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Barata P et al, Cancer 2019; Sorce et al, 
Prostate 2022; cancer.gov access 2023

Pedro C. Barata, MD MSc FACP                    @PBarataMD

Metastatic Disease is Heterogenous

1. Newly diagnosed

• 5%-8%
• ↑ with PSMA PET

2. Recurrent

• More frequent > de novo 
• ↑ with PSMA PET

Prognosis according to volume and presentation at diagnosis

Francini E, et al. Prostate 2018 Pedro C. Barata, MD MSc FACP                    @PBarataMD
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The Standard of Care in mHSPC

5

1. Sweeney C, et al. J Clin Oncol. 2014;32(suppl; abstr LBA2). 2. James ND, et al. J Clin Oncol. 2015;33(suppl_15):5001. 3. Fizazi K, et al. J Clin Oncol. 2017;35(suppl; LBA3). 4. Hoyle A, et al. Ann 
Oncol. 2018;29(suppl_8; abstr 3982). 5. Chi KN, et al. J Clin Oncol. 2019;37(suppl_15; abstr 5006). 6. Armstrong AJ, et al. J Clin Oncol. 2019;37(7_suppl; abstr 687). 7. Sweeney C, et al. J Clin Oncol. 
2019;37(18_suppl; LBA2). 8. Fizazi K, et al. Ann Oncol. 2021;32(suppl_5; LBA5_PR). 9. ClinicalTrials.gov identifier: NCT0279960. Accessed January 2022. 
https://clinicaltrials.gov/ct2/show/NCT02799602. 10. ClinicalTrials.gov identifier: NCT04736199. Accessed January 2022. https://clinicaltrials.gov/ct2/show/NCT04736199. 11. ClinicalTrials.gov
identifier: NCT05059236. Accessed February 2022. https://clinicaltrials.gov/ct2/show/NCT05059236. 12. Sweeney C, et al. N Engl J Med. 2015;373(8):737-746. 13. Fizazi K, et al. N Engl J Med. 
2017;377(4): 352-360. 14. Armstrong A, et al. J Clin Oncol. 2019;37(32):2974-2986. 15. Karantanos T, et al. Oncogene. 2013;32(49):5501-5511.
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CHAARTED1

Docetaxel + ADT

2014

LATITUDE3

Abiraterone + ADT

2017

STAMPEDE ARM G4

Abiraterone + ADT
TITAN5

Apalutamide + ADT

ARASENS9

Darolutamide + ADT + docetaxel

2018

STAMPEDE ARM C2

Docetaxel + ADT

2015 20222019

PEACE-18

Abiraterone + ADT ± docetaxel 
± RXTARCHES6

Enzalutamide + ADT
ENZAMET7

Enzalutamide + ADT ±
docetaxel 

ARANOTE10

Darolutamide + ADT

2024-26

ARASEC11

Darolutamide + ADT

Summary of HR for OS in Phase 3 Trials Evaluating ARPIs in 
mHSPC

M0 at First Diagnosis
- Metachronous M1Low VolumeHigh VolumeAll M1M1 HSPC

N/A0.72
(0.47-1.10)

0.62
(0.52-0.74)

0.66
(0.58-0.78)

LATITUDE – Abiraterone
(All de novo; N=1,199)

N/A0.55
(0.41-0.76)

0.54
(0.43-0.69) 

0.60 
(0.49-0.71)

STAMPEDE – Abiraterone
(>90% de novo; N=999)

N/A0.83
(0.50-1.39)

0.72
(0.55-0.95)

0.82
(0.69-0.98)

PEACE-1 – Abiraterone
(60% conc docetaxel; N=1,173)

0.56
(0.29-1.06)

0.39 
(0.21-0.71)

0.53
(0.42-1.09)

0.67
(0.52-0.86)

ENZAMET – Enzalutamide
(45% conc docetaxel; N=1,125)

0.39
(0.22-0.69)

0.52
(0.35-0.79)

0.70
(0.56-0.88)

0.65
(0.53-0.79)

TITAN – Apalutamide
(10% prior docetaxel; N=1,052)

N/A0.66
(0.43-1.03)

0.66
(0.52-0.88)

0.66
(0.53-0.81)

ARCHES – Enzalutamide
(18% prior docetaxel; N=1,150)

N/A0.68
(0.41-1.13)

0.69
(0.57-0.82)

0.68
(0.57-0.80)

ARASENS – Darolutamide + 
Docetaxel

(77% high vol; N=1,305)

N/A0.90
(0.38-2.13)

0.80
(0.57-1.13)

0.81
(0.59-1.12)

ARANOTE – Darolutamide
(72.5% de novo; N=669)

Fizazi K, et al. J Clin Oncol. 2019;37(7_suppl):141. Hoyle AP, et al. Eur Urol. 2019;76(6):719-728. James ND, et al. Ann Oncol. 2020;31(suppl_4):S509. Davis ID, et 
al. N Engl J Med. 2019;381(2):121-131. Chi KN, et al. N Engl J Med. 2019;381(1):13-24. Chi KN, et al. J Clin Oncol. 2021;39(6_suppl):11. Smith MR, et al. N Engl J 
Med. 2022;386(12):1132-1142. Fizazi K, et al. Lancet. 2022;399(10336):1695-1707. Saad F, et al. J Clin Oncol. 2024;42(36):4271-4281.
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Significance of PSA responses in mHSPC

1. Smith MR, et al. N Engl J Med. 2022;386:1132–42. 2. Saad F, et al. J Clin Onol. 2024;42:4271–81. 3. Armstrong AJ, et al. J Clin Oncol. 2019;37:2974–86.  4. Chowdhury S, et al. Ann Oncol. 2023;34:477–85. 

Meta-analysis from: 
CHAARTED, LATITUDE , 
TITAN, PEACE1 and 
ARASENS

Median baseline PSA Proportion of Patients With Undetectable PSA (<0.2 ng/mL) at Any Time

Pedro C. Barata, MD MSc FACP
@PBarataMD

Intensifying up-front tx for prostate CA

Tanya Dorff
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Clinical Factors predictive for Docetaxel Benefit: Volume

Kyriakopoulos et al. J Clin Oncol 2018; Vale et al. ASCO 2022 Pedro C. Barata, MD MSc FACP                    @PBarataMD

CHAARTED and GETUG-AFU15: Pooled Analysis 

Pedro C. Barata, MD MSc FACP                    @PBarataMDGravis et al, Eur Urol 2018
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ARASENS Doc +- Daro (77% High-Volume / 86% de novo)
OS

ITT 

Pedro C. Barata, MD MSc FACP                    @PBarataMD

Adding an ARPI to Docetaxel in Synchronous mHSPC Consistently Improves OS

Fizazi Et al. Lancet 2022; Smith et al. NEJM 2022; Sweeney et al .Lancet Oncol 2023

Pedro C. Barata, MD MSc FACP                    @PBarataMD
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Who needs docetaxel? Who needs docetaxel? 

Pedro C. Barata, MD MSc FACP                    @PBarataMD

Can we use molecular data to identify pts? 
Decipher as the example

Can we use molecular data to identify pts? 
Decipher as the example

Pedro C. Barata, MD MSc FACP                    @PBarataMD
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Pedro C. Barata, MD MSc FACP                    @PBarataMD

CASCARA Phase 2 trial 
More Chemo than Docetaxel? 

Pedro C. Barata, MD MSc FACP                    @PBarataMDAntonarakis, CCR 2026

N=61 pts
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Treatment Intensification Strategies in mHSPC

Pedro C. Barata, MD MSc FACP                    @PBarataMDAzud et al, Eur Urol 2025

Pedro C. Barata, MD MSc FACP
@PBarataMD
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Pedro C. Barata, MD MSc FACP
@PBarataMD

Personalizing Treatment Intensification in mHSPC

High SUV on PSMA PET
ADT + ARPI + PSMA- targeted 

therapy (PSMA small 
molecule or antibody carrying 
beta-redioligand, BiTEs, CAR 

T-cell

MSI High or TMB High
ADT + ARPI + PD-1 

axis inhibitors

Rb Intact and no liver
mestastases

ADT + ARPI + CDK4/6
inhibitors

Optimal PSA Response 
(≤0.2 ng/mL)

Deintensification

Presence of SPOP 
mutation
ADT + ARPI

Presence of HRR
mutation

ADT + ARPI + PARPi

Triple Negative (PTEN
loss, Rb loss and TP53 

loss)
ADT + ARPI + docetaxel

or
ADT + cabazitaxel + 

carboplatin

PTEN loss, PIK3A/AKT 
mutation

ADT + ARPI + AKT inhibitor

ASCO Ed Book, 2022
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PSMAddition (mHSPC): 177Lu-
PSMA-617 with SOC vs SOC alone

1. https://www.clinicaltrials.gov/study/NCT04720157. 2. Tagawa S et al. ASCO 2023. Abstract TPS5116.

Pedro C. Barata, MD MSc FACP                    @PBarataMD

PSMA AdditionPSMA Addition

Taggawa et al, ESMO 2025

Immature OS = HR 0.84 (0.63-1.13) 
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23

ATM, ataxia-telangiectasia mutated; BRCA1, breast cancer susceptibility gene 1; BRCA2 , breast cancer susceptibility gene 2; CDK12, cyclin-dependent kinase 12; FANCA, Fanconi anemia, complementation 
group A; HRR, homologous recombination repair; PALB2, partner and localizer of BRCA2.
1. den Brok WD, et al. JCO Precis Oncol. 2017;1:1-13. 2. Lozano R, et al. Br J Cancer. 2021;124(3):552-563. 3. Shore N, et al. Future Oncol. 2021;17(22):2907-2921. 4. Wagener-Ryczek S, et al. J Pers Med. 
2021;11(7):612.

HRR Genes Play an Important Role in Repairing Double-Strand 
DNA Damage

DNA damage, including double-strand breaks, is a constantly occurring event1,2

Impairment of genes involved in the HRR pathway can affect a cell’s ability 
to accurately repair DNA double-strand breaks1,2,4

Low fidelity:
Nonhomologous 

end joining (NHEJ)

DNA double-strand breaks

HRR genes 
include2,3:

ATM
BRCA1
BRCA2
CDK12
FANCA
PALB2

REPAIR PATHWAYS NHEJ
High fidelity:

HRRHRR

HRR+ Pts Have More Aggressive Disease

Pedro C. Barata, MD MSc FACP                    @PBarataMDGraham et al, ASCO 2022;  JCO PO 2024 (in press)

Cohort A: BRCA1/2
Cohort B: ATM, CDK12, CHEK1, CHEK2, FANCL
Cohort C: RAD51B/C/D, RAD54L2, BARD1, GEN1, PALB2, FANCA, BRIP1--6 (11.5%)35 (16.1)45 (23.5%)Visceral disease

PROMISE consortium

HRR+ Pts treated with PARPi or Platinum-based chemo:

Younger Patients
++ newly diagnosed metastatic disease
+ Higer Gleason Score
+ visceral disease
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Impact of different HRR germline alterations on survival in 
prostate cancer: BRCA1/2 and ATM1
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Log-rank p=0.0013

95% CIMedian survival (years)HRR status

NR11.0Alteration carrier

17.2, 18.818.0Non-alteration carrier

Survival in patients: HRR alteration (BRCA and ATM) carriers versus noncarriers

95% CIMedian survival (years)HRR status

1.5, 4.53.0Alteration carrier

4.5, 7.56.0Non-alteration carrier

Non-alteration carrier

Alteration carrier
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Log-rank p=0.00038

Initially diagnosed with metastatic disease (n=122)Initially diagnosed with localized disease (n=674)

• Patients with BRCA1/2 and ATM germline alterations had a significantly shorter survival time when initially diagnosed with localized 
prostate cancer (p=0.0013) as well as with an initial diagnosis of metastatic prostate cancer (p=0.00038)

CI, confidence interval; HRR, homologous recombination repair; NR, not reported 
1. Na R et al. Eur Urol 2017;71:740–7 25
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Expanding Reach of Combination Approaches 
Earlier in Disease

• Primary endpoint: 
investigator-assessed 
radiographic PFS

• Secondary 
endpoints: OS, 
symptomatic PFS, 
time to subsequent 
therapy

• Primary endpoint: 
radiologic PFS

• Secondary endpoints: 
OS, objective response 
and DOR in soft-tissue 
disease, time to PFS 
response, time to PSA 
progression

Phase 3 TALAPRO-3: Talazoparib + Enzalutamide in mHSPC2

Phase 3 AMPLITUDE: Niraparib + AAP in mHSPC1

Pedro C. Barata, MD MSc FACP                    @PBarataMDGraham et al, ASCO 2022;  JCO PO 2024 (in press)
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Slide 4

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Slide 9

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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www.pfizer.com/news/press-release

CAPitello-281

Pedro C. Barata, MD MSc
@PBarataMDFizazi et al, ESMO 2025
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CU-31WORKING DRAFT

PTEN-Deficiency Is Common in mHSPC and Outcomes on 
ADT-Based Therapy Are Poor

39,000 cases per year PTEN-Deficiency is present in 
25% of patients with mHSPC

* Real-World OS data in patients with mHSCP receiving ARPI + ADT stratified by PTEN-status

25%

75%

PTEN-Deficient PTEN-Proficient

Patients with PTEN-deficient tumors have inferior 
outcomes on ARPI + ADT-based therapy*

Pedro C. Barata, MD MSc
@PBarataMDFizazi et al, ESMO 2025

mHSPC with Tumor Suppressor genes (TP53, Rb1, PTEN)

Pedro C. Barata, MD MSc FACP                    @PBarataMDBerchuck et al, Nature 2021; Velez et al, PCPD 2021

• 17% with 2/3 (AVPC) in 
mHSPC cohort (N=97 pts)

PFS by number of TSG
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CAPitello-281: PTEN Story

Pedro C. Barata, MD MSc
@PBarataMDFizazi et al, ESMO 2025

• Treatment Intensification is SOC for patients with mHSPC;

• Triplet therapy should be strongly considered for selected patients, 
particularly those with synchronous, high-volume disease

• mHSPC is biologically heterogeneous; clinical factors, disease burden, 
genomics, and PSA response can help personalize treatment intensity

• Patients who do not achieve an optimal PSA nadir may warrant 
reassessment of treatment strategy and consideration of additional 
therapy

• Genomic testing should be considered early, as it identifies patients for 
potentially actionable alterations

Barata’s Take Home Messages
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Thank you!

Pedro C. Barata, MD MSc                  PBarataMD
Pedro C. Barata, MD MSc FACP                  PBarataMD

Pedro.barata@UHhospitals.org
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