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Agenda

|. Oligometastatic Castrate Sensitive Prostate CA
> STOMP, Oriole Trial (ASCO 2022)

2. Nonmetastatic Castrate Sensitive Prostate CA
o PRESTO Study (ESMO 2022)

3. Metastatic castrate sensitive Prostate CA
> ARASENS Update (ASCO 2022)

4. Metastatic castrate resistant Prostate CA
> PROpel Update (ESMO 2022)
> VISION Update, TheraP  (ASCO 2022)
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Systemic therapy of prostate cancer 2022

Metastatic CSPC

*  Docetaxel

* abiraterone

* apalutamide

* Enzalutamide

*  Docetaxel
+Abiraterone

*  Docetaxel +
Darolutamide

Non-Metastatic CRPC
* apalutamide

* enzalutamide

e darolutamide

Androgen deprivation

therspy (ADT)  p—

Castrate-Sensitive (CSPC)

Ist line Metastatic CRPC

sipuleucel-T
abiraterone
enzalutamide
docetaxel
radium-223

PARP + Abiraterone

)

»
\

Refractory mCRPC

» Cabazitaxel

* Lutetium 177

* olaparib (HRR mut), rucaparib
(BRCAI/2 mut)

* pembro (MMR deficient)

Metastatic

Castrate-resistant (CRPC)

e PSA

Alkhudair NA. Saudi Pharm J. 2019 Mar;27(3):368-372.



|. Oligometastatic Prostate Cancer

* Clinical Problem
* Are we over treating patients with ADT?
* ADT side effects for patients




ASCO 2022: Poster 5025
Pooled analysis STOMP + Oriole study

* Phase || STOMP and ORIOLE trials to
examine long term outcomes of MDT in

patients with oligometastatic castration
sensitive prostate cancer

* In pooled analysis, evaluated ability of a
high-risk (HiRi) mutational signatures to
provide prognostic and predictive
information



ASCO 2022: Poster 5025

* omCSPC (defined as less than 3 lesions)
enrolled on STOMP (n = 62) and
ORIOLE (n = 54).

 Patients were randomized to MDT or
observation.

* Primary endpoint was progression-free
survival (PFS) defined as either PSA
progression, initiation of androgen
deprivation, or death.



ASCO 2022: Poster 5025
(Primary Endpoint)

Results

Median PFS was prolonged with MOT (11.9 months) compared
10 Observation (5.9 morths) with 2 podied HR of 0.44 {95% 0,
029 -066 pwvalue <0.001)
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ASCO 2022: Poster 5025

* Secondary endpoint was radiographic PFS
(rPFS) defined as radiographic progression
or death.

* ldentify a high risk mutational signature
defined as pathogenic mutations

« ATM,BRCAI/2,Rbl, pTEN, and TP53
evaluated using next generation
sequencing (NGS).
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ASCO 2022: Poster 5025
(Secondary Endpoint/Radiographic)
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My Practice based on Poster 5025

* Next generation sequencing for all
metastatic prostate cancer patients (liquid
and tissue).

e Prioritize MDT for patients with 3 or fewer
lesions if they do NOT have homologous
recombination repair deficiency (rPFS 22.6
months vs |10 months)

» Keeps patients off of ADT and the side
effects associated with treatment



2. Nonmetastatic prostate cancer
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PRESTO design

Arm A:
LHRH Analog

LHRH Amlogtmmunldo

I.HRHAndoooApdchbo

Abiraterone Acetate + Prednisone

Stratfiec by PSA doubling time
(< 3 months vs. 3 < 9 months) 52 WOoks

Treatment per Investigator

Discretion



Cohort Groups

Overall
Study Cohort
, (N = 503)
Madian PSA at study entry, ng'mL 1.73 1.80 1.77 1.77
(Q1. Q3) (1.01, 3.20) (0.67, 3.58) (0.95,4.21) (097357
PSA doubling time strata (%)
<3months 43(259) 43 (25.6) 44 (26.0) 130 (25.8)
3-9months 123 (74.1) 125(74 4) 125 (74.0) 373(74.2)
Madian time interval between radical 46 4.7 4.0 44
prostatectomy and study entry, years (2.8, 7.3) (2.8, 65) (28, 638) (2.8,.68)
(Q1. Q3)

Price radiation, N (%)
147 (88.6) 142 (84.5) 137 (81.1) 426 (B4.7)

Price androgen deprivation therapy. N
(%) 71(42.8) 75 (44.6) 67 (39.6) 213 (42 .35)



PRESTO Study

e Median follow-up
21.5 months

e both experimental

,‘ arms significantly

XA prolonged

' biochemical

progression-free
S survival compared

to the control arm

e median 24.9 months
for ADT +
T — apalutamide vs 20.3
o months for ADT, HR
0.52 (95% CI 0.35—
0.77):

cent Without Event
~ 2 ]




PRESTO Study
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Most common adverse effect was
hypertesion

Summary of Adverse Events

Arm B Arm C
ADT » APA ADT « APA « AAP
n~18)) (n=161)
Adversa Events (AE) ni%) nM™) n%)
Any AE 145 (90 8) 148 (90 8) 155 96 3)
Grade ) or 4 AE (88 410280 810379
Any Serous Ak 13¢8.1) 14(80) B(174)
AE ‘oading © 01(0.0) 3(18) 503.1)
treatmernt



PRESTO Study

e Median time to testosterone recovery was 4.0,
3.9 and 4.8 months in ADT,ADT + apalutamide,
and ADT + apalutamide + abiraterone acetate
plus prednisone arms, respectively.

e Study Limitations

o A.PSA-based rather than metastasis-free survival
endpoints

> B. Metabolic imaging (PSMA PET) were not used at
screening (MO biochemically recurrent CSPC
population maybe seen with PSMA PET)

o C. Metastasis-directed therapy in oligometastatic
CSPC in conjunction with ADT remains to be
defined.



My Practice based on PRESTO

* Not practice changing at this time.

| am intrigued with | year fixed treatment
with ADT and Androgen pathway
inhibitor.

e Patient’s testosterone level recovered.



3. Metastatic Hormone Sensitive
Prostate Cancer

e Clinical Problem

* Triplet vs Doublet Treatment

* Heterogenous Group (Synchronous vs
Metachronous)



Historical Data: CHAARTED Study

100+ Mazard ratio for death with ADT + docetaxel,
0.61 (95% CI. 0.47-0.80) P<0.001
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Androgen Pathway Inhibitors

LATITUDE: Abiraterone Acetate for mHSPC

Radiographic Progression-Free Survival Overall Survival

Abiraterone

o] Hazard tatio, 047 (95% C1.039-8.55) %7 Hazard ratio, 062 {95% €1, 051-076)
W1 pe000) 104 pooool
g ; 5
4 3 16 X e ) “ 4
5 S\ x Y: o 6 12 18 4 30 % 4
Months Month
s

Fizazi et al (2017) N Engl J Med 377: 352-60

TITAN: Apalutamide for mHSPC

Radiographic Progression-Free Survival Overall Survival

HR 0.48, P<0.001 Placebo * HR 0.67, P=0.005

Chi et al (2019) N Engl ) Med 381: 13-24
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ENZAMET: Enzalutamide for mHSPC

Clinical Progression-Free Survival Overall Survival
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PEACE -|

Uex Izt Criteria Nov 2013 - Dec 2018
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ARASENS Study

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, MO, PhD ' Maha Hussain, MD ? Fred Saad. MD 7 Karm Fizazi, MD, PhD * Cora N Stemberg, MD §
E. David Crawford, MD . * Evgerry Kopytisov, MD,” Chasdier M. Park, MD ! Bors Alekseay, MD.* Alvaro Montesa Pino, MD ™
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TR NEW ENGLAND JOUANAL M MEDICEME

l ORIGINAL ARTICLE I

Darolutamide and Survival in Metastatic,
Hormone-Sensitive Prostate Cancer

Matthew £ Smads MDD Mahs Mutaan M D FredSaad M D,
Karwm Fizan MDD, PhO. Cora N Stereberg MO, £ Dand Crawford M D,
Evpemy Kopylttow, MDD Grandier M. Pack M O, Boris Alekseew, MDD,
Alvaro Mostess Pino. M, D Dingwei Yo, M D Francis Parnis, M B lS
Fobpe Cruz. MO _Teuwo L) Tamerela MO PR D Huopposh Sud MD._ M D
Tapeo Umainea M D_ Oreng Fu M D, Motonge Uermuna MD_ P D
Maria | Mindez-del, MO Becgarmn L Maughan M D Fharm D
Hekki jJoemuu, MO, Silke Thle, MO B 0 VLS Irs Kosa M.D
and Sertrand Tomrbel N D PRS0, far thy ARASENS Tral Iwstgaton®

March 24, 2022
N Engl J Med 2022; 386:1132-1142
DOI: 10.1056/NE]M0a2119115




ARASENS

ARASENS: Darolutamide vs Placebo in
Combination With ADT + Docetaxel in mCSPC

¢ international, randomized, double-blind phase Nl trial in 286 sites across 23 countries
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Overall Survival

ARASENS: OS (Primary Endpoint)

¥

s Addition of darolutamide to

- 3 ADT + docetaxel sgnficantly
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Adverse Events
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ARASENS Update ASCO 2022
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ARASENS Conclusion

e Darolutamide, Docetaxel,and ADT significantly
increased OS vs placebo + ADT + docetaxel in patients
with metastatic castrate sensitive prostate cancer

e Median OS: NE vs 48.9 mo (HR:0.68; 95% CI:0.57-0.80;
P <.001)

e Every patient with metastatic hormone sensitive
prostate adenocarcinoma should receive androgen
pathway inhibitor with ADT at a bare minimum.

e Consider Darolutamide, Docetaxel, and ADT as new
standard of care for mCSPC with high risk and/or high
volume disease.

e Triplet vs Double treatment for all patients?



Prostate Cancer
Classification

Newly-diagnosed
Any of:
+ Metastatic

» Node-Positive

High Volume
Visceral
Greater than 3

bone lesions with 1 |*220f Stage T3/4
extra-axial

PSA240ng/ml
Gleason 8-10

High Risk
Gleason 8-10

All patients

* Fit for all protoco! treatment
* Fit for follow-up

* WHO performance status 0-2
* Written Informed consent

At least 3 bone
lesion

Measurable
visceral lesions

Relapsing after previous RP or
RT wq:h gl of; ;

» PSA 24n%/ml and rising with
doubling time <ém

» PSA 220ng/m|
» 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
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4. Metastatic Castrate Resistant
Prostate Cancer

e Clinical Problem

* When do you use PARP inhibitors!?

* Which patients should we prioritize
for PARP inhibitors!?



1, PARP belps repair
DNA damage.

Olaganth
Neaparid
Rucapaid
Talaropard

4

PARP, poly (ADP-fibedd) palymerase

2 PARP inhibition leads Fepair DNA and survive.
"o AP
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Sirind v &
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. Cancer colls with dedect ia
ONA repair (RRCA mutation)
cannel survive,

Jacob et al. UCC December 2020,Volume 09, Issue 04



PROpel Study

ASCO Genitourinary
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PROpel: phase lll trial of olaparib and abiraterone
versus placebo and abiraterone as first-line
therapy for patients with metastatic

castration-resistant prostate cancer

Fred Saad, Antrew J. Armstrong, Antome Theery-Vuillemin, Mototsugu Ova, Eugenia Locedo
Giuseppe Procopio, Jukana de Menezes, Gustavo Girotto, Cagatay Arslan, Niven Mehra
Francis Parnes, Emma Brown, Friedanka Schiirmann, Jae Young Joung, Mdédoo Sugmaoto

Christian Poehlein, Elizabeth A. Harrington, Chintu Desal, Jinyu Kang, and Noel Clarke




PROpel Study

Patient population ~ Olapanb 300 mg bid Primary endpoint
S TLMCREC T LR S * Racographic progression oe death (PFS)
+ Docotaxel alowed at e :

MHSPC stage : AR by rwesigator assessment

No prior abimterone
Othver NHAS allowed if Key secondary endpoint
$50pped 212 Months price * Overall survival (alpha control)

':° ”'““’:"O'T : Additional endpoints

ECOG 0-1 Time 10 fust subsequent therapy or death (TFST)
Time 10 sacond progresson or dasth (PFS2)

Placedo Objective response rine (ORR)

HRREm' prevalence (retrospectve testing)

Heaith-rolsted gquaity of e

Safety and tolerabity

Stratification factors

+ Ste of datant metastases
DONe Only v VisSaral va other

« Pror taxane at mMSPC:

abiraterone 1000 mg qd* —_—
Yot V8 NO a7

Saad F et al. Genitourinary Cancers Symposium 2022;Abstract 11.



PROpel study

34% nsk reduction of progression or death with olaparib + abiraterone
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Saad F et al. Genitourinary Cancers Symposium 2022;Abstract 11.



PROpel Study
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Saad F et al. Genitourinary Cancers Symposium 2022;Abstract 11.



PROpel Study

Olaparity » abiraterone (n=399] Placado + abirsterone (n=399)
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Saad F et al. Genitourinary Cancers Symposium 2022;Abstract 11.



ESMO 2022 Update

PROpel: subgroup analysis of rPFS
An tPES benefit was observed across ol pabert subgroups, induding the HRRm and BRCAm biomarker
subgroups (DCOT)'

Nontion of pefnste ¢ Bl ST wnihe Ll

L panin - ST N B MR eer
Age o andirnisbs ey

13 ar L aNRBLMm

" B ' - MR -OM
R e adlia LTV

Bure vy o ; —_— SRR MO

e = T IGRBLW

- w —_———— 162 Rl iy
Tincots sl oot mant o ma 330 wage

b L _J ] - e MR

[ “r "l - 1IN RO
sl

iin o 4 ¢ e IR MO

N T o= " . INROE)
B A

A 1) T - INREROO

-0 A w X I IMR LM

e ) —_— e
— - Lbsosw 20t povbe sovm

crrme
m T R g WA e o e N Lt s @ Ao R s Wl e pwy O — v A . L 0 Ay — 0 WA S -

Ayt it st L e 4l pray @Bt 4% s ca e B it it D G Ny gt s ——
1 e W g T s L0 IO g CO0D Vs hanie Taha haany W -t o R e L L )




-

Radographic Progression-Free Survival

ITT Population

Radiographic progression-free survival by investigator assessment

in ITT population

Curves
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B Placedo + Abwaterone
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Radiographic ProgressionFree Survival

ESMO 2022 BRCA mutation group

Radiographic progression-free survival: BRCA mutation subgroup:
Investigator assessment

T Curves N Medan (955 C1)
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Radiographic Progression-Free Survival

ESMO 2022 PROpel

Non BRCA group

Radiographic progression-free survival: Non-BRCA mutation

Months

subgroup: Investigator assessment
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B Abiraterone » Olspant M) A
B Flacebo « Abwraterone 350 19

HR (955 CH)

Abiraterone = ODlagand vs Placebo ¢
' 1) ( WAN0 v J X 5 Yf' ": 61-094
ABitaterone '



Overall Sutvival

PROpel ESMO 2022 Update

Overall survival: Updated results: Data cut-off 2, 40.1% maturity
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Olaparib Niraparib Rucaparib

Talazoparid

PARP, paty (ADPibose) pofymerase

Jacob et al. UCC December 2020,Volume 09, Issue 04




MAGNITUDE study (HRR-)

\- Composite Progression Endpoint
(radiographic or PSA progression)

-
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Shi et al Journal of Clinical Oncology 40, no. 6_suppl (February 20, 2022) 12-12.



Magnitude study

rPFS assessed by central review rPFS assessed by investigator

NIRA + AAP: 166 mo NIRA + AAP: 10.3mo
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Shi et al Journal of Clinical Oncology 40, no. 6_suppl (February 20, 2022) 12-12.



Talazoparib/Enzalutamide Combo Meets rPFS End Point
In Untreated Metastatic CRPC

October 4. 2022



Take Home

- TALAPRO-2

Enzalutamide and Talazaparib Positive for HRR (+) and
HRR (-). Announced October 4, 2022.

Paper not released yet.

- PROpel

rPFS benefit for olaparib + Abi/Pred vs placebo + Abi/Pred in
overall population

(24.8 vs 16.6 mo; HR: 0.66; P <.0001)
Patients were not stratified by HRR status

- MAGNITUDE Study

rPFS benefit for niraparib + Abi/Pred vs placebo + Abi/Pred

Patients with HRR alterations (16.5 vs 13.7 mo; HR: 0.53; P =
.0014)

No benefit in HRRmut -ve cohort




My practice

* Practice changing

° | consider Olaparib + Abiraterone + ADT for

hatients with metastatic castrate resistant
brostate cancer with BRCAI and BRCA?2
mutation the new standard of care

* Will await data for Enzalutamide + Rucaparib
(CASPAR trial) for unselected patients since
there appears to be discordance with

MAGNITUDE and PROpel for unselected
patients



Prostate Cancer Treatment Sequencing!?

e Clinical Problem

* What is the best treatment after patients
receive Docetaxel, Androgen pathway

inhibitor,and ADT?

o Lutetium |77, Cabizitaxel, or PARP
inhibitor?
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Lutetium |77 FDA approval
VISION Study  1en 23,2022

ORIGCINAL ARTICLE

Lutetium-177-PSMA-617 for Metastatic Castration-
Resistant Prostate Cancer

Ofiver Sartot, MDD, lohann de Bono, M8, Ch.B., PRD, Kim N, Ch, M.D,, Karim Fizazi, M.D.,
Ph.D., Ken Herrmann, M.D., Kambiz Rahbar, M.D,, Scott T, Tagawa, MDD, Luke T, Nordquast, M.D.,
Nigin Varshumpayan, M.D,, Ghassan E-Haddad, MDD, Chandier H, Park, M.D., Tomasz M, Beer,
M.D., o1 2L, for the VISION Irm}s:;g;.ws'

Septemnber 16, 2021

N Engl | Med 202); 385:1091.1103
DOL: W0.1056/NEIMoa2107322
Chinese Translation NS
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Mechanism of Action

77Ly-PSMA-617 targeted radioligand therapy
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VISION Study

Open-label study of protocol-permitted standard of care
+ 77Lu-PSMA-617 in adults with PSMA-positive mCRPC

Eligible patients

* Previous treatment with both
= 1 androgen receplor

pathwayy inhditor

-
-
@
=
3
@
=

1 Or 2 taxane re

Protocol-permitted standard of care
(SOC) planned before randomization

Excluding chemotherapy

::.mrn.:,‘(';“r,‘m - * Randomization stratified by * CT/MRUbone scans
ok s o= « ECOG status (0-10r 2) «  Every 8 weeks (reatment)
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 receplor pathway central review

with ©Ga-PSMA-11 inhibitors in SOC (yes or no)




Primary endpoints: '"Lu-PSMA-617 improved rPFS
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Morris MJ, ASCO 2021



Primary endpoints: '""Lu-PSMA-617 prolonged 0OS

100+
. Q@ -
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analysis s (95% CI: 0.52, 0.74)
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All randomized % i : )
patients ‘Si J Median 15.3 vs 11.3 months
(N =831) o
&%
£ 2
Q
>
w 20+
~+ Lu-PSMAS17 + SOC (n = 551)
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Treatment-emergent adverse events grouped as topics of
interest: no unexpected or conceming safety signals

Patients, n (%) socam SOC alone
(n=205) * 205)

Fatigue 260 (49.1) 60 (29.3) 37 (7.0) 5 (24)
Bone marrow suppression 251 (474) 36 (17.6) 124 (234) 14 (6.8)
Leukopenia 66 (12.5) 4 (20) 13 (25) 1 (0.5)
l.ymphopema 75(14.2) 8 (39) 41 (78) 1 (0.5)
168 (31.8) 27(13.2) 68 (12.9) 10 (4.9)

Tlvombocytopenia 91(17.2) 9 (44) 42 (719) 2 (1.0)
Dry mouth 208 (39.3) 2 (1.0) 0 (0.0) 0 (0.0)
Nausea and vomiting 208 (39.3) 35(17.1) 8 (1.5) 1 (0.5)
Renal effects 46 (B.7) 12 (5.9) 18 (34) 6 (29)
Second primary malignancies 11 (21) 2 (1.0) 4 (0.8) 1 (0.5)
Intracranial hemorrhage 7 (1.3) 3 (1.5) 5 (0.9) 2 (1.0)

Morris MJ, ASCO 2021



VISION study

o 177Lu-PSMA-617 significantly prolonged vs
standard care

* Imaging-based progression-free survival
(median, 8.7 vs. 3.4 months; hazard ratio
for progression or death, 0.40;)

e Overall survival (median, 15.3 vs. | |.3
months; hazard ratio for death, 0.62;)

e Clinical Question: '"/Lu-PSMA-617 vs
Cabizitaxel?



TheraP Trial Study Design

TheraP Trial Schema
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ASCO 2022:TheraP Study

PSMA intensity vs. PSA PFS

ASCO R = Ve S QO e ASCO |



ASCO 2022:TheraP Study

Discussion: PSMA as predictive biomarker' (psas0-rr)
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My practice 3™ Line Treatment

e Every patient should have a somatic and germline mutational
studies to look for HRR deficiencies

o Patients with BRCA2 mutations, | would favor Olaparib (2"
line as well) and Rucaparib before Lutetium 177 and

Cabizitaxel

e Patients without mutations, | would consider Lutetium |77
vs Cabizitaxel based on PSMA PET avid disease ie SUV

greater than |0

* Also consider, CARD inclusion criteria. Progression less
than 12 months on novel androgen pathway inhibitor
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