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PE®EPAT

Junnomuas pabota 44 c., 14 puc., 11 ta6n., 54 1ut. UCTOYHUKA.

KiaroueBbie cJI0Ba: rimobacToma, MOJIEKYJISIpHBIE OHOMapKephl.
IPOTrHO3MPOBAHUE  BapUaHTa MPOrPECCUH.

Oo0bekT wuccaenoBanusi: JIHK kierku B oOpasuax omyxojeBod TkaHu 26
NAlMEHTOB U aMOyJIaTOpHbIE KapThl 54 MAMEHTOB C PELUIMBOM INIMOOIACTOMBI.

Heab: ompenenauTs B3aUMOCBS3b MATOT€HHOIO CTaTyca I€HOB M IOKazaresei
BBDKMBAEMOCTH U1 TNPOTHO3MPOBaHUA  IU(PPy3HOrOo  BapuaHTa  MPOrPECCHU
IJINO0OJIACTOMBI.

Metoasbl ucciieqoBaHusi: MOJIeKyJIsipHO-TeHeTuueckue (Boinenenue JJHK, annens-
cnenudpuueckas IIP cexBenupoBanue mno Conrepy, metwi-cneuupuunas II1P,
¢yopectieHTHON rubpuu3anuy in Situ), ounonndopmarmonnsie (Kruskal-Wallis, Mann-
Whitney U Test, z-xpurepuii @umepa, Kannan-Maiiepa).

IHosyyeHHble pe3yabTarhl: BrisBiiena 3aBUCHUMOCTb roKasaresien
BbDKMBaeMocTH 0e3 mporpeccupoBanus (BBII) ot marorennoro craryca renoB EGFR u
IDH1. Ilpu ammmmdukauuu EGFR wmemnana BBII cocraBmser 3,5 wMec., 0e3
ammunpukauuu 14 mec.. Mytanus IDH1 (3amena aprununa (R132) Ha ructuaun) Oblia
B 12 (46%) oOpasuax omyxonu |V crenenu 3nmokadectBeHHOCTH. Menuana BBII y
nanueHToB ¢ myTtaruei resa IDH1 Gomnbire Ha 10,5 Mec. M0 CpaBHEHUIO € MAIIUEHTAMHU C
wt IDHI1. VYBenuuenue BBII Ha 4 mec. HAOMI0a710Ch IPU METUIIUPOBAHUU IPOMOTOPA
rera MGMT (14 manuentoB u3 26). Meauana BBII nis rpynmbl manueHToB ¢ «Mety
MGMT — 12,0 mec., ans rpynmnsl «HeT u3MmeHenui» 10, 0 mec.. OgHaKko CTaTUCTUYECKU
3Haunmoro pasznuuusi BBIT mexny rpynnamu (MeTUIMpPOBAHHBIA-HEMETUIUPOBAHHBIN
npomotop MGMT) e Gbi10 (Z-xputepuii p = 0, 29603).

Jiist onipesiesieHrs CUITbI M XapakTepa BIUsHUA MaToreHHoro craryca reioB EGFR
u IDH1 Berumcnensr koddduimentsl 3HauuMocTu. OreHKa pucka auddy3Horo
BapuaHTa MPOrPECCHH TIMOOJACTOMBI MPOU3BEJCHA C MCIOJIb30BAHUEM aJrOpUTMa
jJoructuyeckoit perpeccun.  [IporHo3upoBaHue BapuaHTa MPOJOKEHHOTO pPOCTa
IJIM00JIaCTOMBI Ha OCHOBAaHUHU MOJIEKYJISIPHO-TEHETUYECKUX H3MEHEHHH MOXKET ObITh
MOJIE3HBIM JIOMOJIHEHUEM K MPOTOKOIY CTaHJAPTHOrO OOCIENIOBaHUS MAIMEHTOB C
rJIMagbHBIMU onyXosisiMu |V cTeneHu 3710kaueCTBEHHOCTH MPY MIIaHUPOBAHUU JIEYEOHBIX
Mmeponpustuid. [lomydeHHble pe3yabTaThl JOCTOBEPHBI U MOTYT ObITh BHEAPEHBI B padb0OTy
OHKOJIOTMYECKOTr0 OTAeseHus. PaboTa BbINIOHEHA CAMOCTOSITENIBHO.



POD®EPAT

Jeimiomuas padora 44 c., 14 man., 11 tabu., 54 niT. KpBIHILIBL.

KirouaBbisi ¢J10BbI: TTiabiacToMa, MaJICKyISIPHBIS OlsIMapKephl, MparHa3aBaHHE
BapBISIHTY MIparpacii.

A0'exT nacaenasanns: JIHK kietki Ba y30pax myxiaiHHai TKaHIHBI 26 TalbICHTaY
1 aMOyJIaTOPHBIS KapThl 54 MalbIeHTay 3 pALbIbIBAM I11a071aCTOMBI.

MbaTa: BBI3HAYBIIb Y3a€MacyBs3b IaTareHHara CTaTycy TeHay 1 Iaka3ublKkay
BBIKBIBAJILHACIII JIJIS MparHa3aBaHHs AblPy3Hara BapbISHTY Mparpacii riiadbiacToOMBI.

Meranbl nacjienaBaHHsA: MalleKyJsipHa-reHeTblunbls (BeutyudHHe JIHK, anenb-
cneupipiynas [P cekBenipaBanHe mna Conrepy, wsnui-cneusidiudas 1P,
dyapacupHTHaM riopeiab3aneli in Situ), oisindapmansiiiaeis (Kruskal-Wallis, Mann -
Whitney U Tes t, z -xpsiTap ®@immpa, Karian-Maepa).

ATpbIMaHbIf BbIHiKI: BhisyneHa 3aexHaclp Maka3yblkay BbDKbIBAJbHACII 0€3
nparpacaBanus (BBII) an mararennara crarycy renay EGFR 1 IDH1. TIper ammidikaribri
EGFR menwisina BBIT cknagae 3,5 mec., 6e3 amrmmidikamei 14 mec. Myrareist IDH1
(3amena aprinida (R 132) Ha ricuiasin) 6sma ¥ 12 (46%) y3opax nyxiinsl |V cTyneni
3nasikacHacil. Menpisina BBI1 y nansientay 3 myTansisii rena IDH1 6oxbm va 10,5 mec.
y napayHanH1 3 narsieHTami 3 Wt IDH1. [Taseniusane BBII Ha 4 Mec. Hazipanacst mpsl
MmernutipaBanHi npamaropa rena MGMT (14 naupientay 3 26). Menpisina BBIT quist rpymibt
nanpienTay 3 «mety MGMT - 12,0 mec., [ns rpynsl "Hama 3menay" 10, 0 mec.. AgHak
CTaThICTbIYHA 3HauyHara anpo3HeHHs BbBIl mamik rpymami  (MelilipaBaHbl-
HemenitipaBansl mpamaTop MGMT) He 6b110 (Z -kpbITaphIi p = 0, 29603).

JIyist BBI3HAUZHHS CUIBI 1 XapakTapy VIUIbIBY narareHHara crarycy reHay EGFR i
IDHI BbuTiuanbl Kad(IUBIEHTHl 3HAYHACHI. AIPHKA pbI3bIKI JAblpy3Hara BapbISHTY
nparpacii  rniabiacToMbl TpaBeA3€HAa 3 BBIKAPHICTAHHEM allrapbITMy JariCThlYHAN
parpacii. [IparHazaBaHHe BapbISIHTY MpausrHyTara pocTy TIjia0iiacTOMbl Ha MaJICTaBe
MaJeKyJsIpHa-T€HEThIYHBIX 3MEH MOKa Oblllb KAapbICHBIM JajaTKaM Jia MpaTakoiy
cTaHAapTHara aOclieflaBaHHs TalbleHTay 3 rmanbHbiMi myxmiHami |V cTyneni
3/asKacHacIl Mpbl IUIAHABAHHI JSYZ0HBIX MepanmpbleMcTBay. ATpbIMaHBIS BBIHIKI
JAKJIagHbIs 1 MOTYIh OBbIIb YKapaH€Hbl Y Tpally aHkajariuhara aanssuieHss. [Ipana
BbIKaHaHA CaMacTOMHA.



ABSTRACT

Thesis work 44 pp., 14 pics, 11 tables, 54 lit. source.

Keywords: glioblastoma, molecular biomarkers. progression prediction.

Object of study: cell DNA in tumor tissue samples of 26 patients and outpatient
records of 54 patients with recurrent glioblastoma.

Purpose: to determine the relationship between the pathogenic status of genes and
survival rates to predict the diffuse variant of the progression of glioblastoma.

Research methods: molecular genetic (DNA isolation, allele-specific PCR Sanger
sequencing, methyl -specific PCR, fluorescent hybridization in situ), bioinformatics
(Kruskal-Wallis, Mann -Whitney U Tes t, z -criterion of Fisher, Kaplan-Meier).

Obtained results: Progression-free survival (PFS) depends on the pathogenic
status of the EGFR and IDH1 genes. EGFR amplification median PFS is 3.5 months,
without amplification 14 months. IDH 1 mutation (arginine (R 132) replaced by histidine)
was present in 12 (46%) grade IV tumor samples. The median PFS in patients with the
IDH1 gene mutation are 10.5 months longer compared with patients with wt IDH1. PFS
reused for 4 months has been observed during methylation of the MGMT gene promoter
(14 out of 26 patients). Median PFS for the "met " group of patients MGMT - 12.0 months,
for the "no change" group 10.0 months. However, there was no statistically significant
difference in PFS between groups (methylated-unmethylated MGMT promoter) (Z -test p
= 0.29603).

In order to determine the strength and nature of the influence of the pathogenic
status of the EGFR and IDHL1 genes. The risk assessment for the diffuse variant of
glioblastoma progression was made using the logistic regression algorithm. Predicting the
variant of continued growth of glioblastoma based on molecular genetic changes can be a
useful aappendix to the standard protocol for examining patients with grade 1V glial
tumors when planning therapeutic measures. Results obtained are reliable and can be
implemented in the work of the oncology department. The work has been performed
independently.



