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Cases from the Community: Investigators
Discuss Available Research Guiding the Care

of Patients with Prostate Cancer
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Intensification of endocrine therapy: Emerging role in nonmetastatic disease; choice of
androgen deprivation therapy

Management of castration-resistant MO0 disease; PROTACs, CDK4/6 inhibitors and other
new endocrine approaches

Hormone-sensitive metastatic disease — Choice of antiandrogen

Castration-resistant metastatic disease

Genomic evaluation; PARP inhibitors for metastatic disease

Ideal sequencing of PARP inhibitors; management of associated side effects

Biomarker testing; MSI-high disease; TKIs with immunotherapy; bispecific antibodies?




Positive Topline Results from the Phase IIl EMBARK Study of Enzalutamide

with Leuprolide for Nonmetastatic Prostate Cancer
Press Release — March 16, 2023

“[Today positive topline results were announced] from the Phase 3 EMBARK trial evaluating enzalutamide in
men with non-metastatic hormone-sensitive prostate cancer (nmHSPC; also known as non-metastatic
castration-sensitive prostate cancer or nmCSPC) with high-risk biochemical recurrence (BCR). Patients
enrolled in the trial were randomized to one of three study arms: enzalutamide plus leuprolide, placebo plus
leuprolide, or enzalutamide monotherapy. The study met its primary endpoint with a statistically significant
and clinically meaningful improvement in metastasis-free survival (MFS) for patients treated with
enzalutamide plus leuprolide versus placebo plus leuprolide.

At the time of the analysis, a positive trend in the key secondary endpoint of overall survival (OS) was also
observed, but these data were not yet mature. Patients in the trial will be followed for a subsequent final OS
analysis. The study also met a key secondary endpoint with a statistically significant and clinically meaningful
improvement in MFS for patients treated with enzalutamide monotherapy versus placebo plus leuprolide.
Additional key secondary endpoints reached statistical significance, including time to prostate-specific antigen
(PSA) progression and time to first use of new antineoplastic therapy. Other secondary endpoints are being
analyzed. No new safety signals have been observed to date in the preliminary safety analysis. Detailed results

from EMBARK will be presented at a future medical meeting.”

TO PRACTICE

https://www.pfizer.com/news/press-release/press-release-detail/phase-3-study-shows-xtandir-enzalutamide-plus-leuprolide



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

Shore ND et al.
AUA 2023.
Session: Plenary: Saturday Morning

April 29, 2023
9:45 AM — 10:00 AM CT (10:45 AM —11:00 AM ET)
Location: Hall B1




Intensification of endocrine therapy: Emerging role in
nonmetastatic disease; choice of androgen deprivation
therapy

Dr Daniel Petrylak (New Haven, Connecticut)




Management of castration-resistant MO disease; PROTACsS,
CDK4/6 inhibitors and other new endocrine approaches

Dr Daniel Petrylak (New Haven, Connecticut)




Hormone-sensitive metastatic disease — Choice of antiandrogen
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Dr Daniel Petrylak (New Haven, Connecticut)




Castration-resistant metastatic disease

Dr Daniel Petrylak (New Haven, Connecticut)




Genomic evaluation; PARP inhibitors for metastatic disease
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Dr Daniel Petrylak (New Haven, Connecticut)




Ideal sequencing of PARP inhibitors; management of
associated side effects
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Dr Daniel Petrylak (New Haven, Connecticut)




Biomarker testing; MSI-high disease; TKls with immunotherapy;
bispecific antibodies?
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Dr Daniel Petrylak (New Haven, Connecticut)




Year in Review: Clinical Investigator
Perspectives on the Most Relevant New Data Sets

and Advances in Oncology
A Multitumor CME/MOC-Accredited Live Webinar Series

Acute Myeloid Leukemia

and Myelodysplastic Syndromes

Tuesday, April 4, 2023
5:00 PM -6:00 PM ET

Faculty
Uma Borate, MD, MS
Andrew H Wei, MBBS, PhD

Moderator
Neil LOVE, MD RT P4¥el%£i\rlfiew




Thank you for joining us!

Please take a moment to complete the survey
currently up on Zoom. Your feedback
is very important to us. The survey will remain open
up to 5 minutes after the meeting ends.

CME and MOC credit information will be emailed to
each participant within 5 business days.




Supplementary slides

RT

RESEARCH
TO PRACTICE




Oncology Today: Recent Research Advances
in Prostate Cancer and the Clinical Implications —

A 2023 Post-ASCO GU Activity
A CME/MOC-Accredited Virtual Event

Wednesday, March 29, 2023
5:00 PM -6:00 PM ET

Consulting Clinical Investigator Faculty Panel

Daniel P Petrylak, MD Andrew J Armstrong, MD, ScM
Rana R McKay, MD

Moderator
Neil Love, MD




PHASE Ill HERO TRIAL
STUDY DESIGN

¢ Randomization stratification factors:
o Geographic region (North and South
America, Europe, Asia-Pacific
Region)
o The presence/absence of metastatic
disease

A N: 622

Relugolix 120mg once daily after a

o Age (275 or >75 years)

Patients diagnosed with

—> : —
advanced prostate cancer ‘ &

18 years of age or older

Histologically or cytologically confirmed
adenocarcinoma of the prostate
Candidates for at least 1 year of continuous

single loading dose of 360mg

% N: 308

Primary endpoint
Sustained castration rate at
48 weeks

Leuprolide acetate 22.5mg injection

androgen-deprivation therapy
One of three clinical disease presentations:

o Biochemical (PSA) or clinical relapse
after local primary intervention with
curative intent

o Newly diagnosed hormone-sensitive
metastatic disease

o Advanced localized disease unlikely to
be cured by local primary intervention
with curative intent

> every 3 months for 48 weeks.
(11.25 in Japan and Taiwan)

Courtesy of Alan H Bryce, MD

Shore ND et al, NEJM 2020



PHASE Ill HERO TRIAL
RESULTS: PRIMARY ENDPOINT

Sustained Castration Rate
100— 96.7
I 88.8 o .

= 90+490%" - -~ Success criterion for primary end
) 20 point: lower boundary of 95% Cl
= in relugolix group =90%
p Ly Secondary End Point: Between-
2 60+ Group Difference
g 50+ v |10-
< £ 7.9 percentage points
S e | 541 (95% c1, 4.1-11.8)
Q  30- )
= o O-f-======- Superiority
$  20- = threshold
= TR
“» 104 g

0 & -10+4-------- Noninferiority

Relugolix Leuprolide TRdsgn

Shore ND et al, NEJM 2020
Courtesy of Alan H Bryce, MD



PHASE Ill HERO TRIAL
RESULTS: ADVERSE EVENTS

Relugolix Leuprolide
Adverse Events - N (%) (N=622) (N=308)
Any Grade Grade 3 or 4 Any Grade Grade 3 or 4

Any adverse event 578 (92.9) 112 (18.0) 288 (93.5) 63 (20.5)
Serious adverse event 76 (12.2) 61 (9.8) 47 (15.3) 35 (11.4)
Fatal adverse event 7(1.1) 9(2.9)
MACE 18 (2.9) 8(1.3) 19 (6.2) 4 (1.3)

Without prior history of MACE 15/538 (2.8) 11/263 (4.2)

With prior history of MACE 3/84 (3.6) 8/45 (17.8)

Courtesy of Alan H Bryce, MD

Shore ND et al, NEJM 2020



PHASE Ill PRESTO TRIAL
STUDY DESIGN
) N: 166

- LHRH Analog
g (52 weeks)
e Randomization stratification factors:
o PSA doubling time
(<3 months vs. 3-9 months)
o ¢ N: 168
High-risk biochemically > 111 | > LHRH Analog with Apalutamide Primary endpoint
relapsed prostate cancer (52 weeks) PSA progression free survival

Patients with prior radical prostatectomy
Prior adjuvant/salvage radiation unless not a
candidate for RT

e Biochemical recurrence with PSA > 0.5 ng/ml . ——

« PSA-DT < 9 months N: 169

¢ No metastases on conventional imaging L HRH Analoa with Apalutamide

* Lastdose of ADT > 9 months prior to study » Abiraterone Agetate agd Predniséne
entry (52 weeks)

Aggarwal et al, ESMO 2022
Courtesy of Alan H Bryce, MD



PHASE Ill PRESTO TRIAL

RESULTS: PSA PROGRESSION FREE SURVIVAL

PSA Progression-Free Survival

Events/Total

Apalutamide + Abiraterone + ADT

PSA Progression-Free Survival
ADT alone

59/149

43/149

Median PSA PFS (months)

26.0 20.0
(95% CI: 22.9 - 32.5) (95% CI: 18.2 — 22.5)

Hazard Ratio (95% Cl) |
p-value

0.48 (95% Cl: 0.32 - 0.71) |
0.00008*

*One-sided p-value

Apalutamide + ADT ADT alone
Events/Total 45/145 57/143
. 24.9 20.3
Median PSA PFS (months)| g50, ¢1: 23.3 - 32.3) | (95% CI: 18.2 — 22.9)
Hazard Ratio (95% ClI) | 0.52 (95% CI: 0.35-0.77) |
p-value 0.00047*
*One sided p-value
100 ARM  Events/Total
LHRH 57/143
90 LHRH + APA :_S/ézisor
80
gj 50 -
g 40 |
20 j“*'* el
Time (months)
Patients-at-Risk
LHRH 143 94 18 2 0
LHRH + APA 145 101 32 3 0

100 —p-=

90

80

70

60

50

40

Percent Without Event

30

20

ARM Events/Total

LHRH 59/149

LHRH + APA + AAP 43/149
+ Censor

MI
L"\_x_\ﬁ B )
T T T T T T T
0 6 12 18 24 30 36 42 48

LHRH
LHRH + APA + AAP

Time (months)
Patients-at-Risk
18

Courtesy of Alan H Bryce, MD




PHASE Ill PRESTO TRIAL
RESULTS: ANALYSIS BY PSA DOUBLING TIME

PSA Progression-Free Survival

Subgroup Analysis by PSA Doubling Time Total Participants HR (95% CI)
Apalutamide + ADT vs ADT

Apalutamide + ADT: 39

ADT: 38 0.57 (0.28-1.18)

< 3 months

Apalutamide + ADT: 106

3-9 months ADT. 105

0.50 (0.31-0.80)

Apalutamide + Abiraterone + ADT vs ADT

Apalutamide + Abiraterone ADT: 41

ADT: 40 0.46 (0.22-0.95)

< 3 months

Apalutamide + Abiraterone ADT: 108

ADT: 109 0.48 (0.30-0.77)

3-9 months

Aggarwal et al, ESMO 2022
Courtesy of Alan H Bryce, MD



PHASE Ill PRESTO TRIAL
RESULTS: TIME TO TESTOSTERONE RECOVERY

Time to Testosterone Recovery (>50 ng/dL)

Time to Testosterone Recovery (>50 ng/dL)

ADT alone Apalutamide + ADT ADT alone Apalutamide + Abiraterone + ADT
Events/Total 71/143 81/145 Events/Total 72/149 77/149
Median TTR (months) 4 3.9 Median TTR (months) 4 4.8
Hazard Ratio (95% ClI) | 0.96 (95% CI: 0.70-1.32) | Hazard Ratio (95% CI) | 0.80 (95% CI: 0.58-1.10) |
p-value 0.8412* p-value 0.1738*
*Gray's test *Gray's test
I—J
4 }l

— 'H_f

& £ g

g o g &

g /

2 2 /

'E 40 § 40 }f 4

- = ]

’
20 51 20 ‘j
j_‘/l TRE:TID Eve;;(;l;f}ohl le ! TTEQHD EV';}‘,‘,’I;“'
Patients-at-Risk : Thow m Testosterol;\e Rec°"e')" [Months] ) A ’ ’ ’ Time to :;'esto.terc;;e Recov;:y [Month;; B -
B 145 59 2 2 5 3 1 i 1 Lo - 5 : : :

Courtesy of Alan H Bryce, MD Aggarwal et al, ESMO 2022



PHASE lll STAMPEDE TRIAL
STUDY DESIGN

« Randomization stratification factors:
o Age at randomization (<70 vs

270 years)
o Planned use of prostate
radiotherapy
o Nodal involvement
o WHO performance status "
o Type of ADT N: 459
Long-t f iri
Type of » nZ:?st:::,?dﬁz:ﬁj:ﬁ;::r:;mw ) Abiraterone Acetate and Standard of
Inclusion criteria definitive High risk definition drugs Care (ADT)
therapy
Either: 914 non-metastatic patients
i . allocated to the abiraterone ——— > 1:1 — N Primary endpoint
a) at least two of the fO”OWIng: trial Metastasis free survival
o -T3orT4 '
High risk local, or locally ® .
. : -GS 8-10 () N: 455
advanced - histologically Planned for
. X e - PSA 240 ng/mL
confirmed prostatic radiation L5 Standard of Care (ADT)
adenocarcinoma thera . . . . « Randomization stratification factors:
PY " |b) Relapsing with high-risk features (<12 months At rancBn (0
of total ADT with an interval of 212 months without ;70 yezfs) orostat
- . ° anned use of prostate
treatment and a PSA = 4ng/ml with a doubling radiotherapy ;
i < > o Nodal involvement
time of <6 months or a PSA >220ng/ml) 2 WO B Boes s N: 527
o Type of ADT ;
o Long-term use of aspirin or Abiraterone Acetate with
non-steroidal anti-inflammatory —> Enzalutamide and Standard of Care
drugs (ADT)
1060 non-metastatic patients ‘ ) )
allocated to abiraterone and —— > 11 — NN Primary endpoint
enzalutamide trial ‘ Metastasis free survival
) N: 533
—> Standard of Care (ADT)

Attard G et al, Lancet 2022
Courtesy of Alan H Bryce, MD



PHASE lll STAMPEDE TRIAL
RESULTS: METASTASIS FREE SURVIVAL

100
80+
g
Metastasis free survival 2 60
Events in treatment arm Events in control arm HR (95% Cl) f
. 111/459 183/455 3
Treatment: Abiraterone . , B2 1497
Control: SOC (ADT) Metastasis: 51 Metastasis: 110 0.54 (0.43-0.68) 3
i Death: 60 Death: 73 ”
Treatment: Abiraterone- 69/257 123/533 —soc ,
Enzalutamide Metastasis: 36 Metastasis: 79 0.53 (0.39-0.71) e
Control: SOC (ADT) Death: 33 Death: 44 g L 2 36 8 60 72 84 96 108
Time since randomisation (months)
SOC
Atrisk 988 950 894 836 767 550 329 172 53 9
Censored 0 8 11 14 26 201 387 522 632 673
Event 0 30 83 138 195 237 272 204 303 306
SOC plus combination therapy
Atrisk 986 948 917 884 839 622 369 198 71 14
Censored 0 21 28 31 45 225 460 615 737 792
Event 0 17 41 73 102 139 157 173 178 180

Attard G et al, Lancet 2022
Courtesy of Alan H Bryce, MD



PHASE lll STAMPEDE TRIAL
RESULTS: OVERALL SURVIVAL

Overall survival

Events in treatment arm Events in control arm HR (95% Cl)

Treatment: Abiraterone

Control: SOC (ADT) 95/459 142/455 0.63 (0.48-0.82)
Treatment: Abiraterone-

Enzalutamide 52/527 94/533 0.54 (0.39-0.76)
Control: SOC (ADT)

Courtesy of Alan H Bryce, MD

100~
80
£ 6o
o
>
z
z
v 0+
3 4
20
—SocC
—— SOC plus abiraterone and prednisolone
with or without enzalutamide
0 T T T T T T T T 1
0 12 24 36 48 60 72 84 96 108
soc Time since randomisation (months)
Atrisk 988 974 947 901 837 610 368 200 63 10
Censored 0 8 1 14 28 216 41 568 693 742
Event 0 6 30 73 123 162 199 220 232 236
SOC plus combination therapy
Atrisk 986 956 928 899 861 645 386 205 74 16
Censored 0 21 29 32 46 234 477 641 766 823
Event 0 9 29 55 79 107 123 140 146 147

Attard G et al, Lancet 2022




TRIALS IN MO0 CRPC

OVERVIEW
Trial Name Total Participants Interventions Primary Endpoint
(Ng'll?(?Z%I(:),E;{z 4) 1560 Enzalutamide 160mg once daily Metastasis-free survival
(NC?E&FSZ%\SM) 1200 Apalutamide 240mg once daily Metastasis-free survival
(NC?’E?ZI\SIOSEH 4) 1500 Darolutamide 600mg twice daily Metastasis-free survival

Courtesy of Alan H Bryce, MD




TRIALS IN MO0 CRPC
ENDPOINTS

PROSPER SPARTAN
PRIMARY ENDPOINTS PRIMARY ENDPOINTS

* Metastasis-free survival: defined as the time » Metastasis-free survival: defined as the time

ARAMIS
PRIMARY ENDPOINTS

SECONDARY ENDPOINTS

from randomization to radiographic progression, as
determined by central review at any time, or as the
time to death from any cause during the period
from randomization to 112 days after the
discontinuation of the trial regimen without
evidence of radiographic progression, whichever
occurred first

Overall survival

Time to PSA progression

The PSA response rate

The time to the first use of a subsequent
antineoplastic therapy

Quality of life

Safety

Courtesy of Alan H Bryce, MD

from randomization to the first detection of distant
metastasis on imaging (as assessed by means of
blinded independent central review) or death from
any cause, whichever occurred first

SECONDARY ENDPOINTS

* Overall survival
Time to metastasis
Progression-free survival
Time to symptomatic progression
Time to the initiation of cytotoxic
chemotherapy

* Time to PSA progression

* PSAresponse rate

» Second progression-free survival
» Patient reported outcomes

* Metastasis-free survival: defined as the time
from randomization to confirmed evidence of
distant metastasis on imaging or death from any
cause, whichever occurred first

SECONDARY ENDPOINTS

* Overall survival

+ Time to pain progression

+ Time to first symptomatic skeletal event
» Time to the first cytotoxic chemotherapy

EXPLORATORY ENDPOINTS

Progression-free survival

Time to first prostate cancer related
invasive procedure

Time to initiation of subsequent
antineoplastic therapy

PSA progression and response
Deterioration in ECOG performance status
Quality of life

Hussain M et al, NEJM, 2018; Smith MR et al, NEJM 2018; Fizazi K et al, NEJM 2019



LONG-TERM RESULTS
OVERALL SURVIVAL

PROSPER

SPARTAN

100- 100
90-
o 80 < 80
L : ry i
< Enzalutamide > Api:utamugz
d © ian, 73.
E 60 g 60.] median, mo
O Fpatients Me dansanivl O Ch L e, 2
i No. of Patients - Median Survival (95% CI)
3 404 i é 40 Placebo/
: ;
§ 1 Enzdtamide 93 610 (640-NR) 2 rowchens 29:81p0
0] Placebo 468 563 (54.4-630) g
" Hazard rato, 0.73 (95% C1, 0.61-089) & 20
P=0.001
O T T T T T T T i T T T T T T T ik T 1
0 4 8 1216 0 M B N % 0 M4 4 2 56 60 6 6 7 0
1 ] 1 1 1 1 1 1 1 1 1 I 1 1 | 1 1 I 1
Months 0 4 8 121620 24 28 32 36 40 44 48 52 56 60 64 68 72 76
No. at Risk Months from randomisation
Enzalutamide 933 926 910 897 874 850 822 782 700 608 S 44 37 M4 19 8 3B 4 0 Mumber.of patients

Placebo 468 467 459 444 428 404 381 363 321 274 219 177 140 106 64 30 16

Overall survival

Apalutamide 806 791 774 758 739 717 691 658 625 593 558 499 376 269 181 100 47 19 4 0
3 0 Placebo 401 392 385 373 358 339 328 306 286263240204 156 114 82 38 21 6 2 0O

Overall survival

ARAMIS

90+

Darolutamide

80+
70
60

‘0 ome- @0®00®- -0
50

Patients Who Survived (%)

104 Hazard ratio for death, 0.69 (95% Cl, 0.53-0.88)
P=0.003

T T T T T T T T T T T T 1

T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60

Months since Randomization

No. at Risk
Darolutamide 955 932 908 863 816 771 680 549 425 293 214 129 69 37 12 0
Placebo 554 530 497 460 432 394 333 26l 182 130 93 54 28 16 B 0

Overall survival

Median OS

HR (95% ClI)

0.73 (0.61-0.89)

Median OS HR (95% Cl)

73.9 vs. 59.9

(monhe) | 0-78 (0:64-0.96)

Median OS HR (95% CI)
Treatment: Darolutamide NR vs. NR
Control: ADT (months) 0.691(0.53-0.85)

Median Follow up: 48.0 months

Median Follow up: 52.0 months

Median Follow up: 29.0 months

Courtesy of Alan H Bryce, MD

Sternberg CJ et al, NEJM 2020; Smith MR et al, Eur Urol 2021; Fizazi K et al, NEJM 2020



Pathways/Targets & Agents

Pathway Target
PDGF receptor
Angiogenesis VEGF
VEGEF receptor

A_ndro_gen* Androgen receptor, CYP17
signaling
Apoptosis G
Pop Clusterin, MDM2
Cell Cycle * Microtubules, CDK4/6
DNA repair PARP
Bone * Osteoclast, RANKL, Integrins
Vaccine, CTLA-4
Immune

modulation * PDL, Multiple

HSP27, Src MET +/-VEGFR2,
K] .4

Other Pathways g odomain, EZH2, TGF-B

Agents
Olaratumab
Aflibercept
Ramucirumab
Abi, Enza, Orteronel, Apalutamide, EPI-506,
Darolutamide, Galeterone, High dose testosterone

AT-101

Custirsen, MI-773

Docetaxel, Cabazitaxel, Palbociclib

Veliparib, Olaparib, Rucaparib, Niraparib, Talazoparib
Radium 223, Zoledronic acid, Denosumab, EMD
525797

Sipuleucel-T, Ipilimumab

Pembrolizumab, PROSTVAC, Atezolizumab,
Tasquinimod

0GX-427, LY2875358, PAM4983g, OTX015,
GSK525762, Tazemetostat, Galunisertib, Lu-PSMA,
Ipatasertib




Life Prolonging Doublet and Triplet Therapies for
Metastatic Hormone Sensitive Prostate Cancer

CHAARTED
STAMPEDE

LATITUDE

TITAN

ENZAMET
(+/- Docetaxel 45%)

PEACE-1

ARASENS

ADT: Androgen deprivation

ADT + Docetaxel
ADT + Abiraterone/Pred

ADT + Abiraterone/Pred

ADT + Apalutamide

ADT + Enzalutamide

ADT + Docetaxel + Abiraterone/Pred

ADT + Docetaxel + Darolutamide

ADT

ADT (+/- Docetaxel 11%)

ADT +NSAA

ADT + Docetaxel

ADT + Docetaxel

Courtesy of Maha Hussain, MD, FACP, FASCO




CHAARTED: ADT +/- Docetaxel in mHSPC

Hazard ratio for death with ADT+docetaxel,
0.61 (9526 ClI, 0.47—-0.80) P<0.001

N o AN (N =790, Median follow-up 53.7m )

Long-Term Follow-up: High-Volume vs Low-Volume Disease

A All Patients

ADT alone
(median overall
survival, 44.0 mo)

Patients Surviving (%)

High-Volume Disease Low-Volume Disease

Months
No. at Risk

e B35 3 2 7 27 s ADT plus docetaxel
ADT alone
mQOS, Mos
ADT + docetaxel 51.2
ADT alone 34.4

HR: 0.63 (95% CI: 0.50-
0.79; P <.001)

_;
o
L
—
o
}

mes ADT plus docetaxel
ADT alone

B Patients with High-Volume Disease

100— Hazard ratio for death with ADT+docetaxel,

0.60 (95% Cl, 0.45—-0.81) P<0.001

o
o
1
o
o
1

80+ ADT+docetaxel

(median overall survival, 49.2 mo)

60—

o
o
1
o
o
1

40
ADT alone

(median overall

20 survival, 32.2 mo)

S
oo
=
B
=
=
@
1%
=2
=
£
=
=
o

<

S
I

<

~
1

(o] T T
o 36 48

Months

mOS, Mos

ADT + docetaxel 63.5
ADT alone NR

HR: 1.04 (95% CI: 0.70-
1.55; P = .86)

o
(S}
L
o
()
1

No. at Risk
ADT +docetaxel 263 213 123 56 31
ADT alone 250 193 92 40 14

Survival (proportion)
Survival (proportion)

o
o
L
o
o
1

C Patients with Low-Volume Disease

100+ ~ ADT+docetaxel I | I I I I I | I . I I 1 I 1 I 1 I |
so_ww““”“’ 12 24 36 48 60 72 84 96 108 12 24 36 48 60 72 84 96 108
ADT alone

e S — Time (months) Time (months)

40—

Patients Surviving (%)

Hazard ratio for death with ADT +docetaxel, Kyriak0p0u|05 CE, et al. J Clin Oncol. 2018
20+ 0.60 (959 CI, 0.32—1.13) P=0.11

(o] T T T
o 24 36 48

Months

No. at Risk Courtesy of Maha Hussain, MD, FACP, FASCO

ADT +docetaxel 134 120 66 33
ADT alone 143 125 76 31

Sweeney CJ et al. NEJM 2015




LATITUDE: ADT + Abiraterone/Prednisone or Placebo in
Newly Diagnosed High-Risk mHSPC

A Overall Survival

Abiraterone
Median treatment exposure:
A ADT + AAP: 25.8 months

Placebo ADT + PBO: 14.4 months ADT + AAP, 53.3 months

Overall Survival (%)

Hazard ratio, 0.62 (95% Cl, 0.51-0.76)
P<0.001

6 12 18 24 I : : No. of events:
Months ADT + AAP: 275 (46%) ADT + PBO, 36.5 months
No. at Risk ADT + PBO: 343 (57%)

Abiraterone 597 565 529 479 388 233
Placebo 602 564 504 432 332 172

B Radiographic Progression-free Survival HR 0.66, 95% CI 0.56-0.78;
p<0.0001

Abiraterone

Placebo _x No.atfkk
Hazard ratio, 0.47 (95% C1, 0.39-0.55) Median follow-up of 51.8 months

P<0.001

T3 2 15 20 2 3 2 % 34% reduction in risk of death

— rene Median OS was significantly longer for abiraterone +
Paebo T 302 188 367 299 314 1les 137 = 41 17 ADT vs placebo + ADT

— 53.3 months vs 36.5 months

OS rate at 3 years:
: - HR=0.66; p <0.0001
ADT + AA + P: 66% P Courtesy of Maha Hussain, MD, FACP, FASCO

ADT + placebos: 49%
Fizazi et al. NEJM 2017 Fizazi K et al. Lancet Oncol 2019;20(5):686-700

Progression-free Survival (%)




Final Overall Survival (OS) Analyses: Enzalutamide for Metastatic
Hormone-Sensitive Prostate Cancer

ENZAMET!
Enzalutamide +
testosterone
suppression (TS)

ARCHES?
Enzalutamide + ADT

©
o
LC
<=
o
]
>
w
S

Proportion of patients alive (%)

Overall Survival
TY—-_

HR: 0.70 (95% CI1:0.58 to 0.84)
P<.0001

72%
=+ Control
== Enzalutamide

0 6 12

Number at risk

563

= —— ENZA + ADT
86% al
e o FEOmITT
H 5 78% alive
P | 71% alive
>,
82% alive ’ .

>

69% alive . HE).
57% alive

Number of patients Censored (%) Event(%) Median 95%CI
ENZA + ADT 574 420(73.2) 154 (26.8) NE NE, NE
PBO + ADT 576 374 (64.9) 202 (35.1) NE 49.74, NE

Stratified log-rank test: <0.0001
HR (95 % CI): 0.66 (0.53,0.81)

6 12 18 24 30 36

Time (months)

Median follow-up of 68.0 months
30% reduction in risk of death
Median OS was significantly longer
for enzalutamide + TS versus
standard NSAA + TS
- Not reached vs 73.2 months
- HR=10.70; p <0.0001

Median follow-up of 44.6 months
34% reduction in risk of death
Median OS was not reached for
enzalutamide plus ADT, but was 47.7
months (95% CI, 43.3 to not
evaluable) for placebo plus ADT.

« -HR=0.66; p< 0.001

Courtesy of Maha Hussain, MD, FACP, FASCO

1. Davis ID et al. ASCO 2022;Abstract LBA5004; 2. Armstrong AJ et al. J Clin Oncol 2022;40(15):1616-22.




Apalutamide for Metastatic, Castration-Sensitive Prostate Cancer

A  Overall Survival
100

Median
Overall

Patients with
Overall Survival

No. of Survival at 24 Mo
Patients (952 C1) (959 CI)

mo 26

Apalutamide 525 NE 82.4 (78.4-85.8)
Placebo 527 NE 73.5 (68.7-77.8)

Overall Survival (%)

o
o
1

APA +ADT
Median not reached

Hazard ratio for death, 0.67 (95% CI, 0.51-0.89)
P=0.005

No. at Risk
Apalutamide
Placebo

(o))
o
|

B Subgroup Analysis
Subgroup

Hazard Ratio for Death
(95% CI)

PBO +ADT
Median, 52.2 mos

Apalutamide Placebo
no. of events/no. of patients

Apalutamide Placebo
median overall survival (mo)
All patients 83/525
Baseline ECOG performance status

o 417328 60/348 NE NE

1 427197 sS7/178 NE NE
Geographic region

North America and European Union 217173 297173 NE NE

1177527 NE NE 0.68 (0.51-0.90)

S
e
1

0.71 (0.47-1.05)
0.59 (0.40-0.89)

0.71 (0.40-1.25)
Other 627352 88/354 NE NE 0.66 (0.48-0.91)
Bone metastasis only at baseline

Yes 287289 53/269 NE NE

No 557236 647258 NE NE
Visceral disease and bone metastasis

at baseline

Yes 20/56 25772 NE 26.6

No 637469 927455 NE NE
Gleason score at diagnosis

=7 217174 347169 NE NE
627351 837358 NE

0.47 (0.30-0.75)
0.88 (0.61-1.26)

N
—

“|APAvs PBO
Hazard ratio fordeath, 0.65 (95% CI, 0.53-0.79)
P <0.0001
I 1 1 1 1 1 1 1 1 1

0 6 12 18 24 30 36 42 48 54 60
Months

Overall Survival (%)

0.99 (0.55-1.77)
0.63 (0.46-0.87)

0.56 (0.33-0.97)
0.73 (0.52—1.01)

Previous docetaxel use

217149 437182
427243 517232
207133 237113

0.56 (0.33-0.94)
0.73 (0.48-1.10)
0.74 (0.41-1.35)
Baseline PSA above median
Yes 58/285 66/241
No 257240 S1/286

0.68 (0.48-0.97)

Baseline LDH above ULN

18/60
627443

25/60
867442

0.56 (0.35-0.91)

0.68 (0.37-1.24)
0.69 (0.49-0.95)

» Median follow-up of 44.0 months

35% reduction in risk of death

407177 617180
43/346 56/345

0.63 (0.42-0.93) -
0.73 (0.49-1.09)
Disease volume
High 697325 977335
Low 147200 207192
Metastasis stage at initial diagnosis
MO 7/85 11759
M1 717411 101 /441

0.68 (0.50-0.92)
0.67 (0.34-1.32)

0.40 (0.15-1.03)
0.72 (0.53-0.98) [ ]
0.1 10.0
O - S ==

Median OS was significantly longer for
apalutamide + ADT vs placebo + ADT:
- 8% difference in OS at 2 years -__Not reached vs 52.2 months

* Reduced risk of death by 33% - HR =0.65; p <0.0001
Courtesy of Maha Hussain, MD, FACP, FASCO

Chi KN et al.NEJM 2019 Chi KN et al. J Clin Oncol 2021

Apalutamide Better Placebo Better




Triplet #1: PEACE-1: ADT + Abiraterone/Prednisone in De Novo mHSPC
Radiographic PFS & OS in Overall and ADT with Docetaxel Population

— SOC without abiraterone groups
—— SOC plus abiraterone groups

A  Overall population B ADT with docetaxel population
100 — -

80 —
60
40 —

20 —

Radiographic
progression-free survival %)

HR 0-54 (99-92 Cl 0-41-0-71); p<0-0001 HR O-50 (99-9% Cl 0-34-0-71); p<0-0001

o T

T T T

T T T
o 1 2 3 4 s (<) =

Number at risk
SOC without 589 453 274 158 72 31 Z

abiraterone groups
SOCplus 583 495 355 230 119 47 12

abiraterone groups

C Overall population D ADT with docetaxel population
100 — -

80 — -
60 =

40 —

Overall survival (%)

20 —
HR 0-82 (95-1% ClI 0-69-0-98); p=0-030 HR 0-75 (95-1% Cl 0-59-0-95); p=0-017

o T T T

T T T
o 1 2 3 4 s 6

Number at risk
SOC without 589 556 480 334 207 101 37
abiraterone groups
SOC plus 583 541 470 340 230 111 47
abirateronecco

E ADT with docetaxel population with F ADT with docetaxel population with
low-volume metastatic burden high-volume metastatic burden
100 — =1

80 — =
60

40 —

Overallsurvival (%)

HR 0-83 (95-12 ClI 0-50-1-39); p=0-66 HR O0-72 (95-1% CI 0-55-0-95); p=0-019
Fizazi et al: 1 ; 3 4 1 > 3 4 Courtesy of Maha Hussain,

- Time since randomisation (years) Time since randomisation (years)
Lancet 2022 Number at risk MD, FACP, FASCO
SOC without 123 119 110 ZA 39 210 171 101 39 6
abiraterone groups
SOC plus 131 127 116 80 41 9 224 201 171 103 57 16

abiraterone groups




Triplet #2: ARASENS: ADT + Docetaxel + Darolutamide vs Placebo

20

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

2
2
)
n
0
.;
n
-
c
0
]
[\
1)
(™
0
(]
o
vl
-
g
0
Y
0
o

0

| | | | | | | | | | | | | | | | | | | |
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Months since Randomization

No. at Risk
Darolutamide 651 645 637 627 608 593 570 548 525 509 486 468 452 436 402 267 139 56
1

90 0
Placebo 654 646 630 607 580 565 535 510 488 470 441 424 402 383 340218 107 37 6 1 0

Smith et al. NEJM 2022

Overall Survival

A Time to Castration-Resistant Prostate Cancer

1004
90+

Percentage of Patients Who Did Not
Have Disease Progression

Median Survival .

80
704
60
504
40+
304
204
104

Median Time to
Castration-Resistant
Prostate Cancer
(95% CI)

Darolutamide

mo

Darolutamide NE
Placebo 19.1 (16.5-21.8)

Hazard ratio for disease progression, 0.36 (95% Cl, 0.30-0.42)
P<0.001

195%C)

mo No. at Risk

G T T e S T e T e T T S P T L
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57

Months since Randomization

i Darolutamide 651 616 567 537 496 465 433 401 380 358 340 325 308 292 211 132 54 18 5 0
Darolutarmde NE Placebo 654 613 533 425 348 289 242 215 185 165 143 134 120105 79 38 14 4 1 0

P|aceb0 489 (444"N E) B Time to Pain Progression

1004

Percentage of Patients Free from Event

0

90
30
70-
601
50-|
40
30
20
10-

) Median Time to
Darolutamide Pain Progression
5 e, (95% ClI)
ut-o-o-o-e mo

Placebo Darolutamide NE (30.5-NE)
Placebo  27.5 (22.0-36.1)

Hazard ratio for pain progression, 0.79 (95% Cl, 0.66-0.95)
P=0.01

No. at Risk

Darolutamide 651 447 401 363 327 284 265 249 228 211 202 189 175 159 106 67 31 6
Placebo 654 442 395 332 288 255 221 188 160 134 119 107 93 86 62 35 8 1

T T T T T T 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 42 45 48 51 54 57
Aonths since Rand i

1 0
0 0

Courtesy of Maha Hussain, MD, FACP, FASCO




ARASENS VOLUME Subgroups: Overall Survival

High-volume mHSPC Low-volume mHSPC

1004 c®troee _ ' 1004 & Darolutamide + ADT + docetaxel

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

Median, NR (95% CI: 50.3 mo-NR) e,

80- 80- '1...“”_@ EEEREERS PG 0-650
Y < 70 Placebo + ADT + docetaxel e 000 030
% i; Median, NR (95% CI: NR-NR)

2 60- $ 601
> 2
- =)
» 50 50
Q Placebo + ADT + docetaxel Q
%, 401 Median, 42.4 mo (95% CI: 39.7-46.0) 2 40-
£ E
£ 301 i—;’ 301
201 20
104 Hazard ratio, 0.69 104 Hazard ratio, 0.68
(95% CI: 0.57-0.82) (95% CI: 0.41-1.13)
01 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months Months
Number of high-volume patients at risk Number of low-volume patients at risk

Darolutamide 497 494 486 479 462 449 429 408 389 378 356 341 326 312 285 193 103 43 6 0 0 Darolutamide 154 151 151 148 146 144 141 140 136 131 130 127 126 124 117 74 36 13 3 0
Placebo 508 502 491 469 444 430 401 378 358 341 319 304 286 269 233 153 72 23 4 1 0 Placebo 146 144 139 138 136 135 134 132 130 129 122 120 116 114 107 65 35 14 2 0

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

ASCO Genitourinary | WEUZY  reeseveosr: Maha Hussain, MD, FACP, FASCO Courtesy of Maha Hussain, MD, FACP, FASCO ASCQO tnassny
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ARASENS RISK Subgroups: Overall Survival

High-risk mHSPC

Low-risk mHSPC

100 oee 1004 - :
........ Darolutamide + ADT + docetaxel
904 = Ca 90 Median, NR (95% CI: NR-NR)
80 o4 O, o
< 70 X 707
T o — T Plac.ebo + ADT + docetaxel AT OGO 00O - -0
2 60 2 601 Median, NR (95% CIl: NR-NR)
@ 504 Placebo + ADT + docetaxel M @ 504
§ Median, 43.2 mo (95% CI: 40.0-48.9) §
“COIBDO
2 40 2 40
& &
% 301 = 301
o o
201 201
104 Hazard ratio, 0.71 104 Hazard ratio, 0.62
(95% CI: 0.58-0.86) (95% CI: 0.42-0.90)
01 0
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 6
Months Months
Number of high-risk patients at risk Number of low-risk patients at risk
Darolutamide 452 450 443 437 419 407 389 369 352 344 322 308 294 282 257 177 99 42 6 0 Darolutamide 199 195 194 190 189 186 181 179 173 165 164 160 158 154 145 90 40 14 3 0] 0
Placebo 460 453 443 423 400 392 367 346 330 313 290 277 261 245 215 148 72 24 3 0 Placebo 194 193 187 184 180 173 168 164 158 157 151 147 141 138 125 70 BSOS, 3 1 0

ASCO Genitourinary
Cancers Symposium

 #GU23 |

presenTeD BY: Maha Hussain, MD, FACP, FASCO

Courtesy of Maha Hussain, MD, FACP, FASCO
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Summary of PARPi monotherapy trials in mCRPC

Study and treatment Prior therapy HRR status criteria; Sample type Primary endpoint

TOPARP-A? 1-2 taxane CT regimens; Deficiency not required; tumor Composite response 33% overall;

Olaparib 400 mg BID 98% had prior NHT rate 88% (14 of 16) with DDR

(N=50) gene alterations

TOPARP-B? 1-2 taxane CT regimens; Deleterious germline or somatic DDR Composite response 39.1% 300-mg cohort;

Olaparib 300 mg or 400 mg BID, 88%—92% had prior NHT gene alterations; tumor rate 54.3% 400-mg cohort

randomized 1:1

(N=98)

TRITON23 1 taxane and 1-2 NHT Deleterious germline or somatic ORR by blinded 43.5% (27 of 62)

Rucaparib 600 mg BID BRCA1/2 alteration; tumor or plasma independent radiology

(N=115) review

GALAHAD* >1 taxane and 21 NHT Deleterious germline or somatic ORR in patients with 34.2% (26 of 76

Niraparib 300 mg QD alteration in 21 of 8 prespecified DDR BRCA mutation and measurable BRCA cohort)

(N=289) genes; tumor or plasma measurable disease 10.6% (5 of 47 measurable
non-BRCA cohort)

TALAPRO-1° 1-2 CT regimens (21 Deleterious germline or somatic ORR by blinded 29.8% (31 of 104)

Talazoparib 1 mg QD taxane) and 21 NHT alterations in 21 of 11 prespecified independent review

(N=128) DDR-HRR genes; tumor or plasma

1. Mateo J et al. N Engl J Med. 2015;373:1697-708; 2. Mateo J et al. Lancet Oncol. 2020;21:162-174; 3. Abida W et al. J Clin Oncol.
2020;38:3763-3772; 4. Smith MR et al. Lancet Oncol. 2022;23:362-373; 5. de Bono JS et al. Lancet Oncol. 2021;22:1250-1264.

Courtesy of Emmanuel S Antonarakis, MD



Olaparib: PROfound, Randomized Phase 3 Study

/Key Eligibility Criteria \ Cohort A Olaparib 300 mg BID |__
- mCRPC with disease BRCA1 BRCA? n = 162 :
rogression on prior ’ ’
EIH%\ (e abiratgrone or ATM Physician’s choice : Upon BICR
g, : n = 245 n =83 ~  progression,

or enzalutamide)
« Alterations in 21 of

any qualifying gene I - == .
with a direct or indirect |Open-label Cohort B 0 aparlrlc]) S%%mg <~ OVer to olaparib
|

role in HRR Other alterations |
Stratification Factors n =142 Physician’s choice | |

« Previous taxane n =48
\° Measurable disease/

physician’s choice
patients were
allowed to cross

* Primary endpoint: rPFS in cohort A (RECIST 1.1 and PCWG3 by BICR)

» Key secondary endpoints: rPFS (cohorts A+B); confirmed radiographic ORR in cohort A; time to pain
progression in cohort A; OS in cohort A

1. de Bono J et al. N Engl J Med. 2020;382:2091-2102.
Courtesy of Emmanuel S Antonarakis, MD



PROfound: rPFS and OS in whole population (A+B)

OS in the Overall Population (Cohorts A + B)

1.00

Probability of Imaging-Based PFS

No. at Risk
Olaparib
Control

1.de Bono J et al. N Engl J Med. 2020;382:2091-2102. 2. Hussain M et al. N Engl J Med. 2020.

0.90 1
0.80 1
0.70 1
0.60 1
0.50 1
0.40 1
0.30 1
0.20 1
0.10 1

rPFS in Cohorts A+B

Olaparib  Physician’s Choice
Median PFS, mo 5.8 3.55
Value at
6 mo HR for progression or 0.49(0.38-0.63)
death (95% Cl) P<.001
""""""""" Vaeat
12 mo — Olaparib
— Physician’s choice

012 3 456 7 8 910 1121314 15 16 17 18 19 20 21
Time Since Randomization, mo

256 239 188 176 145 143 106 100 67 63 48 43 31 28 21 11 11

32000
13112373 67 38 362019 9 8 5 5 5 3 3 2 2 1 1 0 0 0

100 1
90 A
80 A
70 A
60 A
50 A
40 1
30 A
20 A
10 -

Patients Alive, %

0

No. at Risk
Olaparib

Control

Median OS
(95% Cl), mo

17.3 (15.5-18.6)
Control 14.0 (11.5-17.1)

HR for death: 0.79 (95% Cl, 0.61-1.03)

No. of Deaths/

No. of Patients
160/256
88/131

Olaparib

67%
& 56%

0

2

4

6

131 125 115 106 96 83 71

8 10 12 14 16 18 20 22 24 26 28 30
Time Since Randomization, mo

256 249 240 228 209 182 157 146 126 96 73 5 39 22 7 2 1 O

63 55 37 27 22 15 11 6 3 1 0

Courtesy of Emmanuel S Antonarakis, MD



>

Frequency

1. de Bono J et al. N Engl J Med. 2020;382:2091-2102. 2. Hussain M et al. N Engl J Med. 2020.

PROfound: Gene-by-gene, rPFS and OS analyses

BRCAZ2

CDK12

ATM

BRCA1

CHEK2

PPP2R2A

RADS51B

RADS4L

rPFS

n-=

81
47 (W, 3.48 (1.74-3.65)

61 [ 5.09 (3.61-5.52)
28 [ 2.20 (1.71-4.83)

62 (I 5.36 (3.61-6.21)
2/ [P 4.70 (1.84-7.26)

2.07 (1.38-5.52)
5 (184 (1.71-3.71)

10.84 (9.17-13.C

5.59 (1.64-11.99)

4 (I 10.89 (1.61-14..7
1 |1 77

> [— 41

7.20 (3.71-7.39)

(1.81-3.02)

0 2 4 6 8 10
Median rPFS, mo (95% CI)

. Olaparib . Physician’s choice

Frequency

- - _-*

BRCA2

(DK12

ATM

BRCA1

CHEK2

PPP2R2A

RAD51B

RAD54L

[=-]
525

Pl O
o —=

- ]
& ra

MW = B Em o oo~ @

248
15.2 (10.7-19.8)
14.1 (11.1-15.9)
11.5(78-17.7)
18.0 (14.4-23.4)
156 (12.1-22.0)
11.7 (1.4-NC)
9.4 (5.5-14.6)
16.6 (6.5-NC)
17.1 (3.4-NC)
8.1 (38-NC)
C
C
3.6 (NC-NC)
19.3(9.0-19.3)
57(3.0-84)
4 8 12 16 20 24

Median Overall Survival (95% ClI)

I olaparb [l control

Courtesy of Emmanuel S Antonarakis, MD



Rucaparib: TRITON2 and TRITON3 studies

- Next. TRITON3
generation,

mCRPC AR-signaling

directed
\ therapy Taxane based TRITON2

HRR-deficiency is defined by a deleterious alteration in BRCA1, BRCAZ2, ATM, or 12 other HRR genes
(BARD1, BRIP1, CDK12, CHEK2, FANCA, NBN, PALB2, RAD51, RAD51B, RAD51C, RAD51D, RAD54L)

1. Abida W et al. Annals Onc. 2018:29(Suppl 8):viii271-viii302.

Courtesy of Emmanuel S Antonarakis, MD



TRITONZ2: Objective response rate (ORR)

DDR Gene
BRCA 1/2

(n = 57)
ORR, n (%) [95% CI] 25 (43.9) [30.7-57.6] 2(9.5)[1.2-30.4] 0[0.0-33.6] 0[0.0-52.2] 5(38.5) [13.9-68.4]
CR, n (%) 3(5.3) 0 0 0 1(7.7)
PR, n (%) 22 (38.6) 2 (9.5) 0 0 4 (30.8)
SD, n (%) 26 (45.6) 10 (47.6) 5 (55.6) 3 (60.0) 6 (46.2)
PD, n (%) 5(8.8) 8 (38.1) 3(33.3) 2 (40.0) 1(7.7)
N/E, n (%) 1(1.8) 1(4.8) 1(11.1) 0 1(7.7)

Best Change From Baseline in Sum of Target Lesions in Patients With BRCA 1/2 Alteration (N = 56)

°100 " + Confirmed radiographic response
= 80 o Ongoing study
_"E’ 60 -
§ 40
m 20 l
g 0 Il-gg__g__--.l
27_40 - oo+ -
[ T+ ++
G 60 ° "05 5 SHt 44y
-80 O oo+++1+y
0*o4 +
-100 o gHE
Status:[ 1Germline MSomatic 0
EEE N N NN NN R = EE EEE B BN EEEEE EE

1. Abida W et al. ESMO 2019. Abstract 846PD. 2. Abida W et al. Clin Cancer Res. 2020 Feb 21 )
Courtesy of Emmanuel S Antonarakis, MD



TRITON3: Randomized phase lll trial

Patient population

= mCRPC with progression
after 1 prior AR signaling-
directed therapy
(abiraterone, enzalutamide,
or investigational agent)

Open-label

= Deleterious germline or
somatic alterationin BRCA1,
BRCA2, or ATM*

= No prior PARP inhibitor

= No prior chemotherapy for
mCRPC

Planned enrollment: 400

Rucaparib 600 mg BID
(n=267)

Crossover upon
progression may
be considered

Physician’s choice

— (Docetaxel, or Abi, -
or Enza) (n=133)

*Mutations identified in blood, archival tissue, or screening tumor tissue

Ryan CJ et al. ASCO GU 2018; abst TPS389; NCT02975934.

Primary endpoint

rPFS
(RECIST 1.1 and PCWG3 by IRR)

Key secondary endpoints

ORR and DOR by modified RECIST
criteria in patients with
measurable nodal/visceral disease
OS

Clinical benefit rate

PSA response of 250% and 290%
Time to PSA progression
Patient-reported outcomes

Safety and tolerability

Courtesy of Emmanuel S Antonarakis, MD



TRITON3: rPFS in ITT population

100
55 Median, mo. 95% CI
- Rucaparib 10.2 8.3-11.2
Physician’s choice 6.4 5.6-8.2

S Log-rank P=0.0003
% 60 HR (95% CI): 0.61 (0.47-0.80)
e 00
o]
0 40+
Til
L 30

20

104 — Rucaparib =

= Physician’s choice
0 | | | | | | | | | | | | | | |
0 3 6 9 12 185 16 .21 24 27 30 33 36 39 42 45
Patients at risk (events) Months

Rucaparib 270 (0) 220 (29) 155 (68) 99 (108) 61 (135) 46 (142) 31 (150) 19 (156) 15 (158) 12 (160) 9 (161)

Physician’s choice 135(0) 97 (25) 58(56) 28(74) 13(88) 6(91) 4(92) 1(93) 1(93) 0(94)

Bryce A, et al. Presented at PCF Retreat 2022.

7(162) 4(164) 2(164) 2 (164) 0 (164)

Courtesy of Emmanuel S Antonarakis, MD



TRITON3: rPFS in BRCA1/2 and ATM subgroups

BRCA1/2 Subgroup ATM Subgroup

100 100 _
Median, mo. 95% ClI 90 - Median, mo. 95% CI

%07 Rucaparib 1.2 9.2-13.8 = Rucaparib 8.1 55-8.3
Physician's choice 6.8 40-104

Physician's choice 6.4 5.4-8.3

Log-rank P<0.0001 Log-rank P=0.84

HR (85% CI): 0.95 (0.59-1.52)

5 8
3—’ S
© 60 HR (95% Cl): 0.50 (0.36-0.69) &
7 509 W > 50
» 40- -‘1_ ® 40-
e 304
& 30- =
207 20 |
| — Rucaparib 10 = s
10 St . —— Physician’s choice 1
0 s i i O I I | I I I I I : | | I I | I |
T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 o m R R PR B St s SR SRR R
Patients at risk ts) Months Patients at risk (events) Months
i T il
SRS SIS [ Rucaparib B9(0) S51(11) 31(2d) 16(38) 6(46) S5(47) 4(47) 3(47) 2(48) 2(4B) 2(48) 1(48) 1(49) 0(49)
Rucaparib 201 (0) 168 (18) 124 (44) 83 (70) 55(B9) 41(95) 27(103) 16(109) 13 (110) 10(112) 7(113) 6(113) I (116) 2(115) 2(115) 0(118) e b 34(0) 28(4) 16(14) 9(18) 4(24) 2025 126 128 1(28) 0@D

101(0) 69(21) 42(42) 19(65) 9(B4) 4(66) 3(66) 0(67)

Bryce A, et al. Presented at PCF Retreat 2022.

Courtesy of Emmanuel S Antonarakis, MD
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Clarke NW et al. NEJM Evid 2022; 1(9) DOI: 10.1056/EVID0a2200043

Patient Population?

Stratification Factors

* Prior taxane at mHSPC: ves vs no

PROpel: Abiraterone +/- Olaparib

LA1L2 Olaparib 300 mg BID +
Docetaxel allowed at mHSPC stage abir:feargne 1 Or(;'Ogmg QDP
No prior abiraterone n= :,399

Other NHAs allowed if stopped 212 months
prior to enrollment

Ongoing ADT
ECOG 0-1

Placebo +

birat 1,000 D
« Site of distant metastases: bone only vs S erorr: e= 397 mgQ

visceral vs other

Primary endpoint: rPFS
Secondary endpoint: OS

Courtesy of Matthew R Smith, MD, PhD



MASSACHUSETTS
GENERAL HOSPITAL

CANCER CENTER

PROpel: Abiraterone +/- Olaparib
Image-Based Progression-Free Survival

HRRm Subgroup Non-HRRm Subgroup

1.0
0.9+
0.8+
0.74

279)

0.6+

0.5+

0.4+

I

Probability of Progression-Free Survival
Probability of Progression-Free Survival

. 0.3+
Events, Median Events, Median
O,
G5 ) ) No. (%) (mo) No. (%) (mo) Abiraterone + Placebo (n=273)
Abiraterone + Olaparib 43 (38.7) NR Abiiatarors + Plicetio: (=115) 029 Abiraterone + Olaparib 119 (42.7) 241
Abiraterone + Placebo 73 (63.5) 13.9 ITRCONR. FIERR0 (il i
Abiraterone + Placebo 149 (54.6) 19.0
0.14 - - . -
Hazard ratio for disease progression or death, 0.5 0.1 Hazard ratio for disease progression or death, 0.76
(95% Cl, 0.34 to 0.73) (95% Cl, 0.60 to 0.97)
0.0 T T T T T T T T T T T T T T T T T T T T T T T T T T T T 0.0
0 1 2 3 4 5 6 7 8 9 1011 1213 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 : 0 1 2 3 4 5 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31
Time from Random Assignment (mo) Time from Random Assignment (mo)

Clarke NW et al. NEJM Evid 2022; 1(9) DOI: 10.1056/EVID0a2200043 Courtesy of Matthew R Smith, MD, PhD



Probability of rPFS

10+

0.9 1

0.8 1

0.7 4

0.6 -

0.5 +

04 A

0.3 4

0.2 4

0.1 4

12-monthrate

71.8%

63.4% 24-monthrate
| 51.4%

33.6%

0.0

- 6 8 10 12 14 16 18 20 22 24 26 28 30

Time from randomization (months)

Olaparib + Placebo +
abiraterone abiraterone

(n=399) (n=397)

rPFS by investigator assessment

Events, n (%) 168 (42.1) 226 (56.9)
Median rPFS, months 24.8 16.6
HR (95% Cl) 0.66 (0.54-0.81); P<0.0001

rPFS by blinded independent central review
HR (95% CI) 0.61 (0.49-0.74); P<0.0001

Olaparib + abiraterone

PROpel: Radiographic progression-free survival

Number of  Median rPFS,

patients, n months

All patients 796 24.8 16.6
Age at randomization

<65 227 NR 164

265 569 22,0 16.7
ECOG performance status at baseline

0 558 249 16.8

1 236 17.5 14.6
Site of distant metastases

Bone only 434 27.6  22.2

Visceral 105 13.7 10.9

Other 257 205 13.7
Docetaxel treatment at mHSPC stage

Yes 189 27.6 13.8

No 607 248 16.8
Baseline PSA

Below median baseline PSA 39 25.2 22,0

Above or equal to median baseline PSA 397 18,5 13.8
HRRm status

HR (95% CI)
0.66 (0.54-0.81)

0.51(0.35-0.75)
0.78(0.62-0.98)

0.67(0.52-0.85)
0.75 (0.53-1.06)

0.73 (0.54-0.98)
0.62 (0.39-0.99)
0.62 (0.44-0.85)

0.61(0.40-0.92)
0.71(0.56-0.89)

0.75(0.55-1.02)
0.63 (0.48-0.82)

0.50(0.34-0.73)

HRRm 226 NR 139
Non-HRRm 552 24.1 19.0
01 <

Olaparib + abiraterone better

Clarke NW et al. NEJM Evidence 2022.

0.76(0.60-0.97)

Placebo + ahiraterone better

10

Courtesy of Matthew R Smith, MD, PhD
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MAGNITUDE: Abiraterone +/- Niraparib

Prescreenin :

Key Eligibility Criteria ) Biomarké’r A"%?r:frrt‘ to
* L1 mCRPC Status

— <4 months prior abiraterone HRR BM+ Niraparib + abiraterone

allowed for mCRPC Panel HRR BM+
« ECOGPSOor1 ATM Planned n =400 : D
+ BPI-SF worst pain score <3 BRCA1 acebo + abiraterone
BRCA2

Stratification Factors BRIP1

* Prior taxane-based chemo for CDK12
mHSPC CHEK2 Niraparib + abiraterone
e Prior ARi for nmCRPC FANCA
HDAC2 HRR BM-
* Prior abiraterone for L1 mCRPC PALBD Planned n =600
* HRR BM+ cohort only ] Placebo + abiraterone
— BRCA1/2 vs other HRR gene

alterations

Primary endpoint

— rPFS by central review

Secondary endpoints

— Time to cytotoxicity chemotherapy

— Time to symptomatic progression

Chi K et al. ASCO GU 2022. Abstract 12 - 0OS Courtesy of Matthew R Smith, MD, PhD



MASSACHUSETTS
GENERAL HOSPITAL

CNCEERTE T MAGNITUDE: Abiraterone +/- Niraparib

All HRR BM+ Patients BRCA1/2-Mutated
All HRR BM+: rPFS Assessed by Central Review I:;I::::zlr;:slz, ?)(;I-? I:ﬂ:iller;,sli, :):56
Ml [ | | |
® 100 =70 - 60%
- (]
g 20| (5592 52%
o 80+ o (29/56)
> % 50 -
w O
s 601 g 40 - 28% 31%
N e ettt = (23/82) (15/48)
E 40 NIRA + AAP: 16.5 mo = 30 -
o | c 20 - 38% PR W
= 20 4 K]
o HR = 0.73 (95% Cl, 0.56-0.96) PBO + AAP:13.7 mo ® 10 -
= P=.0217 o
gy —— 0
R T NIRA+AAP  PBO+AAP  NIRA+AAP  PBO +AAP

Time From Randomization, mo

Two distinct cohorts: with or without alterations in HRR genes
Prior ARSI, docetaxel in mHSPC allowed

No benefit in patients in the HRR BM- cohort

Significantly improved rPFS in the HRR BM+ cohort

Niraparib + AAP nearly doubles ORR and provides deeper response in patients with measurable disease

Chi K et al. ASCO GU 2022. Abstract 12; George DJ et al. SUO 2022. Abstract 74 Courtesy of Matthew R Smith, MD, PhD



TALAPRO-2: Phase lll Trial of Enza +/— Talazoparib
patient population

Patient population
= rPFS by BICR per RECIST 1.1 and PCWG3
in All-comers (Cohort 1), n=804

= mCRPC with progression (PSA,

bone, and/or soft tissue) Talazoparib 0.5 mg QD* + = rPFS by BICR in patients with
Enzalutamide 160 mg QD

» Prior docetaxel and/or abiraterone
in CSPC setting allowed

= Ongoing ADT or bilateral
orchiectomy

= ECOGPSO0O-1

Stratification factors

DDR* alterations (Cohort 2), n=214

Key secondary endpoints

(analyzed for both cohorts separately)

Planned enrollment: 1018 = OS

= OR per RESIST 1.1 (measurable disease)
= PSA response >50%

= Previous treatment with Placebo + = Time to PSA progression
abiraterone or taxane-based Enzalutamide 160 mg QD = Time to initiation of cytotoxic CT or
chemotherapy for CSPC antineoplastic therapy
= DDR* alteration status (deficient vs = Time to first symptomatic skeletal event
nondeficient/unknown) = PFS2
= Safety

*0.35 mg QD if moderate renal impairment

. = Patient-reported outcomes
*DDR alterations (BRCA1/2, PALB2, ATM, ATR, CHEK2, FANCA, RAD51C, NBN, MLH1, MRE11A, CDK12).

Agarwal N et al. Future Oncol. 2022;18:425-436; NCT03395197.
Courtesy of Emmanuel S Antonarakis, MD



TALAPRO-2: Phase lll Trial of Enza +/— Talazoparib

All-comers cohort |[rPFS 21.9 mo 2> NR |HR 0.63 (0.51-0.78) | P <0.001

HRR mutated rPFS 16.4 2 27.9 mo HR 0.46 (0.30-0.70) P <0.001

HRR wild-type rPFS 16.6 > 25.8 mo HR 0.66 (0.49-0.91) P=0.009

Agarwal N et al. ASCO GU 2023; abstr LBA17.
Courtesy of Emmanuel S Antonarakis, MD



CARD: STUDY DESIGN

Multicenter, randomized, open-label study
Enroliment: Nov 2015 — Nov 2018
Median follow-up: 9.2 months

Cabazitaxel (25 mg/m?

R .
A Q3W) Endpoints
N + prednisone + G-CSF Primary: rPFS
: : n=129
Patients with mCRPC who D Key secondary: OS,
progr.essed < 12. months on 0 PFS, PSA response,
prior alternative ARTA M tumor response
(before or after docetaxel) |
Z : Other secondary: Pain
N = 255 . Abiraterone (1000 mg QD) response, time to
+ prednisone symptomatic skeletal
OR event, safety, HRQoL,
Enzalutamide (160 mg QD) biomarkers
n=126
Stratification factors:

ECOG PS (0/1 vs 2)
Time to progression on prior alternative ARTA (0-6 vs > 6-12 months)
Timing of ARTA (before vs after docetaxel)

ECOG PS, Eastern Cooperative Oncology Group performance status; G-CSF, granulocyte-colony stimulating factor; HRQoL, health-related quality of life;

congress , : ) Ance st . RAoL, | ‘ .
g/(\) qSCBELON A 0S, overall survival; PFS, progression-free survival; PSA, prostate-specific antigen; QD, once daily; Q3W, every 3 weeks; rPFS, radiographic progression-free survival.
Courtesy of Prof Karim Fizazi, MD, PhD



CARD: IMPROVED OVERALL SURVIVAL WITH CABAZITAXEL

+ Censored
1.0

0.8+

0.6+

0.4+

Kaplan-Meier estimate

0.24

Cabazitaxel

Abi or Enza

No. of Median OS,
patients months (95% ClI)
129 13.6 (11.5-17.5)
126 11.0 (9.2-12.9)
HR (95% CI): 0.64 (0.46-0.89)
p =0.0078

0.0

No. at risk
Caba 129 122
AbiEnza 126 116

congress
ERGESMD

96
88

9 12 18
Time, months

77 51 21

64 39 11

De Wit R, NEJM 2019

24 30
8 2
3 0

Courtesy of Prof Karim Fizazi, MD, PhD



Other Recently Reported Trials Investigating Cabazitaxel for mCRPC
Multicenter, randomized, open-label study PRIMARY ENDPOINT

Enrollment: May 2017 to January 2021

Cabazitaxel (25 mg/m? q3w) Endpoints N .
. . eutropenia grade > 3 and/or
Ny mCRPC previously treated wm R + prednisone (10 mg daily) Primary: Incidence of grade p - g - . *
>' docetaxel-containing regimen + G-CSF > 3 neutropenia (measured ne utropenlc com pllcatlons
= and > 1 ARTA A n=97 at nadir) and/or neutropenic - —r—
m N complications ) ;
Age = 65 years D 4 <0.001 CBZ 25 mg/m CBZ 16 mg/m
< 31 centers (23 France, 8 Germany) . P : q3w (N =97) q2w (N =99)
(Ol 1:1 Secondary: OS, rPFS, ° -
m ECOGPS=s2 S e S~ Neutropenia grade > 3 61 (62.9)
< ’ . M Cabazitaxel (16 I‘Ilglll'l2 QZW) P fi 3 t » Febrile neutropenia 7(7.3) <0.001
G8 >14 (or =14 with reversible | + prednisone (10 mg daily) Lnniba I = Sepsis 3(3.1)
O geriatric impairment) Z [> P g daily symptomatic skeletal event, D
+ G-CSF safety, HRQoL, biomarkers © | 5.1%
N = 196 pts / E n=99 o (- i
J n=
Stratification factors:
- Geriatric assessment G8 (< 14 vs. > 14) Statistical hypothesis: Cabazitaxel 16 mg/m? q2w would have 20 % lesser grade 2 3 -
@ neutropenia and/or neutropenic complications than cabazitaxel 25 mg/m? q3w; around 2 2
-Age (< 70 vs. > 70 years old) 90upatients per arm wguld be needed to achieve a power of 80% ! CBZ 2? mg;r)n q3w CBZ 1? mgg;‘ q2w
n= n=

Inclusion criteria
mCRPC ) Other life prolonging
ECOG PS0-2 Cabazitaxel therapy
Testosterone <50 ng/dL .
Adequate bone marrow and CO n C I u S | O n S
liver functions
Prior docetaxel Abiraterone/P Other life prolonging

Previous ARTA was allowed OR enzalutamide therapy : - .
S Visceral metastases were more frequent in CBZ patients
Progressive disease

Features of poor prognostic Radiological response and stable disease at 12 weeks was significantly higher in
disease (21): == »> patients treated with CBZ than with ARTA

-,
o

No significant difference in CBR between CBZ and ARTA treated patients at 12 weeks

OSTRICh?

Liver metastasis 12 weeks Follow-up for Time to clinical progression was significantly prolonged in patients treated with ARTA

ate-taron i LEELULE Overall survival and rPFS was similarin both groups
resistant <12m endpoints

-«

Progressive <bm
after docetaxel

1Qudard S et al. ESMO 2022;Abstract 1363MO; 2 van der Zande K et al. ASCO 2021;Abstract 5059. Courtesy of Prof Karim Fizazi, MD, PhD
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Prostate specific membrane antigen (PSMA)

10

lacrimal
+++

q .
‘ submandibular
} /591 antibodies +H \
‘ 7 e Type Il transmembrane
s glycoprotein (FOLH1) )
PSMA-inhibitors
6 . .
68Ga-PSMA-11 e Highly over-expressed in
177Lu-PSMA- liver+ prostate cancer
617 ' 5 .
o NN castrate-resistant
metastatic disease
4 J

Extracellular

(duodé um++)

/1111 Cellmembrane)| 3

‘:dioactive -

urine PSMA PET
normal biodistribution

Image from Maurer T et al. Nat Rev Urol, 2016 Apr;13(4):226-35

111' n-caproma b prostascint’

Courtesy of Prof Karim Fizazi, MD, PhD


http://www.nature.com/nrurol/journal/v13/n4/full/nrurol.2016.26.html

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

_ ool o Primary endpoints: 1”/Lu-PSMA-617 prolonged OS
* Primary N
analysis 2 0. Hazard ratio: 0.62
g (95% CI: 0.52, 0.74)
% 70+ p < 0.001 (one-sided)
I 604
o Median 15.3 vs 11.3 months
S 50-
©
Q 40+
£ 304 e
() .
>
1L 20+ .
—— 177Ly-PSMA-617 + SOC (n = 551) |
%7 =~ SOC alone (n = 280) e
0 I I I | I | I I I I I

[ | I | I [
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Time from randomization (months)

Number of patients still at risk
"LuPSMA-617+SOC 551 535 506 470 425 377 332 289 236 166 112 63 36 15 5 2 0

20 20D A=79 AEE ADD A4 oo =a EA Y e e )
Calone 280 238 203 173 155 133 117 Jo 3 51 33 16 6 2

Morris MJ et al. ASCO 2021;Abstract LBA4. Sartor O et al. N Engl J Med 2021;385(12):1091-103. Courtesy of Prof Karim Fizazi, MD, PhD



Planned/ongoing phase 3 trials
in earlier settings

EIPEITEE] 177Lu-PSMA-617  177Lu-PSMA-617  177Lu-PNT2002 177Lu-TLX591

agent
Setting mCSPC mCRPC prechemo  mCRPC prechemo MCRPC post:
docetaxel
. . rPFS rPFS
Primary endpoint 0S 0S rPES rPFS
Number of pts 1126 495 415 387

Courtesy of Prof Karim Fizazi, MD, PhD



Phase Ill PMSAfore Trial Meets Primary Endpoint with
177Lu-PSMA-617 for PSMA-Positive mCRPC

Press Release: December 5, 2022

“Today, [it was announced that] the pivotal Phase Ill PSMAfore study with 17’Lu-PSMA-617, a prostate-
specific membrane antigen (PSMA)-targeted radioligand therapy, met its primary endpoint. 17’Lu-PSMA-
617 demonstrated a statistically significant and clinically meaningful improvement in radiographic
progression-free survival (rPFS) in patients with PSMA-positive metastatic castration-resistant prostate
cancer (mCRPC) after treatment with androgen-receptor pathway inhibitor (ARPI) therapy, compared to
a change in ARPI. No unexpected safety findings were observed in PSMAfore; data are consistent with
the already-well established safety profile of 1//Lu-PSMA-617.

This is the second positive read-out for 17/Lu-PSMA-617 in a Phase Ill trial following the VISION study,
where patients with PSMA-positive mCRPC who received *7Lu-PSMA-617 plus standard of care after
being treated with ARPI and taxane-based chemotherapy had a statistically significant reduction in risk
of death. The PSMAfore results continue to support the important role of 1”/Lu-PSMA-617 in treating
patients with prostate cancer. The Phase Ill data will be presented at an upcoming medical meeting and
discussed with the US Food and Drug Administration (FDA) in 2023 for regulatory approval.”

https://www.globenewswire.com/en/news-release/2022/12/05/2567028/0/en/Novartis-PluvictoTM-shows-statistically-significant-and-
clinically-meaningful-radiographic-progression-free-survival-benefit-in-patients-with-PSMA-positive-metastatic-castration-re.html




COSMIC-021: Phase 1b Study Evaluating Cabozantinib +
Atezolizumab for mHRPC — HRPC Cohort 6 Expansion Design

mCRPC Confirmation of initial results
* Radiographic progression in soft tissue
after enzalutamide and/or abiraterone Cabozantinib 40 mg QD PO + First extended Second extended
» Measurable disease per RECIST v1.1 -) Atezolizumab 1200 mg Q3W IV enroliment enroliment
* ECOGPSOor1 (N=30) (N=50) (N=50)
* Prior chemotherapy not permitted
except docetaxel for mCSPC Tumor assessments per RECIST v1.1 by the investigator every 6 weeks for the first year and every

12 weeks thereafter; treatment until loss of clinical benefit or intolerable toxicity.

* Primary endpoint: investigator-assessed ORR per RECIST v1.1

* Secondary endpoint: safety including adverse events (AEs) and AEs of special interest (AESIs)

Exploratory endpoints: PFS, OS, and biomarkers analyses

Visceral metastases and/or extrapelvic lymphadenopathy (Visc/EPLN) was a key subgroup

ORR and PFS were also analysed by blinded independent review committee (BIRC)

Data as of Feb 19, 2021; 132 patients enrolled with a median follow-up of 15.2 mo (range, 5.7-33.9)

Agarwal N et al. ESMO 2021;Abstract LBA24. Courtesy of Prof Karim Fizazi, MD, PhD



COSMIC-021 Cohort 6: Best Change from Baseline in Sum of
Target Lesions

60 Best change per Investigator 60 Best change per BIRC

40 40
v )
= =
g -0, Regression in 77% of 128 evaluable pts 2 = Regression in 70% of 120 evaluable pts
™ P ™
g | 118 g I“||.
— 0 e 0 | I
: 5 |
©  -20- & -20-
< £
O Q) s s e e B S L T RS R ‘
= = '
TR g -40 u
& &
% -60- 2 -60
v V
o0 [oa)

-80- -80 -

" mCRPC without Visc/EPLN
-100- -100- I mCRPC with Visc/EPLN

Evaluable patients (pts) had measurable disease and at least one post-baseline scan; the three patients with complete responses per investigator had
lymph node metastases as target lesions.

Agarwal N et al. ESMO 2021;Abstract LBA24. Courtesy of Prof Karim Fizazi, MD, PhD



