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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:

= The translation of consent documents and availability of additional study forms in languages other than English.

= Strategies to reduce burden to patients living distant from cancer center (ex: rural populations) associated with participation in clinical trials.
= The inclusion of different cultural background in research protocols.

= The inclusion of non-English speaking patients in research protocols.

= Access to care.


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

Prostate Cancer — Localized Disease




Case Presentation

A 75-year-old man with a prior history of BPH was diagnosed with localized prostate adenocarcinoma following elevated PSA in
routine bloodwork. Biopsy showed Gleason 4+3=7 (Grade Group 3) in 6 of 12 cores, with a single 4-cm intraprostatic lesion
(cT2aNOMO), iPSA12. There was no evidence of extracapsular extension or perineural invasion in his MRI and no distant disease on
his CT scans.

(= Localized prostate cancer, unfavorable intermediate risk.
a) Standard of care SBRT (or IMRT) + 6 months of ADT

b)  Clinical trial involving definitive radiation

c) Robotic-Assisted Laparoscopic Prostatectomy

d)  Active Surveillance

Prostate Panel - SCGRC



Health

Vortex (lIT, ViewRay Sytems funded)
NCT07293585

Cliffsnotes:

For patients with localized prostate cancer
receiving SBRT, we will deliver advanced
neurovascular-SBRT (versus standard of
care SBRT)

Discussion:

- Focal therapy trials in the region?
- Approach if PSMA PET+ in pelvic LN ?
- Genomically targeted trials?



Prostate Cancer — Metastatic Hormone

Sensitive Disease




Case Presentation

A 70-year-old man was diagnosed with localized prostate adenocarcinoma following an acute urinary retention. Biopsy revealed
Gleason 4+3=7 (Grade Group 3) disease in 8 of 12 cores, with an intraprostatic lesion measuring 5 cm and an initial PSA of 15. He
underwent a robotic-assisted laparoscopic prostatectomy but later developed biochemical recurrence, with a PSA doubling time of
6 months. His Bone Scan was negative, however a follow-up PSMA PET demonstrated two avid lesions in the pelvis and one in his
left scapula.

.. Metastatic hormone-sensitive prostate cancer
a) SBRT+ADT
b) ADT + ARPI
c¢) Clinical trial

d) Docetaxel + ADT + ARPI

Prostate Panel: SCGCR 2026



[N
Enzalutamide +/- PDSO1ADC w/out ADT in PSMA PET+

ST e et

recurrent prostate cancer (NCT06096870) RN

HEALTH

Primary Outcome:

e 5-year PSA control

Secondary Outcomes:

* PET changes

e Safety

e Eval of immune response

. . * Proportion PSA

Enzalutamide 160 mg daily undF:etectabIe 2t 12 mo

e PDSO01ADC is an IL-12-fused ADC that enhances NK cells and binds regions of tumor necrosis = drives local immune
activation w/o requiring tumor-specific antigen

* 3 mo enzalutamide w/o ADT can control PSA for ~1yr in recurrent PCa

e Enzalutamide w/out ADT induces tumor necrosis and enhances NK cells, also makes PCa more sensitive to T-cell mediated
lysis

e Rationale: “heat up” immunogenically cold tumor + AR inhibition to improve T cell responses & tumor control



Health

ANDROMEDA (lIT, Novartis funded)
NCTO07150715

“successor” trial to LUNAR

Cliffsnotes:

For patients with oligorecurrent mHSPC,
1:1 randomization to

2 cycles Pluvicto+SBRT

Vs.

1 cycle Ac225-PSMA-617 + SBRT

Discussion:
- SBRT +/- ADT
- EMBARK regimen



Case Presentation

A 72-year-old man presents with progressive back pain and weight loss. He has a PSA of 158 ng/mL and his CT scan revealed
multiple bone lesions involving the spine, ribs, and pelvis, as well as a 6cm liver lesion. A liver biopsy confirms prostatic
adenocarcinoma. Genetic testing showed MSS, TMB low, and no HRR alterations.

) High-volume metastatic hormone-sensitive prostate cancer
a) Docetaxel + ARPI + ADT

b)  Clinical trial

c) ADT+ ARPI

d)  "’Lu-PSMA-617 + ADT + ARPI

Prostate Panel: SCGCR 2026



Saint John's Cancer Institute
Saint John's Health Center

JlL .
gl Providence

A Phase Il,randomized, open-label, multi-center study of JSB462 (luxdegalutamide)
in comlbination with abiraterone in adult male patients with
metastatic hormone-sensitive prostate cancer (MHSPC) - NCT06991556

Key Eligibility criteria Primary endpoint:

(- ECOG 0-2 \ PSA90 RR

- High-volume mHSPC' by standard imaging
- No prior ARPI in the metastatic
setting
-<90 days of ADT
-no neuroendocrine component
-eGFR>60

\_ J

Arm 1: JSB462(100mg QD) +abiraterone (1000mg QD)
N=50

Arm 2: JSB462(300mg QD) +abiraterone (1000mg QD)

N=50
Luxdegalutamide MOA
Arm 3: abiraterone (1000mg QD) or enzalutamide 160 mg/day Legend:
N=50 1 - Visceral metastases and/or 24 bone lesions (with at least one outside the vertebral column and/or pelvis).

2 - Abiraterone 1000 mg QD /prednisone 5 mg/day or enzalutamide 160 mg QD per investigator’s choice.
3 - Enzalutamide/abiraterone will be capped to 25 participants for each drug in arm 3.



Prostate Cancer — Metastatic Castration-

Resistant Disease




16 Saint John's Cancer Institute

Saint John's Health Center
L Providence

A Phase Il, randomized, open-laloel study of Pasritamig (J NJ-78278343),
a T-cell- redirecting agent targeting human kallikrein 2,
with docetaxel versus docetaxel for metastatic castration-resistant prostate cancer - NCT07225946

Key Eligibility criteria

4 ~\ Primary endpoint:
- ECOG 0-1
- mMCRPC by standard imaging
- 1-2 prior ARPI rPFS by BICR
-no neuroendocrine component
-eGFR>30

-no prior chemo for PC in any setting
- no prior radioligands

k - no prior Sip-T )

PASRITAMIG every & weeks
+ DOCETAXEL 75 mg/im?

every 3 weeks up to

Participants with E . 10 doses STRATINGATION PACTOR
mMCRPC ., B " 1) Site of metastases (non-visceral,
progressed on al g 'D':'H_" label visceral-liver or visceral-others)
least 1 ARP = N=800 2) LDH {normal ve abnormal)
o JHECOG (Daor1)

""--._‘ DOCETAXEL 75 mgim? 4} Prior PARP inhibdlor (yes or md)
every 3 weeks up to
10 doses



—=o® Prostate Cancer Interventional Clinical Trials UC # Chao Family

Comprehensive Cancer Center
Advanced/Metastatic

Open to Accrual Figure 1 Study Schema
) : , aibilitv: \ o
UCI 24-158: A Phase Il @y Ellﬂg;glllty @u dy Endpoints: N\
Open-Label Study of s . Arm 1: Primarv:
. - Failed 1or 2 prior ARPI| for nmHSPC, mHSPC, . Ty
Ifinatamab Deruxtecan nmMCRPC or mCRPC — |-DXd - 05
Versus Docetaxel in - Docetaxel for HSPC allowed if no radiographic N=approximately 720 é;f::dm_
‘o : progression within 1 year after last dose ’
Partlc:lpar.\ts with . - Prior taxane chemotherapy for mCRPC not ~TEST
Metastatic Castration- allowed — 1:1Randomization — - ggR
Resistant Prostate - ECOGO-1 “TTPP
Cancer (mCRPC) Stratlﬁcatl?r:" . . - Time to PSA progression
- Metastasis: Liver vs. Bone-only vs. Other Arm 2: _ PSA response
(IDeate-Prostate01) - - Geographic Region: Region 12 vs, ROW Docetaxel _ Timetu[:'lrst SSRE
NCT06925737 - B7-H3 Expression: High vs. Low vs. Unevaluable N=approximately 720 - Safety and tolerability

\Prior PSMA TRT: Yes vs. No / \ /

ARPI=androgen receptor pathway inhibitor; DOR=duration of response; ECOG=Eastern Cooperative Oncology Group;:
EU=European Union; HSPC=hormone-sensitive prostate cancer; mCRPC=metastatic castration-resistant prostate cancer;
mHSPC=metastatic hormone-sensitive prostate cancer: N=number of participants; nmCRPC=non-metastatic castration-
resistant prostate cancer; nmHSPC=non-metastatic hormone-sensitive prostate cancer; OR=objective response; OS=overall
survival: PSA=prostate-specific antigen; PSMA=prostate-specific membrane antigen; ROW=rest of the world:
rPFS=radiographic progression-free survival; SSRE=symptomatic skeletal-related event; TFST=time to furst subsequent
therapy; TRT=targeted radionuclide therapy; TTPP=time to pain progression; UK=United Kingdom, USA=United States of
America.

A Region 1=USA. UK, EU, Switzerland, Israel, Australia, Japan. and South Korea. Additional countries may be added as

the study progresses.
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Single-dose }""Lu-PSMA-617 followed by maintenance
pembrolizumab in patients with metastatic castration-resistant
prostate cancer: an open-label, dose-expansion, phase 1 trial

Prof Rahul Aggarwal, MD &2 B - Stephanie Starzinski, BS 2 - lvan de Kouchkovsky, MD 2 -
Vadim Koshkin, MD ? - Rohit Bose, MD @ - Jonathan Chou, MD @ - Arpita Desai, MD @ - Daniel Kwon, MD @ -
Samuel Kaushal, BS 2 - Lauren Trihy, BS @ - Medini Rastogi, BS ? - Robin Ippisch, PhD © - Maya Aslam, BA® -
Prof Terence Friedlander, MD ? - Prof Felix Feng, MD ? - David Oh, MD ? - Alexander Cheung, BS ?-
A Prof Eric Small, MD 2 - Michael Evans, PhD ° - Prof Lawrence Fong, MD 2T - Prof Thomas A Hope, MD b7
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Randomized Phase Il Trial of Sipuleucel-T with or
without Radium-223 in Men with Bone-metastatic
Castration-resistant Prostate Cancer

Catherine H. Marshall &; Wei Fu; Hao Wang; Jong Chul Park &; Theodore L. DeWeese; Phuoc T. Tran; Daniel Y. Song;
Serina King; Michaella Afful; Julia Hurrelbrink; Charlotte Manogue; Patrick Cotogno; Nancy P. Moldawer;

Pedro C. Barata “&; Charles G. Drake; Edwin M. Posadas ‘&; Andrew J. Armstrong “&; Oliver Sartor
Emmanuel S. Antonarakis &

A 1.00 B 1.00
Arm
Event No /Total No.
(Median time) [95% CI]
0.75 =+ BOTH: 10/16 (38.7) [18.9 to NR] 0.75
=+ SIP-T ONLY: 15/16 (11.9) [8 to 15]
[ %]
4 050 8 050
Cox Model HR (95% CI) Cox Model HR (95% CI)
Arm
0.32 (0.14, 0.76) 0.32 (0.08, 1.24) Event No./Total No.
0.25 0.25 (Median time) [95% CI]
=~ BOTH: 3/16 (NR) [NR to NR]
=+ SIP-T ONLY: 7/16 (2.6) [1.2 1o NR]
0.00 0.00
0 20 40 60 0 1

2
Time since first sip-T (weeks) Time from randomization (years)

Pilot Study of ""Lu-PSMA-617

with Metastatic Castration-
[Resistaut Prostate Cancer

Key Eligibility

Criteria:

- Diagnosis of
metastatic
castration
resistant
prostate cancer

- Progression on
at least one
androgen
receptor
pathway
blocker

in Combination with
Sipuleucel-T in Patients

DAY 0

2:1 Randomization

Arm A (n=10):
Lutetium Lu 177 vupivotide
tetraxetan
QEW X6

WEEK 8
Arm B (n=20): Arm B (n=20):
Lutetium Lu 177 vupivotide —  Sipuleucel-T
tetraxetan Q2Wx3
QEW X6

*rPFS, OS will be measured from date of randomization for the intent-to-treat population

Primary Objective(s)

» To evaluate the immune response induced by the combination of ""Lu-PSMA-617 and Sipuleucel-T, using changes in
anti-prostatic acid phosphatase (PAP) IgG antibody titers.

Secondary Objective(s)

* To evaluate anti-PA2024 antibody titers in patients receiving '"Lu-PSMA-617 alone versus in combination with

Sipuleucel-T.

* To assess the safety and tolerability of '”’Lu-PSMA-617 plus Sipuleucel-T.
* To characterize the pharmacokinetics (PK) of """Lu-PSMA-617 plus Sipuleucel-T in the blood.

* To evaluate the clinical efficacy of '""Lu-PSMA-617 alone versus in combination with Sipuleucel-T.

* To determine the impact of ""Lu-PSMA-617 in combination with Sipuleucel-T on systemic immunomodulation.



Case Presentation

A 68-year-old man presents with progressive back pain and weight loss. He has a PSA of 110 ng/mL and multiple bone metastases
involving the spine, pelvis, and retroperitoneal lymph nodes showed in his CT scans. A bone biopsy confirms prostatic
adenocarcinoma. He was initially treated with ADT + abiraterone until he experienced PSA and radiographic progression with PSMA
avid disease to the right lung. Re-biopsy with genetic testing revealed AR mutation (L702H). He was switched to docetaxel,
however had a new progression to the lungs and chest lymph nodes after 8 cycles. Re-biopsy showed no neuroendocrine
differentiation, MSS, and no HRR alterations.

. Metastatic castration-resistant prostate cancer s/p ARPI and docetaxel
a) Cabazitaxel

b) Clinical trial

c) Cabazitaxel + carboplatin

d) "’Lu-PSMA-617
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A Study to Evaluate the Safety, Pharmacokinetics, Pharmacodynamics,
and Antitumor Activity of INV-9956 in Adult Patients with Advanced
Metastatic Castration Resistant Prostate Cancer - NCT06609005

CYP11A1 Inhibition Potentially
Addresses CRPC Treatment Resistance

Inhibits steroid biosynthesis, prevents promiscuous activation of AR signaling

Has the potential to suppress bone metastasis

Cholesterol
Osteotropic

+  CYP11A1 converts cholesterol to CvpiiAt R
CYP11A1 |~ INV-9956
pregnenolone, the common ABI ABI
precursor to all steroids, 1 L N Pregnenolone
including androgens ( Denyaroepianaro ™\ SYPTAT a7 amyaroy \ ST 0 '\‘l S
\_sterone (DHEA) /=~ \_ pregnenolone \ g J M-CSF
. . - - - ~ — mature osteoclast it osteoblasts
. CYP1.1A1. |nh|b|t|or? blocks 3BHSD?2 28HSD2 38HSD2
steroid blqsynthe3|s, a novel e ~, OYPITAl Y cvpirar y .
therapeutic strategy to treat [ Androstenedione je——— 17OV g | Prog )
Ny / o progesterone _4 \ 4
CRPC R
178HSD3 CYP21A2 CYP21A2
. v
¢ Intratumoral production of E ~ - Y ~ T o Adapted from Cell Reports, 2024, 43(3)
T [ Testost ) (114 isol ) ‘ ; )
pregnenolone through CYP11A1 \esosterne ) \ J1-deoxyconisol ) \_ coriicosterone /
is reported to promote bone cyP1181 CYP11B1 . o
metastasis formation and tumor- \ w CTP1IB2 Steroid Promiscuity
. . Ve . Ve ~ = Promiscuous activation of Androgen
induced osteolysis ( Bubed (_ Corticosterone /3 receptor signaling
CYP11B1
\ CYP11B2
*  Effect on CRPC with clinically acquired AR-related resistance mechanisms: I,/ 18-nydroxy- N
- ARamplified CRPC \_Corticosterone _/
- CRPC with anti-androgen agonist-switching AR mutations cyp1182 i _J
- Activation of AR by corticosterone or other non-androgenic ligands Ve ¥ ~ Reference:
- Possibility of reducing bone metastasis (via pregnenolone on osteoclast) ( Aldosterone ) British journal of cancer, 2009, 100(5): 671-675;

JCEM Case Reports, 2023, 1(2): luad0389.



A Study to Evaluate the Safety, Pharmacokinetics, Pharmacodynamics,
and Antitumor Activity of INV-9956 in Adult Patients with Advanced
Metastatic Castration Resistant Prostate Cancer - NCT06609005

Phase 1: Dose Escalation .
Phase 2: Dose Expansion
Safety/DLT & MTD/RDR Safety Reassurance & Dose Confirmation

90mg BID Cohort A: AR mutant CRPC
N=3-6 + =1 recommended dose(s) per cohort
+« N=6-24 patients per dose

60mg BID
N=3-6

mBID 1 or more recommended doses > I

20mg BID I/

Traditional 3+3
design

N=3-6 Cohort B: AR wild-type CRPC (optional)
« =1 recommended dose(s) per cohort
10mg BID + N=6-24 patients per dose
N=3-6
Smg BID
N=3-6 - Starting Dose
Key Eligibility
2.5mg BID + Histologically confirmed adenocarcinoma of the prostate, either AR mutant or AR wide-type
N=3-6 = Metastatic disease.
= Castration resistant with serum testosterone < 50 ng/dL.

» Progressed after 21 prior lines chemotherapy and z1 prior lines of hormonal androgen receptor (AR) targeted therapy.
Key Endpoints:
= safety profile, DLTs, MTD, RDEs, RP2Ds, PK profile, PD markers, ORR, PFS.




Study of JANXOO7 in Subjects with Metastatic Castration-Resistant
Prostate Cancer (ENGAGER-PSMA-01) - NCT05519449

Janux Tumor Activated T-Cell Engager (TRACTr) platform design principles
Each program is designed as a potent T-cell engager with reduced toxicity

/— Healthy Tissue ™ ( Tumor Tissue

~ TRACTr Design ~ Healthy
Cleavable /Mask Cell 7-
Linker\(i I

Tumor BD C.-"g Tumor
il ,
T Cell Boﬁ,“# Q ll“i‘;” Proteases

Cleavable Mask
Linker

Healthy Tissue

L

Half-Life
Extender
. J

Masks block activity against healthy
tissues to reduce CRS and on-target,
healthy tissue toxicity

TCE is rapidly cleared from
healthy tissue to limit
systemic toxicity

Tumor specific activation to maximize anti-tumor
immune response

Emerging JANX0O7 clinical data demonstrates TRACTr platform can potentially improve both safety and efficacy
compared to contemporary TCEs
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Metastatic Castration-Resistant Prostate Cancer: First-in-Human Study of
ABBV-969 in Metastatic Castration-Resistant Prostate Cancer

ABBV-969 _
Structure and Des/gn

STEAP1/PSMA-Top1i

M STEAFT
Bunainng nding
‘ Dommrlets

%

ABBV-969 is a humanized, cynd cross-reachive
DVD-lg on a LALA cys-engineered CEV1 IgG1

backbone
Inner variable domain targets PSMA

Outer variable domain targets STEAP1

\ DAR 2 Top1i conjugate
Acceplable biophysical properties

Objectives

Topoisomerase 1 (Topii) Linker-Drug

n-ﬂ_v,_i.tj/‘]!," _.)"",,..

.){) . ‘ 'I
eveas el

A-1770837 (ARP)
Bk al-hla |

permeable camptothecin analog payload with potential for
bystander activity

Sub-nM cytotoxic activity
Stable attachment, cathepsin cleavable linker with increased

stability that drives efficacy
Conjugate has excellent PK and low aggregation

Endpoints

Primary

e To evaluate the safety and tolerability of
ABBV-969 as monotherapy in mCRPC

e Safety will be evaluated based upon the
assessment of all grade AEs, grade 3+ AEs, DLTSs,
and SAEs reported during the TEAE period;
clinical laboratory parameters (e.g.,
hematology, chemistry); vital sign
measurements; and ECG results.

Secondary

e To evaluate the preliminary efficacy of
ABBV-969 as monotherapy in subjects with

mCRPC

Primary Efficacy Endpoint:
e Achieving PSA response (= 50% PSA decrease
from baseline)

Part 1: Monotherapy
Dose Escalation

mCRPC
Dlo |
DLY
DLE
DL5
r>{ o4 | sacksiL
DL2
i
L> (o)

If needed

Part 2 : Monotherapy
Dose Expansion/ Optimization

mCRPC

DL-X (N ~ 50)

DL-Y (N ~ 50)

DL-Z (N ~ 50)

3 mg/kg
5 mg/kg
8 mg/kg



FLEX-MRT: a prospective phase 2, parallel group, randomized, controlled,
oen-label, single-center trial in men with mCRPC to determine the efficacy of
a flexible dosing schedule of *’/Lu-PSMA therapy up to 12 cycles in comparison

to the standard regimen of 6 cycles.

[ Study Design ]

INVESTIGATIONAL
GROUP (N=45)

PATIENTS WITH:

= mCRPC

= Atleast 1 CTx for
mCRPC

= Atleast 1 ARSI

= No prior "7Lu-PSMA
therapy

= Eilgible by PSMA
PET VISION criteria

= Sufficient bone
marrow capacity

= Sufficient kidney
function

i Flexible schedule

Up to 12 cycles of

177 u-PSMA treatment
in total with potential
~ireatment holiday“
periods based on
interim responses

—)

Response assessment every
12 weeks by PSA and post-
treatment SPECT/CT (or PSMA
PET/CT during treatment
holiday / follow-up periods)

CONTROL
GROUP (N=45)

Fixed schedule
Maximum of 6 cycles of
77_u-PSMA treatment
in total, strictly every 6
weeks

FOLLOW-UP /
MONITORING

Primary endpoint

L T e R TP R R
L—ycﬂl Ul vival 1alc

Secondary
endpoints

Safety
Overall survival
(OS)

Progression-free
survival (PFS)

Disease control
rate (DCR)

Bone pain level
Health-related
QOL

Performance
status (ECOG)

Health

FLEX-MRT (Novartis funded)
NCT 06216249

Cliffsnotes:

For patients with mCRPC, we will deliver
standard duration 6 cycle Pluvicto vs.
dosing up to 12 cycles with potential
holiday based on response.

Discussion:
- How is Pluvicto currently being dosed?

- Interest in taxane chemo vs “smart
chemo” ADC



—=o® Prostate Cancer Interventional Clinical Trials

Advanced/Metastatic
Open to Accrual — NCT06691984

UCI #1Chao Family
Comprehensive Cancer Center

UCI 24-79: A Phase lll, Open-Label, Multicenter, Randomized Study of Xaluritamig vs Cabazitaxel or Second Androgen Receptor-

Directed Therapy in Subjects With Metastatic Castration-Resistant Prostate Cancer Previously Treated With Chemotherapy

Figure 1-1. Study Schema

—

Xaluritamig
(n=450)

Investigator’s Choice of

Randomization 2:1

Cabazitaxel or second ARDT
(n=225)

Screening Period (28 days)

[=8
=
=
2
©
LL
Fy
(]
Y—
(4]
7]

ARDT = androgen receptor-directed therapy; BICR = blinded independent central review; PD = progressive disease.

Disease assessments until
BICR-confirmed PD

(if end of treatment was any
reason other than confirmed
PD by BICR)

o
=
3
a2
©
(Il
€
T
=
oo
=
Q
ar|
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Phase 1b Study Evaluating Combinations with PSCA-targeting Chimeric Antigen Receptor
(CAR)-T cells for Patients with Metastatic Castration-Resistant Prostate Cancer -
NCT05805371

Primary Objectives: Key Eligibility:
- Assess the feasibility, safety, and activity of lymphodepleting - Documented castration resistant prostate cancer (mMCRPC)
chemotherapy followed by up to 3 cycles of 50M PSCA-CAR T - At least one prior advanced androgen targeted therapy

- Documented PSCA+ tumor expression

- In case of prior chemotherapy, at least 2 weeks must have
elapsed prior to leukapheresis

- ECOG performance status 0-2

cell immunotherapy per course either alone (TP1) or in
combination with metastasis directed RT (MDRT = TP2)
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o T T 1
- , _ TCell DRT (P2} ox
": ,:., APNEMESIS pran ifactur ng " 3) Flu/Cy® CART calls CAR T cells AR Teolls CAR Toells
pr N TF LTFU
o - atlyr
i
=
& S * e l#
I{l'{_'. il Sr'”'rﬁ\".'r”;ﬂ Course Day & 14 =f =& -, 14 21 28 35 42 STFU
¥ ] '.,:-* (Course 1 AEDLT Monitoring through 14 days post last cycle :
IRl I 1
o PSACTY B PSA Pss P, PSA ¢/ BX* PSA i cT/
1 .I‘.‘ Bowie Scan gon angin
% y * pdditional Flu/y per PldBcretion and WBC count recovery Bone
* PSCA-CAR T cells to be administered 14-21 lay's apart Scan

* Post-Tx Biopsy from a matched metastatic site in TP1 and from matched radiated and non-radiated metastatic sites in TP2,
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Case Presentation

A 52-year-old man presents with weight loss and is found to have PSA 39, sclerotic bone lesions, and a 3-cm right lung nodule. Lung
biopsy confirms metastatic prostate adenocarcinoma. He starts abiraterone + ADT, with PSA falling to 2.0. After six months, PSA
rises to 3.2. Imaging shows PSMA-negative disease with growth of the lung lesion and stable bone lesions. Repeat lung biopsy
reveals small cell prostate cancer. Genomic testing is MSS, TMB-low, and HRR-negative. He receives four cycles of cisplatin +
etoposide and SBRT to the lung lesion. Six months later, he is found to have a new contralateral 4-cm lung nodule as well as a new
5-cm liver lesion, PSA 5.2 and CEA 105 ng/ml.

. Metastatic castration-resistant prostate cancer with small cell differentiation
a) Docetaxel

b)  Re-challenge with platin containing regimen

c) Clinical trial evaluating CEACAM5-targeted immunocytokine

d) Nivolumab
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CEACAMS binding domain \
—_ 1807 J‘ . i 8 I I » M,
i ) \ , Novel CEACAMS5-targeted
S o immunocytokine (CEA-ICK)
% ] o developed at City of Hope
ol s CEACAMS is commonly expressed in
N - androgen-indifferent prostate cancers such Conjugated IL-2 cytokine
hd i as neuroendocrine (NEPC) and double-
siTisi gt negative (DNPC) subtypes
< < == » Primary endpoint: determine the RP2D
Ajkunic et al. NPJ Precis Oncol 2024 of immunocytokine
« Secondary endpoints: objective
Phase 1 study of SBRT plus CEA-ICK response rate, rPFS, immune correlates,
(NCT06130826) and integration of immuno-PET imaging

. Refractory NEPC (AR-/NE+) and DNPC (AR-/NE-) | ; ; ; ; ; /é} /é’ /ég
* No restrictions on prior chemo or radioligand |

therapy
» CEA-positive disease: serum CEA > 5 ng/mL or |

positive CEA staining on IHC D1-D5: SBRT D8-10: SQ injections
« At least 5 metastatic sites amenable to SBRT ]| ( dofecei’é;;‘i(on)
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