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Metastatic Androgen Pathway Modulation-Sensitive (APMS) disease:
Is the triplet vs doublet debate over?

Beyond triplet versus doublet: 
no one-size-fits-all winner, only patient-centered treatment choices



MA Cilento et al. Nat Rev Clin 
Oncol. 2026 Feb;23(2):121-136.



N Lainez et al. SEOM Annual Meeting 2026



What is the optimal use of docetaxel in mHSPC?



* Is triplet therapy really necessary?

What is the optimal use of docetaxel in mHSPC?

• P53, PTEN, RB

Positive or Negative…..??: 

- Which subgroups derive
meaningful benefit from
docetaxel?

- What about other molecular
subgroups? (HRD, SPOP,
Decipher)

- Specific clinical scenarios: "high
need for response", visceral
disease, bulky nodal disease



* After more than 8.500 patients enrolled…What have we learned?

What is the optimal use of docetaxel in mHSPC?

Mandel P. et al. Eur Urol Focus. 2023;9(1):96-105.
Hoeh B. et al. Eur Urol Focus. 2023;9(5):838-842

Network Meta-analysis

*

To rank therapy options
Doublet versus triplet therapy
Stratification according to volume tumor burden

- Transitivity assumption
- NMA do not make different trial populations

comparable. They rely on the assumption that they
are comparable enough for indirect comparisons to
be valid.

- Random-effects models account for heterogeneity.
They do not eliminate it.
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OS (overall cohort)

- ADT alone no longer represents a valid
treatment option for mHSPC. 

- Similar considerations apply to doublet
therapy with docetaxel + ADT

- Both triplet therapies failed to
demonstrate an statistically significant
OS benefit in comparison with
ARPI+ADT

OS (overall cohort pooled ARPI comparison)
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* After more than 8.500 patients enrolled…What have we learned?

What is the optimal use of docetaxel in mHSPC?

Fizazi K. et al. Lancet. 2022;399:1695-1707.
Mandel P. et al. Eur Urol Focus. 2023;9(1):96-105.

Hoeh B. et al. Eur Urol Focus. 2023;9(5):838-842

- Available analyses are
underpowered and cannot
exclude a benefit in selected low-
volume patients.

OS (Low Vol. cohort pooled ARPI comparison)
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* After more than 8.500 patients enrolled…What have we learned?
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- Available analyses are
underpowered and cannot
exclude a benefit in selected low-
volume patients.

- Although only the darolutamide-
based triplet achieved statistical
significance, the effect estimates
for ARASENS and PEACE-1 were
nearly identical (HR 0.76 vs 0.79),
suggesting a difference in
precision rather than magnitude
of benefit.OS (High Vol. cohort pooled ARPI comparison)

OS (Low Vol. cohort pooled ARPI comparison)



* Lessons from Docetaxel-based doublets
What is the optimal use of docetaxel in mHSPC?

Burdett S. et al. STOPCAP M1 collaborators. Lancet Oncol. 2023;24(7):783-797

PFS

PFS

OS

OS

Effects of docetaxel on OS and PFS are modified by
volume of metastases, timing of metastatic disease
diagnosis, and clinical T stage.

Low vol. metachronous Low vol. synchronous



* What Do Current Guidelines Recommend?
What is the optimal use of docetaxel in mHSPC?

K.Fizazi et al. ESMO Guidelines Committee. https://doi.org/10.1016/j.annonc.2026.01.015



* APCCC?
What is the optimal use of docetaxel in mHSPC?

MA Cilento et al. Nat Rev Clin Oncol. 2026 Feb;23(2):121-136.



* Use guided by PSA Response
What is the optimal use of docetaxel in mHSPC?

E. Gonzalez-Billalabeitia et al. ASCO Annual Meeting 2026



* Use guided by Biomarkers
What is the optimal use of docetaxel in mHSPC?

U Swami et al. Clin Cancer Res 2022;28:4917–25
E Grist et al. 2025, Cell 188, 5717–5734

Impact of
Decipher® 
classifier on
benefit (OS)
from 
docetaxel, 
independent 
of volumen of
disease

Necesidad de intensificación?

Sobretratamiento?

PTEN



* Use guided by Biomarkers
What is the optimal use of docetaxel in mHSPC?

MG Velez et al. Prostate Cancer Prostatic Dis 2022 Sep;25(3):479-483.
Fizazi K et al. Ann. Oncol. doi.org/10.1016/j.annonc.2025.10.004 (2025).
D. Olmos et al. https://doi.org/10.1016/j.annonc.2025.05.534



* Use guided by Patient Fitness and other clinical characteristics

- “Real” volume of disease 

- Cancer-related symptoms 
- PSA, LDH, FA, …
- Gleason, histology,… 

- Age
- Frailty 
- Comorbidities
- Bone health
- Cognitive function
- Patient preferences
- Lifestyle

What is the optimal use of docetaxel in mHSPC?

MA Cilento et al. Nat Rev Clin Oncol. 2026 Feb;23(2):121-136.
D. Fisher et al. STOPCAP M1 collaborators APCCC 2026
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But the future is,…which triplet should you choose?

G Attard et al. Nat Med (2025). https://doi.org/10.1038/s41591-025-03961-8
N. Agarwal et al. DOI: 10.1056/NEJMoa2604126

Fizazi K et al. Ann. Oncol. doi.org/10.1016/j.annonc.2025.10.004 (2025).
ST Tagawa et al. Lancet 2026; 408: 793–807
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