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1. Posib TeHETUYHUX YUHHUKIB ITPU 3aXBOPIOBAHHSIX KUINIEYHUKA 3 BUCOKUM PU3UKOM BUHUKHEHHS KOJIOPEKTAJILHOTO
paKy

2. The role of genetic factors in the diseases of intestine with high risk of colorectal cancer occurrence

Pedepar:

1. Y puceprauii HaBe[leHO TEOPETUYHE y3arajJbHEHHS I HOBe BUPillleHHs IPO6JIeM CTBOPEHHS €(PEeKTUBHOI CUCTEMU
F€HETUYHUX JOCJITKEHb, 32 OMOMOTOIO SIKOi MOKHA OLiHIOBATH 3J105IKICHUI MTOTEHLiaJl FEHETUYHO reTEPOreHHUX
KOJIOPEKTAJIbHUX HOBOYTBOPEHb Ta BU3HAUATH IIPOTHO3 PO3BUTKY PaKy y NPOoOaHIB i3 1i€lo [1aTosorielo, MeuKaHIiB
3axigHux obsactent Ykpainu. Cepep xBOPUX HA PaK TOBCTOI KMILIKY CIAKOBY OOTSDKEHICTh 6YJ10 BUSIBIEHO Y 31,3%
0Ci6, a MOHOT€HHI 3aXBOPIOBAHHS KUIIEYHVKA Y CTPYKTYPi paKy CTaHOBUIM 9,7%. Haiibinbiy KibKiCTh XBOPUX HA
PaK AiarHoCTyBaju B CiM'six 3 cuHIpomoM Jlinya II. Y npo6aHiiB i3 1MM CUHAPOMOM y HACTYIIHUX [TOKOJIHHSX ciMeil
criocrepirany eeKkrt aHTuyunatii. BcranosneHo, mo yacrora T anesnto nosimopgHoro Bapianta C677T rena MTHFR
(pT=0,40) y XiHOK, XBOPUX Ha PaK TOBCTOI KUIIKH, € BUILOIO, TIOPiBHIHO 3 yosoBikamu (pr=189).I'enorun CT vacrime

BUSIBJISLIM Y XBOPHX JKiHOK, HiXX Y 40J10BiKiB (60% i 32,4%, BiAIOBifHO) Ta Y XBOPUX 6€3 CI1aIKOBOI OOTSDKEHOCTI Ha



pak (61,8%), HiX B 0Ci0 i3 OOTSKEHICTIO Ha Lie 3aXBOpIOBaHHS (Y 27,3%). BCTaHOBJIEHO YOTMPU OCHOBHI T€HETUYHi
$hopMU MHOKMHHOTO aIeHOMATO3HOTO IOJIN03y KulleyHuKa. Y 28% rnpobaHiB i3 MHOKMHHUAM aJleHOMAaTO3HUM
II0J1iN030M BU3Ha4Y€HO MyTallii reHa APC i miaTBepykeHO CiMEHNN aIecHOMAaTO3HU T10J1i103, y 8% - reHa MYH.
[TokasaHo, O "paKkoBUii" TEHOTHUII Ha PiBHI XPOMOCOM IHILiIOI0Th aHEYILIOIf s Ta aHOMaJIii IJI0ifHOCTI. JJogaTKoBi
Kormii 2, 3, 5,7 i 20 xpomocoM, MOHOCOMii 8, 17, 18 XpOMOCOM i CTPYKTypHi NepebyA0BY NEPLIOi XPOMOCOMU MAIOTh
BKJIMBE 3HAYEHHS Y ITyXJIMHHIN NTporpecii. Pak TOBCTOI KMIIKK, aCOLIIOBAaHNH i3 3allaJIbHUMHU 3aXBOPIOBAHHSAMU,
pO3BUHYBCS Y 5,9% npobaHziB. Tpu Haiyactimi myranii - 1007fs, R702W, G908R rena CARD15/NOD2 y
reTepO3UrOTHOMY CTaHi BUSIBIEHO y 41,4% nalieHTiB i3 xBoOpo6010o KpoHa, IpU4OMy 4aCTOTa MiHODHUX aJleJliB
cranoButs 0,16, 0,07 i 0,05, BinnoBigHO, MOPiBHIHO 3 BUpa3koBuM Kositom - 0,13, 0,05 i 0. BcraHoBeHO, 10 1pu
myrauii 1007fs rena CARD15/NOD?2 y reTepo3uroTHOMy CTaHi pu3uK BUHMKHEHHS XBOpobu KpoHa 3pocTae y 3,8
pasu. Ha nigcraBi oTpMMaHUX pe3y/bTaTiB 3alIpONIOHOBAHO AJITOPUTM IIPOBEAEHHS F€HETUYHUX JOCIIiIKEHb

3aXBOPIOBaHb KMIIE€YHNKA 3 BUCOKUM PU3NKOM BUHNKHEHHA KOJIOPEKTAJIBHOI'O PaKy.

2. The thesis presents a theoretical synthesis and a new solution of the problem of genetic diagnostics in the
diseases of intestine with high risk of colorectal cancer occurrence for the inhabitants of the west regions of
Ukraine. Four main genetic forms of the multiply adenomatous polyposis were revealed. The mutations of APC
gene were determined in 28.0% of probands with multiple adenomatous polyposis confirming the diagnosis of
familial adenomatous polyposis.The hereditary predisposition was confirmed in 31.3% patients with colorectal
cancer. The monogenic diseases contribute to 9.7% of colorectal cancer. The majority of the patients with cancer
were diagnosed in the families with Lynch syndrome II. The phenomenon of anticipation is found in probands. It is
proved that the disease begins earlier for offspring than for parents. Mutations of MYH gene were determined in
8% of probands with multiple adenomatous polyposis.The frequency of T allele of polymorphic variant C677T of
MTHER gene (pt=0.40) for females with colorectal cancer is higher comparing with males (pr=0.189). The CT
genotype was found more frequently for females, than in males with colorectal (60.0% i 32.4%, accordingly) and for
patients without hereditary predisposition to cancer (in 61.8%), than for persons with hereditary aggravation on
this disease (in 27.3%). The aneuploidy and the ploidy abnormalities initiated "cancer” phenotype on the
chromosome level. The additional copies of the chromosomes 2, 3, 5, 7 and 20, the monosomy of the chromosomes
8,17, 18 and rearrangements of the chromosome 1 were found to be the most significant in tumor
progression.Colorectal cancer was developed on the ground of inflammatory bowel disease in 5.9% of probands. At
least one of three common variants (1007fs, R702W, G908R) of CARD15/NOD2 gene mutations was confirmed in
41.4% patients with Crohn's disease. In all unrelated affected probands with inflammatory bowel disease included
to the study the allele frequencies of 1007fs, R702W and G908R were 0.16, 0.07 and 0.05 respectively for the
Crohn's disease, and 0.13, 0.05 and O for the ulcerative colitis. The 3.8-fold increased risk for the development of
Crohn's disease was observed in patients were identified as 1007fs carriers in heterozygous state. The algorithm of
the genetic diagnostics of the intestine diseases with high risk of colorectal cancer development was proposed.
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