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YV cmammi naseoeni pezynomamu 6uuenHs 2ocmpoi ma nio2ocmpoi MoKCUYHOCHI
npenapamy « TUJIMO3UH 25» (po3uun O0ns nepopanvbHo20 3ACMOCYB8AHHS), BUSOMOBIEHO20 HA
OCHOGI muImixo3uny. Y pezynomami nposedeHux O00CnioNHceHb 0Y10 6CMAHOBNIEHO, Wo 34
00HOPA308020 GHYMPIUHbOULTYHKOBO2O 66€0€eHHS npenapam, 8i0n08ioHo 00 Kiacugikayii peuouH
3a moxcuunicmio (32iono COY 85.2-37-736:2011), sionocumsbcsi 00 4-20 knacy moKCuuHocmi —
manomoxcuuni pewosunu. JI/[50 3a 6HympiuinboumIyHK08020 86e0eH s OLIUM MUam (0OYUCTIeHHs 3a
memooom I'. Kepbepa) cmanosumov 14167 me/ke, a ona oinux wypis € binvworo 3a 25000 me/ke.
3acmocyeanns npenapamy ynpooosdic 14 0i6 UKIUKAN0 QYHKYIOHAIbHI 3MIHU 8 NeYiHYi, cene3inyi i
IMYHHIUl cucmemi, NOCULEHHS KamabOoAYHUX NPOYecis, wo NPU3BOOULO 00 3HUNCEHHs IMyHImemy i
macu mina meapuH.

KawuoBi caoBa: T'OCTPA TOKCHUYHICTDH, IHNATOCTPA TOKCHUYHICTD,
JJABOPATOPHI 1IYPU, “TUJIIMO3HH 25”, TEMATOJIOI'TYHI TA BIOXIMIYHI
[TOKA3HUKMU.

CporomHi Ha pHHKY BeTEpUHApHUX NpenapaTiB IpeAcTaBle€HA BeJUMKa KIJIbKICTbH

BETEpPUHAPHUX JIIKAPChKUX 3aC001B PI3HOMAHITHOI'O MMOXO/PKEHH Ta Mpu3HaueHHs. [Ipu ubomy, ciifn
3a3HAYMTH, 110 3HAYHA YacTKa SIKUX Mpuragae Ha aHTuO10THKU. Cepen ycix rpyn aHTHOIOTHKIB 3
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KOKHUM POKOM BCE O1bIlleé BUKOPUCTOBYIOTh y TMPAKTUIIl aHTHUOIOTUKH MakpojigHoro psmy. o
TAaKWX aHTUOI0THKIB MaKpOJIiTHOTO Psiy BiAHOCHTHCS HAIIBCHHTETHYHHHA aHTHOI0THK TUIIMIKO3HH.
Ha croroanimmHiit 1eHb aHTHOI0TUKH MAKPOJIIHOTO PSAAY MOCIIAI0Th OJHE 3 MPOBITHUX MICIb IIPH
JiKyBaHHI 1H(QEKIIHUX 3axBopioBaHb. [lepeBaror0 BUKOPUCTAHHS NAHUX AHTHOIOTHKIB € Te, IO
BOHHM MalOTh BHUCOKY aHTHOAKTepiaJibHy aKTHBHICTH MO BIJHOIICHHIO IO BHYTPIIIHHOKIITHHHHUX
30ynHUKIB, e(ekTuBHI mNpH iHQEKUIHHUX pecmipaTOpHUX 3aXBOPIOBAHHSIX, Ta MaloTh
MpOTH3aMNaIbHUMN 1 IMyHOPETYJIATOPHHUI BIUITMB Ha MakpoopranisMm [ 1, 2]. Came ToMy HaZi3BUYalHO
Ba)KJIMBUM Ta [1epIIOYEePTOBHUM €TallOM JJOKJIiHIYHUX JOCII/P)KEHD € IPOBEJCHHS YChOTO CIIEKTPY
TOKCHUKOJIOTTYHUX JTOCHIIKEHbD.

Mertor Hamoi po6oTd Oyn0 BUBYEHHS TOCTPOI Ta MIATOCTPOi TOKCHYHOCTI Mpemnapary
«TUJIMO3UH 25» (po3unH i TEpOpaJbHOTO 3aCTOCYBaHHS) BHUTOTOBJIECHOTO Ha OCHOBI
TUJIIMIKO3UHY.

Marepiaau i meroau. Ilapamerpu roctpoi Tokcuunocti npenapary “THUJIMO3UH 257
JOCHIKyBaIX Ha 42 Oinux Mumax 2-3-MmicsiaHOro BiKy, Macoro 19-22 r ta 12 6inux mypax, BikoMm
2-3 Micsi, macoro 180-200 r. IIpermapaTt BBOAMIM BHYTPIIIHBOIIUTYHKOBO OJIHOPA30BO.

Bu3HaueHHS rocTpoi TOKCUYHOCTI TIPOBOJIMIIM B JIBA €TAIK: OPIEHTOBHUIA Ta pO3ropHyTHi. B
OpIEHTOBAHOMY JOCHi/Jl Ha KOXHY /103y BUKOPHUCTOBYBaJM IO TpU TBapuHU. llpm mnpoBeneHi
PO3TOPHYTOTrO EKCTIIEPUMEHTY 3a MPHHIUIIOM aHAIOTiB Oyno copMOBaHO IIICTh IPyN TBAPUH IO
IIICTh TBAPUH Y KOXKHIMH.

[Tpu BUBYEHHI rOCTPOi TOKCHYHOCTI Ha OUIMX MUINIAX 1 IIypax 3a BHYTPIIIHHOILTYHKOBOTO
BBEJICHHSI B OPIEHTOBHOMY JOCIii mpenapar 3aaaBanu B go3ax 5000, 15000 ta 25000 mr/kr Ha
TBapuHy. byno BcTaHOBIIEHO, IO mpemnapar BBeaeHui y mozax 15000 ta 25000 mr/kr macu Tina
BUKJIMKAB 3aru6eni muieil. ToMy B po3ropHyTOMY J0CII/1 Mpenapat BBOIWIH B iana3zoHi 7103 5000,
10000, 15000, 20000 Ta 25000 mr/kr macu Tinma. Y OLIMX OIypiB KOAHA 13 AOCHIPKEHUX 103 HE
BUKJIMKaJIa 3aru6ei, Tomy 03y npenapaty 25000 Mr/Kkr Macu Tija TBapuHH OyJ10 BBEJIEHO TIOBTOPHO
Ha TIOABINHHIN KiJTBKOCTI TBapuH [3, 4].

[Tigroctpy Tokcuunicte mpemapaty “TUJIMO3UH 25” BuBuanum Ha Oimux mrypax 3-4-
MicsT9HOTO BiKy, Macoto Tina 180-200 r. J{ns mpoBeneHHs gociiay 0yiio copMOBaHO 3a MPUHITUTIOM
aHaJIOTiB JB1 JOCTIJHI Ta KOHTPOJBHY TpyNH, 1Mo 6 TBapuH B KOXHIiH. [locmimkyBanuii npenapat
BBOJWJINM BHYTPIIIHBOIUTYHKOBO IIOAECHHO YnpojoBx 14 ni6. TBapuHaM KOHTPOJIBHOI Tpynu
3aCTOCOBYBaIM BoAy. TBapuHam I mocmiHOi rpynu mpenapaTt BBOAMIIM y TepaneBTU4HiN 1031 — 80
MI/KT Macu Tina, TBapuHaM Il rpynu — necatukpatHiii TepaneBTuuHii — 800 MI/Kr Macu Tina.

VYHOponoBX ychOro MNepiofy eKCIEpUMEHTY BelIM CHOCTEPEXEeHHsS 3a JIabopaTOpHUMHU
TBapUHAMHU, MPU IbOMY BPaxOBYBaJIM TaKi MOKAa3HUKHU: 30BHILIHIN BUIVISA, TOBEAIHKY TBAPUH, CTaH
HIepPCTi, BUIMMHUX CIU30BHX OOOJIOHOK, 3MIHY 3arajlbHOro CTaHy TBapuH, MOBEIIHKOBI peakuii,
peaxiii Ha 30BHIIIHI TOAPa3HUKH, JIETAJIbHICTh, 3MIHY Macu Ti1a TBapuH [3. 4].

Ha nactynny noOy, micis 3akiHUEHHsI BBEJIEHHs Iperapary, 3a YMOB JIETKOTO e]ipHOro
HapKo3y, TBAPUH JEKAIMITYBaJIM Ta BIAOUPATN KPOB IS TEMATOJIOTIYHUX, O10XIMIYHUX JOCITIIKEHb
1 BU3HAaYaJIM Barosi Koe(illieHTH MacH BHYTpIIIHIX opraHiB [5]. OTpumani pe3ynbraT o0poossim
CTaTUCTUYHO 13 BU3HAUYEHHSAM CEPEIHIX BEJIMYHMH, JOCTOBIPHOI'O IHTEpBaJly NpU HasBHOMY pIBHI
3HaunMocTi p<0,05 3 ypaxyBaHHsAM kputepito CTbrofeHTa [6].

s remaronoriyHUX JOCTIAKE€Hb BHUKOPUCTOBYBaJIM KpoB, cralimizoBany EJITA, a nus
610XIMIYHHX JIOCIIIPKEHb — CHPOBATKY KpoBi. B cTabini3oBaHiii KpoBi BU3HAYaIM: BMICT FeMOIIIO0IHY,
KUIBKICTh €pUTPOLIUTIB, T€MATOKPUT, KUIBKICTh JIEHKOLMTIB — 3@ JOMOMOIOI TeMaToJIOT1YHOTO
a”amizatopa Mythic-18. V cupoBarii KpoBi BH3HaualM: 3arajbHUil OUJIOK 3a JIOIIOMOTOIO
pedpakromerpa [PD-22, aktuBHicTh eH3uMiB (ANAT, AcAT, JIJII'), BMiCT KpeaTHHIHY, CEUOBHUHU 3a
JIOTIOMOTO0 HaIiBaBTOMAaTUYHOro OioxiMiyHoro anamizaropa HumaLyzer 3000 3 BUKOpUCTaHHAM
cTaHaapTHUX HaOopiB Gpipmu Human.

PesyabTaT ¥ oOroBopenHs. Ilpu Bu3HAueHHI TOCTPOI TOKCHYHOCTI Mpenapary
“TUJIMO3UMH 25 Gyn0 BCTaHOBIIEHO, IO HOTO 3aCTOCYyBaHHsA, OUTMM Mutiam, y 1031 25000 mr/kr
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Buksinkano 100 % 3arubens TBapuH 1 4acTkoBo y 1031 15000 mr/kr. Pesynbraté BU3HAu€HHS

CepeTHLOCMEPTEINIBHOT JI03H Ha O1TMX MHIIAX HaBeACHI y Tabmuisax 1-2.
Tabnuys 1

I[oka3HNKH TOKCUYHOCTI MpenapaTy Ha 0iiux Mumax (n=3)

Jlosa npenapaty, Mr/kr Yo 3arubuinx TBAPHH_ ‘
’ BCHOTO y % cepenHiii yac 3arubeni
5000 0 0 0
15000 2 66 5 ron
25000 3 100 2 rox

JI1so mpemapaty mnsa Outux Mmumed Bu3zHadanu 3a metogoMm I'. Kepbepa [3]. Marepianu
OTpPUMaHUX JaHUX JOCITIJUKEHb Ta migpaxyHku JI/Iso mpenmapary HaBeneni y tTadbmumi 2.

Tabauys 2

IMoka3HMKHU rocTPOi TOKCMYHOCTI IPY BHYTPilIHBOLLJIYHKOBOMY BBeAeHHI npenapaty “TUJIMO3HUH 25”
Oinum mumam (o0unciaenns JI/so 3a merogom I'. Kepepa)

Hlosu npenapary, 5000 10000 15000 20000 25000
MI/KT
Buxuno 6 4 3 1 0
3aruHyIno 0 2 3 5 6
Z 1 2.5 4 55
d 5000 5000 5000 5000
zd 5000 12500 20000 27500

JI1s0 po3paxoByBainu 3a ¢opmynoro (1):
Jso= 100 — X (zd)/ m, (1)
ne: JI100 — A03a, BiJ SIKOT 3aTrMHYJIM BC1 TBApHHH,
2 — CUMBOJI CyMU;
Z — TIOJIOBMHA 3aralibHO1 KiTBKOCTI TBApPHH, K1 3aTMHYJHU BiJl ABOX HACTYIMHHX J03;
d — pi3HUILIS 1BOX HACTYMHUX J103;
m — KUIBKICTh TBapUH Y TPYIi Ha KOXKHY J103Y
3rigHo 3 opmyioro (1), JIdso mpenapaty “TUJIMO3UH 25 cknanana:
JIs0 =25000- (65000:6)=25000-10833=14167 mr/kr.

[Tpu Bu3HaueHH1 roctpoi TokcuyHocTi npenapary “THUJIMO3UWH 25 Ha 61nux nrypax micis
BBeJIeHH npenapaty y no3ax 5000, 15000 1 25000 mr/kr macu Tina 3aru6eni 1a00paTOpHUX TBApUH
He OyJjio BUSBIEHO. YNpoAoBkK 14-Tu 110 criocTepexeHHs TBapUHU OylIM aKTUBHUMH Ta a00pe
101 1aJId KOPM.

Otxe, npenapar “TUJIMO3UH 25” (po3uuH uis NepoOpaJbHOrO 3aCTOCYBAaHHSI) 3TIAHO 31
COVY 85.2-37-736:2011 [7] nanexuTh 0O MaJIOTOKCMYHUX peuoBuH — 4 kiuac. JI/IS0 mpu ioro
BHYTPIIIHBOIIUTYHKOBOMY BBEJIEHH1 O171MM MuIam (o0umcieHHs 3a meroaoM I'. KepOepa) ctaHoBUTH
14167 mr/kr, a 1uig 611uX 11ypiB € Oiabmoro 3a 25000 Mr/kr.

HactymauM eramom poGoTH Oyiio BUBYEHHS BIUIMBY TpenapaTy Ha OpraHi3M TBapuH 3a
JIOBFOTPUBAJIOTO 3acTocyBaHHsA. [Ipu 3acTocyBaHHI mpemapary YHOpPOJOBX YChOI'O IEpioay
eKCIIEpUMEHTY He OyJio BUsBIIEeHO 3arulerni jadopatopHux TBapuH. [lopsia 3 TuM, ciijl BIA3HAYUTH,
1110 TBAPUHU OYJIM aKTUBHUMH, J0OpE MOifaiu KopM, mepcTh Oyiia rycToro, OJIMCKYYoIo.

VY nopanpuioMy BU3Hayalld BaroBl KoeQilI€EHTH MacH BHYTPILNIHIX opraHiB TBapuH. Ilpu
BU3HAYEHH1 KOe(Ili€HTIB MacCH BHYTPIIIHIX OpraHiB OTPUMAJIH JIaHi, 10 HaBeJeHO B Ta0uuIli 3.
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Tabnuys 3

KoedinienTn Macu BHyTpilmHix opranis 0inux mypis Ha 14-Ty 100y
3a BUBYEeHHS MifArocrpoi TokcuyHocti npenapary “TUJIMO3HUH 25” (M+m, n=6)

. I'pynu
BayTpiwHi opranu KonTponbma 1 >
[leuinka 31,3+1,3 26,2+1,0* 26,9+1,8
Hupxka npaBa 3,58+0,11 3,4+0,14 3,5+0,2
Hupka niBa 3,4+0,07 3,4+0,14 3,6+0,2
Cenesinka 3,98+0,16 2,98+0,2%* 3,42+0,2
Ceprie 3,4+0,16 3,9+0,24 4,0£0,12
Jlereni 7,4+0.4 9,9+1,0 8,6+0,7
Maca 247,5+7,0 200,042,9%** 187,0+6,2%*

Hpumimka: * - p<0,05,.%¥*- p<0,01,***-p<0,001.

Sk BuAHO 3 MaHMX, HaBeAeHUX Yy Tabmuii 3, 14-Tm 100OBE BHYTPINIHBOULTYHKOBE
3actocyBanHsa mnpemapary ¢ TUJIMO3UH 25” y tBapun | Ta Il mocmigHuX rpyn BHKIMKAIO
TEHJICHIIIIO JI0 3HWKCHHS BaroBuX KOe(IIIEHTIB MacH TICYiHKH, CEJIE31HKM Ta MacH Tija TBapuH. Kpim
TOTO, CiJ 3a3HaunTH, Mo 3actocyBanHs TUJIMO3MWH 25 He BUKIMKAIO BIPOTLIHHX 3MIH MacH
HUPOK, JIETEHb Ta CEPIIS.

[Ipu BU3HAYEHHI TeMaTONIOTIYHIX TTOKa3HUKIB OTPUMAIIH JIaHi, 110 HaBeleH1 B TaOIuIi 4.

Tabauys 4

MopdoJioriuyHi nokasHMKH KpoBi 6iux uypis Ha 14-Ty 100y TpMBaJIOro A0Caiay
3a BUBYEHHS nigrocrpoi tokcuynocti npenapary “THJIMO3HUH 25” (M+m, n=6)

IToka3uuku I'pymu
KOHTPOJIbHA 1 (TepareBTHYHA J103a) 2 (10-kpaTHa 03a)

I'emorno06iH, /1 141,0+£2,8 148,24+3,9 143,0+1,3
Eputporwmty, T/n 6,7+0,2 7,2+0,1 7,05+0,1
JleiikouuTH, /1 16,2+2,5 14,4+1,2 9,2+0,4*
Heiirpod.(cerm), % 18,0+1,2 17,3+0,7 18,0+1,2
Jlimdoruth, % 71,3+4,0 76,0+1,2 72,727
Mosomutu, % 7,3+0,7 8,7+1,3 8,0£1,2

I'emarokpur, % 38,4+0,8 40,3+1,0 38,7+0,3
MCH, nr 20,9+0,2 20,5+0,4 20,2+0,3
MCHC, r/mn 36,5+0,2 36,9+0,2 36,7+0,2
MCV, Mkm 57,3+0,6 55,6=1,0 54,9+0,8*

IHpumimka: * - p<0,05.

SIK BUIHO 3 JaHUX, HaBeAEHUX Yy Tabmumi 4, MpU BHUBYEHHI BIUIMBY JAOCIHIIPKYBaHOTO
mpernapatry Ha TeMaTroJIOTiYHI TIOKa3HWKH, BCTAHOBIIEHO, IO 3aCTOCYBAaHHS TIpemapary y
TepaneBTHUHIM Ta 10- kpatHiii TepaneBTHuHii no3ax (I, II mocmigHi rpynu) He CHIPUYUHIOBAIIO
CYTTEBUX 3MIH Yy KOHIEHTpalli reMoryiiodiHy, KUIbKOCTI €PUTPOLMTIB, BEIUYUHU T'€MATOKPUTY,
cepelHbOMY BMicTy remornio0iny B eputpounti (MCH) Ta cepenniit KOHIEHTpallii reMoriao0iHy B
eputpouuti (MCHC). ITopsin 3 Tum, y TBapuH Il mocnigHoi rpymnu BiJI3HaYaIu BIPOTiIHE 3HM)KEHHS
KIUJTBKOCTI JICUKOIUTIB Ta cepeHboro 00’ emy epurpouuta (MCV).

Amnaniz otpumanux micis 14-mo6oBoro 3acrocyBanns npenapary “THUJIMO3UWH 25 (ta6m.
3) mokasye, mo y OUIMX LIypiB 3HMXKY€ThCS XKMBa Maca Tina. TepameBTHYHaA J03a INpernapary
MIPUBOJIMJIA 0 BIPOT1IHOTO 3HMKEHHS KOe(III€EHTIB MAaCH MEUIHKH 1 CEJIE31HKHU Y TBapUH; MIPH LIbOMY
MPOSIBIISIETBCS TEHJACHIIE 1O 3MEHIIEHHS KUTBKOCTI JIEMKOUUTIB (Tabm. 5), CTaTUCTUYHO
3MeHIryeTbes 00’ eM eputponutie (MCV). 3a yMOB 3aCTOCYBaHHsI TEPANeBTHYHOI JO3H MperapaTy B
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CHUPOBATIII KPOBI MPOSBISETHCA TEHJICHIIIS 10 30UTbIIEHHS PIBHS 3arajibHOTO O1IKa, 3HKEHHS O [3-
rino0yniHiB (Tabi. 4). 14-1000Be 3acTOCYBaHHS AOCIHITHHUX /103 MpEHapaTy MPUBOIUIO O 3HUKESHHS
B CHPOBATIIl KOHIIEHTpAIlll CEYOBHMHU 1 30UIBIICHHS albOyMiHIB, 3arajbHOTO OiJIKa, aKTHBHOCTI
JAKTaTAETipOTreHa3u.

[Ipu Bu3HaueHHI O10XIMIYHUX IMOKAa3HUKIB CHUPOBATKH KPOBI OTpUMAJIM JaHi, HaBEACHI y
Tadumii 5.

Sk BUIHO 3 JaHUX, HABEICHUX y TaOJIMIIl S, TPy BUBUEHHI BIUIMBY MperapaTy Ha 010XiMiuH1
MOKa3HUKM CHPOBATKU KPOBi y TBapHH | 1OCHigHOT Tpynu BiA3HAYaIM BipOTigHE 3HIKECHHS PiBHS
CEYOBHMHH, aTbOYMIHIB, 00 Ta B-TJI00YIiHIB Ha TJIi 3pOCTaHHs PiBHA 3arajibHOro Oi1ka. KpiMm Toro, y
tBapuH Il pocmimHol Tpymm Bii3HAUanmu BiporinHe 3HWKeHHS aktuBHOCTI JIJII', ceyoBwHH,
aMbOYMIHIB TTOPIBHSIHO JI0 BEJTMYHH KOHTPOJIBHOI TPYIIH.

Tabnuys 5
Bioximiuni noka3Huku KpoBi 6iux mypis Ha 14-Ty 100y HoCainy npu BUBYEHHI
niarocrpoi TtokcuyHocti npenapary “TUJIMO3HH 25” (M+m, n=6)

IToxa3Huku Ipymu
KOHTPOJIbHA 1 (TepameBTHYHA J103a) 2 (10-kpaTHa 1103a)

AnAT, On/n 88,064 100,7+3,9 96,243 .4
AcAT, On/n 191,7+£22.0 220,0+8,5 225,2+17,1
JIAL, On/n 2811,3+117,2 4293,84+504,0 4086,8+375,1*
3aranpHuM OLTipyOiH 3,94+0,7 1,9+0,6 2,6+0,9
Kpeatunin 92,4+1,8 80,07+5,2 87,0+4,0
CeyoBuHa 4,2+0,2 3,1+£0,07** 3,8+0,09**
3ar. binok 69,3+1,6 74,5+1,1* 71,8+1,7
AnpOyMiHH 49,0+0,9 53,4+0,8** 52,3+0,9*

al 1,9+0,9 1,1+£0,03** 1,8+0,3
InoGymian, % | a2 6,6+1,0 5,4+0.3 5,5+£0,4

B 24,8+0,8 22,340,2* 24.4+1,8

Y 17,6+1,0 17,7+£1,3 16,0+0,8

Hpumimka: * - p<0,05, ** - p<0,01

B ninomy, 3a yMOB 3acTOCYBaHHS IIpenapaTy, B OpraHi3Mi IIypiB HOCUIIOIOTHCS KaTaOo14HI
MPOLIECH, 3HIKYETHCS Maca MEYiHKH, Cele31HKH (BUTPAYal0ThCs 3allac YepBOHOI 1 615101 KpOBI).

BUCHOBKH

1. Hpenapar “TUJIMO3UH 25” Hanexuth 10 4-ro Kiacy TOKCHMYHOCTI, TOOTO 110
MaJIOTOKCHYHUX peuoBHH. JI[Iso mpu #HOro BHYTPIIIHBOLIUTYHKOBOMY BBEJEHHI OUTUM MHUIIaM
(obuucnenns 3a metogoMm I. Kepbepa) ctanoButh 14167 mr/kr, a yist 6UTHUX TIypiB — € OLIBIIOIO 3a
25000 mr/kr.

2. Ilpu TpuBamoMy BBEJI€HHI OUIMM IlypaM LbOTO MpenapaTy Bi10yBaroThCs QyHKIIOHATbHI
3MIHHU B MEUiHI, ceJe31HI 1 IMyHHIH CUCTEeMI, HOCHIIIOIOThCA KaTaboJiyH1 MPOLECH SIKi IPUBOJISATh
710 3HWKEHHS IMYHITETY 1 BTpaTH MAcH Tij1a B3SITUX y JIOCI1]] TBAPHUH.

IlepcnekTuBM gociaigxkeHb. Pe3ynbratu nociimkeHb Oy1yTh BUKOPUCTaHI A1 KOHTPOJIIO
SIKOCTI IIperapaTy 3a MOKa3HUKOM “HEIIKiIJIUBICTE .
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DETERMINATION OF THE PARAMETERS OF ACUTE AND SUBACUTE TOXICITY
OF DRUG BASED ON TILMICOSIN

L P. Patereha’, V. I. Kushnir', M. I. Zhyla', O. M. Dubin®

’State Scientific-Research Control Institute of Veterinary Medicinal Products and Feed Additives
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SUMMARY

The article presents the results of the determination of acute and subacute toxicity of the drug
"TILMOZIN 25", which was made on the basis of tilmicosin. In result of the conducted researches,
it was found out, that a single administration of the drug according to the classification of substances
for toxicity (according to the SOU 85.2-37-736: 2011) belongs to the fourth grade of toxicity - less
toxicity substances. LDso by the intragastrical administration to white mice (calculations by G.
Kerber's method) is 14167 mg/kg, and for white rats is greater than 25000 mg/kg. The use of the drug
for 14 days caused functional changes in the liver, spleen and immune system, increased of catabolic
processes, which led to the decrease in immunity and body weight of animals.

Determination of the parameters of acute toxicity of the drug TILMOZIN 25 (solutions for
oral administration) were conducted on 42 white mice 2-3 months old, weighing 19-22 g and 12 white
rats, 2-3 months old, weighing 180-200 g. Preparation was entered intra-gastric, non-permanent.

In the study of acute toxicity on white rats for intra-gastric administration, in an indicative
experiment, the medicinal product was administered in the doses of 1.0 (5000 mg/kg), 3.0 (15000
mg/kg) and 5.0 (25000 mg/kg) ml per animal. A dose of 25,000 mg/kg body weight was re-
administered on a double amount of animals.

Subacute toxicity of TYLMOZYN 25 was studied on white rats 3-4 months old, weighing
180-200 g. For the experiment were formed on the principle of analogues, two experimental and
control groups, 6 animals in each. The tested drug was entered intra-gastric daily for 14 days. Animals
of the control group were administered water. Animals of the I experimental group, the drug was
administered in therapeutic dose of 80 mg/kg body weight, animals of the II group - ten times the
therapeutic dose - 800 mg/kg body weight.

In determining the acute toxicity of TILMOZIN 25, it was found out that its administration to
white mice in dose of 25,000 mg/kg caused 100% death of animals and partly in dose of 15,000
mg/kg. The DLs of the drug for white mice was determined by G. Kerber's method.

In determining the acute toxicity of the drug TILMOZIN 25 on a white rats, it was established
that the maximum dose of the drug (25000 mg/kg) did not cause death of animals.

It was found out that the drug "TILMOZIN 25" (solutions for oral administration) according
to the SOU 85.2-37-736: 2011 belong to the less-toxic substance - 4™ class. DLs by the intragastrical
administration to white mice (calculations by G. Kerber's method) is 14167 mg/kg, and for white rats
is greater than 25000 mg/kg.

The next stage was to study the effects of the drug on the organism of animals for long-term
use. During the all period of the experiment, was not found the death of laboratory animals. At the
same time, it should be noted, that the animals were active, eat well fed, fur was thick, shiny.

In studying the effect of the tested drug on hematological parameters, it was established that
the use of the drug in therapeutic and 10-fold therapeutic doses (I, II experimental groups) did not
cause significant changes in hemoglobin concentration, the number of erythrocytes, hematocrit, the
mean corpuscular hemoglobin (MCH ) and the mean corpuscular hemoglobin concentration
(MCHC). At the same time, in animals of the 2nd experimental group, there was a significant decrease
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in the number of leukocytes and the mean corpuscular volume (MCV). It was found out that, 14 days
of administration of the drug caused decrese in body weight in white rats. The therapeutic dose of the
drug led to the reliable reduction in the weight of the liver and spleen in animals; also, there is a
tendency to decrease the number of leukocytes, statistically decreases mean corpuscular volume
(MCYV). The use of therapeutic doses of the drug in serum, there is a tendency to an increase in total
protein, decrease in o and B-globulins. The 14-day use of experimental doses of the drug led to the
decrese in serum urea concentration and an increase in albumin, total protein, activity of lactate
dehydrogenase.

In general, the administration of the drug in the body of rats, the catabolic processes are
intensified, decrese the weight of the liver and spleen (the reserves of red and white blood are spent).

Keywords: ACUTE TOXICITY, SUB-ACUTE TOXICITY, LABORATORY RATS,
"TILMOZIN-25", HEMATOLOGICAL AND BIOCHEMICAL PARAMETERS.
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AHHOTAIL U

B crarbe npuBeneHs! pe3ynbTaThl U3yUeHUs OCTPOM U MOAOCTPON TOKCUYHOCTH IpenapaTa
«TUJIIMO3UH 25» (pacTBOp [ MEPOPAIBHOIO INPUMEHEHHS), M3IOTOBIEHHOIO Ha OCHOBE
TWIMUKO3WHA. B pe3ynbTare MNpOBEIEHHBIX HCCIEAOBAaHUM ObUIO YCTAaHOBIEHO, 4YTO MpHU
OJIHOKPaTHOM BHYTPHKEITy/JI0YHOT'O BBEJIEHUU INperapar, COriacHO KJIAaCCU(PUKALUU BELIECTB I10
TokcuuHocTH (corimacHo COY 85.2-37-736: 2011), otHocuTcst K 4-My KJIacCy TOKCHYHOCTH -
ManoTokcuuHble BemecTsa. Ero JI/so mpu BHYyTpukKemTy104HOM BBEJCHUH O€IbIM MbIlIaM (TIOJCYET
o merony I'. KepGepa) cocraBnsier 14167 mr/kr, a anst 6enbix Kpbic sBisieTcst 6omnpine 25000 mr/kr.
[Ipumenenne npenapata B TeueHHe 14 CyTOK BBI3BaJO (HyHKIIMOHAIBHBIC M3MEHEHUS B IIEUYCHH,
celie3eHKe M HMMMYHHOM CHCTeMe, yCHJIEHHE KaTaOOJIMYeCKHX MpPOILECCOB, YTO IMPHUBOJMIO K
CHIDKEHHIO UIMMYHHUTETA U MaCChI TeJla )KHBOTHBIX.

KawueBbie ciaoBa: OCTPASI TOKCHUYHOCTDH, MOAOCTPAA TOKCHUYHOCTHD,
JIABOPATOPHBIE  KPBICHI, "TUWJIMO3UH 25", F’EMATOJIOTUYECKUE U
BUOXNMUMNYECKUE ITOKA3ATEJIN.
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OAPMAKOTEPAIIEBTUYHA E®OEKTUBHICTbD AHTUMIKPOBHUX
HHPEITAPATIB, Y HOPIBHAHHI, 3A IIJTYHKOBO-KUHIKOBUX
XBOPOB Y IOPOCAT

H. B. Cnrocap, kano. éem. Hayk, 0oyernm

[Toxinbchkuii Aep>KkaBHUH arpapHO-TEXHIYHUHN YHIBEPCHUTET,
By llleBuenka, 13, M. Kam’sinenp-Iloainscekuit, 32302, Yikpaina

Cmamms npucesyena BUBYUCHHIO papmaxomepanesmuunoi  egpexkmugrHocmi
gapmakonoziunux npenapamis pizHux GapmaKoroiuHux epyn 3a 2OCMPUX WIYHKOBO-KUUKOBUX
3ax6o0pro6anb 3 OiapeiHumM CUHOPOMOM I BUPAICEHUMU OZHAKAMU THMOKCUKayii y nopocim 2-3-
Mmicaunozo 6iKy. Bcmanoeneno gapmaxkomepanesmuuny —egexmusHicms, Yy  NOPIGHAHHI,
npenapamy mognaxkca @mopxinoion08020 pady ma npenapamy HiQh)ypoxcasudy, noxioHo2o
Himpoghypany, 3a mepanii WIyHKOBO-KUUKOBUX 3AXE0PI06AHb ) OOCTIOHUX MEAPUH.

Obuodea npenapamu, 3a ix nepoparbHO20 3ACMOCYBAHHA, SUAGUNUCH ePEKMUBHUMU i3
MIHIMANbHOW DIZHUYEI 8 OHAX BUOYICAHHSA, NPU JIKY8AHHI NOPOCAM I3 20CMPUMU ULTYHKOBO-
KUWKOGUMU PO31A0amMu i3 GUpAdceHuM OiapeuHum CUHOpomom. AK pezyrbmam egekmueHol
mepanii y meapun cnocmepicanu uiuoke NOKPAujeHHs 3a2aibHo20 CMany ma O00CHiONHCY8AHUX
NOKA3HUKIE KPOSI.

Kmouosi cioBa: PAPMAKOTEPAIIEBTUYHA E®EKTHUBHICTb, MO®JIAKCA,
HI®OYPOKCA3U/, [IOPOCATA, ATAPES, T'OCTPI LLIJTYHKOBO-KHUIIIKOBI XBOPOBMU.

OpHi€ero 3 OCHOBHUX NMPUYMH E€KOHOMIYHHUX BTpaT y CBHUHAPCTBI € rocTpl LUIYHKOBO-
KHIIKOBI 3aXBOPIOBaHHs mopocAT. L{i maTosoriydi cTaHW CIPUYMHAIOTh 3HAYHUM NajiX TBapUH
SK Y HEBEITUKUX (pepMEepPChKUX TOCHOAPCTBAX, TaK 1 Y MPOMHCIOBOMY TBapWHHHIITBI. 3a3BHUai,
3Ha4Ha MIKpOOHa 3a0pyIHEHICTh 30BHIIIHBOTO CEPEJOBHUINA, NMPEAMETIB JOIJSAAY Ta KOPMiB
CIpHsie TOMY, IO y HOBOHAPOHKEHHX TMOPOCAT JOCHTHh IIBUAKO BiIOYBAETHCS KOJIOHI3AIS
KUIIEYHUKAa YMOBHO MAaTOT€HHOIO 1 MaTroreHHow Mikpodioporo. Came 1eil GakT € oaHuM i3
TOJIOBHUX, SIKi CHPHSAIOTH PO3JIaJiaM TPaBJICHHS, BUHUKHEHHIO Jiapei Ta PO3BUTKY IHIINX
NATOJIOTIYHUX CHUMIITOMIB 1 CHHAPOMIB y mopocsTt. s Tepamii 3aCTOCOBYIOTH aHTHMIKPOOHI
npenaparu, B TOMy 4ucii i anTubioTuku [1, 2].
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