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Prognostic variables associated with better outcomes with TS alone
* Low volume better than high volume
 Metachronous metastatic presentation better than synchronous

OS benefit of combination treatment by prognostic groups

* Docetaxel + TS > TS alone: synchronous and metachronous high volume*
« “Strong” ADT (TS + abi/ enza / apa) > TS alone: all prognostic groups

« Radiation to primary + TS > TS alone: synchronous low volume disease

« Abiraterone or darolutamide + docetaxel + TS > docetaxel + TS:
when docetaxel is thought to be appropriate

- * Vale et al .STOPCaP-docetaxel IPD. ASCO 2022 Abstract 5070
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STRATIFICATION R

ARM A (“Control”): Evaluate CRPC therapy at
Volume of metastases™ A T S . . S - j ,
_ High vs Low estosterone Suppression every investigator’s
- Yes vs No D progression
ECOG PS —> 0
~0-1vs2 “ i Follow for time t

: . M ARM B (“Enzalutamide): Evaluate ollow for time to

Anti-resorptive therapy ) .
_Yes vs No | Testosterone Suppression —> every —> progression and
Comorbidities 7 + Enzalutamide (160 mg/d) 12 weeks overall survival
ACE-27**: 0-1 vs 2-3
Study Site E

* Prior to randomization testosterone suppression up to 12 weeks and 2 cycles of docetaxel was allowed.

* Intermittent ADT and cyproterone were not allowed

* NSAA: bicalutamide; nilutamide; flutamide

*  *High volume: visceral metastases and/or 4 or more bone metastases (at least 1 beyond pelvis and vertebral column)
e **Adult Co-morbidity Evaluation-27




o Interim analysis
M (235 deaths; data cutoff 28 Feb 2019) *

* Primary endpoint met: Improved OS for
the combined overall cohort (HR 067) Clinical Progression-Free Survival Overall Survival

 No evidence of additional benefit for Testosterone \L \\_L
. . S i “goso- %0,50_
enzalutamide in Hppression
g : Hazard Ratio = 0.48 (95% Cl: 0.37 to 0.62) ’ Hazard Ratio = 0.90 (95% Cl: 0.62 to 1.31)
patients planned to receive early docetaxel D;C_est;;‘e' T T I % & % % =

Number at risk Number at risk

H 1 H 0 i ) NSAA 249 230 185 148 112 73 21 6 1 NSAA 249 241 235 220 203 135 56 13 2
i Stro n g S I g n al I n favo r Of trl p I et (71 /O ngh VOIu me Enzalutamide 254 248 226 202 178 109 35 12 2 Enzalutamide 254 252 246 238 210 139 54 19 3

Enzalutamide Enzalutamide

(enzalutamide + TS + docetaxel) Testosterone ] ﬁ\m ——
for secondary endpoints of PSA PFS and Suppression
CliniCaI PFS No DOCEtaXEI §0.25- Hazard Ratio = 0.34 (95% Cl: 0.26 to 0.44) 66_--025 Hazard Ratio = 0.53 (95% Cl: 0.37 to 0.75)
N=622 0.00_ ‘ . . ‘ : ‘ . . 000 : i i ; i i i i
« Some additional toxicity, particularly early; (37% HighVolume) ~  ° ° % L, % ® ® 00 E T ¥R R
NSAA 313 282 233 198 160 109 75 44 16 NSAA 313 310 296 281 249 176 118 73 30

72 34 Enzalutamide 309 306 295 289 270 201 135 &7 42

Outweighed by Clinical benefit 2 Enzalutamide 309 299 281 266 246 175 121

" Davis ID et al. NEJM 381: 121-131, 2019; Sweeney CJ et al, ASCO Plenary 2019. 2 Stockler MR et al. J Clin Oncol 40: 837-846, 2022.




o Planned 470 event analysis
AN (data cutoff 19 Jan 2022)

* Longer term data - median followup 68 months
« Adjusted prespecified Statistical Analysis Plan:
- 470 deaths (no additional interim analyses)

- Identify synchronous vs metachronous M1: "MO at primary diagnosis (Y/N)

Exploratory subgroup analysis:

Is the effect of enzalutamide modified by prognostic grouping and docetaxel use?
« Two binary factors for prognosis:
— M1 at initial diagnosis (synchronous, de novo), or not (ie not MO or Mx)

— High volume mHSPC at study entry, or not
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Overall Survival

1.00 1
Median OS:

0.751 : Control (NSAA): 73.2 mo (64.7 - NR)
5 72% Enzalutamide: NR (NR - NR)
L HR: 0.70 (95% Cl:0.58 to 0.84) _
£ 0.50 P<.0001 : 5'70/
> (0]
g : . S-year survival:

0.25 =+ Control : Control (NSAA): 57%

== Enzalutamide : Enzalutamide: 67%
0.00

0 6 12 18 24 30 36 42 48 54 60 66 72
Months Median follow-up: 68 months

Number at risk

o 562 551 531 501 468 438 408 376 347 334 280 182 106
_— 563 558 541 527 499 481 451 432 410 390 336 216 133

NR: not reached




v
ANZUP

Cancer Trials Group Limited

« Participants continued on
enzalutamide for longer

Median 22.6mo NSAA
Median 57.8mo enza

« Substantial crossover in control

arm to enzalutamide or abiraterone
for CRPC

 76% of those on NSAA arm
received enzalutamide OR
abiraterone after progression;
26% on enzalutamide arm

e 39% of those with cancer
progression on enzalutamide had
no further treatment recorded

Therapy after progression

Treatment NSAA (N=413) | Enzalutamide (N=268)
N % L N %
205 0

Enzalutamide 49.6 0

Abiraterone 148 35.8 70 26.1
Other NHA 2 0.5 1 0.4
Docetaxel 105 254 69 25.7
Cabazitaxel 104 25.2 Y4 21.3
Other chemo 38 9.2 37 13.8
ICI 11 2.7 11 4.1

PARP inhibitor 21 5.1 7 2.6

77Lu-PSMA 12 2.9 9 3.4

Radium-223 28 6.8 26 9.7

Sipuleucel-T 3 0.7 1 0.4

None 60 14.5 104 38.8

NHA, novel hormonal agent; ICI, immune checkpoint inhibitor
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« ENZAMET was representative, including all combinations of patient subgroups:
. Synchronous / metachronous; high volume / low volume; use of docetaxel
. Treated contemporaneously in same trial

* Docetaxel use:
. At investigator discretion
. Based on assessment of “chemofitness” or predicted benefit
. 45% planned for concurrent docetaxel up to 6 cycles (median 6)
. Before randomization: 108 received 1 cycle, 62 received 2 cycles

« Design allows exploratory description of subgroup outcomes
. Not formal comparisons due to confounding
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Characteristic Level CTRL ENZA HR (Cl) P-Value AdjP-Value
n/N n/N Interaction Interaction
Overall All Patients 268/562 208/563 | 0.70 (0.58 to 0.84)
Early Docetaxel Planned Yes 123/250 108/253 : 0.82 (0.63 to 1.06)
No 145/312 100/310 0.60 (0.47 to0 0.78)
TOtaI N - 1125 Volume of disease 97/261 59/262 : 0.54 (0.3910 0.74)
171/301 149/301 ; 0.79 (0.63 to 0.98)
Docetaxel: 503 .
Synchronous M1 Yes 183/348 140/335 — 0.70 (0.56 to 0.87)
High volume: o002 No 85214  68/228 [ ] 0.71(0.52t0 0.98)  0.91 0.91
. Visceral metastases Yes 34/70  33/69 - n 0.94 (0.58 to 1.51)
SynChronOUS M1 ' 683 No 234/492 175/494 [ ] 0.66 (0.55 to 0.81) 0.2 0.65
Age (Years) >=70 137/257 100/257 ] 0.64 (0.50 to 0.83)
<70 131/305 108/306 n 0.75 (0.58 to 0.97) 0.4 0.74
ECOG Performance Status 1-2 92/158 77/158 'I 0.72 (0.53 10 0.97)
0 176/404 131/405 n 0.68 (0.54 to 0.85) 0.81 0.91
Gleason score <=7 57/164 34/152 | ; 0.60 (0.39t0 0.91)
8-10 161/320 136/335 I 0.72 (0.57 t0 0.91) 0.44 0.74
Region Ireland/UK  42/93  42/102 | 0.96 (0.63 to 1.47)
N America 65/129 44/117 a 0.67 (0.46 to 0.98)
ANZ 161/340 122/344 u 0.65 (0.51 to 0.82) 0.3 0.74

0.25 0.50 1.0 2.0 4.0
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Characteristic Level CTRL ENZA HR (CI) CTRL ENZA
(Patient Subset) n/N n/N 5-yr OS (%) 5-yr OS (%)
Volume of Disease (Docetaxel=Yes) High 96/179 90/180 = 0.87 (0.66 to 1.17) 51 54
Low 27171 18/73 L] . 0.61 (0.33 to 1.10) 67 78
Volume of Disease (Docetaxel=No) High 75/122 59/121 i: 0.69 (0.49 to 0.97) 47 57
Low 70/190 41/189 L] : 0.51 (0.351t0 0.75) 66 81
Overall All Patients 268/562 208/563 ﬁ 0.70 (0.58 to 0.84) 57 67
| I | T |
0.25 0.50 1.0 2.0 4.0
M1 Synchronous, Docetaxel All 96/181 79/181 El 0.73 (0.55 t0 0.99) 52 60
M1 Synchronous, Docetaxel Low Vol 21/44 14/48 u : 0.57 (0.29 10 1.12) 57 73
M1 Synchronous, Docetaxel High Vol  75/137 65/133 : L 0.79 (0.57 to 1.10) 51 55
Overall All Patients 268/562 208/563 * 0.70 (0.58 t0 0.84) 57 67
| T ' | | |
0.25 0.50 1.0 20 4.0
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25% == Group=M1HV ENZA 25% == Group=M1LV ENZA
o o
~+Group=M1HV ENZA+DOC ~+=Group=M1LV ENZA+DOC
- GroupHY NS Synchronous HV -+ Group 1LY A Synchronous LV
0%{ ~+ Group=M1HV NSAA+DOC 0%1 ~+ Group=M1LV NSAA+DOC
0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 72 :
Months Months E— Enzalutal I ”de
Number at risk Number at risk
-— 81 81 72 68 63 60 57 55 52 49 40 28 19 -— 73 73 72 72 70 69 66 63 60 60 55 40 35 .
L 133 131 129 125 114 107 96 92 85 78 65 38 12 L 48 48 48 47 46 44 42 41 39 35 30 16 7 ] E I t "l d + d I
— 88 86 79 72 61 52 46 41 37 36 35 27 20 — 79 79 76 73 70 67 64 60 55 54 46 27 26 nza u a I e oCetaXe
— NSAA
100% 100%q = &
NSAA +d |
. . ocetaxe
o ©
uw w
T 50% T 50%
> >
w w
* =
25% == Group=MOHV ENZA 25% == Group=MOLV ENZA
~+=Group=MOHV ENZA+DOC ~+=Group=MOLV ENZA+DOC
~+ Crow=MOKY NSAA Metachronous HV ~+ row=MOLY NSAA Metachronous LV
0% { ~+ Group=MOHV NSAA+DOC 0%9 ~+ Group=MOLV NSAA+DOC
0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 72
Months Months
Number at risk Number at risk
-— 40 40 40 39 35 33 30 27 26 25 22 18 1M L 116 113 112 111 111 110 104 102 101 98 85 54 41
L 47 47 44 41 37 35 33 31 26 25 20 8 4 L 25 25 24 24 23 23 23 21 21 20 19 14 4
— 34 34 33 31 29 24 23 22 21 21 15 11 7 — 111 110 107 104 100 96 91 85 79 76 64 46 29 .
» . ® ® ® 2 2 9 w7 wm 2 2 oz oz ®m ® m B 2 2w » HV: high volume. LV: low volume




v
ANZUP

Cancer Trials Group Limited

100%

75%

50%

% Event-Free

25%

] Synchronous HV

== Group=M1HV ENZA
=+ Group=M1HV ENZA+DOC
== Group=M1HV NSAA

s == ;

0%

~Group=M1HV NSAA+DOC

100%

75%

50%

% Event-Free

25%

0%

0 6 12 18 24 30 36 42 48 54 60 66 72
Months

Number at risk

81 74 65 57 52 48 45 41 39 34 29 21 14
133 129 114 100 87 84 71 67 62 56 41 21 5
88 61 46 36 27 21 17 16 14 13 13 9 7

5'""&_ Metachronous HV

== Group=MOHV ENZA L\ﬁ )
~+= Group=MOHV ENZA+DOC m‘_‘_
=+=Group=MOHV NSAA

= Group=MOHV NSAA+DOC

24 30 36 42 48 54 60 66 72
Months

0 6 12 18

Number at risk

40 39 32 29 28 26 24 22 20 20 17 14 9
47 46 37 34 32 25 25 23 20 19 16 7 3

34 28 22

% Event-Free

% Event-Free

100%

75%

50%

25%

0%

=+=Group=M1LV ENZA

=+ Group=M1LV ENZA+DOC

=+ Group=M1LV NSAA
Group=M1LV NSAA+DOC

PSA progression-free surviva

Synchronous LV

100%
75%
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25%

0%

25 25 23 21
11 102 89 78

21
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21
60

19
52
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49

19
46
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42

16
36

9
27

0 6 12 18 24 30 36 42 48 54 60 66 72
Months
Number at risk
73 71 70 65 63 61 59 57 54 52 46 33 28
48 47 47 43 40 36 32 32 32 30 26 14 7
79 70 64 48 44 39 31 29 28 26 21 15 13
== Group=MOLV ENZA
~+ Group=MOLV ENZA+DOC
- Group=MOL NSAA Metachronous LV
Group=MOLV NSAA+DOC
0 6 12 18 24 30 36 42 48 54 60 66 72
Months
Number at risk
116 112 111 108 106 98 95 93 89 85 71 46 32

2
19

Enzalutamide
Enzalutamide + docetaxel
NSAA

NSAA + docetaxel

HV: high volume. LV: low volume
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Strengths

Active control arm; outcomes
comparable to contemporary
trials

Concurrent use of docetaxel
allowed as a standard of care

Mix of synchronous /
metachronous; and HV / LV

“Hard” primary endpoint
of overall survival

Limitations

Docetaxel use
not randomized

Study not powered for
exploratory subset analyses

Do not confuse treatment
effects with different
prognostic groups

Discussion

Clinical Impressions

No major differences found in
enzalutamide efficacy across
subgroups

Confirms benefit of
enzalutamide in mHSPC,
especially in low volume

Exploratory analyses suggest
additional benefit when added
to TS + docetaxel
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* Enzalutamide added to testosterone suppression for mMHSPC,
and compared to an active comparator (NSAA £ docetaxel)

- Provided clinically meaningful improvements in OS for the combined study cohort
« Study is ongoing

« Benefits were :
- Most apparent for low volume mHSPC in those for whom docetaxel was not deemed necessary

~ Still apparent with synchronous high volume mHSPC where docetaxel was deemed necessary
(despite median overall survival >60 months with TS + docetaxel + NSAA)

Hypotheses from exploratory subgroup analyses:

Greatest benefit of triplet may be in those with poorest prognosis disease
(synchronous, high-volume), and able to receive docetaxel

Other subgroups: TS + enzalutamide provides substantial increases in OS that are not
augmented by concurrent docetaxel
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