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• Consultant for Johnson & Johnson and Dendreon Pharmaceuticals

• Honorarium from MJH Associates

This presentation and/or comments will be free of any bias toward or promotion of the above referenced companies or their 
product(s) and/or other business interests.

This presentation and/or comments will provide a balanced, non-promotional, and evidence-based approach to all diagnostic, 
therapeutic and/or research related content.

This presentation has been peer-reviewed and no conflicts were noted. 
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Cultural Linguistic Competency (CLC) & Implicit Bias (IB)

STATE LAW:

The California legislature has passed Assembly Bill (AB) 1195, which states that as of July 1, 2006, all Category 1 CME activities that relate to patient care must 
include a cultural diversity/linguistics component. It has also passed AB 241, which states that as of January 1, 2022, all continuing education courses for a 
physician and surgeon must contain curriculum that includes specified instruction in the understanding of implicit bias in medical treatment.

The cultural and linguistic competency (CLC) and implicit bias (IB) definitions reiterate how patients’ diverse backgrounds may impact their access to care.

EXEMPTION:

Business and Professions Code 2190.1 exempts activities which are dedicated solely to research or other issues that do not contain a direct patient care 
component. 

The following CLC & IB components will be addressed in this presentation: 

 Genomic differences between racial groups in patients with prostate cancer

 Access to care barriers with emerging prostate cancer therapeutics 
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https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241
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• Very high-risk prostate cancer
• Multimodal artificial intelligence in STAMPEDE high-risk prostate cancer

• Metastatic hormone-sensitive prostate cancer (mHSPC)
• Health-related quality of life with darolutamide (ARANOTE study)
• Prognostic value of PSA >0.2 at 6-12 months in mHSPC (IRONMAN registry)

• Metastatic castration-resistant prostate cancer (mCRPC)
• PSMAfore: 177-PSMA-617 in taxane-naïve mCRPC
• Phase 1 results of pasritamig in mCRPC

Tomorrow (Friday) at 2pm: PARP inhibitors in 
prostate cancer with Dr. Tanya Dorff
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Approach to localized prostate cancer
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Abiraterone for N+ or NCCN very high risk PC
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• STAMPEDE study
• Node-positive or
• > 2 of the following

• T3-T4
• Gleason 8-10
• PSA > 40

• Improved outcomes with addition of abiraterone 
(2-years) to ADT  standard of care

• Increased rates of AEs and Grade 3+ toxicities with 
combination

• Can we better select patients for adding 
abiraterone and other ARPIs?



CITY OF HOPE

Multimodal artificial intelligence (MMAI) - ArteraAI
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James et al. Presented at ASCO 2025
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MMAI validation in STAMPEDE
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James et al. Presented at ASCO 2025

Arm A: SOC (ADT ± RT) 
N=781

Arms G/J: SOC + AAP ± ENZ
N=555

• Objective: explore whether MMAI can 
identify a subset of high-risk patients who 
are more likely to benefit from the 
addition of abiraterone

• Post-hoc analysis of STAMPEDE multi-arm 
studies of ADT + abiraterone (+/- 
enzalutamide)

• Evaluate the association between MMAI 
scores and clinical outcomes

• Metastasis-free survival

• Distant metastasis

• Prostate cancer-specific mortality
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MMAI validation in STAMPEDE
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James et al. Presented at ASCO 2025

• MMAI (ArteraAI) was first developed and 
validated using NRG oncology cohorts of 
early stage/lower risk prostate cancer

• In STAMPEDE cohort (higher risk)  
MMAI scores are overall higher
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MMAI is prognostic in high-risk disease (STAMPEDE)
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James et al. Presented at ASCO 2025
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Patients with upper quartile MMAI scores derive greatest 
benefit from abiraterone
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James et al. Presented at ASCO 2025
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Patients with upper quartile MMAI scores derive greatest 
benefit from abiraterone
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James et al. Presented at ASCO 2025
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MMAI in node-negative subgroups
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James et al. Presented at ASCO 2025
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MMAI in STAMPEDE: key takeaways
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• Addition of abiraterone (2-years) to ADT is standard of care for patients with node-positive or 
NCCN very-high risk disease  potential toxicities

• In this post-hoc analysis of STAMPEDE, MMAI upper quartile scores are prognostic and may 
identify patients who derive the greatest benefit from abiraterone

• Limitations:

• Cut-point derived retrospectively

• Needs further validation in other datasets including with other ARPIs and disease stages (e.g., 
metastatic)

• Supports future integration of digital pathology in prostate cancer treatment decision making and 
biomarker-guided prospective studies 
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Metastatic hormone-sensitive prostate cancer (mHSPC)
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Azad et al. Eur Urol 2025

• Current treatment approach relies on disease 
factors

• Disease timing: de novo versus recurrent 
disease

• Disease volume: high-volume versus low 
volume (per CHAARTED criteria)

• Most patients are treated with ADT + ARPI 
doublet

• Triplet therapy with docetaxel if high-volume 
disease (particularly if de novo)

• ARPI options
• Abiraterone

• Enzalutamide

• Apalutamide

• Darolutamide (ARANOTE and ARASENS)
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Morgans et al. Presented at ASCO 2025
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Saad et al. Presented at ESMO 2024

ARANOTE: ADT + darolutamide
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ARANOTE: ADT + darolutamide

Morgans et al. Presented at ASCO 2025
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ARANOTE: ADT + darolutamide

Morgans et al. Presented at ASCO 2025
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Assessing pain and HRQoL in ARANOTE

Morgans et al. Presented at ASCO 2025
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ARANOTE: time to progression

Morgans et al. Presented at ASCO 2025
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ARANOTE: time to progression by PSA response

Morgans et al. Presented at ASCO 2025
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ARANOTE: time to deterioration

Morgans et al. Presented at ASCO 2025
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ARANOTE: time to deterioration by PSA response 
(darolutamide subgroup)

Morgans et al. Presented at ASCO 2025
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ARANOTE: FACT-P domains

Morgans et al. Presented at ASCO 2025
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ARANOTE HRQoL analyses: key takeaways

• Darolutamide confers a positive impact on several QOL domains

• Delays in symptomatic pain progression

• Delays deterioration in overall well-being

• QOL benefits greatest in darolutamide-treated patients who achieved ultra-low PSA responses (< 
0.2 and < 0.02 ng/mL)
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Ong et al. Presented at ASCO 2025
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Low absolute PSA values on-treatment are prognostic

• PSA < 0.2 ng/mL at 3-7 months has favorable prognosis

• ADT alone (SWOG 9346)

• ADT + docetaxel (CHAARTED)

• ADT + ARPIs (LATITUDE, TITAN, ARCHES, ENZAMET)

• PSA < 0.02 ng/mL at 3-12 months has even better 
prognosis

• ADT + ARPIs (TITAN and ARANOTE)

• Real world datasets are limited

Harshman et al. JCO 2018
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Ong et al. Presented at ASCO 2025

IRONMAN Registry
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Ong et al. Presented at ASCO 2025

IRONMAN analysis
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Ong et al. Presented at ASCO 2025

IRONMAN: cohort characteristics
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Ong et al. Presented at ASCO 2025

12-month landmark events
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Ong et al. Presented at ASCO 2025

6-month landmark events
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Ong et al. Presented at ASCO 2025

Absolute PSA is prognostic regardless of ARPI
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Ong et al. Presented at ASCO 2025

Absolute PSA is prognostic regardless of chemotherapy
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Ong et al. Presented at ASCO 2025

PSA >0.2 at 6-12 months has poor prognosis

Associated with 
5-fold increased 
risk of death



CITY OF HOPE 39

IRONMAN: key takeaways

• This real-world subset analysis demonstrated the prognostic value of absolute PSA values at 6-12 
months after starting therapy, which is consistent with prior datasets

• PSA < 0.2 at 6-12 months has good prognosis (especially if PSA < 0.1)

• PSA > 0.2 at 6-12 months has poor prognosis

• Key limitation: variable PSA assays used and sensitivities across institutions and countries

• Supports potentially using absolute 6-12 month PSA values for treatment intensification and de-
escalation in prospective studies
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Ongoing studies using PSA nadir to guide therapy

Enrolling at COH!
• Duarte
• OC Lennar
• Long Beach
• Antelope Valley
• South Bay
• South Pasadena
• Upland



CITY OF HOPE 41

Ongoing studies using PSA nadir to guide therapy
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177-Lu-PSMA-617 in mCRPC
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Jia et al. Prostate Cancer Prostatic Dis 2023 Sartor et al. NEJM 2021

177-Lu-PSMA-617 initially approved for 
mCRPC post-ARPI and taxane in 2022
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PSMAfore: 177-Lu-PSMA-617 in taxane-naïve 
mCRPC
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Fizazi et al. Presented at ASCO 2024

Primary endpoint: rPFS

Secondary endpoints: 
OS, PSA50 response, 
safety, and biomarkers
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PSMAfore: patient characteristics
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Fizazi et al. Presented at ASCO 2024
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Primary endpoint: rPFS
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Morris et al. Lancet 2024
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Secondary endpoint: overall survival
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Morris et al. Lancet 2024
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High crossover in PSMAfore
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Fizazi et al. Presented at ASCO 2024
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Secondary endpoint: PSA responses
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Morris et al. Lancet 2024
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Secondary endpoint: objective responses
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Morris et al. Lancet 2024
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Secondary endpoint: objective responses

51

Morris et al. Lancet 2024
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PSMAfore: adverse events
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• Most frequent all-grade AE with 177-Lu-PSMA-617 compared to control: 
• Dry mouth (58% vs 3%)
• Asthenia (33% vs 29%)
• Nausea (32% vs 12%)
• Anemia (27% vs 19%)

• Grade 3+ AEs
• Overall lower with 177-Lu-PSMA-617 than control
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PSMAfore: key takeaways
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• Study demonstrated that 177-Lu-PSMA-617 is active in mCRPC (pre-docetaxel)  FDA approved for pre-
docetaxel setting in March 2025

• Key limitations:
• Control arm utilized ARPI switch (commonly done in real-world practice); how would it compare 

against docetaxel?
• High crossover rates in control arm  impacted lack of OS benefit

• Supports a broader role of 177-Lu-PSMA-617 in the mCRPC continuum and potentially earlier in the 
disease course

• Move up to metastatic hormone-sensitive (mHSPC) setting? 
• PSMAddition study (mHSPC) results to be presented at upcoming ESMO 2025 (October)

• Future questions:
• How to best sequence 177-Lu-PSMA-617 in mCRPC
• Long term toxicities (e.g., cytopenias) and implications on future therapies
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Challenges of immunotherapy in prostate cancer
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• Immune checkpoint inhibitors (ICIs) have revolutionized the treatment landscape for solid tumors  
potential for deep and durable responses

• However, ICIs have had marginal responses in metastatic prostate cancer

• ICIs are currently only approved for mCRPC with dMMR/MSI-H or TMB > 10 muts/Mb

• Potential reasons for poor responses to immunotherapy in mCRPC
• Decreased populations of CD8+ tumor infiltrating lymphocytes
• Enrichment in tumor-associated macrophages and myeloid-derived suppressor cells
• Immunosuppressive bone tumor microenvironment

• Novel immunotherapeutic agents are promising in prostate cancer
• CAR-T
• Bispecific T-cell engagers (BiTE antibodies)
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Baldini et al. Presented at ASCO 2025
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Baldini et al. Presented at ASCO 2025

Phase 1 study results of JNJ-78278343 (pasritamig) in 
mCRPC
• Human kallikrein 2 (encoded by KLK2 gene)

• Novel cell surface target that is highly 
expressed on prostate cancer cells with 
limited expression in normal tissues

• Pasritamig (JNJ-78278343) simultaneously binds 
KLK2 on prostate cancer cells and CD3 receptor 
complexes on T cells  leading to T-cell activation 
and cytotoxic activity

Normal Tissue Tumor Tissue
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Baldini et al. Presented at ASCO 2025

Phase 1 study results of JNJ-78278343 (pasritamig) in 
mCRPC
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Baldini et al. Presented at ASCO 2025

Baseline characteristics
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Baldini et al. Presented at ASCO 2025

Safety profile and CRS rates
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Baldini et al. Presented at ASCO 2025

PSA responses to pasritamig
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Baldini et al. Presented at ASCO 2025

Other clinical responses to pasritamig
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Pasritamig: key takeaways

• Pasritamig is novel bispecific T cell engager (BiTE) antibody (KLK2 x CD3)

• Notably low rates of adverse events and CRS (only grade 1) without tocilizumab use 
• Promising activity in heavily pretreated mCRPC
• Outpatient dosing and safety profile highlights potential utilization in an outpatient community 

oncology setting
• Novel immunotherapeutic agents in prostate cancer are promising  please consider clinical trial 

referrals for patients!
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Thank you

2nd Annual City of Hope Genitourinary (GU) Oncology Retreat
7/25/2025
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