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1. BB nii fukno@eHaky HaTpilo Ha MeXaHi3MU JU(ePEeHLiI0BaHHS CTOBOYPOBUX Ta KJIITUH Y€PBOHOTO KiCTKOBOTO

MO3KY B €KCIIEPUMEHTI

2. The effect of the action of diclofenac sodium on the mechanisms of differentiation of red bone marrow and stem

cells in the experiment

Pedepar:

1. B pucepTauiiiniil poboTi HaBeIeHO TEOPETUYHE y3arajbHEHHS Ta PO3B'SI3aHHS HAYKOBOT'O 3aBAAaHHSI SIKE I10JISITa€ y

3'acyBaHHi Aii nuknodpeHaky HaTpito (JH) B sKOCTi akTUBHOI xiMiyHOI pedoBrHU (XP) Ha MexaHi3Mu

IvdepeHLiloBaHHS CTOBOYPOBUX Ta iHIIMX KJIITUH Y€PBOHOTO [1apOCTKa KiCTKOBOTO MO3KY B YMOBAaX €KCIIEPUMEHTY

Ha (OHi 3anayIbHOTO Npolecy (XiMiYHUI fepMaTUT) BIpogosx 96 ronuH. PoboTa BUKOHaHA Ha 44 6inux

J1abOpaTOPHUX MUIIAX, CaMISIX, MACOI0 Tina 18-27 rpamis. TBapuHu Oysu po3[iseHi Ha TPU €KCIIEPUMEHTAJIbHI

rpynu, gitoya XP - JIH, BBogusack BHyTPilTHbOM S130BO B 103i 1,5 M /KT (nepiua rpymna, 16 Teapus) Ta 3 Mr/Kr (gpyra

rpyma, 16 TBapuH), KOHTPOJIbHA IPyNa TBApUH (TPeTs Ipyna, 12 TBapuH) OTpUMYBaJIa i30TOHIYHUI PO3YUH HATPIilO
xsopugy. Po3paxyHok kinbkocTi XP JH 6ys10 nposeneHo 3a ¢popmysono Pr6ososnesa. JocaigKeHHs NPOBOAUIOCH
Ha (OHi PO3BUTKY €KCIIEPUMEHTAJIbHOTO IEPMATUTY, BUKJIMKAHOTO 32 METOIMKOI0 Yamomoto. B po6oTi

BHUKOPHCTOBYBaJINCS HACTYIIHI METOLM: eKCIIepUMeHTaJIbHi (MogietoBanHs BIuBy JJH Ha opraHi3am Ha QoHi



PO3BUTKY 3allaJIbHOTO [IPOLIECY Y BUTJIS] XIMIYHOTO IepMaTUTy, OCHOBHUM 3aBJIaHHSIM JOCJIiI)K€HHS O6yB 110ro
BILJIMB Ha KiCTKOBUI M0O30K), MOP(OJIOTiuHI (IIiApaxyHOK KijIbKOCTi KJIITUH KiCTKOBOTO MO3KY Ta iX XapaKTepUCTHKa,
IIPUTOTYBaHHS Ma3KiB KiCTKOBOTO MO3KY Ta ix 3a6apBjieHHs), iMmyHopepMmeHTHUM aHani3 (IPA) (BuU3HauUeHHSs
KisibKOCTi auTureny-1 (LFA-1) B romoreHaTax TKaHUH, BU3HAYEHHS KiJIbKOCTI JINONOJicaxapyiiB Ta aKTUBHOCTI
uukiaookcurenasu (LJOI')-1 B romoreHaTax TKaHMH), iMyHO-(PEHOTHUITIYHI 3 MOHOKJIOHAJIbHUMU aHTUTLIaMU
(imyHOMarHiTHa cenapaliist KJIiTUH KiCTKOBOTO MO3KYy Ha OKpeMi KJIiTUHHI IPyIIN) Ta MaTeMaTUKO-CTaTUCTUYHI.
BcraHoBieHO, 0 BUKOpUcTaHHs JH y 103i 1,5 MI /KT y MUIIIel I1epiioi rpyny He CYIPOBOIKYBaJIOCs CYTTEBUMU
3MiHaMH 3arajibHOi KiJIbKOCTi KJIITUH Y€PBOHOTO KiCTKOBOTO MO3KY. HaTomicTb BinOyBasocst 3pOCTaHHS KiJIbKOCTI
HenndepeHLiioBaHuX 6J1aCTiB, SIK KOMIIEHCATOPHA Peakllis KiCTKOBOTO MO3KY Ha ZIil0 eK30TeHHOoro akTopa, abo 3a
PaxyHOK 6J10KyBaHH$ (PaKkToOpiB TpaHchopMallii KIiTHHY B 6ibl 3pisi popmu. [Ticys nposeneHHs
iMyHO(E€PMEHTHOTO AOCJiIPKEHHS BCTAaHOBUJIN 301/IbIIEHHS] KOHLEHTpallii JlifoJlicaxapuiiB B rOMOr€HaTax
IOCJIiIPKyBaHMX TKaHMH. Jlinonosicaxapyuay € OCHOBHUM KOMIIOHEHTOM MEMOpaHU rPaMHETraTUBHUX OaKTepi, sKi
3'IBJISIIOTHCS HA QOHI XiMIYHOTO IepMaTUTY Ta BiANOBIAAIOTh 3a 3allyCK KacKaly Ipo3anajabHuX LIUTOKIHIB.
Buxopucrtanns [JH B 103i 3 Mr/Kr prU3BOJUJIO A0 BipOTifHOTO 3HMKEHHS TTOKa3HMKA 3arajabHoi KiJIbKOCTI
Mi€JIOLMTIB B MOPIBHSIHHI 3 IEPILIOIO Ta TPETHOIO Tpynamu. [IofibHe MOKe MOSICHIOBATUCH 10303aJI€3KHICTIO BILJIUBY
IOCJIiIKYBaHOI B X0l €KCIIEpUMEHTY PEUYOBHHY, Ta 3arubeJuiio 6iblIoi KiTbKOCT] KIIiTHMH. 3HU3UIACh KiJIbKICTD
HeJnQepeHLifioBaHUX 6J1aCTiB B IOPiBHSHHI 3 KOHTPOJIbHOIO IPYIIOI0 KIIiTUH. [IpryKHa 1IbOrO MOXKE I10JISITaT! B
3MEHIIEHHi KOMIIEHCAaTOPHUX MO>KJIMBOCTEH KiCTKOBOT'O MO3KY Ta 6JI0KyBaHHI (paKTOPiB, SIKi CIPUYMHSIOTH IO
671acTHOI KIiTMHU. [IpoBeleHHSIM iIMyHO(DEPMEHTHOTO aHasi3y 6yJI10 BCTAHOBJIEHO, 110 Ha (POHI XiMiYHOTO
IepMaTUTy NMOBipHE IIPUEIHAHHS MIKpDOOHOIO KOMIIOHEHTY CTajIo IPUYUHOIO MifIBUIIEHHS] KOHIeHTpallii
JiinornosicaxapyiB B roMOreHaTax TKaHUH KiCTKOBOT'O MO3KY, 1110 MOXe GyTH TPUrepOM 3aIajbHOro MpoLecy B
TKaHUHi KiCTKOBOro MO3Ky. OTprMaHi 1aHi He J03BOJINJIM BUKOPUCTOBYBATHU [1J1s1 MOAAJIBIIOTO OOUNCIIEHHS
napaMeTpUYHi METOM CTaTUCTUKU, TOMY B [TOJIAJIbIIOMY BUKOPMCTOBYBAJIM HEMIapaMEeTPUYHUI KpUTEPiii
Kpackena-Yozica. 3a 1oromMoroo 1bOro KpUTepito BCTAHOBUJIM BiIKMIAHHS TilIOTe3U PiBHOCTI MefliaH BUGIPOK B
ycix TppoXx rpynax. Lleit ¢pakr niaTeepaxKye 3a/1€XXKHICTh CTyIEeHs JU(ePEeHLiI0BaHHS BCiX NOCTiIKyBaHUX (GOPM
KJIITUH, KOHLeHTpalii jinonosnicaxapuis Ta ekcrpecii antureny-1 Ha nosepxHi simonuTis, Makpodaris Ta
HeTpo(isiB Bif, BUKOPHCTAHOI B [IPOIieCi eKcriepuMeHTy no3u JJH B sIKOCTi [if040ro akTMBHOTO KOMIIOHEHTA.

2. The dissertation work provides a theoretical generalization and solution of a scientific task, which consists in the
action of DS as an active chemical substance (CS) on the mechanisms of differentiation of stem and cells of the red
sprout of the bone marrow under experimental conditions against the background of an inflammatory process
(chemical dermatitis) for 96 hours. We used 44 heads of white laboratory mice, males, weighing 18-27 g. The
animals were divided into three experimental groups, acting CS - DS, was injected intramuscularly at a dose of 1.5
mg /kg (the first group consisted of 16 individuals) and 3 mg/kg (the second group of 16 individuals), the control
group of animals (the third group, 12 animals), received a physiological solution of sodium chloride, the calculation
of the introduction of the amount of CS DS was carried out according to the Rybolovlev formula. The study was
carried out against the background of the development of experimental dermatitis caused by the method of
Yamomoto. The following methods were used in the work: experimental (modeling the effect of DS on the body
against the background of the development of an inflammatory process in the form of chemical dermatitis, the
main task of the study was its effect on the bone marrow), histological (preparation of bone marrow smears and
their staining), morphological and physiological ( counting the number of cells of the bone marrow and their
characteristics), enzyme-linked immunosorbent assay (determination of the concentration of Antigen-1(LFA-1) in
tissue homogenates, spectrophotometric determination of the concentration of lipopolysaccharides in tissue
homogenates), immunophenotypic with monoclonal antibodies (immunomagnetic separation of bone marrow cells
into individual cellular groups) and mathematical and statistical research methods. It was found that the use of DN
at a dose of 1.5 mg/kg in mice of the first group was not accompanied by significant changes in the total number of
red bone marrow cells. Against this background, there was an increase in the number of undifferentiated blasts,
which can be regarded as a compensatory response of the bone marrow to the action of an exogenous factor or by
blocking factors that contribute to the transformation of cells into more mature forms. After the enzyme-linked



immunosorbent assay study, an increase in the concentration of lipopolysaccharides in the homogenates of the
studied tissues was established. Lipopolysaccharides are a major membrane component of gram-negative bacteria
and are responsible for triggering pro-inflammatory cytokines. This happens when due to the strengthening of the
immune system and the anti-inflammatory effect of DS on the body. By blocking the colony-stimulating factor and
interleukin-3, the process of differentiation of young forms into more mature ones was inhibited. A decrease in the
number of mitoses of myeloid cells, which are the direct precursors of neutrophils and monocytes, has been
established. The cause of this condition is blocking of interleukins and colony-stimulating factors specific for each
germ. As a result, there was a decrease in myeloocyte count and neutrophil maturation index, which is the ratio of
mature to young forms of cells. In the second group, after carrying out immunomagnetic separation and counting
the number of cells in the Goryaev camera, it was found that the use of active CS DS caused the inhibition of all
groups of the studied cells. There was a blockage of factors that are responsible for the formation of mature cell
forms and granulocyte-macrophage colony-stimulating factor - with the direct participation of which the
formation of myeloblast occurs from the cell of its myelomonoblast precursor. These tendencies testify in favor of
the intoxication of the body with an increase in the amount of the active chemical substance CS introduced. After
carrying out immunomagnetic separation and counting the number of cells in the Goryaev camera, it was found
that under the influence of CS DS there was an increase in the number of nuclear forms of erythropoiesis cells in
both groups. In mice of the first and second groups, an increase in the number of erythroblasts was observed, the
number of reticular cells decreased, the index of maturation of erythrokaryocytes, which is the ratio of mature
forms of erythropoiesis cells to young, leuko-erythrokaryoid ratio (the ratio of leukopoiesis elements to the
number of erythropoiesis elements), primarily for by reducing the mature forms of erythroid cells and leukocytes.
There is an accumulation of nuclear forms of erythrocytes due to a decrease in the concentration of
erythropoietin, prostaglandins, interleukin-3 under the influence of CS DS. The formation of mature forms of
erythrocytes also occurs due to substances formed as the end product of the breakdown of erythrocytes in the
spleen.
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