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Annomayusa. Leab: OLECHUTH OCTPYI0 TOKCHUYHOCTH MPOW3BONHOIO NHpHMuAnHA 2-Metnn-3-(2-
¢bennn-2-oxcortun)xunazonuu-4(3H)-on. Marepuanbl u Meroabl. VccnenoBanue nposeneHo Ha 20 Henu-
HEWHBIX KpbIcaX (CaMKH) 2-MeCSIHOT0 Bo3pacTa, Macco oT 180 mo 200 1. B skcniepuMeHTe )KUBOTHBIC OBLTH
pa3zfesieHbl Ha JBE IPYIIIBI: KPBICHl U3 KOHTPOJIBHOM I'PYIIIBI MOMYyYaId BHYTPIDKEIYIOUYHO 3KBHOOBEM IH-
CTHJUTMPOBAHHOW BOJIBI; OCOOHM M3 ONBITHOM — BHYTPHIKETYJOYHO H3y4aeMOe MTUPUMUANHOBOE COCTUHEHHUE B
noze 2 000 mr/kr B Buae cycreHznu. HaOmroneHne MpoBOAMIN 3a KaKIABIM JKUBOTHBIM OTAENBHO: Yepes
30 MuH noclie BBeICHHUsI, KaKible 4 yaca B EpBbIE CYTKH, Jajiee eXKEeTHEBHO B TeueHue 14 nueid. OueHuBamu
o0Illee COCTOSIHME J>KHUBOTHBIX, MAacCy TeJa, COCTOSHHE KOXXH W IIePCTH, JBIXaTelbHYI, CEpACYHO-
COCYIUCTYIO U HEpBHYIO cHUCTeMBI. [locne BBIBe/ICHHs M3 SKCIEPUMEHTa y BCEX >KMBOTHBIX HCCIIEIOBAIU
BHYTpPEHHHE OpTaHbl, OIEHUBAIIN TeMaTOIOTHYeCcKHe (00Iuii aHaTN3 KPOBU M KOHIICHTPAIIHSI TEMOTIIO0NHA)
u Onoxumuueckue (00mui Oenok, oOmui OMMpyOuH, alaHMHAMUHOTpaHc(hepas3a, acrapTaTaMUHOTPAHC-
(depaza, KpeaTWHUH, MOYEBMHA) ToOKazaTend. Pe3yabratel. [Ipy BBeACHWHM MPOM3BOJHOTO MUPUMHUIMHA
2-Metun-3-(2-¢penmn-2-okcostun)xuHazonnH-4(3H)-on B qo3e 2 000 Mr/kr m3MeHEHUH KOXKHOTO U IIEpCT-
HOT'O TOKPOBA, a TAKXKE CIU3UCTHIX 000JIOUEK B TEUCHHWE BCErO IMEpHoAa HaOMOAEHUN HE 3aUKCHPOBAHO; B
MIEPBBIC CYTKH HAOJI0aIOCh CHIDKEHHE MACCh TeJla )KMBOTHBIX Ha 14 % (p < 0,05). IIpu npoBeneHnu Makpo-
CKOITMYECKOr0 aHaJIN3a BHYTPEHHUX OPraHOB (TOJIOBHOM MO3T, XKEIyAOK, IeYeHb, IOYKH) YBEINYEHHS UX Mac-
Cbl, THUIIEPEMUIl U KPOBOM3IMSHUN HE BBISBICHO. MI3MEeHEHNUIT cO CTOPOHBI reMaTOJIOTHYECKUX U OMOXUMUYe-
CKHX IOKa3aTeJiel He 3aperucTpupoBaHo. 3akiiouenue. [Ipu onpeneneHny ocTpoil TOKCHYHOCTH MPOU3BO/I-
Horo nmupuMuanHa 2-MeTui-3-(2-pennn-2-okcortrn)xuHazonun-4(3H)-oH B TMMHUT-TecTe OBUIO YCTaHOBJICHO,
YTO YKa3aHHOE COCIMHEHHUE SIBJISICTCS] MAI0 TOKCUYHBIM M OTHOCHUTCS K 4 KJaccy TOKCHYHOCTH. JlJist uckimoye-
HUSI HAJTMYHSL OPTaHOTOKCUYHOCTH JJAHHOTO COEJMHEHUsI HEOOXOIMMO MPOBECTH JAIbHEHIINE JAeTallbHbIe UC-
CJIeZIOBAHHS TIPH JUTUTEIILHOM BBEJICHHH YKa3aHHOTO THPHUMUIHMHOBOTO 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 HacTosimee Bpemsi 0COOBI MHTEPEC MPEICTABISIOT MPOU3BOHBIE MUPUMHUANHA, KOTO-
pBI€ YacTO HMCTIONIBb3YIOTCS B KAUECTBE OCHOBBI JUIA CO3J]aHMsI HOBBIX JIEKAPCTBEHHBIX MpENapaToB. Y CTAHOB-
JICHO, YTO JAHHbIE COeOUHEHUs, 001agast IHPOKOH (apMaKoIOrH4ecKOi aKTUBHOCTHIO, IPUMEHSIOTCS KaK
TepaneBTUYECKUE CPEACTBAa MPH pa3indHbIX 3a0oneBanusx [1, 2]. Jloka3aHo, 4T0 MUPUMHUANHOBBIE COEOM-
HEHHS OKa3bIBAIOT HEHPOTPOIHBIH, ICUXOTPOIHBIH, CIIa3MOIUTHICCKHN, OPOHXOIUTUIECKUHN, TPOTHBOBOC-
MAINTENbHBIN, UMMYHOTPOITHBIN, aHTHOKCUAAHTHEIA U Apyrue Buabl 3¢ dekrtos [3, 4]. YkazaHHble BeuiecTBa
NPUMEHSIIOTCS B JICUCHUH HWH(GEKIMOHHO-BOCHAIUTENIbHBIX 3a00J€BaHUIl B Ka4eCTBE INPOTHBOMUKPOOHBIX,
MPOTHBOBHPYCHBIX, MPOTUBOTPUOKOBBIX, MPOTHUBOMAPA3UTApHBIX cpelncTB [5, 6]. HecMmoTps Ha mupoxoe
MIPUMEHEHUE MUPUMUIUHOBBIX MPOU3BOJHBIX, HEKOTOPhIE U3 HUX MOTYT OKa3bIBaTh U TOKCHYECKOE BO3IeHi-
CTBHE HA OpPraHU3M, TaKHE KaK HMPOTHBOOIYXOJIEBBIEC INPENapaThl, HUTOCTATUKH M aHTUMETA0OoNuTH [7].
B cBsi3u ¢ 3TUM 00s13aTENBbHBIM SBJISIECTCS U3YyUCHHUE TOKCHUECKUX CBOMCTB BCEX XMMHUYECKHX COEAMHEHHH,
KOTOpBIE paccMaTpUBAIOTCS KakK MOTEHIMATIbHAs OCHOBA JJIs pa3paboOTKH JIeKapCTBEHHBIX mpernaparoB. Ce-
TOAHA CHHTE3UPOBaH Psili MUPUMHIMHOBBIX MPOM3BOAHBIX U NMPOBOJIUTCA OLECHKA MX (hapMaKoJIOrHYeCKOil
aKkTHUBHOCTHU. Tak, B IpenbIIyINX UCCICAOBAaHUAX YCTAaHOBJICHBI HX MMMYHOTPOITHBIE U TPOTHBOMHKPOOHbIE
CBOMCTBA, OJJTHAKO WX TOKCHYECKHE CBOMCTBA M3y4EHBI HEOCTATOYHO.

Leab: OIEHUTH OCTPYID TOKCHUYHOCTh TPOM3BOJHOTO NupuMHUInHa2-Metni-3-(2-peHnn-2-
OKCO3THI)XHHAa3011uH-4(3H)-0H.

Marepunaasl U MeToAbl HMcciaeqoBanusa. lccienoBanue mpoBereHo Ha 20 HENMMHEHHBIX KpbIcax
(camkn) 2-mecstaHOTO BO3pacta, Maccoit ot 180 g0 200 r. Bee ®UBOTHBIC B T€UCHUE 5 THEH 10 SKCIIEPUMEH-
Ta HAXOJWIUCh B CBOMX KJIeTKax Ha ctangapTHoM pexxume nuranusa ('OCT P 50258-92) npu ecrectBeHHOM
OCBEILIEHUH M TemrepaType Bo3ayxa Ha ypoBHe 18-20° C. CoxepkaHue )KHBOTHBIX COOTBETCTBOBAJIO IMpa-
Busiam saboparopuoit mpaktuku (I'OCT 3 51000.3-96 u 51000.4-96).

JU1 OLleHKH OCTPOIl TOKCHYHOCTH MCHOIB30BANIN JIUMUT-TECT, TAK KAK B MPEABIAYIINX UCCIEJOBAHH-
X OBUTH TOJIyY€HBI Pe3yJbTaThl, CBHICTEIbCTBYIOIINE O HETOKCHUYHOCTH HPOMU3BOAHBIX NMUPHUMHUIMHA CO
cxokel xumuueckoir popmynoii [2]. B akcriepuMeHTe JKUBOTHBIE OBUIN pa3/ieiieHbl Ha JIBE TPYMIbI: KPBICHI
W3 KOHTPOJBHOW TPYIIBI MOJNyYalld BHYTPMXKETYJAOYHO SKBUOOBEM IUCTHILIMPOBAHHOH BOJBI; 0cOOM M3
OIIBITHOW — BHYTPHIKEIIYIOYHO W3ydaeMoe MUPUMUANHOBOE coennHenue B go3e 2 000 MI/Kr B BHJIE CyCIIEH-
3un. Ilepen BBeJeHHEM BeIIeCTBA KPHIC JUINAIH MUK Ha HOYb, BOAY OCTABIISUIN. Bec )KMBOTHOTO ompere-
JISUTH HATOIIAK, TIOCTIe B3BEIIMBAHUS PACCUMTHIBAIMN 103y M BBOAWIN MUPUMHUINHOBOE Mpou3BoaHOE. Jlanee
HabJI0IeHNe TPOBOAMIIH 33 KaXKIbIM )KUBOTHBIM OTAENBHO: Yepe3 30 MuH mocie BBeJeHuUs, Kaxkable 4 yaca B
NepBbIE CYTKH, Jlajiee eXXeTHEBHO B TeueHue 14 nHeit. OueHunBany o0miee COCTOSHUE )KUBOTHBIX, Maccy Tena,
COCTOSIHHE KOXKH U IIEPCTH, JABIXaTENbHYIO, CEPACUHO-COCYANCTYIO U HEPBHYIO CHCTEMBI.
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ITocie BeIBeEHUS U3 SKCIIEPUMEHTA Y BCEX KUBOTHBIX UCCIIEIOBAJIM BHYTPEHHUE OPIaHbl, OLEHUBAIN
remMaroyiornyeckue (oOLIuil aHaJIM3 KPOBU M KOHIICHTpAILMsS IeMOrIo0nHa) U Onoxumudeckue (oOImui Oe-
JIOK, o0mmid OMnupyOuH, anaHMHaMUHOTpaHcdepasa, acmapTaTaMHHOTpaHc(epa3a, KpeaTHHUH, MOYEBHHA)
nokazarenu. [logcyer KOMMUECTBa 3PUTPOLUTOB, JICHKOLUUTOB, TPOMOOIIMTOB OCYIIECTBISUIM C MOMOIIBIO
kamepsl ['opsieBa; ypoBeHb TeMOTTIOOMHA OIpenessuti ¢ momomeio remornoonnomerpa «URIT-12 VET»
(«URIT Medical Electronic Group Co., Ltd», KuTaif). buoxumudeckue mokazarenn CBIBOPOTKH KPOBH yCTa-
HaBJIMBAIM Ha OMOXMMHYECKOM aHaIu3aTope moiyaBroMaTudyeckoro tuma «Torus 1200 Dixion» («/lukcu-
on», Poccus).

Cratuctuyeckyro 00pabOTKy MOTyYeHHBIX Pe3yIbTaTOB MPOBOIIIN C TOMOIIBI0 makeTa Excel u mpo-
rpammuoro obecnieuenusi BIOSTAT, ¢ yuetom kputepust Manna-YutHu. CTaTUCTUYECKH 3HAYUMBIME Pa3-
nuaus cuntanu npu p < 0,05.

PesysabTaThl HcciegoBaHuss W HX oOcy:xkaeHue. Ilpu BBeneHHH IIPOU3BOJHOIO MUPUMHIMHA
2-Metun-3-(2-pennn-2-okcoatun)xuHazonnn-4(3H)-on B noze 2 000 Mr/Kr U3MEHEHUH KOKHOTO M LIEPCT-
HOTO TMOKPOBA, a TaKKe CIM3UCTBIX 000JIOUEK B TE€UYEHHE BCEro Mepuoja SKCIEPUMEHTa HE HaOII0anoch.
B nepBeie cyTKH mociie BBEACHUS M3y4aeMOI'0 COEAMHEHHS OBbLIIO OTMEYEHO CHIDKEHHE IBUIaTEeNIbHON aK-
TUBHOCTH U OTKa3 OT IUIIN, KOTOPBIE HAa 3 CYTKH HUBEJINPOBAINCH.

BBenenre npou3BOAHOTO MUPUMHUIMHA CITOCOOCTBOBANIO CHUKEHUIO MACCHI TEJa )KUBOTHBIX B IIEPBBIE
cytkn Ha 14 % (p < 0,05) o cpaBHEHHIO C KOHTPOJIBHOM TPYIITIOH JKHBOTHBIX; H3MEHEHHUSI MACCHI TeJa B Te-
yeHue 14 nHel He UMeI CTaTUCTUYECKOW 3HAYMMOCTH.

[Ipu mpoBeeHNH MaKpOCKONMUYECKOTO aHalu3a BHYTPEHHUX OPraHoB (TOJOBHOM MO3T, JKeIyIOK, 1e-
YeHb, MIOYKH) YBEITMUYCHUS X MAcChl, THIIEPEMHUH U KPOBOUIIUSHINA HE OBLIO BBISBICHO.

[Ipu onpeneneHny reMaToIOrHYECKUX MOKa3aTesed MocIe BBEACHUS MTUPUMHUIMHOBOTO TIPOU3BOAHO-
ro B go3e 2 000 MI/Kr U3MEHEHUH CO CTOPOHBI KOJIMYECTBA IPUTPOILUTOB, JICMKOIIUTOB M TPOMOOIIMTOB, a
TaKXe ypOBHS TeMOTJIO0MHA, TI0 CPABHEHUIO C KOHTPOJILHOW TPYIIOH KUBOTHBIX, HE OBLIO OTMEYEHO.

Benenune nponsBogHoro mupumuarHa B g03e 2 000 Mr/mi He IPUBENO K CTATHCTUYECKH 3HAYMMBIM
HW3MEHEHUSIM CO CTOPOHBI UCCIEAYEMBIX OMOXMMUYECKUX MTOKa3aTesIel M0 OTHOILEHHUIO K KOHTPOJIBHBIM JKH-
BOTHBIM.

[Tonmy4yeHHbIe pe3ynbTaThl COMOCTABUMBI C UTOTaMH M3Y4YEHUS! OCTPO TOKCUYHOCTH MAPUMHUANHOBBIX
MPOM3BOAHBIX. Tak, YCTaHOBJIEHO, YTO WPOM3BOIHBIE AWUTHApOTeTpasono[l,5-ajmupumunuaa u  1-
OCH30MWI3aMEeIIICHHBIX-0-(MeTHATHO)-4-X110p- 1 H-nupazono [3, 4-d] nupumuavHa Hapsay C BBIpaKCHHOU
AHAIBIeTHUECKON aKTUBHOCTBIO SIBISIOTCS HETOKCHMYHBIMU BEIIECTBAMH. BBISBICHO, YTO TMHPUMHIMHOBEHIC
COCTUHCHMS 3-[2-(1-nadTrn)-2-okcoaTi |xuHazomnH-4(3H)-oH u 6-[(1-sadTrmeTw)THO |-4-
xnopnupazono|3,4-d|mupumuanH, 00ragasi UMMYHOTPOITHOM M TIPOTHBOBOCHAUTEIHHON aKTHBHOCTEIO, TTPH
OJTHOKPATHOM BBEJICHUH HE OKA3bIBAIOT TOKCUIECKOTO BO3ICHCTBUS HA OpraHU3M XUBOTHOTO [8, 9, 10, 11, 12].

3axmovenue. [Ipu onpeneneHny ocTpoll TOKCHYHOCTH MPOM3BOAHOTO NUpUMMAMHA 2-MeTtnn-3-(2-
(bennn-2-okcortnn)xuHazonuH-4(3H)-oH B mUMHT-TeCcTe OBLJIO YCTaHOBJIEHO, YTO yKa3aHHOE COEJUHEHHE
SIBIISIETCSI MaJI0O TOKCUYHBIM M OTHOCUTCS K 4 KJacCy TOKCHYHOCTH. [IJIsl MCKITFOUEHUs] HAIMYUSI OPraHOTOK-
CHUYHOCTH JIAaHHOTO COCJAMHEHHs HEOOXOJMMO MPOBECTH JANbHEHINE NeTaabHbIC MCCIEeJOBaHUS TPH JUIH-
TEJbHOM BBEICHUH YKa3aHHOTO MUPUMHIMHOBOIO IIPOU3BOIHOTO.

PackpbiTHe mHGOpMAanUU. ABTOPHI JEKIapUPYIOT OTCYTCTBHE SBHBIX M MTOTCHIMAIBHBIX KOH(INKTOB HHTEpE-
COB, CBSI3aHHBIX C IMyOJIMKAIMEN HACTOSIIEH CTaThH.
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