EBPAZUNCKASI DKOHOMUYECKAS KOMUCCHS
KOJUIET'US

PEIMEHMUWE

«14» ausaps 2020 r. Ne 1 r. Mocksa

00 yrBepxkaennn PykoBoacTBa mo ycTaHOB/JIEHHIO JONMYCTHMBIX
npeaejoB BO3JeicTBUS HA 3l0POBbe B LeJAX HIeHTH(PHUKATHA
PUCKOB IIPH POU3BOJACTBE JIEKAPCTBEHHbIX CPEACTB HA O0IIHX

NPOU3BOJACTBEHHBIX (TEXHOJOrHYECKUX) JHHHSX

B cootBerctBuM co cratesimu 30 m 56 [lorosopa o EBpaszuiickom
SKOHOMMYECKOM coro3e oT 29 mast 2014 roma, mynkrom 14 Ilpotokona o
MPUMEHEHUN CAHUTAPHBIX, BETEPUHAPHO-CAHUTAPHBIX W KapaHTHHHBIX
¢urocanutapusix mep (npuioxeHue No 12 k JloroBopy o Epasuiickom
DKOHOMHYECKOM coroze or 29 wmas 2014 roma), crateeil 4, myHKTOoM 7
cratbu 7, nyHktoM | ctateu 9 CornameHuss O eAUHBIX IPUHLMUIIAX U
npaBuaax oOpallleHUs] JeKapcTBEHHBIX CPelCTB B pamkax Eppaszuiickoro
SKOHOMUYECKOro coro3a or 23 nexkabdbps 2014 roga u myHKTOM 5 mepedHs
akToB  EBpasuiickoli ~ 3KOHOMMYECKOM  KOMMCCHMM IO  BOIpOcam
peryJnpoBaHusl OOIIMX PHIHKOB JIEKAPCTBEHHBIX CPEJCTB U MEJAMIIMHCKUX
U3 IeJIHi B pamkax  EBpasuiickoro = 3KOHOMMYECKOTO coro3a
Ha 2017 — 2019 rogs! (mpuitoxkenue K pacnopspkeHutro Copeta EBpasmitckoit
SKOHOMUYEeCKOW komuccuu oT 17 mast 2017 r. Ne 15) Komterust EBpaswmiickoit

HKOHOMHYECKOH KOMHCCUH pelmmaa:
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. YrBepauTe  npumaraemoe  PykoBoictso Mo YCTaHOBJICHHIO
JIONYCTUMBIX TPELIENIOB BO3JSHCTBHS HA 3/I0POBLE B LEIAX WIeHTHHUKALIHK
PHUCKOB  NpW  NPOM3BOACTBE  JIEKAPDCTBEHHBIX  CPEACTB HA  OOIIMX
POU3BOJCTBEHHBIX (TEXHOJOIMUECKHX ) TMHUSX.

2.Hacrosimee  Pemlennme  BerymaeT B cmiy o HCTeueHHH
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YTBEPX/IEHO

Pewenunem Kosueruu
EBpa3uiickoll 5JKOHOMHUYECKONH KOMUCCHUM
or 14 siuBapst 2020 r. Ne 1

PYKOBOACTBO
10 YCTAHOBJICHHIO I0NMYCTUMBIX Npee/ioB BO3AeCTBUSA
Ha 310pOBbe B HeJAX HAeHTH(UKALMH PHCKOB PH NMPOU3BOCTBE
JIEKAPCTBEHHBIX CPEACTB HA O0IIMX MPOU3BOICTBEHHBIX
(TeXHOJIOTHYECKHX) JINHUSAX

I. O61ue nmosio)eHus

. Hacrosiiiee PykoBOJCTBO mNpuMeHsieTcsl U aHaiu3a M OIEHKU
PUCKOB TIpH NPOM3BOJICTBE PA3HBIX, JIEKAPCTBEHHBIX CPEACTB, B TOM 4MCIIE
BBICOKOAKTHBHBIX Ha OOIIMX MPOU3BOJCTBEHHBIX (TEXHOJIOTUUECKUX ) TMHHUSIX
C LeJIbI0 YCTAHOBJICHUS JOIYCTUMBIX MPEIEIOB BO3ICHCTBHS Ha 3I0POBEE.

2.1Tpu npousBOACTBE pa3HBIX JIEKAPCTBEHHBIX CPEJICTB Ha OOIIHMX
[IPOU3BO/ICTBEHHBIX (TEXHOJIOTUYECKHUX ) JIUHUSIX CYLLIECTBYET
MOTeHLHalIbHAasl ONAaCHOCTb UX NMEPEKPECTHON KOHTAMHUHAIIMH.

3.B caydae ecid OHO JIEKQpPCTBEHHOE CPEJICTBO B  IpoIlecce
COBMECTHOI'O  IIPOM3BOJCTBA KOHTAMHUHUPYET JIpyroe JieKapCTBEHHOE
CpEe/ICTBO, €ro HeoOXOJUMO paccMaTpuBaTh ¢ TOUKH 3PEHHS CO34aBacMOro
MM pHCKa Ui YeJIOBEKAa WM JKMBOTHOI'O, HE3aBUCUMO OT €ro
[IOJIOXKUTEJILHOTO  BO3JEHUCTBUS  NPU  NPUMEHEHHH 1O  MPAMOMY

NpeAHaA3HAYCHHWIO, HpHCyTCTBI/Ie TaKuX KOHTAaMHHaHTOB HGOﬁXOI[HMO
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KOHTPOJIMPOBATH B COOTBETCTBUU C PUCKOM, KOTOPBLI OHHM TPEACTABISIOT.
Puck ompenensercs coJiep)KaHueM KOHTaMHUHHPYIOIIEro BellecTBa, KOTOPOoe
MOJKHO IpH3HaTh Oe3omacHbIM JUIsi  Bcex nonyJsiumid. B 1ensx
HIeHTU(UKAIIUH BO3HUKAIOIIMX PUCKOB CIEeAyeT UCMOAb30BaTh NOMYCTUMBIE
npejiesibl  BO3JICHCTBUSI  HA  3JI0POBbE, SIBJSIIOIIMECS]  ITPOU3BOAHBIMU
6€30MacHOro MOPOTrOBOr0 3HAYEHMS JUIsl COJIEPKAHUSl KOHTAMHUHUPYIOIIETO
BemecTBa. l[lpuMeHsieMble MPOW3BOAUTENIEM HWHCTPYMEHTBI TMOJX0/a K
HIACHTU(HUKALIMA PHCKOB JOJDKHBI OBITh OCHOBaHbl Ha MCIOJIb30BAHUU
HAy4YHOW OLEHKH (hapMaKoJIOTMUECKMX W TOKCHKOJIOTMYECKHMX TaHHBIX ISl
KPUTEpPUEB OLIEHKH: NOMycTUMOU exxenHeBHOW skcno3uuuu (PDE), mopore
Tokcukosnorudeckoi yrpossl (TTC), npuemnemoil exeaHEBHON 3KCIIO3UIIUN
(ADE), npenenbHoii skcno3unuu Ha padouyem Mecte (OEL) uTo mo3zpossier
NPOBOJAUTL a@HajiM3 PUCKOB M  KOHTPOJIb OKCIO3ULUUA  IPOSYKTOB
nepekpecTHOW KOHTaMUHAIIMK JIJIs1 YeJIoBeKa.

4. IacTpyMeHTbl  MOAXOJa K  HAEHTU(UKAIMU  PUCKOB  MPH
POU3BOJICTBE JIEKAPCTBEHHBIX CPEICTB Ha OOIMX MPOU3BOACTBEHHBIX
(TeXHOJIOTHYECKHMX) JIMHUSIX, TIPEJICTaBIIEHHOr0 B HacTosiiieM PykoBojcTBe,
pazpaboTaHbl B COOTBETCTBUH c [IpaBunamu HaJIexKalei
NPOU3BOJICTBEHHON MPAaKTUKK EBpasHiCcKOro JKOHOMHYECKOro COHo3a,
yTBepkaeHHBIX Periennem CoBeta EBpazuiickol 95KOHOMHUYECKONW KOMUCCUU
oT 3 HosiOpst 2016 1. Ne 77 (nanee — I IpaBuna npou3BoACTBEHHON MPAKTHKH).

5.1lpu nocratouHom 0OOCHOBAHUM JUIsl YCTAHOBJIEHUSI Oe30MacHBIX
MOPOTOBBIX 3HAUEHUH, yKa3aHHBIX B MyHKTe 4 Hactosimiero PykoBojcTBa,
JOTMYCTUMO OTKJIOHEHHE OT OCHOBHOTO MOJXO/a, ONMMcaHHOro B paznene [V
Hacrosiero PykoBojcrsa.

6. B mpouecce mpou3BOACTBA JIEKAPCTBEHHBIX CPEACTB K ClydailHOH
MepeKpecTHOM KOHTAMHUHALIMKA TTPUBOAST HEKOHTPOJIUPYEMBIH BbIOPOC TBLIH,

rasos, Mmapos, aaposoneﬁ, FCHETHUCCKOI'O MaTepHalia HJIM OPraHu3MOB:
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M3 AKTUBHBIX (papMaleBTUUYECKUX CYOCTaHLMM, IPYyrMX MCXOIHBIX
MaTepualioB, a TakXkKe JPYrMX BHAOB MPOAYKLHMH, 0O0padarbiBaeMbIx
OJIHOBPEMEHHO);

13 OCTATOUYHBIX 3arpsi3HeHUi Ha 000pyOBaHUY;

OT OJIeXK/IBI OTIEPATOPOB.

BenenctBue  BO3MOXKHOTO — pUCKAa  NPOM3BOJCTBO  OMpEIeSIEHHbIX
KJIaCCOB JIEKAPCTBEHHBIX CPENCTB (BKJIOYas OMNpe/ie/ieHHble aHTHOWOTHKH,
olpeJieJIeHHbIe TOPMOHBI, OIpe/esIeHHble LUTOTOKCHYECKHUEe BelllecTBa U
OlNpeJie/IcHHbIE BBICOKOAKTUBHBIC JIEKAPCTBEHHBIE CpeacTBa) Tpebyercs
MPOBOJIUTH B CIIEIMATIBHO OTBEJACHHBIX WJIM BBIJICJICHHBIX TTOMEIEHUSIX U Ha
crieliMaibHOM 000pYJOBaHHH.

7. B npouecce npou3BojACTBa JIEKAPCTBEHHBIX CPEJACTB ISl CHUKEHUS
pUCKa KOHTAMUHALIMM HEOOXOJMMO HCIOJIb30BaTh OYMCTKY W BaJIMJIAIIMIO
nmpoiiecca OYMCTKH Ha OCHOBE MPUMEHEHHsI TaKMX TOPOTOBBIX 3HAUEHHI
KOHTaMUHUPYIOIKUX (PaKTOPOB B MCCIENOBAHUSIX BaJWJallMM TIpolecca
OYHCTKH, KOTOPBIC AOMYCTHUMBI sl TIepeHOca B HOBBIM MPOW3BOJICTBEHHBIMH
npouecc. Jljisi ycTaHOBJIGHHSI TAKMX HOPM HMCIOJB3YIOT MOAXO/bI, KOTOPKIE
HE YYHUTBIBAIOT JOCTYIHBIE (apMakosioruyeckue M TOKCHKOJOTHUECKHE
naHHeie.  CnegoBaTenbHO, TpeOyeTcsi MHAMBUAYAJIbHBIM  TOAXOH K
UACHTU(UKAIMKA PUCKOB U TOANEPKaHUIO Mep MO CHIKEHHIO PUCKOB IS
BCEX KJIacCOB (papMalleBTUUYECKUX CyOCTaHIIMMA.

8. Llenbto HacTosiero PykoBojicTBa sIBJsIETCS MpeICTaBICHHE MOAX0Aa
K aHaJM3y M OlleHKe (PapMaKoJOTHYECKHX M TOKCHKOJOTHUYECKHX JIaHHBIX
OTJIeJIbHBIX AaKTUBHBIX (papMalleBTHYECKUX CyOCTaHUMi W obecredyeHue
BO3MOIKHOCTH YCTAHOBJICHHUS [TOPOTOBBIX 3HAYEHUN (HOPM), /ISl TOTO YTOOKI
o0ecrieuuTh COOTBETCTBHE TIPOU3BOJCTBEHHOTO Tpoliecca TpeOOBaHHSIM
[IpaBua mpou3BOJACTBEHHON NpPaKTHKU. [loporoBele 3Ha4YeHHUsI AOIMyCKaeTCs

HCITOJIL30BATh B KQYCCTBEC:
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MHCTPYMEHTa UASHTU(PUKAIMU PUCKOB;

OOOCHOBaHMS  Ipe/leIbHBIX — 3HAUEHHH  MEePEHOCUMBIX  OCTaTKOB
JIEUCTBYIOIIETO BellecTBa (KOHTaMHHAHTA) B [OCJIETYFOTIH M
MPOU3BOACTBEHHDBIN NPOLIECC, TPU BATUIAIIMK TTPOLIecca OUMCTKH.,

B coorBercTByIOIMX chaydasx JIOIMycKaeTcsl HCMoJah30BaTh 00Iue
NPUHIMIIBI, W3JI0KEHHBIE B HacTosilieM PykoBoncTBe, B LesIX MOJTYYEHHS
MOPOTOBOrO  3HAYEHWs I WACHTHU(UKALMKM TaKuX PHUCKOB  IIpH

HNPOU3BOJACTBE aKTHBHLIX (bapMaHeBTI/IIICCKHX CY6CT3HL[P]FI.

[I. O6nacTe NpUMeHEHUS

9. ObnacTblo  NPUMEHEHHUS HACTOSIIET0 PyKOBOJCTBA  sABJsieTCSs
obecriedenre 0€30MACHOCTM TAIMEHTOB M IIEJIEBBIX  MPOJYKTHBHbIX
JKUBOTHBIX, IIOJBEPrarIlMXcsl BO3AEHCTBUIO OCTATOYHBIX  KOJIMYECTB
ACHCTBYIONIMX BEUIECTB (KOHTAMMHAHTOB) MpU IpHEMe JIEKAPCTBEHHBIX
Mpernaparos, a TakkKe MOTpebuTelsel, MNOTEHIHATBHO IOABEPraeMbIX
BJIMSIHUEO OCTATOYHBIX KOJIMYECTB JEMCTBYIOIUX BELIEeCTB (KOHTAMHHAHTOR),
OPUCYTCTBYIOIIMX B IPOAYKTaX IHUTAHUS KUBOTHOTO TPOUCXOXKIECHHS B
pesyJsibraTe JIeYEHHMs LEJEeBBIX MPOAYKTUBHBIX KUBOTHBIX BETEPHHAPHBIMH
JIEKApCTBEHHBIMK  IIpernaparamMi, B KOTOPBIX COJIEPXKATCS OCTATOYHBIE
KOJIMYeCTBA  JIEHCTBYIOIIMX  BellecTB (KOHTaMHHAHTOB). Hacrosiuee
PykoBOACTBO ycTaHaBiIMBaeT MOJAXO/A K MOJYUYEHHIO HAYYHO 0OOCHOBAHHOTO
MOPOroBOTO  3HAYEHMs  JUIL  OTJACJAbHBIX  JIGWCTBYIOIIHUX  BEIECTB,
MOJIJIeXKAIET0 IPUMEHEHUIO B LEJIsAX MASHTUPHUKAINH PUCKOB. B 1emsix
MPUMEHEHHS €IMHOTO IMOAXO0/a Ul JIF0OOro MPOU3BOJACTBEHHOIO Mpoliecca B
pamkax (apmaleBTHYECKOH oTpacid B  HacrosimeMm PyKoBozcTBe
OIMCBLIBAECTCS CIOCOO NpEeACTaBIeHUs TaHHbBIX, KOTOpBIE JIEKAaT B OCHOBE

YCTAHOBJICHHUA TOPOrOBOro 3HAUYCHHU .
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III. Onpenenenus

10. s nenedl Hacrosuero PykoBOACTBa HCHOJIB3YKOTCS TOHSTHS,
KOTOpbI€ 03HAYAIOT CJIeyIOLIEe:

«JelcTBytollee  BEWIECTBO»  —  akTWBHasg  (apMarieBTHYecKas
cyOcTaHLusl, BXOJSIAasl B COCTaB JIEKAPCTBEHHOI'O CPEJICTBA;

«703a, HE OKas3blBalOUlas BUAMMOIO HeXellaTesJbHOTO adderrar
(No-Observed Adverse Effect Level, NOAEL) — nauOounbiiasi KOHIEHTpaLUs]
WJIM KOJIMYECTBO JCHCTBYIOILErO BEIIECTBA, HE OKa3aBlliee B AKCIIEPUMEHTE
HEXEJIaTelIbHOe BJIMssHWE Ha Mophosioruto, (QyHKIIMOHHUpPOBAHHE, pOCT,
pasBUTHE WM IIPOJOJDKUTENIBHOCTh MKHU3HW OpraHru3Ma-MHILIEeHH, KOTOpPOe
MOKHO OBLIO OBl OTJIMYMTH OT AHAJIOTMYHBIX MAPAMETPOB Y KOHTPOJLHBLIX
OpPraHMW3MOB-MHIICHEH, OTHOCSIIMXCS K TOMY k€ OMONOrMYecKOMY BMJIY U
JIMHUM TIPU 3aJlaHHBIX YCJIOBUSAX DKCMO3UILIMU (BBIPOKEHHBIX B BHJIE MACCHI
aKTUBHOH  (apmalneBTHUeckod cyOcTaHIMH B MHJUIMTpaMmax Ha |
KUJIOTpaMM Macchl Tejla OpraHu3Ma-MHUILIEHH );

«jomycruMas exxenHeBHas skcrozuuusy (Permitted Daily Exposure,
PDE) — wmakcumasibHast jponyctumasi j103a KOHKPETHOTO AEHCTBYIOIIEro
BELLECTBA, HE BbI3bIBAIOLAs HEraTHMBHBIX MOCAEACTBUH TIPH €KeIHEBHOM
NPUMEHEHUU B TEUEHUE BCEll JKU3HU YeJIOBEKa;

«HauMeHbINAs 103a, OKa3blBAIOLIas SIBHBIA HexKelaredbHbIH 3¢ derT
(Lowest Observed Adverse Effect Level, LOAEL) — naumMenbias
KOHLEHTpalMs WU KOJIMYECTBO JEHCTBYIOLIErO BEIIeCTBAa, OKa3aBllee B
IKCIIEPUMEHTE He)KeJlaTeIbHOe BIIMSTHUE Ha MopdoJtoruio,
(YyHKIHOHUPOBAHUE, POCT, pPa3BUTUE WM TPOAODKUTEBHOCTE JKH3HH
OpraHu3Ma-MHULIEHH, KOTOPOE MOKHO ObIJIO OBl OTJIMYUTH OT AHAJIOTMYHbIX
NapaMeTPOB y KOHTPOJIbHBIX OPraHW3MOB-MHIIEHEH, OTHOCALIUXCS K TOMY

JKE 6I/IOJ’IOFI/I"IeCKOMy BUAY H JIHHUH [IPU 3aJaHHBIX YCJIOBUAX 3KCITO3WIIHUH,
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«ropor TokcukoJoruyeckoid  yrposei» (Threshold of Toxicological
Concern, TTC) — renoTokcH4ecknii ypoBeHb SKCIO3UIIMK TPUMECH, KOTOPBIH
NPUBOJUT K  TEOPETHYECKOMY  KaHLUEPOTeHHOMY  PHCKY, pPaBHOMY
1 jononHUTENBHOMY ClIydard OHKoJIOrMueckoro 3adosieBanust Ha 100 000

IMaltMCHTOB I1PH IMOKM3HEHHON KCIO3ULIUH.

IV. YcranosiieHue npeniesioB BO3JAEHCTBUS Ha 3[I0POBbE UEIOBEKA
1. Pacuer nonycrumoii exxenneBHoi skcno3uniuu (PDE)

11.1lpouenypa, omnucanHass B HacrosiuieM PyKOBOJCTBe, sl
YCTAHOBJICHUS TIPEJIEJIOB JIOMYCTUMOrO BO3JEHCTBHS Ha 3J0POBbE YeJIOBEKA
MO0 OCTATOYHBIM KOJMYECTBaM JeHCTBYIOLIEro BellecTBa (KOHTAaMUHAHTA)
OCHOBBIBAETCs HAa METOJE pacyera JONYCTUMOW e¥KeJHEBHOM SKCIO3UIINH
(PDE). PDE mpencraBnser cobod crneunpuyHyr miis BeliecTBa 03y,
KOTOpasi He BbI30BET HexenaTenbHbld d(dekT (ecnm MHAWBHI Ha
IPOTSDKEHUM BCEH KU3HU TMOJBEpraeTcsl eXeAHEBHON SKCIO3MLMHU B J103€,
paBHOU €l WU HIXKeE).

Pacuer PDE npenycmarpusaer:

BBISIBJICHHE PUCKOB IIyTEM aHaJIM3a BCeX 3HAUMMBIX JaHHBIX;

orpeje/ieHue Kputuueckux 3pPpekTos;

ycranoBnenue NOAEL, B oTHOIEHMM SBIACHHMM, HPU3HAHHBIX
KpuTHdeckumu s dexramu;

UCIIOJIb30BAHHUE psZla [ONPaBOYHBIX KOA(D(PHUIIMEHTOB Mg ydera
BJIMSIHUSI PA3JIMYHBIX BUOB HEOTPEJICIIEHHOCTH.

PDE paccuutsiBaercs no ¢popmyie:

PDE = NOAEL X momnpaBka Ha Maccy
~ F1XF2XF3XxF4xF5 '

rae:
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NOAEL — po3a, He oka3bIBalollasgs BHAMMOI'O HEXEJIATeTbHOTO
ahdekra;
F1 — kosdduumeHt, yuyuThBaIOUIMH MOMPaBKYy Ha SKCTPAIOJISLIHAIO

MEX/Ty BUJAMH KHUBOTHBIX;

F2 - ko3>dduument,  y4uUTBHIBAIOMIUNA  MEXHHIWBUJIYATbHYIO
BapHadeIbHOCTh;

F3 — koodduument, yduTbiBalOmUi HCCIeAOBAHUS TOKCHYHOCTH C
MHOTOKPAaTHBIM JIO3MPOBAHUEM KOPOTKOM MPOJIOJDKUTENILHOCTH (TO €CTh
MeHee 4 HeJlellb);

F4 — koa¢duiimenT, KOTOphIil TPUMEHSIeTCsl B CIIyJasiX OIaCHbIX BUJIOB
TOKCUYHOCTH  JICHCTBYIOLIEr0 BellecTBa (KOHTaMUHAHTa) (HANpumep,
HEreHOTOKCHYECKOH KaHIIepOT€HHOCTH, HEHPOTOKCHYHOCTH WU
TEPATOreHHOCTH);

F5 — mepemeHHBI KO3(pQUIMEHT, KOTOPLIA MpUMEHsIeTCsl B ciydae
€CIIM He YCTaHOBJIeHA /103a, He OKa3biBatoIas 3 ¢ekxTa.

12. Jlns BeTepUHAPHBIX JIEKaPCTBEHHBIX CPEJCTB HMcmoJib3yeTrcs PDE-
MOJIXO/ JUlsl YCTAHOBJIEHMS JIOMYCTUMBIX TMPEIEIOB BO3ACHCTBUS Ha
3/I0POBbE KMBOTHONO Ha OCHOBE YCTAHOBJIEHHMS MpENESbHbIX 3HAYCHHUU
KOHTAMUHUPYIOMUX (PAKTOPOB Yy pa3HbIX IEJEeBbIX BUJOB JKUBOTHBIX.
3HaueHUsl IpelesioB BO3JIEHCTBUS HA 3/I0pPOBbE, YCTAHOBJIEHHBIX IS
YKMBOTHBIX, HE WCIOJIb3YIOTCS Il YCTAHOBJICHUS TPEJIeSIOB BO3JCHCTBHS
SKCIIO3UIUN JeHCTBYIOIIMX BellecTB (KOHTAMMHAHTOB) Ha  3JJ0POBbE
yesioBeKa.

13. HeoOX0oAuMBIM MTOAXO0I0M K YCTAHOBIICHUIO MPEeSIOR BO3IeHCTBUS
Ha 3/10poBbe uesoBeka sBisieTcss pacueT PDE Ha ocHoBaHMHM maHHBIX 00
SKCIO3MIMH IEHCTBYIOLIETO BelECTBA (KOHTaAMHUHAHTA) y uejioBeka. B sTom
cilydae JOIMyCTUMAasl CTENEeHb KOHTAMUHAIIUK PacCUUThIBACTCS HAa OCHOBAHUHU

PDE nns yenoBeka, Jaxe eciu KOHTAaMUHUPYEMOe JIEKapCTBEHHOE CPEICTBO
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SIBJISIETCSI  BETEPUHAPHBIM JIEKAPCTBEHHBIM cpejcTBoM. Takoit moaxon
aHaJIOTMYeH mnojaxoay, npu kotopom PDE wucnonesyercs st pacuera
MpeaebHOr0 COJEpkaHusi OCTATOUHBIX PACTBOPUTENEH B JE€KapCTBEHHOM
CpeCTBe, IPUMEHSAEMOMY npu IPOU3BOJICTBE BETEPUHAPHBIX
JIEKapPCTBEHHBIX CPEJCTB.

14.Tlpu  omnpenpelleHMH  TpeAesibHBIX — 3HAYEHUM  JIeHCTBYIOIIETO
BeuiecTBa (KOHTAMMHAHTa) HEOOXOAMMO YYMTHIBATH BBOJHUMYIO 103y
JIeKapCTBEHHOr0 Ipenapara, KoTopas OyAeT 3aBuceTh OT MAacChl Tella
MCIO0JIb3yeMOT0 BUAA KUBOTHOrO. J1jist 3Toro npu pacuete PDE neobGxoaumo
MCIOJb30BaTh 3HAYEHHE MJ03bl BBIpAXKEHHOE B BHAE MI/KI Macchl Tela
’KMBOTHOTO (TO €CTh HCIOJIb30BaTh KO3()(HIIMEHT TMOompaBKKU Ha Maccy,
paBHBIN 1), HE B BUe 3HAUEHUS JO3bI [IUIsl BCETO *KUBOTHOIO B 1iesioM. Eciii B
MHPOpMaLlUA O JIEKQpCTBEHHOM CpEeACTBE, KOTOPOe BBLIIyCKAeTCs Ha
MPOU3BOJCTBEHHON (TEXHOJIOTMUECKOH) JIMHUM TOCae JIEKAPCTBEHHOTO
cpeacTBa Ul KOTOPOr0 PacCYMTHIBAETCS IPeesl BO3ACHCTBUS HA 3J0POBbE
YeJl0BeKa, YKa3blBAeTCsl CYyTOYHas 7032 /Ul NauMeHTa, a He J03a B MI/KT
Macchbl Tella, TO [UI pacyeTa JO03bl JIEKAPCTBEHHBIX CPEUCTB  JUJIsl
MEJIULMHCKOTO MPUMEHEHUs] MEepeBeleHHON B MI/KI Macchl Tejla CleayeT
MCIIOJIb30BaTh 3HAaYeHUe Macchl Teja B 50 KI NPUHSITOE 32 CTaHJAPTHYHO
Maccy Tesna 4ejoBeka. [l JIeKapCTBEHHBIX CPEJACTB /Ui BETEPUHAPHOIO
MpUMEHEeHUsl JI03bl YyKa3blBalOTCsT B MI/Kr Maccel Tena. Ecaum  ato
HEBO3MOXKHO, CIEAYyeT UCXOAUTb U3 MAacChl Teja, paBHOM 1 Kr, MOCKOJbKY
OHa OYyJIET OTPaXKaTh HUIKHIOKO IPAHULLY MACChl TEJa dKUBOTHOTO.

15.Ecnu JiekapcTBEHHOE  CPEJICTBO  MOKET  TOJABEPrHYThCS
KOHTAMHWHALIUM OCTAaTOUYHBIM KOJIMUYECTBOM JEMCTBYIOLIETO BELIEeCTBA M
SBJISIETCS.  BETEPUHAPHBIM  JIEKAPCTBEHHBIM  CPEJACTBOM,  BBOJUMBIM
MPOAYKTUBHBIM JKUBOTHBIM, TO HCIIOJb3YEMOE [pelelibHOe 3HauYeHue

[epeHoca I[el\/’ICTBy}OHJ,el"O BECIIECTBA (KOHTaMHHaHTa) OOJIZKHO YYHTBIBATDH
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KaK Oe30MacHOCTh pelieBaHTHOIO BH/IA YKMBOTHOTO, TaK M OE30MaCHOCTE
norpeduteneid. B cBsi3u ¢ 3TUM HEOOXOAMMO MOATBEPAUTL € IMOMOIIBIO
MOJICIMPOBAHMS  CLIEHAPHUsA  HauXyAlled  AKCHO3MLMHU  JICHCTBYIOIIETO
BellecTBa (KOHTAMUHAHTA), YTO HHU peJIeBAHTHBIM BUJ >KUBOTHOTO, HU
NOTpeOUTENIb HE MOABEPIHYTCS] JKCIO3UIUU OCTATOYHBIM KOJHMYECTBOM
JICUCTBYIOIIIETO BELIECTRA, MpeBbimatomum PDE.

16. Jlonmyckaercst MCII0JIb30BaTh MOJIXO/IBI, aJIbTEPHATUBHbIE
onpenenedutlo  NOAEL npu ycTaHOBAEHHH SBHOIO HEXKEJIATEIbHOI'O
s dekra, Takue Kak opueHTUpoBoUHas n03a (Benchmark dose).

17. lonyckaercst Mcnosib30BaTh WHBIE IMOJAXOJbI NPH OOOCHOBAHHUH
YCTQHOBJICHHsSI JOIYCTUMBIX TIPEJIENOB BO3LEHCTBUS Ha 3/J0POBBE IIPH

MMpCACTABJICHHH UX HAYYHOI'O 000CHOBaHHUS.

TpeboBanusi, NpebsIBIsIEMbIE K TOKCHKOJIOTHYECKHM
1 (papMaKoJIOrHYeCKUM JaHHBIM HEOOXOJUMbIM
JUISL BBISIBJICHHS OITACHOCTEM

18. BoisiBiienue  omacHocTed  —  3TO  KayeCTBEHHass  OLIEHKA
UHAMBUYaAJIbHBIX CBOMCTB JIEHCTBYIOLIEr0 BEUIECTBA (KOHTaMHHAHTA),
CIOCOOHBIX BBI3BIBATh HeXenaTelbHble 3QdekTsl, C 1eNpl0 BLISBICHUS
OIIACHOCTEH HEOOXOAMMO TPOBECTH aHAM3 BCeX JOCTYIHBIX JaHHBIX O
K&)KJIOM JIEHCTBYIOIIIEM BEIECTBE (KOHTAMUHAHTE) Y dKHBOTHEBIX M YEJIOBEKA.
K nanHbIM, HEOOXOIUMBIM [1J1s1 BBISIBJIEHHSI OITACHOCTENH OTHOCSTCS:

JAOKJIMHUUYecKHe (hapMaKoJUHAMHYECKHE JaHHBIE;

MCCJIeIOBAHMSI TOKCUYHOCTH ¢ MHOTOKPATHBIM 103UPOBAHHUEM;

MCCJIEIOBAHUs KaHLIEPOT€HHOCTH;

HCCIIeJOBAaHUs T€HOTOKCUYHOCTH i1 Vilro | in vivo,

UCCJICIOBAHMS PENPOAYKTUBHOU U OHTOT€HETUUYECKON TOKCHUHOCTH,

KIIMHHUYCCKHUEC OaHHBIEC (TepaHeBTH‘ieCKHe H HEXKCIIATCJIbHBIC 3(1)(1)€I{Tb]).
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JlocTynmHOCTh ~ JaHHBIX O  JIeHCTBYIOIlEM  BelecTBe  Oyjer
BapbUpOBaThCS B 3aBUCHMMOCTH OT CTaJuu pa3pabOTKH JIEKapCTBEHHOTO
npenapara W IMOKa3aHUs K ero npumeHeHuto. Ecimu jnaHHBIE HENMOJHBIE, TO
BbISIBJIEHHBIE TIPO0esbl MOTPeOyIOT KPUTHUYECKOH OIEHKH ¢ TOYKH 3pEHUs
BIIMSIHMSL  OTCYTCTBMSl TAKMX JAHHBIX HAa YCTAHOBJIICHHE JIOMYCTUMbIX

IpeesoB BO3/ICMCTBUS HA 3I0POBbE UeJIOBEKA.

WUnentudukanus kputndeckux 3GpexTon

19. K kpurnyeckum spdexram oTHOCITCS Haubosiee 4YyBCTBUTENBHEIE K
U3MEHEHUIO J103bl JIEACTBYIOIIETO BELIECTBA (KOHTaMHHaHTA)
He)KesaTesbHbIe s dexThl, BbISIBJIEHHBIE B JOKITMHUYECKUX
TOKCHUKOJIOTHYECKMX HCCJIEIOBAHMSIX, TPU OTCYTCTBHH JOKA3aTeJIbCTB
(HampuMep, 1O pe3yJibTaTaM [POBEJEHUS MCCIENOBAHUN In viftro, TpH
HAJIMYUK (PapMaKoJMHAMUYECKUX JaHHBIX H T. 1.), YTO TAKWE CBEICHUS
HC3HAYMMBbI JUISL 4YeJIOBEKa MJIM ILEJIEBbIX JMHUBOTHBIX. K KpHUTHYeCKHM

s dexram TaKKe OTHOCATCS JIOOBIEe (hapMaKOJIOTHYECKHE U HEXKeaTelIbHbIE

3P DeKThI.

VYceranosaenue 3naucHusgs NOAEL

20./Ins Bcex BBISBICHHBIX KPUTHYECKUX IPGHEKTOB He0OX0IUMO
yctaHoBuTh NOAEL.

21.Ecnu  kputuueckuit  apdextT ormedaeTcss B HECKOJIBKHX
MCCJIC/IOBAHMSAX Ha JKMBOTHBIX, JJsi pacueta 3HaueHus PDE cienyer
ucnonb3oBate  NOAEL, peructpupyeMmyro TIpd  HaWMEHbIIEH  /103€
JICHCTBYIOLIEro BeulecTBa (KOHTAMHUHAHTA).

22.Ecrm - NOAEL  HeusBecTHa,  jomnyckaercs  MCIOJIB30BaTh

HaMMCHBIIIYKO  J103y, OKa3bIBAIOILYIO sIBHBIA HeXeJaTeabHBIH a(dekT

(LOAEL).
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23.NOAEL, ocHoBaHHasi Ha KJIMHHUYECKHX (apMaKOAMHAMUUYCCKHX
a¢pdexrax, TODKHA COOTBETCTBOBAaThH  BBICHIEH  HCMBITAHHOM  J03e,

MPU3HAHHON TepaneBTHUECKH He3P(PEKTUBHOM.

Mcnonb3zoBanue nonpaBoYHbIX KO3(P(OUIIMEHTOB

24.PDE paccuutbhiBaercs nyrtem jeneHus 3Hadenuss NOAEL
YCTaHOBJIEHHOTO [JIs1 KpuTudeckoro »¢dexkra Ha pasHble NOMPABOUYHBIE
K0P PULIHEHTDI (ko2 purreHTHI Oe3o01acHOCTH, KO3 UITHEHTHI
HeolpeJleJIeHHOCTH,  KOA(D(MUUUEHTBl  OLEHKH) JUIsl  yueTra  BIIMSHHSA
pa3IMUHBIX BHJIOB HEOINpPEAeIEHHOCTH U AJisd oOecreueHus] SKCTPAroJIsIHK
sHayeHUst NOAEL Ha JOCTOBEpHYIO M HAJEKHYI J03Y JeHCTBYIOIIETO
BellecTBa (KOHTAMHMHAHTA), HE BBI3BIBAIOUIYI) SIBHOTO HEXeJATeJbHOI0
adekTa y yesloBeKa WK pesieBaHTHOTO BU/IA )KUBOTHOTO.

25.TlonpaBounble kodpdunuentsl F1 — FS5 yuutsiBatoT criemyrorme
MCTOYHUKH HEOTPEeJIeIEeHHOCTH:

Fl — xoadpuunenT (3HaueHUsI KOTOPOro HAxXOMASITCS B JiMANa3oHe 2 —
12) nonpaBk# Ha KCTPANOJISLIUIO MEXY BUAAMH KUBOTHBIX;

F2 - Koa(hpunreHT (paBHBIit 10), YUUTBIBAIOIIU I
MEXHUHIUBUIYATbHYIO BapuaOeIbHOCTh;

F3 — xoaddunuent(papaerii 10), yYHTHIBAIOMIMI HCCIIeqOBAHMS
TOKCUYHOCTHU e MHOTOKPATHbBIM J03UPOBAHUEM KOPOTKOM
MPOJIOHKUTESILHOCTH (TO €CTh MeHee 4 Helenb);

F4 — koadpduument (1 — 10), KoTopwlii HpUMeEHsETCS B Ciydasx
Pa3BUTHS TSAKENBIX TOKCUYECKUX peakluil (Harmpumep, HEreHOTOKCHUYECKOM
KaHIEPOreHHOCTH, HEHPOTOKCHYHOCTH WITH TEPATOTEHHOCTH);

F5 — nepemeHHblil KO3 QUIHEHT, KOTOPBIH MPUMEHSIETCS B CIydae
ecJli He YCTaHOBJIeHa 71033, He oKasbiBaromias 3(dexra. Eciu uzBecTHa

TOJIbKO HaUMEHbLIas 1033, OKa3bIBAIOLLasl IBHBIN HexeNaTelbHbIH 3¢ dexT, B
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3aBUCUMOCTHU OT TSIKECTH TOKCHYECKOTO JIeUCTBUS JIEHCTBYIONIETO BEIECTBA
(KOHTaMHUHAHTA) UCITOB3YIOT KOa(duIMeHT BIuioTs 10 10.

26. Mcnoib30BaHue JIONOJHUTENIbHBIX MOMPABOYHBIX KO3(D(PHUIHECHTOB
ydyeTa OCTAaTOYHOM HEOIpeJeNIeHHOCTH, HE OXBaueHHOH Ko3(duuueHTaMu
NepevyncIeHHbIMUA B MIyHKTe 25 Hacrosmero Pykorojicrra, J10nycTumMo, eciu
OHM 0OOCHOBAHBI HAYYHBIMH JTAHHBIMU U MPEJICTABIICH JOCTATOYHBIN aHaIu3,
00OCHOBBLIBAIOIIMNA UX MPUMEHEHHe (Hanpumep, MpU OTCYTCTBHH JAHHLIX O
PeNpOAYKTUBHOH M  OHTONEHETHMYECKOM TOKCHMYHOCTH JEHCTBYIOIICIO
BeulecTBa (KOHTaMHMHaHTa) (mojpasden 4 pasgena Vo HACTOSAIIETO
PykoBojicTBa)).

2’7. Ucnionb30BaHue MONPABOYHBIX KOI(DPHUIIMEHTOB MOIKHO OBITH
obocHoBaHo. JlomyckaeTcs pyKOBOJCTBOBATHCS YKa3aHUSIMH 110 BbIOOPY
nonpapoyHelx KoapduuuentoB F1 u F4, npuBegeHHBIMH B Hay4dHBIX
PYKOBOJCTBaX MO TOKCHKOJIOTHH, MPH 3TOM B OOOCHOBAaHWH CTpATErMu
YCTAHOBJIEHUS]  JOMYCTUMOH  exenHeBHOHW  askcnozuuuu  (PDE) (B
COOTBETCTBUM C MPHJIOKEHUEM K HacTosimeMy PyKOBOJICTBY) clieayer
MPUBOJNTH OUOIHOrpaMUECcKyro CChIIKY Ha TaKHe PYKOBOJICTBA.

28.1Tpu pacuere PDE ocHOBaHHOM Ha TOKCHKOJIOIMYECKHX JaHHBIX
MOJIyYEHHBIX Yy 4YeJIOBeKa [JOMYCTUMO OTKa3aTbCs OT HCIOJIb30BAHMUSI
ko3 unmenta F2 u (mpu HamMuum HaydyHOro oOOCHOBaHUS) KOd( huineHTa
F5. Ilpn nocratouHOM Hay4YHOM OOOCHOBAaHUU MOTYT UCIOJIB30BATHCS UHEIE
MONpaBOYHble  KOI(P(MUIMEHTHI, 3HAUYEHUS KOTOPBIX OTJIMYAKTCS  OT
3HAYEHWH,  YCTAHOBJIEHHBIX [0  YMOJIYAHUIO  JUIsl  MONPABOYHBIX

KO3((PULHEHTOB, MPUBEJEHHBIX B MyHKTe 25 HacTosIero PykoBoacTaa.

Be16op okoHuatenbHoro 3uaueHus PDE

29.Ecim  oOHapy>K€HO  HECKOJIBKO  KpHUTHYeCKUX 3¢ (heKToB,

NPUBOJAILIMX K pacueTy HeCKOJbKMX 3HadeHud PDE, Heobxoaumo
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MPEJCTaBUTL COOTBETCTBYIOIlEE OOOCHOBaHHME U BbIOpaTh HaubOosee
noaxoasimyro PDE  nns ucrmonp3oBaHMs ee npu Bajwaalluu Ipoiiecca
ounctku. [lo ymomuaHuro wncnosb3yercs MUHHMAIbHOE W3 TMOJYYEHHBIX

snauenuii PDE.

2. Mcnonp30BaHue KIMHUYECKUX JaHHbIX

30.enpro ycTaHOBJEHUS JOMYCTHMBIX MpPEAE/IOB BO3JEHCTBHS Ha
3/I0pOBbE SABJSIETCS OOECIeYeHne 0e30MacHOCTH YelloBeKa, Mo3TOMY 0coboe
3HaUYE€HHE  MMEeT  HaJule)Kallee  KayecTBO  KIMHUYECKHX  JIaHHBIX.
Hexenatenenele  QapmakojuHamuueckue  3PQPeKTsl Y NALMEHTOB,
BbI3BAHHbIE ~ KOHTAMMHAIMEW  JEeHCTBYIOIIMMM  BELIECTBAMH,  MOTYT
MPEeJCTaBIATh OMACHOCTh, II0ATOMY [pPHU  ONPEeNIeHUH KPUTHYECKOIO
a(p(exkra HEOOXOAUMO YUUTHIBATH KIMHUYECKHE (apMaKoJOrHYecKue
nannble. HeoOXxonmmo yuuThIBaTh, KakuMm 00pa3oM paccMaTpUBaeMOE
JEHCTBYIOLIEE BELIECTBO OBUIO CBSI3aHO € Pa3BUTHEM KPUTHYECKOIO
HEXEJIATeNILHOTO 3(P(eKTa B KIMHUYECKUX YCITOBHUSIX.

31.Ecnu kputudeckuil 3¢¢exrt, onpeaereHHbIH I YCTaHOBJIEHUS
NpPeJIesoB BO3AEHCTBUS HA 30POBbE, OCHOBBIBAETCS HA (papMaKOJIOrHYeCKUX
¥ (MJIM) TOKCHKOJIOrMueckux 3(dexTax, BBIIBICHHBIX Y YeJOBEKa, a He y
JKUBOTHBIX, MCHOJIb30BaHue (opmynbl mis pacuera PDE moxer ObBITBH
HEKOPPEKTHBIM, MO3TOMY U OCTHKEHHUS JTOH el JONMYyCTHMa OLEHKa
KJIMHUYECKUX JIaHHBIX CHEUMPUYHBIX I JeHCTBYIOLIEIO BEIECTBa

(KOHTaMHUHaHTA).

DKCTpamnoIsius pacCUuTaHHOro 3HaueHuss PDE
JUIS1 OZTHOTO IIYTH BBEAECHUS HA JIPYyTrUe MyTH BBEJCHHS

32.Hecmorpss Ha TO, uto 3HaueHue PDE, paccunTbiBaemoe 11

ﬂeﬁCTB}/IOLHeFO BCIICCTBa (KOHTHMHH&HTB.) OCHOBBLIBACTCA Ha HCCJICAOBAHUAX



14

C LEJCBLIM KIIMHUYECKUM IIyTEM BBEJIEHHUS, NyTh BBEAEHUs ACHCTBYIOIIETO
BCIIECTBA WM JIEKAPCTBEHHOIO  CPeICTBa, KOTOPOE  MPOU3BOIUTCS
IIPOU3BOJICTBEHHOM  (TEXHOJOrMYECKOW) JHMHHUM TOCie JICHCTBYIOIIETO
BEIlleCTBa MM JIEKapCTBEHHOIO cpelcTna Ui Kotoporo paccuntaHo PDE,
MOXKeT OblTb UHbIM. 3MeHeHue nyTH BReJIEHUS MOXKET H3MEHUTH
OMOJOCTYIHOCTb JeHCTBYIOLLEro BellecTBa (KOHTAMUHAHTA), TIOITOMY €CJIH
€CTh siBHBIC pasnuuusi (Hanpumep, pasznuuusi > 40 %) B OHOAOCTYNMHOCTH,
MPUCYLIEH HM3YYEHHOMY B TOKCHKOJIOTMYECKHX MCCIEAOBAHUSIX IYTH
BBEJIEHUSI, JIUIS DKCTPAIOJALUN TOKCUKOJOTHYECKUX JIAaHHBIX C OJHOTO IYTH
BBENEHUs Ha  JIpyro  HeoOXOJMMO  HCIOJB30BaTh  MOMPABOYHbBIE
Kod(ppuumenTol. Ilockosibky OHOMOCTYIMHOCTH ACHCTBYIOIIEr0 BeIecTBa
(KOHTaMHUHAHTA) Yy pa3HBIX BHUAOB JKUBOTHBIX MOMKET OTJIMYATLCS,
MONpPaBOYHbIE KOAIPQUUMEHTHl Jis DKCTPAMOISIUN  TOKCHKOJIOTHYECKUX
JAQHHBIX € OJHOTO IIyTH Ha JPYro JOJKHBI OCHOBBIBATHCS Ha JaHHBIX,
MOJIyYEHHBIX Y YEJIOBEKA MJIM HA JAHHBIX MOJYUYEHHBIX Y PEJIeBAHTHOI'O BH/a
YKUBOTHOI'O — B OTHOLIEHHH BETEPUHAPHBIX JTEKAPCTBEHHBIX CPEJICTB.
33.Ecnu  nmaHHple O OWOJOCTYHMHOCTH JICHCTBYIOLIErO BEIIECTBA
(KOHTaMMHAHTA) [UI IPYTUX MyTel BBEJCHHS Y YeJIOBEKA WU PEIEBAHTHOIO
BHUJIa JKUBOTHOI'O OTCYTCTBYIOT WU OXHMAAETCsl, YTO CMEHa MYTH BBEICHHS
(HampyMep, ¢ NEepopalbHOrO Ha WHTAISLMOHHBIN) MOXET IpPUBECTH K
[TOBBILLIEHHOM CUCTEMHOMU YKCIO3UIIUH JIEACTBYIOIETO BelllecTBa
(KOHTaMUHAHTA), JOTyCcKaeTcs MPOBECTH HKCTPATOJISIHIO
TOKCUKOJIOTMYECKUX JaHHBIX ¢ UCITOJb30BaHUEM KOHCEPBATHBHOTIO I10X0/1a
(ucxonss w3 100%  OWoOAOCTYNHOCTH  JEHCTBYIOLIErO  BeEIEeCTBa
(xoHTamuHaHTa)). Hanmpumep, B citydae 3KCTPaAnoJIsSHK TOKCUKOJIOMHUECKHX
JAHHBIX C TMEpOpalbHOr0 IIYTH HA WHTAISLMOHHBIA (V1T  KOTOPOTO
pecrinpabenbHas abcopOuusi cocrasnser 100%), PDE, monyuennyro na

OCHOBaHHH TEPOPAJIbHBIX JaHHBIX, MOXKHO CKOPPECKTHPOBATbL, YMHOXas €€ Ha
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NONpaBOUHbI  KO3((OUIHMEHT, KOTOPBIH pAacCUMTHIBACTCS IO CIEAYIONEH

dopmye:
nepopasbHas abcopbius, %
100 % '

[TonpaBoYHBIN KO3PPHUIUEHT =

Ecin  naHHble O  OHMOJOCTYNHOCTH  JACHCTBYIOIIErO  BEIIECTBA
(KOHTaMMHAHTA) Y YeJ0BeKa WM PesieBATHOTO BUA XHUBOTHOTO IS JPYIHX
MyTed  OTCYTCTBYIOT W OXKHJACTCS, YTO  CHUCTEMHAas  JKCIO3WLUs
KOHTaMHUHaHTa OyJeT HHKe MpHU TMYTH, C TMOMOIIBIO KOTOPOrO0 BBOJMTCS
KOHTAMMHUPOBAHHOE JICHCTBYIONIEE BELIECTBO (JIEKAPCTBEHHOE CPECTBO),
npu pacyere PDE Her HeoOXOIMMOCTH HCHOJB30BaTH IMOMPABOYHBIN
KOO(pPULHEHT. DKCTPAINOJISLHUIO JaHHBIX, TMOJYYSHHBIX JUIS OJHOTO IyTH
BBCJCHUsS Ha JPYroW CleAyeT OCYIIECTBIATH B OTHEIBHO ISl KaXKI0ro

ciyyvas.

V. Ocobble cityyan

1. [leficTByronue BeuecTna, odiianaroiue
reHOTOKCUYECKUM IMOTEHLUAJIOM

34.DKkcno3uuns  TeHOTOKCHMYHBIX — JCHCTBYIOIIMX — BEHIECTB, HE
MMEIOLIUX Pa3IMYUMOro IOpora TOKCHUKOJIOIMYECKOH Yrpo3bl, HECeT PHCK
BO3JIEHCTBUS Ha 3I0pOBbE 4elloBeka. Bmecte ¢ TeM mpeaBapUTEIbLHO
3aJaHHLIA ~ YPOBEHL  JOIYCTUMOrO  pucKa st OecrmoporoBbix
reHOTOKCUKAHTOB B (opme mopora Ttokcukosiorndeckoi yrpossl (TTC),
cocrapnsier 1,5 wmkr/upauBup/cyt. IlpuHuMas BO  BHMMaHHeE, 4YTO
POJOJIKUTENBHOCTh  DKCINO3ULUMHM  OCTATOYHBIX JIEMCTBYIOIIUX BEILIECTB
Oyner cyuiecTBeHHO OoJiee OrpaHMYEHHOH (HAmpUMeEp, TOCKOJIbKY Ha
MPAaKTUKE CTENEHb IEPEHOCa OCTAaTOYHBIX NEHCTBYIOIIMX BEIIECTB OyjeT
CHMXKATbCS OT CEpPUM K CEpUHU), INpejelibHble 3HAYCHWs, OCHOBAaHHBIE Ha

MaKCUMAaJIbHOM DKCITO3ULUH, paBHOM 1,5 MKT/UHIUBHUI/CYT, B 9TOM ClIydae He
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OylyT OpeBbLIIATh TEOPETHUECKHH KaHIEPOreHHBIH puck, paBHbii 1x107°.
CnepoBaTesibHO, B OTHOLLIEHHWU OECMOPOTOBLIX OCTATOUYHBIX HCHCTBYIOIMX
BELLECTB JOIYCKAEeTCs INPUMEHTh NpeAesibHYI0 103y, paBHyro 1,5
MKT/UHAUBUI/CYT.

35. Ecmu JIEKAPCTBEHHOE CPEJICTRO, NOTEHIIMAILHO
KOHTAMHUHHUPOBAHHOE OCTATOYHBIM JICUCTBYIOLIUM BEIIECTBOM, SIBJISETCH
BETEPUHAPHBIM JIEKAPCTBEHHBIM CPEJICTBOM, CJIEIYET MCIOJIb30BaTh TOT KE
TTC, HO BblpaxaTh ero «Ha Kr macchl Tena» (to ectb, TTC cocrasisier
0,03 MKr/kr maccel Tena/fieHb). Ecid  KOHTaMUHHpOBAHHASI  MPOJIYKIUS
npeaHa3HaveHa Jisi BBEJIEHUSI TPOJTYKTUBHBIM )KUBOTHBIM, IIPH OMpeaelIeHUH
npezesia nepeHoca HeoOXOAMMO YUHTHIBATh TPeOOBaHHS 10 00eCIeYEHUIO
0e30MacHOCTH  JKUBOTHBIX, TaK M TpeOOBaHHS MO  00ECIEeYEHUO
Oe3zonacHOCTH Uil MOTpeOuTeNnel MPOAYKTOB, IOJIYYAEMBIX OT OTHUX
KHMBOTHBIX. Cnenyer NOATBEPAMTH, HCXOAS M3 HAUXYAIIMX CIeHApHUEB
OKCIO3MIMH, YTO HHU pEJIEBAHTHBIA BHUJ JKUBOTHOIO, HHM MOTPEOHTETH
[POJYKTOB, IIOJy4YaeMbIX OT TaKMX >KMBOTHBIX HE OYIyT I10JIBepraThcs
HKCITO3UIIMH OCTaTOYHBIX YPOBHEN IEUCTBYIOLIETO BEIECTBA,
npesbiatommx TTC.

36.B OTHOIIEHMH T'€HOTOKCHYHBIX JIEHCTBYIOLIMX BEIECTB B ClIydae
IOCTAaTOYHOI'O KOJIMYECTBA JaHHBIX 00 WX KaHIEPOreHHOCTH ClIeayeT
IPUMEHSATH OLEHKH PUCKA JJIsl KOHKPETHBIX coenHenuit BMmecto TTC.

37.B OTHOIIEHMHM TE€HOTOKCHUYHBIX JACHCTBYIOIIMX BEHIECTB C
JIOCTaTOYHBIMH  J10KA3aTeJIbCTBAMU [IOPOrOBOr0 MexaHu3Ma Oe3oIacHbIe
3HAYEHUs DKCIIO3MLMKU MOT'YT ObITh YCTAHOBJIEHBI C HCIOJIL30BAHHEM
nojxoja ocHoBaHHoro Ha pacuere PDE 0e3 3amerHoro pucka

FEHOTOKCHYHOCTH.
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2. JleiicTBylouue BeuiecTna
C BBICOKMM CEHCUOMJIM3UPYIOLIUM ITOTEHIHAJIOM

38.Y mojeid ¢ NOBBILIEHHONW BOCHPUUMUYMUBOCTBIO JIEHCTBYIOUIEMY
BEIIECTBY (KOHTAaMHMHAHTY) MOTYT Pa3BUTLCS HMMMYHOOIOCPEOBAHHbBIC
peaxkiuy rUnepuyyBCTBUTEILHOCTH Ha JIEKApCTBEHHBIE IIpenapaTs! BIUIOThH 10
MOTEHIMAJILHO JICTAIbHBIX aHa()UIAKTHYECKUX peaKlui.

39.B  coorBerctBuM ¢ nyHkrom 3.6  rnasel 3 IlpaBui
MPOU3BOJICTBEHHOM MPAKTUKK HEOOXOAUMO IpeiycMaTpuBaTh BblACIICHHBIE
MOMEIeH!uss W o0opynoBaHMe  JJis  TPOU3BOJACTBA  aKTHBHBIX
(papmarieBTHUECKMX CYOCTaHIIMH M JIEKApCTBEHHBIX CPEJCTB, 00J1aarolnx
BBLICOKMM CEHCHOWIM3UPYIOIIUM MOTEHIMAIOM, Hay4YHbIe JaHHbIE O KOTOPBIX
CBHUICTEJILCTBYIOT 00 OTCYTCTBUM NPHEMJIEMOH  MPOJOJIKUTEIBHOCTH
HKCMO3ULIMKA WM PHCKA, BO3HHUKAIONIETO MpH paboTe ¢ JieKapCTBEHHBIM
CpelcTBOM Ha TMPOU3BOJACTBEHHOM ruiomianke. JlanHHoe TpeboBaHue
NMPUMEHUMO B TOM Cllydae, €CIIM YyKa3aHHBIM pPHUCK HEBO3MOXHO B
JIOCTATOUYHOM CTENMEHHU KOHTPOJUPOBATH C MOMOIIBI OPraHU3alMOHHBIX WIIH
TexHuueckux wmep. llpu xnaccupuxanuu JedcTBYOIEro BellecTBa WM
JIEKApCTBEHHOTO CPEJCTBA, OONAJAIOIero BBICOKUM CEHCHOMIU3UPYIOIIMM
MOTEHIMAJIOM, HEOOXOAMMO YUUTHIBATH, MPUBOAMUT JM €ro MPUMEHEHHE K
BBICOKOW 4acToTe CEHCUOWIM3allMd y 4eJoBeKa WM BEpOSITHOCTD
BO3HUKHOBEHHSI BBICOKOM 4YacTOTbl CEHCHMOMJIM3ALMU y 4YeJOBeKa OCHOBaHA
Ha JJAHHBIX, MOJYYEHHBIX ¢ UCIOJIL30BAHUEM JKUBOTHBIX, JINOO B pe3ynbTare
JIPYTHUX BaJIMIMPOBAHHBIX UCIIBITAHWHN, @ TAK)KE YUUTHIBATDH TSKECTh peakuil
TUIIEPUYYBCTBUTENILHOCTH, BKJIFOUAsi UX B OLEHKY BECOMOCTH JOKAa3aTesbCTB
OTHECEHHs JeHCTBYIONIEro BEIECTBA MM JIEKAPCTBEHHOIO CPEJICTBA K ITOU

rpymroe.
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3. TepaneBTrHueckre MaKpOMOJIEKYJIBI U TENTUIBI

40. TepaneBTuueckue MaKpPOMOJEKYJIbl W TENTHAbl [OJBEPIKEHBI
Jlerpajaiid U JeHaTryparuy 1o BO3JEUCTBUEM 3KCTpPeMallbHbIX 3HAYEHMH
pH wu (unum) HarpeBaHusi M CHOCOOHBI TepsiTh (HAPMAKOJIOTHUYECKYIO
akTUBHOCTb.  OuncTtka  OModapMaleBTHYECKOTO  MPOU3BOJCTBEHHOI'O
00Opy/10BaHMSI BBITMOJHIETCS B YCIOBMSIX, HPU KOTOPBIX MMOBEPXHOCTH
00OpyAOBaHMS NOJBEPKEHBI BO3AEHCTBUIO DKCTpeMalibHBIX 3HavYeHUit pH u
(MJIM) BBICOKMX TeMIlepaTyp, YTO MPUBOAMUT K Jlerpaflallii ¥ WHAKTHBALMH
Oe/IKOBBIX TMpemaparoB. B cBsi3u ¢ 3TUM MOXeT He TMoTpebOoBaThCs
yCTaHOBJIEHHE TMPEAEIIOB BO3AEUCTBUS HA 30pOBLE ¢ Ucnonb3oBaHuem PDE
JUTsl COXPaHSIOIIEro akTUBHOCTE JIEHCTBYIOLIEr0 BELECTBA.

41.1lpu Hamuuuu JPYrux IOTEHUMAIbHBIX IMyTeH MepeKpecTHOR
KOHTAaMHMHALWK BO3HUKAIOLIUE PUCKU CIIEAYET aHAIUM3UPOBATh OTJEJIbHO IS

KaKa01r0 Cliy4das.

4. HenocTaToOYHOCTH JaHHBIX O PENPOYKTUBHOM
1 OHTOT€HEeTUYECKOH TOKCHYHOCTH

42.B uensx oOecrieyeHUst 3alUThl BCEX MOMYJISIIIMK, MOABEPTAIOIITHXCS
DKCIO3UUMK  JIEHCTBYIOUIEro BelllecTBa (KOHTaMHWHAHTa), TIPHCYTCTBHE
OCTAaTOYHOTO JIEUCTBYIOIIEro BelllecTBAa (KOHTaMHHAHTAa) HEO0OX0IUMO
COKPATUTH A0 3HAYEHHUsI, KOTOpOe He OyAeT MpeACTaBlsATh PUCK BJIMSHHUS Ha
penpoAyKTUBHBIE U OHTOTE€HETHUYECKHE NTapaMeTphl. BMecTe ¢ TeM Ha paHHeH
¢daze pa3pabOTKH JOKIMHUYECKHE JaHHBIC IJIS OIEHKH IMOTEHIIHAIa HOBOTO
JIeHCTBYIOIIErO BellecTBa BBI3bIBATH PENPOAYKTUBHYIO M OHTOTEHETHUYECKYIO
TOKCUYHOCTHL MOTYT OBITEH ellle He MOJydyeHbl. Takke MOTYT OTCYTCTBOBATh
Hay4yHbIC CBEJIEHUS] O PENPOAYKTUBHOH M OHTOTEHETUUECKOM TOKCHYHOCTH
3apEeruCTPUPOBAHHBIX  JIEKAPCTBEHHBIX  MpemaparoB  (HampuMmep, O

MMOTEHLUAJIbHOU CITOCOOHOCTH [IPUMCHSACMBIX MYXKXYHHaAMH JICKAPCTBEHHBIX
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[IpenaparoB BbI3bIBaTL HeEXeJare/lbHOe BIIMSAHME Ha 3MOpHo-(deraibHOE
pazBuTHe NMOTOMCTBA). B 2TOM cilyyae npu 10cTaToOuYHOM OOOCHOBAHMM JIIst
pacuera PDE jonyckaercs wucnons3oBate NOAEL, nonydennyio mpwu
JOJATOCPOYHOM  MJIM  CPEJHECPOUYHOM HCCJICNOBAaHMM C IIPUMCHEHUEM
JOTIOJIHUTENIBHOTO MONPaBOYHOro koadduuuenrta (Hanpumep, passoro 10).
[1pu HAJIUYUU COOTBETCTBYIOLIMX pe3yJibTaToB ucciie10BaHu i
pPenpoOAYKTUBHOH M OHTOT€HETUYECKOM  TOKCMYHOCTH  POJACTBEHHBIX
JEUCTBYIOIIMM BelllecTBaM (KOHTaMMHAHTaM) XHMHYECKHX COCIMHEHHH,
JIOITYCKAEeTCsl MCIOJIb30BaTh KJacc-crelu(pUUHbli Tpoduiib JJis BBISBIIEHHS
OMAaCHOCTH HEUCMBITAHHOTO KOHTAMHMHAHTa MyTeM MPUMEHECHHUsI MeTOoja

AHaJIOTUH.

5. McenenyeMble neKapCTBEHHBIE IIPENaparhbl

43.B OTHOWIEHMHM HCCIELyeMbIX JIEKAPCTBEHHBIX  IpernapaTos,
HaxOoJsAUMXcsl Ha paHHed craauu paszpadorku (I u II daser), onenka PDE
MOKEeT ObITh 3aTpy/JHEHa B CBS3M C OTPAHMUYEHHOCTBIO JAHHBIX. B Takux
ClIydastX JUIsl YCTAHOBJIEHHsI JIOMYCTHMBIX MPEJeoB BO3JACHCTBUS Ha
310pOBbE TIPU JOCTATOYHOM OOOCHOBAaHHMM JOIYCKAaeTcs MPUOErHYTh K
aIbTEPHATUBHOMY IOAXOLY, aHAJIOTMYHOMY MHOI'OYPOBHEBBIM TMOJX0HaM Ha
OCHOBE [0pPOra TOKCHUKOJIOTMYECKOM Yrpo3bl UCIHONL3YSl JIeJIeHHEe Ha
KaTeropuu OIpeJesIeHHbIX 3HaUYeHUH M0 YMOTYaHUIO (HampuMep, Ha OCHOBE
HU3KOH (BBICOKOHM) MporuHo3upyemMoi (papMakoJoru4eckoil akTHBHOCTH,
HU3KOH (BBICOKON) TOKCUYHOCTH, FT€HOTOKCUYHOCTH (KaHI[EPOreHHOCTH)).

44 . TlockosbKy OOJILIIMHCTBO Tpe/IeIbHBIX 3HAYEHUH MO0 yMOTYaHUIO
ONPEJENSAOTCS  MPOAOKUTENBHOCTBIO 3KCIO3ULUKA TPH  MHOTOKPATHOM
NMPUMEHEHNH, MHOrAa OOOCHOBAaHHO MOBBILIEHHOE Mpe/iebHOe 3HAYEHHE,

CCJIN JICKAPCTBCHHOEC CPEOCTBO IIPOMU3BOAMTCA Ha OJAHOM 060py,’10BaHI’IH C
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JAPYTUM JIEKAPCTBEHHBIM CPEJCTBOM, IIPeHA3HAYEHHBIM U1 KPaTKOCPOUHBIX
KJTMHUYECKUX MCCIIeIOBAHUM.

45.1To  mepe  moiydeHWsi  HOBbIX  (apMaKOIOTMYECKHX U
TOKCHKOJIOTHYECKUX JIaHHBIX JUIsl YCTAHOBJICHHUs] JOIYCTHUMBIX IpEJIEoB
BO3JICHCTBUS HA 310pOBbEe HEOOXOJUMO PACCUUTHIBATH cHelU(UUHbIe s
COE/IMHEHHUsI IMpe/ie/ibHble 3HAueHUss B COOTBETCTBUH C  IOAXO/AOM,

U3J10%eHHbIM B pazjiene IV Hacroswmero PykoBoacrsa.

6. [lpencraBiaeHue AaHHBIX O CTPATETMH YCTAHOBJICHHUSI
JOTYCTHMOM exeaHeBHOi 3xcno3utinu (PDE)

46. Unentudukanus kputuueckux 3 hekToB npu ycranopienuu PDE,
B COOTBETCTBMHM ¢ MyHKTamu 11 — 34 Hacrosiiero PykoBojicTBa 10/KHA OBITH
OCHOBaHa Ha BCECTOPOHHEM MOUCKe MH(OpMalMM B HAYUHBIX MCTOUHMKAX,
BKJIIOUAsi PYKOBOJCTBAa M CTaTbH, a TaKKe DJIEKTPOHHBIE HayudHble Oa3bl
nanHbiX. MHdopmalus o crpaTeruu nmoucka v ero pesyJbpTaTax J0HKHA ObITh
npejcTaBjieHa B J0ChEe MPOU3BOACTBEHHBIX IUIomanok. Ilocie aHanusa
CTpaTeTuy M Pe3yJbTaTOB MOKUCKA CMEUATUCTOM B 00JIACTH TOKCHKOJIOTHH,
(dapmakosorud WM XHMHHM KOMIIAHMs 00513aHa BKJIKOUYUTH B JOCHE
MPOU3BOJICTBEHHBIX IIOIAL0K MHPOpMAUIO0 00 00CYKAEHUM KPUTHUECKUX
KOHEYHBIX TOYEK, BBI3BIBAIOUIMX oOIaceHue, H O0OOCHOBaHHE BBIOOpa
KOHEUHBIX TOYEK U J103bl, KOTOpbIe OYAyT UCIOJIb30BaThCs [1sl pacuera PDE.

47.Ccpulkd myOJIMKAIIUKA 00 OIOPHBIX MCCHEJOBAHUIX C yYaCTHEM
’KUBOTHBIX M HMCCJICJIOBAHMSAX C YYacTHEM YeJIOBEKa, WUCIIOJIb30BAaHHbIE [IJIs
pacueta PDE, nomKkHBI TO3BOJSATH MPOCICAUTH HHPOPMALUIO 10
OPUTHHAJBHOTO MCTOYHUKA NYOJMKAUMU M JOJDKHBI OBITH MOJABEPIHYTHI
aHaJIN3y C TOUKH 3pEHHUs KaueCTBA WX TUIAHMPOBAHMUS M BBINIOJIHEHUS (JIM3aliH
MCCIIeJOBaHUSl, ONUCAHUE PE3yJIbTATOB, MPABUIBHOCTE TOKYMEHTUPOBAHHUS U

T. 1.). Ctpaterus pacuera PDE nomxHa cogepxarb 0o0OCHOBaHUE BbIOOpA
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MONPaBOYHBIX KOY(PPHUIMEHTOB, HCIoNb30BaHHBIX sl pacuera PDE. B
paMkax (apMaleBTUYeCKUX UHCIIEKIUN B UEJIsIX YIpolleHust OpMUPOBaHHsI
0030pa JlaHHBIX O cTpaterdd ycraHosiieHuss PDE tutysibHasi crpaHuia
KaXJIOro TMOATOTOBJICHHOIO JOKYMEHTa O crparerud ycraHosiieHusi PDE

JOJDKHa  COOCPKATh  PE3HOME 000CHOBAHUS CTPATEeTruu  YCTAaHOBJICHHS

JOIMYCTUMON €)KeTHEBHOMN 3KCH03HHH}%B@E)§§§\ IJIACHO TPUIOKEHUIO K
Z R

Zalk©) EN

HacTosineMy PyKoBOACTBY. /@f’ (}\




[TPUJIOXEHUE

K PykoBojscTBy
10 YCTAHOBJICHUIO JJOITYCTUMBbIX
MIPeeJIOB BO3AEHCTBUS HA 3J0POBbE

C 11eJIbI0 WJIEHTU(UKAIIUH PUCKOB

IIPU TTPOU3BOJICTBE PAZIUUHBIX

JIEKapCTBEHHBIX CPEJICTB
Ha 0OILMX MPOU3BOACTBEHHBIX
(TEXHOJIOTUYECKUX ) JIMHUSAX

POPMA
pe3ioMe 000CHOBAHMS CTPATErHH YCTAHOBJICHHSI
AONYCTUMOM exxeqHeBHOMH dkeno3unun (PDE)

HanmeHoBaHue ropuIMUe€CcKOro Juia
Anpec MecTa OCYILIECTBICHUS 1eITeIbHOCTH
MmMs ¥ moamnucek cnelnypaincTa JlaTa

Jlata mpoBe/ieHusI OLIEHKH

XuMHuUecKkoe Ha3BaHue (Ha3BaHUS)
JIEHCTBYIOIIIETO BelllecTBa (KOHTAMHHAHTA)
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aenTuuunpoBaHHbie ONIACHOCTH

HA HET HEMW3BECTHO

I'eHOTOKCHMKAHT

PenponyKTHBHBIN
(OHTOreHEeTHYECKHUi)
TOKCHKAHT

Kanueporen

Bricokuii
CECHCUOMJIM3UPY IO
NOTEHLH A

O6ocHoBanue juts pacyeta PDE
Ob6ocHoBaHue BbpIOOpa BenylIero KpuTuueckoro 3ddexra, MCIOIb3yeMOro
as - pacueta  oxkoHuarenbHoro PDE, BeiGopa NOAEL wu  BeiGopa
MCIIOJB30BAHHBIX TOMPABOYHBIX KOA(PGMUUIMEHTOB, HCIOJIB30BAHHBIX /IS

pacuera PDE

Ccepika (cebuikn) Ha myOnukanuioo (MyOnavKaiMK), UCHOIB30BAHHYIO MPU
ONpEeJIeJIEHUH KpUTHYECKOTo 3¢ ¢dekTa W 036l JASHCTBYIOIIEro BEIECTBa

(KOHTaMUHAHTA)

Pesiome crienumanucta (cBeneHus 00 oOpa3oBaHUM, KBATM(UKAIUKA H OILITE
paboOThl CHELMAIUCTA, BBIMOJIHSAIOMICIO HIIM COCTAaBHBIIEr0 0O0OCHOBaHHE

CTpaTeruy yCTaHOBIIEHUS JOIYCTUMON exeqHeBHOH skeno3uliuu (PDE))




