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Abstract: Objective: To develop and validate magnetic resonance (MR) imaging-based radiomics
models for high-risk endometrial cancer (EC) prediction preoperatively, to be able to estimate deep
myometrial invasion (DMI) and lymphovascular space invasion (LVSI), and to discriminate between
low-risk and other categories of risk as proposed by ESGO/ESTRO/ESP (European Society of
Gynaecological Oncology—European Society for Radiotherapy & Oncology and European Society
of Pathology) guidelines. Methods: This retrospective study included 96 women with EC who
underwent 1.5-T MR imaging before surgical staging between April 2009 and May 2019 in two
referral centers divided into training (T = 73) and validation cohorts (V = 23). Radiomics features
were extracted using the MODDICOM library with manual delineation of whole-tumor volume on
MR images (axial T2-weighted). Diagnostic performances of radiomic models were evaluated by area
under the receiver operating characteristic (ROC) curve in training (AUCT) and validation (AUCV)
cohorts by using a subset of the most relevant texture features tested individually in univariate
analysis using Wilcoxon-Mann-Whitney. Results: A total of 228 radiomics features were extracted
and ultimately limited to 38 for DMI, 29 for LVSI, and 15 for risk-classes prediction for logistic
radiomic modeling. Whole-tumor radiomic models yielded an AUCT/AUCYV of 0.85/0.68 in DMI
estimation, 0.92/0.81 in LVSI prediction, and 0.84/0.76 for differentiating low-risk vs other risk classes
(intermediate/high-intermediate /high). Conclusion: MRI-based radiomics has great potential in
developing advanced prognostication in EC.

Keywords: radiomics; endometrial cancer; magnetic resonance imaging

1. Introduction

Medical imaging plays an essential role in clinical management of cancer patients to
support diagnosis or to assess a clinical stage. Until recently, the traditional practice of
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radiology was centered largely on subjective visual interpretation by radiologists based
on their training and experience. However, in this emerging era of precision medicine, the
mere description of tumor extent may be insufficient when providing more objective clini-
cally relevant information. Advances in high-throughput computing have facilitated the
development of processes for conversion of biomedical images into robust and validated
biomarkers; this practice is termed “radiomics” [1]. Radiomics is an advanced image anal-
ysis technique that converts diagnostic images into quantitative data, extracting features
from specific regions of interest of selected volumes. These features can be correlated with
clinical or histopathological factors, allowing a noninvasive characterization of tumors and
offering information about underlying tumor heterogeneity and aggressiveness.

Endometrial cancer (EC) is the most common gynecological malignancy in industri-
alized countries and represents the sixth-most diagnosed cancer in women [2]. Conven-
tionally, postoperative clinicopathologic findings such as tumor histology, stage of disease
according to International Federation of Gynecology and Obstetrics (FIGO) [3], grade of
histological differentiation, and lymphovascular space invasion (LVSI) are the key prognos-
tic factors in EC. A risk classification including LVSI was proposed in 2016 [4]. Recently, the
ESGO-ESTRO-ESP (European Society of Gynaecological Oncology—European Society for
Radiotherapy & Oncology and European Society of Pathology) published updated guide-
lines for risk group determination in EC, integrating both clinicopathologic variables and
molecular diagnostics [5], classifying patients into five risk classes (low risk, intermediate
risk, high-intermediate risk, high risk, advanced /metastatic). Different surgical and adju-
vant therapeutic strategies have been recommended for these different risk groups [5-7].
Therefore, the correct placing of EC within this prognostic stratification framework allows
the most appropriate and individualized treatment. Magnetic resonance imaging (MRI) has
a pivotal role in pretreatment assessment of EC, being highly specific in evaluation of deep
myometrial invasion (DMI), cervical stromal involvement, and lymph node metastasis [8].
Recently, radiomic tumor profiling based on MRI has been proposed as a tool for accurate
diagnosis, preoperative risk stratification, or assessment of treatment response in several
cancer types, such as cervical cancers [9-11]. Despite promising performances of this field
in clinical practice, only a few studies have explored MRI-based radiomic tumor features in
endometrioid EC and linked these to an aggressive phenotype [12-14]. Thus, the aim of this
study is to create and validate a radiomics model based on staging MRI in patients affected
by EC for the prediction of DMI and LVSI, which to date represent the most relevant
histopathological prognostic factors in decision-making on adjuvant therapy in early stages
of EC. We also developed and validated a radiomics MRI-based model able to differentiate
low-risk EC from the other ECs, as proposed by the ESGO/ESTRO/ESP evidence-based
guidelines [5].

2. Materials and Methods
2.1. Study Design and Population Selection

This is a two-center retrospective observational study. The Ethical Committee of
reference approved the study. The study population included women diagnosed with EC
and surgically treated at Fondazione Policlinico Universitario “A. Gemelli” IRCCS of Rome,
Italy (Center 1) and at Gemelli Molise Spa, Campobasso, Italy (Center 2) from April 2009
to May 2019. Inclusion criteria were: (i) patients with histological diagnosis of EC and
(ii) patients who had a preoperative staging 1.5-T MRI and availability of digital images in
DICOM format. Exclusion criteria were as follows: (i) uterine carcinosarcomas, atypical
hyperplasia, ambiguous histology (such as synchronous cervical and endometrial cancer)
and (ii) patients without available MR images or with images deemed of insufficient quality
to visualize the endometrial lesion (e.g., artefacts). Patients recruited in Center 1 were
included as the training set, whereas patients enrolled in Center 2 were classified as the
external validation cohort. Patients of Center 1 were retrospectively identified through
specific queries on institutional RedCap databases (electronic data capture tools hosted
at https:/ /redcap-irccs.policlinicogemelli.it/ (accessed on 1 June 2019)), whereas patients
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of Center 2 were retrospectively identified from the database of the local department of
gynecological oncology. Preoperative staging pelvic 1.5-T MRI exams (available in digital
form and stored in the institutional PACS systems) of patients who had been selected
for study were screened for quality assurance by an expert radiologist to be selected for
radiomics analysis. All the included patients underwent surgery in local institutions by
trained gynecologic oncologic surgeons, and the applied surgical approach was based on
both patient and disease characteristics. Surgical specimens were assessed by a dedicated
oncologist pathologist in each institution, and the presence of DMI (>50%), LVS], cervical
stromal invasion, lymph node metastases, and tumor histologic subtyping and grading
were confirmed microscopically. Clinical data, histopathological parameters and FIGO
stage were collected. For patients selected from Center 1, information was obtained from
Redcap, whereas for patients selected from Center 2, information was obtained from
patients’ medical records. According to ESGO/ESTRO/ESP guidelines [5], low-risk EC was
defined as endometrioid EC with myometrial invasion <50%, tumor grades 1-2, negative
or focal LVSI, and no extrauterine invasion. The definition of prognostic risk groups was
obtained even if the molecular classification was unknown, as the interval of the recruitment
time did not guarantee availability of the molecular assay for the study populations.

2.2. MR Imaging

In both centers, all MRI imaging studies were acquired according to local institutional
diagnostic protocols and consisted of a 1.5 T MR scan (Signa Excite; GE Healthcare, Little
Chalfont, United Kingdom) using an eight-element pelvic phased-array surface coil. The
pelvic MR imaging protocol in the training and validation sets included T2-weighted
imaging (WI) in the axial, sagittal, and axial oblique planes; Diffusion Weighted Imaging
(DWI); and T1-W postcontrast images (Table 1).

Table 1. Acquisition parameters of the MRI sequences employed to observe endometrial tumors.

Repetition Field of Sections: Number,

Parameter Sequence Acquisition Time/Echo Matrix View Thickness (mm), b Valuze
Plane . . (s/mm*)
Time (ms) (cm) Spacing (mm)
T1-weighted Spin-echo Axial 470/3 448 x 288 24 30;4;0.5
Fast
. Recovery Axial, sagittal, 4000- .
T2-weighted Fast spin oblique axial * 4500/85 384 x 256 24 30;4;,0.5
echo
Diffusion .
Weighted ~ LCho-planar Sagittal, 5000/69 128 x 128 28 30;4;0.5 0, 800
. imaging oblique axial *
Imaging
DCE dirgg;(:nal Sagittal
T1-weighted : cagitay, 7/2 320 x 224 28 128;3;
. . gradient oblique axial
imaging t

recalled echo

* The oblique axial plane was perpendicular to the endometrial cavity, resulting in a short-axis view. + DCE
imaging was performed after administration of 0.1 mmol/kg of body weight of gadolinium chelate [ProHance
(Gadoteridol)]. Images were acquired at multiple phases of contrast enhancement in sagittal and oblique axial
planes (the protocol always includes precontrast sagittal and axial oblique and postcontrast at 80 s in the sagittal
plane and 180 s in the oblique axial plane).

2.3. Image Analysis

The endometrial primary tumors were manually delineated using the free, open-source
software application ITKSNAP (www.itksnap.org, v. 3.8.0 (accessed on 1 July 2019)). The
segmentations were performed by two radiologists with expertise in gynecological imaging
(having 10 and 4 years of experience in pelvic MRI reading, respectively), and the cases
were randomly assigned between the two operators. The radiologists, who were aware
of the diagnosis of endometrial cancer but blinded to clinical and pathologic outcomes of
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patients, manually segmented tumor regions of interest (ROI) for each case. An ROI was
manually drawn along the margin of the visible gross tumor on the axial plane T2-WI along
the tumor boundary on each slice for each tumor (Figure 1).

©) o - (D)

Figure 1. Examples of manual segmentation of endometrial tumors observed by MRI using an Axial
Fast Spin Eco T2-weighted image acquisition sequence. (A,B) Images show an intermediate signal
intensity lesion (asterisk) causing more than 50% myometrial invasion (arrow) in a patient with
high-risk endometrial cancer before (A) and after (B) image segmentation. (C,D) Images show a
patient with a low-risk endometrial tumor (asterisk) with less than 50% myometrial invasion (arrow)
before (C) and after (D) image segmentation.

The ROIs were manually delineated along the lesion boundaries, obtaining whole-
tumor data. Tumor contour was defined as the area of intermediate signal intensity on
T2-WI that was different from normal adjacent low-signal-intensity myometrium (Figure 2).
Although not used for segmentation, DWI- and T1-WI-acquired postcontrast injection
series were available to the readers for visual inspection support segmentations in case they
were needed. The segmented images were then exported to MODDICOM, an R library
specifically designed to perform radiomics analysis [15]. To remove any eventual bias due
to the different spatial resolution, all the images were resampled to a mean value of spatial
planar resolution equal to 0.548 x 0.548 mm? before features extraction. All radiomics
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features were extracted using MODDICOM, fully compliant with the Image Biomarker
Standardization Initiative recommendations [16]. The original MRI file and the correspond-
ing ROI segmentation masks were simultaneously uploaded and double checked by an
independent operator to ensure anatomical consistency. The following families of features
were taken into account: intensity-based statistical, morphological, and textural features
(grey-level co-occurrence features, run length features and size zone features).

Training set

*Image source: 1.5 T2-WI| identification

*Segmentation by * Features extraction DMI
radiologist «Feature selection and *LVSI

* Whole-tumor radiomic models Risk prediction

construction
* Model validation
(validation set)

Specility

Figure 2. Outline of the project workflow consisting of whole-volume manual tumor segmentation
on T2-weighed images, radiomic tumor feature extraction, and construction of radiomic signatures
for prediction of selected outcomes in EC patients. The radiologist defined ROIs on T2-WI to extract
intratumoral radiomic features; radiomic signatures were derived based on the whole-tumor masks
(whole-tumor radiomics). Least absolute shrinkage and selection operator (LASSO) was applied for
prediction modeling.

2.4. Statistical Analysis

Sample size calculation was based on the primary objective. Of the different objectives
of this study, this one requires the largest number of patients to ensure the stability of
the prediction model. Simulation studies such as Peduzzi et al. [17] demonstrated that
logistic regression models require 12-15 events per predictor to produce stable estimates,
as confirmed also by the TRIPOD statements [18]. The analysis was performed after
segmentations test/retest, aiming to assess features reproducibility. The radiomics features
were extracted also from Laplacian of Gaussian (LoG) and wavelet-filtered images for noise
removal and pattern enhancing. The radiomics analysis methods are reported in details
hereafter:

(1) Features reproducibility and univariate analysis. For the univariate analysis, the
features space dimensionality was reduced by a Pearson correlation test by setting
a correlation threshold of 0.90 in order to remove collinear features. In addition to
features correlation analysis, features reproducibility analysis was carried out in order
to identify features strongly dependent on slight variations in the contouring and thus
less reproducible. This features reproducibility assessment was done via intraclass
correlation coefficient (ICC) analysis. Based on the 95% confidence interval of the
ICC estimate, values less than 0.5, between 0.5 and 0.75, between 0.75 and 0.9, and
greater than 0.90 are indicative of poor, moderate, good, and excellent reliability,
respectively. Features with poor reliability were excluded from the subsequent steps
of the analysis. After having selected the contour-stable features and reduced the
dimensionality of feature space, the remaining features were tested for association
with the outcome using the Wilcoxon-Mann-Whitney test against the considered
binary outcome (i.e., MI > 50%; LVSI positive; low risk class), setting the significance
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level to a p-value < 0.05. The number of significant test results was then compared to
the expected number of type I errors to account for multiple testing [19].

Features outcome and predictive models. Logistic regression models were trained and
tested to identify radiomics signatures able to predict each considered clinical outcome.
The models were trained starting from features significant at the univariate analysis
and further refined through cross-validation AIC-based stepwise selection and logistic
least absolute shrinkage and selection operator (LASSO) selection, with respect to
each considered clinical outcome variable. The area under the curve (AUC) of the
receiver operator characteristic (ROC) was used to evaluate the predictive accuracy of
the radiomics models developed. The sample performance metrics were estimated
from cross-validation ROC AUC curves and classification matrix statistics on the
testing set (sensitivity, specificity, positive predictive value, negative predictive value,
accuracy) and assessed on the external dataset. For the LASSO radiomic signatures
derived in the training cohort, optimal cutoffs were identified from the ROC curves
using the Youden Index.

@)

3. Results

Ninety-eight patients examined at Center 1 were identified for the training set. An
overview of patients’ characteristics is reported in Table 2. To identify predictive models
to be used in the clinical setting, we decided to consider exclusively the endometrioid
histotype for the analysis. We excluded serous/clear cell histotypes (19 patients) as they
are considered high-grade tumors regardless of other prognostic factors and are already
categorized in high-risk classes. For the final analysis, two patients with metastatic EC were
excluded due their overall low number. Four patients had low-quality MR images and
were excluded from radiomic analysis due to technical problems. A total of 73 patients was
finally considered for the training set (Figure 3). Twenty-six patients examined at Center 2
were selected for the external validation set (Table 2). Among them, 23 had available digital
MR images. Surgical staging included hysterectomy with bilateral salpingo-oophorectomy
for all the patients; lymph nodal assessment includes pelvic lymphadenectomy and accom-
panying paraaortic lymphadenectomy or sentinel lymph node.

Table 2. Clinical and histological characteristics for patients with endometrial cancer, included in the
training set and validation set.

Training Set

Validation Set

n. patients 98 n. patients 26
Age—years (mean) 62 Age—years (mean) 58
Median tumor diameter (mm) (range) 36 (3-95 mm) Median tumor diameter (mm) (range) 28 (15-60 mm)
Grading;: Grading;:

Gl 9 Gl 11

G2 50 G2 10

G3 38 G3 5

Not available (NA) 1 Not available (NA) 0
Histology: Histology:

Endometrioid 79 Endometrioid 25

Non-endometrioid
(serous/clear cell)

19 Non-endometrioid 1
(serous/clear cell)

Myometrial invasion:

Myometrial invasion:

<50%

48 <50% 16

>50%

50 >50% 10
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Table 2. Cont.

Training Set

Validation Set

Tumor diameter:

Tumor diameter:

<2 cm 86 <2cm 6
2cm 11 2cm 17
NA 1 NA 4
LVSI: LVSI:
No 44 No 14
Yes 43 Yes 6
NA 11 NA
Cervical stromal invasion: Cervical stromal invasion:
No 71 No 20
Yes 27 Yes 6
Nodal metastases: Nodal metastases:
No 52 No 22
Yes 22 Yes 4
NA 24
Adnexal involvement: Adnexal involvement:
No 88 No 22
Yes 10 Yes 4
Vaginal/parametrial involvement: Vaginal/parametrial involvement:
No 94 No 24
Yes 4 Yes 2
FIGO staging: FIGO staging:
1A 40 IA 13
1B 20 1B 3
1II I 2
1A 1A 1
111B 111B 1
IIIC 20 IC 5
IVA 0 IVA 0
IVB 2 IVB 1

For the training set, postoperative histologic assessment revealed myometrial invasion

<50% in 36 patients (49%), myometrial invasion >50% in 37 patients (51%); for the validation
set, myometrial invasion <50% was observed in 14 patients (61%), while myometrial
invasion >50% was reported in 9 patients (39%). Among 73 patients of the training set, 53
of them had their LVSI status with LVSI negative in 26 patients (49%) and LVSI positive in
27 patients (51%). Among 23 patients of the validation set, LVSI was available in 18 patients
with LVSI negative in 12 patients (67%) and LVSI positive in 6 patients (33%).

Applying the 2020 ESGO/ESTRO/ESP risk assessment system with unknown molec-

ular classification [5], the 73 patients of the training set presented the following distribution
for classes of risk: 18 (25%) low risk and 55 (75%) intermediate /high-intermediate /high
risk. The 23 patients of the validation set presented the following classes of risk distribution:

10 (43%) low risk and 13 (56%) intermediate/high-intermediate /high risk.
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A total of 228 radiomics features were extracted from T2-W MR images. The features
selected during the training phase were used for the final radiomics analysis, and they
were 38 for the DMI dataset, 29 for the LVSI dataset, and 15 for the risk class dataset. The
most significant radiomics feature for the prediction of DMI was “F_ F_cm.info.corr.1”
(p = 0.0003). The most significant radiomics feature for the prediction of the presence of
LVSI was “F_cm.info.corr.1” (p = 0.01). The most significant radiomics feature for the
prediction of the risk class in the cohort was “F_szm_2.5D.szlge” for the low risk (p = 0.01)
(Figure 4).

Pre-operative staging MRI scans of patients
diagnosed with EC between 2009 and 2019
(n=103)

MRI scans reviewed by an experienced
radiologist ( n=98 )

i Excluded patients ( n=25 ):
! - Non-endometrioid histology ( n=19)
i - Metastatic ( n=2)
i
I

- Insufficient images ( n=4)

v

Patients included in the final analysis
( n= 73, endometrioid hystology)

Figure 3. Flow chart describing patients” selection process and exclusion criteria for the training set.

Basics and application of

our radiomic models in 1 e
- o Prediction of

endometrial cancer :

histopathological
features
Image Analysis |
Radiomic features
) * Risk stratification and
prognosis
» W 4
Y
- gl
WY " o Treatment
) F_F_cm.info.corr.1 3 personalization

F_cm.info.corr.1
F_szm_2.5D.szlge

Low risk EC - 1A, G1 High risk EC - 1B, G3
endometrioid, LVSI negative endometrioid, LVSI positive

[y

Figure 4. Radiomic signature. The endometrial tumor is delineated by a red area on T2-weighted
images in two different patients with a histological diagnosis of endometrial cancer (EC); low risk
ECs are defined as stage IA endometrioid, grade (G) 1-2, and lymph vascular space invasion (LVSI)
negative; high-intermediate risk ECs are identified as stage IB endometrioid, G 3, regardless of LVSI
status. The reported radiomic features (F) are the most significant for the prediction of histopatholog-
ical factors such as deep myometrial invasion and LVSI and for the discrimination of low-risk ECs.
The diagram also shows possible correlations and applications of radiomic signatures and clinical
factors in EC.
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In prediction of DMI, the performance was AUC 0.85 on the internal cohort. The model
showed the following values: Sensitivity 0.67, Specificity 0.89, Positive Predictive Value
(PPV) 0.86, Negative Predictive Value (NPV) 0.72, and Accuracy 0.78 [95% CI 0.67-0.86].
Optimal Cut-Point according to Youden index was 0.69. In the validation set, the ra-
diomics model for predicting DMI showed an AUC value of 0.68 with Accuracy of 0.69
[95% C1 0.47-0.86], Sensitivity of 0.66, Specificity of 0.71, PPV of 0.60, and NPV of 0.76
(Table 3).

Table 3. Performance and Accuracy metrics of Radiomics Models in Training and Validation sets for
predicting DMI and LVSI and discriminating low-risk group versus the other risk groups.

Training Set Validation Set
Radiomics g e Ly g . oy
Models Sensitivity Specificity PPV NPV Accuracy AUC Sensitivity Specificity PPV NPV Accuracy AUC
(%) (%) (%) (%) (95% CI) (%) (%) (%) (%) (95% CI)

DMI 0.78 0.69
prediction 0.67 0.89 0.86 0.72 (0.67-0.86) 0.85 0.66 0.71 0.60 0.76 (0.47-0.86) 0.68

LVSI 0.89 0.83
prediction 1.00 0.77 0.81 1.00 (0.77-0.95) 0.92 0.83 0.83 0.71 0.90 (0.58-0.96) 0.81

Low-risk dis- 0.86 0.82
crimination 0.64 0.93 0.73 0.89 (0.76-0.93 0.84 0.60 1.00 1.00 0.76 (0.61-0.95) 0.76

Sensitivity

04

1.0

0.8

0.6

0.2

0.0

Considering the full dataset, the radiomics model achieved the best diagnostic perfor-
mance for prediction of LVSI, with AUC 0.925 on the internal cohort. In estimation of LVSI,
the radiomics model also showed the highest value of Sensitivity (1.00) and an NPV of 1.00,
with Specificity, PPV, and Accuracy of 0.77, 0.81, and 0.89 [95% CI 0.77-0.95], respectively.
Optimal Cut-Point according to Youden index was 0.35. In the validation set, the radiomics
model for predicting LVSI achieved AUC 0.81, with Accuracy of 0.83 [95% CI 0.58-0.96],
Sensitivity of 0.83, Specificity of 0.83, PPV of 0.71, and NPV of 0.90 (Table 3).

In the training set, the radiomics model for predicting the low-risk EC group (stage I, MI
< 50%, LVSI negative, endometrioid histotype) vs the other risk groups (intermediate/high-
intermediate /high risk) showed AUC 0.84. The model showed a risk prediction of low-grade
EC with a value of Sensitivity 0.64, Specificity 0.93, PPV 0.73, NPV 0.89, and Accuracy
0.86 [95% C1 0.76-0.93]. Optimal Cut-Point according to the Youden index was 0. 41. The
radiomics model to predict low-risk showed AUC 0.76 in the validation set with Accuracy
of 0.82 [95% CI 0.61-0.95], Sensitivity of 0.60, Specificity of 1, PPV of 1, and NPV of 0.76
(Table 3).

The ROC curves for all the models in training and in validation sets are shown in
Figure 5.

B

1.0

0.8

Sensitivity

04

0.2

1.0

T T I I I
05 0.0 1.0 05 0.0

Figure 5. Cont.
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Figure 5. ROC curves of models to predict DMI on the training (A) and validation (B) sets, to predict
LVSI on the training (C) and validation (D) sets, and to predict low-risk endometrial cancers on the
training (E) and validation (F) sets.

4. Discussion

This study showed that MRI-based whole-tumor radiomics analysis yielded medium-
to-high diagnostic performance for prediction of high-risk surgico-pathological features in
EC, as the presence of DMI and LVSI. Furthermore, we explored the capability of MRI-based
radiomics for preoperative prediction of risk class in EC. The radiomics model developed in
our study showed a moderate-to-good ability to discriminate between low-risk EC and the
other classes, with promising reproducibility and reliability, as confirmed by the external
validation process (TRIPOD 3).

The challenge in treatment planning and prognostication in EC is the preoperative
assessment of risk factors tailoring surgery and subsequent therapy, such as DMI, LVSI and
nodal metastasis. In the evaluation of DMI, standard MRI showed high values of sensitivity
and specificity ranging from 81% to 90% and from 82% to 89%, respectively [20]. However,
standard qualitative MRI evaluation seems to be strongly dependent on reader experience,
with a relatively high interobserver variability [21]. The radiomics model developed in
this study might be helpful in identification of DMI, being consistent with preliminary
studies in EC [12,22-24]. Ueno et al. reached an accuracy of 81% in identification of DMI,
employing eleven features derived from T2-WI, DWI, ADC, and postcontrast images from
pelvic MR scans of 137 patients who underwent surgery for endometrial cancers [12].
Ytre-Hauge and colleagues obtained an accuracy of 78% for DMI detection with a single
texture feature derived from ADC maps [23]. Both reported studies extracted radiomic
features from primary tumor manual segmentations in a single image plane. Ytre-Hauge
et al., however, did not report radiomic modeling and neither Ueno et al. nor Ytre-Hauge
et al. validated their findings on an external validation cohort. In a larger study performed
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on whole tumor segmentations on postcontrast T1-WI, the authors found a moderate
accuracy for predicting DMI, both in the training (AUC 0.84) and the validation sets (AUC
0.74) [25]. In a recent study of 54 patients affected by EC, Stanzione et al. found that their
random forest-based radiomic model was able to predict DMI with an AUC of 0.92 and
0.94 in the training and validation sets, respectively [26], concluding that the radiomics
model could increase radiologists’” performance in interpreting correctly DMI. Despite
being based on different approaches in cohort sizes, imaging sequences, radiomic data
extraction, and statistical methods (Table 4) [27], all the reported studies and our results
confirm a promising role of MRI-based radiomics features as an adjunct tool to the standard
MRI evaluation for DMI, offering clinical benefit in challenging cases, such as anatomic
uterine distortions, leiomyomas, presence of adenomyosis, or small endometrial tumor.
We chose to focus exclusively on T2-WI because T2-WI is an essential component of pelvic
MRI and provides high spatial resolution and tissue-specific contrast, when compared
to DW and DCE imaging. Texture parameters reflect pixel heterogeneity of the T2-W
images, which are influenced by many parameters, including neoplastic cellular infiltration,
cellular and interstitial oedema, and blood vessel density and distribution. We showed that
quantitative T2-W image features have the potential to serve as noninvasive markers for
assessing aggressiveness in EC.

Table 4. Main information about the articles discussed and compared for assessment of radiomics in
endometrial cancer.

Authors Year Stu‘d y Num‘ber of Imaging Technique Software Main Conclusions
Design Patients
T2-WI,
dlfgljlgoi;lg\(lg‘g/\%ed Texture features (TF)
Ueno et al. [12] 2017 Retrospective 137 Apparent diffusion TexRAD assoc1E;r/eSc} V:;tg DML,
coefficient (ADC) and . g
T1-W post high-grade tumor
contrast images
Radiomics model
Stanzione et al. . L increased radiologist
2020 Retrospective 54 T2-WI PyRadiomics
[26] performance for
DMI detection
Whole-uterine MRI
Y. Han et al. [24] 2020 163 T2-WI and DWI PyRadiomics radiomic features show
potential in
predicting DMI
TF independently
Ytre-Huage et al. . predicted DMI, high-risk
3 istological subtype an
[23] 2018 Prospective 180 ADC TexRAD histological subtype and
reduced survival
Medium-to-high AUCs
TL-W for prediction of DMI,
Fasmer et al. [25] 2021 Retrospective 138 ost-contrast images Python lymphnode (LN)
p g metastasis, FIGO stage,
and poor outcome
Model based on radiomic
and clinical features
Xu et al. [28] 2019 Retrospective 200 T2-Wland Tl—W Python _— s}.low.ed good .
post-contrast images discrimination of positive
LN, especially for
normal-sized LN
Bereby-Kahane TF is of limited value to
y 2020 Retrospective 73 T2-WI and ADC TexRAD predict high grade

etal. [29]

and LVSI
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Table 4. Cont.
Authors Year Stu.d y Num.ber of Imaging Technique Software Main Conclusions
Design Patients
Higher diagnostic
T2-WI, DWI, ADC, and performance for
Yan et al. [30] 2021 Retrospective 622 T1-W post Pyradiomics radiomics model than for
contrast images radiologists alone to
assess pelvic LN status
T2-WI, DWI, ADC, and Radiomics nomogram
Yan et al. [13] 2020 Retrospective 717 T1-W post Pyradiomics shows good performance
contrast images in risk prediction
Three-dimensional
T. L. Lefebvre . T2-WI, DWI, and T1-W .. radiomics stratify patients
etal. [31] 2022 Retrospective 157 post contrast images Pyradiomics according to FIGO stage,
high grade, DMI, LVSI
Whole-lesion radiomics
. . showed encouraging
P.P. Mag;]n tietal. 2022 Retrospective 133 T2-WI PyRadiomics results for the
g identification of
low-risk patients
Model incorporating
D. Liu et al. [33] 2022 Retrospective 202 T2WI, ADC and T1-W PyRadiomics clinical and radiomic

post contrast images findings predict

5-year survival

LVSI is the single prognostic factor that cannot be preoperatively detected with con-
ventional diagnostic tools, including MRI and endometrial biopsy. Besides being a negative
prognostic risk factor related to reduced PFS and OS, especially for early-stage endometrial
tumors, the evaluation of presence or absence of LVSI is even more necessary to guide
adjuvant therapy in case of inadequate surgical lymph node staging. Prior studies [12,29,31]
in which two- and three-dimensional MRI-based features were used reported lower per-
formance for LVSI prediction. When compared to these previous experiences (Table 4),
our study demonstrated excellent diagnostic accuracy of the radiomic LVSI prediction
model. In particular, 29 features were strongly correlated with LVSI with AUC 0.92 and
with a sensitivity of 1.00 and negative predictive value of 1.00. Considering the cut-point
by Youden index, our radiomics model misclassified only 6 out of 33 patients to positive
LVSI in the training cohort. Notably, our radiomic signatures based on whole-tumor MRI
radiomics yielded similar performance metrics in the validation cohort, suggesting the
generalizability of whole-tumor radiomic profiling in EC. Nevertheless, despite the method-
ological robustness of the analysis, our model still has the potential risk of a certain degree
of overfitting, since we included 53 patients in the final analysis and further validation on
larger cohorts is needed to confirm these observations.

High-risk patients have endometrial tumors with at least one of the following char-
acteristics: DMI, high-grade tumor, non-endometrioid histological subtype (serous and
clear cell), LVSI, extrauterine spread, or nodal involvement. Prognostic stratification based
exclusively on histopathological characteristics is still widely used in many centers where
molecular classification is not yet available [5]. Furthermore, molecular features might not
be available until after hysterectomy. High- and low-risk EC are the two opposite groups
than could be considered for different surgical treatments. Current international guidelines
recommended that patients with high-risk EC should be treated with total hysterectomy,
bilateral salpingo-oophorectomy (THBSO), lymphadenectomy (LA), or adjuvant therapy.
Conversely, LA could be omitted in patients with low-risk EC in which THBSO is the
standard treatment [5]. A recent report developed an MRI- and clinical-based radiomics
nomogram model by combining whole-volume radiomics features extracted from multi-
parametric MRI and clinical parameters in a large multicenter dataset of patients with EC,
with the aim to predict high-risk patients (referring to EC needing lymphadenectomy) [13].
This nomogram achieved good diagnostic performance with an AUC of 0.896 and good net
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benefit by clinical decision curve analysis for high-risk EC [13]. The ESGO/ESMO/ESP clas-
sification is one of the most routinely used classifications to predict lymph node invasion
and thus to optimize surgical planning. In prediction of ESGO/ESMO/ESP risk groups [5],
our radiomics model obtained good results, with an accuracy of 0.86, a specificity of 0.93
and negative predictive value of 0.89 in the prediction of low-risk EC. Since radiomics
can provide information regarding preoperative risk stratification, standard preoperative
MR images radiomics-based models could be useful in EC to achieve optimal selection
of patients, avoiding overtreatment in low-risk disease [32]. Our findings deserve further
investigation, aiming to increase their performance and to better describe their possible
translational application in daily clinical practice.

This study has nevertheless some limitations. First, its retrospective nature represents
an inevitable source of selection bias and imaging data inhomogeneity. Data were collected
over a long time (2009-2019), and MRI technology has improved with more sophisticated
machinery, different technical parameters, and better image quality. All these aspects
might have impacted the textural radiomic features extraction and subsequent modeling.
Second, the number of patients was relatively low, even if it allowed for a dataset for
further model validation. This also limited the statistical power of testing to assess dif-
ferences in performance. Whole-tumor segmentations were manually delineated instead
of being semiautomatically /automatically segmented, thus making it difficult to avoid
subjective errors, even if segmentation-features dependency has been explored [34,35].
Finally, we focused only on radiomics features extracted from T2-WI, supported by recent
research [36]. The effect of other routine sequences, such as DWI and contrast-enhanced
MRI, were not investigated. However, the integration of this information may represent
a great challenge and it will be taken into account to improve the power of our model in
subsequent investigations.

5. Conclusions

In conclusion, we developed radiomics-based predictive models with encouraging
performances to identify prognostic factors conditioning surgical and adjuvant therapy,
such as DMI and LVS], the latter not detectable before surgical staging. The same models
applied to the risk classes conferred a good performance in the prediction of preoperative
risk, helping to stratify patients prior to surgery. The next step could be the association of
radiomic and genomic in the radiogenomic analysis, with the goal to associate radiomic
features with the tumor genomic profiling that has recently been introduced to differentiate
endometrial cancer patients into four classes [37].

We believe that radiomics is a field worth continuing to explore in patients with
endometrial cancer, representing a reproducible diagnostic support tool, although further
investigations are necessary to evaluate its performances before its effective release in
clinical practice.

Author Contributions: Conceptualization, B.G. and FF.; methodology, M.M.; software, G.A.; valida-
tion, G.R., E.C. (Francesco Cosentino) and G.M.; formal analysis, L.B., J.L.; investigation, L.R.; data
curation, S.C.; writing—original draft preparation, M.M.; writing—review and editing, EM., EC.
(Francesca Ciccarone); visualization, C.P.; supervision, G.S., V.V,, RM.; project administration, M.M.
All authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: The study was approved by the Local Ethics Committee
(Ethic Committee Name: Institutional Ethics Committee (Fondazione Policlinico Universitario A.
Gemelli); Approval Code: 3394; Approval Date: 13 May 2021).

Informed Consent Statement: Informed consent was obtained from all subjects involved in the study.

Data Availability Statement: The data presented in this study are available on request from the
corresponding author.

Conflicts of Interest: The authors declare no conflict of interest.



J. Pers. Med. 2022, 12, 1854 14 0of 15

References

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

Gillies, R.J.; Kinahan, P.E.; Hricak, H. Radiomics: Images Are More than Pictures. They Are Data. Radiology 2016, 278, 563-577.
[CrossRef]

Sung, H.; Ferlay, J.; Siegel, R.L.; Laversanne, M.; Soerjomataram, I.; Jemal, A.; Bray, F. Global Cancer Statistics 2020: GLOBOCAN
Estimates of Incidence and Mortality Worldwide for 36 Cancers in 185 Countries. CA Cancer |. Clin. 2021, 71, 209-249. [CrossRef]
[PubMed]

Amant, F; Mirza, M.R.; Koskas, M.; Creutzberg, C.L. Cancer of the corpus uteri. Int. . Gynaecol. Obstet. 2018, 143 (Suppl. S2),
37-50. [CrossRef] [PubMed]

Colombo, N.; Creutzberg, C.; Amant, F; Bosse, T.; Gonzalez-Martin, A.; Ledermann, J.; Marth, C.; Nout, R.; Querleu, D.; Mirza,
M.R,; et al. ESMO-ESGO-ESTRO Consensus Conference on Endometrial Cancer: Diagnosis, Treatment and Follow-up. Int. .
Gynecol. Cancer 2016, 26, 2-30. [CrossRef]

Concin, N.; Matias-Guiu, X.; Vergote, I.; Cibula, D.; Raza Mirza, M.; Marnitz, S.; Ledermann, J.; Bosse, T.; Chargari, C.; Fagotti, A.;
et al. ESGO/ESTRO/ESP Guidelines for the Management of patients with Endometrial Carcinoma. Int. J. Gynecol. Cancer 2021,
31, 12-39. [CrossRef]

Raffone, A.; Catena, U.; Travaglino, A.; Masciullo, V.; Spadola, S.; Corte, L.D.; Piermattei, A.; Insabato, L.; Zannoni, G.F.; Scambia,
G. Mismatch repair-deficiency specifically predicts recurrence of atypical endometrial hyperplasia and early endometrial
carcinoma after conservative treatment: A multi-center study. Gynecol. Oncol. 2021, 161, 795-801. [CrossRef] [PubMed]

Di Spiezio Sardo, A.; De Angelis, M.C.; Della Corte, L.; Carugno, ].; Zizolfi, B.; Guadagno, E.; Gencarelli, A.; Cecchi, E.; Simoncini,
T.; Bifulco, G.; et al. Should endometrial biopsy under direct hysteroscopic visualization using the grasp technique become the
new gold standard for the preoperative evaluation of the patient with endometrial cancer? Gynecol. Oncol. 2020, 158, 347-353.
[CrossRef]

Luomaranta, A.; Leminen, A.; Loukovaara, M. Magnetic resonance imaging in the assessment of high-risk features of endometrial
carcinoma: A meta-analysis. Int. J. Gynecol. Cancer 2015, 25, 837-842. [CrossRef]

Shur, J.D.; Doran, S.J.; Kumar, S.; Ap Dafydd, D.; Downey, K.; O’Connor, ].P.B.; Papanikolaou, N.; Messiou, C.; Koh, D.-M.; Orton,
M.R. Radiomics in Oncology: A Practical Guide. Radiographics 2001, 41, 1717-1732. [CrossRef]

Ren, J.; Li, Y,; Yang, J.-].; Zhao, J.; Xiang, Y.; Xia, C.; Cao, Y.; Chen, B.; Guan, H.; Qi, Y.-F; et al. MRI-based radiomics analysis
improves preoperative diagnostic performance for the depth of stromal invasion in patients with early stage cervical cancer.
Insights Imaging 2022, 13, 17. [CrossRef]

Zheng, R.-R; Cai, M.-T; Lan, L.; Huang, X.W.; Yang, Y.J.; Powell, M.; Lin, F. An MRI-based radiomics signature and clinical
characteristics for survival prediction in early-stage cervical cancer. Br. J. Radiol. 2022, 95, 20210838. [CrossRef] [PubMed]
Ueno, Y.; Forghani, B.; Forghani, R.; Dohan, A.; Zeng, X.Z.; Chamming’s, F.; Arseneau, J.; Fu, L.; Gilbert, L.; Gallix, B.; et al.
Endometrial Carcinoma: MR Imaging-based Texture Model for Preoperative Risk Stratification-A Preliminary Analysis. Radiology
2017, 284, 748-757. [CrossRef] [PubMed]

Yan, B.C.; Li, Y.; Ma, EH.; Feng, E; Sun, M.H,; Lin, G.W,; Zhang, G.F; Qiang, ].W. Preoperative Assessment for High-Risk
Endometrial Cancer by Developing an MRI- and Clinical-Based Radiomics Nomogram: A Multicenter Study. |. Magn. Reson.
Imaging 2020, 52, 1872-1882. [CrossRef]

Lecointre, L.; Dana, J.; Lodi, M.; Akladios, C.; Gallix, B. Artificial intelligence-based radiomics models in endometrial cancer: A
systematic review. Eur. J. Surg. Oncol. 2021, 47, 2734-2741. [CrossRef] [PubMed]

Dinapoli, N.; Alitto, A.R.; Vallati, M.; Gatta, R.; Autorino, R.; Boldrini, L.; Damiani, A.; Valentini, V. Moddicom: A complete and
easily accessible library for prognostic evaluations relying on image features. Annu. Int. Conf. IEEE Eng. Med. Biol. Soc. 2015,
2015, 771-774. [PubMed]

Zwanenburg, A.; Valliéeres, M.; Abdalah, M.A.; Aerts, H.J.W.L.; Andrearczyk, V.; Apte, A.; Ashrafinia, S.; Bakas, S.; Beukinga, R.J.;
Boellaard, R.; et al. The Image Biomarker Standardization Initiative: Standardized Quantitative Radiomics for High-Throughput
Image-based Phenotyping. Radiology 2020, 295, 328-338. [CrossRef]

Peduzzi, P.; Concato, J.; Kemper, E.; Holford, T.R.; Feinstein, A.R. A simulation study of the number of events per variable in
logistic regression analysis. J. Clin. Epidemiol. 1996, 49, 1373-1379. [CrossRef]

Moons, K.G.M.,; Altman, D.G.; Reitsma, J.B.; Ioannidis, ] P.A.; Macaskill, P,; Steyerberg, E.W.; Vickers, A.J.; Ransohoff, D.F.; Collins,
G.S. Transparent Reporting of a multivariable prediction model for Individual Prognosis or Diagnosis (TRIPOD): Explanation
and elaboration. Ann. Intern. Med. 2015, 162, W1-W73. [CrossRef]

Chen, T.G. XGBoost: A scalable tree boosting system. In Proceedings of the ACM SIGKDD International Conference on
Knowledge Discovery and Data Mining, San Francisco, CA, USA, 13 August 2016.

Alcazar, J.L.; Gaston, B.; Navarro, B; Salas, R.; Aranda, J.; Guerriero, S. Transvaginal ultrasound versus magnetic resonance
imaging for preoperative assessment of myometrial infiltration in patients with endometrial cancer: A systematic review and
meta-analysis. ]. Gynecol. Oncol. 2017, 28, e86. [CrossRef]

Haldorsen, 1.S.; Husby, J.A.; Werner, H.M.].; Magnussen, L].; Rervik, J.; Helland, H.; Trovik, J.; Salvesen, &.0.; Espeland, A.;
Salvesen, H.B. Standard 1.5-T MRI of endometrial carcinomas: Modest agreement between radiologists. Eur. Radiol. 2012, 22,
1601-1611. [CrossRef]


http://doi.org/10.1148/radiol.2015151169
http://doi.org/10.3322/caac.21660
http://www.ncbi.nlm.nih.gov/pubmed/33538338
http://doi.org/10.1002/ijgo.12612
http://www.ncbi.nlm.nih.gov/pubmed/30306580
http://doi.org/10.1097/IGC.0000000000000609
http://doi.org/10.1136/ijgc-2020-002230
http://doi.org/10.1016/j.ygyno.2021.03.029
http://www.ncbi.nlm.nih.gov/pubmed/33812697
http://doi.org/10.1016/j.ygyno.2020.05.012
http://doi.org/10.1097/IGC.0000000000000194
http://doi.org/10.1148/rg.2021210037
http://doi.org/10.1186/s13244-022-01156-0
http://doi.org/10.1259/bjr.20210838
http://www.ncbi.nlm.nih.gov/pubmed/34797703
http://doi.org/10.1148/radiol.2017161950
http://www.ncbi.nlm.nih.gov/pubmed/28493790
http://doi.org/10.1002/jmri.27289
http://doi.org/10.1016/j.ejso.2021.06.023
http://www.ncbi.nlm.nih.gov/pubmed/34183201
http://www.ncbi.nlm.nih.gov/pubmed/26736376
http://doi.org/10.1148/radiol.2020191145
http://doi.org/10.1016/S0895-4356(96)00236-3
http://doi.org/10.7326/M14-0698
http://doi.org/10.3802/jgo.2017.28.e86
http://doi.org/10.1007/s00330-012-2400-y

J. Pers. Med. 2022, 12, 1854 150f 15

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

Rodriguez-Ortega, A.; Alegre, A.; Lago, V.; Carot-Sierra, ].M.; Ten-Esteve, A.; Montoliu, G.; Domingo, S.; Alberich-Bayarri, A;
Marti-Bonmati, L. Machine Learning-Based Integration of Prognostic Magnetic Resonance Imaging Biomarkers for Myometrial
Invasion Stratification in Endometrial Cancer. J. Magn. Reson. Imaging 2021, 54, 987-995. [CrossRef] [PubMed]

Ytre-Hauge, S.; Dybvik, J.A.; Lundervold, A.; Salvesen, J.0.; Krakstad, C.; Fasmer, K.E.; Werner, H.M.; Ganeshan, B.; Hoivik,
E.; Bjorge, L.; et al. Preoperative tumor texture analysis on MRI predicts high-risk disease and reduced survival in endometrial
cancer. J. Magn. Reson. Imaging 2018, 48, 1637-1647. [CrossRef] [PubMed]

Han, Y;; Xu, H.; Ming, Y.; Liu, Q.; Huang, C.; Xu, J.; Zhang, J.; Li, Y. Predicting myometrial invasion in endometrial cancer based
on whole-uterine magnetic resonance radiomics. J. Cancer Res. Ther. 2020, 16, 1648-1655. [PubMed]

Fasmer, K.E.; Hodneland, E.; Dybvik, J.A.; Wagner-Larsen, K.; Trovik, J.; Salvesen, &.; Krakstad, C.; Haldorsen, I.H. Whole-Volume
Tumor MRI Radiomics for Prognostic Modeling in Endometrial Cancer. . Magn. Reson. Imaging 2021, 53, 928-937. [CrossRef]
Stanzione, A.; Cuocolo, R.; Del Grosso, R.; Nardiello, A.; Romeo, V.; Travaglino, A.; Raffone, A.; Bifulco, G.; Zullo, F;
Insabato, L.; et al. Deep Myometrial Infiltration of Endometrial Cancer on MRI: A Radiomics-Powered Machine Learning
Pilot Study. Acad. Radiol. 2021, 28, 737-744. [CrossRef]

Manganaro, L.; Nicolino, G.M.; Dolciami, M.; Martorana, F.; Stathis, A.; Colombo, I.; Rizzo, S. Radiomics in cervical and
endometrial cancer. Br. J. Radiol. 2021, 94, 20201314. [CrossRef]

Xu, X,; Li, H.; Wang, S.; Fang, M.; Zhong, L.; Fan, W.; Dong, D.; Tian, ].; Zhao, X. Multiplanar MRI-Based Predictive Model for
Preoperative Assessment of Lymph Node Metastasis in Endometrial Cancer. Front. Oncol. 2019, 9, 1007. [CrossRef]
Bereby-Kahane, M.; Dautry, R.; Matzner-Lober, E.; Cornelis, E.; Sebbag-Sfez, D.; Place, V.; Mezzadri, M.; Soyer, P.; Dohan, A.
Prediction of tumor grade and lymphovascular space invasion in endometrial adenocarcinoma with MR imaging-based radiomic
analysis. Diagn. Interv. Imaging 2020, 101, 401-411. [CrossRef]

Yan, B.C.; Li, Y.; Ma, EH.; Zhang, G.E; Feng, E; Sun, M.H.; Lin, G.W.; Qiang, ].W. Radiologists with MRI-based radiomics aids to
predict the pelvic lymph node metastasis in endometrial cancer: A multicenter study. Eur. Radiol. 2021, 31, 411-422. [CrossRef]
Lefebvre, T.L.; Ueno, Y.; Dohan, A.; Chatterjee, A.; Vallieres, M.; Winter-Reinhold, E.; Saif, S.; Levesque, LR.; Zeng, X.Z,;
Forghani, R.; et al. Development and Validation of Multiparametric MRI-based Radiomics Models for Preoperative Risk Stratifi-
cation of Endometrial Cancer. Radiology 2022, 305, 375-386. [CrossRef]

Mainenti, PP; Stanzione, A.; Cuocolo, R.; Del Grosso, R.; Danzi, R.; Romeo, V.; Raffone, A.; Sardo, A.D.; Giordano, E.;
Travaglino, A.; et al. MRI radiomics: A machine learning approach for the risk stratification of endometrial cancer patients. Eur. J.
Radiol. 2022, 149, 110226. [CrossRef] [PubMed]

Liu, D.; Yang, L.; Du, D.; Zheng, T.; Liu, L.; Wang, Z.; Du, J.; Dong, Y.; Yi, H.; Cui, Y. Multi-Parameter MR Radiomics Based Model
to Predict 5-Year Progression-Free Survival in Endometrial Cancer. Front. Oncol. 2022, 12, 813069. [CrossRef] [PubMed]
Hodneland, E.; Dybvik, J.A.; Wagner-Larsen, K.S.; Soltészovd, V.; Munthe-Kaas, A.Z.; Fasmer, K.E.; Krakstad, C.; Lundervold, A.;
Lundervold, A.S.; Salvesen, @J.; et al. Automated segmentation of endometrial cancer on MR images using deep learning. Sci.
Rep. 2021, 11, 179. [CrossRef] [PubMed]

Kurata, Y.; Nishio, M.; Moribata, Y.; Kido, A.; Himoto, Y.; Otani, S.; Fujimoto, K.; Yakami, M.; Minamiguchi, S.; Mandai, M.; et al.
Automatic segmentation of uterine endometrial cancer on multi-sequence MRI using a convolutional neural network. Sci. Rep.
2021, 11, 14440. [CrossRef]

Chen, J.; Gu, H.; Fan, W.; Wang, Y.; Chen, S.; Chen, X.; Wang, Z. MRI-Based Radiomic Model for Preoperative Risk stratification in
Stage I Endometrial Cancer. J. Cancer 2021, 12, 726-734. [CrossRef] [PubMed]

Cancer Genome Atlas Research Network; Kandoth, C.; Schultz, N.; Cherniack, A.D.; Akbani, R.; Liu, Y.; Shen, H.; Robertson, A.G.;
Pashtan, I.; Shen, R ; et al. Integrated genomic characterization of endometrial carcinoma. Nature 2013, 497, 67-73. [PubMed]


http://doi.org/10.1002/jmri.27625
http://www.ncbi.nlm.nih.gov/pubmed/33793008
http://doi.org/10.1002/jmri.26184
http://www.ncbi.nlm.nih.gov/pubmed/30102441
http://www.ncbi.nlm.nih.gov/pubmed/33565512
http://doi.org/10.1002/jmri.27444
http://doi.org/10.1016/j.acra.2020.02.028
http://doi.org/10.1259/bjr.20201314
http://doi.org/10.3389/fonc.2019.01007
http://doi.org/10.1016/j.diii.2020.01.003
http://doi.org/10.1007/s00330-020-07099-8
http://doi.org/10.1148/radiol.212873
http://doi.org/10.1016/j.ejrad.2022.110226
http://www.ncbi.nlm.nih.gov/pubmed/35231806
http://doi.org/10.3389/fonc.2022.813069
http://www.ncbi.nlm.nih.gov/pubmed/35433486
http://doi.org/10.1038/s41598-020-80068-9
http://www.ncbi.nlm.nih.gov/pubmed/33420205
http://doi.org/10.1038/s41598-021-93792-7
http://doi.org/10.7150/jca.50872
http://www.ncbi.nlm.nih.gov/pubmed/33403030
http://www.ncbi.nlm.nih.gov/pubmed/23636398

	Introduction 
	Materials and Methods 
	Study Design and Population Selection 
	MR Imaging 
	Image Analysis 
	Statistical Analysis 

	Results 
	Discussion 
	Conclusions 
	References

