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2. Peculiarities of development of secondary immune deficient and it’s diagnostic in childhood acute lymphoblastic
leukemia.

Pedepar:

1. O6'exT mocaimKeHHs: roctpa JimdobiacTHa JiefikeMisl y miTeil. MeTa IocCiiKeHHs: yTOUHUTH MexaHi3Mu
PO3BUTKY BTOPMHHOTIO iMyHO#edilUTy i CTBOPUTH CYy4acHY CUCTEMY 110ro AiarHOCTUKY IIPU rocTpiit 1iMmdobiacTHiN
JlerikeMii y [IiTell Ha NMifCTaBi BUBYEHHS KJIiHIKO-IMyHOJIOTIYHUX 0COOJIMBOCTEH Nepebiry xsopobu. Metonu
IOCJIiIKEHHS: 3arajlbHOKJIIHIYHUN, K/TiHIKO-TeHeaJIOTiYHMM, TeMaTOJOTiYHUM, LIATOJOTIYHUMN, HIUTOXIMIYHUN,
iMyHOJIOTIYHMY (IMYHOXIMIYHUM; IMyHOXEMINIOMiHICIIEeHTHUH, IMyHO(QEHOTUIIOBUI), CTATUCTUYHNN METOIU
JociyigkeHHs. TeopeTruyHi i IpaKTU4HI pe3yJIbTaTy: IIPU Mif03pi IPUPOAKEHUX BaJl PO3BUTKY Y IiT€, XBOPUX HA
['J1J1, mouisbHO 3BEPTATH yBary Ha BUSIBJIEHHS PifKicHOi narosorii — Nijmegen-Breakage-cuHapom — 1oB’s13aHoi 3
BpPO/’KEHUM N1eheKTOM B iIMyHHIl cuCTeMi, CXUIIBHICTIO 10 OHKOJIOTIYHUX 3aXBOPIOBaHb, 30kpema I'J1JI, Ta myTauieio

657del5. 3anporioHOBaHMI KOMILJIEKC IMyHOJIOTIYHUX MapKepiB [1jis1 MOHITOpUHTry nepebiry [JIJI y miteit, skuit



CIIpHsiE CBOEYACHOMY 3aCTOCYBAHHIO Y IOCTaTHbOMY 00OCSI3i CYIIPOBiIHOI Tepallii 3aXUCTy Ta CTPATETiYHOMY
BUPIIIE€HHIO [TOAAIbLIO] JIIKyBaJIbHOI TAKTUKY IIPU peuuauBi xBopoobu. [Tpu BcranosnenHi fgiarHosy [Ty mitei
3alpOINIOHOBAHO BUKOPUCTOBYBAaTH MMPOKY NaHenb MKAT 114 HafaHHS MaKCUMMaJIbHOI XapaKTEPUCTUKI
AQHTUT€HHOI CTPYKTYpPU MEMOpaHU 6JIaCTHUX KJIiTHH, OCKIJIbKYA 3MiHM OCHOBHUX [1I0Ka3HUKIB IMyHHOI CUCTEMU
3aJIeXKaTh Bif iMyHO(EHOTUIIOBOrO MiABapiaHTy JaHoro remobsiactody. Takuil mifxis JacTe 3MOry GiJIbI
iHIMBiAyaIbHO 3aCTOCOBYBATH CYIIPOBiHY TepaIlilo, 1[0 3MEHIIUTb HebaXkaHi lepepBH Iif, yac IPOBeIeHHs
LJMTOCTAaTUYHOTIO JIIKyBaHHS Ta NiJBALIUTS ii e(peKTUBHiCTb. HOBM3HA: yIieplie Ha JOCTaTHbOMY KJIiHIYHOMY
Marepiasi NpoBeeHO KOMILJIEKCHY OLIiHKY iMyHHOI CUCTeMH, 1110 6€310CePeIHbO PO3IINPIOE HOBI YSBIEHHS ITPO
MeXaHi3MM BUHUKHEHHSI BTOPUHHOIO iMyHOZedillUTy Ta Cy4acHYy CUCTEMY MOro AiarHOCTUKY Y [iTeil, XBOPUX Ha
['JIJI. BusiBneHo, 1o pereHepauis T-resnnepis/iHoyKTopiB y fiTeil mosionmoi BikoBoi rpynu, xsopux Ha ['J1JI,
BiIOyBa€TbCS TUMYC-3aJIEKHUM LIJIIXOM, TOJi 4K y MiJJITKiB 11 - 14 pOKiB I1epeBakaloTh TUMYC-HE3aJIeXKHi
MEXaHi3MU BiJHOBJIEHHS LUX KJIiTUH. T-CynpecopHi/IUTOTOKCUYHI JiMPOLUTAPEreHEPYIOTh WBU/LIE 32 PAXYHOK
ix CD8+CD28--cy6nonyssuii. BoHr He nOTpebyoTh pe3uiyalbHOI TUMIYHOI aKTUBHOCTI i TOBHICTIO BilHOBJIIOIOTHCSI
MEHII HiX 3a TPY MiCAL] ITiCJIs IOBHOTO 3aBEPLIEHHS [IPOIPAMHOTO JIiKyBaHH. BUBJIE€HO, WO MiJ 4ac
uuTocTaTudHoi Tepanii I'JIJI cnocrepiraeTbes cyTTeBe 3HMKEHHS BMicTy CD19+-s1iMmpouunTiB y nepudepudHini KpoBi
Ta cUpOBaTKOBUX IgA, IgM, IgG, saxi mics ii 3aBeplIeHHS TOCTYIIOBO BiHOBIMIOIOTHCS. CTYIiHb NOPYIIEHHSI OKPEMUX
IIOKa3HMKIB F'yMOPabHOTO iIMYHITETY 3aJI€5KUTh Bif BiKy AUTUHU. TpuBasiie Ta raubiie NpUrHivyoThes B-
JiMQOLIUTU Ta CHPOBATKOBi iIMyHOIJIOOYJIiHM Y AiT€! BIKOM Bifi I€CTU JIO JECSITH POKIB. Y AiTel [0 I'ITU POKIB Ta
mipgmiTkiB 11 - 14 pokiB OKpeMi IOKa3HUKYU IyMOPAJbHOI JIAHKY iMyHITETY WBU e HAGIMKAIOTHCS 10 HOPMAJIbHOTO
piBHs. BcTanosneHo, mo y aebioti ['V1J1 y miTel crioctepiraeTbcsi BUCOKA LIMTOKIHOBA aKTUBHICTD, SIKA HE 3aJI€5KUTh
Bifl IMyHO(E€HOTUIIOBOTO MifiBapiaHTy JaHOro remo6sactosy. [Ipy penuarMBax XBOpooH, HE3a/IE€KHO Bifl TEPMiHY
10r0 BUHUKHEHHS, 3pocTae KoHueHTpauis [L-6 i TNF-? ta 3HmKyeTbhcs BMicT IL-8y cupoBarii Kposi, 1m0
CYIIPOBOJKYETHCSI CUIIbHUM B32€MO3BI3KOM IOCJIiIPKyBaHUX LIUTOKIHIB i3 6J1aCTHUMMU KJIITHHAMMU, HE3aJIeXKHO Bif ix
abCoJIIOTHOI KisIbKOCTI y nepudepuyHiit Kposi. Lle nossosise Buainuty IL-6, IL-8 Ta TNF-? sk gonaTkosi
imyHosoriuni mapkepu nepe6iry I'JIJ1 y niteit. CTymiHb yIpoBaJKEHHS: Pe3yJIbTaTU JOCIiIPKEHb BIIPOBAKEHI y
pPO6OTY KOHCYJIbTATUBHOI NOJIiKIiHIKK [lep>kKaBHOI yCTaHOBU «IHCTUTYT naTosorii KpoBi Ta TpaHcy3iiiHOi
MenuuuHu AMH Ykpainu» (M. JIbBiB), JIbBiBCbKUX 00J1aCHOI IUTA40i KiliHiuHOI sikapHi «OXMATVT» Ta obsacHOi
IUTYOI CIeliani30BaHoi KIIiHIYHOI JIikapHi, KOMYHaJIbHUX MiCBKOI IAT4Y0I KJIiHIYHOI JIikapHi Ta MiCbKOi KJIiHI4HO]
sikapHi N2 5 M. JIbBOBa, 10 MiATBEPA’KEHO aKTaMU BIIpoBampKeHHs. Cepa BUKOPUCTAHHS: MEIUIMHA, [Tef1iaTpis.

2. Object of the study: acute lymphoblastic leukaemia (ALL) in children. Purpose of the study: to specify the
mechanisms of the development of secondary immunodeficiency and create a modern system for its diagnosing in
ALL children on the basis of the study of clinical-immunological peculiarities in the course of the disease. Methods
of the investigation: general clinical, clinical-genealogical, haematological, cytological, cytochemical,
immunological (immunochemical, immunochemiluminescent, immunophenotypical), statistical. Theoretical and
practical results: when suspecting congenital developmental defects in children, ill with ALL, it is expedient to pay
attention to revealing a rare pathology, Nijmegen-Breakage syndrome, caused by a congenital defect in the
immune system, susceptibility to oncological diseases, ALL in particular, and mutation of 657del5. A complex of
immunological markers is suggested for monitoring the course of ALL in children; it contributes to an opportune
use of the sufficient scope of the accompanying defence therapy and the strategic solution of the subsequent
medical tactics for disease recurrences. When making ALL diagnosis in children, it is suggested to use a broad
monoclonal cntibody panel in order to impart the maximum characteristic of the antigenic structure of blast cells,
since changes in the main indices of the immune system depend upon the immunophenotypical subvariant of this
haemoblastosis. Such an approach will make it possible to use the accompanying therapy more individually,
thereby decreasing undesirable breaks during cytostatic treatment and increasing efficacy of the therapy Novelty:
for the first time, on a sufficient clinical material a complex assessment of the immune system was made; it
directly broadens new notions about mechanisms in the development of the secondary immunodeficiency and a
modern system of its diagnosing in children, ill with ALL. It was revealed that the regeneration of T helpers-
inducers in young ALL children passed by the thymus-dependent way, whereas adolescents aged 11-14



demonstrated the prevalence of thymus-independent mechanisms in the restoration of these cells. T suppressor-
cytotoxic lymphocytes regenerated faster owing to their CD8+CD28-subpopulation. They did not need any
residual thymic activity and restored completely less than within three months after the end of the programmed
treatment. It was found out that during the cytostatic therapy for ALL, a significant reduction was observed in the
content of CD19+ lymphocytes in the peripheral blood and in the level of serum IgA, IgM, IgG, which gradually
restored after the therapy was ended. A degree of disturbances in some humoral immunity indices depended upon
the child’s age. The inhibition of B lymphocytes and serum immunoglobulins was longer and more profound in
children aged six-ten years. In children before the age of five and adolescents at the age of 11-14, some indices of
the humoral link of immunity approached the normal level faster. It was revealed that in the debut of ALL children
demonstrated a high cytokine activity, which did not depend upon the immunophenotypic subvariant of this
haemoblastosis. In recurrences of the diseases, irrespective of the term of its appearance, IL-6 and TNF-?
concentrations rise, but IL-8 content in the blood serum falls, it being accompanied by a strong relationship of the
studied cytokines with blast cells irrespective of their absolute number in the peripheral blood. This observation
makes it possible to isolate IL-6, IL-8 and TNF-? as additional immunological markers of ALL course in children.
Degree of introduction: results of the researches were introduced into the work of the consultation polyclinic of
the Institute of Blood Pathology and Transfusion Medicine of the Academy of Medical Sciences of Ukraine (Lviv),
OHMATDYT Lviv Regional Children’s Hospital and Lviv Regional Children’s Specialized Hospital, municipal Lviv
City Children’s Hospital and Lviv City Hospital No. 5, as it is confirmed by acts on introduction. Sphere of
application:medicine, paediatrics.
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