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1. CyyacHa MOJIEKYJISIpHO-T€HETUYHA [IiarHOCTUKA rocTpoi sim¢pobiactHoi setikeMmii (['V1J) 6a3yeTbcst Ha BUBHAYEHH
crienudiYHUX reHEeTUYHUX [TOPYILEHb, SIKi T0B’s13aHi 3i 37105KicHOI0 TpaHcPopmaliero kKiTHH. ['eHomiarHoCTHKa
IO3BOJISIE HE TiIbKYM aHaJli3yBaTH CTYIIiHb 3J10KiCHOCTI ITpoliecy, aje i MpOBOAUTH PaHHIO ineHTUudikalilo MapKepiB
HECIPUSITIIMBOTO [IPOTHO3Y MO0 Nepebiry XBopoobu, 3M1iiCHIOBATU PAHHIO AiarHOCTUKY PELMIMBIB, BEJIMKOIO MipOIO
BUJIy4aTH PaKTop Cy0'€KTUBHOCTI B OLIiHIi KOHKPETHOTO KJIiHIYHOTO CUHIPOMY, 1O € BKPail BXJIMBUM J1J11 BUOODPY
TaKTHKHU JIiKyBaHH. [JucepralliliHa po6oTa MpUCBsYeHa NOCTiIKEeHHIO iIMyHO(PEHOTUIIYBaHHS 6JIaCTHUX KITHH,
CIIEKTpa Ta €KCIIpecii XMMEePHUX IeHiB, 3MiH KJIiHiKO-71a00paTOPHUX [10KAa3HUKIB Y NepU(EPiiiHiil KPOBi B
NOPiBHSIHHI 3 NOKa3HUKamu nepebiry [J1J1 y piteit. [IpoBeneHa oLiHKa poJii MapKepiB MOJIEKYISIPHO-T€HETUYHO]
niarHoctuku [JIJ1 y miteil y mepe6iry 3aXBopioBaHHS Ta eeKTUBHOCTI uutoctatnyHoi Teparnii ALLIC BFM-2009. ¥
IUCEPTALiMHOMY AOCIIiIPKEHHI [I0OKa3aHO IIPOTHOCTUYHE 3HAYEHHS I TEPAIIEBTUYHY CTPATETiI0 XPOMOCOMHUX
[OPYLIEHb I1if] Yac Ta Iicss npoBeaeHHs nuuroctatiuyHoi Teparnii ALLIC BFM-2009, a TakoX IIpy PO3BUTKY
peuunuBiB. Y poboTi oBeAeHo, o HasgBHICT MopdosioridyHoi peMicii y xBopux Ha I'JIJ] He 3aBXau CBiguuia mpo
NIOBHY PeAYyKILil0 MyXJIMHHOTO KJIOHY. MOJIEKYIIPHO-T€HETUYHI 0COOJIMBOCTI 6IaCTHUX KJITAH CIIYy>KaTb OCHOBOIO
171 Pi3HMX METO[IB JEeTEKUii Majol KIbKOCTI yXJIMHHUX KJIITHH. JI0 HUX HajleXKaTb METOJ, CTAaHAPTHO]
LUTOT€HEeTUKU i1 iMyHO(II00peCLeHTHA ribpruan3allis (MOHITOPUHT Pi3HMX XPOMOCOMHMUX abepalliil), IpOTOYHa
uTodyopomeTpist (BUSBIEHHS a6epaHTHOTO iMyHOMEHOTHUITy), METO/, IToJliMepasHoi JiaHLorosoi peaxiii (I1JIP)
(BM3HAUYEHHS €KCIIPeCii XMMePHUX OHKOTeHiB). OfHUM i3 IPOTHOCTUYHUX KPUTEPIiiB pO3BUTKY peuunusis nipu I['J1J] e
BUSBJIEHHS MiHiMasbHOI pe3nayanbHoi xBopoou (MRD), siky MOKHA KOHTPOJIIOBAaTH Ha Pi3HUX e€Talax Teparii.
MOHITOPUHT NYXJIMHHUX MapKepiB Mif, yac i micis XimioTepanii icTOTHO NigBUILUTD ii €PEKTUBHICTD i O3BOJINTD
nependavyruTy PO3BUTOK PELUANBIB a60 HABITh 3aM0GITTH iXHiil MMOsBI. Yieplie mpoBeieHO KOMIIJIEKCHE BUBYEHHSI
iMyHO(eHOTHUITY 6JIaCTHUX KJIITUH 3aJI€XKHO Bif] pO3BUTKY PELMAMBY Ta [IOBHOI peMicii. JJociIKeHHs aHTUT€HHOTO
CKJIaay 671aCTHUX KJIiTUH micing nposeneHHs ALLIC-BFM 2009 uutoctaTi4yHOI Teparii B allieHTiB i3 peguauBamu
[10Ka3aJIo0 BUCOKUII piBeHb iMyHOdeHOTUIlY JiHITHO-He3anesxkHux JiMdobacTis - ekcripeciio CD34, HLA, Auti-TdT,
CD10 Ta CD38. HasBHicTh Mapkepa CD38 He noB’s13aHa 3 KJIiHIYHOIO KapTUHOIO, 10 criocTepiraeTses npu [J1J1 Ta He
BIJIMBAE HAa 3arajibHe BOKMBAaHHSA XBOpUX. Y nauieHTiB i3 ['JIJ] BusBieHa ekcrpecia mienoinaux mapkepis CD33 Ta
CD13, HasiBHICTb SIKMX TIOB’SI3yTb i3 BUJKMBAHHSIM TallieHTiB. Y po6OTi 10Ka3aHo, 0 TPUBalillle BMDKABAHHS XBOPUX
Ha ['JIJI criBBiZHOCHUIIOCH 3 eKCIIpecielo Ha 6yacTHUX kiaiTuHax CD13, Togi sik ekcnpecis CD33 Ha 6;1aCTHUX KITITUHAX
CBiZjuMJIa Ipo HU3bKe O6e3pelinIMBHE Ta 6e3nomiline BIkKUBaHHs xBopux Ha [J1J1. Y poboTi niATBEpAKEeHO BinoMy
IYMKY IIPO 3aJIEXKHICTb I1epebiry 3aXBOPIOBAHHS Bill HASIBHOCTI XpOMOCOMHMX TPaHCJIOKaLii. JIikyBaHHS B IIALli€HTIB
i3 TpaHcIoKalisiMu Ta 6€3 HUX He [10Ka3ajio 3MiH cepegHbOro 3HaU€HHS! KiIbKOCTi JIeHKoLuUTIiB (cTanoBwuio 3 I' /1),
TOJi SIK MAaKCMMaJlbHe 3HaU€HHS KiJIbKOCTi JIEKOLUTIB y NallieHTiB i3 TpaHCIOKallisiMu iepebyBaio Ha piBHi 38 I' /1,
a B I1ALIi€HTIiB 32 YMOBH BifJICYTHOCTi TpaHcIOKaliil — Ha piBHi 102 I' /1. BigxuieHHs KiIbKOCTi JIEKOLUTIB Bif,
cepenHbOro apudMeTHIHOro MOB'sI3aHi 3 BUIOM XPOMOCOMHOI abepatiii, 60 HaliBuIe KOJMBAaHHS KiJIbKOCTI
JIEKOLUTIB y KPOBIi crioctepirasocs y nauienTis i3 BCR /ABL xumepHUM reHoM. Y pobOTi Ha OCHOBI OTPUMAaHUX
IAQHUX PO3MIMPEHO CIIEKTP FeHETUYHUX KPUTEPIiB IPOTHO3yBaHHs niepebiry 3axsopioBaHHs [J1JI i po3BUTKY

peLuInBiB. YIOCKOHAJIIEHO ONTUMAJbHY CXEMY NOCJIiI)KE€Hb TeHETUYHUX NTOpYyLIeHb y fiten i3 [V

2. Modern molecular genetic diagnosis of acute lymphoblastic leukemia (ALL) is based on the identification of
specific genetic disorders that are associated with malignant cell transformation. Genodiagnostics allows not only
to analyze the degree of malignancy of the process, but also to conduct early identification of markers of
unfavourable prognosis for the course of the disease, to conduct early diagnosis of relapses, largely remove the
subjectivity factor in assessing a particular clinical syndrome, which is crucial for treatment tactics. The
dissertation is devoted to the study of blast cell immunophenotyping, spectrum and expression of chimeric genes,
changes in clinical and laboratory parameters in peripheral blood in comparison with the indicators of the course
of childhood ALL. The role of markers of molecular genetic diagnosis of childhood ALL caused by disease and the
effectiveness of cytostatic therapy ALLIC BFM-2009 was evaluated. The dissertation research shows the
prognostic value and therapeutic strategy of chromosomal disorders during and after cytostatic therapy ALLIC
BFM-2009, as well as in the case of relapse. Study shows that the presence of morphological remission in patients
with ALL does not always indicate a complete reduction of the tumor clone. Molecular genetic features of blast



cells underlie various methods of detecting a small number of tumor cells. These include the method of standard
cytogenetics and immunofluorescence hybridization (monitoring of various chromosomal aberrations), flow
cytofluorometry (detection of aberrant immunophenotype), the method of polymerase chain reaction (PCR)
(determination of the expression of chimeric oncogenes). Detection of minimal residual disease (MRD) at different
stages of therapy is a favorable prognostic factor for recurrence. Therefore, the use of tumor markers for
monitoring significantly increases its reliability and prevents false negative results. For the first time, a
comprehensive study of the immunophenotype of blast cells depending on the development of relapses and
complete remission was conducted. Study of blast cell antigenic composition after ALLIC-BFM 2009 cytostatic
therapy in patients with relapses showed a high level of immunophenotype of linearly independent lymphoblasts -
expression of CD34, HLA, Auti-TdT, CD10 and CD38. The presence of the CD38 marker is not related to the clinical
picture observed in ALL and does not affect the overall survival of patients. Expression of the myeloid markers
CD33 and CD13 has been reported in patients with ALL, which has been linked to patient survival. The longer
survival of patients with ALL was shown to correlate with the expression on CD13 blast cells, while the expression
of CD33 on blast cells indicates low recurrence-free and eventless survival of patients with ALL The study confirms
the existing opinion about the dependence of the disease on the presence of chromosomal translocations.
Treatment in patients with and without translocations did not show changes in the mean leukocyte count (3g/L),
whereas the maximum leukocyte count in patients with translocations was 38 g/L, and in patients without
translocations - at levels of 102 g /L. Deviations in the number of leukocytes from the arithmetic mean are
associated with the type of chromosomal aberration, as the highest fluctuations in the number of leukocytes in the
blood are observed in patients with the BCR / ABL chimeric gene. In the work, based on the obtained data, the
range of genetic criteria for predicting the course of the ALL disease and the development of relapses has been
expanded. The optimal scheme of studies of genetic disorders in children with ALL has been improved.
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