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Clinical States of Prostate Cancer 

Clinically 
Localized 
Disease 

Rising PSA 

Clinical 
Metastases 

Hormone Sensitive

Rising PSA
Castration 
Resistance 

Clinical 
Metastases 

Castration 
Resistance

N
eo

ad
ju

va
nt

Ad
ju

va
nt

Sa
lv

ag
e

Opportunity to Cure



ADT is the Backbone of Therapy in mHSPC

Huggins awarded the 1966 
Nobel Prize for Physiology or Medicine



> 80 Years Later 
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ADT is still the mainstay of therapy…but treatments have evolved for different disease states



> 80 Years Later 

Local
Disease 

Biochemically 
Recurrent

Radiographic Metastatic Disease 
Castration Sensitive                                                        Castration Resistant 

Surgery/
Radiation

ADT ADT 

Abiraterone

Enzalutamide

Cabazitaxel

Docetaxel

Apalutamide

Enzalutamide

Sipuleucel-TDarolutamide Apalutamide

Olaparib

Rucaparib

Pembrolizumab

Doce + Abiraterone

Doce + Darolutamide  

Radium-223

177-Lu-PSMA-617

Abiraterone

Enzalutamide

Olaparib + Abiraterone

Talazoparib + Enza

ADT is still the mainstay of therapy…but treatments have evolved for different disease states



Treatment Landscape for mHSPC

Advancements in mHSPC
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NCCN Guidelines – mHSPC



OS With Doublet and Triplet Therapy in mHSPC
mOS, Mo HR (95% CI)

LATITUDE1 mHSPC 
(N = 1199)

Abi/pred + ADT 53.3

36.5

0.66 (0.56-0.78; 
P <.0001)Placebo + ADT

STAMPEDE2
Advanced/

recurrent HSPC 
(N = 1917)

Abi/pred + ADT 79

46

0.60 (0.50-0.71;
P <.0001)*ADT alone

ARCHES3 mHSPC 
(N = 1150)

Enza + ADT NR

NR

0.66 (0.53-0.81; 
P <.001)Placebo + ADT

TITAN4 mHSPC 
(N = 1052)

Apa + ADT NR

52.2

0.65 (0.53-0.79; 
P <.0001)Placebo + ADT

PEACE-15 mHSPC 
(N = 1173)

Abi/pred + ADT + 
doc NR

53

0.75 (0.59-0.95; 
P = .017)ADT + 

doc

ARASENS6 mHSPC 
(N = 1306)

Daro + ADT + 
doc NE

48.9

0.68 (0.57-0.80; 
P <.001)Placebo + ADT + 

doc
1. Fizazi. Lancet Oncol. 2019;20:686. 2. James. Int J Cancer. 2022;151:422. 3. Armstrong. JCO. 2022;40:1616. 4. Chi. JCO. 2021;39:2294. 5. Fizazi. Lancet. 2022;399:1695. 6. Smith. NEJM. 2022;386:1132.

Doublet therapy 
decreases risk of 

death by 34%-40% 
vs ADT alone

Triplet therapy 
decreases risk of 

death by 25%-32% 
vs ADT + docetaxel 

alone
*In subgroup with metastatic disease.



Trials on the Horizon in mHSPC

Study Patients Treatment Arm Control Arm Primary 
End

ARANOTE Darolutamide + ADT Placebo + ADT 03/2024

Keynote-991 Pembro + Enza + ADT Placebo + Enza + ADT 01/2026

CAPItello-281 PTEN- Capivasertib + Abi + ADT Placebo + Abi + ADT 11/2024

PSMAddition 177Lu-PSMA-617 + ARTA + ADT ARTA + ADT 08/2024

AMPLITUDE HRR+ Niraparib + Abi + ADT Placebo + Abi + ADT 11/2024

TALAPRO-3 DDR+ Talazoparib + Enza + ADT Placebo + Enza + ADT 12/2024

Cyclone 3 High-Risk Abemaciclib + Abi + ADT Placebo + Abi + ADT 10/2025 



Cyclone 3 – mHSPC

McKay et al, ESMI, 2022



SWOG 1802– mHSPC

McKay et al, ESMI, 2022

mHSPC
-De novo 

-Intact primary 

RP or XRT to 
Primary + SST 

SST
Primary Endpoint: OS 

Treatment 
continues until 
radiographic 
progression 
(PCWG2) or 

toxicity or 
withdrawal
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NCCN Guidelines – mCRPC



177Lu-PSMA-617 (Lutetium Lu-177 Vipivotide Tetraxetan)

• 177Lu-PSMA-617: β-emitting radioligand 
conjugated to PSMA-binding peptide

• PSMA (prostate-specific membrane antigen): 
cell surface receptor involved in folate uptake 
and cell migration, proliferation, survival
− Overexpressed in ~80% of mCRPC
− Also expressed in normal prostate, proximal 

renal tubules, small intestine, salivary glands

• FDA approved for PSMA+ mCRPC with prior 
AR pathway inhibition and taxane-based CT
− Select using PET with approved companion 

radioactive diagnostic agent (gallium GA 68 
gozetotide)

− Administration: 7.4 GBq (200 mCi) IV Q6W for 
up to 6 doses or until PD/unacceptable toxicity

Jia. Pract Radiat Oncol. 2022;12:294. Deluce. Curr Oncol. 2022;29:5054. Emmett. J Med Radiat Sci. 2017;64:52. 
Lutetium Lu 177 vipivotide tetraxetan. Kalinauskaite. PLoS One. 2020;15:e0240892.



Phase III VISION – 177Lu-PSMA-617 + SoC vs SoC Alone

• PSMA+ mCRPC defined as ≥1 PSMA+ metastatic lesion with 68Ga uptake > liver and
no PSMA- lesions in bone with soft tissue component ≥1 cm, lymph nodes ≥2.5 cm, or solid organ 
≥1 cm

• Of 1003 patients who underwent scanning for VISION, 12.6% did not meet PSMA+ criteria
Sartor. NEJM. 2021;385:1091.

Patients with PSMA+ 
mCRPC on PET/CT with 

68Ga-PSMA-11; ≥1 prior AR 
pathway inhibitor and prior 

≥1 taxane; ECOG PS 0-2
(N = 831)

177Lu-PSMA-617 7.4 GBq (200 
mCi) Q6W x 4-6 cycles + 
Protocol-permitted SoC*

(n = 551)

Protocol-permitted SoC* 
(n = 280)

*Excludes CT, immunotherapy, systemic 
radioisotopes, and investigational drugs.

177Lu-PSMA-617 + 
SoC

(n = 551)

SoC
(n = 280)

Median OS, mo 15.3 11.3

HR (95% CI) 0.62 (0.52-0.74; P <.001)
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Availability of 177Lu-PSMA-617



Phase III PROfound – Olaparib vs Physician’s Choice in Progressing mCRPC

de Bono. NEJM. 2020;382:2091. Hussain. NEJM. 2020;383:2345.

Adult men with 
mCRPC with PD on 

prior abiraterone or 
enzalutamide; prior 
taxane permitted;  
alterations in ≥1 
qualifying gene 
with a direct or 

indirect role in HRR
(N = 387)

Cohort A
BRCA1, BRCA2, 

or ATM
(n = 245)

Cohort B
Other 

alterations
(n = 142)

Olaparib 300 mg BID
(n = 162)

Physician’s choice
(n = 83)

Olaparib 300 mg BID
(n = 94)

Physician’s choice
(n = 48)

81% crossed over upon 
BICR progression

 In cohort A, olaparib significantly reduced:

‒ Risk of death by 31%

‒ Risk of imaging-based progression or death by 66% (P <.001; primary endpoint)

 No OS benefit in cohort B



Phase III TRITON3 – Rucaparib vs Physician’s Choice in mCRPC With 
BRCA1/2 or ATM Mutations

Fizazi et al, NEJM, 2023



Phase III Trials of First-line PARP Inhibitor + AR Inhibitor in mCRPC – PFS

MAGNITUDE1,2

1L mCRPC, HRR 
prescreening 

(N = 765)

HRRmut+
Niraparib + AAP

Placebo + AAP

HRRmut-
Closed following 

prespecified 
futility analysis

TALAPRO-24

1L mCRPC, prospective HRR 
assessment required

(N = 1126)

Talazoparib + 
Enzalutamide

Placebo + 
Enzalutamide

Median rPFS per BICR

NR HR (95% CI): 0.63;
(0.51-0.78; P <.001)21.9

Median rPFS per BICR 
in HRRmut+ Cohort

16.5 HR (95% CI): 0.73;
(0.56-0.96; P = .0217)13.7

1. Efstathiou. ASCO GU 2023. Abstr 170. 2. Chi. ASCO GU 2022. Abstr 12. 3. Clarke. NEJM Evid. 2022;1. 4. Agarwal. ASCO GU 2023. Abstr LBA17. 

PROpel3

1L mCRPC, 
no HRR screening required

(N = 796)

Olaparib + AAP

Placebo + AAP

Median ibPFS per Investigator

24.8 HR (95% CI): 0.66;
(0.54-0.81; P <.001)16.6

FDA Approved 
5/31/2023 in BRCA 

mutated mCRPC

FDA Approved  
6/20/2023 in HRR 

mutated mCRC

FDA Approved 
8/11/2023 in BRCA 

mutated mCRPC



Survival Improved in Patients Treated on Clinical Trials 

Unger et al, JNCI, 2014



Canopy Trial – mCRPC



Cirmtuzumab + Docetaxel – mCRPC

Cirmtuzumab – ROR1 Targeting Monoclonal Antibody 



Step-Up Trial (Bipolar Androgen Therapy) – mCRPC



ARV-766 – mCRPC



COMRADE Trial – mCRPC

Phase 1 Study Outcomes 



IMPRINT Trial – Germline Genetic Testing 

• Educational intervention to 
improve patient understanding of 
germline genetic testing 

• Integrated patient video and 
brochure 

• Available in English and Spanish 



Factors that Impact Treatment Decision
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Multidisciplinary Clinic – Integrated Care Model

• Weekly multidisciplinary clinic 
(Friday PM)

• Joint consultation with medical 
oncology, urology, and radiation 
oncology

• Integrated platform for molecular 
tumor profiling 

• Screening for clinical trial eligibility 
• Personalized treatment strategy 

Patient 

Urology 

Medical 
Oncology 

Radiation 
Oncology 

APP/Nurses 

Specialists 
(cardiology, 
endocrine) 

Social Work

Pathologists 

Radiologists



Prostate Cancer Patient Summit 



Conclusions

• There have been significant advances in life prolonging therapies for 
patients with advanced prostate cancer 

• The care of patients with advanced prostate cancer is highly 
multidisciplinary and integrated with urology, medical oncology, and 
radiation oncology

• Clinical trials 
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