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Aim: Recent network meta-analyses (NMAs) in metastatic castration-sensitive prostate cancer have not
adequately addressed potential treatment effect modifiers and population imbalances, which introduces
bias. Although, individual-patient data (IPD) are seldom available across all trials, recent methodological
advances allow adjustments using a combination of IPD and aggregate data. Materials & methods:
IPD from the ARASENS trial (darolutamide + docetaxel + androgen-deprivation-therapy [ADT]) and
aggregate data from a systematic review were analyzed. Two methods were used to adjust for
population imbalances: multilevel network meta-regression (ML-NMR) using baseline characteristics,
and network meta-interpolation (NMI) using subgroup data. Relative effects were estimated for an
ARASENS-like population, with sensitivity analysis in an average trial population. Results: Twelve studies,
including ARASENS, were included. All studies reported baseline characteristics for ML-NMR. Sufficient
subgroup data for NMI were available in 8/12 studies for overall survival (OS) and 5/12 studies
for progression-free survival (PFS). Darolutamide + docetaxel + ADT showed significant benefit over
docetaxel + ADT, ADT and standard-nonsteroidal-antiandrogen + ADT in all analyses. ML-NMR showed
improved OS for darolutamide + docetaxel + ADT compared with abiraterone + docetaxel + ADT,
apalutamide + ADT, enzalutamide + ADT and abiraterone + ADT. ML-NMR also showed improved PFS
for darolutamide + docetaxel + ADT compared with apalutamide + ADT and enzalutamide + ADT. Using
NMI, darolutamide + docetaxel + ADT demonstrated OS benefit over abiraterone + ADT and PFS benefit
relative to abiraterone + ADT and apalutamide + ADT. Findings were consistent in an average population,
although ML-NMR did not show significant OS benefit of darolutamide + docetaxel + ADT over
apalutamide + ADT. Conclusion: Improved outcomes were observed with darolutamide + docetaxel + ADT
compared with other therapies. By incorporating effect modifiers and addressing population imbalances,
we provide clinicians with a more accurate understanding of treatment efficacy for better-informed
decision-making.

Plain language summary: comparing treatment options for people with metastatic prostate cancer using
population adjustment methods
What is this article about? This study examines different statistical methods for comparing treatments
for metastatic castration-sensitive prostate cancer across multiple trials, taking into account differences
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among patients, such as age and health status. We evaluated different statistical approaches to adjust
for these varying patient characteristics and assessed their strengths and limitations in producing reliable
treatment comparisons. The study presents results for key clinical outcomes, including overall survival and
progression-free survival.
What were the results? Our findings provide evidence that the combination of darolutamide, docetaxel
and androgen-deprivation-therapy (ADT) improves survival rates for patients with metastatic castration-
sensitive prostate cancer compared with other treatment options.
What do the results mean? The findings suggest that patients receiving the darolutamide, docetaxel and
ADT combination therapy may live longer and have better outcomes, aiding doctors in making informed
treatment choices.

First draft submitted: 17 June 2025; Accepted for publication: 5 December 2025; Published online:
6 January 2026

Keywords: castration-sensitive prostate cancer • multi-level network meta-regression • network meta-analysis
• network meta-interpolation

Androgen deprivation therapy (ADT) is the cornerstone in the management of patients with metastatic prostate
cancer [1]. Prostate cancer that has not previously been treated with ADT is considered to be hormone-sensitive or
castration-sensitive prostate cancer (mCSPC). The treatment landscape for mCSPC has evolved rapidly over the
last decade with the addition of docetaxel and the novel androgen receptor pathway inhibitor (ARPIs), such as
abiraterone, enzalutamide, apalutamide and darolutamide. The European Society for Medical Oncology (ESMO)
guidelines previously recommended the addition of docetaxel to ADT based on the results of the CHAARTED [2]

and STAMPEDE [3] trials. These guidelines also recommend abiraterone, enzalutamide and apalutamide added to
ADT as these treatments have shown to improve survival in the LATITUDE [4], ENZAMET [5], ARCHES [6] and
TITAN [7] trials, as well as in later arms of STAMPEDE [8]. Recent guidelines recommend ADT with docetaxel
and either darolutamide or abiraterone (triplet therapy) for patients with high-volume disease who are fit for
chemotherapy based on the results of the ARASENS [9] and PEACE-1 [10] studies.

In a recent review, Shore et al. identified 15 network meta-analyses (NMA) of patients with mCSPC who received
docetaxel, novel hormonal therapies plus ADT, standard of care or developmental agents [11]. NMA is the gold
standard for comparing multiple treatments, endorsed by the Cochrane organization, National Institute for Health
and Care Excellence (NICE), International Society for Pharmacoeconomics and Outcomes Research (ISPOR)
and the World Health Organization (WHO) [12–16]. However, it relies on the assumption that distributions of
effect-modifying variables do not differ between studies. If this assumption does not hold, results of NMAs might
be biased [17]. There is evidence of treatment effect modifiers in mCSPC, which underscores the importance of
considering these factors in analyses [11]. The gold-standard to address covariate imbalances is individual patient data
(IPD) NMA [18,19]. However, IPD from all relevant studies is rarely available. This is due to legitimate competing
interests preventing release of such data.

Only one previous NMA has used IPD to explore effect modification in mCSPC [18]. This found that the
benefit of adding docetaxel to ADT was modified by clinical T-stage, timing of metastatic disease, volume of
disease and WHO performance status. Due to competing commercial interests, the analysis excluded published
randomized controlled trials (RCTs) in mCSPC that evaluated ARPI therapies. Furthermore, subgroup data were
not used.

Other methods are available to address covariate imbalance. These are summarized in Figure 1. Meta-regression
aims to explain between-trial heterogeneity by incorporating effect modifiers, but uses either aggregate data (AgD)
or IPD rather than a combination of both [20]. Population adjustment methods combining IPD and AgD (matching
adjusted indirect comparisons and simulated treatment comparisons) have also been developed. However, these
methods have been limited to only one comparator and to the target population of the selected comparator [19].
These were key limitations of a recent matching adjusted indirect comparison using IPD from ARCHES to adjust
for effect modifiers in a comparison of enzalutamide + ADT with darolutamide + ADT [21]. Recently, multilevel
network meta-regression (ML-NMR) and network meta-interpolation (NMI) have emerged as novel population
adjusted indirect comparison methods. These methods can consider multiple comparators and can be applied in
arbitrary target populations [19,22]. NICE have recommended that the Methods Guide be revised to favor ML-NMR
for anchored comparisons [23]. EUHTA guidelines also recommended ML-NMR [24].
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Figure 1. Hierarchy of methods for addressing covariate imbalance in network meta analysis.
AgD: Aggregate data; IPD: Individual patient data; MAIC: Matching adjusted indirect comparison; ML-NMR:
Multilevel network meta-regression; NMA: Network meta-analysis; NMI: Network meta interpolation; STC: Simulated
treatment comparison.

In this paper, we have applied the novel methods of ML-NMR and NMI to estimate the relative efficacy of
systemic treatments for mCSPC, exploring heterogeneity without requiring full IPD access. This paper addresses
a gap in the literature by being the first NMA in mCSPC to adjust for population imbalance in effect modifiers
using these novel methods.

Materials & methods
Literature reviews
We conducted a targeted overview of reviews on effect modifiers in mCSPC following methodological recommen-
dations, including the Preferred Reporting Items for Overviews of Reviews (PRIOR) statement guidelines [25]. We
searched MEDLINE, EMBASE, the Cochrane Database of Systematic Reviews (CDSR) and the Epistemonikos
database. Details can be found in Supplementary Materials Section 1.2.
We also conducted a systematic literature review of RCTs evaluating available treatments in mCSPC, following
the Preferred Reporting Items for Systematic reviews and Meta-Analyses (PRISMA) statement 2020 (PROSPERO
registration no. CRD42023429478) [26]. We searched in Medline, EMBASE and The Cochrane Library, as well
as conference proceedings and trial registers. Proceedings of the June 2022 ASCO conference were also screened.
Details can be found in the Supplementary Materials Section 1.1.
We assessed the feasibility of ML-NMR and NMI by comparing trials using the PICOS (population, interventions,
comparators, outcomes, study design) framework, reporting of baseline characteristics, reporting of OS and PFS
subgroup results and studying network connectivity.

Multilevel network meta-regression
ML-NMR is an extension of NMA to incorporate both IPD and AgD. It allows population adjusted indirect
comparisons to be estimated in arbitrary populations and for evidence networks comprising any number of
comparators. ML-NMR is often required to make a shared effect modifier assumption in order to estimate treatment-
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covariate interactions from the available data [27]. This analysis used IPD from the ARASENS trial and intention
to treat (ITT) AgD from comparator studies. Treatments except the reference (darolutamide + docetaxel + ADT)
were grouped into a single class and the impact of effect modifiers was shared (identical) among them; treatment
effects were estimated independently. This assumption implies that only treatment effects relative to the reference
are modified by the population characteristics. Missing characteristics were set to the mean across other studies in
the analysis. ML-NMR assumes proportional hazards. This assumption was tested by applying a non-proportional
hazards model that fits a separate baseline hazard in each treatment arm and comparing the fit to models assuming
proportional hazards (details in Supplementary Materials Section 1.3.1).

Network meta-interpolation
NMI adjusts for effect modification in NMA using subgroup analyses [22]. In the first step, available data and
the correlation between effect modifiers, estimated using available IPD, are used to impute missing covariates and
subgroup results. Simultaneous equations for the HR and standard error (SE) in an arbitrary population are then
used to predict the treatment effect for each trial at the desired values of covariates. Finally, the resultant outputs
are modeled using standard NMA, where the distribution of the effect modifiers can now be considered balanced.
NMI does not rely on modelling effect modification across treatment comparisons directly – instead imputing
missing covariate values based on observed data distributions. It therefore does not need to make the shared effect
modifier assumption. As with ML-NMR, proportional hazards are assumed.

This analysis used IPD from the ARASENS trial and reported subgroup data from comparator studies. When
data were missing, and if the head-to-head comparison reported in the study with missing effect modifiers was
not reported in any other study in the network, it was assumed that the effect modifiers under consideration do
not modify the relative treatment effect (otherwise a subgroup analysis would have been reported). In this case the
study-level treatment effect and SEs were used. If the same head-to-head comparison was reported in another study
with subgroup data available, information on effect modification was borrowed from the other study, using the
methods described in Harari et al. [22].

Statistical methods
ML-NMR and NMI can be conducted on any target population of interest. In our base case we used the ARASENS
population and explored a sensitivity analysis using a hypothetical ‘average’ population, which represents the average
characteristics of comparator trials. The methods are illustrated in Figure 2. We conducted the analyses assuming
that darolutamide + docetaxel + ADT (darolutamide triplet) is the reference treatment.

Crossover unadjusted hazard ratios (HRs) from ARCHES [6], TITAN [7] and LATITUDE [4] were used, meaning
that no adjustment was made for the multi-arm multi-stage adaptive trial STAMPEDE. This was in line with
previous NMAs [28,29]. We also defined PFS from ARASENS as castration resistance or death (CROD) to better
align with other included RCTs (Supplementary Materials Section 1.3.4). Results are provided as median HR
compared with darolutamide + docetaxel + ADT with 95% credible intervals (CrI).

For NMI, fixed and random effects models were conducted, with the preferred model selected on the basis of
statistical measures of fit (details in Supplementary Materials Section 1.3.3). Due to differences in PFS definition
across RCTs and the objectivity of OS, we preferred random and fixed effects for these outcomes, respectively.

Software
All analyses were conducted using the Bayesian software OpenBUGS version 3.2.3 with data management in the R
statistical software version 4.2.2 [30,31]. The ML-NMR analyses were implemented in the R package ‘multinma’ [32].
The NMI analyses used code adapted from Harari et al. [22]. The code for all analyses is available on GitHub at
https://github.com/ednakeeney/MLNMR NMI. Data are not provided as this relies on confidential IPD from
the ARASENS study.

Results
Literature reviews
The targeted literature review of effect modifiers found evidence of effect modification on PFS by Gleason >8, age,
metastatic status, and volume of disease (Supplementary Materials Section 2.2). Four biomarkers which are potential
effect modifiers (vascular endothelial growth factor, C-reactive protein, long noncoding RNAs and programmed

10.57264/cer-2025-0100 J. Comp. Eff. Res. (2026) e250100
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Figure 2. Illustration of multilevel network meta-regression and network meta-interpolation methods.
Subset of network used for illustration.
AA: Abiraterone acetate; ADT: Androgen deprivation therapy; AgD: Aggregate data; DAR: Darolutamide; Doc:
Docetaxel; ECOG: Eastern Cooperative Oncology Group; IPD: Individual patient data.

cell death ligand 1) were also identified. All reviews found an association between worse outcomes and higher levels
of these factors. However, none of these biomarkers were measured in the studies included in our analyses. They
therefore could not be modeled in either ML-NMR or NMI.

After removal of duplicates, the systematic literature review yielded 8506 results. We reviewed 1753 full texts
after screening titles and abstracts, of which 27 studies met the inclusion criteria. An updated search conducted in
May 2022 retrieved three new studies. The ASCO 2022 conference in June yielded OS data for the high-volume
subgroup of CHAARTED from the Tripathi 2022 abstract [33]. A PRISMA flowchart detailing the original and
updated searches can be found in the Supplementary Materials Section 2.1.1.

The analyses included twelve studies (ARASENS [9], PEACE-1 [10], Vaishampayan 2021 [34], ARCHES [6], EN-
ZAMET [5], CHAARTED [33], GETUG-AFU 15 [35], LATITUDE [4], STAMPEDE arms C vs A [36], STAMPEDE
arms G vs A [8], STAMPEDE arms G vs C [3], and TITAN [7]) (Figure 3 & Table 1). Full baseline characteristics
of the included RCTs and a risk of bias assessment using the Cochrane RoB 2.0 are summarized in Supplementary
Materials Sections 2.1.2 & 2.1.3.

Multilevel network meta-regression
The ML-NMR was fit to the most commonly reported effect modifiers: age, Eastern Cooperative Oncology Group
(ECOG), Gleason score and disease volume. Metastatic status at initial diagnosis (M0/M1) was also considered but
could not be included due to limited variation within the studies. For example, three of the AgD studies contained
fully M1 populations (LATITUDE [4], STAMPEDE arms C vs A [36], PEACE-1 [10]). One of twelve studies were
missing data for ECOG, Gleason score and disease volume respectively (Table 1).

ML-NMR provided evidence of a significant benefit for the darolutamide triplet with respect to OS compared
with enzalutamide + ADT, apalutamide + ADT, abiraterone + ADT and the abiraterone triplet in the ARASENS-
like population. Similar results were found in the average population, although a significant benefit compared with
apalutamide + ADT was not observed (Figure 4). There was evidence of greater PFS for the darolutamide triplet
over apalutamide + ADT, enzalutamide + ADT, docetaxel + ADT, ADT and SNA + ADT in both populations
(Figure 5).

10.57264/cer-2025-0100
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APA+ADT 

ADT

ARCHES
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Figure 3. Network diagram.
AA: Abiraterone acetate; ADT: Androgen deprivation therapy; AgD: Aggregate; APA: Apalutamide; DAR:
Darolutamide; Doc: Docetaxel; ENZA: Enzalutamide; IPD: Individual patient data; SNA: Standard nonsteroidal
antiandrogen.

Network meta-interpolation
The NMI analyzed the most commonly reported effect modifier subgroups: ECOG 0/1, age <65 years old,
Gleason score <7 and disease volume high/low. Full data for effect modifiers were available in only 8 of 12 studies
for OS and 5 of 12 studies for PFS (Supplementary Materials Section 2.3). Borrowing of information on effect
modification was possible for one study (Vaishampayan [34]) but for the other studies it was assumed that missing
subgroup treatment effects were equal to the ITT treatment effect. See Supplementary Materials Section 2.5 for
assumptions that were required relating to groupings within the subgroup data.

In the NMI analysis assessing OS, the darolutamide triplet was significantly favored over abiraterone + ADT,
docetaxel + ADT, ADT and SNA + ADT in both populations (Figure 4). In the NMI analysis assessing PFS, the
darolutamide triplet was significantly favored over abiraterone + ADT, apalutamide + ADT, docetaxel + ADT,
ADT and SNA + ADT in both populations (Figure 5).

Discussion
Evaluating the efficacy of therapeutic options requires robust methodologies, particularly given the limitations of
existing NMAs published in mCSPC to date. Our analysis employs ML-NMR and NMI to assess the efficacy of
darolutamide triplet therapy compared with other treatment options. The results indicate that, when considering
darolutamide triplet as the reference treatment, both ML-MNR and NMI showed evidence of a difference in OS
and PFS against many of the other treatments. Our primary analysis assumed a target population similar to that
of the ARASENS trial, where all patients were eligible for docetaxel. Notably, these results remained robust when
the target population was adjusted to reflect an average population (with a mix of docetaxel eligible and ineligible
patients) (Figures 4 & 5). We conclude that the darolutamide triplet demonstrates relevance for patients who are
eligible for docetaxel, even as some comparator populations did not include treatment with docetaxel as a criteria
for inclusion.

Despite the volume of prior NMAs, with Shore et al. identifying 15 NMAs of our included treatments in
patients with mCSPC, this prior research has largely overlooked effect modification, limiting findings [11]. While
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Figure 4. Hazard ratios (95% CrI) relative to darolutamide triplet on overall survival estimated by multilevel
network meta-regression and network meta-interpolation.
HR <1.00 favors darolutamide triplet and 95% CrI excluding 1.00 indicates evidence of a difference. Results based on
fixed effects analysis.
**Upper CrI did not cross the line of no effect.
ADT: Androgen deprivation therapy; CrI: Credible interval; SNA: Standard nonsteroidal antiandrogen.
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Figure 5. Hazard ratios (95% CrI) relative to darolutamide triplet on progression-free survival estimated by
multilevel network meta-regression and network meta-interpolation.
HR <1.00 favors darolutamide triplet and 95% CrI excluding 1.00 indicates evidence of a difference. Results based on
random effects analysis.
ADT: Androgen deprivation therapy; CrI: Credible interval; SNA: Standard nonsteroidal antiandrogen.
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several NMAs included subgroup analysis, these were often limited by underreporting and may not be powered
to detect statistically significant results. Our targeted review has found effect modification to be prevalent in the
mCSPC setting. Ignoring the presence of this effect modification may lead to biased results. Various methods are
available to address covariate imbalance [19], and this analysis has utilized two of the best methods available in
the absence of IPD on all trials. Our findings diverge from previous NMAs by identifying differences in effects
between darolutamide triplet and other treatments in terms of OS and PFS [11]. Prior analyses indicated that
triplet combinations were associated with greater survival benefits, but they also presented significant uncertainty,
as evidenced by wide confidence intervals. Consistent with previous NMAs, our analysis has not demonstrated any
significant differences between abiraterone, enzalutamide or apalutamide-based regimens.

The advantage of ML-NMR is its ability to integrate all IPD and aggregate studies in a unified analysis, producing
results for any target population of interest. In contrast, NMI is a two-step process that first imputes subgroups to a
single target population and then conducts standard NMA. ML-NMR also requires only baseline characteristics to
be reported, does not require continuous covariates to be discretized, and makes full use of IPD, while NMI relies on
the reporting of subgroup data. In addition, ML-NMR can be implemented in the R package ‘multinma’ [32], saving
the user from developing custom code, while no package currently exists to implement NMI. The disadvantage
of ML-NMR over NMI is that the shared effect modifier assumption is often needed. This assumption can be
relaxed by making different assumptions regarding the effect modifier interactions for each treatment within a
class. However, this can be difficult in practice, due to the requirement for IPD on multiple studies or larger
numbers of aggregate studies. In this analysis, for example, IPD was only available from ARASENS [19,37]. Another
advantage of ML-NMR it that it allows non-proportional hazards to be modeled, whereas NMI necessitates hazard
ratios.

In this application, the NMI method faced challenges due to incomplete subgroup data, with full data for effect
modifiers available in only 8 of 12 studies for OS and 5 of 12 studies for PFS. Borrowing of information on
effect modification was possible for only one study. In addition to underreporting subgroups, most studies were
underpowered to detect differences in subgroups. The ML-NMR method did not have this disadvantage as it
used baseline characteristics. In addition, the use of subgroup data in NMI limits analyses beyond primary or key
secondary end points such as OS and PFS for which subgroup data are commonly reported. ML-NMR can also
incorporate later datacuts as only studies on the full population are needed. An advantage of the NMI method in
this application was the reduced computational time compared with ML-NMR.

These methodological differences explain the differences in results between the ML-NMR and NMI. ML-
NMR provided evidence of a significant benefit for darolutamide triplet with respect to OS compared with
enzalutamide + ADT, apalutamide + ADT, and the abiraterone triplet, whereas NMI did not. For PFS, NMI
provided evidence of a significant benefit for the darolutamide triplet compared with abiraterone + ADT and no
evidence of an effect compared with enzalutamide + ADT, where ML-NMR showed the opposite. These differences
are also due to incomplete subgroup data for the NMI, and its reliance on earlier datacuts as publications with
later datacuts did not report subgroup results [6,8,33,35]. While ML-NMR utilised later datacuts and digitized KM
data rather than reported hazard ratios, the NMI was not limited by the shared effect modifier assumption of the
ML-NMR. However, as IPD was only available from ARASENS it was necessary to make a shared effect modifier
assumption that all treatments other than darolutamide + docetaxel + ADT varied to the same extent with effect
modifiers. This assumption strengthens the need to consider both NMI and ML-NMR when drawing conclusions
in this case.

An overall limitation of our analysis is the exclusion of the ARANOTE [38] trial, which was omitted due to
having a significantly shorter median follow-up compared with other studies. A further limitation of both analyses
is that we could only adjust for variables that were most commonly reported and not all potential effect modifiers.
In addition, the analyses were limited by reliance on a single IPD anchor.

Another limitation associated with the NMA is differences in PFS definitions across trials. Adjustments were
made for this as discussed in Supplementary Materials Section 1.3.4. Additionally, crossover unadjusted HRs from
ARCHES [6], TITAN [7] and LATITUDE [4] were used. The NMI could not adjust for crossover due to insufficient
reporting within subgroups. Although crossover-adjusted KM curves were reported, these cannot currently be
robustly included in ML-NMR as it is unclear what the impact would be on baseline characteristics and whether
the distribution of effect modifiers is changed by crossover adjustment. The unadjusted and adjusted HRs in the
overall patient populations are shown in Supplementary Material Section 1.3.5. As the adjusted HRs are only
marginally different it is unlikely that results would be impacted. Furthermore, the Shore et al. review of NMAs in
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mCRPC found that all NMAs used unadjusted HRs, and this has been the approach in recent NICE appraisals in
mCRPC, including that based on TITAN for apalutamide [11,39,40]. For a complete list of assumptions/limitations
and justifications see Supplementary Materials Section 2.4.

Published evidence suggests that NMAs in mCSPC have often been unjustifiably duplicate and methodologically
inadequate [41]. Previous analysis has assessed subgroups separately without leveraging the advantages of NMI. To
address these issues, our analysis has been conducted using rigorous methodological approaches that have been
recently developed and endorsed by organisations such as NICE and EUHTA. This approach provides valuable
insights into available treatments and effect modification, while adjusting for population imbalances. This allows
for a more accurate comparison of treatments for mCSPC.

In conclusion, our updated NMA employs rigorous methodologies to provide a comprehensive evaluation of
treatment options for mCSPC. By incorporating effect modifiers and addressing population imbalances, we offer
valuable insights into the efficacy of treatments within mCSPC. This analysis not only enhances the understanding
of oncological treatment outcomes for mCSPC but also serves as a crucial resource for clinicians in making informed
decisions that can positively impact patient care in this disease state.

Summary points

• Recent network meta-analyses (NMAs) in metastatic castration-sensitive prostate cancer (mCSPC) have not
adequately addressed potential treatment effect modifiers and population imbalances, which introduces bias.

• Although Individual patient data are seldom available across all trials, recent methodological advances allow
adjustments using a combination of Individual patient data and aggregate data.

• This study addresses the limitations of previous NMAs in mCSPC by incorporating effect modifiers and population
imbalances to provide a more accurate understanding of treatment efficacy for better-informed decision-making.

• Twelve studies, including ARASENS, were included in the systematic review. All studies reported baseline
characteristics for multilevel network meta-regression.

• Sufficient subgroup data for network meta-interpolation were available in 8/12 studies for OS and 5/12 studies
for progression-free survival (PFS).

• Multilevel network meta-regression provided evidence of improved OS for darolutamide + docetaxel + ADT
compared with abiraterone + docetaxel + ADT, apalutamide + ADT, enzalutamide + ADT and abiraterone + ADT
and improved PFS compared with apalutamide + ADT and enzalutamide + ADT.

• Using network meta-interpolation, darolutamide + docetaxel + ADT provided evidence of OS benefit over
abiraterone + ADT and PFS benefit relative to abiraterone + ADT and apalutamide + ADT.

• The findings provide evidence that darolutamide triplet therapy improves overall survival and progression-free
survival outcomes compared with other therapies, offering valuable insights for treatment selection in clinical
practice.

• By discussing the strengths and limitations of NMA methodologies, this study equips clinicians with the
knowledge to critically evaluate evidence from NMAs and to more accurately assess the relative benefits of
therapies available for mCSPC.

Supplementary data

To view the supplementary data that accompany this paper please visit the journal website at: https://becarispublishing.com/doi/
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