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Pedepar:

1. O6'eKT mOCHiIKEHHS: MigBUIIEHHS e(EeKTUBHOCTI IPOMEHEe-BOr0 JIiKyBaHHSI OHKOJIOTIYHMX XBOPUX. MeTa
IOCJIiIKEHHS: TaTOT€HeTUYHe OO PYHTYBAaHHS BU-KOPUCTAHHS HAIMlPaBJI€HOI iHAYKLii LlepaMifHOro MKy arorm-
TO3Y, @ TAKOXK BBEJJ€HHS B KypC KOMOIHOBAaHOT0 aHTMOJIaCTO-MHOTO JIIKyBaHHSI KOPUTYBaJIbHOI CYIIPOBiHOI Tepartii
Ha OC-HOBi BUSBJIEHHS 3aKOHOMIPHOCTEH Py TOMEOCTATUYHUX [10-PYyLIEHDb B AUHAMilli IPOMEHEBO] Tepartii 3
iHIYKTOPOM aron-To3y TakcoTepoM.MeTou AOCiIpKeHHS: 1aTo(i3i00riuHi, KIiHiKo-71a60paTopHi i

iHCTpyMEeHTaJIbHi, 6i0XiMi4Hi, KOAryJI0JI0ri4Hi, iMyHOJIOTiYHi, paflioi30TOIHI, [iCTOJIOTiYHI, €JIeKTPOHHO-



MIKPOCKOIIiYHi, cTaTuCTUYHi. TeopeTnyHe i mpakTUYHE 3HaYE€HHS OTPUMaHUX pPe3ysbTaTiB: OTprMaHi HOBi HAYKOBI
IaHi Mpo MexaHi3mu aii pa-giomoaudikaTopiB TakcoTepy i €TONo3uAy Ha aKTUBALLi0 L[e-PaMiZIHOTO LIJIIXY
aronTo3y AO3BOJIMIIM JATHU [aTOTEHETUYHE OOIPYHTYBaHHS i PO3pOOMTH METO, Heoa 1oBaHTHOI [1T 3 TonepanTHOIO
I03010 TAaKCOTEPY NP KOMOIHOBAaHOMY JIiKy-BaHHI XBOPUX 3 IEPBMHHO HeonepabeabHum PI'3. [laTrorene-TudHo
OGI'PYHTOBAHO i BIIPOBA/IKEHO BIIPAKTUKY KJIiHIYHOI MEIMIIMHU METOJ, CYIIPOBiIHOI Teparii i3 3acCTOCyBaHHSM Ipe-
napariB IpUPOLHOTO (TBAPMHHOTO i POCIMHHOTO) IT0XOPKEH-Hsl 1715 3a106iraHHs i Kopeklii po3nazis romeocrasy
nipu I1T 3 TakcoTepoM. Po3po6iieHi MeTou IPOMEHEBOTO JIiKyBaHHS 3 11iJIeCIIPSIMOBAHOIO iHIyKIlieto arnonTo3y 1K
TOJIEPAHTHMMMU [03aMHU TAKCOTEPY i CYNpOBigHOI Tepartii. ['inoxosecrepuHe-Mmilo, rinepTpUuriinepuneMiio,
3poctaHH4 piBH# JITIBII i sBU-1a rinepkoaryJsisiii MO>KHA PO3IJISAIATY K HECIIPUSATINBI IPOTHOCTUYHI O3HAKU
IIPOTiKaHHS OHKOJIOTIYHOrO IpoLecy.HaykoBa HOBA3HA OTPMMAaHUX PE3yJIbTaTiB: EKCIIEpUMEHTAIbHO BCTaHOBJIEHO,
1O [UTOCTATUKU TAKCOTEP i €TONO3U]] B yMOBAX in Vivo CIIPUSIIOTH GibII HDK TPbOX- i I'ITUPA30BOMY (BiANOBiIHO)
301JIBIIEHHIO B Pa/liOPE3UCTEHTHUX KIIITUHAX IyX-JIMHU ['epeHa BMiCTy IpoanonTo3Horo juinigy 1, mo go3sosse
3aCTOCOBYBATH Lii ITpernaparTu sik pagiomonudikaropu. BcTaHoBieHO, 10 MeXaHi3M MOJ0JIaHHS
pagiopesucreHTHOCTI [IK kapuuHoMu ['epeHa py BUKOPUCTaHHI TAKCO-TEPY 1 €TONO3UY B SIKOCTI
pazsiomonndikaTopiB CHiNIbHO 3 IOKAJIbHUM PEHTTE€HIBCbKUM OIPOMiHEHHSIMIYXJIMHU MOB'I3aHUH 3 iCTOTHUAM (Y 4 i
Maiike B 6 pasiB BiANOBITHO) MifBUIIEHHSM B HUX CUHTe3Y i HakonuyeHHs LI, Briepiue misxom BU3HAYEHHS
aKTUBHOCTI CUHTe3y okpeMux (ppaxuiii COJI 3a OOMOror paliocakTUBHOrO nonepegHuka — 14C-naabMiTUHOBOI
KUCJIOTH — [TI0Ka3aHi pi3Hi mexanizmu Hakonu-4eHH4 1 B [1IK nipu gii TakcoTepy i erono3unmy. 3poctanns BMicty 1 i
inpyKuii anonTo3y npu BBeEHHI TaKCOTePy 3[iliC-HIOEThCS 32 PAXyHOK cHHTe3y Ll de novo; npu BBeIeHH] €T0-
1031y HaKONM4Y€eHHs 1 BiiOyBaeThCS He JIMIIE 3a PaXyHOK 0ro CUHTe3y de novo, aje i B pe3ysbTaTi IEPETBOPEHHS
C®JI Ha 11 i 3HMXeHHs piBHA Aerpagauii LI, npo 1o cBifuuTbh HU3b-KUM BMICT cpiHro3uny. Briepue
€KCIIepUMEHTAJIbHO BCTAHOB-JIEHO, 110 HAIMipHe MiJBUIIEHHS CUHTEe3Y i HaKoMW4eHHs npoanonto3Horo COJI
uepaminy B [1K nipu BBeJieHHi €TONO-31Uy CYITPOBOIKY€EThCSI HE3HAYHOIO aKTUBaLli€lo (Ha 25%) CUHTe3y
npornposidpepaTuBHOro Jininy - rioxosunyepaminy (I'JIL), sK KomIeHCcaTOPHOIO BifIIOBIAII0 HA MifBUIIEHY
aronTo-3Hy 3arubesib KIiTUH. Bucoknii nokasnuk cnis BigHomeHHs 11 /TJIL B TTIK nopiBHSAHO 3 KOHTPOJIEM CBiUUATD
[IPO NPEBAIIO-BAHHS allONTO3HOI CIIPAMOBAHOCTI Aii eTornosuay. Brepiie B KIiTUHAX MyXJIMHU XBOpUX Ha PI'3
[IoKa3zaHa aKTUBallisl LiepaMi-IHOro MJIsIXy alonTo3y IIif BIIJIMBOM panio Monudikalii Takco-TepoMm. Briepiue
PO3p06JIEHO i BIIPOBAPKEHO B KJIiHIYHY IPaKTU-Ky MeTOZ, Heoa toBaHTHOI 1T 3 TojlepaHTHUMU [103aMU TaKCO-TEPY
IIpU IEPBUHHO HeonepabenbHoMy PI'3, mo 3a6e3nedye BU-COKUI CTYIiHb penyKLii MyXJIMHYA, MOKJIUBICTb
nepeBeIeHHs IyXJIMHU B OllepabesIbHUI CTaH, a TaKOXK [103BOJIsIE 3HU3NUTH pi-BeHb Kartamnasii [1K, 1o, MoxX11Bo,
3bepersucs. Briepiie BcTa-HOBJIEH] 3aKOHOMIPHOCTI 3MiH Psily CUCTEM FOMeOCTasy (IIPO- i aHTUOKCUIAHTHOI,
reMOCTaTUYHOI, JIMiJHOTo 0OMiHy, BUPaXe-HOCTi eHJ0TOoKCceMii) y xBopux Ha PI'3 no i Ha i I1T 3 pagiomo-
I1(pIiKaTOPOM TaKCOTEPOM, L0 JO3BOJIMIIO PO3POOUTH NATOr€He-TUYHO OOIPYHTOBAHY CYNPOBiIHY Teparlilo s
nornepeyKeHHs i Kopeklii romeocTaTUyHUX po37afiB. CTyIiHb BIPOBAIKEHHSI: XapKiBCbKOTO 00JIACHOTO KJIiHi~
YHOT'O OHKOJIOTIYHOTrO JucnaHcepy i kiaiHiku 1Y «IHctutyT meguynoi pagiosorii im. C.I1. I'purop’eBa AMH Ykpainu».
BxuitodeHi B HaB4asibHUI Npouec Kadenp naToJoriynoi ¢isio-sorii i onkosorii XHMY, kadenp narosnoriyHoi
diziosorii JoHenpKoro, JJHITponeTpoBCchKOro i JIyraHChbKOro MEeIUYHUX YHiBepCUTeTiB, Kadeapy OHKOIOTIYHO]

rinekoJiorii XMATIIO. Cdepa (ranysb) BAKOPUCTAHHS: MeIUIIMHA, 1aTOJIOTiUHA (i3iosIorisl, OHKOJIOTIs.

2. Object of study: effectiveness increase of radiation treatment of cancer patients.The aim of study: pathogenetic
ground for usage of di-rectional induction of ceramide pathway of apoptosis, and also introducing combined
antiblastoma treatment into the course of treatment with modifying accompanying therapy on the basis of
detection of the pattern of malfunction of homeostasis in the course of radiation therapy with inductor of
apoptosis by taxoter.Methods of study: pathophysiological, clinical laboratory and instrumental, biochemical,
coagulologic, immunological, radioisotope, histological, electro-microscopic, statistical. Theoretical and practical
importance of results ob-tained: new obtained data about mechanism of effect of radio modifiers of taxoter and
etoposide on activation of ceramide pathway of apoptosis allowed to give pathogenetic ground and to develop
method of neoadjuvant radiation therapy with tol-erant dosage of taxoter while combined treatment of patients
with primary inoperable breastcancer. A patent for method of radiation therapy with induction of apoptosis by



taxoter is ob-tained; method of accompanying therapy with usage of drugs of natural (animal and vegetable) origin
was pathogenetically grounded and introduced into practice of clinical medicine fro prevention and correction of
homeostasis malfunction while radiation therapy with taxoter. The methods of radiation treatment with
directional induction of apoptosis of tumor cells with tolerant dosage of taxoter and accompanying ther-apy
developed. Hypocholesterinemia, hypertriglyceridemia, increase of level of high-density lipoproteins and
phenomena of hypercoagulation can be regarded as unfavorable prognostic features of oncological
process.Scientific novelty: A complex experimental study was conducted of mechanisms of induction of ceramide
pathway of apoptosis, mechanisms of synthesis and accumulation of proapoptosis ceramide lipid in the tumor,
influence of quanti-tative contents of ceramide on intensity of apoptosis and influ-enceof medicamentous radio
modifiers of taxoter and eto-poside on selective management of radio-sensitivity of tumor cells. It is
experimentally established that cytostatics of taxoters and etoposides in conditions in vivo favor more than three
and five times (accordingly) increase of content of proapoptosis lipid of ceramide in radio-resistant cells of
Guerin's tumor, which allows the usage of these drugs as radio modifiers. Its is established that the mechanism of
overcoming of radio-resistance of tumor cells of Guerin's carcinoma when using of taxoter and etoposide as radio
modifiers together with local Roentgen irradiation of tumor is connected to a consider-able (4 and almost 6 times
accordingly) increase of synthesis and accumulation of ceramide in them. For the first time by means of
determination of activeness of synthesis of separate fractions of sphingolipids with the help of radioactive precur-
sor 14C- palmitic acid different mechanisms of accumulating of ceramide in tumor cells have been shown when
influenced with taxoter and etoposide. The increase of content of cera-mide and induction of apoptosis when
introducing the taxoter is performed by means of synthesis of ceramide de novo; when introducing the etoposide
the accumulation of ceramide is performed not only by means of its synthesis de novo but also due to
transformation of sphingomyelin into ceramide and decrease of level of degradation of ceramide which is shown
by low content of sphyngosin. For the first time it is experimentally proven that excessive increase of level of
synthesis and accumulation of proapoptosis sphingolipid of ceramide in tumor cells when introducing etoposide is
accompanied by insignificant activation (by 25%) of synthesis of pro- proliferative lipid - glucosideceramide as
complex reaction to increased apoptosis death of cells. High rate of ratio ceramide/ glucosideceramide in tumor
cells in comparison with control indicate domination of apoptosis orientation of etoposide effect. For the first time
activation of ceramide process of apoptosis has been shown under the influence of radio modification with taxoter
in the cells of tumor of patients with breast cancer. For the first time method of neoadjuvant radiation therapy is
created and implemented in clinic practice with tolerant dosage of taxoter for primary inoperable breast cancer,
providing high degree of reduction of tumor, possibility of tumor transformation into operable condition and also
which allows to decrease the level of cataplasis of possibly remained tumor cells. For the first time patterns of
changes of some systems of homeostasis (pro- and antioxidant, homeopathic, lipid metabolism, intensity of
endotoxemia) of patients with breast cancer while radioactive therapy with radio modifier taxoter have been
determined which allowed to develop pathogenetically grounded accompanying therapy for prevention and
correction of these disorders. Degree of introduction: into educational process of de-partments of pathological
physiology and oncology of Kharkiv National MedicalUniversity, Ukrainian Medical Stomatology Academy,
departments of pathological physiology of Donetsk, Lugansk and Dnepropetrovsk Medical Universities, depart-
ment of oncological gynecology of Kharkiv Medical Academy of advanced studies and department of radioactive
medicine of Ukrainian Medical Stomatological Academy. Recommenda-tions are introduced in to practice of
departments of radiation therapy of Kharkiv district clinical oncological dispensary and “Institute of medical
radiology named after S.P.Grigoriev, Academician of Ministry of Science of Ukraine”. Field (area) of usage:
medicine, pathophysiology, on-cology.
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