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BBepexHune

Hacroswumi crangapt paspaboTaH Ansi co3gaHusl YCroOBUMi ANS NpeaynpexaeHns HexenarenbHoro
hapmaKkonorn4eckoro AeWCTBUA NIEKapPCTBEHHBIX NpenaparToB B KNMHUYECKUX UCCNEAOBAHUAX U NPU Meau-
LIMHCKOM MPUMEHEHUN, @ TaKKe AN PaUUOHAaNbHOrO MCMOoNb30BaHUS XUBOTHBIX U APYIUX PEeCYpcoB NPOBO-
OUMbIX UCCrea0BaHum.

B vacru | HacTosWwero ctaHgapTa npeacTaBneHbl onpeaenelus, ooWwmMe NpUHUUNbL U peKOMeHZaumm
no NPoBeAEHUIO uccnefoBaHnini papMakonormyeckor 6e3onacHOCTM, NPOBOAMMON KakK 4acTb AOKMUHUYECKO-
ro U3y4eHUsi NEKAPCTBEHHBIX NPenapaTos.

CraHgapTt cnocobCTBYET UCMONb30OBAHUIO OBLLENPUHATLIX MEXAYHAPOAHbLIX ONpeaeneHunin, uenen u
pekomMeHaaLmnii No gusariHy U NPOBEAEHUIO UCCNeaoBaHNIn hapMaKkonornyeckon 6e3onacHoCTy.

MpumeyvyaHue 1—MWcecnegosarHus obLueil dpapmMakonorum CHUTaOTCH BaXHbIM KOMAOHEHTOM MPU U3YYEeHWUM
6e30nacHOCTN NlekapCTBEHHbLIX NpenapaToB. K uccnegoBaHusm obLuyeilt hapMakoniorum n3Ha4anbHo OTHOCKUNK Mccrefo-
BaHUsA, HanpaBneHHble Ha n3y4eHne apdeKToB UccrnefyemMoro fiekapCTBEHHOro npenapara, He SBNAKLWMXCA NepBuY-
HbIMU hapmakoguHamudeckumu. McecnegosaHua apmakonornyeckont 6esonacHocT BeINM HaueneHbl Ha BbisiBrieHWe
HexenaTebHbIX ABMeHUA co CTOPOHbI U3nonorniecknx dyHKUA. Bee Tpu pernoHa ICH yunTeiBanu pesynsTtaThl yKa-
3aHHbLIX WccnepoBaHuii oblei dapmakonornn (EC m AnoHus) u uccnepoBaHnii hapMakonorudeckoit GesonacHocTu
(CLUA) npu pelleHun Bonpoca o rocyfapcTBeHHOR peructpauuu. B 1991 r. MUHUCTEpCTBO 34paBOOXpaHeHns 1 Gnaro-
nonyuus (M3B) AnoHun usgano «PykoBoAcTBO No obLieil dhapmakonoruu». CornacHo ykazaHHOMY pyKoBOACTBY, UcC-
cnepoBaHus obLyeil hapmakonornn BKIKOYaKT UCCNEA0BaHUSA, CNNaHUpoBaHHbIE ANSt BHIABNEHUS HEOXUIaHHbIX SBMe-
HUA CO CTOPOHbBI OPraHoB W paclUMpeHnst cBeAeHU o chapmakonorndeckux cBorcTeax (chapmakonornieckoe npounm-
poBaHue). OfHaKo Ha TOT MOMEHT He BbINo MeXAyHapoAHO NPUHSATOrO onpedeneHus TEPMUHOB «NepBUYHas hapMaKko-
AUHaMUKa», «BTOpUYHas apmakoanHamuka» U «dapmakonormdeckas GesonacHocTb». CTana ouveBUAHON HeOBXO4U-
MOCTb MeXYHapOAHO! rapMOHU3aLMK HOMEHKNaTYpbl U pa3paboTku MeXAyHapoAHOro pyKoBoACTBa No hapMaKosioru-
Yeckol BesonacHocTy.

TepMuH «uccnesoBaHns dhapmakonoruyeckon besonacHocTuy ynomuHaetcs B ICH M3 «PykosoacTso
no NNaHWpoBaHWUIO AOKIMHMYECKUX WCCMefoBaHuii 0e30nacHOCTM C Lenbilo Mocreaylowero npoeseaeHus
KMUHUYECKUX UCCNEeA0BaHUI U PErncTpaummn nekapcTBeHHbIX cpeacts» U ICH S6 «doknuHuyeckue uccne-
AoBaHuA 6e30nacHOCTU BUOTEXHONOTMYECKUX NEKAPCTBEHHbLIX MPENapaToBy, Kak MCCneaosBaHusi, Heobxo-
AuMble Ans 060CHOBAHUA BO3MOXHOCTM MEAULIMHCKOTO NPUMEHEHUs NIeKapCTBEHHbIX Npenaparos [2, 3].
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Dara BBeaeHua — 2016—07—01

1 O6nacTb NnpUMeHeHus

Hacroswuii cTangapT pacnpocTpaHsiETC HA HOBbIE XUMUYECKME COEAUHEHNS U NIEKapCTBEHHbIE npe-
naparbl, NOfly4eHHble GUOTEXHONMOTMYECKUM MyTEM. HacToAwmin cTaHaapT Npu HEOGXOAUMOCTM MOXET Npu-
MEHSITLCSl B OTHOLLEHUM 3apPErMCTPUPOBAHHBIX NEKAPCTBEHHLIX NPEnapaToB (HanpuMep, B CBA3M C BbiSBMeE-
HUEM HOBbIX HEXENATESbHbIX SIBNEHWI, U3MEHEHUEM MOMYNSALNUKU NALWEHTOB UMM HOBLIM MYTEM BBEAEHMUS).

2 O6wme NPUHLMNbI

Mpu nnaHupoBaHuu uccneaoBaHuin papMmakonornyeckon 6e3onacHoOCTM u ux nposeaeHun Heobxoau-
MO NpUAEPXKMBATLCA pauMoHanbLHOro noaxoaa. Bug uccnenosaHuin u ux au3anH 3aBUCAT OT UHAUBUAYANb-
HbIX CBOMCTB M NpeanonaraemMoro NpUMEHEeHUs1 NiekapcTBEHHbIX npenapaTtoB. Heo6xoaMmo ucnonb3oBaTb
Hay4HO-0B0CHOBaHHbIE, NPEANOYTUTENBHO, NPU3HAHHBIE B MUPE METOAbI U3YYEHUNA NEKAPCTBEHHLIX Npena-
patoB. bonee TOro, pexoMeHayeTCcs UCMONb30BaTb HOBLIE TEXHOMNOMMKU U METOA0MNOMMU, OTBEYAIOLLME CTPO-
TMM Hay4HbIM NPUHLMNAM.

HekoTopble KOHEYHble TOYKM (hapmakonoruyeckon 6e3onacHOCTU AONYCKAETCS BKNIOYaTb B AWU3alH
TOKCUKOJIOTMYECKNX, KMHETUYECKUX, KMUHMYECKMX W ApPYrux UCCne[oBaHWW, TOraa Kak Apyrue noganexar
OLIEHKe TOMbKO B CreuuanbHbiX UCCNeaoBaHusax capmMakonoruyeckon GesonacHoctu. Heo6xoaAUMO yuuThbI-
BaTb, YTO XOPOLLO CNNaHUpPOBaHHbIE UCCNEA0BaHMS (hapMaKkonormieckorn 6e3onacHOCTU NO3BONSIOT 0bHa-
PYXUTb HEXenaTenbHble ABMEHUA, KOTOPble MOryT ObITb HE BbIAABIIEHLI B X04€e CtaHAApPTHbLIX TOKCUKOJIOIU-
YECKUX UCcneaoBaHui.

2.1 Onpepenenune apmakornoruyeckon 6e3onacHoCcTn

dapmMakonorndeckme MCCnefoBaHUA MOXHO pasfenuTb Ha TPU KaTeropuu: nepeuYHble hapMakoau-
HaMuyeckue UccrnefoBaHuUsi, BTOPUYHbIE hapMakogMHAMUYECKUE UCCNEA0BaHUS U UCCNeoBaHus dapma-
Konorn4yeckoin 6e3onacHoOCTH.

B HacTosllem cTaHaapTe nog UccreaoBaHMsAMU bapmakoriorndeckor be3onacHoCTU noapasymeBa-
I0TCS MCCNefoBaHUs, HanpaBneHHbIe Ha U3y4eHWE MOTEHUMATbHLIX HEXenaTenbHbIX apMakoguHamuye-
ckux ad)(PeKkTOB aKTUBHOIO AEMCTBYIOLLEr0 BELIECTBA CO CTOPOHbI chusmonormveckux yHkUMin B go3ax, co-
OTBETCTBYIOLLMX TEPaANEBTUYECKOMY AManasoHy U Bbille (MpumevaHue 2 Ans onpeaeneHuit uccneaoBaHuii
NepBUYHON M BTOPUYHOW hapMaKkoANHAMMKN).

MpumeyaHue 2— MccnegoBaHus NepBUYHON (bapMakogUHaAMUKU — U3ydeHUe MexaHuama AeicTBus U
(vnu) acpdpekToB geiicTBYIOLErO BELLECTBA B OTHOLLEHWUU €ro LieNIeBoii TepaneBTUYecKol MULLEHN. BTopuyHele dapma-
KoAWHaMU4eckue uccnefoBaHus (B HEKOTOPLIX Cryvasix HasblBaeMble YacTbio UCCriefoBaHWii obLeit dhapmakonorum) —
U3ydeHue MexaHWaMa AeACTBMA U (MNK) 3deKToB BellecTBa, HE CBS3aHHbIE C €ro LENeBOW TepaneBTUYECKOi
MULLEHBHO.

B HEKOTOpbIX Criy4asx CBEAEHUA O NEPBUYUHBIX U BTOPUYHbIX dapmakogmHamMn4ecknx adpdpekrax aei-
CTBYIOLLIErO BELUECTBA MOTYT UMETL 3HAYEHME Npu OLEeHke GE30NacHOCTM NOTEHUMAnNbHBLIX HEXenaTenbHbIX
SIBNEHNUI Y 4YerioBeka, NoSTOMY MX HeEOBXoAMMO paccMaTpuBaThk Hapsigy C pesynbtatamu UCCreaoBaHuin
hapmakonornyeckoin 6e3onacHocTu.

U3paHue ocuumnanbHoe
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3 OCHOBHbIE NOMOXeHUA
3.1. Uenu uccnegoBaHumn

Llenu nccnegosanuii hapmakonornyeckon 6e3onacHoCTu:

- BbIIBIEHWE HEeXenaTerbHbIX hapMakognHaMnu4ecknux CBOMCTB AENCTBYIOLLIEro BewecTea, KOTopble
MOTYT OKa3aTbCA 3HA4YNMbIMU ANA ©esonacHocTu YernoBeKa;

- OLEHKa HexenaTenbHbIX (hapmakogmHamuyecknx u (unu) natodpusmonornvyeckux apdekTos aen-
CTBYIOLLETO BELLECTBA, BbIABJIEHHbIX B X04€ TOKCUKOJTOTM4YECKUX U (VIJ'IVI) KIMUHNYECKNX VICCJ'Ie,ElOBaHVIVI;

- M3yYeHMEe MexaHuzMa peanu3auuy HabmogaBLMXCA U (MNM) NOAO3PEBAEMBIX HEXEenaTenbHbIX
dhapmakoguHammuyecknx apdeKToB.

MnaH ncenegoBaHus, BKJ'IIOl-IaIOLLWIVI BbilLleyKa3aHHbIE Lienu, A0JHkeH OblTb YETKO onpeageneH n onu-
CaH.

3.2. O6wmMe NpPUHLUMNBbI NNAHUPOBAHUA UCCneaoBaHUA (hbapMaKonoruyeckom 6€3onacHoOCTU

Beuay Toro, uyrto dpapmakonornyeckme adpekTbl 3aBUCAT OT CBOWCTB MCCIeayemMoro AenCTBYOLEro
BELeCTBa, NpW MNMaHUPOBAHWM UCCNEAOBaHUN C LENbio usydeHusa dapmakonormyeckon 6e3onacHocTu
HeobOXoAMMO y4HUTBIBaTL cneayoLme dakTopbl (NepeyeHs SBNAETCA UCHEPNbIBAIOLLMM):

1 OphekThl, NpUCyLME TepaneBTUYECKOMY KIlaccy UCCneayemMoro BeLecTBa, Tak Kak MexaHnuam aen-
CTBUSA MOXeT oOycnaBnuBaTtb ONMpefesieHHble HeXenaTemnbHble SIBNEeHus (Hanpumep, apuTMOreHHbIW ad-
dekT aBnseTca oOLWMUM CBOWCTBOM aHTUAPUTMUKOB).

2 HexxenartenbHble ahdeKTbl, XapakTepHble AMS MOX0XKMX BELLECTB U3 TEX XXe XMMUYECKUX n hapma-
KOMOrM4yeCcKnX KnaccoB, K KOTOPbIM OTHOCUTCH MCCReayemMoe BELLECTBO, HO He 3aBucsLMe OT MepBUYHON
thapmakoguHamMmukn (Hanpumep, cNOCOBHOCTL HEMPONENTUKOB YANUHATL UHTepBan QT).

3 [JaHHble O CBA3bIBAHWUM C NMUTAHAOM UMK BAUAHUU HA (DEPMEHTHBLIE CUCTEMBI, CBUAETENLCTBYIOLLME
0 BO3MOXXHOCTU HanUuns HexenarternbHbIX 9 (eKToB.

4 Pe3ynbTaTbl paHee NpoBeAeHHbIX UCCneaoBaHMin hapmMakonormyeckon 6e3onacHoOCTM, BTOPUYHON
dhapmMakoAUHAMUKM, TOKCUKONOTUYECKUX UCCNEAO0BAHUIA UMK KITMHUYECKOTO MPUMEHEHUs, Tpedyolume aanb-
HeNLLero u3y4yeHus, YyToobl oNpeaenuTe 3Ha4YUMOCTb UX AN YENOBEKa.

Ha paHHux atanax paspaboTku MOryT OTCYTCTBOBATb HEOOXOAMMbIE AAHHbIE (HanpuMmep, CpaBHU-
TenbHbIN MeTabonuam) AnA pauMoHanbHOro nNoabopa U NMaHMPOBaHUS UCCREAOBAHMI B COOTBETCTBUM C
BbILLEYKA3aHHbLIMM NONOXeHUAMU. B aTOM cnyyae npumensiiotca 6onee obwme noaxoabl K NPOBEAEHMIO UC-
cnegosaHuin hapmakonornyeckon 6e3onacHoCTu.

Mpexae Bcero, HE0BXOAUMO OLEHNUTL BMSIHUE Npenaparta Ha OYHKLMIO XKUBHEHHO BaXKHbIX cuctem. K
HUM OTHOCATCH CepAeyHO-COCYAMCTas, AblxaTenbHas W UeHTpanbHas HepBHas. BnusHue Ha cucTemsl,
OYHKUMM KOTOPLIX MOTYT BPEMEHHO HapyLiaTtbCs (MOYEBbIAENUTENBHASA, NULLIEBapUTENLHas 1 ap.) 6e3 npu-
YMHEHUA HeoBpaTMMoro Bpeaa, He TPebyloT HeMeaneHHoro usyyeHus. OueHka dhapmakonorndeckon 6es-
OMacHOCTW Ha Apyrue CUCTEeMbl 3aBUCUT OT MMAHUPYEMOrO KMMHUYECKOrO MCCREeAOBaHMA Unu Nonynsuuu
nauMeHToB (Hanpumep, NuLLieBapuTenbHasa cucteMa npu 6onesHn KpoHa, yHKUUS NOYEK NPU NEPBUYHON
peHanbHON apTepuanbHOW rMnepTeH3nun, UMMYHHasa cucteMa y MUMMYHOKOMMIPOMUTUPOBAHHbIX fUL).

3.3 TecT-cuctembl

3.3.1 OGwue NosOXeHUsA NO BbIGOPY TECT-CUCTEM

YT06bl NONYYNTL AOCTOBEPHLIE AAHHbIE, HEOOX0ANMO 060CHOBATbL BbIGOP XKMUBOTHLIX UK UHOWN TECT-
cuctemsl. MNpn 3TOM y4nTbIBaKOT: CNOCOBHOCTL pearnpoBaTth Ha hapmakognHamumyeckme agpdpekTol, hapma-
KOKMHETWUYECKUi Npochusb, BUA KMBOTHbLIX, UX NIMHUIO, NOS U BO3PACT, BOCMIPUMMYUBOCTb, YYBCTBUTENBHOCTb
U BOCMNPOU3BOAUMOCTb TECT-CUCTEMBI U AOCTYMHOCTb PAHEE MOJYYEHHbIX AAaHHbLIX O AEACTBYIOLLEM BeLle-
ctBe. pu HanNMuuK JaHHbIX, NONYYEHHbIX U3 UCCIIeA0BaHUIA C yHacTUEM YernoBeKa, UX HEOOXOAUMO YYUTbI-
BaTb Npu BbiBOpe TecT-cucrembl (Hanpumep, metabonuam in vitro). MNpu npoBeAeHUM uCCNeaoBaHUIA
(Hanpumep, cxema 3abopa BUONOrMYECKOro MaTepuana) HeoOX0AMMO PYKOBOACTBOBATLCH CBEAEHUSAMMU O
hapmakoanHaMmyecknx u apmakokMHETUYECKUX CBOMCTBaxX npenapara, npeicTaBuTb 060CHOBaHWE Bbl-
6opa KOHKPETHOM MOAENM XUBOTHbBIX UMW TECT-CUCTEMbI.

3.3.2 UccnepoBanus in vitro v in vivo

B kauyecTBe TeCT-CUCTEM AONYCKAETCHA UCNONb30BaTb LENbIX XXMBOTHbIX NpenapaTtbl ex vivo u in vitro,
HanpuMep, M30fMPOBAHHbIE OPraHbl U TKaHW, KYNbTYpPbl KNETOK, KNETOYHble (hparMeHTbl, OpraHenssbl, pe-
LlenTopbl, NOHHbIE KaHanbl, TPaHCNOPTEpPbl U PEPMEHTLI. /N Vilro cucTtembl AONYCKAeTCA UCNOfb30BaTh BO

2
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BCMOMOraTefbHbIX UCCneaoBaHUAX (Hanpumep, YToObl YCTAaHOBUTL NPOGUNb AKTUBHOCTW [IEMCTBYIOLLIETO
BELLECTBA UNN U3Y4UTb MEXaHU3M peanusauum Habnogaembix in vivo adhdekTos).

Mpu nposeaeHun uccnegoBaHui in vivo NpeAnovTUTENbHO UCMONbL30BAaTh XXUBOTHLIX, HE MOABEPI-
Lmxcsa aHecte3uu. C 3TON LeNnbio UCNONb3YIOTCA METOAbl TENEMETPUUN U APYrue MeToAbl UCCNEIOBAHUSA Y
JXXMBOTHBIX C COXPAHEHHbIM CO3HAHWEM. Takue AaHHble NPeAnoYTUTENbHbI AAHHbLIM, NOMYYEHHbLIM OT 00e3-
OBWKEHHbIX AU HENPUCNOCOBNEHHbIX XXUBOTHBIX.

OAHMM U3 rNaBHbLIX YCMOBMIA NPU UCMONB30BAHNU XMBOTHbLIX, HE NOABEPTLUMXCA aHECTE3UHU, SIBNSETCS
n3bexxanue guckomcpopra u 6onu.

3.3.3 3KkcnepuUMeHTaNbHbIA AU3alH

3.3.3.1 Pa3zmep BbIOOPKU M UCNOJNIb3OBaHUE KOHTPOJIEN

Pa3smep rpynnbl gormkeH ObiTb AOCTAaTOYHbIM AN NOJIHOLEHHOW HAaYYHOW MHTEpnpeTauuu Mnory4yeH-
HbIX AaHHbIX. [pn 9TOM HEOBX0AUMO YYMTLIBATL BEMMUMHY GMONOrMyeckoro adpekra, UMEKOLEro KIMHuJe-
ckoe 3HadeHue. MNpu npoBeaeHMU uccreaoBaHuii He0BXoAUMO UCMNONbL30BaTb KaK HEraTUBHLIN, TaK U MO3u-
TUBHBIA KOHTPONb. [INA XOPOLIO ONUCAHHLIX iN VivO TECT-CUCTEM MO3UTUBHLIE KOHTPONM MOTYT HE MOHazAo-
6UTLCA (MCKNIOYEHNE KOHTPOIBHBIX IPYNN M3 UCcrneaoBaHuii He06xoauMo 06OCHOBATS).

3.3.3.2 NyTL BBEACHUA

Mpu nposeaeHUn uccnenoBaHuii LenecoobpasHo UCNONb3OBaTL NPEANONAraeMblil KNMHUYECKUIA NyTb
BBEAEHUA. He3aBMcuMo OT nNyTu BBEAEHUSI SKCMNO3ULIMSA UCXOAHOTO BELLECTBA UNN €70 OCHOBHBLIX MeTabonu-
TOB OIDKHA ObITb CONOCTAaBMMA WUIMU NPEBLILLATL 3HAYEHUS], IOCTUTaemble y YenoBeka (MPU HaNUUUK Takux
AaHHbIX). Ecnu uccneayemoe AeicTByloLLee BELLECTBO NPEAHA3HAYeHO ANA BBEAESHUSA HECKONMbKUMU NYTS-
MM (Hanpumep, BHYTPb W NapeHTeparnbHO) UMW €CNM OTMEYAIOTCA UMK OXMAAIOTCA 3HaYUTENbHbLIE Kauye-
CTBEHHBIE U KOSNMUYECTBEHHbIE PA3NMUUsl MEXAY CUCTEMHOW U MECTHOW 3KCMO3uLuei, pekoMeHayeTcs Npo-
BOAUTb OLEHKY adhcpekToB AnsA Gonee YeM OAHOro NyTU BBEAEHUS.

3.4 BennunHa 003 nnu KOHLUEHTPaLMii UCCReayeMoro AeNCTBYIOWEro BewecTea

3.4.1 UccnepoBaHusa in vivo

WccneposaHus chapmakonorndeckoli 6e3onacHocTu HeobXxoauMO CnnaHupoBaTb Takum o6pasom,
YTOObI YCTAHOBMTbL 3aBUCMMOCTb [03a-3DdeKT B OTHOLIEHUM HabnoaaeMblx HexenatenbHbiX ABneHuii. Mo
BO3MOXHOCTU HEOOXOAUMO M3Y4YnThb 3aBUCUMOCTb HEXEenaTenbHbIX SIBIIEHUA OT BpEMEHMW (HanpuMmep, Hava-
no u anutenbHOCTb adhdekTa). Mo BO3MOXHOCTU, HEOBXOAUMO CPaBHUTL [103bl, BbI3bIBAIOLLME HEXENATENb-
Hble SABMEHuA, C J03aMu, OKa3biBalOLWMMKU NEPBUYHBLIA papMakoguHaMmudeckuin 3PAEKT Yy KUBOTHBLIX UMK
BbI3bIBAOLLMMU Npeanonaraemblli TepaneBTMYeckuin adekT y yenoeeka. Beuay Hanuums mexsuaoBbiX
pasnuuuii No dapMakoguHaMM4ecko YyBCTBUTENMbHOCTU, U3YYEHHbIE J03bl AOIMKHbI COOTBETCTBOBATbL W
NnpesbIaTh NEPBUYHbIA hapMakoAUHAMUYECKUIA U TepaneBTUYECKU AnmanasoHbl. B oTcyTcTBME Hexena-
TEnbHbIX ABMEHUN NMpWU U3y4yeHun papmakonornyeckoin 6e3o0nacHoCTM, B Ka4yeCTBE BbICLUEN McCCreayemon
[03bl He0GX0AMMO BbIOpaTh A03Y, KOTOPAs BbI3bIBAET HEXenaTenbHble SBNEHUS CPeAHEN THKECTUN B 3TOM
Unn APYrux MCCREAOBAHUSX C @HANOTMYHbIM MYTEM BBEAEHUSI U SKBUBANEHTHbIMU NO AnuTensHocTu. Takue
HexxenaTerbHble SBNEHWA MOTYT BKMOYaTh AO30NUMUTUPYIOLLME hapMaKkOANHAMUYECKUE UM TOKCUYECKNE
adhdekTbl. Ha npakTuke HekoTopble 3HPEKTbl, BOZHUKAIOWME B TOKCMYECKOM AuanasoHe (Hanpumep, Tpe-
Mop u dhacuukynsauum Bo Bpems CHATUA SKIM), MOryT UCKaXaTb MHTepripeTauuio pe3ynbTaToB, a Takke orpa-
HWYMBAaTb BENMUYUHY A03bl. MiccnenoBaHWe OAHOM rpynnbl Npu OrpaHUMYMBAIOLLEN A03€ NO YKA3aHHOW BbILLE
CXeme MOXeT OblTb JOCTaTOYHbIM, €CMN HEXenaTenbHbIE ABMEHUA NO KOHEYHbLIM TOYKaM chapmakonoruye-
CKoV 6e30MacHOCTU Y SKCMEPUMEHTAaNbHbIX BUAOB XXUBOTHLIX OTCYTCTBYIOT.

3.4.2 UccnepoBanus in vitro

Wccneposanus in vitro cneayeT cnnaHMpoBaTh TakuM 06pa3omM, 4TOObl yCTaHOBUTbL B3aUMOCBS3b KOH-
ueHTpauus-acpdekt. Heobxoanumo BeIOpaTh Takoi AUanasoH KOHUEHTpaLUuUi, YToBbl MOBLICUTbL BEPOSITHOCTb
BbIABIEHNs adpekTa Ha NCMNOSMb3yeMOn TECT-CUCTEME. Ha BEPXHIOID rpaHuLy YKa3aHHOro guanasoHa mMoryt
noBAMATbL PUINKO-XMMUYECKNE CBOWCTBA UCCNEeLyeMOoro AeCTBYIOLLEro BELLECTBA M Apyrue cneunduyHslie
ana metoga dpaktopsl. Mpu oTcyTcTBUKM adhhekTa He0GX0AUMO 000CHOBATL BbIOPaHHLIN AMana3oH KOHUEH-
Tpaumii.

3.5 AnuTtenbHOCTb UccrneaoBaHumn

WUccnepoeanus dapmakonornyeckon 6e3onacHOCTU, Kak MpaBuno, NPOBOASTCSA NPU OAHOKPATHOM
BBeAeHun. Ecnu dhapmakoguHammuyeckne apdekTbl NPOABASAIOTCA NOCNe onpeaeneHHon AnMTeNbHOCTU fe-
YEHUA UNU ecnu pesynbTaTbl UCCMENO0BaHMI TOKCUYHOCTM MPU MHOTOKPATHOM BBEAEHUWU UMW Pe3ynbTaThbl
NMPUMEHEHNA Yy YenoBeka npegnonaraloT Hanuuwe npobnem chapmakonornvyeckon 6e3onacHocTn, Heobxo-
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AMMO npaBunbHO noaobpaTb ANWUTENbHOCTbL MCCREAoBaHuMi dapMakonoruyeckon 6e3onacHocT, YToGbI
U3y4nThb Takne apdekTobl.

3.6 U3yyeHne meTabonuToB, 13OMEPOB U FOTOBLIX JIEKAPCTBEHHbIX NpenapaToB

Kak npaBumno, B uccrnenoBaHuax dhapmakonornieckon 6e3onacHoCTU Heobxoaumo usyuntb nioboe
MCXO4HOE AENCTBYIOLLEE BELLECTBO U €r0 OCHOBHbIE METabonnTbl, KOTOPLIE JOCTUIAOT UMM MOTYT JOCTUYb
CUCTEMHOW 3KCno3uummn y yenoseka. OLEHKY OCHOBHbIX METaboNMTOB 3a4aCTyl0 OCYLLECTBNSAIOT B paMKax
UCCneaoBaHnin UCXOAHOTO AENCTBYIOLLEro BELLECTBA Y XKUBOTHbIX. ECnK yCTaHOBMEHO, YTO OCHOBHbIE MeTa-
6onuTtbl, 06pasyloLLmMecs B OpraHu3mMe YenoBeka, OTCYTCTBYIOT UNM 06pasyloTCsi ¥ XXUBOTHBIX MULLb B OTHO-
CUTENIbHO HMU3KUX KOHLEHTpaLUUAX, H606X0,C|VIMO N3y4YnUTb BIIUAHUE TaKnx MeTabonuToB Ha KOHEYHbIE TOYKU
dapmakonoruyeckon 6e3onacHocTu. Ecnm n3BecTHO, YTO MeTabonuTbl YernoBeka BHOCST 3HAYUTESIbHbI
BKNnaja B papmakonornyeckoe AencTsme AeiCTBYIOLLEro BELECTBA, Takue akTUBHble MeTabonuTbl HEOOXO-
auMo u3yuntb. Ecnu B nccnenoBaHusx in vivo NCX0QHOro CoeaMHeHus MeTabonuTbl A0MkHbIM 06pa3om (kak
YKa3aHO BbILLE) HE U3y4arnunChb, AONYCKAETCH M3 COOBparkeHuUin LienecoobpasHoCTU u3y4aTb MeTabonuTbl B in
vitro cuctemax.

Ecnu nekapcTBeHHbIN npenapart npeacraBnsieT co6oi CMecb M30MepOB, HEOOXOAUMO U3YUUTb Kadk-
AblVi OTAENLHbLIV n3omep in vitro unu in vivo.

Wccnegosanusa dapmakonoruyeckori 6e3o0nacHOCTU rOTOBOrO fiekapCTBEHHOro npenapara Heobxo-
AMMO NpPOBOAWTL TONbKO B Cry4asXx, Korga BXOASLLME B €ro COCTaB BeLLeCTBAa CYLIECTBEHHO W3MEHSIIOT
drapMakoKMHETUKY 1 (Mnun) cpapMakoagMHaMUKy AENCTBYIOLLEro BeLuecTBa MO CPABHEHUIO C paHee U3ydeH-
HbIMW COCTaBamMu (T.€. 3@ CYET aKTUBHbIX BCOMOraTenbHbIX BELUECTB, Kak TO: YCUNUTENU NPOHMLIAEMOCTH,
NUNOCOMbI U APYrMe U3MEHEHUSA, BKNIOYaA NONUMOpusm).

3.7 OcHOBHbIe TeCTbl ANnA uccnegoBaHna papMmakonornyeckon 6esonacHocTm

Habop oCHOBHbIX TecToB obecneunBaeT usydeHue apdekToB uccnesyemMoro AenNCTBYIOLLETO BeLle-
CTBa Ha >XM3HEHHO BaXkHble hYHKLUMM OpraHu3mMa. B aToi CBA3M, Npexae BCero, OLEHMBAIOT €r0 BNUSHUE HA
OYHKLMIO CepaeyHO0-CoOCYAUCTON, AbIXaTENbHON U LEHTPANbHOW HEPBHOM CUCTEMBI. B HEKOTOpLIX cryyasix,
PYKOBOACTBYACH Hay4YHbIMU AaHHLIMU, 0O0BbEM TECTOB A0MKEH ObiTh paclumnpeH (CM. pasgen 3.8), B Apyrux —
BoO6LLe He TpebyeTca npoBeaeHUs uccneaoBaHui (CM. Take pasaen 3.9).

Heob6xoanmo HayyHO 0BOCHOBaTbL MCKMIOYEHUE OnpejeneHHbIX TECTOB UMK UccrefoBaHui onpeae-
NEHHbIX OPraHoOB, CUCTEM UIK DYHKLMA.

3.7.1 UeHTpanbHas HepBHasi cuctemMa

HeobxoanmMo u3yunTb BRMSIHUE UCCIIEAYEeMOro AENCTBYIOLLEro BELLEeCTBA HA LEHTPanbHYI0 HEPBHYIO
cucremy. Heo6x0AMMO OLIEHUTL ABUraTenbHYI0 aKTMUBHOCTb, M3MEHEHUEe NOBEAEHUSA, KOOPAUHALMIO ABUXe-
HWUIA, CEHCOPHbIE/MOTOPHbLIE pednekChl u Temneparypy Tena. MoXHO MCMONb30BaTb CTAHAAPTHLIE TECThI
oueHku dPyHKUMoHanbHoro coctostiusa LIHC [3], moauduumpoBanHbin Tect UpsuHa [4] unu apyrue [5].

3.7.2 CepaeuyHo-cocyamMcTas cucrema

Heo6xoaMMO U3y4uTb BMUSIHUE UCCIEAYEMOro AEWUCTBYIOLErO BELUECTBA Ha CepaevHO-COCyaAUCTYIO
cucremy. Heo6xoaMMO OLEHUTL apTepuansHOe AABNEHUE, YacTOTy CepaeYHbIX COKPALLEHUIN U dneKTpoKap-
auorpamMy. Heobxoaumo Take U3yduTb AaHHbIE, NOMYYEHHbIE in Vivo, in vitro n (unun) ex vivo, Bknio4as
MeTOoAbl OLEHKN HapyLLUeHUi penonspusauum u nposegeHna (npuMmeyanue 3).

MpumeyaHune 3—B HayuHoM coobllecTBe He AOCTUrHYT KOHCEHCYC B OTHOLIEHUW NPEANOYTUTENBHOrO
noAaxoAa NpM oLieHKe PUCKOB XemyAo4KOBOW apuTMumn, obycnoBneHHoi penonspusaueit (Hanpumep, Tuna Torsade de
Pointes). B Pykosogctee ICH S7B paccMaTpmBaloTCsl HEKOTOpbIE CyLLECTBYHOWME METOAbI, UX NPeUMyLLECTBa U Hef[o-
cTaTku. [puU NoAroToBKe PErMCTPaLMOHHBIX 0Cbe PEKOMEHAYETCA UX UCNONb3OBaHUe.

3.7.3 ObixaTenbHan cucrtemMa

Heo6x0aAMMO M3yunThb BNUSIHUE UCCNIEQYEMOrO AEUCTBYIOLLETO BELLECTBA HA AbIXaTENbHYIO CUCTEMY.
Heo6x0aAMMO OLIEHUTb 4acToTy AbIXaHUS U ApYyrue napameTpbl (Hanpumep, AbixaTenbHblli 06bem [6] unu
HacblleHue remornobuHa kucnopogom). [ins oueHku hpyHKUMM AbIXaHUSA KNMHUYeckoe HabniogeHue 3a xu-
BOTHbLIMM, B LIENOM, CHUTAETCH HEAOCTATOYHbIM, U3y4aeMble NapameTpbl HEOOX0AUMO KONUYECTBEHHO W3-
MEPUTb, UCTIONbL3YA NOAXOAALLYI0O METOAOMOIMIO.
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3.8. Mocneayowme n gononHUTeNbHbIE UCCNEA0BaHUA (hapMaKkonornyeckon 6e3onacHoOCcTH

B03MOXHOCTb pa3sBUTUA HEXenaTenbHbIX IBIEHUA MOXHO NPOrHO3MpOBaTh, OCHOBLIBAsACL HA dhapma-
KONOrMYEeCKUX CBOWCTBAX U XUMMYECKOM Kracce MCcreayeMoro AeiCTBYIOLLEro BewlecTBa. Takke Heo6xo-
AMMOCTb NPOBEAEHUs AanbHeWLnX UCCNEeA0BaHNI MOXXET BO3HUKHYTb MO pe3ynbTaTtaM NpoBeAeHUs OCHOB-
HbIX TECTOB, KMUHUYECKUX UCCNEefOBaHUM, AaHHbIX (DapMakoHaA30pa, IKCNepPUMEHTAasIbHbIX UCCRea0BaHui
in vitro v in vivo unu no AaHHbIM NUTEpPaTYPHbIX UCTOYHUKOB. ECnu Hannuue Takux HexenaTtenbHblX apdek-
TOB MOXET npeanonaratb pUCKM B OTHOLLEHUM De30MacHOCTU YenoBeKa, MX HeoBXoaUMO AO0MKHLIM 0OpasoM
U3Y4UTb B pamKax nocneaylowmx Unu LONONHUTENBHbIX MccnefoBaHuin dapMakonorudeckon 6esonacHo-
cTu.

3.8.1 NMocneayouwmre uccnenoBaHusa BIIMAHUA HA XKU3HEHHO BaXHble CUCTEMbI OpraHu3ma

Mocneayowme uccneaoBaHua HanpaeneHsl Ha obecneyeHue Honee rnyboKOro NOHMMAaHUA pesynb-
TaTtoB UCCNEAOBAHUI XM3HEHHO BadKHbIX (PYHKUMA C UCMONb30BAHMEM OCHOBHLIX TECTOB WAW MONYyYEHUA
JOMONHUTENBHBIX AaHHbIX. B nocneaylowmx nogpasgenax npuBoaMTCS nepeyeHb UCCNeaoBaHnin Ansa Aanb-
HEeNLero U3y4eHunst ykasaHHblX CUCTEM OpraHu3Ma Ha npeaMeT NOoTeHUMarnbHbIX HexenaTenbHbiX hapMako-
AVHaMMYecKkux achheKkToB. YKa3aHHbIN NepeyeHb He SABNAETCSA MOMHbIM Unu 06a3aTenbHbIM, ONUCAHHbIE
uccneaoeaHus Heobxogumo nogbupatb B MHAMBMAYANLHOM NOPSAAKE MOcne yyera Takux hakTopoB, Kak
paHee NonyveHHble AOKNMMHUYECKME U KNMHUYECKMe AaHHble. B HekoTopbix cnyyasax Takue adpektol 6onee
nNpeanoYTUTENBHO U3y4aTb B pamMKax ApYrux JOKIMHUYECKUX U (UNK) KITMHUYECKUX UCCNEA0BAHUN.

3.8.1.1 LleHTpanbHasa HepBHaA cucTtema

MoBeaeH4eckass chapmakonorus, obydyeHne u namsTb, nUraHacneyuduyeckoe CBA3bIBaHUE, HEWpO-
XUMUS, 3PUTENbHbIE, CYXOBbIE U (MUNK) 3NeKTPOPU3NONOrMYeckHe UCCNEeA0BaHUA U T.4.

3.8.1.2 CepaeyvHo-cocyaucTas cucrema

CepaeyHblin BbIGPOC, COKPATUMOCTb KEMYA04KOB, COMPOTUBMAEMOCTb COCYA0B, 3PAEeKTbl dHAOrEH-
HbIX U (UNM) 9K30TEHHbIX BELLECTB HA CEPAEYHO-COCYAUCTYIO CUCTEMY U T.4.

3.8.1.3 ObixaTenbHasa cuctema

ConpoTueneHne AbixaTenbHbIX MNYTEN, arMacTUYHOCTb NEroyHon TkaHu (compliance), neroyHoe apre-
puanbHOe gaBneHue, rasbl KpoBU, pH KpoBU 1 T.4.

3.8.2. lononHuTenbHble UCCneaoBaHnA hapMakonormyeckon 6e3onacHoOCTn

JononHuTeneHbIe UCCNIEA0BaHUA HaNpPaBnEHbl Ha OLEHKY MOTEHUMANbHbIX HEXenaTenbHbX dapmMa-
KognHaMu4yecknx acpdeKkToB nccneayemoro BeLwecTsa Ha PyHKLKUM CUCTEM OPraHoB, KOTOPbIE HE U3y4anucb
npu NpPoBeAEHUM OCHOBHbLIX UCCNeaoBaHWi 6e30nacHOCTM UMM UCCNEeAOBaHUAX TOKCUYHOCTU MPU MHOIO-
KpaTHOM BBEAEHUW, ECNW BO3ZHWUKAIOT OCHOBAHMWA AN TaKOR OLEHKM.

3.8.2.1 MoyeBblgenuTenbHasa cucrema

Heo6xoaumo U3y4nTb BIMSIHUE UCCNEAYEMOTO AEUCTBYIOLLENO BELLIECTBA HA (DYHKLIMOHANbHbIE NOKa-
3arenu noyek. Hanpumep, MOryT uccrenoBarbca 06bEM MOUM, yaenbHasA NAOTHOCTb, OCMOSANbLHOCTb, pH,
BOAHO-3MEKTPONUTHBIN 6anaHc, 6enku, uuronornsa 1 GUOXMMUYECKME NoKasaTenu KpoBM, Kak TO: a30T MoYe-
BWHbI KPOBM, KPEATUHUH U Benku nnasmol.

3.8.2.2. ABTOHOMHAA HepBHaA cucTema

HeobxoaMmo u3y4utb BAMSHUE UCCNEAYEeMOro AEWCTBYIOLLErO BELLUECTBA HA AaBTOHOMHYIO HEPBHYIO
cuctemy. Hanpumep, MOryT UCCneaoBaTbCA CBA3LIBAHME C PeLenTopamu aBTOHOMHOW HEPBHOW CUCTEMBI,
PyHKUMOHANbHAA peakunsa Ha NPUMEHEHUE aroHWCTOB MW AHTarOHUCTOB iN Vitro unu in vivo, npamas CTu-
MYNAUUA aBTOHOMHbLIX HEPBOB U WU3MEpPEHUEe peakuuum CepaeyvHO-COCYAMCTON cucTeMbl, oueHka Gapope-
dnekcos, Bapuaums puTma cepaua.

3.8.2.3. MnuweBaputenbHan cuctema

Heo6x0auMO M3yunTb BAMSHME UCCNEAyeMOro AeNCTBYIOLLETO BELUECTBA HA NULLEBAPUTENbLHYIO CU-
cTemy. Hanpumep, MOryT WUCCneaoBaTbCA XENyao4Haa cekpeuus, NoTeHUMan MNOPaXeHUsl XKenyfo4vHo-
KWLLIEYHOrO TPAaKTa, CEeKpeuus Xenuu, ANMTENbHOCTb TPaH3UTa in vivo, COKpaTUMOCTb NOAB30LUHON| KULLIKM
in vifro, nsmepenue pH xxenyaka u sagepxxa nuLy B xenyake.

3.8.2.4 Mpouune cuctembl OpraHoB

Mpu Hannuum ocHoBaHUI HEO6X0AUMO OLIEHUTL BIUSHUE UCCIIEAYEMOTO AEWCTBYIOLLETO BELLECTBA Ha
CMUCTEMbl OpPraHoB, He U3y4eHHOe paHee. Hanpumep, MOryT uccnenoBaTbCA NOTEHUUAn pasBUTUA nekap-
CTBEHHOW 3aBUCUMMOCTH, MbILLIEYHASA, UMMYHHAA 1 9HAOKPUHHAA DYHKLUN.

3.9 YcnoBus, Npu KOTOPbIX UccneaoBaHuA He Tpebyrorca

Ecnu chapMakonornyeckue CBOIMCTBA NCCNEAyeMOro eNCTBYIOLIEro BELLECTBA, MPUMEHSIEMOro MecT-
HO (HanpuMep, ANsi HAPY)KHOTO NPUMEHEHUS UK FNA3HOr0), NOAPOGHO OXapaKTEPU3OBaHLI, U MOKA3aHO, YTO
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CMCTEMHAs 3KCMO3NUUS UNKU pacnpeaeneHne no ApyruM opraHam U TKaHsiM HU3Kas, TO uccrnieaosanusa cgap-
Makonormyeckon 6e30nacHOCTU MOTyT He noTpeboBaThCs.

Wcecnegosanus hapmakonornyeckorn 6e3onacHoOCTM 40 NEPBOro BBEAEHUSA Y YENOBeEKa LIMTOTOKCHUYE-
CKMX NneKkapCTBEHHbLIX MpenapaTos, NpefHasHauYeHHbIX ANS NeYeHUs NauMeHTOB C TEPMUHAmNbHbIMKU hopMa-
MW paka, MOryT He noTpeboBaTbCA. ANs LMTOTOKCUYECKUX NeKapCTBEHHbIX NPENApPaToOB C HOBLIM MEXaHU3-
MOM AEWCTBUS pesynbTaTbl MCCNEaoBaHUi hapmakonornyeckoii 6e30nacHOCTU MOryT NPeAcTaBnsATh LeH-
HOCTb.

Ana nekapcTBeHHbIX NpenapaToB, NOMy4YeHHbIX GUOTEXHONONMYECKMM NYTEM, C BbICOKOI crneuuduy-
HOCTbIO B OTHOLUEHWUU pEeLIenTopa-MULLEHU, Kak MpaBuUIio, A0CTAaTOMHO OLEHUTb KOHEYHbIE TOYKW chapmako-
nornyeckon 6e30NacHOCTM B pamKkax TOKCMKOMOTrMYeckux u (Mnu) dapMakoguHaMUYecKUX UCCnesoBaHui,
noaToMy mccnefoBaHnsa hapMakonornyeckon 6e3onacHoOCT Ans Takux NEKapCTBEHHLIX NpenapaToB MOryT
ObITb COKpALLEHbI UNW HE NMPOBOAMTLCA.

Ana nekapcTBeHHbIX NpenapaToB, NOMyYEHHbIX BUOTEXHONMOTMYECKUM NyTEM, NPEACTaBNSOLLMUX CO-
00w HOBBI TEPANEBTUYECKMIA Knacc u (Mnu) nekapcTBeHHbIX NpenapaToB, He obnagalLmMx BbICOKOW crie-
LUMMPUYHOCTBIO B OTHOLUEHUW peLenTopa-mMuULIEeHU, HeOOBX0AUMO npeaycMoTpeTh 6onee oObemHble uccre-
[0BaHUA hapMaKkonorn4eckon 6e3onacHoCTy.

Bctpeyvalotea u gpyrue UCKMIOYEHMs, Korga npoBeAeHWe UCCeaoBaHuii dhapmakonoruyeckon Ges-
ONacHoOCTM He TpebyeTcs, HanpuMMep, ANs HOBOM conu, obnaaatoLlei Temu xe hapMakoKUHETUHECKUMU U
chapmakoanHaMU4eCKMMN CBOMCTBaMM.

3.10 Cpoku npoBeaeHus uccrenoBaHum ¢apmakonormyeckon 6€30nNacHOCTU NO OTHOWEHUIO K
KIMTMHUYECKOM pa3paboTke

Mpyu nNnaHMpoBaHWM NPOrpammbl U3ydeHus hapmakonornyeckon 6e3onacHoOCTU, CrneayeT NOBTOPHO
obpatutbca k pasgeny 3.9, ytobbl onpegenuTe HEO0OGX0AMMOCTb NMPOBEAEHUSI ONpPeAeneHHbIX UCCneaoBa-
HWUW.

3.10.1 UccnepoBaHusA, He0GXxoOuMbIe 1O NEPBOro NPUMeHeHUs NIeKAPCTBEHHOro npenapara y
Yyernoseka

[lo nmepsoro npuMeHeHWss NekapcTBEHHOro npenapara y 4Yenoseka HeobxoaAuMO U3yvuTb BIUAHME
[EeNCTBYIOLLEero BELLeCTBa C UCMONb30BAHWEM BbILLEYKA3aHHbIX OCHOBHbIX TECTOB Ans OLEeHkM hapMakono-
rmyeckoli 6esonacHoOCTW. Takke AOMKHbI ObiTb NPOBEAEHbI BCE AOMNONHUTENbHLIE UCCNEA0BaHUSA, B OTHO-
LUEHNW KOTOPbIX BbISBNEHA HEOOXOAMMOCTb UX NpoBeaeHus. [laHHble U3 XOpoLWo CNiaHUPOBaHHBLIX U NPO-
BE/1€HHbIX TOKCUKOINOMMYECKUX UCCNEA0BAHUIA, B KOTOPbIX U3Y4anuCb KOHEYHbIE TOUYKU DapMaKkonoruyeckomn
6e30nacHOCTH, MOMYT COKpPaTUTb 00BLEM MIN UCKNIOYMTL HEOOX0AUMOCTb NPOBEAEHUS uccneaoBaHuin dap-
MakKonorm4yeckon 6e3onacHoOCTu.

3.10.2 UccnepoBaHuA B xoae KIMUHUYECKON pa3pabcoTku

B xoae knuHu4yeckol paspaboTku MoryT notpeboBaTbCa AONONMHUTENbHLIE UCCNEA0BaHUS AN U3yde-
HUSA HAabMIOAABLLMXCA N NOA03PEBAEMbIX HEXenaTenbHbIX 3¢hdeKTOB AEWCTBYIOLLETO BELLECTBA Y XUBOT-
HbIX UK NoAEN.

3.10.3 UccnepoBaHua 0O rocyaapcTBEHHOW perucTpauum

o rocyaapcTBeHHOW perucrpauum Heo6xoauMO OLEHUTbL BIIMAHUE NEKapCTBEHHOIO CPeACTBa Ha Cu-
CTeMbl, NepeyvucneHHble B pasgene 3.8, oTcyTcTBUEe HEOOGXOAMMOCTU NPOBEAEHUA TaKUX UCCMNEO0BAHUIA
TpebyeT JOMKHOro 060CHOBaHUSA. [JaHHbIe, NONYYEHHbIE U3 XOPOLLO CMTAHMPOBAHHbLIX U NPOBEAEHHbIX TOK-
CUKOJIOTUYECKUX UCCNEAOBaHUNA, B KOTOPbIX U3y4anucb KOHEYHble TOYKkWM dhapMmakonornyeckon besonacHo-
CTW, U AAHHbIE KNMUHUYECKUX UCCIEeAOBaHUM MOTYT CnocoOCTBOBATL TaKOW OLEHKe U 3aMeHuUTb coboi uc-
cneaoBaHus phapmakonorniyeckon 6esonacHocTu.

3.11 CootBeTcTBUe Hapgnexawei naboparopHou npaktuke (Good Laboratory Practice — GLP)

Heo6xo0aMmo rapaHTupoBaTh KaYECTBO U JOCTOBEPHOCTb AOKIMHMYECKUX UccneaoBaHuii 6esonacHo-
cTu. 370, KaK NpaBuno, AOCTUraeTcs NyTem NPoBeAEHUA UCCNEefOBaHW B COOTBETCTBUE C lMpuHUMnamu
Haanexauwen naGopaTtopHow npaktuku (GLP). BBuay yHuKanbHOro agusamHa u npakTu4eckmx coobpaeHui
He Bcerga npuemnemMo nNpoBoaUTbL HEKOTOPLIE UCCMEA0BaHMA B COOTBETCTBMY C npasunamu GLP. Oaxe npu
dopmaneHOM HecobnogeHun npuHuunos GLP Heo6xoaumo obGecneuntb Hagnexaiumue Ka4ecTBo U LienocT-
HOCTb JaHHbIX MPU NPOBeAeHUM uccneaoBaHui hapmakonornyeckonn 6esonacHocTu. Ecnum nccnegosaHus
npoBOAATCA He B ycnoBusax GLP, Heobxoaumo obecneynTb BO3MOXHOCTb PEKOHCTPYKLMKM XOA4A UCCreaoBa-
HUSA MyTEeM Haganexallero BeAeHUa JOKYMEHTauuu UCCeaoBaHus U apXMBUMPOBaHUA AaHHbIX. Jlio6oe uc-
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cneposaHue (Unu ero 4acTb), MPOBEAEHHOE He B ycrnoBusax GLP, Heobxoanmo AomkHbIM 0b6paszom 060CHO-
BaTb M ONMcaTb NOTEHLMANbHOE BIIMSAHME HA OLEHKY KOHEYHbIX TOUYEK DapMakonornieckon 6e3onacHoCTHu.

OcCHOBHbIE UCCreaoBaHuA dhapMakonormyeckon 6e30nacHOCTM HeOBXOAMMO NMPOBOAWUTL B YCMOBUSIX
GLP. Ycnoeua nocneayowmx 1 JOMOMHUTENbHbLIX UCCeA0BaHUi 4OSKHbBI MAaKCMManNbHO BO3MOXHO COOT-
BeTcTBOBaTL TpeboBaHusaM GLP. MaydeHune chapmakonornyeckoit 6€30nacHOCTU MOXET SBMATLCA 4acThbio
TOKCUKOSOrMYECKUX UCCnef0BaHWi, B STOM Criy4ae nocrnegHue Heobxoaumo npoBoauTh B ycrnosusax GLP,

Ycnosua nposegeHus UCCNeaoBaHMin NEepBUMYHON (hapMakogMHaMMWKM MOTYT HE COOTBETCTBOBAaTb
GLP. Kak npaBuno, n uccnegoBaHus BTOPUYHON hapMakoguHaAMUKM MOTYT MPOBOAUTLCS HE B MOMHOM CO-
OTBETCTBMU C TpeboBaHuaMun GLP. PedynbTaTtbl uccnegoBaHuin BTOPUYHOW hapMakoguHamMuKku, npoBeaeH-
Hble B X04e npovecca Bbibopa akTUBHOrO COeAUHEHUA, MOTYT ObITb UCMONb30BaHbI ANs OLEeHKM dhapMakono-
rmyeckon 6e3onacHoCTU. B crnyyasix OTCYTCTBUSI NPUYMH ANS1 HEraTUBHOIO MPOrHo3a (HanpuMmep, HET Hera-
TUBHbIX AAHHbIX MO KOHEYHbIM TOYKamM hapMakosorM4yeckon 6e3onacHOCTU HU ANs XMMUYECKOTO, HU Ans
TepaneBTUYEeCKOro Knacca Uccneayemoro coeiuHeHus1), NoOBTop uccnenoBaHuin B ycnosusax GLP He TpeOy-
eTcs. B HekoTOpbIX criyyasx pe3ynbTarbl UCCREA0BaHUI BTOPUMYHON hapMakoguHaMUKU MOTYT BHOCUTb OC-
HOBHOW BKMaj B OLlEHKY 6e30nacHOCTM NOTeHUManbHbIX HEXenaTenbHbIX ABMEHUIA Y NIOAEN, Takue uccrne-
[OBaHUA, KaK NpaBunio, NPoBOAAT B COOTBETCTBUMU C GLP.

Mpunoxexue A
(cnpaBouHoe)

CBefeHus 0 COOTBETCTBUU CChINTOYHbIX MEXAYHAPOAHbIX JOKYMEHTOB
HauuoHanbHbIM cTaHaapTaMm Poccuiickoin ®epepauumn

Tabnuya OA1

O6o3Ha4eHWe CCbINoYHOro CreneHb ObosHaueHue 1 HaMmeHoBaHue
MEXAYHaPOLHOro AOKYMEHTa COOTBETCTBUSA COOTBETCTBYIOLLErO HAaLWOHArbHOro craHgapTa
ICH M3(R2) Guideline IDT FOCT P 56701—2015 «JlekapcTBeHHble cpeacTBa ANA

MEeAULUMHCKOro NMpUMeHeHMUs. PyKOBO,Cl,CTBO no nnaHupoBa-
HUIO AOKITMHUYECKUX UCCreoBaHuid 6e3onacHocTU ¢ uenbto
nocneaytouiero npoeegeHUs KnMHUYeCKnx uccnefoBaHnin n
perucTpalumn nekapcTBeHHbIX CpeacTB»

ICH S6 Guideline IDT FOCT P 56699—2015 «JlekapcTBeHHble cpeacTBa AnS
MeANLMHCKOro NpuMeHeHus. [loknuHu4eckne nccneosaHus
6esonacHoCTM 6GUOTEXHOMOrMYECKUX neKapCTBeHHbIX npe-
napatoB. ObLye pekomeHaaLmMu»

NMpumeyaHune— B Hacrosuwei Tabrmue ncnonb3oBaHbl criegytollie YCroBHble 0bo3HaYeHUs cTeneHn CooTBETCTBUA
CTaHAapTOB:
- IDT — naeHTUYHbIE CTaHAapThLI.
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