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Mpegucnosne

1 NOArOTOBJ/IEH TexHuyeckum KoMuTeTom Mo cTtaHgaptu3daumm TK 458 «PaspaboTka, nponsBog-
CTBO W KOHTPO/Ib KayecTBa JSlIeKapCTBEHHbIX CPEeACTB» HAa OCHOBE COOGCTBEHHOrO ayTeHTUYHOro rnepesoja Ha
PYCCKUii A3bIK OKYMEHTA, YKa3aHHOro B MyHKTe 4

2 BHECEH TexHuyeckum KoMuTETOM Mo cTtaHgapTu3auum TK 458 «PaspaboTka, Npou3BOACTBO U
KOHTPO/b KayecTBa flIeKapCTBEHHbIX CpeAcTB»

3 YTBEPXJEH WV BBEJEH B AEVICTBVIE Mpukazom ®epfepasibHOrO areHTCTBa N0 TEXHUYECKOMY
perynvpoBaHuio n metponoruy ot 11 Hos6ps 2015 r. Ne 1761-cT

4 HacToAwwmidi cTaHAapT WAEHTUYEH MeXAyHapoaHOMY AoKyMeHTy HOH S7A:2001 «[oknuHuyeckue
hapmakosiornyeckne uccrnefoBaHnsas 6e30nacHOCTU NeKapCTBEHHbIX CPEACTB A1 MeAULMHCKOTo npuMeHe-
Hus» (FKOH S7A:2001 «Safety Pharmacology studies for human pharmaceuticals»). HanmeHoBaHne HacTosi-
liero ctaHjapta W3MEHeHO OTHOCUTE/NIbHO HaVMeHOBaHWA YKa3aHHOro MeXxAyHapo4HOro AOKyMeHTa Ans
YBA3KN C HAMMEHOBaHUSAMM, NMPUHATLIMA B CYLLECTBYIOLLEM KOMIMIEKCE CTaHAapToB «JleKapCTBEeHHblE cpef-
cTBa AN MEeAMUUHCKOro NpUMeHeHus». MNpyu NpUMEeHeHUN HacToALWero ctaHgapTa peKkoMeHayeTcs Ucnosb-
30BaTb BMECTO CCbI/IOYHbIX MEXAYHaPOAHbIX CTaHAapTOB COOTBETCTBYIOLLNE VM HaLMOHa/IbHbIE CTaHAAPTbI
Poccwiickoii ®egepauuu, ykasaHHble B npunoxexnun A

5 BBEJEH BIMEPBbIE

MpaBuna npumMeHeHMa HacTOosALWeEero craHjapTa ycTaHoBneHol B TOCT P 1.0—2012 (pa3gen 8).
WHbopmauus 06 n3ameHeHusx K HacTosLWeMy CTaHAapTy Ny6nkyeTCcs B eXXerogHom (Mo COCTOAHMIO Ha
1aHBaps TekyLlero roga) MHpopMaLMoHHOM ykasaTene «HauuoHanbHble cTaHaapThi», a ouunanbI<bli
TEeKCT W3MEHEHUI 1 NONPaBOK — B €XeMeCAYHOM MHPOPMaLMOHHOM yka3aTene «HaunoHasbHble CTaH-
fapTbi». B cnyyae nepecmoTpa (3amMeHbl) WM OTMeHbl HACTOSLWEro craHgapTa cooTBeTCTBYyLee
yBefomMmneHne bygeT onybankoBaHO B Gvxaliliem BbiMyCKe eXeMecAYHOro MHOPMaLOHHOIO yKka3aTe-
na «HauuoHanbHble cTaHAapTbi». COOTBeTCTBYLWAn UHopmauns, ysefjoMieHne n TeKcTbl pasme-
WakTCca Takke B MHHOPMaLMOHHOW cncTeMe o6LLEr0 NONb30BaHUS — Ha odmumanbHom caliTe depe-
panbHOro areHTCcTBa MO TEeXHUYEeCKOMY PperynmposaHuilo W MeTponorum B ceTu WHTepHeT
(www.gost.ru)
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HacTosiwmii cTaHaapT He MOXET 6biTb MOMIHOCTbIO WM YaCTMYHO BOCMPOW3BEAEH, TUPAXKMPOBaH W
pacnpocTpaHeH B KayecTBe O(MUMANIbHOMO M3faHus 6e3 paspelieHns defepanbHOro areHTCTBa no TeXHU-
YECKOMY pPerysimpoBaHuio 1 METPOIOTN
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BeepeHve

HacTosiwmii ctaHgapT paspaboTaH ANna CO34aHuA YCNOBWIA AN NpefynpexneHns HexenaresbHoro
(hapMakoIorMyeckoro AencTBusi ekapCcTBEHHbIX NpenapaToB B KAVHUYECKUX UCC/eA0BaHUAX U NpU Meau-
LMHCKOM NPUMEHEHMUM, a TaKkKO A5 paLMOHa/IbHOTO MUCMOb30BaHUSI XUBOTHbLIX U APYrMX PecypcoB MpoBoO-
AVMBIX CCNefOBaHUIA.

B yacTu | HacTosiLero cTaHAapTa npeacTaBfieHbl onpeaeseHns, o6wmue NPUHLMUMLI U pekoMeHgaumm
no NpPOBEAEHUI0 UCC/EAOBAHMNI (hapMaKonorMyeckoit 6e3onacHoCTU, NPOBOANMON Kak YacTb AOK/IMHUYECKO-
ro U3yuyeHusi neKkapcTBEHHbIX NpenapaTos.

CTaHfapT cnocob6CTBYeT WCMNO/Ib30BaHNI0 OOLLENPUHATBIX MEXAYHApPOAHbIX onpeaeneHuii, uenein n
pekoMeHAauuii no gu3aiHy 1 NpoBeLeHN0 NCCeL0BaHNi hapMakoiornyeckoin 6e3onacHoCTu.

MpumeuvaHune 1— Mccnegosanus obueli hapMakoornm CUUTAIOTCA BaXHbIM KOMMOHEHTOM NpY U3yYeHum
6e30MacHOCTM NleKkapcTBEHHbIX NpenapaTos. K nccnefosaHnsm o6Lueit hapmakoaorn n3HadasibHO OTHOCWAN Uccneo-
BaHWs, Hanpas/ieHHble Ha u3yyeHne 3heKTOB MUCC/elyeMOoro SIekapCTBEHHOIO npenapara, He SBMSIOLWMXCA NepsBuy-
HbIMK chapmakognHaMuyeckmu. ViccneposaHust papMakoorniyeckoii 6e3onacHoCcTu 6biI HaueneHbl Ha BbisSBNIEHWE
Hexenare/ibHbIX SIB/IEHUIA CO CTOPOHbI PM3NOOrNYecKNX PyHKUMA. Bee Tpu pervioHa ICH yuutbiBasn pesynbTarsl yka-
3aHHbIX uccnefosaHuii obuein apmakonorum (EC 1 AnoHWs) M nccnefoBaHuii thapmakosiornyeckoin 6e3onacHocTn
(CLUA) npun pelueHur Bonpoca 0 rocyfapCTBEHHON peructpauun. B 1991 r. MUHUCTEPCTBO 34paBOOXPaHeHUst 1 6naro-
nonyunst (M3B) AnoHun nsgano «PykoBOACTBO MO 06Lelt hapmakonorumy». CornacHo ykasaHHOMY PYKOBOACTBY, MC-
cnefoBaHns 06LLeli hapMakonorMy BKIHOYAKT NCCNeA0BaHNA, CMIaHNPOBAaHHbIE /151 BbISB/IEHUS HEOXUAAHHBIX ABe-
HUWIA CO CTOPOHbI OPraHoOB 1 pacluMpeHust cBeaeHnin 0 hapmakonoLyeckmx cBoicTBax (hapmakonornyeckoe npodguau-
poBaHve). OgHaKo Ha TOT MOMEHT He 6blfI0 MeXAyHapOAHO NMPUHATOrO onpefenieHnst TEPMUHOB «MepBUYHas apMako-
JMHaMUKa», «BTOPUYHaA (hapMakogvHammka» 1 «apmMakosormyeckas 6esonacHocTb». CTana o4eBUHON Heobxoau-
MOCTb MeXyHapOAHOI rapMOHM3aLu HOMeHKNaTypbl M pa3paboTkn MexayHapogHOro pykoBoAcTBa no hapmakonioru-
yeckoli 6e30MacHOCTU.

TepMuH «uccnefoBaHusi hapMakoiornyeckoii 6e3onacHocTu» ynomvHaetcs B ICH M3 «PykoBoacTBO
Mo NNaHUMPOBAHUIO AOKIVHUYECKUX WCCEAOBAHMI 6€30MacHOCTM C Le/iblo NOC/efytolero npoBeaeHus
K/IMHWUYECKUX UCCNEefoBaHnii U perncTpaumy nekapcTBeHHbIX cpeacts» U ICH S6 «[oknuHuueckue uccne-
[l0BaHWsi 6e30MacHOCT GMOTEXHOIOTMYECKUX NIEKAPCTBEHHbIX NMPenapatoB», Kak WCCefoBaHusi, Heo6Xo-
AUMble A5 060CHOBaHUA BO3MOXHOCTU MEAMLMHCKOTO NPUMEHeHUs 1ekapCTBEHHbIX npenapaTos (2. 3].
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HAUMWOHANbHBIAN CTAHAAPT POCCUMCKOWN SGEAQEPALUM

NEKAPCTBEHHbLIE CPEACTBA ANA MEANLIMHCKOIO NPUMEHEHWA
JoknuHnyeckne hapmakosnornyeckne ncecnefosaHna 6e30nMacHoCTm

Medicines lor med«al applications.
Safety Pharmacology studies lor human pharmaceuticals

[Jara BBegeHns — 2016—07—01

1 O6nacTb NpUMeHeHUs

HacTosiwmii cTaHfapT pacnpocTPaHSeTCsl HA HOBblE XUMUYECKUE COEMHEHNS W IeKapCTBEHHbIE Mpe-
napartbl, Nosy4YeHHble GMOTEXHOMIOMMYECKUM NyTeM. HacToswuii cTaHaapT Npy HEO6X0AUMOCTH MOXET Npu-
MEHSATLCS B OTHOLLUEHUW 3aperncTpMpoBaHHbIX SIEKAPCTBEHHbLIX NMpenapaToB (Hanpumep, B CBSI3W C BbisiB/iE-
HUEM HOBbIX HEXEeNaTeslbHbIX ABNEHNIA, N3MEHEeHUeM Nony ALY NaLUeHTOB UM HOBbLIM MyTEM BBEAEHMUS).

2 O6uue NpUHUMNbI

Mpu nnaHMpoBaHUM “ccnefoBaHWii hapmakonornyeckon 6e3onacHoOCTU U UX NPOBeAEeHUN Heo6Xoau-
MO NpUAEePXMBaTLCS paLMoHa/IbHOTO noaxofa. Bug nccnefoBanuii U ux gusaitH 3aBUCAT OT MHAWBUAYa b-
HbIX CBOICTB W Mpegnonaraemoro NpMMeHeHUs N1eKapCTBEHHbIX npenaparoB. Heo6xo4MMO WCnosb3oBaTb
Hay4HO-060CHOBaHHbIE, NMPeANnoYTUTENIbHO, NMPU3HAHHbIE B MUPE METO/bl U3YYEHWNS IeKapCTBEHHbIX npena-
paTtoB. Bonee TOro, pekOMeHAyeTCs MUCNoNb30BaTb HOBblE TEXHOMOIMMW Y METOA0/OMMU, OTBEYalL e CTPO-
TUM Hay4YHbIM NPUHLMNaMm.

HekoTopble KOHeuYHble TOUYKM hapmMakosiornyeckoli 6es3onacHoOCTV AONyckaeTcs BKAYaTb B An3aliH
TOKCUKO/IOTUYECKUX, KMHETUYECKUX, KIMHWYECKUX W APYrUX WCCNefoBaHuWiA, Torga kak Apyrve nogjexar
OLleHKe TOMbKO B CreuuasibHbIX UcciefoBaHusax hapmakonornyeckoin 6esonacHocTn. Heo6xoguMo yunThbI-
BaTb. YTO XOPOLUO CMNAaHMPOBaHHbIE UCCNefoBaHusA drapMakoiornyeckoli 6e30nacHOCTM NO3BONAIOT 06Ha-
PYXWTb HexenaTesibHble SIBIEHUS, KOTOPble MOTYT OblTb HE BbISIB/IEHbI B XOA4€ CTaHAAPTHbLIX TOKCUKOMIOIU-
YeCcKMX nccnefoBaHuii.

2.1 OnpepgeneHve chapmakosornyecko 6esonacHocTn

dapmakoniornyeckme UccrefoBaHs MOXHO pasfennTb Ha TpU kaTeropuu: nepsBuyHble hapmakoau-
Hamuyeckue nccnefoBaHvs, BTOPUYHbIE (hapMakoAvHaMMYeckue uccnefoBaHusa U uccnefoBaHusa dapma-
KOJIOTMYEeCcKoi 6e30NacHOCTU.

B HacTosilem cTaHAapTe Moj vccriefoBaHusMKU DapmMakonormyeckoin 6esonacHocTu nogpasymeBa-
I0TCS MCCNefoBaHUs, HanpaB/iEHHblIE HA M3yYyeHUe MOTEHLMasbHbIX HexenarenbHbIX thapmakognHamuye-
CKUX 3hheKTOB aKTUBHOIMO AEWCTBYIOLLEr0 BELECTBa CO CTOPOHbI hN3MONOrMYecknx OyHKLMIA B fo3ax, co-
OTBETCTBYIOLMX TepaneBTUYECKOMY Auana3oHy U Bbilwe (MpuMedvaHue 2 ANs onpegeneHvii uccnepoBaHuii
NepBUYHOW N BTOPUYHOI hapMakoguHaAMUKN).

MpumevyaHne 2— lccnepoBaHns NepBUYHON hapMakogMHAMUKN — W3y4YeHWe MexaHusMa AeicTeus u
(Mnn) adhheKToB AECTBYIOLLEro BeLecTBa B OTHOLLEHWUN €ro Lie/leBoii TepaneBTUYeckoin MueHn. BTopuuHble hapma-
KoAVHaMnyeckne nccnefoBaHns (B HEKOTOPbIX C/lyyasix HasbiBaeMble YacTblo UCCefoBaHuil 06Leli dhapmakonorum) —
M3yyeHne MmexaHusMa feiictBus u (Unm) adpekToB BeLlecTBa, He CBsi3aHHble C ero LefieBoil TepaneBTUYECKOi
MULLIEHBIO.

B HEKOTOPBLIX CNyYyasix CBEAEHUS O NEPBUYHbLIX U BTOPUYHbLIX (dapMakoanHammnyecknx adpdpekrax gei-
CTBYHLLETO BeELecTBa MOryT UMETb 3HAYEHUE NpY OLLEeHKE 6E30MaCHOCTU MOTEHLMAbHBIX HEXeNaTelbHbIX
ABNEHUI y yesnioBeka, NMo3TOMy UX HEO6GXOAMMO paccMaTpuBaTb Hapsay C pesynbTaTamu UCCNefoBaHWiA
hapMakonornyeckoit 6e3onacHoCTu.

M3paHve odmunanbHoe
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3 OCHOBHbIe MOSIOXEeHUA
3.1. LUenu uccnepoBaHuii

Llenn nccnepoBaHuii hapmakosiornyeckoii 6e3onacHocTu:

- BbISIB/IEHNE HeXxenaTesNbHbIX hapMakoauHaMUYeCcKUX CBONCTB AelCTBYIOLWEro BeLLecTBa, KoTopble
MOryT OKa3aTbCA 3HauYMMbIMK A1 6€30NacHOCTM YenoBeka,;

- OLEHKa HexenaTtesbHblX hapmakoguHammnyeckux n (unv) naTogusanonornyecknx apcekTos aei-
CTBYIOLLEr0 BELEeCTBA, BbISB/IEHHbIX B X0A4€ TOKCMKONOrMYeCcKX u (Mn) KMUHUYECKNX nccnenoBaHuii:

- U3yyeHne MexaHu3Ma peanmsauuv Habnwgaslmxcs W (MNM) NOAO3PeBaeMbIX HexesnaTesbHbIX
hapMmakogmHamumyeckmx aghhekTos.

MnaH nccnefoBaHus, BKIOYAKLWNIA BbilleyKasaHHble Lenn, fo/MKeH ObiTb YeTKo onpegeneH n onu-
caH.

3.2. O6wwue NpuHUUNbLI NJAHNPOBAHMSA UCcCnefoBaHnin dhapmakonornyeckoin 6esonacHocTn

Beugy Toro, uto thapmakonornyeckne apekTbl 3aBUCAT OT CBOMCTB MCCeAyeMoro feicTBytoLiero
BELLeCTBa, NpU MAaHMPOBaHUM WCCNEefoBaHWi C Lenblo u3yvyeHus dapmakonormueckoli 6esonacHocTn
Heobxo4MMO yunTbiBaThb criedytoLive dakTopbl (nepeyeHb ABNSETCS NcYepnbIBaoLLM):

1 3dhhekTbl, NpucyLyme TepaneBTUYECKOMY Knaccy ucciefyemMoro BelecTsa, Tak Kak MexaHusm gei-
CTBUSI MOXeT 0bycnaBnuBaTb OnNpefenieHHble HexenartesibHble SBMeHWs (Hanpumep, apUTMOTeHHbIR 3adh-
hekT ABnseTcsA 06LWMUM CBOWCTBOM aHTUAPUTMUKOB).

2 HexenatenbHble adhheKTbl, XapakTepHble A1 NOX0XMX BELLEeCTB U3 TeX Xe XMMUYeckux u dpapma-
KOMIOTMYECKNX KNaccoB, K KOTOPbIM OTHOCMTCS McCcnefyemoe BeLecTBO, HO He 3aBuUcsLiMe OT MepBUYHON
thapmakognHammky (Hanpmmep, CNoCcoBHOCTb HElPONENTUKOB YANNHATL nHTepBan QT).

3 [laHHble 0 CBA3bIBAHWMN C UTAHAOM WU BAUSAHUMN Ha (DEPMEHTHblEe CUCTEMbI, CBUAETEeNbCTBYIOLME
0 BO3MOXHOCTW Ha/IMuns HexenatebHblX 3hdeKTOB.

4 Pe3synbTaTbl paHee MPOBefEHHbIX MccnefoBaHWil dhapMakonornyeckoi 6e3onacHocT, BTOPUYHOM
dhapmakoguHamMUKn, TOKCMKONOTMYECKUX NCCNeA0BaHNiA UAN KNMHUYECKOTO NpYMeHeHus, Tpebylolme ganb-
Helwero nsyyeHus, YTo6bl ONpeseuTb 3HAYMMOCTb UX /151 YesT0BEKA.

Ha paHHuX 3Tanax pa3paboTkM MOryT OTCYTCTBOBaTb HEOOGXOAUMbIE AaHHble (Hanpumep, CpaBHU-
TefbHbIi MeTabonnM3m) 4A pauuoHanbHOro nogbopa W NAaHUMPOBaHUS UCCNefO0BaHUA B COOTBETCTBUM C
BbllLeyKa3aHHbIMU NOSIOXEHNAMU. B aTOM cnyyae npumMeHstoTcst 60ee o6Lme noaxoabl K NpOBeAEHNIO UC-
cnepfoBaHuii hapmakonornyeckoii 6e3onacHocTu.

Mpexzae Bcero, HEO6X0AUMO OLEHUTbL BAIUSIHUE Mpenaparta Ha (OYHKLMI0 XXU3HEHHO BaxHbIX cuctem. K
HUM OTHOCATCS CepAevyHO cocyAucTasn, AblxaTtenbHas W LeHTpanbHas HepBHas. BnusHue Ha cuctembl,
PYHKLMKM KOTOPbIX MOTYT BPEMEHHO HapyluaTtbcs (MOYeBblfenuTeNnbHas, nuuesapuTensHas n ap.) 6es npu-
YMHEeHUs HeobpaTUMOro Bpefa, He TPe6ylT HemMeANeHHOro usyyeHus. OueHka dapmakonornyeckoi 6es-
0OMacHOCTU Ha Apyrme CUCTeMbl 3aBWUCUT OT MIaHVWpPYeMOro KAMHUYECKOro UccnefoBaHus uau nonynsuum
nauyveHToB (Hanpumep, nuweBapuTenibHas cuctema npu 6onesHn KpoHa, yHKUMS MOYeKk npu nepBUYHON
peHasnbHOW apTepyanbHOi rMNepTeH3nmn, UMMYHHasa cucTeMa y UMMYHOKOMMNPOMUTUPOBAHHBIX NNL).

3.3 TecT-cuctemsbl

3.3.1 O6wume NoI0XEHMSA NO BbIGOPY TECT-CUCTEM

YT06bI NONYYMTb AOCTOBEPHbIE AAHHbIE, HE0O6X0AUMO 060CHOBATL BbIGOP XMBOTHbLIX UN WHON TecT-
cuctemsbl. MNpy 3TOM yunTbIBAKOT: CNOCOOHOCTL pearnpoBaTh Ha hapmakogmHamuyeckne addekTol, hapma-
KOKMHEeTUYeCKuniAi Npodunb, BUL KMBOTHbBIX, UX JIMHWIO, MO 1 BO3pPAacT, BOCNPUMMYMBOCTb, YYBCTBUTENbHOCTb
1 BOCMPOU3BOAMMOCTb TECT-CUCTEMbI U AOCTYMHOCTb paHee MOoSlyYeHHbIX AaHHbIX O AeCTBYHOLWEM BeLle-
ctBe. pn HaNUuuKM gaHHbIX, NOAYYEHHbIX U3 UCCEef0BaHUA C yyacTueM YesioBeka, X He06X0AUMO YUUTbI-
BaTb Npu BbIGOpe TecT-CUCTEMbl (Hampumep, meTab6onmsm in vitro). Mpu npoBefeHWM WCCNefOBaHUiA
(hanpumep, cxema 3abopa 6vonorMyeckoro marepuana) Heo6Xo4MMO PYKOBOACTBOBATbCA CBEAEHUSMU O
hapmakoanHaMmMuecknx 1 hapmakoknHeTMYeckMx CBOMCTBax npenaparta, NpefcTaBUTb 060CHOBAHWE Bbl-
60pa KOHKPETHOW MOAE/NMN XMUBOTHbIX UAWN TECT-CUCTEMBI.

3.3.2 NccnepoBaHua in vitro uin vivo

B kauecTBe TecT-cMCTEM [0MYyCKaeTCA UCMO/b30BaTh Lie/lbIX XMBOTHbIX NpenapaTsl eX Vivo u in vitro,
HanpvMep, W30/IMPOBaHHbIE OPraHbl WU TKaHW, Ky/bTypbl K/IETOK, KNeTOYHble hparMeHTbl, OpraHennsbl, pe-
LLenTopbl, WOHHbIE KaHanbl, TpaHCNopTepbl 1 hepMeHTbl. In Vitro cucTeMbl AonyckaeTcs MCNo/b30BaTb BO

2
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BCNoMoraTesibHbIX MCCnefoBaHuAx (Hanpumep, 4TobObl YCTAHOBUTb NPOMIb aKTUBHOCTM [AeicTByloLLero
BellecTsa WM M3yuymTb MEXaHW3M peanunsauun Habngaembix in vivo s ekTos).

Mpn npoBegeHun nccnepoBaHWii in vivo NpefnoyTUTENIbHO UCMOMb30BaTh XWBOTHbLIX, He MoABepr-
lwmnxca aHectesun. C 3TOM LEeNblo UCMOMNb3YTCA MEeToAbl TeNleMeTpun 1 gpyrrne MeToAdbl uccnefoBaHus y
XMBOTHbIX C COXPaHEHHbIM CO3HaHMeM. Takue AaHHble NPefnovTUTE bHbI AaHHbIM, MOlyYeHHbIM OT 06e3-
ABWXEHHBIX UM HEMPUCNOCO6NEHHbIX XMBOTHBbIX.

OfHVM M3 rNaBHbIX YCMOBWI MPU UCNOJIb30BaHNMN XUBOTHbIX, HE MOABEPTLUNXCSH aHecTe3nn, ABseTcs
nsbexaHve guckomdopTa 1 6onun.

3.3.3 3kcnepumeHTanbHbI AN3aitH

3.3.3.1 Pa3mep BbIGOPKN U MCNONb30BaHNE KOHTpOe

Pa3smep rpynnbl AO/MKEH 6bITb AOCTATOYHbIM 4715 NOJSIHOLEHHOW Hay4YHOW MHTepnpeTauuy MosyyeH-
HbIX AaHHbIX. [Py 3TOM HEO6XOAMMO YUMTbIBATb BE/IMUYMHY 61ON0rMyeckoro adhekta, MMeLEero KnHmuye-
cKoe 3HayeHwue. Mpu NpoBegeHNN nccnefoBaHnii He0O6X04MMO UCNOb30BaThb Kak HeraTWBHbIN, Tak 1 No3u-
TUBHBIA KOHTPO/b. 115 XOPOLIO ONMWCaHHbIX iN VivOo TECT-CUCTEM MO3UTUBHbIE KOHTPO/SIM MOTYT HE MOHafo-
6UTLCA (MCKTIOYEHME KOHTPOJIbHbLIX FPynn U3 nccnegoBaHmnii Heo6xo4nMMo 060CcHOBaTb).

3.3.3.2 MyTbL BBEAEHUA

Mpn npoBeaeHUK UccnepoBaHuii LLenecoobpasHo NCNob30BaTh NpeanonaraemMblii KMMHUYECKUA NyTb
BBeJieHNs. He3aBncyMO OT NyTU BBEAEHWUA 3KCMO3WLUS UCXOAHOTO BelecTBa UM ero OCHOBHbIX MeTabosin-
TOB [jO/KHA 6bITb CONOCTaBMMa WU MpeBbIlaTh 3Ha4YeHNs, AocTuraemble y yenoseka (Npu Hannynm Takux
fdaHHbIX). Ecnv nccnepyemoe geiicTeylollee BeLeCcTBO NpegHa3HavyeHo 4719 BBEAEHWS HECKONbKUMW NyTs-
MW (HanpyMep, BHYTPb W MapeHTepasibHO) UAW eciv OTMEevyarTCs WM OXWAAKTCA 3HaunTesbHble Kade-
CTBEHHbIE W KONMYECTBEHHbIE Pa3Nuns MeXAy CUCTEMHON 1M MeCTHOW akcnosuuueld, pekomeHgyeTcs npo-
BOAWTL OLleHKY adhhekToB A5 6onee yem OfHOro NyTU BBEAEHUS.

3.4 BenuumHa 03 UM KOHLUEHTpaLuii nccnegyemoro feicTeytoliero sewecTtea

3.4.1 NiccnepoBaHusa in vivo

Wccnepgosannsa chapmakonornyeckoi 6e30nacHoOCTM He06X04MMO ChjiaHMpoBaTb TakuM 06pasom,
4TO6bl YCTAHOBUTL 3aBUCUMOCTb f103a 3hDEKT B OTHOLLEHUW HabNoAaeMblX HexenarenbHblX ABneHuii. Mo
BO3MOXHOCTU HEO0OX0AMMO M3Y4YWUTb 3aBMCUMOCTb HeXenaTeslbHblX SBMEeHN OT BpeMeHun (Hanpumep, Hada-
N0 1 anuTensHoCcTb addpekTa). Mo BO3MOXHOCTH, HEO6XOANMO CpaBHUTL [03bl, Bbi3blBalOLME HexenaTesnb-
Hble SIBIEHWA, C [03aMM, OKasblBaloLVMN NEPBUYHBIA dhapmMakogunaMmyecknii apdekT y XUBOTHBIX UK
BbI3blBAOWUMN NpeAnonaraeMblii TepaneBTuyecknii adpdhekT y yenoseka. Beuay Hanmumsa MexsBuoBbIX
pas3nuumnii no chapmakogMHaMUYecKon YyBCTBUTENbHOCTW, U3YYeHHble [03bl AO0/KHbI COOTBETCTBOBAaTbL U
npesblillaTh NEPBUYHbLIN (hapMmakoAvHaMuuecxuii 1 TepaneBTUYECKWl fuanasoHbl. B oTcyTcTBME Hexena-
TeNbHbIX ABMEHWUI Npyu U3yyeHun apMakonornyeckoin 6e3onacHoCcTu, B KayecTBe BbiCLUel uccnesyemoit
[103bl HE06X0AMMO BbI6GpaTh A03Yy, KOTOpas Bbi3biBAET HeXenaTenbHble ABMEHNA CpefHel TAXEeCTN B 3TOM
VN ApYruX UCCNefoBaHUSaX C aHa/IorTMUYHbIM MyTeM BBEAEHUS U 3KBUBA/IEHTHBIMY NO ANUTENbHOCTU. Takue
HexxenartesibHble SAIBMIEHUS MOTYT BK/IOYaTb [030/IMMUTUPYoWme hapmMmakogmHamMnuyeckme unm ToKkCuyeckune
adpchekTbl. Ha npaktuke HekoTopble adhdekTbl, BO3HMKAOLWME B TOKCUYECKOM fuanas3oHe (Hanpumep, Tpe-
Mop 1 hacumkynauum Bo Bpems cHatTnsa 3KI), MOryT nckaxartb UHTepnpeTauuio pe3ynbTaTtos, a Takke orpa-
HW4MBaTb BENWYMHY A03bl. iccnegoBaHne OAHOW rpynnbl Npu orpaHVWyMBaloLLeil fo3e No yka3aHHOW Bbille
CcXxemMe MOXeT 6biTb [OCTATOUYHbIM, €C/IN HexenartesibHble ABMEHNS MO KOHEYHbIM ToukaM hapmakosiornye-
cKoli 6e30nacHOCTU Y 3KCNEPUMEHTa/IbHbIX BUA0B XWBOTHbLIX OTCYTCTBYIOT.

3.4.2 NccneposaHua in vitro

WccneposaHus in vitro cnefyeT cniaHMpoBaTtb Takum 06pa3om, YTo6bl YCTaHOBUTb B3alMOCBA3b KOH-
ueHTpauma-addekt. Heobxoammo BbibpaTh Takoi Anana3oH KOHUEeHTpauuii, 4To6bl MOBLICUTL BEPOATHOCTb
BbIAABNEHNA 3dhdhekTa Ha MCNoNb3yeMmoli TecT-cucTemMe. Ha BEpXHIOK rpaHuLly ykasaHHOro AnanasoHa MoryT
noBANATL PU3NKO-XMMUYECKME CBOWCTBA Mccnefyemoro AelicTBYOLWero BewecTsa 1 gpyrue cneynunymble
ans meTtofa dpaktopsl. Mpu oTcyTCcTBUM 3chchekTa HEOGX0AMMO 060CHOBATL BblGpPaHHbIA AManasoH KOHLEH-
TpaLuii.

3.5 4nnTenbHOCTb uccnenoBaHuii

WccnepoBanust papmakosiorndeckoit 6€30nacHOCTY, Kak Npasuio, MPOBOAATCSA MNPU OLHOKPATHOM
BBeAeHun. Ecnu cpapmakognHamMmueckue apekTsl NPOSABAAOTCA Nocne onpefeneHHol ANNTeNbLHOCTY fe-
UEHWSI UM eCnu pe3ysibTaTbl UCC/Ie0BaHNIA TOKCUYHOCTY MPU MHOTOKPATHOM BBEAEHWUW WM pesynbTartsl
NpMMeHeHWs y yesoBeka NpeAnosaraloT Hanuuve npo6nem apMakosiornyeckoii 6e30nacHocT, Heo6xo-
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AVMO npaBu/bHO nofob6paTtb ANTENbHOCTb WCCNefoBaHWii hapmakonornyeckoli 6e30nacHOCTH, 4TOObI
n3yunTb Takne adppexTol.

3.6 N3yuyeHue MeTabonuTos, M30MepPOB U TOTOBbIX /NIEKAPCTBEHHbIX NpenapaTtoB

Kak npaBuno, B nccnepoBaHuax hapMakosiormyeckoii 6e30nacHoOCT HeobXxoAMMO U3yunTb sboe
McXofHoe AeliCTBYyoLee BELLECTBO U €ro OCHOBHble MeTabonnTbl, KOTOPbIe AOCTUralT WM MOryT AOCTUYb
CUCTEMHOW 3KCMno3unumm y yenoBeka. OLEHKY OCHOBHbIX METaG0/IMTOB 3a4acTyld OCYLLECTB/SIOT B pamkax
uccrefoBaHnii ICXOA4HOTO AEeCTBYIOLLErO BeLecTBa Y XMBOTHbIX. ECn ycTaHOB/IEHO, YTO OCHOBHbIE MeTa-
60n1TbI. 06pasyoLmecs B opraHuamMe yesioBeka, OTCYTCTBYIOT WM 06Pa3yoTCA Y XUBOTHbLIX /INLb B OTHO-
CUTENbHO HU3KMX KOHLEeHTpauusix, He06X0AMMO M3y4nTb BIUSIHUE TakMx MeTabosIMTOB Ha KOHEYHble TOUKM
hapmakonornyeckon 6esonacHocTn. Ecam M3BECTHO, YTO MeTabonMTbl YesnloBeKa BHOCAT 3HAYUTE IbHbINM
BKNas B hapMakosiormyeckoe felicTBue AelicTBYHOLLEro BELECTBA, TaKMe akTMBHble MeTabosnTel He06Xo-
AvMo n3yunTb. Ecnv B nccnefoBaHusx in vivo UCXOAHOTO COeAMHEHMA MeTabomTbl O/MKHBIM 06pa3om (Kak
yKa3aHo BbllLE) He U3y4Yasncb, floNyckaeTcss U3 coobpaxeHwuii LenecoobpasHocTM n3yyaTb MeTabonuTbl B in
vitro cuctemax.

Ecnu nekapcTBeHHbIi npenapaT npeacTaBnseT coboli cMecb M30MEpPOB, HEOOXOAUMO M3YUUTb Kax-
[Oblli OTAEeNbHbIV M30oMep in vitro unu in vivo.

VccnepoBaHus dhapmakosiornyeckoin 6e30nacHOCTU roTOBOMO JIeKApCTBEHHOro npenapara Heobxo-
AMMO NPOBOAWTL TOMILKO B CAyvasX, Korja BXOAsLIMe B ero cocTaB BellecTBa CYLLEeCTBEHHO W3MEHSIOT
hapMakokMHeTuKy 1 (unun) dapmakoguHaMuKy OeiCTBYIOLLErO BeLlecTBa MO CPABHEHUIO C paHee U3y4yeH-
HbIMW cocTaBaMu (T.e. 3a CYeT akTVBHbIX BCMOMOraTesibHbIX BELeCTB, Kak TO: yCUAuTenn npoHuLaemocTu,
JINNOCOMbI 1 Apyrue U3MEHEHWs, BKIYas nommMmopgusm).

3.7 OCHOBHble TecTbl N5 uccnefoBaHnsa hapmakonornyeckon 6eonacHocCTm

Habop OCHOBHbIX TECTOB o6ecneunmBaeT ulyvyeHne 3ahPeKToB UccaengyemMoro AelicTBYOLWEro Belle-
CTBa Ha XW3HEHHO BaKHble (hyHKLMM opraHu3Ma. B 3Toi cBA3M, npexae BCero, OLEHUBAOT ero BAWUSHUE Ha
PYHKUMIO CepAeyHo CoCyANCTON, AblXaTeslbHOW W LeHTPanbHOlW HEePBHOM CUCTEMbI. B HEKOTOPbIX Cryyvasx,
PYKOBOACTBYACH HayUYHbIMU flaHHbIMU, 06BEM TECTOB A0/DKEH ObITb paclumpeH (cm. pasgen 3.8), B Apyrux —
BOOGLLEe He TpebyeTca nNpoBeAeHUs uccrefoBaHnii (CM. Takxe pasgen 3.9).

HeobxoAnMO HayyHO 060CHOBaTb WUCK/IOYEHWE OnpefesieHHbIX TeCTOB WM UccnefoBaHuii onpege-
NeHHbIX OPraHoB, CUCTEM WUNN (DYHKLWA.

3.7.1 LleHTpanbHaa HepBHasa cuctema

HeobxoAnMMO U3yunTb BAWSHME UCCNeAyeMOro AeNCTBYIOWEro BeLeCcTBa Ha LieHTPasibHy0 HEPBHYHO
cuctemy. HeobxoAMMO OLEHUTL ABUTATE/NbHYI0 aKTUBHOCTb, U3MEHEHVEe NMOBEeAEHNS, KOOPAUHALMIO ABUXE-
HWIA, ceHCOpHble/MOTOpHble pedhnekcbl 1 TemnepaTypy Tena. MoXHO MCnonb3oBaTb CTaHAapTHble TecTbl
oueHKn hyHKunoHanbHoro coctosHus LIHC (3). mogudmumpoBaHHbii TecT VipeuHa [4] unu gpyrue (5).

3.7.2 CeppeyHo-cocygucrtasa cuctema

Heo6x0AMMO M3yunTb BAWSHWE WCCefdyeMOoro AeiCcTBYIOWEero BellecTBa Ha CepAevyHO-COCYAUCTYIo
cuctemy. HeobxoAMMO OLLEHWUTbL apTepuasibHoe AaBfieHne, YacToTy CepAeyHbIX COKpaLLeHnit N aneKTpokap-
avorpammy. Heobxogumo Takke M3yunTb AaHHble, MOJIlyYyeHHble in Vivo, in vitro n (Mnu) ex vivo, BkIoYas
METO/bl OLEHKM HapyLlleHuli penonspusaumn n nposegeHus (npumedaHve 3).

MpumeyvaHne 3— B HayyHOM coobLuecTBe He AOCTUTHYT KOHCEHCYC B OTHOLUEHUW NPeAnoyTUTENbHOrO
noAxo4a Npu OLleHKe PUCKOB XesyA04YKOBOW apuTMuu, 06yC/IOB/IEHHON pBRonspu3ausii (Hanpumep, Trna Torsade de
Pointes). B PykoBoacTBe FOH S7B paccmaTpvBaloTCA HEKOTOpbIE CYLLEeCTBYHOLME METOAbl, WX NpeuMyLiecTsa u Hego-
cTaTku. Mpy NOAroToBKE PerncTpauyoHHbIX AOCbe PEKOMEHAYETCA UX UCMOSIb30BaHMe.

3.7.3 bixaTenbHaa cucrema

HeobxoAnMMO M3yunTb BANAHWE UCCNeAyeMOro AelCTBYIOLWEro BewecTBa Ha AblXxaTeflbHyl0 CUcTemy.
Heob6xoaMMO OuEeHUTb YacToTy AblXxaHusA W Apyrve napameTtpbl (Hanpumep, AblxaTenbHbli 06bem [6] wau
HacblLeHne reMornobrHa kncnopogom). Ana oueHkn PyHKLUN AblXaHWs KNIUHWYeCKoe HabnigeHve 3a Xu-
BOTHbIMW. B Le/IOM, CUMTAETCSA HefoCTaTOYHbIM, M3yvyaemble napameTpbl HEO6XOANMO KO/IMYECTBEHHO W3-
MepUTb. UCMOJb3YS NOAXOASALLYI0 METOL0/10IUI0.



FOCT P 56700—2015
3.8. Mocnegyouwmne 1 JONONHUTE NbHbIE UCCNe0BaHNsA papmakoorniyeckoin 6e3onacHocTu

BO3MOXHOCTb pa3BUTUA HeXenaTesbHbIX SBAIEHN MOXHO NPOrHO3MpOBaTh, OCHOBbLIBAsAChL Ha hapMa-
KOMIOTMYEeCKNX CBOMCTBAX U XMMUYECKOM Kacce uccnefyemoro AeicTBYOLWero Bewecrsa. Takke Heobxo-
AVMOCTb NpoBefeHns AanbHelnx uccnefoBaHnii MOXeT BO3HUKHYTb MO pesysibTaTtam NpoBefeHnss OCHOB-
HbIX TECTOB, K/MHMYECKNX WCCNefoBaHUiA, AaHHbIX hapmakoHaa3opa, akCnepuMeHTaslbHbIX UCCnefoBaHuUi
in Vvitro v in vivo iy no gaHHbIM NUTEpaTypPHbIX UCTOYHUKOB. ECnn Hannuue Takux HexenartenbHbIX addhek-
TOB MOXeT npejnonaratb PUCkA B OTHOLLIEHWM 6€30MacHOCTU YenoBeka, X HeobX0AMMO AO/MKHbIM 06pa3om
M3yunTb B pamkax nocnefylowmx uam JononHUTEeNbHbIX McCcnefoBaHnii dpapmakonornyeckoli 6e3onacHo-
cTu.

3.8.1 Mocnepgyouwme nccnefoBaHnsa BANAHUA Ha XXU3HEHHO BaXHble CUCTEMbI OpraHu3ma

Mocnepytowme nccnefosaHns Hanpas/fieHbl Ha obecneyeHve 6osnee r1yb60Koro NoOHUMaHus pesysb-
TaTOB WCCNEef0BaHUA XN3HEHHO BaXHbIX (PYHKLUMA C MCNO/Ib30BAHWEM OCHOBHbLIX TECTOB WM MOyYeHUs
[ONONHNUTENBHBIX AaHHbIX. B nocneayolmx nogpasgenax npuBoAMTCA NepeyeHb UccnefoBaHnii Ana fanb-
HelLero nsy4yeHns ykasaHHbIX CUCTEM OpraHvM3Ma Ha npegmeT NoTeHUMasIbHbIX HexenarenbHbIX dapmako-
AvHamuyeckux 3hhekToB. YKasaHHbI nepeyeHb He SABMSEeTCA MOMHbIM WUAN 06A3aTefbHbIM, ONMCaHHbIe
nuccnefosaHnsa Heobxoaumo noAbupaTb B UHAMBUAYasrbHOM MOpsifike nocfie yyeTa Takux haktopos, Kak
paHee NosiyYeHHble JOK/TMHUYECKNE U KTMHNYECKMe AaHHble. B HEKOTOPbIX cinyvyanx Takne adpekTbl 6onee
npeAnoYTUTENbHO U3yyaTb B paMKax ApYyrux AOKAUHUYECKUX W (MIM) KITUHWYECKNX UcCcnefoBaHnii.

3.8.1.1 LUeHTpanbHas HepBHaa cucrema

MoBefeHueckan hapmakonorns, obyyeHne n namsaTb, NuraHgcneundunyeckoe cBs3biBaHWe, Helipo-
XUMUS. 3pUTESIbHbIE, CIYXOBbIE U (UN) 3NEKTPOMU3NONOTNYECKHE UCCNefoBaHNA U T.4.

3.8.1.2 CeppAeyHo-cocyancras cucrema

CeppAeyHblil BbIGPOC, COKPATUMOCTb Xesny[0ukoB, CONPOTUBASEMOCTb COCYA0B, 3P(heKTbl IHAOTeH-
HbIX U (UNN) 3K30TEeHHbIX BELLECTB Ha CepevYHO-COCYAUCTYI0 CUcTemMy U T.4.

3.8.1.3 ibixaTenbHasa cucrema

ConpoTuBneHve AbiXxaTenbHbIX MyTei, 3N1acTUYHOCTb JIEFOYHON TkaHu (compliance), neroyHoe apre-
puvanbHoe AaBrieHne, rasbl KPoBu. pH Kposu v T.4.

3.8.2. lononHUTeNbHbIE UcCnefoBaHNA dpapmakonormyeckoii 6esonacHocTu

[lononHutenbHble UccnefoBaHWA HamnpasB/ieHbl Ha OLEHKY MOTeHUMasnbHbIX HexenaresbHbIX dapma-
KognHamuyecknx adpekTos uccrefyemMoro BelecTsa Ha oyHKLMN CUCTEM OpraHoB, KOTOpble He U3yyasiucb
npyv NPoOBeAEeHUN OCHOBHbLIX WCCNefoBaHW 6e30MacHOCT WK UccnefoBaHWAX TOKCUMYHOCTW NPU MHOrO-
KpaTHOM BBEJEHWW, eC/IN BO3HMKAIOT OCHOBAHUS N1 TAKOW OLEHKU.

3.8.2.1 MoueBblgenntenbHas cucrema

Heo6XxoAMMO M3yuuTb BUSIHUE UCCeLyeMOro AeiCTBYIoLero BewecTBa Ha YHKLMOHAIbHbIE MoKa-
3aTesiM noyek. Hanpumep, MoryTt uccrefosaTbCs 06beM MOuM, yAesibHas NAOTHOCTb, OCMOSANBLHOCTL. pH,
BOZAHO 3/1EKTPO/IUTHBIN 6anaHc, 6ekn, LuTonorus n buoxnMmyeckne nokasarenn Kposwu, Kak TO: a3oT mMoue-
BWHbI KPOBU, KpeaTUHWUH 1 6en1K1 nnasmbl.

3.8.2.2. ABTOHOMHaA HepBHas cuctema

Heo6XxoAMMO M3yuuTb BMSHWE UCCNefyemMoro AelCTBYIOLWero BelecTBa Ha aBTOHOMHYK HEPBHYIO
cuctemy. Hanpumep, MoryT uccnefoBaTbCA CBA3bIBaHWE C pelLientopamy aBTOHOMHON HEpPBHOW CUCTEMBI,
hyHKLMOHa/IbHaA peakuus Ha NpruMeHeHWe aroHWCTOB WM aHTaroHWCTOB in Vitro wau in vivo, npsmMas cTu-
MyNALUUA aBTOHOMHbIX HEPBOB W W3MepeHune peakuun cepheyqHO-COCYAMCTON cucTeMmbl, ouleHka 6Gapope-
ch/iekcoB. Bapuauus putma cepaua.

3.8.2.3. MuweBapuTenbHasa cuctema

HeobxoAMmo u3yunTb BAWSHWE WCCNeAyeMOoro AeNCTBYIOLWEro BelecTBa Ha MuLeBapuTesibHY Cu-
ctemy. Hanpumep, MOryT uccriefoBaTbCA JXeNyfouHas Cekpeuus, MoTeHunan MopaxeHus >XesyaoyHo-
KWULLIEYHOTrO TpakTa, CekpeLus Xenuu, AUTEeNbHOCTb TpaH3uTa in Vivo, COKpaTUMOCTb NOAB3A0LWHON KULIKK
in vitro, n3mepeHve pH xenyaka n 3agepxka nuwmn B xenyake.

3.8.2.4 Mpoune cuctemMbl opraHos

Mpu HaNM4YMM OCHOBAaHMW HEOBXOAMMO OLLEHUTb BANSHWE UCCNefyeMoro AeiCTBYIOWeEero BeLecTsa Ha
CUCTEMbl OPraHoB, He W3y4YeHHOe paHee. Hanpumep, MOryT UcC/lefoBaTbCA MOTeHUuan pasBuTUA fekap-
CTBEHHOW 3aBUCMMOCTU, MbILLEeYHas, UMMYHHas U 3HAOKPUHHASA DYHKLMN.

3.9 Ycnosus, Npu KOTOPbIX UCCNEef0BaHNA He TpebylTca

Ecnn chapmakonornyeckue CBOMCTBa MccaeaqyemMoro AelicTBYLero BelecTsa, NPUMEHAEMOro MecT-
HO (Hanpumep, AN HaPYXXHOTO MPUMEHEeHNa UK FNasHoro), NoApPO6HO oxapakTepusoBaHbl, U NokasaHo, 4To
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CUCTEMHASA 3KCNO3WUMA UK pacnpegesnieHve no Apyrum opraHam U TKaHsM HU3Kasi, TO uccnefoBaHus dap-
MaKo/I0rMyeckoin 6e3onacHoCTV MOryT He NoTpe6oBaTbCs.

WccnepoBaHus hapmakosiornyeckoil 6e3onacHoCTV 40 NEPBOro BBEAEHUS Y YEIOBEKA LUTOTOKCUYE-
CKUX NTeKapCTBEHHbIX NpenapartoB, NpeAHa3Ha4YeHHbIX 418 leYeHns NauMeHToB ¢ TepMUHanbHbIMU hopma-
MW paka, MOryT He noTtpeboBaTbCs. JN5 LUTOTOKCUHYECKNX NEKAPCTBEHHbIX MPenaparoB C HOBbIM MeXxaHW3-
MOM [AeicTBMSI pesynbTaTbl UCCNefoBaHWii hapmakonornyeckoih 6e30nacHOCT MOTYT NPeACTaBnsATh LeH-
HOCTb.

[na nekapcTBEHHbIX NpenapaTos, NOJYYEHHbIX GMOTEXHOIOTMYECKAM NYTEM, C BbICOKOI crneunduy-
HOCTbIO B OTHOLLUEHUM peLenTopa MULLEHU, Kak NpaBu/o, AOCTAaTOYHO OLeHWUTb KOHEYHble TOYKM hapMako-
nornyeckoin 6e3onacHOCTM B pamMKkax TOKCUKONOTMYeckux u (Mnu) chapmMakognHamMmuyeckmx uccnenoBaHuid,
noaToMy uccnefoBaHns dapmMakonornyeckoin 6e3onacHoCTV AN TakMxX IEKAPCTBEHHbIX NpenapaToB MOryT
6bITb COKpPALLEHbl UK He NPOBOANTLCS.

[nA nekapcTBeHHbLIX NMpenapaTos, MOJlyYeHHbIX BGUOTEXHONOMMYECKUM MyTEM, NMPELCTaBAARLWMUX CO-
60V HOBbIV TepaneBTUYECKUA Knacc v (Mn) NnekapcTBEHHbIX NMpenapaTos, He 06/1afatoLmnx BbICOKOW cne-
LUMUYHOCTbIO B OTHOLUEHUU peLenTopa-MulLeHn, Heobxoaumo npeaycmoTpeTb 6onee 06beMHbIe uccne-
[oBaHua hapmMakosiornyeckoli 6e3onacHocTy.

BcTpeyatoTcs u gpyrue MCKIOYEHWs, Korga npoBefeHne vccnefoBaHuii hapmakonornyeckoln 6es-
onacHocTu He TpebyeTcs, Hanpumep, 415 HOBOW conu, o6nagawleli TeMu xe hapMakoKMHETUYECKUMU Y
thapmakogMHaMN4eCKUMmn CBOMCTBaMM.

3.10 CpoKun npoBefeHna uccnenoBaHuii hapMakosiornueckoil 6€30nacHOCTU Mo OTHOWEHUI K
KMHNUYecKol paspaboTke

Mpy nnaHMpoBaHWK NpPOrpamMmMbl U3yYeHUst rapmakosiornyeckoit 6es3onacHocTv, cnegyeT MOBTOPHO
o6patuTbea K pasgeny 3.9. ytobbl onpefennTb HEOOGXOAUMOCTb MPOBEAEHUS OMpeAesieHHbIX UccnenoBa-
HUIA.

3.10.1 UccnepoBaHusa, Heo6xo4MMble A0 NEPBOro NPUMeHeHUs NeKkapCTBEHHOro npenapara y
yenoBeka

[lo nepBOro NprYMeHeHUsi NEKAPCTBEHHOrO Mpenaparta Yy 4YesioBeka Heo6X04MMO M3Yy4uUTb BAUSIHWE
[elCTBYIOLWEro BellecTBa ¢ UCMOMNb30BAHNEM BbllLEyKa3aHHbIX OCHOBHbIX TECTOB AJ151 OLeHKU chapMakosio-
rMyeckoil 6esonacHocTu. Takke AO0/KHbI OblTb NMPOBEAEHbI BCE AOMOMHUTE/IbHbIE UCC/Ief0BaHNs, B OTHO-
LUEHUN KOTOPbIX BblsiBNeHa HEOGXOAMMOCTb UX NPOBeAeHMs. [aHHble M3 XOPOLWOo ChiaHUPOBaHHbLIX U NPO-
BEAEHHbIX TOKCUKO/IOTMYECKNX UCCNefoBaHnii, B KOTOPbIX M3yYasIMCb KOHEYHblE TOUYKM (DapMaKosIorMyeckoi
6€30nacHOCTU, MOTYT COKPaTUTb 06BLEM WM UCK/IOUYNTL HEO6XOAMMOCTL NMPOBEAEHUA UcCcnenoBaHuii ap-
MaKo/lornyeckon 6e3onacHoCTu.

3.10.2 ViccnepoBaHusa B Xo4e KIUHUYECKOW pa3paboTkm

B xoe knMHuWyeckoin paspaboTku MoryT notpeboBaTbCs 4ONONHUTENIbHbIE UCCNEfOBaHUS ANS U3yye-
HUS HabNAaBLUMXCA WM NOL03PEBAEMbIX HEXenaresbHbIX 3DheKToB AeiiCTBYIOLLEr0 BELLECTBA Y XKUBOT-
HbIX UNK ogei.

3.10.3 NccnepoBaHua f0 rocyfapCcTBEHHON permcTpayum

[lo rocyfapcTBeHHON perncTpaunm Heob6xo4MMOo OLEHWUTb B/ISHWE NEKapCTBEHHOTO CPeAcTBa Ha Cu-
CTeMbl. NepeuncneHHble B pasgene 3.8, OTCYTCTBME HEOGXOAMMOCTM NPOBEAEHUSI Takux WUcCnefoBaHui
TpebyeT AO/MKHOrO 060CHOBaHNA. [laHHble, NONyYeHHbIe U3 XOPOLLIO CMIaHUPOBAaHHBIX U MPOBELEHHbIX TOK-
CMKOMOMMYECKUX UCCefoBaHuiAi, B KOTOPbLIX M3y4YasMCb KOHEYHble TOUkM hapMakosiornyeckoii 6esonacHo-
CTW, U faHHble KIMHWYECKNX MccnefoBaHWin MOryT cnoco6CcTBOBaTb TakOW OLEHKe W 3aMeHUTb CO6OoN nc-
cnepfoBaHuA hapMakonormyeckoin 6e3onacHocTu.

3.11 CooTBeTcTBME Hagnexauweih nabopatopHoli npaktuke (Good Laboratory Practice — GLP)

Heob6xoAMMO rapaHTMpoBaTb KauyecTBO UM AOCTOBEPHOCTb AOK/IUHUYECKUX UCCNEeAOBaHU 6Ge3onacHo-
CTU. 3TO. Kak MpaBuio, AOCTUraeTcs nyTeM MNpoOBefeHVs UCCefoBaHuin B cOOTBeTCTBME C [MpuHuunamu
Hapnexalueli nabopaTtopHoil npakTukn (GLP). BBMAY YHUKaNbLHOTO Au3aliHa U NpakTUYecKux coobpaxeHuid
He Bcerja npuemnemMo npoBoAUTL HEKOTOPbIE UCC/ef0BaHNs B COOTBETCTBMM € npasunamu GLP. faxe npu
hopmanbHOM Hecob6aaeHun NpuHuMnos GLP Heobxoanmo obecneunTb Hagnexalme kayectBo U LenocT-
HOCTb AaHHbIX NpU MPOBEAEHUN UCC/efoBaHuii hapmakosiornyeckoli 6esonacHocTu. Ecnmn uccnepoBaHus
npoBogATcs He B ycroBusix GLP. Heo6xoaMmo obecneunTb BO3MOXHOCTb PEKOHCTPYKLMKM X04a nccnegosa-
HUS NyTeM Hagfnexalwero BefleHWs AOKYMEHTauuu UCCNefOBaHUs U apXMBUPOBaHWUS fAaHHbIX. Jlloboe uc-
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cnefoBaHune (MK ero 4acTb), NPoBeAeHHOe He B ycnoBuAx GLP, Heo6xoaMmo Ao/MKHbIM 06pa3oM 060CHO-
BaTb M onNucaTb NOTEHLUMaNbHOE BUSHMNE HAa OLEHKY KOHEUYHbIX Touek dapmMakonormyeckoin 6esonacHocTy.

OCHOBHble MccnegoBaHus hapMakonornyeckoin 6e3onacHoCT He06xoAMMO NPOBOAWTL B YCIOBUSAX
GLP. Ycnosusa nocnefyowuyx 1 AONOSHUTENbHbIX UCCNEA0BaHUA [O/MKHBI MakCMasibHO BO3MOXHO COOT-
BETCTBOBaTb Tpe6oBaHuaM GLP. M3yyeHue chapmakonornyeckoii 6€30nacHOCTM MOXET ABMATbCA YacCTbio
TOKCMKOMOrMYeCKX uccaefoBaHnii, B aTOM criyyae nocnegHue Heob6xo4mmo npoBoauTb B ycnosusx GLP.

Ycnosusa npoBefeHns nccnefoBaHUn MepBUMYHON hapMakogMHaAMWKM MOTYT He COOTBETCTBOBATb
GLP. Kak npaBuno, u uccnegoBaHusi BTOPUYHOI hapMakoAnHaMyKM MOTYT NpOBOAMTLCSA He B MOSIHOM CO-
oTBETCTBUM C TpeboBaHuaMu GLP. PesynbTaTbl uccnefoBaHwii BTOPMYHON hapMakoAnHaMuK1, NpoBefeH-
Hble B Xofie npouecca Bblibopa aKTUBHOIO COefMHEHNS, MOTYT OblTb UCMO/b30BaHbI A1 OLEHKM hapMakosio-
rmyeckoii 6e3onacHocTu. B cnyyasx OTCYTCTBMA MPUYMH 4N HEraTMBHOrO NporHosa (Hanpumep, HeT Hera-
TUBHbIX Aa@HHbIX MO KOHEYHbIM Toukam hapmakonornyeckoii 6e30MacHOCTU HU AN XUMWYECKOrO, HU ANA
TepaneBTMYeCKOro kiacca MccneayemMoro coefjuHeHns), NOBTOP uccnefoBaHuii B ycnosmax GLP He Tpeby-
eTcs. B HekoTopbIX cnyyasx pesynbTaTbl UCCNefoBaHWi BTOPUYHON hapMakoANHAMUKA MOTYT BHOCUTb OC-
HOBHOIi BKNafj B OLEHKy 6e30NacHOCTM NOTEHLMaNbHbIX HeXenaTeslbHbIX ABMEHWI Y Nnofeid, Takne uccne-
[0BaHMA. Kak npasuno, NPoBOAAT B cOOTBETCTBUM C GLP.

MpunoxexHne OA
(cnpaBouHoe)

CBefileH1s1 0 COOTBETCTBUUN CChIZTIOUYHbIX MEXAYHAPOAHbIX JOKYMEHTOB
HauMoHaNbHbLIM cTaHgapTaMm Poccuiickoii ®enepauum

Ta6nuya JA1L

O603HaueHNe CCbUT04HHO CreneHb O603HaueHVe 1 HaVMeHoBaHMe
MEX/yHapOaHOro AOKyMEHTa cootoeTcTans COOTBETCTBYHLLETO HaLWMOHATLHOMO CTaHaapTa
tOH M3(R2) Guideline 10T FOCT P 56701—2015 «/lekapCTBeHHble cpencTBa A/

MeULMHCKOTO MpUMeHeHns. PyKOBOACTBO MO MiaHupoBa-
HUIO [JOK/IMHWUYECKUX UCCejoBaHWIi 6e30MacHOCTM C LEeMblo
nocnesytoLero NPoBeAEHNA KIMHUYECKUX UCCNefoBaHuin 1
perucTpaLum NekapcTBEHHbIX CPEACTB»

tOH S6 Guideline 0T FOCT P 56699—2015 «/lekapCTBEHHble cpeAcTBa A/s
MeAULMHCKOrO NpuMeHeHus. [JokNnH1Yeckne uccnefoBaHns
6e30MacHOCTN BGMOTEXHOJIOTMYECKVX JIeKapCTBEHHbIX Npe-
napatoB. O6LLUMe pekoMeHaaLumn»

MpumMmeyaHne— B HacTosAWEl TaGMMLE VCTO/Mb30BaHb! CIEAYIOLLYE YC/IOBHbIE 0603HAYEHUST CTEMEHW COOTBETCTBUS

CTaHAAPTOB:
- IDT — ngeHTUYHble CTaHAAPTbI.



FOCT P 56700—2015

Bubnunorpacusa

(13 ICH Harmonized Tripartite Guideline (M3) «Timing of Non-clinical Safety Studies for the Conduct of Human Clinical
Trials for Pharmaceuticals» (1997)

[22 ICH Harmonized Tripartite Guideline <S6) «Preclinical Safety Evaluation of Biotechnology-derived Pharmaceuti-
cals» (1997)

2. TOCT P 56699—2015 «JlekapCTBEHHble CcpeAcTBa AN MeAULMHCKOrO NpUMeHeHus. [JokMHMyeckme ncecneposa-
HMA 6€30MacHOCTU BUOTEXHOMOTMYECKUX IEKAPCTBEHHbIX NMpenapaTos»

[83] MattssonJ. L.. Spencer P. J. and Albee. R. R.: A performance standard for clinical and Functional Observational
Battery examinations of rats. J. Am. Coll. Toxicol. 15. 239 (1996)

[4] Irwin S.: Comprehensive observational assessment: la. A systematic, quantitative procedure for assessing the
behavioural and physiologic state of the mouse. Psychopharmacologia (Berl.) 13.222-257(1968)

[5] Haggerty G.C.: Strategies for and experience with neurotoxicity testing of new pharmaceuticals. J. Am. Coll.
Toxicol. 10:677-687(1991)

[6] Murphy D.J.: Safety Pharmacology of the Respiratory System: Techniques and Study Design. Drug Dev. Res.
32: 237-246 (1994)

YK 615.038:615.012/.014:615.2:006.354 OKC 11.020

11120.01

KnoueBble cnoBa: NekapCTBEHHble CPeAcTBa, AOKIUHUYECKME WUCCrefoBaHus, nccnefoBaHuss 6e3onacHo-
CTU. hapMakonornyeckme nccnenoBaHuns

Pepaktop L.A. KocopykoBa
Koppektop N.A. Koponesa
KomnbloTepHas BepcTka A.C. CamapuHa

MopnucaHo B neyaTb 08.02.2016. ®opmat 60x84'/».
Yen neuy. n. 1,40. Tupax 33 aka. 3ak. 4085.

MoAroToB/siIeHO HA OCHOBE 3/IEKTPOHHOM Bepcuu, I'IDE,U,OCTEEHEHHOIZ pa3paboTunkom ctaHgapTa

oryn « CTAHOAPTUH®OPM*

123995 MockBa. panatublii nop.. 4
www.postinlo.ru inlo@ gostinfo.ru


https://www.mosexp.ru#
https://files.stroyinf.ru/Index/611/61107.htm

