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General Principles in mCRPC
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General Principle: Clinical Factors Still Key

* Prior treatments - Novel mechanism of action preferred

» s the cancer PSMA PET positive?

* Are there visceral metastases? Bone only metastases?

* How is the cancer progressing (symptomatic/aggressive, asymptomatic)?
* |s the patient a candidate for chemotherapy?

* |s there small cell/neuroendocrine differentiation?

* Are there targetable DRD mutations, MMR mutations, or is the tumor MSI high (did | do
genetic testing to look for these?)?

»  Which options are available in my practice location? What limitations may the patient have
(support at home, number of bathrooms/ability to distance, etc.)?

e Clinical trials?
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National
anlnopnrihensive NCCN Guidelines Version 5.2026

L(elef Cancer Prostate Cancer
Network'

SYSTEMIC THERAPY FOR M1 CRPC: ADENOCARCINOMAS:3:llikkk

Pre-ARPj221!! Post-ARPI"!/Pre-Docetaxel®® Post-ARPI"/Post-Docetaxel®
Preferred: Preferred: Preferred:
+ Abiraterone (category 1) + Docetaxel™h (category 1) « Cabazitaxel™ (category 1)
+ Enzalutamide (category 1) = Docetaxel rechallengenfih

Useful in Certain Circumstances:

Other Recommended: * Molecular Biomarker-Directed Ther: Useful in Certain Circumstances:
« Docetaxelh (category 1) » BRCA mutation - Mol iomarker-Di Ther:
u

To know where to go, we must know
where we have been.

v ,, .. y ,.
« Disease State-Specific Thera 0 Lutetium Lu 177 vipivotide tetraxetan (Lu- 0 Lu-177-PSMA-617999 (category 1)
» Bone metastases 177-PSMA-617)399 » Aggressive variant™
© Radium-223%/enzalutamide » Aggressive variant © Cabazitaxel/carboplatin™h
0 Cabazitaxel/Carboplatinhhh » Palliation for symptomatic patients unable to
tolerate other lhﬁrﬁpies
o Mi

Additional Options Irrespective of Prior ARPI or Prior Docetaxel
(Useful in Certain Ci

+ Disease State-Specific Therapy . -|
» Asymptomatic without visceral metastases » MSI-High (MSI-H)[dMMR
0 Sipuleucel-Thhh.ppP ¢ Pembrolizumab"™ (category 28)
Olige ich/Oligop ive disease
© Metastasis-directed therapy™™ with
metastatic castration-resistant prostate
cancer (nCRPC) systemic therapy
»S ic bone-pi i
¢ Radium-223°%° (category 1)

3

Spratt DE, et al. NCCN Prostate Cancer V5.2026.

Nati |
anlnopnrihensive NCCN Guidelines Version 5.2026
NCCN gancer . Prostate Cancer
etwork
Pre-ARPI22/!
Preferred:
+ Abiraterone (category 1)
* Enzalutamide (category 1)
Other Recommended:
+ Docetaxel™M (category 1)
Prior ADT Useful in Certain Circumstances:
I * Molecular Biomarker-Directed Therapy
alone » BRCA mutation

¢ Niraparib/abiraterone™™™ (category 1)

¢ Olaparib/abiraterone™™™ (category 1)

¢ Talazoparib/enzalutamide™™™ (category 1)
» HRRm (other than BRCA1/2)

¢ Talazoparib/enzalutamide™™™ (category 1)

» Disease State-Specific Therapy
» Bone metastases
¢ Radium-223°°%/enzalutamide

Spratt DE, et al. NCCN Prostate Cancer V5.2026.
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National . " .
. Comprehensive NCCN Guidelines Version 5.2026
NCCN

Cancer Prostate Cancer
Network'

Post-ARPI'/Pre-Docetaxel®?

Preferred:
+ Docetaxel"hh (category 1)

Useful in Certain Circumstances:
* Molecular Biomarker-Directed Therapy
» BRCA mutation
0 Olaparib™™™ (category 1, preferred)
. ¢ Rucaparib™™M (category 1, preferred)
Prior Doublet ¢ Niraparib/abiraterone™™™ (category 2B)
¢ Talazoparib/enzalutamide™™™ (category 2B)
(ADT+ARPI) » HRRm (other than BRCA1/2)
¢ OlaparibM™mm
0 Talazoparib/enzalutamide™™™ (category 2B)

* Disease State-Specific Therapy
» PSMA-positive metastases
¢ Lutetium Lu 177 vipivotide tetraxetan (Lu-
177-PSMA-617)3949
» Aggressive variant!"
¢ Cabazitaxel/Carboplatinhhh

Spratt DE, et al. NCCN Prostate Cancer V5.2026.

Cancer Prostate Cancer
Network'

National . " .
. Comprehensive NCCN Guidelines Version 5.2026
NCCN

Post-ARPI"!/Post-Docetaxel®?

Preferred:
« Cabazitaxel"h" (category 1)
» Docetaxel rechallengen

Useful in Certain Circumstances:
* Molecular Biomarker-Directed Therapy
» BRCA mutation
. . ¢ Olaparib™™M (category 1)
Prior Triplet & Rucaparib™™

HRRm (other than BRCA1/2
(ADT + ARPI + e " )
» Other FDA-approved agents for tissue
Docetaxel) agnostic indicationshhh

* Disease State-Specific Therapy
» PSMA-positive metastases

¢ Lu-177-PSMA-617999 (category 1)
» Aggressive variant'
¢ Cabazitaxel/carboplatinhhh
» Palliation for symptomatic patients unable to
tolerate other therapies
¢ Mitoxantronehhh

Spratt DE, et al. NCCN Prostate Cancer V5.2026.
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National

Cancer
Network®

NCCN Prostate Cancer

Comprehensive NCCN Guidelines Version 5.2026

Special Situations

Additional Options Irrespective of Prior ARPI or Prior Docetaxel

(Useful in Certain Circumstances)

= Di e- ific Ther:
» Asymptomatic without visceral metastases
¢ Sipuleucel-T""".PPP
» Oligometastatic"/Oligoprogressive disease
0 Metastasis-directed therapy™" with

» MSI-High (MSI-H)/dMMR
¢ Pembrolizumab™ (category 2B)

T ic castratior prostate
cancer (MCRPC) systemic therapy
» Symg ic bone-pr i
{ Radium-223°°° (category 1)
Spratt DE, et al. NCCN Prostate Cancer V5.2026.
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+ Obtain baseline labs and review location
of metastatic disease, disease-related
symptoms, and performance status
Perform imaging at least annually in mCRPC
patients without PSA progression or new
symptoms

Order PSMA PET imaging in mCRPC
patients, who are considering
'71Ly-PSMA-617, with disease progression
having previously received docetaxel and
androgen pathway inhibitor

Offer germline (if not already performed)
and somatic genetic testing

Treatment

Clinicians SHOULD

+ Offer continued ADT with abiraterone
acetate plus prednisone, docetaxel, or
enzalutamide in mCRPC patients who
have not received prior androgen receptor
pathway inhibitors

Offer radium-223 to patients with symptoms
from bony metastases from mCRPC

and without known visceral disease or
lymphadenopathy >3cm

Offer ""Lu-PSMA-617 to patients with
progressive mCRPC having previously
received docetaxel and androgen pathway
inhibitor with a positive PSMA PET imaging
study

.

* Recommend cabazitaxel rather than an
alternative androgen pathway directed
therapy in patients who received prior
docetaxel and abiraterone acetate plus
prednisane or enzalutamide

Offer a PARP inhibitor to patients with
jeleterious or suspected deleteri
germline or somatic HRR gene-mutated
mCRPC following prior treatment with

enzalutamide or abiraterone, and/or a
e e lati

PY: P!
based chemotherapy may be offered for
patients who cannot use or obtain a PARP
inhibitor
Offer pembrolizumab to patients with
mismatch repair deficient or microsatellite
instability high mCRPC
Clinicians MAY
« Offer sipuleucel-T to asymptomatid/
minimally symptomatic patients.
= Offer cabazitaxel to patients who received
prior docetaxel with or without prior
bi acetate plus predni or
enzalutamide

.
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General Principle:
Switch Mechanism of Action -
Sequencing ARPIs is generally not effective

Education & Research, Inc.
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PROfound: Olaparib vs ARPI switch for mCRPC

Patients with mCRPC who
had disease progression
receiving a new hormonal
agent (eg, enzalutamide or
abiraterone)

All men had a qualifying
alteration in prespecified
genes with a direct or

Cohort A(n=245)had>1
alteration in BRCA1,
BRCA2, or ATM

Cohort B (n = 142) had
alterations inany of 12 ==y
other prespecified genes,
prospectively and
centrally determined from
tumor tissue

_.Q_

Olaparib tablets
(300 mg twice daily)

Enzalutamide

(160 mg once daily) + prednisone
(5 mg twice daily)

indirect role in HRR

Abiraterc?ne (1000 mg o.nce déily) +
prednisone (5 mg twice daily)

* Primary Outcomes: PFS in patients with at least 1 alteration

* Secondary Outcomes: PFS in the overall population, ORR, time to pain
progression, OS, reduction of a least 50% in PSA, safety

de Bono J, et al. N Engl J Med. 2020;382:2091-2102.
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PROfound: PFS Overall Population

100-w * Control arm (ARPI switch)
0.90 . .
35 onof reached median rPFS at first scan
ig 0.70-
®% 060 )
%"E 0504 -========= - b “: ‘( ‘‘‘‘‘‘‘‘‘‘‘ e el e S S Median
. X mo
z E, il - Olaparib 5.8
s o 0304 Control 35
E g 0.204 Hazacr’d ra:o for progression
or death,
0.10 = 0.49 (95% CI, 0.38-0.63)
0.00 T T T T T T T T T Contres P<0.001

—rTrTTr T T T T
0 1 2 3 4 5 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 21
AA e 2 [} A 2. ']

since

No. at Risk
Olaparib 256 239 188 176 145 143 106 100 67 63 43 43 31 28 21 11 11 3 2 0 0 O
Control 131123 73 67 38 35 20 19 9 8 5 5 5 3 3 2 21 1 0 O0 O

de Bono J, et al. N Engl J Med. 2020;382:2091-2102.
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CARD: Cabazitaxel vs ARPI switch for mCRPC

Cabazitaxel vs ARI switch in mCRPC patients progressing on docetaxel + ARI

Key Eligibility Criteria
» Patients with mCRPC who progressed <12 mo on prior alternative
ARTA (before or after docetaxel)

Primary Endpoint:
rPFS (ITT population)
Cabazitaxel 25 mg/m? Abiraterone 1,000 mg oOther endpoints:
every 3 wk + prednisone + °“‘e’e d‘:";m;:di'::"“e or 0S, PFS, PSA
G-CSF e ';me daily g response, tumor
(n =129) (n=126) response,

time to SSE, pain
response, and safety
Stratified by ECOG PS (0/1 vs 2), time to progression of
prior alternative ARTA (< 6 mos vs > 6-12 mos), timing of
prior AR-targeted therapy (before vs after docetaxel)

de WitR et al. N Engl J Med. 2019;381:2506-2518
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CARD - PFS
1004 No.of  Median Imaging-Based

- 90+ Patients Progression-free Survival

i1 ()

£3 w0 % €l

£E 70

9 0l Cabazitaxel 129 8.0 (5.7-9.2)

& é Androgen-Signaling— 126 3.7 (2.8-5.1)

o« T 50 e

S g Cabazitaxel Targeted Inhibitor

&’,,-5 40 Hazard ratio for imaging-based

*E gn 304 Androgen- progressoion or death,

88 | signaling- 0.54 (95% Cl, 0.40-0.73)

e targeted P<0.001

104 inhibitor
0 T T T T T T T J
0 3 6 9 12 18 24 30
* Control arm (ARPI
Months
R switch) reached
Cabazitaxel 129 91 64 41 23 9 2 1 H
Androgen-signaling— 126 61 36 22 7 3 1 0 medlan rPFS at
targeted inhibitor fil’St scan
de Wit R, et al. N EnglJ Med. 2019;381:2506-2518.
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CONTACT-02: Cabozantinib + atezolizumab vs
ARPI switch for mCRPC

Adenocarcinoma histology

Progressed on one prior NHT*

— No requirement for rapid progression on the
first NHT

Mgasurable extrapelvic soft tissue metastasis _E 1 |

(visceral or lymph node) per RECIST v1.1 B

Progressive mCRPC (PSA or soft-tissue

progression)

ECOGPS0or 1

Dual primary endpoints.

* PFS in the PFS ITT population per
RECIST v1.1 by BIRC (first 400
randomized patients)®

+ OS in the [TT population
Secondary endpoint

* ORR per RECIST v1.1by BIRC
Other key endpoints

+ PFS in the ITT population

« rPFS per PCWG3 by BIRC

+ PSA response rate

Cabo+Atezo

Cabo 40 mg PO QD
+Atezo 1200 mg IV Q3W

Second NHT

Age 218 years
Allowed prior docetaxel for locally advanced
or metastatic CSPC

Abiraterone 1000 mg PO QD
+ prednisone 5 mg PO BID

or
Enzalutamide 160 mg PO QD

« Time to PSA progression,
'symptomatic skeletal event?,
chemotherapy, pain progression

- Safety

Stratification
« Liver metastasis (yes / no)
« Prior docetaxel treatment for locally advanced or metastatic CSPC (yes / no)
+ Disease stage for which the first NHT was given (mCSPC / MO CRPC / mCRPC)

+ Tumor assessments (RECIST v1.1) were performed at baseline, every 9 weeks for 28 weeks, then every 12 weeks thereafter
« Treatment was continued until loss of clinical benefit® or intolerabletnxlcity

BID, twice daily; BIRC, Blinded Ri Ci CSPC, itive prostate cancer; ECOG PS, Eastern Cooperative Oncology Group performance status; ITT,
intention-to-treat; IV, intravenous; M0 CRPC, non-metastatic CRPC; mCSPC, metastatic CSPC; ORR, objective response rate; OS, overall survival, PFS, progression-free survival, PO,
orally; PSA, prostate specific antigen; QD, once daily; Q3W, every 3 weeks; PCWG3, Prostate Cancer Working Group 3; RECIST, Response Evaluation Criteria in Solid Tumors.

*NHT for the treatment of mCSPC, MO CRPC, or mCRPC. 'Bone scan assessment not included in analysis. tTime to symptomat\c skeletal event is defined as time from randomization to
earliest of any of the following: radiation therapy to bone, surgery to bone, spinal cord compression, or symptomatic fracture. SPatients may be treated beyond progression if there is clinical
benefit in the opinion of the investigator.

CONTACT-02 4

Agarwal N et al. ASCO GU 2024
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PFS per BIRC* (PFS ITT Populationt)

Cabo+Atezo Reduced the Risk of Progression or Death by 35% vs Second NHT

100 A No. of Median (95% Cl),
90 Events months
R 801 Cabo+Atezo (n=200) 117 6.3 (6.2-8.8)
E 0 Second NHT (n=200) 135 4.2 (3.7-5.7)
60 4
B .l Stratified HR 0.65 (95% Cl, 0.50-0.84); P=0.0007"
>
2
= 40
2 * Control arm (ARPI
a 1 i  Tipten
2 = | ~ — switch) reached
| %
10 4 : : R . .
ol , , , ey median rPFS just
0 2 6 9 2 15 18 21 24 .
e Months after first scan
Second NHT 200 98 57 35 16 8 6 5 3

* Median PFS per BIRC (ITT): 6.3 vs 4.2 mo (HR 0.64 [85% Cl, 0.50-0.81]; P=0.0002)
* Median rPFS per PCWG3in PFS ITT population: 6.3 vs 4.1 mo (HR, 0.62 [95% CI, 0.48-0.81])

Cl, confidence interval; HR, hazard ratio. *PFS per RECIST vi.1 by BIRC or death. 'Critical P value=0.002. First 400 randomized patients.
CONTACT-02 8 Agarwal N et al. ASCO GU 2024
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General Principle:
Genetic Testing is Standard of Care in mCRPC

% | American e

9 | Urological @
¢ | Association s
Education & Research, Inc.

Saciety of Urologic Oncology: Inc.

18
© 2026 AMERICAN UROLOGICAL ASSOCIATION EDUCATION & RESEARCH, INC. ALL RIGHTS RESERVED.

ATTENTION: You are prohibited from using or uploading content you accessed through this activity into external applications, bots,
software, or websites, including those using artificial intelligence technologies and infrastructure, including deep learning, machine
learning and large language models and generative Al.



DNA Repair Gene Alterations Are Common
in Metastatic Prostate Cancer
Among patients with mCRPC, 23% harbor DNA repair alterations

The frequency of DNA repair alterations increases with disease progression

RADSIC, 1%

: Of men with metastatic prostate cancer, 11.8% have
| a germline alteration in 16 DNA damage repair genes

e Age and family history do not affect mutation frequency

T ITE N T T T T

Robinson D, et al. Cell. 2015;161:1215-1228; Pritchard CC, et al. N Engl J Med. 375:443-453.

19

Advanced Prostate Cancer: AUA/ASTRO/SUO Guideline PART Il @Cmmﬁ

William T. Lowrance,* Rodney H. Breau, Roger Chou, Brian F. Chapin, Tony Crispino,

Robert Dreicer, David F. Jarrard, Adam S. Kibel, Todd M. Morgan, Alicia K. Morgans, William K. Oh,
Matthew J. Resnick, Anthony L. Zietman and Michael S. Cookson

28. In patients with mCRPC, clinicians should offer germline (if not already performed) and somatic genetic testing to
identify DNA repair deficiency, microsatellite instability (MSI) status, tumor mutational burden, and other potential

mutations that may inform prognosis and familial cancer risk, as well as direct potential targeted therapies. (Clinical
Principle)

General Principle:
Germline and somatic genetic testing should be offered to mCRPC
patients

’ | | Urological SU

/| Association Sttty ol rebiste G

Education & Research, Inc.
Lowrance W, et al. J Urol. 2023.
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Estimated Germline and Somatic Mutations in mPCa

BRCA1 1% 1% 2%
BRCAZ2 5% 5.4% 10-11%
PALB2 4% * 0.4% 4.4%
ATM 2-3% 1.6% 3.5-4.5%
MSH2/6 4-5% 1.5% 5.5-6.5%

* mCRPC rate

Adapted from Pritchard C, APCCC Basel 2019, with estimates based on Robinson 2015, Pritchard 2016, Na 2017,
Annala 2017, Giri 2018, Nava Rodriquez 2018, Nicolosi 2019, Cheng 2019, Lang, 2019.

21

Considering PARPI in Sequencing
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A Rucaparib vs. Docetaxel in the BRCA Subgroup

TRITON 3: Rucaparib vs Physician’s Choice of Control
Earlier PARPi better for patients with BRCA1/2

100y, Median Progression-free
0 - Survival (95% C1)
5 ’L—\_\_\ . o
E‘g :: L Rucaparib 112 (32-13.8) N
1".3 w Docetaxel 8.3 (6.1-9.9) Rucapanb
EE ig % Ruﬂvpihh Hazard ratio, 0.53 (95% C1,0.37-0.77) su perior tO an
=5 months for rPFS

Months

No. at Risk (no. of
events)

l

Rucaparib
Docetaxel

201(0) 169 (18) 124 (44) 83 (70) 55 (89) 41 (95) 27 (103) 16 (109) 13 (110) 10.(112) 7 (113) &
60(0) 44(10) 32(18) 14(29) 6(36) 2(38) 1(38) 003y

Second-generation

ARPI

Median Progression-free

41(0) 25(11) 10(24) S(26) 3(28) 2(28 2(28) 0(28)

E L"’r . Survival [95% C1)
& ;
33 » ! no
2 § 70- Rucaparib 11.2 (9.2-13.8)
54 - Second-Generation ARP| 4.5 (33-5.8)
H 53 -
Ruca pari b % < % %, Rucaparib Hazard ratio, 0.38 {95% Cl, 0.25-0.58)
. 2 o +
superior to g3
5 §° 30-
docetaxel by ~3 FE 209 sccondgencraion v = —
10
months for rPFS | ; . . ,
0 3 6 9 1 15 18 2 4 7 0 3 36 39 42 45
Months
No. at Risk (no. of
events)
Rucaparib 201(0) 169 (18) 124 (44) 83 (70) S5 (83) 41(95) 27 (103) 16 (109) 13 (110) 10 (112) 7 (113} 6(113) 3 (L15) 2(115) Z(115) O (115)

Fizazi K, et al. N Engl J Med. 2023.
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Mutations

e Differential activity of these

PARPi + ARPi Efficacy Across *

100

FPES (probability)
E KBS

o B 12 B M W B

Time Since Random Assignment (months)
Nowat rink:
— mom o mom ow s o0
it ™ w m om o w on oo

m m o= ® o 10
w w3 ws @™ ®m 8 oz

5 In Pafients With ATMT
— Placsbs + ARFl —— FARFS 4 ARR

08 (probability)

o B 1 1|\ M W ¥ a
Time Since Random Assignmant (manths)

M. st risk:
m oW W m W @ o=@ &
=™ owm o W om owowm 4

combinations across B e B i oo
different genomic mutations ¢ g

e Improved rPFS in BRCA 1 - s=l. -
and BRCA 2 __ Time Snco Random Assgnmen o) jm:SinseR;du:As:imn:m:nMI

e Improved OS in BRCA2 SRR s R

e OS data stillimmature for CE o - el
BRCA1 % - % t:

b et 2l CO 202 T S ko e ) TS st

[
= m o o mE W o m W™ om0
meow o wr wm om ow @ o
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PARPi + ARPi Efficacy ACross ° _ roeumee ey

Mutations
L4 PALBZ and CDK12 ShOW e h-"*TnmnSS;DB‘;EH‘:WMMZQH:BH::I’:R‘EISP
improved rPFS with OS data = raEiaas = SEEi il
immature. 5

e No benefit seen with ATM or
CHEK2 mutant prostate cancer.

PES {probability)

o B 12 1B 24 30 o & k-3 = 4 W = a2
Time Since Random Assignment (months)
ke

e Clonal hematopoeisis for ctDNA
must be remembered

" = - =

Wew
— = o = =

PFS (probabilty)
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MMR gene mutations (MLH2, MSH2, MSH6) may be best for prostate
cancer to predict response to pembrolizumab (1-3% of mCRPC)

UW Rapid Autopsy SU2C mCRPC Biopsies
* 7/60(11.7%) of advanced prostate e 2.7% harbor MMR alterations
cancers are hypermutated and all had in either MLH1 or MSH2,
mismatch repair gene mutations and which are consistent with MSI

MSI

e Hypermutation defined as >300
somatic protein altering mutations in
metastatic tumors

* All mismatch repair alterations were y
in MSH2 or MSH6

SHINLE

= = ==

Pritchard CC et al. Nat Commun. 2014; 5:4988. Robinson D et al. Cell 2015; 161:1215-28.
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What about radioligand therapies?

American N
Urological @
Association

Education & Research, Inc.

Saclety of Urslogic Oncology, lnc.
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VISION: Phase 3 Study of 77Lu-PSMA-617 in Patients with
Progressive PSMA+ mCRPC

¢ International, prospective, open-label, multicenter, randomized phase 3 trial

177L.u-PSMA-617 7.4 GBqg g6 wks x6
+
best supportive/standard of care

N =750

Key Eligibility Criteria
Progressive mCRPC with a ®8Ga-
PSMA-11 PET/CT positive scan
(determined by central reader)
Received at least 1 NAAD (enza
or abi)
Treated with at least 1 but no
more than 2 previous taxane
regimens
ECOG PS 0-2

Best supportive/standard of care

* Alternate Primary Endpoint: OS and rPFS

* Key Secondary Endpoints (with a control):
RECIST response, time to first SSE

¢ Additional Secondary Endpoints: safety
and tolerability, HRQoL, health economics,
PFS, biochemical response

Stratification factors:

e Serum LDH (< 260 IU/L vs >2601U/L)

e Presence of liver mets ( Y/N)

« ECOG PS (0-1vs 2)

¢ Inclusion of NAAD in best supportive/best
std of care at time of randomization (Y/N)

Sartor AO, et al. ASCO 2019. Abs TPS5099. ClinicalTrials.gov. NCT03511664
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0S: 38% risk reduction for death
(OS analysis set)

VISION: OS and rPFS Alternate Primary Endpoints

rPFS: 60% risk reduction for progression/death
(rPFS analysis set)

T y-PSMA-617 TTLu-PSMA-617
+8oC +80C
n=551 n=385]
Median OS — months 15.3 11.3 Median rPFS® — months 87 3.4
100 = A OS - months 4.0 0] = A rPFS - months 5.3
F 907 HR (95% CI) 0.62 (0.52-0.74) 5 97 HR (99.2% CI) 0.40 (0.29-0.57)
> 801 P value, one-sided <0.001 5 801 P value, one-sided <0.001
g 707 g 701
[ o
2 607 S 607
3 2
2 507 > 507
£ 40 & 4o
I 2
§ 30 E 307
[T 4 201
109 ™ "LU-PSMA-617 + SoC (niN=343/551) 109 ""Lu-PSMA-617 + SoC (n/N=254/385)
“ SoC alone (n/N=187/280) = SoC alone(n/N=93/196)
0 0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 0123456 78 910111213 14151617 181820 212223
Number still at risk Time from randomisation (months) Number still at risk Time from randomisation (months)
TTLu-PSMA-817 551 38 5 2 o i

- 4 535 506 470 425 377 2332 289 296 166 112 63 385 373 362 292 272 235 215 194 182 146 137 121 88 B3 71 51 48 37 21 18 & 1 1

TLu-PSMA-617 0
+SoC

Sartor AQ, et al. New Engl J Med. 2021.
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-
VISION secondary endpoint: FACT-P and BPI-SF
Time to worsening
100 100 4 - i itya
> %i FACT-P Total Score? o1 BPI-SF Pain Intensity
= ] \ = 1 \
IS I\ 2 N
= 4 5 — 804 |~ io: .
g @ \_ Hazardratio: 0.54 (95% CI: 0.45,066) 2 >0 | Hazard ratio: 0.52 (95% Cl: 0.43, 0.63)
g 704 \ ™ Median 5.7 vs 2.2 months 3 7 %, % Median 5.9 vs 2.2 months
£ 60 o 2 60 £ %
° 4 N\, ° \
s 50+ Lw\ g, 177Lu-PSMA-617 + SOC g 50 4 ; LY 77Lu-PSMA-617 + SOC
@ \ % = J 3 Mg =
8 404 ‘ ", ("N =335/385) 8 40 \\L - (n/N = 328/385)
T 04 N . £ %0- i
o I Ve o _ k) e,
g 204 SOC alone ™ ™~ . N @ ?g SOCalone ™. S
10+ n/N = 168/196 R P . n/N = 166/196 . .
o I e, o= N oL TR T T
0 2 4 86 8 10 12 14 16 18 20 22 0 2 4 6 8 10 12 14 16 18 20 22
No. of patients Time from randomization (months) Time from randomization (months)
still at risk
TLu-PSMA-617 +SOC 385 278 230 183 136 102 73 58 32 15 5 1 385 289 234 186 142 103 75 59 27 13 4 1
SOCalone 196 96 52 34 27 21 16 13 6 3 1 0 196 96 51 31 24 16 11 10 3 0 0
2Data a-re from pa.t\ents randomized af‘te_r implementation of enhanced study site education
measures, who had baseline and =1 post-baseline assessments.
Sartor AO, et al. New Engl J Med. 2021.
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TheraP: 177Lu PSMA-617 vs Cabazitaxel in mCRPC

Inclusion criteria: 77Lu-PSMA-617 SPECT/CT @ 24 hours

Progressive2 mCRPC 8.5 GBq IV qéw ¥ 0.5 GBq each cycle Suspend Rx if exceptional

post-docetaxel Up to 6 cycles response; recommence

Rising PSA and PSA
220 ng/mL

e upon progression
N=99 N=7

ECOG PS 0-2

88Ga-PSMA-11 scan
positive®

Selected exclusion criteria Primary end point Secondary end points

+ Low PSMA expression (n=29) - PSAresponse rate: reduction of * PFS® + Pain response ratef

+ FDG discordant disease® (n=51) >50% from baseline (PSA50-RR) + 0S + HRQOL

+ Other (n=11) + ORR (RECISTV1.1) * Adverse events
(CTCAE v4.03)

Hofman M, et al. Lancet. 2021.
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TheraP: Results - PSA 250% Response

100 - 100 -
& 80 A 80 o PSA response
2 =4 37% 60 [k 66% B No
S 404 (95% Cl, 27-46) 40 4 (95% Cl, 56-75) B Yes
5]
o 4 4
£ ) Patients & Patients
'g 0 4 0 4
“g’,-—20 e =20
S0 -404
g -60 - -60 4
o ~80 - - — - R R -80 -
-100 - -100 -
Cabazitaxel + prednisolone? 177 u-PSMA-6172
N=101 N=98
ﬁ’r’;’; Absolute difference in PSA50-RR between groups: 29% (P<0.0001)
7 | Assoc
Education & Research, Inc. Hofman M, et al. Lancet. 2021.
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1.00 1

0.75

0.50

TheraP: Results - Progression-free survival
(PSA and radiologic)

PFS (95% CI) Cabazitaxel 7L u-PSMA-617
% without
progression at 3(1-9) 19 (12-27)
12 months
Median PFS
(months) 5.1(2.8-6.0) 5.1(34-5.7)

0259 — w1Ly-PSMA617

—— Cabazitaxel + prednisolone

Progression-free survival (%)

0.00 Ve
0 3 6 9 12 15 18
Number at risk Moriths
Cabazitaxel 101 46 3 14 2 1 0
177Ly-PSMA-617 99 67 38 28 17 11 4

177 u-PSMA-617 delayed progression compared with cabazitaxel

(HR, 0.63; 95% CI, 0.46-0.86; P=0.0028)"

Hofman M, et al. Lancet. 2021.
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TheraP: Results - Deterioration-free
survival®
1.00 = — WLu-PSMA-617

g i, -~ Cabazitaxel + prednisolone

w i L

+ 0.75

< 0.50 4

2

=

2 025

[

o

0.00
0 4 6 8 10 12
Number at risk Months
Cabazitaxel 101 47 28 12 8 3 1
TLu-PSMA-617 99 66 45 29 25 18 12
At 6 months, a total of 29% (95% Cl, 21-38) of "77Lu-PSMA-617-treated patients and 13%
(95% Cl, 7-21) cabazitaxel-treated patients were event-free in terms of global health status (P=0.0002)
Hofman M, et al. Lancet. 2021.
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Similar OS with '77Lu-PSMA-617 vs cabazitaxel:
3-year follow-up of TheraP study

No difference in OS
HR 0.97 95%Cl 0.70-1.4 P=0.99

1.00

Cabazitaxel
— 7 4-PSMA-617

Proportion Alive
o
L
it

0.25

0.00

Months

Number at risk

Cabazitaxel 101 82 75 68 60 51 45 35 30 22 14 9 6
Lu-PSMA 99 94 88 75 63 54 41 35 30 28 23 20 11

Hofman M, et al. ASCO 2022.
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rPFS by Whole-Body SUV .., Quartiles (PFS in VISION)

Higher whole-body SUV,.,, was associated with prolonged rPFS

100 SUVeanquartile Median rPFS
90| (months)
i T 5
°\: 80 | 210.2 (highest) 14.1
E 70 g 27.8,<10.2 9.8

60 — :
8 T 26.0,<7.8 7.8
. 50 j - < 6.0 (lowest) 5.8
o 40-| R : :
£ a0 SUVian ctartie Yttt
§ —— <6.0 (n/N = 66/95)
L 20 - 26.0,<7.8 (n/N = 65/96)

jod = 278 <102 (WN=70/5)

-—=- 210.2 (n/N = 50/96)

012 3 4 E-Sr 6 7f 8 9 10d11 1? 131.14 15 16 1ta 18 19 2‘0 2‘1 2‘2 2’3 suv rPFS
Number of patients still at risk e rAnpIEstan (i) B HR [95% CI], p value
i RbEnEER RS R R RGeS Univariate analysis 0.88[0.84, 0.91], < 0.001
260, <7.8 96 94 91 79 72 57 47 38 34 26 24 21 13 12 9 8 8 7 3 2 1 G ]

<6.0 95 91 87 56 50 35 33 30 26 17 15 14 10 10 9 7 7 5 3 2 0 0 0 O Multivariateanalysis 0.86 [082Y090]Y<0001

Kuo P, et al. J Clin Oncol. 2022;40(16 suppl):5002.
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PSMAfore Study Schema

77 y-PSMA-617
(IV 7.4 GBq q6w,
max 6 cycles)®

v

Crossover to
TLu-PSMA-617
(IV 7.4 GBq qéw,

Patients with
chemotherapy-naive®
PSMA+ progressive mCRPC
after ARDT®

-

max 6 cycles)

Change in ARDT
treatment (abiraterone or
enzalutamide)®

Primary endpoint:
rPFS

Key secondary endpoint:
0s

Stratification factors
+ Prior ARDT use in CRPC vs HSPC
+ Presence of symptoms (asymptomatic/mildly symptomatic vs symptomatic)

Crossover

+ Upon BICR-confirmed radiographic progression on ARDT, eligible patients meeting pre-defined
criteria are permitted to crossover to receive 77Lu-PSMA-617

ClinicalTrials.gov Identifier: NCT04689828
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PSMAfore: Updated rPFS Primary Endpoint

¥Ly-PSMA-617 group: median 11-60 months (95% Cl 9-30-14-19), 154 events
ARPI change group: median 5-59 months (95% Cl 4-21-5-95), 180 events
HR 049 (95% C1 0.39-061)

100 4 — Y'Lu-PSMA-617
—— ARPI change

o 80
HR 0.49 S

(95% C1 0.39-0.61) BE 60
53

Median rPFS g2 7

difference of 6 mo EE L0

o
0 T T T 1 T

0 2 4 6 8 1|0 1|2 1:1. 1I5 18 2|O 2£ 2I4 2I6 2I8 310
Number at risk
(number censored)
*Ly-PSMA-617group 234 217 175 152 126 111 94 86 67 39 25 20 8 4 4 0
(0) (12) (5) (3) (6) (3) (2 (1) (6) (16) (6) (3) (10) 3) (0) (4
ARPIchangegroup 234 197 126 79 65 45 35 28 22 14 9 9 5 2 1 0
(©) a4) 7 (9 (0 @ (@ @) (0 ) 3) © @ ) @O @

Morris M, et al. Lancet, 2024.
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Should we use 177