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PE®EPAT

Junnomuas paboma conepxut 48 crpanui, 16 pucyHkoB, 7 Tabmnwui, 43
UCITIOJIb30BAHHBIX JIUTEPATYPHBIX UCTOUYHUKOB.

Knioueswvie cnosa: OMJI, MECOM, ITATOT'EHE3, IETH, OHKOJIOI' 4.

Obvekm uccnedosanus: PETPONEPCHEKTUBHBIM MaTeprall M MEIUKO-
OMOJIOTMYECKHUE JIaHHBIC MMAllMEHTOB JIeTCKoro Bo3pacta ¢ de novo OMIJI,
MOJIYYEHHBIE U3 PETUCTPA, COACPIKAIIETO MEIUKO-ONMOIOTUYECKYI0 HHPOPMALIUIO O
nanuenTax, npoxoasamux jgeuenue B 'Y «PHIILL nerckoit oHKOIOTMH, TEMATOI0TUH
1 UMMYHOJIOTUM» B Tiepuojt ¢ 1999 no 2023 rog.

Llenv pabomwi: olleHUTH 0cOOeHHOCTH Turepskcnpeccun rena MECOM B
pa3IMYHBIX IUTOreHeTHdYeckux mnoarpynnax OMIJI y gerelt, ¢ mocieayromum
oTpeJIeieHHEM €€ KIMHUYECKOTO U MPOTHOCTUYECKOTO 3HAUCHHS.

Memoowl uccredogarus: BBIIEICHUE MOHOHYKIJIEAPHBIX KJIETOK KOCTHOTO
mosra, Beiaenenue PHK, cunte3 kJIHK, IIIIP B pexume peanbHOro BpPEMEHH,
aHaJIN3 JIUTEPATyPHBIX UCTOYHUKOB, CTATUCTHYECKas: 00pabOTKa JaHHBIX.

Ilonyuennvie pezynomamul. B paMKax BBINOTHEHUS JAUILIOMHON pabOThHI
IpoBe/ieHa olleHKa skcnpeccun Tpanckpuntos cEVI1 u MDS1-EVI1 B 5 o6pasmax
KM 3710poBbIX JTIOHOPOB U 42 TAIMEHTOB JETCKOTO BO3pacTta C IEPBUYHO
nuarHoctupoBaHHbiM  OMJIL.  IlonydeHHble ~ JaHHbIE  TOKa3ald,  YTO
runepakcnpeccust reHa MECOM moskeT ObITh BhIpakeHa Kak 3a cUeT a0eppaHTHON
skcnpeccun Tpanckpunta MDSI1-EVI1, tak u 3a cuer nmokyca EVI1. Taxxe,
YCTaHOBJICHO, 4TO Turepakcnpeccus tpanckpuntoB CEVI1 u MDS1-EVI1 ne
3aBUCUT OT I0OJa M BO3pacTa MaIMEeHTOB JAEeTCKOoro Bo3pacta ¢ OMJI, omnako
acconmupoBana ¢ M7 moarunom FAB-kmaccudpukanmu. Hamuume Takmx
[IUTOTEHETUYECKUX MapKEepPOB, KaK JIKCIpPEcCUsi XUMEpHbIX OoHKoreHoB RUNXI-
RUNX1T1 u MLL-AF9, a Takxke moteps MOJIOBOH XPOMOCOMBI M TpUCOMUS 8
XPOMOCOMBI, HE BiIMsIET Ha ypoBeHb dkcnpeccuu CEVI1 u EVI1-MDS, B To Bpems
kak abeppanTHas skcrpeccusi CEVI1 u EVI1-MDS cBsizana ¢ npyrumu MLL.

B otHOmennn ncxosa 3ab60aeBanrs yCTaHOBJICHO, UTO )1 9 u3 15 manueHToB
(60% ciydaeB),  XapaKTEpU3YIOIIHUXCS ~ CMEPTEIbHBIM  HCXOIOM,  ObuIa
JeTeKTUpoBaHa xpomocomHast abepparusi MLL-AF9, sBnsroriasics He3aBUCHMBIM
MapKepoM HEOJIarompusITHOTO HWCXOAa, a B OTHOIICHUU THUIIEPIKCIIPECCUU
TPAaHCKPUNITOB ~ ObUTa  BBISIBJICHA  TEHICHIMSA,  yKa3blBaroIlash  HaJIW4YWe
HEOJIAronmpusITHOTO  MPOTHOCTHYECKOTO 3HAYCHUS B  OTHOIICHUU  OOIIen
BbDKHBaeMocTH runepakcnpeccuu CEVI (p=0,75). Kpome Toro, ams 2/3 nanueHToB
¢ pedpakrepubiMu  popmamu OMJI OBLIM OTMEYECHBI BBICOKHE ITOKa3aTeIu
sKcTIpeccuu n3ydaeMbix TpanckpuntoB reHa MECOM, 4yto moxeTr yka3wpiBaTh Ha
HAJIMYUE B3aUMOCBSI3M Mexay runepiakcnpeccueid rena MECOM u otcytcTBHEM
OTBETa Ha MPOBOJIUMYIO TEPAITHIO.



POD®EPAT

lvinnomuas npaya yrpeiMiiBae 48 crapoHak, 16 mamronkay, 7 Tabumin, 43
BBIKAPBICTAHbBIS JIITAPATYPHBISI KPBIHILIBI.

Kniouasvin  cnoswi: BMIJI, MECOM, IIATAI'EHE3, J3ILAYbIA
3AXBOPBAHHI, AHKAJIOI'TA.

Ab’exm  OacneosanHs:  PITPANEPCICKTHIYHBI MATIPBILT 1  MeJbIKa-
OlsuTarivyHbIA JaA3¢HbBIA MalbleHTay a3imsg4uara y3pocty 3 de novo BMJI, atpbimanbls
3 poricTpa, 3mslIdyarouara MeJbIKa-OisyIariuHblg JaHblsl a0 TallbleHTax, sKis
npaxom3saip JaudHHe VY «PHIIL] p3insuait  aHkanorii, reMarajiorii u
IMMyHasori» y iepsisia 3 1999 na 2023 rog.

Mb>ma npaywi: aanine acadmiiBactii rinepakcnpacii rena MECOM y po3Hbix
LbITareHeThIUHbIX maarpynax BMIJI y np3sdnein, 3 ganelinbiM BbI3HAUDHHEM sI€
KJIIHIYHAra 1 mparHacThluHara 3Hau’HHSI.

Memaowl OacnedsanHs: BBII3SJIEHHE MOHAHYKIICAPHBIX KIIETAaK KAacIsIBOTA
mosra, BeasuieHHe PHK, cinta3 k/IHK, TILP y paxbiMe pranbHara dacy, aHanii3
JTapaTypHBIX KPBIHII, CTATHICThIUHAS allpalioyKa J1aHbIX.

Ampuimansis 6bIHIKI: Y paMKaxX BbIKaHaHAM JIBITUIOMHAN Tpallbl IpaBea3eHa
arpHKa skcnpacii Tpackpeintay cEVI1 u MDS1-EVI1 y 5 y3opax KM 3mapoBbix
noHapay 1 42 marpleHTay As3insyara y3pocTy 3 mepiinacHa JbisirHazaBanbiM BMIJL
ATpBIMaHbIg JaHbIA TaKa3ai, mTo rinepakcnpacis rena MECOM moska Beisysiia
K 3a KOIIT abepanTHai 3Kkcrpacii Tpanckpeinty MDS1-EVI], Tak i 3a kKot 10KyCy
EVI1. Takcama, ObLJIO BbI3HAuYaHa, ITO TIMEPIKCHpICis TpaHCKpeimTay CEVIL 1
MDS1-EVI1 ne 3anexbliib a1 Moy 1 ¥3pocTy naipsleHTay n3imsggara y3pocty 3 BMIJI,
agHak acamplipaBaHa 3 M7 manreimam FAB-knacidikampeli. Hasynacipe Takix
IBITArCHETHIYHBIX Mapkepay, sk skcrapacis RUNX1-RUNX1IT1 1 MLL-AF9, a
Takcama cTpaTa MajlaBOod XpamMacoMbl 1 Tpheicamisi 8 XpaMacoMbl, HE VIUJIbIBae Ha
y3posens skcnpacii CEVIL 1 EVI1-MDS, y to#t yac sik aGepariplitHasi SKCIpacis
CEVI1 i EVI1-MDS 3Bs3ana 3 inmsivi MLL.

VY agHOCiHaX Ja BBIMCIM 3aXBOpBaHHS yCTaHOYJEHA, mTo n3ens 9 3 15
narpieHTay (60% BBIManKay), XapaKTIPHI3YIOUBIXCS CMAPOTHBIM 3bIXOJIaM, ObLiIa
JPTIKThIpaBaHa xpamacomHas adeparpis MLL-AF9, sikast 3’ synsenia HezaneKHbIM
MapKkepaM HECTpbIsUThHAra 3bIXOAY 3aXBOPBaHHS, a ¥ agHOCIHAX TiMEepIKCHIpICIi
TPaHCKPHINTAY OblIa BBIAYJICHA TIHADHIBISA, SKas BbI3HAuae HasyHACIh
HECIPBIsUTbHATA MMParHaCThIYHATA 36IX0TY ¥ aIHOCIHAX J]a aryJIbHAM TIMepPIKCIIPACil
CEVI (p=0,75). Akpams Taro, mjs 2/3 nanpdaTay 3 padpakTapHbiMi popmami BMIT
OBl aJ3HAYaHBI BHICOKIS MMAKA3YbIKI SKCIPICil BRIByYaWMBIX TPAHCKPHINTAY TeHa
MECOM, mTo Moka 3a3Haydallb HasyHACIb y3a€MacyBs31l MaMiX T1IepIKCIpPICIAi
rera MECOM i aacyTHacIio ankasa Ha TApaAITiio.



ABSTRACT

The thesis contains 48 pages, 16 figures, 7 tables, 43 used literary sources.

Keywords: AML, MECOM, PATHOGENESIS, CHILDHOOD DISEASES,
ONCOLOGY.

Object of study: retrospective material and medical and biological data of
pediatric patients with de novo AML, obtained from the register containing medical
and biological information about patients undergoing treatment at the Republican
Scientific and Practical Center for Pediatric Oncology, Hematology and
Immunology in the period from 1999 to 2023.

Purpose of the work: to evaluate the features of MECOM gene overexpression
in various cytogenetic subgroups of AML in children, with subsequent
determination of its clinical and prognostic significance.

Research methods: isolation of bone marrow mononuclear cells, RNA
isolation, cDNA synthesis, real-time PCR, analysis of literature sources, statistical
data processing.

Results obtained: as part of the thesis, the expression of cEVI1 and MDS1-
EVIL1 transcripts was assessed in 5 BM samples from healthy donors and 42 BM
samples of pediatric patients with primary diagnosed AML. The data obtained
showed that overexpression of the MECOM gene can be expressed both due to
aberrant expression of the MDS1-EVI1 transcript and due to the EVI1 locus. It was
also found that overexpression of cEVI1 and MDS1-EVI1 transcripts doesn't depend
on the gender and age of pediatric patients with AML, but is associated with the M7
subtype of FAB-classification. The presence of cytogenetic markers such as the
expression of chimeric oncogenes RUNX1-RUNX1T1 and MLL-AF9, as well as loss
of the sex chromosome and trisomy 8, doesn't affect the expression level of cEVI1
and EVI1-MDS, while aberrant expression of cEVI1 and EVI1-MDS is associated
with other MLLs.

Regarding the outcome of the disease, it was found that for 9 of 15 patients
(60% of cases) characterized by a fatal outcome, the chromosomal aberration
MLL- AF9 was detected, which is an independent marker of an unfavorable
outcome, and a trend was identified in relation to overexpression of transcripts,
indicating the presence of an unfavorable prognostic value for overall survival of
CEVI overexpression (p=0.75). In addition, for 2/3 of patients with refractory forms
of AML, high levels of expression of the studied transcripts of the MECOM gene
were noted, which may indicate a relationship between overexpression of the
MECOM gene and lack of response to therapy.



