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1. B3aemM03B’130K ypakeHb [I€YiHKYU Ta KUIIEYHUKA Y XBOPUX HA XPOHiuHi siMdonpostidpepaTuBHi 3aXxBOPIOBaHHS Ta
METOIIHU iX KOPEKIii

2. Interrelation of liver and intestinal injury in patients with chronic lymphoproliferative diseases and methods of
their correction

Pedepar:

1. Inceprauifina po60Ta IPUCBIYE€HA METOiB iarHOCTUKU Ta NPOQIIaKTUKU YpakeHb II€4iHKU Ta KMIIEYHUKA Ha
¢oHi ximioTepanii xpoHiyHUX JiMonpoiPepaTUBHUX 3aXBOPIOBAHb 3 YPAaXyBaHHSM OCHOBHUX MAaTOT€HETUYHUX
MexaHi3MiB ix pOopMyBaHHS Ta BUAY remo6JacTo3dy. MeTa HoCifpKeHHs — 00IpyHTYBaTU IudepeHLiiioBaHuN migXiz,
110 IPO(INaKTUKM YPaKeHb ME€YiHKYM, TOHKOTO i TOBCTOrO KUILIEYHMKA Ha (PoHi XiMioTeparii XpoHiuYHKX
niMmdornposnidepaTuBHUX 3aXBOPIOBaHb Ha MiICTaBi EKCIIEPUMEHTAIBHOTO i KJIiHIYHOTO BUBYEHHS TaTOT€HETUYHUX
MexaHi3MiB ix popmysanHs. [IpoBesieHO KIliHiYHE, IPOCIIEKTHUBHE, BiIKpUTE, KOHTPOJIbOBAHE JOCIiIKEHHS, Y SIKe
OyJ10 BKJIIOUEHO 75 XBOPUX Ha XPOHiuHi JiMPornpostipepaTUBHi 3aXBOPIOBaHHS, SIKi 3HAXOUIMCh Ha JIiKyBaHH] y
rematosiorivHoMy BigginenHi KII «I[TosntaBcbka 061acHa KiliHiuHa JikapHs imeHi M.B. CkitipocoBcbKoro
[TontaBcbkoi o6sacHOi pagu» 3a nepiog 3 2018 no 2022 poku. OuiHIOBaIM TOKA3HUKU 6i0XiMiYHOTrO aHai3y KpPOBi,

IIPOOKCUIAHTHO-aHTUOKCUAHTHOTO CTaHy (KOHLIEHTPAllil0 PEaKTaHTiB Tio6ap6iTypOBOi KUCJIOTH, aKTUBHICTb



KaTaJlasu y CUPOBATLi KPOBi), apriHiH/IUTPYJIiHOBOTO LUKJIIY (BMICT apriHiHy, HUTPYJIiHYy, aKTUBHICTb apriHasu y
crpoBaTLi KpoBi). EkcriepuMeHTanbHa YacTUHA [OCIiI)KeHHs IpoBeeHa Ha 60 6inux HesiHiMHUX mypax. BukoHaHo
MOJIEJIIOBAaHHS HEAJIKOTOJIbHOTO CTE€ATOTENAaTUTY, TOKCOPYOiH-iHIYKOBaHUX YPaKe€Hb I€4iHKM, TOHKOTO i TOBCTOTO
KUILIEYHMKA Y LyPiB i3 HEAJIKOTOJIbBHAM CT€ATOreNaTUTOM 3 HACTYIIHOIO OL[iHKOIO JIAOOPAaTOPHUX Ta CTPYKTYPHUX
3MiH y TKaHMHAaX [1€4iHKY, TOHKOTO Ta TOBCTOIO KMIIEYHUKA. 32 Pe3yJIbTaTaMy €KCIIEPUMEHTAIbHOI YaCTUHU
IOCJIiIKeHHS BCTAaHOBJIEHO, 1110 BBEJIE€HHSI JOKCOPYOILIMHY B KYMYJISITUBHI 1031 15 MI/KI BHYTPilIHbOOYEPEBUHHO
IIypam i3 HeaJKOroJIbHUM CTE€AaTOrenaTUTOM IIPU3BOAUTD 4O MAaKCUMAJIbHUX 3MiH y TOMOT€HaTi TOHKOTO
KUILEYHNKA, [0 XapaKTepU3yThCA MigsuieHHsaM BMicTy ThK-peakraHTiB y 1,67 pa3a, 3HUKEHHSAM aKTUBHOCTI
Karasia3u y 3,62 pasa, 3HIKEHHSIM BMICTy LUTPYJIiHY y 1,45 pas3a, 3pocTaHHsIM PiBHS N-aneTuiHepamMmiHOBOI
kucyaortu y 1,23 paza (po0,05) nopiBHSAHO 3 KOHTPOJieM. ['icTo/I0riYHO y ¢1130Bii 060JIOHL TOHKOI KUIIKY BUSIBJISITIACh
BMPaXX€HA JIEMKOLMTAapHA iH(iIbTPallig BIACHOI IVIACTUHKY BOPCUH MakKpodaramu, MaasmMoLUTamu, JiM(pOLATaMU
Ta HEUTPOINBLHUMU IpaHyJIoOLUTaMU. BBeieHHs S-agemeTioHiny B 103i 100 Mr/Kr Ha QOHi LOKCOPYOILUHY
BHYTPIIIHbOYEPEBUHHO LIypaM i3 HEaJIKOTOJIbHUM CTE€ATOTeNaTUTOM I03BOJIMIJIO 3MEHUIUTY IPOOKCUIAHTHO-
AHTUOKCUJAHTHUH [ucOajaHC, 0 NONEPEIKyBajlo PO3BUTOK IUTOCTATUK-IHIIyKOBAaHOTO MyKO3UTY. ['icTosI0TiYHO
CIIOCTEPIrasoch BilHOBJIEHHS EIITEiI0 BOPCUH, N1051BA MITO3iB y €EK30KPUHOLMTAX. Y XBOPHX, SIKi MaJiy [IEPBYHHI
KJIiHIYHi O3HaKM ypak€HHS KAUIIE€YHUKA Y BUTJISAI AiapEAHOr0 CUHIPOMY, IPOTPeCist B-KIIITUHHOTO XpOHIYHOTO
siM@oierikosy i B-kliTHHHOI HEXOI)KKiHCBKO] 37105IKiCHOI JiM¢p oMU i3 Manux J1iM¢pOLUTIB acolioBanacs i3
PO3BUTKOM ypakeHb NediHKu Y 37,14% (13 /35) nauieHTiB, 10 CyIIPOBOKYBalOCh aKTHBALli€I0 OKCUIATUBHOTO
CTpecy, 3pOCTaHHSIM piBHS N-aleTunHepaMiHOBOI KUCJI0TY Yy 1,25 pa3a Ta 3HMKEHHSIM BMiCTy LIMTPYJIiHY Yy 1,2 pasa
(po0,05) y cupoBartLii KpOBi IOPiBHSHO i3 MPAaKTUYHO 3[0POBUMHU. Y NaHUX NAal[ieHTiB IpOBeJeHHs XiMioTepartii
CYIIPOBOMKYBAJIOCH IiIBULLIEHHSIM YaCTOTH NOPYLIEHb 6i0XiMiYHMX II€4iHKOBUX TECTIB X0JI€CTaTUYHOTO THUIly (76,9%
npotu 38,5%, X 2 (1, N=26) = 3,9; p=0,047), mporpecyBaHHSM OKCUIIATUBHOT'O CTPECY Ta MOPYLUIEHHSAMU
apriHiH/IUTPYIiHOBOrO LUKJIY i pe3UCTEeHTHOCTI CIN30BOTO 6ap’epy KulleyHrka. Komb6iHOBaHe pu3HayeHHs S-
anemertioHiny i Bifidobacterium infantis 35624 na ¢oni ximioTepanii faHUM XBOPUM 10O3BOJINJIO 3MEHIIUTH PUKUK
PO3BUTKY LIUTOCTATUK- iHIyKOBAHMX reMaTOTOKCUYHUX peakiil (15,4% npotu 76,9%, X 2 (1, N=25) =9,07; p=0,002) i3
BiZIHOBJIEHHSIM (PYHKLIOHAJIBHOTO CTaHy CJIN30BOI KAIIEYHUKA. Y XBOPUX Ha MHOKMHHY MieJIOMY, SIKi Malu
MIePBUHHI KJIiHIYHI 03HAaKU yPa)KEHHS KUIIEYHUKA Y BUIJISAT] NiapEHHOrO CUHAPOMY, IIPOrPECis 3aXBOPIOBAHHS
CYIIPOBOMXyBaslach (POPMyBaHHSM ypaskeHb Ievinku y 86,8% (33 /38) naujieHTiB, 110 xapaKTepU3yBaIUCh
PO3BUTKOM CUHJPOMY LIMTOJIi3Y Ta CyNPOBOIKYBAINCh aKTUBALI€I0 OKCUJATUBHOTO CTPECY, 3HIKEHHSIM
KOHLIeHTpauii nuTpyiny y 1,22 paza (po0,05) y cupoBartiii KpoBi OPIiBHSHO i3 TpakTU4HO 3n0poBuMH. [1in miero
ximioTtepanii y 91,6% (11 /12) xBopux Ha MHOXXUHHY MiesloMy 3a(pikCOBaHO PO3BUTOK MOPYILIEHb 6iOXiMIUHUX
[I€YiHKOBMX TECTiB X0JIECTATUYHOTO THUILY, IIJ0 CYIIPOBOPKYBAJIOCh MOTJIMOJIEHHSIM IIPOOKCUAAHTHO-
AQHTMOKCUIAHTHOTO O1COaIaHCy Ta MOPYMIEHHSIMU (PYHKIIOHAIbHOI 30aTHOCTI KuleyHuKa. Kom6iHOBaHe
npusHaueHHs L-opHiTuny-L-acnaprarty i Bifidobacterium infantis 35624 Ha ¢oni ximiorepanii y xBopux Ha
MHOXMHHY Mi€JIOMY JO3BOJIUJIO 3MEHIINTH IMOBIPHICTb PO3BUTKY LIUTOCTATHUK-iHIYKOBAaHUX F€NIaTOTOKCUYHUX
peaxuiii (8,3% npotu 76,9%, X 2 (1, N=25)=17,63; p=0,00002), 3HU3UTH aKTUBHICTb OKCUJATUBHOTO CTPECY Ta
BiZHOBUTH LiJiCHICTh Ta QYHKIIOHANIBHUN CTaH KULIEYHUKA.

2. The dissertation is devoted to the methods of diagnostics and prevention of liver and intestinal lesions in the
setting of chemotherapy of chronic lymphoproliferative diseases, taking into account the main pathogenetic
mechanisms of their formation and the type of hemoblastosis. The purpose of the study is to substantiate a
differentiated approach to the prevention of liver, small and large intestine lesions in the setting of chemotherapy
for chronic lymphoproliferative diseases based on experimental and clinical studies of the pathogenetic
mechanisms of their formation. A clinical, prospective, open-label, controlled study was conducted, which
included 75 patients with chronic lymphoproliferative diseases who were treated in the hematology department of
the Municipal Institution "M.V. Sklifosovsky Poltava Regional Clinical Hospital of the Poltava Regional Council" from
2018 to 2022. We evaluated the values of biochemical blood test, oxidant-antioxidant state (thiobarbituric acid
concentration, catalase activity in blood serum), arginine /citrulline cycle (arginine, citrulline content, arginase
activity in blood serum). The experimental part of the study was conducted on 60 white nonlinear rats. The



modeling of non-alcoholic steatohepatitis, doxorubicin-induced liver, small and large intestine lesions in rats with
non-alcoholic steatohepatitis was performed, followed by the evaluation of laboratory and structural changes in
liver, small and large intestine tissues. According to the results of the experimental part of the study, the
administration of doxorubicin in a cumulative dose of 15 mg/kg intraperitoneally to rats with non-alcoholic
steatohepatitis leads to maximum changes in the small intestine homogenate, characterized by a 1.67-fold increase
in the content of TBA reagents, a 3.62-fold decrease in catalase activity, a 1.45-fold decrease in citrulline content,
and a 1.23-fold increase in N-acetylneuraminic acid level (po0.05) compared with the control. Histologically, the
small intestinal mucosa showed a pronounced leukocyte infiltration of the villi lamina propria with macrophages,
plasma cells, lymphocytes and neutrophilic granulocytes. The administration of S-ademethionine at a dose of 100
mg /kg on the background of doxorubicin infusion to rats with non-alcoholic steatohepatitis reduced the
prooxidant-antioxidant imbalance, which prevented the development of cytostatic-induced mucositis.
Histologically, we observed the restoration of the villous epithelium and the appearance of mitoses in
exocrinocytes. In patients who had primary clinical signs of intestinal lesions in the form of diarrhea syndrome, the
progression of B-cell chronic lymphocytic leukemia and B-cell non-Hodgkin's lymphoma from small lymphocytes
was associated with the development of liver injury in 37, 14% (13 /35) of patients, which was accompanied by a
1.25-fold increase in N-acetylneuraminic acid and a 1.2-fold decrease in citrulline (po0.05) in serum compared to
normal levels on the background of oxidative stress activation. In these patients, chemotherapy was accompanied
by an increase in the frequency of cholestatic-type biochemical liver tests (76.9% vs. 38.5%, X2 (1, N=26) = 3.9;
p=0.047), progression of oxidative stress and disorders of the arginine /citrulline cycle and intestinal mucosal
barrier resistance. The combined administration of S-ademethionine and Bifidobacterium infantis 35624 during
chemotherapy in these patients reduced the risk of cytostatic-induced hepatotoxic reactions (15.4% vs. 76.9%, X2
(1, N=25) = 9.07; p=0.002) with the restoration of the functional state of the intestinal mucosa. In patients with
multiple myeloma who had primary clinical signs of intestinal injury in the form of diarrheal syndrome, the
progression of the disease was accompanied by the formation of liver damage in 86.8% (33 /38) of patients,
characterized by the development of cytolysis syndrome and accompanied by activation of oxidative stress and a
decrease in the concentration of citrulline by 1.22 times (pn0.05) in the blood serum compared with the normal.
Under the influence of chemotherapy, 91.6% (11 /12) of patients with multiple myeloma developed cholestatic-type
biochemical liver tests, which was accompanied by a deepening of prooxidant-antioxidant imbalance and impaired
intestinal function. The combined administration of L-ornithine-L-aspartate and Bifidobacterium infantis 35624 in
the setting of chemotherapy in patients with multiple myeloma reduced the likelihood of cytostatic-induced
hepatotoxic reactions (8.3% vs. 76.9%, X2 (1, N=25)=17.63; p=0.00002), reduced the activity of oxidative stress and
restored the integrity and functional state of the intestine.
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Cdepa yIIpaBJIiHHﬂ: MiHicTepCTBO OXOPOHU 3/10POB 51 YKpaiHu

InenTudikarop ROR:

Baacue IlpizBumie Im's I1o-6aTbKOBI:
1. ®apeenko l'anvua ImuTtpiBHa

2. Galyna D. Fadieienko

KBasigikamis: 1. men. 1., npodecop, 14.01.02
Inentudikarop ORCID ID: 0000-0003-0881-6541
HoparkoBa iHpopmawist: ;unen-kop. HAMH Vkpainu

IloBHe HaﬁMeHyBaHHﬂ IOpI/I,I[H‘{HOi 0COOM: JlepkaBHa ycraHoBa "HalujioHanpHUNM iHCTUTYT Tepallii iMeHi

JL.'T. Manoi HaijionasipHOI akagemii MeJUYHMX HayK YKpaiHu"

Kopg 3a €IPIIOY: 04528465

Micue3Haxoa KeHHs: np. Jlio6osi Manoi, 2-a, Xapkis, XapKiBchkuil p-H., 61039, Vkpaina
dopma BracHOCTI: JlepxasHa

C(l)epa yIIpaBJIiHHﬂ: HaujonanbHa akageMis MEIUYHUX HAYK YKpaiHU

InenTudikarop ROR:

Penensentu

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Koctenko Bitaniit OnekcaHnpoBuy

2. VITALII O. KOSTENKO

KBasigikanis: n.men.n., npodecop, 14.03.05

Inentudikarop ORCID ID: 0000-0002-3965-1826

JoparkoBa iHdpopmamist:

IToBHE HaﬁMeHyBaHHﬂ IOPUIHUYHOL 0CO0H: TTonTaBChKuUii iepKaBHUI MEUYHUIA YHIBEPCUTET
Kopg 3a €IPIIOY: 43937407

Micuesnaxo,rm(eﬂnﬂ: ByJ. llleBueHKo, 6yx. 23, [Tontasa, [lontaBebkuil p-H., 36011, Yxkpaina
dopma BiracHOCTI: /lepxasHa

Cdepa yIIpaBJIiHHﬂZ MiHicTepCTBO OXOPOHM 3[0POB'd YKpaiHu

InenTudikarop ROR:



VIII. 3akr04Hi BimoMocTi

BaacHe IlpizBuie Im's [10-6aTbKOBI Binam Ceprit Muxaiinosud
TOJIOBH pagu

Biacue IpizBume Im's I1o-6aThKOBI Binam Cepriii Muxaiinosuy
rOJIOBYIOYOTO Ha 3acCifiaHHi

BignoBigasibHUI 3a MiATOTOBKY [Ipuxinpko Onena OsekciiBHA

00JIIKOBHX JOKYMEHTIB

PeecTtpartop YkpIHTEI

KepiBHuk Bigginy YKpIHTEI, mpo €
BiZITIOBiZaJIbHUM 3a PEECTpalLilo HayKoBOi IOpuenko TeTsHa AHaToiiBHA

OisIJIbHOCTI




