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1. Y npuceprauii HaBe[leHO 3'SICyBaHHS IATOT€HETUYHOI POJIi METab0JIiYHNX IPOLECIB Y PO3BUTKY €HIOT€HHOI
TOKCeMii, 3yMOBJIEHOI METOTPEKCATOM, TPOTEKTOPHOI poJIi KasbLiio (OJIiHATY B €KCIIEPUMEHT] Ta HaBeJleHO HOBE
BUPILIEHHS aKTyaJIbHOTO HAyKOBOTO 3aBIAHHS, IO IT0JISrae Y 3aCTOCYBAaHHi Teparlii CylIpoBOAY ME€IUKaMEHTO3HOTO
JIiKyBaHHSI IIPOrPeCy040i TpyOHOI BariTHOCTI Ta BOOCKOHAJIEHHI KOMIJIEKCHOI IPEerpaBiiapHOi MiArOTOBKY KiHOK 3
€KTOIIYHOIO BATiTHICTIO 3 METOIO 30€PEXXEHHSI PENIPOAYKTUBHOIO 30POB’s. JJOCIiIPKEHHS BKIIIOYAJIO

€KCIIEPUMEHTAJIbHY Ta KJIiHiYHY YaCTMHU (PETPOCIEKTUBHUI i NPOCNEKTMBHUI €Tanu) po6oTu. 3a yMOB



€KCIIEPUMEHTAJIbHOTO 3aCTOCYBAHHS Pi3HUX 103 METOTPEKCATY B OPraHi3mi MiggoCaigHUX TBAPUH BigMi4eHO 3Ha4YHi
BiIXWJIEHHS [1I0Ka3HUKIB QYHKIIOHAJILHOI'O CTaHy II€YiHKK: 3pOCTaB PiBeHb ajlaHiHaMiHOTpaHcdepasHy,
acrapraramiHoTpaHc-depasy, kucioi pocdarasy, ay>xHoi pocdaTasy; 36i/blIyBaBCSI EPUTPOLIUTAPHUIM iHIEKC
iHTOKCHKallii, 3pocTaB BMiCT (PpaKLliil MOJIEKYJ cepeHbOi Mach. TOKCHYHICTD Aii METOTpeKcaTy MaHi(ecTyBaa
OKCHUJATMBHMM CTPECOM; (PYHKLIOHATIBHOIO HECIIPOMOXKHICTIO aHTUOKCUAAHTHOTO 3aXUCTY; PiBE€HD IJIIOKO3H,
KpeaTUuHiHy Ta 6inipy6iHy 1OCTOBIpHO He 3MiHIOBaBCs. B ymOBax IUTOTOKCHUYHOI J1ii MeTOTpeKcaTy Bigmivanucs
icTOTHI 3MiHM Ir'yMOpasIbHOI JIJaHKM iIMyHHOI cucTemu (3pocTas BMicT Ig A, Ig M, Ig G , TNF-n0, IMpKyJII0I04MX iIMyHHHUX
KOMILJIEKCIB), 3pOCTajla akTUBHICTb allONITUYHO- Ta HEKPOTUYHO 3MiHEHUX HEUTPOQisiB y KpoBi. [1if mieto ogHO- Ta
IIBOPa30BOT0 BUKOPUCTAHHSI METOTPEKCATy BifidyBanucs 10303a1exHi MOpHOPYHKLiOHATIBHI TOPYIIEHHS
CTPYKTYPHHUX 3MiH MaTKU i e4iHku. TapreTHe BUKOPUCTAHHS Kajbllilo ¢oJliHATy CIIpUsIO HopMadidauii 6ioxiMiuHux
[IOKa3HMKIB Ta MPOSIBiB LIUTOJIITUYHOTO CUHIPOMY; 3HIDKEHHIO €HIOTOKCUKO3Y; [I0CJIa0JIEHHIO OKCUIATUBHOTO
CTpecy; aKTUBi3allii aHTMOKCUJIAHTHOTO 3aXMUCTy; HOpMaJlidauii iMyHHOro cratycy. Ha ¢poni Hopmanizanii
6ioxiMiUYHUX [1I0Ka3HUKIB NIOKpalyBanacs MoppodyHKIiOHaNIbHA CTPYKTYypa MATKU i [Ie4iHKM eKCIIepUMEHTaIbHUX
TBAapVH IIPU 3aCTOCYBaHHI Pi3HUX J03 METOTPEKCATy i TApreTHOMY BUKOPUCTaHHi KasbLito ¢osinary. Ha
PETPOCIIEKTUBHOMY €Talli pOOOTH BU3HAUEHO HA61/IbII 3HAUMMI IAHCYU PU3UKY BUHMKHEHHS [103aMaTKOBOI
BariTHOCTI: paHHE CTaTeBe XXUTTS; BUCOKUM iH(PeKUifHNII iHIeKC y AUTUHCTBI; BHyTPIlIHbOMATKOBI KOHTpaLleITUBY;
MeJu4Hi ab0pTH B aHaMHe3i; IKiJJIMBi 3BUYKY — MaJliHHS, 3aajbHi 3aXBOPIOBAHHS KiHOUMX CTaTEBUX OPTaHiB
(apHeKCuTH, KOJIBbIITH). BIIMB IUTOCTaTHKA METOTPEKCATy Ha OPTaHi3M XBOPHUX XKIHOK € 4,0303aJIEKHUM (IIpU
IIBOPa30BOMY BBEJIEHHI METOTpeKcaTy Ha 3 Ta 7 100U CIIOCTepiraeThCs BiporinHe MmifABUILEHHS PiBHS
acrnapraramiHoTpaHcdepasy, anaHiHamiHoTpaHcdepasy, KpeaTuHiHy Ta akTUBHOCTI JIy>KHOI pocdarasu, KUCIOoi
docdarasy, Tofi SIK OIHOPA30BE 3aCTOCYBAHHSI METOTPEKCATY HE Ma€ LIUTOJIITUYHOrO BILJIMBY Ha I1€4iHKOBI
KJIITUHUY, He 3MiHIO€ PiBeHb 3arajibHOTO 6iipy6iHy, IJII0KO3H, ajle JOCTOBIPHO BUKJIMKA€E 3POCTAHHS PiBHS
roMmolcTeiny, 3HUKeHHs piBHA BiTaminy D, ¢osieBoi kucnotu y nia3mi KpoBsi. Ha 30 no6y miciis
MeIMKaMEHTO3HOTO JIiKyBaHHSI €KTOIIYHOI BariTHOCTI LIUTOCTATHKOM piBeHb (0J1ieBOi KUCIOTH, FOMOLIUCTEIHY Ta
BiTamiHy D 3a7uIaTbcs JOCTOBIPHO BiIMiHHUMM BiJl KOHTPOJIIO. 3aCTOCYBAaHHS Kajbllilo (POJIiHATY Y XBOPUX IIpU
OJIHOPa30BOMY Ta ABOPa30BOMY BUKOPUCTAHHI METOTPEKCATY IOBHICTIO OJIOKY€ ITPOSIBU IIUTOJNITUYHOTO Ta
X0JIeCTaTUYHOT'O CUH/IPOMIB, JI€10 3HW)KYE TOKCUYHUI BIIJIMB Ha oJIaTHUM OOMIH i piBeHb roMonucTeiny ta
BiTaminy D. PanHill Ta ni3Hiil anonTo3 HEUTPOQiIiB He 3a/1EXKUTD Bif JI0Kasi3allii BariTHOCTI i JOCTOBIPHO 3pOCTa€e Ha
(OHI 3aCTOCYBaHHS Pi3HUX [,03 METOTPeKcary. [106iuyHNi eeKT 3aCTOCYBaHHSI METOTPEKCATY OYB 0303aJI€KHUM i
MIPOSIBJISIBCSl 3POCTAHHSIM YaCTOTU PaHHIX Ta Mi3HIX yCKIaAHEeHb TOKCHUYHA il HTUTOCTAaTUKA YCyBajach
3aCTOCYBaHHSM Teparlii CylpoBozly — KaJbliito (osiiHaTOM (BTpUYi 3MEHIIyBaJa BiZlCOTOK XBOPHUX 3 aHEMi€lo Ta
neiikonexieto (p<0,05)). MearKaMeHTO3He JIiKyBaHHS 103aMaTKOBOI BariTHOCTi METOTPEKCATOM MOPIBHSHO 3
OIlepaTMBHUM BTPY4YaHHSM [103BOJIsIE ¥ 2,5 pa3u epeKTUBHille 306epiraTi MpoxigHiCTb MaTKOBUX TPYO.
3acrocyBaHHs Kajblliio (oJiHATY B SIKOCTi Teparlii CylipoBOJy MeJMKaMeHTO3HOTIO JIiKyBaHHS €KTOIIYHOI BariTHOCTI
Ta KOMIIJIEKCHA peabiiTalliiiHa cxeMa IperpasijlapHoi MiZirOTOBKY J03BOJISIE YCYHYTU TOKCUYHY JIil0 IUTOCTaTUKA
(BTpHMYi 3MEHIIIy€ BiICOTOK XBOPHUX 3 aHEMI€IO Ta JIEMKOIEHi€l0, HOpMaJli3yBaTH PiBeHb (POJIi€BOi KUCIIOTH,
romorcTeiny, Bitaminy D, 3HWKYe BiCOTOK BUKUIHIB Y 2 pa3u, Cripusi€ 30iJIbIIE€HHI0 aOCOIIOTHNX 3HAUY€Hb
KJIiHIYHUX BariTHOcTel 1o 37,5 %, a HapogykeHux >xuBuMu 110 30,0 %, mo Ha 10 % 6inblLie, HDK y TPYILi XBOPUX, SIKi

]IiKyBaJII/ICb JINIE METOTPEKCATOM.

2. The dissertation presents a novel solution to a relevant scientific problem conveying an experimental
confirmation of the protective role of calcium folinate as an effective adjuvant to a methotrexate therapy for the
treatment of progressing tubal pregnancy, improving comprehensive pre-pregnancy preparation of women with
ectopic pregnancy, and preserving reproductive health. The study included the experimental part and the clinical
part (retrospective and prospective stages) of the work. In experimental animals use of different doses of
methotrexate leads to a significant dose-dependent deviations of indicators of the functional status of liver: the
level of ALT, AST, acid phosphatase activities, alkaline phosphatase has increased; erythrocyte intoxication index
has increased; medium molecular weight peptides has increased. Toxicity of methotrexate was manifested by the
presence of oxidative stress, as well as impaired antioxidant protection, glucose, creatinine and bilirubin levels did



not change significantly. Furthermore, cytotoxic action of methotrexate was accompanied by significant changes
of the humoral immune system (level of Ig A, Ig M, Ig G, TNF-n, CICs has increased), greater number of apoptotic
and necrotic neutrophils in the blood, as well as dose-dependent morpho-functional structural alterations of the
uterus and liver in response to a single and double injection of methotrexate. Targeted therapy with calcium
folinate promotes normalization of biochemical parameters and manifestations of cytolytic syndrome; reduced
oxidative stress, activated antioxidant protection, normalization of imune state, improved morphological structural
organization of liver and uterus of experimental animals treated with different doses of methotrexate. The most
influential chances of ectopic pregnancy risk has identified at retrospective stage: early sex life; high infectious
index in childhood; intrauterine spirals; medical abortion in history; smoking habits; inflammatory diseases of the
female genital organs (adnexitis, colpitis). The effect of cytostatic methotrexate on the women body is dose-
dependent. Double administration of methotrexate on days 3 and 7 causes a significant increase in the enzymes
AST, ALT, acetic and alkaline phosphatases, creatinine, whereas, single use of methotrexate has no cytolytic effect
on liver, does not affect blood levels of total bilirubin, glucose, but significantly raises levels of homocysteine, a
decreases levels of vitamin D, folic acid in the plasma. Even after 30 days after treatment of ectopic pregnancy with
cytostatic, concentrations of folic acid, homocysteine and vitamin D remain significantly different from control.
The administration of calcium folinate with single and double dose of methotrexate completely attenuates
manifestations of cytolytic and cholestatic syndromes while reducing the toxic effect on plasma levels of folate,
homocysteine and vitamine. The early and late apoptosis of neutrophils does not depend on the localization of
pregnancy and is significantly higher after use of methotrexate in a dose-dependent manner. The side effect of
methotrexate was also dose-dependent and manifested by an increased risk of early and late complications. The
toxic effects of cytostatics eliminates by adjuvant therapy with calcium folinate (three times reduces the
percentage of patients with anemia and leukopenia. The conservative treatment of ectopic pregnancy with
methotrexate in comparison with surgery allows 2.5 times more effective to maintain patency of the fallopian
tubes. The calcium folinate as a accompany therapy to conservative treatment of ectopic pregnancy and a complex
rehabilitation of pre-pregnancy preparation allows us to eliminate the toxic effects of cytostatics: reduce the level
of patients with anemia and leukopenia by three times, normalize folic acid, homocysteine and vitamin D, reduce
the percentage of miscarriages by 2 times, increase the absolute values of clinical pregnancies to 37.5 %, and live
births to 30.0 %, which is 10 % more than in the group of patients treated only methotrexate.
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