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PE®EPAT

B mHacrosmiee Bpemsi ocTaeTcs BBICOKOH NOTPEOHOCTh B TEMATOMPOTEKTHBHBIX

CpeICTBaX, IOBBIMIAIONINX PE3UCTCHTHOCTh TCUCHH K JEHCTBHIO XMUMHYCCKHX

areHTOB M HOPMAaJTH3YIOMINX €€ METa0OIM3M B YCIOBHAX HANPSHKEHUS ICTOKCHIIN-

) pyromeit pyHKITIH.

| Lenpro qaHHO# pabOTHI SIBHJIOCH U3YUCHHUE B JTAOOPATOPHBIX YCIOBUAX OC3BPEIHO-
’ "2 CcTH U OpraHu3Ma TeNaToNpOTEeKTOpa | emaToH, KOTOPBIA IpeacTaBiser coboii

SOMYJILCUIO CBETIO-KOPHUYHEBOTO OTTEHKA JJISi MEPOPATBLHOTO MPUMEHEHHs, BKIIOYAIOIIYIO B

ce0si KOMIOHEHTBI, 00J1a/IalolHe TenaTonpoOTeKTOPHBIM P (PEKTOM, B TOM YHCIIE PACTUTEIb-

HOTO TIPOMCXOKICHUS.

s sxcniepuMenTa ObUTH cpOopMHUPOBAHBI TIO 4 TPYIIITEI KOHTPOJIEHBIX U OTIBITHBIX MBI-
el 1 kpeic 1o 10 roJoB B KaXkaoi (B TPYIIITEI BXOJWIN KaK CaMIlbl, TAK M caMK). [1oqombIT-
HBIM KHBOTHBIM BBOJMIIH TEMATOINPOTEKTOP, ITOCIE Yero MPOBOIMIN TOKCUKOMETpuio [2, 3],
MOCPEJICTBOM HCCJICJIOBAHMS JIETallbHOW J03bI, aHalM3a MacChl Tela TPHI3YHOB, a TaKKe
HEKPOTICHH.

B xope skcnepuMenTa He 0TMEYANIOCh SIBHBIX Pa3iu4Hid TI0 OOIIEMY COCTOSIHUIO H TIO-
BEJIEHUIO TPBI3YHOB. EBa 3aMeTHast 3aMeIJieHHas peakiusl U TOHWKEHHE alleTuTa B MepBbIe
JIBOC CYTOK HaOJFONANHCh BO BCEX TPYIIIAaX XKUBOTHBIX, M CBS3aHBI, BEPOSTHEE BCETO, HE C
TOKCHUYECKUM JICHCTBHEM HCCIIIYEMOTO TIpernapara, a ¢ akTopoM cTpecca B pe3yiIbTaTe Ipo-
Leypbl MHOTOKPATHOTO BBeleHHs [ ermaToHa B OOJIBITNX 00BEMax.

I'ematonpoTekTop ['emaToH mpu ero BHYTPHIKEITYJOYHOM BBEIACHUU B MaKCHMAaJbHOM
(ucxos U3 GU3MOJIOrMYECKUX MOTPEOHOCTE) CyTOuHOH 03¢ 50 Mit/ron kpbicam U 20 Mi/ron
MBIIIIaM HE MPUBOJAUI K JICTATBHOMY UCXOJY U HE BBI3bIBAJ HUKAKMX MAKPOCKOMUYECKUX U3-
MEHEHUN BHYTPEHHUX OpraHoB. [Ipum HEKPOINCUM OTCYTCTBOBAJ THUIEPBOJEMHUYECKHIA OTEK
OpraHoOB, HA YTO YKa3bIBAIOT 3HAUEHUS X MACCOBBIX KOA()(PHUIIMEHTOB.

Taroke He OBUTIO OTMEUYECHO pa3Zpajkaromero ASWCTBUSA Ha CIU3UCTBIC 000JIOUKH Opra-
HOB XCITyTOYHO-KHIIIEYHOTO TPAKTA.

IIpoBeneHHBIN IKCIIEPUMEHT CBHICTEIBCTBYET O Oe3BpeqHOM Bo3aelicTBum ['emaToHa
Ha OpraHU3M MBIIIEH U KPBIC, a TAK)Ke O HU3KOW TOKCMYHOCTH MPUMEHIEMOro mpenapara, 4To
KpaiiHe BaXKHO ISl JaJIbHEHIINX UCCIeOBAaHUH MO BIMSIHUIO FeNaTONPOTEKTOPA.
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BBEJ/IEHUE

AHanu3 IUTepaTypHBIX CBEACHUH 0 Ipo-
OneMaTHKe TrenaToNpPOTEKTEPHBIX Ipernapa-
TOB CBHJETEILCTBYET O TOM, YTO M3 OOILIEr0o
YHCIa WCCIEOBAHUHI MO0 CO3MAHUIO W TIPH-
MEHCHHIO TEeMaTONPOTEKTOPOB  OOJBIINH-
CTBO TIOCBSIIICHO WCCIICIOBAHHUIO CPE/ICTB
pacTuTensHOTO TpoucxokaeHus. OcHoBa-
HHE TOMY - BBICOKasi 0E3BpEHOCTb, BBIpa-
JKEHHOCTb JeHCTBUS, JOCTYIMHOCTh UCTOYHH-
KOB TOJTyY€HUs, 9KOHOMUIHOCTH [1,5].

Jnst obecrieyeHus BBICOKOTO KauecTBa U
HAJIC)KHOCTH HOBBIX JICKAPCTBEHHBIX IIperia-
paToB HEOOXOIWMO W3Yy4aTh HX Oe3Bpea-
HOCTB JJISI OPTaHW3Ma, JJIsl 9er0 MBI HCCIIe-
JIOBAJM OCTPYI0 TOKCHYHOCTH Te€MaToIpo-
TekTopa «['ematon» Ha rpeisyHax [['OCT P
HNCO 10993-11-2011]. IIpoanamusupoBas
JUTEpaTypHbIC TaHHbBIE, OBIJIO BBIIBICHO,
YTO TIPU HCTIBITAHWN BETCPHHAPHBIX JIEKap-
CTBCHHBIX CPEIICTB HamOOIIee YacTO UCIIOINb-
3YIOTCSL METOAMKH pacdueTa 1o Mriepa-
Teitarepa,  Jlutudunmy-Yunkokcony [4].
[Tocnennuii u3 ykazaHHBIX METOJIOB UCTIOJIb-
30BaJICSl HAMHU B paboTe.

JUis MOCTIDKEHUsI TIOCTAaBICHHON HaMu
nuenu Obut c(HOPMYJTUPOBAHBI CIEAYIOIIUE
3a/Ia4n:

HccrenoBaTh OCTPYIO TOKCHUYHOCTH Te-
natomnpoTrekropa [ emaTos;

[Ipoanamu3upoBaTh JWHAMHUKY MAacChI
TeJa BO BpeMs HKCIIEPUMEHTA;

IIpoBecTn MOCMEPTHOE BCKPBITHE KU-
BOTHBIX C IIEJBIO OIEHKH COCTOSIHHS BHYT-
PEHHUX OPTaHOB.

MATEPHAJIBI U METO/IbI

VccnenoBanue mpoBesneHO Ha Kadeape
tapmakonorun U TOKcuKosoruu CaHKT-
IletepOyprckoif rocymapcTBEHHON —akaje-
MUH BeTEPUHAPHON METUIIIHBI.

OKCIepUMeHTAIBHAS YacTh PA0OTHI BBIION-
HSIACh B BUBAPHH NPH aKaJIeMIH HA TPBI3yHAX, a
WMECHHO Ha KpbICaX W MBIIIaX W3 THTOMHHKA
PAMH «ParmomnoBoy JIeHHHT paicKoii 00IacTy.

B BuBapuu cBETOBOI PEXUM COCTAaBILUI IO
12 9acoB «IeHb-HOUB». MHUKPOKIMMAT TOIEP-
JKUBAJICSI B TIpefenax COOTBETCTBYIONIMX
HOPM: TeMIepaTypa Bo3ayxa cocranisiia 20-
25°C, otHOCHTENbHAS BIAXKHOCTh BO3/1yXa —
50-65% [4]. [danHble MO MHUKPOKIMMATY
PETUCTPUPOBAIIUCH €XKETHEBHO.
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JI1T TOKCUKOMETPHH TeIaTONpPOTEKTOpa
OBUTH OTOOpPAHBI MBIIIH U KPBICHI C YUETOM
MOJIOBO3PACTHBIX ~ O0COOEHHOCTEH  (caMilbl,
CaMKH), U3 KOTOPBIX COCTaBJICHBI Cly4ai-
HBIM 00pa30M 4 MMOJIOMBITHBIX U 2 KOHTPOJIb-
Hele rpynmnel o 10 ronoB B kaxaou. Ilpu
0TOOpE JKUBOTHBIX YUUTHIBATOCH OTCYTCTBHE
KIMHWYCCKUX TIPU3HAKOB 3a00JeBaHUHN, U
MIOTPEIIHOCTh B JKMBOI Macce Tena He Ipe-
Bhrmana 20%.

Jlns OueHKH OCTpOoif TOKCHYHOCTH MOJ-
OTIBITHBIM YKMBOTHBIM BBOJWJIM TEPOPATHLHO
(BHYTPHIKENYIOYHO Yepe3 aTpaBMaTHUYHBIN
30HJ) Mpenapar B BO3pacTaroliel JA03UpOB-
ke. I mOoCTIKEeHHs BBICOKOM KOHIICHTpA-
mun ['ematoHa, TOBTOPSUTH €rO BBEICHHE
yepe3 Kaxaple 3 dYaca B TEUYCHHE CYTOK.
MaxcumanpHast CyToYHas J03a (MCXOIS W3
(hU3MOSIOTHUECKON MOTPEOHOCTH) TemaTo-
mpoTekTopa cocTaBisaiga 20 MJI Ha TOJIOBY
Juist Mbimed 1 50 MJI Ha TOJIOBY JJISt KPBIC.
I'ppI3yHaM U3 KOHTPOJIBHOHM I'pYyMNIBI BBOAU-
U paBHBIE O0BEMBI OWIMCTUILIMPOBAHHON
BOJIBL.

3a XMBOTHBIMH HAOIIOLAIN 2 HENEIH.
OTcnexxuBanu KIMHWYICCKHE MPU3HAKA WH-
TOKCHKAIlUM, TUHAMHUKY Macchl Tena, Mocie
Yero JKMBOTHBIX TMOJABEPINIM HBTaHA3UU H
MIPOBEJIN BCKPBITHE.

[Tonmy4yeHHBIE B X0/1€ SKCIIEPHUMEHTA JaH-
HBIe 00pabOTaHBl CTATHCTUYECKU C HCIOIb-
30BaHneM t — kpurepus CTBIOJCHTa MpH
p<0,05. .
PE3YIIBTAThI HCCIE/JOBAHHH H
HUX OBCYK/ITEHUE

3a Bpems Bced HKCIEPUMEHTaJIbHOU
YaCTH MCCIIEIOBAHUS TPHI3YHBI ObLTH KITMHU-
YEeCKH 370POBBI: TIOBEJCHNE U 00IIee COCTO-
STHME BO BCEX IPYIINAX )KUBOTHBIX OBLIH CXO-
KMMH U COOTBETCTBOBAJIH ITOJIOBO3PACTHBIM
0COOCHHOCTSIM.

ITo manHbIM #3 Tabaumbl 1 BUIAHO, YTO
MaKCUMallbHast (MCXOIs W3 (PU3UOIOTHIC-
CKOHM TOTPEeOHOCTH) JO3MPOBKA TEHaTOIpO-
TEKTOpa HE BbI3BAJIA JICTAJIIFHOTO HUCXO0/a HU
Y OZHOTO KUBOTHOTO.

W3 Ttabmun 2,3 BUAHO, YTO HA BTOPOU
JICHb UCCIIEIOBaHMS OTMeUanach HeOOIbIIas
[oTepsi Macchl Tella y JKMBOTHBIX BCEX
rpyni. B nenom, aHanu3 JaHHBIX HE BBISBUI
JIOCTOBEPHBIX Pa3IMuMil B IUHAMUKE MAacChl
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Taoauna 1

Pe3yJIbTaTbI TOKCHKOJIOITH4€CKOT 0o 3(1)(l)€KTa nmpenmapara I'enmaTon IPpA BHYTPHUIKEJTYT0Y-

HOM BBE€JACHHH

MBI -caMIIbl

I'pymasxamombx | IpyrmaNel | IpymmaNe2 | TpyrmaNe3 | TpymmaNed | I'pyrmaNeS I'pynna Ne 6
Jlosanwria 4 8 12 16 20 0,9% NaCl
Tokcrkonorvyeckuit
3(eKT, mano/Beero 010 0710 010 010 010 0/10
TOJIOB
Menm-camiu
Jlosanwria 4 8 2 16 20 0,9% NaCl
"TokcrKonorHecKuit
3(eKT, mano/Beero 010 010 010 010 010 0/10
TOJIOB
Kpeicercamiip
Tiosa Mo 10 20 30 40 50 0,9% NaCl
"TokcrKonorHeckuit
3(eKT, mano/seero 010 010 010 010 010 0/10
TOJIOB
Kpbicbrcaviu
Tiosa Mo 10 20 30 40 50 0,9% NaCl
"TokcrKonorHeckuit
aexT, mano/seero 010 010 010 010 010 0/10
TOJIOB
Tadauua 2

Junamuka macchl Tej1a Mbieii (r, M £ m) nocie BBeaeHusi npenapara I'enatoun (r, M

+m)

Bpewms mHabmo-

Hccnenyemsle TpyIIbl MblIIIEH

Kontponb OmnpIT
JIEHUs
Cam1pl Camku Cam1el Camku
Jlo nauana sic- 18,5+0,6 18,9+0,2 21,4+0,2 19,3+0,2
TICPUMEHTA
2-i1 neHb 18,1+0,5 18,3+0,5 20,3+0,5 17,5+0,7
7-# 1eHb 19,24+0,6 19,0+0,1 19,3+0,4 20,8+0,6
14-ii nenn 22.34+0,7 20,6+0,5 21,2+0,3 21,0+0,5
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Ta6auna 3

JduHamMuKa Macchl TeJia KpPbIC MocJie BBeAeHus npenapara Ienaton (r, M + m)

HccnenyeMble TPYIIIBL KPBIC
Bpewms nabmione- KonTpoin OnpiT
HUS
CamIel Camku CamIel CaMmku
Jlo matana skcre- 174 +3 174 +5 169 + 4 163 +5
puUMeHTa
2-ii 1eHb 169 +£3 170 £ 3 166 +3 162+3
7-1 neHb 173 £5 175+ 6 177+5 174+ 5
14-i neun 187 +4 185+6 186 +4 183 +4

TeNa MEXIy TPYMIaMH OIBITHBIX U KOH-
TPOJIBHBIX JKUBOTHBIX.

JKuBOTHBIE BCEX OIBITHBIX TPYII IO
OKOHYAaHWH dKCIepuMeHTa (4depe3 14 mHeid)
OBUTH TIOJBEPTHYTH 3BTaHA3WH. Bumumbie
MaKpOCKOTIMIECKHE M3MCHCHHUS BHYTPEHHIX
OpraHoB TOCJIe MPUMEHeHUs npemnapara ['e-
MaTOH HE YCTaHOBJICHBI.
3AK/TIOYEHHE

PesyneTaThl HccienoBaHUS OCTPOH TOK-
CHUYHOCTH, TIOJIy4CHHBIC TPH NPUMCHEHUHU
HCCIICYEMOTO TeMaTOPOTEKTOpa Y KUBOT-
HBIX, a TaKKe MaTepualibl IOCMEPTHOTO
BCKPBITHSI CBHJICTEJILCTBYET O MEPEHOCUMO-
cTM mpenapara. Bo Bpemsl dKcriepuMeHTa
ru0enn KUBOTHBIX He HAOIIOAaIOCh.

AHanu3 TMHAMUKA MacChl Tella TPHI3YHOB
HE BBISIBIJI JJOCTOBEPHBIX PA3IUUUN MEKITY
TPYIIIIaM¥ KUBOTHBIX.

OTpHLATEIbHOIO  BIMSHUS — IIpernapara
['emaToH Ha BHYTPEHHHE OpPraHbl MPH Mak-
POCKOIIMYECKOM HCCIIEIOBAHUN yCTaHOBJE-
HO He OBIJIO.

STUDY OF ACUTE TOXICITY OF
HEPATOPROTECTOR "HEPATON" IN
RODENTS. V. S. Ponomarev, postgraduate
student of the department of pharmacology
and toxicology, 0000-0002-6852-3110, N.
L. Andreeva, doctor of biology sciences,
professor of department of pharmacology
and toxicology, , M. S. Golodyaeva, assis-
tant of department of internal diseases of
animals A.V. Sinev, orcid: 0000-0002-4059-
526X (St. Petersburg state Academy of vet-
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erinary mediciney)

ABSTRACT

The aim of this work was to study in labora-
tory conditions the harmlessness of the hepa-
toprotector "Hepaton", which is an emulsion
of light brown shade for oral use, including
milk Thistle oil, tocopherol acetate, ursode-
oxypholic acid, methionine, rose hip syrup.
Due to the active substances, the drug exhib-
its immunomodulatory, hypocholesterolem-
ic, hepatoprotective, choleretic, cholelitolytic
effect.

For the experiment, 4 groups of control and
experimental mice and rats with 10 heads
each (the groups included both males and
females) were formed. Experimental animals
were injected with hepatoprotector, after
which toxicometry was carried out [GOST
32296-2013] [1, 3], through the study of
lethal dose, analysis of rodent body weight,
as well as necropsy.

During the experiment, there were no obvi-
ous differences in the General condition and
behavior of rodents. Barely noticeable de-
layed reaction and loss of appetite in the first
two days were observed in all groups of ani-
mals, and are associated, most likely, not
with the toxic effect of the studied drug, but
with a stress factor as a result of the proce-
dure of repeated administration of Hepatone
in large volumes.

Hepatoprotector "Hepaton" when adminis-
tered intragastrically in doses up to 50 ml /
kg to mice and rats did not lead to death and




MexdyHapoOdHbIli eecmHuk eemepuHapuu, Ne 4, 2019 2.

did not cause any macroscopic changes in
internal organs. At necropsy there was no
hypervolemic edema of organs, as indicated
by the values of their mass coefficients.
Also, there was no irritant effect on the mu-
cous membranes of the gastrointestinal tract.
The conducted experiment testifies to harm-
less influence of Hepatone on an organism
of mice and rats, and also about low toxicity
of the applied preparation that is extremely
important for further researches on influence
of hepatoprotector.
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