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PED®EPAT

Jlunuiomuast pabora 56 c., 14 puc., 11 ta6:m1., 51 ucToUHHK.

KuiroueBble ¢J10Ba: 3710Ka4€CTBEHHBIE TJIMAJIBHBIE OMYXOJIH TOJOBHOTO MO3Ta,
MOJIEKYJIIpHbIE OMOMapKephl, MAaTOT€HHbIE BAPUAHTBI T'€HOB, MPOTHOCTUYECKHE
(akTOphI, XapaKTEPUCTHKH OITyXOJIH, IPOTHBOOIYXO0JIEBask TEPAIIH.

O0bekT  HCCIeI0BAHMSA.  ONYXOJICBBIM  MaT€pUal  MAIMEHTOB  CO
3JIOKaYE€CTBEHHBIMU IIHAJIBHBIMU OMYyXOJIAMU roioBHOTO Mo3ra II-1V cragusvu.

Heab: U3y4yuTh NPOrHOCTHYECKYIO 3HAYUMOCTh MOJIEKYJISIPHBIX OMOMapKEpOB
IIPH TIMATBHBIX OITYXOJISIX TOJIOBHOTO MO3Ta.

Meroabl uccjeq0oBaHUAL. MOJEKYyJsIpHO-TeHeThndeckue (Boiaenenue JIHK,
aienp-crienuduaeckas [P, monekysipHoe cekBeHnpoBanue 1mo CaHrepy).

B pesynbpraTe aHaiv3a CTATHCTHYECKUX NAHHBIX 3a S-JETHHHA Mepuon Obll
BBISIBJIEH POCT Mokazatesei 3aboseBaemoctu 3['0O I'M kak cpenu My»KCKOTO, TaK U
cpemu JkeHckoro Hacenenus (p<0,05). Bo3pacT manueHTOB SBISETCS OIHHM U3
OCHOBHBIX (PAKTOPOB PHUCKA Pa3BUTHUS 3J0KAYECTBEHHBIX HOBOOOpa3zoBaHuii ['M:
HauuHas ¢ 45 Jer mnoka3zarenu 3a00JIeBA€MOCTH  BO3pAcCTaloOT, JOCTUTas
MAaKCUMAJIbHBIX 3HaueHUM B Bo3pacte 60—64 ner. YBenuuenue Ha 16,9% wacToTel
ciydaeB riamo0siacToM U yMmeHblieHue Ha 1,9% omyxoseilt acTpouuTapHOro psija,
CBUJIETENBCTBYET O 00OJIE€ arpeCCUBHOM T€UEHUU 3a00JIEBaHUS B HACTOSIIIEE BPEMS.

[Ipu aHanm3e TEHAEPHBIX M KIMHUKO-MOP(OIOrMYECKUX IOKa3aTenae ObLIo
OTMEUEHO TIPEBBIIICHUE [IO0JIA JKCHIIMH C BbIcOKO3oKauecTBeHHbIMU (Grade 1V)
HOBOOOpazoBanusmMu I'M B 1,8 pasa, npu BeisiBiIeHUM onyxoieil Hu3koi (Grade II) u
cpeaneit (Grade III) cremeHel 3710KauY€CTBEHHOCTH CpPEIM TMAIMEHTOB MY>KCKOTO
nojna yame B 1,8 u 1,5 paza, COOTBETCTBEHHO.

beina mpoaHanu3MpoBaHa 4YAacTOTa BBISBIECHUS MOJEKYJSIPHO-TEHETHUECKUX
Hapymenuid B reHax IDH1 u IDH2 npu -1l u IV ctagusx 3a6oneBanus. Hanbosnee
pacnpoCTpaHEHHBIM TMATOTEHHBIM BapUAHTOM, JAeTekTupyeMbiM B rene |DHI,
sisiercst R132H (96%), okono 4 % reHeTHYECKUX HapyHICHUH TPUXOAUTCS Ha
peAKre NaTOT€HHbIE BAPUAHTHI.

be10 mpoananu3upoBaHo, 4TO (haKTOpaMu, BIMSIOINIMMHU Ha BBIXKMBAEMOCTb
NAlMEHTOB CO 3JIOKAYECTBEHHBIMU TJIUAIBHBIMU OIyXOJSIMA TOJIOBHOTO MO3ra
SIBUJIMCh: CTEIICHD 3JI0Ka4eCTBEHHOCTH omyxoiu (Grade); MyTallMOHHBIN CTAaTyC TeHa
IDH1; Bo3pact manuenta (p<0,001). OTmMeueHa HU3Kas BBKMBACMOCTb Y MTAIIUEHTOB,
nepexuBIux S-netauit nepuon (7,3+0,7%).



PODEPAT

Jpimiomnas pabora 56 craponak, 14 mamonkay, 11 tabumin, 51 KpeIHIIIBL.

KiouaBbisi CJI0BBI: 3JIasKaCHBIS TJIMANbHbIE MYXJIIHBI TallayHOra MO3TY,
MaJIeKyJSIpHBISL  OlsIMapKephbl, TMATareHHbIS BapbISHTHI T'EHAY, MParHaCTHIYHBIS
dbakTaphbl, XapaKTapbICTHIKI MMyXJIIHBI, CYIIPaIlbITyXIIHHAS TIpaIlisl.

AO'eKT [macjeIBaHHSI: TYXJIHHbI MaTAPBIUT MAlbIEHTAay ca 37asKacHBIMI
IHATBHBIMU Ty XJIiHaMi TasiayHora mo3ry II-1V cramgbisami.

MbaTa gacieaBaHHs: BbIBYYbBIIb [IPArHACTHIYHYIO 3HAYHACIL MAJIEKYJISIPHBIX
OistMapKepay Mpbl IIHATbHBIX MyXJIIHAX raJlayHOTa MO3TY.

Mbdraasl  gaciienBaHHS: MajeKyJyspHa-reHeThluHbIs (Bbya3ssieHHe JIHK,
anenb-crienbidiunas [P, manekynsipHae cexkBenipaBanHe ma CaHTepy).

VY BBIHIKY aHali3y CTaTBICTBIYHBIX JdAJ3€HBIX 3a S5-TraJoBbl NEpbIsT ObIY
BBISIYJIEHBI POCT makaszubikay 3axBopBaHHi 3['A I'M sk capon My>K4YbIHCKara, Tax i
csipoJl skaHovara HacenbHinTBa (p <0,05). Y3poct marpieHTay 3'synsenia agHbiM 3
acHOYHBIX (pakTapay pbI3bIKI pa3Billld 37asKacHBIX HOBayTBapdHHiIY ['M:
nayblHaOubl 3 45 Tanoy mnaka3ublki 3aXBOPBAHHS Y3pacTarollb, JacsAraloybl
MaKCiMaJlbHBIX 3HAUSHHAY Ba y3pocue 60-64 ragoy. [laBeniusnne Ha 16,9% yacratsl
BbINIAJKAY TIMO0JacTOM 1 MaMsiHIIPHHE Ha 1,9% myxJliH acTpaipiTapHara Imnpary,
CBEIYbILb a0 OOJIBIT arpaCciyHai IJIBIHI 3aXBOPBAHHS ¥ IAIIEpaIIHi Jac.

[Ippl aHamize TEHIPPHBIX 1 KIIiHIKa-MapdalariyHplx MaKazyublkay ObLIO
aJ3HayaHa TIEpaBBIIIPHHE [IOJI JKaHYbIH 3 BbICOKa3naskacHbiMI (Grade 1V)
HaBatBopami ['M y 1,8 pasbl, npbl BeisyneHH1 myxJiH Hizkai (Grade 11) 1 capanusii
(Grade III) cTynensy 3masikacHacIii Cspo/I MalbleHTay MY>KUbIHCKara ImoJry yacueu ,8
1 1,5 pasbl, aanaBenHa.

brina mpaanHamizaBaHa dYacTara BBISYJICHHS  MaJeKyJsIpHA-T€HEThIYHbIX
napyunHHsay y reHax IDH1 1 IDH2 npsr 1I-111 1 IV cTaasiax 3axBopBanus. HaitbombIn
pacnaycro/pkaHbIM TaTareHHBIM BapbIIHTaM, fAKisg JITIKTyromma y rene IDHI,
s'synsenna R132H (96%), kans 4% TeHeThIYHBIX MapyHIdHHSIY MPhINaaae Ha PIJIKis
NaTareHHbIS BaPbISTHTHI.

bruo mpaananizaBana, mTo (axkrapami, siKis YTUIBIBAIOI> HA BBDKBIBAJILHACIH
MaipleHTay ca 3/asKacHbIMI TJIMAJbHBIMHU IyXJIIHaMl rajayHora MO3Ty 3'SBLIICS:
CTyIleHb 3naskacHacui myxmiHbl (Grade); myTaupiiiael cratyT reda IDHI; y3pocr
nanpieHTa (p <0,001). Am3Havana Hi3Kash BBDKBIBAIBHACI, y TAIBICHTAY, SKis
TepaXkbLIl 5-rajoBbI MephIsig (7,3 + 0,7%).



ABSTRACT

Diploma project 51 p., 14 fig., 11 tables, 51 sources.

Key words: malignant glial brain tumors, molecular biomarkers, pathogenic
gene variants, prognostic factors, tumor characteristics, anticancer therapy.

The aim of the research: to study the prognostic significance of molecular
biomarkers in glial brain tumors.

The research methods: molecular-genetic (DNA extraction, allele-specific
PCR, Sanger molecular sequencing).

As a result of the analysis of statistical data for a 5-year period, an increase in
the incidence of MCT GM was revealed both among the male and female population
(p<0.05). The age of patients is one of the main risk factors for the development of
malignant neoplasms of brain tumors: starting from the age of 45, the incidence rates
increase, reaching maximum values at the age of 60—64 years. An increase by 16.9%
in the incidence of glioblastomas and a decrease by 1.9% of tumors of the astrocytic
series indicates a more aggressive course of the disease at present.

When analyzing gender and clinical and morphological parameters, it was
noted that the proportion of women with highly malignant (Grade IVV) GM neoplasms
was 1.8 times higher, with the detection of tumors of low (Grade IlI) and medium
(Grade 1ll) malignancy among male patients more often by 1 .8 and 1.5 times,
respectively.

We analyzed the frequency of detection of molecular genetic disorders in the
IDH1 and IDH2 genes in stages IlI-11l1 and IV of the disease. The most common
pathogenic variant detected in the IDH1 gene is R132H (96%), with rare pathogenic
variants accounting for about 4% of genetic disorders.

It was analyzed that the factors affecting the survival of patients with
malignant glial tumors of the brain were: the degree of malignancy of the tumor
(Grade); mutational status of the IDH1 gene; patient age (p<0.001). A low survival
rate was noted in patients who survived the 5-year period (7.3+£0.7%).



