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PE®EPAT

Lenp uccnemoBaHmii 3aKif0vagach B U3YUCHUH KyMYJISTHBHBIX CBOWCTB mpemapara Tummoke. Tummoke —
KOMIUTCKCHBIH aHTHOMOTHK B BHJE moporika. Coaepkut B 1 T B KadecTBe EHCTBYIOMINX BEIIECTB JOKCHITHK-
smHa ruknat — 100 Mr u Tuno3uHa tapTpart - 100 Mr, a Takke BCIIOMOTraTellbHbIE BELLIECTBA.

OTPBITH 1T0 M3YYEHUIO KYMYJISTHBHBIX CBOMCTB MpemnapaTta Tuigoke mpoBoaman Ha 20 6enbIx maboparop-
HBIX KpbIcax mopoabl Wistar (camiiel Maccoit 220-230 1) mo meroay Jluma. Kpeicel ObutH pasnmerieHsl Ha 2
IPYIIIBL: OIBITHYIO U KOHTPOJIbHYIO, 110 10 rojioB B Kax10i. JKUBOTHBIM OIMBITHOW IPYIIII MIPEMapaT BBOAUIN
BHYTPIDKEIYIOUHO OJIMH pa3 B eHb B 1o3ax oT 0,1 JIZA50 mo 1,12 JIASO0.

Cxema BBeeHHs nperapara Obiia ciaeaytomas. C 1 mo 4 neHsp jo3a coctarisiia 350 MI/Kr TOKCHIIMKITHHA
THKJIATa U THJIO3WHA TapTpaTa; ¢ 5 mo § meHp — 525 mr/kr; ¢ 9 mo 12 menp — 770 mr/kr; ¢ 13 o 16 mens — 1190
mr/kr; ¢ 17 mo 20 mens — 1750 mr/kr; ¢ 21 mo 24 nens — 2625 mr/kr; ¢ 24 no 28 nens — 3920 mr/kxr. XKusort-
HBIM KOHTPOJIBHOW TPYMIIBI BBOAWIN BHYTprokemynouno 0,9 % pactBop Harpus xjopuzaa B o0beme 2,0 mir
[Ipog0mKUTEIBHOCTD OTBITAa COCTaBHIA 28 THEH.

B pesynbrate uccnenoBanuii ObUIO yCTaHOBJIEHO, YTO LDsy mpu MHOTOKpPATHOM BBEICHHH Ipemapara co-
craBmia 2659+183 mr/kr maccel kuBotHOro. Koadduumenr kymymnsiun cocrasun 0,76. Takum oOpazom,
MHOTOKpaTHOE MapeHTepaibHOe BBeJIeHUE MpenapaTa TWIIOKC KpbicaM MPUBOANT K HAKOTUICHUIO €T0 B Opra-

HHU3ME, 5TO BBI3BIBACT KyMYJISITUBHBIN 3 QEKT.

KuioueBble ¢cjioBa: TOK CUIIUKIIWH, THJIO3WH, KPBICBI, KYMYJISITUBHBIE CBOMCTBA.

BBE/IEHUE

OnmHuM u3 nyredl MHTeHCHU]UKaMKU OOpHOBI C
0aKkTepHaIbHBIMKU OOJIC3HSIMU JKHBOTHBIX SIBJISICTCS
NIPUMEHEeHNEe BbICOKOA(D(EKTUBHBIX M Oe30MacHBIX
JIeKapCTBEHHBIX cpeacTs [1-2].

Hay4Ho-BHEIpEHIECKIM [ISHTPOM «ATPOBET3AIIUTa
pa3paboTaH XUMHOTEPAIIeBTHICCKAN Tpernapat Trjioke
B BuJe noportika. Cozepkut B 1 T B KauecTBe AEHCTBYIO-
IIIMX BEIIECTB JOKCHIMKINHA TUKIAT — 100 Mr, THiio3uHa
Taptpat - 100 mr, a Tarke BCIIOMOTaTeNbHbIE BEIIECTRA.

Jannas pabota Opuia BeimosiHeHa B ®I'BOY BO
CII6I'YBM Ha xadenpe dpapMakoIOTHH U TOKCHKO-
norun. Bech 00BEM HOKIMHUYECKUX WCIBITAHUI
MIPOBOJIMIIN TIO JCUCTBYIOIIMM HOPMATHBHBIM JOKY-
MeHTam [3-7].

Henp uccrenoBaHuil 3akirovaliachk B H3yYEHUU
KYMYJIITUBHBIX CBOUCTB mpemnapara Tuimokc.

MATEPHAJIBI U METO/IBI

OmBITHl 10 W3YYEHUIO KYMYJISITUBHBIX CBOMCTB
mpemnaparta Twigoke mpoBoanian Ha 20 6enbIx mabo-
paTOpHBIX KpbIcax mopoxasl Wistar (cammbl mMaccoi
220-230 r) mo meroxy JImma. Kpbice! Obun pasaene-

HBl Ha 2 TPYNIBL ONBITHYIO U KOHTPOJIbHYIO, 1o 10
TOJIOB B KaX101. JKHBOTHBIM OMBITHOI IPyMIIBI TIpe-
rapaT BBOAWIM BHYTPHKETYZ0YHO OJIMH pa3 B JICHb
B no3ax ot 0,1 JIso 1o 1,12 JI 5.

Cxema BBe/eHMs TIperiapaTa NpE/ICTaBIeHa B
Tabmue 1.

JKUBOTHBIM  KOHTPOJBHOM TpYHNBI  BBOJMIN
BHYTprxkenyaouHo 0,9 % pactBop HaTpus XJIOpuaa
B 00beme 2,0 M.

TTpoI0KUTENTEHOCTD OTIBITA COCTABUIIA 28 THEH.

Ha nporspkennu ombita Habmonanu 3a o0IIUM
COCTOSIHUEM U TIOBEAEHUEM KpBIC; OTMEYaIH OCO-
OEHHOCTH TIpHeMa KOpMa W BOJbI; YUYHTHIBAIM CO-
CTOSIHUSI BOJIOCSIHOTO TIOKPOBA M CIIM3HCTBIX 000JI0-
YeK JKUBOTHBIX, PETUCTPHPOBAIN WHTOKCHUKAITUIO H
TUOEeIh KpBIC.

Omnpenenenne LDsy, a Takxke LD u LDg4 mpo-
BOJWJIM MyTeM MOCTPOCHUS KPUBOH JETANbHBIX J103,
a 3aTeM HCIIOJIb30BaIM rpaUUIecKnil aHaIu3 3aBU-
cumocTH «no3a-3ddexr». 3nauenust LDsy u apyrux
apaMeTpoB OCTPOr0 TOKCUYECKOTO AEHCTBUS Ompe-
JeISUTH IpoOuT-aHam3oM [7, 8].

Ko dumneHT KyMysmun pacCYUTHIBATIH TyTEM
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Cxema BBCACHMA IpCIiapaTa TI/IHZ[OKC KpbICaM CaMllaM

Tabmmma 1.

Ne Bun, o, macca xu- Jlens skcriepu- Kom-Bo kuBOT- ExenneBnas P
/11 BOTHBIX MEHTa HBIX B OIIBITE 11033, MI/KT MM BBC/ICHI
KPBICKI, CAMIIBI Mac- BHYTPHKEIYI0YHO, 1 pa3 B
Lo 220230 14 10 350 Y P
KpBICKI, CaMIIBI Mac- BHYTPMKENYI0UHO, 1 pa3 B
2 [ 220930 r >-8 10 525 e "
KpBICKI, CaMIIBI Mac- BHYTPMKENYI0UHO, 1 pa3 B
3| 220930 0-12 10 770 e, "
KPBICKI, CAMIIBI Mac- BHYTPHKEIYI0YHO, 1 pa3 B
4| 220230 13-16 10 1190 Y P
KpBICKI, CaMIIBI Mac- BHYTPMKENYI0UHO, 1 pa3 B
5| on 220030 r 17-20 10 1750 Y "
6. KPBIChI, CAMIIbI Mac- 21 -24 10 2625 BHYTPHKEITYI04HO, 1 pa3 B
coit 220-230 JICHb
7 KPBICBI, CAMIIBI Mac- 24 .98 10 3920 BHYTPIDKEIYI049HO, | pa3 B
coit 220-230 r JICHb
Tab6muma 2.
KymynaruBHble cBoiicTBa npenapara Tuigoke
JleHb pOBe/ICHNUS OTIbITA Ko071-BO )KMBOTHBIX B OIIBITE Koa-Bo moru0mmx ExxenneBHas 103a, MI/Kr
JKUBOTHBIX
1 10 0 350
2 10 0 350
3 10 0 350
4 10 0 350
5 10 0 525
6 10 0 525
7 10 0 525
8 10 0 525
9 10 0 770
10 10 0 770
11 10 0 770
12 10 0 770
13 10 0 1190
14 10 0 1190
15 10 0 1190
16 10 0 1190
17 10 0 1750
18 10 0 1750
19 10 1 1750
20 9 6 1750
21 3 1 2625
22 2 1 2625
23 1 1 2625
24 0 0 2625
25 0 0 3920
26 0 0 3920
27 0 0 3920
28 0 0 3920

neneHus 3HaueHus: LDsy npu n-KpaTHOM BBEACHUM K
3HaueHuto LDsy npyu 0AHOKPATHOM BBEACHUHU.

PE3YJIBTATBI H ObCY/K/IEHHE

B xone uccienoBanuii ObLIO YCTAaHOBIEHO, YTO
IIpH BBEACHWH Mpemapara Twigokc B TeueHue 14
CYTOK C MOMEHTa HayaJla OIbITa HE OTMEYaJIOCh U3-
MEHEHUH B KIIMHUYECKOM COCTOSIHUU KPBIC ONBITHOM
rpynnbl. C 17 1HA ONBITOB y HEKOTOPBIX KUBOTHBIX
B ONBITHOH Tpymme OBbUTM OTMEYEHBI YTHETCHUE,
B3BEPOMIEHHOCTh INEPCTHOTO MOKPOBA, CHIDKEHUE
anmetuta. C 19 nHA mocne Hadaxa OmbITa OTMEYa-
Jach THOENb KPbIC. Y KUBOTHBIX, KOTOPBIE TOIYYH-
JIM CMepTeJbHbIE J103bl Mpenapara, MWHTOKCHKAIIHs
MPOSIBIISUIACE CIEAYIOUIMM 00pa3oM: uepe3 2-4 vaca

1ociie BBEACHHUS JIEKAPCTBEHHOT'O CPEACTBA OTMeda-
JIOCh HapyIICHHE KOOPIWMHALIMN JBIDKCHHH, yTHe-
TEHHOE COCTOSIHHE, TPEeMOp, LIepcTh OblIa B3bEPO-
meHa. Yepes 6-7 uacoB mocie BBeJEHUs IpenapaTa
KPBICHI BIIAJIaIM B KOMY, 3aT€M HACTyIana CMEPTb.

PesynbraTel uccienoBaHUs IPEJCTAaBIEHBl B
Tabmure 2.

B pesynpraTte nccnenoBaHui OBIIIO YCTAHOBIICHO,
yTo LDs) npu MHOIOKpaTHOM BBEJEHHUM IIpernapara
coctaBuiia 2659+183 Mr/kr mMacchl JXKMBOTHOI'O, YTO
3HAYUTENBHO MEHbIIE, ueM 3HaueHue LDsy mpu of-
HOKpPAaTHOM BBEJCHHMHU IIpenapara, KOTOpPOe COCTaBU-
710 3500+320 mr/kr [4].

Vcxonst M3 MOydeHHBIX JaHHBIX, OBII paccdu-
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TaH kKodpPunment kymymsaun: Ky, = LDsg, / LDsg
1=2659/3500=0,76

Tak kak BenuurMHA KOA(PGUIMEHTA KyMYJISIHA
P MHOTOKPAaTHOM BBCICHHH JICKAPCTBCHHOTO
cpenctBa Tuiamokc MeHblie 1, MOXKHO CHIEIaTh BBI-
BOJ O TOM, YTO JAHHBIH Mpermapar CIOCOOCH MpH
MHOTOKPATHOM  BHYTPIIKEIYIOYHOM  BBEICHUH
HAKaIIMBaThCsl B OPraHU3Me KPBIC.

3AK/IOYEHUE

Takum 00pa3oM, HA OCHOBAaHUH BBILICH3IIOKEH-
HOT'O MOJKHO 3aKJIFOYHTb, YTO MHOTOKpPATHOE ITapeH-
TepalbHOE BBEICHHE Npenapara THIIOKC Kpblcam
MIPUBOJMT K HAKOIJICHUIO €r0 B OPTaHU3Me, 3TO BbI-
3bIBACT KYMYJISITUBHBIN 3D (PEKT.

[Tpn npumeHenun npenapara THIIOKC B BETEpH-
HapHOI IpaKTHKE HEOOXOIMMO YYHTHIBATH €ro Ky-
MYJIITHBHBIE CBOMCTBA JUIs TI0A00pa KPaTHOCTH BBE-
JICHHs IIpenapaTa 1 Kypcea.
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EVALUATION OF THE CUMULATIVE PROPERTIES OF THE DRUG TILDOX

Olesiya A. Tokareva', Ph.D. of Veterinary Sciences, Docent, orcid.org/0000-0002-5941-9506
Anton N. Tokarev', Dr.habil of Veterinary Sciences, Docent, orcid.org/0000-0002-7117-306X
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St. Petersburg State University of Veterinary Medicine, Russia
’NVC «Agrovetzashchitay», Russia

The purpose of the studies was to study the cumulative properties of the drug Tildox. Tildox is a complex antibiotic in
the form of a powder. One gram of antibiotic contains as active ingredients doxycycline hyclate - 100 mg and tylosin tar-

trate - 100 mg and excipients.

The assessment of the cumulative properties of the drug Tildox was carried out on laboratory white rats males of the
Wistar breed weighing 220-230 g. The rats were divided into 2 groups - experimental and control. There were 10 animals
in each group. In the experimental group the drug was administered intragastrically once a day in accordance with the

scheme in doses from 0.1 LDsy to 1.12 LDsy.

The scheme of drug administration was as follows. From days 1 to 4 the dose was 350 mg/kg of doxycycline hyclate
and tylosin tartrate; from 5 to 8 days - 525 mg / kg; from 9 to 12 days - 770 mg / kg; from 13 to 16 days - 1190 mg / kg;
from 17 to 20 days - 1750 mg / kg; from 21 to 24 days - 2625 mg / kg; from 24 to 28 days - 3920 mg / kg. Control rats were
injected with 0.9% sodium chloride solution in a volume of 2.0 ml. The duration of the experiment was 28 days.

As a result of the research it was found that LDs, with repeated administration of the drug was 2659+183 mg/kg of
animal weight. The cumulation coefficient was 0.76. Thus repeated parenteral administration of Tildox to rats leads to its

accumulation in the body which causes a cumulative effect.

Key words: doxycycline, tylosin, rats, cuamulative properties.
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