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Abstract

Context: Although the widespread use of prostate-specific antigen (PSA) has led to an
early detection of prostate cancer (PCa) and a reduction of metastatic disease at
diagnosis, PSA remains one of the most controversial biomarkers due to its limited
specificity. As part of emerging efforts to improve both detection and management
decision making, a number of new genomic tools have recently been developed.
Objective: This review summarizes the ability of genomic biomarkers to recognize men
at high risk of developing PCa, discriminate clinically insignificant and aggressive
tumors, and facilitate the selection of therapies in patients with advanced disease.
Evidence acquisition: A PubMed-based literature search was conducted up to May
2017. We selected the most recent and relevant original articles and clinical trials that
have provided indispensable information to guide treatment decisions.
Evidence synthesis: Genome-wide association studies have identified several genetic
polymorphisms and inherited variants associated with PCa susceptibility. Moreover, the
urine-based assays SelectMDx, Mi-Prostate Score, and ExoDx have provided new insights
into the identification of patients who may benefit from prostate biopsy. In men with
previous negative pathological findings, Prostate Cancer Antigen 3 and ConfirmMDx pre-
dicted the outcome of subsequent biopsy. Commercially available tools (Decipher, Oncotype
DX, and Prolaris) improved PCa risk stratification, identifying men at the highest risk of
adverse outcome. Furthermore, other biomarkers could assist in treatment selection in
castration-resistant PCa. AR-V7 expression predicts resistance to abiraterone/enzalutamide,
while poly(ADP-ribose) polymerase-1 inhibitor and platinum-based chemotherapy could be
indicated inmetastatic patientswhoare carriers ofmutations inDNAmismatch repair genes.
Conclusions: Introduction of genomic biomarkers has dramatically improved the de-
tection, prognosis, and risk evaluation of PCa. Despite the progress made in discovering
suitable biomarker candidates, few have been used in a clinical setting. Large-scale and
multi-institutional studies are required to validate the efficacy and cost utility of these
new technologies.
Patient summary: Prostate cancer is a heterogeneous disease with a wide variability.
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1. Introduction

Prostate cancer (PCa) is the most frequent urological
malignancy and the fifth leading cause of cancer death in
men worldwide [1].

Prostate-specific antigen (PSA) is the most extensive
screening biomarker adopted for PCa diagnosis and tumor
monitoring. However, use of PSA testing in PCa screening is
still controversial due to the absence of definitive data from
randomized trials, and the lack of specificity between
benign and malignant disease. Risk stratification based on
traditional clinical parameters can stratify patients’ risk of
progression with relatively good reliability, but substantial
heterogeneity persists within standard risk groups [2].

PCa genomic biomarkers include tools and technologies
able to predict the likelihood of an initial positive biopsy;
reduce the number of unnecessary repeat biopsies; sub-
stratify low-, intermediate-, and high-risk tumors; classify
the extent of the disease; and predict and monitor clinical
response to an intervention.

The widespread adoption of new biomarkers offering
improvements in the discrimination of various disease-related
outcomesneed tomatchwith a rigorousevaluationof their real
benefit. To be clinically helpful, putative pre- and postdiagnosis
biomarkers need to provide additive and independent
information to clinical parameters. The use of prediction
models obtained by adding genomic scores may be justified if,
for any given risk defined by one of a number of validated
multivariable instruments, they are able to better stratify PCa
patient risk and prognosis than clinical variables alone.

The aim of this review is to critically examine the clinical
and cost-related utility of novel PCa genomic biomarkers.

2. Evidence acquisition

A PubMed-based literature searchwas conducted up toMay
2017. We selected the most recent and relevant original
articles and clinical trials that have provided the most
relevant information to guide treatment decisions.

Keywords included “biomarker,” “genomic,” “susceptibil-
ity,” “stratification,” “predictors of response,” “treatment
response,” and “cost effectiveness.” References cited in
selected articles and review articles acquired in our search
were also used to identify other papers not included in the
initial search. The articles that provided the highest level of
evidencewere then evaluated and selected as the result of an
interactive peer-reviewing process by the panel of coauthors.

According to their potential contribution to PCa decision
making, we divided our findings into four categories:
susceptibility biomarkers, biomarkers of disease risk, risk
stratification biomarkers, and biomarkers for prediction of
treatment response (Fig. 1).

3. Evidence synthesis

3.1. Susceptibility biomarkers

Family history, age, and race, with the additive role of the
environment and lifestyle, have been considered the most
relevant risk factors for PCa [3]. Although extensive
resources have been invested in identifying the basis of
genetic predisposition to PCa, the development of clinically
available genomic biomarkers for predicting the suscepti-
bility to the disease has only recently begun to gain traction.

3.1.1. Rare germline mutations

Rare and highly penetrant genetic variants have been
studied to identify specific loci that can confer high risk for
developing the disease, but difficulty persists in attribut-
ing significant value on susceptibility to common diseases
to rare variants. Ewing et al [4] reported the association of
the “G84E” germline mutation in the homeobox gene
HOXB13, a regulator of growth in healthy and cancerous
prostate biology, with a higher risk of hereditary PCa.
G84E was observed in 0.6% of the control population and
in 3.1% of patients with familiar and early-onset PCa (odds
ratio 5.1).

Rare germline aberrations in DNA damage repair genes
have been associated with higher rates of PCa diagnoses.
Althoughmutations in BRCA1 and BRCA2 genes confer a 3.8-
and 8.6-fold increased risk of developing PCa, respectively,
there is an open debate on how to manage these men and
about the impact of DNA repair defects on PCa outcome
[3]. Castro et al [5] in a cohort of 2019 PCa patients (18-
BRCA1 carriers, 61-BRCA2 carriers, and 1940 noncarriers)
confirmed that BRCA1/2 mutations are associated with
more aggressive disease (p = 0.00003), higher probability of
nodal involvement (p = 0.00005), distant metastasis at
diagnosis (p = 0.005), and shorter life expectancy (12.9 vs
8.1 yr; p = 1 �10�7).

Although the IMPACT study [6] showed higher accuracy
of biopsy for detecting intermediate/high-grade PCa in
BRCA2 relative to controls (2.38% vs 0.71%; p = 0.04), further
strong data supporting a change in PSA screening and
biopsy recommendations are needed [7].

3.1.2. Single nucleotide polymorphisms

Numerous large genome-wide association studies, using
high-throughput technologies and involving thousands of
patients, have been conducted to simultaneously scan
single nucleotide polymorphisms (SNPs) of various genes or
loci associated with PCa. Although these common variants
(>5% population frequency) confer relatively small incre-
ments in risk for developing the disease (1.1–1.5-fold), their
risk levels increase multiplicatively [8]. More than 100 sta-
tistically significant PCa-associated loci, which explain 33%
of PCa susceptibility, have been identified, but unfortunate-
ly, the power of the associations is often too weak to be
introduced in a clinical setting [9].

Zheng et al [10] evaluated 16 SNPs from five chromo-
somal regions in a Swedish population. In menwho had five
or more of the germline genetic markers correlated to PCa,
the odds ratiowas 9.46 in relation tomenwithout any of the
factors.

Genotyping 25 PCa susceptibility SNPs in more than
40 000 cases and controls, Al Olama et al [11] estimated that
PCa risk for men in the first percentile of the polygenic risk
score distribution increases 30.6-fold compared with men
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Fig. 1 – Flowchart of genomic prostate cancer biomarkers that have a diagnostic, prognostic, and predictive potential. Diagnostic biomarkers include
those that help clinicians select the right person who can benefit from a PSA screening technique, or decide when to perform a biopsy or a rebiopsy.
In addition, some genomic markers may have a prognostic/predictive potential to guide decision making on active surveillance/active treatment,
immediate/referred adjuvant therapy after radiotherapy or radical prostatectomy, and finally, the response to therapy in a CRPC/metastatic setting.
AR = androgen receptor; CRPC = castration-resistant prostate cancer; DRE = digital rectal examination; PARP = poly(ADP-ribose) polymerase;
PCA3 = Prostate Cancer Antigen 3; PSA = prostate-specific antigen. a Genomic markers recommended by the National Comprehensive Cancer Network
guidelines. b Not validated.
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in the last percentile and 4.2-fold compared with the
population average.

Despite these promising results, other studies offered
opposite conclusions. Klein et al [12] highlighted that
genetic markers alone (area under the curve [AUC] = 0.571)
or in combination with PSA (AUC = 0.791) were less
accurate than PSA (AUC = 0.792) to predict PCa in a
population not routinely screened for the disease. A study
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by Chatterjee et al [13] demonstrated that the predictive
ability of polygenic models alone in PCa improves when the
sample size increases, but they still remain modest with an
AUC of <0.7. Again, because the risks associated with these
variants are modest, large studies are required to predict
their risks precisely.

The Stockholm 3 (STHLM3) model, a personalized risk-
based diagnostic tool that combines plasma protein
biomarkers (PSA, free PSA, intact PSA, hK2, MSMB, and
MIC1), genetic polymorphisms (232 SNPs), and clinical
variables (age, family, history, previous prostate biopsy, and
prostate examination), has been developed and validated in
a Swedish population without PCa [14]. STHLM3 model
showed a higher ability (AUC = 0.74) in the identification of
high-risk disease (Gleason score �7) compared with PSA
alone (AUC = 0.56), and it reduced the number of biopsies by
32% using a PSA cutoff of �3 ng/ml for recommending
biopsy.

As a first screen suitable for use in the primary care
setting, PSA remains the standard of care for the foreseeable
future. To date, considering both accuracy and practicality,
germline genetic testing can only optimally identify age for
first screening or interpretation of PSA results once available.

3.2. Biomarkers of disease risk

3.2.1. Mi-Prostate Score

The noncoding RNAProstate Cancer Antigen 3 (PCA3) is a PCa-
specific early-detection biomarker quantifiable in tissues and
in urine collected after digital rectal examination (DRE) that
has been used in counseling and confirming initial and repeat
biopsy [15]. The Progensa PCA3 test (Hologic, Marlborough,
MA, USA) showed promising results as an indicator of repeat
biopsy (AUC = 0.71–0.75, combined with PSA and clinical
variables) but not in a prebiopsy setting [15]. Owing to the
paucity of studies that have found a correlation with PCa
aggressiveness, there is still a lack of consensus regarding the
use of PCA3on repeat biopsy setting comparedwith PSAalone
or other clinical variables [16]. However, PCA3 has been
recommended in the National Comprehensive Cancer Net-
work (NCCN) guidelines formen at a higher risk of PCawith at
least one prior negative biopsy [7].

Given the fact that TMPRSS2-ERG fusion-gene tran-
scripts have an independent additional predictive value to
PCA3, recent studies suggest that the combination of the
two biomarkers could lead to a considerable reduction in
the need for prostate biopsies [17]. Hessels et al [18] showed
in 108 prebiopsy post-DRE urine samples (72% diagnosed
with PCa) that PCA3 plus TMPRSS2:ERG increase the test
sensitivity from 62% for PCA3 alone to 73% for bothmarkers.
Despite the small number of patients enrolled, Salami et al
[19] suggested that combining serum PSA, PCA3 (sensitivity
93%), and TMPRSS2:ERG (specificity 87%) in a multivariable
algorithm, optimized for clinical utility, improved PCa
prediction with an AUC of 0.88, 90% of specificity, and
80% of sensitivity.

In a recent prospective multicenter study including
443 men at risk of PCa, Leyten et al [20] highlighted the
independent additional predictive value of urinary
TMPRSS2:ERG to PCA3 and the European Randomised
Study of Screening for Prostate Cancer (ERSPC) risk
calculator parameters. The predictive power of the ERSPC
risk calculator alone (AUC = 0.799) substantially increases
in a comprehensive model including ERSPC risk calculator,
PCA3, and TMPRSS2:ERG (AUC = 0.842). TMPRSS2:ERG has
been proved to be the most specific biomarker for clinically
significant PCa (specificity 93.2%, sensitivity 24.3%) and,
when added to PCA3, was able to increase the sensitivity to
88.1% without compromising PCA3 specificity (49.6%).

The performance of PSA or the multivariate Prostate
Cancer Prevention Trial (PCPT) risk calculator has recently
been shown in a validation cohort of 1244 men to be
significantly improved by TMPRSS2:ERG plus PCA3 in
predicting PCa and high-risk disease (AUC = 0.762 and
0.779, respectively) [21].

Using as a positive test result TMPRSS2:ERG >8, PCA3
>20, or PSA >10 ng/ml, a recent prospective validation
study showed a higher prediction of aggressive PCa
(Gleason score �7) with specificity of 33.4% and sensitivity
of 92.6% compared with PSA alone (specificity 16.7%,
sensitivity 91.2%) in a cohort of 516 men presenting for
first-time biopsy. The AUC of PCPT risk calculator alone or
plus TMPRSS2:ERG and PCA3 was 0.74 or 0.81, respectively
[22]. The logistic regression model Mi-Prostate score is a
clinically available tool for individualized risk assessment
provided by the University of Michigan (MLabs, Ann Arbor,
MI, USA).

3.2.2. SelectMDx

SelectMDx (MDxHealth, Irvine, CA, USA) is a post-DRE urine
methylation assay available in clinical practice to improve
patient selection for initial biopsy. Leyten et al [23], after
identifying 39 PCa biomarkers using gene expression
profiling data, selected eight biomarkers according to a
quantitative polymerase chain reaction (PCR) analysis of
tissue specimens and urinary sediments. A validated
urinary three-gene panel (HOXC6, TDRD1, andDLX1) showed
higher accuracy (AUC = 0.77) for the detection of clinically
significant PCa (Gleason score �7) compared with PSA and
the Progensa PCA3 test (AUC = 0.72 and 0.68, respectively).
Van Neste et al [24] validated these promising results in two
independent prospective multicenter clinical trials. Not
only the two-gene risk score that combines HOXC6 and
DLX1 messenger RNA (mRNA) expression levels with
traditional risk factors (ie, PSA density, DRE, PSA, age,
history of prostate biopsy, and family history) is able to
predict high-grade PCa on biopsy (AUC = 0.90), but its use
could also reduce the number of unnecessary biopsies and
potential overtreatment. A low-risk SelectMDx score
correlates with 90% probability that a man does not have
PCa and 98% likely that he does not have high-risk PCa.

3.2.3. ExoDx

ExoDx Prostate Intelliscore (Exosome Diagnostics, Cam-
bridge, MA, USA) is a novel urinary exosome-gene expres-
sion assay able to estimate initial biopsy results. By
detecting PCA3 and TMPRSS:ERG exosomal mRNAs in urine
samples of PCa patients, Nilsson et al [25] elucidated the
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potential contribution of these extracellular, double-lipid
membrane, small vesicles as a source of noninvasive
biomarkers.

EXO106, an algorithm that associates PCA3 and ERG
exosomal mRNA levels normalized with SPDEF (SAM
pointed domain-containing ETS transcription factor), dem-
onstrated good clinical performance in predicting high-
grade disease (Gleason score �7) with negative predictive
value (NPV) and positive predictive value of 97.5% and
34.5%, respectively, in 195 urine samples ofmen undergoing
a prostate biopsy [26].

The ExoDx Prostate (expressed as a risk score ranging
from 0 to 100) was recently validated in 519 patients’ non-
DRE urine samples. The association of the exosome-gene
expression with clinical parameters (PSA, age, race, and
family history) resulted in better discriminative power
between insignificant and aggressive disease (AUC = 0.73)
compared with the standard of care alone (AUC = 0.63) [27].

3.2.4. ConfirmMDx

The methylation marker test, ConfirmMDx (MDxHealth), is
a tissue-based assay that studies the epigenetic alteration
surrounding the tumor lesions (“halo” effect) in order to
reduce the number of unnecessary repeat biopsies [28]. This
test identifies the hypermethylation pattern of CpG island
promoter regions of three genes (GSTP1, APC, and RASSF) in
men after a negative biopsy. After validation in a European
and a US cohorts of which all patients had two consecutive
biopsies within 24–30mo, ConfirmMDx achieved an NPV of
88–90% compared with 70% for histopathology alone
[29,30].

Recently, Van Neste et al [31] developed a novel
algorithm named EpiScore to better stratify methylation-
positive patients for the risk of harboring high-grade cancer.
By weighing the DNA-methylation intensities of GSTP1,
RASSF1, and APC, EpiScore improved the identification of
those men at higher need of a repeat biopsy (Gleason score
�7), resulting in an NPV of 96% for high-grade cancer. This
test is an option in theNCCN guidelines formenwith at least
one prior negative biopsy [7], but long-term data are
necessary to evaluate the real clinical benefit.

3.3. Risk stratification biomarkers

3.3.1. Decipher

The tissue-based genomic classifier (GC) Decipher was
codeveloped and validated by GenomeDx Biosciences
(Vancouver, BC, Canada) and Mayo Clinic (Rochester, MN,
USA). Based on 22 RNA biomarkers (screened from over
1.4 million protein-coding genes and noncoding RNA
markers) related to cell proliferation, differentiation,
motility, immune modulation, and androgen receptor
(AR) signaling, GenomeDx continuous risk score (0–1) is
able to predict the risk of clinical metastasis development
after surgery [32].

A recentmeta-analysis of five different studies examined
the performance of Decipher to prognosticate the risk of
metastases in 855 men with adverse pathology at the time
of radical prostatectomy (RP) [33]. Low-, intermediate-, and
high-risk Decipher categories, using 0.45 and 0.60 as
thresholds, showed 10-yr cumulative incidences of metas-
tasis of 5.5%, 15.0%, and 26.7%, respectively. Decipher
emerged as an independent predictor of metastasis (even
after adjusting for adjuvant treatments) and improved the
10-yr distant metastasis predictive accuracy of clinical
parameters from an AUC of 0.76 to 0.81. Moreover, Cooper-
berg et al [34] highlighted Decipher's increased discrimi-
nation ability (AUC = 0.78) to predict PCa-specific mortality
compared with clinicopathological variables expressed as
Cancer of the Prostate Risk Assessment (CAPRA) score
(AUC = 0.75).

GenomeDx GC has also been shown to guide treatment
decisions after RP [35]. Analyzing a cohort of 188 high-risk
patients treated with RP and radiotherapy (RT), Den et al [36]
revealed thatmodels includingGC (alone or plus CAPRA score)
have a higher ability to predict the occurrence of metastases
(AUC = 0.83–85) than clinicopathological parameters alone
(AUC = 0.66). Patients with a GC of �0.4 undergoing adjuvant
or salvage RT showed a cumulative incidence of metastasis at
5 yr of 6% or 23%, respectively (p = 0.008).

To identify men who could benefit from adjuvant RT
versus initial observation, Dalela et al [37] developed a
simple risk stratification tool (score 1–4) based on the
cumulative number of risk factors (pT3b/T4 disease,
pathological Gleason score 8–10, lymph node invasion,
and GC>0.6). Specifically, adjuvant RT significantly reduced
the 10-yr clinical recurrence rate only in patients with a risk
score of �2 (10.1% in the adjuvant RT group and 42.1% in
initial observation group; p = 0.012), suggesting that
patients with unfavorable pathological characteristics and
a higher GenomeDx score should be taken into consider-
ation for adjuvant treatment.

Using an Affymetrix full exome expression array rather
than reverse transcription PCR, Decipher permits further
genetic investigations on previously run samples, facilitat-
ing both future research and additional prognostic scores. A
different 24-gene signature based on these data (Post-
Operative Radiation Therapy Outcomes Score) has been
shown to be particularly useful in predicting response to
adjuvant RT [38]. Although additional validation studies are
needed, NCCN guidelines recommend its utilization in
patients with positive surgical margins, any pT3 disease, or
rising PSA after RP [39].

3.3.2. Oncotype Dx Genomic Prostate Score

Oncotype Dx Genomic Prostate Score (GPS; Genomic Health
Inc., Redwood City, CA, USA) is a quantitative real-time PCR
assay performed on small fixed paraffin-embedded tissue
samples obtained by needle biopsy. This assay includes
12 cancer-related genes involved in four different biological
pathways (androgen pathway, cellular organization, prolif-
eration, and stromal response) and five reference house-
keeping genes algorithmically combined to calculate the
GPS [40].

The GPS, expressed on a scale of 0–100, has been
investigated as a risk predictor of adverse pathology at
RP in patients diagnosed with low or intermediate disease
on biopsy. The GPS may guide clinicians in stratifying
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patients for active surveillance versus therapeutic inter-
vention [41,42].

An independent validation study was performed by
Klein et al [43] in a cohort of 395 PCa patients with low and
intermediate risk who underwent RP. The 17-gene assay
combined with clinical parameters (age, PSA, clinical
stage, and biopsy Gleason score) or the CAPRA score [2]
was proved to be an independent and better predictor
of high-grade (primary Gleason score of 4 or any pattern of
5) and/or high-stage disease (pT3 or higher) at the time of
RP. A further retrospective validation of Oncotype Dx in
431 patients confirmed the ability of this genomic test in
the pretherapy scenario to ameliorate the prediction
of adverse pathological features at RP and time to
biochemical recurrence (BCR) with a hazard ratio of
2.93 for every 20-unit increase in the GPS [44]. The lack of
large and prospective evaluations of its correlation with
oncological outcome may limit the real clinical benefit of
this assay.

According to the NCCN guidelines, Oncotype DX may be
used for postbiopsy NCCN very-low- and low-risk PCa
patients with 10–20 yr of life expectancy [39].

3.3.3. Prolaris

The commercially available Prolaris test is a 46-gene panel
(31 cell-cycle progression [CCP] genes and 15 housekeeping
genes) developed by Myriad Genetics (Salt Lake City, UT,
USA). The Prolaris assay, performed in prostate biopsy or RP
specimens, could help in the decision making between
active surveillance and active treatment in low-risk PCa,
and it may also suggest the use of adjuvant therapy in high-
risk patients with adverse pathological features after
surgery [45].

Cuzick et al [46] investigated the impact of the CCP score
based on the Prolaris assay in two different populations of
PCa patients treated with RP (n = 366) or transurethral
resection of the prostate (n = 337). The CCP scorewas able to
predict the risk of BCR after RP and the 10-yr specific
mortality in patients conservatively managed. Two further
studies evaluating the performance of Prolaris test in 349
[47] and 582 [48] prostate biopsies showed the role of CCP
score as an independent predictor of PCa death, BCR, and
metastasis after RP.

Cooperberg et al [49] confirmed the ability of the CCP
score to predict BCR after RP and found that a combined
model incorporating the CCP with the CAPRA score has a
better prognostic value for both the overall cohort and a
low-risk subset.

Even amongmen undergoing RT as primary therapy, this
assay has been significantly associated with BCR, denoting
the role of CCP score in identifying high-risk men who may
benefit from adjuvant therapy [50]. Even if other prospec-
tive clinical-utility and cost-effectiveness studies are
required, NCCN guidelines include the use of the Prolaris
test for NCCN very-low- and low-risk PCa patients after a
positive biopsy with at least 10-yr life expectancy [39].

Table 1 summarizes the key features of the clinically
available genomic assays that have shown excellent
diagnostic and prognostic ability.
3.3.4. Clinical utility and cost effectiveness

Although we have seen significant progress in the
technological discovery of biomarkers, their adoption into
clinical practice has been more modest. In the absence of
long-term and prospective investigations, the real net
benefit and effect of genetic markers on patient oncological
outcomes (eg, overall/cancer-specific survival or biochemi-
cal/clinical recurrence) are currently unknown [51].

Another contingent limitation for routine use of genomic
biomarkers may be attributed to the absence of large-scale
cost-effectiveness and cost-utility studies able to examine
their economic benefits in addition to their clinical utility.
Recent analyses revealed that overdiagnosis and overtreat-
ment should be decreased by choosing an appropriate test
with consequent reduction in medical costs and a gain in
patients’ quality of life (Table 2). Specifically, the use of
SelectMDx [52], Oncotype DX [53], and ConfirmMDx [54]
demonstrated a positive economic impact on the healthcare
costs, whereas the incorporation of other markers may be
uncertain (Decipher [55] and Mi-Prostate Score [22]) or
negative (PCA3 [56] and Prolaris [57]). Unfortunately, these
models are based only on assumptions and long-term
projections. Their results may change in the future after a
more accurate evaluation of health economic burden.

3.4. Biomarkers for prediction of treatment response

Since the discovery that PCa is dependent on androgens,
androgen deprivation therapy has been the gold standard
treatment for patients with advanced disease. However,
after an initial period of therapeutic response, PCa becomes
insensitive and progresses to castration-resistant PCa
(CRPC). Despite the recent introduction of the next-
generation hormonal therapies, resistance to these agents
limits therapeutic efficacy formany patients. Predicting and
monitoring response to treatment and disease progression
is one of the most studied areas in urological research.

3.4.1. AR-V7 in circulating tumor cells or cell-free DNA

Constitutively active AR variants, resulting from alternative
splicing of the human AR gene, represent an emerging key
mechanism responsible for tumor progression.

AR-V7 is themost clinicallymeaningful AR splice variant.
The AR-V7 mRNA expression, detected in circulating tumor
cells (CTCs) from CRPC patients receiving enzalutamide or
abiraterone, has been associated with drug resistance.
Antonarakis et al [58] suggested that positive detection of
AR-V7 in CTCs was sufficient to predict poor prognosis
comparedwith their AR-V7–negative counterparts. The CTC
+/AR-V7+ patients not only failed to respond to the anti-AR
agents (abiraterone/enzalutamide) [58], but also showed
lower PSA response rates, and shorter radiographic
progression-free and overall survival than CTC+/AR-V7–
and CTC– patients [59]. Interestingly, AR-V7+ CRPC patients
appear to benefit more from taxanes than from AR-targeted
therapies, while in AR-V7– patients, the efficacy is not
related to the treatment type [60]. Scher et al [61] confirmed
these previous findings and demonstrated in 161metastatic
CRPC (mCRPC) men that the CTC expression of nuclear



Table 1 – Clinically available genomic markers proposed to guide prostate cancer clinical decision making

Test Company Tissue type No. of
genes or
proteins

Main results Utility
assessment

Reference

Biomarkers of disease risk
Mi-Prostate
Score

University of
Michigan,
MLabs

Post-DRE urine 2 TMPRSS2:ERG plus PCA3 in combination with PCPT
risk calculator improve the prediction of aggressive
PCa (AUC = 0.81).

Initial biopsy [22]

SelectMDx MDxHealth Post-DRE urine 2 Risk calculator including urinary HOXC6 and DLX1
mRNA levels is a good predictor (AUC = 0.90) for
the detection of clinically significant PCa (GS � 7).

Initial biopsy [24]

ExoDx Exosome
Diagnostics

Urine 3 Association of the exosome-gene expression with
clinical parameters (PSA, age, race, or family
history) can discriminate between insignificant
and aggressive disease (AUC = 0.73).

Initial biopsy [27]

PCA3 Hologic Post-DRE urine 1 PCA3 score predicts biopsy outcome in
combination with PSA, DRE, and other clinical
parameters (AUC = 0.71–0.75).

Rebiopsy [15]

ConfirmMDx MDxHealth Prostate biopsy 3 Methylation status of three genes (GSTP1, APC, and
RASSF) is able to identify men at higher need of a
repeat biopsy (NPV of 88–90%).

Rebiopsy [29,30]

Risk stratification biomarkers
Decipher GenomeDX

Biosciences
Radical
prostatectomy

22 Decipher scores, in addition to clinical variables,
predict 10-yr distant metastasis after surgery
(AUC = 0.81). GC (alone or plus CAPRA score) has a
higher ability to predict the occurrence of
metastases (AUC = 0.83–85).

Adjuvant
treatment after
radical
prostatectomy

[33,36]

Oncotype DX Genomic
Health Inc.

Prostate biopsy 17 GPS combined with clinical parameters (age, PSA,
clinical stage, and biopsy GS) or with the CAPRA
score is a predictor of high-grade (primary GS of
4 or any pattern of 5) or high-stage disease (pT3 or
higher), and BCR.

Active
surveillance or
active
treatment

[43,44]

Prolaris Myriad
Genetics

Prostate biopsy 31 CCP score is an independent predictor of PCa
death, BCR, and metastasis after radical
prostatectomy and radiation therapy.

Active
surveillance or
active
treatment

[47–50]

Radical
prostatectomy

The combination of CCP and the CAPRA score
achieves a higher prognostic power.

Adjuvant
therapy in
high-risk
patients

AUC = area under the curve; BCR = biochemical recurrence; CAPRA = Cancer of the Prostate Risk Assessment; CCP = cell cycle progression; DRE = digital rectal
examination; GC = genomic classifier; GS = Gleason score; GPS = Genomic Prostate Score; NPV = negative predictive value; PCa = prostate cancer;
PCA3 = Prostate Cancer Antigen 3; PCPT = Prostate Cancer Prevention Trial; PSA = prostate-specific antigen.
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AR-V7 protein is statistically associated with superior
survival on taxane over AR-directed therapy.

Although the role of CTCs as a biomarker has widely been
explored in recent years, the clinical utility of current CTC
tests is limited mainly due to their scarcity and methodolog-
ical constraints. Under the assumption that tumor-specific
transcripts in blood aremost likely derived from CTCs, and to
bypass the isolation of CTCs, Qu et al [62] analyzed the
expression of both AR-V7 and PSA transcripts in the
peripheral blood mononuclear cell fraction in CRPC patients
treated with abiraterone acetate or enzalutamide. PSA and
AR-V7 transcript levelswere associatedwith shorter survival,
highlighting the potential role of this new technique as a
useful biomarker for predicting response to therapy.

A clinical-grade assay to detect AR-V7 mRNA status in
circulating CTCs is available through Johns Hopkins’
Molecular Diagnostics Lab.

3.4.2. DNA repair gene mutations

Recent advances in high-throughput genotyping and next-
generation sequencing technologies contribute to better
understand the potential application of genomic aberra-
tions in the DNA damage repair pathways for PCa risk
prediction and response to therapy.

The Cancer Genome Atlas Research Networking and the
Stand Up To Cancer Prostate Cancer Foundation Interna-
tional Dream Team (SU2C-PCF2) recently analyzed the
genomic landscape of 333 patients with localized PCa
and 150 biopsies frommCRPC, respectively. Despite the fact
that 19% of localized PCa patients carried germline or
somatic aberrations in genes involved in the DNA damage
repair pathway (BRCA2, BRCA1, CDK12, ATM, FANCD2, and
RAD51C), men with mCRPC were found to have a higher
prevalence of aberrations in key DNA repair genes (23%)
compared with those with localized disease [63].

Poly(ADP-ribose) polymerase (PARP) inhibitors have
been considered an effective therapeutic option for tumors
with impaired homologous recombination DNA repair,
based on the biological theory of the synthetic lethal effect.
The recent phase-2 TOPARP trial [64] investigated the
antitumoral activity of olaparib, a PARP inhibitor family
member, in mCRPC patients progressing on standard



Table 2 – Summary of clinical utility and cost-effectiveness studies for “disease risk” and “risk stratification” genomic biomarkers

Biomarker Clinical utility Cost effectiveness

Study Main findings Study Main findings

Biomarkers of disease risk
Mi-Prostate
Score

Tomlins et al
(2016) [21]

Cohort: MiPS models were applied to a cohort of
1244 men presenting for prostate biopsy.
Results: Using MiPS, compared with the PCPT risk
calculator, led to a significant reduction of the
number of biopsies by 17.6% (20% risk threshold)
and 19% (30% risk threshold) and delayed only 0.5%
and 1% of high-grade cancers, respectively.

Sanda et al
(2017) [22]

A decision analytic model analyzed the cost of
using a multiplex decision algorithm (TMPRSS2:
ERG, PCA3, and PSA) versus PSA screening alone
in patients at risk of PCa. The multiplex
algorithm generated cost savings of $1200–2100
per patient, but the authors did not include the
cost of PCA3 and T2:ERG testing.

SelectMDx Van Neste et al
(2016) [24]

Cohort: Independent validation cohort of 386 men
with a suspected PCa (PSA �3 ng/ml, abnormal
DRE, or a family history of PCa).
Results: A decision curve analysis, using a cutoff
with an NPV of 98% for GS � 7, demonstrated that
SelectMDx is able to reduce the unnecessary
biopsies by 53% and decrease the number of
biopsies by 42% compared with the PCPT risk
calculator and the PCA3 assay. Moreover, the test
provided the best performance in detecting high-
grade disease.

Dijkstra et al
(2017) [52]

A decision tree and Markov model evaluated,
over a 18 yr time horizon, the cost effectiveness
of SelectMDx test, relative to PSA-alone, in men
with a PSA level of >3 ng/ml. SelectMDx strategy
(cutoff sensitivity of 95.7%) led to 36% probability
of undergoing an unnecessary biopsy compared
with 77% of the PSA-alone group. SelectMDx
assay contained the costs by s128 per patient
compared with the PSA-alone strategy.

ExoDx McKiernan et al
(2016) [27]

Cohort: ExoDx was validated in 519 patients (age
�50 yr, suspicious DRE, and/or PSA 2–20 ng/ml)
scheduled for an initial or repeated prostate
biopsy.
Results: An ExoDx cutoff of >15.6 avoids 27% of
biopsies (NPV = 91% and sensitivity = 92%) and
misses 8% GS � 7 diseases, when compared with
PSA. A cutoff of 20 increases the rate of avoided
biopsies (37% vs 27% using the original cut point)
maintaining an NPV of 90% and sensitivity of 87%,
but missing 12% of patients with �GS7.

Not reported

PCA3 Wei et al (2014)
[16]

Cohort: A total of 297 men scheduled for repeat
prostate biopsies (elevated PSA, high-grade
prostate intraepithelial neoplasia, or abnormal
DRE) received PCA3 test measurement.
Results: A PCA3 score of �20, regardless of the PSA
value, prevented 46% of prostate biopsies, missing
12% and 3% of PCa and high-risk disease,
respectively.

Nicholson et al
(2015) [56]

The PROSPERO study evaluated the clinical
benefit of using the PCA3 assay alone or in
combination with the existing tests in a rebiopsy
setting. The results from the cost-effectiveness
analyses revealed that PCA3 test is not cost
effective.

ConfirmMDx Wojno et al
(2014) [28]

Cohort: A clinical utility field observation study
enrolled 138 men (age: 63 yr; PSA: 4.7 ng/ml) with
an initial negative prostate biopsy.
Results: Only six patients (4.3%) with a negative
epigenetic assay result underwent a subsequent
prostate biopsy with no evidence of cancer on
histopathology. Owing to the small number of
patients who received a repeat biopsy and the
retrospective nature of the study, it remains
unclear if this assay may help reduce unnecessary
rebiopsies.

Aubry et al
(2013) [54]

A budget impact model, calculated over a 1-yr
time horizon, revealed that the use of
ConfirmMDx, in patients with elevated PSA levels
and histopathologically negative biopsies, could
reduce the overall healthcare costs. The
epigenetic assay, in a commercial health plan
with 1 million members, produced savings of
$588 per patient management by truly
distinguishing the true-negative prostate biopsy
results.

Risk stratification biomarkers
Decipher Gore et al

(2017) [35]
Cohort: The multicenter prospective PRO-IMPACT
study enrolled a total of 265 patients
(150 considering for ART and 115 considering for
SRT).
Results: Decipher test results influenced 18% of
management recommendations in the ART arm
(including 31% among high-risk patients) and 32%
in the salvage arm (including 56% among high-risk
patients). Moreover, the GC significantly reduced
the fear of PCa disease recurrence in the ART arm
and PCa-specific anxiety in the SRT arm among
low-risk patients.
Despite the interesting results, it is not known
whether the recommendation changed the final
treatment received. Second, no unexposed
Decipher testing control group was used to
demonstrate that the test can improve PCa-related
outcomes.

Lobo et al
(2017) [55]

A Markov model evaluated, during a 10-yr time
horizon, the costs and QALYs associated with the
incorporation of Decipher in postoperative
setting.
GC-based decision making results were more
effective, but more expensive, than the usual care
rates for adjuvant therapy after surgery.
Furthermore, the data revealed the gain in terms
of QALYs and a 16% reduction in the percentage
of patients with distant metastasis at 5 yr
(relative to the standard of care).
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Table 2 (Continued )

Biomarker Clinical utility Cost effectiveness

Study Main findings Study Main findings

Oncotype DX Eure et al
(2017) [42]

Cohort: A total of 505 patients (GPS group: 258;
baseline group: 247) with clinically low-risk PCa,
were enrolled in a prospective, multi-institutional,
observational study.
Results: Adoption of GPS test showed a 22%
increase of recommendations for AS than the
untested cohort, with a 21% higher rate of
persistence in AS protocol after 1 yr.

Albala et al
(2016) [53]

A prospective, noninterventional, decision
impact and cost study evaluated, in a real-world
setting, the clinical utility and economic impact
of Oncotype DX assay for 100 men diagnosed
with clinically low-risk PCa.
The incorporation of GPS led to a 21% increase in
the indication of AS between NCCN very-low-
and low-risk men with average savings of $2286
per patient in the 180 d following the diagnosis.

Prolaris Shore et al
(2016) [45]

Cohort: The PROCEDE-1000 prospective registry
analyzed how CCP score test can affect the medical
decision making for 1206 newly diagnosed PCa
patients.
Results: The authors reported changes of the
intended treatment in 47.8% of cases with an
overall reduction in the number of therapies
assigned but, interestingly, an increase in the
number of high-risk patients receiving primary
ADT. The concordance of 82% between treatment
decisions, based on clinical factors alone or after
the incorporation of the CCP assay, calls into
question the real clinical benefit of the
introduction of this genomic test in a clinical
setting.

Health Quality
Ontario (2017)
[57]

A budget impact analysis (from the perspective
of the Ontario Ministry of Health and Long-term
Care) hypothesized the expenses of using the
Prolaris CCP test for men with newly diagnosed,
low- or intermediate-risk PCa over the next 5 yr.
The CCP test resulted in a large increase in cost
with very small cost savings by improving AS
regimens.

ADT = androgen deprivation therapy; ART = adjuvant radiotherapy; AS = active surveillance; CCP = cell cycle progression; DRE = digital rectal examination;
GC = genomic classifier; GPS = Genomic Prostate Score; GS = Gleason score; MiPS = Mi-Prostate Score; NCCN = National Comprehensive Cancer Network;
NPV = negative predictive value; PCa = prostate cancer; PCA3 = Prostate Cancer Antigen 3; PCPT = Prostate Cancer Prevention Trial; PSA = prostate-specific
antigen; QALY = quality-adjusted life year; SRT = salvage radiotherapy.
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treatments. Of the 49 men enrolled, 33% responded to the
therapy with an increased patient response (88%) in the
subset that was identified to carry defects in DNA repair
pathways.

Moreover, a retrospective sequencing analysis of mCRPC
patients who benefited from platinum chemotherapy in the
absence of neuroendocrine differentiation suggested the
potential role of BRCA2 biallelic germline/somatic inactiva-
tion as a prognostic biomarker for platinum-based chemo-
therapy sensitivity [65].

4. Conclusions

Current risk stratification systems for the management of
men both before and after diagnosis of PCa are accurate
when used correctly, but still suffer from important
limitations.

Patients with the same histological and clinical PCa
parameters can have strikingly varied presentations,
molecular profiles, and clinical outcomes. It appears evident
that reliable and more specific biomarkers are needed to
identify the patient subsets that may benefit from alternate
approaches. Newly available PCa biomarkers should be used
to select patients for PCa screening, reduce unnecessary
biopsies, discriminate a clinically insignificant disease from
an aggressive one, and choose the best therapy inmetastatic
patients. The development of panels combining many
different markers seems to ameliorate PCa diagnosis and
management, especially those that can outperform/com-
plement the currently used clinical and pathological
prognostic factors.
The results provided by these biomarkers, mostly
expressed as a percentage of risk, can lead tomisinterpreta-
tions. These genetic scores should be considered as
continuous variables and not categorized as negative or
positive. These biological markers should ideally be
evaluated together with other tumor-related features (eg,
PSA, grade, Gleason score, percentage of biopsy involve-
ment, and extension of the disease) and patient character-
istics (age, comorbidities, and life expectancy).

Larger-scale, multi-institutional, andmultinational stud-
ies will still be required to prospectively validate the utility
of these markers, their cost effectiveness, and how they
should truly be used in clinical practice. Nonetheless, we
anticipate that the integration of genome information with
transcriptomic, proteomic, and metabolomic data will help
clinicians move the field toward personalized medicine,
benefiting both patient quality of life and healthcare costs.
Author contributions: Christopher P. Evans 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: Evans, Cucchiara.
Acquisition of data: Cucchiara, Cooperberg, Dall’Era, Lin, Montorsi,
Schalken, Evans.
Analysis and interpretation of data: Cucchiara, Cooperberg, Dall’Era, Lin,
Montorsi, Schalken, Evans.
Drafting of themanuscript: Cucchiara, Cooperberg, Dall’Era, Lin, Montorsi,
Schalken, Evans.
Critical revision of the manuscript for important intellectual content:

Cooperberg, Dall’Era, Lin, Montorsi, Schalken, Evans.
Statistical analysis: None.



EU RO P E AN U RO L OGY 73 ( 2 018 ) 57 2 – 5 8 2 581
Obtaining funding: None.
Administrative, technical, or material support: None.
Supervision: Evans.
Other: None.

Financial disclosures: Christopher P. Evans 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 (eg, employment/affiliation, grants or funding, consultan-
cies, honoraria, stock ownership or options, expert testimony, royalties,
or patents filed, received, or pending), are the following: Cooperberg has
been consultant to GenomeDx Biosciences; Jack Schalken receives
speaker honoraria from Sanofi and Astellas, and has been consultant to
MDxHealth; Evans is a consultant for Astellas[1_TD$DIFF], MDx Health, Janssen, and
Sanofi, and has received institutional research support from Ferring. The
remaining authors have nothing to disclose.

Funding/Support and role of the sponsor: None.

References

[1] Torre LA, Bray F, Siegel RL, Ferlay J, Lortet-Tieulent J, Jemal A. Global
cancer statistics, 2012. CA Cancer J Clin 2015;65:87–108.

[2] Brajtbord JS, Leapman MS, Cooperberg MR. The CAPRA score at
10 years: contemporary perspectives and analysis of supporting
studies. Eur Urol 2017;71:705–9.

[3] Eeles R, Goh C, Castro E, et al. The genetic epidemiology of prostate
cancer and its clinical implications. Nat Rev Urol 2014;11:18–31.

[4] Ewing CM, Ray AM, Lange EM, et al. Germline mutations in HOXB13
and prostate-cancer risk. N Engl J Med 2012;366:141–9.

[5] Castro E, Goh C, Olmos D, et al. Germline BRCA mutations are
associated with higher risk of nodal involvement, distant metasta-
sis, and poor survival outcomes in prostate cancer. J Clin Oncol
2013;31:1748–57.

[6] Bancroft EK, Page EC, Castro E, et al. Targeted prostate cancer screen-
ing in BRCA1 and BRCA2 mutation carriers: results from the initial
screening round of the IMPACT study. Eur Urol 2014;66:489–99.

[7] Carroll PR, Parsons JK, Andriole G, et al. NCCN guidelines insights:
prostate cancer early detection, version 2.2016. J Natl Compr Cancer
Netw 2016;14:509–19.

[8] ManolioTA. Genomewide association studies and assessment of the
risk of disease. N Engl J Med 2010;363:166–76.

[9] Al Olama AA, Kote-Jarai Z, Berndt SI, et al. A meta-analysis of 87,040
individuals identifies 23 new susceptibility loci for prostate cancer.
Nat Genet 2014;46:1103–9.

[10] Zheng SL, Sun J, Wiklund F, et al. Cumulative association of five
genetic variants with prostate cancer. N Engl J Med 2008;358:910–9.

[11] Al Olama AA, Benlloch S, Antoniou AC, et al. Risk analysis of prostate
cancer in PRACTICAL, a multinational consortium, using 25 known
prostate cancer susceptibility loci. Cancer Epidemiol Biomarkers
Prev 2015;24:1121–9.

[12] Klein RJ, Hallden C, Gupta A, et al. Evaluation of multiple risk-
associated single nucleotide polymorphisms versus prostate-spe-
cific antigen at baseline to predict prostate cancer in unscreened
men. Eur Urol 2012;61:471–7.

[13] Chatterjee N, Wheeler B, Sampson J, Hartge P, Chanock SJ, Park JH.
Projecting the performance of risk prediction based on polygenic
analyses of genome-wide association studies. Nat Genet 2013;45:
400–5, 5e1–3.

[14] Gronberg H, Adolfsson J, Aly M, et al. Prostate cancer screening in
men aged 50–69 years (STHLM3): a prospective population-based
diagnostic study. Lancet Oncol 2015;16:1667–76.

[15] Auprich M, Bjartell A, Chun FK, et al. Contemporary role of prostate
cancer antigen 3 in the management of prostate cancer. Eur Urol
2011;60:1045–54.
[16] Wei JT, Feng Z, Partin AW, et al. Can urinary PCA3 supplement PSA in
the early detection of prostate cancer? J Clin Oncol 2014;32:
4066–72.

[17] Robert G, Jannink S, Smit F, et al. Rational basis for the combination
of PCA3 and TMPRSS2:ERG gene fusion for prostate cancer diagno-
sis. Prostate 2013;73:113–20.

[18] Hessels D, Smit FP, Verhaegh GW, Witjes JA, Cornel EB, Schalken JA.
Detection of TMPRSS2-ERG fusion transcripts and prostate cancer
antigen 3 in urinary sediments may improve diagnosis of prostate
cancer. Clin Cancer Res 2007;13:5103–8.

[19] Salami SS, Schmidt F, Laxman B, et al. Combining urinary detection
of TMPRSS2:ERG and PCA3 with serum PSA to predict diagnosis of
prostate cancer. Urol Oncol 2013;31:566–71.

[20] Leyten GH, Hessels D, Jannink SA, et al. Prospective multicentre
evaluation of PCA3 and TMPRSS2-ERG gene fusions as diagnostic
and prognostic urinary biomarkers for prostate cancer. Eur Urol
2014;65:534–42.

[21] Tomlins SA, Day JR, Lonigro RJ, et al. Urine TMPRSS2:ERG plus PCA3
for individualized prostate cancer risk assessment. Eur Urol 2016;
70:45–53.

[22] SandaMG, Feng Z, HowardDH, et al. Association between combined
TMPRSS2:ERG and PCA3 RNA urinary testing and detection of
aggressive prostate cancer. JAMA Oncol 2017;3:1085–93.

[23] Leyten GH, Hessels D, Smit FP, et al. Identification of a candidate
gene panel for the early diagnosis of prostate cancer. Clin Cancer Res
2015;21:3061–70.

[24] Van Neste L, Hendriks RJ, Dijkstra S, et al. Detection of high-grade
prostate cancer using a urinary molecular biomarker-based risk
score. Eur Urol 2016;70:740–8.

[25] Nilsson J, Skog J, Nordstrand A, et al. Prostate cancer-derived urine
exosomes: a novel approach to biomarkers for prostate cancer. Br J
Cancer 2009;100:1603–7.

[26] DonovanMJ, NoerholmM, Bentink S, et al. A molecular signature of
PCA3 and ERG exosomal RNA from non-DRE urine is predictive of
initial prostate biopsy result. Prostate Cancer Prostatic Dis 2015;
18:370–5.

[27] McKiernan J, Donovan MJ, O’Neill V, et al. A novel urine exosome
gene expression assay to predict high-grade prostate cancer at
initial biopsy. JAMA Oncol 2016;2:882–9.

[28] Wojno KJ, Costa FJ, Cornell RJ, et al. Reduced rate of repeated
prostate biopsies observed in ConfirmMDx clinical utility field
study. Am Health Drug Benefits 2014;7:129–34.

[29] Stewart GD, Van Neste L, Delvenne P, et al. Clinical utility of an
epigenetic assay to detect occult prostate cancer in histopathologi-
cally negative biopsies: results of the MATLOC study. J Urol
2013;189:1110–6.

[30] Partin AW, Van Neste L, Klein EA, et al. Clinical validation of an
epigenetic assay to predict negative histopathological results in
repeat prostate biopsies. J Urol 2014;192:1081–7.

[31] Van Neste L, Partin AW, Stewart GD, Epstein JI, Harrison DJ, Van
CriekingeW. Risk score predicts high-grade prostate cancer in DNA-
methylation positive, histopathologically negative biopsies. Pros-
tate 2016;76:1078–87.

[32] Erho N, Crisan A, Vergara IA, et al. Discovery and validation of a
prostate cancer genomic classifier that predicts early metastasis
following radical prostatectomy. PloS One 2013;8:e66855.

[33] Spratt DE, Yousefi K, Deheshi S, et al. Individual patient-level meta-
analysis of the performance of the decipher genomic classifier in
high-risk men after prostatectomy to predict development of met-
astatic disease. J Clin Oncol 2017;35:1991–8.

[34] Cooperberg MR, Davicioni E, Crisan A, Jenkins RB, Ghadessi M,
Karnes RJ. Combined value of validated clinical and genomic risk
stratification tools for predicting prostate cancer mortality in a
high-risk prostatectomy cohort. Eur Urol 2015;67:326–33.

http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0330
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0330
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0335
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0335
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0335
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0340
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0340
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0345
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0345
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0350
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0350
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0350
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0350
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0355
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0355
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0355
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0360
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0360
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0360
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0365
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0365
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0370
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0370
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0370
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0375
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0375
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0380
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0380
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0380
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0380
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0385
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0385
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0385
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0385
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0390
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0390
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0390
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0390
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0395
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0395
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0395
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0400
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0400
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0400
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0405
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0405
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0405
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0410
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0410
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0410
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0415
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0415
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0415
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0415
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0420
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0420
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0420
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0425
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0425
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0425
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0425
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0430
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0430
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0430
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0435
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0435
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0435
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0440
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0440
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0440
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0445
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0445
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0445
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0450
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0450
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0450
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0455
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0455
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0455
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0455
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0460
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0460
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0460
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0465
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0465
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0465
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0470
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0470
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0470
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0470
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0475
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0475
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0475
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0480
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0480
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0480
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0480
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0485
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0485
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0485
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0490
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0490
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0490
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0490
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0495
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0495
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0495
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0495


E U RO P E AN URO LOGY 73 ( 2 018 ) 57 2 – 5 8 2582
[35] Gore JL, du Plessis M, Santiago-Jimenez M, et al. Decipher test
impacts decision making among patients considering adjuvant
and salvage treatment after radical prostatectomy: interim results
from the multicenter prospective PRO-IMPACT study. Cancer 2017;
123:2850–9.

[36] Den RB, Yousefi K, Trabulsi EJ, et al. Genomic classifier identifies
men with adverse pathology after radical prostatectomy who ben-
efit from adjuvant radiation therapy. J Clin Oncol 2015;33:944–51.

[37] Dalela D, Santiago-Jimenez M, Yousefi K, et al. Genomic classifier
augments the role of pathological features in identifying optimal
candidates for adjuvant radiation therapy in patients with prostate
cancer: development and internal validation of a multivariable
prognostic model. J Clin Oncol 2017;35:1982–90.

[38] Zhao SG, Chang SL, Spratt DE, et al. Development and validation of a
24-gene predictor of response to postoperative radiotherapy in
prostate cancer: a matched, retrospective analysis. Lancet Oncol
2016;17:1612–20.

[39] Mohler JL, Armstrong AJ, Bahnson RR, et al. Prostate cancer, version
1.2016. J Natl Compr Cancer Net 2016;14:19–30.

[40] Knezevic D, Goddard AD, Natraj N, et al. Analytical validation of
the Oncotype DX prostate cancer assay—a clinical RT-PCR
assay optimized for prostate needle biopsies. BMC Genom 2013;
14:690.

[41] Dall’EraMA,Maddala T, Polychronopoulos L, Gallagher JR, Febbo PG,
Denes BS. Utility of the Oncotype DX prostate cancer assay in
clinical practice for treatment selection in men newly diagnosed
with prostate cancer: a retrospective chart review analysis. Urol
Pract 2015;2:343–8.

[42] Eure G, Germany R, Given R, et al. Use of a 17-gene prognostic assay
in contemporary urologic practice: results of an interim analysis in
an observational cohort. Urology 2017;107:67–75.

[43] Klein EA, Cooperberg MR, Magi-Galluzzi C, et al. A 17-gene assay to
predict prostate cancer aggressiveness in the context of Gleason
grade heterogeneity, tumor multifocality, and biopsy undersam-
pling. Eur Urol 2014;66:550–60.

[44] Cullen J, Rosner IL, Brand TC, et al. A biopsy-based 17-gene genomic
prostate score predicts recurrence after radical prostatectomy and
adverse surgical pathology in a racially diverse population of men
with clinically low- and intermediate-risk prostate cancer. Eur Urol
2015;68:123–31.

[45] Shore ND, Kella N, Moran B, et al. Impact of the cell cycle progres-
sion test on physician and patient treatment selection for localized
prostate cancer. J Urol 2016;195:612–8.

[46] Cuzick J, Swanson GP, Fisher G, et al. Prognostic value of an RNA
expression signature derived from cell cycle proliferation genes in
patients with prostate cancer: a retrospective study. Lancet Oncol
2011;12:245–55.

[47] Cuzick J, Berney DM, Fisher G, et al. Prognostic value of a cell cycle
progression signature for prostate cancer death in a conservatively
managed needle biopsy cohort. Br J Cancer 2012;106:1095–9.

[48] Bishoff JT, Freedland SJ, Gerber L, et al. Prognostic utility of the cell
cycle progression score generated from biopsy in men treated with
prostatectomy. J Urol 2014;192:409–14.

[49] Cooperberg MR, Simko JP, Cowan JE, et al. Validation of a cell-cycle
progression gene panel to improve risk stratification in a contem-
porary prostatectomy cohort. J Clin Oncol 2013;31:1428–34.
[50] Freedland SJ, Gerber L, Reid J, et al. Prognostic utility of cell cycle
progression score in men with prostate cancer after primary exter-
nal beam radiation therapy. Int J Radiat Oncol Biol Phys 2013;
86:848–53.

[51] Imnadze M, Sjoberg DD, Vickers AJ. Adverse pathologic features at
radical prostatectomy: effect of preoperative risk on oncologic
outcomes. Eur Urol 2016;69:143–8.

[52] Dijkstra S, Govers TM, Hendriks RJ, et al. Cost-effectiveness of a new
urinary biomarker-based risk score compared to standard of care in
prostate cancer diagnostics—a decision analytical model. BJU Int
2017;120:659–65.

[53] Albala D, Kemeter MJ, Febbo PG, et al. Health economic impact and
prospective clinical utility of Oncotype DX(R) genomic prostate
score. Rev Urol 2016;18:123–32.

[54] Aubry W, Lieberthal R, Willis A, Bagley G, Willis 3rd SM, Layton A.

Budget impact model: epigenetic assay can help avoid unnecessary

repeated prostate biopsies and reduce healthcare spending. Am

Health Drug Benefits 2013;6:15–24.

[55] Lobo JM, Trifiletti DM, Sturz VN, et al. Cost-effectiveness of the
decipher genomic classifier to guide individualized decisions for
early radiation therapy after prostatectomy for prostate cancer. Clin
Genitourin Cancer 2017;15:e299–309.

[56] Nicholson A, Mahon J, Boland A, et al. The clinical effectiveness and
cost-effectiveness of the PROGENSA(R) prostate cancer antigen
3 assay and the Prostate Health Index in the diagnosis of prostate
cancer: a systematic review and economic evaluation. Health Tech-
nol Assess 2015;19:i–xxxi, 1–191.

[57] Health Quality Ontario. Prolaris cell cycle progression test for
localized prostate cancer: a health technology assessment. Ont
Health Technol Assess Ser 2017;17:1–75.

[58] Antonarakis ES, Lu C, Wang H, et al. AR-V7 and resistance to
enzalutamide and abiraterone in prostate cancer. N Engl J Med
2014;371:1028–38.

[59] Antonarakis ES, Lu C, Luber B, et al. Clinical significance of androgen
receptor splice variant-7 mRNA detection in circulating tumor cells
of menwith metastatic castration-resistant prostate cancer treated
with first- and second-line abiraterone and enzalutamide. J Clin
Oncol 2017;35:2149–56.

[60] Antonarakis ES, Lu C, Luber B, et al. Androgen receptor splice variant
7 and efficacy of taxane chemotherapy in patients with metastatic
castration-resistant prostate cancer. JAMA Oncol 2015;1:582–91.

[61] Scher HI, Lu D, Schreiber NA, et al. Association of AR-V7 on circu-
lating tumor cells as a treatment-specific biomarker with outcomes
and survival in castration-resistant prostate cancer. JAMA Oncol
2016;2:1441–9.

[62] Qu F, Xie W, Nakabayashi M, et al. Association of AR-V7 and
prostate-specific antigen RNA levels in blood with efficacy of abir-
aterone acetate and enzalutamide treatment in men with prostate
cancer. Clin Cancer Res 2017;23:726–34.

[63] Mateo J, Boysen G, Barbieri CE, et al. DNA repair in prostate cancer:
biology and clinical implications. Eur Urol 2017;71:417–25.

[64] Mateo J, Carreira S, Sandhu S, et al. DNA-repair defects and olaparib
in metastatic prostate cancer. N Engl J Med 2015;373:1697–708.

[65] Cheng HH, Pritchard CC, Boyd T, Nelson PS, Montgomery B. Biallelic
inactivation of BRCA2 in platinum-sensitive metastatic castration-
resistant prostate cancer. Eur Urol 2016;69:992–5.

http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0500
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0500
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0500
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0500
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0500
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0505
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0505
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0505
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0510
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0510
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0510
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0510
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0510
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0515
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0515
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0515
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0515
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0520
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0520
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0525
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0525
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0525
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0525
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0530
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0530
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0530
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0530
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0530
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0535
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0535
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0535
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0540
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0540
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0540
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0540
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0545
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0545
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0545
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0545
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0545
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0550
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0550
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0550
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0555
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0555
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0555
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0555
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0560
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0560
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0560
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0565
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0565
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0565
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0570
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0570
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0570
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0575
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0575
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0575
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0575
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0580
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0580
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0580
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0585
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0585
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0585
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0585
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0590
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0590
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0590
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0595
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0595
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0595
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0595
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0600
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0600
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0600
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0600
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0605
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0605
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0605
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0605
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0605
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0610
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0610
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0610
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0615
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0615
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0615
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0620
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0620
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0620
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0620
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0620
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0625
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0625
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0625
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0630
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0630
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0630
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0630
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0635
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0635
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0635
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0635
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0640
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0640
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0645
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0645
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0650
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0650
http://refhub.elsevier.com/S0302-2838(17)30975-2/sbref0650

	Genomic Markers in Prostate Cancer Decision Making
	1 Introduction
	2 Evidence acquisition
	3 Evidence synthesis
	3.1 Susceptibility biomarkers
	3.1.1 Rare germline mutations
	3.1.2 Single nucleotide polymorphisms

	3.2 Biomarkers of disease risk
	3.2.1 Mi-Prostate Score
	3.2.2 SelectMDx
	3.2.3 ExoDx
	3.2.4 ConfirmMDx

	3.3 Risk stratification biomarkers
	3.3.1 Decipher
	3.3.2 Oncotype Dx Genomic Prostate Score
	3.3.3 Prolaris
	3.3.4 Clinical utility and cost effectiveness

	3.4 Biomarkers for prediction of treatment response
	3.4.1 AR-V7 in circulating tumor cells or cell-free DNA
	3.4.2 DNA repair gene mutations


	4 Conclusions
	References


