Pewenune Konnernn EBpasuiickon akoHoMu4eckom kKommccum ot 26 Hos6ps 2019 roga Ne 202
06 yTBepxxaeHun PykoBoacTBa No AOKITMHUYECKUM UCCrefoBaHMAM 6e30nacHOCTU B Lensix npoBeAeHust
KINMUHMYECKUX UccnenoBaHUi U permcTpauum nekapcTBeHHbIX NpenapaTos
(r. MockBa)

B cooteBetcTBUMM co cTtatben 30 [loroBopa o EBpasuinckoM akoHomuyeckom cotose oT 29 masa 2014 roga,
ctatbern 6 CornaweHus O eduHbIX NpUHUMNaxX W npasBunax obpalleHns nekapcTBEeHHbIX CPeAcTB B pamMkax
EBpasuiickoro skoHomMuyeckoro coto3a ot 23 pgekabpsa 2014 roga n nyHktom 15 nepeyHsa aktoB EBpaswuiickon
9KOHOMUYECKOW KOMWCCUM NO BOMPOCaM PEerynmpoBaHusa ObLLMX PbIHKOB NEKapPCTBEHHbLIX CPeACTB M MEeAULIMHCKUX
usgenuin B pamkax EBpasuiickoro akoHomwmyeckoro cotosa Ha 2017 - 2019 rogpl (MpunoxeHue K pacropsiKEHMIO
CoeTa EBpasuiickol akoHommn4yeckon kommccnm «O06 akTax EBpasniickor SKOHOMUYECKOW KOMUCCUM MO BOMpocam
perynmpoBaHusa OOLMX PbIHKOB NEKapCTBEHHbLIX CPEACTB M MEAMUMHCKUX u3fdenuini B pamkax EBpasuiickoro
3KOHOMMYecKoro coto3a» oT 17 mas 2017 r. Ne 15) Konnerust EBpa3avinckon 9KOHOMUYECKOM KOMUCCUK peLuvna:

1. YTBepauTtb npunaraemoe PykoBOACTBO MO AOKMMHUYECKMM WUCCNedoBaHMsM Ge3onacHOCTU B Lensix
npoBefeHns KNMHUYECKUX UCCNeAOoBaHNA U perucTpaunm nekapCTBeHHbIX NpenapaTos.

2. Hactosiwiee PeleHne BCTynaeT B cuny MO ucTedyeHun 6 MecsiueB € Aatbl ero  oduumanbHOro
onyoGnrKoBaHUS.

Mpun atom wncxoouTb M3 TOro, 4YTO B CrNyvyae, €Ccnv peanusauusi MONOXKEHWA yka3aHHoro PykoBoacTsa
OCYLLECTBMSIETCS B COOTBETCTBUM C akTamu EBpasuiickon 3kKOHOMUYECKON KOMUCCUW, NPUMEHEHNE TaKUX MONOXEHWUI
OCYLLECTBNSIETCS C AaTbl BCTYMMEHWA B cuny (C gatbl Ha4ana nprMeHeHUs1) COOTBETCTBYIOLLNX aKTOB.

Mpeanceparens Konnerun
EBpa3ninickon 3KOHOMMYECKON KOMUCCUMN T. CapkucsiH
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YTBEP>XOEHO

Pewenvnem Konnernm

EBpasnimnckomn 3KOHOMUYECKOM KOMUCCUN
OT 26 Honbps 2019 r. Ne 202

PYKOBOACTBO
No AOKIIMHUYECKNM nccrnefoBaHMAM 6e30nacHOCTH
B Lenax nposeAeHus KNMHUYECKNX nccrneaosaHnm
M perncTpauum fieKkapcTBeHHbIX NpenapaToB

|. O6LwKre nonoxeHus

1. Uenbto HacTosiwero PykoBoacTBa siIBNSETCS yCTAHOBNEHWE €AMHOro nopsiaka npoBeAeHUsA OOKMMHUYECKMX
uccnegoBaHuin 6e30MacHOCTM feKkapCTBEHHbIX MpenapaTtoB (danee - OOKMMHUYEeCKUMe WuccrnegoBaHus) Ans ux
nocrnegyoLlen perncTpauumn B pamkax EBpasniickoro akoHommyeckoro cotosa. B HacTosilem PykoBoacTBe oTpaxeHa
B3aMMOCBA3b MeXZy HeobOXOoOAMMOCTbIO MPOBEAEHUS AOKIMHUYECKMX UCCINELOBaHUA U NPOBEAEHMEM KITMHUYECKMX
uccrieoBaHuii ¢ y4acTMeM YeroBeka.

2. HacTosuwee PykoBoacTBo HanpaBneHo Ha obecneveHue:

6e3onacHon, 3TU4HON pa3paboTku 1 BHEOPEHUSI HOBbIX JIEKAPCTBEHHbIX MPEnapaTos.;

CBOEBPEMEHHOIO NPOBEAEHUS KITMHNYECKNX NCCIea0BaHUiA;

COKpaLLEeHNs1 NCMONb30BaHMsA B UCCregoBaHUAX NabopaTopHbIX XXMBOTHBIX B COOTBETCTBMU C nMpuHumMnamm 3R
(3ameHa, ynydweHue, cokpaweHue) (replacement, refinement, reduction);

COKpaLLeHMs1 UCNONb30BaHUA APYrMx pecypcoB npu paspaboTke nekapCTBEHHbIX NpenapaTos.

HeobxooMmMo y4uTbIBaTb BO3MOXHOCTb WUCMOMb30BaHWSA HOBbIX anbTepHaTMBHBLIX in Vitro MeTodoB OLEHKU
6e3onacHoCcTW, KOTOpble MNpU WX Haanexawen Banugauum w oJoOpeHWU  YNOMHOMOYEHHBIMU — OpraHamu
(aKCnepTHbIMM  OpraHM3auMaMn) rocygapctB - uYrneHoB  EBpaswiickoro  3KOHOMWYECKOro coto3a  (panee
COOTBETCTBEHHO - rocyaapcTBa-uneHbl, Col3) MoryT 3aMeHNTb CyLLECTBYIOLLME CTAaHAAPTHbIE METOAbI.

3. Hactosawee PykoBOACTBO COCTaBMeHO B UeNAX rapMOHU3auMn OOKITUHUYECKUX UCCNeaoBaHUN,
HanpaBneHHbIX Ha 060CHOBaHNE NPOBEAEHUSA KMMHMYECKON pa3paboTkM NekapCTBEHHbIX NpenapaToB Ha Pa3nnyHbIX
ee aTanax.

4. Hactosiwee PykoBOACTBO COAEPXUT YKa3aHUs OTHOCUTENbHO BWAA, MNPOAOIDKUTENBHOCTU U CPOKOB
NpoBeAeHNs OOKIMHUYECKNX UCCINEAOBaHUA B KayecTBe 0OOCHOBaHUSA MPOBEAEHUS KITUHUYECKUX UCCNELOBaHWUA U
perucTpauum fekapcTBEHHbIX NpenapaToB.

5. [HoknuHudeckas oueHka 6e30MacHOCTM NEeKapCTBEHHbIX MpenapaTtoB B LENsAX WX perucrpauuu
npenycMaTpuBaeT NpoBeAeHNE:

a) hapMaKonorM4ecknx NccnegoBaHuin;

0) nccnegoBaHU OOLLETOKCMYECKUX CBOWCTB;

B) TOKCUKOKMHETUYECKMX U OOKIMHNYECKMX (hapMaKOKMHETUYECKUX NCCNEOOBAHNN;

r) nccnegoBaHUn peNPOAYKTUBHON TOKCUYHOCTH;

[) uccnenoBaHuii reHOTOKCUYHOCTY;

€) OLEHKM KaHLIepOreHHOro noTeHuuana B OTHOLUEHMW JEKapCTBEHHbIX MpenapaToB, BbI3bIBalOLIMX OCOOble
onaceHust Ny nNpegHasHayYeHHbIX ANs ANMTENbHOTO NPUMEHEHNS.

6. HeobxogumocTb NpoBeAEeHWUst [OOKMUHUMYECKMX UCCMeOOoBaHWN B LUENsiX OUEHKM (POTOTOKCMYHOCTH,
WMMYHOTOKCUYHOCTMU, TOKCUYHOCTM Ha HEMONOBO3PESbIX XMBOTHBLIX M CKITOHHOCTU K BO3HWKHOBEHWIO NEKapCTBEHHOWN
3aBMCUMOCTHY ONpeaensieTcs B UHANBUAYaNbHOM MOPSAKE.

7. Hactosiwee PykoBOACTBO MPUMMEHSIETCS Ha dTane pas3paboTku NekapCTBEHHbIX MpenapaToB U COAEPXUT
o6wwume TpeboBaHUA K NpoLEeccy AOKITMHUYECKOW pa3paboTku NekapCTBEHHbIX Npenapartos. [naHnpoBaHve n aM3anH
OOKIMMHUYECKUX UCCNENOBAHUA U KITMHUYECKUX MCCNEOOBaHNA C y4aCcTMEM YerioBeKka OCHOBBLIBAKOTCS Ha MOAXOAeE,
YAOBMNETBOPUTENBHOM C HAyYHOM U 3TUYECKOW TOYEK 3PEHMS.

8. NccnepoBaHus 6e3onacHOCTU BMOTEXHOMOMMYECKMX NEKAapCTBEHHbIX NpenapaToB HEOOX0AMMO NPOBOAUTL B
COOTBETCTBUM C TpeboBaHuaMK rnaB 5.3 - 5.4 MNpaBun npoBeaeHUs UccreoBaHUn GUONOrMYECKNX NEKAPCTBEHHbIX
cpencTts EBpasuiickoro 3koHOMWYECKOro cot3a, yTBepXaeHHbIx PelieHnem CoBeTa EBpasviickoli 3KOHOMUYECKOM
kommuccum ot 3 Hosiops 2016 r. Ne 89. lpu npoBegeHun uccnenoBaHus 6e30MacHOCTM BUOTEXHONMOrMYECKMX
NEKapCTBEHHbIX MpenapaTtoB HacTosilee PykoBOOCTBO MPUMMEHSIETCS TONbKO B OTHOLUEHUW CPOKOB NPOBEOEHUst
OOKNMMHUYECKMX UCCregoBaHMM B 3aBUCUMOCTM  OT  pasbl  KIMMHWYECKON pa3paboTkm  BMOTEeXHONOrmyYecKmx
JNEKapCTBEHHbIX NpenapaToB.

Pesynbtatbl uccnenoBaHuii 6e30MacHOCTU  NEKApPCTBEHHbIX MpenapaTtoB, AJNIUTENbHO MPUMEHSIEMbIX B
MEOMLMHCKON MpaKTUKe W CoAEepXaliMxX OEeWCTBylOLUME BellecTBa, AaHHble O OOKMUHWYECKOM WCCNeaoBaHuu
KOTOpbIX OrpaHU4YeHbl UMM OTCYTCTBYHOT, AOMNycKaeTCcs MNpeacTaBnsiTb B COCTABE CMELUAHHbIX PerMcTpaumoHHbIX
[OCbe NeKapCTBEHHbIX nNpenapaTtoB. CocTaBneHne LOKYMEHTOB O AOKIMHUYECKUX UCCNEAOBAHUSIX AN CMELUaHHbIX
PErNCTPaLMOHHBIX JOCbE JNIEKAPCTBEHHbIX NPenapaToB OCYLLECTBMSIETCS B COOTBETCTBMU C TpeOGOBaHNSIMU, COrMAcHO
npunoxexuo Ne 1.

9. B uensx onTUmMu3auMM U YCKOpPeHWs pas3paboTkym neKapCTBEHHbIX MpenapatoB pAns  fiedeHus
XKM3HEYrpoXaLWnx 1 Tshkenblx 3aboneBaHnii (Hanpumep, pacnpoCcTpPaHeHHOro paka, pe3ncteHTHon BY-nHdekuun,
COCTOSIHUSI, OOYCMOBMEHHOIO BPOXAEHHOW (hEPMEHTATMBHOW HEAOCTATOYHOCTLIO), HE MMerLwmnX 3deKTUBHON
Tepanuu, JONYCTUM WHAMBMAYANbHbIA NOAXOA K TOKCUKONOrMYECKOW OLIEHKE WM KIMHUYECKOoW paspaboTtke. B atux
crnyyasix, a Takke B OTHOLIEHWU JIeKapCTBEHHbLIX MpenapaTtoB, CO34aHHbIX Ha OCHOBE WHHOBALMOHHBLIX
TepaneBTUYecknx MetogoB (Hanpumep, manon uHTepdepupyowen PHK (siRNA) n agbioBaHTHbIX BakuuH), B
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nporpaMmMe [JAOKIMMHUYECKOTO WCCNEAOBaHWst OONYCTUMO COKpalleHue, oTka3 OT MpoBefAeHust unu gobasneHve
onpefeneHHblX uccnegosaHuii. [ns peweHus Bonpoca 06 obbeme WM3MEHeHW NporpaMMbl OOKITMHUYECKOrO
uccregoBaHus HeobxoAMMO PYKOBOACTBOBaTbCA MOMOXEHUsIMM akToB opraHoB Cot3a B cdepe ob6palleHusi
neKkapCTBEHHbIX CPeaCTB UMK 3aKOHOA4ATENbLCTBOM roCy4apCTB-4NEHOB.

10. JoknuMHu4yeckne uccnegoBaHus Heobxoanmo npoBoauTb C ydeToM TpeboBaHui nyHkToB 34 n 35 lMpaBun
perncrTpauumn n aKCnepTu3bl NeKapCTBEHHbIX CPeACTB ANS MEeAULMHCKOrO NMpUMEHeHUsl, YTBEPXAEeHHbIX PelueHnem
CoBeTta EBpasunckon akoHoMmuyeckon kommccum oT 3 Hosiops 2016 r. Ne 78 (panee - lNpaBuna peructpauuu um
3KCNepTu3bl).

11. JoknuHnyeckne uccnenoBaHusi, NPoBeAeHHbIE 3a npedenaMu TamoxeHHon Tepputopum Cotosa, JOMKHbI
ObITb BbINOMHEHbI C Y4€TOM yKa3aHui nyHkta 35 [NpaBun perncrpaumm n 3KCNepTu3bl, a Takke COOTBETCTBOBATb
HacTosAwemy PykoBoacTBy u aApyrmm aktam opraHoB Coto3a B cchepe obpallieHns nekapcTBEHHbIX CPeACTB.

12. Mo Bonpocam, He yperynupoBaHHbIM B HacTosiem PykoBoacTtBe, 3asBuTenu BrpaBe 06paTuTbcs 3a
Hay4YyHOW KOHCynbTauuen B YMONHOMOYEHHbIE oOpraHbl (3KCMEpPTHble OpraHuW3auuu) rocyaapcTB-YNeHOB B
COOTBETCTBUM C MYHKTOM 26 [MpaBun perncrpaumm n akcnepTuab.

13. Pa3paboTka nekapcTBEHHOro npenapara - No3TanHbI Npouecc, NpeaycMaTpuBaloWmMiA OLEHKY AaHHbIX O
ero adpdekTMBHOCTN 1 6e30NacHOCTU ANS XMBOTHbLIX U YenoBeka. K Lensam AOKNUHMYECKON OLeHku Be3onacHoCTU
OTHOCUTCH YCTaHOBIEHME:

XapakTepUCTUK TOKCUYECKOTO AEVNCTBUSA B OTHOLLEHUN OPraHOB-MULLEHEW;

3aBMCUMOCTM TOKCUYECKOTO AENCTBUS OT 403bI;

3aBMCUMOCTM TOKCUYECKOTO AENCTBUS OT IKCMO3NLIMMK;

NnoTeHUUanbHON 06paTUMOCTM TOKCUYECKOTO AEVCTBUS (B COOTBETCTBYHOLLMX CMyYasX).

lMonyyeHHble cBeOeHVs WCMOMb3YyT ANA OUEHKUM HadvanbHoM 6es3onacHor [o03bl M Anana3oHa [o3 B
uccrnegoBaHusax C ydacTveM YernoBeka, a Takke AN onpefeneHns COOTHOLUEHWUS «MoMb3a - PUCK» U NapamMeTpoB
KIMMHUYECKOro MOHUTOPWHIA NOTEHUManbHbIX HexenaTtenbHbIX 3 dEKTOB.

14. JoKknnHM4eckne nccneaoBaHnsi, HECMOTPS Ha OFPaHUYEHHbIN XapakTep Ha HavanbHOM 3Tane KIMHUYECKON
pa3paboTkM, OOMKHbI ObiTb OOCTAaTOYHBIMU Afsi OMUCAHMSA MOTEHUMAanbHbIX HeXenaTenbHbIX peakuui, KoTopble
MOTYT BO3HUKHYTb B YCINOBUSIX 060OCHOBAHHOMO KIMHUYECKOro UCCreoBaHus.

15. KnuHuuyeckve wnccneqoBaHus MPOBOASTCA B LensdAX uM3ydeHus adpdektnBHOCTM UM BesonacHocTm
neKapCTBEHHOrO npenaparta, HayMHasi C OTHOCUTENbHO HW3KOW CUCTEMHOW 3KCMo3vmumuM y Hebonbluoro 4ucrna
cybbekToB. 3a HUMUK CnenyroT KNMHUYECKME MCCNEAOBaHWs, B KOTOPbIX 3KCMO3MLMSA NEKapCTBEHHOro npenapara
YBENMUYMBAETCH, Kak NPaBuo, 3a CYET NPOAOIHKUTENBHOCTU NPUMEHEHUA 1 (M) pa3Mepa Nonynsauum NauneHToB.

16. KnuHnyeckne nccnenoBaHnsi HEOOXOOMMO pPacLUMpsiTb, €CNKU NOMNyYeHbl pe3ynbTaThl, NOATBEPXAAOLLIME
poctaTtoyHyto 6e3onacHOCTb NekapCTBEHHOro npenapata B paHee MNpOBEAEHHOM KIMMHWMYECKOM MccregoBaHun
(nccnepoBaHuMAX), @ TakkKe MPU HanMMYMKU OOMONHUTENbHBIX AAHHBLIX JOKIMHUYECKUX UccrnegoBaHuii 6esonacHocTw,
KOTOpble CTAHOBATCS JOCTYMHLIMU MO MEPE BbINOHEHNS KIMTMHUYECKOW pa3paboTku.

17. CepbesHble HexenaTenbHble 3MEKTbI, BbISBMEHHbIE HA KIMMHUYECKOM W (MnM) OOKNMHUYECKOM 3Tanax
pa3paboTkM nekapcTBEHHOro npenapaTa, MOryT MOBMAWATb Ha MPOAOMKEHWE KIMHUYECKon paspaboTku. B uensix
onpenenexust LenecoobpasHocTn pas3paboTkM Au3anHa U NpoBeAeHUs LOMONHUTENbHbBIX OOKMUHUYECKUX U (Mrn)
KIMUHUYECKMX WCCNefoBaHUM 3TU [aHHble Heobxoaumo paccMaTpumBaTb B pamkax obuiero nnaHa KIUHWYECKOMN
pa3paboTku.

18. KnuHnuyeckne uccnegoBaHus NpoBOAATCA C pasgeneHnem no asam KnMHUYeckon paspaboTkuy, Kaxaas u3
KOTOpbIX UMeEEeT pasnuyHble uenu. [Mockonbky ponyckaetcs obbeanHeHne a3 KIuMHUMYeckow paspaboTtku, B
HacToswemMm PykoBoacTBe TpebOoBaHWsi K OOKIMHUYECKMM WUCCNEAOBAHUSIM COOTHECEHbI HE TONbKO C hasamu
KINMHNYEeCKON pa3paboTKn, HO U C XapakTePOM KIMMHUYECKUX UCCIEL0BaHMI U LIeNeBOW Nonynsaumen.

19. ToHATMA, ncnonb3yemble B HacTosieM PyKOBOACTBE, NMPUMMEHSIIOTCS B 3HAYEHUSX, OMPEAENEHHbIX B
MpaBunax Hagnexatlen KNMHUYEeCKon NpakTukM EBpasuinckoro aKOHOMUYECKOTO COH3a, YTBEPXKAEHHbIX PelueHnem
CoseTa EBpasuiickon akoHomMuuyeckon kommcenm ot 3 Hoabpsa 2016 r. Ne 79.

Il. BbiI6op MakcMmarnbHbIX [03
B MccriefoBaHNsX obLLe TOKCUYHOCTH

20. B cnydae ecnu B TOKCMKOMNOMMYECKUX UCCNEAOBaHUSAX YAAETCS OXapakTepu3oBaTb BCe MOTeHUManbHble
KMUHWYECKN 3Hauumble 3dpdpekTbl Npy BBeAEeHWM AuanasoHa [03 feKapCTBEHHOro npenaparta Hwke, YeMm ero
MakcMmanbHas nepeHocumas gosa (MTD), To ycTaHaBnvMBaTb MakCMMarbHY0 NEPEHOCMMYIO 403y B KaXKAOM TakoM
uccregosaHum He TpebyeTcs.

21. K ppyrum nogxoAsiluyMm npedenbHbiM 403aM OTHOCHATCSA A03bl, CO3haloLlme B OpraHu3Me BbICOKME KpaTHble
9KCMO3ULMM UIN HaCbILLEHWE 9KCMo3numumn, Nnbo makcumanbHasa goctmkumas gosa (MFD). Takue npeaensHble 4036l
MO3BOMSAIOT HE UCMOSMb30BaTb B OTHOLUEHUW XMBOTHbIX [03bl, KOTOpbIE He AAal0T OOMNOMHUTENbHBIX CBEASHWI Ans
NPOrHO3NpoBaHuUsi KnuHu4eckon GesonacHocTu. MNoaxod k BbIOOPY MakcuMarnbHbIX 403 B MCCNeAoBaHMaX obLuen
TOKCUMYHOCTW NpUBEAEH Ha pUCYyHKe. DTOT NOAXOA COrfnacyeTcs C yka3aHWsSMU B OTHOLLEHWUW AM3aiHa uccrnegoBaHui
penpoayKTMBHOW TOKCMYHOCTM WM KaHLEPOreHHOCTM, B KOTOPbIX YXe onpeferneHbl npefenbHble [03bl U (Mnn)
3KCNO3MLUUN.
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PucyHok. Moaxoa k BbIGOpY MakcuMarnbHbIX 403 B UCCNe[0BaHNAX 06LLe TOKCUYHOCTU

22. lMpepenbHble [003bl ANS UCCNELOBaHUMM TOKCUYHOCTM MPU OAHOKPATHOM WM MOBTOPHOM (MHOFOKPaTHOM)
BBedeHun, paBHble 1 000 mr/kr/cyT. AN rpbi3yHOB U HErpbI3yHOB, MPU3HAHbLI NPUEMIIEMbIMW BO BCEX Cryyasx, 3a
UCKIMOYEHNEM CIyYaeB, ecrnu:

posa 1 000 mr/kr/cyT. He obecneumBaeT 10-KpaTHOrO NPEBLILEHUST KMMHUYECKOW 3KCMO3MLUN, a KIUHMUYecKas
fo3a npesblwaeT 1 r/cyT. B aTom cnyvae [o3bl B TOKCUKONOMMYECKUX MCCNefoBaHusx Heobxoaumo orpaHnymTb 10-



KpaTHbIM MpeBbIleHMeM akcnosunumn, nubo goson, pasHon 2 000 mr/kr/cyT., NGO MakcMmanbHOW AOCTWKUMOW
030 B 3aBUCMMOCTW OT TOrO, Kakas U3 3TUX 403 MEHbLLIE;

no3a 2 000 Mr/kr/cyT. MeHbLUE KITMHUYECKOM 3KCno3numn. B aTom criyyae mMoxeT noTpeboBaTtbCs yBenMyeHve
[03bl BNAOTb 0 MakCcMManbHOW AOCTUXNUMOWM A03bI.

23. [osbl, obecneuvnBatowme 50-kpaTHOe MPeBbILIEHME CPeAHEN 3KCMO3ULMEN KITMHUYECKOW 3KCMO3ULUK, Kak
npaBuno, Takke NpuemnemMbl B KayecTBe MaKCUMarbHOW [03bl B UCCNEAOBAHUSX TOKCUYHOCTM NPU OL4HOKPATHOM
BBEOEHUN U TOKCUYHOCTWM C MOBTOPHbIM (MHOrOKpaTHbIM) BBEAEHMEM BCEM BUAAM >XUBOTHbIX MPU YCrOBUW, YTO
yCTaHOBMNEHa NUHENHas 3aBUCUMOCTb «403a - KOHUEHTpauus» WMCXOOHOro COeAMHEHUst unmn apmakoriormyecku
aKTUBHOW MOMEKyIbl NponekapcTea B Guonormyeckom matepuane.

OKkcno3nunto HeobxoouMo OnpeaensiTb AN WUCXOOHOrO COeAMHEHUs unn  apMaKoNorMyeckn akTUBHOM
MOIEKYIbI MPOfekapcTBa no rpynnoBoMy CpeAHEMY 3HAYEHUIO MIOLLaAW NOA KPUBOW «MNia3MeHHasi KOHLEHTpaums -
Bpemsa» (AUC) c MOMeHTa npuema nekapCTBEHHOrO npenaparta. B HeKoTopbIxX criydasx npeBbilUeHWEe 3KCNOo3uLum
JonyckaeTcsa onpeaenaTb MO rpynnoBbIM CPeAHWM 3Ha4YEHUSIM MaKCMMarnbHOW Mra3mMeHHON KoHueHTpauun (Cmax)
(Hanpumep, ecnu coeguHeHue WnM Knacc CoeAuHEeHUM CcnocobHbl BbI3blBaTb OCTPble CepAeYHO-COCYyaAUCTbIE
N3MEHEHUS UMK KINUHUYECKNE CUMNTOMbI, CBA3aHHbIE C BO3AENCTBMEM Ha LiEHTPanbHY0 HEPBHYIO CUCTEMY).

24. na obocHoBaHWsi npoBefeHWUst KNuHudyeckux uccriegosaHuin I ¢asel Heobxoammo, kak npaswno,
onpeaennTb [030NMMMUTUPYIOLLYIO TOKCUMYHOCTb HE MeHee 4YeM Ha 1 BMAE XMBOTHbIX C MNpeaenbHOW J030M,
obGecneuymBatolien 50-kpaTHoe MpeBbIEHME JKCMo3vuun. B NpoTMBHOM crnyyae pekoMeHAyeTCcs NpOBeCTU
uccriegoBaHue npoJorkMTenbHOCTblo 1 Mecsy, (unu Gonee), Ha OOHOM BMAE XXMBOTHBLIX C MpenenbHON O030W,
paBHoi 1 000 mr/Kr, MakCMMarbHOM OOCTUXMMOWM J03€e UM MakCMMarbHOW NePeHOCUMON 403€e, C UCMONb30BaHNEM
MeHbLUe M3 3TUX [[03. Takoe uccnedoBaHWE MOXET He MNoTpeboBaTbCHA, €Criv B WUCCNeoBaHUM MEHbLUEWN
NPOAOCIKNTENBHOCTM  YCTAHOBMNEHA O030MMMUTUPYIOLLAs TOKCUMYHOCTb MNpuM  [03ax, MpeBbialwmnx A03bl,
obecneumsatone 50-kpaTHOE NPEBbLILLEHNE SKCNO3MLMN.

25. Ecnn B wnccnegoBaHve o0OLWLE TOKCUYHOCTM BKITHOYAKOTCA KOHEYHble TOYKM TFEHOTOKCMYHOCTK, TO
noaxodsaLyd MakCumarnbHyl 03y Heobxoammo BblIGMpaTb Ha OCHOBE MaKCUMAanbHOW AOCTMXMMOW O03bl,
MaKCHMMarnbHOW NePEHOCUMON 403bl UK NpeaenbHoN A03bl, paBHon 1 000 mr/kr/cyT.

lll. N'ccnepoBaHusa cpapmakonornyeckon 6esonacHocTu

26. NccneposaHua dapmakonormyeckon 6esonacHoCTM 1 dpapmakognHammnyeckme nccrnefoBaHus NpoBOAATCS
B COOTBETCTBMM C PYKOBOACTBOM MO WccnegoBaHuio apmakonornyeckon 6e30nacHOCTN NeKkapCTBEHHbIX
npenapaToB ANA MeAULMHCKOrO NPUMEHEHUs1, NpyHMMaeMbIM EBpa3niickon SKOHOMUYECKON KOMUCCUEN.

27. OcHoBHoOM Habop (baTapes) uccnenoBaHuii hapmMakonormyeckort 6e3onacHoCTy BKMtOYaeT B cebs OLeHKY
BO3[ENCTBMA Ha CepAevHO-COCYAMCTYIO, LEHTparibHYl0 HEpPBHYIO W AOblXaTenbHYl CUCTEMbl, KOTOpas AoSkHa
NpoBOAMTLCSA A0 Hayana KIMHWYecKon paspaboTkm B COOTBETCTBMM C PYKOBOACTBOM MO WCCMEOOBaHuUIo
dapmakonornyeckorn 6e30nacHOCTV fiekapCTBEHHbIX NpenapaToB AN MEAVNLMHCKOTO MPUMEHEHUS.

28. BcrnomoraTtenbHble W Mocriegylowne  uccrnegoBaHus  hapmakornormyeckon  6esonacHocT  npu
HeobxoAMMOCTM AonyckaeTcsi NPOBOANTL Ha Bornee NO3aHMX 3Tanax KMMHUYEeCKon pa3paboTku.

29. B uensax ymeHbLUEHUS MCMONb30BaHMS XUBOTHBIX B MCCregoBaHUsAX dapmakonormdyeckon 6e3onacHocTm
Heo6XxoaMMO NpeayCcMOTPEeTb BO3MOXHOCTb 3aMEeHbl 3TUX NCCNEeAOBaHNA OLEHKON onpeaerneHHbIX KOHEYHbIX TOYeK B
pamkax uccnegoBaHuii 06LLEeN TOKCUYHOCTY in Vivo.

30. WccnepoBaHus nepBuyHON dhapMakogmMHaMuky (in vivo u (Mnu) in vitro) HanpaBneHbl Ha u3y4YeHue
MexaHu3ma gencTens n (nnun) acpdeKkToB AENCTBYIOLLErO BELLEeCTBa N0 OTHOLLEHMIO K ero LierieBol TepaneBTU4ecKon
mMuweHn. Takne nccrnedoBaHWs MPOBOAATCA B HayanbHoW dase dapmaueBTU4ecKon pa3paboTkvu nekapCTBEHHOro
npenapata, ux nposefdeHne gonyckaetca 6e3 yyeta TpeGoBaHui [1paBun Hagnexaluen nabopaTopHOW MPaKTUKM
EBpasuninckoro 9KOHOMMYECKOro cot3a B cdepe obpalleHns nekapCTBEHHbIX CPEACTB, YTBEPXAEHHbIX PelueHnem
CoBeTta EBpasuinckon akoHommyeckon kommuccum ot 3 Hosbps 2016 r. Ne 81 (panee - lNpaBuna naGopaTopHON
npakTuk1). PesynbTtaTtbl 3TX uccrnenoBaHuin y4mTbiBaloTCsa npn ob6ocHoBaHWMK Beibopa 403kl (pexrMa A03npoBaHnS)
B AOKIMMHNYECKNX U KITMHUYECKMX NCCNEAOBaHUSX.

IV. TokcukoknHeTnyeckue n papmMakoKMHeTM4ECKME uccnefoBaHus

31. [o Havamna KIUHWYECKMX WCCrefoBaHUM HeoOXOAMMO OueHUTb MeTabonuueckun npodunb U CTENEHb
cBA3bIBaHMA ¢ 6enkamu nnasmbl y XXMBOTHBIX 1 YeroBeka in vitro, a Takke npoaHanua3npoBaTb AaHHbIE O CUCTEMHON
3KCMO3NLMK, NONYyYEHHbIE B UCCNEAOBAHMAX HA BUOAX XXUBOTHbIX, UCMOMNb30BaHHbIX AN U3Y4YEHUSA TOKCUYHOCTM Npu
NMOBTOPHOM (MHOrOKpPaTHOM) BBEAEHWMM LOENCTBYIOLLErO BELLECTBA JIEKapCTBEHHOrO npenapaTta, B COOTBETCTBUM C
PYKOBOACTBOM MO W3Y4YEHUIO TOKCUKOKMHETUKM W OLEHKM CUCTEMHOrO BO3OEWCTBUS B  TOKCUMKOIOMMYECKUX
ncenefoBaHuax, npuHMmaemomMm EBpasminckon 3kKOHOMUYECKON KOMUCCUEN.

32. [o HasHauyeHus1 nekapCTBEHHOro npenapaTta 6onbLIOMY YMcry CyOLEKTOB MNU B TEYEHUE ANUTENBHOro
BpemeHu (kak npaBuno, Ao Havana Il asbl KNMHMYECKNX nccnenoBaHWin NEKAPCTBEHHBIX NpenapaToB) HEO6XoAMMO
pacnonaratb 6Gornee nOApOOHBIMM [aHHBIMM O hapMakokMHeTMKe (BKM4Yasi cBedeHusi o6 abcopbumm,
pacnpegeneHun, metabonvame u BbIBEOEHWMM) Yy UCMbITYEMbIX BWOOB JXMBOTHbIX M in vitro Guoxumuyeckumu
OAHHBbIMK, 3HAYUMbIMW AN BbISBIIEHUS MOTEHUMAmNbHbIX NEKAPCTBEHHbIX B3aMMOAEWCTBUN. OTWM [AaHHble
MCNONb3YHTCA ANsl CPaBHEHUs MeTabONMMTOB YeroBeKa M XUBOTHBIX, @ TakKe Ans onpegeneHus HeobxoanmocTn
NpoBeAeHWS AONOMHUTENBbHBIX UCCNeS0BaHWN.

33. [OoKnMHMYecKoe YCTaHOBIEHME XxapakTepucTuk MeTabonuta (mMeTabonuToB) 4ernoBeka Heobxogumo
OCYLLEeCTBNATb TOMbKO B TOM Crnydae, ecnvM ero akcnosvums npesbiwaet 10 % oOT cymMmapHOW 3KCnosmuuu
NeKapCcTBEHHOrO Mpenapata W BeNWYMHa SKCMO3ULUMKM Yy  4YeroBeKa 3HaYMMO MNPEBLIWAET  3IKCMO3ULMIO,
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HabnoaaBLLYIOCA B TOKCUKOMOrMYECKMX UCCNefoBaHUsiX. Takue uccrnegoBaHus nNpoBoasTcst Ans obocHoBaHWs
npoBefeHns KnuHudecknx mnccnegosanuin |l dasbl. B OTHOLWEHWM nekapcTBeHHbIX MpenapaTos, CyTOYHas [403a
koTopblx mMeHee 10 wr, ponyckaetcd obocHOBbIBaTb 6Gornee BLICOKMWA Npeden 3KCno3vumMu ANns npoBeAeHus
AOKMMHMYECKOro uccrnegoBaHna metabonuta ¢ yposHeMm, npesbiwawwym 10 % OT CymMMapHOW 3KCMO3vLmK
nekapcTBeHHoOro mnpenaparta. HekoTtopble MeTabonutbl (Hanpumep, OGOMBLUMHCTBO [MYTaTUOH-KOHBLIOraToB) He
NpeacTaBnsAlT TOKCUKOMOTMMYECKOW OnacHoCTM W He TpebyT npoBeaeHus uccnegosBaHuin. [JoknuHWYeckoe
YCTaHOBMNEHNE XapakTepucTuk MeTabonuToB C BbISBNEHHOW MPUYMHOM AN onaceHwn (Hanpumep, metabonuta,
CBOWVICTBEHHOrO TOJIbKO YEroBEKY) paccMaTpMBaeTCs B MHAMBUAYaNbHOM MOpsAKe.

V. UccnepoBaHusi TOKCUYHOCTU NPU OAHOKPATHOM
BBeAEeHUU JNIeKapCTBEeHHOro npenaparta

34. [laHHble N0 TOKCMYHOCTM NPU OOHOKPATHOM BBEAEHMM NEKapCTBEHHOrO npenaparta TpaguLMOHHO Nofy4vatoT
B MUCCMNeAoBaHMAX TOKCUYHOCTW C BBEAEHVMEM MINEKONUTaloLWMM ABYX BUOOB C MCMONb30BaHMEM MapeHTepansHoro
nyTM BBEAEHUS U NYTW BBEAEHUS, YKA3aHHOrO B MpoekTe obLien XapakTepuUCTUMKU fekapCTBEHHOro npenaparta.
BmecTte ¢ TemM 3TM AaHHble TakkKe MOXHO MNOMNyyYuTb B Hagnexawum obpasoM NpoBOAUMBIX MCCNeaoBaHUSAX
acKanauum 4o3bl UK KpaTKOCPOYHbIX UCCreaoBaHUAxX no nogbopy AnanasoHa 403, KOTopble NO3BONAT onpeaenvTb
MaKCMMarbHyl0 NEPEHOCKMMYIO A03Y Y XUBOTHbIX, UCMOMNb3yEMbIX B MCCMefoBaHMAX 06LLEN TOKCUYHOCTH.

35. MNMpu HaNM4MM gaHHbIX TOKCUYHOCTU NPU OLHOKPATHOM BBELAEHWUM NEKapCTBEHHOro npenaparta, Nony4eHHbIX
npyv NpoBefeHun OpYrnx uccneoBaHUn, oTaeNbHble UCCNeAoBaHWs C OAHOKPaTHbIM BBEAEHWEM feKapCTBEHHOro
npenaparta npoBoautb He TpebyeTcA. Ecnu BBeaeHMe nekapCTBEHHOrO npenapata B KIMHUYECKUX YCMOBUSIX
000CHOBaHO COOTBETCTBYHOLUMMU UCCNEAOBAHMAMU TOKCUYHOCTU MNPW MOBTOPHOM (MHOrOKpaTHOM) BBEAEHMU
NeKkapcTBEHHOro npenaparta B cooTBeTCTBMM C [paBunamu nabopaTtopHOM NpakTUKK, TO UCCNeA0BaHMSA TOKCUYHOCTU
npy OOHOKPATHOM BBEAEHWMM NEKApPCTBEHHOrO mnpenapata AOMYyCTMMO OrpaHMyUTb TOMbKO UCCregoBaHUAMMU
TOKCUMYHOCTU MPU OaHHOM KIMHMYECKOM crnocobe BBeOeHMs1 NeKapCTBEHHOro npenapata M UccrnefoBaHUSIMU
TOKCUYHOCTW NPV OOHOKPATHOM BBELEHWM NEKApCTBEHHOrO npenapaTa, npoBefeHHbiMM 6e3 yyeTta TpeboBaHuWn
[MpaBun nabopaTopHOW NPaKTUKK. JleTanbHOCTb HE AOMKHA ABNATLCS LIENEBOM KOHEYHON TOUKOM B MCCrenoBaHUsAX
TOKCMYHOCTU NpU OOHOKPaATHOM BBEAEHWUM flekapCTBEHHOrO nNpenapara.

36. B HekoTOpbIX cnyvasdx (Hanpumep, npu MCCregoBaHUM MWKPOAO3) MCCnegoBaHWs TOKCUYHOCTU Mpu
OLHOKpaTHOM BBEAEHMU NeKapCTBEHHOro npenapara UM uccrnefoBaHns OOQHOKPATHOrO BBEAEHMWS NIEKAPCTBEHHOro
npenapara MoryT ObITb rmaBHbIM 060CHOBaHMEM NMPOBEAEHNSI UCCNEOOBAHNI C y4acTMeM YenoBeka. B aTux cnyvasx
BbIOOp MakcuManbHOM [03bl MOXET OTnMyaTbCa OT onmMcaHHoro B pasgene |l HacTosiwero PykoBoacTtBa, HO OH
OOMKEeH COOTBETCTBOBATb MNMAHUPYEMOWN KIMHUYECKOW [03€ M MyTW BBEAEHWUSI NEKapCTBEHHOro npenaparta. 3t
nccrneaoBaHns He0OX0AMMO NPOBOAUTEL B COOTBETCTBUM C [1paBuiaMu nabopaTopHOW NpaKkTUKK.

37. OaHHble TOKCMYHOCTM NPV OLHOKPATHOM BBEAEHWM NeKapCTBEHHOro npenapaTta MOryT MCMofb30BaThCsA B
Lensix NporHo3MpoBaHUSA MOCNeaCTBUIN Nepefo3npPOBKN Y YernoBeka U AOIMKHbI ObiTb JOCTYNHbI ANs 060CHOBaHUS
nposefeHus |ll dasbl KNMHUYECKMX uccnefoBaHui. [pu n3yvyeHUM nokasaHUM K MPUMEHEHUIO feKapCTBEHHOro
npenapara y nonynsuui naumeHToB, UMEILLMX BbICOKUA PUCK MEepefo3vpoBKM (Hanpumep, Npu genpeccuun, 6onu,
OEMEHUMM), B KIMHUYECKMX WCCrefoBaHUSAX, NMPOBOAUMbIX B aMOynaTOPHbIX YCMOBUSIX, MOXET noTpeboBaTbCst
©onee paHHAS OLEeHKa TOKCUYHOCTM NPY OAHOKPaTHOM BBEAEHUU JNIEKAPCTBEHHOrO Npenapara.

VI. UccnepnoBaHus TOKCUYHOCTU NPU NOBTOPHOM
(MHOrokpaTHOM) BBeAeHUM NeKapCcTBeHHOro npenapara

38. PekomeHayemas npoOAOImMKUTENbHOCTb WUCCNEAOBaHUss TOKCMYHOCTM NPWM MOBTOPHOM (MHOTOKpaTHOM)
BBEJEHUN NeKapCTBEHHOro npenaparta, Kak npaBuno, 3aBMCUT OT NPOAOIPKUTENBHOCTM, NMOKa3aHU K MPUMEHEHWIO 1
HanpaBNEeHHOCTM  MIIaHMPYEMOro  KIMHUYECKOro  muccnegoBaHus.  [NpoAormKUTENbHOCTL — TOKCMKONOMMYECKUX
UCCreaoBaHUM Ha XMBOTHbIX, MPOBOAMMbBIX Ha MIeKonuTawwmx 2 BWAOB (OOWH U3 KOTOPbIX OTHOCUMTCHA K
Herpbi3yHam), A4omkHa ObiTb paBHOM MNW NPEBbIWATL NPOAOIKUTENBHOCTL KIMHUYECKNX UCCREeAoBaHWI C y4acTmem
Yyenoseka BMMOTb A0 MaKCMMarbHONW PeKOMEHAOBaHHOW MPOAOIHKUTENbHOCTU WCCREAoBaHUA TOKCMYHOCTM Npu
NMOBTOPHOM (MHOFOKPaTHOM) BBEAEHWW NeKapCTBEHHOro npenapaTa (B COOTBETCTBMM C TpeboBaHMSIMU COrMacHoO
npunoxennto Ne 2). TpedenbHble [03bl (3KCNO3WLMK), NOAXOAALWME ANA WUCCNeAoBaHWA TOKCWYHOCTM Mpu
NMOBTOPHOM (MHOrOKpaTHOM) BBEAEHWM IEKapCTBEHHOro npenapaTta, onucaHbl B pasgene |l Hactoswero
PykoBopcTsa.

1. UccnepoBaHus KIMHUYECKOM pa3paboTku

39. WccrnenoBaHusi TOKCUYHOCTM MpU MOBTOPHOM (MHOTOKpaTHOM) BBEAEHWM JleKapCTBEHHOro npenapara
KMBOTHbIM [BYX BWOOB (OAWMH M3 KOTOPbLIX OTHOCUTCSl K HErpbi3yHaM) C MUHUMAsbHOW MPOAOIIKUTENbHOCTLI0 2
Hegenu, npedycMoTpeHHon npunoxennem Ne 2 k HacToswemy PykoBoAcTBY, Kak MpaBumio, AOCTaTouHbl Ans
060CHOBaHNA MNPOBEOEHNA KaXOAOro WCCNeAOBaHWS KIMHWYECKOW paspaboTkM MNpOAOIKMTENbHOCTHI0 MeHee 2
Hepenb.

40. lMpoBemeHue uccnenoBaHWiA KIMHUYECKON pa3paboTkn OGonbluen NpOoAOIHKUTENBHOCTU HeobXxoaumo
obocHoBaTb pesynbTaTaMu UCCNeAoBaHMIN TOKCUYHOCTM NPY MOBTOPHOM (MHOTOKPaTHOM) BBEAEHWUM NEKAPCTBEHHOMO
npenapara, No MeHbLUeNn Mepe 3KBMBaNEHTHOW NPOAOIMKUTENBHOCTU. VMccreqoBaHnsa Ha HerpbidyHax B TeYeHue 6 u
9 MecsieB MPYMEHEHUs NeKapCTBEHHOro MpenapaTta Takke MCronb3yloTcs Ans 06OCHOBaHWS [03MpOBaHUsS B
KMUHWUYECKMX UCCIefoBaHNAX, NPEeBbILLAoLLMX 6 MECSLEB, 3a UCKMIOYEHNEM CMyYaeB, yKadaHHbIX B NpuioxkeHun Ne
2 K HacTosAwemy PykoBoacTsy.



http://online.zakon.kz/Document/?link_id=1005417046
http://online.zakon.kz/Document/?link_id=1005417046

2. UccnepoBaHuA ans o60cHOBaHUA perncrTpauuu nekKkapCcrtBeHHOro npenaparta

41. [inA perncTpaummn nekapcTBeHHOro npenapaTa Heobxoauma 6061bLluas NPOAOCIIKUTENBHOCTL AOKIMHNYECKNX
uccrnegoBaHMin B CBA3WM C YBENWYEHWEM LeneBoW MOoMmynsauuv nauneHToB, KoTopble ByayT noasepraTbCsi PUCKY,
CBSA3aHHOMY C NPYeMOM NeKapCTBEHHOro npenapara, a Takke MeHee KOHTPONMpyembiMU YCIOBUAMU NPUMEHEHUS
npenaparta no CPaBHEHWIO C KMMHUYECKUMWN UccnefoBaHnamn. MNpogomknTensHOCTb UCCNEAoBaHNA TOKCUYHOCTU
npv NOBTOPHOM (MHOrOKpaTHOM) BBEAEHWUM NEKapCTBEHHOro npenapara, HeobxoAnMbIX Ans o60CHOBaHWA Tepanuu
pasnuYHOM NPOAOIKUTENBHOCTK, OMNpefenseTcs B COOTBETCTBMM C npunoxeHnem Ne 3. Bmecte ¢ Tem npwu
HeBOMbLUOM YMCrne COCTOSHUIA C PEKOMEHAYEeMON MPOAOIIKMTENbHOCTLIO MPUMEHEHNS NeKapCTBEHHOro npenapara
OT 2 HeAenb A0 3 MecAUeB, HO NPU HannyMn G6ONbLLIOTO KIMHUYECKOro OnbiTa, MoATBepXdatoLLero 6onee wWrpokoe un
ANnTenbHOE MpYMEHEeHNe fIeKapCTBEHHOro npenaparta CBepX PeKOMEHAYeMOW MPOAOIMKUTENbHOCTM NMPUMEHEHUS
(Hanpumep, nNpu Tpesore, CE30HHOM annepruyeckom puHute, 6onu), NPoOAOMKMTENBHOCTL MccneqoBaHui 6onblue
COOTBETCTBYET Cryyasm, Korga pekoMeHayemas MPOAOIIKUTENBHOCTb MPUMEHEHUS feKapCTBEHHOro npenapaTa
npesbiwlaeT 3 Mecsaua.

VII. JoknuHnyeckne uccregoBaHusl, NpoBoAuMbIe B LiensiX
onpeperieHNUs1 BeNMMYMHbI NepBOW [03bl Y YenoBeka

42. OnpepeneHne BENUYMHBI HAYanNbHOM O03bl ANsl YeNOBEKA - BaXHbIN anemeHT obecneyeHus 6e3onacHoCTh
CyOBbEKTOB, y4aCTBYIOLLMX B UCCNEA0OBaHMAX, BNEpBblE MPOBOAMMbIX C y4aCTUEM YeroBeka.

43. Tpu onpepeneHnn pekoOMeHOOBAHHOW HavanbHOW [03bl NEeKapCTBEHHOro npenapata Ans 4enoseka
HeobXoAMMO  yunTbiBaTb BCE  akTyanbHble  AaHHble  OOKMMHMYECKUX  WUCCNeaoBaHui,  BKMYawowue
(hapMaKomnorm4eckyto 3aBMCMMOCTb «4o3a - 3ddekT», HhapMaKkonorMyeckni (TOKCUKONOrm4eckuin) npodunb u
hapMaKOKMHETUKY.

44. MNpw onpegeneHnn pekoMeHAoBaHHON HavyanbHOM 403bl Hanbonee 3Ha4YMMOWN SABNSIETCS BENUYMHA 003bl, He
okasbiBawllen sfABHOro HexenatenbHoro adpdekta (NOAEL), yctaHoBneHHass B [AOKIMMHUYECKMX UCCREeOoBaHMSAX
6e3onacHOCT! Ha MOOXOASLMX BuOAX XUBOTHbIX. [MnaHupyemasi KnUHMYecKass HadamnbHas [03a Takke MOXeT
3aBuCeTb OT pasHbix (haKToOpoB, BKMNoYas apMakoAMHaMUKy, OMpedereHHble CBOWCTBA MOMeKynbl W Au3anH
KITMHUYECKNX nccnegoBaHui.

45. MNounckoBble KNMHUYECKNE UCCNeQ0BaHUSA C y4acTMeM YyenoBeka MoryT ObiTb HavyaTbl NPy MeHblleM obbeme
OaHHbIX OOKMMHUYECKUX WUCCMNeAoBaHWi, 4YeM O00beM, KOTOpbI Heobxooum Ansi NpoBedeHWst UccrneaoBaHun
KNMHUYEeCKON pa3paboTkuM, B CBSI3NM C YEM BENMYMHA KIMMHWYECKOW HayvanbHOW (M MakcumarnbHOW) [03bl MOXeT
OTNMYaTbCA OT BENMYUHLI [03bl, OMNPELAENEeHHOW Ha OCHOBaHWM MOSHOrO 06beMa [OaHHbIX AOKIMHUYECKMX
uccnegoBanuii. Kputepum BbiOOpa HavanbHbIX 003 B PasfMYHbIX MOUCKOBBLIX KIMMHUYECKUX WCCrenoBaHUsX
onpeaensitoTcs B COOTBETCTBUM C TPEOOBaAHNSIMM COrNAcHO NpunoxxeHnto Ne 4.

VIIl. JoknuHuyeckne nccrenoBaHus, NpoBoguMbIe
B Lienisix 060CHOBaHUS NPOBeAeHNUA NOUCKOBLIX KIIMHUYECKUX UCCIedoBaHUMN

46. ONTMM3NPOBaHHbIE MOWCKOBbIE KITMHUYECKNE UCCNeAoBaHNs U paHHWA AOCTYN K AaHHbLIM, MONyYeHHbIM B
nccrnepoBaHMaX € y4acTveM yernoseka, MoryT cnocobcTeoBaTh:

a) npaBuNbHOM OLEHKe W3MeHeHu (u3nonornyecknx @YHKUMIA B OpraHnsme YenosBeka Mog BAWSHUEM
nekapcTBEHHOro npenapaTta (dhapmakonormyecknx CBONCTB fleKapCTBEHHOrO npenapara);

6) yCTaHOBNEHUIO XapaKTepPUCTMK MCCNeayeMoro nekapCTBEHHOro npenapaTa;

B) OLiEHKE COOTBETCTBUS TepaneBTUYECKUX MULLIEHEN NeKapCTBEHHOro npenaparta 3aboneBaHuto, AnNsS nevYeHns
KOTOPOro OH NpefHasHayeH.

47. Ona uenen HacTosiwero PykoBoactBa nop MOMCKOBLIMU KIMHUYECKUMUW MCCIEOOBaHUAMMU MOHUMAOTCS
uccrnepoBaHns, MNpoBoAMMblE Ha paHHeM dTane | asbl KIMHWMYeCKUX wuccnefoBaHWiA, npedycmaTpuBaiolime
OrPaHUYEHHYI0 JKCMO3WLMIO Yy YeroBeka W He npefnonaraiolwive MpoBeAeHUe OLEeHKW TeparneBTUYeCcKoM
3P PEKTNBHOCTN U KIMHUYECKON NEepeHOCMMOCTN. DTN UCCreaoBaHMUSA NPOBOAAT AN U3YyYeHUs Takux napameTpos,
Kak:

dapmakogmHaMm4eckme;

hapMaKkoKnHeTn4eckme;

Buomapkepsbl, KOTOpble MOTyT BKM4YaTb B cebs peuenTopHOe CBA3bIBaHWE U BblTECHEHME IeKapCTBEHHOro
npenapara, n3y4eHbl N0 pesynbTatamM Nno3uTPOHHO-3MUCCUOHHOW Tomorpadun (ganee - M3T);

Apyrve gvarHoctuyeckue napameTpbl.

CybbeKktamn 3TVX UCCnefoBaHUA MOTYT SBMAATbCHA Kak NauueHTbl U3 LerneBolr Monynsuun, Tak U 340poBble
nobpoonbLbl.

48. Obbem U1 Bug 0OOCHOBBLIBAKOLWMX AaHHbIX AOKIUHUYECKUX WCCNedOoBaHWi, HeobxoauMblxX Ans
NNaHNpoOBaHNS MOWUCKOBLIX KMMHUYECKMX MCCNefoBaHui, OyayT 3aBUCETb OT BENMUYMHBI 3KCMO3MLUK Yy YenoBeka C
TOYKW 3PEHNS NCMONb3yEMON MaKCUMarbHOW KIMHNYECKON A03bl, MPOAOIPKUTENBHOCTM Kypca NeYeHns U KpaTHOCTU
BBefeHuns. B HacToswem pasgene n npunoxeHun Ne 4 k HacTosiwemy PykoBoacTBy npeactaBneHsl 5 BuAoOB
KMWHNYECKMX MOUCKOBLIX NMOAXOA0B C NpOorpaMMamMu AOKMMHUYECKUX UCCreoBaHuN, KOTopble pa3peLleHbl AN 9TUX
NoAXoAoB, a Takke PeKoOMeHAyeMbIMU Ha4YanbHbIMK J03aMW U MakCUMarbHbIMM J03aMKW Ans 3TUX 5 noaxodos.

49. lonyctuMo 1cnonb3oBaHWe anbTepHaTUBHbIX NOAXOA0B, HE OMUCaHHbIX B HacToswem PykoBoacTee (B TOM
yucne ctpatermm paspaboTkn BuoTexHonornyeckmx npenapatoB). Takve anbTepHaTUBHblE NOAXOAbl AOMKHbI BbiTh
cornacoBaHbl C YMNONHOMOYEHHbIM OpPraHoM (3KCMEpPTHOW oOpraHu3auuen) rocygapcTBa-yneHa. [pumeHeHve




anbTepHATMBHbLIX MOAXOAOB MOXET YMEHbLUUTb WCNOMb30BaHUE XMBOTHLIX MpU pa3paboTke NeKkapCTBEHHbIX
npenaparos.

50. Bo Bcex cny4yasax ans o6ocHoBaHuS BbibOpa A03 B UCCNEAOBaHUSIX C ydacTueM 4vernoBeka Heobxoammo
yCTaHaBnNuBaTb XapakTEPUCTMKM hapmakoaMHaMuMKn U hapMakoiormyeckMx CBOWCTB AENCTBYHOLLEro BellecTBa
neKkapCTBEHHOrO npenapata C MCMoNb3oBaHWEM Mogenew in vivo n (unu) in vitro, npuBeaeHHbix B pasgene Il n
npunoxeHun Ne 4 k HacTosLemy PykoBoacTsy.

1. UccnepoBaHus mukpoaos

51. MNpwv nccnegoBaHnM MUKPOJO3 NCMONB3YIOTCA 2 OCHOBHBIX MONCKOBBIX KITMHUYECKUX NoAxXoAa.

MepBbIN Noaxon npegnosiaraeT NPUMEHEHME CyMMapHOW [03bl, He npeBbiwatowern 100 Mkr, KoTopaa MoOXeT
ObiTb BBeAeHa CyObekTy B BMAe OOHOKPATHOM [03bl UMW pas3deneHHOM Ha HEeCKONMbKo [[03. JT0 MOXeT
CnocobCcTBOBaTL U3YHEHUIO CBA3bIBAHUS C PELLENTOPOM-MULLEHBIO UMW pacnpeaeneHns B TKaHsax ¢ nomoubto M3T.
[pyroii uenblo MOXeT CNyXuTb U3yYyeHne (papMakoKUHETMKM C MOMOLLbI MCMOMb30BaHUS MEYEHHOro M30TOMOM
OENCTBYIOLLLEr0O BeLeCTBa NeKkapCTBEHHOro npenapaTa unv 6e3 Hero.

BTopon nogxon npegycmatpuBaeT He Gonee 5 BBegeHu [03 C MakcumanbHou BenuuumHow 100 MKr Ha
BBegeHue (cymmapHo Ao 500 Mkr) cybbekTy. STOT moaxos MOXHO MCMONb30BaTh AN peLleHns 3aaad, aHarnormyHbix
3agavaM B NepBOM MOAXOAEe, HO AN NUraHdoB, MeHee akTUBHbIX Npu MN3T. PaspellaeTcs NpoBOANTb KITMHUYECKOE
uccreaoBaHue MUKPOAO3 C BHYTPMBEHHBIM BBEOEHMEM IEKapCTBEHHOrO npenapara, npegHasHadYeHHoro Aans
npuemMa BHYTPb, B OTHOLLUEHUW KOTOPOro Y)XXe NpoBefeH psii TOKCUMKOMOMMYeCKUX UCCredoBaHWIiA C nepoparnbHbIM
BBegeHneM. B aTom crnyyae BBOAMMAsi BHYTPMBEHHO MMWKPOA4O3a OOOCHOBBLIBAETCS MMEKLWMMUCA OaHHBbIMU
uccrneaoBaHuin nepopanbHON TOKCUYHOCTU, OnncaHHbiMKu B npunoxeHnsx Ne 2 n Ne 4 (nogxop 3-#) K HacToswemy
PykoBogcTBy, ecnu AOCTUrHYTO AOCTATOYHOE MpeBbieHne aKcnosmuun. B Takom cnyyae mectHas nepeHoOCMMOCTb
NeKapCTBEHHOrO npenapaTta Npy BHYTPUBEHHOM BBEAEHMM HE U3y4YaeTCH, NOCKOMbKY BBOAMMAS 403a CMULLKOM Mana
(no 100 wkr). Mpu wncnonb3oBaHUM HOBOTO BHYTPUBEHHOTO HOCWUTENS HEOOXOOUMO OLEHUTb €ro MECTHYH
NnepeHoOCMMOCTb.

2. KnuHn4yeckue uccnenoBaHmA ¢ OA4HOKpPaTHLIM BBeAieHUEM CyGTepaneBTVI‘-IECKVIX A03 unu o3
npeanonaraeMoro
TepaneBTUYeCKOro gnana3oHa

52. TpeTuii NOWUCKOBBIN KMMHUYECKUI MOAXOn NpedycMaTpuBaeT NpoBeAeHWe KITMHUYECKOro uccrenoBaHus
06bIYHO HauvMHalLerocs C OOHOKPaTHOro BBeAEHMSA cyOTepaneBTUYECKMX 403 C BO3MOXHbIM MOBbILEHWEM [0
hapMaKororM4eckoro nnu npeanonaraemoro TepaneBTUYECKOro AuanasoHa 403 NPeayCMOTPEHHOTO MPUIIOXKEHNEM
Ne 4 k HacTosilemy PykoBoacTBy. BBegeHne makcumarnbsHOWM 40NyCTUMOWN 403kl TEKapCTBEHHOIO nNpenaparta gOIMKHO
OCHOBbIBATbCS Ha [AaHHbIX OOKMMHUYECKUX UCCReAoBaHU. B AanbHellleM Ha OCHOBaHWUM KIWHUYECKUX OaHHbIX,
NOMyYeHHbIX B X04€ AaHHOro UccrneaoBaHusl, OHa MOXET ObITb YyMeHbLUEHA. Takow Noaxos no3BornseT:

onpenenntb hapMakoKMHETMYECKME NapaMeTpbl PagN0aKTUBHO HE MEYEHHOIO NeKapCTBEHHOrO npenaparTa npu
yCNoBUW €ro BBEAEHWS B NPOrHO3Npyemown hapmakognHamMmmnyecku akTUBHOW [03€ nnv B 6rM3koM K Hel auanasoHe
A03;

0aTb OLEHKY y4acTus MULLEHU U hapMakosiormyeckmx CBOMCTB JIEKapCTBEHHOrO npenapara nocrne BBeaeHUst
O[HOKpaTHOW A03bl.

OTOT noaxod He npefHasHayveH Anst 06ocHOBaHMA onpedeneHust MakcumMarbHOW NepeHOCMMON KMMHUYECKON
003bl.

53. B pamkax pacluMpeHHOro MuccrieaoBaHWsi TOKCUYHOCTM MPW OAHOKPATHOM BBEAEHWM NeKapCTBEHHOro
npenapara Heob6xoaMMO, Kak NpaBuso, OLEHWUTb JAHHbIE MO reMaTonorMm, OMOXMMMKU, HEKPOMNCUKN 1 TMCTONATONOrMm
(TONbKO AN KOHTPONS M MakCMMarnbHOW A03bl, €CrvM NMpY MakCUMarnbHOW [03e He OOHapyXvMBaeTcsl maTonorus,
o0ycnoBneHHass MpUMEHeHMEM npenaparta) fnocfne OAHOKPAaTHOrO BBEAEHWS JeKapCTBEHHOro npenapata C
nocrnenyrowmm nU3ydeHMemMm Cnycts 2 Hegenu Ansg OLEHKM OTCPOYEHHOM TOKCMYHOCTM U (UNKn) BOCCTAHOBMEHMS.
CTranpapTHbIV AU3alH UccnefoBaHus Ha rpbidyHax npegycmaTtpuBaeT mcnornb3oBaHue 10 ocobeln kaxaoro nona Ha
rpynny, OUEHMBaEeMbiX Ha creylwui OeHb nocne BBedeHus, U 5 ocoben kaxgoro noma Anst Ao3bl (£03),
oLeHnBaeMon Ha 14-i AeHb Nocne BBeOeHUs nekapcTBeHHoro npenapata. CTaHaapTHbIA An3alH UCCneaoBaHU Ha
Herpbi3yHax npegycmaTtpuBaeT Mcnosib3oBaHWe 3 ocobel kaxaoro norna BO BCEX rpynnax Anst OUeHKU (M3yveHus)
OaHHbIX MO dhapmakonornyeckorn 6e3onacHOCTM Ha 2-M AeHb M 2 ocoben kaxgoro nona And [osel (4o3),
oueHnBaemMon Ha 14-ii geHb. [poBedeHMe KIMMHMYECKUMX MCCNEAOBAHUA MPOOOIIKUTENBHOCTLIO MeHee 14 aHen
paspeluaeTtcs 060CHOBbIBaTb NCCNEAOBAHUSAMU TOKCUYHOCTU C TOM € NPOLAOIMKUTENBHOCTBHO.

3. KnuHn4yeckue nccnepoBaHua ¢ NOBTOPHbIM
(MHOFOKpaTHbIM) BBeAeHUeM fieKapCcTBeHHOro npenaparta

54. Ins KNMHU4YECKUX MccnegoBaHW C NMOBTOPHbIM (MHOFOKpaTHbLIM) BBEAEHWEM IeKapCTBEHHOro npenapara
YeTBEPTLIN U NATHLIN MOUCKOBbIE KITMHUYECKME MOAXOAbI COBMECTHO C NMporpammMamMm OOKITMHUYECKUX UCCIefoBaHUim
npvBedeHbl B npunoxenun Ne 4 k HacToswemy PykoBoacTtBy. YkasaHHble noaxogbl No3BonsiT obocHoBaTb
NPOACIKNTENBHOCTL [03MPOBaHUA A0 14 gHen B UensiXx M3ydyeHuss papMakOKMHETUKM U (apMakOAMHAMUKM Y
yenoBeka B TepaneBTUYECKOM AManas3oHe, HO He NpefHas3HayeHbl Ans 060CHOBaHMS MaKCMMarbHOW NepeHoCMMON
KITMHNYECKOW A03bl.

55. YetBepTbin nogxon npedycMmatpuBaeT npoBedeHne 2-HefdernbHbIX WCCNedoBaHWM TOKCUYHOCTU Mpu
NOBTOPHOM (MHOTOKpaTHOM) BBEAEHUW NEKAPCTBEHHOIO Npenapara rpbidyHam U HerpbidyHaMm, B KOTOpbIX BeIGOp [03




OCHOBaH Ha 3KCMO3WLUMKW, KpaTHOW OXuaaemMoMy TrpyrnrnoBOMY CpPeAHEMY 3HAYEeHW0 nnowaauM nog  KpuBoW
«Mna3mMeHHas KOHLIEHTpauus - BpemMsa» Npu MakCuManbHOW KITMHUYECKOM 03e.

56. MNartein nogxoa npegycmaTtpuvBaeT nNpoBeaeHue 2-HefenbHblX UCCIeO0BaHUM TOKCUYHOCTM NpY NMOBTOPHOM
(MHOrokpaTHOM) BBEAEHWM NeKapCTBEHHOro npenapaTta rpbidyHaMm W MNOATBEPXAalLWUX UccrnefoBaHUn  Ha
Herpbi3yHax, HanpaBliEHHbIX Ha MOATBEPXAEHME TOro, YTO [03a, He OKasbiBalollas SIBHOTO HeXernaTerbHOro
acpdpekra (NOAEL), yctaHoBNeHHas Ons rpbI3yHOB, TaKke He sIBNSETCS TOKCUYHOW O030M AnA HerpbidyHoB. Ecnu
npy MpUMEHEeHMM [03bl, CO3OaloLLEeN 3KCMNO3WUMIO, paBHYK [03e, He OKasblBaloLleN SBHOrO HexenaTternbHOro
acppekta (NOAEL-akcnosmumus) Onst rpbi3yHOB, TOKCMYECKOe BO3AencTBMe HabnpgaeTca y Herpbi3yHOB, TO
KNUHUYECKOE MPUMEHEHWNE NeKapCTBEHHOro npenapaTta HeobXxoAuMO OTNOXMTb OO NPOBeAEHMS OOMOMHUTENbHbIX
OOKIMMHUYECKMX WCCNEAOBaHUA Ha OAHHOM BUAE HErpbI3yHOB (Kak MpaBuno, CTaH4ApTHOrO TOKCMKOMOTMMYEeCKoro
uccrefoBaHus).

IX. UccnepoBaHusi MeCTHOM NePEeHOCUMOCTU NeKapCTBEHHOro npenapara

57. Ecnn mecTHasa nepeHOCUMOCTb NeKapCTBEHHOro npenapaTta npu ero NnaHupyemom nyTu BBEAEHUS n3yyeHa
BO BpeMs uccnegoBaHuii obLuen TOKCUYHOCTW, BbINOMHEHWE OTAENbHOro MCCrnefoBaHUA MECTHOW NMepeHOCUMOCTH
nekapcTBEHHOro npenaparta He TpebyeTcs.

58. [ina o60CcHOBaHMA OrpaHUYEHHOro BBEAEHWS FIEKapCTBEHHOrO npenapara C NOMOLLbI0 HETepaneBTUYECKUX
nyTen (Hanpumep, o4HOKPaATHOIO BHYTPUBEHHOTO BBEAEHMWS B LIENAX ONpeaerneHns OTHOCUTENbHON BUOAOCTYNMHOCTH
neKkapCTBEHHOrO npenapaTa Ans npyemMa BHYTpb) HEOOXOAUMO BbIMOMHUTL UCCefoBaHWe MECTHOW NepPeHOCUMOCTU
npu OAHOKPaTHOM BBeOEHUW OOHOMY BUAY XMBOTHbIX. Ecnn oxnpaemas cuctemHas akcnosmums (AUC mn Cmax) npu
HeTepaneBTUYECKOM MyTW BBEAEHUSA MEPEKPbIBAETCA MMEKLUMMNCA TOKCUKOMOMMYECKUMU OAHHLIMU, KOHEYHbIMU
TOYKaMM UCCNeAOBaHWUS MECTHOM MNEPEHOCUMOCTU SIBNSAKTCA KIMHUYECKUE MPU3HaKW, MakKpOCKONMU4eckue u
MUKPOCKOMNYECKNE U3MEHEHUST NMPU TMCTOMNOMMYECKOM UCCregoBaHUM MecTa BBEAEHWSI NeKapCTBEHHOro npenapara.
CocTtaB nekapCTBEHHOro npenapara, npegHa3HavyeHHbIA 4518 U3y4eHNsi MECTHOW NMEPEHOCUMOCTU, MOXET NOMHOCTbLIO
He coBnajaTb C KIMHUYECKMM COCTaBOM NEKapCTBEHHOIO Npenapara, HO AOMMKeH ObiTb CXOAHBIM C HUM.

59. B cnyyae npoBedeHMS WCCNELOBaHWA MUKPOOO3 C MNPUMEHEHWEM BHYTPUMBEHHOTO BBELEHWSA
rnekapcTBEHHOro npenapaTta, 060CHOBAHHOTO TOKCUMKOIOTMYECKMMU OAHHBIMU MPU NepopanbHOM BBEAEHMU, OLeHKa
MECTHOW NepPeHOCMOCTM AENCTBYIOLLEro BellecTBa He TpebyeTtcs. [pun ncnonb3oBaHWM NekapCTBEHHOMO npenapara
C HOBbIM COCTaBOM BCMOMOraTesnbHbIX BELIeCTB AN BHYTPUBEHHOro BBEOEHWUs OEeNCTBYHOLLEro BellecTBa
HeobX0AMMO OLEHUTb MECTHYI0 MEPEHOCMMOCTb TaKoro NeKkapCTBEHHOro npenapara.

60. [Ina napeHTepanbHOro nekapCTBEHHOro npenapata OO0 TOro, Kak 3KCMo3uumm OAHHOrO neKapCTBEHHOro
npenapata noaBeprHeTcs 6GonblUoe KONMUYECTBO MALMEHTOB B KIMHUYECKMX WCCNEeLoBaHWAX (Hanpumep, B
KnuHnyeckmx mccnepoBanusax Il dasbl), HEOGX0AMMO OLEHUTb MECTHYI MEePEHOCUMOCTb 3TOrM0 JEKapCTBEHHOMO
npenaparta B JOKIMHUYECKUX UCCMNefoBaHMsAX C UCMOMb30BaHUEM Af1st ero BBEAEHWS MECT MHBEKLMIA, KOTopble He
npenycMoTpeHbl npefnonaraemMbiM — KIMHWYECKMM  MPYMEHEHUEM NeKapCTBEHHOro npenapaTta. Heobxognmo
NpoBOAUTL OOHOKpaTHOE NapaBeHO3HOE BBEAEHME B OTHOLUEHUW JEKAPCTBEHHbIX NMpenapaToB C BHYTPVMBEHHbLIM
crnocobom BBegeHus. ViHble napeHTepanbHble NyTW BBEAEHWUSI NTEKAPCTBEHHOMO npenapata HeobxoAMMO OueHMBaTh
B MHOVBUZOYanbHOM NOPSAKeE.

X. KnuHnyeckmne nccnegoBaHUA reHOTOKCUYHOCTHU
NleKapCcTBeHHOro npenaparta

61. TpoBeaeHWe [OKMUHMYECKUX WCCNEeOBaHWA Ha TEHHble MyTauuyM [OCTaToOvHO Ans 0B60CHOBaHMWSA
NpoBeAEeHNsT BCEX KIMMHUYECKUX MCCNEeaoBaHUM C OOHOKPATHbIM BBEAEHWEM NeKapCTBEHHOro npenaparta. B yensax
000CHOBaHUSA NPOBEAEHMUS KITMHUYECKUX NCCIIeA0BaHUN C NMOBTOPHbLIM (MHOrOKpaTHbIM) BBEAEHUEM NEKAPCTBEHHOMO
npenapara Heobx04MMO NMPOBECTU OOMOMHUTENBHYIO OLIEHKY, MO3BOMSHIOLLYIO BbIIBUTb XPOMOCOMHbIE MOBPEXOEHMS
y mnekonuTawwmx. MNonHbii Habop (6aTapeto) uccneoBaHUM Ha FEeHOTOKCMYHOCTb HEOobXxoAMMO 3aBeplunTb A0
Hadvana Il hasbl KNMHNUYECKNX nccnegoBaHum.

62. Ecnu pesynbTaTbl UCCNeAOBaHUA reHOTOKCUYHOCTU MOMOXUTENbHbI, B LENAX YCTaHOBMEHUSA BO3MOXHOCTU
NPOLOIMKEHNSI BBEAEHWSI NNEKAPCTBEHHOIO NpenapaTa YenoBeky, He0OX0AUMO NPOBECTM OLIEHKY 3TUX pPe3ynbTaToB, a
TaKke Npu HeoOX0AMMOCTM OOMNOMHUTENbHbIE UCCIEAOBaHNS.

63. [oknuHu4eckne wuccnegoBaHnss TFEeHOTOKCUYHOCTH, Heobxoaummble Ona 0OOCHOBAHWSA MOAXOAOB K
NPOBEAEHNMIO NMOUNCKOBBIX KITMHUYECKMX UCCNeaoBaHnii, ykasaHbl B pasgene VIl HacToswero PykoBoacTea.

XI. UccnepoBaHuA KaHLEPOreHHOCTU NNeKapCTBEHHOro npenaparTa

64. Ycnoeus, TpebylolmMe WCCNeOoBaHWst KaHLEpPOreHHOro noTeHuMana rnekapcTBEHHOro npenapara,
ycTaHoBneHbl B PykoBoacTBe no oueHke u kKoHTponto OHK-peakTtuBHbIX (MyTareHHbIX) npumMecen B nekapcTBEHHbIX
CpeACTBax W YCTAHOBIEHUIO TPaHUL, MOTEHUMANbHOIO KaHLEPOreHHOro pucka (mpunoxeHve k Pekomenpauum
Konnernn EBpasuninckon akoHoMm4eckon komuccum ot 6 asrycta 2019 r. Ne 23).

65. Ecnu npoBeageHue unccnegoBaHUM  KaHLEPOreHHOCTW JEeKapCTBEHHOro npenapaTta Tpebyetca ans
KIMHWYECKOTrO MOKa3aHus, TaKMe WCCNegoBaHUs KaHUEPOreHHOCTW cregyeT npoBecTM ansa  ob6OoCHOBaHMSA
perucTpauumM nekapcTBEHHOro npenapata C NPMMEHEHMEM MO AaHHOMY noka3aHuto. [Mpu Hanuuum onaceHwi
OTHOCUTENbHO BO3MOXHOIO KaHLIEPOreHHOro pucka FeKapCTBEHHOrO npenaparta pesynbTaTbl UccneaoBaHuin
KaHLLepOoreHHOCT! HeobXoAMMO MpeacTaBUTb OO0 NPOBEAEHUST KIMHUYECKUX UCCReQoBaHUI TaKoro nekapCTBEHHOro
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npenaparta. BénbLas npoaoJKNUTENIbHOCTb  KIMMHUYECKOro uccneaoBaHMA He paccMaTpuBaeTCA B KadecTBe
CYLLEeCTBEHHOW MPUYUHBI BO3MOXHOIO KaHLEepPOreHHOro p1cka.

66. NccnegoBaHna KaHUEPOreHHOCTW NeKapCTBEHHbIX NpenapaTtos, paspaGaTblaaeMblx Ona nevdeHna Taxenblx
3aboneBaHui y B3pocChblX WM geten, npu HeobxoanmocTn paspellaetcd npoBoAuTb MNocne perncTtpauun
NeKapCTBEeHHOro npenaparta.

XIl. NccnepoBaHnAa penpoAyKTUBHOM U OHTOreHeTUYEeCKOMN
TOKCUYHOCTM NIeKapCTBEHHOrO npenaparTa

67. WccneposaHus peI'IpO}J,yKTVIBHOVI M OHTOreHeTUYEeCKOM TOKCUYHOCTM JleKapCTBEHHOrO npenapaTta
Heobxoanmo npoeoanTb C y4eTom ocobeHHocTen nonynaumn, KoTopad 6y}:l,eT noapepratbCA 3KCNo3numm 3TOro
NeKapCTBEeHHOro npenaparta.

1. MyXX4MHbI

68. MNockonbKy oueHka penpoayKTUBHOW CMCTEMbl CaMLIOB MPOBOAUTCS B pamKkax NpoBeAeHMs MccrneaoBaHui
TOKCUYHOCTU C MOBTOPHbIM (MHOrOKpaTHbIM) BBEOEHMEM FeKapCTBEHHOro npenapara, paspellaeTcs BKMI4vaTb
MY>XYMH B KnuHuyeckme uccriegosanus | u Il pa3 go npoBeaeHus cneumanbHbiX MCCNefoBaHUi epTUbHOCTH Y
camuoB. OueHka penpoayKTMBHOW CUCTEMbl Yy CaMUOB W CcamMOK MO pe3ynbraTaMm  CTaH4apTHOro
rMCTOMATONOMMYECKOrO WCCMNEAOBAHNA ANYEK U SIMYHUMKOB B  WUCCMEAOBAHMAX TOKCUMYHOCTM C  MOBTOPHbLIM
(MHOrokpaTHbIM) BBeAeHVWeM reKapCTBEHHOro npenaparta (kak npaBuno, Yy rPbiI3yHOB) He MeHee 2-HeaernbHON
NPOACIKNUTENBHOCTU CUMTAETCSI COMOCTABMMOW MO YYBCTBUTENBHOCTM K BbISIBIEHUIO TOKCUYECKOro AEWCTBUSA Ha
penpoayKTUBHbIE OPraHbl XMBOTHbIX CO cneumnanbHbIMU UCCNeaoBaHNAMM PepTUNBLHOCTH.

69. NccnenoBaHusa hepTUNBHOCTU Y CamuUoB HEOOXOOUMO MPOBECTM A0 Havana KPYMHbIX MM ANUTeNbHbIX
KINMHUYECKMX NCCneaoBaHuii (Hanpumep, KnuHndeckue uccriegosanus Il pasbl).

2. XeHwWwmHbI 6e3 geTopoaHOro noTeHunana

70. Ecnun npoBefgeHbl nccrnegoBaHMs TOKCUYHOCTM NPY MOBTOPHOM (MHOTOKPaTHOM) BBEAEHUW NEeKapCTBEHHOrO
npenapata npegycMaTpvBaloliMe OLUEHKY PenpoaykTMBHLIX OpraHoB Y CaMoOK, paspellaeTcd BKMNOYaTb B
KMYHNYECKMe nccreaoBaHns XeHLmH 6e3 4eTOpPoAHOro noteHumana (To eCTb CTEPUNU30BAHHbBIX UMW HaXoASaLMXCS
B MNocTMeHonayse) 6e3 npoBedeHUs UCCreaoBaHuW PenpoayKTMBHOWM TOKCMYHOCTWU. [lpu 3TOM nocTmeHonaysa
onpegensieTcs Kak OTCYTCTBME MeHCTpyauun B TeveHue 12 mecsueB, He 0ByCrnoBfeHHOE WHbIMW MEeAULIMHCKMM
npuynHamm.

3. XXeHLWMHbI ¢ AeTOPOAHLIM NOTEeHUManom

71. B OTHOWEHUN XEHWWH C AeTopodHbIM MOTEHUManom CyLlecTByeT BbICOKas CTerneHb OnacHOCTU
NoABEPrHYTb 3MOPWMOH MNU NNOA HenpegHaMepeHHOW 9KCMOo3MLMKM NEeKapCTBEHHOro npenapata A0 MONyYeHus
CBeJeHU O MOTEHUMarnbHOW Nomnb3e U NOTEHUMAanbHbIX PUCKax 3TOro fiekapCTBEHHOro npenapara.

72. Tlpn BKINIOYEHUN B KIUHWYECKME WUCCNEAOBAHUS >KEHLWWH C OEeTOPOAHbIM MOTEeHUManoMm Heobxooumo
onucatb U MUHUMM3NPOBATL PUCK HemnpedHaMepeHHOW 3KCMo3WUMM flekapCTBEHHOro npenapaTa y ambpuoHa wnu
nnoga. MNepsbln NOAXOA K OOCTWKEHWIO 3TON LIENM 3akioyaeTcs B MPOBEAEHUW MCCrefoBaHuin penpoayKTUBHOM
TOKCUYHOCTW AN OLIEHKN pUCKa, CBA3AHHOIO C CaMWM NEKapCTBEHHBLIM NpenapaToM, U NPUHATUSA COOTBETCTBYHIOLLMX
Mep MPefoCTOPOXHOCTU Y XKEHLUMH C AeTOPOAHbLIM MOTEHUMANom B KINMHUYECKUX nccneposaHuax. Bropon noaxon
3aKIOYaeTCs B OrpaHNYeHun pyucka 3a CcHeT NPUHATUS Mep B Liensax npegoTBpalleHnst HacTynneHns 6epeMeHHOCTM
B XO4€ NpOBeAEHNs KNMHNYECKUX ncecnegosannii. K Takum mepam OTHOCHATCSH:

TecTbl Ha OepeMeHHOCTb (Hanpumep, MO oOnpeaeneHuto CcBobOAHOM [-CyObeauHULbl  XOPUOHUYECKOTO
roHaZoTPONMHA YeroBeka);

NCMONb30BaHNE BbICOKOHAAEXHbIX METOA0B KOHTpaUenuui, KOTOPbIMU CHUTAIOTCA Kak U30NMPOBaHHbIE, Tak U
KOMOVHMpOBaHHbIe MeToAbl, obecneyvBatowne HU3KYI0 4YacToTy Heyaad (To ecTb mMeHee 1 % B roa) npu wx
NMOCTOSAHHOM W MpaBWBLHOM NpuUMeHeHuW. [pu NpYUMeHeHUN MeToda rOpPMOHanbHOM KOHTpauenumMu Heobxoanmo
yunTbiBaTh WMHoOpMaumio o6 uccrnefyemMom feKkapCTBEHHOM Mpenapate W ero noTeHuManbHOM BAWSHUM Ha
KOHTpauenuuio;

BKIIOYEHME B NCCNEAOBaHNE TOMLKO MOCIe NOATBEPKAEHUSA HANMYMs MEHCTPYaLUiA.

TecTbl Ha GepeMeHHOCTb, BbINOMHAEMbIE B XO4€ MPOBEAEHUS nccnegoBaHus, U 00yvyeHne naumeHToB mepam
npenoTBpalleHnss HacTynneHuss OepemMeHHOCTM U KOHTPONsA HacTynneHus 6OepemMeHHOCTM [OIMKHbl  ObITb
AOCTaToYHbIMKU, 4TOObI 06ecneynTb NPUBEPXKEHHOCTb NAUMEHTOB TakuM MepaM B NEepuop  3KCMo3vumm
nekapcTBEHHOro npenapara (KoTopblii MOXET NpeBbILLaTh NPOAOIKUTENBHOCTL UCCNEA0BaHMS).

73. AN AONOMHUTENBHOW MUHUMMU3aLNK pUCKa HenpegHaMepeHHON 3KCMo3nLMK fekapcTBEHHOro npenapaTta B
paMkax MnoAaxoAoB, ONWCaHHLIX B NyHKTE 72 HacToswero PykoBoacTBa, MHMOPMUPOBAHHOE corfacue [OMKHO
OCHOBbLIBaTbCS Ha BCEW MMeLWwencs MHpopmaumm o penpoaykTUBHOM TOKCUYHOCTW NEKapCTBEHHOrO npenapara
(Hanpumep, obLielr oueHke NOTEeHUMAanbHOW TOKCMYHOCTWU NEKapCTBEHHbIX MpenapaTtoB, MMEHLWMX POACTBEHHbIE
CTPYKTYpbl U hapMakornormdyeckne addekTol). B cnydyae OTCyTCTBUS akTyanbHbIX CBEOEHUN O PENPOAYKTUBHOW
TOKCMYHOCTWU INEKapCTBEHHOro npenapata B WHAOPMMPOBAHHOM COrMacum HeobXoaMMO YykasaTb CBeAEHWUs O
noTeHumMarnbHbIX HEBbISIBIIEHHbBIX pUCKax Ans aMOproHa nnmn nnoga.

74. [lonyckaeTcs BKNOYATb XEHWWH C AETOPOAHbLIM NOTEHLMANOM B paHHUe dasbl KITMHUYECKUX NCCrnefoBaHun
6e3 [OOKNMHNYECKOTO M3YYeHWUsI OHTOreHeTUYEeCKOM TOKCUYHOCTM (MccregoBaHuns ambpuodpeTansHOro passutus) B
cnepylowmx crnyvasx:



a) MHTEHCUBHBIN KOHTPOSb pUCKa B KPaTKOCPOUHLIX (Hanpumep, 2-HefenbHbIX) KIMHUYECKMX UCCNeaoBaHUSIX;

6) npeobnagaHue 3aboneBaHWs Cpeau XEHLUH M HEBO3MOXHOCTb AOCTWXKEHWUS Lenu uccnegoBaHust 6es
BKITHOYEHMWS B KIMHUYECKNE NCCMNELOBaHNS XXEHLUH C 0ETOPOAHBIM NOTEHLMANoM, a TakkKe NPUHATUE AOCTATOYHbIX
Mep Ans npefoTBpaLleHns HacTynneHns 6epemMmeHHoCTH.

75. OononHutenbHbIMK hakTopamy NMPOBEAEHUSI UCCNeOO0BaHUN Y XEHLMH C AeTOpOAHbIM noTeHumanom 6e3
npoBefeHNst OOKMMHUYECKUX UCCNeAOBaHUN OHTOrEHETUYECKOW TOKCUYHOCTU SBMSKOTCA CBEAEHUS O MexaHu3me
AEeNCTBMA NekapCTBEHHOro npenaparta (ero meTtabonuta), ero CBOWCTBaX, CTEMEHW IKCMO3ULMWM NEKapCTBEHHOro
npenapata y ambpuvoHa wnM nnoga W 3aTpyaHEHUAX Mpu MNpPOBEAEHUMU UCCMEeAOBaHWUM OHTOreHeTU4EeCKOn
TOKCUYHOCTU Ha noaxoAdllen MOAEenu XMBOTHbIX (Hanpumep, McCregoBaHUA OHTOMEHETUYECKOW TOKCUYHOCTM
MOHOKIOHAmNbHbIX aHTUTEen, QANnd  KOTOpbIX MO  WUMEKLWMMCS HayYyHbIM  [JaHHbIM  yCTaHOBIEHa  Hu3Kasi
ambpurodbeTanbHasa aKCno3numMsa B Nepuo, opraHoreHesa, paspeluaeTtcs npooautb Bo Bpems Il dasbl kKnMHnYeckmx
uccriegosaHuii). Npy 9TOM MccnegoBaHUA OHTOTEHETUYECKOW TOKCUYHOCTU AOIMKHbI OblTb MpoBeAeHbl K MOMEHTY
nogayv perncTpauMoHHOrO [O0Cbe JeKapCTBEHHOrO MpenapaTa Ha perncrpaumio U B PerucTpauyoHHOe [A0Cbe
OOMKeH ObITb BKITHOYEH MOMHbIA OTYET O JAaHHOM BuAE TOKCUYHOCTU flekapCTBEHHOro npenapara.

76. [o npoBefeHWs OCHOBHbIX WCCReaoBaHUA PenpoayKTUBHOM TOKCMYHOCTM paspeluaeTcsl BKIYeHVe B
KNUHWYECKME UCCNeNOBaHMA XEHLWNH C AeTOpoAHbIM noTeHuuanom (ao 150 yenosek), koTopble ByayT monyyaTb
uccregyemMblil NekapCTBEHHbIN Mnpenapat B TeYeHWe OTHOCUTENbHO KOpOTKOro nepuoda (Ao 3 Mecsues), npu
YCNOBUWM HanNWunsi npeaBapuTenbHbiX [aHHbIX O PEenpoayKTUBHOW TOKCMYHOCTM FeKapCTBEHHOro npenapara,
NMOMyYEHHbIX Ha 2 BUAAX XUBOTHbIX, U MPU MPUHATAN Mep ONA NpefoTBpalleHUs HacTynneHus 6epemMeHHoCcTUn y
cybbekToB uccnemoBaHus. [nst OOCTMXKEHUA 3TOW  Lenu nNpoBOAMTCA NpeLBapuTernbHOE — uMccrefoBaHue
ambpurodeTanbHOro pasBuTUSA NPV BBEAEHUWM NEKapCTBEHHOrO mnpenaparta B AOCTaTouHbIX fo3ax. MccnegoBaHue
OOIMKHO OblTb NPOBEAEHO C y4acTMEM He MeHee 6 CaMOK Ha rpynmy >XUMBOTHbBIX M CaMOK, NOSydaBLUMX npenapaT B
nepvog opraHoreHesa. VccnegoBaHne AOOMKHO BKMYaTb B ceOA OLEHKY BbRKMBAEMOCTU Mfoda, Macchl Tena,
BHELUHEE W3y4YeHuWe NnroJa, a Takke WU3yvyeHme BHYTPEHHUX OpraHoB nnoga. [peaBaputenbHoe OOKMUHUYECKOe
nuccnegoBaHve NpoBOAUTCS B COOTBETCTBMM C [MpaBunamu nabopaTopHOW MPakTUKU U HayYHbIMW CTaHOapTaMu B
obnactn 6UoMeMUMHCKNX UCCNefoBaHWI NpU YCroBmMn obecneyeHns NpsiMoro A0CTyMna 3avHTEPECOBaHHbIX MWL, K
cobpaHHbIM JaHHbIM.

77. PaspeweHve Ha npoBedEHUE KIMMHWYECKUX WCCMeaoBaHWn C y4yacTUEeM >KEHLMH C OeTOpPOAHbIM
noTeHLManomM cBsi3aHo C:

a) O4YeHb HM3KOW YACTOTOM HACTynneHuss OepemMeHHOCTM BO BpPEeMS KOHTPONUPYEMbIX KITUHUYECKUX
uccregoBaHui ¢ yqactmem HebonbLumx koropT (8o 150 yenosek);

0) KOpPOTKOM NPOAOIMKUTENBHOCTLIO TakUX UccrneaoBaHui. Yactota HacTynneHua 6epeMeHHOCTU Y KEHLLUH,
BrepBble NpeanpUHMMaloLnX MomnbITKYy 3abepemeHeTb, cocTaBnaeT npuMepHo 17 % Ha MeHCTpyanbHbIA LMK,
YacTtota HactynneHus 6GepemeHHocTn B Ill hase knuMHMYeckux wccnenoBaHWiA, MPOBEAEHHBIX Y KEHLUMH C
AeTopoaHbIM NoTeHUmManom, coctaensana meHee 0,1 % Ha MeHCTpyanbHbIA LMK, €Crn B XO4e 3TUX UCCreaoBaHun
cybbekTaMm peKkoMeHOOBanuM He [omnyckaTb HacTynneHns 6epemMeHHOCTM W Obinv MpeanpuHATbI Mepbl  And
npenoTBpalleHnss HacTynneHuss 6epemeHHocTu. Yactota HacTtynneHuss 6epemeHHocT Bo |l dase KnMHMYECKUX
uccnegosaHumn Huxe, vYeM B Il pase nccnegosaHuii, HO BBMAY OrPaHMYEHHOrO YMCna BKYEHHbIX B AaHHYO dasy
NCCNeaoBaHUIM XXEHLMH BENWYMHY CHWXKEHUS YacTOTbl TakMX CIlydaeB YCTaHOBUTb HEBO3MOXHO. OCHOBbLIBasCb Ha
yKasaHHbIX JaHHbIX, YacToTa HacTynneHusa 6epemeHHocTn BO |l pase uccnegoBaHun, Bknovawwmx B cebsa oo 150
XKEHLUUH C OeTOPOAHbIM NOTEHUMANOM U NPOAOIDKUTENBHOCTBIO 40 3 MecsAUEeB, A0MKHA COCTaBnaTb MeHee yem 0,5
cnyyasi 6GepeMeHHOCTM Ha Kaxabli uccnegyeMblii ekapCTBEHHbIN npenapar;

B) CMOCOOHOCTbIO Hagnexawmm o6pa3oM CnnaHMpPOBaHHbIX MNpeaBapuTeNbHbIX WCCEeLOBaHWA BbISBMAATb
OONbLUMHCTBO OHTOrEHETUYECKMX TOKCUYECKMX I(P(EKTOB, KOTOpble MOrMM Obl MOBMUSATbL HA BKMYEHVWE B
KMYHUYECKME MCCNef0BaHNS KEHLUUH C 4eTOPOAHbIM NOTEHLMANOM.

78. Ha gonycTMMoe K BKIFOYEHUIO B KITUHWYECKUE UCCNEAOBaHNE YUCIIO KEHLUMH C 4ETOPOAHBIM MOTEHLUMANOM
MU MNPOAOIKUTENBHOCTb WCCMNEAOBaHNS BMUSKOT XapakTEPUCTMKM MOMNyNsAUUW, CBSA3aHHblE C  BEPOSTHOCTbIO
HacTynneHus 6epemeHHOCTU (Hanpumep, Bo3pacT, 3aboneBaHve n T. O.). HeobGxooumo 3aBeplnTb OCHOBHbIE
OOKIMVHUYECKNE WCCNEeaoBaHUsi OHTOrEHETMYECKOM TOKCUYHOCTM A0 BKIOYEHMSI B KITMHWYECKOE WCCIedoBaHue
XEHLMUH C OeTOPOAHbIM MOTEHUManoM, 3a WCKIIOYEHWEM CUTyauWi, yKasaHHbIX B MyHKTax 72 - 76 HacTosLiero
PykoBogcTBa.

79. MNockonbKy OLEeHKka penpoayKTUBHbIX OpraHoOB CaMOK MPOBOAMTCS B paMkax MpoOBEAEHUs MCCrneoBaHun
TOKCUYHOCTU MpW MOBTOPHOM (MHOrOKpaTHOM) BBEAEHUWM IEKAPCTBEHHOrO npenaparta, paspellaeTcs BKh4vaTb
XKEHLLMH C 0eTOpOoAHbIM MOTEHUMANoM B KruHWYeckne uccnepoBanus | u Il a3 ¢ NoBTOPHLIM (MHOrOKpaTHbLIM)
BBELEHNEM [0 NPOBEAEHUS UccrnenoBaHms epTUnbHOCTM Yy CaMOK C y4eTOM NyHkTa 68 HacTosiero PykoBoacTea.
Ona o0OOCHOBaHWS BKITHOYEHUS XEHLUMH C OETOPOAHbIM MOTEHUMAnoM B KPYMHbIE WAWM NPOAOIKUTENbHbIE
KNVHW4Yeckne wuccnegoBaHuns (Hanpumep, uccriegoBaHusa Il casbl) Heobxooumo MPOBECTVM  AOKMMHUYECKME
NccrneaoBaHuWs, HanpaBeHHbIe Ha OLEHKY (DepPTUNBHOCTU Y CaMOK.

80. B pernctpaumoHHoe 40oCkbe NekapcTBEHHOro npenapaTa HeobxoauMO BKIOYUTL pe3ynbTaTbl MCCnegoBaHun
npeHaTanbHOro U NOCTHaTanbHOIO OHTOreHETUYECKOrO Pa3BUTUSI MOTOMCTBA KUBOTHbIX, MOABEPTLUNXCS 3KCNO3MLUN
nekapcTBEHHOrO npenapara.

81. [o BKMOYEHWS XEHWMH C AEeTOPOAHbLIM MOTEHLMANOM B KIMHUYECKUE WCCNEAOBaHWS, B KOTOPbIX He
MCNONb3YHTCA BbICOKOI((EKTUBHBIE METOAbl KOHTpauenuuu, WM npu HEW3BECTHOM TreCTauMOHHOM cTaTyce
Heo6XoAMMO MPOBECTU MOSIHOE UCCNeAoBaHUe PenpoayKTMBHOM TOKCUYHOCTM Y CaMOK U CTaHAApTHbIA (MOSHbIN)
Habop (baTapeto) uccrnenoBaHUn FEHOTOKCMYHOCTU. BbICOKOHAAEXHBIMU METO4aMU KOHTPaLEnumuM CYMTAKTCA Kak
N30NMpPOBaHHbIEe, TaKk U KOMOUHMPOBaHHBIE METOAbI, 06ecnevnBatoLLMe HU3KYI YacToTy Heyaad (To ectb meHee 1 %
B rog), Npu UX NOCTOSIHHOM W MPaBWUMbHOM MPUMEHeHUW. [pu NpUMEHeHNM MeToaa ropMOHANbHOW KOHTpauenumm
HeobXxoaMMO yuuTbiBaTb MHopmauuio 06 uccregyemMoM NekapCTBEHHOM Mpenapate U ero noTeHUManbHOM
BMNUSIHUN Ha 3P EKTUBHOCTb 3TOTO METOAA FOPMOHANBHOW KOHTpaLenuuu.



4. BepeMeHHble XeHLUHbI

82. [lo BKMOYEHUs) GEPEMEHHBIX KEHLUUH B KMUHUYECKME UCCNeAoBaHUS HEO6X0AUMO NPOBECTU UCCre0BaHUs
penpoayKTMBHOM TOKCWMYHOCTM y CaMOK W CTaHdapTHbin  (MonHbil) Habop (6GaTaper) wccneaoBaHwi
FEHOTOKCUYHOCTM, a Takke HeobXOAUMO OLeHUTb MMELMECH AaHHble 0 6e30MacHOCTU 3KCMO3MLMK U3yHaemoro
nekapCcTBEHHOro NpenapaTta y Yernoseka.

XIll. KnuHnyeckune nccnegoBaHus € y4acTueMm aeten

83. MNpwn BKMOYEHWM B KIMHWYECKME MCCrenoBaHusA AeTel Hanbonee 3HAYMMbIMU CBEOEHUSMU SBMSOTCA
AaHHble Mo 6e30MacHOCTX, KOTOPbIE MOMYyYEHbl C y4acTMEM B3POCHbIX CyObEKTOB, KOTOpbIEe, Kak NpaBuIo, OOIHKHbI
ObITb AOCTYMNHbI 10 HAYarna KMMHWYECKNX UCCNef0BaHWIN C y4acTuem OeTen.

84. [loctaTo4HOCTb N 06BEM AaHHbIX 0 6e30NacHOCTU NCCeayeMOro nekapCTBEHHOro npenapara, nony4eHHbIX
B KIMUHMYECKNX UCCNEAOBaHUAX C y4acTMeM B3pOCnbIX ONpeAensiTcs B uHAvMBMayanbHoMm nopsgke. [lo Havana
NPUMEHEHNss NeKapCTBEHHOro nmpenapata Yy pJdeTen [JocTaTouHble [AaHHble 00 OnbiTe MPUMEHEHUA 3TOoro
NeKkapcTBEHHOro mnpenaparta y B3pOCMbIX MOryT OTCYTCTBOBAaTb (Hanpumep, Mpu  UCKMOYUTENbHO AEeTCKUX
nokasaHusx).

85. [lo Havana npoBeAeHNst UCCNEeA0BaHUA € y4acTueM aeTert HeobxoamMMo pacnonaratb pesynbTaTaMu:

a) uvccnegoBaHW TOKCMYHOCTW NMPW MOBTOPHOM  (MHOTOKpaTHOM) BBEOEHMUM JIeKapCTBEHHOro npenaparta
B3POCIbIM XWBOTHBIM B TEYEHME ONpeaEeneHHoro nepnoaa;

6) ocHoBHoro Habopa (6atapeu) nccnegoBaHuin hapmakonornyeckon 6e3onacHoOCTy;

B) cTaHgapTHoro Habopa nccnegoBaHWi rEHOTOKCUYHOCTMU.

86. MoxeT noTtpeboBaTbCcA MpoBeAeHME MCCNeAoBaHWUS PEenpoaYyKTUBHOW TOKCUYHOCTM, COOTBETCTBYHOLLErO
BO3pAacTy W MOny uccrneayembix AeTew, AN MOnyvyeHns CBeAEHUA O MPSMbIX TOKCUYECKUX UMW OHTOreHEeTUYeCKMX
puckax (Hanpumep, nccrnenoBaHus epTUNBHOCTU U NpeHaTanbHOro (MocTHaTanbHOro) pasBuTHs).

87. NpoBeneHne KNMHNYECKUX NCCneaoBaHuiA aMbpuodeTansHOro pa3suTus HeobsasaTensHo Anst 060CHOBaHMSA
NpoBeAEHNS TaKMX UCCNEAOBaHNIA C y4aCcTUEM MYXYMH 1 npenybepTaTHbIX XKEHLLUVMH.

88. TokcMKonornyeckne NccrnenoBaHnst Ha HEMOOBO3PENbIX XXUBOTHBIX MPOBOAAT €CNN UMEIOLLMECH AaHHblE O
6e3onacHOCTV nccneayemMoro fiekapcTBEHHOro npenapara, nosfyyYeHHble B pe3ynbTaTte MCCNefoBaHUN Ha XUBOTHBIX
M C yyacTMeM 4YenoBeka, BKMOYas [aHHble 00 addektax ApyrMx nekapcTBEHHbIX npenapaToB  9TOro
(hapMaKonorM4eckoro Krnacca, CYMTalTCA HedoCTaTOuHbIMKM AN ODOCHOBaHUS NpOBEAEHUs WCCefoBaHuni C
yyactuem petein. Ecnm TpebyeTtca npoBeaeHMe TOKCUKOMOMMYECKOro MCCrneaoBaHus, 4OCTaTOMHO Mcrnorb3oBaHue 1
BMAA HEMOOBO3PESbIX XXUBOTHbIX, B OCHOBHOM IpbI3yHOB. [pn AocTaToMHOM Hay4YHOM 0BGOCHOBaHWM paspeluaeTcs
npoBefeHVe [OKIMMHWYECKUX WUCCredoBaHUM Ha HerpbidyHax. [lpu  KpaTKOCPOYHbIX hapMaKOKMHETUYECKMX
uccrefoBaHusX C  yvactem pJetew (Hanpumep, 1 - 3 [03bl NeKapCcTBEHHOro npenaparta) npoBedeHue
npenBapuTenbHbIX TOKCUKONOIMYECKNX NCCefoBaHU Ha HEMOMOBO3PESbIX XXUBOTHbIX He TpebyeTcs.

89. B 3aBMCMMOCTM OT MOKa3aHUil K NPMMEHEeHU0, Bo3pacTa AeTel U AaHHbIX 0 6e30MacHOCTM NMpUMEHEHMWS
neKkapcTBEHHOro npenapaTa MofyyYeHHbIX B pe3ynbTaTe WCCNefoBaHWW Ha B3POCIbIX XXMBOTHLIX U C y4yacTuem
yenoseka, 40 Hayana KpaTKOCPOYHbIX KIMMHUYECKUX UCCnefoBaHun 3P(EKTUBHOCTN 1 6€30MacHOCTU C NMOBTOPHLIM
(MHOrokpaTHbIM) BBEOEHMEM HEOOXOAMMO pacCMOTPETb BOMPOC O LUenecoobpasHoCTM nNpeaBapUTENbHOMO
nonyyYeHus pesynbTaToB NCCINEeA0BaHNI Ha HEMOMNOBO3PENbIX XNBOTHbIX.

90. OgHuMM 13 Hanboree BaXHbIX )AKTOPOB ABMSETCS BO3PACT yYaCTHUKOB UCCNEAOBAHWUSI MO OTHOLLEHMWIO K
NPOLOIMKNUTENBHOCTU MPOBEAEHNST KMMHUYECKOTO UCCNeaoBaHust (To ecTb Nepuoj pasBUTUS, B TEYEHWE KOTOPOro
YYaCTHUKU KITMHUYECKOTO WUCCNEAOBaHUSI MOOBEPratoTCsl 3KCMO3WMLUUWM JNEKAPCTBEHHOrO npenaparta). 3Ta oueHka
no3BonsieT onpenenuTb HeobXoAMMOCTb NPOBEAEHNSI UCCMNEN0BaHNIA Ha HEMOMOBO3PENbIX XUBOTHbIX, YCTAHOBUTL
CPOKM UX NPOBEAEHNS MO OTHOLLEHWIO K KITMHUYECKUM UCCNEefoBaHNAM.

91. MNpwn NpoBegeHUN AONTOCPOYHbIX KMMHUYECKMX MCCNEeAOoBaHUA C y4acTmem getew, ecnu TpebyeTcs oueHka
TOKCUYHOCTW B OTHOLLEHUWN HEMOOBO3PENbIX XXUBOTHbLIX, AOKIMHUYECKME UCCNeaoBaHns HeobxoanMo 3aBepLunTb 40
Havana uccnegoBaHui.

92. lMpoBegeHne [OMrOCPOYHbLIX UCCREeAOBaHUM TOKCUYHOCTU B OTHOLUEHMU HEMONOBO3PENbIX XUBOTHbIX
HeobXoOAMMO B cnyyasix, ecnu geTckas Mnonynsuus sIBNSETCA OCHOBHOW NOMynsiuMen, KkoTopas nony4vaet
neKapcTBEHHbIV MnpenapaTt, a B MpOBEAEHHbIX [AOKIMHUYECKUX WCCNEAOBaHUSIX Ha XMBOTHBLIX OOHapyXXeHbI
noTeHuManbHble OHTOFEHETUYECKME PUCKM (TOKCUKOMOrMyeckme unu dapmakosnormyeckne) Ans opraHoB-MULLEHEN.
370 MOXeT ObITb [ONrOCPOYHOE [AOKNMHUYECKOE MWCCrefoBaHMe, HayaToe Ha >KUBOTHbIX COOTBETCTBYHOLLErO
BO3pacTa M Buaa, C COOTBETCTBYHOLUUMW KOHEYHbIMM TOYKaMu AN aHanmMsa Takoro OHTOreHEeTUYEeCKOro pucka
(Hanpumep, 12-mecsyHoe mccriegoBaHme Ha cobakax (KoTopoe mpu 3TOM MOXeT BKMoyaTb B cebs Becb nepuos
pasBuTus cobak) unu 6-mecsyHoe uccrnefoBaHMe Ha Kpbicax). Y noboro u3 BWAOB XMBOTHBLIX [AOMycKaeTcs
ajanTaums OaHHOro [AusaiHa [OKMUMHMYECKOrO WUCCNefoBaHUss B LUENsX 3aMeHbl UM COOTBETCTBYHOLLErO
CTaHAapTHOrO AOMrOCPOYHOrO AOKIMMHUYECKOTO WUCCMENOBaHNUS U OTAENbHOIO AOKIMHUYECKOTO WCCNEedOBaHWUS Ha
HENornoBO3pEenbIX XUBOTHbIX.

93. [o Havana [ONrOCPOYHBLIX KIMMHUYECKMX WCCMEeLOBaHWM C yvacTueM [JeTeir Heobxooumo onpenenvTb
uenecoobpa3HoOCTb MPOBEAEHUS WUCCNEeAOBaHUS KaHLEepOreHHoro noteHumana. Bmecte ¢ Tem npu oTcyTCTBUM
CYLLECTBEHHOW MNPWYMHbI AN OnaceHwun (Hampumep, MPU3HaKW TFeHOTOKCMYHOCTM MO pes3ynbTaTaM  pasHbIX
uccreaoBaHu, Hanuuue MpOKaHLEPOreHHOro pucka, OOBYCNOBMEHHOTO MEXaHW3MOM [OEeWCTBUS AeNCTBYHLLEro
BELLEeCTBa, MW Hanuyne AaHHbIX, BbISBNIEHHbIX NPV NPOBEAEHNM nccrnenoBaHmin obLlert TOKCMYHOCTH) He TpebyeTcs
npoBeAeHVNe WCCMefoBaHWN  KaHLUEPOreHHoro noTeHuuana Anss oboCHOBaHWMS NPOBEAEHMST  KITMHWUYECKUX
nuccrnegoBaHui € yd4actTnem geten.



XIV. UccnepoBaHe UMMYHOTOKCUYHOCTU
JNleKapCTBEHHOro npenaparta

94. HoBble nekapCTBeHHble npenapaTbl AN MEAWMLUMHCKOrO MPUMEHEHMs MoAnexaT OueHke B Lensax
NOATBEPXKAEHUST HanNUuus MMMYHOTOKCUYECKOrO MOTeHuMana C MNpoBeAEHVMEM CTaHAapTHbIX TOKCUKOMOrMYeCcKuX
uccrnegoBaHWM U OONOMHUTENbHBIX  UCCNegOBaHUA  MMMYHOTOKCUYHOCTM Ha OCHOBE aHanusa 3HauyMMocCTu
[oKasaTenbcTB noTeHumnanbHomn WMMYHOTOKCUYHOCTU NeKkapcTBEHHOro npenapara, BKITtOMast
MMMYHOOMNOCPEeAOBaHHbIE CUrHanbl, NONyYEeHHbIE NPY NPOBEeAEHUN CTaHOAPTHbLIX TOKCUKOMNOrM4YeCKMX UCCneaoBaHun.

95. Ecnn nokasaHoO npoBedeHve [AOMOMHUTENbHbIX WCCrnefoBaHWA MMMYHOTOKCUYHOCTWU, uX Heobxoaumo
3aBepLUnNTb OO0 3KCMO3WLMKU NeKapCTBEHHOro npenaparta y 6onblioi nonynsauuy naumeHTtoB (Hanpumep, Il dasbl
KIMYHNYECKNX NCCNEAOBAHNN).

XV. UccnepoBaHue hoTobGeszonacHOCTH
riekapcTBEHHOrO npenaparta

96. LienecoobpasHoCcTb 1 CpOKM NpoBeaeHnst nccrieqoBaHusa ooTobe30nacHOCTU MO OTHOLLEHUIO K 9KCNO3nLmMmK
rlekapCTBEHHOrO Nnpenapara y YenoBeka onpeaensaTcs:

a) POTOXUMNYECKUMI CBOWCTBaMM MOMEKyIbl (Hanpumep, doTtoabcopbunsi n oToCcTabUnNbHOCTL);

6) cBeaeHNsiMM 0 HOTOTOKCUYECKOM MOTEHLMANe XMMMYeCKn poaCTBEHHbIX COEANHEHWN;

B) pacnpegeneHneM B TKaHsX;

r) KMTMHUYECKMMU I OOKMMHUYECKUMUN NPOSBNEHUAMMN, CBMOETENbCTBYOLWLMMM O (POTOTOKCUHHOCTH.

97. Heobxooumo npoOBECTM MNepBOHAYanbHYld OUEHKY (OTOTOKCMYECKOrO MOTEeHuMana MWCXOoas U3
HOTOXMMUYECKNX CBONCTB U (hapMakonorm4eckoro (xmmmyeckoro) knacca. Ecnm oueHka Bcex fOCTYNHbIX AaHHbIX U
npeanaraemMoro nnaHa KIMHWYECKUX WCCrefoBaHUM CBUAETENbCTBYET O MOTEHUMAnbHOM CYLLECTBEHHOM pUCKe
(POTOTOKCUYHOCTU AN YenoBeka, B aMOynaTOpHbIX KIMHUYECKMX UCCrefoBaHUsAX Heobxooumo npedycMoTpeTb
COOTBETCTBYIOLLME MEPbI 3aLLMTHI.

98. B uensix nony4yeHns CBeAEHNI O NOTEHUMANbHOM (POTOTOKCMYECKOM pUCKE NEKApPCTBEHHOMO NpenapaTa Ans
yernoBeka W onpegeneHnss HeobOXOAMMOCTW [JarnbHeWnero W3y4YeHWst BbIMOMHAETCA [AOKIMMHUYECKas OLeHKa
pacnpegeneHns NekapcTBEHHOro npenapata B koxe W rmasax. [lpu HeobxogumoctTn  npoBoauTcA
3KCMEepUMEHTanbHasa oueHka (QOKNMMHMYEeCKas oOueHka in vitro wunu in vivo nmMbo KnvHMYeckas oOueHka)
OTOTOKCUYECKOro NoTeHLMana 4o SKCNo3uLmMmn nekapcTBEHHOro npenapara y 6onbLworo ynucna nauyuneHTos (Il dpasa
KMWHNYECKNX NCCNEAoOBaHNM).

99. B kauecTBe anbTepHaTMBbl MOLIAroBOMY noaxony, npegyCMOTpeHHOMy nyHkTamu 97 n 98 HacTtoswero
PykoBoacTBa, B Xxo4e [OOKIMHUYECKMX WIN  KIMHUYECKMX WCCMeOOBaHWN MOXHO MNPOBECTU MPSMYI0  OLIEHKY
doToTOKCUYECKOro noTeHumana. Ecnv pesynbraTbl Takoro uccrnefoBaHus oTpuuaTenbHbl, MPOBEAEHUE paHHEeWn
OLEHKM pacnpeeneHns NiekapCTBEHHOro Npenapara B KOXe U rnasax ¥ 3aluTHbIX KIMHUYECKnX Mep He TpebyeTcs.

100. Ecnu pesynbTaTbl MpoBeAEHUs] OLEHKUM (DOTOTOKCUYHOCTU CBWUAETENbCTBYHOT O MOTEHUMANbHOM
(OTOKaAHLIEPOreHHOM puUCKe, Y MaLMEHTOB 3TOT pPUCK OObIMHO B [JOCTaTOMHOW CTEMEeHU KOHTpOonupyeTcs C
NPUMEHEHNEM 3aLLUUTHBIX Mep, BKMYawwmx B cebs npegocTtepexeHve B MH(OPMMPOBAHHOM cornacum u B
UHopMaLun o] 3aperucTpupoBaHHOM NeKkapCcTBEHHOM npenapare. Mposenexune nccneaoBaHui
(POTOKAHLIEPOreHHOCTM Ha TIPbI3yHax C WCMOMb30BaHMEM [OCTYMHbIX Mogenen (Hanpumep, wuccrefoBaHue C
yyacTmem OecliepCTHbIX TpbI3yHOB) Ans o6ocHOBaHWS pa3paboTkuM fekapCTBEHHbIX MpenapaTtoB cyMTaeTcs
HeLlenecoobpasHbiM 1, Kak npaeuno, He TpebyeTtcsi. Ecnu nccnegoBaHus POTOTOKCMYHOCTM YKa3biBalOT HA Hanuine
(hOTOKaHLIEPOreHHOrO pucka M CyLLLeCTBYeT COOTBETCTBYHLLAA MEeToAMKa U3y4eHUs hOTOKaHLEPOreHHOro AenNcTBus
nekapcTBEHHOro npenapara, Takoe uccrnefoBaHne HeobGXoAMMO, Kak NpaBumio, 3aBepLunTb [0 perucTpauum 3Toro
NEeKapCTBEHHOrO npenapara, a ero pesynbTatbl HEOOXOAMMO YUNTBIBATb MPU OLEHKE pUCKa AN YenoBeka.

XVI. JoknnHu4YecKkasi OLeHKa pa3BUTUA
NeKapCTBEHHOW 3aBUCUMOCTHU

101. B oOTHOWeEHUN [OEWCTBYOLWMX Ha LEHTparnbHYl HEPBHYHD CUCTEMY FeKapCTBEHHbIX MpenapaToB
HEe3aBUCUMO OT UX MOKa3aHus K NMPUMEHEHNI0 HeobBXoaUMO OLEHUTb PUCK PasBUTUS NIEKAPCTBEHHOW 3aBUCMMOCTM.
[oKknuHnyeckme nccrnegoBaHns AomkHbI 0O0CHOBbLIBATb:

a) Au3aliH KNMHUYECKON OLIEHKM NOTeHLMana BO3HNKHOBEHWS NTEKAPCTBEHHOW 3aBUCMMOCTY;

0) onpeneneHve ycrnoBum OTnycka fiekapCTBEHHOIO Npenaparta HaceneHuio;

B) cocTaBneHue nHopmaumm o IekapCTBEHHOM MpenaparTe.

102. lMpu nnaHvpoBaHUW UCCreaoBaHWIA, BKMOYaOLWMX B ce0S OLEHKY BO3HWMKHOBEHWSI NeKapCTBEHHOW
3aBMCUMOCTM paspeLlaeTcsl MCNonb3oBaTb PYKOBOACTBA MO MPOBEAEHUI0 OOKMUHMYECKOW OLIEHKU puUcKa pasBuTUS
nekapcTBEHHOWN 3aBMCMMOCTM rOCyAapCTB-YNEeHOB.

103. JOKNUHMYECKNE OaHHble, MOMyYEHHbIE Ha paHHMX 3Tanax NpoBeAEeHWsT OOKMUHUYECKUX UccneaoBaHuii
JNIEeKapCTBEHHOrO Mpenaparta o ero NepBoro BBEAEHWS YEITOBEKY, HEOOXOAMMO YUYNUTbIBATb NPU BbISIBIIEHUM PaHHUX
VWHOWKATOPOB MOTEHUMANbHOM CMNOCOOHOCTM JIEKapCTBEHHOrO npernapaTta Bbi3blBaTb pPasBUTME JIEKAPCTBEHHOW
3aBMCUMOCTU. Takne paHHME MHOUKATOPbI BKMOYAOT B Cebsi:

a) dhapMakokmHeTMyeckuin (cbapmakogmHamuyeckuin) npodunb NEKApPCTBEHHOro npenaparta onpeaensitowmin
NPOACKUTENBHOCTb €ro AENCTBUS;

6) Cx0OCTBO XWMWMYECKOW CTPYKTYpbl IEKapCTBEHHOrO npenapata C W3BECTHbIMWM  JIEKAPCTBEHHLIMU
npenapartamu, Bbi3bIBaKOLLMMU NIEKAPCTBEHHYIO 3aBUCUMOCTb;

B) Npodunb CBA3LIBAHNS AEWACTBYHIOLLErO BELLECTBA NEKapCTBEHHOrO Npenapara c peLlentopamu;



r) noBegeH4eckne (KMUHUYECKNE) NPU3HaKK, YCTaHOBMEHHblEe MPWU MPYMEHEHUN fleKapCTBEHHOro npenaparta B
AOKIMUHNYECKUX NCCnefoBaHusX in vivo.

104. Ecnn no pesynbTaTaM paHHUX 3TanoB NPOBeAEHWS [AOKMMHWUYECKUX WCCMedoBaHWM MoTeHuman
fneKapCcTBEHHOro npenapara B 4acTW pPas3BUTUS NEKApCTBEHHOW 3aBMCUMOCTUW He YCTaHOBIMEH, pacluMpeHHble
AOKIMMHNYECKNE UCCIe[OoBaHNsa 3TOr0 JIeKapCTBEHHOrO npenapata Ha MOAENsX OLEHKM 3aBMCMMOCTU MOTYT He
notpeboBaTbCH.

105. Ecnun gencTeyloLLee BELECTBO NEKapCTBEHHOrO npenapaTa nposBnsaeT NPU3Haku, CXoOHblE C U3BECTHLIM
npogunem nposiBNEHUs NeKapCTBEHHOW 3aBUCUMOCTU, UMM UMEET HOBbIN MEeXaHW3M OeWCTBUS Ha LeHTparbHYo
HEpBHYIO cUCTEMY, ANA 06OCHOBaHWSA KPYMHbLIX KIMHWYECKUX uccregosaHun (Hanpumep, Il dasbl), kak npasuno,
Heo6xo0AMMO NPOBECTW JONOMHUTENbHbIE AOKTUHUYECKNE NCCeA0BaHMS.

106. Ecnu npodunb MeTabonuToB 1 MULLEHW AENCTBUSA NEKapCTBEHHOMO Mpenapara y rpbi3yHoB COBNagaroT ¢
npodunem MeTabonuTos N MULLEHAMW AEACTBUS eKapCTBEHHOro npenapaTa y Yenoseka, OOKIMHUYECKYIO OLEHKY
pvcka pa3BUTUSI 3aBUCMMOCTM HeobxoaMMO MPOBECTM Ha rpbidyHax. Paspeluaetca npoBoAWTb MCCNenoBaHWs Ha
HeYyenoBekoobpasHbIX MpumaTtax, ecrnuv BbINOMHATCA 06a crneayLwmux yCnosus:

a) ecTb HeocnopuMMble MpU3HaKM TOro, YTO UX y4vacTue B [AOKIMHUYECKUX WCCNEeaoBaHUSX MOMOXeT
CMPOrHo3MpoBaTh NOABEPKEHHOCTb YernoBeKka pas3BUTMIO NeKapCcTBEHHOW 3aBUCMMOCTW;

6) HenpvMeHVMbl MOAENW W3YYEeHUS Ha rpbldyHaX CMOCOBHOCTN nekapCTBEHHOro npenapaTa Bbi3blBaTb
neKapCTBEHHYIO 3aBNCMMOCTb.

107. B uensiX [OKMMHWYECKOW OLIEHKM pucCKa pas3BUTUS eKapCTBEHHOW 3aBUCMMOCTM Hambonee wvacTo
nposoanTca 3 BuAa UCCneoBaHun:

a) NnpeanoyTeHVe nekapCcTBEHHOro npenapara;

0) camoBBeeHME NEeKapCTBEHHOTO NpenapaTa;

B) OLleHKa OTMEHbI NpyemMa nekapcTBEHHOro npenapara.

108. ViccnepoBaHuns mnpeanoyvTeHUss W CaMOBBEAEHVMS NeKapCTBEHHOro mnpenapaTta MpOBOAATCA  Kak
camMocToATenbHbIe 3KCnepumeHThl. [TpoBeaeHMEe OLEHKM OTMEHbI MpUeMa fekapCTBEHHOro npenapaTta paspeluaeTcs
BKMIOYMTb B AM3alH WUCCIIeA0BaHUA TOKCMYHOCTW C MOBTOPHbLIM (MHOFOKpPaTHbIM) BBEAEHWEM feKapCTBEHHOIO
npenapata AN rpynnbl XXUBOTHBIX C OLEHKOW 0BpaTMMOCTM BOCCTaHOBMEHWs. MakcumanbHas [o3a, npu KOTOpoWn
KOHLEHTpaumsa B Nna3me B HECKOMbKO pa3 NpeBbIIaeT KOHLEHTPALUo, MOMyYEHHYI0 Npu Npueme TepaneBTUYecKon
KMMHWYECKOW [03bl Y YerioBeka, paccMaTpuBaeTCsl Kak MoAXOAsWas Ans TakoW OOKIMHWYECKOW OLEHKU pucka
pasBUTUS NTEKAPCTBEHHON 3aBUCUMOCTH.

XVII. Opyrve nccnegoBaHus TOKCUYHOCTU JIeKAPCTBEHHOTO npenapara

109. Ecnu nonyyeHHble paHee OOKIMHWYECKME UMW KIIMHUYECKME AaHHble O fekapCTBEHHOM npenaparte unm
POACTBEHHbIX NTEKapCTBEHHbIX NMpenapaTtax ykasblBatoT Ha BO3MOXHbIE NPO6neMbl B OTHOLLEHWUM 6e30nacHOCTH 3Toro
neKkapcTBeHHOro npenapara, uenecoobpasHo npoBefdeHVe AOMOSNHUTENbHbIX UCCedoBaHWM (HanpuMep, B Lensx
onpegeneHns noTeHumanbHbIX BMoMapkepoB AN U3yYeHUs MexaHusma LeNCTBUS fekapCTBEHHOro npenapara).
lMpoBeaoeHne [OMONHUTENBHBLIX AOKMMHUYECKUX WCCRefoBaHui (Hanpumep, AN BbISBNEHUS MOTEeHUManbHbIX
BrnomapkepoB M3y4yeHUs MexaHu3Ma AeNCTBUS NeKapCTBEHHOro npenapata) uenecoobpasHo, ecnv npegbigylme
OOKNNHUYECKME UMW KIMHUYECKME WCCIEefoBaHNsA NEKapCTBEHHOro npenapaTta WM pOACTBEHHbIX NeKapCTBEHHbIX
npenapartoB ykasbiBanv Ha ocobble npobnembl, CBs3aHHbIE C 6€30MacHOCTLIO NNEKAapCTBEHHOrO npenapara.

110. Moaxodp! k KBaNUdMKauMM NpuMecert 1 NPOAYKTOB Aerpagaunmn AOMKHbI COOTBETCTBOBaTbL NpaBuiam no
M3y4eHWi0 NpMMecen B NeKapCTBEHHbIX CPEeACTBaxX M YCTaHOBMEHWIO TpeboBawui K HMUM B cheumdukaumsx,
yTBepxaaemblx EBpasuiickon aSKoHOMUYecKkon komuccmen. Ecnu gna kBanudwukauum npumecu W npogykta
Aerpagauum HeobxoAMMO NpoBedeHWe OTAENbHbIX MCCNedOoBaHWi, MX AOMNyckaeTcs He npoBoAauTb Ao Hadana lll
asbl KnuHnyeckmx ncenegosaHuin. OgHako ecnv B paMmkax paspaboTkum M u3yyYeHus nekapcTBEHHOro npenaparta
NPOUCXOAAT WM3MEHEHWsi, MPUBOASALIME K 0OpasoBaHMIO HOBOrO Mpodwunsg npuMecen (Hanpumep, HOBbIA NyTb
CMHTE3a, HOBbIA NPOAYKT Aerpagauuun, obpas3oBaBLUMACA B pe3ynbTaTe B3avMOAENCTBUS MeXOY KOMMOHEHTamu
Npou3BOACTBEHHOM peLenTypbl), TpebyeTca npoBeAeHe COOTBETCTBYIOLLMX UCCIEA0BaHUIA KBanudukauum npumecu
W NpoAyKTa Aerpagaunm ans obocHoBaHWSA NpoBedeHNs AOKMMHUYECKnX nccnegosanuin Il dasel nnm 6onee no3gHnx
aTanoB pa3paboTku nekapcTBEHHOro nNpenapara.

XVIIl. UccnepoBaHMe TOKCUMYHOCTU KOMOMHUPOBaHHbIX
JleKapCTBEHHbIX NpenapaToB

111. B HacTvosillem pasfene onucaHbl UCCNeaoBaHWA TOKCUMYHOCTM KOMOUHMPOBAHHLIX NEKapCTBEHHbIX
npenapaToB, KOTOPblE YNaKOBLIBAIOTCS COBMECTHO WM BBOASATCA B 1 NekapcTBeHHOM dopme (bukcupoBaHHas
KOMOMHaUMA [003). YkasaHHble B HACTOsILeM pasgene MNPUHUMNbLI Takke MOTryT MPUMEHATbLCA Mpu paspaboTke
NeKkapcTBEHHbIX MNpenapaTtoB, KOTOPble COrMacHo MHGOpMauuM O HUX OyAyT OOHOBPEMEHHO MPUMEHSITLCA C
onpedeneHHbIM NeKapcTBEHHBIM NpenapaToM B COCTaBe KOMOWHMPOBAHHOW Tepanuu (gaxe ecnu oH He 6yaer
BXOOUTb B (PMKCUPOBAHHYH KOMOGMHaLMIO [103) M O 6es3onacHOCTM KOMOMHMPOBaHMS KOTOPLIX MOMy4YeHbl
MWUHUMarbHbIE KNMHWYECKME CBeaeHUs.

112. TlonoxeHuss HacTosllero pasgena nNPUMEHSIOTCA NpU  NPOBEAEHUU  U3YYEHUS  TOKCUYHOCTMU
KOMOVHMPOBaHHbLIX NEeKapCTBEHHbIX MNpenapaTtoB, COAepXKalluMx B CBOEM COocTaBe crefyolumMe KoMBuHauuu
[eViICTBYIOLLMNX BELLECTB:

a) NekapCTBeHHbI MnpenapaT npeacTaBnseT coboit KomMGuHauuio 2 OeiCTBYOLWMX BelwlecTs unu Gornee,
HaXo4sLMXCA Ha NosaHem aTane pas3paboTku (TO ecTb 3T AEUCTBYIOLIME BellecTBa ABMNATCA COEANHEHUAMMU CO



3HaYUTENbHBIM OMbITOM KIMHUYECKOTO NMPUMEHEHUs, AMNs KOTOpbIX MMmetoTcs AaHHble no 1l case knuMHuYeckux
nccnegoBaHui, n (Mnn) aTM KOMOBMHaLMK coaepXXaTcs B 3aperMcTpUpOBaHHBIX JIEKapCTBEHHbIX Npenaparax);

0) nekapCTBEHHbIN npenapaT npeacTaBnsieT cobon KomOuHauuio, B KOTOpor 1 OelcTByoLee BELWECTBO UMK
bonee HaxogAaTCcsa Ha No3gHeM 3aTane pa3paboTku n 1 geincTByloLlee BELWECTBO UM Gonee HaxoOaTcs Ha paHHEM
aTane pa3paboTku (To ecTb BTOpas 4YacTb koMOMHaUMK npeacTaBnsaeT cobor coeauHEHNs C OrPaHUYEHHBIM OMbITOM
KMUHUYECKOro MPUMEHEHMWs1, ANA KOTOPbIX MMEKTCS TONbKO AaHHble no |l dase KNuHMYecknx mccnenoBaHwUi Unu
AaHHble no 6onee paHHUM hasam KIMHUYECKUX UCCNefoBaHUN);

B) neKkapCTBEHHbIM npenapaTt npeacrasnset cobon kombuHauumio, B KOTOPOW BCe AEMCTBYHOLLME BellecTBa
HaxoAATCs Ha paHHeM aTane paspaboTku.

113. B oTHoweHun OGomnblIMHCTBA KOMOWHaUMIA [ENCTBYOLMX BELLECTB, CoAepXalmx 2 [eACTBYIOLINX
BELLEeCTBA, HaxoOsLMXCA Ha no3gHeM 3Tane pas3paboTkM M MMEKWUX [OOCTATOYHbIA OMbIT COBMECTHOMO
KNMVHNYECKOTO MPWMEHEHUS, B OTCYTCTBME CYLUECTBEHHbLIX OMAaceHW OTHOCUTENBHO TOKCUYECKOrO AeNCTBUS
(Hanpumep, aHanorM4yHasi TOKCUYHOCTb B OTHOLLUEHWW OpraHa-MULLEHWN) NPOBEAEHME AOKIMHUYECKMX UCCNEaOoBaHUiA
KomMbuHaumMm Onsa oBOCHOBaHWS NPOBEAEHUS KIMHUYECKUX WCCRedoBaHWM U perncrpauun  nekapCcTBEHHOro
npenaparta He Tpebyetca. OnaceHnss OTHOCUTENbHO TOKCUYECKOro AEWCTBUSA YCTaHABMMBAKOTCA MCXOAS U3 rpaHuy,
©6e30MacHOCTM NekapCTBEHHOro npenapata Y BO3MOXHOCTM MOHUTOPMHra HexenaTenbHbIX peakuuin y 4veroBeka.
Ecnn uccnegoBaHve nNpoBOAMTCS B LensiX NOWMCKa NPUYUHBI BO3HUKWWX Npu pa3paboTke KOMOGUHMPOBAHHOrO
JNIEKAapCTBEHHOrO MNpenapaTta OnaceHuin OTHOCUTENbHO €ro TOKCUYECKOro OeNCTBMS, Takoe WccregoBaHue, Kak
npaBumo, HeobxoAMmMo 3aBepLIMTb OO0 Havana KIMHUYECKUX WUCCRefoBaHUN KOMOWHMPOBAHHOMO JEeKapCTBEHHOrO
npenapara.

114. MNpoBeaeHne OOKMMHUYECKUX UCCNEeaoBaHU A 000CHOBaHUSA NpoBeAeHUsT HEDONMbLUMX, OTHOCUTENBHO
KPaTKOCPOYHbLIX  KMUMHWYECKUX  uccrnegosBaHun  (Hanpumep,  wuccnepgosanHui || dasel  uccnegosaHus
NPOACIKNTENBHOCTLI0 A0 3 MecsueB) He TpebyeTcsa B cnydae, ecrniv B OTHOLUEHMU NEKAPCTBEHHbIX NMpenapaTtos,
cogepxawmx 2 gencTByloux BellectBa U Gonee, Haxoasawuxca Ha nos3gHeM 3tane pa3paboTku, He umeeTca
O0CTaTOYHOrO OnbiTa COBMECTHOMO KIMMHUYECKOrO NPUMEHEHMS), HO Ha OCHOBAHUM MMEILLMXCS AaHHbIX HET NMPUYMH
ONsi  CYLLEeCTBEHHbIX OMaceHWn OTHOCUTENbHO TOKCMYECcKOro pnenctBus. Bmecte ¢ Tem pOns npoBefeHus
NPOOOIMKUTENBHBIX WA KPYNHOMAacLWTabHbIX  KIUMHWYECKUX WCCMNEeAOBaHWA, a Takke [Ans  perucrpauum
neKkapCcTBEHHOro nNpenaparta NpoBeAeHNe AOKNMHUYECKMX UCCNEA0BaHNUIA YKa3aHHbIX KOMOMHaLM 06s3aTenbHO.

115. lNpoBeaeHne TOKCUMKONMOMMYECKUX WUCCreaoBaHUA KOMOWHMPOBAHHLIX JeKapCTBEHHbLIX NpenapaToB Ans
000CHOBaHUSA NPOBEOEHUs] UX KITMHUYECKUX WCCReLOBaHUM MNpOOOIDKUTENbHOCTEIO A0 1 Mecsaua ¢ npoBepkomn
©e30MacHOCTN TakMX KOMOMHMPOBAHHbBIX NEKApCTBEHHbIX NpenapaToB He TpebyeTcsa B cnyvae, eCcrnv nekapCTBEHHbIN
npenapart sBnseTca KomOuHauMen BellecTB, HaxXOOALWMXCHA Ha paHHeM 3Tane pas3paboTkM U MMerLWwux OonbIT
KIMHWYECKOTO MPUMEHEHWs, C BeELleCcTBaMM, HaxoAdAWMMMUCA Ha MNo3gHeM 3Tane paspaboTkM M He MMEerLWMMn
YCTaHOBINEHHOIO TOKCMYECKOro BO3AeNCTBMSA. Mpu 9TOM KNMHMYECKOE UCCNeaoBaHNe TakMx KOMOMHAUMIA He JOIMKHO
Nno NPOACIHKUTENBHOCTM MPEBLILWATL KIMHUYECKUIA ONbIT NMPUMEHEHNST OTAENbHbIX KOMMOHEHTOB. Ecnn knnHuyeckme
nccrneaoBaHus NpoBoasTcs Ha Oonee no3gHem aTane pas3paboTkM KOMOUHMPOBAHHOIMO NeKapCTBEHHOMO npenapaTta
Unn umeroT GonNblUY NPOAOIMKUTENBHOCTb, X HeobXxoaMMO O6O0CHOBaTb AOKIMHUYECKMMU TOKCUMKOIOTMYECKUMU
nccrneaoBaHMaAMM KOMOMHaUN.

116. B oTHOLIEHUN NEeKapCTBEHHbIX NpenapaToB, coaepXxalux KoMoGnHauuio 2 AeACTBYHOLMX BellecTB n bonee,
HaxoOdWMXCA Ha paHHem 3Tane pa3paboTtku, Ans O0OOCHOBaHUSA NPOBEOEHUS KIMHUYECKUX WCCneaoBaHum
HeobX0AMMO NPOBECTU JOKMMHUYECKNE TOKCUKONOrMYECKne NccneaoBaHns Takom KombnHauum.

117. Ecnv B OTHOLLEHWWN OTAENbHBIX KOMMOHEHTOB NIEKAapPCTBEHHOIO Npenapara 13 KomouHaumum 2 AenCTBYHOLLMX
BellecTB M Gonee, HaxodsWMXCA Ha paHHeEM aTane pa3paboTku, NpoBedeHa NonHasi nporpamma AOKIMHUYECKOW
pa3paboTkM, pAOns  00OCHOBaHWS MNPOBEAEHUS]  KMMHUYECKMX  WUCCRNefoBaHMM  Takoro  KOMOGWMHMpOBaHHOIro
nekapcTBeHHOro npenapata TpebyeTca npoBegeHME [OOKIMHUYECKOTO  TOKCUKONIOMMYECKOro  WUCCreoBaHus
NPOACIKUTENBHOCTLIO 3KBUBANEHTHON MPOOOIIKUTENBHOCTU KITMHUYECKOrO MccrenoBaHus, Ho He Gonee 90 gHewn
BBELEHUS NTeKapCTBEHHOrO npenapara.

Ons opobpeHnsa perncrTpaumm KOMOMHMPOBAHHONO NEKapCTBEHHOro npenapata Heob6XxoavMMo npencTaBneHue
pesynbTaToB ykasaHHoro 90-4HEBHOro TOKCMKOMorMyeckoro uccriegosaHua. OgHako B Criyyae KpaTKOBPEMEHHOM
NPOACIKUTENBHOCTU  MIAHUPYEMOrO  KITMHUYECKOrO MPUMMEHEHUS JEeKapCTBEHHOro npenapata B LUEnsx ero
peructpauun paspellaeTcs NpPeAcTaBreHVe pesynbTaToB MPOBEAEHUS TOKCUKOMOrMYECKOro UCCneaoBaHust
KOMOMWHaLUnM eNCTBYIOLWMNX BELLECTB MEHbLUEN NPOSOIMKUTENBHOCTH.

118. [dn3aiH JOKNUHMYECKMUX UCCrneaoBaHUi, peKoMeHAYEMbIX AN OonpefeneHnst XxapakTepucTuk KoMoHaumm
OENCTBYIOLWMX BELLECTB, 3aBUCUT OT (PapMakoSlorMyeckoro, TOKCUKOMOTMMYECKOTO U (PapMaKOKMHETUYECKOro
npodunen oTAernbHbIX KOMMOHEHTOB, MOKAa3aHUM K NMPUMEHEHWUIO, LIeNEeBOW MONynsuuM naumeHToB U MMEHOLLNXCA
KIMHUYECKMX OaHHBbIX.

119. [oknuHMYeckue wuccrnegoBaHUa KOMOUHAUMM OEeNCTBYHLIMX BELECTB B COCTaBe JIEKAPCTBEHHOro
npenapara Heobxoanmo, Kak npaBuIio, NPOBOAUTL C ydacTuem 1 peneBaHTHOro BuAa XMBOTHLIX. [pu BbISBNEHUN
HenpeaBnaeHHOW TOKCUYHOCTY paspeLlaeTcs NpoBeaeHne AONONMHUTENbHbIX UCCIea0BaHUN.

120. Ecnn B OTHOLIEHUN OTAENbHbIX KOMMOHEHTOB KOMOWMHMPOBAHHOIO NeKapCTBEHHOro fnpenaparta nonHas
nporpaMma  OOKNMHUYECKOM pa3paboTkym He BbINOMHEHa, paspellaeTcss MNPOBECTU  MOJSHYK  nporpammy
OOKIMMHUYECKMX TOKCUKOIMOrMYECKUX UCCNEAOBAHUIA UCKMOYUTENBHO B OTHOLLEHWUU BCE KOMBUMHALMK OEACTBYIOLLMX
BELLECTB B COCTaBe JeKapCTBEHHOro npenapaTta npu YCINOBUKU, YTO OTAESNbHbIE KOMMOHEHTbI 3TOM KOMOVHauun
npeaHasHa4YeHbl UCKIMIOYNTENBHO AN NPUMEHEHUSA B COCTaBe KOMOVHMPOBAHHOIO NIEKapCTBEHHOTO npenapara.

121. Ecnn oTgenbHble KOMMOHEHTbI KOMOMHALUM OEWCTBYHOLINX BELLECTB OblM U3y4eHbl B COOTBETCTBUM C
akTamu opraHoB Coto3a B cdepe obpalleHns nekapCTBEHHbIX CPEACTB, AN 060CHOBaHMS NMPOBEAEHUS KITMHUYECKNX
WUCCNedoBaHWIA U perucTpauum nekapcTBEHHOrO npenapata MpoBedeHWe WUCCNeaoBaHUi FeHOTOKCMYHOCTH,
bapMakornormyeckor 6e30NacHOCTM U KaHLLePOreHHOCTM KOMBUHaUMK, Kak NpaBuno, He TpebyeTcs.

122. Ecnu nonynsiuusi naumMeHToB BKMYaeT B cebs XEHLWMH C OeTOpOAHbIM MOTeHUuManom, a pesyrnbTatbl
uccrnefoBaHui  OTAEMNbHbIX  KOMMOHEHTOB  CBUAETENbCTBYWOT 06 ambpuodetansHOM pucke, NpPoOBOAUTb



uccrnegoBaHns  KombuHauum He TpebyeTcs, MOCKOMbKY YXKe BbisIBlieHa MOTeHuManbHas onacHoCcTb Ans
3MbpurobeTanbHOro pasBUTUS YenoBeka.

123. Ecnu pesynbTathl MPOBEAEHUS  [OOKIMHUYECKUX UCCMedoBaHun ambpuodeTanbHOro  passutus
CBMAETENbCTBYIOT O TOM, YTO HW OAUH W3 KOMMOHEHTOB KOMOWMHauuuM [eicTBYIOWMX BeLLeCTB He HeceT
OHTOreHeTMYeCcKoro pucka [Afs YenoBeka, MpM OTCYTCTBMM OMACeHW (OCHOBAHHBLIX Ha CBOWCTBAX OTAENbHbIX
KOMMOHEHTOB), YTO MX KOMOMHALUMA MOXeT NpeAcTaBnsATb ONacHOCTb ANS YenoBeka, NpoBeAeHVe UccrnefoBaHui
KOMOUWHaLun encTBYOWMX BelLecTB He TpebyeTcs.

124. Ecnn oTgenbHble KOMMOHEHTbl KOMOMHAUMM AOEWCTBYIOLLMX BeLeCTB U3y4eHbl Mpu npoBegeHun
OOKNNHUYECKMX MCCrnefoBaHun ambpuodetansHoro passuTus, Ho Tpebyetca npoBegeHne ambBpuodeTanbHbIX
nccnepoBaHnin KOMBMHaLMM AENCTBYIOLLMX BELLeCTB, pe3ynbTaTbl TakMX UCCreaoBaHWn HeobXoaMmo npeacTaBuTb
Ans 060CHOBaHNA perncTpaumnm nekapcTBeHHOro npenapara.

NMPUNOXEHME Ne 1

K PYKOBOJCTBY MO AOKIMUHUYECKUM UCCNENoBaHNAM
6e30nacHOCTK B LiENsX NPOBEAEeHUs KINNHUYECKNX
NCCrnenoBaHnin n permcTpaumny niekapcTBeHHbIX npenaparos

TPEBOBAHUA
K COCTaBINeHUI0 AOKYMEHTOB O AOKIMUHUYECKUX
nccnepfoBaHUsIX Ansi CMELAHHbLIX PErMCTPaLMOHHBbIX AOChe
neKapcTBEHHbIX NpenapaToB

I. ObnacTb NpMMeHeHus

1. Pap nekapcTBEHHbIX MNpenapaToB, MPUMEHSEMbIX B MEOULMHCKON MNPaKkTUKe B TeYeHue AnuTenbHOro
BPEMEHM, COOEPXKUT OEWNCTBYIOLLMNE BELLECTBA, AaHHbIE O JOKNMHNYECKOM MCCreoBaHMN KOTOPbIX OrpaHUY€eHbl UIn
OTCYTCTBYIOT. [I1S1 OLLEHKM PUCKOB, CBA3AHHbIX C MPUMEHEHNEM TaKMX NEKapCTBEHHbLIX MpenapaToBs, U BO nsbexaHune
NpoBeAEeHNS MOBTOPHbLIX IKCMEPUMEHTOB Ha XXMBOTHbIX B HACTOSALWEM AOKYMEHTE Onpeaensetcs MWHUManbHbI
06beM JOKNUHNYECKNX UCCreoBaHNIM TakMX NEKapCTBEHHbIX NpenapaTos.

2. TMonoxeHns HacTosAWero AOKYMEHTa pacnpoCTPaHATCA Ha NeKapCTBEHHble npenapaThbl, OeWcTByloLlee
BELLECTBO KOTOPbIX, OTHOCUTCS K rpynne XMMUYEeCKnX 4eNCTBYIOLLMX BELLECTB C M3BECTHLIM XMMUYECKUM CTPOEHMEM.

3. MNonoxeHna HacTosLero LOKYMEHTa He pacrnpoCcTpaHslTcs Ha OGuonornyeckne, GUOTEXHOMOrMYECKUE U
rneKkapcTBEHHbIE pacTUTeNbHbIE NpenapaThbl.

4. Mop, cMeluaHHbIM pPerncTpaLmMoHHbIM OChE NEeKapCTBEHHOTO NpenapaTa NoHMMaeTCs BUA perncTpaumoHHOro
[OCbe INEKapCTBEHHOro npenaparta, B KOTOpoM Moaynu 4 v 5 npegcraBnstoT cobor komMOMHauuio pesynbTaToB
COBCTBEHHbIX LOKMMHUYECKUX U (MNN) KITMHUYECKNX UCCreaoBaHUn U 063opa dhapMako-TOKCUKOINOrMYECKUX CBONCTB
NeKkapcTBEHHOro mnpenapata Ha OCHOBE OnyGNMKOBaHHbIX B HAy4yHOW MeAMUMHCKOM nutepaTtype CBeAeHUn C
yKasaHnem 6Oubnuorpagmyeckmx CCbINOK (BKMYasi HayyHble paboThbl, KIUHWYECKME WCCNEOOBaHWs, [AaHHbIe
NOCTPErMCTPaLMOHHOIO  OMblTa, MONMYYEHHOro MO pesynbTataM  LUMPOKOTO  KIMHWUYECKOr0  NPUMEHEHWs
NeKkapcTBEHHOro mnpenapaTta 4enoBekom). [laHHble, copepXawmecs B CMELaHHOM pPerncTpauvMoHHOM [0Chbe
rnieKkapCTBEHHOro NpenapaTta No3BonsoT OLeHUTb 6e30NacHOCTb MPUMEHEHMUS TAKOrO NIEKAapCTBEHHOIO Npenapara.

Il. loKyMeHTbI 0 AOKNUHUYECKUX UccrneaoBaHUsX
1. O6LiKMe NonoXxeHns

5. TpoBepeHne [OKMMHMYECKNX WCCNEAOBaHUWA, Kak npaBuno, He TpebyeTca B crnyyae, ecnm umMmeeTcs
AOCTaTOYHbIN HagnexawyMm obpas3om [OKYMEHTUPOBAHHBIA OMbIT KIMHMYECKOro NPUMEHEHUs AN yCTaHOBMEHWS
BCEX acnekToB KIMHMYeckoln apeKTMBHOCTM 1 Ge3onacHOCT nekapCTBEHHOro npenapara.

6. [oknuHunyeckne wuccrnegoBaHWs HeobxoAMMO MNpPOBOAMTL B Crlyyae, ecnu dapMaKkonormyeckuin Knacc
BEeLLEeCTB, K KOTOPOMY OTHOCUTCSI TeKapCTBEHHbIN npenapar, Un OnbIT KIMMHWYECKOrO NPUMEHEHNS NTeKapCTBEHHOIO
npenaparta Bbi3biBalOT 0OOCHOBaHHbIE OMaceHnss O Hebes3onacHOCTM NPMMEHEHUs TaKoro JeKapCTBEHHOrO
npenapara unv B cryyae, ecnv BO3HVUKaeT Nogo3peHne B OTHOLIEHNM He6e30NacHOCTH ero NPYMEHEHNS.

7. OTcyTcTBUE OTAENbHbLIX AOKMMHUYECKUX MCCNeAoBaHWM (B 4acCTHOCTW, UCCNeAOoBaHUi penpoayKTUBHON
TOKCUYHOCTW, FEHOTOKCMYHOCTM W KaHLEPOreHHOCTU) SBMSETCS OCHOBaHMEM ANs Hanuyus y YNOMHOMOYEHHOro
opraHa (3KcnepTHOW opraHusauum) rocygapcrBa - uneHa EBpasuiickoro 9KOHOMMYECKOrO COlo3a OMnaceHuin o
Hebe3onacHOCTN nekapcTBeHHOro npenapata. Ecnu nekapcTBeHHbI npenapaT cnocobeH Bbi3blBaTb TOKCUYECKME
adhdeKTbl, KOTOPble TPYAHO UMM HEBO3MOXHO OOHAPYXWTb B pamMKax KIIMHUYECKOrO U3yYeHUst 3TOro fekapCTBEHHOro
npenapara, TpebyeTcs NnpoBeaeHne OKITMHUYECKNX UCCIIEA0BaHNIA.

2. OTpenbHbie BUAbI JOKITMHUYECKUX UCCrieAoBaHUN

ToKCUYHOCTbL npu oAHOKPATHOM U NOBTOPHOM
(MHOFOKpaTHOM) BBeAEeHUU nneKkapCcTBeHHOro npenaparta

8. D,OI'IyCKaeTCﬂ He npoBOoAUTb uUccregoBaHne TOKCUYHOCTU NpuM OAHOKPaTHOM M NMOBTOPHOM (MHOFOKpaTHOM)
BBEAEHUN JEKapCTBEHHOrO npenapaTta, a TaKkke wuccrnegoBaHWe ero apmakororm4yeckmx CBOMWCTB (BKJ'IFO‘-Iaﬂ



uccnepoBaHue apMakoriornieckor 6e3onNacHOCTU U hapMakoKUHETUKM) B Crlydae, ecrnv niaHupyeTcsl NpoBeaeHue
perucTpaumm aHHOro NeKapcTBEHHOIO NpenapaTa ¢ NpeAcTaBlIeHneM CMELLAHHOTO PEMUCTPALIMOHHOIO JOChE.

PeﬂpO,D,YKTVIBHaH N OHTOreHeTu4yeckas TOKCU4HOCTb

9. MNpoBeaeHne AOOKNMHUYECKUX WCCNEAOBaHUWA BNUSHWS NEKapCTBEHHOro npenaparta Ha gepTUrbHOCTb U
o0LLyl0 penpoayKTUBHY0 PYHKUMIO He TpebyeTcs mpu OTCYTCTBMU OMaceHuin o Hebe3onacHOCTU NnekapCTBEHHOro
npenapara.

10. Heo6xoammo oueHuTb noTeHumnan BAUSAHUS penpoayKTUBHOM TOKCMYHOCTM MeKapCTBEHHOro npenapara Ha
ambpurodeTanbHOe 1 NepuHaTanbHoe (NocTHaTanbHoe) pa3BuTue Yenoseka. HeobxoamMmo npyHUMaTh BO BHUMaHWe,
YTO [aHHble O PENPOAYKTUBHOW TOKCUYHOCTW OONbLUMHCTBA OEWCTBYHOLUMX BELLECTB MOryT ObiTb AOCTYMHbI B BUAE
(hapMaKOTOKCUKOIOrMYECKNX CBEAEHWIN N MOTYT COOEPXKATbCA B Hay4HbIX MyOnvKaLmsax, HO NPY 3TOM Taknx OaHHbIX
He[0CTaTOYHO ANS Haarexallen oueHkn 6e3onacHOCTU NekapcTBEHHOro npenapara.

11. MNMpoBegeHne nccnenosaHnii ambprodeTanbHOW TOKCUYHOCTU NEKapCTBEHHOro npenapaTta v ero BrvsHUA
Ha nepuHaTanbHoe (NocTHaTanbHoe) pa3BuTue He TpebyeTcs ANs Kaxaoro crieqylowero cnyyas:

a) nomnyyeHbl [OCTaToOYHble [faHHble 06 3KCMno3vuuM NekapCTBEHHOro npenapata y OGepeMeHHbIX U
HOBOPOXAEHHbIX;

6) nekapCTBeHHbIV Npenapar He NpegHasHayeH aAns NPMMEHEHUs KEHLLMHaMM C A4eTOPOAHbIM NOTEHUMANoM;

B) NEKapCTBEHHbIN Mpenapat He npefHasHayeH Ans NPUMEHEHWs BO BpeMsi GepeMeHHOCTM M B nepuos
rPYAHOrO BCKapMIMBaHWUSI.

FeHOTOKCUYHOCTbL

12. Heo6x0amMMo OLEeHNTb FEHOTOKCMYECKMIN NOTEHLUMan AENCTBYIOLLEro BELLEeCTBa NIekapCTBEHHOrO npenapara.

13. Heobxoammo npuHMMaTb BO BHWMAaHME, YTO [aHHble O FEHOTOKCMYHOCTM OOMbLUMHCTBA LENCTBYHOLLMX
BeLLEeCTB MOryT OblTb JOCTYMHbI B BUAE (papMakoTOKCUKOMNOMMYECKUX CBEAEHUA U MOTYT COAEpPXaTbCs B Hay4HbIX
nybnvkaumsax, HO Npu 3TOM TaKMX AaHHbIX HEAOCTATOMHO ANs Haanexallen oueHkn 6e30nacHOCT NEKapCTBEHHOIO
npenaparta. B cnyyae ecnv HEBO3MOXHO MPOBECTM MOSTHOLEHHYIO OLIEHKY MYyTareHHOCTUM U (M) XPOMOCOMHbIX
NMOBPEXAEHUA Yy 4eroBeka MNpu NPMMEHEHUW [aHHOrO JlIeKapCTBEHHOrO mnpenapaTa, TpebyeTcs npoBedeHue
OOMONMHUTENbHbBIX MCCNEAOBAHNIA HA FEHOTOKCUYHOCTb.

14. B psige cny4aeB paspeluaeTcs aKCTpanonupoBaTbh reHOTOKCUYECKME CBOMCTBA OPYrnx BeLecTB (Hanpumep,
LMTOCTaTUYECKMX CPEACTB), NPUHaANexawmx K onpefeneHHoMy Kraccy aHaToMO-TepaneBTUHEeCKO-XMMUYECKON
Knaccudpmkaumm, Ha [OencTBylollee BeLLeCTBO IEeKapCTBEHHOro mnpenapara, npuHagnexawero K 39ToMy Xe
dapMakornormyeckoMmy knaccy. B Takux cnydasix npoBefeHWe UCCnefoBaHUA FeHOTOKCUMYHOCTU NEeKapCTBEHHOMO
npenapara He TpebyeTcs.

KaHueporeHHOCTb

15. lNpoBegeHne 3KCNepyMMEeHTanbHbIX WCCReaoBaHU KaHUEeporeHHocTu He Tpebyetca B cnyvae, ecru
OTCYTCTBYIOT NMOAO3PEHNSA B OTHOLLEHUN HANM4ns y AeCTBYIOLLErO BeLecTBa KaHLepOoreHHoro noteHumana.

16. B crniyyae BO3HWKHOBEHUSA NOAO3PEHMS B OTHOLLEHMMN HANU4uMs y AEUCTBYHOLLEro BeLLecTBa KaHLEepPOreHHOro
noTeHumana npu NpuHATUM pa3paboTyMKOM NekapCTBEHHOro npenaparta pelieHMs 0 HeoGXoaMMOCTU NpoBeaeHNS
COBCTBEHHbIX 3KCMEPUMEHTamnbHbIX WCCNEeAoBaHU  KaHLEpPOreHHOCTU HeobxoAMMO y4uTbiBaTb  criegytolime
obcTosTenscTBa:

a) BMMSAHWE MONOXUTENbHOO pesynbTaTta Takux NCCeAoBaHNiA Ha OLEHKY COOTHOLLEHUS «NOMb3a - PUCKY;

6) nporHO3MpyemMocTb WHAYKLUMX OMyXonel Ha OCHOBaHUWM pe3ynbTaToB Npeablaylmnx WccreaoBaHuin
AENCTBYIOLLMX BELLECTB C aHaNOrM4YHON MOMNEKYNSPHON CTPYKTYPOR 1 (M) MEXaHU3MOM AENCTBUS;

B) 06OCHOBaHHOCTb MNOAO3PEHNS B OTHOLIEHUWN KaHLEPOreHHOro [AenCTBMSA NeKapCTBEHHOro mnpenapara
(Hanuymne NOMOXWTENbHbLIX Pe3ynbTaToB UCCNeOOBaHUN €ro reHOTOKCUYHOCTU) U BO3MOXHOCTb YCTPaHEHUS 3TOro
NoAO03peHNs NOCPeACTBOM NPOBEAEHNS OOMOMHUTENbHBLIX UCCNEAOBaHNIA €ro reHOTOKCUYHOCTH (rMaBHbIM 0Bpasom
in vivo);

r) obOCHOBaHHOCTb MOJO3PEHMS B OTHOLUEHUM KaHLIepPOreHHOro [OEeWCTBUS fleKapCTBEHHOro mnpenapara,
NOATBEPXKAEHHOrO MONOXUTENbHBIMW pe3ynbTaTaMn 3NMAEMUONIOTMYECKUX HabniogeHnn y Yenoseka (Hanpumep,
3CTPOreH-MHAYLMPOBaHHbIE OMYXOfv MOMOYHON Xernesbl);

[4) Hanuyne B perncTpauMoHHOM [OCbe NeKapCTBEHHOro npenapaTta HayqHbIX AaHHbIX Heobxoaumbix Ans
YCTPaHEeHNsi NOAO03PEHUS B OTHOLLEHWM KaHLEPOreHHOro rnoTeHuuana AenCTBYIOLWEro BellecTBa eKapCTBEHHOro
npenapara.

TOKCUKOKMHEeTUYeCcKMe [aHHble TpebylTca and npeacraBneHus B COCTaBe  PErncTPauMOHHOIO  [A0Chbe
nekapcTBEHHOro npenapaTa ToNbKOo NPy NPoBeAEeHNN HOBbIX NCCIIeA0BaHNIA KaHLEPOreHHOCTH Ha KUBOTHbIX.

lll. QoknuHM4eckun o630p

17. CneumanucTt npou3BOOUTENST JIEKAPCTBEHHbIX CPEACTB, OTBETCTBEHHBLIN 3a MNOArOTOBKY MoAyns 2
PErMCTPaLMOHHOIO [0Cbe JEKApCTBEHHOrO npenaparta, 00si3aH MpoaHanvM3vpoBaTb COBOKYMHOCTb AOCTYMHbLIX
CcBefEeHWU, NOATBEPXAALWMNX AOMYCTUMBIN YpOBEHb 6e30MacHOCTM AENCTBYHOLEro BelecTea. B cnyyae Hanuuus
OENCTBYIOWMX BELWeCTB C HeJOoCTalWUMU  TOKCUMKOMOrMYECKMMUM  AaHHbIMM - 3TOT  cneuuanuct  obssaH
npoaHanuanpoBaTb pe3ynbTaTbl COOTBETCTBYIOLMX (PapMaKkonormyecknx U TOKCUKOMOMMYeCcKnx wuccrnegoBaHun
NekapCTBEHHOro npenapara, ykasaB CCbIfIKM Ha Hay4dHyl nutepartypy, v (Mnu) npeactaBuTb B perncTpauyuoHHOM
[OCbe NEeKapCTBEHHOrO npenapaTa Hay4yHoe 060CHOBaHWe, NoaTBepXKaalLee AOMYCTUMbIA YpoBEHb Ge3onacHOCTU



AeNCTBYylOLLEero BelecTBa (C y4eTOM CBEAEHWA O LUMPOKOM KIMHWYECKOM MPUMEHEHUW 3TOr0 [EeWCTBYOLLEro
BelecTBa). [1py BbINOMHEHUM TAKOro aHanm3a u UHTepnpeTaunn pesynbTaToB UCCNEA0BaHUI CNeLmanvcT SOSKeH
yunTbIBaTb CTEMEHb 3HAYMMOCTU BO3MOXHbIX OTKMOHEHWI paHee BbIMOSIHEHHbIX UCCredoBaHMn OT TpeboBaHui K
BbIMOMHEHNIO  OOKINMHUYECKMX WCCnefoBaHWn (NpedycMoTpeHHbIX [lpasunamu Hagnexaiien nabopaTtopHOn
npakTvkn EBpasmitickoro aKoHOMUYeckoro coto3a B cdepe obpalleHns NekapCTBEHHbIX CPeACTB, YTBEPXKAEHHBbIMU
Pewwennem CoseTta EBpasuiickont akoHoMu4eckon kommccum ot 3 Hos6psa 2016 r. Ne 81).

18. B pasgenbl 4.6 1 5.3 obLlen xapakTepuCTUKM fekapCTBEHHOro npenaparta, NpeacTaBnsieMon B cocTaBe
Moaynsa 1 pernctpaumMoHHOro AOCbe feKapCTBEHHOro npenaparta, Heob6xOoAuMO BKMOYUTL (HOPMYNMPOBKM 06
OTCYTCTBUM COBCTBEHHbIX AKCNEPUMEHTaNbHBIX AaHHbLIX 0 6€30NaCHOCTM TakUX NeKapCTBEHHbIX NpenapaTos.

MPUNOXEHWE Ne 2

K PykoBOACTBY MO AOKIMHUYECKUM UCCNENOBaHNAM
6e30nacHOCTL B LiENsX NPOBEAEeHUs KINUHUYECKUX
NCCNenoBaHnin N perncTpaumny nekapcTBeHHbIX npenaparos

TPEBOBAHUA
K MMHUMasibHOM npoAaoJIKUTEeNIbHOCTU AOKIMNHUYECKHNX
uccnenoBaHMn npu NOBTOPHOM (MHOI’OKpaTHOM) BBeAeHUU neKkapcTtBeHHOro npenapara, HeobXxoAuMbIX Ans
o6ocHoBaHuA npoBeneHUA KIMMHN4YECKUX uccnepoBaHum pasnleoFl npoAaoJNKUTENIbHOCTU

MakcumansHas MuHMMarbHas NPOACIHKUTENBHOCTb UCCNEN0BAHUIN TOKCUYHOCTU NpU
NPOAOIKUTENBHOCT MOBTOPHOM (MHOMOKPaTHOM) BBEAEHUM NeKapcTBEHHOro npenapara ans
KIMUHWNYECKOro UCCrneaoBaHus 060CHOBaHWSA NMPOAOIPKUTENBHOCTU NMPOBEOEHNS KITMHUYECKNX
nccnenosaHumn
rPbI3yHbl HEerpbI3yHbl
[o 2 Hepenb 2 Hepenu! 2 Hepenu!
OT 2 Hepenb TaKkas xe, Kak B KIMHUYECKNX Takas e, Kak B KNTMHUYECKUX
nccrneaoBaHmsx? NccrneaoBaHmsx?

[o 6 mecsues

CsbllLe 6 MecsaueB 6 mecaues?? 9 mecsues234

1 Bo3MOXHOW anbTepHaTUBOW 2-HederlbHbIM MCCedoBaHuAM Ans 0BOCHOBAHUA MNPOBEAEHUSA KITMHUYECKMX
nuccrnegoBaHvi NpyY OAHOKPATHOM BBEOEHWMM NEeKapCTBEHHOro mnpenapara siBNsieTCA pacClUMpeHHOoe uccriegoBaHue
TOKCUYHOCTU MNPV OJHOKPATHOM BBELEHWW NEKApPCTBEHHOrO npenapata. B pamkax paclumpeHHoro uccrienoBaHus
TOKCUYHOCTU NMPY OOHOKPATHOM BBEAEHUW NIEKapCTBEHHOrO npenapaTta HeOOX0AMMO, Kak NpaBusio, OLEHUTb AaHHbIE
no remaTonoruu, GUOXMMUN, HEKPOMNCUM 1 TMCTOMATONOMMM (TOMBKO AN KOHTPONSA U MakCUmarbHOW 403bl, ECNU NpU
MakcMManeHoOW [o3e He obHapyxuBaeTcsi nartonorusi, obycrnoBneHHass nNpuMMEHeHVWeM npenaparta) nocne
OOHOKPaTHOro BBEAEHUS NEKApCTBEHHOrO MpernapaTta ¢ Nocrneayrwum U3ydYeHnem crnycts 2 Hefaenu Ansi OLEeHKu
OTCPOYEHHON TOKCMYHOCTM M (unn) BoccTaHoBneHusi. CTaHAapTHbI OW3alH  MCCNefoBaHWs Ha  rpbi3yHax
npepycMmaTpuBaeT ucnonb3oBaHve 10 ocobert kaxaoro noma Ha rpynmny, OLeHMBaeMbIX Ha CrieaylLwuii AeHb nocne
BBeAeHus1, n 5 ocoben kaxxgoro nona ansa 4o3bl (403), oueHBaemon Ha 14-4 oeHb nocne BBeaeHus. CTaHOapTHbIN
OMN3aliiH UCCneaoBaHNiA Ha Herpbi3yHax npegycmatpuBaeT Ucnonb3oBaHne 3 ocober Kaxaoro nosa BO BCEX rpynnax
ONS OLUEHKM Ha 2- AeHb 1 2 ocoben Kaxaoro nona npu gose (aosax), oueHuBaeMblx Ha 14-i aeHb. KnnHudeckme
nccrneaoBaHus NPOOOIPKUTENBHOCTEIO MeHee 14 aHen pa3peluaeTcsi 060CHOBbIBaTb UCCIEN0BaHUAMMU TOKCUYHOCTU
C TOW e NPOOOIIKUTENBHOCTLIO.

2 KnuHnyeckne 1ccnenosaHna NpoaommKUTensHOCTbI0 6onee 3 MecsLEB paspeLlaeTca HauMHaTb Npy Hanmumm
pesynbTaToB 3-MECSIMHOTO WUCCNeAoBaHUs Ha TIpbidyHaxX W 3-MECAYHOro MCCrefoBaHUs Ha HerpbiyHax npwu
BbIMOMHEHUN CMEAYIOLLMX YCITOBUIA:

YMONTHOMOYEHHOMY OpraHy (3KCMepTHOW opraHv3aumm) rocygapctea - YneHa EBpasumncKoro SKOHOMUYECKOro
Col3a npeacTaBneHo 060CHOBaHME Takon NporpamMmbl AOKITMHUYECKOW U KIMHMYECKON pa3paboTky;

npeacTaBneHbl NOMHblE pe3ynbTaTbhl MCCNEAOBAHUA TOKCUYHOCTM MPU MOBTOPHOM (MHOrOKpaTHOM) BBEAEHWMU
rpbi3yHamMm W HerpbidyHaMm npexae, Yem NpoAOSHKUTENbHOCTb [J03MPOBaHUSA JIEKapCTBEHHOrO rmnpenapata B
KNMUHMYECKOM MCCneaoBaHnm NpeBbIcUT 3 mecsiua.

Mpu cepbesHbIX UMK YrPOXKaOLLMX KU3HU MOKa3aHWUsSX MNU B UHAMBUAYaNbHOM MOpsSiAKE Takoe MnpoasieHue
BO3MOXHO NPV HanuMymMu pe3yrbTaToB MOMHOCTbI 3aBEPLUEHHbIX WCCReAoBaHU TOKCUYHOCTM MpU NOBTOPHOM
(MHOroKkpaTHOM) BBELEHWMM Tpbi3yHaM W pe3ynbTaToB MNPWXU3HEHHbIX WCCNELOBaHWA W OaHHbIX HEKPONcuu B
nccrneaoBaHMM Ha HerpbidyHax. NonHble NaTornmcTonormyeckne AaHHble UCCNeaoBaHNA Ha HerpbidyHax Heobxoaumo
Nony41Tb B TEYEHME NOCNeayLmx 3 MecaueB.

3 B HEKOTOPbLIX Cry4asx OCHOBHOW MOMyMAUMENn SBMSOTCA AETU, a UMEIOLNECH OOKIMHUYECKME UCCIeqoBaHmns
Ha >XMBOTHbIX (TOKCMKOMOrMyeckue unm apmakonormyeckne) ykasbiBatoT Ha MOTEHUMarbHble OHTOrEeHeTU4Yeckue
onaceHWst B OTHOLUEHUU OpraHoB-muwleHen. B aTux cnydasix npu onpedeneHHbix 06CTOATENbCTBaxX MoOryT
notpeboBaTbCs AONTOCPOYHbIE UCCIEA0BaAHMS TOKCMYHOCTU, HayaTble Ha HEMNOMNOBO3PESbIX XXUBOTHbIX.

4 WiccnepoBaHusi 6-Mecs4HOM NMPOAOIKUTENIBHOCTU Ha HErpbidyHax cuMTaloTcs 4ocTaTouHbIMU. BMecTe ¢ Tem B
crniyyae, ecnv npoBedeHbl uccrefoBaHus Gonbluelt NPOAOIMKUTENBHOCTM, NPOBEAEHVE [OMNONHUTENbHbIX 6-
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MeCSYHbIX MCcnegoBaHui He TpebyeTcs. MccrnenoBaHus Ha HerpbidyHax 6-MecsiyHOW MpOAOIHKMTENBHOCTU TaKkke
AOCTaTOYHbI B CNIEAYIOWNX Cryvasx:

MMMYHOT€HHOCTb MIMM HENepeHOCMMOCTb MEeKapCTBEHHOro npenaparta MOXeT WCKasuTb pesynbTaTbl Gonee
ANUTEnNbHbIX UCCNEefoBaHUIA;

nauneHTbl MOABEPralTCA MHOIOKPaTHOW KPATKOCPOYHOM 3KCMO3WUMM  AaXe B YCNOBUAX  KIMHWYECKOro
uccrneaoBaHus NPOAOIDKUTENBHOCTLIO CBbie 6 MecsAueB (Hanpumep, Npu HeperynsipHoM NeYeHUn MUrpeHm,
3pPEeKTUNBHOM ANCYHKLMKX UK MPOCTOro repneca);

NeKapcTBEHHbIW npenapaT npegHasHavYeH Ans ANUTENbHOrO MPUMEHEHUS ONS CHWXKEHWs pucka peuuavea
OHKOMNornyecknx 3aboneBaHui;

niekapcTBEHHbIN npenapaT npedHasHayeH AN NPUMMEHEHUs MO MOoKa3aHWAM MauMeHTamu C  KOPOTKOW
OXMAAEMOW NPOAOIIKNTENBHOCTBIO KU3HW.

NPUNOXEHWE Ne 3

K PYKOBOJCTBY MO AOKIMUHUYECKUM UCCNENoBaHNAM
6e30nacHOCTK B LiENsX NPOBEAEeHUs KINNHUYECKNX
NCCrnenoBaHnin n perncTpaumny nekapcTBeHHbIX npenaparos

TPEBOBAHUA
K MMHMManbHOW NPOAOIMKNTENIbHOCTU [OKITMHUYECKUX
uccnegoBaHM NpyU NOBTOPHOM (MHOroKpaTHOM) BBeAEHUM JIeKapCTBEHHOro npenapara, He06xoAUMbIX Ans
060CHOBaHUS NPOAOINKUTENBLHOCTU €ro NPUMEHEeHUN YerloBeKOM (Npu perncTpaumm nekapcTBeHHOro

npenapara)
MpoaomKUTENBLHOCTL NPUMEHEHUS MO PbI3yHbI Herpbi3yHbl
nokasaHuto
[o 2 Hepenb 1 mecsauy 1 mecsu
Csbllle 2 Hegenb go 1 mecsaua 3 mecsua 3 mecsaua
Cebiwe 1 mecsua go 3 mecsaues 6 mecsaues 6 mecsiues
Csblilwe 3 mecsiLeB 6 mecsues?! 9 mecsiuesl?

1 B HekoTOpbIX Cryyasix OCHOBHOW NONynsiuuen SBRsSOTCA AeTU, a UMELLMECH AOKITMHUYECKME UCCTiefoBaHus
Ha >XMBOTHbIX (TOKCMKOMOrmyeckme mnum apmMakonormyeckne) ykasbiBaloT Ha MOTeHUMarnbHble OHTOreHeTU4eckue
onaceHnsi B OTHOLLUEHWM OpraHoB-mMulIeHen. B 3Tux cnyyasx npu onpepeneHHbix ob6CcTosTenbCcTBax MoOryT
notpeboBaTbCs AONTOCPOYHbIE UCCMNEA0BAHMS TOKCMYHOCTU, HayaTble Ha HEMOMOBO3PESbIX XUBOTHbIX.

2 VccnenoBaHnst 6-MecaYHON NMPOAOIHKATENBHOCTU Ha HErpbi3yHaxX CHATAKOTCHA AOCTATOYHbIMU. BmecTe ¢ Tem B
crnyyae, ecnv npoBedeHbl uccrefoBaHus Gonbluelt NPOAOIMKUTENBHOCTW, NPOBEAEHUE [AOMOMHUTEMbHbLIX 6-
MEeCSYHbIX MccrnefoBaHu He TpebyeTtcs. WccneagoBaHus Ha HerpbidyHax 6-MecsiyHOW NpOJOSHKUTENBHOCTU Takke
[OCTaTOuYHbI B CEAYOLWMX CryYasx:

WMMYHOTEHHOCTb WM HEMNEepPeHOCUMOCTb JIeKapCTBEHHOIO MpenapaTta MOXeT Wucka3uTb pesynbTaTthl bonee
ANUTENbHbIX UCCNeaoBaHUi;

naumMeHTbl NOABEPratoTCHd MHOTOKPATHOM KPATKOCPOYHOWM 3KCMO3ULMW  Jaxe B YCMNOBUAX KIMHUYECKOrO
NCCrneaoBaHMsa NPOAOIMKUTENBHOCTLIO CBbille 6 MecaueB (Hanpumep, NpyU HEpEerynsipHOM JIeYEHUN MUTPEHMU,
9PEKTUNBHOW ANCKYHKLMKN UK MPOCTOro repneca);

NeKapcTBEHHbIA NpenapaT npegHasHayeH ANs ANUTENbHOTO MPUMMEHEHMS1 ONS CHUXKEHMSI pucka peuuausa
OHKOIOrM4yecknx 3abonesaHuii;

NeKapcTBEHHbIA npenapaT npegHasHavyeH Ans MNPUMEHeHUs Mo MoKas3aHUsSM MauueHTaMu C  KOPOTKOM
oXnaaemMon NpoaoKUTENBHOCTLIO XN3HU.

MPUNOXEHWE Ne 4

K PykoBOJCTBY MO AOKMMHUYECKUM UCCNEN0BaHNAM
6e30nacHOCTU B LieNsX NPOBEAEeHUS KINMHUYECKNX
nccnegoBaHnin 1 perncTpalnm neKkapcTBeHHbIX npenapaTos

TPEBOBAHUA
K NpOBeAeHUI0 [OKITMHUYECKUX UCCrefoBaHUi, He06X0AUMbIX
AnsA 060cHOBaHUA 06 bemMa NpoBeAeHUsA MOUCKOBbIX KIMMHMYECKUX UCCneaoBaHui

[MonckoBble KNMHUYECKME UCCef0BaHUSA JoknuHuyeckme ncenegosaHus
BBOAVMAs J03a HavyanbHas U MakcumarnboHas uccregosaHune uccrefosaHus ncene
[03bl chapMakonorm4ecknx CBOMNCTB 00bLLIeTOKCUYECKUX CBOWCTB?! reHoTo!
(npoune
O 1-n. MakcumarnsHas U HavarbHas HeobXxoaMMOo NpoBecTH paclupeHHoe uccriefosaHune npoBeaeHNe
IpHas Aosa [03bl MOryT 6blTb OAUHAKOBLIMM, NpodUIMpoBaHne CBSA3bIBAHUS C TOKCUYHOCTW NPU OOHOKPaTHOM reHOTOKCUYI




IMonckoBble KIMHUYECKME UCCIef0BaHUSA

[oKNuHU4eckne nccrnegoBaHus

BBOAUMas [03a HavanbHas 1 MakcumarnbHas uccrneposaHne nccnepoBaHns NCChe
[o3bl dhapmakonornyecknx CBONCTB o6LLEeTOKCUYECKMX CBOMCTBY reHoTo
(npouwe v

>TBOPSET BCEM HO He JOIMKHbI MpeBbIwaTh MULeHsMK (peuienTopamu) in BBefeHuUU 34 Ha ogHOM BUAaeE TpebyeTcs,
OLLUM KPUTEPUSM: CYMMapHYI0 KyMYNSATUBHYIO J03Y vitro. XMBOTHBIX (OBbIYHO rpbI3yHax) KMUHWNYECKO
MKr (6e3 orpaHuy4eHunin B 100 mkr [na o6ocHoBaHuA BeiGOpa A03bI Npu NNaHMpyeMoMm nyTu nccnepoBsatr
30BOr0 MHTEpBana); Ans Yyenoseka Heobxoanmo BBEJEHWNS C AAaHHbIMKU MO BKIIOYUTb B
0 NOAEL,; pacnonaraTb pe3ynbTatamm TOKCUKOKWUHETMKE U Npu nccnepoBsatr
0 chapmakonormyecku yCTaHOBMEHUS COOTBETCTBYIOLUMX | BHYTPUBEHHOM BBEAEHUN. CTPYKTYPHO-
OV 1O3bl (BbIpaXXeHHOW XapakTepUCTUK NEPBUYHOMN Paspeluaetcsa ncnonb3osatb PyHKUMOHa!
ANsi BHYTPUBEHHOIO hapmakonorum (MexaHmama MaKCcMManbHyto [03y, 3aBUCUMOCT
1S 1 B Mr/m? AencTeuma u (Mnun) acheKkToB) Ha B 1 000 pa3 npeBbILaloLLyto Heobxoamm
pOParnbHOro BBeAeHWS) hapmaKkonormiyeckn 3Ha4Mmon KIMTMHNYECKYIO 403Y, COOTBETCTB!
mogenu BbIPaXXEHHY0 B MI/KI Ans hapmakoku
BHYTPVBEHHOTO BBEAEHUS U B AaHHble 1 A4
Mr/M? NOBEPXHOCTM Tena Arns nokasarenu
nepopanbHOro BBeAeHWs BblCOKOPaa|
BELLEeCTB (H:
BELLEeCTB Ar
M3T-Buayars

O 2-. MakcumMarbHasi cyTo4Has u HeobxoAVMMO NpoBeCTH 7-AHeBHOE 1ccnefoBaHve poBeaeHve
HeHne Bcex HavanbHas [o3bl MOTyT ObITb npodunmpoBaHne CBs3blIBaHNS C TOKCUYHOCTW NpY NOBTOPHOM [ €HOTOKCUYHC
OLLUX KPUTEPUEB: OQMHAKOBbBIMW, HO HE JOIKHbI MULLEeHsIMK (peLienTopamm) in (MHorokpaTHOM) BBEAEHWUM Ha TpebyeTcs, o
pHas KyMynsaTuBHas npesblllaTbh CyMMapHYHo vitro. OOHOM BMAE XMBOTHbIX (OOBIYHO  KIMHNYECKOT
| 500 MKr, Makcumym KymynsatusHyto o3y B 100 mkr [ns o6ocHoBaHusA BbIGOpa JO3bI rpbi3yHax) npu nnaHnpyemom Heo6xoanmo
€HUI C OTMbIBOYHBIM Ans yenoseka Heob6xoaMmo nyTW BBEAEHWS C AaHHBIMU MO [IPOBELEHHbI!
10M Mexay pacnonaraTb pe3ynstatamu TOKCUKOKUHETWKE WUIn npu I OLEHKY CTp
imsmu (6 unm Gonee YCTaHOBIIEHNS COOTBETCTBYIOWMX | BHYTPMBEHHOM BBEAEHWM. (byHKUMOHan
HECKMX UMK XapaKTepuCTUK NepBUYHON HeobxoamMmo BKNOYMTb AaHHbIE [BaBUCUMOCTH
31pPyeMbIX NEPUOAOB dapmakonorum (MexaHuama 0 remaronoruu, Guoxnmmydecknx [Heobxognumo
IBEAEHUS); Aencteums n (unu) adhdekToB) Ha nccrnegoBaHuAX MaTtepuana, COOTBETCTBY!
A fo3a hapMaKonorm4eckn 3Ha4Mmon HEeKpomncun 1 rmcTonaTonorum. hapMakoKmH
MKT; mogenv Paspeluaetcsa ncnonb3osatb naHHble 1 J0

A 1033 MaKCMManbHyto [03y, flokasarenu
0 NOAEL n O 1/100 BbICOKOPaauC
\KOJIOTMYECKM aKTUBHOM B 1 000 pa3 npeBbILLAOLLYIO BellecTB (Hal
KIMHUYECKYIO [103Y, nns MN3T-8u3

BbIpaXKeHHyIo B MI/Kr Ans
BHYTPMBEHHOIO BBEAEHWS U B
Mr/M? ons nepopasbHoro
BBEEHMS

a 3-n.

NOBaHWS C OJHOKPaTHbLIM
imem

aneBTUYECKUX 403 UMK
eanonaraeMoro
3BTMYECKOro AnanasoHa

HayanbHy 003y HEOOX0AMMO
onpenennuTb NCXoas U3 Xapakrepa
TOKCMYECKUX LaHHbIX, BbISBIEHHbIX
y Hanbonee 4YyBCTBMTENbLHOIO BUAA
XWBOTHbIX, ¥ Npeanonaraemon
hapmMakonormyeckn akTMBHON
[o3bl. Heobxoammo yyecTb
BOMPOChHI BbIbOpa HayanbLHoW J03bl
ONns Yyernoseka ncxoas U3
TpeboBaHM COOTBETCTBYIOLLMX
PYKOBOACTB, NMPUMEHSEMbIX

B rocyjapcTBax - YrneHax
EBpa3snmnckoro akoHOMn4ecKkoro
coto3a (manee - rocygapcrsa-
YneHbl).

MakcrmanbHOM 00301 MOXeT
ObITb A03a, obecneynBatoLLas
OOCTWXeHne

2 NOAEL-3kcnosuuum y
Hambonee 4yBCTBUTENbHOMO BMAa
XUBOTHbIX, B CIly4ae, ecnv Bcs
3Ha4YMMasi TOKCMYHOCTb,
BbISIBNIEHHAS Y KMBOTHBIX,

HeobxoaMMo NpPoBecTU
npodunMpoBaHne CBS3bIBaHUS C
MULLEHAMMU (peuenTopamu) in
vitro.

[nsi o6ocHoBaHWsA BbIOOpa 403bI Y
YyenoBeka Heob6xoaNMOo
pacnonaraTb pesynbTatamu
YCTaHOBJIEHUSI COOTBETCTBYHOLLMX
XapaKTepUCTUK NEPBUYHOMN
dapmakonornn (MexaHn3ma
AencTBus 1 (Mnu) acheKToB) Ha
dhapMakonormyeckn 3Ha4ymMmMmon
Moaenu.

OcHoBHol Habop (b6aTapes)
ncenegoBaHun
hapMakonormyeckomn
6e3onacHocTn

paclMpeHHOe uccrnegoBaHme
TOKCUYHOCTU MPU OQHOKPATHOM
BBEAEHWUW TPbI3yHaM U
Herpbi3yHam® nNpy KNMHUYECKOM
nyTW BBEAEHWS C AaHHBIMU MO
TOKCUKOKMHETUKE, reMaTonormu,
KITMHMYecKon broxmummu,
HEKPOMCUN U TMCTOMATOSNOMNN.

B sTom cnyyae makcMmarnbHom
[0301 JOMmKHa ObITb
MaKkcuManbHasi nepeHocMmas
[03a, MakcumarsbHas
OOCTVXUMas fo3a Unu
npeaensHas gosa

TecT Anmca (
ANbTEepHATUB
fpoBeaeHve
HEBO3MOXHO
OTHOLLEHMN

AHTMOaKTEpK
nekapCTBEHH




IMonckoBble KIMHUYECKME UCCIef0BaHUSA

[oKNuHU4eckne nccrnegoBaHus

BBOAUMas [03a HavanbHas 1 MakcumarnbHas uccrneposaHne nccnepoBaHns NCChe
[o3bl dhapmakonornyecknx CBONCTB o6LLEeTOKCUYECKMX CBOMCTBY reHoTo
(npouwe v

NOAAAETCS MOHUTOPUHIY 1
obpaTtuma

Yy 4yenoBeka

a0 4-n.
DBaHWe 40

1 B TEpaneBTUYECKOM
30He,

> LLeNbH OLEHKM
JECKON MaKcuMarnbHOMn
DCUMOW [103bl

Mpu BbIABNEHUM TOKCUYHOCTU Y
2 BNOOB XMUBOTHbIX HEOOXOAMMO
y4yecTb Bonpockl Beibopa
HayanbHOW [03bl ANs YenoBeka
ncxoas ns TpebosaHun
COOTBETCTBYIOLLUNX PYKOBOACTB,
NPUMEHSEMBbIX

B rocygapcrteax-uneHax. Ecnm Hu
y OQHOTO BUAA XMBOTHbIX
TOKCUYHOCTb

He BbisBneHa (To ectb NOAEL
SBMSNNCH MaKCMMaribHbIMU
nccnenoBaHHbIMU J03aMu,
KOTOpble He ObINK OrpaHNYeHbl
Apyrum obpasom (Hanpumep,

He SBMANMCb MakcUMarbHOW
OOCTMXKUMOW [,030M)) unu
BbIsIBIIeHa TONbKO

Yy OQHOro BMAa XMBOTHbIX,
KNMUHNYECKOW HaYanbHOW 00301
[OOJIMKHa cTaTh 4034,
obecneymBatoLLas
NPOrHO3MpyeMOe KNMUHNYECKoe
3HayeHue AUC (ocHoBaHHOE unm
Ha MeXBUOOBOM
(hapMaKOKMHETUHECKOM
MOZenMpoBaHUN, UK Ha
npeo6pasoBaHuM No Mr/m2), 4To
NPUMEPHO paBHO

1/50 AUC npu NOAEL y Buaa
KMBOTHbIX C MEHbLLEN
akcnosuuyuen. [ipyrne Bonpocsl
BblibOpa HavanbHom 003kl AN
YyeroBeka (Hanpumep, Ucxoas u3
NPOrHO3upyemou
hapmakogMHaMUYECKOn
aKTUBHOCTW) HEOOXOAMMO
Y4YUTbIBaTb UCXOOs U3
TpeboBaHU COOTBETCTBYHOLLNX
PYKOBOACTB, NMPUMEHSEMbIX

B rocyapcrBax-yieHax.

B oTcyTCTBME TOKCUYHOCTM Y 2
BMAOB XUBOTHbIX MaKkcUMarbHasi
KINMHUYecKast f4osa

He JoJSKHa NpeBbIWwaTh

1/10 meHbLuen skcnosmumm (AUC),
OOCTUrHYTON

y Nto6oro n3 BUAOB XUBOTHbIX NPU
MaKCUManbHOW UCMbITaHHOW A03e.
Ecnu TokcM4HOCTb NposiBNsieTcs
TONbKO

y OQHOro BMAA XMBOTHbIX,
MaKcumanbHas KIMHMYeckas gosa
He pormkHa npesbiwate NOAEL y
TOrO BMAA XMBOTHbIX, Y KOTOPOro
OoTMevanacb TOKCUYHOCTb,

unun %2 AUC npun makcmumanbHomn
UCNbITAaHHOW J03€e y BUaa, He
NPOSIBUBLLETO TOKCUYHOCTb, B
3aBUCUMOCTN OT TOrO,

HeobxoaMMo NpoBecTU
npodnnMpoBaHne CBs3bIBaHUS C
MULLEHAMU (peLienTopamu) in

vitro.

[nsa obocHoBaHusA BbIGopa 003kl
Ansi yenoseka HeobxoanMmo
pacnonaraTb pe3ynbTatamu
YCTaHOBIEHMS COOTBETCTBYIOLLNX
XapaKTePUCTUK NEPBUYHOM
dapmakonornn (MexaHn3ma
AencTems n (unu) addekToB) Ha
dapmakonormyeckn 3Ha4Mmon
mMoaenw.

OcHoBHol Habop (b6aTapes)
ncenefoBaHnin hapmakoornyeckol
6e3onacHocTu B Jo3ax,
coBnajarwLLnxX ¢ o3aMu,
MCMOMNb30BaHHLIMY B
TOKCUKOIOMMYECKMX UCCNEeA0BaHNSX

2-HepernbHble NCcrnegoBaHus
TOKCUYHOCTU C NMOBTOPHbIM
(MHOrokpaTHbIM) BBEAEHNEM
rpbi3yHam v Herpbi3yHam C
OLEHKOW CTaHOapPTHbIX
napamMeTpoB U BbIGOPOM [403bl
NS KUBOTHbIX HA OCHOBE
KpaTHOCTM 3KCMO3nLMn OT
oXxungaemon knnHuveckon AUC
npv MakcumarnsHOn o3e

TecT Anmca (
ANbTEepHATUB
poBeaeHne
HEeBO3MOXHO
OTHOLLEHWN
AHTMOaKTEpPU
nekapcTBEHH
recT

in vitro unu i
CNOCOGHbIN O
IOBPEXAEHM(
MnekonuTarol




IMonckoBble KIMHUYECKME UCCIef0BaHUSA

[oKNuHU4eckne nccrnegoBaHus

BBOAUMas [03a HavanbHas 1 MakcumarnbHas uccrneposaHne nccnepoBaHns NCChe
[o3bl dhapmakonornyecknx CBONCTB o6LLEeTOKCUYECKMX CBOMCTBY reHoTo
(npouwe v
4YTO MeHbLUeE.
Ecnun y 060mx BUOOB XMBOTHbIX
BbISIBIIEHA TOKCUYHOCTb,
MakcumMarnbHas KnmHu4eckas 4o3a
AOIMKHA OCHOBbIBATLCS
Ha cTaHAapTHbIX NOAXoAax K
OLeHKe pucka, a B JaHHOM
KOHKPETHOM crny4ae paspeluaeTcs
N3Y4nTb KIIMHUYECKYHO
MakcuMasbHy0 NepeHOCUMYHO
aosy
O 5-u: NporHo3vpyemas BenuyvHa Heob6xoAVMO NpoBeCTU cTaHAapTHoe 2-HefernbHoe TecT dnmca
)BaHWNe 3KCNO3MLMM NPU HavyanbHoOW fo3e | npodunupoBaHue CBA3bIBaHNA C | UCCnefoBaHWe TOKCUYHOCTU Npy | anbTepHaT
N He gormxkHa npesbiwatb 1/50 MULLEHAMU (peLenTopamu) in NOBTOPHOM (MHOrOKpaTHOM) ecnu npose
AHen, NOAEL y 6onee 4yBCTBUTENBLHOIO | Vitro. BBEAEHWUW rpbidyHam (npu 3riMca HeBc
BbILLAOLLEE BUAA XKMBOTHbIX B Mr/M2. Bonpockl | [Ana o6ocHoBaHus BeiGopa 403kl 060CHOBaHWMM TOrO, YTO rPbI3yHbI | (Hanpumep,
KUTENBHOCTb BblOOpa HavanbHOW 403kl A5 Ansa Yyenoseka Heobxoanmo ABMSATCS peneBaHTHbIM BUAOM). | B OTHOLLEHV
)BAHWS Y HErpbI3yHOB Yernoseka Heobxoanmo pacnonaraTb pe3ynbTatamm MakcumanbHasa go3a gomkHa obiT| aHTubakTep
yynTbIBaTh MUCXOASA U3 YCTaHOBIIEHNS COOTBETCTBYIOLMX | MakCMMarnbHOW NepeHOCUMOoNn rnekapcTBeH
NEBTUHECKOM TpeboBaHWUi COOTBETCTBYIOLLMX XapaKTepuUCTUK NePBUYHON [1030/1, MaKCMMarbHOMN npenapara)
30HE, PYKOBOZCTB, NpUMEeHSIEMbIX B dhapmakonoruu (MexaHuama JOCTVDKMMOIA L0301 MIK unu in vivo)
> LIeNblo OLIeHKM rocygapcrBax-yreHax. AenNcTBmaA 1 (Mnn) 3@)(beKTOB)VHa npegensbHON A030M. 0BHapyxuB:
|ECKOII MaKCUMAaLHOM MakcumarnbHas akcnosuums y dapmakonorm4yeckn 3Ha4Mmon MoaTeepxaatowee nccnegoBaHNe| NOBpeEXAEHI
YCUMO 103bl YyenoBeka He JOIKHa npesblwaTb | mogenwu. Ha HerpbI3yHax (n=3) B gose, Yy MMEKONnT
AUC npu NOAEL y HerpbIi3yHOB OcHoBHol Habop (baTapes) paBHon oxumaaemon NOAEL- B cnyuae ol
nnm nccrneaoBaHni 3KCMO3MLUNN Y FPbI3YHOB, in vivo
Y2 AUC npu NOAEL y rpbidyHOB B | dhapmakonornyeckom NPOOOIMKUTENBHOCTBLIO HE MeHee { ee paspeLlue
3aBUCKMOCTH 6e3onacHocTM B JO3aX, aHew paMKax TOK(
OT TOrO, YTO MeHblLueS coBnagaroLmx 1 MO MeHbLUEN mepe uccnenosar

C Ao3amMu, ncnosib3oBaHHbIMU

B TOKCUKOMNOINYECKMX
ncenegoBaHNax

C NnaHupyemon
NPOAOIXUTENBHOCTBIO
KITMHWUYECKOro UCCreaoBaHus
Unun nccregoBaHue

C ackanauven oosbl

Y HErpbI3yHOB
NPOACIKUTENBHOCTLIO

He meHee 3 gHen

1 NO MEHbLUEW Mepe
nnaHnpyemoim
NPOACIKUTENBHOCTBIO
KNMHMYECKOTO 1ccneoBaHus npu
oxungaemont NOAEL-akcnosmumm

Y rpbl3yHOB

1 UccnepoBaHus oGLLETOKCMYECKMX CBOWCTB HEOBXOAMMO MPOBOAUTL B COOTBETCTBUM C TpeGoBaHusMU [paBun
Hagnexaien nabopaTopHoW NpakTuku EBpasmMnckoro 3KOHOMMYECKOro colo3a B cdepe obpalleHns nekapCTBEHHbIX
cpeacTs, yTBepXKaeHHbIX PeweHnem CoBeTa EBpa3suninckom aKOHOMUYECKON komuccum oT 3 Hosbpst 2016 r. Ne 81.
2 lnzaiH v BbIGOp 4036l AN UCCNeA0BaHWUN TeHOTOKCUYHOCTU.
3 B pamkax paclUMpeHHOro UCCreaoBaHWsi TOKCUYHOCTM MNpU OAHOKPATHOM BBEAEHWM NeKapCTBEHHOro

npenaparta Heob6xoauMo, Kak NpaBuIio, OLEHUTb AaHHbIe N0 reMaTonorum, GMoXMMMKM, HEKPONCUKN U FTMCTONaToNorn
(TonbKO ANst KOHTPOMSA M MakCUManbHOW [03bl, eCrnv NpY MakcuMarnbHOW [03e He 0OHapyXuBaeTcs naTtornorus,
0o0yCcnoBneHHass MpUMEHeHMEM npenapaTa) JeKapCTBEHHOrO mnpenaparta Mnocne OJHOKPaTHOrO BBeAEHMS C
nocrneayrowmm U3ydeHMemM cnycts 2 Hegenu Onsg OLUEHKM OTCPOYEHHOM TOKCMYHOCTM U (UNK) BOCCTAHOBMEHMS.
CTaHgapTHBIN AN3alH UCCneaoBaHUiA Ha rpbidyHax npegycmatpuBaeT ncnonb3oBanne 10 ocoben kaxaoro nona Ha
rpynny, OLEHMBaeMblX Ha Cregywwuin AeHb Mocne BBedeHusa, U 5 ocober kaxgoro nona ans [ossl (0os),
oLeHnBaeMon Ha 14- AeHb Nocne BBeAeHWs NekapCTBEHHOro npenaparta. CTaHaapTHbIA AW3alH UCCNeaoBaHWIM Ha
Herpbi3yHax npegycmaTtpuBaeT Ucnonb3oBaHe 3 ocoben kaxaoro norna Bo BCEX rpynnax Ans OLEHKW Ha 2 AeHb 1 2
ocobel kaxxgoro nomna npu Ao3e (ao3ax), oueHnBaeMbIx Ha 14-i aeHb.

4 Mpu noaxoAe ¢ MccrnedoBaHWeM MUKPOOO3 paspellaeTcsl NpoBedeHue OLeHKW 0BpaTMOCTU (OTCPOYEHHOM
TOKCUYHOCTW) Ha 14- OeHb nocne oAHOKpaTHOro BBeAeHusi. Vcnonb3yemasi no3a HeobsizaTenbHO OoMmkHa ObiTh
MaKCUMarnbHOW, HO OHA AOMKHA NpeBbIWwaTh KNMHU4Yeckyto Ao3y B 100 pas.


http://online.zakon.kz/Document/?link_id=1005417046

5 |_|pl/l OTCYTCTBUMN HexenaTenbHbIX peaKLWIVI B KIMHUYECKUX UCCNeaoBaHUAX pas3pellaeTcda acKanauma Oo3bl
Bbiwe AUC, ecnu peakunn, BbidBIEHHbIE B TOKCUKOJIOTMYECKUX WUCCneaoBaHuAX, nognarTcAa MOHUTOPUHTY,
ABNAKOTCA 06paTVIMbIMVI N UMEIOT HUBKYH CTENEHb TAXECTU Yy YesrioBekKa.



