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CRPC therapeutic development:

exists In the context of what came before

Castration Resistant

Androgen deprivation therapy abiraterone + prednisone (COU-

AA-302)
enzalutamide (PREVAIL)

docetaxel (TAX327)
cabazitaxel (CARD, TROPIC)

sipuleucel-T (IMPACT)

radium-223 (ALSYMPCA)
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CRPC therapies: the context in which our patients live

Androgen deprivation therapy (ADT)

Castration Resistant

_ abiraterone + prednisone (COU- o

docetaxel + abiraterone + docetaxel (CHAARTED) AA-302) HRR deficient:

prednisone (PEACE-1) enzalutamide (PREVAIL) olaparib +/- abiraterone
abiraterone + prednisone niraparib + abiraterone

docetaxel + darolutamide (STAMPEDE/LATITUDE) docetaxel (TAX327) rucaparib

(ARASENS) cabazitaxel (CARD, TROPIC) talazoparib + enzalutamide
enzalutamide
(ENZAMET/ARCHES) sipuleucel-T (IMPACT) taxane/ARPI refractory:

Lu 177 vipivotide tetraxetan
apalutamide (TITAN) radium-223 (ALSYMPCA) (VISION)
How do we treat mCRPC given these Still a lot of options but what is the
new advances in mHSPC? optimal strategy and sequence?
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Still some relevant data from prior CRPC era: CARD

Flatiron RWD analysis
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Combination therapy

George DJ, et al Clin Genitourin Cancer 2020; 18:284-294
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Chemotherapy
should be
considered for
patients after
progression on an
ARPI

STUDY DESIGN

* Multicenter, randomized, open-label study
* Enrollment: Nov 2015 — Nov 2018
* Median follow-up: 9.2 months

Patients with mCRPC >

who progressed
< 12 months on prior ARTA
(before or after docetaxel)
N =255

Stratification factors:

* ECOGPS (0/1vs2)

* Time to progression on prior alternative ARTA
(0—6 vs > 6-12 months)

* Timing of ARTA (before vs after docetaxel)

ARTA, androgen-signaling-targeted inhibitor; P, prednisone; rPFS, imaging-based progression-free survival.

Genitourinary
Cancers Symposium

MAIN CLINICAL RESULTS

rPFS (primary endpoint)

+ Censored
1.0

0.8
0.6

04 Cabazitaxel
Abiraterone Med

or enzalutamide

0.0 | Median 3.7 mo

0 3 6 9 12
Time, months

Kaplan-Meier estimate

0.2

N atrisk

ARTA 126 61 36

Mo, months
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Cabazitaxel (ZSmgIm’QBW) Endpoints
HBHGICOE Primary: rPFS
n=129 Key secondary: OS, PFS, PSA
response, tumor response

Abiraterone (1000 mg QD) + P Other secondary: Pain

> OR response and progression,

Enzalutamide (160 mg QD) time to SSEs, safety, FACT-P,
n=126 EQ-5D-5L, biomarkers

* Duration of one cycle was 3 weeks in each arm
* Treatment until image-based progression, unacceptable
toxicity or further study treatment

De Wit R, et al. N EnglJ Med. 2019;381:2506-2518.

PRESENTED BY: Karim Fizazi

0S (key secondary endpoint)
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taxel
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Abiraterone
or enzalutamide
Median 11.0 mo

Kaplan-Meier estimate

o

12 18
Time, months
N at risk

126 116 3 0

De Wit R, et al. N Engl ) Med. 2019;381:2506-2518.

De Wit N Engl J Med 2019; 381: 2506-2518
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Radioligand therapies/Theranostics

= Phase Il ALSYPMCA

— patients with symptomatic
skeletal mets, no bulky
LAD/isceral disease

- ~60% of patients with
prior taxane

— OS improvement, delays
time to first symptomatic
skeletal event (15.6 v 9.8
months, HR: 0.66 [0.52-
0.3; p<0.001))

= Can other radioligand
therapies can be
employed?
— [17"Lu]-Lu-PSMA-617
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Tumor- -derived oyt
and growth fac, Ok /75,

\y 10 SYstep, Ve

Hazard ratio, 0.70 (95% Cl, 0.58-0.83)
P<0.001

Radium-223
(median overall
survival, 14.9 mo)

Survival (%)
(9]
T

40+
30
Placebo
209 (median overall
10 survival, 11.3 mo)
0 S R R —

| | | | | | | |
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Months since Randomization

Normalized bone formation|

Mineralized bone matrix

Parker et al N Engl J Med 2013; 369:213-223



Phase Il VISION study

177Lu-PSMA-617 targeted radioligand therapy

7"Lu-PSMA-617 binds to PSMA
on the cell membrane with high affinity

g B particle emission

3 :|"7Lu-PSMA-617

PSMA E,I

N/

o
DVl PP

DNA damage

Presented By:  Michael J. Morris
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#ASCO21 | Content of this presentation is the property of the author, licensed by ASCO.

Prostate cancer cell
and neighbouring
cell death

*Reduced binding in the kidneys, spleen, liver,
salivary glands, lacrimal glands, submandibular
glands. and bone marrow is expected.

2021 ASCO

ANNUAL MEETING

Permission required for reuse.

Open-label study of protocol-permitted standard of care
+ 177 u-PSMA-617 in adults with PSMA-positive mCRPC

Eligible patients
* Previous treatment with both

* 21 androgen receptor
pathway inhibitor

» 1 or 2 taxane regimens

Protocol-permitted standard of care
(SOC) planned before randomization

* Excluding chemotherapy
immunotherapy, radium-223,
investigational drugs

ECOG performance status 0-2

Life expectancy > 6 months

PSMA-positive mCRPC on PET/CT
with 68Ga-PSMA-11

Presented By: Michael J. Morris
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#ASCO21 | Content of this presentation is the property of the author, licensed by ASCO.
Permission required for reuse.
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Protocol-permitted SOC

alone
Randomization stratified by * CT/MRI/bone scans
ECOG status (0-1 or 2) « Every 8 weeks (treatment)
LDH (high or low) * Every 12 weeks (follow-up)
Liver metastases (yes or no) + Blinded independent

Androgen receptor pathway central review

inhibitors in SOC (yes or no)

2021ASCO

ANNUAL MEETING



Overall survival in taxane-pretreated patients

16

Primary endpoints: 77Lu-PSMA-617 prolonged OS

100
. 90 ° 0
Prlmar_y 2 56 Hazard ratio: 0.62 166 vV 22.4% of
analysis = (95% Cl: 0.52, 0.74) patients went on to
All e—— = 707 p < 0.001 (one-sided) .
randomize 8 oo receive taxanes

patients ™ Median 15.3 vs 11.3 months
(N = 831) o

£ e 25.2v 32.1 % of

T 30 .

:>J’ . patients went on to

10 —+ 7Lu-PSMA-617 + SOC (n = 551) recelve any further
SOC alone (n = 280) .
0 T T T T T T T T T T T T T T T T T SyStemIC therapy
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
, . Time from randomization (months)
Number of patients still at risk
Lu-PSMA-617+SOC 551 535 506 470 425 377 332 289 236 166 112 63 36 15 5 2 0
Presented By: Michael J. Morris #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO
Permission required for reuse. ANNUAL MEETING
COMPREHENSIVE 7

CANCER CENTER



What about taxane-naive patients?

Eligible adults
= Confirmed progressive mCRPC

= > 1 PSMA-positive metastatic
lesion on [(8Ga]Ga-PSMA-11
PET/CT and no exclusionary
PSMA-negative lesions

= Progressed once on previous
second-generation ARPI

- Candidates for change in ARPI

= Taxane-naive (except
[neo]adjuvant > 12 months ago)

- Not candidates for PARPI
= ECOG performance status 0-1
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PSMAfore Study

77Lu-PSMA-617
7.4 GBq (200 mCi) = 10%
Once every 6 weeks for

6 cycles

e — e ———— —,

Crossover allowed
upon radiographic
progression by BICR

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



Progression Free Survival in taxane-naive mCRPC

Primary analysis? HR: 0.41 (95% CI: 0.29, 0.56); p < 0.0001
Second interim analysis® HR: 0.43 (95% CI: 0.33, 0.54)

- No benefit in OS (57.3% cross-over rate)

-
o
o

80 - Events, n 115 (49.1%)
Median, months 12.02

i (95% Cl) (9.30, 14.42)

40 ;

Event-free probability (%)

| 177 u-PSMA-617 Second interim
20 z @ OS analysis

0 T T T r

— T T % % m 5 % B L = Non-composite post hoc HRQoL and pain

Time from randomization (months)

Number of patients still at risk Post hoc analysis:
234 216 174 150 125 & 64 45 20 10 B 0 Non-composite time to worsening in FACT-P and BPI-SF excluding clinical progression and death
FACT-P total score BPI-SF pain intensity
177Lu-PSMA-617 177Lu-PSMA-617
~ 100+ (n =234) ~ 100+ (n =234)
é Events, n 103 (44.0%) Q\, Events,n 113 (48.3%)
2> 8041 Median, months 9.17 2> 80 Median mo. 8.15
177 _ _ = (95% Cl)  (8.25, NE) = (95% Cl) (5.91, 10.61)
° Lu PS MA 6 17 de I ayed Cance r § 60 HR: 0.48 (95% CI: 0.37, 0.63) § 60 HR: 0.64 (95% CI: 0.50, 0.83)
. . . . 8 8
deterioration with maintenance of QoL B ol 5 ol
. o o
« among responders, higher QoL and T 20 Z 20
. . > - 77Lu-PSMA-617 > == TLu-PSMA-617
w w
lower pain scores in 177Lu-PSMA-617 0 ~ARPichange ! of =ARPlchange ' 1
arm 0 2 4 6 8 10 12 14 16 18 20 0 2 4 6 8 10 12 14 16 18 20
Time (months) Time (months)
. No. of subjects still at risk No. of subjects still at risk
 has not resulted in Change to label as of 234 196 157 131 95 26 1 0 0O 0 0 234 186 135 108 79 27 0 O O 0 O
yet Clinical progression was mvesngamrrassessed as: cancer-related pain escalation, immediate need for new treatment, ECOG status deterioration or progression requinng treatment discontinuation

ARPI, androgen receptor pathway inhibitor, BPI-SF, Brief Pain Inventory — Short Form; Cl, confidence interval, FACT-P, Functional Assessment of Cancer Therapy-Prostate; HR, hazard ratio; HRQoL, heaith-related quality of life; NE, not estimable; PSMA,
prostate-specific membrane antigen

2024 ASCO PPVTreoTl  eresoweo ov. Prof. Karim Fizazi ASCO 225y
NG

ANNUAL MEET! Presentation s property of the author and ASCO. Permission required for reuse; contact permissions@aseo org KNOWLEDGE CONQUERS CANCER
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Targeted approaches
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PARPi (+/- ARPI)
PROTAC
Tumor-informed analysis of TRANSFOMER

10



PARPI efficacy iIn mCRPC

higher ORR with ARPI
combinations, but low
rates of prior ARPI
exposure, and additive
toxicity (?)
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olaparib
(PROfound)

rucaparib
(TRITON3)

abiraterone +
olaparib (PROpel)

abiraterone +
niraparib
(MAGNITUDE)

enzalutamide +
talazoparib
(TALAPRO-2)

BRCA, ATM

BRCA

ATM
BRCAmM

All
BRCA1/2

Overall

HRRm

33%

45%

0%

58.4%
51.8%

62%

79%

7.4

11.2

8.1
NR

24.8
16.6

NR

27.9

19.1

42.1
NR

NR

NR

N Agarwal et al Lancet 2023; K Chi et al J Clin Oncol 2023; F Saad et
al Lancet Oncol 2023; N Clarke et al NEJM Evid 2022; J de Bono et al
N Engl J Med 2020; K Fizazi N Engl J Med 2023
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BRCAAway

Methods & Study Design

» Eligibility: mCRPC, no prior exposure to Registration‘
PARP-I, AR-I, or chemotherapy for mMCRPC, —
WaShOUt Of antiandl’ogen (for mHSPC), Germline or Somatic DNA repair defect
radiation, and other investigational agents. |
» . ! v
Eligible pts underwent tumor next-generation ~
Sequencing (NGS) & germ”ne testing‘ pts BRCA 1, 2 or ATM +ve for exploratory defect No
gl L ’ ¥
with inactivating BRCA1/2 and/or ATM er—— S—
alterations were randomized 1:1:1 to:
= Arm |: abiraterone (1000 mg qd) + ' : A,is -
= = Arm1 Arm 2 i Arm4
prednlsone (5mg bld), Abira:::onﬁ Olaparirkl)“300mg OIapPaggl%O?mg Olaparirllan300mg
: 5 Prednisone PO BID Abiraterone + PO BID
= Arm |I: olaparib (300 mg bid) ; ; Pfedlisme ;
= Arm llI: olaparib + abiraterone/prednisone pingpeiion —— Prograsio Fostsaion
« Arm | and Il pts could cross over at ¥ v Y S
i Discontinue Discontinue Olaparib Discontinue Olaparib
prog ression. Abiraterone .& start & start Abi(aterone + Off protocol & start Abifaterone +
Olaparib Prednisone Prednisone

ASCO Genitourinary m sesenrensy. Maha Hussain, MD, FACP, FASCO ASCO amsisesss

Cancers Symposium

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org. KNOWLEDGE CONQUERS CANCER
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Combination therapy leads to longer median PFS

1.00+

Progression-Free Survival Probability

0.00+

Abiipred

COMPREHENSIVE
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0.751

0.504

0.254

Median (95% CI):
Abifpred: 8.6 (2.9, 17)

Ola: 14 (8.4, 20)

Abilpred + Ola: 39 (22, NR)

HR (95% CI):
Abilpred + Cla vs Abifpred: 0.33 (0.15, 0.72)
Abi/pred + Olavs Ola: 0.37 (0.17, 0.84)

4 | . . =

Proportional hazards assumption p-value: 0.06

Number at risk

12 18 24 30 38 42 48 54 60 68

Time Since Randomization, Months

19 11
21 19
21 18

7 ] 4 3 1 1 1 1 0 0
11 ] 3 1 1 1 0 0 0 0
15 13 9 8 7 5 5 3 3 1

Arm I(n=19) mm.mm

Median PFS, months (95% Cl)
Objective RR, % (95% Cl)
PSARR, % (95% CIl)

Undetectable PSA RR, % (95% Cl)

8.4 (2.9, 17) 14 (8.4, 20) 39 (22, NR)
22 (6.4, 48) 14 (3, 36) 33 (15, 57)
61 (36, 83) 67 (43, 85) 95 (76, 100)
17 (3.6, 41) 14 (3, 36) 33 (15, 57)

Treatment Arm
=+ Abi/pred

=+ Ola
== Abi/pred + Ola

Grade 3 and higher AEs
similar across groups (14-
21%)

All grade:

- abi/pred: 58%

- olaparib: 90%

- abi/pred + olaparib: 95%

Hussain et al Clin Cancer Res 2024
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ARV-766 PROTAC

= 20-25% of men with mCRPC develop mutations in AR E""gase T
LBDs
- L720H, H875Y, and T878A common & associated with @ \' )&

It( rative
. activity
poor prognosis - ‘JP S

Phase 2 cohort expansion
(part B)

Key eligibility criteria Key eligibility criteria

Progressive mCRPC * Progressive mCRPC

Ongoing ADT + Ongoing ADT

22 prior systemic therapies « 1-3 prior ARPIs

(including 21 ARPI) + <2 prior chemotherapy regimens
Treatment Treatment
* Ascending doses of ARV- + ARV-766 100 mg or 300 mg

766 (20-500 mg orally QD) orally QD (1:1 randomization)
Primary objective Primary objective
» Safety and tolerability of + Evaluate the antitumor activity of

ARV-766 to select RP2Ds ARV-766

D Petrylak ASCO 2024

COMPREHENSIVE 14
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ARV-766 monotherapy: patient characteristics & safety

- n:fs BD. n53 Total (N=123)
e Sdthucy 00/: Total Grade1 Grade2 Grade 3
of patients, n (%)
= Median prior lines of therapy: 4 Fatigue 41(33) 26(21) 12(10) 3(2)
Nausea 25(20) 16(13) 8(7) 1(1)
= In AR LBD cohort:
— Prior abiraterone only- 36% Cantiea 19(15) 13(11)  5@) 1(1)
- AR antag()nISt Only' 9% Increased blood
_ > 2 ARPis- 55% ol 18 (15) 14 (11) 4 (3) 0
— prior taxane- 58% Alopecia 17(14) 14(11) 3(2  NA
. D d
= No DLTs observed, MTD not reached in asg;ﬁf:e 13(11) 4@ 9 0
Phase |/Part A

D Petrylak ASCO 2024
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ARV-766 Monotherapy: Best Declines in PSA in Patients
With AR LBD Mutations?

100

& AR LBD (n=47)
PSA,=43%
PSA,,=51%

60

40

20

0
40 I
------------------------------------ : PSA50
-60

) PSA30

Best % PSA Change From Baseline

-80

-100

¥ncludes patients with 21 month of PSA follow-up.
AR=androgen receptor; LBD=ligand-binding domain; PSA=prostate-specific antigen; PSA;,=best PSA declines 230%; PSAg;=best PSA declines 250%.

D Petrylak ASCO 2024
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TRANSFORMER
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Progression on
Abiraterone

=

Continuous ADT

i Supraphysiologic
- 1 R T-Levels
= ) \
3 >1500
AR Levels Sweet Spot = 1200
> Q
2 P
'—E‘ © 1000 Rapid Cycling
E, * AR Protein Overexpression § o Between
= * AR Gene Amplification g Polar Extremes
& * Ligand independent AR variants 2 600
* AR Mutation . g _—
Androgen synthesis 5
“ 200 Castrate
3 T-Levels
ox )
J ¢ y v i ; 20 T 40 ko 80 100
-100 0 100 200 300 400 T-Injections
= o f (400 mg/month)  Days
AR Activity Inhibition Resistance

i
160 mg/day  Radiographic TR
x 28 d cycle Progression

Enzalutamide sl BAT or SOC mmmd P PSA
Screening /

Stratification
(> or S 6 m Abi)
Randomization

no significant differences in PFS,
PSAg,;, OR, OS in BAT versus

BAT s Enzalutamide mud = PSA enzalutamide

ression
400 mg IM ':,‘d'”"‘:"“’ oy 0L e
every28d rogression
rPFS PSA Response

Continuous LHRH agonist therapy Denmeade ASCO 2024
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Lack of AR alterations predicts worse outcomes with BAT

0S (%)

OS with no AR alterations

e BAT - median 19.3 mons

100 - -~ Enza - median not reached

75 -

50 4

25 1 HR (95% CI) =
4.38 (1.21-15.89)

P =0.025
0 iy T

0 6 12 18 24 30 36 42 48

No. atrisk Months after Randomization

COMPREHENSIVE
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BAT:16 16 13 10 7 4 1 0 0
Enza:13 13 121 8 6 4 0 0

Similar trends seen with PFS

Further trials with BAT open and accruing:
AcroBAT (oral testosterone)

OS with AR alterations

= BAT - median 29.6 mons

100 - - ENnza - median 24.1 mons

75 4

50 4

0S (%)

25 1 HR (95% CI) =
0.41 (0.16-1.03)

0 'P = ?.058 '

0 6 12 18 24 30 36 42 48
No. atrisk Months after Randomization
BAT44- 93 118 8 5 2 1 0

Enza:19 17 13 11 9 4 1 0 0

STEP-UP, APEX, BATRAD (+Radium-223),

Denmeade ASCO 2024
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Immunotherapy

= IMPACT Phase llI

— asymptomatic patients with
MCRPC

— prior to modern ARPI
— ~15% prior taxane

— OS benefit (25.8 v 21.7
months), no PFS or PSA
response benefit

= Can we use immune-based
approaches to optimize
prostate cancer treatment?
— BITE therapies
— CAR-T cells

COMPREHENSIVE
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| | A Primary Efficacy
e 100+
;/’ P 1 ‘;\_\
Patient // L o
=] L P APCs cultured 80+
— - Blood ' in vitro by
U Leukapheresi s 3
A X < =
- o O - r
- - § 60
Tar = 3
i § A
/ ‘s
i / > Sipuleucel T
/ Antiger up = 404
[\ | tuse and presented by APC / 4
| PAP s CD54 \r' g
I . ‘,X\' > // ) PAP-GM-CSF
| S é “) o g 20
\\ S A
\ % T cell ” ” 0
T ' T T L 1
N o filh 0 12 24 3 a8 60 72
‘ N\ 2 . Months since Randomization
& g P oA No. at Risk
o IS — Sipuleucel T 341 274 129 49 14 1
, Tcell T cells attach Placebo 171 123 55 19 4 1
APC & T p to cancer cells

22% relative reduction in risk of death
HR: 0.78; 95% CIl 0.61-0.98; p=0.03

Kantoff et al N Engl J Med 2010; 363: 411-422
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STEAP1 Bispecific T-cell Engager (BITE)- Xaluritamig

T scFv
N
2 Fab

T cell T cell

Xaluritamig CcD3
(2 Fab + 1 scFv)

o .. Granzyme T cell-

Cytokine release mediated
d L killing &
A apoptosis

STEAP1

expressed in 77-
83% of metastatic
prostate cancer

Prostate cancer cell Prostate cancer cell
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CANCER CENTER

Phase | monotherapy dose-
escalation study

Key patient characteristics:
= 96% ECOGO

= Most patients had at least 3
prior lines of therapy:

- 3:26%
- 4:26%
- >5:28%
= 15% with no prior taxane

= 4% with prior PSMA-
targeting radioligand therapy

= 53% with visceral mets

WK Kelly et al Cancer Discovery 2024
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Xaluritamig safety

TEAE {n = 87) vs. TRAE {n = 94)
Incidenca rate =220% for TEAE and TRAE combined

CRS

Fabigue

Myaigia

Pyraxia

Anamia

Decreased appatile
Rash

CRS incidence & grade

Leagrade W1 H2 3 4 W5

Arthralgia
Hypophasphalemia
Maugaa

Diaraa
Constipation

Back pain

AST ncreasad
Hypatension
Musculan wishknass
Chills

Pain in extramity
Hyponatramia
Edema paripheral
Rash maculopagpular
Dizzinass

Viamiting
Abdominal pain
ALT ncreasad
Hypeartension
Hiypakalamia
Headache
Hypocalcamia

Pain

Cohorts Cohorls Cohort Cohort Cohort Cohort Ciohort Caohort Cohort Cohaort
14 Gand 8 5 Ta b Te ] 1 12 12

Girade 91.7

4 734 715

5r2

Lo '

2
20 - 0
9.1 10 : gt

=

N 131211 1110 & 08 8 1512 11 1211 9 TTE 5 5

B g, Bty [ i b 8 B
ool Pebd? fubdPaddink Botdk Sdhn Sukdie? Pol idbdel Py J_‘ {I}' é\ <I:~ I {; ‘-]?!a‘[-" {L EI-.!:»:'-" ; C';&l_' -.':T' 'C:}: I L!\ J_l
Patient incidencs rate ol LG GG GG TR SRy 9%

Cycle of treatment

L ] |
= K3 L
Patients, %
o =
1 1
ha
o
(=} ]
3
n
W
=J
i
]
N
O [ =
]
o)
@
-]

W=
ke K
N

w2
1?—'@
)59-‘”

MTD: 1.5 mg IV weekly (3-step)- cohorts 11/12

WK Kelly et al Cancer Discovery 2024
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Xaluritamig efficacy

138 High-dose cohorts M Low-dose cohorts PSAg,: low dose cohort: 40%, high-dose: 59%

140 -
120
100
80
60
40
20 A

—20 4
—40 -
-60 -
—80 -

=100

% Change from baseline in PSA

Xaluritamig (N = 87)

= DCR was 63% in low dose cohort and 79% in high dose cohort
— PR: 3% in low dose cohort, 41% in high dose cohort

WK Kelly et al Cancer Discovery 2024
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PSCA CAR-T cell therapy

l T cell manufacturing L inf LTFU
———— * ) at1year
=] 12-17 days ’

=
>

= Prostate stem cell antigen (PSCA)- commonly and

T T L T T U T - T
°°°°°° t Screening 4-3 01 7 14 21 28 30  Monthly
» ~ »

robustly expressed tumor associated antigen lffT Y, "'TBt y

I Imaging Imaging |
I

Disease staging and correlatives

= Phase | study at CoH to evaluate safety and DLTs
associated with PSCA CART (primary endpoints) E—
= Secondary endpoints: e I
. i Low PSCA expression (n = 4)
— expansion & persistence of CART cells
— disease response

Participants enrolled and leukapheresis

Survival o
Withdrew consent after amendment
reducing LD (n=1)
Patient deterioration in status, did not
meet eligibility (n =7)
— Participants received CAR T cell infusion
u n - 14 (n=14)

Cohorts

= Most patients had received prior enzalutamide or S
abiraterone (or bother), most patients had received a o
prlor taxane- DL2: LD +100 M

" 5_0% had visceral disease, 20% had lymph node only
isease

T Dorff et al Nat Med 2024
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PSCA CAR-T cell therapy Results

= Safety:
— Maximum CRS was Grade 2

— 2 DLTs of non-infectious cystitis at
DL2 - led to amendment for reduced
lymphodepletion dose

— No DLTs at DL3 (n=5)
« 50% CRS
« 60% Grade 3+ neutropenia

T Dorff et al Nat Med 2024
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Change from baseline (%)

UPN 394 (DL3)

PSA responses

143.95
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The optimal strategy Is personalized

Castration Resistant Prostate Cancer Considerations:
- therapy received in the hormone-

abiraterone + prednisone (COU- HRR deficient sensitive context
AA-302) et 4 o - HRRm status (and possibly others
enzalutamide (PREVAIL) olaparib +/- abiraterone :
niraparib + abiraterone soon like AR LBD)
docetaxel (TAX327) rucaparib _ - taxane candidacy
cabazitaxel (CARD, TROPIC) talazoparib + enzalutamide - current cancer-related symptoms
sipuleucel-T (MPACT) taxane/ARPI refractory: - cllnl_cal trl_al candidacy
Lu 177 vipivotide tetraxetan - quality of life
radium-223 (ALSYMPCA) (VISION) - financial toxicity
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Thank you
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