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From Imaging to Therapy: Theranostics in Prostate Cancer
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Tomography (PET) Radioligand Therapy (RLT)

%

18F
. L N

.

JutRe,r

RLT

’

A

PSMA PET PSMA PET




Currently Available Clinical Trials on PSMA-RLT in mCRPC

Trial Design
Exp Ctr
rPFS PSA 50 RR mOS ORR
. : Pts Pts | Median (Exp/Ctr) (Exp/Ctr) (Exp/Ctr) (Exp/Ctr)
Trial Phase Setting Drug (n) Drug (n) | follow-up | (HR, 95%CI: p-value) (HR, 95%Cl; p-value)
8.7 vs 3.4 mo

Pretreated [""Lu]Lu- o _ 0 . 15.3vs 11.3 mo

VISION [1] 3 :or;ig PSMA-617 + | 551 soc | 280 | 209mo (HR005470-’p9<50/°o§1| )3'29 46% s 7% | (1R 062, 052-0.74; p<0.001) | 29.8% vs 1.7%
soc TR
51vs 5.1 mo

Pretreated [77Lu]Lu- . 0 0 16.4 vs 19.4 mo o 0
Thera-P [2] 2 " CRPC ssyagt? | % Caba 101 | 357 mo (HROoégg,p ig gg; 5}46- 66% vs 37% (HR 0.97. 0.70-1 35; p=0.99) 49% vs 24%

Untreated [""Lu]Lu- 16 vs 12 mo
ENZA-P [3] 2 e PSMA-617 + | 83 Enza 79 | 200mo | pRo67 (95% Cl 0.44— |  93% vs 68% NR NR

Enza 1.01)
12.02 vs 5.59 mo
Pretreated ["7Lu]Lu- . o o 0 19.25vs 19.71 mo 0 o4
PSMAfore [4] 3 T CRPG oSGy | 234 | EnzaorAbi | 234 | 15.9mo (H%%flsﬁgg g(c}:[l]%ss- 57.6% vs 20.4% (HR 1.16, CI: 0.83-1.64) 50.7% vs 14.9%*
9.5 vs 6 mo (HR: 0.71

Pretreated [77Lu]Lu- . o L. ' 0 0 20.8 mo vs NE (HR: 1.11, CI: n o

SPLASH [5] 3 e pSMalgT | 276 | EnzaorAbi | 136 | 12mo 95% |:}C=Ib %3855).92, 35.7% vs 14.6% 0.73-1.69; p=0.62)7# 38.1% vs 12%

# Data on 581 patients (385 in the experimental arm vs. 196 in the control arm) after the implementation of enhanced trial-site education measures
## Radiographic response rate of measurable disease
### potential violation of the "common treatment effect” assumption in the Rank Preserving Structural Failure Time Model (RPSFTM) method.

[1] Sartor N Eng J Med 2021; [2] Hofman Lancet 2021; [3] Emmett Lancet Oncol 2024; [4] Morris Lancet 2024; [5] Sartor Ann Oncol 2024




Current Criterion for Evaluating RLT Eligibility According to PSMA PET

European Journal of Nuclear Medicine and Molecular Imaging (2023) 50:2830-2845
https://doi.org/10.1007/s00259-023-06255-8

’ : GUIDELINES q
' ‘ " updates
’- ’ Joint EANM/SNMMI procedure guideline for the use of '7’Lu-labeled
sl PSMA-targeted radioligand-therapy ('’’Lu-PSMA-RLT)
L ’ -
e PSMA-positive disease sites

tumor uptake = 0.5-fold of parotid

or
tumor uptake > 1.0-fold liver-uptake (when using [#8Ga]Ga-PSMA-11)

No PSMA-negative disease sites

@ > 1 cm solid organs

or

@ > 1 cm soft tissue component of bone mets
or

@ > 2.5 cm lymph nodes




Current Positioning of PSMA RLT in the Therapeutic Landscape

of Urology
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Recommendations

Strength rating

Offer "77Lu-PSMA-617 to pre-treated mCRPC patients with one or more metastatic lesions,
highly expressing PSMA (exceeding the uptake in the liver) on the diagnostic radiolabelled

PSMA PET/CT scan.

Strong

For the majority of chemotherapy fit patients with PSMA imaging-positive mCRPC who meet
relevant PET criteria for 177Lu-PSMA therapy, who have received one line of ARPI and no
chemotherapy, what is your preferred treatment option assuming treatments are readily
available and there is no actionable molecular alteration?

Asymptomatic Symptomatic

Option 1
Option 2

1%
1%
1. Alternate ARPI
2. ARPI + PARPi S
Option4 °
3. Docetaxel 28%
4.,177Lu-PSMA
5. Radium-223
6. Abstain/unqualified to answer

For the majority of chemotherapy fit patients with PSMA imaging-positve mCRPC who meet
relevant PET criteria for 177Lu-PSMA therapy, who have received one line of ARPI and one line of
taxane-based chemotherapy, what is your preferred treatment option assuming treatments are
readily available and there is no actionable molecular alteration?

Option 3
4%

Alternate ARPI
. Y7Lu-PSMA

Cabazitaxel

Radium-223

Abstain/unqualified to answer

vk NP

Option 2
96%

Gillessen et al. Eur Urol 2024



When should 177Lu-PSMA be positioned in the treatment landscape?

Tumour growth

Localized disease HSPC phase
A

CRPC phase

Current positioning: post ARPI
post taxane (at least docetaxel)

2y U.S. FOOD & DRUG
ADMINISTRATION

FDA expands [l metastatic castration-
resistant prostate cancer indication

PSMAfore (phase 3) in the taxane-naive space
PSMARLT is better than an “ARPI-post-ARP/”

D>

Morris et al.

Lancet 2024: James et al. Lancet 2024; Turco et al. J Nucl Med 2025



Current Positioning of PSMA RLT in the Therapeutic Landscape
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SYSTEMIC THERAPY FOR M1 CRPC: ADENOCARCINOMAS:aa:jjj,kkk

Pre-ARPJ2:!ll

I Post-ARPI"'!Pre-DocetaeraaI

I Post-ARPI/Post-Docetaxel?@ I

Preferred:
« Abiraterone (category 1)
» Enzalutamide (category 1)

Other Recommended:
« Docetaxel""" (category 1)

Useful in Certain Circumstances:
 Molecular Biomarker-Directed Therapy
» BRCA mutation
O Niraparib/abiraterone™™M (category 1)
0 Olaparib/abiraterone™™™ (category 1)
0 Talazoparib/enzalutamide™™™m (category 1)
» HRRm (other than BRCA1/2)
0 Talazoparib/enzalutamide™™M (category 1)

« Disease State-Specific Therapy
» Bone metastases

0 Radium-223°°9°/enzalutamide

Preferred:
» Docetaxel""M (category 1)

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

» Disease State-Specific Therapy
» PSMA-positive metastases
¢ Lutetium Lu 177 vipivotide tetraxetan (Lu-
177-PSMA-617)9949
» Aggressive variant™
¢ Cabazitaxel/Carboplatin®hh

Preferred:
« Cabazitaxel"" (category 1)
« Docetaxel rechallenge™™"

Useful in Certain Circumstances:
 Molecular Biomarker-Directed Therapy
» BRCA mutation
¢ Olaparib™™MM (category 1)
¢ Rucaparipmmm
» HRRm (other than BRCA1/2)
¢ Olaparipmmm
» Other FDA-approved agents for tissue
agnostic indications"hn

» Disease State-Specific Therapy

» PSMA-positive metastases
O Lu-177-PSMA-61799 (category 1)

» Aggressive variant'"
0 Cabazitaxel/carboplatin"™"

» Palliation for symptomatic patients unable to
tolerate other therapies
0 Mitoxantronenhh




What about PSMA RLT in the taxane-naive space?

| 1.8x better PSA response H

y y ( ! ) p ) A Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE_Weight IV, Random, 95% Cl Year Random, 95% CI
Prior status Rahbar 2017 0.6627 04098 251% 1.94(0.87,4.33] 2017 T
Barber 2019 0.6797 0.3541 33.6% 1.97(0.99,3.95] 2019 -
Sample Taxane- Taxane- Univariate OR for Univariate HR Univariate HR Heck 2019 0.285 05524 138% 1.33(0.45,3.93] 2019

Study size (n) naive (n) treated (n) PSA response for PFS for OS Yadav 2020 0.2546 0.8496 5.8% 1.29(0.24,6.82) 2020
Widjaja 2021 1.4061 07168 82%  4.08(1.00,16.63] 2021 g

Brauer (74) 59 12 (20.3%) 47 (79.7%) NS NS 0.62 (0.22-1.79) Rasul 2021 0.2359 05605 13.4% 1.27(0.42,3.80] 2021

Rahbar (15 145 66 (45.5% 79 (54.5% 1.94 (0.87-4.33)" NS NS

Barb ( 6) 6 8 ( 0 3;) 83 (49 7';) 1.97 {0 99-3 95)* 0.59 (0.41-0.83 0.39 (0.25-0.62 HEAEON:S e HEEEh -

ZLLEET 167 AL ) Gt LRl lak s L e e e Heterogeneity: Tau®= 0.00; Chi*= 2.25, df = 5 (P = 0.81); F= 0% ks o ; —
Heck (17) 100 16 (16.0%) 84 (84.0%) 1.33 (0.45-3.93) Excluded® Excluded® Test for overall effect: Z= 2.90 (P = 0.004) : g Takenesiae
Ahmadzadehfar (18) 416 102 (24.5%) 314 (75.5%) NS NS 0.67 (0.51-0.87)

Yadav (19) 90 6 (6.7%) 84 (93.3%)  1.29 (0.24-6.82) NS NS 40% reduced risk of progression
Khreish (20) 254 66 (26.0%) 188 (74.0%) NS 0.71 (0.53-0.97) 0.63 (0.39-1.01) B S -
Meyrick® (27) 191 72 (37.7%) 118 (61.8%) NS 0.58 (0.42-0.80) 0.29 (0.18-0.47) Study or Subgroup log[Hazard Ratio) SE Weight IV, Random, 95% CI Year Random, 95% CI
Rasul (22) 61 19 (31.1%) 42 (68.9%)  1.27 (0.42-3.80) NS NS Barber 2019 -0.5361 01789 18.2% 0.59(0.41,0.83) 2019 ——
Widjaja (23) 71 12 (16.9%) 59 (83.1%)  4.08 (1.00-16.63) NS NS Yadav 2021 -047 03032 6.3%  0.63(0.34,1.13) 2021 B
Khreish 2022 -0.3369 01559 24.0% 0.71[0.53,0.97) 2021 ——
Yadav (24) 121 20 (16.5%) 101 (83.5%) NS 0.63 (0.34-1.13) 0.50 (0.27-0.91) Meyrick 2021 05447 01647 215% 0.58[0.42,0.80] 2021 S S
Hartrampf (25) 92 28 (30.4%) 64 (69.6%) NS NS 0.67 (0.40-1.13) Karimzadeh 2023 -0.6425 01397 29.9% 0.53(0.40,0.69) 2022 =
Karimzadeh (26 301 87 (28.9% 214 (711.1% NS 0.53 (0.40-0.69)! 0.67 (0.45-0.98)!
arimzadeh (26) (28.9%) ( ) ¢ ) ( ) Total (95% CI) 100.0%  0.60 [0.51,0.69) <
Heterogeneity. Tau*= 0.00; Chi*= 2.21, df= 4 (P = 0.70), F= 0% k t + t } {
Testfor overall effect Z= 6.78 (P < 0.00001) il . —
Pooled OR for PSA response Pooled HR for PFS Pooled HR for OS 4 0 r ri k f h
Variable 95% ClI 12 95% Cl 12 95% ClI 12 C 6 A) educed SK O deat
S Hazard Ratio
Study design Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% Cl Year Random, 95% CI
. Brauer 2017 -0.4764 05388 4.0% 0.62(0.22,1.79] 2017
! [} 0, —| 0y .
Hetrospef;tlve 1.85 (1.22-2.81) 0% 0.56 (0.47-0.67) 0% 0.53 (0.41-0.68) 53% BnEc 3010 99085 02377 3.0% 0.390.25.062) 2019
Prospective 1.29 (0.24-6.82) NA 0.71 (0.53-0.97) NA 0.63 (0.39-1.01) NA Ahmadzadehfar 2021 -0.402 01345 209%  067(0.51,0.87] 2021 —
Sample size Meyrick 2021 -1.2379 0.2433 12.7% 0.29(0.18,0.47] 2021 —_—
‘ 0 - Khreish 2022 -0.47 0.2472 125% 0.63(0.39,1.01] 2021 —]
<100 patients 1.87 (1.07-3.25) 0% NA NA 0.66 (0.42-1.05) 0% Yadey 2021 08031 03089 8% 050027, 0.91] 2021
=100 patients 1.76 (0.98-3.16) 0% NA NA 0.52 (0.39-0.68) 60% Karimzadeh 2023 -0.405 01952 15.9% 0.67 [0.45,0.98] 2022 i
RLT agent Hartrampf 2022 -0.399 0.2639 11.5% 0.67(0.40,1.13] 2022 —_—
177,
Lu-PSMA-617 1.87 (1.07-3.25) 0% 0.69 (0.53-0.91) 0% 0.64 (0.51-0.78) 0% Total (95% C1) 100.0%  0.54[0.43,0.68] >
177 u-PSMA-I1&T 1.33 (0.45-3.93) NA 0.53 (0.40-0.69) NA 0.67 (0.49-0.91) 0% Heterogeneity: Tau®= 0.05; Chi*= 12.96, df= 7 (P = 0.07), F= 46% ' : i + i i
01 02 0.5 2 5 10
Test for overall effect: Z= 5.35 (P < 0.00001) Taxane-naive Taxane-treated

Satapathy et al. J Nucl Med 2023




VISION

PSMA-RLT: Earlier Use Reduces Toxicity

PSMAfore

*”’Lu-PSMA-617 group (n=227)

ARPI change group (n=232)

Events.*
Any grade Grade =3 Any grade Grade =3
177 y-PSMA-617 plus Standard Care Standard Care Alone Any 224 (99%) 81 (36%)* 226 (97%) 112 (48%)*
Event (N=529) (N=205)
Uccurr\ng in=10% of patlents
All Grades Grade =3 All Grades Grade =3 Dry mouth 131 (58%)t 2 (1%) 6 (3%)t 0
number of patients (percent) Asthenia 74 (33%) 2(1%) 67 (29%) 8(3%)
Any adverse event 519 (98.1) 279 (52.7) 170 (82.9) 78 (38.0) Nausea 72(32%) 0 27 (12%) L(<1%)
Anaemi 61(27% 14 (6% 44 (19% 16 (7%
Adverse event that occurred in >12% n_aem‘a @7%) ( 0) ( . : ¢ . )
of patients Fatigue 53(23%) 1(<1%) 59 (25%) 4(2%)
. Constipation 50(22%) 1(<1%) 33 (14%) 0
Fatigue 228 (43.1) 31 (5.9) 47 (22.9) 3 (1.5) _
Decreased appetite 49 (22%) 0 43 (19%) 1(<1%)
Dry mouth 205 (38.8) 0 1(0.5) 0 Arthralgia 45 (20%) 0 54 (23%) 1(<1%)
Nausea 187 (35.3) 7(1.3) 34 (16.6) 1(0.5) Diarrhoea 38 (17%) 0 21(9%) 1(<1%)
Anemia 168 (31.8) 68 (12.9) 27 (13.2) 10 (4.9) CoviD-19 36 (16%) 1(<1%) 27 (12%) 1(<1%)
Back pai 1(14% 1% 6(20% 6(3%
Back pain 124 (23.4) 17 (3.2) 30 (14.6) 7(3.4) ackpain 31014%) 30%) 46(20%) 6%
) Vomiting 26 (11%) 0 11(5%) 0
Arthralgia 118 (22.3) 6 (L1) 26 (12.7) 1(0.5) Oedema peripheral 19 %) o 28(12%) o
Decreased appetite 112 (21.2) 10 (1.9) 30 (14.6) 1(0.5) Pain in extremity 17 (7%) 1(<1%) 25 (11%) 1(<1%)
Constipation 107 (20.2) 6 (1.1) 23 (11.2) 1(0.5) Weight loss 15 (7%) 1(<1%) 32 (14%) 3(1%)
e 100 (18.9) 4(0.8) 6 (2.9) 1(0.5) Leading to adjustment of dose 8 (4%) 3(1%) 36 (16%) 7(3%)
Leading to interruption of 28 (12%) 13 (6%) 45 (19%) 20(9%)
Vomiting 100 (18.9) 5 (0.9) 13 (6.3) 1(0.5) treatment
Thrombocytopenia 91 (17.2) 42 (7.9) 9 (4.4) 2 (1.0) Leading to discontinuation of 13 (6%) 8 (4%) 12 (5%) 9 (4%)
Lymphopeni 75 (14.2 41(7.8 8 (3.9 1(05 freatment
mphopenia . . . .
ymphopent ( ) (78) (3:9) (03) Leading to death 4(2%) 4(2%) 5(2%) 5(2%)
Leukopenia 66 (12.5) 13 {2.5) 4(2.0) 1(0.5) Cardiac arrest 1(<1%)4 1 (<1%)} 1(<1%) 1 (<1%)}
Adverse event that led to reduction in 30 (5.7) 10 (1.9) NA NA Cerebrovascular accident 0 0 1 (<1%)§ 1(<1%)§
177
Lu-PSMA-617 dose Coma 0 0 1(<1%)t 1(<1%)
Adverse event that led to interruption of 85 (16.1) 42 (7.9) NA NA COVID-19 pneumonia 1(<1%)% 1(<1%)% 0 0
177
Lu-PSMA-617] Dyspnoea 0 0 1 (<1%)t 1(<1%)F
Adverse event that led to discontinuation 63 (11.9) 37 (7.0) NA NA Intestinal ischaemia 1(<1%)4 1(<1%)+ 0 0
of 177Lu-PSMA-6177 Multiple organ dysfunction 0 0 1(<1%)t 1(<1%)F
Adverse event that led to death: 19 (3.6) 19 (3.6) 6(2.9) 6 (2.9) syndrome
Sepsis 1(<1%)% 1(<1%)% 0 0

Sartor N Eng J Med 2021 Morris et al. Lancet 2024



What about PSMA RLT in the taxane-naive space?

Open issues

PSMA PET+: any
lesion with PSMA
expression score 22,
excluding PSMA
negative lesions if
>50% or >5cm

Primary Endpoint: rPFS (ITT)

for CRPC

Population
Planned, N=200
« mCRPC

* Prior ARPI
* No prior chemotherapy

. IPSIVIA PET+ disease |

®

77Lu-PSMA-617 IV 7.4 GBq

+10% Q6W for a maximum of

Other objectives:

6 cycles * B-month rPFS (by PSA and PCWG3, RECIST v1.1)
+ Time to commencement of 3L treatment
Pri + OS
Crossover to the other arm was rimary + PSA decline

endpoint:
rPFS

allowed upon progression

» Clinical benefit rate
+ Response duration including PR, CR, and SD for >24

weeks

* Adverse events

*+ QoL

+ Cost effectiveness analysis
* Biomarkers

Presence of visceral metastases (yes vs no)
LDH = upper limit of normal (yes vs no)
Previous docetaxel use in the castration-sensitive (hormone-sensitive) setting <1 year before enrollment (yes vs no)

1.00 = HR: 1.01 (90% Cl: 0.77, 1.31); 1-sided p = 0.51
g}
: 1 177Lu-PSMA-617: median 8.6 months (90% Cl: 7.1, 10.6)

075 w= Docetaxel: median 10.7 months (90% CI: 7.8, 11.1)
z \
2
3
[ 050
o
bd
w
N

025

0.00

0 6 12 18 24 30
Time in Months
Number at risk
Docetaxel { 99 59 27 7 3 1
77Lu-PSMA-617 100 56 25 10 2 2
0 6 12 18 24 30

| Overall Survival |

54% cross-over

Overall Survival Probability

38% from PSMA RLT -> DOCE

1.00 ———
~a. 97/% from DOCE -> PSMA RLT
07 \ ‘
0.50
025
0.00
0 6 12 18 24 30 36
Time in Months
Number at risk
Docetaxel { 99 81 52 23 € 2 0
7Ly-PSMA-617 { 100 83 38 20 5 1 0

Stratification factors?

ECOG PS (0-1 vs 2)

Treatment Related Adverse Events >10% Frequency

Dry mouth
Fatigue
Nausea

Anorexia
Vomiting
Diarrhea
Dysgeusia
Mucositis oral

Edema limbs

ADVERSE EVENT TERM

Peripheral sensory neuropathy
Alopecia
Paresthesia
Watering eyes
Febrile neutropenia I

Abdominal pain Docetaxel

Lu-PSMA-617

ADVERSE EVENT FREQUENCY

Chi et al. @ ESMO 2025



When should 177Lu-PSMA be positioned in the treatment landscape?

Tumour growth

A

Localized disease HSPC phase

UpFrontPSMA (phase 2)
Sequential RLT + docetaxel +ADT is better
than docetaxel +ADT in de novo mHSPC

CRPC phase

Current positioning: post ARPI

PSMAaddition (phase 3)
RLT + ADT + ARPI is better
than ADT + ARPI in mHSPC

post taxane (at least docetaxel)

LUNAR (phase 2)
PSMA-DC (phase 3, ongoing)
PSMA RLT + SBRT vs. SBRT

PSMAfore (phase 3) in the taxane-naive space
PSMARLT is better than an “ARPI-post-ARPI”

D>

Azad et al. Lancet Oncol 2024 Tagawa et al. @ ESMO 2025; Kishan et al. @ ASTRO 2025 and Calais et al. @ ESMO 2025; NCT05939414

Morris et al. Lancet 2024; James et al. Lancet 2024; Turco et al. J Nucl Med 2025



PSMA-targeted radioligands: one like the other?

o \
10.00
\--_._\\____
<
2 1.00 —
010 F——e
0.01
0 20
R
100.00
10.00
£
-]
£ 100
-
0.10
0.01
Whole body K

mmm 77Ly-PSM,

Medical Services Advisory Committee (MSAC)
Public Summary Document

Application No. 1686.1 — """Lutetium PSMA i&t for metastatic
castrate resistant prostate cancer

Applicant: A group of academic specialists, co-sponsored by
the Australasian Association of Nuclear Medicine
Specialists (AANMS)

Date of MSAC consideration:  4-5 April 2024

MSAC considered that there was no new substantive clinical trial data that changed MSAC’s
previous conclusion of mutual noninferiority for patient outcomes between the two products -
177Lu PSMA i&t and 177Lu PSMA-617 have similar safety, efficacy, biodistribution and are
radioequivalent, despite both products using different dosing schedules. MSAC also
acknowledged that direct evidence comparing 177Lu PSMA i&t and 177Lu PSMA-617 was not
available and would be unlikely to eventuate. Therefore, based on the totality of the available
evidence and additional perspectives comparing 177Lu PSMAIi&t and 177Lu PSMA-617 products,
MSAC reaffirmed previous conclusions that the two products are mutually noninferior for patient
outcomes, and thus considered the evidence for 177Lu PSMA-617 to be relevant for

177Lu PSMA i&t, and therefore accepted the results of the clinical evaluation and the clinical

['Lu]Lu-PSMA-617  P-value

70 (43-86) 0.89
63 (4-241) 0.37
3(2-8) 0.77
19.0 (7.9-45.8) 0.21
6.2 (3.9-9.6) 0.11
9 (6-10) 1.0

4.9
(-31.6-75.6) 4.2

.8)

(-74.0-44.9) -12.8
(-83.3-177.8)

ns n
NS | I.—sl

1 I
platelets creatinine

u-PSMA 1&T

u-PSMA-617

Sadaghiani et al. Eur Urol 2021; Schuchardt et al. J Nucl Med 2022; Hartrampf et al. Eur J Nucl Med Mol Imaging 2022



Lu-PSMA-

PSMA-targeted radioligands: one like the other?
77Ly-PSMA vs. ARPI switch

Numl§|
(number

ARPI cha

al

European Association of Urology

Management of Patients with Advanced Prostate Cancer. Report
from the 2024 Advanced Prostate Cancer Consensus Conference

(APCCC)

W APCCC

ADVANCED PROSTATE CANCER
' CONSENSUS CONFERENCE

Q143: In the majority of patients with response  [:....
(PSA and/or clinical and/or radiological) to "’Lu-PSMA [’
therapy after 4 cycles, do you recommend completion
of the 6 cycles if PSMA-based imaging shows signifi-
cant remaining uptake (as defined by the treating
physician)?

e Yes, in the majority of patients: 76% (71 votes)
e Yes, but only in selected patients:18% (17 votes)
e NoO: 6% (5 votes)

e Abstain/unqualified to answer (13 votes) | 223

o
oo

madian rPFS (95%Cl): Vs 9.59 mo

*1stinterim  madian rPFS (95%Cl): 9.5 vs. 6 mo

Morris et al. Lancet 2024 Sartor et al. @ ESMO 2024



Future directions for PSMA-RLT: a-emitting ligands

B- radiation (i.e., Lutetium-177)

-
Ping pong ball = 3 grams

Wil

a radiation (i.e., Actinium-225)

ball = 6 kg

Bowling

Bauckneht et al. Cancer Treat Rev 2024

Phase 1 PAnTHA (NCT06217822) study, assessing the safety and
efficacy of 225Ac-PSMA-Trillium g6w x4 in a VISION-like setting.

PSA response (N=50) Radiographic response (N=24)*b
% m 75 kBy/kg m 100 kBakg m 125 kBa/kg m 150 kBa/kg - m 75 kBakg m 100 kBa/kg m 125 kBa/kg m 150 kBa/kg
g n pt
= L 70
B &
& -1 E ‘;‘;
% BNy
&
c 20
)
80 Ul
-%0 > 22
00 £\ — - %
g «
o 5
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Why
this trial?

attaches to PSMA
receptors on the

cancer cells and

emits B- particles

like Lutetium-177-PSMA,
killing large sized tumours
with abundant crossfire.

Additionally, Terbium-161 emits

, delivering
higher concentrations of
radiation over ultrashort
pathlengths.

Preclinical
studies support o
this may better kil °°

micrometastases.

isotopia

@DrMHofman

# n=3
® 1=t cycle:
4.4 GBq

Eligibility criteria

after > 1taxane (unless
PSMA positive

@ o

=

‘-1_'35 Adequate bone marrow,
|E@) hepatic and renal function;

suean  Terbium-161-PSMA-I&T radioligand treatment

Phase /Il study
in patients with metastatic castration-resistant prostate cancer (InCRPC)

Phase | - 3+3 trial design Phase Il

Dose
escalation 74 GBq

Dose . e ae e 1 additional
expansion patients

2 . Radioactivity
1 patients level 3

. Results o

- — W n=6 Median follow-up: PSA50-RR 70 /O

Radioactivity T3 cvre 11.9 months [95% CI 51 — 85]
level 2 % b Al
. 7.4 GBq °

. # n=3 No dose-limiting 40%

Radioactivity 1 cycle: toxicities PSA90-RR (o]
level 1 C}V ‘ [95% Cl 23 — 59]

5.5 GBq

Few high-grade Median 9.0 months
treatment-related PSA-PFS [95% CI 5.7 — 151]

adverse events
« Grade 3: pain (3%)

and lymphopenia (3%) Radiographic 11 .1 months
« Grade 4 or deaths: none PFS [95% Cl 6.6 —11.7]

Y 4
Up to

6 cycles

every 6 weeks
+0.4 GBq per cycle

Progressive mCRPC

medically unsuitable) + ARPI

Conclusions

Encouradin < Favourable ® Additional
l’ 9ns n@ safety y radioactivity level

+ no FDG discordance

efficacy 5

profile (9.5 GBqQ) recruiting

N ECOGPS<?2




There’s Life Beyond PSMA!
Novel (and old) targets for treating PCa with radiopharmaceuticals

Clinicaltrials.gov search:

GRPR-peptide binders oLLS

H5A10-mab

Human Kallikrein 2

(JNJ-69086420) S

...and many more!



Tumour growth

A

What about Radium-223 in the PSMA RLT era?

Localized disease

HSPC phase

CRPC phase

Radium-223 ?
177Lu-PSMA-617

l

D>

James et al. Lancet 2024; Turco et al. J Nucl Med 2025



% of patients with metastases

The Radium-223 Parabola: From Decline to Comeback

Radium-223

[\ ey

>> 2nd line >

Bone Metastases
[T — L1 {] —

> 1st line

100
90

50 Visceral Metastases

N /
30

20 -

10 -

>24 1524 12-15 912 69 36 <3

Time Prior to Death (months)

O

EUROPEAN MEDICINES AGENCY

SCILENGCE MEDICINES HEALTH

19 September 2013
EMA/CHMP/411215/2013
Committee for Medicinal Products for Human Use (CHMP)

mCRPC
Symptomatic bone lesions
Pathologic lymph nodes < 3 cm

No visceral metastases

Parker et al. N Engl J Med 2013



% of patients with metastases

The Radium-223 Parabola: From Decline to Comeback

Radium-223
// ! X \
e v T

> S sl >
>> e >

Bone Metastases

100 4 | - = r——
90

> 1st line

Visceral Metastases

50 -
e /
30

>24 1524 12-15 912 69 36 <3
Time Prior to Death (months)

Parker et al. N Engl J Med 2013; Parker et al. Eur Urol 2018; Saad et al. Lancet Oncol 2016; Sartor et al. Oncologist 2018

20 - ./.-——/
10 -
- . - - - —>

O

e 2015 EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

EMA restricts use of prostate cancer medicine
Medicine to be used only after two previous treatments or when other
treatments cannot be taken

mCRPC

Symptomatic bone lesions 2= 6

Pathologic lymph nodes < 3 cm

No visceral metastases

Progression after at least 2 lines of systemic therapy

or ineligible for any available systemic treatment



% of patients with metastases

Radium-223 (+ enzalutamide)
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50
40
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The Radium-223 Parabola: From Decline to Comeback

N\

/\

Study population
* Patients with mCRPC

N=446"*
* Asymptomatic or
mildly symptomatic*
*WHO PSof0Oor1

* No prior treatment
with enzalutamide or

11
™ Randomisation

Ra223
55 kBq/kg iv every 4 weeks

for 6 cycles plus
Enzalutamide 160 mg od

Stratification factors

« Country

« Baseline pain (BPI worst pain 0-1 vs 2-3)
« Prior docetaxel (yes vs no)

« Use of bone protecting agents

Primary endpoint
» rPFS

Key secondary
endpoints

« Safety

Overall Survival

Time to next treatment
Time to pain progression
Time to first SSE
(symptomatic skeletal
event)

*Bone-protecting agents (BPA) mandatory after the first 119 pts.

Treatment

OSHRO0.76

Enza
Enza+RAD223

(95% Cl1 0.60-0.96, p=0.0096)

Ra223 « Prior abiraterone (yes vs no)
*No known visceral
metastases
*Ongoing ADT Enzalutamide 160 mg od
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Tombal et al. Ann Oncol 2025; Gillessen et al. Ann Oncol 2026



The Radium-223 Parabola: From Decline to Comeback

Bone-dominant mCRPC | "=0°4 Radium-223 Sl
RAD'ANT ( : : / 99KBqg/kg Q4W, 6 cycles S
phase 4) in progression after 1 Primary: OS
ARPI and 1 taxane (for Secondary: time to first SSE, rPFS,
HSPC CRPC), ) time to pain progression, AE,

N CTO4597 1 25 " refusaIO(;rni]neIi ibl)e > N ARPI switch incidence of fractures, time to
Study Completion (Estimated) @ J (Abi or Enza) until PD deterioration of FACT-P total score
2026-10-12

n=738 Docetaxel + Radium-223
i - 2 Q3W, 1 Endpoints
DORA ( hase 3) Progressive mCRPC with /1 650523/ r/r|1( QQ?(;‘W 60 dolses
p > 2 bone lesions, chemo- q/Kg , 0 CYCIes Primary: OS
NCT03574571 naive, <4 systemic Secondary: rPFS, SSE-FS, time to
treatment lines ¢ Docetaxel /QET rérglgresswn, QoL (FACT-P,
75 mg/m2 Q3W, 10 doses B

Study Completion (Estimated) @

2027-04-01 Stratified by:
Docetaxel in mHSPC,
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Radium-223 in the PSMA RLT era: challenges and open issues

Who are “Dual-Eligible” Patients Today?
mCRPC after 22 lines (ARPI * docetaxel)

#* Symptomatic disease

/" Bone-only metastases (26) + LN < 3 cm
& No visceral metastases

0] No PSMA-negative lesions (VISION)

@ C How to manage “Dual-Eligible” Patients?

@ Radium-223 first to preserve '"’Lu-PSMA eligibility?
5[2 Symptom-driven choice (ALSYMPCA vs VISION)?

Radium-223

RESULTS
LokingAvead OLPHABET rye
=) Like eligibility, “dual eligibility” is dynamic and evolving nedbibeie b e,
Combined Radium-223 (?**Ra)
(@) With ENZA-P and PEACE-3 data, when and in whom and Lu-PSMA=I&T _
should radiopharmaceuticals be combined with ARPIs? et
castration-resistant

prostate cancer (MCRPC)




Take-home messages

PSMA radioligand therapy is now a cornerstone in mCRPC, with a clear survival benefit
after ARPI and taxanes.

PSMA RLT positioning is rapidly evolving, moving earlier toward the HSPC setting.

Radium-223 may still play a role, particularly in selected patients with symptomatic, bone-
only disease and no visceral metastases, and within the emerging concept of “dual-eligible”
patients.

Radioligand therapy is no longer one drug, one isotope, one target: multiple ligands,
multiple radioisotopes, and novel targets will define the next era of prostate cancer care.
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Thank you for your :

L

GU Disease Management Team
Special thanks to:  IRCCS Azienda Ospedaliera
MetrOPOIitana, Genova, |ta|y AZIENDA OSPEDALIERA METROPOLITANA
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