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Systemic therapy of prostate cancer 2023

: It line Metastatic CRPC
! sipuleucel-T
Metastatic HSPC abiraterone
* Docetaxel + enzalutamide
Abiraterone + ADT docetaxel
Docetaxel + radium-223
Darolutamide + PARP + Abiraterone + ADT
ADT PARP + Enzalutamide + ADT
Apalutamide
Enzalutamide

Non-Metastatic HSPC
* enzalutamide

Androgen deprivation
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Prostate Cancer Axis
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Metastatic Hormone Sensitive

Prostate Cancer
= Clinical Problem

- Triplet vs Doublet Treatment
- NCCN Guidelines 1.2023

M1 VV.WW, XX, YY.2Z .

ADT"Y with one of the following:
* Preferred regimens:
» Abiraterone (category 1)":°°
» Apalutamide (category 1)4
» Enzalutamide (category 1)"
or
ADT"Y with docetaxel and one of the following?22:
* Preferred regimens:
» Abiraterone (category 1)uY.ee
» Darolutamide (category 1)"
or
ADTY with EBRTP to ttggtprimary tumor for low
metastatic burden M1

or
ADTUu.uu,ccc



Historical Data: CHAARTED Study
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Androgen Pathway Inhibitors

LATITUDE: Abiraterone Acetate for mHSPC

Radiographic Progression-Free Survival

| Hazard ratio, 0.47 (95% Cl, 0.39-0.55)
10+ p-0.001

Abiraterone
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Fizazi et al (2017) N Engl J Med 377: 352-60
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TITAN: Apalutamide for mHSPC

Radiographic Progression-Free Survival
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ARCHES and ENZAMET
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Armstrong et al (2019) J Clin Oncol 37: 2974-2986; Armstrong et al (2022) J Clin Oncol DOI: 10.1200/JC0.22.00193

ENZAMET: Enzalutamide for mHSPC

Clinical Progression-Free Survival Overall Survival
100+ 100+
Enzalutamide
754 Enzalutamide 75+
& Standard care
i Standard care 0]
254 25
Hazard ratio, 0.40 (95% CI, 0.33-0.49) Hazard ratio, 0.67 (95% Cl, 0.52-0.86)
P<0.001 by log-rank test P=0.002 by log-rank test
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Davis et al (2019) N Engl J Med 381: 121-131




PEACE -1|

Key Eligibility Criteria
De novo mCSPC

Distant metastatic disease by 2 1 lesion on bone scan

and/or CT scan

ECOGPS 0 -2

On-Study Requirement

Continuous ADT

Permitted
ADT < 3 months

ratification

ECOG PS (O vs 1-2)

Metastatic sites (LN vs bone vs visceral)

Type of castration (orchidectomy vs LHRH agonist vs
LHRH antagonist)

Docetaxel (yes vs no)

100
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Overall population

HR 0-82 (95-1% Cl 0-69-0-98); p=0-030

RANDOMIZATION
- 1:1:1:1

Nov 2013 — Dec 2018

SOC
(n = 296)

SOC+Radiotherapy
(n=293)

n=1173

SOC+Abiraterone+
Radiotherapy
(n=292)

ECOG PS, Eastern Cooperative Oncology Group performance status

ADT with docetaxel population

HR 0-75 (95-:1% Cl 0-59-0-95); p=0-017
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Fizazi et al (2022) Lancet https://doi.org/10.1016/ S0140-6736(22)00367-1



ASCO 2023

2023 ASCO

ANNUAL MEETING

Prostate irradiation in men with de novo, low-volume,
metastatic castration-sensitive prostate cancer (mCSPC):

Results of PEACE-1, a phase 3 randomized trial with a 2x2 design

Alberto BOSSI,
Institut Gustave Roussy, Amethyst RT Group, France

Stéphanie Foulon, Xavier Maldonado, Paul Sargos, Ray McDermott, Paul Kelly, Aude Fléchon,
Bertrand Tombal, Stéphane Supiot, Dominik Berthold, Philippe Ronchin, Gabriel Kacso, Naji Salem,
Fabio Calabro’, Jean-Frangois Berdah, Ali Hasbini, Marlon Silva, Jihane Boustani, Héléne Ribault,
Karim Fizazi

2023 ASCO m wusinica ov Alberto Bossi ASCO smcamans
ANNUAL MEETIN Fresematon (s property of the smor and ASCO Permisson sequres 156 euss; Comtact penmesions Banco org KNOWLEDGE CONQUERS CANCER



ASCO 2023

Treatments

Androgen Deprivation Therapy (ADT) continuously (LHRH agonist/antagonist or
bilateral orchiectomy)

+/- Docetaxel 75 mg/m?/3w x 6 (G-CSF recommended)
Abiraterone 1000 mg/d + Prednisone 5 mg BID until disease progression or
intolerance (concomitant to docetaxel)

Radiotherapy (RXT) of the prostate 74 Gy in 37 fractions (after docetaxel is
completed)

2023 ASCO m '-‘<-t~~.klf)§v1f>aosx )
Endpoints

o Radiographic progression-free survival (rPFS):
* PCWG2 criteria

* Imaging at least gbm after PSA rise

o Overall survival (OS)

pecific antigen; CRPC: Ca prostate cancer; NE; Neuro-endocrine

aonr ASCO VPSS .o o Alberto Boss

> Castration resistance-free survival
o Serious genitourinary event-free survival

o Prostate cancer specific survival

o Time to next skeletal-related event
PSA response rate
o PSA at 8 months after initation of SOC
o Time to pain progression
> Time to chemotherapy for CRPC
> Quality of life
o Toxicity
o Changes in bone mineral density (BMD)
o Biomarkers
o Outcomes for pts with NE differentiation

ASCO



ASCO 2023

Patients' characteristics (overall population)

Median age, year (Min-Max)
ECOG PS score, n (%)

Gleason score at diagnosis, n (%)

Metastatic sites, n (%)

Median time from diagnosis, month (IQR)

SOC (+/- Abi) +
Radiotherapy
(n=584)

66 (37-94)

SOC (+/- Abi)
(n =588)

67 (43-88)

0 411 (70) 413 (71)
12 177 (30) 171(29)
<7 142 (23) 136 (24)
28 429 (74) 441 (75)
Missing 17(3) 7(1)

2.2(15-31) 2.3(1.5-3.2)

Lymph nodes only 51(9) 48 (8)

Bone only 474 (81) 473 (81)

Visceral 63(11) 63 (11)
Disease volume, n (%) Low 253 (43) 252 (43)

High 335(57) 332(57)
Median baseline PSA, ng/mL (IQR) 13.1(35-57.1) 12.6 (3-62.4)
Docetaxel, n (%) Yes 355 (60) 355 (61)

2023 ASCO m suseemn o AlDerto Bossi

No 233 (40) 229 (39)

Patients' characteristics (low volume population)

SOC (+/- Abi)
(n=253)

67 (43-86)

SOC (+/- Abi) +
Radiotherapy
(n =252)

66 (46-84)

Median age, year (Min-Max)

ECOG PS score, n (%) 0 180 (71) 194 (77)
1-2 73 (29) 58 (23)

Gleason score at diagnosis, n (%) <7 71(27) 66 (26)
28 173 (70) 184 (73)
Missing 9(3) 2(1)

Median time from diagnosis, month (IQR) 2.5(1.8-3.4) 2.6 (1.7-3.5)

Metastatic sites, n (%) Lymph nodes only 47 (19) 41 (18)
Bone only 206 (81) 211 (84)

Median baseline PSA, ng/mL (IQR) 10.3 (3.3-31) 9(2.3-39.1)

Docetaxel, n (%) Yes 127 (50) 127 (50)

No 126 (50) 125 (50)

median follow-up : 73 months



ASCO 2023

OS (low volume population)

S0C ) R SOCHAb: SOCIADI R
(n=127) T 6) {n=126) (n=126)
Median, ys. 71 58 69 NE
(95.1%¢1) (56NE) | (5.1NE) (5.0NE) (6.4N6)
SOC+ADI+RT Events,n 57 60 54 4

3 28 . 119 1.05 0.81
HR (9! * pf

% 0.6 v 0C BIIAIRCH e (082172)  (0.72154) | (055121

Ah

@ SOC+Abi Global p-value 0.29

I -

[ S 118 0.77

5 04 HR(951%C1)* R f

& 4 R{93INCY"| Ref. | (o miazn) i (0.511.16)
P-vakies 039 021

arms w/wo Abi

5

2 3 4

Time from randomization (in years)

Number at risk {consored)

SOCHADIART 126(0) 122(0} 11140; 1003 M4 72(1% 18(49

2023 ASCO m susevmen o AlDEMO Boss

SOC W+ 3
- (n=127) ) (n=126) (n
S
2 Median, ys. 30 26 a4 7.5
3 084 (99.9%C1) (2348) | (1.748) (2573) (4,00¢)
@
o
- . Events, n 87 89 4 55
£ o6 SOC+AbI+RT =
e \ » 111 0.76 0.50
:J SOC+Abi HR(99.9%C1) Ref (0.67-1.84) (0.451,28) (0.280.88)
§ 0.4 Global p-value <0.0001
5 e
z - K 108 0.65
B SC+RT HR(OIIKC®  Ref | Ref s
¥ 024
e Ly aan 061 0.02
< w/wo Abl

2 3

Time from randomization (in years)

Number at risk (cansored)

50C 127(0]

A M ASCO =



ASCO 2023

Time to Serious Genito-Urinary events (low volume pop.)
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Urinary Catheter
Double J Stent
Nephrostomy

Prostate RT or TURP 27 4 TURP (all RT)

Radical Prostatectomy 1 1

“with available data regarding Serious Genrfo-Urinary events

= Alberto Bossi ASCO =

,VmASCO m Dipm..



ASCO 2023

Castration Resistance Free-Survival (low volume pop.)
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Toxicity, Grade 3-5 (overall safety population®)

| soc+/-abi(n=604) SOC+/-Abi+RT* (n=560)

n (%) n (%)
Hypertension 110(18) 127(23)
Neutropenia 40(7) 29 (5)
Febrile neutropenia 20(3) 19 (3)
Hepatotoxicity 22 (4) 18 (3)
Fatigue 17 (3) 12(2)
Gastro-Intestinal disorders 29 (5) 17(3)
Rectal Haemorrhage 0(0) 5(1)

“Safety population: patients who recelved any parn of study treatmenst, according to study treatments actually recenved



ASCO 2023

Conclusions

Combining prostate RT with intensified systemic treatment (Abiraterone w/wt
docetaxel) improves rPFS and CRPC free-survival in men with low burden,
de-novo mCSPC.

No detectable impact of prostate RT on OS, minimal added toxicity.

For the first time, PEACE-1 also establishes a role of RT in the prevention of
serious GU events, irrespective of the metastatic burden.

A triplet of ADT+Abiraterone+prostate RT should be considered a standard in men
with de-novo low burden mCSPC (additive effect). RT may also be considered in
selected men with de-novo high burden mCSPC (“quadruplet”).




* Practice Confirming *

® My practice based on PEACE-1 study

® Metastatic hormone sensitive prostate
cancer based on STAMPEDE trial.
Radiation to primary prostate cancer
showed overall survival.

® Peace-1 may not have shown overall
survival however decreased GU events
such as hydronephrosis, TURBT eftc



ARASENS Study (Triplet)

ASCO Genitourinary
Cancers Symposium

Overall survival with darolutamide versus placebo in
combination with androgen-deprivation therapy and
docetaxel for metastatic hormone-sensitive prostate
cancer in the phase 3 ARASENS trial

Matthew R. Smith, MD, PhD,' Maha Hussain, MD,2 Fred Saad, MD,? Karim Fizazi, MD, PhD,* Cora N. Sternberg, MD 5

E. David Crawford, MD,® Evgeny Kopyltsov, MD,” Chandler H. Park, MD,8 Boris Alekseev, MD,® Alvaro Montesa Pino, MD, 10

Dingwei Ye, MD, ! Francis Parnis, MB, BS,2 Felipe Melo Cruz, MD,'® Teuvo L.J. Tammela, MD, PhD,' Hiroyoshi Suzuki, MD, PhD,5
Heikki Joensuu, MD, ¢ Silke Thiele, MD,'7 Rui Li, MS, 8 Iris Kuss, MD, "7 Bertrand Tombal, MD, PhD'®

'Massachusetts General Hospital Cancer Center, Boston, MA; “Northwestern University, Feinberg School of Medicine, Chicago, IL; *University of Montreal Hospital Center, Montreal, Quebec,
Canada; ‘Institut Gustave Roussy, University of Paris-Saclay, Villejuif, France; ‘Englander Institute for Precision Medicine, Weill Cornell Department of Medicine, Meyer Cancer Center, New
York-Presbyterian Hospital, New York, NY; 5UC San Diego School of Medicine, San Diego, CA; “Clinical Oncological Dispensary of Omsk Region, Omsk, Russian Federation; *Norton Cancer
Institute, Louisville, KY; °P. Hertsen Moscow Oncology Research Institute, Moscow, Russian Federation; '"UGC Intercentros de Oncologia Médica, Hospitales Universitarios Regional y Virgen
Victoria, IBIMA, Malaga, Spain; ""Fudan University Shanghai Cancer Center, Xuhui District, Shanghai, China; ?Ashford Cancer Centre Research, Kurralta Park, SA, Australia; *Nucleo de
Pesquisa e Ensino da Rede Sao Camilo, Sao Paulo, Brazil; *Tampere University Hospital, Tampere, Finland; '*Toho University Sakura Medical Center, Chiba, Japan; '*Orion Corporation
Orion Pharma, Espoo, Finland; "Bayer AG, Berlin, Germany; '"Bayer HealthCare Pharmaceuticals Inc., Whippany, NJ, USA; '*Division of Urology, IREC, Cliniques Universitaires Saint Luc,
UCLouvain, Brussels, Belgium

ASCO Genitourinary YBUEE  ecsoveo ov Matthew R. Smith, MD, PhD ASCO i
Cancers Symposium Contant o i pesenision i e propery of e aur, Bcee by ASCO, Permiosion eared o rouse ety




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Darolutamide and Survival in Metastatic,
Hormone-Sensitive Prostate Cancer

Matthew R. Smith, M.D., Ph.D., Maha Hussain, M.D., Fred Saad, M.D.,
Karim Fizazi, M.D., Ph.D., Cora N. Sternberg, M.D., E. David Crawford, M.D.,
Evgeny Kopyltsov, M.D., Chandler H. Park, M.D., Boris Alekseev, M.D.,
Alvaro Montesa-Pino, M.D., Dingwei Ye, M.D., Francis Parnis, M.B,, B.S.,
Felipe Cruz, M.D., Teuvo L.J. Tammela, M.D., Ph.D., Hiroyoshi Suzuki, M.D., Ph.D.,
Tapio Utriainem, M.D., Cheng Fu, M.D., Motohide Uemura, M.D., Ph.D.,
Maria J. Méndez-Vidal, M.D., Benjamin L. Maughan, M.D., Pharm.D.,
Heikki Joensuu, M.D., Silke Thiele, M.D., Rui Li, M.S., Iris Kuss, M.D.,
and Bertrand Tombal, M.D., Ph.D., for the ARASENS Trial Investigators*

March 24, 2022
N Engl J Med 2022: 386:1132-1142
DOI: 10.1056/NEJMo0a2119115



ARASENS

; ARASENS: Darolutamide vs Placeboin
Combination With ADT + Docetaxel in mCSPC

= |nternational, randomized, double-blind phase Il trial in 286 sites across 23 countries

Stratified by metastasis stage (M1a vs M1b vs M1ic),
alkaline phosphatase level (< vs 2 ULN)

Darolutamide 600 mg PO BID +

% ADT +
/ Descelseel 75 e, 0 Until symptomatic PD
Patients with newly D1 x six 28-day cycles N tx
diagnosed metastatic (n=651) g P I
- 5 _ unacceptable toxicity,
= ((:I'\JE—C???OSS) o Placebo PO BID + patient—physician
\ ADT + decision, or nonadherence

Docetaxel 75 mg/m? on
D1 x six 28-day cycles
(n=655)

= Primary endpoint: OS

= Secondaryendpoints tested hierarchicallyin this order: time to CRPC, time to pain progression,
SSE-free survival, time to first SSE, time to initiation of subsequentanticancertherapy, time to worsening
of physical symptoms, time to first opioid use, safety

Smith. NEIM. 2022;[Epub]. Smith. ASCO GU 2022. Abstr 13. NCT02799502.




Overall Survival

ARASENS: OS (Primary Endpoint)

i = Addition of darolutamide to
- ADT + docetaxel significantly
%— 80+ reduced risk of death by
2 701 Darolutamide 32.5% vs placebo (P <.001)

-
é il — 75.6% of patients in placebo
a ool arm received subsequent
% 20 o life-prolonging systemic tx
E 304 Median Survival, Mo Darolutamide Placebo £
.% ) {95% C1) NE 45.9 (44 4-NE} = (OSbenefit observed across
a HR for death: 0.68 most subgroups
(95% CI: 0.57-0.80; £<.001)
0 — HR (95%) for those stratified

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 ; :
. e ene by metastatic stage at initial
MaHince Randondzaflon dx: M1, 0.707 (0.590-0.848);

MO, 0.605 (0.348-1.052)

Patients at Risk, n
Darolutamide 651 645 637 627 608 593 570 548 525 509 486 468452 436402267139 56 8 0 O
Placebo 654 646 630 607 580 565 535 510 488470441 424402 383340218107 37 6 1 O

Smith. NEJM. March 2023




ASCO GU 2023 Update

ARASENS VOLUME Subgroups: Overall Survival

High-volume mHSPC Low-volume mHSPC

Darolutamide + ADT + docetaxel
Median, NR (95% CI: NR-NR)
: S

-~
(=}

b4
S

o
o

Y
Placebo + ADT + docetaxel e ¢
Median, 42.4 mo (95% Cl: 39.7-46.0) a0 00- -

Hazard ratio, 0.69 Hazard ratio, 0.68
(95% ClI: 0.57-0.82) (95% ClI: 0.41-1.13)

Patients Who Survived (%)
Patients Who Survived (%)

9 12 15 18 21 24 27 30 33 36 39 4 4 9 24 27 30 33
Months Months

Number of high-volume patients at r Numbet

Darolutamide 497 454 486 479 462 d 318 35 3 326 3 5 <] 2 0 rolutamide 154 151
Placebo 508 502 491 469 444 43 g 9 233 153 y 0 cebo 146 144

Analysis by unstratified Cox regression model. Cl, confidence interval; NR, not reached.

messenizo ev: Maha Husssin, MD, FACP, FASCO Courtesy of Maha Hussain, MD, FACP, FASCO ASCO zxsv
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ASCO GU 2023 Update

ARASENS RISK Subgroups: Overall Survival

High-risk mHSPC Low-risk mHSPC

Darolutamide + ADT + docetaxel
Median, NR (95% CI: NR-NR)

—

-

M,

o=

&
Placebo + ADT + docetaxel st 50055
Median, NR (95% CIl: NR-NR)

Patients Who Survive
Patients Who Survive

1 Hazard ratio, 0.71 ' Hazard ratio, 0.62
(95% CI: 0.58-0.86) (95% CI: 0.42-0.90)

Months

rreesenreo sy: Maha Hussain, MD




How do you decide!?
Triplet vs Doublet




Prostate Cancer
Classification

H ig h Volume Newly-diagnosed
Any of:

Visceral » Metastatic

Greater than 3 + Node-Positive

bone lesions with 1 |* 220f: Stage T3/4
xtra-axial e Ml
€ Gleason 8-10

High Risk RS
Gleason 8-10 » Fit for all protocol treatment

At least 3 bone + Fit for follow-up
lesion v WHO performance status 0-2
Measurable * Written informed consent

visceral lesions

Relapsing after previous RP or
RT with 21 of?

» PSA 24ng/ml and rising with
doubling time <6m

+ PSA 220ng/mi
» Node-positive
+ Metastatic

Full criteria

www.stampedetrial.org




Synchronous vs Metachronous
Prostate Cancer

Synchronous

Patients diagnosed with a primary prostate
cancer and metastases simultaneously

Metachronous

Patients diagnosed with nonmetastatic
disease at initial diagnosis and develop
metastases during follow up




' Staging

~ prognostication
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Halabi, JCO, 201 6; Gravis Eur Urol 2018; Kyriakopoulos JCO 2018

ADT Alone (using

CHAARTED and
GETUG)

Relapsed Low Volume
(Metachronous)

Relapsed High Volume

(Metachronous)

De Novo Low
Volume
(Synchronous)

De Novo High
Volume
(Synchronous)

Median

4.5

4.5
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NCCN guidelines mCRPC 1.2023

SYSTEMIC THERAPY FOR M1 CRPC: ADENOCARCINOMA il kkk,lil

mmm

« Preferred regimens
» Abiraterone“""" (category 1°°°)
» Docetaxel™PPP (category 1)
» Enzalutamide (category 1)
« Useful in certain circumstances
» Radium-223"" for symptomatic bone metastases (category 1)
» Sipuleucel-Tf999 (category 1)
« Other recommended regimens
» Other secondary hormone therapy"

mmm,sss

« Preferred regimens
» Docetaxel (category 1)
« Useful in certain circumstances
» Cabazitaxel/carboplatinff.ll
» Olaparib for HRRm (category 1)™
» Radium-223"" for sxmptomatlc bone metastases (category 1)
» Rucaparib fo, BRC mutation"
» Sipuleucel-
« Other recommended regimens
» Abiraterone:""™"
» Abiraterone + dexamethasone""™VVV
» Enzalutamide!
» Other secondary hormone therapy"

Prior docetaxel/no prior novel hormone therapy™™™

« Preferred regimens
v Ablraterone“ nnn (category 1)
» Cabazitaxelf
» Enzalutamide" (category 1)
« Useful in certain circumstances
» Cabazitaxel/carboplatin .l
» Mitoxantrone for palliation in s‘mptomatic patients who
cannot tolerate other therapies
» Radium 223’" for symptomatic bone metastases (category 1)
» Sipuleucel-Tf999
» Other recommended regimens
» Other secondary hormone therapy"

Prior docetaxel and prior novel hormone therapy™™™$%$

« Useful in certain circumstances
» Lutetium Lu 177 vipivotide tetraxetan (Lu-177-PSMA-617) for PSMA-
positive metastases (category 1)"W%
(The following systemic therapies are category 2B if visceral metastases
are present)
* Preferred regimens
» Cabazitaxel (categorxf1 000)
» Docetaxel rechallenge
* Useful in certain c:rcumsm es
» Cabazitaxel/carboplatin
» Mitoxantrone for palliation in symptomatic patients who cannot
tolerate other therapies
» Olaparib for HRRm ﬁate&or&ﬂ“
» Pembrolizumab for MSI MR, or TMB 210 mut/Mbfff
» Radium-223"" for sxmptomatlc bone metastases (category 1°°°)
» Rucaparib for BRCA mutation4!
« Other recommended regimens
» Abiraterone":"""
» EnzalutamideY
» Other secondary hormone therapy!




Prostate cancer genetics

Somatic

* 23% of metastatic castration-resistant prostate
cancers harbor DNA repair alterations

* The frequency of DNA repair alterations increases
in metastatic disease vs. localized disease
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1. Robinson D, et al. Cell. 2015;161:1215-28. 2. Pritchard CC, et al. N EnglJ Med. 2016;375:443-53.

Germline

RAD51C, 1%

MSH6, 1%
MSH2, 1%
GENT1, 2%

MRE11A, 1%

12% of men with metastatic prostate cancer
have a germline DNA repair defect



ASCO 2023 PROpel

Preclinical rationale for a combined effect of PARP and AR inhibition

PARP and AR are important for DNA repair in prostate cancer

PARP activity facilitates repair

> Waddil of DNA single-strand breaks

DNA damage Lo Tt AR binds DNA and facilitates
{single- and double- DNA repair mechanisms UL reparr through multiple pathways

strand breaks) that Involve AR and PARP @
K PARP enables AR binding

> WU to damaged DNA

e=—

) : trapping
—f |
T AL L
Accumulation of Ly
DNA single- DNA double- Inhibition of AR DNA Increased DNA damage and anti-
strand breaks strand breaks binding and repair prostate cancer efficacy

DNA. decayribonucieic acid NHA mongd agent. PARP, poly(ADP-ribcse)

B 2017.18:610-21. 2. Pokingh { al. Car ¥ecov 20133124583, J. Lord et &l & 2017.388:1182 Pommer efal Sa T
1134-49. 6. Asim &¢ & Nat Commun 1

exsowto an Frofessor Noel Clare AS( O CoMEAL O
WL 1 OOy O B BT 2AE A FOrTHANS. Ieraere] ¥ wraT [T s o ENOWLEDGE COMOUERS (




ASCO 2023 PROpel

PROpel: Phase lll trial design

Patient population Primary end
x point
1L mCRPC Ablatarone 1000 mg qd = rPFS by investigator assessment

- S
Asymptomatic, mildly olaparib 300 mg bid {sensitivity analysis by blinded independent central review)

symptomatic, symptomatic n=399

No prior abiraterone Key secondary endpoint
stopped 212 months prior
to enroliment Additional preplanned analyses:
ECOG 0-1 TEST
Abiraterone 1000 mg qd* PFS2

+

HRQoL

HRRm status (by tissue and ctDNA after randomization
and before primary analysis; see supplement)

Prior taxane at mHSPC
yes vs no Safety and tolerability
DCO3: 12 October 2022

DCO1: 30 July 2021 DCO2: 14 March 2022 OS (final pre-specified)
rPFS (pnmary) OS (intenim) current dataset

Analysis timeline; [F————————,eo

3, Eastern Cooperative cology Group. MRRm, homologo nat repair mulstion. HRQol health-refated quallty of Me. m
BSSON Of death. go. once daly ST e 10 frsd subseg Py Of geath

ressovto ae Professor Noel Clarke AS‘ o et St
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Stratification factors

« Site of distant metastases placebo
bone only vs visceral vs other n=397
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PROpel: baseline characteristics’

Balanced between trial arms

Abiraterone + olaparib
(n=399)

Median (range) age, years 690 (43-981)

Abiraterone + placebo
(n=387)

70.0 (46-88)

ECOG performance status, n (%)
0 286 (71.7)
1 112(28.1)

272 (68.5)
124 (31.2)

Symptomatic (BPI-SF item #3 score 24 and'or opiate use), n (%) 103 (25.8)

80 (20.2)

Site of metastases, n (%)
gone 349 (87.5)
Distant lymph nodes 133 (33.3)
Locoregional lymph nodes 82 (20.6)
Lung 40 (10.0)
Liver 15(3.8)

330 (854)
119(30.0)
89 (224)
42 (106)
18(4.5)

Docetaxel treatment at mHSPC stage, n (%) 90 (22 6)

89 (22.4)

Median PSA, ug/L (IQR) 17.90 (6.09-67.00)

16.81 (6.26-53.30)

HRRm status, n (%)"
HRRm 111 (27.8)
Non-HRRm 279 (69.9)
HRRm unknown 9(23)

115(29.0)
273 (68.8)
9(23)

BRCAm prevalence, n (%)
BRCAmM 47 (11.8)
Non-BRCAmM 343 (86.0)

38 (9.6)
350 (88.2)

The preplanned tumcr bssue and plasma ctONA %esting was conducied after randomization and before prmary analysis. Results fom tumor Sssue and plosma ctONA were combmed 10 determne patents

pplement for more details), BRCAm, BRCAT andior BRCA2 mutation; BPILSF, Beief Pain lventory ~ Short Foemn, IQR. inteeguantiie range, PS

JU Evidence 2022.1(9
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PROpel: primary rPFS results (DCO1)?

Abiraterone + olaparib significantly prolonged rPFS versus abiraterone + placebo in the ITT population

rPFS by investigator assessment (INV) rPFS by blinded independent central review (BICR)

Abraterone » | Abwaterone = Abiraterone « Abiraterons «
S olapar®d (r=3%9) | placebo (n=197) 10+ olaparnid (n=3339) | placebo (n"397)
2 k\. Events,n (%)  168(421) 226 (36.9) 2 ‘. 2 Events,n (%) 157 (39.3) 218(54.9)
_}"‘M 2 1 % "\ P M
o B Median, months 243 65 od \ NS Modian, months 216 64
_——e
BN . HR (95% C1) 0.06 (0.54-0.81) , R Yy HR (95% C1) 0.61 (0.48-0.74)
i’ ™~ L P value <0.0001 -4 s . \ . P value <0.0001 (nominad)
€ ool ~ a € o R o
s - \x..“_. 28600 boundary %r significance s A G,
1 2o - 0.0324 - —t—sss
. - e £ -
2 : s - | o "\ . |
= RS - - \ -— -
& e & o>
>4
A\ 8.2 montns A 11.2 months
7 ~— T 1 — —————— ———————— T T
: 4 8 10 12 14 *® 18 N 2 24 26 28 X ) 2 4 " ] " 12 [ ¥ 1§ A 2 M X 21 )]
Timas from randomaation (mortha) Time from rendomization (months)
Mty of pusents of ik MIEer of paTens & 54
A aterime + okt 390 G e U " A 1% 104 " s N e ' Morwersen solperi 200 30 I OIM D I 3 I e . w »
- Iy - - . - - - . - - - -

the abialercne and clapard ane, and 13 4 months in the abiraterone and placedo am (19.3 and 13 2 months

for nvestigalonassessed 1PFS for censored patients was 153 months i

T, Imtsntion-to-veat
1. Clarke N ot al. NEJM Evidence 2022;1(9). Copyrign

2022 Massachusets Meacal Soc ﬁf‘/ Repnnted with pamission from Massachusetts Meacal soc i 4
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ASCO 2023 PROpel

PROpel: rPFS in subgroups (DCO1)’

rPFS benefit observed across all subgroups

Numb’g“%(nf:ents‘ Median rPFS, months : HR (95% C)

All patients 3941796 248 < N I 0.66 (0.54-0.81)
Age at randomization, years

<85 1087227 NR 16 4 - - o | 0.51 (0.35-0.75)

265 288569 220 16.7 . 0.78 (0 62-0.98)
Site of distant metastases

Bone only 177/434 278 2 —— 0.73(0.54-0.68)

Visceral 71/105 13.7 —_— 0.62 (0.39-0.69)

Other 1461257 20.5 13.7 b el | 0.62 (0.44-0.85)
Docetaxel treatment at mHSPC
stage i

Yea 05/180 276 138 ———— 0.61 (0.40-0.92)

No 290607 248 16 8 — 0.71 (0.56-0 89)
HRRm status® !

HRRm 116/226 NR 139 ' . ' § 0.50(0.34-0.73)

Non-HRRm 268/552 24.1 1€ — 0.76 (0.60-0.97)
BRCAm status*

BRCAM 42/85 NR . » . —t 0.23(0.12-0.43)

Nen-BRCAm 342/663 24.1 16.0 . 0.76 (0.61-0.64)

C'l ; o ,‘0
Abiraterone + olaparib better Abiraterone + placebo better

nouciad aher randomizaton and Defore pamary analysis. Results fom tumor tssws and plasma CIDNA were

Clarke N of &) NEJA Evidence 2022 1(9). Copynight © 2
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PROpel: OS at final pre-specified analysis (DCO3)

In the ITT population, median OS was >7 months longer in the abiraterone + olaparib arm

Abiraterone + | Abiraterone +
olaparib

Events, n (%) 176 (44.1) 205 (51.6)

o Median, months 4241 M7
[¢] HR (95% Cl) 0.81 (0.67-1.00)
S - Pvalue 0.0544
5 05 2-sided boundary for significance
% 0.0377
2 047 — 47.9% maturity
& o3

014 ATA

months
00 T T T T T T T T T T T T T T T T T T T T

0 2 4 6 8 10 12 14 16 18 20 22 4 26 20 N N MU ¥ N W L2 M 6 &

Nusber of pasents at risk Time from randomization (months)
Abiraterone + olaparib WO MO W WS IT4 WA MO N MB 32 N8 MW AT 250 260 M 26 W2 1% W 83 20 10
AbTaterone + placedo W7 WS 388 3&3 36 30 365 37 318 N5 W1 M2 IS4 M1 25 23 M 157 119 84 &3 25

12 October 2022
Madan (range) duration of folow-up for cansored pabeess at DCO3

PREIDELD %

PROpel: OS in HRRmMm and non-HRRm subgroups (DCO3)

A trend towards OS benefit was observed across HRRm and non-HRRm subgroups

HRRm (28.4% of ITT population) Non-HRRm (69.3% of ITT population)
olaparib placebo in=273)
Events, n (%) Events, n (%) 123 (84.1) 132 (48.4)

= "\,Rﬂ Median, months L ——— Median, months 421 389
e R MR (95% CI) 0.66 (0.45-0.95) ¥ \\ MR (95°% CI) 0.89 (0.70-1.14
N
y8 s . e
p RS = 7 SN
3 R TE s =
g \ \k_y_\m— S \\\_
Z z o—
3 A £ =
3 oa _— ae
E _— &

Sucted after randomization and before primary analyss. Resuls Fom Mmor Bssue and piasma CIDNA were combined 1o determmine patients HRRM status (see
sstus
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PROpel: most common AEs (>10% patients; DCO3)

Consistent with the known safety profiles of abiraterone and olaparib

Any

Anemia*

Fatigue or asthenia
Nausea

Back pain
Diarrhoea
Constipation
Decreased appetite
Vomiting
Hypertension
Arthralgla
Covid-19
Peripheral odoma
Dizziness

Urinary tract infection
Cough

Hot flush

97.7

B Grade 23
All grade
[ Grade 23

All grade

100 9 80

Abiraterone + olaparib (n=398)
558 I

49.7 16.1 N
38.7 25 8
30.7 03
216 101
206 131
18.6
16,6 1.0 |
15.6 151
153 38H
146
128 38 B
123
12.3
116 2508
11.8
8.8
70 60 S50 40 30 20 10

0 0 10 20 30

Abiraterone + placebo (n=396)

I 0.2
Wasaw 177
15 30.3
03 144
15 19.9
83 104
| 0.3 14.9

8
3 93
W 45
|05
B20 88
03

187
194

126

129

98.0

40 S50 6 70 &0

Proportion of patlents (%)

Pumonary embolism (7.3% vs 2.3%) and cardiac fallure events (1.8% vs 1.8%) were simiar to earlier data cut-offs (see supplement)

g % NCICT

chromi anema
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TALAPRO-2: Phase 3 study of talazoparib plus
enzalutamide versus placebo plus enzalutamide
as first-line treatment in patients with metastatic

castration-resistant prostate cancer
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May 31, 2023

ASCO 2023 PROpel

FDA approves olaparib with abiraterone and
prednisone (or prednisolone) for BRCA-
mutated metastatic castration-resistant

prostate cancer

PROpel: conclusions

PROpel met its primary endpoint demonstrating a statistically significant and clinically
meaningful rPFS benefit in the ITT population of patients with mCRPC treated with
abiraterone + olaparib versus abiraterone + placebo

- Median 24.8 months vs 16.6 months, HR 0.66 (95% C| 0.54-0.81); P<0.0001

0S trend observed with abiraterone + olaparib versus abiraterone was sustained at final
pre-specified analysis

- Abiraterone + olaparib prolonged OS by >7 months versus standard-of-care abiraterone
- Median OS of >42 months is the longest reported to date in a Phase I trial in 1L mCRPC

rPFS and OS benefit was observed across subgroups

The safety profile remained consistent over time, with no new signals observed

Overall results support combination treatment with abiraterone + olaparib as an important new
1L treatment option for patients with mCRPC

ASCO ! \ary DR oo o Professor Noel Clarke ASCO R Ao 30
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TALAPRO-2: Phase 3 study of talazoparib plus enzalutamide
versus placebo plus enzalutamide as first-line treatment for
patients with metastatic castration-resistant prostate cancer
harboring homologous recombination repair gene alterations

(HRR-deficient population)

Karim Fizazi," Arun A. Azad,? Nobuaki Matsubara,® Joan Carles,* Andre P. Fay,” Ugo De Giorgi,®
Jae Young Joung,” Peter C. C. Fong,? Eric Voog,® Robert J. Jones,'® Neal D. Shore,"" Curtis Dunshee, 2
Stefanie Zschabitz,™ Jan Oldenburg,' Xun Lin,'® Cynthia G. Healy,'® Nicola Di Santo,’
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TALAPRO-2: A Randomized, Double-blind, Placebo-Controlled Study

Talazoparib 0.5 mg* + Primary endpoint
Patient population enzalutamide 160 mg, » (PFS by BICRY
- First-line mCRPC once daily
+ ECOG performance status (PS) 0 or 1 (*0.35 mg daily if moderate renal Key secondary endpoint
« Ongoing androgen deprivation therapy impairment) = Overall survival (alpha protected)

Stratification

= Prior abiraterone* or docetaxel in
castration-sensitive setting (yes vs no) PES2 b AR :
HRR gene alteration status Placebo + Yy mveSugator assessmen

(deficient vs nondeficient or unknown) Objective response rate (ORR)
(all-comers cohort only) enzalutamide 160 mg, « Patient-reported outcomes

once daily + Safety

Other secondary endpoints
« Time to cytotoxic chemotherapy

Samples prospectively assessed for HRR gene alterations (BRCA1, BRCA2, PALB2, ATM, ATR, CHEK2, FANCA,
RAD51C, NBN, MLH1, MRE11A, CDK12) using FoundationOne®CDx and/or FoundationOne®Liquid CDx




ASCO 2023

TALAPRO-2: Study Cohorts and Enroliment

Talazoparib + enzalutamide
All-comers (Cohort 1), N=805 mE———— (N=402)
Recruited first, data cutoff: August 16, 2022
Placebo + enzalutamide
BT

N d f] i t rPFS in all-comers population

onaericien tested at 1-sided alpha 0.0125
HRRm

or unknown HRRm

Talazoparib + enzalutamide
(N=200)

HRRm only (Cohort 2), N=399 N—)p

Recruitment continued after completion of (N=199)
enroliment in cohort 1, data cutoff: October 3, 2022

Placebo + enzalutamide

224 1PFS events would provide 85% power to detect an
HR of 0.64 using a 1-sided stratified log-rank test with
an alphaof 0.0125*

*An interim analysis (IA) was planned with ~70% of the tolal required events. The HRRm cohort would be stopped for efficacy If the pre-specified efficacy boundary was crossed
(P <0.003). As the efficacy boundary was crossed at the |A rPFS, this became the final analysis. Survival and safety folow-up s continuing. Al other endpoints are final

A R T iins ASCO =
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TALAPRO-2 HRR-Deficient: Baseline Demographics and Disease Characteristics

These were well-balanced between treatment arms

Age, median (range), years
Prostate-specific antigen (PSA), median (range), ng/mL

Talazoparib + Enzalutamide

(N=200)

Placebo + Enzalutamide
(N=199)

70 (41-90)
19.6 (0.2-3412.0

71 (44-90)
18.0 (0.0-1055.0)

Disease site, n (%)

Bone

175 (87.5)

158 (79.4)

Lymph node

Visceral (lung/liver)

82 (41.0)
23 (11.5)9 (4.5)

94.(472)
26 (13.1)% (3.0)

ECOG PS 01, n (%)
Prior abiraterone® or docetaxel, n (%)

128 (64.0)/72 (36.0)
75 (37.5)

118 (59.3)/81 (40.7)
74 (372)

Abiraterone

Docetaxe

;YISSIN source 'or prosp i HRR gene I iosﬂng. n (“)n)

Tumor tissue only

16 (8.0)

16 (8.0)

57 (28.5)

60(302|

76 (38.0)

80 (40.2)

Tumor tissue and blood (circulating tumor DNA)

Blood (circulating tumor DNA) only

121 (60.5)
3(15)

115 (57.8)
4(20)

ASCO

TALAPRO-2 HRR-Deficient: Baseline HRR Gene Alterations

Representation of HRR gene alterations was consistent with previously published studies

n Talazoparib + Enzalutamide (N=200) u Placebo + Enzalutamide (N=199)

g
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z

BRCA2 ATM CDK12 CHEK2 BRCA1 MLH1 PALB2 NBN FANCA ATR RADSIC MRETIA

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

reatment with talazc s enzalutamide resul 1 a 95% reduced risk of progression or dea
Treatment with talaz zalutamide resu juced ri 0 n or death

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

Events, n 66 104

Median (95% CI),  Not reached 138
months (NR) (21.9-NR) (11.0-16.7)

0.45(0.33-0.61);
P<0,0001

Talazoparib + Enzalutamide

HR (95% Cl)

Probabillity of riPFS

Median follow-up for rPFS was
17.5 and 16.8 months, respectively
Placebo + Enzalutamide
0.0

No. at risk
TALA+ENZA 2 1 131 107 06 &2

& 5 &
en for investigator-assessed rPFS: HR 0.48 (95% CI, 0.33-0.67), P< 0.0001

Stratited bauzaed ratios PRx) and 2-8ided P values 30w reported Shroughout i

Ac t treatment effect with talazoparib plu

Subgroup
Overall
Ago, yoars 210
<70
ECOGPS

Gleason score

0
1
<8
28
Stage at diagnosis Mo
M
Site of metastasis Bone only
Soft tissue only
Bone and soft tissue
Prior abiraterone® or docotaxel Yes
No 51125
BRCA172 54/84
50115

The HR for all patients, and by BRCAT/2 status, was based on & Cox mode| stratified -

Dy the randomization stratification factors. For all other subgroups, the HR wis based Enzalutamide
0N an unstratfied Cox Modal with treatment as the only covan
o cve

SOS 0%0 paGrt i SCh TRMENT A WD 19C6VGH DY

2023 Asco m secsoemo o Professor Kanm Fizaa)

Favo

0 A R o et TALAPRO-2 HRR-Deficient: Subgroup Analysis of rPFS by BICR

HR (95% CI)  2-Sided P Value

0.45(0.33-061)  <0.0001
0.57 (0.38-0.86)
0.34 (0.21-0.55)
0.50 (0.34-0.74)
0.39 {0.23-0.68)
0.71 (0.35-1.42)
0,40 (0.28-0,57)
0,42 (0.26-0.70)
0.48 (0.32-0.72)
0.34 (0,19-0.60)
0.47 (0.20-1.10)
0.50 (0.32-0.77)
0.43 (0.26-0.70)
0.46 (0.31-0.69)
0.20 (0.11-0.36)
0.72 (0.49-1.07)
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TALAPRO-2 HRR-Deficient: rPFS by BICR by Selected Gene Subgroups

Broad treatment effect with talazoparib plus enzalutamide seen across gene subgroups

Talazoparib + Placebo +
Enzalutamide Enzalutamide

Subgroup Events/N Median, mo
All HRR-deficient 65/198 104/197 NR/13.8 0.44 (0.32-0.60) <0.0001

Only BRCA1 28 519 20.011.7 0.17 (0.02-1.51) 0.074
Only BRCA2 11/55 40/60 NR/11.0 0.19 (0.10-0.38) <0.0001
Only PALB2 NR/8.6 0.56 (0.12-2.51) 0.44
Only COK12 B30 21.4 8 . 0.49 (0.23-1.02) 0.055
Only ATM 24 NR27.7 0.76 (0.30-1.94) 0.58
Only CHEK2 8/2 22 1INR . 0.90 (0.34-2.39) 0.83
BRCA cluster i NR/11.0 0.20 (0.11-0.36)

PALB2 cluster ! 8 NR/8.3 0.46 (0.12-1.87)

CDK12 cluster 219138 0.38 (0.19-0.76)

ATM cluster 6 929 2191217 0.90 (0.39-2.04)

Other gene cluster 12/40 22.1NR R = 1.51 (0.73-3.15)

HR (95% CI)  2-Sided PValue

r~ - - . |
0.01 1 1. 10.0

-

Favors Talazoparib + Enzalutamide Favors Placebo + Enzalutamide

Gene clustering alteration dominance hierarchy is any SBRCA 172 alteration (BRCA cluster), then any PALB2 (PALB2 chuster), then any COK12 (CDKT2 chuster), then any ATM (ATM cluster), then any of all
other HRR12 genes (with each patient counted only once)

2023 ASCO m seszvmo we Professor Kanm Fizazl ASCO =
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TALAPRO-2 HRR-Deficient: Overall Survival (Interim Analysis)

Overall survival data are immature (24% maturity overall)

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

Events, n 43 53

Median (95% Cl), NR 33.7
months (36 4-NR) (27 6-NR)

HR 0.69 (86% CI, 0.46-1.03)
P=0.068

Talazoparib + Enzalutamide

HR (95% CI)

Probabliity of OS

Placebo + Enzalutamide

BRCAmM HR 0.61(95% ClI, 0.31-1.23; P=0.16)
non-BRCAm HR 0.71 (95% CI, 0.43-1.18; P= 0.18)
y—y P S e S s e i e e o Y —— -
10 12 14 16 18 20 22 24 - 0 32 34 36 38 40 42 18 patients in the control arm and
Months 3 patients in the talazoparib arm
subsequently received olaparib

LAPRO-2 HRR-Deficient: Objective Response by BICR

or rates of complete response (CR) suggest a ative effect of talazoparib plus enzalutamic

Talazoparib + Enzalutamide (N=73)

Eepr——r]

m e
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40.0%

(26/65) e

32.3%

P (21/65) PD

20.0%
18.5% (13/65)
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Talazoparib + Enzalutamide  Placebo + Enzalutamide
(N=198) (N=199)
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TALAPRO-2 HRR-Deficient: Conclusions

In this large, randomized trial involving patients with mCRPC with HRR gene alterations, talazoparib
plus enzalutamide resulted in a statistically significant and clinically meaningful improvement in the
primary endpoint, rPFS by BICR, over placebo plus enzalutamide

= rPFS benefit was greater for patients with BRCAm (HR 0.20; 95% CI, 0.11-0.36; P < 0.0001) versus
non-BRCAmM (HR 0.72; 95% CI, 0.49-1.07; P= 0.10)

Although OS data are immature, there was a favorable trend toward improved survival for patients with
HRR gene alterations (HR 0.69; 95% CI, 0.46-1.03; P = 0.068)

No new safety signals were identified — on-target anemia was the most common grade 3/4 AE

Time to definitive clinically meaningful deterioration in GHS/QolL was significantly longer with
talazoparib plus enzalutamide versus placebo plus enzalutamide

Talazoparib in combination with enzalutamide, if approved, has the potential to become a
first-line treatment option for patients with mCRPC and HRR gene alterations
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— * Practice Changing *

® Patients with metastatic castrate resistant
prostate cancer (MCRPC) with BRCAI
and BRCA2 have a poor prognosis

® In my practice, patients with mCRPC with

BRCAI and BRCA2 mutation | will treat
with PARP inhibitor; AR pathway inhibitor,
and ADT.



Post Androgen receptor pathway
inhibitor and Taxane
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""TLu-PSMA-617 binds to PSMA
on the cell membrane with high affinity
i B particle emission
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Mechanism of Action

TTLu-PSMA-617 targeted radioligand therapy

Prostate cancer cell
and neighbouring
cell death

*Reduced bincing in the kdneys, spieen, Inver,
salivary glands, lacrimal glands, submandibutar |
glands, and bone Marrow is expected
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VISION Study

Open-label study of protocol-permitted standard of care
+ 177Lu-PSMA-617 in adults with PSMA-positive mCRPC

Eligible patients Protocol-permitted SOC + T
o - "TLu-PSMA-617 = m =
Previous treatment with both 7.4 GBa 200 mCi) every ek 8 e} )
+ 21 androgen receptor N 4 cycles, increasable to 6 = g g
pathway inhibitor = g z )
. <
* 1 or2taxane regimens Protocol-permitted SOC 2 = g
Protocol-permitted standard of care alone
(SOC) planned before randomization
+ Excluding chemotherapy
!mm“tr_‘(’t?era% radium-223, + Randomization stratified by + CT/MRI/bone scans
EHER OIS + ECOG status (0-10r2) +  Every 8 weeks (treatment)
ECOG performance status 0-2 « LDH (high or low) + Every 12 weeks (follow-up)
Life expectancy > 6 months +  Liver metastases (yes or no) * Blinded independent
PSMA-positive mCRPC on PET/CT * Androgen receptor pathway R
with %8Ga-PSMA-11 inhibitors in SOC (yes or no)

Primary endpoints: '""Lu-PSMA-617 prolonged OS
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o Time from randomization (months)
Number of patients still at risk

TLu-PSMA617+SOC 551 535 506 470 425 377 332 289 236 166 112 63 36 15 5 2 0



How do | treat post taxane and AR

pathway inhibitor

. Review somatic mutation, germline
mutations.

> If somatic mutation checked in metastatic
hormone sensitive state, recheck now in
metastatic castrate resistant state.

» Lutetium |77 vs Cabzitaxel vs
Cabizitaxel/Carboplatin vs PARP inhibitor

+ Oral cyclophosphamide (ESMO 2023) ?
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