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Cultural Linguistic Competency (CLC) & Implicit Bias (1B)

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

CITY OF HOPE


https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
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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=201920200AB241
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241

Outline

e Very high-risk prostate cancer
 Multimodal artificial intelligence in STAMPEDE high-risk prostate cancer

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

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

Tomorrow (Friday) at 2pm: PARP inhibitors in
prostate cancer with Dr. Tanya Dorff
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Outline

e Very high-risk prostate cancer
 Multimodal artificial intelligence in STAMPEDE high-risk prostate cancer
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Approach to localized prostate cancer

NCCN Intermediate- NCCN High-Risk

Risk Prostate Cancer Prostate Cancer

. Radiation therapy (RT
Favorable Unfavorable Radical prostatectomy +ADT *py( )

*Add abiraterone if:
* Node-positive
* NCCN very high-risk

Radical prostatectomy Radical prostatectomy
OR OR

Radiation therapy (RT) Radiation therapy (RT) + ADT
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Abiraterone for N+ or NCCN very high risk PC

« STAMPEDE study
 Node-positive or
e > 2 of the following
e T3-T4
e Gleason 8-10
e PSA>140
* Improved outcomes with addition of abiraterone
(2-years) to ADT - standard of care
* Increased rates of AEs and Grade 3+ toxicities with
combination
e Can we better select patients for adding
abiraterone and other ARPIs?

CITY OF HOPE

Overall
Survival

Failure-Free

Survival

A Overall Survival in All Patients

1.0+ Abiraterone + ADT

0.8+

0.6+

0.4 ADT alone

0.24

Probability of Overall Survival

0.0

T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54
Months since Randomization

No. of Patients

(no. of deaths)

Combination 960 (26) 917 (63) 840 (67) 541 (25) 16l
therapy

ADT alone 957 (37) 909 (83) 806 (92) 491 (36) 123

B Failure-free Survival in All Patients
1.0+

0.8 Abiraterone + ADT

0.6+
0.4+

ADT alone
0.2+

Probability of Failure-free Survival

0.0

T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54
Months since Randomization

No. of Patients
(no. of treatment-failure events)
Combination 960 (104) 837 (75) 737 (52) 477 (14) 141

therapy
ADT alone 957 (319) 625 (140) 476 (56) 284 (18) 62



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

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

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

e Evaluate the association between MMAI
scores and clinical outcomes

 Metastasis-free survival
* Distant metastasis
e Prostate cancer-specific mortality

CITY OF HOPE

STAMPEDE Trial Arms
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MMAI validation in STAMPEDE

e MMAI (ArteraAl) was first developed and

validated using NRG oncology cohorts of
early stage/lower risk prostate cancer 7o

e In STAMPEDE cohort (higher risk) =
MMAI scores are overall higher HH

0.50 - # |

! 6

NRG Oncology STAMPEDE
Validation Cohort MMAI Cohort

PCSM MMAI Score

V

RTOG RTOG RTOG RTOG RTOG MO M1
9202 9408 9413 9910 0126

James et al. Presented at ASCO 2025
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MMAL Is prognostic in high-risk disease (STAMPEDE)

James et al. Presented at ASCO 2025
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Patients with upper quartile MMAI scores derive greatest
benefit from abiraterone

James et al. Presented at ASCO 2025

CITY OF HOPE



Patients with upper quartile MMAI scores derive greatest
benefit from abiraterone

James et al. Presented at ASCO 2025
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MMAI In node-negative subgroups

James et al. Presented at ASCO 2025
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MMAI In STAMPEDE: key takeaways

e Addition of abiraterone (2-years) to ADT is standard of care for patients with node-positive or
NCCN very-high risk disease = potential toxicities

e 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:
e Cut-point derived retrospectively

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

e Supports future integration of digital pathology in prostate cancer treatment decision making and
biomarker-guided prospective studies

CITY OF HOPE 15



Outline

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

CITY OF HOPE
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Metastatic hormone-sensitive prostate cancer (mHSPC)

e Current treatment approach relies on disease
factors

e Disease timing: de novo versus recurrent
disease

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

e Most patients are treated with ADT + ARPI
doublet

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

* ARPI options
e Abiraterone
e Enzalutamide

e Apalutamide
e Darolutamide (ARANOTE and ARASENS) Azad et al. Eur Urol 2025

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

Global, randomized, double-blind, placebo-controlled, phase 3 study

CITY OF HOPE

Darolutamide

Patients (N=669)
) 600 mg BID + ADT
= mHSPC (N=446)

» ECOG PS 0-2

Stratification factors

randomization

= Visceral metastases
(Y/N) Placebo

= Prior local therapy +ADT
(Y/N) (N=223)

Data cut-off:
June 7, 2024

ClinicalTrials.gov: NCT04736199

Endpoints

Primary
* rPFS by central blinded review

Secondary
0S

Time to initiation of subsequent anticancer
therapy

Time to mCRPC

Time to PSA progression

Rates of undetectable PSA (<0.2 ng/mL)
Time to pain progression (BPI-SF)
Safety

Saad et al. Presented at ESMO 2024



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

OOOOOOOOOO



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

OOOOOOOOOO



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

e Darolutamide confers a positive impact on several QOL domains
e Delays in symptomatic pain progression
e Delays deterioration in overall well-being

e QOL benefits greatest in darolutamide-treated patients who achieved ultra-low PSA responses (<
0.2 and < 0.02 ng/mL)

CITY OF HOPE
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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
e ADT alone (SWOG 9346)
e ADT + docetaxel (CHAARTED)
e ADT + ARPIs (LATITUDE, TITAN, ARCHES, ENZAMET)
e PSA <0.02 ng/mL at 3-12 months has even better

p ro g nos i S 0 1|2 2I4 3|5 4|s elo 7|2 3|4
Overall Survival (manths)
° ADT + AR P I S (TITAN a n d ARAN OTE) PSA at 7 Months  Total No. No. Dead No. Alive Median Survival {months)
. . =0.2 ng/mL 266 38 228 60.4
e Real world datasets are limited cozaongml 24 53 1o 519
—_— > 4.0 ng/mL/PD/NPT 239 123 116 22.2

Harshman et al. JCO 2018
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IRONMAN Registry

Ong et al. Presented at ASCO 2025
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IRONMAN analysis

Ong et al. Presented at ASCO 2025

CITY OF HOPE
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IRONMAN: cohort characteristics

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

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

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

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

Ong et al. Presented at ASCO 2025
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PSA >0.2 at 6-12 months has poor prognosis

Associated with
5-fold increased
risk of death

Ong et al. Presented at ASCO 2025
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IRONMAN: key takeaways

e 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

e PSA<0.2at 6-12 months has good prognosis (especially if PSA <0.1)
e PSA>0.2 at 6-12 months has poor prognosis
e Key limitation: variable PSA assays used and sensitivities across institutions and countries

e Supports potentially using absolute 6-12 month PSA values for treatment intensification and de-
escalation in prospective studies

CITY OF HOPE
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Ongoing studies using PSA nadir to guide therapy

Enrolling at COH!
e Duarte

« OC Lennar
 Long Beach

* Antelope Valley
» South Bay

e South Pasadena
 Upland



Ongoing studies using PSA nadir to guide therapy
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Outline

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

CITY OF HOPE
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177-LUu-PSMA-617 in mCRPC

B Overall Survival

D/}b@,./-e
Ao
n 100-Oaems,
90+

[ |
* B
@
@

No. of Events/

177Lu-PSMA No. of Patients Median
mo
177 y. g
g 80+ 177| u-PSMA-617+standard care Lu-PSMA-617 + 343/551 15.3
= Standard Care
a Ly Standard Care 187/280 11.3
& 60 Alone
®  50- Standard care alone Hazard ratio for death,
.;"6 0.62 (95% Cl, 0.52-0.74)
= P<0.001
Internalization § 30 y
Do
& 204
104
0 T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Months since Randomization
No. at Risk
177 u-PSMA-617+standard care 551 535 506 470 425 377 332 289 236 166 112 63 36 15 5
Standard care alone 280 238 203 173 155 133 117 98 73 51 33 16 6 2 0

Cell Death

177-Lu-PSMA-617 initially approved for
MCRPC post-ARPI and taxane in 2022

Jia et al. Prostate Cancer Prostatic Dis 2023

CITY OF HOPE

Sartor et al. NEJM 2021
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PSMATfore: 177-Lu-PSMA-617 In taxane-naive
MCRPC

T7Lu-PSMA-617
7.4 GBq (200 mCi) £ 10%
Once every 6 weeks for
6 cycles

Primary endpoint: rPFS

Crossover allowed

upon radiographic Secondary endpoints:
OS, PSA50 response,

safety, and biomarkers

progression by BICR

rPFS by BICR

ARPI change
abiraterone or enzalutamide

Stratification factors
= Prior ARPI setting (castration-resistant vs hormone-sensitive)
= BPI-SF worst pain intensity score (0—-3 vs > 3)

Fizazi et al. Presented at ASCO 2024
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PSMATfore: patient characteristics

l

l

Fizazi et al. Presented at ASCO 2024
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Primary endp

oint: rPFS

A Radiographic progression-free survival

’Lu-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 0-49 (95% Cl 0-39-0-61)

100
:3 80_
< 5
Q=
g 60-
Y—
° 3
S
§%5 40-
£ 2
g =B
S 2 20
[a W

0 T T l T T T

Number at risk
(number censored)

Y’Lu-PSMA-617 group 234 217 175 152 126 111 94 86

1)
ARPI changegroup 234 197 126 79 65 45 35 28

CITY OF HOPE

— "Lu-PSMA-617
—— ARPI change
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Morris et al. Lancet 2024
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Secondary endpoint: overall survival

CITY OF HOPE

B Overall survival (intention-to-treat analysis)

7’Lu-PSMA-617 group: median 23-66 months (95% Cl 19-75-NE), 104 events
ARPI change group: 23-85 months (20-60-26-55), 112 events
HR 0-98 (95% Cl 0-75-1-28), p=0-44

T T | | | | | T T T | | | | | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32

234 228 224 218 209 200 181 167 150 116 81 65 33 21 11 O O

© @ @ @ 0 @ 3 (0 (3) 19 (25) (12) (28) (12) (10) (10) (0)
234 231 226 917 208 D00 187 178 161 16 95 /1 40 90 /- 1 0

© @ @ @ @O @O @ 0 @ (172 0) (17) (27) (16) (210) (6) (1)
Morris et al. Lancet 2024
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High crossover in PSMAfore

Fizazi et al. Presented at ASCO 2024
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Secondary endpoint: PSA responses

A
100 4 [ "Lu-PSMA-617 group (n=213) — [ ARPI change group (n=221)

< g 80 Patients with PSA response: 51% | Patients with PSA response: 17%
& g 607 (95%C144-58) 1 (95%CI13-23)
‘w @ 40- 7
D)
&2  20- .
S 5
%L‘.: O_ ____________________________________________ S
£8 -20- 2
g S 404 PSA response _
2 g
72 -60- -
[«P)
8 _go- -

-100

Morris et al. Lancet 2024

CITY OF HOPE
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Secondary endpoint: objective responses

B
100 -, [ Lu-PSMA-617 group (n=72) "’Lu-PSMA-617 group: ORR 50% (95% Cl 38-62)
2 1 ARPI change group (n=72) duration of response NE months (15-67-NE)
. 70 ARPI change group: ORR 15% (95% Cl 8-26)
& 60 duration of response 10-05 months (4-63-NE)
: s
g - l 44
Y— 40 — o
c l 29% 32% 33%
.g 30
£ 21%
S 20 15%
a 11% 7o
10 — 4% 3% o
0 | | |
Complete soft Partial soft Stable soft Progressive soft Unknown
tissue response tissue response tissue disease tissue disease

CITY OF HOPE

Best response in soft tissue in patients with measurable disease at baseline

Morris et al. Lancet 2024
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Secondary endpoint: objective responses

Proportion of patients
without event (%)

C Worsening of FACT-P total score

100

0
o
1

(o
o
|

N
o
|

N
o
1

Lu-PSMA-617 group: median 7-46 months (95% Cl 6-08-8-54), 187 events
ARPI change group: median 4-27 months (95% Cl 3-45-4-50), 199 events
HR 0-61 (95% CI 0-50-0-75)

D Worsening of BPI-SF pain intensity score
¥Lu-PSMA-617 group: median 5-03 months (95% Cl 4-40-6-80), 198 events
ARPI change group: median 3-65 months (95% Cl 3-09-4-37), 205 events
HR 072 (95% Cl 0-59-0-88)

T T T T T T T T T T T T |
0 2 4 6 8 10 12 14 16 18 20 22 24 26

Number at risk
(number censored)
7| y-PSMA-617 group 234 200 161
0 @ (0
ARPIchangegroup 234 177 116
© 3 (6)

CITY OF HOPE
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Time since randomisation (months)

105 52 27 21 16 8 3 2
6) (24) (13) (© (O (0 (9 (9
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Morris et al.
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PSMATfore: adverse events

 Most frequent all-grade AE with 177-Lu-PSMA-617 compared to control:
e Dry mouth (58% vs 3%)
e Asthenia (33% vs 29%)
e Nausea (32% vs 12%)
e Anemia (27% vs 19%)

e Grade 3+ AEs
e Qverall lower with 177-Lu-PSMA-617 than control

CITY OF HOPE
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PSMATfore: key takeaways

Study demonstrated that 177-Lu-PSMA-617 is active in mCRPC (pre-docetaxel) = FDA approved for pre-
docetaxel setting in March 2025

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

e Move up to metastatic hormone-sensitive (mHSPC) setting?

e PSMAddition study (mHSPC) results to be presented at upcoming ESMO 2025 (October)

Future questions:
 How to best sequence 177-Lu-PSMA-617 in mCRPC
e Long term toxicities (e.g., cytopenias) and implications on future therapies

CITY OF HOPE 53



Challenges of iImmunotherapy in prostate cancer

* Immune checkpoint inhibitors (ICls) have revolutionized the treatment landscape for solid tumors =
potential for deep and durable responses

 However, ICls have had marginal responses in metastatic prostate cancer

* |Cls are currently only approved for mCRPC with dMMR/MSI-H or TMB > 10 muts/Mb

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

 Novel immunotherapeutic agents are promising in prostate cancer
e CAR-T
e Bispecific T-cell engagers (BiTE antibodies)

CITY OF HOPE 54



Capucine Baldini'!, Armelle Vinceneux?, Debbie Robbrecht?, Bernard Doger4, Karen A. Autio®, Michael T. Schweizer,®

Emiliano Calvo’?, Laura Medina®, Marloes Van Dongen®, Jean-Laurent Deville'?, Alice Bernard-Tessier!!, Debopriya
Ghosh'2, Kristin Shotts'3, Pharavee Jaiprasart'3, Leanne Cartee'3, Daria Gaut'4, Josh Lauring'?, Sherry C. Wang's,
Victor M. Villalobos'3, Mark N. Stein'®

Baldini et al. Presented at ASCO 2025

CITY OF HOPE
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Phase 1 study results of INJ-78278343 (pasritamig) in

MCRPC

e 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

e 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

Prostate Prostate C
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/ CD3onT Cell ‘

Pasritamig

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

MCRPC

e 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

e 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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~ |

Prostate Cancer I
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Baldini et al. Presented at ASCO 2025
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Phase 1 study results of INJ-78278343 (pasritamig) in
MCRPC

Baldini et al. Presented at ASCO 2025
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Baseline characteristics

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

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

Baldini et al. Presented at ASCO 2025
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Other clinical responses to pasritamig

Baldini et al. Presented at ASCO 2025
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Pasritamig: key takeaways

« Pasritamig is novel bispecific T cell engager (BiTE) antibody (KLK2 x CD3)
e Notably low rates of adverse events and CRS (only grade 1) without tocilizumab use
e Promising activity in heavily pretreated mCRPC
e QOutpatient 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!

CITY OF HOPE
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Outline

e Very high-risk prostate cancer
 Multimodal artificial intelligence in STAMPEDE high-risk prostate cancer

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

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

CITY OF HOPE
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Thank you

CITY OF HOPE
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2" Annual City of Hope Genitourinary (GU) Oncology Retreat
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