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WU3MEHEHUE MACCHI MEYEHU KPBIC C MAPAIIETAMOJIbHO-AJIKOTOJIbHBIM TENIATUTOM
HA ®OHE NIPUMEHEHHWA NPOU3BOAHBIX TUAHOTHOALETAMU/JIA

AnHoTALMS. Llens mccaenoBanus. M3ydyeHne u3sMeHeHHH MacChl MEUEHU KPBIC C MapalieTaMOIbHO-aIKOTOIb-
HBIM T'eIaTUTOM Ha (poHE MPUMEHEHHS IPOU3BOAHBIX IMAHOTHOALETAMHUA.

MaTepuanasl U METOABI. DKCIIEPUMEHT OBLI TPOBeIeH Ha 56 GenbIx OeCIOpOIHBIX KphICaX-CaMKaxX Maccoi 220—
260 r. J)KuBoTHBIE paclpenesUINCh Ha WHTAKTHYIO, KOHTPOJIBHYIO M 5 9KCIIEPUMEHTAIBHBIX IPYHII O 8 0coOeH.
[Ts1E Mo THUX TPyYII (ONBITHBIE) ¥ KOHTPOJIbHAS ITOJTyJaJI mapameramod B fo3e 500 mr/kr u no 1 Mt 40° sTaHoNa
Ha KaXyIo KpbICy. B kauecTBe jeueHus OMbITHbIE IPYMIIBI € 4-X CyTOK Hoitydanu cuHresupoBanHble B HUJI «Xum3Oke»
(3aB. — mpo¢. C. I'. KprBOKOJIBICKO) 00pa3iibl HOBBIX MPOU3BOHBIX [IMAHOTHOAIIETAMHU/ B 103aX 2,5 MI/KT ¢ J1abo-
paropubiMu muppamu CV-131, Mar-014, CV-150, Td-030, d02-123, koTOpbIe UM BBOJHIIN €XKETHEBHO OJHOKPATHO
B TEUCHHE 2 HEZETb B BHUJE BOAHOW B3BECH Uepe3 KeIyAOUHBIH 30HA. Kpbickl ObUTH JHIIEHBl NHIM 32 16 4acoB
1o ombiTa. [locne storo Ha 15-i neHb ocymiecTBIsUICS 3a00H. 3a )KUBOTHBIMH BCEX TPYII OCYLIECTBILSUICS BH3YABHBII
MOHHUTOPHHT NTOBEACHYECKON aKTHBHOCTH, AMIETHTA, JKaX[bl, COCTOSHHS IIEPCTSIHOTO ITOKPOBA.

Pesynpratel. IlpoBeneHHBIE HKCIIEPHIMCHTAIBHBIC HCCIEIOBAHMS MOKA3alH, YTO IIOCNIE JIBYX HEIelb dKCIEepH-
MEHTa y KpBIC KOHTPOJIBHOW TPYNIBI INEedeHb ObLIAa PE3KO yBEIWYEHHOH, ee abCONIOTHash Macca COCTaBHIIA
16,3 £ 0,92, cpenHee 3HaYeHUE MACChl IIEUEHU K Macce KpbIC COCTaBUIO 3,25 %. Y OTAENBHBIX KpPBIC 3aperucTpu-
poBaHa phIXJasi MEYeHb U BHU3yalbHbIC NPU3HAKH KPOBOM3IIMSIHUK Ha €€ MOBEPXHOCTSX, TOT/IAa KaK y WHTaKTHBIX
JKUBOTHBIX a0COIIOTHAsA Macca nedenu Obuta 10,2 + 0,76 1, a cpeHee 3HaU€HHE MACCHI IEYEHH K Macce KPbIC cOCTa-
BuIIO 3,61 %. KpBIChI ONBITHBIX TPy, MOTy4YaBUIMX HOBbIE MIPOM3BOIHbIE IHAHOTHOAIIETAMU/IA, HE UMEIH JOCTO-
BEPHBIX OTJIMYMI 1O TOKA3aTeI0 a0CONIOTHON Macchl TIEYCHH OT 3HAYCHHH, 3apETUCTPUPOBAHHBIX B MHTaKTHOM
rpymme, a umenHo: B rpynmne Td-0331 — 9,1 £0,73, B rpymne d02-123 — 10,3 +£ 0,97, B rpynme CV-131 —
9,4 +0,76, B rpynmie CV-150 — 9,4 + 0,88 u B rpymme Mar-014 aGcomnrotHas Macca neueHn Kpbic 6pu1a 9,0 = 0,86.
@dapMakoKOppeKIUsT HOBBIM JIEPHBAaTOM LHaHOTHOAneramuzaa ¢ mudpom d02-123 coueTaHHOro TOKCHYECKOTO
MOpaKeHHMs1 TIEYEHH NIPUBENa K TOMY, YTO OTHOCHTEINIbHAS Macca Ie4eHH Kpbic cocTaBmia 3,5. IIpu 9TOM BHELIHUX
HM3MEHEHUH CTPYKTypa NEeYeHH KPbIC STOI IPYIIILI HE IpeTepriena.

3aknwodyenue. Hanbonee BoIpayKeHHOI NPOTEKTOPHON aKTHBHOCTBIO 00Onanaet coequunenue d02-123.
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CHANGES IN THE LIVER WEIGHT OF RATS WITH PARACETAMOL-ALCOHOLIC HEPATITIS
DURING THE USE OF CYANOTHIOACETAMIDE DERIVATIVES

ABSTRACT. The purpose of the study. To study changes in the liver weight of rats with paracetamol-alcoholic hepatitis
against the background of the use of cyanothioacetamide derivatives. Materials and methods. The experiment was
conducted on 56 white mongrel female rats weighing 220-260 g. The animals were divided into intact, control and
5 experimental groups of 8 individuals. The last five groups (experimental) and the control received paracetamol at
a dose of 500 mg/kg and 1 ml of 40° ethanol for each rat. As a treatment, the experimental groups received samples
of new cyanothioacetamide derivatives synthesized in the KhimEx Research Laboratory (headed by prof.
S. G. Krivokolisko) at doses of 2.5 mg/kg with laboratory codes CV-131, Mar-014, CV-150, Td-030, d02-123, which
were administered to them once daily for 2 weeks in the form of an aqueous suspension through a gastric tube. The
rats were deprived of food for 16 hours before the experiment. After which, on the 15th day, they were slaughtered.
Animals of all groups were visually monitored for behavioral activity, appetite, thirst, and coat condition. Results.
The conducted experimental studies showed that after two weeks of the experiment, the liver of the control group
rats was sharply enlarged, its absolute weight was 16.3 + 0.92, the average value of the liver weight to the rat weight
was 3.25 %. In some rats, a loose liver and visual signs of hemorrhages on its surfaces were recorded. Whereas in
intact animals, the absolute liver weight was 10.2 = 0.76 g, and the average value of the liver weight to the rat weight
was 3.61 %. Rats of the experimental groups that received new cyanothioacetamide derivatives did not have reliable
differences in the absolute liver weight from the values registered in the intact group. Namely, in the Td-0331
group — 9.1 £ 0.73, in the d02-123 group — 10.3 + 0.97, in the CV-131 group — 9.4 £ 0.76, in the CV-150 group —
9.4 +0.88 and in the Mar-014 group the absolute weight of the rat liver was 9.0 + 0.86. Pharmacocorrection of the
combined toxic liver damage with a new derivative of cyanothioacetamide with the code d02-123 led to the fact that
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the relative weight of the rat liver was 3.5. At the same time, the liver structure of the rats in this group did not
undergo external changes. Conclusion. The most pronounced protective activity is possessed by compound d02-123.

KEYWORDS: cyanothioacetamide derivatives, liver, hepatotoxicity.

Beenenune. Ilomamisiromiee GONBITMHCTBO COBpE-
MEHHBIX OOJICYTOJISFOLIMX CPEICTB C T0Ka3aHHOH 3 dhex-
THBHOCTBIO 00JIaZiaeT MIMPOKUM CHEKTPOM IOOOYHBIX
3¢ (hekToB, TAKUX KaK reNaTOTOKCUYHOCTh, TACTPOTOK-
CHUYHOCTb, HE(PPOTOKCHYHOCTh, KapJHOTOKCHYHOCTh
U T. II., 4TO JIeJaeT UX MPAKTUYECKOE MPHMEHEHHE BECh-
Ma CIIOHOM 3anadeii. K uncity Hanbosee pacmipoctpa-
HEHHBIX TeMaTOTOKCHYHBIX IpernapaToB OTHOCSTCS:
naparneramon, HIIBC, mpoTuBosnmientuieckue cpea-
CTBa, IPOTHUBOOITYXOJIEBBIE, AHTUPETPOBUPYCHBIE, TIPO-
THUBOTYOEPKYJIE3HBIE NpEnapaThl, MPOU3BOIHBIC BAJb-
MPOEBOH KUCIIOTHI, 3CTPOTEHbI, aHA0OIMYECKUE CTEPO-
UJIbl, THIINYHBIE HEUPOJISNTHKU (PEHOTHA3UHOBOTO psila
u ap. [1; 2]. ITapaneramon siBIseTCS OOHUM U3 NIPOU3-
BOJIHBIX aHWJIMHA, IIIMPOKO KCIOIB3YETCs B JICUSOHOMH
NPaKTHKe B Ka4eCTBE JKapOIIOHMKAIOILEr0, 00IeyTos-
IOLLEro M MPOTUBOBOCHAIUTENBHOIO cpenctsa [3;4].
OTaHOJ ¥ MapareTamMoll OKa3bIBal0T TOKCHYECKOE BO3-
JIeliCTBHE Ha I1e4eHb, P COBMECTHOM YIIOTpEOICHUN
BO3pacTaeT pUCK 00pa30BaHMs aKTUBHOTO METa0OJIHTa
napaneramosna N-aleTHiI-p-0eH30XHHOHUMHHA, KOTO-
PBIi BBI3BIBACT OKHCHIAHTHBIN cTpece [5, c. 160—-162].
ITo naHHBIM MHOTOUYHCIICHHBIX UCCIIEIOBAHNH, JITUTEb-
HOE 37I0yTOTPEOIIEHNE aJIKOT0JIEM MHOTOKPATHO yBEIIH-
YHMBAET CTENEHb TSHKECTHU JIEKAPCTBEHHOTO MOPAKCHUS
IMEYCHHN, BBI3BAHHOI'O MapaneTramMoioM, U IMPUBOJUT K
TOMY, YTO OECCHMITTOMHBIE (DOPMBI «I1apaIeTaMOIOBOW
rérnaToOTOKCUYHOCTU Pa3sBUBAIOTCA JaKE IIPU MMPUMEHEC-
HUH ero JIe4eOHbIX 1103 [0, ¢. 94-95]. Kpome Toro, u3-
BECTHO, YTO I'OJIOJIaHNE TIPEPacIioyiaraeT K pa3BUTHIO
rernaToTOKCMYHOCTH TpH TIpHeMe napareramona [7].
OnuH 13 MOTEHIMAIBFHO MEPCHEKTUBHBIX KJIACCOB CO-
€IMHEHHH C aHANBIreTHYECKON aKTUBHOCTBIO — 3TO JIe-
puBathl 1,4-TUTHAPOTIMPUIANHOB W3 Psifa MPOU3BOI-
HBIX O-mmaHoTHoanetamuaa [8; 9; 10; 11]. Koabiessie
CHCTEMbl Ha OCHOBE LMAHOTHOALETaMUza IIENeco00-
pa3HO UCIOJIB30BaTh B paspaborke JIC, Gmaromaps ux
JIETKOJAOCTYITHOCTH U HOJ'II/I(l)yHKIJ,I/IOHaIleOCTI/I, a TaKXKe
HAJIMYMIO HECKOJIBKUX HYKIICO- ¥ JIEKTPOPUIIBHBIX 1IeH-
TpoB. [IupuanH ¥ AUTHAPOTIMPUINH BXOJSAT B COCTaB
BUTaMHHOB, KO(EPMEHTOB, aJIKAJIOHJIOB, aHTHOMOTH-
KOB U PYTHX coeauHeHni. [InpuauHoBbIe 1 AUTHAPO-
NUpUINHOBBIE Kapkachkl B JIC cumTaroTcs BaKHBIMHU
CTPYKTYPHBIMH KOMIIOHEHTAMH, TTOCKOJIBKY OKa3bIBAfOT
BIIMSTHUE Ha UX (papMaKoIOTHYecKue cBoiicTa. Tak, mi-
PUANHOBBIN KOMIIOHEHT MOXET YJIy4IIaTh OHOXUMHYE-
CKYIO aKTUBHOCTb, TOCKOJIBKY OH CIIOCOOCTBYET yBEIHYE-
HHIO CKOPOCTH XMMUYECKUX peakuuii. Kpome Toro, oH
CTa0MJIM3MPYET JIEKapCTBa, MOBBILIAET UX MPOHMLAC-
MOCTh Yepe3 MeOpaHbl U 00JIeryacT CBsI3bIBAHUE HOBBIX
coelMHeHuit ¢ O6enkamu kposH [12]. B cnienmanusupo-
BaHHOW Hay4YHOH XUMHYecKoi adopartopuu JII'Y nmenn
Brnagumupa Jlans «XuMOKe» K HACTOAIIEMY BPEMEHH
OBLTO CHHTE3UPOBaHO OoJiee 3,5 THICSIN OPUTUHAIBHBIX
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MPOW3BOIHBIX O-IIMAHOTHOAIETAMHU/IA, IIEJICHATIPABIICH-
HBIM CHHTE3 B 3TOM HAaNpaBJICHUU MPOJOLKAETCS U Ceil-
qac [13; 14; 15]. [loaToMy akTyasabHBIM SIBISIETCS TIOMCK
HOBBIX BbICOKOS(l)(l)eKTI/IBHI)IX JICKapCTBCHHBIX CPCIACTB
C BBIPAXKCHHBIMU aHTUTOKCUYCCKUMU T'€HATOIIPOTCKTOP-
HBIMH CBOICTBaMU.

Henr wmccremoBaHHs: W3yYCHHEC WU3MCHCHUUN
MacChl IEYCHH KpBHIC C MapaneTaMOIbHO-aIKOTOJb-
HBIM TETIaTUTOM Ha (pOHE MPUMEHEHHS MPOU3BOIHBIX
IHAHOTHOAIIETAMIIA.

Marepuanbsl 1 METObI. bl OCyILIECTBIIEH ITpEa-
BapuUTeNbHBIN 0TOOp 13 340 CHHTE3MPOBAHHBIX Ha 0ase
HWJT «XumOxce» (3aB. — npod. C. I'. KpuBokoIbICKO)
06pa3u013 HOBBIX TPOU3BOAHBIX MHUAHOTHOALICTAMU-
JIATIpy TIOMOIIM [TPOrPAaMMHOTO 00ECIeUeHHs BUPTY-
anpHOrO OMockpuHuHra Swiss Target Prediction. Oro-
OpaHHBIE B pe3ynbTaTe 00pasiibl HCCIIEOBAHBI B KJlac-
CcUYeCcKUX (hapMaKOJIOTHYECKUX TeCTaX Ha Han4Iue 00-
JICYTOJISIOIIUX CBOWCTB. DKCIIEPUMEHT OBLT MPOBEJICH
Ha 56 OenmbIx OeCrOpOTHBIX KpBICaX-CaMKaX MacCou
220-260 . XXuBOTHBIE pacHpeAemsINCh Ha WHTAKT-
HYI0, KOHTPOJBHYIO M 5 5KCIIEPUMEHTAIBHBIX TPYIII
o 8 ocobeil. I1saTe moceaHux rpymm (OMBITHRIE) U KOH-
TpOJIbHAsI MOJy4alld mnapaneramon B jgo3e 500 mr/kr
u o 1 mi 40° sTaHONa HA KAXXIYIO KpEICY. B KagecTBe
JICUEHHsSI OIBITHBIE TPYMIBI C 4-X CYTOK MOJIydanu HO-
BbIC MTPOU3BOJIHBIC B J103aX 2,5 MI/KT o jJadopaTop-
HeiMu mudppamu CV-131, Mar-014, CV-150, Td-030,
d02-123, koTopble UM BBOJMIIM €KEIHEBHO OJJHOKPATHO
B T€UEHHUE 2 Hellelb B BUJE BOAHON B3BECH UEPE3 JKe-
JyIOYHBINA 30HA. KpBICh! ObUIM JIMIIICHBI TIHIIH 32 16 Ja-
coB 110 onbIta. Ilocie aroro Ha 15-i neHp ocylIeCTB-
nsuicst 3a00i. V3 OpIOIIHON ITONOCTH BBIACIUTH Tie-
YeHb, OCYIIECTBIISUIN BU3YAJIbHBIN aHATIN3 €€ COCTOSHUS,
MIPOBOJIMII OPTaHOMETPHUECKUE UCCIIETOBAHHSA, H3ME-
psinn abCONIOTHYIO W OTHOCHTEIBHYIO MacCy IHEeYeHH
KpPBIC BCEX IPYIIIL.

Pesynbrathl U ob6cyxaenus. [IposeaeHubie
SKCIICPUMECHTAJIbHBIC UCCIICIOBAHUA TTOKa3aJIn, YTO 110~
clie IByX HEIesb 3KCIIEPHMEHTa Y KPhIC KOHTPOJIEHOU
TPYHIIBI MEYeHb OBLIa Pe3KO YBEIMYCHHOW, ee abco-
JoTHas Macca coctaBwia 16,3 + 0,92, cpennee 3Haue-
HHE MacChl IIEYEHN K Macce Kpbic coctaBuiio 3,25 %.
Y nByX KpbIc ObIIIa OOHApYKEHA PHIXJIasi IEYSHb H KPO-
BOM3NMSHUS HA TUaQparManbHON U BUCHEPATBHOM TO-
BEPXHOCTSIX, YTO MOXXET CBHIETEIHCTBOBATH O Hapy-
IIEHWH CBEPTHIBAEMOCTH IO THITy THIIOKOATYJISIIHU.
Ecnu cpaBHUTH ¢ NEYEHBIO KPBIC MHTAKTHOM I'PYIIIBL,
TO y TOCICAHUX aOCOJIOTHAsS Macca MeYeHH Obuia
10,2 + 0,76 T, cpenHee 3HAYEHHE MACChHI TIEYEHHU K Macce
KpbIc coctaBuiio 3,61 %. [Toka3zarenu ayTorncuu B HOpMe.
KpBICHI OMBITHBIX TPYII, MOJYyYaBIIAX HOBBIC MPOU3-
BOJIHBIC ITHAHOTHOANIETAMH/IA, HE UMENH JOCTOBEPHBIX
OTIIMYMH TI0 TTOKA3aTeI0 a0COIFOTHOW MacChl IEYCHU
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OT 3HAYEHUH, 3apErUCTPUPOBAHHBIX B MHTAKTHOM IpyII-
ne, a umeHHo: B rpymme Td-0331 —9,1 + 0,73, B rpyn-
me d02-123 — 10,3+ 0,97, B rpynne CV-131 —
9,4 £ 0,76, B rpynme CV-150 — 9,4 + 0,88 u B rpymme
Mar-014 abconroTHasi Macca IEYCHH KpbIC Oblia
9,0 £ 0,86. OTHOCHTEIbHAS Macca MEUEHH KPBIC ONTBITHOM
rpymms! ¢ mmppom Td-0331 3adukcupoBana Ha ypoBHE
3,06 %. Ayrtoncus nokaszana HaM €JUHUYHBIA Cilydai
yBeJM4YeHUe 1edeH. KpbIChl ONBITHOM TPYIIIbI, ITOITY-
yaBmme coequaenue CV-131, uMenn oTHOCHTENBHYIO
Maccy TeYeHH, ONM3KYyI0 K TakOBOH B HMHTaKTHOH
rpymne, — 3,67 %. Y 1abopaTopHBIX KUBOTHBIX, TIOJTY-
YaBIIMX MPOU3BOAHOE 1,4-TUTHAPONMPHUANHA C K-
pamu Mar-014 u CV-150, cpenHee 3Ha4YeHHE MacChl
MeYeHH K Macce Kpbic cocTaBmiio 3,22 u 3,21. ®apma-
KOKOPPCKIUA HOBBIM ACPHUBATOM LIMAHOTHOALICTaMUda

=

¢ mmppom d02-123 coyeTaHHOTO TOKCHYECKOTO TIopa-
KCHUS TEYCHU IMpHBENa K TOMY, YTO OTHOCHTEIbHAS
Macca TiedeHu Kpbic coctaBuia 3,5. IIpu 3Tom BHeII-
HUX U3MEHEHUI CTPYKTypa NeueHH KPBIC 3TON TPyIIIbI
He IpeTepriena.

3akntoueHue. TakuMm o0pazom, U3 HCCIIELYeMBIX
IISITH HOBBIX OPUTMHAIBHBIX IPOM3BOAHBIX [IMAHOTHO-
arieTaMuia ¢ BEIPRKEHHBIMH O0JICYTOJISIOIIMMH CBOM-
CTBaMH, BBOJIMMBIX €KEIHEBHO BHYTPHIaCTPaIbHO B Te-
geHue 14 cyTok B mo3e 2,5 mr/kr, Hanbomnee OGe3ormac-
HBIM B IUTaHE BO3ACUCTBHA Ha (PYHKIIMOHUPOBAHHUE TIE-
YEHH SBJISIETCS] COSTUHEHUE C TAO0PAaTOPHBIM IMIH(PPOM
d02-123. TlomydeHHBIE JaHHBIE HPEACTABIAIOT IPaK-
TUYECKUH MHTEpPEC B KOHTEKCTE AOKIMHUYECKHUX FHC-
CIIEJIOBaHHI HOBBIX BHICOKOI(()EKTUBHBIX U OE30MaCHBIX
JICKapCTBCHHBIX CPEACTB.
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