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Mpeaucnosune

1 NOATOTOBJIEH lNocypapcTBeHHbIM 6I0AXETHbIM 06pa3oBaTesibHbIM YUpexaeHneM BbiCLIEero npo-
dheccroHanbHOro o6pasoBaHns — lMepBbiM MOCKOBCKMM FOCYAapCTBEHHBIM MeAULIMHCKUM YHUBEPCUTETOM
nmeHn N. M. CeueHoBa MuHucTepcTBa 34paBooxpaHeHust Poccuiickoin degepayum (Mepebim MIMY rMmeHu
M. M. CeueHoBa) Ha OCHOBe COBGCTBEHHOrO NepeBoAa Ha PYCCKUIA A3bIK aHr10A3bI4YHON BEpPCUN JOKYMEHTA,
yKasaHHorosn. 4

2 BHECEH TexHn4yeckvM KOMUTETOM No cTaHAapTu3auum 458 «Pa3paboTka, Npon3BoACTBO Y KOHTPO/b
KayecTBa JIeKapCTBEHHbIX CPEACTB»

3 YTBEPX/EH VI BBEJIEH BAENCTBWE MNpukasom degepanbHOro areHTCTBa Nno TeXHUYeckomy pery-
nupoBaHuio 1 meTposiornm ot 20 ceHTsA6psa 2017 r. N&1180-cT

4 HacTtoswwmiicTaHaapT naeHTUYeH MexayHapoaHomMy AokymeHTy ICH Q5C: 1995 «KauecTBo 61MOTEXHO-
Nornyecknx npoaykToB. M3yyeHne cTabuibHOCTU GUOTEXHOMOrMYECKUX/OGMONOTMYECKUX MPOAYKTOB»
(ICH Q5C:1995 «Quality of biotechnological products: stability testing of biotechnological/biological products»,
IDT) MexayHapoAHOW KOHhepeHLUMn No rapMoHM3aLMn TEXHUYECKNX TpeboBaHwii AN perncrpaummn nekap-
CTBEHHbIX CPeAcTB A9 MeauLmHcKoro npuMmeHeHus (International Conference on Harmonisation of Technical
Reguirements for Registration of Pharmaceuticals for Human Use: ICH1»).

HaumeHoBaHWe HacToALero ctaHgapTa U3MEeHEHO N0 OTHOLLIEHUIO K HAUMEHOBaHWI0 MeXayHapoAHOro
[OKyMEHTa B CBA3M C OCOGEHHOCTAMU MOCTPOEHUSI MEXroCyapCTBEHHOI CMCTEMbI CTaHA4apT13aLuum B cooT-
BeTcTBUM ¢ FTOCT 1.5—2012 (nyHKT 3.5)

5 BBEJEH BIEPBbIE

MpaBuna NpyMeHeHUs HaCTOSILLLEro CTaH4apTa yCTaHoBMeHbl B CTaTbe 26 defepasbHOro 3akoHa
0T 29 utoHa 2015 r. Ne 162-d3 «O cTaHgapTusauum B Poccuiickoin degepauunn». MHchopmauus 06 nameHe-
HUSAX K HACTOsILLeMy cTaH4ap Ty Ny6nKye TCs B eXXerogHoM (Mo COCTOSHUIO Ha 1iHBapsa T eKyLLero roga)
UH(OpPMaLMOHHOMYKa3aTene «HaunoHanbHble CTaHAapThi», a opuLmanbHbIi TEKCT N3MEHEeHU nnonpa-
BOK— B €XeMeCAYHOM MH(OPMaLMOHHOM yKaszaTene «HauuoHanbHble cTaHgapTbi». B cnyyas nope-
cMOTpa (3ameHbl) WM OTMEHbl HACTOAWEro craHjapTa CoOTBeTCTBYWLee yBefoMeHne OyfaeT
ony6/MKOBaHO B GnvKaiilleM BbIMyCKE €XEeMeCAYHOro MHGOpPMaLMOHHOro ykaszaTensa «HaunoHanbHble
cTaHfapTbi». CooTBeTCTBYyWasa UHpopMaLmsa, yBeLOMEHNE N TEKCTbl pasmelanTCca Takke B
MHPOpPMaLMOHHOW cucTeMe 06LLero nonb3oBaHNsa — Ha ogouumansHOM caliTe defepanbHOro areHTcTBa
N0 TEeXHUYECKOMY perympoBaHunio 1 MeTpoaorum B ceTv MHTepHeT (Www.gost.ru)

1 C 25 okta6ps 2015 roga nepeumeHoBaH B Mex/AyHapoHblii COBET NO rapMoHM3aLuu.

©CrtaHgapTuHpopm, 2017

HacTosiuii cTaHAapT He MOXEeT GbITb NO/IHOCTLIO UM YACTUYHO BOCMPOU3BEAEH, TUPAXXMPOBAH 1 pac-
MPOCTPaHEH B kKayecTBe ohuLManbHOro nsganus 6e3 paspelleHns ®efepasbHOIO areHTCTBa Mo TEXHUYECKO-
MY perysiupoBaHuio 1 MeTposiorumn
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BeBegeHve

Lienbto faHHOro cTaHgapTa SBNSETCA YCTaHOB/EHWe efAuHbiXx co cTpaHamu EBponelickoro Cotosa.
CoeguHeHHbIMU WTaTamu Amepriku. AnoHUel ngpyrumm ctpaHaMmu, NPYUMEHSOLWLUMN MeXAyHapoAHbIe PYKo-
BoacTBa ICH. noaxof0B K U3y4YeHuo CTabuibHOCTM BUOTEXHONOTMYECKUX (6MON0rMYECcKX) NeKapCTBEHHbIX
npenapaTos.

B cTaHaapTe npvBeAeHO onmcaHre OCHOBHOIO 06bema aHHbIX N0 CTabnAbHOCTH Takux GUOTexHooru-
yecknx (bronornyecknx) npenapartos, Kak LUUTOKUHbI (MHTEPCEPOHbI. NHTEPNEKNHbI, KOJIOHUECTUMYTMPYIO-
wue chakTopbl, hakTopbl HEKpPO3a OMyx0sin), 3PUTPOMO3TUHBLI, aKTMBATOPbLI MIa3MUHOreHa, nia3MeHHble
dhakTopbl CBEPTbIBAHWSA KPOBU, TOPMOHbI POCTa 1 (DakTopbl POCTa, MHCYMNHbI, MOHOK/IOHA/IbHbIE aHTUTesa 1
BaKLMHbI, COCTOSILLME 13 XOPOLLO OXapakTepM30BaHHbIX 6e/1KOB NV NONUNENTUAOB, TPEOYLUXCSA AN BKO-
YeHUs B perncTpaunoHHoe focbe, MpU 3TOM obecneyeHa ocTaTouHas rM6KoCTb MPUHATAS peLUueHnii B pasiny-
HbIX MPaKTUYeCcKnx cutyauusx, Heobxoammas BCNeAcTBME OCOObIX Hay4HbIX MOMOXEHWIA WM napameTpoB
OLUEeHMBaeMbIX MaTepuanos. [pu Ha/M4YMM Hay4YHO 060CHOBAHHBIX MPUYMH MOTYT 6bITb UCMOIb30BaHbl afb-
TepHaTWBHbIE NOAXO0AbI.

HacTosawuii ctaHaapT ugeHTnyeH PykosoacTBy ICH Q5C:1995 «M3yyeHne cTabunbHOCTM 6MOTEXHOMO-
rmuecknx/6nonormnyeckmx npogyktos (ICH Q5C:1995 «Quality of biotechnological products: stability testing of
biotechnologicaiybiological products») MexayHapoAHO KoHepeHLMM No rapMoHU3aLun TEXHNYECKUX Tpe6o-
BaHWi ANS perncrpauumn nekapcTBEHHbIX CPeACTB A4S MeguUUHCKOro npuMmeHeHus (International Conference
on Harmonisation of Technical Requirements for Registration of Pharmaceuticals for Human Use; ICH21).

21 C 25 okTa6pa 2015 roga nepeumeHoBaH B MexAyHapoAHbIi COBET MO rapMOHM3aLun.
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HALWOHA/NbHBLINR CTAHAAPT POCCUWNCKOWN GENLEPALUMN

NEKAPCTBEHHbLIE CPEACTBA A4 MEAVMUWMHCKOIO NMPUMEHEHUA

M3yyeHune cTabuUnbHOCTU BUOTEXHOMOTMYOCKUX/BMONOTNUYECKNX
NeKapcTBEHHbIX NpenapaToB

Medicines for medical applications. Stability testing of biotechnologicafbiological medications

NataBBegeHns — 2018—08—01

1 O6nacTb NpUMeHeHUA

CtaHpapTom onpegenieHa nHopmauus, BkIoHaemMas B MexayHapo4Hoe perncrpaunmoHHoe f0Cbe Ha
XOPOLLO 0XapakTepu3oBaHHble 6enky 1 NOAUNENTUAbl, UX MPOM3BOAHbLIE U Npenapartbl, B COCTaB KOTOPbIX OHW
BXOJAT, BblAeNsAeMble U3 TKaHEW, XUAKNX Cpes opraHn3mMa, Ky/ibTyp KeTOK UM Npon3BoAuMbIe C MCNoMb30Ba-
HUEM TEXHOJI0TMM pekoMburHaHTHoN A HK. Takme 6uoTexHonornyeckue (6Moornyeckne) npenaparthbl, Kak LMTo-
KWHbI (MHTEPMDEPOHbI, UHTEPNENKUHBI, KOMIOHWECTUMYMpPYOLWME ¢hakTopbl, (DaKTOPbl HEKPO3a OMyXosiu),
SpVTPONO3TUHbI, aKTUBATOPbI NAa3MUHOreHa, naasMeHHble hakTopbl CBEPTbIBAHMSA KPOBM, TOPMOHbI pocTa U
hakTopbl pOCTa, MHCYINHBLI. MOHOK/IOHA/IbHbIE @aHTUTEeNa Y BakLMHbI, COAepXallne XOpOoLLIO OXapaKkTepru3oBaH-
Hble 6enky Ny noamnenTuabl. Kpome Toro, npeAcTaB/ieHHbIe HKe TpeboBaHUSA MOTYT pacnpoCcTpaHATbLCS Ha
Apyrve Tunbl eKapCTBEHHbIX MPenapaToB, HaNnpMMep Ha TPaAULMOHHbIE BaKLMHbI, €CNN Ha 3TO yKasaHo B
COOTBETCTBYHLLNX HOPMATUBHbIX OKYMEHTaX.

HacTtosAwuin ctaHgapT He pacnpocTpaHAeTCs Ha aHTMOUOTWKW, SKCTPaKTbl anfiepreHoB, renapuiHbl,
BUTAMWHbI, LEe/IbHYI0 KPOBb U/ KNETOYHbIE KOMMNOHEHTbI KPOBU.

2 TepmuHonorusa

[.ns 03HAKOM/IEHUS C OCHOBHbLIMU TEPMUHAMM, MPUMEHSAEMbIMY B HACTOSILLLEM CTaHAApTe, pekoMeHayeT-
ca obpaTuTbCA K rnoccapuilo TEPMUHOB, NpuUBeAEeHHbIX B pykoBoacTBe ICH Stability testing of new drugs
substances and products. [1]. pernaMeHTUpYLWMX n3yyeHne cTabunbHOCTU IEKAPCTBEHHbIX CPeAcTB. TeM He
MeHee, NOCKOJIbKY NPOM3BOAMUTENN GUOTEXHOIOrMYEcKMX (6M0N0rMYEeCcKNX) NpenapaToB MHOr4A UCNOb3YT
TPaANLMOHHYI0 TEPMUHOONNIO, BCKOOKAaX TaKXe ykasaHbl TPafULIMOHHbIE TEPMUHbI. [JONO/THUTEIbHbIE TEPMU-
Hbl 1 ONpefeneHuns, UCNonb3yemMble B MPOMN3BOACTBE BMOTEXHONOrMYECKNX/OUONOTMYECKNX NPOAYKTOB, Takke
BK/TIOYEHbI B HACTOSLLMIA cTaHAapT.

3 BbI6op cepwuii

3.1 ®apmaueBTuYeckue cy6cTaHLum (HepacacoBaHHbIi MaTepuan)

B cnyyae xpaHeHusi HepacthacoBaHHOrO martepuana nocse ero HapaboTku 40 W3rOTOBNEHUS Nekap-
CTBEHHbIX (DOPM U1 3aK/1I0UNTE/bHbIX 3TANoB NPON3BOACTBA TPebyeTcs NpeAcTaBUTb fiaHHbIe 0 CTabUIbHOCTH
no MeHbLUel Mepe Tpex cepuii, yCnoBus NPOM3BOACTBA M XPAHEHUSI KOTOPbIX OTPAXAaOT YC/I0BUS NPOMbILLIEH-
Horo macwTaba. B cnyyae korga nepuogbl XpaHeHUs cocTaBnsatoT 6onee 6 mecsues, TpebyeTca B NepBUYHOE
perncTpauroHHoe A0Cbe BKNIOUYNTb pe3ybTaTbl NCAbITaHWI CTAOUABHOCTN NPOAO/MKUTENBHOCTLIO HE MEHee
6 mecsues.

[ns akTUBHBIX thapMaLeBTUYeCcKux cybcTaHLmnii ¢ nepnofammn xpaHeHns meHee 6 mecsues MAHUMASTb-
HbIA 06bEM JAaHHbIX MO CTABMNBLHOCTM HA MOMEHT NEPBOHAYa/IbLHON NOAAYN PErMCTPALMOHHOIO A0Che onpese-
nseTca B MHAMBUAYyasibHOM nopsgke. Mpu nogave perncTpauvoHHOro Aocbe AoMnyckaeTcs npeacrasneHve

N3paHne opuymnansHoe
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JaHHbIX MO ONbITHO-MPOMbILLIEHHBIM CEPUAM aKTVBHO hapmaL,eBTUYeCKoi cy6CcTaHLum, NpoM3BeAeHHbIM C
YMEHbLUEHHbIM MacliTa6oM hepMeHTaLmMK 1 OUUCTKU, NPU ITOM 3asBUTESb AO/KEH B3sTb HA cebs 0653aT-
€/1bCTBO 0 BK/II0YEHUM BNPOrpamMMy A0/Ir0CPOYHOI OLEHKM CTABUIBHOCTY NEePBbIX TPEX CEpUii NPOMBbILLIEHHO-
ro Macwta6a nocse nosiyyeHus PErucTPaLMoHHOTO Y40CTOBEPEHMS.

KauecTBo cepuii akTUBHOI hapmaLeBTuyeckoit cy6cTaHLMm, NpefHasHauYeHHbIX A1 NPorpaMmbl U3yde-
HUS CTabUIbHOCTM, AO/MHKHO OTPaXaTb KauecTBO MaTepuana, U3yYeHHOro B JOKIMHUYECKUX U KITMHUYECKUX
UCCNeAoBaHNsX, a Takke KAYecTBO MaTepmana, KoTopblii 6yAeT NPoM3BOANTLCS B NPOMbILLIEHHOM MacluTabe.
KpoMme Toro, akTuBHas (hapmMaleBTuyeckas cy6cTaHuus (HepacgacoBaHHbIi MaTepuan), nosyyeHHas B pam-
Kax OMbITHO-MPOMbILU/IEHHOTO NPOM3BOACTBA, 40/KHA GbITh MPOU3BEAEHA C UCMO/Ib30BAHMEM Mpouecca U
YCMOBUIA XpaHeHUs!, 0TPaXaIoLLMX YCMOBUS NPOMBbILLIEHHOTO MaclliTaba. AKTMBHas papmaleBTuyeckas cy6-
CTaHLWsl. BK/IIOYEHHAs B NPOrpamMMy M3yyeHnsi CTabubHOCTU, JOMKHA XPAHUTLCS B KOHTElHepax (ynakoBke),
COOTBETCTBYIOLLMX MO CBONCTBAM KOHTEHEpam (ynakoBke), KOTopble 6yAyT UCNOMNb30BaTLCA At XPaHEHUs!
MNPV NPOMbILLIEHHOM NPOM3BOACTBE. PN U3yyeHnn CTabuIbHOCTY aKTUBHOI hapMaL,eBTUUYeckoii cy6cTaHumm
[0MyCcKaeTcs UCMosb30BaHNe KOHTEMHEPOB MEHbLLEro 06bema. ec/ii OHU NPOU3BEAEHbI U3 aHANIOTMUYHOro
mMaTepuana 1 ¢ NoOMOLLbI0 TO Xe YNakoBOUYHO-YKYMOPOUHOI CUCTEMbI, KOTOpPble 6YAYT MCMNO/b30BATHLCS B NPO-
MbILLIJTIEHHOM NPOV3BOACTBE.

3.2 TIpoMeXyTOo4YHble NPOAYKTHI

B npouecce nNpou3BoAcTBa GUOTEXHONOrMYecknx (61U0Nornyeckmx) npenapaToB KAYECTBO U KOHTPOSIb
kayecTBa onpe/esieHHbIX MPOMEXYTOUHbIX MPOAYKTOB MOTYT GbITb KpUTUUECKU BaXHbI A1 NMOSTYYEHUS Niekap-
CTBEHHOTO npenaparta. B LesioM, Npon3BoAUTE b JOIKEH UAEHTU(NLMPOBATL NPOMEXYTOUHbIE NPOAYKThI 1
paspaboTaTb COGCTBEHHbIE KPUTEPUM U MPOU3BOACTBEHHLIE OTpaHMYeHUs, obecneurBaiLLme Ux cTabusnb-
HOCTb B paMkax paspaboTaHHOro npouecca. HecmMoTpst Ha 40NYCTUMOCTb UCMO/Ib30BaHUSA AAHHbIX, NOyYeH-
HblX B OMbITHO-MPOMbIW/IEHHOM MacwTabe, MPOU3BOAUTENb [OJKEH NOATBEPAUTb BO3MOXHOCTb
3KCTPanoIMPOBaHUs MOYUYEeHHbIX PE3Y/IbTATOB Ha NPOMbILLIEHHBI MaclITa6.

3.3 JlekapcTBeHHbI Npenapart (roToBas ekapcTBeHHas popMa B NepBUYHON ynakoBKe)

[JaHHble no cTabunbHOCTY cneayeT NpeAcTaBUThL N0 MeHbLUel Mepe AN Tpex cepuii nekapcTBeHHOro
npenapaTa B NEPBUYHOIi yNiakoBKe, COOTBETCTBYIOLLETO N0 CBOWCTBaM TOMY, KOTOpbI GyAeT NPOM3BOAUTLCS B
MPOMbILLIIEHHOM MacliTabe. Mo BO3MOXHOCTU CEpUM NEKAPCTBEHHOIO Npenaparta B NepBUYHOI ynakoBKe,
oTo6paHHbIe A7 U3yYeHUsi cTabUNbHOCTH, HE06XO0AMMO NPON3BECTU U3 pPa3HbIX cepuil akTUBHOI hapmaLes-
TUYECKOI cy6eTaHummn. Ecnm npu pernctpauumn 3assfeHHblii CPoK ro4HOCTM NPeBbIlaeT 6 MecsiLes, B perucr-
pauuoHHoe Aocbe Heo6XO4MMO BK/IOUUTL pPe3ynbTaTbl U3ydeHUs cTabUIbHOCTU B TeUYeHUe He MeHee
6 MecsueB. [ eKapCTBEHHbIX NMPENapaToB Co CPOKOM FrOAHOCTU MeHee 6 MecsiLeB MUHUMAsTbHbI 06BEM
[laHHbIX M0 CTaGUIbHOCTM NPU NEPBUYHOW Nojaye PerncTpaLMoHHOro 40ChLE ONpeaenseTcsl B UHAMBUAYa b-
HOM nopsifKe. [laTa UCTEYEHNs CpoKa FOAHOCTY IeKapCTBEHHOTo npenapara 6yeT ycTaHOB/eHa Ha OCHoBa-
HUM (haKTUYEeCKNX CBELEHWIA, cofepXaluxcs B PerncTpauvoHHOM focbe. [OCKoMbKy CPOK FOAHOCTM
npenapaTa ycTaHaB/MBAKOT HA OCHOBAHUK UCCNeA0BaHUii, NPoBeeHHbIX B peasbHOM BPEMEHU 1 NpY peasb-
HOll TemnepaType, B NPOLLECCE 3KCNEPTU3bI ClieAyeT 0GHOBMATL NEPBOHAYAsbHbIE JaHHbIe N0 CTabUIbLHOCTH.
KauecTBo npenapaTa B NepBUYHOI YNakoBKe, BK/IIOYEHHOTO B UCC/IEA0BaHNSA CTaGWUILHOCTH, JOIKHO COOT-
BETCTBOBATb KAYECTBY MaTepuana, U3y4eHHOro B AOKIMHUYECKUX U KTUHUYECKWUX UCCNIE[0BaHUAX. Ha MOMEHT
nojaun perncTpaLMoHHOro 40Cke MOryT GbITh NPELCTAB/EHbI AaHHbIE N0 CEPUSIM IEKAPCTBEHHOIO NpenapaTa,
MOJTyYEHHbBIM B OMbITHO-MPOMBILLIEHHbIX MaclUTabax, Npyu 3TOM 3asiBUTENb JO/IKEH B3ATb Ha cebs 06513aTesb-
CTBO MO BbIMOJIHEHMWIO NPOTPaAMMBbI U3YHYEeHUs1 A0NTOCPOYHOI CTaBUTLHOCTM TPEX NEPBbIX CEPUii MPOMBbILLIEH-
HOoro MaclwTtaba nocsie MosyvyeHus PerncTpauMoHHOro YAOCTOBEPEHUs. Ecnn ans yCTaHOBMEHMS cpoka
rofiHOCTU npenaparta GbiIM NPeACcTaBEHbl Pe3ybTaThbl UCTbITAHWS OMbITHO-NPOMbILLIEHHBIX CEPUIA U ecrn
npenapar, NPoM3BeAeHHbIN B MPOMBbILIEHHOM MacluTabe, He BbigepXMBaeT cneuundukalm Ha 4oNrocpoUHyio
CTabW/IbHOCTb, COCTABfIEHHY MO pe3y/nbTaTaM XpaHEHWUsl OMbITHO-MPOMBILIEHHbIX CEPWIA, UM OH He
oTpaxaeT CBOICTBa MaTepmana, U3y4eHHOr0 B JOKIMHUYECKMX U KIIMHUYECKUX UCCE0BaHUSIX, 3asiBUTESb B
Lensix onpeAeneHuns ganbHelilue TakTUKM LOMKEH YBEAOMUTL 06 3TOM YNOSIHOMOYEHHbIE OpraHbl.

3.4 OT60p Npob

Ecnun oguH npenapat peanu3yeTcs B CepusAX, pasnnyatoLmnxcs no HoMmHaribHOMy 06bemy (Hanpumep,
1mn, 2 maunu 10 mn), o3mposke (Hanpumep. 10,20 n50 EA) nnm macce (Hanpumep, 1 Mr, 2 Mr uam 5mr). npoosl
NS BKIIOYEHMS B MPOrpaMMy OLeHKN CTabubHOCTU MOTYT 6bITb BbIGpaHbl HA OCHOBE MaTPUYHOIO MeToAa u
(nnu) B uccnefoBaHnmn KpaiHNX BapuaHToB (BPEKETUHT).

MaTpuuHbIii MeTOA — CTATUCTUYECKUIA NNaH n3yyeHns cTabunbHOCTU, MPY KOTOPOM B ONMpeAeneHHbIi
MOMEHT BPeMeHM nccnefyeTcsa N1b nogrpynna ns obuero yncna npob Bcex kombuHaLuuii hakTopos, nogne-
Xawmx ucnbiTaHuio. Ero gonyckaetcs ucnosib3osaTth /MWL B TOM Clyvyae, ecnu npeAcTasfieHo A0/KHOoe
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o6ocHoBaHWe, NOATBEPXAAIOLEe, YTO CTAOUIBHOCTb UCMLITYEMbIX MPO6 OTpaxaeT cTabubHOCTb BCeX Npob.
K pasznuumsm npob ofHOro 1 Toro xe npenapaTa, kK NpuMepy, 0THOCAT OXBAT Pa3/IMUHbIX CEPUIA, PasNnyHbIX
[l03MPOBOK, Pa3/INYHbIX PA3MEePOB OLHOI 1 TOW e YyNakoBOYHO-YKYNOPOYHOI CUCTEMbI U. BOSMOXHO, B psife
C/lyvaeB pas3/INYHbIX yNakoBOYHO-YKYNOPOUHbIX cucTeM. Ecnv oTcyTcTBYeT 060CHOBaHMe, NOATBEpPXAAOLLEee,
4TO Cepun B OAMHAKOBBIX YC/IOBUAX BefyT cebs CXOAHbIM 06pa3oM, He fonycKaeTcsl TPUMEHATb MaTpPUYHbIi
MeTOoA K Mpo6am, pasimuns Mexgy KoTOpbIMW MOTYT MOB/NATb Ha CTA6UbHOCTL, HANPUMep K pasnyHbIM
[l031POBKaM U KOHTEiHepam.

Ecnu gnsa Tpex unm 6onee HOMUHaNbHbIX 06bEMOB NCNOMb3YTCA OAVHAKOBAs 403MPOBKA U TaXe ynako-
BOYHO-YKyNoOpoYHas cucTeMa, NPON3BOAMTE b BNpaBe BKAYNUTL B MPOrpamMmmy /niLb HAMEeHbLUNA 1 Hanbob-
LNt pa3mepsbl KOHTelHepa, T. €. NPOBECTU UcC/iefjoBaHWe KpaliHux BapuaHToB. [naH uccnefoBaHns KpaiHux
BapuaHToB NpeAnosaraeT, 4TO CTabUAbHOCTb KpaiHNX BapnaHToB OTpaxaeT CTabUIbHOCTb MPOMEXYTOUHbIX.
B HeKkoTopbIX C/nyyasx Heo6XxoAMMO NpeAcTaBWUTb AaHHble, NOATBEpXAalolmne, YTO MosyyYeHHble AaHHble
OoTpaxatoT CBOCTBa BCEX MPO6.

4 TMpodnnb, CBUAETENLCTBYIOLWMIA O CTABUNBHOCTY

YHuBepcanbHOi MeTOAVKM WK YHWBEpPCaibHOTO MepeyHs nokasaTenei, oTpaxaroLmx cTabuibHOCTb
6MoTexHoI0rnyeckoro (6Mon0rMyeckoro) cpeacTsa, He cyllecTsyeT. B CBSA3M € 3TUM NPOM3BOAUTENb SO/KEH
paspaboTaTb NepeyeHb Nnokasaresieil CTabunbHOCTU, obecneynBarLLii obHapyXeHne U3MeHeHnid NoanvH-
HOCTW, YNCTOTbI 1 aKTMBHOCTU Npenapara.

Ha MOMEHT nogauu perucTpauMoHHOro A0Cbe 3asiBUTENN A0MXHbI pacnonaraTb BafMAWPOBaHHbIMU
MeToAamMu, COCTaBALMMN NPOtNb, CBUAETENbCTBYIOLMIA 0 CTAGUIBHOCTY, M AAHHBIMU A5 Lieneli akcnep-
TU3bl. NepeyeHb UCNbITaHW 3aBUCUT OT CBOWCTB Npenapata. OnucaHHbI HUXe NepeYeHb He ABASEeTCs ucuep-
NbiBalOWMM. HO OH OTpaxaeT XapaKTepuUCTUKM npenaparta, KoTopble, Kak MpaBuio, Heob6xoAMMO
[OKYMEHTUPOBATb B LieNIAX HaAnexallero noATBepXaeHNs ero cTabuibHOCTH.

4.1 MpoTokon

B cocTaB focbe Ha perncrpaumio Heo6Xo4MMO BKKUNTL NOAPOGHLIV MPOTOKON N3yYeHNs CTabUIbHOCTH
KakK aKTMBHOI (hapMaL,eBTUYECKOl CybCTaHL MK, Tak 1 IeKapCTBEHHOTO npenapara. Ha ocHoBe 3TOro NpoTOKO-
na 6yayT ycTaHOB/EHbI YCI0BUSA XPAHEHUSI U CPOK rOAHOCTH. [POTOKO/ AO/MKEH BK/OYATb BCIO HEOOX0AMMYHO
MHhopMaLuio, NoATBEPXAAOLLYI0 CTA6UIBHOCTL BUOTEXHOMOrMYECcKoro (bruonornyeckoro) npenapara B Teye-
HVe BCcero npeg/iaraeMoro cpoka rogHocTu, BKoYas, HanpyMep, A0/HKHbIM 06pa3oM coCTaB/eHHbIE CNeLu-
cbmau,mm N NHTEepBasibl ncnbiTaHuin, CtatucTunyeckue MeToAbl, KOTOpPble cieayeT NPUMEHATb NMPU NOAT0TOBKe
[OKYMeHTauuu, npeAcTaBneHbl B HOPMATUBHbIX OKYMEHTax, periaMeHTUpyLwmx nlyyeHme ctabuibHOCTH
NeKkapCcTBEHHbIX CPEACTB.

4.2 AKTUBHOCTb

Ecnu npefycmMoTpeHHOe NpMMeHeHne 1ekapCcTBEHHOro npenapara CBA3aHo C 0XapaKTepu3oBaHHON U
onpeaensemoli 6M0N0rMYecKoit akTUBHOCTbIO, TO UCMbITAHNE HA aKTUBHOCTbL AO/HKHO CTaTb YacTblo UCC/1eao-
BaHWIi cTabunbHOCTU. B Lensx ncnbitaHns ctabnnbHOCTU NPOAYKTOB, ONMCaHHbIX B HACTOSALWEM noapasgene,
noj aKkTMBHOCTbIO MOHMMAETCs onpegeneHHas CnoCco6GHOCTb WAWM CBOWCTBO npenapata OkasblBaTb CBOW
nnaHnpyemblii 3dhekT. VicnbiTaHMe OCHOBAHO Ha M3MEPEHMM HEKOTOPOro NokasaTens KayecTsa npenapara un
onpegenseTcs NoAX0AAWNM KONMMYECTBEHHbIM METOAOM. AKTUBHOCTb BMOTEXHONOrMYECKNX (61M010TMYeCcKX)
npenapaTtoBs B Le/IoM, UCMbITaHHaA pa3NnyHbIMK NabopaTopmsaMmU, MOXET ObITb CONOCTaBI€HA TONILKO B TOM
cfyyae, eC/im OHa HOPMUPOBaHa Mo Hafnexaiwiemy ctaHfapTHOMy matepuany. C aToli Lenblo B METOAMKY
HEO6XO0AMMO BK/IUUTL CTaHAAPTHbIA MaTtepuas, HanpsMyl WM  KOCBEHHO Ka/iMGpoBaHHbIA MO
COOTBETCTBYHOLLEMY HALMOHANLHOMY UM MEeXAYHapoAHOMY CTaHAAaPTHOMY Matepuany.

McnblTaHna Ha akTMBHOCTb HE0OX04MMO NPOBOAUTL Yepes onpefesieHHble UHTepBaslbl, yKa3aHHble B
NpoTOKO/Ie UCCeA0BaHNsA CTabuNbHOCTH, a pe3ynbTaThl NPeACcTaBNATb B eAnHULAaX 6MON0rMYecKoin akTuB-
HOCTW, KannbpoBaHHbIX, MO BO3MOXHOCTM, MO HALMOHANBbHOMY WAN MeXAyHapogHoMy cTaHAapTty. Ecnu
HauVoHa/NbHble W MexAyHapoAHble cTaHfapTHble o06pasubl OTCYTCTBYIOT, pe3ynbTaTbl UCCAef0BaHWUS
[JonyckaeTca BblpaxaTb B CaMOCTOSATENIbHO pa3paboTaHHbIX eAuHMLAX C UCMOMb30BaHMEM XOPOLLO
oxapakTepn3oBaHHOro CTaHAapTHOro Marepuana.

AKTUBHOCTb HEKOTOPbIX BMOTEXHOMI0rMYEeCKMX (b1UoNorMyecknx) npenapartos 3aBUCUT OT KOHbBlOrauum
aKTMBHOW(bIX) dhapmaL,eBT1Yeckoii(ux) cybctaHunn(in) c 4pyrum coeMHEHVEM WIN CBA3bIBAHUS C afblOBaH-
ToM. [luccoumaumio aktuBHol(bix) hapmaueBTuyeckoi(nx) cybctaHumm(in) oT HocuTens, MCNonb3yemMoro B
KauyecTBe KOHblOrata WavM afbloBaHTa, HEOGXOAMMO M3YYWUTb B UCCNEAOBaHUAX peaslbHOro BpPeMEeHW npu
peanbHoll Temnepartype (BKI4as yCNoBUSA TPaHCMOPTUPOBKM). OUeHUTb CTabuibHOCTb Takux npenapartos
6bIBaeT 3aTPYAHUTESIbHO, MOCKO/IbKY B HEKOTOPbLIX C/yYasX in Vitro ucnbiTaHUA Ha 6UON0rMYECKYo aKTUBHOCTb
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1 8151 YCTAHOBEHNST (PU3UKO-XMMUYECKUX CBOCTB HEMPAKTUYHBbI UK JaloT HETOUYHblE pe3ynibTaThl. B Lensx
NPeoAoNEHUs HEJOCTATKOB UCMbITaHWIA in vitro Heo6xoAMMO paspaboTaTh Haa/exalime cTpaTerum (Hanpu-
Mep. UCMbITaHVe NPoAyKTa A0 KOHblorauum (CBA3biBaHKS), UCC/E0BaHMe BbICBOGOXAEHNS akTUBHOI thapma-
LIeBTUYECKOW Cy6CTaHL MK U3 CBS3U CAPYTUM COeAUHEHUEM, METOAMKM in ViVO) UM UICMO/Ib30BaThL NOAXoAsLLee
cypporaTHoe vcnbITaHue.

4.3 XapakTepucTuka YNCTOTbl U MOJTEKYISIPHbIX CBOMCTB

B Lensx ucnbiTaHus cTabuIbHOCTM NpenapartoB, ONMCaHHbIX B HACTOsILLEM noApasfene, uMctora —
MOHATNE OTHOCUTENIbHOE. BBUAY BANSHWA TTMKO3UMINPOBAHWS, fle3aMUHUPOBAHNA W APYTUX reTeporeHHocTel
onpefennTb abCoMTHY UYNCTOTY GUMOTEXHOSIOrMYeckoro (6M0N0rMYeckoro) npenapara KpaiHe C/I0XHO.
B CBA3M C 3TUM 4MCTOTY BMOTEXHOMOTMYECKOro (6MOM0rMYeckoro) npenapara Heo6xoAMMO, Kak npaswno,
onpeaenaTb C NOMOLLbIO He MeHee ABYX MeToA0B. [oslydaemble 3HaYeHNs YNCTOTbI 3aBUCST OT BbIGPAHHOTO
MeToAa. B Lenax ucnbitaHns cTabuibHOCTW NPW UCALITAHWM HAa YUCTOTY HEOBGXOAMMO COCPESOTOUNTLCS Ha
MeTofax 06HapyXeHUs NPoAyKTOB Aerpagauum.

Mo BO3MOXHOCTW HEO6XOAMMO AOKYMEHTUPOBATL ¥ NPeACTaBNATb OTUETbI O CTENEHW YUCTOThI, a TakkKe
coflepxaHun B 6MOTEXHONOrMYECKOM (61ON0TMYEcKoM) npenapare, BKIIOYEHHOM B UCCnefoBaHue cTabunb-
HOCTW. OTAEe/IbHbIX NPOAYKTOB Aerpagauuv v ux cymmsl. JlonycTumble npefdenbHble CofepxXaHus NpoayKToB
ferpagauum Heo6xoauMo BbipaboTaTb Ha OCHOBAHUM aHA/ITUYECKOro NPOUS Cepuii akTUBHOM hapmaLes-
TUYeCKOI cy6CTaHUUM U NekapCTBEHHOTo npenaparta, UCMo/b30BaHHbIX B AOKIVHUYECKMX U KUHUYECKNX
nccnenoBaHuUsIx.

Mcnonb3ys COOTBETCTBYHOLLYIO (HU3NKO-XUMUYECKYHD, GBUOXMMUYECKYHO U UMMYHOXMMUYECKYH0 aHanuTu-
4eckKylo MeTo40/10rn, Heo6x0AMMO BCECTOPOHHE OXapakTepu3oBaTb CBOWCTBA akTUBHOW hapmaleBTuyec-
KO cybcTaHuMm u (UNKM) NekapCcTBEHHOro npenapaTta (Hanpumep, MOJMEKYNSApPHYK Maccy, 3apsag,
rMapooBHOCTL), a Takke TOYHO YCTaHOBUTb U3MeHeHUsi, 06yCnoB/eHHbIe Aerpajaumeii, Bcneactaue gesa-
MWHUPOBAHWSA. OKUC/IEHNS, CYNb(OKCUIMPOBAHUS, arperauuy nnn pparMmeHTaunm npu xpaHedun. Mpumepa-
MW Takux MeTOAOB SBAAKTCS 3/ekTpodopes (3n1ekTpodhopes B NonNvakpunaMuMaHoOM rene B NpUCyTCTBUM
pogeunncynbcata Hatpusa (4CH-MAAT), umMyHO3n1ekTpodhopes, BeCTePH-6/10T. n303anekTpuyeckoe pokycu-
poBaHue), xpomaTorpadma C BbICOKOlM paspeluarleil cnocobHOCTb (Hanpumep, obpalleHHOo-(pasHas
XpomaTorpacms, renb-ounbTpauns, WOHHbIA 06MeH, adduHHaa xpomartorpadus) w  nenTugHoe
KapTupoBaHue.

Ecnu no pesynbTataMm eCTECTBEHHOIO, YCKOPEHHOTO XpaHeHusi 1 (M1un) cTpecc-uccneoBanuii ctabunb-
HOCTW 06HapyXMBalOTCHA 3HAUYMMbIE KAYECTBEHHbIE UM KOJIMYECTBEHHbIE N3MEHEHUs, CBUAETENLCTBYOWLNE
06 o6pasoBaHVMM NpoAyKTa Aerpajauuv, cnefyeTt npoaHann3MpoBaTb €ro NOTEeHUMasbHYH OnacHoCTb U
OLEHNTb HeOoBXOAMMOCTb YCTAHOB/EHWNS XapaKTePUCTMK MPOAYKTOB Aerpajauun U UX KONMYECTBEHHOro
onpejeneHuss B paMkax Nporpammbl €CTECTBEHHOTO XpaHeHus. Heobxoammo npeactaBuTb M 060CHOBaTb
[LONyCcTUMbIE Mpejensbl, yUnTbiBas cofepxaHue NpoAykToB B Aerpajauuu B matepuasne, UCMo/Ib30BaHHOM
B JOK/TMHNYECKUX U KNIMHNYECKNX UCCeA0BaHUAX.

B oTHOLIEHMN BeLLecTB, CBOMCTBA KOTOPbIX OXapakTepn3oBaTb HagaexalinM 06pa3oM HEBO3MOXHO, U
NeKapCTBEHHbIX NPENnaparos, YACTOTY KOTOPbIX HEBO3MOXHO ONPeAeUTb C MOMOLLbI CTaHAAPTHbLIX aHaUTK-
4yecknx MeTofoB, 3asBMTeNb 06d3aH NPeAoXUTb anbTepHaTVBHbIE aHaIMTUYECKNe MeTOAMKM U 06OCHO-
BaTb UX.

4.4 Tlpoyne xapakTepucTuky npenapaTtos

Heobxoaumo oTcnexusatb v NpeAcTaBNsATb Pe3yNbTaTbl UCMbITAHWIA CNefyloLmnx XxapakTepucTuk (koTo-
pble. 0HaKo, He ABNSATCSA NPUCYLLMMUN UCKIOUYNTENBHO BUOTEXHONOrMYecKnM (6nonornyecknm) npenapa-
Tam) 1eKapcTBEHHOro NpenapaTa, 3ak/l4YEeHHOr0 B OKOHYaTe IbHYH0 NEePBUYHYIO YaKoBKY. DTO BHELLHWI BUA,
(uBeT 1 MyTHOCTb pacTBopa (CycneH3um); LBeT, KOHCUCTEHLUS N BPEMS pacTBOPEHWS NMOPOLUKOB), BUAVMbIE
BK/IIOYEHWNA B pacTBOpax Un Nocse BOCCTaHOB/IEHWSA MOPOLLKOB 1 IMOnAN3aTos. pH 1 BNaXXHOCTb NOPOLLKOB
1 nnohnnn3aTos.

HeobxoanMo, MO MeHbLUEel Mepe, B HaYase 1 KoHLe npeanaraemoro cpoka rogHoCT! NpoBecTn ncnbita-
HUA Ha CTEPUIBHOCTb UM anbTepHaTUBHbIE UCMbITAHUA (HanpyMep, UCnbiTaHne LeNoCTHOCTU YNakoBOYHO-
YKYNOpOUYHOIi CUCTEMbI).

B TeueHue cpoka rofHOCT! 1IeKapCcTBEHHOrO npenapaTa gobasku (Hanpumep, cTabunnsatopsbl, KOHcep-
BaHTbI) U ApYyrue BcroMoraTesibHble BeLecTBa MOryT nofsepraTbesa gerpagauun. Ecnuv no pesynstatam npeg-
BapuTe/bHbIX MCCNeAoBaHnii CTabunbHOCTM 06HapPYXMBAKOTCA NPU3HaKW peakuuu Wau gerpagauum takmx
mMaTepuanos, HeraTMBHO BANSIIOLLNX HA KAYeCTBO JIeKapCTBEHHOro npenapara, MOXeT BO3HUKHYTb He06Xx04u-
MOCTb KOHTPO/IS yKa3aHHbIX Nokasareeli B pamkax nporpaMmbl U3y4eHUs cTabunbHoCTU.

YnakoBOYHO-YKyNnOpoYHasa cucteMa MoXeT HeraTUBHO Cka3aTbCs Ha KayecTBe NpogykTa n TpebyeT Twa-
TeNbHOM OLLEHKM (CM. HUXe).
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5 YcnoBua xpaHeHud

5.1 TemnepaTtypa

MocKosbKy 6O/IbLUMHCTBO FOTOBbLIX GMOTEXHOIOTMYECKNX (B1OTOTMYECKUX) IeKapCTBEHHbIX NMpenapaToB
NOANEXUT XPaHEeHWIo NpU CTPOro 3aAaHHO TemnepaType, YC/IOBUS XpaHeHust B UCCefoBaHUAX cTabusib-
HOCTU B peaslbHOM BPEMEHW MPU peasibHol TeMnepaTtype MOryT ObiTb OrpaHUYeHbl Takoli TemnepaTtypoii
XpaHeHus.

5.2 BnaxHocTb

BuoTtexHonornyeckme (bronornyeckue) npenapatbl, kak NPaBnIo, BbINYCKAOTCA B KOHTEHepax, 3aLlu-
LarLWwux ux oT Bnaru. B cBs3n c aTumM, ecnu noaTBepxafeHo. YTo npeanaraemblii KOHTEiHep 1 yCNoBKUA XpaHe-
HMA o6ecneynBaloT 4OCTATOUHYIO 3ALLUTY OT BbICOKOW W HU3KOW BNAXHOCTU, TO U3yYeHne cTabunibHOCTN npu
pasnNyYHol 0OTHOCUTENbHOM BNAXHOCTW, Kak NpaBuso, He TpebyeTcsi. Ecnv BnaroycToiiuvBble KOHTeHepbl He
MCMONb3yHTCA, HEO6XOAMMO NPeLCTaBUTb COOTBETCTBYIOLLME AaHHbIE N0 CTabUIbHOCTH.

5.3 YCKOpeHHble n cTpecc-ycnoBsusa

Kak ykasblBanocb paHee, CpOK rOAHOCTM HEOGXOAMMO ONpeaenaTb Ha OCHOBaHUW WUCCnefoBaHuii B
peasibHOM BpeMeHw NMpu peasibHOI TemnepaTtype. B T0 e BpeMsi HaCTOSTeNIbHO PEKOMEHAYEeTCA NpoBeeHne
nccnefoBaHuii akTMBHONU hapMaleBTUYecKkol cybcTaHLMn 1M 1eKapcTBEHHOro npenapaTta B YCKOPEHHbIX U
cTpecc-ycnosusax. Mpw onpefeneHnn cpoka rogHoOCTU pesysnbTaTbl YCKOPEHHOT0 XpaHeHUst MOryT CyXWUTb
MUCTOYHUKOM LLEHHbIX BCMIOMOraTe IbHbIX faHHbIX N0 YCTAHOBMEHMIO flaThl UCTEUYEHNSA CpoKa ro4HOCTH, Mo cTa-
GUNLHOCTK (Hanpumep, NpeABapuUTENbHON OLEHKU npefnaraeMbiX W3MEHeHWn npouecca Npov3BOACTBa,
Takux Kak u3meHeHue coctaBa (popmMynsummn), yKpynHeHue), AN uenein ganbHeiwein paspaboTkm, cogei-
CTBMSA B Banujauuy aHanMTU4ecKMx MeToAuK ANS UCNOb30BaHNA B MporpaMMe U3yvyeHus cTabunbHOCTU U
HapaboTKM AaHHbIX, MO3BOMALWMX YCTAaHOBUTL Npodnsb Aerpajalumn akTMBHOM hapmaueBTUYecKoid cyo-
CTaHUMM WAWM nekapcTBEHHOro npenapara. MccnefoBaHus B CTPeCC-yCNOBMAX NO3BOMAIOT OMNPeAenuTh,
HacKoMbKO NaryGHO BAMSET Ha NEKapCTBEHHbI Npenapar c/yvailHoe BO3AeiCTBUE YCMO0BUIA, OTAINYHbIX OT
npegnaraemMbix 4158 XxpaHeHus (Hanpymep, Npy TPaHCNOPTUPOBKE), a Takke BbISBUTb ONpee/ieHHble NCTbITye-
Mble NoKa3aTe i KauecTBa, Hannyywnm 06pa3om oTpaxarolme cTabunbHOCTL NpenapaTta. VcnbITaH!s akTus-
HOVi chbapmavLeBTUYEeCKO cy6CTaHUMM U NeKkapCTBEHHOTO npenapara, NOMELLEHHbIX B 3KCTpeMasibHble
yC/I0BYS, MOTYT CMOCOGCTBOBATH BbISB/IEHNIO MEXAHU3MOB ferpajaLlun; ecim TakoBas o6HapyxuBaeTcs, TO
Heo6X0AMMO OCYLLECTBMATbL KOHTPO/Ib BO3MOXHbIX U3MEHEHWI NpY XPaHeHWU B Npejasaraemblix YC/0BUAX.
HecMoTps Ha TO, 4TO B OCHOBHbIX CTaHAapTax, pernamMmeHTUpPYLWUX n3yyeHre cTabuibHOCTM IeKapCTBEHHbIX
CpeLCTB, onucaHbl Tpe6OBaHUS K UCCNEA0BAHNI0 B YCKOPEHHbBIX U CTPECC-YCNOBUSX, 3asBUTENO HE0GX04UMO
YUNTbIBaTb, YTO TAKOBble MOTYT HE NMOAXOAUTb A5 GUOTEXHOOrMYecKUX (6MONOrNYecKnx) NeKapCTBEHHbIX
npenapaToB. B cBA3M C 3TUM YC/10BMSI HEOBXOAMMO TLAaTeIbHO NOAGUPaTh B MHAWBUAYAIbHOM NOPSAKE.

5.4 ®oT0CTAbUNBHOCTbL

3a nonyyeHnem pekomeHgaLuunii Mo NPOBEAEHUIO UCMbITaAHUIA 3asBUTENAM HeobxoauMmMmo obpaliaTbes
B COOTBETCTBYHOLLME YNOSTHOMOYEHHbIE OpPraHbl B UHAVBUAYATbHOM NOPAAKE.

5.5 YnakoBO4YHO-yKynopoyHas cuctema

BBuay B3aumMofeiicTBusi 6MoTexHonormueckoro (6Mo10rMyeckoro) NekapcTBEHHOro npenapara ¢ ero
yNakoBOYHO-YKYNOPOUHOI CMCTEMOI BO3MOXHO U3MEHEHWe ero kauecTBa. MoCKoNbKy A5 XUAKUX NeKapcT-
BEHHbIX NPENapaToB Takoe B3aMMOelicTBMe He UCKTIYaEeTCs (3a UCKTIOUYEHUEM 3anasiHHbIX aMnyJl), B LESsX
onpefeneHns BAUSHUSA YKYNOPKM HAa Ka4ecTBO SIeKapCTBEHHOro npenapara B Ucc/iefoBaHne cTabunbHoOCTU
HEO6X0AMMO BK/OUUTL NMPOGhI, KOTOPbIE CeAyeT PacroIOXUThL B NepeBepHYTOM UK FOPU30HTa/IbLHOM MoJ10-
XEeHUN (T. e. B KOHTaKTe C YKYNopKoii), a Takke B BepTUKa/lbHOM MOJSIOKEHUU. Heo6XxoauMo npeacTaBuTh
JaHHble AN BCEX BO3MOXHbIX KOMGUHALMA yNnakoBOYHO-YKYMOPOUHbIX CUCTEM, KOTOpPbIe MpeAnonaraeTcs
BbINYCKaTb HAa PbIHOK.

B fononHeHue K CTaHAApTHbIM AaHHbIM, HEO6XOAUMbLIM NS 06bIYHOTO h/lakoHa A1 OAHOKPATHOIo
UCMO/Ib30BaHUsl, 3asiBUTENb [O/KEH NOATBEPAUTL, UTO YKYNOpKa, UCNo/b3yeMas BO h/lakoHe, CoAepXallem
HeCKO/bKO A103. CNoco6Ha BblgepXKaTh YC/I0BMS MHOTOKpATHbIX BBEAEHWI 1 N3B/IeYeHWii, o6ecneunBasi coxpa-
HeHMe NOJIHOI aKTUBHOCTM, YACTOThI M KAUeCTBa SIeKapCTBEHHOrO npenapara Ha MakCUMasibHbIi CPOK, yKasaH-
HbIl B MHCTPYKLMAX NO MPUMEHEHWI0 Ha KOHTeliHepax, ynakoBkax U (Unu) B NMCTKax-Bknagplluax. Takas
VHhopMaLus 0 IeKkapCTBEHHOM Mpenapare [o/XHa COOTBETCTBOBATb TPeGOBaHUAM K MHCTPYKLWK No Meau-
LIMHCKOMY MPUMEHEHMIO TEKAPCTBEHHbIX CPEACTB 1 061U el XapakTepucTMKe IeKapCTBEHHOro npenapata 4as
MeAULMHCKOTO NPUMEHEHUS.
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5.6 CTabunbHOCTb BOCCTAHOBJ/IEHHOTO ﬂVIOd)VIﬂVI3VIpOBaHHOI'0 NneKapCcTBeHHOro npenapara

Heo6xoyMo nogTBepAUTL CTabUBbHOCTL IMOUIN3MPOBAHHBIX JIEKAPCTBEHHbLIX MPenapaToB Nnocse nx
BOCCTaHOB/IEHNS B YC/IOBUSIX M NPU MaKCMMaslbHOM NEPUOLe XPaHEHUSs!, YKa3aHHbIX B UHCTPYKLMSX MO UCMOSIb-
30BaHUI0 Ha KOHTeliHepax, ynakoBKax u (Mnu) B IUCTKax-Bknagbiwax. Takas nHopMaLysi 0 1ekapcTBEHHOM
npenapate A0/XKHA COOTBETCTBOBATb TPEGOBAHMSIM K WHCTPYKUMM MO MEAWLMHCKOMY MPUMEHEHNIO
NIeKapCTBEHHbIX CPEeACTB W o6Llieli XapakTepucTUKe JIeKapcTBEHHOro npenapara Aas MeAMLUHCKOro
NpUMeHeHNsI.

6 YacToTa ucnbITaHW

CpoK rofHOCTU GMOTEeXHOMorMYecknx (BMONOrMyYecknx) feKapcTBeHHbIX MpenapaTtoB MOXeT MpocTy-
paTbCs OT HECKObKUX AHEN 10 HECKO/IbKUX SIET. B CBA3U C 3TUM C/TI0XKHO COCTaBUThL YHUBEPCA/IbHbIE PEKOMEH-
Jauuy no Npofo/MKUTEeNbHOCTA UCCNEe0BaHUs CTabUIBHOCTU W Y4acTOTe WCMbITaHWi, KoTopble 6bln 6bl
crnpaBefMBbl A5 BCEX BUAOB 6UOTEXHONOrMYECKUX (61M010rMUecKnX) IeKapCTBEHHbIX NpenapartoB. TeM He
MeHee, 3a PefKAM WCK/UEHNEM, CPOKU TOAHOCTU HblHE 006PEHHbIX U NoTeHUMasbHbIX 6yAyLinX nekap-
CTBEHHbIX NpenapaToB nonajaT B AuanasoH oT sionyroga Ao 5 net. Mo3ToMy onmcaHHble HUXe NPUHLWMbI
OpPUEHTUPOBaHbI Ha CPOK FOAHOCTM, YKMafblBaOWMIACS B 9TOT AnanasoH. Bbllleyka3aHHOe yuuTbiBaeT TOT
thakT, uTo Aerpagauus GMOTEXHONOIMYECKNX (B1OTOTMYECKUX) IEKAPCTBEHHBIX MPEnapaToB MOXET NPOTEKaTb
nog, BNUSHUEM OAHUX 1 TEX e (PaKTOPOB B TEYeHMEe Pa3/iMyHbIX MHTePBasIOB 40/ITOCPOUYHOIO XpaHEHUSI.

Ecnu npegnaraemblii CpokK rofHOCTM Kopoye 1 roaa, TO UCCNEf0BaHUsi CTAGUbHOCTA B peasibHbIX
yCnoBusix B nepBble 3 Mecsilia HE06X0AMMO NPOBOAUTL EXXEMECSAYHO, Aanee — Kaxible 3 MecsiLa.

Ecnu npegnaraemMblii CPoOK rogHOCTV NpeBbllaeT 1 rof. TO MCC/efoBaHWs Heo6X0AMMO MPOBOAUTL
Kaxable 3 MecsiLa B TeYeHWe NepBoro rofa, kaxasle 6 — BTeUYeHue BTOPOro, fasiee — eXerofHo.

HecMOoTpsi Ha TO, YTO OMNMUCAHHbIE BbIlLE MHTEPBaSIbI UCMbITAHMIA MOAXOAAT AN NPEAPOrNCTPALMOHHOMO
3Tana, Npy Ha/IMuUM AaHHbIX, MOATBEPXKAAOLNUX TpeByeMyo cTabuNbHOCTL, Noc/e NolyYeHus perncTpauu-
OHHOTO Y/OCTOBEPEHUSI [OMYCKAeTCA COKPaTUTb YacTOTy WUCMbITaHWii. Ecny gaHHble NOATBEPXAAT, UTO
CTabWU/IbHOCTbL JIEKAPCTBEHHOIO MpenapaTta He CHUXaeTCs, 3asBUTE/I0 PeKOMEHAYeTCs NpeacTaBUTb Npo-
TOKOJl, 0GOCHOBbIBAIOLMIA WCKIOUEHWE ONpefEeNeHHbIX WHTEPBAIOB MCMbITAHUI (HanpuMep, Ha cpoke
9 MecsLeB) B paMKax NoCTPErMcTPaLMOHHbIX A0/ITOCPOUHBIX UCC/EA0BAHMIA.

7 Cneundpmkaummn

HecmoTps Ha TO. UTo BoTEXHONOrnYecxmne (bronornyeckme) nekapCcTBeHHbIE NpenapaTbl MOryT NoABep-
raTbCsl 3HAYUTEIbHOMY CHUXEHWUIO aKTUBHOCTU, (PU3NKO-XUMUYECKMM W3MEHEHUAM WU Aerpajauuu npu
XPaHeHUN, B MEeXAYHApPOAHbIX U HaUMOHa/bHbIX MpaBuiax COAEPXUTCA Hef0CTaTOYHO pekomeHdauuin no
COCTaB/IEHMIO pa3/iMyaloLLnXcs cneyudurkaunii Ha BbiMyCK U KOHeL, cpoka roaHocTu (obpatleHne). PekomeHpa-
LUM MO MaKCMMasibHO f0NYCTUMOMY CHUXEHUI0 aKTUBHOCTU, NpeAeibHbIM (hN3MKO-XMMUYECKUM U3MEHEHUSAM
naerpagaumm B paMkax npegsiaraeMoro cpoka rogHoCTu AN 0TAE/bHbIX BUA0B M Fpynn 6MOTEXHOIOMMYECKNX
(6ronormyecknx) NekapCcTBEHHbIX NpenapaToB He COCTaB/IAMICL, MO3TOMY MX paccMaTpvBaloT B UHAUBUAY-
anbHOM nopsgke. Kaxablii NpoAyKT f0/HKeH COOTBETCTBOBAThL CBOUM crneuudukauusam B npegenax, ycTaHoB-
NEeHHbIX ANs 6€e30MacHOCTU, YACTOTbl U @KTUBHOCTU, Ha MPOTSHXXEHWUW BCEro nNpensiaraeMoro cpoka rogHoCTu.
YkasaHHble crneyudmkauum n npegensl Heo6xoANMO ycTaHaBInBaTb HA OCHOBaHUM BCel fOCTYNHOW UHMop-
Mauuu, Ucnosb3ys Heo6XoAUMbIE CTAaTUCTUYECKME METObI. VIcnosib30BaHMe pasnuyarlmxcs cneyndmkaymii
Ha BbIMyCK 1 KOHeL, cpoka rogHocTn (obpalleHne) Heo6xoAMMOo 060CHOBATbL AOCTATOUYHbIM 06 HEMOM [aHHbIX,
NoATBEPXAALLMX, YTO. KaK yKa3aHO B OCHOBHbIX CTaHAapTax, pernaMmeHTUpyoLmnx n3yyeHne ctabunbHocTm
NIEKAPCTBEHHbIX CPEACTB, KIMHNYECKME CBOCTBA HE YXyALLaTCs.

8 NHdopmauma o npenapate

BONbLWMHCTBO GUMOTEXHOMOMMUYECKNX (GMONOTMYECKNX) aKTUBHbIX (hapMaLeBTUYECKMX CyO6CTaHUuUA n
NleKapCTBEHHbIX NMpenapaTtoB PEeKOMEHAYEeTCA XpPaHWTb Npu CTPOro 3afaHHbIX Temnepartypax. Heo6xoanmo
npegycMoTpeTb crneuuasbHble yKa3aHusi, OCOGEHHO AN aKTUBHbIX hapMaleBTUYeCKUX cy6CTaHuuii n
NleKapCTBEHHbIX NpenapaToB, He BblAEPXUBAIOLNX 3aMOPaXMBaHus. Takme ycroBusa U. B COOTBETCTBYHIOLLMX
cnyyasix, pekoMmeHgauum no 3awmuTe oT ceeTa 1 (UinM) BIaXHOCTM HEOOXO0AMMO yKasbiBaTb Ha KOHTeliHepax,
ynakoBkax v (Wnu) B iMcTkax-Bknagblwax. Takas nHchopmauua o npenapaTe A0/HKHA COOTBETCTBOBATL Tpe6O-
BaHWAM K UHCTPYKLMU MO MeAULMHCKOMY NMPUMEHEHWI0 NTeKapCTBEHHbIX CPeACTB 1 06Lei xapakTepucTuke
NlekapcTBEHHOro npenapara Ans MeuLMHCKOro NpUMeHeHus.
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9 TepMuHbI 1 onpeaenieHns

KoHbloraT: COCTOWT U3 aKTUBHOW thapmaL,eBTUUYeCcKol cybcTaHuum (Hanpumep, NenTuaa unm yrnesoaa),
KOBa/IeHTHO MM HEKOBA/IEHTHO CBA3AHHOIO C HocuTenem (Hanpumep, 6eskom, NenTUAOM WU HeopraHuyec-
KAM MUHEpasioM), B Lenax yayylleHns apekTMBHOCTN v cTabunbHOCTM NekapCcTBEHHOrO Nnpenapara.

OnNbITHO-NPOMbILLI/IEHHOE MPOU3BOACTBO: NPOM3BOACTBO aKTUBHON hapmaL,eBTUYECKON Cy6CTaHLmum
UM NekapcTBEHHOro npenapara ¢ NoOMOLL b0 MPoLeAypbl, NOTHOCTLIO OTpaKatoLL e 1 NOBTOPSAIOLLE TaKOBYIO
npv NPOMbILLIEHHOM NPOM3BOACTBE. MeToAbl KyIbTUBMPOBaHUSA KNETOK, cbopa MoYMCTKM [O0/KHbI cCoBNajath,
3a ncknyeHmem macwtaba npon3BoACTBa.

MprvMech: BCAKNI I KOMMNOHEHT akTUBHOW hapmaL,eBTUYeCKOi Cyb6CTaHLMn A nekapcTBEHHOro npena-
paTa, KOTOpbIA He ABNAETCA akTUBHOM (hapMaL,eBTUYECKON cy6CTaHL e, BcnomMoraTe lbHbIM BELLECTBOM WU
MHOIi [,06aBKOW IeKapCTBEHHOTO Npenapara.

MpoaykT gerpagayun: Monekyna, obpasyowascs BceacTBme M3MeHeHNs akTMBHOW papmaLeBTuyec-
KO cybcTaHLuMn co BpeMeHeM. B Lenax ucnbiTaHust cTabunbHOCTM NpenapaToB, ONMCaHHbIX B HACTOSLLEM
pasfene, Takme U3MEHeHWs MOryT BO3HUKaTb BCeACTBME 06paboTkM nnn xpaHeHus (Hanpumep, npu gesa-
MWHMPOBAHWUW. OKUCNEHWUW, arperauymm unm npoTteonuse). Hekotopble NpoaykTbl Aerpagauny 6MoTexHono-
rmyeckux (buonoruyecknx) npenaparos MoryT o6nafatb akTUBHOCTbIO.

MpoMeXyTOoUHbIli MPOAYKT: B OTHOLWEHUU 6GuoTexosiornyeckoro (6mMonormyeckoro) npenapara —
martepwvan, nofyyaemblii B xofe npoLecca NpoM3BOACTBa, KOTOPLIA He ABNsSieTCSA akTUBHOW thapMaleBTnyec-
KO cybcTaHuven nam nekapcTBeHHbIM NpenapaToM, HO MPOM3BOACTBO KOTOPOro HEO6XOAVMMO /15 YCNELIHOr0
NpUroTOBMEHNSI aKTUBHOW hapMaLeBTUYECKON cybCTaHLMWM UK IeKapCTBEHHOTO npenaparta. MpoMexyTou-
HbI NPOAYKT B LLesIOM NOAAAeTCs KOMYEeCTBEHHOMY OnpedeneHnto, U Ans Hero paspabartbiBaeTcsa cneuu-
dhukaumsa. nossBonsAwWas A0 NPOJO/MHKEHWA NPOU3BOACTBEHHOrO Mpouecca onpefenvTb YCMeLWHOCTb
npeablayLiero atana npomssogctea. K HAM OTHOCATCA MaTepuasbl, KOTOpble MOryT NoABepraTtbCa AanbHew-
e MOMeKyApHOA Moandmnkaumm UM XpaHUTbCA B TeYeHne onpefesieHHOro BpemMeHn A0 faibHelwei
06paboTKu.

MpomblliNeHHOe NPON3BOACTBO: MPON3BOACTBO B MacluTabe, kak npasuio, Ha 060pyaoBaHum, Nnpes-
Ha3Ha4yeHHOM A5 NPON3BOACTBA SIeKapCTBEHHOIO Npenapara, BblMyCckaemMoro Ha pbIHOK.

Bubnunorpadus

[1) TOCT P 57129 JlekapCTBEHHble CPeACTBa AN1A MEeAULMNHCKOTO NnpuMeHeHunsa. YacTb 1. M3yyeHune ctabunbHOCTH
HOBbIX (hapmaleBTuUecknx cy6cTaHunii 1 nekapCTBEHHbIX Npenapatos. O6une NoN0XeHNUA
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