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What are Clinical Trials?

» Research studies involving

patients Phase 1 Phase 2 Phase 3 Phase 4
« Evaluate new treatments, Q b
procedures, or interventions % ©
« Goal: improve patient outcomes & _ |
Focus: Safety. Focus: Efficacy Focus: Generating Focus: To better
advan ce knOWIedge Phase | trials may becomes a more enough data to understand safety in
include a secondary  important factor. move to regulatory ' a broader population
* Phases: Phase 1 (safety), Phase 2 investigation of Safety stl approval of new | or in specific subsets
(eﬂ:ectlveness) Phase 3 efficacy or priority. therapies. after a therapy is
! mechanism. approved.

(comparison), Phase 4 (long-term)

* Types: Therapeutic vs. Non-
therapeutic (focus = therapeutic
trials)
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Overview of Emerging Treatments and Paradigms

Antibody
Drug
Conjugate

Personal
Trials

Radio-
ligands

Immuno-
therapy

Hormonal
Agents
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Hormonal Agents

MK-5684 JSB462 BMS-986365

 CYP11A1 * Proteolysis « Androgen * High dose
Inhibitor targeting receptor ligand- testosterone
« Eurther blocks chimera directed replacement
androgen (PROTAC) degrader « PSA50 21-28%
production in androgen - PSA30 67%
adrenal gland receptor
- PSA30 70% degrader
AR-LBD activating mutation 200 4
Al Er—— o
g‘ I I &AR 2 E’ 100 -
= ] e =7
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MK5684-U01/01A (OMAHA-01A)

Schema Enrolling at UCSD

Safety Lead-in Phase Efficacy Phase Post Treatment
Key Eligibility
- mCRPC, all
PR Arm Al: MK-5684 onl
comers O St Ecioin
- Failed NHA Adrenal Primary
mHS/CRPC, Arm A2: MK-5684 + Recovery = PS5SA Response
allowed failure M Olaparib Arm A2: MK-5684 + Olaparib End of g::::;“""t
of one CTx P treatmemnt Follow-up Secondary
tdl:lﬂ!l‘.llﬂl, _ Arm A3: MK-5684 + f!'.'lisr.np— :drerul . DPRFS
cabazitaxel) Arm A3: MK-5684 + Docetaxel finuation Followsp T
- ECOGO,1 — Effiacy  EGL
WL - TFST
Arm Ad4: MK-5684 + Survival
gtﬂ-_mr_ rltl'ﬂl:::lw Arm A4: MK-5684 + Cabazitaxel Follow-up = TIPP
on
AR LED mutation
(positive or
negative) Enrallment into Arm Al will begin after the Safety Lead-in Phase is complete for at least 1of the combination

treatment arms.

In the Efficacy Phase, participants will be randomly assigned by prespecified stratification factor to the open
treatment arms using an equal randomization ratio.

Within each arm, the number of AR LED mutation negatisve participants will be capped at approximately 50% of
the total enrollment. &:a-.-."-.
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JSB462 for Hormone Sensitive and Castration Resistant Disease

Pending Enrollment at UCSD
Metastatic Hormone Sensitive

/ \ Arm 1: JSB462 (100 mg QD) + abiraterone (1000 mg QD)
Key eligibility criteria N=30
= =18 years
= ECOG0-2 Arm 2: JSB462 (300 mg QD) + abiraterone (1000 mg QD)
= mHSPC high risk’ N=50
= No prior ARPI
= Prior taxanes allowed if (neo)adjuvant Arm 3: ARPI?

s

/ 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 or enzalutamide 160 mg QD per investigator’s choice.

Metastatic Castration Resistant

Arm 1 JSB462 100 mg QD + AAAG17 (7.4 GBq)

/ Key eligibility criteria \

= 218 years

= ECOGO0-2
= mCRPC Arm 2 JSB462 300 mg QD + AAA617 (7.4 GBq)
= Positive 68 Ga-PSMA-11

PET/CT scan

= Prior progression on ARP|
= (-2 prior taxanes /
\ Arm 3 AAAG17 (7.4 GBq)

1- An interim safety look will be performed in the first randomized participants (~6-10 participants in Arm 1, ~6-10in Arm 2 and ~3-6 in Arm 3).
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BMS-986365 for Metastatic Castration Resistant Disease

Study Design Schema:

Enrolling at UCSD

| Part 1 {doze selection) :> : | Part 2 {confirmatory) >
| screening Period | [ Treatment Period® ] I [ Treatment Period® ] [ Pa-s.t;?rg.:lnmn
I'/._ Experimental Dose 1 I
Patient Populati S-9B6:365 (400 mg BID) ev
.Ili:nfmrmedun'latﬂl:.lgc .E-Hzillb-.::-,ﬁjﬁ-l et AL I Experimental Dose Selected
+ECOG P50 to 1
.Fm 1 ﬁm | 6365 (Experimental Dose selectad)
recsq mn = . 78 da
e Experimental Dose 2 I every 'S
or castration BM5-986365 (300 mg BID) every {n = 240) End of
resistant s=tting) 28 days I n
- Mildly symptomatic, in = 160 Traatment
asymptomatic ' IGD
' Chan::maraw Control Arm Control Arm and
naitve in CRPC, ——
docetaxel for Investigator's Choice of T Inwestigator's Choice of Follow-up
mCSPC permitted if -Docetaeel 75 mgim® IV + pred every 2 1-days -Docetaxel 73 mgim® IV = pred every 21-days (10 (Safety and
= 12 manths since (10 cycles mazimum) I cycles maximumy) Survival)
completion | ar or
* Ho liver mats | -2 ARPl every 2&-days (abiraterone 1000 mg I 7| -2 ARPI every 28-days (abiraterone 1000 mg QD +
N S QD - pred or enzalutamide 160 mg O) _| pred or enzalutamide 160 mg OD)
s o0

Randomizakion is stratified by:

= Prior ARPI recelved {ablraterone vs enzalutamide,
darclutamide or apalutamide)

Inwvestigator's choice (docstaxel ws Znd ARF)

UC San Diego Health

= Theinvestigator's choice of agent, in the control arm, must be prespedfied prior to randomization .
Partidpants enrolled in the treatment amm corresponding to dose not selected for Part 2 may switch to the selected
dose of BME-986365; if assessed as dinically indicated by theinvestigator.

= The final efficacy and safety analysis will be performed on participants from selected dose arm and contral am
enrclled in Part 1 and Part 4.

= Mo crossover from BMS-386363 to Control or vice versa be allowed within the tral



Bipolar Androgen Therapy

Serum Testosterone (ng/dL)
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BAT Sensitizes to AR Antagonism

]
[ BAT »Enzalutamide (Arm A

TRANSFORMER Phase Il Trial Design | 1| O Enzalutamide— BAT (Arm B

Enzalutamide =) BAT or SOC =mmmp PSA L
1<ty 160 mg/day P alo8Phic s a i
Screenng X38d c_\'cic Progression ENZA PSAS50- L
, Stratification 77.8% (28/36) 7 7 ﬂn]HIll

¥ (> or < 6 m Abi) |

00 uigmy MONWNCIOENR  or30C Progression

every28d ¢ = = |
rPFS PSA Response ” TN 21.3% (10/47)

BAT PSAS0-

Continuous ADT Randomizatio i ‘ﬂl
\BAT s Enzalutamide ssmmd PSA ) . ( “]”I'III“

Continuous LHRH agonist therapy
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Step-Up Trial (Bipolar Androgen Therapy) — mCRPC

Asymptomatic mCRPC
Progression on Abi

ARM A (n=30) Continuous ADT + ENZA
Clinical/
2mos 2mos 2mos 2mos 2mos 2 mos » Radiographic \

ARM B (n=60) | T A0 ADT + ENZA AD'H ENZA ADT + ENZA Progression? i

Sequential (STE) T

st OFF STUDY
ARM C (n=60) - PSA Progressmn?

; 2 injections testosterone A
Variable- Clinical/ YES
Sequential (VSTE) . -C1 Radiographic

[ BATI-CZ X2 injeclions l Progressmn ?
(4 mo Scan)
Chnlcal/ /‘j/ :::]
Radiographicor

. Restart .
? YES ?
PSA Progression BAT1-C1 ‘-( ]- PSA Progression

(4 mo Scan) E‘:@
@ | ENzAELC Enrolling at UCSD

‘-lVYES ]‘ PSA Progression?

NO

——

Restart
ENZAE1C1

UC San Diego Health

Restart

BAT1-C1 Restart

BAT1-C1




Selective Drug Conjugates

Selective Drug Conjugates

¢ dl’\‘- -.W-'x\»'%«w-.l
[ '@;;:j,a,n(;,{f : l’* P

. " Linker
Carrier Linker Payload
E -. & Non-cleavable @ l'
Peptides ’ ipti
Artamer P Srellmolectles % cleavable Toxophores  Transcription factors
G A Protease @ @
1r pH V¥ =
Hydrolysis . Non-radioactive Nucleotides
Antibody Reduction effectors

UC San Diego Health



Radioligand Agents

177 y-PSMA- 177)_ y-PNT- 225AC-
617 2002 PSMA-617

* 3 emitter * 3 emitter * O emitter * O emitter
- PSMA « PSMA « PSMA * Monoclonal
small small small antibody

molecule molecule molecule
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Ac-225-J591 iIn mCRPC

Key Eligibility
Progressive CRPC

21 PSMA PET (+) metastatic lesion
and no PSMA PET (-] lesions
[defined per VISION criteria]

Post 21 ARSI
Mo prior PARPI [

Biodistribution Lead-in

[Part 1]

For Part 2:
Conventional imaging (-] [MO]
or conventional imaging (+) [M1]
Mo prior Lu-177-P5SMA-RL or other
radiopharmaceutical therapy
Mo prior chemo for CRPC

For Part 3:

Conventional imaging (+) [M1]
Post Lu-177-PSMA-RL (up to &
doses of Pluvicto or 4 doses of Lu-
177-PSMA-ET)

1 prior taxane chemotherapy
allowed

Mo prior platinum chemotherapy

Ahbrevistions: ARSI, andragen receptor sgpnaling inhibitor; BOIN, Bayesian
Oprtirmesl Imterval; CRPC, castration-resistant prostate cancer; 1&T, imaging &
theragy: PARP, PARP inhibitar; PLT, positron emission tomagraphng; BL
radiolgand

In-111 rosopatamab tetraxetan
148 + 37 MBg on Day 1

(N=5)

Enrolling at UCSD

Pre-RL Dose Optimization [Part 2]

Ac-225 rosopatamab tetraxetan
65 KBq/fkg on Days 1 & 15

(N=12)

Randomize 1:1
Stratification Factor: Conventional imaging findings (M0 ws M1)

Ac-225 rosopatamab tetraxetan
55 KBq/kg on Days 1 & 15

(N=12)

Post-RL Dose Escalation [Part 3]

Ac-225 rosopatamab tetraxetan
on Days 1 & 15

(BOIN design, N=18)

—r 55 KBq/kg
45KBgfkg -~
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Antibody Drug Conjugates

ARX-517 Ifinatamab deruxtecan

 PSMA targeting « B7-H3 targeting
« Payload MMAF » Payload DXd

. Greater PSA responses at (topoisomerase | inhibitor)
higher doses (PSA50 52%) « PSA50 21%

Humanized anti-B7-H3 Deruxtecan®
S pe(ﬁ Released Payload: pAF-AS269 (no llp rme bl) IgG1 mAb {
9 . - = B i
. . W W L . :. o N o
CY T T T ERTE TS 1
\ .4 ) o N 0 p— AN -
1 o ol / \,54\" . | v
N2 \/\o/\/ \/\N j)L A. p— o 7{‘/-(\»4' HO O,
" Nl
pavable tetrapeptde-basan linker ./
0 UMmerase b lor payload
age is for (lustrative purposes y. aclual drug postions may vary
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ARX-517 In mCPRC
Enrolling at UCSD

Phase 1a Dose Escalation Phase 1b Dose Expansion

Monotherapy Monotherapy Combination therapy

Cohort 10 (4.5 mg/kg)

Q3w Q3W, Q4W, or Q6W
dosing Cohort 9 (3.4 mg/kg) —-—-— Putative RDD4 dosing

Cohort 8 (2.88 mg/kg)

Cohort 7 (2.4 mg/kg)

Cohort 6 (2.0 mg/kg)

_._p

Putative RDD3

>

>
Cohort4 (1.4 mg/kg) AN pytative RDD1
Cohort 11 Putative RDD5 »
Cohort 12 Putative RDD6 >
Cohort 13 Putative RDD7 »

:'
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Ifinatamab deruxtecan in mCRPC
Enrolling at UCSD

Figure 1 Study Schema
-  mCRPC, all-comers Arm1:
- Failed 1or 2 prior ARP| for nmHSPC, mHSPC, I-DXd
nmCRPC or mCRPC - .
- 2 prior ARPIs for mCRPC not allowed N=approximately 720
- Prior taxane chemotherapy for mCRPC not Study Endpoints:
allowed 1:1 Randomization Primary
- ECOG 0-1 - 05
Stratification: - Arm 2: ™ - rPF5
Metastasis: Liver vs. Bone-only vs. Other TPC ]
Choice of TPC: Alternative ARPI vs. Docetaxel :
B7-H3 expression: High vs. Low vs. Unevaluable —| (Alternative ARPlor -
Docetaxel)

- Prior PSMA TRT: Yes vs. No
\ _,/ \ N=approximately 720

AFRPI=androgen receptor pathway inhibitor; ECOG=Eastemn Cooperative Oncology Group; 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; nomHSPC=non-mefastatic
hormone-sensitive prostate cancer; OS=overall survival, PSMA=prostate-specific membrane antigen; rPFS5=radiographic
progression-free survival, TPC=treatment of physician’s choice; TR T=targeted radionuclide therapy.
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Canopy Trial - mCRPC

Metastatic CRPC

-Measurable or
non-measurable
disease

-Prior docetaxel On-Treatment

: . Baseline Biops Cabozantinib + Biops o
-Prior abiraterone P=Y Nivolumab x 1 psy Cabozantinib +

and/or next (Mandatory) Cycle (Mandatory, Nivolumab

generation anti- During Cycle 2)
androgen

-No prior
checkpoint
inhibitor

Enrolling at UCSD
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Neptune Tral Enrolling at UCSD

Eligibility

-Prostatic adenocarcinoma

- Gleason = 4+3 (grade group 3, 4, 5) OR
-PSA > 20 ng/dL
OR

- T3 disease

Olaparib + LHRH agonist x 6
months Radical Prostatectomy

-Pathogenic or likely pathogenic germline
or somatic BRCA1/2 gene alteration on
CLIA based assay

-Pelvic adenopathy £ 2 cm
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MOMA-313, an oral Pol6 inhibitor, in mCRPC

Figure 1: Study Schematic Enrolling at UCSD

Treatment Arm 1: MOMA-313 Monotherapy

f ™\

. Arn:: 1A: Dose escalation Arm 1B: Dose optimization
(including dose level expansion)
) All HRED mutant solid tumors where PARP
~ All HRD mutant solid tumors where PARP Cr—— inhibitor is indicated. PARP inhibitor exposed.
inhibitor is indicated. PARP inhibitor exposed. presumpiive OBD(s)
{n = up to ~ 36 participants) Monotherapy Optimization Monotherapy Optimization
k S Dose Level #1 Dose Level #2
Combination dose (m=up to ~20 (m=up to ~20
escalation to begin participants) participants)
fiollowing safety
clearance of 2 dose Treatment Arm 2: MOMA-313 in Combination with Olaparib
levels in Treatment f/_ Arm 2A: Dose escalation \
Arm 1A (; - . imizati
dct:nn111:ncd i:jthc (including dose level expansion) Arm 2B: Dose optimization
SRC) een - . Advanced or metastatic salid tumors with
»|  Advanced or metastatic solid mors with — alterations in BRCA2, PALB2, or RADS
alterations in BRCAL, BRCAZ2, CKDI12, Combination lous be PARP inhibi .
PALB2, or RADS] paralogs. Participants may presumptive OBD(s) paralogs, must be inhibitor naive.
be PARP inhibitor naive or experienced.
o Combination Optimization Combination Optimization
\ (n = up to ~ 39 participants) J/ Dose Level #1 Dose Level #2
(n=up to ~20 (n=up to ~20

participants) participants)
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Current PREDICT Schema Enrolling at UCSD Valemetostat

Rb loss (DNA); Rb functional signature,
NEPC signature (RNA)

Phase 2 Umbrella Study Design

Actionable

Eligibility Criteria Alteration

-Metastatic CRPC

-Prior taxane or
taxane ineligible

-Prior AR targeting
agent

Any CLIA Based
DNA NGS
Sequencing

Cabazitaxel +

Carboplatin
2/3 TSG, FANC, HRD (DNA); SLFN11
signature (RNA)

Real Time
Molecular Tumor
Board for Arm
Allocation**

Assay (with or
without
RNASeq)*

-Measurable/non-
measurable disease
allowed

-Small
cell/neuroendocrine _ _ _ No Study
allowed Primary Endpoint: ORR (measurable disease) Defined DNA

Key Secondary: PFS Alteration#

Physician Choice

Cabazitaxel, Lu-PSMA
or

AR Targeting Agent

TSG=Tumor suppression gene.

*Any CLIA tissue (primary or metastasis) or blood sequencing assay will be acceptable.
**Priority for allocation based on DNA. For patients with co-occurring DNA alterations that would qualify an individual to more than one arm, priority is given to the arm with less prevalent alterations projected.
#Patients are required to have tissue sequencing within 12 months of enroliment. Patients with actionable alterations including BRCA1/2 without prior exposure to a PARP inhibitor or patients with MSI/MMR-deficient
tumors without prior exposure to PD-1/PD-L1 therapy will not be allowed to enroll.
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Survival Improved in Patients Treated on Clinical Trials

15 4
14 4
13 A
Life-years gained (2020): 14.2 million
12
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w
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FIG 1. Cumulative life-years gained through 2020 by study. Each color-coded area represents cumulative life-
years for 1 of 133 studies for which life-year gains were estimated.

One hundred sixty-two trials comprised of
108,334 patients were analyzed,
representing 29.8% (162/544) of trials
conducted

Unger et al, INCI, 2014
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Multidisciplinary Clinic — Integrated Care Model

G~

« Weekly multidisciplinary clinic _— Medical
(Fnday PM) adiologists Oncology

« Joint consultation with medical I
e

oncology, urology, and radiation

oncology

* Integrated platform for molecular
tumor profiling

 Screening for clinical trial eligibility
* Personalized treatment strategy

Specialists
(cardiology,
endocrine)
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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 have improved outcomes for patients resulting in significantly
prolonged survival
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