O6J1ikoBa kKapTka HIJIKP

Jep>kaBHuMH 061ikoBHI HOMep: 0223U000497
Jep>kaBHUH peecTpaniiinuii Homep: 0121U100287

Bigkpura

Iara peecrpanii: 09-01-2023

1. ETaniy BUKOHAHHS

Homep etany: 2

Hasga eramny: [IpoBecTu Bi6ip Ta onpalloBaHHs €HIOT€HHUX O3HAK, MOB'SI3aHMX 3 XBOPOOOIO MAalli€HTa, SIKi IOTEHIIMHO MOXYThb

6yTy paKTOpaMu pU3MKY BUHUKHEHHS! iHTi6iTOpY pu remodiii
IToyaToxk eramy: 01-2022
3akiHueHHs eTany: 12-2022

Bup, 3BiTHOTO JOKyMeHTa: [IpOMDIKHMIT 3BiT

2. BukoHaBeupb

HasBa opranisanii: [lep>kaBHa ycraHoBa "IHCTUTYT narostorii KpoBi Ta TpancdysiitHoi Mmegunyan HAMH Ykpainn"
Kom €IPTIOY /IIIH: 02012088

MignmopsaxoBanicTe: HallioHasbHA akazieMis MeIMYHUX HayK YKpaiHu

Appeca: Bys1. ['eHepana UynpuHky, 6y1. 45, M. JIbBiB, JIbBiBCbKa 0071., 79044, YKpaina

Tenedon: 380322383247

3. BnacHuk peayabtartiB HIJKP (mpoaykirii)

Hassa oprani3sanii: HanioHasbHa akafeMis MeJUYHUX HayK YKpaiHu
Koz, €PIIOY /ITIH: 00061125

Appeca: Byn1. I'epueHna, 6ya. 12, m. Kuis, 04050, Ykpaina
MMiznopsiakoBanicTk: Kabiner MiHicTpiB YKpaiHu

Tenedon: 380444893981

E-mail: amnl@ukr.net

WWW: http:/ /www.amnu.gov.ua

4. JI>kepeJia Ta HanpsimMu piHaHCYBaHHA

IligcraBa aJj1s npoBeAeHHs PooiT: 34 - HOroBip (3aMOBJIEHHS) 3 LIEHTPAJIbHUM OPTaHOM BMKOHABYO] BIa1, aKaZieMi€io HayK

(roJ1I0BHMMU PO3MOPSIAHUKAMU OI0IKETHUX KOIITIB Ha TpoBeaeHHs HIIKP)
KIIKBK: 6561040

Hanpsm ¢inancyBaHHs: 2.2 - IPUKJIALHI JOCTIIPKEHHS i pO3pOOKU

J>kepesia piHaHCYBaHHS

IxepeJio gpiHaHCyBaHHS: 7713 - KOWITH IEePXKOIOIKETY



dakTuunmii 06csr pinancyBaHHs 3a 3BiTHMIH eTtan: 1074.940 Tuc. rpH.
5. HaykoBo-TexHiYHa po6oTa

Hasga po6oTH (YKp)

YnocKoHaMUTH NPOQIIaKTUKY TOSBU iHTIGITOPY Y XBOpUX Ha reMO®ifiio MJISIXOM CTBOPEHHS! IIPOTHOCTUYHOI MOJieJi Ha OCHOBI

BUBYEHHs (PAKTOPIiB PUBUKY

Hasga po6oTH (aHrJ1)

To Improve prevention of the occurrence of inhibitor in hemophilia patients by creating a prognostic model, based on the study
of risk factors

Pedepar (yxp)

O6’exT - 657 xBopux Ha remodinito A i B, ski sikyBanucs B IV ITIKTM HAMH. MeTa - Ha OCHOBi BUBYeHHS (PAKTOpiB PUBHUKY,
PO3pOOUTH alcKBATHY, 3PYYHY 4JIS 3aCTOCYBAaHHS Y IPAKTUYHIN MEIULMHI MOZEJb 3 METOIO TPOTHO3YBaHHSI Ta 3arl06iraHHs MOsBi
inribitopy y xBopux Ha remodinito. MeTonu HOCTiA)KEeHHS - KJiHiYHi, IUTOJIOTiUHI, reMaToJIOTiuHi, 6i0XiMiuHi, KOAryyJ0JoriuHi Ta
MOJIEKYJISIPHO-T€HETHYHi. [lji1 OGIPYHTYBaHHS LOCJIIKEHHSI B3A€MO3BSI3Ky MDK Pi3HMMM (paKTOpaMu PU3UKY Ta MMOBIPHICTIO
PO3BUTKY iHTiIGITOPY BMKOPMCTOBYBAJM PErpeciliHi Mopesi AUCKPETHOTO BUOOPY. BCTaHOBJIEHO, MO Y XBOPUX 3 IOCTiIHUM
inribiropom pine BusiBIsieTbCSl KOMO6iHOBaHMI reHoTur AG -1082 IL-10 /AG -308 TNFn Ta vacrime renotun GG -1082 IL-10 /GG
-308 TNFo. IIpu remodinii, ycknagHeHil MosBOO iHri6iTOPY, Bullla yacToTa A-anesns ta AA-renotumny SNP +49 A>G ex3oHy 1 reHa
CTLA-4 nopiBHSIHO 3 XBOpUMHU 0e3 iHTiGITOpY. YacTillle TpamiseTbes noenHaHuil reHotun TT/AA, a 3a HasIBHOCTI IOCTiIIHOTO
inribiropy mocrosipHo pigme reHotun CC/AG NOpiBHSHO 3 XBOPMMH 3 TPaH3UTOpPHUM iHribitopom. Aneni DRB1*1501-1502,
DRB1*0701-0702 Ta DQB1*0602 MO>XHa pO3IIAfaTU SIK ajeji-arpecopy, sIKi MiABUILIYIOTb PU3MK IOSIBU IHTIOITOPY, a ajeb
DQB1*0302, HaBMakKH, K aneyb-IIPOTEKTOP, SIKUI 3HMKYye el pusuk. HocilicTBo anenbHoi rpynu DRB1*1501-1502 ta DQB1*0602
nifBuIIye pU3UK PO3BUTKY iHIIGITOPY y XBOpUX Ha remodinito Buecstepo (OR=10,7; CI 95%: 0,58-198,91) koxHa i, HaBMNaKH,
HociitictBo DQB1*0302 y m'siTh pasiB 3HMKY€E PU3UK PO3BUTKY iHTri6iTOpy (OR=5,5; CI 95%: 1,29-23,17). V 23 (46%) XBOpUX 3 TSKKOIO
dopmoro remodinii A BUSBIEHO «BEJMKi» MyTauii, aje iHri6itop He OyB BUSIBIEHUI. MeETOIOM MHOXXHUHHUX JIOTiT-perpecii

BUJIiJIEHO 2 TPEAVKTOPHU I0SIBY iHTIGITOPY Y XBOPUX Ha reModisito: Bik XBOPOro Ta iHTiGiTOpHUI aHAMHES.
Pedepar (aHrI)

The object is 657 patients with hemophilia A and B, who were treated in the SI “IPKTM of UNAMS". The goal is to develop an
adequate model, convenient for use in practical medicine, based on the study of risk factors, in order to predict and prevent of
an inhibitors in hemophilia patients. Research methods are clinical, cytological, hematological, biochemical, coagulological and
molecular genetic. Discrete choice regression models were used to substantiate the study of the relationship between potential
risk factors and the probability of developing an inhibitors. It was found that in patients with a permanent inhibitor, the
combined genotype AI' -1082 IL-10 /AG -308 TNFun is detected less often and the genotype GG -1082 IL-10 /GG -308 TNFu is
more common. In hemophilia complicated by an inhibitors, the frequency of the A-allele and the AA-genotype of SNP +49 A>G
exon 1 of the CTLA-4 gene is higher compared to patients without an inhibitor. The combined TT/AA genotype occurs more
often, and in the presence of a permanent inhibitor, the CC/AG genotype is significantly less common compared to patients
with a transient inhibitor. Alleles DRB1*1501-1502, DRB1*0701-0702, and DQB1*0602 can be considered as “aggressor” alleles that
increase the risk of the appearance of an inhibitor, and the DQB1*0302 allele, on the contrary, as a “protector” allele that
reduces this risk. Carriership of the DRB1*1501-1502 and DQB1*0602 allelic group increases the risk of inhibitor development in
hemophilia patients tenfold (OR=10.7; CI 95%: 0.58-198.91) each, and, conversely, DQB1*0302 carriership in five times reduces
the risk of developing an inhibitor (OR=5.5; CI 95%: 1.29-23.17). In 23 (46%) patients with a severe hemophilia A, "large" mutations
were detected, but no inhibitor was detected. By the method of multiple logit regressions, 2 predictors of the appearance of an
inhibitor in hemophilia patients were identified: patient age and family inhibitor history.

Ingekc YIK: 616-055.9

Kozau tremarnynux py6opux HTI: 76.29.33.19

6. HaykoBo-TexHiyHa npoaykuis (HTII)



HTII 1

Hassa npoaykii (ykp): Crioci6 iHAMBigyanbHOTO MPOrHO3YBaHHS PU3UKY IOSIBY iHTI6ITOPY i3 32CTOCYBAHHSIM aHAi3y 3HAYYIIHX

«BHYTPIIIHIX» IPEUKTOPIB, OBS13aHUX 3 XBOPO0O10, y Malli€eHTiB 3 remodinieto

Hassa npoaykuii (anri): A method of individual prediction of the risk of the appearance of an inhibitor using the analysis of
significant "internal" predictors associated with the disease in patients with hemophilia

OuikyBaHi pe3ysbTaTi: MeTony, Teopii, MeToauyHi JOKyMeHTH
T'anyss 3acrocyBauHs: 85.11.1 [JisyipHiCTb 3aKiIa/iiB remMaTosIOriyHOro npodinto 85.12 MeuyHa MpakTuka

Onwuc npogykuii (ykp): Crioci6 iHIMBiAyasbHOrO IPOrHO3yBAaHHSI PU3KKY I10SIBU iHTi6ITOPY Y XBOpPOro Ha remodiiio i3
3aCTOCYBaHHSIM MaTEMaTUYHOTO METOLY OGHO(AKTOPHUX JIOTIT-perpeciii Ha OCHOBI aHaJi3y CYKYIHOCTi «BHYTPilIHIX»
MIPeIUKTOPIB, NOB'SI3aHUX 3 XBOPOOOIO, 30KpeMa: TUI remodiii A, Tsbkka popma 3axBoproBaHHs (piBeHb dakropa VIII/1X<1,0%),
cragxosa ¢popma 3 BUllaakamu remodisii B poiyHi NalieHTa, TUII TeHHOi MyTalii F8 iHBepcis iHTpony 22, iHBepcist iHTpoHyl,
BEJIMKI Jeselii, MelliaHa BiKy MallieHTa Ha yac MO0sIBY (BUSIBJIEHHS]) iHTIOITOPY 3 pOKM, OOTSIKEHMI aHaMHe3 MO0 iHTibiTopy (€
BUMNaAKu remo@inii 3 inribiropom B ponuHi). Crioci6 nossirae y npuCBO€HHi IpeguKTOpaM 6aiiB: 3 6a1u — HasgBHICTb F€HHOI
myTauii F8 inBepcis inTpony 22, iHBepcis HITPOHY 1, BeJIMKUX AeJlelill, 3 6anau - 0OTsSHKEeHUH aHaMHe3 IO/I0 iHTiGITOpY (€ BUMAAKU
remoinii 3 iHribiTopom B ponuHi); 2 6anu — MefiaHa BiKy NalieHTa Ha 4ac MOSIBY (BUSIBJIEHHS) iHTibiTOpYy 3 poKy; 2 6au - TUI
remoinii A; 2 6anu - TsbKKa popma 3axBoproBaHHs (BMicT gakropa VIII/IX <1, %); 1 6an - cnagkoBa popMa (e BUnaaku remoinii
B POZMHI NallieHTa). PU3MK BUHUKHEHHS! iHTi6ITOPIB OLiHIOETHCS 32 CyMOI0 6aiiB: 1-3 6anu - HU3bKUi, 4-7 6anu cepenHii, 8-13

6asiiB -~ BUCOKUI pU3UK

ConianpHO-eKOHOMIYHA crpsimoBaHicTh HTII: [TosinmeHHs IKOCTi KUTTS Ta 3[I0POB'SI HACEJIeHHS], €(PEKTUBHOCTI iarHOCTUKU

Ta JIiKyBaHHS XBOPHUX

Cragis 3aBepmenocti HTII: 3sit no HIIJKP

Buposagskenns HTII: BuposamxeHo

Crpoku BrnpoBagykeHHs: 06.202212.2022

Bupo6nuk npoaykuii: 1Y IIIKTM HAMH Ykpainu

Cno>xuBavi npogykuii: JlikyBasibHi 3aK/1a7j1 F€MaTOJIOTiYHOTO TPOdisio
IlepcriekTHBHI pUHKH: YKpaiHa

IIpaBa inTeseKTyas1bHOI BJIacHOCTI: B Ykpaini

®dopmu Ta ymoBHu nepeaavi npogykuii: Hapyanns nepconany, Kypcu inpopmatii Ta cTakyBaHHS, CTaTTi, BACTYNIX Ha HAyKOBO-

MPaKTUYHUX KOH(EPEHLIisx, TPOBEAEHHS JOCIIIPKEHb Y XBOPUX Ha reModislito Ha 6a3i yCTaHOBU-PO3POOHIKA
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8. 3BiTHa JOKyMeHTaNis

KinpKicTs cTOpiHOK B 3BiTi: 115

Mosga 3BiTy: YKpaiHCbKa



KinpkicTs ¢aiisiB y 3BiTi: 1
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