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SJR

The SJR is a size-independent prestige indicator that
ranks journals by their 'average prestige per article'. It is

based on the idea that 'all citations are not created
equal'. SJR is a measure of scientific influence of
journals that accounts for both the number of citations
received by a journal and the importance or prestige of

the journals where such citations come from It
measures the scientific influence of the average article
in a journal it expresses how central to the global

Total Documents

Evolution of the number of published documents. All
types of documents are considered, including citable

and non citable documents.

Year Documents
2015 29
2016 156
2017 264
2018 578

Citations per document

This indicator counts the number of citations received by
documents from a journal and divides them by the total

number of documents published in that journal. The
chart shows the evolution of the average number of
times documents published in a journal in the past two,
three and four years have been cited in the current year.

The two years line is equivalent to journal impact factor
™ (Thomson Reuters) metric.

Cites per document Year Value
Cites / Doc. (4 years) 2015 0.000
Cites / Doc. (4 years) 2016 0.759
Cites / Doc. (4 years) 2017 1.395
Cites / Doc. (4 years) 2018 1.673
Cites / Doc. (4 years) 2019 1.962
Cites / Doc. (4 years) 2020 2.775
Cites / Doc. (4 years) 2021 3.924
Cites / Doc. (3 years) 2015 0.000
Cites / Doc. (3 years) 2016 0.759
Cites / Doc. (3 years) 2017 1.395

Total Cites  Self-Cites

Evolution of the total number of citations and journal's
self-citations received by a journal's published

documents during the three previous years.
Journal Self-citation is defined as the number of citation
from a journal citing article to articles published by the
same journal.

Cites Year Value
f

External Cites per Doc  Cites per Doc

Evolution of the number of total citation per document
and external citation per document (i.e. journal self-

citations removed) received by a journal's published
documents during the three previous years. External
citations are calculated by subtracting the number of
self-citations from the total number of citations received

by the journal’s documents.

% International Collaboration

International Collaboration accounts for the articles that
have been produced by researchers from several

countries. The chart shows the ratio of a journal's
documents signed by researchers from more than one
country; that is including more than one country address.

Year International Collaboration
2015 31.03
2016 22 44

Citable documents  Non-citable documents

Not every article in a journal is considered primary
research and therefore "citable", this chart shows the

ratio of a journal's articles including substantial research
(research articles, conference papers and reviews) in
three year windows vs. those documents other than
research articles, reviews and conference papers.

Documents Year Value

Cited documents  Uncited documents
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Mubbasher munir 3 months ago

Hi

What is the status of journal in 2022?

Is it recognized yet?

reply

Ratio of a journal's items, grouped in three years
windows, that have been cited at least once vs. those

not cited during the following year.

Documents Year Value
Uncited documents 2015 0
Uncited documents 2016 14
Uncited documents 2017 78
Uncited documents 2018 151
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Melanie Ortiz 3 months ago

Dear Mubbasher,

Thank you very much for your comment.

All the metadata have been provided by Scopus /Elsevier in their last update sent to

SCImago, including the Coverage's period data. The SJR for 2021 was released on 11 May

2022. We suggest you consult the Scopus database directly to see the current index

status as SJR is a static image of Scopus, which is changing every day.

The Scopus’ update list can also be consulted here:

https://www.elsevier.com/solutions/scopus/how-scopus-works/content

Best Regards, SCImago Team

M
SCImago Team

2015 2016 2017 2018 2019 2020 2021

0

3k

6k

https://www.graphica.app/


A Cell Press journalScience that inspires

Log in

Mar 01, 2021
Volume 7, Issue 3

Open Access

Research article

 Export Citations

 Email A Colleague

 Add to Reading List

Select All

 Register for eTOC alerts

Relationship between heavy metals and alpha emission rates in breast milk
and blood of women
Asmaa H. Abboud, Basim A. Almayahi

e06590

Full-Text HTML | PDF

Nyanga pottery and the Manyika ethnohistory: towards a decolonised
archaeology of the Nyanga agricultural complex

Current issue Online Now 

 

https://www.cell.com/
https://www.cell.com/
https://www.cell.com/home
https://www.cell.com/heliyon/home
https://www.cell.com/open-access?utm_source=oa-label&__hstc=109691226.e4e812b53ff324eccbdbdb2e4fb9a6ab.1644503737405.1644524234622.1644587109507.4&__hssc=109691226.8.1644587109507&__hsfp=3253153019
https://www.cell.com/heliyon/fulltext/S2405-8440(21)00693-9
https://www.cell.com/heliyon/fulltext/S2405-8440(21)00693-9
https://www.cell.com/heliyon/pdf/S2405-8440(21)00693-9.pdf
https://www.cell.com/heliyon/fulltext/S2405-8440(21)00712-X
https://www.cell.com/heliyon/current
https://www.cell.com/heliyon/latest-content
https://www.cell.com/heliyon/issue?pii=S2405-8440(20)X0003-X
https://www.cell.com/heliyon/issue?pii=S2405-8440(20)X0005-3


Full-Text HTML | PDF

Correlation of quantitative diffusion weighted MR imaging between benign,
malignant chondrogenic and malignant non-chondrogenic bone tumors with
histopathologic type
Rosy Setiawati, M.S. Suarnata, Paulus Rahardjo, Del Grande Filippo, Giuseppe Guglielmi

e06402

Full-Text HTML | PDF

The study of antiviral drugs targeting SARS-CoV-2 nucleocapsid and spike
proteins through large-scale compound repurposing
Xuqiao Hu, Zhenru Zhou, Fei Li, Yang Xiao, Zhaoyang Wang, Jinfeng Xu, Fajin Dong, Hairong
Zheng, Rongmin Yu

e06387

Full-Text HTML | PDF

Study on combustion, performance and exhaust emissions of bioethanol-
gasoline blended spark ignition engine
D.Y. Dhande, Nazaruddin Sinaga, Kiran B. Dahe

e06380

Full-Text HTML | PDF

Anxiety among the Sudanese university students during the initial stage of
COVID-19 pandemic
Isra Mohamed Yassin Abas, Isra Isameldeen Mohmmed Mohmmedalageel, Suad Mohamed Ali

e06300

Full-Text HTML | PDF

A comparison of microwave and ultrasound routes to prepare nano-
hydroxyapatite fertilizer improving morphological and physiological properties
of maize (Zea mays L.)
Homa Sajadinia, Dadkhoda Ghazanfari, Kazem Naghavii, Hormozd Naghavi, Batool Tahamipur

e06094

Full-Text HTML | PDF

Design, synthesis and evaluation of novel enzalutamide analogues as
potential anticancer agents
Ritesh P. Bhole, Rupesh V. Chikhale, Ravindra D. Wavhale, Fatmah Ali Asmary, Tahani Mazyad
Almutairi, Hassna Mohammed Alhajri, Chandrakant G. Bonde  

https://www.cell.com/heliyon/fulltext/S2405-8440(21)00353-4
https://www.cell.com/heliyon/pdf/S2405-8440(21)00353-4.pdf
https://www.cell.com/heliyon/fulltext/S2405-8440(21)00507-7
https://www.cell.com/heliyon/fulltext/S2405-8440(21)00507-7
https://www.cell.com/heliyon/pdf/S2405-8440(21)00507-7.pdf
https://www.cell.com/heliyon/fulltext/S2405-8440(21)00492-8
https://www.cell.com/heliyon/fulltext/S2405-8440(21)00492-8
https://www.cell.com/heliyon/pdf/S2405-8440(21)00492-8.pdf
https://www.cell.com/heliyon/fulltext/S2405-8440(21)00485-0
https://www.cell.com/heliyon/fulltext/S2405-8440(21)00485-0
https://www.cell.com/heliyon/pdf/S2405-8440(21)00485-0.pdf
https://www.cell.com/heliyon/fulltext/S2405-8440(21)00405-9
https://www.cell.com/heliyon/fulltext/S2405-8440(21)00405-9
https://www.cell.com/heliyon/pdf/S2405-8440(21)00405-9.pdf
https://www.cell.com/heliyon/fulltext/S2405-8440(21)00199-7
https://www.cell.com/heliyon/fulltext/S2405-8440(21)00199-7
https://www.cell.com/heliyon/pdf/S2405-8440(21)00199-7.pdf
https://www.cell.com/heliyon/fulltext/S2405-8440(21)00332-7
https://www.cell.com/heliyon/issue?pii=S2405-8440(20)X0003-X
https://www.cell.com/heliyon/issue?pii=S2405-8440(20)X0005-3


Editors and staff
Heliyon’s sections are supported by our in-house editorial team, which is led by lead editor Christian
Schulz. The editorial team leaders and editorial assistants handle preliminary checks and other
administrative tasks before passing manuscripts on to the section editors for full review.

Christian Schulz 
Lead editor
Netherlands

Pinak Chincholkar

Senior scientific editor
India

On Ching Lo 
Editorial team leader
United Kingdom

Harry McGee 
Editorial team leader
United Kingdom

Sujitha Shiney 
Editorial team leader
India

Fiona Ye 
Editorial team leader
China

Leema George
Associate scientific
editor
India

Alphy Sebastian P
Associate scientific
editor
India

Kavitha
Subramanian
Vignesh
Associate scientific
editor
India

Rachael Tucker
Associate scientific
editor
United Kingdom

Luca Cannatella
Senior editorial
section manager
United Kingdom

Echo Yin
Senior editorial
section manager
China

A Cell Press journalScience that inspires

Log in

mailto:c.schulz@cell.com
mailto:p.chincholkar@cell.com
mailto:o.lo@cell.com
mailto:h.mcgee@cell.com
mailto:s.shineyj@cell.com
mailto:f.ye@cell.com
https://www.cell.com/
https://www.cell.com/
https://www.cell.com/home
https://www.cell.com/heliyon/home
https://www.cell.com/open-access?utm_source=oa-label&__hstc=109691226.e4e812b53ff324eccbdbdb2e4fb9a6ab.1644503737405.1644524234622.1644587109507.4&__hssc=109691226.8.1644587109507&__hsfp=3253153019


Vincent Lasseur 
France

Wesley Swords 
US

Wouter
Hoogenboom 
US

Yang Liu 
China

Yi Zheng 
US

Yuandong Sun 
China

         

RESEARCH JOURNALS

Cell

Cancer Cell

Cell Chemical Biology

Cell Genomics

Cell Host & Microbe

Cell Metabolism

Cell Reports

Cell Reports Medicine

Cell Reports Methods

Cell Reports Physical Science

mailto:V.Lasseur@Elsevier.com
mailto:W.Swords@Elsevier.com
mailto:w.hoogenboom@elsevier.com
mailto:yang.liu@elsevier.com
mailto:Y.Zheng@Elsevier.com
mailto:Yuandong.Sun@elsevier.com
https://www.cell.com/home
http://on.fb.me/1tgHakh
https://www.instagram.com/cellpress/
https://www.linkedin.com/company/cell-press/
http://bit.ly/1zq7Q5T
https://www.cell.com/pb-assets/marketing/WeChat/WeChat-1557753222727.jpg
https://www.weibo.com/CellPress
https://www.youtube.com/user/cellvideoabstracts
https://www.cell.com/cell/home
https://www.cell.com/cancer-cell/home
https://www.cell.com/cell-chemical-biology
https://www.cell.com/cell-genomics/home
https://www.cell.com/cell-host-microbe/home
https://www.cell.com/cell-metabolism/home
https://www.cell.com/cell-reports/home
https://www.cell.com/cell-reports-medicine/home
https://www.cell.com/cell-reports-methods/home
https://www.cell.com/cell-reports-physical-science/home


Research article

Correlation of quantitative diffusion weighted MR imaging between benign,
malignant chondrogenic and malignant non-chondrogenic bone tumors with
histopathologic type
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A R T I C L E I N F O
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A B S T R A C T

Objectives: This study aims to determine the diffusion on weighted imaging which may help in providing char-
acterization of Apparent Diffusion Coefficient (ADC) values in benign, malignant chondrogenic and malignant
non-chondrogenic bone tumors.
Material and methods: A retrospective study with 84 samples was conducted from October 2017 to December
2019. The samples consisted of 44 males and 40 females; the age range of 10–73 years (mean age of 32.7 years
old). A Diffusion-weighted Magnetic Resonance (MR) utilizes a single-shot echo-planar imaging sequence tech-
nique with the 3T MR Scanner. We classified the types of tumors into benign, malignant chondrogenic and
malignant non-chondrogenic bone tumors. The mean of ADC values from the area with lowest ADC values was
selected for statistical analysis. ADC values were compared between benign, malignant chondrogenic and ma-
lignant non-chondrogenic bone tumors. Therefore, Receiver Operating Curve (ROC) analysis was done to
determine optimal cut-off values. The correlation of ADC values between benign, malignant chondrogenic and
malignant non-chondrogenic bone tumor with histopathologic type was also evaluated.
Results: The mean of ADC values from the area of benign, malignant chondrogenic and malignant non-
chondrogenic bone tumor were 1.55 � 10�3 mm2/s, 1.84 � 10�3 mm2/s and 1.12 � 10�3 mm2/s respectively.
As a matter of fact, there was a significant difference between benign and malignant bone tumor with cut-off value
of 1.15 � 10�3 mm2/s and had a sensitivity of 82%, and a specificity of 92.3%. Moreover, a significant correlation
was also found between ADC values with the histopathology type of bone tumors.
Conclusion: The ADC values of benign and malignant (chondrogenic and non-chondrogenic groups) bone tumors
are different. Thus, the measurement of ADC values improves the accuracy of the diagnosis of bone tumors.

1. Introduction

MR imaging is the method of choice to detect, characterize, and to
asses extension of bone tumors (Costa et al., 2011). Conventional MR
imaging sequences have limited value in differentiating benign to ma-
lignant bone tumors, especially owing to their low specificity (Sub-
hawong et al., 2012; Costa et al., 2011; Gielen et al., 2004). AdvancedMR
imaging techniques such as Diffusion Weighted Images (DWI) is applied
to bone and soft tissue tumors to increase the ability to discriminate
between benign and malignant bone tumors (Del Grande et al., 2017; Lee

et al., 2016; Wang et al., 2014; Razek et al., 2012; Oka et al., 2011;
Nagata et al., 2008).

Diffusion-weighted imaging (DWI) is a well-established non contrast
MR technique based on Brownian motion of water molecules (Costa
et al., 2011; Wang et al., 2014) that was originally applied to neuro-
imaging and is nowadays a well-established technique body MRI as well
(Matsushima et al., 2007; Wang et al., 2014). DWI can be considered a
proxy of malignancy through the detection of tissue cellularity (Marini
et al., 2007). Apparent Diffusion Coefficient (ADC) is the quantitative
value of DWI and has been shown to potentially play a role to

* Corresponding author.
E-mail address: rosy-s@fk.unair.ac.id (R. Setiawati).

Contents lists available at ScienceDirect

Heliyon

journal homepage: www.cell.com/heliyon

https://doi.org/10.1016/j.heliyon.2021.e06402
Received 28 October 2020; Received in revised form 14 November 2020; Accepted 25 February 2021
2405-8440/© 2021 The Authors. Published by Elsevier Ltd. This is an open access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-
nc-nd/4.0/).

Heliyon 7 (2021) e06402

http://www.cell.com/heliyon
mailto:journal_logo
http://crossmark.crossref.org/dialog/?doi=10.1016/j.heliyon.2021.e06402&domain=pdf


differentiate benign and malignant bone and soft tissue tumor (Schna-
pauff et al., 2009; Koh and Collins, 2007) and predicts the aggressiveness
and potential response before starting a treatment (Ahlawat et al., 2015;
Bley et al., 2009) High ADC values represent low cellularity tissues
whereas low ADC values represent high cellularity tissues (Schnapauff
et al., 2009).

The aim of this study was to analyze correlation of quantitative DWI
between benign, malignant chondrogenic and malignant non-
chondrogenic bone tumors with histopathologic findings.

2. Materials and methods

2.1. Population

This retrospective study was approved by the regional ethics com-
mittee and all participants signed an informed consent.

From the October 1st 2017 to December 31th 2019, 84 consecutive
patients were included (44 males and 40 females with an age range be-
tween 10 to 73 years and average age �32.702 years). The inclusion
criteria were the followings: patients with bone tumor with complete
bone tumor MRI protocol including DWI sequence. Exclusion criteria
were the followings: non diagnostic DWI images and patients with pre-
vious chemotherapy or radiotherapy. All bone tumors were confirmed by
pathology (50 surgical biopsies and 34 percutaneous core or fine needle
biopsies).

2.2. MRI protocol

All the examinations were performed onMRI 3 T (Siemens Magnetom
Skyra, Siemens AG Germany) using different RF coil depending of the
location of the tumor. The field of view (FOV), slice thickness and matrix
were adapted to the different body regions.

The following sequences were performed on every patient; axial,
sagittal and coronal T1-weighted (repetition time (TR) 672–863/echo
time (TE) 9–20 ms), coronal short time inversion recovery (STIR) (TR
4000/TE 82ms) and axial T2-weighted fat saturated (TR 4040/TE 60ms)
sequences.

DWI with ADC maps were performed in the axial plane with b values
of 50 and 800 s/mm2 before intravenous contrast medium administra-
tion, using a spine echo, single shot echo planar technique. The param-
eters where TR (4430–6640 ms), TE (55–76 ms), FOV 200–325 mm2,
matrix size (voxel) of 115 � 128, thickness of 5–6 mm with an interslice
gap of 1.5 mm and average of 1–2.

2.3. Image interpretation

In our study, DWI images were evaluated independently using
Siemens PACS workstation by two radiologists with 10 years and 20
years experience who were impartial in regard to the clinical and other
radiological information. Moreover, the corresponding of ADC map to
the average diffusion images was attained. Area within the lesion showed
a high signal on DWI corresponding with low signal ADC maps are
characterized as diffusion-limited areas. As a matter of fact, within the
most restricted area of the ADC map including the areas of enhancing
tumor with the lowest ADC, the circular or elliptical region of interest
(ROI) was placed. It was determined by visual inspection which was
assumed to have corresponded to the largest amount of cellular tissue
and attempted to include the largest area of tumor within the ROI, with a
minimum area of 10 mm2 and a maximum of 55 mm2. The mean ADC
values were obtained (Figure 1) (Figure 2). When tissue heterogeneity
were found, at least three measurements were conducted by each
observer in the most restricted area, then the mean ADC value of the
three measurements was recorded. The position of the ROI was always
examined thoroughly in regard to conventional MRI. The mean ADC
values from the area with lowest ADC values were selected for statistical
analysis.

2.4. Statistical analysis

Data analysis was performed using SPSS 23 statistics software. For
statistical analysis, bone tumors were divided into benign, malignant
non-chondroid, and malignant chondroid matrix, according to pathology
reports. We applied receiver operating curve (ROC) analysis to determine
the optimal minimum and mean cut-off of ADC values to differentiate
benign, malignant chondroid tumor, and malignant non-chondroid
tumor. Mann-Whitney test was used to evaluate differences in ADC
values between bone tumors. Chi-square was used to assess the correla-
tion between bone tumor DWI and ADC values with histopathological
types. Inter-reader agreement of both observer was calculated with kappa
test. Intraclass correlation coefficient (ICC) with P> 0.75 was considered
as a good agreement.

3. Result

The ICCs for inter-observer agreement between the two readers was
good with the kappa coefficient value of (k) ¼ 0.003 (p ¼ 0.000) at a
significance level of 5%. The variability between ADCmeasurements was
larger by using single ROI for measurement than using multiple small
ROIs.

In fact, the most common age group presupposed for both benign and
malignant bone tumors was 11–20 years as same as 31 cases or 36.49%.
Furthermore, it was followed by 51–60 years or 18 cases with a per-
centage of 21.4%. Minimal number of cases were discovered in the age
group of 0–10 years and >60 years with each 1.2% in one case. Thus,
mean age of presentation was 32.7 years. In this study, a number of
affected males were obtained as 44 or 52.3% and total number of affected
females were 40 or 47.6% with the ratio 1.1:1 of M:F.

From 84 bone tumors, 41 tumors were located in the femur, 17 in the
tibia, 8 in the humerus, 6 in the radius, 4 in the sacrum, 3 in the iliac
wing, 2 in the acetabulum, 2 in the pedis and manus, as well as 1 in the
ulna (Table 1).

MinimumADC values, mean ADC values and p-values for benign bone
tumor, malignant non-chondroid tumor, malignant chondroid tumor,

Figure 1. Receiver operating curve (ROC) curve of mean minimum apparent
diffusion coefficient value for differentiation malignant and benign bone tu-
mors. The area under the ROC curve is 0.166 (95% confidence inter-
val 0.548–0.919).
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and respectively are shown in the Table 2. ADC value ranged from 0,82�
10�3 mm2/s to 2,88 x 10�3 mm2/s for benign tumor, from 0.78 � 10�3

mm2/s to 1,67 � 10�3 mm2/s for malignant non-chondroid tumor, and
from 1,22� 10�3 mm2/s to 2,38� 10�3 mm2/s for malignant chondroid
tumor. Mean ADC values 1.55 � 10�3 mm2/s for benign tumor, 1,12 �
10�3 mm2/s for malignant non-chondroid tumor, and 1.84� 10�3 mm2/
s for malignant chondroid tumor (Table 3).

According to the ROC analysis for differentiation between malignant
and benign bone tumor, the cut-off of ADC values of 1.15 � 10�3 mm2/s
had a sensitivity of 82%, specificity of 92.3%, and AUC (area under
curve) of 0.166 (Figure 1). Cut-off difference of the ADC value between
benign and malignant bone tumor is significant (p-value¼ 0.000 (p<α)).
There is a significant relationship between ADC values with the histo-
pathology type (p ¼ 0.000) (Tables 3 and 4).

4. Discussion

Our study indicates that mean ADC value supports the discrimination
between benign, malignant chondrogenic tumor, and malignant non-
chondrogenic bone tumors. Malignant chondrogenic bone tumors
showed significantly higher mean ADC values compared to malignant
non-chondroid tumor and such chondrogenic tumors should considered
separately in the assessment with ADC values.

DWI is a non-contrast advanced MR technique increasingly used in
body imaging (Dietrich et al., 2010). ADC represent the quantitative
value of DWI and helps to differentiate high cellular from low cellular
tumors (Türkbey et al., 2012). Several studies which have utilized the
qualitative DWI MRI techniques and quantitative ADC. Bone tumors with
unrestricted diffusion showed high ADC values representing the presence
of hypocellular and damaged cell membrane integrity which allows
greater water diffusion whereas bone tumors with restricted diffusion

Figure 2. A 14-year-old male patient with chondroblastic type of osteosarcoma distal left femur. On MRI examination showed solid mass which appears isointense on
axial T1 FSE (A), slight hyperintense on axial T2 FSE (B) and coronal T1 TSE fatsat with contrast showed contrast enhancement (E). Restricted diffusion area on DWI
and slight hypointense on ADC maps (C, D) with mean ADC value of 2.27 x 10�3 mm2/s.

Table 1. The location of bone tumor in the study subjects.

Location Frequency Percentage (%)

Femur 41 48.8

Tibia 17 20.2

Humerus 8 9.5

Radius 6 7.1

Sacrum 4 4.8

Iliac wing 3 3.6

Acetabulum 2 2.4

Foot 1 1.2

Hand 1 1.2

Ulna 1 1.2

Total 84 100

Table 2. The Distribution of Mean ADC Values and Standart Deviation of Bone Tumors based on the Histopathology Type.

Group of Bone Tumor Histopatology type ADC values

Frequency Mean Percentage (%)

Benign tumor Osteomyelitis 6 1.5767 7.1

Giant Cell Tumor 18 1.5139 21.4

Aneurysmal bone cyst 3 1.6767 3.6

Malignant Chondrogenic Tumor Chondroblastic type Osteosarcoma 8 1.7763 9.5

Chondrosarcoma 4 1.96 4,8

Malignant Non-Chondrogenic Tumor Osteosarcoma 27 1.1278 32,1

Metastatic bone disease 10 1.044 11.9

Malignant Giant Cell Tumor 3 1.165 3.6

Plasmacytoma 4 1.2933 4.8

Non hodkin lymphoma 1 0.78 1.2

Total 84 100
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showed low ADC values, representing high cellularity and intact cell
membrane integrity with limited diffusion of water molecules (Bley et al.,
2009). As such low ADC values are presumed to correlated with malig-
nancy, in other hand high ADC values are presumed to correlated with
benign bone tumors (Ahlawat and Fayad, 2018; Surov at al., 2015).
However, ADC values can vary considerably among different studies
depends on tissue type (Padhani et al., 2009), measurement techniques
(minimum vs mean ADC values) (Ahlawat and Fayad, 2018) and MRI
characteristics (Sasaki et al., 2008). For instance, cystic degeneration,
chondroid matrix, and myxoid matrix can results in false negative of high
ADC values whereas tumor with high fibrovascular tissue can results in
false positive of low ADC values (Rosari et al., 2020.; Ahlawat and Fayad,
2018; Pekcevik et al., 2013; Yakushiji et al., 2009; Hayashida et al.,
2006). DWI MRI is also used for monitoring therapeutic responses and a
high ADC values after therapy shows a good therapeutic response. This
response was likely related to necrosis or cellular lysis because of
radiotherapy as well as chemotherapy, which leads to increases tissue
water diffusivity, resulting in restricted diffusion area in the tumor, thus
lowering signal intensity on high b value images with corresponding
increases in ADC values. Because cell death in response to treatment
precedes changes in lesion size, changes in DW-MRI may act as an

effective, early biomarker of response to therapy (Gaeta et al., 2014;
Thoeny and Ross, 2010).

Our results showed malignant chondroid tumors had the highest ADC
values among malignant tumors that 9.5% of the patients with histologic
proven chondroblastic osteosarcoma had minimum ADC value higher
than 1.18 � 10�3 mm2/s and mean ADC value higher than 1.77 � 10�3

mm2/s. 4.8 % of the patients with chondrosarcoma have minimum ADC
values higher than 1.43 � 10�3 mm2/s and mean ADC value higher than
1,96 x � 10�3 mm2/s. 31% of the patients with histologic proven as non
chondroblastic osteosarcoma had minimum ADC values lower than 0.78
� 10�3 mm2/s and mean ADC values higher than 1,13 x � 10�3 mm2/s
(Table 2) (Figure 2). The studies of Rao et al.; Shivani et al.; Pekcevik
et al.; Hayashida et al.; Yakushiji et al. consistently obtained similar re-
sults (Rao at al., 2019; Ahlawat and Fayad, 2018; Geneidi et al., 2016;
Pekcevik et al., 2013; Neubauer et al., 2012; Ginat et al., 2012; Yakushiji
et al., 2009; Hayashida et al., 2006).

We speculated that the water molecules are relatively free to spread
inside the chondroid matrix compared to osteoid matrix, resulting in
higher ADC values. This statement was supported by study conducted by
Ahlawat S and Fayad LM (Ahlawat and Fayad, 2018), noted that high
water content of hyaline cartilage in chondrogenic lesions leads to
overall high ADC values. This was similar to myxoid tumor that shows

Table 3. The correlation between ADC values with the degree of histopathological examination between benign, malignant chondrogenic tumor and malignant non-
chondrogenic tumor.

Bone tumor Frequency ADC values

Minimum (x10�3 mm2/s) Maximum (10�3 mm2/s) Mean (x10�3 mm2/s) SD

Benign tumor 45 0.82 2.88 1.5459 0.572

Malignant Chondrogenic tumor 12 1.22 2.38 1.8375 0.381

Malignant Non-chondrogenic tumor 27 0.78 1.67 1.1158 0.151

p values 84 0,000

Table 4. Comparison of ADC values of benign and malignant lesions of present study with other studies.

Studies The mean ADC values
of malignant lesions
(�10�3 mm2/s)

The mean ADC values
of benign lesions
(�10�3 mm2/s)

The cut-off ADC values
(�10�3 mm2/s)

The cut-off sensitivity of
ADC (%)

The cut-off
specificity of ADC (%)

Present study 1,48 � 0,45 1,55 � 0.41 1.15 82 92.3

Rao et al. (2019) 1.092 � 0.497 1.62 � 0.596 1.31 73.3 77.1

Pekcevik et al. (2013) 1.02 � 1.0 1.99 � 0.57 1.37 77.8 82.4

Wang et al. (2014) 0.87 � 0.20 1.17 � 0.36 1.10 89.7 84.5

Figure 3. A 31-year-old woman with GCT in the distal left femur. MRI examination showed isointense solid mass with a central necrotic on axial T1 FSE and T2 FRFSE
(B), and coronal T1 TSE fatsat with contrast showed contrast enhancement in the solid component part(E). Solid tumor component showed peripheral restrictive
diffusion area on DWI and hypointense on ADC maps (C, D) with mean ADC value of 1.10 x 10�3 mm2/s.
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higher ADC values compared to non-myxoid tumors regardless malignant
or benign etiology. By increasing osteoid matrix at expanses of chondroid
matrix, there will be an increasing DWI restriction and decreasing ADC
values (Matsushima et al., 2007). Similar results were reported by Nagata
et al. (2008). that recommended cartilaginous tumors with a chondroid
matrix to be classified separately where both benign and malignant tu-
mors with a chondroid matrix component have high ADC values and
further studies need to be conducted to distinguish ADC values from
benign and malignant tumors with the chondroid matrix. Jifei Wang
et al. (2017). stated in their study that extracellular matrix cartilage with
high water components and hyper-permeability may also produces
higher ADC values.

For malignant non chondrogenic tumor, the minimum ADC values of
malignant bone tumors was 0.78 � 10�3 mm2/s that belonged to bone
metastases and Non-Hodgkin lymphoma. These result was consistent
with study by Pekcevik et al. (2013). which obtained all bone metastases
(n ¼ 5) below the cut-off value of ADC with a minimum ADC value of
0.67 x 10�3 mm2/s and a maximum of 1.02 x 10�3 mm2/s. Furthermore,
study conducted by Cao et al. (Cao et al., 2017), metastasis (n¼ 7) with a
minimum ADC value of 0.79 � 10�3 mm2/s and a maximum ADC value
of 1.10 � 10�3 mm2/s. In this study, Plasmacytoma (n ¼ 4) and
Non-Hodgkin lymphoma (n¼ 1) had ADC values below the cut-off (mean
ADC value 1.29 � 10�3 mm2/s and 0.78 � 10�3 mm2/s) with DWI's
interpretation of all restricted diffusions.

In our study, giant cell tumors have heterogeneous ADC values, that
divided into three malignant giant cell tumors that had lower mean ADC
values of 1.16 x 10�3 mm2/s and 18 giant cell tumors with mean ADC
value of 1.51 x 10�3 mm2/s, respectively (Table 2) (Figure 3). This result
is similar to Peckevik et al. and Nagata et al. (Pekcevik et al., 2013;
Nagata et al., 2008). Nagata et al. reported in their study that the lower
ADC value found in malignant giant cell tumors might be related to their
histology in the form of adequate vascularized network of round, oval, or
spindle-shaped stromal cells and multinucleated giant cells which prob-
ably decrease the extracellular space and result in decreased ADC values
(Nagata et al., 2008).

Our study has limitation that the distribution of samples of benign
bone tumor were predominantly giant cell tumors, which tend to have
lower ADC values, also influenced the result of cut-off value in differ-
entiating malignant from benign bone tumor. This study needs to be
continued with more control group in each subtype of tumor. From
malignant bone tumor group, the evaluation of ADC value study in os-
teosarcoma subtypes is also needed to provide more specific result.

5. Conclusion

In differentiating malignant from benign bone tumors and tumor like
lesions, DWI is considerably helpful. Despite some overlapping occurred,
ADC values of benign and malignant bone tumors seem to be different, so
that the measurement of ADC values enriches the accuracy of bone tu-
mors diagnosis. Our study demonstrated a significant correlation be-
tween ADC values of benign, malignant chondrogenic and malignant non
chondrogenic bone tumors with histopatologic type.
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