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1. Oco6aMBOCTiI MerakapioljuTapHOTro apOCTKa IeMOI10e3y Y XBOpUX Ha Mies1odibpo3 3 MiesIoinHOI0 MeTarlasieo,

OIPOMiHEHUX BHACJiIOK aBapii Ha YopHoounbCbKiit AEC

2. Peculiarities of megakaryocytopoesis in myelofibrosis with myeloid metaplasia patients exposed to ionizing
radiation following the Chernobyl accident

Pedepar:

1. luceprauis npucBs4YeHa TOCHIIKEHHIO paflialliitHO-IHAYKOBaHUX 3MiH MerakapiolUTapHoOi JJaHKU reMOII0e3y Y
XBOpUX Ha Mieno¢ibpos 3 MienoinHol meTamnsnazielo (MMM), onpoMiHeHux BHacioK aBapii Ha YAEC (0,21 - 49,0
¢3B). Y xBopux Ha MMM, onpomiHeHux BHaclifokK aBapii Ha YAEC, y sicTaBieHHi 3 xBopumu Ha MMM,
OIIPOMiIHEHMMH Y MeKaX /103 IpUPOLHOro (poHy, BU3HAUEHO: 6isbll BUpa3Hi ocTeornpoidpepaTuBHi 3MiHHY,
TPUBAJILIY Ta BUPa3Hillly rifepIuasito MerakapionuTapHoi JIJAHKA FeMOIIOe3y, BUIIUI BMiCT KDOBOTBOPHUX
€JIEMEHTIB B OAUHML]] [1JIOILi FEMONOETUYHOI TKAaHMHU; BUILLY KOHLIEHTpPaLil0 TPOMOOLUTAPHOro (GaKTopy pocTy - BB
y KiCTKOBOMY MO3KY (KM) y NO4YaTKOBUX CTaMisIX 3aXBOPIOBAHHS, BMICT SIKOTO KOPEJIIO€ 3 KiJIbKiCTIO MErakapioluuTiB
(MrKL) Ta BizHOCHO!O YacTKolo rinosionaresux ¢opm MrKIl B KM; aktusauito npostidepariii Ta npruckopeHHs



KJIITUHHOTO LIMKJIy 33 TIOKa3HMKOM CIIiBBiIHOIIEHHS BiIHOCHOI 4acTKu 6a30(inbHuX i nosixpomarodinbuux MrKIj
no anontuyHux ¢popm MrKI1; Buiii mokasHUKY cepelHbOro HUToXiMiyHOTO KoedinieHTy Kucoi gpocdarasu MrKl],
Ta Kpallly 36epeXXeHiCTb arperauiHux QyHkil TpombouuTiB. O6rpyHTOBaHI KPUTEPIii HECIPUSITIUBOTO Nepeodiry
MMM 3 ypaxyBaHHSM BIUIMBY palialliiiHOI KOMIIOHEHTU. Briepiie y xBopux Ha MMM NpoBeeHO LOCiIpKEHHS
3B'SI3KiB 103a-€(EKT 3 XapaKTepUCTUKAaMU MerakapiouuTonoesy. BusHaueHo 36iblIeHHS BMiCTY Til0JIONaTeBUX
mosonux popm MrKLI npu posax, noHaz, 1,58 c¢3s (p=0,06); 3MeHIIeHHSs BiTHOCHOI YaCTKU (PyHKUiOHY0UnX MrKI]
npu no3ax, noHap 8,92 ¢3s (p=0,02), 3MeH1eHHs abcooTHOI KibkocTi MrKL npu nosax, Bumux 3a 9,67 c38
(p=0,02); 3MmeHIIeHHS aKTUBHOCTI Kucoi pocdarasu y MrKL npu nosax, Bumux 3a 11,69 ¢3s (p=0,02). 3MeHIIEeHHS
abCoJIIOTHOI KiJIbKOCTi TPOMOOLIMTIB Y KPOBi IIPU [103ax, BUILKX 3a 11,78 ¢3B (p=0,02). OTpumaHi pe3ysbTaTu CBif4aTh

IIpo HassBHUM Moaudikylounil BiiiuB 1B Ha mopdoreHes MMM.

2. Dissertation is devoted to study of the megakaryocytopoiesis in myelofibrosis with myeloid metaplasia (MMM,)
patients, exposed to ionizing radiation (IR) in doses 0.21 - 49.0 cSv due to Chernobyl accident. The current
pathogenetic hypothesis in MMM is that clonal proliferation of megakaryocytes is accompanied by an abnormal
cytokine release. Features of MMM that developed after exposure to IR has not been studied before. Using
morphometry, cytomorphological, cytochemical methods and functional tests (aggregation of platelets) some
peculiarities of megakaryopoiesis in IR-exposed MMM patients were revealed in comparison with non-exposed
patients and prognostic criteria for IR-exposed MMM patients were proposed. For IR-exposed MMM patients
there were typical more severe osteoproliferative changes and higher concentration of platelet-derived growth
factor BB (PDGF-BB) in bone marrow at initial stages of disease; more profound and longer hyperplasia of
megakaryocytopoiesis, correlation between PDGF-BB concentration and absolute number of megakaryocytes with
predominance of hypolobular cells; activation and acceleration of cell cycle (according to the ratio of basophilic
and polychromatophilic to apoptotic megakaryocytes), higher activity of acid phosphatase in megakaryosytes, and
better aggregation of platelets under induction with collagen, adrenaline and adenophosphate. New data of
interrelation between individual doses of IR (ID) and megakaryopoiesis were found: positive correlation of ID and
absolute count of all megakaryocytes and megakaryocytes with hypolobular nuclei (ID>1.58 cSv), negative
correlation between ID and functional activity of megakaryocytes (ID>8.92 cSv), ID and absolute megakaryocytes
count (ID>9.67 cSv), ID and megakaryocytic acid phosphatase activity (ID>11.69 cSv). Different influence of IR on
megakaryocytopoiesis (stimulation under ID>1.58 cSv and inhibition under ID>9.67 cSv) were established. Obtained
results can be used for the improving of diagnostics of IR-exposed MMM patients, development of modern
prognostics models and optimization of treatment strategy for IR-associated MMM
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