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ENZARAD



Primary Endpoint:

MFS based on conventional imaging (CT or MRI or bone scan, per ICECAP) 

Lesions on PSMA-PET alone insufficient

Event = metastasis or death from any cause before metastasisN=800

ENZARAD schema

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Professor Paul Nguyen #ENZARAD @ANZUPtrials @DrPaulNguyen

ENZARAD STAMPEDE

cT3 (45%), cT2 (42%) cT3-4 (90%)

cN1 (11%) cN1 (40%)



HR= 0.88 (95%CI0.67, 1.15)

2p = 0.34 (log-rank test)

HR= 0.87 (0.63, 1.20)

2p = 0.40 (log-rank test)

MFS by conventional imaging Overall Survival



ENZARAD

ENZARAD is negative

The addition of Enzalutamide to ADT – 
Radiotherapy in unslected high-risk prostate 

cancer didn’t improve MFS or OS

Abiraterone is the only ARPI recommended in 
combination with Radiotherapy + ADT in very 

high-risk prostate cancer





PRESTO





Study Schema PRESTO study

Imaging every 6 months until 

detection of first distant metastasisMetastasis-directed therapy not 

permitted until PSA progression

Rahul Aggarwal, MD

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.





Metastasis-Free Survival: ADT + 
Apalutamide vs. ADT

Metastasis-Free Survival: ADT + 
Apalutamide + AAP vs. ADT



EMBARK









Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Stephen J. Freedland, MD

Study design

Suspend 

treatment at 

week 37

Monitor PSA

(reinitiate if

PSA rises)†

Remain on 

treatment

Placebo + leuprolide acetate 

(22.5 mg IM Q12w)

n=358

Blinded

Enzalutamide monotherapy 

(160 mg oral QD)

n=355

Unblinded

Enzalutamide (160 mg oral QD) + 

leuprolide acetate

(22.5 mg IM Q12w) 

n=355

Blinded

Primary endpoint: MFS by BICR for 

enzalutamide + leuprolide vs 

leuprolide alone

Key secondary endpoints: MFS by BICR for enzalutamide monotherapy vs leuprolide alone, time to PSAprogression, time to first use of new

antineoplastic therapy, OS

Other secondary endpoints included: Time to first symptomatic skeletal event, safety

Exploratory endpoint: PFS2

Long-term follow-up 

(every 12 weeks until the 

final OS analysis)‡:

• Survival status

• New antineoplastic 

therapies for 

prostate cancer

• Symptomatic 

skeletal events

• PFS2

Open-label period: 

Continuing assigned treatment

Safety follow-up

(30 days after last dose)

†Study treatment was suspendedonce at week 37 if PSA was <0.2 ng/mL and restarted when PSA was ≥5.0 ng/mL without prior RP or ≥2 ng/mL with prior RP.
‡OS was a key alpha-protected secondary endpoint. Updated results from the following endpoints were not alpha-protected and are thus considered nominal: time to first use of new antineoplastic therapy, time to first symptomatic skeletal event, and PFS2.

BICR, blinded independent central review; CT, computed tomography; D, day; EBRT, external beam radiation therapy; IM, intramuscular; MFS, metastasis-free survival; mo, month; MRI, magnetic resonance imaging; OS, overall survival; PFS2, progression-free survival on first subsequent therapy; PSA,

prostate-specific antigen; PSADT, PSA doubling time; Q, every; R, randomization; RP, radical prostatectomy; T, testosterone; w, weeks.
Freedland SJ, et al. New Engl J Med. 2023;389(16):1453–1465.

Patient population:

• Screening PSA ≥1 ng/mL after RP or

≥2 ng/mL above the nadir after primary EBRT

• PSADT ≤9 mo

• No metastases on bone scan and CT/MRI per 

central read – conventional imaging-negative

• T ≥150 ng/dL

• Prior hormonal therapy ≥9 mo prior to R

(neoadjuvant/adjuvant for ≤36 mo or

≤6 mo for rising PSA) allowed

Stratification factors:

• Screening PSA (≤10 ng/mL vs >10 ng/mL)

• PSADT (≤3 mo vs >3 to ≤9 mo)

• Prior hormonal therapy (yes vs no)
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EMBARK study



Intent-to-treat population. The median follow-up was 94.2 months in the enza combo group and 94.0 months in the leuprolide-alone group. OS was defined as the time between randomization and death due to any cause. HRs were calculated using a Cox regression model with treatment as the only 
covariate, with stratification according to PSA level at screening, PSADT, and previous hormonal therapy, as reported in the interactive Web-response system. The two-sided P-values were determined on the basis of a log-rank test, stratified according to PSA level at screening, PSADT, and previous 

hormonal therapy, as reported in the interactive Web-response system. The data cutoff date was May 27, 2025. The squares and triangles indicate censored data.

CI, confidence interval; enza combo, enzalutamide plus leuprolide; HR, hazard ratio; OS, overall survival; PSA, prostate-specific antigen; PSADT, PSA doubling time.

The risk of death was 40.3% lower for enza combo compared with leuprolide alone

Overall survival: Enza combo

HR (95% CI): 0.597
(0.444, 0.804); P=0.0006

Enza combo

(n=35)

Leuprolide alone 

(n=358)

Events 73 111

8-year OS 

(95% CI), %

78.9

(73.9, 83.1)

69.5

(64.0, 74.3)

Enza combo

Leuprolide alone

8-year rate 

78.9%

69.5%
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0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114 120

Months

355 354 345 344 342 338 333 327 318 313 310 305 299 262 190 126 81 41 12 1

357 352 350 348 338 333 329 322 312 298 288 270 259 228 171 117 81 39 10 1

Enza combo
Patients at risk 355

Leuprolide alone
Patients at risk 358



Overall survival: Enza mono

Intent-to-treat population. The median follow-up was 93.8 months in the enza mono group and 94.0 months in the leuprolide-alone group. OS was defined as the time between randomization and death due to any cause. HRs were calculated using a Cox regression model with treatment as the only 
covariate, with stratification according to PSA level at screening, PSADT, and previous hormonal therapy, as reported in the interactive Web-response system. The two-sided P-values were determined on the basis of a log-rank test, stratified according to PSA level at screening, PSADT, and

previous hormonal therapy, as reported in the interactive Web-response system. The data cutoff date was May 27, 2025. The squares and triangles indicate censored data.

CI, confidence interval; enza mono; enzalutamide monotherapy; HR, hazard ratio; OS, overall survival; PSA, prostate-specific antigen; PSADT, PSA doubling time.

P
er

ce
n

ta
g

e
o

f
p

at
ie

nt
s

100

90

80

70

60

50

40

30

20

10

0

Enza mono

(n=35)

Leuprolide alone 

(n=358)

Events 93 111

8-year OS 

(95% CI), %

73.1

(67.6, 77.9)

69.5

(64.0, 74.3)

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114 120

Months

355 352 350 349 343 338 326 316 306 300 291 276 271 237 170 114 77 39 8 0

Leuprolide alone

Enza mono

8-year rate 

73.1%

69.5%

HR (95% CI): 0.830
(0.630, 1.095); P=0.1867

357 352 350 348 338 333 329 322 312 298 288 270 259 228 171 117 81 39 10 1

The risk of death was 17.0% lower for enza mono compared with leuprolide alone, 
which did not reach statistical significance

Enza mono
Patients at risk 355

Leuprolide alone
Patients at risk 358





EMBARK conclusions

• Adding Enzalutamide to ADT improves significantly MFS and OS
• Enzalutamide + ADT is the new standard of care in selected patients:

- M0 on conventional imaging
- PSA DT <9 months
- PSA >1 after RP or >2 after EBRT
- Duration at least 36 weeks
- Suspended if PSA <0.2 ng/mL after 26 weeks

• Enzalutamide alone improves significantly MFS and trends to 
improve OS

- Enzalutamide alone may be an option for selected patients refusing ADT or with 
many CV comorbidities







ADT + ARPI

or

ADT + ARPI + docetaxel Q3W

AMPLITUDE



AMPLITUDE



AMPLITUDE: Randomized, Double-Blind, Placebo- Controlled

Trial in HRRm mHSPC

• FACT-G

• Single item GP5 
side-effect bother

• FACT-P

• FACT-P physical
well-being subscale

• EQ-5D-5L VAS

Assessed PRO 

instruments and subscales

PBO

+ AA (1000 mg QD)

+ P (5 mg QD)

+ ADT

(n=348)

Niraparib (200 mg QD)

+ AA (1000 mg QD)

+ P (5 mg QD)
+ ADT 

(n=348)

Clinical data cutoff: January 7, 2025

Median follow-up: 30.8 months

Median number of cycles: 25 in both arms

Key inclusion criteria: 

mHSPCa , alteration in ≥1 

HRR-eligible geneb , ECOG 

PS 0-2

AA, abiraterone acetate; ADT, androgen deprivation therapy; ARPI, androgen receptor pathway inhibitor; BL, baseline; ECOG PS, Eastern Cooperative Oncology Group performance status; EQ-5D-5L VAS, Euro-Quality of Life Questionnaire 

visual analog scale; FACT-G, Functional Assessment of Cancer Therapy-General; FACT-P, Functional Assessment of Cancer Therapy-Prostate; HR, hazard ratio; HRRm, homologous recombination repair gene mutation; mCRPC, metastatic 

castration-resistant prostate cancer; mHSPC, metastatic hormone-sensitive prostate cancer; PARPi, poly ADP-ribose polymerase inhibitor; PBO, placebo; P, prednisone; PRO, patient-reported outcome; QD, once daily. aPatients with lymph 

node–only disease are not eligible. bHRR gene panel was fixed prior to trial initiation based on MAGNITUDE trial and external data from the published literature. HRR eligible genes: BRCA1, BRCA2, BRIP1, CDK12, CHEK2, FANCA, PALB2, 

RAD51B, RAD54L. cLast dose ≤3 months prior to randomization. dFinal analysis for rPFS. eFirst interim analysis. fNo imputation for missing data. gOverall over treatment phase includes all values from BL to end of treatment. 1. Fizazi, et al. N
Engl J Med. 2017;377:352-360. 2. James, et al. N Engl J Med. 2017;377:338-351. 3. Fizazi , et al. Lancet. 2022;399:1695-1707. 4. Smith, et al. N Engl J Med. 2022;386:1132-1142.5. Lowrance et al. J Urol. 2023; 209:1082-90. 6. EAU - EANM -

ESTRO - ESUR - ISUP - SIOG guidelines on prostate cancer. Accessed: Sept 9, 2025. 7. Olmos, et al. Presented at ASCO 2025. Abstract 5094. 8. Chi, J Clin Oncol. 2023;41:3339-3351. 9. Chi, et al. Ann Oncol. 2023;34:772-782. 10. AKEEGA.
PI. 8/2023. 11. Attard et al. Presented at ASCO 2025. Abstract LBA5006. 28

Key exclusion criteria: 

Any prior PARPi or ARPI 

other than AA + P
R 1:1

N=696

Prior allowed treatments in 

mHSPC:

ADT ≤6 months, docetaxel

≤6 cyclesc,AA + P ≤45 days,

palliative radiotherapy

Stratifications:

• BRCA2 vs CDK12 vs all other alterations

• Prior docetaxel (yes vs no)

• Disease volume (high vs low)

• PRO e-questionnaires were completed at 

screening, cycles 1-25, then every 4 
months up to end of treatment

• PROs were analyzed as least-squares 

mean change from BL by mixed-effects 
repeated-measures modelf

• The overall questionnaire completion
compliance was ≥94.3%g



• Initial reduction in HRQoL may be explained by onset of the most frequently observed AEs, hypertension 

and anemia, within the first 4 cycles
Error bars are SE estimates. Truncation was applied across arms for all subsequent visits at the first visit where ≥90% of patients were missing for each end point and from either arm. FACT-G includes physical well-being, social/family well-
being, emotional well-being and functional well-being subscales. Responses: 0 “not at all” to 4 “very much”. FACT-G total score: A decrease of 9 points or more from baseline in an individual patient’s score is considered clinically meaningful 

deterioration (a decrease in score is worsening in HRQoL). aF-test comparing niraparib + AA + P vs AA + P. bLS means are derived based on the mixed effects model with baseline, visit, treatment, visit by treatment interactions as fixed effect 

and individual patients as random effect. cCompleted on day 1of cycle. *p<0.05.

HRQoL FACT-G Was Maintained and Comparable Between Arms

After Differences in Initial Cycles
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FACT-G score:

0 to 108 points

Mean BL FACT-G (SD) 

NIRA +AA + P: 79.7 (14.9) 

AA + P: 79.3 (15.2)

Overall LS mean change from 

BL (SE)

NIRA + AA + P: 0.02 (0.50) 

AA+ P: 0.77 (0.50) 

p=0.289a

306 308 298 274 267 250 230 205

320 308 285 253 233 205 188 173

No of patients

NIRA+ AA + P 330 

PBO + AA + P 336

FACT-G (total score)
NIRA +AA + P 

PBO +AA + P

29
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HRQoL FACT-P Was Maintained and Comparable Between Arms

After Differences in Initial Cycles

Error bars are SE estimates. Truncation was applied across arms for all subsequent visits at the first visit where ≥90% of patients were missing for each end point and from either arm. FACT-P includes FACT-G (physical well-being, social/family 

well-being, emotional well-being and functional well-being subscales) plus a prostate cancer–specific subscale. Responses: 0 “not at all” to 4 “very much.” FACT-P total score: A decrease of 10 points or more from baseline in an individual

patient’s score is considered clinically meaningful deterioration (a decrease in score is worsening in HRQoL). aF-test comparing niraparib + AA + P vs AA + P. bLS means are derived based on the mixed effects model with baseline, visit,

FACT-P (total score)
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146 108 83 53

127 91 68 45
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2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42

Cycle (at day 1c)
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FACT-P score:

0 to 156 points

Mean BL FACT-P (SD) 

NIRA + AA + P: 113.3 (20.2) 

AA + P: 112.7 (20.4)

Overall LS mean change from 

BL (SE)

NIRA + AA + P: -0.05 (0.67) 

AA + P: 1.22 (0.67)

p=0.181a

NIRA +AA + P 

PBO +AA + P

Improved

PRO

Worsened

PRO
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FACT-P PWB Subscale Was Maintained and 

Comparable Between Arms After Initial Cycles

Error bars are SE estimates. Truncation was applied across arms for all subsequent visits at the first visit where ≥90% of patients were missing for each end point and from either arm. The FACT-P PWB is one of the 4 subscales that make up

FACT-G and FACT-P. Responses: 0 “not at all” to 4 “very much.” FACT-P PWB subscale: A decrease of 3 points or more from baseline in an individual patient’s score is considered clinically meaningful deterioration (a decrease in score is

worsening in health state). aF-test comparing niraparib + AA + P vs AA + P. bLS means are derived based on the mixed effects model with baseline, visit, treatment, visit by treatment interactions as fixed effect and individual patients as random
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127 91 68 45
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FACT-P PWB score:

0 to 28 points

Mean BL FACT-P PWB (SD)

NIRA + AA + P: 23.5 (4.6)

AA + P: 23.6 (4.4)

Overall LS mean change from 

BL (SE)

NIRA + AA + P: -0.43 (0.15) 

AA + P: -0.01 (0.15) 

p=0.0467a

NIRA +AA + P 

PBO +AA + P

Improved

PRO

Worsened

PRO

effect. cCompleted on day 1of cycle. **p<0.0001; *p<0.05. 31
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EQ-5D-5L Visual Analog Scale Was Comparable Between Arms

Error bars are SE estimates. Truncation was applied across arms for all subsequent visits at the first visit where ≥90% of patients were missing for each end point and from either arm. The EQ-5D-5L VAS is a self-administered, standardized 

measure of health status; score range: 0 (worst imaginable health state) to 100 (best imaginable health state). EQ-5D-5L VAS score: A decrease of 10 points or more from baseline in an individual patient’s score is considered clinically

meaningful deterioration. aF-test comparing niraparib + AA + P vs AA + P. bLS means are derived based on the mixed effects model with baseline, visit, treatment, visit by treatment interactions as fixed effect and individual patients as random
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EQ-5D-5L Visual Analog Scale

*

145 107 83 53

126 90 67 44
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EQ-5D-5L VAS score:

0 to 100 points

Mean BL EQ-5D-5L VAS (SD)

NIRA + AA + P: 74.9 (17.4)

AA + P: 73.9 (18.6)

Overall LS mean change from 

BL (SE)

NIRA +AA + P: 1.82 (0.63) 

AA + P: 2.59 (0.63) 

p=0.390a

NIRA +AA + P 

PBO +AA + P

Improved

PRO

Worsened

PRO

effect. cCompleted on day 1of cycle. *p<0.05. 32



CAPItello-281



PTEN deficiency in prostate cancer

PTEN deficient cell

• In PTEN-proficient hormone-sensitive tumour cells, AR signalling

is the key driver of proliferation1

• In PTEN-deficient tumour cells, there is an additional proliferative 

drive from upregulation of the PI3K/AKT pathway, that 

complements and provides an alternative survival mechanism to 
AR signalling2

• PTEN deficiency is associated with poor prognosis2–4

• Capivasertib is a potent, selective inhibitor of all three AKT isoforms

(AKT1/2/3)

• Phase 2/3 evidence showed benefits with ipatasertib (AKTi) plus 
abiraterone in PTEN deficient mCRPC2,3

T

T

AR

Cytoplasm

AR signalling

RTK

Nucleus

PI3Kβ PI3Kα

PI3K/AKT signalling

Abiraterone
+ ADT

PTEN

Cell membrane

AKT Capivasertib

Tumour proliferation Tumour proliferation

T

AR

AR, androgen receptor; mHSPC, metastatic hormone-sensitive prostate cancer; PTEN, phosphatase and tensin homolog; RTK, receptor tyrosine kinase; T, testosterone

1. Quistini A, et al. Res Rep Urol. 2025;17:211-223; 2. De Bono JS, et al. Clin Cancer Res 2019;25:928–936; 3. Sweeney C, et al. Lancet 2021;398:131–42; 4. Rathkopf D, et al. J Clin Oncol 2025;43:abst 5096. .



Study timeline

Aglobal, multicentre, randomized, double-blind, Phase 3 study

CAPItello-281 Study Design

Stratification factors:†

• M1 volume (CHAARTED criteria) and visceral mets

• Geography

Primary endpoint

• Investigator assessed rPFS

Secondary endpoints

• Overall survival

• Time to first subsequent therapy

• Symptomatic skeletal-event free survival

• Time to pain progression

• Time to castration resistance

• Time to PSAprogression

Exploratory post-hoc

PTEN deficiency subgroups

NCT04493853. Full eligibility criteria available in the online article. *Determined using investigational antibody for PTEN (SP218) (Roche Diagnostics).
†High-vol. disease with visceral mets, high-vol disease without visceral mets, low-vol. disease; North America; Western Europe and Australia; Latin America and Eastern Europe; Asia. ‡In censored patients.

Patients with PTEN deficient
de novo mHSPC

• PTEN deficiency:
(diagnostic cut-off of ≥90% of viable 
malignant cells with no specific 
cytoplasmic staining by IHC)*

– i.e. ≤10% of cells expressing PTEN 
by IHC

400 mg BID
4 days on, 3 days off

1000 mg/5 mg QD
+ ADT

Capivasertib

Abiraterone/pred

+ ADT

1,012 patients
(R 1:1)

400 mg BID
4 days on, 3 days off

1000 mg/5 mg QD
+ ADT

Placebo

Abiraterone/pred

+ ADT

Of ~6,200 patients submitting tumour 

tissue 97% had a valid IHC result and 

25% were PTEN deficient

Final OS DCO

Planned for 522 deaths 
(52.2% maturity)

Primary rPFS DCO

7 Oct 2024
Median rPFS follow-up:‡ ~18 mo

Enrolment period

13 July 2020–5 Feb 2024

Current analysis

ADT, androgen deprivation therapy; BID, twice daily; IHC, immunohistochemistry; mHSPC, metastatic hormone-sensitive prostate cancer; pred, prednisone/prednisolone; QD, once daily; rPFS, radiographic progression-free survival



CAPItello-281: Baseline characteristics

abi, abiraterone; capi, capivasertib; ECOG PS, Eastern Cooperative Oncology Group Performance Status; pbo, placebo

Capi + abi

(N=507)

Pbo + abi

(N=505)

Median age, years (range) 67.0 (42–87) 68.0 (43–88)

‘Race’, n (%)*

White 

Asian
Black or African American

266 (52.5)

186 (36.7)
6 (1.2)

259 (51.3)

189 (37.4)
6 (1.2)

ECOG PS, n (%)
(1) Normal activity

(2) Restricted activity

329 (64.9)

178 (35.1)

320 (63.4)

185 (36.6)

Bone 462 (91.1) 467 (92.5)

Metastases, n (%)
Liver 

Lung

30 (5.9)
69 (13.6)

25 (5.0)
72 (14.3)

Non-regional lymph node 217 (42.8) 214 (42.4)

Median time from diagnosis to randomization, months (range) 2.46 (0.3–12.8) 2.45 (0.6–27.4)

Total Gleason score at diagnosis, n (%)*
<8 94 (18.5) 95 (18.8)

≥8 398 (78.5) 399 (79.0)

Disease risk, n (%)*
High 311 (61.3) 333 (65.9)

Low 184 (36.3) 164 (32.5)

High vol. disease with visceral mets 98 (19.3) 95 (18.8)

M1 volume/visceral metastases, n (%)* High vol. disease without visceral mets 276 (54.4) 283 (56.0)

Low vol. disease 131 (25.8) 126 (25.0)

*Percentage values do not sum to 100% due to data categorised as Missing/Other/Not Reported. Baseline characteristics in post-hoc PTEN subgroups are available in the article.

SoC: triplete



Capi + abi (N=507) Pbo + abi (N=505)

Events, n (%) 183 (36.1) 215 (42.6)

Median rPFS, months (95% CI) 33.2 (25.8, 44.2) 25.7 (22.0, 29.9)

HR (95% CI) 0.81 (0.66, 0.98)

P-value 0.034

A stratified log-rank test was used to calculate two-sided P values. HRs and 95% CIs were calculated using a stratified Cox proportional-hazards model. Median follow-up: 18.4 months (capi + abi), 18.5 months (pbo + abi)
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0 4515 18 21 24 27

Time from randomisation (months)

30 33 36 39 42

CAPItello-281 Primary endpoint: investigator-assessed rPFS

Capi + abi 507 460 435 353 282 233 217 165 123 93 69 62 41 21 6 0

Pbo + abi 505 479 440 359 276 215 198 154 113 83 59 51 37 23 8 0

Number of patients at risk

25.7 months 33.2 months

Capivasertib + Abiraterone (N=507)

Placebo + Abiraterone (N=505)

3 6 9 12

7.5 months

abi, abiraterone; capi, capivasertib; CI, confidence interval; HR, hazard ratio; pbo, placebo; rPFS, radiographic progression-free survival



Median, months

Events, n (%) Capi + abi Pbo + abi HR (95% CI)

Overall survival 267 (26.4) NC NC 0.90 (0.71, 1.15) Interim

CAPItello-281: Secondary endpoints
Key secondary endpoints were tested according to the hierarchical testing procedure

At low maturity (9%), time to pain progression data were difficult to interpret due to the small number of events (46/507 capi + abi; 41/505 pbo + abi)

Key

Secondary

Endpoints

Next treatment 398 (39.3) 37.0 28.5 0.91 (0.75, 1.11) Final

SSE-FS 326 (32.2) 42.5 37.3 0.82 (0.66, 1.02) Interim

Pain progression 87 (8.6) NC NC 1.14 (0.75, 1.75) Interim

CRPC 416 (41.1) 29.5 22.0 0.77 (0.63, 0.94) Interim

PSA progression 142 (14.0) NC NC 0.73 (0.52, 1.01) Interim

DCO, data cut-off; HR, hazard ratio; OS, overall survival; SSE-FS, symptomatic skeletal event-free survival; time to next treatment = time to first subsequent therapy or death

Other

Secondary

Endpoints

Formal testing was halted following OS analysis
Time to



Capi + abi (N=507) Pbo + abi (N=505)

Events, n (%) 129 (25.4) 138 (27.3)

Median OS, months (95% CI)

HR (95% CI)

NC (42.5, NC) NC (NC, NC)

0.90 (0.71, 1.15)

P-value 0.401

A stratified log-rank test was used to calculate two-sided P values. HRs and 95% CIs were calculated using a stratified Cox proportional-hazards model.
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Capivasertib + Abiraterone (N=507) 

Placebo + Abiraterone (N=505)

6 9 12 15 4818 21 24 27 30

Time from randomisation (months)

CI, confidence interval; HR, hazard ratio; NC, not calculable; OS, overall survival; pbo, placebo

OS analysis was conducted at 26% maturity, further follow-up is planned
CAPItello-281: Interim OS

Capi + abi 507 487 476 447 400 335 286 242 199 164 128 96 60 42 22 7 0

Pbo + abi 505 494 479 449 388 330 273 227 188 153 113 88 56 33 19 7 0

Number of patients at risk



PTEN

deficiency

No. of 

patients

rPFS by tumour PTEN deficiency in IPATential-1501

Median rPFS, mo

Placebo + 

abiraterone

All patients 1101 16.6

≥10% 771 16.6

≥20% 684 16.5

≥30% 618 16.5

≥40% 575 16.5

≥50% 523 16.5

≥60% 489 15.1

≥70% 462 15.0

≥80% 424 14.8

≥90% 335 14.7

Ipatasertib +

abiraterone HR for Progression or Death (95% CI)

19.2 0.84 (0.71, 1.00)

17.7 0.84 (0.69, 1.02)

17.1 0.81 (0.66, 0.99)

17.1 0.82 (0.66, 1.02)

17.1 0.82 (0.65, 1.03)

18.5 0.77 (0.61, 0.98)

19.1 0.72 (0.56, 0.92)

18.6 0.72 (0.56, 0.93)

18.6 0.71 (0.54, 0.92)

18.5 0.72 (0.53, 0.97)

100% 123 0.65 (0.39, 1.08)

Exploratory data from the IPATential-150 study in mCRPC led to hypothesis of 
increasing AKTi treatment effect with increasing PTEN deficiency

This gradient effect is supported by biologic rationale2

PTEN proficient PTEN deficient

Reliance on PI3K/AKT pathway 

Benefit from AKT inhibition

Benefit from ARPI

% Tumour PTEN deficiency
0% 100%

3.0

Placebo + abiraterone better

AKTi, AKT inhibitor; CI, confidence interval; HR, hazard ratio; PFS, progression-free survival; PTEN, phosphatase and tensin homolog

16.5 19.2

0.3

Ipatasertib (AKTi) + abiraterone better

1.0

1. Sweeney C, et al. Lancet 2021;398:131–42 (reproduced with permission); 2. Marques RB, et al. Eur Urol. 2015;67:1177–1185



PTEN

cutoff

Capi Pbo

+ abi + abi

Capi

+ abi

Pbo HR

+ abi (95% CI)

All 

randomised 

patients 

(≥90%)

507 505 33.2 25.7
0.81

(0.66, 0.98)

CAPItello-281 PTEN subgroups: investigator-assessed rPFS

Patients, n Median rPFS, months
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Cut-off: ≥90%

rPFS maturity in PTEN subgroups was consistent with the overall population 0.5 1.0

Hazard ratio 

(95% CI)

2.0

Favours 

capi + abi

Favours 

pbo + abi
abi, abiraterone; capi, capivasertib; CI, confidence interval; HR, hazard ratio; pbo, placebo; rPFS, radiographic progression-free survival

of cells without PTEN staining



PTEN

cutoff

Capi

+ abi

Pbo

+ abi

Capi

+ abi

Pbo

+ abi

HR

(95% CI)

All 

randomised 

patients 

(≥90%)

507 505 33.2 25.7
0.81

(0.66, 0.98)

≥95% 404 410 33.2 22.7
0.75

(0.60, 0.94)

≥99% 205 196 34.1 22.4
0.71

(0.52, 0.97)

100% 169 162 34.1 22.1
0.68

(0.48, 0.96)

CAPItello-281 PTEN subgroups: investigator-assessed rPFS

Patients, n Median rPFS, months
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rPFS maturity in PTEN subgroups was consistent with the overall population 0.5 1.0

Hazard ratio 

(95% CI)

2.0

Favours 

capi + abi

Favours 

pbo + abi
abi, abiraterone; capi, capivasertib; CI, confidence interval; HR, hazard ratio; pbo, placebo; rPFS, radiographic progression-free survival



PTEN

cutoff

Capi

+ abi

Pbo

+ abi

Capi
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HR

(95% CI)
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≥99% 205 196 34.1 22.4
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CAPItello-281 PTEN subgroups: investigator-assessed rPFS

Patients, n Median rPFS, months
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PTEN

cutoff
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CAPItello-281 PTEN subgroups: investigator-assessed rPFS
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PTEN

cutoff
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+ abi

Pbo

+ abi

Capi

+ abi

Pbo

+ abi

HR
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≥99% 205 196 34.1 22.4
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CAPItello-281 PTEN subgroups: investigator-assessed rPFS

Patients, n Median rPFS, months
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CAPItello-281 PTEN subgroups: investigator-assessed rPFS

Patients, n Median rPFS, months
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CAPItello-281 PTEN subgroups: OS

PTEN

cutoff

Capi Pbo

+ abi + abi

Capi

+ abi

Pbo HR

+ abi (95% CI)

All 

randomised 

patients 

(≥90%)

507 505 NC NC
0.90

(0.71, 1.15)

Patients, n Median OS, months

Cut-off: ≥90%
of cells without PTEN staining

OS maturity in PTEN subgroups was broadly consistent with the overall population 0.5 1.0

Hazard ratio 

(95% CI)

2.0

Favours 

capi + abi

Favours 

pbo + abi
abi, abiraterone; capi, capivasertib; CI, confidence interval; HR, hazard ratio; NC, not calculable; OS, overall survival; pbo, placebo
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CAPItello-281 PTEN subgroups: OS

PTEN

cutoff

Capi

+ abi

Pbo

+ abi

Capi

+ abi

Pbo

+ abi

HR

(95% CI)

All 

randomised 

patients 

(≥90%)

507 505 NC NC
0.90

(0.71, 1.15)

≥95% 404 410 NC NC
0.80

(0.62, 1.04)

≥99% 205 196 NC NC
0.77

(0.53, 1.12)

100% 169 162 NC NC
0.77

(0.51, 1.14)

Patients, n Median OS, months

Cut-off: 100%
of cells without PTEN staining

Capivasertib + Abiraterone 

Placebo + Abiraterone

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48

OS maturity in PTEN subgroups was broadly consistent with the overall population 0.5 1.0

Hazard ratio 

(95% CI)

2.0

Favours 

capi + abi

Favours 

pbo + abi
abi, abiraterone; capi, capivasertib; CI, confidence interval; HR, hazard ratio; NC, not calculable; OS, overall survival; pbo, placebo



CAPItello-281 PTEN subgroups: Secondary

endpoints
PTEN

cutoff

Capi

+ abi

Pbo

+ abi

All 

randomised 
patients 
(≥90%)

507 505

≥95% 404 410

≥99% 205 196

100% 169 162

Time to castration resistance

0.25

0.77

(0.63, 0.94)

0.71

(0.57, 0.88)

0.66

(0.49, 0.90)

0.63

(0.45, 0.89)

0.50

Favours

capi + abi

1.00

Hazard ratio 

(95% CI)

2.00

Favours 

pbo + abi

HR (95% CI)

Symptomatic skeletal event-free survival

HR (95% CI)

0.50

Favours

capi + abi

1.00

Hazard ratio 

(95% CI)

2.00

Favours 

pbo + abi

0.25

0.82

(0.66, 1.02)

0.72

(0.57, 0.92)

0.75

(0.53, 1.06)

0.70

(0.48, 1.01)

Time to PSA progression

HR (95% CI)

0.25

0.73

(0.52, 1.01)

0.70

(0.48, 1.00)

0.53

(0.30, 0.91)

0.55

(0.29, 1.01)

0.50

Favours

capi + abi

1.00

Hazard ratio 

(95% CI)

2.00

Favours 

pbo + abi

95% CI:

Overall population (≥90%)

abi, abiraterone; capi, capivasertib; CI, confidence interval; pbo, placebo; rPFS, radiographic progression-free survival; SSE-FS, symptomatic skeletal event-free survival; TTCR, time to castration resistance; TTPSA, time to PSA progression



CAPItello-281: Safety summary

*AEs leading to death, considered by the investigator to be related to capi/pbo were reported in 6 (1.2%) and 1 (0.2%) patient(s), respectively.

The adverse event profile of capivasertib plus abiraterone was consistent 

irrespective of PTEN deficiency cutoff

n (%)

Capi + abi 

(n=503)

Pbo + abi 

(n=503)

Any AE 497 (98.8) 463 (92.0)

Any AE Grade ≥3 337 (67.0) 203 (40.4)

Any SAE 214 (42.5) 131 (26.0)

Any AE leading to death* 36 (7.2) 26 (5.2)

Any AE leading to discontinuation of capivasertib/placebo 92 (18.3) 24 (4.8)

Any AE leading to discontinuation of abiraterone 48 (9.5) 27 (5.4)

Any AE leading to dose interruption of capivasertib/placebo 316 (62.8) 135 (26.8)

Any AE leading to dose interruption of abiraterone 238 (47.3) 127 (25.2)

Any AE leading to dose reduction of capivasertib/placebo 146 (29.0) 18 (3.6)

Any AE leading to dose reduction of abiraterone 49 (9.7) 27 (5.4)

Median (range) total duration of treatment with capivasertib/placebo was

13.6 (0.1, 46.6) months in the capi + abi arm, compared with
14.9 (0.1, 47.1) months with pbo in the pbo + abi arm

abi, abiraterone; AE, adverse event; capi, capivasertib; pbo, placebo; SAE, serious adverse event

x2-3



60 40 20 0 0 20 40 60 80 100

abi, abiraterone; AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase; capi, capivasertib; pbo, placebo

CAPItello-281: Adverse events (≥10% of patients)

Pbo + abi (N=503)

≥Grade 3 Grade 2 Grade 1 Total (%)/Grade ≥3 (%)

Diabetic ketoacidosis was reported in 6 patients (1.2%) in the capi + abi arm, and 0 patients in the pbo + abi arm.

*Grouped term (includes the preferred terms of blood glucose increased, hyperglycaemia). †Grouped term (includes the preferred terms of erythema, rash, rash erythematous, rash macular, rash maculo-papular, rash popular, rash pruritic).

51.9 / 6.2

38.0 / 10.3

23.9 / 5.2

35.4 / 12.3

22.1 / 8.7

19.9 / 5.8

15.9 / 0.4

14.1 / 4.4

13.7 / 4.2

12.9 / 2.6

12.1 / 0.6

11.7 / 0.8

11.3 / 0.8

10.9 / 1.2

10.5 / 0.2

10.5 / 0.2

9.9 / 0.6

8.3 / 0.2

7.6 / 0.4

Capi + abi (N=503)

Grade 1 Grade 2 ≥Grade 3Total (%)/Grade ≥3 (%)

Diarrhoea 

Hyperglycaemia*

Rash†

Anaemia 

Hypokalaemia 

Hypertension

Fatigue 

ALT increased

Urinary tract infection

AST increased

Nausea

COVID-19

Asthenia 

Pyrexia 

Hot flush 

Pruritus 

Back pain

Constipation 

Arthralgia

100 80

8.0 / 0.4

12.9 / 0.6

7.0 / 0.2

12.7 / 1.0

12.7 / 4.8

23.9 / 7.8

12.5 / 0.8

13.3 / 3.4

10.1 / 1.2

11.7 / 2.0

4.4 / 0.0

8.7 / 0.6

5.0 / 0.4

2.8 / 0.0

13.5 / 0.0

2.6 / 0.0

10.9 / 0.0

11.9 / 0.0

10.1 / 0.4



CAPItello-281Conclusions

• Adding Capivasertib to AAP improves rPFS in mHSPC PTEN loss 
(IHC) but also increases AEs

• No benefit in OS (immature data)



PSMAddition



Constance Thibault, MD

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

PSMAddition: randomized phase 3 trial of 177Lu-PSMA-617 in mHSPC

Docetaxel : not allowed



PSMAddition: population

Positive PSMA PET: 87%

Cross-over rate : 60%



PSMAddition: Results

rPFS

2nd interim rPFS 

Primary efficacy

Subgroup missing :

- Visceral metastasis: YES or NO



PSMAddition: Results

rPFS

2nd interim rPFS 

Primary efficacy

OS

1st interim OS



PSMAddition: Safety



PSMAddition conclusions

• Combining 177Lu-PSMA-617 with ADT+ARPI improves rPFS
• OS data is immature
• Acceptable safety profile, with no new signal



ARASAFE



ARASAFE: randomised, open-label, multicentre phase 3 trial (NCT05676203)

Patients (N=250)

•mHSPC

•ECOG PS 0 or 1

•Candidates for 

darolutamide, ADT and 

docetaxel

Stratification

•Extent of disease: 

high vs. low volume

•ALP < vs ≥ ULN

Endpoints 

Primary:

•Safety: Grade 3-5 AEs

•Safety: Grade 3-4 Neutropenia or 

death of any reason

Secondary

•Time to CRPC

•Overall survival

•Time to pain progression

•Time to first SSE

•Time to initiation of subsequent 

systemic antineoplastic therapy

•Time to worsening of disease-

related physical symptoms

•QoL (exploratory)Enrolment

FPFV: May 2023

LPFV: Dec 2024

1:1

Randomization 

(N=250)

Total expected docetaxel dose: 

450 mg/m²

STD: Darolutamide 600 mg twice daily + ADT

+ 6 x Docetaxel 75 mg/m2 every 3 weeks

(3 week cycle)

EXP: Darolutamide 600 mg twice daily + ADT

+ 6 x Docetaxel 50 mg/m2 every 2 weeks

(4 week cycle)

Total expected docetaxel dose: 

600 mg/m²

P
ri

m
a

ry
a

n
a

ly
si

s
(a

t
w

ee
k

26
)

Standard arm (STD) Experimental arm (EXP)

Marc-Oliver Grimm

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Primary Endpoint

Endpoint Docetaxel 75

mg/m² Q3W,

N=128

Docetaxel 50

mg/m² Q2W,

N=121

p-value

Grade 3-5 AE rates, % (95% CI) 78.9 (70.8, 85.6) 61.2 (51.9, 69.9) 0.0024

Grade 3-4 neutropenia/death, % (95% CI) 64.1 (55.1, 72.3) 24.0 (16.7, 32.6) <0.00001

PSA response at week 26 Docetaxel 75 mg/m²

Q3W, 

N=129

Docetaxel 50 mg/m² 

Q2W, 

N=121

PSA, median (IQR), ng/ml 0.16 (0.03, 1.00) 0.26 (0.05, 1.55)

PSA subgroups, n (%) PSA ≤ 0.2 ng/ml 63 (48.8) 50 (41.3)

0.2 ng/ml < PSA ≤ 4.0 ng/ml 43 (33.3) 52 (43.0)

PSA > 4 ng/ml 14 (10.9) 12 (9.9)

Not applicable 6 (4.7) 4 (3.3)

Missing 3 (2.3) 3 (2.5)Marc-Oliver Grimm

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Efficacy: PSA Response at Week 26

But no 

data 

on

rPFS or 

OS



ARASAFE conclusions

• Docetaxel Q3W + ADT + ARPI is standard of care

• Docetaxel Q2W + ADT + ARPI might be an option for frail/old 
patients with “very high” volume disease 



mCRPC

Chemotherapy
Docetaxel

Cabazitaxel 

Carboplatine +/- VP16

Radioligand therapy
177LuPSMA-617

Radium-223

PARP inhibitors
Olaparib (BRCA mutated)

Olaparib + abiraterone 

Niraparib + abiraterone (BRCA mutated)

Talazoparib + enzalutamide

ARPI
Abiratérone 

Enzalutamide

Therapeutic landscape for mCRPC patients
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Canadian Cancer Trials Group (CCTG) PR21

Presenter: Dr. Kim N. Chi

Key Eligibility
• Chemotherapy-naïve mCRPC 

progressing after ARPI

• PSMA PET positive (uptake >liver)
• Excluded if >50% of extra-osseous 

lesions or >5 cm soft tissue lesion were 

PSMA negative

• ANC ≥ 1.5 x 109/L

• Platelet count ≥ 100 x 109/L

• Hemoglobin ≥ 90 g/L

• CrCl ≥ 30 ml/min

• Bilirubin < 1.5 x ULN

• ALT < 3.5 x ULN (<5 x UN for liver 

metastases)

• ECOG PS of 0 - 2

• Prior docetaxel for mHSPC permitted

if ≥12 months prior

177Lu-PSMA-617

7.4 GBq (+/- 10%) IV

Every 6 weeks

x 6 cycles

Docetaxel 

75 mg/m2 IV

Every 3 weeks

x 12 cycles

Primary Objective

• Radiographic 

Progression 

Free Survival

(rPFS1)

Additional Objectives

• Overall survival

• rPFS2

• PSA decline

• Adverse events

• PRO QoL

• Correlative studies
Stratification factors:

• ECOG PS (0-1 vs 2)

• LDH (>ULN, yes vs no)

• Visceral metastases (yes vs no)

• Prior docetaxel for mHSPC (yes vs no)
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Results
Assessed for Eligibility, N = 224

Randomized, N = 199

Allocated to docetaxel, n = 99 (ITT population) 

Received protocol therapy, n = 95 (safety population)
• Did not receiveprotocol therapy, n =4

• Withdrawal consent, n = 3; intercurrent illness, n =1

Allocation

Allocated to 177Lu-PSMA-617, n = 100 (ITT population) 

Received protocol therapy, n = 94 (safety population)
• Did not receiveprotocol therapy, n =6

• Withdrawal consent, n =5; death before treatment, n =1

Treatment

177Lu-PSMA-617 doses,median (range) = 5 (1-6) 

Discontinued treatment prior to completion, n = 55
• Progressive disease, n =30

• Treatment related adverseevent, n =1
• Investigator discretion, n =5
• Symptomaticprogression,n = 5

• Patient refusal, n =4
• Death, n =4
• Intercurrent illness,n = 2

• Other, n =4

Crossedover to docetaxel, n = 38

Received subsequent life-prolonging therapy, n = 10

Docetaxel doses,median (range) = 8 (1-12) 

Discontinued treatment prior to completion, n = 75
• Progressive disease, n =23

• Treatment related adverse event, n =15
• Investigator discretion, n = 9
• Patient refusal, n =7

• Symptomatic progression,n = 6
• Intercurrent illness, n = 4
• Death, n =4

• Other, n =7

Crossedover to 177Lu-PSMA-617, n = 56

Received subsequent life-prolonging therapy, n = 10

LuPSMA➔Docetaxel Docetaxel➔LuPSMA



Results

rPFS2 OS

TakeHome Message : It’s not Lu-PSMAor docetaxel — it’s Lu-PSMAand docetaxel.



Conclusiones

AMPLITUDE: Patients harbouring HRR alterations, specially BRCA1-2, benefit of addition of niraparib to abiraterone-
prednisone in radiologic PFS

CAPItello-281: Patients with PTEN loss (IHC) show worse prognosis. Addition of Capivasertib to Abiraterone improves 
rPFS. 

PSMAddition: 177Lu-PSMA-617 plus ADT+ARPI improves rPFS in mHSPC

ENZARAD: The addition of Enzalutamide to ADT – Radiotherapy in unslected high-risk prostate cancer didn’t improve MFS 
or OS

EMBARK: Adding Enzalutamide to ADT improves significantly MFS and OS
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