AUA 2023: EMBARK: A Phase 3 Randomized Study of Enzalutamide or Placebo Plus Leuprolide
Acetate and Enzalutamide Monotherapy in High-Risk Biochemically Recurrent Prostate Cancer

(UroToday.com) The 2023 American Urological Association (AUA) annual meeting held in
Chicago, IL, was host to a plenary session with Dr. Neal Shore presenting the long-awaited
results of EMBARK, a phase 3 randomized study of enzalutamide or placebo plus le uprolide
acetate and enzalutamide monotherapy in high-risk biochemically recurrent prostate cancer.

Within 10 years of definitive therapy, 20-50% of prostate cancer patients experience disease
recurrence characterized by rising PSA levels. There is a paucity of level 1 clinical data for the
treatment of biochemically recurrent patients. Patients with high-risk biochemical recurrence
are atincreased risk of prostate cancer-specific mortality, with evidence from phase 3 clinical
trials demonstrating that treatment intensification with androgen receptor signaling inhibitors
(ARSI), such as enzalutamide, consistently improves patient outcomes across the prostate
cancer continuum.

As such, the objective of EMBARK was to evaluate enzalutamide in combination with leuprolide
acetate and enzalutamide monotherapy in patients with high-risk biochemical recurrence. The
study design is summarized below. In brief, all patients had a PSA =1 ng/ml after RP or 22 ng/ml
above nadir after primary EBRT, with a PSA doubling time (PSADT) of <9 months. Patients had no
evidence of metastasis on conventionalimaging and baseline testosterone was =150 ng/dL.
Hormone therapy =9 months prior to enrolment was permitted. Patients underwent stratified
randomization (by PSA level, PSADT, and prior hormonal therapy receipt) to one of three arms:

e Enzalutamide 160 mg (standard dose) + leuprolide acetate (blinded arm)
e Placebo + leuprolide acetate (blinded)
e Enzalutamide monotherapy (unblinded)

PSA was assessed at 36 weeks, and if patients had:

e PSA<0.2 Treatmentwas suspended at week 37 and PSA was monitored with treatment
reinitiated if PSA rose again

e PSA>0.2 Treatment was continued

The primary endpoint was metastasis-free survival (MFS), assessed via blinded independent
central review (BICR), in the enzalutamide + leuprolide versus leuprolide arms only. Key
secondary endpoints included overall survival and safety outcomes.



Patient population: Primary endpoint®:

« Screening PSA 21 ng/mL after RP MFS by BICR, enzalutamide +
and at least 2 ng/mL above the leuprolide acetate vs. leuprolide
nadir for primary EBRT acelate alone

* PSADT 9 mo

+ No metastases on bone scan or
CT/MRI per central read

+ Testosterone 2150 ng/dL

+ Prior hormonal therapy 29 mo prior
to R (neoadjuvant/adjuvant for <36
mo OR =6 mo for rising PSA)

Stratification factors:

Key secondary endpoints”*:
* MFS by BICR, enzalutamide

monotherapy vs. leuprolide
acetate alone

« Time to PSA progression

= Time to first use of new
antineoplastic therapy

+ Screening PSA (10 ng/mL vs. monotherapy - - 08
>10 ng/mL)

» PSADT (<3 mo vs. >3 to <9 mo)

+ Prior hormonal therapy (yes vs. no)
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Other secondary endpoints:
« Salety”

Baseline characteristics are summarized below. Median age was about 69 years, with the
majority of patients Caucasian (83%). Consistent with the stratified randomization technique,
about 20% of patients in each arm had a PSADT <3 months, with the remaining 80% having a
PSADT of 3to 9 months. The median PSADT was approximately 5 months. 30% of patients had
received prior hormonal therapy. Of note about half of the cohort had received both prior RP and
RT.

Enzalutamide monotherapy
Characteristic (n = 3565)

Age, median (range), yr 69 (51-87) 70 (50-92) 69 (49-93)

Race, n (%)"
White 293 (82.5) 301 (84.1) 295 (83.1)

Asian 26 (7.3) 26 (7.3) 26 (7.3)
Black 16 (4.5) 16 (4.5) 15 (4.2)
Other® 10(2.8) 10 (2.8) 5(1.4)

PSADT, n (%)
£3mo 69 (194) 80 (22.3) 76 (21.4)

>3 to 9 mo 285 (80.3) 277 (77.4) 278 (78.3)
PSADT, median, mo 46 50 50
Serum PSA, median, n (%), ng/mL" 50 55 53

£10 278 (18.3) 273 (76.3) 272 (76.6)

>10 77 (21.7) 83 (23.2) 82 (23.1)

Prior hormonal therapy, n (%) 107 (30.1) 13(316) 112(31.5)

RP alone, n (%) 90 (25.4) 75 (20.9) 99 (27.9)
RT alone, n (%) 86 (24.2) 104 (29.1) 90 (254)
RP and RT, n (%) 179 (50.4) 179 (50.0) 166 (46.8)

ombunation n - 5 Guprolkda acetate, n - 9
arady combinaton, r 1 kuprode

At a median follow-up of 5 years, the combination of enzalutamide/leuprolide, versus leuprolide
alone, demonstrated a significant improvement in MFS (HR: 0.42,95% CI:0.31-0.61,
p<0.0001). The median MFS was not reached in either arm as of date.



AUA~ 2 O 2 3 Primary endpoint — MFS for enzalutamide
* APR 28-MAY 1 combination vs. leuprolide acetate
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3-yr rate

->— - Medsan follow-up, mo 60.7 606
~ Enzalutamide combination it Events, n (%) 45(13) 92 (26)

- Leuprolide acetate - | I, Per BICR, median MFS - NR
(95% CI), mo NR (W) (85 1-NR)

HR (95% Cl):
0.42 (0.31-0.61); P<0.00012

Metastasis-free survival (%)
N fo1
S

36 42 48 54 60 66 72 78 84 90
Metastasis-free survival (mo)

A consistent treatment effect was seen for investigator-assessed MFS: HR (95% CI): 0.47 (0.37-0.67); P<0.0001
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Subgroup analysis demonstrated consistent benefits for this combination, irrespective of
PSADT, baseline age, PSA, geographic region, receipt of prior hormonal therapy, or prior RP.

Subgroup Events, n /patients, n MFS HR (95% CI)
All patients 45/355 92/358 0.42 (0.30-0.61)
PSADT <3 mo 14/69 30/80 G ‘ 0.46 (0.24-0.88)
>3 lo <6 mo 18/187 35142 0.33 (0.19-0.59)
>6 lo €8 mo 1398 27135 0.63 (0.32-1.22)
Baseune age =65 years 118 2891 . 0.40 (0.20-0.81)
265 years 34/274 64/267 0.44 (0.29-0.67)
Geographic region North America 221144 32137 0.62 (0.36-1.06)
Europe 14/130 33128 - 0.35 (0.19-0.66)
ROW 81 2793 0.32 (0.15-0.68)
Baseline PSA 10 ng/mL 3z 64/273 0.42 (0.27-0.64)
>10 ng/mL 1477 28/83 C . 0.45 (0.24-0.85)

Prior hormonal therapy Yes 19/107 341113 ‘ 0.48 (0.28-0 85)
No 26/248 58/245 0.39 (0.25-0.62)
Prior RP Yes 26/269 61254 0.36 (0.23-0.58)
No 19/86 317104 0.57 (0.32-1.00)

This combination arm also demonstrated an OS improvement (HR: 0.59, 95% CI: 0.38 - 0.90,
p=0.0142). While the 95% Cl upper bound does not cross 1 and the p-value is <0.05, the OS
outcome is not yet mature and does notyet meet the pre-specified efficacy boundary of
p<0.0001.



Events, n (%) 33(9) 55 (15)
~ Enzalutamide combination < oo Median time to death
Leuprolide acetate (95% CI), mo NR (NR) NR (NR)

HR (95% CI):
0.59 (0.38-0.90) P=0.01422

(Pre-specified efficacy boundary, P<0.0001)

£
E ]
2
[
3
-
g
s
s .

36 42 48 54 60 66 72
Overall survival (mo)

Final analysis at 271 deaths across all treatment groups.

Similar benefits were seen for time to PSA progression (HR: 0.07, 95% CI: 0.03-0.14, p<0.0001),
with the curve in the combination arm essentially remaining flat, indicating a very low number of
events (n=8).

Events, n (%) 8(2) 93 (26)
~ Enzalutamide combination wad Median time to PSA NR (NR) NR (NR)

Leuprolide acetate ~ = ﬁrogn:'ss on (85% CI),
&

PSA progression free (%)

36 42 48 54
Time to PSA progression (mo)

Time to first use of new antineoplastic therapy was similarly prolonged with this combination
(HR:0.36, 95% CI:0.26 — 0.49, p<0.0001).

= - . Events, n (%) 58 (16) 140 (39)
~ Enzalutamide combination > " Median time fo first use

762
rolk - of new antineoplastic NR (NR) 2
Leuprolide acetate therapy (95% CI), mo (7T1.3-NR)

.26-0.49); P<0.00012

Antineoplastic therapy free (%)

30 36 42 48 54 5 66 2

Time to first use of new antineoplastic therapy (mo)
Patients at risk

Next, comparisons between the enzalutamide monotherapy and leuprolide acetate
monotherapy arms were performed. This demonstrated prolonged MFS in the enzalutamide
only arm, with a HR of 0.63 (95% ClI: 0.46 - 0.87, p=0.0049).
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- (n = 355)
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- Median follow-up, mo 60.7 606
Enzalutamide monotherapy Events, n (%) 63 (18) 92 (26)
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42 48 54

Metastasis-free survival (mo)
Patients at risk

A consistent treatment effect was seen for investigator-assessed MFS: HR (95% ClI): 0.56 (0.40-0.78); P=0.0006

OS was also prolonged with enzalutamide monotherapy, albeit with the data remaining
immature (140/271 anticipated events) and benefits were of modest clinical significance.

Events, n (%) 42(12) 55(15)
Enzalutamide monotherapy e - Median time to death
Leuprolide acetate (95% CI), mo NR (NR) NR (NR)

Overall survival (%)
-
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36 42 48 54 60
Overall survival (mo)
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Final analysis at 271 deaths across all treatment groups.

Similar to the enzalutamide/leuprolide versus leuprolide comparisons, time to PSA progression
and time to first use of new antineoplastic therapy were prolonged in the enzalutamide versus
leuprolide only comparisons.

Time to PSA progression Time to first use of new antineoplastic therapy

—
—
Enzaiutamide monotherapy

Antineoplastic therapy free (%)

PSA progression free (%)

Enzalutamide Enzalutamide
{n = 355) {n = 355)

Events. n (%) 37 (10) 93 (26) Events, n (%) 84 (24) 140 (39)

Medsan time to PSA } Mexdan time o first use of

progression (85% C1), me NR (NR) NR (NR) new antineoplastc therapy  NR (NR)
(95% CI), mo
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Next, Dr. Shore compared the outcome of PSA<0.2 ng/ml at week 36 between the three arms.
As seen below, this outcome was observed in 91% and 86% of patients in the
enzalutamide/leuprolide and enzalutamide monotherapy arms, respectively, compared to 68%
in the leuprolide only arm. The median duration of treatment suspension was, as expected,
highest in the enzalutamide combination arm (20.2 months).

Patients with PSA <0.2 ng/mL at week 36 Median duration of treatment suspension®

100 25
85.9

90.9
90 .
I 67.8
Enzalutamide Leuprolide Enzalutamide Enzalutamide Leuprolide Enzalutamide

Combination acetate Monotherapy combination acetate monotherapy
(n = 353) (n =354) (n =354) (n = 353) (n = 354) (n = 354)
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Given the mechanism of action of enzalutamide, an androgen receptor nuclear translocator
inhibitor, a more significant testosterone suppression was observed in the arms including
leuprolide acetate.

Treatment
suspended

Leuprolide acetate (16.8 mo)

zalutarmide combination (20 2

Mean testosterone 195% Cl, ng/dL

36 42 48 54 80 66 72 78 84
Time from treatment suspension at week 37 (mo)

No new safety signals were observed with the combination of enzalutamide and leuprolide.
Grade 3 or worse AEs were observed in 43-50% of patients across the three arms. The median
treatment duration was longest with enzalutamide monotherapy (46 months), compared to
enzalutamide combination (32 months) and leuprolide (35 months).



Event, n (%)*
Any AE
Treatment-related AE

Serious AE
Treatment-related serious AE
AE leading to dose reduction

AE leading to permanent
discontinuation

AE leading to death

343 (97.2)

305 (86.4)

123 (34.8)
26 (7.4)

25(7.1)

73 (20.7)
6 (1.7p

164 (46.5)
62 (17.6)

110 (31.2)
22 (6.2)
1(3.1)

31(8.8)

345 (97.5)

283 (79.9)

112 (31.6)
8(2.3)
16 (4.5)

36 (10.2)
3(0.8)P

151 (42.7)
31(8.8)
100 (28.2)
7 (2.0)
5 (1.4)

19(5.4)

Enzalutamide
monotherapy
(n = 354)

All grades  Grade 23
347 (98.0) 177 (50.0)
312(88.1) 57 (16.1)
131(37.0) 116 (32.8)
17 (4.8) 17 (4.8)
56 (15.8) 14 (4.0)

63 (17.8) 34 (9.6)

8 (2.3’

The most common AE leading to study drug discontinuation was fatigue (3% with enzalutamide
combination versus 1% and 2% with leuprolide and enzalutamide monotherapy, respectively).
Overall, the most common AEs (>15% of patients) for all treatment cohorts were hot flashes and

fatigue.

Most common TEAEs (>15% of
patients), n (%)*

Hot flash
Fatigue
Arthralgia
Hypertension
Fall

Back pain
Nausea
Gynecomastia
Nipple pain

Clustered TEAESs of special interest,
n (%)
Fatigue®

Musculoskeletal events®
Hypertension

Fall

Fracture®

Cognitive and memory impairment
Loss of consciousness'

Ischemic heart disease

Other selected CV events?

Convulsion (seizure)

243 (68.8)
151 (42.8)
97 (27.5)
82 (23.2)
74 (21.0)
60 (17.0)
42 (11.9)
29 (8.2)
11 (3.1)

2 (0.6)
12 (3.4)
5(1.4)
2(0.6)
3(0.8)
1(0.3)

203 (57.3)
116 (32.8)
75 (21.2)
69 (19.5)
51 (14.4)
54 (15.3)
29 (8.2)
32 (9.0)
4(1.1)

178 (50.4)°
163 (46.2)°
89 (25.2)¢
74 (21.0)
65 (18.4)
53 (15.0)¢
20 (5.7)
19 (5.4)
18 (5.1)
4(1.1)

14 (4.0)
13 (3.7)
27 (7.6)
4(1.1)
14 (4.0)
2(0.6)
17 (4.8)
14 (4.0)
13(3.7)
2(0.6)

134 (37.9F
148 (41.8)

74 (20.9)
51 (14.4)
48 (13.6)
23 (6.5)
12 (3.4)
20 (5.6)
17 (4.8)
0

6(1.7)
4(1.1)
21 (5.9)
4(1.1)
9 (2.5)
2 (0.6)
6 (1.7)
1(3.1)
10 (2.8)
0

Enzalutamide
monotherapy
(n = 354)

All grades  Grade 23
77 (21.8) 1(0.3)
165 (46.6) 14 (4.0)
81 (22.9) 1(0.3)
67 (18.9) 0
56 (15.8) 5(14)
62 (17.5) 1(0.3)
54 (15.3) 1(0.3)
159 (44.9) 1(0.3)
54 (15.3) 0

Enzalutamide
monotherapy
(n = 354)

All grades  Grade 23
191 (540 17 (4.8)
158 (44.6)° 6(1.7)
77 (21.8) 20 (5.6)
56 (15.8) 7 (2.0)
39 (11.0) 7 (2.0)
50 (14.1)° 0
12 (3.4) 8(2.3)
32 (9.0) 21 (5.9)
13 (3.7) 8(2.3)
3 (0.8) 2 (0.6)

The most common AEs of special interest for all treatment cohorts (210% of patients) were fatigue, fall, fracture, hypertension, and

musculoskeletal events

Dr. Shore concluded his presentation of EMBARK with the following take home messages:

e |npatients with high-risk biochemical recurrence, compared with leuprolide acetate,
enzalutamide combination with leuprolide acetate demonstrated a statistically
significant and clinically meaningful improvementin MFS (HR: 0.42,95% Cl: 0.30 - 0.61,

p<0.0001).



o Aconsistent treatment effect was observed across pre-specified subgroups

o Significant delays in time to PSA progression and time to first new antineoplastic
therapy were observed

o Atrendtowards improved survival in the interim analysis was noted; the study is
ongoing for final analysis

e Enzalutamide monotherapy also demonstrated statistically significant and clinically
meaningful improvements in MFS, time to PSA progression, and time to first
antineoplastic therapy

o Atrendtoward improved survival in interim analysis
¢ No new safety signals were observed

As such, enzalutamide in combination with ADT, if approved in this setting, has the potential to
become a new standard of care for patients with high-risk BCR with a PSADT <9 months and no
evidence of metastasis on conventional imaging.

Presented by: Neal Shore, MD, FACS, Urologist, Director, CPI, Carolina Urologic Research
Center, Atlantic Urology Clinics, Myrtle Beach, SC

Written by: Rashid K. Sayyid, MD, MSc - Society of Urologic Oncology (SUO) Clinical Fellow at
The University of Toronto, @rksayyid on Twitter during the 2023 American Urological Association
(AUA) Annual Meeting, Chicago, IL, April27 — May 1,2023
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