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Comparison of machine learning algorithms to predict clinically
significant prostate cancer of the peripheral zone
with multiparametric MRI using clinical assessment categories
and radiomic features
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Abstract
Objectives To analyze the performance of radiological assessment categories and quantitative computational analysis of apparent
diffusion coefficient (ADC) maps using variant machine learning algorithms to differentiate clinically significant versus insig-
nificant prostate cancer (PCa).
Methods Retrospectively, 73 patients were included in the study. The patients (mean age, 66.3 ± 7.6 years) were examined with
multiparametric MRI (mpMRI) prior to radical prostatectomy (n = 33) or targeted biopsy (n = 40). The index lesion was anno-
tated inMRI ADC and the equivalent histologic slides according to the highest Gleason Grade Group (GrG). Volumes of interest
(VOIs) were determined for each lesion and normal-appearing peripheral zone. VOIs were processed by radiomic analysis. For
the classification of lesions according to their clinical significance (GrG ≥ 3), principal component (PC) analysis, univariate
analysis (UA) with consecutive support vector machines, neural networks, and random forest analysis were performed.
Results PC analysis discriminated between benign and malignant prostate tissue. PC evaluation yielded no stratification of PCa
lesions according to their clinical significance, but UA revealed differences in clinical assessment categories and radiomic
features. We trained three classification models with fifteen feature subsets. We identified a subset of shape features which
improved the diagnostic accuracy of the clinical assessment categories (maximum increase in diagnostic accuracy ΔAUC= +
0.05, p < 0.001) while also identifying combinations of features and models which reduced overall accuracy.
Conclusions The impact of radiomic features to differentiate PCa lesions according to their clinical significance remains contro-
versial. It depends on feature selection and the employed machine learning algorithms. It can result in improvement or reduction
of diagnostic performance.
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Key Points
• Quantitative imaging features differ between normal and malignant tissue of the peripheral zone in prostate cancer.
• Radiomic feature analysis of clinical routine multiparametric MRI has the potential to improve the stratification of clinically
significant versus insignificant prostate cancer lesions in the peripheral zone.

• Certain combinations of standard multiparametric MRI reporting and assessment categories with feature subsets and machine
learning algorithms reduced the diagnostic performance over standard clinical assessment categories alone.

Keywords Prostate cancer .MultiparametricMRI .Machine learning . Artificial intelligence . Radiomics

Abbreviations
ADC Apparent diffusion coefficient
AFS Anterior fibromuscular stroma
AUC Area under the curve
CI Confidence interval
DCE Dynamic contrast-enhanced
DWI Diffusion-weighted imaging
FOV Field of view
GrG Gleason Grade Group
JE Joint entropy
LA Least axis
max3D Maximum 3D diameter
mpMRI Multiparametric MRI
MRI Magnetic resonance imaging
n Absolute number
NA Not available
NN Neural network
PC Principal component
PCa Prostate cancer
PI PI-RADS
PSA Prostate-specific antigen
PZ Peripheral zone
ROC Receiver operating characteristics
RPX Radical prostatectomy
SD Standard deviation
SVR Surface to volume ratio
T1w T1-weighted
T2w T2-weighted
TE Echo time
TR Repetition time
TSE Turbo-spin-echo
UA Univariate analysis
US Ultrasonography
VOI Volume of interest

Introduction

The diagnosis of prostate cancer (PCa) must be con-
firmed by tumor tissue [1, 2]. Magnetic resonance imag-
ing (MRI)–guided biopsies or ultrasonography (US)-/
MRI-fusion biopsies can improve the detection rate of

PCa [1, 3–5]. Multiparametric MRI (mpMRI) improves
patient selection for biopsy and may reduce the amount
of unnecessary invasive workup [4]. Even with image
guidance, sampling bias represents a key challenge as
conf i rmat ion of d iagnos i s i s compromised by
multifocality and the high degree of temporal and spatial
intratumoral heterogeneity [6–9]. The sampling bias is
problematic as the risk group influences the therapeutic
approach [1, 4, 8, 10]. Definition of clinically significant
PCa is a challenging dynamic process with ongoing de-
bates [10–13]. Patients with Gleason Grade Group (GrG)
≤ 2 have a much better prognosis than those with GrG
≥ 3 [11, 12]. Furthermore, patients with GrG ≤ 2 may be
feasible for active surveillance or ablative therapies [13].
There is a high need to optimize non-invasive risk strat-
ification [14]. mpMRI is the basis of the Prostate
Imaging Reporting and Data System (PI-RADS), a stan-
dardized protocol for acquisition, examination, and
reporting [3, 15]. As opposed to the reader-dependent
subjective PI-RADS [3, 15, 16], radiomic analyses rep-
resent another strategy to evaluate PCa in a quantitative
and computational manner beyond visual perception [9,
17, 18]. The ability of radiomics to support diagnostic
decision-making has been shown in numerous cancer en-
tities [3, 9, 17, 18]. Yet, the understanding of suitable
features and classification algorithms is still limited [3,
19, 20]. Bonekamp et al. have revealed an improved
prediction to differentiate GrG ≤ 1 against GrG ≥ 2 [21].
Apparent diffusion coefficient (ADC) has yielded the
highest relevance to differentiate variant GrGs [21].
Numerous studies are being conducted to stratify the best
working models for MRI-based PCa classification [3,
22–25]. The classification method has a strong impact
on the variation in performance [19]. Yet, the question
has not been addressed to what extend specific feature
and prediction model effect the diagnostic performance
to differentiate GrG ≤ 2 against GrG ≥ 3 [3, 22–26]. The
purpose of this study was to evaluate the application of
the clinical assessment categories PI-RADS and ADC-
derived radiomic features to build and compare three
prediction models and to analyze their influence on the
differentiation of clinically significant PCa.
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Materials and methods

Patient population

The study was approved by the institutional Review Board of
the Ethical Committee at the University Hospital Frankfurt
(project-number: 41/19). In total, 1125 patients were screened
for study inclusion, examined between 2014 and 2019.
Figure 1 shows the inclusion algorithm. Inclusion criteria

were (a) targeted biopsy (US-/MRI-fusion biopsy, MRI-
guided biopsy) or radical prostatectomy (RPX) in domo, (b)
histologically confirmed PCa, and (c) imaging at the same 3-T
(T) MRI scanner. Exclusion criteria were (a) incomplete/
inadequate examination protocol, (b) artifacts on mpMRI im-
ages, and (c) neoadjuvant therapy with regressive changes.
The median time from mpMRI to biopsy/RPX was 0 months
with a maximum of 7 months. Table 1 summarizes the clinical
and epidemiological characteristics.

consecutive patients with 

presumptive PCa who 

underwent MRI-guided 
biopsy with prior 3T 

mpMRI in domo between 

2014 and 2019

n=117

patients with 3T 

mpMRI at the 

same scanner in 
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included in the 
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inclusion
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non-malignant 

biopsy results

consecutive patients with 

presumptive PCa who 

underwent US/MRI-
fusion biopsy between 

2014 and 2019

n=590

patients with 3T 
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consecutive patients with 

confirmed PCa who 
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patients with 3T 
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domo
n=42
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examination

n=6 patients 

excluded due to 

prior neoadjuvant 

therapy

patients available 

for study 
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n=33
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excluded without 
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Fig. 1 Flowchart of patient inclusion. In total, 73 patients were included
into the final study, consisting of three distinct groups: radical
prostatectomy (RPX), US-/MRI-fusion biopsy, MRI-guided biopsy.

mpMRI, multiparametric magnetic resonance imaging; PCa, prostate
cancer; n, absolute number; RPX, radical prostatectomy; T, tesla; US,
ultrasonography
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MR imaging acquisition and examination

All examinations were performed on a single 3-T scanner in
clinical routine with a standard 32-channel body coil
(Magnetom PrismaFIT, Siemens Healthineers) and built-in
spine phased-array coil. MRI examinations were performed
according to the European Society of Urogenital Radiology
(ESUR) guidelines including T1-weighted (T1w), T2-
weighted (T2w), diffusion-weighted imaging (DWI), ADC,
and dynamic contrast-enhanced (DCE) sequences. Figure 2
shows an example of a typical mpMRI of the prostate. All
MRI examinations were primarily performed and read by an
experienced radiologist and confirmed by a board-certified
radiologist. Each prostatic lesion was categorized by applying
PI-RADS v2 [15]. For the consecutive radiomics analysis, the
T2w, ADCmap (derived from DWI with b value of 0/1000 or
50/1000 s/mm2 (n = 64; n = 9)), and DCE MR images were
extracted in “Digital Imaging and Communications in
Medicine” (DICOM) format. Table 2 depicts the acquisition
parameters in detail.

MRI segmentation

In direct correlation to an institutional workstation and the
respective clinical reports, the extracted series were re-
reviewed by one investigator (S.B. with 6 months of experi-
ence and special training in uropathological imaging) under
the supervision of a board-certified radiologist (T.J.V., B.B.
with 18 or 10 years of experience in uropathological imaging)
using the open-source 3D Slicer software platform (http://
slicer.org, version 4.9.0) [27, 28] with consecutive VOI
placement. T2w and DCE images were applied within the
3D Slicer computing platform to visually correlate for lesion
definition in the ADC maps. We performed the consecutive
quantitative analysis on ADC in concordance with the study

Table 1 Clinical and epidemiological characteristics of included
patients

Variable Study cohort

Patients 73 (100)

Radical prostatectomy (RPX) 33 (45)

MRI-guided biopsy 30 (41)

MRI-/US-fusion biopsy 10 (14)

Median age at definite diagnosis (years)* 66 (35–83)

Median time (months)*, MRI to tissue (biopsy, RPX) 0 (0–7)

Prior biopsy with post-biopsy changes in T1w*** 30 (41.1)

Mean PSA (ng/mL)** 12.14 (13.9; 15.8;
8.4) [NA: 16]

Localization (index lesion)

PZ 66

PZ/AFS 7

Median number of intra-prostatic lesions* 2 (1–3)

PI-RADS, index lesion***

3 8 (11)

4 26 (36)

5 39 (53)

Gleason score, index lesion***

3 + 3 15 (21)

3 + 4 23 (32)

4 + 3 15 (21)

4 + 4 5 (7)

4 + 5 11 (15)

5 + 3 1 (1)

5 + 4 1 (1)

5 + 5 2 (3)

Gleason Grade Group, index lesion***

1 15 (21)

2 23 (32)

3 15 (21)

4 6 (8)

5 14 (19)

Available, sufficient quality of sequences ***

T2w 72 (99)

ADC 73 (100)

DCE 68 (93)

pTNM, RPX-cohort*** 33 (100)

pT2a 2 (6)

pT2b 1 (3)

pT2c 13 (40)

pT3a 12 (36)

pT3b 5 (15)

pN0 29 (88)

pN1 2 (6)

pNX 2 (6)

pM0 31 (94)

pM1 1 (3)

pMX 1 (3)

Table 1 (continued)

Variable Study cohort

pR0 24 (73)

pR1 8 (24)

pRX 1 (3)

If not otherwise depicted, the numbers without parenthesis depict abso-
lute numbers. *Data in round parenthesis are the min/max values (inter-
quartile range); **Data in round parenthesis are standard deviation and ±
95% confidence interval; ***Data in round parenthesis are relative
values; Data in square parenthesis are not available values, excluded in
the analysis; due to mathematical rounding, the summed relative values
may differ slightly from 100. ADC, apparent diffusion coefficient; AFS,
anterior fibromuscular stroma; DCE, dynamic contrast enhanced; MRI,
magnetic resonance imaging; NA, not available; PI-RADS, Prostate
Imaging Reporting and Data System; PSA, prostate-specific antigen;
PZ, peripheral zone; RPX, radical prostatectomy; T1w, T1-weighted;
T2w, T2-weighted; US, ultrasonography
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of Bonekamp et al [21]. Figure 3 depicts the standardized,
semi-automatic algorithm of the VOI annotation with volume
renderings. Manual parts were performed by applying the

paint tool of the segment editor. The benign tissue VOI was
manually defined for each patient by delineating normal-
appearing tissue of the peripheral zone (PZ) in maximum

Fig. 2 Example of a representative multiparametric MRI examination of
the prostate. Multiparametric magnetic resonance imaging (mpMRI) ex-
amination consisting of anatomical (T2w, T2-weighted; T1w, T1-weight-
ed) and functional (DWI, diffusion-weighted imaging; ADC, apparent
diffusion coefficient; DCE, dynamic contrast-enhanced) images.
Anatomical T2w images were acquired in multiparametric axial, sagittal,
and coronal planes. Functional images and T1w images were acquired in

axial plane. Typical characteristics of a malignant prostate cancer lesion
of the left peripheral zone are shown of a 60-year-old patient who pre-
sented himself with a maximum prostate specific antigen level of 64 ng/
mL. The respective Prostate Imaging Reporting and Data System catego-
ry equaled 5 and histopathologic examination of the radical prostatecto-
my specimen revealed a Gleason Grade Group of 5

Table 2 Multiparametric MRI
sequence parameters Sequence parameter T2 TSE, mean (n = 72) ADC, mean (n = 73) DCE, mean (n = 68)

TR (ms) 7511.1 3395.9 5.08

TE (ms) 104.3 59.8 1.8

Averages 2.3 7.9 1.0

Flip angle (°) 157.0 90.0 13.5

FOV (mm2) 202.8 × 202.8 94.8 × 203.2 257.9 × 259.0

Matrix (px2) 297.2 × 345.9 52.9 × 149.0 153.1 × 192.0

Bandwidth (Hz) 202.0 1203.7 260.0

Slice thickness (mm) 3.1 3.0 3.5

Orientation transversal transversal transversal

b0_1000 (n) 64

b50_1000 (n) 9

Sequence parameter for all patients included into the study (N = 73). ADC, apparent diffusion coefficient; DCE,
dynamic contrast enhanced; FOV, field of view; n, absolute number; TE, echo time; TR, repetition time; TSE,
turbo-spin-echo
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distance to the index lesion. The whole-habitat VOI was gen-
erated by a semi-automatic grow from seeds algorithm with
subsequent manual correction of artifacts with a brush-erase
tool [28–30].

Feature extraction

The Imaging Biomarkers Standardization Initiative (IBSI)
does currently not cover image preprocessing [31]. There is
no consensus with regard to preprocessing or normalization
algorithms [32, 33]. Digital image manipulation may hamper
reproducibility and it is proposed to report all processing de-
tails [32, 33]. Therefore, to ensure best transparency and com-
parability, we have limited image manipulation to the mini-
mum by using unchanged, naïve image data, in accordance
with the algorithm performed by Aerts et al [18]. We
employed the open-source package PyRadiomics [34] which
gains increasing establishment as reference standard for
radiomics analysis [32, 34] as extension within 3D Slicer
[27, 28]. From seven feature classes, all standard features were
extracted: first order statistics, shape-based, Gray Level Co-
occurrence Matrix (GLCM), Gray Level Run Length Matrix
(GLRLM), Gray Level Size Zone Matrix (GLSZM), Gray
Level Dependence Matrix (GLDM), Neighboring Gray
Tone Difference Matrix (NGTDM) leading to 105 features/
VOIs in ADC (http://pyradiomics.readthedocs.io) [34]. We
extracted the features with the default settings within
PyRadiomics, i.e., no resampling or filtering, no wavelet-

based features, bin width 25, and enforced symmetrical
GLCM (http://pyradiomics.readthedocs.io) [18, 32, 34].

Tissue specimen and MRI concordance

Tissue specimen was analyzed in the Dr. Senckenberg
Institute of Pathology (SIP), Goethe University Hospital,
Frankfurt am Main. The index lesion (and benign VOI) was
determined by correlating the mpMRI with the assessment of
the highest GrG (and prostatic tissue without evidence of ma-
lignancy) in the pathological report. J.K. (uropathologist with
10 years of experience) annotated the RPX specimen to match
the index lesion (and the benign VOI) of theMRI examination
(highest PI-RADS or no sign of malignancy). If the pathologic
assessment did not match the index lesion (highest GrG ≠
annotated mpMRI index lesion) or benign VOI, images were
reexamined and reevaluated in direct correlation to the histo-
pathologic slides. We considered the histopathological results
as ground-truth. If a patient had bioptic and RPX tissues avail-
able, we assessed the RPX tissue. For this study, we defined
GrG ≥ 3 as clinically significant PCa.

Evaluation approach

We applied ADC-derived radiomic features and the PI-RADS
categories in relation to the GrGs. We performed two-
dimensional principal component (PC) analysis and univariate
analysis (UA) to analyze benign versus malignant tissue as
well as insignificant versus significant PCa. In our cohort,

Fig. 3 Habitat definition and volume rendering. After manual definition
of tumor-bearing area (a, green) and surrounding normal-appearing tissue
(a, orange) in representative image series, a semi-automatic grow from
seeds algorithm was applied (b) obtaining a three-dimensional habitat of

the whole volume of interest (VOI) with exemplary volume rendering
from four points of view being shown (c: (a) anterior; (p) posterior; (l)
left; (r) right). For each specimen, normal-appearing peripheral zone was
delineated by manual VOI placement (d, blue)
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all PCa lesions with PI-RADS = 3 (n = 8) were clinically in-
significant and were excluded for the following analysis. We
computed significance values (p values) for all features by
UA. We chose the top four features with the lowest p value
of the two-tailed Student’s t test and Wilcoxon test as being
the most stable for further evaluation steps [19]. We per-
formed multivariate analysis of correlation to correct for col-
linearity and reduce features. Reduction of features is a com-
mon method and reduces the risk of overfitting [17, 35]. To
assess the predictive power, we generated receiver operating
characteristic (ROC) curves of support vector machines
(SVM), neural networks (NNs), and random forest (RF) anal-
ysis for 15 combinations of the predictor subsets. We
employed 100-fold cross-validation to evaluate the perfor-
mance of the prediction [36]. In each run, we randomly drew
70% of the samples for training and validated the classifier
with the remaining independent 30% of the sample data (mod-
ified as described previously [37]). We obtained the area un-
der the curve (AUC) and assessed differences in the prediction
power of the models by the application of a two-tailed
Student’s t test of the 100 values of AUC. The machine learn-
ing algorithms were conducted in Python 3.7 using the open-
source scikit-learn 0.21.3 packages SVC for SVM,
MLPClassifier for NNs and the RandomForestClassifier for
RF analysis with prior normalization of features using
StandardScaler (https://scikit-learn.org/) [38]. We conducted
further statistical analyses with Prism 6.0 (GraphPad software)
and JMP 14 (SAS). We indicated the significant values as
follows: *p < 0.05; **p < 0.01; ***p < 0.001. A flowchart of
the methodologic study design is shown in Supplementary
Document 1.

Results

Radiomic features differ in benign versus malignant
prostate tissue

PC analysis clustered benign peripheral zone (black)
against the malignant index lesion (colors, Fig. 4a).
Subclusters of variant GrGs were not visualized (green/
yellow/orange/red, PI-RADS 1/2/3/4&5; Fig. 4a). Lower
mean ADC values were revealed for malignant lesions
(p < 0.001) which is in concordance with PI-RADS [15]
(Fig. 4b). Various radiomic features differed comparing
ben ign ve r sus ma l ignan t p ros t a t e t i s sue , w i th
JointEntropy (JE, p < 0.001) being depicted exemplarily
(Fig. 4c; for all features, see Supplementary Document
2). We observed differences in a subset of radiomic fea-
tures when comparing different GrGs with mean (p(GrG
1/3, 2/3, 3/4&5) = 0.007, 0.012, 0.016) and JE (p(GrG 1/3,
1/4&5) = 0.018, 0.008) being depicted exemplarily (Fig.
4d, e; for all features, see Supplementary Document 3).

Clinically significant PCa lesions of high-risk patients
revealed differences in radiomic features

PC analysis achieved no stratification of the index lesion ac-
cording to its clinical significance (Fig. 5a). The samples were
distributed randomly (Fig. 5a; dots: green, insignificant PCa;
red, significant PCa). The PI-RADS assessment categories
were differently distributed in clinically significant PCa (Fig.
5b, likelihood ratio and Pearson p < 0.001). In our cohort, all
PI-RADS = 3 lesions were found to be clinically insignificant
(Fig. 5b). To avoid overfitting and redundancy of the predic-
tion models, PI-RADS = 3 lesions (n = 8) were excluded for
further analysis. Next, the top four features of an iterative
Wilcoxon and two-tailed Student’s t test were determined
(Fig. 5 c–f depicts data of the iterative Student’s t test; for all
data, see Supplementary Document 4). The prioritized fea-
tures surface to volume ratio (SVR), JE, least axis (LA), and
maximum 3D diameter (max3D) showed lowest p values (p =
0.008, p = 0.026, p = 0.028, p = 0.041) stratifying the clinical
significance of the examined lesions (Fig. 5c–f). High corre-
lation was revealed using multivariate testing (Fig. 5g;
Table 3). Therefore, for the consecutive prediction models,
internal combinations of the highly correlated shape features
(max3D, SVR, LA) were excluded (Table 3). Though corre-
lation was revealed for JE with the shape features (Fig. 5g;
Table 3), we performed subsets of combinations for prediction
model generation as JE represents a member of the different
feature class, GLCM.We could identify PI-RADS as the most
independent variable (Fig. 5g; Table 3; |correlation| < 0.47 for
each feature).

The prediction performance of clinically significant
PCa lesions depends on the selected feature subset
and machine learning algorithm

We trained three machine learning algorithms with 15 subsets
of radiomic features and the clinical assessment category PI-
RADS to predict the clinical significance of PCa lesions
(Fig. 6). SVM, NN, and RF showed variable prediction per-
formance comparing PI-RADS against variant feature subsets
(Fig. 6a–c). PI-RADS was superior to all subsets of radiomic
features alone in the prediction of clinical significance (Fig.
6a–c, p = 0.003 for max3D using NN and p < 0.001 for all
other models). Variant combinations of PI-RADS with
radiomic features improved or weakened the prediction per-
formance dependent on the employed machine learning algo-
rithm (Fig. 6a–c). Using SVM, the combination of PI-RADS
with SVR or LA improved the prediction performance (p =
0.008, p = 0.002, ΔAUC = + 0.04; Fig. 6a, d). Using NN,
each combination of PI-RADS with radiomic features weak-
ened the predictive performance (Fig. 6b, e; highest decrease
of AUC by adding SVR with p < 0.001, ΔAUC = − 0.08).
Using RF, the additional application of max3D outperformed
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PI-RADS alone (p < 0.001,ΔAUC = + 0.05; Fig. 6b, f) estab-
lishing the best working model (Fig. 6). The combination of
PI-RADS with max3D and JE did not improve the perfor-
mance to PI-RADS alone (p = 0.27), whereas all other com-
binations even weakened the prediction performance (Fig.
6c, f; highest decrease of AUC by adding JE with p < 0.001,
ΔAUC= − 0.17). Figure 6 d–f depicts the representative 100-
fold cross-validated ROC curves with their AUC values for
PI-RADS and its combination with the shape features SVR,
LA, and 3Dmax.

Discussion

In this study, we analyzed the effect of different subsets of
radiomic features and the clinical assessment category PI-
RADS on the predictive performance of three machine learn-
ing algorithms to stratify PCa of the PZ according to its clin-
ical significance. We first demonstrated adequate VOI place-
ment in concordance with the PI-RADS [15] assessment. Our
data demonstrates that the integration of radiomic features
using machine learning algorithms can positively or negative-
ly influence the prediction performance for clinically signifi-
cant PCa. The results emphasize the need to be cautious using
radiomic machine learning strategies but also the potential of
the features SVR, LA, and max3D to improve PI-RADS as-
sessment categories.

Gleason Grading suffers from interobserver variance with
the differentiation between GrG = 2 and GrG = 3 being espe-
cially challenging [39]. New decision support tools are critical
to reduce over- and undertreatment [10, 11, 14, 39].
Qualitative mean ADC is part of the PI-RADS [15], but fur-
ther features inherit independent data though not being part of
the current assessment categories [3, 22, 23, 25, 40].
Radiomics ability to decipher biologic and prognostic param-
eters has been shown in numerous studies [3, 9, 17, 18]. In
PCa, the mere detection of malignancy has been augmented to
the assessment of aggressiveness up to genomic risk stratifi-
cation biomarkers [3, 35, 40, 41]. In this context, ADC anal-
ysis seems to effect differentiation of PCa aggressiveness in
particular [3, 21, 40, 42]. Bonekamp et al. have been able to
show that mean ADC performs equally as complex machine
learning approaches to differentiate GrG ≤ 1 versus GrG ≥ 2
[21]. Therefore, we focused on ADC to examine our patient
cohort. Previous studies have demonstrated the ability of
mpMRI and radiomics to differentiate variant tissue types to
aid PCa diagnosis and our data supported this finding [23, 35,
43]. Nevertheless, this finding should not be overstated as it
seems to be a logic consequence to the applied methodology
of supervised VOI definition [21, 35, 44], demonstrating an
appropriate VOI placement [21, 35, 44]. Highest methodolog-
ical transparency, open-source software, and standardization
are necessary to obtain valid results and to promote interdis-
ciplinary research [32, 33, 45, 46]. Our study design aims to
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except shape features, is shown. Index lesions are color-coded according
to the respective Gleason Grade Group (GrG; 1/2/3/4&5, green/yellow/
orange/red) and normal-appearing peripheral zone is depicted in black.
Prostate tissue shows clear clustering in benign and malignant volumes of

interest, whereas different GrGs do not reveal distinguishable subcluster
(a). Box-Whisker plots for the features mean (b) and joint entropy (c) are
shown with significant differences using two-tailed Student’s t test. In d
and e, Box-Whisker plots reveal significant differences in specific GrGs,
exemplarily shown for mean (d) and joint entropy (e) using nonparamet-
ric comparison for each pair/Wilcoxon method
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propose a feasible and reproducible step-by-step approach and
usage of open-source software. For image processing and
radiomic feature definition and extraction, we applied open-
source software [28, 34], whereas numerous studies have ap-
plied house-built software, making repeatability nearly impos-
sible [33]. Image preprocessing may alter the extracted values
and may reduce reproducibility across datasets [32, 33].
Currently, no consensus exists regarding variant preprocess-
ing settings [32, 33]. We reduced image manipulation to the
minimum and performed no additional preprocessing. ADC
as a quantitative value requires no normalization [21].
Consistent with Aerts et al, we applied PyRadiomics with
default settings [18]. To reduce variability with regard to
VOI segmentation, we applied the grow from seeds algorithm
within 3D Slicer [27–30]. Parmar et al. demonstrated that UA
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Fig. 5 Radiomic features and the clinical assessment categories reveal
significant differences in clinically significant versus insignificant
prostate cancer. Two-dimensional principal component analysis of all
radiomic features of the index lesions shows random distribution of sig-
nificant (red) and insignificant (green) prostate cancer (PCa, a). In b, the
contingency table of the Prostate Imaging Reporting and Data System
(PI-RADS) categories related to clinically significant (GrG ≥ 3) and in-
significant (GrG ≤ 2) PCa is shown. Box-Whisker plots for the top four
radiomic features to differentiate clinically significant PCa are shown (c,
SVR, surface to volume ratio; d, JE, joint entropy; e, LA, least axis; f,

max3D, maximum 3D diameter). g The color map on correlation of
max3D, SVR, LA, JE, and PI-RADS, starting at green for negative
(− 1) correlation and moving to red as the correlation approaches 1.
Detailed data of the multivariate correlation is depicted in Table 3.
Statistical analysis was performed using two-tailed Student’s t test (c–f),
likelihood ratio/Pearson test (b), or multivariate measurements of corre-
lations (g). In c–g, the index lesions with PI-RADS = 3 (n = 8) were
excluded. Clinically significant PCa was defined as GrG ≥ 3, with
GrG ≤ 2 being considered as clinically insignificant PCa

Table 3 Matrix of correlations of the features used for classifier
building

max3D SVR LA JE PI

max3D 1.000 − 0.778 0.930 0.812 0.339

SVR − 0.778 1.000 − 0.726 − 0.824 − 0.467
LA 0.930 − 0.726 1.000 0.740 0.334

JE 0.812 − 0.824 0.740 1.000 0.416

PI 0.339 − 0.467 0.334 0.416 1.000

Multivariate measurements of correlations of the selected radiomic fea-
tures and the clinical assessment category PI-RADS (Prostate Imaging
Reporting and Data System) used for the generation of the prediction
models. max3D, maximum 3D diameter; SVR, surface to volume ratio;
LA, least axis; JE, joint entropy; PI, PI-RADS

6765Eur Radiol (2020) 30:6757–6769



Wilcoxon test–based feature selection with RF had the highest
performance and data stability of radiomic applications [19].

Therefore, we performed UA feature selection by the
Wilcoxon method and further applied multivariate
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Fig. 6 The addition of radiomic features to the clinical routine assessment
categories using different machine learning algorithms has highly
variable effect on the discriminative accuracy to predict significant
versus insignificant PCa. Analysis of prediction performance for
clinically significant prostate cancer (PCa) using 15 variant feature sub-
sets with 3 different machine learning algorithms. The subsets were based
on PI-RADS (PI) and the top four quantitative imaging features surface to
volume ratio (SVR), joint entropy (JE), least axis (LA), or maximum 3D
diameter (max3D). The prediction models were built using support vector
machine (SVM, a, d), neural network (NN, b, e), or random forest (RF, c,
f) algorithms. a–c The Box-Whisker plots with 5–95% percentile for each
machine learning algorithm obtained by 100-fold cross-validation exper-
iments as depicted in detail in the “Materials and methods” section using
the respective area under the receiver operator characteristics (ROC)
curve to predict significant PCa. Asterisks relate to the analysis of PI

against the respective subset as indicated (a–c). Significant differences
to PI are depicted using two-tailed, unpaired Student’s t test (a–c). The
respective images of the 100-fold cross-validated (colors) ROC curve
analyses with the mean ROC curve (blue) are shown for each prediction
model for PI and its combination with SVR, LA, or max3D (e, f). The
adjacent gray area depicts ± one standard deviation (e, f). Shown are the
results of the validation cohort with 30% holdback proportion, drawn at
random. Patients with PI-RADS = 3 (n = 8) were excluded due to
training/validation redundancy, to avoid overfitting and bias as the re-
spective lesions were always insignificant PCa in the studied cohort
(Fig. 5b). SVMwas adapted for rbf-Kernel, C = 1 with probability = true.
The NN consisted of 1 layer and 3 hidden nodes, maximum iteration of
100, logistic activator, and the lbfgs solver. For RF analysis, 20 estimators
with random_state = 0 were specified
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measurement of correlation to handle collinearity [46]. We
tested and compared variant machine learning algorithms as
the choice of classification method is known to be of major
importance regarding performance variation [19, 20].
Consistent with Parmar et al., our best working model was
found using RF classification method [19].

Our study has limitations that warrant discussion. We
examined retrospective data with subsequent patient en-
rollment; a selection bias cannot be ruled out. We
employed tissue specimens, which were obtained using
three variant techniques: RPX, US-/MRI-fusion biopsy,
and MRI-guided biopsy with biopsy techniques may in-
herit sampling bias [4, 5, 7]. We did not include can-
cers of the transition zone. We applied clinical routine
protocols and an analysis of more homogeneous data
would have been preferable. Around 40% of the pa-
tients had prostatic tissue changes due to prior biopsy.
Not biopsy-naïve patients may not be regarded to be
outliers but an issue of clinical routine. We did include
those patients to reduce the selection bias. With 73 pa-
tients, our study population was limited and a larger
cohort might improve the significance of statistical anal-
ysis. In our cohort, all patients with PI-RADS lesions
equaling three (n = 8) were found to have clinically in-
significant PCa. Since these patients would bias the pre-
dictive models, they were excluded in the machine
learning analyses, though this might limit the generaliz-
ability of the obtained results. By restricting patient in-
clusion to examinations from the same 3-T scanner, we
ruled out an interscanner variability. Nevertheless,
intrascanner variability might have altered our results
as shown in a phantom study by Baeßler et al. [45].
The fact that our predictive subsets of PI-RADS with
only one radiomic feature showed better performance
compared with two features may be explained by the
observation that increased dimensionality may lead to
reduced discriminative power [3]. We have limited the
analysis to three machine learning algorithms and can-
not exclude that an unapplied algorithm might have
shown variant results. We performed annotation of in-
dex lesions with supervision of board-certified radiolo-
gists (T.J.V., B.B.) as well as in direct correlation with
an uropathologist (J.K.) and the pathology reports.
Nevertheless, even targeted biopsies and RPX specimen
have a residual uncertainty [4, 47].

In conclusion, our study underlines the potential of ADC-
derived radiomic features of prostate mpMRI examinations to
aid in the stratification of prostate cancer lesions according to
their clinical significance. We emphasized the need to be cau-
tious prior to applying computer-aided diagnostics as the pre-
dictive performance highly depends on feature and machine
learning algorithm selection at worst even reducing clinical
assessment performance. Non-invasive prediction models

may have the potential to be part of decision support tools to
aid clinicians in the selection of an adequate therapy, but we
need to be cautious before translation into clinical routine.

Acknowledgments T.J.V., P.J.W., and S.B. would like to thank the
Frankfurt Cancer Institute/German Cancer Consortium for the support
and funding as part of the Discovery & Development Project 2019.

Funding information Open Access funding provided by Projekt DEAL.
This work was supported in part by the LOEWECenter Frankfurt Cancer
Institute (FCI) funded by the Hessen State Ministry for Higher Education,
Research and the Arts (III L 5 - 519/03/03.001 - (0015)).

Compliance with ethical standards

Guarantor The scientific guarantor of this publication is Thomas J.
Vogl.

Conflict of interest Moritz H. Albrecht received speaker fees from
Siemens and Bracco. Ibrahim Yel received speaker fees from Siemens.
The remaining authors of this manuscript declare no relationships with
any companies whose products or services may be related to the subject
matter of the article.

Statistics and biometry Dr. Jörg Ackermann, Yauheniya Zhdanovich,
Dr. Claudia Döring, and Prof. Dr. Ina Koch provided statistical advice for
this manuscript.

Informed consent Written informed consent was waived by the
Institutional Review Board.

Ethical approval Institutional Review Board approval was obtained.

Methodology
• retrospective
• experimental
• performed at one institution

Open Access This article is licensed under a Creative Commons
Attribution 4.0 International License, which permits use, sharing,
adaptation, distribution and reproduction in any medium or format, as
long as you give appropriate credit to the original author(s) and the
source, provide a link to the Creative Commons licence, and indicate if
changes weremade. The images or other third party material in this article
are included in the article's Creative Commons licence, unless indicated
otherwise in a credit line to the material. If material is not included in the
article's Creative Commons licence and your intended use is not
permitted by statutory regulation or exceeds the permitted use, you will
need to obtain permission directly from the copyright holder. To view a
copy of this licence, visit http://creativecommons.org/licenses/by/4.0/.

References

1. Mottet N, Van Den Bergh R, Briers E, et al (2019) EAU guidelines
on prostate cancer. Edn Present EAU Annu Congr Barcelona 2019
ISBN 978-94-92671-04-2 EAU Guidel Off Arnhem, Netherlands.
Available via http://uroweb.org/guidelines/compilations-of-all-
guidelines/Accessed 02 Jan 2020

6767Eur Radiol (2020) 30:6757–6769

https://doi.org/
http://uroweb.org/guidelines/compilationsflluidelines/
http://uroweb.org/guidelines/compilationsflluidelines/


2. Ferlay J, Soerjomataram I, Dikshit R et al (2015) Cancer incidence
and mortality worldwide: sources, methods and major patterns in
GLOBOCAN 2012. Int J Cancer 136:E359–E386

3. Sun Y, Reynolds HM, Parameswaran B et al (2019)
Multiparametric MRI and radiomics in prostate cancer: a review.
Australas Phys Eng Sci Med 42:3–25

4. Moore CM, Robertson NL, Arsanious N et al (2013) Image-guided
prostate biopsy using magnetic resonance imaging-derived targets:
a systematic review. Eur Urol 63:125–140

5. Siddiqui MM, Rais-Bahrami S, Turkbey B et al (2015) Comparison
of MR/ultrasound fusion-guided biopsy with ultrasound-guided bi-
opsy for the diagnosis of prostate cancer. JAMA 313:390–397

6. Kristiansen G (2012) Diagnostic and prognostic molecular bio-
markers for prostate cancer. Histopathology 60:125–141

7. Guo T, Li L, Zhong Q, et al (2018) Multi-region proteome analysis
quantifies spatial heterogeneity of prostate tissue biomarkers. Life
Sci Alliance. https://doi.org/10.26508/lsa.201800042

8. Stewart GD, VanNeste L, Delvenne P et al (2013) Clinical utility of
an epigenetic assay to detect occult prostate cancer in histopatho-
logically negative biopsies: results of the MATLOC study. J Urol
189:1110–1116

9. Lambin P, Rios-Velazquez E, Leijenaar R et al (2012) Radiomics:
extracting more information from medical images using advanced
feature analysis. Eur J Cancer 48:441–446

10. Wirth M, Berges R, Fröhner M, et al (2012) Interdisziplinäre
Leitlinie der Qualität S3 zur Früherkennung, Diagnose und
Therapie der verschiedenen Stadien des Prostatakarzinoms.
Lei t l in ienprogr Onkol der Arbei tsgemeinschaf t der
Wissenschaftlichen Medizinischen Fachgesellschaften eV
(AWMF), Dtsch Krebsgesellschaft eV und Dtsch Krebshilfe
(DKH) Version 5. https://doi.org/10.1055/s-0032-1313080

11. Matoso A, Epstein JI (2019) Defining clinically significant prostate
cancer on the basis of pathological findings. Histopathology 74:
135–145

12. Epstein JI, Egevad L, AminMB et al (2016) The 2014 international
society of urological pathology (ISUP) consensus conference on
Gleason grading of prostatic carcinoma definition of grading pat-
terns and proposal for a new grading system. Am J Surg Pathol 40:
244–252

13. Evans AJ (2018) Treatment effects in prostate cancer. Mod Pathol
31:110–121

14. Schröder FH, Hugosson J, Roobol MJ et al (2014) Screening and
prostate cancer mortality: results of the European Randomised
Study of Screening for Prostate Cancer (ERSPC) at 13 years of
follow-up. Lancet 384:2027–2035

15. Barentsz JO, Weinreb JC, Verma S et al (2016) Synopsis of the PI-
RADS v2 guidelines for multiparametric prostate magnetic reso-
nance imaging and recommendations for use. Eur Urol 69:41–49

16. Muller BG, Shih JH, Sankineni S et al (2015) Prostate cancer:
interobserver agreement and accuracy with the revised prostate im-
aging reporting and data system at multiparametric MR imaging.
Radiology 277:741–750

17. Gillies RJ, Kinahan PE, Hricak H (2016) Radiomics: images are
more than pictures, they are data. Radiology 278:563–577

18. Aerts HJWL, Velazquez ER, Leijenaar RTH et al (2014) Decoding
tumour phenotype by noninvasive imaging using a quantitative
radiomics approach. Nat Commun 5:4006. https://doi.org/10.
1038/ncomms5006

19. Parmar C, Grossmann P, Bussink J, Lambin P, Aerts HJWL (2015)
Machine learning methods for quantitative radiomic biomarkers.
Sci Rep 5:13087. https://doi.org/10.1038/srep13087

20. Park JE, Park SY, Kim HJ, Kim HS (2019) Reproducibility and
generalizability in radiomics modeling: possible strategies in radio-
logic and statistical perspectives. Korean J Radiol 20:1124–1137

21. Bonekamp D, Kohl S, Wiesenfarth M et al (2018) Radiomic ma-
chine learning for characterization of prostate lesions with MRI:
comparison to ADC values. Radiology 289:128–137

22. Nketiah G, Elschot M, Kim E et al (2017) T2-weighted MRI-de-
rived textural features reflect prostate cancer aggressiveness: pre-
liminary results. Eur Radiol 27:3050–3059

23. Cuocolo R, CipulloMB, Stanzione A et al (2019)Machine learning
applications in prostate cancer magnetic resonance imaging. Eur
Radiol Exp 3:35. https://doi.org/10.1186/s41747-019-0109-2

24. Varghese B, Chen F, Hwang D et al (2019) Objective risk stratifi-
cation of prostate cancer using machine learning and radiomics
applied to multiparametric magnetic resonance images. Sci Rep 9:
11570. https://doi.org/10.1038/s41598-018-38381-x

25. Yuan Y, Qin W, Buyyounouski M et al (2019) Prostate cancer
classification with multiparametric MRI transfer learning model.
Med Phys 46:756–765

26. Bleker J, Kwee TC, Dierckx RAJO, de Jon IJ, Huisman H, Yakar D
(2019) Multiparametric MRI and auto-fixed volume of interest-
based radiomics signature for clinically significant peripheral zone
prostate cancer. Eur Radiol. https://doi.org/10.1007/s00330-019-
06488-y

27. Kumar V, Gu Y, Basu S et al (2012) Radiomics: the process and the
challenges. Magn Reson Imaging 30:1234–1248

28. Fedorov A, Beichel R, Kalphaty-Cramer J et al (2012) 3D slicers as
an image computing platform for the quantitative imaging network.
Magn Reson Imaging 30:1323–1341

29. Velazquez ER, Parmar C, JermoumiM et al (2013) Volumetric CT-
based segmentation of NSCLC using 3D-slicer. Sci Rep 3:3529.
https://doi.org/10.1038/srep03529

30. Parmar C, Velazquez ER, Leijenaar R et al (2014) Robust
radiomics feature quantification using semiautomatic volumetric
segmentation. PLoS One. https://doi.org/10.1371/journal.pone.
0102107

31. Zwanenburg A, Leger S, Vallières M, Löck S (2016) Image bio-
marker standardisation initiative. arXiv preprint arXiv:1612.07003

32. Schwier M, van Griethuysen J, Vangel MG et al (2019)
Repeatability of multiparametric prostate MRI radiomics features.
Sci Rep 9:9441. https://doi.org/10.1038/s41598-019-45766-z

33. Traverso A, Wee L, Dekker A, Gillies R (2018) Repeatability and
reproducibility of radiomic features: a systematic review. Int J
Radiat Oncol Biol Phys 102:1143–1158

34. Van Griethuysen JJM, Fedorov A, Parmar C et al (2017)
Computational radiomics system to decode the radiographic phe-
notype. Cancer Res 77:e104–e107. https://doi.org/10.1158/0008-
5472.CAN-17-0339

35. Wang J, Wu CJ, Bao ML, Zhang J, Wang XN, Zhang YD (2017)
Machine learning-based analysis of MR radiomics can help to im-
prove the diagnostic performance of PI-RADS v2 in clinically rel-
evant prostate cancer. Eur Radiol 27:4082–4090

36. Baumann K (2003) Cross-validation as the objective function for
variable-selection techniques. TrAC Trends Anal Chem 22:395–
406

37. Wild PJ, Fuchs T, Stoehr R et al (2009) Detection of urothelial
bladder cancer cells in voided urine can be improved by a combi-
nation of cytology and standardized microsatellite analysis. Cancer
Epidemiol Biomarkers Prev 18:1798–1806

38. Pedregosa F, Varoquaux G, Gramfort A et al (2011) Scikit-learn:
machine learning in python. J Mach Learn Res 12:2825–2830

39. Al Nemer AM, Elsharkawy T, Elshawarby M et al (2017) The
updated grading system of prostate carcinoma: an inter-observer
agreement study among general pathologists in an academic prac-
tice. APMIS 125:957–961

40. Wibmer A, Hricak H, Gondo T et al (2016) Haralick texture anal-
ysis of prostate MRI: utility for differentiating non-cancerous pros-
tate from prostate cancer and differentiating prostate cancers with
different Gleason scores. Eur Radiol 25:2840–2850

6768 Eur Radiol (2020) 30:6757–6769

https://doi.org/10.26508/lsa.201800042
https://doi.org/10.1055/s-0032-1313080
https://doi.org/10.1038/ncomms5006
https://doi.org/10.1038/ncomms5006
https://doi.org/10.1038/srep13087
https://doi.org/10.1186/s41747-019-0109-2
https://doi.org/10.1038/s41598-018-38381-x
https://doi.org/10.1007/s00330-019-06488-y
https://doi.org/10.1007/s00330-019-06488-y
https://doi.org/10.1038/srep03529
https://doi.org/10.1371/journal.pone.0102107
https://doi.org/10.1371/journal.pone.0102107
https://doi.org/10.1038/s41598-019-45766-z
https://doi.org/10.1158/0008-5472.CAN-17-0339
https://doi.org/10.1158/0008-5472.CAN-17-0339


41. Stoyanova R, Takhar M, Tschudi Y et al (2017) Prostate cancer
radiomics and the promise of radiogenomics. Transl Cancer Res 5:
432–447

42. Turkbey B, Shah VP, Pang Y et al (2011) Is apparent diffusion
coefficient associated with clinical risk scores for prostate cancers
that are visible on 3-T MR images? Radiology 258:488–495

43. Kwak JT, Sankineni S, Xu S et al (2016) Correlation of magnetic
resonance imaging with digital histopathology in prostate. Int J
Comput Assist Radiol Surg 11:657–666

44. Fehr D, Veeraraghavan H, Wibmer A et al (2015) Automatic clas-
sification of prostate cancer Gleason scores from multiparametric
magnetic resonance images. Proc Natl Acad Sci U S A 112:E6265–
E6273. https://doi.org/10.1073/pnas.1505935112

45. Baeßler B, Weiss K, Dos Santos DP (2019) Robustness and repro-
ducibility of radiomics in magnetic resonance imaging: a phantom
study. Invest Radiol 54:221–228

46. WelchML,McIntosh C, Haibe-Kains B et al (2019) Vulnerabilities
of radiomic signature development: the need for safeguards.
Radiother Oncol 130:2–9. https://doi.org/10.1016/j.radonc.2018.
10.027

47. Orczyk C, Taneja SS, Rusinek H, Rosenkranz AB (2014)
Assessment of change in prostate volume and shape following
surgical resection through co-registration of in vivo MRI and fresh
specimen ex vivo MRI. Clin Radiol 69:e398–e403. https://doi.org/
10.1016/j.physbeh.2017.03.040

Publisher’s note Springer Nature remains neutral with regard to jurisdic-
tional claims in published maps and institutional affiliations.

6769Eur Radiol (2020) 30:6757–6769

https://doi.org/10.1073/pnas.1505935112
https://doi.org/10.1016/j.radonc.2018.10.027
https://doi.org/10.1016/j.radonc.2018.10.027
https://doi.org/10.1016/j.physbeh.2017.03.040
https://doi.org/10.1016/j.physbeh.2017.03.040

	Comparison...
	Abstract
	Abstract
	Abstract
	Abstract
	Abstract
	Abstract
	Introduction
	Materials and methods
	Patient population
	MR imaging acquisition and examination
	MRI segmentation
	Feature extraction
	Tissue specimen and MRI concordance
	Evaluation approach

	Results
	Radiomic features differ in benign versus malignant prostate tissue
	Clinically significant PCa lesions of high-risk patients revealed differences in radiomic features
	The prediction performance of clinically significant PCa lesions depends on the selected feature subset and machine learning algorithm

	Discussion
	References


