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Abstract

Context: There have been substantial changes in the management of men with metastatic
hormone-sensitive prostate cancer (mHSPC) over the past 5yr, with upfront combination
therapies replacing androgen-deprivation therapy (ADT) alone. A range of therapies have
entered the space with no clear answer regarding their comparative efficacy.
Objective: To perform a systematic review and network meta-analysis to characterise the
comparative efficacy of combination approaches in men with mHSPC.
Evidence acquisition: We searched multiple databases and abstracts of major meetings up to
June 2019 for randomised trials of patients receiving first-line therapy for metastatic disease, a
combination of ADT and one (or more) of taxane-based chemotherapy, and androgen receptor-
targeted therapies. The primary endpoint was overall survival (OS) and we evaluated pro-
gression-free survival as a secondary outcome. We performed subgroup analysis based on the
volume of disease.
Evidence synthesis: We found seven trials that met our eligibility criteria using either
docetaxel, abiraterone acetate, enzalutamide, or apalutamide in combination with ADT. All
agents in combination with ADT were shown to be superior to ADT alone; enzalutamide + ADT
had the lowest absolute hazard ratio compared with ADT only (hazards ratio 0.53, 95%
confidence interval 0.37-0.75), and an estimated 76.9% probability that it is the preferred
treatment to prolong OS compared with other combination treatments, or with ADT alone.
Enzalutamide appeared to have better OS compared with docetaxel in men with low-volume
disease, but there was no difference in other comparisons.
Conclusions: Combination therapy with any of docetaxel, abiraterone acetate, enzalutamide,
or apalutamide provides a significant OS benefit when compared with ADT alone. We did not
identify significant differences in OS between different combination therapies. Subtle differ-
ences between these options provide clinicians considerable flexibility when selecting options
for individual patients.
Patient summary: Many men with metastatic, hormone-sensitive prostate cancer should be
managed with upfront combination therapy instead of androgen-deprivation therapy alone.
Clinicians may consider many factors during the decision-making process, and thus manage-
ment should be tailored for patients individually.
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1. Introduction

Following the recent publications of the Targeted Investi-
gational Treatment Analysis of Novel Anti-androgen
(TITAN) and Enzalutamide in First Line Androgen Depriva-
tion Therapy (ADT) for Metastatic Prostate ancer (CENZA-
MET) trials, the therapeutic landscape for metastatic,
hormone-sensitive prostate cancer (mHSPC) has become
more crowded [1,2]. Compared with just 5 yr ago when ADT
was the single systemic option available for mHSPC,
clinicians now have an array of life-prolonging therapies
which have been combined with ADT upfront—docetaxel,
abiraterone acetate, enzalutamide, and apalutamide—all of
which have been shown to have a significant survival
benefit when compared with ADT alone. Although only the
former two agents are recommended in current guidelines,
the newer androgen receptor antagonists are also expected
to soon feature [3]. The majority of the currently available
evidence comes from studies in which only one of the
aforementioned agents were studied, therefore limiting
comparisons between therapies to determine the best
choice. While we acknowledge that several factors such as
toxicity profile, administration, and cost are all important in
the decision-making process, we have performed a network
meta-analysis (NMA) to determine the comparative efficacy
of these agents in mHSPC based on currently available data.

2. Methods

The protocol for this systematic review and NMA was
registered a priori in PROSPERO. We performed an extensive
search of multiple databases (MEDLINE, Embase, Science-
Direct, Cochrane Libraries, HTA database, and Web of
Science) using a range of keywords related to randomised
controlled trials and mHSPC (Supplementary Table 1),
focusing on papers published from January 2014 up to June
2019. We also searched the grey literature and the abstracts
of the leading oncology and urology meetings published in
the past 5yr. We only included randomised and quasi-
randomised controlled trials. Interventions of interest
included taxane-based chemotherapy (eg, docetaxel), and
androgen-axis-targeted therapies such as abiraterone ace-
tate, apalutamide, and enzalutamide.

We included randomised trials of patients with mHSPC
who were receiving first-line therapy for metastatic disease,
combining ADT with one (or more) of the additional agents
aforementioned listed earlier. Both patients who had
previously undergone local treatment of their prostate
cancer and those who have been diagnosed with de novo
metastatic disease were eligible. The diagnosis of metastatic
prostate cancer was based on conventional imaging.

The results of the search were screened initially by title
and abstract for relevance by two independent authors with
a third author consulted to resolve any disagreements.
Articles that were determined to be of interest then
proceeded to full-text review to determine whether they
satisfied the inclusion/exclusion criteria outlined previous-
ly. If more than one report of the same trial was found, only
the most up-to-date publication was included in the

analysis. Data extraction was performed by two indepen-
dent authors using a form developed a priori.

Our primary outcome was overall survival (OS) mea-
sured as time from randomisation to death from any cause.
We also evaluated progression-free survival defined as the
time from randomisation to prostate-specific antigen (PSA)
progression, and radiographic and/or clinical progression as
a secondary endpoint. We performed subgroup analysis
based on the volume of disease (high vs low, according to
the Chemo-Hormonal Therapy versus Androgen Ablation
Randomised Trial for Extensive Disease in Prostate Cancer
(CHAARTED) criteria [4]) as we hypothesised that there may
be differences in treatment effect based on this character-
istic. Subgroup analysis was only performed for the primary
outcome.

2.1. Statistical analysis

We initially performed traditional pairwise meta-analysis
of the included studies (data not shown). We applied the
model proposed by Woods et al [5] to conduct these
analyses by extracting available hazard rates and/or events
of interest from each of the included studies. Unlike
traditional meta-analyses, an NMA permits indirect com-
parisons of treatments based on common comparison arms,
for example, ADT.

For this we adopted a Bayesian approach [6], according
to the National Institute for Health and Care Excellence
(NICE) framework [7,8], using Markov chain Monte Carlo
methods with a 50 000 run-in iteration phase and a 50
000 iteration phase for parameter estimation. Conver-
gence of iterations was assessed with trace plots and the
Gelman-Rubin-Brooks statistic [9]. We used non-
informative prior distributions to prevent previous
assumptions from impacting the results [10]. We fitted
a consistency model and assessed heterogeneity using a
common variance [8]. Treatment effects were estimated
using posterior means with corresponding 95% credible
intervals which can be interpreted in the same manner as
95% confidence intervals (95% CI). The estimated treat-
ment effects incorporate both available direct and
indirect evidence. Heterogeneity was assessed visually
using forest plots and the I? statistic. An I> > 50% was
considered to present statistically significant heteroge-
neity. We calculated a surface under the cumulative
ranking (SUCRA) to rank the preference of each treat-
ment. This probability is determined by calculating the
proportion of iterations in the Markov chain for the
ranking of each treatment’s hazard ratio (HR). Sensitivity
analysis was performed using a random-effects model.
The Bayesian deviance information criterion (DIC) was
used to assess model fit. This statistic penalises complex
models and a difference of two to five between models is
considered significant [11]. These methods have been
utilised in similar NMAs on this subject [12].

All analyses were performed using RJAGS and R (R
Foundation for Statistical Computing, Vienna, Austria)
version 3.4. Risk of bias was performed according to the
Cochrane framework [13].



Table 1 - Details and baseline of included studies.

lesions with >1
beyond spine/pelvis

randomisation; or
ADT only if
duration <6 mo
for mHSPC; or ADT
only

if duration <36
mo for localised
prostate cancer; or
one course
palliative
radiation/surgery
for metastatic
symptoms;

or local surgery/
radiation at least
12 mo prior

experimental
arm

Combination Trial name Performance Disease stage Definition of high Previous Pre- Control arm Patients in Age (yr) PSA (ng/mL) Gleason Experimental Patients Age (yr) PSA (ng/mL) Gleason grade Primary  Secondary Median
volume disease treatment treatment treatment grade arm treatment  in the groups 4 and 5 endpoint endpoint follow-up
with group 4 (added to the  experimental
docetaxel and 5, control arm  arm (n)
n (%) treatment)
Metastatic NR Chemotherapy or  Nil Medical or Median 64 Median 25.8 113 (59) Docetaxel up to 192 Median 63 (IQR Median 26.7 103 (55) os rPFS and bPFS ~ 82.9 mo
CHAARTED definition ADT only if surgical (IQR 58-70) (IQR 5.0-126.9) nine cycles 57-68) (IQR 5.0-106.2)
used retrospectively  discontinued castration = without
=12 mo prior nonsteroidal prednisone
antiandrogen
Metastatic Visceral metastases ADT only if Nil Medical or Median 63 Median 50.9 243 (62) Docetaxel up to 397 Median 64 Median 52.1 241 (61) os PSA <0.2ng/ml 28.9 mo
or >4 bone lesions  duration surgical (range (range six cycles (range 36-88)  (range 0.1 at 6 mo;
with >1 beyond <24 mo and castration 39-91) 0.2-8450.1) without 8056.0) PSA < 0.2 ng/ml
spine/pelvis discontinued >12 nonsteroidal prednisone at 12 mo;
mo prior antiandrogen time to CRPC;
time to clinical
progression
Metastatic or ~ NR ADT only if Nil Medical or NR NR NR Docetaxel up to 1185 NR separately ~ NR separately ~ NR for 0S i ¢ 43 mo
node-positive  Multiple definitions  duration <12 mo surgical for the for the for the 6 cycles with for the for the the metastatic survival; time
or >2 of T3/4, used retrospectively  and discontinued castration metastatic metastatic metastatic daily metastatic metastatic subgroup to any
Gleason 8-10, =12 mo prior subgroup subgroup subgroup prednisone subgroup subgroup treatment after
40 ng/ml 10mg + progression
zoledronic including
acid docetaxel or
abiraterone
Metastatic with  NR ADT only if Nil Medical or Median 67 NR 586 (97) Abiraterone 597 Median 68 NR 584 (98) OSand  Time to PSA 30.4 mo
>2 of Gleason  (see inclusion duration surgical (range acetate plus (range 38-89) rPFS progression;
>8, >3 bone criteria) <3 mo; or castration 33-92) prednisone time to
lesions, visceral orchidectomy + 5mg daily symptomatic
metastasis first-generation SRE; time to
AR antagonist; any new
or one treatment
course palliative including
radiation/surgery chemotherapy
for metastatic
symptoms
Metastatic or ~ NR ADT only if short  Nil Medical or Median 67 Median 56 721 (75) Abiraterone 960 Median 67 Median 51 (19- 715 (74) 0s PES; DSS; 40 mo
node positive term surgical (62-72) (19-165) acetate plus (63-72) 158) symptomatic
or >2 of T3/4, castration prednisone SRE; adverse
Gleason 8-10, 5mg daily events; QOL
PSA > 40 ng/ml
or previous
surgery/
radiotherapy
now relapsing
with of
PSA >4 ng/ml,
doubling time
<6 mo,
PSA > 20 ng/ml,
nodal or
metastatic
recurrence
Enzalutamide ENZAMET Metastatic Visceral metastases  ADT only if 15% in the ADT + Median 69.0 NR 321 (57) Enzalutamide 563 Median 69.2 NR 335 (60) 0s PFS; adverse 34 mo
or >4 bone lesions  duration control arm nonsteroidal (range daily +early (range events
with >1 beyond <24 mo and 17% in the antiandrogen + 63.2-74.5) docetaxel up to 63.2-74.5)
spine/pelvis discontinued experimental early docetaxel six cycles +
>12 mo prior arm (within up to six prednisone
3 mo prior to cycles + in 65%
randomisation)  prednisone
in 76%
Metastatic Visceral metastases  Docetaxel up to 10% in the ADT +placebo Median NR 358 (68) Apalutamide 525 Median 68 NR 351 (67) OSand  Time to 22.7 mo
with at least one bone six control arm 68 (range daily (range 43-90) PFS chemotherapy;
lesion or >4 bone  cycles prior to 11% in the 43-90) time to pain

progression;
time to chronic
opioid use;
time to SRE

ADT = androgen-deprivation therapy; AR =androgen receptor; bPFS = biochemical progression-free survival; CRPC = castration-resistant prostate cancer; DSS = disease-specific survival; ECOG = Eastern Cooperative Oncology
Group; IQR=interquartile range; mHSPC=metastatic hormone-sensitive prostate cancer; NR=not reported; OS=overall survival; PFS=progression-free survival;
rPFS =radiographic progression-free survival; SRE = skeletal related event; WHO =World Health Organisation.

PSA = prostate-specific antigen; QOL = quality of life;
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3. Results

Following abstract screening and full-text review, seven
trials met our inclusion criteria (Supplementary Fig.). Three
trials used docetaxel+ADT [4,14-16] as the intervention,
two each used abiraterone + prednisone + ADT [17-19] and
enzalutamide + ADT [2,20], and one used apalutamide + ADT
[1] (Table 1). The risk of bias for each of the trials is reported
in Supplementary Table 2. The network was created using
the ADT arm of each trial as the comparator (Supplementary
Fig. 2).

3.1. Overall survival

The survival data from the randomised phase 3 study of
enzalutamide plus androgen deprivation therapy versus
placebo plus ADT in men with mHSPC (ARCHES trial), are
currently immature and have not been reported, and
therefore these were excluded. The remaining studies
reported on OS and were included in the primary analysis.
It should be noted that the TITAN study also included
patients that were planned to receive early docetaxel, and
although the data on this subgroup were not reported
separately, we still included this study in the analysis
because only approximately 10% of participants were
planned to receive early docetaxel, and we did not believe
that this would influence the results significantly. The
ENZAMET study also included both patients who had
received upfront docetaxel treatment and those who did not
and because these groups were reported separately, we only
included the latter subpopulation.

The results of the NMA with ADT alone and enzaluta-
mide + ADT are depicted in Fig. 1A and 1B, respectively. All
four interventions demonstrated significantly improved OS
compared with ADT alone. These four interventions were
statistically comparable to each other with none being
clearly superior. However, enzalutamide+ADT had the

(A)

absolute lowest HR compared with ADT alone (HR 0.53,
95% CI 0.37-0.75). Estimated HRs for all comparisons of
treatments are reported in Supplementary Table 3 (see data
for “Overall survival”). There was no significant heteroge-
neity (2 = 0%). There was no difference between the fixed
and random effects models with the former demonstrating
a better fit (DIC 23.7 vs 25.3). The result of the random
effects model is reported in Supplementary Table 4 (see
data for “Overall survival”). The SUCRA estimated that there
is a 76.9% probability that enzalutamide is the preferred
treatment to prolong OS (Fig. 2). Apalutamide had a 19.8%
probability of being the best treatment from an OS
perspective. Each of the treatments was relatively well
tolerated.

3.2. Subgroup analysis: volume of disease

The GETUG-AFU15, CHAARTED, LATITUDE, ENZAMET, and
TITAN trials reported data based on volume of disease which
was included in the subgroup analysis.

For low-volume disease, only enzalutamide demonstrat-
ed improved survival compared with ADT (Fig. 3A).
Enzalutamide had the lowest absolute HR compared with
ADT (HR 0.38, 95% C1 0.20-0.68). The other treatments were
all statistically similar to each other except that enzaluta-
mide appeared to be superior to docetaxel in men with low-
volume disease (HR 0.38, 95% CI 0.19-0.72; Fig. 3B). All
treatment comparisons are reported in Supplementary
Table 3 (see data for “Low-volume disease”). There was no
significant heterogeneity (I = 8%). There was no difference
between the fixed and random effects models with the
former demonstrating a better fit (DIC 18.7 vs 19.0). The
result of the random effects model is reported in
Supplementary Table 4 (see data for “Low-volume disease”).
The calculated SUCRA suggests that there is an 84.2%
probability that enzalutamide in addition to ADT is the
preferred treatment option in this subgroup (Fig. 3C).

Hazard ratio (95% Crl)

ABIRATERONE —O0— 0.69 (0.61, 0.79)
APALUTAMIDE —O0— 0.64 (0.47,0.86)
DOCETAXEL —O0— | 0.81(0.72,0.92)
ENZALUTAMIDE —O— 0.53 (0.37,0.75)
[ |
0.3 1
Compared with ADT
(B)
Hazard ratio (95% Crl)
ABIRATERONE 00— 1.3(0.91, 1.9)
ADT —Oo—— 1.9(13,27)
APALUTAMIDE O 1.2 (0.77, 1.9)
DOCETAXEL —O—— 1.5(1.1,22)
[ |
0.7 1 3

Compared with ENZALUTAMIDE

Fig. 1 — Overall survival for each intervention compared with (A) ADT and (B) enzalutamide.

ADT = androgen-deprivation therapy; Crl=credible interval.
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Fig. 2 - Rank probabilities graph for overall survival: primary analysis.
ADT =androgen-deprivation therapy.
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0.6 6

Compared with ENZALUTAMIDE

100%
90%
80%
70%
60%
50%

40%

30%

20%

10%

0%
Rank 1 Rank 2 Rank 3 Rank 4 Rank 5

ABIRATERONE ~ ADT MAPALUTAMIDE MDOCETAXEL MENZALUTAMIDE

B
80%
70%
60%
50%

Rank 3 Rank 4 Rank 5

DOCETAXEL mENZALUTAMIDE
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Hazard ratio (95% Crl)
—— 0.71 (0.60, 0.85)
APALUTAMIDE ———oO0—— | 0.69(0.51,0.94)
DOCETAXEL —_—O 0.72(0.59, 0.88)
ENZALUTAMIDE I—O— { 0.62 (0.40, 0.95)

0.4 1
Compared with ADT

ABIRATERONE

Hazard ratio (95% Crl)

ABIRATERONE —_— 1.1(0.72,1.8)

ADT —O0— 16(1.1,25

APALUTAMIDE FO——— 1.1 (0.66, 1.9)

DOCETAXEL | —t— | 1.2(0.73,1.9
0.6 3

Compared with ENZALUTAMIDE

100% ——
90%
80%
70%
60%
50%
40%
30%

20%
10%
0%

Rank 1 Rank 2 Rank 3 Rank 4 Rank 5

ABIRATERONE ~ ADT MAPALUTAMIDE M DOCETAXEL M ENZALUTAMIDE

Fig. 3 - Subgroup analysis for volume of disease: low-volume disease forest plot with (A) ADT as reference, (B) enzalutamide as reference, and (C)
SUCRA; high-volume disease forest plot with (D) ADT as reference, (E) enzalutamide as reference, and (F) SUCRA.
ADT =androgen-deprivation therapy; Crl = credible interval; SUCRA = surface under the cumulative ranking.

For high-volume disease, all four interventions had
superior OS compared with ADT (Fig. 3D). Similar to the
primary OS analysis, none of abiraterone, apalutamide,
enzalutamide, or docetaxel was better than another
(Fig. 3E). Estimated HRs for all comparisons of treatments
are reported in Supplementary Table 3 (see data for
“High-volume disease”). There was no significant hetero-
geneity (I = 1%). There was no difference between the

fixed and random effects models with the former
demonstrating a better fit (DIC 18.1 vs 19.4). The result
of the random effects model is reported in Supplementary
Table 4 (see data for “High-volume disease”). The SUCRA
estimated that there is a 54.4%, 2413%, and 11.5%
probability that enzalutamide, apalutamide, and abira-
terone are the preferred agents in men with high-volume
disease (Fig. 3F).
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3.3. Progression-free survival

The GETUG-AFU15, CHAARTED, STAMPEDE, ENZAMET, and
TITAN trials were included in this secondary endpoint. All
four interventions delayed progression compared with
ADT only (Supplementary Fig. 3). Abiraterone and enza-
lutamide were comparable to each other and preferred
over both docetaxel and apalutamide. All treatment
comparisons are outlined in Supplementary Table 3 (see
data for “Progression-free survival”). There was no
significant heterogeneity (I? = 4%). There was no difference
between the fixed and random effects models with the
former demonstrating a better fit (DIC 21.4 vs 22.8). The
result of the random effects model is reported in
Supplementary Table 4 (see data for “Progression-free
survival”). The former two had a 42.7% and 57.3%
probability of being the preferred agent, respectively.

34. Risk of bias

The risk of bias for the included trials are outlined in
Supplementary Table 2. Overall, the trials were of moderate
quality with downgrading primarily occurring for a lack of
blinding.

4. Discussion

The primary endpoint of each of these randomized
controlled trials was reached, thereby demonstrating that
each of abiraterone acetate, apalutamide, enzalutamide,
and docetaxel, when combined with ADT, prolongs OS
compared with ADT alone in men with mHSPC. The current
available evidence does not provide a clear answer
regarding which agent might be preferred, although our
findings suggest that enzalutamide in combination with
ADT may be the most effective in terms of delaying death
from any cause. This is an important development from
previous NMAs that did not include studies on apalutamide
and enzalutamide, and concluded that abiraterone acetate
was likely the preferred treatment option [21,22]. Moreover,
enzalutamide appears to be more effective than docetaxel
which was the first agent to be used as a combination
therapy in mHSPC, although in the subgroup analyses
within ENZAMET, there was no significant survival advan-
tage when adding enzalutamide to ADT + docetaxel, versus
ADT +docetaxel alone.

As mentioned previously, there are several factors that
influence the choice of agent in mHSPC and therefore the
decision should still be individually tailored to the patient.
First, this analysis does not include any information on
quality of life and this should be an important consideration
from a patient viewpoint. The literature reports that
patients on ADT +docetaxel initially have inferior quality
of life while on treatment compared with ADT alone, but
this improves over time and surpasses treatment with ADT
only [23]. By contrast, the LATITUDE trial reported that
patients on abiraterone acetate had a consistently better
quality of life compared with those receiving ADT only at
most time points measured [24]. Meanwhile, apalutamide

was shown to be comparable to ADT only from a quality of
life perspective [1]. Second, there are also substantial
differences in the toxicity profile of each medication and
nuances regarding monitoring. Although the adverse effects
of docetaxel are well understood, it is interesting to note
that 25% of patients receiving enzalutamide in ENZAMET
reported grade 2 fatigue, compared with 14% in the standard
of care arm. Furthermore, in those patients who received
both docetaxel and enzalutamide in addition to ADT, grade
2 peripheral neuropathy was reported in 9% of patients,
compared with 3% in those who received enzalutamide +
ADT. Seizures were also reported in 1% of patients receiving
enzalutamide. Regarding abiraterone acetate, prednisolone
must be prescribed concomitantly which is an additional
consideration. There are further distinctions regarding the
mode of administration (intravenous or oral) and the
duration of treatment. The cost of each agent is variable and
therefore needs to be a factor in the decision-making
process. A recent comparative analysis of ADT alone,
ADT +docetaxel, and ADT + abiraterone acetate demonstrat-
ed that although the latter may provide the best quality-
adjusted survival, it was not a cost-effective option in the US
health setting [25]. It is evident from these array of factors,
which need to be considered, that this is a complex decision
and that each agent is optimal for certain clinical scenarios
or characteristics. Further research is required to define
these and guide clinicians to make the best choice of agent.
Androgen-axis-targeted therapies are likely to be attractive
to clinicians (urologists) and patients who may wish to
avoid chemotherapy, and enzalutamide and apalutamide
have the additional attraction of avoiding steroids.

The findings of this review should be interpreted within
the context of its limitations. First and foremost, many
conclusions are reliant on indirect comparisons which is not
an adequate replacement for direct comparisons from
randomised data and thus the results need to be interpreted
with caution. Although these head-to-head trials are
ongoing (PEACE-1, NCT01957436), they are not expected
to complete and report for many years and therefore we
need to rely on the best available data from indirect
comparisons in the interim. Furthermore, the results of the
ARASENS (NCT02799602: darolutamide + ADT vs ADT only)
and ARCHES (NCT02677896) trials may also impact these
findings. Moreover, there are differences in each of the
populations of the included trials that may contribute to
the differences in treatment effect rather than being due to
the treatment alone. Along these lines, the ENZAMET trial
administered nonsteroidal anti-androgen therapy with ADT
in the control arm, and this was allowed at investigator
discretion in CHAARTED. Complete androgen blockade may
have a small survival benefit and would therefore bias the
results against enzalutamide [26]. Furthermore, this
review also only considered systemic treatment for mHSPC
and therefore did not include radiotherapy which may be
beneficial, especially in low-volume disease [27]. There are
also differences in definitions of volume of disease that
limit our confidence in the findings of the subgroup
analysis. These concerns are also amplified by the
emergence of newer imaging modalities into the prostate
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cancer landscape which are superior to conventional
computed tomography and bone scintigraphy and likely
shift the classification of disease burden [28].

5. Conclusion

Our findings demonstrate that combination therapy with
any of docetaxel, abiraterone acetate, enzalutamide, or
apalutamide provides a significant OS benefit when
compared with ADT alone. Subtle differences between
these options allow clinicians considerable flexibility when
selecting options for individual patients. We await the
results of ongoing randomised studies directly comparing
upfront combination interventions to provide further
guidance for clinicians. In the meantime, it is reasonable
to conclude that upfront combination approaches are the
new standard of care for men with mHSPC, and ADT alone
will likely only be used in limited circumstances or when
economic factors constrain options.
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Supplementary Figure 3. Progression-free survival: forest plot compared to (A) ADT only, (B)
enzalutamide, (C) abiraterone and (D) SUCRA rank probabilities graph
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