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VISION

Hazard ratio: 0.40
(99.2% CI: 0.29, 0.57)
p <0.001 (one-sided)

Median 8.7 vs 3.4 months

— ""Lu-PSMA-617 + SOC (n = 385)

Event-free probability (%)

SOC alone (n = 196)
012345678 91011121314 151617 181920212223
) ) Time from randomization (months)
Number of patients still at risk

TLU-PSMAB17 + SOC 385 373 362 292 272 235 215 194 182 146 137121 88 83 71 51 49 37 21 18 6 1 1 0

Hazard ratio: 0.62
(95% ClI: 0.52, 0.74)
p <0.001 (one-sided)

Median 15.3 vs 11.3 months

Event-free probability (%)

1 -+ 7Lu-Psma-617 + sOC (n = 551)
SOC alone (n = 280)

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
B Time from randomization (months)
Number of patients still at risk

TLu-PSMA617+S0C 551 535 506 470 425 377 332 289 236 166 112 63 36 15 5 2 0

rPFS

OS

PSMAFore

Primary analysis?
Second interim analysis®

HR: 0.41 (95% CI: 0.29, 0.56); p < 0.0001
HR: 0.43 (95% CI: 0.33, 0.54)

= s 177 u-PSMA-617
& s (n = 234)
2 80 Events,n 115 (49.1%)
3 Median, months 12.02
2 60 (95% Cl) (9.30, 14.42)
§ 40
5 20| —="Lu-PSMA-617
i
0 2 4 6 8 10 12 14 16 18 20 22
Time from randomization (months)
Number of patients still at risk
234 216 174 150 125 82 64 45 20 10 2 0
1004 1+ ...,__k\‘ HR: 0.98 (95% CI: 0.75, 1.28) 171 y.PSMA-617

., (n=234)
Events,n 104 (44.4%)

Event-free probability (%)
D

W, NeRTIGBGY (1975, NE)
t (] .19,
40+
204 LuPSMAG17 Crossover:
1341234 (57.3%) in ARPI change group
0 1341173 (77.5%) eligible patients
0246 8101214161820 22 24 26 28 30 32

RPSFT crossover-adjusted OS analysis
+ HR:0.98 (95% CI: 0.76, 1.27)

+ No difference versus the TT analysis because
RPSFT cannot adiust for crossover confoundina in the

Time (months)

No. of subjects still at risk

234 228 224 218 209 200 181 167 150 116 81 65 33 21 11 0 0

Sartor O, et al. New Engl J Med. 2021;385:1091-1103. Sartor O, et al. , ESMO 2024
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PSMAFore: Time to HRQoL worsening at second interim analysis

Event-free probability (%)

FACT-P total score?

177Lu-PSMA-617
_ o]
S Events,n 167 (71.4%)
2 801 Median, months 7.46
= (95% CI)  (6.08, 8.51)
% 60- HR: 0.59 (95% CI: 0.47, 0.72)
a
o 404
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2 —~ 7Lu-PSMA-617
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T T T T T

0 2 4 6 8 10 12 14 16 18 20
Time (months)
No. of subjects still at risk

234 199 160 130 101 38 12 7 s 1 0

Time to worsening in pain intensity?

H 17Lu-PSMA-617
100 (n = 234)
80 Events,n 180 (76.9%)
Median, months 5.03
60 (95% Cl) (4.40, 6.87)
- HR: 0.69 (95% CI: 0.56, 0.85)
201 L mypsmast?
0 .
0 2 4 6 g8 10 12 14 16 18 20
Time (months)
No. of subjects still at risk
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Event-free probability (%

EQ-5D-5L utility score

177Lu-PSMA-617|
(n=234)

Events,n 173 (73.9%)
80 Median, months 6.14

(95% Cl) (4.70,7.92)
60- HR: 0.61 (95% CI: 0.50, 0.76)
40-
20

- 77 u-PSMA-617
0-

0 2 4 6 8 10 12 14 16 18 20
Time (months)
No. of subjects still at risk

234 189 147 117 94 35 13 i 1 0 0

Time to worsening in pain interference

177 u-PSMA-617
n =234

80
Events,n 172 (73.5%)
Median, months 565
601 (95% Cl) (457, 6.97)
HR: 0.67 (95% CI: 0.54, 0.83)
40+
20+
- 77 y-PSMA-617
0-
0 2 4 6 8 10 12 14 16 18 20

Time (months)



PSMA Fore vs. SPLASH: Same treatment space, design, and target:
Different doses. Different results.

Median rPFS: PSMA Fore: 12.02
months vs. SPLASH 9.5 months

Intervention:
Lu-177 PSMA small molecule

Design: Lu-177 PSMA vs. ARPI

Primary Endpoint: rPFS

Dose:
PSMA Fore: 7.4 GBqg q 6w x 6 = 44 GBq
Splash: 6.8 Gbg g 8 x4 =27 GBq (40%
dose reduction)

Event Free Probability

0.0

7]-PNT2002
EnzalAbi

Primary Endpoint - rPFS: Primary Analysis

1.0 Censore d
17— g:;x;vnnnoz 1"LU-PNT20 02 A“Aeg;:te
5 (n = 276) (n=136)
£ 071
é 0.6 Events,n 162 (58.7%) @ 96 (70.6%)
‘s 051
% 041 ypi(gan 9.5months | 6.0 months
& 03
o (95% CI) (7.4,10.0) (4.7,7.9)
014 i
. mfl‘ilva:up 11.1 months | 12.9 months
P 1234567 sonnnnunnrwennznn @wc) (0L116 (102159

Months from Randomization
Number of subjects at risk
177-PNT2002 276 270 266 179 172 159 146 131 119 12 72 57 34 29 22 16 14 12 4 2 1 1
Enzal/Abi 136 128 115 84 72 67 57 52 42 38 27 24 18 14 9 8 5 2 1 0 0 0

0.6

0.4

0.2

X Censored

[Lu-1771-PNT2002
—————— EnzalAbi
T

012 3 456 7 8 9 1 1 1213 14 1516 17 18 19 20 21 22 23 24 25
X X Months from Randomization

Number of subjects at risk

276 272 271 266 260 257 254 251 242 234 222 196 161 131 107 91 78 67 44 27 19 1 6 3

10
136 132 132 128 126 124 121 119 115 111 110 100 79 67 55 46 35 25 18 1 6 3 2 2 1 0

HR: 0.71 (95% CI: 0.5, 0.92)

I p =0.0088

177 y-PNT2002 Alternate ARPI

(n = 276) (n = 136)
. 20.8 months NE
Median0S | “us e ney (NE, NE)

HR: 1.11 (5% CI: 0.73, 1.69);
p=0.6154

* Overlapping OS KM curves
suggests potential violation of the
“common treatment effect”
assumption in RPSFTM method



UpFrontPSMA: Sequential ['""Lu]Lu-PSMA-617- docetaxel versus docetaxel in mHSPC

1% Median (95% Cl)
90 LUPSMA + Docetaxel: 31 (14, NE)
= 80 Docetaxel: 20 (14, 23)
« mHSPC LuPSMA x2 -> Docetaxel x 6 g 70
3 60
« High tumor PSMA g w0
uptake and high- g 4 -
volume disease Docetaxel x 6 g 3
o = | uPSMA + Docetaxel
:- 20 = Docetaxel
g 10 HR 0.60 (95% Cl: 0.37-0.98); p=0.039
0
Months fi domisati
Undetectable PSA at week 41% (95% CI 30-54) 16% o onihe from randomisation
48, % (95% Cl 9-28) _ Median (95% Cl)
S 90 LuPSMA + Docetaxel: Not estimable
OR 3.88 (95% Cl 1.61-9.38); p=0.002 = - Docetaxel: 22 (17, 28)
Undetectable PSA at any 51% (95% CI 39-63) 32% (95% Cl 22-45) E "
time point, % OR 2.14 (95% C11.03-4.46); p=0.042 g o
Undetectable PSA at week 17% (95% C1 10-29) 18% (95% CI 10-29) A .
12,% OR 0.94 (95% C 0.37-2.36); p=0.895 i
5 40
o
é 30
. . '_g : LUPSMA + Docetaxel
« Freedom from castration-resistance HR 0.60 (p=0.03) g Reies)
« No difference in FACT-P QOL § 10 HR 0.58 (95% Cl: 0.32-1.05); p=0.067
0

* No difference in OS 0 6 12 18 % 30 3

Months from randomisation



PSMA Addition

Screening Treatment*
Patient population
« Untroated or minimally troatoc® SOC +
mHSPC "Lu-PSMA-617 -

Post- Survivel
treatment FU
FU
Safety FU (up to
30 days) =

long-term safety Safety FU
FU (12 months) » every
90 days

+

Efficacy FU
(if end of
treatment was
any reason
otherthan # PDbyBIRC
documented PD

by BIRC)

Dhiantravan N, et al. BJU Int. 2021 Sep;128(3):331-342.
Sartor et al., JCO Volume 40, Number 6_suppl 2022



EORTC-GUCG 1333 (PEACE-3)

Study population

+ Patients with mCRPC
and bone metastases

» Asymptomatic or
mildly symptomatic*

*WHO PS of 0 or 1

*No prior treatment
with enzalutamide or
Ra223

*No known visceral
metastases

*Ongoing ADT

*defined as brief pain inventory WP24 score < 4
** original target accrual N=560, adapted for slow accrual

N=446*

ERREM ™™
2024

\

Ra223
55 kBq/kg iv every 4 weeks Primary endpoint \

for 6 cycles plus

5 * rPFS
Enzalutamide 160 mg od
Key secondary
Stratification factors endpoints
« Country » Safety
- Baseline pain (BPI worst pain 0-1 vs 2-3) « Overall Survival

+ Prior docetaxel (yes vs no)
+ Use of bone protecting agents
- Prior abiraterone (yes vs no)

« Time to next treatment
Time to pain progression
Time to first SSE
(symptomatic skeletal

Enzalutamide 160 mg od ﬁ\L//

Use of bone protecting agents (BPA) made mandatory
(after inclusion of 119 patients)

Baseline characteristics
446 patients enrolled in 12 countries, 11/2015 to 03/2023, median follow-up: 42.2 months

Enza+Ra223 Enza
(N=222) (N=224)
N (%) N (%)
Age, Median (range) years 70.0 (43.0 - 90.0) 70.0 (47.0 - 90.0)
PSA, Median (Q25-Q75) ng/mL 253 (6.5-68.8) 23.0 (8.5-54.9)
WHO Performance status 0 152 (69) 154 (69)
|Prior docetaxel() 67 (30.2) 66 (30)
? |Prior abiraterone() 4(2) 7(3)
Bone lesions(?)
<10 109 (49) 105 (47)
210 93 (42) 99 (44)
Missing or diffuse lesions 20(9) 20(9)
Alkaline phosphatase
<ULN 127 (57) 107 (48)
>ULN 82 (37) 110 (49)
Missing 13 (6) 73)
Extra-skeletal disease at baseline 77 (35) 731(88)

1) Prior docetaxel or abiraterone was allowed for mMHSPC
@ Per imaging guidelines, the type of bone lesions is reported by a radiologist and classified into focal, diffuse or equivocal. Only

focal bone lesions can be counted

Primary endpoint: rPFS

100 4

90+

0
0 é 1I2 1‘8 2‘4 3‘0 3‘6 4‘2 4‘85‘46‘0 5‘6 72
Time in months
Patients-at-Risk (No. Cumulative Events)
Enza- 224 (0) 122(84) 52(128) 13(150) 7(155) 3(158) 0(160)
Enza+Ra223- 222(0) 138(65) 64(107) 32(123) 19(131) 9(135) 3(137)

Radiological Progression Free Survival (%)
@
3
I

"Enzalutamide!

Arm

Enzalutamide + Ra223

Enzalutamide + Ra223

n/N Median (95%Cl)

139/222 19.4 (17.1-25.3) mo

24mo rPFS:
36% vs. 45%

Enzalutamide 160/224 16.4 (13.8-19.2) mo
HR (95%Cl) 0.69 (0.54-0.87)
Log-Rank p-value 0.0009

Assumption of proportional hazard achieved

Overall Survival at interim analysis (80% of OS events)

Overall Survival (%)

Enza-
Enza+Ra223-

Arm n/N Median (95%Cl)

Enzalutamide

+ Ra223 110/222

42.3 (36.8-49.1) mo

Enzalutamide 129/224  35.0 (28.8-38.9) mo

HR (95%Cl) 0.69 (0.52-0.90)

Log-Rank p-
value

0.0031

100 4

90

£04 Enzalutamide + Ra223

70

60

50

40

30

20 3

T .
10 L.
0 T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72
Time in months
Patients-at-Risk (No. Cumulative Events)

224(0) 206(15) 107(64) 58(90) 30(112) 14(123) 1(129)
222(0) 194(21) 114(53) 71(73) 43(90) 23(101) 12(105)

Pre-set level of significance for interim analysis
was < 0.0034

*  Due to non-proportional hazards plus lack of
unequivocal significance for RMST (restricted
mean survival time) sensitivity analysis, study will
continue to final OS analysis




New target: hK2 actinium w/o xerostomia
JNJ-69086420 Induces Deep and Durable PSA Responses

All cohorts (N = 75)

JNJ-69086420 is

a particles On treatment
i as of cutoff
induce pon S

tumor cell

death

o’ internalized, ——
X emitting All cohorts (N = 75) } i
a particles that ]
HCi
x cause damage 10 At 250 pCi dose level (n = 36) 3
S within 50 ym 75 - 44% confirmed PSA502 Lo
* 9% confirmed PSA90 200 uCi
z .’,Q X + 18% RECIST ORR (1 CR, 2 PR; n/N=3/17)b
‘ \\ ( \ < 250 uCi
tn*\ ‘g 300 uCi
- E 400 uCi
JNJ-69086420 "’Q r g First PSA50
binds to hK2 yhy : for contirin
on the cancer y g s
=

cell

=50 uCi IV ® 100 pCi IV ® 150 uCi IV ™ 200 uCi IV ® 250 uCi IV ™300 uCi IV ®400 p CilV

FConfirmed by another reduction 3 weeks or later. N = 32 subjects who were on treatment for 212 weeks or discontinued treatment or

sed on RECIST, without evidence of bone progression based on PCWG3.

Safety | TEAEs of Interest

Al participants
N=75

Adverse events
Any grade (%)  Grade 23 (%)
61.3
1.3

4

Any TEAE (in 220%)

Fatigue

Decreased appetite
Nausea
Leukopenia
Vomiting
Cough
Dyspnea
Diarrhea
Hypertension
Dry mouth
Back pain
LD*
Serious TEAE/TRAE (%)
TEAE/TRAE leading to discontinuation (%)
TEAE/TRAE leading to death® (%)

0
7
0
i
3

0

2.
8,
-
1
13
9.3

0
27
5.3
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GRAND VIEW RESEARCH

U.S. Prostate Cancer Nuclear Medicine

Diagnostics Market
Size, by Type, 2020 - 2030 (USD Million)

9.2%

$75.1M

2020 2021 2022 2023 2024 2025 2026 2027 2028 2029 2030
@® SPECT PET

2023 - 2030

Report Insights

as valued ot

S $8 Billion
=S
2023 CAGR 10.6% $21.8
Billion

Market v

Projected to reach

95 $21.8 Billion
= %4l

2033
aillion
Growing at a CAGR
nﬁﬁ 10.6% From
ik i 2023 2024 2025 2026 2027 2028 2029 2030 2031 202 2033
Radiopharmaceuticals Market Allied Market Research

Report Code: A14458 © All right reserved

https://www.grandviewresearch.com/industry-analysis/us-prostate-cancer-nuclear-
medicine-diagnostics-market
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