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Anunomayus. Llenb. OLCHUTH OCTPYH TOKCHYHOCTh MPOHM3BOAHOTO MUpMMHIuHA 2-Metumn-3-(2-
denmn-2-oxcostun)xunazonun-4(3H)-on. Marepuansl u meroant. Mccrieaosanue nposeacHo Ha 20 Henmn-
HCHHBIX KPbICaX (CaMKH) 2-MECSIHOTO Bo3pacTa, Maccoii ot 180 qo 200 r. B akCHepuMeHTE KHUBOTHBIC ObLTH
Pa3aC/ICHBl HA JBS TPYIIBL, KPBICHI U3 KOHTPOIBHOU IPYMIbI MOIYYAIH BHYTPHKEIYIOUYHO SKBHOOBEM IHU-
CTHJLTHPOBAHHOM BO/IBI; OCOOH M3 OMBITHOW — BHYTPUKEITY JOYHO H3Y4ACMOES MUPUMHIUHOBOS COSTHHCHUC B
mo3e 2 000 mr/kr B Buae cycrnenzun. HaOsroaeHHE MPOBOAWIN 34 KAXKIBIM SKHBOTHBIM OTICIIBHO. UCPE3
30 MuH OCIC BBEACHHUS, KAXKABIC 4 yaca B ICPBBIC CYTKH, JAJICC ¢:KCIHCBHO B TeucHue 14 queit. OucHuBamu
OOIICC COCTOSIHUC SKUBOTHBIX, MacCy TEIa, COCTOSHHC KOXH M UICPCTH, ABIXATCIBHYIO, CEPACUHO-
COCYINCTYIO U HCPBHYIO cucTeMbl. [lociae BRIBCACHMI M3 DKCIICPUMEHTA YV BCCX JKHBOTHBIX WCCIICIOBAH
BHYTPCHHHUC OPTaHbl, OLUCHUBAIN F¢MATOJOTHICCKHE (OOIMI aHATN3 KPOBH U KOHICHTPALMS TEMOTI00HHA)
u Ounoxumudeckue (00muii Oenok, oOmui OunupyOuH, anaHnHaMUHOTpaHc(depasa, acnapTaTaMUHOTPAHC-
depaza, KpeaTHHHH, MOYCBHHA) Tokazareiau. PesyabTtarel. Ilpu BBEACHHH MPOM3BOAHOIO MHUPUMUIAHHA
2-Metun-3-(2-henun-2-okcoatmn)xunazomua-4(3H)-ou B g03¢ 2 000 Mr/kr U3MCHEHHI KOKHOTO U IIEPCT-
HOTO TIOKPOBA, a TAKXKE CIU3HUCTHIX 000J0YCK B TCUCHHE BCErO MEpPHOAa HAOMIOACHUH HE 3a(HKCHPOBAHO, B
MICPBBIC CYTKH HAOTIOAAIOCh CHIKEHUE MACCHI Teuia skuBOTHEIX HA 14 % (p < 0,05). Ilpu noposeaeHun Maxpo-
CKOMHMYECKOIO aHAIN3a BHYTPSHHUX OPraHoB (TOJIOBHOM MO3T, JKETYAOK, ICUYCHb, MOYKH) YBETHUCHUS UX MaC-
ChI, TUIICPCMHUI U KPOBOU3IUSHUN HE BhISBICHO. MI3MEHEHUI CO CTOPOHBI MEMATOIOTHICCKUX U OMOXUMHYIC-
CKUX TMOKA3aTe/ICH HE 3aperucTpupoBaHo. 3aknrouenue. [Ipu onpeneneHun ocTpoil TOKCHYHOCTH MPOU3BO-
Horo upumuIrHa 2-MeTtun-3-(2-penun-2-oxkcoarum)xunazonui-4(3H)-ox B muMut-recTe OBLIO YCTAHOBJICHO,
YTO VKA3aHHOC COCAMHCHUC SBJISCTCS MAJI0 TOKCHYHBIM U OTHOCHUTCS K 4 KIIACCy TOKCHUIHOCTH. JIJ1s1 UCKITIOMC-
HUS HAIMYHS OPraHOTOKCHYHOCTH JAHHOTO COCAMHCHHS HEOOXOAUMO MPOBSCTH MANBHCHINNG ACTANBHBIC UC-
CJCAOBAHUS OPH JTUTCIFHOM BBCACHUH YKA3aHHOTO MUPUMUIHHOBOTO MPOU3BOIHOTO.
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Abstract. Objective: to assess the acute toxicity of pyrimidine derivative 2-Methyl-3-(2-phenyl-2-
oxoethyl)quinazoline-4(3H)-oh. Materials and methods. The study was conducted on 20 non-linear rats
(females) weighing from 180 to 200 g 2 months of age. In the experiment, the rats were divided into several
groups: the control group received an intragastric equiobjection of distilled water; the experimental group
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received an intragastric pyrimidine compound at a dose of 2000 mg/kg in the form of a suspension. Observa-
tion was carried out for each animal separately: 30 minutes after administration; every 4 hours on the first
day; then daily for 14 days. The general condition of the animals, body weight, skin and coat condition, res-
piratory, cardiovascular and nervous systems were assessed. After removal from the experiment, internal
organs were examined in all animals, hematological (total blood count and hemoglobin concentration) and
biochemical parameters (total protein, total bilirubin, alanine aminotransferase, aspartate aminotransferase,
creatinine, urea) were evaluated. The results of the study. With the introduction of pyrimidine derivative 2-
Methyl-3-(2-phenyl-2-oxoethyl)quinazolin-4(3H)-oh at a dose of 2000 mg/ kg, there were no changes in the
skin and coat, as well as mucous membranes during the entire observation period; there was a decrease in the
body weight of animals on the first day by 14 % (p < 0,05); during macroscopic analysis of internal organs
(brain, stomach liver, kidneys), there was no increase in their mass, hyperemia and hemorrhages; no changes
in hematological and biochemical parameters were observed. Conclusion. Thus, in determining the acute
toxicity of pyrimidine derivative 2-Methyl-3-(2-phenyl-2-oxoethyl)quinazolin-4(3H)-oh in the limit test, it
was found that the specified compound is slightly toxic and belongs to the 4th class of toxicity. To exclude
the presence of organotoxicity of this compound, it is necessary to conduct further detailed studies with pro-
longed administration of this pyrimidine derivative.
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Beenenne. B nacrosmee Bpemst ocoObiil MHTEPEC NPECACTABISIIOT MPOM3BOAHBIC MUPUMUAMHA, KOTO-
Pbl€ FACTO UCHOIB3YIOTCA B KAYECTBE OCHOBbI I CO3JaHUS HOBbIX JIEKAPCTBEHHBIX NPenaparTos. Y CTaHOB-
JICHO, YITO JAHHBIC COCAMHEHUS, 00Naaas Mupokor (HapMakomOruuecKol aKTUBHOCTBIO, NPUMEHIIOTCS KAaK
TCPANCBTHUICCKUE CPCACTBA Npu pasiauuHbix 3adosaesanusx [1, 2]. JlokazaHo, 9YTO NUPUMUAMHOBBIC COCAU-
HEHUS OKA3bIBAIOT HCHPOTPONHbIH, NCUXOTPONHBIH, CHA3MOIUTHICCKUN, OPOHXOIUTUICCKUH, IPOTUBOBOC-
HNATUTETbHbIN, MMMYHOTPOIHbIHN, aHTHOKCUAAHTHBIN 1 ApyTue Buabl 3pdexros [3, 4]. YkazanHbie Bemecrsa
MPUMEHSIOTCSA B JICUCHUU HHPECKLHOHHO-BOCHATUTEIBHBIX 3a007CBAHMI B KAUYCCTBE NPOTHUBOMHUKPOOHBIX,
[POTUBOBUPYCHBIX, MNPOTUBOIPUOKOBBIX, mpoTuBOnapasurapHsix cpeacts [5, 6]. Hecmorps Ha mupoxoe
[PUMEHEHHUE TUPUMUAUMHOBbIX POU3BOAHBIX, HEKOTOPBIE M3 HUX MOTYT OKa3blBaTh U TOKCUYIECKOE BO3ACH-
CTBUC HA OPraHM3M, TAKMC KAK MPOTUBOOIMYXOJCBLIC HPECHAPATHI, LUUTOCTATHKM WM AHTHUMETA0OIuThl [7].
B cBa3u ¢ 3THM 00s3aTEABHBIM ABIACTCA U3YUCHUE TOKCHYCCKUX CBOMCTB BCEX XMMHYCCKHX COCAMHCHMHU,
KOTOPBIC PACCMATPUBAIOTCA KAK MOTCHUMATbHAS OCHOBA A pa3paboTku NekapeTBeHHbIX npenapartos. Ce-
TOJHS CHHTE3UPOBAH P NMPUMUAMHOBLIX [POU3BOAHBIX U NPOBOJAMTCH OLEHKA MX (apmMakoIOTHIECKON
aKkTuBHOCTU. Tak, B npeablAyIUX UCCICAOBAHUIX YCTAHOBICHbI UX HMMYHOTPOIHbBIE U IPOTUBOMUKPOOHbIE
CBOMCTBA, O4HAKO UX TOKCUYECKUE CBOMCTBA U3YYECHbI HEAOCTATOUHO.

Henb: oucHUTH OCTPYID TOKCUYHOCTH OPOM3BOAHOTO  nupumuauHa2-Merun-3-(2-dennn-2-
okcoaTuin)xunazonui-4(3H)-ou.

Marepuansl u Metroanl uccaegopanusi. Mccneaopanue nposeacHo Ha 20 HCTMHCHHBIX KppiCax
(camku) 2-mecstaHoro Bospacra, maccoi ot 180 10 200 r. Bee sKMBOTHBIC B TCUCHUE 5 AHEH 10 SKCICPUMEH-
T4 HAXOAWIIMCh B CBOMX KICTKax Ha ctanaaptHoM peskume nuranus (IOCT P 50258-92) npu ecrecrBeHHOM
OCBCILICHUHU U TeMIeparype Bo3ayxa Ha yposHe 18-20° C. CoaepraHue KMBOTHBIX COOTBETCTBOBANO Mpa-
Bujam jaboparopuoit npaktuxku ('OCT 3 51000.3-96 u 51000.4-96).

JUTS OueHKH OCTPOM TOKCUYIHOCTH MCIOIB30BANIN IMMUT-TECT, TaK KaK B NPEAbIAYVIIUX UCCIIEA0BAHU-
X ObUIM NONYYECHBI PE3YIbTATHL, CBUACTCIBCTBYIOIIUEC O HETOKCHYHOCTH HPOM3BOAHBIX HNUPUMMUAMHA CO
cxokel xumudeckoi Gopmynoit [2]. B axcnepuMeHTe JKUBOTHBIC ObITM PA3ACICHBl HA ABC TPYIUIbL. KPbIChL
M3 KOHTPOJBHOM TPYMIbl MOMYYATIH BHYTPIKCIYAOUHO SKBUOOBEM AUCTWITMPOBAHHOH BOAbL; 0COOM U3
ONBITHOM — BHYTPIKETYAOUHO U3YYAEMOC IUPUMUAMHOBOE coeauneHue B ao3e 2 000 Mr/kr B BuAe cycneH-
3uu. Ilepes BBeacHUEM BEIECTBA KPbIC JMINATIU NUINM HA HOYb, BOAY OCTAaBIAIM. Bec KuBoTHOTO onpeje-
JSUTA HATOINAK, 0CTE B3BEIIMBAHUS PACCUMTBIBATIM A03Y U BBOAWIM NUPUMUAMHOBOE npoussoaHoe. [lamee
HaOTFOACHUE MPOBOANIIM 33 KAXKIbIM 5KMBOTHBIM OTACTBHO: u¢pe3 30 MUH NOCIC BBEACHUS, KAXKAbIC 4 Yaca B
MEPBBIC CYTKHU, JANEE eXKECAHECBHO B TeucHue 14 nHei. OueHusanu o0mee COCTOSHUE YKUBOTHBIX, MACCY TENA,
COCTOSIHME KOXKH U HMIEPCTU, AbIXATEIBHYIO, CEPACTHO-COCYAUCTYIO U HEPBHYIO CUCTEMBL.
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[Tocne BBIBeACHHS U3 IKCIICPUMEHTA Y BCEX JKUBOTHBIX HCCIICA0BAIN BHYTPSCHHUC OPTaHbl, OLICHUBAIH
reMaToNoTHICCKUE (00K aHAIM3 KPOBH M KOHLCHTpALUs reMorjio0uHa) u Onoxumudeckue (o0muii Oe-
70K, o0l OumupyOuH, ajannHaMuHOTpaHchepasa, acnapraraMuHoTpaHchepasa, KPeaTUHUH, MOYCBHHA)
nokazarein. [loacuer konmuuecTBa 3PUTPOLUTOB, JEHKOLUTOB, TPOMOOLIMTOB OCYINECTBISUIA C MOMOIIBIO
kamepsl ['opsieBa; ypoBEeHb reMOrIOOHHA OMpeac/siin ¢ nomoineio remormoounomerpa «URIT-12 VET»
(«URIT Medical Electronic Group Co., Ltd», Kurait). buoxumutdeckue nokazareim CbBIBOPOTKH KPOBU yCTa-
HABIHMBATH Ha OMOXHUMHYCCKOM aHannzatope momayasroMarmiyeckoro tuma «Torus 1200 Dixion» («dukcu-
on», Poccus).

CrarucTrueckyo 00paboTKy MOMYUSHHBIX PE3YIbTATOB HPOBOAMIM ¢ moMolnkko naketa Excel u mpo-
rpammuoro obecnicucHus BIOSTAT, ¢ yuetom kpurepus Manna-Yutan. CTaTHCTHUCCKU 3HAYMMBIMH Pas3-
arawns canranmu npu p < 0,05.

PesynbraThl HccnegoBaHuss U uX o0cyxaeHue. llpy BBEICHHHM NPOW3BOJHOTO MHUPHUMHIUHA
2-Metun-3-(2-pennn-2-okcoatun)xunazonua-4(3H)-on B8 mo3e 2 000 Mr/kr U3MCHEHUH KOKHOTO H IICPCT-
HOTO TMOKPOBA, 4 TAKKE CIU3HUCTHIX ODOJIOUEK B TCUCHHE BCEIO MEPHOAA IKCICPUMCEHTA HE HaONIOAANOCh.
B nepBhic cyTKH MOCIE BBEACHUSA HU3Yy4acMOTo COCAWHCHHS OBIJIO OTMCUCHO CHI)KCHHUC JBUTATCIBHOU aK-
TUBHOCTH U OTKAa3 OT MHIIH, KOTOPHIC HA 3 CYTKU HUBCIHUPOBAHCH.

BeeeHre npou3BoAHOTO MUPUMHUINHA CITOCOOCTBOBANIO CHIKCHUIO MACCHI TENA JKHBOTHBIX B TICPBbIC
cytka Ha 14 % (p < 0,05) mo cpaBHEHHIO ¢ KOHTPOJIBHOW IPYNIION YKUBOTHBIX; H3MCHCHHS MAacChl TEIA B TC-
yenue 14 qHEeH HE MMEN CTATUCTHICCKON 3HAUYNMOCTH.

[Tpu npoBeacHNN MAKPOCKOITUYCCKOTO AHANN3a BHYTPCHHUX OPraHoB (TOIOBHOH MO3r, XKEIVIOK, ITc-
YCHB, MMOYKH) YBESIUUCHUS HX MACChl, TUIICPEMUHU M KPOBOUBIUSHHUUI HE ObIIO BBISBIICHO.

[Ipu onpeaeneHuH reMaTONOrHUSCKUX MOKA3ATENCH MOCIe BBEACHNS MUPUMUANHOBOTO MPOU3BOIHO-
ro B 103¢ 2 000 Mr/kr U3MEHECHUH CO CTOPOHBI KOJMYCSCTBA SPUTPOLIMTOB, JCHKOLIUTOB U TPOMOOIIUTOB, a
TaKXKE YPOBHS 'EMOTJIOOWHA, TI0 CPABHCHHUIO C KOHTPOJIBHOM IPYIIIOHN dKHBOTHBIX, HE OBLIIO OTMEUCHO.

BBeaenue nmpousBogHoro mupumuauHa B 103¢ 2 000 Mr/Mi HE OPUBEIO K CTATUCTHYCCKH 3HAYHUMBIM
HU3MCHECHUAM CO CTOPOHBI HCCICAYEMBIX OHOXHMHUYECKUX MOKA3ATEICH MO OTHOIICHHUIO K KOHTPOIBHBIM JKH-
BOTHBIM.

[MonyueHHbIC PE3yAPTATH COMOCTABUMBI ¢ UTOrAMU M3YYCHUS OCTPOH TOKCHYHOCTH MTUPUMHUIHHOBBIX
MPOM3BOAHBIX. Tak, YCTaHOBJIEGHO, HYTO WPOW3BOAHBIE AWUTHApoTeTpaszono[l,5-almpumuanaa u o 1-
OCH30MT3aMEIICHHBIX -0-(Me THIITHO ))-4-xmmop- 1H-tmpazono  [3, 4-d] mupummauHa Hapsaxy ¢ BEIPaKCHHOH
AHAJTBICTHUCCKON AKTHBHOCTBIO SIBJISIFOTCS HCTOKCHUYHBIMH BCIICCTBAMH. BBISBICHO, YTO MHPUMHIHHOBBIC
COCIUHCHUS 3-|2-(1-madrun)-2-oxcoarun|xunazonuu-4(3H)-ou u 6-|(1-nadrraveTn)Tro |-4-
xnopnnpasono|3,4-d jnupumuaus, 00nazas IMMYHOTPOIIHOM M MPOTHBOBOCTIAIUTCIBHONU AKTHBHOCTHIO, NMPH
OIHOKPATHOM BBCICHHHU HC OKA3bIBAIOT TOKCHYICCKOT'O BO3ACUCTBHS Ha OpraHu3M xkuBoTHoro [8, 9, 10, 11, 12].

3axsrouenue. [Ipu onpeacaeHun OCTPOH TOKCHYHOCTH MPOU3BOAHOrO mupumuguHa 2-Metun-3-(2-
denmn-2-oxkcoatun)xunazoma-4(3H)-oH B TUMHT-TECTe OBLIO YCTAHOBACHO, YTO VKA3aHHOS COCAUHCHUC
SBIICTCS Mall0 TOKCHYHBIM M OTHOCHUTCA K 4 KJIacCy TOKCHYHOCTH. {71 MCKITIOUEHUS HAMWYHS OPraHOTOK-
CHYHOCTH AaHHOTO COCIOMHCHHS HEOOXOIMMO MPOBECTH AATbHCHINNC ACTATBHBIC UCCICIOBAHUA MPH AJIH-
TETBHOM BBEACHUH YKA3aHHOT'O MHPUMHIHHOBOTO HPOU3BOIHOTO.

PackpoiTne nadopvanmm. ABTOPH ICKIAPUPYIOT OTCYTCTBUE SIBHBIX M MIOTCHIMAIBHBIX KOH(IMKTOB HHTEPE-
COB, CBAI3AHHBIX C MYOIHKAIHCH HACTOAINCH CTATHH.
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