F17 IntrOdUCtiOn Objective Based on their clinical outcomes in the TITAN and SPARTAN studies, patients were categorized as:

— R-PD: radiographic progression without prior or concurrent PSA progression

Androgen receptor pathway inhibitors (ARPIs) are frequently combined with androgen * To characterize patients who experienced radiographic progression without prior or concurrent : ZgéI;II;PI:\IIcD)SPAS%m?;ef::s?oangdc;g Cl?anChui::re?(tlyrgzsrie(l)ilO(?rr?jzgltchprogreSSIon
deprivation therapy (ADT) to treat patients with castration-sensitive (CSPC) or PSA progression (R-PD) and to compare them with patients who experienced PSA progression ' D705 ’ JrapTie PTog ’

O O O .
castration-resistant (CRPC) prostate cancer without prior radiographic progression (PSA-PD) while undergoing treatment with ADT or N DE.ATI.-I: Death before any Progression .. : : : L
Distribution of type of progression, baseline clinical features, and site of radiographic progression in R-PD
In the TITAN and SPARTAN studies, apalutamide (APA) added to continuous androgen ARPI+ADT

were assessed
deprivation therapy (ADT) improved Time to radiographic progression in R-PD patients and time to PSA progression in PSA-PD patients were

® l ® — Radiographic progression-free survival (rPFS), a co-primary endpoint of TITAN' MethOdS compared between treatment groups
I t O u r O r e S S I O n - Metastasis-free survival, the primary endpoint of SPARTAN BIODmakal‘ ot by V f d on 198 (18.8%) TITAN and 233 (19.3%) SPARTAN
— Overall survival (OS) and other long-term outcomes, despite crossover from placebo to APA * Aretrospective analysis of two phase 3 trials comparing APA + ADT vs placebo (PBO) + ADT were N preilcwz:grye’iupnr%izaf‘te test by Veracyte was pertormed on (18.8%) an (19.3%)

1 1 3,4 .
after the studies were unblinded conducted separately: — Gene expression signatures were explored. Classification models were built using Ridge regression to

¢ Radiographic progression in the absence of prior or concurrent prostate-specific antigen — TITAN (NCT02489318): in 1052 patients with metastatic CSPC (mCSPC)’ predict the response category
— I n V a n C e (PSA) progression serves as a critical biomarker for identifying patients at risk of poor clinical _ SPARTAN (NCT01946204): in 1027 patients with non-metastatic CRPC (nmCRPC)? Overall survival of R-PD, PSA-PD, and NO-PD patients were compared
outcomes® Time-to-event end points were analyzed by Kaplan-Meier method

HR (95% CIl) and p values were estimated using Cox proportional hazard models

Prostate Cancer Patients — oo POt oot

_ o : o e Compared with placebo, treatment with APA delayed the time to radiographic progression in R-PD patients (TITAN: HR, 0.51; 95% Cl, * R-PD patients had shorter OS compared to PSA-PD patients in both studies
e TITAN study (N=1052): 130 (12.4%) patients were R-PD, 433 (41.2%) PSA-PD, ) . .
469 (44 6%); I(\IO-PD e)md 20( ' 9%)) BEATH ( ) 0.36-0.73, p=0.0003; SPARTAN: HR, 0.17; 95% Cl, 0.1-0.28, p<0.0001) (Figure 1) (median OS: R-PD vs PSA-PD: 22.9 months vs 37.4 months in the TITAN study:;

 Furthermore, treatment with APA delayed the time to PSA progression in PSA-PD patients (TITAN: HR, 0.61; 95% Cl, 0.49-0.75; 49.8 months vs 53.7 months in the SPARTAN study) (Figure 3)
P<0.0001; SPARTAN: HR, 0.22; 95% CI, 0.18-0.27; p<0.0001) (data not shown)
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Ruchi Chaudhary,. Amitabha Bhaumik,*™ Neeraj Agarwal, KI:IStIn Shc.)tts,. . SPARTAN study (N=1207): 125 (10.4%) patients were R-PD, 548 (45.4%)
Angela Lopez-Gitlitz,* Sharon McCarthy,? Suneel Mundle,? Kim N. Chi,”> Eric J. Small®’ PSA-PD, 526 (43.6%) NO-PD, and 8 (0.7%) DEATH

Table 1: Patient disposition by progression outcome Figure 1: Time to radiographic progression in R-PD patients Figure 3: Overall survival by progression outcome
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"Helen Diller Family Comprehensive Cancer Center, University of California, San Francisco, California, USA NO-PD 324 (61.7%) 145 (27.5%) 480 (59.6%) 46 (11.5%)
DEATH 12 (2.3%) 8 (1.5%) 7 (0.9%) 1(0.2%)

(A) TITAN (mCSPC)
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Presenting author
. APA+ADT, apalutamide + androgen deprivation therapy; DEATH, death before any progression; mCSPC, metastatic castration-sensitive prostate cancer;
TCO” tI’IbUted equa”y as the CO'Ie Cld GUth ors NO-PD, no PSA progression or radiographic progression or death; nmCRPC, non-metastatic castration-resistant prostate cancer; PBO+ADT, placebo
+ androgen deprivation therapy; PSA, prostate specific antigen; PSA-PD, PSA progression prior or concurrently to radiographic progression; R-PD,
radiographic progression without prior or concurrent PSA progression.
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Table 2: Baseline clinical characteristics (Apalutamide ITT population;

Key Takeaways TITAN and SPARTAN)
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Patients with radiographic progression without PSA progression (R-PD) are not uncommon in Baseline characteristics _ — . Months from randomization N Months from randomization I Months from randomization
n=125 n=12

DD
advanced prOState cancer 04 (n=324) APA+ADT 64 55 50 39 23 15 APA+ADT 95 92 71 52 38 30 25 16 9 4 1 1 R-PD 130 129 123 115 102 92 82 71 60 58 55 47 43 37 30 16 2 0 O

0 0
8.7 13.09 423 2568 PBO+ADT 66 39 23 17 11 6 0] PBO+ADT 30 28 5 0] 0] 0] 0] 0] 0] 0] 0 0] 0] PSA-PD 433 433 428 419 397 378 358 332 301 278 251 233 209 166 117 66 25 5 O

PSA (ng/mL), median (range) (0.0; 9934) (01; 2256.0) (0.0; 2682.0) (2.6; 901.7) NO-PD 469 466 462 460 458 451 445 442 438 433 427 418 411 366 261 159 68 20 3

ECOG PS score=1 28 (43 8%) 54 (43 2%) 110 (34 O%) 5 (41 7%) APA+ADT, apalutamide + androgen deprivation therapy; mCSPC, metastatic castration-sensitive prostate cancer; nmCRPC, non-metastatic castration-resistant prostate cancer; PBO+ADT, placebo+ androgen deprivation therapy; R-PD, radiographic progression
- - - - without prior or concurrent PSA progression.

Poor prognosis of R-PD patients highlights the importance of monitoring them using imaging and Siaason score ot ital dismosis

warrants evaluation of new therapeutic approaches for them <8 19 (29.7%) 33 (26.4%) 117 (361%) 5 (417%) (B) SPARTAN (nmCRPC)
>8 45 (70.3%) 92 (73.6%) 207 (63.9%) 7 (58.3%) Biomarker analysis

Extent of disease at study entry

Bone + only lymph node 22 (344%) 50 (40.0%) 88 (27.2%) 3 (25.0%) * Increased luminal B lineage and decipher risk signatures were observed in R-PD and PSA-PD vs NO-PD patients for TITAN (n=196;
Bone + other organ(s) excluding visceral 4 (6.3%) 9 (7.2%) 3 (0.9%) 1(8.3%)

COnCIUSiOnS Bone + visceral and/or other organ(s) 13 (20.3%) 15 (12.0%) 25 (77%) 3 (25.0%) Figure 2A); equivalent signature scores were observed in NO-PD, PSA-PD, and R-PD patients for SPARTAN (n=233; data not shown)

N”:ger of bone lesions at study entry 3 a3 50 640% 53 Y57 S * A transcriptomic classification model achieved moderate discrimination between R-PD or PSA-PD vs NO-PD patients for TITAN,
: e : : VN : o5 35 (54.7%) 98 (78.4%) 145 (44.8%) 8 (667%) (n=196; Figure 2B), while no discrimination of R-PD alone was observed; poor discrimination was observed for SPARTAN (n=233)
Approximately 10-12% of patients with advanced prostate cancer were R-PD in two randomized o vorums 4 (76.6%) 05 koS T 163 50.3% 0 (835%

phase 3 trials of apalutamide-based regimes, with about equal proportion in each arm SPARTAN (nmCRPC)
APA+ADT

The addition of apalutamide to ADT prolonged the time to radiographic progression in R-PD patients M Figure 2: Gene expression signatures and patient classification for TITAN (mnCSPC)

. . . . . . . r s . - 8.6 1446 5.1 12.2 . . . . . . .
Transcriptomic analysis of primary tumor from a subset of metastatic castration-sensitive patients PSA (ng/mL), median (range) (0.8; 75.7) (0.3; 294.8) (01; 111.9) (47:109.0) (A) Luminal B and decipher risk signature scores (B) Classification of R-PD, PSA-PD vs NO-PD patients N ————

ECOG PS score=1 29 (3005%) 50 (22.3%) 102 (21.3%) 2(28.6%) 0O 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

showed both radiographic- and PSA progression-first patients at equally high risk Months from randomization

Gleason score at initial diagnosis, n 92 216 4171 5 pam50 luminalB decipherv2 2 o Patients at risk
. . . . . <8 52 (56.5%) 114 (562.8%) 273 (58.0%) 4 (80.0%) O 0.025° £ 0.001™ Training ROC Test ROC R-PD 125 125 123 120 115 110 103 99 94 87 81 78 73 68 64 61 51 37 33 21 12 8 5 3 1 0
R-PD patlents had shorter overall survival COmpared with patlentS who had prior or concurrent PSA >8 40 (43.5%) 102 (47.2%) 198 (42.0%) 1(20.0%) | 0.036° <0.0001""" ' ' PSA-PD 548 548 545 538 528 516 503 483 466 440 415 390 359 335 308 273 228 185 139 110 65 44 24 12 4 0

ro reSSiO n O r n O ro reSSiO n O n th e trial APA+ADT, apalutamide + androgen deprivation therapy; DEATH, death before any progression; ECOG PS, Eastern Cooperative Oncology Group Performance _l_’_, NO-PD 026 513 493 490 486 478 472 465 458 451442 432 424 407 365 315 253 208 150 104 61 32 18 510
p g p g Status; mCSPC, metastatic castration-sensitive prostate cancer; NO-PD, no PSA progression, radiographic progression, or death; nmCRPC, non-metastatic

castration-resistant prostate cancer; PSA, prostate-specific antigen; PSA-PD, PSA progression prior or concurrently to radiographic progression; R-PD,
radiographic progression without prior or concurrent PSA progression.

Our findings underscore the importance of monitoring advanced prostate cancer patients using Please refer to Supplementary Table 1for placebo group data,
Imaging, independent of PSA dynamics

100 -

Median

* Additional biomarker analysis using genomic and proteomic data is underway

% of patients without an event

TITAN (mCSPC) SPARTAN (nmCRPC)

- Median HR Median
: Events (95% Cl), o Events (95% Cl),
95% (95% CI)
months months

Table 3: Sites of progression in R-PD patients
156 66.9% 229 123 52.8% 49.8

' | ' AUC =0.78 ' AUC =0.77 R-PD 122-199) | 00004 1 87130) | (202-309) | (094-162) | %1?®° | (e6/125) | (386-60.5)

APA+AD PBO+ADT APA+ADT PBO+ADT el |_
n=527 n=806¢ n=401 | _ . b 1! 1.00 56.4% 374 1.00 471% 537
: I I T I T I I I I I PSA-PD - -

Bone only 31(5.9%) 35 (6.6%) 9 (11%) 3 (0.7%) NO-PD  PSA-PD | NO-PD  PSA-PD | 0o o5 04 o6 o8 10 0o o5 04 o6  os (Ref) (244/433) | (33.7-40.3) (Ref) (258/548) | (50.3-57.8)
Please scan QR code https://www.congresshub.com/Oncology/GU2025/Apalutamide/Chaudhary Non-bone 32 (61%) 31(5.9%) 79 (9.8%) 27 (67%) : : : : : : : : : : : :

False positive rate False positive rate ) 0.14 < 11.5% NE 0.35 - 18.3% NE
% Poster Copies of this presentation obtained through Quick Response (QR) Codes are for personal Both 1(0.2%) 0 0 0 NO-PD 0.0001 0.0001

(0.11-019) (54/469) (NE-NE) | (0.27-0.44) (96/526) (NE-NE)
. use only and may not be reproduced without permission from ASCO® or the author of this aMissing characterization for 7 (0.9%) R-PD patients in SPARTAN, APA+ADT. APA+ADT, apalutamide + androgen deprivation therapy; mCSPC, metastatic AUC, area under the.cqrve; mCSPC., metas.tatic castre.ltion—.sensitive. prostate cancer; NO-PD, no PS}A progression, rafiiographic progression, or degth; PSA—PD, PSA progression prior or concurrently to radiographic progr.ession; Ref, reference; ROQ, receiver .
5’ Supplementary material presentation castration-sensitive prostate cancer; nmCRPC, non-metastatic castration-resistant prostate cancer; PBO+ADT, placebo + androgen deprivation therapy; operating characteristic; R-PD, radiographic progression without prior or concurrent PSA progression. Note: n=2 patients from the TITAN study with Decipher test results were excluded due to death before any progression. A. Left plot shows luminal B and right Cl, confidence interval; HR, hazard ratio; NE, not estimable; mCSPC, metastatic castration-sensitive prostate cancer; nmCRPC, non-metastatic
: R-PD, radiographic progression without prior or concurrent PSA progression. decipher signature based scores. B. p-values in the signature plots were calculated using Wilcox test with multiple comparison correction by Holm method. Left ROC is on training data and right test data. castration-resistant prostate cancer; NO-PD, no PSA progression, radiographic progression, or death; PSA-PD, PSA progression prior or concurrently to
radiographic progression; Ref, reference; R-PD, radiographic progression without prior or concurrent PSA progression.
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Supplementary Table 1: Baseline clinical characteristics
(Placebo ITT population; TITAN and SPARTAN)

Baseline characteristics TITAN (mCSPC)
PBO+ADT

56 (n=308) (n=145) (n=38)

PSA (ng/ml), median (range) (o.o;9é82228.5) (0.0;%%2.0) (o.o?ggz.g) (0.33;21512.5)
ECOG PS score=1 23 (34.8%) 113 (36.7%) 40 (27.6%) 2 (25.0%)
Gleason score at initial diagnosis

<8 25 (37.9%) 81(26.3%) 60 (41.4%) 3 (37.5%)

>3 41 (62.1%) 227 (13.7%) 85 (58.6%) 5 (62.5%)
Extent of disease at study entry

Bone + only lymph node 21 (31.8%) 101 (32.8%) 43 (29.7%) 1(12.5%)

Bone + other organ(s) excluding visceral 5 (7.6%) 11 (3.6%) 4 (2.8%) O

Bone + visceral and/or other organ(s) 16 (24.2%) 42 (13.6%) 11 (7.6%) 3 (37.5%)
Number of bone lesions at study entry

>10 35 (53.0%) 130 (42.2%) 28 (19.3%) 3 (37.5%)

>5 45 (68.2%) 182 (59.1%) 51(35.2%) 4 (50.0%)
High volume 55 (83.3%) 206 (66.9%) 69 (47.6%) 5 (62.5%)

SPARTAN (nmCRPC)
PBO+ADT
(n=30) (n=324) (n=406) (n=1)

ECOG PS score=1 6 (20.0%) 76 (23.5%) 6 (13.3%) 1(100%)
Gleason score at initial diagnosis, n 29 314 43 1

<8 14 (48.3%) 182 (68.0%) 22 (51.2%) 0

>3 15 (51.7%) 132 (42.0%) 21(48.8%) 1(100%)

DEATH, death before any progression; ECOG PS, Eastern Cooperative Oncology Group Performance Status; mCSPC, metastatic castration sensitive prostate cancer; NO-PD, no PSA progression or radiographic progression or death; nmCRPC,
non-metastatic castration resistant prostate cancer; PBO+ADT, placebo + androgen deprivation therapy; PSA, prostate specific antigen; PSA-PD, PSA progression prior or concurrently to radiographic progression; R-PD, radiographic progression without prior or concurrent PSA progression.






