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FDA approved therapies

Prostate Cancer FDA-Approved Therapies for
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Castrate resistant prostate cancer

What 1s Castration Resistance Prostate
Cancer?

* Progressive disease despite castration levels of testosterone
(50 ng/dL)

e Progression could be PSA or Imaging

e The androgen receptor drives prostate cancer growth

— Depriving the tumor of testosterone is the primary
therapy for metastatic disease



Anti-androgen therapy

So why do we use Anti-
Androgen therapy in CRPC?
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Resistance Mechanisms:
e AR Amplification

e Secondary androgen
production

e Ligand independent growth

e Intranuclear changes



Prostate cancer rules

Rules of the Game:
Prostate Cancer Working Group

e PSA is NOT the primary measure of progression in
mCRPC

e Radiographic imaging is the primary objective measure

e Patient symptoms and treatment tolerability also
paramount

Scher, HI et al J. Clin Oncol, 2008



Optimal treatment sequence

Optimal Treatment Sequence?

No clear data for sequencing treatment in metastatic
castration resistant prostate cancer (mCRPC)

Ongoing trials will evaluate this question further

In the absence of data I will provide my opinion on
treatment selection

Treatment decisions should be made with understanding of
the following factors

— Treatment side effects
— Patient co-morbidities
— Patient symptoms

— Pace of disease



MCRPC treatment considerations

Considerations for the Treatment of
mCRPC

Key disease questions:

 Previous therapies

 PFace of disease (e.g. time of progression on ADT, pace of mets)
» Symptoms (none, moderate or significant)

Key patientcharacteristics:

e Age

» Comorbidities

e Quality of life preferences
e Treatment logistics



One Possible Decision Algorithm for Treatment
of mCRPC: Normal Pace of Disease™

Minimal Symptoms Sipulence]l-T

V-

Minimal to Moderate Symptoms Abiraterone or Enzalutanude

S

Significant Symptoms Docetaxel or Radiam 223

-

Fost chemotherap y for mCRPC Cabazitaxel Radium 223, Enzalutamide,
Abiraterone

*Initial response to ADT 1-2 years or longer
*Metastasis on scans shows slow progression



Algorithm

One Possible Decision Algorithm for Treatment
of mCRPC: Rapid Pace of Disease™

S1gnficant Symptoms Docetaxel or Radium 223

Post chemotherap v for mCRPC Cabazitaxel Radium 223, Enzalutamide,
Abiraterone

*Initial response to ADT short {e.3 less than 1 year) or
*Metastasis on scans shows rapid progression



Decision algorithm

One Possible Decision Algorythm for Treatment
of mCRPC: Normal Pace of Disease™

Minimal Symptoms Sipulencel-T

*#nitial response to ADT 1-2 years or longer 1
*Metastasis on scans shows slow progression
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Therapeutic Cancer Vaccine:
Sipuleucel-T

Therapeutic Cancer Vaccine:
Sipuleucel-T

Day 2-3
sipuleucel-T is
manufactured

Day 1
Leukapheresis

Day 3-4
Patient 1s infused

Apheresis Center Company (Dendreon) Doctor’s Office



IMPACT. Randomized Phase 3 Trial

hla B - g -
IMPACT: Randomized Phase 3 Trial
(IMimunotherapy Prostate AdenoCarcinoma Treatment)

Asymptomatic or Sipuleucel-T :
Minimally Q 2 weeks x 3

Treated at
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Sipuleucel-T': IMPACT Overall Survival

Percent Survival

Sipuleucel-T: IMPACT Overall Survival

100+

P = 0.032 (Cox model)

75. HR = 0.775 [95% CI: 0.614, 0.979]
Median Survival Benefit = 4.1 Mos.

50- __ Sipuleucel-T (n = 341)

Median Survival: 25.8 Mos.
25+
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Sipuleucel-T

Sipuleucel-T: IMPACT Overall Survival
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PSA and Sipuleucel-T

Patients with Lower PSA Had Greater
OS Benefit After Sipuleucl-T

Baseline PSA (ng/ml)

<22 (N=188) 22-50 (n=128) 50-134 (n=128) >134

Median OS (mos)

7 5

Difference
R

Schellhammer PF et al. Urol. 2013



Sipuleucel-T Toxicity

e Chills, fatigue, fever, nausea, and headache

* (Cerebrovascular events were reported in 3.5 percent of
patients treated with sipuleucel-T patients and 2.4 percent
of patients who received placebo.

16



Sipuleucel-T

Society of Immunotherapy of Cancer (SITC)
Recommendations for Sipuleucel-T

Journal for ImmunoTherapy

0457
Dec 2016 of Cancer

The Society for Immunotherapy of Cancer &

consensus statement on immunotherapy
for the treatment of prostate carcinoma

G McNeael', Neil H Barder”, Tomasz M. Beer®, Charles G. Drake”, Lawrence Fong?, Stac \
7 ; 8 . rud 10 » Daerdat 1! e paLd!
W. Kantoff', Rav A Madan®, Wilkam K Oh7, David J. Peace™, Dareel P, Petrylak’’, Hank Porterfield™,
- oot - - 7 o 14 1 - ¢
r Sartor °, Neal D. Shore”, Susan F. Sovin’, Mark N Stein ™, Johannes Vieweg ~ and James L Gulley

Sipuleucel-T

My recommendation:
Treat and move on to the next
therapy

-Don't expect PSA decrease

-Use early, in less aggressive disease



Algorithm

One Possible Decision Algorithm for Treatment of mCRPC:
Normal Pace of Disease*

Minimal Symptoms Sipuleucel-T
Diagnosis
of

Minimal to Moderate Symptoms Abiraterone or Enzalutamide

*Initial response to ADT 1-2 years or longer
*Metastasis on scans shows slow progression

18



Enzalutamide

A small molecule AR antagonist
Affinity 30 folds of

Enzaluatmide vs. Bicalutamide

bicalutamide o A ~ 1. AR Binding Affinity
, Ligand 1 r I‘I‘|I + DHT ~ SnM
N HD + Bicalutamide ~160 nM
Prevent nuclear translocation ’ ‘ CNDVIO) 35y
E " o ) 2- Nuclear Import
Prevents co-activator N

+  Bicalutamide: ++++
+  MDV3100: ++

recruitment

3. DNA Binding
N 5 * DHT -+

\ * Bicalutamide: ++
+  MDV3100: (-)

4. Coactivator recruitment
+ DHT: ++++
* Bicalutamide: ++
+  MDV3100: (-)
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AFFIRM

AFFIRM: Randomized Phase III Study of MDV3100 vs.
Placebo in mCRPC after Progression on Docetaxel

Castration
Resistant
Prostate
Cancer
(N=1199)

RANDOMIZED

— Enzaluamide 160mg/day
Corticosteroids allowed but not required
2:1
— Placebo

21



AFFIRM: Phase I1I trial with 1199 patients

with mCRPC Previously treated with docetaxel OS:

18/4 to 13.6 mos (HR: 0.63; P<0.001) TTP: 8.3 vs
2.9 mos (HR: 0.40; P <0.001) FDA approved on
8/31/2012

Owverall Survival

Hazard ratio, 0.63 (95% Cl, 0.53-0.75)
P<0.001

Enzalutamide

"
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12 15 18 21 24
Months
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PREV AIL: Randomized Phase III

tudy of Enzalutamide vs Placebo in
mCRPC before chemotherapy

Radiographic Progression-free
Survival (%)

No. at Risk
Enzalutamide
Placebo

X
g
=
=
—J
o
el
=
S
=
o

No. at Risk
Enzalutamide
Placebo

Hazard ratio, 0.19 (9526 CI, 0.15—-0.23)
P<=0.001

Enzalutamide

12
Months

832 128 34
20 5

Enzalutamide

Hazard ratio, 0.71 (95256 CI, 0.60—-0.84)
P<=0.001

12 15 18 2.1 24
Months

863 850 824 797 745 566 395 244
835 781 744 701 644 484 328 213

22



Enzalutamide Toxicity

Cardiovascular: Peripheral edema (15%)

Central nervous system: Fatigue (51%), headache (12%)
Endocrine & metabolic: Hot flashes (20%)
Gastrointestinal: Diarrhea (22%)

Hematologic: Neutropenia (15%; grades 3/4: 1%)

Neuromuscular & skeletal: Back pain (26%), arthralgia (21%), musculoskeletal
pain (15%)

Respiratory: Upper respiratory tract infection (11%)

23



Algorithm

One Possible Decision Algorithm for Treatment
of mCRPC: Normal Pace of Disease™

Minimal Symptoms Sipuleucel-T

Minimal to Moderate Symptoms or Enzalutamide «

*#nitial responss to ADT 1-2 years or longer
*Metastasis on scans shows slow progression

23
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Abiraterone rationale

Rationale for Abiraterone in CRPC

e There is up-regulation of androgen biosynthesis enzymes
in CRPC

Cholesterol

Renin—angiotensin system+

Aldosterone ¥

17a-Hydroxy- 17 a-Hydroxy-
pregnenol N rogesterone
-

Dehydroepi- .
androsftened‘?one +#|—=| Androstenedione ++

e Blocks androgen synthesis by the adrenal glands, testes
and within the prostate tumor tissue

Reid et al. Nat Clin Pract Urol. 2008
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Abiraterone study

Abiraterone: COU-AA-301 Study Design

—

R Abiraterone acetate -
A 1000 mg orally daily
*N=1195 N Prednisone
) Progressnve, MCRPC 3 > mg orall_y7t\év;ce daily Primary end point:
» Previous docetaxel = i
«-ECOGO0—2 |\|’| —=  « Overall Survival (OS)
- Medical or surgical Z \ - .
castration with serum E Placebo orally daily
testosterone D Prednisone 5 mg orally
< 50 ng/dL twice daily
n = 398

2:1

e This study was conducted in 147 sites in 13 countries
» Patients were enrolled from May 2008 through July 2009

De Bono J. et al. NEJM 2011
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Abiraterone: COU-AA-301
Trial

Overall Survival
100

80
60

Abiraterone
\:\acctate

Placebo e, ey

)
S
™
2
e
-
v

No. at Risk
Abiraterone acetate 797
Placebo
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Abiraterone trial

Abiraterone: COU-AA-301 Trmrial

Abiraterone

Acetate Placebo Hazard Ratio
Variable (N =797) (N =398) (9536 CI)

10.2 6.6 0.58 (0.46-0.73)
0.67 (0.59-0.78)

Time to PSA progression (mao)

Progression-free survival according to radiographic evidence (mo)

PSA response rate (%6)
Total

Confirmed response on the basis of the PSA concentration

Objective response on the basis of imaging studies

29
de Bono JS et al. NEJM 2011



COU-AA-302

COU-AA-302 (chemo-naive)

Median time to opiate use
Abiraterone acetate plus prednisone 33-4 months (95% Cl1 30.2-39-8
—— Placebo plus prednisone 23-4 months (95% C1 20-3-27-5)

2
o
=
=
IS
-
S
=
S
=
»
c
~
=
-

HR 0-72 (95% C1 0-61-0-85)
p<0-0001

7 30 33
Time (months)
umber at risk
Abiraterone S ¥ 45 407 7 v 2 192
acetate plus
prednisone
Placebo plus
rednisone

Ryan CJ, Lancet Oncol, 2015



Abiraterone Toxicity

Cardiovascular: Edema (25% to 27%), hypertension (9% to 22%; grades 3/4: 1%
to 4%)

Central nervous system: Fatigue (39%), insomnia (14%)
Dermatologic: Bruise (13%)

Endocrine & metabolic: Increased serum triglycerides (63%), hyperglycemia
(57%), hypernatremia (33%), hypokalemia (17% to 28%; grades 3/4: 3% to 5%),
hypophosphatemia (24%:; grades 3/4: 7%), hot flash (19% to 22%)

Gastrointestinal: Constipation (23%), diarrhea (18% to 22%), dyspepsia (6% to
11%)

Genitourinary: Urinary tract infection (12%)
Hematologic: Lymphocytopenia (38%; grades 3/4: 9%)

Hepatic: Increased serum ALT (11% to 42%; grades 3/4: 1% to 6%), increased
serum AST (31% to 37%; grades 3/4: 2% to 3%)

Neuromuscular & skeletal: Joint swelling (30%, including joint discomfort),
myalgia (26%)

Respiratory: Cough (11% to 17%), upper respiratory infection (5% to 13%),
dyspnea (12%), nasopharyngitis (11%)

30



Normal pace of disease

One Possible Decision Algorithm for Treatment
of mCRPC: Normal Pace of Disease’™

Minimal Symptoms Sipulencel-T

Patients may not benefit
Minmimal to Moderate Symptoms from sequential use (cross-

resistance)

*Initial responss to ADT 1-2 years or longer 32
*Metastasis on scans shows slow progression
31



Overlapping resistance

Overlapping Resistance: Androgen Receptor Splice Variants
e Variable splicing of AR mRNA can lead 347 FEESSE R
to resistance mechanisms to anti- 3 A Previous abisaterone
androgen therapy

Best PSA Response (% change)
o

e ARV-7 has been investigated extensively,
lacks a ligand binding domain and is
constituently active

w
(=]

B Abiraterone-Treated Patients

AR-V7 positive B AR-V7 negative

e Increases in ARV-7 seen after treatment
With Abiraterone/Enzalutamide, likely L N Previous enzalutamide
contributing to cross-resistance.

7
(=]

e Thus sequential abiraterone and
enzalutamide use may not have additive
benefits

Best PSA Response (% change)
(=]

w
(=]

Antonarakis ES et al. NEJM, 2014.



PROPHECY

PROPHECY : Regardless of Platform, Patients
with Splice Variant AR-V7 had Worse Outcomes

Armstronz AJ etal. JCO, 2019

3¢
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Algorithm

One Possible Decision Algorythm for Treatment
of mCRPC: Rapid Pace of Disease™

Minimal Symptoms Sipulencel-T

-
-

Significant Symptoms Docetaxel or Radium 223 «

‘ .

Post chemotherap ¥ for mCRPC Radium 223, Enzalutamide, Abimaterone

Minimal to Moderate Symptoms

*nitial responss to ADT short {e.3 less than 1 year) or 3¢
*Metastasis on scans shows rapid progression
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Algorithm

One Possible Decision Algorithm for Treatment
of mCRPC: Rapid Pace of Disease*™

Significant Symptoms Docetaxel or Radium 223

Post chemotherap ¥ for mCRPC Cabazitaxel Radium 223, Enzalutamide,

LAbiraterone

*#nitial response to ADT short (e.3 less than 1 year) or
*Metastasis on scans shows rapid progression

3¢
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Docetaxel

Docetaxel

In 1960s, crude extract of the bark of
the Pacific yew tree, Taxus brevifolia,
was shown to have suppressive activity
in preclinical tumor models.

By 1971, paclitaxel was identified as the |
active constituent of the bark extract.

Taxanes exhibit antimicrotubule and
antitumor activity

Emerging data suggests that taxanes
inhibit AR translocation via
microtubules

36



Phase III study

TAX327: A Multicenter, Randomized Phase 111 Study of 3 weekly
Docetaxel + Prednisone vs. Weekly Docetaxel + Prednisone vs.
Mitoxantrone + Prednisone

—p  Docetaxel 75mg/m2 Q3wks +

Castration a Prednisone 10mg daily
Resistant %
Prostate O | =—» Docetaxel 30mg/m2 Q1wk +
Cancer (=) Prednisone 10mg daily
R 0]0]5)) =

-

— MitOxantrone 12mg/m2 Q3wks +
Prednisone 10mg daily

37
Tannock IF et al. NEJM. 2004.



Probability of Surviving

TAX327: Overall Survival

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0

TAX327: Overall Survival

Docetaxel 3 wkly
Docetaxel wkly

Mitoxantrone

Median
survival Hazard
(mos) ratio P-value
D 3wkliy: 18.9 0.76 0.009
D wkly: 17.3 0.91 0.3

Mitoxantrone 16.4

6 12 18 24 30
Months o
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Docetaxel Toxicity

Central nervous system: Central nervous system toxicity (20% to 58%; severe:
6%; including neuropathy)

Dermatologic: Alopecia (56% to 76%), dermatological reaction (20% to 48%;
severe: <5%), nail disease (11% to 41%)

Endocrine & metabolic: Fluid retention (13% to 60%:; severe: 7% to 9%:; dose
dependent)

Gastrointestinal: Stomatitis (19% to 53%; severe 1% to 8%), diarrhea (23% to
43%:; severe: 3% to 6%), nausea (34% to 42%), vomiting (22% to 23%)

Hematologic & oncologic: Neutropenia (84% to 99%; grade 4: 75% to 86%; nadir
[median]: 7 days, duration [severe neutropenia]: 7 days; dose dependent),
leukopenia (84% to 99%; grade 4: 32% to 44%), anemia (65% to 97%; dose
dependent; grades 3/4: 8% to 9%), thrombocytopenia (8% to 14%; grade 4: 1%:;
dose dependent), febrile neutropenia (5% to 14%; dose dependent)

Hepatic: Increased serum transaminases (4% to 19%)
Hypersensitivity: Hypersensitivity (1% to 21%; with premedication 15%)
Infection: Infection (1% to 34%; dose dependent)

Neuromuscular & skeletal: Weakness (53% to 66%; severe 13% to 18%), myalgia
(3% to 23%), neuromuscular reaction (16%)

Respiratory: Pulmonary reaction (41%)

39



Algorithm

One Possible Decision Algorythm for Treatment
of mCRPC: Normal Pace of Disease*

Minimal Symptoms Sipuleucel-T

Y-
£ 2

Significant Symptoms Docefaxel or Radium 223 «

§-

Fost chemotherap v for mCRPC Radium 223, Enzalutamide, Abiaterone

Minimal to Moderate Symptoms Abimaterone or Enzalutanude

*Initial response to ADT 1-2 years or longer
*Metastasis on scans shows slow progression

$1



Radium-223 (Alpharadin)

Bone —targeting radiopharmaceutical

High energy alpha-particles with short range
(<100um) hence less bone marrow toxicity

41



Radium trial

ALSYMPCA: Randomized Phase III Study of Radium-
223 vs. Placebo in mCRPC with bone metastases

—— Ra-223 50kBqg/kg g4wks x 6

CRPC
Symptomatic
=2 bone mets
(N=922)

RANDOMIZED
N

— Placebo



ALSYMPCA trial

ATSYMPCA: Randomized Phase Il Study of Radium-223 wvs.
Placebo in mCRPC with bone metastases

A Overall Survival

Radium-223
(median

surviva 149 m l’i:

Placebo
(median overall

SUrviva 11.3 mo)

Months since Randomization
No. at Risk
Radium-223 04 369 274 178 105 60

Placebo 28¢§ 28 157 103 &7 39 24

ParkerC . et al NETR, 20135.

++
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Survival curve

ALSYMPCA: Subgroup Analysis based on Previous
Docetaxel

W o Tt a Tt hake Lol cwrd, pewvican ik otaee | ee

—
150% pescartde  Phoed .

Hoskin P etal. Lancet Oncol, 2014,

3
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Radium 223 AEs

Radium 223 AEs

Cardiovascular: Penpheral edema (13%)

Gastrointestinal: Namsea (36%), diarthea (25%), vomitng (19%)
Hematologic: Anemia (93 %; grades 3/4: 6%). lymphocytopenia (72 %; grades
3/4: 20%). leukopenia (35 %: grades 3/4: 3%). thrombocytopenia (31%: grades
3/4: 1 % to 6%), neutropenia (18%; grades 3/4: 1 % to 3%)

+c
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Algorithm

One Possible Decision Algorythm for Treatment
of mCRPC: Normal Pace of Disease™*

Minimal Symptoms

-
-

Minimal to Moderate Symptoms

Significant Symptoms

-

Post chemotherap ¥ for mCRPC

*nitial responss to ADT 1-2 years or longer
*Metastasis on scans shows slow progression

Sipulencel-T

Abiaterone or Enzalutamide

Docetaxel or Radiam 223

Cabazitaxel]l Radiam 223, Enzalutamide,
Abiraterone

+7
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Cabazitaxel

Cabazitaxel

Novel taxane active 1n docetaxel resistant cell
lines
— Less affinity for P-glycoprotein purmp

Methoxyl side cham instead of
hydroxyl groaps found in docetaxel

3
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Phase III study

"TROPIC: Randomized Phase III Study of Cabazitaxel vs.
Mitoxantrone in

Castration
Resistant
Prostate
Cancer
(N=755)

de Boxw JS. etal. Laxwet 2010

mCRPC after Progression on Docetaxel

RANDOMIZE

— Cabazitaxel 25mg/m2 Q3wks +
Prednisone 10mg daily

— Mitoxantrone 12mg/m2 Q3wks +
Prednisone 10mg daily

48



TROPIC

TROPIC: Overall Survival
. w v

Proportion 100 -

of Os [26}
medlan OS [mont hs) 127 L
Hazard Ratlo 0.70
B0 952 Tl 0.50A83
Pamlue <. 0001
50 —
a0 -
20 -
o 1 L] 1] 1] L]
0 months & months 12 months 18 months 24 months 30 mo nths
Number | MP 377 300 188 B7 11 1
atrk [CezF 378 321 231 =) 28 a

de Boxo JS . etal. Laxwet 2010



Cabazitaxel vs. Docetaxel

Cabazitaxel vs. Docetaxel

« Cabazitaxel was not supenor to docetaxel 1n front-line
chemotherapy setiing

+ (Cabazitaxel at 20 mg has same long term outcomes as
Cabazitaxel at 25 mg

Sartor O&A et al. ASCO 2016

31
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Cabazitaxel toxicity

Cabazitaxel Toxicity

Central nervous system: Fatigue (37%). fever (12 %)

Gastrointestinal: Diarthea (47%; grades 3/4: 6%), nausea (34 %), vomiting
(22 %), constipation (20%), abdominal pain ({17%), anorexia (16%), taste
alteration (1 1 %)

Hematologic: Anemia (98 %; grades 3/4: 11%). lenkopenia (?6%:; grades 3/4:
69%). neutropenia (94%; grales 3/4: 82%; nadir: 12 days [range: 4-17 dayrs]),
thrombocytopenia (48 %; zrades 3/4: 4%)

Neuromuscular & skeletal: Weakness (20%), back pain (16%), peripheral
newropathy (1 3%; grades 3/4 : <1 %), arthralzia (11%)

Renal: Hematuna (17%)

Respiratory: Dyspnea (12%), cough {11 %)

Stiould zirornigly conzider thie use of growrh jacior

32
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Metastatic disease

Biopsy Metastatic Disease?
Why?
When?



PARP inhibitor

PARP Inhibitor —
Breakthrough Status

e 50 patients treated with a olparib

e 16 patients had “responses”
e 14 of the 16 had DNA damage repair defects

h N EVW EINGILAIN D
JOURNAL of MEDICINE

DNA-Repalr Defecrs and Olaparib

Robinson D et of. Cefl 2015
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MSI high prostate cancer

MSI Hia gh Inactivation of CDK12 Delineates a Distinct

Immunogemc Class of Advanced Prostate Cancer
Prostate Cancer e r

r‘nhr(‘, s )
onal Prostale Canoor Cr::rﬁ Team, Dan A. Robinson and Ard M. Chinnaiyan

Graphical Abstract

Approval of pembrolizumab
Incidence TN
Localized PC ~2%
Autopsy series of mCRPC ~129%
e Pritchard etal., Nature Com 201
— Ongoing testing suggests 5-6% of oty ¥ N I s
mCRPC taredemn deploutions S ncesenas wea

Lemery et al., WNEMS 2017

Wu YM et of. Cell, 2018 55
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New therapies

MSI Hl gh Inactivation of CDK72 Delineates a Distinct

Immunogenic Class of Advanced Prostate Cancer
Prostate Cancer e ~

ol Pre Mal Cancer Drean ‘I"_.m l:ur.R Robinson

Graphical Abstract

Approval of pembrolizumab

Incidence
Localized PC ~2%
Autopsy series of mCRPC ~12%
e Pritchard etal. , Nature Com 201
— Ongoing testing suggests 5-6% of ety ¥ } aamn ™
mCRPC i

Lemery et al., NEMNST 2017 A — e wlf
e : . “ : : -

Wu YN et of. Cell, 2018 55
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Olaparib

Olaparib for mCRPC (chemo-naive)

doe Saw e eoa N Thg o daed 2020

37
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Olaparib

Olaparib for mCRPC (chemo-naive

A Wwaging Sesed Progrexsion froe Surstesl by Cobort A

g Bned

C  bniagivg Ruced Pogmsiinn e Savieal i Cobats A B

Aregrervan e Tarmd
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Mewta st Bandore cotan

Pregrersion bee Yaravd
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Olaparib for mCRPC

Olaparib for mCRPC (chemo-naive)
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Chemo-naive

Olaparib for mCRPC (chemo-naive)

Olaganb Better Control Better

-
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MNesbiny

doe o e eoa N Thg o ded 2020
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Rucaparib

Rucaparib mCRPC (chemo-refractory)

Figure 4. Best Change from Baseline in PSA in Rucaparib-Treated Patients with a
BRCA1/2 Alteration (n=96)

Sadas™ e a.
—3Wo . 2020



Treatment strategy

Strategy for Treating mCRPC 1n 2021

Minimal Symptoms Sipuleucel-T

Minimal to Moderate Symptoms Abiraterone or Enzalutamide

Biopsy amd Analyze Tissue | :> If + Consider Olaparib or /O

Significant Symptoms Docetaxel or Radium 223

AN
e

Post chemotherapy for mCRPC Cabazmtaxel Radium 223, Enzalutamide,
Abiraterone 2

Biopsy amd Analyze Tissue | If +, Consider Rucaparib or [/O
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Lu-177-PMSA

2021 Update: L.u-177-PSMA

"Lw-PSMA-617 binds to PSMA
on the cell membrane with high affinity

gt article emission
To— Bp

J TTLu-PSMA-617

PSMA _“

PSMA-617

Prostate cancer cell
and neighbouring
cell death

Mords, MTetal ASCO 2021 via UnoThday

5
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Phase 3 Trial

Lu-177-PSMA Phase 3 Trial (post docetaxel)

Eligible patients Protocol-permitted SOC +
. - 7L u-PSMA-617
Previous treatment with both 7.4 GBq (200 mCi) Sbeics
- 2 1 androgen receptor no 4 cycles, Increasable to &
pathway inhibitor
= 1 or 2 laxane regimens Protocol-permitted SOC
Protocol-permitted standard of care alone

(SOC) planned before randomization
= Excluding chemotherapy

immunotherapy, radium-223, » Randomization stratified by
investigational drugs ECOG status (0—1 or 2)
ECOG performance status 0-2 LDH (high or low)

Liver metlastases (yes or no)
Androgen receptor pathway
inhibitors in SOC (yes or no)

Life expectancy = 6 months

PSMA-positive mCRPC on PET/CT
with ®Ga-PSMA-11

Mords, MTetal ASCO 2021 wvia UnoToday

Jualeal |

dn-moj|04
sishjeue |eul4

« CT/MRI/bone scans

Every 8 weeks (treatment)
Every 12 weeks (follow-up)

Blinded independent
central review

111
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Survival curve

Lu-177-PSMA
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Prostate cancer

Non-Metastatic Castration Resistant
Prostate Cancer

65



Approved therapies. My thoughts

Prostate Cancer FDA-Approved
Therapies for CRPC Death

Apahdamide 2018 l
E nzaluatmide 2018

Castration . o mide 2019

l /T

Tumor 7

volume Local xd_tine ]
rapy Hormonal
therapy '

P’_'_’_,_//

Asympio matr: Symp tom
Non-Metastatic ¥ Metastatic

Castration Sensitive asiya i Resist 2




Castration sensitive prostate cancer

Metastatic Castration Sensitive Prostate
Cancer

* Newly diagnosed with metastatic disease
or

* Recurrent disease that presents with metastasis
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Therapies

Prostate Cancer Therapies for Newly Metastatic
(Normal Testosterone)

Docetaxel 2015
Abiraterone 2017
Enzalutamide (2019)
Apalutamide (2019)

Castration

Tumor
volume

[
Asymptomatic

Patients Diagnosed with Metastatic Disease

Castration Sensitive




Treatment intensification

Treatment Intensification for Metastatic Castration
Sensitive Prostate Cancer (High Volume)

ADT + Docetaxel + Abiraterone improves OS
vs. ADT + Docetaxel

ADT + Docetaxel+
Darolutamide
A roLtamace

ARASENS: Smith, MR et al NEIM, 2022 PEACE-1 Fizazi, K et al. Lancet,

2022
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Therapies

Prostate Cancer Therapies for Newly Metastatic

(Normal Testosterone)
Docetaxel 2015

Abiraterone 2017
Enzalutamide (2019)
Apalutamide (2019)

Docetaxel + Abiraterone (2022)*
Docetaxel + Darolutamide (2022)*
*high volume disease

Castration

[
Asymptomatic

Patients Diagnosed with Metastatic Disease

Castration Sensitive




Conclusions

Conclusions

The treatment land scape for mCRPC 15 expanding, extending survival of
patients

Targeting DNA-damage repair mutations in mCRPC increase the need to biopsy
late-stage patients and/or consider germline testing

Future efforts will be made to advances Lu-PSMA to earlier stage patients

With many treatments now avatlable in mCRPC, treatment options must be
tatlored to individual patients



