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5. HaykoBo-TexHi4Ha podoTa

HasBa po6oTH (YKp)

BusHauyeHHS pOJIi TEHETUYHMX Ta EMIr€HeTUYHMX 3MiH B TE€HOMi COMAaTUYHMX KIITMH Yy [IaTOT€He3i XPOHIYHMX

snimdonposipepaTUBHUX 3aXBOPIOBAHb, iX 1iarHOCTUYHOI Ta IPOTHOCTUYHOI 3HAYYIIOCT]

Ha3sBa po6oTHu (aHrJ1)

Definition of the role of genetic and epigenetic alterations in the genome of somatic cells in the pathogenesis of chronic
lymphoproliferative diseases, their diagnostics and clinical significance

Pedepar (yxp)

O6'exT pocnmimpkeHHs - OiosoriyHuil Mmarepian 131 XBOpOro Ha MHOXUHHY MiesoMy, XpOHiYHy JimdonutapHy Jeikemiio,
HEXOJKKIHCBKY 3JI0sIKiCHY Jslimdomy. MeTta poboTu - Ha OCHOBiI BUBYEHHs xapakTepy meTwmoBaHHs [JHK y cmiBctaBneHHi 3i
craTycom (parMeHTiB peamwkupyBaHHs IgVH, cieKTpoM XpOMOCOMHUX abepaniil, OCHOBHUMHU XapaKT€PUCTUKAMU T€HETUYHUX
CHCTEM KPOBi Ta CTa/li€l0 3aXBOPIOBAHHS BU3HAYUTY BHECOK F€HETUYHUX Ta €Mr€ HeTUYHMX 3MiH B T€HOMi COMATUYHUX KIIITUH B
MEXaHi3MU PO3BUTKY Ta Ilepediry XpoHivyHUX siMonpostidpepaTUBHUX 3aXBOPIOBAHb Y XBOPUX HA XPOHiyHi siMdonpomidpeparnBHi
3aXBOPIOBAHHS, B TOMY YMCJIi MOTEHLIHHUX PELMIIEHTIB TpaHCIJIaHTallii CTOBOYPOBUX KIITHMH mnepudepudHoi Kposi. Mertogu
IOCJIIKEHHSI - MOJIEKYJIIDHO-LIUTOT€HETUYHI, HUTOI€HETUYHI, IMyHOT€HETHUYHI, IMyHOJIOTIYHi, T€MaTOJIOTI4Hi, KYJIbTypaJbHi Ta
CTaTUCTHAYHI. AHasi3 MOJIEKYJISIPHO-LIUTOT€HETUYHOTO aHajlidy aHOMaslii XpPOMOCOM CBiguWTh, WO AJjs1 Bepu@ikauii AiarHosy,
IIPOTHO3y Nepebiry 3axBOPIOBaHHS Ta BUGOPY ONTUMAJIbHOI TAKTUKY JIiIKyBaHHS HaWGibIl BXKJIMBUMU € HACTYIHI MOJIEKYJISPHO-
uuToreHeTU4Hi Mapkepu: t(8;14) - nna mimbomu bepkirra, t(11;14) - nns snimdom 3 KIITMH MaHTIiNHOI 30HM, t(14;18) - nms
pomikynsgpHoi naimpomy, t(4;14) Ta t(14;16) - nng MHOXMHHOI Miesomu. Bkasano, mo Ha nporHo3 nepebiry XJIITH BOiuBaioTh
FeHEeTUYHi aHOMaJlii, sIKi 3ycTpivaloThcs B Xxpomocomax 12 (tpucomis), 13 (menenis 13ql4, 13q34) ta 17 (nenenisl7pl3.1). OgHumu 3
HaMBa>KJIMBIIIMX IUTOT€HETUYHUX MOPYLIEHD [AJIs1 TPOrHO3Y KiliHiuHoro nepebiry XJIITH e reHeTn4Hi aHOMaJtii, SKi 3yCTpidaloTbCst
B XxpoMocoMmax 12 (Tpucomis), 13 (meneunis 13ql4, 13q34) ta 17 (geneuisl7pl3.1). ¥ nauienTis i3 MM xoHueHTtpauis V-6 i OHII-? B
cuposarui I1K 3Ha4HO nepesuilyBaja MOKa3HUKU 30POBUX 0Cib. Y XBopux, siki gocsrau I1P a6o UP 3apeecTpoBaHi JOCTOBipHE
3HIDKEeHHSI KoHueHTpauii @HIT-?. Hait6inbin Bucoki koHueHTpanii ®HII-? ta 1JI-6 BU3HaYeHi y XBOpux Ha MM 3 pe3auCTeHTHICTIO
1o XT. KinbkicTs KYO-® KicTKOBOro MO3KY ITpM MHOXKUHHINM MiesloMi 3a/1e5KUTh Bif, pOpMHU i cTafiii 3aXBOPIOBaHHS. YIOCKOHATIEHO
anropuTM BeleHHs peuumnieHTiB ayTosoriyHoi TT'CK: Ha erami Bepudikanii miarHo3y HeoOXiIHe MPOBENEHHS MOJIEKYJSIPHO-
LIMTOT€HETUYHOrO aHaslizy aHomasii xpomocom - dell7p, dell3q, t(4;14), t(11;14) Ta ix cnosydeHs, sSIKi MalOTb NPOTHOCTUYHE
3HaYEHHS O[O BIiATOBiNI Ha Tepamilo. B Mi3HIM MiciAATpaHCIJIAHTALiMHUI I€Piof, BaXKJIMBE 3HAYEHHS MAlOThb Pe3yJbTaTU
MOBTOPHOTO MOJIEKYJISIPHO-IIUTOT€HETUYHOTO OOCTEXXEHHSI XBOPUX. B mi3Hill micisTpaHcniaHTaLiiiHUi Nepiof CJlifl IPOBECTUB
MOBTOPHE MOJIEKYJIIPHO-LIUTOreHeTHYHe obcTexeHHs. HasBHicTs anesneit HLA-B*27, HLA-B*40 HLA-DRB1*04; HLA-DQB1*0302,
CBIIYUTb NP0 BUCOKUH pU3uK pedpakrepHocTi 7o Bl XT, a mpu HOCINCTBI y reHoTUMi XxBoporo creuudivnocreir HLA-A*01, HLA-
B*14, HLA-DQA1*0103 nporHo3yioTh MO3UTUBHUI PE3yJbTaT JiKyBaHHs. Haiiripma Bignosinbk Ha VAD Tepamiio 3apeecTpoBaHa y
xBopux 3 A(Il) ¢penorunom nHa III cramii MM. TlosuTuBHA BiANOBiAb Ha TpaHCIUIAHTaLjl0 acouiiioBaHa 3 HLA-C*06 i HLA-
DQA1*0101. 3rigHO 3 OonpalpOBaHNM JJAHUM KJIiHIKO-TEHETHYHOTO OOCTESKEHHS pO3POOIEHO KOMILTIEKC KPUTEPIiiB MPOrHO3yBaHHS

nepebiry 3aXBOpIOBaHHS i3 ypaxyBaHHSM F€HETUYHOTO Ta eMireHeTMYHOTO CTaTyCy FeHOMa COMaTUYHUX KJITHH XBopux Ha XJITTH.
Pedepar (aHr1)

Object of research - biological material 131 patients with multiple myeloma, chronic lymphocytic leukemia, non-Hodgkin's
malignant lymphoma. The aim - based on the study of DNA methylation pattern in comparison with the status of rearrangment
fragments IgVH, spectrum of chromosome aberrations, the main characteristics of the blood genetic systems and stage of the



disease to determine the contribution of genetic and epigenetic changes in the somatic cells genome in the mechanisms of
chronic lymphoproliferative disorders development and course in patients with chronic lymphoproliferative diseases, including
the potential recipients of peripheral stem cells transplantation. Methods - molecular cytogenetic, cytogenetic, immunogenetic,
immunological, hematological, culture and statistics. Analysis of molecular cytogenetic analysis of chromosome abnormalities
indicates that, for verification of the diagnosis and prognosis of the disease and the choice of optimal treatment strategy the
most important are the following molecular cytogenetic markers: t(8;14) - for Burkitt's lymphoma, t(11;14) - for mantle cell
lymphoma, t(14;18) - for follicular lymphoma, t(4;14) and t(14;16) - for multiple myeloma. It was indicated that genetic
abnormalities in chromosome 12 (trisomy), 13 (deletion of 13ql4, 13q34) and 17 (deletion 17p13.1) affect the prognosis of HLPN.
Genetic abnormalities in chromosome 12 (trisomy), 13 (deletion of 13q14, 13q34) and 17 (deletion 17p13.1) are the most important
cytogenetic abnormalities for prognosis of the HLPD course. Concentration of IL-6 and TNF-alfa in the serum of PB in patients
with MM were significantly higher than in healthy individuals. Significant decrease in the concentration of TNF-alfa was
recorded in patients achieved CR or PR. The highest concentrations of TNF-alfa and IL-6 were detected in MM patients with
resistance to chemotherapy. The number of CFU-F in bone marrow in patients with MM depends on the form and stage of
disease. The algorithm of monitoring for recipients of autologous HSCT was improved: at the stage of disease verification is
necessary to perform molecular and cytogenetic analysis of chromosome abnormalities - dell7p, dell3q, t(4;14), t(11;14) and their
combinations, that have predictive value for response to therapy. In the late post-transplant period, repeated molecular
cytogenetic examination of patients is an important. Repeated molecular cytogenetic examination should be performed in the
late post-transplant period. The presence of alleles HLA-B*27, HLA-B*40, HLA-DRB1*04; HLA-DQB1*0302 indicates a high risk
of refractoriness to HD CHT. Patient's genotype of with the specificities HLA-A*01, HLA-B*14, HLA-DQA1*0103 predicts a
positive outcome. The worst response to the VAD therapy was registered in patients with A (II) phenotype in phase III MM.
Positive response on transplantation is associated with HLA-C*06 and HLA-DQA1*0101. According to the processed data of
clinical and genetic testing a set of criteria for predicting the course of the disease based on the genetic and epigenetic status of
the somatic cells genome of patients with HLPD was designed.

Inpexc YIK: 616-006.44;616.42, 616-008.8+577.21:616-092:616-07-037

Kopgu TemarnuHux pyopuk HTI: 76.29.33.25
6. HaykoBo-TexHiyHa npoayKkuis (HTII)

HTII 1

Hassa npoaykuii (ykp): Crioci6 nokpaieHHs SIKOCTi ITpernapaTiB iHTep(asHux sifep KIiTUH KiCTKOBOTO MO3KY XBOPUX Ha

MHOXVHHY Mi€JIOMY 3 METOIO MiIBUIIEHHS J[iarHOCTUYHUX Ta IPOTHOCTUYHUX OLIiIHOK

Haspa npoaykuii (aurJ1): The method of improving the quality of interphase nuclei specimens of bone marrow cells of patients
with multiple myeloma to enhance e the diagnostic and prognostic assessments

OuikyBaHi pe3yJbTaTH: [1oinimeHHs epeKTUBHOCTI iarHOCTUKY Ta JIIKyBaHHS XBOPUX
T'anyss 3acrocyBaHHs: JlOCTiI)KEHHS i1 €KCIIepUMEHTaJbHI pO3p006KHU y cpepi iHIMUX TPUPOAHUYMX i TEXHIYHUX HAYK

Onuc npogykuii (ykp): 3a pesynsratmu HJIP 3anpornoHoBaHa opuriHaibHa Mogudikalist MeTozy ribpuausariii, mo 103BoJise
3HAYHO MOKPALIUTHU SIKiCTh IIpenapariB Ta 3MEHIIUTHA PU3UK IOMUJIKOBOI JleTeK1il X6GHO-TTO3UTUBHUX 260 HEraTUBHUX
pe3yJibTaTiB. B 6araTbox BUNagKax Py BUKOPUCTAHHI CTaHAAPTHOI METOOMKY [1JIs1 Mi€JIOMHUX KJIITUH IIPeNapaTy BUSIBJISIIOTbCS
He3aJ]0BIJIbHOI SIKOCTi Yepe3 HasiBHICTb OiJIKOBMX BKJIIOUEHb Ta SKUPOBUX KparieJib HaBKOJIO sJiep, a B IesIKUX BUTAIKAX IJIiBKY, 1110
BKpUBa€ Ipemnapar. Lle cyTTeBo BILJIMBAJIO HA SIKICTb ITpemnapariB: 3Ha4Huit $oH (T.3B. "background") Ta BesmKa KisbKiCTb MOGIYHUX
CHTHAJIB 3Ha4YHO YCKJIQZHIOBAJIM IIPOBEJIEHHS NETEKLil Ta OTPMMAaHHS TOYHUX Pe3yJbTaTiB. TOMy OCHOBHUMU HaNPSIMKaMU B
MOKPalIEeHHi SIKOCTi Npernapatis inTepdasHux siaep KIiTHH KICTKOBOro MO3KY MallieHTiB XBOpux Ha MM 6ysu minbip pexumy
KyJIbTUBYBAaHHSI KJIITUH KiCTKOBOTO MO3KY, Ileperibpuan3aliiiiHa miroToBKa npenaparis Ta MocTriopuausaliiiiHa BifMuBKa
npenaparis. Ilicis ganoi mogudikanii mpenapaTy Many 3Ha4YHO Kpallly SIKICTh, pEECTPYBaJIaCh AOCTATHS KiJIbKICTh siep abo

MeTada3HUX IIACTUHOK,
ComiasibHO-eKOHOMIYHa crpsimoBaHicTs HTII:
Crapis 3aBepmenocti HTII: 3sit o HIJIKP
Bruposagskenns HTII: He BnposamkeHo

Crpoku BrnpoBazskeHHst: 2014-2015 pp.
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