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MHSPC



ARANOTE Trial- Analysis by Volume

* Contemporary Comparator arm
* Doublet vs Triplet

 Doublet



Combination therapies in mHSPC

Therapy Combination Trial Name Hazard Ratio (HR) for OS 95% Confidence Interval
Docetaxel + ADT CHAARTED 0.61 0.47-0.80

Abiraterone +

o nian e + ADT LATITUDE 0.62 0.51-0.75
Enzalutamide + ADT  ARCHES 0.66 0.53-0.81
Apalutamide + ADT TITAN 0.65 0.53-0.79
g:::t“::::ide *ADT*+  ARASENS 0.68 0.57-0.80
Darolutamide + ADT o /\\oTE 0.81 0.59-1.12

(without docetaxel)



STOP CAP Meta analysis

* Selection of patients for ARPI

* How to choose patients
* Age
« BMI
* Volume
* Risk
 Comorbid conditions
* Metachronous vs Synchronous



Effects of ARPIs on OS by class of agent

Class of agent ARPI
and Study n/N

Abiraterone trials
STAMPEDE 293/501
LATITUDE 275/597
PEACE-1, noRT 149/292
PEACE-1, RT 138/291
Subgroup 855/1681

Control
n/N

3711502
343/602
1771296
175/293
1066/1693

(Cochran Q=6.66 on 3d.f, p=0.083

Other ARPI trials
ENZAMET 208/563
TITAN 170/525

268/562
235/527

Subgroup 378/1088 503/1089
(Cochran Q=0.800on 1d.f, p=0.37)

Abiraterone + Other ARPI
STAMPEDE 228/462

R — AACAIANDA
Overall 1461/3231

292/454

1861/3236

(Cochran Q=8.33 on 6 d.f, p=0.22)

Haz. ratio %
(95% CI) Weight

[ ]
0.61(0.52, 0.71)
0.66 (0.56, 0.78)
0.86 (0.69, 1.08)
0.72 (0.57, 0.90)
0.68 (0.62, 0.75)

L]
0.67 (0.56,
0.59 (0.49,
0.64 (0.56,

0.64 (0.54, 0.77)
[ ]
0.66 (0.62, 0.71)
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0.25

T
0.50 1.00

Favours ARPI Favours control

Clear benefit of ARPIs on OS

»HR =0.66 (Cl 0.62 to 0.71)
»13% absolute improvement at 5 years

Clear benefit of ARPIs on PFS

»HR =0.51 (Cl 0.48 to 0.55)
»21% absolute improvement at 5 years

No clear difference by class of agent

»Based on 48% “amide” data
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Effects of ARPIs by age group

PFS

Control  ARPI Haz. ratio Control  ARPI Haz. ratio
n/N n/N (95% Cl) n/N n/N (95% Cl)

<65 872/1124 6271092 < 0.47 (0.43, 0.53) 645/1124  480/1092 0.63 (0.56, 0.71)
65to <75 | 1129/1502 805/1490 0.50 (0.45, 0.54) 847/1502 658/1490 0.65 (0.59, 0.72)

75+ 451/610  381/649 <P 0.63(0.54,0.72) § 369/610 323/649 <> 0.77 (0.66, 0.90)

]
0.50 : 2.00 0.50 1.00 2.00
Favours ARPI Favours control Favours ARPI Favours control

75+ vs <65: Interaction HR=1.32, p=0.003 Interaction HR=1.22, p=0.052
Heterogeneity p=0.035 Heterogeneity p=0.16
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Effects of ARPIs by age group: abiraterone trials

0S PCSS*

Haz. ratio Control Haz. ratio
(95% CI) n/N (95% ClI)

<65 399/647 301/626 < > 0.65 (0.56, 0.76) 347/647 992/626 < > 0.63 (0.53, 0.74)
65to <75 | 485764 373770 P> 0.62(0.54,0.72) [ 401764 2777770 <P 0.57 (0.48, 0.66)
75+ 182/282 181/285 ‘ 1.01 (0.82, 1.26) 141/282 108/285 ’- 0.77 (0.59, 1.00)

T T | |
0.50 : 2.00 050 : 200

Favours ARPI Favours control Favours ARPI Favours control

75+ vs <65: Interaction HR=1.56, p=0.001 Interaction HR=1.23, p=0.19
*PCSS=prostate cancer-specific survival
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Effects of ARPIs by age subgroup: “amide” trials

PFS 0S

Control ARPI Haz. ratio Control Haz. ratio
n/N n/N (95% CI) n/N (95% ClI)

339/477 233/466 <P 0.46 (0.39,0.55) | 246/477 179/466 0.61 (0.50, 0.75)

512738 341720 < 0.48 (0.42,0.55) | 362/738 285/720 <> 0.69 (0.59, 0.81)
2201328 1721364 <> 0.47 (0.38,0.58) | 187/328 1421364 <> 0.57 (0.45, 0.71)

T | T T
0.50 1.00 2.00 050 ) 2.00
Favours ARPI Favours control Favours ARPI Favours control

75+ vs <65:  Interaction HR=1.02, p=0.88 Interaction HR=0.93, p=0.61

Note: 48% available data at present
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Choosing treatment for mHSPC

* Germline: For all?

« ADT alone

* What genes to be included?
[ ] i i ?
e ADT p|US ARPI Somatic testing:

* ADT plus Docetaxel

* ADT plus Docetaxel Plus ARPI



UpfrontPSMA

Randomisation
é] Adenocarcinoma ﬁ ) PIMA s ' !...H
; < 4 weeks ADT . ' Experimental arm (n=70)
= 7 -

K ® 77Ly-PSMA-617, 7.5 GBq x 2 cycles e
< 12 weeks since
diagnosis

PET scans x 2 » docetaxel 7Smg/m? x 6 cycles

Primary:

R .

1:1 randomisation

stratified by o disease volume
® duration of ADT

Secondary:

metastases on CT PSMA PET: | . PSA-PFS
Ii )) and/or bone scan ﬁ whigh tun';uw uptake TN\ _:I.-' Castration-resistance
~ \ 'E NN NCH e Control arm (n=70) "
- v p— ® docetaxel 75mg/m’ x 6 cycles 3
central
. PSA > 10ng/ml imaging * most disease PSMA+
ﬁ{gg— (pre ADT) el T T T T T T

ADT given in both arms




UpfrontPSMA

* Any candidate for this approach



Choosing treatment for mHSPC
 ADT alone

* ADT plus ARPI

» ADT plus Docetaxel

* ADT plus Docetaxel Plus ARPI

* ADT plus Docetaxel plus Lu-PSMA



Consolidation RT (PROLONG study)

* 4 subsets
* Denovo
* OligoPD
* Oligorecurrent
* Oligopersistent

* Single centre
* Upto 10 sites



Panelists

* Upto 3 or5

* Prostate or all sites

* Or location- Low volume or Low risk
* When to give - 6 months?/ Upfront

* Response-based selection?



MCRPC



ASCO 2024: PLATIPARP: A Phase 2 Study of Induction
Docetaxel and Carboplatin Followed by Maintenance
Rucaparib 1in Treatment of Patients with mCRPC with
Homologous Recombination DNA Repair Deficiency



MCRPC with HRR mutation

PARPI

PARPI plus ARPI

Carboplatin f/b PARPI

Doublet chemo x 4 cycles f/b PARPI

Significant message: Test for resistance
BRCA1/2/PALB2 only



Overall survival and quality of life with
["""Lu]Lu-PSMA-617 plus enzalutamide in
metastatic castration-resistant prostate cancer
(ENZA-p): secondary outcomes from an open-label,
multicentre, randomised, phase 2 trial

ENZA-P

Louise Emmett, Shalini Subramaniam, Megan Crumbaker, Andrew Nguyen,
Anthony M. Joshua, Andrew J. Weickhardt, Sze-Ting Lee, Siobhan Ng, Roslyn J. Francis,
Jeffrey C. Goh, David A. Pattison, Thean Hsiang Tan, lan D. Kirkwood, Shahneen Sandhu,
Alison Yan Zhang, Michael S. Hofman, Hayley Thomas, Andrew J. Martin,
lan D. Davis* & Martin R. Stockler*

N .H M RC Clinicaltrials.gov NCT04419402 ANZUP

Clinical Trials Centre
Cancer Trials Group Limited
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ENZA-p Schema

Eligibility
MCRPC with PSA rising and >5ng/mL

No chemotherapy for mCRPC . ObjECtiVES
>2 risk features for early enzalutamide failure Enzalutamide 160 mg PSA-PFS (primary endpoint)

Positive ®8Ga PSMA PET/CT Overall survival

Health-related Quality of Life
Radiographic PFS

R 1:1 PSA response rate
Pain response and PFS
Clinical PFS
o on Cruslutamide 160mg S
Study Site + [Y77Lu]Lu- PSMA-617 7.5 GB : :
Volume of disease (>20 vs <20) [ ] gy s q Translational/correlative

Early docetaxel for hormone-sensitive disease
Prior treatment with abiraterone
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Progression Free Survival

PSA-PFS R-PFS
HR 0.40 (95%Cl 0.28-0.59) p=0.000001 HR 0.61 (95% Cl 0.42-0.87)

= Enzalutamide == Enzalutamide

= Enzalutamide + LUPSMA =+ Enzalutamide + LUPSMA

o
~
w
o
]
&
s

Proportion Event-Free
o o
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rl

o

]
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HR 0.40 (95% CI 0.28 - 0.59)

Log-rank p <0.001 HR 0.61 (95% Cl 0.42 - 0.87)

5 ; 7 15 ' ' 2 1

Number at risk (number censored) Number at risk (number censored)

= 79 (0) 42 (0) 21 (0) 11 (0) 9 (0) 8(0) == 79(0) 53(1) 40 (1) 28 (1)
= 83 (0) 69 (2) 44 (3) 29 (3) 22 (4) 15 (10) = 83(0) 72 (4) 53 (5) 33 (5)

PSA-PFS | Participants Censored = Median Months Participants | Events | Censored | Median Months

Enzalutamide Enzalutamide

Enzalatmmides |~ LdLuPSIRGLe Enzalutamide+[77Lu]LuPSMA617

Lancet Oncol. 2024 May;25(5):563-571
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Overall Survival

=+ Enzalutamide
== Enzalutamide + LUPSMA

Proportion Alive

HR 0.549 (95% CI 0.36-0.84)
Log rank p = 0.0053

12 18
Months
Number at risk (number censored)
== 79 (0) 74 (0) 63 (1) 54 (1) 42 (2)
= 33 (0) 79 (3) 72 (4) 63 (4) 58 (4)

Overall Survival Participants Events Censored Median Months

Enzalutamide 26 (C195% 23-31)

Enzalutamide + Lu-PSMA 617 34 (CI95% 30-37)
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Deterioration-Free Survival

Physical Function
HR 0.51 (95%Cl 0.36-0.72)

Overall Health Status
HR 0.47 (95%Cl 0.33-0.67)

== ENZA
== LuPSMA_ENZA

== ENZA
== LuPSMA_ENZA

~J
al
BP‘

HR 0.51 (95% CI1 0.36 to 0.72)
Log rank p=0.0001

HR 0.47 (95% CI1 0.33 to 0.67)
Log rank p<0.0001

o
S
BN

R
S
c
2
i3]
c
=
w©
Q
w
=
-
Q

N
0
BN

Deterioration-free survival,
global health status (%)

12 18 ' ' : ' 12 18
Months Months
Number at risk (number censored)

w—79(0) 30(4) 13(4) 7(4) 3 (4)
m—— 83(0) 49(6) 28(7) 14(8) 5(10)

Number at risk (number censored)

79 (0) 25(4) 10 (4) 3 (4) 1(4)
= 83 (0) 42(10) 24(12) 9(12) 3(14)

2 (4)
2 (10)

14
1(14)

Median Months
3.4 (3.2-7.9)
10.6 (7.7-12.4)

Physical Function

Participants Overall Health Status

Median Months
3.3(3.1-5.3)
8.7 (6.4-11.6)

" AMERICAN SQOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER

Participants
Enzalutamide | Enzalutamide

Enzalutamide + Lu-PSMA 617 |

Enzalutamide + Lu-PSMA 617
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Health-Related Quality of Life

Fatigue Pain
Difference 5.9, 95%Cl 1.1 to 11; p=0.02 Difference 7.3, 95%Cl 1.6 to 13; p=0.01

s ENZA e LUPSMA_ENZA m—— ENZA == | UPSMA_ENZA

-
-

9]
o
[l

w
=
20
=
3]
£
w
-~
Q
=

More pain

N
O
L

LN
)

Predicted Mean
W
O

Predicted Mean

Less pain

N
o
'l

Less fatigue

o
i

‘4.6 L] 7'0 L] 9'4 . L] ¥ T T T T 4-6 T 7.0 T 9!4
Time Point (weeks) Time Point (weeks)

74 69 42 37 24 13 8] I
74 68 61 54 37 27 22 20

N
13 11 11
27 22 20
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Cabazitax
el vs

Docetaxel
rechalleng
e

591,822
diagnosed with prostate cancer 2010-2023

3

22,638
diagnosed with mCRPC 2010-2023

A

4,491
received initial docetaxel after mCRPC (any # of doses)

b

3,123
received initial docetaxel after mCRPC (3+ doses)

s R
329 462
received docetaxel rechallenge received cabazitaxel > 3 mo
> 3 mo after last dose of initial after last dose of initial doce
doce (and no cabazi > 3 mo (and no doce > 3 mo after
after initial doce) initial doce)
v v
262 407
do not meet exclusion criteria do not meet exclusion criteria




Adjusted survival probability

Overall Survivial

1.004 =
\\ — rDOC [median OS (95% Cl): 12.3 (10.5-13.8)]
0.75- | CAB [median OS (95% Cl): 9.6 (8.6-11.1)]
0.50 -
HR (95% CI): "\,
0.25- 1.24 (1.01-1.83)
p=0.040
0.00 -
0 10 20 30 40 50
Time (months)
At Risk
DOC 265 148 54 24 14 !
CAB 397 184 76 21 6 5



Inference

* Whom to rechallenge vs Cabazitaxel?

* Docetaxel sensitive vs resistant
* 12 months
* 18 months
* 24 months




Panelists

» Patient received triplet in mMHSPC and 12 months later
has mMCRPC

* Options
* Cabazitaxel
* Docetaxel rechallenge
* LUPSMA therapy
* LUPSMA plus Enzalutamide
* ARPI



PCS-9 Study Design

Enzalutamide 160 mg
4
Patient population l Androgen Deprivation
1L mCRPC therapy
1-5 metastases Nl
Docetaxel allowed at

mHSPC stage : . : :
No prior NHASs 1:1 Biochemical Progression Free survival or

Ongoing ADT death (bPFS)
ECOG 01 Time to subsequent therapy

Key secondary endpoint

— Health-related quality of life
Safety and tolerability

Stratification factors
« Site of distant metastases
* Number of mets <4 vs 4+

Overall survival
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PCS-9 secondary endpoint of interest: bPFS

42% risk reduction of biochemical progression or death with SBRT

Biochemical failure-free survival

Number at risk
Enza +LHRH
Enza +LHRH + SBRT

ASCO Genitourinary
Cancers Symposium

Enza + ADT
(n=48)
Events, n (%) 27 (59)

Median bPFS

(years) 4B

HR (95% ClI) B e

Enza +LHRH ————Enza +LHRH + SBRT

Time (years)

Enza + ADT
+ SBRT

(n=52)
20 (40)

3.1

0.58 (0.32—1.03);

Pre-specified 2-sided alpha: 0.05

Median bPFS improvement of 1.5 YEARS
" 3 favors SBRT + Enzalutamide + ADT

presentepBy: 1amim Niazi MDCM, FRCPC
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PCS-9 secondary endpoint of interest: Overall Survival

29% risk reduction of death with SBRT

Overall Survival

Number at risk
Enza +LHRH 48
Enza +LHRH + SBRT 52

ASCO Genitourinary
Cancers Symposium

Enza + ADT
+ SBRT
(n=52)
Events, n (%) 13 (27) 11(21)

Median OS
(years)

Enza + ADT
(n=48)

NR NR

0.71 (0.31-1.59);
P=0.407

Pre-specified 2-sided alpha: 0.05

HR (95% CI)

Time (years)

Although not statistically significant 29%
28 19 risk risk reduction of death favors SBRT +
38 26 Enzalutamide + ADT

presentepBy: 1amim Niazi MDCM, FRCPC

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.or

KNOWLEDGE CONQUE

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



GROUQ-PCS 9

* HR: 0.50 (95% ClI: 0.28-0.88), p = 0.017
*4.6 Vs 2.3 years

* Will you start (or have you already started) SBRT in OM-
CRPC?



Adjunct therapies



Denosumab dosing interval

* 4 weeks vs 6 weeks ?? Retrospective
« Zoledronate dosing intervals

« 12 weeks



A Prospective Trial of a Structured Exercise
Program to Lessen Fatigue in Patients with
Advanced Prostate Cancer (aPC) Undergoing
Androgen Deprivation Therapy (ADT)



Exercise prescription

* Decreases fatigue
* Needs supervision

« Adherence



Thank you!
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