8)

0.77 (0.51-1.18; p=0.23)
0.84 (0.49-1.46; p=0.54)
1.65 (0.95-2.87; p=0.07)

HV

30.2% (24.4-36.1)

16.0% (11.7-21.0)

0.67 (0.55-0.82;
p<0.0001)

1: Synchronous: no prior local therapy; 2: Metach: relapse after prior local therapy; 3: Estimated using
the Kaplan-Meier method; 4: ADT+D vs. ADT alone using Cox’s proportional hazards models, stratified
by baseline stratification factors
LV: Low volume; HV: High volume; OS: Overall survival; HR: Hazard ratio; Cl: Confidence interval

Sweeney et al. NEJM 2015; Tripathi et al. ASCO 2022 Ili

C Patients with Low-Volume Disease

Patients Surviving (%)

No. at Risk
ADT+docetael
ADT alone

ADT+docetaxel
(median overall survival, NR)
20+
ADT alone
(median overall
60 survival, NR)
40
Hazard ratio for death with ADT+docetaxel,
20 0.60 (95% CI, 0.32-1.13) P=0.11
o
T T T T 1
12 24 36 43 60
Months
134 120 (13 3 15 o
143 125 Je 3l 13 o
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PSA nadir is prognostic in both ARPI and docetaxel treated patients!

Landmark Analysis of OS: LV ENZA

Landmark Analysis of OS: HV ENZA

Disease PSA PSA PSA < PSA
<
Volume <0.2ng/mL > 0.2ng/mL 0.2ng/mL >0.2ng/mL - s
High Volume Zors Zo7
P E -
% (No/Total ~ 38(110/290) 62 (180/290) |56(167/296)| 44(129/296) &8 o .
No) _:' 990 g 0.50
% 5 yr OS 66 (58, 76) 33 (26, 41) 62 (55, 70) 36 (28, 46) (% 0.2 % 0.2
(95% C|) HR = 0.35 (95% CI: 0.21-0.6), p=<0.001 HR = 0.45 (95% CI: 0.32-0.62), p=<0.001
Low V°|ume = Moni:xs from Lan;:nark = 52 . Mon’;;s from Land“rlnark 'm 0
% (No/Total 62 (160/259) 38 (99/259) 80 (208/259) | 20(51/259) Number at risk Number at risk
No)
%5 yr 0S 75 (68, 82) 42 (33, 54) 83 (78, 89) 58 (46, 74) = =
(95% C1)
\ J P 0 4 == 107 79 56 19
ADT+ docetaxel ADT Alone
Median OS .
. p- Median OS
() 5 5
# Death/N (r?]i 'ﬁ h(;l) values # Death/N (95% CI; months) p-value'
Overall Population
6-month PSA <0.2 66/127 100.3 (70.4, <0.000 35/77 116.8 (87.3, <0.0001
NA%) 1 141.5)
6-month PSA 20.2 203/256 45.;11(2)9.2, 246/301 31.8 (26.3, 38.1)

H Cityof
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McLaughlin et al. ASCO 2024



ADT + docetaxel +/- abiraterone

Key Eligibility Criteria Craerall populstion [n=1172) AT with doostae] population
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ADT + docetaxel +/- abiraterone
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ADT + docetaxel + darolutamide

Docetaxel x 6
Patients (N=1306)
=
+ ECOGPS Oor 1

is

+ Candidates for ADT 11
randomization
(N=1305")

and docetaxel

Stratification

+ Extent of disease:
Mtavs M1bvs Mic

» ALP<vs 2 ULN

Primary analys

[ | lacebo twice daily + ADT

FPFV: Nov 2016
LPFV: June 2018

Data cut-off
Oct 25, 2021
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Time (manths)

Endpoints

Primary: 08

Secondary

+ Time to CRPC

+ Time o pain progression

+ SSE-free survival

+ Time to first SSE

+ Time lo initiation of subsequent
systemic antineoplastic therapy
Time to worsening of disease-
related physical symptoms
Time to initiation of opioid use
for 27 consecutive days
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Overall

Extent of disease (eCRF)
Non-regional lymph node metastasis
Bone metastasis

Visceral metastasis

ALP stratification factor (eCRF)
Below upper limit of normal

At or above upper limit of normal
Age (years)

<B5yr

574 yr

T5-84 yr

285 yr

Race

White

Asian

Black or African American

Other or not reported
Geographical region

North America

Asia Pacific

Rest of the world

PSA at baseline

Below median

At or above median

ECOG at baseline

0

1

Gleason score

<8

28

Metastatic stage at initial diagnosis
M1 (de novo)

MO (recurrent)

Darolutamide+ADT+  Placebo+ADT+
Docetaxel Docetaxel
No. of Events/No. of Patients
2200651 304/654
A 316
sz 27520
53111 62/118
621290 931201
167/361 2111363
801243 171234
1071303 1241306
401102 601110
i} 34
131345 173333
4230 937245
8/26 1628
16/50 2248
42125 56/119
141229 21244
1130207 1567201
1101315 142337
119/336 162/316
150/466 188/462
79/185 115190
33122 44/118
187/505 248/516
206/558 2711566
22186 3082

Hazard Ratio (5% CI)

0.69 (0.58-0.82)

065 (0.19-2.25)
0.67(0.55-0.81)
0.79 (055-1.14)

0.64 (046-0.68)
0.60 (056-0.85)

0.59(045-0.79)
0.82(0.63-1.06)
0.61(041-0.90)

063 (0.50-0.79)
0.84 (062-1.14)
0.46 (0.20-1.08)
058 (030-111)

0.61(041-0.91)
0.85(063-1.15)
0.61(048-0.78)

0.77 (0.60-0.98)
062 (049-0.78)

0.75(0.61-0.93)
0.58 (043-0.77)

065 (0.42-1.03)
0.71(058-0.86)

0.71 (0.59-0.85)
0.61(0.35-1.05)

II II II ¥y EIE }EEI IIE rid EII red

0.1 1.0 100

[P
Darolutamide Better Placebo Better
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Hussain et al. JCO 2023




Evolution of SOC in HSPC

Standard
of care

Enrollment
period

2004

2005

2006 | 2007 | 2008 | 2009 | 2010 | 2011 | 2012 | 2013 | 2014 | 2015 | 2016 | 2017 | 2018 | 2019 | 2020

2021

ADT plus
ARPI with
or without
docetaxel

2022

2023

GETUG-AFU 15

STAMPEDE C and STAMPEDE E |

| CHAARTED |
STAMPEDE G |
| LamiTupE |
| PEACE-1 |
| ENZAMET |
TITAN
ARCHES
| ARASENS

Studies were designed largely when ADT+ docetaxel was SOC
ARPI now most commonly used in HSPC

Is ADT + docetaxel + ARPI > ADT+ARPI ??

Benefit of triplet therapy most prominent in high volume subset

Hope

Hussain et al. JAMA 2024



Limitation of current data...

National

comprehensive NCCN Guidelines Version 4.2024

IN[o{eicll Cancer
Network”

Prostate Cancer

SYSTEMIC THERAPY FOR M1 CSPC®2%aaa,bbb,cce,ddd,eee

WORKUP FOR METASTASES

« Perform physical exam

« Perform imaging for staging

* Perform and/or collect PSA and
calculate PSADT

+ Estimate life expectancy

{
Estimation [PROS-A])

» Perform germline and somatic
genetic testing
(if not previously done)

« Obtain family historyd

« Assess quality-of-life measures®

High-

volumef™

metastases

—_
synchronous

ADTY with docetaxel and one of\
the following
* Preferred regimens:
» Abiraterone (category 1)¥99
» Darolutamide (category 1)Y
or
ADTY with one of the following:
* Preferred regimens:
» Abiraterone (category 1)¥99
» Apalutamide (category 1)¥
» Enzalutamide (category 1)’/

High-volume™
metachronous
metastases

or
Low-volume
synchronous
metastases

ADTY with one of the following:
* Preferred regimens:
» Abiraterone (category 1)¥99
» Apalutamide (category 1)¥
» Enzalutamide (category 1)¥

or
ADTY with docetaxel and one of
the following
* Preferred regimens:

» Abiraterone (category 1)¥99

» Darolutamide (category 1)¥
or
ADTY with EBRT" to the primary
t for low metastati

burden,99 alone or with one of
the following:

» Abiraterone¥99

» Docetaxel (category 2B)

ADTY with one of the following:

L I
metachronous
metastases

-

* Preferred regimens:
» Abiraterone (category 1)¥99
» Apalutamide (category 1)¥

» Enzalutamide (category 1)¥

H Cityof
Hope



Local therapy in HSPC

STAMPEDE RT cohort

1.004
0.75
©
2
2
3
“ 0.50
T
o
>
o
0.25
Key
——  H:SOCHRT
e A:SOC
0.00 .
T t T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time from randomisation (months)
A:SOC
Atrisknow 409 403 392 373 348 330 297 268 226 174 123 92 57 26 13
Censorednow 0 1 3 3 5 9 10 15 37 73 106 127 156 184 195
Eventbynow 0 5 14 33 56 70 102 126 146 162 180 190 196 199 201
H: SOC+RT
A . )
Control  Radiotherapy Interaction p value HR (95% 1)
Deaths/N  Deaths/N
Metastatic burden i
Low burden 116/409 90/410 0.0098 —————%——— 0.68 (0:52-0.90)
Highburden  252/567  257/553 + 107 (0-90-1:28)
Radiotherapy schedule :
Weekly 179/482  182/497 027 — 1.01(082-1.25)
Daily 212/547  188/535 — 0-86 (0:71-1.05)

T T T UL T T
05 06 07 08 09 1.0 12 14
- e

Favours radiotherapy Favours control

Radiation to primary improved OS in low volume
disease subset

PEACE-1

rPFS (low volume population)

SOC SOC+RT SOC+Abi SOC+AbI+RT
— (n=127) | (n-126) (n=126) (n-126)
3
3
3 Median, ys. 30 26 a4 75
H (99.9% 1) (2348) | (1746) (25723) (4.0NE)
o
H]
< — : Events, n. 87 89 74 55
o SOC+AbI+RT ekt
SaRs o e %) 111 0.76 050
§ SOC+Abi ) Ref | 0er1mn | (oas1om | (02m0s8)
& Global
e pvalue <0.0001
8 044 - SOC
- — . 1.08 0.65
3 SOC+RT 2 2] o (0.65-1.80) iz (036-1.19)

0.2

& wiwo Abi : ;

2 3

a4

Time from randomization (in years)

Number at risk (censored)

soc 127(0) 108(0) 86(0) 64(0) 53(1) 34(11)

Abl 1261¢ 64( 46(15)

SOCSRT 126 105(1 ) 82! 48(2)

SOC+ABI +RT 126{0) 116(0) 105(0) 89(3) 79(4) 60(17)

“Adjusted on stratification factors ( PS, type of castration, docetaxel)

No improvement in OS or PFS low volume disease overall, but some
potential benefit in Abiraterone treated patients

H Cityof
Hope

Bossi et al. ASCO 2023; Parker et al. Lancet 2018



Randomized, Phase lll Trial of Standard Systemic
Therapy (SST) or SST Plus Definitive Treatment of the
Primary Tumor in Metastatic Prostate Cancer
(51802)

55T+
Definitive
treatment

Castration Prpiry or .
Sensitive fodiation) Progression
2Mlao PCo

Survival

S5T only
Ne287/1273

O 1 e s X mow Sen

#1: Brian F Chagin, MO Sugported by. NCTH
SWOG : Dan Un, David Quines, Ana Aparicio, Cathy
Tanges, Nicholas Vogelzang, fan Thampion G%M
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254

High

non-High

Can biomarker selection inform intensification in HSPC?

/\ ARTERA

Multimodal Al Architecture

Predict Therapeutic
Clinical Data Benefit
Features

Clinical Data

Treatment
Options

Clinical Trials Data

0.0
00
D Gy &
Image Data Digital Pathology Al

BEE B A=

Prognostic Risk
Score for Outcome
of Interest

Image Data
Features.

HR(95%CI) 268 (177.407).p: <0001
5-Yoar Estimates
MMAInC-HGh - 61% (48%-74%)
MMAIHIGh  39% (33%-45%)

Table 1. Demographics and clinical characteristics by split arm.

, DPEP Non-DPEP
Variable Overall N = 456 N = 334
Arm

ADT + docetaxel 397 (50%) 235 (52%) 162 (49%)

ADT alone 393 (50%) 221 (48%)
Age

Median (IQR) 63.0 (57.0, 69.0) 63.0 (56.0, 69.0)
Race

White 674 (85%) 401 (88%)

African American 76 (9.6%) 37 (8.1%)

Other / Unknown 40 (5.1%) 18 (4.0%)
CHAARTED Clinical Subgroups

LV-M 81 (13%) 57 (14%)

HV-M 44 (7.1%) 29 (7.4%)

LV-S 99 (16%) 66 (17%)

HV-S 398 (64%) 242 (61%)

(Missing) 168 62
PSA at Enrollment (ng/mL)

Median (IQR) 11.7 (1.8, 67.5) 10.6 (1.9, 66.4)

(Missing) 1 0

172 (51%)

63.0 (58.0, 69.0)

273 (82%)
39 (12%)
22 (6.6%)

24 (11%)
15 (6.6%)
33 (14%)
156 (68%)
106

12.9 (1.8, 68.5)
1

Abbreviations: DPEP, digital pathology evaluable population; ADT, androgen deprivation therapy; LV, low volume; HV high
volume; S, synchronous; M, metachronous; PSA, prostate specific antigen (includes men on ADT prior to enroliment)

Table 2. Multivariable Cox proportional hazards model with Wald test p-values.

Years

370 2714 52 1

MMAI Risk Group Sgit

Endpoint Variable MVA'" HR (95% Cl) P value

0s MMAI-High vs. non-High  1.77 (1.10-2.84) 0.02
ADT + Docetaxel vs. ADT  0.86 (0.65-1.12) 0.26
HV-M vs. LV-M 2.60 (1.34-5.05) 0.005
LV-S vs. LV-M 1.33(0.71-2.48) 0.37
HV-S vs. LV-M 2.49 (1.48-4.18) <0.001

“Controlled for MMAI, treatment, and disease volume (high vs low) + (S)vs i

Cityof
Hope

Markowski et al. ASCO 2024



Novel agents for treatment intensification in mHSPC: PARP inhibitors

TALAPRO-2: Study Cohorts and Enroliment

All-comers (Cohort 1), N=805 I —

Recruited first, data cutoff: August 16, 2022

{—‘—\

Nondeficient
or unknown
N=636

HRRm HRRm
N=169 N=230

\_Y_l

HRRm only (Cohort 2), N=399 =)

Recruitment continued after completion of
enrollment in cohort 1, data cutoff: October 3, 2022

Talazoparib + enzalutamide
(N=402)

Placebo + enzalutamide
(N=403)

rPFS in all-comers population
tested at 1-sided alpha 0.0125

Talazoparib + enzalutamide
(N=200)

Placebo + enzalutamide
(N=199)

224 rPFS events would provide 85% power to detect an
HR of 0.64 using a 1-sided stratified log-rank test with

an alpha of 0.01252

3An interim analysis (IA) was planned with ~70% of the total required events. The HRRm cohort would be stopped for efficacy if the pre-specified efficacy boundary was crossed
(P £0.003). As the efficacy boundary was crossed at the |A rPFS, this became the final analysis. Survival and safety follow-up is continuing. All other endpoints are final.

2023 ASCO #ASCO23 PRESENTED BY: Prcfessor Karim Fizazi

or and ASCO. Permission roquired for reuse: contact permissions @asco org

ASCO &

KNOWLEDGE CONQUERS CANCER

ﬁ Cityof
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Novel agents for treatment intensification in mHSPC: PARP inhibitors

TALAPRO-2 HRR-Deficient Primary Endpoint: rPFS by BICR

Treatment with talazoparib plus enzalutamide resulted in a 55% reduced risk of progression or death

TALAPRO-2 HRR-Deficient: rPFS by BICR by Selected Gene Subgroups

Broad treatment effect with talazoparib plus enzalutamide seen across gene subgroups

Talazoparib +  Placebo +
Enzalutamide  Enzalutamide
HR (95% CI)  2-Sided PValue
Subgroup Events/N Median, mo
All HRR-deficient 5/198 104197 NR/13.8 0.44 (0.32-0.60)  <0.0001
Only BRCA1 8 59 20011.7 0.17 (0.02-1.51) 0.074

Only BRCA2 NR/11.0 0.19 (0.10-0.38) <0.0001

1.0
TALA+ENZA  PBO +ENZA
(N=200) (N=199)

Events, n

Talazoparib + Enzalutamide Median (95% ClI),  Not reached 138

months (NR) (21.9-NR) | (11.0-16.7)

0.45 (0.33-0.61);
o
HRO%Cl) P<0.0001

Median follow-up for rPFS was
17.5 and 16.8 months, respectively
Placebo + Enzalutamide

8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
No. at risk Months

TALA + ENZA 1 1 60 M 2 2

P8O + ENZA 38 21 1

ASCO

Only PALB2 /6 NR/8.6

Only CDK12 21.9113.8

Only ATM NRI27.7
Only CHEK2

BRCA cluster

PALB2 cluster

CDK12 cluster

ATM cluster

Other gene cluster

056 (0.12-2.51)
0.49 (0.23-1.02)
0.76 (0.30-1.94)
0.90 (0.34-2.39)
0.20 (0.11-0.36)
0.46 (0.12-1.87)
0.38 (0.19-0.76)
0.90 (0.39-2.04)
1,51 (0.73-3.15)

1.0 10.0

Favors Talazoparib + Enzalutamide Favors Placebo + Enzalutamide

Gene clustering alteration dominance hierarchy is any BRCA1/2 alteration (BRCA cluster), then any PALB2 (PALB2 cluster), then any CDK12 (CDK12 cluster), then any ATM (ATM cluster), then any of all

other HRR12 genes (with each patient counted only once).

2023 ASCO m snesowreo ev. Professor Karim Fizazi




Novel agents for treatment intensification in mHSPC: PARP inhibitors

Name/Sponsor ARTA PARP inhibitor

AMPLITUDE Abiraterone Niraparib Randomized, HRR+ (788)
TALAPRO-3 Enzalutamide Talazoparib Randomized HRR+ (550)
City of Hope PCF Abiraterone Talazoparib Single arm, Unselected (70)

H Cityof
Hope



Novel agents for treatment intensification in mHSPC: radioligand Rx

VISION study design

\ Imaging-Based Progression-free Survival

Eligibility Protocol-permitted SOC + 1004 No. of Events/ '
+ Previous treatment with both 177 4-PSMA-617 - T " 90 No. of Patients  Median
. g 1 androgen receptor pathway 7.4 GBq (200 mCi) every 6 weeks 5 o 3 30 . mo
inhibitor 4 cycles, increasable to 6 cycles "3' s 3 g 70 L;"Psrr‘d’séh' 254/385 8.7
glLon2 teans regumens =i g % 28 e 177Lu-PSMA-617+standard care s
Protocol-permitted SOC planned - 3 g E S Standard A:::: 93/196 34
before randgmlzatlon Prmcol-ptrmlmd SOCalone |y = == o 8 404 Hazard ratio for progression or death,
« Excluding chemotherapy s g 0.40 (99.2% Cl, 0.29-0.57)
immunotherapy, radium-223, E. & 30 P<0.001
&

o S o, SN

investigational drugs Alternate primary endpoints Other secondary endpoints 20 Standard care alone
ECOG performance status 0-2 + Radiographic progression-free survival + Safety and tolerability 103
Adequate major organ and bone o . - A 0 T T T T T T T T T T 1
marrow function + Overall survival + Biomarkers including PSA 0 2 4 6 8 10 12 14 16 18 20 22
PSMA-positive mCRPC on PET/CT Key secondary endpoints * Health-related quality of life Months since Randomization
ith 68Ga-| e and pain .
with ®°Ga-PSMA-11 « Time to first symptomatic skeletal event No. at Risk
it 17Lu-PSMA-617+standard care 385 362 272 215 182 137 8 71 49 21 6 1
*+ RECIST v1.1 overall response rate Brief Pain Inventory — Short Form Standard care alone 196 119 3 19 14 13 7 7 3 2 0 0
+ RECIST v1.1 disease control rate EQ-5D-5L
Overall Survival
No. of Events/
1004 No. of Patients Median
90 mo
177Lu-PSMA-617 + 343/551 15.3
2 80 177Lu-PSMA-617-
% \u 'SMA-617+standard care Stanidard Cara
w 70 ~ Standard Care  187/280 13
§ 60 e Alone
® 504 Standard care alone Hazard ratio for death,
= 0.62 (95% Cl, 0.52-0.74)
° 404
€
g 304 M
g 20 YT S
104 |
T T T T T T T T T T T T T T T !
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Months since Randomization .
- A
No. at Risk Ci tyof
77Lu-PSMA-617+standard care 551 535 506 470 425 377 332 289 236 166 112 63 36 15 5 2 0 H ope
Standard care alone 280 238 203 173 155 133 117 98 73 51 33 16 6 2 0 0 0 p

Sartor et al. NEJM 2021



Novel agents for treatment intensification in mHSPC: radioligand Rx

{@) Presenting author: Dr. A. Oliver Sartor
= E-mail: osartor@tulane.edu

PSMAddition: a phase 3

trial to compare treatment
with '7Lu-PSMA-617 plus
standard of care (SOC) versus

SOC alone in patients with
metastatic hormone-sensitive
prostate cancer

A.Oliver Sartor,' Scott T. Tagawa,? Fred Saad,’
Johann S. de Bono,* Felix Y. Feng,” Karim Fizazi,®
Olga Sakharova,” Michael J. Morris®

Screening

Patient population

¢ Untreated or minimally treated®
mHSPC

¢ Appropriate SOC (ADT and ARPI)

* PSMA-positive on
[*Ga]Ga-PSMA-11 PET/CT®

v

Stratification factors

¢ Disease volume

° Age

¢ Previous or planned treatment of
primary tumour

Treatment?
SOC +
Lu-PSMA-617
QB6W x 6
T v
Crossover Prim.gry
allowed upon endpoint:
radiographic = | radiographic
progression® PFS
A

Post- Survival
treatment FU
FU
Safety FU (up to
30 days) +
long-term safety Safety FU

FU (12 months) every
90 days

-

Efficacy FU
(if end of
treatment was
any reason
other than
documented PD
by BIRC)

» PD by BIRC

Hope

Sartor et al. GU ASCO 2022



Too much of a great thing??

Landmark Analysis of OS: LV ENZA Landmark Analysis of OS: HV ENZA
Disease PSA PSA PSA < PSA
Volume <0.2ng/mL > 0.2ng/mL 0.2ng/mL >0.2ng/mL - -
High Volume Zo Zo7s
rASSR——— % =
% (No/Total ~ 38(110/290) 62 (180/290) |56(167/296)| 44(129/296) &8 o .
NO) % 9 _; 0.50
% 5 yr OS 66 (58, 76) 33 (26, 41) 62 (55, 70) 36 (28, 46) (% 025 % 025
(95% cl) HR = 0.35 (95% CI: 0.21-0.6), p=<0.001 HR = 0.45 (95% CI: 0.32-0.62), p=<0.001
Low VOIume = u Moni:ls from Lan;:nark = = ! . Mon‘;;s from Land“l"nark " N
% (No/Total 62 (160/259) 38(99/259) |80 (208/259) 20(51/259) Number at risk Number at risk
No)
%5 yr OS 75 (68, 82) 42 (33, 54) 83 (78, 89) 58 (46, 74) =
(95% Cl)
N . — 1 48 ¥ 7 3 14 - 129 107 79 56
ADT+ docetaxel ADT Alone
Median OS .
. p- Median OS
0 - 5
# Death/N (r?]g 'ﬁ h(;l) values # Death/N (95% CI; months) p-value'
Overall Population
6-month PSA <0.2 66/127 100.3 (70.4, <0.000 35/77 116.8 (87.3, <0.0001
NA%) 1 141.5)
6-month PSA 20.2 203/256 45.4 (39.2, 31.8 (26.3, 38.1)

246/301 o Cityof
51.6) H e

McLaughlin et al. ASCO 2024



Intermittent versus Continuous Androgen
Deprivation in Prostate Cancer

Authors: Maha Hussain, M.D., Catherine M. Tangen, Dr.P.H., Donna L. Berry, Ph.D., R.N., Celestia S. Higano, M.D., E.
David Crawford, M.D., Glenn Liu, M.D., George Wilding, M.D., s , and lan M. Thompson, |r, M.D.  Author Info &
Affiliations

Published April 4, 2013 | N Engl | Med 2013;368:1314-1325 | DOI: 10.1056/NE]M0a1212299 | YOL. 368 NO. 14

Median
100‘\\\\ No. of Survival
90 \ Deaths  (yr)
\
80 \ — Continuous therapy 445 5.8
\ — Intermittent therapy 483 51
70 \
& 60 N
- AR
$  s0q Wi
g 40 T
0 R
30
20
10+
0
T T T 1
0 5 10 15
Years since Randomization
No. at Risk
Continuous therapy 765 325 64
Intermittent therapy 770 291 52
Figure 1. Median Survival from Randomization in the Two Treatment Groups.

Intermittent therapy was not non-
inferior to continuous ADT

Selected for all patients, not based on
response

Can response-adapted selection and

ARPI integration provide opportunity for
de-escalation?

K Cityof
Hope



DE-ESCALATE (EORTC 2238, PEACE-6)

Intermittent Androgen Deprivation Therapy in the era of AR pathway inhibitors: a phase 3 pragmatic randomized trial

Progression (defined as investigator decision to

start next OS prolonging drug)

mHSPC —

PSA < 0.2 ng/dl after 6 to 12 ~N

months of ADT + ARSI+/- 2 Subsequent 2", 31

Docetaxel = 4% [ine

Stratification =

* ADT + ARSI E Endpiiis:

* ADT+ ARSI+ radiotherapy ; m . . Co-Primary (hierarchical):

* ADT+ ARSI+ chemotherapy - - MAB Ko MAB 1. proportion of patients without iADT treatment at one year
2. Overall survival at 3 years
Secondary

Stratification v Treat t reinitiate at investigator discret - Overall survival

- Time to next systemic prostate cancer therapy

Proportion of patient having received next systemic prostate
cancer therapy at 24, 36 and 52 months.

Toxicity with CTCAE VS

Quality of life with QLQ-C30/PR-25

Health economics parameters (e.g. Incremental cost

“ EORTC effectiveness ratio)

mHSPC: metastatic hormone sensitive prostate cancer; PSA90%: decrease in PSA
The future of cancer therapy from baseline by 90%); MAB: Maximum androgen blockade Pl: Dr Bertand Tombal

* 2:1 ratio, v’ Sust ied at 6 months if A< reached
« stratified by country and

* ARPI alone, ARPI + docetaxel, ARPI + radiotherapy)

¢ PSA<0.1vs>0.1-<0.2 ng/dl

Cityof
Hope




A-DREAM

A Phase 2 Trial of ADT Interruption in Patients Responding Exceptionally to AR-pathway Inhibitor In mHSPC

Re-initiation triggers:
¢ PSA25ng/ml

mHSPC on ADT + ARPI : !
PSA<0.2 (stable/falling) Interrupt : Radiographic change (PCWG3) Primary Endpoint: Physician
after18-24moADT | ACT*ARPI el S Treatment-free Discretion
(at least 12 mo ARPI) (w/ eugonadal T) |_——>
PSA /T g3 mo at 18 months Exploratory Endpoints:
N=75 Scans at least g6 mo (q3mo w/ rising PSA) * rPFS, TTNT
QOL g6 mo ¢ 0S (CSS/NCSS)
¢ Cost

Secondary Endpoints:

* Time to eugonadal T
* Duration off-tx

* QoL

PI: Dr Atish Choudhury

Tod ) '\otiona Clinical Community Oncology
N Trials Network Research Program

a National Cancer Institute program o

ALLIANCE Ui
FOR CLINICALTRIALS IN ONCOLOGY
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Conclusions

Intensification remains SOC for most eligible patients with mHSPC

Doublet appropriate for most patients, greatest benefit of docetaxel-
based triplet in de novo high volume patients

Newer agents could change the combination of doublet/triplets and
bring in biology driven combinations

Need to also identify strategies for safe de-escalation of therapy in
durable long-term responders to balance cost, toxicity, and QOL

H Cityof
Hope
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Thank you!
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