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PROSTATE CANCER IN 2023

1. New developments in High Risk localised PC & BCR setting

Clinical

ADT have been the gold standard treatment in
ADVANCED NON METASTATIC RECURRENT PC




1. INTENSIFYING TREATMENT IN High Risk

localised PC & BCR SETTING

Abiraterone acetate and prednisolone with or without

enzalutamide for high-risk non-metastatic prostate cancer: Pre-s pec ified su bg roup ana |yS is for H Ig h-

a meta-analysis of primary results from two randomised

controlled phase 3 trials of the STAMPEDE platform protocol risk MO from 2 STAMPEDE trials

Gerhardt Attard, Laura Murphy, Noel W Clarke, William Cross, Robert | Jones, Christopher C Parker, Silke Gillessen, Adrian Caok, Chris Brawley,
(laire L Amos, Nafisah Atako, Cheryl Pugh, Michelle Buckner, Simon Chowdhury, Zafar Malik, | Martin Russell, Clare Gilson, Hannah Rush,

JoBowen, Anna Lydon, lan Pedley, Joe M O'Sullivan, Alison Birtle, Joanna Gale, Narayanan Srihari, Carys Thomas, Jacob Tanguay, John Wagstaff,
Prantik Das, Emma Gray, Mymoona Alzoueb, Omi Parikh, Angus Robinson, Isabel Syndikus, James Wylie, Anjali Zarkar, George Thalmann, A B I +A D I VS A D I
Johann S de Bono, David P Dearnaley*, Malcolm D Mason*, Duncan Gilbert, Ruth E Langley, Robin Millman, David Matheson, Matthew R Sydest,

Louise C Brownt, Mahesh K B Parmart, Nicholas D Jamest, on behalf of the Systemic Therapy in Advancing or Metastatic Prostate cancer:
Evaluation of Drug Efficacy (STAMPEDE) investigatorst

High-risk MO defined onlCONVENTIONAL IMAGING:I

e Synchronous
* NO: at least 2/3 criteria of T3-T4, GG4-5, PSA>40 ng/d|

* N1
 Metachronous
* PSA>4 ng/dl with a doubling time <6 months or PSA>20 ng/dl (ADT
interval 212 months and total treatment <12 months)

Attard G. Et al. The lancet 2022
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Abiraterone acetate and prednisolone with or without
enzalutamide for high-risk non-metastatic prostate cancer:
a meta-analysis of primary results from two randomised
controlled phase 3 trials of the STAMPEDE platform protocol
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INTENSIFYING TREATMENT IN High Risk

localised PC & BCR SETTING

ABI+ADT vs ADT

0S

100
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AA IS THE NEW SOC IN HRPC PATIENTS THAT MEET
STAMPEDE INCLUSION CRITERIA

20 20
— S0C —S0C
— SOCplusabiraterone and prednisolone — SOCplus abiraterone and prednisolone
with or without enzalutamide with or without enzalutamide
07 T T \ T \
0 1 24 36 48 60 72 84 96 108 0 (') 1'2 2'4 3‘6 4'8 6|0 7|2 8|4 9|6 168

e Time since randomisation (months)

G Time since randomisation (months)

RELAPSED PATIENTS UNDER-REPRESENTED

183/455 111/459
13533 69/527

Abiraterone and prednisolone trial

Abiraterone and prednisolone

plus enzalutamide trial

Overall

0:54(0-43-0-68) 61%
053(039-071] 39%

0:53(0-44-0-64)  100%

054(039-076)  37%

0-60 (0-48-0-73)  100%

050 075 1.00

Abiraterone and prednisolone 94/533 52/527

plus enzalutamide trial

Overall

025 033

Favours combination therapy - Favours SOC

T T ™
025033 050 075 100

Favours combination therapy - Favours SOC

Attard G. Et al. The lancet 2022



1. INTENSIFYING TREATMENT IN High Risk

localised PC & BCR SETTING

AUA2023

* APR 28-MAY 1

EMBARK: A Phase 3 Randomized Study of
Enzalutamide or Placebo Plus Leuprolide Acetate
and Enzalutamide Monotherapy in High-Risk
Biochemically Recurrent Prostate Cancer

Neal D. Shore," Murilo de Aimeida Luz,? Ugo De Giorgi,* Martin Gleave,* Geoffrey T. Gotto,*
Gabriel P. Haas ® Miguel Ramirez-Backhaus,” Antti Rannikko,? Jamal Tarazi ¥ Swetha Sridharan,'
Jennifer Sugg.® Yiyun Tang,"" Ronald F. Tutrone, Jr.,'? Balaji Venugopal,' Amnauld Villers,'*
Henry H. Woo,'* Fabian Zohren,'® Stephen J. Freedland'’

Enero 2015- Agosto 2019.
Analisis Enero 2023



1. INTENSIFYING TREATMENT IN High Risk
localised PC & BCR SETTING

Patient population:

Screening PSA 21 ng/mL after RP
and at least 2 ng/mL above the
nadir for primary EBRT

PSADT <9 mo Yes

* No metastases on bone scan or

CT/MRI per central read
» Testosterone 2150 ng/dL

* Prior hormonal therapy 29 mo prior
to R (neoadjuvant/adjuvant for <36
mo OR <6 mo for rising PSA)

Stratification factors:
« Screening PSA (10 ng/mL vs. Enzalutamide monotherapy

9¢ Yoam je Jw/bu Z'0> ¥Sd

;

>10 ng/mL) — Ui el
. n =355
PSADT (<3 mo vs. >3 to <9 mo) Unblinded

* Prior hormonal therapy (yes vs. no)

*Stludy trealmenl was suspended once al week 37 il PSA was <0.2 ng/mL and restarted when PSA was 25 0 ng/mL (withoul prior RP) and 22 ng/mL (pnor RP). ®intent-lo-lreal populalion. Pnmary endy
combination and enzalutamide monotherapy are alpha protacted P-value to determine significance for OS of combination and monotherapy treatment comparnsons was dependent on outcomes of prin
population. BICR, binded independent central review; CT, computed tomography, d, day, EBRT, external beam radiotherapy, IM, intramuscular, MFS, metastasis-free survival, mo, month; MRI, magnet
proslale-specihic anbigen, PSADT, PSA doubling time, q, every, R, randomizabion, RP, radical proslalectomy, w, weeks




1. INTENSIFYING TREATMENT IN High Risk
localised PC & BCR SETTING

3-yr rate
92.9% S-yr rate
83.5% 87.3%
§' 80 - L——L\ﬂ_“*x__.;_‘ Median follow-up, mo 60.7 60.6
% ~+— Enzalutamide combination Events, n (%) 45(13) 92 (26)
-~ Leuprolide acetate ‘ Per BICR, median MFS NR
§ 60 1 (95% CI), mo NRINR)  (85.1-NR)
' S DL L e L L e L L L L e L L L L e L L L L L L L L L L L L rewirewewe
e HR (95% Cl):
e A
: N1 0i0| 0.42 (0.31-0.61); P<0.00012
204 ¥'u)
: 7 L
0 1 1 I 1 1 l I I 1 I T | 1 1 I 1

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 9

Metastasis-free survival (mo)

Patients at risk
355 3N 324 318 304 292 281 265 251 234 180 116 60 24 6 0 0

368 336 N 303 280 269 238 2 203 183 138 88 32 16 6 1 0

A consistent treatment effect was seen for investigator-assessed MFS: HR (95% Cl): 0.47 (0.37-0.67); P<0.0001

Data cutoff January 31, 2023 Symbols indicate censored data *HR was based on a Cox regrassion model with treatment as the only covariate stratified by screening PSA. PSADT, and prior hormonal therapy as reported in tha IWRS: relative to leuprokde
acetale <1 favoring enzalutamide combination; the two-sided P-value was based on a stratified log-rank. CI, confidence interval, HR, hazard ratio, IWRS, interactive web response system; NR, not reached |



1. INTENSIFYING TREATMENT IN High Risk
localised PC & BCR SETTING

100 - AY | - | -
80 - B - - Events, n (%) 33(9) 55 (15)
§ —+=— Enzalutamide combination Median time to death
3 60 —— Leuprolide acetate (95% Cl), mo NR (NR) NR (NR)
| eeeeeeeeeeeeeeeeemeemeemmemmmmmmmeemmemmmmmmmmmmmmmmmmmmmmmmmmmmmmmmeee
Ll HR (95% CI):

[
g 0.59 (0.38-0.90) P=0.01422

20 - 1/3 DE LOS EVENTOS PLANIFICADOS (Pre-specified efficacy boundary, P<0.0001)

0 1 1 | | 1 Ll | | T 1 1 1 1 T 1 1

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96

Overall survival (mo)
Patients at risk
¢ 355 350 346 337 335 331 322 316 307 292 232 163 101 53 20

4
<

¢ 368 361 346 343 341 329 321 312 301 287 224 167 99 49 20 6 0

Final analysis at 271 deaths across all treatment groups.

Data cutoff January 31, 2023 Symbols indicate censored data *The HR was based on a Cox regression model with treatment as the only covaniale stratified by screening PSA, PSADT, and prior hormonal therapy as reported in the IWRS: relative to
leuprolide acetate <1 favoning enzalutamide combination; the two-sided P-value is based on a stratified log-rank test



ATLAS: a Phase 3 Trial evaluating the efficacy o‘ Apalutamide !n pts with Localised or
Locally Advanced CaP recelving primary RT

Cycle 1-2: Neoadjuvant to RT
Cycle 3-4: Concurrent with RT
Cycle 5-30: Adjuvant to RT

R
Patients ﬁ Cycle 1-4:
D APA 240 mg daily + GnRHa + placebo Primary End Point
High-risk localized 0 Cycle 5-30: » Metastasis-free survival
or locally advanced PC M APA 240 mg daily + GnRHa
(GS=8and=cl2c,orGS 27, | Secondary End Points
PSA = 20 ng/mL, and = cT2c) ’ Z ¢ Time to local-regional recurrence
receiving primary RT # Cycle 1-4: * Time to CRPC
I Placebo + GnRHa + bicalutamide 50 mg daily » Time to distant metastasis
Estin';ated 0 Cycle 5-30: * Overall survival
=1500 N Placebo + GnRHa
1:1

Similar trials with Enza, Daro,...
PA, apalutamide; PC, prostate cancer; G5, Gleason score; CRPC, castration-resistant PC.



PEACE-2: European Phase lIl Trial 011 Cabazitaxel jand
Pelvic Radiation in high-risk localisedproState cancer

Androgen deprivation
therapy (ADT) x 3 years
+ RXT (prostate)

—

 Patients with
high-risk
localized prostate
cancer with at
least two risk
factors among:

*T3-T4

* Gleason 8-10

* PSA>20 ng/mL

ADT
+ Cabazitaxel tmq Primary end points:
+ RXT (prostate)

- cPFS (HR: 070)

OmMN—<S00Z2> 73

ADT

2x2 design + Cabazitaxel —
Study sponsor: Unicancer + Pelvic radiotherapy
ESMO ACADEMY

PI K Fizazi — P Blanchard



1. INTENSIFYING TREATMENT IN High Risk

localised PC & BCR SETTING

PET-PSMA

Interventional Cohort (n~412)

Treatment Phase: 6 months Post-treatment Phase Post-PSMA-PET

: (until PSMA-PET progression) i Progression Phase
RT: whole pelvic salvage radiotherapy + SBRT Assessments Assessments
LHRHa: 2x3-monthly or 1x6-monthly depot PSA, testosterone, Bone scan. CT/MRI.
Apalutamide: 240 mg/day orally patient-reported outcomes i patient-reported PRIMORDIUM

' outcomes
’ RT + LHRHa : PSMA-PET TR IAL

PSMA-PET : Unblinded at baseline; :
Positive = ‘ BICRat6, 12, and q12 months i
R\ RT+LHRHa + (until PSA 20.2 ng/mL. T
Apalutamide then immediately and q6 months) ( Erleada’
P R T R R R TR ookt
: Observational Cohort (n~200) D
éRecruitment closes when Natural hist Dat? Collgctiotn e l
b et i atural history, management, imaging, treatments, and outcomes : = ‘

fully enrolled



PROSTATE CANCER IN 2023

1. New developments in High Risk localised PC & BCR setting
2. In mHSPC ADT is mandatory in metastatic PC and must be continued throughout
the disease

Metastases:
Noncastrate

Clinical I

Clinically

Localized
Disease Non- mCRPC: mCRPC:

Setaaéadin 2nd Line 4th Line
CRPC

Darolutamide +
Abiraterone Enzalutamide Docetaxel

February 2018 December 2019 August 2022

4 2

provals in mHSPC
T ()

2015/2016 September 2019 April 2022

Apalutamide Abiraterone +
Docetaxel*




2. ADT is mandatory in metastatic PC and must

be continued throughout the disease

1-00 1 STAMPEDE trial:
P 1 ¥ control group
5 (ADT +/- Bicalutamide +/-RT)
o “.N11.2 (IQR: 5.1-28.8)
g 0.50 = '
g oy 1 g FFS (median) 11.2m
o004 0S (median) 42.1m
0 12 24 36 48 60
Time to randomisation, mo 2'yr 0S 72%
At risk, no.
FFS event 917 (369) 272 (93) 107 (28) 50 (8) 25  (3) 8

Death 917 (61) 523 (90) 283 (43) 148 (30) 71 (9) 20

[ ] FFs event [ ] peath

BUT... ADT alone is SUBOPTIMAL and should be COMBINED with other
agents

James ND. Eur Urol 2015



PROSTATE CANCER IN 2023

.  New developments in High Risk localised PC & BCR setting

. In mHSPC ADT is mandatory in metastatic PC and must be continued throughout

the disease

. ADT alone in metastatic PC is INFERIOR TO ADT+DOCETAXEL




ADT alone in metastatic PC is INFERIORTO

ADT+DOCETAXEL

Phase Il trials: ADT + Docetaxel vs ADT alone

CHAARTED trial STAMPEDE trial

B —— ADT+D 100
- ADT alone
® _J
2 080
ADT+D (Median OS, 57.6 mo)
2 o |
= =}
- 060
= E
[=] >
& 3+
S 040
ADT alone (Median OS, 47.2 mo)
o~
o~
020 — tm=50C
HR, 0.73 (95% Cl, 0.59-0.89) ’ {1t =50C+Doc
p=0.0018
o 1 ====- SOC: FPM estimate
2 -
1 I I | | I I T 1 ] |- SOC+Doc: FPM estimate
0.00
12 24 36 48 60 72 84 96 108 T T T T T T T T T T T T T T T T T T T
0 12 24 36 48 60 n 84 96 108
Time (Months) Time from randomisation (months)
Number at Risk Patients (events)
ADT+D 397 366 314 245 155 67 28 7 2 0 ArmA(SOC) 724 (65 648 (125) 517 (100) 413 (92) 37 (59 AL @B B35 (9 9 (9 4 (4 8
ADT alone 393 352 278 198 126 45 21 2 0 0 Arm C (SOC+Doc) %2 (27) 318 (53 23 (39 2% (30) 192 (26) 147 (20) 90 (Iy 55 () 28 4 9

HR: 0.73 (95%Cl 0.59-0.89) HR: 0.81 (95%Cl 0.69-0.95)
P=0.0018 P=0.016

. Sweeney et al. NEJM. 2015, . James et al. Lancet. 2016 (updated ESMO 2019)



PROSTATE CANCER IN 2023

New developments in High Risk localised PC & BCR setting

In mHSPC ADT is mandatory in metastatic PC and must be continued throughout

the disease

ADT alone in metastatic PC is INFERIOR TO ADT+DOCETAXEL

ADT alone in metastatic PCis INFERIOR TO ADT+NOVEL HORMONAL AGENTS




% Event-Free

4. ADT alone in metastatic PC is INFERIOR TO

ADT+NOVEL HORMONAL AGENTS

LATITUDE: ADT+ABI

STAMPEDE: ADT+ABI

100 =
=
<
80 a
_ Ny ADT + Abiraterone + P:53.3 1 E
§_ 60 ADT + placebos: 14.4 mos 5
I e T ‘s
° 40 —| No. of Events =
ADT + AA + P: 275 (46%) ADT + placebos: 36.5 mos = B
ADT + placebos: 343 (57%) 8 0.2+
o o Mediar & 1
HR: 0.66 (95% Cl: 0.56-0.78; (+16,8 LR T T T y y y T T *
0 P<‘.0001)‘ : i ' i : i ) . . ! 0 6 12 18 24 30 36 42 48 54
0 6 12 18 24 30 36 42 48 54 60 66 Months since Randomization
Patients at Risk, n Mos No. of Patients
(no. of deaths)
ADT+AA+P 597 565 529 479 425 389 351 311 240 124 40 0 Combination 500 (22) 469 (50) 415 (57) 256 (18) 81
ADT +placebos 602 564 505 432 368 315 256 220 165 69 23 0 therapy
ADT alone 502 (35) 460 (80) 371 (73) 215 (23) 60
Fizazi K et al. Lancet 2019.
L]
ENZAMET: ADT+ENZA ARCHES: ADT+ENZA TITAN: ADT+APA
100
Overall Survival 100 4
1.00 90 1
- 80
X 04
- ; 04 Apalutamide
’ 22 0 S 601
_ _ 2% 50 - — b T
HR: 0.70 (95% CI:0.58 to 0.84) ﬂ - (75}
050 P<.0001 5'70/, £ 9 - © 404 Placebo
0 'ﬁ 30 Median NE NE 0s Apalutamide Placebo
. o N4 (95%Cll, months  (NEtoNE)  (48.7to NE) 2 Events, No. (%) 170 (32.4) 235 (44.6)
S =+=Control HR 95% CI) 066105310 081) 4 .
025 10 - St ogrnkcest ] Medlar:, months (95% CI) NR (NR to NR) 52.2 (41.9 to NR)
| 1 1 1 | 1 | ! P <.0001
000 0 b 1 18 U kil k] & L T T T T T T T T T T
0 6 12 18 %4 30 3% 4 48 54 60 6 72 T [nort] 0 6 12 18 24 30 36 42 48 54 60
Months ime (months Months

Fizazi et al. NEJM. 2017, James et al. NEJM. 2017, Davis et al. NEJM 2019, Armstrong A. et al. JCO 2022;40, Kim. et al. JCO 2021.



PROSTATE CANCER IN 2023

New developments in High Risk localised PC & BCR setting

In mHSPC ADT is mandatory in metastatic PC and must be continued throughout

the disease

ADT alone in metastatic PC is INFERIOR TO ADT+DOCETAXEL
ADT alone in metastatic PC is INFERIOR TO ADT+NOVEL HORMONAL AGENTS

HOW TO SELECT between ADT+ NOVEL HORMONAL AGENTS OR DOCE?




5. HOW TO SELECT between ADT+ NOVEL

HORMONAL AGENTS OR DOCE?

No trials have compared ADT + Docetaxel vs a ADT
+ a novel hormonal agent (NHA)

OS control

HR (95%Cl) A 3yr OS p-value

Median

Median

3-yr 3-yr

CHAARTED 53.7m | 57.6m | ~71%* | 472m | ~58%* | 0.72(0.59-0.89) ~13% p=0.0018
STAMPEDE (Docetaxel) 782m | 59.1m | ~66%* | 43.1m | ~59%* | 0.81(0.69-0.95) ~7% p=0.003
LATITUDE 51.8m | 53.3m | ~65%* | 365m | ~51%** | 0.66(0.56-0.78) ~14% p<0.001
STAMPEDE (Abiraterone) | 73m | 79.2m | ~73%* | 45.6 ~60%* | 0.60(0.50-0.71) ~13% p<0.001
ENZAMET 68 m NR 80% | 73.2m 72% 0.67 (0.52-0.86) 8% p=0.002
ARCHES 446m| NR 78% NR 69% 0.66 (0.53-0.81) 9% p<0.001
TITAN 44 m NR 52.2m 0.67 (0.51-0.89) p=0.005

Kyriakopoulos J Clin Oncol 2018; Fizazi et al. Lancet Oncol 2019; Clarke et al. Ann Oncol 2019; James et al. ESMO 2020. Abs 6110.



5. HOW TO SELECT between ADT+ NOVEL

HORMONAL AGENTS OR DOCE?

Heterogeneity in population included in trials

STAMPEDE
CHAARTED LATITUDE ENZAMET ARCHES TITAN
Docetaxel Abiraterone
- . - High risk
Patients mHSPC mHSPC & high risk nmHSPC mHSPC mHSPC mHSPC mHSPC mHSPC
Primary endpoint 0S (O OS & rPFS 0S rPFS 0S OS & rPFS
Comparator arm ADT SOC SOC ADT AR PPIERS ADT ADT + AA
Doce +/- Doce Doce
Follow-up 53.7m 78.2m 73 m 51.8m 68 m 44,6 m 44 m 30.4m
High volume 64.9% 56% 52% . 52.3% 63.2% 62.8% 100%
Prior local therapy 27.2% 5% 7% 4% - 12-26% 16.4% ~10%
Docetaxel for mHSPC 0 0 0 0 45% 15.5% 10.7% 0
ECOG PS 2 1.5% NR NR ? 0 0 0 0
Age 64 a 66 a 66 a 67 a 69 a 70 a 69 a 69 a
Gleason 2 8 60.7% 67.5% 77.3% 97.6% 58.3% 66% 67.4% 81.5%
Visceral metastases 15% 5% 6% 12-17% 11.5% ? 12.1% 20%

Sweeney et al. NEJM 2015. James et al

. Lancet 2015. Fizazi et al N Eng J Med 2017. James et al. N Eng J Med 2017.




5. HOW TO SELECT between ADT+ NOVEL

HORMONAL AGENTS OR DOCE?

Fatigue 0.3%
ADT+ novel Allergic reaction 3.3% DOCETAXEL
hormonal agents Neuropathy 0.7%
Fatigue 1.7%
have a better r— -
toxicity profi|e Thrombopenia 0.3%
Neutropenia 12.1%
Febrile neutropenia 6.1%
ABIRATERONE APALUTAMIDE ENZALUTAMIDE
All Grades | G23 All Grades | Grade23 All Grades | Grade 2 3
Hypertension 37% 20% Rash 27.1% 6.3% Seizures 0.3% 0.3%
Hypokalemia 20% 11% Fatigue 19.7% 1.5% Hypertension 8.6% 3.3%
AST/ALT increase 16% 6% Fall 7.4% 0.8% Cognitive/memory 4.5% 0.7%
Hyperglycemia 13% 4% Hypothiroidism 6.5% 0 Fatigue 24.1% 1.7%
Cardiac disorder 12% 4% Fracture 6.3% 1.3% Fall 3.7% 0.3%
Fatigue 13% 2% Seizure 0.6% 0.2% CV events 4% 1.5%




5. HOW TO SELECT between ADT+ NOVEL

HORMONAL AGENTS OR DOCE?

ADT+NHA are the prefered
treatment option based on oral
administration & a more favorable

toxicity profile
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New developments in High Risk localised PC & BCR setting

In mHSPC ADT is mandatory in metastatic PC and must be continued throughout

the disease

ADT alone in metastatic PC is INFERIOR TO ADT+DOCETAXEL

ADT alone in metastatic PCis INFERIOR TO ADT+NOVEL HORMONAL AGENTS

HOW TO SELECT between ADT+ NOVEL HORMONAL AGENTS OR DOCE?

Is more better? TRIPLET THERAPY in mHSPC




6. Is more better? TRIPLET THERAPY in

MHSPC

The ARASENS trial J

Elegibility:

Prostate adenocarcinoma
Evidence of metastatic disease
(CT/BS)

ADT < 12 weeks

ThePEACE&tﬁaI}

Elegibility:
De novo mHSPC

21 lesion in bone scan
ECOG PS 0-2

Randomization

1 oy B o |

Induction (6 cycles)

_9 ADT +

Docetaxel 75 mg/m? +

ADT +

Darolutamide 600 mg/12h mg/12h

ADT +
_> Placebo

(N=574)

ADT +

Docetaxel 75 mg/m? +

Placebo
(N=574)

SOC + Abiraterone + RT

(n=293)

Maintenance until PD

_) Darolutamide 600

SOC

Primary endpoint Stratification:
Overall survival Stage IVa vs IVb vs IVc
Alkaline Phosphatase > or < LSN

Secondary endpoints

Time to CRPC

Time to pain progression
Time to skeletal related event
Time to clinial progression

Primary endpoint
ADT + Docetaxel Radiographic progression-free

EREn ’
(n=589) (n=296) survival

SOC +
Abiraterone
(n=583)

Overall survival

Stratification:
ADT + Docetaxel ECOG PS
+ Abiraterone Type of ADT (GnRH vs orquiect)
(n=296) Disease volume

Treatment with Docetaxel



6. Is more better? TRIPLET THERAPY in

MHSPC

The ARASENS trial
' é""’f‘\ -~ Significant overall survival Results with a median follow-up of 43.7 months (overall survival)

3 '“»\:‘:\\_ benefit

N ADT+D+Daro  ADT+D HR (1C95%);p-val

s .

(- ADT + DOCE IS INFERIOR to TRIPLET THERAPY >

% 7 TTCRPC NA 19.1m 0.36 (0.30-0.42); p<0. 001

* 0001 T to pain prog NA 27.5m 0.79 (0.66-0.95); p=0.01

REEFEEE] m EEXXEEEEE SRE-PFS 51.2m 397m 0.61 (0.52-0.72); p <0.001

ro."m‘kd 64 608 593 570 548 525 509 486 468 4 6 40. 0 0
mer NO DATA OF TRIPLET THERAPY VS ADT+NOVEL

Signific

popula HORMONAL AGENTS a

100 -

~ 804 95);
-« (both are recommended option in mHSPC) =
g 60 - ~—
g \\}\\: g \\ \ 0.50 (0.34-0.71);
= 40 = "o PCSM NA 56.4m _
= 5 ‘. p=0.006
g g
S 20 & s 0.36 (0.30-0.42);
HR 0-82 (95-1% Cl 0-69-0-98); p=0-030 HR 0-75 (95-1% Cl 0-59-0-95); p=0-017 rPFS 54 m 36 m it
0 T T T T T é 1 T T T T T p<.
o 1 2 3 4 5 0 1 2 3 4 5 0.95):
TT mCRPC geelsun | 038 10.66:0.95)
p=0.01
iat al | ancat 2N2D




PROSTATE CANCER IN 2023

New developments in High Risk localised PC & BCR setting

In mHSPC ADT is mandatory in metastatic PC and must be continued throughout

the disease

ADT alone in metastatic PC is INFERIOR TO ADT+DOCETAXEL

ADT alone in metastatic PCis INFERIOR TO ADT+NOVEL HORMONAL AGENTS

HOW TO SELECT between ADT+ NOVEL HORMONAL AGENTS OR DOCE?

Is more better? TRIPLET THERAPY in mHSPC

How to SELECT between TRIPLET vs DOUBLET THERAPY in mHSPC




7. How to SELECT between TRIPLET vs

DOUBLET THERAPY in mHSPC

Burden of metastatic disease & timing of presentation have a

prognostic value

VOLUME/RISK PRIOR THERAPY

Overall survival in pts treated with ADT alone (control arm) Overall survival in pts treated with ADT alone (control arm)
GETUG-AFU-16, STAMPEDE, CHAARTED trials

Median

: — Overall survival
Hi vol Hivol | Low vol

vol Synchronous (n=1044)

_ High volume
CHAARTED 34,4m NR Q~27%* | ~54%* Metachronic (n=132)
STAMPEDE (Docetaxel) | 35,2m | 76,7m §~23%* | ~56%* Synchronous (n=582)

. = ” Low volume
STAMPEDE (Abi)** 34m* NR 28% 55% Metachronic (n=229)

*Estimation based on the inspection of the Kaplan Meier curves
**Using LATITUDE high/low risk criteria

Sweeney et al. N Eng J Med 2015 . James et al. Lancet 2015. James et al. N Eng J Med 2017.
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7. How to SELECT between TRIPLET vs

DOUBLET THERAPY in mHSPC
DOCETAXEL (Chaarted)

DE NOVO HV

AAAAAAAA
Median OS (months)
ADT plus docetaxel 48.0
ADT alone 33.1

HR, 0.63 (95% CI, 0.49 to 0.81
P<.001

T T T T T T T T T
12 24 36 48 60 72 84 96 108

Time (months)
AAAAAAAA
Median OS (months
ADT plus docetaxel 66.9
ADT alone 51.7
% CI, 0
P=3

Survival (proportion)

Survival (proportion)
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DE NOVO LV

B = === ADT plus docetaxel Characteristics “

MQZL:OCTS months)
ADT plus docetaxe | 58.3 o . ; A
ADT alone 59.8 DE NOVO HR. 0 63 95cy
L HR,O.SG(QS%S,S(;.SNO1.42); HV C|' 049 to 081' P
\ ,.001
DE NOVO HR 0.72; 95%
1‘2 2‘4 3‘6 4‘8 6‘0 7‘2 SLI 9‘6 1(;8 Cl: 0.36to 146; P
Time (months) LV = .37,'
RELAPSED LV
— o RELAPSED HR:0.86;95%
DDDDDDD Cl,0.52t01.42; P
““H-\_L‘WL HV s
AT s ool 865 RELAPSED HR 1.25;95%cl,
poTaere e 0.60 to 2.60; P =

5 (95% CI, 0 2.60);
P= 55

LV 55

Kyriakopoulos et al. JCO 2018



7. How to SELECT between TRIPLET vs

DOUBLET THERAPY in mHSPC

Pnce B

LOW-VOLUME disease

—
3 e
£ 60 !
€ "
2
e 40 —
©
g
o 20
HR 0-83 (95-1% Cl 0-50-1-39); p=0-66
0 T T T T T
0 1 2 3 4 5

Time since randomisation (years)

2 D i DT jocelaxs
) 90 g al M n, Nt LN NE)
o R ~—
;m 820 "Q.‘ —
> 70 bo + ADT + do T
> | NE (95% CI )
— 60
w
o 50
§ 40
R HR 0,68 (0,41-1,13)
3 201
© 10 < HR for death, 0.68
Q- 95% C1, 04110 1.13)

HIGH-VOLUME disease

\k\\‘\:—__.

N,

. ——

| HR 0-72 (95-1% Cl 0-55-0-95); p=0-019 |

T T T T T
0 1 2 3 4 S
Time since randomisation (years)
—— -

s - ~. D « ADT »

e M Median, NE (95% C!, 5 £
" \\‘

Placebo + AD 12 ~\‘—

Median, 42.4 months (95% Cl. 39.7 10 46.0)

~

|HR 0,69 (0,57-0,82)

4 HR for death, 0.69
(95% C1,0.57 10 0.82)

T 1 L] T L T L] T 1 Ll L] T L] L] L 1 LJ

1] ] T 1 ] L} L} L L L ] 1 T 1 ) ] T L} 1 L]

0 3 6 9 121518212427 30333639424548515457 0 3 6 9 121518 2124 27 30 33 36 39 42 45 48 51 54 57 60



7. How to SELECT between TRIPLET vs

DOUBLET THERAPY in mHSPC

NOVEL HORMONAL THERAPIES BENEFIT NOVEL HORMONAL THERAPIES
INDEPENDENT OF DISEASE VOLUME BENEFIT INDEPENDENT OF TYPE
ENZAMET trial
STAMPEDE (ABIRATERONE) e
0S in high-volume pts 0S in low-volume pts : I 6 R
\\\i E =
e ‘ ;f :
3-yr 0S: 83% vs 77% § 8 3-yr 0S: 65% vs 45% l _Hx‘_“_‘\_\_‘—“—‘—-.%
HR: 0,64 (1€95%: 0,42-0,97) = HR: 0,60 (1C95%: 0,46-0,78) iy tnaa-o0s O
Trial HR lowvolume  HR high volume l* Syrecnvoncis LV
ENZAMET 0.43 (0.26-0.72) | 0.80(0.59-1.07) S ALALLELLEL
ARCHES 0.66 (0.43-1.03) 0.66 (0.52-0.83) T
TITAN 0.36 (0.22-0.57) 0.53 (0.41-0.67) : NI




PROSTATE CANCER IN 2023

New developments in High Risk localised PC & BCR setting

In mHSPC ADT is mandatory in metastatic PC and must be continued throughout

the disease

ADT alone in metastatic PC is INFERIOR TO ADT+DOCETAXEL

ADT alone in metastatic PCis INFERIOR TO ADT+NOVEL HORMONAL AGENTS

HOW TO SELECT between ADT+ NOVEL HORMONAL AGENTS OR DOCE?

Is more better? TRIPLET THERAPY in mHSPC

How to SELECT between TRIPLET vs DOUBLET THERAPY in mHSPC

Role of local treatment- RT to the primary tumor in mHSPC




8. Role of local treatment- RT to the primary

tumor in mHSPC

STAMPEDE (H) — z":‘a:'l%azr;)therﬂpv

Daily RT (55 Gy 20 fx during 4
weeks)
N=535

Elegibility:
Metastatic prostate

cancer (de novo) by CT/BS
ECOG PS 0-2
Prior ADT up to 90 days

Weekly RT (36 Gy 6 fx during 6
weeks)
N=497

Primary endpoint
Overall survival

Global population: no Significant survival benefit in
difference in overall survival low-volume patients
i, e
80 e N
i;: \\\k}:f\\ "
3-yr OS 62% 65% " R
? 40
HR 0.92 (0.8-1.06) & HR (95%C1)  p-value
20 SOC + R1 81% 0-68
0-52—0-90 p-0,266
p-avl p=0.266 . SOC 73% (0-52 )

T T T T T 1
0 6 12 18 24 30 36 42 48 54



8. Role of local treatment- RT to the primary

tumor in mHSPC

STOPCAP Metaanalysis (STAMPEDE + HORRAD): significant interaction between volume and 05

Quicome and RT + ADT ADT

trial name evenis/patients  events/patients

Overall surviva

RT + ADT ADT Hazard ratio
Tnal name avents/patiants avents/patients ( Waigh
STAVPEDE [11]  M2848 3577845 —+— 108 (o
HORRAD (12) 1312216 1391216 e — 0 U
Ovenal 473/1065 496/1061 C 092(0.81,1.04 100,00

p=0.195
| i |
05 2

Favours RT + ADT

Favours ADT

Parker et al, Lancet 2018;392:2353-2366. Boeve et al, Eur Urol 2019:75(3):410-18

STAMPEDE [11) - 144 (1,05, 1.98
<$ 105/399 1300404 — w
218393 2011397 - ‘
|
HORRAD (12 -—f#— 1,86 (0.89, 270) 249
<5 35/89 Ul ,
2 06/127 108/145 -+ |

147 (111, 1.04)100.00
p= 0007




PROSTATE CANCER IN 2023

New developments in High Risk localised PC & BCR setting

In mHSPC ADT is mandatory in metastatic PC and must be continued throughout

the disease

ADT alone in metastatic PC is INFERIOR TO ADT+DOCETAXEL

ADT alone in metastatic PCis INFERIOR TO ADT+NOVEL HORMONAL AGENTS

HOW TO SELECT between ADT+ NOVEL HORMONAL AGENTS OR DOCE?

Is more better? TRIPLET THERAPY in mHSPC

How to SELECT between TRIPLET vs DOUBLET THERAPY in mHSPC

Role of local treatment- RT to the primary tumor in mHSPC

Combination Novel hormonal agents & RT to the primary tumor in mHSP




9. Combination Novel hormonal agents & RT

to the primary tumor in mHSPC
SOC+RT+ABI

= 5 il ) Primary endpoint
= >
The PEACE ]f ErlaL m SOC Abi Radiographic progression-free SOC"'/- SOC "’/’
= survival Abi Abi + RT
c A (0] Il ival
Elegibility: S — . D s Low Vol | 253 (43%) | 252 (43%)
De novo mHSPC N T -
21 lesion in bone scan T g - Stratification: Hi o o
o= SOC +RT N Igh Vol 335(576) 332(57%})
ECOG PS 0-2 - > (n=293) SOC +/- Abi + ECOG PS
o M| Radiotherapy Type of ADT (GnRH vs orquiect)
SOC + Abiraterone + RT (n=583) Disease volume
—_ (n=293) Treatment with Docetaxel
1.0
0.2
A SOC+AbI+RT
SOC+ADbI
i 0.4 SO( i 4 H-A Y' 04 Events, n 106
: J P.value (log-rank) 0.0001
© " rPFS low volume population :
k: pop “ 0S8 low volume population § 2 Time to serious GU events
01 1 z z T 7 1 *  (overall population)

00

: 0 1 2 3 ] 5 6 ! %

Time from randomization (in years) 0 1 2 3 < 5 6 !
Time from randomization (in years)

DAeei at al ACFA INI2 Time from randomization (in years)

ABI + RT to the primary tumor in LOW-VOLUME mHSPC INCREASES
rPFS & time to GU symptoms but there is not benefit in OS
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PROSTATE CANCER IN 2023

New developments in High Risk localised PC & BCR setting

In mHSPC ADT is mandatory in metastatic PC and must be continued throughout

the disease

ADT alone in metastatic PC is INFERIOR TO ADT+DOCETAXEL

ADT alone in metastatic PCis INFERIOR TO ADT+NOVEL HORMONAL AGENTS

HOW TO SELECT between ADT+ NOVEL HORMONAL AGENTS OR DOCE?

Is more better? TRIPLET THERAPY in mHSPC

How to SELECT between TRIPLET vs DOUBLET THERAPY in mHSPC

Role of local treatment- RT to the primary tumor in mHSPC

Combination Novel hormonal agents & RT to the primary tumor in mHSCP

10. Dilemmas in TREATMENT SELECTION IN mCRPC




10. Dilemmas in TREATMENT SELECTION IN mCRPC

CLINICAL

* Symptoms

* Volume of disease factors  Performance status
* Sites of metastases .‘ e Comorbidities
e PSMA status * Cocurrent medications

* Genomic features

DISEASE
factors

DRUG

factors
TREATMENT 1

MCRPC

i y
o

e Mechanisms of action
e Administration mode
* Toxicity

PREVIOUS * Impact on QOL

treatments * Cost



10. TREATMENT SELECTION IN mCPRC 1stLINE

Treatment in mHSPC conditioned mCRPC sequence

Non HRRm:
ABI

ENZA

MmCRPC

HRRm+ (BRCA):
ABI+Olaparib
ABI+ Niraparib
ENZA+ Talazoparib




10. TREATMENT SELECTION IN mCPRC 1stLINE

COMBO iPARP+HORMONES IN 15t LINE mCPRC

PROPEL trial | MAGNITUDE trial

ABIRATERONE + OLAPARIB ABIRATERONE + NIRAPARIB

TALAPRO-2 trial

ENZA + TALAZOPARIB



10. TREATMENT SELECTION IN mCPRC 1stLINE

PROPEL trial MAGNITUDE trial

ABIRATERONE + OLAPARIB ABI + NIRAPARIB

HR (95% Cl)

Abiraterone+ | Abiraterone + 1 H
olaparib (no111) [SESRREY rPFS by central review in the BRCA subgroup
Events,n (%)  48(43.2) 69 (60.0)
Ly Median, months NR 285 100 4
0.9 by
HR (95% Cl) 0.66 (0.45-0.95) € _ | 3
0.8 = S0 \
>
» 071 & I\_ NIRA + AAP: median 19.5 mo
e} > s
% 067 B L\L"\.—‘
2 05 , B 409
8
< 3 | SOV
2 047 “\L“—L S
= & 204
“ 034 ' - % | HR 0.55 (35% (1. 0.33-073) PBO + AAP: median 10.9 mo
a AP et
02 o it
- L} L] L) L} L] L} 1 1 | 1 1 L] 1 1
0.1 0 3 6 S 2 15 18 2 24 27 30 33 36
00T T T T T T T T T T T T T T T T T T T T T T T No. of patients Months from randomization
0 2 4 6 8101214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 R mhr  j m B B o Em m em o Ee ox . B B
Time from randomization (months) NIRA + AAP D (SN Y A A S A (¥ & S 4
HRR-deficient
TALA+ENZA = PBO+ENZA
(N=85) (N=84)
Events,n
° i Median (95% CI), 16.4
- months (10.9-24.6)
; 0.46 (0.30-0.70);

P <0.001

Talazoparib +
Enzalutamide

(72}
ris
b
b3
(]
2
a
S
8
2
o

ENZA + TALAZOPARIB

Placebo +
Enzalutamide

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42



10. TREATMENT SELECTION IN mCPRC 1stLINE

Treatment in mHSPC conditioned mCRPC sequence

Non HRRm: DOCE
ABI
ENZA In PSMA+:
Jp— 177-LUTETIUM
HRRm+ (BRCA):
ABI+Olaparib

ABI+ Niraparib
ENZA+ Talazoparib



PSMAFORE: 177LupsMA in 1L mCRPC treated with ARPI

Patient population

+ mCRPC with disease progressio

on previous ARPI therapy? 11T, u-PSMA-617

* No previous taxane in CRPC or Q6W x 6
HSPC setting

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

Crossover

Stratification factors allowed upon

HSPC progression EES

» Asymptomatic/mildly symptomatic
Changein ‘
ARPI treatment

vs symptomatic patients

Dec 05,2022

Primary
« Previous ARPI use in CRPC vs : radiographic endpoint:

Secondary/exploratory endpoints
» OS (key secondary endpoint)
« Safety
* PFS
* rPFS2 for crossover patients
* ORR, DCR (RECIST v1.1)
* Duration of response
« PSA50 response rate

* Time to first symptomatic
skeletal event

+ Time to PSA progression

» Time to soft-tissue progression

* Time to pain progression

* HRQoL (FACT-P, EQ-5D-5L, BPI-SF)

Novartis Pluvicto™ shows statistically significant and clinically
meaningful radiographic progression-free survival benefit in patients
with PSMA-positive metastatic castration-resistant prostate cancer



10. TREATMENT SELECTION IN mCPRC 1stLINE

Treatment in mHSPC conditioned mCRPC sequence

Non HRRm: DOCE
ABI
ENZA In PSMA+:
pap— 177-LUTETIUM
HRRm+ (BRCA): In BRCA mut:
ABI+Olaparib iPARP:
ABI+ Niraparib Olaparib,
ENZA+ Talazoparib Rucaparib

(1%t option)



New data at ASCO GU 2023: TRITON-3

Radiographic PFS-BRCA subgroup: Rucaparib vs DOCE

Rucaparib vs Docetaxel

100 ~—
90
80
70
60
50
40
30
20
10

8%
14
o
P
o)
7
L
o
S

BRCA

Median, 95% CI
mo

| 142 92-13.8
Docetaxel 8.3 6.1-9.9
Log-rank P=0.00092
HR (95% CI): 0.53 (0.37-0.77)

0

RUCAPARIB improved rPFS vs DOCE in BRCA mut

Presented by Alan H. Bryce at ASCO GU 2023



10. TREATMENT SELECTION IN mCPRC 1stLINE

Treatment in mHSPC conditioned mCRPC sequence

Non HRRm: DOCE - CABAZITAXEL
ABI
ENZA Rl e RADIUM-223
MCRPC 177-LUTETIUM
In PSMA+:

HRRm+ (BRCA): In BRCA mut:

ABI+Olaparib iPARP:

ABI+ Niraparib Olaparib, In BRCA mut:
ENZA+ Talazoparib Rucaparib

(1%t option)



CRPC FUTURE: IMMUNOTHERAPEUTIC
APPROACHES

ENHANCING
ENDOGENOUS

IMMUNITY

‘ ‘ Engineering  Colocalizing

Blocking Stimulating cellular effectors to
inhibitors effectors specificities tumors
| T-CELL CART

VACCINES ICI ENGAGERS CELLS
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