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Mpepgucnosune

1 NOArOTOBJIEH T[ocypaapcTBeHHbIM 6HOAXETHbIM 06pa3oBaTesibHbIM  YUYpeXAeHNeM BbICLLEro
npodpeccrmoransHoro obpasosaHus MepsbiM MOCKOBCKMM roCyAapCTBEHHbIM MEAULUHCKUM YHUBEPCUTETOM
uMmeHn .M. CeueHoBa MuHMCTEpPCTBa 34paBooxpaHeHns Poccuiickoii ®epepauyun (MepebiM MIMY “MeHM
N M. CeyeHoBa) Ha OCHOBe COGCTBEHHOrO nepeBofa Ha PYCCKMiA A3blK aHrNOA3bIYHOW Bepcun ctaHgapTa,
yKa3aHHOro B nyHkTe 4

2 BHECEH TexHu4eckum KOMUTETOM MO cTaHgaptusaumm TK 458 «PaspaboTka, Npou3BOACTBO ”
KOHTPO/Ib KayecTBa NiIeKapCTBEHHbIX CPeACTB>»

3 YTBEPXAEH N BBEAEH B ,EI,EVICTBVIE Mprkasom denepasbHOIO areHTCTBa N0 TeXHUYECKOMY
perynuposaHuio n MeTposiorumn ot 11 okta6psa 2016 r. Ne 1370-cT

4 HacToswmii cTaHfapT WAEHTUYEH MexXAyHapofHoMy aokyMmeHTy ICH S9:2009 «[oknuHuuyeckue
nccnenoBaHns NPOTUMBOOMYXO/EBbLIX JIEeKAPCTBEHHbLIX cpefcTB» (S9:2009 «Nonclinical evaluation for
anticancer pharmaceuticals», IDT).

HanmeHoBaHve HacTosLero ctaHgapTa U3MEHEHO OTHOCUTE/IbHO HaUMEHOBaHUSA YKa3aHHOro Mexay-
HapoAHOro JIOKYMeHTa A/151 yBA3KN C HAVMEHOBaHVUAMM, NMPUHATLIMU B CYLLLECTBYIOLEM KOMIIEKCE HaLoHas b-
HbIX CTaHAapTOB Poccuiickoii degepauuu.

Mpu NnpuMeHeHUN HaCToALLEro cCTaHAapTa PEKOMeHYeTCA UCNONb30BaTb BMECTO CCbIIOYHbIX MeXAyHa-
POAHbIX CTaHA4apPTOB COOTBETCTBYHOLWME VM HauWOHasIbHble CTaH4apTbl, CBEAEHUSA O KOTOPbIX MpUBEAEeHbI
B ONO/IHATENIbHOM NpunoxeHun A

5 BBEJEH BIEPBbIE

MpaBuna npYMeHeHUss HacTosIWEero cTaHAapTa yCTaHOB/EHbl BCTaTbe 26 defepanbHOro 3akoHa
0T 29 nioHa 2015 . M> 162-®3 «O cTaHgapTusayum B Poccuiickoin degepaunn». MHopmaunus 06 nameHe-
HUSIX K HAcTosiIWeMy cTaHaapTy Ny6amMkyeTca B eXerogHoM (Mo cCOCTOsIHUI0 Ha 1aHBapsi TeKyuw,ero roga)
WHhopMaLnoHHOMYKa3aTe e «HaunoHanbHble cTaHAapThbi», aouumanbHbIi Te KC T U3MEHeHUin nonpa-
BOK — B E&XEMeCSAYHOM MH(OPMaLMOHHOM yKa3aTene «HaloHanbHble cTaHgapThi». B cnyyae nepecMoT-
pa (3aMeHbl) WAM OTMEHbl HAcCTOsWEero cTaHgapTa COOTBeTCTBylUiee YyBedoMieHue 6yaet
ony6/MKOBaHO B GamXaillemM BbIMyCKe eXeMEeCSAYHOro MHOPMAaLMOHHOTO ykasaTens «HauuoHanbHble
cTaHgapTbl». CooTBeTCTBYylOUWAn WHopMauunsl, yBefoOMeHNe M TeKCTbl pasMel,alnTcss Takxe B
NHChOpMaLMOHHOM cucTeMe 06 ero nosib3oBaHna — Ha ouLManbHOM caliTe HauuoHanbHOro opraHa Poc-
cuiickoli degepaunm no cTaHgaptTusaumm scetm MHTepHeT (www.gost.ru)

© CraHpapTuHdopm. 2016

HacTosuii cTaHAapT He MOXeT GbITb NO/IHOCTLIO UM YACTUYHO BOCMPOU3BEAEH, TUPAXXMPOBAH 1 pac-
MPOCTPaHEH B KauyecTBe 0huLMasibHOIO U3gaHus 6e3 paspeLleHust HaluMoHanbHOro opraHa Poccuiickoil ®efe-
pauum no ctaHgapTu3aumm
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BsepeHune

HacTosAwuii ctaHfapT onpegensieT o6Lwme NPUHLMNLI NI1aHMPOBaHNA AOKTMHUYECKMX UCCIef0BaHNi B
Xoge pa3paboTkm NPOTUBOOMYXO/EBbIX /€KapCTBEHHbIX CPeACTB, YTO AO/HKHO crnocobcTBoBath 6Gonee
6bICTPOli pa3paboTke HOBbIX NPenapaToB U 3aliuTe NaLMeHTOB OT HEHYXHbIX NO60YHbIX 3hheKToB, a Takke
obecneuntb pauvoHasibHOE MCMOob30BaHMe NabopaTopHbIX XMBOTHbIX B COOTBETCTBUMM C NpakTukoi 3P
(cokpauieHnne/onTummnsauns/zamena). CrtaHAapT COAEPXMT pPeKkoMeHAauun Mo AOK/IMHUYECKON OueHKe
NeKapCcTBEHHbIX NpenaparoB, HE06X0AUMOW AN NMPUMEHEHNSA B KIMHUYECKUX UCCNef0BaHUSX Y NaLneHToB
C reHepasim3oBaHHbIMW CTaAMAMN 3a601eBaHNA N OrPaHNYEHHBIMY BO3MOXHOCTAMMW Tepanuu.

HacTosiwmii ctaHgapT naeHtuded PykoBoacTBy ICH S9 no fOKAMHMYECKMM UCC1eA0BaHMAM NPOTUBO-
onyxonesbIx nekapcTBeHHbIX cpencts (IDT ICH S9 Nonclinical evaluation for anticancer pharmaceuticals)
MexayHapoHol KOHepeHLUn No rapMoHM3aL N TeXHUYeCcKUX TpeboBaHWil 4Na perucTpaummn neKkapcTeeH-
HbIX CpefcTB ANA MeguunHCKOro npuMeHeHus (International Conference on Harmonisation of Technical
Requirements for Registration of Pharmaceuticals for Human Use; ICH),).

') C 25 okTA6ps 2015 r. nepenmeHoBaH B MexayHapoaHblii coBeT no rapmonmnsaumnmn (Council for Harmonisation
ICH).

\
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HALULMWOHANBbHBLIN CTAHAAPT POCCUWNCKOMWN GELEPALUMN

NEKAPCTBEHHBLIE CPEACTBA A/1A MEANLVNHCKOIO NPUMMEHEHNA
JoknnHuyeckne nccnefoBaHns NPOTUBOONYXOEBbLIX TEKAPCTBEHHbLIX CPEACTB

Medicines (or medical application.
Nonclinlcat evaluation for anticancer pharmaceuticals

fatasBegeHns — 2017—05—01

1 O6nacTtb NpUMeEHeHUS

HacTosAwwuii ctTaHgapT pacnpocTpaHaeTcs Ha nekapcTBeHHbIe CpeAcTBa, NpegHasHayeHHble ANs Tepa-
MUY OHKOIOTYeCKNXx3aboneBaHninynayMeHTOBCTAXENbIMAVKM3HEYTPOXaoLW UMM CTagnaMu 3a601eBaHmns.

CTaHAapT pacnpocTpaHseTcs Ha BellecTsa, nosyyaeMble METOAOM XMMWYECKOro CUHTe3a, U buotex-
HOoMornyeckune nekapcTBeHHbIe CpeACcTBa BHE 3aBUCMMOCTY OT NYTU BBELEHUS.

CTaHAapT onvcbiBaeT TUMbl Y BpeMS NPoBeAeHNs OKINHUYECKNX NCCef0BaHni Cy4eToM KNMHUYECKOI
pa3paboTku npenapaToB. Takxe B HEM NpMBeAEHbI MUHUMaSIbHbIE YC0BUSA AN HaYana NMIOTHbLIX KIUHUYecC-
KMX 1ccrnefoBaHnii y NauveHToB C NO3AHUMK CTaanaMK 3aboneBaHusi, C Pe3UCTEHTHbIM TeyeHnem 3abone-
BaHWS B OTHOLLEHWUN UMEOLLecs Tepanun am ee oTCYTCTBUN.

[JaHHbIli cTaHfapT He pacnpoCcTpaHAeTCa Ha lekapCTBEHHbIE CpeACTBa, NpeAHasHavYeHHble Ans npodu-
NakTUKN OHKOMorMyecknx 3aboneBaHuil, Tepanun CUMMATOMOB WM MOBGOYHBIX 3PEKTOB XMMMOTEpanuu,
nccnefoBaHUsaM y 340pPOBbIX LOGPOBO/bLLEB, & Takke Ha BakLMHbI, NpenapaTbl KNeTOYHOW 1 reHHON Tepanun.
B HacTosem cTaHgapTe He paccmaTtpusaloTcsa paguodapmMaleBTnyeckne npenapartbl, 04HAKO N3/0XEHHblE
B HEM MOIOXEHNSA NPUMEHUMbI K 3TOW rpynne nekapcTBEHHbIX CPEACTB.

1.1 O6wwne NpUHLMUNbI

Paspa6oTka nto60ro NekapcTBEHHOrO NpenapaTta TpebyeT NPOBEAEHNA UCC/IeL0BaHUI, NO3BOAOLLMX
OLIeHNTb ero hapmMakonormyeckne v TOKCUKOOrMyeckue CBOCTBa NPUMEHNUTENBHO K NpeanaraemMomy Meam-
LIMHCKOMY NPUMEeHEeHUIo. N5 OLeHKN HOBbIX CBOICTB, CBA3AHHbIX C CAMUM NIeKapCTBEHHbIM NpenapaToM um
OCOGEHHOCTSIM €ro MeAWLMHCKOro NPUMEHEeHUs, Kak npaBuo, TpebyeTcs mMoauduKauus «CTaHAapTHbIX»
NPOTOKONOB AOKIMHUYECKNX UCCef0BaHWA.

Ha xop pa3paboTky MOXeT BANATL U UCNOb3yeMblii TEXHOMOrMYeckunii npouecc. B uenom, hapmaveBtu-
yeckas cy6CcTaHuuMs aelicTByloLLEro BeLLecTBa, UCMo/b3yemMas npu NpoBeAEHUN LOKTUHUYECKUX UCCNeno-
BaHWii. [O/MKHA ObiTb BCECTOPOHHE OXapakTepu3oBaHa W ajekBaTHO NpeAcTaBisTb TO AeicTByloliee
BelLLecTBO, KOTOpoe 6yAeT NPUMEHATLCS B KIMHUYECKUX UCCef0BaHNAX.

Kak npaBuno, JOKNMHUYECKNe nccnefoBaHusi, MPOBOAVMbIE B X04e pas3paboTke eKapCTBEHHOTO npe-
napara. 0/MKHbl NPOBOAMTLCS B COOTBETCTBUM C Haanexauleli nabopaTopHoii npakTukoii (GLP).

2 [oKknuHWYeckne nccnepoBaHus, NPoOBOAUMbIE AN U3YUYEHUS
NleKapCTBEHHbIX NMpenapaTos

2.1 dapmakonormyeckme AOKNNHUYECKME UccnepoBaHns

[lo Hauana | hasbl KNMMHUYECKNX UCCNeA0BaHWli NeKapCTBEHHbIX NpenapaToB A0/MKHbI GbITb NONYYeHbl
npeasapuTenbHble faHHble 0 MexaHu3Me(ax) LeicTBUS BellecTBa N MMEIOLLMXCA B3aUMOLenCcTBUAX, a Takke
NoATBEPXAEHO NPOTUBOONYX0NeBOe AeiicTBre. [115S 3TUX UCCNefoBaHUii Ha OCHOBaHUW TepaneBTUYecKoi
MWLLEHN N MexaHn3Ma AeiicTBINA uccnefyemMoro BeLecTsa J0/MKHbI 6biTh BbIGPaHbl Noaxoasiume Mogenu, npu
3TOM He [O/MKEH NCNOb30BaTbCA TaKOW Xe TN ONyX0u, Kak B KITMHUYECKNX NCCe0BaHNAX.

N3paHne opuymnansHoe
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OTn nccnepoBaHnsa MoryT obecneynTs:

- nosly4yeHne JOKANHUYECKNX AaHHBIX, NOATBEPXAAOLMX HAaNMYe hapmakonornyeckoro apdekra;

- MonyyeHue AaHHbIX 4719 PEXMMOB L03VPOBaHNS 1 NOBbLILWEHUS 103,

- nony4veHve nHpopmauum ans Bbibopa BUa NabopaTopHbIX KNBOTHBIX:

- noJjlyyeHne [OMNOJSIHUTENbHON MHhOpMaLMKn No ONpefesieHnt0 HavyalbHON A03bl 1 BbIGOPY Nnadopa-
TOPHbIX 6UOMapKepoB, eC/IN 3TO NPUMEHUMO;

- 060CHOBaHMe COCTaBOB JIeKAPCTBEHHbIX NPenapaTtos, eC/N NPUMEHUMO.

M3yyeHne BTOPUYHBIX hapMakoAnHaMUYECKNX XapaKTEPUCTUK N3y4YaemMoro feincTByoLero BeLecTsa
MOXeT NOMOYb B OL,eHKe ero 6e30nacHOCTM /15 YeN0BeKa, B CBA3W C YeM 3TV XapakTepucTukn pekoMeHayeTcs
U3yuunTb HagnexatyMm crnocobom.

2.2 [lokKnnHnyeckue d)apMaKOl'IOFVILleCKVIe nccnegoBaHusa 6e3onacHocTn

OueHka BO3eicTBNA uccnefyeMoro BellecTsa Ha XN3HEHHO BakHble IYHKLMN opraHn3ma (Bkawovas
CcepAeyHO-CcoCyANCTYI0 CUCTEMY, AbIXaTeNbHYIO U LEHTPaibHY0 HEPBHYIO CUCTEMbI) A0/KHA ObITb NPpOBEeeHa
[0 Havyana KNIMHWYEeCKUX uccnefoBaHuii y YenoBeka: aTu UccnefoBaHnsa MOryT ObiTb NPOBeAEHblI B paMKax
06LLeTOKCMKONOrMyecknx nccnefosanunii. Kak npasunio, 415 HErpbI3yHOB 4OCTATOYHbIMU CHUTAKOTCA NpoBeje-
HMe NoAPO6HbIX KMHUYECKUX OCMOTPOB XUBOTHbIX MOC/NE BBEAEHUSA U3y4aeMOoro BeLecTsa 1 COOTBETCTBYIO-
L ee anekTporpaduueckoe nccnegosaHne. NMposegexHne oTAeNbHbIX (hapMakoornyeckmx nccnegoBaHui gns
060CHOBAaHNA BO3MOXHOCTU NMPOBELEHNSA KTMHUYECKUX NCCef0BaHNI y NaLneHToB C TAXEeNbIMU (TEPMUHASb-
HbIMU)CTaAMAMM OHKOSTOTMYECKOro 3aboneBaHuns He TpebyeTcs. B cnyyae nonyyeHus onpefesieHHblX JaHHbIX,
CBUAETENbCTBYOLWNX O HAIMYMUN [ONONHUTENbHBIX 3HAYUTE/IbHBIX PUCKOB A/ NaLMeHTOB, y4acTBYIOLWMX B
KIMHWYECKNX NccneoBaHusx, cnegyeT pacCMoOTpeTb HE06X0A4MMOCTb NPOBEAEHUSA COOTBETCTBYIOLLNX UCCTIe-
[0BaHuii 6e3onacHOCTU, onucaHHbIX B pykoBogcTBax ICH S7A n/wnu S7B. Bcnyyae 0TCyTCTBMSA 0CO60ro pucka
npoBeAeHne Taknx NCCNef0BaHNA A5 NONYYEHUS pa3peLleHns Ha NpoBeAeHNe KIMHUYECKUX NcCnefoBaHunii
W rocyAapcTBEHHO perncTpaumm He TpebyeTcs.

2.3 ®apmaKkoKMHeTU4yeckue nccrnenosaHms

OugeHka onpefeneHHbiX apMakoKMHeTUYeckux napameTpoB (Hanpumep, MakCUMasbHOW KOHLEeHTpa-
LMV BellecTBa B Nia3me/CbIBOPOTKE KPOBH, Niowaab nog kpueoii (AUC) 1 nepuog noslyBbiBeAeHNS) Y XXUBOT-
HbIX Pa3HbIX BUAO0B, UCMNOMb3YEMbIX B JOKIMHUUYECKUX UCC/Ie40BaHMUAX, MOTYT MOMOUYb B BbI6GOpPE [03. PEXUMOB
[03UPOBaHWS U ackanauyuu o3 ANs KIMHWYEeCKUX uccnefoBaHuii gassl |. JononHutensHas nHgopmMauus o
BCaCblBaAHWUU, pacnpeesneHnn, MeTaboiM3Me 1 BbiBeAEeHUN J0/MKHA GbiTh MOJyYeHa, Kak npasnao, napa-
NeNIbHO C NPOBOAVMbIMU K/IMHUYECKUMU UCCe0BaHNSMU.

2.4 O6LW,0TOKCMKOIOTNYECKNE nccnefoBaHms

OcCHOBHas Lenb KIMHNYecknx uccnegoBanuii | hasbl y 60/1bHbIX C TEPMUHANBHBIMY CTAAUAMU OHKOSIOTU-
yeckoro 3abonieBaHna — oueHka 6e30nacHOCTU lekapCTBEHHbIX NpenapaToB. MpoTokon uccnefoBaHnii aTol
dhasbl MOXET Bk/lOUaTb BBEJleHMe npenaparta A0 MakCUMasibHOW nepeHocumon f03bl (MTD) 1 TOKCUYHOW A03bl
(DLT). TokcmKkonornyeckne nuccnepoBaHnsa ans onpegeneHns Aosbl, He Bbi3blBaloLWwed N060YHbIX ahhekToB
(NOAEL). nnmn otcytcTus adpdpektoB (NOEL) He cunTatoTcs o653aTelbHbIMU A4J15 MONYYEHNS paspeLleHns Ha
npoBeAeHne KIMHNYECKNX NCccnef0BaHnii NPOTUBOOMNYXO/EBLIX NPENAPATOB. YUNTbIBaA 3HAUUTEIbHOE BNNS-
HVe pexumMa [03VMpPOBaHNA Ha TOKCUYHOCTb /IeKapCTBEHHbIX MpenapaToB, NpUbaM3NTeNIbHbIE KIMHUYeckne
CXeMbl 403MPOBaHNA JOMKHBI ObITb U3YyYeHbl B AOKINHUYECKUX UccnefoBaHusax. bonee noApo6HO AaHHBbIN
BOMPOC paccMoTpeH B nogpasgenax 3.3 n3.4.

JlomkHa 6bITb NpoBefeHa oLeHKa BEPOATHOCTU BOCCTAHOBNEHMA (DYHKLMIA Nocne TOKCMYeckoro adphek-
Ta AN NOHUMaHWA 06paTMMOCTM WUAN HeobpaTUMOCTW TSXKEeNbIX NOOOYHbIX 3P EKTOB NEKAPCTBEHHbIX
cpefcTB. B cnyyae Hanmuus cepbe3HOro TOKCUKOI0rMyeckoro achpekta npu ypoBHAX [,03. COOTBETCTBYIOLLMNX
KTMHWYECKNM, Y HEBO3MOXHOCTM NpejcKka3arb TeopeTUyYeckn BOCCTaHOBNEHNE PYHKLWI OT aToro adhdekra,
TpebyeTcs nposefieHVe UCCNef0BaHNsA, BK/OYaloWero nepuos HabnogeHns nocsie OKOHYaHWA BBeeHUS
npenapaTta. YkasaHHas TeopeTnyeckas HaydHas oLeHKa MOXeT BK/1toYaTb 06beM 1 CTeNeHb TAXeCT NaToso-
TMYECKUX N3MEHeHWi 1 pereHepaTuBHbIE BO3MOXHOCTU h3MONOTMYECKOW cucTemMbl/opraHa. nogaseprweiics
TOKCMYecKoMy BO3feicTBuio. Ecnm nccnefosaHve Ans oueHkn obpaTumocTy addpekTa TpebyeTcs, OHO
JO/MKHO ObITb  3aBeplleHo [0 Hayana KAVMHUYECcKMX uccnefosaHuii. MoaTBepxaeHue  MOSHOro
BOCCTaHOB/IEHNA PYHKLMI He cunTaeTcs 06A3aTeNbHbIM.

OO6LLEeTOKCUKONOrMYeckme NccnefoBaHns MasibiIX CUHTETUYECKUX MONEKY 06bIYHO MPOBOAAT Ha rPbI3y-
Hax 1 HerpbisyHax. B oTgenbHbIX cnydyasx, onpegensemMblX UHAMBUAYaTbHO, MOTYT UCNO/b30BaTh afbTepHa-
TUBHbIe NoaxoAbl (HanpumMep, A8 FeHOTOKCUYECKUX NIeKapCTBEHHbIX CPeACTB, MULLEHbIO KOTOPbIX ABAAIOTCA
6bICTPO Aenswmecsa KneTku, oCTaTOYHbIM MOXET cunTaTbCA UCCNefoBaHNe C MHOrOKpaTHbIM BBEAEHWEM
BelllecTBa Ha OAHOM BUAE TPbI3YHOB, NMPU YCMIOBUW, YTO TPbI3YHbl ABMAAOTCA NPUEMIEMbIM BULOM XUBOTHbLIX
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Ansa TOKCUKOormn4eckoro VICC}'Ie,EI,OBaHVIFI). KonnyecTtso BMAOB XNBOTHbIX, BKNOYAEMbIX B O6IJJ,eTOKCVIKOfIOI'VI-
yeckune nccnenosaHusA 6MOTEXHOIOTNYECKNX NekapCTBEHHbIX Npenaparos, onucaHo B pykosoacTtee ICH S6.
TOKCUKOKMHETUYEeCKNe nccnenoBaHns crefyet nposBoanTb, eC/iv 0TO NpUeMnIemMo.

NMpnmevyaHne 1— [InA nccnefoBaHUi y HerpbI3yHoB € rpynnbl A1 KaX40i [03bl 06bIYHO BK/IOYAKT N0 TPOe
XWBOTHbIX KaXA0ro nosa v JONOSHUTENbHO MO ABa KaX/oro nosa Ans HabawaeHNa 3a 06paTMOCTbI0 TOKCUYECKNX 3 -
chekToB (CM. pasfen 2.4). BuccnegoBaHusx, kak npaBuio, 4O/MKHbI UCNONb30BATLCA XUBOTHbIE 060MX NOMOB; UCK/TOUYEHUSA
caML0B WA CaMOK A0/KHbI GbiThb HayYHO 060CHOBAHbI.

2.5 WccnepoBaHnsA penpoayKTUBHON TOKCUYHOCTH

OueHKy ambpuderanbHoOli TOKCUYHOCTY NPOBOAAT ANS NOAyYeHUs MHopmauuy 0 NoTeHUManbHbIX
puckax Ans passuTia aMO6proHa v nnoga y 60/bHbIX C 6€PeMEHHOCTbI0 MW TeX, KTO BO3MOXHO CTaHyT
6epemeHHbIMU. VccnenoBanHust aM6puocheTanbHoi TOKCMYHOCTY NPOTUBOONYXO/1EBLIX NPENapaToB AO/MKHbI
ObITb 3aKOHYEHbI K MOMEHTY NoAayn JOKYMEHTOB A9 roCyAapCTBEHHON perncTpaunm nekapcTBeHHOro npena-
parta. HO MpoBefeHVe 3TUX UccnefoBaHun A4S NONyYEHUSA paspeLleHns Ha KIMHUYecKne MccrnefoBaHus y
60/1IbHbIX C TEPMUHATBbHBIMU CTAAUAMMN 3a601EBaHNA HE cUMTaOTCA 06a3aTebHbIMU. Takke 3Tu uccnefosa-
HMA He cuuTalTCA 0653aTesbHbIMU A1 TOCYAapCTBEHHOW perncTpaumm reHoTOKCUYECKNX NeKapCTBEHHbIX
npenapaTos, MULEHbBIO KOTOPbIX ABAAIOTCA 6bICTPO Aenswmecsa kneTkn (Hanpumep, KNeTkn KOCTHOro mMo3ra,
6asanbHble KNeTkn), Uan nekapcTBEHHbIX NpenapaToB, OTHOCALMXCSA K TepaneBTUYeckoMy Kiaccy, Hannune
OHTOreHeTUYeCcKOo TOKCUYHOCTUN Y KOTOPOro y6eanTenbHO NokasaHo.

WccnepoBaHna am6proheTanbHOM TOKCMYHOCTU MasblX CUHTETUYECKMX MOMEKY 06bIYHO NMPOBOAAT Ha
[ABYX BMAAX XMBOTHbIX, Kak onucaHo B pykosogactee ICH S5. Ecnu B uccnefosaHnv am6pnodeTasibHON OHTO-
reHeTUYecKoli TOKCMYHOCTY BbiSiB/IeHA aMbpuodheTasnibHas NeTanbHOCTb AN TepaToreHHOCTb. NoATBepXAa-
loLMe ncenefosaHma Ha BTOPOM BUAE KUBOTHbIX, Kak Npasnsio, He NpoBoAAT.

OueHka penpoAyKTUBHON TOKCUYHOCTW BMOTEXHOOTMYECKUX NpenapaToB Ha OA4HOM Buge hapMakosio-
rMyeckn NpUroaHbIX N1abopaTopHbIX XUBOTHLIX 0ObIYHO CUMTAETCA AOCTATOYHON. DTa OLEHKa MOXET ObiTb
nposefeHa nyTeM OLEHKU TOKCUYHOCTW B Mepuoj opraHoreHesa Win B UCCNeAO0BaHUSAX, MNaHbl KOTOPbIX
npvBegeHsbl B pykoBoacTee ICH S6. AnbTepHaTuBHbIE NOAX0Abl MOTYT ObITb MCMO/Ib30BaHbI, €C/IM 3TO Hay4HO
060CHOBaHHO. AflbTepHaTUBHbIE NOAXOAbl MOTYT BK/IOYATb OLLEHKY NNTepaTypHbIX AaHHbIX, OLEHKY niaLleH-
TapHOro nepeHoca, NpsAMble UK Henpamble apdekTbl GOTEXHONOIMYECKNX NEeKAPCTBEHHbIX CPEACTB Un
Apyrve cakTtopsbl.

WccnepoBaHune hepTubHOV TOKCUYHOCTW 1 paHHel OHTOreHeTMYecKon TOKCUYHOCTU He TpebyeTcs ans
nonyvyeHns paspelleHns Ha NpoBeAeHne KINHUYECKUX 1ccnefoBaHuii nan rocygapcTBeHHONW permcTpauum
NeKapcTBeHHbIX npenaparos, NpegHasHavyeHHbIX A8 Tepanuu nauuMeHToB C TePMUHANbHbIMU CTaguAaMuU
3abonesaHus. NS OUEHKM BAWAHWA UCCNeAyemMOoro BellecTsa Ha hepTUIbLHOCTb CriegyeT UCNoNb3oBaThb
MHCOpMaLM O ero [AeicTBUM Ha oOpraHbl  PenpofyKTUBHOW CUCTEMBbI, MNOJydyaemyw B Xoje
06LL,eTOKCUKONOrMYEeCKUX nccnefoBaHuii.

MpoBefeHvie nccnefoBaHnii npe- 1 NOCTHaTa/IbHON TOKCUYHOCTU 06bIYHO He TpebyeTca AN NonyvyeHms
paspeLleHnsa Ha NpoBeAeHne KNNHNYECKNX UCCNef0BaHUiA NN rocyjapCTBEHHON perncTpaumm neKkapcTBeH-
HbIX NpenapaTos, NpegHa3HaYeHHbIX 418 Tepanun NayMeHToB ¢ TEPMUHAbHBIMU CTaaMAMM 3aboneBaHus.

2.6 ViccnepoBaHnA reHOTOKCUYHOCTH

MccnepoBaHna reHOTOKCUYHOCTM HE CUMTAIOTCA HEOOXO0AMMbIMU A/15 NOSTyYEeHWNS pas3peLleHns Ha npose-
JeHne KNMHNYeCKNX nccrefoBaHunin TekapcTBEHHbIX Npenaparos, NpeAHa3HavYeHHbIX 415 Tepanum nayMeHToB
C TEPMUHANbHbIMU CTaaMAMN 3a601eBaHnsA, HO AO/KHbI OblTh 3aBEPLUEHbI K MOMEHTY Nofayn LOKYMEHTOB Ha
rocyfapcTBeHHylo perucrpauuio (cM. pykooactBo ICH S2). OTHOCUTE/IbHO 6GMOTEXHOIOrMYECKUX Jiekap-
CTBEHHbIX CPEACTB C/ieflyeT BbINOMHATL NONOXeHUs pykosoacTtea ICH S6. Ecnu pe3ynbtartsl nccnefosaHns
reHOTOKCUYHOCTM in Vitro NOsIOXMTE NbHbIE, UCMbITAHUSA in ViVo MOTYT He noTpe6oBaTbCS.

2.7 WccnepoBaHnA KaHLEPOTOHHOCTH

B pykosoactee ICH S1A onucaHbl NoAxXoA4bl K OLEeHKEe KaHLepOoreHHOCTU MPOTUBOOMYXO/IEBLIX feka-
PCTBEHHbIX CPEACTB. VX npoBeaeHne He TpebyeTcs AN rocyAapcTBEHHON perncrpaumm 1eKapcTBEHHbIX npe-
naparoB. NpefHa3HaYeHHbIX 418 Tepanun nauneHToB ¢ TEPMUHA/IbHBIMKU CTafnMAMN 3a60n1eBaHns.

2.8 NccnepoBaHusa MMMYHOTOKCUYHOCTH

KOMMOHEeHTbI N1aHoB Uccne0BaHUs 06LLell TOKCUYHOCTM CUMTAIOTCS, Kak NPaBusio, 4OCTATOUHbIMY A5
OLEHKM MMMYHOTOKCMYECKOro noTeHumana 60/bLUNHCTBA MPOTUBOOMYXO/EBbLIX /IEKAPCTBEHHbLIX CPEACTB U
4ns nocneaytoweil nogaun [OKYMEHTOB Ha roCyAapCTBEHHYIO peructpauuio. Mpu n3yyeHun MMMyHOMOoAYNs-
TOPOB BO3MOXHO NOTpeGyeTcs BKIOUEHWE B MPOTOKOS UCCNEeA0BaHWs LOMOSHUTENbHbIX KOHEUYHbIX TOUeK
(Hanpumep, UMMYHOHEHOTUMMPOBAHME METOLOM NPOTOUHO LLUTOMETPUM).
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2.9 WccnepoBaHue poTtobesonacHocTyn

MpeaBaputenbHasa oueHKa pOoTOTOKCMYECKOro NoTeHumana, OCHoBaHHasA Ha hOTOXMMUYECKNX XapakTe-
puUcTmKax NeKkapCcTBEHHOro CpeACcTBa U AaHHbIX APYrMX BeELLeCTB 3TOr0 knacca, 4o/HKHa O6biTb NpoBejeHa Ao
Hauasna K/IMHNYeCKUX nccnefoBaHuii | chasbl. ECnm aTu faHHbIe CBUAETENLCTBYIOT O HA/IMUYMM BEPOSITHOTO pyC-
Ka. TO NpU KIMHUYECKNX UCCef0BaHNAX JO/MKHbI OblTb NPYHATLI COOTBETCTBYOLME 3alUWTHbIe Mepbl. Ecnu
puck poT06€301aCHOCTM HE MOXET ObITb a4eKBATHO OLEeHEH Ha OCHOBAHWUN AOKINHUYECKNX AaHHbIX UK KNK-
HMYECKOro onbITa, TO 4719 roCyAapCTBEHHON pernctpaumm Ao/mkHa 6bITb NpoBeAeHa oLeHka choTtobe3onacHoc-
TV B COOTBETCTBMM C NoAgxo4amu, U3f0XeHHbIMU B pykoBoacTee ICH M3.

3 JoKnnHn4yeckne faHHble, HEO6X0,CI|I/IMbIe Oonda nonyvyeHuma paspewieHnsa
Ha KNMnHn4dyeckne nccraenoBaHunsa m Focy,ﬂ.apCTBEHHOVI pernctpayunmn

3.1 HayanbHaagosapfns NnepBoro BBeAEeHNA YenoBeky

Bbi6op HavanbHOM A03bl 3aK04YaeTCcs B onpeaeneHnn fo3bl 1ekapcTBEHHOIO CpeAcTBa, kotopas byaeT
oka3blBaTb (hapmakosniornyeckuii athgekt n aBnsieTcss 060CHOBaHHO 6€30NacHO ANA NPUMEHEHUS Yy YenoBe-
ka. BenmumHa HayanbHoW 403bl 0/HKHA ObITb HAYYHO 060CHOBaHA C UCMONb30BAHMEM BCEX UMEIOLLMXCS [OK-
NIMHWYECKNX JaHHbIX (TO eCcTb (hapmMakokogmMHamuka. hapmMakokMHeTKa, TOKCUKOI0orus); ee BbI6Op caenaH ¢
MCNONb30BaHNEM Pa3/IMYHbIX MOAXOA0B (CM. NpumMeyaHune 2). na 60nbLMHCTBA MasblX MOJIEKY/T, BBOAUMbIX
CUCTEMHO, A1 MEXBUA0BOI0 MacTabupoBaHns [,03Y XUBOTHbIX Pa3/IMYHbIX BULOB A0 3KBUBAJIEHTHbIX 403 Y
yesnioBeka 06bIYHO MCMOMNb3yeTCA HopManusaumsa 4o3bl No Naowaan NoBEPXHOCTU Tena. Takke u Ana Manbix
MOJIeKy/, 1 ANa 6UOTEXHONOrMYECKNX MpenapaToB MOXeT UCNONb30BaTbCA MEXBUA0BOe MaclTabypoBaHue
Ha ocHoBe Macchl Tena. AUC v apyrnx napameTpoB 3KCNO3nLUN.

[na 6uotexHonornyecknx npenapatos, ob6nafarlumnx UMMYHHbIM aroHM3MOM. cfefdyeT NpoBOAUTb
BbI6OP HAYaIbHOM 4,03bl CUCNO/b30BaHNEM MUHUMabHOT0 0XnaaeMoro 6uonornyeckoro apgekra (MABEL).

MpumeuvaHnune 2— O6WMI Noxoa ANs GONbLWKMHCTBA MasbiX MOJeKy 3ak/oyaeTcs B yCTAHOBAEHUN Havalb-
HOli f03bl Ha ypoBHe 1/10 Tsxenoi Tokcuyeckoi fo3bl y 10 % xunBOTHbIX (STD10), rpbi3yHOB. Ecnn dhapmakonornyecku
Hanbonee NpuemMsieMbIMU SIBASIKOTCA HErpbi3yHbl, TO afleKBATHO cuMTaeTca HavyanbHasa f4o3a B 1/16 HaWBbIClW el HeTsaxXe-
noit Tokcuyeckoin fosbl (HNSTD). HNSTD onpefensiioT kak HauBbIcllas f03a, KOTOpasi He Bbl3bIBAET CMEPTHOCTU, TsXe-
NbIX XU3HEYrpoXarLmnx ToKCuyecknx appekToB N Heo6PaTUMbIX UBMEHEHUI Y XXKNBOTHbBIX.

3.2 Jckanauus fo3 M Hambonblasa 403a B KIMHUYECKUX UCCNEL0BAHNSX

Kak npaBwo, ©crnosib3oBaHHast B AOKTMHUYECKNX UCCMEL0BAHNSIX HanGo bLUast 403a UINIKCNO3NLUS He
ABNAETCA OrpaHnyYeHnem 45 ckanaumm 403 Uav Hanbonblueil 4o3bl Y YenoBeka, NPUMEHSIEMON B KNIMHUYEC-
KOM MCCNef0BaHUN Y OHKONOTUYECKUX 60/bHbIX. ECNN B JOKNMHUYECKUX TOKCUKOMOTMYECKUX UCCIeJOBaHNSAX
MoJlyYeHbl CTyneH4YaTble (TECTHUYHOOOPA3HbIE) KPUBbIE [03a—O0TBET U/IN IKCNO3NLNS—OTBET UMW B C/lyvae
OTCYTCTBUSI NPOTHOCTUYECKOTO Mapkepa /15 TAXe 10/ TOKCUYHOCTM ciedyeT UCnob30oBaTh 60/1ee Masibie, Yem
06bI4HO, NPONOPLUM AN cKanauum o3kl (Apo6HOe YBENUYEHMe, a He ABOIHOoE).

3.3 4NuUTeNnbHOCTb U rpadiuk NpoBeeHUss TOKCUKOMOTMYEeCcKUX nccnefoBaHuii, Heo6xoaMMbIX
ANs Hauyana nepBbiX KNMHWYECKUX NCCNeA0BaHUI y YyenoBeka

B KNMHWYECKMX UCCneoBaHusaX | hasbl eueHne MoOXeT 6biTb NPOAO/MKEHO CyYeTOM OTBeTa NauueHTa, 1
B 3TOM C/lyyae He TpebyeTcsi NpoBefieHNe HOBOFO TOKCKKOSIOTMYECKOTO UCCNefoBaHUs 4n1s 060CHOBaHMs
NPOLOMXUTENBHOCTM  Tepanuu, NpeBblllawleli  ANNTENbHOCTb  3aBEPLUEHHOTO  TOKCUKOJSIOTMYECKOTro
nccnefoBaHus.

[Jm3aiiH JOKNMHUYECKNX UCCNEef0BaHWIA AO/MKEH ObITh TLATENBHO NOA06PaH, YTO6bI YYeCTb pasfinyHble
PeXVMbl 103MPOBaHNS, KOTOPbIE MOTYT GblTb UCMO/Ib30BaHbI B NEPBbIX KTMHUYECKUX UCCNef0BaHusAX. He Tpe-
6yeTcsi 06ecneynTb NOHOE COBMNafeHNe PeXxMMoB A03MPOBaHNSA B KIMHUYECKUX U AOKTUHUYECKUX UCCefo-
BaHWAX, OLHAKO AAHHbIX TOKCMKOMOTUYECKUX UCCNEe0BaHNUi fLOMKHO BbiTb AOCTATOYHO A/ 060CHOBAHUS
KMHNYECKOl [03bl U peXxuMa J031poBaHus, a Takke AN onpeaeneHnst TOKCUYeckoro noteHyuana. Hanpu-
Mep. 0AVH (haKkTop, KOTOPbI MOXHO MCNO/b30BaTb, 3TO NMEPUOS NOYBbIBEAEHUS Y NaGOPaTOPHbIX XUBOTHBIX,
MCNO/Ib30BaHHbIX B UCC/IEA0BAHNM, U NPOFHO3UPYEMbIli (UM U3BECTHLIN) Nepuos nosyBbIBEAEHUS BELLeCcTBA Y
uenoBeka. [ipyrve faHHble MOTyT BK/HOUATb OLeHKY 3KCMOo3ULuUKM, Npodn/ib TOKCUUYHOCTU, HAChILEHNE peLen-
TOpoB UAp. BTabnvue 1 npuBefeHbl NPUMepbl PEXVMOB 403MPOBaHUS BAOK/TMHUYECKNX NCCIeA0BaHNSX, Hau-
60/1e€e 4acTo UCMOo/b3yeMbIX NpU pas3paboTke NPOTUBOOMNYXONEBLIX NEKAPCTBEHHbLIX NPENAPATOB U KOTOpbIe
MOTYT WCMOJIb30BaTbCA W A/151 MasiblX MOJEKyN, W 415 GUOTEXHONOTMYECKUX NIEKAPCTBEHHbIX MPEnapaTos.
B cnyyae OTCYTCTBUA AaHHbIX AOKAVHUYECKUX UCCefoBaHui, Tpebyembix A/ 060CHOBaHWUS W3MEHEHUs
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KNVUHUYECKNX pexnmMmoB A03mpoBaHUA, A0CTATOYHO [AaHHbIX AOONOJ/IHUTE/IbHOTO TOKCUMKO/0IrM4ecKoro
nccnegoBaHna y oqHoro Buaa na6opaT0prlx XNBOTHbIX.

3.4 MpoaoMXNTENbHOCTb TOKCUKONIOTMYECKUX UCCNefoBaHUil ana 060CHOBaHUS npoAosika-
HOLWNXCA KTNHUYECKMUX CCNefoBaHUli U Tocy[apcTBEHHOW perncrpauum

[JaHHbIX JOKIMHUYECKNX UCCNEef0BaHUiA, HEO6X0AMMBIX A5 MOMyYeHUsi paspeLleHus Ha npoBedeHue
KNMHNYECKMX UCCneoBaHuii | oasbl, v 4aHHbIX KMHUYECKOTO 1cCeaoBanus | dyasbl, Kak NpaBuso, 4oCTaTou-
HO /1A HaYana KIMHUYECKUX nccnefoBaHuii Il hasbl v Tepanuio OHKONOTMYECKUX 60MbHBIX 1 UNn 2 AUHUKN. Ans
060CHOBaHMS NMPOAOHKEHNS KIIMHUYECKUX NCCNeA0BaHU NPOTMBOOMYXO/EBbIX IEKAPCTBEHHbIX MPENapaToB
y 60/bHbIX C TEPMUHANBHBIMK CTaaMAMU 3a6oneBaHust U Havana lll pasbl KAMHUYECKUX UcCieaoBaHuii
[OMKHbI GbITb NPEeACTaBNEHbI Pe3ynbTaTbl UCCNeA0BaHNI C MHOFOKpaTHLIM BBeleHeM npenaparta npofos-
XUTENbHOCTBLI0 3 Mec C MpegnonaraemMbiM B KIMHUYECKMX UCCEA0BAHUAX PEXUMOM A03UpoBaHus. Ons
peructpaumy 60/MbLUMHCTBA MPOTUBOOMYXONEBLIX NIEKAPCTBEHHbLIX MpenapaToB AfA Tepanuu GOSbHbIX C
TEPMUHANBHBIMM  CTaAMAMY  3a60/1eBaHNs  [OCTATOYHbIM CUMTAKTCSH [LOKMIMHUYECKME WCCNEL0BaHUS
NPOLOIKNTENLHOCTLI0 3 Mec.

[N 060CHOBaHUS NaHMPYEMbIX U3MEHEHUI B PEXUM 03MPOBaHKsA Npenaparta Heo6xXo4UMo NPOBECTU
OLEHKY MMEIOLMXCA KIMHUYECKUX AAHHbIX. ECAIM UMEIWMXCA KIAMHUYECKUX AAaHHbIX HegoCTaTouyHO Afs
060CHOBaHMS U3MEHeHUii pexuma, Heo6X0AMMO pacCcMOTPETL (DAKTOPbI, ONMUCaHHbIE B Nogpasaene 3.3.

3.5 KombuHauna nekapCTBEHHbIX NpenapaTos

NekapcTBeHHble CpeAcTBa, KOTOpbIe NNaHUPYeTCA NPUMEHSTL B KOMOMHAaLWK, AOKHbI ObITh TWATENbHO
n3yyeHbl B UHAMBUAYAbHBIX TOKCUKOMOTMYECKUX nccnefoBaHnax. JlaHHble, Heo6xoAnMble 4151 060CHOBaHNA
MCMNO/b30BaHNA KOMOUHaL UM NpenapaTos, JO/MKHbI ObITb NpeAcTaBieHbl 40 Hayana KIMHUYEeCKoro uccniepo-
BaHWA. B 60nbLUMHCTBE ClyyaeB TOKCUKOIOTMYECKME UccnefoBaHna no oueHke 6e30nacHOCTY NPUMEHeHUs
KOMOGUHaLW NekapCTBEHHbIX NpenapaTos, NpeAHasHavyeHHbIX 415 Tepanumn 60/bHbIX C NO34HUMY CTagUSAMM
OHKOJI0rMyeckoro 3abonesaHus, He TpebyeTtcs. Ecnv npouib TOKCUYHOCTYM /15 YesloBeKa nccieyemMbix npe-
napartoB 6bl/1 onpeAesneH, AOKINHNYEeCKne NCcefoBaHuns Nno oLeHke X KoMbruHauum, kak npasuo, He Tpeby-
toTcA. B cnyvae nccnepoBaHus KOMGUHaLMKW, OAVH 13 KOMMNOHEHTOB KOTOPOW HaxoAMTCA Ha paHHel ctagum
pa3paboTku (T. e. npodnb TOKCUUYHOCTU /1 YeNOBEKA He Obl/1 onpeaesieH), 40/MKHO 6bITb NPOBeAeHO hapMa-
Konornyeckoe uccneposaHne na 060CHOBaHWA NPUMEHEHUs KOMOuHauuu npenapaTos. [laHHble Takoro
nuccnenoBaHna [o/MKHbI NOKasaTb yBenmyeHne hapmakonornyeckoil akTMBHOCTU NPY OTCYTCTBUM 3HAYUTE b-
HOro yBe/IMYeHNA TOKCUYHOCTU, B UCCNEA0BaHNM UCMOMb3YIOT OrpaHNYeHHOe KOIMYECTBO KOHEYHbIX TOYeK,
TakMx Kak CMEpPTHOCTb, K/IMHWYECKUe MPOSB/IEHMS M Macca Tefna XMBOTHbIX. Ha ocHoBe wuMmelouielics
MHOpPMaUMN AOMKHO ObiTb MPUHATO pelleHne O HeobXoAMMOCTU CheLMasbHOro TOKCUKOMOrMYyeckoro
nccnenoBaHna KOMOMHaLUM 1eKapCTBEHHbIX CPELCTB NN ee OTCYTCTBUN.

3.6 [loknnHUYeckne uccrnenoBaHus, HeobxoauMble AN Hayana KAMHUYECKUX UccnepoBaHui
y peTei

OCHOBHOi NPUHLMN U3ydeHUst 6O/bLLIMHCTBA NPOTUBOONYXO/EBLIX /IeKapCTBEHHbIX NPenapaToB B Ku-
HUUYECKNX UCCNefoBaHUsAX Y AeTeil 3aknoyaeTcs B onpeeneHnn 0THOCUTENTbHO 6e30MacHoii 403kl Npenaparta
AN B3POC/bIX /TI0AEN 1, 3aTEM, B OLLEHKe ONpeae/eHHOl YacTy 3TON 403bl B NepPBbIX KIMHUYECKUX UCC/iefoBa-
HUSAX Y AeTeil. OnucbiBaeMble B HACTOSALLEM CTaHAapTe NoAXO0/bl MO AOKANHUYECKAM UCCNeoBaHNAM feka-
PCTBEHHbIX CPEACTB NPUrOAHbI U AN NejuaTpuueckux nccnefoBanuii. Kak npasuno, 4ns BkaoueHus aeteii B
Uncno NauueHToB, A/1s KOTOPbLIX NpefHa3HaYaeTcs NPOTMBOONYXO/IeBbIi npenapaT, He TpebyeTcs NnpoBese-
HWEe nccneaoBaHuii y HEMOOBO3PESbIX XMBOTHbLIX. HE06X0AMMOCTbL NPOBEAEHNS TaKUX UCC/Ie0BaHWii creay-
eT paccMartpuBaTb TO/IbKO B Tex C/iyyasix, Korga AaHHble 0 6e3onacHocTu npenapata Asi yefioBeka U
npeflecTByolmMe AOKINHUYECKME UCCNef0BaHUA Y XUBOTHbLIX CUATAKOTCA HEAOCTATOUHLIMU AN OLEHKU
6e30nacHOCTY B Npegnosiaraemoii neanaTpuyeckoil Bo3pacTHoit rpynne.

4 [Jpyrve Bonpochbl

4.1 KoHblOrMpoBaHHbIe npenaparthl

KoHblornposaHHble npenapartbl NnpeacTaBnatoT coboii NnekapCTBeHHble cpeacTea, coegnHeHHbIe KoBa-
NEeHTHbIMW CBA3AMMN C MOIEKYNNaMN HOCUTENA, TaKUMU KakK 6enku, nunuasl uny caxapa. OueHka 6e3onacHocTU
KOHBIOraToB SIBNSIETCA OCHOBHOM 3a,qaqe|7| VICCI']ep,OBaHI/IVI. OueHka 6e3onacHocTn HEKOHBHIMpOoBaHHbIX
BelwecTB, BKIKOYasA UCNO/b3yeMble areHTbl KOHbHOIMpoBaHNA. MOXeT ObITb orpaqueHHoM. [,0mMKHBI ObITb
nony4vyeHbl AaHHbIE O CTabuNbHOCTU KOHBIOraToB B Nasme na60paTopr|x XWBOTHbIX U Yenoseka. Npu ToKcu-
KOKMHETUYECKOM nccrieaoBaHum cnepnyet oueHnBaTb KWNHETUKY KOHBHOIMPOBAHHOIO N HEKOHBHOIMPOBAaHHOIO
KOMMOHEHTOB Noc/ie BBeAeHUA KOHblorara.
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4.2 JlunocomanbHble npenapartbl

Ecnn Ge3onacHOCTb BeLecTBa, NMOMELLAEMOro B SIMNOCOMY, 6biia MOMHOCTHLIO OXapakTepr3oBaHa,
MosHOe M3y4eHune NMNoCcoMasnbHOro npenapara npoBoAnTb He TpebyeTcs. Mpu HEO6X0ANMOCTM OLeHKa 6e30-
MacHOCTW A0/MKHA BK/TKOYATb TOKCHKOJIOTMUECKYH OLLEHKY IMMOCOMAasIbHOTO Npenapara v orpaHuyeHHyH OLeH-
Ky [eicTBylllero BelwecTBa W HocuTens (T.e. OTAE/NbHbIE MOATPYNMbl B pamMKax TOKCMKOMOTMUYECKOrOo
uccnefoBaHust). ONMUCaHHbI NOAX0A MOXET TaKKe NMPUMEHSATHCA K A4PYTUM NOX0XMUM HOCUTENsIM. Mpu Heo6Xo-
AVMOCTU Takxke criefyeT NpoBECTV TOKCUKOKMHETUYECKYIO OLIeHKY SIMMOCOMasibHOro npenaparta. B Takom
nccnefoBaHUM, ecnv BO3MOXHO, OLEHMBAETCS KMHEeTUKa CBOGOJHOTO KOMMOHEHTa W /IMMOCOMasbHOro
npenapaTa noc/e ero BBeeHWSI.

4.3 OueHka MeTaboMTOB IEKAPCTBEHHOTO CpeacTBa

B HEKOTOpbIX ClydYasx MeTabonuTbl TEKAPCTBEHHOTO CPeACTBa, BbISIB/IEHHbIE MPY UCCNELOBAHUN Y
yesioBeka, He Gblv OLEHEHbI B JOKINHNYECKNX UCCNIea0BaHuAX. Kak npasuio, ANs KAMHUYEeCKUX nccienosa-
HUIA y NaLMeHTOB C NO34HMMU CTaAusAMY 3a60/1eBaHNsA He TpebyeTcs NpoBeeHNs OTAeIbHOro UCCNef0BaHuns
3TUX METABO/ITOB.

4.4 OueHka npumecei

TpeboBaHuA K NpefeibHOMY COAEPXaHWI0 NprMeceii B lekapCcTBEHHOM CpeACTBe OCHOBaHbI Ha A0Myc-
TUMOM pUCKe, Kak yctaHoBneHo pykosogcteamu ICH Q3A 1 Q3B. lMNpeBbilleHne yCTaHOBNEHHbIX 3TUMUN PYKO-
BOACTBaMV MpefAesioB CoOAepxaHua npuMecein 4ONyCTUMO B C/lyvyae NpPOTUBOOMNYXOMEeBbIX NEKAPCTBEHHbIX
CpefcTB, COOTBETCTBYIOLLee 060CHOBaHWe NPeCTaBNAeTCA B perncTpaunoHHom gocbe. O60CHOBaHe MOXeT
cofiepxaTb onucaHne 3abonesaHus, AN NevYeHnss KOTOporo npefHasHavyeH npenapart, rpynnbsl NauueHTos,
XapakTepucTukn AelicTeylollero sewectsa (hapmakonornyeckne acphekTsl, reHOTOKCUYHOCTb. KaHLeporeH-
HOCTb UT. ,q.), ONUTENbHOCTb Tepanun, BIMAHWE CHUKXEHUA coaepXXaHna npuMmecn Ha TEXHOMOTMYECKUiA npo-
uecc. OueHka NpuMecH MOXEeT BK/oYaTb TakkKe pacCcMOTpeHue [03 WM KOHUEeHTpauuii, U3yyYeHHbIX npu
AOOKNUHNUYEeCKUX nccnegoBaHnAax, OTHOCUTETbHO KNTMHNUYECKNX 003.

[naycTtaHoBNEHWA NpefenbHOro coAepXaHus reHOTOKCUUHbIX NpuMecel 6bl/IM NPUMEHEHbI Pa3finyHble
noAxofbl HA OCHOBE MOBbILLIEHNSA PUCKa KaHLeporeHesa B TeYeHne Xn3Hu. [laHHble Tpe6oBaHUs He NPUMEHUMBI
ONA NeKapCTBEHHbIX NpenapaTos, NpeAHa3Ha4YeHHbIX A8 Tepanun nayMeHToB ¢ NO3AHMMWN CTaaNs MU OHKO0-
rmyeckoro 3aboneBaHns, U NpUBEAEHHbIE Bbille MOAXOAbl MOryT ObiTb MCMO/Mb30BaHbI 418 YCTaHOBNEHMWSA
60/1ee BbICOKMX NpPefenoB cogepxaHus npumeceii. MNpumecn, KoTopble NpeacTaBAslT cO60in MeTabonnThbl,
NPUCYTCTBYIOLLME Y XXUBOTHbIX U/MNN YenioBeKa, Kak NpaBuio, CYNTaATCA HOPMUPOBAHHbLIMU.

Ta6nuya 1— MNpumepbl PeXUMOB LO3MPOBAHNA NPOTUBOONYXO/IEBbIX IEKAPCTBEHHbBIX CPEACTB B JOKIUHNYECKNX NC-

cnefoBaHuAX, NPOBOAUMbBIX ANA NEPBbLIX KINHUYECKUX UCCNefoBaHNi

MpUMEpbI PEXMMOB A03VPOBAHUS B LOK/IMMNUCCXUX
PexuM 103MpoBaHUs B KIIMHUKE

ncenenoBaHnaxb™* >

OAauH pas kaxable 3—4 Heg. OfHokpaTHOe BBefeHMne

EXe[HEBHO B TeYeHUe NATH AHEN Kaxable 3 Hep. EXeAHEBHO B TeYeHUe NATU fHel

EXeAHEBHO B TEYEHUE NATU-CEMU AHEN, Nepemexato- EXeAHEBHO B TeYeHUe NATU—CEMU AHEN, nepemexa-
uue Hepg. owmne Hegenn (2-4030BblIW LWKN)

OfAuH pa3 a Hefento aTeyeHne 3 Hef.. HedenbHbI ne- OfVWH pa3 B HEAleNto B TeYEHWe Tpex Hep.
pepbiB

[Ba-Tpu pasa B Hegenw [Ba-Tpu pasa B Heflefio B TeYeHne YeTbipex Hea.

ExeaHeBHO EXefHeBHO B TeYeHne yeTbipex Hej.

ExeHegenbHo OaunH pa3s a Hegento AN YeTblpex-naTu 403

" B Tabnuue npepcraeneHa asa fo3MpoBaHnA. JNUTENbHOCTb TOKCUKONOTMYECKOW OLeHKU Npu AOKNNHUYECKNX
nccnefoBaHUAxX AosxHa 6bITb Hay4YHO 060CHOBAHA C YYETOM 0XUAAEMOTo NPoduas TOKCUYHOCTU U KIMHWYECKOTo pe-
Xuma fo3vposaHusa. Hanpumep, cneayet npefycMoTpeTh NaTonorMyeckoe nccnefoBaHne XMBOTHbIX Yepes KOpoTKUii
NPOMEXYTOK BpeMeHU nocne gasbl BBEAEHUA NpenapaTa A5 OLeHKN PaHHUX TOKCUYECKUX NPOosiBNEHN n yepes 6onee
ANUTENbHbIA NPOMEXYTOK — AN OLEHKN No3fHell TOKCUYHOCTK.

*' Bbonee nogpo6HO rM6KOCTb B3aUMOCBA3N KIVHUYECKOTO pexuma A03MpoBaHnNsa U JOKINHNYECKUX nccnenoBaHunii
paccmoTpeHa B nogpasgene 3.3.

" TMpepacTaBneHHble B Tabanue pexumbl A03MPOBAHNA He cOofepXaT Nnepuoj BocCTaHOBAEeHUS (CM. pasfen 2.4 un
npumevaHue 1 B OTHOLWEHUN 3TOrO Nepuoja).

A> PeXuMmbl 4,03MpPOBaHUS, ONUCaHHble B Tabnuue, MOryT 6biTb U3MEHEHbBI, €C/I HEO6XOAMMO, ANSA BELWeCTB C yAnu-
HEHHbIMKU (hapmakoAuHamuyeckumu adpekTamun, AANHHLIM NEPUOLOM NONYBbIBEAEHUA. PUCKOM aHadnnakTuyecknx
peakumnii. Takke cnefyeT yunTbiBaTb BO3MOXHblE UMMYHOTE€HHblEe 3 ekTbl (cM. ICH S6 nnn FTOCT P 56699.
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Mpunoxexune A
(cnpaBouHoe)

CBefleHNsi 0 COOTBETCTBMMN CCbIJIOYHbIX MEXAYHAPOAHbIX CTAH4ApPTOB
HauMoHaNbHbIM cTaHaapTam Poccuiickoii ®egepayun

Ta6nnuya OAL

O603HaueHNe CCbINOYHO
MeX/yHapoAHOro cTaHzapTa

ICH S7A

ICH S7B
ICH S6

ICH S5
ICH S1A
ICH M3

ICH Q3A
ICH 038

CreneHb
COOTBETCTBUS

0T

0T

oT

O603HayeHve 1 HanMeHoBaHue COOTBETCTBYHLWE HauMoHa/IbHOTO cTaHaapTa

FOCT P 56700— 2015 «JlekapCTBeHHble cpeAcTBa A9 MeAULWHCKOro
npumMeHeHns. [oOKNnHMYeckue apmakosiornieckue uccnefoBaHus
6e3onacHocTu*

*
FOCT P MCO 56699—2016 «JlekapCcTBeHHble cpeacTBa A1 MEAULNH-

CKOro npuMeHeHus. [loknnHuYeckne uccneposaHns 6esonacHocTu 6uo-
TEXHO/IOTUYECKNX NIeKAPCTBEHHbIX NpenapaTos. O6LMe pekoMeHAaLum»

*

*
FOCT P 56701—2015 «JlekapCcTBeHHble cpeAcTBa A9 MeAULUHCKOTO
npuMeHeHnsi. PyKOBOACTBO N0 NAIaHWPOBAHUIO LOKINHUYECKUX Nccneno-

BaHMii 6€30MaCHOCTU C Le/iblo MOCNEeAYIOLWEero NPOBEAEHNs KINHUYEC-
KUX WCCNEef0BaHunii U perucTpaymmn nekapcTBEHHbIX CPEACTB»

* COOTBETCTBYIOLWMA HALMOHANbHbI CTAHAAPT OTCYTCTBYET. [lO €ro NpUHATAA peKoMeHAyeTCsl UCNob30BaTh Mne-
peBoO/, Ha pPyCcCKUil A3blK AHHOTO MEeXAYHapoAHOro AOKyMeHTa.

MpumevaHne — 8 HaCTOﬂU.l,eVI Tabnuue McnonbL30BaHO crnejyuiee ycnoBHOe o603HayeHne cTeneHn cooT-

BETCTBUA CTaHAapTOB:

- IDT — nAeHTUYHblEe CTaHAAapPThI.
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