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IMPORTANT REMINDER: The data shared in this presentation is confidential, intended solely 
for this meeting and should not be copied, distributed or disseminated. This presentation 
contains prepublication or embargoed material.

• Furthermore, sharing of this confidential data with any member of the Sales organization 
is prohibited. In unique circumstances, Medical Affairs may share this draft with Marketing 
or Market Access to prepare relevant commercial materials or resources, which should be 
aligned on a case by case with the relevant Medical Affairs and Marketing or Market 
Access stakeholders and adhere to any embargo requirements



EMBARK study design

Enza+Leu vs. 

Placebo+Leu

Enza vs. 

Placebo+Leu

HR (95% CI)

2-sided p value

0.589 (0.382, 0.908) 

0.0153

0.782 (0.523 , 1.170) 

0.2304

Interim OS analyses – PCD, 31 January 2023  

†Study treatment was suspended once at week 37 if PSA was <0.2 ng/mL and restarted when PSA was ≥5.0 ng/mL without prior RP or ≥2 ng/mL with prior RP. 

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

overall survival; PSA, prostate-specific antigen; PSADT, PSA doubling time; Q, every; R, randomization; RP, radical prostatectomy; T, testosterone; w, weeks.

Patient population:

• Screening PSA ≥1 ng/mL after RP 

and at least 2 ng/mL above the 

nadir for primary EBRT

• PSADT ≤9 mo

• No metastases on bone scan or 

CT/MRI per central read

• T ≥150 ng/dL

• Prior hormonal therapy ≥9 mo prior 

to R (neoadjuvant/adjuvant for 

≤36 mo or ≤6 mo for rising PSA) 

allowed

Stratification factors:

• Screening PSA (≤10 ng/mL vs 

>10 ng/mL)

• PSADT (≤3 mo vs >3 to ≤9 mo)

• Prior hormonal therapy (yes vs no)
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Suspend 

treatment at 

week 37 

Monitor PSA 

(reinitiate if 

PSA rises)†

Remain on 

treatment

Week 37

Yes

No

Placebo + leuprolide 
(22.5 mg IM/Q12w)

n=358

Blinded

Enzalutamide monotherapy 
(160 mg oral QD)

n=355

Unblinded

Enzalutamide (160 mg oral QD) 

+ leuprolide
(22.5 mg IM/Q12w)

n=355

Blinded

R
1:1:1

N=1068

Primary 
endpoint: MFS 
by BICR for 
enzalutamide + 
leuprolide 
acetate vs 
leuprolide 
acetate alone

Key secondary 
endpoints: MFS by 
BICR for 
enzalutamide 
monotherapy vs 
leuprolide acetate 
alone; time to PSA 
progression; time 
to first use of new 
antineoplastic 
therapy; OS
Other secondary 
endpoints: Safety, 
Time to First SSE
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• At primary MFS analysis (2023):
o 1° endpoint met with significantly improved MFS with enzalutamide (Enza) plus leuprolide (Leu) 

compared to placebo (P) plus Leu]
o All key 2° endpoints [except overall survival (OS)], including MFS comparing Enza monotherapy 

vs. P + Leu as well as time to PSA progression and time to first antineoplastic therapy comparing 
Enza + Leu and Enza monotherapy vs. P + Leu were met

• At this final prespecified analysis (2025):
o Statistically significant and clinically meaningful Improvement in OS with Enza + Leu 

compared with P + Leu (40.3% reduction in risk of death) 
o Trend (not statistically significant) towards improvement in OS with Enza monotherapy compared 

to P + Leu (17.0% reduction in risk of death)
o Both the Enza + Leu combination and Enza monotherapy prolonged median time to first new 

antineoplastic therapy, symptomatic skeletal events (SSE), and PFS2 compared to P + Leu.
o Safety profile for Enza with/without Leu overall consistent with data based on 2023 MFS data 

cutoff.

• Updated data solidify Enza's position as the only medicine approved in the HR BCR nmCSPC space

EMBARK Executive Summary
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EMBARK OS Analysis

α-Protected Key Secondary Endpoint

Data Cutoff Date: 27 May 2025
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Final Analysis: α-Protected Key Secondary Endpoint of Overall Survival 

Enza+Leu Treatment Resulted in a 40.3% Reduction in Risk of Death – ITT

ENZALUTAMIDE + Leuprolide
N = 355, Events = 73, Median = NR, 95% CI (NR, NR)

PLACEBO + Leuprolide
N = 358, Events = 111, Median = 117.5 Months, 95% CI (109.8, NR)

HR 0.597, 95% CI (0.444, 0.804)

2-sided p = 0.0006 (efficacy boundary ≤0.0499)

Interim analysis, 31JAN2023

HR 0.589

95% CI (0.382, 0.908)

2-sided p = 0.0153

Median Follow Up Time: 94.2 (E+L) – 94 months (P+L) 
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Pre-Specified Subgroup Analysis of OS Demonstrated a Highly Consistent 
Treatment Effect in Favor of Enza + Leu 

favors Placebo+ADTfavors ENZA+ADT
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Final Analysis: α-Protected Key Secondary Endpoint Overall Survival (trend only)

Enza Mono Treatment Resulted in a 17.0% Reduction in Risk of Death – ITT 

ENZALUTAMIDE
N = 355, Events = 93, Median = 117.1, 95% CI (117.1, NR)

PLACEBO + Leu
N = 358, Events = 111, Median = 117.5 Months, 95% CI (109.8, NR)

HR 0.830, 95% CI (0.630, 1.095)

2-sided p = 0.1867

Interim analysis, 31JAN2023

HR 0.782

95% CI (0.523, 1.170)

2-sided p = 0.2304

Median Follow Up Time: 93.8 (E) – 94 months (P+L) 
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Pre-Specified Subgroup Analysis of OS Demonstrated a Consistent 
Treatment Effect in Favor of Enza monotherapy 

favors Placebo+ADTfavors ENZA+ADT
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EMBARK Time to First Use of New 
Antineoplastic Therapy Analysis

Descriptive Update

Data Cutoff Date: 27 May 2025
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Enza + Leu Treatment Resulted in Longer Median Time to First Use of 
New Antineoplastic Therapy

ENZALUTAMIDE + Leu
N = 355, Events = 82, Median = NR, 95% CI (NR, NR)

PLACEBO + Leu
N = 358, Events = 173, Median = 85.1 Months, 95% CI (71.3, 96.2)

HR 0.374, 95% CI (0.287, 0.489)

2-sided p < 0.0001

Final Analysis: Descriptive Update
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Enza Mono Treatment Resulted in Longer Median Time to First Use of 
New Antineoplastic Therapy
Final Analysis: Descriptive Update

ENZALUTAMIDE
N = 355, Events = 118, Median = 111.1, 95% CI (110.9, NR)

PLACEBO + Leu
N = 358, Events = 173, Median = 85.1 Months, 95% CI (71.3, 96.2)

HR 0.570, 95% CI (0.450, 0.721)

2-sided p < 0.0001
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EMBARK Time to First SSE

Descriptive Update

Data Cutoff Date: 27 May 2025
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Enza + Leu Treatment Resulted in Longer Median Time to First 
Symptomatic Skeletal Event (SSE)
Final Analysis: Descriptive Update

ENZALUTAMIDE + Leu
N = 355, Events = 16, Median = NR, 95% CI (NR, NR)

PLACEBO + Leu
N = 358, Events = 37, Median = NR, 95% CI (NR, NR)

HR 0.398, 95% CI (0.221, 0.716)

2-sided p = 0.0015
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Enza Mono Treatment Resulted in Longer Median Time to First 
Symptomatic Skeletal Event (SSE)
Final Analysis: Descriptive Update

ENZALUTAMIDE
N = 355, Events = 19, Median = NR, 95% CI (NR, NR)

PLACEBO + Leu
N = 358, Events = 37, Median = NR, 95% CI (NR, NR)

HR 0.493, 95% CI (0.283, 0.857)

2-sided p = 0.0105
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EMBARK PFS2

Descriptive Update

Data Cutoff Date: 27 May 2025
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Enza + Leu Treatment Resulted in Longer Median Progression-Free Time 
on First Subsequent Therapy (PFS2)
Final Analysis: Descriptive Update

ENZALUTAMIDE + Leu
N = 355, Events = 75, Median = NR, 95% CI (113.1, NR)

PLACEBO + Leu
N = 358, Events = 118, Median = 109.6, 95% CI (101.7, NR)

HR 0.563, 95% CI (0.420, 0.755)

2-sided p < 0.0001
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Enza Mono Treatment Resulted in Longer Median Progression-Free Time 
on First Subsequent Therapy (PFS2)
Final Analysis: Descriptive Update

ENZALUTAMIDE
N = 355, Events = 97, Median = 112.1, 95% CI (107.8, NR)

PLACEBO + Leu
N = 358, Events = 118, Median = 109.6, 95% CI (101.7, NR)

HR 0.761, 95% CI (0.581, 0.998)

2-sided p = 0.0465
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EMBARK Safety
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EMBARK – Safety Summary

The safety profile was overall consistent with that observed at the primary 
analysis and no new safety signals were identified



Oncology 21Confidential

Overall Summary of Treatment-Emergent Adverse Events (Safety 
population)
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Treatment-Emergent Adverse Events of Special Interest (Safety 
Population)
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Treatment-Emergent Adverse Events by Preferred Term in at least 5% in 
Any Treatment Arm (Safety Population) 1/3
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Treatment-Emergent Adverse Events by Preferred Term in at least 5% in 
Any Treatment Arm (Safety Population) 2/3
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Treatment-Emergent Adverse Events by Preferred Term in at least 5% in 
Any Treatment Arm (Safety Population) 3/3
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EMBARK – Conclusions

- Statistically significant and clinically meaningful improvement in OS was observed 
for the Enza + Leu arm compared to P + Leu at the pre-planned final analysis.  

- Enza monotherapy did not result in a statistically significant improvement in OS 
compared with P + Leu, although a trend favorable to Enza monotherapy was 
observed.   

- Updated follow up confirmed longer median time to first use of new antineoplastic 
therapy, median time to first SSE and median PFS2 for both Enza + Leu and Enza 
monotherapy compared to P + Leu

- There was no overall change in the safety profile of Enza + Leu or Enza 
monotherapy. 

- These findings should further solidify Enza’s position as the only medicine 
approved in the high-risk BCR nmCSPC space
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IMPORTANT REMINDER: The data shared in this presentation is confidential, intended solely 
for this meeting and should not be copied, distributed or disseminated. This presentation 
contains prepublication or embargoed material.

• Furthermore, sharing of this confidential data with any member of the Sales organization 
is prohibited. In unique circumstances, Medical Affairs may share this draft with Marketing 
or Market Access to prepare relevant commercial materials or resources, which should be 
aligned on a case by case with the relevant Medical Affairs and Marketing or Market 
Access stakeholders and adhere to any embargo requirements
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BACK UP SLIDES
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EMBARK OS analysis

Enzalutamide+ADT vs. placebo+ADT

Data cutoff date: 27 May 2025
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EMBARK OS analysis

Enzalutamide vs. placebo+ADT

Data cutoff date: 27 May 2025
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• Modified

• Reinitiation
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• The median duration of treatment (range) was 80.1 months (0.1, 118.2) for enzalutamide 
plus leuprolide, 55.8 months (0.7, 121.9) for placebo plus leuprolide and 78.5 months (0.4, 
120.3) for enzalutamide monotherapy.  The median (range) modified duration of treatment, 
which excludes the protocol-defined treatment suspension period from total duration of 
treatment, was 44.3 months (0.1, 111.3) for enzalutamide plus leuprolide, 40.7 months (0.7, 
111.1) for placebo plus leuprolide and 59.3 months (0.4, 112.2) for enzalutamide 
monotherapy.  The median duration of treatment suspension (range) was 19.3 months (1.4, 
109.0) for enzalutamide plus leuprolide, 16.6 months (3.4, 110.9) for placebo plus 
leuprolide and 9.6 months (1.9, 105.5) for enzalutamide monotherapy.
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