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Pedepar:

1. Incepralist NpUCBsY€Ha AOCHIIKEHHI0 MOPQoII0rii 06010BOI KUIIKY 1[ypa B HOPMi Ta Ha Pi3HUX TEPMiHax
€KCIIepUMEHTAJIbHOTO BIUIMBY OMioiny (Hanbydiny). Y HayKoBiil po60Ti 6y BUKOPUCTaHi Taki MOPQOJIOTiuHi
METOMIM TOCiTKeHHS], SIK iH' €KUiHNHN, TICTONOTIYHUH Ta e7IeKTPOHHO-MiKPOCKOIIIYHUM, MOP(POMETPUYHUH,
CTaTUCTUYHUI. OTPUMAaHI pe3yJbTaTy AOCiIPKEHb PO3LUIMPIOIOTD YSBJIEHHS IIPO NATOMOPQOJIOTiio ypakKeHHs
00010BOI KMILKY 34 BIIJIUBY OIiOifiB, CTBOPIOIOTD MiAIPYHTS AJIs OHAJBIIOrO JOCIIKEHHS [IaTOr€He3y BILIUBY
OIiOi[liB HA CUCTEMHU Ta OPTaHU 3 METOI0 PO3POOKM KOPETyBaJIbHMX METOIB Ta 3al100iraHHS BUHMKHEHHS
YCKJIAJIHEHD IIPU KJIIHIYHOMY BUKOPHMCTaHHi IIpenapariB JaHoi IPyIHU K [IPU KOPOTKOTPUBAJIOMY, TaK i IIp1
IOBrOTPUBAJIOMY BUKOPUCTaHHi. KpiM TOro, 103BOJISIOTh OLIIHUTU PU3UKU BUHUKHEHHS YPaKE€HHS 000[0BOi KUIIKU
IIpY 3aCTOCYBAHHI OMioifliB HAPKO3aJIeKHMMHU 0COOAMHU 3 METOI0 TPO(PiNIAKTUKU YCKIIaJHEHb Ta BUOOPY 3aMicHOI

tepariii. Pe3ysbrat po60TH MaIOTh ITPAKTUYHE 3HAYEHHS 17151 MOP(QOJIOTiB, FTaCTPOEHTEPOJIOTiB Ta XipypriB,



OCKIJIBKHA MOXYTb CIIY)KUTHA MOP(OJIOTIYHOIO OCHOBOIO 17151 PO3POOKY HOBUX METO/IIB 1iaTHOCTUKU, IPODiIaKTUKU
Ta JIIKyBaHHS [1aTOJIOTii 060/I0BOI KUILIKHU Y XBOPUX, 3MYLIEHNX TPUBAJIMI Yac 3aCTOCOBYBATU OIiaTH Ta omioiny, a
TaKOX y HapKo3aleXXHUX. OTprMaHi pe3ybTaTy JOCTiIKEHHS CTPYKTYPHUX OCOOIMBOCTEN CTiHKM 000[I0BO] KUILIKU
6iz10ro mypa B HOPMi Ta IpU €KCIIEPUMEHTAJIbHOMY BILIMBI ONiOiAy € PyHIaMEHTaJIbHUMU NAaHUMHU, HA SIKi MOXKYTb
CIMPATUCS NOCJiJHUKY IPY BUBYEHHI IPOOJIEM €KCIIEPMMEHTAbHOI Ta KJIiHIiYHOI MeauiuHu. Crioctepirascs
YiTKUI B3a€MO3B'130K MiXK ITIMOMHOIO Iepeby10BY JIaHOK FeMOMIKPOLMPKYJISTOPHOTO pycJia 000[40BOi KUIIKU
6iz0ro mypa Ta LOCTOBIPHO 3MiHOrO 3Ha4Y€Hb MOP(OMETPUYHHUX [TOKA3HUKIB 32 YMOB BBEJ€HHS HalOypiHy
BIIPOJOBXK 6 TIKHIB. [TopyIIeHHS aHTi0apXiTEKTOHIKA 060/10BOi KMIIKY BHACJILOK TPUBAJIOTO BBEJIEHHS HANOYy(iHy
nposiBisiBCs fedopMaliielo apTepios Ta HepiBHOMIPHICTIO iXHbOTO IPOCBITY, pyIHYBaHHSM KalliJISIPHOI CiTKH,
3HAYHOIO AuJiartalielo Ta fedpopmaliieto BeHysl. CriocTepiraam po3BUTOK OLATKOBUX apTEPiOI0-BEHYJIISIPHUAX
AHAaCTOMO3iB Ta NOSIBY MiKpPOaHEBPU3M.MIKPOCKOMIYHO y L1yPiB SKUM LIiCTb THXXHIB BBOIWIIN HANOYy(iH, BUSBUIU
nuctpodivyHi Ta HEKPOOIOTUYHI 3MiHM aJTIOMEHAJIbHUX KOJIOHOLMTIB Ta KEJIMXOINOAiOHUX KIITHH, IOPYLIEHHS
cekpelii cM3y Ta 3MiHy MOro CKJIaJy, a TaKOXK IIOCUJIEHHS ITpoJidepaliii KOJIOHOLUTIB Ha AHI KUIIKOBUX KPUIIT.
Po3mupenHs Ta nepenoBHEHHS KPOB'I0 CYAIMH MiKPOLIUPKYJISITOPHOTO pycJa CU30BOi 000JI0HKHU, MiACIN30BO]
IIPOIIAPKY, M'130BO 060JIOHKM Ta CEPO3HOT0 NPOMapKYy. JleiikouuTapHy iHQiNbTpaLilo OCHOBHOI peUOBUHU
CIIOJIy4HOI TKQaHMHU CJIM30BOI 000JIOHKHY, ITiZICJIM30BOr0 IIPOLIAPKY OCHOBY, a TAKOX M'I30BOi Ta CEPO3HOI 060JI0HOK
CTiHKM 060/10BOi KMIIIKY, 1110 MOPOMETPUYHO NPOSIBJISJIOCH 3MiHOIO TOBLIMHMU YCiX ii 060s10HOK. [TpoBigHOIO
JIAHKOIO B PO3BUTKY IIATOJIOTIi CyAUH B CTiHLi 000[0BOi KALIKU NIpH Aii HanbyiHy Ha yIbTPACTPYKTYPHOMY PiBHi €
MITOXOH[IpiasIbHA HEJOCTATHICTh €HIOTEIOLWTIB, Ta MiIOLUTIB, sIKa CTPYKTYPHO BUSIBJISIETHCS JIi3MCOM 30BHIIIIHIX
MeMOpaH i KpUCT LjuX opraHer, 110 NPU3BOAUTH 10 NediluTy eHepreTMYHOro 3abe3lneyeHHs! BHYTPilIHbOKII TUHHUX
CHHTETUYHUX peakliil i penaparuBHux npotecis. JluHamika yJIbTpacTpyKTypPHUX NEPEOYI0B CYOMiKPOCKONIYHO]
Opratisatlii KOJIOHOLMTIB eMiTeslianboi IVIACTUHKY, KJIITUH ITyXKOi CIIOJIyYHOI TKAHVMHU BJIACHOI IIJIACTUHKY Ta
IJIAJKAX MIOIIUTIB M'SI30BOi IIJIACTMHKU CJIN30BOi 060JIOHKYU 0000BOi KUIIKU IIpY Aii HanbyQiHy nokasye
HApOCTaloyi 110 CTyIleHi BUPa3HOCTI AUCTPOodidHi 3MiHM, 10 IEPEXOASTh O KiHllSl €eKCIIEPUMEHTY B IECTPYKTUBHY
(da3zy. BnponoBx nepuux gBOX TUXKHIB CTaH yIbTPACTPYKTYPU CBIYUTD MPO MifBUIIEHHSI KOMIEHCATOPHO-
aIanTaliiHUX peakUil B KOJIOHOLUTAX €TiTelialbHOI IIJIACTUHKY, KJIITUHAX IIyXKOI CII0OJIy4YHOI TKAaHWHU BJIACHOI
IIJIACTMHKY Ta IJIaAKUX MiOLIMTaxX M'SI30BO] IIJIACTMHKMY Yy BiATIOBib Ha BIIMB HanoyQiny. Hagani, nucrpodivuni sminu
[I€PEepPOCTAIOTh Y JeCTPYKTUBHI, 1[0 BUPAKAIOTbCS B OCEPEKOBOMY JIi3KUCi si€pHOI MEMOPaHU, 30BHIlIHIX MeMOpPaH i
KPUCT MITOXOHZPIN Ta KaHAJIbLIB €HAO0IIa3MATUYHOI CITKU B IIEpEpPaxX0OBaHUX KIiTUHAaX. Ha mocTuil TuxXaeHb
BIJIMBY HaJI0y(QiHy pO3BMBAIOTHCS HE3BOPOTHI AUCTPOQIUHI Ta JeCTPYKTUBHI OPYIIEHHS YIbTPACTPYKTypU
KOJIOHOLIUTIB eMiTesiaibHOI IVIACTUHKY, KJIITHH IIyXKOi CITOJTyYHOI TKAHWHU BJIACHOI IJIACTUHKY Ta IJIaJKUX

MiOLMTIB M'I30BOi MJIACTUHKM.

2. This dissertation presents a study of the rat's colon morphology under normal conditions and at various stages
of the experimental impact of an opioid (nalbuphine). The following methods of the studies have been used in the
scientific work: injection, histological and electron microscopic, morphometric and statistical methods. The
obtained results of the study provide a deeper insight into pathomorphology of the colon lesion under the
influence of opioids, create the basis for further studies of pathogenesis of the opioids effect on the systems and
organs aiming at elaboration of correctional methods and prevention of complications in the clinical application of
this group of preparations in cases of both short- and long-term use. Besides, they allow us to assess the risks of
occurrence of the colon lesion in the event of the use of opioids by drug addicts with the aim of prevention of
complications and selection of a substitution therapy. The results of the work are of practical importance for the
morphologists, gastroenterologists and surgeons, as they may serve as a morphological basis for developing the
new methods of diagnostics, prevention and treatment of the colon pathology in patients who have to use opiates
and opioids during prolonged periods of time and in the drug addicts. The obtained results of the study of
structural peculiarities of the white rat's colon wall under normal conditions and under the experimental effect of
the opioid appear to be the fundamental data that the researchers can make reference to when attacking the
problems of experimental and clinical medicine. There has been observed a clear connection between the depth of
restructuring of the white rat's colon hemomicrocirculatory bloodstream components and the reliably changed



values of morphometric indices in case of nalbuphine injections during 6 weeks. Disorders in the colon
angioarchitecture in the result of the prolonged injection of nalbuphine were manifested through deformation of
arterioles and unevenness of their lumen, destruction of the capillary net, considerable dilatation and deformation
of venules. There has also been observed a development of additional arteiolovenular anastomoses and appearance
of microaneurysms. The rats that had injections of nalbuphine during six weeks microscopically showed
dystrophic and necrobiotic changes in adluminal colonocytes and caliciform cells, decreased secretion of mucus
and changes in its composition as well as the increased proliferation of colonocytes in the bottom of Lieberkuhn's
crypts, dilatation and engorgement of microcirculatory bloodstream, sub-mucous membrane, muscular tunic and
serous layer. Leucocytic infiltration of ground substance of mucous membrane connective tissue, sub-mucous
tissue as well as muscular and serous tunics of the colon that has been morphometrically manifested by the
changes in the thickness of all its tunics. The main link in the development of the colon wall vascular pathology
under the effect of nalbuphine on the ultrastructural level is the mitochondrial insufficiency of endotheliocytes
and myocytes that is structurally manifested by the lysis of external membranes and cristaes of these organelles,
which leads to the deficiency of energy supply of intracellular synthetic reactions and reparative processes.
Development of ultrastructural transformations of the submicroscopic organization of the colonocytes' epithelial
plate, cells of the proper mucous plate loose connective tissue and smooth myocytes of the muscle plate of the
mucous membrane of the colon under the effect of nalbuphine shows the increasing degree of expression of
dystrophic changes that by the end of the experiment pass into destructive phase. During the first two weeks the
state of ultrastructure shows an increase in compensatory-adaptive reactions in colonocytes of the epithelial
plate, in the cells of the loose connective tissue of the proper mucous plate and smooth myocytes of the muscle
plate in response to the effect of nalbuphine. Further on, dystrophic changes develop into destructive, that are
manifested through the focal lysis of the nuclear membrane, outer membranes and crystae of mitochondria, and
canaliculi of the endoplasmic reticulum in the listed cells. On the sixth week of exposure to nalbuphine irreversible
dystrophic and destructive derangement develops of the ultrastructure of colonocytes’ epithelial plate, cells of the
proper mucous plate loose connective tissue and smooth myocytes of the muscle plate.
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