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BBepeHue

HacTosiuui ctaHgapt onpegensieT obLme npuHLMnbl NIaHUpoBaHUA 4OKMUHUYECKUX UCCNEeaoBaHUiA B
xoae paspaboTku NPOTUMBOOMYXONEBLIX NEKAapCTBEHHbLIX CPEACTB, YTO AOMMKHO cnocobeteBoBaTh Gonee
6bICTpol pa3paboTke HOBLIX NMpenapaToB U 3alMUTE NaUMEeHTOB OT HEHYXXHbIX NOBOYHBIX 3dhhekToB, a Takke
obecnevnTb pauuoHarnibHOe WUCMoNb3oBaHUe NMabopaTopHBLIX XUBOTHBLIX B COOTBETCTBUM C MpakTukon 3P
(cokpaweHune/onTuMmsaumsi/sameHa). CtaHgapT cOAEPXWUT pekoMeHAauuu No  AOKIMHUYECKOW OueHke
nekapcTBEHHbIX NpenapaToB, HeobxoAUMOoN AN NPUMEHEHNS B KITMHUYECKUX UCCeAoBaHUAX Y NauneHToB
C reHepanu3oBaHHbIMU cTagusiMu 3abonesaHnst u orpaHUYEeHHbLIMU BO3MOXHOCTAMU TEpanuu.

Hacroawuin ctangapt uaeHtudeH Pykosoactay ICH S9 no aokMHuyecknum nceneaosaHnsm NpoTuso-
onyxonesbix nekapcteeHHbIX cpeacTs (IDT ICH S9 Nonclinical evaluation for anticancer pharmaceuticals)
MexayHapoaHoi KoHdepeHLUMM No rapMoHU3aLnK TeXxHUYeckux TpebosaHuii AnNa perucTpaumm nekapcTeeH-
HbIX CPeaACTB ANA MeauuMHCcKoro npumeHeHus (International Conference on Harmonisation of Technical
Requirements for Registration of Pharmaceuticals for Human Use; ICH)".

1) C 25 oktabpsa 2015 r. nepeumeHoBaH B MexayHapoaHbIli coBeT no rapmonusaumm (Council for Harmonisation
ICH).
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HAUUWOHANbHBLIA CTAHJOAPT POCCUNCKOWNW OSGEREPALMUMN

JNIEKAPCTBEHHbIE CPEACTBA ANA MEAULUMHCKOIO NPUMEHEHUA

JoknuHu4yeckue uccnegoBaHus npoTUBOONYXOJIEBbIX NeKapCTBeHHbIX cpeacTB

Medicines for medical application.
Nonclinical evaluation for anticancer pharmaceuticals

DaTta BBegeHua — 2017—05—01

1 O6nactb NpMMeHeHus

HacToswwii ctaHaapT pacnpocTpaHsaeTcs Ha NlekapcTBeHHble CpeAcTBa, NpeaHasHavYeHHble Ansa Tepa-
MM OHKOMOTrMYecKX 3aBoneBaHunil y NaLMeHToB C TAXENBIMU M KUSHEY T poXaloLL UMy cTaamamu 3abonesaHuns.

CTaHgapT pacnpocTpaHsieTcsl Ha BellecTBa, nofyyaemble METOAOM XUMUYECKOro CUHTe3a, 1 BuoTex-
HOJIOrMYecK1e NekapcTBEHHbIE CPeACTBa BHE 3aBUCUMOCTU OT NyTU BBEAEGHUS.

CTaHgapT onuckiBaeT TWMbl U BpeMsl poBeAeHUS AOKIUHUYECKUX UCCNEA0BaHNN C y4eTOM KNMHAYECKO
paspaboTku NpenapaTtos. Takke B HeM NpUBeAEHbBI MUHUMarbHbIE YCIOBUS AN Havara MUIOTHLIX KNMHUYeC-
KX MCcriedoBaHuii y NaLuMeHToB ¢ NO3AHUMU CTaauAMKN 3aGoneBaHusi, C Pe3UCTEHTHBLIM TeueHueM 3aborne-
BaHWS B OTHOLLEHWUM UMEeOLLEeCA Tepann Uik ee OTCYTCTBUM.

[JaHHbIli cTaHOapT He PacnpPOCTPaHAETCA Ha NekapcTBEeHHbIe CPeACcTBa, NpeAHasHaYeHHble Ansa npodu-
NaKTUKA OHKoMornyeckux 3abonesaHWid, Tepanuu CUMNTOMOB UMK NOGOYHBIX 3¢hdeKToB XumuoTepanuu,
“ccneaoBaHUaM y 300p0BbIX A0GPOBOMbLEB, a TAKKe Ha BakUMHbI, NpenapaTsl KNeTOYHOM 1 reHHON Tepanuu.
B HacTodlleM cTaHOapTe He paccMmaTpuBaloTca paauodgapmaleBTuyeckue npenaparhl, 0[HaKo U3MNokKeHHbIe
B HEM MOMNOXKEHWS MPUMEH MBI K 3TOW rpyrine NekapcTBeHHbIX CPeacTs.

1.1 O6wWwne npuHLUNBI

PaspaboTka noboro nekapcTBeHHOro npenapara TpebyeT npoBeAeHMs UCCREeA0BaHUA, MO3BONSAOLLMX
oueHUTb ero dapMakonormyeckre n TOKCUKOIorMieckne CBONCTBa NPUMEHUTENBHO K NpeaiaraeMomy Meam-
LMHCKOMY MpUMeHeHUto. [Ina oueHKM HOBBLIX CBOMUCTB, CBA3aHHbIX C CAMUM FIEKapCTBEHHBIM NpenapaTtoM Unu
0COBEHHOCTAM ero MeAMLUMHCKOTO MpUMEHEeHUs, Kak npasuno, Tpebyetca moaudukaumsa «ctaHaapTHbIX»
NPOTOKOOB AOKINHUYECKMX UCCNe0BaHUN.

Ha xoa pa3paboTku MOXeT BNATb U UCMONb3yeMbIA TEXHONOrMYeckuin npoLecc. B uenom, hapmauestu-
Yyeckasi cybCcTaHUMS OeiCTBYIOLero BewecTBa, UCMoNb3yemMas npu NpoBeAeHUM AOKIMHUYECKUX uccneao-
BaHWA, OOMKHa ObiTb BCECTOPOHHE OXapaKkTepusoBaHa W ajekBaTHO MpeAcCTaBNATb TO AeicTBylowee
BeLUecTBO, KoTopoe ByaeT NPUMEHSITLCS B KITMHUYECKUX UCCNeAoBaHUsAX.

Kak npasuno, AOKITUHUYECKNe UcCneaoBaHns, NpoBoaMMble B Xo4e pa3paboTke NekapCTBEHHOMO npe-
napara, JOJKHbI MPOBOAUTLCA B COOTBETCTBUN ¢ Haanexale nabopaTtopHoii npakTukor (GLP).

2 [loknuHWYeckne nccrnenoBaHus, NPOBOAUMbIE ANA U3YYEHUNA
neKapcTBEHHbIX NpenapaTtoB

2.1 ®dapmakonornyeckue 4oKNMHUYECKUEe uccrnegoBaHus

Jo Havana | hasbl KITMHUYECKMX UCCMeA0BaHUI NEKapCTBEHHLIX NPenapaTos ACMKHbI BbiTh MonyyYeHb
npeaBapuTerbHble AaHHbIe 0 MexaHuaMe(ax) AefCTBUA BellecTsa U UMEOLLMXCS B3aNUMOAeiCTBUSX, a Taloke
NoATBEPXKAEHO NMPOTUBOONYXONEBOE AeWCTBME. NS 3TUX UCCMEAOoBaHWN Ha OCHOBAHUN TepanesBTUYeCcKo
MULLEHM M MexaH13Ma AeMCcTBUA UcCeAyeMOoro BeLecTsa A0 KHbI BbITh BeIBpaHb noaxoasaLiue Mogenu, npu
3TOM He A0MMKeH UCTIONb30BATLCA TAaKOW e TUM OMYXONU, Kak B KNMUHUYECKAX UCCIeoBaHUAX.

WUapanne ocpmymnansHoe
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37U nccneaoBaHNsa MoryT obecnednTs:

- nony4yeHue AOKMMHUYECKX AaHHbIX, MOATBEPXAaoLWMX Hanuyne chapmakonornieckoro apdexra;

- nonydYeHue AaHHbIX A5 PeXUMOB [O3MPOBaHUSA U NOBLILLEHUA 103;

- nonydeHue nHdopmaumm ana Bbibopa Buaa NabopatopHbIX KUBOTHBIX;

- nonydyeHue AOMOMHUTENLHON UHGOopMaumMK No onpedeneHuio HavyanbHoi o3kl U BuiBopy nabopa-
TOPHbIX GUOMapKepPOB, €CN1 3TO NPUMEHUMO;

- 060cHOBaHWE COCTABOB NEeKapCTBEHHLIX NPenapaTtos, i NPUMEHNUMO.

M3yyeHne BTOPUUHBIX (hapMakoaUHAMUYECKUX XapaKTepUCTUK M3y4aeMoro AeiCTBYOLIEro BewecTsa
MOXET NOMOYL B oLieHKe ero 6e30nacHoCTU AN YenoBeka, B CBA3M CYeM 3TU XapaKTepuUCcTUKM pekoMeHayeTcs
U3y4nTb Haanexawmm cnocoGom.

2.2 [JoknuHuueckue hpapMmakonormieckue uccnenosaHusa 6e3onacHocTn

OueHka BO3AEACTBUS UCCTIeAyEeMOro BeWecTBa Ha XU3HEHHO BaXHble dpyHKLMM opraHuama (BknoYas
cepAeUHO-COCYAUCTYIO CUCTEMY, AblXaTeNbHY0 U LeHTPanbHyo HEPBHY CUCTEMbI) AorpkHa BbITe NpoBegeHa
A0 Havana KIMHUYECKUX UCCrefoBaHUin y YenoBeka; 3T uccrneaoBaHusa MoryT GbiTb NpoBefieHbl B paMKax
06LLEeTOKCUKOIOrMYEeCKUX UccriefoBaHuia. Kak npasmno, A4ns HerpbiayHOB AOCTaTOYHBIMU CHATAIOTCS NpoBeae-
HWe NoAPOBHbIX KITMHUYECKUX OCMOTPOB XUBOTHLIX NOCNE BBEAEHUS U3y4aeMOro BeLecTBa U COOTBeTCTBYIO-
wee anekTporpaduyeckoe uccnegosaHue. MpoeeaeHne oTaenbHbIX hapMakonorMieckux uccnegoBaH1in ans
060CHOBaHWSA BO3MOXHOCTU NMPOBEAEHUA KNUHUYECKUX UCCREN0BaHUIA Y NALUMUEHTOB C TSXKeNbIMU (TEPMUHATb-
HbIMU) CTaAUAMU OHKOMOrM4eckoro sabonesaHua He TpebyeTcs. B cnydae nonyyeHus onpegeneHHbIX AaHHbIX,
CBUAETENbLCTBYIOLMX O HAMUYUU AONOMHUTENbHBIX 3HAYUTESIbHBLIX PUCKOB ANl NaLMUEHTOB, YYacTBYHOLIUX B
KMMHUYECKUX UccneoBaHusIX, creayeT paccMoTpeTb Heo6xoAUMMOCTb NMPOBEAEHUsSI COOTBETCTBYIOLLUX UCCHe-
oBaHWI besonacHocTu, onucaHHbiX B pykosoacteax ICH S7A n/unn S7B. B cnyyae otcyTcTBUs ocoboro pucka
npoBeAeHue Takux UccrnefoBaHuii ANa NonyYeHns paspeLleHnst Ha NpoBeAeHUe KIMMHUYECKUX UCCTIeA0BaHWUIA
1NN rocyaapcTBEHHON perncTpauum He TpebyeTcs.

2.3 dapMaKkoKUHeTU4YecKkue UccnegoBaHus

OueHka onpeaeneHHbIX hapMakoKUHETUYECKUX NapaMeTpoB (Hanpumep, MakcUManbHOW KOHLIeHTpa-
LW BellecTBa B Niia3me/CbIBOPOTKE KPOBW, Nnowaab noa kpueoit (AUC) u nepuoa nonyBbiBeAEHUS) Y XKUBOT-
HbIX Pa3sHbIX BUAOB, UCTIONb3YEMbIX B AOKNUHUYECKUX UCCIIeAOBaHUSAX, MOTYT NOMOYb B BbIBOpe 403, peXXnMoB
[031POoBaHNA U ackanaluun Aos Ans KNMHUYecknx uccnegosaHuin assol |. JononHutensHaa uHdpopmauma o
BCacbIBaHWUW, pacnpeaeneHun, metabonmame 1 BbiIBEAEHUN JOMKHA ObITb NOMyYeHa, kak Npasuno, napar-
NesnbHO ¢ NPOBOAUMBIMU KITUHUYECKMMU UCCNESOBaHUAMN.

2.4 O6LWweTOKCUKONOrM4YecKne UccrenoBaHus

OcHoBHas Lienb KUH1Yeckux uccrieqosaHunin | gasbl y 605bHbIX C TEPMUHAMNbHBIMW CTagUsiMM OHKOSOr -
Yyeckoro 3abonesaHnst — oLeHKa 6e30MacHOCTU NekapCTBeHHbIX NpenapaToB. [poToKoN UCCrneaoBaHnin aTon
drasbl MOXeT BKNOYaTL BBeAEHWe NpenapaTa A0 MakcumanbHo nepeHocumoin 4o3sl (MTD) n TOKCUYHON Ao3bl
(DLT). Tokcukonorudeckme nccrneoBaHunst 4ns onpegeneHns 4o3sbl, He BbisbiBakoLLlen No6ovHbIX ahdekTos
(NOAEL), nunmoteyteTeus adpdpektos (NOEL) He cuutatoTest 06s3aTenbHbIMU 4115 NOMyYeHWs paspelueHnst Ha
nposefeHne KNMHUYECKMX MCCreJoBaHNn MPOTUBOONYXONEBLIX NpenapaToB. YUnTbiBas 3Ha4UTenbHOE Brns-
HUe pexunma OOo3UPOBaHNS Ha TOKCUYHOCTb fIeKapCTBEHHbIX Npenapartos, NpUubnmMsnTenbHble KINMHUYecKue
CXeMbl 403UPOBaHNA AOIPKHBI ObITh M3Y4eHbl B OKMUMHUYECKNX nccneqoBaHunax. bonee nogpo6bHo aaHHbIN
BOMPOC paccMoTpeH B noapasaenax 3.3 n 3.4.

[onxHa BbITb NpoOBeAeHa OLEHKa BEPOSITHOCTM BOCCTaHOBMNEHMS (hyHKLMIA Nocne Tokcnyeckoro adpdek-
Ta AnA NOHUMaHUsi o6paTUMOCT UM HeobPaTUMOCTU TXKENbIX MoBOoYHbLIX 3eKTOBR NeKapCTBEHHbIX
cpencts. B cnyyae Hannunsi cepbe3Horo TOKCUMKOornieckoro addpekta npun ypoBHAX 403, COOTBETCTBYHOLMX
KIMHUYECKM, N HEBO3MOXHOCTU NpeckasaTb TeopeTU4eckn BOCCTaHOBNEeHNe dYHKLMA oT aToro acpdekTa,
TpebyeTcs NpoBefeHUe UCCNefoBaHUs, BKOYaOWero nepuoa HabnogeHUs nocne okoHYaHUs BBedeHUA
npenapara. YKasaHHas TeopeTndeckasi HayyHas OLeHKa MOXET BKNoYaTb 06beM U CTeneHb TSKeCTH NaTono-
rMYECKUX U3MEHEHUIN 1 pereHepaTMBHbIE BO3SMOXHOCTU (PU3NONOrMiyeckol cuctembl/oprana, nogseprueincs
ToKCU4eckoMy BosfencTeuio. Ecnu nccnegosaHne Anst oueHkM obpatumocTu adcbekta TpebyeTcs, OHO
AOMKHO ObITb  3aBeplieHO [0 Havyana KIMHUYEeCKUX uccrenoBaHuid. [MoaTeepkaeHue  MOMHOMO
BOCCTAHOBMEHUSA PYHKLMIA He cunTaeTcs 06a3aTenbHbIM.

O6LweToKCHKoNOrM4eckne NCCrneaoBanns ManblX CUHTETUYECKMX MOIIeKyl 0BbIUHO MPOBOAAT Ha rpbiy-
HaX 1 HerpeldyHax. B oTaenbHbIX ciyyasx, onpedensemblX MHAMBUAYanbHO, MOTYT UCMOMb30BaTh anbTepHa-
TUBHbIE NOAXOAbI (HanpuMep, AN reHOTOKCUYECKNX NeKapCTBEHHbBIX CPeACTB, MULLIEHBH KOTOPbIX SIBNSATCA
6bICTPO AensLwmecs KreTku, JOCTaTOUHBIM MOXET CYATaTbCA UcCrnedoBaHWe ¢ MHOTOKpaTHLIM BBeAeHUeM
BellecTsa Ha 0AHOM BMAE rPbI3YHOB, NPU YCOBUN, YTO FPbI3YHbI SIBNSHOTCS NPUEMIEMBIM BUAOM KUBOTHBIX

2



rOCT P 57147—2016

AnA TOKCUKONOorn4yeckoro MCCﬂeAOBaHMﬂ). KonuuyecTtso BUAOB XXUBOTHbIX, BKIMOYaeMbIX B 0OLLETOKCUKOMOTMU-
yeckue uccrnenoBaHusi BUOTEXHONOMMYECKUX NeKapCTBEHHbIX NpenapaToB, ONUCaHO B pyKOBOACTBE ICH S6.
TOKCUKOKMHE TUHECKUE UCCNeA0BaHNA cnegyet npoBoauTb, €Ciu 3To NpUueMInemo.

Mpumevaunmne 1—[naunccnegoBaHni y HErpbI3yHOB B Ipynnbl A5 KAXOON 403bl 00bIYHO BKITHOYAIOT MO Tpoe
KVMBOTHBIX KaXAO0ro Morna n JONONHUTENbHO NO ABa KaXAoro nona ans HabniogeHust 3a 06paTMMoCcTbio TOKCUYECKNX 3dh-
thekToB (CM. pa3aen 2.4). B uccnefoBaHusix, Kak NPaenno, 40MKHb UCNONb30BaTLCS XKMBOTHLIE 0GOMX NOMOB; NCKITIOHEHUS]
CaMLIOB UMY CaMOK JOMKHbI ObITb Hay4HO 060CHOBAHDI.

2.5 UccnepnoBaHus penpoayKTUBHOM TOKCUMHOCTH

OueHky ambpudpeTanbHOM TOKCUMHOCTM NPOBOAAT ANA NonydYeHus MHopmauum o noTeHumManbHbIX
puckax Ans passuTus IMO6puoHa unu nnoaa y 60nbHbIX ¢ 6epeMEHHOCTLIO UIN TeX, KTO BO3SMOXHO CTaHyT
6epemeHHbIMU. ViccnegoBaHus am6procdeTanbHON TOKCUYHOCTU NPOTUBOONYXONEBLIX NPenapaTos A0MKHbI
6bITb 3aKOHYEeHbl K MOMEHTY Nogayvun AOKYMEHTOB ANA rocyAapCTBEHHOM perucTpaLmmn nekapcTBeHHOro npena-
paTta, HO MpoBeJeHue 3TUX UCcneAoBaHUA ANA NONYYEHUS paspeLleHnst Ha KIIMHUYEeCcKMe UccneaoBaHus y
60nMbHBIX C TEpMUHANbHBIMU CTagMAMU 3aboneBaHuaA He cumTalnTcsa 06a3aTenbHbIMU. Takke 3TU uccnegoBsa-
HUSA He cuuTaloTcs obssaTenbHBIMU ANA rocyAapcTBEHHOW PerncTpaumm reHOTOKCUYECKUX NeKapCTBEHHbIX
npenapaTtoB, MULLEHbLIO KOTOPLIX ABAATCA BGLICTPO AenAlmecs KneTku (Hanpumep, KNeTkU KOCTHOro Mosra,
6asanbHble KNeTKK), Uy nekapcTBeHHbIX NpenapaToB, OTHOCALLMXCS K TepaneBTUHeckoMy Knaccy, Hanuiue
OHTOrEeHeTU4EeCKON TOKCUYHOCTN Y KOTOPOro yoeauTenbHO NoKasaHo.

WUccnegosaHua ambpuocbeTanbHON TOKCUMHOCTN ManblX CUHTETUMECKMX MOMeKyn 06bl4HO NPOBOAAT Ha
ABYX BUAaX XMBOTHbIX, Kak onucaHo B pykosoactee ICH S5. Ecnu B uccnegosaHum ambpuodetanbHOM OHTO-
reHeTU4eCKON TOKCUYHOCTU BbisiBNeHa aM6puodeTtanbHasa netanbHOCTb UMW TepaToreHHOCTb, NoATBEepXAa-
toLLiMe UcCcreJoBaHUS Ha BTOPOM BUAE XUBOTHBIX, Kak NPaBuio, He NpoBoasT.

OueHka penpoayKTUBHOMN TOKCUMHOCTU BUOTEXHONOMMYeCKUX NpenapaToB Ha 04HOM Buae apMakono-
TMYECKN NPUrogHbIX NabopaTtopHbIX XUBOTHBLIX 0BbIMHO CUMTaETCs AOCTATOUHOW. 3Ta oueHKa MOXeT ObiTb
nposedeHa NyTeM OLEHKU TOKCUMHOCTW B Nepuoj opraHoreHesa Wnu B UCCReAoBaHUAX, NiaHbl KOTOPbIX
npusegeHsl B pykosoacTee ICH S6. AnbTepHaTuBHbIe NoaxoAbl MOTyT BbITb UCMOMNb30BaHbI, €CAW 3TO Hay4HO
060CHOBaHHO. ArbTepHaTUBHbLIE NOAXOAbl MOTYT BKNHOYATh OLEHKY NUTepaTypHbIX AaHHbIX, OLEHKY nnaueH-
TapHOro nepeHoca, NpsAMble UM Henpsamble addekTbl BUOTEXHOMOTMYECKUX NEKAPCTBEHHBIX CPeACTB 1NN
apyrue cakTopsl.

WUccnepnosanue dpepTunbHOM TOKCUMHOCTU U paHHE OHTOreHeTUYECKON TOKCUYHOCTU He TpebyeTcsa Ans
nony4yeHs paspelleHnss Ha NpoBedeHne KIMHUYECKUX UCCReA0BaHUA UM roCyAapCTBEHHOW perucTpaumm
neKkapcTBeHHBIX NpenapaTtoB, npegHasHadyeHHbIX AN Tepanun NauueHTOB ¢ TepMUHambHLIMKM CTaausMn
3abonesaHus. [INA oLeHKMN BNUAHUS 1CCieQyeMoro BelecTBa Ha (hepTUnbHOCTL criefyeT UCMoNb3oBaTh
nHpopmMaumio O ero [OeWcTBMM Ha opraHbl  PenpoaykTUBHOW CUCTEMBbI, MOSlyYaemMylo B  xofe
06LLEeTOKCUKOIOrMYECKNX UCCIEA0BAHIA.

MpoBeaeHue nccneoBaHW Npe- U NOCTHATaNbHOM TOKCUYHOCTU 0BbIMHO He TpebyeTcs Anisi NosyYeHus
paspeLueHVs Ha NpoBefeHe KIMHUYECKUX NccnegoBaHni Uy rocygapcTBEeHHOW perncTpaummn nekapcTBeH-
HbIX MpenapaToB, NpeAHasHaYeHHbIX A1 Tepaniu naumeHToB ¢ TepMUHanbHbIMKY cTagusiMu 3abonesaHust.

2.6 UccnepoBaHUA reHOTOKCUYHOCTU

WccnenoBaHusi reHOTOKCUYHOCTU He CUMTakoTCs He0BX0AMMBIMU A5 NOMyYeHUs paspeLleHns Ha npose-
AeHne KNMUHUYeCKNX UccneaoBaHniA NekapcTBEeHHbIX NpenapaTtos, NpegHasHavYeHHbIX 4Nsi Tepanum nauneHTos
C TEpPMUHarbHbIMU CTaanaMu 3aboneBaHns, HO OIMKHbI ObITb 3aBepLUEHbl K MOMEHTY NoAaun 4OKYMEHTOB Ha
rocyaapcTBeHHyto pernctpaumio (cMm. pykosogdctBo ICH S2). OTHocuTenbHo BUOTEXHOMOrMYECKNX Nekap-
CTBEHHbIX CPEACTB cneayeT BhINOMNHATL NonoxeHust pykosoacTesa ICH S6. Ecnu pesynbTaThl MccneaoBaHus
FEHOTOKCUYHOCTM in Vitro NonoXuTenbHble, UCNbITaHUSA in vivo MOTyT He noTpeboBsaTbes.

2.7 UccnepoBaHUA KaHLEPOreHHOCTU

B pykoBoactBe ICH S1A onucaHbl Nogxoabl K OLEHKe KaHLEepOreHHOCTU MPoTUBOOMYXOMEBLIX Neka-
PCTBEHHbIX CpeAcTB. Mx npoBeaeHMe He TpeGyeTcs AN rocyAapcTBeHHON perucTpaumnm nekapcTBeHHbIX npe-
napaToB, NpeAHasHauYeHHbIX A1 Tepanui NaLMeHToB ¢ TEPMUHAaNBLHBIMU CTaANAMM 3a60neBaHus.

2.8 UccnepoBaHUsi MMMYHOTOKCUYHOCTHU

KoMnoHeHTbI NaHoB uccneaosaHus obLuen TOKCUYHOCTU CHATAIOTCA, Kak NPaBuIio, 4OCTaTOYHbIMM AR
OLIeHKN UMMYHOTOKCHYEeCckoro noteHumana 6onbWMHCTBA NPOTUBOOMYXONEBbIX NEKAPCTBEHHBIX CPEACTB U
Ansa nocneayoLlein nogaym JOKYMEHTOB Ha rocy4apCTBEHHYH pernctpauuio. MNpu nsydeHun nmMmyHomoayns-
TOPOB BO3MOXHO NOTpebyeTcs BKNOYEHWE B MPOTOKOM UCCeAoBaHNA AOMNOMNHUTENbHBIX KOHEYHBIX TOYEK
(Hanpumep, UMMyHOMEHOTUNMPOBAHNE METOAOM NPOTOYHON LLUTOMETPUN).
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2.9 UccnepoBaHue poto6e3onacHOCTU

MpenBapuTensHas oLeHka POTOTOKCUYECKOro NoTeHLUana, oOcHOBaHHas Ha (hOTOXMMUYECKUX XapaKTe-
pUCTUKaX NeKapCTBEHHOro CpeacTBa U AaHHbIX APYrMX BeLecTB aTOro Knacca, 4omkHa 6biTb NpoBeaeHa 4o
Havana KnuHU4Yeckux nccnefosaHnn | dasbl. Ecnn atv AaHHbIe CBUAETENLCTBYOT O HAaNMYMM BEPOSTHOrO pUcC-
Ka, TO MpW KIMUHWYECKUX UCCNeaoBaHNaX OOMKHbI OblTb MPUHATEI COOTBETCTBYIOLIME 3allMTHbIE Mepbl. Ecrin
puck hoTobe30nacHOCTN He MOXeT BbITb aAeKBaTHO OLleHEH Ha OCHOBaHNM AOKITMHUYECKMX AaHHbIX UX KIK-
HWYEeCKOro onkbITa, T ANA rocyAapCcTBEHHON perncTpauumn AomkHa BeITb NpoBeaeHa oLeHKa dpoToGesonacHoc-
TW B COOTBETCTBUM C NOAX0AaMMN, U3NOXKEHHbIMW B pykoBoacTse ICH M3.

3 [oknuHuyeckue AaHHble, HeOGXOAMMbIe ANsl NONYyYeHUs pa3peLleHus
Ha KNMUHUYeCcKne UccrenoBaHUs U rocyAapCTBEHHOW pernctTpauum

3.1 HavanbHas po3a ansa nepBoro BBeAeHUs1 YenoBeKky

Bei6op HauanbHOM 403kl 3aKkrovaeTcs B onpeaenieHn 4o3bl IekapCTBEHHOro cpeacTBa, KoTopas byaeT
okasblBaTb hapmakonornieckuin acdpekt n asnsietcss 06ocHoBaHHO 6e30nacHon ANna NPUMeEHeHUs Y YernoBe-
ka. BennunHa HavanbHoM 4o3bl A0MKHA GbITb HAy4YHO 060CHOBaHA C UCMOMb30BaHNEM BCEX UMEIOLLMXCS AOK-
NMHUYECKNX AaHHBIX (TO eCTb (hapMakokoAnHamMuka, papMakokKMHeTNKa, TOKCUKONorus); ee BbIGOp caenaH ¢
1CMomnb3oBaHNeM pPasfiMYHbIX NoAX0A40B (CM. NpumeYaHue 2). Jnsa 60bWWHCTBa MasbIX MOSIEKYI1, BBOAUMbIX
CUCTEMHO, NSl MEXXBUAOBOro MacluTabnpoBaHns 403 Y KMBOTHBIX Pa3fUYHbIX BUOOB A0 3KBUBANEHTHbIX 403 Y
Yyernoseka 0ObI4HO NCNOMb3YeTCA HopManu3aums 403kl Mo nowaan nosepxHocTu Tena. Takke U Ans Marnbix
MoreKyn, 1 Anst BUOTeXHOMOTMYECKNX NpenapaToB MOXeT UCTONMb30BaTbLCA MEXBUAOBOE MacluTabupoBaHue
Ha ocHoBe Macchl Tena, AUC nnu apyrux napaMmeTpoB SKCNO3nUmn.

Ona 6uoTexHonormyeckux npenaparos, obnagalowmnx UMMYHHBIM aroHU3MOM, cregyeT MPOBOAUTb
BbIOOP HaYanbHOM 403kl C UCNOMb30BaHUeM MUHUMaIbHOTO oXkuaaemoro 6uonormdeckoro acgpcekra (MABEL).

MpumeyvyaHune 2— O6wuih noxoa Ans GONbLWMHCTBA ManbIX MOMEKYN 3aKNIOYAETCs B YCTAHOBNEHUN Havarnb-
HOM [03bl Ha ypoBHe 1/10 TAxenon Tokeuyeckon ao3ssl y 10 % xmeoTHbIX (STD10), rpeidyHoB. Ecnn dhapmakonomuecku
Hanbonee npuemMneMbIMU SBMSIIOTCA HETPbI3YHbl, TO 81EKBAaTHON CHMTAETCA HavanbHas 4o03a B 1/16 HauBbICLLEN HETSDKE-
nou Tokeuyeckon oasl (HNSTD). HNSTD onpeaensiioT Kak HamBbICLIas 033, KOTOpasi HE Bbl3bIBAET CMEPTHOCTH, TsKe-
TbIX XU3HEYrPOXaIOLLMX TOKCMUECKMX 3D EeKTOB M HEOBPATUMbIX UBMEHEHUI Y XKMBOTHBIX.

3.2 dckanauusa [os U HaubonbLuana [o03a B KNMMHUYECKUX UcCneoBaHUAX

Kak npasunno, ucrnonb3oBaHHasA B AOKITUHUYECKUX UCCe0BaHNAX Haubobluaa 403a UMK 3KCNO3ULUA He
ABMNAETCA OrpaHNYeHeM AN ackanauum 4os UM HambonbLuen 403kl Y YeSoBeka, NPUMeHAEeMON B KNUHUYeC-
KOM 1ccreaoBaHnn y OHKONOrMYecknx 6onbHbIX. ECnn B AOKIMUHNYECKUX TOKCUKOOTMYECKUX UCCNeN0BaHNAX
nony4eHsl cTyneHyaTble (NecTHUYHOOOPpasHbIe) KpUBbIE 103a—OTBET UMK IKCMO3ULUA—OTBET UMK B CNyYae
OTCYTCTBUS NPOrHOCTUYECKOro Mapkepa ANs TShKeSIoM TOKCUYHOCTU crielye T UCToNb3oBaTh Gonee manble, Yem
06bI4YHO, MponopLMK ANs ackanauum Ao3bl (Apo6Hoe yBenuyeHue, a He ABOUHOE).

3.3 AnutenbHoCTb U rpathuk npoBefeHUA TOKCUKONOrMYeCKUX uccneaoBaHun, Heo6xoauMbIX
AN Havyana nepBbIX KMTUHUYECKUX UCCIIefOBaHUNA Y YeroBeKa

B knuHunyeckux uccrieqoaHusix | pasbl nevyeHne MoxeT ObITb NPOAOIPKEHO C yHETOM OTBETA NauneHTa, u
B 3TOM crnydae He TpebyeTcs NpoBeeHNe HOBOro TOKCUKOMOrMYeckoro uccrnegoBaHus ana o6ocHoBaHUs
NPOAOKUTENBLHOCTU  Tepanuu, NpeBbllLAlWEen ANUTENbLHOCTL  3aBEPLUEHHOr0  TOKCUKOMOrMYecKoro
nccrneaoBaHms.

OnzainH JOKNUHWYeCcKUX nccneoBaHni 4omkeH bbiThb TLlaTensHO NoAgobpaH, YTobbl y4ecTb pas3fnuyHble
peXnMbl JO3UPOBAHUS, KOTOPbIE MOTYT BbITb MCMOMb30BaHbI B MEPBLIX KNMUMHUYECKUX UccriegoBaHusx. He Tpe-
ByeTcst 06ecnevnTb NoNHOe CoBNageHe PeXMMOB J03UPOBAHNS B KIMUHUYECKUX U AOKITMHUYECKUX Uccneao-
BaHUSX, OAHAKO AaHHbBIX TOKCUKOMNOrMYeCcKUX UCCrnefoBaHUA AOMKHO BbITh AocTaTouHO Ana o6ocHoBaHUsA
KIIMHUYEeCKOM J03bI U peXMMa L03UPpOoBaHus, a Takke Asi onpeaeneHust Tokcuyeckoro noteHumana. Hanpu-
Mep, 0AuH hakTop, KOTOPLIN MOXHO UCNOMNb30BaTh, 3TO NepUoa NoryBbIBeAeHUS Y NabopaTopHbIX XKUBOTHBIX,
NCnonb3oBaHHbIX B UCCNe0BaHWUM, U MPOrHO3UPYEMbIN (UM U3BECTHBIN) Nepuo NonyBbIBEAeHNS BellecTBay
Yenoseka. [lpyrve gaHHble MOryT BKITHOUATb OLIEHKY SKCMO3MLUK, Mpodunb TOKCUYHOCTU, HacbkiWweHWe peuen-
TopoBUAp. BTabnuue 1 npuBedeHsl nprMepbl PeXUMOB A03MPOBaHNS B 4OKTMHUYECKUX UCCNeaoBaHUsAX, Hau-
6oee YacTo UCMoMb3yeMbix Npu paspaboTke NPOTUBOCNYXOSEBLIX JIEKAPCTBEHHbIX MPenapaTtoB U KOTopble
MOTYT NCMOMb30BaTLCA U ANst ManbiX MOMeKyr, U Ans BUoTEeXHOMNOrM4Yecknx NekapcTBEeHHbIX NpenapaTos.
B cniyyae oTcyTCTBUA AaHHbIX AOKIMHUYECKUX UCCNedoBaHUin, TpebyeMblx Ans 060CHOBAHUA U3MEHeHUs
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KMUHUYECKNX PEXMMOB [O3MPOBaHUA, [AOCTATOMHO AaHHbIX AOMOMHUTENbHOTO  TOKCUKOMOrMYecKoro
nccneaoBaHus y 04HOro Buaa NabopaTopHbIX KUBOTHBIX.

3.4 MpoaomKUTENbLHOCTL TOKCUMKOIOTMYECKUX UCCneAoBaHMA AnA oGoCHOBaHUA Npoporka-
IOLWKUXCA KNUHUYECKUX UCCTie40BaHUM U rocyAapCTBEeHHOM perucTpauum

JaHHbIX JOKAMHUYECKUX UccredoBaHUA, HeobXoANMbIX ANA MONyYeHus paspelleHns Ha nposedeHue
KIMHWYeCcKUX uceregoBaHnia | pasbl, 1 JaHHBIX KMMHUYECKOro ncecneaosaHus | dpasel, kak npaBuno, 4octTaTou-
HO ANA Havana KNuHnYecknx nccnegosaHui |l pasel n Tepannio oHKonornveckux 6onbHbIX 1 nnu 2 nnHnn. 4ns
060CHOBaHWS NPOAOIKEHNS KITMHUYECKUX MCCMEAOBaHWA NPOTUBOONYXOMNEBbIX NEKAPCTBEHHBIX NpenapaTos
y BONbHEIX C TepMUHanbHEIMU cTaguamn 3aboneBannsa U Hadana |l cdaskl KNMHUYECKUX UccneaoBaHNi
AOMKHEI BbITb NpeacTaBneHbl pesynbTaThl UCCNeOBaHNN C MHOTOKpPaTHLEIM BBeAeHWeM npenapaTta npoaon-
XUTENbHOCTLIO 3 Mec ¢ nMpeanonaraeMbiM B KIMHUYECKMX UCCIeA0BaHUAX PeXMMOM Ao3upoBaHusa. Ons
perncTpaumum BonblUIMHCTBA NPOTUBOOMYXONEBEIX NEKAPCTBEHHEIX NpenapaTtoB ANA Tepanun GonbHbIX C
TEPMUHANbHLIMK  cTaausMu  3aboneBaHua OOCTAaTOYHbIM  CYMATAOTCA AOKIMHWYECKME UccneaoBaHus
NPOAOIIKUTENBHOCTLIO 3 Mec.

[ns 060CHOBaHMUS NNAaHMPYEMbIX UISMEHEHWI B PEXXMM 403MPOBaHUA NpenapaTta HeobXo4MMOo NPOBECTH
OLEHKY MMEeoLNXCA KIMHUYEeCKUX AaHHbIX. Ecnv nMelolnxcs KNMHUYecKUX AaHHbIX HegocTaTouHo Anst
060CHOBaHNA N3MEHEHWI pexnma, HeoBXxo4nMMo paccMOTPETb (haKTopPL!, onucaHHble B noapasaene 3.3.

3.5 Kom6uHauusa nekapcTBeHHbIX NpenapaToB

JNekapcTBeHHble CpeacTBa, KOTopble NNaHUpyeTCs MIPUMEHATb B KOMBUHALIMM, OODKHBI BbITh TLLATENbHO
U3y4eHbl B MHOMBUAYATbHBIX TOKCUKONOMMYECKUX UccreaoBaHusX. JaHHele, Heo6xoaumble Ans o6ocHoBaHNUA
UCMONb30BaHMA KOMBMHaLMW NpenapaToB, AoMKHbLI BbITh NpeAcTaBneHbl A0 Havana KMMHUYecKoro ucecneao-
BaHWs. B GonblUMHCTBE Clly4YaeB TOKCUKOMOrMYeckne UccrneaoBaHus no oleHke 6e30nacHoCT NpUMeHeHNs
KOMBMHaLWN NeKkapCTBEHHbIX NpenapaTos, NpeAHasHauyeHHbIX 4N Tepanun GoNbHLIX ¢ NO3AHUMMW CTaguAMm
OHkonorudyeckoro sabonesaHusl, He TpeByeTcs. ECNM Npodhunb TOKCUMHOCTU ANs YenoBeka uccneayemblx npe-
napaToB Gk onpeaeneH, AOKNMHUYECKUe UCCre4oBaHMs NO OLeHKe UX KoMBUHaLMK, Kak NpaBuno, He Tpeby-
toTcs. B crniyyae uccnenoBaHust koMGUHALMN, OAUH U3 KOMNOHEHTOB KOTOPOI HAXOAUTCA Ha paHHel cTagun
paspaboTku (T. e. NpodUnb TOKCUYHOCTU A4S Yenoseka He 6bin onpeaeneH), 4oMkHO 6bITb NposeaeHo dhapma-
Konornyeckoe uccrnefoBaHue Ans 06OCHOBaHUA NpUMeHeHUs KomBuHauunm npenapaTtoB. [aHHble Takoro
“ccrnegoBaHNsA AOMKHbI NoKasaTb yBenuyeHne hapMaKkonornyeckoi akTMBHOCTM NPy OTCYTCTBUM 3HAYUTE Mb-
HOrO YBENUYEeHMs TOKCUYHOCTU, B UCCIeA0BaHUM UCTIONb3YIOT OrpaHUYeHHOe KONIMYECTBO KOHEUYHBIX ToYeK,
TakMx Kak CMepTHOCTb, KIMHWYecKue MPOSIBIIEHWA U Macca Tefa XMBOTHbIX. Ha ocHoBe umetouleiics
NHdopMaLMK OOMKHO BbiTb MPUHATO pelleHue O HeoBXOOAUMOCTU CreLmManbHOro TOKCUKOSIOTUYECKOoro
nccrnegoBaHMs KOMBUHALMW NEKAPCTBEHHLIX CPEACTB UK ee OTCYTCTBUM.

3.6 JoknuHuyeckue uccnenoBaHus, Heob6XoauMble ANA Hayana KNMUHUYECKUX UCCneoBaHUN
y Aeten

OCHOBHOI NPUHLMN U3y4eHUA GOMbLUMHCTBA NPOTUBOONYXOMEBLIX JIeKapCTBEHHbIX NpenapaToB B Kin-
HUYECKNX UCCNEeQoBaHUAX Y AeTel 3aKnoyaeTcs B onpeaenieHn oTHOCUTeNbHO GesonacHom Ao3kl Npenaparta
ANA B3POCNLIX Ntoaen 1, 3aTeM, B OLeHKe ornpeieNeHHoN YacTu 3TOM [103bl B NepBbIX KIMMHUYECKUX uccneioBa-
HUAX y AeTei. OnucbiBaemble B HAcTosILLIEM cTaHgapTe noaxofdbl No ACKIUHAYECKAM UccreoBaHUAM Neka-
PCTBEHHbIX CPEACTB NPUroAHbI U ANS NeAuaTpUYecKUX UccrieloBaHniA. Kak npasuno, Ans BKIOYEHUs AeTel B
4YMCNO NaUMEHTOB, AN KOTOPLIX NpeAHa3HavYaeTcs NPOTMBOOMNYXOJEBLIN Npenapart, He TpebyeTca nposeae-
HWe uccneaoBaHUin Y HENONOBO3PENbIX KUBOTHBIX. He06X0AMMOCTL NpoBeAeHUs TakUX UcCTieoBaHUI crieay-
eT paccMaTpuBaTb TOMbKO B TexX cryyasiX, korga AaHHble o 6e3onacHOCTW npenaparta 4 YenioBeka U
npegliecTByOWME AOKIMHUYECKNE UCCNeA0BaHUA Y KUBOTHBIX CUMTAOTCA HEAOCTaTOUHBIMU NS OLEeHKN
6e3onacHOCTU B NpeanonaraemMoit nequaTpuyeckoii Bo3pacTHOM rpynne.

4 [lpyrmve Bonpochsbl

4.1 KoHblorupoBaHHble Npenaparbl

KoHblormpoBaHHble NpenapaTthbl NpeAcTaBnsaT coboil nekapcTBeHHble CpeAcTBa, coeANHEHHbIe KoBa-
NEeHTHLIMU CBA3AMM C MONEKYNaMN HOCUTENA, TakUMK Kak Genku, nunuabl unu caxapa. OueHka 6esonacHocTH
KOHBIOraTOB SABNAETCA OCHOBHOW 3ajadveit uccnegoBaHuid. OueHka 0e30NacHOCTU HEKOHBIOTMPOBaHHbBIX
BELLEeCTB, BKMOYasA UCMONb3yeMble areHTbl KOHbIOTUPOBaHUSA, MOXeT ObiTb orpaHW4eHHoN. [JofkHbI GbiTh
nonyveHbl AaHHbIe 0 CTabUNBHOCTU KOHBIOraToB B NiasMe NlaGopaTopHbLIX XXKUBOTHBIX U YenoBeka. Mpu Tokcu-
KOKMHETUYECKOM UCCneaoBaHUN cnedyeT OLeHUBaTb KUHETUKY KOHBIOMMPOBAHHOMO U HEKOHBbIOTMPOBAHHOTO
KOMMOHEHTOB Nocne BBeAeHNA KOHbloraTa.
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4.2 JlunocomanbHbie Npenapartbl

Ecnu 6e3onacHOCTbL BellecTsa, NOMeLlaeMoro B nUnocomy, 6bina NONHOCTLIO oXxapakrepusoBaHa,
NonHoe usydeHune nunocomMaribHoro npenapara NnposoanTb He TpeGyeTc;L Mpn HeobxoaMMocTH oLeHka 6e3o-
NACHOCTU A0JDKHA BKMHOYaTb TOKCUKOMOMMYeCKyro oLUeHKY TmnocoMarbHOro npenaparta u orpaHM4eHHyHo oUeH-
Ky ,ﬂeﬁCTByIOLueFO BewectBa n Hocutena (T.e. oTAeNbHbIE NOArpynnbl B paMKax TOKCUKOITOTMYECKOro
MCCJ'Ie,ClOBaHMﬂ). OnucaHHbIN NOAX0A MOXET Takke APUMEHATLCA KAPYIMM MOXOXXUM HOCUTEIAM. Mpwn Heobxo-
AUMOCTU TaKke cneayet nNpoBeCctu TOKCUKOKUHETUYECKYHo OUEeHKY JTMNoCcoMalibHOro npenaparta. B takom
nuccnegoBaHUKM, ecnn BO3MOXHO, OLEHWBAEeTCA KWHeTUKa CBOOOAHOIO KOMMOHEHTa U NUMOCOMAarbHOro
npenaparta nocne ero sBeeHUA.

4.3 OueHka MeTabonuUToB NeKapCcTBEHHOro CpeacTBa

B HekoTOpbIX cnyvasix MeTabonnTbl NekapCTBEHHOrO CPeAcTBa, BbISIBNEHHbIE NPU UccrnegoBaHUU Yy
Yyenoseka, He BbiNn oLueHeHbI B AOKMUHUYECKUX UccnegoBaHuax. Kak npasuno, ons KNMHUYeCckux uccnegoBa-
HWIA y nauneHToB € No3gHNMU CTagnamun 3aboneBaHus He Tpe6yeTC$| npoeseaeHnd oTaesnibHOro uccnengoBaHuAa
3TUX MeTabonuToB.

4.4 OueHKa npumecen

TpeboBaHuA K NpeaensHOMY CoaepKaHUo NpUMecei B NeKapcTBEHHOM cpeiICTBE OCHOBaHbI Ha Aomnyc-
TUMOM pUCKe, Kak ycTaHoBreHo pykosoacTeamu ICH Q3A 1 Q3B. MpesbllieHne ycTaHOBNEHHbIX 3TUMWU PYKO-
BOACTBaMW NpeaenioB coaepXaHus npumeceint oNycTUMo B criydae NpOTUBOONYXOMEBbIX NeKapCTBEHHbIX
CpeAcCTB, COOTBETCTBYHOLLEe 060CHOBaHWUE NpeACTaBNAETCA B perucTpaunmoHHom gocbe. O60CHOBaHUE MOXET
coaepxatb onucaHue 3abonesaHua, ANA fle4YeHUa KOTOPOro NpeaHasHaYeH npenapar, rpynnbl NauneHTos,
XapaKkTepuUCTUKX AeicTByoLlero Bewectsa (chapmakonorudeckune adpekTbl, FreHOTOKCUYHOCTb, KaHLLepOreH-
HOCTb U T. 4.), ANUTENbHOCTb TEpanu1, BAUAHNE CHUXKEHUA COAePXKaHNA NPUMECU Ha TEXHONOrMYECKUn Npo-
uecc. OueHKka nNpuMecn MOXeT BKMYaTb Takke pacCMOTpeHue 003 UMW KOHLEHTPaLUi, UsydeHHbIX npu
OOKINMHNYECKNX NCCNef0oBaHUAX, OTHOCUTENbHO KITMHUYECKUX 003.

Ans ycTaHOBNEeHWs NpeaenbHOro coaepXaHns reHOTOKCUYHBIX NpUMece 6blnn NpUMeHeHb! pasnuyHble
noAXoAbl Ha OCHOBE NOBLILLIEHWUS pUCKa KaHLleporeHe3a B TeeHUe XXn3HU. [laHHble TpeboBaHUs He NPUMEHUMbI
AN NeKapCTBEHHbIX NpenapaTos, NpegHasHavYeHHbIX 48 Tepanun NauneHToB ¢ NO3gHUMN CTaUsSIMA OHKOIO-
rmdeckoro 3aboneeaHusi, U NpuBedeHHblE Bbile Noaxoabl MOryT 6biTb MCNONb30BaHbl ANl YCTaHOBNEHUS
Gonee BLICOKMX MPeaenoB cogepxaHus npumeceit. Mpumecu, koTopble NpeacTaBnsalT coboit MeTabonuThl,
NPUCYTCTBYOLWLNE Y )KUBOTHBIX nnnm yenoBeka, Kak npasuio, cHUTaroTCcad HOpMUpPOBaHHBIMW.

Ta6nwuuya 1—NpuMepsl PEXMMOB AO3MPOBaHUS MPOTUBOOMYXONEBbIX NIEKAPCTBEHHBIX CPEACTE B AOKNMHUYECKUX UC-
CrnegoBaHusix, NPOBOAUMbIX A NEPBbIX KIMHUYECKMX UCCIEA0BaHMi

Mpumepbl peXXuMoB [O3MPOBAHUA B AOKNIUHUYECKUX
Pexum 0o3upoBaHusi B KNUHUKE 1),2),3),4)
uccneaoBaHUAX < hm

OavH pa3s kaxable 3—4 Hea. OpHokpaTHoe BBegeHue

ExxegHeBHO B TeueHue NATK aHen kaxable 3 Hepal. ExXegHeBHO B TeueHune NATu gHen

ExxegHeBHO B TeYeHMe NATU-CEMU JHEN, NepeMexalo- ExeaHeBHO B TeUeHUe NITU—CEeMMU OHEN, Nepemexa-
Wwue Hea. Iowue Hegeny (2-4030BbIN LMKI)

OaviH pas B Hegento B Teuenne 3 Hep,., HefieNbHbIN ne- OpuH pa3 B HEJErNo B TeYEHUe Tpex Hepg.
pepsiB

OBa-Tpu pasa B Hegerno [Ba-Tpu pasa B Hegenio B TeHeHue YeTbipex Heq,.

ExeaHeBHO E>xegHEBHO B TeUueHue YeTbipex Hep,.

ExeHegenbHo OpavH pa3 B Hegenio Ans YeTbipex-nsitm 4o3

" B rabnuue npeactaenexa dasa [03MPOBaHMS. JNUTErNbHOCTL TOKCUKOINOTMYECKON OLEHKM NPY SOKTMHUHECKNX
uccrneaoBaHusx AomkHa 6biTb HAy4HO 060CHOBAHA C YHETOM OXMAAEMOro NPOMUIA TOKCUYHOCTY M KITMHUYECKOTO pe-
Xuma gosvnpoBaHusi. Hanpumep, cnegyeT npegyCMOTpeTb NaToONOrMyYeckoe UCCrnegoBaHne XUBOTHBIX Yepes3 KOPOTKWI
NMPOMEXYTOK BpemeHu nocre dasbl BBegeHusi npenapara Arnsi OLLeHKM paHHUX TOKCUYECKUX NPOSIBIIEHUI K Yyepe3 Gonee
ANVTENbHbIM NPOMEXYTOK — TSl OLIEHKMU MO3HEeN TOKCUMHOCTMW.

Bonee noapo6HO rMBKOCTb B3aMMOCBSI3N KIMHUHECKOTO PEXMMAa J03UPOBaHUSA U AOKITMHUYECKMX UCCIIeOBaHUN
paccmoTpeHa B nogpasgene 3.3.

MpeacTaBneHHble B Tabnuue pexuMbl 03MPOBaHUST HE coAepKaT Nepuoj BOCCTAHOBNEHUs (cM. pasaen 2.4 n
npumeYaHue 1 B OTHOLWEHUM 3TOrO Nepuoaa).

4 Pexumbl [031pOBaHWsi, ONMcaHHble B Tabnuue, MoryT OGbiTb M3MEHEHbI, €CIU HEOGX0AMMO, AiNsl BELLECTB C yanu-
HEHHbIMKM hapmMakogHaMmueckummu adbdekTamm, ANUHHBIM NEPUOAOM MNONYBLIBEAEHUS, PUCKOM aHAMUNaKTUHECKNX
peakumn. Takke cnegyeT yuUMTbiIBaTb BO3MOXHbIE UMMYHOTreHHble adpdekTbl (M. ICH S6 nrim TOCT P 56699.
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MpunoxeHne OA
(cnpaBo4Hoe)

CBeaieHUA 0 COOTBETCTBUU CCbITOUYHbIX MeXxAayHapoaHbIX CTaHOapToOB

Tabnwvwuya JAA

HauMOHaNnbHbIM cTaHaapTam Poccuitckon Pepgepaumnn

0O603Ha4YeHUe CChINOYHOTO CrteneHb
OB6o3Ha4YeHWe U HauMeHoBaHue COOTBETCTBYIOLLEro HauMoHanbHOro craHaapra
MEeXOYHapOoaHOro ctaHaapTa COOTBETCTBUA

ICH S7A IDT [OCT P 56700—2015 «JlekapCTBeHHbIE CpeacTBa Ans MeanuMHCKOro
npumeHeHus. [oknuHnueckne apmMakonormieckue uccnegoBaHus
6e30nacHoOCTUY

ICH S7B — *

ICH S6 IDT [OCT P NCO 56699—2016 «JlekapcTBeHHbIE CpeacTBa Ans MeauuUmH-
CKOro npumMeHeHusl. [JJoknnHuyeckme nccnegoBannsi 6esonacHocTn 6uo-
TEXHONOIMYECKMX NeKapCTBEHHbIX NpenapaToB. O6wWwme pekoMeHaaunumn»

ICH S5 — *

ICH S1A — *

ICH M3 IDT [OCT P 56701—2015 «JlekapCTBeHHbIe cpeacTBa Ans MeamumMHCKOro
npyMeHeHusl. PykoBoACTBO NO NNaHMPOBaHUIO AOKITMHUYECKUX UCCneao-
BaHWi 6e30NacHOCTY C Lelblo NoCneayoLwwero NPoBeaeHUst KNMHUYec-
KMX NCCINEeAOBaHUN U perncTpaunmn nNekapcTBEHHbIX CPeacTB»

ICH Q3A — *

ICH Q3B — *

* COOTBETCTBYHOLLUI HALMOHaNbHbBIN CTaHAAPT OTCyTCTBYeT. [10 ero NpuHsTUA pekoMeHayeTcsl MCNONb30BaTh Mne-
peBo/ Ha PYCCKUIA s3bIK AaHHOTO MEXAYHapOAHOrO JOKYMEHTA.

MpumeyaHne—B HacToswel Tabnuue NCNoNb30BaHO crieyiolee ycrnoBHoe 0603Ha4YeHne cTeneHn coot-

BETCTBUA CTaHOAPTOB:

- IDT — ngeHTuuHble cTaHaapThbI.
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