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Homep erany: 3

Ha3sBa eramy: Po3poGka METOANYHUX PEKOMEHANi 040 NiarHOCTUKY Mi€onpostidepaTuBHUX HOBOYTBOPEHb
3 €03MHOQIJIi€I0 Ta aJITOPUTMY IJIAaHYBAaHHS TaKTUKU BEIE€HHS XBOPUX Ha MieslonposidepaTUBHI HOBOYTBOPEHHS,

sIKi IOCTpaXKJaJI1 BHACINOK aBapii Ha YopHOOMIbChKil AEC
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VII. BizomocrTi npo IiP
Ha3sBa po6oTH yKpaiHCBHKOIO:

MouexysisipHO-TeHeTH4Hi (akTopu TPOMOOYTBOPEHHS! Y XBOpUx Ha Ph-HeratuBHi MiesionposidepaTusHi Heorasii,

SKi MOCTpaXXAaau BHACIINOK aBapii Ha HopHoOUbChKiN AEC

Ha3sBa po60oTH aHIJIiHCBHKOIO:

Molecular-genetic factors of thrombosis in patients with Ph-negative myeloproliferative neoplasia who suffered
from the Chernobyl accident

Pedepar yKpaiHCBKOIO:

O6'eKT JOCIiKEHHS - MOJIEKYJISIPHO-TeHETUYHI XapaKTepUCTUKU XBOPUX Ha CIIpaBxKHIo noJjiguremito (CII),
eceHujanbHy Tpombouuremito (ET), inionarnunnit mienodiopos (IM®) Ta miesnoigHi Heomnasii 3 eo3uHodiniero
(MHE), y TOMy 4ncJli THX, SKi IOCTPaXX[aIu BHACINOK aBapii Ha YOpHOOUIIbCKil aTOMHIN esnekTpocTanuii (YAEC).
Merta poboTu: BU3HaYnTH 3Ha4eHHs nepebynos reHa PDGFRA, PDGFRB, FGFRI1, mytanii JAK2V617F, anenpHoro
nosimopiamy reHis 11 i V ¢pakTopiB 3cifgaHHs KpoBi y pOpMyBaHHi pU3uKy TPOMOOYTBOPEHHS Y XBOpUX Ha Ph-
HeratuBHi MITH, ki noctpaxkpanu BHacainok aBapii Ha YAEC, Ta 06IpyHTYBaTU aJIrOPUTM IJIAaHYBAaHHS TaKTUKH iX
BeJleHHSI 3 ypaxXyBaHHIM reHEeTUYHO-3yMOBJIeHOi TpoMbodinii. MeTony mocimpKeHHs - 3arajlbHOKJIiHIYHI,
MOJIEKYJISIPHO-T€HETUYHI, HIUTOT€HETUYHI CTaTUCTUYHI. [IpoaHasizoBaHO MOJIEKYJISIPHO-TE€HETHYHI,
3arajibHOKJIiHIYHi, 1a60paTOPHO-TeMAaTOJIOTiUHI XapaKTepUCTUKM 78 Ta 429 xBOpUX Ha pafiauifiHo-acouifioBaHi Ta
criontanHi Ph-ueratusni MITH, MHE BinnosigHo. JloBeneHo, 1o mif, Yac IIPOrHO3yBaHHS BUHUKHEHHS TPOMOO3IB y
NaljeHTIB 3i CIIOHTAHHOIO Ta pagianiiiHo-acouiioBaHoio CIT HasiBHiCTh KapaianbHuX pakTopis pusuky (KOP),
reMaToOKpUTY MoHaz 55 % Ta JeHKOUUTIB noHaz, 13,2 Tic /M JoLiIbHO BPaxOBYBaTH TiJIbKU B 0Ci6 Mostoze 60
POKiB 6€3 BaCKYJISIPHUX OAil1 B aHaMHe3i Ha MOMEHT Bepudikauii giarnosy (moma nig ROC-xpusoro (I1I1K) = 0,99
ta II1K = 0,89 BinnosigHo). Kputepiit «tpombonutu MmeHie 440,0 Trc/Mi», 3BaKai04u Ha Te, O BiH BUSBUBCS
TpUrepom Tpom003y TiJIbKU B IPYIIi NaLieHTiB arpiopi BUCOKOrO pU3UKY iX PO3BUTKY 3 pafialliiiHO-acoLill0BaHHOIO
CII, He € 000B'sI3KOBUM [1J1 BpaxyBaHHSI IIiJl 4ac OLiHKYA HMOBIPHOCTI BUHUKHEHHS BaCKYJISIPHUX Nogii. IIpore,
BU3HAYE€HO NOCUJIEHHSI BHECKY (PAKTOPY «JIeHKOUUTH binbiie 13,2 Tiuc/Mi1» y IUCNepcito TPOMOOTUYHOTO CTATyCy
XBOpUX Ha papgiauifiHo-aconirioBany CII 3a yMOBM HasIBHOCTI B HUX [TOKa3HUKY «TpombonuTi meHe 440,0
Tic,/Mn». JAK2V617F-1103uTUBHMIA MyTaliiiHMAI CTATyC Ta KiJIbKiCTh JIeAKOUUTIB 6inbme 10,0 Tuc /M gy
[IPOTHO3YBAHHS PO3BUTKY TPOMOO3iB pEKOMEHIOBAHO 3aCTOCOBYBATH B MALli€HTIB 3i CIIOHTAHHOIO Ta PafiallifiHO-
acouiitoBaHow ET Bikom mosionme 60 pokiB 6€3 BaCKYJISIPHUX MO/ B aHAMHe3i Ha MOMEHT Bepudikallii im riarHosy
(TITIK = 0,98 Ta IIIIK = 1,00 BignosigHo). HociiicTBo G1691A anesi rena ¢akropy V abo G20210A anesni reHa ¢pakropy
I koaryssuii mix 4ac NporHo3yBaHHS NMOBIPHOCTI BUHUKHEHHSI TPOMOO03iB BApTO BPaxOBYBATU B MALli€HTIB 3i
criontaHHuM IM® 6e3 KOP (III1K = 0,92). [Ipu pagianiitHo-acouifioBaHomy IM®, 3Baskaiouu Ha BiCyTHICTh
HEBIJII0I040i a60 [TOTEeHLiI0I040i B3aeMO/Iil 11010 IPOTPOMOOTEHHOrO BIIJIMBY HOCIIICTBA MapKepiB CIIafKOBOi
TpomboQuii 3 KPP Ta Bikom nonaz 60 pokis, HaBeeHi 3arajlbHOKJIiHIUHI Ta MOJIEKYJISIPHO-T€HETUYH] TOKa3HUKU
17151 IPOTHO3YBAHHS PO3BUTKY BACKYJIIPHUX MOl pPEKOMEHOBAHO 3aCTOCOBYBATH B 3arajlbHill KOTOPTi XBOPUX
KoxxHu# okpemo (TII1K = 0,98). Takox migTBEpIpKeHO, 1o B YKpaiHi yactora nepebynosu rena PDGFRA (5,20 % oci6)
Ta OCOOJIUBICTb KJIiHIKO-T€MaTOJIOTiYHOI XapaKTEePUCTHKY y XBOPUX Ha CIIOHTaHHI, a TAaKOX pajjialiliHo-acoLilfloBaHi
MHE Bignosigae Taxii, o BU3Ha4Y€HA B iHIIVX TOCIiIKEHHIX. Lle 103BoJIge 3aCTOCYBATU 3arajabHOIPUAHATI
kputepii Bepudikauii MHE y xBopux i3 pafialiliHumM aHaMHe30M. BUKOpUCTaHHS po3p06JIeHNX peKOMeH ALl 1J1s
niarHoctuky MHE Ta anropuTmy OLiiHKY BUHUKHEHHS! BACKYJISIPHUX YCKJIaIHEeHb Y XBopux Ha Ph-neratusni MITH,
SKi IIOCTpaXkaaiu BHACIinoK aBapii Ha YAEC, i3 BKIIIOYEHHSIM IX MOJIEKYJISIPHO-TEHETUYHUX, IUTOT€HETUYHUX
XapaKTepUCTHUK, YMOSKJIMBIIIOE 3alIpOBa/IKeHHS B YKpaini knacudikanii BOO3 2016 p. Ta mogoBXeHHS

6€3TpOMOOTUYHOTO Nepebiry 3aXBOPIOBAHHS BiITIOBIAHO.

Pedepart aHIJ1ilCHKOIO:



The object of study - general clinical, laboratory hematological, molecular-genetic characteristics of polycythemia
veta (PV), essential thrombocythemia (ET), idiopathic myelofibrosis (IMP) and myeloid neoplasms with eosinophilia
(MNE) patients, including those, who were affected by the accident at the Chernobyl nuclear power Plant (CNPP).
The purpose - to determine the value of mutations of the gene PDGFRA, PDGFRB, FGFR1, mutations JAK2V617F,
allelic polymorphism of the coagulation factor I and V gene in the formation of the risk of thrombosis in Ph-
negative MPN patients, who were affected by the Chernobyl accident, and justify the treatment algorithm on the
based of the genetically thrombophilia. Methods - general clinical, molecular-genetic, cytogenetic statistics. The
molecular-genetic and general-clinical characteristics of 78 and 429 patients with radiation-associated
spontaneous MPN, MNE respectively were analyzed. It is proved, that the cardiac risk factors (CRF), hematocrit
more than 55 % and more than 13.2 th /I leukocytes is advisable for the taking into account for the prediction of
thrombosis in spontaneous and radiation-associated PV patients younger than 60 years without the vascular
events history at the time of verification of the diagnosis (area under the ROC-curve (AUC) AUC = 0.99 and = 0.89
respectively). The criterion "platelets less than 440,0 th /1", despite of the fact, that it was only the trigger of
thrombosis at radiation-associated PV in patients with a priori the high risk of their development, is not required
for the taking into account for the assessing of the likelihood of vascular events. However, the determined the
intensification of the contribution of the factor "leukocytes more than 13,2 th /1” to the dispersion of thrombotic
status of radiation-associated PV patients in case of the presence of the indicator "platelets less than 440,0 th /1"
JAK2V617F-positive mutation status and the amount of leukocytes more than 10,0 th/1 for the prediction of
thrombosis is recommended in patients with spontaneous and radiation-associated ET younger than 60 years
without vascular events in the history at the time of verification of the diagnosis (AUC = 0.98 and AUC = 1.00
respectively). The carrying of G1691A allele of the coagulation factor V gene or the G20210A alleles of the
coagulation factor II gene for the predicting of the likelihood of thrombosis should be considered in patients with
spontaneous IMF without CRF (AUC = 0.92). At the radiation-associated IMF, due the lack of the leveling or
potentiating interaction the hereditary thrombophilia markers with the CRF and age older than 60 years in relation
to the protrombogenic influence, these general clinical and molecular-genetic indicators are recommended to use
for the predicting of the development of vascular events a total cohort of patients each separately (AUC = 0.98). It
is also confirmed, that in Ukraine, the frequency of the restructuring PDGFRA gene (5.20 % persons) and clinical
and hematological characteristics of spontaneous and radiation-associated MNE patients corresponds to the one,
which is defined in the other studies. This makes it possible to use the generally accepted criterion of the
verification of MNE in patients with a history of radiation. The use of the recommendations for the diagnosis of
MNE and the algorithms of the evaluation of an occurrence of vascular complications in Ph-negative MPN patients,
affected by the Chernobyl accident, which were developed with the inclusion of molecular-genetic, cytogenetic
characteristics, allows the use of the WHO 2016 classification and to extend the disease period without
thromboses in Ukraine respectively.
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