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1. OnTuMmisanis AiarHOCTUKY J1iM(GOT€HHOTO METACTa3yBaHHS Y XBOPUX HA KOJIOPEKTAILHUM PaK 3 ypaxyBaHHSIM
MOJIEKYJIIPHO-€IIr€ HETUYHNX MapKePiB.

2. Optimization of Lymphogenic Metastasis Diagnostics in Patients with Colorectal Cancer Considering Molecular-
Epigenetic Markers.

Pedepar:

1. TIpu peTpocneKTUBHOMY aHali3i (aKTOPiB pU3MKY PELUINBY Ta IPOJOBXKEHHS XBOPoOU y 188 xBopux 3
peLuaBaMu, BCTAHOBJIEHO, 1110 6e3peluMBHa BUKMBAHICTb JOCTOBIPHO BiIpi3HsJIACh 3aJI€5KHO Bif HaKTy
YPaKeHHs JliMPaTUYHUX BY3JIiB i OyJa BUILIOIO cepe], 0cio, y sikux PJIB He 6y/u ypaskeHUMHU, [IPU LIbOMY
3apeecTpoOBaHO 3BOPOTHIll HenmapaMeTpU4HUIA 3B’130K cepeHboi cuu (KolmogorovSmirnov Test, p<0,04, r=0,29, U
- 2,35). TakuM 9YMHOM, MeTacTaTU4YHe YpakeHHs perioHapHumH jimpatuuaumu Bysnamu (PJIB) y mauieHTiB
30171b1IyBasI0 iIMOBIPHICTh PO3BUTKY PELIUAUBY 3aXBOPIOBaHHS B 1,41 pasa (95%, 11 1,02-1,93). [1pore 3rinHO

CTAaTUCTUYHOTI'O PO3PAXYHKY, 663peI_LI/IJ_II/IBHa BIDKMBAHICTDb He 3ajexkajia CTaTUCTUYHO ,E[OCTOBipHO Bl,[[ KiJIbKOCTi



ypaxkenux PJIB (po0,05). [Ins xBopux Ha pak 06010801 kuiku (POK) ta PITK npocneKTUBHOI rpynu AOCTiIKeHHs
po3pobiieHa Mozesib IIPOrHO3YBaHHS MeTacTaTU4HOro ypakeHHs PJIB. 3okpema, ripu KT-o6cTexXeHHi XBOpUx Ha
POK xpurepii ypaskenss: PJIB, BIIUB KMX MO>KHA BBaKaTU CYTTEBUMU, MAIOTh TaKi IPEAUKTOPU: OKpyria ¢popma —
3,61 (11,02-14,18; p<0,06) Ta HaKONMYeHHs KOHTpacTy - 4,25 (I 1,07-18,68; p<0,05). IIpoBeneHo anani3 piBHiB PEA
Yy KPOBI [IPOCIIEKTUBHOI IPYIIN MALIEHTIB NAl[i€HTiB 3 METACTaTUYHO-YPA)KEHVMMU Ta MaLieHTiB 3 inTakTHUMU PJIB.
I[Tpu nopiBHsIHHI piBHS pakoBoro emo6pioHanbHOro aHtureHa (PEA) y nauieHTiB xBopux Ha PITIK BcTaHOBIEHO
CTaTUCTUYHO 3HaYuMy pizHuLiio (po0,032; NO: Q1-3 1,47-3,73; N1: Q 5,62-11,42), npu 11bOMY [J1s1 TOPiBHSHHS
HEe3aJIeXXHUX TPy 6YJI0 BUKOPUCTAHO HEMapaMeTPUYHUM KpuTepiit MaHHa-ViTHi. [loporose 3HaueHHs1 PEA
craHoBuo 3,95 Hr/mi. OTxe, piBeHb PEA>3,95 Hr /M1 y XBOpuXx Ha pak npsamoi kumky (PIIK) ninsunrye
JIMOBIpHICTb METAaCTaTUYHOIO YpakeHHs1 perionapHux PJIB. Y nauieHTiB i3 36epesxeHHsIM J1iBoi 06010B0i apTepii
OyJI0 1iarHOCTOBAHO 9 micisonepauiiHuX yeKIaaHeHs (i3 3actocyBaHHIM ICG - 2 yCcKIalHeHHS, 6€3 3aCTOCYBaHHS
ICG - 7 yckyagHeHb), a B N1alli€HTIB 3 BUCOKMM JIiIryBaHHSM HIKHbBOI OprKOBOi apTepii — 13 yckiagHeHs, 1o
cta"oBuTh 20% i 30,2% BignosigHo. OTXe, pu 36epeskeHHi JIiBoi 060/10B0i apTepii py3UK MicasonepaiiHux
yCKJIagHEeHb 3MeHIyeTbest Ha 10,2% (p<0,05). Y xBopux 3 BUKOPUCTaHHSIM METOIUKY KOHTpacTyBaHHs ICG Ta
30epekeHHsIM JIiBOI 000/10BOi apTepii nicasonepariilfiii yCKIafHEHHS 1iarHOCTOBAHO y 2 XBOPUX, 110 CTAHOBUTh
15,4%, natomicTb y xBopux 6e3 ICG Hagiranii Ta 306epeskeHHi J1iBoi 06010B0i apTepil yCcKIagHEeHHS BUSIBJIEH] y 7-U
oci6 - 21,9%, p<0,05. Otxe, npu BukopucTtanHi ICG 3MeHIIyeTbCs KiIbKICTb MicisonepaLifiHuxX yCKIaHEHb Ha
6,5%, BpaxOBYIOUM OJJHOTUIIHICTb OIepalliil 1je MoXe 6yTU MOB'SI3aHO 31 CKOPOUYEHHSIM TPUBAJIOCTi onepatii. ¥V
XBOPUX 3 ekcnpecieto MikpoPHK-100 >0,6 y.0. y NyXJIMHHUX KJIiTMHaX 6e3 meTacTasiB y PJIB BcTaHOB/IEHO
IOCTOBipHE 3HM)XEHHS [TOKa3HUKIB 1-piuHOi 6e3peliuiNBHOI BUKMBAHOCTI, IOPIBHSIHO 3 IPYIIO0 NAlli€HTIB 3 piBHIMU
MikpoPHK-100 <0,5 y.o. 7151 nyxinHHOI MikpoPHK-125b BusIB/I€HO 3B'S130K i3 po3BUTKOM peuuusiB KPP y 3-piyHunii
TepMiH. Y XxBopux i3 piBHeM 3a3HaueHOoi MikpoPHK 6inbiie 0,2 y.0. y NyXJIMHHUX KIITUHAX PELUAVBY 3aXBOPIOBAaHHS
B TPUPIYHMI TEPMIH crIoCTepiranu y 3 pasa yacrime. JlocaigkenHs excrpecii MikpoPHK B KpoBi nokasanu, mo
cepenHi piBHi MikpoPHK-100, -125b Ta -200b cranoBunu 49,17+30,62, 40,08+20,09 Ta 26,64+13,46 y.o., BifloBigHO.
BcraHoBI€HO, 0 HU3bKUIH piBeHb ekcipecii MikpoPHK-125b i Bucokuii pisens excrpecii MikpoPHK-200b e
XapaKTepHOI0 03HAKOI0 HOBOYTBOpeHb KaTeropii T3 i T4 i kopeJioe 3 UM KJIiHIKO-T1aTOJOTiYHUM [TOKa3HUKOM (r=-
0,511 0,6 BignosinHo, p<0,05). Bucoki nokasnuku MmikpoPHK-200b y nyx/inHHINM TKaHUHI Ta CUPOBATLi KPOBi XBOPHUX
Ha KPP 3adikcoBaHo y nauieHTiB 40710Bi40i cTaTi, Kateropii T2 3a TNM, 3a BincyTHOCTi MeTacTasis y PJIB, a Takox
BUPa3KyBaHH: Ta HEKpo3y KPP. JlonoBHEHO HAayKOBI AaHi 040 AiarHOCTUYHOI L[iHHOCTI TPOMEHEBUX METOIIB
obcTreskeHHs y xBopux Ha KPP B miarHoctuni 1iMm¢doreHHOro MeTactasyBaHHsl, a came: yyTausicTs KT ns
BUsBJIEHHS MeTacTaTnyHuX PJIB y xBopux Ha POK ckiana 50,0%, a cneundiunicts - 88,9%; uytausicts MPT -y
xBopux Ha PTIK cknana 56,3%, a cneuudiuHicTs - 84,4% BignoBigHO. YTOUHEHO HAYKOBI [JaHi Ipo Te, 1o piBeHb PEA
>3,95 Hr/mn y xBopux Ha PIIK nigsuiye MOBipHICTb Me€TaCTaTUYHOTO ypaskeHHs PJIB npu pedpepeHTHUX
3HAYEHHSIX [0 5 HI'/MJL. Yieplie noBeHa epeKTUBHICTb 3acTocyBaHHs y xBopux Ha PIIK II-1II craaii (T2-4N0-2MO)
ICG Hagirauii y peasibHOMy 4aci 1151 KaprorpadgysaHHs JIB Ta 36epexkeHHs J1iBoi 0600B0i apTepii 3 METOI0
IIPOBEIEHHS ONTUMAJIBHOI JIIM(POIUCEKIi], OIHOYACHO 3MEHIINBIIYN YACTOTY XipypriYHUX YCKJIAIHEHb [IPY LIbOMY
Ha 10,2%. YTOYHEeHO HayKOBi JaHi PO B3a€EMO3B130K MiX piBHsSIMU ekcripecii MikpoPHK-100, -125b Ta -200b B
IIyXJIMHHINA TKaHKUHI XBopux Ha KPP Ta HasgBHICTIO J1iM(OreHHOro MeTacTasyBaHHs (3B's130K €KCIIpecii B MyxXJIMHHIN
MikpoPHK-100 (r=0,54), -125b (r=0,52) ta -200b (r=0,54) i3 HasBHicTI0O MeTacTasiB y PJIB (p<0,05)). KintouoBi cioBa:
KMIIKA, KOJIOPEKTAJIbHUI PaK, paK NpsSIMOi KUIIKY, CTaAil0BaHHS, JiMpaTU4Hi By3/11, METACTa3yBaHH:I, (PAKTOPU
pu3uky, MikpoPHK, xipypriuse jikyBaHHs, IDOMEHEBA Teparlis, XiMioTeparis, iHJI0LiaHiH 3€JIEHUH, YCKIaIHEHHS,
HECIIPOMOXXHICTb aHACTOMO3Y, TPOTHO3yBaHHSI.

2. In the retrospective analysis of risk factors for recurrence and disease progression in 188 patients with
recurrences, it was established that recurrence-free survival differed significantly depending on lymph node
involvement. It was higher in individuals without lymph node involvement, with a medium-strength inverse non-
parametric correlation (Kolmogorov-Smirnov Test, p<0.04, r=0.29, U=2.35). Thus, metastatic lymph node
involvement increased the likelihood of disease recurrence by 1.41 times (95% CI 1.02-1.93). However, statistically,
recurrence-free survival did not significantly depend on the number of affected lymph nodes (p>0.05). CEA



(carcinoembryonic antigen) levels were analyzed in the prospective group for patients with and without lymph
node metastases. A statistically significant difference in CEA levels was observed in patients with rectal cancer
(p<0.032; NO: Q1-3 1.47-3.73; N1: Q 5.62-11.42), using the Mann-Whitney test. The CEA threshold value was 3.95
ng/mL, and levels higher than 3.95 ng/mL increased the probability of lymph node metastasis in rectal cancer
patients. A comparison of the results of surgical treatment of patients who underwent the same type of surgery
(low anterior rectal resection and anterior rectal resection) was carried out, the feasibility of ICG administration
for intraoperative visualization of RLN was studied (n=43). In patients with preservation of the left colonic artery
and the use of ICG, the number of resected LVs was significantly higher - 10.3+1.89 versus 6.6+0.63 in patients with
preservation of the left colonic artery and without the use of ICG (p<0.05). The average duration of the operation
in the group of patients with the use of the ICG technique was 155.8+12.43 min, against 174.7+8.04 min in the group
without the use of ICG (p<0.05). In patients with preservation of the left colonic artery, 9 postoperative
complications were diagnosed (with the use of ICG - 2 complications, without the use of ICG - 7 complications),
and in patients with high ligation of the inferior mesenteric artery - 13 complications, which is 20% and 30.2% in
accordance. Therefore, if the left colonic artery is preserved, the risk of postoperative complications decreases by
10.2% (p<0.05). In patients with the use of ICG contrast technique and preservation of the left colonic artery,
postoperative complications were diagnosed in 2 patients, which is 15.4%, on the other hand, in patients without
ICG navigation and preservation of the left colonic artery, complications were found in 7 people - 21.9%, p<0.05.
Therefore, when using ICG, the number of postoperative complications decreases by 6.5%, taking into account the
same type of operations, this may be due to a reduction in the duration of the operation. In patients with
microRNA-100 expression >0.6 units in tumor cells without lymph node metastasis, a significant reduction in 1-
year recurrence-free survival was observed compared to those with microRNA-100 levels <0.5 units. MicroRNA-
125b was linked to CRC recurrence within three years, with patients having microRNA-125b levels >0.2 units
experiencing three times more recurrences. A comparison of microRNA expression in serum and tumor tissue
demonstrated that the highest microRNA-100 levels were found in female CRC patients with lymph node
metastasis. High microRNA-125b levels in tumor tissue and serum were associated with gender, lymph node
metastasis, and ulceration. High microRNA-200b levels were recorded in male patients with T2 tumors, without
lymph node metastasis, and in cases of ulceration and necrosis. Added scientific data on the diagnostic value of
radiological examination methods in patients with CRC in the diagnosis of lymphogenic metastasis, namely: the
sensitivity of CT for the detection of metastatic RLVs in patients with CRC was 50.0%, and the specificity was
88.9%; the sensitivity of MRI in patients with RPK was 56.3%, and the specificity was 84.4%, respectively. The
scientific data have been clarified that the level of REA >3.95 ng/ml in patients with RP increases the probability of
metastatic lesions of the RLV at reference values of up to 5 ng/ml. For the first time, the effectiveness of using ICG
navigation in real time for LV mapping and preservation of the left colonic artery in order to perform optimal
lymphodissection in patients with stage II-III stage (T2-4N0-2MO) ICG navigation was proven, while reducing the
frequency of surgical complications by 10.2% . Key words. colon, colorectal cancer, rectal cancer, staging, lymph
nodes, metastasis, risk factors, miRNA, surgical treatment, radiation therapy, chemotherapy, indocyanine green,
complications, anastomotic failure, prognosis.
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Cdepa ynpaBJIiHHﬂ: MiHicTepcTBO OXOPOHM 300POB 'Sl YKpaiHu

InenTudikarop ROR:

CeKTop HayKH: YHIBEpCUTETCHKUI

VIII. 3ak1104Hi BiZOMOCTI
BiacHue Ipizsume Im'st [To-6aTbKOBI Bacumok Cepriit Muxaitosn

TOJIOBH pajgu

BnacHe IIpizBume Im's I10-6aTbKOBI Bacumoxk Cepriit Muxarinosnd

TOJIOBYIOYOTO Ha 3acCiiaHHi

BiagmoBizasibHUM 32 MiATOTOBKY Kynunwd Tanist BorganisHa

00JIiKOBHX JOKYMEHTIB



PeecTtpaTop VYKpIHTEI

KepiBHuk Bigginy YKpIHTEI, mo €
BiZITIOBiZAaILHUM 3a peecTpallilo HayKoBoi IOpuenko TeTsHa AHaTosiiBHA

OistJIBHOCTI




