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Mpepncnosue

1 NOArOTOBJIEH TexHuyeckum komMuTeTom Mo craHgaptm3aumm TK 458 «PaspaboTka,
Npon3BOACTBO U KOHTPOJIb KayecTBa /1IeKapCTBEHHbIX CPEACTB» Ha OCHOBE COOGCTBEHHOIO ayTEeHTUYHOro
nepeBofa Ha PYCCKWI A3bIK JOKYMEHTa, YKa3aHHOro B NyHkTe 4

2 BHECEH TexHuyeckum komuTteToM Mo cTtaHfaptusaumm TK 458 «PaspaboTka, Npou3BOACTBO U
KOHTPOJIb KayecTBa JIEKapCTBEHHbIX CPELCTB»

3 YTBEPX/IEH W BBEAEH B AEWCTBVE Mpukasom defepanbLHOro areHTCcTBa Mno TeXHU4Yeckomy
perynMpoBaHuio 1 metTponormm ot 11 Hos6ps 2015 r. Ne 1762-cT.

4 HacTtosAwuii cTaHgapT naeHTUYeH MexayHapogHomy gokymeHTty ICH M3(R2):2009 «PykoBoacTBO no
NNaHNPOBAHNIO [OKAMHUYECKNX WCCefoBaHWii 6e30MacHoCT € Lefblo NocnefyloLllero npoeeAeHus
KTMHWYECKNX nccnefoBaHuini U peructpauuy nekapcTBeHHbix cpefcte» (ICH M3(R2):2009 «Guidance on
noncJinical safety studies for the conduct of human clinical trials and marketing authorization for
pharmaceuticals»). HaumeHoBaHMe HacTOAWEro craHAapTa W3MEeHEeHO OTHOCUTENIbHO HauMeHOBaHWA
yKa3aHHOro MeXAyHapoJHOro AOKyMeHTa A1 YBA3KU C HaUMEHOBaHUAMU, NMPUHATLIMA B CYLLECTBYOLLEM
KOMMNeKkce CTaHAapToB «JlekapCTBeHHble cpeacTBa A1 MeAULMHCKOro nNpuMeHeHus». Mpu npumeHeHun
HacTosLlero craHgapta pekoMeHAyeTCss UCMO/b30BaTb BMECTO CCbIIOYHbIX MEeXAyHapoAHbIX CTaH4apToB
COOTBETCTBYHOLLME UM HaUMOHaNbHble cTaHAapTbl Poccuiickoin ®egepaunu, ykasaHHble B npunoxexdun A

5 BBEJEH BMNEPBbIE

MpaBuna npumMeHeHUs HacTOSALWeEro craHgapTa ycTaHosseHnsl B TOCT P 1.0—2012 (pa3gen 8).
MHdopmaunsi 06 N3MeHeHNSIX K HacTosLLeMY CTaHgap Ty Ny6/MKyeTCsa B eXerogHoM (Mo COCTOSHUIO Ha
1 sAHBapA TekylWero roaa) MH(POpPMALMOHHOM yKa3aTene «HauuMoHasbHble CcTaH4apThi», a
ohuumaneHeli TEKCT W3MEHEeHW i W MNONpaBoOK — B EXeMeCAYHO W3AaBaemMOM WH(OPMaLVOHHOM
yKasaTene «HaunoHasbHble cTaHgapThi». B cnyyas nepecmoTpa (3ameHbl) UM OTMEHbl HAaCTOALWEro
cTaHfapTa COOTBeTCTBYWLee yBeAoMneHne OyaeT onyb6/MKoBaHO B 6Gawxaiwem  BbiMycke
eXeMeCcs4YHOro WHGOPMaUMOHHOIO YykasaTens «HauvwoHanbHble cTaHgapTbi» CooTBeTCTBYyLWas
UHopMaums, yBeAoOMIeHWe W TeKCTbl pa3melialnTca Takke B MHDOPMaLMOHHON cucTeme o6Liero
nonb3oBaHWA — Ha ouymanbHOM caliTe PefepanbHOro areHTCTBa N0 TeXHUYECKOMY perysimpoBaHuio
n MeTponorum B ceTun NHTepHeT (Www.gost.ru)

© CraHgapTuHdopm. 2016

HacTtoswwii CTaHA4apT HEe MOXeT ObITb MOSTHOCTBID WM YACTUYHO BOCnpousBeaeH, TUpaXupoBaH U
pacnpocTpaHeH B kayecTBe oOduuManbHOro wusfaHua 6e3 paspeweHus denepanbHOro areHTcTBa Mo
TEXHUYECKOMY perynmpoBaHuUo n MeTposiormm
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BeepneHue

Llenbto HacTosiero ctaHgapTa ABNsSeTCs yCTaHOBMEHNE efAMHbIX CO CTpaHaMmu EBponelickoro cowosa,
CoefiMHeHHbIMK LUTaTamMn AmMepuku. ANOHWEN n ApYrUMK CTpaHaMu, NPYMEHSIIOLWMMN MeXAYHapoaHble
pykoBogcTBa FOH. noaxoAoB K NAaHNPOBaHWIO OKTMHUYECKUX NCCNefoBaHnii NekapCTBEHHbIX CPeaCcTB AN
060CHOBAHMSA BO3MOXHOCTU MPOBEAEHUSI K/IMHUYECKUX WCCNefOBaHWn onpefesieHHOro Xapaktepa W
NPOAO/MKATENILHOCTU, a Takke nocnenyroLei rocyaapcTBEHHONM perncTpayuu.

CrtaHgapT cnocobcTByeT CBOEBPEMEHHOMY NPOBEAEHVNIO KVHUYECKUX WCCNefoBaHWi, yMeHbLIEHNIO
MCNoNb30BaHMA N1abopaTopHbIX XMBOTHbIX B cooTBeTcTBUM c npuHumnom 3R (reduce/refine/replace,
cokpauleHue/ynyywernme/3ameHa) W COKpalleHW WCMoNb30BaHUS APYrUX pecypcoB npu paspaboTke
NleKapCTBEHHbIX  NpenapaTtoB. CnegyeT  paccMmaTpvMBaTb  BO3MOXHOCTb — WMCMOJIb30BaHUS  HOBbIX
anbTepHaTUBHbIX METOAOB in Vitro ANS oueHkn 6e3onacHOCTW. [aHHble MeToAbl MpY WX Haanexalein
Ba/MAaUMN U NMPUHATUN BCEMW PerynaTOPHbIMW OpraHamu CTpaH, NpUMeHsiioWwmux pykosogcTtea OH. moryT
MCnosib30BaTbCSA B3aMEH CYLLEeCTBYOLMX CTaHAAPTHbIX METOA0B.

HacToswwmii ctaHAapT cnocobCcTByeT NpoBeAeHU0 6e30nacHoOi 3TUYHOM pa3paboTky eKapCTBEHHbIX
npenapartoB U UX AOCTYNHOCTU A5 NaLWNEHTOB.

[oknvHnyeckass oueHka 6e3onacHoCTW, MNpPOBOAMMAS C LUeNblo TrOCYAAapCTBEHHON perucTpauuu
NleKapCTBEHHbIX Npenapartos, 00bIYHO BK/OYAET cregylowme atanbl: hapmakosornyeckme nuccnefoBaHns,
06LLEeTOKCUKONIOTUYeCKNe UCCNefoBaHUs,, TOKCUKOKMHETUYECKNe U AOKIMHMYecKne hapmMakokMHeTuyeckue
nuccnefoBaHnsa,  M3yvyeHue  PenpoaykKTUBHOW — TOKCMYHOCTM,  WCCNeAOBaHWA  reHOToKcuyHocTW.  [nA
NleKapCTBEHHbIX NpenapartoB, KOTOpble 06/1a4alT onpeAeneHHbIMY CBOMCTBAMU WM NpeaHa3HauveHbl 4ns
ONWTENbHOTO MPUMEHEHNS, HeobXoAMMO TakkKe MpOBeAEeHUe OLEeHKN KaHLeporeHHoro noTeHuuana.
HeobxoAnMOCTb NpoBefeHus APYrUX AOKIUHUYECKUX WUCCNefoBaHWi C Lesblo OLEeHKM (DOTOTOKCUYHOCTH,
UMMYHOTOKCMYHOCTU, TOKCUYHOCTM Ha HEMOI0BO3PEsIbIX XUBOTHbIX W BO3HUKHOBEHWS SEKAPCTBEHHOW
3aBNCMMOCTM  OMnpegenseTca B VHAWBMAyanbHOM nopsgke. HacToawmin  ctaHgapT — onpegenseT
HeobX0AMMOCTb MPOBEAEHNA  [LOK/IMHWYECKUX WCCefOoBaHUA U KX B3aMMOCBA3b C MNOCNEAYHOLWUMU
KTMHUYECKUMW NCCNef0BaHUSAMU Y YesloBekKa.

Ha pgaHHbIi MOMEHT B CTpaHax, WCnofb3yllwmx pykoBogctea HOH, nosyyeHbl CylecTBEHHble
[OCTUXEHNA B rapMOHM3aLuyM CPOKOB [OK/IMHWYECKUX WCCnefoBaHuii 6e3onacHocTM ANs npoBeAeHus
KTMHWYECKMX 1ccnefoBaHunii NekapcTBEHHbIX NpenapaTos, ONMCaHHbIX B HACTOsALWeM cTaHgapTe. OgHako B
HEeKOTOPbIX 06M1acTAX pPas/IMunsi COXPaHAKTCA. PerynaTopHble opraHbl W NPOU3BOAMTENN NPOAOIKAOT
paccMOTpeHue 3TUX pas3nuumii 1 paboTalT B LEeNnax [AasbHelillero COBepLUEeHCTBOBaHWA npoLecca
pa3paboTkun NlekapCTBEHHbIX NpenapaTos.
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HAUWOHA/NbHbBIMN CTAHOAPT POCCUWMWCKOWMW GEALEPALUN

NEKAPCTBEHHbLIE CPEACTBA AN1A MEAVMUMHCKOIO NMPUMEHEHUA

PyKOBOZACTBO NO NaHUPOBAHUIO JOKIMHUYECKNX UCC/Ief0BaHNil 6€30NacHOCTU C Lenbio
nocsieaytoLLero NpoBeAeHus KNUHUYECKUX UCCefoBaHunit n
perucTpayum nekapcTBeHHbIX CPeACcTB

Medicines (or medical applications. Guidance on nondinical safety studies for the conduct of human clinical trials and
marketing authorization for pharmaceuticals

Jata BBegeHus — 2016—07—01

1 06nacTb NpUMeEHeHNs

HacToswwii ctaHAapT ycTaHaBMMBAeT  pPeKOMeHZauuu Mo NaHWPOBaHWUID  JOKIMHUYECKWX
uccnenoBaHnii 6e30MacHOCTM C  Lenbio  MOCNEAYOLIEero NPOBEAEHUS KAWHWYECKUX WCCNefoBaHuii 1
perucTpauum nekapcTBeHHbIX CPeACTB.

HacToswwnii cTaHgapT NpUMEHUM BO BCeX C/iyyasx pas3paboTky ieKapCTBEeHHbIX Mpenaparos U
npeacTaBnsieT co6oit 06LIMe NOMOXKEHNS MO UX pa3paboTke.

LN nekapcTBEHHbIX NpPEenapartoB, MOyYeHHbIX C MPUMEHEHHOM GMOTEXHOOTMYECKUX MeTogoB [1].
COOTBETCTBYHOLIME UCC/ef0BaHNA 6e30MacHOCTU HeO6XOAMMO NPOBOAMUTL COrflacHO pykoBoAcTBy ICH S6
Nno AOKIMHWYECKAM WCCMELOBAHUAM GMOTEXHOMOTMYECKUX MpenapaToB. [nf AaHHbIX JIEKAPCTBEHHbIX
npenapaTtoB HaCTOSLWMI CTaHAapT NPUMEHSIeTC TOMIbKO B OTHOLIEHWM OYepefHOCTM MpoBeaeHUs
[OK/IMHUYECKUX UCCNef0BaHuii B 3aBUCUMOCTM OT hasbl KMHUYeckol paspaboTku.

ONs onTMM3auMM 1 YCKOPEHWS PaspaboTKM JeKapCTBEHHbIX MpenapaToB, NpefHa3HaYeHHbIX A5
NIeUeHNs YIPOXAIOLLMX XU3HU UK TSXKESbIX 3a60a1eBaHuil (HanpuMep, pacnpocTpaHeHHbIli pak. yctoiumsas
BUY-vHeKyMsa, COCTOSIHUS, 0OYC/IOB/IEHHbIE  BPOXAEHHOW (DepMEHTATMBHOW HeAoCTaTOYHOCTbIO),
appekTUBHAsA Tepanusi KOTOPbIX B HACTOSALWMIA MOMEHT OTCYTCTBYET, Takke MPUMEHSIOT UHAMBUAYASbHbINA
NnoAXoA Kak K TOKCMKOJIOTMUECKON OLeHKe, Tak W K KAMHWYeckol paspa6oTke. B aTux ciydasix, a Takke B
OTHOLUEHUM JIeKapCTBEHHbIX MPENapaTtoB Ha OCHOBE WHHOBALMOHHLIX TepaneBTUYECKMX BELLECTB
(Hanpumep, manas uHTepchepupyowas PHK) 1 afbloBaHTOB BakUWH ONpefeneHHble UCCNeAoBaHns MoryT
6bITb COKpALLEHbl, U3MEHEHbI, A06aBNEHbl UM UCKOUEHbI. Mpy Hanuuum pykoBoAcTB ICH Mo oTAenbHbIM
(hapmakoTepaneBTMYecKUM rpynnaM J/iIeKapCTBEeHHbIX MpenapartoB Heo6X0AMMO  PYKOBOACTBOBATLCS
nocnesHUMM.

2 O6wure npuHLMNbI

Pa3paboTka nekapCTBEHHOro npenaparta npejctasnseT coboi noaTanHbii NpPoLecc, BKIYAOLLWIA
OLEHKY AaHHbIX 0 ero aPekTMBHOCTY N 6€30NaCHOCTUN Kak A8 XMUBOTHbIX, Tak U ANsA Yenoseka. OCHOBHblE
Luenu [OKNUHMYECKOW OueHKrn 6e30MacHOCTU NekapCTBEHHOro mnpenaparta BKIYaloT onpejeneHue
TOKCUYECKOTO B/IMSIHAA Ha OpraHbl-MULLEHW, ero 3aBMCMMOCTM OT BBOAMMON [03bl, CBA3M C 3KCNo3uumer
(cMcTeMHbIM BO3feicTBMEM), @ Takke, ecnu MPUMeHVMO, NOTeHUManbHOW 06paTMMOCTU TOKCUYECKUX
ahhekToB. ITN faHHble UCMONb3YIT AN onpefeneHns UCXOA4HON 6e3onacHoi Ao3bl U Anana3oHa [03 4N
KIMHWYECKUX WCCNefoBaHuii, a Takke [NA YCTAHOB/EHUS MNapaMeTpoB K/IMHWYECKOTO MOHWUTOPUHIa
noTeHunanbHbIX HexenaTesnbHbIX addekToB. JOKIMHUYECKNe nccnefoBaHns 6e30nacHOCTU, HECMOTPS Ha
UX OFPaHWYEHHbIl XapakTep B Hauyane KIMHUYECKON pa3paboTky, AO0/MKHbl 6biTb AOCTATOYHbIMK ANA
yKasaHua noTeHuManbHbIX HexenatefbHblIX 3ekToB, KOTOpble MOryT BO3HWKHYTb B  YC/IOBUSAX
nAaHVpyemblX KIMHUYECKNX NCCefoBaHn.

KnuHunyeckne wuccnepoBaHus nNpoBOAATCA  ANS  M3yyeHus 3ddpekTMBHOCTM U GesonacHocTu
NeKapcTBEHHOro npenapara HayvHas C OTHOCUTENIbHO HW3KOW CUCTEMHON 3KCMO3UUMM Yy HebOoMbLIOoro
KonmyectBa Cyb6bekToB. B nocnegylowmx KAUHWYECKMX WCCNEAO0BaHUAX 3KCNO3MLUUSA NeKapCTBEHHOTO
npenaparta yBeNM4MBaeTCAs MNyTem YBE/IMYEHUS MPOAO/KUTENBHOCTA MNPUMEHeHUa u  (Maun) pasmepa
nonynaunn naumeHToB, yyacTBYOLWMUX B uccnefoBaHun. KnuHuyeckne nccrnefoBaHus cnegyet paclumpsitb
npu [O/MKHOM NOATBEPXAEHMU 6e30nNacHOCTU Mo pesy/bTatam paHee MPOBeAEeHHbIX KAMHUYECKMX
nccnefoBaHuii M Ha OCHOBAHUWM AOMOMHUTENbHbLIX LOKIVHUYECKMX AaHHbIX N0 6e30MacHOCTW, KoTopble
noayyarT No Mepe NPOABMKEHUS KIMHUYECKON pa3paboTku.

N3paHue oduumanbHoe
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KnuHnueckne nnv JOKAVHUYECKUE AaHHblE O CEPbe3HbIX HexenaresbHbIX adhekTax MoryT NoBAvATbL
Ha MPOLO/IKEHME KNMHUYECKUX WUCCNefOoBaHuil. B pamkax 06Wero nnaHa KIMHMYECKOlM pas3paboTkM 3aTu
JaHHble Heob6xo4MMO paccmaTpuBaTb ANA OnpefeneHus LenecoobpasHoOCT NpoBefeHus U AusaiiHa
[OMNOSTHUTENBHBIX JOKIMHUYECKNX W (UN) KITMHUYECKUX UCCNefoBaHuii.

KnuHnyeckne nccrnenosaHnsa NpoBoAsaTcs No hasam, KOTopble UMEIT pas/inyHble Ha3BaHWA B pasHbIX
cTpaHax. B gaHHOM cTaHfjapTe WMCNonb3yeTca TepMWHONOINSA, npumeHsemas B pykosoacTse ICH E8 no
0o6LWMM MpuHLMNaM MpoBeAEeHUsA KIUHUYECKMX WCCNefOoBaHU nekapcTBEHHbIX npenapaTtoB (2]. OpHako,
NOCKONbKy HabnwgaeTcs ycToliumBas TeHAeHUMs K o6beAuHeHuio a3 knvHuyeckoli paspaboTku, B
yKasaHHOM [JOKYMEHTe B HEKOTOPbIX C/y4yasx Takke ofpejefnieHa B3auWMOCBA3b  [OK/TUHUYECKUX
nccnofoBaHWin ¢ ANUTENBHOCTLIO M MaclTaboM KIMHUYECKUX UCCeA0BaHUiA, a Takke xapakrepucTvkamm
y4yacTBYIOLMX B HUX CyObEKTOB (Len1eBoi nonynayum).

MnaHupoBaHme ©  AuW3aiiH  OOKAUHWYECKMX  UCCNefoBaHuin  6e30nacHOCTM U KAWHUYECKUX
nccnefoBaHWin y YenoBeka [O0/MKHbI OCHOBbIBATLCA Ha Hay4yHOM MOAXOAE WM COOTBETCTBOBATb 3TUYECKUM
npuHLUMNam.

2.1 Bblbop BbICOKMX [03 ANS UCCNefoBaHMs 06L,0TOKCMYECKOro AeACTBNSA

MoTeHuManbHble KIMHUYECKN 3HaunMble 3ddhekTbl B TOKCUKOMOTMYECKUX WUCCNeAOoBaHuAX, Kak
npaBuio, MOryT 6biTb MOSIHOLEHHO W3y4YeHbl NpY BBEAEHUWM A03. G/IM3KMX K MakCMMasibHO NepeHOoCUMOl
pose (MNA, MTD). OpHako He TpebyeTcAa noatTBepxgatbe MTD B kaxgom wuccnegoBaHumn. Takke
[OMnycKaeTcs MCMo/Mb30BaTb OrpaHWYeHHO BbICOKME [03bl, BKOYas [03bl, KpaTHble go3am, KoTopble
nnaHMpyeTcs MNPUMEHATb B KIMHWYECKOW MNpakTuke (KIMHMYeckass 3KCMo3uuus) uaM npu KOTOPbIX
pocTthraeTcs MakCuManbHO [OCTXKMMAs 3KCNo3vuusa (3KCNO3MUMSA  HaCbIWeHUs), WM npueMiemMble
MakcuManbHble fo3bl (MFD). Mcnonb3oBaHuve 3TUX OrpaHUMYeHHO BbICOKMX [03 (MoapobHoe onucaHue
npvMBeAEHO Janee N Ha puUCyHKe 1) MO3BOMSET UCKNIOYNTL BBEAEHME XMBOTHbIM [03. HE NPeACcTaB/AoLWmX
[ONOMTHUTENbHOW MHGOpMaLuM AN NPOrHO3MPOBaHWUA KAMHMYecKol 6e3onacHocTu. OnucaHHbIA noaxon
cornacyeTcsl ¢ aHa/IoTMYHbIMY pekoMeHAauMsaMn no gusaiiHy nccnefoBaHuii penpoayKTUBHOW TOKCUYHOCTH
N KaHLLepOreHHOCTHW, B KOTOPbIX Y)Xe onpeenieHbl OrpaHNYeHHO BbICOKME A03bl U (Man) akcnosunumm [3. 4].

OrpaHnyeHHO Bbicokast go3a 1000 wmr/kr/cyTku p[nsa uccnefoBaHUn  OCTPOW, CYyOGXPOHUMYECKOWR WU
XPOHNYECKO TOKCUYHOCTU OIS FPbI3YHOB M HErpbi3yHOB CUMTAeTCA MPUrO4HOW ANA BCEX CyvaeB, Kpome
o6cyxaaeMblx HKe. B HekoTopbIX cny4vasx, korga gosa 1000 mr/ kr/cyTkm He obecneumBaeT 10-kpaTHOro
NpPeBbILLIEHUS KTMHUYECKO 3KCNo3uLnK, a KnnHuyeckas fo3a npenapara npesbiwaeT 1 r/cyTku. Toraa [o3sbl
B TOKCMKOMOTMYECKNX WCCNefoBaHUaX cnegyeT orpaHnynuTb 10-kpaTHOW [030W  ANnA  AOCTUXKEHMSA
KNIMHWUYECKOW 3Kcrno3unuumm, ao3soli 2000 mr/kr/cyTku unn ncnonb3osatb MFD. BbiGpaB 13 HUX HaMMeHbLUy. B
TeX peakux cny4vasx, korga gosa 2000 Mr/Kr/CyTKn HUXe KNMHWYECKOW 3KCMO3WLMKM, MOXET MCMo/ib30BaTbCs
6onee BbIcOKas fo3a BNIoTb 0 MFD.

[o3bl, o6ecneunBatoline 50-kpaTHoe MpeBbILIEHNE CUCTEMHOW 3Kcno3uuun (06bIYHO onpeaensiemoit
no rpynnoBoMy cpegHemMy 3HauyeHuii AUC (npumeyaHune 1) ncxofHOro BeliectBa uaM drapMakosiorMyeckm
aKTUBHO MOJEKy/Nbl NpPOsiekapcTBa) MO CPaBHEHUID C CUCTEMHON KIMHWYECKON 3SKCNOo3uuuven, Takke
cunTarTCs NpuMeMsIeMbIMA B KayecTBe MaKCUMaslibHbIX [03 A8 UCC/ef0BaHUA OCTPOA TOKCUYHOCTM U
TOKCUYHOCTM NPV MHOTOKPaTHOM BBELEHWUN Y NIO6bIX BUAOB XXUBOTHBIX.

Ons wavana Il cdasbl knuMHMYecknx uccneposaHuii B CLUA TOKCMKOMOrMyeckme MccrefoBaHus ¢
MCMONb30BaHNEM OrpaHWYEHHO BbICOKMX 03 NPOBOASATCA MO MEHbLUe Mepe Ha OAHOM BUAE XMBOTHbIX C
[03001, obecneunBatoLlein 50-kpaTHyt0 3kcrno3uuymio. Ecniv AaHHbIA Noaxos HeNpUMEHWM, peKkoMeHAyeTcs
npoBefeHne 1CCnefoBaHNS Ha OLHOM BUAE XMBOTHbIX B TedeHue 1 mecsua v 6onee ¢ UCnosb30BaHWEM
OrpaHW4yeHHO BbICOKOM fA03bl 1000 mr/kr, MFD wnm MTD. Bbl6paB M3 HWX HavMeHbllyt. OfHako B
OoTAeNbHbIX Clyyasx Takoe uccriefoBaHMe MOXeT He noTpeboBaTbCs, eCnv B UCCefoBaHn MeHbLUeid
NPOAC/IXUTENIBHOCTU TOKCUYecKoe AelicTBre Habnaanocb Npu UCNoMb30BaHWN [03. NPEeBbIWALWLMX A03bI
50-kpaTHOl akcnosuuun. Ecnv B mnccnegoBaHve 06LLE TOKCUYHOCTM BK/IIOYAKOTCA KOHEYHble TOUKM MO
OLeHKe TeHOTOKCMYHOCTW. TOrAa noAxoAsiwias MakcumanbHas Ao3a AO0/DKHa nofbupatbCs Ha OCHOBaHUM
MFD. MTD unu orpaHM4eHHO BbICOKOM f03bl 1000 Mr/Kr/cyTKu.

MpumeyaHue 1 - B HacTosWeM AOKYMEHTE Mof «3KCnosvumel» B LENoM noapasymeBaeTcs cpegHee
3HayeHne AUC B rpynne. B HekoTopbIX c/y4asx (Hanpumep, ecnv COeAVHEHWE WM KTacC COeAUHEHWA CMOoCOGHbI
BbI3blBATb OCTPble CEpAEYHO-COCYAUCTble W3MEHEHWS WM CUMNTOMbI CBSi3aHbl C BAusHueM Ha LIHC) 6onee
LiesiecoobpasHo onpepesneHvie rpaHnL, 3KCno3numum no cpefHUm 3HadveHuam Crills rpynnax.
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1. MTD
2. ,03a NpW 3KCMO3NLWUMN HAChILEHUS
3. MFD

<4 50-kpaTHas go3a ANs cpefHel KAMHWYEeCKONR aKCnosnuun*

PucyHoK 1- BbiGOp peKoMEHAYEMbIX BbICOKUX 4,03 /151 UCCIej0BaHUs 06LLETOKCUYECKOro AeNCTBUS
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3 dapmakosiormyeckne nccnenosaHus

OnpepgeneHve apMakonoryecknx u apmakognHaMUUeckux uccrefoBaHuii  6esonacHocTy
npueefeHo B PykosoacTtee ICH S7A [5].

OCHOBHOW Habop uccrefoBaHuii hapmMakosiorMyeckoin 6e30nacHOCTV BK/IIOYAET OLLEHKY BIMSAHUA Ha
CcepeyvyHO-COCYyANCTYI0, LieHTPasibHYyl0 HEPBHYK W AbIXaTeflbHyl cucTembl. B Lenom atm uccnepoBaHus
[OMKHbI  6bITb MpoOBefeHbl A0 Hayana KAWMHUMYECKOW pas3paboTks B COOTBETCTBUM C MpUHUMNaMK,
M3N0XEeHHbIMM B pykoBoacTBax ICH S7A u S7B no u3yuyeHuio chapmakonormyeckoli 6e30macHocTu
NeKapcTBEHHbIX NpenapaToB U N0 AOKAVHUYECKOW OLEeHKe CMOCOBHOCTUM NekapCTBEHHbIX NpenapaTtoB AN
MeZMLMHCKOTO NPYMEHeHns 3amefAaTb Penonsapusaumnio Xenyaoukos (Y4aMHATe nHtepsan QT) [5. 6]. Mpu
HeobX04MMOCTU AONOSIHUTENbHbIE U Nocnejyllime uccnefoBaHns dapmakonornyeckoir 6esonacHocTu
MOryT 6biTb NPOBEAEHbl Ha NO3JHWX CTaAUAX KIMHWYECKOW pas3paboTkn. C Lefbio CoKpalyeHUs MpakTuku
MCnosib30BaHWA  N1abopaTopHbIX XMBOTHbIX CreAayeT Mo BO3MOXHOCTM  BKIYaTb B NPOTOKOSbI
06LL,eTOKCMYECKNX nccnefoBaHnii Apyrue OLeHKM in Vivo B ka4ecTBe [OMONHUTE NbHbIX.

Llenbio mepBuYHbIX hapmakoguHamuueckux wuccnegosaHuii (in vivo m (unum) in vitro) ABnseTcs
yCTaHOB/IeHVe MexaHu3Ma AeiicTBus u (unun) dhapmakonornyeckmx aphekToB AeiiCTBYOLEr0 BellecTBa BO
B3aVMMOCBSA3M C €ro npegsaraemMbiM TepanesBTUYECKUM NpuMeHeHneM. Takne UccnefoBaHWs, Kak npasuno,
NpoBOAATCA Ha HavanbHOM 3Tane apmaueBTUYeckoli pa3paboTkM W, Takum 06pas3oMm, Kak npaBwno,
NPOBOAATCA He B COOTBETCTBMM C MpuHuMnamy Hagnexallein nabopatopHoit npaktukn (GLP). PesynbTaTbl
3TUX uccnefoBaHuii MOryT ObITb MCNOMb30BaHbl MPW BbIOOpe [03bl Kak ANS LOKIMHWYECKWX, Tak 1 Ans
KTMHUYECKNX MccneaoBaHuii.

4 TOKCUMKOKMHEeTUYeckme U hapMakoKMHeTMUYECKME UccefoBaHus

[lo Havana KNMHNYeCcKUx uccrefoBaHuid, Kak Npaewno, cnegyeT oueHnTb MeTabonmyeckuii nponb
CTeneHb CBA3bIBaHWA C 6enkamMy MnasMbl XUBOTHLIX M YenoBeka in Vitro, a Takke AaHHble O CUCTEMHOWA
akcnosuumn (Pykosoactso ICH S3A NO TOKCUKOKMHETUYECKUM WCCNefoBaHusM [7)) Y BUAOB >XUBOTHbIX,
MCMOMNb3yeMbIX B TOKCMKONIOTMYECKMX UCCNefoBaHWAX C MHOroKpaTHbIM BBefeHueM. [lo Havana
KTMHWYECKUX UccnefoBaHuii y 60M1bLLIOro KONMYecTsa UCNbITYyEMbIX WU B TeYeHWe ANTeNbHOro nepuoga
BpeEMeHu (Kak npaswio, A0 Havana dasbl |l KIMHWYeckux nccnegoBaHmnin) 4OMKHbI ObiTb NOMYyYEHbI AaHHbIe
0 hapmakokuHeTuke (PK) (To ecTb cBegeHusa 06 abcopbummn, pacnpegeneHun, metabonmame n BbiBeAeHUN)
y uccnegyembiX BWAOB XWBOTHbIX W BGUOXMMUYECKME [aHHble, MojyyaeMble in Vitro, 3Hauyumble Ans
BbISIB/IEHNS NOTEHLMA/IbHbIX SIEKAPCTBEHHbIX B3auMOLeincTBril. 3TN fiaHHble UCNONb3YIOTCA A1 CPaBHEHUSA
MeTabosMTOB y YenoBeka W XMBOTHbIX W OnpefesieHns HeobXoAMMOCTU MNPOBEefEHWNS AOMOSTHUTESbHbIX
nccnenoBaHuii.

[oknnHnyeckan xapakTepucTuka CBOICTB MeTabonuTa(oB) y 4yesioBeka Heobxogmma TONbKO Torga,
korga ero (Mx) akcnosuuusa npesbiwaeT 10% OT COBOKYMHOW 3KCMO3MLMW /leKapCTBEHHOrO npenapara u
BE/IMUYMHA  IKCNO3MUMM Yy YesioBeka 3HAuUWTeNlbHO MNpeBblllaeT TakoByl, Habnwogaslylocs B
TOKCUKOMOTUYECKUX UCCNefoBaHUsAX. Takue uccrnefoBaHusa [O0/KHbl ObiTb NPOBEAEHbl A5 NOJSyYeHUs
paspelleHna Ha nposegeHue Il dasbl KAMHUYECKMX uccnefoBaHuii. [na nekapCcTBEHHbIX MNpenaparos,
BBOAMMAs CyTOYHAs [03a KOTOPbIX He mpeBbilwaeT 10 Mr. Takne uccrnefoBaHus MoryT notpeboBatbcs npu
60/1ee BbICOKUX [ONAX MeTabonmToB. HekoTopble MeTabonuTbl He MpefcTaBnsAloT Cco6OR  06bEKTbI
TOKCMKOMOTMYECKNX nccnefoBaHnii (Hanpumep, 60/bLIMHCTBO KOHBIOTATOB C METUOHWHOM) U He TpebyloT
nsyyenms. HeobXxoAMMOCTb [AOK/IMHUYECKOrO U3yyeHUs meTabonuTos, KOoTopble MOryT o6nagatb
BO3MOXHbIMW TOKCUKOMOrMYeckumun acpdektamm (Hanpmmep, CBOMCTBEHHbIN TONIbKO YesioBeky mMeTabonuT),
Heo6XxoAMMo paccmaTpuBaTth B MHAVBUAYANLHOM NOpsiAKe.

5 MiccnepoBaHus OCTPOIt TOKCUYHOCTM

TpaAuLMOHHO AaHHble 06 OCTPOlM TOKCMYHOCTM MOMyYyalT W3 WCCNefoBaHWi TOKCUYHOCTM Npu
O[IHOKpATHOM BBEJEHUWN MnpenapaTta Ha [ABYX BuAax M/IEKOMUTAOWMUX C UCMOJb30BaHMEM Mpegaraemoro
ONA KNWHWYECKOTO NMPUMEHEHNS U NapeHTepasbHbIX CNoco60B BBefeHWA. OAHaKo 3Ty UHopMaLmio Takke
MOXHO MNOAYYNTb W3 Hagnexawym o6pas3om NPOBEeAEHHbIX WCCNefoBaHWi C 3ackanauvein [o3 wm
KpaTKOCPOUHbIX MCCMefoBaHuii C UCMofib3oBaHWeM Auana3oHa [03. B KOTopbiXx onpegenswt MTD ans
XUBOTHbIX, UCNO/b3yeMbIX NPU N3y4yeHnn obLieTokcmyeckoro aeincrtans (8. 9).

B Tex cnyvasx, korga uHgopmauus 06 OCTPOA TOKCUMYHOCTM MOXeT OblTb MNosyyeHa W3 Apyrux
nuccnefoBaHuid, OTAeNbHble UCCNEfOBaHWA C OfHOKPaTHbIM BBeJEHWEM npenapaTta MNpPoOBOAUTbL He
pekomeHayeTcs. VccneposaHus, obecnevymsaiowne nosyyeHne ceefeHnii 06 oCTpoil TOKCMYHOCTU, MOTYT
6bITb OrpaHu4YeHbl WCNOMb30BaHMEM TONbKO NyTeM BBeAEHMs, npegnaraembiM A8 KIMHUYECKOTO

4
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NpUMeHeHns, N MOryT 6biTb NPOBEAEHbl He B COOTBETCTBUU C TpeboBaHuamu GLP, ecnu B nccnegosaHusx
TOKCUYHOCTM C MHOFOKpaTHbIM BBefEHWeM, MpPOBeAEHHbIX B COOTBETCTBUM C TpebosBaHuamu GLP,
ucnonb3oBasicA NyTb BBeAeHWA nNpenapaTa, npegnaraemblii  ANA  KAVHUYECKOro  MCMOJ/Ib30BaHus.
JNleTanbHOCTb He AO/MKHA ABNATLCA 0653aTeNbHON KOHEYHOV TOUYKOW B MCCNefoBaHNAX OCTPON TOKCUYHOCTMW.
B HekoTopbIX 0CO6bLIX Cryyasx (Hanpumep, Npu UCCAefoBaHUM MWKPOAO3. CM. pasfen 7) uccrnegosaHus
OCTPOW TOKCUYHOCTM WU UCCNefOoBaHWA C OAHOKPATHbIM BBeAEHMEM [03bl MOTYyT CAYXUTb [aBHbIM
060CHOBAHMEM BO3MOXHOCTU MPOBEAEHNS KIMHWYECKUX UCCefoBaHni y Yenoseka. B aTux cnyyasx Bbibop
BbICOKOW A03bl MOXET 0T/IMYaTbCA OT ONMCaHHOro B pasgene 1.1, HO AO/MKEH yunTbiBaTb Npeanonaraemyio
KIMHWYeCKYl0 A03y W NyTb BBeAeHUs npenapata. 3TW WCCNefOBaHWA Heo6XxoAMMO MpPOBOAWUTL B
cooTBeTCcTBUU € TpebosaHuamu GLP.

WNHdopmaumsa 06 OCTpoi TOKCUYHOCTM JfleKapCTBEHHbIX MpenapaToB MOXeT WCNoib30BaTbCcA ANA
NPOrHO3MpPOBaHNA NOCNeACTBUI Nepefo3npPOBKM Yy YesioBeka, OHa J0/KHA 6biTb AOCTYNHA nepej Havyaiom
KnMHMYecknx uccnegosanuii Il hasbl. Bonee paHHAA oOLeHKa OCTPOW TOKCMYHOCTU MOXET noTpe6oBaTbCs
ANA npenapaTtos, npegfaraeMbiX 418 Tepanun rpynn naumeHToB, NMeKLWnX BbICOKUA PUCK Nepefo3vipoBKu
(Hanpumep, aenpeccus, 60/b, AEMEHUNS), B KTMHUYECKNX UCCNeAoBaHnAX, MPOBOANMbIX aMbynaTopHo.

6 WccnepoBaHusi TOKCUYHOCTU C MHOTOKPATHLIM BBEeEHUEM

PekomeHayeMasi NpoAO/IKUTENIbHOCTb UCCMeA0BaHWA TOKCMYHOCTM C MHOTOKPaTHbIM BBELEHUEM
3aBUCUT OT MNPOAO/DKUTENBHOCTM, MNOKasaHuiA K MPYMEHEHMI0 W HanpaB/EHHOCTM MNAaHMpPyeMoro
nocrnesywwero KIMHAYECKOro uccnefoBaHus. Kak npasBuio, NpoOAO/IXUTENBHOCTL — MCCefoBaHMiA
TOKCUYHOCTM Ha XMBOTHbIX, MPOBOANMBIX Ha ABYX BUAAX XMBOTHbIX (OAWH U3 KOTOPbIX HETPbI3YHbI), AO/HKHA
OblTb PaBHOW WM MPeBbIWATL NAHUPYEMYIO NMPOAO/IKUTENBHOCTL KTMHUYECKUX UCCefoBaHuiA BNIOTb A0
PEeKOMEHJ0BaHHOW MaKCUMasIbHOW MPOAO/MKUTENBHOCTU UCCEeA0BaHNA TOKCUYHOCTU C  MHOTOKPaTHbLIM
BBefeHneM (Tabnuua 1). OrpaHMYeHHble BbICOKWE [03bl/3KCNO3NLUM, KOTOPbIE CUMTAIOTCA NPUrOAHLIMW ANS
nccnenoBaHnii TOKCUYHOCTY NPU MHOTOKPATHOM BBEAEHWUU, OnucaHbl B 2.1.

B Tex cnyyasx, Korga B KIMHUYECKUX WCCNefoBaHnAX HabofaeTcs 3HauuTe NbHbI TepaneBTMyeckuii
3hPeEKT, UX MPOAO/MKUTENBHOCTL B UHAMBUAYA/IbHOM MNOPSiAKE MOXET ObiTb YBE/IMYEHA MO CPaBHEHUIO C
LNMTENBbHOCTbI0 UCCNefoBaHUii TOKCMYHOCTM C MHOTOKPaTHbIM BBEAEHWEM, UCMOJIb30BaHHbIX B KayecTse
OCHOBaHWi1 ANA NPOBEAEHUS KNMHUYECKUX UCCNea0BaHNIA.

6.1 VccnepoBaHusa, Heob6xoauMble A1 MPOBEAEHNSA KIIMHUYECKON pa3paboTku

Kak npaBuno, [Ans  06GOCHOBaHMWA  BO3MOXHOCTM  JIOObIX  KJIMHUYECKMX  UCCNEeAOBaHUIA
NPOAO/MKUTENBLHOCTEI 10 ABYX HeAeNb [OCTATOMHO MNPOBEAEHWS UCCNefoBaHUs TOKCUYHOCTU C
MHOrOKpaTHbIM BBefeHWeM Ha [AByx Bugax (OAWH W3 KOTOPbIX HErpbi3yHbl) C  MWHMMAabHOW
NPOAO/MKUTENIBHOCTLIO B iBE Hefenu (Tabnvua 1). Ans 060CHOBaHNS KNUHUYECKUX NccnenoBaHuii 6onblueit
NPOAO/MKNTENBHOCTY TPEOYTCSA UCCefoBaHNs TOKCUYHOCTM MO MEHbLUE Mepe Takoi e A/IUTEeSIbHOCTU.
[na 060CHOBaHWA KIMHWYECKUX WCCNefoBaHuii C MPOAO/IKUTENbHOCTLIO 6onee 6 MecsueB TpebyeTcs
npoBefeHve 6-MecsYHOro WCCAefoBaHUsi Ha Trpbi3yHaX W 9-MEeCSYHOro UCCMefoBaHWs Ha Herpbi3yHax
(McknoyeHns ykasaHbl B npUMeYaHnsx Kk Tabnuue 1).

Ta6nV|u,a 1 - PekomeHayemas npoAo/IKUTE/IbHOCTb TOKCUMKO/IOTUYECKNX VICC}'Ie,CI,OBaHVIVI C MHOTOKpaTHbIM
BBeAeHuem, HEO6XO,D,VIMI:IX ana 060CHOBaHUSA nposeaeHna KNMHNYEeCKNnX ncnbITaHui

PekomeHayemass MUHUMasIbHaA MPOAO/KUTE/TbHOCTL VICCJ'Ie,qOBaHI/II‘/‘I
MakcumanbHas NpoAo/IKUTENIbHOCTb TOKCUYHOCTU C MHOTOKpaTHbIM BBEAEHUEM ANA 060CHOBaHMNS KNIMHUYECKNX

K/TMHNYECKOro 1ccnefosaHmns nccnefoBaHui
[PbI3yHbI HerpbI3yHbl
[o aByx Hepenb 2 Hepenu* 2 Hepenwu'
OT ABYX Hefenb A0 LWecTn MecaueB  Takas Xe, Kak B KIMHWYeckux Takas >e. Kak B KIMHUYECKUX
nccnefosaHusaxl nccnegoBaHmsax”
Bonee wectn mecaues 6 mecaueslu 9 mecAueB™*4

npenapata [ONyckaeTcs B KayecTBe a/bTepHaTUBbl 2-HefesNbHbIX WCCef0BaHWiAi MCMOb30BaHNE PacLUMPEHHOro
M3yYeHWs TOKCUMYHOCTU C O[HOKPATHbIM BBefeHWeM [o3bl npenapata (CM. NpuMevaHve «c» K Tabnuue 3).
KnuHuyeckne nccnefoBaHus MPOAOIKUTENBHOCTbIO MeHee 14 fHeli MoryT 6biTb 060CHOBaHbI MCC/IEA0BaHUSMM
TOKCUYHOCTU TaKoli e AITENbHOCTU.

b B HeKkoTOpbIX CAyyasx KAMHUYeCKne UccriefoBaHns C NPOAOIKNTENIbHOCTLIO bonblueil, yem 3 mecaua, MoryT
ObITb HAYaTbl MPU HA/IMYMKM Pe3yNbTaToB 3-MeCAYHbIX UCCNeA0BaHWA Ha rpbi3yHax U Herpbi3yHax npu ycroBuu, 4To
pesysnbTaThl 3aBEPLUEHHBIX NCCMEeA0BaHN XPOHUUECKOV TOKCUYHOCTU Ha IPbi3yHax W HErpbi3yHax B COOTBETCTBUM C
HaLUVOHa/IbHBIMU PErynaTOpHbIMK TPeGOBaHUAMK K K/IMHUYECKUM UCCNeOoBaHUAM MOTyT ObiTb MpefcTaB/ieHbl Ao
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NPEeBbILEHNS KIMHUYECKOTO MPUMEHEHUsI JIeKapCTBEHHOro npenapara csbille 3 MecsueB. [/ cepbesHbIX Wn
YrpoXaroLyx XusHu 3abonesaHwii WaM B UHAMBUAYa/IbHOM MOpSAKe Takoe MpOASIEHNE BO3MOXHO MPU Ha/muum
pesynbTaToB MO/IHOCTbIO 3aBEPLUEHHbIX WCCMEA0BAHUA XPOHWYECKOA TOKCWYHOCTW Ha Tpbi3yHax W pesy/bTaToB
MPWKN3HEHHbIX ~ UCCNEOBaHWA UM [JaHHbIX  HEeKpOncuM B UCCNeAOBaHMSIX Ha  HerpbidyHax. [lofiHble
NaTorucTosIornyeckune faHHble y Herpbi3yHoB [O/KHbI ObITb MOyYeHbI B TeHeHUe Nocneayowmx 3 Mecaues.

c Bo3moOxHbI cryyaun, korga npenapar npegHasHaueH AN NeAvaTpuyeckoro nprMeHeHVsl, a umetowmecs
[OK/IMHUYECKNE UCCMEf0BaHNA Ha >KMBOTHbIX (TOKCUKOSIOTMYECKMe WM hapMakosiormyeckme) ykasbiBaloT Ha
noTeHUUasibHoe B/IUSIHME Ha MPOLLeCChl PasBUTUA OpraHoB-MulleHel. B 3Tux cnydasix MOryT norpe6osatbes
[ONTOCPOYHbIE UCC/Ief0BaHUSA TOKCUYHOCTH, Ha4YaTble Ha HEMOM0BO3PESIbIX XMBOTHBIX (CM. pasgen 12).

d B EBponeiickom colo3e TOKCUKO/IOTVYECKEe UCC/Ie0BaHNs B TeueHne 6 MecsiLieB Ha Herpbi3yHax cuMtalTcs
poctatouHbiMn.  OfHako ecnu  npoBedeHbl  UCCNefoBaHWs  6Gonblueli  NPOAO/KUTENIbHOCTY,  NpoBefeHue
[OMNOMHNTENbHBIX WCCNeAoBaHuiAi B TeueHue 6 MmecsueB Hempuemnemo. [asnee npusefeHbl NpuUMeEpbl, Korja
1ccnefoBaHNst Ha HerpbiyHax 6-MecsiyHON NPOAO/IKUTENIbHOCTU TakkKe NPUrogHbl 4151 060CHOBaHUA KMHUYECKUX
nccneposaHuii B AnoHun n CLUA;

- €C/IM UIMMYHOTE€HHOCTb U/ HENEPEHOCUMOCTb NPENATCTBYET NPOBEAEHUIO JO/ITOCPOUHbIX UCCEN0BAHWI;

- NPV KPaTKOCPOYHOI 3KCMO3ULIMK C MHOTOKPATHbIM BBEAEHUEM, faXe eC/IN NPOAO/MKNTENbHOCTb KIIMHUYECKOro
nccnefoBaHns npesbillaeT 6 MecsAueB, HanpuMep Mnpu HeperynisipHoM MPUMEHEHUU MPU MUMPEHW, 3PEKTWUbHOM
[ONCCHYHKLMW WM NPOCTOM repriece;

- JleKapCTBEHHblE Npenaparbl, NPUMEHsIEMble A/INTENIbHO A/ CHUXKEHUS pUCKa PeLyanBa OHKONIOTUYECKNX
3a601eBaHNi;

- NleKapCTBeHHble Mpenapatbl, MPUMEHAEMbIe M0 MoKasaHuAM, [ KOTOPbIX YCTaHOB/IeHa KopoTKas
oXxugaemas npoAo/KUTENIbHOCTb XKU3HW.

6.2 TocypgapcTBeHHas peructpauus

YuutbiBas 60/bLUOE KOMYECTBO NALMEHTOB rPynMnbl PUCKA Y OTHOCUTENIbHO MeHee KOHTponupyemble
yCNOBUS MPUMEHEHUS NpenapaTtoB B MeAULMHCKOW NpakTuke B OT/IMYME OT KJMHWYECKMX UccnefoBaHuii,
ana 060CHOBaHWS BO3MOXHOCTM MEAULIMHCKOrO MNPMMEHEHUs npenapaTa HeobXo4uMbl [AOKIMHWYECcKue
nccnegosanHus ¢ 60sblIel NPOAO/IKUTENBHOCTBIO, YeM ANA 060CHOBaHWUA KIMHUYECKUX WCCef0BaHUiA.
MpofO/MKNTENBHOCTL  UCCEeA0BaHUA TOKCUYHOCTM C MHOTOKpaTHbIM BBeAeHWeM, Heobxogumasa [ans
060CHOBaHNA paspeLlLeHns K MefULVHCKOMY MPYMEHEHNI0 NpenapaTtoB C Pa3fN4yHol NPOAOC/IHKUTENbHOCTLIO
neyeHus, npveefeHa B Tabnuue 2. B oTAesnbHbIX cayvyasx Ans HeGONbLIOro KO/MyecTBa Natonornyeckux
COCTOSIHUIA, KOTrAa pekomMeHayemas NpoAo/IKUTEeNbHOCTb NPUMEHEHUS Npenaparta cocTaBnseT oT 2 Hefesb
[0 3 MmecsueB, HO cyliecTByeT 6O/bLION KAMHMYECKUA ONbIT, npeAnonaralowmnii 6onee LWMpokKoe U
ANUTEeNbHOE KIMHUYeCcKoe NpYMeHeHne (HanpumMep, Npu TPEBOXHbLIX COCTOSHUAX, CE30HHOM asl/Ieprnyeckom
pvHWTe, 60/1), MOTYT NOTPe60BaTbCA TOKCMKOMIOrMYECKMe uccnefoBaHnsa ¢ NPOAO/MKUTENBHOCTLIO, 60sbLIe
COOTBETCTBYIOLLEN Crlyyasm, Korga pekoMeHgyemas MpoAO/IKATENbHOCTb MNPUMEHEHUs NeKkapCTBEHHOro
npenapaTa npesbiwaeT 3 mMecaua.

Ta6nuua 2 - PekoMeHayeMas NpofoKUTENbHOCTb TOKCUKOMOMMUYECKUX UCCNEef0BaHNUI ¢ MHOTOKPATHbLIM
BBeeHVNeM, Heob6xoaMmMas A4S rocyfapCTBEHHO perncTpaummn nekapcTBeHHoro npenapara*

MpOAO/KATENBHOCTL MPUMEHEHUSA MO MOKA3aHUIO PbBYHbI HerpbyHbI
[lo nByx Hepenb 1 mecsy, 1 mecay,
CsbllLe ABYX HefleNlb 0 OAHOro Mecsaua 3 mecsua 3 mecaua
CBblLLe 0HOro Mecsiua o Tpex MecsiLes 6 mecsues 6 mecsLeB
CBblLLEe Tpex MecsueB 6 mecsues' 9 mecsueB'u

» PasbsiCHeHVsi NpuBeAEeHbI B NpUMeYaHusx Kk Tabnuue 1.

7 OnpepeneHne BeNMUYMHbI NEPBO 403bl Y YeN0Beka

OnpegeneHve BeNWYVHbl [03bl, BNepBble BBOAUMON YenoBeKy, — BaXHbIi anemMeHT obecneyeHus
6e30MacHOCTN CyObeKTOB, YYacCTBYIOLWMX B NEPBbIX KAVHUYECKUX unccnefoBaHusax. [Mpu onpegenexHun
pekomMeHAyemoli CTapToBOI [03bl AN YesioBeka [O/MKHbI ObiTb OLEHEHbl BCE 3HAUYVMMble LOK/IMHUYECKUe
[aHHble, BK/lOYasA hapmakosiornyeckmne [0303aBUCUMbIE 3ppekThl. hapmakosiornyec-
Kuii/ToKcMKonornuecknii npodub, hapMakokMHeTUYECKME AaHHbIe.

B uenom Haumbonee BaxHyw WHGOpMaLMIO AaeT BbiCOKas HeTokcuyeckasa posa (BHTA. NOAEL),
yCTaHOB/IEHHAsA B [AOKIMHMYECKMX WuccnefoBaHnax 6e30nacHOCTM Ha Havubonee NOAXOAALWMX BUAAX
XMBOTHbIX. [pegnonaraemas kKiMHWYeckas cTapToBas f[03a Takke MOXET 3aBUCETb OT pasHbIX (hakTopos,
BK/OYasA papmakofuMHaMuyeckme napameTpbl, VHAWBKUAYalbHble CBOWCTBa AelCTBYIOLEro BellecTsa, a
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Takke [Au3aliH KIMHWYEecKux wuccnepnoBaHuii. OTAenbHble Noaxofbl NpPeAcTaBfieHbl B HaLMOHabHbIX
pykoBoACTBaXx.

MoucKkoBblE KAMHUYECKNE WCcrefoBaHus (pasgesn 8) y uyenoBeka MOryT 6biTb HauyaTbl MpW MeHbLUEM
N WHOM o6beme [OK/IMHWYECKUX UccnefoBaHuii, Yem TpebyeTcs AN MCCNefoBaHWini KNUHUYECKOW
pa3paboTkn (6.1). B CBSI3U C YeM OnpefesieHne KAMHUYECKol cTapToBOl (M MakcUManbHOW) A03bl MOXET
oTnMyatbesl. PekomeHAyemble KpuTepun [Ans Bbi6opa CTapTOBbIX [03 B  Pas/iMYHbIX  MOWCKOBbIX
nccnefoBaHnaX npyBeeHsl B Tabnuue 3.

8 lowuckoBble KNNHUYECKNe ncecnegosaHuA

B psge cnyyaeB Hanuuve paHHUX AaHHbIX, MOMYYEHHbIX Yy 4yenoBeka, MOXeT obecneunTb sydllee
noHVMaHne duranonornyecknx/capmMakosorMyocknux xapakTepucTuk npenapara A5 4enoBeka, CBOWCTB
pa3pabaTtbiBaeMOro sekapCTBEHHOIO npenapata W COOTBETCTBUSI TepaneBTUYECKUX MULIEHel AaHHOMY
3a60/1eBaHuNio. PaunoHanbHble paHHMe NMOWCKOBbIE UCC/ef0BaHUsA MOryT pewnTb Takve 3agadyn. B pamkax
[JaHHOro craHgapta Mof MOUCKOBbIMU K/IMHUYECKUMU UCCeL0BaHUAMY MOHUMAIOTCA WCCef0BaHus,
nposoAuMble B Havane | dasbl, npegnonaratmome orpaHUYEHHyYI0 3KCNo3nLMI0 U He npegycMmarpusarnoLyme
OLIeHKY TepaneBTMYeCcKOW aP(EKTUBHOCTN U KAWHUYECKOW MepeHOCMMOCTU. VX MpoBOAAT AN U3y4YeHus
pasnMuHbIX napameTpos, Takux, kak ®fl, PK npenapata u gpyrue 6Guomapkepbl, KOTOpble MOryT BKIOYaTb
peLenTopHoe CBA3bIBaHWE U 3amelleHune, onpegensemoe ¢ nomolubio M3T. unu gpyrue anarHoctuyeckue
napameTpbl. Cybbektamy 3TUX UCCNefoBaHnUi MOTYT ABMATLCA Kak NauueHTbl U3 LeneBoi nonynaumn, Tak n
37,0pOBble f06POBO/bLbI.

B aTux cnyyasx o6bem n BUA HEOGXOAUMBIX AOKIUHUYECKUX AaHHbIX OyayT 3aBUCeTb OT BEIMYUHBI
3KCMO3NLMK Y YeNloBEKA C YHETOM MaKCUMaslbHON KNMHUYECKOW A03bl U NPOAO/IKUTENbHOCTU NMPUMEHEHNS.
MATb pasnUyHbIX NPUMEPOB MOUCKOBbLIX KAVHUYECKUX UCCNefoBaHWin CrpynnupoBaHbl 1 60nee nogpobHO
onucaHbl Aanee v B Tabnuue 3. BKIOYas nNporpaMMbl AOKANHNUYECKUX UCCNef0BaHNiA, KOTOpble MOryT ObiTb
pekomeHAoBaHbl B 3TUX Cay4yasx. Takke [AonyckaeTcs WUCMNo/b30BaTb anbTepHaTUBHbIE MOAXOAbl, He
onucaHHble B [aHHOM CTaHgapTe, BKIOYas noaxofbl ANA 0BOCHOBaHWUA KIMHWYECKUX WCCNefoBaHWUii
6MOTEXHONOTMYECKNX NTEKAPCTBEHHbIX NpenapatoB. AnbTepHaTUBHbIE MOAXOAbl K MOUCKOBbIM KANHUYECKAM
nuccnefoBaHusaM  pekoMeHayeTcsa 06CyAUTb UM corflacoBaTtb €  COOTBETCTBYWOLWMMU  PErynsTopHbIMU
opraHamu. [MpumeHeHne nw6Oro M3 3TUX NOAXOAOB MOXET MPUBECTU K O06LEeMy YyMEeHbLUEHUIO
MCMob30BaHNA NabopaTopHbIX XXUBOTHbLIX MPU paspaboTke ekapCTBEHHbIX CPeACTB.

PekomeHyemble UCXOAHbIE A03bl U MakCUMasibHble [03bl A1 UCMONb30BaHUA B TOKCUKOSIOTMYECKUX
nuccnefoBaHuaxX npueefeHbl B Tabnuue 3. Bo Bcex cnyyvasx yctaHoBreHue ®f n dapmakonornyecknx
napameTpoB C MUCNOJ/Ib30BaHMEM MoAeseli in vivo n/wnu in vitro kpaiiHe BaXHO, Kak ykaszaHo B Tabnuue 3 u
pasgene 2, 1 aTu gaHHble JO/MKHbI UCNO/b30BaTbCsA NPV 060CHOBAaHMUN BbIGPaHHOW [03bl 418 YesioBeka.

8.1 KnuHuueckue nccnefoBaHus ¢ UCNOJb30BaHUEM MUKPOLO3bI

MpuBegeHHble B JaHHOM pasfenie ABa pas/vMyHbIX noaxofa C MCNONb30BaHMEM MWUKPOAo3 6onee
noZApo6Ho onucaHbl B Tabnuue 3.

Mpu nepsom noaxofe obuwias fos3a npenaparta Ao/kHa 6biTb He 6onee 100 MKr, KOTOpble BBOASATCA
Kaxgomy CybbekTy uccnefobsaHus 04HOMOMEHTHO (OfHa [03a) WM B HECKO/IbKO NpuemMoB. VccneposaHue
NPOBOAAT C Lief1bi0 N3yYeHUs CBA3bIBAHNA PeLenTopoB-MULLEHeN nnn pacnpegeneHns BeLectsa B TKaHAX C
nomoLbto MIT. Takxke Lenbio Takoro uccrefoBaHnsa MOXeT 6biTb U3yueHne ®K ¢ ncnonb3osaHnem unu 6es
MCNONb30BaHNA PaANoaKkTVBHON METKU.

Mpu BTOPOM Moaxofde cybbekTtam uccrnefoBaHus BBOAWUTCA 5 M MeHee [03 B KOMyecTBe He 6onee
100 mr (B obwem konuyectBe 500 MKr ogHOMy cy6bekTy). TakMe wnccnefoBaHus NPOBOAATCA C
aHasIoTMYHbLIMU LeNsiMU, Kak U Npu UCMosib30BaHUM BbllLeYKa3aHHOro noaxofa, HO MpU HaMyuu MeHee
aKTUBHbIX MI3T-nnraHaos.

B HekoTOpbiX cryyasx MoOxeT O6biTb NpuemseMo MpOBeAeHNe KIMHWYEeCKOTO WCCMeAoBaHna C
NCNoNb30BaHMEeM MWKPOLO03 W BHYTPMBEHHbLIM BBefeHWeM mnpenapara, npefHasHayeHHoro Ass npuema
BHYTPb, W Ha/IM4MEM MOMHOro o6bema AOKINHUYECKUX TOKCUKOIOTMYECKUX AaHHbIX A/15 NMepopasibHoro nytu
BBefleHs. [lpy 3TOM BHYTPMBEHHO BBOAMMAA MUKPOZO3a MOXEeT paccMaTtpuBaTbCA MO Ha/IUYMIO
TOKCUKO/IOTMYECKNX AaHHbIX AN NepopanbHOro Nyt BBEAEHMs, Kak onnucaHo B Tabnuuax 1 un 3, Kak nogxog,
3, Npy KOTOPOM 6bINV JOCTUrHYTbI NMPUEMMEMblE YPOBHM 3KCno3uuun. B atom cnyyae He pekomeHgyeTcs
uccnefoBaTtb BHYTPMBEHHYIO MECTHYIO MEPEHOCMMOCTb AEWCTBYIOLLErO BeLecTBa, Tak Kak BBOgMMasa [o3a
KkpaliHe Hu3kaa (He 6onee 100 wmkr). Ecnm B cocTaBe BBOAVMMOrO BHYTPUBEHHO npenapara ucnosb3yeTtcs
HOBbI PpacTBOPUTE b, MECTHass NePeHOCUMOCTb pPacTBOpUTENs A0/HKHA ObiTb M3yyeHa.
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8.2 KnuHunuyeckme wnccrepoBaHuss €  OA4HOKpaTHbIM  BBeAEHMEM [03bl B AuanasoHe
cy6TepaneBqueCKmx 3HauYeHut nnu B oXngaemom TepaneBTUHeCKOM Anana3oHe

Mpy atom noaxofe (Noaxon 3) MpPoBOASAT K/AUHWYECKOE UCCNefoBaHWE C OAHOKPATHbIM BBEAEHMEM
[03bl npenapata, O6ObIYHO HauMHas C cyb6TepaneBTUMYECKMX [03 W BNOCNEACTBUM MOBbIWAA ee [0
hapmakonornyeckn 3pEeKTUBHOrO UM 0XMAAEMOro TepaneBTMYecKoro AmanasoHa (cM. Tabnuuy 3).
OnpegernieHne AONYCTUMOM MakCUMasnbHOM A03bl AO/MKHO ObiTb OCHOBAHO Ha AOKIMHWUYECKMX AaHHbIX, HO B
p,aaneVILIJEM OoHa MOXEeT OblTb orpaHnyeHa Ha OCHOBe NoJsiydYaeMbliX B Xo4e npoBOoAMMOro mnccnenoBsaHuA
KIMHUYECKUX AaHHbIX. Mcnonb3oBaHMe [aHHOro noaxofa MOXeT MO03BO/UTb, Hanpumep, OnpeaenvTb
napametpbl ®K ¢ BBegeHvem npenapata 6e3 pagMoakTMBHOW MeTKM B NPOrHO3MpyeMoi
hapmakoguHaMmumyeckn 3pPEKTUBHOW A03e UMM GNN3KOW K Heil. [pyrum npuMepoM NPUMEHEHUst 3TOro
noaxoja siIBNsieTCA OLEHKa AeliCTBUA Ha MULLIEeHb Uy hapMakosiorMyeckoro AeicTBUS Nocne 0gHOKPaTHOro
BBeJeHUs. lccnegoBaHns C MPUMEHEHWEM [aHHOrO noaxofja He npegHasHayeHbl An8 060CHOBaHWSA
NepeHoCMMO MakCUMasibHOW KNUHUYECKOW f03bl (CM. UCK/THYEHMS, NpUMeYaHme «a» K Tabnuue 1).

8.3 KnuHunuyeckne nccnefosaHuns ¢ UCNOJIb30BaHNEM HECKONbKUX 403

[na 060CHOBaHNA KIMHWYECKUX MCCNefoBaHWi C UCNOMb30BAHMEM HECKO/bKMX 403 AN NpoBeAeHus
OOKIMHNYECKNX uccnefoBaHuii MCMOMb3YOT ABa pasHblXx nogxoga (nogaxogbl 4 m 5 B Tabnuue 3).
WccnepgoBaHns Ha MX OCHOBE MO3BOJIAIOT 060CHOBATL NMPOAO/MKUTENBHOCTL BBEAEHNA NpenapaTos B f03ax
TepaneBTUYECKOro fuanasoHa B TeueHue 14 gHeli Ansa oueHkn napametpos ®K n &[] y yenoseka, HO UX He
UCMNOJIb3YIOT A/191 060CHOBAHUS onpeAenieHnsi NepeHoOCUMO MakCUMasibHOM KMHUYECKOW f03bI.

Mpv npuvMeHeHun nogxoda 4 npPOBOAUTCA [BYXHe[eNlbHOe TOKCMKO/IOTMYeckoe uccnefosaHve ¢
MHOroKpaTHbIM BBEJEHMEM MnpenapaTta rpbi3yHaM W HerpbidyHaMm. Bbi6op BBOAVWMOI XWBOTHbIM [A03bl
OCHOB@H Ha KpaTHoli j03e 3KCNo3unuun Ha ypoBHe oxugaemoli AUC npu MakcMMasibHOW KTMHWYECKOrii Ao3e.

Mpy ncrnonb3oBaHUKM noaxoda 5 NPOBOAUTCA ABYXHe[es/IbHOe TOKCMKOJIOrMYecKoe uccriefjoBaHne Ha
rpbi3yHax W MnoAaTeBepxjaloliee TOKCUKOMOrMYEeCcKoe ucC/nefoBaHne Yy Herpbi3yHOB. Lefblo  KOTOPOro
ABNAETCA NOATBEPXAEHMe OTCYyTCTBUSA Tokcuyeckoro adpekta BHTA (NOAEL) gns rpbi3yHOB npu
BBEAEHWN HerpbidyHaMm. Ecnu npu BBegeHun HerpbisyHam BHT[ (NOAEL) ansa rpbi3yHOB Habnwogaetcs
TOKCMYecknini adbhekT, KIMHMYeckoe NpUMeHeHWe npenapaTta AO0/HKHO OblTb OTNIOXKEHO A0 NOyvyeHus
JaHHbIX nocneyoLnx JOKNVHUYECKNX NCCNefoBaHNi Y XMBOTHbLIX 3TOr0 BuAa (Kak npasuno, ctaHgapTHOro
TOKCVMKONOTMYECKOro uccnefosaHus, pasgen 5).
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9 UccnepoBaHWsi MECTHO NePEHOCUMOCTH

MecCTHyl0 NepeHOCUMOCTb MNpu NpeanaraeMoM crnoco6e BBeAeHUst B KIMHWYECKUX WCC/ef0BaHUsX
npeAnoyTMTeNbHO M3y4aTb B paMkax WCCMefoBaHWsi  O6LLETOKCUYECKOTO [AelicTBUA:  OTAesbHble
“ccnefoBaHUst 06bIYHO NPOBOAUTL HE PEKOMEHAYETCS.

Ons 0GOCHOBaHUA  OrpaHMYeHHbIX  KIUHWYECKUX  WUCCNefOoBaHuil  afbTepHATUBHOTO MO
TepaneBTMYECKOMY cnocoby BBeAeHUs (Hanpumep, OAHOKPATHOE B/B BBeAEHUE C LEfbio ONpefeneHus
a6Cco/MOTHOM 6MOAOCTYNHOCTM /IeKAPCTBEHHOrO npenapara, NPMHUMAEeMOro BHYTPb) AONYCTUMO U3ydeHue
NepeHocMMOoCT/ OHOKPATHONM [03bl Ha OHOM BUZAE XWBOTHbIX. B ciyyasx, korga oxuaaemas cucTeMHas
akcnosuuust (AUC u Crta*) ans HeTepaneBTWYECKOrO crnoco6a BBeAEHUs M3yyeHa B pamKax Yxe
NPOBEAEHHbIX  TOKCUKO/IOTMYECKUX  WCCMefoBaHWii, KOHeuHble  TOYKM  WUCCNEefOBaHWs  MecTHOM
MEPEHOCMMOCTU MOTYT GbiTb OFpaHUYeHbl KIVUHWYECKUMU 3PekTaMu M Makpo- U MUKPOCKOMUYECKUM
o6crefoBaHneM MecTa BBegeHus. COCTaB IeKapCTBEHHOrO npenapara, npeAHasHaueHHoro As M3ydeHust
MEeCTHO NepeHocMMOCTU, MOXeT He O6biTb WAEHTWYHbIM, HO [JO/XeH O6biTb NOZOGHLIM COCTaBy U
JlekapcTBEHHOI hopMe fiekapCTBEHHOTO npenapaTa, UCMNo/b3yeMOro B KTMHUYECKUX UCCIe0BaHUSIX.

Ons B/B MWKPOAO30BOTO UCC/MEA0BaHWs, KOTOPOE MNPOBOAMTCS MPW HA/IMUUM  TOKCUKOJIOTUUECKNX
JaHHbIX AN nepopasibHOro  BBefdeHUs  (CM.  pasfen 7), OueHKa MEeCTHOW  MepeHoCcMMOCTH
thapmaueBTuyeckoit cy6cTaHumn He TpeGyeTcs. Ecim B cocTaBe npenapara 15 BHYTPMBEHHOTO BBeAEHUs!
6yZeT MCNONb30BaThCS HOBLI pacTBOpUTESb, HEO6XOAMMO U3YyUNTL €r0 MECTHYH NEPeHOCUMOCTb.

ONns  napeHTepasibHbIX JIEKAPCTBEHHbIX MPENapaTtoB M3yyeHWe MeCTHOW MepeHocMmocTu B
HENpPeayCMOTPEHHbIX MecTax WHbekuuid, ecnu TpebyeTcs, Heo6XOAMMO MNPOBECTUM A0 HasHauyeHus
JIEKApPCTBEHHOTO Mpenapata GOJbLIOMY KOMMYECTBY MauueHToB (Hampumep, Ao Il hasbl KAMHUYECKNX
uccnefosaHuii). MoAxo4 K NAAHMPOBAHMIO TakMX WCCNEA0BaHWiA B pasHbiXx CTpaHax pasnuueH. Takue
uccnefoBaHus He Tpebytotcs B CLUA (MprMepoM UCKIIOUEHNUS MOXET 6biTb MHTpaTekasibHoe BBeAeHWe npu
naaHMpyemMom 3anuaypanbHOM BBefeHun). B AnoHum un ctpaHax EC pekomeHfyeTcsi OfHOKpaTHoe
napaBeHO3HOe BBefeHue AN B/B cnocob6a. Heo6XxoauMOCTb UCCNe0BaHUS APYTMX NapeHTepasibHbIX NyTeil
BBEJEHUS OLLeHMBAETCS NHAMBUAYABHO.

10 NccnepoBaHna reHOTOKCUYHOCTM

,ﬂ,]‘lﬂ 060CHOBaHUSA BCEX KMHUUYECKMX MCCﬂeAOBaHMIﬁ C OAHOKpaTHbIM BBeAeHUeM JieKapCTBEHHOIo
npenapata [OCTaTOYHbIM CUMTAeTCA MNpoBefdeHWe TecTa Ha reHHble MyTauun. [ns o6ocHoBaHUA
KIMHWYECKNX UCCNefoBaHnii C MHOrOKpaTHbIM BBEAEHWEM JleKkapCTBEHHOro rnpenapara HeobxoAnMbl
[ONONHUTENbHbIE UCCNEfOBaHNA, NMO3BOMAIOWME BbISBUTb XPOMOCOMHbIE MOBPEXAEHUS Y MIEKONUTAKOLWMX
[10]. NMonHbIM Habop TECTOB Ma reHOTOKCUYHOCTb HEOBXOAMMO BbINONHWUTL A0 Havana |l dasbl KIMHNYECKUX
nccnegosanuii [10].

Ecnn pesynbTaTbl WUCCNefoBaHUs CBUAETENbCTBYIOT O HaIMyMM TeHOTOKCUYEeCcKoro [feincTeus,
HeobX0AMMO VX OLEHUTb WU. BO3MOXHO, NPOBECTU A0NOHUTENbHbIE UccnegoBanus [10], YTobbl yCTaHOBUTL
npuemMnemMocTb AasibHelWero NpMMeHeHNs NekapcTBEHHOro npenapaTta A5 YenoBeka.

WccnenoBaHna reHOTOKCMYHOCTU. peKkoMeHAyeMble [/ O060CHOBaHWA MOWMCKOBbIX K/TMHUYECKUX
nuccnefoBaHuii ¢ MCNOMb30BaHWEM pas3/IMyHbIX NOAXOL40B, 06CYyXAalwTcs B pasgenie 8 HacTosLWero
cTaHgapTa.

11 WiccnepoBaHNA KaHUEPOreHHOCTHU

Cnyuau, Tpebyiolime U3yyeHUsi KaHLeporeHHoCTU. o6CyxaatTcsi B pykoBoacTBe ICH S1A no oueHke
HEOBXOAMMOCTN M3YYEHUs! KaHLEePOreHHOCTM JIeKapCTBEHHbIX npenapatoB [11]. B ykas3aHHbIX Clydasx
UCCNefoBaHUs KaHLEpOreHHOCTU [OMXHbl ObiTb NpOBefeHbl [0 Hayana npoleaypbl rocyAapCTBEHHOM
perucTpaumm. B cnydasix, Korga WUMEKTCS BECKME MPUUMHBI, YKas3blBAlOWME HA KaHLEePOreHHbI puck,
pesynbTaThl UCCNefoBaHWi HEO6XO0AMMO NPeacTaBUTbL Nepej NPoBefeHUeM KIMHWUYECKUX UCCNefoBaHuii.
Bonblwasi NpoJo/MKNTENIbHOCTb  KIMHWYECKOTO  UCC/IefloBaHWs HE paccMaTpuBaeTcsi B KauyecTBe
06513aTe/IbHON NPUUMHbBI AN UCCNEA0BaHUI KAHLEPOTeHHOCTH.

Heob6xoaumble WccnefoBaHWsl KaHLLePOreHHOCTM JfIeKapCTBEHHbLIX MpenapatoB, pa3pabaTbiBaeMbIX
N5 NleYeHnsi cepbesHblX 3abosieBaHWii Yy B3pOCnbIX U feTell, [JOMyckaeTcsi NpyM COrnacoBaHun c
perynsaTopHbIM OpraHoM NPOBOAUTL MOC/E WX TOCYAapCTBEHHOl pernctpauuu.
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12 WccnepoBaHusi penpoayKTUBHOW TOKCUYHOCTK

WccnepoBaHna penpoayKTUBHOM TOKCMYHOCTM [3] HEO6X04MMO NMPOBOAWTL, MPUHUMAS BO BHUMaHWe
nonynauuio nauneHToB, kotopas 6yaeT NPUMeHATb uccneayemblii TekapCcTBEHHbIN npenapar.

12.1 MyXU4uHbI

My>X4MHbI MOTyT ObiTb BK/IIOYEHbI B KAMHUYECKMe unccrnepoBanHus doasbl | v dasbl Il go nposegeHus
OLeHKM penpofyKTUBHON CUCTEMbl CaMLuOB BBWAY TOro, YTO OLleHKA PEnpoAYKTUBHOW CUCTEMbI CaML,0B
NpoBOAUTCA B UCC/IEf0BAHUAX TOKCUYHOCTU NPU MHOFOKPaTHOM BBEJEHUN.

I'Ipmmeanme 2 - OueHka Ct)epTVII'IbHOCTI/I camMmoB M CamMOK Mo CTaHAapTHOMY [UCTO/1I0rMYecKomy
ncecnenoBaHuo Anvek U ANYHMKOB B UCCief0BaHUAX TOKCUMYHOCTU (I'Ipl/l MHOroKpaTtHOM BBe4EHUN 06bIYHO rpbl3yHaM) He
MeHee 2-He,qean0|7| NPoOAO/HKNTENBHOCTU NO CMOCOBHOCTU BbIABAATL TOKCMYECKME SdepeKTbI cuMTaeTcs ConocTaBUMOiA
C nccneposaHnAaMmU (bemeanocm ANA BbIABIEHNA TOKCUYECKOro AGVICTBMH Ha penpoayKTUBHbIE OpraHbl camuoB U
CaMoOK.

WccnepoBaHnsa  hepTunbHOCTM Yy camuoB  [3]  Jo/mkHbl  GbiTb  3aBeplleHbl A0  Havana
KpynHoOMacLITabHbIX AN AIMTENbHbIX KTVMHUYECKUX uccrefoBanunii (Hanpumep, uccnegosanuii Il chasbl).

12.2 XXeHWuHbI, He o6najawlye 4eTOPOAHbIM NOTEHLMANIOM

EciM npoBeAeHbl COOTBETCTBYOLWME WCCMEf0BaHUsi TOKCMYHOCTW MpW MHOTOKPATHOM BBeAEHUU
(KoTopble BK/IHOYAIOT OLEHKY PEnpoAyKTWBHbIX OpPraHoB Camok), [LOMyckaeTcs BK/IYaTb B KIWHUYEcKue
NCCNefoBaHUsi XEHLMWH, He o6najalownx AeTOPOAHbIM  MNOTEHUMAnoM (TO ecTb NepMaHeHTHO
CTepunM3oBaHHble, HaxopsllMecs B nocTMeHonayse), 6e3 uccnefoBaHuii penpoaykTUBHON TOKCUUYHOCTW.
MocTMeHonay3a OnpefenisieTcsi Kak OTCYTCTBME MeHCTpyauuii B TeueHue 12 MecsiueB 6e3  UHbIX
MeANLMHCKNX MPUYUH.

12.3 )KeHwWuHbl, 06najatowme 4eTopofHbIM NOTEHLMANOM

[ns xeHwWwuH, obnagawwnx AeTopoAHbIM noTeHuuasnom (KCAM, WOCBP), cyuwecTByeT BbICOKUI
pvCK HenpeAHamMepeHHOro BO3AeliCTBMA /IeKapCTBEHHOIO npenapara Ha aMOpuoH Uan Naog A0 MosyyYeHus
WHCOpPMaLMM O COOTHOLIEHMM MOTEeHUMasIbHOW Nonb3bl M pucka. Bo Bcex cTpaHax, NPUMEHSLNX
pykoBogctBa ICH, cyuliecTBylOT cCXOoAHble pekoMeHfauun no Ccpokam MpoBefeHus UCcCefoBaHuii
pPenpoayKTUBHON TOKCUYHOCTK AN BKAtoUueHns XXCAM B KIMHMYECKMe nccriefoBaHus.

Mpu BkNOYeHUM B uccnegosaHua XKCAM Heobxoaumo onpefenntb U MUHUMU3MPOBATb PUCK
HenpeAHaMepeHHOro BO3AeWCTBUS Ha aMOPMOH unn nnod. Mepsblii NOAXOA K AOCTUKEHWUIO MOCTaB/IEHHOMN
Lenn 3akniyaeTcs B MNPOBEAEHWW WCCNef0BaHWi penpofayKTUBHOW TOKCUYHOCTWM [NA OLEHKM pucka
NPUMEeHeHNs NekapCcTBEHHOro npenapaTa u NPUHATUA Hagnexalux mep npefoCcTOPOXHOCTU B KTUHUYECKMX
nccneposaHuax y XCAIM. BTopoit noaxof 3ak/oyaeTcss B OrpaHUYEHUM PUCKOB NyTeM MPUHATMA Mep no
npeaynpexaeHnto HacTynneHnss 6epemMeHHOCTV BO BPeMsi K/IMHWYECKMX uccnefoBaHuii. K Takum mepam
OTHOCATCHA TecTbl Ha 6epeMeHHOCTb (Hanpumep, no cBobogHoi (3-cy6bepuHuue XIY), ucnonb3oBaHue
BbICOKOHAAEXHbIX MeTOL0B KOHTpauenuun (npumevaHue 3) 1 BKIOYEHWE B WUCCefOBaHUE TO/MbKO nocne
NOATBEPXAEHUS HaNNuMsa MeHcTpyauuit. TecTbl Ha 6epeMeHHOCTb, MPOBOAMMbIE B XOAe K/IUHWYECKOro
uccnefoBaHvs, U obyyeHne nauueHToB AO0/MKHbl ObiTb AOCTATOYHbIMU, YTOGbLI 06ecneynTb BbIMOMHEHME
MeponpuATUA, HanpaBfeHHbIX Ha NpeaynpexaeHne 6epeMeHHOCTV B Nepuof 3KCMo3nUmun NekapcTBEHHOIO
npenapaTta (KOTOPbIi MOXeT npeBblllaTb NPOAO/KUTENBHOCTL uccnefoBaHusa). Ana obecneyeHns 3Tux
NnoAXoA0B WH(OPMUPOBAHHOE COrfacue [0/HKHO OCHOBbLIBATLCS Ha BCE UMetoulelics uHdopmauum no
penpoayKTUBHOM TOKCUMYHOCTW, Kak TO: oblias oueHka MNOTeHUManbHOW TOKCUYHOCTU NeKapCTBEHHbIX
npenapaTtoB, WMEKLWMUX CXOLHOE CTpoeHune, wauM gapmakonornyeckme agdektol. Ecam  3Haummas
NHoOpMaLMA O BIUAHUN Ha PEnpoAyKUMIO OTCYTCTBYyeT, Heob6XxoAMMO WHgopMupoBaTb nauveHta o
noTeHUMabHOM HEBbISIB/IEHHOM puUCke 415 aM6pyoHa nnv nnoga.

Bo Bcex cTpaHax, npumeHsiowmx pykosoAactso ICH. npu onpefeneHHbIX YcnoBusX fonyckaeTcs
Bknoyate JKCAM B KAMHWYeECKMe WcCnefoBaHUs paHHuX a3  6e3  [OKAVHUYECKOro  U3y4YeHus
OHTOreHeTUYeCcKol TOKCUYHOCTY (Hanpumep, 6e3 uccnefoBaHs BO3MOXHOMO BAVSAHUA Ha aMOpuoHanbHoe 1
hetanbHoe passuTre). OAHUM M3 TakuxX YCMoBWUi ABNSETCS HaA/exalnii KOHTPO/b pucka HacTynneHus
6epemMeHHOCT BO BPEMS KPaTKOCPOUHbIX (Hanpumep. 2-HefesbHbIX) KAMHUYeCKUX uccnefosaHuin. Apyrum
yCcnoBmem MOXeT ObITb npeobnafaHue 3aboneBaHWs Cpefm XEHLUUH, Korga HEeBO3MOXHO AOCTUYbL Liesnun
nccnegosanus 6e3 BkaouveHns XXCAM. npu 3TOM MNPUHATHI AOCTATOYHble Mepbl MO NpeaynpexaeHuio
6epemMeHHOCTHM (CM. BbilLe).

14



FOCT P 56701—2015

Mpumeuanne 3 - BbICOKOHAAEXHBIMM METOAaMM KOHTPaLEnuuM CUMTAOTCA Kak OAWHOYHblE, Tak U
KOMOMHMPOBaHHbIe NpenapaTbl, 0becneunBaioLLme HU3KYI0 YacToTy HacTynieHns 6epemeHHocTU (To ecTb MeHee 1% B
rog) npu WX MOCTOSAHHOM W MPaBWIbHOM MPUMEHeHUW. [1s  nauueHToB, NPUMEHSIOWMX TFOPMOHasTbHbIE
KOHTpaLenTMBHbIe Npenapatbl, Heo6X0AUMO MPeACcTaBUTb UHCOPMALMIO O BMSIHAW MCCNefyemoro lekapcTBeHHOro
npenapara Ha KoOHTpaLenuuio.

[ononHuTtenbHbiM  060CHOBAHMEM BO3MOXHOCTM MNpoOBefeHuns uccnegoBanuin y XXCAM  6es
[OK/IMHNYECKUX UCCNefoBaHUA OHTOTEHEeTMYECKOW TOKCUYHOCTW SIBNAKOTCA CBEAEHMS O MeXaHusme
[elicTBUA NeKapCTBEHHOro npenaparta, ero CBOWCTBaX, MPOAO/IKMTENIbHOCTM BO3AEWCTBUS Ha Naog wunu
C/IOXKHOCTW MpPOBEAEHNs UWCC/efOoBaHWin OHTOTEHETUYECKOW TOKCUYHOCTM Ha MOoAXoAALwel Mmogenu
XWBOTHbIX. Hanpumep, AN MOHOKNOHa/IbHbIX aHTUTes, KOTopble, N0 UMEHLMUMCSH COBPEMEHHbLIM Hay4YHbIM
JaHHbIM, OKa3biBalT cnaboe 3mMbpuoHasibHOe W (heTasibHOE BO34eiCTBME B Nepuoj OpraHoreHesa,
nccneoBaHUsi OHTOTEHETUYECKO TOKCMYHOCTU fonyckaeTcss NpoBoauTb BO BpeMs Il dhasbl KAMHUYECKUX
uccnepoBaHmii. OT4YeT O 3aBEpLIEHHOM uUccnefoBaHWM Heob6xoAMMO nNpeAcTaBUTb B cOCTaBe
perncTpaumoHHOro focoe.

B uenom npu HanuuMu npefBapuTeNibHbIX AaHHbIX O PEMNPOAYKTUBHOW TOKCUYHOCTM Ha ABYX BuAAX
XWBOTHbIX (NpuvMeyYaHne 4) n npu MPUHATUM Mep N0 npeaynpexaeHnto 6epeMeHHOCTM (CM. Bbllwe)
ponyckaetca BkauveHve XXCAM (go 150 cy6bekToB), MONyyaloWmMx uccnefyemblii NekapCTBEHHbIN
npenapar B Te4yeHWe OTHOCUTENIbLHO KOPOTKOro nepvoga (40 3 mecsaues), A0 MPOBeAeHUsA cneuunasibHbIX
uccnefoBaHnii penpoayKTUBHON TOKCUYHOCTU. OCHOBaHMEM [N15 3TOr0 ABAAIOTCHA OYEeHb HM3Kasd vacToTa
HacTynneHuss 6epeMeHHOCTU B KOHTPOJIMPYEMbIX UCCNefoBaHWsAX Takoro pasmepa v Npofo/mKUTENbHOCTU
(npumeyaHne 5) M cnoOCOBGHOCTb Hag/nexawum 06pasoM  CMaHMPOBAHHbLIX  MpeABapuTesibHbIX
nuccnefoBaHuii BbIiBUTb Haubonee BaXHble OHTOreHeTMyeckne Tokcuyeckne aphekTbl, KOTopble MOryT
BbISIBUTb PUCKM Npun BkIoueHun XXCAM B KnuHu4eckne nccnegosarvus. Ha konvyectso XXC/ATM. BkItoYaeMmblx
B uUCcCrefoBaHWe, W MNPOAO/DKMTENbHOCTb WUCCMEAOBaHUA MOTYT MOB/UATL XapakTepuCTUKM MOMNynAunum,
KOTOpble CHWXAlT BEPOATHOCTb HACcTynneHua 6epeMeHHOCTM (Hanpumep, Bo3pacT, 3aboneBaHue).

MpumeuyaHune 4 - Ecnv fo3bl afeksaTHbl, 415 AOCTUXEHWUS 3TON Lenn LenecoobpasHo npeasaputenbHoe
nccnefosaHne aMO6PUOHaIbHOTO U (heTaslbHOro passBuUTUA, KOTOPOEe BK/OYAET OLEHKY BbDKMBAEMOCTU M/10[0B, Macchl
Tena, BHellHee U3yyeHne 1 usyyeHne BHYTPEHHUX OpraHoB C UCMO/b30BaHMEM HE MeHee LIeCTU caMOoK Ha rpynny npu
Ha/mMumMyM  caMoK, MOJlyYyaBLUMX JleKapCTBEHHbI npenapaT B Nepuoj opraHoreHesa. Takue npefsapuTesibHble
[JOKNMHNYECKME WCCNef0BaHNA [0/KHbI MPOBOAUTLCA MO BbICOKMM HAayyHbIM CTaHAapTam C MpoCcTbiM AOCTYNOM K
[aHHbIM UK B COOTBETCTBUK C TpeboBaHuaMmu GLP.

MpumeuyaHune 5 - YacToTa HacTynneHWss 6e€PEeMEHHOCTM Y XEHLUWH, BNepBble NpefnpuHUMAatOLLMX MNOMbITKY
3abepemeHeTb, COCTaB/sieT MPUMEPHO 17% Ha MeHCTpyaslbHbli LMka. YacToTa HacTyrniieHnss 6epemeHHOCTV B
nccneposaHusx Il asbl, NPOBEAEHHbIX Y XEHLUMH, 06najatoLwmx AeTOPoAHbIM NOTEHLMaIoM, cocTaBnseT <0.1% Ha
MEHCTpya/ibHbIli UMK, B XoAe 3TUX uccnefoBaHuil MauveHToB criefyeT npeAynpefuTb O  HeXenareslbHoCTU
HacTyrnneHms 6epeMeHHOCTM U Heo6XOAUMOCTV COGMIAEHNS Mep Mo  npegynpexaeHuio  6epemeHHocTn. [lo
MMeoLLWIMCS AaHHbIM, YacToTa HacTynieHns 6epemeHHOCTY BO Il hase Huxke, Yem B lIl chase, HO B CUITy OrpaHNHYEHHOro
KO/IMYECTBa BK/IOUEHHbIX XEHLLUWH BE/IMUMHY CHUDKEHUS YCTaHOBUTb HEBO3MOXHO. OCHOBbIBAsACH Ha AaHHbIX Il dhasbl,
yactoTta HacTynnewus 6epemeHHocTu Bo |l chase uccnepoBaHuii, Bkualowmx 150 XEHLWMWH C COXpaHEeHHbIM
[leTOPOAHbIM MOTEHLUMaSIOM M NPOJO/DKUTENIbHOCTBIO A0 3 MecAueB, 3HaunTenbHO MeHblie 0,5 6epemeHHocTell Ha
nekapcTBeHHbINi nNpenapar, HaxoAswuiica B paspaboTke.

B CLUA nccnenoBaHusa amM6puMoHanbHOrO U heTanibHOro pasBuTus MOryT 6biTb OTCpoyeHsl Ao Il dasbl
nccnegosanuii ¢ BktoveHnem XXCAM npu npyHATAW Mep No npegynpexaeHvtio 6epeMeHHOCTH (CM. Bbille).
B EC u AnoHum (3a WCKAKYEHMEM CUTyaLuil, ONUCaHHbIX Bbile B 3TOM pasfjene) cneynasbHble
nccneoBaHna OHTOreHeTUYeCcKol TOKCUYHOCTM Heo6XoAMMO 3aBepLluuTb A0 BK/IOYEHUA B McCnefoBaHue
Xcan.

Bo Bcex cTpaHax, npumeHsowmx pykosoactesa ICH. gonyckaetca BkaovaTb XXCAM B KNuHWYeckune
uccnegosannsa | n Il a3 ¢ MHoOrokpaTHbIM BBeJEHMEM JIEKApCTBEHHOrO npenapara [0 NpoBefeHus
uccnefoBaHs PepTUIbHOCTY Yy CamoK, YUnTbiBas TO, YTO OLEHKa OpraHoB PenpofyKTUBHOW CUCTEMbI Y
XMBOTHBIX OCYyLECTBNSeTCA B pamkax WccnefoBaHWii TOKCMYHOCTU MNPV MHOrOKpaTHOM  BBeAeHWU
(npumevanve 2). Ona Bkaouvenus XXCAM B kpynHoMacliTabHble W MNPOJO/KUTESNbHbIE KIWHWYECKue
uccneposaHua (Hanpumep, uccnegosaHusa dasbl |ll) Heob6xoAMMO NPoOBECTU cneuunasnbHble AOKIUHUYECKME
nccnepoBaHns MepTUNbLHOCTA Y camok [3].

Bo Bcex cTpaHax, npuMeHswlWwux pykoBoactBa ICH, pna rocygapcTBeHHOW — perucTpauuv
NlekapCTBEHHOro npenaparta Heo6xoAVMO NpeAcTaBUTb pesynbTaTbl UCCAeA0BaHUA Npe- U NOCTHATa/IbHOro
OTHOTEHETNYECKOTO PasBuUTUS.

[o BknouveHns B nobble uccneposaHuns XKCAM, koTopble He NOMb3YIOTCA BblCOKOIMAEKTUBHLIMM
mMeTofamn KOHTpauenuun (npvmMevanue 3) WAN C HEU3BECTHbIM recTauMOHHbIM cTaTycoMm, TpebyeTcs
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npeacTaB/eHne fJaHHbIX 3aBEPLUIEHHOTO UCC/ef0BaHUs PENPOAYKTUBHOW TOKCUYHOCTM [3] U cTaHAapTHbI
Habop TecToB Ha reHoTOKCUYHOCTb [10].

12.4 BbepeMeHHble XeHLNHbI

[lo BKIOYEHNS GepeMeHHbIX XEHLWMWH B KIMHUYECKMe nccnefoBaHns HeobXoArMO NpoBeCcTU NoJHoe
uccrefoBaHne penpoaykTMBHON TOKCUYHOCTM [3] M cTaHAapTHbI Habop TecTOB Ha reHOoTOKCU4YHOCTb [10].
Momnmo 3Toro, He06XOAMMO OLEHNTb MMelLMecs faHHble 0 6e30NacHOCTU NPUMEHEHUS NeKapCTBEHHOMO
npenaparta A1 Yesoseka.

13 KnuHnyeckune mnccrneposaHus y neanatpunyeckmnx nauneHTos

Mpn 060CHOBaHWM BO3MOXHOCTW BK/IIOYEHUS B K/VHUYECKMEe WCC/ef0BaHNA neanaTpuydecknx
nauneHToB Haubosiee 3HaUYMMYylO UHAOpPMaUMIO  NPeAcTaBAsAlT  AaHHble no  6e3onacHocTM  u3
npeaLwecTBYIOWMX UCCNefoBaHN Ha B3pOC/bIX MauMeHTax — OHa A0/MKHa ObiTb AOCTynHa A0 Havana
nccnefosaHuin y geteir. [locTaTOYHOCTb U 06bEM AAHHbIX KAMHUYECKUX UCCNefoBaHUiA y B3POC/bIX AN
[aHHOTo pelleHns onpeaensloTca B WHAMBUAYanbHOM nopsake. [lo Hayana npuUMeHeHus y peTeit
[OCTaTOYHble [aHHble 06 OnbiTe MPYMEHEHWs Yy B3POC/bIX MOryT OTCYTCTBOBaTb (Hanpumep, npu
UCKMIOUYNTENBHO NeanaTpUYecKmMx nokasaHuaxX K NpUMEHEHWIO).

[o Hauana nccnegoBaHunii y fieTeld f40/MKHbI ObITb NONYyYeHbl pesynbTaTbl MCCNeA0BaHUA TOKCUYHOCTM
npy MHOrOKpaTtHOM BBEAEHUM COOTBETCTBYIOLLEN MNPOAO/IKUTE/ILHOCTU Ha B3POC/bIX XUBOTHbIX (CM.
Tabnuyy 1), npoBefeHbl OCHOBHOM Habop uccnefoBaHWn hapmakonornyeckoli 6e30nacHocT
CTaHAapTHbI Habop TecToB Ha [EHOTOKCUYHOCTb. Takke MOryT OblTb  HEO6XOAVWMbl  AaHHble
penpoayKTUBHOM TOKCUMYHOCTU, COOTBETCTBYIOLME BO3PACTY M MOy UcciefyeMblx AeTell, npefcTaBnstowme
MHOpPMaLMI0O O NPAMOM TOKCMYECKOM PWCKe WU BAUSHUWM Ha pasBuTUe (Hanpumep, uccnegoBaHus
depTunbHOCTH, npe- W MNOCTHATa/lbHOTO pas3sBuTus). KccneposaHnsa 3amMOpuoOHanbHOrO W hetanbHOro
pasBUTUA He SABAAKTCA KPUTUYHBIMKW ANS  060CHOBaHUSA BO3MOXHOCTW NPOBEAEHUS  KIMHUYECKUX
nccnefoBaHnin y nauveHToB MYXXCKOro nosa uam npenybepraTHbIX NauWeHTOB XEHCKOro nona.

HeobxoauMocTe npoBefeHns bbiX KMCCNefoBaHWn Ha HEMosI0OBO3PEsbIX XWMBOTHbIX crepyeT
paccMmaTpuBaTb, TONbKO €C/W MpeflecTByoWme AaHHble Y XWMBOTHLIX WM AaHHble no 6e3onacHocTn Yy
yenoseka, BkoYasa achdekTbl APYrnX fTeKapCTBEHHbIX NpenapaToB AaHHOro hapMakosiormMyeckoro knacca,
pacueHMBalOTCA Kak HeAocTaTouHble A1 060CHOBaHWUSA BO3MOXHOCTM MPOBELEHWSA  KTMHWYECKOro
nccnegosanus  y peteil. Ecnm Takoe  AOKAMHUYEcKoe  uccnegoBaHuMe  HeobxoAuMo,  [OCTaTOYHO
MUCMNOMb30BAaHNSA OfHOTO BUAA XMBOTHBIX, MPEANnOYTUTENbHO T[PbI3yHOB. [py AOCTATOYHOM HayyHOM
060CHOBaHUN fONycKaeTCcs NCCefoBaHNe Ha Herpbi3yHax.

[nsa kpatkocpouHbix ®K-uccnegoBaHuii y getein (Hanpumep. 1-3 [03bl) nccnefoBaHs TOKCUYHOCTM
Ha HEenosI0BO3pesibiX XMBOTHbIX, Kak NpaBu/o, He CYATATCH UHPOPMATUBHBLIMU.

B 3aBMCMMOCTM OT nokasaHWii K MPUMEHeHWto, BO3pacTa AeTel, BKIYaeMbIX B K/IMHWYECKoe
uccnefoBaHne, N JaHHbIX N0 6e30NacHOCTU NMPUMEHEHUS A/ B3POC/bIX XWBOTHbLIX WU NauMeHToB cnegyet
paccMoTpeTb BOMPOC O HEO6XOAMMOCTU MOMYyYEHUS pes3y/bTaToB MCC/ef0BaHWii Ha HEeMnos0BO3pesibiX
XMBOTHbIX A0 Hayana KpaTKOCPOUHbIX KAWHWUYECKUX WnccnefoBaHnii ahdekTMBHOCTM C WUCMO/b30BaHMEM
60/bLIOr0 AManas3oHa [03 M 6e30MacHOCTW flekapcTBeHHOro npenapata. OAHUM U3 Havbonee BaXHbIX
BOMPOCOB fB/ISIETCA BO3PACT YYACTHMKOB WCCMEAO0BAHWA MNO OTHOLIEHWIO K MNPOAO/KUTENIBHOCTU
uccnefosaHua (To ecTb [0S nepuofa pasBuUTUS, B TEUYEHMEe KOTOPOro Y4aCTHUKM uccnefoBaHus
NPUHUMAtOT NleKapCTBEHHbI npenapaT). [aHHbli  akTop ABNSETCA ONpefenswwnM B OLeHke
Heo6Xxo04MMOCTV NPOBeAeHNs AOKIMHWYECKMX MCCNeAoBaHWi Ha HEMosI0BO3PEsbIX XUBOTHbIX, U. €CAN OHU
HeobxoauMbI, cnefyeT yCTaHOBUTL CPOKM UX NPOBEAEHNS MO OTHOLLEHUIO K KNIMHUYECKUM UCCef0BaHUSM.

[o Hayana ANNTENbHbIX KIUHWYECKMX WCCNefoBaHWin Yy negmatpuyeckux nauveHToB, AN
060CHOBaHMNA KOTOPbLIX MOTPe60BasioCb MPOBefeHne WCC/ef0BaHNA TOKCMYHOCTM Ha HEenosoBO3pesibiX
XWBOTHbIX, 3TV AOKINHUYECKME UCCNef0BaHNSA AO/MKHbI OblTb 3aBEPLLEHbI.

Bo3MOXHbI cuTyauuun, Korga negmatpuyeckMe nauueHTbl SABASIOTCA OCHOBHOW TepaneBTUYecCKOW
nonynauuven, a uMmelLnecs 3KCNepuMeHTasllbHble [AaHHble YKa3blBaldT Ha MNOTEHUMabHOe BAWSHUE
nccnegyemoro npenapara Ha pasBuTMe OpraHoB-MULLEHeR (TOKCUKOMormyeckoe nan grapmakosiornyeckoe).
B HekoTOpbIX M3 3TUX Cry4yaeB MOryT noTpeboBaTbCA A/MTESNIbHbIE UCCMEL0BAHUSA Ha HENO/0BO3pPesbIX
XUBOTHbIX. [lONYCTUMbIM ABASETCA ANWTENbHOE TOKCWMKO/IOTMYECKOe UCCNefoBaHne Ha XKUBOTHbIX
COOTBETCTBYHOLLEro B1Aa 1 Bo3pacrta (Hanpumep. 12-mecauyHoe uccnefoBaHne Ha cobakax unu 6-mecsiyHoe
nuccnefoBaHve Ha Kpbicax). 12-mecsiyHOe WcCnefoBaHUMe MOXeT O0XBaTbiBaTb BeCb Nepuoj pasBuTusa y
cobak. [lna Apyrux BWMAOB NabopaTopHbIX XMBOTHbIX 3TOT AM3aiiH MOXHO ajanTuposBaTb A/1A 3aMeHbl
COOTBETCTBYIOLIEro CTaHAAPTHOIO XPOHUYECKOro UCCNefoBaHuA W OTAE/IbHOT0  WCCMefoBaHnA Ha
HenosI0BO3pesibIX XXUBOTHbLIX NPU onpefeneHHbIX YyCI0BUSIX.
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[lo Hauana ANnTeNbHbIX KAMHUYECKUX UCCef0BaHui y aeTeli TpebyeTca onpeaennts HE06X0AMMOCTb
M3y4YeHUs KaHueporeHHocTn. OpfHako, €cnn CyWecTBEeHHble OCHOBaHMs (Hanpumep, fAokasaTesibCTBa
renaToTOKCMYHOCTM MO pasHbIM TecTaM WM Hanuume MpPOKaHLUEPOreHHoro pucka, 06YCNOBAEHHOIO
MEeXaHM3MOM AeicTBUA unv 3apdekTamu, BbISBAEHHbIMWU MPU U3YyYEeHWM O0OLLEeTOKCUYECKOro AelCTBUS)
OTCYTCTBYIOT, W3y4YeHUE KaHLEpPOreHHOCTU ANA NPOBEAEHUSA KIMHUYECKUX WCCNefoBaHuii y pgeTeil He
TpebyeTtcs.

14 NccnepoBaHme MMMYHOTOKCUYHOCTH

Kak ykasaHo B pykoBogcTBe ICH S8 no wccnefoBaHWsiM MMMYHOTOKCUHYHOCTW JlIEKApCTBEHHbIX
npenapatoB [14], Bce HOBble JIeKAPCTBEHHbIE npenapaTbl NOANEXAT OUEeHKe Ha  Haiuuue
MMMYHOTOKCMYECKOTO MOTeHUMana ¢ UCnosib30BaHMeM CTaHAAPTHbIX TOKCUKOSIOTMYECKUX WCCRefoBaHuii u
[OMNOJIHUTESIbHBIX UCCeA0BaHNA UMMYHOTOKCUYHOCTH, NPOBOAMMBIX HA OCHOBaHWKM 0630pa COBOKYMHOCTYH
[loKa3aTenbCTB,  BKIOYas  MMMYHOOMOCPEAOBaHUble  CWUTHAMbl,  BbISIB/IEHHbIE B CTaH4APTHbIX
TOKCUKOMIOTMYECKNX UCCNeAoBaHusX. Ecnn cyliecTByeT Heo6XOAVMOCTb MNPOBEAEHWSI LOMOSHUTENbHBIX
“ccnefoBaHuii UMMYHOTOKCUYHOCTU, MX HEOGXOAMMO 3aBeplinTb 40 Hauyana NPUMEHEeHUs UCcrelyemMoro
JIEKapCTBEHHOTO MpenapaTa y 60/blUUX NonyAsuui nauneHToB (Hanpumep, KnMHudYeckue muccnegosanus Il

hasbl).
15 NccnepoBaHne poto6e30nacHOCTHU

HeobxogumocTb 1M BpeMs NpoBeAeHus wuccnefoBaHns oTo6e30macHOCT B 3aBUCUMMOCTU OT
9KCMO3NL MK y YesioBeKa onpeaensaoTcs:

- (hOoTOXMMUYECKMMM cBOVCTBaMM (Hanpumep, thotoabecopbumelt n hoToCcTabuNbHOCTLI0) MONIEKYbI:

- MHhopmaLmein 0 POTOTOKCUYECKOM NOTEHLMaNe XMMNYECKN CXOAHbIX COeAVHEHWNIA:

- pacnpefiefieHnem B TKaHsX:

- KIMHUYECKUMUW MW AOKNNHUYECKUMU faHHbIMW, YKa3biBAKOLWMMUN HA Hannyine )oTOTOKCUUYHOCTM.

JlonxHa 6bITb nNpoBefeHa HavyasibHas oOueHKa (POTOTOKCMYECKOro MnoTeHuuana, OCHOBaHHas Ha
hOTOXMMMYECKMX CBOMCTBaX SIeKAPCTBEHHOrO npenaparta u ero hapmMakosiorm4yeckomM/XxrMMm4yeckom Knacce.
Ecnu oueHka BCex JOCTYMHbIX AaHHbIX W MpeAnosiaraeMoro naaHa KInHWYeckux uccnefoBaHuil ykasbiBaeT
Ha 3HauYMMbIil pUCK POTOTOKCUYHOCTM 418 YenoBeka, HeobxoAMMO NpeaycMOTPeTb Mepbl 3aluTbl nauMeHTa
B X04€ aMbynaTtopHbIX KIMHUYECKMX UccnefoBaHuil. Kpome Toro, AnsA npefocTaBfieHns CBeAeHuid 0 pucke
ANnA  4yenoseka W nOTpeOHOCTM B JasibHelluemM W3yYeHUW Heo6XO4MMO BbINOMHUTL  NOCNEAYIOLLYIO
JOKNMHUYECKYIO OLeHKY pacnpefeneHus AelicTBylolWlero BellecTBa B KOXe W rnasax. Torga, ecnu
NPYMEHUMO, 3KCNEPUMEHTANIbHYIO OUEHKY (LOKNMHWYeckas, in vitro unn in vivo, WM KAvHWYeckas)
(hOTOTOKCMYECKOro NoTeHumana crnegyet NPoBeCcTU [0 Havana NpYMeHeHWs flekapCTBEHHOro npenapata K
60/1bLIOMY KONMYECTBY NauMeHToB (knnHuyeckne uccnegosanus lll dasbi).

AnbTEPHaTUBHO BMECTO BbILIEOMNUCAHHOTO MNOLIAroBoro nogxofa MOXHO MNPOBECTU MPSAMYI0 OLLeHKY
(hOTOTOKCUYECKOTO MOTeHuuana B AOKAUHUYECKUX WAWN KIVHUYECKUX uccneposaHuax. Ecnu pesynbTathbl
3TUX MccnefoBaHWil oTpuuaTesibHble, TO PaHHAS OueHka pacnpejeneHvs nekapcTBEHHOro npenapata B
rnasax/koxe u npodmnakTmyeckne Mepbl Npu NPoBeAEHNN KIMHUYECKOro UCCnefoBaHns He TpebyroTes.

Ecnn pesynbTaTbl OLEHKM (POTOTOKCUYHOCTU YKa3blBalOT Ha BO3MOXHbIA (POTOKaHLLEepPOreHHbli
noTeHunan, y nauveHToB 3TOT PUCK OObIYHO [LO/DKHbIM 06pPa30M KOHTPO/IMPYETCS € MOMOLLbIO 3alUTHBIX
Mep. BKAYaKLWNX npeaynpexgeHve B MHPOPMUPOBAHHOM COI1ACUN U UHCTPYKUMUW MO NPUMEHEHUIO (CM.
npvMmevaHue 6).

MpumedvaHue 6 - M3yyeHne (POTOKAHLEPOrEHHOCTM HA HErpbi3yHax C MCMOSb30BAHUEM AOCTYMHbLIX B
HacTosiliee Bpems Mogeneit (Hanpuvep, 6Ge3BONOCHLIX [PbI3YHOB) MpK paspaboTKe IeKAPCTBEHHBIX MpenapaToB
cunTaeTca Hewlenecoo6pasHbIM 1, kKak npasuio, He TpebyeTcs. Ecnu nccnepoBaHnst (h0TOTOKCUYHOCTY YKa3biBalOT Ha
BO3MOXHbIi (DOTOKAHLEPOreHHbIA PUCK 1 CTAHOBUTCS AOCTYMHLIM COOTBETCTBYIOLUIA METOZ, U3YUeHNs], UcciefoBaHme
06bIYHO HEOGXOAMMO 3aBeplwuTb [0 Hayasa npouedypbl [OCYAapCTBEHHOW perucTpauuu, a ero pesynbTaTbl
HEOGX0AMMO YUMTbLIBATbL MPY OLIEHKE prCKa A/151 YesloBeka.

16 JoknnHn4yeckaa oueHka pucka pa3ButuA }'IeKapCTBEHHOI7I 3aBUCUMOCTHN

[na nekapcTBeHHbIX npenapartos, BAusAOWMX Ha LHC. He3aBMCMMO OT NokasaHuil K NPUMEHEHUID,
TpebyeTcs onpefenutb Heo6GXOAUMOCTb OLEHKM puUCKa pasBUTUS  JIEKAPCTBEHHOW  3aBUCUMOCTM.
[LOKNMHMYeckne uccnegoBaHuss Heob6xoAuMbl Ans 0GOCHOBAHMS AM3aiiHa KIMHUYECKUX UcCcnefoBaHuid,
onpeaeneHus oco6oit  kateropuu, TMpUMeHsieMoli B CTpaHe (Hanpumep, CMWCKM HApKOTUYECKUX W
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MCUXOTPOMHbIX BELLECTB W Ap.). U COCTABNEHUS MHCTPYKLUM NO npumeHeHuto. MNpu doopmmpoBaHun Habopa
Heo6XxoAMMbIX WUCCefoBaHUA  cnepyeT  PYKOBOACTBOBATbCH  HALMOHa/IbHbIMU  PYKOBOACTBaMMW MO
[OKNVHUYECKOW OLLeHKe, pUCKy pa3BUTUS NeKapCTBEHHON 3aBUCUMMOCTY.

[loknvHnyeckne pAaHHble, cobpaHHble Ha paHHWMX 3aTanax pas3paboTkM NekapCTBEHHOro npenapara,
MOTyT 6bITb WHOPMATUBHbI B OTHOLUEHUWU BbISBAIEHNS pPaHHUX WHAMKATOPOB MOTeHUuana passutus
3aBMCMMOCTU. [laHHble O TakUX paHHUX WHAMKATOPax AO/KHblI ObiTb MNOJyYeHbl A0 MEPBOro NPUMEHEeHWs
NIeKapCTBEHHOro npenaparta K 4YenoBeKy; OHM BkIvawT OK/O[-npodwuns pns  onpegenexHus
NPOAOC/IXUTENBHOCTU AECTBUSA, CXOACTBA XMMMWUYECKOW CTPYKTYpbl C J/leKapCTBEHHbIMU Mpenaparamu,
BbI3bIBALWMMN  pa3BUTME J1EKapCTBEHHON 3aBMCMMOCTW, NPOdWIb PELEenTOPHOro CBA3bIBAHUSA U
nosegeHYeckne/KNMHNYeckne CUMMNTOMbI U3 [OKIMHUYECKMX MCCneAoBaHuii in vivo. Ecnv no pesynbtatam
9TUX PaHHWX WCCNefoBaHWi NOTeHUuMan pasBUTUA JIeKapCTBEHHOW 3aBUCUMOCTM He O6HapyXeH,
paclMpeHHoe [OKNMHMYECKOe W3yYeHMe Ha MOAensax /eKapCTBEHHOM 3aBUCUMOCTM  MOXET He
noTpeboBaTbCcsA. Kak npaBnno, ecnu geicTeyioliee BELLECTBO NPOSABASET NPU3HAKN, CXO4HbIe C U3BECTHLIMM
naTTepHamy ieKapCTBEHHON 3aBUCMMOCTU, UM Yy HEro NMEeTCS HOBbIN MexaHu3m geicteus Ha LIHC, nepef
Hayanom 60NbLIMX KINHUYECKUX WCCNefoBaHuii (Hanpumep, KkauHuueckue wuccnepoBanua Il dhasbl)
pekoMeHAyeTcs npoBeAeHne AasbHeNWnX AOKANHNYECKUX NCCe0BaHNIA.

Ecnn npodwnb meTtabonntoB U MULIEHb AENCTBMA NeKapCTBEHHOrO npenapata y rpbi3yHOB
COOTBETCTBYET TAKOBbIM Y Ye/I0BEKA, [OK/TMHNYECKYIO OLeHKY prcKa pasBUTUA NeKapCTBEHHOW 3aBUCUMOCTY
NPOBOAAT Ha rpbi3yHax. HeyenosekoobpasHbIX NPUMAaTOB [OMNyCKaeTCs UCMO0/b30BaTh TOIbKO B TEX PefKnX
cnyvasx, Korga ecTb Heocrnopumble fokasaTesibCTBa, YTO Takue uccrefoBaHUs NO3BOMAT MPOrHO3MpoBaThb
NOABEPXEHHOCTb YesioBeKa /IekapCTBEHHOW 3aBWCMMOCTM, a MOAENN Ha rpbi3yHax HeadekBaTHbl. [ns
OLUEHKM pucka passButmna ﬂEKapCTBEHHOﬁ 3aBMCMMOCTM Haumbonee 4acTto npoBoaATCcA Tpu Buaa
nccnefoBaHuiA; NpeanoYTeHne NekapCTBEHHOrO npenapaTa, caMocTosATe/lbHOe BBeAeHUe NeKapCTBEHHOro
npenapaTta u OUeHKa COCTOSHWA Noc/e ero oTMeHbl. MiccnefoBaHus NpeanovTeHnss U CaMoCTOATESIbHOMo
BBE/JIEHUS /IeKapCTBEHHOrO npenapaTa 06bIYHO MPOBOAATCA KaK OTAesibHble 3KCnepuMeHThl. ViccneposaHus
C OLIEHKOW OTMEeHbl MHOrAa MOryT OblTb BK/IOYEHbl B WCCMeAoBaHMe TOKCUYHOCTW MpW MHOTOKpaTtHOM
BBEAEHMN (rpynna oOueHKn 06paTMMOCTU TOKCUYECcKoro peicTteus). MakcumanbHas [o3a, KoTopas
no3Bo/isieT AOCTMYb KOHLEHTpauuum B nNnasme KpoBM 1abopaTopHbIX XMBOTHbIX, B HECKONbKO pas
npesbillaoWer TakoByl A5 TepaneBTUYECKOW KAWHWYECKOW [03bl Yy YesioBeka, paccmaTpuBaeTcs Kak
noaxoasawas Ans Takux AOKIMHUYECKMX OLLEHOK pycka pasBUTUS 1eKapCTBEHHOW 3aBUCUMOCTMW.

17 Mpoune nccnepnoBaHNda TOKCUYHOCTU

Ecnu nonyyeHHble paHee [JOK/IVHUYECKUE WN KNUHWYECKME [JaHHble O JIeKapCTBEHHOM npenapaTe
NN CXOAHbIX NIeKapCTBEHHbIX Npenapartax ykKasblBaldT Ha BEPOATHOCTb 0COo0bIX npo6neM B OTHOLUEHWUU
6e3onacHocTn, MOryT norpe6oBaTbCA AOMNOMHUTE/IbHbIE AOKIMHUYECKME uccnefoBaHus (Hanpumep, Ans
onpegeneHns noTeHymanbHbIX 6OMapKepoB, A5 BbIACHEHNA MexaHu3ma AelicTBuUS).

B pekomeHgaumsax ICH Q3A n Q3B npefcTaBieHbl NoAxoAbl K KBanudukaumm npyumeceit 1 NpoAyKToB
pasnoxeHus aelicteytouiero Bewecrtsa (12.13). Ecnv gna ksanudumkauum npumecein n npogykTos pacnaja
Heob6xoauMbl cneuunasbHble KcCnefoBaHus, WX NpoBefdeHue, kKak npaBuio, He TpebyeTcAa [0 Havana
KIMHWYeCKnx uccnegoBaHuii Il chasbl, 3a MWCKIOYEHMEM C/lyyaeB, NpPU KOTOPbIX BHOCMMblE B XOAe
pa3paboTkyn M3MEHEeHUs NPUBOAAT K MOABMEHUIO MNpakTUYeckn HOoBOro npodnns npumecein (Hanpumep,
HOBbIE MYyTW CUHTE3a, HOBblE MPOAYKTHI Pa3/NIoXeHUs, obpasytoLiecs B pe3dysbTaTe B3aMMOAENCTBUA MeXay
KOMMOHeHTaMu NiekapCcTBEHHOro npenapara). B Takux cnyyasax gna 060CHOBaHUS NPOBefeHNs KIVHUYECKNX
nccneposanuii Il hasbl M 6onee NO34HMX 3TANoB pas3paboTkM MOryT noTpeboBaTbCs COOTBETCTBYHOLLME
nccneaoBaHus No kBanudmnkaumm npuMeceid 1 NpoAyKToB pacnaja.

18 I/I3yL|eH|/|e TOKCUYHOCTMH KOM6I/IHI/1pOBaHHbIX NneKapCTBEHHbIX NMpenapaTtoB

HacToswuii pasgen pacnpocTpaHsieTcsl Ha KOMGWHUPOBaHHbIe NIeKapCTBEHHbIE Mpenapartbl, KoTopble
npefHa3HayeHbl A1 04HOBPEMEHHOTO NPUMEHEHUS W BKIAAbIBAIOTCA B OAHY YNAKOBKY WAM Afs npuema B
ofiHOWi NnekapcTBeHHOI chopMe («MKCUpOBaHHAs KOMGMHALMS»). V3N0XEHHbIE HUKE MPUHLWMBLI Takke
MOryT ObliTb NPWMEHEHbl K HEKOMGUHMPOBAHHLIM JIEKAPCTBEHHBIM MpenapaTaM, KOTOpble COr/lacHo
MHCTPYKLMM NO MPUMEHEHWI0 MOTYyT MNPUMEHSITbCA OAHOBPEMEHHO C OMNpefeseHHbIM fIeKapCTBEHHbLIM
npenapaToM, B TOM 4uC/ie W HE B BuAE «(DVMKCUPOBAHHOW KOMGUHAUMM», a Takke 1S NEKapPCTBEHHbIX
npenapaToB, HE UMEILLMX JOCTATOUHbIX KIMHUYECKUX JaHHbIX MO KOMBUHUPOBAHHOMY MPUMEHEHMIO.

HacToswuii cTaHAapT NPUMEHSIOT K ClieAyownM KOMOMHALMAM;

1) 4Ba wnu 6onee BeLecTB, HAxXOAALWMXCA Ha MO3AHMX 3Tanax pas3paboTku (coepuHeHus co
3HaUYNTENIbHBIM OMbITOM K/AMHUYECKOTro NpuMeHeHust (To ecTb Il hasa KAMHMYECKOro MccnefoBaHus wim
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NoCT-perncTpaloHHble NccnefoBaHns);

2) ogHO unu 6onee BewWeCcTB, HaXOAAWMXCA Ha MO3AHMX 3Tanax pa3paboTku, u ogHO wunu 6onee
BELLECTB, HAXOAALMXCA Ha paHHWX 3Tanax paspaboTky (MMeeTcs OrpaHWYeHHbIli OMbIT KAWHUYECKOro
NpYMeHeHns, Hanpumep KavHuyeckoe nccnegosanme Il hasbl n 6onee paHHue dasbl NccnefoBaHns), uam

3) 6onee oHOroO BelLEeCTBa, HAXOAALWMNXCA Ha paHHUX aTanax pas3paboTku.

Ons 6onbwyHCTBA KOMOMHaUWii, coAepXalux ABa BELLeCcTBa, HaxXOAAWMXCA Ha NO34HUX 3aTanax
pa3paboTkn, HO ANA KOTOPbIX OTCYTCTBYET 3HAUUTENbHbIV KIUHUYECKWA OMbIT COBMECTHOIO MPUMEHEHNS,
Ana  060CHOBaHUS BO3MOXHOCTW NPOBEAEHUS  KIUHWYECKUX WCCMefoBaHuiA  Wan  rocyfapcTBEHHOM
peructpauum He TpebyeTca nposBeAeHne KOMOVHMPOBaHHbLIX TOKCUMKOMOMMYECKNX UCCNef0BaHuii, ecnm Het
nNpuyMH npegnonaratb BO3MOXHbIA COBMECTHbI TOKCMKOMOrMYeckuii  adhdpekT (Hanpumep, Hanuuve
OAMHAKOBbIX ANA TOKCMYEeCcKoro adhchekta OpraHoB-MuLLEHel). Yka3aHHble NMPUUMHbI MOTYT M3MEHATbCA B
3aBMCUMMOCTM OT YPOBHSA 6€30MacHOCTV M BO3MOXHOCTM MOHUTOPUHrA HexenaTesfbHbiX 3ddekToB y
yenoseka. Ecnu poknuHunyeckoe wuccnepoBaHne TpebyeTcs AN OUEHKM BO3MOXHbBIX COBMECTHbIX
TOKCMKONOrnyecknx adhekToB KOMOGMHaLMM, TO OHO [O/MKHO ObiTb 3aBepLIeHO [0 Hadvasna MNpoBefeHus
K/TMHWYECKMX uccnefoBaHuin KomorHaLum.

[ns kombuHauwmii, cogepxalinx fBa BeLlecTBa, HaX0AALWMXCA Ha NO3AHUX aTanax pas3paboTku, HO Ans
KOTOpbIX OTCYTCTBYET MpUEMNEMbI KAUHWYECKUA OMbIT COBMECTHOrO NpUMeHeHus, AnA 060CHOBaHWA
BO3MOXHOCTU NPOBEAEHWA OTHOCUTENIbHO KPaTKOCPOUHbIX KIUHWYECKUX WCCnefoBaHuin  (Hanpuwmep,
nccnegosanus Il hasbl NPOAOIKNTENBHOCTLIO 0 3 MecALEeB) JOKIMHUYECKNE UccnefoBaHNsa KOMOUHaLMK,
Kak npasuio, He TpebylTCs, ecnM MHeHue 06 OTCYTCTBUM BO3MOXHbLIX TOKCUKOMOTMYECKUX IHEKTOB
KOMOVHaAL MM OCHOBAHO Ha A0CTaTOYHbIX UMEKLWUXCA faHHbIX. BmecTe ¢ TeM Ans NPOAO/KMTENbHbIX U
KpynHoMacLTabHbIX KNMHUYECKUX UccnefoBaHuii, a Takke AN npouenypbl rocyfapCTBEHHON pernctpauun
npoBefeHne JOKNNHUYECKUX nccnefoBaHmnii noAo6HbIX KOMGUHALMI 06a3aTeNbHO.

Ana KombuHauuii BelecTB, HaxXOAAWMXCA Ha paHHUX aTanax pas3paboTkM C KIANHWYECKMM OMbiTOM
NPUMEeHeHus, ¢ BellecTBaMu, HaxoAAWUMNCA Ha NO3AHUX CTagusax pa3paboTku, ANA KOMOUMHaLMN KOTOPbIX
OTCYTCTBYIOT  CYLLECTBEHHble  TOKCMKO/IOTMYECKME  OnaceHus, TOKCUKOMIOrMyeckue  UccrefoBaHus
KoMOVHauMm Ans 060CHOBaHWA BO3MOXHOCTW WCCMef0BaHU MO «MNPOBEPKE KIAVHUYECKOW KOHLUenuuu»
NPOAOC/IXUTENbHOCTLIO A0 1 Mecsiua He TpebytoTcs. KnuHuyeckne uccnepoBaHns KOMOGMHaLUWM He LOSDKHbI
no MPOAO/KUTENILHOCTM MpeBbIWaTb KINHUYECKWA ONbIT MPUMEHEHUA OTAe/IbHbIX KOMMOHEeHTOB. [ns
KTMHUYECKUX unccnefoBaHWii 6onee MNO3AHUX CTaguii U 6onblieli NPOAO/IKUTENBHOCTU AOKAMHUYECKne
nccnenoBaHns KOMOMHaUMn 06a3aTesbHbI.

Ona  kom6uHauwuii, cofepxaliMx BellecTBa, HaxoASLWMECS Ha paHHMX 3Tanax pas3paboTky,
npoBeAeHne AOKINHNYECKUX UCCef0BaHuii nx KOMGUHaUMM 158 060CHOBAaHUS BO3MOXHOCTW NpOBEfEHUs
KTMHUYECKNX UCCnefoBaHnii Heobxoanmo.

Ecnu pna kaxgoro n3 KOMMOHEHTOB KOMOWHauWu nposefeHa MonHas nporpaMma AOKIUHUYECKMX
uccnefoBaHuii, a [OKIMHMYECKOe TOKCUKO/IOrMYeckoe W3yyeHne KoM6uHauun HeobxoAumMo  Ans
060CHOBaHMWA  BO3MOXHOCTU npoBefeHNs  K/IMHUYECKOTO  UccnefoBaHus. NPOAOMKNTENTBHOCTD
uccnefoBaHus  KOMGUHaUMM  AO/MKHA  OblTb  3KBUBAMIEHTHOW  MPOAO/MKUTENBHOCTU  KIMHUYECKOTO
nuccnegosaHua (Ho He 6onee 90 fHei). Takxe 3TO JOKIMHWYECKOe WccnefoBaHve OyfeT NpuUrogHo Ans
npoueaypbl roCcyfapCTBEHHON perucTpauun. [lOKnuMHMYeckoe uccnefoBaHMe KOMOUHAUWMWM  MeHbluel
NPOAOC/IKUTENBHOCTU Takke MOXeT 6biTb NpuemMnemMo AN npouefypbl rocyapCTBEHHOW perucrpauun B
3aBNCMMOCTU OT NPOAO/IKUTENBHOCTU NpeanonaraeMoro KANHUYeCckoro NpUMeHeHus.

[vn3aiiH [OK/IMHWYECKUX UCCNefoBaHuii, pPEeKOMeHAyeMbIX ANA W3yYeHWs KOMOGWHauuw, 3aBUCUT OT
chapmMakoI0rMyeckoro, TOKCUKOIOTMYECKOro 1 hapMakoKMHeTMYeCcKoro npoduneli oTAeNbHbIX KOMNOHEHTOB,
nokasaHuin K NpUMeHeHuto, nmpeanaraemoii LeneBoil nonynsuMn NauvmeHToB U UMEKLUMXCA KIUHUYECKUX
JaHHbIX.

[loknuHnyeckne wnccnefoBaHns KOMOGUHaLMM 06bIYHO NPOBOAATCA Ha OAHOM NOAXOASLWEM Buae
XMBOTHbIX. [pn BbIABMNEHUN HEOXWUAAHHbLIX TOKCUYHbIX 3D EKTOB MOXeT noTpeboBaTbCA NpoBedeHue
[ONONHNUTENBHBIX UCCef0BaHWA.

B Tex cnyuyasx, korga nosHas nporpaMMa [AOK/IMHWYECKUX uccnefoBaHuii Ans  oTAeNbHbIX
KOMMOHEHTOB He BbIMOJIHEHA, [OMNycKkaeTCca MNpOBeAeHWe MOSHOW AOKAMHUYECKOW TOKCMKOMOrMYeCKow
nporpamMmbl TOSIbKO B OTHOLUEHUW KOMBUHaLUM NpW YCIOBUKN, YTO OTAE/IbHbIE KOMMOHEHTbI NpefHasHayeHb!
TONIbKO A5 NPYMEHEHUs B KOMOUHALMN.

Ecnn otaenbHble KOMMNOHEHTbI 6blAN M3YyYeHbl B COOTBETCTBMM C AelCTBYOLWMMU cTaHAapTamu, To
ANA  NpoBeAeHWs  KAVHWYEeCKUX WCCnefoBaHwuii WM npouefypbl  rocyAapCTBEHHON — perncrpauum
nccneoBaHnsi reHOTOKCMYHOCTH, hapMakoiornyeckoi 6e3o0nacHoOCTU 1 KaHLLEePOreHHOCT KOMOMHauun, Kak
npasuno, He TpebywTcsa. B cnyuyasx, korga nonynaums nauuMeHToB BkAwo4vaeT XXCAM. a uccnepoBaHuns
OTAe/IbHbIX KOMMOHEHTOB (KOMMOHEHTA) YKa3biBalOT HA 3IMOPUOHANbHBIA U dheTanbHbI PUCK, NCCNefoBaHUS
KOMOMHaLMN He peKoMeHAYHTCS, NMOCKOMbKy MOTEeHUMasnbHbI Bpes A8 aMOGpuoHanbHOro u dpetanbHOro
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pasBnTnA 4esnoBeka Yyxe 6bIn ycTaHoBneH. Ecnum [oKAnHWYecKue uccnepoBaHus 3M6pVIOHaI'IbHOFO n
l'.bETaI'IbHOFO pPa3BUTUA yKa3bliBalOT Ha TO, YTO HN OANH U3 KOMMNOHEHTOB HE HeCeT pUCKa OHTOreHeTuyeckomy
pasBuTUO YenoBeka, uccnenoBaHusA KOM6VIHaLI|I/II/I He Tpe6y|oTc;| npun OTCyTCTBUN onaceHuid, OCHOBaHHbIX Ha
cBoOiicTBax OTAENNbHbIX KOMMOHEHTOB, 4YTO UX KOM6VIHaLI,VIFI MOXeT OGﬂa,anb puckamun 6e3onacHocTn ana
yesnioBeka. B cnyvaax, korga BMsHME OTAE/IbHbIX KOMMOHEHTOB KOMMNO3ULMK Ha 3M6pI/IOHa!'IbH08 n
CbeTal'IbHOE pasBuTne Kn3sydyeHo, HO Tpe6y}0Tc9| nccnepoBaHuA KOM6VIHaLI,VIVI, pe3ynbTaTtbl nocneaHunx

Heo6Xo4MMOo NpesCcTaBUTb K Havany npoueaypbl rocyfapCTBEHHOW pernctpaumu.

CokpalyeHuns
AUC Area Under the Curve Mnowaas noa
hapMaKkoKMHETUYECKOW KpUBOIA
Crax Maximum Plasma Concentration MakcumasibHas KOHUeHTpaums B
nnasme Kposwu
EC (EU) European Union EBponeiickuii coto3
GLP Good Laboratory Practices Hagnexawasn naboparopHas
npakTmka
XYy (HCG) Human Chorionic Gonadotropin XopuoHu4ecknii roHagoTPONuH
yesioBeka
BWY (HIV) Human Immunodeficiency Virus Bupyc nmmyHogeduunta
ICH International Conference on MexayHapogHas KoHdepeHuns
Harmonisation of Technical Nno rapMoHM3aLnn TeXHUYECKNX
Requirements for Registration of TpeboBaHuin Ana pernctpaymm
Pharmaceuticals for Human Use NeKapCTBEHHbIX CpeAacTB AN
MeAVNLMUHCKOTO NMpUMEHeHUs
B/B (i.v.) Intravenous BHYTpPMBEHHbIIA
MFD Maximum Feasible Dose MakcvmanbHas gonyctmmas
fosa
Mna (MTD) Maximum Tolerated Dose MakcvumasnbHas nepeHocmmas

BHT/ (NOAEL)

No Observed Adverse Effect Level

nosa
Bbicokas HETOKCUYHasA [03a

naT (PET) Positron Emission Tomography [Mo3NTPOHHO-3MUCCUOHHASA
ToMorpadus

®K (PK) Pharmacokinetics PapMakoKkMHeTUKa

®[ (PD) Pharmacodynamics dapmakogmHaMmKa

SAR Structure-Activity Relationship B3anmocBsa3n, 06yC/I0B/EHHbIE
aKTUBHOCTbIO MOJIEKYISIPHO
CTPYKTYPpbI

siRNA Small Interfering RNA Manas nHTepdepupytowas PHK

YKCAMN (WOCBP)
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Mpunoxexve A
(cnpaBoyHoe)

CBe/ileHns1 0 COOTBETCTBUM CChISTOYHbIX MEXAYHAPOAHbIX JOKYMEHTOB HaLMOHa/IbHbIM CTaHAapTam
Poccuiickoin ®epepauun

Ta6bnuua JA.1
O603HaYeHVe CCbUI0HHOro CreneHb O603HaueHVe Y HAVIMEHOBAHWE COOTBETCTBYHOLLIETO HALVIOHA/THOrO
MEX/yHapOZIHOrO I0KYMEHTa CTaHzapTa

ICH S3A Guideline MOD FOCT P 56702—2015 «JlekapCTBEHHble cpeAcTBa Ans
MeANLMHCKOro NpuMeHeHust. JoknmHuueckme
TOKCUKOMOrnyeckme 1 hapMakokMHeTUYeCKMe UccnefoBaHs
6e30nacHoCTu»

ICH S6 Guideline IDT FOCT P 56699—2015 «/lekapCTBEHHblE CpeacTBa A1s
MeANLMHCKOro NpUMeHeHus. [LokNMHUYeckne uccnefoBaHus
6e30MacHOCTN 6MOTEXHOIOMNYECKUX STEKaPCTBEHHbIX
npenapartoB. O6LuMe pekoMeHaLMN»

ICH S7A Guideline IDT FOCT P 56700—2015 «/lekapCTBEHHblE CpeAcTBa A1
MeAMLMHCKOro NpUMeHeHus. JokanHnyeckme
chapmakonoruyeckme uccnefosaHns 6e3onacHoCT»

OECD Principles of good IDT FOCT P 53434—2009 «MpuHUMNbl Hagnexatlei

laboratory practice NabopaTopHOIi NPaKTUKM»

MpumeuaHne — B HacTosLel Tab/vLe WCMOMb30BaHb! CeaytoLLyie YC/IoBHbIE 0603HAYEHNSI CTENEHN COOTBETCTBYA

CTaHAapTOB.

IDT —umaeHTUIHbIe CTaHaaPTbl;, MOO — MoaMAMLMPOBaHHbIe CTaHAAPTbI.
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