4. KonunyecTtBeHU NnapameTpu Ha
TOKCUYHOCTTaA (TOKCUMKOMETpPHUSA).
Buaose no3u, Mmetoau 3a onpeaensiHe.
Bptb3ka gosa — otroBop (rpacgpmyHo

npe,D,CTaBFIHe). OueHKa Ha TOKCUYHOCTTA.

Oou. o-p M. MuyeBa gm

TOKCUYHOCTTA CE

OMPEAENA OT KOJIMMECTBEHATA
XAPAKTEPUCTUKA HA
B3AMMOOTHOLUEHUETO MEXAOY
OPIrAHU3MA U TOKCUKAHTA -
NMPEOMET HA TOKCUKOMETPUATA
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TOKCUKOMETPUYHU NMAPAMETPU

ED: EchekTBHaA po3a
EC: EchekTMBHaA KOHLIEHTpaLus

ED50: [lo3a ¢ 50% ecbekT
EC50: KoHueHTpauus ¢ 50% edekT

LD50: Jo3a, npuunHaBawa 50% cMbPTHOCT
LC50: KoHueHTpauus, npuunHasawa 50% cMbpPTHOCT

TD50: [lo3a, npuunHaBalia 50% TOKCMYHOCT
TC50: KoHueHTpaums, npuunHasaiwa 50% Tokcu4HocT

MparoBa po3sa (Threshold): ToukaTa, Npu KOATO ce NOsIBAIBAa TOKCUYHUAT edekT, ce
Hapu4a nparoBsa fo3a

Tl: TepaneBTUYeH nHpekc TI=TD50(LD50)/ED50

MOS: Margin of Safety — [lonyctuma rpaHuua Ha 6e3onacHoct MOS=TD1/ED99
NOAEL: HuBo, npu koeTo He ce HaGnoaaBaT HexenaHu eekTu

LOAEL: Han-Hucko HUBO Ha HabnoaaBaHu HexenaHu eekTu

OO3A - Han-BaXXHUAT onpepensuwy, hakTop B
TOKCUYHOCTTA.

[o3a — KONM4YeCcTBO OT Hewo (XMMMNYECKO
BewecTBO, husnyeH cakrop, bnonormyeH
areHT), KOETO MOXe Aa NOBNUAe Ha
opraHM3ama - ¢ HapacTBaHeToO Ha
KONMYecTBOTO, Ce yBennM4yaBa u gos3ara.

XapakTtepucTuka:

- YecToTa:
- eANHNYHa (ocTpa)

- MHOrokpaTHa (Cy6XpoHMU4Ha)
- NpoAbIKUTESNTHA (XPOHUYHA)

- MbTMwa (i.p.; i.m.; i.v.; p.o.)




Mpumep 3a BNusiHMe Ha [o3aTta BbpXy OTroBopa
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4.5.

BPBb3KA JO3A - OTTOBOP (E®DEKT)

no3BorsisiBa.

* YcTtaHOBsiBaHe NPUYMHHO-CNeACTBeHaTa Bpb3Ka Mexay
Ao3aTa Ha TOKCUKaHTa, NnpeaM3BUKBaLLa HabnoaaBaH
edpexT.

YcTtaHoBsiIBaHe Ha HarM-HUCKaTa [o03a, KOATO npean3BUKBa
eceKT — nparoB eqPeKT.

OnpepensiHe CKOPOCTTa HAa HacTbNBaHe Ha eceKkTa ypes
onpeaensiHe HakNoHa Ha KpuBarta (slope=a/b).

OTroBop®bT ce unicTpupa rpacpuyHo ypes
[03a-0TrOBOP KPUBM.
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BPB3KA IO3A - OTTOBOP (E®DEKT)

OTroBop®bT ce NnpeAcTaBA rpadmyHO Ypes3 KpuBaTa [403a-0TroBOp (Ao3a —
Bbpxy X, a oTroBop — BbpXy Y)

EdekTbT MOXe Aa 6bae:

1. KBOTEH (anTepHaTMBEeH -
BCUYKO UJN HULLO).

Hanp. cmbpTHOCT 3/6
(onpepensiHe Ha LD,)

2. CteneHeH

Hanp. npomsiHa B KpbBHO
b HansiraHe, GUOXUMUYHU

% mortalify

i _ : ; _ napameTpu, %
MHXUOMPaHe Ha eH3UM 1
U 200 400 530 Op. B 3aBMCUMMOCT OT

po3arta (KOHLeHTpauus)
dose {mg'kg)

1. KBoTeH otroBop - OnpeaensiHe Ha LD50

CurmomganHa kpuBa JInHeapHa kpuBa
HennHeapHa perpecus NMHeapHa perpecus
(apuTMeTM4YHO NpeacTaBsiHe) (norapuTMMYHO npeacTaBsiHe)
100 /
5 8 °
£t 50— a 4
E 3
S
LDy, LDso
O .
log dosis log dosis

4.8.
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2. CteneHeH otroBop — onpegensiHe % Ha
MHXUOUpaHe

100

% VHXnbupaHe

Log KOHLeHTpauus

CpaBHeHue Ha pa3nuyHm LDg,
CTOMHOCTHU

Chemical LDso (mg/kg)
Ethyl Alcohol 10,000
Sodium Chloride 4,000
Ferrous Sulfate 1,500
Morphine Sulfate 900
Strychnine Sulfate (0]
Nicotine 1
Black Widow 0.55
Curare 0.50
Rattle Snake 0.24
Dioxin (TCDD) 0.001
Botulinum toxin 0.0001
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OLUEHKA HA BPBb3KA NO3A - OTTOBOP (E®EKT)

+ HopmanHo kpuBaTa Ha 403a-0TrOBOp € curmoupanHa. Toukara,
Npu KOATO ce NosiBABa TOKCUYHUAT epeKT, ce Hapuya nparosa
po3a (Threshold). Cnep Ta3u Touka echekTbT ce yBenu4yasa (B %)
HapacTBaHe Ha go3arTa.

Ipper confidence level

% Diata Point

Lower confidence level

Threshold

FPA®UYHO NMPEOCTABAHE HA NOAEL U LOAEL

100

i
—_

Fesponse (Fercent)

Diaze (mg)

4.12.
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BPBb3KA OO3A - OTTOBOP

MpachmnyHo NnpeacTtaBsAHe HAa TOKCUYHUA NOTEHUManN Ha
n3cnenBaHoO BeLEeCTBO
A-aputmeTnyHO M B-noraputMmn4HoO (NMMHeapHo)

arithmetic dose scale logrithmic dose scale

0 200 400 00 800 1000 100

dose in diet (ppm) dose in diet (ppm)

OLUEHKA HA [1O3A - OTTOBOP (E®EKT)

Bua v HaknoH Ha KpuBaTta — oL eHKa Ha TOKCU4YHUA ereKT. Hanpumep
TOKCUKaHT A Ma no-BMCOKa nparoBa go3a v Nno-CTPpbMeH HAKITOH OT

TOKCUKaHT B, koeTo ro npaBuv U NO-TOKCUYHO.

Toxicant & —
Toxicantg —

Threshold

Increasing Dose ——-
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OUEHKA HA O3A - OTTOBOP

ED - echekTMBHa fno3a (oueHsiBa noneseH edekT). B TokcukonoruaTta
MOXe fa ce U3MNOoJi3Ba M 3a OLeHKa Ha HexxernaH edekxT.

TD — TOKCMYHa A403a; U3Non3Ba ce 3a MHAUKALMUA Ha TOKCUYHU eheKTH.
Mo3HaHmeTo Ha ED n TD no3BonsiBa na 6baart onpeneneHu:
-TepaneBTn4YeH uHaekc (TI)

-rpaHuua Ha 6e3onacHocT (margin of safety - MOS)

DV

ECT0 EDED EDS0TDAO0  TOED TODEO
Increasing Dose ——=

TEPAMEBTUYEH
WHIEKC (TI)
TI=TD,,(LDs,)/EDs,

=wEd 8 &
smging (Frakit Scalaj

gocige [Prooid Units)

FPAHULIA HA
BE3OINACTHOCT
(MOS - Margin of oy
Safety) " Dasage mg/k

MOS=TD,/ED,,

Fes




OLEHKA NO3A - OTIFOBOP

MoHomopanHo

SIERELELIEGWE PasnpeaeneHme Ha
OTroBOp B onpegereHa
nonynauusd, CbAbpXxala
UHOUBUOMN:

* C HUCKa YyBCTBUTEJTHOCT
(pe3ucTteHTHOCT) (low
response)

[(Fercent)

* cpegHa YyBCTBUTENMHOCT
(Hopma) (mean response)

* BUCOKa YyBCTBUTEJTHOCT
Response Response Response (high response)

Bb3MO>XXHOCTU 3A CPABHUTEJTHA
OLEHKA HA TOKCUYHUA EPEKT B
3ABUCUMOCT

OT O3A - OTITOBOP (KPUBA)

1. NPU CPABHABAHE HA 1BE UJTU MOBEYE TOKCU4YHU
BELLUECTBA, NMPUJIIATAHU CAMOCTOATEJIHO

2. MNP CPABHABAHE HA ABE U NOBEYE TOKCUYHU
BELWECTBA, NMPUITATAH/N EQHOBPEMEHHO (B
KOMBUHALUA) — OLLEHKA HA BSBAMUMOOEUCTBUATA

3. NP CPABHABAHE HA ABE UJITN NMOBEYE TOKCUYHU
BELLECTBA C PA3JINYMHA KUHETUKA, NMPUITATAHU
EOAHOKPATHO U MHOITOKPATHO

9/28/2008



1. CUIIA HA TOKCUYHOCTTA (MOLUHOCT) (B 3aBMCUMOCT
oT % OTroBop) Mexay ABe UM NoBeYe TOKCUKAHTMH,
npunaraHn CaMoCTOATESNTHO

1.1. Npwn eagHakBa
[A03a BeLecTBOTO
O3Ha4eHo ¢ ¢ e no-
TOKCUYHO B
CpaBHeHUe C
BeLecTBoTO

fare patent  less petint

O3HA4YeHoO C A.

b kgl

1.2. KpnBu po3sa-otroBop 3a Tpu BewecTtBa (A, B n C),
npunaraHn caMoCTOATESNTHO

100%

106 10° 104 103 102
KoHUeHTpauuna (mol / L)

MoTteHTHOCT: A>B>C
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2. CUNA HA TOKCUYHOCTTA NP BSAMMOOEUCTBUA HA

BELUECTBA

2.1. AAUTUBEH E®DEKT

KomMbuHupaHuaT ecekT Ha
ABeTe CbeANHEHNS € CyMapeH
oT edpeKTUTE Ha ABeTe.

1+1=2

2.2. NOTEHUUPAHE (CUHEPTU3BM)

resnonse

KomMOuHupaHuaT ecekT Ha
ABeTe CbeANHEHUS e Nno-
BUCOK OT TAXHaTa cyma.

1+1=10
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2.3. AHTATOHU3BM (AHTUOOTW)

1. DyHKUMOHaneH

(kodpeunH + cheHoGap6uTan) /:EL A+B

afanisf)

respansa
2. XumnueH /

/
e

(ammepkanpon + apceH)

1
/J{arzla[.j::-n st

3. PeuenTtopeH
(aTponuH + POC)

4. AHTaroHn3bM Ha KWHETUYHO HUBO BewecTBo A peayuupa

(TeTpaumknmH + Ca2* iioHm) ecekTa Ha BellecTBO B.

3. OueHKa Ha Bpb3KaTa Mexay ao3a
(kOHUeHTpauua) Ha TapreTHOTO MACTO U
TOKCUYEH eekT,

npv eQHOKPATHO M NMPU MHOrOKpaTHO
TpeTupaHe,

C BellecTBa, NpuTexasalim pa3nmyHa
KuHeTuKa (A, B, C) - AUATPAMA
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ANATPAMA

EpHokpaTHa gosa MHokokpaTHa Ao3a

O6xBaT Ha

KOHLIeHTPaLUUs/TOKCUYHEH KoHuenTpaums
Ha BewecTBoTo

OTrOBop Ha TapreTHoToO
MsICTO, BoAella
A0 TOKCU4YeH
oTroBop
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TapreTHOToO MsICTO

t t

Bpeme Bpeme
A-BeluecTBO C MHOro cnabo enumuHupase (t;,=1 roguHa)
B-BelLecTBO CbC CKOPOCT Ha eNMMUHUPaHe paBHa Ha YecToTaTa Ha Ao3upaHe (1 AeH)

C-CKOpOCTTa Ha eNIMMUHMPaHe e No-6bp3a oT YyecToTaTa Ha fo3upaHe (5 yaca)
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