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Clinical States of Prostate Cancer

Death from prostate cancer

Death from other causes

10-15 years +



Treatment Landscape: 2024

Androgen Deprivation Therapy

Denosumab, Zoledronic Acid

Surgery / PARP inhibitors (~23%)
Radiation

Darolutamide

Apalutamide
Enzalutamide

Abiraterone

Androgen Death

Deprivation

Local Therapies After /

Therapy LHRH Agonists

and Antiandrogens
i.j\

Docetaxel _ Docetaxel Cabazitaxel

Pembrolizumab (~3%)




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

B particle emission

DNA damage

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

> Prostate cancer cell

and neighbouring
cell death



The NEW ENGLAND JOURNAL of MEDICINE

|‘ ORIGINAL ARTICLE ‘|

Lutetium-177-PSMA-617 for Metastatic
Castration-Resistant Prostate Cancer

O. Sartor, J. de Bono, K.N. Chi, K. Fizazi, K. Herrmann, K. Rahbar, S.T. Tagawa,
L.T. Nordquist, N. Vaishampayan, G. El-Haddad, C.H. Park, T.M. Beer,
A. Armour, W.). Pérez-Contreras, M. DeSilvio, E. Kpamegan, G. Gericke,

R.A. Messmann, M.J. Morris, and B.). Krause, for the VISION Investigators®

Yalelg rﬁgp. ap'lnilallz'tngli MX@J@C NjE 2021.

Smilow Cancer



VISION: Eligible pts had > 1 PSMA (+) met lesion
and no sig PSMA (-) lesions

Eligible patients
A Previous treatment with both

A O 1 androgen rece
pathway inhibitor

A 1 or 2 taxane regimens

A Protocol-permitted standard of care
(SOC) planned before randomization Centrally read PSMA PET imaging criteria

A Excluding chemotherapy )
immunotherapy, radium-223, A O 1 P[®atike metastatic lesion

investigational drugs A Positive = 8Ga uptake > liver

A ECOG performance status 0i 2 _ _ _
A Lif ¢ -6 h A No PSMA-negative metastatic lesions
e expectancy ~ o montns A Bone with soft tissue

A PSMA-positive mCRPC on PET/CT ALymph node O 2.5 cm

with 68Ga-PSMA-11 A Solid organ O 1.0 c¢cm

c ofmp o n



Open-label protocol-permitted SOC N177Lu-PSMA-
617 iIn PSMA-positive mCRPC

Eligible patients
A Previous treatment with both

A O 1 androgen
pathway inhibitor
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A 1 or 2 taxane regimens Protocol-permitted SOC
A Protocol-permitted standard of care alone
(SOC) planned before randomization
A Excluding chemotherapy

immunotherapy, radium-223, A Randomization stratified by A CT/MRI/bone scans
investigational drugs

) A ECOG status (0i 1 or 2) A Every 8 weeks (treatment)
A ECOG performance status 0i 2 A LDH (high or low) A Every 12 weeks (follow-
A Life expectancy > 6 months A Liver metastases (yes or no) up)
A PSMA-positive mMCRPC on PET/CT A Androgen receptor pathway A Blinded independent
inhibitors in SOC (yes or no) central review

with 88Ga-PSMA-11



Primary endpoints: *’"Lu-PSMA-617 improved rPFS

1004 -
_ : 90 -
| P”mar_y < g0 Hazard ratio: 0.40
analysis < (99.2% Cl: 0.29, 0.57)
T rPFS = 707 p < 0.001 (one-sided)
analysis set S 60+
_ o Median 8.7 vs 3.4 months
| (n=1581) S 50-
Q
2 40- —— 77Ly-PSMA-617 + SOC (n = 385)
£ 30-
O
>
I 20-
10 SOC alone (n = 196)
0 [ I I I 1 [ [ [ I [ [ I I I I [ [ I I

I I I [ [
0123456 7 8 91011121314 1516 17 18 19 20 21 22 23
Time from randomization (months)

Number of patients still at risk
7Lu-PSMA-617 + SOC 385 373 362 292 272 235 215194 182 146 137121 88 83 71 51 49 37 21 18 6 1 1 0

Sartor O, et alN Engl J Medlun 23, 2021.
Morris M, et al. ASCO 2021. Abstract LBAA4.



Primary endpoints: /Lu-PSMA-617 prolonged OS

100
. 90
Prlmary Q . Hazard ratio: 0.62
analysis Z (95% Cl: 0.52, 0.74)
1 Allrandomized = - p < 0.001 (one-sided)
patients g o Median 15.3 vs 11.3 month
e~ edian .0 VS .9 Montns
1 (N=2831) Q. 507
qqé 40 -
"é 30
2
Wl 204
—— 177Lu-PSMA-617 + SOC (n = 551)
107 SOC alone (n = 280)
0 I I 1 | 1 | 1 | | I I | I I 1 I I

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 3
Time from randomization (months)

Number of patients still at risk
"TLu-PSMA-617+SOC 551 535 506 470 425 377 332 289 236 166 112 63 36 15 5 2 0

Sartor O, et alN Engl J Medlun 23, 2021.
Morris M, et al. ASCO 2021. Abstract LBAA4.



Secondary endpoint: RECIST responses favored
L77Lu-PSMA-617 arm in measurable dz

50% —

46.9% 45 3%
41.8%
o 40%- B soc aone (n=64)
5 35.3%
= I 77Lu-PSMA-617 + SOC (n = 184)
o 30%
©
5
B 20% -
8
o 13.0%
O 10%— 9.2%
3.1% 4.7%
Complete Partial Stable Progressive Unknown
response response disease disease

Best overall response per RECIST v1.1



Best percentage change from baseline (PSA) (%)

Secondary endpoint: PSA responses favored
L7Lu-PSMA-617 arm among evaluable pts

100 - 77Lu-PSMA-617 + SOC (n = 333)

SOC alone (n = 138)

I

50 -

25 -

Confirmed decrease Confirmed decrease

N
o
o
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TEAE grouped as topics of interest: no
unexpected or concerning safety signals

Patients, n (%)

Fatigue
Bone marrow suppression

Leukopenia
Lymphopenia
Anemia
Thrombocytopenia

Dry mouth

Nausea and vomiting

Renal effects

Second primary malignancies

Intracranial hemorrhage

260 (49.1)
251 (47.4)

66 (12.5)
75 (14.2)
168 (31.8)
91 (17.2)

208 (39.3)
208 (39.3)
46 (8.7)
11 (2.1)

7 (1.3)

All grades

60 (29.3)
36 (17.6)

4 (2.0
8 (3.9)
27 (13.2)
9 (4.4)

2 (1.0)
35 (17.1)
12 (5.9)
2 (1.0)
3 (1.5)

37 (7.0) 5
124 (23.4) 14
13 (2.5) 1
41 (7.8) 1
68 (12.9) 10
42 (7.9) 2
0 (0.0 0
8 (1.5) 1
18 (3.4) 6
4 (0.8) 1
5 (0.9) 2

Grade %5




Conclusions: VISION Study

A Addingt"LuPSMAc mT (2 aal FSfteé O2YOoOAYIl of ¢
patients with mCRPC after androgen receptor pathway inhibition and
chemotherapy

Extended overall survival

]
1 Delayed radiographic disease progression

A "LuPSMA617 was generally well tolerated

A TLuPSMAG17 is a new treatment option in patients withCRP@ostARPI
and postchemo



Exceptional Responder to Lu-177 PSMA

A

. PSA:880 !

68GaPSMA1l YLuPSMAG6l7 68GaPSMAl1ll 68GaPSMA1l
‘.‘. .\ p' j - s 4 .~ o'
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D“"SJ
f Y ) 4 : 2

Pretreatment

1 Day Post

1 month Post

3 months Post

Iravani Prost Cancer Prost Dis 23, pages 381 52 (2020)



Poor Candidates for PSMA RLTs

Low PSMA-avidity Discordant non-PSMA-avid/FDG- Discordant non-PSMA-avid/FDG-
avid in Bone avid in Soft tissue

PSMA PET FDG PET PSMA PET FDG PET PSMA PET FDG PET

IravaniProst Cancer Prost I8, pages38c52 (2020)



PSMAFore Trial (pre-Docetaxel mCRPC)

Patient population

« MCRPC with disease progression _
on previous ARPI therapy? 177 4. PSMAB17 Secondary/exploratory endpoints

 No previous taxane in CRPC or Q6W x 6 » OS (key secondary endpoint)
HSPC setting » Safety

« PSMA-positive on . PFS
[**Ga]Ga-PSMA-11 PET/CT® « rPFS2 for crossover patients

* ORR, DCR (RECIST v1.1)
Crossover » Duration of response

Stratification factors allowed upon Primary - PSA50 response rate

* Previous ARPI use in CRPC vs : radiographic SREpONE « Time to first symptomatic

HSPC progression PFS skeletal event

o Asymptomatic/mildly symptomatic « Time to PSA progression
vs symptomatic patients » Time to soft-tissue progression

Changein » Time to pain progression
ARPI treatment » HRQoL (FACT-P, EQ-5D-5L, BPI-SF)




PSMAfore rPFS: Lu-1771 PSMA-617 vs ARPI Change In
Taxane-Naive Patients With mCRPC

Events, n/n (%)

Updated rPFS in prespecified subgroups iR 05901
. ‘

177 11 All patients —e— : 043 (033, 054) 155/234 (49.1) 168/234 (71.8)
L;"n F;Sz'g?;e 17 AR("F: I:g;:)ge Previous ARP| setting CRPC e § 040(0.30,052) 90/190 (47.4)  139/190 (732)
HSPC — 057 (033,098) 25/44 (56.8) 29/44 (65.9)
Events, n 115 (49 1 0/;3) 168 (71 _8%) Symptomatology Asymptomatic or mildly symptomatic +~—— : 040 (0.30,053) 76/165(46.1) 124/166 (74.7)
Symptomatic —— 051(032,079) 39/69 (56.5) 44/68 (64.7)
Median rPFS 12.02 months 5.59 months Race White —a— | 041(032,053) 103/211 (48.8) 156/214 (72.9)
—~ 100 - (95% CI) (9.30, 14.42) (4.17, 5.95) Black or African American § 076(0.10,551) 217 (28.6) 2/5 (40.0)
& Asian ; NE (NE, NE) 0/1 (0.0) 0/2 (0.0)
> 80 - Other . ; 043(0.16,117)  10/15 (66.7) 10/13 (76.9)
= Age <65 years ——— 046 (027,078) 32/50 (64.0) 32/44 (712.7)
S 60 > 65 years —— ; 038 (028, 050) 83/184 (45.1)  136/190 (71.6)
<] Liver metastases at baseline Yes i 0.42(0.11, 1.61) 5T (71.4) 9/10 (90.0)
o No —— g 0.43(0.33,055) 110/227 (48.5) 159/224 (71.0)
§ 40 - e Baseline PSA level < median —.— 042 (029,060) 44/106(415)  80/122 (B5.6)
& -~ ﬂ‘h B el — ; 040(0.29,0.56) 67/123 (545)  83/106 (78.3)
S 50l —=—"Lu-PSMA-617 et R R — <8 : 055(0.10,3.09)  3/5(60.0) 5/6 (83.3)
o M e 26 —.— : 042(0.32,054) 108/220(49.1) 1521211 (72.0)
laa Baseline LDH level <260 UL —— i 0.41(0.31,054) 86/177 (48.6) 139/195(71.3)
0 . - . T T T > 260 IU/L . 053(027,107) 21/37 (56.8) 16122 (72.7)
8 10 12 14 18 20 Region North America —i 052(029,092) 20/47 (426)  33/52(63.5)
Time from randomization (months) Europe —— ; 040 (0.31,053) 95/187(50.8) 135/182(74.2)
Number of patients still at risk Concurrent radiotherapy Yes ; 1.67 (059, 4.74) 6/9 (66.7) 26/36 (72.2)
No —— ; 040 (0.31,052) 109/225 (48.4) 142/198 (71.7)
234 125 82 64 45 10 - 0 Previous ARPI Abiraterone — 047 (0.33,066) 57/119(47.9)  86/130 (66.2)
234 65 36 21 12 4 1 Enzalutamide e i 035(024,052) 46/94 (48.9)  67/34 (79.8)
0125 025 05 1 2 4 8
+—— Favours 77Lu-PSMA-617 HR (95% Cl) Favours ARPI change ——»

Sartor O, et al. ESMO 2023. Abstract LBA13. 18



PSMAfore OS: Lu-1771 PSMA-617 vs ARPI Change In
axane-Nalive Patients With mCRPC

100 ooy HR: 0.98 (95% CI: 0.75, 1.28) 1771 u-PSMA-617
g, (n = 234)
80+ \\\ Events, n 104 (44.4%)
S Median, months 23.66
S (95% Cl)  (19.75, NE)

I
<

Crossover:

134/234 (57.3%) in ARPI change group
134/173 (77.5%) eligible patients

N
T

-+ 77 u-PSMA-617

o
1

Event-free probability (%)
(0)}
g

0 246 810 12_ 14 16 18 20 22 24 26 28 30 32 RPSFT crossover-adjusted OS analysis
Time (months) HR: 0.98 (95% CI: 0.76, 1.27)

No difference versus the ITT analysis because
234 228 224 218 209 200 181 167 150 116 81 65 33 21 11 0 O RPSFT cannot adjust for crossover confoundingin the

context of overlapping ITT curves

No. of subjects still at risk

FizazK, et al. ASCO 2024. Abstract 5003. 19



2024 ASCO

ANNUAL MEETING

Baseline ctDNA analyses and associations with outcomes in
taxane-naive patients with mCRPC treated with
["7Lu]Lu-PSMA-617 versus change of ARPI in PSMAfore

Presenter: Johann S de Bono
The Institute of Cancer Research and The Royal Marsden Hospital, London, UK

Co-authors: MJ Morris, O Sartor, XX Wei, K Fizazi, K Herrmann, JM Piulats, H Mahammed,i,
C Logothetis, D George, L Eldjerou, CC Wong, L Barys, N Rajagopal, T Rodosthenous and
KN Chi, on behalf of the PSMAfore investigators

] presenten Bv: Johann S de Bono AS O “““““““““““““““““
2024 ASCO #ASCO24 ( CCCCCCCCCCCCCCCC
Presentation is property of the author and ASCO. Permission required for reuse;

ANNUAL MEETING contact permissions@asco.org KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



PSMAfore: a phase 3, randomized trial of
77Lu-PSMA-617 versus ARPI change in taxane-naive mCRPC
that met its primary endpoint

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

ENDPOINTS

Primary

« rPFS

Selected secondary
* OS (key)

Crossover allowed
upon radiographic

DT

« PSA50

Selected exploratory

 RECIST response

« “Biomarker
associations

progression by BICR

ARPI change
abiraterone or enzalutamide

2024 ASCO #ASCO24 presenTED BY: Johann S de Bono ASCO AMERICAN SOCIETY OF

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Higher baseline ctDNA fraction was associated with shorter
rPFS regardless of treatment received

Analysis of overall population

100 - Events/patients, Median rPFS,
n/n months (95% CI)
; 47/90 13.63
—~ 80 - < 0.5% ctDNA fraction (6.57-17.15)
o R
5 = > 0.5% CtDNA fraction [EERELALF: (3.61-8.11)
T 2 60 -
Q9
ks
c
o -
g = 0
o>
Q O
g s
a3 20A
0 I I I 1 1 I 1 1 I I 1
0 2 4 6 8 10 12 14 16 18 20 22
Time since randomization (months)
Number of patients still at risk
90 86 70 52 49 33 24 18 9 5 0 0
162 134 80 59 ER 23 12 8 5 3 2 0
2024 ASCO presenten Bv: Johann S de Bono A  AMERICAN SOCKETY OF
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNO§LE§GQONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Presence of 8q amplification, AR amplification or TP53
deleterious alteration was associated with lack of tumor
response

prevalence in
samples with 177Lu-PSMA-617 ARPI change 177Lu-PSMA-617 ARPJ change

>0.5% ctDNA
fraction, n/N (%) Nens Responder plelis Responder hlon: Responder homs Responder
responder responder responder responder

1/6 (16.7)

11/56 (19.6)

7/22(31.8)  0/12(0.0) |10/36(27.8) 1/2(50.0) | 7/33(21.2) 4/29(13.8)

8q amplification

1/2 (50.0) [ 15/33 (45.5) 8/29(27.6) §27/56(48.2) 2/6 (33.3)

20/36 (63.9)

1/12 (8.3)

AR ampilification 10/22 (45.5)

;I;?gtidoer:etenous 8/22 (36.4) 2/12(16.7) §15/36 (41.7) 1/2(50.0) § 12/33(36.4) 10/29 (34.5) §23/56 (41.1) 1/6 (16.7)
2024 ASCO presented B: Johann S de Bono A | AMERICAN SOCIETY OF
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNO§LE§GQONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Conclusions

In patients with taxane-naive mCRPC:

« Higher baseline ctDNA fraction was associated with shorter rPFS across both
treatment arms

« Patients receiving '7"Lu-PSMA-617 had longer rPFS compared with ARPI
change regardless of baseline ctDNA fraction

« Early ctDNA fraction dynamics informs on rPFS and tumor response

« 8q amplification, AR amplification and TP53 deleterious alteration are
prognostic biomarkers that were associated with shorter rPFS and decreased
tumor response in the "77Lu-PSMA-617 arm

. " AMERICAN SOCIETY OF
2024 ASCO #ASCO24 presenTED BY: Johann S de Bono AS‘ O OOOOOOOOOOOOOOOO
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



SPLASH: *"’Lu-PNT2002 in PSMA-positive mCRPC
following progression on ARPI

SPLASH study design

Key eligibility
Progressive mCRPC
Progressed on previous
treatment with one ARPI
PSMA-avid PET
ECOG performance
statusO to 1
Taxane for CSPC allowed
(>1 year prior to
consent)

177Lu-PNT2002
6.8 GBq (x10%)
Q8W for <4
cycles

Alternate ARPI
enzalutamide or
abiraterone

Stratification factors

* Prior taxane treatment for CSPC: Y/N

* Prior use of bisphosphonates: Y/N

* Metastatic status on prior ARPI: Y/N

* Measurable disease at study entry: Y/N

Sartor O, et al. ESMO 2024. Abstract LBA65
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177Lu-PNT2002

Crossover

Llutetivm-127

Endpoints:

rPFS

os

ORR

Time to skeletal

event

PSA50 response

bPFS

HRQolL

Safety
77Lu-PNT2002 I
Wy

Chelator Linker PEMA MY
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SPLASH (Phase 3): 1""Lu-PNT2002 in PSMA-positive
MCRPC following progression on an ARPI

1.0
0.9 1
0.8 1
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0

Event Free Probability

u-177]-PNT2002
Enza/Abi

Primary endpoint.:rPFSprimary analysis)

%  Censored
[Lu-177)-PNT2002
------ EnzalAbi

01 2 3 45 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23
Months from Randomization
Number of subjects at risk

276 270 266 179 172 159 146 131 119 M2 72 67 34 29 22 1% 14 12 4 2 1 1 1 0
136 128 115 84 72 67 57 52 42 38 27 24 18 14 9 8 5 2 1 0 0 0 0 O

Alternate
177 4WPNT2002 ARPI
(n=276) (n=136)
Events, n (%) 162 (58.7) 96 (70.6)
Median followup, 11.1 12.9
months (95% CI) (10.1, 11.6)  (10.2, 15.9'
MedianrPF$Smonths 6.0
(95% CI) 9-5(7.4,10.0) 4 7 7 9)

HR (95% Cl) 0.71 (0.55, 0.92); P=0.0088

Data cutoff: Nov 1, 2023. ARPI, androgen receptor pathway inhibitor.
Sartor O, et al. ESMO 2024. Abstract LBA65

1.0 1

Event Free Probability

0.0

[Lu-177)-PNT2002
EnzalAbi

1stinterim OS (ITT analysis)

0.6

04

024

X Censored

[Lu-177)-PNT2002
------ Enza/Abi

0123 45 67 8 9101 121314 1516 17 18 19 20 21 22 283 24 25
) ) 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 1 0
136 132 132 128 126 124 121 119 115 111 110 100 79 67 55 46 35 25 18 # 6 3 2 2 1 0

"1 +*PNT2002 Alternate ARPI
(n=276) (n=136)

Median OS, months
(95% CI)

20.8 (19.1, NE) NE (NE, NE)

HR (95% CI)

1.11 (0.73, 1.69); P=0.6154




SPLASH (Phase 3). Secondary endpoints and safety

Incidence of TEAES

HRQoldeterioration (FACTP Score)

10

0.8

061

04

Ewvent Free Probability

0.24

0.0 1

rmnnas LRS-
.- —_— [ TN
% aaasas Eneadsi
i

ITT]-PNT2002
EnzalAbi

1.0

0.8

Event Free Probability

0.0

[Lu-177)-PNT2002
Enza/Abi

Data cutoff: Nov 1, 2023. ARPI, androgen receptor pathway inhibitor.

Sar

0.6

0.4+

0.2

0 1 2 3 4 5 B T B 9 W M 12 13 4 15 16 47 18 19 20
Manths from Randomization
Mt of swbrsty o itk

M M OM1 o198 142 149 1M e &4 &% 2 1 0 @& 0 o0 @& o @& 8 o
1% 1T oW B M oL ¥y W oM oWwow N 8 ] g ¥ 1 i i 1 ]

Time to opioids use

‘“4‘ - -

*  Censored
[Lu-177)-PNT2002
------ Enza/Abi

|||||||||||||||||||||||||

01 2 3 45 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23 24
Months from Randomization
Number of subjects at ritk

240 237 217 208 19 184 164 154 142 130 12 99 78 52 44 36 29 24 13 6 4 3 2 1 O
106 100 9% 86 74 62 58 53 42 36 34 28 23 19 12 10 7 S 3 2 0 O 0 O O

tor O, et al. ESMO 2024. Abstract LBA65

171 4WPNT2002 | Alternate ARPI
TEAE, n (%) (n=269) (n=130)

Any TEAE

267 (99.3)

¢9! 9 2F 3INIRS xo0 81(30.1)

Treatmentrelated

Serious TEAE
Treatmentrelated

TEAE leading to death

26 (9.7)

46 (17.1)
6 (2.2)

5(1 9)

123 (94.6)

48 (36.9)
15 (11.5)

30 (23.1)
5 (3.8)

5(3 8)

‘ Serious TEAE 46 (17.1) 30 (23 1) \
Toation 5(1.9)

TEAE leading to reduction of
study treatment

LUt’-PNT2002hows prechemo activity withrPFSefficacy
Lack of OS benefit is unsurprising given the high crosso

rate

3 (1.1)

7 (5.4)

Secondary endpoints confirm clinical value
FavorableTEAEs vs"2ARPI = excellent tolerability

Is lower dose more favorable over long term c/w LU177
PSMAG17?




UpFrontPSMA (Phase 2). Study design

. P domizat 177LuPSMA617, 7.5GBq Primary endpoint:
Key eligibility ] re;aéq ;r:r:i?( |20n x 2 cycles (docetaxel A Undetectable PSA at
A!ADRTsyz Ol NDA Yy 2 S 75 mg/n x 6 cycles) ny 65SS1a o6t {! OKn
VUV ~ Central imaging review ] (n=70) Secondary endpoints:
AXKmMH 6SS1d& aAh PSMA PET: A PSAPFS
AMetastatic CT and/or bone A Hightumor uptake A Castrationresistance
scan A High volume disease N=140 Docetaxel ATrPES
APSA >10ng/ml (pre ADT e (75 mg/n¥ x 6 cycles) Aos
g (pre ) A Most disease PSMA+ (n=70) .
= A QoL and pain
A Safety
Treatment LuUPSMA + Docetaxel
GOCSIGASH (11— 0L (11=01)
Undetectable PSA &veek 41 (30 54) 16 (9 28)
48, %9(95% Cl)
OR (95% ClI) 3.88 (1.61, 9.38); P=0.002

— UNadetectanie PSA atany um - b1 (39 03) 32(22, 4D)
point, %(95% CI)

OR (95% ClI) 2.14 (1.03, 4.46); P=0.042

Undetectable PSA &veek 17 (1Q 29) 18(10, 29)
12, %9(95% ClI)

Azad AA, et al. ESMO 2024. Abstract LBA6t  OR (95% CI) 0.94 (0.37, 2.36); P=0.895



UpFrontPSMA (Phase 2): Study Design

Radiographic PFS

MedianrPF395% ClI)

100
LuPSMA-docetaxel: NE

£ 9 Docetaxel: 22 (17, 28)

S 80

&

2 70

4

2 60

s

2 50

4

=2 40

o

3 30

] = |_uPSMA + Docetaxel

Q 20 - Docetaxel

2 10/ HRO0.58 (95% CI: 0.32, 1.05); P=0.067

=]

€ o0

0 6 12 18 24 30 36
Months from randomisation

No. at risk (No. censored)
LuPSMA + Docetaxel 63 (1) 59 (3) 41(7) 31(15) 21(22) 14 (29) 6 (37)
Docetaxel 63 (2) 52 (7) 34 (16) 23 (23) 10 (28) 4 (32) 2 (34)
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PSMAddition Trial (mHSPC)

Figure 1. Study design

Screening

Patient population

¢ Untreated or minimally treated®
mHSPC

¢ Appropriate SOC (ADT and ARPI)

* PSMA-positive on
[**Ga)]Ga-PSMA-11 PET/CT®

v

Stratification factors

* Disease volume

* Age

¢ Previous or planned treatment of
primary tumour

11

Treatment?

SOC +
77Lu-PSMA-617
Q6W x 6

T

Crossover
allowed upon
radiographic
progression®

| { NDNIC

Post-

ival
treatment Su;\(l’va
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
other than
documented PD
by BIRC)

» PDby BIRC



Summary: RLTs in Metastatic Prostate Cancer

AAdvance_s_in prostateancer imaging are creating new therapeutic
opportunities

APET imaging is key for patient selection for RLTs

AVISIONLU177PSMA therapy fonCRP& availableost
chemotherapypased on improved PFS, OS and tolerability

APSMAFoiSPLASHPrechemotherapyLul7ZPSMA therapy
demonstrates PFS but not OS benginot yet approved

ALul77ZPSMA is being explored in earlier disease states including
MHSPChighrisk localized and other disease states

ANewer agents and isotopes (including alpha particles) will likely
change the landscape of options for prostate cancer patients
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EMBARK Study Design

Patient population:

Screening PSA =1 ng/mL after

Enzalutamide monotherapy

—

(160 mg oral qd)

Primary endpoint:
MFS by BICR, enzalutamide +
leuprolide acetate versus

RP and at least 2 ng/mL above () ITeatment leuprolide acetate
the nadir for primary EBRT SES e su:v;;eer:(dg;j at 3
Yes
« PSADT <9 mo ;
— (Monitor PSA Key secondary endpoints:

* No metastases on bone scan - and reinitiate . MFS bv BICR. enzalutamid

or CT/MRI per central reading w treatment if y , €nzalutamiae
- 450 el > PSA ri + monotherapy versus

Nes - e; SR m’:g ) fcs) leuprolide acetate
* No prior hormonal therapy [N . -

>9 mo before R (<36 mo or a . 22: IZ :2?:;2?;6::‘;3”

<6 mo for rising PSA) 3 : ;

N -
Stratification factors: ~ —°> Pemanon antinsopiastic.therapy
i treatment « OSt

» Screening PSA (=10 ng/mL oth d dbolite:

vs >10 ng/mL) Enzalutamide (160 mg oral qd) CHSECONGATY €NSPOINLS -
- PSADT (<3 mo vs >3 to <9 mo) + leuprolide acetate Sl
« Prior hormonal therapy —> (22.5 mg_:;lglslqﬂw) » Proportion with undetectable

(yes vs no) (n_— ) PSA 2 years after treatment

Blinded suspension

TStudy freatment was suspended once if PSA was <0.2 ng/mL at week 37 and reinitiated when PSA was =5.0 ng/mL (without prior RP) and =2 ng/mL (with prior RP). ¥Primary endpoint and key secondary endpoints for enzalutamide
combination and enzalutamide monotherapy are alpha-protected. P-value to determine significance for OS of combination and monotherapy treatment comparisons was dependent on outcomes of primary endpoint and key secondary

endpoints.
BICR, blinded independent central review; CT, computed tomography; d, day; EBRT, external beam radiotherapy; IM, inframuscular, MFS, metastasis-free survival, mo, month; MRI, magnetic resonance imaging; OS, overall survival;

PSA, prostate-specific antigen; PSADT, PSA doubling time; g, every; R, randomization; RP, radical prostatectomy; w, weeks.
Freedland SJ, et al. N Engl J Med. 2023;389:1453—1465.
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A Metastasis-free Survival with Enzalutamide plus Leuprolide vs. Leuprolide Alone

100+
90
Enzalutamide+leuprolide
804
g 70
<
&
= 60
o
% Leuprolide alone
o 50_,,, - e o -y - i vl e e e G e e i i = o - SERCSAES s - e e e - SO S ———
)
8 No. of Median Metastasis-free
§ 40 Patients Survival (95% Cl)
E 304 mo
Enzalutamide+Leuprolide 355 NR (NR-NR)
204 Leuprolide Alone 358 NR (85.1-NR)
Hazard ratio for metastasis or death,
10 0.42 (95% Cl, 0.30-0.61)
Two-sided P<0.001
c T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84 87 90 93 96
Months
No. at Risk
Enzalutamide+ 355 339 331 330 324 324 318 317 304 303 292 290 281 270 265 252 251 236 234 183 180 119116 83 60 51 24 22 6 5 0 0 O
leuprolide

Leuprolide alone 358 344 335 334 321 320 303 301 280 276 259 256 238 226 221 205 203 185 183 141 138 93 83 66 32 27 15 13 6 5 1 1 O

B Metastasis-free Survival with Enzalutamide Monotherapy vs. Leuprolide Alone

100+~
90+
- 80.0 Enzalutamide monotherapy
) I —
0 70
2
i
=
= 60
o
% Leuprolide alone
o 50_ - = - S t _ - ey
)
] No. of Median Metastasis-free
§ 40+ Patients Survival (95% Cl)
E 304 mo
Enzalutamide Monotherapy 355 NR (NR-NR)
204 Leuprolide Alone 358 NR (85.1-NR)
Hazard ratio for metastasis or death,
10 0.63 (95% Cl, 0.46-0.87)
Two-sided P=0.005
o T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84 87 90 93 96
Months
No. at Risk
Enzalutamide 355 350 342 341 328 326 309 309 287 287 273 269 260 248 247 235 228 211 209 172 171109108 76 52 49 26 24 5 5 0 0 O
monotherapy

Leuprolide alone 358 344 335 334 321 320 303 301 280 276 259 256 238 226 221 205 203 185 183 141 138 93 83 66 32 27 15 13 6 5 1 1 O




Background

* In the EMBARK (NCT02319837) trial, enzalutamide + leuprolide (ENZ combo) and
enzalutamide monotherapy (ENZ mono) both significantly improved MFS versus placebo +
leuprolide (leuprolide alone) in high-risk BCR nmHSPC'2

- The FDA and the EMA recently added high-risk BCR nmHSPC as an indication for ENZ34

« ENZ with or without leuprolide is recommended by the National Comprehensive Cancer
Network® (NCCN®) and EAU as a treatment option for patients with high-risk BCR
nmHSPC>6

* In EMBARK, treatment was suspended at week 37 if PSA <0.2 ng/mL and reinstated if PSA
rose to 22.0 ng/mL with RP or 25.0 ng/mL without RP?

This post hoc analysis examined the HRQoL after treatment suspension

BCR: biochemical recurrence; EAU: European Association of Urology; EMA: European Medicines Agency; ENZ: enzalutamide; FDA: Food and Drug Administration; HRQoL: health-related quality of life; MFS: metastasis-free survival: nmHSPC: non-metastatic hormone-sensitive prostate
cancer; PSA: prostate-specific antigen: RP: radical prostatectomy

1. Freedland SJ, et al. N Engl J Med. 2023;389:1453-65; 2. Freedland SJ, et al. NEJM Evid. 2023;2:EVID0a2300251; 3. Astellas Pharma US, Inc.; Prescribing Information — XTANDI; 4. XTANDI EMA Summary of Product Characteristics. https://www.ema.europa. eu/en/documents/product-
information/xtandi-e par-product-information_en.pdf. (Accessed May 3. 2024); 5. Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Prostate Cancer V.3.2024. ® National Comprehensive Cancer Network, Inc. 2024. All rights reserved.
Accessed April 11 2024. To view the most recent and complete version of the guideline, go online to NCCN.org. NCCN makes no warranties of any kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way: 6. Cornford P,
et al. EAU-EANM-ESTRO-ESUR-ISUP-SIOG Guidelines on Prostate Cancer-2024 Update. Eur Urol. 2024 Apr 12:S0302-2838(24)02254-1
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Study design

EMBARK ENZ combo ENZ combo Primary endpoint:

Phase 3 randomized g;jgj § @ Week37 n =321 (90%) MFS between ENZ combo
e o SN, | s | s leuproiide alone
after local thera - 'SJ - :
(N =1068) Py Leup;ozllgg :Ione c;: | 5 n E'gzo l;“(‘;gf/ ) f ™\
Patient population Blinded o & - ') | Post hoc analysis:
- PSA 2 1 ng/mL (post-RP) 5 @ To examine the impact
- tFr’f;\n zd?r r(lggth s?;we Eﬂzz i . tcr::t‘;"‘::t of treatment suspension

P Unblinded on HRQoL
« PSADT < 9 months U J
« T > 150 ng/dL

*Study drug treatment was suspended, but PSA levels were monitored. Treatment was reinitiated if the PSA increased to 22 ng/mL for patients with prior RP or to 25 ng/mL for patients
without RP

BCR: biochemical recurrence; ENZ combo: enzalutamide plus leuprolide; ENZ mono: enzalutamide monotherapy: HRQoL: health-related quality of life; MFS: metastasis-free survival; nmHSPC: non-metastatic hormone-sensitive prostate cancer; PSA: prostate-specific antigen; PSADT: PSA
doubling time: R: randomization; RP: radical prostatectomy: RT: radiotherapy: T: testosterone
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Methods

* Intention-to-treat analysis was used
 PROs assessed at baseline and every 12 weeks until disease progression

« Longitudinal change in HRQoL assessed via MMRM to evaluate change from week 37
(treatment suspension) to subsequent assessments among patients who suspended
treatment at week 37, while patients remained on treatment suspension

= For patients who reinitiated the treatment, assessments collected after reinitiating were
excluded from analysis
- After week 109, the number of patients decreased considerably, and 95% Cls became very
wide
= Therefore, here we present HRQoL data through week 109

Cl: confidence interval; HRQoL: health-related quality of life; MMRM: mixed model repeated measures; PRO: patient-reported outcome
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Results: BPI-SF item 3 (worst pain in past 24 hours)

Instrument PRO (range)' Clinically meaningful threshold (improvement; deterioration)’ Interpretation’
BPI-SF Item 3 (worst pain; past 24 hours) (0-10) =252 Higher score = worse pain
Treatment
suspended
54 ENZ mono* ENZ combo* Detsrioration

4 -

No meaningful

” 1T e
o T ﬁ .......... ‘ﬁ .......... —3— ik — N - SR changes were

o
o
c
s
b
o™
. 0
5% i
23 = observed in any
292 44

-
£ treatment arm after
s 77 =
L - treatment suspension

v
"OY . . l . : , Improvement
Week 37 Week 49 Week 61 Week 73 Week 85 Week 97 Week 109 Week 125
Analysis visit
Treatment: —@— ENZ mono =—— ENZ combo Leuprolide alone Clinically meaningful threshold

Number of patients

ENZ mono 269 248 183 131 89 71

ENZ combo 288 287 280 249 206 171

Leuprolide alone 21 206 202 181 136 97

*median time of reinitiation

BPI-SF: Brief Pain Inventory—Short Form; ClI: Confidence interval; ENZ combo: enzalutamide plus leuprolide; ENZ mono: enzalutamide monotherapy; LS: least squares; PRO: patient-reported outcome
1. Twycross R, et al. J Pain Symptom Manage. 1996;12:273-82.
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Results: FACT-P total score

Clinically meaningful threshold (improvement; deterioration)’

Instrument
FACT-P

Treatment
suspended

PRO (range)'

Total score (0-156)

+10; =10

48 -
42
36 -
30 -
24 -
18
12

ENZ mono*

ENZ combo*

LSMean (95% CI) for change
from week 37

.................... % R — .

-12 4
-18v

1T

I
Week 37

Treatment: —@— ENZ mono =—— ENZ combo

|
Week 49

Number of patients

ENZ mono
ENZ combo
Leuprolide alone

271
288
21

Improvement

A

Deterioration

1 1 1 1
Week 61 Week 73 Week 85 Week 97 Week 109 Week 125

249 183 131
287 280 249
206 202 181

*median time of reinitiation

Leuprolide alone

Clinically meaningful threshold

89 71
206 172
136 97

Interpretation’
Higher score = better HRQoL

No meaningful
changes were
observed in any
treatment arm after
treatment suspension

Cl: Confidence interval; ENZ combo: enzalutamide plus leuprolide; ENZ mono: enzalutamide monotherapy: FACT-P: Functional Assessment of Cancer Therapy-Prostate; HRQoL: health-related quality of life; LS: least squares; PRO: patient-reported outcome
1. Norman GR, et al. Med Care. 2003;41:582-92
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Results: FACT-P physical well-being score

Interpretation’
Higher score = better HRQoL

Instrument PRO (range)'

FACT-P

Treatment
suspended

Physical well-being (0-28)

Clinically meaningful threshold (improvement; deterioration)’

+3: -3

ENZ mono*

ENZ combo* lmproxement

from week 37
H

LSMean (95% CIl) for change

Deterioration

I T
Week 37 Week 49

Treatment: —@— ENZ mono —f— ENZ combo

Number of patients

ENZ mono 271
ENZ combo 288
Leuprolide alone 211

*median time of reinitiation

1
Week 61

1
Week 73 Week 85

Leuprolide alone

249 183 131
287 280 249
206 202 181

T
Week 97

1
Week 109

Clinically meaningful threshold

89
206
136

71
172
97

Week 125

No meaningful
changes were
observed in any
treatment arm after
treatment suspension

Cl: Confidence interval; ENZ combo: enzalutamide plus leuprolide; ENZ mono: enzalutamide monotherapy: FACT-P: Functional Assessment of Cancer Therapy-Prostate; HRQoL: health-related quality of life; LS: least squares; PRO: patient-reported outcome

1. Norman GR, et al. Med Care. 2003;41:582-92
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Results: EQ-5D visual analog scale score

Clinically meaningful threshold (improvement; deterioration)’

Instrument PRO (range)'

EQ-5D-5L

Treatment
suspended

Visual analog scale (0-100)

+7; -7

38
34
30+
26
22
18 -
14 -

10 - T i

ENZ mono*

ENZ combo*

from week 37

6
2
el U —
6

LSMean (95% CI) for change

104 EE s

14 -
-18 -

-22 v

| T T
Week 37 Week 49 Week 61

Treatment: —@— ENZ mono ——gf— ENZ combo

Number of patients

ENZ mono 271 249
ENZ combo 288 287
Leuprolide alone 211 207

*median time of reinitiation

| T T T
Week 73 Week 85 Week 97 Week 109

Leuprolide alone

183 131 89 71
280 249 206 172
203 183 138 98

Clinically meaningful threshold

Improvement

A

Deterioration

Week 125

Interpretation’
Higher score = better HRQoL

No meaningful
changes were
observed in any
treatment arm after
treatment suspension

Cl: Confidence interval: ENZ combo: enzalutamide plus leuprolide; ENZ mono: enzalutamide monotherapy: EQ-5D-5L: European Quality of Life 5-Dimensions-5 Levels; HRQoL: health-related quality of life; LS: least squares; PRO: patient-reported outcome

1. Picard et al. Health Qual Life Outcomes. 2007;5:70.
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