2455P Introduction Methods Figure 1: LIBERTAS study design
* Apalutamide (APA) with continuous androgen deprivation therapy * LIBERTAS is a prospective, open-label, randomized study in patients D eroled Assign A

* Newly diagnosed — undetectable

: ) : . . : based
(ADT) showed rapid and deep prostate-specific antigen (PSA) with mHSPC (Figure 1) mHSPC APA 0.2 <0.2ng/mL 11
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P revd I cnce dan d S cverl ty decline in patients with metastatic hormone-sensitive prostate During the initial 6-month treatment phase, patients received " by comventiona S or N=2721

cancer (MHSPC)*'2; 38% and 23% of patients treated with APA + ADT APA (240 mg/d) + continuous ADT maging and/or investigator [l 20-2 "9/mL

by NGI (22 distinct discretion> g4 'ESPONSE

I I I t F I h d achieved a deep PSA decline of >9.02 to 9.2 ng/mL, and Patients with confirmed PSA <0.2 ng/mL after the initial treatment y at PSA Continue standard of
<VU. ' ' 2 . extraprostatic sites) " detectable
O O dasnes an 0 0,2 ng/ml by S months, respef:tlvely, n the TITAN study phase were randomized 1:1to APA + intermittent ADT or APA + - ECOG PS 0/1° Smonths [ O
— This deep PSA response, the highest observed for any androgen

continuous ADT in the main treatment phase
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. o , Hot flash diary was collected per protocol across all sites/visits * Tumor volume 6 months >18 months Max 24 months
ADT-related side effects cause a significant burden on patients, y PErp + Prior treatmentfor LPC 4 S > .

'-ﬁ A t' and was com ' '

P t t S : ) : : : pleted for =7 days consecutively prior to cycle 1day 1 : :

— with hot flashes, potentially leading to distress and negative - Dual primary end points

rOS a e p e CI C n Ig e n downstream effeico:ts on sleip ene? levels. and qualitg of life5* (ba§ellne [BL])’ CyC|e 4 day 1 (3 months), and CyCIe l day 1 (6 months) 18-month radiographic progression-free 18-month percent change in severity-adjusted
’ 9y ’ y during the initial treatment phase survival rate® hot flash score

0 LIBERTAS, an ongoing ADT de-escalation study, is evaluating : : : : :
R eS p O n S e [ ) R eS u ItS F rO m APA + intermittent ADT VS A :)A + COntinUOUS ADT in patientS The Coprlmary end pOIntS are radlographlc progreSSIOn-free ECOG PS, Eastern Cooperative Oncology Group performance status; LPC, localized prostate cancer; NGI, next-generation imaging.

su rVival an d h Ot ﬂ aSh b u rd en red u CtiO n afte r 1 8 mo nthS Of APA + aPatients with ECOG PS 2 or 3 were eligible for the study if the ECOG PS score was related to stable physical limitations and not related to

I D I < . . . o e e . . prostate cancer or associated therapy.
Wlth mHSPC WhO have deep SA deCIIne (PSA 02 ng/mL) Intermlttent ADT Secondary end pOlntS and e||g|b|||ty Cl‘|te|‘|a are bChoice of gonadotropin hormone-releasing hormone agonist or antagonist at discretion of investigator.

o o
after initial treatment with APA + continuous ADT . . . . cADT can be restarted in the APA + intermittent ADT group for participants with new or worsening cancer symptoms, PSA increase
th e I n Itl a I I re atm e nt available at httpS://CIln|Ca|tr|a|S.gOV/StUdy/NCTO5884398 to >10 ng/mL (or return to BL level when PSA was <10 ng/mL before start of ADT), or PSA doubling time <6 months.
Here we report PSA and hot ﬂaSh data for the |n|t|a| G_month 4272 patients were randomized including 1 patient without assignment of randomized treatment (intent-to-treat population n=271).

®Radiographic progression assessed using conventional imaging.

P h f I_ I B E R T A S treatment phase Evaluated with hot flash diary data.
ase o :
Patients Deep PSA decline with 6 months of APA + continuous ADT Relationship between PSA response and hot flash

Phase 3 Study i
0 * For the initial treatment phase, 420 patients (73 sites, 9 countries) * More than two thirds of patients achieved PSA <0.2 ng/mL; the proportion * Hot flash incidence and median severity-adjusted hot flash score were
M etaStatI C H O rm O n e— were enrolled (Full analysis; Table 1) was similar for patients with and without hot flash at BL (Table 2) similar at BL and increased from BL to 6 months regardless of PSA

e Patients were enrolled based on conventional imaging and/or NGl; Median time to achieve PSA <0.2 ng/mL was less than 3 months response (Table 3)

S e nSitive P rOState C a n Ce r patients who had prostate-specific membrane antigen positron regardless of hot flash at BL Median severity-adjusted hot flash score was higher at 6 months in
emission tomography at screening had a lower disease burden Approximately one fifth of patients achieved PSA <0.02 ng/mL; the nonresponders versus responders

such as BL PSA and disease volume) versus the overall population : Yt : : :
Edata hot shown) ) proportion was similar for patients with and without hot flash at BL Relationship between prestudy ADT for mHSPC and hot flash

At BL, 59% of patients reported hot flash Hot flash * Patients without prestudy ADT had lower BL hot flash incidence,

Alicia K Morgans', Arun A Azad?, Marco Antonio Badillo Santoyo?, Qiang Dong?* Dana E Rathkopf®, . . X : : tvadi
Karie Runcie%, Tian Zhang’, Geoffrey Gotto®, Axel S Mersebuggers’c,QAlei DosgSantos“’, " * Hot flash diary was partially or entirely completed by 96%, 93%, and peak hot flash severity, and median severity-adjusted hot flash score

Sukie Shopeju®®, Amitabha Bhaumik", Simon Todd™, Suneel D Mundle™, Sharon A McCarthy™, 97% of patients at BL, 3 months, and 6 months (Table 3 and Supplementary Figure 1)
Mark Wildgust™, Neeraj Agarwal' Table 1: BL characteristics Hot flash incidence and median severity-adjusted hot flash score — Patients without prestudy ADT experienced a greater increase

Withhot | Without hot increased substantially from BL to 6 months (Tables 2 and 3) in BL hot flash incidence, peak hot flash severity, and median

'Medicine Department, Harvard Medical School, Dana-Farber Cancer Institute, Boston, MA, USA; Full analysis % Yt . severity—adjusted hot flash score during initial treatment versus
2Department of Medical Oncology, Peter MacCallum Cancer Centre, Melbourne, Australia; 2Urology, N=420 ﬂa:rlzi:.:SBL ﬂa::llla;zBL Peak hot flash severity increased from BL to 6 months (Flgure 2) g prestudy ADT

Hospital Aranda de la Parra, Guanajuato, México; “Department of Urology, West China Hospital of Sichuan .« e . . . . . .
University, Sichuan, China; *°Medicine Department, Memorial Sloan Kettering Cancer Center, New York, The majorlty of patlents experlenced a deterioration in hot flash durlng

NY, USA; °Division of Hematology and Oncology, New York-Presbyterian/Columbia University Irving Age, years the initial treatment phase regardless of hot flash at BL

— By 3 months, patients with and without prestudy ADT had similar

Medical Center, New York, NY, USA; “Internal Medicine Department, University of Texas Southwestern Median (IQR) 70 (64-75) 69 (63-75) 72 (67-77) median severity-adjusted hot flash SCOores, which remained Steady
Medical Center, Dallas, TX, USA; 8Department of Surgery and Oncology, University of Calgary, Calgary, 75 o 194 (30 66 (27 58 (34
AB, (?anada;?Department of Urology, Ur!iversity Hospital.Schle§w.ig—HoIstein, Libeck, Germ.any; jOGIobaI 275, n (%) (30) (27) (34) Table 2: ADT prior to study initiation, testosterone, PSA decline, and
Medical Affairs, Johnson & Johnson, Raritan, NJ, USA; "Biostatistics, Johnson & Johnson, Titusville,
NJ, USA ™Biostatistics, Johnson & Johnson, High Wycombe, UK; *Clinical Development, Johnson & Race, n (%) hot flash

Johnson, Raritan, NJ, USA; “*Medical Oncology, Johnson & Johnson, Raritan, NJ, USA; ®Internal Medicine : . . Table 3: Incidence and overall hot flash burden determined bv severitv-
Department, Huntsman Cancer Institute, University of Utah, Salt Lake City, UT, USA Whlte 297 (1) 177 (1) 120 (70) Full toer With hot Without hot . o o . y . y .o
Asian 39 (9) 22 (9) 17 (10) ullanalysis | o L tBL | flash at BL adjusted hot flash score (combining frequency and severity) during initial

until the end of the initial treatment phase (Supplementary Table 1)

9
Black or African American 36 (9) 21(9) 15 (9) N=420 n=248 n=172 treatment phase

Key Takeaway Median (IQR) time from mHSPC Prestudy ADT Hot flash incidence, Median (IQR) severity-

diagnosis to initial treatment, mo 23(14-3.5) | 2.6(15-3.5) 1 2.0(1.3-3.2) Prestudy ADT for mHSPC, n (%) 274 (65) 181(73) n/n (%) adjusted hot flash score®

Results from the initial treatment phase of LIBERTAS, which Median time from ADT initiation __m

. . . . ECOG PS, n (% ]
combines APA with continuous ADT, demonstrate a rapid 0 n (%) (7 to initial treatment (IQR), mo? 6 (1.0-2.6) 7 (1.2-2.6) 4 (0.8-2.2) Full analysis 248/404 295/344

3
onset of hot flashes in patients with mHSPC. The LIBERTAS ; 65 (26; N=420 (61) (86) (O 3-7) (1-3 11-4)

study is now fully enrolled, and the first clinical data on ADT 2 _ 2 (0.8) , Median (IQR) serum testosterone PSA responders 161/261 223/262 0.6 4.5
de-escalation in patients experiencing a deep PSA decline are at BL, nmol/LP 0.8 (0.4-1.2) | 0.6 (0.4-6.2) | 5.2 (0.5-13.4) n=271 (62) (85) (0-3.1) (1.1-11.3)

I Gleason score at diagnosis, n (%)
expected in late 2026 or early 2027 - 9 (%) 82 (33) Median (IQR) serum testosterone PSA nonresponders® 87/143 72/82 0.5 7.1

= n=149 61 88 0-4.9 2.4-11.9
= 159 (64) 10 (64) at 6 mo, nmol/Lb 5(0.4-0.8) | 0.5(0.4-0.8) | 0.5 (0.4-0.8) (61) (88) (0-4.9) ( )

Metastasis stage at diagnosis, n (%)° n=274 (69) (84) (0-6.3) (11-10.4)

Conclusions MO or MX 78 (31) 68 (40) Median (IQR) PSA at BL, ng/mL 3(1.7-43.7) | 4.9(11-36.6) |11.8(3.2-61.6) Without prestudy ADT* 67/141 105/117 0 5.8

, : : , M1 273 (65) 170 (69) 103 (60) Confirmed PSA <0.2 ng/mL during n=146 (48) (90) (0-1.1) (1.5-12.7)
Patlents had d deep and rapld PSA deC“ne Wlth APA + initial treatment phase’ n (%)C 294 (70) 174 (70) 120 (70) See Supplementary Table 1 for data at 3 months.

continuous ADT Bone metastasis at BL, n (%) 344 (82) 217 (88) 127 (74) Median (IQR) time to confirmed *Total severity score: each hot flash event multiplied by severity factor (1-mild, 2-moderate, 3-severe, 4-very severe) and summed

across collection days. Average daily: total severity score divided by number of collection days.

. . PSA <0.2 ng/mL, mo 2.8 (1.9-3.7) 2.8 (1.9-3.7) 2.8 (1.9-3.7) "Nonresponders are patients with PSA 20.2 ng/mL response at 6 months.
Visceral metastasis at BL, n (%) 68 (16) 44 (18) 24 (14) “Prior ADT for mHSPC.

Hot flash incidence and overall burden were high and increased Qpljﬁrmed PSA <0.02 ng/ronl_cduring
from BL to 6 months during initial treatment with APA + High volume, n (%) 202 (48) 123 (50) 79 (46) initial treatment phase, n (%) 88 (21) 55 (22) 33 (19)

continuous ADT; this increase occurred regardless of IQR, interquartile range. Median (IQR) time to confirmed lvsi t
Percentages may not equal 100 due to rounding. 2Other patients were American Indian or Alaska Native (n=2), other (n=22), PSA <0.02 ng/ml_ mo 3 7-5. 1 3 7-5. 'I 3 7-5. ‘| analyslis se

PSA response multiple (n=11), and not reported/unknown (n=13) in the full analysis set; American Indian or Alaska Native (n=2), other (n=13), 100 -
multiple (n=6), and not reported/unknown (n=7) in “with hot flash at BL”; and other (n=9), multiple (n=5), and not reported/ Hot flash

unknown (n=6) in “without hot flash at BL.” "Missing data: full analysis (n=12), “with hot flash at BL” (n=7), “without hot flash at

BL” (n=5). °Missing data: full analysis (n=1), “without hot flash at BL” (n=1). ‘Defined as either visceral metastases or 24 bone Hot flash mmdence n/n % Hot flash severity

HOt ﬂaSh Severity increased more in patients WhO had nOt received !‘e;ii:hn;’icnr(]:cl)létﬁzghzgto;th”ic(ir?:%f).the vertebral column or pelvis based on the CHAARTED criteria.” Missing data: full analysis (n=3), At BL 248/404 (61) 248/248 (100) 0/156 (O)

ADT before the stuqu versus those wr]o c}id ref:eive prestuc!y At 6 months 295/344 (86) | 184/206 (89) | 111/138 (80)
ADT. Further analysis after study unblinding will help to clarify the Median (IQR) severity-adjusted hot
factors contributing to hot flashes in the main phase of LIBERTAS Prestudy ADT for mHSPC flash scored Yo

* Inthe full analysis set, prestudy ADT for mHSPC was received by At BL 0.6 (0-3.7) | 2.5(0.8-7.6) NA
, : : 65% of patients; it was received by more patients with hot flashes At 8 months 5.2 (1.3-11.4) | 6.2 (2.0-12.5) | 3.7 (0.9-10.0)
LIBERTAS will explore the de-escalation of ADT, in a at BL (73%) versus without hot flashes at BL (54%) (Table 2) Deterioration in hot flash during BL 3 months 6 months

randomized manner, and resulting impact on PSA response, Median time f fart of tudv ADT to start of initial stud | 1 iy 12404 1=384 =344
i : : ¢ |vledian time Trom start ot prestu O start or Initial stu initial treatment phase, n/n (%)° - - B
CllnlCal outcomes. and qua“ty Of Ilfe p y y P ( O) Hot flash severity was captured by the patients based on guidance provided. The severity grades were based on duration of hot

treatment was <2 months and was similar in patients with and without Increase of =2 average hot flashes flash, physical symptoms, emotional symptoms, and action taken. Highest severity is the most severe hot flash recorded at any time
hot flash at BL (Table 2) per day from BL 194/314 (62) | 117/199 (59) | 77/115 (67) point associated with that analysis visit.

>50% increase in severity-
Serum testosterone adjusted hot flash score from BL' NA 135/199 (68) NA Safety

Please scan QR code https://www.congresshub.com/Oncology/ESM02025/Apalitamide/Morgans * At BL, median serum testosterone was above castration level NA, not applicable. e Safety was consistent with prior experience, with the exception of

3lncludes only dosing periods with nonmissing start and end dates. " BL n=413 and 6 mo n=246 in the full analysis set; BL n=242 and 6 mo

B Coies of this poster obtained through OR. AR. and/or 1Bkt key cades are (0.7 nmol/L threshold) in patients without hot flash at BL and below in n=147 in “with hot flash at BL"; and BL n=171and 6 mo n=99 in “without hot flash at BL". The American Urological Association supports higher incidence of hot flash. Notably, this study has a high compliance
Poster P P g S y using a total testosterone level below 300 ng/dL (10.4 nmol/L) as a reasonable cutoff to aid in the diagnosis of low testosterone.®

for personal use only and may not be reproduced without written permission patientS Wlth hOt ﬂ aSh at B L (Ta ble 2) °Best response during the initial treatment phase. “Total severity score: each hot flash event multiplied by severity factor (1-mild, rate Of hOt ﬂaSh dla ry CO”eCtiOnS

Supplementar of the authors. . . . ..
& PP y 2-moderate, 3-severe, 4-very severe) and summed across collection days. Average daily: total severity score divided by number of

material e AtOG months, median serum testosterone levels were below castration collection days. °Patients were included if hot flash data were available from all 3 visits (BL, cycle 4 day 1, and cycle 7 day 1). e Hot flash repOrted as d treatment—emergent adverse event occurred in
levels regardless of hot flash at BL (Table 2) caloulated only for patients with hot flash at baseline 41% of patients in the full analysis set; the majority (84%) were grade 1

Figure 2: Peak hot flash severity during initial treatment phase in the full
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Writing assistance was provided by Breanne Landry, PhD, and Larissa Belova, PhD, of Parexel. This study is sponsored by Johnson & Johnson. *mHSPC is also known as metastatic castration-sensitive prostate cancer (mCSPC). **All analyses are based on the August 11, 2025, data cut; data clean-up was not 100% completed at the time of the data cut.
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Supplementary Table 1: Incidence and overall hot flash burden determined
by severity-adjusted hot flash score (combining frequency and severity)
during initial treatment phase

Full analysis
N=420

Hot flash incidence, n/n (%)

Median (IQR) severity-adjusted

hot flash score®

248/404
(61)

340/384
(89)

295/344
(86)

6 (0-3.7)

0 (1.7-11.9)

2 (1.3-11.4)

PSA responders
n=271

161/261
(62)

227/258
(88)

223/262
(85)

0.6 (0-3.1)

4.6 (1.5-11.7)

4.5 (11-11.3)

PSA nonresponders?
n=149

87/143
(61)

113/126
(90)

72/82
(88)

0.5 (0-4.9)

5.8 (2.0-12.7)

71(2.4-11.9)

With prestudy ADT®
n=274

181/263
(69)

221/250
(88)

190/227
(84)

11(0-6.3)

4.9 (1.6-11.2)

4.9 (11-10.4)

Without prestudy ADT®
n=146

67/141

(48)

119/134
(89)

105/117
(90)

0 (0-11)

5.5 (1.8-14.9)

5.8 (1.5-12.7)

aNonresponders are patients with PSA 20.2 ng/mL response at 6 months.

bPrior ADT for mHSPC.

Total severity score: each hot flash event multiplied by severity factor (1-mild, 2-moderate, 3-severe, 4-very severe) and summed across collection days. Average daily: total severity score divided by number of collection days.
All analyses are based on the August 11, 2025, data cut; data clean-up was not 100% completed at the time of the data cut.
mHSPC is also known as metastatic castration-sensitive prostate cancer (mCSPC).
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Supplementary Figure 1: Peak hot flash severity during initial treatment phase in
patients with and without prestudy ADT for mHSPC

A. With prestudy ADT for mHSPC B. Without prestudy ADT for mHSPC
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Hot flash severity was captured by the patients based on guidance provided. The severity grades were based on duration of hot flash, physical symptoms, emotional symptoms, and action taken. Highest severity is the most severe hot flash
recorded at any time point associated with that analysis visit.

All analyses are based on the August 11, 2025, data cut; data clean-up wasnot 100% completed at the time of the data cut.
mHSPC is also known as metastatic castration-sensitive prostate cancer (NCSPC).
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