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Defining disease states
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Whether localized disease or de novo metastatic disease = evolution to
more aggressive disease states is characterized by castration-sensitive to
castration-resistant prostate cancer

- Localized disease can have a
varied course from indolent, slow
growing to higher risk where
disease relapse is expected
following definitive treatment

Sandhu S, et al. Lancet. 2021;398(10305):1075-1090



Biochemically recurrent prostate cancer
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* Enzalutamide +
leuprolide®:Z:°0:PP

+ Apalutamide + ADT®%°0:99
(category 2B)

NCCN Guidelines. Prostate Cancer. Version 1.2025.
https://www.nccn.org/professionals/physician_gls/pdf/prostate.pdf
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Based on phase 2 study

showing a rapid and durable
response with enzalutamide
monatherapy in nmHSPC
and mHSPC

follow-up
will monitor

KO
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ditaass conlinum |prior 1o e cnied of melasmsistsymplioma) iS aadociated with improved metasiasis-feo surdaval

Phase Il RCT

Excluded pts after RP if considered
candidates for salvage radiation therapy
Allowed prior hormonal therapy for
neoadjuvant or adjuvant therapy +
definitive radiation therapy if <36 months
and at least 9 months before
randomization or a single dose or short
course (<6 months) for rising PSA levels
at least 9 months before randomization

Treatment suspended at week 37 if
the PSA level was <0.2; restarted
when PSA 25.0 (if no prior RP) or =
2.0 (if prior RP)

Freedland SJ, et al. BMJ Open. 2021;11:e0465885 -
Freedland SJ, et al. NEJM. 2023;389:1453-1465



Table 1. Baseline Demographic and Disease Characteristics (Intention-to-Treat Population).* E M B A R K
Enzalutamide + Leuprolide Leuprolide Alone Enzalutamide Monotherapy
Characteristic (N=355) (N=358) (N=355)
A Metastasis-free Survival with Enzalutamide plus Leuprolide vs. Leuprolide Alone I
Median age (range) — yr 69 (51-87) 70 (50-92) 69 (49-93) 00
Age group — no. (%) o0 573
<65yr 81 (22.8) 91 (25.4) 91 (25.6) Enzalutamide+leuprolide
804
65 to <75 yr 201 (56.6) 180 (50.3) 174 (49.0)
=75yr 73 (20.6) 87 (24.3) 90 (25.4) 2 707
2
Race or ethnic group — no. (%) S 609
L lide al
White 293 (82.5) 301 (84.1) 295 (83.1) T o e i
oo o .
Asian 26 (7.3) 26 (7.3) 26 (7.3) .E w0 N?. of Medlan.Metastass-ﬁ'ee
g b Patients Survival (95% Cl)
Black 16 (4.5) 16 (4.5) 15 (4.2) o, o
American Indian or Alaska Native 4(1.1) 1(0.3) 0 Enzalutamide+Leuprolide 355 NR (NR-NR)
2 o y 204 Leuprolide Alone 358 NR (85.1-NR)
Native Hawaiian or other Pacific Islander 1(0.3) 0 0 Tasad et Tor meracas e oy death
Other 5(1.4) 9 (2.5) 5 (1.4) 104 0.42. (95% Cl, 0.30-0.61)
Two-sided P<0.001
Not reported 10 (28) 5 (14) 14 (39) 0 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
Geographic region - (%) 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
{ — A
Months
North America 144 (40.6) 137 (38.3) 133 (37.5) Reoeadli
Europe 130 (36.6) 128 (35.8) 146 (41.1) 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 0
leuprolide
Rest of the world 81 (22.8) 93 (26.0) 76 (21.4) Leuprolide alone 358 344 335 334 321 320 303 301 280 276 259 256 238 226 221 205 203 185 183 141138 93 88 66 32 27 15 13 6 5 1 1 0
ECOG performance-status score — no. (%)
7 & (e 328 (92.4) 336 (93.9) 321 (90.4) B Metastasis-free Survival with Enzalutamide Monotherapy vs. Leuprolide Alone I
: ; . 100+
1 26 (7.3) 21 (5.9) 34 (9.6) .
90+
>1 1(03) 0 0 g0 80.0 Enzalutamide monotherapy
Missing data 0 1(0.3) 0 e —
PSA doubling time — no. (%) 2 70
<3mo 69 (19.4) 80 (22.3) 76 (21.4) § 60-
>3 t0 6 mo 187 (52.7) 142 (39.7) 164 (46.2) 5 50 LEUpTolidE 5Ione
>6 to 9 mo 98 (27.6) 135 (37.7) 114 (32.1) g T No. of Median Metastasis-free
T Patient: Survival (95% CI
Missing data 1(03) 1(03) 1(0.3) g atlents "“’“"m(o =iSl)
o 30_
Median PSA doubling time (range) — mof 4.6 (0.9-9.6) 5.0 (1.1-10.8) 5.0 (1.0-18.9) Enzalutamide Monotherapy 355 NR (NR-NR)
Median serum PSA level (range) — ng/ml 5.0 (1.0-308.3) 5.5 (1.1-163.3) 5.3 (1.1-37.0) 20 Eetiprolide Alone 338 NE (85 1-N)
Hazard ratio for metastasis or death,
Previous hormonal therapy — no. (%) 104 0.63 (95% Cl, 0.46-0.87)
Two-sided P=0.005
Yes 107 (30.1) 113 (31.6) 112 (31.5) 0 —rT T T T T T T T rr;<7;9;9g9goeee T T T T T T T T T T T T 1
No 248 (69.9) 245 (68.4) 243 (68.5) 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
Month:
Primary definitive therapy — no. (%) o
No. at Risk
Prostatectomy alone 90 (25.4) 75 (20.9) 99 (27.9) Enzalutamide 355 350 342 341 328 326 309 309 287 287 273 269 260 248 247 235 228 211209 172171109 108 76 52 49 26 24 5 5 0 0 0
e monotherapy
Radiation therapy alone 86 (24.2) 104 (29.1) 90 (25'4) Leuprolide alone 358 344 335 334 321 320 303 301 280 276 259 256 238 226 221 205 203 185183 141138 93 83 66 32 27 15 13 6 5 1 1 0
| Prostatectomy and radiation therapy 179 (50.4) 179 (50.0) 166 (46.8) |

Freedland SJ, et al. NEJM. 2023;389:1453-1465



1gg ] Table 2. Adverse Events (Safety Population).*
gg : Enzalutamide + Leuprolide Leuprolide Alone Enzalutamide Monotherapy
204 Event (N=353) (N=354) (N=354)
T8+
704 =ss= Enzalutamide Combination Any Grade Grade =3 Any Grade Grade =3 Any Grade  Grade =3
2= 65 == Leuprolide Alone
= 604 number (percent)
2 55 o
E 504 Any adverse event 343 (97.2) 164 (465)  345(97.5) 151 (42.7) 347 (98.0) 177 (50.0)
3
@ :g : No. of Median Overall Survival Treatment-related adverse event 305 (86.4) 62 (17.6) 283 (79.9) 31 (8.8) 312 (88.1) 57 (16.1)
g 35 - Patients (95% ClI), ma Serious adverse event 123 (34.8) 110 (31.2) 112 (31.6) 100 (28.2) 131 (37.0) 116 (32.8)
& X7 E““'"‘I‘_’;"':‘: Combination z:: :i ::ﬁ_:g Treatment-related serious adverse event 26 (7.4) 22 (6.2) 8(23) 720 17(48) 17 (4.8)
euprolide Alone =
%g 1 Adverse event leading to dose reduction 25(7.1) 11 (3.1) 16 (4.5) 5 (1.4) 56 (15.8) 14 (4.0)
104 Stralified: Hazard ratio for death, ] Adverse event leading to permanent discon- 73 (20.7) 31 (8.8) 36 (10.2) 19 (5.4) 63 (17.8) 34 (9.6)
54 %-:9 (9:‘9: gl-uoéa—o-m} interim efficacy boundary, tinuation of treatment
4 o-sided P=0. .
g ] P<0.0001, data on OS immaturg Adverse event leading to deatht 6(1.7) —_ 3(0.8) — 8(2.3) -
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 T T
0 3 6 9 121518 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 Most common adverse eventsi:
Overall Survival (mo) Hot flash 243 (68.8)§ 2 (0.6) 203 (57.3)§ 3(0.8) 77 (21.8) 1(0.3)
s Cominaton Fatigue 151 (42.8)§ 12 (3.4) 116 (32.8) 5 (14) 165 (46.6)] 14 (4.0)
EventiCum Evenls 10 010 VB O/ 2010212 315 1/16 1/17 522 1/23 2725 1/26 0/28 1127 1128 1729 1130 1/31 1/32 1/33 0/33 0133 0/33 Arthralgia 97 (27.5) 7 (2.0) 75 (21.2) 1(03) 81 (22.9) 2 (0.6)
s al Risk 331 323 322 18 38 311 307 303 292 260 232 193 163 122 101 73 53 34 20 8 2o
Hypertension 82 (23.2) 24 (6.8) 69 (19.5) 18 (5.1) 67 (18.9) 19 (5.4)
Leuprolide Alone
Event/Cum. Evenls 0 00 11 12 24 04 15 05 1B 410 414 014 418018 2120 222 325 1128 4/32 /35 6141 1/42 0/42 345 4/49 1/50 2/52 /52 2154 1155 (IS5 IS5 055 Fall 74 (21.0) 4(1.1) 51 (14.4) 4(1.1) 56 (15.8) 7 (2.0
Patients atRisk 358 354 351 340 346 345 343 342 341 335 320 327 321 316 312 309 301 298 287 250 224 192 157131 99 71 49 35 20 13 & 1 0 ’
Back pain 60 (17.0) 3(0.8) 54 (15.3) 1(0.3) 62 (17.5) 3 (0.8)
Diarrhea 49 (13.9) 2 (0.6) 31 (8.8) 1(0.3) 46 (13.0) 1(0.3)
Patients with PSA <0.2 ng/mL at week 36 Median duration of treatment suspension® Constipation 46 (13.0) 1(0.3) 31 (3.8) 0 34 (9.6) 1(0.3)
and treatment suspension Hematuria 42 (11.9) 8 (2.3) 44 (12.4) 41 45(12.7) 9(2.5)
100- 25 Insomnia 42 (11.9) 2 (0.6) 37 (10.5) 0 25 (7.1) 0
909 Nausea 42 (11.9) 1(0.3) 29 (8.2) 1(0.3) 54 (15.3) 2 (0.6)
90+ 85.9 Pain in arm or leg 41 (11.6) 3(0.8) 36 (10.2) 2 (0.6) 40 (11.3) 1(0.3)
20.2 Asthenia 39 (11.0) 2 (0.6) 21 (5.9) 1(03) 39 (11.0) 3 (0.8)
80~ 20 g
Dizziness 39 (11.0) 2 (0.6) 37 (10.5) 2 (0.6) 41 (11.6) 3(0.8)
70+ Headache 39 (11.0) 3(0.8) 32 (9.0) 0 41 (11.6) 1(0.3)
_ Urinary incontinence 34 (9.6) 4(11) 28 (7.9) 3(0.8) 36 (10.2) 6(L7)
= 604 E 15+ [Gynecomastia 29 (8.2) 0 32 (9.0) 0 159 (44.9)§ 303)]
= =
g 50 € Coronavirus disease 2019 27 (7.6) 2 (0.6) 36 (10.2) 4(L1) 44 (12.4) 2 (0.6)
[T} Peripheral edema 27 (7.6, 1(0.3 37 (10.5 1(03 31 (8.8 1(03
E= B P
E 40 5 10+ Urinary tract infection 27 (7.6) 1(0.3) 26 (7.3) 2 (0.6) 37 (10.5) 7 (2.0)
[=]
Weight decreased 24 (6.8) 1(0.3) 12 (3.4) 0 39 (11.0) 1(03)
30+ INippIe pain 11 (3.1) 0 4(L.1) 0 54 (15.3) 0 |
Breast tenderness 5(1.4) 0 4(1.1) 0 51 (14.4) 0
20+ 5
* Patients in the safety population were evaluated according to the treatment they received. Shown are adverse events that occurred from
104 the time of the first dose of the trial regimen through 30 days after permanent discontinuation. The median duration of treatment, exclud-
ing treatment suspension, was 32.4 months (range, 0.1 to 83.4) among patients who received enzalutamide plus leuprolide, 35.4 months
(range, 0.7 to 85.7) among patients who received leuprolide alone, and 45.9 months (range, 0.4 to 88.9) among patients who received
= 0 T T enzalutamide monotherapy. Adverse events were graded according to the National Cancer Institute Common Terminology Criteria for
Enzalutamide Leuprolide Enzalutamide Enzalutamide Leuprolide Enzalutamide Adverse Events, version 4.03. Percentages may not total 100 because of rounding.
1 Adverse events leading to death were grade 5 adverse events; none were considered by the investigator to be related to treatment.
Combination Alone Monotherapy Combination Alone Monotherapy i Ad leadi death de 5 ad idered by the investi be related
(n = 353) (n = 354) (n = 354) (n = 353) (n = 354) (n = 354) 1 The most common adverse events include those that occurred in at least 10% of the patients.

{ These events were among the most common treatment-related adverse events (occurring in 230% of the patients).

Freedland SJ, et al. NEJM. 2023;389:1453-1465



Biochemically recurrent prostate cancer

FDA approves enzalutamide for non-metastatic
castration-sensitive prostate cancer with
biochemical recurrence

‘ f share ‘ X Post ‘ in Linkedin | = Email ‘ S Print ‘ Monitoring (preferred)
Progressive or
MO0 CSPC ADTE200
FDA approves enzalutamide for non-metastatic castration-sensitive prostate cancer with aftel: | >
maxima
biochemical recurrence pelvic or
therapy < — -
On November 16, 2023, the Food and Drug Administration approved enzalutamide Eefml"'t' cer:laln circumstances:
* Enzalutamide *
(Xtandi, Astellas Pharma US, Inc.) for non-metastatic castration-sensitive prostate cancer leuprolide®:2:00:PP
(nmCSPC) with biochemical recurrence at high risk for metastasis (high-risk BCR). + Apalutamide + AD 7¢-2,00,44
(category 2B)

NCCN Guidelines. Prostate Cancer. Version 1.2025.
https://www.nccn.org/professionals/physician_gls/pdf/prostate.pdf



mCSPC

Update

Active surveillance
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4 Watchful waiting PSA rise only nmCRPC
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Curative Prostatectomy or ADT with or without Metastatic disease mCRPC
treatment radiotherapy Metastatic disease other treatments
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Non-curative | | ADTwithorwithout | [ PSAriseonly ——| nmCRPC [—P{ APIs |
treatment palliative radiotherapy
and surgery —P Metastatic disease —bl mCRPC I—P‘ Docetaxel, cabazitaxel, APls, and PARPi |
T ADT with or without docetaxel or APls l—
MESRE Prostate radiotherapy |—
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TABLE 1. Patient Demographic and Clinical Characteristics at Baseline (full analysis set)

Charactenstic Darolutamide + ADT {n = 446) Placebo + ADT {n = 223)
kedian age (range), year 70 (43-93) TO (45-97)
Age group, year, No. (%)

<65 118 (26.5) 65 (20.1)

6574 193 (43.3) 96 (43.0)

7584 17 (26.2) 52 (233)

285 18 (4.0 10 (4.5)

ECOG performance status, No. (%)

a 235 (52.7) 98 (439)
Global, randomized, double-blind, placebo-controlled, phase 3 study 1 199 (44.6) 117 (52.5)
2 12 (27 8 (36)

. Race, No. (%)
Endpoints White 251 (56.3) 125 (56.1)
— Asian 144 (32.3) 65 (20.1)
Patients (N=669 Darolutamide : Black 4037 24 (10.8)
( ) 600 mg BID + ADT = rPFS by central blinded review Gther 1022) 3 (40)
* mHSPC* (N=446) Regian, Mo. (%)
= ECOGPS0-2 5 Secondary Asia 147 (31.6) 63 (28.3)
;= oS Latin Armenican 119 (26.7) 72 (323)
N
. : [= + s . Europe and rest of the world 186 (41.7) 88 (395)
Stratification factors & Time to initiation of subsequent anticancer —
g therapy Gleason score at initial diagnosis, No. (%)
= Visceral metastases e : =8 122 {27.4) 67 (30.0)
(Y/N) Time to mCRPC ] 311 (69.7) 146 (65.5)
= Prior local therapy Time to PSA progression Data missing 13(29) 10 (4.5)
(YN) Rates of undetectable PSA (<0.2 ng/mL) Meteatasls stage at sl dlagnosia’” No. ()
j : . De novo N7 (71.1) 168 (75.3)
Data cut-off: Time to pain progression (BPI-SF) re—— 100 (224) 25 (202)
June 7, 2024 Safety Unknown 29 (6.5) 10 (4.5)

Extent of metastatic disease stage at sereening, No. (%)

Maonregionzl lymph node metastases anly 17 (3.8 10 (4.5)

Bane metastases with ar without lymph node metastases 344 (T7.7) 171 (T6.7)

Visoeral metastases with ar without lymph node metastases or with or without bone 85 (19.1) 42 (18.8)
melastases

Disease valume® No. (%)

High volume 315 (T0.6) 157 (70.4)

Law valume 131 (29.4) 66 (29.6)
Median PSA level (range), ng/mL* 21.4 (0.02-15915) 21.2 (0.02-8,533)
Median alkaline phasphatase level (ranges), U/L 1327 (34-4,286) 147.0 (36-3,764)

Random assianment stratification factors

Vigoeral melastasess

Present 53 {11.9) 27 (121)

Absent 393 (88.1) 196 (87.9)
Prior local therapy

Yes a0 (179) 40 (17.49)

Mo 366 (82.1) 183 (B2.1)

Saad F, et al. J Clin Oncol. 2024; 42(36):4271-4281
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0.7 4

0.6 4

0.5 4
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0.2 4

0.1 4
P<.0001

0.0 4

Hazard ratio for rPFS 0.54 (95% Cl, 0.41 t0 0.71)
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+ADT

Placebo
+ADT

Darolutamide

Median rPFS
(95% CI)
mo

NR (NR to NR)

25.0(19.0 to NR)

Placebo + ADT

OS (secondary endpoint)
ADT + daro NR no event
vs. ADT + placebo NR 6
HR 0.81 (0.59-1.12)

T

0

Number at risk:

Placebo 223

Overall population
Age subgroups, years
<65

65-74

75-84

=85

Baseline PSA values
<median

>median

ECOG PS at baseline
0

21

Gleason score at initial diagnosis
Missing/not assessed
<8

=8

Disease volume

High volume

Low volume

Race

White

Asian

Black

Other

Geographic region
Europe and RoW
Asia

Latin America
Visceral metastases
Yes

N
Prior local therapy

Yes

No

Darolutamide 446 422

197

388 358
178 158

Time Since Random Assignment (months)

330 309
137 109

Darolutamide (n = 446)

285 262
96 83

186
58

13
32

Placebo (n = 223)

Events/Patients,
n/N

128/446

37/118

53/193

29/117
918

58/216
67/220

61/235
67/211

5/13
32/122
91/311

113/315
15/131

76/251
38/144
10/41
4/10

56/186
371141
35/119

21/53
107/393

19/80
109/366

Median,
months

NR

Events/Patients,
n/N

94/223

32/65

35/96

22/52
5/10

44111
47/108

37/98
57/125

4/10
30/67
60/146

75/157
19/66

55/125
24/65
10/24

5/9

39/88
23/63
32/72

13/27
81/196

18/40
76/183

Median,
months

25.0

;1 ] i ﬁf {E it 4 hif :

0j1 1
HR (95% CI)

10

Favors darolutamide Favors placebo

HR
(95% CI)

0.54 (0.41t0 0.71)

0.44 (0.27 to 0.71)
0.64 (0.41to0 0.98)
0.48 (0.27 to 0.83)
0.51(0.16 to 1.66)

0.55 (0.37 to 0.81)
0.55 (0.38 to 0.80)

0.55 (0.37 to 0.83)
0.56 (0.39 to 0.79)

0.46 (0.28 to 0.75)
0.58 (0.42 to 0.81)

0.60 (0.44 to 0.80)
0.30 (0.15 to 0.60)

0.52 (0.36 t0 0.73)
0.59 (0.35 to 0.98)
0.51(0.21 to 1.23)

0.50 (0.33 to 0.75)
0.60 (0.35 to 1.01)
0.56 (0.35 to 0.90)

0.71(0.35to 1.41)
0.52 (0.39 to 0.69)

0.34 (0.17 to 0.66)
0.59 (0.44 to 0.79)

s. 103 (23.1%)
D (26.9%)

Low-volume

metastases

Low-volume

metastases

synchronous

metachronous

Y

— -

ARANOTE

ADT? with one of the following:
» Preferred regimens:
» Abiraterone (category 1)%**
» Apalutamide (category 1)

Fid

* Other Recommended Regimens
¢ Darolutamide (category 2B)*

ADT* with one of the following:
- Preferred regimens:
» Abiraterone (category 1)%>3®
» Apalutamide (category 1)*
» Enzalutamide (category 1)*
« Other Recommended Regimens

+ Darolutamide (category 2B)*

Cat 2A for high-volume (ADT + daro)

Stud Int i Prior Local [locetaxel Use Initial Serum PSA  Median Follow-Up | Overall Survival Benefit
udy iervention Therapy (%) %) (ng/mL) (Months) (HR; 95% CI)
ARCHES [33,34] ADT plus enzalutamid 160 mg daily vs. ADT 7 _gop Hy 18 5 45 0.66: 0.53-0.81
ENZAMET [35] ADT plus enzalutamid 160mg dally vs. ADT 39 520% HV 45 - 34 0.67;0.52-0.86
TITAN [36,37] ADT plus apalutamide 240 mg daily vs. ADT 16 ~62% HV 1 -I- 44 0.65; 0.563-0.79
NCCN Guidelines. Prostate Cancer. Version 1.2025.
https://www.nccn.org/professionals/physician_gls/pdf/prostate.pdf
Saad F, et al. J Clin Oncol. 2024; 42(36):4271-4281 11

Thomas C, et al. Cancers (Basel). 2021;14:8




First-line mCRPC updates

Active surveillance

PSA rise onl 7R
4 Watchful waiting PSA rise only nmCRPC
Disease progression
— Relapse Localised disease —p ¢
Curative Prostatectomy or ADT with or without Metastatic disease —}I mCRPC |
treatment radiotherapy Metastatic disease other treatments
Localised
prostate —» No relapse
cancer :
Non-curative | | ADTwithorwithout | [ PSAriseonly ——| nmCRPC [—P{ APIs |
treatment palliative radiotherapy
and surgery —P Metastatic disease —DI mCRPC I—Pl Docetaxel, cabazitaxel, APls, and PARPi I
T ADT with or without docetaxel or APls I— Cabazitaxel
P :
MESRE Prostate radiotherapy |—
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P EAC E_3 Open-label phase Ill RCT

* Following ERA-223 (abi + Ra223),

_ \ Ra223 PEACE3 amended in 2018 after 119 pts
StUdy populatlon 55 kBq/kg iv every 4 weeks Primary endpoint \ enro"ed for mandatory monthly bone_
- Patients with mCRPC for 6 cycles plus | . PFs )
and bone metastases N=446** Enzalutamide 160 mg od d protectlng_agent (B PA)
*Asymptomatic or Key secondary « Must receive at least 2 doses BPA before
mildly symptomatic Stratification factors endpoints .
WHO PS of 0 or 1 _ - Country . Safety first Ra223 dose
»No prior treatment 1 + Baseline pain (BPI worst pain 0-1 vs 2-3) + Overall Survival

Randomisation « Prior docetaxel (yes vs no)

with enzalutamide or » Use of bone protecting agents

« Time to next treatment

Ra223 « Prior abiraterone (yes vs no) + Time to pain progression
*No known visceral + Time to first SSE
metastases (symptomatic skeletal 100 BPA and treatment
+Ongoing ADT Enzalutamide 160 mg od  guumd event) %0 S s a5
\ j —— Enza+Rad with BPA
190 Enza+Rad without BPA
. . £ + Censor
*defined as brief pain inventory WP24 score < 4 g 701
** original target accrual N=560, adapted for slow accrual § 60
E
Tim e point Fine-Grayv cumulative Incidence of fracture (93% CI) 3 %1
EPA exposure Mo BPA exposure 20
ENZA + 15R; ENZA ENZA+ 1°Ra ENZA i
n=87) (n=197) {(m=33) (mn=32) -
imo 0 0 0 63 (1.1-18.4) X 5 : ; ' : 5L
6mo 13(0.1-6.1) 0 8.6 (2.1-20.8) 94(23-225) imaslica rendbrintionGad
Fmao 2.7(03-83) 13{0.1-6.1) 2371264100 94{23-2173) Patients at risk
[1T2mo 2.7(0.5-8.5) 2.6(0.5-8.3) 37.1 (21.3-53.0) 15.6 (5.6-30.3)] GAWer & S 2 = = o2 %
TTmo I3 (1.1-109) 76(05-83) 120 (261-98.6) 210 (935-3713) EnzasRadwih BPA 87 74 5o 46 3 18 12
18 mo 4.3 (1.1-10.9) 2.6(0.5-8.3) 45.9 (28.6—61.6) 21.9(9.5-37.5) Enza+Rad withowt BPA 35 kY 18 12 6 4 3
2lmo 43(1.1-10.9) 2.6(0.5-8.3) 52.0 (33.8—67.5) 21.9(95-37.5)
ENZA = enzalutamide; BPA = bone-protecting agent; CI = confidence interval.
Reproduced with permission from Dr. Gillessen Gillessen S, et al. Ann Oncol. 2024;35(Suppl 2):S1254 13
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PEACE-3

Enza+Ra223

Enzalutamide treatment duration (months)

Reproduced with permission from Dr. Gillessen

N=218 N=224
446 patients enrolled in 12 countries,[11/2015 to 03/2023, median follow-up: 42.2 months| Median 17 3 14 0
Enza+Ra223 Enza Q25 - Q75 9.7-276 8.3-23.3
(N=222) (N=224)
N (%) N (%)
Age, Median (range) years 70.0 (43.0-90.0) 700 (47.0-90.0) Radiu m, num ber of cycles
PSA, Median (Q25-Q75) ng/mL 253 (6.5-68.8) 23.0 (8.5-549)
WHO Performance status 0 152 (69) 154 (69) N=215
Prior docetaxel(") 67 (30.2) 66 (30) <6 cycles 25 (1 1 .6%)
Prior abiraterone(!) 4(2) 7(3)
Bone lesions(2) 6 CyCIQS 189 (879%)
<10 109 (49) 105 (47) Missing 1 (05%)
=10 93 (42) 99 (44)
Missing or diffuse lesions 20 (9) 20 (9)
Alkaline phosphatase Enza+Ra223
<ULN 127 (57) 107 (48) (N=218)
>ULN 82 (37) 110 (49) Patients
Missing 13 (6) 7(3) N (%)
Extra-skeletal disease at baseline 77 (35) 73 (33) Adverse events (AEs) 218 (100) 216 (96)
1) Prior docetaxel or abiraterone was allowed for mHSPC Drug-related AEs 183 (84) 158 (71)
)  Perimaging guidelines, the type of bone lesions is reported by a radiologist and classified into focal, diffuse or equivocal. Only Serious AEs 93 (43) 66 (30)
focal bone lesions can be counted. Serious drug-related AEs 18 (8) 3(1)
Grade 3-5 AEs 143 (66) 125 (56)
Grade 3-5 drug-related AEs 61 (28) 42 (19)
Death due to AE 7 (3) 4(2)
Death due to a drug-related AE 0 0
Treatment discontinuation due to toxicity
Enzalutamide 13 (8) 12 (7)
RA223 7(3)

14
Gillessen S, et al. Ann Oncol. 2024;35(Suppl 2):S1254



Primary endpoint: rPFS

Radiological Progression Free Survival (%)

Enza-
Enza+Ra223-

100 +
90 | Arm n/N Median (95%CI)
80 Enzalutamide + Ra223 Enzalutamide + Ra223  139/222 19.4 (17.1-25.3) mo
70 —
Enzalutamide 160/224 16.4 (13.8-19.2) mo
60 | .
24mo rPES: o
50 36% vs. 45% HR (95%Cl) 0.69 (0.54-0.87)
404 : Log-Rank p-value 0.0009
30 | : Assumption of proportional hazard achieved
Enzalutamide!
20 i
10
0 T T T i T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72
Time in months
Patients-at-Risk (No. Cumulative Events)
224(0) 122(84) 52(128) 13(150) 7(155) 3(158) 0 (160)
222(0) 138(65) 64(107) 32(123) 19(131) 9(135) 3 (137)

Reproduced with permission from Dr. Gillessen

PEACE-3

Events / Patients HR & CI
Enza+Ra223 Enza HR (95% CI) (Enza+Ra223  :Enza) Interaction test
Baseline BP| WP24 score
0-1 80/133  90/133 0.71 (0.53;0.97) _._ p=0.719 (df=1)
2-3 59/89 70491 086 (0.460.93) ——
Prior docetaxel administration
No 96/157 1141159 0.54 (0.48;0.84) ... p=0.231 (df=1)
Yes 43185 46165 0.86 (0.57;1.31) —
BPA safety lotter
Before 45160 51150 0.68 (0.45;1.03) —.— p=0.934 (df=1)
After 947162 1091165 0.70 (0.53:0.92) _._
Age
<75 years 911144 1181159 062 (0.47:0.82) .._ p=0.156 (df=1)
>= 75 years 48178 42165 0.89 (0.59:1.35) — .
WHO Performance status
0 951152 1111154  0.66 (0.50:0.87) _._ p=0514 (df=1)
1 42168 48169 0.78 (0.51;1.18) —_—
N missing = 3
Number of focal bone lesions
<10 66/100  66/105 0.70 (0.50; 0.99) —1 p=0,984 (df=2)
>=10 61793  78/99 073 (0.52:1.02) 1
No focal bone lesion  11/19 15119 0.73 (0.33;1.62) —
N missing = 2
. Total 1391222 160/224 0.70 (0.55; 0.88) - |
(62.6%) (71.4 %) |
0.25 0.5 10 20 40
Enza+Ra223 Enza
better better

Gillessen S, et al

Unadjusted treatment effect: p= 0.002
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NN
PEACE-3

Overall Survival at interim analysis (80% of OS events)

100 Arm n/N Median (95%CI)
Enzalutamide
90 - ]
_ + Ra223 110/222 | 42.3 (36.8-49.1) mo
%0 Enzalutamide + Ra223

~
o
1

Enzalutamide  129/224 |35.0 (28.8-38.9) mo

[=2]
o
|

HR (95%Cl) 0.69 (0.52-0.90)

Log-Rank p-
value

B
o
1

Enzalutamide 0.0031 <0.0034

Overall Survival (%)
(4]
o
|

w
o
|

20 1 «  Pre-set level of significance for interim analysis
10 - was < 0.0034
*  Due to non-proportional hazards plus lack of
0 T T T T ‘ . J . T . T . unequivocal significance for RMST (restricted
0 6 12 18 24 30 36 42 48 54 60 66 72 mean survival time) sensitivity analysis, study will
Time in months | continue to final OS analysis |

Patients-at-Risk (No. Cumulative Events)
Enza- 224(0) 206(15) 107(64) 58(90) 30(112) 14(123) 1(129)
Enza+Ra223- 222 (0) 194 (21) 114 (53) 71(73) 43(90) 23(101) 12(105)

Potential new 1L mCRPC treatment with enza + Ra223 in
pts who have not received a prior ARPI

Reproduced with permission from Dr. Gillessen 16
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None 2L, n = 229 (36%)

gl ldentifying candidates for PEACE-3

A None 4L, n = 107 (66%)
F— Ieuzzt..n-m(zz%) IENZSL.n-BO(Zo%) U

S 1 DOC 4L, n = 20 (12%)
i T LY S
Wortocrmmy RS, - meaese T EREmE
Diagnosed with mHSPC in 2015- Diagnosed with mHSPC in 2018-
All mHSPC patients 2017 2020
Mot Mot Mot
oligometastatic Oligometastatic olipometastatic Olipometastatic oligometastatic  oligometastatic
(N = 320)° (N=79) (N = 162) (N = 39) (N = 320)° (N=79)
1L regimen, Mo. (35)
ADT 163 (50.9) 51 (64.6) ?5 (58.6) 26 (66.7) 68 (43.0) 25 (62.5)
ADT + abiraterone 55(17.2) 11 {13.9) 11 (6.8) 2(5.1) 44 (27.8) ? (22.5)
ADT + apalutamide 0 (0.0) 1(13) 0 (0.0) 0 (0.0) 0 (0.0) 1(2.5)
ADT + chemotherapy 43 (13.4) 4(5.1) 27 (16.7) 2(5.1) 16 (10.1) 2 (30
ADT + chemotherapy + abiraterone 1(0.3) 0 (0.0 0 (0.0) 0 (0.0) 1 (0.6) 0 {0.0)
ADT + enzalutamide 8(2.5) 4 (5.1) 1 (0.4) 1(2.4) 7 (4.4) 3(7.5)
ADT + enzalutamide -+ abiraterone 1(0.3) 0 (0.0 0 (0.0} 0 (0.0) 1 (0.6) 0 {0.0)
Died 49 (15.3) 8(10.1) 28 (17.3) 8 (20.5) 21 (13.3) 0 {0.0)
Gong J, et al. Cancer. 2024;130(22):3815-3825 17
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TALAPRO-2

TALAPRO-2: Trial Design

Patient population

+ 1L mCRPC

+ ECOGOor1
Ongoing androgen deprivation
therapy

Stratification factors

« Prior abiraterone? or docetaxel for
CSPC (yes vs no)
HRR gene alteration status
(deficient vs non-deficient or
unknown)®

Sequential enroliment in two cohorts:

Unselected (Cohort 1), N=805

HRRm only (Cohort 2), N=399

*Prior orteronel was received by two patients in each treatment arm in Cohort 1 and one patient in each treatment arm in Cohort 2. ®Unselected cohort only.

HRR-deficient cohort is being presented today in poster D15

Statistically significant and clinically meaningful improvement in OS

Talazoparib + enzalutamide

(N=402)

Unselected Cohort 1 (N=805)

Placebo + enzalutamide

(N=403)

Primary endpoint
« 1PFS by BICR

Key secondary endpoint
+ OS (alpha protected)

Other secondary endpoints
Time to cytotoxic chemotherapy
PFS2
ORR
Patient-reported outcomes
Safety

Samples prospectively assessed for HRR gene alterations
(ATM, ATR, BRCA1, BRCA2, CDK12, CHEK2, FANCA, NBN, MLH1, MRE11A, PALB2, RAD51C)
using FoundationOne/FoundationOne®CDx and FoundationOne®Liquid CDx

DCO1: Aug 16, 2022
rPFS (primary)
Analysis timeline: ']
(unselected)

Reproduced with permission from Dr. Agarwal

DCO2: March 28, 2023 DCO3: Sept 3, 2024
OS (interim) OS (final) current

3

azoparib

40
71 (41-90)

Age, median (range), years 71 (36-91)
Race, n (%) White 243 (60.4) 255 (63.3)
Black/African American 11 (2.7) 5(1.2)
Asian 127 (31.6) 120 (29.8)
Native Hawaiian/Pacific Islander 2(0.5) 1(0.2)
Not reported 19 (4.7) 21 (5.2)
Multiracial 0 1(0.2)
Ethnicity, n (%) Hispanic/Latino/Spanish Origin 39 (9.7) 46 (11.4)
Not Hispanic/Latino/Spanish Origin 341 (84.8) 327 (81.1)
Not reported 22 (5.5) 30 (7.4)
PSA, median (range), ng/mL 18.2 (0.1-2796.0) 16.2 (0.1-2285.1)
Disease site, n (%) Bone 349 (86.8) 342 (84.9)
Lymph node 147 (36.6) 167 (41.4)
Visceral (lung) 45 (11.2) 61 (15.1)
Visceral (liver) 12 (3.0) 16 (4.0)
ECOG PS 0/1, n (%) 259 (64.4)/1143 (35.6) 271 (67.2)/132 (32.8)
Prior abiraterone® or docetaxel, n (%) 109 (27.1) 110 (37.3)
Abiraterone 21 (5.2) 25 (6.2)
Docetaxel 86 (21.4) 93 (23.1)
HRR gene alteration status®, n (%) Deficient 85 (21.1) 84 (20.8)
Non-deficient or unknown 317 (78.9) 319(79.2)
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Data cut off Sept 3, 2024

TALAPRQO-2?  1PFs33.1mos (TALA + ENZA) vs. 19.5 mos (ENZA + PBO)

HR 0.667 (0.551-0.807, p<0.0001)

Overall Survival (Final Analysis) IMLARTIA TPOeTER HE 35l

S T 3 . > Subgroup Events/patients
) >
20.4% reduction in risk of death, >8 months improvement in median OS it 211/402 2431403 0.796 (0.661-0.958)

Age, years 1371240 154/240 0.797 (0.633-1.004)

<70 741162 89/163 0.778 (0.571-1.059)

Median 0S ECOG PS 0 134/259 156/271 0.842 (0.669-1.061)
(95% Cl), mo 1 771143 87/132 0.700 (0.514-0.952)
TALA + ENZA 211/402 45.8 | (39.4-50.8) Gleason score <8 56/117 60/113 0.895 (0.622-1.289)
PBO + ENZA 243/403 37.0| (34.1-40.4) 28 153/281 177/283 0.769 (0.619-0.955)
H Stage at diagnosis MO 911172 111/185 0.828 (0.627-1.093)

8.8 months improvement M1 118/226 129/215 0.781 (0.609-1.003)

Median follow-up for OS was Site of metastasis Bone only 81/168 95/155 0.676 (0.502-0.910)

525 months Soft tissue only 19/48 25/57 0.900 (0.495-1.636)

Bone and soft tissue 109/181 121/187 0.868 (0.670-1.125)

HRR status?® Deficient 40/85 56/84 0.542 (0.361-0.814)

Non-deficient/unknown 1711317 187/319 0.874 (0.711-1.076)

0.0 Prior abiraterone® or docetaxel Yes 55/109 741110 0.663 (0.467-0.940)

16 20 28 32 36 40 44 48 52 56 60 No 4561293 e 6555 G oot oo
No. at risk Time (Months)

TALA+ENZA 402 3%0 371 347 319 2% 250 226 212 193 183 158 89 42 11 00 02 04 06 08 10 12 14 16 18
PBO+ENZA 403 391 362 331 305 287 231 207 183 163 148 127 77 3B 4 -—

Events/patients

o
o

o
~

-
5
2
2
[}
2
<]
4
[

o
()

HR=0.796 (0.661-0.958); P=0.0155

Favors TALA + ENZA Favors PBO + ENZA

The HR for the overall ITT population was based on a Cox model stratified by the randomization stratification factors. For all subgroups, the HR was based on an unstratified Cox
For statistical significance at the final overall survival analysis, the stratified log-rank 2-sided P value needed to be <0.022 based on a group sequential design with O'Brien-Fleming model with treatment as the only covariate. Data for the HRR-deficient cohort are presented at ASCO GU 2025 in poster D15.

spending function. “HRR gene alteration status (deficient vs non-deficient or unknown) by randomization stratification. "includes two patients in each treatment arm who received prior orteronel.
Data cutoff: September 3, 2024, Data cutoff: September 3. 2024.

Reproduced with permission from Dr. Agarwal 1
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TALAPRO-2

Overall Survival in Subgroups With No Alterations Detected by Most Common All-Cause TEAEs
Both ctDNA and Tumor Tissue

In the talazoparib arm:
Clinically meaningful reduction in risk of death in patients without BRCA or HRR alterations

" = -
TALA + ENZA PBO + ENZA 49.0% had grade 1—-2 anemia

(N=398) (N=401) at baseline :
No BRCA alteration detected No HRR alteration detected pvomia 678 ST e

¢ & 2 - dose reduction of talazoparib were:
Events/ Median OS Events/ Median OS )
patients 95% Cl), mo patients (95% Cl), mo Neutropenia g ; = Anemia (46.2%)
TALA + ENZA  114/219 |48.4 | (37.2-54.1) TALA + ENZA  82/154 |46.6)(33.0-54.1) Fatigue = Neutropenia (16.3%)
PBO + ENZA  137/220 |37.1(31.1-40.7) PBO + ENZA  99/160 |37.4|(30.0-40.9) 5 = Thrombocytopenia (6.2%)
- - ack pain

: 5o Grade 3-4 anemia
9.2 months i t i ; ;
- months improvemen Thrombocytopenia = Reported in 49.0% of patients

Leukopenia 5 ; 5 K 4. = Median time to onset was
3.3 months
Decreased appetite ;
: 42.2% received an RBC
0.2 0.2

Fall All grades ! [ All grades transfusion (median of two
= 9 ; P= a = = ; P= 2 5 - transfusions
, | HR=0.749 (95% CI, 0.682-0.963}; P=0.0237 L e G:d:132 3 G;ad: 132  Hansiis ) :

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 Artvaigia - 8.5% discontinued talazoparib due
Mo st ek Time (Months) Ntk Time (Months) el = 217 IcR to anemia

TALA + ENZA 219 213 204 187 172 159 155 135123 114 102 99 89 51 26 7 1 0 TALA +ENZA 154 148142128120110108 95 85 79 72 71 64 36 19 5 1 0
PBO + ENZA 220 214 196 179 164 155 135121 110 98 84 75 63 39 20 1 1 0 PBO+ENZA 160 156 143131120113 97 87 81 73 61 53 44 29 14 1 1 0

11.3 months improvement
0.6

0.4 04

7
(o}
s
2
-]
]
a
[
[

Probability of OS

00 Median duration of treatment with
Patients, % talazoparib was 19.7 months

Post hoc analysis employing all available test results of prescreening/screening samples including both prospective and retrospective analyses.

Data cutoff: September 3, 2024. Figure includes TEAEs reported in 220% of patients in either arm.
Data cutoff: September 3, 2024. *Reported 2-sided P values are nominal and descriptive.

FDA approves talazoparib with
enzalutamide for HRR gene-mutated
metastatic castration-resistant prostate
cancer

f share X Post | inLinkedin % Email | & Print

On June 20, 2023, the Food and Drug Administration approved talazoparib (Talzenna,
Pfizer, Inc.) with enzalutamide for homologous recombination repair (HRR) gene-mutated
metastatic castration-resistant prostate cancer (mCRPC).

Reproduced with permission from Dr. Agarwal
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Conclusions

In high-risk biochemically recurrent prostate cancer, ADT + enza or enza monotherapy represent new standard
options

In MCSPC, ADT intensification is standard with ADT + daro representing a new option into growing list of ADT + ARPI
combinations

» Triplet therapy should be considered for fit individuals with high-volume mHSPC (especially de novo mHSPC)

« Greater uptake of ADT intensification in the real world is vital for improving outcomes

In 1L mCRPC, PEACE-3 supports potential role of ADT + enza + Ra223 + BPA in those w/o prior ARPI
In 1L mCRPC, PARPI + ARPI upfront combination standard option in 1L mCRPC w/HRRm

« Talazoparib + enza - broader HRR mut
* Mature positive OS to support this combination

21



Cultural Linguistic Competency (CLC) & Implicit Bias (1B)

STATE LAW:

The California legislature has passed Assembly Bill (AB) 1195, which states that as of July 1, 2006, all Category 1 CME activities that relate to patient care must
include a cultural diversity/linguistics component. It has also passed AB 241, which states that as of January 1, 2022, all continuing education courses for a
physician and surgeon must contain curriculum that includes specified instruction in the understanding of implicit bias in medical treatment.

The cultural and linguistic competency (CLC) and implicit bias (IB) definitions reiterate how patients’ diverse backgrounds may impact their access to care.

EXEMPTION:

Business and Professions Code 2190.1 exempts activities which are dedicated solely to research or other issues that do not contain a direct patient care
component.

This presentation is dedicated solely to research or other issues that do not contain a direct patient care component.
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https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
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