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PE®EPAT
Hunnomuas pabora 37¢., 5 puc., 5 Tabd1., 56 HCTOYHUKOB.

MUTOI'EHETUYEKUI  AHAJU3  JEUCTBUI  T'OTOBOU
JIEKAPCTBEHOM ®OPMbI  L-TIPOJIWJI-L-JIEMIIMHA HA KJIETKU
MJIEKOITUTAIOIINX B CUCTEME IN VIVO.

O0bexkT HCcIen0BaHMsl : B paboTe HCMONIB30BAIUCH MbImK  Mus
musculus L. (cammper) mann ICR ¢ maccoit Tenma 20-25 r, a Takke KpbIckl Rattus
norvegicus L. o6oero nona yimann Wistar ¢ maccoii tena 140-170 r.

IleabI0 HACTOSIIErO UCCICAOBAHUS SIBIISAIACh OIlcHKa criocoOHocTr ['JId
L-miposiuii-L-neiiiuHa BeI3bIBATh HAPYIIEHUS T€HETHYECKOTO anmapara U U3MEHATh
npoJiuepaTUBHYIO aKTUBHOCTH KJIETOK MJICKOMTUTAIOIIUX.

MeToabl ucc/IeIOBAHUS @ MUKPOSIICPHBIA aHAIN3, BBISIBICHUE MapKepOB
aronro3a mnpu Hecneuuduiyeckom sizBeHHoM konute (HSK), meron mpoTtouHnoit
IUTOMETPUU, METO/1a MPOTOYHOU LIUTODITYOPUMETPHH.

B pe3ynbprare NpOBENEHHBIX HKCIEPUMEHTAIBHBIX WCCIEAOBAHUN B
CHUCTEME In VIVO TpH TOMOIIM METOJa ydeTa MHKPOSIep B CYONOITYJISIUsIX
SPUTPOLHUTOB Tepudepudeckoir KpoBu Mbimed guaHuu ICR ObLIO yCcTaHOBIICHO,
yTO ogHOKpaTHOe BBeneHue ['JI® L-nponun-L-neitiun npu qosze 30 r / Kr Beca He
WHIYLUPYET TOBPEKICHUN XPOMOCOM MJECKONUTAKIIUX W HE MPOSBISAET
MyTareHHOM akTUBHOCTU. st Oosiee TOYHOW OIIEHKM MYTareHHbIX CBOICTB
JTAHHOTO COEIMHEHUS MPEACTABIIOCHh MHTEPECHBIM OLEHUTH naeuctBue ['JID L-
npoJinii-L-jeiuHa B mpoJOHTMPOBAHHOM SKCIIEPUMEHTE.

[Ipu pevictBum ['JI® L-mpomun-L-neinmuua B noze 200 mr / kr Beca
)KUBOTHOT'O CTAaTUCTUYECKU 3HAYUMOTO M3MEHEHMSI KOJIUYECTBA KIJIETOK KOCTHOIO
MO3ra ¢ HapyLIEHUSIMU T€HETHYECKOro armapara He 3aperucTpupoBaHo. OgHaKo
YCTAHOBJIEHO, YTO €KEHEBHOE B TE€UEHHUH 29 CYTOK BBEJICHHUE CaMIlaM KpbIC
npenapara B o3¢ 400 Mr / Kr »uBOTro Beca crocoOHO B 2,4 pa3a yBEIMYMBATH
KOJIMYECTBO KIJIETOK C XPOMOCOMHbIMH abOeppauusiMu. [lpoBelneHHBI aHAIN3
MOJYYEHHBIX PE3YyJIbTATOB MOKA3ajl, YTO Pa3IUYUs C KOHTPOJIEM CTATUCTUYECKH
noctoBepHbl Tipu p<0,05. B Toxke Bpems, aHanormyHoe BozzaecuictBue [JID L-
npoJyinii-L-neiiuHa He BBhI3BIBAET CTATUCTUYECKHA 3HAYMMOI'O U3MEHEHUS JaHHOTO
rapaMeTpa y CaMOK SKCIIEPUMEHTAIbHBIX )KUBOTHBIX.

BoisiBnennass cnocobnocts [JI®  L-mponun-L-nedinyHa  yBelIW4yuBaTh
KOJINYECTBO KJIETOK KOCTHOTO MO3ra ¢ HapyIICHUSMHU F€HETUYECKOTO amnmnapara y
CaMIIOB KpBIC HE TMO3BOJISIET CAEIATh OJHO3HAYHOI'O 3aKJIIOYEHHS O HAIUYHUM Y
JJAHHOTO TIperapara MYTareHHbIX CBOWCTB TOCKOJIBKY B JAHHOM SKCIEPUMEHTE
OBLIM UCIOJIB30BaHbl 03kl L-niponmn-L-nefiniuaa B 20 u 40 pa3 mpeBbImIaronume

TCPAIICBTUYICCKUC.



PE®EPAT
Heimiomuas npana 37C., 5 mai., 5 tabi., 56 KpbIHill.

[MUTOI'EHETUYEKNI1 AHAJII3 J3ESIHHS ratoBbix jekaBbix dopm L-
npamimua-L-neiein HA KJIETKI maexkakopmsiusix Y CICTOME IN VIVO.

AOG'ekT macnenaBaHHs: y pabolie BeIKapeIcTOYBasicsa Mbimbl Mus musculus L.
(camipr) minil ICR 3 macait nena 20-25 1, a Takcama naiyki Rattus norvegicus L.
oboero nogy il Wistar 3 macaii nemna 140-170 r.

Mbraii ratara pacienaBanHs 3'syisiiacs aa3Haka 3nonbHactl [JID L-pamiy-
L-neiiiblH BBIKJTIKAIlh ~ MApYIIdHHI  TI'e€HEThIYHAra  amapara 1  3MSHSAIb
npoaudepaTUBHYIO aKThIYHACIH KJIETaK MIECKaKOPMSIUBIX.

Mertanbl paciemaBaHHsS: MIKPOSJICPHOM aHalli3, BBIAYJICHHE Mapkepay
arornTo3a TMpbl HecHelblPIiuHbBIM s3BaBbIM Kajile (HSAK), MeTajJ IpaTroyHai
UTOMETPUU, METAJTy MPATOUYHAN HUTODITYOPUMETPHH.

VY BBIHIKY IpaBeA3€HBIX SKCIEPHIMEHTAIBHBIX JAClIeJaBaHHIY y CICTIME in
VIVO TIpbl JafaMo3e METaxy YKy MHUKposiaep ¥ cyOmamyssiiblii SpbITpanbiTay
nepeidepriuHail KpeiBi MbIIAHK JiHIl ICR ObLI0 YecTaHOVIEHA, MTO ajJHapa3oBae
VBsam3enne [JI® L-npamiy-L-nefinpin npel go3¢e 30 r© / Kr Bari HE 1HIYKYye
NAIIKO/PKAHHIY XpaMacoM MJICKAKOPMSIYbIX 1 Hs Mpagyise MyTareHHbIM
akTeIyHaci. s 607bI1 gakiaaHai alpHKI MyTareHHbIX ylacliBacly Jaa3eHara
3IyYSHHS Ysynsnacs MiKaBbIM anadinb a3esHHe [JID L-npamiy-L-neinpia ¥
IpaJiaHripaBallb SKCIIEPhIMEHIIE.

[Iper m3estaul [JI® L-mpamiy-L-neiiuba ¥ go3e 200 mr / Kr Bari KbIBENbBI
CTaTHICTBIYHA 3HAyHara 3MEHbI KOJbKACIl KJIETaK KacIgHOTa MO3Ty 3
napyuHHSAMI TeHeThIUHAra anapara He 3aparicTpaBaHa. AJIHaK YCTaHOYIJIeHA, IITO
mToa3¢HHae ¥ TIbIHI 29 cyTak YBsiA3€HHE camila Maiykoy npamnapara ¥ nose 400
MI' / Kr JKpIBOra Bari 370JibHa ¥ 2,4 paspl maBsuliuBaIlb KOJIBKACIh KIIETaK 3
XpOMOCOMHBIX abeparibiii. [IpaBe3eHbl aHami3 aTpbIMaHbIX BBIHIKAY Makaszay, IITo
aJIpO3HEHHI 3 KaHTPOJEM CTaThICThIYHA TAYHBIA Tpbl p <0,05. V Toit xa wac,
aHanariyHae y3asesaHe [JI® L-mpamiy-L-neitiipiH He BBIKITIKAe CTATHICTHIYHA
3HAYHara 3MEHBbI Ja/I3eHara rnapaMmeTpy y camak dKCIepbIMEHTAIbHBIX JKBIBEI.

Brisynenas smonpHacup [JI® L-mpamiy-L-neisiH naBsuiiyBalb KOJIbKAacilh
KJIETaK KaCI[THOTa MO3TY 3 MapyIIdHHAMI T'€éHeThIUHAra anapara y caMIioy maiykoy
He Ja3Baise 3palillb aJiHa3HAayHara 3aKIIOUudHBHSA a0 HasyHacli ¥ Jaa3eHara
mpaMapaTa MyTareHHBIX YJIacIliBaclsAy MaKOJIbKl ¥ 1a3€HbIM dKCIIEPHIMEHIIE ObLIT1
BBIKApBICTaHbIA J103b1 L-mpamiy-L-nefiupin ¥ 20 1 40 pa3oy mnepaBbIIIaoIb
TIpaICy ThIYHbIS.



ABSTRACT
Thesis of 37 pages, 5 fig., 5 tab., 56 sources.

THE TSITOGENETICHEKY ANALYSIS OF ACTION OF THE READY
DOSAGE FORM OF L-PROLIL-L-LEYTSINA ON CAGES OF MAMMALS IN
THE IN VIVO SYSTEM.

Object of research: in work mice of Mus musculus L were used. (males) of
the ICR line with the body weight of 20-25 g, and also rats of Rattus norvegicus L.
the Wistar lines of both sexes with the body weight of 140-170 g.

The purpose of the real research was the assessment of ability of GLF L -
prolil - L - a leucine to cause violations of the genetic device and to change
proliferative activity of cages of mammals.

Research methods: the micronuclear analysis, identification of markers of
apoptosis at the nonspecific ulcer colitis (NUC), a method of a flowing
tsitometriya, a method of a flowing tsitofluorimetriya.

As a result of the conducted pilot studies in in the vivo system by means of a
method of the accounting of microkernels in subpopulations of erythrocytes of
peripheral blood of mice of the ICR line it has been established that single
introduction of GLF L - prolil - L - the leucine at a dose of 30 g/kg of weight
doesn't induce damages of chromosomes of mammals and doesn't show mutagen
activity. For more exact assessment of mutagen properties of this connection it was
represented interesting to estimate action of GLF L - prolil - L - a leucine in the
prolonged experiment.

At action of GLF L - prolil - L - the leucine in a dose of 200 mg/kg of
weight of animal statistically significant change of quantity of cells of marrow with
violations of the genetic device isn't registered. However it is established that
introduction, daily within 29 days, to males of rats of a preparation in a dose of 400
mg/kg of live weight is capable to increase by 2,4 times quantity of cages with
chromosomal aberrations. The carried-out analysis of the received results has
shown that distinctions with control are statistically reliable at p<0,05. In too time,
similar influence of GLF L - prolil - L - a leucine doesn't cause statistically
significant change of this parameter in females of experimental animals.

The revealed ability of GLF L - prolil - L - a leucine to increase quantity of
cells of marrow with violations of the genetic device at males of rats doesn't allow
to make the unambiguous conclusion about presence at this preparation of mutagen
properties as in this experiment doses of L - prolil - L - a leucine in 20 and 40
times exceeding therapeutic.



