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BeepeHne

[aHHbIli cTaHAapT HanpaB/ieH Ha ONTUMM3auMio An3aliHa, NPOBefEHNS N OLEHKN MUCCneaoBaHuii 6uo-
3KBUBAJIEHTHOCTU /1IeKapCTBEHHbIX (POPM C HeMeZsieHHbIM BbICBOGOXAeHNeM [AeliCTBYHOLWNX BeLlecTB cu-
CTEMHOro gencTeus. iccnegoBaHne 6MO3KBMBa/IEHTHOCTY NIEKAPCTBEHHOrO nNpenapara — BUA, KIMHUYECKOro
nccnefoBaHusl IeKapCTBEHHONO npenaparta, NpoBefeHne KOTOPOro OCyLLEeCTBISAETCS A/15 onpefeneHnsi CKo-
pOCTV BCacCbIBaHUS U BbIBEAEHUSI OQHOIO WM HECKOJ/bKMX 06najarowmx apmMakoormyeckoii akTMBHOCTbIO
OeNCTBYIOLWNX BELLECTB, KO/IMYeCcTBa NIeKapCTBEHHOro nNpenapara, 4OCTUraloLLero CUCTEMHOIO KPOBOTOKa, pe-
3yNbTaTbl KOTOPOro NO3BOJIAT cAeNaTh BbIBOA 0 6M03KBUBA/IEHTHOCTM BOCMNPOU3BEAEHHOrO /IeKapCTBEHHOrO
npenapaTa B onpefeneHHbIX JIeKapCTBEHHOW hopMe M A03MPOBKe, COOTBETCTBYIOWMX hopme 1 [03MPOBKe
pedepeHTHOro NekapCcTBEHHOro nNpenapara.

KoHuenumsa 61moakB1BaneMTHOCTU SIB/IIETCA OCHOBOMO/aratolLLein Ans npoueayp rocyfapcTBeHHONM peru-
CcTpauun BOCMpPOM3BeAEHHbIX /IeKapCTBEHHbIX MpenapaTtoB — JfleKkapCTBEHHbIX MpenapaToB, KOTOpble UMET
Takoli e Ka4eCTBEeHHbIN COCTaB M KOJIMYECTBEHHbIV COCTaB AeNCTBYIOLWMX BELECTB B TaKOW Xe NekapCTBeH-
HOW hopme, UTO U pedpepeHTHbIN NIEKApPCTBEHHbIN Npenapar, 1 6MO3KBUBASIEHTHOCTbL UMW TepaneBTUYeckas
9KBUBAJ/IEHTHOCTb KOTOPOro pedepeHTHOMY SleKapCTBEHHOMY MpenapaTy MoATBEpPXAeHa COOTBETCTBYHOLLU-
MU nccnefoBaHnAMU. PaznnyHbie conu, apmpbl, U30Mepbl, CMECU N30MEPOB, KOMMIEKCHI UAN NPOU3BOAHbIE
[elicTBYylOLLEro BelecTBa NPU3HAOTCSA O4HUM U TeM Xe AeliCTBYHOLNM BelleCTBOM, €C/IM UX 6e30NacHOCTb
n (Unun) acpPeKTUBHOCTb 3HAYMMO He OT/INYAOTCA. Pas/iMyHble fiekapCTBeHHble hopMbl 4151 Mpuema BHYTPb
C HeMef/IeHHbIM BbICBOOOXAEHMEM MPU3HAKOTCHA B paMkax MccnegoBaHnii 6MofoCTynHOCTU OAHOWM 1 TOW xe
NiekapcTBeHHO thopMmoii (c 6uodhapmaLeBTUHECKOM TOUKM 3peHUs).

MNpoBepeHe uccnefoBaHNii 6MO3KBMBAIEHTHOCTU TPeGyeTCsA MpU BHECEHWU M3MeHeHWl B perncrpa-
LMOHHOE A0Cbe 3aperMcTpUpoBaHHOrO /leKapCTBEHHOro npenapara (B YacTHOCTU, NP U3MEHEHUM cocTaBa
BCMoOMOraTe/ibHbIX BELECTB, TEXHOIOTMN NPOM3BOACTBA, MecTa NPOu3BOACTBA, YKPYMHEHUM NN pasyKpynHe-
HUW NPOMBbILLSIEHHOW Cepun W T. A4.). Ha NpeAperncTpauMoHHOM aTane npu CyLecTBEHHOM U3MeHeHn cocTa-
Ba, TEXHOI0TMM NPOU3BOACTBA /IeKapCTBEHHOro npenaparta (eCc/in OCHOBHbIE AOKINHUYECKNE U KNIMHUYECKNe
nccnefoBaHusl NpoBefeHbl C HEM3MEHEHHbIM JIeKapCTBEHHbIM MpenapaTtomM U Heo6XOAMMO 3KCTPanosiMpo-
BaTb MOJTyYeHHble AaHHble 0 6e30MacHOCTU N 3EKTUBHOCTN Ha M3MEHEHHbIN /leKapCTBEHHbIM npenapar),
npu U3MeHeHUM NeKapCTBEHHONM (DOpPMbl C HeMeA/IeHHbIM BbICBOOOXAEHNEM Ha /1eKapCTBEHHYK hopmy C
MOAMMULMPOBaHHbLIM BbICBOGOXAEHMEM, pa3paboTke KOMOMHMPOBAHHbIX /IeKAPCTBEHHbIX MpenapaToB U B
WHbIX CrIyYasiX.

[Ba nekapCTBeHHbIX Npenapara, coAepxalmx oANHaKoBOe KONMYECTBO AeACTBYIOLLEro BeLecTBa, CUn-
TalTCs 6GUOIKBUBASIEHTHBIMU, EC/IN OHU ABNAIOTCS hapMaLeBTUYECKMMUN IKBUBASIEHTaMK UK papmaueBTu-
YeCckn aNlbTepHaTUBHBIMU U UX GUOAOCTYMHOCTbL (MO CKOPOCTU U CTENEeHWN) nocse NpMMeHEHUS B O4VMHAKOBOW
MOJISIPHOW A03e yKnaAblBaeTca B 3apaHee yCTaHOB/EHHbIE AONYCTUMbIE NMpeAerbl. Yka3aHHble npeaenbl ycTa-
HaBnMBalTCA ANA obecrneyeHns cONoCTaBMMOCTU 6uodapmaLeBTUUYECKNX CBOCTB /IeKapCTBEHHOM hopMbl,
B KOTOPO/i BbINYCKaOTCS /IeKapCTBEHHbIE NMpenaparhbl in vivo (To eCTb COMOCTaBUMOCTU MX NO 3thheKTUBHOCTH
1 6e3onacHoCTL.

[na onpeaeneHnst CKOPOCcTU M cTeneHn abcopbumm B UCCefoBaHMAX GUO3KBUBAIEHTHOCTU O6bIYHO
Mcnonb3yeTca KpuBas «MaasMeHHas KOHUeHTpauus-Bpems)». OnpegesnieHHble hapMakoKMHeTUYeckne napa-
MeTpbl N 3apaHee YCTaHOBJ/IEHHbIE rPaHuLbl AOMNYCTUMbIX OTKTIOHEHWNIA NO3BOMASAIOT CyAUTb O BMO3KBUBASIEHT-
HOCTW CpaBHMBaeMbIX NiekapCTBEHHbIX npenapaToB. AUC (nnowanb nof KpuBOWM «KOHLEHTpauus-BpeMsi»)
oTpaxkaeT CTeneHb BO3AeicTBus (3kcno3uymm). Ctax (MakCcMMasibHas KOHUEHTpauusa B naasmMe) u tnil,x (Bpems
OOCTMXEHNS MakCUMasibHOW KOHLUeHTpauuu B naasme) SBASIOTCA NapameTpamu, Ha KOTopble B/NSET CKO-
pocTb abcopbumn AeNCTBYIOLEro BewecTBa U3 SiekapCTBEHHOM hopMbl.

Llenb HacToslLero [OKyMeHTa — onpeAenvTb TpeboBaHWS K Au3aiiHy, MPOBeAEHUI0 N OLeHKe wuc-
cnefoBaHUni  GUOSKBUBANIEHTHOCTM. B HMX Takxe paccmartpumBaloTCs YC/I0BUS, Korga uvccrefoBaHus
in vivo MOryT 6bITb 3aMeHeHbl nccnegoBaHUAMN in vitro.
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HAUWOHAMNBbHBIN CTAHOAPT POCCUMNCKOMN PEOEPALUMN

NEKAPCTBEHHbBIE CPEACTBA ANA MEAVMUVMHCKOIoO NPUMEHEHWA
NccnepoBaHnsi 6GMO3KBMBANIEHTHOCTU /IeKAPCTBEHHbIX NpenapaToB

Medicines for medical applications. Investigation btoequivalervce of medications

JaTa BBegeHns — 2018—08—01

1 O6nactb NnpUMeHeHNs

O6nacTb AeiCcTBMS HACTOSILWEro cTaHfapTa pacnpocTpaHsieTCs TO/IbKO Ha sieKapCTBEHHblE cpeacTBa
ONA MeQUUMHCKOTOo NPUMEHEHUS XMMUYECKOro NMPOUCXOXAEHUA U HE MPUMeHMMa 4151 6MoaHanoroB, sekap-
CTBEHHbIX NpenapaToB PacTUTENIbHOTO MPOUNCXOXAEHUS.

HacToswumii cTaHgapT pacnpocTpaHAeTcsl Ha SlIeKapCTBeHHble hOpMbl C HEMe[1IeHHbIM BbICBO6OXe-
HMEM [elicTBYIOLLEro BellecTBa CUCTEMHOrO AeCTBUS, COAEPXKUT PeKoOMeHAaunmn no naaHMpoBaHuio U Npo-
BeZlEHUIO UCC/efoBaHnii GMO3KBMBA/IEHTHOCTU, @ TaKXKe OnpefesniieT KpUtTepum, Korga nccnegoBaHns 6vMoao-
CTYNHOCTU He TpebytoTcsl (40MNONHUTENbHbIE [03MPOBKN, OTAeNbHble BUAbI JIEKAPCTBEHHbIX (QOpM 1U(MK) Ha
OCHOBaHUM 6nodhapmaLeBTUUYECXOW CUCTEMbI Knaccudmnkaummn).

CTaHOapT He BK/HOYAET peKOMeHAaLmn MNo NAaHMPOBaHMI0 Y NPOBEAEHUIO KITMHUYECKNX NCCen0BaHnin
C UCMob30BaHMEM (hapMaKkoAMHAMUYECKUX UIN KITMHUYECKUX KOHEYHbIX TOUYEK B C/lyvasix, Koraa, OCHOBbIBa-
AICb Ha KOHUEHTpauun geiicTByIOLLEero BellecTBa, 6M03KBMBaNIEHTHOCTb MOATBEPANTL HEBO3MOXHO.

2 inzaiiH, npoBefeHne 1 oueHKa uccnenoBaHuii 6M03KBUBAEHTHOCTU

Tpebyemoe KO/IMYeCTBO MCCMeAoBaHui 1 Nx AnsaliH onpegensioT U 060CHOBbLIBAOT (PU3NKO-XMMUYe-
CKUMU 1 (hapMaKOKMHETUYECKMMU CBOMCTBaMM [AelCTBYIOLLEro BelecTBa M NPONOpLMOHa/IbHOCTM cocTaBa
nccneayemMoro nekapcTBeHHOro npenapara ¢ pedepeHTHbIM nNpenapaTtosB. B yacTHoCTW, cnefyeT yunTbiBaTb
NNHEHOCTb hapMakoKMHETUKN, HEeOOXOAUMOCTb MPOBEAEHUA WCCeAO0BaHUSA B 3aBUCMMOCTU OT Mpuema
nuLM, aHasimsa 3HaHTMOMEPOB U LieN1ecoo6pasHOCTb MPoBeAeHUs uccnefoBaHNi 4ONONHUTENbHBIX A03MPO-
BOK (CM. nogpasgensi 2.1,2.5 n 2.6 HacTosiwero ctaHgapTa).

B peructpayoHHom focbe (Mofdy/b 2.7.1 o6Lero TeXHN4eCcKoro AoKyMeHTa) Heo6XxoAnmMo npeacTaBnTb
nepeyeHb BCEX OTHOCALMXCA K 3TOMY BOMPOCY UCCMefoBaHWnii (He3aBMCUMO OT MX Pe3y/ibTaToB), NPOBeAEeH-
HbIX C UCC/leyeMbIM IekapCTBEHHbIM npenapaTtom, Hanpumep, nccnefoBaHns 6M03KBMBaSIEHTHOCTU C LieNbio
CpaBHEHUs nccnefyemMoro fiekapcTBEHHOIo npenaparta (MMeloLWwero oAMHakoBbI COCTaB U TEXHOSIOTUYECKUI
npouecc) ¢ pedhepeHTHbIM NIeKapCTBEHHbIM Npenapartoml. PernctpaymoHHoe gocke (Moay/b 5 06Lero TexXHU-
YeCKOro AOKYMeHTa) AO/MKHO COAePXaTb NOMHbIE OTYETbI BCEX 3HAUMMbIX UCCNeAoBaHWNi, 3a UCKOYEHEM M-
NOTHbIX NCCMeA0BaHWNA, 47151 KOTOPbIX OCTATOYHO NPUBECTU KpaTKMe CUHOMNCUCDI. MO/THbIE OTHETbLI O MUIOTHBIX

1 PedepeHTHbIi NeKapCTBEHHbIV NpenapaT — IeKapCTBEHHbI npenapaT, KoTopblli BNepBble 3aperncTpupoBaH B
Poccuiickoii ®egepauun, KauecTBo, ahEKTUBHOCTL 1 6€30MacHOCTb KOTOPOro JoKasaHbl Ha OCHOBAHUW pe3y/bTaToB
[OKNMHUYECKUX UCCNefoBaHuii NekapCTBEHHbIX CPEACTB M KIMHWYECKMX UCCNefoBaHWi nekapcTBEHHbIX npenapaTos,
npoBefeHHbIX B COOTBETCTBUM C TpeboBaHnAMN PefepanbHOro 3akoHa oT 12 anpens 2010 r. Ne 61-®3 «O6 obpalyeHumn
NlekapCTBEHHbIX CPEACTB» B OTHOLIEHUN NIeKaPCTBEHHbIX CPeACTB A1 MeAULMHCKOro npumeHeHus (ctatbs 18. yactu 6,
7) nM60o B COOTBETCTBMM C TpeboBaHMAMM cTaTbu 12 yka3aHHOro ®efepasbHOrO 3aKoHa B OTHOLUEHUWN JIeKapCTBEHHbIX
CpefcTB AN BETepPUHAPHOro NnpumeHeHns. ®eaepasnbHblii 3akoH oT 12 anpens 2010 r. Ne 61-®3 «O6 obpalyeHun nekap-
CTBEHHbIX CPeACTB» (B pefakummn deaepanbHbiX 3aKOHOB OT 22 fekabps 2014 r. Ne 429-93. o1 13 nona 2015 r. Ne 241-
®3) ncnonbayeTca 419 OLEHKN 6MO3KBMBANIEHTHOCTM UM TepaneBTUYEeCKol 3KBMBANIEHTHOCTU, KavyecTBa, athhekTNBHO-
CTN 1 6e30nacHOCTN BOCNPOW3BEAEHHOrO Uin 6uoaHanorosoro (6MonoAo6HOr0) ekapcTBEHHOro npenapara (cratbs 4,
NYHKT 11).

N3paHue oduymansHoe
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nccnefoBaHUAX NPeACTaBAAOTCSA MO TPeGOBaHUIO PerynsaTOpHOro opraHa. B mofynb 2.7 HEOGXOAUMO Takke
BK/THOUUTb CMHOMNCUCHI OTYETOB 06 UCC/EA0BAHNAX GVO3KBUBA/IEHTHOCTU U CPaBHUTE/IbHON GUOLOCTYNHOCTH,
NPOBEAEHHBbIX HA CTaAun pas3paboTKU NleKapCTBEHHOrO npenapata. VHdopmauumio 06 nccnefoBaHUsiXx GUO3K-
BMBa/IEHTHOCTU, NPOBEAEHHbIX HE C PpetPepeHTHbIM fleKapCTBEHHbIM NpenapaToM, NPeacTaBATb He CreayeT.

2.1 AunsaliH nccnepgoBaHusa

[wnzaiin nccnegoBaHNs HEO6XOAMMO CMJIAHMPOBATb TakMM 06pa3oMm, YTOGbl BAVSIHVE SleKapCTBEHHOW
hopMbl 1 COCTaBa /IeKapCTBEHHOroO rnpenapara Ha papMakoKMHeTU4eckne napameTpbl MOXHO 6bl10 OTAN-
UATb OT BJIMSAHUSA APYTMX (hakTopos.

2.1.1 CTaHpapTHbI an3aiiH

Mpu cpaBHeHUM OBYX J/ieKapCTBEHHbIX MpenapaToB pPekoMeHAyeTCs NpoBOAUTbL PaHAOMU3NPOBaHHOE,
[BYyXaTarHoe, rnepekpecTHoe nccrnefoBaHne B ABYX rpyrnnax ¢ NpMeMom OHOKpaTHOM A03bl. JTarbl 40SK-
Hbl 6bITb pa3fefieHbl OTMbIBOYHbLIM MEPUOAOM, AOCTATOUHbIM [/151 CHVDKEHWS KOHLEeHTpauun AeicTByHoLIero
BellecTBa HWKe nopora 6uoaHaMTMYECKOro onpefesieHns y Bcex CybbekToB B Hayasie BTOPOro atana uc-
cnegosaHusi. OB6bIYHO A1 3TOro AOCTATOYHO OTMbIBOYHOIO Nepuoja A/IMTeNIbHOCTLIO PaBHOM MATU NepUoaoB
nosnyBbIBeeHUs AeliCTBYIOLLEro BellecTsa.

2.1.2 AnbTepHaTuBHbIN An3aliH

B HekoTOpbIX Cnyvasix, Npu ycnoBuW, YTO AM3ailH UCCNefoBaHWsA W CTaTUCTUYECKUi aHa/in3 Hay4dyHo
060CHOBaHbI, MOXHO paccMaTpuBaTb a/lbTepPHATUBHbIE 06LENpPU3HaHHble gu3aiiHbl: NapasienbHblil — 418
BeLecTB C AnNTeNbHbIM tv2 NepnoAom MosyBblBeAEHUS; NMOBTOPHbIV (pennnkaTuBHBIN replicate design) —
0N BELLeCTB C BbICOKO BapuabenbHbIMU (hapMakoOKMHeTUYeCKMMU napameTtpamu (cm. nogpasgen 2.10 Ha-
CTOALero ctaHgapTa).

Ecnun BcnepctBMe HeMmepeHOCUMOCTU NMpUeM OA4HOKPATHOWM [03bl 340POBbIMY A406pPOBOMbLAMMN He A0-
nycTuM, a uccnefoBaHne OHOKPATHOM A03bl Y NalyeHTOB HEBO3MOXHO, [10MyCKaeTcs NpoBefeHne nccneano-
BaHWA y NauneHToB C MHOTOKPaTHbIM NpYeMoM npenapaTta.

B peakux cny4vasx, Korga HegocTatovyHash YyBCTBUTE/IBHOCTb aHa/IMTUYECKON MeTOAMKM NpensaTcTBy-
eT TOYHOMY OnpefesIeHNI0 KOHLEeHTpaumn AeCTBYIOWEro BelecTsa B naasMe rnocsie oHOKpPaTHOro npunema
[03bl 1 ero paBHOBECHAsi KOHLEHTpaLus AOCTaTOYHO BbICOKA [/ NMPOBEeAEeHNs TOUHbIX U3MEPEeHWiA, B Kade-
CTBe a/ibTepHaTVBbl UCC/1eA0BaHNIO C NPUEMOM OAHOKPATHOM A03bl 4ONYCTMMO NpPOBeAeHne nccrefoBaHns
C MHOrOoKpaTHbIM NPUEMOM JleKapCTBEeHHOro npenapata. O4HaKo yuntbiBas 6011ee HU3KYH0 YyBCTBUTE/IbHOCTb
nccnefoBaHWii ¢ MHOTOKPaTHBIM NPYeMoM npenapata A48 BbisiB/IeHNA pa3nnunii B Ctax, Nx NpoBefeHne [o-
NyCTMMO TO/IbKO MPU Ha/IMYUM yb6eanTesibHbIX AOoKa3aTe/IbCTB HEBO3MOXHOCTU Y/y4llNTb YyBCTBUTE/NIbHOCTb
aHa/INTUYECKOM METOAMKN U HEBO3MOXHOCTW TOYHOIO U3MEPEHUSI KOHLeHTpauum MCXOAHOro AelicTBytoLle-
ro BellecTBa Mocsie OHOKPATHOro npuemMa JiekapCTBEHHOrO npenapara jaxe npu UCnonb3oBaHuu CBepx-
TepasnieBTMYeCKMxX 03 (CM. nogpasgen 2.6 HaCTOSLWEro ctaHgapTa). YUnTbiBas COBPEMEHHbIE BO3MOXHOCTU
6roaHa/IMTUYECKNX METOA0B HEBO3MOXHOCTb TOYHOIO U MPaBU/IbHOTO U3MEPEHUs] KOHLLEHTPaL MM NCXOLHOro
coeiMHEHNs ABNSETCA PefKoCTbio. MpoBeeHUe UCCefoBaHUsA C MHOTOKpaTHbIM NMPYeMOM JS1IeKapCTBEHHOIO
npenapaTa BMeCTO OfHOKPATHOro B CWU/y HefOCTaTOYHOM YyBCTBUTENBLHOCTU aHa/IMTUYECKOW METOAUKN A0-
NyCTUMO TO/bKO B UCK/TIOUUTENIbHBIX CrlyYasiX.

B nccnepoBaHUsIX paBHOBECHOW KOHLLEHTpauMu OTMbIBOYHBIA Nepuog nocse npuema npeabiayLlero
npenapara MOXeT NnepekpbIBaTb HapacTaHWe KOHUEHTpauM1 Ha BTOPOM 3Tane (Npu yC/ioBUX, YTO NPOLOJIKN-
TeNIbHOCTb TaKoro HapacTaHUs [0BOJIbHO A/INTe/NbHAsA U COCTaB/IAeT HE MeHee MNATU KOHeYHbIX tu2).

2.2 PedhepeHTHbI ekapCcTBEHHbIV NpenapaT U nccienyemMblii 1eKkapCTBEHHbIV npenapar

2.2.1 PedepeHTHbIN NekapCcTBEHHbI Npenapart

B kauecTBe pedhepeHTHOro fiekapCTBEHHOIO npenapata UCMosib3yeTcsl IeKapCTBEHHbIN npenapar, Ko-
TOpbIli BNepBble 3aperncTpupoBaH B Poccuiickoit degepaunn, kayectBo, athHeKTMBHOCTb U 6€30NacHOCTb
KOTOPOro Aoka3aHbl Ha OCHOBaHUW Pe3y/ibTaToB AOK/INHUYECKUX UCCNeAoBaHUn NeKkapCcTBEHHbIX CPeACTB 1
KIIMHUYECKUX UCCMef0BaHNIi NIeKapCTBEHHbIX NpenapaTtoB B COOTBETCTBUM C YCTAHOB/IEHHbIMU TPe6GoBaHUS-
MU, MHdhopmauusi o BblbpaHHOM pedhepeHTHOM npenapaTe 1 060CHOBaHWe ero Bbibopa NPUBOANTCA B peru-
CTpaLMOHHOM A0Cbe Ha MUccrieAyeMblii lekapCTBEHHbI npenapar.

Mpu nccnepoBaHUN GUOIKBMBAIEHTHOCTU BOCMPOU3BEAEHHOIO /IeKapCTBEHHOrO npenapara (Bk/to4as
OOMNONHUTENbHbIE MNOcneAylole AO3MPOBKU YXe 3aperMcTpMpoBaHHOIO BOCMPOW3BEAEHHOro npenapata)
ncecneayemblii IekapCcTBeHHbIV npenapaTt cpaBHMBAKOT C COOTBETCTBYHOLEN nekapCcTBEHHOM dhopmoli pede-
PEHTHOrO SIEKAPCTBEHHOIO NpenapaTta, Npu ee HaJIMuMn Ha PbIHKe.
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B cnyyae Ha/Mumsa Ha pbIHKE HECKOJIbKUX /IeKapCTBEHHbIX (hOPM OPUrMHasILHOTrO npenapata, 3aperuv-
CTPUPOBAaHHbIX MO Mpoueaype perucrpauum BOCNPOU3BEAEHHbIX /IeKapCTBEHHbIX MpenapartoB (C NpuMeHe-
HYEM KOHUeNuMM 6UMOSKBUBANIEHTHOCTM), PEKOMEHAYETCA UCMO/b30BaTb B KayecTBe pediepeHTHOro sekap-
CTBEHHOrO npenapara /1IeKapCTBEHHYIO (hOpMy OpUIMHa/IBHOTO npenapaTa, B BuAe KOTOPOW OH 6bls1 BNepBble
3aperncTpupoBaH 1 KOTOpas MCNo/b30BaslaCh B K/IMHUYECKUX UCCNefoBaHUAX AN NOATBepXAeHMs ero ag-
(PEKTUBHOCTN N 6€30MaCHOCTU, NMPU HaSIMUMU Ha PbIHKE.

B o6ocHOBaHuM BbiGopa pediepeHTHOro fiekapCTBEHHOrO Mnpenapara A/ UccrefoBaHns 6noaksmBa-
NEeHTHOCTU cnefyeT yuuTbiBaTb pe3y/ibTaTbl KONMYECTBEHHOrO OnpeAeneHns cofepxaHus AelCTByHLLero
BELLECTBa M AaHHbIX O ero pacTBopeHWW. B cepun, nognexatieil UCNonb30BaHWIO B Ka4ecTBe MCcrefyemo-
ro /leKapCTBEHHOro npenapara, KosIM4eCTBEHHOe cofepxaHune (yCTaHOB/IEHHOE C MOMOLLBbI0 aHa/TUTUYECKOR
MeTOAMKMW, NpeasioXeHHOW ANA CTaHAAPTHbIX UCMbITaHUI KavyecTBa MccredyemMoro npenapara (ykasaHHol B
HOPMaTVBHO AOKYMEHTaLUN U PEFNCTPALMOHHOM AO0CbhE), He AO/HKHO OTnYaTbes 6osiee yem Ha 5 % oOT no-
Kasaresisl KayecTBa cepun pepepeHTHOro JiekapCTBEHHOro npenapara (npy oTCYTCTBUN [O/IKHBbIX 060CHOBA-
HuWIA). CnepyeT AOKYMEHTa/IbHO 0hOPMUTbL NPoLEeCC BblIbopa penpe3eHTaTUBHONM cepun pedhepeHTHOro nekap-
CTBEHHOrO npenaparta B OTHOWEHUU AaHHbIX KOIMYECTBEHHOIO ONpeAesieHns U UCNbITaHUs Ha pacTBOpPeHue,
naaHNpPyeMon K UCMOJIb30BaHNIO B UCCe0BaHUN GMO3KBMBa/IEHTHOCTU. Mpu BblGope cepun pethepeHTHOro
NeKapcTBEHHOro npenapara Ans mnccnefoBaHns GUMO3KBUBANIEHTHOCTU PEKOMEHAYETCA U3Y4UUTb HECKOSbKO
cepuii pedpepeHTHOro f1ekapCTBEHHOroO NpenapaTta.

2.2.2 iccnepyewmblii npenapat

Wccnepyembliii nekapCTBEHHbIN nNpenapaT, UCNOb30BaHHbIN B CCNef0BaHUN GMO3KBUBA/IEHTHOCTH, He
[O/MKEH OT/IMYaTbCA OT /IeKapCTBEHHOro npenapara, KOTopbIii NOCTYNUT Ha hapMaueBTUYECKUA PbIHOK, YTO
[,0/1KHO 6bITb BCECTOPOHHE NMPOaHa/In3npoBaHO 1 ero penpeseHTaTMBHOCTbL 060CHOBaHa.

Hanpumep, ansa TBepAbix NekapcTBeHHbIX (POPM CUCTEMHOrO AeliCTBUA A1 NpuemMa BHYTPb:

a) B OTCYTCTBME A0/DKHbIX 060CHOBaHWU 06pasLbl UCCnefyemMoro /ieKapCcTBeHHOro npenapara A0/MKHbI
ObITb OTOGpPaHbl U3 cepuu, COCTaBNsALWElN, NO MeHblueli mepe, 1/10 NnpombllWeHHOR cepun, nam 100000
e VHNL, NeKapCTBEHHbIX (DOPM B 3aBUCMMOCTM OT TOFO, Kakoi U3 06 beMOB 60sIbLLE.

6) NPOM3BOACTBO UCMO/Ib30BaHHbIX CEPUI NIEKAPCTBEHHOINO npenapaTa A0/MKHO o6ecrneyrBaTb BbICOKYIO
cTereHb YBEPEHHOCTM B TOM. YTO /ieKapCTBEHHbI npenapaTt 1 Npouecc ero NpoM3BOACTBa CMOryT 6bITb BOC-
npovsBeneHbl B NMPOMbILLIEHHOM MacluTabe.

O6bem cepuu, NpegHasHa4YeHHOW A1 noaTBepPXAeHNs 6MO3KBUBa/IEHTHOCTU, MeHee 100000 eguHuUL,
BO3MOXEH MpK YC/IOBUM, YTO 3TO Npegsiaraemblii 06 bem CepuiiHOro NPou3BOACTBa, U NMoc/eaytollee MmacLiTa-
6vpoBaHne NPON3BOACTBEHHbIX CEpUii He npegnosiaraeTcs:

B) HOPMUPOBaHME KPUTUYECKMX NokKasaTesieli kayecTBa MCNbITYEMOro /lekapCTBEHHOrO npenapara, Ta-
KMX KaK UCMbITaHne Ha pacTBOPEeHWe, N BK/IOYEHUE UX B Cneundukaunto, cnegyet ocylwecTB/IATb, UCMNO/b3YSA
pesynbTaTbl UCMbITAHWI cepun Npenapara, UCNOoMb30BaHHOW B UccnefoBaHUN GUO3KBUBANEHTHOCTU U B OT-
HOLLEHNN KOTOPOU noaTBepXxAeHa 6MO3KBNBa/IEHTHOCTb;

r) obpasubl NeKapCTBEHHOro npenaparta v3 AOMOMIHUTE bHBIX OMbITHO-NPOMBILWIEHHBIX W (M1K) Npo-
MbILLUIEHHbIX CEPUIA, MpefoCcTaB/ieHHble Ha perncTpaLmio, Heo6xXoANMO CpaBHUTL € o6pasLaMn 13 cepun, nc-
NnoNb30BaHHO B NccnefoBaHUN GUO3KBUBAIEHTHOCTU; OHU AO0/KHbBI MMETb COMNOCTaBUMble NPOUIN PacTBO-
peHusa in vitro B NoAXoAswmx ycnoBusx (CM. npuaoxeHne 1 HacTosuwero ctaHgapTa). TecTbl cpaBHUTENBHOM
KMHETUKN pacTBOPEHMUs A0/DKHbI 6biTb NPOBeAeHbl AN NepPBbIX TPEX NPOMbILWIEHHbI Cepuii nccnegyemoro
npenapata. Ecinm Ha MOMeHT nogaun 3asaBfeHUS Ha PerucTpaumio NPOMbILWIEHHbIE CEPUN eLle He Mpoun3-
BOAMINCB, CEPUA He A0J/IKHa BbIMyCKaTbCA B 060POT A0 3aBepLUeHUs TecTa CpaBHUTENIbHOM KMHETUKM pac-
TBOpPEHUSA. Pe3ynbTaTbl TECTOB MEPBbIX TPEX NMPOMbILIEHHbLIX CEPUI HEOBXOANMO NPefoCcTaBUTL MO 3anpocy
perynaTopHoro opraHa, a Npu HecoBnageHnn Npomnsa pacTBOpeHus, pesynbTaTbl criedyeT NpeacTtaBuTb MNo
CO6CTBEHHOV MHMLMATUBE C YKa3aHWeM KOHKPETHbIX MOP MO peLleHUto BO3HMKLLEA Npobiembl.

[ANA Npoynx nekapcTBeHHbIX (DOPM C HeMeAIeHHbIM BbICBOOOXAEHNEM CUCTEMHOrO AeliCTBUS 06GOCHO-
BaHWe penpe3eHTaTUBHOCTU CEpUU UCCcefyemMoro fiekapCTBEHHOro npenapara, UCNosb30BaHHON B Uccneno-
BaHUN BMO3KBUBASIEHTHOCTU, NPOMbILWNIEHHBIM CEPUAM NPOBOAUTCA aHa/IOMUYHO.

2.2.3 YnakoBKa cpaBHMBaeMbIX npenapaTtoB

Vccnenyemblii iekapCTBEHHbIN Npenapatr U peddepeHTHbI NekapcTBeHHbI npenapaTt Heo6Xxoaumo
ynakosaTb B WHAMBWAYa/IbHblE YNAaKOBKW A5 KaX4Oro cybbekTa nccnefosaHns v nepuoga uccriefoBaHus
nepes ux oTNPaBKOW B UCCNeAoBaTENbCKUI (KITMHUYECKMIA) LEHTP NN B CAMOM UCCef0BaTe/IbCKOM LieHTpe.
YnakoBKy (BK/1tl0O4as MapKMpOBKY) CriefyeT OCyLLeCcTBNATb B COOTBETCTBUM C NpaBuiaMy Hagnexallien npo-
M3BOACTBEHHOW NPaKTUKW. 3apybexHble nccnenoBaTesibCkne LeHTPbI MPY OCYLLECTBIEHUN YNaKOBKU AOKHbI
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paboTaTb B YCNOBUAX Haa/1exallen Npon3BoACTBEHHOM NPaKTUKX, COMOCTaBMMON C NpaBuiaMn Hagnexaiei
NPon3BOACTBEHHOM NpakTUKn Poccuiickoli ®eagepaunu.

Heob6xoaMMo npefycMOTpeTb BO3MOXHOCTb TOYHOFO YCTaHOB/IEHUS WAEHTUYHOCTM JIeKapCTBEHHbIX
npenapaToB, NPUMEHSIEMbIX KaXAblM CYyOBHEKTOM B KaXA0M nepuoae nccnepoBaHus. [nsa aToro Heo6xoaMmo
noApo6HO AOKYMEHTUPOBATb YNaKoOBKY, MapKUPOBKY M MPUEM /IeKapCTBEHHbIX NpenapaTtoB cy6bekTamu uc-
cnepoBaHus. Takas AOKYMeEHTaUMsA AO/HKHA COAEPXKaTb OnMcaHne BCcex Mep. NPUHATLIX A5 NpeaynpexaeHns
1 BbISIB/IEHNS BO3MOXHbIX OLIMOGOK BBEAEHNSA NpenapaTtoB. PekoMeHAyeTCSA MCMNOb30BaTb 3TUKETKN C OTPbIB-
HbIM KOPELLKOM.

2.3 Cyb6beKkTbl uccnegoBaHus

2.3.1 Konn4yecTBO cy6bEKTOB

KonnyecTBO Cy6BHEKTOB, BK/IOYEHHBIX B UCCNefoBaHne GUOIKBUBASIEHTHOCTU, AO/HKHO OCHOBbIBATLCSA
Ha [0/HKHOM pacyeTe pa3mMepa BbIGOPKU. KONMMYECTBO BK/THOUYEHHBIX B aHa/IM3 CyObeKTOB nccnefoBaHnsa 6uo-
3KBUBAIEHTHOCTU JO/MKHO ObITb HE MeHee 12.

2.3.2 Bbl6op cyb6bEKTOB

Bbi60op rpynnbl cybbekToB A1 NMPOBeAeHUs nccnefosaHnss 6MO3KBUBANIEHTHOCTU [O/KEH obecneyun-
BaTb BO3MOXHOCTb OGHapY>XEHUS KIIMHUYECKN 3HAUYUMbIX Pasinynii Mexay ekapcTBeHHbIMK npenapatamMu.
C uenblo cCHMWXeHNS BapnabenbHOCTU pe3y/ibTaToB, He 0OYCNOBIEHHOM PasNNYNAMN MeXay fleKapCTBEHHbIMN
npenaparamu, nccriefjloBaHNa Heo6XoAUMO MPOBOAUTL CPeaun 340POBbIX [OOPOBO/LLUEB, 3a WUCK/IHOYEHNEM
cnyvaeB, Korga lekapCTBeHHble npenapaTbl HECYT O4YEeBUAHYIO Yrpo3y X 340POBbLIO 1 fenatoT Takme uccneno-
BaHWNA HE3TUYHbIMU. B 60NbLUIMHCTBE CyyaeB NpoBeAeHne nccnefoBaHnsa cpeam 340poBbIX 40O6POBO/IbLEB N
VivO A1 yCTaHOB/IEHNS pa3nnuuii mexay cpaBHUBaeMbIMUN /lekapCTBEHHbIMU NpenapartamMu cuMTaeTcs npu-
emM/iIeMbIM 1 MO3BOJIAET SKCTPanoNMpoBaThk pe3dy/ibTaTtbl MCCNeAO0BaHUA Ha NOonynsauun nauneHTos, 415 KOTOo-
pbIX 0006peHO NpuMMeHeHWe ped)epeHTHOro slekapcTBEHHOro npenapata (Mua noXxwunoro BospacTa, AeTu,
nauueHTbl C MOYEYHOM NN NeYeHOYHOM HeAOCTaTOYHOCTLIO U T. A4.).

B npoTokosnie nccnefoBaHUs HEO6XOA4MMO YETKO yKas3aTb KpUTepuu BK/IOYEHUS/HEBK/TIOYEHUS CyObek-
TOB B UccnegoBaHue. Bo3pacT cy6bekToB vccnefoBaHns AoO/KeH ObiTb He MeHee 18 neT ¢ MHAEKCOM MaccChbl
Tesia, No BO3MOXHOCTWU. 18.5—30 Kr/m2.

CoOTBETCTBUE CYOBHLEKTOB YCNOBUAM OT6Opa Heo6xoaMMO noaTBEpPAUTb NabopaTopHbIMKU Uccneno-
BaHWAMW. aHaAMHE30M N MeAULMHCKAM OCMOTPOM. B 3aBuMcuMOCTM OT chapmakoTepaneBTUUYECKOW rpynnbl 1
npoduna 6e30NacHOCTU SIeKapCTBEHHOrO npenapata A0. BO BPeMs U MO OKOHYaHUN nccrefjoBaHns Heobxo-
OVMO NPOBECTM ChNeunasbHble UCCNeoBaHUA U NPUHATbL COOTBETCTBYHOLME Mepbl NPEAOCTOPOXHOCTU. Mon
CyObeKkTOB He MMeeT 3HaudyeHus, 0AHaKO HeoBGXOoAMMO y4uUTbiBaTb PUCK ANSA KEHLWWH AeTOPOAHOro Bo3pac-
Ta. CybbekTbl, N0 BO3MOXHOCTU, [JO/DKHbI ObITb He KypALWMMW; afIKOrosiu3aM 1 HapkomaHus (B TOM 4yucne B
aHamHe3e) ABAAITCA KPUTEPUAMN HEBK/TIOYEHMS. B HEKOTOPbIX Cyvasx N3 coobpaxeHunii 6e30nacHOCTU Un
BCneAcTBMe hapMakOKMHETUHECKNX OCOBEHHOCTEN HEOBXOANMO NpeayCcMoTpeTb heHoTUNnpoBaHmue u (Unn)
reHoTUNMpPoBaHMe Cy6LEKTOB UCCe0BaHUSA.

Mpu napannenbHOM gu3aliHe MccnefoBaHUs CpaBHUBAaEMble TPYNMbl AO/MKHbI GbITb CONOCTaBMMbI MO
BCEM 3HaUYMMbIM NepPeMeHHbIM, KOTOpble MOryT MOBAVATbL Ha (hapMaKOKMHETUKY AeNCTBYHOLWEro BellecTBa
(BKNtOYAs BO3PacCT, Maccy Tesia. rnosi. 3THUYECKYIO NMPUHaA1IeXHOCTb, KypeHue, NPUHagNeXHOCTb K «BbICTPbIM»
WU «MeffieHHbIM» MeTabonmnsaropam). OTO BaxXHOe npeaBapuTeibHOe yC/10BUe 4151 NOATBEPXAEHUSA AOCTO-
BEPHOCTU pe3yNbTaToB Takux nccnefoBaHui.

Ecnu nccnegyemoe feiicTByioliee BeWECTBO MOXET BbI3biBaTb HeXerare/ibHble /iekapCTBEHHbIe peak-
uun 1 (nun) dapmakosiornyeckme addekTbl, NpeacTaBasAoLmMe HenpreMsieMble PUCKU A5 340POBbIX 4O6PO-
BO/IbLEB. MPU YC/I0BUM NPUHATUSA HEOOXOAMMbIX Mep NPeAoCTOPOXHOCTU U YCTaHOB/IEHNSA COOTBETCTBYHOLLErO
Hab1loAeHNA, AOMYyCKaeTCsA BK/OYEHWe B UCC/ieloBaHNe NaumMeHToB.

2.4 lNpoBegeHne nccnegoBaHna

2.4.1 Ob6ecnevyeHue cTaHAAPTHOCTU YCNOBUI NpOBeAEHNS UCCcefoBaHns

B uensax ceefeHna K MUHMMYMY BapuabesibHOCTU BCcex (DakTOpoB, BAUSAIOWNX Ha pe3ynbTaTtbl, 3a WC-
K/TIOYEHNEM CBOWMCTB M XapakKTepUCTUK CpaBHUBAEMbIX JIEKAPCTBEHHbIX MpPenapaTtoB, YC/I0BUA MPOBeAeHNs
nccnefoBaHns Heob6xoAMMO CTaHAApPTM3MPOBaTh, B HACTHOCTU, CTaHAapTU3auun noanexar paumoH, npuem
XUAKOCTU N PU3NYECKNE HarpysKu.

Bpemsa npuema fiekapcTBEHHOro npenapaTta Heo6xoAMMO YCTaHOBUTL 3apaHee. [Mpu oTCYTCTBUN UHbIX
060CHOBAaHHbIX YC/0BUIA CYObeKTbl He AO/MKHbI NMPUHUMATb NULLY Kak MMHUMYM 3a 8 yac A0 npuema nekap-

4



FOCT P 57679—2017

cTaBMMOro npenaparta. NocKonbKy NpMeM XUAKOCTU MOXET NMOBMUATL Ha NPOXOXAEHME NPUHMMaeMbIX BHYTPb
NeKapCTBEHHbIX NpenapaTtoB Yepes Xenyaok, nccrnegyemMblin NekapcTBeHHbIN npenapaT u pedepeHTHbI ne-
KapCTBEHHbI Npenapat Heo6xXoA4MMO 3annBaTh CTaHAAPTHbIM 06 beMOM XuakocTn (150—250 mn). B TeveHune
14 8o 1 2 4 nocne BBeAEHUS nNpenapaTta NpuveM XUAKOCTW 3anpelleH, B OCTa/IbHOM ycTaHaB/iMBaeTCs CBO-
604HbIVi NUTbEBON pexnm. MNocne npuema fekapcTBEHHOro npenapara nNnpuemM NULLM OrpaHNYMBaloT Ha 4 u.
PaunoH 1 BpeMs npuema nuwm nocsie npuemMa fiekapCTBEHHOro npenapara Heo6xo4MMO CTaHAAaPTU3NPOBaTh
B TeYeHue JOoCTaTo4HOro nepuoaa spemMeHun (Hanpumep, 12 u).

Ecnun nccnegosaHve fO/MKHO NPOBOAUTBLCA MOC/e npuema nuiin, Npuem fiekapcTBEHHOroO npenapata u
NULLM OCYLLLECTB/IAIOT B COOTBETCTBUM C UHCTPYKLMEN MO NPUMEHEHWNIO (NN 06LLeli XapaKTepUCTUKON nekap-
CTBEHHOrO npenapara), MCMNosib3yeMOro pedepeHTHOro IekapCcTBEHHOro npenapara. Ecnu Takne ceefeHus B
MHCTPYKLMM NO NPUMEHEHNI0 ped)epeHTHOro 1eKapCTBEHHOrO nNpenaparta OTCYTCTBYHOT, TO CYObEKTbI AO/DKHbI
HayaTb nNpuem nuwy 3a 30 MMH 40 Npuema npenapata (NPOAOMKUTENIBHOCTL Nprema NuLm — 30 MUH).

[Nna HMBeNMpoBaHUA BAVSAHUA OINTE/IbHOCTU NMPOXOXAEHUS /IeKapCTBEHHOro npenapara Yyepes xesny-
[0YHO-KULLIEYHbIV TPaKT M MHTEHCUMBHOCTY PErMOHapHOro KPOBOTOKa creayeT cTaHAapTM3MpoBaTh NOM0OXEHNe
Tena v n3nYeckyto akTMBHOCTb CyObekTa B XOfe uccrejoBaHus.

B TeyeHue onpegeneHHOro nepmoga A0 M BO BPEMS UCCef0BaHUA CyObeKTbl UCCnefoBaHNsa AO/MKHbI
BO3J4epXMBaTbCA OT MpMema NULLM U HanMTKOB, KOTOPble MOryT MOBAUATb Ha (PYHKUWIO cepaeyHOo-cocyau-
CTOW. NuLLEeBapUTENbHOM CUCTEMbI, NEYEHU U (MNN) NOYEK (HanpuUMep, aslKoro/ibHble HaMUTKU UNN HEKOTOpPblE
COKMW, Hanpumep, rpeindpyToBblit). CybbekTam He criegyeT NpYHMMAaTh Kakue-nbo conmyTCcTBYyloLWwme siekap-
CTBEHHbIe npenapaTbl (B TOM YMc/ie, /ieKkapCTBEHHbIE npenapaTtbl pacTUTEeNbHOr0 NPOUCXOXAEHNS) B TeHeHne
COOTBETCTBYHIOLLErO Nepuoja A0 U BO BpeMsa nccnefosaHvs. MNpu 3TOM NpUMeHeHne KOHTpauenTuBOB A0My-
ckaeTcs. Ecnn npuem conyTCTBYIOLWNX NIEKAPCTBEHHbIX NpenapaTtoB HeO6XOANUM M OHN Ha3HayeHbl CYOBLEKTY
[OJ151 KYNUPOBaHUA HexesnaTeNbHbIX SAB/1eHWI (HanpuMep, rofIoBHOW 60/11), TO OTYETHasA AOKYMeHTauus nccne-
[0BaHUA OO/HKHA cofepXaTb CBefleHNs O CONyTCTBYIOLLElN fiekapCTBEHHOW Tepanun (HauMeHoBaHue, A03a 1
BpeMs MPUMEHEHUS) N OLLEHKY ee BO3MOXHOIO BJ/IUSHUA Ha pe3y/bTaTbl UCCnefoBaHusA. B UCKIOUMTENBHbIX
cny4asx ana obecneyeHus 6e30MacHOCTU WM NEPEHOCUMOCTU BCEM CybbekTaM McCnefoBaHUsA HasHa4datoT
CONyTCTBYIOLMNE NeKapCTBEHHbIE NnpenapaTtbl (HanpumMep, aHTaroOHUCTbl OMWMOWAHBLIX PeLenTopoB, NPOTUBO-
pPBOTHbIE cpefcTBa). B aToM cnyyae fo/kHa ObITb OLEHEHa WU MUHMMW3NPOBaHa BEPOATHOCTb UCKaXKEHUS
pe3ynbTaToB MCCNef0BaHNA BCIeACTBME NIEKaPCTBEHHOIO B3auMOAENCTBUA MU B/IMSIHUA Ha 6GuoaHanTnye-
CKY0 METOAMKY.

JlekapcTBeHHbIE NpenapaTbl, KOTOPble B COOTBETCTBUM C UHCTPYKUUE N0 NPUMEHEHNIO pedhepeHTHOro
npenapara AO/KHbl NPUMEHSATLCSA TO/IbKO B KOMOMHaLMK C APYTMM JIEKapCTBEHHbIM CPEACTBOM (Hanpumep,
HEKOTOpble WHIMBUTOPBLI NpoTeasbl BAY npuMMeHSIOT TONBKO B KOMOWHAUUKM C pUTOHaBMPOM), AONyCcKaeTcs
NPUHMMATb Kak OTAEe/IbHO, TaK U B KOMOGMHALMN C PeKOMEHAYEMbIM MpenapaTom.

Mpn n3yyeHnn 6GUO3KBUBANIEHTHOCTU SHAOIEHHbBIX COEAMNHEHNI HEO6X0AMMO KOHTPOIMPOBAaThb (haKTopbl,
BANSAIOLWNE HA UX (POHOBOE coaepxaHne (Hanpumep, CTPOrnii KOHTPOb NPUHUMAaEMO NULLK).

2.4.2 Bpowmsa oT6opa o6pa3yoB

[Nsi TOYHOro onucaHusa NPounsa «KOHUEHTpaums B nsa3Me-BpeMsi» He06Xo0AUMO 0To6paTh AOCTaTou-
HO€e KOo/NmM4ecTBO 06pasuoB. C uUesnbio NosyYeHNs TOYHOW OLEHKN MakCUMasibHOro BO3AelCTBUS Heo6XoaAnmo
npeAycMoTpeTb YacTblii OT60p 06pa3yoB B6AM3M npegnonaraemoro tmax. B yactHocTu, cxema ot6éopa obpas-
LOB 0/KHA ObITb COCTaB/ieHa Tak, 4Tobbl CTax He siB/Si/1IaCb NEPBO TOUKOWM Ha KPUMBOW «KOHLEHTpaLms-Bpe-
Msi». KonmuyecTBo 0TO6paHHbIX 06pa3LoB Takke AO0/HKHO ObITb JOCTAaTOYHbIM, YTOObLI 06ecneunTb HafeXHYo
OLLeHKY A/INTENIbHOCTU 3KCMO3MLMn AeliCTBYIOLEro BellectBa. 9To gocturaetcs, korga A U C ) nepekpbiBaeT
He meHee 80 % ot /LLUC(0,,). C uenblo NOMyYeHUs HaZAEXHOW OLEHKM KOHCTaHTbl CKOPOCTU TEPMUHA/IBLHOW
anMMuHaumn (Heobxoamma Ans AocToBepHoN oueHkn AUC(qg J) B TedeHne TepMuUHanbHOW da3bl cregyeT
oTtobpatb He MeHee 3— 4 o6pas3uoB. Tak kak hasa abcopbumn ANa nekapcTBEHHOro npenapaTa Ansa npuema
BHYTPb C HEMe[J/IEHHbIM BbICBOOOXAEHNEM He NpeBblWaeT 72 4, A1 CPaBHEHUSA CTENeHM 3KCrno3nuymn B Ka-
yecTBe asibTepHatBbl AUC(0.t) moxeT ucnosnb3osarbcs AUC. yceveHHasa o 72 4 (AUC(0.724). NMoaTtomy ans
NoBbIX NeKkapcTBEHHbIX NpenapaTtoB C HeMeAs/leHHbIM BbICBOOOXAEHVEM HE3aBMCUMO OT BPeMeHW MonyBbl-
BeneHus t12 nelicTBytollero BewecTea oT60p 06pa3LoB B TeHeHMe 60ee 72 4 He TpebyeTcs.

B nccnegosaHnsax ¢ MHOTOKpaTHbIM NPUEMOM flekapCTBEHHOrO npenapara A8 TOYHOro onpegesneHns
AUC(qg 1) «npeano3oBblii» obpasel, He06X04MMO 0TO6paTh HENOCPEeACTBEHHO (B TeUueHue 5 MUH) nepeg npu-
eMOM npenapaTta, a nocnegHuii o6pasel, — B TedeHne 10 MMM B KOHLLE 3aaHHOr0 MHTepBasia A03MPOBaHKS.

Ecnu B kauecTBe 610/0rN4eCcKOro marepumana, B KOTOPOM onpejesnsieTcs cofepxaHue geincTeytoLero
BellecTBa, BblbpaHa Mo4a, TO ee He06Xo0ANMMO CcobMpaTb B TeHEeHNEe He MeHee TPEeXKPaTHOro KOHOYHOro au-
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MUHaLMOHHOro nepuoga nonyebiBeaeHns (3t, ,2) gelicTBytoLLEero BewecTBa. Takxke, Kak 1 B cniydae ¢ oT6opom
o6pasuoB nnasmbl, c60p MouUM B TedeHne 6onee 72 4 He TpebyeTcA. Na onpefeneHns CKOPOCTU IKCKpeLmnn
MHTEepBa/ibl Mexay c60pomM 06pa3LoB B (hase abcopbLmnn AOMKHbI ObITb, MO BO3MOXHOCTU, KaK MOXHO Kopo4e
(cm. Takxe nogpasgen 2.5 HacToswWero crtaHaapTa).

Cxema oT6opa 06pa3LoB npu nuccrefoBaHUM 6GMO3KBMBANIEHTHOCTU 3HOOMEHHbIX COeAUHEHNI AOMKHA
obecneunBaTb onpegeneHne nx QOHOBOrO cofepXaHue y Kakaoro cybbekra Ha KaxoMm aTtane nccnefosa-
HUA. Kak npaBuio, onpegeneHne (OHOBOrO cofepXXaHns NPOBOAAT NyTeM aHasm3a 2— 3 o6pa3LoB OTo6paH-
HbIX 40 Npvema npenapata. MiHorga, 4tobbl y4ecTb unpkagHble konebaHmus POHOBOro coaepXXaHusa 3aHAOreH-
HOro coefMHEeHNs, TpebyeTCs peryssipHoe onpegesieHne ero KOHUEeHTpauum B TedeHne 1—2 aHeli Ao npvema
npenaparta (CM. Takxe nogpasgen 2.5).

2.4.3 Tpunem nekapCTBEHHOro npenaparta HaTowak nan nocne enbl

MccnepoBaHna 6MO3KBUBAIEHTHOCTU, Kak Npaswu/io, NPOBOAAT MpwW Npueme npenapara HaTowak, Tak
KakK npy 3ToM 06GecneynmBaeTcsl, Kak CYMTaeTCs, HaMbobluas YyBCTBUTE/IbHOCTb A/11 BbISIB/IEHUS pasnyunii
MeXxay CpaBHUBaEMbIMU SIeKapCTBEHHbIMUW npenapaTtamu. EcAv B UHCTPYKUMKM NO NPUMEHEHNIO pedepeHTHO-
ro NeKapCTBEHHOIO npenapara pekoMeHAyeTCs NPUHUMAaTbL ero HaTolak Wi He3aBUCMMO OT NpuemMa nuLw,
TO uccnepoBaHve GMO3KBMBANEHTHOCTM MPOBOAAT C MpYemMOM MpenapaToB HaTowak. Ecnu cornacHo uH-
CTPYKUMN MO NpUMeHeHUo peddepeHTHOro npenapara cnegyeTt NpMHUMaTh ero UCKIYNTEIbHO nocne eapl.
TO nNpenapaTbl Npu uccnefoBaHN 6MO3KBUBASIEHTHOCTU MPUHUMAIOT NOC/e nNpuemMa nuwn.

OfHaKo AN1A HEKOTOPbIX /IeKapCTBEHHbLIX POPM (Hanpumep, MUKPO3MY/ibCuK, TBEPAble AUCepcun) nuc-
cnepoBaHne 6GUO3KBUBANIEHTHOCTU NPOBOAAT U C NPMEMOM MpenapaToB HaTowWak, Tak U ¢ NpUemMoM npenapa-
TOB NOC/E efjbl: UCK/TIOYEHNE COCTaB/AT C/lyyaun, Korga cornacHoO MHCTPYKLMU MO NPUMEHEHUIO NeKapCTBEH-
HbIli NpenapaT cnegyeTt NPMHUMaTL B0 CTPOro HaTowak, IM60 nocne enpbl.

Ecnn TpebyeTcsa npoBefeHue uccnefoBaHUA C NPUEMOM NpenapaTtoB U HaToLWak u nocne egpl. To A0-
nycTUMO NMPOBOAUTL ABa OTAE/bHbIX NEPEKPECTHbIX UCCNefoBaHNA B ABYX rpynnax uan ogHO nepekpecTHoe
nccnegoBaHne B YeTbIpex rpynnax CyobeKToB.

Ecnn B nccnegosaHun npuem NekapCTBEHHOro npenaparta OCyLWecTBAAeTCA nocne npuema nuwm, ee
COCTaB [J0/DKEH COOTBETCTBOBATb PeKOMeHAAUNAM UHCTPYKLUUN MO NPUMEHEHUIO peddepeHTHOro NeKapCTBeH-
Horo npenapaTta. Npy OTCYTCTBMM Kakux-Nmbo pekomeHAaunii no aToMy nosoAy nuiia Aos/KHa ObITb BbICOKO-
kaniopuiiHoiri (800— 1000 kkas1). C BbICOKMM cogep)XaHneM Xnpos (okono 50 % oT obueit kanopuiiHocTu). Ha
6enkn go/mkHO npuxogutbesa 150 kkan, Ha yrneBogbl — 250 Kkas 1 Ha Xupbl — 500—600 kkas. OnucaHue
cocTaBa NULLM B OTYETHON AOKyMeHTauumn nccnefoBaHnsa NpuBoAAT € ykasaHneM cofepxaHus B Heli 6enKoB,
XWUPOB N YrneBogoB (B rpaMmax, abCoNMOTHOM M OTHOCUTE/IbHOM coAepXaHun kanopuii (%)).

2.5 Wccnepyemble napameTpbl

2.5.1 ®apmaKoKuHeTUn4YeckKme nokasarenu

[Ona onpepeneHvs capMakoKMHETMYECKUX MoKasaTtenel cnegyeT ucnosb3oBaTb (hakTuyeckoe Bpems
oTtbopa 06pa3uoB. B uccrefoBaHUAX GUO3KBUBASIEHTHOCTU C OLHOKPATHLIM MPUEMOM /1IeKapCTBEHHOTO MNpe-
napata onpegenstoT AUC(0,). AUC(Q,,), ocTaTouHyto nnowaab, Craax n /Tax. MNpu ot6ope ob6pasuoB B Te-
YeHue 72 4 N AOCTaTOYHOWN AN KOMYECTBEHHOrO OnpejesieHns KOHLUEeHTpauun AeiCcTBYIOWEro BellecTsa B
TOYUKe 72 4 JOMYyCKaeTCs He yKa3dbiBaTb B OTHETHOW AOKyMeHTauum 3HadeHns AUC(0 W) n octaTouHOM naowa-
ON. AOCTaTOYHO nNpuBecTun 3HayveHns AUC, yceueHHOW B Touke 72 4 ([(YC(0.724)). JONONHUTENIBHO MOTYT 6bITb
npuBeAeHbl 3HAYeHNS CKOPOCTU TePMUHaIbHOM annMuHaumm u /1/2.

B nccnefoBaHnsax 6MO3KBUBAsIEHTHOCTU C OMpefesieHNEM PaBHOBECHOV KOHLeHTpauum Ansa sekap-
CTBEHHbIX NnpenapaToB C HeMeA/leHHbIM BbICBOOOXAEHMEM Heobxogmmo onpegensatb AUC(0.T), Ctax,, wu
~max.sS'

Mpu ncnonb3oBaHUN B Ka4YecTBe BUOMIOrMYECKOro Matepuana Movm Heobxoaumo onpeaensats Ae(0,), no
BO3MOXHOCTW. /?Tax.

[Ana onpeaeneHns apmMakoKMHETUYECKNX CBOWCTB B UCCNeA0BaHUAX OBUO3KBUBANEHTHOCTM NCMOMb3Y-
10T 6eckamepHble Mogesnin. icnonb3oBaHne KaMepHbIX Moeneli Hernpruemsiemo.

2.5.2 cxoaHOe coeguHEHHO UM Oro MeTabouTbl

2.5.2.1 O6wwme pekomeHaaumm

B 60/1bLWINHCTBE Clly4YaeB OUEHKY GUO3KBUBASIEHTHOCTM HEO6XOAMMO MPOBOAUTL MyTeM ornpejesieHns
KOHLIeHTpauun UCXOAHOIo COeAMHEHMS, TakK Kak A1 onpeaesieHns pas/imyinii Mexay /eKapCTBeHHbIMU npe-
napartamum no ckopocTtn abcopbummn Crax UCXOLHOro coefuHeHUs 06bIYHO ABNsAeTca 6osee YyBCTBUTE/IbHbLIM
nokasartesnem, yem Craax ero metabonmTa.
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2.5.2 2 HeakTuBHble nNponekapcTBa

[ANA HeakTMBHbIX MNPOSeKapcTB MccrefoBaHne OGUO3KBUBAIEHTHOCTU TakXe pekoMeHayeTcs onpe-
[enatb dhapMakoKMHeTMYeCcKMe MokasaTesin ANs UCXOOHOro coefAuHeHus. OnpefensaTb KOHLEHTpauuto
aKTMBHOro meTabonurta He Tpebyetcs. OgHaKo B C/lyyae CyLWeCTBEHHO HWU3KOW KOHLEHTpaunumM HEKOTOPbIX
nposiekapcTsB B NaasmMe 1 Ux 6bICTPOro BbIBEAEHWS U3 KPOBOTOKA, A0MYyCKaeTCa OueHnBaTb OMO3KBUBASIEHT-
HOCTb MO nokasaTensaM A/ OCHOBHOrO aKTUBHOro metabonuta 6e3 namepeHus KOHLEeHTpaumm UCXOLHOro
coefunHeHUs. B HacToswem cTaHgapTe nog UCXOAHbIM COefVHEeHNEM, ABAAIWNUMCA HeaKTUBHbIM Mposie-
KapcTBOM, NOApasyMeBaloTCA COeAUHEHNS C NOMHbIM OTCYTCTBMEM WU/IN OYEHb HU3KOW dhapMakonornyeckom
aKTUBHOCTbIO.

2.5.2.3 Vicnonb3oBaHue nokasaTenei Ana metabonmta BMECTO nokasaTenen Ans8 akTMBHOIO MCXOAHOMO
coefuHeHNs

Vcnonb3oBaHue A/151 OLeHKN BUO3KBMBAIEHTHOCTM (DapMaKOKMHeTUYeCKNX nokasartenein ons metabo-
NiNTa B KaYecTBe 3aMeHbl AaHHbIX 06 aKTUBHOM WCXOAHOM COEAWHEHUWN He pekoMeHAyeTcHA. Takas 3amMeHa
gornyctuma Nvwb B TOM Crlyyae, ec/niv npeacraB/ieHbl 0O4HO3HaYyHble 060CHOBAHWSA HEBO3MOXHOCTU MNOBbI-
LWEeHUs YyBCTBUTE/IBHOCTU aHa/IMTUYECKOW MEeTOAMKM onpefesieHns CoAepXaHUsi UCXOOHOro CoeAMHeHMUs
1N OTCYTCTBUSA BO3MOXHOCTU TOYHOrO M3MEPEHUS KOHLUEHTpauum UCXOAHOro coefuHeHns npu o4HOKPaTHOM
nprvieme nekapcTBEHHOro npenaparta, Aaxe B C/lyyae MCNOJb30BaHUA cBepxTepaneBTUYeckmx 403 (CM. nog-
pa3gen 2.6 HacTosWwero craHgapTa). YunuTbliBas COBPEMEHHbIE BO3MOXHOCTU BGMOaHa/IMTUYECKNX MeTOAO0B
HEBO3MOXHOCTb TOYHOIO Y NPaBU/IbHONO N3MEPEHUS KOHLEHTPaLn NCXO4HOTO COefUHEHNN ABASETCA pen-
KOCTbt0. 3aMmeHa (hapMaKOKMHETUYECKNX AaHHbIX MO UCXOAHOMY COeAMHEHUI0 AAaHHBIMW O ero metabonuTe
JornycTumMa nllb B UCKTHOUYUTENBHBLIX crlydyasax. Mpn MCnonb3oBaHUM ANS OLEHKN BUO3KBUBAIEHTHOCTU MO
JaHHbIM 0 MeTabonnTe HeO6XO0AUMO NpeacTaBUTb B PErncTpauvMoHHOM A0Cbe BCe MMEKLMecs CBeAeHus,
nogTeepxgatoLime, 4To IKCNo3numa mMetabonuta (BblpaxeHHan B Buge AUC) oTpaxaeT 3KCNO3ULUI NCXOo4-
HOro COoefIHEHNA N YTO B TepaneBTUYECKUX [03ax obpa3oBaHMe MeTabonuTa He SABNAETCA HacblWwaeMbiM
npoueccom.

2.5.3 3JHaHTHMOMepbI

Kak npaBuno, onyckaeTca UCNosib30BaTb HecTepeocneynuyHblie 6uoaHanuTnyeckmne metoabl. OgHa-
KO. TpebyeTcsl U3MepATb KOHLEHTPaLUIO KaXXA0ro 3HaHTMOMepa Npy BbIMNOSIHEHUN BCEX HMKENEepPeYnNCneHHbIX
YCNOBWIA:

- 9HaHTMOMepbl 06/1a4alT pPa3NNYHbIMK hapMakoKMHEeTUYEeCKMMUN CBOMCTBaMU:

- hapmakogmnHamumyeckme cBOCTBa S3HAHTUOMEPOB CYLLECTBEHHO pPa3/INYatoTCs:

- OTHOLLEHMEe 3KCMO3NLUMN 3HAHTMOMEPOB (BblipaxeHHOW B Buage AUC) MeHseTCca nNpu U3MeHeHUn ab-
copbuun.

Takxke TpebyeTcs U3MepeHMe KOHLEHTpaLMM KaxXAoro aHaHTMOMepa, €C/N BbillenepeyvymcieHHas WUH-
opmaLma oTcyTcTByeT. ECM TONBbKO OAWH 13 9HAHTUOMePOB 061agaeT hapmMakosIorMyecko akTMBHOCTbIO
(dbapmakosiornyeckas akTMBHOCTb BTOPOro 3HaHTMOMepa HU3Kas WUan NOoIHOCTbIO OTCYTCTBYET), TO AOCTaTOu-
HO NOATBEPANTb BUO3KBUBASIEHTHOCTL TOMLKO MO hapMakoNornyeckn akTMBHOMY SHaHTUOMEPY.

2.5.4 Vicnonb3oBaHMe MO4YM B KayecTBe 6MOMIOrMYecKOro marepuana

Ecnn poctoBepHO onpefennTb Npoduab «KOHUEHTpauusa B naa3me-BpeMsi» UCXOL4HOro coefuHeHus
HEBO3MOXHO, TO A1 onpefenieHnNs Be/IMYNHbI AKCMO3ULMN B Ka4ecTBe 3aMeHbl KOHLUeHTpauuu B naasme fo-
nycTUMO UCNO/b30BaHVe faHHbIX 06 3KCKpeLun BellecTBa C MOYON. B aToM cnyyae Heo6XxoAMMO MpuBecTn
YyeTKOoe 060CHOBaHWE UCMO/Ib30BaHNA MO4YM B KAYeCTBE BMOMIOrMYEeCcKOro matepuasna npu onpegeneHnn mMak-
cuMasibHO akcnosnumn. Ecnn ygaetca nonyyunTb AOCTOBEpPHble cBefeHna o CTax B nsa3me, TO A5 OLUEHKN
6103KBNBA/IEHTHOCTN 3TN flaHHble He06X0AMMO NPeAcTaBUTb HapAaA4y C BENIMUYNHON 3KCNO3ULUK, NONYYEHHOW
npu MCnosib30BaHMM Mouun. MpyU MCNONb30BaHUM MOYM B KayecTBe OMOIONMYecKoro marepumana 3asasuTesb
06513aH NpeacTaBUTb BCE MMEKOLWMECcs CBeAEHNSA, NOATBEPXAAIOLNE, UTO SKCKPELMsi C MOYOA OTpaxaeT 3KC-
no3unumio B nNiasme.

2.5.5 QHpOreHHble BewecTBa

B cnyuvasix uccnefoBaHuii SHAOMEHHbIX AEACTBYOLWMX BELECTB pacyeT (apMakOKMHETUYECKMX NapamMe-
TPOB HEO6XOAMMO OCYLLECTBAATL C NONPaBKON Ha MX POHOBOE cofepXaHune, YTobbI paccunTaHHble hapMako-
KWHETMYECKME NapaMeTpbl KacasMcb NPUPOCTa KOHLeHTpaLmiA, No/ly4eHHOro B pe3y/nbTarte npuema npenapa-
Ta. AN HafeXHOoro 4OCTOBEPHOro N3MepeHns NpMpocTa KOHUEHTpauumn nccnegyemoro BelecTsa oT (0OHOBOW
KOHLLeHTpauumn, o6ycnoBNeHHOro NpuemMomM fnpenaparta, 4oNyCcTUMO NPUMeHeHne cBepxTepaneBTUYeCcKnX 403
npy ycrioBUN Ux NpuemMaemoi nepeHocumoctu. Ecnm pasHuiua B 3KCMO3ULmMM nocsie npvemMa pasfiMyHbIX 403
3HAOreHHOro BelecTBa paHee He Oblia NokasaHa, ee Heo6xXo4MMO onpeaennTb IM60 B NUIOTHOM UCCeno-
BaHUW, NMM6G0 B pamkKax OAHOro 13 aTanoB OCHOBHOMO UCC/eAoBaHNA 6UO3KBUBAIEHTHOCTU C UCMO/Ib30BaHNEM
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pas3/inyHbIX 003 peddepeHTHOro SlekapCTBEHHOro npenapara C LUesibio NoATBepXAeHUs NpuUrogHoCcTu [03bl,
BbIGpaHHON AN uccnefoBaHnsa GMO3KBMBaNEHTHOCTU, 06eCneUnTb BbIIB/IEHNE BO3MOXHbIX Pa3finunii Mexay
CpaBHMBaeMbIMW JIEKAPCTBEHHbLIMU Npenapatamu.

B npoTokosie uccnefoBaHns HEO6XOAMMO 3apaHee onpeAenuTb U onucaTb MeTof, UCNoMb3yeMblii Ans
nonpaeBk/ Ha (hOHOBOEe cofepXXaHue 3HAOreHHOro BellecTBa. B KauecTBe nonpasBky NpeanoyTUTENIbHO UC-
nosib30BaTb CTaHAAPTHOE BbluMTaHWe: BblUMTaeTCA /IMO0 CpefHAs KOHLEeHTpauus 3HAO0reHHOro BelecTsa,
onpejenieHHas 40 Npuema npenapara, MM6o cpegHsas AUC. B oTaesbHbIX cnyyasX, Korga KoOHUEeHTpaums aH-
[0reHHOro BelecTBa Nocne npvemMa npenapara CyLlecTBEHHO npeBbiwaeT hOHOBYIO, Nonpaska Ha hoHOBOe
cofiepXaHue aHAO0reHHOro BellecTsa He TpebyeTcs.

B uccnepoBaHusx 6M03KBMBa/IEHTHOCTM 3HAOTEHHbIX BELLECTB HanpsMyH OLeHUTb 3hhekT nepeHo-
ca He npeacTaBNseTca BO3MOXHbIM, NO3TOMY HEO6XOAUMO OCOBGEHHO TWaTe/IbHO OLUeHMBaTb NPUEMIEMOCTb
[A/INTE/IbHOCTU OTMbIBOYHOIO nepuoja.

2.6 Vccnepyemble [,03UPOBKN

Ecnn Ha rocyfapCTBEHHYHO permcTpaumio 3anaBseTca HECKONbKO A03MPOBOK /IeKapCTBEHHOrO npenapa-
Ta. TO B 3aBVICUMOCTM OT MPOMNOPLMOHaILHOCTA COCTaBa MexAy pas/IMyHbIMU AO3MPOBKaMu 1 APYTMMU CBOWA-
CTBaMW /IeKapCTBEHHOrO npenapara, onucaHHbIMW gasee, nccnefosaHne 6MOIKBUBA/IEHTHOCTU AOCTATOYHO
NPOBECTN B OTHOLLEHUW OAHOW NN ABYX U3 HUX. BbI6Op A03MPOBKMN (403UMPOBOK) AN1S UCCNefoBaHNA 3aBUCUT
OT NIHEAHOCTY (hapMaKOKMHETUKN AeliCTBYIOLLLEero BellecTBa.

Ecnn dhapmakokMHeTMKa HenuHelHa (yBenumuyeHne AUC HenponopuMoOHasibHO NMPUHMMaeMon [o03e),
NPUroAHOCTb Pas3/IMyHbIX AO3UPOBOK AN onpefesieHns NoTeHUNaNbHbIX Pasnymii Mexay cpaBHWBaeMbiMU
NeKapCTBEHHbIMW npenapataMy MOXeT OT/imyatbcs. B pamkax HacToslero AoKymeHTa hapMakoKMHeTuka
cuMTaeTCcsa SIMHENHON, ec/in pasHuLa Mexay CKOPPeKkTUpPOBaHHbIMK MO Ao3e cpedHumu AUC ansa nccnegy-
eMoli A03MPOBKM (403UPOBKK, UCNOMIb3YeMOW B UCCMefoBaHUN OMO3KBUBA/IEHTHOCTN) M A03MPOBKN ([03M-
POBOK) B OTHOLUEHUN KOTOPOI/ NpoBeAeHVe WCCrefoBaHns GMO3KBMBa/IEHTHOCTU He MNiaHuMpyeTcs, He npe-
BbiwaeT 25 %. [N OUeHKN NNHEAHOCTN crefyeT U3YyUnTb N KPUTUYECKN OLEHUTb BCHO AOCTYMNHYIO Hay4HYHO
nuTepaTypy Ha npegMeT NpornopunoHaIbHOCTU A03bl. JIMHENHOCTb NOATBEPXAAETCS, €C/IU Pa3/Inuns Mexay
CKOpPpPEeKTUpoBaHHbIMU Mo fo3e AUC HaxogAaTca B npegenax 5 %.

Ecnn 6103KkBNBa/IEHTMOCTb A5 A03MPOBKM (J03MPOBOK), 06/1afatoLeit Hanboblueli YyBCTBUTE/TbHO-
CTblO B OTHOLLUEHUM YCTaHOBNEHNS pasNnynini mexay cpaBHMBaeMbIMU NpenapaTtamu, NOATBEPXAEHA, TO NPo-
BeJeHVe 1ccnefoBaHnii 6MO3KBMBASIEHTHOCTM iN Vivo C APYrMMuM A03MPOBKaMu He TpebyeTcs.

2.6.1 O6uwmne kpuTepun 6mnoBeliBopa A8 pasIMYHbIX 403MPOBOK JleKapCTBEHHOro npenaparta

B cnyyae nogaun 3asBneHus o6 OTCYTCTBUM HEOOXOAUMOCTW NPOBEAEHUSA MUcCnefoBaHMA GUO3KBUBA-
NNEHTHOCTU B OTHOLWIEHUWN [OMOJIHUTESNbHbIX AO3UPOBOK, AO/HKHbLI ObITb CO6/OAEHBbI Criefytolne TpeboBaHNS:

a) NPoOV3BOACTBEHHBIN MpPOLEcC NieKapCTBEHHbIX MpenapaToB C Pas3/IMYHbIMW [O3UPOBKaMM AOS/DKEH
6bITb O MHAKOBbIM;

6) KaueCTBEHHbIW COCTaB J/IekapCTBEHHOrO Npenaparta C pas/IMYHbIMU J403MPOBKaMM AO/DKEH cOBNagaTb
(AaHHoe TpeboBaHMe He KacaeTCsl KpacuTesei 1 apomMaTn3aTopos);

B) COCTaB JIEKapCTBEHHbIX MpenapaToB C Pas3/IMYHbIMU A03MPOBKaMU AO/MKEH OblTb KO/IMYECTBEHHO
NpPoMNopLMOHaieH: OTHOLIEHNS MeXAy COoAepXaHveM AeiCTBYIoLWEero BelecTBa (4e/iCTBYIOLWMX BeLecTB) U
KaX0ro 13 BCromoratesibHbIX BelecTB AO/DKHbl COBMagath A58 BCeX A03MPOBOK (AaHHOe TpebGoBaHue He
KacaeTcs 060/104eK IeKapCTBEHHbIX NpenapaTtoB ¢ HeMeA /1IeHHbIM BbICBOOGOXAeHMeM, 060/104eK Kancyn, Kpa-
cuTesnieil 1 apomMaTu3aTopoB).

Ecnun KonnyecTBeHHas NPONOPLMOHa/IbHOCTbL COCTaBa OTCYTCTBYET, TO TpeboBaHMe B) BCe eLe cunTaeT-
CS BbINOJ/IHEHHbIM, €C/IN B OTHOLLEHUN UccneayemMoli 03MPOBKN 1 O3UPOBOK, A1 KOTOPbIX He npeanonaraeT-
csl NpoBefeHVe nccnefoBaHns 6MO3KBMBAIEHTHOCTU, cobaogatoTca TpeboBaHus i u il unu i niii:

i. cogepxaHve geiicTBylOLLEro BellecTBa (AeCTBYIOWNX BELLECTB) He NpeBblwaeT 5 % OT mMacchbl agpa
TabneTkn, Maccbl COAEPXNMOro Kancysbl;

ii. KONIMYeCTBEHHOE colepXXaHne BCNomorarte/ibHbIX BeLecTB afpa Tab/1eTku UM CoAepXUMOoro Kancyrbl
coBnagaeT AN BCeX PermcTpupyemblx O3NMPOBOK, N3MEHSIeTCS NNLLb CoAepXaHne AeCTBYIOLWEero BellecTsa,;

iii. KONIMyecTBEeHHOE cofepXaHue HanonuuTens(nei) N3MeHseTcs B 3aBMCMMOCTU OT CoAepXaHusa aei-
CTBYIOLLErO BELLECTBA; KOJIMYECTBEHHOE COfepXXaHue OCTaslbHbIX BCroMoraTesibHbIX BELWeCTB s4pa uam co-
[EePXMMOro Karcysbl 415 paccMaTpuBaeMbiX A03MPOBOK OCTaeTCsA HEN3MEHHbIM;

r) AaHHble TecTa CPaBHUTE/IbHOW KMHETUKN pacTBOPEHMS A0/DKHbI NOATBEPXAATL OTCYTCTBUE Heob6XxoAu-
MOCTW B MPOBeAEHUN JOMNOIHUTENIBHOIO UCCNef0BaHNA BMO3KBMBASIEHTHOCTU in Vivo.
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2.6.2 JlInHeiHasa dhapMaKoKMHeTUKa

Ecnu onncaHHble Bbille TPe6GoOBaHMA a-r) BbIMOHAKOTCS, AOCTATOYHO NPOBEAEHUsI nccnefoBaHus 61o-
3KBUBAJIEHTHOCTU B OTHOLUEHUMN OAHOM J03NPOBKU.

O6bIYHO nccnegoBaHne GMO3KBMBa/IEHTHOCTU MPOBOAUTCH A1 Hanbonblueld A03UpOoBKU. ONA nekap-
CTBEHHbIX NMpenapaToB C SIMHENHOW (hapMaKOKMHETUKOW Npu YCNOBUN BbICOKOI pacTBOpUMOCTY (papMal,eB-
TUYECKOW cy6CTaHuMn (CM. NpUioxeHue 3) nccrefoBaHne 6U03IKBUBA/TOHTHOCTU AOMYCTMMO NPOBOAUTL C UC-
NnoNib30BaHNEM MEHbLUNX [O3UPOBOK. BbIGOP MeHbLUel [03MPOBKM Takke MOXeT 6biTb 060CHOBaH C MO3ULMKi
6€30MacHOCTM UM NEPEHOCUMOCTH, Koraa npMMeHeHne HavborblLuel 403UPOBKY Y 340P0BbIX A06POBO/ILLEB
Henpuemnemo. Kpome TOro, eciv YyBCTBUTENIbHOCTb aHa/IMTUYECKOM METOAUKA He MO3BOJISIET AOCTOBEPHO
M3MepPUTb KOHLIeHTPaLMio AeliCTBYIOLLEero BeljecTBa Mpyu npueme Havbosblueli JO3MPOBK/ N1eKapCTBEHHOIO
npenapara A4onycTUMO NpuMeHeHne 60/1ee BbICOKONM [03bl (MpeAnoYTUTesIbHO UCMO/Ib30BaTb HECKO/IbKO Ta-
61eTOK C HanboNbLUEen A03MPOBKOI). MpeBbILLEHNEe MaKCMMa/ibHOW TepaneBTUYECKOM A03bl 4ONYCTUMO NLLb
B TOM C/lyyae, eC/I OHa XOPOLUO MePeHOCUTCSA 3[40POBbIMU [OGPOBObLAMW Y OTCYTCTBYIOT OrpaHUYeHnst no
cTeneHn abcopbunn Unn pacTBOPMMOCTY AeNCTBYIOLLEro BellecTBa B Tako fose.

2.6.3 HenuHeHas bapMaKokMHeTuKa

[na nekapcTBeHHbIX MpenapartoB C HeSIMHEHON hapMakoKMHETUKOW, Korga B TepaneBTUYEeCKOM Auva-
nasoHe cteneHb yBesimyeHnss AUC HenponopumoHasibHO 60/blle YBeNYeHNs NpuH1UMaemoli Ao3bl, uccre-
[oBaHWe GMO3KBMBASIEHTHOCTM O6bIYHO MPOBOAUTCS C UCMOMb30BaHWEM HanbGoMblueil A03UPOBKM Nekap-
CTBEHHOro npenapata. Kak u B c/ilyyae C /iekapCTBEHHbIMW Mpenaparamu C JIMHENHOW hapMakOKMHETUKOW
MCMO/Ib30BaHNe MeHbLUel A03MPOBKN MOXET ObiTb 060CHOBAHO 6€30MacHOCTbI0O Cy6bHEKTOB U MepPeHOCMMO-
CTblO NpenapartoB, Korja npMMeHeHne HanbosbLiei A03MPOBKN Y 340POBbIX 06POBO/LLEB Henpuemaemo. B
cnyyae HU3KOM YyBCTBUTE/IbHOCTU aHa/TUTUYECKOM MEeTOANKM A1 IeKapCTBEHHbIX MpenapaToB C He/IMHeNHOW
hapMakOKMHETUKOM AOMyCKaeTCa aHa/IOrMYHO fleKapCcTBEHHbIM NnpenapaTtam C SIMHeHOM hapMaKOKMHETUKOW
npuMeHeHne 60/1ee BbICOKMX [03.

WccnepoBaHne GMO3KBMBa/IEHTHOCTU /IEKAPCTBEHHbLIX MpenapaToB, Yy KOTOpbIX yBenuyeHne AUC He-
NPOMNOPLMNOHA/IBHO MeHbLUEe yBe/lMYyeHns A03bl B TepaneBTMYEeCKOM Ananas3oHe, B 6OMbLUIMHCTBE CriyvyaeB
TpeGyeTcs NPOBOAUTL ANA HaMGobLuel U HaMMeHbLUeli O3UPOBOK (UK A9 [,03UPOBKY, hapMakKoKUHETUKA
KOTOPOli HaxoAuTCA B JIMHEWHOM Auanas3oHe), TO eCTb B 3TOM c/lydae NpoBOAWTCA ABa MccnefoBaHUs 61o-
9KBUBAJIEHTHOCTU. ECnn HenuHeHOCTb He 06yc/ioBNeHa HU3KOM PacTBOPUMOCTbBIO, & OO BACHAETCH, Hanpu-
Mep. HacblleHNeM NepeHOCUMKOB U cobntogatoTcst TpeboBaHust ANs GUMOBEBEPOB a-r), ONUCaHHble Bbille,
1 CpaBHMBaeMble npenapaTbl HEe coAepXXaT BCMOMOrartesibHbIX BELLECTB, BAUSIOWNX HA MOTOPUKY Xenyaou-
HO-KMLLEYHOro TpakTa Win 6enku-nepeHocyYnkun, AOCTaToO4HO NpoBeAeHne 1ccriefoBaHns GMO3KBUBAJIEHT-
HOCTW C HauMeHbLUel A03UPOBKON WAM A03UPOBKONM, hapMaKOKMHEeTMKa KOTOPOW HaxoAuTCcs B JIMHENHOM
Anana3oHe. BbIGop ApYrvx A03MPOBOK MOXET ObITb 060CHOBAH HU3KOM YyBCTBUTENIbHOCTBIO aHaIUTUYECKO
MeTOAMKM, Korga NpoBefeHne nuccnefoBaHns C HauMeHbluel 4O3MPOBKOM HEBO3MOXHO NM6GO Korga npume-
HeHne Hanbosblieli [O03MPOBKM Y 3[00POBbIX A06POBO/bLEB HEMPMEMIEMO C MO3ULUA 6e30nacHOCTU Un
nepeHoCMMOCTM.

2.6.4 NccnepoBaHue KpalHUX BapuaHToOB (BPOKTUHT)

Ecnu nccneposaHne 6MO3KBMBasIEHTHOCTU TpebyeTcs NpoBecTn 60siee YeM AN ABYX AO3MPOBOK, Ha-
npuMep. BCneacTBUE pasnnuunii B NponopLumoHasibHOCTX COCTaBa, UCNOMb3YHOT NOAXO0A, NO3BOJIAIOWMIA orpa-
HUYNTLCA NPOBefEeHNEM MCCefoBaHuli KpaliHMX BapyaHToOB. B Takom crnyyae AonycTMMO MpoBefdeHue ABYX
nccnefoBaHnini GUO3KBUBAIEHTHOCTU, €CN BblGpaHHble A1 UccnefoBaHnsa A03MPOBKU NpeacTaB/isoT co60oi
KpalHue 3HayYeHusl, HanpumMep, ¢ MakCMMaslbHbIM U MUHUMasIbHbIM COZepXaHueM AeCTBYIOLEro BellecTBa
W Hanbosiee CyLLEeCTBEHHO OT/IYAIOLLMECS MO cocTaBy (KOrAa OT/IMuus Mo CocTaBy APYrMx A03MPOBOK yKna-
[blBalOTCA B 9TY Pa3HOCTb).

Ecnu uccnepoBaHne 6GMO3KBMBA/IEHTHOCTWU MpeanonaraeT NpoBefeHWe WUCCrefoBaHuii nNpu npveme
npenapatoB B ABYX A03MpPOBKax HaTolak 1 nocne npuema nuum (BcneactBue HenuvHeliHol abcopbuun nnm
OTKNOHEHWI OT NPONOPLIMOHa/ILHOCTM cOoCTaBa), AOCTAaTOYHO NPOBECTUN UccnefoBaHMe HaToLWakK 1 nocne npu-
eMa Ny Anst O4HOM [03MpoBKU. OTCYTCTBME HEOBXOAMMOCTU NMPOBEAEHUS UCCNef0BaHUA HaToLlaK Win
nocne npuema nNUWM 415 ApYrux AO3MPOBOK (6roBeliBep) MOXeT 6bITb 060CHOBAHO AaHHbIMU UTepaTypbl
N (UWnNn) gaHHbIMKM O DapMaKOKUMHETUKE, MOSTYHEHHbLIMU NPU U3YYEeHUU KUCCredyeMOol O03UPOBKU U3 OPYrux
nccnefoBaHuii, NPOBEAEHHbIX HaToWak 1 nocne npuema nuwm. Mpy BbiGOpe yCnoBuii NpoBeneHUs Uccre-
[OBaHWi (HaTowak UaM nocsie npuema nuwm) 4 U3yvyeHns oCTasibHbIX A03MPOBOK MpeanoYTeHne oTaaeT-
Cs1 yc/nioBMAM, 06najalolnM HanbosIblueil HyBCTBUTE/IbHOCTBIO B BbISIB/IEHUM BO3MOXHbIX Pa3fiMunii Mexay
CpaBHMBaeMbIMU NpenapaTamMu.
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2.6.5 KomMbuHMpOBaHHble NeKkapCTBEHHble NpenapaThbl

B oTHOLWeEHNN BCeEX KOMOBUHMPOBAaHHbLIX SIEKAPCTBEHHbIX NpenapaToB A0/DKHbI BbINO/HATLCA TpeboBa-
HWA NPONOPLMOHANILHOCTN COCTaBa, ONucaHHble Bbllwe. [pu pacyeTe KOSIMYECTBEHHOTO COAEePXaHUsA Kax40ro
AelicTBylOLLEero BelecTsa B PMKCMPOBaHHONM KOMBMHaLUN ocTaslbHble AeliCTBYOL e BelecTBa A0/DKHbI pac-
cCMaTpuBaTbCs B KayecTBe BCMOMOraresibHbIX. Kaxablii C/10li ABYXC/OHbIX Tab6/1IeTOK MOXET paccMarpuBaTb-
Csl He3aBUCKMO.

2.7 MeTtogonorvus 6MoaHasIMTUYECKOW YacTu uccieoBaHus

BuoaHanMtMyeckas 4yacTb uccnefoBaHuii GUO3KBMBANIEHTHOCTU A0/KHA NPOBOAUTLCS B COOTBETCTBUMN
C MpyHUMNaMy Hagsiexatlieli nabopatopHoi npakTnku (GLP). npumeHseMbIMu B 0651aCT o6palleHns nekap-
CTBEHHbIX CPeACTB.

[na nonyyeHnss LOCTOBEPHbIX Pe3y/bTaTOB UCCNEAO0BaHUA U UX YA0BNETBOPUTENILHOW MHTEpNpeTauuu,
Heo6X0AVMO MPOBECTVM BCECTOPOHHIO OLEHKY MCMO/b3yeMbIX GMOaHa/IMTUYECKUX METOAMUK, MPOBECTU WX
NOJIHYIO BaNUAaumio N 4OKYMeHTasIbHO 0pOpMUThL. B KaXkAoM aHaIMTUYECKOM LMK/e B pamkax nccnefoBaHms
Heo6Xxo0AMMO NoATBEPAUTL NPUrOAHOCTb METOAMKN C UCMO/Ib30BaHNEM KOHTPO/IbHbIX 06pa3LoB.

OCHOBHbIMUN XapakTepucTukamm 6noaHaIMTUYECKO MeTOANKM AN oGecneyeHns NpMemMseMoCcT 1 A0-
CTOBEPHOCTU MOJIYHYEHHbIX aHASTIUTUYECKUX AAHHbBIX ABMAKTCA CENIEKTUBHOCTbL, HWXHWUIA Npeaesnt KOfiM4yecTBeH-
HOro onpegeneHns, PyHKUMs oTkInka (hopma rpagympoBOYHON KPUBOIA), MPaBUIbHOCTb, NPELV3NOHHOCTb U
CTabuIbHOCTb (YCTONYMBOCTD).

Mockonbky nogaaroLiasics 06HapyXXeHUI0 KOHLEeHTpaLmsa aHasIn3npyemoro BeLlecTsa A0 npvema nekap-
CTBEHHOrO npenapara A0J/hKHa cocTaB/IATb 5 % OT CTBX U MeHee, HWXHWIA npeaen KoIM4ecTBEHHOTo onpeje-
NeHnss METOAVKN A0/HKeH obecneunBaTtb onpefesieHne KoHLeHTpaumm s 5 npoueHToB oT CTax (CM. B nogpas-
nene 2.8 «3hhekTbl NnepeHoca»).

B npoTokone uccneoBaHus HEO6X0AMMO 3apaHee NpeaycMOTPeTb BO3MOXHOCTb MPOBEAEHMS NOBTOP-
HOro aHanmMsa mnccregyemMbix o6pasLoB. Kak npaBu/io, NOBTOPHbIV aHa/n3 o6pa3uoB No hapMaKoKMHeTnYe-
CKMM MpUYMHAM He AO0MYCTUM, YTO OCOBGEHHO BaXHO ANA UCCNefoBaHUi 6MO3KBUBA/IOHTHOCTU, TaK Kak 3TO
MOXET NCKa3UTb pe3y/ibTaTbl UCCeA0BaHUS.

Nnua, ocyllecTBasOWMe aHann3 o6pasLoB, He AO/MKHbI 3HaTb O MPUMHMMaeMbIX CybbekTaMmu npenapa-
Tax.

2.8 OuoHKa pe3ynbTaTtoB

MonpaBKy Ha pa3IMuns B KOJIMHECTBEHHOM OMnpefesieHnn Mexay CEpUAMU UCCTeAyeMOro n pedepeHT-
HOrO fleKapCTBEHHbIX NMpenapaTtoB B UCC/ef0BaHUAX GMO3KBMBAIEHTHOCTU ANA (hapMaKOKMHETUYeCKNX na-
pamMeTpoB BBOAMUTb, Kak MpaBusio, He Aonyckaetcsa. OHaKO B UCKMOUUTESIbHBIX Crlyvasx, Korga passimuus
Mexay cepusaMmn peddepeHTHOro npenapara v Uccriefyemoro npenapara He npesbliwatoT 5 % (cMm. nogpas-
nen 2.2), Takas nonpaeka gonyctuma. lonpasky, Hapsagy € pesynbTaTaMu KOMYeCTBEHHOro onpegesieHus
[elicTBylOLLero BellecTBa B UCC/le[lyeMOM npenapaTte n pedepeHTHOro npenapara, Heo6xoAuMMO OTpasuTb
B [JOKyMeHTaLumn nccrefosaHus.

2.8.1 OT60p cy6BbEKTOB A1 aHann3a pesybTaToB

B ctatuctnyeckuii aHain3 Heo6Xxo4MMO, MO BO3MOXHOCTU, BK/IHOUUTL BCEX CYObEKTOB, MPUHUMAaBLUNX
npenapar. OfHaKo CyObEKTbI, yHacTBOBaBLUME B NEePEKPECTHOM UCC/ie0BaHnM, Y KOTOPbIX OTCYTCTBYIOT AaH-
Hble KakK Mo nuccnegyemMomy npenapary, Tak u pepepeHTHOMY npenaparty, Win cybbekTbl, yHacTBOBaBLUME B
napasiieflbHoM UccnefoBaHUN, Y KOTOPbIX OTCYTCTBYIOT [laHHble eAUHCTBEHHOro aTana, He [OJ/DKHbl BK/IO-
4aTbCA B aHa/IN3.

O6paboTKy AaHHbIX BCeX CyObEeKTOB, MPUHUMAaBLLMX /1eKapCTBEHHbIW npenapaTt, He06Xxo4MMO OcCy-
LWecTB/ATb OAMHAKOBbIMM MeTogamu. B npoTokosie uccrnefoBaHUSA He AOMNyckaeTcs npefycMmaTpusatb
BK/IIOYEHNE B aHa/In3 AaHHbIX 0 «Ay6repax» [06POBO/IbLEB TOMLKO C LEsblo 3aMeHbl JaHHbIX UCK/TIOYeH-
HbIX CyOGBHEKTOB. [laxe ecnv B Xofe MUCCefoBaHusA He 6blI0 BbIGbIBaHWI N3 UCCnefoBaHus, He06Xo0ANMO
npefycMoTpeTb BK/HOYEHME B aHa/IN3 BCeX Cy6bEeKTOB, MPUHABLUMX npenapart. Takum o6pas3oMm, BK/IOYaTb
Ay6n1epoB, NpoxXoAalmx npoLeaypbl uccrefoBaHna 6MO3KBNBA/IEHTHOCTU OTAE/IbHO OT OCHOBHOW BbIGOPKH,
He JonyckaeTtcs.

B nccneposaHun ¢ 6os1ee YeM ABYMS rpynnamMu cpaBHeHUs (Hanpumep, TpexsepnogHoe nuccnegosaHme
C ABYMsi peddepeHTHbLIMWN NIEKaPCTBEHHLIMM MpenapaTtaMmn Win YeTblipexnepuogHoe uccnefoBaHne npu npu-
emMe HaToljak 1 nocne npvemMa nULM) aHaan3 Mo Kaxgol cpaBHMBaeMOW nape HeO6XOAMMO OCYLLEeCTBIATb
NULb nocne npeasapuTesibHOro NUCKIIOYEHNs JaHHbIX, He OTHOCALLMXCS K CpaBHMBaeMbIM rpynnam.
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2.8.2 KpuTepumn ncknovYeHns cy6bekToB U3 aHanunsa pesynbTatoB

ANna 06beKTUBHONM OLEHKN pe3ynbTaToB paH4OMU3NPOBaHHbIX UCCefoBaHUA HeO6X0ANMO, YTOObI Ha-
6noaeHe N BeleHMO BCeX CyOBbeKTOB OCYLLEeCTB/IANIOCL MO eAnHbIM npasuiam. 3TU npasuia He [O/DKHbI
3aBMCeTb OT MPUHMMAEMOro fiekapCTBEHHOrO npenapara Win Ucxofa, No3ToOMy pellueHue 06 UCKIIYeHUn
cybbekTa 13 CTaTUCTUYECKOro aHasim3a Heob6XxoAMMO NPUHATL A0 Havasna 1abopaTopHOro aHanmMsa obpasLoB.

Noban nNpuunHa MOXeT ABNATLCA KPUTEPUEM WUCKIIOYEHUS CyObEeKTOB, ec/in OHa 3apaHee onucaHa
B NPOTOKO/Ie UCCNefoBaHUsA, a pelleHne 06 UCKIIYEeHUM NPUHATO A0 Havana aHanusa obpasuoB. OgHako
BCM1eCTBUE CHWKEHUSA CTAaTUCTUYECKOW MOLLHOCTU UCCnefioBaHusA, a Takke npyv Heo6Xxo4MMOM MUHUMYMeE B
12 cy6beKToB cnefyeTt nsberatb UCKIHOYEHUS NOCeAHUX U3 UCCef0BaHNSA.

[onyCcTUMbIMU KPUTEPUAMWN UCKTKOUYEHNS CYyOBEKTOB U3 NCCNeA0BaHNSA SABNASIOTCA, HanpumMep, peoTa uim
Ounapes, KOTopble CNOCOOHbI UCKa3UTb pe3ynbTaTbl U3MEPEHNS KOHLLEHTpaLMM aHanM3npyemMmoro BewecTtsa. B
VCKNIOUUTESIBHBIX CUTYyaUUAX KPUTEPUEM UCKTHOYEHUS TaKKe MOXET CNYXUTb OfHOBPEMEHHOEe MpUMeHeHne
LPYrX nekapcTBeHHbIX NpenaparTos.

B npoTokone uccnefoBaHMa HEOO6XOAMMO 3apaHee onucartb A4oMNYyCTUMbIe KPUTEPUN NCKTOYEHUS CYOb-
€eKTOB M3 aHanM3a pe3y/bTaToB. ECvM BO3HUKAET cuTyauums, TpakTyemas Kak KpuTepuidi UCKIoYeHus, ceeje-
HUA O Hell Heo6XOAMMO 3aHeCTU B UHAMBMAYaIbHYIO PErMCTPaLMOHHYHO KapTy B XOo4e NpOoBeAeHUs Uccnepo-
BaHuA. MicknroyeHne cy6bekToB, OCHOBaHHOE Ha 3apaHee NpeayCMOTPEeHHbIX KpUTepUsX, Heo6XoAUMO YeTKO
0TpasnTb N NEPEYNCNNTb B OTHeTE 06 UccrefoBaHUN.

BBnay HeBO3MOXHOCTM OTAENUTb BUSIHME JleKapCTBEHHbIX MNpenapaToB OT Apyrux hakropos, BAUS-
oWmMx Ha hapMakoKUHETUKY, UCKIIOYEHNE AaHHbIX TO/IbKO HA OCHOBaHWUM CTaTUCTUYECKOro aHanmsa uav no
hapMaKkOKMHETUYECKUM MPUYNHAM He fornyckaeTca. ICKNoYeHnamMm n3gaHHoro npasuia ssnisioTcs:

a) cy6beKkTbl, B MasMe KOTOPbIX KOHLeHTpauuns pehepeHTHOro fekapCcTBEHHOro npenaparta He onpe-
JenseTca nnn onpefenseTca NUb B HE3HAYNTE IbHbIX KOnyecTBax. KOHUEeHTpaunum aHanmsnpyemMmoro Belue-
CcTBa B M/1a3Me NMpu3HaKTCA 04eHb HU3KUMK, ecnm ero AUC He npeBbiwaeT 5 % OT cpefHeli reoMeTpruyeckoi
AUC pedrepeHTHOro 1ekapCcTBEHHOTO Npenapata (paccumntaHHoli 6e3 yyeTa AaHHbIX Cy6beKkTa ¢ BbiGpocamu).
MckntoveHve gaHHbIX MO 3TOM NpuyMHe AONYCTUMO /IMlUb B EAUHUYHBIX Clly4asx, U B LLe/IOM CTaBUT Nog co-
MHeHWe [OCTOBEPHOCTb (Ba/IMAHOCTbL) NPOBEAEHHOIo UCC/ef0BaHNA.

6) CyOBEKTbI C HEHY/1IEBOW UCXOAHOW KOHLEHTpaumel aHaM3npyeMoro BellecTsa, nNpeBblwatrowen 5 %
oT Crax. Takue gaHHble HE06X0AMMO UCKIOUYUTL U3 UCCefoBaHNA BMO3KBUBAIEHTHOCTU (CM. Aanee «3d-
hekTbl nepeHoca»),

B OTHOLLUEHMN NTEKaPCTBEHHbIX NpPenapaTtoB C HEMeA/1eHHbIM BbICBOGOXAEHNEM BbILLEONNCAHHbIE CUTY-
auuMu MOryT BO3HMKaTb B Clyyae HecobnioaeHns cyobekTamm pexmnma nccnefgoBaHnsa Nan HefoctaToyHoOM OT-
MbIBOYHOM Mepuoge. Ana npefynpexpeHns Takmx cutyauuii, B NepBoM C/lydaB HEO6X0AMMO NpeaycMoTpeTb
OCMOTP POTOBOW MOMIOCTU CYOBEKTA, UTOObI YAOCTOBEPUTBLCS, YTO SIEKAPCTBEHHbIN Npenapat 6bl1 NPOr/oYeH,
BO BTOPOM — MNpeAyCcMOTpeTb AOCTATOUHbIV OTMbIBOYHBINA nepunog,. Bnonornyeckne obpasubl Cy6bHLEKTOB, UC-
K/TFOYEHHbIX U3 CTAaTUCTUYECKOTO aHanim3a, Heo6Xxo4uMOo NpoaHann3nposaTh, a UxX pesynbTaTtbl NpeacTaBuTb B
oTyeTe 06 nccnegosaHun (cm. ganee «fMpegcraBneHve gaHHbIX»).

Kak ykasaHo B nogpasgene 2.4. AUC(q.) 4OMKHa nepekpbiBatb He MmeHee 80 % AC/C(0,,). TeM He me-
Hee. eCNn 3TO NPaBU/IO HEe BbIMOJTHAETCA, CYOBEKTbI He [O/HKHbI UCKTOYaTLCA N3 CTATUCTUYECKOro aHanmnsa.
OpHako ecnm /WLIC{O0.,) He nepekpbiBaeT 80 % AL/C(0,,) B 60nee yem 20 % cny4vaeB, pe3y/nbTaTbl Takoro
nccnefoBaHMA OOMKHbI O6bITb MOCTaBsleHbl NOA4 COMHeHMe. 3To TpeboBaHMWe He NPUMEHMMO B OTHOLLEHUU
nccnefoBaHuii ¢ ANNTENIbHOCTLIO OT60pa 06pasLoB B TeueHne 72 4 n 6onee, korga Bmecto AUC(Qt) ncnonb-
3yetca AUC 72 u.

2.8.3 AHanuanpyemble napamMmeTpbl U OoNycTUMbIe npeaensl

B nccneposaHnsax 6MO3KBUBANIEHTHOCTM C OAHOKPATHbIM NMPUEMOM JleKapCTBEHHOro npenapara K uc-
cnepyembiM hapMakoOKMHeTMYeCKMM napameTpam oTHocatcsA: AUC(0-() mam AUC(0 72 4) COOTBETCTBEHHO U
C,rax- OTHOLWEeHME AaHHbIX NapaMeTpoB UCC/eyeMOro JIeKapCTBEHHOroO rnpenapara K pepepeHTHOMY siekap-
CTBEHHOMY NnpenapaTy A0/DKHO nexaTtb B uHTepBasie 80.00— 125,00 % npu 90 %-m AoBepuTe/iIbHOM UHTEpPBA-
ne. F'paHnLbl MHTEPBA/IOB OKPYIAKTCA A0 ABYX 3HAKOB NOC/e 3ansToNn.

K n3yyaemblM napameTpam uccnefoBaHuii 6GUO3KBUBANIEHTHOCTU JIEKAPCTBEHHbIX MpenapaTtoB C He-
MeA/IeHHbIM BbICBOGOXAEHMEM C OMNpPeAeNeHNEM PaBHOBECHON KOHUEHTpauum oTHocsTest AL/C(0,4 n Ctax
KOTOpble AO/MKHbI ObITb B Npefesiax ykasaHHbIX MHTEPBasIOB.

Ecnn B KauecTBe 61MO/0rMYECKOro Matepmana ucnonb3yetrca Moya, nokasartesib Ae(Q/) 4ONXKeEH fexaTtb
B HTepBasne, onncaHHom s AUCQ,y a Rmex — B nHTepBasie gna Crax.

CraTuctnyeckas oueHka fimex He Tpebyetcsa. OgHaKO eCcnu ykasblBaeTcsl, YTO 6bICTPOE BbICBOGOXAEHNE
MMeeT KIMHNYECKY0 3HAUMMOCTb Y BINSET Ha Ha4yasio AelicTBUA v NPUBOAMUT K HeXenatesibHbIM peakumsm.
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3HAUYNMbIX pas3NNyUnii B thax 1 ero BapmabenbHOCTU Mexay nccnefyemMbimMm 1 pepepeHTHbIM SIeKapCTBEHHbIMMN
npenaparamun 6bITb He AO/DKHO.

JonyctTumble npegenbl 6UO3KBUBASIEHTHOCTM NIEKAPCTBEHHbIX NpenapaToB C Y3KUM TepaneBTUYeCKUM
Anana3oHoM criegyeT Cy3uTb (CM. nogpasfen 2.9 HacTosuero ctaHaapTa). [N nekapcTBeHHbIX NpenapaTos
C BbICOKOV BaprabenbHOCTbio CTax B C/lyvae Ha/lmuns COOTBETCTBYHOLWEro 060CHOBaHNSA 3TU FpaHuLLbl MOTYT
6bITb paclwmpeHbl (cM. nogpasgen 2.10).

2.8.4 CTaTucTMYeCcKUin aHanuns

B KauecTBe OCHOBHOroO KpuTepusi 6M03KBMBANIEHTHOCTU UCNONBL3YIOT 90 %-Hble fOBepUTENbHbIE UHTEP-
BaUlbl /19 OTHOLLEHUA reOMeTPUYECKMX CPedHUX uccnegyembix hapMakoKMHETUYECKUX NapaMeTpoB A/1s UC-
cnefyemoro npenapata n pedepeHTHOro nApenapara.Takoli noaxon paBHOCUEH ABYM OAHOCTOPOHHUM MpPO-
BEpKaM HysieBOM rmnoTtesbl 06 OTCYTCTBUM GUO3KBUBASIEHTHOCTU (O HEOGMOIKBUBAIEHTHOCTU) NpU 5 %-HOM
YPOBHE 3HAYMMOCTW O/19 KaXK[,0ro TecTa.

CpaBHeHue nccnegyemMbix hapMakoKMHETUYECKMX NapamMeTpoB NPOBOAAT C MOMOLLbIO ANCNEPCUOHHO-
ro aHanmnsa (ANOVA). insa aToro npegsaputesibHO NPOBOAAT AorapndmMmnyeckoe npeobpasoBaHne faHHbIX.
Mocne 4yero NpoBOAAT ANCMNEPCUMOHHbIA aHaIn3 U Ha OCHOBE ero pe3ys/bTaToB CTPOSAT AOBEpPUTESIbHbIE WH-
TepBasibl (B /lorapnpmMmMyeckoii Wwkane) ANs BbIABMEHUA Pas/INuvMii MeXxay CpaBHMBaeMbIMU NpenapaTamu.
MonyyeHHble AoBepuTe/ibHblE WHTEpPBa/lbl NoABepralTca o6paTHOMY Npeo6pa3oBaHnto, YTO6bl NMOCTPOUTL
Xenaemble OBEPUTESbHbIE UHTEPBaUIbI /11 OTHOLWEHUSA CPpefHUX B UCXOAHbIX (HE Npeobpa3oBaHHbIX) eAnHU-
Lax n3MmepeHus. Vicnonb3oBaHne HeslapaMmeTpuyecknx MeTofoB CTaTMCTUYECKOrO aHasims3a He AonyckaeTcs.

B npoTokone nccnegosBaHna HeO6xoAMMO 3apaHee NpefycMoTpeTb BbIGOP KOHKPETHOW CTaTUCTUYECKOW
MoZenn aHanmsa. CTaTUCTUYECKWI aHaIM3 A0J/DKEH MPUHMMAaTb BO BHMMaHWe MCTOYHUKM BapuabesibHOCTH,
CMoco6Hble MOBAVATH Ha M3y4aeMylo MepemMeHHylo. B Takoli mogenu AMCNEPCUOHHOro aHaan3a MPUHATO
ncnonb3oBaTb Takme hakTopbl, Kak nocrnefoBaTeslbHOCTb, CyObeKT nocnefoBaTesibHOCTU, Nepuog 1 fiekap-
CTBEHHbIV Npenapar. B oTHoWweHMN Bcex 3TnX hakTOpoB crieAyeT UCMOb30BaTb (PMKCUPOBaHHbIE, a He Ciy-
YaliHble adhdeKTbl.

2.8.5 9hpekTbl nepeHoca

He pgonyckaeTcsa MCnosib3oBaTth pe3yfbTarbl NPOBEPKN Ha ahheKT nepeHoca Ana NPUHATUA Kakux-imbo
peleHnii, BANSAIOWMX Ha aHan3 (HanpumMmep, aHasn3 AaHHbIX, MNOlyYeHHbIX TO/IbKO M3 NepBoro nepuoga uc-
cnepoBaHus). BepoATHOCTL NepeHoca MOXeT 6bITb HanpAMYyto yuyTeHa npu otbope obpasua 6Monornyeckom
XUAKOCTU A0 npremMa SleKapCTBEHHOIO npenapara BO BTOPOM Nnepuoge nccnefosaHvs (M. ecnm npuMeHnMmo,
B NocneayoLwmx).

Ecnn koHueHTpaumsa Ao npuema fiekapcTBEHHOro npenapara npesblwaeT 5 % ot CTtax, TO cBefeHus,
nosly4yeHHble OT Cy6bekTa B JaHHOM Nepuoje, UCKIIYaroTCAa N3 CTaTUCTUYECKOTO aHa/in3a. 3TO 3HauuT, 4YTo B
pamMkax ABYXNepUoAHOro UccrefoBaHnsA Takol cyObekT BblObIBaeT U3 aHanm3a. MpoaomkeHne nccnenoBaHns
cuynTaeTcs HenpuvemnembiM, eC/IN YUACIO NOAJIeXalnX aHann3y CyObeKkToB OKa3anocb MeHee 12. [laHHbIN
noaxoA, He NPUMEHUM K UCCIe40BaHNI0 IHAOTEHHbIX COeAVHEHNIA.

2.8.6 iByxaTanHbll gn3aiiH nccnefoBaHus 6M03KBUBANIEHTHOCTMN

WccnepoBaHne 6GUO3KBMBAIEHTHOCTU AONYyCKaeTCA NpoBOAUTL B ABa 3Tana. Ha nepBom aTane npoBo-
ONTCA vccnefoBaHVe Ha HadyaslbHO (NepBUYHOI) rpynne Cy6bekToB C aHa/IM30M MOJTyYEHHbIX Pe3y/ibTaToB.
Ecnn 6103KBMBaIEHTHOCTb HE NOATBEPXAAETCS, TO MOXHO HabpaTb AOMOMHUTE/IbHYIO Fpynny U 06beANHUTL
pe3ynbTaTbl, NOAyYeHHble B 06enx rpynnax Ans oKoHYaTeNbHOro aHanusa. Ecnu BblbpaH Takol nogxop, TO
HY)XHO MPUHATb onpefesieHHble Mepbl, YTOObl COXPaHUTb HEM3MEHHOW BEepOSiTHOCTb OLWMGKW NepBOro poga
015 BCEro nccrnefosaHus, Npy 3TOM CTaTUCTUYECKME KPUTEPUM OCTaHOBKWN MCCNefoBaHNs Heo6X04MMO YeTKO
onpeAennTb A0 ero Hauyasna. AHann3 faHHbIX, NONYYEHHbIX B XO4e MepBOro aTana, MOXHO paccMmaTtpuBaTb
KaK MPOMEXYTOUHBIN, 1 06a aHasIM3a Heo6X0AMMO MPOBOANTL MO CKOPPEKTMPOBAHHBLIM YPOBHAM 3HAYMMOCTH.
[Ans poBepuTeNnbHbIX UHTEPBA/IOB CneAyeT NCMOb30BaTbk CKOPPEKTUPOBAHHYO BEPOATHOCTb, PaBHYIO He Me-
Hee 90 %. Hanpumep, ncnonb3oBaHne 94.12 %-HbIX OBEPUTENIbHbLIX MHTEPBA/IOB 4151 060MX aHa/IM30B Ha
nepBom aTane un ana o6beAnHEHHbIX AaHHbIX NEPBOro 1 BTOPOro 3Tanos 6yAeT NnpuemMsaeMbIM, OHaKOo Cyllie-
CTBYET MHOXECTBO APYrMX BapuMaHTOB, U BbIGOP, KaKOW YPOBEHb 3HAYMMOCTM (a) MCNO/b30BaTh A/ MpoMe-
XXYTOUYHOrO aHanmsa, ABNAETCHA NpeporatMBoi CnoHcopa uccnefosaHns. B npotokone Heob6xoaAnMMo 3apaHee
onucatb AByxX3TanHblil An3aiiH nccrefoBaHNs Hapsay CO CKOPPEKTUPOBAHHbIM YPOBHEM 3HAUYMMOCTU.

Mpn aHann3e 06beANHEHHbIX AaHHbIX, MNOYYEHHbIX B X04e ABYX 3Tanos, hakTop «3Tan» Heo6Xxoanmo
BK/1OYNTb B MOZE/b AUCNEPCUOHHOMO aHanmsa.

2.8.7 NpeacTtaBneHve faHHbIX

[ONs Kaxaoro u3 cpaBHMBaEMbIX SIEKAPCTBEHHbIX NMPenapartoB B OTHETHOM AOKyMeHTauum Heo6xoaMmMo
npeacTaBUTb BCE 3HAYEHUA MHAMBUAYaSIbHbIX KOHLEHTpaunin u dapMakoKMHeTUYeCKUX napameTpoB Haps-
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Ay C faHHbIMM onucaTeflbHOM CTAaTUCTUKU BK/IOYas reoMeTpuyeckoe cpefHee, MefuaHy, apudmeTmyeckoe
cpefHee, CTaHAAPTHOE OTK/IOHEHWE, KOIPMULMEHT Bapuaumm, MakCuMmasibHble U MUHUMa/IbHbIE 3HAYEHUS.
NHAnBMAayanbHble KpUBbIE KKOHLEHTpauMsa-Bpemsi» creayeT NpeacTaBuThb Ha IMHEeHOM 1 norapudmmnyeckoii
wkanax. Heo6xogMmo onvcaTb MeTog NoslyyeHnst PapMakoKMHETUUECKMX NapaMeTpPoB M3 UCXOAHbIX AaHHbIX
N KOSIMYECTBO TOYEK B TEPMUHA/ILHON MorapudMmnyeckoil gpase, UCNOMb30BaHHbIX A1 OLEHKU KOHCTaHTbI
CKOPOCTV TepMUHA/IbHOM aMMUHAL MK (KOTopasi UCMOJIb3yeTcs A1 [OCTOBEepPHOI oueHkn AUC(O.,,).

B KauyecTBe OCHOBHbIX Pe3y/IbTaTOB CTATUCTMYECKOIO aHasin3a M3yyeHHbIX hapMaKkoKMHETUYECKMX Na-
pameTpoB c/leayeT yKasblBaTb TOUeUHble OUeHKN U 90 %-Hble 4OBEPUTEIbHbIE UHTEPBaIbI A4/1S1 OTHOLEHUS
CpefHUX 3HaYeHWA.

CnepyeT Takxe npunaratb TpaguLMOHHbIE pe3ynbTupyoLme TabmLbl ANCNEePCUOHHOIO aHanm3a, BKIo-
yasi pesy/ibTaTbl CTATUCTUYECKUX TECTOB A1 BCeX aPDEKTOB B UCMOMNb30BAHHOM MOAE/N.

OTYeT HEO6X04MMO AeTaIM3nMPoBaTh HACTO/LKO, YTOGLI (PaPMAaKOKMHETUYECKUIA 1 CTaTUCTUYECKM aHa-
M3bl MOXHO 6b1/10 BOCMPOM3BECTH, TO OCTb C/ieAyeT BKIOUMTL TOUHOE Bpemsi 0T60pa 06pasLoB nocsie npu-
ema npenapara, KOHUeHTpauuu AeliCTBYIOWEro BeLecTBa, 3HaYeHUsi (papMakoKMHETUYECKMX MnapameTpoB
ANA KOKAOTo Cy6bekTa Ha KakAoM aTane 1Ucc/efoBaHus U CXeMy paH4oMU3auum.

Heo6xoanmMo noApo6GHO onucatb BCe Crlydan Bbl6bIBaHWS U UCKOHYEHNs] CYGBHEKTOB 13 UCCNef0BaHus.
Mo BO3MOXHOCTM, /151 KaXKAO0ro Takoro Cy6bekta B OTAe/IbHOM AOKYMEHTE HEO6X04MMO NPeACTaBUTb AaHHbIe
0 KOHLEHTpauMmn 1 hapMakoKMHETUYECKMX NapameTpax, HO He BK/ItoUYaTb UX B 06LLMI CTaTUCTUYECKNI aHann3.

BroaHanMTMUeckyro METOAUKY HEO6X0AUMO OLEHNUTb 1 OPOPMUTL JOKYMEHTa/IbHO A0 Havyana Uccneno-
BaHWs 6MO03KBMBANIEHTHOCTU (Ba/IMAAUMOHHBIM OTUYET 40 Hadana uccrefoBaHust). Heo6xoaMMo npeacTaBuTb
6uoaHaIMTUYECKMII OTYUET B COCTaBe WTOrOBOro OT4YeTa WCCNefoBaHUsi 6UOIKBUBASIEHTHOCTU. OH [JOSKEH
BK/IlOYaTb KpaTKoe OnucaHue WCMNosib30BaHHOW GMOaHaIMTUYECKO METOAMKWU, pe3y/ibTaTbl MO BCEM rpagy-
MPOBOYHBLIM pacTBoOpam (CTaHAapTam) M KOHTPOSbHbIM 06pasuaM. Heo6XxoaMMo NpeacTaBuTb AOCTAaTOUHOE
KOJIMYECTBO XPOMATOrpaMmM W/v APYrMX UCXOAHbIX AaHHbLIX, OXBaTbIBalOWMX BECb AMAnNa3oH KOHLUEeHTpauui
ONS1 BCEX rPafyMpoBOYHbLIX PacTBOPOB (CTAHAAPTOB) M KOHTPOJ/IbHLIX 06pa3uoB, a Takke UCMbITYeMbIX (aK-
TUBHbIX) 06pa3sLOB (BCe XpomaTorpaMMbl 1 Apyrue nepBuYHble AaHHble He MeHee YyeM OT 20 % Cy6bekToB
C COOTBETCTBYIOWMMM KOHTPO/MIbHLIMY 06pasuaMm 1 rpagynpoBOYHbLIMM pacTBopaMuycTaHaapTaMmu LVK/IOB,
OTHOCSILLMXCS K YKa3aHHbIM Cy6bekTam.

Ecnv B OTHOLIEHMM OnpefesneHHol A03UPOBKA OMNpeaesieHHOro /IekapCTBEHHOTO npenapara nposeje-
HO HECKO/IbKO MCCMeA0BaHWi, YacTb U3 KOTOPbIX NMOATBEPXKAAET ero 61MO3KBMBA/IEHTHOCTb, @ YacTb HET. BCO
COBOKYMHOCTb flaHHbIX HEOGXOAMMO paccMaTpuBaTh Kak efuHoe Lesoe. B pacueT Heo6XxoAMMO MpUHUMATL
TOMbKO MCCMefoBaHWs, NPOBEAEHHbIe Kak OnucaHo B pasgesie 2.1 HacToswero ctaHgaprta. Hanvumne uccne-
[0BaHWii. NOATBEPXKAAOWNX 6UOIKBUBASIEHTHOCTb, HE AB/SIETCS NOBOLOM He paccMmaTpuBaTtb UCCeL0BaHus,
B KOTOPbIX OHa He moaTBepxaeHa. CnegyeT TwaTeNbHO NPOaHaIM3NPoBaTh BCe pe3y/ibTaTbl M 060CHOBATb
BbIBOA, O HaMUNM 6UOIKBUBASIEUTHOCTU. B KauecTBe anbTepHaTBbI B AOMNOJIHEHNE K UHAVBUAYaSIbHBIM UC-
C/lefloBaHNAM, No BO3MOXHOCTH, fONYyCKaeTcsi NpoBegeHne 0606WEeHHOro aHanm3a Bcex NccnefoBaHmnin. He-
JonycTrMo 0606wWaTh uccnefoBaHusi, He NoATBepXatoLe Hanmume 6MO3KBUBA/IEHTHOCTH, HE BK/THOYas UC-
C/efloBaHVA. NOATBEPXKAAIOLMNE €€ Hann4ue.

2.9 NlekapcTBeEHHbIe NpenapaTthbl C y3KUM TepaneBTUYEeCKUM AMana3oHoM

[onyctumbliii nHTepsan ana AUC nekapCTBeHHbIX NpenapaToB € y3kMM TepaneBTUYeCcKUM Anana3oHoM
cnepyeT cy3nTb Ao 90.00— 111,11 %. MockonbKy. CTax 3aHMMaeT 0co60e MecTO C TOYKM 3peHus adpdek-
TUBHOCTMW. 6€30MacHOCTM Y MOHUTOPUHIa KOHLeHTPaLn aHa/IM3upyemMoro BelecTBa, AONYyCTUMbIM NHTepBaUl
0151 AaHHOTo napameTpa Takxe criegyeT cy3uTb A0 90.00—111.11 %. MpuBecTn ncyepnbiBatoliee onpeagene-
HUe NekapCcTBEHHbIX NpenapaToB C y3KUM TepaneBTUYeCcKMM Arana3oHOM HEBO3MOXHO, NO3TOMY peLleHue 06
OTHEeCeHWN AeiCTBYIOLLErO BellecTBa K 3Tol rpynne cnegyeT NpyHMMaTh Ha UHAUBUAYaIbHOW OCHOBE, NCXOAsA
13 KJIMHUYECKNX OCOBEHHOCTEN AeCTBUA U NPUMEHEHUS NIEKaPCTBEHHOrO npenapara.

2.10 lekapcTBeHHble npenapaTbl C BbICOKOW Bapuabe/ibHOCTbIO

Ecnu BHyTpUnHanBngyanbHaa BaprabesibHOCTb hapMaKOKMHETUYECKOro napameTpa npesbiwaeT 30 %,
Takne nieKkapCTBEHHbIe npenapaTbl NPU3HaKTCHA BbICOKO BapuabenbHbiMWU. ECnn npegnonaraeTcs, YTo fiekap-
CTBEHHbI npenapat MoXeT 06/1a4aTb BbICOKOVM BapruabesibHOCTbIO MO CKOPOCTU U (Mnn) cTeneHn abcopbuuu,
peKkoMeHAyeTCsi NPOBOAUTL MCCef0BaHNsA C NOBTOPHbLIM (pPenaMKaTUBHbBIM) MepekpPecTHbIM AN3aiHOM.

OueHka CTax BbICOKO BapuabesibHbIX /IeKapCTBEHHbIX NpenaparoB, 60/bluee pasnmyve B CTax cuu-
TaeTCsl KIMHWYECKM He3HauYMMbIM (MOATBEPXAEHHOE CTPOrMM K/IMHMYECKMM 060CHOBaHUEM MOXET OCYLLecT-
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BNATLCA C NPUMEHEHMEM pPacCLUMPEHHbIX UHTEPBa/IOB. B aTOM cny4dae kputepuii npuemnaemoctn ansa Crax
MOXeT 6bITb paclumpeH Ao 69.84—143,19%. B uensx paclimpeHus Kputepusi NpuemMaeMocT agn3aiiH nuccre-
[,0BaHNA 6MO03KBUBANIEHTHOCTU [0/KEH ObITb MOBTOPHbLIM (C UCMO/Ib30BaHNEM Pen/vK) N B HEM HeO6XOAMMO
noATBepAnTb, YTO BapuabenbHOCTb CTax peddepeHTHOro fiekapCTBEHHOrO Mnpenaparta B UccnefoBaHuy gen-
cTBUTENbHO npeBbiwaeT 30 %. CnegyeT nokasaTb, UYTO BblYMCNEHHAA BHYTpUMHAVBUAYabHasA Bapuabenb-
HOCTb JOCTOBEpPHA. a He 0byc/ioBNeHa BbIGpocaMy. BO3MOXHOCTb pacluMpeHns fonycTUMOro nHTepesasna He-
06Xx04MMO 3apaHee NpeAycMOTPeTb B MPOTOKOJ1e UCCeA0BaHNSA

OnpepgeneHve cTeneHW pacliMpeHNs MHTepBasla OCHOBaHO Ha BHYTPUUHAMBUAYa/IbHOW Bapuabesb-
HOCTW. MOJIyYEHHOW MO pe3ynbTaTaM UccrefoBaHVs GMO3KBUBASIEHTHOCTM C MCMO/Ib30BaHMeM B3BELUEHHOW
cpegHei no cnepytowein opmyne: [U. L]=e  swfl. rae U— BepxHsA rpaHnLa nHTepsasia NnpvemsieMocTHy,
L — HWXHASA rpaHuLa nHTepBasna NpuemMsaeMocCTu, K - perysaTopHas KOHCTaHTa, npuHaTada 3a 0.760 u SWR—
BHYTPU MHAMBUAYa/IbHOE CTaHAAaPTHOE OTK/IOHEeHMe florapudMmyeckn Nnpeo6pasoBaHHbIX 3HaYeHuii CTax e-
KapCTBEHHOro pedyepeHTHOro npenapara.

B npuBeaeHHol Tabnuvue npeacraBieHbl NPUMepPbl BAVAHUA pa3/iMyHOlM CTeneHn BapnabenbHocTu hap-
MaKOKMHETUYECKNX NapaMeTpoB J/IeKapCTBEHHOrO npenapaTa BAUSAHUSA Ha rpaHvlbl MHTEPBaIOB MPU3HaHNSA
6MO3KBMBA/IEHTHOCTUN, paccUUTaHHbIE MO ONUCaHHOM MeTOA00rUN.

Buyrpuumansuayansusiii CV (%)* HuxHss rpanuua BepxHss rpanuua
30 80.00 125.00
35 77.23 129.48
40 74.62 134.02
45 72,15 138.59
250 69.84 143.19

‘ CY(%) =100 Ye5*»*-1.

OTHOLLEeHME reoMeTpUYecKnx cpefHUX hapMmakokMHeTMYECKMX NapamMmeTpoB A0/HKHO HaXoANTLCA B nNpe-
penax 80.00— 125.00 %.

PacwupeHve npvemnembix rpaHvl, 6MOAO0CTYMHOCTU Ha OCHOBaHUW BHYTPUMHAMBUAYa/ILHONM Bapua-
6enbHOCTN He pacnpocTpaHsaeTcsa Ha AUC. rpaHuubl KOTOPOW BHE 3aBUCMMOCTU OT BapnabesibHOCTU [O/KHbI
6bITb OrpaHnyeHbl MHTepBasiom 80.00— 125,00 %.

Mpy NOBTOpPHOM An3aliHe NCNONb3YIOT 3- NN 4-3TanHyl NEePEKPECTHYIO CXeMy UCCNeaoBaHUS.

3 TecT cpaBHUTENbHOW KUHETUKN pacTBOpPeHUs in vitro

Onu1caHve TecTa CpaBHUTE/IbHOW KMHETUKIU pacTBopeHus (ganee TKCP) kpaTko NpeAcTaB/ieHo B NPUo-
XeHnn 1. BKNOYasi OCHOBHble Tpe6oBaHMs Mo UCMO/b30BaHUI0 hakTopa nogobus CXoAUMOCTU. [2-KpUTepuit).

3.1 TecT cpaBHUTE/IbHOW KUHETUKM PacTBOPEHUS KaK AOMNOJIHEHNE UCcCcneaoBaHus
61M03KBMBA/IEHTHOCTH

[Ana cepun nccnegyemoro npenaparta v pepepeHTHOro npenaparta, UCNob30BaHHbIX B UCCNeAoBaHUU
6103KBMBa/IEHTHOCTW, NPEACTaBASATCA pe3y/ibTaTbl TECTa PaCTBOPEHUSA in Vitro B Tpex pasnunyHbix 6ydep-
HbIX cpegax (06bivHO Npu pH 1,2; 4.5 1 6.8) U cpene, noanexaweii ICNONL30BaHNIO B BbINMyCKalOWMX UCMbI-
TaHUAX NeKapCTBEHHOro npenapara (cpefa ANa KOHTPO/IA KayecTBa, BKAOYaemas B crieyudumkaunto (Hop-
MaTUBHYIO JOKYMEHTaLMIO MO KOHTPOJIIO KayecTBa /IekapCTBEHHOIO npenapara)). ViccregoBaHne HEKOTOPbIX
nekapcTBeHHbIX hOpM, Hanpumep, TabneToK, ANCNEPTrUPYIOWMXCA B NOMNOCTU pTa, NPOBOAAT B PasINYHbIX
ycnoBusix. OTUeT 0 pesynbTartax MccrnefoBaHusa cnegyeT NpeAcTaBnATh B BuAe npodmneii oM pacTBOpPeH-
HOro KO/INYeCTBa BO BPEMEHU C YKasaHWeM CpeAHUX 3Ha4YeHni 1 0606LWwatoWmx cTaTucTuK.

B oTcyTcTBUE WHbLIX 060CHOBaHWI cneundukaumm (HOpMaTUBHOrO AOKYMeHTa MO KOHTPOJIO KayecTBa
NleKapCTBEHHOro npenapara) A1 KOHTPOJSA KayecTBa MO nokasarento «PacTBOpeHWe» uccrefyemoro se-
KapCTBEHHOro npenapara crieflyeT COCTaB/IsiTb Ha OCHOBaHUN NPOMWU/IA PacTBOPEHUA Cepun UccriesyemMoro
NeKapcTBEHHOro npenapara, NoATBepAMBLLErO BUO3KBUBASIEHTHOCTL peddepeHTHOMY fleKapCTBEHHOMY npe-
napaty (CMm. npunoxeHuve 1).
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Ecnu pe3synbtatbl TCKP. NpoBeeHHOro C pas3fInyHbIMN CEPUAMU, HE NOATBEPXAAOT paHee foKa3aHHYH
B UCC/ef0BaHMAX in Vivo 6UO3KBMBA/IEHTHOCTb. TO ONMPAIOTCA Ha pe3ynbTaTbl UccrefoBaHuii in vivo. OgHako
HEO6X0ANMO U3YUNTb U OOBACHUTL MPUYKHBLI TAKOTO PACXOXAEHUS.

3.2 TecT cpaBHUTENbHOI KMHETUKN pacTBOpPeHUs B uensx 6MoBoiiBopa nccnenoBaHuns
6M03KBNBANEHTHOCTU A/1 AOMNOMIHUTE/NbHbLIX A03UPOBOK

O60CHOBaHHOCTb OTKa3a OT MPOBeAEHMS AONOSTHUTEbHbIX NCCIEA0BaHNI GUO3KBMBAIEHTHOCTH in Vivo
Heo6XxoAMMO NOATBEPANTL BbIMO/IHEHHBLIM Haanexalwmum obpasom TCKP. Ecnin He ykas3aHO NHOe, He06Xo0AMMO
M3yUnTb pacTBOpPeHME Mpu pasnnNyHbIX 3HadyeHusx pH {o6biuHO Npyn pH 1.2; 4.5 n 6.8). AnsA BCcex Npeacras-
NIEHHbIX cepuii He06X0AMMO NOATBEPANTL CONOCTaBMMOCTbL Npodineli pacTBopeHus in vilro mexay AononHu-
TeNbHbIMWN JO31POBKaM1 1 AO3MPOBKaM1 13 CepUn, NCNONb30BaHHON B NCCNefoBaHN 6MO3KBUBA/IEHTHOCTMH,
BO BCeX YC/10BUAX (CM. NpunoxeHue 1).

Mpwn 3Ha4YeHUsIX pH. NpU KOTOPbIX HX ANS OAHOW U3 [O3MPOBOK He yAaeTcsl AOCTUYb MOJIHOrO pacTBO-
peHuns. ycnosus npoBegeHns TCKP mexay [03MpoBKaMu MOTyT pasnuyarbcs. OgHako Ans noaTBepXAeHUs
TOro, 4YTo 3TO 06YC/IOB/IEHO CBOWCTBaMM AENCTBYIOWEro BeLWeCcTBa, a He /IeKapCTBEHHOW hopMbl, He0b6XOo-
OMMO MpPOBECTM CPpaBHeHMEe C COOTBETCTBYHOLLE A03MPOBKOW pediepeHTHOro siekapCTBeHHOro npenapara.
Kpowme TOro, gonyckaetcs NoATBEPANTL CONOCTaBMMOCTb Npodneli ANa 04MHAKOBbIX [03 (Hanpumep, Mexay
OBYyMS TabneTkaMmun ¢ AO3MPOBKON 5 Mr 1 04HOM TabNeTKoWn ¢ 4o3npoBkoi 10 mr).

4 OTyeT 06 UccnepoBaHum

4.1 OT4yeT 06 MccnefoBaHUN GUMO3KBUBASIOHTHOCTU

OTueT 06 nccnegoBaHny 6MO3IKBMBANIEHTHOCTM JOJIKEH COZePXaTh BCe HEOO6XOANMbIE CBEAEHUS O Npo-
TOKOJIe 1UCCnefoBaHvs, NPOBeAeHUN nccnefoBaHns U ero aHanmse. OT4UeT JO/XKeH OblTb COCTaBfIEH B CO-
oTBeTCTBUM C pykoBoacTBOM ICH E3 no coctas/ieHMo oTYeTa O KJMHUYECKOM UccnefoBaHun U noanucax
nccnegosaTenem.

B oTueTe Heo6x0AUMO yKasaTb haMuIMn U MMeHa OTBETCTBEHHbIX UCC/iefoBaTenen, X MecTo paboThbl,
MeCTO U A/INTe/IbHOCTL MPOBEAEHUSA UCCNefO0BaHUA, CepTUMUKATbI NN 3aK/THOHEHUs, COCTaB/IEHHbIe Mo pe-
3ynbTartam ayguta {npu Hannuuuwm).

OT4yeT fO/KEH codepxaTb NOATBEPXAEHME TOro, YTO BbIGOP pedhepeHTHOro flekapCTBEHHOro npena-
paTta COOTBETCTBYeT yCTaHOBJ/IeHHbIM TpeboBaHUAM. B 4acTHOCTM, HEO6XOAUMO yKa3aTb Oro TOProBoe Hau-
MeHOBaHWe. [O3MPOBKY, /IeKapCTBEHHYIO hopMy, HOMep cepun, NPOV3BOAUTENIA, CPOK FOAHOCTU U CTpaHy, B
KOTOPOW 6bln NPUobpeTeH peddepeHTHbIV NTeKapCTBEHHbIW npenapar.

B oTyeTe Heo6X0AMMO yKa3aTb HaMMeHOBaHue, CocTas, pasMep 1 HOMep cepun, AaTy NPoU3BOACTBa W.
Nno BO3MOXHOCTM, AaTy UCTEYEHNsi CPOKa roJHOCTM UCC/I0AYEMOr0 SlekapCTBEHHOIO nNpenapaTa.

CepTudpmkatbl aHanmsa ucciefyeMoro n pedepeHTHOro sleKapCTBeHHbIX MNpenaparoB, MCMNO/1b30BaH-
HbIX B YCC/lej0BaHNV, NPUKIaAbIBAIOTCA K OTHETY B BUAE MPUIOXKEHUS.

CBefeHNS 0 KOHLIeHTpaumsX, hapMakoKMHETUYECKMX NapaMeTpax 1 pesysibTatax CTaTUuCTUYecKoro aHa-
Nn3a Heob6XxoaMMo NpeAcTaBuUTb B 06beme, NpeaycMOTpeHHOM B nogpasgesie 2.8 «[MpeacTaBieHne JaHHbIX».

4.2 ipyrvue gaHHble, NpeAcTaB/isieMble B PErMCTPALNOHHOM A0Cbe

B Aocbe BK1aAblBalOT MOAMUCAHHbIV OULNAIbHBIA AOKYMEHT, MOATBEPXAAOWNIA, YTO KOMMYECTBEH-
HblIli COCTaB U TEXHOOMMS MPOM3BOACTBA UCC/eAyeMOro npenapaTta, UCMo/Ib30BaHHOIO B UCC/lefoBaHmn 61o-
3KBMB&/IEHTHOCTW. M Mpenapara, BbiMyckaeMoro B obpalleHne, He oTanyatoTcs. Takke Heob6xoAMMO NpWIo-
XWUTb pe3ynbTaTbl CPaBHUTENILHOMO TecTa pacTBopeHus (CM. nogpasgen 3.2).

Heo6xoAnMo npefAcTaBUTbL OTYeT O BasiJauny 6noaHaIMTUYeCKOn METOAMNKA U HEOGXOAUMO BKTHOUUTL
B MOZy/1b 5 perncTpauMoHHOro Aocbe 1leKapcTBEHHOro npenapara.

Heo6xoAumMo NOAroTOBUTLCSA A8 NPeAcTaBNeHns Mo 3anpocy AaHHbIX (Hanpymep, B BUAE 3/IEKTPOHHO-
ro TEKCTOBOro hairina caaHHbIMK, pasfeneHHbIMY 3anaTbiMy UK npo6enamu, nnu darina B popmate Excel,
WAn B MHOM hopmMaTe MO COr/lacoBaHWIO C PerynsiTOpHbIM OpraHoMm), AOCTaTOYHbIX A1 BOCMPOU3BEAEHUS
hapMakoOKMHETUYECKOrO 1 CTaTUCTUYECKOTO aHanuns3a, BK/oYas faHHble O BpeMeHn oTbopa o6pasLos, KOH-
LeHTpaLMm1 flekapCTBEHHOro npenapara, 3Ha4eHUsX thapMakoKMHETUHYECKMX NapamMmeTpoB Kax4oro cybbekTa
B KaX[OM Meproje 1 cXxeMe paHgomMu3aLmu.
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506bem uccnenoBaHuii npu BHECEHUN U3MEHEHUI B pernctpayMoHHoe A0Cbe

Mpun n3aMeHeHUn paHee OJO6GPEHHOro cocTaBa WM TEXHOMNOMMU NPOU3BOACTBA, KOTOpble MOryT MOBAU-
ATb Ha 6MOAOCTYNHOCTb, NPOBOAATCA MUCCNeAOoBaHUSA GMO3KBMBASIEHTHOCTM in Vivo, eci He npeacTaB/ieHo
MHbIX 060CHOBaHWI1. Bcakoe npeacTaBieHHoe 060CHOBaHWE JO/HKHO OCHOBbLIBATLCS Ha 06LWMUX NpUHUMNIax, B
YaCTHOCTU, yKa3aHHbIX B MPUIOXEHUN 3. WX NPU YCTaHOBEHUWN npuemsiemoli (YpoBHs A) in vitro — in vivo
koppensauum (IVIVC).

Ecnun 61MofocTynHOCTbL N3MEHEHHOTO JIeKapCTBEHHOrO NnpenapaTta paHee M3yyeHa u ycTaHOBJ/IeHa npu-
emsiemas (YpoBHSI A) Koppenaumnsa mexagy dapMakoKMHeTUHeCKMMY napaMeTpamu in vivo 1 KMHeTUKON pac-
TBOPEHMSA N Vitro, Mpu conocTaBMMOCTW NPOMUASA PacTBOPEHMUS in Vitro Mexay N3MeHEHHbIM fleKapCTBEHHbIM
npenapartoMm u paHee 0f06PEHHbIM B TeX Xe YC/IOBUSAX UCMbITaHUA, KOTOPble NUCMOJIb30BA/IUCH /18 YCTaHOB-
NeHns Koppenaunn, nccregosaHne 6M03KBUBa/IEHTHOCTY NPOBOAUTL He TpebyeTcs (CM. NpusioxeHue 1).

Mpu BHECEHUN U3MEHEHWT B perncTpaunoHHble J0Cbe JIeKapCTBEHHbIX NpenaparoB, KOTOpble He ABMSA-
I0TCSA BOCMPOU3BeJeHHbIMU SIEKapCTBEHHLIMK NMpenapatamu (HanpumMep, opuUrnHasibHble, HOBblE KOMBUHaLMK,
XOPOLLO U3y4YeHHOoe NPUMeHeHne), 4715 NpoBeAeHNs nccnegoBaHns 6MoakenBasieHTHOCTUM n TCKP B kauecTBe
pethepeHTHOro sieKapCTBEHHOro npenaparta CAyXuT paHee Of06peHHbIN SleKkapCTBEHHbIN npenapaT ¢ npex-
HV/M COCTaBOM, MECTOM MPOW3BOACTBA, YNakKoBKOA U T. M.

Mpyn BHECEHNW M3MEHEHWUI B [OCbEe BOCMPOU3BEAEHHOrO SIeKkapCTBEHHOTO npenapara A/1s uccnefosa-
HUSA BMO3KBMNBA/IEHTHOCTM B Ka4ecTBe npenapara cpaBHeHUs (KomnapaTopa, KOHTPO/S) UCMO/Ib3yeTCA UMeto-
LLasics Ha pblHKe cepus pedhepeHTHOro flekapCTBEHHOrO npenapaTa. Ecnn nekapcTBeHHbIV NpenapaT oTcyT-
CTBYET Ha pblHKe, TO CpaBHEeHWe J0MNyCKaeTCa OCyLEeCTBAThL C paHee 0406peHHbIM COCTaBoOM (MCc/elyemMoro
BOCMNPOMN3BeeHHOro JIeKapCTBEHHOro npenapara) ¢ npeAcTas/ieHNeM COOTBETCTBYIOLLEro 060CHOBaHUS.

6 TepMUHbI U onpegeneHns

dapmaleBTUYECKas 3KBUBa/IEHTHOCTb: JlekapCTBeHHble npenapartbl cUMTaloTCA (hapmaleBTUYecKn
3KBVBA/IEHTHLIMW, €C/IM OHM COJepXaT OfMHAKOBOEe KOJIMYEeCTBO AeiicTBytowux(ero) sewecTs(a) B 04MHaKoO-
BOW NleKapCcTBEHHOW hopme, COOTBETCTBYHOLIME OAMHAKOBbLIM MM COMNOCTaBMMbIM cTaHAapTam. dapmaues-
TN4yeckas 3KBMBa/IEHTHOCTb Heobsa3aTesibHO ob6ecrneynBaeT 6MO3KBMBA/IEHTHOCTL, TaK Kak pasninumsa B cogep-
XaHuy BCnomoraTe/lbHbIX BeLWecTB U (UIM) TEXHOMOTMN MPOU3BOACTBA MOTYT MPUBECTU K YCKOPEHHOMY Wn
3ame/[/IeHHOMY BCacbIBaHWIO 1 (U11) PaCTBOPEHUIO.

dapmaleBTUYECKas a/ibTePHATUBHOCTL: ®PapMaLeBTUYECKN a/ibTepHaTUBHbIE NleKapCTBEHHbIE Mnpe-
napatbl — JlekapCTBEHHbIe Mpenaparbl B BUAE Pas/IMYHbIX COMel, MPOCTbIX UM C/TIOXHBIX 3(NPOB, N30MEPOB
WN NX cMecel, KOMMIEKCOB AN NPOU3BOAHbIX AeNCTBYIOWEro Havyana uin oT/imyarolmecs nekapcTBeHHON
chopmMoW Nan AO3UPOBKOIA.

dapmaKoKMHeTUYEeCKMe napamMeTpbl:

Ae(0>n) obuiee coaepxaHne HeM3MEHEeHHOTO AeliCTBYIOLLEro BelecTsa B Moye, CO6paHHOM OT MOMeHTa
npuema npenaparta o BpeMeHn £

AUCION niowaab Noj KpMBOW «MiasMeHHass KOHLUEeHTpaus—BpeMs» C MOMeHTa npvemMa npenapara
[0 oT6opa nocsefHero o6pasLia KpoBu C onpeaensseMoil KOHLeHTpaL e akTMBHOroO BellecTBa BO BPeMEHHOM
TOouke £

A1/C(0,,) nnowaab NoA KPUBOW «nnasMeHHas KOHLEeHTpaumsa—BpeMsa» C MOMEHTa npvema npenapara
0,0 6eCKOHEeYHOCT!:

AUC(q_T) paBHOBecHass AUC B MHTepBasie Mexy oyepefHbIM NpPUMeHeHnem npenapara:

AUC(0'J2 4) nnowaab nNof KpMBOK «niasMeHHas KOHLeHTpauusa—BpeMs» C MOMeHTa npuema npenapa-
Ta o 72 u;

Craax MakCMasibHasl Maia3MeHHast KOHLeHTpaLuus;

CIMBxX.SS paBHOBECHAasA: MakCUMasibHas MiasMeHHast KOHUeHTpauusa max.ss * 1;

ocTaTo4yHas naowaab: npegnonaraemas nnowagb (AUC(O,,) - AL/C(0 ft)/AL/C(0.,):

RmaxmakcnmanbHas CKOpPOCTb BbiBEEHUA C Moyom Tar ;

((Dax Bpemsa goctmxeHnsa Crax;

Bpems ocTuxeHusa Crax ,,;
tm : nepuog noslyBbIBeAEHUA U3 MasMbl.
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Mpunoxexne 1
(o6a3aTenbHoe)

TecT cpaBHUTENbHON KNHETUKN PACTBOPEHUS U CONOCTAaBUMOCTb Npodiusieii pacTBopeHns

1.1 O6uwume acnekTbl TecTa CpaBHMTeﬂbHOﬁ KWHETUKN paCcTBOPEHUA BO B3aMMOCBA3N C
6UO03KBUBANTIEHTHOCTbIO

Mpu pa3paboTke cocTaBa NEKAPCTBEHHOrO Npenapara TecT CPaBHUTENIbHOM KUHETUKM pacTBopeHus (TCKP) cnyxuT
MNHCTPYMEHTOM YCTaHOB/IeHNs 6ruochapmaleBrnyecknx CBOMCTB lekapCTBEHHOrO Npenapara, To eCTb CBONCTB, CNOCOOHbIX
NoBMMATb Ha 6UMOAOCTYNHOCTb. 0 3aBepLleHnn pa3paboTku cocTaBa /iekapCTBEHHOTO npenapaTta 1 Npou3BOLCTBEHHOIO
npouecca TCKP ncnonbayeTca 418 KOHTPOS KayecTBa MacluTabupoBaHus v NPOMbILLIEHHbIX Cepuii, 4TO6bl obecneynTb
KaK MOCTOAAHCTBO KayecTBa Cepuii, Tak U COMOCTaBUMOCTb Npoueil pacTBOPEHUsi C CEPUAMU, UCMONb30BAHHBLIMU B OMOP-
HbIX KNIMHUYEeCKnX nccneoannax. Kpome 1oro, B oTAesbHbIX cnydasax TCKP MoXeT CnyxuTb 3amMeHoll nccnefoBaHusm
6103KBNBANEHTHOCTHU.

TCKP mMoXeT ucnosib3oBaTbCa ANA PasNyHbIX Lenei:

a) Npu akcnepTu3e kavyecTBa JiekapcTBEHHOIO npenapara:

- ANA NONyYeHUs XapaKTepUCTUK Cepun, UCMOb30BaHHON B NCCNefoBaHNAX 6M0A0CTYNMHOCTU (61O3KBUBASTIEHTHO-
CTUN) 1 ONOPHbIX KNVHUYECKNX NCCNEf0BaHNAX, YTOObI 060CHOBaTL crieuncrKaymn (HOPMaTUBHBIA JOKYMEHT MO KOHTPOJIO
KayecTBa):

- KaK MHCTPYMEHT KOHTPONS KayecTBa Cepuii lekapCTBEHHbIX CPeACTB B LeNfAX NOATBEPXAEHUS NOCTOSIHCTBA Npo-
13BOACTBA;

- 4NA NONyYeHust XxapakTepucTuk pedpepeHTHOro IekapcTBEHHOro Npenapara, UCNosb30BaHHOIO B UCC/IeA0BaHNAX
610A0CTYNHOCTU (6MO3KBUBASTIEHTHOCTU) 1 ONOPHbIX KMHUYECKUX NCCeA0BaHNAX:

6) Kak 3amMmeHa uccnefoBaHuii 6M03KBUBANIEHTHOCTU:

- 4TO6bl NoATBEPAUTL (B ONpeAenieHHbIX Cyyasx) aHasorMyHOCTb pas3finyHbIX COCTaBOB WCC/eAyeMoro nekap-
CTBEHHOTO NpenapaTta u pehepeHTHOro nekapcTBeHHOro npenapara (6noseliBepsl. HaNpyYMep, NP BHECEHUN U3MEHEHWA,
M3MeHeHWn cocTaBa B Xofe pa3paboTku feKkapCcTBEHHOro npenapaTta 1 BOCNPOW3BEAEHHbIE TeKapCTBEHHbIE npenapartbl
(cm. pasgen 3 cTaHgapTa u npunoxeHue 3)):

- 4TO6bl yCTAHOBUTL NOCTOSHCTBO KauyecTBa Cepuii nekapCTBEHHbIX NpenapaTos (Mccnegyemoro u pedepeHTHOro
NleKkapCTBEHHOroO npenapara), Ha KOTopbiX 6yAeT OCHOBbIBATLCA BbIGOP COOTBETCTBYIOLWMUX Cepuii ANS NCNONb30BaHNS B
ncecnefoBaHmax in vivo.

AHanMTUyYeckne MeToAMKU WUCMbITaHuii HeobxoAauMo paspaboTaTb MPUMEHUTENTBHO K KaXAOMY /ieKapCTBEHHOMY
npenapaTy Ha OCHOBaHUM 06 WX U (M) YacTHbIX hapMakoneiiHbix TpeboBaHuii. B cnyyae HEBO3MOXHOCTU BbINOSIHEHNSA
yKa3aHHbIX Tpe60oBaHuii 1 (U1M) eCnm OHW He OTpaXaloT NPoLEecc pacTBOPEHNS 1 BCcacbiBaHWA in vivo (G1MopeneBaHTHOCTb),
[0NyCTVMO WCNONb30BaThb aflbTePHATUBHbIE METOAMKM, NPU YCOBUWN HANNUYNA Y HUX [OCTATOYHOW ANCKPUMUHALMOHHOM
CNoco6HOCTU, TO €CTb CNOCOGHOCTY BbISIBNATL Pa3HULY MeXAy CepusamMu ¢ npuemaemoii 1 Henpuemnemoii GMOA0CTYNHO-
CTbl0 IeKapCTBEHHOrO npenapara B yCN0BUAX in vivo. HeobxoAMMO BCeraa yuntbiBaTb akTyasbHble CBeAeHUa (Bkoyas
B3avMofeiicTBNe xapakTepUCTUK 1EKAPCTBEHHOTO npenapaTa, OCHOBaHHbIX Ha 6uocthapmaLeBTUYeckoll cucteme knaccu-
hukaLmmn n Bug nekapCcTBEHHOW hopMbl.

[ns obecneyeHunsi NONyYEHUS NOMHOLEHHbIX Npoduneli pacTBOpPeHNs, NHTepPBabl MeXAy 0TG0POM MPO6 JOMKHbI
6bITb JOCTATOYHO YaCTbIMU (He pexe YyeM uyepes Kaxgble 15 MuH). B nepnog makcumanbHOro usmeHeHus npoduns pac-
TBOPEHUSi 0TGOP NPO6 pekoMeHAyeTCs OcyLWecTBAATL ele Yalye. 18 NoCTpoeHns npruemaeMoro npousns pacTBopeHus
6bICTPO PACTBOPAIOLNXCA TeKapCTBEHHbIX NMPenaparoBs, MOSIHOe PacTBOPEHWe KOTOPbIX yknafbiBaeTcs B 30 MUH. 0T60p
npo6 Heob6xo4MMO OCYLLECTBAATL Kaxble 5 nnm 10 MuH.

Ecnun peiicTeylollee BelecTBO ABNAETCA XOPOLLIO PaCTBOPUMbIM, AonycKaeTcsi NpefnosioxeHne, 4To npo6aemsl ¢
610A0CTYNHOCTLIO HE BO3HUKHYT, €C/IN B LONOJIHEHNE K 3TOMY /iekapcTBeHHas hopma 6bICTPO pacTeBopsieTcss Npu hunsmno-
nornyecknx 3HauyeHnax pH, a BcnomoraTtesibHble BellecTBa He BAMAIOT Ha 6MOAO0CTYNHOCTL. HanpoTue, ecnv geicTeyio-
jee BeLeCcTBO OrpaHUYeHHO pacTBOPUMO WU ManopacTBOPUMO, hakTOpOM, UMUTUPYIOWMUM CKOPOCTb BCacbiBaHUs,
MOXeT cTaTb pacTBOpeHWe nekapcTBeHHOV OopMbl. AHANOrMYHas cUTyauns BO3HUKAET, eCnu BCnoMoraTesibHble Belle-
CTBa B/IMSIIOT Ha BbICBOGOXAEHVE 1 NOC/eAytoliee pacTBOpPeHNe AelicTBYIOWEro BeLecTsa. B Takux cnyyasx Heo6xoanmo
npoBoauTb TCKP B pasnnyHbIX YCIOBUSAX C COOTBETCTBYIOLLEN CxeMoii oT6opa npob.

1.2 ConocTaBMMOCTb Npodhunein pacTtBopeHus

PesynbTaThl TCKP 1 OCHOBaHHbIE HA HUX BbIBOAbI (HanpvMep, B 060CHOBaHWe 6roBeliBepa) NpU3HaTCA NpaBub-
HbIMW, €CIN NOCTPOeHne NPochnaA PacTBOPEHUS OCHOBbLIBA/IOCH Ha JOCTATOYHOM KOMIMYECTBE BPEMEHHbIX TOUEK.

B fononHeHne kK Tpe6oBaHUAM, U3NOXEHHbIM B pasgesnie 1 HacTOALWEro NPUIOXKEHUS, B OTHOLLEHUN N1EKAPCTBEHHbIX
dopm c HemeaNeHHbIM BbICBOOGOXAEHMEM CrieflyeT NPOBECTWN CPaBHEHWE BO BPEMEHHOW Touke «15 MWUHYT», 4To6bl BbI-
SICHUTb. NPOU30LUJIO NN MOJIHOE PACTBOPEHME NIeKapCTBEHHO (hopMbI 0 BbIXOAA U3 Xenyaka.
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Ecnu B TeueHune 15 MuH pacTBopunock Gonee 85 % feiicTByloLLero BelecTsa (OT HOMUHAIbLHOTO KONNYecTsa), Npo-
by pacTBOpeHUst NpM3HalOTCs conocTaBuMbIMK 6e3 fanbHelleil MaTemMaTuyeckoli 06paboTkM faHHbIX.

Ecnu 85 % peiicTBylowero Bewectsa pactsopuioch B TedeHne 30. a He 15 MUH. TO HEOGXOAUMO UCMO/b30BaTb
npu ot6ope Npo6 3 BpeMeHHble TOUKN: 40 UCTeyeHns 15 MuH. Ha 15-0f MUH 1 B TOYkKe, Korga cTeneHb BbICBOGOXAEHMUSA
cocTaBnaeT okoso 85 %.

ConocTtaBMMOCTb Npodinneli pacTBOpeHnst MOXeT 6biTb onpejesneHa ¢ ncnonb3oBaHnem aktopa f2 no cnegyto-
weli hopmyne:

chakTop NoAo6musa (CX0AUMOCTH):
KO/IMYEeCTBO BPEMEHHbIX TOYEK:

cpefiHee 3Ha4YeHNe cTeneHn BbICBOGOXAEeHNS (B NpoLeHTax) AelicTBylowero BelwecTsa B Touke t (nocne Ha-
Yyana uccnefoBaHns) U3 pedhepeHTHOro IekapcTBEHHOro nNpenapara:

K O - cpeaHee 3Ha4YeHVe CTeNeHN BbICBOGOXAEHUs (B NpoLeHTax) AeiicTBYIOLLEro BELecTBa B TOUKe i [moc/e Ha-
uana 1ccnefoBaHus) M3 UCCIeAyeMOro NeKkapcTBEHHOro npenapara.

Mpu ncnonb3oBaHUM faHHOWK hopMynbl HEO6XOAUMO ONpesennTb CTeneHb BbICBOGOXAEHNA [eiiCTBYOLLErO BeLle-
cTBa M3 Uccnefyemoro nekapcTBeHHOro npenapara u pedhepeHTHOro IeKapcTBEHHOro npenapara.

OueHka hakTopa nogobmus (CXo4MMOCTH) OCHOBaHa Ha CNeAyrLmnX yCnoBuax:

a) MUHMMasibHOe KO/IMYeCcTBO BPEMEHHbIX TOUeK — 3 (He cumTas Hy/neBoii TOUkM 0T6opa):

6) Ans 060MX cpaBHMBAEMbIX N1eKAPCTBEHHbIX NpenapaToB Bbl6GMPalOTCA 04MHAKOBbIE BPEMEHHbIE TOYKM;

B) A1 K&XA0/ BPEMEHHON TOUYKM HEOOGXOAMMO MUHUMYM 12 3Ha4YeHWii CTeneHU BbICBOOOXAEHUS AeACTBYIOLEro
BellecTBa AN 060MX NekapCcTBEHHbIX NpenapaTos:

r) ANA Kaxoro u3 coctaBoB fonyckaeTcsa He 60/1eB OAHOMO Cyyas NpPeBblleHNs CpeHero 3HadeHns cTeneHu Bbl-
cBoboxaeHusa 85 %;

) OTHOCKTENbHOE CTaHAapTHOoe OTKNoHeHne (koadhrLmeHT BapraLun) AN cTeneHn BbICBOOOXAEeHUS AeicTBYIO-
Liero BellecTBa B NepPBOV BPeMEHHOI ToUke /1l060ro U3 NekapcTBEHHbIX NpenapaToB He A0/MKHO npeBbiwaTtbh 20 %, a BO
BCex nocneaywowmx — He 6onee 10 %.

KpuTepuii npuemnemocTtu ans cakropa nogo6us (/2) coctasnset ot 50 go 100, 4To NoATBEpPXAAET CONOCTABU-
MOCTb npodunei pacTBOpPeHUs.

B cnyvyae HecoOTBETCTBUS KPUTEPUIO NPMEMIEMOCTU NO f2 Npodhnnn pacTBOpPEHNs MOXHO CpaBHMBATb, UCMO/b3Ys
anbTepHaTMBHble MeToAbl (Hanpumep, pacueT pakTopa pasnuumsa  QyHKUWI0 pacnpegenexnus Belibynna nnu cpasHe-
Hue cTeneHel BbICBOBOXAEHNA B pasHblX BPEMEHHbIX TOUkax, Hanpumep, no (-kputeputo CTblofeHTa).

MeTofbl, anbTepHaTuBHbIE pacyeTy no f2. cuntaloTca npuemaeMbiMu, €CaI OHU CTATUCTUYECKN KOPPEKTHbI, a UX
ncnosb3oBaHne JocTaToYHO 060CHOBAHO.

Heobxogumo 3apaHee onpefennTb W 060CHOBaTb NpeAesibl NPUEMIEMOCTU KPUTEpPUsi CONOCTaBUMOCTU, HO Mpun
3TOM OHW He [0/DKHbI npeBbiwaTth 10 %. Kpome Toro, Bapna6esibHOCTb PACTBOPEHUSI MexXAy faHHbIMK 1uccaesyemMoro un
pechepeHTHOro 1ekapCcTBEHHOrO NpenapaTa Takke Jo/kHa 6bITb CONOCTaBUMON, 0AHaKO 6onee H13Kas BapnabenbHOCTb
ANS nccneayeMoro 1ekapcTBEHHOro npenapara ABAseTcs npuemaeMoi.

Heob6xogumo npeAcTaBuTb 060CHOBaHME, YTO cTaTUCTUYeCKoe nporpammHoe obecneyeHrne NpoLLIo Banugaumio.

Heob6xogumo gaTb noApo6HOe onucaHne n o6bsICHEHNE BCEM AeACTBUAM, NPeANPUHATLIM B XO4€ UCCNef0BaHus, ¢
npejcTaBieHMEM COOTBETCTBYIOLMX 0606Ljatowmx Tabnuy.
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Mpunoxexne 2
(cnpaBo4HOE)

O6uime Tpe6oBaHNA K UCC/ieJOBaHNI0O GMO3KBMBAIEHTHOCTU pa3/INyHbIX
nekapcTBeHHbIX hopM

B npunoxeHun B JONOSIHEHME K peKOMeHAAuWAM cTaHfapTa, Kacawwmuxcs nccnefoBaHns 6M03KBUBaNEHTHOCTN
nekapcTBeHHbIX (DOPM C HEMEAIEHHbIM BbICBOGOXAEHNEM AEiCTBYIOLEro BewecTsa npreeeHbl 06Lne pekoMmeHaaummn
no 1ccnefoBaHUo pas/iMyHbIX IeKapCTBEHHbIX (DOPM, U OTAE/NbHbLIX BUOB NIEKAPCTBEHHbIX (POPM C HEeMeA/TIeHHbIM Bbl-
CcBO6OXAeHNEeM [eCTBYIOLLErO BELeCcTBa.

Ecnn nccnepyemblii nekapCTBEHHbI npenapaT COAEePXUT APYry0 COMb, CMOXHbIA adup, cTepeonsomep uam mx
CMecCb, ApYyroe KOMM/eKCHOe COefMHEeHne AN Npon3BOAHOE [eCTBYIOLLEro BelecTBa Mo CPaBHEHNO C pePepeHTHbIM
nekapcTBeHHbIM NpenapaToM, TO 6MO3KBMBANIEHTHOCTb HEO6XOAMMO MOATBEPAWUTL C MOMOLLbLIO WCCNeAoBaHWUA 6GMO3K-
BMBaNIEHTHOCTM in vivo. OfHako ecnu AelicTBylollee BeLecTBO UCC/eyemMoro ekapCTBEHHOro npenaparta WAEHTUYHO
felicTByloLeMy BelecTBY pedhepeHTHOro nekapcTBEHHOro npenaparta (Mau COAEPXUT CONU CO CXOXMMU CBONCTBAMU CO-
rnacHo KpuTepues pasgena 3 NpuaoxeHus 3). TO B HEKOTOPbIX C/IyHYasX, OMUCaHHbIX HXKe 1 B MPUIOXEHUN 3. MpoBedeHne
nccnenoBaHuii 6MO3KBMBANIEHTHOCTM in Vivo He TpebyeTcs.

2.1 /lexapcTBeHHble hopMbl 4NA NpuemMa BHYTPb C HEMe/IEHHbIM BbICBOGOXAEHUEM AelicTBYyOW ero
BelecTBa CUCTEMHOTO AeicTBUSA

B oTCyTCTBME BbINOMHEHUs YCNOBWiA Ans GuoBeiiBepa (CM. NpuioxeHue 3) B OTHOLIEHUW TakKuX NeKapCTBEHHbIX
thopm, Kak TabneTku, Kancysbl U CyCneH3uu 4ns nprema BHYyTPb HE06XOANMO NMPOBOAUTL UCCIEA0BaHNS 6UO03KBUB3/IEHT-
Hocra. B oTHOwWeHun TabieTok, AUCNEeprupyowmnxcs B NofoCT pTa. M PacTBOPOB A/S NpueMa BHYTPb NPUMEHSIOTCS
crneuuasnbHble, ONMCaHHbIE HKE PEKOMEHAALMN.

2.2 TabneTkun, gucneprupytowmecs B NosocTu pra

TabneTkun, gucneprupyrolnecs B nosoctu pra (ganee — TAM). npegHasHayeHbl ANA 6bICTPOr0 PpacTBOPEHUS BO
pTy. Ecnn gelicTBylolee BelwecTBO Takke pacTBOPSETCS B C/IIOHE 1 CMOCOBHO BCaCbiBATLCA Yepes C/IM3NCTYI0 060/104Ky
pOTOBOW NOMOCTU, TO BPEMS Nprema SiekapCTBEHHOro npenapaTta U ero KOHTakTa Co CAU3MCTON 060/104KOW ABNATCA
BaXKHbIMW cpakTopamu. Mocne npornaTbiBaHWs BbICBOGOAMBLLErOCS AelicTBytoLero Bewectsa 13 TAM. NOKPbITbIX 060/104-
KOI, B 3aBMCMMOCTU OT COCTaBa /IeKapCTBEHHOrO npenapara, BcacblBaHNe Takke MPOUCXOAUT U B XeNyA0UYHO-KALLEYHOM
TpakTe. ECiv MOXHO NOATBEPAUTDL, YTO AeliCTBYIOLLEE BELLECTBO He BCacbiBaeTCA M3 NOMIOCTW pTa. a TpebyeT npornatbl-
BaHUA A5 abcopobunm U3 Xeny[0UHO-KULEYHOr0 TPakTa, TO lIekapCTBEHHbIN npenapaTt MOXeT yA40B/IeTBOPATb KpUTepunam
6uoBeliBepa Ha OCHOBaHMM 6uodhapmaLeBTUYecKoi cuctemsl knaccudpukaummn (BKC) (cm. npunoxexne 3). Ecnv 3To He-
BO3MOXHO NOATBEPAUTL, TO HEOOXOAMMO MPOBOANUTL UCCNeAoBaHNe GMOIKBUBANEHTHOCTN Y YeloBeka.

Ecnn TAMN sBAAOTCA AONONHUTENBHOW (HOBOI) NekapCcTBEHHOW hopMoii u (Mnn) paclumpeHnem NnMHenkn [o3npo-
BOK [}/11 MHOTO cOCTaBa /IeKapCTBEHHOroO npenapara AN npvema BHYyTPb, TO NPOBOAAT TPEXNEPUOAHOE NCCnefoBaHne ¢
LieNiblo OLeHUTb NpUMeHeHne TabneTok, AUCNeprupyloLWwmnxcs B NOAOCTA pTa. NpM OJ4HOBPEMEHHOM npueme ¢ BOAOW nn
6e3 Hee. OHako ecnn 6noakBuBaneHTHocrb Mexay TAM. npuHATOol 6e3 BOAbl, U pehepeHTHbIM NIekapCTBEHHbIM Npena-
paToMm. 3anuToro BoAOI, NokasaHa B ABYXNEPUOAHOM UCCNeA0BaHNW, TO 61M03xXBUBanekTHocTb TAM. 3annBaemoli BOAOWA,
cunTaeTcs AOKa3aHHOM.

Ecnn TAM no oTHOLWeHWI0 K pedpepeHTHOMY SlekapCTBEHHOMY npenapary, npegctasnstowemy coboin TAM. asnseT-
€A BOCNPOW3BEEHHbIM MU TMOPUAHBIM NIeKapPCTBEHHbIM NpenapaTtom, Npu NaaHNpoOBaHUN CCNefoBaHnsa cneayeT npu-
AepxunBaTbCs CeAyloWwmnx TpeboBaHuii:

a) ecnu pedepeHTHbI NekapCTBEHHbI Npenapart 4oNyCTUMO Kak 3anuBaTb, Tak U He 3anuBaTb BOAOW, TO uccne-
floBaHMe 61M03KBMBANIEHTHOCTMN A0/HKHO NPOBOANTLCA 6e3 nprema BoApl, MOCKOMbKY 3TO 60/blUEe COOTBETCTBYET Cnocoby
NpMMEHeHUs NekapCcTBEHHOro npenapara B peasibHblX YC0BUSAX. DTO OCOOEHHO BaXHO, eCnun feiicTBylolLee BeLlecTBo
pacTBopsieTca 1 BcacbliBaeTCca U3 NON0CTU pTa. Ecnn 61M03kBMBanIeHTHOCTL 6€3 npuema BoAbl NOATBEPXAEHA, TO 6UO3KBU-
Ba/IEHTHOCTb C OJHOBPEMEHHbIM MPUEMOM XUAKOCTU CUMTaeTCsa fOKa3aHHOA:

6) ecnn pedepeHTHbI NekapcTBeHHbI npenapaT Nn6o 3anuBatoT, M60 He 3anvMBaloT BOAOI, TO uMccnefoBaHue
6103KBMBA/IEHTHOCTM NPOBOANTCA B COOTBETCTBYIOLMX YCNOBUAX (CO CTAHAAPTHLIM ABYXNEPUOAHbIM NepPeKpPecTHbIM An-
3aiiHom);

B) ecnin pedepeHTHbIN NekapCTBEHHbIV npenapart M60 3anuealoT, MM60 He 3anuBaloT BOAOW, a uccnepyemblii ne-
KapCTBEHHbIV npenapaT npeAHasHavyeH Ans o6oux cnocob6os npuema, TOo CpaBHEHME NPOBOAAT, 3anuBas W He 3anusas
nccneayemblii ekapcTBeHHbIV npenapart BOAOW, NpU 3TOM JieKapCTBEHHbI npenapaT NpMMeHsieTca B COOTBETCTBUM C
peKkoMeH[oBaHHbIM CNOCO60M (TpexnepnogHoe nccnegosaHve B 3-x rpynnax B 6-Tu nocnefoBaTelbHOCTAX).

B nccnepoBaHmax no udyveHuto TAMN. ecnn nocnefHas He 3anuBaeTcs BOAOMW, PEKOMEHAYeTCs HenocpeACcTBEHHO
nepef NnpueMoMm NekapCcTBEHHOro npenapara CMOYMTb CU3UCTY0 060/104Ky NonocTn pta 20 Mn BoAbl. MNprem XUAKOCTH
B TeyeHve 14 nocne npuema nekapCTBEHHOrO Npenapara 3anpeLyeH.

WccneposaHne 6M03KBMBANEHTHOCTU B OTHOLUEHUW NJIEHOK, AUCNEPTUPYIOWMXCA B NOMOCTU pTa. NAEHOK WK 3a-
LeyHbIX TabneTok, TabneTok rrafbasbluHbIX U TabNeToK XeBaTe/bHbIX NPOBOAMTCA No aHanormu ¢ TAl. ViccnepgosaHve
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6103KBMBANIEHTHOCTU HEOGXOAMMO NPOBOAUTL B COOTBETCTBUM C PEKOMEHAYEMbIM CNOCOG0M NMPUMEHEHNSA UCCNELYEMOTO
NlekapCTBEHHOro npenapara.

2.3 PacTBopbl AN4 npuemMa BHYTPb

Ecnu nccnepyemblii nekapCTBEHHbI nNpenapaT npejcTaBnseT co6o0li BOAHbIA pacTBop AN NpuemMa BHYTPb W CO-
OEePXNT Ty Xe KOHLEeHTpauuio feiCTBYOLWero BewecTsa, YTo 1 3aperncTpupoBaHHbili pacTBOp, TO NpOBeAeHMe nccne-
[oBaHWUli 6MO3KBMBANBHTHOCTU He TpebyeTcs. OfHaKo ecnun BCnomoraTesibHble BeliecTBa CMoco6HbI NOBANUATbL Ha Mo-
TOPUKY XeNyA0YHO-K/LLIEYHOTo TpakTa (Hanpumep, CopouTona, MaHHMTON U T. 4.), abcopbuuio (HanpvMep, NMOBEPXHOCTHO
aKTUBHble BeLlecTBa WK COeAVMHEHUS, BAMSOWMe Ha Genku-nepeHocymkn), npoLecc pacTBOPEHUs U BcacbiBaHWs (Ha-
npviMep, copacTBOpuUTENN) MU CTabnIbHOCTb AEiCTBYIOLWEro BeLWecTBa in Vivo 1 ecaun pasimuma Mexay cogepxaHuem
BCMNOMOraTesibHbIX BELEeCTB JO/MKHbIM 06pa3oM He 060CHOBaHbI MPOYMMYU AaHHbIMK, TO NPOBOAUTCA UccnefoBaHne 6uo-
3KBMBaNIEHTHOCTW. TpeboBaHNa K BCNOMOraTesibHbIM BeLLeCcTBaM pacTBOPOB A8 MpMemMa BHYTPb aHasiorMyHbl YyCI0BUAM
6uoBeiiBBpa (CM. npunoxeHue 3).

Ecnu 6103KBMBANEHTHOCTL MCCeAyeMoro ieKkapCcTBEHHOIO npenapara, SBAALWErocs pacTBOpom ANA nprvema
BHYTPb, AO/MKHA 6biTb NOATBEPXAEHA NO OTHOLUEHMWIO K APYrOMY SlekapCTBEHHOMY npenapaTty ¢ HemMefAJ/1eHHbIM BbICBO-
60XAeHNeM. TO He06X0AMMO NMPOBECTN UCCefoBaHNe 6GMO3KBNBANIBHTHOCTM.

2.4 KOM6UHMPOBAHHbIE NleKapCcTBEHHbIe npenaparbl

TpeboBaHVA N0 NPOBeAEHNI0 UCCNef0BaHNs KOMOUHMPOBAHHbLIX SIEKAPCTBEHHbIX NMPenapaTtoB YCTaHOB/IEHbI ApPY-
MMKW foKymMeHTamu. Ycnoeus 6noBeliBBpa B OTHOLUEHUW KOMGUHUPOBAHHbIX /IeKapCTBEHHbIX NpenapaToB U3/10XKeHbl B
yactun V npunoxeHus 3.

2.5 /lekapcTBeHHble (hOPMbl C HEMeAIeHHbIM BbICBO6GOXAEHWEM AeliCTBYIOLEero BelwecTsa CUCTEMHOIO
LelicTBUA, HE NpefHa3HAUYeHHble AN NpMeMa BHYTpb

HacToswmii nogpasgen, B 4aCTHOCTM, KacaeTCsl PEKTas/IbHbIX IEKAPCTBEHHbIX POPM. B OTHOLIEHUN HUX. KakK mpa-
BW/10. MPOBOAATCS UCC/ef0BaHNA GMO3KBMBANIBHTHOCTU. ECnn nekapcTBEHHbI Npenapart npeactasnsieT coboii pacTsop,
KOTOPbI COAEPXUT AENCTBYIOLLEE BELLECTBO B TOW Xe KOHLEHTpaLuW, YTO U 3aperncTpUpOBaHHbIA IEKAPCTBEHHbIN Npe-
napat ¢ TEM X€ KauyeCTBEHHbIM U CXOXUM KOJIMYECTBEHHbIM COZlePXaHNeM BCMOMOraTesibHbIX BELLECTB, BO3MOXeH 610-
BeliBep (Npu 3TOM MOTYT NPUMEHATLCS TPE6GOBaHUS, aHANIOTUYHbIE 4151 PACTBOPOB A1 NpUeMa BHYTPb).

MonoxeHnst 4aHHOTo noApasfena He OTHOCATCS K NEeKapCTBEHHbIM NpenapaTtam A8 UHTansauniA, npuMeHsembx
AN NeyYeHns GPOHXMANbHOW acTMbl U XPOHWYECKME O6CTPYKTUBHbIE GOME3HU NIETKUX, A TakKe K TOPMOHA/bHLIM CrpesmM
NS Ha3aNbHOrO NPUMEHEHMS.

2.6 PacTtBopbl A4NS napeHTepasibHOro BBeAEHNA

Ecnu uccnepyemblii nekapCTBeHHbIN npenapar siBAseTcst BOAHbIM PACTBOPOM A/1s1 BHYTPUBEHHOTO BBEAEHUS U CO-
LEepXUT To Xe felicTByloliee BeLWeCcTBO, YTO 1 3aperncTpUpoBaHHbIi NIeKapCTBEHHbIN npenapart, To NpoBeAeHue nuccne-
[0BaHWsi 6M03KBUBANIEHTHOCTU, KaK NpaBuno, He TpeGyeTtcs. OgHAKO ec/in O4HO U3 BCNOMOraTe/lbHbIX BELLECTB CNOCO6HO
B3aMMOAENCTBOBAaTL C AEMCTBYIOWUM BELLECTBOM (HanpuMep, ¢ 06pa3oBaHNEM KOMMIEKCOB) Uu APYrM 06pa3om Bu-
ATb Ha ero pacnpegeneHve, MeTabonnsm U BbiBeAeHue, TpebyeTcs NpoBejAeHUe UCCNefoBaHnsi 6UO3KBUBANIBHTHOCTU.
Ero MOXHO u36exarb, ec/ii CpaBHMBAeMble IEKAPCTBEHHbIE NpenapaTtbl CoAepXaT NPUMEpPHO OAWHAKOBOE KOJIMYEeCTBO
BCMOMOraTe/ibHbIX BELWeCTB 1 A0MKHbIM 06pa30M [0Ka3aHo, YTO UMEIOLLMECS Pas3finums B UX COAEPXKaHUN HEe BAUSIOT Ha
thapMakoKMHeTHKy AeliCTBYIOLLEro BeLecTBa.

Mpu ApYyrux NapeHTepasbHbIX NYTAX BBEAEHUS, HAaNpuMep, BHYTPUMbILIEYHOM U NOAKOXHOM, €C/N Uccnesyemblii
NleKapCTBEHHbIV NpenapaTt MMeeT OAWMHAKOBbI TN pacTBopuTens (Hanpumep, BOAHAS WU Mac/aHas cpeaa), CoAepXuT
TO Xe flelicTByloLLee BELECTBO B TOM Xe KOHLEeHTpaLumn 1 Te Xe BCroMoraTesibHble BeLecTBa B CXOXMX KONMYecTBax, Yto
1 3aperncTpupoBaHHbIi NIeKapCTBEHHbIN Npenapar, To NpoBejeHne ucciefoBaHuii 6MO3KBUBANIBHTHOCTU He TpebyeTcs.
Bonee Toro, NpoBefeHne nccnesoBaHns GMO3KBUBANIBHTHOCTM BOAHbLIX PACTBOPOB C NPUMEPHO O4MHAKOBbLIM COLEPXKaHU-
€M BCroMoraTe ibHblX BELLECTB He TpebyeTcs, ecnv NocneAHue He BAUSIOT Ha BA3KOCTb.

2.7 IunocomarsnbHble, MALENsSPHbIE U 3MY/IbCUOHHbIE NeKapCTBEHHbIE (DOPMbl AN BHYTPUBEHHOTO
BBEAEHUSA

NlnnocomanbHble NekapcTBeHHble hopMbl: hapmMakoknHeTMYeckue 0CO6EHHOCTY IMNOCOMarbHbIX NpenapaToB
ANS BHYTPUBEHHOrO BBEAEHWA TPebylT 0co6bix NOAXOA0B NOATBEPXAEHNA GMO3KBMBANEHTHOCTU, KOTOPbIE HE MPUBO-
AATCS B HacTosILEM cTaHgapTe.

3MynbCUK: IMYyNbCUN, Kak NpaBuIo, He Nognexar npouegype 6uoseiisepa.

OfHaKo npu co6M0AeHNN HUKENEePeUnCeHHbIX YCI0BWiA npoleaypa 6uoseliBBpa BO3MOXHA:

a) nekapcTBeHHas hopma He npejHasHayeHa A1 KOHTPONMPYEMOro BbICBOOOXAEHUS W (M/IM) KOHTPOIMPYEMOro
pacnpeneneHusi (BeKTOPHOI AOCTABKM):

6) cnocob 1 CKOpoCTb BBEAEHUA COBNafalT C TakoBbIMW 415 3aperncTpMpoBaHHOro IeKapCTBEHHOrO npenapara.

B Takux cnyyasx kaueCTBEHHbIN 1 KONMYECTBEHHbI/ COCTaB /1IEKAPCTBEHHOrO NpenapaTta He AOo/KEH 0T/IMYaTbCs OT
3aperncTpMpoBaHHOro; He06Xo4MMO NpeAcTaBuTb 060CHOBaHHbIE AaHHble, NOATBEPXAAlOLME BbICOKYI0 CXOXeCTb (hn3un-
KO-XMMMWYECKNX CBOICTB, BK/IOYAs (hpaKkUMOHHbIA cocTaB AMcnepcHoli nunugHoli dasbl n Apyrme 3HaunmMble xapaktepu-
CTUKM 3My/IbCUMW, B TOM YMC/Ie NOBEPXHOCTHbIE CBOWCTBaA (Hanpumep, C-noTeHuWan u peonornyeckne CBOICTBA).
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NekapcTBeHHble npenapaTbl AUNUAOB ANA BHYTPUBEHHOTO NapeHTepasibHOro MUTaHWSA: ecnu B OTHOLe-
HWN 3TUX SleKapCTBEHHbIX NpenapaToB NpeAcTaB/ieHbl 060CHOBAHHbIE AaHHble O COMOCTaBUMOCTU (PU3NKO-XMMNYECKNX
CBOIICTB, BO3MOXHa npoueaypa 6uoseiiBepa. Pa3nnuus B coctaBe MoryT 6biTb 060CHOBaHbI CBONCTBAMMW U NOKa3aHWsIMU
K NIPUMEHEHWI0 Taknx ieKapcTBeHHbIX (DopM.

Muuennoo6pasyloune npenapartbl: MULLENNSPHbIE PAcTBOPbI A/ BHYTPUBEHHOTO BBEAEHWS MOTYT paccMmaTpu-
BaTbCA KakK «KOMMJIEKCHbIe» pacTBOpPbl, NO3TOMY OHW He nojnagatT nof 6uoselisep.

OfHaKo Npu co6M0AEHNN HUXKENEPEUNCIEHHbIX YCN0BUI 61oBeiiBEp BO3MOXEH:

a) npv pasBefeHnn fiekapCcTBEHHOro NnpenapaTa B COOTBETCTBUM C PeKOMEeHAauNAMK No ero cnocoby npumeHeHus
NPoONCXOANT BbICTPLIV pacnaf Muuenn, a nekapcTeeHHas hopMma He npeAHasHayeHa 19 KOHTPOMPYEMOTro BbICBOGOX-
[eHVa unu pacnpegeneHuns;

6) cnoco6 ¥ cKOPOCTb BBEAEHNS COBNAalOT C 3aperncTpupoBaHHbIM /IeKapCTBEHHbIM NpenapaTtoMm:

B) BCoOMoraTte/fibHble BellecTBa He BAUAIOT Ha pacnpejeneHne, MeTabonmsm u BbiBeAeHNe AeicTBYIOLLero BeLe-
cTBa.

B Takmx cnyyasx KaueCTBEHHbI 1 KONMYeCTBEHHbIVi COCTaB MULLENNSPHOrO pacTBopa HenocpeacTBEHHO nepes BBe-
[leHVeM He JO/DKeH OT/IYaTbCa OT 3aperncTpupoBaHHOrO NekapCTBEHHOrO npenapara; Heo6xoAMMo npeAcTaBuTb 060-
CHOBaHHble AlaHHble, NOATBEPXJaloLLne CX0OXecTb thN3NKO-XMMUYECKNX CBOICTB. Hanpumep, Kputuyeckas KOHLeHTpaums
MuLenoo6pasoBaHusi. CNoCOGHOCTb /IeKapPCTBEHHOM (hopMbl K contobunmnsaunm (Hanpumep, MakcumasnbHas fo6asoyHas
KoHueHTpauus (Maximum Additive Concentration)), cBo6oaHas n cBA3aHHas pakuus AeiicTBylOWero BewecTsa n pas-
mMep Muuenn.

3Tu NpaBunia Takke NPUMEHUMbI NPU HE3HAUNTENIbHbIX M3MEHEHUAX KAa4eCTBEHHOTO U KOSIMYECTBEHHOIO cocTaBa
NleKkapCTBEHHOrO npenapaTta, Npu yC/I0BUW TOTO, YTO TakMe U3MEHEHWs1 He 3aTparnBalT KaYeCTBEHHbI UM KONUYECTBEH-
Hblii COCTaB MOBEPXHOCTHO-aKTUBHbIX BELLECTB.

2.8 NNekapcTBeHHble hOPMbl C MOAUPULUPOBAHHBIM BbICBOGOXAEHUEM CUCTEMHOTO AeNCTBUS

2.8.1 JlekapcTBeHHbIe POPMbI C MOAUMDULUPOBAHHLIM BbICBOGOXAEHNEM 415 NMPUeMa BHYTPb UMW TpaHc-
4EpPManbHOro NpUMeHeHus

NekapcTBeHHble YOPMbl C MOAUGULMPOBAHHLIM BbICBOBOXAEHWEM 47151 MpUemMa BHYTPb UNU TPaHCAEepPMansHOro
npUMeHeHUst Tpe6yioT NPOBEAEHNUsI NCCNef0BaHN 6103KBMBAIEHTHOCTU B COOTBETCTBUN C YCTAHOBJ/IEHHLIMK TPE6OBA-
HUAMN.

2.8.2 NlekapCTBEHHbIE (POPMbI C MOAUMDULUPOBAHHBIM BbICBOGOXAEHMEM A4/ BHYTPUMbILIEYHOTO U MOA-
KOXHOro BBeAeHus

Mpu NoATBEPXAEHUU GUOIKBMBASIEHTHOCTM B OTHOLWEHUM CYCMEH3WI UAN WHBbIX IEKAPCTBEHHbIX POPM, npegHa-
3HAYEHHbIX A1 MOAMMMKALUN BbICBOGOXAEHNS AENCTBYIOLLEr0 BelecTBa NPy ero BHyTPUMbILLEYHOM UM NOLKOXHOM
BBEEHUMN, NPUMEHSIIOTCS TPE6OBaHNS K NOATBEPXKAEHUI0 GMO3KBNBANIEHTHOCTU BHECOCYANCTbIX SIEKAPCTBEHHbLIX (DOPM C
MOANMNLMPOBAHHBIM BbICBOGOXAEHNEM (Hanpumep, TpaHCAepMabHbiX), B COOTBETCTBUM C YCTAHOB/IEHHbIMU Tpe6oBa-
HUAMN.

2.9 NekapcTBEHHble NpenapaTtbl MECTHOTo AeliCTBUSA, NPUMEHSEMble MECTHO WU HAPYXHO

PekoMeHfaLnn N0 M3y4eHUIo SlIeKapCTBEHHbIX NpenapaTtoB MeCTHOro AeicTBuA (Npu nepopasibHOM, Ha3aslbHOM,
NIerOYHOM, [N1a3HOM, HaKOXHOM, pekTasibHOM, BarHanbHOM W T. . BBeAEHWUM), YCTAHOBAEHbI APYTMMW HOPMAaTUBHbLIMMW
[OKyMeHTamu.

Ecnu nccnepyemblit nekapcTBEHHbI npenapat, NpeAcTaBnswowWwmnii coboli pacTsop (Hanpumep, Kanau rnasHble,
cnpeii HasanbHbIN (38 UCKNIOYEHNEM FOPMOHA/IbHBIX Ha3aslbHbIX CMPEEeB) WAV PacTBOp AN HAPYXXHOro NPUMeHeHus), He
oT/IMYaeTcs No BUAY Cpefbl pacTBOpeHusi (BOAHAA WKW MacnsaHas) U COAEePXUT Ty Xe KOHLeHTpaLuuo Toro xe geicTay-
IOLLero BellecTBa, YTO U 3aperncTpupoBaHHbIi eKapcTBEHHbI npenapat, TO NOoATBepPXAaTb IKBUBANEHTHOCTb Mexay
HUMK He TpebyeTcsA. He3HaunTenbHble pa3IMuna B COepPX)aHN BCNoMoraTebHbIX BELLEeCTB JOMYCTUMbI, €CNU 3HaYNMble
hapmauesTnyeckne cBoiicTBa nccnegyemoro n pechepeHTHOro 1ekapCTBEHHOro NpenapaTa MAEHTUYHbI U aHaNornyHbI.
Jlio6ble KavyecTBEHHbIE UM KONIMYECTBEHHbIE Pa3nnynsa B COAEPXaHUN BCMoMoraTesibHbIX BelecTB TpebyoT o60cHOBa-
HUS C NO3NLUI UX BIMSIHWSA HA TepaneBTUYeCKYo 3KBUBANEHTHOCTb. MNpu OTCYTCTBUM OCHOBaHWI CNOCO6 1 NyTU BBEEHUA
[LO/MKHbI COOTBETCTBOBATHL 3aperncTpMpoBaHHOMY lekapCTBEHHOMY npenapary.

Ecnn nocne mecTHOro NpMMeEHeHUs nekapcTBEHHbIX NpenapaToB 415 MECTHOrO NMPUMEHEHUSI B CU1y CUCTEMHON
abcopbLMM BO3HUKAET PUCK CUCTEMHBIX HeXenaTesfibHblX peakunii, He06X0ANMO N3MEePUTb CUCTEMHYIO akcnosunymio. He-
06X041MMO NOATBEPANTL, YTO CUCTEMHAS 3KCNO3NLUA NCCNeayeMOro ieKapCcTBEHHOro NpenapaTa He npeBblllaeT TakoByto
NleKkapCTBEHHOrO npenapaTta cpaBHeHUs:, T. . BepXHssa rpaHuya 90 % [0BepUTENbHOrO MHTEpBana He Ao/KHA NpeBbIWaTh
BEPXHIOK rpaHuLy npuemaemMocTy 6uoaksmBaneHTHocTH (125.00 %).

Hu oAVH 13 NekapCTBEHHbIX NpenapaTtoB MECTHOro AeiiCTBUSA, NPUMEHSAEMbIX MECTHO WUAWN HapYXHO, HeNb3si pac-
cmaTpuBaTth B KauecTBe BOCMPOM3BEEHHOro leKapCTBEHHOTO Npenapara, NoCKobKY OHM NognagaloT noj onpejeneHve
rmépugHoOro nekapcTBeHHOro npenapara.

2.10 lrassl

Ecnun J'IeKapCTBeHHbII7I npenapart ABndAeTcAa rasom gna VIHFEU'IFILWIﬁ, ncecnepgosaHuAa 6V03KBMBANEHTHOCTU HE Tpe6y-
H0TCA.
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MpunoxeHne 3
(cnpaBoyHoe)

BuoBeiiBep, OCHOBaHHbI HAa 6GUOdapmMaLeBTUYECKON cucTeMe Knaccudurkaymm

3.1 O6wmre nonoxeHns

BroBeiiBep. OCHOBaHHbI Ha 6uoapmaL,eBTUUEeCKO cucteme knaccudpukauny (BKC), HanpaBneH Ha yMeHbLIeHne
Konuyectsa uccnegoBaHnii 6MO3KBMBANIEHTHOCTM iN ViVO, TO €CTb OH MOXET CAYXWUTb 3aMeHO 61M03KBUBANIEHTHOCTY in
vivo. MNpoBefAeHUss uccnenoBaHnii 6UO3KBUBANIEHTHOCTH in ViVO MOXHO M36exaTtb, eCny 3KBUBANEHTHOCTb in Vvivo nop-
TBEPXAAeTCA 060CHOBAHHLIMU AAHHLIMU, NOTYYEHHbIMMU in Vitro.

BroBeiiBep. 0OCHOBaHHbI Ha BKC. orpaHuyeH nekapCcTBEHHbIMU NpenapaTamMu 41 NpuemMa BHYTPb B TBEpAbIX Ne-
KapCTBEHHbIX hopMax CUCTEMHOTO eiCTBUS C HEMEeA/IEHHbIM BbICBOGOXAEHNEM, COAEPXALLMMUN BbICOKO pacTBOpUMbIe
fAelicTBylOLWME BelecTBa ¢ npeackasyemoii abcopbumeil y uenoseka, npu ycnoBuu, 4To 3TU AelicTByOL e BellecTBa
MUMeIOT LIMPOKNIA TepaneBTUYeCKuii AnanasoH (cMm. nogpasgen 2.9 ctaHgapTa). Mpn 3TOM OH HENPVMEHUM K NOABA3bIY-
HbIM. 3alleYHbiM SleKapCTBEHHbIM (hopMaM U NekapCcTBeHHbIM hopMaM € MOAMULMPOBAHHBIM BbICBOGOXAEHMEM. B
OTHOLIEHUN leKapCTBEHHbIX (DOPM, ANCNEPTUPYIOWMUXCA B NOMOCTW pTa, faHHbli NOAX04 NPUMEHWUM, €CauN UCKYeHa
abcopbuma 13 nonocTu pra.

BroseiiBep. ocHOBaHHbI Ha BEKC. npegHa3HaueH 419 yCTaHOBEHUA GMO3KBNBANEHTHOCTI MEXAY onpeAesieHHbl-
MU nccnegyembiMu U pedepeHTHbIMW NekapCTBEHHbIMW npenapataMu. MpuHUMNbLI KOHLenuun 6uoBeiiBepa MoryT npu-
MeHATbLCS ANA NOATBEPXAeHNS GNO3KBMBANIEHTHOCTU BOCMPOM3BEAEHHbIX /IeKapCTBEHHbIX NpenapaTos, paclivpeHui
OPUTMHAJIbHBIX NIeKaPCTBEHHbIX MpenapaTtoB, Npy BHECEHUU U3MeHeHWli B Aocbe, TpebyloLWwmnxX YCTaHOBEHNA GUO3KBU-
Ba/IEHTHOCTU, ANA yCTaHOBAEHNA 6MO3KBMBANEHTHOCTN MeXAY NekapCTBEHHbIMU NpenapaTaMu, NPUMEHSBLUVMUCS B Ha-
YasibHbIX (hasax KIMHUYECKUX UccnefoBaHuii, a Takke NekapCTBeHHbIMY npenaparaMu, BbIBOAVMbIMU Ha PbIHOK.

3.2 O6wue TpeboBaHNS

BuoBeiiBep. ocHOBaHHbIi Ha BKC, npuMeHUM K nekapcTBEHHOMY npenapaTy C HeMeA/IEHHbIM BbICBOGOXAEHNEM
npun yCNoBMMN BbINOJTHEHUS BCEX CNeayowwmnx TpeboBaHuii:

a) feiicTBylolee BeLEeCTBO XOPOLIO pacTBOPMMO M nofsepraeTcsi nosHoi abcopbumm (I knacc no BKC) (cM. pas-
aen 3):

6) Cc yueToM cneumnanbHblx TpeboBaHuii (cM. nogpasnen 4.1) xapakTepucTUKA pacTBOPEHUs in vitro nccnenyemoro un
pedhepeHLwOro nekapCcTBEHHbIX NpenapaToB onNpeaensTCs Kak cHeHb 6bicTpble {>85 % B TeyeHne 15 MVH) unn GuicTpble
(85 % B TeyeHue 30 MUH);

B) KAYeCTBEHHbIA N KONIMYECTBEHHbIA COCTaB BCMOMOraTesibHblX BELLECTB, CNOCOOHbLIX MOBAUATL Ha GUO3KBMBA-
NIEHTHOCTB, OfMHaKOBbI. [Mpu 3TOM, Lienecoobpa3Ho MCNONb30BaTh OAVHAKOBbIE BCMOMOraTesbHble BeliecTBa B COMO-
CTaBMMbIX konuyecTBax (CM. pasgen 3);

) OTCYTCTBYIOT PUCKM, CBSI3aHHbIE C BEPOATHOCTLIO NPUHATL OLINOG0YHOE 3aK/N0HeHe O BO3MOXHOCTM UCMO/b30Ba-
HUA nNpoueaypbl 6uoseiiBepa, C y4eTOM BE/IMUMHbBI TepaneBTUYECKOro NHAeKCa U KTMHUYECKNX NoKasaHuii K NpUMeHeHnto
ANA [eiicTBylOLLEro BellecTBa B COCTaBe /lIekapCTBEHHOro npenaparta.

BunoseiiBep. ocHoBaHHbIN Ha BKC. Takke npuMeHWM K 1ekapCTBEHHOMY npenapaTy C HemMe/1eHHbIM BbICBOOOXAeE-
HWeM Npu YC0BUU BbINOSTHEHNSA BCeX ceayoLwmnx TpeboBaHuii:

a) AeiicTByloLLee BELEeCTBO XOPOLLO PacTBOPMMO ¥ NOABepraeTca orpaHnyeHHon abecopo6unn (Il knacc no BKC. cm.
pasgen 3);

6) c yyueToM cneuuanbHbix TpebosaHuii (CM. nogpasaen 4.1) xapakTepucTukn pacTBOPEHUs in vitro uccnegyemoro u
pebepeHTHOro 1ekapcTBEHHbIX NpenaparTos oOnpefeNiaTCsa Kak oueHb bbicTpble (> 85 % B TeueHune 15 MUH);

B) KAUeCTBEHHbI N KONMYECTBEHHbI COCTaB BCMOMOraTe/ibHbIX BELECTB, CNOCOOHbLIX MOBAUATL Ha GMO3KBMBA-
NIEHTHOCTb. OfMHaKoBbI/. [Mpu 3TOM, Lenecoobpa3Ho MCMOMb30BaTh OAVHAKOBbIE BCMOMOraTesibHble BeliecTBa B COMO-
CTaBMMbIX konnyecTsax (cm. nogpasgen 4.2 );

CnepyeT 60onee KpUTUYHO NOAXOAUTb K OLleHKe BbINOMHEHUS yCNoBUiA (Hanpumep, MecTo abcopbLum, BO3MOXHOCTb
B3anMogeicTensa ¢ 6enkamu-nepeHocunkamu B mecte abcopbuum, coctas BCNOMOraTesibHbIX BELWECTB U TepanesTuye-
CKe pUCKW) B OTHOLLIEHUN NlekapCcTBeHHbIX npenapaTtos Il knacca no BKC. yem k npenapartam | knacca no BKC.

3.3 leiicTByloliee BeLLeCcTBO

B uensax onucaHns CBOICTB AeiicTByloLLero BelecTsa, noanajatwliero noj KoHuenuyuio 6uoselisepa. 40CTaTOUHO
yeTKnx pedhepupyembix IMTepaTypHbIX AaHHbIX.

Ecnu peiicTeylowne BellecTsa uccnegyemoro n pedepeHTHOro iekapcTBeHHbIX NpenapaTos OAWHAaKOBble, BO3-
MOXHO npuMeHeHne 6uoseiiBepa. bBroseiiBep Takke BO3MOXEH, €C/IN UCCeAyeMblil U peepeHTHbI NekapCTBEHHbIe
npenaparbl cofiepxaT pas/iMiHble CONN Npu yCnoBuU Ux NpuHagnexHoctun Kk | knaccy no BKC (Bbicokass pacTBOPUMOCTb
n nonHaa abcopbuusa: cm. nogpasgens 3.1 u 3.2). Ecnu nccnegyemblii NekapcTBEHHbIV npenapat COAEPXUT COXHble
3¢hmpbl, CTEpeon3omepbl U UX CMecW, KOMMAEKCbl UM NPOM3BOAHbIe AelCTBYIOLEro BelecTsa peepeHTHOro fekap-
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CTBEHHOTO npenapara, 6uoeeiiBep HEBO3MOXEH, MOCKO/IbKY pPa3/inuns MOryT NPUBECTU K PasnnyHoi 61M040CTYNHOCTH, He
BbISIB/IIEMOVA C NOMOLLbI0 3KCMEPUMEHTOB, NCNONb3yeMbIX B KOHLenuun 6uoselisepa. ocHoBaHHOro Ha BKC.

[lelicTByloLlee BelecTBO He A0/HKHO 061a4aTh Y3KUM TepaneBTUYeckuM AnanasoHom (CM. NyHKT 2.9.1 ctaHaapTa).

3.3.1 PacTBOpUMOCTb

Heo6xoAMMO yCTaHOBUTbL 1 NpoaHann3npoBaTtb Npotuab pH-pacTBOpUMOCIu AelicTByloLero BelecTea. [elictey-
loLlee BeLecTBO NPU3HAeTCA XOPOLO pacTBOPMMbIM, ecu Npu TemnepaType 37 + 1 "C ero makcumasnbHas ofgHOKpaTHas
[o3a (4NA nekapCTBEHHOro npenaparta ¢ HemMeA/leHHbIM BbICBOOOXEHNEM) NOTHOCTLIO pacTeopseTca B 250 mn 6ydep-
HOro pacTeopa BAunanasoHe pH ot 140 6.8. [1na aToro TpebyeTca NpoBecTy NCCnefoBaHe He MeHee YeM ¢ 3 6ydepHbIMn
pacTBopamu ¢ pasnyHbiMKU pH. Haxo4AWMMCS B BbilleyKa3aHHOM gnana3oHe (npeanoytutensHo npu pH 1.2; 4.5 n 6.8)
1. no Bo3MoxHocTH, npu pKa, ecnn pKa HaxoauTtcs B ykasaHHOM guvanasoHe pH. B uensx ogHo3HauyHoOro onpegeneHuns
KknaccmukaunoHHOW NpUHaANeXHOCTU N0 PACTBOPMMOCTU MOTYT NOHAA06UTLCA NOBTOPHbIE UCMBLITAHUA NPU KaxAoM pH
(Hanpumep, MeTo BCTPSAXMBaHUS UAW APYroii noaxoAsawwmin). pH pacteopa cnegyet onpeAenatb A0 v nocne gobasnexHuns
AelicTBylowero BelecTsa B 6ydep.

3.3.2 BcacbiBaHue (NpoHuKatLwWwas cnoco6HOCTb)

Mpwu 3asABNEHUN HA perucTpaymio NekapCcTBEHHOIo npenapara ¢ npumMeHeHneM 6uoBeiiBepa. 0CHoBaHHOro Ha BKC.
pekomeHAyeTca NOATBEPAUTL NOSHY0 abcopbunio AeiicTBYOLWEro BelecTBa y Yyenoseka. C aToli Lenbio nog nosHbIM
BCacblBaH/eM noHuMatoT abcopbuuto r 85 %. MonHoe BcacbiBaHWe 06bIYHO 06YCNOBMEHO BbICOKOI MPOHUKatOLW e cno-
COBGHOCTbIO AeiiCTBYIOLLErO BelLecTBa Yepes KULWeYHbli 6apbep.

Hanuuve nonHoro BcacbiBaHWs A0/IXHO 6bITb 060CHOBAHO UCCNEf0BaHNAMM y YenoBeka. B kauecTBe 060CHOBaHUA
fonyckaeTcs UCNonb3oBaThk pe3ynbTaTbl UCCeA0BaHWIA;

- abCo/OTHOW 6MOAOCTYNHOCTHY;

- MaTepuanbHoro 6anaHca.

Mpu ncnonb3oBaHMM MeToAa MaTepuanbHOro 6anaHca Ans BblYMCNEHUA BCOcaBLuelica dypakuum Heo6xoAnMo yao-
CTOBEPUTLCA. YTO MeTabonuThbl, yuYTEHHblE MPU pacyeTe Bcocasllelica dpakuum, obpasosannck nocne abcopbuun. B
CBSI3W C 3TUM Npu pacyeTe o6l el pafMoakTUBHOCTH, IKCKPETUPYEMOi C MOYOli, HEO6XOAMMO Y[ 0CTOBEPUTLCS, YTO B
XenyAo4YHOM MW KULWEYHOM COKe He Npousollnia YacTuyHasa gerpagaumsa nav 6uotpaHcopmanns HemaMeHeHHOoro aei-
cTeylowero seuwecrtsa. Peakuynn | hasbl (Hanpumep, okucnenme) nnu 1l assl (Hanpumep, KoHblOrauusa) metabonusma
MOTYT MPOVNCXOANTL NULWb Nocne abcopbuun (He B XenyJo4HOM WK KULWLEYHOM coke). Takum 06pa3om, OCHOBbIBAACH Ha
[aHHbIX UccnefoBaHuii MaTepuanbHOro 6anaHca, BcacbiBaHWe NPU3HAETCs NOJHbIM, ecnu obliee cofepxaHue Ucxon-
HOro coefMHeHUst B Mouye 1 ero metabonutos (nMpoweawunx | n (nnm) Il hasbl metabonm3ma) B Moye U Kane cocTtaBnseT
r 85 % OT NPUHATON [03bl.

Kpome TOro, BbICOKO pacTBOpUMblE AeiicTBYIOLME BelllecTBa C HenoHbIM BcackiBaHnem (Il knacc no BKC) Takke
MOryT nognagatb nog 6uoseiiBep, ecnu BbINOHAIOTCS onpefeneHHble TpeboBaHUs K cocTaBy /leKapCTBEHHOIO npenapa-
Ta 1 npoduao pacTBopeHus in vitro (cM. nogpasgen 4.2 BecnomorartesibHble BelwecTsa). [pn oTHeCEHUN coeAnHeHW K |
knaccy no BKC 1 oTcyTcTBUM 060CHOBaHHbIX floka3aTeIbCTB B NOJIb3Y UX NOJIHOTO BCACbIBAHUS K HAM Takke npebaBns-
loTcs 6onee xecTkne TpebosaHua.

YcTaHOBNEHHAA GV03KBMBAIEHTHOCTL MEX/Y BOAHOW ¥ TBEPAON /leKapCcTBEHHbIMU (hopMaMy HEMEASIEHHOTO Bbl-
CBOGOX/EHNS HEeKOTOPOro COeAUHEeHUs, MPUHUMAemMoro BHYTPb, NPUHMMaeTCs B KayecTBe MOATBEPXAEHUS, MOCKOMbKY
CBMAETENLCTBYET O TOM. YTO OrpaHuyeHve abcopbuuu, ob6ycnoBfieHHOE CBOWCTBAMW NeKapCTBEHHON hopMbl nekap-
CTBEHHOrO npenapara (C HeMe//1eHHbIM BbICBOOOXAEHUEM), ABNAETCA HEe3HauUMTe bHbIM. KauecTBeHHble uccnegoBaHus
NPOHMLLAEMOCTK in Vitro, B TOM 4Yuc/ie C UCMO/b30BaHMEM CTaHAapTHbIX 06pa3LoB, Takke CBUAETENbCTBYIOT B MOMb3y
pe3ynbTaToB, NOSTYYEHHbIX in Vivo.

3.4 JlekapCTBeHHbIl Nnpenapart

3.4.1 NpoBeaeHVe TecTa CPABHUTENbHOI KWHETUKM pacTBOPEHHMS in vitro

Mpun n3yyeHun CBOICTB IeKAPCTBEHHOrO npenapara Heob6xoAMMO JoKasaTb HeEMeAIeHHOe BbICBOOOXAEeHNE 1 Co-
NoCTaBUMOCTb MUCC/IeflyeMbIX SIeKapCTBEHHbIX Npenaparos, TO eCTb NOATBEPAUTbL CONOCTABUMYIO KUHETUKY PacTBOPeHUs
in vitro mexgy nccrnegyembiM U pedepeHTHbIM IekapCTBEHHbIMY NpenapaTamu npu r3nonornyeckmx sHadyeHnsx pH B
YCNOBUAX 3KcnepumeHTa. OHaKo 3TO He NO3BOJIAET YCTAHOBUTL Koppenauuio in vilraAn vivo. KuHeTuky pactsopeHus in
vitro cnegyeT n3yunTb B gnanasoHe pH 1.0-6.8 (He meHee yem npu Tpex 3HauyeHusx pH: 1.2,4.5 n 6.8). lonofHUTENbHbIE
nccnepoBaHna MoryT notpe6osatbesi Npy pH ¢ HaMMeHbLUeil pacTBOPUMOCTbLIO AeliCTBYIOWEero BelecTsa (cnegyet npeg-
CTaBUTb 060CHOBaHME OTCYTCTBUS HEOOXOAMMOCTW TakuMx nccnepoBaHuit). icnonb3oBaHne Kakux-nnbo MoBEpPXHOCTHO-
aKTUBHbIX BELECTB He [onycKaeTcs.

Viccnepyemblil n pedhepeHTHbI TlekapCTBeHHble npenapaTtbl AO/HKHbI COOTBETCTBOBATb TPEOOBAHUSAM, U3/TOXEH-
HbIM B nogpasgene 2.2 ctaHjapra. B cooTBeTCTBUAM C 3TVMM Tpe6OBaHNAMUN PEKOMEHYEeTCA NPOBOAUTL UCC/ef0BaHe B
OTHOLIEHUN 6oslee Yem OAHON cepun nccnepyembix NeKapCcTBEHHbIX NpenapaTos.

CpaBHWTE/bHbIE UCMbITAHUS PACTBOPEHMS in Vitro JO/HKHbI COOTBETCTBOBATL (hapmakoneiiHbiM TpeboBaHuaM. He-
06X0A4UMO NpeAcTaBUTb NOAPOOHOE OnMcaHne YC/I0BUiA NCCnefoBaHna v aHaIMTUYeCKnX MeToAuK, BKIoYas AaHHbie no
nx Banupaumun. na cTaTUCTUYECKOW AOCTOBEPHOCTU KaXAblii 3KCNepuMeHT pekomMeHAyeTcs npoBoAWTb ¢ 12 npobamu
(o6pasuamn) nekapcTBeHHOro npenapata. CtaHaapTHbIe YCI0BUSA NCCeA0BaHNA BKIOYAlOT B cebs:

- nNpubop: nonacTHas Mellasika Uin KOp3nHKa;

- 06bem cpefbl pactBopeHus: 900 Ma Unn MeHee:
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- Temnepartypa cpefbl pactsopeHusa: 37 + 1 "C;

- CKOpOCTb BpalleHus: nonacTHas Mellanka — 06bl4HO 50 060pOTOB B MUHYTY, KOp3nHKa — 06bl4HO 100 060poTOB
B MUHYTY:

- cxema oT6opa npo6: Hanpumep, Ha 10, 15. 20. 30 n 45 muHyTax;

- bydepHble pactBopbl: pH 1.0—1.2 (06biuHO 0.1 M HCI nnn umntauus xenyaoyHoro coka 6e3 dpepmeHTos), 4,5
1 6,8 (M1 uMnTaLMa KUeYyHoro coka 6e3 hepmeHTOB), pH f0/KHA PerynsapHO KOHTponuposaTtbes. PekoMmeHayeTcs uc-
nosib3oBatb papmakoneliHbie 6y epHble pacTBOPbI:

- NpouYne ycnoBus: OTCYTCTBME NOBEPXHOCTHO-AKTUBHbIX BeLecTB. [pyMeHeHne chepMeHTOB AonyckaeTcs B OT-
HOLLIEHWM XeNaTUHOBbLIX Kancyn uam TabneTok, NoKpPbITbIX XenaTMHOBON 060/104KOI.

Heob6xo4uMmo npeAcTaBUTb NOMHBIA aHANUTUYECKWUi OTYeT O NPOBeAEHNN TecTa CpaBHUTENIbHON KNHETUKN pacTBO-
peHunsi (TCKP) in vitro, BKNtouas NpoTOKON UCCNeA0BaHuUs, CBeAeHNs 06 UCCefyeMbIX CEPUAX U CEPUSX CPABHEHUS, NOA-
po6HOe onncaHune aKcneprMeHTaslbHbIX YCN0BWIA, pe3ynbTaTbl BaNUAaLNm NCNONb30BaHHbIX METOAOB, UHANBUAYa/bHbIE
1 CpefiHMe 3HayeHus, a Takke OTHOCUTE bHble CTaTUCTUYECKNE NnapamMeTpbl.

3.4.2 OueHka pe3ynbTaToB TecTa CpaBHUTENbHOW KMHETUKN PacTBOPEHUs in vitro

JlekapcTBeHHble npenapatbl MPU3HAKTCA OYeHb ObICTPO pacTBOpMMbIMKU, ecnn 85 % 3asBNEHHOro cofepxaHus
AelicTByloLLero BellecTsa pacTBopsieTca B TeyeHne 15 MuH. B aTOoM cnyyae npocdunan pacTBOPeHWs uccnefyemoro u
pedepeHTHOro fIekapCTBEHHbIX NpenapaToB NPU3HAKTCA CONOCTaBUMbIMU 6e3 AafbHeNnX maTeMaTnyeckux pacyeTos.

Ecnu npouecc pacTBopeHWs CO CTeneHbio BbICBOGOXAeHNA 85 % OT 3asiBIEHHOr0 cofepXxaHus feiicTeyloliero
BellecTBa AnnTca 6onee 15 MUH. HO He npeBblwaeT 30 MVWH. TO HEO6X0AUMO foKa3aTb OTCYTCTBME 3HAUUMBIX Pa3Nnymnii
(conoctaBnMOCTb). B Lensax nogTBepXAeHNs cConocTaBUMOCTH nNpoduneii pacTBOPeHUs nccneayemoro n peepeHTHoro
NleKapCTBEHHbIX NpenaparoB UCNO/b3YOT kpuTepuit f2 (cMm. npunoxenune 1) unu gpyrue noaxoasiine tectbl. Mpu aTom
06bsAICHEHWE pa3Nnumnii B Npounaax pacTBOPEHNS C KIMHUYECKUX MW TepaneBTUYeCKUX NO3nLWiA HelenecoobpasHo, no-
CKO/IbKY UCMbITAHWE PACTBOPEHUS HE OTPAXaeT KOPPEeNsaLMio in VitroAn vivo.

3.4.3 BcnomoraTenbHble BewecTsa

HecmoTpsa Ha TO, 4TO BAMWAHWE BCMOMOraTe/lbHbIX BELLECTB, COAEPXALLNXCA B IEKAPCTBEHHbIX hOpMax ¢ Heme[-
NIeHHbIM BbICBO6OXJEeHNEM, Ha 6BUOAO0CTYNHOCTb XOPOLLIO PacTBOPUMBIX U MOTHOCTbIO BCAChIBAIOLMXCS AeACTBYOLWMNX BE-
wecTB (To ecTb OTHOCAWMXCA K | Knaccy no BKC) cuntaeTca ManoBepoATHbIM, ero Hesib35 NOIHOCTbIO UCK/oYaTb. B cBA3M
C 39TUM BO BCex c/yyasx (B TOM uucne c geicTeyolmm BelecTsom | knacca no BKC) B uccnegyemMom nekapctBeHHOM
npenapare pekoMeHJyeTcs NCN0/Ib30BaTb CXOXMNE KONIMYECTBa TeX Xe BCNOMOraTe/ibHbIX BELWECTB, YTO U B pethepeHTHOM
NlekapCTBEHHOM npenapare.

B Lensx UCKIYEHUsI PasfINYHOro BANAHUSA Ha MeMBpaHHble NepeHOCUYNKN OAHUM U3 yCnoBWiA GuoseliBepa B OT-
HolweHun aelicTytowero Bewectsa lll knacca no BKC sBnseTca oTcyTcTBMe pasnunynii no ka4eCTBEHHOMY W BbiCOKas
CONOCTaBMMOCTb MO KOJIMYECTBEHHOMY COCTaBy BCMOMOraTesibHbIX BELECTB.

Kak npasuno, ¢ geiictsyowumu Bewectsamu | unam Il knacca no BKC Heo6xoAnMO UCNoNb3oBaTh CTaHAapPTHbIE
KO/IMYeCcTBa XOPOLIO M3YyYEeHHbIX BCNOMOraTe/ibHblX BELLeCTB, a Takke npoaHanM3npoBatb U 06BACHUTL UX BO3MOXHOE
B/IMSIHNE Ha 6MOJOCTYNHOCTb U (MK) pacTBOPUMOCTb. HeobXxoAnMo onucaTtb HasHauyeHue KaxAoro n3 BcnomoraTesbHbIX
BellecTB C 060CHOBAHMEM TOr0, YTO KO/IMYECTBO KaXOro M3 HUX HaxXOAUTCA B NpuemaemMom fguana3oHe. Heobxogmmo
onucaTb BCe BCMOMOraTesibHble BellecTBa, CNoco6Hble NOBANATL Ha 6MOAOCTYNHOCTL (Hanpumep, copbuToa, MaHHUTON,
HaTpusa naypuacynbdar u npoyve noBepxHOCTHO-aKTVBHbIE BELEeCTBa), C YyKa3aHNeM VX BAUAHUA Ha:

a) MOTOPUKY XeNy[04HO-KULIEYHOTO TPaKTa;

6) NofBepPXEeHHOCTb B3aMMOeincTBIIO C Ae/CTBYIOW MM BellecTBOM (HanpyumMep, KOMNieKkcoobpasoBaHue):

B) MPOHMKAIOLLYI0 CNOCO6GHOCTL AeCTBYOLLEro BELWeCTBa;

r) B3anmogeiicTBue ¢ MeMBpaHHbIMI NepeHocUmKamu.

KauyecTBEHHbI 1 KONMYECTBEHHbI COCTaB BCNOMOraTesibHbIX BelecTB, AoKka3aHo CNOCO6HbIX NOBNATL Ha 61MO3kK-
BMBA/IBHTHOCTb. UCCNEAyeMOro n pepepeHTHOro IeKkapCTBEHHbIX NpenapaToBs f0/KHbI OblTb OAVNHAKOBLIMU.

3.4.4 KombuHNpoBaHHbIe lekapCcTBEHHbIE MpenapaThbl

BroBeiiBep, 0OCHOBaHHbI Ha BKC. B OTHOLWEHUN KOMGUHMPOBAHHBIX JIEKAPCTBEHHbIX NPENAPaToB C HEMEA/1EHHbIM
BbICBOOOX/AEHNEM BO3MOXEH, eC/IM BCe AelicTByoL e BellecTBa npuHagnexart | unw Il knaccy no BKC. a Bcnomoraresnb-
Hble BellecTBa COOTBETCTBYIOT Tpe60BaHNAM, U3/TOXEHHBIM B nogpasgene 4.2. B ocTtanbHbIX Ciyyasx TpebyeTtca npose-
[leHne uccnefoBaHns 6M03KBUBANIEHTHOCTU iN VIVO.
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