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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



Table 2 | Phase lll trials evaluating ARPIs in patients with metastatic hormone-sensitive prostate cancer®

Trial Interventions (number of Docetaxeluse Median Median OS; landmark Incidence of grade >3 adverse events Refs.
patients) follow-up  0S®
LATITUDE ADT +abiraterone+prednisone  Not allowed 52 months 53.3 versus 63% versus 48%, including more 46,59
(n=597) versus ADT +dual 36.5months; not hypertension (20% versus 10%),
placebo (n=602) reported (HR 0.66, hypokalaemia (11% versus 1%) and serum
95% C1 0.56-0.78; aminotransferase elevations (ALT and AST
P<0.0001) increases in 5% versus 1% and 4% versus 1%,
respectively) in the abiraterone group
STAMPEDE  ADT +abiraterone+prednisone  Not allowed 96 months 79 versus 46 months; 47% versus 33%, including more 4756
(Arm G) (n=502) versus ADT (n=501) 5-year OS 60% versus hypertension (5% versus 1%), serum
41% (HR 0.60, 95% CI aminotransferase elevations (7% versus 1%)
0.50-0.71; P<0.0001) and respiratory disorders (5% versus 2%) in
the abiraterone group
TITAN ADT +apalutamide (n=525) Priordocetaxel 44months  NRversus52.2months;  42% versus 40%, including more rash (6% 48,61
versus ADT +placebo (n=527) (11%) not reported (HR 0.65, versus 1%) in the apalutamide group; grade 2
95% Cl1 0.53-0.79; hypothyroidism (6.5% versus 1%) was also
P<0.0001) more common in the apalutamide group
ENZAMET  ADT +enzalutamide (n=563) Concurrent 98 months 95 versus 70months; 57% versus 43%; including more fatigue 49,65,66
versus ADT +non-steroidal docetaxel 5-year OS 67% versus (8% versus 1%), syncope (4% versus 1%)
antiandrogen (n=562) (45%) 57% and 8-year OS in the enzalutamide group; seizures of
50% versus 40% (HR any grade were also more common in the
0.73,95% C10.63-0.81;  enzalutamide group (1.2% versus 0%)
P<0.001)
ARCHES ADT +enzalutamide (n=574) Prior docetaxel 61months NR versus NR; 5-year 24% versus 26%; more cognitive/memory 69,70,132
versus ADT +placebo (n=576) (18%) 0OS 65% versus 53% (HR  impairment of any grade (4.5% versus 2.1%)
0.70; 95% CI1 0.58-0.85;  was observed in the enzalutamide group
P=0.0003)
ARANOTE  ADT+darolutamide (n=446) Not allowed 25 months NR versus NR; not 36% versus 36%, including more arthralgia 50
versus ADT +placebo (n=223) reported (HR 0.81,95% (1% versus 0%) in the darolutamide group;
Cl10.59-1.12) any-grade urinary tract infection was also
more common in this group (14% versus 8%)
ARASENS ADT +docetaxel+darolutamide | Included as 43 months NR versus 48.9months;  70% versus 67%, including more 44
n= Versus +docetaxel+ standard of 4-year OS 62.7% versus  hypertension (grade=3 in 6.4% versus 3.2%,
placebo (n=655) care in both 50.4% (HR 0.68, 95% C|  any grade in 13.7% versus 9.2%) as well as
groups 0.57-0.80; P<0.001) any-grade rash (16.6% versus 13.5%) in the
darolutamide group
PEACE-1 ADT + docetaxel+abiraterone+ | Concurrent 53months  Overall population: 63% versus 52% in the ADT+docetaxel 415
prednisone (n=583) versus docetaxel 68.6 versus 56.6months  safety population, including more
ADT +docetaxel (n=589) (60%) (HR 0.82,95.1% ClI hypertension (22% versus 13%)
0.69-0.98; P=0.030) and hepatotoxicity with increased
ADT+docetaxel aminotransferases (6% versus 1%) in the

population (n=355 in
each arm): NR versus
53 months (HR 0.75,
95.1% C1 0.59-0.95;
P=0.017)

abiraterone group

66% versus 41% in the ADT without
docetaxel population, including
more hypertension (29% versus 16%)
and hepatotoxicity with increased
aminotransferases (6% versus 1%)

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

Evolucion de los patrones de tratamiento en el CPHSm (2018-2023)
Registro PROHNOS - n=1.049 (19 pacientes con otros regimenes excluidos)

100% I I I I I I

Ano de diagndstico

75%

50%

Proporcién de pacientes (%)

25%

0%

Régimen de tratamiento [ TDA en monoterapia [ TDA + Docetaxel [l Doblete NHA [ Triplete

N Lainez et al. SEOM Annual Meeting 2026
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What is the optimal use of docetaxel in mHSPC?
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What is the optimal use of docetaxel in mHSPC?
* Is triplet therapy really necessary?

- Positive or Negative.....??:
Docetaxel +

r ADT + apalutamid . :
spartamics - Which subgroups derive

High volume or de N=1200 . .
e meaningful benefit from
?I;I?P?ARPI o » o Primary endpoint: docetaxel?

s = = 0S
days -  What about other molecular
Reb2 subgroups? (HRD, SPOP,

L ADT + apalutamid Decipher)
B - Specific clinical scenarios: "high

need for response", visceral
disease, bulky nodal disease

* P53, PTEN, RB

FOR CLINICALTRIALS IN ONCOLOGY AS I I R E
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What is the optimal use of docetaxel in mHSPC?

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

Records identifie dlhrmlghP bM d, MEDLINE, Embase, Web of Scien
Scopus, the Cochrane database, and abstracts:

(Prostate cance OR prostate carclnoms OR prostatic cancer OR prostatit
cancer dlsease) AND (m etastatic OR M1 OR hgh volume disease OR low
volume disease OR adval d) AND (h rmone sensitive OR hormone naive
OR castr: t ive) AND (randomized)
n= 52

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

Records screened after
duplicates/overlaps removed
n=476

Records excluded after title and abstract
review (m)

Novon s &y - Transitivity assumption
Case repol n& editorial (1 )

Other than Egl ish language (28)
Abstracts only (26)

P e - NMA do not make different trial populations
e o o comparable. They rely on the assumption that they

Preliminary/Interim analyses (16)
Not guideline recommended combination

are comparable enough for indirect comparisons to
W:E’” be valid.
Random-effects models account for heterogeneity.
They do not eliminate it.

7
AN

Aricles excluded after evaluation (1)
thareporld grdgl %k
famHSPC(1)

Studies included in the network
meta-analysis in low- and high-
volumc mHSPC

=9

mm

nz, Preferred Reporting Items for Systematic Reviews and Meta-analyses (PRISMA) flowchart depicting the studies and abstracts included in the meta-
analysis of overall survival (0S) in metastatic hormone-sensitive prostate cancer (mHSPC).

Network Meta-analysis Mandel P. et al. Eur Urol Focus. 2023;9(1):96-105.

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

E
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What is the optimal use of docetaxel in mHSPC?

* After more than 8.500 patients enrolled...

(a)

Treatment

Darolutamide + docetaxel + ADT
Abiraterone + docetaxel + ADT
Abiraterone + ADT

Apalutamide + ADT
Enzalutamide + ADT

Docetaxel + ADT

ADT

(@

Treatment

Darolutamide + docetaxel + ADT
Abiraterone + docetaxel + ADT
Arat + ADT

Docetaxel + ADT

ADT

Hazard ratio HR

Jott

1.00
I T I 1

0.3 0.5 1 2

OS (overall cohort)

Hazard ratio HR

0.83 (0.67; 1.03)
0.91 (0.69; 1.21)
1.00
E B 1.22 (1.05; 1.41)
M 1.53 (1.40;1.68)
[ T | -1

0.3 0.5 1 2

0.54 (0.44;0.66) 15.0%
0.60 (0.46;0.78) 11.3%
0.64 (0.56;0.74) 19.3%
0.65 (0.53;0.79) 15.2%
0.66 (0.57;0.78) 17.9%
0.80 (0.71;0.89) 21.3%
0.0%

95% Cl Weight

24.2%
22.2%

0.0%
26.2%
27.4%

OS (overall cohort pooled ARPI comparison)

95% Cl Weight P score

0.92
0.73
0.58
0.57
0.52
0.18
0.00

P score

0.93
0.74
0.58
0.25
0.00

What have we learned?

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

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



What is the optimal use of docetaxel in mHSPC?

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

(@)

Treatment

Apalutamide + ADT
Enzalutamide + ADT
Abiraterone + ADT
Abiraterone + docetaxel + ADT
Docetaxel + ADT

ADT

(b)

Treatment

Abiraterone + docetaxel + ADT
Abiraterone + ADT
Apalutamide + ADT
Enzalutamide + ADT
Docetaxel + ADT

ADT

Hazard ratio HR 95% ClI
—— 0.52 (0.34;0.79)
—a— 0.55 (0.39; 0.77)
—— 0.68 (0.50;0.91)
—— 0.75 (0.43;1.31)
—— 0.91 (0.73;1.13)
1.00
I T 1
0.3 0.5 1 2
Mandel et al. (OS)
Hazard ratio HR 95% CI
—— 0.52 (0.38;0.71)
- 0.61 (0.53;0.71)
—— 0.70 (0.56; 0.88)
—- 0.71 (0.59; 0.85)
- 0.72 (0.63; 0.84)
1.00
I T | 1
0.3 0.5 1 2

Weight P score

16.7%
20.7%
23.0%
11.8%
27.7%

0.0%

Weight P score

8.6%
27.7%
14.6%
21.1%
28.0%

0.0%

0.85
0.81
0.58
0.46
0.22
0.07

0.94
0.77
0.48
0.44
0.38
0.00

Treatment Hazard Ratio HR 95%-Cl1 Weight P-score
APALUTAMIDE + ADT —— 0.52 [0.34;0.79] 14.6% 0.83
ENZALUTAMIDE + ADT —— 0.55 [0.39;0.77] 18.5% 0.78
DAROLUTAMIDE + DOCETAXEL + ADT ——l—+ 0.62 [0.35;1.07] 10.0% 0.65
ABIRATERONE + ADT —— 0.68 [0.50;0.91] 20.9% 0.55
ABIRATERONE + DOCETAXEL + ADT —a— 0.75 [0.43; 1.31] 10.0% 0.43
DOCETAXEL + ADT —— 0.91 [0.73;1.13] 26.0% 0.20
ADT : : : 1.00 0.0% 0.07

0.3 0.5 1 2

Hoeh et al. (OS)
(B)
Treatment Hazard Ratio HR  95%-Cl Weight P-score
DAROLUTAMIDE + DOCETAXEL + ADT —;— 0.50 [0.40; 0.63] 14.7% 0.92
ABIRATERONE + DOCETAXEL + ADT —— 0.52 [0.38;0.71] 9.9% 0.85
ABIRATERONE + ADT - 0.61 [0.53;0.71] 21.3% 0.65
APALUTAMIDE + ADT —— 0.70 [0.56; 0.88] 14.5% 0.40
ENZALUTAMIDE + ADT —- 0.71 [0.59;0.85] 18.3% 0.37
DOCETAXEL + ADT - 0.72 [0.63; 0.84] 21.4% 0.32
ADT 1.00 0.0% 0.00
I T I 1
0.3 05 1 2

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



TR

What is the optimal use of docetaxel in mHSPC?

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

Treatment Hazard Ratio HR  95%-Cl Weight P-score - Ava | |a b | e ana |yses are
ARAT + ADT 1.00 0.0% 0.83
DAROLUTAMIDE + DOCETAXEL + ADT Aﬁ 1.04 [0.58;1.87] 6.7% 0.76 u nderpowe red and CannOt
ABIRATERONE + DOCETAXEL + ADT ———— 1.27 [0.70;2.28] 6.7% 0.53 i _
DOCETAXEL + ADT —— 1.52 [1.13;2.05] 26.6% 0.28 eXC|Ude d beneflt In seleCted IOW
ADT I | _.—’_| 1.68 [1.38;2.04] 60.0% 0.10 Volume patlentS.

0.3 0.5 1 2

OS (Low Vol. cohort pooled ARPI comparison)

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
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What is the optimal use of docetaxel in mHSPC?

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

Treatment Hazard Ratio HR  95%-Cl Weight P-score
ARAT + ADT I 1.00 0.0% 0.83
DAROLUTAMIDE + DOCETAXEL + ADT 1.04 [0.58;1.87] 6.7% 0.76
ABIRATERONE + DOCETAXEL + ADT ———— 1.27 [0.70;2.28] 6.7% 0.53
DOCETAXEL + ADT —— 1.52 [1.13;2.05] 26.6% 0.28
ADT | | +_| 1.68 [1.38;2.04] 60.0% 0.10

03 0.5 1

2

OS (Low Vol. cohort pooled ARPI comparison)

E ADTwith docetaxel population with
low-volume metastatic burden
100

80
60
40

20

PEACE-1
Overall survival (%)

HR 0-83 (95-1% Cl 0-50-1-39); p=0-66

F ADT with docetaxel population with

high-volume metastatic burden

HR 0-72 (95-1% Cl 0-55-0-957;

0 T T T T T
0 1 2 3 4 5

Time since randomisation (years)

hauas ol

T T I T
0 1 2 3 4

Time since randomisation (years)

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

congress
MADRID

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
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What is the optimal use of docetaxel in mHSPC?

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

Treatment Hazard Ratio HR  95%-Cl Weight P-score _ Avai|ab|e ana|yses are
ARAT + ADT 1.00 0.0% 0.83
DAROLUTAMIDE + DOCETAXEL + ADT 4L7 1.04 [0.58;1.87] 6.7% 0.76 underpowered and cannot
ABIRATERONE + DOCETAXEL + ADT ———— 1.27 [0.70;2.28] 6.7% 0.53 i _
DOCETAXEL + ADT —#— 152 [1.13;2.05] 26.6% 0.28 exclude a benefit in selected low
ADT ; I t 1.68 [1.38;2.04] 60.0% 0.10 Volume patlentS.
03 05 1 2
OS (Low Vol. cohort pooled ARPI comparison) - Although only the darolutamide-
(B) based triplet achieved statistical
Treatment Hazard Ratio HR  95%-Cl Weight P-score Slg nificance , the effect estimates
DAROLUTAMIDE + DOCETAXEL + ADT —m— 0.76 [0.59;0.97] 24.4% 0.90 for ARASENS and PEACE-1 were
ABIRATERONE + DOCETAXEL + ADT 0.79 [0.57;1.10] 22.3% 0.83 . .
ARAT + ADT 1.00 0.0% 0.49 nearly identical (HR 0.76 vs 0.79),
DOCETAXEL + ADT 1.10 [0.92;1.31] 26.0% 0.29 . . i
ADT | | | W 51137168 27.3% 0.00 suggesting a  difference in
03 05 1 2 precision rather than magnitude
OS (High Vol. cohort pooled ARPI comparison) of benefit.

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



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

A
Patients Hazard ratio
(95% CI)

Pooled estimates PFS
Low volume, metachronous 229 0-98 (0-67-1-45)
Low volume, synchronous 582 O 075 (0-61-0-93)
High volume, metachronous 132 <> 0-64 (0-42-0-99)
High volume, synchronous 1044 <> 0-60 (0-52-0-69)

r T 1
B
Pooled estimates OS
Low volume, metachronous 229 1.13(0-70-1-82)
Low volume, synchronous 582 0-81(0-64-1-03)
High volume, metachronous 132 0-78 (0-49-1.24)
High volume, synchronous 1044 O 072 (0-62-0-84)

r T T 1
C
Pooled estimates PFS
Low volume, T1-3 569 <> 0-83(0-68-1.02)
Low volume, T4 85 _ 070 (0-41-119)
High volume, T1-3 709 < 068 (0-58-0.78)
High volume, T4 192 Q 0-36 (0-26-0-49)

r T 1
D
Pooled estimates OS
Low volume, T1-3 569 0-94(0-74-1-18)
Low volume, T4 85 0-64(0-35-1-16)
High volume, T1-3 709 0-85 (0-73-1-00)
High volume, T4 192 —  — 0-38(0-26-0-53)

r T T 1

0-25 050 1.00 2:00
«— —
Favours ADT plus docetaxel  Favours ADT alone

Figure 2: Effect of docetaxel on progression-free survival and overall survival by volume and timing of
metastatic disease diagnosis and by volume and clinical T stage

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

Overall survival (%)

Number at risk
(number censored)
ADT alone

ADT plus docetaxel

100

80+

60+

40

20+

Low vol. metachronous

1 Low vol. synchronous

120(0)
109 (2)

T T T T T
1 2 3 4 5

Analysis time (years)

18(6) 109(14) 89(3) 77(6) 50(3)
101(3) 95(7)  85(6) 71(4) 48(7)

T T T T T
2 3 4 5

Analysis time (years)

o
o
=
o

31(2) 347(8) 328(34) 293(47) 243(31) 197(28) 131(10) 96(11)
34(7)  235(6) 223(22) 196(21) 169 (13) 137(11) 101(14) 63(11)

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



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

De novo mCSPC*

¢

Low volume

ADT-ARPI [l AJ:
ADT-abiraterone [MCBS 4]
ADT-apalutamide [MCBS 4]°
ADT-enzalutamide [MCBS 4]*
ADT-darolutamide [MCBS 3]*

ADT-docetaxel-ARPI>* [lll, C]:

ADT-docetaxel-abiraterone® [MCBS 4]
ADT-docetaxel-darolutamide [MCBS 4]
ADT-docetaxel-enzalutamide®

In addition to above options:
RT to primary tumour' [Il, A]

Suitable for docetaxel

ADT-docetaxel-ARPI®® [I, A]: ADT-ARPE [l A: :
 ADT-docetaxel-abiraterone® [MCBS 4] ADT-abiraterone [MCBS 4]

« ADT-docetaxel-darolutamide [MCBS 4] ADT-apalutamide [MCBS 4]’ .
« ADT-docetaxel-enzalutamide® ADT-enzalutamide [MCBS 4]
ADT-darolutamide [MCBS 3]

In addition to above options: . .
RT to primary tumour’ [ll, B] In addition to above options:
RT to primary tumour [ll, B]

Relapsed mCSPC after local treatment

s

Vv
Low volume

ADT-ARPE[Il, AJ:
* ADT-apalutamide [MCBS 4]°

* ADT-enzalutamide [MCBS 4]°
* ADT-darolutamide [MCBS 3]°

!

V
High volume

ADT-ARPI [Il, A]:
ADT-apalutamide [MCBS 4]°

ADT-enzalutamide [MCBS 4]°
ADT-darolutamide [MCBS 3]

ADT-docetaxel-ARPI [ll, BJ:
ADT-docetaxel-darolutamide [MCBS 4]°
ADT-docetaxel-enzalutamide®

K.Fizazi et al. ESMO Guidelines Committee.

https://doi.org/10.1016/j.annonc.2026.01.015



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

Table 1| Current state of personalized treatment intensification for mHSPC based on timing and volume of metastases

Systemic therapy Timing of Number of metastases® Intensification approach Advanced Prostate Cancer Consensus Conference
backbone metastases votes in favour®

All patients: Metachronous <3 bone metastases Stereotactic ablative 68% (91% of respondents chose ADT+ARPI doublet
ADT+ARPI (tnon-regional lymph node radiotherapy to metastases as preferred systemic therapy)

(abiraterone, metastases)

apalutamide, - :

errrllET R er >4 bone metastases (visceral Docetaxel (for patients 84% (34% recommend the ADT+ARPI+docetaxel
darolutamide) or metastases rare) deemed fit for triplet for the majority of patients with >4

AT el e (s chemotherapy) metachronous bone metastases, and 50%

with a very short recommend this approach for selected patients)
life.expectancy Synchronous <3 bone metastases Prostate radiotherapy 82%

owing to age or (de novo) (xnon-regional lymph node and stereotactic ablative

comorbidities

metastases)

radiotherapy

>4 bone metastases or any liver

metastasis

Docetaxel (for patients

deemed fit for
chemotherapy)

94% (54% recommend ADT +ARPI+docetaxel triplet
for the majority of patients with>4 synchronous bone
metastases, and 40% recommend this approach for
selected patients)

ADT, androgen-deprivation therapy; ARPI, androgen receptor pathway inhibitors. 2Detectable on conventional imaging with CT (including CT as part of prostate-specific membrane antigen
PET-CT) and technetium-99m whole-body bone scintigraphy; future refinements to be made based on prostate-specific membrane antigen PET and molecular biomarkers. *Advanced Prostate

Cancer Consensus Conference votes in favour combines votes for ‘in the majority of patients” and ‘in selected patients

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




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

REINFORCE

A Phase Ill Randomized Trial of Treatment Intensification
with Docetaxel in mHSPC Patients Without Deep PSA Response
After Initial Apalutamide Therapy

ASCO 2026

Genitourinary Cancers

Rationale Study Objective Deep PSA Response
« ADT + ARPIs is the standard of care in C)/' B (definition)
metastatic hormone-sensitive prostate To evaluate a PSA-guided treatment

cancer (mHSPC).

A substantial proportion of patients do not
achieve a deep PSA response, a biomarker
associated with inferior long-term outcomes.’
Patients without deep PSA decline represent
a high-risk subgroup with limited
personalization strategies.2®

Docetaxel has shown survival benefit in
high-volume mHSPC and may be particularly
beneficial in biologically aggressive disease
identified through suboptimal early PSA response.

intensification strategy using docetaxel
in patients without deep PSA response
following upfront treatment with
apalutamide plus ADT.

* PSA <0.2 ng/mL
or
e PSA decline = 90%
in combination with
PSA = 4 ng/mL

.

.
. .

Study Design
International, multicenter, P
open-label, phase Il X
randomized study !

Treatment intensification

Daocetaxel 75 mg/m? every 3 weeks
for 6 cycles + continued apalutamide + ADT

i No deep PSA response \‘ T

320 pati mHSPC patients — | and no disease progression
@ ud patients Initial treatment with T |

85 sites apalutamide + ADT e | Continued treatment

- for 24-30 week (n = 320) J
6 countries hak ke \ J
——— ST Apalutamide + ADT alone
I Primary Endpoint :0: Key Takeaway

1

REINFORCE is the first large phase Ill trial to test
a treatment intensification strategy based on early
biological response (PSA), rather than baseline
tumor characteristics, in mHSPC.

Event-free survival (EFS)

Time from randomization to PSA progression,
radiographic progression involving soft tissue,
visceral or bone lesions according to PCWGS3 criteria,
or death from any cause.

1. Multiple phase Il studies.
2. Gonzalez-Billalabeitia E, et al. REINFORCE. ASCO 2026. Poster.
3. Additional references.

Q /]

CONSORTIUM v

REINFORCE may help define
a more personalized and dynamic
treatment approach.

Chicago, IL | May 29 - June 2, 2026

o ®¢ Key Eligibility Criteria

. « Men = 18 years with histologically
confirmed mHSPC

ECOG performance status < 1
PSA > 5 ng/mL at metastatic diagnosis
Adequate organ function

o <712 weeks of prior ADT exposure

before apalutamide initiation

0Ongoing apalutamide + ADT for 24-30 weeks
No disease progression

Failure to achieve a deep PSA response

s Randomization Stratification

Timing of metastatic disease
(synchronous vs metachronous)

e Presence of visceral metastases

PSA at study entry
(< 4 vs > 4 ng/mL)

“Can early PSA response
guide docetaxel use in mHSPC?”

Precision
where it
matters

AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER'

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



What is the optimal use of docetaxel in mHSPC?
* Use guided by Biomarkers
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Median: NR vs. 27.2

aHR 0.19 (95% C1, 0.05-0.79). P = 0,022
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Months from metastatic diagnosis

Number at risk
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Probability of survival

Strata
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Months from metastatic diagnosis

Number at risk

38 115100 82 64 34 20 13 8 4
17 17 17 13 8 6 3 1 0 0 0

6 12 18 24 30 36 42
Months from metastatic diagnosis

Overall survival on Docetaxel

Median: 30.4 vs. 32.3

aHR 1.18 (95% C1, 0.57-2.44). P = 0.662

Sobretratamiento?

Strata
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Months from metastatic diagnosis

Number at risk
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3 2

6 12 18 24 30 36 42 48 54 60

Months from metastatic diagnosis

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

Necesidad de intensificacion? *

PTEN

J Swami et al. Clin Cancer Res 2022;28:4917-25
E Grist et al. 2025, Cell 188, 5717-5734
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What is the optimal use of docetaxel in mHSPC?
* Use guided by Biomarkers
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Fig. 3 Progression-Free Survival (PFS) and Overall Survival (0S)
by First-Line Treatment and Tumor Suppressor Gene Alteration
(TSG-alt) Status. Kaplan-Meier curves showing PFS (A) and OS
(B) for patients with (+T5G) and without [—TSG) TSG-alt treated with
abiraterone acetate (Abi) or docetaxel (Doc).

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

100

90 4

80+

704

60

50

STAMPEDE
High metastatic burden Low metastatic burden
v 3s% JINININNS % T || (11111
TPS3 2% ' TPS3 31% 4 |
AKT1 0% AKT1 %
] 3
2| pKkscA 27 3| PK3CA 4% '
3| pxace  sx | &l pkace  an |
g %
&1 pikart 27% | PIK3R? 0
Genetic alteration # Missense mutation (putative driver) & Truncating mutation (putative driver) | Fusion | Amplification
| Deep deletion ~ No alterations
CAPItello-281
Number of eventainumber of petients (%)
cam oo + abi wr (95% C1
All patients 183/507 (36.1) 215/505 (42 8) 081 (0660 98)
-~ v
S
) 2 A

Low volume

HRR
o Median (95% CI): 46.56 (35.64-78.48)
% HR(95% CI):  1.71 (1.04-2.80) (P = 0.034)

non-HRR
71.64 (63.60-79.44)

40

% of subjects without event

304

20+

HRR

S S S S S S S S S S S e —
0 6 12 18 24 30 36 42 48 54 60 66 72 78

Months since randomisation
No. of patients still at risk
73 71 70 69 65 50 58 54 46 36 36 28 24 21 19181514 121110 9 9 5 5 5 4 2
177177175 170161 152144 126 123117107 97 89 87 80 72 66 62 58 54 47 40 34 26 19 15 6 2

non-HRR

100 4

90 4

804

704

60

ard rato (95 - Favors pbo « abl

High volume

HRR
Median (95% CI): 27.96 (24.24-40.56)
HR (95% Cl):

1.48 (1.07-2.05) (P = 0.017)

non-HRR
41.40 (33.00-52.56)

404

-
E
3
-
5
2
£
£
3
8
°
2
)
3
o
-
©
ES

304

20+

T T — LR, A S S S p—
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96

Months since randomisation

No. of patients still at risk

HRR
non-HRR

86 8179 7770 6157 5145 3430 2824 2320 1817151410 6 4 3 3 3 2 1 0

220 218214 207190 176161 151139125112 96 90 77 69 61 57 53 43 35 31 27 23 21 19 13 6 4 4 0



What is the optimal use of docetaxel in mHSPC?
* 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

Figure 2 Effects of ARPIs on OS by class of ARPI agent and by age group

Age
subgroup

Control
Events/Total

ARPI
Events/Total

Haz. ratio
(95% Cl)

Pooled effects: Abiraterone trials (100% of eligible data)

<65
65to0 <75
75+

399/647
485/764
182/282

301/626
373/770
181/285

=
<

<>

0.64 (0.55, 0.75)
0.62 (0.54, 0.71)
0.99 (0.81, 1.22)

Pooled effects: Receptor inhibitor trials (35% of eligible data)

CcT/wBBS
negative

PSMAPET cT/wees
negative.

“Non-metastatic’

“Metastatic’

PSMA-PET positive

CT/WBBS positive
negative for metastasis for metastasis

PSMA-PET positive
for metastasis

Figure 3 Effect of abiraterone on causes of death

Subgroup
and Study

Control ARPI
Events/Total Events/Total sHR

Deaths from prostate cancer

<65 173/356 110/326 - 0.56 (0.44, 0.71)
65t0 <75 204/495 177/500 <> 0.75(0.62, 0.92)
75+ 126/238 91/262 == 0.55 (0.42, 0.72)
Abiraterone + receptor inhibitor

<65 73/121 69/140 —i— 0.75 (0.54, 1.05)
6510 <75 158/243 108/220 —— 0.62(0.48, 0.79)
75+ 61/90 51/102 o= 0.62 (0.42, 0.90)

T T
0.50 1.00 2.00
Favours ARPI Favours control

<65 347/647 253/626 <> 0.66
65t0 <75 401/764 277/770 <> 0.57
75+ 141/282 108/285 = 0.67
Deaths from other or unknown causes

<65 52/647 48/626 = 0.98
65 to <75 84/764 96/770 == 1.09

[ 75+ 41/282 73/285 — — 218 ]
T T
0.50 1.00 2.00
Favours ARPI Favours control

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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What is the optimal use of docetaxel in mHSPC?
* Use guided by Patient Fitness and other clinical characteristics

- “Real” volume of disease : ‘ﬂ" CONGRESO MADRID
? & 2026 29 - 30 SEPTIEMBRE

1 - 2 OCTUBRE

- Cancer-related symptoms
_PSA, LDH, FA, ... Perfil de seguridad

- Gleason, histology,...

® 24,7% interrumpié el tratamiento de intensificacion

Con el porcentaje mas alto en el grupo triplete (32,2%);
- Age La toxicidad mas frecuente que llevo a interrupcion
- Frailty . TDA + docetaxel > Neutropenia febril 26,7%
- Comorbidities - Doblete > Astenia/fatiga 23,9%

-Bone health « Triplete > Neutropenia febril 63,6%
- Cognitive function

- Patient preferences
- Lifestyle

N Lainez et al. SEOM Annual Meeting 2026



But the future is,...which triplet should you choose?

AMPLITUDE: Randomized, Double-Blind, Placebo-
Controlled Trial in HRRm mCSPC

First and final rPFS analysis and first interim analysis of time to symptomatic progression and overall survival. Median follow-up: 30.8 months

Key inclusion criteria:

+mCSPC?

« Alteration in 21 HRR eligible gene:
BRCA1, BRCA2, BRIP1, CDK12,
CHEK2, FANCA, PALB2, RAD51B,
RAD54LP

+ECOG PS 0-2

Key exclusion criteria:
« Any prior
« PARPI
* ARPI other than AAP
Prior allowed treatments in mCSPC:

* ADT <6 months

» Docetaxel <6 cycles®

« AAP <45 days

« Palliative RT

Nira (200 mg QD)
5

AAP (1000 mg QD + 5 mg QD)
&

ADT
Randomized (n=348)
{3090) PBO Key secondary end points
+ «» Time to symptomatic progression
AAP (1000 mg QD + 5 mg QD) .« 0S
= « Safety
ADT
(n=348)
Stratification factors:
« BRCA2vs CDK12vs all other alterations.
« Prior docetaxel (yes vs no)
+ Disease volume (high vs low)

Clinical data cutoff: January 7, 2025

for o ial nilation be NITUDE trl

anel months prior {0 randomizalion.
felus, N, niapa al, PBO, placebo, RT, rad

TALAPRO-3: Trial Design

Key eligibility criteria
+ HRR gene-altered mCSPC

Metastatic disease confirmed by positive
bone scan or metastatic lesion by CT or

MRI scan
ECOGPSOor1
Ongoing ADT

<3 months of prior ADT with/without ARPI
for mCSPC

= Prior docetaxel for mCSPC not permitted?

Stratification factors

+ De novo vs relapsed mCSPC
+ High- vs low-volume disease
* BRCAmvs non-BRCAmM

Primary endpoint
+ IPFS by investigator assessment
Key secondary endpoint
* OS (alpha-protected)
Other secondary endpoints
* ORR per RECIST v1.1
Duration of soft tissue response
PSA response
Time to PSA progression
Time to subsequent
antineoplastic therapy
Time to first SSE
« Safety
Data cutoff: February 18, 2026 + PROs
Exploratory endpoint
- PFS2

TALA 0.5 mg* + ENZA 160 mg QD

PBO + ENZA 160 mg QD

HRRm: ATM, ATR, BRCA1, BRCA2, CDK12, CHEK2, FANCA, MLH1, MRET1A, NBN, PALB2, RAD51C*

Patient population
* De novo mHSPC
+ PTEN loss status
by central testing
(IHC)

+ Up to 3mADT +/-
abiraterone

+ PS0-1

Eligible male patients

CAPIltello-281 Clinical Study Design

Capivasertib + ADT + abiraterone
(+ prednisone/prednisolone)
(N~ 500)

Placebo + ADT + abiraterone (+
prednisone/prednisolone)
(N~ 500)

7TLy-PSMA-617
(7.4 GBq 10%
6 cycles gbw)
+ADT +ARPP

Untreated or minimally
treated® mHSPC

ECOG PS 0-2

21 PSMA+ metastatic lesion

on Ga-PSMA-11 PET/CT
ADT + ARPI®

Appropriate for ADT + ARPI

Stratification factors

= Disease volume (high/low) — per CHAARTED criteria’

« Age 70 years (yesino)

« Previous or planned treatment of primary tumour by radiation or
prostatectomy (yesino)

G Attard et al. Nat Med (2025). https://doi.org/10.1038/s41591-025-03961-8
N. Agarwal et al. DOI: 10.1056/NEJMo0a2604126

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

Crossover allowed
upon BIRC-
confirmed rPD

Safety and OS follow-up

Follow-up periods

« rPFS: until eventin all patients

- Safety: 30daysthen 24 and 48 weeks
after treatment discontinuation

- 0S:  every 90 days after ast contact
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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
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Thank you for your attention!
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