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Pedepar:

1. KonopexkrasnpHuii pak (KPP) € ofHieo 3 Hali6ibIn IOMUPEHUX 37105KiCHUX HOBOYTBOPEHb Y CBiTi. YacToTa
peuunuByBaHHs KPP cranoButs 30-40%, mo B 40-50% BrHUKaE y NePL KijibKa POKIB Mics XipypriuHoro
BUJasieHHs yxauHU. Takox KPP e nyxJnHO0 3 BUCOKUM IIOKa3HUKOM CMEPTHOCTI Nali€HTIB, SIKUI CKIajae 2
MiClie 32 YaCTOTOI0 BUHUKHEHHS cepef, 37I05IKiCHUX yCiX HOBOyTBOpeHb. [IporHo3 nepebiry KPP nepiu 3a Bce
3aJI€KUTD Bif] IOBHOTHU BUJAJIEHHS ITyXJIMHU Ta CTafii 3rifHo cucteMu TNM, IpoTe peunuanBYBaHHS Ta JI€TAJIbHUI
HACJIIOK MaLi€HTiB KOKHOI 3 CTalill 3aXBOPIOBAHHS 3HAYHO BiIPi3HAIOTbCA. [lesKi riCTOJIOrYHi Ta MOJIEKYJISIPHO-
6i0JI0TIYHi 03HAKM MOKYTb MaTH BarOMy POJIb Y BU3HAY€HHI KJIiHIYHOI MOBEiHKY MYXJIMHU Ta BilJiJI€HOTO
IIPOTHO3Y 3aXBOPIOBaHHS. [luceprauifiHa poboTa MPUCBSIYeHAa yIOCKOHATIEHHIO MOP(OJIOriYHNX KPUTEPIiB IPOTrHO3Y
nepeb6iry KoJIOpeKTaJbHUX PaKiB Ha MifiCTaBi JOCIIIPKEHHS KIIiHIKO-MOP(OJIOriYHUX Ta MOJIEKYJISIPHO-010JI0TiYHUAX
XapaKTEPUCTUK NIEPBUHHUX NTyXJIMH 3 Pi3HOIO KJIiHIYHOIO IOBEIHKOIO Ta IPOTHO30M. Marepias 6yB IIpeJcTaBIeHUN
321 Bunagxamu KPP nnomepsux nauieHTiB y cTanjioHapax M.XapKoBa, pO3IJIIHYTO JaHi ayToIICii Ta ricTOI0riYHOro
IOCJIiIKeHHS XipyprivHo BUJajieHux yxjuH. bynu obpani Bunanku KPP IIA ta IIIB cragii, T3 3a cuctemoro TNM.



CdopmosaHi 1Bi rpynu gocuigxeHHs. V I rpyny yBiiiuuiy nepsunHi KPP 6e3 penuauByBaHHs. Y cepeJHbOMY
0e3peLIMBHUN N1epiof, CTAaHOBUB 5 POKiB (62,5+16,5 micsLiB) 3 HAIMEHIIMM TEPMIHOM - 45 Mics11iB, HANOIIBIINM -
96 micauis. Il rpyna — nepsuHHiI KPP 3 peuunyByBaHHSIM (MiCLIeBUMY IIPOSIBAMU 4 MOSIBOIO MeTacTasiB). Il rpyna
Mmasa 1si nigrpynu: IIA - 3 penurBaMy BIPOJOBXK 5 POKIiB 3 MOMEHTY BUJJATIEHHS yXJIMHY, 110 He IIPU3BEJU 10
JIeTaJbHOTO HACJIAKY, IPOrpecis MyXJIMHHOTO Npolecy caabo BupaxeHa. IIB - 3 1058010 peluauBy 3 JleTalbHUM
HaCJIiIKOM BiJl reHepalidaliii MyXJIMHHOTO IIPOLeCy BIPOLIOBX 5 POKIB 3 MOMEHTY BUAJI€HHS [IepPBUHHOI IyXJIMHU.
Taxoxx B rpynax focCjipkeHHsl 06paHo aJJeHOKapLXMHOMU 3 OJHAKOBYM CIIiBBiTHOLIIEHHSM IyXJIMH 32
nudepeHLioBaHHAM: 110 ogHoMy Bunaaky KPP Gl, no 14 Bunazkis G2, no 5 Bunagxis G3 B KOXHiil 3 rpyn.Ilpu
IOCIIiIPKEHHI MPOrHOCTUYHUX KPUTEPIiB pelMIMBYBaHHS Ta JIETaAbHOrO HacainKy nepsuHHux KPP IIA-IIIB cragin
BUSBJIEHO, IO 10 PAKTOPIiB PU3UKY PELMMBYBAHHS BiIHOCSTHCS: HasIBHICTb METACTa3iB y perioHapHi gim¢arnyHi
BY3JIM, BACKyJIsIpHOi iHBasii, Masoi BifcTaHi Bif Kparo peseKliii, BiiCyTHOCTI a/l' T0oBaHTHOI XiMioTeparii micss
BUAJIEHHS TyXJIMHU. PeluiByBaHHs 3 JIeTaJbHUM HACJIIKOM BiJ] IpOrpecii MyXJIMHOTO IpoLecy Y nepili 5 pokiB
nicsisl BUAajleHHs MyXJIMHY aCOLI0EThCS 3: MECTACTa3yBaHHSIM Y perioHapHi jliM¢paTUyHi By3JjH, BiiCyTHICTbIO
aJ'IoBaHTHOI XiMioTepamnii nicss BuganeHHs NyxJIMHY, PaHHIM TEPMiHOM IOSIBA peLUIUBY. BCTaHOBIEHO
IIPOTHOCTUYHE 3HAYEHHS IaPEHXiMATO3HOTO Ta CTPOMAJILHOrO KOMIIOHEHTiB KPP Ha ricTosorivHOMy Ta
MOJIKYJIIpHO-6iosoriyHOMY piBHX. [TyxnuHHe 6pyHbKyBaHH4 ([1B) 6ys10 BusiBieHo B 46,66% (28 /60)
criocrepeskenb. JloenieHo, 1o [1b He € NOHATTSIM 3HIWKeHHS audepeHiioBaHHs KPP, a mae 6yTu ypaxoBaHUM SIK
OKPEMUM [IPOTHOCTUYHUI (PaKTOP 3aXBOPIOBAHHSL. BcTaHOBIIEHO 3asexXHICTh MiX [1B Ta MeTacTa3yBaHHIM Y
perionapHi simdarnysi Bysnu (p<0,001). Ins KPP 3 I1b 6y7na nputamaHHa o3uTUBHA peakuis o LJK7. BctanosneHo
TaKOX 3aJIeXXHICTh MDK BUpakeHUM piBHeM [1B Ta BTpaToto Tunosoro njst KPP ¢penorumny LIK7- /11K20+ 3a paxyHOK
nosieu IK7+/11K20- ta IIK7+/LIK20+ ¢penotunis (p<0,05). B cBoto uepry, No3uTuBHOI peakuieto no 1JK7 B pakoBux
KJIITUHAX acoliiloBasnacs 3 metactadyBaHHsM KPP (p<0,05). Exciipecst E-kanrepuny 3umxysanach cepeq, KPP 3 1B Ta
3asiexkasia Bif roro crynenio (p<0,001). BctanosseHo, 1o 1o Mipi 3HUKeHHs eKkciipecii E-kaarepuny 3'aBsi€ThCS
ab6epaHTHa ekcrpecist N-kagrepuny (p<0,0001), BinnoBifHO NIPOCTEXXeH] PsiMa CUJIbHA KOPEJIsILifiHaA 3aJ1€5KHICTh
MiX piBHeM ekcrpecii N-kagrepuny ta crynesnem I1b (p<0,001); TakoX N03UTHUBHA eKcHpeciss N-KairepuHy
aconiloeTtbcs 3 MetactadyBaHHaM KPP (o2 = 11,7, p<0,001). Orpumani gaHi 103BOaMAN C(POPMYBATH IPOTHOCTUYHI
KpUTEPii peuIMBYBaHHS Ta JIETAJIbHOTO HACHiIKy nanieHTiB Ha KPP IIA-IIIB crapniii, a TaKO>X BUBHAYUTU KITiHIKO-
MOP(OJIOTiyHi Ta MOJIEKYISIPHO-6i0JI0Ti4HI KpUTEpPii CIPUSTINBOrO IPOTHO3Y Ta Ti, 110 MAIOTh OOMEXEHE
IIPOTHOCTUYHE 3HAYEHHS1. 3alIpONIOHOBAHO ONTUMAJIbHY NaHesb [I'X MapKepiB i3 OL[iHKOIO SIK IapEHXIMaTO3HOT O, TaK
i CTpOMasIbHOTO KOMIIOHEHTIB IyXJIMHU 1010 BU3HAYEHHS ii 6i0s10ri4HOi MOBEe iKY Ta TPOTrHO3Yy 3aXBOPIOBaHHS. Ha
MifCTaBi OTPMMAaHMX JAHUX, YTBOPEHO MAaTEMATU4HI MOJIEJIi 32 METOLOM JIiHIIHOI perpecii, o 103BOJISIOTh 3
BiporigHicTio 81,4% Ta 63,1% MpOrHo3yBaTy pO3BUTOK PELMIVBY Ta PELULMBY 3 JIETAJIbHUM HACIIIIKOM BiZ[TIOBiZIHO,

miciis onepaii 3 BUAaIeHH IIEPBUHHOI IYXJIMHU.

2. Colorectal cancer (CRC) is one of the most common malignancy in the world. The recurrence rate of CRC is 30-
40%, which in 40-50% occurs in the first few years after surgical removal of the tumor. CRC is also a tumor with a
high mortality rate of patients, which is the 3rd most common malignancy of all tumors. The prognosis of CRC
firstly depends on the completeness of tumor resection and on stage according to the TNM system, but the
recurrence and lethal outcome of patients in each stage of the disease are significantly different. Some histological
and molecular biological features may play an important role in determining the clinical behavior of the tumor and
the prognosis of the disease. The dissertation is devoted to improvement of morphological criteria for the
prognosis of colorectal cancers based on studying clinical, morphological and molecular biological characteristics
of primary tumors with different clinical behavior and prognosis. The material was presented by 321 cases of CRC
of dead patients in hospitals of Kharkiv, autopsy data and histological examination of surgically removed tumors
were considered. Cases of CRC stage IIA and IIIB, T3 according to the TNM system were selected. Two groups of
research are formed. Group I included primary CRC without recurrence. The average recurrence-free period was
5 years (62.5 + 16.5 months) with a minimum of 45 months and a maximum of 96 months. Group II - primary CRC
with recurrence (local manifestations or metastases). Group II had two subgroups: IIA - with recurrences within 5
years from the date of tumor removal, which did not lead to death, the progression of the tumor process is weak.



IIB - with the occurrence of recurrence with a fatal consequence of the generalization of tumor process within 5
years from the date of removal of the primary tumor. Also, in the study groups selected adenocarcinomas with the
same ratio of tumors by differentiation: one case of CRC Gl, 14 cases of G2, 5 cases of G3 in each group. The mean
age of patients was 66.8 + 7.8 years. The youngest is 48 years old, the oldest is 87 years old. 25.0% of the studied
CRCs were localized in the right half of the colon, 53.3% in the left half, and 21.7% in the rectum. Tumor size did
not exceed 5 cm in 60% (45,/60) cases. Metastases to regional lymph nodes were detected in 45.0% (27/60) of
cases. The median duration of recurrence was 19 + 8.7 months. Immunohistochemical study was performed using
11 markers: monoclonal antibodies to cytokeratin 7, 20, E-cadgein, vimentin, N-cadherin, CD44, CD34, VEGF,
smooth muscle actin alpha, CD3, CD68. It was found that among the deaths in the hospitals CRC was the cause of
death in 4.83% (321/6635). The localization of the tumor was the sigmoid colon and rectosigmoid zone - in 37.5%
of patients, the area of the cecum, ileocecal angle and appendix - in 16.5%, rectum - 11.9%. Stage IV was detected in
only 43.6% (140 /321) of cases. Among the causes of death of patients with CRC, the most common were local
complications - generalization of the tumor process and perforation of the tumor - in 27.1 and 18.3% of patients,
respectively. The study of prognostic criteria for recurrence and lethal outcome of primary CRC stages I1A-IIIB
revealed that risk factors for recurrence include: the presence of metastases to regional lymph nodes, vascular
invasion, short distance from the edge of resection, no adjuvant chemotherapy. Recurrence with fatal progression
of the tumor in the first 5 years after tumor removal is associated with: localization of regional lymph nodes, lack
of adjuvant chemotherapy after tumor removal, early recurrence. The obtained data allowed to form prognostic
criteria for recurrence and lethal outcome of patients with stage IIA-IIIB CRC, as well as to determine clinical-
morphological and molecular-biological criteria for favorable prognosis and those with limited prognostic value. It
was purposed the optimal panel of ICH markers with assessment of parenchymal and stromal components of
tumors for determining the biological behavior and prognosis of the disease. Also, a mathematical model was
approved using the linear regression method, which allows for 81.4% and 63.1% of predicting the development of
recurrance and recurrance with a lethal complication.
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