EBPA3UNCKASI DKOHOMUYECKASI KOMHUCCHSI
KOJUIET'UA

PEIMEHMHUE

«14» auBapsa 2020 r. Ne 1 r. Mockaa

06 yrBepuknenn PyKkoBoAcTBA IO YCTAHOBJIEHHIO JONYCTHMBIX

npeesioB BO3CHCTBHS HA 3A0POBbE B LeJIsIX HACHTHDHKAHI

PHCKOB NPH NPOU3BOACTBE JEKAPCTBEHHBIX CPEACTB HA OOLIMX
NPOH3BOJACTBEHHBIX (TEXHONOTHYECKHUX) JHHHAX

B coorBerctBun co cratksMu 30 m 56 [lorosopa o EBpasmiickom
3KOHOMHYeCKOM cotoze oT 29 mast 2014 roga, mynktom 14 Ilporokona o
NMPUMEHEHHWH CaHUTApHBIX, BETEPHHAPHO-CAaHUTAPHBIX M KapaHTUHHBIX
¢durocanutapHeix Mep (mpunoxxenue Ne 12 x Jlorosopy o Espasmiickom
IKOHOMHYECKOM coto3e oT 29 mas 2014 ropa), cratheit 4, nyHktom 7
cratbu 7, nyHktom 1 cratbu 9 CornamieHusi 0 €JMHbIX MPHHLMIAX H
npaBuiax oOpalleHus JeKapCTBEHHBIX CpeJCTB B pamkax Eppasuiickoro
IKOHOMHYECKOr0o coto3a orT 23 gekabps 2014 roma v HMyHKTOM 5 mepeuHs
aKToB  EBpasuiickoll ~ SKOHOMHYECKOH  KOMMCCHM IO BOIIpocam
perynupoBanus OGIIUX PBIHKOB JIEKAPCTBEHHBIX CPEACTB M MEIMUMHCKHX
U3 Ienuit B paMkax EBpasuiickoro 3KOHOMHYECKOTO coro3a
Ha 2017 — 2019 roae! (mpunoxenue k pacnopspkeHuio Cosera Espasuiickoit
3KOHOMHYecKOH komuccur oT 17 Mas 2017 r. Ne 15) Konnerus Espasuiickoit

3KOHOMHUYECKOH KOMHUCCHH pemunJjaa:


https://www.stroyinf.ru/russian-certificate/certification-pipe.html
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1. YTBepants  npuiaraemoe  PyKOBOACTBO 10  ycranopienuio
JIOMYCTUMbIX MPENEIOB BO3ACHCTBHs Ha 3J0POBbE B LIEISX HAEHTUPHKALMA
pUCKOB MNPH  1IPOM3BOJCTBE JIEKAPCTBEHHbIX CPeACTB Ha  obwmx

MIPON3BOACTBEHHBIX (TEXHOJOTHYECKHX) JIMHHSAX.

no  HMCTEYEHHU

2.Hacrosiiee  Peliedue  BcTymaeT B CHITY

[Ipencenarens Konneruu
EBpa3suiickoii 3xoHoMuu4ecKol KOMHCCHH




YTBEPXKAEHO

Pewenuem Konneruu
EBpazuiickoll 3KOHOMUYECKOH KOMUCCHH
ot 14 sauBaps 2020 . Ne |

PYKOBOACTBO
No yCTAHOB/JAEHHIO AOMYCTUMBIX NPeaesioB Bo3/leiicTBHSA
Ha 3J0pOBbe B UedsIX HIeHTH(HKALNH PHCKOB IPH LIPOH3BOACTBE
JieKapCTBEHHBIX CPeJcTB Ha OGLINX NPOU3BOACTBEHHBIX
(TeXHOJIOrM4ecKuX) JIMHUSAX

1. Obune monoxenust

|. Hacrosimee PykoBoicTBO mnpuMeHseTCs Al aHajiu3a W OUEHKH
PHCKOB MpPH NPOU3BOJACTBE Pa3HBIX, JEKAPCTBEHHBIX CPENCTB, B TOM YHCIE
BBICOKOAKTUBHBIX Ha OOLIUX IPOU3BOJCTBEHHBIX (TEXHONMOTHYECKHX ) JIMHMSX
C LEJbIO YCTAHOBJIEHHUS JOMYCTHMBIX NPEAENIOB BO3AEHCTBHS Ha 310POBBE.

2.Tlpn npou3BOACTBE pa3HBIX JIEKAPCTBEHHBIX CPEACTB Ha 00IIMX
NPOU3BOACTBEHHBIX (TEXHONOTHYECKHX ) JIMHUSX CyIIECTBYeT
NOTEHLHAJIbHAS OMACHOCTh MX MEPEKPECTHOH KOHTAMHHALIMH.

3.B cny4ae eciM OAHO JIGKApCTBEHHOE CpPEACTBO B MpoIllecce
COBMECTHOIO  MPOU3BOJACTBA KOHTAaMHUHHPYET JApYroe JieKapCTBEHHOE
CPelCTBO, €ro HeoOXOAMMO PaccMaTpUBATh C TOUKH 3PEHHs CO3/1aBaeMoro
MM pHCKa JJIs YeJOoBeKa WM OKMBOTHOTO, HE3aBHCHUMO OT €ro
MIOJIOKMTENBHOTO  BO3LEHCTBUS NP  TPUMEHEHUM MO  OpPsAMOMY

NnpeaHa3HaAYCHUIO. HpHCyTCTBMe TaKMX KOHTAMHHAHTOB He0OX0IUMO
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KOHTPOJIHPOBaTh B COOTBETCTBMM C PHCKOM, KOTOPBIH OHM IPEACTaBIIAIOT.
Puck onpenesnsiercs coJiep)kaHieM KOHTaAMHHHPYIOLIEro BELLECTBA, KOTOPOe
MOXKHO MpHM3HaTh Oe3omacHbIM JMs BceX nonynsauuid. B wensax
naeHTU(UKALUN BOZHUKAIOLIMX PUCKOB CAEAYET UCMONb30BaTh JOMYCTHMbIE
npeAensl  BO3NEHCTBHS Ha  3[00pOBbEe, SBISIOIIMECS IPOWU3BOJIHBIMU
6e30MacHOro NMOPOroBOTO 3HAYEHHs A COACPKAHMA KOHTAMHMHHPYIOLIETO
BewecTa. [IpuMeHsieMble INPOM3BOAMTENEM MHCTPYMEHTHI MOAXOAa K
MISHTU(UKALMA PUCKOB IOMKHBI OBITb OCHOBaHB Ha HCIOIb30BAHHU
HAYYHOH OUEHKH (apMakOJOTHYeCKMX M TOKCHKOJIOTHUECKMX NaHHBIX IS
KPUTEPHER OLEHKU: JOMycTUMOHN exenHeBHod skcnosuuuu (PDE), nopore
Tokcukonoruueckoit yrposel (TTC), npuemniemoll exenHeBHON KCNO3UIIMM
(ADE), npenenbHO# 3Kco3uluM Ha pabouem mecte (OEL) uto mosponser
NPOBOAUTL  @HANW3 PHUCKOB H  KOHTPOJib  OKCHO3MLIMH  IPOAYKTOB
MEePEKPECTHON KOHTAMUHALIMH JNIs YeJIoBeKa.

4. lHcTpyMeHTHl  mofxoma K MIOSHTU(UKAMM  PUCKOB  MpH
NPOU3BOJCTBE JIEKAPCTBEHHBIX CPEACTB Ha OOIIMX TNPOU3BOINCTBEHHBIX
(TEXHONOTUYECKHK) THHUAX, TPEACTaBlIeHHOro B HacToseM PykoBoactse,
paszpaboTaHsl B  coorBerctBUM ¢ [lpaBunamu Hazexaruei
MPOU3BONCTBEHHOM mnpaxkTHkK EBpa3suiickoro 3KOHOMHYECKOrO COH3a,
yTBepxacHHbIX Perenuem Copera EBpasuiickoif 5KOHOMHUYECKOH KOMHCCHH
ot 3 Hos6pst 2016 1. Ne 77 (nanee — [IpaBuia Mpon3BOJICTBEHHOMH MPAKTHKH ).

5.1lpu poctaTouHOM OOOCHOBAaHMM Uil YCTAHOBIIEHMs Oe30macHbIX
MOPOroBbIX 3HaueHUH, yKasaHHBIX B IyHKTe 4 Hacrosiiero PykoBozcTga,
JOMYCTUMO OTKJIOHEHHE OT OCHOBHOTO IIOJIX0[a, OIMCaHHOTo B pasaelne [V
HacTosiluero PykoBoacTsa.

6. B npolecce Mpou3BOACTBA JEKAPCTBEHHBIX CPENCTB K CiydaiiHoH
nepeKpecTHOH KOHTAMHHALIMK MPUBOAAT HEKOHTPOJIMPYEMbIil BLIOPOC MbUTH,

rasos, napos, a3p030neﬁ, TCHETUYECKOTO Marepurasja uju OpraHu3MoB!:
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U3 aKTHBHBIX (apMalleBTUYECKHX CYOCTaHIUH, IPYTUX HCXOAHBIX
MarepuanoB, a TaKxke JPYrHX BHIOB [MPOAYKLMH, 0OpabaTeiBaeMbIX
OIIHOBPEMEHHO;

W3 OCTATOYHBIX 3arpsi3HEHUi Ha 00OpYAOBAHUH;

OT O1eX /Il OTIEPATOPOB.

BcrneacTeue  BOSMOXHOTO — pUCKa  NPOW3BOJCTBO  OMPEAENEHHBIX
KJTaCCOB JIEKAPCTBEHHBIX CPEJICTB (BKIIOYAs ONpeleneHHble aHTHOMOTUKH,
onpesesieHHble TOPMOHBI, ONpeAENeHHbIE LUTOTOKCHYECKHE BelllecTBa U
OlIpe/IeJICHHBIE  BBICOKOAKTHBHbBIC JIEKAPCTBEHHBIE CpeacTBa) Tpedyercs
MPOBOIMTH B CIENMANBFHO OTBEJCHHBIX MM BBHIJICICHHBIX IIOMELICHUSX U Ha
crneLuanb,HoM 000pyn0BaHHH.

7. B mponecce NMpOU3BOACTBA JICKAPCTBEHHBIX CPEACTB JUIS CHHIXKCHUS
pHUcKa KOHTaMUHALMA HEOOXOOMMO HCHONB30BATh OYHUCTKY H BaJIMAALIMIO
npouecca OYHUCTKH Ha OCHOBE MPHMEHEHHUS TakuX MOPOrOBbIX 3HAUYEHUM
KOHTAMUHMPYIOLIUX (AKTOPOB B HCCIEAOBAHMAX BaIWAALMH Mpolecca
OYHMCTKHM, KOTOPBIE JOMYCTUMBI JJIs MepeHOca B HOBBIH NMPOH3BOJACTBEHHbIH
npouecc. [ ycTaHOBNEHHSI TaKUX HOPM HCTONB3YIOT NMOJXOABI, KOTOPHIE
HE YYWUTHIBAIOT [JOCTYyMHBblE (PapMakoIorHieckue M TOKCHKOJOTHYECKHE
naHHele. CrnemoBartenbHO, TpeOyeTcs WHIMBHOYaNBHBIH MOAXON K
UICHTHOUKALUKY PUCKOB W MOANCPIKAHUIO Mep [0 CHWKEHUIO PUCKOB s
BCEX KJIaccoB (hapMaleBTHYECKUX CYOCTaHIkH.

8. Lenbto HacTosiero PykososcTsa siBasieTcs rpeacTaBieHUe MoaXo/1a
K aHaJIM3y U OLEHKe (PapMakoJOrMYeCKMX W TOKCHUKOJIOTHYECKHX OaHHBIX
OTAEJTbHBIX AaKTUBHBIX (apMalleBTHYECKHX CyOCTaHLMit U obecredeHue
BO3MOX(HOCTH YCTaHOB/IEHHS MMOPOTOBBIX 3HAYEHUH (HOPM), AJISL TOTO YTOOLI
00€ecIIeYuTh COOTBETCTBHE IPOU3BOJACTBEHHOIO IMpoliecca TpebOoBaHUIM
[IpaBun npon3BoAcTBEHHOH NpakTUKK. IloporoBele 3Ha4YeHUs IOMycKaeTCs

HCMOJIb30BaTh B KAYE€CTBE:
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MHCTpYMeHTa HACHTU(UKAIMY PHCKOB;

000CHOBaHHS  MpPEAENBHBIX  3HAYEHMH IMEPeHOCHMMBIX  OCTaTKOB
JEHCTBYIOLICIO BCLLUECTBA (KoHTaMMHaHTa) B MOC/EeYIOLIMH
NPOU3BOACTBEHHbIN NIpoUece, MPH BaNHIaLUy IPOLECCca OUUCTKM.

B coorBercTByrOWMX cllyyasx [dOMYCKAaeTCs MCMONb30BaTh 001LMe
NPUHLKIBI, U3JI0XKEHHBIE B HacToAIleM PykoBoacTBe, B 1essIX MOMyueHUS
[IOPOrOBOTO  3HAuUeHHs IJsi MASHTHOUKAMH  TakMX  PUCKOB  TIpH

NPOH3BOCTBE aKTUBHBIX (hapMalleBTHUECKHX CyOCTaHLIMiA.

II. O6nacTh npUMeHeHHs

0. O0nacTbi0 IIpUMEHEHMs HacTosmero PykoBoncTBa — sIBJsieTCS
obecneueHne OE30MAaCHOCTH MALMEHTOB M LEJNEBBIX IPOAYKTUBHBIX
JKMUBOTHBIX, TIOJBEPralOlUMXCsi BO3AEHCTBHIO OCTATOYHBIX  KOJHYECTB
NeHCTBYIOIIHX BellecTB (KOHTaMMHAHTOB) MpH TNpHeMe JICKapCTBEHHBIX
npernapaToB, a TaKke MOTpeduTeneil, MOTEHUHATBHO MOABEPraeMBIX
BIIMSIHUIO OCTATOYHBIX KOJIMUECTB JeHCTBYIOMUX BEMIECTB (KOHTAMHUHAHTOB),
NPHUCYTCTBYIOILMX B NPOAYKTaX IHTAHHSA >XMBOTHOTO TPOHUCXOXKACHHUS B
pe3ynbTaTe JieUeHHs LeJIeBBIX NMPOAYKTUBHBIX XXHBOTHBIX BETEPUHAPHBEIMH
JIeKapCTBEHHBIMH  TIpernapaTaMi, B KOTOPBIX CONEPXKATCS OCTaTOYHbIe
KONiuyecTBa  JAeHCTBYIOUIMX  BeulecTB (KOHTaMHHaHTOB). HacTrosiuee
PyKOBOACTBO ycTaHaBJIUBAET MOAXO] K MOJYYEHHIO HAyYHO 0OOCHOBaHHOTO
MOpOroBOr0  3HaueHWst JUId  OTHAENbHBIX  JEHCTBYIOWIMX  BEILECTB,
Nnojjiexallero MNpUMEHEHHIO B LENAX HISHTH(UKALMU pUCKOB. B uensx
HpUMEHeHHs €MUHOTO MoJXoaa Il 1060To MPOU3BOACTBEHHOTO MpoLiecca B
pamkax ¢dapmaueBTHYeCKOH OTpacnH B HacroseM  PykoBoicrse
OMHCHLIBAETCS CHOCOO MpPEACTAaBICHUS JAHHBIX, KOTOpbHIE JIeXaT B OCHOBE

YCTAHOBJICHH MOPOroBOro 3Ha4YCHUA.
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III. Onpenenenus

10. Ins uenedl Hacrtosimero PykoBopcTBa HCMONB3YIOTCS TOHSATHS,
KOTOpbI€ 03HAYAIOT ClieyIollee:

«IeicTByIOIIee  BELIeCTBO»  —  aKTHBHas  (apMaleBTHYecKas
cyOCTaHUHSI, BXOJISILIAs B COCTAB JIEKAPCTBEHHOTO CPECTBA;

«103a, He OKasblBawollas BHJIUMOro HexenarejabHoro 3ddexrar
(No-Observed Adverse Effect Level, NOAEL) — HauGonpiasi KOHLCHTpaL#s
MJIM KOJIMYECTBO AEHCTBYIOLIETO BEILIECTBA, HE OKa3aBIlee B DKCIIEPUMEHTE
HeXenaTeslibHoe BIIMSIHWE Ha Mopdosioruto, (GyHKIHOHHpOBaHHWE, pOCT,
pa3BUTHE HAM MPOJOJKUTENBHOCTh JXM3HM OpraHu3Ma-MHIIEHH, KOTOpOe
MOXHO Obl110 Obl OTIHYMTH OT AHAIOTHMYHBIX MAPaMETPOB y KOHTPOJBHBIX
OpraHu3MOoB-MHILIEHEeH, OTHOCAILMXCS K TOMY e OHOJIOrMYeckoMy BUIAY H
JIMHUM TPU 33JaHHBIX YCJIOBUSX 3KCHO3ULMU (BbIPAXKEHHBIX B BU/E MAacChl
aKTUBHOH (dapmaueBTHUeCKOH CcyOCcTaHUMM B MWUIMCpaMMax Ha |
KHJIOTpaMM Macchl Tejia OpraHu3Ma-MHILICHH ),

«aomycTumasi exeaHeBHas skcno3uums» (Permitted Daily Exposure,
PDE) — MakcuMmanpHas JOIyCTHMMas 40332 KOHKPETHOTO AEHCTBYHOIIETrO
BEILIECTBA, HE BbI3bIBAIOIAS HEraTUBHBIX MOCIEJACTBHH IPH €XeTHEBHOM
NPUMEHEHUHU B TeUeHHE BCEH U3HU YeNIOBEKa;

«HauMeHblUas 71033, OKasblBawolllasi SIBHBIM HexxenarenbHbIH 3¢ddexT»
(Lowest Observed Adverse Effect Level, LOAEL) — HauMeHbInas
KOHLEHTpaLMs WM KOJMYECTBO JEHCTBYIOLIErO BeleCTBa, OKa3aBllee B
IKCTIEPUMEHTE HeXenaTejJbHOe BIMSHUE Ha MopQonoruo,
(YHKIMOHUpPOBAHKE, POCT, PA3BUTHE WM MPOJOSDKUTENIBHOCTE JKH3HH
OpraHM3Ma-MHLLIEHH, KOTOPOE MOXXHO ObUTO Obl OTNHYHTH OT AHAJIOTMYHbIX
napamMeTpoOB y KOHTPOJIBHBIX OpraHU3MOB-MHULIEHEH, OTHOCALIUXCS K TOMY

Xe 6HOHOFI/I‘IGCKOMY BUAY W JIMHHUU NIPH 3aJaHHBIX YCJIOBHUAX 3KCITO3UIINH,
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«rnopor Tokcukonorndeckoii  yrpossl» (Threshold of Toxicological
Concern, TTC) — reHoTOKCHUECKHIT YpPOBEHb SKCITO3ULIUKM IPUMECH, KOTOPBIi
NpUBOOUT K TECOPETUYECKOMY KaHUECPOr¢HHOMY PUCKY, paBHOMY
1 AOMOMHMTENBHOMY Clly4aro oHKojoruyeckoro sabosneBanus Ha 100 000

NalreHTOB MPH MOXXHU3HEHHOM AKCIO3UIIMH.

IV. YcraHoBnenue 1peneioB BO3AeHCTBUS Ha 3J0POBBE YeJIOBEKa
1. Pacuet gomycrumoii exxenHeBHo#t skcnosuunu (PDE)

[1.Tlpouenypa, omucaHHas B HacrosuueM PykoBoacTBe, st
YCTaHOBJIEHHS MpelesioB AOMYCTUMOro BO3ACHCTBUS HA 3[0POBBE YeOBEKa
MO OCTATOYHBIM KOJMYECTBaM JEHCTBYIOLIErO BellecTBa (KOHTAMHHAHTA)
OCHOBBIBAETCS HAa METOJAE pacyera JOMYCTHMOHW €XEeIHEBHOW 3KCIO3UIUK
(PDE). PDE mnpeacraBnsier coboii cnenuduuHylo s BellecTBa J03Y,
KOTOpasi He BbI30BET HexeNnaTeNsHBld a(dext (ecnw WHAWBMA Ha
NPOTSHKEHMH BCel XU3HH TIOABEPracTcsl €XeIHEBHOM DKCIO3UUMH B HO3€,
paBHOM el UK HUXKe).

Pacuet PDE npenycmarpubaer:

BBISIBJICHHE PUCKOB MyTEM aHaNN3a BCeX 3HAUUMBIX JaHHBIX;

orpefefieHne KpHTHIECKUX 3B (PeKToB;

ycranopnedne NOAEL, B oTHOWeHUM sBAeHWIl, NPU3HAHHBIX
KPUTUYECKIMHU 3 deKTaMu;

HCIIOJIb30BAHHE pPsZa MOMNPABOYHBIX KOIDOUIUMEHTOB i yyeTa
BIIMSIHUSL Pa3IU4HBIX BUIOB HEOTIPEAEIEHHOCTH.

PDE paccuurbipaercs mo gopmyie:

NOAEL X nonpaska Ha Maccy

PDE = — X FaxF3xFAXF5

rae:
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NOAEL - pgo3a, He okxa3sbiBalowias BHIMMOIO HEXeENaTeJLHOTO
apdexra;
Fl — ko3puuueHT, yUUTHIBAIOINIUI TMOTMPaBKy Ha SKCTPATOJIALUIO

MEXAY BUIaMU KUBOTHBIX;

F2 - xoadduument, yuUTHIBAIOWIKA  MEXHHAWBHIYAIILHYIO
BapuabesbHOCTb;

F3 — ko3(h{uUUeHT, yUHTBIBAIOLINN HCCIIEOBAHUS TOKCUYHOCTH C
MHOTOKpaTHBIM JO3UPOBAHMEM KOPOTKOH MNPONO/DKMTENBHOCTH (TO €cThb
MeHee 4 HeJleNb);

F4 — ko3¢ dpuurenT, KOTOPLI IpUMEHSIETCS B CIy4YasX ONacHBIX BUIOB
TOKCUYHOCTH JIEHCTBYIOILETO BeLUECTBA (KOHTAMMHAHTa) (Hampumep,
HEereHOTOKCHUYEeCKOH KaHLEPOreHHOCTH, HEHPOTOKCHUUHOCTH WIH
TepaTOreHHOCTH);

F5 — nepemeHHBIH KO3(DQUIMEHT, KOTOPBI NpHMEHSETCS B Ciyyae
€CJIM He yCTaHOBJIEHA 1033, He OKa3bIBatolias 3ddexra.

12. Ins BeTepHHAPHBIX JIEKapCTBEHHBIX CPelCTB Mcmoib3yerca PDE-
MOAXOJ, JUll YCTaHOBJEHHS JOMYCTUMBIX TpeIesioB Bo3JAeiicTBUS Ha
3J0pOBbE JKUBOTHOrO HAa OCHOBE YCTAHOBJICHHS TMpelefbHbIX 3HAYEHHM
KOHTAMHHUPYIOUIUX (AaKTOpPOB Yy pa3HbIX LENEBBIX BUIOB JHBOTHbBIX.
3HaueHUsl [pelesioB BO3JCHCTBHS Ha 3[0POBbE, YCTAaHOBJIEHHBIX IS
AHMBOTHBIX, HE MHCTIONBL3YIOTCA Uil YCTAHOBICHHS TIPEAENOB BO3ACHCTBHS
IKCTO3ULMH OeHCTRYIOIMX BellecTB (KOHTaMHHAaHTOB) Ha 3/0POBbE
yesoBexa.

13. HeoOXxomauMpIM MOAXOA0M K YCTAHOBJICHHIO MIPEAEsioB BO3AEHCTBUS
Ha 30poBbe uesoBeka sBiseTcss pacyeT PDE Ha ocHOBaHuM JaHHBIX 00
IKCMO3ULMMU AeHCTBYIOLIErO BellecTBa (KOHTaMUHAHTa) Y YelloBeka. B aToM
cllydae JOMYCTHMAsl CTelIeHb KOHTAMHHALIMU PACCUMTHIBAETCS HAa OCHOBAaHHMH

PDE as YE€JIOBEKA, JaXKe €CJIM KOHTaMHHUPYEMOE JIEKapCTBEHHOE CPEACTBO
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SB/ISIETCS. BETEPUHAPHBIM JIEKAPCTBEHHBbIM CpelcTBOM. Takoi Moaxoa
aHajoru4yeH noaxoay, npu kotopom PDE wucnonbsyetcs s pacuera
NpeJenbHOro CONepXKaHHs OCTATOUHBIX PACTBOPUTENEH B JEKapCTBEHHOM
CpencTBe, NPUMEHAEMOMY npu MPOU3BOICTBE BETEPUHAPHBIX
JIEKapCTBEHHBIX CPEACTB.

14.Tlpu  ompeneneHHMM MpPENENbHBIX 3HA4YeHHWH  JelicTBYIOLLIEro
BellecTBa (KOHTaMMHAHTAa) HEOOXOOUMO YYMTHIBATL BBOJMMYIO 03y
JleKapCTBEHHOro IIpenapara, koTopas OydeT 3aBHUCEeTh OT MacChl Tena
MCTIONB3yeMOro BUAA XUBoTHOro. J{ns atoro npu pacuere PDE Heo6xoaumo
UCIOMb30BaTh 3HAYEHHE JO03bl BBEIPAXEHHOE B BHIE MI/KI Macchl Teja
’KMBOTHOTO (TO €CTb HCIOJIb30BaTh KOI(PQUIMEHT MONMpPaBKH Ha Maccy,
paBHbIi 1), HE B BUE 3HaYCHHUs O3B JJIs1 BCETO )KMBOTHOTO B LiesioM. Eciu B
UH(pOpPMaALlMM O JIEKapCTBEHHOM CpelCTBE, KOTOpPOE BbIyCKaeTcsi Ha
NPOU3BOACTBEHHOH (TEXHONOTMYECKOi) JIMHMM TIOCNe  JIeKapCTBEHHOrO
CpeACTBa /11 KOTOPOrO PacCUMTBLIBACTCS Mpejiesl BO3ACHCTBUS Ha 340POBhe
ye/loBeKa, yKa3blBaeTCs CyTOUYHasl J103a JUll MalMeHTa, a He J03a B MI/KT
Macchl Tejla, TO JUIS pacyeTa JO3bl JIEKAPCTBEHHBIX CPEACTB  JUIs
MEAULMHCKOTO MPHUMEHEHHsl MEepeBejIeHHOH B MI/KT Macchl Teja Cleayer
MCIOJIb30BaTh 3HaYeHHe macchl Tena B 50 Kr NMpHHATOE 32 CTaHAAPTHYIO
Maccy Tena 4enoBeka. J[Nsl JeKapCTBEHHBIX CPENCTB IJISi BETEPUHAPHOrO
NpUMEHEHHs] J03bl YKa3plBAlOTCsl B MI/KI Maccel Tena. Ecimum  arto
HEBO3MOXHO, C/IE[yeT UCXOAUTh W3 MAcChl Teia, PaBHOH | Kr, NOCKONbLKY
OHa OyZieT oTpaXkaTh HHXKHIOIO MPaHHILL MAcChl TeJia XHBOTHOTO.

15.Ecnmu  JlekapcTBEHHOE  CPEelCTBO  MOXET  MOJBEPrHyThCs
KOHTAMHUHALMK OCTaTOYHBIM KOJIMYECTBOM JAEHCTBYIOLIEro BelIeCTBa U
ABMsIETCS  BETEPUHAPHBIM  JIEKAPCTBEHHBIM  CPEICTBOM,  BBOJHMMBIM
MPOAYKTUBHBIM JKHMBOTHBIM, TO MHCIIOJNIb3YEMOE MpeJielibHOE 3HAauYeHue

nepeHoca Jlef/iCTByI'OIIlCFO BEICCTBA (KOHTaMI/IHaHTa) JAOJDKHO YYHWUTBIBATH
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KaK 6e30MacHOCTb PENeBaHTHOrO BHJA JKMBOTHOTO, TaK M 0€30MacHOCTb
notpebuteneil. B cBs3u ¢ 3TUM HEOOXOAMMO HOATBEPAUTb € MOMOIIbBIO
MOJEIMPOBAHMS  CLEHAapHUsi HauxXyAlleH O3KCHO3WLUH  AEHCTBYIOLIEro
BellecTBa (KOHTAMMHAHTA), YTO HH PEJECBAHTHBIM BHJA KHBOTHOTO, HU
NnoTpeOUTENb HE MOABEPrHYTCS 3KCMNO3MUHUH OCTATOYHBIM KOJMUECTBOM
JeHcTByloLIero BelecTsa, npesbimaomum PDE.

16. lonyckaercs MCMOJB30BaTh MOAXO/BI, aJlbTepHATUBHBIE
onpeznenehuilo  NOAEL npu ycTaHOBIEHHH SIBHOTO HEXeEJATEJLHOIO
a¢dexra, TakHe Kak opueHTHpoBoYHas no3a (Benchmark dose).

17. lonyckaeTrcss HCMOJMb30BaTh HHbIE NOAXOJAbI NPU OOOCHOBAHHH
YCTaHOBJIEHHs] JONMYCTHMBIX TMpeAesioB BO3JEUCTBHS HA 3JOPOBbE MpPH

NpeACTaBICHHUHN UX HAYYHOI'O 000CHOBaHMS.

TpeboBaHus, npeabsBIsieMble K TOKCHKOJIOTHYECKUM
1 (papMaKoIOrMueckuM JJAHHBIM HEOOXOANMbIM
JUTS BBISIBJIGHMS OTIACHOCTEN

18.Buisimenne  omacHocTe#ft —  3TO  KayecTBeHHas  OmeHKa
UHAMBUAYAJIBHBIX CBOMCTB JieicTByIOlIero BemecTBa (KOHTaMHHAHTA),
CNoCOOHBIX BBHI3BIBATh HexenarenbHble 3¢dekTsl. C Uenbio BHIABICHUS
omacHocTell HeoOXOAMMO MNPOBECTH aHaJMU3 BCEX MOCTYNHBIX AAHHBIX O
KaXI0M JefCTBYIOLICM BelilecTBe (KOHTAMUHAHTE) Y KHBOTHBIX M YeJlOBeKa.
K naHHbIM, HCOOXOAMMBbIM JUIS BRISIBJICHHS ONACHOCTEH OTHOCSTCS:

JOKJIMHUYeckue papMaKkoJInHAMHUYECKUE JJaHHbIE;

¥icclieIOBaHUsl TOKCHYHOCTH ¢ MHOTOKPATHBIM JO3HPOBAHUEM;

HCCIIeIOBaHNUsl KAaHLIePOreHHOCTH;

HCCIIeIOBAHUS T€HOTOKCUYHOCTH in Vitro v in vivo,

MCCJICI0BAHUS PENPOLYKTUBHON 1 OHTOr€HETHYECKONH TOKCHYHOCTH;

KITMHUYECKHe TaHHbIe (TepaneBTHUECKUE U HexenaTenbHble 3P dexTh).
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JlocTynHOCTb  JaHHBIX O  JAeiCTByIOIleM  BelllecTBe  Oymer
BapbUPOBATbCA B 3aBUCUMOCTH OT CTaJMH pa3pabOTKU JICKAPCTBEHHOI'O
npenapaTta W MOKa3zaHHs K ero npuMeHeHuto. Eciu naHHbIE HEMOJIHbIE, TO
BbISIBJIEHHbIE NPOo0Genbl MOTpeOyrT KPUTUUECKOH OLEHKM C TOYKH 3peHHs
BIUSIHHSL OTCYTCTBHMS TakMX JI@HHBIX Ha YCTAHOBJICHHE JIOTYCTHMbIX

MnpeacjioB BO3JEHCTBUSA HA 300POBLE YECJIOBCKA.

HUnentudukanus KpuTHIeCKUX dPheKToB

19. K kputHyeckuM spdexram oTHOCATCS HauboJsee YyBCTBUTEIbHbBIE K
M3MEHEHWI0  JI03bl  JeifcTByrollero  BewiecTBa  (KOHTAMHHEHTA)
HeXenaTesIbHble 3¢ deKTH, BLISIBICHHbIE B JOKIMHUYECKHX
TOKCHKOJIOPMYECKMX HCCNIEJOBaHUAX, INPU OTCYTCTBUM JOKa3aTesbCTB
(HampuMep, MO pe3yJbTaTaM MpPOBEJEHUS HCCIENOBAaHUM in vitro, npu
HalmMuuK (apMakoJMHAMHYECKHX IJaHHBIX M T.[.), YTO TaKHe CBeJeHUs
HE3HAUMMBI JUIS desioBeKa WIIM LeNeBHX JXMBOTHBIX. K KpuTHueckuMm
s¢pexram Takxe oTHOCATCA NMtOObIe HhapMaKOIOTHUECKUE U HEXeNaTe/bHbIe

apdekTsr.

VYcranosnenue 3uaueHuss NOAEL

20./Ins Bcex BHISBJIEHHBIX KpHUTHYECKHX 3(P(dEKTOB HeoOX0oauMo
ycranoBuTh NOAEL.

21.Ecnu  kputuuecku#t dhdexT oTMedaercs B HECKOJbKUX
UCCIIC/IOBAHMSX Ha J>KWUBOTHBIX, AN pacuera 3HayeHuss PDE ciepyer
ncronszoBate  NOAEL, peructpupyemyio IHpu  HauMeHbLIEH  103e
JIeHCTBYO1IEr0 BelllecTBa (KOHTAMHHAHTA).

22.Eciu = NOAEL  HeusBecTHa,  [JOMycKaeTcss  MCIMOJIb30BaTh
HaWMEHBIIYIO JI03Y, OKa3blBAIOILYI0 SBHBIH HEexeNaTeNnbHBIH 3¢ hexT

(LOAEL).
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23.NOAEL, ocHoBaHHas Ha KIMHHYECKUX (PAPMAKONMHAMHYECKHX
apexTax, JOMKHA COOTBETCTBOBATH BBICHIEH  HCHLITAHHON  J03€,

NPU3HAHHON TepaneBTHYECKH Heah(PeKTHBHOM.

Hcnonb3oBanue nomnpaBouHbIX KOIPHULIHEHTOB

24.PDE paccunthiBaeTcss nyTeM geneHus 3HaueHus NOAEL
YCTaHOBJIEHHOTO MJIsI KPUTHYECKOTo 3(dekTa Ha pasHble [MOMPABOMHbBIE
K03 bULMEHTH (ko3 PUIHEHTHI 6e3onacHoCTH, K03 bHULHEHTHI
HEOINPEJIEICHHOCTH, KO3()OHULMEHTE OLEHKH) Uil  yuera  BJIHSAHHS
pasIMUHbIX BHIOB HEONPENENEHHOCTH M JUisi o0ecleveH s IKCTParnonsuu
sHaueHust NOAEL Ha gocToBepHyl0O M HAJEeXHYIO 03y AEHCTBYIOHIETO
BelllecTBa (KOHTAaMHHAHTAa), HE BBI3BIBAIOLIYIO SIBHOIO HEXeENATENbLHOrO
a¢dekra y uenopeka UM peneBaHTHOrO BUAA XXMBOTHOTO.

25.TonpaBounsie koappuuuentol F1 — F5 yuntbiBaroT crneayromiue
MCTOYHUKH HEOMNpeeJIeHHOCTH:

Fl — koo purrenT (3HaueHUss KOTOpOro HaxoJNsaTcsi B AManazoHe 2 —
12) nonpaBKH Ha KCTPAMOALHI0 MEXKAY BUAAMU KUBOTHBIX;

F2 - K03 duLneHT (paBHbiii 10), YUUTHIBAIOLHU
MeXHHIUBUAYaTbHYIO BapHabenbHOCTD;

F3 - «koadduumuent(paBupiii 10), yUHTHIBAIOIIHA HCCIIEAOBAHUSA
TOKCUYHOCTH c MHOTOKPaTHbIM JO3UPOBAaHUEM KOPOTKOii
NPOJOIDKUTENBLHOCTH (TO €CTh MeHee 4 Heenb);

F4 — xoadpdumment (1 — 10), KoTopelii mpHMeHSIETCss B Clydasx
Pa3BUTHUS TSKENBIX TOKCHYECKHX peakiuil (HampuMep, HereHOTOKCHYECKOit
KaHL[EPOreHHOCTH, HeHPOTOKCHYHOCTH HJIH TePaTOreHHOCTH);

F5 — mepemenHblii KO3(p(QUIMEHT, KOTOPbIA NPHMEHSETCS B Clydyae
eclli He yCTaHOBJIeHa 033, HE oOKasbiBaiomas 3ddexra. Ecnu ussecTHa

TONbKO HaMMeHbLIas 1033, OKa3bIBAIOLLas SBHBIH HEXeNaTelbHBIH 3¢ ¢eKT, B
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3aBUCUMOCTH OT TSDKECTH TOKCHYECKOTO JefcTBHS JeficTBYIOLIErO BellecTBa
(KoHTaMHHaHTa) UCIOJIL3YIOT KO3 (HUIMEHT BrToTh 10 10.

26. Mcnonb3oBaHue AONOMHUTENLHBIX MOMPABOUYHBIX KO3I()(DULHUEHTOB
ydera OCTaTOYHOH HeOoNpeneleHHOCTH, He OXBayeHHOH KoadduumeHTaMu
NIepeunCNEeHHBIMI B ITyHKTE 25 HacTosmero PykoBo/cTBa, JOMYCTUMO, eCli
OHM 0OOCHOBAHBI HAYUHBIMU AaHHBIMU M NIPEACTABJICH JOCTATOUHBIA aHAJIN3,
000OCHOBBIBAIOLIMH UX NMpUMEHeHHe (HampuMep, NPH OTCYTCTBUH JaHHBIX O
pENpOAYKTHBHOH M OHTOr€HETHYECKOH TOKCHUHOCTH JEHCTBYIOLLETO
BelecTBa (KOHTaMMHaHTa) (mozpazdgen 4 pasfnena Vo HACTOSMIEro
PyxoBojcTBa)).

27.Vcrionb3oBaHue TOMPABOYHBIX  KOXPOUUMEHTOB JIOKHO ObITH
obocHoBaHo. JlomycKaeTcs PYKOBOACTBOBATHCS YKa3aHUsIMM IO BBEIGOpPY
nonpasoyHbix kodppuuuentos F1 u F4, npuBemeHHbIMH B HAyYHBIX
PYKOBOACTBAaX MO TOKCHKOJIOTMH, IPH 3TOM B OOOCHOBaHUHM CTpareruu
YCTAHOBJIEHUA  JOMyCTHMOHM  exenHeBHoW  askcnosuuuu (PDE) (B
COOTBETCTBHM C IIPHIOKEHHEM K HacrosiieMy PyKoOBOACTBY) cremyer
NpUBOAUTE OUOMHOrpadUecKyo CChUIKY Ha TAKHE PYKOBOJCTBEA.

28.1Ipu pacuere PDE ocHOBaHHOM Ha TOKCHKOJIOMMYECKHX JaHHBIX
MONydeHHBIX Yy 4esJoBeKa JOMYCTUMO OTKa3aThCsi OT HCHOJBb30BaHHs
ko3 puumenTa F2 u (ipu Hanuunu HayusHoro o6ocHoBaHust) K03 huLreHTa
F5. Ilpn mocratoyHoM HayyHOM OOOCHOBaHHMH MOTYT HCIOJIb30BATHCS MHbIE
MonpaBoYHble  KOIPOHULUUEHTH, 3HAUEHHUS KOTOPBIX OTIMYAIOTCS  OT
3HaYEHWH,  YCTAHOBJIEHHBIX MO  YMOJYAaHHIO  JUIS  IIONPABOYHBIX

K03 GULHEHTOB, MPUBEIEHHBIX B MYHKTe 25 HacTosiero PykososacTaa.

Br16op okonuarenbHoro 3nadeHus PDE

29.Ecnu  oOHapyKeHO  HECKONBKO  KpuTHueckux  3((eKToB,

NPUBOIALIMX K pacueTy Heckonbkux 3Hayesudi PDE, HeoGxoxumo
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NpejCTaBUTb COOTBETCTBYIOUlee OOOCHOBaHHE W BhIOpaTh Hauboslee
noaxoasuytro PDE nns ucnonb3oBaHusa ee npu BalMJallMM  Tpoluecca
ouucTkd. Ilo yMoN4YaHUIO HCHOJb3yeTcs MMHHUMAJIbHOE W3 MOJYUEHHbIX

snauenuii PDE.

2. Ucnonb3oBaHue KITMHUYECKUX JAHHBIX

30.enplo yCTAaHOBJNEHUs JOMYCTHMbBIX [MpenejoB BO3MSHCTBHS Ha
3I0pOBbe sIBJsIETCS obecreueHne OE30MacHOCTH YesoBeKa, Mo3ToMy ocoboe
3HaueHWe MMeeT  HajJexallleeé KadyecTBO  KJIMHHYECKHX  JaHHbIX.
HexenatenpHble  ¢apmakopuHamuueckue  3(peKTH y  NaUCHTOB,
BbI3BaHHblE  KOHTaMHHaledl  ACHCTBYIOLIMMH  BeLIECTBAMH,  MOTYT
NPeACTaBIATh ONACHOCTh, IOSTOMY TIIPH ONpENeNIeHMM KPUTHUYECKOro
s¢dexkta HeOOXOAUMO YUYMTBIBATH KIMHU4YECKHE (HapMaKOSIOTHUECKHE
naHHble. Heo6XomuMo yuuTHIBaTh, KakiMM o06paszoM paccMarpHBaeMoe
JeiicTBylolllee  BelecTBO OBUIO CBA3aHO € Pa3BUTHEM KPHUTHYECKOTO
HexenaTenbHoro 3(hexra B KIMHUYECKUX YCITOBHSAX.

31.Ecnu kputuueckuil addexr, onpeneseHHbIH JUIS YCTaHOBJEHHS
IpeiesiOB BO3/JIEHCTBUS Ha 3A0POBbE, OCHOBBIBAECTCS HAa (papMaKoNOTHUECKUX
U (unu) ToKcuKonoruueckux 3(¢eKTax, BbIABICHHBIX Y Ye/lOBEeKa, a He Y
XKHUBOTHBIX, HUCMONB30BaHHE Qopmynbl il pacdyera PDE MoxeT ObITH
HEKOPPEKTHBIM, MOITOMY AJIS AOCTHXKEHUS 3TOM IeNd JOMyCTHMa OlleHKa
KIHHUYECKUX JaHHBIX COeuu(pUIHBIX JUsl  OeHCTBYIOLIErO  BeliecTBa

(KOHTaMHHaHTa).

DKcTpanosALys paccyuTaHHoro 3Hayenus PDE
IU1sl OMHOTO MyTH BBEACHUS Ha IpYTHe MyTH BBEACHHS

32.Hecmotps Ha TO, uTo 3HaueHue PDE, paccuurbiBaeMoe mjisi

JIefiCTBYIOLIETro BellecTBa (KOHTAMUHAHTA) OCHOBLIBAETCS HA HCCIIEAOBAHMSX
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C LENEeBBIM KIMHHYECKUM IyT€M BBEICHHUS, MyTh BBEACHHs NEHCTBYIOLIETO
BCIIECTBA MM  JIEKAPCTBEHHOrO CPEACTBA, KOTOPOE  MPOU3BOAUTCS
MPOM3BOJACTBEHHON (TEXHONOTMUYECcKOH) JHHUM mocie JIeHCTBYIOEro
BellleCTBAa MJM JIEKAPCTBEHHOrO CpeJCTBa Jis kotoporo paccuurtano PDE,
MOXeT OblTb UHbIM. V3MeHeHHe @yTH BBEJEHUS MOXET HW3MEHUTD
6HOLOCTYITHOCTb JNEHCTBYIOLIErO BellecTBa (KOHTAMUHAHTA), TIOATOMY eCiIu
eCTb SIBHBIE pa3inuuus (Hampumep, paznuuus >40 %) B OGMOZOCTYNHOCTH,
NpUCyIed H3Y4YEHHOMY B TOKCHKOJIOTHYECKMX MWCCIIEIOBAHUAX MYTH
BBEJICHHUS, [UIsl 3KCTPAINONALUHY TOKCHKOJIIOIMYECKHXK JaHHBIX C OJHOTO MyTH
BBEJICHHS Ha JApyroil  HeoOXOAWMO  MCIOJNB30BATh  [ONPABOYHBIE
ko3 duineHTsl. I[TockonbKy OHOZOCTYIHOCTH AEHCTBYIOIIETO BEUIECTBA
(KOHTaMMHaHTa) y pa3HBIX BHUIOB JKHBOTHBIX MOXET OTJHYATHCH,
MONpaBoYHble KO3D(PUIMEHTH Il OKCTPANOMSILHA TOKCHKONOIHYECKUX
JM@HHBIX C OJIHOrO MYTH Ha JPYroid NOKHBI OCHOBBIBATHCS HA JIAHHEBIX,
NOJYYEHHBIX Y UeJoBeKa UM Ha JaHHBIX MTOJyYE€HHBIX Y peJIeBAaHTHOTIO BHIA
’KMBOTHOT'O — B OTHOUIEHHUH BETE€PHUHAPHBIX JIEKAPCTBEHHBIX CPEICTB.
33.Ecnu  naHHble O OHOAOCTYNHOCTH MAEHCTBYIOLUEro BEIIECTBA
(xOHTaMHHaHTa) JUIsl PYTUX ITyTeil BBEJCHUS Y UYEIOBEKa HIIH PENeBAHTHOTO
BUJAA XKMBOTHOTO OTCYTCTBYIOT M OXMIAeTcs, YTO CMEHa NYTH BBeJEHUs
(Hampumep, ¢ NEpPOPaJbHOTO HA MHIAISLHOHHBIA) MOMXET MNpPUBECTH K
NOBBLILUEHHOW  CHACTEMHOHM  OJKCIIO3UUMM  JACHCTBYIOLLEro  BELECTBA
(KOHTaMHHAaHTa), JloTIycKaeTcst IPOBECTH IKCTPaNOIALHUIO
TOKCHKOIOTMHYECKUX AaHHBIX ¢ HCIOJh30BaHHEM KOHCEPBATHUBHOIO MOAXOJa
(ucxons w3 100%  OGuomOCTYMHOCTM  JEHCTBYIOILErO  BELIECTBA
(xonTamuHaHTa)). Hanpumep, B ciryyae 3KCTpanoasiMi TOKCUKOJIOTHUECKUX
JaHHBIX C MEpopalibHOrO MYTH Ha MHTASIIMOHHBIR (IUIs  KOTOpOro
pecnupabenbHas abcopbums coctasnser 100%), PDE, mnomydeHHyro Ha

OCHOBAHUHM MEPOPAJIbHBIX JAHHBIX, MOXXHO CKOPPEKTUPOBATh, YMHOKas €€ Ha
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NONpaBoyHbll KOIPOULHEHT, KOTOPBIH pacCUMTLIBAETCS TO ClEAYIOIIeH
(dopmyne:
nepopasbHas abcopbius, %

100 % '

[lonpaBo4HbIi KO3 PULIMEHT =

Ecnu  panHeie 0 OHOAOCTYIHOCTH  JEHCTBYIOIIETO  BelLECTBa
(KOHTAMMHAHTA) Y YelOBeKa WM PeneBaTHOTO BUAA XUBOTHOTO JUIS JPYTHX
nyTelt  OTCYTCTBYIOT M  OXHUMAAETCA, YTO CHUCTEMHAs  IKCIIO3ULHS
KOHTaMHHAaHTa OyJeT HHXE TMpH MYTH, C HOMOIIbIO KOTOPOro BBOAMTCS
KOHTaMMHUPOBAHHOE JEHCTBYIOLLEE BEILECTBO (JICKAPCTBEHHOE CPEJICTRO),
npu pacuete PDE HeT HeoOXOAMMOCTH HCMOSMbL30BaTh MONPABOYHBIH
K03 PULMEHT. DKCTPANONALUMIO JAHHBIX, MOJYYEHHBIX MU OAHOrO IMYyTH
BBEIEHUS Ha JpYyroil cjeqyer OCYLIECTBATh B OTAENbHO IS KaXIOro

cltyyasl.

V. OcoObie criyyan

1. JlelicTBytolliie BelllecTBa, OONajaroIme
FEHOTOKCUUECKHUM MOTEHLHAIOM

34.Dxcrno3duusi  reHOTOKCHYHEIX — NeHCTBYIOLIMX — BEIIECTB, HE
MMEIOLIMX Pa3IM4uMOro I0opora TOKCHKOJIOMMYECKOM Yrpo3bl, HECET PHUCK
BO3JCHCTBUSI Ha 3J0pOBbE uejoBeka. Bmecrte ¢ TeM mpeaBapUTebHO
3allaHHBIl  ypoBeHb  JONMYCTHMOTO  pHCKa  Alst  OecrmoporoBbix
I'€HOTOKCHKAHTOB B (hopMe mnopora Tokcukojorudeckoit yrpossi (TTC),
cocransier 1,5 Mxr/unguBui/cyt. llpuHMMass BO BHMUMaHWe, UTO
NPOJOKUTENBHOCTb  IKCHO3UIMK  OCTATOYHBIX JAEHCTBYIOIMX BEIECTB
Oymer cymiecTBeHHO Oosee orpaHu4YeHHOHW (HalpuMep, TNOCKOJNBKY Ha
NPaKTHKE CTENEeHb NMEepeHOCa OCTAaTOYHBIX NEHCTBYIOIIMX BellecTB Oyner
CHMXATbCSl OT CEpUU K CEpUH), Npe/eNibHbIE 3HAYEHHS, OCHOBaHHBIC HA

MaKCHMAalNbHON 3KCIIO3ULHH, PaBHOMH 1,5 MKI/HHAUBUI/CYT, B 9TOM Cliydae He
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OyAyT NpeBbIIAThL TEOPETUYECKUH KaHIEPOTeHHBIH pHcK, paBHbli 1x107,
CnenoBatenbHO, B OTHOIUEHMH OECMOPOrOBBIX OCTATOYHEBIX JEHCTBYHOIMX
BELIECTB  [OMNYCKAeTCs TNPUMEHATh [pefenbHYlo J03y, paBHyw 1,5
MKI/UHAUBHI/CYT.

35.Ecau JIEKapCTBEHHOE CpeICTRO, [NOTEHI[MAILHO
KOHTAMHUHMPOBAaHHOE OCTATOYHBIM JAEHCTBYIOIIUM BEIIECTBOM, SIBJAETCS
BETEPHHAPHBIM JIEKAPCTBEHHBIM CPEJICTBOM, CIIEAYET HCIOJB30BaTh TOT JKE
TTC, HO BBIpakaTh €r0 «Ha KI' Macchl Tena» (To ecth, TTC cocraBiser
0,03 MKr/kr Maccbl Tena/geHs). EciM  KoHTaMHHMpoBaHHast MPOAYKLMS
npefHa3HavyeHa [Jis BBeACHHUS TIPOJyKTHBHEIM XKHBOTHbBIM, IPH OTIpeaeNcHUN
npeaena nepeHoca HEOOXOAMMO YUHTbIBaTh TPeOOBaHMS MO OGECIEUEHUIO
0e30MacHOCTH  KMBOTHBIX, TaK M TpeOOBaHUS MO  obecrneueHuo
GesoracHocTH Anst notpebuTeneil MPOAYKTOB, TMONYyYyaeMBIX OT OTHX
#uBOTHEIX. CrefyeT NOATBEPONTh, HCXOAS M3 HAUXYAIIHUX CLEHapUeB
9KCMO3WLIMK, YTO HM pENEBAHTHBIM BHA HMBOTHOTO, HH HOTpeOUTE M
MPOAYKTOB, IOJYYaeMBIX OT TaKMX J>KHBOTHBIX He OyayT mojBeprarbcs
9KCINO3ULIUH OCTaTOUHBIX YpOBHE#  JNeHCTBYIOLIETO BELLECTBA,
npesbimatomux TTC.

36.B OTHOIIECHHH T'€HOTOKCHYHbIX JeHCTBYIOIMX BEUIECTB B CJydae
JIOCTAaTOYHOTO KOJIW4YeCTBA JAHHBIX 00 WX KaHUEePOIeHHOCTU Cclieayer
NPUMEHSTb OLEHKH PUCKA 11 KOHKPETHBIX coenquHennit Bmecto TTC.

37.B OTHOLIEHMM TE€HOTOKCHYHBLIX JEHCTBYIOIIUX BELIECTB C
JIOCTaTOYHBIMM JIOKa3aTeNbCTBAMU IIOPOTOBOTO MeXaHnm3ma Oe30MmacHble
3HAUeHHs OKCIIOZULUM MOTYT OBITH YCTAHOBJIEHBl C MCIOJIb30BaHHEM
noxxolda OCHOBaHHOro Ha pacuete PDE 6e3 3amerHoro pucka

F€HOTOKCHYHOCTH.
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2. JleficTBy1011lM€E BelleCTBA
C BBICOKHM CEHCHOMTH3HPYIOMMM MOTEHLUHAIOM

38.V miofeil ¢ MNOBBILIGHHONH BOCIPHUMYMBOCTBIO AEHCTBYIOLIEMY
BELUECTBY (KOHTAMHMHAHTY) MOTYT pPa3BHTbCA HMMYHOOIMOCPEIOBAHHbIE
peaKkiuy TUIePYyBCTBUTEILHOCTH Ha JIeKapCTBEHHEIE NPeNnapaThl BILIOTH 4O
IOTCHLMATIBLHO JIETa/IbHBIX aHA(QMIIAKTHUECKHX peaKInii.

39.B  coorBeTcTBMM ¢ nyHktoM 3.6 rmaBel 3 [lpaBun
MPOM3BOACTBEHHON MPaKTHKM HEOOXOAMMO TPEeAyCMaTpPUBaTh BbIAEIEHHbBIE
[oMellieHust W obopynoBaHHMe A8 IPOM3BOJACTBA  AKTHUBHBIX
(papMaLeBTHYECKHX CYOCTaHLIMH M JIEKAPCTBEHHBIX CPEICTB, OOJamarolnx
BBICOKMM CEHCHOWTH3UPYIOLIUM [OTEHLUATOM, Hay4Hble JaHHbIE O KOTOPBIX
CBUACTENbCTBYIOT 00 OTCYTCTBHM TNpPHEMJIEMOH  MPOLODKUTEILHOCTH
3KCMO3MLMK WM PUCKA, BO3HHMKAIOIIEIO IpU paboTe C JIeKapCTBEHHbIM
CpeICTBOM Ha TpOM3BOACTBEHHOH Iuiomaake. JlaHHoe TpeboBanue
NPUMEHUMO B TOM Ciydyae, €CIH YKa3aHHBIH pHCK HEBO3MOXXHO B
JIOCTaTOYHOM CTeneHn KOHTPONUPOBAThH C NOMOIIBIO OPraHU3aMOHHBIX HIIH
TexHudeckux Mep. IIpu knaccubukanuu IeHCTBYIOIIEr0 BEIeCTBA WIH
JIEKapCTBEHHOrO CpeJCTBa, 00NaJaloIlero BBICOKHM CEHCHOMIM3UPYOMUM
MOTEHLMAIOM, HEODXOAUMO YYUTHIBATh, MPUBOAUT /M €ro IPHUMEHEHHE K
BHICOKOH dacToTe ceHCHMOMNH3AUMH Yy UeJoBeKa WIIH BEpOSATHOCTB
BO3HMKHOBEHHMS BBICOKOH YacTOThl CEHCHOHMJM3AlMM y 4YeJIOBEKa OCHOBaHA
Ha JaHHBIX, MTOJYYEHHbIX C UCHOJIB30BAaHNEM XXHBOTHBIX, TMOO B pe3ynbTaTe
JAPYrUX BaJMAMPOBAHHbIX HCIBITAHMH, @ TAKXKE YUHTHIBATD TSDKECTh peakLui
THMEepUYyBCTBUTEIBHOCTH, BKJIIOYas MX B OLEHKY BECOMOCTH JIOKa3aTeNlbCTB
OTHeceHUs! AeiiCTBYIOLIEro BELIECTBA WM JIEKAPCTBEHHOTO CpeicTBa K IToi

rpynre.
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3. TepaneBTuqecxne MaKpOMOJIEKYJIbI H IICNITHALI

40. TepaneBTHuecKre MAKPOMOJIEKY/bl W TENTHJBl  NOJBEPKEHb
Jerpagaliy M JeHaTypaluy MoJ BO3AEHCTBHEM JKCTpeMaslbHbIX 3HAUCHHIT
pH wu () HarpeBanus W CcrnocOOHBI TepsTh (HapMaKoIOTHUECKYIO
akTuBHOCTb.  OuucTka  GuoOdapMaleBTHUECKOTO  MPOU3BOJCTBEHHOTO
000pyH0OBaHHsT BBIMONHSIETCS B YCIOBHSX, HPH KOTOPHIX TOBEPXHOCTH
060pyn0BaHUs MOABEPXKEHBI BO3AEHCTBUIO IKCTpPEMalibHbIX 3HaueHui pH u
(1K) BLICOKHX TeMIeparyp, YTO MPUBOAUT K JAerpajauvdd W UHAKTHBAIlMH
OenKoBBIX IIpenapaToB. B cBs3M € 3TUM MOXET HE MNOTPebOBATHLCs
YCTaHOBJIEHUE MPe/esioB BO3AEHCTBUS Ha 310pOBbE ¢ Hcronb3oBaHueM PDE
IJIsl COXPAHAIOIIETO aKTHBHOCTS JIEHCTBYIOLIEr0 BELIECTBA.

41.1Ipy HamMuuM JPYrUX TOTEHUHANBHBIX IIyTeH TMCpeKpecTHOM
KOHTaMMHaLMK BO3HUKAIOUIHE PUCKH CIIEAYET aHaIM3UpPOBATh OTAENbHO MJis

KaXKJ0To city4das.

4. HepocTaro4HOCTh JAHHBIX O PENPOLYKTHBHON
M OHTOTEHETHYECKOH TOKCHYHOCTH

42.B uensx obecneyeHus 3alMTH BCEeX MOMYJISUUH, MOABSPraroIUXCs
SKCMO3MIMH  JAeifCTBYIOLlEro BellecTBa (KOHTAMHHAHTa), MPUCYTCTBUE
OCTAaTOYHOIO JEeHCTBYIOLIEro BellecTBa (KOHTaMHHAHTa) HEOOXOJUMO
COKpaTUTL [0 3HAaYEHHsl, KOTOpoe He OYAET Npe/ICTABNATh PUCK BJIMSHHA Ha
penpoAyKTHBHEIE U OHTOTEHETHYECKHe napameTpel. BMecTe ¢ TeM Ha paHHeit
(aze pazpaboTku AOKIMHHUYECKHE JaHHBIE JUIS OIIEHKH MOTEHIIHAIA HOBOIO
JIeHCTBYIOIIIEro BelecTBa BhI3BIBATh PEMPOLYKTHBHYIO H OHTOTEHETHYECKYIO
TOKCHYHOCTh MOTYT OBITBb ellle He IToJyueHbl. Takxe MOryT oTCyTCTBOBaThH
HayuHbIe CBEECHHMS O PENpOLYKTHBHOH M OHTOTEHETHYECKOH TOKCHYHOCTH
3apETHCTPUPOBAHHBIX  JIEKAPCTBEHHBIX  IIPeNapaToB  (Hampumep, o

MOTEHLHAILHON CIOoCOGHOCTH NPUMEHACMBIX MYXXYHHAMH JICKapCTBECHHBIX
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NpernapaTtoB BbI3bIBaTh HeXesaTeNbHOEe BIUSAHHE Ha 3MOpHo-(eranbHOoe
pa3BuTHE MOTOMCTBa). B 3TOM ciiydae nmpu JOCTaTOYHOM OOOCHOBaHMHU [Jist
pacueta PDE pomyckaercs wucrnons3oBats NOAEL, nonydennyto mpu
JOATOCPOUHOM  HJIM  CPEIHECPOUHOM  HCCIECHOBAHHH € TPUMEHEHHEM
JIOTIOJNIHUTEJILHOTO HONPaBOYHOro koddduuuedra (Hanpumep, pasoro 10).
Ipu HaJIMYMH COOTBETCTBYIOILUX  Pe3yAbTaToOB uccaeaoBaHUH
penpolyKTUBHOH W OHTOTEHETHYECKON  TOKCHUYHOCTH  POJCTBEHHLIX
JEeHCTBYIOIMM BellecTBaM (KOHTAMHHAHTaM) XHMMYECKHX COEAHHEHHH,
JOIyCKaeTCsl UCIMONb30BaTh Kiacc-CeLUpUYHBIH npoduiib 115t BBIABIEHUS
OMacHOCTH HEUCINIBITAHHOTO KOHTAMHHAHTa IyTeM IPUMEHEHHs MeToxaa

aHaJIOrun.

5. Miccneiyemble leKapCTBEHHBIE NpenapaThl

43.B  OTHOIIEHMM HCCIELYEMBIX JIEKAPCTBEHHBIX  Ipenaparos,
Haxonsiuxca Ha paHHed cragumu paspaborku (I w II ¢daser), ouenka PDE
MOXeT ObITb 3aTpy/IHEHA B CBS3M C OIPAHMYEHHOCTHIO JAaHHBIX. B Takmx
cllyyasix Ul yCTAHOBJICHHS MJOMYCTHMBIX MPEAEHOB BO3AEHCTBHS Ha
3J0pPOBbE MNpPH JOCTATOYHOM OOOCHOBAaHHMM JAOIMycKaeTcss MNpHOerHyTh K
aJbTEPHATHBHOMY NOJIXOJY, aHAIOMMYHOMY MHOTOYPOBHEBBIM TOIXO0AAM Ha
OCHOBE MOpOra TOKCHKOIOTHYECKOH Yrpo3bl MCIHOJb3Ysl J[EJIeHHE Ha
KaTeropHH OMNpeleNIeHHBIX 3HaueHUH Mo yMonyaHuio (HarpuMep, Ha OCHOBE
HHU3KOH (BBICOKOH) MpOrHO3UpyeMol (apMaKoNOrH4eckoil aKkTHBHOCTH,
HU3KO¥ (BBICOKOH) TOKCHYHOCTH, TEHOTOKCHYHOCTH (KaHLIEpOTeHHOCTH)).

44.TTockonbKy OOJILIUIMHCTBO NpPEAEibHbIX 3HAYEHUH MO YMOTYAHHIO
ONPeleNstoTess MPOAOIDKHUTENBHOCTBIO 3KCIO3HLUKM HPH  MHOTOKpPaTHOM
NpUMEHEHHH, MHOrAa OOOCHOBAaHHO MOBHILICHHOE MpeAeibHOe 3HaueHue,

€CJIN JICKapCTBEHHOE CPEACTBO MPOU3BOAMTCA Ha OJHOM O60pyﬂ0BaHlle C
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JIPYTMM JIEKapCTBEHHBIM CPEJICTBOM, MPeAHa3HAUYEHHBIM ISl KPATKOCPOUHbBIX
KJIMHUYECKHUX UCCIIEZIOBaHUH.

45.Tlo  Mepe  monyueHHs  HOBbIX  (AapMaKOJIOTHYECKMX U
TOKCHKOJIOTUYECKUX MAHHBIX JUI1 YCTaHOBJEHHs AONMYCTHMBIX IpeenoB
BO3JEHCTBYS Ha 3/0pOBbE HEOOXOIUMO PaCCUMTHIBATh CrelMdUYHbIE IS
COCIMHEHUS] TpEeeNbHBIE 3HAYEHUs] B COOTBETCTBHM C MOAXOJIOM,

u30KeHHbIM B pasaene [V Hacroswmero PykoBoacTsa.

6. [IpencraBieHne JaHHBIX O CTPAaTErHU YCTaHOBJICHHS
JIOIyCTUMOH exeHeBHOM akcnozuuvu (PDE)

46. Unentudmkauust Kputuueckux a¢hgextoB npu ycraHosienun PDE,
B COOTBETCTBHH ¢ myHKTaMu 11 — 34 nacrosuero PykoBoacTsa nosxHa ObiTh
OCHOBaHa Ha BCECTOPOHHEM IIOMCKE MH(OpMaUMM B HAYYHbIX HCTOUHHKAX,
BKJIIOYAsi PYKOBOJACTBA M CTaTbd, a TaKXKE€ 3JIEKTPOHHblE HayuyHble Oa3bl
JaHHbIX. MHdopmaLust o cTpaTeruu NoKucKa U ero pe3yJsibTarax AOJKHA ObITh
IpeacTaBieHa B JOChe IMPOM3BOACTBEHHBIX Iutowagok. I[locnme aHanuza
CTpaTeruy W Pe3ybTAaTOB IOMCKA CIENMATHCTOM B 00JACTH TOKCHKOJIOTHH,
(apMakonoruy WJIM XUMHM KOMNaHUs 00s3aHa BKJIIOYUTH B JIOChE
MPOU3BOJICTBEHHBIX MIIOLLAI0K HHpOpMaIMIO 00 00CYHKIECHUU KPUTHUECKHUX
KOHEYHBIX TOYEK, BBI3BIBAIOIIMX OMaceHue, W OOOCHOBaHHEe BbIOOpa
KOHEUHbIX TOUEK U J03Bl, KOTOpbIe OyayT HCIONB30BaThes U1t pacuera PDE.

47, Ccbuiky TyOnuKandu 00 OIOPHBIX HCCIIEIOBAHUSX C ydacTHeM
’KHBOTHBIX M HMCCIICAOBAHUSIX C y4acTHeM 4YeoBeKa, MCIOJIb30BaHHbIE IS
pacueta PDE, momKHBI TO3BONATH NPOCHEAMTb HH(POPMALUIO 10
OPUIMHAJILHOIO MCTOUHHMKA HyONMKAMM M JOJKHBl ObITh TOABEPTHYTHI
aHaIM3y C TOYKH 3PEHHs Ka4ecTBa UX IVIAHUPOBAHUs U BBITIOJIHEHU (AM3aliH
UCCIeI0BaHuUsl, ONUCAHUE Pe3yJIBTATOB, IPAaBUIBHOCTb JOKYMEHTUPOBAHUS U

T. 1.). Ctparerusi pacuera PDE nomxHa conmepxarh 0oO00OCHOBaHUE BbIOOpa
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MOTpPaBOYHBIX K02()(HLHMEHTOB, HUCMONL30BaHHBIX Jusi pacueta PDE. B
pamkax (apMaleBTHUECKHUX MHCNEKLMI B LeJsIX YpolleHust GOpMHUPOBaHHS
o030pa JMaHHBIX O cTpareru yctaHoejeHuss PDE TtutynbHas crpaHuna
Ka)KA0ro MOJATOTOBJICHHOrO JOKYMEHTa O cTpareruM ycraHopiaeHuss PDE
IO/KHA  coAepXkaTh pe3toMe OOOCHOBAaHHUS CTPATe€rWH  YCTaHOBIEHUS

Z[OﬂyCTHMOﬁ €XKEeAHEBHON AKCIMO3MIINU 3 ITaCHO MPHIOKCHHIO K

HacTosEMY PyKOBOZ[CTBy.



IMPUJIOXEHHE

K PykoBoncTay
[0 YCTAHOBJICHUIO AOMYCTUMBIX
NpeenoB BO3ACHCTBYS HA 3M0POBhEe

C LEJBIO UAEHTH(UKALNH PUCKOB

NP MPOU3BOACTBE PA3TMUHbBIX

JIEKapCTBEHHbIX CPEACTB
Ha OOIIMX NPOU3BOJICTBEHHBIX
(TeXHOMOTHYECKHX ) TUHHUAXK

OOPMA
pe3loMe 000CHOBAHUS CTPATErHH YCTAHOBJIEHHS
aonycTumoii eskeqHeBHoii 3kenozuuuu (PDE)
HanmeHoBaHue 10puaMyYecKOro una
Anipec MecTa OCYIIECTBJICHHUS IeITeIBHOCTH
MM ¥ noanuck creyyaimucta Hara
Jlata npoBeeHus OlLIEHKU

Xumuueckoe Ha3BaHHe (Ha3BaHMUS)
ﬂeﬁCTBnyLL[eFO BeElIeCTBa (KOHTBMI/IHaHTa)
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NpentnduuupoBaHHble OMacHOCTH

JA HET HEU3BECTHO

I'eHOTOKCHKAHT

PenpoaykTHBHbIi
(OHTOTeHEeTHUECKHUIA)
TOKCHUKAHT

Kanueporen

Boicokuit
CEHCHOMITM3HUPYIOLLHH
HOTEHLMAT

O6ocHoBanue ans pacuera PDE
Ob6ocHoBanue BriOoOpa Beayllero kputuuyeckoro 3ddexra, HCHONL3yEMOro
ans  pacyeta okoHuatenbHoro PDE, Bwibopa NOAEL u  BeiGopa
MCHONB30BaHHBIX MOIIPABOYHBIX KO OULIHEHTOB, HCIOIb30BAHHBIX JUIs

pacueta PDE

Ccebutka (ccbUKH) Ha IMyOuuKaiuio (myOnHKalnK), HCHONB30BAHHYIO NPH
OTpesieIeHUH KpUTHUeckoro sddexra M m03bl HeHiCTBYIOLIEro BelIECTBA

(KOHTaMHHaHTa)

Pesiome cneuunaiucra (cBegeHus o6 o0pazoBaHMU, KBATH(PHUKALMY U OINbITE
paboThl CHELMAaNUCTa, BHIMONHSIOIIErO MM COCTaBHBIIEr0 OOOCHOBAaHHE

CTpaTeruy yCTaHOBJIEHUS JOMYCTHMOHR ekeAHeBHOU axkcnosunuu (PDE))
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