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Question 1

• Do you have access to Lu-based PSMA RNT for your patients?

• Answer 1: Yes, in my own hospital

• Answer 2: Yes, through collaboration in another hospital

• Answer 3: No



Question 2

• In your opinion, which clinical scenario is optimal for Lu-PSMA RNT?

• Answer 1: mCRPC, post-ARPI, post-docetaxel, post-cabazitaxel

• Answer 2: mCPRC, post-ARPI, post-docetaxel

• Answer 3: mCRPC, post-ARPI

• Answer 4: mHSPC
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177Lu-PSMA therapy: VISION

mCRPC
• At least 1 prior NAAD
• At least 1 prior taxane
• PS = 0-2
• PSMA PET+

• LDH (above/below 260)
• Liver mets (Y/N)
• PS (0-1/2)
• NAAD as BSC (Y/N)

• Best SOC
• 177Lu-PSMA-617 7.4 GBq q6 

wks x4-6

• Best SOC

2:1 randomization

Patient population
Stratification factors

International, open-label, phase 3 trial

Centrally read PSMA PET imaging criteria
• ≥ 1 PSMA-positive metastatic lesion

• Positive = 68Ga-PSMA-11 uptake > liver

• No PSMA-negative metastatic lesions
• Bone with soft tissue component ≥ 1.0 cm
• Lymph node ≥ 2.5 cm
• Solid organ ≥ 1.0 cm

12% excluded

Primary endpoints
• Overall survival
• rPFS (PCWG3)

N=831

N=551

N=280

Sartor et al., NEJM 2021



177Lu-PSMA therapy: VISION

38% reduced risk of death

Sartor et al., NEJM 2021



177Lu-PSMA therapy: VISION

60% reduced risk of progression

Sartor et al., NEJM 2021
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177Lu-PSMA therapy: VISION

✓OS benefit

✓mCRPC (prior NAAD & taxane)

✓Acceptable toxicity

✓ Low incidence of AEs leading to reduction of activity, interruption or 
discontinuation of treatment

Sartor et al., NEJM 2021



Is the VISION also the REALITY?

• REALITY
• Prospective registry, Homburg, Germany

• 254 mCRPC patients

• Elderly (mean age 70 y), heavily pretreated (74% prior taxanes), late end-stage (33% visceral 
metastases)

• 3 cycles every 5.7 wks

Khreish et al., EJNMMI 2021

1 cycle Best over course

30%67% 52%

PSA-PFS 5.5 mo OS 14.5 mo



TheraP: 177Lu-PSMA vs cabazitaxel

mCRPC
• Post docetaxel
• Progressive disease with

rising PSA and PSA ≥ 20
• ECOG PS = 0-2
• PSMA PET+

• Disease burden (>20 
sites vs ≤ 20 sites) 

• Prior enza or abi
• Study site

• 177Lu-PSMA-617
8.5 GBq (-0.5 GBq each cycle) 

q6 wks x4-6

• Cabazitaxel
20 mg/m² IV q3 weekly
up to 10 cycles

1:1 randomization

Patient population Stratification factors

multicentre, open-label, phase 2 trial

Centrally read PSMA PET imaging criteria
• PSMA SUVmax ≥ 20 in ≥ 1 lesion & SUVmax ≥ 10 in all lesions

• No PSMA-negative FDG-positive metastatic lesions
28% excluded

Primary endpoints
• PSA decline ≥ 50%

N=291

N=99

N=101

Hofman et al., Lancet 2021



TheraP: 177Lu-PSMA vs cabazitaxel

Hofman et al., Lancet 2021

Radiographic or PSA PFS

Hofman et al., Lancet 2023



177Lu-PSMA after radium?

• Retrospective - 49 patients

• 2/3 of patients ≥ 4 cycles 177Lu-PSMA

• Grade 3-4 AEs
• 30 days: anemia 18% - thrombocytopenia 2%

• 90 days: anemia 35% - thrombocytopenia 13%

• Acceptable safety profile

Rahbar et al., JNM 2022



Future of PSMA-based RLT

Pathmanandavel et al., JNM 2022



Future of PSMA-based RLT

• Earlier stages of mCRPC or mHSPC
• Several trials are ongoing (PSMAddition,…)

PSMAfore trial (Ph 3)

Sartor et al., ESMO 2023



Future of PSMA-based RLT - PSMAfore
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Future of PSMA-based RLT - SPLASH

• Phase 3 trial 177Lu-PSMA-I&T (177Lu-PNT2002) vs ARPI change
• Patients with PSMA-expressing mCRPC who have progressed on ARPI therapy

• Refuse, or are not eligible for, chemotherapy

• 412 patients randomized 2:1
• Crossover from ARPI change arm upon radiographic progression allowed

• Primary endpoint rPFS
• 9.5 months vs 6.0 months in favor of 177Lu-PSMA-I&T (HR 0.71, p=0.0088)

• OS data immature

• Adverse events
• Favorable safety profile for 177Lu-PSMA-I&T 177Lu-PSMA-I&T ARPI change

Grade ≥3 AEs 30.1% 36.9%

Serious AEs 17.1% 23.1%

AEs to discontinuation 1.9% 6.2%

https://www.globenewswire.com/en/news-release/2023/12/18/2797729/0/en/Lantheus-and-POINT-Biopharma-Announce-Positive-Topline-Results-from-Pivotal-SPLASH-Trial-
in-Metastatic-Castration-Resistant-Prostate-Cancer.html



Future of PSMA-based RLT - combination

• Combine Lu-PSMA with ‘other mode of action’ drug
• Several trials are ongoing

ENZA-p trial (Ph 2)

Emmett et al., ESMO 2023



Future of PSMA-based RLT – adaptive dosing

Emmett et al., ESMO 2023
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Future of PSMA-based RLT – ENZA-p

Emmett et al., ESMO 2023
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Future of PSMA-based RLT – ENZA-p

Emmett et al., ESMO 2023



Beyond beta…

• 225Ac is an a-emitter like 223Ra (xogifo)
• Double strand DNA breaks & short path length => potential OS benefit

Kracotchwil et al., JNM 2016



225Ac-PSMA RLT - efficacy

73 mCRPC patients

Sathekge et al., JNM 2020

70%

82%



Sequencing of RNT in mCRPC?

• 177Lu-PSMA RLT
• VISION: Lu-PSMA vs placebo (post docetaxel)

• OS benefit, PFS benefit

• THERA-P: Lu-PSMA vs cabazitaxel (post docetaxel)
• Response benefit, equal OS

• Beneficial side-effect profile

• PSMAfore / SPLASH (mCRPC prior to doxetaxel)
• Response benefit

• 225Ac-PSMA RLT
• Limited data in end-stage disease

• Limited supply



Place of Lu-PSMA in therapeutic spectrum?

nmHSPC nmCRPC

mHSPC mCRPC

C A S T R A T I O N - R E S I S T A N TH O R M O N E - S E N S I T I V E

Non-metastatic

Metastatic

ADT + darolutamide 
(ARAMIS)

ADT + apalutamide 
(SPARTAN)

ADT + enzalutamide 
(PROSPER)

AR pathway inhibitors

Chemotherapy
Docetaxel - Cabazitaxel

Palliative care

PARP inhibitorsADT + abiraterone + predni
(LATITUDE, STAMPEDE)

ADT + apalutamide   
(TITAN)

ADT + enzalutamide 
(ARCHES, ENZAMET)

ADT + docetaxel 
(CHAARTED, STAMPEDE) 

Radiotherapy

ADT alone 

ADT + 1st-gen anti- 

androgen (recurrence)

Surveillance

Surgery

Radium 
(ALSYMPCA)

177Lu-PSMA 
(VISION)

225Ac-PSMA

ADT + docetaxel + ARPI 

(PEACE-1, ARASENS) 

ADT alone (selected patients: 

recurrent, low risk old)

Radiotherapy: MDT
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