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AKTyaAbHi Ipo6AeMH Cy4acHOI MeAHLHHH

BOTHbIX C AnabeTom cHuaunacb Ha 35% u 50% COOTBETCTBEHHO MO CPABHEHWUIO C KOHTPONeM. AKTUBHOCTb
rMoKo30-6-pocdataernaporeHasbl B 3pUTpoLmMTax B3POCITbIX M CTapbIX XUBOTHBIX C AnabeTom cHu3unach
Ha 27% 1 45% COOTBETCTBEHHO MO CPABHEHUIO C KOHTPONEM Ha 47-1 AeHb. MI3meHeHns MoryT 6bITb cneacT-
BMEM BO3PAaCTHbIX HapyLLUeHW MmeTabonmama rnoko3bl 13-3a HapyLLEHUS MEXaHW3MOB CBOOOAHbIX paauvka-
noB. AKTUBHOCTb FMyTaTUOHPeayKTasbl B 3pUTpoLMTax B3POCIbIX U CTApbIX XMBOTHBIX C AMabeTOM YMeHb-
wunacb Ha 29% n 35% COOTBETCTBEHHO MO CPABHEHUIO C KOHTponem Ha 47-i aeHb. BoiBog. Mbl ycTaHOBU-
NN, 4YTO B XOA€E CTapeHUs NPOU3OLLINM N3MEHEHUS YYBCTBUTENBHOCTU aKTUBHOCTEN NUPYBAaTKMHA3bI, MMIOKO-
30-6-hocataernaporeHasbl U rnyTaTUOHPEAYKTa3bl B 3pUTPOLMUTAX KPbIC C anfoKCaHoBbIM AnabeTom K
BMMsAHMIO AnabeTnyeckoro craTtyca (rmneprrvkemusi). Mbl BbIABUHYNN TMNOTE3Y, YTO KOHTPOSb MMUKEMUM SIB-
nseTcs ueneBbiM HasHayYeHUeM ANs NOXWMbIX NnauveHToB ¢ auabetom 1 Tvna ang npegoTBpalleHns oc-
NOXHEHWUI, CBA3AHHbIX CO CTApEHMEM OpraHu3ma.
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COMPARATIVE ANALYSIS OF CD44 EXPRESSION IN POLYPS AND
ADENOCARCINOMA OF DISTAL COLON

Zaporizhzhia State Medical University

Introduction. CD44 is one of the most used markers of cancer stem cells in colorectal cancer. Even though,
the questions of its diagnostic and prognostic value remain open. The aim of the study was to compare
CD44 immunohistochemical expression levels in polyps and adenocarcinoma of the distal colon. Materials
and methods. Histopathological and immunohistochemical studies of biopsies from 40 patients and surgical
material of colorectal adenocarcinoma from 30 patients were carried out. Results. It was figured out that dis-
tal colonic polyps are characterized by membranous CD44 expression with the medians of relative areas of
CD44+ cells equal to 60,24 (50,22; 70,22) % stromal cells and 15,67 (12,47; 19,47) % epitheliocytes. Colo-
rectal adenocarcinoma is characterized by membranous-cytoplasmic CD44 expression with the medians of
relative areas of CD44+ cells equal to 61,26 (42,58 ; 79,15) % stromal cells and 30,60 (24,56 ; 36,45 ) %
cancer cells. Comparative analysis of the data obtained for the pTNM stages of colorectal adenocarcinoma
revealed some significant differences. The median of CD44+ stromal cells area on the | stage equals to
31,41 (19,87 ; 42,15) % vs. the median of CD44+ stromal cells area on the Il stage equals to 48,26 (35,44 ;
61,45) % , p < 0,05; the median of CD44+ stromal cells area on the Il stage vs. the median of CD44+ stromal
cells area on the lll stage equals to 78,36 (61,13 ; 80,06) % , p < 0,05. The median of CD44+ cancer cells
area on the lll stage equals to 30,35 (21,19 ; 35,47) % vs. the median of CD44+ cancer cells area on the IV
stage equals to 31,25 (30,22 ; 41,19) % , p < 0,05. Moreover, it was revealed that the median of CD44+ epi-
theliocytes area in polyps two-fold smaller than the median of CD44+ cancer cells area in colorectal adeno-
carcinoma: 15,67 (12,47 ; 19,47) % vs. 30,60 (24,56 ; 36,45 ) % , p < 0,05. Conclusions. Distal colonic pol-
yps are characterized by membranous CD44 expression with the median of CD44+ epitheliocytes area that
is two-fold smaller than the median of CD44+ cancer cells area. Colorectal adenocarcinoma is characterized
by membranous-cytoplasmic CD44 expression with the median of CD44+ stromal cells area that significantly
increases during the tumor progression from | to Il stages and with the median of CD44+ cancer cells area
that significantly go up during the tumor progression from lll to IV stages.

Key words: polyps, colorectal cancer, CD44 antigen.
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Annually, approximately 1.3 million new cases of
colorectal cancer (CRC) are diagnosed worldwide
[1]. The CRC development is preceded by an ab-
normal proliferation of the colonic mucosa that
forms a polyp in most cases. The excessive prolif-
eration is considered to be a result of a combination
of unfavourable external factors (smoking, alcohol
abuse, lack of plant fibre in the diet) and genetic
predisposition, which through molecular-genetic
modifications can trigger the “polyp-carcinoma” se-
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quence [2].

During the last decade, a significant amount of
data regarding cancer stem cells (CSCs) subpopu-
lation and their role in tumour initiation and pro-
gression has been accumulated [3-5]. CD44 is one
of the most used markers of CSCs in CRC. Even
though, the questions of its diagnostic and prognos-
tic value for CRC patients are still remaining open
[4].

CD44 is a transmembrane glycoprotein that is
expressed by embryonic stem cells, as well as by
some progenitor and mature cells, including cells of
connective tissue and bone marrow [6]. According
to the literature, the CD44 gene is a part of an in-
testinal stem cell gene signature [7]. In addition, it is
known that CD44 expression is characteristic of the
CSCs subpopulation [8]. The main ligand of CD44
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is hyaluronic acid, one of the dominant components
of the extracellular matrix. Binding of hyaluronic
acid to CD44 leads to structural changes in CD44
intracellular domain that leads to enabling of the
molecule to bind to the cytoskeleton and some
adapter proteins, as a result, it affects cell adhesion
and activity of a number of signalling cascades that
are functionally connected with CD 44 [6].

Experimental studies have shown that cells ex-
pressing CD44 are tumour-initiating cells in xeno-
grafts. CD44+ cells have stem cell properties, i.e.
each CD44+ cell is capable of self-renewal, as well
as subsequent differentiation with the formation of a
xenograft tumour similar to the original tumour [8].
Moreover, it was shown that CD44 expression level
correlates with stage, presence of regional and dis-
tant metastases, prognosis, and survival of patients
diagnosed with different carcinomas [6, 9-10]. A
high level of CD44 expression is recognized as a
hallmark of cell subpopulations with high tumori-
genic potential [8].

At the same time, the data concerning the diag-
nostic value of CD44 expression in CRC vary. Ac-
cording to Wu Q., et al. (2015), decreasing CD44
expression leads to inhibition of tumour growth and
metastasis of CRC cells [11]. According to Li X.D.,
et al. (2013), decreasing CD44 expression pro-
motes the migration and realization of metastatic
potential of CRC cells. However, in this work the
variant forms of CD44 (CD44v), which are the re-
sults of alternative splicing, were studied [12].
There has been also found out that highly differen-
tiated CRC is characterized by higher levels of
CD44 expression in comparison with poorly differ-
entiated CRC. However, a higher level of CD44 ex-
pression is associated with a worsening of prognos-
tic parameters in the group of highly differentiated
CRC [7]. Thus, the literature data are contradictory,
and the data concerning CD44 expression in pol-
yps-precursor of CRC are very limited [13-14].

Aim
The aim of the study was to compare CD44 im-

munohistochemical expression levels in polyps and
adenocarcinoma of the distal colon.

Materials and methods

Histopathological and immunohistochemical
(IHC) studies of biopsies from 40 patients (biopsies
of polyps and histologically non-changed mucosa of
the distal colon), as well as surgical material of co-
lorectal adenocarcinoma from 30 patients, were
carried out.

The biopsies and the surgical material were
fixed in 10 % neutral buffered formalin and were
paraffin-embedded. The features of histological
structure in the samples were studied in sections
stained by hematoxylin and eosin, and in sections
stained by PAS-reaction as well.

During the histopathological examination micro-
scopic features of the studied samples were esti-
mated, and then divided into two study groups: 1

group was represented by distal colonic polyps (bi-
opsies taken from 30 patients), 2 group included
colorectal adenocarcinoma (CRA; surgical material
taken from 30 patients). On the basis of the rele-
vant WHO classification, the 1 study group was
subdivided into 2 subgroups: 1.1 — serrated hyper-
plastic polyps (15 patients), 1.2 — adenomatous
polyps (15 patients). On the basis of the actual
pTNM classification, the 2 study group was subdi-
vided into 4 subgroups according to the CRA
stages: | stage (6 patients), Il stage (9 patients), Il
stage (9 patients), IV stage (6 patients). 10 biopsies
of histologically non-changed mucosa of the distal
colon made up the control group.

IHC study was conducted according to the pro-
tocol provided by the manufacturer of used antibod-
ies. Monoclonal antibodies against CD44 (CD44
Std. / HCAM Ab-4, Thermo Scientific, USA), as well
as visualization system EnVision FLEX with diami-
nobenzidine (DAKO, USA), were used. The results
of IHC reactions were studied using Axioplan-2 mi-
croscope (Carl Zeiss, Germany). In each case, the
area of CD44-positive cells was estimated in 5
standardized microscope fields of view at x 200
magnification. The area was estimated by the
method of photo digital morphometry: calculation of
immunopositive pixels number in a digital image
with further comparing to total pixels number in the
image was carried out. As a result, the number of
immunopositive pixels was expressed in percents
(%).

The obtained data were statistically processed
using the STATISTICA® for Windows 13.0
(StatSoft Inc., license no. JPZ8041382130ARCN10-
J). The median (Me), the lower and upper quartiles
(Q1; Q3) were calculated. Comparison between two
study groups was carried out using the Mann-
Whitney test. Comparison between 3 and more
study subgroups was carried out using the Kruskal—
Wallis analysis. The results were considered statis-
tically significant at the 95 % level (p < 0,05).

Results and Discussion

It was figured out that distal colonic polyps are
characterized by membranous CD44 expression in
stromal cells, with the median of relative area of
CD44+ cells equal to 60,24 (50,22 ; 70,22) % stro-
mal cells. CD44+ epitheliocytes are revealed fo-
cally, in precursor-cells that locate into the basal
part of crypts, as well as in dysplastic epithelio-
cytes, with the median of relative area of CD44+
cells equal to 15,67 (12,47 ; 19,47) % epithelio-
cytes.

Comparative analysis of the data obtained for
the two studied polyps subgroups revealed an ab-
sence of significant differences: the medians of
CD44+ stromal cells were equal to 60,03 (50,22 ;
68,36) % in hyperplastic polyps vs. 61,12 (48,96 ;
70,46) % in adenomas (p > 0,05); the medians of
CD44+ epitheliocytes were equal to 15,24 (11,36 ;
16,42) % in hyperplastic polyps vs. 16,34 (12,84 ;
20,13) % in adenomas (p > 0,05).
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Colorectal adenocarcinoma is characterized by
membranous-cytoplasmic CD44 expression in
stromal cells, as well as in cancer cells of the CRA
[I-IV stages. The median of relative area of CD44+
stromal cells in CRA equal to 61,26 (42,58 ; 79,15)
%, while the median of relative area of CD44+ can-
cer cells equal to 30,60 (24,56 ; 36,45 ) %.

Comparative analysis of the data obtained for
the studied CRA subgroups revealed a few signifi-
cant differences. The median of CD44+ stromal
cells area in CRA | stage equals to 31,41 (19,87 ;
42,15) % vs. the median of CD44+ stromal cells
area in CRA Il stage equal to 48,26 (35,44 ; 61,45)
% , p < 0,05; the median of CD44+ stromal cells

100

area in CRA Il stage vs. the median of CD44+
stromal cells area in CRA Il stage equals to 78,36
(61,13 ; 80,06) % , p < 0,05; the median of CD44+
stromal cells area in CRA Il stage vs. the median
of CD44+ stromal cells area in CRA IV stage equal
to 75,70 (69,35 ; 80,33) %, p > 0,05 (fig. 1).

The median of CD44+ cancer cells area in CRA
Il stage equals to 30,22 (23,53 ; 32,45) % vs. the
median of CD44+ cancer cells area in CRA Il stage
equals to 30,35 (21,19 ; 35,47) % , p > 0,05; the
median of CD44+ cancer cells area in CRA Il stage
vs. the median of CD44+ cancer cells area in CRA
IV stage equals to 31,25 (30,22 ; 41,19) % , p <
0,05 (fig. 2).
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Fig. 1. The medians of CD44+ stromal cells area in colorectal adenocarcinoma |, I, Ill, and 1V stages (p TNM).
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Fig. 2. The medians of CD44+ cancer cells area in colorectal adenocarcinoma ll, lll, and IV stages (p TNM).
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Fig. 3. The medians of CD44+ epitheliocytes in polyps and CD44+ cancer cells in colorectal adenocarcinoma.

Comparative analysis of the data obtained for
the main two studied groups was carried out as
well. It revealed that the median of CD44+ stromal
cells in polyps did not significantly differ from the
median of CD44+ stromal cells in carcinoma. How-
ever, the median of CD44+ epitheliocytes in polyps
two-fold smaller than the median of CD44+ cancer
cells: 15,67 (12,47 ; 19,47) % vs. 30,60 (24,56 ;
36,45 ) % , p < 0,05 (fig. 3).

CD44 molecule contains hyaluronic acid-binding
extracellular domain, transmembrane domain, and
short cytoplasmic domain [6]. The study has shown
that distal colonic polyps are characterized by
membranous CD44 expression whereas colorectal
adenocarcinoma is characterized by membranous-
cytoplasmic CD44 expression. Based on the litera-
ture data, the most probable cause of the appear-
ance of CD44 cytoplasmic expression in the carci-
noma is proteolysis of the cytoplasmic domain with
its further oligomerization. When the domain is not
proteolyzed, it connects with the cytoskeleton.
When the domain is exposed to disintegrins and
ADAM-17, the proteolysis occurs that leads to dis-
ruption of the domain and the cytoskeleton, as well
as to the fragmentation of the domain. These frag-
ments may undergo oligomerization with further ac-
tivation of some signalling cascades [12].

It is well known that CD44 is expressed by dif-
ferent cells of tumours stoma, including lympho-
cytes and CSCs [9]. The revealed tendency to in-
creasing CD44 expression by stromal cells of the
CRA I-lll stages (pTNM) indicates the increasing
functional activity of CD44 on the stages of colorec-
tal carcinogenesis, which provide invasive and me-
tastatic properties of the tumour. Based on litera-
ture, CD44 may bind to EGFR (HER1), HERZ2,
HER3, and HERA4. Binding of CD44 to HER2 and/or
HER3 leads to its heterodimerization upon binding
to neuregulin molecules that result in apoptosis re-

sistance. Moreover, the binding of CD44 to HERZ2 is
one of the main mechanisms of Ras—Raf-Mek—Erk
and PI3K-Akt—NF-kB cascades activation. These
cascades provide regulation of cell proliferation,
survival and promote invasive properties of cancer
cells [15].

This study also described the expression of
CD44 by cancer cells and its significant increasing
on advanced lllI-IV CRA stages. CD44 expression
by cancer cells reflects their acquisition of stem
properties, since the molecule is involved in the ac-
tivation of signalling cascades described earlier,
which ensure high cell survival [15]. Furthermore,
CD44+ cancer cells are cells that undergo epithe-
lial-mesenchymal transition (EMT) [6, 8]. CD44 is
involved in EMT which forms the basis for cancer
metastasizing according to current literature data.
One of the driver transcription factors for EMT is
ZEB1. EMT-induced ESRP1-suppression controls
CD44 alternative splicing that is the reason for
switching from CD44v (variant forms) expression to
CD44 standard form expression. What is interest-
ing, CD44s able to control ZEB1 expression inde-
pendently, that works as the main mechanism of
CD44s expression supporting and EMT activation
as well. It is so-called “CD44s-ZEB1-regulatory
loop” main functions of which are: independent from
external stimuli stimulation of ZEB1 expression,
suppression of ESRP1, and supporting of CD44s
expression [16].

As it was mentioned above, literature data con-
cerning CD44 expression in polyps-precursor of
CRC are very limited [13-14]. The present study
has shown that the median of CD44+ epitheliocytes
area in polyps is two-fold smaller than the median
of CD44+ cancer cells area. Moreover, CD44 ex-
pression is revealed only in precursor-cells located
in the basal part of crypts (that corresponds to the
general idea of CD44 as a stem cells marker [15])
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Pedepar

MOPIBHANBHUY AHATI3 EKCMPECIT CD44 B MOJINAX | AGEHOKAPLIMHOMI AWCTANBHOT TOBCTOI KMLLKW
WvwkiH M. A.
Kntouosi cnoea: noninu, konopekTanbHuii pak, CD44 aHTureH.

AkTyanbHicTb. CD44 € ogHUM 3 Hanbinblu NoLWMpPEeHNX MapkepiB CTOBOYPOBMX KMNiTUH ANSA KOOopeKTanb-
HOT KapunHOMMW. [pn LbOMY NUTAHHS LWOAO0 MOro AiarHOCTUYHOI Ta MPOrHOCTUYHOI LiIHHOCTI NUwaloTbCs Big-
Kputumn. MeTol Lboro AocnigkKeHHst 6yno NopiBHATK piBHI iMyHoricToxiMivHOI ekcnpecii CD44 B noninax i
afleHOKapLUMHOMI AnCTanbHOI TOBCTOI KiWKN. MaTtepianu Ta metoaun. lNMpoBeaeHo naTtorictonoriyHe Ta iMyHo-
rictoxiMmiyHe gocnigxkeHHa Gioncin 40 nauieHTiB i XipypriyHOro maTepiany KonopektanbHol ageHokapLMHOMU
30 nauieHTiB. Pesdynbtatn. BcTaHoBNEHO, WO MNONiNU AMCTanNbHOI TOBCTOI KULLIKM XapaKTepusylTbCsd MeM-
OpaHoto ekcnpecieto CD44 3 megiaHamu BigHOcHOI nnowli CD44+ kniTuH, Wwo gopiBHOTL 60,24 (50,22 ;
70,22) % xknitnH ctpomn i 15,67 (12,47 ; 19,47) % enitenioyunTie. KonopektanbHa ageHokapLUuHOMa Xapak-
TepusyeTbcs MeMbpaHo-uutonnasmatudHolo ekcnpecieto CD44 3 megiaHamn BigHocHO! nnowi CD44+ kni-
TWH, WO AopiBHIOTL 61,26 (42,58 ; 79,15) % kniTnH ctpomu i 30,60 (24,56 ; 36,45 ) % pakoBux KniTuH. lo-
PiBHANLHWUI aHani3 gaHux, wo éynu otpumati Ans pTNM cTagin konopekTanbHOI ageHoKkapLMHOMK, BUSBUB
HW3KY OOCTOBIpHUX BigMiHHOCTeN. MepaiaHa nnowi CD44+ kniTuH cTpomun Ha | cTtagii gopisHioe 31,41 (19,87 ;
42,15) % vs. megiaHa nnowi CD44+ kniTuH ctpomu Ha |l cTagii popisHioe 48,26 (35,44 ; 61,45) % , p < 0,05;
MegiaHa nnowi CD44+ knituH ctpomu Ha Il cTagii vs. megiana nnowli CD44+ knituH ctpomu Ha lll ctaaii go-
pisHioe 78,36 (61,13 ; 80,06) % , p < 0,05. MegiaHa nnowi CD44+ pakoBux knitvH Ha lll cTagii gopisHioe
30,35 (21,19 ; 35,47) % vs. megiaHa nnowi CD44+ pakoBux knitvH Ha IV cTtagii gopisHioe 31,25 (30,22 ;
41,19) % , p < 0,05. Okpim TOro, BCTaHOBNEHO, WO MediaHa nnowi CD44+ eniteniounTtiB noninie B 2 pasu
MeHLWwa 3a megiany nnowi CD44+ pakoBux KNiTUH KOMNoOpeKTanbHOI ageHokapuuHomu: 15,67 (12,47 ; 19,47)
% vs. 30,60 (24,56 ; 36,45 ) % , p < 0,05. BucHoBku. Noninu gnctanbHOI TOBCTOI KULLKM XapakKTepusyTbCA
mMeMbpaHoto ekcnipecieto CD44 3 megiaHoto nnowli CD44+ enitenioyunTiB B 2 pa3n MEHLLOIO 3a MegiaHy nno-
wi CD44+ pakoBux KkniTuH. KonopekTtanbHa afeHOKapLuMHOMAa XapaKTepusyeTbCsli MembpaHHO-
uuTonnasmaTuyHol ekcnpecieto CD44 3 megiaHoto nnowli CD44+ kniTUH cTpoMM, LLO AOCTOBIPHO 3pOCTaEe
npw nporpecii nyxnuHu Big | o lll cTagii, a Takox 3 megiaHoto nnowi CD44+ pakoBUX KNiTWH, WO AOCTOBIPHO
3pocTae npu nporpecii nyxnuHu Big Il go IV cTagil.
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Pedepar
CPABHUTENbHbLIV AHATIN3 3KCMNPECCUU CD44 B MOJIUMNAX U ALEHOKAPLIMHOME AVNCTANBHOW TONCTOW KUK
Wnwkun M.A.
KntoueBble crnioBa: nonunel, KoriopekTanbHbI pak, CD44 aHTureH.

AkTtyanbHocTb. CD44 oguH 13 Hanbornee 4acTo UCMOoNb3yeMbIX MapKepoB CTBOMOBbLIX KIETOK AN KOMo-
pekTanbHoro paka. Mpu 9ToM BOMPOCHl O €ro ANarHoCTUYECKOM N NPOrHOCTUYECKON LIEHHOCTM OCTalTCsA OT-
KpbITbiMK. Llenbio gaHHOro mccrnenoBaHust ObiNo CPaBHUTL YPOBHU MMMYHOMMCTOXMMUYECKON 3KCMpeccum
CD44 B nonvnax v ageHokapuMHOMe AUCTanbHOW TONCTON kKuWwkU. MaTepmansl U metoabl. lNMpoBegeHo na-
TOTMCTONOMMYECKOE U MMMYHOMMCTOXUMUYECKOE mnccrenoBaHus Guoncuii 40 nauneHToB U XUPYPrMyYeckoro
MaTepuana KosniopektanbHon ageHokapuumHombl 30 naumeHToB. PesynbTaTthl. YCTaAHOBMEHO, YTO MOMMUMbI
AnCTanbHOM TONCTON KULLKN XapakTepusytoTcs MeMbpaHHon akcnpeccnen CD44 ¢ meanaHammn oTHOCUTENb-
Hon nnowaan CD44+ knetok paBHbiMU 60,24 (50,22 ; 70,22) % kneTtok cTtpombl U 15,67 (12,47 ; 19,47) %
anuTenuounToB. KonopektanbHas ageHokapuMHOMa XapaKTepusyeTcsi MemMbpaHHO-LUTONnasmMaTmyeckomn
akcnpeccuenn CD44 ¢ megnaHamu oTHocutensHow nnowagn CD44+ kneTtok paBHbiMu 61,26 (42,58 ; 79,15)
% knetok ctpombl 1 30,60 (24,56 ; 36,45 ) % pakoBbix kneTok. CpaBHUTENbBHbIN aHaNU3 AaHHbIX, NOSyYeH-
HbIX Ans pTNM cTaguin konopekTanbHOM afeHoKapLUMHOMBI, BbISBUN psii AOCTOBEPHbIX pa3nuyunin. MegunaHa
nnowaaun CD44+ knetok ctpoMbl Ha | ctagum paBHa 31,41 (19,87 ; 42,15) % vs. megmana nnowagun CD44+
KneTtok ctpombl Ha |l ctagun paBHa 48,26 (35,44 ; 61,45) % , p < 0,05; meanaHa nnowagn CD44+ kneTok
cTpombl Ha Il ctagum vs. megunaHa nnowaan CD44+ knetok cTtpombl Ha Ill ctagun pasHa 78,36 (61,13 ;
80,06) % , p < 0,05. Megunana nnowaau CD44+ pakoBbix knetok Ha lll ctagun pasHa 30,35 (21,19 ; 35,47)
% vs. megmaHa nnowaam CD44+ pakoBbix kneTtok Ha IV ctagum pasHa 31,25 (30,22 ; 41,19) % , p < 0,05.
Kpome TOro, yctaHoBrneHo, 4to MegmaHa nnowwaan CD44+ anutennoumMToB NOMAMMNOB B 2 pa3a MeHbLUE Me-
Ovanbl nnowaan CD44+ pakoBbIX KNETOK KONMOPEKTanbHON afgeHoKapuuHombl: 15,67 (12,47 ; 19,47) % vs.
30,60 (24,56 ; 36,45 ) % , p < 0,05. BoiBogbl. MNonunbl gUCTanbHOM TONCTON KULLKM XapaKTepusylTcs MeMm-
OpaHHon akcnipeccuen CD44 ¢ meamnaHon nnowagn CD44+ anuTenuoumnToB B 2 pasa MeHbLUEN, YeM Me-
OvaHa CD44+ nnowagn pakoBbiX KneTtok. KonopekrtanbHas afgeHokapuMHOMa xapaktepusyeTtcsa MembpaH-
Ho-LMTONNasmatuyeckon akcnpeccuen CD44 ¢ meguaHon nnowaam CD44+ kneTok CTpOMbI, KOTopasi 4oC-
TOBEPHO BO3pacTaeT npu nporpeccun onyxonu ot | k Il ctaguu, a Takke ¢ megmaHon nnowann CD44+ pa-
KOBbIX KNETOK, KoTopasi OCTOBEPHO Bo3pacTaeT npu nporpeccun onyxonwu ot Il k IV ctagum.
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