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!Beepoccuiickozo nayuno-uccnedosamenscrkozo eemepunapno2o uncmumyma nmuyeeoocmea (BHUBHII) -
Gunuan edepanvrozo HayuHo20 yYenmpa « Becepoccutickuil HayuHO-mMexXHOI02UYeCKULl UHCTNUMYM
nmuyesoocmea» BHUTHUII, Poccus
?Hayuno-enedpenueckuii yenmp Asposemsawuma, Poccus
 Canxm-IlemepGypeckuii 20cyoapemeennwlil ynugepcumem semepunaproii meduyunst, Poccus

PE®EPAT

B crarbe npezcTaBieHs! pe3yabTaThl HCCIEIOBAaHUN CyOXpOHHIECKON EpOpaIbHOM TOKCHYHOCTH Ha 71a00-
PaTOPHBIX KUBOTHBIX HOBOTO BETEPUHAPHOTO TpenapaTa AMOKCHSHTaphb. lcciienoBanms, MpoBEICHBI B paMKax
71a00paTOPHO-IKCIEPUMEHTAIBHOTO (JIOKJIMHIMYECKOTO) M3YyUeHHUs! JICKApPCTBEHHOTO TIperapara ¢ IeNbl0 BHE.-
PEHUSI €r0 B KIMHUYECKYIO0 BETEpUHAPHYIO NMPaKTHKy. Harelt nespio Obl10 M3ydeHne 1ad0paTopHBIX HoKa3arte-
JIel KPOBM 3KCHEPUMEHTAIIBHBIX KPBIC [10]] BIMSHHEM HOBOrO npernapata AMOKcusiHTapb. bbiio chopmupoBaHo
3 TpymNIbl JKUBOTHBIX, COCTOSIINX U3 O€TBIX ayTOpeaHsIxX Kpbic Mo 10 B ka0l rpymnme. JKUBOTHBIM mpernapar
BBOJIMJIM BHYTPIDKEITYJOYHO B TedeHHe 15 cyTok exenHeBHO. Kpbicam mepBoii rpymmsl B go3e 150 mr/kr, BTo-
poii rpymmsl 15 MI/Kr Maccel Tena *KMBOTHOTO, KOHTPOJBHOHM TpyHIe BBOJWIM AWCTUIMPOBAHHYIO BOY.
KpoBb oTOMpainy B IepBbIi 1 JIECATHII JIEHb TT0CIIe 3aBEPIICHNUS BBEJACHUS IpernapaTta AMOKCHSHTAPb, COOTBET-
CTBEHHO Ha 16 u 25 neHp skcriepuMmenTa. [Ipu craTucTuueckoM aHanm3e MokasaTeneil o0Iero KIMHNIECKOTo
aHaJIM3a KPOBM SKCHEPUMEHTAIBHBIX KPBIC HA 10 CyTKHM TOCie 3aBepIIeHNs IPUMEHEHHS HCCIIEyeMOro Mpena-
pata (25 cyTKH SKCIepUMeHTa) OB BBISIBIEH MOHOILIMTO3 B KPOBH NEPBOM M BTOPOM OMBITHBIX TPYII U JIEHKO-
IIUTO3 B MIEPBOM IPyIINE 1O CPABHEHUIO C KOHTPOJIBHON TPYMIOH, OHAKO, JaHHBIC 3HAYCHUS BXOAWINA B HOPMY
MapaMeTpoB KPOBH KpbIC. BBISBICHHBIE CTAaTHCTUYECKH IOCTOBEPHBIC OTIMYHS, HAa 25 CyTKH SKCIEPHUMEHTa,
MEK/1y BTOPOH OIBITHOW IPYIION U rpynnoi kouTposs no nokasarensim ACT, menouynoit ¢pocdarassl u kpea-
THUHUHA SIBJSUTHCH KIIMHUYECKH HE3HaYMTeNbHbIMU. Ha mpoTspkeHnn 25 cyTok cyOXpOHHYECKOTro HKCIIepUMEH-
Ta, HOBBIH BETEPUHAPHBIN NperapaT AMOKCHSIHTAph, HE OKa3aJ HEraTHBHOTO BIIMSIHUS HA KIIMHUYECKHE U OHo-
XMMHUECKHE ITOKa3aTeIH KPOBH SKCIEPUMEHTAILHBIX KPBIC B 103axX 15 n 150 mr/kr.

KiroueBble cjIoBa: aMOKCHUIIMINH, SHTapHas KHCJIOTa, CyOXpOHMYECKass TOKCUYHOCTh, JabopaTop-
HBIE KUBOTHBIE, AMOKCUSHTAPb.

BBE/I[EHUE

JlekapctBennsle (opmMbl Ha OCHOBE Oera-
JAKTaMHBIX AHTHOMOTHUKOB SIBJISIIOTCSI OJHUMH W3
CaMbIX PacIpOCTPaHEHHBIX NpU 60prOe ¢ OONIBIINH-
CTBOM BO30ymuTenei MH(EKIIMOHHBIX 3a00JIeBaHHUN
B CBSI3U C TEM, YTO TaKHE Mpernaparbl XOpoIIo pac-
MPEICNISIIOTCS 10 BCEM OpraHaM M TKaHSM OpraHH3-
ma. Takue mnpenapaTuBHble (OPMbI OTIMYAIOTCS
HHU3KOH Ce0eCTOMMOCTBIO M OTHOCHTEIBHO HHU3KOM
TOKCHYHOCTBIO JuIsi Makpoopranm3ma. C MomeHTa
OTKpPBITUSl NMEHWIMUIMHA U 70 Hadana 70-X rojoB
NPOILIJIOTO CTOJICTHS 3Ta MOJIEKyJa Iepereprena

HECKOJIbKO MOAM(UKAIUI UTOrOM KOTOPBIX CTallo
co3nanue B 1972 rony amoxcunmiianHa. B cpaBHe-
HUU ¢ TIEpBOHAYAIBLHBIM 00pa3iom dTa hopma Oblia
C TOpPa3J0 BBIPAKEHHOW OaKTEPHIIMIHOW aKTHBHO-
CTBI0O M HECPaBHEHHBIMH (PapMaKOKHMHETHYECKUMHU
MOKa3aTeIsIMA. AMOKCHIUIIMH U B HAIIM THU IIH-
POKO NPUMEHSAETCS] KaK B MEAMLUHCKOW MpaKTHUKE,
Tak U B BerepuHapuu [4]. AMOKCULIMIUIUH, BXOJS-
oM B COCTaB HOBOTO Ipenapara AMOKCHUSIHTapb,
00J1a1aeT MIMPOKUM CIIEKTPOM OaKTepUIMIHOW aK-
TUBHOCTH B OTHOIICHWH TPaMOTPHLATEIBHBIX U
TPaMIIOIOKUATENFHBIX  MHKPOOpraHm3MoB [2, 5].
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SlHTapHas KHUCIIOTa, BXOASIIAs B COCTaB IIperapara,
SIBIISICTCA HE3aMEHUMBIM 3BEHOM B IIUKJIE TPUKapOO-
HOBBIX KHCJIOT, y4acTByeT B cuHTese ATD, Hopma-
JU3yeT JHEPreTHYCCKUi Meraboyn3M, oOsianaet
a/IalITOTCHHBIMU CBOMCTBAMH, OKa3bIBACT AHTUTHIIO-
KCHUYECKOE M aHTHOKCHJIAaHTHOE jciicTBue [7, 8, 9].
SIHTapHYIO KUCIOTY MOXXHO OTHECTH U K YHCIY HOO-
TPOIHBIX JICKApCTBEHHBIX cpeacTB [12]. Ocoboe
BHUMaHHE HEOOXOAMMO YIENUTh JOKIHHHIECKOMY
HCTIBITAHAIO HOBOTO TIPETapara, C EeNb0 BEISIBICHHS
HEXKEJIATeIbHBIX PEAKIUH U BO3MOXHBIX MOOOYHBIX
npossienuit [3, 6, 10, 11].

Hamreit mesnpro OBUIO HCCIICJOBAaHUC KIMHUYC-
CKHX U OMOXMMHUYECKUX IMOKa3aTeei KPOBH IKCIIC-
PUMCHTANBHBIX JKUBOTHBIX TIIPH CYOXpOHHYIECKOI
TOKCHYHOCTH HOBOTO BETEPHHAPHOTO IIperapara
AMOKCHUSIHTapb.

MATEPHUAJIBI H METO/bI

Jnst poBesieHNsT MCCIIEAOBAHUS HCIONIB30BAIIH
KIMHUYECKH 3/I0POBBIX CAMIIOB OENBIX ayTOpemaHBIX
kpeic Maccoit 200-207 r B kommdectBe 30 TOJIOB.
JKuBoTHBIE OBLIH BBIPAILCHBI CHEIUATIBHO ISl J1a00-
PaTOPHBIX HCCIEIOBAHUN M paHee B OMBITAX HE MC-
nosbp3oBanuck. CopepikaHue TPBI3YHOB IPOBOJIH-
JIOCh COTJIACHO INPaBWJIaM M HOPMaM, yKa3aHHBIM B
HOPMAaTUBHOH OKymMeHTauuu [1].

Bb110 chopMHpOBaHO TPU MOAONBITHBIX I'PYIIIHI,
13 HUX JIBE ONBITHBIC U OJIHA KOHTPOJIbHAS, COCTOS-
mmx u3 Oenblx ayTOpeAHsix kpelc mo 10 rosjgoB B
KaxJ0i. Beero mist skcriepuMenTa ObIJI0 MCIOB30-
BaHo 30 ronoB. CornacHo MJaHy HCCJIEIOBaHUS,
KpoBb OTOMpanu Ha mnepBbie U 10-e cyTku mocie
3aBEpIICHHUs BBEJCHUS Tperapata AMOKCHSHTaphb.
[Ipenapar BBOAMIN >KUBOTHBIM €KEIHEBHO BHYTpHU-
JKEJYZI0OYHO B TeYeHue 15 CyTOK, KpblcaM NepBOM
rpymmsl B 1o3e¢ 150 Mr/kr macchel Tena KHBOTHOTO,
KpbICaM BTOpPOil rpymibl 15 MI/Kr maccel Tena Ku-
BOTHOTO, KOHTPOJIBHOI TpyIIe BBOAMIN TUCTUILIIH-
POBAHHYIO BOJY.

[TpoOb! kpoBU AJs onpejeneHuss Mopgosioruye-
CKHUX IOKa3aTeJeld OTOMpaINCh B OJTHOPA30BbIE MPO-
OMpPKM C aHTUKOATyJISTHTOM, & JUISl IPOBEJICHUS OHO-
XMMHUYECKOTO aHAJIM3a — B OJJHOPA30BbIe IIPOOUPKH C
aKTHBAaTOPOM CBEpPThIBaHMS. MapKupoBKa IPOOHPOK
¢ o0pa3uamu KpoBH OCYILIECTBIISUIACH MOPSIIKOBBIM
HOMEPOM TIPOOHPKH.

PE3YJIBTATBI U OBCY/K/IEHHE

IToxazatenn oOIIEro KIMHUYECKOTO aHaIn3a
KpOBH J1aOOpaTOPHBIX KpBIC Ha mepBele U 10 cyTku
Iocje 3aBepIICHHs HKCHepUMeHTa OOO0OIIEeHBl |
TIpUBeJICHBI B Taduue 1.

Ha nepBele cyTku mocie 3aBeplIeHUs] TpUMEHe-
Hust riperniapata (16 cyTKM SKCIiepuMeHTa) CTaTUCTH-
YECKH JIOCTOBEPHBIX U3MEHEHMH TToKa3areliei olre-
ro KJIMHWYECKOTO aHaJM3a KPOBH BBIIBICHO HE ObI-
mo. Tak, Ha 16 CyTKHM SKCIIEPHMEHTa KOJIHYECTBO
reMOTJI00MHA, HPUTPOLIUTOB M JIEHKOIWTOB B KOH-
TpOJBbHOM rpymme coctaBmwio 139,00+8,22 r/m,
7,48+0,44 x 1012/mm 11,21+6,87 x 109 /n, B nepBoii
rpymre — 140,20+2,59 v/n, 7,30+0,33 x 1012/n u
15,96+2,17 x 109 /m, Bo BTOpOH rpymme -—
139,20+6,30 1/, 7,48+0,11 x 1012/ u 14,38+4,63 x
109 /n cooTBETCTBEHHO.

B cpaBHeHuu ¢ nokazaTeisIMM  KOHTPOJIBHOM

TPYIIBI, TEMAaTOKPUT B EPBOH IpymIie ObUT HIXKE Ha
2,16%, Bo BTOpOI Tpymme Ha 0,02%, remormoOuH
obut Beimie Ha 0,81% B mepBoit rpymme u Ha 0,14%
BO BTOPOI TpyIIe, KOJMYECTBO IPUTPOLIUTOB B IEp-
BOIi rpymnme Obu10 HIOKe Ha 2,41%, BO BTOpOU rpyI-
1€ COOTBETCTBOBAJ KOHTPOJIBHOM, JIEUKOLMUTHI, Ia-
JOYKOSIICPHBIE M CETMEHTOSAJECPHBIE HEUTPOQUIIBI,
S03MHO(IIIBI, MOHOITUTHI TUM(POIIUTHI

[Ipu craTrcTHYeckoM aHalU3e IMoKas3areiaed 00-
IIEro KJIMHWYECKOTO aHann3a KPOBH HKCIIEPUMEH-
TaJIbHBIX KpbIC Ha 10 CyTKHM Mocie 3aBepllIeHus Npu-
MEHEHHs HCcclelyeMoro mpemapara (25 cyTku JKc-
MEePUMEHTA) OBLT BBIABICH MOHOLIUTO3 B KPOBU MEp-
BOIl U BTOPOH ONBITHBIX IPYMI B CPAaBHEHUU C KOH-
TPOJIBHOM, 9TO COCTaBUIO MOHOIIUTOB 4,40+0,55, %,
B KOHTpoibHOH u 6,00+0,71, %, 6,00+2,83, %, B
MEepBOM U BTOPOU ONBITHBIX IPYII COOTBETCTBEHHO.
U Tax:ke OBLT BBISBJICH JICHKOIMTO3 B IIEPBOIl M BTO-
PO ONBITHBIX TPYII IO CPABHEHHUIO C KOHTPOJIbHOM
IPYIION, YTO COCTABUIIO B IIEPBOM IPYIIIE JIEHKOLU-
ToB 17,9544,93, 109/n, B BTOpOW rpymme -
19,64+3,43, 109/1 u 11,25+3,66, 109/1 B KOHTPOJIb-
HOW cooTBeTCTBEHHO. OJHAKO, JaHHBIC 3HAYCHUS
BXOJAT B HOPMY ITapaMeTPOB KPOBH KpBbIC.

[Ipn aHanmu3ze OGMOXMMMYECKUX MOKa3aTelel Chl-
BOPOTKH KpOBH Ha 16 cyTkm HaONIOIAIOCh CHIDKE-
HHE COJIepXKaHUs KPeaTHHHHA, YTO COCTABUJIO B IEp-
Boii rpymre 63,00+4,90, MKMOJIB/JI, BO BTOpPOii TpyII-
ne 63,00+4,90, MKMOJB/T ¥ B KOHTPOJIbHOW -
84,20+11,30, MKMOJIL/JI, OHAKO, JaHHOE 3HAYCHHE
BXOJIUT B HOPMY IIOKa3aTesei KpOBU KPBIC.

BbIsSIBICHHBIE CTaTUCTUYECKH JIOCTOBEPHBIE OT-
JU4UA, Ha 25 CYTKHM 3KCHEPHUMEHTa, MEXIy BTOPOM
ONBITHOW TPYNIION U TPYNION KOHTPOJIS 0 MOKa3a-
tenasMm ACT u KpeaTWHUH SBISUTNCH KITMHWYECKH
HE3HAYUTEIbHBIMH, T.K. HE SBIIAIOTCS J10303aBUCH-
MBIMH U TOBOPAT 00 HMHIMBHIYalTbHBIX OCOOCHHO-
CTSIX KUBOTHBIX JAaHHOU rpynmbl. ACT B KOHTPOJIb-
HOI Tpymme coctaBisiia 145,20+15,99, En/n, B nep-
Boii rpymnme 126,60+23,18, En/n u Bo BTOpoOi TpyIIe
117,00+11,11, Ex/it cooTBETCTBEHHO.

Hlenounas ¢ocdaraza sBisiercs: (HepMEHTOM,
HAXOJAIMINAMCS B TICUCHH U KETIEBBIBOAMINX ITyTIX
U OBIJIO OTMEUEHO 3HAYMTENHFHOE IOBBIIICHHE €€
AKTUBHOCTH, YTO MOXET TOBOPUTH O HEOIArOmpHsT-
HOM BO3EHCTBUH JIEKAPCTBEHHOIO Mpernapara Ha
neuenb. lllenounas ¢ocdaras cocramisia B KOH-
TponbHOW Tpymme 219,60+41,81, En/n, B mepoit
rpymre 269,00£14,30, En/n m Bo BTOpO# TpyIIe
236,604+57,58, En/n. Ho Tak Kak B MEepBOM OMBITHOM
Tpynne Mo CPaBHEHUIO C KOHTPOJIEM IOBBHIIICHHE
AKTUBHOCTH JAHHOTO ()epMEHTa HEe3HAYUTEIbHOE W
B aHaJIW3e KPOBM HET U3MEHEHHUH B IPYTUX IMOKa3a-
TeNAX, YKa3bIBAIOIIMX Ha BO3JEHCTBHE Ha IEUYEHb,
TO TOBOPUTH O BO3/EHCTBUHU JIEKAPCTBEHHOTO Mperma-
para AMOKCHSIHTaph Ha II€4eHb Helleaecoo0pasHo.

3AK/TOYEHHUE

Ha mporsokennn 25 CyTOK CyOXpOHHYECKOTO
SKCHEPUMEHTA, HOBBIM BETEPUHAPHBIM mpenapar
AMOKCHSHTaph, HE 0Ka3ajl HETaTHBHOTO BIMSHUS Ha
KIMHAYECKHE W OMOXMMUYECKHEe MOKa3aTelId KPOBH
9KCIEPUMEHTANBHBIX KPBIC B 103aX 15 u 150 Mr/kr.
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STUDY OF BLOOD ANALYSIS OF LABORATORY ANIMALS WITH SUBCHRONIC ORAL TOXICITY
OF THE DRUG AMOXIYANTAR

A.S. Khiebalina ', PhD student
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3St. Petersburg State University of Veterinary Medicine, Russia

The article presents the results of studies of subchronic oral toxicity in laboratory animals of the new veterinary drug
Amoxiantar. The studies were carried out as part of a laboratory-experimental (preclinical) study of a medicinal product with
the aim of introducing it into clinical veterinary practice. Our goal was to study the effect of Amoxiantar on the hematologi-
cal and biochemical parameters of the blood of laboratory animals. Three experimental groups were formed, of which two
experimental and one control, consisting of white outbred rats, 10 animals each. The drug was administered to animals daily
intragastrically for 15 days, rats of the first experimental group at a dose of 150 mg/kg body weight, rats of the second group
15 mg/kg body weight, the control group was injected with distilled water. Blood was taken on the first and tenth days after
the completion of the administration of the Amoxiantar preparation, on the 16th and 25th day of the experiment, respectively.
Statistical processing of the results of the general clinical analysis of the blood of animals on the tenth day after the comple-
tion of the drug (25 days of the experiment) revealed monocytosis in the blood of the first and second experimental groups
and leukocytosis in the first experimental group compared with the control group, however, these values were normal rat
blood parameters. The revealed statistically significant differences, on the 25th day of the experiment, between the second
experimental group and the control group in terms of AST, alkaline phosphatase and creatinine were clinically insignificant.
During the 25th day of the subchronic experiment, the new veterinary drug Amoxiantar did not adversely affect the hemato-
logical and biochemical blood parameters of laboratory animals at doses of 15 and 150 mg/kg of animal body weight.

Key words: amoxicillin, succinic acid, subchronic toxicity, laboratory animals, amoxicyantar.
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PE®EPAT

Lenp nccienoBaHmMii 3aKII0YaIACh B U3YYCHHH MECTHO-PA3Ipakalomiero aeicTBus npenapara THIIoKe Ha
KOXy. THIJTOKC — KOMIUICKCHBIN aHTHOMOTHK B BHIE TOporika. ComepxuT B | T' B KauecTBe JCHCTBYIOIIHX
BELIECTB JOKCMIUKIMHA rukiaT — 100 mMr u Tuno3una taprpat - 100 mr, a Takke BCloMOrareibHbIe BELECTBa.

B uccnenoBannu 6puH Hconb30BaHbl 20 KpoukoB opoasl HoBosenanackas Oenas maccoit 3,2 - 4,1 kr.
Ilepen HauanoM MCHBITAHUH y KPOJHMKOB BBICTPUTAIH MIEPCTh HA ydacTkax ruomaapo 10 x 15 cm mo obenm
cTopoHaM cruHbI. JKHBOTHBIE OBLIH pa3zeneHs! Ha 2 rpynmsl o 10 ronos B kaxaoi. Kposnmkam nepBoii rpym-
TIBI Il alTUIMKAI|K ¢ UCToyib3oBanueM 10% BOIHOTO pacTBOpa aHTHOMOTHKA, KPOJIUKaM 2 TPYIIbI HAHO-
cunn 50% BOAHBINA pacTBOp mpenapara. ANMIIHKaIUK MpoBoawIn | pa3 a neHp B TeueHue 14 nueit B gose 0,5
MJT Ha )KUBOTHOE. Ha mpaBbIif 00K KpOJIMKaM HAHOCHJIM BOJHBIC PACTBOPHI aHTHOMOTHUKOB, JICBBI OOK KPOJIH-
KOB CIIYKHJI KOHTPOJIEM: B 3TOM MecTe OBLIM MPOBEIICHBI AMMMUIMKALUU C BOIOH. Bpemst aKCIIO3UIIH KaXK b1
JIEHb COCTaBJIALIO 4 Jaca.

B pesynbrare uccienoBaHuil yCTaHOBIEHO, YTO TIOCIE MHOTOKPAaTHOTO HaHECEHUs mpernapaTta THIIIoKC B
10% u 50% koHUEeHTpauu MyTéM anmiukanuid 1 pa3 B 1eHb B Teuenue 14 aneii B m1o3e 0,5 M1 Ha KUBOTHOE
He HaOII0JaI0Ch KaKUX-JIM0O0 N3MEHEHUH KOKHOTO TIOKPOBA.

KaroueBrblie ciioBa: JAOKCUIUKIINH, TUIO3UH, KPOJIUKHU, MECTHO-PA3ApAKAIOLICC HeﬁCTBHC.

BBE ﬂ FEHUE OTCYCCTBCHHBLIX BETCPUHAPHBIX MPEIIapaTOB SIBIISICT-

HcnonwzoBanue COBPEMCHHLIX H 0e30MacHbBIX ot ngBOO‘lepeZIHOI/I 3a/laden.
JICKapCTBCHHBIX IIPEHapaToB ABJIACTCA HEU30EKHBIM aydHO-BHE/IPEHICCKIM LICHTPOM «AIPOB [T

B 00pp0Oe ¢ pa3nnuHBIMU WH(EKIMOHHBIMU TaTOJIO- paspadotan X“MVIOCTepaHeBIPI‘IeCle/I npemnapar Tplnﬂo]cc
rusiMu KUBOTHBIX [1,3]. Ha cerogusiiunuit jeHs pas- B BUJIC TOpOIIKA. LONCPHHUT B 1 T' B Ka4CCTBE ICUCTBY-

paboTKa, UCTIBITAHWE W BHEAPEHHE B MPOM3BOICTBO IONX BEIIECTB NOKCHUMKIMMHA ruKiar — 100 mr,
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