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PROSTATE CANCER STAGES & THERAPEUTIC LANDSCAPE

Niveles de testosterona >50ng/dL o 1,7nmol/L
Presencia de enfermedad metastasica

85-90 %presentacion metacrona
10-20% de novo

Metastatic
hormone-

} sensitive
. . Non-metastatic
Clinically
. hormone-
localized .
sensitive

TDA




PROSTATE CANCER STAGES & THERAPEUTIC LANDSCAPE

CHA: CHAARTED
STAM: STAMPEDE
LAT: LATITUDE
TITA: TITAN
ARCH:ARCHES
ENZ: ENZAMET
PEA: PEACE-1
ARA:ARASENS

Non-metastatic

Clinically
. hormone-
localized .
sensitive
When ADT
indicated:
ADT

+/- Docetaxel
ARA: ARAMIS

PRO: PROSPER

Adapted from:
Scher Hl, et al. J Clin Oncol 2016;34:1402-1418
Parker C, et al. Ann Oncol 2020;31(9):1119-1134

SPA: SPARTAN

ADT alone

ADT + Docetaxel (CHA+STAM)
ADT + Abiraterona-P (LAT +STAM)
ADT + Apalutamide (TITA)

ADT + Enzalutamide (ARCH)
ADT+Enzalutamida ( ENZ)
TRIPLETs : ADT + Doce+

Abi-p (PEA) o Darolutamida (ARA)

Metastatic
hormone-
sensitive

ADT + Apalutamide (SPA)

COU: COU-AA
TAX: TAX 327
PRE: PREVAIL
PRO: PROPEL

First line
Abiraterone-P(COU)
Docetaxel (TAX)
Enzalutamide (PRE)
iPARP +ARSI (PRO,
MAG, TAL)

PSMALutecio-177 (VIS)

ADT + Darolutamide (ARA)
ADT + Enzalutamide (PRO)

Second line or post-
docetaxel
Abiraterone-P (COU)
Cabazitaxel (TRO)
Enzalutamide (AFF))
Olaparib (BRCA +) PRO
Rucaparib ( BRCA+) TRI

MAG: MAGNITUDE
TAL: TALAPRO

VIS: VISION

TRO: TROPIC

AFF: AFFIRM

TRI: TRITON

ALS: ALSYMCA

Third line
Cabazitaxel (TRO)
Radium223 (ALS)



PROSTATE CANCER STAGES & THERAPEUTIC LANDSCAPE

CHA: CHAARTED

STAM: STAMPEDE COU: COU-AA MAG: MAGNITUDE
' TAX: TAX 327 TAL: TALAPRO

LAT: LATITUDE :

TITA: TITAN RO PROPEL :

ARCH:ARCHES First I : TRO: TROPIC

ENZ: ENZAMET |r§ Ine AFF: AFFIRM

PEA: PEACE-1 Abiraterone-P(COU) ' pSMALutecio-177 (VIS) TRI: TRITON

ARA:ARASENS Docetaxel (TAX) ALS: ALSYMCA

Enzalutamide (PRE)
iPARP +ARSI (PRO,

Metastatic MAG, TAL)

hormone-

] sensitive
. . Non-metastatic
Clinically
. hormone-
localized n
sensitive
Wh
indicaiZd: ADT Second line or post- Third line
ADT docetaxel Cabazitaxel (TRO)
+/- Docetaxel SPA: SPARTAN ADT + Apalutamide (SPA) Abiraterone-P (COU) Radium223 (ALS)
ARAZARAMIS ADT + Darolutamide (ARA) Cabazitaxel (TRO)

PRO: PROSPER . ‘
Adapted from: ADT + Enzalutamide (PRO) Enzalutamide (AFF))

Scher HI, et al. J Clin Oncol 2016;34:1402-1418 Olaparib (BRCA +) PRO
Parker C, et al. Ann Oncol 2020;31(9):1119-1134 Rucaparib ( BRCA+) TRI 4



Cancer de Prdostata Hormonosensible metastasico

Enzalutamide

T AII-:JA:_E;’EI_ngrée ARCHES Apalutamide Doce + Abiraterone
ENZAMET TITAN PEACE-1
STAMPEDE

2015 2016 2017 2018 2019 2020 2021 2022

Docetaxel Radiotherapy M1 Doce + Darolutamide
CHAARTED (low-volume) ARASENS

STAMPEDE STAMPEDE




MCPSC: cuestiones que importan

1. éEsta indicado tratar solo con ADT?

2. éSigue siendo validas la clasificaciones por
volumen/riesgo y presentacion de
novo/metacrona de la enfermedad?

3. {Cuando estan indicados los tripletes de
QT+ADT+ARSI vs dobletes QT+ADT o
ARSI+ADT?

4. éAyuda la biologia molecular?
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GU research consortium (GURC) national multicenter cohort study 2018 - 2021. 12

Treatment in mHSPC Overall Patients (n= 189

ADT alone 51 (27%
Abiraterone 86 (45%)
Apalutamide 33 (17%)

Enzalutamide 6 (3%)

Docetaxel 15 (8%)

Mt Jarg, MO MScFRCPC . -




RESULTADOS EN SUPERVIVENCIA GLOBAL
COMPARADO ADT VERSUS INTENSIFICACION CON O DOCETAXEL

CHAARTED Median follow-up: 53.7 months, Median OS: 57.6 months vs 47.2 months HR=0.72

DOCETAXEL
STAMPEDE-C Median follow-up: 78.2 months, Median OS: 59.1months vs 43.1 months HR=0.81

LATITUDE Median follow-up: 51.8 months, Median OS: 53.3 months vs 36.5 months
ABIRATERONE
STAMPEDE-G Median follow-up: 73.2 months, Median OS: 79.2 months vs 45.6 months

ENZAMET Median follow-up: 34.0 months, OS at 3 years 80% vs 72%
ENZALUTAMIDE

ARCHES Median follow-up: 44.6 months, Median OS: NR vs NR

APALUTAMIDE TITAN Median follow-up: 44.0 months, Median OS: NR vs 52.2 months HR=0.65

Kyriakopoulos CE et al. J Clin Oncol. 2018 Apr 10;36(11):1080-1087. Clarke NW et al. Annals of Oncology30:1992-2003, 2019. Fizazi K et al. Lancet Oncol 2019 May; 20(5):686-700. James N =t al. 2020 ESMO.
Davis |Aetal. N Engl J Med 2019;381:121-131. Armstrong AJ et al. Annal Oncol 2021;32(5):51283-51346, LBA25. Chi KN et al. J Clin Oncol. 2021 39:2294-2303.

ARSI: INHIBIDORES DE RECEPTOR ANDROGENICO/SINTESIS ANDROGENICA ULTIMA GENERACION




Prog

Overall Survival

ress Re
Meta-Analysis: Combination

HR (95% Crl)

Doc+ADT 0.72 (0.60-0.86)
Abi+ADT —.— 0.64 (0.53-0.80)
Enza+ADT . 0.64 (0.46-0.88)
Apa+ADT ———— 0.63(0.43-0.92)
Bis+ADT e 0.86 (0.72-1.00)
Bis+Doc+ADT ——1 0.79 (0.58-1.10)
Cel+ADT —t 0.94 (0.67-1.30)
Bis+Cel+ADT — 0.78 (0.56-1.10)

ADT 1.00

] L] L] 1

0.0 05 1.0 1.5 20
favors combination favors ADT alone

rt 2015-2020
erapy Better Than ADT Alone :

Failure free survival

HR (95% Crl)
Doc+ADT 0.63 (0.53-0.76)
Abi+ADT 0.37 (0.30-0.46)
Enza+ADT 0.36 (0.28-0.48)
L Apa+ADT 049 (0 35-070) |

Bis+ADT 0.86 (0.71-1.00)
Bis+Doc+ADT 0.60 (0.44-0.82)
Cel+ADT 0.86 (0.62-1.20)
Bis+Cel+ADT 0.77 (0.55-1.10)

ADT 1.00

I T 1
0.0 1.5 2.0

favors combination

Chen J, et al. Front Oncol. 2020;10:519388; Schulte B, et al.

Am Soc Clin Oncol Educ Book. 2020 40:1-10.

favors ADT alone




Earlier AS| treatment seems Better
stage-related increments in survival benefit with ASls

Median OS Median OS

Disease stage Phase 3trials  Active arm Control arm HR (95% Cl) A survival (months
(months) (months)
0.74
- . = 1
mCRPC post-taxanes COU-AA-301 158 12 (0.64-0.86) 46
0.63
mCRPC post-taxanes AFFIRM? 184 13.6 (0.53-0.75) 48
0.81
S _AA- 3
mCRPC pre-taxanes COU-AA-302 347 30.3 (0.70-0.93) 44
083
. 4
mCRPC pre-taxanes PREVAIL 395 314 (0.75-0.93) 41
mHSPC LATITUDES 53.3 36.5 nos 16.8
(0.56-0.78)

Cl, confidence interval; HR, hazard ratio; OS, overall survival

A total of 16 positive and NO negative phase 3 trials reported to date
7 in mMHNPC : LATITUDE,STAMPEDE, ARCHES, ENZAMET, TITAN, PEACE-1, ARASENS 10




MCPSC: cuestiones que importan

1. éEsta indicado tratar solo con ADT?

2. éSiguen siendo validas la clasificaciones por
volumen/riesgo y presentacion de
novo/metacrona de la enfermedad?

3. {Cuando estan indicados los tripletes de
QT+ADT+ARSI vs dobletes QT+ADT o
ARSI+ADT?

4. éAyuda la biologia molecular?
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GETUG 15
Criterios Glass
50% bueno
29% Int.

21% malo

CHAARTED
Alto volumen 65%
Bajo 35%
4 mets (1 fuera

axial)
Viscerales

pulmonares/hepat.

CPSCM1
GRUPOS PRONOSTICO

Al menos 2:
>3 mets Oseas

Gleason 28
Mets viscerales

ALTO RIESGO

STAMPEDE
MO 38%
M1 62% ( 59%

novo)
No

clasificaciéon
de riesgo

DE NOVO

BAJO

ALTO

12



Proportion Alive (OS)

Diferente pronostico

HITOS
ONCOLOGICOS: pe'"

Overall Survival

0.0

11

DN/ILV
DN/HV

Tto previo/Bajo Vol: 7,7 afnos

De Novo/Bajo Vol: 4,3 afios

De Novo/Alto Vol: 3,6 anos

0

|
10

I I | | I I I ! I I
20 30 40 50 60 70 80 90 100 110 120

Months from ADT start

Francini E, Prostate 2018
13




CHAARTED

Treatment

Experimental

Docetaxel + ADT

Cancer de Prdostata Hormonosensible metastasico

Control

Docetaxel . . Local de novo
High volume Visceral mts

mHSPC

treatment M1

STAMPEDE Docetaxel + ADT ADT --
STAMPEDE Abiraterone +ADT ADT --
LATITUDE Abiraterone +ADT ADT --
. ADT
ARCHES Enzalutamide + ADT oL DO 17.8% 12-26%
ENZAMET Enzalutamide + ADT A 44% 42%
+/-Doce
. ADT
TITAN Apalutamide + ADT +/- Doce 10.7% 16.4%

Sweeney CJ, NEJM, 2015; James ND, Lancet, 2016; Fizazi K, NEJM, 2017

No ensayos clinicos que comparen diferentes esquemas

James ND, NEJM, 2017; Armstrong AJ, JCO, 2019; Davis ID, NEJM, 2019; Chi KN, NEJM, 2019; Chi K, JCO, 14
2021



Patients Surviving (%)

 HITOS ,

D O C ETAX E L ONCOLOGICOS: '™
CHAARTED

Primary end point: OS

ITr

80+

o
T

N
T

N
T

ADT alone
(median overall
survival, 44.0 mo)

Hazard ratio for death with ADT+docetaxel,
0.61 (95% Cl, 0.47-0.80) P<0.001

ADT+docetaxel
(median overall survival, 57.6 mo)

High-Volume Disease

1.0 4 mmmmm  ADT plus docetaxel
g ADT alone
g 0.8
= , 51vs 34m HR 0.63
S 06 - (0.5-0.79) p < 0.001
L
= 04
=
"o
U=) 0.2
0.0
I I I I I | I I I
12 24 36 48 60 72 84 96 108
Low-Volume Disease
1.0 oy

B mmmm=  ADT plus docetaxel

0.8
\, NR vs 63m HR 1.04
i \LH_L (0.7-1.55) p 0.86
0.4

ral (proportion)

12 24 36 48

Months

0 77 % 65%alto volumen
73% de novo —

12 24 36 48 60 72 84 96 108 15
Mos




ADT + Docetaxel

STAMPEDE 2018: updated OS analysis for M1 patients, median FU 78.2 months Clnis st oL, Annsin of Castogy 30 $002-2082, 20
i _ Overall M1, 95% de novo c ~ Low volume M1 - High volume M1
e - el . oomch 1™ -
00 \ : aadl e S— 0804 \‘l
o e n : | ey [ 4 — .\\\
~ -

.. mOS 59.1 vs 43.1 months, HR 0,81 .. mOS 93.2 vs 76.7 months, HR.0.76.. | mOS 39.9vs 35.2 monttls.,‘Hﬁ_ 0.81

T 3rce "arvIomesasr ( yoar
e ¥ wn
—

In STAMPEDE, benefit of docetaxel did not seem to differ by volume of disease

16
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ADT + Docetaxel

STOPCAP meta-analyses: GETUG, CHAARTED, STAMPEDE Overall survival

GETUG AP LIS CHAARTEDr STAMPEDE
Pooled estimates
Accraal persod October. 2004 to December. 2008 haby 2006 to Nowemnber, 2072 Novermiser 2008, 0 1
March, 201) Low volume, metachronous 229 — — 113 (0-70-1-82
N oF puat arry 385 > 8 T 4 ) cRY e — . ( 3 03
Low volume, synchronous - > 0-81(064-1.03
TRy e " N / > — \ v 3)
’ tioh volume metachronous 2 e —— 0.78 (0-49-1.24
nteod grovg ADT (LHEM agonest or LHIEN agoevst plus anti ADT (UMM agonest of UMM act agorest or ADT (GRY aqorwsty or b gh volume, metachronous 132 - e— —— 0-78(049-1-24)
treat et androgen therapy Of wrgeal Castraton) surgpc sl Ctration) orll CakCam Carbonate MFERQOMRTY Of CrC T OrTry o~ i
SO0 ma daily: oral vitamin D 400 &) daily High volume. synchronous 1044 < > 072 (062-084)
s e T ADT (LHEM agorwst or L HEH agonnal phus ADT (UMM acx : P art mgoeed O ADT ((RY agorws® T T 1
ant androgen thecagy or sorgcal Castraton | pho, sumgpeal Castraton) pha Ao et ase MAQONATY O O hadiCTOrTY
it pversonrdy every | weeks oo ey e e ity Ty o weets for ot docetaned (75 mg Pooled estimates
b i st meth a " v ol denamethanow (1 » y every | wean o
Senamuthe appronImatedy and 1 b be ' oral Low volume, T1-3 569 -~ - 094 (074-118
wiore on the A - o et amed ¥ ey a . ) —— I —
ey e ng oral ca - - Low volume, T4 8¢ — ——— 0-64 (0-35-1-16
-~ oy ¥ 4 w . . -~ .
High volume, T1-3 709 < 1 0-85(0-73-100
Medan Sollow-up for ab 4 3 vl (428 B (63-9 -
partu party OF High volume, T4 192 — — 0-38 (0-26-0 53
e ——
AT g Grprova or Pacoagpy GO0 —qpanmn yte koo Wemigtong el (0 ety yw g hrevre | HEM-b ey hoarure vesrg hovesre -):': l'\-_f" 100 200
N wpplerd b Suhoneon ¢ e el aratyn, and babom @ B fae for e 1l & @ beepayg weth the munt et sersan of reperted el s B (8 ‘ ’
Tabie 1 Trial devagn detads and ey particpant haractenntxy Favours ADT plus docetaxel Favours ADT alone

Vale et al. Lancel Oncol 2023; 24: 783-97

ADT + docetaxel benefit mostly in high volume disease and
potentially patients with bulky primary tumours

Mete Jang WO MScPRCFC YD -




LATITUDE
0S

ADT + Abi

05 Rate at 3 yearbQ - - - - - ----———-——-

ABIRATERONA

HITOS ,
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rPFS

& yd ADT + Abi: 66% 4
1 ADT: 49% x| ADT
10— ADT 30
= 0S 34.7mo PFS 14.8mo
HR 0.62 (95% CI, 0.51-0.76) 2o HR 0.47 (95% Cl, 0.39-0.55)
104 p<0.001 10y P<0.001
0= | T f r T T | 0 T I I I T T T T T i
0 & 12 18 4 10 36 41 0 4 B 12 16 20 24 328 32 36 40
Months Months

Patient Reported Outcomes
* Improved pain
* Improved HRQoL

ntedian follow-up: 30.4 months

100% alto riesgo
100% de novo

1. Fizazi et al. ASCO 2017; 2. Fizazi et al. NEJM 2017
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Probability of Overall Survival

1.0+

0.8
0.6
0.4
0.2-

0.0+

IRATERONA

STAMPEDE-G

survival

OS in Patients With
Metastatic Disease

Probability of overad

— Combination therapy*
— ADT alone*

1{HR: 0.61
T T

0

Months since Randomization

Probability of overad survival

- HITOS
ONCOLOGICOS: pe'"

Low Risk Analisis post HOC

ADT +AAP

|
Mh

i T

ADT

OS: HR 0.66
i (0.44-0.98) p 0.041

T T T T T T T T T
Q 3 12 18 24 30 36 42 48 54

Months since randamisation

High Risk

| OS: HR 0.54
= (0.41-0.7) p< 0.001

<
<
4 ADT + AAP

1.0

0.8

[+

.| 52% alto riesgo H\‘_ﬁm
.1 49 % de novo
] [+ 12 H 29 a0 ] 42 48 54 19

Muontha since rendomisation




APALUTAMIDA

TITAN
Primary end-point: rPFS

* Blinded independent central imaging review confirmed investigator
assessment of radiographic progression (concordance, 85%)

100 —

75 —

R e e Fde e e

Vo
NR vs 22 months S
7 HR0.48 (0.39-0.6) ! Placebo + ADT

Patients Who Were Alive
Without Progression (%)

HITOS
ONCOLOGICOS: pe'"

Primary end-point: OS

p<0.0001 H

0 6 12 18 24 30 36
Months

75 —

50 —

25 +

Patients Who Were Alive (%)

e = 82%
i R o Apalutamide + ADT

7% T = =,

Placebo + ADT

NR vs NR
HR 0.67 (0.51-0.89)
P 0.0053

0 6 12 18 24 30 3I6 20

Months




rPFS* (%)

ENZALUTAMIDA

ARCHES
Primary end-point: rPFS

100

90
80 Enzalutamide + ADT
70
& Placebo + ADT
] = B e e e, W e e S e S ] ]S s

40 |

i NR vs 19 months
20 HR 0.39 (0.3-0.5)
10 - p<0.001

1 1 1 T T T 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33
Months

Proportion of patients alive (%)

Armstrong A, et al. J Clin Oncol 2019; Presented
by Amstrong A at ASCO 2021

Secondary end-point: OS

100 -
95+
90 4
85+
80
754
70 -
65
60 =
55
50 +

45

40-
35
30

HITOS
ONCOLOGICOS: pe'"

NR vs NR

%) Event(%) Median 95%CI

1]

HR 0.66 (0.53-0.81)
p<0.0001

o L1 1 1



HITOS ,

ENZALUTAMIDA
ENZAMET

Primary end-point: Overall Survival Secondary end-point: PFS
100 Clinical Progression-free Survival
100+
Enzalutamide _
754 S
_2 = 754 Enzalutamide
= Standard care ; _5
T 504 2
) £ 9 50
v § Ty Standard care
K = &
25- HR 0.67 (0.52-0.86) § 24| HRO0.4(0.33-0.49)
P 0.002 o P <0.001
0 ] 1 ] | | | ] 1
0 6 12 18 24 30 36 42 48 ’ 0 6 12 18 24 30 36 42 18
Months Months

Davis ID, et al. NEJM 2019
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ENZALUTAMIDA

Cancer de Prdstata Hormonosensible metastasico

VOLUME OF DISEASE WITH ARSi

APALUTAMIDA

ENZAMET
Characteristic Level CTRL ENZA HR (CI) CTRL ENZA
(Patont Subset) N N S-yr OS (%) S-yr OS (%)
Volume of Disease (DocetaxelnYes) High 96179 90180 - 087 (06610 1.17) 51 54
Low 271m 1873 - 061 (03310 1.10) 67 78
Volume of Discase (Docetaxel=No) High TSM22 SN2 - 0.69 (0.49 to 0.97) 47 87
Low 70190 41189 - 0.51(0.35 10 0.75) 66 81
Overall All Patients 268/562 208/563 - 0.70 (0.58 to 0.84) 57 67
f T 1
025 0.50 10 20 40
M1 Synchronous, Docetaxel A 96181  ToN81 - 0.73 (05510 0.99) 52 60
M1 Synchwonous, Docetaxel  Low Vol 21/44 14/48 - 057 (02910 1.12) 57 73
M1 Synchvonous, Docetaxel High Vol 78137 65133 - 0.79 (0.57 10 1.10) 51 55
Overall All Patients 268/562 208/563 - 0.70 (0.58 10 0.84) 57 67
T T \
0.25 0.50 10 20 40

ENZAMET
ARCHES
TITAN

HR low-volume

TITAN
Low Volume High Volume
100 7
80 : N NR 804
g, T APA + ADT

— 60 1 30 ADT : — 601 NR
7 S| (<. 2 A=
o W 1= M 8
(=] o “

40 40 PBO

20 {APA vs PBO 204 APA vs PBO

HR, 0.53 (95% CI, 0.35-0.79)

P =0.002

t risk Months

T T T 1
0 12 24 36 48 60

HR, 0.70 (95% Cl, 0.56-0.88)
F =10.002

T T T
0 12 24 36 48

Months

1
60

HR high-volume

0.54 (0.39-0.74) 0.79 (0.63-0.98)
0.66 (0.43-1.03) 0.66 (0.52-0.83)

0.53 (0.35-0.79) 0.70 (0.56-0.88)

Armstrong AJ, JCO, 2022; Davis I, ASCO 2022, LBA 5004; Chowdhury S, EAU 2021
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¢ Determina el volumen de enfermedad la eleccion del
tratamiento?

_ ALTO VOLUMEN | BAJO VOLUMEN

Docetaxel (1)
(1)

ENZAMET

(1) Post hoc, STAMPEDE TRIAL

Abiraterona

Enzalutamida

Apalutamida

Armstrong AJ, JCO, 2022; Davis |, ASCO 2022; Armstrong AJ, ASCO GU 2022; Sweeney CJ, NEJM, 2015



PRESENTATION OF DISEASE

SYNCHRONOUS vs METACHRONOUS DISEASE:
ENZAMET, ARCHES, TITAN trials

ENZAMET
NSAA ENZA De novo Metachronous
n/N n/N HR (95% CI)
. HR HR
Metachronous 25/157 15/155 ——— 0.56 (0.29-1.086) ENZAMET 813 0.69 (0‘29_0_91) 0.56 (0.29-1.06)
De novo/unknown 118/405 87/408 -.— 0.69 (0.52-0.91)
ARCHES 890 0.63 (0.50-0.79) 0.71(0.41-1.21)

High volume®
Metachronous 9/54  8/53 - 0.86 (0.33-2.22)
De novo/unknown 88/243 72/238 —-- 0.79 (0.58—1.08)

TITAN 852 0.72 (0.53-0.98) 0.40 (0.15-1.03)

Low volume?b

Metachronous 16/103 7/102 € - 0.40 (0.16-0.97) . .
De novo/unknown 30/162 15/170 —.—r—' 0.45 (0.24—0.83) MEta-anaIVSIS of OS in metachronous mHSPC
Overall : Study Hazard ratio HR  95% Cl Weight
All patients 143/562 102/563 -- 0.67 (0.52—-0.86)
: ENZAMET —— 0.56 (0.29; 1.06) 44.3%
; TITAN —&— 0.39 (0.22;0.69) 55.7%
: i : Fixed effect modell =-l--— ]o.as (0.30; 0.70) 100.0%
0.2 0.4 0.6 0.81 2
<-—- ENZA NSAA --> 0.2 0‘5 1 2
Hazard ratio (HR)

Armstrong AJ, JCO, 2022; Davis |, ASCO 2022; Armstrong AJ, ASCO GU 2022; Sweeney CJ, NEJIM, 2015



é¢Determina la presentacion de la enfermedad Ia
eleccion del tratamiento?

| DbENovo METACRONA

Docetaxel

Abiraterona

Armstrong AJ, JCO, 2022; Davis |, ASCO 2022; Armstrong AJ, ASCO GU 2022; Sweeney CJ, NEJM, 2015

Enzalutamida

Apalutamida
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Initial Management of Noncastrate Advanced, | &&= I

Recurrent, or Metastatic Prostate Cancer: ASCO
Guideline Update Metastatic disease

Katherine S. Virgo, PhD, MBA’; R. Bryan Rumble, MSc?; Ronald de Wit, MD, PhD*; David S. Mendelson, MD?; Thomas J. Smith, MD®;

Mary-Ellen Taplin, MD®; James L. Wade I, MD’; Charles L. Bennett, MD, PhD®; Howard I. Scher, MD?; Paul L. Nguyen, MD%;

Martin Gleave, MD'®; Scott C. Morgan, MD, MSc'’; Andrew Loblaw, MD, MSc'?; Sean Sachdev, MD'*; David L. Graham, MD'*;

Neha Vapiwala, MD'®; Amy M. Sion, PharmD*%; Virgil H. Simons, MPA'’; and James Talcott, MD, SM** I

De novo :rr Aag:_r RP, RT,

J Clin Oncol 00. © 2021 by American Society of Clinical Oncology

High volume
disease and High or ADT + ADT +
chemotherapy low risk enzalutamide apalutamide
candidate
ADT +
abiraterone +
ADT + docetaxel predisnone/
prednisolone

27



ADT + ARPI

Chemo

ARPI

Trial

Regimen OS Overall OS high volume

OS low volume

GETUG-AFU15 ADT +/- docetaxel HR 0.88 (0.68 - 1.14) HR: 0.78 (0.56-1.09) HR 1.02 (0.67-1.55)
CHAARTED ADT +/- docetaxel HR 0.72 (0.59 - 0.89) HR 0.63 (0.50 - 0.79) HR 1.04 (0.70 - 1.55)
STAMPEDE ADT +/- docetaxel HR 0.78 (0.66 - 0.93) HR 0.81 (0.64 - 1.02) HR 0.76 (0.54 - 1.07)
LATITUDE ADT +/- abiraterone HR 0.66 (0:-56-0-78) HR 0.58 (0.41 - 0.83) HR 0.69 (0.58 - 0.82)
STAMPEDE ADT +/- abiraterone HR 0.61 for M1 HR 0.54 (0.41 - 0.70) HR 0.66 (0.44 - 0.98)
TITAN ADT +/- apalutamide NR vs 52.2 mo, HR 0.65 HR 0.70 (0.56 - 0.88) HR 0.53 (0.35-0.79)
ARCHES ADT +/- enzalutamide NR vs NR HR 0.66 HR 0.66 (0.52-0.83) HR 0.66 (0.43 - 1.02)
ENZAMET ADT (+/- docetaxel) +/- HR 0.70 (0-58-0-84) HR 0.79 (0-63-0-98) HR 0.54 (0-39-0-74)

enzalutamide

ADT + ARPI improves OS across disease spectrums in mCSPC

Mus Jung D MScPRCrC Y




Cancer de Prostata
Hormonosensible TOXICIDAD y CALIDAD DE VIDA

metastasico

comparativas

CHAARTED STAMPEDE LATITUDE STAMPEDE ARCHES ENZAMET
Doc SOC Doc SOC Abi SOC Abi SOC Enza SOC Enza SOC
Any AE 0, 0, 0, 0, 0, o) 0, o) 0, 0, 0, o) 0,
i ) 29.6% NR 52% 32% 63% 48% 47% 33% 24.3% 25.6% 57% 43% 42.2% 40.8%
80 4 Ab I rate ro n e Higher scores = better function
Cognitive Alopecia
issues @ 75 1
Fatigue Fatigue Neuropathy o
and/or v
-l
Steroid- hot flush = -
related E
AEs 3
Diarrhoea -
Apalutamide* (L=}
65 o
LFT Cytopenias A -
derange- Hypertension L .
ifference +3.9 points
ment Docetaxel (95% C1, 0.5 10 7.2, P= 0221
Hypokalaemia 60
0 6 12 18 24 36 48 60 72 84 96 104
Plaase rofer to the respective product SmPCs for a full st of adversareactions 3 seen-C1o9 namationel V. Atirtaroce Summery of Product Charactedats. une 2127 Time Since Random Assignment (weeks)
3 and are approved in the EU for mHSPC; plaase see 3. Janssen-Cilag Intenational NV. Apalutamide Summary of Product Characteristics. August 2022,
respective SmPCs for full indications. 4. Sanofi Mature IP. Docetaxel Summary of Product Characteristics. December 2020
LFT, liver function test 5. Speaker's expert opinion. +Docetaxel +AAP
| | e5%Cl P os%ci
soc
Sweeney CJ, NEJM, 2015; James ND, Lancet, 2016; Fizazi K, NEJM, 2017; James ND, NEJM, 2017; Armstrong Davis ID, NEJM, 2019; Chi KN, NEJM, 2019; Chi K, JCO, 2021; Rush A, Ann Oncol, 2021 2 8

Al, JCO, 2019



VALOR del Tratamiento local

TRATAMIENTO LOCAL (M1 de novo)

ESTUDIO STAMPEDE

Brazo H = Radioterapia en Cancer Prostata Hormonosensible metastasico

A Overall survival in low metastatic burden

B Overall survival in high metastatic burden

100 — Control -
—— Radiotherapy
80 -
g Low Volume
T 60- E
5
?3 40— 3-yr OS: 81% vs 73% . 3-yr 0S: 53% vs 54%
8 HR: 0,68 (95%Cl: 0,52-0,90) HR: 1,07 (95%Cl: 0,90-1,28)
20 p=0,007 - p=0,266
HR 0-68, 95% Cl 0.52-0-90; p=0-007 HR 1.07, 95% Cl 0-90-1.28; p=0-420
0 I I 1 1 1 I I 1 1
0 6 1 18 24 30 36 4 48 5S4 0 6 1 18 % 30 36 42 48 54
Number at risk
(events)
Control 409 (5) 400 (9) 387 (17) 361 (17) 265 (12) 217 (22) 155 (16) 110 (8) 67 (5) 25 567 (11) 547 (42) 500 (58) 428 (41) 312 (27) 245 (43) 161 (20) 100 (7) 48 (3) 13
Radiotherapy 410 (1) 405 (4) 399 (12) 366 (12) 301 (19) 242 (10)200 (15) 137 (11) 77 (5) 25 553 (10) 537 (38) 487 (48) 424 (59) 282 (30) 216 (31) 146 (19) 90 (14) 44 (5) 20

James N. NEJM 2017
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MCPSC: cuestiones que importan

1. éEsta indicado tratar solo con ADT?

2. éSigue siendo validas la clasificaciones por
volumen/riesgo y presentacion de
novo/metacrona de la enfermedad?

3. {Cuando estan indicados los tripletes de
QT+ADT+ARSI vs dobletes QT+ADT o
ARSI+ADT?

4. éAyuda la biologia molecular?
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Cancer de Prostata Hormonosensible metastasico

Treatment

Docetaxel . . Local
High volume Visceral mts
Experimental Control mHSPC treatment
CHAARTED Docetaxel + ADT ADT - 64.9% 15% 27.2% 72.8%
STAMPEDE Docetaxel + ADT ADT -- 56% 6% 5% 95%*
STAMPEDE Abiraterone +ADT ADT -- 55% 6% 6% 95%t
LATITUDE Abiraterone +ADT ADT -- 79% 19% -- 100%
. ADT
ARCHES Enzalutamide + ADT 17.8% 63.2% ?? 12-26% 66.6%
+/- Doce
+
ENZAMET Enzalutamide + ADT é_?_-:-)(;ACAe 44% 52.3% 11.5% 42% 60.6%
. ADT
TITAN Apalutamide + ADT +/- Doce 10.7% 62.8% 12.1% 16.4% 80%
. ADT +
PEACE-1 Abi + Doce + ADT Doce 100% 64% 13% - 100%
ADT +
ARASENS Daro + Doce + ADT Doce 100% 77% 17.5% 13% 86%
Sweeney CJ, NEJM, 2015; James ND, Lancet, 2016; Fizazi K, NEJM, 2017; James ND, Armstrong AJ, JCO, 2019; Davis ID, NEJM, 2019; Chi KN, NEJM, 2019; Chi K, JCO, 2021; Fizazi

NEJM, 2017 K, Lancet, 2022; Smith MR, NEJM, 2022



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

100% M1 de novo
63% high volume

| RANDOMIZATION
1:1:1:1

n=1173

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 3 de novo: 100%’ alto vol: 65%

LHRH antagonist)
Docetaxel (yes vs no)

Enf visceral: 12%
Docetaxel concurrente: 60%

Mcongress

Nov 2013 — Dec 2018

1 GUSTAVE/

unicancer ROUSSY.
) CANCER CAMPUS I \

GRAND PARIS

SOC+Abiraterone
(n=292)

SOC+Radiotherapy
(n =293)

SOC+Abiraterone+
Radiotherapy
(n=292)

Cooperative Oncology Group performance status
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Background | unicancer 593351

Very rapidly evolving Standard of Care (SOC) for men with metastatic castration-
sensitive prostate cancer (nCSPC)

ADT+Abiraterone ADT+NHT confirmed
* 7,8
ADT alone! acetate/Prednisone*?® (Apa, Enza)
= = . . . '
2013 2015 2017 2018 2019
ADT+docetaxel?3 ADT+radiotherapy

of the primary (low burden)®

MOHETESS 'Gravis G, Lancet Oncol 2013, 2Sweeney C, NEJM 2015, 3James N, Lancet 2016, “Fizazi K, NEJM
2017, SJames N, NEJM 2017, ®Parker C, Lancet 2018,’Davis |, NEJM 2019, éChi K, NEJM 2019

*ADT: Androgen Deprivation Thera
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in the Overall population

1 GUSTAVE/

unicancer ROUSSY.
-

CANCER CAMPUS I \
GRAND PARIS

SOC+ADbi SOC

(n =583) (n =589)
P~ G

o)
100% Median, y (95% Cl)
80% | HR (95% CI)*
P value
o)
Overall 60%
survival oo e P p e —mmm - - - -
40% —|
20% —|
0% —
\ \ \ \ \ \ \
0 1 2 3 4 5 6
Time from randomization (in years)
No Yes ‘
No 589 556 480 334 207 101 37
47

mwﬂgress Yes 583 541 470 340 230 111

5.7 (5)1-NE) (4.7 (43-5.3)

228 268
@ 0.69-0.98)

0.030

*Adjusted on stratification
parameters (RXT, PS, type of
castration, metastatic burden,
docetaxel)
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. GUSTAVE/
unicancer

with Abiraterone in the ADT+docetaxel
(+/-RXT): patients

SOC+Abi SOC
100% | (n=224) (n=232)
Lcl\lledian, y(95% (5.1(3)8-NE) 2-4.0)
) =
80% |
Events 92 120
HR (95% Cl) @ 0.55-0.95)
60% — o, P value 0.019
Overall s
survival Free e i alniniaideninink
40% | ~
4 1 1.6 afios
20% -
0% —
I I I I I I
0 1 2 3 4 5
Time from randomization (in years)
No Yes ‘
No 232 210 171 101 39 6

mcongress Yes 224 201 171 103 57 16



1 GUSTAVE/
unicancer ROUSSY

with Abiraterone in the ADT+docetaxel e
(+/-RXT): patients

100%

80% —|

60% —

Overall
survival -
40% SOC+Abi SOC
. (n = 131) (n = 123)
Median, y (95% NE (NE-NE) NE (4.7-NE)
20% al)
Events 29 31
0% _| HR (95% Cl) 0.83 (0.50-1.38)
‘ P value 0.66 ‘
0 1 z 5 4 5
Time from randomization (in years)
No Yes ‘
No 123 119 110 71 39 12
131 127 116 80 41 9

mcongress Yes



ARASENS Study Design

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

Docetaxel x 6

Patients (N=1306)
+ mHSPC o 4 Darolutamide 600 mg twice daily + ADT =
*» ECOGPSOor1 =
= Candidates for ADT 1:1 ©
and docetaxel randomization @
(N=1305*) 2
Stratification £
+ Edentof dease QR PrcsbotwcadalysOT B

M1a vs M1bvs M1ic

FPFV: Nov 2016
LPFV: June 2018

Data cut-off
Oct 25, 2021

« The primary analysis was planned to occur after ~509 deaths

: 190
» Secondary efficacy endpoints were tested hierarchically Enf visceral: 17%

Endpoints
Primary: OS

Secondary

Alto vol: 77%:de novo: 87%

Time to CRPC

Time to pain progression
SSE-free survival

Time to first SSE

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

Safety

Docetaxel concurrente: 100%&

“One enrolled patient was excluded from all analysis sats bacause 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 3

maiacises mph nods grb & maiasts WL pake S mptoma chpiata Tl poar imit gl nonma




ARASENS Primary Endpoint*: Overall Survival
Darolutamide significantly reduced the risk of death by 32.5%

100 -

Darolutamide + ADT + docetaxel
Median, NE (85% CI, NE-NE)
' ¥ 62.7%

_"'!'l-"\‘

Placebo + ADT + docetaxel
Median, 48.9 months (95% CI, 44.4-NE)

Patients Who Survived (%)

Hazard ratio for death,
0.68 (95% CI, 0.57-0.80)
P<0.001

Darolutamide and Survival in Metastatic,
Hormone-Sensitive Prostate Cancer

21 24 27 30 33 36 38

No. at Risk

Months Since Randomization

Darclutamide 651 B45

654 B46

6ar 627
630 607

E0B

Placebo 580

~
525

5893
565

sT0

535

548
510

509
470

488
441

468
424

452

4B8 402

"Primary analysis occurred after 533 deaths (darolutamide, 229

placebo. 304). Cl, confidence interval, NE. not estimable




Overall Survival By Metastatic Stage at Initial Diagnosis

De novo metastatic disease

Recurrent metastatic disease

100 4 1004
80 : | a0 I
Darolutamide + ADT + docetaxel
804 e 804
€ 704 "y £ 704
P | Placebo + ADT + docetaxel e |
2 &0 Neng, £
- OL o Y B0 g - |
e | £ -
=] - |
‘g 504 ‘g SDal
é | [= T E |
» 404 » 40 I|
[ = | =
2 304 = 304
[+ 2] |
[ o .
204 204
1y Harard ratio for death, 1o Hazard ratio for death,
0.71 | 95% CI, 0.59-0.85) . 0.61 (95% CI, 0.35-1.05)
04 04
1] 3 G 8 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 ] 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months Since Randomization Months Since Randomization 39
No. at Risk No. at Risk
Darolutamide 558 553 547 539 520 505 485 466 445 433 412 396 383 367 334 220 3116 45 7 O ©O Daroutamide 86 85 83 81 B1 81 78 76 74 70 68 66 63 63 62 43 20 11 2 O
Placebo 566 558 548 526 503 490 461 438 420 403 378 362 344 328 202 190 93 33 & 0 Placebo B2 82 78 756 72 70 68 67 64 63 59 583 54 51 45 26 12 4 0 0




ARASENS: OS by Disease Volume
Low-Volume Disease

10 10 Darolutamide
0 , 0 Median: NE (95% Cl: NE-NE)
Darolutamide
8 Median: NE 8
— 0 (95% Cl: 50.3- — 0 Placebo
2 NE) X Median: NE
- 6 - 6 (95% Cl: NE-
b= 0 Placebo Tt 0 NE)
K Median: 42.4 mo .g
® 4 (95% Cl: 39.7-46.0) c 4
a Q. 0
0
2 2
0 0
HR: 0.69 (9% Cl: 0.57-0.82) HR: 0.68 (95% Cl: 0.41-1.13)
; :
0 3 6 9 12151821242730333639424548515457 60 03 6 9111222333344 45 557
2 581 47 369 25814
Mo I\ﬁo
Patients at Risk, n Patients at Risk, n
Darolutamide 497 494 486 479 462 449 429 408 389 378 356 341 326 312285193103 43 6 0 0 Darolutamide 154 151 151 148 146 144 141 140 136 131130 127 126 12411774 36 13 3 0
Placebo 508 502 491 469 444 430401 378 358 341319304 28626923315372 23 4 1 O Placebo 146 144 139 138 136 135 134 132 130129122 120116 11410765 35 14 2 O

Hussain. JCO. 2023;[Epub]. Hussain. ASCO GU 2023. Abstr 15. 40
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Table 2. Secondary Efficacy End Points (Full Analysis Set).*

End Point

Time to castration-resistant prostate cancer

Time to pain progression

Symptomatic skeletal event-free survival

Time to first symptomatic skeletal event

Time to initiation of subsequent systemic

antineoplastic therapy

Time to worsening of disease-related physical

symptoms

Time to initiation of opioid use for 27

w

consecutive days

NA denotes not applicable, and NR not reached.

Median

mo
NR
NR
51.2
NR
NR

9.3

NR

Darolutamide-ADT-Docetaxel

Patients with

Event

no. (%)
225 (35)
222 (34)
257 (40)
95 (15)
219 (34)

351 (54)

92 (14)

Placebo-ADT-Docetaxel

Median

mo

19.]

27.5
397
NR
25.3

19.4

NR

(N=654)t

Patients with

Event
no. (%)
391 (60)
248 (38)
329 (50)
108 (17)
395 (60)

308 (47)

117 (18)

HITOS ,

ONCOLOGICOS: pe'"

Hazard Ratio
(95% Cl)

66-0.95)
007 (§52-0.72)

54-0.94)

0.39 (§33-0.46)

1.04 (0.89-1.22)

0.69 (§52-0.91)

P Value

<0.001
0.01

<0.001
0.02

<0.001

0.59

NA
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ESTUDIOS COMPARATIVOS CPSCM1
Mediana de Supervivencia Global

De Novo-Alto Volumen

33 m CHAARTED (Kyriakopoulos CE, JCO 2018)

ADT alone 34 m GETUG-15 (Gravis G Eur Urol 2018)
35 m STAMPEDE (Clarke NW, Ann Oncol 2019)
40 m STAMPEDE doce (Clarke Ann Oncol 2019)
ADT+docetaxel 42 m PEACE-1

44 m GETUG-15 (Gravis G Eur Urol 2018)
48 m CHAARTED (Kyriakopoulos CE, JCO 2018)

50 m LATITUDE (Fizazi K Lancet Oncol 2019)
56 m STAMPEDE Abi (James N ESMO 2020)

ADT+abiraterone .
Comparacion indirecta

- l Comparacion directa I

ADT+docetaxel+abiraterone PEACE-1 61 m PEACE-1 (HR: 0.72)
ADT+docetaxel+darolutamide ARASENS NA vs 48.9 m (HR: 0.68)

De Novo NA vs 44 m (HR: 0.71)

ADT+enzalutamida -/+ docetaxel NA vs 60 m De Novo (HR: 0.73)
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Triplet Therapy in mCSPC

ENZAMET

STRATIFICATION
ARM A (“Control”): Evaluate CRPC therapy at

Testosterone Suppression — every * investigator’s

P discretion at , .
/" + standard NSAA 14 weeks progression primary endpoints: OS

Volume of metastases”®
-High vs Low

Planned Early Docetaxel
Yes vs No

ECOG PS

~0-1vs2
Anti-resorptive therapy
-Yes vs No
Comorbidities
ACE-27**: 0-1 vs 2-3
Study Site

Follow for time Median FU 68 months
.. o progression

and overall
survival

_ | ARM B (“Enzalutamide”): Evaluate
“w Testosterone Suppression — every

+ Enzalutamide (160 mg/d) 12 weeks

MN-Z2E00Z>»2

Prior to randomization testosterone suppression up to 12 weeks,

and up to 2 cycles of docetaxel, were allowed

intermittent testosterone suppression and cyproterone were not allowed
NSAA: bicalutamide; nilutamide; flutamide

*High volume: visceral metastases and/or 4 or more bone metastases (at
least 1 beyond peilvis and vertebral column)

**Aduit Co-morbidity Evaluation-27

All comers, high-volume 57%, de novo 67%
Visceral disease 11%
Concurrent docetaxel 45% 43

Mere g, MO MSe RO -
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Testosterone suppression plus enzalutamide versus » ®
testosterone suppression plus standard antiandrogen
therapy for metastatic hormone-sensitive prostate cancer
(ENZAMET): an international, open-label, randomised,

phase 3 trial

Christopher | Sweeney, Andrew | Martin, Martin R Stockler, Stephen Begbie, Leanna Cheung, Kim N Chi, Simon Chowdhury, Mark Frydenberg,
Lisa G Horvath, Anthony M Joshua, Nicola | Lawrence, Gavin Marx, John McCaffrey, Ray McDermott, Margaret Mcjannett, Scott A North,
Francis Parnis, Wendy Parulekar, David W Pook, Martin Neil Reaume, Shahneen K Sandhu, Alvin Tan, Thean Hsiang Tan, Alastair Thomson,
Francisco Vera-Badillo, Scott G Williams, Diana Winter, Sonia Yip, Alison Y Zhang, Robert R Zielinski, lan D Davis, for the ENZAMET trial
investigators* and Australian and New Zealand Urogenital and Prostate Cancer Trials Group

Lancet Oncol 2023; 24: 323-34
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75

ral (%)

Enza+doce
Vs 1

100‘1—\-«-—._\

Enzalutamide plus docetaxel
. N
Control plus docetaxel -

Enzalutamide plus docetaxel: median not reached
Control plus docetaxel: median 62-0 months (95% Cl 55-0-76-0)
HR 0-73 (95% (1 0-55-0-99)

control + doce

T T T T T 1
0 12 24 36 48 60 72
Number at risk
(number censored)
Enzalutamide plus docetaxel 181 177 (0) 160 (0) 138(0) 124 (0) 95(14) 19 (83)
Control plus docetaxel 181 167 (4) 144 (4) 125 (4) 107 (S) 83(14) 14 (73)
B
100 —
e \ Recurrente
- . - .:— -1"( !
Enza+doce e W
i o *
Vs
Enzalutamide plus docetaxel: median not reached
Control plus docetaxel: median not reached
control +doce | [0t
0 T T T T T 1
0 12 24 36 48 60 72
Number at risk Time (months)
(number censored)
Enzalutamide plus docetaxel 72 68(1) 60(1) 56 (1) 47(2) 39(6) 8(35)
Control plus docetaxel  6g 69(0) 64(1) 59(1) 48(1) 37(8) 10(32)
C
Control Enzalu!amideA 68 m Hazard ratio Control Enzalutamide
(n/N) (n/N) (9!

HITOS ,
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Estudio no disenado ni con
potencia para analizar este
subgrupo

De novo

Al 96/181 79/181 ——{ 073(055-0.99) 52 60
Low-volume 21/44 14/48 L 3 057(029-112) 57 73
disease

High-volume  75/137 65/133 —@— 079(057-110) 51 55
disease

I L T
02§ 0-50 10 20
Favours enzalutamide Favours control

Figure 4: Prespecified overall survival analyses by prognostic subgroup

Overall survival in participants with synchronous metastatic disease (A) and metachronous metastatic disease (B)
selected to receive docetaxel. (C) Overall survival in prognostic subgroups with synchronous metastatic

disease selected to receive docetaxel, Dashed vertical line indicates the hazard ratio (overall survival) point
estimate for enzalutamide treatment effect for the whole cohort. M1 synchronous defined as the first
presentation of prostate cancer with metastatic disease and MO metachronous defined as the first presentation
of prostate cancer with non-metastatic disease.

Lancet Oncol 2023; 24: 323-34
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Triplet Therapy in mCSPC

Davis et al. ASCO 2022

B b R — De novo LV (22%)
. ! b —
~— r -
. i N -
-“.\\——-—&——
L L
e 4=
‘ ' L]
Number al risk Number at risk
Overall Survival . & . .
Group __ Subset __EventN HR (CI) 5y OS % Key limitations with PEACE1 and ENZAMET:
MIHV  NSAA  58/88 . Ref 41 (30 10 51) » Use of docetaxel was not randomized -
M1HV NSAASDOC 75/137 _ e e Sl T foundin indication
MIHV  ENZA  43/81 . 0.69 (0.46 10 1.02) 56 (44 10 66) confounding by indicatio
M1HV ENZA+DOC 65/133 . 0.64 (0.451t0 0.91) 55 (47 to 63) * Not powered for subgroup analyses

Sweeney et al. Lancet Oncol 2023; 24: 323-34

Mara Sy MD MSc FROPC ' \ . -l
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Platinum Priority - Review - Prostate Cancer

Editorial by Hannah E. Dzimitrowicz, Andrew J. Armstrong on pp. 599-601 of this issue
Androgen Receptor Signaling Inhibitors in Addition to Docetaxel
with Androgen Deprivation Therapy for Metastatic Hormone-
sensitive Prostate Cancer: A Systematic Review and Meta-analysis

Takafumi Yanagisawa “°, Pawel Rajwa “‘, Constance Thibault®, Giorgio Gandaglia ®,

Keiichiro Mori", Tatsushi Kawada“/, Wataru Fukuokaya”, Sung Ryul Shim#, Hadi Mostafaei *",
Reza Sari Motlagh ®', Fahad Quhal®’, Ekaterina Laukhtina “*, Maximilian Pallauf®',

Benjamin Pradere ™™, Takahiro Kimura”, Shin Egawa”, Shahrokh F. Shariat ®-*"P-9""

g
|
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(A) OS
Study Hazard ratio HR 95% Cl EEESREmEEnEEE e
|
ENZAMET —= 0.90 (0.62; 1.31)  11%
PEACE1 { —— 0.75 (0.59; 0.95)  27%
ARASENS — 0.68 (0.57;0.81)  51%
ARCHES * 0.74 (0.46; 1.19) 7%
TITAN ; - »1.12 (0.59; 2.13) 4%
:
|
Fixed-effect model < 0.74(0.65; 0.84) 100%
Heterogeneity;tz =0,p =0.5 l . :
Test for overall effect (fixed effect): 0.3 0.5 1 2
2= -4.72( p<0.001) Favors [ARS| +DOC+ ADT] Favors [DOC + ADT]

TRIPLETES > DOCETAXEL + ADT 48
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Androgen Receptor Signaling Inhibitors in Addition to Docetaxel
‘with Androgen Deprivation Therapy for Metastatic Hormone-

sensitive Prostate Cancer: A Systematic Review and Meta-analysis
ok vinagsates . Prwet Rofwa ., Contance Thbaulr’, G

(C) Comparison to ARSI + ADT (ABI +ADT)

. Fahod Guhal 3
Benjamin Pradere . Takahiro Kimura", Shin Egawa, Shahrokh F. Shariat -+~

(B) Companson to DOC + ADT

Comparison: other vs "ABI'

Comparison: other vs 'DOC’ Treatment (Random-Effects Model) HR 95% ClI
Treatment (Random-Effects Model) HR 95% Cl

DARDOC ADT  —%—] 0.74 (0.55; 0.99)
{DAR DOC ADT ——— 0.68 (0.56; 0.82) ABI DOC ADT — 0.81 (0.58; 1.14)
ABI DOC ADT 0.75 (0.58; 0.97) ENZ DOC ADT —— 0.91 (0.62; 1.32)
ENZ DOC ADT ——— 0.84 (0.62; 1.13) ABIADT. X 1.00
ABI ADT —&r— 0.92 (0.74; 1.15) DOC ADT —— 1.08 (0.87; 1.35)
DOC ADT X 1.00 APA DOC ADT . 1.21 (0.61; 2.40)
APA DOC ADT - 1.12 (0.59; 2.14) ADT —— 1.44 (1.21; 1.72)
ADT I —— 133 (1.13;1.57) ! !
0.5 1 2
TRIPLETE > doblete de DOC TRIPLETE ¢> doblete de ARSI?

Fig. 3 - Forest plots showing the association of systemic therapy for mHSPC with 0S: (A) comparison with ADT alone, (B) comparison with DOC + ADT, and (C)
comparison with ARSI (ABI) + ADT. ABI = abiraterone; ADT = androgen deprivation therapy; APA = apalutamide; ARSI = androgen receptor signaling inhibitors;

Cl = confidence interval; DAR = darolutamide; DOC = docetaxel; ENZ = enzalutamide; HR = hazard ratio; mHSPC = metastatic hormone-sensitive prostate 49
cancer; 0S = overall survival.
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¢Qué nos dicen las guias?
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Isn’t Androgen Deprivation Enough?
-Optimal Treatment for Newly Diagnosed ASCO
Metastatic Prostate Cancer 18 Nolkme 40, lasow s

Alicia K. Morgans, MD, MPH'; and Himisha Beltran, MD'

mHSPC
N: Is this high-volume disease?
. Low-volume
Is the patient fit for chemotherapy? Yes N Can the patient receive local radiation?
or g
- radiation
ADT* + ADT
or -
chemohormonal® prostate
radiation +
ARSI + ADT

51



Printed by Javier Cassinello on 11/16/2023 2:25:16 PM. For personal use only. Not approved for distribution. Copyright © 2023 National Comprehensive Cancer Network, Inc., All Rights Reserved.

National g " " i
comprehensive NCCN Guidelines Version 4.2023 N idelines Index
We®l'll Cancer Table of Contents
Notwork® Prostate Cancer Discussion
SYSTEMIC THERAPY FOR CASTRATION-SENSITIVE PROSTATE CANCER"
Monitoring (preferred)
Mosstt —— |or -
AT Studies See.
* Physical exam + negative Ihmm
PSA every 3-6 mo for distant MO CRPC.
G ADT" with one of the following: . Imag;;:g for metastases (PROS-13)
* Preferred regimens: symptoms
N Abiraterong (category 1)u.ee »+ Conventional — Progression'!l.ddd <
» Apalutamide (category 1) imaging every
» Enzalutamide (category 1)" 3-6 rino to Studies geet i
vewwaouyyas o | o monitor treatment positive ystemic
M1 ADTV with docetaxe andlone of the following®a2: response for distent Therapy for
G * Preferred regimens: metastases| |MLCRPC
» Abiraterone (category 1)".¢¢ (PROS-14)

-

» Darolutamide (category 1)Y

or
ADTY with EBRTP to tl':ng prlmag tumor for low
metastatic burden M1

or
ADTu,uu,ccc

52




GUIAS TERAPEUTICAS EUROPEAS
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Review
Triplet Therapy in Metastatic Castrate Sensitive Prostate Cancer
(mCSPC)—A Potential New Standard of Care

Abhenil Mittal 1, Srikala S. Sridhar !, Michael Ong 2 and Di Maria Jiang 1*©

| Newly diagnosed mCSPC J

high volume low volume high volume low volume

synchronous synchronous metachronous metachronous
Options offered /discussed: Options offered/discussed | Options Options offered/discussed
1. Prefer triplet therapy (with 1. ADT+ARPI offered /discussed 1. ADT+ARPI
abiraterone/darolutamide) 2. Prostate radiation 1. Consider triplet 2. Clinical trials especially
In patients with liver 3. Clinical trials especially therapy those evaluating MDT if
metastasis those evaluating MDT if | | 2. ADT+ARPI oligometastatic disease
2. ADT+ ARPI oligometastatic 3. Clinical trials
3. Clinical trials
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MCPSC: cuestiones que importan

1. éEsta indicado tratar solo con ADT?

2. éSigue siendo validas la clasificaciones por
volumen/riesgo y presentacion de
novo/metacrona de la enfermedad?

3. {Cuando estan indicados los tripletes de
QT+ADT+ARSI vs dobletes QT+ADT o
ARSI+ADT?

4. éAyuda la biologia molecular?
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Luminal B Subtype as a Predictive Biomarker of Docetaxel Benefit for

Newly Diagnosed Metastatic Hormone Sensitive Prostate Cancer: A
Correlative Study of E3805 CHAARTED

Distribution and features by luminal-basal subtype OS: Differential benefit from addition of docetaxel
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patients with luminal B subtype prostate cancer, ﬁ
those who received docetaxel had a much longer PAM 50

Hamid Asco GU 2020 abetract 162. OS and time to onset of castration resistance Luminal B 56




SPOP mutations (mtSPOP) are a treatment-selection biomarker in patients (pts)
with de novo metastatic castration-sensitive prostate cancer (dn-mCSPC).

E-poster 1373
Umang Swami, et al. ESMO 2022

ABOUT ARTICLES IR AUTHORS ALERTS NEWS

CLINICAL CANCER RESEARCH

SPOP mutations as a Predictive Biomarker for Androgen
Receptor-Axis-Targeted Therapy in De Novo Metastatic
Castration-Sensitive Prostate Cancer ¥
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“ (mis) CONCLUSIONES oncorocicos boAU 23

1. ADT SOLO NO DEBE UTILIZARSE ( salvo en casos
excepcionales, pacientes fragiles)

2. ADT CON DOCETAXEL ES ACTIVO EN ALTO VOLUMEN Y DE
NOVO

3. TRIPLETES (ADT+DOCETAXEL+ABIRATERONA O DAROLUTAMIDA)
SON SUPERIORES A ADT+DOCETAXEL

-ADT+ docetaxel es tratamiento suboptimo
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=4 (mis) CONCLUSIONES

4. ADT CON DOCETAXEL Y ARSI, ¢SUPERIOR A ADT + ARSI?
(Probablemente, pero es comparacion indirecta)

5. EN BAJO VOLUMEN (y DE NOvO) DEBE VALORARSE LA RT SOBRE
EL PRIMARIO--->(Stampede)

6. NO DISPONEMOS ( todavia) DE BIOMARCADORES PREDICTIVOS
VALIDADOS
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(mis) MENSAJES PRACTICOS en mCPSC

1. TRATAR CON ARSI + ADT
 Alto/bajo vol o de novo : abiraterona(post hoc en bajo) /enzalutamida/apalutamida
 Bajo volumen y metacrono : apalutamida o enzalutamida

2  VALORAR TRIPLETE, SI FIT PARA QT, EN ALTO VOL/RIESGO Y DE NOVO

3. DOCETAXEL + ADT SOLO ES YA SUBOPTIMO, mejor en triplete

4. VALORAR RT SOBRE LA PROSTATA EN BAJO VOL (Stampede)

5. DEBE TENERSE EN CUENTA LA SITUACION BASAL DEL PACIENTE Y LAS TOXICIDADES
ESPERABLES ANTES DE ELEGIR EL TRATAMIENTO
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The PEACE-6 program: TIME'S UP!
Current European trials in M1 CSPC
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|||| Treatment of Metastatic Hormone-Sensitive Prostate Cancer in 2027

Neeraj Agarwal, MD | University of Utah | @neerajaiims

PSMA-PET --> High SUV

ADT + ARAT + PSMA-Targeted Therapy
(PSMA small molecule or antibody carrying
beta-radioligand, BIiTEs, CAR T-cell)

Low-volume mHSPC:

= - Metastases-directed
SPOP mutation therapy + treatment of
Rb intact and no N Y .
ADT + ARAT \ liver metastases primary if intact ¢ systemic
- / ADT + ARAT + CDK4/6 therapy
Presence of HRR L g P
I mutation p—— Syrcm.nc:::or::é;c
ADT + ARAT + PARPI J
ADT: androgen deprivation therapy, ARAT: androgen

receptor axis targeted therapy; BITEs: bispecific T
cell engager; CAR T cell: chimeric antigen receptor
[ MSI High or TMB High ] T cell: COK4/6: cyclin D Kinase 4/6; HRR

(PTEN loss, Rb Loss,

and TP53 loss) ADT + ARAT +

Triple negative / l

ADT + ARAT + Docetaxel Pembrolizumeb
o vs > Andsmarsea inhihitar DCLIA

Avnbnenhata rihnes -
o dphosphaterbose polymerase inhibitor PSMA
ADT + c-b.lzlt:‘x.l - PTEN Loss targeted therapy: PSMA small molecule or antibody
Curbopiat ) carrying beta radiobgand. TMB: tumor mutation
ADT « ARAT + AKT burden
inhibitor
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Selected PHASE Ill ongoing trials in mCSPC

Table 3. Select ongoing trials in mCSPC.

Keynote 991 [58] PSMAddition [59] AMPLITUDE [54] TALAPRO-3 [55] CAPITELLO-281 [56] CYCLONE-3 [57] SPARKLE [64]
NCT number NCT0419)096 NCT04720157 NCT04497844 NCT04821622 NCT04493853 NCT05288166 NCT05352178
. . . ' y - 1= MDT plus 1 month ADT
: Pembrolizfma)f/plus Niraparib plus AAP Talazoparib plus Capivasertib plus AAP Abemacidlib plus AAP
Bipreanmsial e Enzalutanylie glus ADT REUT R I0C Plus ADT enzalutamide plus ADT P olis ADT lus ADT &= MOT plhite sttty
pius ¢ pius P plus# ADT + enzalutamide
Control arm Enza]u/miiplw; ADT SOC alone AAP plus ADT Enzalutamide plus ADT AAP plus ADT AAP plus ADT MDT alone
Desi Ranflomgfed phase III Randomised phase III with Randomised phase III Randomised phase II1 Randomised phase Il Randomised phase III Randomised phase III
oEn dgfible blind cross over allowed double blind double blind double blind double blind open label
Number of patients / 1232 1126 788 550 1000 900 873
Primary end point / / rPFS and OS PFS tPFS tPFS tPFS tPFS P‘:‘Jn"::‘i‘;;‘frg;"
Current status / / Active, not recruiting Recruiting recruiting Completed recruiting Recruitiag recruiting Recruiting
/ / AAP—abiraterone ne, SOC—standard of - ADT—androgen deprivaton therapy, rPFS—radiogr- rression-free survival, OS- overall survival. Source: clir’
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