
Elisabeth Heath, MD FACP
Professor of Oncology
Chair, Department of Oncology
Mayo Clinic
Rochester, MN

Starting Strong: Frontline Options for 
Metastatic Castrate Sensitive Prostate Cancer



What We'll Cover

Understanding your diagnosis

What “metastatic” and “hormone-sensitive” mean for you

How your plan is chosen

Disease volume, timing, and biomarkers all play a role

Combination therapies explained

Doublet and triplet treatment, in plain language

Genetic testing & targeted options

Newer, precision treatments based on your tumor's biology

Questions to ask your care team

A checklist to bring to your next appointment



What Is mHSPC?
Your care team may use this term. Here's what each part means.

Metastatic

The cancer has spread 
beyond the prostate 

such as bones or 
lymph nodes

Hormone-Sensitive

The cancer still 
responds to treatments 

that lower 
testosterone

Castration-Sensitive

Use of mCSPC
interchangeably with 

mHSPC

ANDROGEN PATHWAY MODULATION-SENSITIVE (APMS) OR 
ANDROGEN PATHWAY MODULATION-NAIIVE (APMN)



Clinical Factors Guiding Treatment Decisions

Disease Volume

Low Volume

Fewer than 4 bone lesions, none beyond 
the spine or pelvis, and no spread to organs

High Volume

Spread to organs (like liver or lung), or 4+ 
bone spots with at least one beyond the 
spine/pelvis

Timing of Diagnosis

De Novo (Synchronous)

Metastasis is found at the very first 
diagnosis of prostate cancer

Recurrent (Metachronous)

Metastasis appears later, after earlier 
treatment for localized cancer



Building Blocks of Treatment

ADT

Androgen Deprivation 
Therapy with the goal of 

lowering testosterone

+
+ ARPI

Pills that block the 
androgen receptor 

pathway

+
+ Chemotherapy

Docetaxel, given by IV, 
added for higher-risk or 
higher-volume disease

Doublet = ADT + one additional medicine        Triplet = ADT + two additional medicines



Treatment Intensification: Doublet Therapy

ARPI Trial(s)
N

(Exp vs Ctrl)
Median Follow-Up

Median OS
(Exp vs Ctrl)

OS HR (95% CI)

Abiraterone LATITUDE (final) 597 vs 602 51.8 months 53.3 vs 36.5 months 0.66 (0.56–0.78)

Abiraterone STAMPEDE (final) 502 vs 501 73.2 months 66.0 vs 54.0 months 0.60 (0.50–0.71)

Enzalutamide
ARCHES

(5-yr update)
574 vs 576 61.4 months

NR in both arms; 
5-yr OS 66% vs 53%

0.70 (0.58–0.85)

Enzalutamide
ENZAMET

(8-yr update)
563 vs 562 98 months

95 vs 70 months; 
8-yr OS 50% vs 40%

0.73 (0.63–0.86)

Apalutamide TITAN (final) 525 vs 527 44.0 months NR vs 52.2 months 0.65 (0.53–0.79)

Darolutamide ARANOTE (primary) 446 vs 223 25.3 months
NR in both arms (OS 

immature)
0.81 (0.59–1.12)

Fizazi K et al. Lancet Oncol 2019;20(5):686-700. Attard G et al. Lancet Oncol. 2023;24(5):443-456. Zhang A et al. ASCO Annual Meeting; May 30–June 3, 2025; Chicago, IL. Abstract LBA5005. Armstrong A et 
al Eur Urol. 2026;89(5). Chi KN et al. J Clin Oncol. 2021 39:2294-2303. Saad F et al. J Clin Oncol. 2024;42(36):4271-4281.



Doublet Therapy
ADT + ARPI are often used for lower-volume disease

U P  T O

34%
lower risk of death, compared 
with ADT alone, in long-term 

trial follow-up

LATITUDE trial (abiraterone), final follow-up

Abiraterone

Paired with a low-dose steroid

Enzalutamide

Longest-studied ARPI option, 8-year data

Apalutamide

Once-daily pill

Darolutamide

Newest option in this class



Treatment intensification: triplet therapy

Smith MR et al. N Engl J Med. 2022;386(12):1132-1142. Fizazi K et al. Lancet. 2022;399(10336):1695-1707. 

ARPI Trial
N

(Exp vs Ctrl)
Median Follow-Up

Median OS 
(Exp vs Ctrl)

OS HR (95% CI)

Darolutamide ARASENS 651 vs 655 43.7 months NR vs 48.9 months 0.68 (0.57–0.80)

Abiraterone
PEACE-1 

(docetaxel subgroup)
355 vs 355 45.6 months NR vs 52.8 months 0.75 (0.59–0.95)



Triplet Therapy
ADT + ARPI + docetaxel are often used for higher-volume disease

U P  T O

32%
lower risk of death, compared 

with ADT + chemotherapy 
alone

ARASENS trial (darolutamide + docetaxel)

Combines three approaches at once: hormone therapy, an ARPI 
pill, and chemotherapy (usually 6 cycles of docetaxel)

Considered the standard approach for many patients with high-
volume disease

Most patients tolerate treatment well; your team will monitor 
for side effects and adjust as needed

Two large trials (ARASENS and PEACE-1) both support this 
approach for eligible patients



The Evidence at a Glance
Original forest plot: overall survival by disease volume and timing across the major mHSPC trials.

HR < 1 favors the treatment shown; 95% CI crossing 1 indicates a statistically nonsignificant result.

Riaz IB et al. JAMA Oncology. 2023;9(9):1252-1262.



Living Network Meta-analysis: OS by subgroup

Subgroup % of Patients Preferred Regimen Key Finding

Synchronous High-
Volume (SHV)

57%
Triplet

(ARPI + docetaxel + ADT)

Triplet superior to ARPI doublet 
(HR 0.71) AND docetaxel doublet 

(HR 0.72)

Synchronous Low-
Volume (SLV)

27%
ARPI doublet
(ARPI + ADT)

No benefit of adding docetaxel to 
ARPI doublet (HR 1.08)

Metachronous High-
Volume (MHV)

6.5%
ARPI doublet

(no significant differences)

Small N; wide CIs; no significant 
difference between triplet, ARPI 

doublet, or docetaxel doublet

Metachronous Low-
Volume (MLV)

8.5%
ARPI doublet
(ARPI + ADT)

ARPI doublet superior to 
docetaxel doublet (HR 0.41); 

no benefit of triplet over ARPI 
doublet

Riaz IB et al. European Urology. 2026;89(1):31-44. Riaz IB et al. JAMA Oncology. 2023;9(9):1252-1262. 



Genetic & Biomarker Testing

Gene Mutations (BRCA2, 
HRR)

Inherited or tumor gene changes 
that open the door to PARP-
inhibitor combinations

PTEN Loss

A tumor marker that can guide 
use of newer targeted pills

PSMA PET Scan

A specialized scan that can 
identify candidates for targeted 
radioligand therapy

Standard Imaging

CT, bone, and MRI scans that help 
confirm the extent of disease



Newer Targeted Combinations

Niraparib + 
Abiraterone

For BRCA2 mutations

FDA Approved

Talazoparib + 
Enzalutamide

For HRR mutations

In Development

¹⁷⁷Lu-PSMA-617

For PSMA-positive scans

FDA Approved

Capivasertib + 
Abiraterone

For PTEN loss

FDA Approved



AMPLITUDE



FDA approval

U.S.  FDA APPROVAL

December 
12, 2025

REGIMEN

Niraparib and abiraterone acetate with prednisone

INDICATION

Adults with deleterious or suspected deleterious BRCA2-mutated 
(BRCA2m) metastatic castration-sensitive prostate cancer (mCSPC)

COMPANION DIAGNOSTIC

As determined by an FDA-approved test



Talapro-3



Topline results

TOPLINE RESULTS

March 19, 
2026

STUDY

Phase 3 TALAPRO-3 study

PRIMARY ENDPOINT

Primary endpoint met a statistically significant and clinically 
meaningful reduction in risk of disease progression or death

POPULATION

HRR gene-mutated metastatic hormone sensitive prostate 
cancer



PSMAddition



FDA approval

U.S.  FDA APPROVAL

July 31, 2026

REGIMEN

Pluvicto in combination with ARPI

INDICATION

Adults with PSMA-positive mCSPC

COMPANION DIAGNOSTIC

As determined by PSMA PET scan



CAPITELLO-281



FDA approval

U.S.  FDA APPROVAL

June 12, 
2026

REGIMEN

Capivasertib and abiraterone

INDICATION

mHSPC patients with PTEN-deficient disease

COMPANION DIAGNOSTIC

PTEN deficient as detected by an FDA-authorized test





IHC
• Measures functional protein loss

• Captures all mechanisms of PTEN 
inactivation: deletion, mutation, 
methylation, post-translational 
modification

• Detects intratumoral 
heterogeneity by identifying focal 
PTEN loss

• Less expensive, faster turnaround

NGS
• Detects only sequence-level 

alterations

• Misses epigenetic silencing 
(methylation) and post-
translational modification

• Bulk tissue sequencing averages 
out heterogenous loss

• Underestimates prevalence

• Requires adequate tissue



Goals of Treatment

DELAY

Delay the cancer 
becoming resistant 

to hormone therapy

DELAY

Delay bone-related 
complications and 

skeletal events

PRESERVE

Preserve your 
quality of life and 

daily function

PROLONG

Prolong overall 
survival



Your Treatment Path at a Glance
A simplified map of how disease features connect to treatment categories in 2026.

Presentation with High Volume

ADT + ARPI + Docetaxel

Presentation with Low Volume

ADT + ARPI

BRCA2 Gene Mutation

ADT + niraparib + abiraterone

HRR Gene Mutations (PENDING FDA)

ADT + talazoparib + enzalutamide

PSMA PET–Positive Scan

ADT + ¹⁷⁷Lu-PSMA-617

PTEN Loss

ADT + abiraterone + capivasertib



Questions to Ask Your Care Team
Bring this list to your next appointment.

What is my disease volume and stage, and what does that mean for my options?

Should I have genetic or biomarker testing, and what would it change about my plan?

What are the expected benefits and possible side effects of each option?

Am I a candidate for a clinical trial?

How will treatment affect my daily life, work, and family?

Who do I contact if I have side effects between visits?



Thank You
Questions & Answers
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