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EKCNEPUMEHTAJIbHE BUBYHEHH4 BINJIUBY ABEMETIOHIHY HA
AKTUBHICTb LLYPIB 3 EHLLE®AJIONATIEIO, LLLO OBYMOBJIEHA BMNJINMBOM
NMPOTUTYBEPKYJIbO3HUX NMPEMNAPATIB
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[Hana ctatta nos’asaHa 3 HAOP kadenpn ¢Tusia-
Tpii i nynbMmoHonorii, Ne nepxasHoi peecTtpadii: BH.P.
02.17.05 - 16 Ta kaHgmMpaTcbkol aucepTauieto, Ne
nepxaBHoi peecTtpadii: BH.K. 02.17.18 — 14.

Bctyn. B Haw 4ac 3axBOPIOBAHICTb Ha YyT/IMBI
dopmu TYyOEpPKyNbO3y MNPOAOBXYE 3HMXYBATUCb. 3
ornaay Ha ue enigemia Habyna HoBUX puc. 3okpema,
BiaMiyeHO nopanblue 36inbLEeHHs KiNbKOCTi BUNaakiB
Ximiope3uncTteHTHOro Ty6epkynbo3y (XPTB) B YkpaiHi
Ta CBiTi. 3a oiUiHUMN JaHMMK KiNbKICTb BUMNAAKIB
XPTB carae noHapn 60% [23]. Y 2014 p. YkpaiHa Bnep-
Wwe 3’aBunacsa cepen n’aTy KpaiH CBIiTy 3 HABINbLLIOW
PO3MOBCIOAXEHICTIO  MYNbTUPE3NCTEHTHOrO Tybep-
kynbo3y (MPTB) [5]. 3a aaHumun gocnigxeHHa BOO3
LWoao XiMiOpe3nCTEHTHOro TyOepkynbo3y B YKpaiHi:
22% cepepn, Bnepllue AiarHOCTOBaHMX XBOpux (6-Te
Mmicue) i 56% (5-Te micue) cepen NOBTOPHO NiKOBAHUX
XBOPUX BUAINSIOTb MYNbTUPE3UCTEHTHI MikobakTepii
[15,22]. He 3Baxaloun Ha akTyasibHICTb Ta 3HAYHY yBary
Wwomao uiei npobnemu, edpekTMBHICTL NikyBaHHA XPTB
3annwaeTbCsa He3anoBinbHow. Tak, y 2012 p. nuwe y
34% xBopux Ha MPTB nikyBaHHA 6yno edpekTUBHUM
[12]. NMoponaHHa uiei npobnemn nepenbdadvae 30inb-
LUIEeHHS TEePMIHiB NikyBaHHA XxBopux Ha MPTB, nos npe-
napartiB Ta iX KiIbKOCTi Y CXEMI, WO 3HAYHO NigBULLYE
PU3UK BUHUKHEHHS TOKCUYHUX NoBivYHMX peakuin (MP)
[16]. HagBHICTb TOKCMYHUX yCKnagHEHb XimioTepanii
NPU3BOANTL K 00 HeedEKTUBHOrO NiKyBaHHS, TakK i
[0 HEKOMMJIAEHTHOCTI XBOpMX. Tak, BTpaTa 3B’s3KYy 3
XBOPMMU AJ1 CNOCTEPEXEHHA CTaHOBUTL 28% i nepe-
OyciM BOHa noB’A3aHa i3 PO3BUTKOM MOBIYHMX ABULL,
y BiANOBiAb Ha NPUAOM MPOTUTYOEPKYSIbO3HUX MNpe-
napatis (MTM) [9]. B cTpykTypi MNP Benuke 3Ha4eHHs
MaloTb peakLii 3 60Ky TpaBHOi cMcTeMu, 30Kpema re-
NaToOTOKCUYHI peakuii, cepepn akux 36-54% Bunaakis
CTaHOBUTb HecneumdiyHUn peakTUBHWUI renatut Ta
16-28% — meamkamMeHTo3HMi renatut [6,15]. Cepen,
HENMPOTOKCUYHUX YCKNAaAHEHb BUAINAIOTL OJIOBHUN
6inb, noniHeponariio, BeCcTiOYJI00TOTOKCUYHI peakLil,
NMOPYLLUEHHS CHY, MCUX03M Ta AENPECIt0, HASIBHICTb K0T
YCKNaOHIOE NPOLEC JIiKYBaHHS Ta AKICTb XUTTS XBOPUX
[4,13,16,19,20]. MNMpoTe, B Haw 4Yac posb, CTPYKTypa Ta
MEXaHi3MN BUHUKHEHHS HEMPOTOKCUYHUX 1P BUBYEHI
e HeQOCTaTHLO.

HaranbHow HeOoOXiOHICTIO CbOrOAEHHS € MOLLYKU
npenapariB 3 yHiBEpCanbHUMU HENPO- Ta renaTtonpo-
TEKTOPHUMU MOXJIMBOCTAMU SIKi 6 BUSBNSANW Tepanes-
TWUYHY Aito Npu BiNbWOCTi TOKCMYHMX MNP wono aHTu-
MikobakTepianbHoi Tepanii (AMBET). B sakocTi Takoro
NnepcrnekTMBHOro 3acoby MoxHa 6yno 6 po3rnsHyTU
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apemerTioHiH (fenTpan), Skmin Bigirpae NPoOBIAHY POJSib
Yy NPOMIDXXHOMY MeTaboni3Mi i € nonepegHUKOM Takmx
BaXJ/IMBUX CMOMyK, SIK XOJNiH, UMCTEIH, TaypwH, rny-
TaTioH, KOEH3UM-A Ta iH., BUABASAIOYN TaKUM HMHOM
aHTWOKCUOAHTHI  BNacTUMBOCTI 3  YHiBEpPCabHUMM
NPOTEKTUBHUMU MOXNMBoCTaAMK [11]. Tak, Bupaxe-
Hi LMTONPOTEKTOPHI, aHTUXONECTATUYHI Ta OETOKCU-
KaLiMHi BNacTUBOCTI NpenapaTy afeMeTiOHIH MOXYTb
OyTn aKTyanbHUMUMM NMPK Tepanii NikapCbkKOiHAYKOBA-
HUX 3axBOPIOBaHb nediHky [8]. Takox, BNAMB npena-
paTy Ha MeTaboniyHi Npouecu, LO3BOJISE PO3PAxX0OBY-
BaTW Ha NOMINWEHHSA QYHKLIN LeHTpanbHOI HePBOBOI
cuctemu (LUHC) npu eHuedanonartii pi3HOro reHesy
[71.

Binomo, wo y xsopux Ha XPTB icHye Bucoka Bi-
POrigHICTb BUHUKHEHHSA KOMOpOiaHoi natonorii [3]. Y
GaraTbox BMMNagkKax 4OCTEMEHHO HE BiJOMO YMM BU-
KNMKaHi NPOsiBM HEMPOTOKCUYHMX MOBIYHMX peakuiit
AMBT: 41 ue ycknagaHeHHs koMopOigHoi naTonorii, 4n
ue ocobnmBOCTi (YHKLIOHYBAHHS [OETOKCUKAUIAHOT
cucTemMu opraHiamy. HeobxigHO TakoX BigoKpeMuTu
nposiBu ToKCUYHoi aii AMBT Big nposiBiB iHTOKCMKALLIN-
HOro CMHAPOMY, 3YMOBJIEHOrO OCHOBHWM 3axBOPIO-
BaHHAM, WO i 0OYMOBUIO NPOBEAEHHA HAMU AAHOro
€eKCNepuMeHTanbHOro A0CAIAXEHHS.

MeTta pocnipxeHHa. [ocnianTy nopyLeHHs py-
XOBOIi i MOLIYKOBOi aKTMBHOCTI LWYypPIiB Y “BiAKPUTOMY
noni”, siki 06yMOBJIEHI BNIMBOM NPOTUTYOEPKYNbO3-
HMX NpenapartiB ona NikyBaHHA XiMiIOPE3UCTEHTHOIO
TyOepKynbo3y Ta MOXJIMBOCTI ix KOpekLii 3a A0NOMO-
roto agemMeTnoHuHy (lfentpany).

OO6’eKT i MeTOoAN fOCAIAXEHHS. TBapuHU: LLypU
ninii Wistar Bikom 6 micsuis macoto 220-290 r.

JocnigxeHHa 6yno npoBeAeHo y BianoBiAHOCTI 00
Ounpexktnen 2010 / 63EU EBpOnencbKoro napnamMmeHTy
i Pagu Big 22 BepecHsa 2010 poky npo 3axmcT TBApWH,
O BUKOPUCTOBYIOTLCS A1 HAYKOBUX LiNIEN, a TaKoX
3 HauioHaNbHUMU «3aranbHUMN E€TUYHUMU MPUHLU-
namu ekcriepuMeHTiB Ha TBapuHax» (Ykpaina, 2001) i
BKasiBkamu, BuknageHnmm B «OCHOBHUX MeToaax Bu-
BYEHHSI TOKCUYHOCTI MOTEHUINHUX (dapMaKkonorivyHmx
npenaparie» (O®PL, Ykpaitn, K., 2000). NMpoBeneHHs
ekcrnepumeHTy 6yno cxsaneHe Kowmicieio 3 6ioeTnku
3anopi3bkoro Aep>KaBHOro MeAnYHOro yHiBEPCUTETY
Ta Kowmicieto 3 6ioetukn 3 “BMAIMO MO3 YkpaiHn.

JocnipxeHHa nposeaneHo Ha 30 300pOBUX LLypax.
TBapuHM MiCTUAMCHA B CTaHOAPTHUX YMOBax BiBapito
(12-roguHHMIA cBiTNOBUIA UMK, TemnepaTypa 22°C).
Ana npoBefoeHHA JaHUX eKCNepuMEHTIB TBapwuH nig-
[aBann xap4oBili genpueauii, 0cobMBOCTiI SKOi onu-
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CaHi HMX4e. 3 MeTOol NPUPYYEHHS WYpiB nepen no-
4YaTKOM EKCMEPUMEHTY iX TpUManu B pykax no 2-3 xs.
NPoOTAromM 5 AHIB, WO NOAErlyBano HacTyMHi ekcne-
pPUMEHTasNbHI AOCNIOKEHHS.

TeapuHu 6ynun posnogineHi Ha 3 rpynn no 10 oco-
OWH Y KOXHIIA:

| — oTpumyBana BHYTPILWHbLOLIYHKOBE 30HO0BE
BBELAEHHA 1% KpPOXManbHOro cnm3dy (PO3YMHHUK) B
06’eMi 5 MN, Ta BHYTPILLHbOM’A30BO — @i3ionoriyHni
PO34uH;

Il — BHYTPILWHBOLLYHKOBE 30HA0BE BBELAEHHS NPO-
TUTY6EpPKYNbO3HUX npenapartie (MTM) gna nikyBaHHA
pe3nCcTeHTHUX GopM TyObepkynbol3y — MnipasnHamia,
300 mr/kr, eTtioHamin, 150 mr/kr, umknocepuH, 150 mr/
Kkr, nesodnokcaumH, 200 mMr/kr, Ta BHYTPILLHBOM’130BO
— KaHaMmiuuH 200 Mr/kr;

Il — Ha Tni BBeaeHHs MNTI B aHanoriyHmMx go3sax (K
i B Il rpyni), oTpumyBana napanensHo lentpan y aosi
250 Mr/kr BHYTPILLHBOLLYHKOBO. [TpenapaTtv BBOAUAU
Ha 1% KpoxmanbHOMY cnu3y B 06ca3i 5 mn. BeeneHHs
npoeoannocsa oavH pas Ha aody o 10:00 B ymoBax Bi-
Bapito npotarom 90 gHiB.

Bu3Ha4eHHsI pyxoBoOi i moLIyKOBOIi akTuBHOCTI. Bn-
3HAYEeHHs PYXO0BOI i MOLYKOBOI aKTUBHOCTI NPOBOAN-
flocs 3a 4onoMorow MeToguku «Bigkpute none» 3
BUKOPUCTAHHSAM apeHn BNACHOr0 BUPOOHULITBA PO3-
Mipamu 80x80x35 cm, sik 3a3Ha4YeHO paHiwe. TBapuHy
Oyno po3MilLeHO Yy CepeainHi OJHi€el 3i CTOPIH MOpPA0i0
[0 CTiHKW, NiCNS 4Oro it NPoTAromMm 8 XBUMH 003BONSA-
SN BiIbHO NepemiwaTtmcs no apeHi. OuiHioBanach 3a-
rasbHa nponaeHa BiAcTaHb, 3arasnbHa akTUBHICTb, Bif-
COTOK aKTUBHOCTI i HEaKTUBHOCTI, KiJIbKiCTb 3aBMUpPaHb
i BXOO)KEHb B LLEHTP, BiACTaHb, L0 NnpoiiaeHa 6ins CcTiH-
KM i B LeHTpanbHii 06nacTi apeHun, BepTukanbHa no-
LIYKOBA aKTUBHICTb (KiNIbKICTb CTIAOK Ha 3a4Hix nanax
6ins CTiHKM i B LEHTPI), KiNbKiCTb NOAIA — KOPOTKUNA i
LOBIMA rPYMMIHT, KiIbKiCTb akTiB gedekauii i ypuHauii.

Pe3ynbtaty Ta ix o6pobka. JocnigkeHHs NpoBO-
annucsa Ha 6a3i Bigainy ekcrnepuMeHTanbHoi naTodi-
3ionorii Ta pyHKuioHanbHOI Mopdgonorii Has4anbHOro
MeanKo-nabopaTopHOro LeHTPY 3anopisbkoro aep-
>)XK@BHOIM0 MegM4YHOro yHiBepcutety. ExkcnepumeHTun
nposoaunnca B gobpe OCBIiTNEHil KiMHATi B MOBHIl
Tuwi. MNMpu NpoBeOeHHi eKCnepuMeHTiB OyNo BUKIIIO-
YEeHO BMANB 30BHILLHIX i BHYTPILWHIX Bi3yanbHUX, HIO-
XOBUX i cryxoBux cTumynis. OuiHka NoBeniHKM TBapUH
nposoamnacek nabopaHToMm, sikoMy He Oyfio BiZOMO
NPO MNPUHANEXHICTb TBAPUHU A0 KOHKPETHOI ekcne-
PUMEHTasnbHOI rpynu. 3axonneHHs 300paxeHHs Ta
Oro 3anmc NPoOBOAUMNCH 32 JOMNOMOIrO KONbOPOBOI
Bineokamepun SSC-DC378P (Sony, Japan). AHani3 Bi-
neodanny npoBOANBCSA 32 40MNOMOIOK NMPOrpamMHoro
3abe3neyeHHs Smartv 3.0 (Harvard Apparatus, USA).
CratnctnyHa obpobka peadynbTaTiB NpoBoaAuniacs 3a
nonomoroto Microsoft Excel 2016 3 nakeTom cTaTuc-
TUYHOi 00poOkM AtteStat 12. [na ouiHKM OOCTOBIp-
HOCTI BiAMIHHOCTEN B A0CNIOXYBaHUX rpynax BUKO-
pucTtoByBaBcs kputepin Kpackena-Yonnica 3 post hoc
nonpaekoi [aHHa. BiporigHum BBaxanmcs BigMiH-
HocTi npn p <0,05.

Pe3ynbTraT AoCAiAXEHHS Ta IX 00roBOpeHHs.
Mig yac npoBeAEeHHS OLUiHKM cneundiyHMX NOKa3HUKIB
MEeTOAMNKWN «BigkpuTe none» Oyno BUSIBNEHO, WO BBe-

LeHHd 3a3Ha4veHoi cxemu MTI npn3BoAnn0O 40 AOCTO-
BiPHMX 3MiH aKTUBHOCTI TBAPUWH, @ CaMe — BUPaKEHOro
3HUXEHHSA 3arafibHOi akTUBHOCTI (Ha 25,4 %). daHui
NOKa3HVK B rpyni 3 fenTpanom, HaBNaku, BUSIBUB TEH-
neHuito oo 36inbweHHs (Ha 11,6 %, p = 0,599), xoua
i He MaB OOCTOBIPHWX BIAMIHHOCTE B MOPIBHAHHI 3
KOHTpoNeMm. Kpim Toro, B rpyni TBapuH, 9Ki OTpUMy-
sanwu MNTI, cnocTepiranacs 3Hadnma 3miHa CTPYKTypu
aKTMBHOCTI, @ CaMe — O0CTOBIPHE 3HMXEHHS TpuBa-
NOCTi K BUCOKOIi akTuBHOCTI (Ha 42,0 %), TaK i H13b-
Koi akTnBHOCTI (Ha 20,7 %) 3 OAHOYACHO TEHAEHLLIEIO
00 3MEHLLEHHS KiNbKOCTi 3aBMUpaHb (Ha 14,1 %, p =
0,678), ane 30inblIEHHAM iX TPMBANOCTI (TpUBanicTb
HeaKTUBHOCTI B Ui/l rpyni OCTOBIPHO 36inblinnacs Ha
52,6 % B NOPIBHSAHHI 3 FPYNoOI0 KOHTPOI). Y TOM Xe
Yyac TPUBaniCTb BUCOKOI | HU3bKOT aKTUBHOCTEN B rpyni
3 renTpasoM He mMana AOCTOBIPHUX BiAMIHHOCTEN 3
NoKa3HMKamMm rpynmn KOHTPOJI0, OAHAK TPUBaNiCTb He-
aKTUBHOCTI i KiIbKiCTb 3aBMUpPAHb AOCTOBIPHO 3HU3N-
nncs (Ha 55,0 % i 43,7 %, BignoBiAHO).

Ak BBegeHHsa naHux MNTI y cxemax, Tak i ix 3acTo-
CYBaHHS1 napanenbHo 3 rentpanom, Npu3BOAMAO A0
OOCTOBIPHOrO NiABULLLEHHS MNPOMAEHOI BiaCTaHi 3a
yac npoBeneHHs ekcnepumeHTy (Ha 32,1 % i 59,2 %,
BiOMOBIAHO) B MOPIBHSAHHI 3 KOHTponem. lpoTe, #o-
CTOBIPHUX BiAMIHHOCTEN 3a LM NOKA3HMKOM MiX eKC-
nepuMeHTanbHUMK rpynamm BiA3Ha4YeHo He 6yno. Ak
TBapuHWU B | rpyni (KOHTPONb), Tak i TBapuHu B Il rpyni
(aki oTpumyBanu nuwe [MTI) npoxoounn MeHLy Bia-
CTaHb Y LUEHTPasbHiIN 4aCTUHI apeHN B MOPIBHSAHHI 3
rpynolo sika oTpumyBsana anemeTioHiH (fentpan) (B
7 pasiB i 4,3 pasu, BignosigHo, p <0,05). YHMKHEHHSA
LLeHTpaNbHOI YaCTUHN apeHun, a Takox OinbLua, B no-
PIBHAHHI 3 rpynol, fdka oTpuMyBana ageMeTiOHIH,
KiNbKiCTb i TpMBaniCTe 3aBMUPaHb CBIAYUTbL MPO PO3-
BUTOK TPUBOXHOI MOBEAIHKN Y TBAPUH 3 FPYMNu KOHTP-
Onl0 Ta rpynm, aka otpumysana nvwe [MTM (B TOMy
4yucni, i 9K peakuisi Ha BHYTPILWHbOLLITYHKOBE 30HO0BE
Ta BHYTPIiWWHbOM'A30Be BBeAeHHS). OaHak, BBEOEHHS
MTN B komb6iHauii 3 renTpanom NpM3BOAMIIO OO0 AO-
CTOBIpPHOro 36iNbLUEHHS BEPTMKaIbHOI NOLUYKOBOI ak-
TUBHOCTI (36iNbLUEHHS KiNbKOCTI CTiliOK 6ins CTiHKK B
3 pasu i B ueHTpasnbHil YacTUHI apeHn B 2 pasn), Wo
CNiNbHO 3i 36iNbLUEHHSM 3aranbHOi aKTUBHOCTI MOXe
CNYXWUTU NOKAa3HMKOM MiABULLLEHOT 30YyANMBOCTI | eMo-
UiNHOCTI TBapuH. B iHWMX noka3Hukax AO0CTOBIPHUX
BiAMIHHOCTEW BUABNEHO He Byno (Tabn.).

BuaBneHi nig yac gocnigxeHHs HeraTuBHI edek-
T TpmBanoro BeegeHHsa MTIM Ha Buwi dyHkuji LLHC,
MMOBiIpHO, 0OYMOBMEHi MNOEOQHAHO HEWPOTOKCUY-
HOIO A€ NpenapariB, AKi BXOAATb A0 CKnagy CyMilli,
L0 Npv TpMBanoOMy BBEAEHHI NPM3BENO A0 PO3BUTKY
TOKCUYHOI eHuedanonarii Npo Lo, CBiaYyaTb TakoX 1
poboTu iHWmx aBTopiB [YihWanget al, 2003; Fan, G, et
al, 2013; Shavely, S., &Hodges, G. (1985); Sawant, N
et al, 2015; Kass, J., & Shandera, W. (2010); Mazzei,
D. Et al, 2012; Kiangkitiwan, B etal, 2008]. 3asHa4yeHy
cuTyauilo MoXHa po3rnsgati ak AOK-3anexHuin me-
XaHi3M GOPMYBaHHA KOMHITUBHUX MOPYLUEHb, TakK i AK
MEXaHi3M MoB’A3aHUN 3 PO3BUTKOM BTOPMHHOI MITO-
XOHApianbHOI ANCOYHKLiI FONOBHOrO MO3KY Nig, Ai€t0
koMnoHeHTiB AMBT. MNpu npoBeaeHHi aHTUMikobakTe-
pianbHi ximioTepanii B MO3KOBI TKAHWHiI CTBOPIOOTLCS
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Pe3ynbraTn eKCnepumMeHTy B BiaKpuTomy nosi, M=m

Tabnuuaq.

B LIEHTP, el

MokasHukK KoHTponb nTn MTM +rentpan
3arasbHa aKTUBHICTb, CM2/C 30675,01+3975,25 22873,45+1315,73' 34233,79+2648,732
TpuBanicTb BUCOKOT aKTUBHOCTI, % 7,82+1,44 4,54%0,78' 8,32+0,982
TpuBanicTb HU3bKOT aKTUBHOCTI, % 61,71+7,08 48,94+6,39' 77,963,152
TpuBanicTb HEAKTUBHOCTI, % 30,47+6,59 46,52+6,44" 13,72+3,39'?2
3aBMUpaHHe, en, 284+35 244+24 160+23"2
KinbKicTb BXOOXEHb 1 51 141

MponaeHa BiaCcTaHb, CM

4161,81£290,78

5495,99+1313,38!

6623,76+840,12'

BinctaHb cBO60AHA, CM 59,37+26,31 398,09+368,62 423,62+147,2"2
BigcTaHb y CTiHKM, CM 4102,44+289,55 5097,9+964,92' 6200,14+753,51"2
Crilika y CTiHKK, ef, 4+1 72 13+1'2
Crilika BinbHa, eqn 2+1 1 4+12
MPyMMIiHI KOPOTKUIA, e, 2+1 1 1
[pyMMIHF TpuBanui, en, 1+1 1
Hedekauiq, en 3+1 2 1
YpuHauiq, eq 1+1 1 1

Mpumitka:
(') — nocTtoBipHa pi3Huus (p<0,05) B NOPIBHSHHI 3 KOHTPONIEM;

(?) — nocToBipHa pisHnug (p<0,05) B NOpiBHSAHHI 3 rpynoto, Wwo oaepxysana MTI.

YMOBU AN19 IHTEHCUBHOI reHepadii BilbHOpaamkanabHUX
NPOAOYKTIB, MNiABULLEHHA OKUCNIOBANbHOI OECTPyK-
uii 6inkiB Ta ninigis, WO NPM3BOANTbL A0 MOPYLUEHHS
CTPYKTYPU KNITUHHUX MeMbpaH. IHTeHcudikauis npo-
LLeCiB OKMCHOT [OeCTPYKLii KOMMOHEHTIB KIITUHHUX
MeMOpaH MO3KOBOi TKaHMHW MOXe CTaTu MPUYUHOIO
3MiH, NOB’A3aHMX 3i 3AaTHICTIO MeMbpaH NPOBOAUTU
i BiATBOPIOBATM HEPBOBUI IMMYNbC, MOPYLUEHb pe-
LEeNTOPHUX, MeiaTOPHUX | eHepreTUYHuUx cuctem [4].
Mig yac aHanisy cnoHTaHHOT OKMCHOI AecTpyKLji 6inkis
naasmu KPoBi XBOPUX 3i CTIMKUMU KOTHITUBHUMMN MO-
pyLUEHHSMUN OYNI0 BUSIBIEHO CTATUCTUYHO AOCTOBIpHE
niaBULLEHHNA piBHA KapboHinipoBaHHMX BINkiB i HITPO-
Tnpo3uHy [1,4,25]. Takox gis 6araTbox aHTMBIOTUKIB,
LMTOCTATUKIB | CUHTETUYHUX AHTUMIKPOOHMX npena-
paTiB peanisyeTbCcs Yepea BMaMB Ha Binku, ski cknapa-
I0Tb FiraHTCbKY NOPY MITOXOHAPIN, WO NpM3BOAUTL 40
dOpMyBaHHSA MITOXOHAPUANLHOT AncdyHkuii [4,13].
ICHYIOTb NepekoHNMBI 40Ka3n TOro, WO LeHTpanbHa
ponb B NpPOAykuii akTneHUx ¢popm kucHio (ADK) i no-
JanblLOMy PO3BUTKY anonTo3y i HEKPO3Y HanexuTb
MITOXOHAPISAM, 3MiHAM NPOHMKHOCTI iX MeMOpaH B pe-
3ynbTaTi GOPMYyBaHHS CcnNeundiyHOro KOMMAEKCy Mi-
TOXOHApPiaNnbHUX NOP i iHiuiloBaHHa miTonTo3y [1,13].
MopibHi 3MiHM Takox Npu3BOAATb A0 (GOPMYBaHHS
CTIKOro KOFHUTUBHO-MHECTMYHOIo nopylieHHs [20].
BBeneHHs B cknagi TepaneBTUYHOI CyMili renTtpana,
[OoHaTOpy MeTUMbHOI FPynu B Npouecax MeTUITyBaHHS
HYKNeiHOBKUX KMCNOT i penapauii AHK, cyasayn 3 ycbo-
ro, 3anobirano po3BUTKY TOKCUYHOI eHuedanonarTii. Y
LbOMY HaLli AaHi y3roaXylTbCH 3 pe3dyibTaTaMm iHLWNX
pocnigHukie [Shea, T. (2007); Griigoire, Setal, 2016].
Bigpomo, wo agemeTioHiH (fenTtpan) gk nonepenHuk
CMHTE3Y MyTaTioHy Ta WASXOM akTuBauii LMCTaTiOHiH

6eTa-cuHTa3un, NpmM3BoauTb A0 36iNbLUEHHS CUHTE3Y
rnytaTioHy [2]. TepaneBTUYHMIA BNAMB renTpana Ha
KOTHITUBHO-MHECTMYHI dyHKuii LUHC nos’asanunni i3
MOro aHTMOKCUAAHTHUM MexaHi3MOM, a came 3 Mo-
3UTMBHMM BMJIMBOM LIbOro Mpernaparty Ha akTUBHICTb
I'MP i rnyTaTtioH-S-TpaHcdhepasn, Wo Crnpuse CUHTE3Y
rnyTaTioOHy, CTBOPEHHIO YMOB /19 KOH’torauii npoayk-
TiB BilbHOpaauKanbHUX peakuinn, 3okpema ADK, 3 rny-
TaTUOHOM i iX iHakTuBaL,io [14]. TakoX aHTUOKCUOAHT-
HY | HEMPONPOTEKTMBHY Ail0 renTpana noB’a3ytoTb i 3
HOpMani3aLuie HITPOKCIAEPriYHOI CUCTEMMU FONIOBHO-
ro Mo3ky i nepepmBaHHaM NO-3anexHux MexaHiamiB
HelipoaecTpykuii [1,25].

BucHoBkun

1. TpuBane BBeAeHHA kombiHauii MTM, aka BUKO-
PUCTOBYETLCA O JIiIKYyBAHHA PE3NUCTEHTHUX GOpM
Ty6epkynbLo3y, NPU3BOAUTbL OO PO3BUTKY TOKCUYHOI
eHuedanonarii y ekcnepMmMeHTaNlbHUX TBapWH, WO
NPOSIBASIETLCA 3HUXKEHHSM 3arasibHoi | MOLWYKOBOI aK-
TUBHOCTI Ta PO3BUTKOM TPUBOXHOI MOBELIHKU.

2. BBepeHHa ageMeTioHiHy (renTpany) napanesb-
HO i3 koMmbiHauieto MTI, 9ka BUKOPUCTOBYETLCA OIS
NiKyBaHHSI Pe3UCTEHTHUX GopM TyOepKybo3y, 3ano-
birae po3BUTKY TOKCUYHOI eHuedanonaTii y ekcnepu-
MEHTaNbHUX TBAPVH.

3. OTpuMmaHi faHi € ekcnepuMeHTaNbHUM OBOr'pyH-
TyBaHHAM 3aCTOCYBaHHs rentpana npu npoBEOEHHI
N’ATUKOMMOHEHTHOI Tepanii XiMiOPe3NCTEHTHOIo Ty-
6epKynbo3y B AKOCTi HEMPOMNPOTEKTUBHOIO 3aC00Y.

MepcnekTnBM nopganbwmx pochipgXxeHb. Cnu-
palymcb Ha nNpoBefeHi AOCHIOXKEHHSI MNIaHYETbCA
paspobka MeToLoy MeANKaMEeTHO3HOI KOPEKLLii TOKCKY-
HUX NOBIYHUX peakLin aHTUMikobakTepianbHOI Tepanii
MYJIbTUPE3UCTEHTHOIO TYOEPKYNbO3Y JIErEHb.
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YOK: [616.831-02: 616.89-008.441.13]: 616.24-002.5: 615.2:599.223.4

EKCNEPUMEHTAJIbHE BUBYEHHS BNJINBY AOEMETIOHIHY HA AKTUBHICTb LLLYPIB 3 EHLLE®DAJIO-
MATIEIO, LLO OBYMOBJIEHA BIJIMBOM NPOTUTYBEPKYJIbO3HUX NMPEMNAPATIB

MpoceeToe 0. B., BeneHiuer l. ®., Jieeiu A. B., Ky3abo H. B.

Pesiome. bByno gocnigxeHo Bnane npoTutybepkynbo3Hux npenaparis (MTI1), aki cknagaoTb CXeMY JliKyBaHHS
XiMiOpPE3NCTEHTHOrO TyOEPKYNbO3Y Ha PYXOBY i MOLLUYKOBY akKTUBHICTb LLYPIB Y “BiAKPUTOMY Moni”, Ta MOXJIMBOCTI
KOpPEeKL|i NopyLUeHb L0 BUHMKIIX 3a A0NOMOro0 afeMeTnoHuHY (rentpany). MMig 4ac gocnigXeHHs BCTaHOBJIEHO,
Lo TpuBasne BBeAEHHs 3a3HadeHoi kombiHauii MTM, np13BoauTb 40 PO3BUTKY TOKCUMYHOI eHuedanonarii y ekcne-
pPUYMEHTaNbHUX TBAPWH, WO NPOSIBASETBCHA 3HUXKXEHHAM 3arajibHOi i MOLYKOBOI akTUBHOCTI T2 PO3BUTKOM TPUBOX-
HOi noBefiHkN. BBeoeHHs afemeTioHiHy (renTpasny) napanensHo i3 kombiHauieto MTI, 3anobirae po3BUTKY TOK-
CWYHOI eHuedanonartii y ekcnepuMeHTanbHUX TBAPWH, L0 € eKCNepuMeHTaNbHUM 0Or'pYHTYBaHHSIM 3aCTOCYBaHHS
renTpana npu NpoBeAeHHi N’STUKOMMNOHEHTHOI Tepanii XiMiope3ancTeHTHOro Ty6epkynbo3y B SKOCTi HelponpoTek-
TUBHOr O 3acoby.
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Knio4yoBi cnoBa: MynbLTMPE3NCTEHTHUIA TYOEPKYIbo3, XiMioTeparnis, nobidHi peakuii, eHuedanonaTis, ageme-
TiOHiH, enTpan.

YAK: [616.831-02: 616.89-008.441.13]: 616.24-002.5: 615.2:599.223.4

9KCNEPUMEHTAJIbHOE W3YYEHUE BJINAHUA AOEMETUOHUWHA HA AKTUBHOCTb KPbIC C
QHLUE®DAJIONATUEN, OBYCJIOBJIEHHOW BJIMSHUEM NMPOTUBOTYBEPKYJIE3HbIX MPEMNAPATOB

MpoceeTos 0. B., Benennues U. ., Jleeunu A. B., Kysbo H. B.

Pesiome. Bbino nccnenosaHo BAnsiHME NpoTUBOTYOepKye3Hbix npenapatos (MTI1), cocTaBSOWMX CXEMY
JNIe4eHUsT XMMMOPESNCTEHTHOIrO Tybepkynesa, Ha ABUraTesibHyl0 U MOUCKOBYIO akKTUBHOCTb KPbIC B «OTKPbITOM
none», 1 BO3MOXHOCTU KOPPEKLMM BOSHUKLLMX HAPYLLEHMIA C NOMOLLBIO agemeTnoHmHa (lfrentpan). B xone nccne-
[O0BaHUS YCTAHOBMEHO, YTO AINTENBHOE BBEAEHWE AaHHOM KomOuHauum MTI, npuBOAUT K pasBUTUIO TOKCUYECKOM
3HUedanonaTMm y skCnepuMeHTasbHbIX XUBOTHbIX, YTO MPOSIBNSETCA CHMXEHNEM 00LLel 1 NONCKOBOW akTUB-
HOCTU N pPa3BUTUEM TPEBOXHOIO NnoBeaeHuns. BeepeHne agemeTnoHmHa (fentpan) napannenbHo ¢ KoMOUHaUM-
en MNTI, npenoTBpallaeT pasBUTUE TOKCUHECKON 3HLedanonatnm y aKCnepuMeHTasbHbIX XXMBOTHbLIX, ABJISETCA
3KCMepUMEHTalIbHbIM 0O0CHOBAHUEM MPUMEHEHUS renTpana npu NPoBeAeHUN NATUKOMIOHEHTHOW Tepanum xm-
MVOPE3NCTEHTHOrO TyGepkyne3a B Ka4eCTBE HEPONPOTEKTUBHOIO CPEACTBA.

KnioueBble cnoBa: My/nbTMPE3NCTEHTHbLIN TYOEPKYNE3, XuMmMoTepanus, NnoboyHble peakumn, sHuedanonartums,
anemMeTuoHMH, fenTpan.

UDC: [616.831-02: 616.89-008.441.13]: 616.24-002.5: 615.2:599.223.4

EXPERIMENTALSTUDY OFIMPACTADEMETIONINEONTHEACTIVITY OFRATSWITH ENCEPHALOPATHY
DUE INFLUENCE ANTITUBERCULOSIS DRUGS

Prosvetov Yu. V., Belenichev/l. F., Levich A. V., Kuzo N. V.

Abstract. Treatment of MDR-TB - lasts long and accompanied by numerous toxic adverse drug reaction (ADR),
leading to treatment failure, and non-compliance of patients. Therefore, it is necessary to search for universal drugs
with both neuro- and hepatoprotective properties that could have therapeutic effect in the majority of toxic ADR of
antimycobacterial therapy (AMBT). As such a promising medicine could be considered — ademetionin (heptral).

Object and methods. 30 healthy Wistar line rats, 6 months age, weighing 220-290 g contained in standard
conditions (12-hour light cycle, at 220C° temperature). The animals were divided into 3 groups of 10 animals in each:
Group | - received intragastric probe of 1% starch mucus in the volume of 5 ml, and intramuscular injection — saline;
group Il — obtained drugs for the treatment of resistant forms of tuberculosis (TB Drugs) (pyrazinamide 300 mg/kg,
Ethionamidum 150 mg/kg, cycloserine 150 mg/kg, levofloxacin 200 mg/kg and intramuscularly — kanamycin 200
mg/kg) through intragastric probe; Ill — in the background of TB Drugs in similar doses (as in the second group)
received geptral at a dose of 250 mg/kg intragastric. Drugs were administered in 1% starch mucus in the amount
of 5 ml — every night at 10:00, within 90 days. Definition of motor and search activity the was conducted using the
technique “open field” using arena — 80x80x35 sm.

Results and discussion. 1t was established that the administration of TB drugs led to a significant decrease of
total activity of animals in the group Il (25.4%). In the group with Heptral (group lll), this indicator had tendency to
increase (on 11.6%, p = 0.599). In the group Il (TB drugs only), observed a reliable reduction in the duration of high
activity (by 42.0%) and low activity (by 20.7%) and tendency to reduce the amount of fading (by 14,1%, p = 0.678),
but with increase in their duration (length of inactivity in this group was reliable increased by 52.6% in comparison
with the control group). The duration of high and low activity in the group Il had no reliable difference with indicators
of | (control) group, but the duration and amount of inactivity fading reliable decreased (by 55.0% and 43.7%,
respectively). Thus application TB drugs only and their use in combination with Heptral, led to a reliable increase in
the traveled distance during the experiment (by 32.1% and 59.2%, respectively) compared with the control group.
Animals in | (control) group and group Il traveled a shorter distance in the center of the arena compared to the
group lll (by 7 times and 4.3 times, respectively, p <0.05). Avoiding the center of the arena, and more compared
to the group lll number and duration of fading testifies for the development of disturbing behavior in animals from
I and Il groups. Reliable increase in vertical search activity, with an increase in overall activity could indicate about
increasing of anxiety and emotion of animals of group ll1.

Conclusions

1. Long-term use of the combination of TB drugs, which are used to treat drug-resistant TB, leading to the
development of toxic encephalopathy in experimental animals, manifested by a decrease in general and search
activity and development the disturbing behavior.

2. Administration of ademetionin (heptral) in parallel with the combination of TB drugs prevented the development
of toxic encephalopathy in experimental animals.

3. Obtained results proved rationality of usage of Heptral during antimycobacterial therapy of MDR-TB as a
neuroprotective agent.

Keywords: multi-drug-resistant tuberculosis, chemotherapy, adverse drugs reaction, encephalopathy,
ademetionin, “Heptral”.

PeuyeH3eHT — npog. Sipewiko A. T,
CrartTa Haginwna 02.06.2017 poky
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