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Perioperative (neoadjuvant and adjuvant) apalutamide (APA) + androgen deprivation therapy (ADT)

" 4
vs placebo (PBO) + ADT with radical prostatectomy (RP) in high-risk localized or locally advanced S PP & G HTS

prostate cancer (HR LPC/LAPC): Final analysis of the PROTEUS phase 3 study.

PROTEUS: A Randomized, Double-Blind, Placebo-
Controlled Phase 3 Study in HR-LPC

Neoadjuvant Adjuvant treatment
(C1 through C6) (C7 through C12)

4 D 240 mg QD
(2 2?819 ) ( _,,Z‘g-'g ) * PSMA-PET (3 months after EOT)

» PSA every 3 months
« Conventional and PSMA-PET

imaging at BCF (PSA 20.2 ng/mL);
PBO + ADT PBO + ADT every 6 months thereafter

Patients With
HR-LPC

OMN-=002Z>»2

—
—

Stratification: Adjuvant or salvage RT
» cNOvs N1 post-RP at investigator's
» Gleason score (7 vs 8-10) discretion

» Region (North America, Europe, ROW)

To complement these data, a substudy is ongoing to further inform on the role of APA + ADT + RP versus RP alone

Patients randomized from July 15, 2019, to June 30, 2022.
Protocol Amendment 7 for including PSMA-PET into MFS assessment (April 14, 2022).
APA, apalutamide; BCF, biochemical failure; C, cycle; EOT, end of treatment; PBO, placebo; PSA, prostate-specific antigen; PSMA-PET, prostate-specific membrane antigen positron emission tomography; QD, daily;

ROW, rest of the worid; RT, radiation therapy.
SAPA/PBO Is stopped 2 weeks prior to planned RP and then resumed 4 weeks after RP. Cardiovascular risk prophylaxis and venous thromboembolism prophylaxis given based on risk.
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Perioperative (neoadjuvant and adjuvant) apalutamide (APA) + androgen deprivation therapy (ADT) /
vs placebo (PBO) + ADT with radical prostatectomy (RP) in high-risk localized or locally advanced S PP & G HT S
prostate cancer (HR LPC/LAPC): Final analysis of the PROTEUS phase 3 study.

2026

Objetivo Primario Dual (Evaluados por BICR)

« pCR/MRD: Respuesta patologica completa o enfermedad residual minima (definida como ypTO o <ypT2;
tumor <5 mm).

 MFS: Supervivencia libre de metastasis (detectada por imagenes convencionales, PSMA-PET,
histopatologia o muerte).

Puntos Finales Secundarios (En orden jerarquico)

 EFS: Supervivencia libre de eventos.

 Tiempo hasta la primera terapia posterior.

« TTDM: Tiempo hasta la metastasis a distancia (por imagenes convencionales o PSMA-PET).
« NED a los 4 anos: Sin evidencia de enfermedad a los cuatro anos.

 MFS: Supervivencia libre de metastasis (especificamente por imagenes convencionales).

« Tiempo hasta supervivencia libre de PSA con recuperacion de testosterona.
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Perioperative (neoadjuvant and adjuvant) apalutamide (APA) + androgen deprivation therapy (ADT) /
vs placebo (PBO) + ADT with radical prostatectomy (RP) in high-risk localized or locally advanced S PP & G HT S
prostate cancer (HR LPC/LAPC): Final analysis of the PROTEUS phase 3 study.

2026

Dual Primary End Point Met: pCR/MRD

9-fold improvement in
PCR/MRD at RP after
OR, 10.17 6-cycle neoadjuvant

95% CI, 5.27-19.64 APA + ADT
p<0.00012 vs PBO + ADT

Exploratory end point of RCB
(SypT2, NO, €0.25 cm?)
corroborates pCR/MRD:

5.1% ypTO « APA+ADT vs PBO + ADT,
30.6% vs 11.7%

4% ypTa + OR, 3.36;

APA + ADT PBO + ADT 95% ClI, 2.67-4.23;
94/1057 10/1052 p<0.0001
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pCR/MRD: Minimal residual tumor s5 mm (greatest dimension of largest tumor lesion) in prostate-confined disease (sypT2, NO) or no tumor identified (ypT0)
RCB: Residual cancer burden <0.25 cm® in prostate-confined disease (sypT2, NO)

Error bars Indicate 95% confidence intervais (Cls). Odds ratio (OR) is from a logistic regression adjusted for stratification facior; OR >1 favors APA + ADT,
*p Value Is based on Cochran-Mantel-Haensze! test stratified by Gleason score (7, 28), nodal status (NO, N1), geographic region (North America, Europe, and rest of the world).
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Perioperative (neoadjuvant and adjuvant) apalutamide (APA) + androgen deprivation therapy (ADT) /
vs placebo (PBO) + ADT with radical prostatectomy (RP) in high-risk localized or locally advanced S PP & G HT S
prostate cancer (HR LPC/LAPC): Final analysis of the PROTEUS phase 3 study.

2026

Event-Free Survival

100

29% reduction in the
80 . APA + ADT risk of oncologic event

«\\
\ ' ‘- 57.1 months or death

60 ot
= 4

40 :
38.4 months

20| HR, 0.71 PBO +ADT
95% Cl, 0.63-0.80°

p<0.0001"

12 24 36 48 60
No. at risk Months Since Randomization
APA « ADT Q 788 825 452
PBO +« ADT 1052 952 699
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EFS: Time 10 first of BCF (PSA progression) of iocal or regional recurrences or distant metastasis, or death t

R 5 rom staiified proporiondd hazaeds modeld, MR <1 favors APA « ADT
o Vaue & hom a log-cank test statiied by Glaason score (7, 28), nodad status (NO, N1), geograghic region (Noth America, Earcpe, and rest of e workd)
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Perioperative (neoadjuvant and adjuvant) apalutamide (APA) + androgen deprivation therapy (ADT) /
vs placebo (PBO) + ADT with radical prostatectomy (RP) in high-risk localized or locally advanced S PP & G HT S
prostate cancer (HR LPC/LAPC): Final analysis of the PROTEUS phase 3 study.

Dual Primary End Point Met:
MFS by Conventional or PSMA-PET Imaging

i APA + ADT

N s 20% reduction in the

80 — it risk of metastasis or
death after 1 year

PBO +ADT of perioperative APA +

60 — :
...................................................................... ADT with RP by BICR

40 -

HR, 0.802 :
95% Cl, 0.67-0.96 ; Investigator-assessed

p=0.02° MFS was consistent:

0 =] T T T j ; |

0 12 24 36 48 60 72 84 * HR,0.74;

No. at risk Months Since Randomization 95% Cl, 0.62-0.87;
APA + ADT 1057 992 922 837 659 382 62 0 p=0.0004

PBO + ADT 1052 1000 924 812 634 385 61 0
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MFS: Time to first occurrence of radiographic distant metastasis based on conventional imaging or PSMA-PET imaging, pathologic finding of distant metastasis,
or death from any cause

“Hazard ratio (HR) is from stratified proportional hazards model. HR <1 favors APA + ADT,
bp Value is from a log-rank test stratified by Gleason score (7, 28), nodal status (NO, N1), geographic region (North America, Ewrope, and rest of the world).




Perioperative (neoadjuvant and adjuvant) apalutamide (APA) + androgen deprivation therapy (ADT) /
vs placebo (PBO) + ADT with radical prostatectomy (RP) in high-risk localized or locally advanced S PP & G HT S
prostate cancer (HR LPC/LAPC): Final analysis of the PROTEUS phase 3 study.

MFS by Conventional Imaging

APA + ADT 87.1%

100 ¢ (95% Cl, 84.8-89.2)

80 —

®_
83.9%

(95% ClI, 81.2-86.2)

Use of PSMA-PET with
potential early detection
of metastasis and
subsequent therapy
may impact MFS by
conventional imaging

PBO + ADT
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MFS by Conventional
Imaging (%)
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95% CI, 0.67-1.07

p=0.15
0 T T T

T T ]
0 12 24 36 48 60 72 84
No. at risk Months Since Randomization

APA + ADT 1057 992 945 881 705 412 61 0
PBO + ADT 1052 1002 963 878 682 410 66 0
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MFS: Time to first occurrence of radiographic distant metastasis based on conventional imaging, pathologic finding of distant metastasis, or death from any cause
Patients progressing on PSMA-PET and receiving subsequent treatments are included in this analysis which may delay the onset of metastasis on conventional imaging

NS, not significant.
*HR is from stratified proportional hazards model. HR <1 favors APA + ADT.
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Perioperative (neoadjuvant and adjuvant) apalutamide (APA) + androgen deprivation therapy (ADT)
vs placebo (PBO) + ADT with radical prostatectomy (RP) in high-risk localized or locally advanced

prostate cancer (HR LPC/LAPC): Final analysis of the PROTEUS phase 3 study.

Time to Distant Metastases

100 . + 82.8%
- APA + ADT ’/(95%C|,80.0-85.2)
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PBO +ADT ™ 762
i (95% Cl, 73.2-79.0)
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95% Cl, 0.55-0.83°
p=0.0002"

0 12 24 36 48
No. at risk Months Since Randomization

APA + ADT 1057 984 907 831 657 379 61
PBO + ADT 1052 995 919 807 629 381 61
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SPS TLIGHTS

32% reduced risk of
distant metastasis
after APA + ADT, with
83% patients without
distant metastasis at
5 years

Time to distant metastasis: Time to first distant metastasis by conventional or PSMA-PET imaging, or pathologic finding of distant metastasis

“HR Is from stratified proportional hazards model; HR <1 favors APA + ADT.
bp Value is from a log-rank test stratified by Gleason score (7, 28), nodal status (NO, N1), geographic region (North America, Europe, rest of the world).
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Perioperative (neoadjuvant and adjuvant) apalutamide (APA) + androgen deprivation therapy (ADT) /
vs placebo (PBO) + ADT with radical prostatectomy (RP) in high-risk localized or locally advanced S PP & G HT S
prostate cancer (HR LPC/LAPC): Final analysis of the PROTEUS phase 3 study.

2026

Time to First Subsequent Therapy

100

Nearly 3 years’
APA + ADT treatment-free interval
74.2months added with APA + ADT
v compared with
f PBO + ADT
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PBO + ADT

S
o

41.5 months
HR, 0.65
95% CI, 0.57-0.732
p<0.0001®

0 12 24 36 48 60
No. at risk Months Since Randomization

APA + ADT 1057 934 810 651 490 295
PBO + ADT 1052 907 714 541 410 242
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Time to first subsequent therapy: Time to local, regional, or systemic therapy, including reinitiation of ADT

“HR Is from stratified proportional hazards model; HR <1 favors APA + ADT.
bp Value is from a log-rank test stratified by Gleason score (7, 28), nodal status (NO, N1), geographic region (North America, Europe, and rest of the world).
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Perioperative (neoadjuvant and adjuvant) apalutamide (APA) + androgen deprivation therapy (ADT) /
vs placebo (PBO) + ADT with radical prostatectomy (RP) in high-risk localized or locally advanced S PP & G HT S
prostate cancer (HR LPC/LAPC): Final analysis of the PROTEUS phase 3 study.

2026

Frequency of Treatment-Related Adverse Events

: APA+ ADT PBO +ADT
f , n (%
- Safety Population, n (%) (n=1050) (n=1050)
Treatment-related AE 1000 (95.2) 985 (93.8)

Treatment-related AEs 289 (27.5) 198 (18.9)

Grade 3/4 Treatment-related AEs leading to dose reduction® 118 (11.2) 24 (2.3)

Treatment-related AEs leading to dose interruption® 126 (12.0) 46 (4.4)

All grades Treatment-related AEs leading to death® 7(0.7) 1(0.1)

AL, adverse evert

Treatmertcolatod ALs are hose Tt coouTod on o after The firsl dose of shudy Arug Brough e st dose of study Teatment « 30 days o pricr 10 Dhe stat of subsequent Beragy, shichever b carfer,

or aryy AR hat s coraidered bestment refated regandions of e start Gate of T evert. An AL b Categorited & rolated If aasessad Uy e rvestigaior a3 posaidly, peotadly, O very lefy refated 10 study drug
(spahtarnide of placebo), ADT, or R

SALS ading 10 Meatment Memuplon O oM reduciion are based on AR action taluen. Maciudes grade S events; ALs ading 10 deat are based on AR outicome of tatsl
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Perioperative (neoadjuvant and adjuvant) apalutamide (APA) + androgen deprivation therapy (ADT)
vs placebo (PBO) + ADT with radical prostatectomy (RP) in high-risk localized or locally advanced

prostate cancer (HR LPC/LAPC): Final analysis of the PROTEUS phase 3 study.

Limitaciones

« El brazo control (ADT) NO es el estandar de tratamiento actual.

* NO esta validad que la MFS mediante PET-PSMA sea un subrogado de la SG

Conclusions
PROTEUS sets a new standard of care in HR-LPC

Unprecedented Enhanced Disease Known Safety
Study Design Control of RP Profile

Significant benefit:

*9x greater pCR/MRD

*Largest size to date +20% less risk of MFS Tolerability of
*Novel end points +29% less risk of APA+ADT consistent

*PSMA-PET inclusion recurrence or death with prior studies

3 years longer time
to next treatment

More to Come

* Substudy comparing
with direct RP

« Biomarker
assessment

*Surgical outcomes
*Pathology correlates

SPS TLIGHTS
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