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ADT + ARPI in HSPC

• Metastatic disease on conventional imaging 
• ≥2/3 high-risk factors: Gleason ≥8, ≥3 lesions on 

bone scan, and visceral metastases
       Fizazi et al. Lancer  2019

LATITUDE

• Metastatic disease on conventional imaging 
• Docetaxel permitted (18% received)
       Armstrong et a l. JCO 2022

ARCHES TITAN

• Metastatic disease on conventional imaging 
• Docetaxel permitted
       Chi et al. JCO 2021



Early docetaxel improved OS: Long term OS from CHAARTED trial 

Subgroup ADT+ D ADT alone HR4 (95% CI; p-value)

OS rate3 (95% CI)

Overall 34.9% (30.0-39.8) 28.9% (24.3-33.5) 0.77 (0.65-0.92; p=0.004)

Synchronous1 HV 28.5% (22.2-35.1) 15.4% (10.7-20.8) 0.67 (0.53-0.84; p=0.0005)

Synchronous1 LV 44.6% (32.9-55.6) 40.9% (29.6-51.9) 0.77 (0.51-1.18; p=0.23)

Metach2 HV 37.1% (23.6-50.6) 19.8% (9.3-33.1) 0.84 (0.49-1.46; p=0.54)

Metach2 LV 43.4% (30.1-55.9) 64.2% (50.9-74.8) 1.65 (0.95-2.87; p=0.07)

HV 30.2% (24.4-36.1) 16.0% (11.7-21.0) 0.67 (0.55-0.82; 

p<0.0001)
1: Synchronous: no prior local therapy; 2: Metach: relapse after prior local therapy; 3: Estimated using 
the Kaplan-Meier method; 4: ADT+D vs. ADT alone using Cox’s proportional hazards models, stratified 

by baseline stratification factors
LV: Low volume; HV: High volume; OS: Overall survival; HR: Hazard ratio; CI: Confidence interval 

Sweeney et al. NEJM 2015; Tripathi et al. ASCO 2022

• Docetaxel improved OS on long 

term follow up   

• Benefit most prominent in de 

novo and high-volume disease



PSA nadir is prognostic in both ARPI and docetaxel treated patients!  

McLaughlin et al. ASCO 2024

ADT+ docetaxel ADT Alone

# Death/N
Median OS 

(95% CI; 

months)

p-

value5
# Death/N

Median OS

 (95% CI; months)
p-value5

Overall Population

6-month PSA <0.2 66/127 100.3 (70.4, 

NA4)

<0.000

1
35/77

116.8 (87.3, 

141.5)

<0.0001

6-month PSA ≥0.2 203/256 45.4 (39.2, 

51.6)
246/301

31.8 (26.3, 38.1)



ADT + docetaxel +/- abiraterone

Fizazi et al. Lancet 2022



ADT + docetaxel +/- abiraterone

ADT + docetaxel + abiraterone > ADT + docetaxel

Greater benefit in patients with high-volume disease
 

Fizazi et al. Lancet 2022



ADT + docetaxel + darolutamide

Hussain et al. JCO 2023



Evolution of SOC in HSPC

Hussain et al. JAMA 2024

Studies were designed largely when ADT+ docetaxel was SOC 

ARPI now most commonly used in HSPC 

Is ADT + docetaxel + ARPI > ADT+ARPI ??

Benefit of triplet therapy most prominent in high volume subset 

 



Limitation of current data…



Local therapy in HSPC

Radiation to primary improved OS in low volume 

disease subset

STAMPEDE RT cohort PEACE-1

No improvement in OS or PFS low volume disease overall, but some 

potential benefit in Abiraterone treated patients

Bossi et al. ASCO 2023; Parker et al. Lancet 2018





Can biomarker selection inform intensification in HSPC? 

Markowski et al. ASCO 2024



Novel agents for treatment intensification in mHSPC: PARP inhibitors 



Novel agents for treatment intensification in mHSPC: PARP inhibitors 



Novel agents for treatment intensification in mHSPC: PARP inhibitors 

Name/Sponsor ARTA PARP inhibitor Design

AMPLITUDE Abiraterone Niraparib Randomized, HRR+ (788)

TALAPRO-3 Enzalutamide Talazoparib Randomized HRR+ (550)

City of Hope PCF Abiraterone Talazoparib Single arm, Unselected (70)



Novel agents for treatment intensification in mHSPC: radioligand Rx

Sartor et al. NEJM 2021



Novel agents for treatment intensification in mHSPC: radioligand Rx

Sartor et al. GU ASCO 2022



Too much of a great thing??

McLaughlin et al. ASCO 2024

ADT+ docetaxel ADT Alone

# Death/N
Median OS 

(95% CI; 

months)

p-

value5
# Death/N

Median OS

 (95% CI; months)
p-value5

Overall Population

6-month PSA <0.2 66/127 100.3 (70.4, 

NA4)

<0.000

1
35/77

116.8 (87.3, 

141.5)

<0.0001

6-month PSA ≥0.2 203/256 45.4 (39.2, 

51.6)
246/301

31.8 (26.3, 38.1)



Intermittent therapy was not non-

inferior to continuous ADT

Selected for all patients, not based on 

response 

Can response-adapted selection and 

ARPI integration provide opportunity for 

de-escalation? 







Conclusions

▪ Intensification remains SOC for most eligible patients with mHSPC 

▪ Doublet appropriate for most patients, greatest benefit of docetaxel-

based triplet in de novo high volume patients

▪ Newer agents could change the combination of doublet/triplets and 

bring in biology driven combinations

▪ Need to also identify strategies for safe de-escalation of therapy in 

durable long-term responders to balance cost, toxicity, and QOL



Thank you! 
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