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DEVELOPMENT OF A METHOD FOR ANALYZING TOMOGRAPHIC IMAGES OF
BONE STRUCTURES

The subject matter of research in the article is the morphological structure of bone tissue in the lumbar spine, visualized by
tomography in the sagittal and axial planes. The goal of the research is to create the most informative investigation method for
analyzing the structure of bone tissue, taking into account pathology in the form of metastatic bone lesions. This is justified by the fact
that the detection of pathological processes is one of the most important tasks of image processing and analysis; at the same time,
early diagnosis of various pathologies, including cancer, significantly increases the chances of patient recovery. Tasks: to consider the
existing modern methods for analyzing the structure of bone tissue, to develop and propose a method for detecting bone tissue
pathology in multiple myeloma. For the development of methods for the analysis of tomographic images with lesion of the bone
structure, one of the fundamental issues is visualization of tomographic data. In this case, it is advisable to provide modules for both
two-dimensional and three-dimensional visualization with methods of processing and segmentation of vertebral bodies, as well as
correcting the results obtained in an interactive mode. The research uses methods of improving the quality of images, filtering using
adaptive local filters, segmentation and stereology methods, cluster analysis method. The result of the work is to obtain a method
suitable for use in the analysis of bone tissue with its accompanying pathology in the form of bone metastases. This method will be
the basis for the further development of a method aimed at analyzing the microstructure of bone tissue, which will significantly
increase the accuracy of calculations. Conclusions. The relevance of the topic under study is of vital importance for a huge number of
patients suffering from cancer. In the course of the research, algorithms for processing and analyzing input images were developed,
taking into account the modality of the input data. This makes it possible to develop the next stage of analysis aimed at the

microstructure of the bone tissue.

Keywords: multiple myeloma; image processing; tumor; bone lesion; early diagnosis; image segmentation; bone structure;

image filtering.

Problem statement

Analysis of recent research and publications

According to the Ministry of Health, there are more
than 1 million cancer patients in Ukraine; 450 new cases
of cancer are registered daily [1]. It should be noted that
90% of patients develop bone lesions during their disease.
For this reason, imaging plays an important role in the
diagnosis and follow-up of cancer patients. Bone
pathology is the most common clinical feature of multiple
myeloma (MM). Multiple myeloma is a tumor in the bone
marrow that systemically affects the skeleton;
characterized by clonal proliferation of plasma cells and
bone marrow infiltration. Bone cancer metastases are
characterized by bone marrow damage (diffuse, diffuse-
focal, rarely focal), accompanied by bone-destructive
changes (osteoporosis, osteolysis), and the development of
monoclonal immunoglobulinopathy [2-3].

Today, standard methods for examining bone tissue
in MM determine bone mineral density, while some new
methods focus on micro-objects. Terminologically, micro-
objects in the work are understood as objects on specially
prepared micro-preparations. The variety of cellular and
tissue structures found in the human body is considered to
be medico-biological micro-objects [4]. In this work, the
micro-object is taken as the trabecular structure of bone
tissue and elements of its morphological structure.

The quality of image analysis and further
development of research methods directly depend on the
quality of the obtained diagnostic images — first of all,
these are the results of X-ray computed tomography (CT)
and radionuclide imaging [5]. At the same time, the lack
of an integrative approach to assessing the
morphofunctional parameters of bone structures makes it
difficult and hinders the detection of pathological
processes at early stages.

Recent advances in imaging make it possible to
assess bone microstructure in vivo using high-resolution
peripheral quantitative computed tomography [5-6].

Imaging techniques used to assess the structure of
the trabecular bone include conventional Xx-rays,
magnification ~ x-rays,  high-resolution =~ computed
tomography (HRCT), and high-resolution MRI (MRI-
HR).

High-resolution MRI (HR-MRI) techniques can
provide three-dimensional information about cancellous
bone in peripheral regions with a resolution of the order of
trabecular dimensions (in-plane resolution: ~ 110 um,
section thickness: ~ 300 pm) [7-10]. Recent advances also
allow imaging of the proximal femur, a major area of
clinical interest, although the signal-to-noise ratio (SNR)
and resolution (in-plane resolution: ~ 250 um, slice
thickness: ~ 500 pm) are lower than peripheral areas [11].

MRI scans can also be used to generate 3D bone
geometry for finite element analysis (FEA) models. It is a
numerical method that can be used to predict the
mechanical response of a bone to stress. [12].

The scanning electron microscopy method allows us
to estimate the pore size, shape and direction of
trabeculae, identify their destruction, and evaluate the
structure of bone collagen [13].

The method of peripheral quantitative CT (HR-
pQCT) is also known, which is used for visualization of
bone microstructure, but its spatial resolution is 200-500
microns [14].

The method of optical microscopy is based on
histological preparations of trabecular bone tissue with
post-traumatic changes in structure, studied under an
optical  microscope.  Morphometric  changes are
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characterized by a decrease in the area of bone beams and
a violation of the integrity of bone lacunae [13-15].

The method of multi-detector CT is widely used in
clinical practice. However, the resolution of this method is
0.5-1 mm, while the dimensions of the bone trabecula are
0.25-0.7 mm and the distance between them is 0.1-1.0 mm
[16].

Highlighting previously unsolved parts of a common
problem. Purpose of work

Analysis of the literature showed that despite the
variety of methods, there is no suitable method for
assessing the bone structure with high sensitivity. It
should also be noted that a specific and especially
important task in the work is not only the analysis of the
structure of bone tissue at the micro level, but a
combination of this issue with pathological changes
associated with the complexity of the course of
oncological diseases.

Thus, due to the heterogeneous structure of the bone
structure and the random location of metastatic lesions in
them, the analysis of tomographic images is complicated.
In this regard, the task of developing new methods for
analyzing bone structures remains relevant.

Materials and methods

The material of the research is tomographic images
of sections of the vertebrae L1-L5 (fig. 1).

Fig. 1. MRI of the spine with selected areas of interest (vertebra
L1-L5); sagittal T2-weighted MRI, middle section of the lumbar
region

In the development of a tomographic image analysis
system for multiple myeloma, one of the fundamental
issues is the visual presentation of tomographic data.
Therefore, for the purpose of expediency, two-
dimensional visualization modules are provided.

Two-dimensional processing involves working with
images of individual tomographic slices and includes

various types of brightness-contrast correction, methods of
linear and nonlinear filtering of images, adjusted in
accordance with user settings. Data processing, in addition
to improving the visual perception of images, should
provide the possibility of performing the segmentation
procedure - highlighting areas in the image that belong to
structures with common properties, which are chosen for
tomographic images: intensity, configuration, size and
localization.

According to the standard technique, magnetic
resonance imaging (MRI) is performed in the sagittal and
axial planes of the T2-weighted type, if necessary,
supplemented by T1-weighted MRI in different planes, as
well as MRI with fat suppression.

At the first stage, the image is analyzed from the
point of view of subjective perception. The image has a
normal distribution of the brightness of the elements and
for the convenience of further calculations the normal
distribution criterion is applied. The image quality is
assessed by the degree of deviation of the real brightness
distribution from the normal one. In addition to a
quantitative assessment, this method allows you to obtain
information about the presence and weight ratio of the
brightness gradations of the image.

These transformations are carried out according to
the expression (1):

I-res = L~ Lrin ! @)
I-max - I-min
where L, L
original and resulting images; Ly, . Lmax — respectively,
the minimum and maximum values of the original image.

Transformations according to formula (1) are
effective if the intensities of the pixels of potentially
information areas are concentrated in a narrow dynamic
range. If we apply these transformations to the original
image, then we will not achieve the desired effect, since
the histograms of its color components occupy the entire
possible range.

Improving the visual quality of the original image
can be achieved by modifying expression (1), i.e. to make
stretching of dynamic range of intensities of image pixels

nonlinear:
o
L-L,;
e (e EC

max — —min

— an array of values, respectively, of the

where o — nonlinearity coefficient.

Further, at the second stage, due to the specific
properties of tomographic images, filtration is applied
using adaptive local filters (3). Mathematically, this
filtration can be expressed as follows:

2

9(X,y)=f(xly)—%[f(xly)—m]v ®)

L
where g(x,y) — filtered image in general; f(x,y)-

initial image; &2 — local variance in the Sy s
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neighborhood, S, rectangular neighborhood with

dimensions mxn in the point (X, Y); 55— overall image
noise variance; m_ — local mean in the S, neighborhood

At the third stage, you need to perform
segmentation. We can use the k-means method. This
method is one of the simplest and most common
clustering methods if you know the number of classes to
split data into. You can use this algorithm to segment
medical images.

The k-means clustering algorithm is as follows:

a) N classes are created (N is the number of classes
into which the data should be split). The centers of mass
of the classes are initialized to a specific value. Can be
initialized with random values;

b) the data that needs to be clustered are sequentially
analyzed and belong to the class to which they are closest
(according to the Euclidean distance and the center of
mass);

c) the center of mass is recalculated for each class;

d) if in some class the center of mass is changed,
then there is a transition to step "b";

e) based on the smallest distance of the center of
mass of the cluster and the corresponding data, the data is
assigned to a certain class.

Applying this method to the samples under study, we
obtain the following results: fig. 2a shows an axial section
of an MRI vertebra in normal conditions, and fig. 2b
shows the result of its segmentation using the k-means
method.

Fig. 2a. Computed tomogram of the lumbar spine, axial section, norm

Fig. 2b. Result of fig. 2a segmentation by k-means method

As a result of segmentation, the region of interest
shown in fig. 2b was obtained; this region covers the
entire area of the bone marrow in the vertebra. The image
is ready for the next stages of processing.

Next, we will carry out the same analysis for the
sample with pathology shown in fig. 3a. The segmentation
result in fig. 3b.
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Fig. 3a. Computed tomogram of the lumbar spine, axial section, pathology

Fig. 3b. The result of segmentation of fig. 3a by the k-means method

On the tomogram shown in fig. 3a, the area with
tissue structure disturbance is on the left. This condition is
explained by the presence of bone metastasis, which
destroys the trabecular structure of the spine. Fig. 3b
shows the result of image segmentation 3a; the white
segment is an area with a lesion that should be looked at
during image analysis.

Since this study considers the principle of analyzing
images obtained by both MRI and computed tomography,
we present the results of segmentation of images of the
lumbosacral spine obtained in both methods to illustrate
the modality.

Fig. 4a shows a CT scan of the lumbosacral spine,
normal. Fig. 4b shows the result of segmentation of this
image by the k-means method.

Fig. 4a. CT scan of the lumbosacral region, norm

Fig. 4b. The result of segmentation of fig. 4a by the k-means
method
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For visual comparison, fig. 5a shows such an image,
only obtained as a result of MRI. Fig. 5b shows,
respectively, the result of its segmentation by the k-means
method.

Fig.5a. MRI of the lumbosacral region, norm

Both imaging techniques, MRI and CT, have a very
wide range of applications and are very popular. It is not
entirely correct to compare these diagnostic methods,
since they are based on different technological processes
and use different approaches for tissue visualization. CT
and MRI have their own advantages and disadvantages.
The feasibility of using a particular technique is
determined by the doctor, based on the goals and
objectives of the study.

After the above steps have been completed, the
image is ready for the next, fourth step, which consists in
working directly with the areas of interest. In this work,
the object for research is the affected vertebral bodies.

Cancer metastases in bone are characterized by
damage to the bone tissue by cancer cells, which penetrate
into it with the flow of blood and lymph from the primary
tumor. In addition, these cancer cells can spread to other
organs and tissues, forming metastases in them.

The main cells of bone tissue are osteoblasts, which
are responsible for the formation of new cells and bone
growth, and osteoclasts, which are responsible for the
destruction and absorption of used bone cells.

When the bones are affected by metastases, the
functions of the above cells are disrupted, and therefore,
bone metastases, depending on the type of lesion, are
divided into:

- osteolytic: when osteoclasts are damaged, bone
thinning occurs, leading to pathological fractures under
stress. With the progression of the disease, these signs
may appear even with the slightest exertion (for example,
when getting out of bed, when trying to take a step, etc.);

- osteoblastic: when osteoblasts are damaged, a
pathological increase in bone tissue, the formation of
growths and protrusions on the bone, limitation of joint
mobility are diagnosed;

- mixed: damage to osteoblasts and osteoclasts. They
are found most often in patients with bone metastases and
are manifested by bone thinning and the appearance of
new metastases.

Fig. 5b. The result of segmentation of fig. 5a by the k-means
method

Radiographically, they appear as small foci of
vacuum or larger foci of destruction with a homogeneous
or cellular structure. The edges of the lesions are usually
indistinct, without a sclerotic ring of the seal.

After completing the above steps, the image is ready
for the main processing module. The main fifth stage is as
follows: in the image without pathology, an area is
highlighted so that the object of interest is located inside
it. The selection area corresponds to the size of the
vertebral body. A maximum intensity graph is then plotted
over this area. Further, to compare the results, it is
necessary to carry out the same steps for a sample with
pathology. After that, for each of the cases, the area of the
integral curve is calculated. With pathology, the area will
be smaller. For further interpretation of the value of the
area difference and the development of the algorithm, a
coefficient characterizing the area defect is introduced.
With the help of the value of this coefficient, it is possible
to distribute patients according to the degree of
complexity of the disease, and as a result, help the
radiologist to select an individual treatment and further
monitor the dynamics.

Research results and their discussion

The result of the work is the development of a
method suitable for use in the analysis of bone tissue in
pathology in the form of bone metastases. However, this
method will also be useful in the further follow-up of the
patient and response to therapy. It should also be noted
that the results obtained in this study will be the basis for
the further development of a method aimed at analyzing
the microstructure of bone tissue, which will increase the
accuracy of calculations.

Conclusions and prospects for further development

The relevance of the topic under study is of vital
importance for a huge number of patients suffering from
cancer. During the study, a method was developed for
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processing and analyzing tomographic images, namely, The results obtained are planned to be used in the

bone structures, in the form of vertebrae, in patients with  future to describe the state of the vertebrae with

multiple myeloma. The obtained result makes it possible  pathologies and disorders. In the future, the development

to develop the next analysis module aimed at the of an analysis method aimed at the microstructure of

microstructure of bone tissue. trabecular bone tissue, taking into account the presence of
pathology.
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PO3POBKA METOAY AHAJII3Y TOMOI'PA®IYHUX 306PAKEHDb KICTKOBUX
CTPYKTYP

Ipeamerom nocnifukeHHs B CTaTTi € MOP(OIOTriYHA CTPYKTypa KiCTKOBOI TKaHHHY Y MOIEPEKOBOMY BiJini xpeOTa, Bi3yanizoBaHa
ToMorpadi€ro B caritalpHii i akcianbHii monrHax. MeTor poOoTH € CTBOpEHHS HailOLIbII iHHOPMATUBHOTO METOY TOCIiKEHHS
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aHAJI3y CTPYKTYPH KiCTKOBOT TKAHMHHM 3 YpaxyBaHHSIM IaTOJIOTI] y BUIVISII METACTATHYHOIO YPayKeHHs KicToK. I{e 00ymMoBiIeHo THM,
0 BHSIBJICHHS NATOJIOTIYHUX IIPOIECIB € OHIEI0 3 HaWBAXIIMBIMMX 3a7ad oOpoOKM Ta aHaNi3y 300pakeHb; IPH LBOMY pPaHHS
JIIarHOCTHKA Pi3HUX IATOJIOTiH, BKIFOYAl0UX PaK, 3HAYHO 301UIBIIye ITAHCH BiTHOBJIEHHS MAIli€HTIB 3aBAaHHS: PO3TISHYTH iCHYIOUI
CyJacHi METOJM aHaJli3y CTPYKTYpH KiCTKOBOI TKaHWHH, PO3POOHTH 1 3aIIpOIIOHYBAaTH METOJ BUSBIICHHS ITAaTOJIOTi KiCTKOBOT TKAaHUHI
TIpY MHOKMHHIN Mienomi. {1 po3poOKy MeToAiB aHali3y TOMOrpadidHuX 300pakeHb NPH ypaXKeHHI KiICTKOBOI CTPYKTYpH OJHHM 3
OCHOBOIIOJIOKHUX MUTaHb € HA0YHA Bi3yauizaiis ToMorpadiunux aaHux. [Ipu poMy AOLINBHO MepeadavylTH MOAYII SIK JBOMIipHOI,
Tak 1 TpUMIpHOi Bizyami3amii 3 MeTomaMu OOpPOOKH 1 cerMeHTamii Tin XpeOliB, a TakoX KOPEKLil OTPUMaHHUX pPe3yJIbTaTiB B
IHTEpaKTUBHOMY pexuMi. B poOOTi BUKOPUCTOBYIOTHCA METOAM MiABHUIIEHHS SKOCTI 300paxkeHb, (iIbTpalii i3 3aCTOCYBaHHSIM
aIanNTHBHUX JIOKAJBHUX (IIBTPiB, METOAM CErMEHTallil i CTepeojorii, MeTo] KiacTepHOro aHamizy. Pe3yiabratom poboTH €
OTPUMaHHS METOJy, NPHUAATHOTO JJI BUKOPHUCTAHHS B aHAII31 KICTKOBOI TKaHWHM 3 CYITyTHBOIO MATOJOTI€I0 y BHIVIAAI KiCTKOBHX
MeracrasiB. [laHuii MeTox Oyme OCHOBOIO IUISl IOJAIBINOI pO3POOKH METOMY, CIPSIMOBAHOTO Ha aHali3 MIKPOCTPYKTYPH KiCTKOBOI
TKaHWHH, 10 B pa3u 30UIBIIMTH TOYHICTH PO3paxyHKiB. BHCHOBKHM. AKTyanbHICTH JOCIIUKYBaHOI TEMH Ma€ >KUTTEBO BAKIIUBE
3HAYCHHS ISl BEMYC3HOI KITBKOCTI MAIiEHTIB, SIKi CTPAXKJAI0Th HA OHKO3aXBOPIOBAHHA. Y TPOIIEC] AOCIIKEHHS OYI0 po3po0IeHO
aNropuTMH 0OpOOKH 1 aHaNi3y BXiTHHX 300pakeHb 3 ypaxyBaHHSIM MOJAIBHOCTI BXiTHMX JaHuX. Lle mae MOXIHBICTE po3poOmaTH
HACTYIHUH eTall aHali3y, COPIMOBAaHHHA Ha MIKPOCTPYKTYPY KiICTKOBOi TKAaHUHH.

KnrouoBi cioBa: MHOXHMHHA MiesoMa; 00poOka 300pakeHb; MyXJIMHA; YPaXXCHHS KICTOK; PaHHS I1arHOCTUKA; CErMEHTAIlis
300pakeHb; CTPYKTYpa KICTKH; (HLIbTparlis 300paskeHb.

PA3PABOTKA METO/JIA AHAJIU3A TOMOI'PA®UUYECKHNX U30BPAKEHUN
KOCTHBIX CTPYKTYP

IIpenMeToM mccreoOBaHUs B CTaThe SBIAETCS MOP(OIOrniecKkast CTpyKTypa KOCTHOW TKaHU B IOSICHUYHOM OT/EJC IO3BOHOYHUKA,
BU3yaIN3UPOBaHHAs TOMorpaduell B CarMTTaJIbHOM M akcHalbHOH miockocTsx. Ilenbio paOoThl sBIAETCs co3laHHe Hauboee
HH(OPMATHBHOTO METOJla MCCIEIOBAHUS Ul aHAIM3a CTPYKTYPHI KOCTHOW TKaHHM C y4EeTOM IaTOJIOTHH B BHAE METacTaTHYECKOTO
MopakeHHs1 KocTeld. OTo 000CHOBAHO TeM, 4TO OOHapy>KEHHE MATOJOTMYECKUX IIPOLECCOB SIBISIETCS ONHOM M3 Ba)KHEUIINX 3a/1ad
00paboTKM M aHaMM3a HM300paKEHMH; NPH STOM paHHsS IHATHOCTHKA Pa3JIMYHBIX IATOJIOTWH, BKIIOYAs pak, 3HAYUTEIHEHO
YBEIMYMBAET IIAHCH BOCCTAHOBIICHHUS MAIIMEHTOB 3a/la4M: PaCCMOTPETH CYIIECTBYIOIINE COBPEMEHHbIE METOABI AHANN3a CTPYKTYPBI
KOCTHOHM TKaHH, pa3paboTaTe M NPEIIOKUTh METOH BBISBICHHUS MATOJIOTUH KOCTHOW TKAaHH NMPH MHOXKECTBEHHOH Mmmuenome. s
pa3pabOTKH METOJOB aHAIH3a TOMOTpa(pUIECKUX N300paKeHUH PH MOPAKEHUH KOCTHOH CTPYKTYpPBI OJHUM U3 OCHOBOIIOJIATAIOMINX
BOIIPOCOB SIBIETCS HArLIAHAS BU3yalH3alus ToMorpadudeckux AaHHBIX. [Ipu 3ToM merxecooOpa3HO NMpemycMOTPETh MOMYIH Kak
JBYXMEPHOH, Tak M TPEXMEPHOI BH3yalHM3allMd C MeToJaMH OOpabOTKM M CErMEHTAllMH TeJl ITO3BOHKOB, a TakXke KOPPEKINH
MOJTyYaeMbIX pe3yJIbTaTOB B HMHTEPAKTHBHOM pexuMe. B paboTe HCIONb3ylOTCS MeTOAbI IOBBIIICHHS KadecTBa H300paKeHUH,
GUIBTpAalMU ¢ NPUMEHEHHEM AaJalTHUBHBIX JIOKAIBHBIX (DMIIBTPOB, METOIBI CEIMEHTAllMM W CTEPEOJIOTHH, METOJ KIACTEPHOTO
aHanmm3a. Pe3yabTaToM paboTHl SABISETCS NMOJTyYSHHE METOJa, IPHIOJHOTO JUIS HCIOJIB30BAaHUS B aHaJIW3e KOCTHOM TKaHH C
COITyTCTBYIONIEH €€ MaTOJOTHeH B BUJE KOCTHBIX METACTa30B. JJaHHBIN MeTox OyIeT OCHOBOH AJs JalbHenIel pa3paboTku MeToa,
HAINpaBJICHHOTO HA aHAJIM3 MHKPOCTPYKTYPHI KOCTHOH TKaHH, YTO B pa3bl YBEIWYUT TOYHOCTH pacdeToB. BbIBOABI. AKTyaabHOCTH
HCCIIeAyeMOi TEMBI IMEeT )KU3HEHHO Ba)KHOE 3HAYEHHE I OTPOMHOTO KOJIMYECTBA MAI[EHTOB, CTPAJAIOIINX OHK03a00ICBaHUAMH.
B mpornecce uccnenoBanus ObUTH pa3padOTaHBI ANITOPUTMBI 00paOOTKH M aHAIM3a BXOIHBIX W300paKEHUH C y4ETOM MOJAIBHOCTH
BXOJIHBIX JaHHBIX. JTO JaeT BO3MOXKHOCTb Pa3padaThIBaTh CICAYIOLINI ITAll aHaIHM3a, HAIPaBJICHHBIH HA MUKPOCTPYKTYPY KOCTHON
TKaHH.

KunroueBbie ci10Ba: MHOXKECTBEHHAsT MUEIOMa; 00paboTKa N300pakeHHH; OIyX0JIb; MMOpaKEeHHE KOCTEH; PaHHss ANarHOCTHKA;
cerMeHTalus H300paXeHUHl; CTPyKTypa KOCTH; (GUIIbTpaiust H300pakeHuit.
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