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Background: Glutathione S-transferase 1 (GSTP1) expression is inactivated in >90% of all prostate
cancers in association with aberrant DNA methylation. Detection of serum free methylated GSTP1
(mGSTP1) DNA is associated with overall survival (OS) and response to docetaxel in metastatic
castration-resistant prostate cancer (mCRPC) in test and internal validation cohorts.
Objective: To assess the relationship between serum free mGSTP1 and treatment outcomes in
SYNERGY, a phase 3 multicentre randomised trial testing the addition of custirsen to ﬁrst-line
chemotherapy with docetaxel in mCRPC.
Design, setting, and participants: Serum free mGSTP1 DNA was measured by a sensitive methylation-speciﬁc polymerase chain reaction assay in paired samples (baseline and after two cycles
of docetaxel) from 600 patients.
Outcome measurements and statistical analysis: Associations between serum free mGSTP1 at
baseline, change in mGSTP1 after docetaxel, OS, and time to prostate-speciﬁc antigen (PSA)
progression were examined using Cox proportional hazards models and Kaplan-Meier methods.
Results and limitations: Serum free mGSTP1 was detectable at baseline in 458 (81%) patients. Of
those with detectable mGSTP1 at baseline, mGSTP1 became undetectable after two cycles in 243 (53%).
Undetectable mGSTP1 at baseline was associated with longer OS (hazard ratio [HR] 0.4, 95% conﬁdence
interval [CI] 0.29–0.55; p < 0.00001). The event of mGSTP1 becoming undetectable after two cycles of
chemotherapy was associated with longer OS (HR 0.36, 95% CI 0.29–0.46; p < 0.00001) and longer
time to PSA progression (HR 0.44, 95% CI 0.35–0.56; p < 0.00001). Associations between mGSTP1 and
clinical outcomes were independent of other established prognostic variables. Analysis was limited by
the lack of radiographic progression-free survival data.
Conclusions: This is the ﬁrst study to externally validate the prognostic role of a circulating
epigenetic biomarker in mCRPC. Further studies are needed to validate serum free mGSTP1 as a
surrogate endpoint for clinical trials and as a potential clinical decision tool.
Patient summary: In this study, we conﬁrmed that a blood marker predicted outcomes after
chemotherapy for metastatic prostate cancer. This marker may accelerate future clinical trials of
new therapies and be useful in the clinic to guide treatment decisions.
© 2018 European Association of Urology. Published by Elsevier B.V. All rights reserved.
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1.

Introduction

Prostate cancer (PC) is the third leading cause of male
cancer death in the developed world [1]. While androgen
deprivation therapy is initially effective for metastatic
disease, ultimately the disease progresses to the castrationresistant state. Over a decade ago, docetaxel was the first
agent to provide a survival benefit in metastatic castrationresistant prostate cancer (mCRPC). While therapeutic
options in this setting have improved significantly in recent
years, docetaxel chemotherapy remains central to the
treatment paradigm by providing symptomatic and survival
benefits [2]. Despite the increasing use of docetaxel in
metastatic castration-sensitive PC [3,4], around half of men
with ultimately lethal PC present with localised disease,
progress on androgen deprivation therapy, and require
docetaxel in the castration-resistant setting [5].
However, not all patients benefit from docetaxel, and
reliable predictive markers to guide systemic therapies are
not yet available. The decision to cease ineffective
chemotherapy is often based on prostate-specific antigen
(PSA) levels; however, early levels can be unreliable, so at
least three cycles of treatment are required before
treatment decisions can be made accurately [2]. As a
consequence, many patients suffer toxicities such as fatigue
(43–53%), grade 3/4 neutropaenia (21–32%), and peripheral
neuropathy (30%) [2,6], without gaining benefit. Early
chemotherapy response markers are urgently needed to
minimise unwarranted toxicity, expedite patient access to
other life-prolonging therapies, and ultimately guide
sequencing of systemic treatments.
Glutathione S-transferases (GSTs) are a family of
enzymes that catalyse intracellular detoxification of a
variety of electrophiles, including a number of xenobiotics
and carcinogens [7]. Among five isozymes, the pi class
enzyme (methylated glutathione S-transferase 1 [GSTP1]) is
most widely distributed [8]. Many groups including our own
have shown that GSTP1 expression is inactivated in >90% of
PCs [9,10] in association with aberrant DNA methylation of
the CpG island region spanning the promoter and exons 1–3
[10]. Compared with PSA, serum free mGSTP1 is more
specific for PC [11], as it has not been observed in normal
prostate tissue [12] and it is rarely seen elsewhere in the
body [13]. In localised disease, preoperative serum mGSTP1
predicts PSA recurrence, with higher levels seen in patients
with metastatic disease [14]. While some evidence suggests
that the presence of mGSTP1 in the circulation is associated
with tumour aggressiveness [15,16], levels may also reflect
disease burden [17].
In test and internal validation cohorts, undetectable
circulating mGSTP1 DNA after one cycle of chemotherapy is
correlated with PSA response following docetaxel treatment and improved overall survival (OS), while the baseline
mGSTP1 level also has prognostic value, even in the absence
of treatment [17]. This study aimed to validate these
prognostic findings through a post hoc analysis of a large
prospective phase 3 cohort.

2.

Patients and methods

2.1.

Study population
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The parent trial for this study was SYNERGY—a randomised, open-label,
multinational, phase 3 trial across 134 study centres in 12 countries
[6]. Detailed eligibility criteria, randomisation, and study procedures have
previously been reported [6]. Patients with mCRPC who had not previously
received systemic chemotherapy were randomly assigned (1:1) centrally
to receive docetaxel alone (n = 512) or with custirsen (n = 510), an
antisense oligonucleotide inhibitor of clusterin production [18]. Final
results of the SYNERGY study revealed no OS beneﬁt for the addition of
custirsen to docetaxel [6]. Subsequent analyses were performed on the
entire patient cohort with combined results across both arms.
All patients gave written informed consent before study enrolment.

2.2.

Sample collection

A subset of patients (600/1022) enrolled in the SYNERGY study were
randomly selected from the whole SYNERGY study population, blinded
to outcome and stratiﬁed according to whether they were in the control
or the treatment arm of the study (all treated with docetaxel), opiate use
for PC-related pain, and evidence of radiographic progression (as per
SYNERGY protocol [6]). Paired serum samples (baseline and cycle 3 day 1)
were stored at 80  C and thawed for the mGTSP1 assay.

2.3.

Methylation-specific head-loop polymerase chain reaction

GSTP1 assay
Specimens received at the Garvan Institute of Medical Research were
assigned an identiﬁcation number. Paired samples were analysed in the same
batch in a blinded fashion, and each batch was balanced for the treatment
arm. There was limited batch-to-batch variability (Supplementary Table 1).
Assay details have previously been reported [17] and are included in
Supplementary material.

2.4.

Statistical analysis

Time to PSA progression and OS were calculated from the date of
commencement of docetaxel. PSA progression was deﬁned as a PSA rise
of 25% or more above the nadir or baseline value (if no fall from baseline was
observed) with an absolute increase of at least 2 ng/ml, conﬁrmed by a
second value 3+ wk later. If no fall in PSA was recorded or there was a 25% PSA
rise from nadir prior to 12 wk, PSA progression was determined to occur at
least 12 wk after commencing treatment, as per the Prostate Cancer Working
Group 2 criteria [19]. Accordingly, a modiﬁed landmark analysis was
performed for PSA progression-free survival. PSA response was deﬁned as a
fall in PSA of at least 50% at 12 wk from commencing docetaxel [20].
All analyses of serum free mGSTP1 levels were dichotomised as detectable
or undetectable, as deﬁned by our prior phase I and II analyses [17].
Survival analyses were performed using the Kaplan-Meier method.
Prognostic risk groups, utilising baseline clinicopathological variables,
were deﬁned by an exploratory post hoc analysis in the SYNERGY study
(detailed in Supplementary material) [6]. The associations between
mGSTP1 DNA status, established prognostic variables [21] (Supplementary Tables 2 and 3), prognostic risk groups [6], OS, and time to PSA
progression were analysed by Cox regression. Harrell's concordance
index was used to measure the predictive discrimination of models for
time-dependent outcomes [22]. Pearson chi-square test was used to
examine for associations between: mGSTP1 detectability and treatment
arm, and between baseline mGSTP1 and >50% fall in PSA at 12 wk.
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Fig. 1 – CONSORT diagram. C3D1 = cycle 3 day 1; mGSTP1 = methylated glutathione S-transferase 1.

In anticipation of a future adaptive design study to test the clinical
utility of mGSTP1, a descriptive report of the clinical consequence of using
mGSTP1 was performed [23]. A lack of treatment beneﬁt was deﬁned as
progression of PSA within 3 mo of commencing docetaxel, as it is known
to predict OS [24]. Only patients with PSA response data at 12 wk
(n = 419) were included. Using the established mGTSP1 cutpoint of
detectable versus undetectable at 6 wk, we assessed the potential of the
biomarker to change treatment decisions.
Statistical analyses were performed using SPSS version 24 (IBM,
Armonk, NY, USA) and somersd package in STATA/SE version 9.2
(StataCorp, College Station, TX, USA).

3.

Results

Patients (n = 1022) were recruited on the SYNERGY study
between 10 December 2010 and 12 November 2012. Paired
serum samples from 600 patients at baseline and at 6 wk
after commencing treatment (cycle 3 day 1) were analysed.
Analysis of free serum mGSTP1 DNA failed in one sample of
the pair for 38 patients, excluding them from further
analysis (Fig. 1). Of the 562 patients included in the analysis,
283 (50%) were allocated to the study arm and 279 (50%) to
the standard therapy arm. As there was no OS benefit for the
addition of custirsen to docetaxel [6] and no significant
effect on mGSTP1 detectability at either time point by the
treatment arm (baseline, p = 0.6; cycle 3 day 1, p = 0.2),
subsequent analyses were pooled across both arms.
In this patient subset, median follow-up for surviving
patients was 26 mo. At the time of primary analysis of the
SYNERGY study, there were 341 deaths in the patient subset
with median OS of 24 mo. The baseline clinical characteristics of our patient subset were similar to those in the
overall SYNERGY study cohort (Table 1) [6].
3.1.

OS by serum mGSTP1 status at baseline

Baseline level of serum mGSTP1 DNA had prognostic value.
Irrespective of changes after chemotherapy, undetectable
mGSTP1 at baseline was associated with longer OS (Fig. 2;

hazard ratio [HR] 0.40, 95% confidence interval [CI] 0.29–
0.55; p < 0.00001). As a continuous variable, mGSTP1 (ng/
ml) was also associated with OS on univariable analysis (HR
1.006, 95% CI 1.005–1.008; p < 0.00001). Prognostic risk
groups defined in the SYNERGY study [6] utilising clinicopathological variables were associated with OS in this
subgroup of the overall study (SYNERGY prognostic model,
good vs poor: HR 0.46, 95% CI 0.4–0.6; p < 0.00001).
When baseline mGSTP1 and the SYNERGY prognostic risk
group [6] were included in a multivariable analysis, both
factors were independently associated with OS (baseline
mGSTP1, undetectable vs detectable: HR 0.47, 95% CI 0.33–
0.66; p < 0.00001, and SYNERGY prognostic model, good vs
poor: HR 0.52, 95% CI 0.42–0.65; p < 0.00001). The concordance index for the prediction of OS using the SYNERGY
prognostic risk group alone (C-index 0.62, 95% CI 0.59–0.65)
was improved by the addition of baseline mGSTP1 (undetectable vs detectable) to the model (C-index 0.65, 95% CI
Table 1 – Baseline clinical characteristics (N = 562)
Characteristic
Age (yr)
Karnofsky performance status
Missing data
Gleason sum at diagnosis
Missing data
PSA (ng/ml)
Bone metastases
Lymph node metastases
Visceral metastases
Lactate dehydrogenase
Missing data
Haemoglobin
Missing data
Baseline mGSTP1
Detectable
Undetectable

Median (Q1, Q3) or number (%)
69
90
2
8
27
82
489
345
147
241
10
127
2

(63, 74)
(80, 100)
(0.3%)
(7, 9)
(5%)
(26, 248)
(87%)
(61%)
(26%)
(190, 411)
(2%)
(117,136)
(0.3%)

458 (81%)
104 (19%)

mGSTP1 = methylated glutathione S transferase 1; PSA = prostate-speciﬁc
antigen; Q1 = quartile 1; Q3 = quartile 3.
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Fig. 2 – Kaplan-Meier estimates of overall survival for patients with
undetectable baseline mGSTP1 versus those with detectable baseline
mGSTP1. mGSTP1 = methylated glutathione S-transferase 1.

0.62–0.68; p < 0.001). The level of mGSTP1 at baseline was
not significantly correlated with subsequent PSA fall of at
least 50% at 12 wk after commencing treatment (p = 0.1).
3.2.

OS by serum mGSTP1 status at 6 wk

Serum free mGSTP1 DNA was detectable at baseline in 458
(81%) of patients (Table 1). Of those with detectable mGSTP1
at baseline, mGSTP1 became undetectable after two cycles
of docetaxel in 243 (53%). In those whose mGSTP1 became
undetectable after two cycles of docetaxel, OS was
significantly longer (Fig. 3A; HR 0.36, 95% CI 0.29–0.46;
p < 0.00001). Serum mGSTP1 DNA becoming undetectable
after two cycles of docetaxel was more highly associated
with OS than a PSA fall of >50% at 12 wk after commencing
chemotherapy [20] (Fig. 3A and B; HR 0.36, 95% CI 0.29–
0.46; p < 0.0001 vs HR 0.63, 95% CI 0.49–0.81; p = 0.0003).
On multivariable analysis including mGSTP1 after two
cycles of chemotherapy and the SYNERGY prognostic risk
group [6], both factors were independently associated with
OS (mGSTP1 after two cycles of chemotherapy, undetectable
vs detectable: HR 0.39, 95% CI 0.31–0.48; p < 0.00001;
SYNERGY prognostic model, good vs poor: HR 0.53, 95% CI
0.43–0.66; p < 0.00001). The concordance index for the
prediction of survival using the SYNERGY prognostic risk
group alone (C-index 0.62, 95% CI 0.59–0.65) was improved
by the addition of mGSTP1 after two cycles of chemotherapy
(undetectable vs detectable) to the model (C-index 0.68,
95% CI 0.66–0.71: p < 0.001). Serum mGSTP1 becoming
undetectable after two cycles of docetaxel was also
associated with longer time to PSA progression (Fig. 3C;
HR 0.44, 95% CI 0.35–0.56; p < 0.00001).
3.3.

Potential clinical utility of mGSTP1 status at 6 wk

A key question for future studies is as follows: can mGSTP1
affect clinical decision making? The classic scenario is a

Fig. 3 – Kaplan-Meier estimates of survival in patients with a detectable
mGSTP1 at baseline. (A) OS according to mGSTP1 detection after two
cycles of docetaxel. (B) OS according to a fall in PSA by 12 wk from
commencing docetaxel. (C) PSA PFS according to mGSTP1 detection after
two cycles of docetaxel. PSA progression was defined as at least 12 wk
from the commencement of chemotherapy. mGSTP1 = methylated
glutathione S-transferase 1; OS = overall survival; PFS = progression-free
survival; PSA = prostate-specific antigen.
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Fig. 4 – Exploratory analysis of potential clinical utility. Number of patients who would cease or continue chemotherapy after two cycles depending on
changes in mGSTP1 and PSA grouped according to time to PSA progression of 3 or >3 mo. After two cycles of chemotherapy, patients with stable or
rising PSA and detectable mGSTP1 would cease chemotherapy (red) and those with PSA response and/or undetectable mGSTP1 would continue
chemotherapy (blue). mGSTP1 = methylated glutathione S-transferase 1; PSA = prostate-specific antigen.

patient without a clear PSA response (stable or rising PSA)
after two cycles of docetaxel, who has mild to moderate side
effects, and it is unclear whether further treatment with
chemotherapy will provide benefit or only worsen toxicity.
After two cycles of docetaxel, there were 212 (38%) patients
whose PSA was stable (<30% fall and <25% rise from
baseline; n = 147, 26%) or rising (25% increase from
baseline; n = 65, 12%) [19]. Of these patients, serum
mGSTP1 remained detectable at the same time point in
111 (52%).
Treatment decisions are informed by multiple factors
including symptoms, toxicity, radiographic findings, and
PSA; however, only data on PSA were available, so
approximate assumptions were required. As early changes
in PSA are unreliable and should not be used alone to make
treatment decisions [19], an assumption was made that
using PSA alone, chemotherapy would be continued until at
least 12 wk. Alternatively using PSA and mGSTP1 data,
treatment could be ceased at 6 wk if PSA was stable or rising
and serum mGSTP1 remained detectable. Of the patients in
this analysis, 97/419 (23%) may have ceased docetaxel at
6 wk. Of these, 34/50 (68%) patients had PSA progression
within 3 mo, whereas 63/369 (17%) patients did not have
PSA progression within 3 mo (Fig. 4). Ultimately, many of
these patients may be spared unnecessary toxicity and have
the opportunity to be treated sooner by potentially effective
alternative agents.
In patients whose PSA was stable or rising at 6 wk, the
fact that mGSTP1 remained detectable was associated with
shorter OS (HR 3.2, 95% CI 2.1–4.8; p < 0.0001). While PSA
change at 6 wk was associated with OS (p < 0.001,
Supplementary Fig. 2A), the addition of mGSTP1 detectabil-

ity was a better discriminator for OS (p < 0.00001,
Supplementary Fig. 2B).
4.

Discussion

This post hoc analysis of a large prospective phase 3 clinical
trial of first-line docetaxel  custirsen has validated our
previous findings that early changes in serum free mGSTP1
DNA levels after treatment strongly correlate with survival
outcomes. Detection of serum mGSTP1 at baseline before
docetaxel is also prognostic for OS.
With burgeoning therapeutic options in advanced PC and
improved survival outcomes, an early surrogate marker is
urgently needed to streamline PC clinical trials and expedite
implementation into clinical care. Conversion of mGSTP1 from
being detectable to undetectable after docetaxel implies a
treatment effect on this biomarker and translates into
significantly improved survival, suggesting that it may have
value as a surrogate endpoint for the use in early phase clinical
trials. Although PSA changes at 3 mo are of moderate surrogate
value, the association is not sufficient to supplant OS [20],
requiring longer follow-up. Our study confirms that conversion
of mGSTP1 from being detectable to undetectable at 6 wk is
more highly correlated with OS than PSA changes at 3 mo. On
this basis, early mGSTP1 changes may be sufficient for
surrogacy. However, our study was limited by the lack of a
positive experimental arm; therefore, we are unable to
measure the proportion of treatment effect reflected by
mGSTP1. The post hoc retrospective nature of the analysis
was another limitation. A prospective study in a randomised
clinical trial with a positive experimental arm is now warranted
to evaluate mGSTP1 as a surrogate outcome measure.
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In the clinic, mGSTP1 provides promise as an additional
tool to direct treatment decision making and sequencing.
For instance, clinical decisions are often unclear in patients
whose PSA has not fallen after two cycles of docetaxel,
especially in those suffering significant toxicities from
chemotherapy or who have rapidly progressing disease
where a delay in potentially effective therapies would be
deleterious. Our data suggest that in these patients, addition
of mGSTP1 to the decision algorithm may be advantageous,
although it is not yet ready for clinical implementation. This
study was limited by the absence of data on radiographic
progression; however, our analysis demonstrates a clear
link between mGSTP1, PSA progression, and OS. Clinical
utility of mGSTP1 warrants further study in a prospective
adaptive design trial where early changes in mGSTP1 are
incorporated as a treatment decision aid.
Circulating tumour cell (CTC) enumeration at baseline
and during treatment of mCRPC predicts OS and is more
robust than changes in PSA [25–27]. In patients receiving
abiraterone after docetaxel for mCRPC, a biomarker panel
combining CTC counts and lactate dehydrogenase levels
after 12 wk of treatment fulfilled the Prentice [28] criteria as
an individual patient surrogate endpoint [29].
Like CTCs, our study demonstrates that both baseline and
early changes in mGSTP1 after first-line docetaxel are
significantly correlated with OS. The mGSTP1 assay has
several technical advantages over CTC measurement. The
methylated DNA marker is stable and can reliably be
detected in small-volume (500 ml) frozen samples of serum
or plasma [17]. In our study, where serum had been frozen
for up to 6 yr, only 38/1200 (3%) samples failed analysis. This
is unlike the CTC measurement where 7.5 ml of whole blood
is required and analysis must be performed within 96 h of
collection [30]. Serum free mGSTP1 is measured using a
polymerase chain reaction assay kit, which has potential for
easy commercialisation to allow testing in most laboratories using standard equipment. Conversely, CTCs must be
measured using specialised equipment that is not easily
accessible in many centres. In measuring a treatment effect,
detection of both mGSTP1 and CTCs is required at baseline.
Notably, mGSTP1 was detectable in 81% of this study cohort
at baseline compared with only 51–57% having an
unfavourable CTC count (5 CTCs/7.5 ml blood) in similar
patient cohorts [25–27]. This suggests that changes in
mGSTP1 may be informative and useful in a greater number
of patients. Our study was limited by a lack of comprehensive CTC data, precluding a direct comparison with mGSTP1.
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treatment studies in mCRPC to confirm its role as an early
surrogate endpoint for OS in clinical research.
Author contributions: Lisa G. Horvath had full access to all the data in the
study and takes responsibility for the integrity of the data and the
accuracy of the data analysis.
Study concept and design: Mahon, Chi, Horvath, Clark.
Acquisition of data: Mahon, Qu, Lin, Spielman, Cain, Jacobs.
Analysis and interpretation of data: Mahon, Qu, Jacobs, Chi, Clark, Horvath.
Drafting of the manuscript: Mahon, Horvath.
Critical revision of the manuscript for important intellectual content: Lin,
Stockler, Higano, de Bono, Chi, Clark, Horvath.
Statistical analysis: Mahon.
Obtaining funding: Mahon, Horvath, Clark.
Administrative, technical, or material support: Cain, Jacobs.
Supervision: Chi, Clark, Horvath.
Other: None.
Financial disclosures: Lisa G. Horvath certiﬁes that all conﬂicts of interest,
including speciﬁc ﬁnancial interests and relationships and afﬁliations
relevant to the subject matter or materials discussed in the manuscript
(e.g., employment/afﬁliation, grants or funding, consultancies, honoraria,
stock ownership or options, expert testimony, royalties, or patents ﬁled,
received, or pending), are the following: Susan J. Clark—Diagnostic assay
for methylation in the GSTP1 gene; international patent application no.
PCT/AU99/00306; inventors: S.J. Clark and P.L. Molloy were licensed to
Epigenomics AG. Kim N. Chi—grants and nonﬁnancial support from
OncoGenex during the conduct of the SYNERGY study.
Funding/Support and role of the sponsor: Original SYNERGY study was
funded by OncoGenex Technologies (Vancouver BC), but it was not involved
in the data acquisition, analysis, or manuscript preparation of this post
hoc analysis. This study was funded by Cancer Institute New South
Wales (10/TPG/1-04) and the Australian Department of Health and Aging
(APCRC-NSW). Dr. Kate Mahon is funded by a Movember Clinician Scientist
Award awarded through Prostate Cancer Foundation of Australia's Research
Program (CSA 0515[3_TD$IF]). Prof Susan Clark is supported by a National Health and
Medical Research Council (NHMRC) Fellowship (#1063559).
Acknowledgements: We gratefully acknowledge the patients, nurses, and
investigators of the SYNERGY study.

Appendix A. Supplementary data
Supplementary data associated with this article can be
found, in the online version, at https://doi.org/10.1016/j.
eururo.2018.11.001.

References
[1] Ferlay J, Soerjomataram I, Ervik M, et al. Cancer incidence and
mortality worldwideIARC CancerBase. Lyon, France: International
Agency for Research on Cancer; 2013.

5.

Conclusions

[2] Tannock IF, de Wit R, Berry WR, et al. Docetaxel plus prednisone or
mitoxantrone plus prednisone for advanced prostate cancer. N Engl

Our study validates free serum mGSTP1 DNA as a robust
early response and prognostic biomarker in patients with
mCRPC receiving first-line docetaxel. This post hoc analysis
was conducted using a representative subset of patient
samples from a large, prospective, multinational phase
3 study. A prospective adaptive design study using mGSTP1
as a clinical decision tool is warranted. In addition, serial
mGSTP1 analysis should be incorporated into prospective

J Med 2004;351:1502–12.
[3] Sweeney CJ, Chen YH, Carducci M, et al. Chemohormonal therapy in
metastatic hormone-sensitive prostate cancer. N Engl J Med
2015;373:737–46.
[4] James ND, Sydes MR, Clarke NW, et al. Addition of docetaxel,
zoledronic acid, or both to ﬁrst-line long-term hormone therapy
in prostate cancer (STAMPEDE): survival results from an adaptive,
multiarm, multistage, platform randomised controlled trial. Lancet
2016;387:1163–77.

312

E U RO P E A N U RO L O GY 76 ( 2 019 ) 3 0 6 – 312

[5] Helgstrand JT, Roder MA, Klemann N, et al. Diagnostic characteristics of lethal prostate cancer. Eur J Cancer 2017;84:18–26.

cancer cells both in vitro and in vivo. Clin Cancer Res 2000;6:1655–
63.

[6] Chi KN, Higano CS, Blumenstein B, et al. Custirsen in combination

[19] Scher HI, Halabi S, Tannock I, et al. Design and end points of clinical

with docetaxel and prednisone for patients with metastatic castra-

trials for patients with progressive prostate cancer and castrate

tion-resistant prostate cancer (SYNERGY trial): a phase 3, multi-

levels of testosterone: recommendations of the Prostate Cancer

centre, open-label, randomised trial. Lancet Oncol 2017;18:473–85.

Clinical Trials Working Group. J Clin Oncol 2008;26:1148–59.

[7] Rushmore TH, Pickett CB. Glutathione S-transferases, structure, reg-

[20] Armstrong AJ, Garrett-Mayer E, Ou Yang YC, et al. Prostate-speciﬁc

ulation, and therapeutic implications. J Biol Chem 1993;268:11475–8.

antigen and pain surrogacy analysis in metastatic hormone-refrac-

[8] Ruzza P, Rosato A, Rossi CR, Floreani M, Quintieri L. Glutathione
transferases as targets for cancer therapy. Anticancer Agents Med
Chem 2009;9:763–77.
[9] Lee WH, Morton RA, Epstein JI, et al. Cytidine methylation of
regulatory sequences near the pi-class glutathione S-transferase
gene accompanies human prostatic carcinogenesis. Proc Natl Acad
Sci USA 1994;91:11733–7.

tory prostate cancer. J Clin Oncol 2007;25:3965–70.
[21] Halabi S, Lin CY, Kelly WK, et al. Updated prognostic model for
predicting overall survival in ﬁrst-line chemotherapy for patients
with metastatic castration-resistant prostate cancer. J Clin Oncol
2014;32:671–7.
[22] Harrell Jr FE, Lee KL, Mark DB. Multivariable prognostic models:
issues in developing models, evaluating assumptions and adequa-

[10] Millar DM, Ow KK, Paul CL, Russell PJ, Molloy PL, Clark SJ. Detailed

cy, and measuring and reducing errors. Stat Med 1996;15:361–87.

methylation analysis of the glutathione S-transferase pi (GSTP1)

[23] Vickers AJ, Sjoberg DD, European U. Guidelines for reporting of

gene in prostate cancer. Oncogene 1999;18:1313–24.

statistics in European Urology. Eur Urol 2015;67:181–7.

[11] Wu T, Giovannucci E, Welge J, Mallick P, Tang WY, Ho SM. Measure-

[24] Hussain M, Goldman B, Tangen C, et al. Prostate-speciﬁc antigen

ment of GSTP1 promoter methylation in body ﬂuids may comple-

progression predicts overall survival in patients with metastatic

ment PSA screening: a meta-analysis. Br J Cancer 2011;105:65–73.

prostate cancer: data from Southwest Oncology Group Trials 9346

[12] Nakayama M, Gonzalgo ML, Yegnasubramanian S, Lin X, De Marzo
AM, Nelson WG. GSTP1 CpG island hypermethylation as a molecular
biomarker for prostate cancer. J Cell Biochem 2004;91:540–52.
[13] Esteller M, Corn PG, Baylin SB, Herman JG. A gene hypermethylation
proﬁle of human cancer. Cancer Res 2001;61:3225–9.

(Intergroup Study 0162) and 9916. J Clin Oncol 2009;27:2450–6.
[25] de Bono JS, Scher HI, Montgomery RB, et al. Circulating tumor cells
predict survival beneﬁt from treatment in metastatic castrationresistant prostate cancer. Clin Cancer Res 2008;14:6302–9.
[26] Scher HI, Jia X, de Bono JS, et al. Circulating tumour cells as

[14] Bastian PJ, Palapattu GS, Lin X, et al. Preoperative serum DNA GSTP1

prognostic markers in progressive, castration-resistant prostate

CpG island hypermethylation and the risk of early prostate-speciﬁc

cancer: a reanalysis of IMMC38 trial data. Lancet Oncol

antigen recurrence following radical prostatectomy. Clin Cancer Res
2005;11:4037–43.

2009;10:233–9.
[27] Goldkorn A, Ely B, Quinn DI, et al. Circulating tumor cell counts are

[15] Delgado-Cruzata L, Hruby GW, Gonzalez K, et al. DNA methylation

prognostic of overall survival in SWOG S0421: a phase III trial of

changes correlate with Gleason score and tumor stage in prostate

docetaxel with or without atrasentan for metastatic castration-

cancer. DNA Cell Biol 2012;31:187–92.
[16] Roupret M, Hupertan V, Catto JW, et al. Promoter hypermethylation
in circulating blood cells identiﬁes prostate cancer progression. Int J
Cancer 2008;122:952–6.
[17] Mahon KL, Qu W, Devaney J, et al. Methylated glutathione S-trans-

resistant prostate cancer. J Clin Oncol 2014;32:1136–42.
[28] Prentice RL. Surrogate endpoints in clinical trials: deﬁnition and
operational criteria. Stat Med 1989;8:431–40.
[29] Scher HI, Heller G, Molina A, et al. Circulating tumor cell biomarker
panel as an individual-level surrogate for survival in metastatic

ferase 1 (mGSTP1) is a potential plasma free DNA epigenetic marker

castration-resistant prostate cancer. J Clin Oncol 2015;33:1348–55.

of prognosis and response to chemotherapy in castrate-resistant

[30] Allard WJ, Matera J, Miller MC, et al. Tumor cells circulate in the

prostate cancer. Br J Cancer 2014;111:1802–9.

peripheral blood of all major carcinomas but not in healthy subjects

[18] Miyake H, Chi KN, Gleave ME. Antisense TRPM-2 oligodeoxynucleo-

or patients with

tides chemosensitize human androgen-independent PC-3 prostate

2004;10:6897–904.

nonmalignant diseases. Clin Cancer Res

