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Abstract

Background: The histopathological differentiation of renal neoplasms can be challenging via imaging.
Objectives: To evaluate differences in histogram parameters on apparent diffusion coefficient (ADC) maps and to investigate the
efficacy of histogram analysis in differentiation of oncocytomas from malignant renal neoplasm (MRN) subgroups.
Patients and Methods: In this cross-sectional, retrospective study, the texture parameters of diffusion-weighted magnetic reso-
nance images (DW-MRI) were evaluated in 65 patients with renal tumors (nine cases of oncocytoma and 59 cases of MRN) for a
histological analysis.
Results: A total of 68 lesions from 50 male and 15 female patients, with a median age of 55.4 years, were examined in this study.
There were significant differences in the mean, median, and peak ADC values, as well as ADC percentiles, between the oncocytoma
and MRN subgroups. Regarding the histopathological features of the lesions, 9 (11.5%) cases of oncocytomas, 23 (29.5%) cases of clear
cell renal carcinoma (ccRCC), 14 (17.9%) cases of papillary renal cell carcinoma (pRCC), 12 (15.4%) cases of chromophobe renal cell
carcinoma (chRCC), and 10 (12.8%) other tumors (including four cases of transitional cell carcinoma, four cases of non-Hodgkin’s
lymphoma, and two cases of primitive neuroectodermal tumor) were identified. Significant differences were found in the mean
and median ADC values between the oncocytoma, pRCC, chRCC, and other MRN subgroups. Moreover, significant differences were
found in the mean and median ADC values between the ccRCC, pRCC, and chRCC subgroups. There were also significant differences
in the percentiles of mean and median ADCs between oncocytomas and pRCC, chRCC, and other MRN subgroups. However, there
were no significant differences in the mean and median ADCs (including the percentile histogram analysis) or the peak ADC between
the oncocytoma and ccRCC groups. The mean, median, and percentile of ADC for renal masses were superior to kurtosis, skewness,
and entropy.
Conclusion: Although differentiation between ccRCC and oncocytoma was not possible by only measuring the mean, median, and
peak ADC values, the histogram analysis of ADCs may improve differentiation between the MRN subgroups. Clearly, ADC cannot be
used to differentiate between oncocytomas and MRNs.
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1. Background

The incidence of renal neoplasms is 2 - 3% of all cancers.
The most common renal tumors include oncocytomas, an-
giomyolipoma (AML), clear cell carcinoma, papillary carci-
noma, chromophobe renal cell carcinoma (chRCC), non-
Hodgkin’s lymphoma (NHL), and transitional cell cancer
(TCC) (1). The histopathological differentiation of renal
neoplasms can be challenging by using imaging modali-
ties. Ultrasonography (USG) and computed tomography

(CT) scan are commonly used diagnostic modalities to de-
tect AML lesions with a high fat content. Besides, magnetic
resonance imaging (MRI) is particularly useful for distin-
guishing AML lesions with low lipid content (2, 3).

On the other hand, renal oncocytomas do not have
characteristic features on CT, USG, intravenous urography,
or MRI. Also, the efficacy of fine-needle aspiration in the
diagnosis of oncocytomas is controversial and restricted,
because there may be no characteristic features to dis-
tinguish oncocytomas from renal cell carcinomas (RCCs)
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(4). Therefore, it is important to distinguish renal oncocy-
tomas from RCCs to prevent unnecessary surgical interven-
tions. Commonly, a visual or qualitative evaluation of tu-
mor contrast enhancement is performed using CT and MRI
for differentiation of tumor subtypes. It is known that con-
trast enhancement of clear cell renal carcinoma (ccRCC) is
more extensive than papillary renal cell carcinomas.

Nevertheless, contrast enhancement and region of
interest (ROI) methods have restrictions, including in-
terobserver variability in ROI placement, misregistration
between pre- and post-contrast images, and ROI place-
ment difficulties in pre-contrast images for T1-isointense
intrarenal tumors. However, the combined use of these
two methods has shown high accuracy in differentiating
ccRCC from papillary renal cell carcinoma (pRCC). There
are several restrictions, including interobserver variability
in ROI placement, misregistration between pre- and post-
contrast acquisitions, and difficult ROI placement in an un-
enhanced image for a T1-isointence intrarenal tumor (5).

Image heterogeneity is a common problem, and judge-
ment by a single radiologist is likely to be subjective. How-
ever, these shortcomings can be overcome by using texture
features in a quantitative computer-aided analysis. Kur-
tosis and skewness, as first-order histogram distribution
parameters, represent tumor heterogeneity. Second-order
texture parameters, including co-occurrence matrix mea-
sures, represent the distribution of co-occurring gray-scale
values. Recently, texture analysis has been used for some
organs, including the breasts, brain, and prostate, to dif-
ferentiate benign lesions from malignant lesions (6-9).

The apparent diffusion coefficient (ADC) provides in-
formation on the free motion of water molecules. It in-
volves different features, such as microcirculation, blood
viscosity, cellularity, and cell membrane integrity. A de-
creased ADC value refers to restricted diffusion, which
is observed in malignant tumors (10-12). Both diffusion-
weighted imaging (DWI) with quantitative ADC measure-
ment and contrast-enhanced MRI have shown high efficacy
in differentiating RCC subtypes and other tumors involv-
ing the kidneys, such as oncocytomas, TCC, and NHL.

2. Objectives

This study aimed to examine differences in histogram
parameters on ADC maps and to investigate their applica-
bility in differentiating oncocytomas from malignant re-
nal neoplasms (MRNs).

3. Patients and Methods

This cross-sectional study was approved by our institu-
tional review board (Project No.: KA15/199). The records of

urology, radiology, and pathology departments were retro-
spectively reviewed between January 2014 and December
2019. A total of 75 patients with preoperative abdominal
DW-MRI were included in this study. None of the patients
received any treatments before surgery.

The pathological diagnosis of the lesions was as fol-
lows: 9 (11.5%) cases of oncocytomas, 23 (29.5%) cases of
ccRCC, 14 (17.9%) cases of pRCC, 12 (15.4%) cases of chRCC,
and 10 (12.8%) other tumors (four cases of TCC, four cases of
NHL, and two cases of primitive neuroectodermal tumor
[PNET]). Eight lesions, which were identified as cystic RCC
tumors with extensive cystic necrotic areas (> 50% of tu-
mors), and two lesions, which were identified as lipid-poor
AMLs, were excluded from the analysis. Finally, 68 lesions
were evaluated in this study.

3.1. MRI Technique

All patients were evaluated via renal MRI, using a 1.5
T torso phased array coil (Avanto, Siemens, Germany).
The MRI protocol included coronal and transverse half-
Fourier acquisition single-shot turbo spin echo (HASTE)
images, transverse in- and opposed-phase gradient-echo
T1-weighted images, and dynamic 3D fat-suppressed
gradient-echo T1-weighted images before and after the
intravenous administration of gadoteric acid at a single
dose of 0.1 mmol/kg (Dotarem, Guerbet, France). Trans-
verse DW-MRI was performed with b-values of 0, 200, 600,
and 1000 s/mm2, and fat-suppressed single-shot echo-
planar imaging was performed with three-directional
motion-probing gradients.

The DWI sequence parameters were as follows: repeti-
tion time (TR), 4600 - 4800 ms; echo time (TE), 80 - 90 ms;
number of excitations (NEX), 4; parallel imaging factor, 2;
section thickness, 4 mm; matrix size, 192 × 128; and field
of view (FOV), 377 mm. The acquisition time changed de-
pending on the patient’s respiratory cycle in respiratory-
triggered DWI. The mean acquisition time was 140 seconds.
The ADC maps were plotted automatically on a Leonardo
workstation (Siemens Healthineers, Germany), together
with the b-values.

3.2. Image Texture Analysis

MATLAB® technical computing software (MathWorks,
Inc., Natick, Massachusetts, USA) was used for the quan-
titative analysis of ADC maps. The tumor types were not
known prior to the analyses. In the evaluation phase of
lesions on the ADC maps, ROI was drawn right inside the
outer margin of the lesion to avoid partial volume errors,
and then, the volume of interest (VOI) was measured for
the lesion. The superior and inferior slices of the lesion
were removed to eliminate the effect of average volume.
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For the VOI of each lesion, an in-house software was
used to quantify the mean ADC values. Skewness and kur-
tosis were also computed from the histogram, with a bin
width of × 10-5 mm2/s for the VOI of each lesion. The VOI
placement for the lesions and the texture parameters were
also evaluated using MATLAB® 7.13 (R2011b, MathWorks,
Inc., Natick, Massachusetts, USA); the examination took 5
- 7 minutes per lesion. An example of VOI placement is pre-
sented in Figure 1.

The ADC histograms were plotted on the x-axis with a
bin size of 1 × 106 mm/sec, and the percentage of the to-
tal lesion volume was calculated by dividing the frequency
in each bin by the total number of voxels on the y-axis. A
cumulative analysis was also performed with the ADC his-
tograms, where the cumulative number of observations in
all bins, up to the specified bin, was mapped onto the y-axis
(expressed as percentage) (6).

3.3. Statistical Analysis

Statistical analysis was performed in SPSS version 17.0
(SPSS Inc., Chicago, IL, USA). If continuous variables had a
normal distribution, they were described as mean ± stan-
dard deviation (P > 0.05 in Kolmogorov-Smirnov test or
Shapiro-Wilk; n < 30); otherwise, if continuous variables
were not normally distributed, they were described as me-
dian values. Comparisons between the groups were per-
formed using Student’s t-test or one-way analysis of vari-
ance (ANOVA) for normally distributed variables, while
Mann-Whitney U test or Kruskal-Wallis test was used for
variables without a normal distribution. A receiver oper-
ating characteristic (ROC) curve analysis was performed,
and the area under the curve (AUC), as well as sensitivity
(sens) and specificity (spec) were calculated. P-values less
than 0.05 were considered statistically significant.

4. Results

This study was conducted on 50 male and 15 female pa-
tients. The median age of the cohort was 55.4 years (range:
41 - 69 years). The mean size of oncocytomas and MRNs was
5.15 ± 3.33 and 5.04 ± 3.85 cm, respectively. Table 1 sum-
marizes the quantitative first-order texture features on the
ADC maps. The mean ADCs of oncocytomas were signifi-
cantly different from those of MRNs (1.808 × 10-3 ± 0.44 ×
10-3 mm2/s vs. 1.319× 10-3 ±0.35× 10-3 mm2/s; P = 0.001). Be-
sides, there were significant differences in the median and
peak ADC values of the ADC histogram between the onco-
cytomas and MRNs (Table 1).

The cutoff values for the mean and median ADCs for dif-
ferentiation of oncocytomas from MRNs were 1.466 × 10-3

and 1.431× 10-3 mm2/s, respectively. The cutoff value for the

mean ADC showed a sensitivity of 75% and a specificity of
70%. Also, the cutoff value for the median ADC showed a
sensitivity of 73% and a specificity of 67%. The AUC for the
mean and median ADCs was 0.826 and 0.821, respectively.
The 5th, 10th, 20th, 30th, 40th, 50th, 60th, 70th, 80th, 90th,
and 95th percentiles of the mean and median ADCs also
showed significant differences between the oncocytomas
and MRNs (P < 0.05).

Table 2 presents a comparison of kurtosis, skewness,
and entropy with the mean and median ADC values for dif-
ferent tumor types on ADC images. The kurtosis was lower
in oncocytomas compared to MRNs on ADC images (7.77±
1.59 vs. 9.22 ± 3.9), although the difference was not signifi-
cant (P = 0.47). There was no significant difference in skew-
ness between oncocytomas and MRNs (2.22 ± 0.30 vs. 2.41
± 0.67; P = 0.47). Entropy was also similar between the on-
cocytomas and MRN subgroups (4.95±0.31 vs. 4.79±0.54;
P = 0.42).

There were no significant differences in the mean and
median ADC values of oncocytomas and ccRCC (P = 0.176
and P = 0.190, respectively) (Table 3). However, the mean
and median ADC values of oncocytomas differed signifi-
cantly from those of pRCC, chRCC, and other tumors. Be-
sides, significant differences were found in the mean and
median ADC values of ccRCC with pRCC, chRCC, and other
tumor subgroups (P < 0.05). Nevertheless, there was no
significant difference in the peak ADC values between the
oncocytomas and ccRCC (P > 0.05). Conversely, signifi-
cant differences were found in the peak ADC values be-
tween the oncocytomas and pRCC, chRCC, and other tu-
mors (P < 0.05). Also, the peak ADC was significantly dif-
ferent between the ccRCC, pRCC, chRCC, and other tumors
(P < 0.05).

Comparison of the 5th, 10th, 20th, 30th, 40th, 50th,
60th, 70th, 80th, 90th, and 95th percentiles of the mean
and median ADC values showed significant differences be-
tween the oncocytomas and pRCC, chRCC, and other tu-
mors (P < 0.05). However, there was no significant dif-
ference between ccRCC and oncocytomas. Based on the
results, there were significant differences between the
ccRCC, pRCC, chRCC, and other tumor subtypes when the
5th, 10th, 20th, 30th, 40th, 50th, 60th, 70th, and 80th
percentiles of the mean ADCs were compared (P < 0.05).
However, there were no significant differences in the 90th
and 95th percentiles of the mean ADC values between the
ccRCC and other tumor types.

Moreover, the present results showed significant dif-
ferences in the 5th, 10th, 20th, 30th, 40th, 50th, 60th, 70th,
80th, 90th, and 95th percentiles of the median ADC val-
ues between the ccRCC, pRCC, and chRCC subgroups (P <
0.05). Nevertheless, there was no significant difference in
the kurtosis, skewness, or entropy on the ADC images be-
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Figure 1. Magnetic resonance images of different renal tumors and placement of the region of interest (ROI). A, Clear cell renal cancer (ccRCC); B, Oncocytoma; and C, Primitive
neuroectodermal tumor.

Table 1. Comparison of Apparent Diffusion Coefficient Histogram Analyses Between Oncocytomas and Malignant Renal Neoplasms a

ADC Maps Kurtosis Skewness Entropy Mean ADC Median ADC

Oncocytoma 7.77 ± 1.59 2.22 ± 0.30 4.95 ± 0.31 1.808 ± 0.44 1.811.9 ± 0.44

MRN 9.22 ± 3.9 2.41 ± 0.67 4.79 ± 0.54 1.319 ± 0.35 1.315 ± 0.36

P-value 0.47 0.47 0.42 < 0.001 < 0.001

Abbreviations: ADC, apparent diffusion coefficient; MRNs, malignant renal neoplasms.
a Data are presented as mean ± SD.
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Table 2. Comparison of Apparent Diffusion Coefficient Values and Histogram Analyses Between Renal Neoplasms a

Tumor types Kurtosis Skewness Entropy Mean ADC Median ADC

Oncocytoma 7.71 ± 1.68 2.20 ± 0.30 4.99 ± 0.30 1839.1 ± 462.1 1842.2 ± 462.8

ccRCC 9.00 ± 3.75 2.41 ± 0.58 4.77 ± 0.49 1544.4 ± 391 1549.1 ± 399.9

pRCC 10.06 ± 3.75 2.55 ± 0.63 4.68 ± 0.54 1161.4 ± 260.8 1153.6 ± 255.8

chRCC 8.67 ± 2.70 2.40 ± 0.45 4.83 ± 0.39 1160.0 ± 231.2 1148.1 ± 232.2

Other MRNs 9.14 ± 6.03 2.25 ± 1.06 4.94 ± 0.80 1237.0 ± 224.1 1228.5 ± 238.0

Abbreviations: ADC, apparent diffusion coefficient; ccRCC, clear cell renal cell cancer; pRCC, papillary renal cell cancer; chRCC, chromophobe renal cell cancer; MRNs,
malignant renal neoplasms.
a Data are presented as mean ± SD.

Table 3. P-Values for the Comparison of Mean and Median Apparent Diffusion Coefficient Values Between Oncocytomas and Clear Cell Renal Cell Cancer (ccRCC)

ccRCC pRCC chRCC Oncocytoma Other MRNs

Oncocytoma, mean ADC 0.176 < 0.001 < 0.001 N/A 0.002

Oncocytoma, median ADC 0.19 < 0.001 < 0.001 N/A 0.002

ccRCC, mean ADC N/A 0.010 0.016 0.176 0.119

ccRCC, median ADC N/A 0.008 0.016 0.190 0.102

Abbreviations: ADC, apparent diffusion coefficient; ccRCC, clear cell renal cell cancer; pRCC, papillary renal cell cancer; chRCC, chromophobe renal cell cancer; MRNs,
malignant renal neoplasms.

tween the tumor subgroups (oncocytoma, ccRCC, pRCC,
chRCC, and other tumors).

5. Discussion

There are many challenges in the assessment and dif-
ferentiation of renal neoplasms (except angiomyolipo-
mas) using imaging modalities. In recent years, texture
analysis in CT scan and MRI has been utilized for the assess-
ment of different tumor types, including the brain, neck,
breast, renal, cervix, prostate, and rectal tumors, as well as
the assessment of treatment response. Besides, this type
of analysis has been used to differentiate ccRCC from pRCC
and to assess the RCC stage (7-12).

DWI has been used to distinguish benign renal lesions
from malignant ones. The heterogeneity of vascular and
tissue diffusion components may cause ADC heterogene-
ity. There are several studies on the use of ADC values to
distinguish benign lesions from malignant ones. Lower
ADC values have been reported in malignant lesions and in-
fections, compared to normal renal tissues and benign le-
sions. However, the use of ADC values is restricted, because
it is associated with the selected b-values that vary across
institutions and protocols.

The analysis of skewness and kurtosis in ADC his-
tograms may describe changes in the tumor microenviron-
ment that are masked in the mean ADC analysis (13-17). In
our study, the kurtosis, skewness, and entropy in the ADC
histogram analysis were not useful for differentiation of

oncocytomas from MRNs. However, there was a significant
difference in the mean and median ADC values between
the oncocytomas and MRNs. Overall, there are a few re-
ports on the use of ADC values to differentiate the RCC sub-
types. Some studies have reported the use of ADC to dif-
ferentiate the RCC subtypes. It has been shown that ccRCC
has a significantly higher ADC compared to other subtypes,
whereas a lower ADC has been reported for pRCC. In some
reports, ADC was found to be significantly lower in high-
grade tumors (III and IV) compared to low-grade clear cell
tumors (I and II) in both 1.5 and 3 T MRI systems. However,
the routine use of ADC is limited because of institutional
differences in diffusion techniques (18, 19).

In the present study, the mean and median ADC values
of oncocytomas and ccRCC were similar; therefore, they
could not be used for differentiation. The ADC values of on-
cocytomas, followed by ccRCC, were the highest, whereas
the ADC values of pRCC, chRCC, and other renal tumors
were the lowest; consequently, we did not differentiate
these tumors based on the ADC values. The present study
revealed that the ADC values were similar for oncocytomas
and ccRCC, which is in line with previous studies reporting
difficulties in distinguishing these two tumor subtypes via
other imaging methods (20-22).

Cornelis et al. reported that oncocytomas can be
differentiated from chRCC and ccRCC using multipara-
metric MRI (100% and 94.2% specificity, respectively).
The multiparametric MRI includes double-echo chemical
shift MRI, dynamic contrast-enhanced T1-weighted MRI,
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T2-weighted MRI, and ADC maps with the corresponding
signal-intensity (SI) index, tumor-to-spleen SI ratio, and
ADC ratio in in-phase and out-phase images (23). However,
in the current study, we could not differentiate oncocy-
tomas from ccRCC. It should be noted that our findings
were based on only DW-MRI, which might have led to the
non-differentiation of oncocytomas from ccRCC.

On the other hand, ccRCC could be differentiated from
pRCC and chRCC, and oncocytomas could be differentiated
from pRCC, chRCC, and other tumors, based on the mean
and median ADC values. Besides, the 5th, 10th, 20th, 30th,
40th, 50th, and 60th percentiles of the ADC histogram al-
lowed for the differentiation of ccRCC from pRCC, chRCC,
and other tumors (P < 0.05), and the 70th, 80th, 90th, and
95th percentiles could differentiate ccRCC from chRCC and
other tumors. Conversely, the latter percentiles could not
be used to differentiate between ccRCC, oncocytoma, and
pRCC.

Kurtosis, skewness, and entropy reflect the tumor het-
erogeneity. They are first-order parameters, related to the
gray-level frequency distribution within the ROI and ob-
tained from the histogram of pixel intensities. Kurtosis
depicts the flatness of the histogram and determines the
probability distribution; skewness measures asymmetry
of the probability distribution; and entropy is a statistical
measure of irregularities in a histogram (24-27). These pa-
rameters have been used to differentiate ccRCC from pRCC
and to assess the RCC stage.

There are studies on the whole-lesion texture analysis
to assess low- and high-grade clear cell RCCs. Lower kur-
tosis and higher skewness on ADC maps have been associ-
ated with high-grade ccRCC (17). In the present study, the
histogram parameters were not evaluated according to the
tumor stage, while the relationship between histogram
parameters and different tumor subtypes was examined.
Overall, kurtosis, skewness, and entropy were not useful
parameters and did not allow differentiation between on-
cocytoma, ccRCC, pRCC, chRCC, and other tumors.

Young et al. showed that relative corticomedullary
signal intensity has high accuracy, sensitivity, and speci-
ficity (90%) in differentiation of ccRCC from oncocytomas
and other RCC subtypes. Multiphasic MRI enhancement
may help differentiate ccRCC from oncocytomas and other
RCC types (28). Another study by Hötker et al. showed
that a quantitative multiparametric evaluation, involving
contrast-enhanced imaging with multiphasic MRI (includ-
ing peak enhancement, upslope, downslope, and AUC) and
chemical-shift indices, was successful in differentiating
ccRCC from other renal tumors (29).

In the present study, ccRCC showed higher ADC val-
ues than chRCC, pRCC, and other tumors; this finding
can help differentiate malignant RCC subtypes. However,

clear cell RCC and oncocytomas showed similar ADC val-
ues; therefore, the efficacy of ADC analysis in differenti-
ating these tumor subtypes decreased. As reported in a
study by Galmiche et al., combined DWI with multipara-
metric MRI, as dynamic, contrast-enhanced, chemical-shift
sequences, may distinguish renal tumor subgroups (30).

There were several limitations to this study. First, it had
a retrospective design. Second, histogram analyses were
not used to distinguish the tumor grade, because most of
the evaluated lesions were grade 2. Third, the number of
benign lesions was limited. In the future, standardization
of quantitative histogram analysis on ADC maps may be
helpful in non-invasive characterization and classification
of renal tumor heterogeneity, especially in large study pop-
ulations.

In conclusion, although differentiation of oncocy-
tomas from ccRCC is not possible by only measuring the
mean, median, and peak ADC values and performing a his-
togram analysis of ADCs, this method can be used effec-
tively to differentiate oncocytomas from MRNs and distin-
guish MRN subgroups. Overall, the mean, median, and all
percentile parameters were superior to kurtosis, skewness,
and entropy parameters in the differentiation of MRNs.
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