O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iIKOBHI HOMep: 0421U101048
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peectpauii: 22-04-2021

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Kosnosa Osnena IropiBHa

2. Kozlova Olena Igorivna

KBasmigikamis:

InenTudikarop ORCID ID: He 3acrocosyerbcs

Bup, pucepranii: kanguzaar Hayk
AcnipaHTypa//IOKTOpPaHTypa: Hi

IIIndp HayKoBOi crIeniajIbHOCTI: 14.01.31

Ha3zBa HayKoBoi creniaJIbHOCTI: [ematosoris Ta TpaHcdysiomnoris
T'asy3p / rasysi 3HaHB. He 3aCTOCOBy€THCS
OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs
Jara 3axHcTy: 20-04-2021

CnenianbHICTB 32 OCBITOIO: sikapchka cripaBa

Micue po6oTu 3m00yBaya: KOMYHAJIBHE HEKOMEPUIVHE MIAIPMEMCTBO JIbBIBCbKOI OBJIACHOI
PAZIV 3AXITHOYKPATHCbKWM CIIELIAJII3OBAHUM OUTIYMN MEJIUYHUI LIEHTP

Kopg 3a €IPIIOY: 02007101

Micue3HaxoaKeHHS: ByJI. JHicTepceKa, 27, M. JIbBiB, JIbBiBCbKaA 0051., 79035, Ykpaina
dopma ByracHOCTI:

Cdepa yIIpaBJ'IiHHﬂ: MiHiCTepCTBO OXOPOHU 3I0POB'S YKpaiHu

InenTudgikarop ROR: He zacrocosyerscs



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
Iudp cnenianizoBaHoi BYU€HOi pagH (pa30Boi Creliaai30BaHOi BYEHOI paju). [l 26.612.01

IloBHe HaliMEeHYBaHHSI IOPHUAHUYHOI 0COOM: [lepkaBHa ycTaHoBa "[HCTUTYT remaroJiorii Ta Tpancysiosorii
HAMH VYkpainn"

Kop, 3a €JIPIIOY: 02011924

Micqesﬂaxon)KeHHﬂ: ByJl. M.BepauHcobkoro, 12, M. Kuis, Kuicbka 06:1., 02121, Ykpaina
dopma BaacHOCTI:

Cdepa ynpaBiriHHS: HaujonanbHa akazieMis MEIMYHUX HAyK YKpaiHu

InenTugikarop ROR: He zacrocosyerscs

IV. BizomocTi nipo nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

IloBHe HaiMEeHYBaHHSI IOPHUAUYHOI OCOOH: [lepkaBHa ycTaHOBA "[HCTUTYT NATOJIOTii KPOBi Ta
TpaHcPysiiiHoi meguuray HAMH Vkpainn"

Kopg 3a €IPIIOY: 02012088

Micue3HaxoaKeHHS: ByJ1. ['enepana Yynpunku, 6yz. 45, M. JIbBiB, JIbBiBCbka 0071., 79044, YkpaiHna
dopma BaacHOCTI:

Cdepa ynpaBiiHHS: HaujonasnbHa akaziemis MEOUYHMX HAyK YKpaiHK

ImenTudikarop ROR: He zacrocoyerbcs

V. BimomocTi npo gucepraniio
Moga guceprariii:
Koau TemaTHYHHUX PYOPHK: 76.29.33

Tema guceprauii:
1. OnTumisanis AiarHOCTUKY i JIIKyBaHHSI HETOJKKiHChKUX JIMDOM y HiTein

2. Optimization of diagnostics and treatment in childhood non-Hodgkin lymphoma

Pedepar:

1. ¥ 100 piteit BikoM Bix 1 poky mo 17 pokis 10 Mic. BuU3Ha4eHO KaTeropii HeromkkiHcbkux simdom (HIJI): mimpoma
BepkirTa 46,7% xBopux, 1iMpobyactHa gimpoma 27,8%, anannactudsa T(0)-BenukokniTuHHA JiMmdpoma 15,5%,
nudysHa B-enuxoxyituHHa JiMdoma 10,0%, [TpoBesieHO peTPOCIIEKTHBHI Ta MPOCIEKTUBHI LOCIiIKeHHS
Manigecrauii Ta nepe6iry HI'JI. Binznaueno arpecusHuii nepe6ir HI'JI y miTeil 3 paHHbOI CXUJIBHICTIO 10
nuceminanii, ypaskeHHs KictkoBoro Mo3ky, HHC i inmux oprasib. JliarHoctuka Bapianty HI'JI ta cragii xsopoou
I'PYHTyBaJIacsl Ha pe3yJbTaTax KOMIIEKCY iHCTpyMeHTalbHUX o6cTexxeHb (Y3]I, pentrenorpadis, KT, MPT) Ta
J1a60paTOPHUX AOCIIIPKEHb yXJIMHHOTO CybCcTpaTy (LIUTOJIOTIUHI, [iCTOJIOTiUHI, IMyHOLIUTO(riCcTO)XiMiuHi
nocaigxeHHs). [IpoBefeHO y3arajibHEHHS Nepebiry i pe3ysbTariB JiKyBaHHSA IiTel 3a IPOTOKoIaMu rpynu BFM: B
pemicii I nepe6ysatoTs 62 (68,9%) xBopux; nomepso 8 (8,9%) naiieHTiB BHACIiLOK YCKJIAJHEHD ITyXJIMHHOTO

IIPOLIeCY Ta TSKKUX CYIyTHIX iH@ekuii, Ta 8 (8,9%) xBopux — B pe3yJbTaTi pe3nCTeHTHOCTI 10 XimMioTeparii Ta



nporpecyBanHs JiMmomy; peuuausu HI'JL giarnoctoBano y 12 (13,3%) xBopux, 3 HUX peMiciio Il mocgaruyro nuiie y
5. Briepuie B YKpaiHi mocizpkeHo i mpoaHasnizoBaHo oco6uBocti nepebiry HIJI y 10 gitelt 3 kombiHOBaHUM
iMyHOZedinuTOM Ha TJi CUHIPOMIB XpoMOCcOMHOI HecTabinbHOCTi (CXH; cunapom HilimereH, aTakcisi-
TeJieaHriekrtasis). JlosemeHo, mo cnenudivne jgikysanHsa HIJI npu CXH 3a BFM-npoToKoaMy MOXJIUBE Ta
eeKTuBHe, ajie oTpedye iHAMBIAyanbHOI KOpeKIii 103 Ta pesKMMiB BBEJIEHHS] HUTOCTATUYHUX IIperaparis,

iHTEHCUBHOT'O aHTHOAKTEPifHOTO U aHTUMIKOTUYHOTO 3aXMCTY, a TAKOX KOPEKIlii iMyHHOTO cTaTycy.

2. Retrospective and prospective studies of clinical manifestations and disease course were performed in 100
children with certain categories of NHL (Burkitt's lymphoma (BL; 46.7%); lymphoblastic lymphoma (LBL; 27.8%),
anaplastic large T(0)-cell lymphoma (ALCL; 15.5%), diffuse large B-cell lymphoma (DLBCL; 10.0%)). NHL in 10% of
those patients had developed in association with immunodeficiency due to chromosomal instability syndromes
(CIS; Nijmegen breakage syndrome, ataxia-telangiectasia). The results of the clinical research show different
clinical manifestations of the subtypes of pediatric NHL. It is typical for LBL to have a generalized lymph node
affection (84% of children), and for T-LBL there are involved the mediastinum lymph nodes (44%) with the
compression syndrome. It is typical for mature B-cell NHL (LB and DLBCL) to have an extremely rapid beginning
with involvement of the gastrointestinal tract organs (71% and 56% respectively). ALCL, with the invasion of lymph
nodes, is characterized by skin, soft tissue, and bone lesions (64%). One child with LBL had a single tumor site
(stage I according St. Jude classification). Six (6.7%) patients with NHL were at clinical stage II. The largest group of
the children was evaluated at stage III [48 (53.3%)]. On the basis of the great tumor extension, bone marrow, CNS
and bones invasion, 35 (38.9%) children were diagnosed at stage IV of NHL. The results of the complex imaging
(sonography, X-ray, CT, MRI) and laboratory examinations of the tumor substrate (cytological, histological,
immunophenotyping and immunohistochemistry) should be the basis for the NHL diagnostics and determination
of its category. Cytomorphological analysis of the tumor substrate, bone marrow aspirate, cells of the
cerebrospinal fluid and pathologic exudates could only be the argument for diagnosing of LBL (in 12% of the
patients) and LB (31%), because lymphoblasts L1/L2 type (FAB-classification) and Burkitt’s cells (lymphoblasts L3)
are easy to identify. Histomorphological analysis of the tumor substrate allowed to detect the subcftegories of LB
(typical, atypical), DLBCL (centroblastic, immunoblastic), ALCL (classical, lymphohistiocytic).
Immunocyto(histo)chemical research of tumor cells allowed to determine its B- or T-cellular origin, to distinguish
them from other neoplastic cells and to detect the separate subtypes of children’s NHL. T-LBL was diagnosed in
61% of the children, pre B-LBL in 39%. There were detected in patients suffering from LB the classic
immunophenotype (panB+sIgM+CD10+CD23-; 43% of children), acceptable (panB+sIgM+CD10+CD23+; 14% of
children), compatible with LB diagnosis (panB+sIgM+CD10-CD23-; 43%); expression Ki-67+>90%. In children with
DLBCL, there were pan-B markers (CD19+CD20+CD22+CD79a+), without T-cell markers expression, CD30-ALK-
on lymphoma cells. Typical ALCL cells show aberrant expression of T-cell markers
(CD2+CD5+CD3+CD7+CD4+CD8-), they exhibit CD45+, CD30+ and /or ALK+. Treatment of the children with NHL
was conducted according to the program of BEM-group. From 90 children, who were primarily diagnosed with
NHL, remission [ was attained in 62 (68,9%) with long-term outcome. At first terms of the cytostatic therapy 8
(8,9%) patients died due to the acute tumor lysis syndrome and severe infectious complications, 8 (8,9%) patients —
as a result of lymphoma progression. The relapse of NHL was diagnosed in 12 (13,3%) children. Treatment response
in relapses was worse and remission II was achieved only in 5 of the patients. Event-free survival (EFS) rate for the
whole group of childhood NHL is reached 0,69; overall survival (OS) index - 0,74, including the patients with LBL -
0,88, LB - 0,72, DLBCL - 0,78, ALCL - 0,56. The unique group of 10 children with NHL associated with CIS and
severe combined immunodeficiency was firstly presented in Ukraine. This group includes 3 children with LBL (2 -
T-LBL), 6 children with DLBCL and one child with the lymphoma classified as a diffuse mixed small and large cell
(by WF). NHL in the children had the aggressive course and involved the peripheral and abdominal lymph nodes,
mediastinum with a spread on the lungs and compression syndrome, and was accompanied with severe infection
processes. Only four patients were successfully treated according BFM-protocol and achieved remission (3 with
LBL, one - DLBCL); two children died before starting and three children - at first time of the cytostatic treatment,
one child died due to the lymphoma progression. It is proven that the specific treatment of NHL associated with



CIS is possible and efficient when using individually corrected dosages and schedules for maintenance cytostatic
therapy, also including the adequate attendant therapy.

Jep>kaBHH peecTpaniiinuii Homep JiP:

IIpiopuTeTHHI HanIpsIM PO3BUTKY HayKH i TEXHIKH:
CrpareriyHui NpiopUTETHUI HAIIPSIM iHHOBaLiHOI AiSJIBHOCTI:
ITiZCyMKH JOCiI>KEHHS:
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BrnipoBaakeHHs pe3yJIbTaTiB AHCepTalii:

3B'SI30K 3 HAYKOBHMH TEMaMH:

VI. BizomocCTi Ipo HayKOBOr0 KEPiBHHKA /KEPiBHUKIB (KOHCYJIbTAHTA)

BaacHe IlpizBume Im's I10-6aTbKOBI:
1. Jlorincekuii Bonogyumup €BcTaxoBud

2. Loginsky Volodimir Evstachovitch
KBasidikamis: n.men.n., 14.01.07, 14.01.31
InenTudikarop ORCID ID: He 3acrocosyetses
JopaTrkoBa indpopmamnist:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:
Kopg 3a €1PIIOY:

Micue3HaxoaKeHHS:

dopma ByracHoCTI:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

VII. BinomocTi npo odiniliHuX OIIOHEHTIB Ta PEl€H3E€HTIiB
OdiuiiiHi OIOHEHTH
Baacue IlpizBuuie Im's Ilo-6aTbKOBI:

1. Tmy3aman Jauuno ®PimeneBny

2. Gluzman Daniil Fichelephich

KBasmidikanis: n.menn., 14.01.07



InenTudikarop ORCID ID: He 3acrocosyerbcs
JoparkoBa iHdpopmamnist:

IloBHe HaliMEeHYBaHHSI IOPHAUYHOI OCOOH:
Kop 3a €IPIIOY:

Micue3HaxoAKeHHS:

dopma By1acHoCTI:

Cdepa ynpassriHHS:

InenTudikarop ROR: He zacrocosyerscs

Baacue IlpizBumie Im's Ilo-6aTbKOBI:
1. bpycnosa Karepuna MuxaniBHa

2. Bruslova Kateryna Mikhailivna

KBasigikanis: 1. men. 1., 14.01.31
ImenTudikarop ORCID ID: He zacrocoyerbcs
JoparkoBa iHdpopmamist:

TloBHe HaliMeHYBaHHS IOPHIHYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma ByracHOCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

BiacHe IIpi3Buie Im'sa I1o-6aTbKOBI:
1. CiBkoBuy CsiTsiaHa OjekciiBHa

2. Sivkovych Svitlana Oleksiivna

KBasidikanis: 1. men. 1., 14.01.07
InenTudikarop ORCID ID: He 3acrocosyetses
JonmaTkoBa iHdopmais:

IloBHe HaliIMEeHYBaHHs IOPHAHYHOI OCOOH:
Kopg, 3a €IPITIOY:

Micue3HaxoaKeHHS:

dopma BaacHOCTI:

Cdepa ynpasiiHHS:
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PeuenseHTu



VIII. 3akr04Hi BimoMocTi
BiiacHe IIpi3Buie Im'sa I1o-6aTbKOBI
TOJIOBH pagu

BaacHe IlpizBuiie Im's ITo-6aTbKOBI
rOJIOBYIOYOTO Ha 3acCifiaHHi
BigmoBigasbHUH 32 MiATOTOBKY

00JIIKOBHX JOKYMEHTIB

PeecTpartop

KepiBHuk Bigginy YKpIHTEI, mpo €
BiZITIOBiZaJIbHUM 3a PEECTpalLilo HayKoBOi

OisIJIbHOCTI

Tperak Harasnig MukosaiBHa

Tperak Harasnig MukosaiBHa

FOpuenko T.A.



