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AOKIMMHUYECKOE UCCIEAOBAHUE BE3OMNACHOCTU NMPOU3BOAOHbLIX
AKPUOOHYKCYCHOW KUCNOTbl HA KPbICAX MPU MHOIOKPATHOM

BHYTPAMbILUEYHOM BBEOAEHUU

A. I1. KoBanenko', A. 0. Netpos2, U. M. Anxytosa3, I. A. Mnucko3

ITpoBeneHO CPaBHUTEIBHOE UCCIECAOBAHME TOKCHUYHOCTH JBYX MPOM3BOAHBIX aKpHIOH-
YKCYCHOM KHCJIOThl — JIM3MHA aKpUIOHALleTaTa U MEIIIOMHHA aKkpujaoHauerara. Mccueno-
BaHUS NPOBOIUIM HA KPbICaX 000€ro 1oja Mmoo npu 90-1HEBHOM BHYTPUMBIIIEYHOM BBE-
JICHHU aHAIM3UPYEMBIX BEIIECTB. Pe3ynbTaTsl ncciejoBaHus TTOKA3alll, 9To 00e HccIemye-
MBIE CONM aKpHAOHANeTaTa o0IaJaloT COMOCTABUMBIM TOKCHKOIOTHYECKAM MpOoGHIeM Mo
COBOKYITHOCTH BCEX MCCJIEAYEMBIX IAPAMETPOB M HE MPOSBIISIN CyILIECTBEHHOIO TOKCHYEC-
KOTo BO3/IeiicTBHS Ha Ja0OPAaTOPHBIX )KUBOTHBIX IPH BBEACHHUH B 103aX, SKBUBAJICHTHBIX 5 U
10 >¢pdexruBHbIM 103aM y udesioBeka. Vccnenyemble mpenaparbl IpU yKa3aHHOM PEXUME
BBEJICHUS BbI3bIBAJIM MECTHYIO PEAKLIUIO 00paTUMOTO XapaKTepa.
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BBEOEHUE

Jlo cux mop ocTaeTcs akTyaJbHBIM IPOOIEMa ITOBEIIIC-
HUS 9QGEKTUBHOCTH JICKAPCTBEHHOTO JICYCHUST HH(EKIIHU-
OHHBIX 3200JIeBaHHUH, YTO 00YCIIOBIMBACT BAYKHOCTH MIOUC-
Ka ¥ yCOBEPIICHCTBOBAHMUSI JIeKapcTBeHHBIX cpeacTs (JIC),
OCHOBAaHHBIX Ha AaKTHBAI[MM W TIOBBIICHHN HMMYHHBIX
CBOMCTB opranusma [5, 7, 9]. K uuciny nMMmyHOMOTy ISITO-
poB otHOcutcs JIC Ha OCHOBE aKpHUIOHYKCYCHON KHUCIIOTHI
(AYK) — merromuHa akpunonanerar (MAA). MAA siB-
JSIeTCSl HU3KOMOJIEKYISIPHBIM MHIAYKTOPOM HHTEp(hepoHa,
YTO ONpeAeNseT NIUPOKUN CIIEKTP €r0 OMOJIOTHIECKON aK-
TUBHOCTH. OCHOBHBIMH KJIETKaMHU-TIPOIYIICHTAMH HHTEP-
(depona nocie BBeneHuss MAA sBistirorces Makpodaru, T-
u B-mumdonuTsl [15].

[TepBrie nccnenoBanusi AYK B kauecTBe coeAMHEHUS,
00J1a/1aF0IIIET0 TIPOTHBOBUPYCHOM aKTUBHOCTHIO, OBLITH Ha-
yarel OoJiee YeThIpex JecsITUiIeTUi Tomy Hazan [13, 16].
[MonTBepxaeHa knuauueckas 3¢ dextuBHOCTE MAA B OT-
HOIIICHUU BO3OYIUTEIICH KIISIeBOTo dHIIe(anuTa, rpurma,
IIPOCTOTO reprieca, a Takke afcHOBHPYCOB, IIMTOMETANIO-
BUpPYCOB, BUpycoB OmuteiiHa — bapp u ap. [2, 4, 5, 9,
10]. B uccienoBaHusX TakKe YCTaHOBIIEHA BBICOKAs d(-
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(extuBHOCT MAA B KOMIUIEKCHOM TEpamuu OCTPBIX U
XPOHHYECKUX HHPEKIHH (HeHPOMH(EKITIH, XIAMHIHO3H,
MTHEBMOHHH, TOCJICONEPAIMOHHBIE OCIOKHEHUS) B Kade-
CTBE KOMIIOHEHTa UMMYyHOTepanui [1, 3].

Y4auThIBasg MOTEHIMATIBHO MIMPOKYIO 001aCTbh MpUMeE-
HeHust AYK, mpencTaBisieTcsl mepCIeKTHBHBIM pa3padoT-
Ka €¢ PAa3NIWYHBIX IPOU3BOAHBIX C IIETBI0 YIYUIICHUS
cBoiicTB camoro JIC. Oguum u3 npousBoaHbix AYK sBis-
eTcsl ee collb — Jin3nuHa akpuponanerar (JIAA). CoracHo
HOPMaTUBHO-IIPaBOBOM 0a3e EBpasmiickoro sxoHOMuue-
CKOTO COI03a, 00pa30BaHUE WHOM COMH JCHCTBYIOMIETO BE-
mecTBa 3apeructpuposanaoro JIC TpebyeT mpoBeaeHUs
JIONOJNHUTENBHBIX UCCIEJOBaHUI Oe3omacHocTH, (hapma-
KOKHHETHKH W/WIN 3PPEKTHBHOCTH B CPABHCHHHU C paHee
3aperuCcTPUPOBAHHBIM coennHeHneM — MAA [8§].

B omyOnuKoBaHHBIX MCTOYHHKAX BBIIBICHO HEIOCTA-
TOYHOE KOJMYECTBO MH(popManuu 00 obmelt u cneuudu-
yeckoid TokcuyHocth MAA. H3zsectHo, uto JI[g, s
AYK u MAA 1npu nepopajJlbHOM BBEAECHUHM MBIILIAM U
kpbicam cocraBisieT >4000 u >5000 MI/Kr COOTBETCTBCH-
Ho [13, 14].

Ha ocnoBanmu HeomyOnmkoBaHHBIX OoTueToB o HUP
nonydeHa uHpopMaIms o TokcnaHocTH MAA mpu ofHO-
KpaTHOM M MHOTOKPAaTHOM BBEIIEHHM PAa3HBIM BHIAM KH-
BOTHBIM. YcpenaueHHsle JI[s,mas1 MAA st Meimeit u
KPBIC IIpU BHYTPHUMBIILIEUHOM BBEIE€HUM cocTaBuiau 1135
1 2010 MI/Kr COOTBETCTBEHHO, IIPU BHYTPUBEHHOM BBEJIC-
aun — 1180 u 1135 mMr/kr coorBercTBEHHO. BBeneHue
kppicaMm MAA Ha mnporskxenun 180 mHeil B 103ax 10
500 mr/kr (BHYTpUMBINIEYHO) U 250 MI/KT (BHYTPHUBEHHO)
HE BBIABUJIO CYHICCTBEHHBIX OTKIOHEHHWH OT HOPMBI TIO
BCEM OLICHHBAaEMbIM IIOKa3aTelsiM. BHyTpHUMbILIEYHOE
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BBeZieHne MAA B Teuenue 30 nHEH HEMOIIOBO3PENBIM
KpbICaM BO3pacToM 2 — 3 Hell HE COMPOBOXKIAIOCH TOKCH-
yeckumu dpdexTamu B auamazone 103 g0 150 mr/kr. 1o
pe3ysbTataM TOKCHKOJIOTHMYECKHX HcclienoBanuid MAA
OTHOCUTCS K V Kilaccy NpakThudecku HeTokcuuHblx JIC.

W3ydyenne nMMyHOTOKCHYHOCTH MAA Ha JIUHUH MBI-
meii Balb/c mokaszano oTCyTCTBHE TOKCHYECKOTO JEHCT-
BUS HA UMMYHHYIO CHCTEMY NPH BHYTPHUMBIIIICYHOM BBE-
JICHUH B J103ax J10 880 MI/KI B TeUeHHUE 3 THEH U NP 3TOM
CBUJIETENIbCTBOBAJIO O HAJIMYHUU Y HETO MMMYHOMOYJIH-
pyromero aeiicteus. AmnepreHHocTe MAA m3ydanu Ha
Mbimax JuauK Balb/c (B mo3ax 10 880 MI/Kr BHYTpPHMBI-
IEYHO) C TOMOUIBIO MOJeNIell peakiu THIEePYyBCTBH-
TEJFHOCTH 3aMEJICHHOTO THIA M PEaKINU HETIPSIMOM Jie-
IPaHyJSLUKN TYYHBIX KJIETOK; HA MOPCKUX CBHHKaX (B J10-
3ax 710 600 MI/KT BHYTPUMBIIIECYHO) — C IIOMOIIBIO PEaK-
Uy o0melt aHaduiIakcum W peaknuu 00pa3oBaHHS
MMMYHHBIX KOMIUIEKCOB. BBLIO MOKa3aHO OTCYTCTBUE UH-
JyIIUPOBAHMS AJUIEPTUYCCKUX PEAKIHUHA y DKCTIIEPHUMEH-
TaNIbHBIX JKUBOTHBIX. OTCYTCTBHE TEHOTOKCHYECKUX
cBOIcTB MAA TNOATBEP)KICHO B MCCIEIOBAHUIX Ha JPO-
30¢miIax B TeCTe Ha MHIYKIIMIO MYTallUii COMaTHYeCcKOTO
Mo3aunmsMa (B go3ax 0,5, 5 u 50 Mr/Min) u 1o y4ery xpo-
MOCOMHBIX ab0epaluii B KJIeTKax KOCTHOTO MO3Ta CaMIIOB
MbIIel (BHyTprxenygodHo 2000 MI/Kr OJHOKPaTHO WIH
4-kparHo B j03¢ 100 Mr/KT).

B uccnenoBanuu penpoayKTUBHONM TOKCHYHOCTH MAA
Ha caMIlax M CaMKax KpbIC II0KA3aHO, YTO €)KEJHEBHOE
BHYTPIDKEIYJJOYHOE  BBEIEHUE Ipenapara B  J103€
1500 mr/kr camkaM B TeueHHe 15 qHel 10 crapuBaHUs He
OKa3blBajJO HEraTMBHOIO BIUSHMA Ha T'€HEPATUBHYIO
(YHKLHMIO CaMOK M CaMIIOB KpbIC, HE BIIMSIO Ha IOJIOBOE
MIOBEJCHUE, CO3PEBAHUE U KA4eCTBO IOJOBBIX KIIETOK,
CHOCOOHOCTD K 3a4aTHIO U OTUIOOTBOPCHUIO.

HUccnenoBanue smopuoTokcuunoctd MAA mpoBoauian
Ha caMKkax Kpbic ¢ 1 mo 19 gHn GepeMeHHOCTH MpH Tmep-
OpaJIbHOM BBeJIeHHH Tpernapara B go03e 1500 mr/kr. [Toka-
3aHO, 4TO BBeaeHMe MAA He OKasbIBajlo HEraTMBHOTO
JieiicTBUs Ha oOlee COCTOSHUE CaMOK M Te4eHue Oepe-
MEHHOCTH, HE BBI3BIBATIO AIMOPHOTOKCHICCKOTO U TEpaTo-
TEHHOTO BIMSHUS HAa TOTOMCTBO B aHTEHATAJILHOM MEPHO-
ze.

Taknm 00pa3oM, 10 JaHHBIM JHTEPATYPHBIX UCTOYHU-
KOB M JaHHbIX U3 otueToB HUP mokazana 6e30macHOCTb
MAA, HO ocTaeTcsl akTyaJbHOH MpobieMa CpaBHUTEIb-
HOW 0€30MTaCHOCTH HOBOW COJIM aKPHIOHYKCYCHOW KHCIIO-
Tl — JIAA. [lenbto uccienoBanus SBISICTCSI CPABHUTEIb-
Hoe m3yueHne Oe3onmacHoctH MAA u JIAA npu BHYTpH-
MBIIIICYHOM BBEJCHUU KpbIcaM B Jio3ax 221 u 443 Mr/kr
Ha npotsbxkeHud 90 aHeil.

METOAbl NCCNEAOBAHUA

DKCIEPUMEHTHI TIPOBEJICHBI B MCCIIEIOBATEIHCKOM IICH-
tpe AO “HIIO “JOM D®APMAIINN”. B 3kcnepuMeHT
BKITIOYAJIM ayTOpEIHBIX KpbIC JUHUH BucTap Bo3pacToMm
6 — 8 Hen ¢ maccoii rena 174,1 £ 0,87 r (camupr, n=75) n

162,5+0,81r (camku n=75) (mutomHuxk AO “HITIO
“IIOM ®APMAIINN”, Poccust). JKUBOTHBIX COIEpIKAIH
B CTaHJAPTHBIX YCIOBHUAX B COOTBETCTBUU ¢ JupeKkTuBon
2010/63/EU Espomelickoro nmapiaMmeHTa u cosera EBpo-
MEHCKOro coro3a Mo OXpaHe KUBOTHBIX, UCIIOIB3YEMBIX B
HAay4YHBIX LEsX, OT 22 cenTsiops 2010 r. Kpbicel nomyya-
T KOPM JJIS coAepiKaHusl JabOpaTOPHBIX KUBOTHBIX
JIBK-120 (BAO “TocHeHckHii KOMOMKOPMOBBINH 3aBOI”,
Poccust), mpurotosnennsiit mo TOCT 34566-2019 “Kom-
OMKOpMa TOJHOPALMOHHBIE Ui J1a0OPaTOPHBIX KUBOT-
HbIX. Texuuueckue ycnoBus”’. Bomy BbIIaBaiu, HOpPMHUPO-
BaHHyto 1o CanlluH 2.1.3684-21. Ilepen HauaioM dKcIe-
PUMEHTAIBHOM YacTH NpOBeeHa OMOITHYECKash KOMHC-
cust (Ne BOK 1.15/21 or 07.04.2021 r.) Ha cooTBETCTBHE
MpoeKTa uccienoBanus npuHuumnam “Tpex R” u upexTtu-
Be 2010/63/EU. Uccnenoanre ObUIO 000pEHO IS TIPO-
BE/ICHUSI.

Bcex kpbIc pacnpenensin MeTooM MoAu(UIUPOBaH-
HoOU OyoyHO# pangomuszanuu [11] va 5 rpymnm o 15 cam-
noB u 15 camok B kaxnoil. Kposicel ['pymnmel 1 momyyanu
KOHTPOJILHOE BeIIecTBO (pacTBop Harpus xyopuna 0,9 %)
B o0beMe 3,6 mi/kr, B I'pynnax 2 u 3 — JIAA B no3ax 221
u 443 mr/kr, B ['pynnax 4 u 5 — MAA B no3ax 221 u
443 MI/Kr COOTBETCTBEHHO, B BHJIE BOJHOI'O PacTBOpa, B
oobemax 1,8 u 3,6 MJI/KT COOTBETCTBCHHO.

B kauecTBe TECTHpPYEMOIrO BELIECTBAa HCIIOIb30BAIU
BOJHBIN pacTBOp JIAA ¢ koHUeHTpanuen 125 Mr/mi B me-
pecuere Ha AYK. B kauecTBe BelecTBa CpaBHEHHs HC-
MOJIb30BaJIM BOAHBIM pacTBOp MAA ¢ KOHLEHTpaluen
125 mr/mn B nepecuere Ha AYK. Oba npenapara BBOIWIN
KpbICaM BHYTPHUMBIIIEYHO B J03ax 221 u 443 mr/kr, uto
COOTBETCTBOBAJIO 5- U 10-KkpaTHBIM 3 PEeKTUBHBIM (Tepa-
neBTudeckuM jo3am, TJ1) st uenoseka. [Ipu pacuere 103
WCTIONIb30BAJIM MEXBUA0BOU KO3(pULMEHT, paBHBIA 6,2
[12]. [Ipouenypy BBeAEHUS HCCIETYEMbIX COCTUHEHUH U
KOHTPOJIBHOTO BELIECTBA KPhICaM BBIOIHSIN €KEIHEBHO
B TeueHue 90 gueii. [Ipu BBenenun 1,8 Mir/kr (11 1036l
221 mr/kr) o0beM Aenwin Ha 2 paBHbIC YacTU U BBOAMIIN B
MBILIIBI 00EUX Ta30BBIX KOHEYHOCTEW, MPH BBEICHUU
3,6 Ma/kr (a1 10361 443 MI/KT M pacTBOpUTENs) — aHa-
J0ruYHO 00beMy 1,8 MII/KT IpoOHO B MBIIILIBI 00EHX Ta30-
BbIX KOHEUHOCTEH C MHTepBajioM 4 — 64 MEXIy BBele-
HUSIMH.

JlnurensHOCTh dKCIepuMeHTa coctaBwia 120 gHei,
KoTOpasi BKJtouana B ceds 90 nHeil BBeneHUs ucclienye-
MBIX coeuHeHui u 30 qHel HaOIoaeHH 3a )KUBOTHBIMU
MOCJIe OTMEHBI BEIIECTB.

Ha 88 u 118 guu uccnenoBanus Nmocie npeaBapruTeIb-
HOW HApKOTH3AlMU Y KUBOTHBIX U3MEPSIIM YaCTOTY JbIXa-
TenbHbIX JBWkeHud (YJ]) npu moMmomm CHUCTEMBI
ML870 PowerLab 8/30 u mbe3okepaMHUECKOrO JaTyHMKa
peructpanuu Y/1J1 ¢ pazsemom BNC (ADInstruments Pty
Ltd, ABcrpanms). [anee y KHBOTHBIX PETUCTPHPOBAIIN
anekrpokapauorpammy (OKI') ¢ momouipio KOMIbIOTEp-
HOTO DdJeKTpokapauorpada miust BerepuHapuu “Tlo-
mu-crektp-8E” (000 “Hetipocodt”, Poccus). DKI ana-
JU3UPOBaU B oTBeAeHuu 11, 3aruch B TeueHre | MUHYTHI.
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O1eHUBAIH CIEAYIOLIIE OKA3aTEeNIN: YaCTOTa CePACUHBIX
cokpamtenuii (HCC), 3y6eu P, unarepBaisl RR, PQ, QT u
komiuieke QRS. TMocne peructpamuu IKI' y KHUBOTHBIX
U3MEPSUIH  CUCTOJIMYECKOE apTepUalbHOE  JIaBIICHHE
(CAl) HeMHBAa3HBHBIM METOJOM IPU MOMOIIM NpudOpa
JUISL U3MEPEHUs] apTepHallbHOTO JaBjieHus y jaboparop-
HBIX JKMBOTHBIX (CHcTeMa M3MepeHus JaBieHus “Cucro-
na”, 000 “Heitpodotukc”, Poccus).

Ha 90 u 120 gy wuccienoBaHus MPOBOIWIN OLIEHKY
WHAMBUYaJIbHOTO TOBEJACHUS KPBIC B ycTaHOBKe “OT-
KkpbITOe nose”. [locae mpoBeaeHus TecTa y 5KUBOTHBIX OT-
Oupasii KpoBb U3 XBOCTOBOM BEHBI M OIICHWBAJIM T'€Maro-
JIOTUYECKHe MOoKa3zaTenu (KOJIM4ECTBO IPUTPOLUTOB, YPO-
BEHb 'éMOIIO0MHA, FEMaTOKPHT, KOIHUYECTBO JIEHKOIIUTOB,
neliko(opMyna, KOIMYECTBO TPOMOOIMTOB) HA aHANIM3a-
tope “Mythic 18 Vet” (Orphee, llIBeiinapusi).

BEIBOI KpBIC U3 SKCIIEPUMEHTA IPOBOANIN C IPUMEHE-
HHEM JHOKCHJA yriiepoaa Ha 91-if (110 OKOHYaHUM BBEJC-
Hus) ¥ 121-i (0 OKOHYaHWU TIEpUoJa OTCPOUSHHOTO Ha-
OmrozieHus1) THU uccienoBanus 1o 10 U 5 KUBOTHBIX U3
Ka)XJION TPYMIbl, COOTBETCTBEHHO. OTOMpanu KpoBb U3
cep/la 1 onpeAensuii OMOXMMHYECKUE MoKa3arenu (aja-
HUHAMHHOTpaHC(epas3a, KpeaTHHUH, MOYEBMHA, OOLIMit
0enok, ans0yMUH, XOJIECTCpUH, TPUIIUIIEPHIBI, TIIIOK03a)
Ha OuoxummueckoM anaimuszarope “‘Random Access A-25”
(“Biosystems, Vcnanusi) ¢ HCIOIb30BAHUEM PEArcHTOB
¢upmsl Biosystems (Mcnanus).

A. JI. KoBaJjieHKko u ap.

IIpoBoguiu Takke naroMopdosoruueckoe ucciaeaoBa-
Hue. OcyIecTBISIN 3a00p BHYTPEHHUX OPraHOB ISl U3-
MEpPEHUs] UX MacChbl U TUCTOJOTHYECKOTO HCCIICAOBAHMUA.
JloTOTHUTENBHO UCCIIEIOBAId MECTO BBEICHHUS BELICCTB
JUIS OLIGHKH MECTHOM MEPEHOCUMOCTH.

CraTucTUYecKuil aHalu3 BBIIOIHSUIM C TIOMOUIBIO JIU-
LIEH3UPOBAHHOTO TMPOrPaMMHOTO obecrieueHus Statistica
10.0 (StatSoft, CILIA). [l OLIeHKH JaHHBIX C MpU3HAKa-
MH HOPMAaJIbHOTO pacHpeAesieHHs HCIOIb30BaId OJIHO-
(hakTopubIil aucniepcuonHbiid ananu3 (ANOVA) u, B city-
yae 0OHapyKEHUs JTOCTOBEPHOTO BIIMSHUS HUCCIIEAYEMOTO
(hakTopa, mocieayoliee MEXIPYIIIOBOE CPaBHEHHE C HC-
nojb3oBaHueM Kpurepus Tbroku. s aHanmM3a 4acToT-
HBIX JTAaHHBIX HCIOJIb30BasIM Kpurepuil @uiepa. Pazmu-
YUsl ONpeAessud P ypoBHE 3Haunmoctu p < 0,05.

PE3YNbTATbI U UX OBCYXOEHUE

B tabn. 1 mpezacraBieHsl pe3ylbTaThl TeMaTojioruye-
cKkoro asHanusa nocie 90-ZHEBHOIO BHYTPHMBIIIEYHOTO
BBeneHust JIAA u MAA. TlpencraBneHHble cTarucTuye-
CKM 3HAYMMBbIE OTJINYMS OT KOHTPOJIBHOM TPYIIIBI HE BbI-
XOIWJIM 3a TPaHHIbl BHYTPUIA0OpPaTOPHOH HOPMBI JUIS
KpbIC 1 HE HOCHJIM CHCTEMaTHYECKOTO XapakTepa, 4To I10-
3BOJISIET MCKIIIOYUTHh HETAaTHBHOE BIMSHHE HCCIEyEMbIX
BEUIECTB HAa TeMaToJIOTMYecKue mapamerpbl. Uepes
30 nHeil mociie OTMEHBI BBEJICHUS UCCIIETyEMBIX COeTUHE-
HUHM MapameTpbl KPOBU TaKK€ HE JIEMOHCTPUPOBAIIHU CY-

Tabnuua 1. I'emaTonoruyeckue nokasareiu KpbIC M0 OKOHYAHMU nepuoaa 90-aHeBHOro npuMeHeHus uccienayembix coeaunenunii (M + SEM,

n=10)

Hccnenyemoe BemecTno, 103a

Hccnenyembie Kourpons JIAA MAA BJIH
II0Ka3aTeiIn
221 mr/kr 443 mr/kr 221 mr/kr 443 mr/kr

CaM1bl
WBC, 10%/n 11,7+0,9 9,6 +0,4 9,7+0,5 8,2+ 0,6% 9,7+ 0,7 7,0 -22,5
LYM, % 71,7 £2,0 712 +1,5 73,6 £1,3 70,5 2,7 64,9 £2,5 59 — 87
MON, % 47+0,3 4,940,2 5,7+0,3 5,1+0,5 6,2 +0,4% 1,5-10,0
GRA, % 23,6+ 1,9 24,0+ 1,4 20,7+ 1,1 24,4 +2.4 28,9+23 13,5-37,6
RBC, 10'%/n 9,0+ 0,1 8,8+0,2 8,5+0,1 8,7+0,1 8,8+0,1 6,4-9,7
HGB, r/n 166,8 + 2,2 159,1 +2,0 154,1 +2,3%* 160,6 + 1,9 156,8 + 1,9% 134 - 180
HCT, % 458 +0,7 44,1 + 0,6 43,5+ 0,6 45,0+ 0,4 44,4 £ 0,6 33-49
PLT, 10%/n 783,3 52,5 862,3 £ 25,0 951,8 + 39,0* 819,4 + 25,6 886,8 + 24,6 348 — 1300

Camku
WBC, 10°/n 10,5+0.,9 7,9+ 1,0 9,4+ 0,6 8,84 0,7 9,2+1,1 5,5-18,0
LYM, % 72,6 + 1,4 73,7422 70,8 + 2.8 66,1 + 2,8 64,6 2,8 59 — 87
MON, % 5,5+0,3 5,0+0,2 5,6 40,2 5,9+0,3 6,5+0,3 1,5-10,0
GRA, % 21,8+ 1,3 21,3+2,1 23,6 +2,6 28,1 +2.6 28,9+2.8 13,5-37,6
RBC, 10"%/n 8,6+0,1 8,2+0,2 8,0+0,1% 8,0 £0,1% 7,9+0,1% 6,4 —9,7
HGB, r/n 165,6 + 1,1 165,8+2.,9 157,4 + 1,8* 160,5+ 1,5 155,9 + 1,7* 134 - 180
HCT, % 45,1+ 0,4 44,6 0,9 42,9 40,6 433 +0,4 42,7 +0,5% 33-49
PLT, 10%n 698,1 + 64,1 726,0 + 57,9 877,1 + 30,3* 755,6 + 21,8 857,3 +25,4 348 — 1300

IMpumeuanus: WBC — neiikorutsr; LYM — mumdonutsr; MON — mononutsl; GRA — rpanrymnonutss; RBC — sputponuts; HGB — remorno6un; HCT —
remMatokput; PLT — tpomOountsl; JIAA — nu3una akpunonanerar; MAA — mermomuHa akpuonanerar; BJIH — nuana3on BHy TpruinabopaTopHOi HOPMBI;
* CTATUCTHYECKH 3HAUYMMOE OTIIMYHE OT KOHTPOJBHOI rpynnsl, kpurepuit Teioku, p < 0,05.
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Tabnuua 2. BuoxumuyecKne MoKa3aTeau KPOBH KPbIC 0 OKOHYAHUH nepuoaa 90-1HeBHOro BBeeHNs ncciienyembix coenunennii (M + SEM,
n=10)

JTAA MAA

Hccenenyembie mokasareian Kontpoins

221 mr/kr 443 mr/kr 221 mr/kr 443 mr/kr

Camubl
AnpOymuH, /1 31,4+0,7 30,0+ 0,5 31,9 £0,7 31,7+ 1,0 32,8 £0,7
OGmuit 6enok, r/n 73,3+ 1,0 72,5+ 1,0 77,2 +2,5 68,3+ 1,4 74,6 + 1,4
AJIT, En/n 86,8 £ 7,6 84,2 £10,3 69,6 £ 6,2 85,4+£16,3 83,5+ 6,0
XonecTepuH, MMOJIB/JI 2,3+0,13 2,3+0,07 2,3 +£0,09 2,1 £0,09 2,4+0,12
KpeaTtunun, MKMOJIb/1 59,9 £3,1 59,2£2,5 69,1 £6,7 62,0 £ 1,5 61,0 £3,5
T, MMOIB/T 1,0 £ 0,08 0,8 + 0,04 2,1 £0,40* 1,1+0,13 0,9 £ 0,06
MoueBrHa, MMOJIB/JI 4,9+0,3 4,8+0,2 8,3 +1,3*% 5,7+£0,2 5,3+0,1
I'moKo3a, MMOMB/I 6,9+0,5 7,1 £0,5 6,2+0,4 6,5+0,3 6,1 £0,2
Camku

Anb0ymuH, T/11 29,6 + 0,5 30,2+ 0,7 30,8+ 1,0 31,2+£0,8 30,6 £ 0,6
OO6muii 6emnoK, /1 67,4+ 1,0 63,6+ 1,4 69,5+ 1,5 71,1 £2,5 69,2+0,9
AJIT, En/n 44,4 +£22 45,8 £3,6 39,9 +3,8 45,8 £4,7 43,1+£2.3
XonecTepuH, MMONB/J 2,1+£0,11 2,1 £0,09 2,1 £0,09 2,2+0,14 2,2+0,13
KpeaTHHUH, MKMOJIB/JI 71,5+ 1,5 70,5 £ 2,5 71,4+0,9 70,8 £ 2,0 68,2 +2,1
TI, MMOJIB/T 0,9 £0,08 0,8 £0,10 0,9 £ 0,08 0,9 £ 0,07 0,9 £ 0,07
Mou4eBrHa, MMOJIB/JI 4,2+0,2 4,2+£0,2 4,1+£0,2 4,6 £0,2 4,1+£0,2
I'moxo3a, MMOJIB/J 6,5+0,5 8,5+ 1,2 6,8 £0,2 6,9 £ 0,3 6,9+ 0,7

IMpumeuanus: AJIT — ananunamuHoTpancdepasa; ACT — acnapraramunorpancdepasa; TI' — tpurmunepunst; JIAA — nu3una akpugonanerat; MAA —
METJIIOMHHA aKpUOHALETAT; * CTATUCTUYECKU 3HAYUMbIE OTJIMYUS OT KOHTPOJIBHOM rpymsl, kpurepuit Toioku, p < 0,05.

Tabnuia 3. MaccoBbie K03 (UIMEHTHI OPraHOB CAMIIOB KPbIC, 10 OKOHYAHUM 90-IHEBHOTO BBeIeHHs HCCIenyeMbIX coeannennii (% ot mac-
cel Tena, M+ SEM, n = 10)

JIAA MAA
Hccnenyembie opranbl KonTpons
221 mr/kr 443 mr/xr 221 mr/kr 443 Mr/xr
Camis
Cepaue 0,34 £ 0,01 0,37 £ 0,01 0,36 £ 0,01 0,34 £ 0,01 0,37 £ 0,01
Jlerkue ¢ Tpaxeeit 0,61 £ 0,03 0,66 + 0,06 0,63 + 0,04 0,60 + 0,03 0,60 + 0,01
Buioukosas xenesa 0,101 £ 0,007 0,104 £ 0,008 0,096 £ 0,005 0,099 £ 0,008 0,106 £ 0,005
Ileuens 3,49 + 0,07 3,32 £0,07 3,62+0,13 3,58 £0,10 3,52+ 0,08
CeneseHka 0,20 £ 0,01 0,22 £ 0,02 0,21 £ 0,01 0,22 £ 0,01 0,20 + 0,01
[Touku 0,62 + 0,02 0,66 + 0,01 0,64 + 0,02 0,65+ 0,01 0,65+ 0,01
Hanmoveunnku 0,018 0,001 0,020 £ 0,002 0,021 £ 0,001 0,019 £ 0,001 0,022 + 0,001
l'omosHo# MO3T 0,54 £ 0,01 0,57 £ 0,02 0,55+ 0,02 0,54 £ 0,02 0,56 £ 0,01
Cemennuku 0,85+ 0,03 0,89 + 0,03 0,90 + 0,03 0,90 + 0,02 0,90 + 0,02
Camku
Cepaue 0,39+ 0,01 0,39 +£ 0,01 0,40 £ 0,01 0,40 = 0,01 0,44 £ 0,02 *
Jlerkue ¢ Tpaxeeii 0,83 + 0,05 0,77 + 0,04 0,73 + 0,04 0,77 + 0,04 0,80 + 0,03
Bunouxosas xenesa 0,155 +0,010 0,142 + 0,009 0,137 £ 0,011 0,129 £ 0,009 0,159 £ 0,011
[Teuenn 3,94 + 0,08 3,66 £0,11 3,65 £ 0,08 3,46 £ 0,08 * 3,54£0,14
CeneseHka 0,29 £ 0,02 0,26 £ 0,01 0,28 £ 0,01 0,28 £ 0,02 0,28 £ 0,01
ITouknu 0,72 £ 0,02 0,71 £ 0,02 0,72 £ 0,01 0,74 £ 0,02 0,73 £0,02
Haanoueunuku 0,036 £ 0,002 0,041 £ 0,002 0,037 £ 0,001 0,034 £ 0,002 0,035 £ 0,00
TFonosHO#A MO3T 0,81 + 0,03 0,78 £ 0,02 0,78 + 0,02 0,79 + 0,02 0,78 + 0,03
SInaHuKH 0,050 £ 0,002 0,061 £ 0,003 0,061 £ 0,003 0,060 = 0,003 0,061 + 0,003

HpPIMe‘IaHI/ISIZ JIAA — nu3uHa aKpUJOHaNeTaT, MAA — wmermoMuHa aKpUIOHANETaT, * CTaTUCTUYECKU 3HAYMMBIC OTIIMYHS OT KOHTpOJ’IBHOﬁ TPYIIIIBL,

kpurepuii Teroku, p < 0,05.
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MIECTBEHHBIX OTKJIOHEHWH OT HOPMBI (JIaHHBIE HE TIPEI-
CTaBJICHBI).

B Tabn. 2 mpexcraBneHbl 3HAYCHHS OMOXHMHYECKHX
napaMeTpoB KPOBH MOciIe OKOHUaHus 90-THEBHOTO BBEIC-
Hust JIAA u MAA. Y camiioB kpbic, monydaBimx JIAA B
no3e 443 MI/KT, OTMEYEHO TOBBIIICHHE YPOBHS TPHUIJIHIIC-
PHIOB U MOYEBHHBL, IO CPABHEHHUIO C KOHTPOJIBHOU TPyII-
nmodd. [lpm paccMOTpeHHM WHIWBUIYATbHBIX 3HAYCHHN
TPHUDIAIEPUIOB U MOYCBHHBI TIOBBIIICHIE TaHHBIX MOKa-
3areneil Habmoaanoch Tobko y 3 u3 10 caMIioB maHHOM
rpymmsl (JIAA B no3e 443 Mr/kr), 4Tto, CKOpee BCEro, siB-
JSIeTCSl pe3yNIbTaTOM HWHIMBHIYaIbHOH BapuaOeIbHOCTH
MoKazareneil. YUnuThIBasi OTCYTCTBHE aHAIOTHYHBIX U3Me-
HCHUH B TPYIIAX CaMOK, a TaKKe OTCYTCTBHE OTKJIOHE-
HUH B OMOXUMHYECKHX ITOKA3aTeIsIX Y BCEX >KUBOTHBIX
gepe3 30 gHEH mociae OKOHYaHUs BBEICHUS, OOHAPYKEH-
HBIC MEXTPYIIIOBBIC OTIMYHS HE PACCMaTPHBAIOTCS Kak
3HAYHMEIC.

[Ipu uzmepernnn OKI' k okOHYaHWIO BBEJECHUS MCCIE-
JIyeMBIX BELLECTB HE BBIABUJIM OTKJIIOHEHHUH OT IoKa3are-
JIe KpbIC KOHTPOJBHOM IPYIIIBI 110 BCEM OLIEHUBAEMBIM
[OKa3areyisiM Kak y caMLoB, Tak M y caMmok. [loka3arens
CAJl He oTnmyasncs OT 3HaYeHUH B KOHTPOJIBHOHN TpyTIIe:
102,1 £ 4,28 MM pT. cT. A7ist camIios, 96,1 + 3,82 MM pr. cT.
JUIsL caMoK). [ucTonoruyeckoe CTpoeHue cepua U aopThl
JKABOTHBIX BCEX T'PYIII COOTBETCTBOBaIO HOpMme. UJI/I y
KpBIC K OKOHYaHMIO BBEICHUS HE OTIIMYAJICS OT IOJIyUYeH-
HBIX 3HAYEHUII B KOHTPOJIBHBIX TIpyNIax Yy CcaMmIoB
(79,5+5,59) m camok (68,4 +5,40). ['mcronmormueckoe
CTPOEHME JIETKUX JKUBOTHBIX BCEX I'PYIII COOTBETCTBOBA-
JIO HOpME.

N3mepenne maccoBeix kodddurmentor Ha 90-if peHb
WCCIIC/IOBAaHHS HE MOKA3aJI0 CYIICCTBEHHBIX OTKJIOHCHHMA

A. JI. KoBaJjieHKko u ap.

OT TIOKa3aTellell KOHTPOJIbHOM Tpyrmisl (Tabn. 3). Beiss-
JICHHBIC OTJIMYUS Y CaMOK B 3HAYCHHUSX MACCOBBIX KO-
(PUIMEHTOB Cepala W MEUYCHH HE BBIXOMWIH 3a TIPEICIIBI
(hU3UOIOTHYCCKIX HOPM [6].

ITo pesynbTaram NpoBEJEHHBIX OCMOTPOB W HalItozIe-
HUH, COCTOSHUE KOXKU M IPUJIETAIOIINX MSATKUX TKaHEH B
MECTe MHBEKLUUHM ObUIO YIOBIETBOPUTENbHBIM. OTEUHO-
CTH, TIOKpaCHEHUH, 00JIE3HEHHOCTH, U3bSI3BICHUI B MeCTe
BBCJICHUSI HE PETUCTPUPOBAIN BO BCEX DKCIICPUMEHTAIb-
HBIX IpyIax >KuBOTHBIX. Ilo pesynbraram OLEHKH MHIU-
BUJyaJIbHOTO TMOBeJeHUA B Tecte “OTKphITOE Moyie” 1o
OKOHYAHWHM TIEPHO/Ia BBEIEHHS B TPYyIMIax CamIlOB U ca-
MOK, TOJIy4aBLIMX HCCIEIYyEMbIE COEAMHEHHsI B MaKCH-
MaJIbHBIX /103aX, OTMEUEHO CHIDKEHHE BEPTUKAIbHOM aK-
TuBHOCTU Ha 30 % MO OTHOIICHUIO K 3HAYEHHUSM B KOH-
TPOJBHOM Tpynne. BpisBIEHHOE CHUKEHHE, BEPOSITHO,
CBSI3aHO C M3MCHEHHMSIMH B MECTe BBEICHUS Ha (hOHE JIJIH-
TEJBHOTO0 BHYTPHUMBIILIEYHOTO BBeAeHHUS BewecTB. [lo
OKOHYaHHH TIEpUOJIa OTCPOUeHHOTO HaOmoneHus (Ha 30-i
JieHb Tiociie otMeHbl) MAA u JIAA Bo Bcex mccienoBaH-
HBIX J103aX HE OKa3bIBaJIM BIUSHMA Ha MIOBEIEHYECKHE pe-
aKUMU J1Ta0OpaTOPHBIX JKUBOTHBIX B TecTe “OTKpBITOE
nosne”.

IIpu TECTOMOTHYECKOM HCCIIEOBAHUH 110 OKOHYAHUU
Mepuoia BBEJCHUSA U MO OKOHYAHUU IMEepUOoa OTCPOUCH-
HOT'O HAOIONEHUI U3MEHEHNH HE BBISBIECHO, 3a HCKJIIFOUE-
HUEM M3MEHEHUIA B MecTe BBeieHus. B Tabi. 4 npencras-
JICHBI PE3YJIETaThl TUCTOJIOIMYECKOTO aHAIM3a MECT BBE-
JIEHUs! [10CJIe OKOHYaHus nepuoaa 90-1HEBHOTO BBEICHUS
n mocie 30 gHEH OTMEHBI BBEICHHS HMCCIEIYyeMBIX Be-
IIECTB.

HpI/I HaTOMOp(l)OJ'IOFI/I'-IeCKOM HUCCIICA0OBAHUHU OTMCUYCHbI
TéMaToMbl, KPOBOU3JIUAHUA, OTCUHOCTb, BOCTIAJIUTECIIbHAA

Tabnuia 4. Jloyist AKUBOTHBIX OT OOMIEro YKCja B rpymnmne (camibl + CaMKH), Y KOTOPbIX BbISIBJIEHbI U3MeHeHHUs1 B MecTe BBeaeHus (%)

K JTAA MAA
OHTPOJIBHOE
Opransl OOHapyKeHHbIE H3MCHEHHUS
BEILECTBO 221 mr/kr 443 mr/kr 221 mr/kr 443 mr/kr
91-it nens rKcnepumMenTa (n = 103+ 10%)

MpbimeyHas Tkaub | JlereHepaTuBHbIE U3MEHEHUS - - 5 - -
Mperner 6enpa T'ematoma 5 15 35% 5 15

KpoBousnusaus — 30%* 35% 25% 20
CoeqMHUTEIIb- JKentymHocTh - 55% 70* 45%* 50*
HO-TKaHHBIE 000- | Kpoponsusnns — 15 35% 20 35%
JIOYKH MBIIIETHBIX [ 15 10
BOJIOKOH eMartoma — — —

OTEYHOCTh, BOCHAIUTEIbHAS 10 75% 70%* 45% 70%*

HHQUIBTpAIUs

MecTHBIH remocuepo3 - 45% 55% 25% 40%*

Hexpos — — — 5 5

121-it nenb sKcnepuMeHTa (n = 58 + 59)

CoequHuTENb- XKentymHocTh 10 40 70%* 70%* 80*
HO-TKaHHBIE 000- | Kpopousnusaus - - 10 - -
JIOYKH MBIIICYHBIX

OTe4YHOCTh, BOCTIATUTEIbHAS - 40* 50* 20 50*
BOJIOKOH

UHQWIbTpAIUS

MecTHbI# reMmocuaepo3 — 40%* 20 20 50*

Ipumeuanus: JIAA — nu3uHa akpugoHanerat; MAA — MErTIOMHHA aKPUIOHALIETAT; * OTJIIMYMS OT TPYIIIBI KOHTPOJIS, TOUHBII kputepuit dumiepa, p < 0,05.
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UHOWIBTPAlMs, MECTHBIM T'€MOCHIEPO3, B EIUHUYHBIX
ClIydasx HEKpO3 U Jler€HepaTHBHbIE MU3MEHEHHs MbILIEU-
HOIi TKaHU B MecTe uHbekuuil. JIAA u MAA nipu BBefe-
HUM B j03ax 221 mr/kr (5 TH) u 443 mr/kr (10 T/T) o6na-
JIATA COTIOCTaBUMBIM MECTHO-Pa3IpaKarOIUM JICHCTBH-
€M C TeHJEeHLHUEeH K oOparuMocTu NposiBisieMbIX 3 dek-
TOB uepe3 30 AHei mocie OTMEHBI BBEACHHUS.

3AKIIOYEHUE

[To pesynsraraMm NpOBEIEHHOTO CPaBHUTENIBHOTO HC-
CJIeJIOBaHUSI TOKCHYHOCTH IIPU MHOTOKPATHOM BHYTPHMBI-
II€YHOM BBCACHHH JIM3UHA aKpI/I)lOHaIIeTaTa U METJIFOMU-
Ha akpuoHalerata B go3ax 221 u 443 Mr/kr, 4T0 COOT-
BercTByeT 5 u 10 3(QQPEeKTHBHBIM (TEpareBTHYCCKUM)
J103aM y 4eJioBeKa, Ha mpoTsbkeHun 90 qHei ¢ mocnieayto-
MM TIEPUOJIOM OTCPOYCHHOTO HAOIIONICHUS B TCUCHHE
30 mHe#l KpbicaM, YCTaHOBIIEHO, YTO 00e HccieayeMble
COJI aKpHJIOHAIeTaTa 00Iaat0T COMOCTABUMBIM TOKCH-
KOJIOTHYECKUM MPO(UIIEM 10 COBOKYITHOCTH BCEX HCCIIe-
JyeMBIX TMapaMeTPOB U HE MPOSBISAIOT CYIIECTBEHHOIO
TOKCHYECKOTO BO3/ICHCTBHS Ha Ta0OPATOPHBIX JKUBOTHBIX.
Hccnenyemble BelecTBa Mpy yKa3aHHOM PEKUME BBEJIC-
HUS BBI3BIBAJIM MECTHYIO PEAKIMIO 00pPaTUMOTO XapakTe-

pa.
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PRECLINICAL STUDY OF THE SAFETY OF ACRIDONEACETIC ACID DERIVATIVE
IN RATS AFTER REPEATED INTRAMUSCULAR ADMINISTRATION
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A comparative study of the toxicity of two derivatives of acridone acetic acid, i.e., lysine acridone acetate and meglumine acridone acetate, was carried out. The
studies were carried out on rats of both sexes with 90-day intramuscular administration of the compounds under study. The results showed that both tested salts
of acridone acetate have a comparable toxicological profile based on the totality of all studied parameters and do not have a significant toxic effect on laborato-
ry animals when administered at doses equivalent to 5 and 10 therapeutic doses in humans. The pharmacological preparations under study when administered
in the specified mode, caused a local reaction of a reversible character.

Keywords: acridone acetic acid; lysine acridone acetate; meglumine acridone acetate; safety; rats.



