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FEATURES OF MORPHOFUNCTIONAL CONDITION
OF THE THYROID GLAND AND REGIONAL LYMPH NODE
IN NORMAL AND IN HYPOTHYROIDISM

Abstract. The article presents data on the ratio of the functional structures of the lymph nodes in thyroid failure.
Taking mercazolilum within 30 days led to a disorder of the morphofunctional condition of the thyroid gland and
cervical lymph node. According to histological and morphometric analysis of the thyroid gland, a high sensitivity to
monthly exposure of mercazolilum is shown, which is expressed in a synchronous morphological rearrangement of
the tissue microdistrict of the thyroid gland and lymph node. Changes were identified especially in the peripheral
zones of the thyroid lobes, which led to a decrease in the size of follicles, and in thyrocytes to a change in cellular
elements, which caused a decrease in the production of thyroid hormones and developmental disability of reactive
and compensatory changes in the thyroid gland. The structurally functional component related to both the thyroid
gland and the lymph node is the extracellular space with vascular and non-vascular paths of microcirculation, a
change in which leads to disruption of the vesicular-colloid transport in the thyroid cytoplasm and to a change in the
functional state of the thyroid gland.

There are changes in the regional lymph node, which are characterized by a change in the ratio of cortical and
medullary substance, in which the proportion of structures of the cortical substance decreases; there was an increase
in the number of macrophages in the lymphoid nodule, the medullar sinus, a decrease in the number of mature
plasmocytes, in the paracortex and Billroth’s stand. These changes indicate an immunosuppressive effect on the
lymph node. On sections of the lymph node, capsule infiltration with lymphoid elements was often observed. The
value of paracortex was statistically significantly reduced. The decrease in the area of the paracortical zone is
relative, since it occurs due to the formation of sinuses. Blood vessels are blood-filled in the lymph node. There was
an increase in the volume of the lymph node, which leads to a uniform development of the structures of the cortical
and medullar substance of the lymph node.
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Introduction. The prevalence of hypothyroidism is one of the first among all endocrine diseases, and
its prevalence increases with age. The pathology of the thyroid gland is reflected in the provision of
endocrine, immunological, energetic homeostasis of the body [1, 2]. It has been established that
hypothyroidism develops disturbances in the mechanisms of oxidative homeostasis, and spontaneous
luminosity in the liver decreases. Studies have shown that with hypothyroidism, the enzymatic activities of
malate dehydrogenase, glutamate dehydrogenase, glucose-6-phosphate dehydrogenase, arginase and
activation of succinate dehydrogenase are reduced [3, 4].

The lymphatic system is one of the main links in the chain of humoral blood-tissue-lymph-blood
transport [5, 6, 7], and taking into account the important role of the lymphatic system in maintaining
homeostasis in the body with thyroid insufficiency is relevant. It is known that lymph nodes play an
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important role in the formation of humoral and cellular immunity [8, 9]. Among the most important and
universal functions of the lymph nodes, regardless of their localization and organ affiliation, their
hematopoietic and immunopoietic, protective and filtering roles in the body are especially distinguished
[10, 11].

The role of the lymphatic system and its lymphoid organs is one of the little studied problems in
biology, in the protective reactions of the body under the influence of negative environmental factors on
the human body. Of interest is the study ofthe condition ofthe lymphatic system in hypothyroidism.

Lymph nodes play an important role in the life of humans and animals [12]. Lymph nodes are the
main homeostatic organs of the internal environment of the body [13, 14]. Due to the fact that their
structural and functional response to environmental influences has the features of general stereotype, the
morphological and functional status of lymph nodes can be a marker of environmental pressure on the
lymphatic system [15]. In the modern concept of the lymphatic region, to determine the condition of the
organ drained by it, great prognostic significance is given to the structural and functional condition of the
lymph node [16, 17].

Lymph nodes are organs of lymphopoiesis and peripheral organs of immunogenesis. The inflow
lymphatic vessels, which carry lymph both directly from the organs and from other lymph nodes run into
them. The efferent lymphatic vessels go out of the lymph nodes, heading to other nodes or to the trunks
and ducts.

The thyroid gland is the only endocrine organ in which bi-directional movement of products intended
for secretion into the blood occurs. The thyroid gland is a tissue microdistrict that combines a group of
follicles with an autonomous system ofblood and lymph circulation. The aim ofthis research was to study
the morphological and functional features of the thyroid gland and regional lymph nodes in animals at
hypothyroidism.

M aterial and methods of research. The experiments were performed on 35 white laboratory rats
males weighing 250 + 3 g. Experimental hypothyroidism in experimental rats was modeled according to
the method of Orlov, 2002 [18, 19]. To develop the condition of experimental hypothyroidism,
mercazolilum dissolved in water at a dose of20 mg per 100 g of animal body weight was administered to
rats of the experimental group daily for 30 days. Animals were divided into two groups. Rats of the 1st
group (15 rats) were control. In rats ofthe 2nd group (20 rats), a condition of hypothyroidism was induced
for 30 days. The duration ofthe experiment is 31 days. All groups of animals were in the same conditions
of feeding and keeping. All experiments with animals were carried out in strict accordance with the rules
developed and approved by the local ethical commission of KazNMU named after S.D. Asfendiyarov, as
well as in accordance with the rules and requirements stipulated by the 1986 directive of the European
Parliament and set out in the "Guide for the Care and Use of Laboratory Animals."

For histological examination, lymph nodes were taken from rats. They were then fixed in a 10%
solution of neutral formalin, then the samples were washed with tap water and dehydrated in alcohol with
increasing concentration and pouring material into paraffin, followed by preparation of histological
sections 4-5 ~“m thick, obtained using a ThermoScientificHM 325 microtome. Histological sections of
lymph nodes were stained with hematoxylin and eosin, azure and eosin [20]. Drugs were viewed under a
Leica 1000 light microscope with a camera.

Morphometric analysis was carried out using a morphometric grid [21], which was superimposed on a
section of the lymph node. The intersections of the network occurring across the entire section of the
lymph node, as a whole and separately, for each of its structures — the capsule, cortical plateau, lymphoid
nodules, paracortex, meat strands and sinuses, with recalculation in percent were calculated [22, 23].
During cytological analysis of the structure of lymph nodes and plaques, the number of cells in a standard
area of 1600 “m2 with their differentiation into blasts, medium and small lymphocytes, plasmocytes,
macrophages, and others were calculated. For some structural and functional zones, reference values for
cells were used.

The data obtained were subjected to statistical processing with determination of arithmetic mean (M),
arithmetic mean error (£ m) and significance of differences at P<0.05 using the statistical analysis
program StatPlus Pro 2009, AnalystSoft Inc

The results and their discussion. The work provides material on the study of the state ofthe thyroid
gland and lymph nodes in control animals and groups after experimental hypothyroidism. Rats with
hypothyroidism were distinguished by the presence of characteristic symptoms - low mobility, lack of

_______ 12 ————--



ISSN 2224-5227 4. 2020

appetite, drowsiness, hair slip from the face surfaces ofthe body. The average mass ofthe thyroid gland of
the rats of the control group is 0.014+0.001 g. The mass of the left lobe is 0.008+0.002 g, the right is
0.006+0.004 g. The length ofthe left lobe is from 0.5+0.014 to 0.7+£0.011 mm, the right lobe it is between
0.32+0.007 and 0.34+0.009 mm. The obtained digital data indicate the prevalence ofthe parameters ofthe
left lobe over the right lobe ofthe thyroid gland in rats.

The control group of animals has a thyroid gland of elastic consistency, red in color with a reddish-
brown and sometimes pink hue. The thyroid gland is of normal structure with the preservation of its basic
structural elements. In this group, the thyroid gland contains rounded and oval follicles, in the cavity of
which a colloid is located. When stained with hematoxylin-eosin, the thyroid tissue was represented by the
same type of follicles, the wall ofthe follicles was formed by a flattened cubic epithelium located on the
basement membrane. The blood supply to the thyroid gland is clearly visible. In the connective tissue
between the follicles, blood vessels filled with the formed elements of the blood were determined
(figure 1).

Hemocapillaries, intrafollicular colloid, thyroid structure are clearly seen. Hematoxylin and eosin stain.
Increase approx. 10x0.25; About. 10x20

Figure 1- The histological structure of the thyroid gland of rats is normal

In the histological structure of the thyroid gland, the control groups are dominated by medium and
large follicles, which is characterized by a normoplastic version of the structure with different sizes of
follicles, which different sizes of follicles reflect the functional activity of the thyroid gland. The gland
parenchyma is represented by rounded, oval or angular follicles. Follicles look like closed vesicles lined
with a single-layer epithelium formed by cubic thyrocytes. The nuclei ofthyroid cells have a round or oval
shape.

An autopsy in all animals with hypothyroidism showed an increase in the mass of the thyroid glands
by 63-34% (p <0.01), i.e. the proportion ofthe thyroid gland in hypothyroid rats is 1.5-2 times larger than
the proportion of glands in rats from the control group. In experimental hypothyroidism, the thyroid
follicles were stretched and their sizes were increased, epithelial cells had a flat and elongated shape, the
walls of the follicles acquire fuzzy outlines, enlarged, swollen, slightly stained. In lobes of the thyroid
gland, single follicles with a small amount of colloid are found. Blood vessels, especially venous ones, are
dilated, characterized by plethora and stagnation of blood.

The results of the study showed that in animals with experimental hypothyroidism, destructive
processes are detected. With hypothyroidism in the thyroid gland, there were significant changes in its
structure and an increase in wall thickness, violation ofthe shape ofthe nuclei, desquamation of epithelial
cells, which is reflected in a decrease in the diameter of the follicles, the total volume, volumes of the
colloid and follicular epithelium. At the same time, swelling and rounding of the thyroid gland itself were
observed. The follicles are small in size, some of them lack colloid and are filled with a clear fluid
(figure 2).
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Hyperplasia of the parenchyma, a change in the newly formed and deformed follicles, an increase in the thickness
of the follicle wall, partial desquamation of the epithelium, abnormal shape ofthe nuclei,
vacuolization of the cytoplasm, expansion of the interfollicular space. Stained hematoxylin and easin.
Increase Approx. 10x0,25; About. 10x20

Figure 2 - The histological structure of the thyroid gland of rats with experimental hypothyroidism

In animals, the cervical lymph nodes are normally covered with a thin, dense capsule. The
subcapsular (marginal) sinus is well defined, densely filled with cells. Normally, the structure of the
cervical lymph nodes is represented by a uniform development from the main structural and functional
zones, there is a clear cortex-brain border in the cervical nodes, an intermediate morphotype of the lymph
node is observed, in which there is a slight predominance of cortical substance over the brain substance of
the lymph node, and the cortical/medullary ratio ofthe cervical node is 1.36£0.07 (figure 3, table 1).

Paracortex is normal. Hematoxylin-eosin stain. Increase approx. 10x0.25; About. 10x20

Figure 3 - Paracortex, located between the cortical and medullary substance
ofthe cervical lymph node in the control group of animals

Table 1- The structure of the cervical lymph node and indices under normal and with hypothyroidism

Lymph node structures and indices Control group Hypothyroidism
Capsule 1,26+0,05 0,96+0,03
subcapsular sinus 0,71+0,09 0,250,04*
Cortical plateau 2,33+0,14 1,36+0,12
Lymphoid nodules without a germinal center(F2) 1,56+0,06 0,960,13*
Lymphoid nodules with a germinal center (d2) (F1) 2,43+0,13 1,45+0,39*
paracortex 5,55+0,25 3,74+0,42*°
Billroth's strand 7,19+0,36 6,72+0,29
Medullar sinus 2,01+0,15 4,33+0,27**°
The total cross-sectional area of the lymph node 22,91+1,57 19,91+1,26 °
Index K/IM 1,36+0,07 0,72+0,01*°
Indes F1F2 1,54+0,08 1,50+0,06 °

Note: significantly compared with control at P <0.05 *; P <0.01 **
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In the literature, such a morphotype indicates sufficient detoxification-transport and immune function
ofthe lymph node regional for the thyroid gland [24, 25]. Their ratio often changes depending on the state
ofthe internal environment ofthe body, on the influence of environmental factors, which reflects a change
in the functional state of the lymph nodes. The cortical zone contains lymphoid nodules with or without a
germinal center, as well as paracortex. The cortical substance contains lymphoid nodules without a
germinal center (primary follicles) and lymphoid nodules with a germinal center (secondary follicles). The
ratio of lymphoid nodules with a germinative center to lymphoid nodules without a germinative center is
on average 1.56+0.06 and indicates the predominance of lymphoid nodules with a germinative center. The
deep cortex (paracortex) has an ovoid shape and occupies an area equal to 5.55£0.25%, on the border of
the cortical and medullary substance (figure 3, fable 1). The initial area of the lymph node averages
22.91+1.57%. Initially, intranodular structures are developed and occupy a certain area in the general
structure of the lymph node. The subcapsular sinus is quite wide and occupies an area equal to
0.71+0.09%. In the medullar substance, the largest part is occupied by the Billroth's strand 7.19+0.36%;
the cerebral sinus accounts for a small part ofthe area, equal to 2.01+0.15% (table 1).

The medullar substance ofthe node contains Billroth's strandand cerebral sinus, the ratio ofthe areas
of which can also change in an alarming environment or the influence of adverse environmental factors.
The indicated functional zones of the cervical lymph node are responsible for the immune and drainage-
detoxification function in the body.

After the use of mercazolyl, we observed a decrease in the total area of the lymph node by 13.1%
compared with the control group of animals. In experiments, it was shown that at hypothyroidism, the
cortical/medullary ratiodecreases to 0.72 +0.01, which indicates the predominance of the brain substance
in the structure of the lymph node. In the brain substance of the lymph nodes after the use of mercazolil,
there is a statistically significant increase in the area ofthe cerebral sinus by 2.15 times. An increase in the
area of the cerebral sinus is associated with a decrease in the lymphoid parenchyma ofthe node caused by
the intake of mercazolil.

The results indicate a high sensitivity not only of the bloodstream (which is consistent with the
literature), but also of the lymphatic channel to a hypothyroid state. The parallelism between the
progressive damage of some endocrinocytes, impaired lymphatic drainage and activation of the
proliferative processes of the preserved epithelium and stroma is regarded as a compensation mechanism
in the thyroid gland. The histological and equivalents of impaired hormonal synthesis of the thyroid gland,
leading to its hypofunction, have been obtained. There is a certain relationship between changes in the
thyroid gland and lymph node, suggesting the priority of the latter in the implementation of drainage and
detoxification function in the lymphatic region.

Changes in the structure ofthe lymph node are observed, a shift ofthe lymphoid nodules inward, with
their placement at the border of the superficial and deep cortex, is noted. At the same time, the area of
lymphoid nodules with a germinal center and without it when taking mercazolil decreases 1.6-1.67 times.
Characteristic intracortical sinuses with a dense arrangement of lymphocytes are found, lymphoid nodules
are oriented into the lumen of the sinus. In the cortical substance, the area of the subcapsular sinus, in
which lymphoid cells are densely located, is statistically significantly reduced by 2.8 times (figure 4).

On sections of the lymph node, capsule infiltration with lymphoid elements is often observed. The
value of paracortex is statistically significantly reduced by 1.4-1.48 times when taking mercazolil. The
decrease in the area of the paracortical zone is relative, since it occurs due to the formation of sinuses.
Blood vessels are blood-filled, this indicates an increased vascularization of the lymph node in the
presence of mercazolil. Within a month ofthe use of mercazolil, an increase in the area ofthe lymph node
occurs, which leads to a uniform development of the structures of the cortical and brain substances of the
lymph node.

The results obtained are consistent with the results of other authors who studied the structural state of
the thyroid gland and indicate a weakening of its functional activity in hypothyroidism [26].

Thus, the use of mercazolil leads to a violation of the morphofunctional state of the thyroid gland and
cervical lymph node. Changes were identified especially in the peripheral zones of the thyroid lobes,
which led to a decrease in the size of follicles, and in thyrocytes to a change in cellular elements, which
caused a decrease in the production of thyroid hormones and impaired development of reactive and
compensatory changes in the thyroid gland. The structurally functional component related to both the
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thyroid gland and the lymph node is the extracellular space with vascular and non-vascular paths of
microcirculation, a change in which leads to disruption of the vesicular-colloid transport in the thyroid
cytoplasm and to a change in the functional state ofthe thyroid gland.

Designations: along the ordinate axis - the area of the main zones of the site in microns.
On the abscissa axis of the node: 1- cortical plateau, 2 - paracortex, 3- cerebral sinus, 4- K/ M index.
Figure 4 - Change in the ratio of the structural and functional zones of the cervical lymph node in rats
of the control group and at experimental hypothyroidism

There are changes in the regional lymph node, which are characterized by a change in the ratio of
cortical and medullary substance, in which the proportion of structures ofthe cortical substance decreases,
an increase in the number of macrophages in the lymphoid nodule, the medullar sinus, a decrease in the
number of mature plasmocytes, in the paracortex and Billroth's strand were observed. Changes in the
cortex-brain ratio with the predominance of the brain substance in the lymph node and a decrease in the
proportion of structures of the cortical substance against the background of ectopic lymphoid nodules.
These changes indicate manifestations of an immunosuppressive effect on the lymph node. On sections of
the lymph node, capsule infiltration with lymphoid elements was often observed. The value of paracortex
was statistically significantly reduced. The decrease in the area ofthe paracortical zone is relative, since it
occurs due to the formation of sinuses. Blood vessels are blood-filled in the lymph node. There was an
increase in the volume of the lymph node, which leads to a uniform development of the structures of the
cortical and medulla ofthe lymph node.

C.H. 36gipewos], ¥.H. KoxaHunszosal " A. AemueHkol, LLI.C. LU biHbI6eKOBA2, ¥.6. Haypbi3baiil

IKP BFM FK Apgam >3He »xaHyapnap (m3nonormsacbl MHCTUTYTbl, AnMatbl, KasakcTaH;
2A6aih aTbiHAarbl Kasak ynTTbIK nefarornkably yHuBepcuTeT Anmartsl, KasaxctaH

KAJBbIMNTbI XXOHE TMMNOTWUPEO3 KE31IHAEN1 KAJIKAHLWA BE31 MEH ANMAKTbL,
MIMMOA TYWNIHAEPIHIH MOP®O®YHKLUMOHANALI EPEKLUIENLIKTEP1

AHHOTauuMa. Makanafa TMPeOUAThI XeTKLWKCAAaK KesiHAeri nuMmda Ty aepiiy, GyHKLMOHANAbIK Kypblbl-
MbIHbIL, apakaTblHacbl Typasbl gepekTep KennpwreH. Mepkasonungi 30 KyH wulje kabbingay KankaHiwla 6e3Luiy
)K3HE MOWbIH nuMda TYW THL, MOPROGYHKUMOHANAbl XarganbiH 6y3agbl. TMCTONOTUANbIK, MOPHOMETPUSANbLIK
Tangay ManiMmeTTepi 60MblHWaA KankaHwa 6e3Ll, MepKasonunAll, ainbiKk 3ceplle >orapbl cesiMTaniblibiFbl
KepceTLUreH, 6yN KankaHLwa 6e3i MeH numada TYViHi ynnanapblHbIL, WarbiH ayaHblHAa CUHXPOHAbI MOPHONOrUANbLIK
KaiiTa Kypbliy 6apbIiCbiHaH Keplueja. B3reploTep 3apece KankaHlla 6esiHiH LeTw aliMakTapbliHAa nailga 6onagpl,
6yn onnmkyn Menweplil, asatoblHa, an TUPEOLMTTepae XKacyllanblK afeMeHTTepAiH e3repyiHe akenefi, 6yn es
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KesenHae TUPeoMATbl TFOPMOHAAP €HIMiH a3aiiTbil, KankaHwa 6e34en peakTWBTI >K3HE KOMMEHCATOp/bIK
esrepicTepfiH JamyblHa 3aKbIM KenTipegi. Kankadiwa 6esaeri »aHe numda TYMiniHgeri 61p Mesinge aTkapaTbiH
KypbIbIMAbIK (YHKUMOHANABIK KOMMOHEHTTEP, KalkaHla 6e3wly TUPeouuT LuMTOonnasMacbiHAa Be3UKYNsp/bl-
KONNOUATLI TacbiManfaHybliHbIL 6y3bliybiHa, MUKPOLMPKYASLUSHbIL, Tamblp/ibl XX3HE TaMbIp/ibl eMec >X0/4apsbl
KNeTKafiaH ThiC KelCTXKre (yHKLMOHANAbIK XarfalblHbIL, e3repyiHe 6ainnaHbICTbl aHblKTanagbl.

AiimakTbik uMda TYWMiHiHge, CbIPTKbI X3He MU/bI 3aThbl apaKaTbIHaCbIHbIL, e3repici Hem3wAe cunaTTanassl,
OHJia CbIPTKbI 3aTbIHbIL, KYpbIAbIMbl Y eCiHil, asairaHabIrbl, MU CUHYCbIHAArbl Makpotartap CaHblHbIL apTKaHAbI b,
XKETINreH NNasMouMTTep caHbl MeH MapakopTekC NeH >XXyMcakK TLWHLY, as3aliraHabirbl Gaikanagbl. byn esrepictep
numda TYWMiHiHGe MMMYHOCYNpecuBTi acepil, naiiga 6onybiHa GaiinaHbicTbl. Jiumda TYWiHi Kecinginepinae L
NUMOONATHI 3IEMEHTTEPMEH KancynaHbll, MHAUAbTPaumsAchl 6aikangbl. MapakopTekc Mefllepi CTaTUCTUKANbIK
TYphe TemeHaen” [llapakopTukanbfbl aiiMak aymarbiHbIL, as3ato Xarfgalibl canbiCTblpMasbl cunatka ue, ceb6ebi
CUHYCTapAbll, KanbinTacybl ece6iHeH opblH anagbl. JlIumda TYWiHiHge kaH Tamblpnapbl kaHra Tombl. Jlumda
TYWMiHiniL, Kenemi ynraiirad, 6yn xargaii numda TYWiHIHIL CbIPTKbl XK3HE MWAbl 3aT KypblbiMbIH GipKenKi
JaMbiTagbl.

TyLIH cesfep: rMNOTUPeos, KaH, ereykyipbik, numda TYWiHi, KankaHwa 6e3i.

C.H.Ab6gpewosl, ¥Y.H.KoxaHussosa', .A.lemyeHko', LL.C. WL biHbi6ekoBa2 Y.b.Haypbizbaiil

MHcTUTYT dhmsnonorum yenoseka v xunBoTHbix KH MOH PK, KasaxcTtaH, Anmartbl;
2KazaxCKuit megarormyecknin HauMoHanbHblA yHUBepcuTeT MM.Abasi, KasaxcTaH, AnMaTsbl

OCOBEHHOCTN MOP®O®YHKLVWOHAIBHOIO COCTOAHNA WMTOBUAHOW XENE3bI U
PETMMOHAPHOIO INMM®ATNYECKOIO ¥Y3/TA B HOPME U TIPU TUTMTOTUPEO3E

AHHOTauus. B cTaTbe NpuBefeHbl [JaHHble O COOTHOLIEHUM (YHKLMOHANBHLIX CTPYKTYP NUM(ATUUECKUX
Y3/10B MpW TUPEOMAHOW HefocTaTouHOCTU. pueM Mepkasonuna B TedeHue 30 AHel MPUBOAWMA K HapyLLeHUO
MOP(O(YHKLUNOHANBHOTO COCTOSHWS LMTOBMAHOM Kenesbl W LeiHOro numdgaTtiyeckoro ysna. Mo faHHbIM
TMCTOMIOMMYECKOro, MOP(OMETPUUECKOr0 aHann3a WWTOBUAHOM XKenesbl NMokKasaHa BbICOKas YyBCTBUTENLHOCTb K
MECSUHOMY BO3/E/CTBMIO MepKasonuaa, YTO BbIpaXaeTcsi B CUHXPOHHOW Mopdonoruyeckoii nepecTpoiike
TKaHeBOro MUKpOpalioHa LMTOBMAHOM Xenesbl W NUMAGaTMYecKoro ysna. VI3MeHeHUs! BbisiBNeHbl OCOGEHHO B
nepudepryecknx 30Hax 4onei WUTOBUAHONM Xenesbl, YTO NPUBOAWAO K YMEHbLUEHWIO pasMepoB (O//IMKYOB, a B
TUPEOLUMTaX - K U3MEHEHMIO KNETOUHbIX 3/IEMEHTOB, UTO BbI3bIBA/IO CHUKEHUE NPOAYKLMU TUPEOUAHBIX TOPMOHOB U
HapylleHWe pasBUTUS PEaKTUBHbIX W KOMMEHCATOPHbIX W3MEHEeHW B LWMTOBWAHON >kenese. CTPYKTYpHO
(hYHKLMOHAMbHbIM KOMMOHEHTOM, OTHOCSLLMMCS OAHOBPEMEHHO K LLIUTOBUZAHOMN Xenese 1 K NMMGaTUyYecKomy yany,
SIBNSIETC BHEKNETOUHOE MPOCTPAHCTBO C COCYANUCTbIMU WU HECOCYAUCTLIMMU NMYTAMU MUKPOLIMPKYNALUN, N3MEHEHNE
KOTOPOro MPMBOAUT K HapyLUEHMIO Be3VKYNAPHO-KONMIOMAHOMY TPaHCMOPTY B LUMTONMAasMe TupeoumTa U K
N3MEHEHMIO (DYHKLMOHAIbHOTO COCTOSIHUS LUTOBUAHOM Xenesbl.

Ha6ntofaloTcs U3MeHeHWs B PermMoHapHOM IMM(aTUUeCKOM Y3fe, KOTOpble XapaKTepusytoTcs U3MEHEHUeM B
COOTHOLLIEHMM KOPKOBOTO 11 MO3TrOBOFO BELLECTBA, NPYU KOTOPOM YMEHbLLIAETCS 0N CTPYKTYP KOPKOBOIO BELLECTBa,
HabNoAanoCh YBENMYEHWE YMCla MaKpo(aroB B NUM(OUAHOM Yy3e/Ke, MO3TOBOM CHHYCe, YMeHblUeHWe uucna
3penbiX MNasMOLMTOB, B TapakoOpPTeKCE W MSAKOTHbIX TKax. STU W3MEHEHUs] TOBOPAT O MpOsBIEHUsX
MMMYHOCYTIPECUBHOIO AeNCTBUS Ha IMM(aTUUecKnii y3en. Ha cpesax nMMGaTMUYeckoro ysna yacto Habntoganach
WHQUALTPAUMS  Kancynbl UMQOWMAHBIMM - 37IeMEHTaMU.  BennumHa napakopTekca CTaTUCTUUYECKM 3HAUYMMO
CHUXXanacb. YMeHbLUeHMe MN/oWaAM NapakopTUKanbHOM 30HbI MMEEeT OTHOCUTENbHbI XapakTep, TaK Kak
MPOMCX0AnT 3a CYeT (POPMUPOBAHMS CUHYCOB. KPOBEHOCHbIE COCYAbl KPOBOHAMOMHEHbLI B IMM(ATUUYECKOM Y3/ie.
MpoMcXoAnno yBennueHne o6beMa NMMEATUUYECKOro y3/a, YTO0 NPUBOAMT K PaBHOMEPHOMY PasBUTUIO CTPYKTYP
KOPKOBOFO V1 MO3rOBOr0 BeLLecTBa IMM(ATUUECKOro y3na.

KntoueBble CN0Ba: FMMNOTMPEO3, KPOBb, KPbIChI, TMMMATUUECKIIA Y3/, LWMTOBUAHAS XKenesa.
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