©EAEPANBHOE ArEHTCTBO

Nno TEXHUHECKOMY PEFYIIMPOBAHMIO U METPOINIOIUKA

HALUOHANBHBIN FOCTP
CTAHOAPT
POCCUMACKOWN 57688—
OEAEPALUMN 2017

JNIEKAPCTBEHHbIE CPEACTBA
ansa MEQUUMUHCKOIo NPUMEHEHUA

N3yyeHune cTabunbHocTU 6MoTexHoNorm4eckux/
6uonormyeckux nekapcTBeHHbIX NpenapaToB

(ICH Q5C:1995, Quality of biotechnological products: stability
testing of biotechnological/biological products, IDT)

WUspanue odmumnansHoe

Mockea
CranpapTuHdopm
2017


http://www.kruzhevo-len.ru/krasivye-salfetki-foto.html

rOCT P 57688—2017

MpeancnoBue

1 NOArOTOBIJIEH MNocygapcTBeHHbIM BogXeTHbIM 06pasoBaTenbHbIM yYpexaeHnem BbICLLEro npo-
deccuroHansHoro obpasosaHust — MepBbiM MOCKOBCKUM rocyiapCTBEHHBIM MEAULMHCKAM YHUBEPCUTETOM
nmeHn . M. CeveHoBa MuHucTepcTea 3gpaBooxpaHeHns Poccuinckon degepaumu (Mepssim MIMY umeHn
W. M. CeueHoBa) Ha ocHOBe COOCTBEHHOro nepeBoda Ha PYCCKUIN A3bIK aHrMOA3LIYHOM BEPCUN OOKYMEHTa,
ykasaHHoro s n. 4

2 BHECEH TexHun4yeckMm KOMUTETOM Mo cTaHdapTu3aummn 458 «PaspaboTtka, Npou3BoaCTBO U KOHTPOSb
KayecTBa nekapCcTBeHHbIX CpeacTB»

3 YTBEPXEH WV BBEAEH B AENCTBUE MNpukasom deaepanbHOro areHTCTBa No TEXHUYECKOMY pery-
nvpoBaHuto u meTponorun ot 20 ceHTs6psi 2017 r. Ne 1180-cT

4 HacTosiuniicTaHaapT naeHTnYeH MexayHapoaHomy gokymeHTy ICH Q5C: 1995 «Kavectso 6uotexHo-
nornyecknx npoaykToB. WMasydeHne cTabunbHocT BroTexHoNorn4ecknx/6uonornyecknux MpoayKToB»
(ICH Q5C:1995 «Quality of biotechnological products: stability testing of biotechnological/biological products»,
IDT) MexayHapogHoh koHdepeHLMn Mo rapMOHN3aLMN TEXHUYECKUX TPeBGOoBaHWI 4na pernctpaumn nekap-
CTBEHHbIX CPeACTB AnA MeanumMHcKoro npuMmeHeHus (International Conference on Harmonisation of Technical
Requirements for Registration of Pharmaceuticals for Human Use; ICH").

HaumeHoBaHWe HacTosLWero cTaHgapTa USMEHEHO MO OTHOLUEHUIO K HAUMEHOBaHUIO MEXAYHapPOAHOro
OOKyMeHTa B CBSA3M C 0COBEHHOCTAMM NMOCTPOEHUSA MEXrocyAapCTBEHHOW CUCTEMBI CTaHAapTU3aLun B COOT-
BeTcTBUM ¢ TOCT 1.5—2012 (nyHKT 3.5)

5 BBEJEH BMNEPBbIE

lMpasuna npuMeHeHuUs1 Hacmosiweao cmarHlapma ycmaHoeneHbi 8 cmamse 26 @edepalibHO20 3aKOHa
om 29 uroHs1 2015 2. Ne 162-®3 «O cmaHdapmu3saluu 8 Pocculickol ®edepauyuu». Hghopmayust ob usmeHe-
HUSIX K HacmosiujeMy cmaHdapmy nybriukyemcsi 8 exxe200HOM (1o cocmosiHuK Ha 1 siHeapsi meKkyuje2o 200a)
uHghopmayLoHHOM ykasamerne «HayuoHarbHble cmaHO0apmbi», @ oghuyuansHbil mekem usMeHeHud u nornpa-
80K — 8 eXeMeCsIYHOM UHhOpMaUUOHHOM yKasamerne «HayuoHanbHbie cmaHOapmel». B criydyae nepe-
cMompa (3aMeHbl) Unu OmMeHbl Hacmosiweao cmaHOapma coomeemcmeyloujee ysedomneHue bydem
onybnuxkosaHo 8 briuxaluieM 8bIMYCKe €XeMeCsiYH020 UHGOPMaUUOHHO20 yKazamerns «HauyuoHanbHble
cmarOapmbi». Coomeemcmayrowjasi UHbopMayusi, yeedoMneHUe U MEKCMbl pasMewaromecsi makxe e
UHghopmauuoHHol cucmeme obLea0o rnonbL308aHuUs — Ha oguluansHoM calime @edeparibHO20 a2eHmcmea
10 MmexHU4eCcKoMy peayruposaHuro U Memporsioauu e cemu ViumepHem (www.gost.ru)

1) C 25 okta6pst 2015 roga nepenmeHoBaH B MexayHapoaHbili COBET N0 rapMOHN3aLmm.

© CraHgapTtuHdopm, 2017

HacTtoswwunin ctanaapT He MoXeT 6bITb MOMHOCTHIO UMW YACTUYHO BOCMpon3BedeH, TUPaXXUpOBaH U pac-
NpPoCTpaHeH B Ka4ecTBe odununansHOro n3gaHna 6e3 paspelleHus PegepansHOro areHTCTBa No TeXHUYECKO-
MY perynmpoBaHuio 1 METPOSIOTUN
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BBegeHue

Llenbio gaHHoro craHgapTa ABNAeTCA yCcTaHOBNEHWe eAuHbIX co cTpaHamu Esponeiickoro Cotosa,
CoeauHeHHbIMU LUTaTamu AMepukn, ANoHWeR U ApYrMMuU CTpaHaMu, MPUMEHSIIOLLMMN MeXayHapoaHbIe PyKO-
BoacTea ICH, noaxonoB K N3y4eHno cTabunbHOCTU BUoTEXHONMOrMYEecKnx (B1onorniecknx) nekapcTBeHHbIX
npenapaTos.

B cTangapTe npuBegeHo onnucaHue 0CHOBHOIO 06 beMa AaHHbIX Mo CTabunbHOCTU Takux BUoTEeXHONoru-
yeckux (bronornyecknx) NnpenapaTos, Kak LMTOKUHLI (MHTepdepOoHbl, MHTEPNENKUHbI, KONOHNECTUMYNNPYIO-
wure dakTopbl, akTopbl HEKPO3a OMYXONW), 3PUTPONO3ITUHBLI, aKTUBATOPbLI MNa3MUHOreHa, nnasMeHHbe
chakTopbl CBEPTbIBaHWS KPOBW, FOPMOHBI pocTa U hakTopbl pocTa, UHCYMUHBI, MOHOKINOHA bHbIE aHTUTeNa nu
BaKLMHbI, COCTOSILLME U3 XOPOLLO OXapaKTepu3oBaHHbIX 6€1KOB U NonMnenTuaos, Tpebyowmxca Ans BkNo-
YeHUs B perncTpaLnoHHoe AoCke, NpY aToM obecneveHa gocTaTouHasA TMBKOCTb NPUHATUA PELLEHUIA B pasnuny-
HbIX MPaKTUYeCKUX CUTyauusix, Heobxoaumas BCneacTBuMe OCODLIX HayyHbIX MOMOXEHUA U NapameTpoB
oLeHnBaeMbIX maTepunanos. Mpy HanM4YMnM Hay4yHo 060CHOBaHHBLIX NPUYUMH MOTYT GbITb UCNOMb30BaHbI anb-
TepHaTMUBHbIE NOAX0AbI.

HacToswwuin ctangapT ngeHTtndeHd PykosogcTay ICH Q5C: 1995 «M3yyeHne cTabunbHOCTN BUOTEXHOSMO-
rudeckux/6uonormudeckux npoaykros (ICH Q5C:1995 «Quality of biotechnological products: stability testing of
biotechnological/biological products» ) MexayHapoaHoi kKoHbepeHLUn No rapMoHU3aLIMN TEXHUYECKUX Tpebo-
BaHW 4N perncTpaumn nekapcTBeHHbIX CPeACcTB Anst MeguumMHckoro npuMeHeHus (International Conference
on Harmonisation of Technical Requirements for Registration of Pharmaceuticals for Human Use; ICH2).

2) C 25 okTab6ps 2015 roga nepenMmeHoBaH B MexayHapoHbii COBET NO rapMOHU3aLIMK.
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HAUMWOHANBbHBIN CTAHOAPT POCCUMUCKOW SEAQAEPALUMU

NNEKAPCTBEHHbIE CPEACTBA ANA MEAULIMHCKOIO NPUMEHEHUA

N3yueHue ctabunbHocTU GUoTEexHONOrMUYeCcKUX/6Monoruyeckux
nekapcTBeHHbIX NpenaparoB

Medicines for medical applications. Stability testing of biotechnological/biological medications

Darta BBeaeHna — 2018—08—01

1 O6nactb NpMMeHeHus

CrangapTom onpegeneHa nHgpopmaums, BKoYaeMas B MeXayHapoaHoe perucTpaumoHHoe 4ocbe Ha
XOPOLUO OXapakTepnaoBaHHble 6enkv U NoNMNenTuabl, UX NPOU3BOAHbIE U Npenaparthbl, B COCTaB KOTOPbIX OHW
BXOAAT, BblAENSAEMbIe U3 TKAHE!, XKUAKUX Cpes OpraHU3Ma, KyNbTyp KNeToK UM Npou3soanMble C UCMoNb3oBa-
HUeM TexHonorum pekombuHaHTHo AHK, Takue buoTexHonormyeckue (buonorudeckue) npenaparhbl, Kak LUTo-
KAHbI (MHTepdepOoHbl, MHTEPNENKNHBI, KONOHUEeCTUMyNupyiowme dakTopbl, akTopbl HEKpo3a Ofyxonu),
3PUTPOMOSTUHBI, aKTUBATOPLI N1a3MUHOTEHA, MasMeHHble (hakTopbl CBEPTHIBAHUA KPOBUW, FOPMOHBI pocTa n
¢hakTopkl POCTa, MHCYNUHBI, MOHOKIOHAabHbIE aHTUTEa U BaKUMHbI, COAepKallme XOpoLo OXapakTepu3oBaH-
Hble 6enku unu nonunenTuabl. KooMe Toro, npeactaBneHHble Huke TpeGoBaHUs MOTYT pacnpoCTpaHATLCA Ha
Apyrue TUMbl NekapcTBEHHBLIX NpenapaToB, HaNpUMep Ha TpaaUMLUMOHHbIE BaKLUMHBI, €CMIM Ha 3TO YKa3aHo B
COOTBETCTBYHOLWMNX HOPMATUBHbBIX 4OKYMEHTaX.

HacToswmin cTaHaapT He pacnpocTpaHAeTcA Ha aHTUOWOTWUKW, 3KCTPaKTbl anfepreHoB, renapuHbl,
BUTaMMHbI, LiefTbHYH KPOBb WUIN KIETOYHBIE KOMMOHEHTBI KPOBM.

2 TepmMmuHonorus

[lns 03HAaKOMMEeHNsA C OCHOBHbIMU TEPMUHAMMW, NPUMEHAEMbBIMU B HACTOSILLIEM CTaHAapTe, peKoMeHayeT-
ca obpaTUTbCA K rnoccapuio TepMUHOB, NpusedeHHbIX B pykosoacTBe ICH Stability testing of new drugs
substances and products, [1], pernameHTUpyoWmxX U3ydeHue cTabunbHOCTU NiekapCTBEHHbIX CpeAcTB. Tem He
MeHee, NOCKOSbKY Npoun3BoanTenM buotexHonoruyeckmux (bruonormyeckmx) npenapaToB MHOr4a UCNOMb3yloT
TPaAWLMOHHYIO TEPMUHOMOTUIO, B CKOBKax Takke ykazaHbl TPaAULMOHHBIE TEPMUHBL. [loNONHUTENbHbIe TEpMU-
Hbl M ONpeaeneHus], UCrorb3yeMble B MPOU3BOACTBE BUOTEXHONOrMYECKUX/BNONOrMiecknx NPoAyKTOB, Takke
BKITHOYEHbI B HACTOSALLMI CTaHAapT.

3 Bbi6op cepun

3.1 ®apmaueBTUYecKUe cyGcTaHL MU (HepacdacoBaHHLIN MaTepuan)

B cnyyae xpaHeHus1 HepacdacoBaHHOrO matepuana nocfie ero HapaboTkn A0 U3rOTOBIIEHUS fekap-
CTBEHHBIX (POPM U 3aKIHOYUTEbHBIX 3TAMNOB NPOU3BOACTBA TpebyeTcA NpeAcTaBUTb AaHHbIE O CTabUNbHOCTH
MO MeHbLLEn Mepe TPeX CEPUi, yCroBMS NPON3BOACTBA U XPaHEHNA KOTOPLIX OTPaXXatoT yCNOBUS MPOMBILLIIEH-
Horo macwTtaba. B cnyyae korga nepnogbl xpaHeHus coctasnsaoT 6onee 6 Mecsiues, TpebyeTca B nepBUiHoOe
perucTpaLmMoHHOE AOChEe BKNHOUNTL pesynbTaThl UCbITaHUIA CTaBUNBLHOCTU NPOAOIIKUTENbHOCTLIO HE MeHee
6 MecsLeB.

Ons akTuBHBIX hapMaLeBTU4YeCckMX cyGCTaHLMiA ¢ Nnepuogamm xpaHeHns meHee 6 mecaueB MUHUMaTb-
HbI 06 beM AaHHbIX MO CTabUILHOCT HA MOMEHT NepBOHaYanbLHOW Nogayun perucTpaunuoHHoro Aocse onpege-
nsieTca B MHAMBMAYaneHOM nopsake. Mpu nogaye perucTpaumoHHOro Aocke AonyckaeTca npeacTasneHne

U3paHne opnymnanbHoe
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[aHHBIX MO OMNbITHO-MPOMBILLMIEHHBIM CEPUAM aKTUBHOW chapmaLeBTUdeckol cyGeTaHuMm, Npon3BeaeHHbIM ¢
YMeHbLUEHHbIM MacluTaboM pepmMeHTaunumn 1 OYUCTKK, NPU 3TOM 3aaBUTENb AOMMKEH B3ATb Ha ceba obasar-
€NbCTBO O BKIMIOYEHUN B IPOrpaMmmMy A0NTrOCPOYHON OLEHKU CTabUNbHOCTU NEPBbIX TPEX CePU MPOMBILLINIEHHO-
ro macwtaba nocne nony4yeHusi pErucTpauMoHHOro yaoCcToBEpeHUs.

KauecTBo cepuii akTUBHOM thapmaLeBTU4eCKO CybCcTaHumKW, NpeaHasHauYeHHbIX ANA NPorpaMMbl Usy4e-
HUS1 CTAabUNbHOCTU, AOIMKHO OTpaXaTb Ka4ecTBO MaTepuana, U3y4eHHOro B AOKMMHUYECKUX U KIUHUHECKNX
nccneoBaHuUsX, a TaKKe Ka4eCTBO MaTepuara, KoTopbli 6yaeT NPpoM3BOANTLCSA B NPOMBILLNEHHOM MacliTabe.
Kpome Toro, akTuBHas hapmaveBTudeckas cybcTaHums (HepacdacoBaHHbIN MaTepuan), Nony4yeHHasa B pam-
KaxX OMbITHO-MPOMBILLMEHHOTO NMPOUM3BOACTBA, AOIHKHa ObITb NpousBeAeHa ¢ UCNONb3OBaHUeM npouecca u
YCMOBUIA XpaHEHUs1, OTPaXkaloLLMX YCIOBWUA NPOMBbILWNEHHOro macwtaba. AkTuBHas papMauesTudeckas cyo-
CTaHuus, BKIOYEHHas! B MporpaMMy UsyveHust cTabunbHOCTU, AOMKHA XPaHUTbCA B KOHTeMHepax (YnakoBke),
COOTBETCTBYIOLLMX MO CBOMCTBAM KOHTelHepaMm (ynakoBke), koTopble 6yayT NCnonb3oBaTbCa AN XpaHeHUs
npu NpoMblLieHHoM npoussodcTee. Mpu nayveHnn cTabunbHOCTN akTUBHOW hapmaueBTUHeCKon cybcTaHLmMm
JonyckaeTcsl UCTMONb30BaHNe KOHTENHepOB MeHbluero o6bema, ecnu oHU NpousseaeHbl U3 aHanorMYHoro
MaTepuara v ¢ MoOMOLLILIO TOW e YNakoBOYHO-YKYNOPOYHOW CUCTEMBI, KOTOPbIE BYayT UCNONb3OBaTLCA B NPo-
MbILLITIEHHOM NPON3BOACTBE.

3.2 MpomexyTouHble NPOAYKTbI

B npouecce npousBoacTBa 6UOTEXHOMOMMHECKNX (6MOI'IOI'M‘-IeCKMX) npenapaTtoB Ka4eCcTBO N KOHTPOJIb
Ka4decTBa onpeaesieHHbIX MPOMEXYTOYHbIX NPOAYKTOB MOTYT 6bITb KPUTUYECKU BaXKHbl ANA NONy4YeHNA nekap-
CTBEHHOro npenapara. B uenom, nponssoantens AomMkeH naeHTudbuumMpoBaTh APOMEXYTOUYHbIe NPOAYKTHI U
paspabotatb cOBCTBEHHbIE Kputepun n npon3BoACcTBeHHble orpaHU4YeHuA, obecnevyunsarowme ux ctabunes-
HOCTb B paMKax pa3pa60TaHHoro apouecca. HeCMOTpﬂ Ha AonyCTUMOCTb UCNONb30BaHUA AaHHbIX, NONy4YeH-
HbIX B OMbITHO-MPOMbLILUIIEHHOM MacwTabe, apouseoauTenb AOOMMKeH noaTeBepAnuTb BO3MOXHOCTb
SKCTPanonmMpoBaHmA NoOJIy4eHHbIX pe3ynbTaToB Ha I'IpOMbILLIJ'leHHbIl‘;I macwTab.

3.3 JlekapcTBeHHbIN Npenapart (rotoBas nNekapcTBeHHan ¢hpopMa B NepBUYHON YNaKOBKe)

[HaHHble no ctabunbHOCTU cnegyeT NpeacTaBUTb NO MeHbLUen Mepe ANA TpexX cepuii NekapcTBEHHOro
npenapara B NepBUYHON yNakoBKe, COOTBETCTBYIOLLErO Mo CBOWCTBAM TOMY, KOTOPLIV ByaeT NponsBoAUTLCS B
NpoMbILWeHHOM MacliTabe. Mo BO3MOXHOCTU cepum NekapCTBEHHOro npenaparta B NEPBUYHON YNaKkoBKe,
oTOOpaHHble ANA N3y4yeHns cTabubHOCTH, He06X0AMMO NPOU3BECTU U3 PasHbIX CEPUA aKTUBHOW hapmaLies-
TU4yeckon cybeTaHumn. Ecnn npu perncrpaunm sasBneHHbIA CPOK roAHOCTU NpeBbILIaeT 6 MecALEeB, B perucT-
pauuoHHoe Aocbe HeobXxoAMMO BKOUWTL pe3ynbTaTbl U3yYeHUst cTabunbHOCTUM B Te4YeHUe He MeHee
6 MecsueB. [ins nekapcTBeHHbIX NpenapaTtoB CO CPOKOM FOAHOCTU MeHee 6 MecsLEeB MUHUManNbHLIA 06beM
AaHHbIX No cTabuUnNeHOCTU NPY NEPBUYHON Nodave perncTpaLMoHHOro Aocke onpeaensieTca B MHAUBMAYanb-
HOM ropsiake. [laTa NcTeveHns cpoka rogHoCTV NekapCTBEHHOro Npenapara byaeT ycTaHoBMeHa Ha OCHOBa-
HUM pakTUYecKUX CBeAeHWA, coaepXallmMxcs B perncTpaumoHHoM fdocbe. [MockonbKy cCpok rogHocTu
npenapaTa ycTaHaBNMBaloT Ha OCHOBaHWW NCCe4OBaHNIA, NpoBedeHHbIX B peanlbHOM BPEMEHU U NpU pearb-
HOM TemnepaType, B NpoLecce aKCnepTusbl criegyeT 06HOBNSATL NepBoHavarbHble AaHHbIe Mo CTabunbHOCTU.
KavecTBO npenapaTa B NEPBUYHON YNakoBKe, BKIIOUYEHHOTO B UCCeA0BaHNs CcTabWUNbHOCTU, OIDKHO COOT-
BETCTBOBaTb KA4YECTBY Matepuana, M3y4eHHoro B JOKIMHNYECKMX U KITMHUYECKUX UccrieoBaHUsAX. Ha MOMeHT
nodadqv perncTpaLMoHHOro Aocke MoryT 6biTb NpeacTaBneHbl AaHHbIE MO CepUsiM NekapcTBEHHOro Npenapara,
MONYYeHHbIM B OMbITHO-NPOMBILIIIEHHBIX MacLuTabax, Npu 3TOM 3asiBUTEb AOMKEH B3SITb Ha cebs o6GAsaTeNb-
CTBO MO BLIMOIHEHNIO NPOrPaMMbl U3YYEHUsT AONITOCPOYHON CTaBUNBLHOCTU TPEX NEePBbLIX CEPUIA MPOMbILLMEH-
Horo MacwTtaba nocne nonyyeHWs perucTpauMoHHOro yaocToBepeHus. Ecnu gnsa yctaHoOBReHWs cpoka
rogHocTW npenapata 6binv NpeacTaBneHsbl pe3ynbTaThl UCMbITAHUSE OMbITHO-NPOMBILLNIEHHBIX CePUn U ecrnn
npenapar, NpoM3BeAeHHbIN B NPOMBILLNIEHHOM MacluTabe, He BblAepXkuBaeT cnelndurkalnm Ha A0NrOCPOYHYIO
CTabUnbHOCTb, COCTaBMIEHHYIO MO pesynbTaTaM XpaHeHWS OMbITHO-NMPOMBILSIEHHBIX CEepUiA, UMM OH He
oTpakaeT CBOICTBa MaTepuana, n3y4eHHoro B AOKIUHNUYECKUX U KIIMHUYECKUX UCCIIeA0BaHUAX, 3as8BUTeNb B
Liensix onpeaeneHus ganbHenLen TakT Uk A0KeH yBeAOMUTL 06 3TOM YNOMHOMOYEHHbIe OpraHbl.

3.4 OT60p Npob6

Ecnu ognH npenapaTt peanuayeTcs B cepusix, pasnnyatoLmMxcs No HoMMHanbHoMy o6bemy (Hanpumep,
1 mn, 2 mnunu 10 Mn), o3nposke (Hanpumep, 10, 20 1 50 Ef) unvmacce (Hanpumep, 1 Mr, 2 Mr unn 5 mr), npoGbl
AONs1 BKIOYeHNUA B NpOorpaMMy oLeHKN cTabunbHOCTU MoryT 6biTh BbiIBpaHbl Ha OCHOBE MaTpUYHOrO MeToda U
(unn) B nccnegoBaHUM KpaHNX BapUaHTOB (BpeKeTuHr).

MaTpuyHbIA MeToA — CTaTUCTUYECKUIA NNaH N3ydYeHnst cTabunbHOCTK, MPU KOTOPOM B onpeaeneHHbIn
MOMEHT BpeMeHU nccnegyeTcs nuilb noarpynna us obuero yncna npob sBcex kKoMbuHaunin chakTopos, nogne-
Xawmx ucneltaHuio. Ero gonyckaeTtcs ncnonb3oBaTh MWL B TOM Crydae, ecinv npeacTaBneHo AoIKHoe

2
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o6ocHoBaHWe, NoaTBEpXKAatoWEee, YTO CTaBUNbHOCTL UCTILITYEMBIX NPO6 oTpaxaeT CTabUIIbHOCTL BCeX NPob.
K pasnuuuam npo6 ogHOro 1 TOro e npenapara, kK NpUMepy, OTHOCAT OXBAT PasfIUYHBLIX CePUIA, PasfNYHLIX
[03UPOBOK, PA3fIMYHbIX PAa3MepPOB OAHOMN U TOW ke YMaKoBOYHO-YKYNOPOUYHON CUCTEMBbI U, BO3MOXHO, B pade
CNny4yaeB pasnUYHbIX YNaKoBOYHO-YKYNopoUuHbIX cucTeM. Ecnu oTcyTeTeyeT o60cHOBaHWe, NoATBEpXaaloLee,
4TO Cepumn B OAMHAKOBLIX YCMOBUAX BeAYT ce6a cxoaHbIM 06pa3oM, He 4oNYCKaeTCs NMPUMEHSITL MaTPUYHBINA
meTog k npo6am, pasnuuua Mexay KoTOpbIMU MOTyT MOBMUSATL Ha CTaBUNBLHOCTL, HaNpUMep K pasnuyHbIM
[1031POBKaM 1 KOHTENHEepam.

Ecnuansa Tpexunu 6onee HOMUHanNbHbIX 06 bEMOB UCTONb3YIOTCA 0AMHAKOBasA AO3UPOBKA U Ta Xe ynako-
BOYHO-YKYMOpOYHas cucTeMa, Npou3BoauTENb BNpase BKIOYATbL B NPOrpaMmmy Nuilb HaUMEeHbLLIWIA M HaUGo Nb-
LKA pa3mepbl KOHTEHEPA, T. €. NPOBECTN UCCReAoBaHME KpaiHUX BapuaHToB. MnaH uccrnefoBaHus KpanHux
BapuaHToB NnpegnosiaraeT, YTo cTabunNbHOCTb KpalHUX BapuaHTOB OTpaXaeT CTabubHOCTb NPOMEXYTOUHBIX.
B HekoTopbIX cry4Yasix HeoBXxoauMO NPEeACTaBUTbL [AaHHble, MOATBEPXAaoWme, YTO MoMydYeHHbIe AaHHbIe
oTpaxaloT CBoiCTBa Bcex Npo6.

4 TMpod¢mnb, cBUAETENLCTBYHOWMIA O CTAOUNLHOCTH

YHuBepcarnbHOi METOANKA UMW YHUBEPCASIbHOMC NepedHs nokasartenei, oTpaxalowmx cTabunbHOCTb
6uoTexHomnornyeckoro (6uonoruieckoro) cpeacTsa, He CyLLlecTByeT. B CBSA3M ¢ 3TUM NpousBoaUTENb AOMKEH
paspaboTaTb nepeyeHb nokasartenei cTabunbHoOCTH, obecneunBatoLLuin oGHapyXeHUe U3SMeHeHWn NoANUH-
HOCTW, YUCTOTbI U aKTUBHOCTU Npenapara.

Ha MOMeHT noaauv perMcTpaunuoHHOro A0Cke 3asiBUTENM [AOIDKHLI pacronaraTb BanMaupoBaHHbLIMKU
MeToAaMu, COCTaBNSLLMMA NPOodUNb, CBUAETENLCTBYIOLMIA O CTaBUNBHOCTU, U AaHHLIMU A5 Lenew sKkenep-
TM3bl. MepeyveHb UCTIbITaHWIA 3aBUCUT OT CBOIMCTB Npenapata. OnucaHHbIiA HDKe NepedeHb He ABNAETCA ucHep-
MbiBaOWMM, HO OH oOTpaxaeT xXapakTepUCTUKM fpenaparta, KOTopble, KakK npasBuno, Heobxoaumo
[ACKYMEHTVPOBaTh B LieMsX Haanexawlero noatsepXaeHust erc cTabunbHocTu.

4.1 MNpoTokon

B coctaB gocbe Ha perncTpauuio HeobXoaAMMO BKITHOUNTb rlOLlpOGHbII?I NPOTOKOJ1 N3yHEeHUA cTabunbHOCTH
Kak akTUBHOW hapmaL,eBTUHECKON CyGCTaHLI,I/II/I, Tak 1 nekapcTBeHHOro npenapata. Ha ocHoBe 3Toro APOTOKO-
na 6yuyT YCTaHOBMNEHbl YCIOBUA XpaHEHUs U CPOK roAHOCTW. [pOTOKON A0SIKEH BKIKOYATL BCO HeOGXOﬂMMYPO
MH(bOpMaLlM 10, NoATBEepXaaoLUyto CcTabnnbHOCTL BMOTEXHOMOMMYECKOro (GMOHOFI/I‘-IECKOI'O) npenapartaBTe4ye-
HUAEe BCero npegnaraeMoro cpoka rogHoCTU, BknoYasa, HanpuMmep, 40/ KHbIM 06pa30M COCTaBlieHHble cneun-
dukauumm n nHTepsarnsl UcnbiTaHWiA. CTaTucTU4eckMe MeToabl, KOTOpble cneayeT NPUMEeHATL Npu NoAroToBKe
AOKyMeHTauuu, npeacrtapiieHbl B HOpMaTMBHBIX JOKYMeEHTaxX, pernameHTUpyowmnx n3yveHune cTabunbLHOCTK
NekapcTBeHHbIX CPpeacCTB.

4.2 AKTUBHOCTb

Ecnu npegycMoTpeHHoe NpuMeHeHne nekapcTBeHHOro npenapara CBs3aHo ¢ 0XapakTepu3oBaHHON U
orpeensemMoin 6UonorM4eckol akTMBHOCTbIO, TO UCTIbITAHNE HA aKTUBHOCTb AOMKHO CTaTb YacTbio Mccredo-
BaHWN cTabUnLHOCTU. B Liensax ucnbiTaHus cTabunbHOCTU NPOAYKTOB, ONUCAHHBIX B HACTOALWEM Nodpasaene,
noa aKTUBHOCTbIO MOHWMaeTCs onpejerneHHasl cnocobHOCTbL UMM CBOMCTBO MNpernaparta okasbiBaTb CBOW
nrnaHupyemblii addexT. UenbiTaHne ocHOBaHO Ha M3MePeHUN HEKOTOPOro NoKasaTens KayecTsa npenapara u
onpegenseTcsa noAXoAsALUM KONIMYECTBEHHLIM METOAOM. AKTUBHOCT b BUOTEXHONOTNYECKUX (B1OoNornyeckmx)
npenaparoB B LieNoM, UCnblTaHHas pasnuyHbIMU nabopaTopusMu, MoXeT BbITb conocTaBneHa ToNbKO B TOM
crny4ae, ecnv oHa HopMUpoBaHa Mo HaanexaiemMy ctaHgapTHoMmy maTepuany. C 3Tol Lenblo B METOAUKY
HeobxoAMMO BKMIOYUTb CTaHAApPTHbLIA MaTepuan, HanpsiMyrw WM KOCBEHHO KanuMBpoBaHHbIA Mo
COOTBETCTBYIOLLEMY HaLMOHANBLHOMY UM MEeXAYHapoAHOMY CTaHAapTHOMY MaTepuany.

McnbiTaHust Ha akTUBHOCTb Heo6xoAMMO NPOBOAUTL Yepes onpeeneHHble UHTepBarbl, ykasaHHble B
NpoToKomne uccneaoBaHna cTabunbHOCTU, a pe3ynbTaTthl NPeAcTaBnsaTb B eguHULAaX G1Uonornieckon aktme-
HOCTU, KanubpoBaHHbIX, MO BO3MOXHOCTMW, MO HaLWOHAaNbHOMY UMW MexayHapodHoMy cTaHaapTy. Ecnmn
HaluoHanbHble 1 MexXayHapofHble cTaHAapTHble ob6pasibl OTCYTCTBYIOT, pesynbTaThbl WUCCReaoBaHus
fornyckaeTcsl BblpaXaTb B CaMOCTOSITENIbHO paspaboTaHHBIX eguHULax C WUCMONb30BaHUEM XOPOLUO
oxapaKTepusoBaHHOro CTaHAapTHOro Matepuana.

AKTUBHOCTb HEKOTOPbIX BuoTexHonoruyecknx (6ronormyeckux) npenapaToB 3aBUCUMT OT KOHblOraLum
aKTUMBHON(bIX) hapmaLeBTUHEeCcKon(nx) cybcTaHuMm(iA) ¢ ApyrumMm coegUHEHNEM UMK CBSA3bIBAHUS C agbloBaH-
ToM. [lnccoumaumio akTMBHON(bIX) hapmaLeBTUYecKo(MX) cybcTaHuMmn(i) oT HoCUTENs, UCMoMbL3YeMoro B
KavecTBe KOHblOrata Unu agbloBaHTa, HeO6X0AMMO U3YYUTb B UCCNEAOBAHUAX pearlbHOro BpeMeHu npu
peanbHOW TemnepaType (BKMoYasa ycrioBusi TpaHCMopTUpoBku). OLUeHUTb cTabunNbHOCTL Takux NpenapaTos
6blBaeT 3aTpyAHUTENBHO, MOCKOMbKY B HEKOTOPbIX CIydasix in vitro ucnblTaHUs Ha GUONOrMYECKYH0 aKTUBHOCTb
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1 AN yCTaHOBNEHNA PU3UKO-XUMUYECKMX CBONCTB HemnpaKTUYHbI UK JatoT HeTOYHble pesynbTaThl. B Lensax
npeodoneHus HegoCTaTKOB UCMLITAHWUIA in Vitro Heo6xoOauMo paspaGoTaTh Haanexaluue cTpaTeruu (Hanpu-
Mep, UcnbITaHWe NPoAYKTa A0 KOHboraLMm (CBA3bIBaHNA), UCCreoBaHWe BbICBOBOXEHUS akTUBHOW hapma-
LIeBTMYECKON CyGCTaHLMM 3 CBSA3W C APYTMM COeAMHEHUEM, METOAMKM in Vivo) UNM Ucnonb3oBaTh Nnoaxoasilee
cypporaTHoe UcnbITaHue.

4.3 XapakTepucTUKa YACTOTbI MU MOMEKYNsSIPHbLIX CBOMCTB

B uenax ucnbiTaHus cTabunbHOCT NpenapaTtos, ONUCcaHHbIX B HacToswWweM rnofpasaene, 4yictota —
MOHATUE OTHOCUTENbHOE. BBUAY BAUAHUSA MUKO3UMUPOBaHNSA, Ae3aMUHUPOBAHUSA U OPYrUX reTeporeHHocTen
onpeaenTe abCconoTHYIO YUCTOTY BUoTexHonormdeckoro (6Uonorndyeckoro) npenaparta KpanHe CroXKHO.
B cBsisn ¢ aTum unctoTy BroTexHonormyeckoro (Guonoriudeckoro) npenapata HeobXoAUMO, Kak NpaBuIlo,
onpeaenaTb C MOMOLLbIO HE MeHee ABYX MeToAoB. MNonyyaeMble 3Ha4eHUSA YNCTOThI 3aBUCAT OT BbIGpaHHOro
meToaa. B uensax ucnelraHnst ctabunbHOCTM NPU UCMBITAHUM Ha YNCTOTY HEOBXOAMMO COoCpeaoTOuUTLCA Ha
meTodax obHapyXeHust NpoayKTOB Aerpagauun.

Mo BO3MOXHOCTU HEOBX0AMMO AOKYMEHTUPOBATL U MPeACTaBNATL OTYEThI O CTENEHU YUCTOTLI, a Takke
coepxaHun B GroTexHomnornyeckoM (6ronormyeckoM) npenaparte, BKIOYEHHOM B UccneaoBaHne ctabunb-
HOCTW, OTAENbHbIX MPOAYKTOB Aerpagauny u ux cymmel. [JonycTumele npegenbHble coaepXaHua NpoayKTos
Aerpagaunm HeobxoaMmMo BbipaboTaTb Ha OCHOBaHUM aHanMTUYecKoro Npocuns cepuin akTMBHoU papmaves-
TNUYeCcKON cybcTaHuMM U NeKkapcTBEHHOro npenapaTa, UCMoMb30BaHHbIX B AOKITUHUYECKUX U KITMHUYECKUX
nccnegoBaHusIx.

Mcnonbaysi COOTBETCTBYIOLLYIO (OU3UKO-XUMUYECKYHD, BUOXUMNYECKYIO U UMMYHOXUMUYECKYIO aHanuT -
Yeckyo MeToAoMorm, HeobxoanMMo BCECTOPOHHE OXapakTepu3oBaTk CBOMCTBA akTUBHOW hapmaleBTuyec-
Kon cybcTtaHuMm © (MNM) nekapcTBEHHOro npenapata (Hanpumep, MONEKYNspHyl Maccy, 3apag,
rmapodobHOCTb), @ Takke TOYHO YCTAHOBUTL U3MeHeHUs, 0bycnoBneHHble Aerpagauunen, BCneacTene gesa-
MUHWPOBaHWSA, OKUCNEHUSI, CYNbOKCUNUPOBaHUA, arperaunn unu coparmeHTaumm npu xpaHeHuu. Mpumepa-
MW Taknx MeTodoB siIBNAOTCA anekTpodopes (anekTpodopes B NONMaKpUNaMUAHOM refne B NPUCYTCTBUM
Aopeunncynedarta Hatpua (ACH-TMAAIN), tMMmyHoanekTpodopes, BecTepH-610T, n303nekTpuieckoe hokycu-
poBaHue), xpomaTtorpadus ¢ BbICOKOW paspellaroweit cnocobHocTbio (Hanpumep, obpaweHHo-thasHasa
xpomatorpacdums, renb-punbTpauua, WOHHbIM obMeH, adduHHaa xpomartorpacdua) KU nenTugHoe
KapTupoBaHue.

Ecnuv no pesynbTatam eCTeCTBEHHOTO, YCKOPEHHOTO XpaHeHUs! 1 (Un1) cTpecc-uccneaoBaHunii ctabuns-
HOCTN OBHAPYXUBAKOTCH 3HAYUMBIE KAa4YeCTBEHHbIE UM KONMYECTBEHHbIE N3MEeHEHNs1, CBUAETENbCTBYIOWME
06 obpasoBaHuM NpoaykTa Aerpajauuu, crieqyeT npoaHanMavMpoBaTh ero NoTeHUManbHyl OnacHOCTb U
OLEHUTb HeobXxoAMMOCTb YCTaHOBMEHWUSI XapaKTepucTUK MPOAYKTOB Aerpajaunn U UX KOMUYEeCTBEHHOro
onpegeneHnst B paMKax nNporpaMMbl eCTECTBEHHOro xpaHeHusl. Heobxoaumo npeacTtasutb U 060CHOBaTb
JonyctuMmble npegensl, yuuTbiBas cogepxaHve NpodykToB B gerpagauun B matepuane, UCnonb3oBaHHOM
B AOKITUHUYECKUX U KITMHUYECKUX UCCNEefoBaHMsIX.

B oTHOLLEHWUM BeLLEeCTB, CBOWCTBA KOTOPLIX OXapakTepusoBaTb Hagnexawmm o6pasom HEBO3MOXHO, U
nexkapcTBEHHbIX NpenapaToB, YACTOTY KOTOPbIX HEBO3MOXHO OMnpeAennTb C NOMOLLbIO CTaHAAPTHBLIX aHANUTU-
Yeckux MeToAoB, 3asiBUTeNb 06s13aH NpeanoXutb anbTepHaTUBHbIE aHanNUTUYeckne MeToankn U 0b6oCHO-
BaTb WUX.

4.4 Tpouue XxapaKTepUMCTUKU NpenaparoB

HeobxoamMmo oTcnexunsaTb U NpeacTasnsTb pe3ynbTaThl UCTIbITaHWIA CNeAYOLMX XapaKTepUCTUK (KOTo-
pble, OAHaKO, He ABNATCA NPUCYLLMMA UCKITIIOUYNTENBHO BUoTexHoNorm4yeckum (bronoruieckum) npenapa-
Tam) nekapcTBEHHOTro npenapara, 3aKnio4eHHOro B OKOHYaTeNbHYI0 NEPBUYHYIO YNaKoBKY. TO BHELLHWUIA BUA
(uBET N MYTHOCTb pacTBopa (CycneH3un); LBeT, KOHCUCTEHLUA U BpeMs pacTBOPEHWUA NOPOLUKOB), BUAUMbIE
BKJIIOYEHUS B pacTBOPaXx UIMK Nocsie BOCCTaHOBMEHWS MOPOLLKOB U NnodunuaaTos, pH 1 BNaXXHOCTb MOPOLLKOB
U nmocunn3aTos.

Heobxoaumo, no MeHbLUIEn Mepe, B Hauarse 1 KoHLe npeanaraemoro cpoka rogHoCT1 NPOBECTU UCTIbITa-
HUS Ha CTEPUNIBHOCTL UMK anbTepHaTUBHBIE UCTIbITaHUS (HanpuMep, UCMbiTaHWe LeNOCTHOCTU YNakoBOYHO-
YKYMOPOYHOMN CUCTEMBI).

B TeueHue cpoka roqHOCTU NekapCcTBEHHOTO NpenapaTa Aobasku (Hanpumep, cTabunusaTopbl, KOHCEp-
BaHTbI) U Apyrue BCroMoraTesbHble BelecTsa MoryT nogsepratbca gerpagauun. Ecnu no pesynbtataM npea-
BapuTenbHBIX UCCREeAOBaHNA cTabunbHOCTU OBHapY>XNBaOTCA NPU3HAKN peakunun Unu gerpagauum Takux
MaTepuarnoB, HeraTMBHO BIMSIIOLLMX HA KAYECTBO JleKapCTBEHHOro Npenaparta, MoXeT BO3HUKHYTb Heobxoau-
MOCTb KOHTPOMS! yKa3aHHbIX nokasaTterieil B paMKax nporpaMmbl U3yveHUsa CTabUnbHOCTU.

YNnakoBOYHO-YKYNOpOUYHast CUCTeMa MOXEeT HEeraTUBHO CkasaTbCA Ha kavecTse NpoayKTa u TpebyeT Twa-
TeJIbHOM OLIEHKM (CM. HUXKe).
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5 YcnoBusi xpaHeHusA

5.1 TeMnepartypa

MockonbKy 6ONBLILIMHCTEBO rOTOBLIX GUOTEXHOMOrMYECKUX (BUONOrMuecknx) nekapcTBeHHbIX NpenaparTos
MOANEXUT XpaHEeHWUo NPU CTPOro 3aJaHHOW TemrepaType, YCINOBUSA XpaHeHUa B UCCReaoBaHNUAX CTabuIlb-
HOCTU B peanbHOM BpeMeHW Npwu peanbHOW TeMnepaType MoryT GbiTb OorpaHUYeHbl Tako TeMnepaTypon
XpaHeHus.

5.2 BnaxHocTb

BuoTtexHonornyeckue (6MOJ'IOFVI‘-IeCKI/IE) npenaparbl, Kak npaBuno, BbiMNyCKaloTCA B KOHTeWHepax, 3aLu-
LLaoLWmX Ux oT Bnaru. B cBAsu ¢ 3TMM, ecnv NoATBEPXKAEHO, YTO Npeanaraemblii KOHTeﬁHep N ycnoBsusa xpaHe-
Hus1 obecnevnsatoT AOCTaTOuHYO 3alUTy OT BbLICOKOW U HU3KOW BNAXHOCTH, TO n3ydyeHune cTabunbLHOCTH npu
pasnu4YHO OTHOCUTENbHOWN BNAXXHOCTH, KaK MpaBuno, He TpeGYETCﬂ. Ecnun BﬂarOYCTOW-IMBbIe KOHTeWHepbl He
Ucnonb3yrTcA, HeobxoaMMo npeacTaBUTb COOTBETCTBYOLWUE AaHHbIE NO cTabunbHoCTN.

5.3 YckopeHHble U cTpecc-ycnoBus

Kak ykasblBanocb paHee, CpokK rogHOCTU HeobxoauMo onpenenaTb Ha OCHOBaHWM UCCREeAoBaHUA B
peanbHOM BpeMeHW Npu peanbHou TemnepaType. B 1o e BpeMs HacToaTenbHO pekoMeHayeTcs npoBeaeH1e
nccneaoBaHUn akTUBHOW bapMaLieBTUYECKON cybcTaHUMn M nekapcTBEHHOro npenaparta B YCKOPEHHbIX U
cTpecc-ycnosusx. Mpu onpegeneHnn cpoka rogHOCTU pesynbTaTbl YCKOPEHHOTO XpaHeHUA MOryT CiyXUTb
NCTOYHUKOM LIeHHbIX BCOMOraTerbHbIX AaHHbIX MO YCTaHOBMNEHUIO faTbl UICTEYEHUSA CPOKa rogHOCTH, Mo cTa-
6unbHoCTU (Hanpumep, NpeaBapuTenbHOW OLEHKA npeanaraeMbix U3MeHeHWI npouecca NPOU3BOACTBA,
TakuX Kak n3mMeHeHne cocTaBa (dbopMynsauun), ykpynHeHue), Ana uenen ganbHenwen paspaboTkn, cogei-
CTBMS B Banugaumn aHannTmyeckux MeToauk Anst UCrosb3oBaHUA B Nporpamme n3yyeHust CTabunbHOCTU 1
HapaboTKN AaHHBIX, NO3BOAAIOLIMX YCTaHOBUTL Npodunb Aerpagaunn akTusHou dapmaueBTU4eckoin cyo-
CTaHUMM WK NekapcTBeHHoro npenapata. MccnenoBaHus B CTPeCC-yCNOBUAX MO3BOMAT onpeaenvTb,
Hackosbko NaryGHO BMUSIET Ha NlekapCcTBEeHHbIA Npenapat criy4YainHoe Bo3aenucTBue YCNoBUA, OTIIMYHBIX OT
npeanaraeMbIX 4ns XpaHeHus (HanpumMep, Npy TPaHCNOPTUPOBKE), a TakKe BLIABUTL ONpeaeneHHble UCTbITye-
Mble NokasaTenu KayecTBa, Hauny4mm o6pasom oTpaxarowme cTabunbHOCTe Npenaparta. UcnblTaHns akTue-
HOW cbapmaLeBTMYECKON CYBCTaHUMM N NekapCcTBEHHOro npenaparta, NOMELEHHBIX B 3KCTpemarnbHble
YCroBusA, MOryT cnocob6CTBOBaTL BbIABMEHWUIO MeXaHU3MOB Aerpajauny; ecnu Takosas obHapyxusaetca, 70
HeobXxoaMMO OCyLLEeCTBNSATL KOHTPOSIb BO3MOXHBIX U3MEHEHUA NP XpPaHeHWU B nNpeanaraeMblX YCMOBUAX.
HecmoTps Ha To, 4TO B OCHOBHBIX CTaHA4apTax, perfameHTUpYoLLUX nsydeHne cTabunbHOCTU NekapCTBEHHbIX
cpeacTs, onucaHbl Tpe6oBaHWA K UCCredoBaHUio B YCKOPEHHbIX U CTPECC-YCIIOBUSIX, 3asiBUTENO HE06XoanMo
YYUTBIBATL, YTO TAKOBble MOTYT HE MoAXoauTb AN BuoTexHonornyecknx (bnonormyecknx) nekapcTBeHHbIX
npenapaTos. B cBA31 ¢ 3TUM ycrnoBus Heobxoaumo TilaTtenbHo noabupartb B MHAMBUAYANbHOM Nopsaake.

5.4 ®oTtocTabUNbLHOCTbL

3a nonyyeHveM pekoMeHaauuin No NpoBEASHMUIO UCTILITaHWIA 3asBuUTensam Heobxoaumo obpaluaTses
B COOTBETCTBYHOLLIME YNONHOMOYEHHbIE OpraHbl B UHAMBUAYaTNbHOM NopsiaKe.

5.5 YnakoBO4YHO-yKynopouiHasa cuctemMa

Beuay B3aumopaencTeua 6uotexHonorndeckoro (6Uonornieckoro) nekapcTBEHHOro npenapara ¢ ero
YNaKoBOYHO-YKYMOPOYHON CUCTEMON BO3MOXHO M3MeHeHWe ero kauecTtsa. Mockonbky AN Xuakux nekapcr-
BEHHbIX NpenapaToB Takoe B3auMOAeNCTBUE He UCKITIoYaeTCs (3a UCKITIoYeHNEM 3anasHHbIX aMmnyn), B Lenax
onpeaeneHna BAUMSIHUA YKYNOPKWA Ha Ka4yecTBO JlekapCTBEHHOro npenaparta B uccnegosaHne ctabunbHocTu
Heo6X0AMMO BKIIOUUTL NPOBbLI, KOTOPbIE CrieAlyeT PacnonoXUTb B EPEBEPHYTOM UM FOPU3OHTasIbHOM Noso-
XeHWn (T. e. B KOHTaKTe C YKYMOpKOW), a Takke B BepTMKanbHOM norioxeHnn. Heobxoaumo npeacTasuTb
AaHHble ANA BCEX BO3MOXHbIX KOMBUHALUIA YNaKOBOYHO-YKYNOPOUHBLIX CUCTEM, KOTOpble npeanonaraeTca
BbINYCKaTb Ha PbIHOK.

B pononHeHue K cTaHAapTHBIM AaHHBIM, HeobxoauMbiM Anst obblYHOro hnakoHa ANa O4HOKPaTHOrO
NCNonNb3oBaHWsA, 3asBUTENb AOMMKEH NOATBEPAUTb, YTO YKYNopKa, UCMonb3yeMasi BO onakoHe, coaepailem
HeCKonbko A03, cnocobHa BblaepXaTb YCIoBUSA MHOrOKpaTHbIX BBEAEHWUI 1 U3BIeYeHuin, obecnevmsas coxpa-
HeHWe NOSTHOW aKTUBHOCTW, YUCTOTHI U KaUeCTBa JlekapCTBEHHOMO NpenapaTta Ha MakcUManbHbIA CPOK, yKkasaH-
HbIA B MHCTPYKUUAX MO NPUMEHEHWI0 Ha KOHTeWHepax, ynakoBkax W (unu) B nucTkax-sknagblwax. Takas
nHdopmauma o nekapcTBEHHOM Npenapare AoMKHA COOTBETCTBOBaTL TPEBOBAHNAM K MUHCTPYKLMW NO Meau-
LIMHCKOMY MPUMEHEHUI0 NeKapCTBEHHbIX CPeACTB 1 0bLell XapakTrepucTuke nekapcTBEHHOro npenapara 4ns
MeAULMHCKOro NPUMEHEHUS.
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5.6 CTtabunbHOCTb BOCCTAHOBMEHHOro NMMo(MNM3MpoOBaHHOIO NieKapCTBEHHOro Npenapara

Heob6xoammo noaTeepanTb CTabUNbHOCTb MOUNN3NPOBAHHBIX FTeKapCTBEHHbIX NpenapaTtos nocre ux
BOCCTaHOBMEHMS B YCITOBUSIX M NPU MaKCUMaribHOM Nepuoae XpaHeHWst, yKasaHHbIX B UHCTPYKLMAX MO UCMob-
30BaHUI0 Ha KOHTEHepaxX, ynakoBKax v (Mnn) B NUCTKax-BKNagblllax. Takaa MHpopMaLmMs o NeKapCTBEHHOM
npenapate [OOfKHA COOTBETCTBOBATb TPEeBOBAHWAM K WHCTPYKUMM MO MEAMUMHCKOMY MpUMEHeHUIo
NeKapcTBEHHbIX CpeAcTB M o6Ler XapakTepucTUKe NeKkapCTBEeHHOro npenaparta Ans MeaULUMHCKOro
NpUMeHeHus.

6 YactoTa ucnbiTaHUM

Cpok rogHocTn BuoTexHonorndecknx (bronornyecknx) nekapcTBEHHLIX npernapaToB MOXeT MpocTu-
paTbCs OT HECKOMbKNX AHEN [0 HECKOMNbKNX NeT. B cBA3K C 3TNM CNOXHO COCTaBUTb YHUBEPCANbHbIE PEKOMEH-
Aauun no NpoJorKUTENbHOCTU 1ccnedoBaHna cTabuibHOCTA U YacToTe WCMbITaHWA, KoTopble Gbinn Bbl
cnpaseanuBbl Ans Bcex BUAOB BMoTexXHONornyeckmnx (bronormiecknx) nekapCcTBeHHbIX NpenapartoB. Tem He
MeHee, 3a PeaKkUM UCKTHOYEHNeM, CPOKA roaHOCTU HblHE 0A0OPEHHBIX U MoTeHUManbHbIX Byaywmnx nekap-
CTBEHHbIX MpenapaToB nonagatoT B AuanasoH oT nonyroga ao 5 net. MoaToMy onncaHHbIe HUKE NPUHLMMI
OPWEHTUPOBAHbI HA CPOK rOAHOCTHW, YKNaabiBalLWMACA B 3TOT AManasoH. BoellweykasaHHOe yuuTbiBaeT TOT
dpakT, 4To Aerpagaumns buoTexHonornyeckmx (BUonornyeckx) neKkapcTBeHHbIX MpenapaToB MOXeT NpoTekaTb
noa BAUSHUEM OOHNX U Tex ke (hakTOpOoB B TeUeHWe pasnuyHbIX MHTEPBaNoB 4ONTOCPOYHOr0 XpaHeH!s.

Ecnu npegnaraemelin cpok rogHocTu kopode 1 roga, TO uccneaoBaHUs CTabUNbHOCTU B pearnbHbIX
yCroBuAX B Nepsble 3 MecsLa HeobXoaAMMO NPOBOAUTL EXXEMECAYHO, Aanee — Kaxable 3 MecsLa.

Ecnv npegnaraemblin cpok rogHocTu npesbiwaeT 1 rod, To nccnegoBaHns HeoOXoanumMo NposoAUTb
Kaxkgble 3 MecsiLia B TeYeHMe NepBoro roaa, Kaxable 6 — B Te4eHue BTOPOro, garnee — exeroaHo.

HecMoTps Ha TO, UTO onMcaHHbIe Bbille MHTepBanbl UCNbITaHWA NOAXCAAT ANA NpeaperncTpaumoHHoro
aTana, npy HanuyMu AaHHbIX, NOATBEPXKAAOLWMX TpebyeMyto cTabuUnbHOCTb, Nocne NonyvYeHUa perucTpauu-
OHHOTO YAOCTOBEPEHUS OoMyckaeTcs COKpaTUTb YacToTy MChblTaHuiA. Ecnv AaHHble NoaTBepXaaroT, YuTo
CTabUnbHOCTL NeKapCTBEHHOrO MNpenapaTta He CHWXKaeTcs, 3asiBUTEN0 pekoMeHayeTCcs NpeacTaBuTb Npo-
ToKkos, 0BOCHOBLIBAOWNIA UCKNOYEHWE OnpederieHHbIX WHTEepPBarnoB WCMbITAHWA (Hanpumep, Ha cpoke
9 MecsiLeB) B paMKax NOCTPerncTpaLMoHHbIX 4OTOCPOUHbIX UCCNeaoBaHUA.

7 Cneuundukaumm

HecmoTps Ha To, 4To BuoTexHonorndyeckue (Guonormyeckune) nekapcTBeHHbIE NpenapaTthbl MOryT NoABep-
raTbCsl 3HAYUTENBbHOMY CHUXKEHUIO aKTUBHOCTU, (PUIUKO-XUMUYECKUM U3MEHEeHMsIM U Aerpagauun npu
XpaHeHun, B MeXOyHapoAHbIX U HAUMOHANbHbIX NpaBuiax CoAepXUTCSl He4OoCTaTO4YHO pekoMeHaauui no
COCTaBJIEHUIO PasNUYaloLMXCca cneuuduKaLmnin Ha BbINYCK U KOHeL, cpoka rogHocTu (obpalleHue). PekomeHaa-
LK MO MaKCUMaITbHO AONYCTUMOMY CHKEHUIO aKTUBHOCTU, NpeaenbHbIM (DU3UKO-XUMUYECKUM U3MEHEHUAM
W Aerpagaumv B pamkax npeanaraeMoro cpoka rogqHoCTy Anst oTAenbHbIX BUAOB U rpynn BUoTexHonormieckmx
(6uonoruueckux) nekapcTBeHHbIX NPenapaToB He COCTaBNANUCH, MO3TOMY UX paccMaTpuUBaloT B MHAUBUAY-
ansHoM nopsake. Kaxxaein npoaykT AoMKeH COOTBETCTBOBaTb CBOUM crieuudmrkalmsmM B npegenax, ycTaHoB-
NeHHbIX Ans 6e30MacHOCTU, YUACTOThI U aKTUBHOCTU, Ha NPOTSDKEHUU BCEro NpeanaraeMoro cpoka roaHoCTU.
YkasaHHble crneumdukaumn u npegensl Heo6xoauMo ycTaHaBNMBaTb HA OCHOBaHWW BCe AOCTYMNHON UHGOP-
Mauun, Ucnonb3ys HeobxoauMble cTaTucTudeckue MeTobl. cnonb3oBaHue pasnuyatoLlmnxcs cneumndukaLmn
Ha BbIMYCK U KOHeL, cpoka rogHocTu (o6palueHue) HeobxoanmMo 060CcHOBaTL A40CTAaTOYHBIM OGHEMOM AaHHBIX,
NoATBEpPXAAloLLUX, YTO, KaK yKa3aHO B OCHOBHBLIX CTaHAapTax, pernameHTUpYoLWmx nsydeHme ctabunsHocTn
neKapcTBEHHbIX CPeACTB, KNMMHUYEeCKNe CBONCTBA He YXYALLIATCS.

8 WUndopmauma o npenaparte

BonblMHCTBO BUuoTexHonornyecknx (G1Monormyecknx) akTUBHbLIX hapMaLleBTUYECKUX CyGCcTaHUMin U
nekapcTBEeHHbIX NpenapaToB pekoMeHAyeTCcsl XpaHUTb MpU CTPOro 3aflaHHbIX TemnepaTtypax. Heo6xoaumo
npegycMoTpeTb cneuuanbHble ykaszaHus, ocoBeHHO Ans akTUBHLIX hapmaueBTUYeckUx cy6eTaHuuid u
nekapcTBeHHBIX NMpenapaTtoB, He BbiAePXUBaOLLMX 3aMOpakUBaHus. Takue yCrnoBusl U, B COOTBETCTBYHOLLMX
cnyyasix, pekoMeHaaLmM no 3awuTe oT cBeTa U (UN1) BraXkHOCTU HEOBXOAUMO YKasblBaTb Ha KOHTeHepax,
ynakoBKax 1 (Unu) B NUcTKax-Bknagbiwax. Takas UHopmalms o npenapare AorbkHa cooTBeTCTBOBaTbL Tpe6o-
BaHUSIM K MHCTPYKLWW MO MeAULMHCKOMY NMPUMEHEHUIO NeKapCTBEHHBIX CPeAcTB U obLueit xapakTepucTuke
nekapcTBeHHOro npenapara ans MeauuUUHCKOro NpUMeHeHUs.
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9 TepMuHbI 1 onpeaeneHns

KoHblorat: cocTonT 13 akTUBHO N hapmaLieBTMYecKon cybcTaHumMmM (Hanpumep, nenTuaa unu yrinesoaa),
KOBareHTHO UM HEKOBaNEeHTHO CBA3AaHHOIo ¢ HocuteneM (Hanpumep, 6enkom, NenTMaoM U HeopraHuyec-
KAM MUHEPAroMm), B Lensix ynydweHns aeKTUBHOCTM MK cTabunbHOCTU NNekapCTBEHHOTO Npenapara.

OnbITHO-NPOMBILWMEHHOE NPOU3BOACTBO: MPOM3BOACTBO aKTMBHOM hapMaueBTMIeckon cybcTaHLmMm
UK NeKkapCTBEHHOrO Npenapara ¢ NOMOLLbIO NPoLieaypbl, MONTHOCTLIO OTPaXatoLLen 1 MOBTOPAIOLLEN TaKOBYO
npuv NpoMbILIIeHHOM Npor3BoAcTBe. MeToabl KyNbTUBUPOBaHKS KNETOK, c6opa 1 04MCTKN OMMKHBI COBNaaaThb,
3a UcknoyeHeM Maclutaba nponsBoacTBa.

MpuMechk: BCAKUIN KOMNOHEHT aKTUBHOM hapMaueBTU4eCcKon cybCcTaHLMM Unn fiekapcTBEHHOro npena-
paTa, KOTOpPbIA He SIBMSIeTCsl aKTUBHOM hapmaLeBTUYECcKOM cybCcTaHL e, BCroMoraTenbHbEIM BELLLECTBOM UM
nHomn gobaBKo NekapCTBEHHOro NpenaparTa.

MpoAaykT aerpagauuu: monekyna, obpasytollascs BcrieacTBME N3MEHEHMWS akTUBHOM hapmaveBTuyec-
KOW cybcTaHuMM co BpeMeHeM. B Lensix ncnbitaHus ctabunbHOCTN npenapaToB, ONUcaHHbIX B HACTOSILLEM
pasgerne, Takne M3MeHeHUss MOryT BO3HUKaTb BCreacTBue obpaboTku UM xpaHeHusl (Hanpumep, Npy gesa-
MUWUHWPOBaHWN, OKUCIIEHUW, arperauum nnm npoteonuse). Hekotopble NpoaykTbl Aerpagaunm 6UoTexHono-
rmyeckux (bruonoruyecknx) npenapaToB MoryT obnagatb akTMBHOCTbHO.

MpomeXyToUYHbIA NPOAYKT: B OTHOWEHUU GuoTexonormdeckoro (6uonorMdeckoro) npenaparta —
MaTepwuan, nosiydaemMblil B xoge npoLiecca Npon3BoAcTBa, KOTOPLIN He SIBNSIeTCA akTUBHOW (hapMaLeBTU4ec-
KO cybCcTaHLmMelR N nekapcTBEHHBIM MpenapaToM, HO NMPON3BOACTBO KOTOPOro HeobxoAMMO AN yCneLwHoro
NPUroTOBINEHUS aKTUBHOM hapmMaL,eBTUYECKOM CybCTaHLMM UK NeKkapcTBEHHOro npenapara. [NpomexyToy-
HbI MPOAYKT B LEeNoM nogaaeTtcsl KoNMYecTBEHHOMY onpeaeneHuno, n Anst Hero paspabaTbiBaeTcst cneuum-
dukaumsi, nossondlowas A0 NPOAOIDKEHUS NPOU3BOACTBEHHOrO Mpouecca onpedennTb YCNewHocTb
npeasblayuero atana NpoussoacTBa. K HUM 0THOCATCA MaTepuansl, KOTopble MOryT noABepraTbesl AanbHen-
Wen MONeKynsipHoM MoANMUKALUN UM XPaHUTLCA B TeyeHue ornpeaeneHHOro BpeMeHn 40 AanbHenwwen
06paboTku.

MpombilWneHHOEe NPOU3BOACTBO: NPOU3BOACTBO B MacliTabe, kak NpaBumio, Ha obopyaoBaHuK, Npea-
HasHavyeHHOM Ans NPOU3BOACTBA NeKapCTBEHHOIo Npenapara, BblNyckaeMoro Ha pbIHOK.

Bu6nuorpadun

[1] TOCT P 57129 JlekapcTBeHHble cpefcTBa Ans MeaMLMUHCKOro npuMmeHenust. Yactb 1. N3yyeHne ctabunbHocTy
HOBbIX (hapmaLeBTU4ecKkMx cy6CcTaHUMI N NekapcTBEHHbIX npenapartoB. O6lwme nonoxeHus
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