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Juceprartiist Ha 3700yTTS HAyKOBOTO CTymHeHs MoKTopa ¢imocodii 3 ramysi
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Hucepramiitna  poOoTa  NpPUCBAYEHA  BUBYEHHIO  MOPQOJIOTIUHUX
0COOJIMBOCTEN CIIM30BOi OOOJIOHKM TOBCTOI KHILIKH XBOPHUX 13 HecHelU(pIYHUM
BUPA3KOBUM KOJITOM 1-3 CTyINEHIB aKTUBHOCTI Ta CHHIAPOMOM MOJpa3HEHOT
KHIIIKH.

Jl5is AOCATHEHHs MOCTAaBJICHOT METH Ta BUPIIIEHHS 3aBJaHb JAWUCEpTAIliifHe
JOCITIKEHHS TIPOBOAMIIOCS B JCKIJIbKA €TaITiB.

Ha nepmomy etanmi aBTopoM OyJi0 MPOBEACHO aHa3 MEIUYHOL
nokymeHTanii 80 XBopux 13 Hecneluu(piYHUM BUPA3KOBUM KOJITOM 1-3 cTyneHiB
aKTUBHOCTI Ta 82 XBOpPHUX 13 CHHIPOMOM TOJIPA3HEHOI KHUIIKUA. METO JaHOTO
eTary OyJi0 MPOBEICHHS MOPIBHSJIBHOIO aHAJ3y T'eHJIEPHUX, BIKOBUX, KJIIHIYHHUX,
CHJOCKOIMYHUX Ta JabOpaTOpHUX JaHUX Yy XBOPHX 13 PI3HUM CTyIEHEM
AKTUBHOCTI HECTEeNM(PIYHOTO BUPA3KOTO KOJITYy Ta CHHAPOMOM TOJPa3HEHO1
KHIIKK 3 TOJAJbIIAM BHUSBICHHIM MOXIJIMBUX JU(GEPEHIIIHHO-T1arHOCTHIHUX
KpUTEPIiB JTaHWX TATOJIOTIYHUX CTaHIB TOBCTOI KumKW. [lim "yac mpoBemeHoro
aHaji3y aBTOpoM OyJIO BCTAHOBJICHO, 1110 HecrenudpiyHuid BUpPa3KOBUM KoJiT 1-3
CTYIIEHIB aKTUBHOCTI PO3BUBAETHCS 3 OJHAKOBOIO YACTOTOKO CEpeia YOJOBIKIB Ta
KIHOK, MPOTE CHHIAPOM TIOJAPA3HEHO! KHUIIKK YacTillleé PO3BUBAETHCS Y IKIHOK.
Hecneundiuaunii BUPa3KOBHM KOJIT PpPI3HUX CTYNEHIB AKTHMBHOCTI YacTIIIE

pPO3BUBAETHCS Y XBopuX Ticis 40 pokiB, TOIl SK CHHAPOM TOJIPA3HEHOI KHIIKH Y



xBopux y Bitli Bix 18 mo 40 pokis. Po3naay BUMOPOKHEHB, 110 XapaKTEPU3YIOTHCS
3aKpernaMu Ta JiapesMH, 3yCTPId4aloThCcs 3 OJHAKOBOIO YaCTOTOI0 Yy XBOPHUX 3
HecnenupIYHUM BUPA3KOBUM KOJIITOM PI3HUX CTYMNEHIB aKTUBHOCTI Ta CHHAPOMOM
nojpa3HeHoi Kumiku. HasBHICTb y Kali KpOBI Ta CIOU3y 3YyCTpIYaeThCs 3
OJIHAaKOBOIO YaCTOTOIO y XBOPHUX 3 HECHEUH(PIYHUM BUPA3KOBUM KOJITOM PIZHHUX
CTYTICHIB aKTUBHOCTI, OJHAK HASIBHICTh THOIO B KaJi 3yCTPIYAETHCS 3 OJIHAKOBOIO
YacTOTOI0 y XBOPHX 3 HecnenupiyHUM BUPA3KOBUM KOJITOM 2 1 3 CTyIeHiB
aKTUBHOCTI. AHEMIIO Ta MiJABUINEHUNA PiBEHb IIBUJKOCTI OCIJJaHHS EPUTPOLIUTIB
J1arHOCTYIOTh 13 OJHAKOBOIO YaCTOTOIO y XBOPHX 13 HeCleUU(PIiYHUM BUPA3KOBUM
KomitoM 2 1 3 cryneHiB akTUBHOCTI. [linBuineHuii piBeHb (HEKaTbHOTO
KaJbIPOTEKTUHY JOKYMEHTYIOTb 3 OJHAKOBOI YacTOTOI Yy XBOpHX 13
Hecneur(piuHUM BUPA3KOBUM KOJIITOM PI3HUX CTYIEHIB akTMBHOCTI. KpoBoTeui B
TOBCTIA KHIIIl € XapaKTePHOI EHJOCKOMIYHOI 3HAXIIKOK [JIsi XBOpUX 13
Hecneuu(piuHUM BUPA3KOBUM KOJITOM 3 CTymeHs aKTHBHOCTI. Epo3uBHO-
BHUPA3KOBl 3MIHM B TOBCTIM KHIILI 3HaXOJATh HpPH EHIOCKOMIi 3 OJHAKOBOIO
YacTOTOI0 y XBOPHUX 13 HecHelu(pIYHUM BUPA3KOBUM KOJITOM PI3HUX CTYIEHIB
aAKTUBHOCTI.

Ha npyromy eram aucepramiifHOro JOCHIKEHHS OyJO MPOBEIEHO
BUBYCHHS ayTorciiiHoro (N=6) Ta Giomnciiinoro (N=162) marepiaay. MeToro gaHoro
eTanmy OyJI0O BU3HAYEHHS TICTOJOTIYHMX, TICTOXIMIYHUX Ta IMYyHOTICTOXIMIYHUX
nudepeHIIiHO-11arHOCTUYHUX KPUTEPIiB Hecnenu(iguHoro BUpa3koBOro Koty 1-
3 CTyINEHIB aKTUBHOCTI, a TAKOX PI3HUX CTYIEHIB aKTUBHOCTI HECHEIU(IYHOTO
BHPa3KOBOTO KOJIITY Ta CHHAPOMY MOIPa3HEHOT KHUIIKH.

ABTOpOoM OyJI0 BCTAHOBJIEHO, IO CJIM30Ba OOOJIOHKA TOBCTOI KHILIKU Y
XBOpHX 13 Hecneuu(PiYHUM BHUPA3KOBUM KOJITOM PIZHUX CTYIEHIB aKTHUBHOCTI
XapaKTEPU3YETHCS HASIBHICTIO AUCTPO(DIYHO-IECKBAMATUBHUX 3MiH TTOBEPXHEBOTO
eMITeNi0; €pO3UBHO-BUPA3KOBUX AE(PEKTIB; aIbTEPATUBHO-AECKBAMATUBHUX 3MIH
EMITENII0 KUIIKOBUX 303 31 3MEHUIEHHSM Cepell EMITENOUUTIB KUIbKOCTI
KEeJTUXONOMIOHMX KIIITHH; 3MEHILEHHSM pO3MIpIB BakyoJiled y KeIUXOMOIIOHUX

KJIITUHAX 31 3HUKEHHSIM 1HTEHCUBHOCTI 3a0apBIEHHS B HUX MYIIMHY; 301IbILIEHHSIM
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KUTBKOCTI Ta po3MmipiB  JiMpoinHux (OdiKydiB y BIACHIM  IUIACTUHIL;
TEMOJMHAMIYHAX Ta CKJIEPOTUYHUX 3MiH; 3MCHIICHHSIM KITbKOCTI KpHUIIT Ta
MOPYIICHHSAM  iX  apXITEKTOHIKH; 3amajbHOi KIITHHHOI 1H(UIBTparmii B
MOBEPXHEBOMY e€miTeNii Ta BIAcHIM IUIACTUHINI 3 MiJBUIICHOIO MIIJIBHICTIO
KIITHHHUX €JIEMEHTIB (IU1a3MaTUUHuX KmiTuH, T-mimdouuris, B-mimdoruTis,
MakpodariB, OMaCUCTUX KIITUH, €03MHOPIILHUX Ta HEUTPODIILHUX JCHKOIIMTIB),
cepell SKUX MPEBaJIOIOTh MIa3MaTU4H1 KIITUHU, T-mMdoruTt, eo3uHodiIbHI Ta
HEUTPO(PUIIbHI JICUKOLIMTH; KPUNTUTY Ta KpUNT-a0CIeCiB. 31 301IbIIEHHAM CTYIICHS
aKTUBHOCTI HECNEUU(PIYHOrO BHPA3KOBOTO KOJITY 3a3HA4Y€Hl 3MIHM B CIIM30BII
000JIOHII1 TOBCTOI KMILIKA HApOCTAIOTh.

VY cnu3oBiil 000JOHII TOBCTOI KHUIIKH XBOPHUX 13 CHHAPOMOM IMOPa3HEHOI
KHILKH BIJIMIYAIOTHCSI B IOBEPXHEBOMY €MITEN11 JUCTPO(]PIUHI 3MIHH, SIKI B YACTHHI1
BUMAJKIB TOEAHYIOTHCS 3 JCCKBaMAaTUBHUMH 3MiHaAMU; AUCTpOodidHI 3MIHH B
eniTeNli KPUNT y JESIKUX BHUMAJKaX; 3HUKEHHS I1HTEHCUBHOCTI 3a0apBJICHHS
MyIUHY B KEJIUXOMOAIOHUX KIITHHAX; 30UIbIICHHS KUIBKOCTI Ta pPO3MIpIB
aiMmpoingaux (oMiKyNiB; TeMOJAMHAMIYHI Ta CKJIEPOTHYHI 3MIHM B YaCTHHI
BUIIAJIKIB; 3alaJibHAa KIITHHHA 1HQIBTpALlisl B TOBEPXHEBOMY €MITENIl Ta BIACHIN
IJIACTHHIN, IO TpPEACTaBjCHA IUIa3MaTUYHUMHU KimiTuHamu, T-mimdoruramu, B-
mimpormTamMu, MakpodaramMu, OMACHCTUMH KJIITHUHAMHU, €O3WHO(IILHUMHU Ta
HEUTPOPUIBHUMU JIEUKOLIMTAMH, CEpe]l IKUX MPEBATIOIOTh IUIa3MaTUYHI KIIITUHH,
T-nimMmdonuTH, ONacCUCTI KIITUHU Ta MaKpoQard.

Y XBOpHX 13 CHHAPOMOM IMOAPA3HEHOI KHUIIKH, MOPIBHIHO 3 XBOPUMHU 3
Hecneun(piuHUM BUPA3KOBUM KOJITOM PI3HUX CTYIEHIB aKTUBHOCTI, Yy CIM30BIN
OOOJIOHIII TOBCTOI KHINKK B MOBEPXHEBOMY €MITeNii AUCTPOQIUHI 3MIHH MEHIIE
BUpaXEH1, a JIECKBaMaTUBHI 3MIHU 3yCTPIYAIOThCSI HE B yCIX BUIAJIKaX; B €NITENIl
KHINKOBHUX 3aJ103 TUCTPOQIUHI 3MIHH MEHIIIE BUPAXKEHI, 3yCTPIYAIOThCS HE B YCIX
BUMAJKaX, a HEKPOTUYHI Ta JIECKBAaMAaTHBHI 3MIHM HE PO3BUBAIOTHCS; €PO3UBHO-
BUPA3KOBI ACPEKTH HE 3YCTPIHAIOThCA; KUIbKICTh Ta AedopMallisi apXITEKTOHIKH
KPUINIT HE 3MIHIOIOTHCS, HE 3MIHIOIOTHCSA KUIBKICTh KEIHUXOIOMIOHUX KIITHH Ta

poO3MipH BakyoJied 3 MYIMHOM; BIiAMIYalOThCA MEHIIE BHUPaXEHl 3MIHU
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IHTEHCUBHOCTI 3a0apBJ€HHS MYLUMHY; MEHILIE BHpaX€Ha 3amajbHa KJIITHHHA
1HOIIbTpalliE B IMOBEPXHEBOMY €MITENii Ta BIACHIM IUIACTUHIN; MOKa3HUKU
BUPKEHOCTI BCi€l KIITHUHHOI 1H(IABTparlli, iHGUIbTpamii IJIa3MaTHIYHUMU
kiituHamu, T-mimdonuTamMu, €03uHOPUIBHUMU 1 HERTPODIILHUMH JEUKOLUTAMU
MaroTh MeHI 3HadeHHs (p<0,05); BiACyTHI 3amajabHI 3MIHHA B KPUIITax Ta KPHIIT-
abciiec; MEHII BHUpa)X€HI TIeMOJAMHAMIYHI Ta CKIEPOTHYHI 3MIHM;, MEHIIa
KUTBKICTD JTIMGOITHUX QOIIKYIIB Yy BIACHIN MIACTHUHIIL.

Y cnau3oBiii  OOOJIOHIII TOBCTOI KHINKKM XBOpHX 13 HecnenupiyHuMm
BHUPA3KOBUM KOJIITOM PI3HUX CTYIEHIB aKTHMBHOCTI Ta CHHJIPOMOM IMOJpa3HEHO1
KHIIKK BIIMIYAETHCS aKTHBI3AIiS MPOJihepaTUBHOTO MOTEHINATY MMOBEPXHEBOTO
CMITENII0 Ta EMITENII0 KUITKOBUX 3a5103. EMiTenii KpUnT XapakTepu3yeThCs OLTbII
BUPAXKEHOIO MPONI(PEPaTUBHOK AKTUBHICTIO, KA BIAMIYAETHCS MEPEBAXXKHO B 2/3
TOBIII KUIIKOBUX 3ajl03. I3 HapOCTaHHSAM CTYINEHsS aKTUBHOCTI HeCNeUU(IyHOTO
BHUPA3KOBOr'0 KOJIITY 1 MPU CHHIPOMI MOAPA3HEHOI KHUIIKU MOPIBHSIHO 3 Pi3HUMU
CTYNEHSIMH aKTUBHOCTI HecnenugiuHOro BHUPA3KOBOrO KOJITY MpojideparrBHa
AKTUBHICTh €MITENI0 KPUNT HE 3MIHIOETHCA, MPO MO0 CBIAYUTH BIJICYTHICTh
(p>0,05) pi3HuIi B 3HAYCHHI MOKa3HWKA BITHOCHOT KiMbKOCTI Ki-67-M03UTHBHUX
KIITUH Yy KWIIKOBHX 3aj03ax (mpu HecmenudiuHoMy BHpPa3KOBOMY KOITI 1
cTymneHst akTuBHOCTI — (51,9+0,96)%, npu HecnienudivHOMY BUPa3KOBOMY KOJITI 2
cTymneHst aktuBHOCTI — (51,2+1,38)%, nmpu HecnenudpivHOMY BHPa3KOBOMY KOJIITI 3
crynenst aktuBHocTi — (53,0+1,31)%, mpu cuHApOMI MOAPA3HEHOT KHIIKU —
(52,7+0,56)%).

[Ipu HecneuudiuHOMy BHUPa3KOBOMY KOJITI PI3HMX CTYNEHIB aKTHUBHOCTI
BiIMIYa€ThCs BoOrHUIIEBEe abo mudysne 3menmenHs (p<0,05) KiabKOCTI
NEePUKPUNTATBHUX Mi0(p10po0aacTiB (MOKa3HUK iX BIJIHOCHOI KUIBKOCTI mpH 1
CTYICHI aKTUBHOCTI 3axBoproBaHHs — (74,44+2,74)%, nipu 2 CTymneHi akKTUBHOCTI —
(61,6£2,67)%, mupu 3 cryneHi aktuBHocTi — (50,8+3,81)%) mnopiBHSHO 3
(b1310JI0TTYHOIO0 HOPMOIO (TTOKA3HHK 1X BITHOCHOI KitbKOCTI — (95,3%2,74)%), y Toii
4ac SK MPU CUHAPOMI MOAPA3HEHOT KUIIIKU JJaH1 3MIHU HE BIAMIYAIOThCS (MIOKA3HUK

ix BigHOCHOI KiibkocTi — (95,9£0,25)%). I3 HapoCTaHHSM CTYyMEHsS aKTHBHOCTI



HEeCeU(PIIHOTO BHPA3KOBOI0 KOJITY aepinuT MEPUKPUNITATBHUX
Mi0(i0poOnacTiB  30UIBIIYETbCS, MPO IO CBiAYUTH 3MeHmeHHs (p<0,05)
IMOKA3HUKA BITHOCHOI KIJIBKOCTI JAaHUX KJIITHH.

KiarwuoBi ciaoBa: wmopdororisa, ciau3oBa 000JI0HKA, HeCTEeH(IIHUHA

BHUPA3KOBUM KOMIT 1-3 CTyneHIB aKTUBHOCTI, CUHAPOM TOJIPA3HEHO1 KUILIKH.



ABSTRACT

Snisarevskyi P.P.Pathomorphological characteristics of changes in colon
mucous membrane in ulcerative colitis and irritable bowel syndrome.

Dissertation for a scientific degree of Doctor of philosophy in the field of
knowledge 22 "Health care” on specialty 222 — "Medicine" —Shupyk National
Healthcare University of Ukraine, Ministry of Health of Ukraine, Kyiv, 2021.
Qualifying scientific work on the rights of the manuscript.

The dissertation studies morphological features of the colon mucous
membrane in patients with ulcerative colitis of the 1-3 degree of activity and
irritable bowel syndrome.

To achieve this goal and solve problems, the author conducted the research
in several stages.

At the first stage, the author analyzed medical records of 80 patients with
ulcerative colitisofthe 1-3 degree of activity and 82 patients with IBS. The aim was
to comparatively analyze gender, age, clinical, endoscopic and laboratory data in
patients with varying degrees activity of ulcerative colitis and irritable bowel
syndrome, subsequently identifying possible differential diagnostic criteria for
these pathological conditions of the large intestine. During the analysis, the author
has found that the 1-3 degrees of activity of ulcerative colitis develops with equal
frequency among men and women, but irritable bowel syndrome develops more
often in women. Ulcerative colitisof various degrees of activity develops more
often in patients 40+ years old, while irritable bowel syndrome — in patients aged
from 18 to 40 years old. Stool disorders characterized by constipation and diarrhea
occur with the same frequency in patients with ulcerative colitis of different
activity degrees and irritable bowel syndrome. Presence of blood and mucus in the
stool occurs with the same frequency in patients with ulcerative colitis of different
activity degrees, but presence of pus in the feces occurs with the same frequency in

patients with ulcerative colitisofthe 2"%and 3" activity degree. Anemia and elevated
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erythrocyte sedimentation rate are diagnosed with equal frequency in patients with
ulcerative colitisof the 2"and 3™ activity degree. Elevated levels of fecal
calprotectin are found with equal frequency in patients with ulcerative colitis of
varyingactivity degrees. Bleeding in the large intestine is a characteristic
endoscopic finding for patients with ulcerative colitisof the 3™activity degree.
Patients with ulcerative colitisof different activity degrees showed erosive-
ulcerative changes in the large intestine during endoscopy with the same
frequency.

In the second stage of the research, the author studied autopsy (n=6) and
biopsy (n=162) material. The purpose of this stage was to determine histological,
histochemical and immunohistochemical diagnostic criteria of different activity
degrees of ulcerative colitisand irritable bowel syndrome.

The author has found that the colon mucous membrane in patients with
ulcerative colitis of different activity degrees is characterized by dystrophic-
desquamative changes in the superficial epithelium. Erosive-ulcerative defects,
alternative-desquamative changes in the intestinal glands epithelium with
decreasing number of goblet cells among the epitheliocytes are also present,
reducing the size of vacuoles in goblet cells with a decreasing intensity of mucin
staining in them. More over, the number and size of lymphoid follicles increase in
their own plate. There are hemodynamic and sclerotic changes. The number of
crypts reduces, violating their architecture. There is inflammatory cellular
infiltration in the superficial epithelium and its own plate with increase density of
cellular elements (plasma cells, T-lymphocytes, B-lymphocytes, macrophages,
mast cells, eosinophilic and neutrophilic leukocytes), among which plasma cells,
T-lymphocytes, mast cells and macrophages predominate. There are cryptitis and
crypt abscesses. These changes in the mucous membrane of the colon become
more evident with increasing ulcerative colitis activity.

Dystrophic changes are found in the superficial epithelium of the colon
mucous membrane in patients with irritable bowel syndrome. In some cases they

combine with desquamative changes; sometimes dystrophic changes in the



8

epithelium of the crypt, reducing the intensity of mucin staining in goblet cells.
The author also notice increasing number and size of lymphoid follicles;
hemodynamic and sclerotic changes in some cases; inflammatory cell infiltration
in the superficial epithelium and its own plate, represented by plasma cells, T-
lymphocytes, B-lymphocytes, macrophages, mast cells, eosinophilic and
neutrophilic leukocytes, among which plasma cells, T-lymphocytes, mast cells and
macrophages predominate.

Dystrophic changes are less expressed in patients with irritable bowel
syndrome in comparison with patients with ulcerative colitis of various activity
degrees in a mucous membrane of a large intestine in a superficial epithelium.
Desquamative changes are not found in all cases. Dystrophic changes are less
pronounced inthe epithelium of the intestinal glands. They occur in some cases,
and necrotic and desquamative changes do not develop. Erosive-ulcerative defects
do not occur; the number and deformation of crypt architecture do not change,
neither do the number of goblet cells and the size of vacuoles with mucin. There
are less pronounced changes in the intensity of the mucin color. There is less
pronounced inflammatory cell infiltration in the superficial epithelium and its own
plate, as well as indicators of severity of all cellular infiltration. Infiltration by
plasma cells, T-lymphocytes, eosinophilic and neutrophilic leukocytes have
smaller values (p<0.05); there are no inflammatory changes in the crypts and crypt
abscesses; hemodynamic and sclerotic changes are less pronounced, there are
fewer lymphoid follicles in its own plate.

In the colon mucous membrane of patients with ulcerative colitis of different
activity degrees and irritable bowel syndrome there is an activation of the
proliferative potential of the superficial epithelium and the epithelium of the
intestinal glands. More pronounced proliferative activity characterizes the crypt
epithelium, observed mainly in 2/3 of the thickness of the intestinal glands. With
increasing ulcerative colitis activity degree, in irritable bowel syndrome in
comparison with various ulcerative colitisdegrees of activity proliferative activity

of crypts epithelium does not change. This is confirmed by absence (p>0.05) of a
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difference in a relative quantity indicator value of Ki-67-positive cells in intestinal
glands (at ulcerative colitis of the 1%degree of activity — (51.9+0.96)%, at
ulcerative colitis of the 2"degree of activity — (51.2+1.38)%, at ulcerative colitis of
the 3"degree of activity — (53.0+1.31)%, at irritable bowel syndrome—
(52.7+0.56)%).

The author note focalor diffuse decrease (p<0.05) in number of pericryptal
myofibroblasts in ulcerative colitis of various activity degrees (indicator of their
relative quantity in ulcerative colitis of the 1%'degree of activity — (74.4+2.74)%, in
ulcerative colitis of the 2"degree of activity — (61.6+2.67)%, in ulcerative colitis of
the 3"degree of activity — (50.8+3.81)%) in comparison with a physiological norm
(indicator of their relative quantity — (95.3£2.74)%), but in irritable bowel
syndrome there are no such changes (indicator of their relative quantity —
(95.9£0.25)%).With increasing activity degree of ulcerative colitis, deficiency of
pericryptal myofibroblasts grows, as evidenced by a decrease (p<0.05) in the
relative number of these cells.

Key words: morphology, mucous membrane, ulcerative colitis of the 1-3

degrees of activity, irritable bowel syndrome.
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