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2. EKcnepumeHTanHa TOKCUKONorus —
OCHOBEH KITOH Ha TOKCUKONOrusita, NpUHLUNMU
n metogu. CteneHn Ha TOKCUYHOCT. [loGpa
Na6bopaTtopHa MNMpakTtuka (GLP) npwm

TOKCUKOJIOrMYHUTE u3crieaBaHus

Oou. a-p M. MuyeBa gm

EKCI'IepI/I MEeHTalIHa TOKCUKOJIOINnA

B npedknuHu4HU ycrosus ce npoBexaart Hay4yHo-
n3cnepoBaTesiCKu Npoy4YBaHus in vivo n/vwnw in vitro:

- OLleHsIBa Ce TOKCMYHUAT NOTeHuMnan Ha BelecTsara, ¢ orneg
yCTaHOBsiIBaHe Ha HEMOCPEACTBEHM U Ha oTAane4YeHn eexTu,
npeasug rapaHTupaHe 6e3onacHoOCTTa Ha 34pPaBeTO Ha YoBeKa.

MonsBart ce meToamn Ha AecKkpunTUBHaTa U pyHAaMeHTanHa
Tokcukonorusi. EkcnepumeHTUTE Ce npoBexaaT npm
onpeaerieHn U3NCKBaHUA, CBbP3aHu ¢ noadop Ha
eKCrnepuMeHTariHuTe XXMBOTHM (BuA, Bb3pacT, non, bpon n
Ap.), Npu onpeaerieHn nabopaTtopHU yCnoBUA.

MpoyyBaHMATa BbpXy eKCnepuMeHTanHUTe XXUBOTHU ce
npoBexaaT B Hay4YHU nabopaTopuu, CbrnacHoO U3UCKBaAHUATA
B pa3nopenouTte Ha perynatopHuTe opraHu 3a pabora ¢
?éﬁrll;)apumemanﬂw XXVMBOTHM U gobparta nabopaTopHa NpakTuka
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EKCﬂepMMeHTa.ﬂHM
XXUBOTHU

“BCBbLHOCT BCSAKO
NeKapcTBO B NOCNIeQHOTO
cToneTue e NOCTUXeHue,
3aBUCeLLO AUPEKTHO U
MHAUNPEKTHO OT
npoy4YBaHuATa BbpPXy
eKCnepuMeHTanHu
)KUBOTHMW.”

U.S. Public Health Service

EKCNMEPUMEHTAIIH nNoAaxoau rnPu
TOKCUKOJNOINMYHUTE

U3CINEOBAHUA
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TOKCUKONOrn4yHn, NnpeaKnMHNYHU n3cneaBaHus
BbpPXY eKCrnepuMeHTanHu XXUBOTHU WU in vitro*
Moaenu

OcTtpa
NMopocTpa
Cyb6xpoHuyHa (90 AHU Npu NnbXoBe)
XpoHuW4Ha (2 roanHU Npu rpusaym)
CneuvanHu nscnegBaHus
— O4Ha 1 KoXXHa NOHOCUMOCT
— CBpPBbX4Y4yBCTBUTESTHOCT
— Penpopaykuus
TepaToreHHoOCT
MyTareHHoCT
KapuuHoreHHoCT
TokcukoknHeTnka n 6uorpaHcdopmaums™
U3cneaBaHe MexaHM3MK Ha aeucrteue”®

Metoau B eKCnepnMmeHTarnHata TOKCUKosrorus

UHmeepanHu — pa3kpuBaT OTKIIOHEHUSA B OOLOTO CbCTOSIHME
U Ha oTAesIHU opraHu Ui cuctemMmum (npomm-la B 06LI.|,0TO
CbCTOsIHME, HEBPO-NOBeAeHYeCKaTa aKTUBHOCT, TeJfiecHaTa
maca v gp.)

CneyuduyHu

- KIMIMHUKO-1TabopaTopHU MeTOAMU (XeMaTosIOrMYHu,
OMOXMMMWNYHM, aHAaNU3 Ha ypuUHaTa, XMCTOJIOTUYHU U Op.)

- onpeaernsiHe KNHeTUKa u buoTpaHccopmaums Ha
M3cnepgBaHOTO BELLECTBO (TOKCUKAHT)

- onpeaernsiHe Ha BeLWeCcTBOTO U/Unn HeroB MeTabonuTt B
o6uonornyHa cpega

AHanus u MHTepnpeTauua Ha NOJNyYeHUTe AAHHWU.




BuonorMyHu Mogenu Ha pasnuyHu
nepapxmyHU HMBa

CyOKneTb4HO — MUTOXOHAPUMN,
MUKpPO30OMU U Ap.

KneTb4HO N TbKaHHO — N30JIMPaHUN KIeTKn
N TbKaHHU KYINTYpU

OpraHHO - nsonupaHu, nepdysmpaHum
opraHum

B 3aBucumocT oT uenurte

Ocmbp onum

- 3a4bJDKUTENTHO U3XOAHO Havasio Npyu BCAKO TOKCUKONMOTUYHO
npoyuBaHe - onpegensHe Ha 4o3un (Han-BaxkHa 3agava — onpegensHe Ha
LD50); HabnoaeHMA 3a HenocpeaCcTBEHU U NO-KbCHU (80 14 AHK),
yBpexaawm edpekT oT eAHOKpaTHa A03a; KIIMHMYHA KapTUHA Ha
MHTOKCUKALMATA; onpeaenisiHe NpUYnHaTa 3a netaneH usxoa.
U3cnepgBaHuATa ce npoBeXxaar No CTaHA4APTHU NPOTOKOM.

Modocmbp onum (30-90 oHK)

- pa3snuyHM BXOAHW BpaTu, OoLeHKa Ha Kymynupauy ecekT, ¢ fosum ot 1/5
no 1/20 ot LD50

XpoHu4eH onum

- buonornyeH mogen ot 3 meceua Ao 1-2 roaMHU — oxapakTepusmpaHe
Ha KNIMHUWYHaTa KapTuHa, onpeAerisiHe HaA TOKCUKOMETPUYHUTE
napameTpu, echekTuTe Ha Kymynauusi, KNHeTUYHM,
6uoTpaHcopMaLMOHHM NPOYYBaHNA U Ap.

MpoyuyBaHuA BbpXy omoasieyeHume (KbCHU) e¢heKmu — ovHa n
AepMarnHa NoHOCMMOCT, CBPbX4yBCTBUTEITHOCT, MPOMEHU B
penpoaykKkuusaTa, TepaToreHHOCT, MyTareHHOCT, KaHLlepOreHHOCT
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CTeneHM Ha TOKCUYHOCT Ha n3cneaBaHu
cbeanHeHus (Gleason)

CteneH Ha Tokcu4yHocT (LD50)

6. CynepToKCHMYHO

5. N3BbHpPEAHO TOKCUYHO 5-50

4. MHOro TOKCUYHO 50 — 500

3. YMEepEeHO TOKCHMYHO 500 mg — 5¢g
2. Cnabo TOKCMYHO 5g — 15¢g

1. lMpakTnyeckn HETOKCUYHO >15 g/kg

G.L.P. (Qo6pa nabopaTtopHa npakTuka)

Cucrema ot npasunau 06LIJ,OI1pl'13HaTVI CTaHAapTu 3a nnaHupaHe,
opraHusunpaHe, npoBexagaHe, KOHTPoOJNIMPpaHe, AOKYMeHTUpaHe u
OT4eT Ha na6opaTop|-|V|Te ni3cnegBaHunsa, KOATO UMa 3a Uen ga
OoCcuUrypu BUCOK CTaHOaApPT Ha u3crieaBaHUATa

e OpraHusauus
Bopew, nscnegoBarten — nuue, OTTOBOPHO 3a LANOCTHUAT
npouec Ha Npoy4yBaHeToO B Hay4YHO-u3cnegoBaTesickara
nabopatopus
Ekun ot kBanuduLmMpaHu cneumanucTty (aHanmTuum,
eKcnepumeHTaTopu - hapMaKkono3un, TOKCUKONO3MU,
natomopdonosun 1 Ap.), KoopaAuHUpaLLUU CBOSITa AeUHOCT
CbOOpa3HOo LennTe Ha NPOeKTa U OTroBapsLLM 3a
npeacTaBsHETO U aHanu3a Ha pe3ynraTute
NaGopaTtopusi, oTroBapsiia Ha UsMckBaHuATa Ha GLP —
anapartypa, nepcoHarn, MeToANYHN Bb3MOXHOCTH,
eKCrnepuMeHTasTHN XXMBOTHU, MaHUMNyNauuoHHa, TecT-
cy6cTaHumMK, TernoBHA, KOMMNIOTbPHa TeXHMUKA U CUCTEMMU,
ocurypsiBalim NpoBeXAaHeTo Ha eKcnepuMeHTa.
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G.L.P.

* lnaHunpaHe
MpoTokonu
CtaHpapTHO AencTBaly nNpoueaypu, ocurypsisallm
TOYHOCT U Ka4YeCTBO Ha MoJly4YeHUTe JaHHU

¢ WU3nbnHeHne

U3nckBaHusa KbMm eKCnepumMeHTasiHuTe XXMBOTHMN,
C'bOGpa3eHVI C perynaTtopHuTe UANCKBaHUA N

M3non3BaHUTe MaTepuanu (BKJ. TeCT-cy6cTaHLus U
pecepeHTHa cy6CcTaHLMsA — MbiHA MHbopMaLUsA 3a
TsIXHaTa UAEHTUYHOCT, XapaKTepPUCTUKa U CbXpaHeHUe)

KOﬂeKLWIOHVIpaHe N AOKYyMeHTupaHe Ha AaHHU

O6paboTtka, 0606LaBaHe U NOArOTOBKA Ha OTYETEH JoKnag




