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1. Inceprauiiina po60Ta NpUCBSIYEHA METOIB JiarHOCTUKU Ta MPOQINIAKTUKY YPa>KeHb NI€UiHKU Ta KUIIEYHUKA Ha
¢doHi ximioTeparnii XxpoHiuyHuX JiMbopolipepaTUBHUX 3aXBOPIOBAHb 3 YPaxXyBaHHSIM OCHOBHUX [1aTOr€HETUYHUX
MeXaHi3MiB ix (GOpMyBaHHs Ta BUIYy reM001acTo3y. MeTa JOCiIpKeHHs — OOIPYHTYBaTH IU(epeHLiioBaHUH MifgXif,
IO IPO(INAKTAKY YPKEHb MEYiHKM, TOHKOTO i TOBCTOrO KMILIEYHMKA Ha (POHI XiMioTepamnii XpOHiYHMX
niMdornpornidpepaTuBHUX 3aXBOPIOBaHb Ha MiICTaBi EKCIIEPUMEHTATBHOTO i KJIIHIYHOTO BUBYEHHS MTAaTOT€HETUYHUX
MexaHi3MiB ix popmyBaHHs. [IpoBesieHO KiliHiuHe, IPOCIEKTUBHE, BiIKpUTE, KOHTPOJIbOBAHE JOCIiIKEHHS, Y SIKe

0yJ10 BKJIIOUEHO 75 XBOPUX Ha XPOHiuHi JiMdonponipepaTUBHi 3aXBOPIOBAHHS, SIKi 3HAXOJUJIMCH HA JIiIKyBaHHI y



rematosiorivHomMy BinzinenHi KI1 «I[TosntaBcbka obsacHa KiiHivHa jikapHs imeHi M.B. CkiibocoBcbkoro
[TonraBchKoi 061acHOi paau» 3a nepiof 3 2018 o 2022 poku. OLiHIOBaMM OKa3HUKYU 6i0XiMiYHOTO aHai3y KpoBi,
IIPOOKCUAHTHO-aHTUOKCUAAHTHOTO CTaHy (KOHLIEHTPAllil0 PEaKTaHTIiB Tio6apOiTypOBOi KUCJIOTH, aKTUBHICTb
KaTaJjasu y CUPOBATLi KPOBi), apriHiH/UTPYJIiHOBOIO LUKy (BMICT apriHiHy, HUTPYJIiHYy, aKTUBHICTb apriHasu y
crpoBaTLi KpoBi). EkciepuMeHTasnbHa YacTUHA [OCTIiIKeHHs IpoBeeHa Ha 60 6inux HeliHiiHUX mypax. BukoHaHo
MO/IEJIIOBAHHS HEAJIKOTOJIbHOTO CTEATOreNaTUTy, JOKCOPYOiH-iHlyKOBaHUX YPaKEHb [1€YiHKHU, TOHKOTO i TOBCTOTO
KUILIEYHMKA Y L1yPiB i3 HEaJIKOrOJIbBHUM CT€ATOreNaTUTOM 3 HACTYIIHOIO OL[iHKOIO JIa0OPAaTOPHUX Ta CTPYKTYPHUX
3MiH y TKAaHMHAaX [1€4iHKY, TOHKOTO Ta TOBCTOTO KMIIEYHUKA. 32 Pe3yIbTaTaMy €KCIIEPUMEHTAIbHOI YaCTUHU
IOCJIiIKeHHS BCTAHOBJIEHO, 110 BBEIEHHS LOKCOPYOILMHY B KYMYJISITUBHIN 1031 15 MI/Kr BHYTPilIHbOOYEPEBUHHO
IypaMm i3 HeaJIKOrOJIbHMM CT€aTOrenaTUTOM IIPU3BOAUTD O MAKCMMAJIbHUX 3MiH y TOMOTr€HaTi TOHKOTO
KUILEYHNKA, [0 XapaKTepU3yoThCA MigsuieHHsaM BMicty TEK-peakraHTiB y 1,67 pa3a, 3HUKEHHSAM aKTMBHOCTI
Karasnasu y 3,62 pasa, 3HIDKEHHSM BMICTy LUTPYJIiHy Yy 1,45 pa3a, 3pocTaHHAM piBHS N-aleTuaHelpamiHOBO]
kucyaortu y 1,23 paza (po0,05) nopiBHSAHO 3 KOHTPOJieM. ['icTo/I0riYHO y ¢1130Bii 060JIOHL TOHKOI KUIIKY BUSIBJISITIACh
BHPaXX€Ha JIeKOLMTapHa iHQiNbTpallis BIaCHOI IVIACTUHKY BOPCUH Makpodaramu, Maa3mMoLuTamu, JiMpoLuTamMmu
Ta HEUTPOQiIbHUMYU IPaHyJIOLMTaMU. BBeieHHs S-anemeTioHiny B 103i 100 Mr/Kr Ha (OHi JOKCOPYyOiLUHY
BHYTPIIIHbOYEPEBUHHO LIypaM i3 HEaJIKOTOJIbHUM CTE€AaTOTENaTUTOM I03BOJIMIJIO 3MEHIIATY TPOOKCUAAHTHO-
AQHTMOKCUJIAHTHUI Axc6aaHC, o NOMNePeKyBao PO3BUTOK IMTOCTATUK-iHIYKOBAaHOTO MYKO3UTY. [icTOIOriYHO
CIIOCTEPIrasoch BilHOBJIEHHS €IITEiI0 BOPCHUH, I1051Ba MITO3iB y €EK30KPUHOLUTAX. Y XBOPHX, SIKi MaJIy [IEPBYHHI
KJIiHIYHI O3HaKM ypakeHHS KULIEYHMKA Y BUTTIALI AiapEeNHOr0 CUHLPOMY, IIPOTPeCis B-KIITUHHOIO XpOHIYHOTO
nim@oierikoay i B-kliTHHHOI HeXOIKKiHCBKO] 371051KicHOI liM¢poMU i3 Manux 1iM¢pOLUTIB acolioBanacs i3
PO3BUTKOM ypakeHb NeviHku y 37,14% (13 /35) naujieHTiB, 1110 CyIPOBOKYyBaJI0Ch aKTUBALli€l0 OKCUIATUBHOTIO
CTpecy, 3pOCTaHHSIM piBHS N-aleTunHepaMiHOBOI KUCI0TH Yy 1,25 pa3a Ta 3HMKEHHSIM BMiCTy LIMTPYJIiHY y 1,2 pasa
(po0,05) y cupoBartLi KpOBi IOPiBHSHO i3 MPAaKTUYHO 30POBUMHU. Y NaHUX MAIL[i€HTIB IPOBENEeHHS XiMioTepartil
CYIIPOBOKYBAJIOCH IiIBULIEHHSIM YaCTOTH IOPYLIeHb 6i0XiMiYHMX II€4iHKOBUX TECTIB X0JI€CTaTUYHOTO TUIlY (76,9%
nporu 38,5%, X 2 (1, N=26) = 3,9; p=0,047), nporpecyBaHHsIM OKCUJIATHBHOTO CTPECY Ta MOPYIIEHHSIMU
apriHiH/UUTPYJ1iHOBOTO LMKIIY i pE3UCTEHTHOCTI CIM30BOroO 6ap’epy KuileyHuKka. Kom6iHOBaHe NpU3HAYeHHSs S-
anemertioHiny i Bifidobacterium infantis 35624 na ¢oni ximioTepanii faHUM XBOPUM IO3BOJINJIO 3MEHIIUTH PUKK
PO3BUTKY LIUTOCTATUK- iHAYKOBAHMX IeaTOTOKCUYHUX peakuii (15,4% npotu 76,9%, X 2 (1, N=25) =9,07; p=0,002) i3
BiJHOBJIEHHSIM (PYHKLiOHAJIbBHOTO CTaHy CJIM30BOi KUIIEYHMKA. Y XBOPUX HA MHOKAHHY Mi€JIOMY, SIKi MaJIu
MIePBUHHI KJIiHIYHI 03HAaKU yPA)KEHHS KUIIEYHMKA Y BUIJIAT] NiapEHHOrO CUHAPOMY, IIPOTPECis 3aXBOPIOBAHHS
CYIIPOBOMXyBaslach (POPMyBaHHSIM ypakeHb Ievinku y 86,8% (33 /38) naujieHTiB, 110 xapaKTepu3yBaIuCh
PO3BUTKOM CUHJPOMY LIMTOJIi3y Ta CYNPOBOIKYBAINCh aKTUBALi€I0 OKCUAATUBHOTO CTPECY, 3HIKEHHSIM
KOHILEHTpaLii UUTPYyiHy y 1,22 paza (pn0,05) y cupoBartiii KpoBi MOPIBHSIHO i3 MPaKTUYHO 310poBUMH. [1if mieto
ximioTepanii y 91,6% (11 /12) xBopux Ha MHOXKMHHY MiesIoMy 3a(pikCOBaHO PO3BUTOK MOPYIIEHDb 06iOXIMIUHUX
[I€YiHKOBUX TECTIB X0JIECTATUYHOTO THUILY, 1IJ0 CYIIPOBOPKYBAJIOCh MOTJIMOJIEHHSIM IIPOOKCUAAHTHO-
AQHTMOKCHUAHTHOTO OUCOasIaHCy Ta MOPYIIEHHSIMU (PYHKIiOHAIbHOI 30aTHOCTI KuleyHuKa. Kom6iHOBaHe
npusHaueHHs L-opHiTuHy-L-acnaprarty i Bifidobacterium infantis 35624 na ¢oni ximiorepanii y xBopux Ha
MHOXXVHHY Mi€JIOMY JI03BOJIMJIO 3MEHIIATY MIMOBiPHICTbh PO3BUTKY LMTOCTATHMK-iHIyKOBAaHMX I€laTOTOKCUYHUX
peaxiiii (8,3% npotu 76,9%, X 2 (1, N=25)=17,63; p=0,00002), 3HU3UTH aKTUBHICTb OKCUJATUBHOTO CTPECY Ta
BiZHOBUTH LiJiCHICTh Ta QYHKI[IOHANBHUM 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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dopma BracHOCTI: JlepxasHa

Cdepa yIIpaBJIiHHﬂ: MiHicTepCTBO OXOPOHU 3/10POB 51 YKpaiHu
InenTudikarop ROR:

CeKkTop HayKH: [anyseBuii

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. ®apeenko 'anuHa JImutpiBHa

2. Galyna D. Fadieienko

KBasidikanis: 1. men. n., npodecop, 14.01.02
ImenTudikarop ORCHID ID: 0000-0003-0881-6541
JomaTkoBa iH(i)OpMaI.[iﬂ: ;unieH-Kop. HAMH Ykpainu

IloBHE HaliMEeHYBaHHS IOPUAHYHOL 0CO0H: JlepkaBHa ycraHoBa "HalioHabHuiA iHCTUTYT Teparii imeHi

JL'T. Manoi HaujioHanpHOI akagemii MeguYHMX HayK YKpaiHu'

Kopg 3a €IPIIOY: 04528465

Micue3HaxoaKeHHsI: np. Jlio6osi Manoi, 2-a, XapkiB, XapkiBchkuii p-H., 61039, Vkpaina
dopma BracHOCTI: JlepxaBHa

Cdepa praBJIiHHﬂ: HaujonanbHa akageMis MEIUYHUX HAYK YKpaiHU
InenTudikarop ROR:

CeKTop HayKH: AkafeMivHuit

PeuenseHTu

BaacHe IlpizBume Im'st [1o-6aTbKOBI:

1. Kocrenko Biraniit OsekcaHnpoBuY

2. VITALII O. KOSTENKO

KBasigikanis: n.men.n., npodecop, 14.03.05
InenTudikarop ORCHID ID: 0000-0002-3965-1826
JoparkoBa iHpopmamnist:

IToBHe HaliMEeHYBaHHSI IOPHUAHUYHOI 0COOH: [10/ITaBCHKMIA IEPKABHUI MEAVYHUI yHIBEPCUTET



Kopg 3a €IPIIOY: 43937407

Micueaﬂaxo,zm(eﬂmlz ByJ1. llleByeHKo, 6ya. 23, [Tonrtasa, [TontaBeekuil p-H., 36011, Ykpaina

dopma ByacHOCTI: Jlepxkasna

Cdepa ynpaBriHHS: MiHicTepPCTBO 0XOPOHU 31,0POB's YKpaiHu

InenTudikarop ROR:

CeKkTop HayKH: [anyseBuil

VIII. 3ak1104Hi BiZOMOCTI

BaacHe IlpizBuie Im's ITo-6aTbKOBI

TOJIOBH pajgu

BiiacHe IIpizBuine Im'sa Ilo-6aTbKOBI

TOJIOBYIOYOTO Ha 3acCimaHHi

BignoBigasibHUI 3a MiATOTOBKY

00JIiIKOBHX JOKYMEHTIB

PeecTpaTtop

KepiBnHuKk Bigginy YKpIHTEI, mo €

BiZNOBiZaJIbHUM 32 peeCcTpallilo HayKOBOIi

OisIIBHOCTI

Binam Cepriit Muxainosny

Binam Cepriit MuxaitnoBuy

[Ipuxigpko OneHa OnekciiBHa

VKpIHTEI

Opuenko TersiHa AHaToOJIiBHA



