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Clinical case: 58 years old man with mCRPC

ECOG PS: 0 - PSA 120 ng/ml|
Biopsy: Adenocarcinoma GS 4+5
» Bone scan: multiple metases (extra axial spread)
» CT scan: enlarged pelvic and retroperitoneal nodes
ADT + Docetaxel x 6 = ADT (PSA nadir 1 ng/ml)
After 14 months
» PSA 10 ng/ml; Serum testosterone < 50 ng/d|I
» CT and Bone scan: nodal and bone PD (4 new lesions)
Somatic testing: BRCA2 biallelic mutation = Germline testing: mutation identified
Abiraterone Acetate + Prednisone and Donosumab (PSA nadir 3 ng/ml)

I—» Genetic counseling

After 8 months
» PSA 28 ng/ml
» CT and Bone scan: bone PD
Olaparib (PSA nadir 10 ng/ml)

After 10 months
» CT and Bone scan: Bone and nodal (5 cm retroperitoneal) PD
Cabazitaxel x 6 cycles

BSC for 3 months



Natural History of Prostate Cancer

Local treatment

PSA relapse

Metastatic hormono-sensitive prostate

‘Relapsed’

l cancer (mHSPC)
v

f

Metastatic castrate resistant prostate
cancer (mCRPC)

f

Metastatic hormono-sensitive prostate

cancer (mHSPC) ‘De novo’

Survival prolonging
therapies for mCRPC

* Abiraterone

e Cabazitaxel

* Docetaxel

* Enzalutamide
 Radium-223

* Sipuleucel-T (usA only)
* PARP inhibitors

o 177Lu PSMA

Modified from K. Fizazi



Challanges for decision making in the mCRPC setting

Patient Disease

e Most of the mCRPC trials did NOT have a SOC arm

with a current, real word ‘standard’ therapy Life expectancy

Prior treatments
Frailty

Co-morbidities Sites of metastases

Symptoms

- Most patients included in these trials did NOT receive \ ~ "

ADT based combination treatment in the castration
sensitive setting

DDR

PTEN/AKT mut

MSI
 There is no clear indication for sequencing active drugs

Tumor biology



Clinical case: 58 years old man with mCRPC

ECOG PS: 0 - PSA 120 ng/ml
Biopsy: Adenocarcinoma GS 4+5
» Bone scan: multiple metases (extra axial spread)
» CT scan: enlarged pelvic and retroperitoneal nodes
ADT + Docetaxel x 6 = ADT (PSA nadir 1 ng/ml)

After 14 months First Line

» PSA 10 ng/ml Genetic counseling
» CT and Bone scan: nodal and bone PD (4 new lesions) r

Somatic testing: BRCA2 biallelic mutation = Germline testing: mutation identified
Abiraterone Acetate + Prednisone and Donosumab (PSA nadir 3 ng/ml)

After 8 months
» PSA 28 ng/ml
» CT and Bone scan: bone PD
Olaparib (PSA nadir 10 ng/ml)
After 10 months
» CT and Bone scan: Bone and nodal (5 cm retroperitoneal) PD
Cabazitaxel x 6 cycles

BSC for 3 months
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PSA response according to treatment for mCRPC patients
previuously treated with ADT+Doce in the mHSPC setting
Data from the GETUG-15 trial

Docetaxel for CRPC
if upfront ADT alone
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""" Docetaxel for CRPC
if upfront ADT + Doce
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Best PSA variation % during treatment (n.15)

Abi/Enza for CRPC
if upfront ADT + Doce

Levaud, ESMO 2016



Bone protecting agents in mCRPC

Abiraterone and Bone Targeting Agents

in COU-AA-302: post hoc analysis
Denosumab prevents

symptomatic skeletal events Overall survival
[A} 100
100 HR, 0.78 (95% Cl, 0.66-0.93)
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2 5 Median months 04— AA+BTT NE (NE-NE)
E N —— Denosumab NR — AA-BTT 31.6(28.6-35.3)
—— Zoledronic acid 24.2 — P+ BTT 309 (26.6-NE)
0 : : . : : : : : : : 04 P-BTT 30.1(26.8-34.1)
0 3 6 9 12 15 18 21 24 27 30 0 10 20 30
Study month Time {mo)
Patients at risk At rigk
Zoledronic acid 951 785 613 471 350 249 162 113 80 60 31 AA + BTT 184 163 134 30
Denosumab 950 806 638 521 412 305 205 146 94 54 23 AA—BTT 262 991 25T a8
P+BTT 169 151 117 24
P-BTT 373 333 255 43

Smith, Ann Oncol 2015 Saad, Eur Urol 2015



DNA repair and prostate cancer

Germline DNA repair mutations:

-12% in men with M1 prostate cancer
-5% in men with localized prostate cancer
-3% general population
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Somatic DNA repair mutations:
-10% in men with mCRPC

Pitchard, NEJM 2016
Robinson, Cell 2015



Prevalence of pathogenic germline variants in PC

General Population Low-Risk High-Risk Metastatic PC
Localized PC Localized PC

Pritchard, NEJM 2016; Castro, JCO 2019; Nicolosi, JAMA 2019; Lee Eu Urol 2022



Genetic testing is standard of care in PC

ESMO recommendations according to ESCAT

Gene Alteration Prevalence ESCAT
BRCA1/ Somatic 9% 1A
2 mutations/
Guidelines Genomic testing Germline testing for PC
recommendations MSI-H 1% IC
NCCN Clinical Practice
Guidelines in Oncology
ESMO 2020 Guidelines
PTEN  Deletions/ 40% A"
AUA/ASTRO/SUO 2022 mutations
Guidelines
EAU2022 Guidelines
ATM Mutations/ 5% A
—— deletions
AlIOM 2021 Guidelines PALB2? Mutations 1% IIB
PIK3CA Hotspot 3% A
mutations
AKT1527% Mutations 1% A

Mosele, Ann Onc 2020



Prognostic
information

Cancer
prevention

HRR alterations: beyond predictive value

Cause Specific Survival in mCRPC

Cumulative Survival

prostate

BRCA2 vs Non BRCA2

Median CSS  CI1-95%
== Non-BRCAZ2  36.0 months (3098-412)
= BRCAZ 17.4 months (16.6-18.1)

Log-rank p=0.02
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Castro E. J Clin Oncol. 2019



PROfound
N 4047 samples

n (%)

n (%) 1255 (31%)

2792 (69%)

B Successful
B Failed

NGS Testing: 30-40%
failure with PC samples

De Bono, Ann Onc 2019

Proporttion of samplas with an NGS test result (%)

Tissue is the issue
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Tumor content
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(n = 837) {n=952) (1=1,134)  (n=1034)  (n=387)

Sample selection and optimisation of tissue collection in critical

Hussain, Clin Canc Res 2022



Somatic vs Germline testing

BRCA1/2 analysis workflow in mPC

[ Patient with metastatic prostate cancer ’

l Oncogenetic counseling (urologist - oncologist)

Qualitative and quantitative -
assessment of tumoral tissue
for BRCA testing

Somatic

Germline analysis on peripheral blood

No BRCA-related syndrome

BRCA1/2 somatic PVs: —* *— Constitutional BRCA1/2 PV: BRCA-related syndrome

Preventive pathway:
oncogenetic counseling
Testing to family members;
surveillance programs; Risk-

reduction strategies
S
Therapeutic pathway for PARP inhibitor |_
treatment |

A

AIOM Pos. Paper - Russo, ESMO Open 2022

Comprehensive assessment of germline pathogenic variant detection in
tumor-only sequencing

21.333 cancer patients
Intervention: Tumor and ‘Clinical’ germline testing

Results:
Tumor-only sequencing failed to detect 10.5%
of pathogenic germline variants (7.5% HRD)

Tumor only sequencing detection rate:
» 100% nonsense and missense SNV and indels
> 55% deletion/duplication

CONSIDER CLINICAL GENETIC TESTING

High Risk patients with negative tumor only
sequencing results

Terraf, Ann Onc 2022



Clinical case: 58 years old man with mCRPC

ECOG PS: 0 - PSA 120 ng/ml
Biopsy: Adenocarcinoma GS 4+5
» Bone scan: multiple metases (extra axial spread)
» CT scan: enlarged pelvic and retroperitoneal nodes
ADT + Docetaxel x 6 = ADT (PSA nadir 1 ng/ml)
After 14 months

» PSA 10 ng/ml Genetic counseling
» CT and Bone scan: nodal and bone PD (4 new lesions) r

Somatic testing: BRCA2 biallelic mutation = Germline testing: mutation identified
Abiraterone Acetate + Prednisone and Donosumab (PSA nadir 3

ng/ml)

After 8 months

Second Line

» PSA 28 ng/ml
» CT and Bone scan: bone PD
Olaparib (PSA nadir 10 ng/ml)

After 10 months
» CT and Bone scan: Bone and nodal (5 cm retroperitoneal) PD
Cabazitaxel x 6 cycles

BSC for 3 months




PARP inhibitors in pretreted molecularly selected mCRPC:

Study Drugs

Phase Il trials

Population

Primary Endpoint

Efficacy data

O

EUROPEAN MEDICINES AGENCY
SCIENCE MEDICINES HEALTH

Olaparib TOPARP-B DDR Composite OR 54 %
Rucaparib TRITON-2 BRCA1-2 ORR 43.5%
Niraparib GALAHAD DDR ORR 41%
Talazoparib TALAPRO-1 DDR ORR 26.7

Mateo, Lancet Oncol 2020; Abida, J Clin Onc 2020; Smith, ESMO 2019; De Bono, ASCO 2020




PROfound phase lll: Trial design

Statistical analysis plan

~
Primary endpoint
Olaparib 300 mg bid rPFS by BICR in Cohort A
Cohort A n=162 . (alpha=0.05) )
BRCA1, BRCA2 or ATM C ° - -
- o rossover ~
Key eligibility criteria N=245 Confirmed ORR by BICR in
» mCRPC with disease Cohort A
Progression on prior Upon BICR progression, control Y (alpha=0.03)
NHA eg abiraterone or 2:1 randomization patients were allowed to cross over to - == ~ =
enzalutamide Open-label olaparib 2
- pen-ia rPFS by BICR in Cohorts A+B
» Alterations in 21 of any (alpha=0.05) g
qualifying gene with a \ y 3
direct or indirect role in > Olaparib 300 mg bid P p B 3
HRR Cohort B n=94 Time to pain progression @
Other alterations in Cohort A a
N=142 +""""§ {alpha=ﬂﬂ5} -g-
n=48 b @
=
Stratification factors '
» Previous taxane OS in Cohort A OS in Cohort A
» Measurable disease Interim Final
(alpha=0.01) (alpha=0.047)
Patients randomized between April 2017 and November 2018; DCO for final OS: 20 March 2020
*Control either enzalutamide (160 mg qd) or abiraterone (1000 mg qd + prednisone [5 mg bid]). De Bon o, ESMO 2020

BICR hlinded indenendent rentral review: hid twice dzihv: DCO data cut-off ORR nhigrtive reenonee rate” nd onee daibv: RECIST Reennnee Evaluation Criteria In Salid Tumonre



PROfound phase Ill: primary end ponit

rPFS in COHORT A Objective response rate

1.0 =%
0.6 - 6-mo rate oo Physician’s Odds ratio: 20.86
08 = 59.76% (Ni':;asrz') choice (95% Cl 4.18, 379.18); P<0.0001
L 29 63% 12-mo rate (N=83)
oo Y| 28.11% Events (%) 106(654) 68 (81.9)
“s 06 = : i . 35 - 33.3%
; iy 9.40% Median rPFS (months) 7.39 3.55 S
2 0o RN W S Hazard ratio (95% CI 0.34 (0.25, 0.47) g 30 -
8 04- E azard ratio (95% Cl) P<0.0001 © -
o . . @
2 03 : . B = i
o "';";- i =g ! g_ 2{]
02 = ; : 5 S 15 -
01— . £ 10
0.0 S O T N U N N N N N N N | 8 5 5 3y,
01 2 3 4 5 6 7 8 91011121314 1516 17 1819 20 1 g -~ 10
Time from randomization (months) 0 Olaparib  Physician's
No. at risk 162149126 116102101 82 77 56 53 42 37 26 24 18 1111 3 2 0 0 0O (n=84)  choice (n=43)
' B3 Ve 4T 4222013127 8 3 3 3 2 211 1 10 00

De Bono, ESMO 2020 De Bono, ESMO 2019



PROfound phase Ill: Overall Survival

Cohort A Olaparib | Control Cohort A with adjustment for crossover*
(N=162) = (N=83)
Events,n (%) 91 (56) 57 (69)
100 T8 Median OS 191 months  14.7 months 100 vl Crossover rate' 67% (56/83)
90 - 0.42
80 HR (95% CI . 0.19-0.91
i (85%CI) (0.50-0.97); P=0.0175 80 { )
g 70 z - 3 70 -
g 607 . +4.4 mo E 80
S ) .
R E T g = . I, BB e
T 40+ T w0 .
5
6 30 4 6 30
20 20
10 7 0 -
G | | | L L | | | | | | | | | L L | L | L] L | ﬂ I T I T T i T I T i T T I T T T ]
0z 4 6 B 0 T2 Moz u B BN RU 0 2 4 6 8 10 12 14 16 18 220 2 24 2B 28 30 2 34
No. atrisk Time since randomization (months) No. af ek Time since randomization (months)
Olaparb 162 155 150 142 136 124 107 101 o1 71 56 44 30 18 6 2 1 Olegerk 162 166 150 142 196 126 107 101 91 71 5 4 % 18 6
Cotrol 83 70 74 69 64 5 50 43 37 27 18 15 11 9 6 3 A

Contrel 83 79 73 67 56 47 29 15 9 3 0 0 0 0 0 0 0 0

De Bono, ESMO 2020



PROfound phase lll: Exploratory gene-level analysis of final OS

Cohort A -

Cohort B -

Patients with tumours harbouringa BRCA1 or BRCA2 alteration appeared to derive the greatest OS benefit from olaparib

Data are reported only for pafients with an alteration in a single gene. HR and Cl values were not calculated for subgroups in which fewer than five survival events occurred; none of the enrolled patients harboured

alterations in FANCL or RAD51C. The sizes of the circles are proportional to the number of events.

Subgroup Olaparib Control Overall HR (95% ClI)
n/N n/N population

Alteration in any single HRR gene 148/239 81120 ".' 0.79 (0.60-1.04)
BRCA1 (n=13) 5/8 505 E 0.42(0.12-1.53)
BRCA2(n=128) 39/81 3247 '_‘_': 0.59 (0.37-0.95)
ATM (n=86) Jo/62 15/24 "—1_' 0.93 (0.53-1.75)
BARD1 (n=1) 00 1" ;NG NC
BRIP1 (n=3) 112 i ENC NC
CDK12 (n=89) 47/61 18/28 '—'i—‘ 0.97 (0.57-1.71)
CHEK1 (n=2) n on NC NC
CHEK2(n=12) 47 K1) '_';_' 0.87 (0.19-4.44)
PALB2 (n=4) 23 " ; NC NC
PPP2R2A (n=10) 5/6 204 : 511 (1.10-35.73)
RAD51B (n=5) 2i4 i : NC NC
RAD51D (n=1) 11N 0/0 NC NC
RAD54L (n=5) 23 22 : NC NC

I B | i LI L
006 025 1 4 16
-«

Olaparib better Control better

De Bono. ESMO 2020
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TOPARP-A'

~ TOPARP-B'*

BRCA1 Versus BRCA2 and PARP Inhibitor

Sensitivity in Prostate Cancer: More Different
Than Alike?

PROfound" TRITON2? TALAPRO-1' / Pooled Data \
BRCA1 BRCA2 BRCA1  BRCA2 BRCAT BRCA2 BRCA1 BRCA2  BRCA1  BRCA2 [ BRCA1 BRCA2 )
/N (%) /N (%)
Outcome WMN N N N (95%CI) n/N(95%CI) n/N(95% CI) n/N(95% CI) n/N(95%CI) n/N N (95% Cl) (95% CI) (95% CI)
PSAso ol 7T e 22/28 NR NR 2/13 61/102 205 26/41 | 5/21 (23.8) (4.4t0 116/178 (65.2) (58.2
43.2) to 72.2)
ORR NE 56 01 11/20 0/5 2443 3/9 24/53 214 15/37 | 5/19 (26.3) (5.1 to 79/158 (50.0) (42.2 to
47.5) 57.8)
rPFS, months NE NR NE 82(55tc 21(l4to 108(02tc 87(18t 97(83tc NR 8856t | 41(10t0168) 10.1 (88 to 11.6)
13.0) 5.5) 13.1) 10.7) 14.0) 19.2)
MNo. of patients evaluable 30 8 81 13 102 41 21 254

for rPFS

NOTE. /N denotes the number of patients who achieved a given end point out of the total number of evaluable patients for that end point.
Abbreviations: NE, not evaluable; NR, not reported; ORR, objective response rate; PSAsg, confirmed 50% or greater PSA response rate; rPFS, radiographic progression-free survival.

Markowski, J Clin Oncol 2020



Should we move PARP inhibitors in | line for Biomerker + mCRPC?

Magnitude phase lll: Niraparib + AAP vs Placebo + AAP

All HRR biomarker +

rPFS assessed by central review

100 4 100 A
S £
® @
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o o
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= HR: 0.73 (95% CI, 0.56-0.96) RS iy
& P = 0.0217 e
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BRCA1/2 Mutated

rPFS assessed by central review

NIRA + AAP: 16.6 mo

PEO + AAP: 10.9 mo

0 3 G 9 12 15 18 21 24 27 30

No. at risk Months from randomization Months from randomization
NIRA + AAP 212 192 167 129 95 64 45 21 10 2 0 1M 103 §0 65 45 ]| 18 9 4 1 0
PEO+AAP 211 182 148 102 78 53 35 15 ] 2 0 v M2 KWW A 26 20 1 5 2 0 0

* Two distinct cohorts: with or without HRR genes alterations

* Prior ARTA, Docetaxel for mHSPC allowed

= M W A O @ =~ @
o O o O O o o
" L "

Patients With Response, %
(= = ]

Overall Response Rate

All HRR BM+ Patients
Relative risk, 2.13
Nominal P < .001

60%
(55/92)

BRCA1/2-Mutated
Relative risk, 1.66
Nominal P = .035
1

52%
@ 4229%

31%
(15/48)

14% CR

NIRA + AAP PBO + AAP NIRA + AAP PBO + AAP



Should we move PARP inhibitors in | line for unselected mCRPC?

PROpel phase Ill: Olaparib + AAP vs Placebo + AAP

Radiographic Progression free survival

a Abiraterone Abiraterone
8 + olaparib + placebo
o - (n=399) (n=397)
£ 06 T N,
2P hﬂ**\ﬂ_ Mesa o0 Events, n (%) 168 (42.1) 226 (56.9)
205 1 M e
£ 04 - o~ | Median rPFS s 66
o 03 - g-—h—e—-'-j—e'l—j:: {monﬂ'lS} ‘ )
02 HR (95% CI) 0.66 (0.54-0.81); P<0.001
0.1
ﬂ.ﬂ T T T T T T T T T T 1 T T T T
0o 2 4 6 8 10 12 14 16 18 20 2 4 26 28 30
Time from randomization (months)
Mumber of patients at risk:

Abiraterone + olaparib 399 367 340 M3 a3 274 251 227 219 167 104 ar 57 26 5 4
Abiraterone + placebo 397 359 338 3068 297 264 232 198 186 141 87 73 43 17 2 1

Unselected population (HRR testing prospectively evaluated, tissue + ctDNA)
Prior Docetaxel for mHSPC allowed (ARTA not allowed) Saad, ESMO 2022



Should we move PARP inhibitors in | line for unselected mCRPC?

PROpel phase Ill: Olaparib + AAP vs Placebo + AAP

Radiographic Progression free survival

BRCAm subgroup (investigatqr assessment)

10 (=
09
0.8
- -
e o o .:'" a—am
o [
k] 2 L 06
g & s
s ERRE |
g 04 . 3 |
a Abiraterone + | Abiraterone + 04
03 olaparib (n=111) | placebo (n=115) -, & |
03 Abiraterone + | Abiraterone + I
02 Everfls,n[%] 43 (38.7) 73 (63.5) olaparib (n=47) | placebo (n=38)
Median rPFS NR 13.9 02 ~ Events,n(%)  14(208) 28 (73.7)
04 - (menths) Median rPFS
HR (95% CI) 0.50 (0.34-0.73) ~« ] (months) NR 84
0.0 e B B e e LI E ey S S HR (95% CI) 0.23 (0.12-0.43)
0 2 4 & 8 10 12 M B 18 220 22 4 % —
b of et st Time from randomization (months) 0 2 4 & a 10 12 14 16 18 20 2 M4 %
umbar ams NS . . .
Mbirseronetolpars M W % W ® ® R B M = W m w B " Time from randomization (months)
Mbiraterone+placebo 15 M@ ¥ 8 M @ W 8 & ® @ m w3 fpalensat
netolaparb 4 #4  & & & W ¥ W B 7T B W T 5
ne + placebo 38 n A = A L] 1 1 0 7 B i 2 o

03

0Z -

01

0o

Abiraterone + | Abiraterone +
L

. =5
Events, n (%) 119 (42.7) 149 (54.6)
Median rPFS
| (months) 241 19.0
HR (95% CI) 0.76 (0.60-0.97)

T T T T T T T T T T T T T T T
0 2 4 ] a4 10 12 14 16 18 0 n M4 x M a0

Time from randomization (months)
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Saad, ESMO 2022




PARP inhibitors and NHA in | line for non HRRm mCRPC subgroup...

.....ready for primetime??

Slightly ‘incremental’ activity
with PARP combination

Overall response rate in the PROpel trial

Olaparib + Abiraterone (n = 161) Placebo + Abiraterone (n = 160)

Saad, ESMO 2022

Methodological
considerations

HRR is not a stratification factor

Subgroup analysis

Potential ‘folse negative results’ in the

Non HRRm subgroup

OS data immature

nce needed

External consistency

MAGNITUDE

Composite Progression Endpoint

(radiographic or PSA progression)

100 4

80 -

60

40 A

20 4

Patients without events (%)

0

PBO + AAP

NIRA + AAP

Mo. at risk
NIRA + A8P 17
PEO + AAP 118

NCI918

3 6 9 12 15
Months from randomization

a2 &8 51 4 0
Ell &8 se 8

Chi, ASCO GU 2022

DNA-Repair WT/Monoallelic

(n = 60)
No. (%)
Abiraterone + Interaction
Response Abiraterone Veliparib P P
PSA (n = 26) (n = 34)
PSA response 12 (46.2) 22 (64.7) .16 97
95% CI, % 27.0t0 65.3 48.6 to 80.8
Measurable disease (n=19) (n = 25)
RECIST response 7 (36.8) 10 {40.0) .83 64
9b% CI, % 15.2 10 58.5 20.8to §9.2

Hussain, J clin Onc 2018



PARP inhibitors + NHA in first-line mCRPC: ongoing phase lll trials

Talapro-2 CASPAR
First-line Talazoparib + Enzalu ' First-line Rucaparib + Enzalutamide

Randomized, open-label phase lll

e —‘ 0‘)\.\“e

Prior treatment for mHSPC or
nmCRPC allowed
No screening for mutated HRR Placebo +

Genes required for trial entry Enzalutamide

mCRPC Rucaparib +
No prior therapy for mCRPC Enzalutamide

Stratification factors:
> HRR status

Primary end points: rPFS in DDR unselected and DDR mutant Primary end points: rPFS, OS

Agarwal. ASCO 2020. Abstr TPS5598. NCT03395197. Alliance for Clinical Trials in Oncology. NCT04455750.



Clinical case: 58 years old man with mCRPC

ECOG PS: 0 - PSA 120 ng/ml
Biopsy: Adenocarcinoma GS 4+5
» Bone scan: multiple metases (extra axial spread)
» CT scan: enlarged pelvic and retroperitoneal nodes
ADT + Docetaxel x 6 = ADT (PSA nadir 1 ng/ml)
After 14 months

» PSA 10 ng/ml Genetic counseling
» CT and Bone scan: nodal and bone PD (4 new lesions) r

Somatic testing: BRCA2 biallelic mutation = Germline testing: mutation identified

Abiraterone Acetate + Prednisone and Donosumab (PSA nadir 3 ng/ml)

After 8 months
» PSA 28 ng/ml
» CT and Bone scan: bone PD
Olaparib (PSA nadir 10 ng/ml)

After 10 months
» CT and Bone scan: Bone and nodal (5 cm retroperitoneal) PD
Cabazitaxel x 6 cycles

BSC for 3 months

Later Lines




Sequencing of AR pathway Inhibitors

Patient selection

PD £12 mo on NHA

2PLATO trial
Abi after Enza

pts witout PSA
rise on = 21 wks
of Enza

3Canadian
Abi after Enza

PD on 1L Enza for
mCRPC

3Canadian
Enza Afer Abi

PD on 1L Abi for
mCRPC

4NCT02116582
Enza after Abi

> 24 wks of prior
Abi

PSA decline 2 50% 13.5% 2% 4% 36% 19%
Time to PSA prog. 1.7 (PFS) 2.8 1.7 3.5 5.7
(months)

rPFS (months) 3.7 5.6 NR NR 8.1

Enza after Abi 4.8
Abi after Enza 3.4

(rPFS or Clin PFS)

1.de Wit, NEJM 2019; 2.Attard, J Clin Onc 2018; 3.Khaaf, Lanc Onc 2019; 4.De Bono, Eur Urol 2018




CARD Trial: Cabazitaxel vs NHA after prior NHA

Multicenter, randomized, open-label study
Enrollment: Nov 2015 — Nov 2018

, Endpoints Confirmed PSA response Objective tumor response
Median follow-up: 9.2 months Cabazitaxel (25 mg/m? Q3W)
. i Primary: rPFS p =0.0002 p =0.004
A + prednisone + G-CSF ry- 40 -
SHisE ":'T _:;CRPE:hO N n=129 Key secondary: OS, 35 o
prog [ESSTt - mTRTiO" D PFS, PSAresponse, o 30 -
prior alternative ° tumor response 25
(before or after docetaxel) . ‘E 20
@ -
M Abiraterone (1.000 mg QD) Other secondary: Pain =
N =255 I + prednisone response, time to a 154
z OR symptomatic skeletal 10 1
E Enzalutamide (160 mg QD) event, safety, HRQoL, >
Stratification factors: n=126 biomarkers 0 -
ECOGPS (0i1vs2) Cabazitaxel Abiorenz Cabazitaxel Abiorenz
Time to progression on prior alternative ARTA (0-6 vs > 6-12 months) (N=113) (N=111) (N=163) (N =232)
Timing of ARTA (before vs after docetaxel)
Radiographic progression free survival Overall survival
; gepsored No. of Median rPFS, + Censored No. of Median 08,
’ patients months (95% Cl) 1.0+ patients months (95% CI)
2 (3 Cabazitaxel 129 8.0(5.7-9.2) ° Cabazitaxel 129 136 (11.5-175)
'-g Abi or enz 126 37(28-51) g 087 Abi or enz 126 11.0(9.2-12.9)
g 0.6 HR (95% Cl): 0.54 (0.40-0.73) § 0.6+ HR (95% Cl): 0.64 (0.46-0.89)
= p<0.0001 k)
g 047 = 044
2 02- g
0.2+
: L
0.0 T T T T T 1 v 0.0 T T T T T 1 v
0 3 6 s 2 Time, m cr:tf] s % 30 0 3 6 9 12 _ 18 24 30
No. at_risk n No. 3t risk Time, months
ig.baz'ta‘e' :g; ;1 gé ;1; 2?3 : f [1] Cabazitaxel 129 122 9% 77 51 21 8 2
rorenz Pbiorenz 126 116 88 64 39 1

de Wit, ESMO 2019



Cabazitaxel in DDR+ and DDR- mCRPC

PSA decline on cabazitaxel DDR+ vs DDR- 32% vs 36%, p = 0.64
BRCA1/2 vs non-BRCA vs DDR- 27% vs 35% vs 36%, p=0.62.

BRCA1/2 DDR+
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Aldea, ESMO 2020



Radium-223 radioligand therapy

2PRORADIUM phase Il trial

/ LALSYMPCA Eligibility Criteria\

_ Cause spec. Survival by HRR status
Overall Survival
1.0
*  Symptomatic mCRPC 1007 Hazard ratio, 0.70 (95% Cl, 0.58-0.83) o Group  Median CSS  CI-95%
90 P<0.001 W= gHRR carrier 16.8 months  9.0-14.0
* 22 bone metastases 30- o] = Noncamer  115months 95241
° NO known visceral mets . 70 aH Log rank p-value= 0.078; HR 0.6 (0.3-1.1)
. & 60 Radium-223
* Post docetaxel, unfit for 3 so (median overall
s survival, 14.9 mo)
\ docetaxel or refused docetaxy 5 40
304
Placebo
207 (median overall
104 survival, 11.3 mo)
N = 901 2'1 0 T T T T T T T T T T T T 1
' 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months since Randomization
No. at Risk
Radium-223 614 578 504 369 274 178 105 60 41 18 7 1 0 O Cause-Specific Survival from Ra223 initiation
3 Placebo 307 288 228 157 103 67 39 24 14 7 4 2 1 0 BEE 15 13 13 11 10 7 G 5 % 4 2 2z r 1 1 D 0 d 81 ¢ @
( \ B 954 145 116 B2 B0 ST 42 28 17 11 & 4 : 2 2 n n L} L} [ ]
Best SOC +
Radium-223 Greater benefit
50 kBa/kg Q4W in HRRm patients
up to 6 cycles % Y,

Primary end point: OS 1.Parker, NEJM 2013; 2.Castro, ESMO 2021



1771U-PSMA-617 radioligand therapy: VISION phase Il trial

(i )
1771 u-PSMA-617 binds to PSMA VISION E“glhi“ty Criteria
on the cell membrane with high affinity « mCRPC
: - = Prior treatments:
%;Q( B particle emission 5 >1 NAAD
I\ ™ |4m J | » 1 or 2 taxane
TA, :| Lu-PSMA-617 — PS of 0-2
- PSMA PET/CT+

Prostate cancer cell Best SOC
and neighbouring T Lu-PSMA-617
cell death (7.4 GBq Q6W x
4-6 cycles)

Best standard
of care

DNA damage

~ ?Reduced binding in the kidneys, spleen, liver,
3 salivary glands, lacrimal glands, submandibular |
glands, and bone marrow is expected.

Primary endpoint: rPFS, OS

Morris, ASCO 2021
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VISION phase Il trial: coprimary end points

Radiographic progression free survival

Hazard ratio: 0.40
(99.2% CI: 0.29, 0.57)
p < 0.001 (one-sided)

Median 8.7 vs 3.4 months

—— 177Ly-PSMA-617 + SOC (n = 385)

SOC alone (n = 196)

Number of patients still at risk

TLu-PSMA-617 + SOC

T T T T T T T T T T T T T T T T T T

I I I 1 I 1
0123456 7 8 91011121314 151617 18 192021222
Time from randomization (months)

385 373 362 292 272 235 215194 182146 137121 88 83 71 51 49 37 21 18 6 1 1 0

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

AUTHORISED

Overall survival

100+

90

Hazard ratio: 0.62
(95% CI: 0.52, 0.74)
p < 0.001 (one-sided)

80
70
60

50 Median 15.3 vs 11.3 months

40 -

30

Event-free probability (%)

20
—— 177Lu-PSMA-617 + SOC (n = 551)

SOC alone (n = 280)

OIIIIIIIIIIIIIII
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28

_ . Time from randomization (months)
Number of patients still at risk

"TLu-PSMA-617+SOC 551 535 506 470 425 377 332 289 236 166 112 63 36 15 5 2 0

10

30 3

This medicine is authorised for use
in the European Union.

12/2022 Morris, ASCO 2021



TheraP phase Il trial: 1//LU-PSMA-617 vs Cabazitaxel

PSA >50% Response rate

100 PSA reduction 250%
/ TheraP Eligibility Criteria \ 0~ |||I| m_e
‘Wllllmu

60— B Yes N
* mCRPC

40 Il No post-baseline
-Prior treatments 37% (95% CI 27-46) 66% (95%C1 56-75)

i P— - ..,
» Progression on Docetaxel o- ""’m"
-PS of 0-2 g ORI 111111 N S
-PSMA PET+ and FDG PET+ M. || E——

Change from baseline (%)
o

LT T RRERER
\ (no discordant results) / S .. | S
Cabazitaxel (n=101) [*"Lu]Lu-PSMA-617 (n=99)
PSA or rPES
N =200 1:1 1-00 - [7Lu]Lu-PSMA-617
) g —— (Cabazitaxel
©
g 075 HR 0-63 (95% Cl 0-46-0-86)
2 p=0-0028
, S 050-
) g
Best SOC 2
g 025-
177 LU-PSMA-617 g
(=
8.5 GBC] Q6W 0 T f!'. T T T |8
0 3 9 12 15 1
up to 6 cycles Y, Mont
Mumber at risk ontns
. _ Cabazitaxel 101 46 31 14 2 1 0
Primary end point: PSA>50% Response rate ["'Lu]-PSMA-617 99 67 38 28 17 11 4

Hofman, Lancet Onc 2021



177LU-PSMA-617 radioligand therapy: ptient selection

Activity in randomised trials

1TheraP 2\/ISION
CONTROL ARM Cabazitaxel s0C The narrower the selection
the higher the response
Patient selection PSMA PET PSMA PET
+ FDG PET
selection is an issue
ORR (RECIST) 49% 51% 2%
3PSA response according to PSMA-PET SUV
Cabazitaxel Cabazitaxel, ["Lujlu-PSMA-617 [*"Lu]Lu-PSMA-617, OR (95% CI)
(n/M} % {95% CI) {n/N) % {95% CI)
Minor benefit in patients with T by o e ot e ot
QL PSMA SUVmMean <6-9 1228 43% (25-63) Bf21 29%(12-52) ————t— 053 (0-15-1.74)
PSMA SUVmean < 10 praeniets Jo wemwm o o Ty
Q4: PEMA SUV mean 210.8 11/23 A2 {27-69) 24/17 89% (70-97) - & 273(2.25-4437

T T T T 1
0-25 1.0 20 40 80 160

+— —P
Faveurs cabazitaxel Favours [ LuLu-PSMA-617

1.Sartor, NEJM 2021; 2.Hofman, Lanc Onc 2021; 3. Buteau, Lancet Onc 2022



Patient population

d clinict
177Lu-PSMA-617 vs a chenage — —ally significant ol o efitin
- s statls jon- tion resistant
a

. . n A nlhow
in androgen receptor pathway inhibi Novarﬂsp‘\ d?ggraphicp"’gre:s taticcastrd

in taxane naive patients with mCRPmean‘ 9‘ ﬂhPSMA’P"s

the PSMATfore phase Il trial pros\ate canc J——
) A_pgsxtwe
Fs)in PSM
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ncement purs! dpoint of radiog sed chemother:
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pfuwct M me 1) therapy s hefore €€
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www.clinicaltrials.gov: NCT04689828

177Lu-PSMA-617 in combination
with standard of care vs SOC alone
in MHSPC: a phase lll trial

www.clinicaltrials.gov: NCT04720157

acddressing a significa

P
- Fi din 5!{)()6 t’eSeU!eda! andu
i ok e

NOVa{ﬂS is advancm

treatment

Patients
Key eligibility
— Confirmed metastatic
prostate adenocarcinoma

— PSMA-positive disease as
seen on a 68Ga-PSMA-11
PET/CT scan
ECOG performance < 2
Treatment naive OR up to 45
days of ADT prior to inclusion
(if in the adjuvant/neo
adjuvant setting must have
been discontinued > 12
maonths prior to inclusion AND
must not have exceeded 24
months of therapy) OR Up to
45 days of CYP17 inhibitor or
ARDT prior to inclusion

oming medical meeting
el

abroad pcrtfolio of ra
g a

Diagnostic Test: 68Ga-PSMA-11

177Lu-PSMA-617 (IV

once every 6 weeks for Efficacy end points
6 cycles) .
7 Primary:
SOC (ADT+ARDT) =LA

- 05

Secondary:

— PSAS0

— Time to mCRPC
— PFS

— -PFS52

— -Safety

R
A
N
D
0
M
|
z
E
D

SOC (ADT + ARDT)

[y
=



http://www.clinicaltrials.gov/
http://www.clinicaltrials.gov/

Treatment options in the evolving scenario of mCRPC

ADT alone

ADT + Docetaxel

ADT + Abiraterone
ADT + Apalutamide
ADT + Enzalutamide

ADT + Docetaxel
+ Abi/Daro

BRCA

BRCA

BRCA

BRCA

00 00

First line mCRPC

Enzalutamide or Abiraterone,
Docetaxel (or Radium)

Later lines mCRPC

If not previusly given

ARTA + PARP inhibitor

Enzalutamide or Abiraterone,
Cabazitaxel (or Radium)

Cabazitaxel (or Radium)

PARP inhibitor

Cabazitaxel, 177/Lu PSMA,
Radium

Docetaxel/Cabazitaxel
NHA
177Lu PSMA
Radium
Parp inhibitor*

Pembrolizumab™*

Metastatic Hormono sensitive

Metastatic Castration Resistant

*if BRCA Mut **if MSI-H




Final remarks for mCRPC

Several life prolonging agents, segence is unclear

Lack of data after combo treatment for mHSPC

BRCA testing as soon as possible mm) New data in 1L mCRPC for BRCA Mutant
Don’t forget bone protecting agents

Later lines:
» ARTA cross resistance well defined
» Cabazitaxel, Radium-223, 17/LU-PSMA, PARP Inhibitors, Pembro are options

Enroll your patients in clinical trials whenever possible
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