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BesepeHune

[JaHHblli cTaHA4ApT HanpaBneH Ha ONTUMU3auuWio An3aiiHa, NPOBeAeHNs 1N OLeHKU nccrnefoBaHnii 6uo-
9KBMBANIEHTHOCTW SIeKAPCTBEHHbLIX (POPM C HEMeA/IEHHbIM BbICBOOOXEHNEM [eACTBYIOWUX BeLecTB Cu-
CTeMHoro aelicteus. iccnegoBaHme 6103KBUBAIEHTHOCTU IEKAPCTBEHHOTO npenapaTta — BUJ, KNMHUYECKOro
nccnefoBaHus lekapCTBEHHOrO npenaparta, NpoBeAeHe KOTOPOro OCyLecTBASeTCA AN OnpefeneHns cKo-
pOCTM BCacCbliBaHWA U BblBEAEHUSI OAHOMO WK HECKOSIbKUX 06najaoLnx gapmMmakonormyeckoin akTMBHOCTbIO
[eNCTBYIOLWMX BELecTB, KONMYecTBa 1IeKapCTBEHHOTO Npenapara, AOCTUraloLLLero CUCTEMHOIO KpOBOTOKA, pe-
3y/NbTaTbl KOTOPOro NO3BOMAIOT CAENATb BbIBOA O 6GMO3KBMBAUIEHTHOCTU BOCMPOM3BEAEHHOTO SIeKapCTBEHHOIO
npenaparta B OnpejesieHHbIX IeKapCTBEHHOW (hopmMe 1 [03MPOBKe, COOTBETCTBYIOLWMX (hOpMe U [03MPOBKe
pedhepeHTHOro IekapCcTBEHHOro Npenapara.

KoHuenuus 61oakBMBaneMTHOCTU SBMISETCA OCHOBOMNONAratoLLel A5 npoleayp rocyaapcTBEHHON perv-
cTpauun BOCNPOU3BEAEHHbIX /TIEKAPCTBEHHBIX NPenapaTtoB — NIeKapCTBEHHbIX MpenapaTos, KOTOpble UMEeT
TaKoli Xe KayeCTBEHHbI COCTaB M KOMIMYECTBEHHbIN COCTaB AelCTBYIOLLMX BELLECTB B TAKOM Xe /IeKapcTBeH-
HO hopme, YTO 1 pedhepeHTHbI NekapcTBeHHbIV npenapar, ¥ 6MO3KBUBAIEHTHOCTb UM TepaneBTuyeckas
9KBMBA/IEHTHOCTb KOTOPOro ped)epeHTHOMY /ieKapCTBEHHOMY npenaparty MoATBEepPXAeHa COOTBETCTBYIOLLU-
MW uccrnefoBaHuaMU. PasnnyHble conu, ahupbl, M30Mepbl, CMECU M30MepoB, KOMMIEKChI UM NPOU3BOAHbLIE
[elCTBYIOLLEro BelecTBa NPM3HAOTCA OAHUM U TEM Xe AeliCTBYIOLMM BeLLecTBOM, ecm nx 6e3onacHocTb
n (MnNn) athhekTUBHOCTbL 3HAYMMO He OTINYAITCA. PasnnyHble nekapcTBeHHbIe YOPMbl A1 NpUemMa BHYTPb
C HEMeA/1EHHbIM BbICBOOGOXAEHNEM NPU3HAIOTCSA B pamkax uccnefoBaHunii 6uofoCTynHOCTA OAHON W TOW Xe
nekapcTBeHHol dhopMoii (c 6rohapMaL,eBTUUECKON TOUKM 3peHus).

MpoBegeHne nccnefoBaHnii 6UOIKBMBANIEHTHOCTM TPebyeTcs NP BHECEHUW U3MEHEHW B perncrpa-
LMOHHOE A0Cbe 3aperucTpMpoBaHHOrO SIekapCcTBEHHOro npenapara (B 4acTHOCTU, MPWY U3MEHEHUW cocTaBa
BCNOMOraTe/ibHbIX BELECTB, TEXHOMNOMNY NPON3BOACTBA, MECTA MPOM3BOACTBA, YKPYNMHEHUW MW pasykpynHe-
HUW NPOMBILLIIEHHON cepun U T. 4.). HA NpeapervcTpalMoHHOM aTtane npu CyLleCTBEHHOM U3MEHEeHUN cocTa-
Ba, TEXHO/IOTM NPOM3BOACTBA SIEKAPCTBEHHOrO npenapara (ecnyn OCHOBHbIE AOK/IMHUYECKUE U KNNHUYeckne
nccnefoBaHus NMpPoBeAeHbl C HEM3MEHEHHbIM fleKapCTBEHHbIM MpenapaTtoM U Heo6X0AMMO 3KCTPanoampo-
BaTb MNO/ly4yeHHble AaHHble 0 6e30nMacHOCTN 1 3DPEKTUBHOCTN HA U3MEHEHHbIV lekapCTBEHHbIN npenapar),
npy U3MEHEeHWN NeKapCTBEHHON hOPMbl C HEMEA/IEHHbIM BbICBOGOXAEHWEM Ha NleKapCTBEHHY dopmy ¢
MOANMULMPOBAHHLIM BbICBOOOXAEHMEM, pa3paboTke KOMOWHMPOBAHHbLIX SIeKaPCTBEHHbIX NpenapaToB U B
VHbIX CryYasx.

[lBa nekapCTBEHHbIX Npenapara, CoAepXalinux ogMHaKkoBoe KOIMYeCTBO AECTBYIOLLEr0 BELLECTBa, CUU-
TalTcA 6M03KBUBANTIEHTHBIMU, €C/TM OHU ABNSAIOTCA hapmaleBTUYeCKMU 3KBUBaNIEHTaMM Un dpapmaLesBTu-
Yeckn asibTepHaTUBHLIMU U UX BUOAOCTYNHOCTL (MO CKOPOCTU W CTEMNeHn) nocne NPUMEHEHNUS B OANHAKOBOW
MOJIAAPHOI fjo3€e yKnafblBaeTCcs B 3apaHee YCTaHOB/IEHHbIe ,ONYCTUMbIe NpeAesbl. YkazaHHble npefesnsl ycTa-
HaBNMBalTCA ANA o6ecrnevyeHns conocTaBMmMocTi GuodapmaL,eBTMYeCKMX CBOWCTB 1eKapCTBEHHOW hopMbl,
B KOTOPOI1 BbINyCKAOTCS fIeKapCTBEHHbIE Npenapartsl in Vivo (TO eCTb CONOCTaBNMOCTH MX N0 3hEKTUBHOCTU
1 6esonacHocTy).

[na onpefeneHnss ckopocTn U cTeneHn abcopbunm B uccnefoBaHUAX GMOIKBUBAIEHTHOCTU O6bIYHO
1cnonb3yeTcs KpuBas «naa3MeHHas KOHLeHTpaums—Bpems». OnpefeneHHble hapmMmakokmHeTnyeckme napa-
MeTpbl U 3apaHee YCTaHOB/IEHHbIE TPaHunLbl JOMYCTUMbIX OTK/TIOHEHWI NO3BONAIOT CYAUTb O 6UO3KBUBAEHT-
HOCTW CpaBHMBAEMbIX /lekapCcTBeHHbIX npenapatos. AUC (nnowafb nof KpUBOW «KOHLEHTpauusi—BpeMs»)
oTpaxaeT cTeneHb Bo3geincTeus (akcnosunumm). Ctax (MakcumasnbHas KOHUeHTpauus B niasme) v twax (spems
[OCTKEHUS MaKCUMasibHOW KOHLEHTpauuMn B nnasme) ABASIOTCA napameTpamu, Ha KOTOpble BAUSET CKO-
pocTb abcopbuun fenCcTBYIOLLErO BELECTBA U3 IEKAPCTBEHHON (DOpPMbI.

Llens HacTosiLiero craHgapta — onpefenuTb TpeboBaHWA K Au3aliHy, NPOBEAEHWI0 U OLEeHKe uC-
cnefoBaHWii  GMO3KBMBANEHTHOCTW. B HUX Takke paccMaTpuBalTCA YCMOBUSA, KOrja WccnefoBaHus
in vivo MOryT 6bITb 3aMeHeHbl UCCeA0BaHNAMM in Vitro.
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HALUWMWOHANBbHbBIWKN CTAHOAPT POCCUWNCKOW OEJLEPALUNWU

NEKAPCTBEHHbBIE CPEACTBA AN1A MEAVUMHCKOIO NPMMEHEHWNA
NccnenoBaHus 6M03KBUBANIEHTHOCTU IEKAPCTBEHHbIX Npenaparos

Medicines for medical applications. Investigation bioequivalervce of medications

JaTa BBegeHns — 2018—08—01

1 06nactb NpUMeHeHNA

O6nacTb felicTBUSI HACTOSALLEro cTaHAapTa PacnpocTpaHseTcsl TOMbKO Ha JIeKapCTBEHHbIE CPeacTBa
NSt MeAVLMHCKOTO MPUMEHEHNS! XMMUYECKOTO MPOUCXOXAEHUSI U HE NPUMEHUMA Ansi 6MoaHasoros, nekap-
CTBEHHbIX MPEenaparoB PacTUTE/IbHOTO NMPOUCXOXKAEHNS.

HacTosuwwnii cTaHaapT pacnpocTpaHseTcs Ha /leKkapCTBeHHble (PopMbl C HEMeA/1IeHHbIM BbICBO6OX/e-
HUEM [eliCTBYIOLLEro BELLECTBa CUCTEMHOIO AeCTBUS, COAEPXNT PEKOMEHAALMM N0 NIAHWPOBAHWIO U NPO-
BEAEHWI0 UCCNeA0BaHNii GMOIKBMBANIEHTHOCTU, a Takke OnpeaesisieT KpMTepuu, Koraa nccieosanns 61ogo-
CTYNHOCTW He TpeGyloTcs [[oNoNHNTeNbHbIe AO3UPOBKU, OTAE/bHbIE BUAbI IEKAPCTBEHHbLIX (DOPM M(UNK) Ha
OCHOBaHUM GuohapMaLeBTUYECX0li CUCTEMBI KaccugukaLumu).

HacToswnii cTaHAapT He BK/IYaeT peKoMeHAaumMn No NAaHNPOBaHMIO U NPOBEAEHUI0 KTUMHUYECKNX UC-
cnepfoBaHwii ¢ ncnonb3oBaHueM (hapMakoAMHAMUYECKUX U KTUHUYECKUX KOHEeUYHbIX TOUYeK B TeX criydasix,
KOrfia, OCHOBbLIBAsICb Ha KOHLEHTpaLumn AeiicTBYOWEro BeLecTBa, 61103KBNBaNIEHTHOCTb NOATBEPAUTL HEBO3-
MOXHO.

2 in3aiiH, npoBeaeHne N oueHKa uccnenoBaHuli 6MO3KBUBANEHTHOCTH

Tpebyemoe KOMMYecTBO UCCNEAOBAHWI 1 UX Au3aiiH onpeaensitoT U 060CHOBLIBAOT (DU3NKO-XUMUYE-
CKUMU 1 (DapMakKOKMHETMYECKMMU CBOMCTBaAMMU [AENCTBYIOLLErO BeELlecTBa U NPOMNOPLMOHANbHOCTM cocTaBa
nccnefyemoro ekapcTBEHHOTO npenapaTa ¢ pedepeHTHbIM npenapartoM. B yacTHocTu, cnegyeT yunTbiBaTh
NMHeRHOCTb (hapMaKkoKMHETUKN, HEOOXOAMMOCTb NPOBEAEHUSI UCCNEefOBaHUS B 3aBUCUMOCTU OT npuema
nMLy, aHasm3a 3HaHTMOMEPOB U LenecoobpasHoCTb NPOBEAEHUS UcCNeAoBaHWin LONOMHUTENbHbLIX A03MPO-
BOK (CM. nogpasgensl 2.1, 2.5 n 2.6).

B pernctpaymoHHoM gocbe (Moaysb 2.7.1 06Lero TeEXHNYeCKoro 4oKyMeHTa) HeobXxoAnMo NpeacTaBUTb
nepeyeHb BCEX OTHOCALMXCSA K 3TOMY BOMPOCY McCnefoBaHWii (He3aBUCMMO OT MX pe3y/bTaToB), NPOBEAEH-
HbIX C MCcneAyemMbIM NleKapCTBEHHbIM NpenaparoM, HanpumMep nccnefoBaHus 6M03KBMBAIEHTHOCTY C Lie/bio
CpaBHEHWA MCCNefyeMoro ekapCcTBEHHOro npenapaTa (MMeLLEero o4MHaKoBbI COCTaB M TEXHOJIOMMYECKHi
npouecc) c pechepeHTHbIM IeKapCTBEHHbIM NpenapaTom1K PernctpaunoHHoe gocbke (Mogynb 5 06LLero TexHu-

1> PedhepeHTHbIN NekapcTBEHHbI Npenapat — flekapCTBEHHbI npenapat, KOTopblii BNepBble 3aperncTpuposBaH
B Poccwuiickoin ®egepauumn, kayectso, 3 PEeKTUBHOCTb U 6€30NacHOCTb KOTOPOro fOKa3aHbl Ha OCHOBaHWW pe3y/nbTaToB
[OKTMHUYECKUX UCCNef0BaHNi NeKapCTBEHHbIX CPEeACTB U KIMHWYECKMX MCCNefoBaHW NekapcTBEHHbIX Npenaparos,
NpoBefleHHbIX B COOTBETCTBMM C TpeboBaHuamu PegepanbHoOro 3akoHa ot 12 anpens 2010 r. Ne 61-®3 «O6 o6palieHun
NeKapCcTBEHHbIX CPeACTB» B OTHOLEHUW NIeKapPCTBEHHbIX CPEACTB A1 MEeAULMHCKOro npumeHeHus (ctatba 18. yactu
6. 7) NM60 B COOTBETCTBMM C TpeboBaHMAMU cTaTbn 12 ykasaHHOro defepasibHOro 3akoHa B OTHOLUEHUWN SleKapCTBEH-
HbIX CPeACTB A1 BEeTEPMHAPHOro NpuMeHeHns. denepanbHblii 3akoH oT 12 anpensi 2010 r. Ne 61-9®3 «O6 obpalyeHumn
NeKapcTBEHHbIX CpeacTB» (B pegakuun dpeaepanbHbiX 3aKOHOB OT 22 aekabpsi 2014 r. N9 429-93. ot 13 uona 2015 .
Ne 241-®3) ncnonb3yeTtca 418 OLEHKM GUOIKBMBANIEHTHOCTU UMW TepaneBTUYECKOW 3KBMBANEHTHOCTW, KayecTBa, ad-
(heKTMBHOCTM 1 6e30MacHOCT BOCMPOU3BEAEHHOIO WM 6uoaHanorosoro (6nonoAo6HOr0) lekapCcTBEHHOrO npenapara
(cTatbs 4, NyHKT 11).

N3paHue oduymansHoe
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YECKOro AoKYMEHTa) LO/MKHO COAEPXATb MOJIHbIE OTUETHI BCEX 3HAUYMMBIX UCCNEA0BaHU, 3@ UCK/TOYEHNEM NI~
NIOTHbIX UCCNEef0BaHWiA, 4151 KOTOPbIX JOCTATOUHO MPUBECTU KPATKME CUHOMCUCHI. MOMHbIE OTYETHI O MUIOTHBIX
UCCNeOBaHUSAX NPeACTaB/soTCA No TpeboBaHMI0 PerynsToOpHOro opraHa. B mogynb 2.7 HEO6X0AMMO Takke
BK/IIOUYUTb CUHOMCUCHI OTYETOB 06 UCCNELOBAHUSX BUO3KBUBASIEHTHOCTU U CPABHUTENBHON GUOLOCTYNHOCTU,
NPOBefeHHbIX Ha CTafuu paspaboTky NekapcTBEHHOTO npenaparta. ViHdopmaumio 06 ucciefoBaHUsX GUO3kK-
BUBAJIEHTHOCTU. MPOBEAEHHBIX HE C pethepeHTHLIM JIeKapCTBEHHLIM MPEnapaToM, NpeAcTaBnsTb He cregyer.

2.1 inzalin nccnepoBaHus

[vn3aiin uccnepgosaHns HeO6X0AMMO CMIaHMPOBAaThL TakMM 06pa3oMm, YTOGbl B/USIHWE NleKapCTBEHHO
chopMbl 1M cocTaBa flekapCTBEHHOro npenapaTta Ha hapMakoKMHeTM4eckne napameTpbl MOXHO 6bl10 OTNK-
YNTb OT BANSHUA APYruX DaKTOPOB.

2.1.1 CtaHJapTHbIA an3aiiH

Mpy cpaBHEHUN ABYX /IEKApPCTBEHHbIX MpenapaTtoB peKkoMeHAyeTCs MPoBOANTbL PaHAOMU3MPOBAHHOE,
[AByXaTanHoe, nepekpecTHoe nccnefoBaHve B ABYX rpynnax ¢ NPMeMOM OAHOKPaTHOW A03bl. 3Tanbl AO/KHbI
6bITb pasfenieHbl 0TMbIBOYHLIM NEPUOLOM, AOCTATOUYHBIM A/IA CHWKEHUS KOHLEHTpauumn AeicTByioLLero se-
LecTBa Hwke nopora 6uoaHannTUYeCcxoro onpefeneHns y Bcex Cy6beKkToB B Havasne BTOpPOro atana mccne-
foBaHua. OBbIYHO AN 3TOr0 JOCTATOYHO OTMbLIBOYHOTO Nepuoda ANTENbHOCTLIO, paBHON NATW nepuojam
nonysbiBefeHNA AeliCTBYIOLEero BelecTsa.

2.1.2 AnbTepHaTWBHbIN An3aiiH

B HeKoTOpbIX Cayyasx Npu ycnoBuK, YTO AN3aiH uccnefoBaHnsa 1 cTaTUCTUYECKUii aHann3 Hay4yHo 060-
CHOBaHbl. MOXHO paccmaTtpuBaTh a/bTepHaTUBHbIE 06LWenpru3HaHHble An3aiiHbl: napannefbHblii — AN Be-
LLeCTB C A4/IMTeNbHbIM (W NepuofoM NosyBbiBeAeHNs; NOBTOPHbIM (pennmkaTuBHblli replicate design) — ans
BELLEeCTB C BbiCOKOBapnabenbHbIMU hapMakokMHeTU4eckuMy napameTpamu (cMm. nogpasgen 2.10).

Ecnu Bcnepcteue HenepeHOCMMOCTU NpUeM OAHOKPaTHON A03bl 340p0BbIMY [06POBO/bLAMN HE [0-
nycTuM, a uccrnefoBaHne o4HOKPATHOW A03bl Y NauNeHTOB HEBO3MOXHO, [ONyCKaeTcs NpoBeAeHue nccneno-
BaHWA Y NaLMeHTOB C MHOrOKpaTHbIM NPUEMOM npenapara.

B pegkux cnyvasx, korga HefoCTaToO4YHas YyBCTBUTE/IbHOCTb aHa/IMTUYECKON MeTOAVKM MpensATcTBy-
eT TOYHOMY OnpefesnieHNo KOHLEeHTpauuy AeliCTBYHOLLEro BewecTsa B naiasme nocsie 04HOKpaTHOro npuvema
[03bl 1 ero paBHOBECHas KOHLiEeHTpauus AOCTATOYHO BbICOKA A1 NMPOBEAEHUS TOYHbIX U3MEPEHWIA, B Kaue-
CTBE a/IbTEPHATMBbI MCCNEAO0BaHNIO C MPUEMOM OHOKPAaTHO [03bl AONYCTVMO NPOBEefeHNe NccnefoBaHns ¢
MHOroKpaTHbIM MPUEMOM flekapCTBEHHOro npenaparta. OgHako, yunTbiBas 60/1ee HU3Kyl YyBCTBUTENbHOCTb
nccnefoBaHuii ¢ MHOrokpaTHbIM NpPYEeMOM npenapaTa 415 BbiABAeHUA pa3nuunii B Ctax, ux npoBefeHue fo-
MyCTMMO TOJ/IbKO MPW Hannyun ybeanTenbHbIX foKa3aTeslbCTB HEBO3MOXHOCTU Y/yULIUTb YyBCTBUTE/IbHOCTb
aHanUTUYecKoin MeToAUKN U HEBO3MOXHOCTM TOYHOTO U3MEPEHUS KOHLLEHTpaLMn UCXOAHOT0 AeliCTBYOLWEro
BellecTBa nocne OAHOKPATHOro Npuema NekapcTBEHHOrO npenapaTa faxe Mpy 1UCNob30BaHUK CBepxTepa-
neBTUYECKNX [,03 (CM. nogpasgen 2.6). YuntbiBass COBPEMEHHbIE BO3MOXHOCTU BMOaHaIMTUYECKNX MeTOA0B,
HEBO3MOXHOCTb TOYHOTO U MPaBW/IbHOTO N3MEPEHNS KOHLLEHTPaL MM UCXOAHOTO COeANHEHNS ABASETCS pej-
KocTblo. MpoBeaeHne nccnefoBaHUs ¢ MHOTOKpPaTHbIM NPMEMOM fIeKapCTBEHHOrO npenapara BMecTo OAHO-
KPaTHOro B CW/y HEAOCTATOUYHOW YyBCTBUTE/IbHOCTW @HAIUTUYECKO MEeTOAMKMA AONYCTUMO TO/IbKO B UCK/IIO-
YnUTENbHbIX Cy4Yasx.

B nccnepoBaHusix paBHOBECHOW KOHLIEHTpauuy OTMbIBOYHbIV Nepuog nocne npuema npeplaylero
npenapara MOXeT nepekpbiBaTb HapacTaHue KOHUEeHTpaLuun Ha BTOPpOM aTane (Npu yCnoBUW, YTO MPOLOIKN-
Te/IbHOCTb TaKoro HapacTaHusi 4OBOJIbHO A/IMTENIbHAs U COCTaBsSeT He MeHee MATU KOHEeUHbIX M2).

2.2 PedyepeHTHbIl NekapcTBeHHbI npenapaT u nccnefyemslii 1eKapcTBEHHbI npenapat

2.2.1 PedyepeHTHbI NekapCTBEHHbIV npenapar

B kayecTBe pechepeHTHOro fIeKapcTBEHHOrO npenapaTa MCMnosib3yeTcs NekapCTBEHHbI npenapar, Ko-
TOpbI BNepBble 3aperucTpMpoBaH B Poccuiickoii defepaumn, kayectso, athheKkTBHOCTL U 6e30MacHOCTb
KOTOPOro AoKa3aHbl Ha OCHOBAHWW Pe3ynbTaToB AOK/IMHUYECKUX WCCAef0BaHNA NekapCTBEHHbIX CPeACTB U
KTMHWYECKNX UCCefoBaHunii NeKkapcTBEHHbIX NpenapaToB B COOTBETCTBUM C YCTAHOB/IEHHbIMU TpeboBaHUS-
MK, ViHchopmaums o BbiGpaHHOM peddepeHTHOM npenapaTe 1 060CHOBaHWeE ero Bbibopa NpuBoAMTCA B peru-
CTpauMOHHOM J0Cbe Ha uccredyemblii TekapcTBEHHbIV npenapar.

Mpy nccnefoBaHWM GMO3KBUBAIEHTHOCTM BOCMPOM3BEAEHHOTO NIEKAPCTBEHHOrO npenapata (Bkayas
[OMONMHUTENbHbIE MOCNeAyllmne [03UPOBKM YXe 3aperucTprpoBaHHOIO BOCMPOW3BELEHHOrO npenapara)
uccnegyemblii NeKapCTBEHHbIV Npenapart cCpaBHUBAKOT C COOTBETCTBYHOLLEN nekapCcTBEHHON hopmoii pede-
PEHTHOrO /IeKapCTBEHHOrO Npenapara, Npy ee HaIM4yMKn Ha pbIHKE.

2



FOCT P 57679—2017

B cnyyae Hanmuma Ha pbIHKE HECKOJIbKUX IeKapCTBEHHbIX (hOPM OPWUrMHAaNBHOTO npenapaTa, 3aperu-
CTPUPOBaHHLIX MO Mpoleaype perncrpauumn BoCnpousBeeHHbIX NekapCTBEHHbIX Npenapatos (C nNpumeHe-
HVeMm KOHUenuuu 6ro3aKBMBA/IEHTHOCTUN), PeKOMEHAYeTCA UCMO/b30BaTh B kavyecTBe pedepeHTHOro nekap-
CTBEHHOrO npenapara /iekapCTBEHHY (hopMy OpUrMHasIbHOro npenapara, B BUAE KOTOPOW OH 6bl/ BNepsble
3aperncTpupoBaH ¥ Kotopas UCnosib3oBanach B KIMHUYECKUX UCCNef0BaHUAX A8 NOATBEPXAEHUS ero ag-
dheKTMBHOCTM 1 6€30NacHOCTMN, MPU HAIMYUKN Ha PbIHKE.

B o6ocHoBaHMK BbiGopa pechepeHTHOro IekapCTBEHHOMo npenapaTa 4/ UccrefoBaHus 61M03KBMBa-
NEHTHOCTU crefyeT yuuTbiBaTb pesynbTaTbl KOIMUYECTBEHHOTO OnpejefieHns coAepXaHus AelicTBYyoLLero
BellecTBa U AaHHbIX O ero pacTBopeHun. B cepuu, noanexalyeil NCNONb30BaHUIO B KAYECTBE uccesyemo-
ro flekapCTBEHHOr0 npenapaTta, KONMYeCTBEHHOe coAepXaHue, yCTaHOB/IEHHOE C MOMOLLbI0 aHaIUTUYECKO
METOAMKN, MPELNOXKEHHO! ANA CTaHAAPTHLIX UCMbITAHWIA KayecTBa nccredyemoro npenapaTa (ykasaHHol B
HOpPMaTUBHOM [OKYMeHTaLun 1 perncTpauuoHHOM A0Cbe), He AO/MKHO OoTAnyaTbes 6onee yem Ha 5 % oT no-
KazaTens kayectsa cepuun pediepeHTHOro SiIekapCTBEHHOro npenaparta (Mpy OTCYTCTBUW [O/MKHbIX 060CHOBA-
Huii). CnefyeT AOKYMeHTaslbHO 0popMUTL NpoLecc Bbibopa penpeseHTaTUBHOW cepun pedhepeHTHOro nekap-
CTBEHHOrO npenapaTta B OTHOLWEHUN JaHHbIX KOIMYECTBEHHOTO ONpeesieHus U UCNbITaHUA Ha pacTBOpeHue,
nnaHVpyemoi K UCNosib30BaHNI0 B UCCef0BaHnn 6103aKBMBasIeHTHOCTU. Mpu BbIGope cepun pehepeHTHOro
NeKkapcTBEHHOro npenapaTa ANA uccnefoBaHWs GUO3KBUBANIEHTHOCTY PEKOMEHAYETCS W3Y4MTb HECKOSIbKO
cepwii pedhepeHTHOro ekapCcTBEHHOro npenapara.

2.2.2 NccnepyoMmeblii npenapat

WccnepyeMblil nekapCTBEHHbI Npenapar, UCMo/Ib30BaHHbIV B UCCN1ef0BaHUN 6MO3KBMBANIEHTHOCTH, He
[OMKEH OTINMYATbCA OT /IeKapCTBEHHOrO npenaparta, KOTOpbI NOCTYNUT Ha dhapmaLeBTUYeCKUiA pbIHOK, YTO
[0/MKHO 6bITb BCECTOPOHHE NMPOaHa/IM3NPOBaHO U ero penpeseHTaTMBHOCTL 060CHOBaHA.

Hanpumep, Ansa TBepAbIX ieKapCTBEHHbIX hOPM CUCTEMHOIO AeNCTBUA AN NpUuema BHYTPb:

a) B OTCYTCTBME [O/MKHbIX 060CHOBaHMWI 06pasLbl uccieayemMoro ekapcTBEHHOIO npenapara A0/MKHbI
6bITb OTOGPaHbI U3 CEpUM, COCTaB/IAKLLEN NO0 MeHbLel Mepe 1/10 npoMbIlwIeHHOR cepun, nam 100 000 eau-
HWL, IeKapCTBEHHbIX (DOPM B 3aBUCUMOCTW OT TOrO, Kakoli n3 06bemMoB 60/bLue;

6) NPOM3BOACTBO NCMNOMb30BaHHbLIX CEPUIT IEKAPCTBEHHOrO Npenapara A0/HKHO obecneunBaTb BbICOKYHO
CTeneHb YBEPEHHOCTY B TOM, YTO /IeKapCTBEHHbIA nNpenapar 1 Npouecc ero Npon3BoACTBa CMOryT 6biTb BOC-
npov3BefeHbl B MPOMbILLIEHHOM MacluTabe.

O6bem cepuun, NpefHasHayYeHHoV AN NoaTBepPxXAeHNs 6noaksMBaneHTHOCTU. meHee 100 000 eguHuy,
BO3MOXEH MpW YC/IOBUW, YTO 3TO npejaraemMblii 06bem cepuiiHoro NpoM3BoACTBa, U Noc/neaylolee MaclluTa-
6rypoBaHne NPOM3BOLCTBEHHbIX Cepuii He npegnonaraeTcs.

B) HOPMMPOBaHNE KPUTUYECKMX NoKasaTesieil kayecTsa WUCNbITYEMOro fIeKapCcTBEHHOroO npenapaTta, Ta-
KMX KaK UCMblTaHMe Ha pacTBOpPEeHWe, U BKYEHUE X B cneuudukanmnio cnegyeTt ocylwecTBNsATb, UCNOMb3ys
pe3ynbTaTbl UCMbITAHWIA cepun nNpenaparta, UCMo/Ib30BaHHON B UCCeA0BaHNM GUO3KBMBANIEHTHOCTM 1 B OT-
HOLLIEHWN KOTOPO noaTBepxAeHa 6M03KBMBAIEHTHOCTb;

r) obpasubl NekapcTBEHHOro npenaparta M3 AONOSIHUTE IbHbIX OMbITHO-MPOMBbILWAEHHbLIX U (UAK) Npo-
MbILLISIEHHbIX Cepuid, NpefocTaBfEHHblE Ha perncTpauuio, HeobxoAMMO CpaBHWUTL C obpasuamu K3 cepuw,
MCMO/Ib30BaHHOW B UCCNef0BaHUN 603KBNBAIEHTHOCTM; OHW AO/DKHBI MMETb conocTaBumble npodunn pac-
TBOPEHWS in Vitro B MOAXOAALWMX YCN0BUAX (CM. npuaoxeHne 1). TecTbl CpaBHUTENbHOW KUHETUKA pacTBo-
peHVs AO/MKHbI ObITb NPOBEAEHbI 415 NEPBbIX TPEX NPOMBbILLMIEHHbIN cepuii uccnegyemoro npenapata. Ecnm
Ha MOMEHT Mojaun 3asB/IeHNs Ha perncTpauuio NPoMbILLNIEHHbIE CEPUMN eLe He NPou3BoANINCL, Cepus He
[OMKHa BbIMycKaTbCs B 060pOT A0 3aBepLleHns TecTa CpaBHUTENbHOW KMHETUKN pacTBOpeHNs. PesynbTatsbl
TECTOB NEPBbIX TPEX MPOMbILLNEHHbLIX CEPUIl HE0BX0AMMO NPefoCTaBUTbL NO 3anNpocy PeryiaToOpHOro opraHa,
a npu HecoBnageHn NpodnnA PacTBOPEHUs pesynbTaTthl cliedyeT NpeAcTaBuTb N0 CO6CTBEHHON MHMLMaTUBE
C YKa3aHneM KOHKPETHbIX Mep MO PeLUeHno BO3HUKLWEN npobnemsi.

Lns npounx nekapcTBeHHbIX (DOPM C HEME[/IEHHbIM BbICBOOOXAEHNEM CUCTEMHOIO AeiicTBNA 060CHO-
BaHWe penpeseHTaTVBHOCTW Cepun Uccieyemoro nekapcTBEeHHOro npenaparta, UCNob30BaHHOW B nccneno-
BaHUN GMO3KBMBANEHTHOCTW, NPOMBILLIEHHBIM CEPUAM NPOBOANTCS aHa/IOTNYHO.

2.2.3 YnakoBKa cpaBHMBaeMblX npenapaTtos

Wccnepyemblii nekapCTBEHHbI npenapaTt M ped)epeHTHbI NekapCTBEHHbI npenapaTt HeobXoAyMo
ynakoBaTb B UHAMBUAYa/IbHbIE YNAKOBKN A5 KAXA0ro CybbekTa uccnefoBaHusa 1 nepuoja nccnefoBaHus
nepej ux 0TNPaBKoi B nccnenoBaTenbCknin (KNMHUYECKWIA) LLEHTP MU B CAMOM MCCeA0BaTENbCKOM LIEHTpE.
YnakoBky (BKMtouasi MapKkMpoBKy) cnefyeT OCyLecTBASATL B COOTBETCTBUM C NpasBuiaMun Hagaexatieli npo-
N3BOACTBEHHO NpakTuKkn. 3apybexHble nccnefoBaTesibekne LeHTPbl NPU OCYLLeCTBNEHUN YNaKOBKU LOKHbI
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paboTaTb B yC/IOBUSIX HaA/IeXalleil Npon3BOACTBEHHOW NPAKTUKKN, CONOCTaBUMOI C NpaBuiamMmn Hagnexatlei
NpoV3BOACTBEHHO NpakTukn Pocculickoii depepauun.

HeobxoanMo npeaycMoTpeTb BO3MOXHOCTb TOYHOMO YCTAHOB/IEHWUA WAEHTUYHOCTU JIeKapCTBEHHbIX
npenapartoB, NPUMEHSIEMbIX KaXAblM CYObEKTOM B KaXAOM Nepuoje nccnefoBanus. s aToro Heo6xoanumo
noapo6HO [OKYMEHTMPOBAaTL YNakoBKY, MapKMPOBKY U NPUEM /IeKapCTBEHHbIX NpenapaToB cy6bektamu nc-
cnepfoBaHus. Takasi OKYMeHTauus f4o/HKHA COAepXaTh ONMncaHne Bcex Mep. NPUHATLIX 4158 NpeaynpexaeHus
N BbISIBNIEHNS] BO3MOXHbIX OLUIMGOK BBEAEHUS NpenapaToB. PEKOMeEHAYETCS UCMONb30BaTb 3TUKETKN C OTPbIB-
HbIM KOpPELUKOM.

2.3 CybbekTbl uccnepoBaHus

2.3.1 KonnyecTtBo cyb6beKTOB

KonuuecTBo cy6bEKTOB, BK/OUYEHHbIX B MCCNefoBaHNe GMO3KBMBANIEHTHOCTM, AO/MKHO 6blITb OCHOBaHO
Ha [JO/HKHOM pacyeTe pa3mepa Bbl6OPKU. KONMYeCTBO BK/IHOYEHHbIX B @Ha/IN3 Cy6BEKTOB UcCnefoBaHna 61o-
3KBMBAJIEHTHOCTM AO/HKHO ObITb HE MeHee 12.

2.3.2 Bbi6op cy6beKTOB

Bbi6op rpynnbl cy6beKToB AN NPOBEAEHUA uccnefoBaHns OGMO3KBUBA/IEHTHOCTU JO/MKEH obecneyn-
BaTb BO3MOXHOCTb OGHAPYXEHNA KIMHUYECKM 3HAUYUMbIX Pa3nynii Mexay NekapCcTBEHHbIMW Npenaparamu.
C uenblo CHNMXeHWs BapnabenbHOCTV pe3ynbTaToB, He 00YCI0BIEHHOW PasnuunaMu Mexay nekapcTBeHHbIMU
npenaparamu, ©CCre0BaHna Heo6xoAMMO NPOBOANTL CPefM 340POBbIX JOOPOBO/IbLEB, 3a UCK/IIOYEHNEM TeX
cnyvaes, Korfja nekapcTBeHHble Nnpenapartbl HECYT OYEBUAHYIO Yrpo3y UX 340POBbLIO U AienatoT Takue uccnepo-
BaHWA HE3TUYHbIMU. B 60MbLUMHCTBE C/lyYaeB NpoBeAeHVe NCCefoBaHNsa cpeamn 340P0BbIX JO6POBO/bLLEB in
ViVO /19 YCTAHOB/IEHNA Pa3/iMumnii Mexzy cpaBHVBaeMbIMY /leKapCTBEHHbIMU NpenaparaMu cuMTaeTca npu-
eM/fieMbIM 1 NO3BOJIAET 3KCTPANoONNpPoBaTh pesynbTaTbl UCCef0BaHNA Ha NONyNsauuy naumMeHToBs, 4715 KOTO-
pbIX 0f06PEeHO NpuMeHeHne pedepeHTHOro NekapcTBEHHOro npenapaTa (nuua NoXwnoro BospacTa, AeTw,
nauueHTbl C MOYEYHON MY NeYEeHOYHOM Hef0CTaTOuHOCTLIO U T. 4.).

B npoTokone nccnenosaHns HEO6XOAMMO YETKO ykas3aTb KPUTEPUW BKIOYEHUS/HEBKNIOYEHUA CyObek-
TOB B UccnegoBaHue. Bo3pact cy6bekToB nccnefoBaHus fO/MKeH 6biTb He MeHee 18 neT ¢ MHAEKCOM macchbl
Tena, No BO3MOXHOCTW. 18.5—30 kr/m2.

CooTBeTCTBME CYOBHLEKTOB YCNOBMAM OT60pa HEOOXOAMMO MNOATBEPAWUTL NnabopaTopHbIMW McCnedo-
BaHMSMU. @aHAMHE30M W MeAMLMHCKM OCMOTPOM. B 3aBMCMMOCTM OT hapmakoTepaneBTUHecKoi rpynnbl 1
npoduna 6e30nNacHOCTV NIekapCTBEHHOro npenapara fj0. BO BPEMS U N0 OKOHYaHWW UCCNefoBaHUsA Heo6Xo-
AVMO NPOBECTU cneuunanbHble NCCNef0BaHUsa U NPUHATL COOTBETCTBYIOWME MepPbl NPEAOCTOPOXHOCTU. on
Cy6BEKTOB He MMeeT 3HayeHusl, 0AHaKo Heo6XOAMMO Y4WTbIBaTb PUCK ANS XKEHLMH AeTOPOAHOro Bo3pac-
Ta. Cyb6bekTbl, N0 BO3MOXHOCTU, AO/IKHbI ObITb HE KypSALLMMU; asikorosM3m 1 HapkoMaHuusa (B TOM uucne B
aHaMHe3e) ABNSTCA KpUTEPUSMU HEBK/IOUYEHUS. B HEKOTOPbIX C/lyyYasx U3 cooGpaxeHunin 6e3onacHoCT um
BCNeAcTBMe hapmMakokMHeTUYecknx ocobeHHocTell Heo6xoaMmMo npegycmMoTpeTb heHOTUNMPOBaHUE 1 (MK)
reHoTunupoBaHue Cy6bLEeKTOB Uccne0BaHus.

Mpu napannensHoM AusaiiHe WUccnefoBaHUs CpaBHUBAEMble FpynMbl JO/HKHbI 6biTb CONOCTaBUMbI MO
BCEM 3HAYMMbIM NEPEMEHHbIM, KOTOpble MOryT MOBAUATL Ha hapMakoKMHEeTUKY [eicTByloLlero BellecTsa
(BKNtOYan BO3pacT, Maccy Tena. Nosl. ITHUYECKY0 NPUHALNEXHOCTb, KypeHne, NPUHaLIeXHOCTb K «ObICTPbIM»
Unu «MefsIeHHbIM» MeTabonusaropam). TO BaXHOe NpefBapuTesibHoe YCoBue AN NoATBEPXAEHNS AOCTO-
BEPHOCTMN pe3y/ibTaToB Takux UccnefoBaHuii.

Ecnu uccnepgyemoe felictsylollee BeLECTBO MOXET BbI3blBaTb HEXeNaTe lbHble /IeKapCTBEHHbIE peak-
uun n (unn) chapmakonornyeckme adekTol, NpeacTaBNAoLLIe HENPUeMAEMbIE PUCKU 4115 340POBbIX A40OPO-
BOJIbLIEB. MPY YCOBUM NPUHATUSA HEOOXO0ANMbIX Mep NPefOCTOPOXHOCTU N YyCTaHOB/IEHUSI COOTBETCTBYIOLLETO
HabnaeHns, 4onycKkaeTCcs BK/IOYEHMe B UCC/efoBaHne nauneHTos.

2.4 TlpoBefeHne nccnenoBaHus

2.4.1 O6ecnevyeHne cTtaHAapTHOCTU YCNOBUI NPOBELEHUA UCC/ef0BaHUA

B uensx ceefgeHus K MUHUMYMY BapuabenbHOCTV BCeX (hakTopoB, BAMAIOLWMX Ha pe3ynbTaTbl, 3a UC-
K/TIOYEHWEM CBOWCTB M XapaKTEPUCTUK CPaBHWBAEMbIX JIEKAPCTBEHHbIX MpenapaToB, YCN0BUA MPOBeAEHUA
nccnefosaHna Heob6XoAMMO CTaHAapPTU3NPOBAaThb, B YACTHOCTU; CTaHAapTU3auuy nognexar pauuoH, npuem
XUAKOCTU U (hN3NYECKNE HAarpysKu.

Bpems npuema nekapcTBEHHOro npenapara Heo6xoANMO yCTaHOBUTL 3apaHee. MNpu OTCYTCTBUM WHBIX
060CHOBaHHbIX YCMOBWI CY6bEKTbI He fO/MKHbI MPUHUMATL MULLY Kak MMHUMYM 3a 8 4 0 NpMeMa /10KapCTBeH-
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Moro npenapata. [MoCcKobKy NpreM X1AKOCTU MOXET NOBAUATL HA MPOXOXAEHUE NPVHUMAEMbIX BHYTPb f1e-
KapCTBEHHbIX NpenapaToB Yepes XenyoK, nccnedyemblil TekapcTBEHHbIN NpenapaT u pethepeHTHbIN nekap-
CTBEHHbIVi NpenapaT HeobXxoAMMO 3anmMBaTb CTaHAAPTHLIM 06BbEeMOM XnaKocTn (150—250 mn). B TeveHne 1y
[10 12 4 nocne BBeAeHWs NpenapaTa Nprem XnaKoCTW 3anpeLleH, B 0OCTa/lbHOM yCTaHaB/IMBaeTCcsi CBOGOAHbIN
nMTbEBOI pexum. Mocne npuema nekapcTBEHHOro npenapara nprem MUY OrpaHMuMBaloT Ha 4 4. PauuoH un
BpEMSA npvieMa nuLym nocne nprema fiekapcTBEHHOro npenapara HeobxoAnMo CTaH4apTU3NpoBaTh B TeUeHne
[OCTaTO4HOro nepuoga spemeHu (Hanpumep, 12 u).

Ecnu uccnegoaHne A0MKHO NPOBOAMTLCS NOC/e NpUuemMa nuLLmM, Npuem NekapcTBEHHOro npenapara u
MWLM OCYLLECTBAIOT B COOTBETCTBUN C MHCTPYKUMEW NO NPUMEHEHUI0 (M 06LLel XxapakTepUCcTUKON nekap-
CTBEHHOrO npenapaTta), UCnosib3yeMoro petepeHTHOro IekapCcTBEHHOrO npenaparta. Ecnv Takve ceefeHvs B
WHCTPYKLUMM NO NPUMEHEHMNI0 peddepeHTHOro 1ekapCTBEHHOIO Npenapara OTCYTCTBYIOT, TO CyObeKTbI JO/KHbI
HayaTb npuem nuwy 3a 30 MUH 40 Nprema npenapara (NPoAO/HKUTENIbHOCTb NpuemMa Uy — 30 MUH).

[ns HMBeNupoBaHUA BANSHWUS OANUTENIbHOCTM NPOXO0XAEHUS NIekapCTBEHHOro npenapara vyepes xeny-
[OYHO-KULLEYHbIV TPAKT U UHTEHCUBHOCTU PErMOHAPHOro KPOBOTOKA CliefyeT CTaH4apTU3MPOBaTh NOOXeHNe
Tena n hn3nyeckyto akTMBHOCTb CyObekTa B X0fe VcCnefoBaHus.

B TeueHne onpepeneHHoro nepvoga 40 U BO BPEMS MCCNefoBaHUs Cy6beKTbl NCCnefoBaHns AOMKHbI
BO3JEpXMBaTbCA OT Nprema MULLM U HaMUTKOB, KOTOpblE MOrYT NOBMAUATb Ha (PYHKLUIO cepheyHOo-cocyaun-
CTO. MULEBAPUTENIbHOV CUCTEMbI, NeYeHn 1 (Mn) NoYek (Hanpumep, ankorosibHble HaMUTKA UK HeKoTopble
coku, Hanpumep rpelindpyToBblii). CybbekTam He cnegyeT NpuHMMaTh Kakue-nnbo conyTCcTBylOLWMe nekap-
CTBEHHblE Npenapartbl (B TOM Yuc/e fleKapCTBEHHbIE NMpenapaTtbl PACTUTENIbHOIO NPOUCXOXAEHUSA) B TeYeHne
COOTBETCTBYIOLLEr0 Neproja A0 ¥ BO BpEMSA UccrefoBaHusA. MNpu aTOM NpUMeHeHue KOHTpauenTuBOB A0My-
ckaeTca. Ecnu npuem conyTCTBYOLMX IEKAPCTBEHHbIX NpPenapaTtoB HEO6XOAMM U OHU Ha3HaueHbl CyObeKTY
[ANA KyNMpoBaHUS HeXesnaTe lbHbIX SBNEeHUI (Hanpumep, rofloBHOM 601), TO OTYETHAA JOKYMEHTaLWsa nccne-
[0BaHNA JOMKHA cofepxaTb CBeAEeHVNS 0 CONyTCTBYIOLE NnekapCcTBEHHON Tepanuu (HarMeHoBaHwe, Ao3a U
BpPEMS NMPYMEHEHNA) 1 OL,eHKY ee BO3MOXHOIO B/NAHWA Ha pe3ynbTaTbl UCCefoBaHNA. B UCKNIOUNTENbHbIX
cnydaax Ans obecneveHns 6e30NacHOCTU WM NEPEHOCMMOCTUN BCEM CyObekTam uccnefoBaHus HasHavalT
COMyTCTBYIOLME NeKapCTBEHHbIe npenapartbl (HanpyMep, aHTaroHUCTbl ONMMOWAHLIX PeLenTopoB, NPOTUBO-
pBOTHblE CpeacTBa). B aToM cnyyae Ao/mkHa OblTb OLEHEHa U MUHUMK3NPOBAaHA BEPOSTHOCTb WCKaXEeHUs
pe3ynbTaToB UCCef0BaHNs BC/eACTBMNE IEKApPCTBEHHOTO B3aMMOAENCTBUA UK BAUAHUS HA BuoaHanutuye-
CKYI0 MeToAuKY.

NekapcTBeHHblE Npenaparbl, KOTOPble B COOTBETCTBUM C MHCTPYKLMEN NO NPUMEHeHWI0 ped)epeHTHOro
npenaparta A0/DKHbl MPUMEHATLCSA TO/IbKO B KOMOGMHALMKM C APYTMM SIeKapCTBEHHbIM CPeACcTBOM (Hanpumep,
HeKoTopble MHIMOMTOPbLI NpoTeasbl BUY nNpuMeHSAT TONbKO B KOMOGUHALMW C PUTOHABMPOM), fonyckaeTcs
NPUHUMAaTL Kak OTAE/NbHO, Tak 1 B KOMOMHAaLWK C PeKOMeHAyeMbIM npenapaTom.

Mpu n3yyeHnn 6MO3KBNBANIEHTHOCTW 3HAOTEHHbIX COeANHEHN I HEOOX0ANUMO KOHTPOIMPOBaTh (hakTopbl,
B/IMSIOLLME HA MX POHOBOE cofepxaHune (Hanpumep, CTPOruin KOHTPO/Ib NPUHUMAEMON NULLK).

2.4.2 Bpomsa oT60pa o6pasuos

[na To4YHOro onucaHus Npouns «KOHUEHTpauMsa B naasmMme—Bpemsi» HeobxogumMo oTobpaTb gocTa-
TOYHOE KOMMYecTBO 06pasLoB. C Le/bio NOyYeHWUSs TOYHON OLEHKM MaKCMMasibHOTrO BO3AENCTBUA HEobXo-
AVMO npefycMoTpeTb YacTblii 0T6op 06pasuos B6/M3N npegnonaraemoro tmax. B yactHocTn, cxema otbopa
06pasLoB Ao/MmKHA ObITb COCTaBNeHa Tak, 4Tobbl CTax He ABAsNach NepBoli TOUKOW Ha KPUBOIN «KOHLEHTpa-
uua-sepemsa». Konnyectso oTob6paHHbIX 06pasLoB Takke AO/HKHO ObiTb AOCTATOYHBLIM, YTOObI 06ecneuntb
HafeXHYH OLeHKY A/IMTeNbHOCTM 3KCMOo3nLMK AelCTBYIOLWero BelecTsa. 910 gocturaetcs, korga AUC(0,1)
nepekpbiBaeT He meHee 80 % oT AUC(QJ . C uenblo NoNyvyeHns HafexXHOoM OLEeHKN KOHCTaHTbl CKOPOCTY Tep-
MUHaNbHON anMUHaLMn [Heobxoamma ans O0CTOBEPHON oueHkn JIIYC(O, )] B TeyeHne TepMUHanbHOM asbl
cnepyeT oTo6paTth He MeHee 3—4 06pa3LioB. Tak kak hasa abcopbuum Ana nekapcTBEHHOro npenapara gns
npuemMa BHYTPb C HEMe[/IeHHbIM BbICBOOOXAEHNEM He NpeBbiaeT 72 Y. 4719 CPaBHEHUS CTeNeHu 9KCMno3un-
uun B Kayectee anbTepHatusbl AUC(0.,) moxeT ncnonb3osatbca AUC, yceueHHas Ao 72 4 [ALYC(0.72u)]. Mo-
3TOMY ANA N06bIX NEKAPCTBEHHbIX NPenapaToB C HEMeA1eHHbIM BbICBOGOXAEHEM He3aBNCUMO OT BPEMEHM
nonyBebiBeAeHNs /12 neiicTBytoLero BewecTsa oT6op 06pasLoB B TeueHne 6osee 72 4 He TpebyeTcs.

B nccnefosaHusAX ¢ MHOTOKpaTHbIM NPYEMOM NleKapCTBEHHOrO npenapara A1 TOYHOro onpegeneHus
AUC(qg T) «npeano30Bblii» obpasel, Heo6xoAMMo oTobpaTb HEMOCPEACTBEHHO (B TeYeHne 5 MUH) nepeg npu-
emMoM npenapara, a nocnefHuin obpasel, — B TeyeHne 10 MMH B KOHLe 3a4aHHOT0 MHTepBasa 403MPOBaHNS.

Ecnu B kavecTBe 6MoM0rMYecKkoro mMarepuana, B KOTOPOM ONpefensieTcss cofepxaHve aelcTByroLe-
ro BellecTBa, BblopaHa Mo4ya, TO ee Heo6xoaMMo cobupaTtb B Te4yeHWe He MeHee TPexXKpPaTHOro KOHeYyHoro
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3/IMMVHALMOHMOr0 neproa nonysbiBeAeHus (3 tu2) feiicTBytoLLero BewwecTsa. Tak Xe. kak U B ciiyyae C oT-
60pomM 06pa3LoB nnasmbl, CO0P MOUM B TeHeHUe 6onee 72 4 He TpebyeTca. [ina onpefeneHns CKOPOCTH KC-
Kpeuun nHTepBasibl Mexay c6opoM 06pas3uoB B haze abcopbumm [OMKHbI GbiTb, MO BO3MOXHOCTU, KaK MOXHO
Kopoue (cM. Takke nogpasgen 2.5).

Cxema oT60pa 06pa3LoB Npu UccnefoBaHnM 6GMO3KBUBANIEHTHOCTW 3HAOTEHHbIX COEAMHEHWNI AOMKHA
obecneumsaTb onpegeneHve nx HOHOBOTO COAEpPXaHus Y KaxAoro cyobekTa Ha kaxaom aTtane nccneposa-
HuA. Kak npasuno, onpegeneHne hoOHOBOro cofepXXaHusa NpoBOAAT nyTem aHanunsa 2—3 o6pasuos, oTobpaH-
HbIX 40 NpvemMa npenapaTta. VHorga, 4tobbl yYecTb LupkagHble konebaHns hOHOBOrO COAEPXaHNUsa IHAOTEH-
HOro coegunHeHus, TpebyeTca perynspHoe onpegeneHvie ero KOHUeHTpauun B TeueHne 1—2 gHeli Ao npvema
npenapara (CM. Takxe nogpasgen 2.5).

2.4.3 Tlpuem nekapcTBeHHOro npenapara HaTowak uan nocne egbl

WccnegosaHna 6MO3KBUBA/IEHTHOCTU, KakK MpaBuio, MPOBOAAT Npu npueme npenaparta Hatowak, Tak
Kak npu aToM obecneuynBaeTcs, Kak cuMTaeTcs, Hanbobluas YyBCTBUTENLHOCTb A/1A BbISBNEHUS pa3finunii
MeXAy CpaBHUBaAEMbIMY NIeKapCTBEHHbIMW MpenapatamMn. Ecan B MHCTPYKLMW NO NPUMEHEHWI0 pedhepeHTHO-
ro SlekapCTBEHHOr0 npenapara pekoMeHAyeTcs MPUHYMAaTh ero HaToLak UM He3aBMCcKUMO OT Npuema MuLLK,
TO nccnefoBaHue GMO3KBMBASIEHTHOCTM NPOBOAAT C NPMEMOM MNpenapaTtoB HaTowak. Ecnm cornacHo WH-
CTPYKLUM NO NPpUMEHEHWI0 pehepeHTHOro npenapara cnegyeT NpUHYMaTb ero UCKIIUYNTENIbHO MNoc/e efbl.
TO npenaparbl NPU UccnefoBaHNn 6GUO3KBMBANIEHTHOCTM NPUHMMAIOT NOCNEe NpUema MuLLK.

OfHaKo 415 HEKOTOPbIX TeKapCTBEHHbIX hOPM (Hanpumep, MUKPO3IMYbCUW, TBEPAble ANCNEPCUM) nc-
cnepfoBaHne GUO3KBMBASIEHTHOCTM NPOBOAAT Kak C NPMEMOM MpenapaToB HaToLak, Tak U C NpYemMoM npe-
napaToB roc/ie efibl; UCKNI0YEHNe COCTaBAAIT Crlyyan, Koraa CorlacHO MHCTPYKLMUM N0 NPUMEHEHUIO leKap-
CTBEHHbII Npenapart cnegyeT npuHUMath 1160 CTPOro Hatowak, 1M6o nocne eapl.

Ecnu TpebyeTca npoBeAeHne nccnefoBaHWa ¢ NpMeMOM MpenapaTtoB M HaTollak, 1 nocne efpl, T0 40-
nycTUMO NPOBOAUTL ABa OTAE/bHbIX NEPEKPECTHbIX UCCNef0BaHNA B ABYX rpynnax win ogHO nepekpecTtHoe
uccnefoBaHne B YeTbIpex rpynnax cy6beKkToB.

Ecnu B nccnepoBaHun npuem nekapcTBEHHOro npenapara OCyLecTBAsSeTCa nocne npuema nuum, ee
COCTaB Aj0/HKEH COOTBETCTBOBATbL PeKOMEHAALUMAM VHCTPYKL MM NO NPUMEHEHNI0 pethepeHTHOro iekapcTBeH-
Horo npenapara. Mpu OTCYTCTBUM KakMX-TM60 pekoMeHAaLMIA No 3TOMY NOBOAY NULLA A0/KHA ObiTb BbICOKO-
kanopuiiHoin (800—21000 kkas). C BbICOKMM COAEPXaHUeM XnpoB (0kosio 50 % oT obuieit kanopuitHocTn). Ha
6enkn fomKHO npuxoamTbes 150 kkan, Ha yrneBogbl — 250 kkan u Ha xupbl — 500—600 kkan. OnucaHune
cocTaBa MuLLM B OTYETHOW AOKYMEHTALMU UCCNef0BaHNA NPUBOAST C YKazaHWeM COAepXaHusi B Heli 6enkoB,
XWPOB U yrNeBosoB [B rpaMMax, abCoMOTHOM U OTHOCUMTENIbHOM COAepXaHuu kanopuii (%)].

2.5 Wccnepyemble napameTpsl

2.5.1 dapmaKkoknHeTnyeckmne nokasarenu

[na onpepeneHns thapMakoKMHETMYECKMX MokasaTenei cnefyeT MCNONb30BaTb dakTuyeckoe Bpemsi
oT6opa o6pasLos. B nccnefosaHnsax 6MO3KBUBANEHTHOCTU C OAHOKPATHLIM MPUEMOM SIEKAPCTBEHHOTO npe-
napata onpegenstot AUC(0,). AUC(Q,), ocTaTtouHyto nnouwanb, Crax u /Tax. Mpu oT6ope o6pasLoB B Te-
YyeHune 72 4 1 [oCTaTOYHOW ANS KO/IMYECTBEHHOro onpejeneHns KOHUEeHTpauun AeicTBYIOLWEero BeLwecTsa B
TOUKe 72 4 flonyCcKaeTCcs He yKka3blBaTb B OTUETHON AOKyMeHTauumn 3HadyeHna AUC(0 wW) n octaTouHoli naowa-
AW, [OCTaTO4YHO nNpmBecTn 3HaveHnss AUC. yceuyeHHoi B Touke 724 HL/Cfo.")]. onONHWUTENBHO MOTYT 6bITh
npuBefeHbl 3HAYEHNA CKOPOCTU TEPMUHANBHON anMUHaLUn 1 tv2.

B nccneposaHnsax 6MO3KBMBANIEHTHOCTM C ONpefenieHneM paBHOBECHON KOHUeHTpauuu Ans nekap-
CTBEHHbIX MpenapatoB C HeMeA/IeHHbIM BbICBOBOXAeHMEM Heobxogumo onpegensats /LUC(0.1), Ctax, u
ex.sS

Mpun ncnonb3oBaHWM B kavecTse 6UONOrMYECKOro MaTepuana Moy Heobxoaumo onpeaenats Ae{0 (), no
BO3MOXHOCTU. /?Tax.

[Lna onpegeneHns gpapmMakokKnHETNYECKNX CBOMCTB B UCCeA0BaHUsAX GMO3KBMBANEHTHOCTH NCNO/b3Y-
0T 6eckamepHble Mofenu. icnonb3oBaHne KamepHbIX Mofeneil Henpuemnemo.

2.5.2 ilcxogHoe coeAUHEHHO MK oro MeTabonuTol

2.5.2.1 O6wue pekomeHgauuu

B 60nblUMHCTBE CriyyaeB OLEHKY 6MO3KBMBaNEHTHOCT HEOO6XOAMMO MPOBOAUTL NyTem onpefeneHus
KOHLeHTpaLuy UCXOLHOTO COEAMHEHNA, TaK Kak AN1a onpefeneHust pasnunynii Mexay N1ekapCcTBeHHbIMU npe-
napatamu rno ckopoctu aécopbuumn Crax UCXOAHOIO CoeiHEHUS 0ObIYHO ABNAETCA 60/1ee YyBCTBUTE IbHLIM
nokasarteniem, yem Craax ero metabonura.
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2.5.2 2 HeakTuBHble nponekapcTsa

[Ons HeakTUBHbIX NPOMEKapcTB uUccrefoBaHWe OMOIKBMBASIEHTHOCTU TakkKe pekomeHayeTcs onpe-
[ensatb hapMakokMHeTU4eckme nokasaTenu ANS WUCXOAHOro coeAuHeHus. Onpepenatb KOHUEeHTpauuio
aKTMBHOTO MeTabonuta He TpebyeTcsi. OfHaKo B cnyvyae CyLeCTBEHHO HWU3KOM KOHLEHTPALMM HEKOTOpPbIX
nposiekapcTB B Mjia3me 1 UX ObICTPOro BbIBEAEHNS M3 KPOBOTOKA A0MycKaeTcsa OueHnBaTb GMO3KBUBAIEHT-
HOCTb MO MoKasaTensaM A/19 OCHOBHOTO akTUBHOro MeTabonuta 6e3 M3MepeHus KOHLEHTpauuyM NCXOLHOro
coefiHeHus. B HacTosuWeM cTaHgapTe nof UCXOAHbIM COeAVMHEHWEM, ABASKLWMUMCA HEAKTUBHbLIM Mnpose-
KapCTBOM, NoApa3yMeBalTCA COeMHEHNS C MOHbIM OTCYTCTBUEM WM OYEHb HU3KOW thapMakoiormyeckon
aKTUBHOCTBIO.

2.5.2.3 Wcnonb3oBaHne nokasaTesiei Ans metabonuta BMeCTO nokasatesneli ans akTMBHOTO UCXOAHOMO
coefnHeHus

Mcnonb3oBaHve 4718 OUeHKM GMO3KBMBANIEHTHOCTM hapMaKoKMHeTUYeCcKnx nokasatenel ans metabo-
nTa B KayecTBe 3amMeHbl faHHbIX 06 akTMBHOM WCXOAHOM COEAMHEHUW He pekoMeHfyeTcs. Takas 3amMeHa
ponyctuma nvb B TOM C/lyyae, ecniv npefcrtaBrieHbl 0AHO3HaYHble 060CHOBAHWUA HEBO3MOXHOCTU MNOBbI-
LIEeHNA 4yBCTBUTENIbHOCTW aHa/IMTUYECKO MEeTOAUKM OnpefeneHnss CofepXaHus WCXOLHOr0 COoefAVHEeHUSs
N OTCYTCTBMA BO3MOXHOCTW TOYHOTO U3MEPEHUS KOHLLEHTpaLun UCXOAHOro COeAMHEHUS NMPU OAHOKPaTHOM
npueme nekapcTBEHHOro npenapara, Aaxe B c/lyvyae MUCNoNb30BaHUA CBepXxTepaneBTUYecxmx 03 (CM. noj-
pa3gen 2.6). YunTbiBasi COBPEMEHHbIE BO3MOXHOCTU GMOaHaIMTUYECKNX METOA0B, HEBO3MOXHOCTb TOYHOIO
1 NPaBWIbHOrO M3MEpPEeHUs KOHLEHTpauuu UCXOAHOT0 COefUMHEHUA ABMASETCA peAkocTbilo. 3ameHa dapma-
KOKMHEeTUYECKUX AaHHbIX N0 UCXOAHOMY COeAWHEHUI0 AaHHbIMU O ero MeTabonute gonyctuma Mvllb B UC-
KMUYNTENBHBIX cyYasx. MNpy ncnosnb30BaHUM AN OLEHKM GMOSKBMBANIEHTHOCTM MO AAHHLIM O MeTabonuTe
Heo6XxoAMMO NpeAcTaBUTb B PerMcTpauyMoHHOM [0Cbe BCe UMEILMECS CBeAEeHUs, NOATBepXAatoLine, 4To
aKcno3nuusa Metabonuta (BblpaxeHHas B Buge AUC) oTpaxaeT 3KCNO3ULMI0 UCXOAHOr0 COeANHEHUA U YTO B
TepaneBTMYeCKMX go3ax obpazoBaHne meTabosmTa He ABNSEeTCS HaCbIWaeMbiM MPOLLECCoM.

2.5.3 OHaHTMOMep®I

Kak npasuno, gonyckaeTcs MCNonb3oBaTb HecTepBocneunguyHblie 6uoaHanuTnyeckme metogpl. OgHa-
KO TpebyeTcs M3MepPATb KOHLEHTPALMIO KaX40ro 3HaHTMOMEpPa NpU BbIMOSIHEHUW BCEX HUXKXEMEePeUNCNEHHbIX
YCNOBWIA:

- 3HaHTMOMepbl 06N1afalT pa3NYHbIMU hapMakOKUHETUYECKMU CBOCTBaMU;

- thapmakogmMHamMnyeckmo CBOWCTBA 3HAHTNOMEPOB CYLLLECTBEHHO pas3nnyalTcs;

- OTHOLLEHWE 3KCMO3ULMN 3HAHTUOMEPOB (BblpaXKeHHOW B Buae AUC) MeHsieTcs Npu U3MeHeHun ab-
copbumu.

Takke TpebyeTcs M3MepeHNe KOHLEHTpauuu Kax[oro aHaHTMOMepa, eCc/v BblllenepeyncrieHHas WH-
hopmanmsa oTcyTCTBYET. EC/IM TONIbKO OAUH 13 3HAHTMOMEPOB 06/1afaeT hapMako/I0rMyeckoii akTMBHOCTbIO
(chapmakonornyeckass akTMBHOCTb BTOPOro 3HaHTUOMeEpa HU3Kas WM NOSIHOCTbI0 OTCYTCTBYET), TO AOCTaTOu-
HO MOATBEPAWNTH BMO3KBMBAIEHTUOCTL TOJILKO MO hapMaKkosIorMyeck akTMBHOMY 3HaHTUOMEpY.

2.5.4 icnonb30BaHMe MOYM B KayecTBe 6MONOrMYEcKoro matepmana

Ecnu goctoBepHo onpefennTb NPOub «KOHLEHTpauumsa B niasMe—BpeMs» UCXOLHOT0 CoeAvHEeHUs
HEBO3MOXHO, TO A/15 ONpefesieHNss Be/IMYMHbI 3KCNO3ULMN B KA4YeCTBe 3aMeHbl KOHLUEeHTpauuu B nnasme [o-
nycTMMO MCMOJIb30BaHWe AaHHbIX 06 3KCKpeLuun BellecTBa ¢ MOYoii. B aTom cnyyae HEO6GXOAMMO NpUBECTH
yeTKoe 060CHOBaHWE UCMOJIb30BaHUA MOYM B KayecTBe GMONOrMYecKoro Marepuana npu onpegeneHnm mak-
crMasibHOI akcnosmuun. Ecnv yaaetca nonyumTb AOCTOBepHble cBegeHus o Cra)( B niasme, TO AN15 OLEHKM
61O3KBMBAIEHTHOCTM 3TV AaHHble HE06X0AMMO NPEeACTaBUTL HApPAAY C BE/IMUMHONM 3KCNO3ULUK, NOSTyYEeHHO
npyv MCcnosib30BaHun moun. Mpu MCnonb3oBaHUM MO4YM B kayecTBe OGMOMNOrMYEecKoro marepuana 3asBuTesb
0653aH NpeAcTaB/Tb BCE MMeELMECS CBeAEHNS, NOATBEPXAAloWMe, YTO IKCKPeL s ¢ MOYOoi oTpaxaeT 3KC-
nosuuuio B nnaswe.

2.5.5 DHAoreHHble BelecTsa

B cnyyasx uccnepoBaHuili SHLOTEHHBIX AECTBYIOLLNX BELLECTB pacyeT hapMakoKMHeTUYeCcKux napame-
TPOB HEOGXOMMO OCYLLLECTB/IATL C NOMPABKON Ha NX hOHOBOE cofiepxaHune, YToObl paccUMTaHHble dhapmako-
KMHEeTUYECKMEe NapameTpbl Kacanncb NPUpoCcTa KOHUEHTPaLWiA, NOy4YeHHOro B pe3y/bTaTe npuema npenapa-
Ta. lna HafexXHoro4oCTOBEPHOIO M3MEPEHNS NPMPOCTa KOHLLEHTpaL K ncceLyemMoro BellecTsa oT hoHOBO
KOHUEeHTpauum, obyCcnoBfIEHHOro NpUeMom npenapara, 4onyCTMMO NMPUMEHEHNE CBEpPXTepaneBTUYECKNX 03
npu yCnoBMM UX NpUEMIEMOI NepeHocMMocTU. Ecim pasHuua B 3KCno3uuuy nocsie npuema pasfinyHbIX 403
3H[OreHHOro BellecTBa paHee He 6Oblna NokasaHa, ee He06xoANMO onpeaesMTb 60 B NUIOTHOM UCCeno-
BaHWW. NMM6B0 B paMKax OHOr0 U3 3TanoB OCHOBHOTO UCCef0BaHNsA 6UO3KBNBANENTHOCTY C UCNO/Ib30BaHNEM
pasnuyHbIX A03 pediepeHTHOro fIekapCTBEHHOro npenapara C uenbio NoATBEepPXAeHUs NPUrogHoCcTU A03bl.
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BbIGPAHHOM AN UCCNeoBaHUA GUOIKBUBASIEMTHOCTU. 06ECNEUNTL BbisSIB/IEHUE BO3MOXHbIX Pa3/inuunii Mexay
CpaBHMBAEMbIMY /IEKAPCTBEHHLIMY NpenapaTamMi.

B npoTokone uccnefoBaHUs HEOGXOAMMO 3apaHee ONpejenuTb Y ONucaTb METoZ, UCMOoNb3yeMblii st
nornpaBkn Ha (POHOBOE COAepXaHue 3HAOTeHHOro BelecTBa. B kauecTBe MoMpaBku MPeanoyYTUTESIbHO MUC-
Nonb30BaTh CTAHAAPTHOE BbIUATAHWE: BbIYUTAETCA NGO CPEAHSISt KOHLUEHTpauWsi 3HAOTeHHOro BeLlecTBa,
onpegeneHHas fo nNprema npenapata, MM6o cpegHsisi AUC. B OTAe/bHbIX Cyvasix, Korga KoHLEeHTpauus aH-
[OreHHOro BellecTBa nocsie npuema npenapara Cyw,ecTBeHHO npeBbliwaeT (PoHOBYI0, Nonpaska Ha PoHOBOE
cofilepxaHue aHAOreHHOro BellecTsa He TpebyeTcs.

B uccnepoBaHUaX 6M03KBUBANIEHTHOCTU 3HAOTEHHbLIX BELLECTB HANpsiMylo OLEeHWUTb 3hpekT nepeHo-
ca He NpejCTaBnseTcsl BO3MOXHbIM, MO3TOMY HEOGXOAMMO OCOGEHHO TLLATe/IbHO OLEeHMBATL NPUEMJIEMOCTb
[LNUTENBHOCTY OTMBIBOYHOTO Nepuoga.

2.6 Vccnepyemble f,03UPOBKU

Ecnun Ha rocyfapCTBEHHYI0 perncTpauuio 3asaBnseTcs HeCKOIbKO A03MPOBOK /leKapCTBEHHOro npena-
pata. TO B 3aBMCMMOCTV OT MPOMOPLMOHAIbHOCTY cocTaBa MeXAy pas/MuHbIMKU A03UPOBKAMU U OPYTUMUA
CBOWCTBaMN NlekapCTBEHHOro fiponapara. onucaHHbIMK ganee, nccrnefoBaHne 6MO3KBNBASIEHTHOCTM AOCTa-
TOYHO NPOBECTU B OTHOLLEHWUW OAHOW UNW ABYX 13 HUX. Bbibop [031poBKM(0K) A48 UcCnefoBaHNsa 3aBUCUT OT
NIMHEHOCTN hapMaKoKMHETUKN AeACTBYOLLEero BeLecTsa.

Ecnn thapmakokuHeTnka HesnvHeliHa (yBennyenne AUC HenponopuuvoHasibHO MPUHUMAaEMORn [ose),
NPUroAHOCTb Pa3/IMYHbIX AO3MPOBOK A8 ONpefeneHns NoTeHUMabHbIX pasnuunii Mexay cpaBHMBaeMbIMM
NleKapCTBEHHbIMW NpenapaTamMy MOXeT OTAnyaTbCcA. B pamkax HacToswero craHgapta dpapmakokMHeTuka
cumTaeTcs NIMHERHOW, ecnn pasHuLa Mexay CKOppeKTMpoBaHHbIMK Mo Ao3e cpefHnmn AUC gna uccnepye-
MO [,O3NPOBKM ([,03MPOBKM, UCNONbL3YEMOI B MCCefoBaHM GMO3KBUBANIEHTHOCTU) M A03MPOBKM(0K) B OT-
HOLLEHUN KOTOPOW(bIX) NpOBefEeHNe nccnefoBaHNa GMO03KBUBAIEHTHOCTU He MMaHUpyeTcs, He npeBbiwaeT
25 %. lnA OuEeHKN NMHENHOCTN cnegyeT U3yunTb 1 KPUTUYECKN OLLeHWUTb BCIO AOCTYMHYIO Hay4HYO iMTepary-
py Ha npeAMeT NPonopLMOHaNbHOCTM A03bl. JIMHEAHOCTL NOATBEPXAAETCS, €C/IN Pa3INYNA MEXAY CKOppek-
TUpoBaHHbLIMK No Ao3e AUC HaxoaAaTtca B npegenax 5 %.

Ecnun 61o3kBuBaneHTHOCTb 415 A03MPOBKN(OK). obnaaatlleli Hanbonblueil YyBCTBMTENbHOCTbIO B OT-
HOLLEHUWN YCTAaHOBMEHUA pas3nunuunii mexay cpaBHMBaeMbIMW Npenaparamu, NOATBEPXAEHA, TO NpoBeAeHve
nccnefoBaHuii 6MO3KBMBANEHTHOCTY in Vivo C ApYrMMY A03UPOBKaMK He TpebyeTcs.

2.6.1 O6uwwue KpuTepumn 6uoseiBepa 418 pa3NNYHbIX A03NPOBOK IeKapPCTBEHHOrO nNpenapara

B cnyyae nogaun 3asBneHus 06 OTCYTCTBMM HEOOGXOAMMOCTY NPOBEAEHNA UCCefoBaHns 61O3KBMBa-
NEHTHOCTY B OTHOLLEHWUMW AO0MOSTHUTESbHbIX A03MPOBOK [O/MKHbI ObITb COBMIOAEHBI CnegytoLne TpeboBaHus:

a) NpoV3BOACTBEHHbI MPOLECC SIeKapCTBEHHbIX NMpPenapaTtoB C Pas/IMYHbIMW A03UPOBKAMU [OSKEH
6bITb OJMHAKOBBIM;

6) KaYeCTBEHHbIi COCTaB SIEKAPCTBEHHOrO NpenapaTta ¢ pas/IMyHbIMA 03UPOBKaMM AO/KEH coBNasaTb
(naHHOe TpeboBaHWe He kacaeTca KpacuTeneii 1 apoMaTn3aTopos).

B) COCTaB JlIeKapCTBEHHbIX MpenaparoB C Pas3/INyHbIMU [O3NPOBKAMN AO/HKEH ObiTb KOMMYECTBEHHO
NponopLMoHaneH: OTHOLIEHNS MeXAay codepXaHvuem AeiCTBYIoLWero Belectsa (4eliCTBYIOLNX BELLECTB) U
KaXJoro u3 BcrnomoratesibHbIX BeLecTB A0/MKHbI COBMagaTth A8 BCEX A03MPOBOK (gaHHOe TpeboBaHue He
KacaeTcs 060104€eK IekapCTBEHHbIX MPenaparoB C HeMe/1eHHbIM BbICBOGOXAEeHEeM, 060/104eK Kancysn, kpa-
cuTenen n apomatm3aTopos).

Ecnu KonuyecTBeHHas NponopLmroHanbHOCTbL CocTaBa OTCYTCTBYET, TO TpeboBaHue B) BCe elle cuntaeT-
CS BbINOJIHEHHbIM, €C/TN B OTHOLLEHWW 1ccneayemoli [lo31POBK/ 1 [,03MPOBOK, A1 KOTOPbIX He npegnonaraet-
CA NpoBefeHve nccrnefoBaHNsa 6M03KBMBANIEHTHOCTH, cOboaalTca TpeboBaHus i v i uav i uiii:

i. cofepxaHve feicTByOLLEro BelecTBa (4eiCTBYOLMX BELLECTB) He npeBbllwaeT 5 % oT macchl sapa
TabneTkn, mMaccbl COAEPXNMOro Kancyrbl,

ii. KOIMYUEeCTBEHHOE CofepXaHne BCnomMoraTe/ibHbIX BELECTB A4pa TabneTkn unv CoAepXMmMoro Kancy bl
coBnajaeT N5 BCeX PErncTprpyeMbIX 4O3MPOBOK, U3MEHSIETCS NULLL COAepX)aHve AeliCTBYIOLLEro BELLEeCTBa,

iii. KoNuyecTBeHHoOe cofepxaHue HanonHuTensi(eii) N3MeHAEeTCs B 3aBUCMMOCTW OT COAEepXaHus aeli-
CTBYIOLLErO BELeCTBa; KOJIMYECTBEHHOE COAEPXaHne OCTallbHbIX BCMOMOrare/ibHbIX BeLecTB A4pa uimn co-
OEepPXMMOro Kancynbl As1 paccMmaTpmBaeMbIX A03MPOBOK OCTAETCA HEU3MEHHbIM;

r) faHHble TecTa CpaBHUTENbHON KUHETWKV PacTBOPEHNA AO/MKHbI NOATBEPXAaTb OTCYTCTBUE HEOBX0AN-
MOCTV B MPOBEAEHUN AONOHUTENILHOrO UcCneoBaHnNa 61MO3KBMBASIEHTHOCTH in Vivo.
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2.6.2 NlnHeliHasa chapmMakoknHeTmKa

Ecnun onuncaHHble Bbiwe TpeboBaHWsA a)—r) BbINOMHATCH, 4OCTATOYHO NPOBEAEHNA MCCNefoBaHuA
6103KBMBASIEHTHOCTN B OTHOLLEHUW OAHOW A03MPOBKM.

OG6bIYHO MccrefoBaHME GUO3KBUMBA/IEHTHOCTU MPOBOAAT A1 HaMbGOsblUein [03VpoBKU. Ona nekap-
CTBEHHbIX MpenapartoB C /IMHEHOV hapMakoKMHETUKON NpW yCNOBUW BbICOKOW pacTBOPMMOCTM chapmaLleB-
TUYeckoi cybctaHuuy (cMm. npunoxeHune 3) nccnefosaHne 6MO3KBMBaANIEHTHOCTY AONYCTMO NPOBOANTB C UC-
N0/Ib30BaHNEM MEHbLLMX A03VMPOBOK. BbI6OP MeHbLUel AO3MPOBKUN TakkKe MOXeT 6biTb 060CHOBAH C NO3WLUiA
6e30nacHOCTM UM NEPEHOCUMOCTH, KOrAa NpuMeHeHe Hanbonblueli AO03MPOBKU Y 340P0BbIX 06POBO/bLIEB
Henpuemnemo. Kpome Toro, ecnu 4yBCTBUTE/IbHOCTb @aHA/IMTUYECKOV METOAMKM He No3BOoNseT AOCTOBEPHO
M3MepUTb KOHLiEHTpaLmio AeliCTBYOLWEero BewecTsa npu npveme Hanbonblieli 4O03MPOBKN NIeKapCTBEHHOTO
npenapara, fonycTUMO NpUMeHeHne 6051ee BbICOKOI A03bl (MPeAnoYTUTENBHO UCMO/b30BaTh HECKO/IbKO Ta-
61eToK Cc HanbonbLueli f03MPOBKOIA). MpeBbIlleHne MakCUMasnbHOl TepaneBTUYecKol A03bl 4ONYCTUMO NLLb
B TOM C/lyyae, ec/i OHa XOPOLLO NEPEHOCUTCH 340POBbIMU AOBPOBO/IBLLLAMY N OTCYTCTBYHOT OFPaHUYeHNs no
cTeneHn abcopbummn nam pacTBOPUMOCTM AeNCTBYIOLLErO BeLecTBa B Takoi Ao3e.

2.6.3 HenuvHeliHasa papMaKkoknHeTuka

[na nekapcTBeHHbIX NpenapaToB C HesMHelRHol hapMakoKMHETUKOW, korga B TepaneBTUYecKoM Ana-
nasoHe cTeneHb yBenunyeHns AUC HenponopLMoHanbHO 60nblule yBeMYeHNa NpuHMMaeMoii 103bl, nccnepo-
BaHWe 6MO3KBMBANEHTHOCTM 0ObIYHO MPOBOAAT C MCMOb30BaHNEM HaWOO/bLLER A03UPOBKN TEKAPCTBEHHOTO
npenaparta. Kak 1 B criyyae ¢ flekapCTBEHHbIMU npenapaTamMu C IMHENHON hapMakoKMHETUKOW, UCMOob30-
BaHWEe MeHbluel AO3MPOBKN MOXET OblTb 060CHOBAHO 6€30NacHOCTbI0 CYGBHEKTOB Y NEPEHOCHMOCTbLIO Mpe-
napaToB. korga nprMeHeHne Hanbosbluel [403UPOBKM Y 340POBbLIX 06POBONLLEB HEMpuemnemo. B cnyyae
HM3KOI YyBCTBUTENIBHOCTM aHaNTUYECKOl MEeTOAMKM AN NeKapCTBEHHbIX Npenapartos C HennHelHol dap-
MaKOKMHETUKOWN [0MnyckaeTcs aHasfiorMyHo NeKapCTBEHHbIM MpenapaTam C JIMHeRHOW dhapmakokMHeTUKol
npumeHeHue 6osee BbICOKMUX [03.

WccnepoBaHne GMO3KBMBA/IEHTHOCTM NIeKAPCTBEHHbIX MPenapartoBs, Yy KOTOpbIX yBenunyeHne AUC He-
NponopLUnoHanbHO MeHblUe YBeNM4yeHUs [03bl B TepaneBTUYeCKOM Aunana3oHe, B OOMbLUMHCTBE Clyvyaes
TpebyeTcA NPOBOAUTL AN HaMbonblleli U HauMeHblued A03MPOBOK (UM ANA A03MPOBKM, dapMakokuHe-
TUKa KOTOPOI HaxoAuTCs B JIMHEHOM Auanas3oHe), TO eCTb B 3TOM C/lydae MpoBOAUTCA ABa UcCnefoBa-
HMSA BMO3KBMBANIEHTHOCTU. ECIM HENMHEHOCTL HE 06YCNOBEHA HN3KOM PacTBOPUMOCTLIO, & 06BbACHSAETCS,
Hanpumep, HacbllleHneM NepeHoCcyYMKoB M cobogatoTca TpeboBaHNa AnA GUOBENiBEpPOB COracHo a)—r),
OMMCaHHbIM Bbille, ¥ CpaBHUBaeMble npenapaTbl He codepxXaT BCnoMoraTesibHbIX BELecTB, BAVSAILWMX Ha
MOTOPVKY XeNyA04YHO-KMLIEYHOTO TpakTa nan 6enkn-nepeHocymkn, 4oCTaTo4yHO NPOBEAEHUSA NccnefoBaHns
O6UO03KBMBA/IEHTHOCTN C HAVMEHbLUEeN [03NPOBKOW UKW A03MPOBKOWA, thapMaKoKMHEeTUKa KOTOPO HaxoamTcs
B IMHEHOM fuanasoHe. Bbibop Apyrux [03MPOBOK MOXeT OblTb 060CHOBAH HWU3KOW YyBCTBUTENbHOCTbIO
aHanMTUYecKoli MeToAWKW, Korga npoBeAeHMe uccnefoBaHWs C HavMeHblueild [A03MPOBKON HEBO3MOXHO
nn6o Korfa npyMeHeHne HanbonbLein 4O3MPOBKY Y 3[0POBbIX L06POBO/LLIEB HEMPUEMIEMO C NO3uLMii 6e3-
0MacHOCTW N NEePEHOCHUMOCTMW.

2.6.4 ViccnepoBaHue KkpaliHUX BapuaHTOB (6pPeKTUHr)

Ecnu uccneposanne 61M03KBMBaNIEHTHOCTH TpebyeTca nposectn 6osiee Yem A8 ABYX JO3MPOBOK, Ha-
npumep BCNEACTBUE pasnyuii B MPONOPLMOHAIbLHOCTM COCTaBa, MCNO/b3yT NOAXO, NO3BOMALNA orpa-
HUYNTBLCA NPOBEAEHNEM WCCNefoBaHWi KpaliH1X BapuaHToB. B Takom cnydyae [OnyCTUMO NpoBefeHve ABYX
nccnenoBaHunii 6MO3KBUBAIEHTHOCTU. €CNUN BbiGPaHHbIe ANA UCCNef0BaHNS [03MPOBKM NPeACTaBAs0T cO60ol
KpaiHue 3HayeHns, Hanpumep ¢ MakCMMasibHbIM 1 MUHUMaJIbHLIM COAEpPXaHueM AeNCTBYIOLLEero BellecTsa
nnn Hanbonee CyLLECTBEHHO OT/IMYAKOLMECS NO cocTaBy (Korga OTAnYMA No coctasy APYrX A03MPOBOK yKNa-
[AblBAlOTCA B 3Ty PasHOCTb).

Ecnn nccnepoBaHne 6MO3KBMBANEHTHOCTW npegnonaraeT MpPoBefeHWe uccnefoBaHuii npu npreme
npenapaTos B [ByX [03MPOBKax HaToOLaK 1 nocne npuema nuwu (BcreAcTene HesmHerHol abcopbunmn nnm
OTK/TOHEHWIA OT NPONOPLMOHANBLHOCTM COCTaBa), OCTATOYHO NPOBECTW UCC/Ie0BaHNE HATOLaK 1 nocse npu-
emMa Ny Ana OAHON A03MpoBkM. OTCyTCTBME HEOOXOAMMOCTW MPOBEfEHMs MCCNefoBaHNS HaTowak uam
nocne npvema nuwy Ans Apyrux A03MpoBOK (6roseiiBep) MoxeT ObiTb 060CHOBAHO JaHHbIMW NUTEpaTypsbl
1 (Unn) paHHbIMKM 0 dapMaKoOKUHETWKe, MOSTYYEHHbIMU MPYU U3YYeHUU uccnesyemoli AO3UPOBKU U3 ApYruxX
nccnefoBaHuii, NPoBefeHHbIX HaTolWak 1 nocne npvema nuwu. Mpu BbiIGOpe ycnoBuii NpoBeAeHnsa nccne-
[oBaHWil (HaTowak unu nocne npuema nNUWK) ANS U3y4eHUs oCTasibHbIX [03VPOBOK NpeanoyTeHne otaaeT-
cs ycnosuaM, obnajanowyum Hanbosblleil YyBCTBUTENbHOCTLIO B BbISIBIEHUM BO3MOXHbIX pasinuunii Mexay
cpaBHVBaeMbIMW Npenaparamu.
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2.6.5 Komb6uHupoBaHHblE NekapCTBEHHble NpenapaTthbl

B oTHOLWeEHUN BCeX KOMOBUHMPOBAHHbLIX NeKapCTBEHHbIX NpenapaToB AO/KHbI 6biTb BbINOMHEHbI Tpebo-
BaHWA NMPoOnopunoHasibHOCTN COCTasa, onucaHHble Bbille. [py pacyeTe KONIMYECTBEHHOTO COAEPXaHNA Kax-
[0r0 fAelicTBYOLWero Belectsa B UKCUPOBAHHOW KOMBUHALMM OCTaslbHble AelCTBYOWME BELLECTBA AO/MKHbI
6bITb paCCMOTPEHbI B KAYeCTBE BCMOMOraTe ibHbIX. Kaxblii CNoi ABYXCNOHbIX TaG/ETOK MOXET paccMmaTtpu-
BaTbCA HE3aBUCKMO.

2.7 MeTogonorus 6uoaHanMTMUYECKOli YacTu nccnemoBaHus

BrnoaHanuTuyeckas yacTb MccnefoBaHUii GO3KBUBAIEHTHOCTM fO/MKHA GbiTb NMpPOBeAeHa B COOTBET-
CTBUM C NpUHUMNamMn Hagnexateli nabopatopHoi npaktukm (GLP), npumeHsembiMn B 061acT obpalleHuns
NeKapCTBEHHbIX CPEeACTB.

[na nonyyeHns AOCTOBEPHbIX pe3yNbTaTOB UCC/eA0BaHUA U NX YA0BNETBOPUTE/LHOW MHTepnpeTauumn
Heo6X0AMMO NMPOBECTN BCECTOPOHHIOK OLEHKY UCMO/b3yeMbIX 6MoaHaIMTUYECKUX METOANK, UX MOJTHYIO BaIn-
Jaumio n JOKyMeHTaIbHO 0hOPMUTL. B KaXA0M aHaIMTUYECKOM LiMK/e B paMKax uccnefoBaHns Heobxoammo
noATBEPANUTbL MPUTOLHOCTb METOAMKN C UCNOSIb30BAHNEM KOHTPO/IbHbLIX 06pasLoB.

OCHOBHbIMW XapaKkTepucTukaMmn 61noaHaIUTUYeCcKoin MeToankN Ana obecrnevyeHns npmemMaeMocTyu u 0-
CTOBEPHOCTW NOJTyYEHHbIX aHA/IMTUYECKUX AaHHbIX ABMSIOTCA CENEKTUBHOCTb, HWKHWUI Npefen KoNnyecTBeH-
HOro onpegenexus, yHKLMA oTKAnka (hopma rpagynpoBOYHON KPMBOIA), NPaBUIbHOCTb, NPELM3NOHHOCTb 1
CTabUNbHOCTb (YCTONYMBOCTB).

MockonbKy NoaaatoLascs 06HapyXeHNI0 KOHLEHTpaLUma aHaim3mpyemMoro BeLecTsa Ao npvemMa nekap-
CTBEHHOr0 npenapaTta Ao/HKHa CoCcTaBnsATb 5 % o1 CTax n MeHee, HWKHUIA Npeaen KoMYecTBEHHOIO onpeae-
NeHnsa MeToAuMKM Ao/KeH obecneynBath onpegenernve KoHueHTpauum £ 5 % ot Crax (cMm. B 2.8.5).

B npoTokone nccnefoBaHna HeO6X0AMMO 3apaHee npesycMOTpeTb BO3MOXHOCTb NPOBeAEeHNS NOBTOP-
HOro aHanusa uccnefyembix 06pasyos. Kak npasuio, NOBTOPHbIA aHasiM3 06pasuoB nNo hapMakokMHeTnye-
CKAM MPpUYMHaM He [oMYyCTUM, 4YTO OCOBEHHO BaXKHO AN UCCNefoBaHuii GMO3KBUBAIEHTHOCTU, TakK Kak 3TO
MOXeT UCKa3uTb pesynbTaTbl UCCNEef0BaHNS.

JNvua, ocyuiecTsisAWwmMe aHann3 obpasLoB, He AO/KHbI 3HaTb O NPUHMMAaEMbIX Cy6bekTaMu npenapa-
Tax.

2.8 OueHkKa pe3ynbLTaTos

MonpasKy Ha pas/iMunsa B KOIMYECTBEHHOM OMNpeaeneHnn Mexay cepusamv nccrefyemoro u pedepeHT-
HOro NlekapCTBEHHbIX MpenaparToB B UCCNeA0BaHNAX OMO3KBMBANEHTHOCTU ANSA hapMakoKMHeTUYecknx na-
pameTpoB BBOAUTb, Kak MpaBwio, He gonyckaetcs. OAHAKO B UCKIOUUTENbHLIX Cly4yasx, Korga pasnuuus
mMexay cepusiMm pecdhepeHTHOro npenaparta v ucciegyemoro npenapara He npesbiwarT 5 % (cMm. nogpas-
fen 2.2), Takas nonpaska gonyctuma. [Monpasky, Hapsgy C pesynbTatamy KOJIM4eCTBEHHOro onpegenexHus
JelicTByloLLErO BellecTsa B UccledyeMOM MnpenapaTe U pecdhepeHTHOro npenapara, Heo6xo4MMo OTpasuTb
B JOKYMeHTaLun nccnefoBaHus.

2.8.1 OT60p Cy6bEKTOB A/1A aHanu3a pesynbTaTtoB

B cTatucTmyecknii aHanm3 HeobxoAMMO, MO BO3MOXHOCTU, BK/IOUYUTL BCEX CYyOHEKTOB, MPUHUMABLLMX
npenapat. OAHaKo Cy6bekTbl, yHacTBOBaBLUME B NEPEKPECTHOM MUCCNef0oBaHNM, Y KOTOPbIX OTCYTCTBYIOT AaH-
Hble KaK no uccnegyemomy npenaparty, Tak u peddepeHTHOMY npenapary, Win cy6bekTbl, yyacTBoBaBLUNE B
napasfienibHoOM uccnefoBaHumn, y KOTOPbIX OTCYTCTBYHOT fJaHHble eJUHCTBEHHOrO 3Tana, He AOJ/KHbI BK/O-
yaTbCsi B aHanu3.

O6paboTKy AaHHbIX BCeX CyOBLEKTOB, NMPUWHUMABLUWX /IeKapCTBEHHbIA npenapart, Heo6xoAnMOo ocy-
LW ecTBNATb OA4MHAKOBbIMWM MeTogamu. B npoTokone wccnefoBaHusa He AonyckaeTcs npegycmarpusBaTb
BK/IIOYEHME B aHaNn3 faHHblX 0 «Aybnepax» [06pPOBO/bLEB TOMLKO C LEeblo 3aMeHbl faHHbIX UCK/TYEH-
HbIX Cy6BbeKkToB. [laxe ecnu B X04e uccrefoBaHna He 6bi10 BblObIBAHWIA U3 UCCNeAoBaHUs, Heo6xoAnMO
npegycMoTpeTb BK/OYEHWE B aHa/nN3 BCeX CyObeKTOB, NPUMHABLLUMX npenapart. Takum obpasom, BKIOYaTb
[y6nepoBs, NPOXoAALLMX NpoLeaypbl nccnefoBaHns 6M03KBUBAIEHTHOCTY OTAE/bHO OT OCHOBHOW BbIGOPKY,
He gonyckaeTcs.

B nccneposaHumn ¢ 6onee yem AByMs rpynnamun cpaBHeHus (Hanpumep, TpexnepuogHoe nccnefosaHne
C ABYMS pedepeHTHbIMW NekapCTBEHHbIMU NpenapartaMn UM YeTbipexneprmogHoe nccnegosadme npy npu-
eMe HaTowak 1u nocne npuema nuiyn) aHaaus no kKaxioii cpaBHMBaAEMOW nape Heo6X0AMMO OCYLLeCTBAATb
NVWb nocne npegsapuTesibHOr0 UCKIYEHNS faHHbIX, He OTHOCALLUMXCA K CPaBHWBaEMbIM rpynnam.

10



FOCT P 57679—2017

2.8.2 Kputepuu ucknoyeHns cybbeKkToB 13 aHanusa pesynbTaTtoB

[ns 06bEKTVBHOW OLeHKN pe3ynbTaToB paH4OMU3MPOBaHHbLIX NCCNefoBaHnii HeobxoanMMo, YTobbI Ha-
6n0feHne 1 BeeHNO BCeX CyObeKTOB OCYLLEeCTB/IANOCh MO efuHbIM npasuiam. ITU npasunia He AO0JIKHbI
3aBuceTb OT MPUHMMAEMOro NiekapCcTBEHHOrO npenapara WM ucxoda, No3TOMy pelleHne 06 UCKIIYeHUN
cyb6bekTa U3 cTaTUCTUYECKOro aHannsa Heob6xoAMMO NPUHATL 1,0 Havana nabopaTtopHOro aHannsa 06pasLoB.

NMobasa npuuvHa MOXeT SBNATLCA KPUTEpUeM WCKIIOYEHUS CYyOBbEKTOB, eC/ OHa 3apaHee onucaHa
B MPOTOKO/IE UCC/efoBaHNsA, a peleHne 06 UCKIYEHUM MPUHATO A0 Havana aHanu3a obpasuos. OfgHako
BC/1IeICTBME CHNXEHNSA CTaTUCTUYECKOW MOLLHOCTU MCCNefoBaHus, a Takke npu Heo6XogMMOM MUHUMYMe B
12 cy6bekToB cnegyeT nsberatb UCKIIOYEHUS NOCNEAHUX U3 UCC/IeA0BaHNS.

[onycTMbIMK KpUTEPUSAMU UCKTIOYEHUS CYOBHEKTOB U3 UCC/Ief0BaHNA ABMAKOTCA, HAaNpMMep, peoTa unu
Anapesi, KoTopble CNoCcobHbI UCKa3WUTb pe3ynbTaTbl U3MEePeHUs KOHLEeHTpaLum aHann3mpyemoro Belyectsa. B
UCKNIOUYNTENBbHBIX CUTyaUMsAX KPUTEPUEM UCKTIOYEHUS Takke MOXET CMYXWUTb OLHOBPEMEHHOe NpUMeEHeHne
APYruX neKkapcTBEHHbIX Npenapartos.

B npoTokone uccnegoBaHnsa He06Xo4MMO 3apaHee onucaTb JONYCTUMbIE KPUTEPUN UCKTIOYEHUS CYyOb-
eKTOB M3 aHanusa pesynbTatoB. ECnn BO3HMKaeT cuTyauus, TpakTyemasa Kak KpUuTepuii UCKNIoYeHNs, ceefe-
HMA O Hell Heo6X0AMMO 3aHEeCTU B MHAMBUAYASIbHYIO PErMCTPaLMOHHYI0 KapTy B Xo4e NMpoBeAeHUst nccneno-
BaHus. VcknoueHne cybbekToB, OCHOBAHHOE Ha 3apaHee NpeAyCMOTPEHHbIX KpUTEPUAX, HEO6X0ANUMO YEeTKO
0TpasnTb U NepevncnnTb B oTyeTe 06 UccaegoBaHum.

BBuay HEBO3MOXHOCTU OTAENUTb BMSIHWE SleKapCTBEHHbLIX NpenapaTos OT ApYrux dakTopos, BAWSA-
IOWNUX Ha hapMakoKMHETUKY, UCKMIOYEHUE faHHbIX TOMIbKO HA OCHOBaHWW CTaTUCTUYECKOTo aHannsa Wi no
hapMakoKMHEeTUYECKNM NPUYMHAM He JonycKaeTcs. VICKUYeHnAMN n3faHHoro npasuia aBnasoTcs:

a) Cy6beKTbI, B M1a3Me KOTOPbIX KOHLEHTpaLma ped)epeHTHOro NeKapCTBEHHONO npenapara He onpe-
JenseTca nnu onpefenseTcsa NULb B He3HaUYMTeNbHbIX KosimyecTBax. KoHUeHTpaLuum aHannsnpyemoro BetLe-
CTBa B NMnasme NpU3HaTCA 04eHb HU3KMMUK, ecnn ero AUC He npesbiwaeT 5 % OT cpefiHeli reoMeTpnyeckoi
AUC pedepeHTHOro IeKapCTBEHHOIO Npenapara (paccuntaHHoi 6e3 yyeTa AaHHbIX CyGbekTa ¢ Bblopocamum).
VckntoueHne faHHbIX Mo 3TOW NpuynHe JOMYCTUMO VWb B €4MHUYHbIX CAyYasX, U B LLe/IOM CTaBuT Mof CO-
MHEHVe JOCTOBEPHOCTb (BaMAHOCTbL) NPOBEAEHHOIO NCCef0BaHNs.

6) CyObEKTbI C HEHY/IEBOI UCXOLHOM KOHLEHTpaumed aHannm3mpyemoro BeLlecTBa, npesbillatollein 5 %
oT Crax. Takue faHHble HEOGXOAMMO UCKNIOUYNTL U3 UCCeA0BaHNA 6MO3KBMBANEHTHOCTU (CM. Aanee «Id-
hekTbl MepeHoca),

B oTHOWeEHUN neKkapCTBEHHbIX NpenapaToB C HeMeA/1eHHbIM BbICBOOOXAEHWEM BblLLEOMNNCAHHbIE CUTY-
auun MoryT BO3HMKaTb B C/ly4aB Hecob6104eHns cybbekTaMmn pexnma nccnefoBaHus UM HegocTaTouHoOM OT-
MbIBOYHOM nepuoge. [ns npeaynpexaeHns Takux cutyauuii B nepBoM ciiyyae Heo6xoauMo npeaycMoTpeTb
OCMOTP POTOBOW MOMOCTN Cy6bEKTa, YTOObI YOCTOBEPUTLCSA, YTO SIEKAPCTBEHHLIA NpenapaT NporaoyeH, BO
BTOPOM — MpefyCcMOTPeTb A0CTaTOUHbI OTMbIBOYHbI Nepuog,. buonornyeckme obpasubl Cy6bEKTOB, UCK/IO-
YeHHbIX U3 CTaTUCTUYECKOro aHann3a, HeobxoanMo NpoaHanu3npoBaTb, a UX pesynbTaTbl NPeAcTaBUTb B OT-
yeTe 06 nccnegosaHun (cM. ganee «lpeacTaBneHne AaHHbIX»).

Kak ykazaHo B nogpasgerne 2.4. AUCQ].,) fo/mxHa nepekpbiBaTb He MeHee 80 % AC/C(0,). TeM He me-
Hee. eC/in 3TO NPaBW/I0 He BbINOMHAETCA, CyObeKTbl HE AOMKHbI NCKTIOYATLCA U3 CTAaTUCTUYECKOrO aHanm3sa.
OpHako, ecnun AUC(0t) He nepekpbiBaeT 80 % AL/C” ,) B 6onee yem 20 % cnyyaeB, pe3ynbTaTbl Takoro
nccnenoBaHna Ao/MKHbI GbiTb MNOCTaB/IEHbI NOA COMHEHWe. DTo Tpe6oBaHMe He NPYMEHWMO B OTHOLUEHWUMW
nccnenoBaHuii ¢ 4UTENbHOCTLIO 0T6opa 06pa3LoB B TeveHne 72 4 u 6onee, korga Bmecto AUC(0.,) ncnonb-
3yetca AUC 72 u.

2.8.3 AHanusnpyemble napamMeTpbl U fOonNycTUMble npeaensbl

B nccnepoBaHnax 6M03KBUBA/IEHTHOCTM C OAHOKPATHBIM NPUEMOM SIeKapCTBEHHOrO npenapara K uc-
cnenyembiM (hapMakoknHeTMYeckum napameTtpam oTHocsATcs: AUC,0t) nam N11/C(0_72 4. COOTBETCTBEHHO U
Crax. OTHOLIEeHNe AaHHbIX MapaMeTpoB NCC/eAyeMOoro 1ekapCTBEHHOro npenapara k pedpepeHTHOMY nekap-
CTBEHHOMY npenapaTty A0/DKHO nexartb B uHtepBasie 80,00 % — 125.00 % npu 90 %-HOM [OBEPUTENBHOM
UHTepBase. FpaHuLbl MHTEPBAIOB OKPYINSIOTCA [0 ABYX 3HAKOB MOC/e 3ansToi.

K n3yyaembiM napameTpam uccnefoBaHuii 6MO3KBMBANEHTHOCTY SIEKAPCTBEHHbLIX NpenapaTtoB C He-
Me[l/IeHHbIM BbICBOGOXAEHNEM C ONpeAesieHneM paBHOBECHON KOHLeHTpaummn oTHocATca AL/C(04 n Ctax
KOTOpble A0/MKHbI ObITh B NMpefenax ykazaHHbIX MHTepBasioB.

Ecnun B kayecTBe 6MONOTMYECKOro MaTtepvasa Mcnosb3yeTca moya, nokasarenb Ae(01) AomxeH nexartb
B MHTepBasie, onucaHHom Ana AUCQ,y a AT13x — B nHTepsane ansa Crax.

CraTuctnyeckas oueHka /Tax He TpebyeTcs. OfHaKo, ecnn ykasblBaeTcsl, YTO 6bICTPOE BbICBOOOXAEHNE
MMeeT K/TMHNYECKY0 3HAYMMOCTb U BAMSAET Ha Havyano AeiCTBUS UV NPUBOANT K HEXeNaTelbHbIM peakLusiM.
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3HAYMMBbIX Pa3Nnynii B tmex 1 ero BapnabenbHOCTU Mexay uccnegyembiM 1 pedyepeHTHbIM IeKapCTBEHHbIMU
npenaparamu 6biTb He [AO/TKHO.

Jonyctumble npedenbl 6UO3KBMBASIEHTHOCTM NIEKAPCTBEHHBLIX NpPenapaToB C y3KUM TepaneBTUYEeCKUM
AvanasoHoM criegyeT cy3nTb (CM. nogpasgen 2.9). Ans nekapcTBEHHbIX NPeEnaparoB C BbICOKO Bapuabesb-
HOoCTbIo CTax B C/lydae Ha/lmumsa COOTBETCTBYHOLLEro 060CHOBAHUA 3TW rpaHuLibl MOryT 6bITb pacluvpeHbl (CM.
nogpasgen 2.10).

2.8.4 CtaTucTnyeckunin aHanms

B KauecTBe OCHOBHOrO KpuTepusi 6UO3KBUBASIEHTHOCTN UCMONL3YIOT 90 %-Hble JOBEpPUTESIbHbIE UHTEP-
Baslbl A/151 OTHOLUEHUSI TeOMEeTPUYECKUX CPefHNX nccredyemMblix hapMakoKMHETUYECKUX NnapaMeTpoB ANA UC-
cnefyemoro npenaparta u pedpepeHTHOro npenapara.Takoil noaxos paBHOCUIEH ABYM OAHOCTOPOHHWM Mpo-
BEPKaM HyfneBOW runotesbl 06 OTCYTCTBUM OGMO3KBUMBAIEHTHOCTM (O HEOWMOIKBMBANIEHTHOCTH) NpU 5 %-HOM
YPOBHE 3HAUYMMOCTM A1 KaK4O0ro Tecra.

CpaBHeHue uccnegyembix hapmMakoknHeTUYeCKnX napaMmeTpoB NPOBOAAT C NOMOLLbI AUCNEPCUOHHO-
ro aHanmsa (ANOVA). [Ina aToro npejsapuTesibHO NPOBOAAT siorapumuyeckoe npeobpasoBaHne faHHbIX.
Mocne Yyero NpPOBOAAT AUCMEPCUOHHbIV @Han3 1 Ha OCHOBE ero pesynbTaToB CTPOAT AOBEPUTESIbHbIE WH-
TepBasbl (B NOrapupMMUecKoin Wwkane) ANs BbISBNEHWUA Pasnnynii Mexzay cpaBHMBaeMbIMU npenapaTamu.
MonyyeHHble AoBepuTeNbHbIE MHTEpPBasbl NoABepralTcs o0b6paTtHoOMy npeobpas3oBaHuio, YTOObLI MOCTPOUTL
Xenaemble fOBepUTE/bHbIE NHTePBasIbl A1 OTHOLUIEHUS CPefHNX B UCXOAHBIX (He npeobpa3oBaHHbIX) eAnHK-
Lax n3MepeHus. Vicnonb3osaHue HeslapaMeTpUYEeCcKUX MeTof0B CTaTUCTUYECKOro aHannsa He AonyckaeTcs.

B npoTokone nccnefosaHnsa Heo6xo4MMO 3apaHee NpeaycMoTpeTb BbI6OP KOHKPETHOW CTaTUCTUYECKOW
mogenu aHanusa. CTaTUCTUYeCKuli aHann3 AO/MKEH NPYHUMaTb BO BHUMaHWE UCTOYHUKM BapuabenbHOCTH,
CNOCOGHbIE MOBMUSATL HA U3y4YaeMmyl NMepemMeHHyt. B Takoli mofenu AMCNepCMOHHOrO aHanmsa MPUHATO
MCMNosib30BaThb TakMe hakTopbl, Kak nocnefoBarelbHOCTb, Cy6BLEKT nocnefoBaTeIbHoCTU, Nepuog n nexkap-
CTBEHHbI npenapart. B oTHOLWeHNV aTnX (pakTopoB criedyeT UCNo/b30BaTh (PUKCMPOBaHHbIE, a He CriyyaiiHble
athdekTbl.

2.8.5 Db hekTbl NepeHoca

He pgonyckaeTcs ncnonb3osaTb pesynbTarbl NPOBEPKN Ha addheKT nepeHoca AN NPUHATUA KakuxX-nnbo
peLlleHunii, BASAIOLWMX HA aHanu3 (HanpuMep, aHann3 AaHHbIX, MOyYEHHbIX TO/IbKO M3 NEepBOro nepuoga mc-
cnepoBaHus). BepoaTHOCTb NnepeHoca MoXeT 6biTb HanpsAMyto yuTeHa npv oT6ope obpasua 6uonoruyecko
XWAKOCTU A0 Npuema fiekapCTBEHHOro npenapaTta BO BTOPOM Mepuoe nccnefoBaHus (1. ecim npUuMeHnmMo,
B nocnefyoLmx).

Ecnu koHUeHTpauusa fo nprema nekapcTBEHHOro npenapara npesbiwaeT 5 % ot Crax, To cBefeHus,
nosly4yeHHble 0T cy6bekTa B JaHHOM Nepuoje, UCKIIYATCA N3 CTaTUCTUYECKOro aHanunsa. 3TO 3HaYUT, 4To B
pamkax AByXNepUoAHOro NccnefoBaHns Takoli Cy6beKT BblObIBAET 13 aHanu3a. Mpoao/mKeHne uccnenoBaHns
cuMTaeTcss HenpvemsaeMbiM, eC/iM YUCNO0 NoAMexawmx aHanusy cybbekToB okasanocb MeHee 12. [laHHbIi
noAxof He NPUMEHNM K UCC/IeJ0BaHNIO SHAOTEHHbIX COeUHEeHWA.

2.8.6 IByxaTanHblii gn3aiH nccnegoBaHusa 6M03KBUBANIEHTHOCTHN

WccneposaHne 6MO3KBMBAIEHTHOCTU [OMNyCKAaeTCA NPOBOAUTL B ABa 3Tana. Ha nepsom 3Tane nposo-
ANTCA nccnefoBaHve Ha HavyaslbHOW (NepBUYHON) rpynne Cy6bekToB C aHa/IM30M NOJTyYEHHbIX Pe3ynbTaTos.
Ecnun 6103kB/BaNeHTHOCTb HE NOATBEPXAAETCH, TO MOXHO HabpaTtb JONOMHUTENBHYIO TPYNNy U 06beANHNUTL
pe3ynbTaTbl, NOMy4YeHHble B 06enx rpynnax 415 OKOH4YaTesbHOro aHanusa. Ecnv BbibpaH Takoli noaxod, TO
HYXXHO MPUHATL ONpeefieHHble Mepbl, YTOObl COXPaHWTb HEW3MEHHON BEPOSATHOCTbL OWWGKM NEepBOro poaa
[ANS BCEro uccnefoBaHns, npu aTOM cTaTUCTUYECKUE KpUTEPUM OCTAHOBKU UCC/Ief0BaHNa HEO6X0AMMO YETKO
onpefennTb A0 ero Hadvana. AHanus faHHblX, NOJlyYEHHbIX B XO[e NepBoro arana, MOXHO paccmarpusartb
Kak NPOMEXYTOUHbIN, 1 06a aHanm3a Heo6xoAVMO NMPOBOAMUTL MO CKOPPEKTUPOBAHHBLIM YPOBHSAM 3HAYNMOCTMW.
[Ans nosepuTenbHbIX UHTEPBAIOB C/eAyeT UCMNO0/b30BaTb CKOPPEKTUPOBAHHYIO BEPOATHOCTbL, PaBHYI0 He Me-
Hee 90 %. Hanpumep, ncnonb3oBaHne 94.12 %-HbIX OOBEPUTESNbHbLIX UHTEPBAIOB A1 060MX aHa/IM30B Ha
nepeomM aTtane u Ana 06beANHEHHbIX AaHHbIX NEPBOrO 1 BTOPOro aTanos OyaeT npuemsiemMbiM, OAHAKO CyLle-
CTBYET MHOXECTBO ApYrux BapuaHToB, U BbI6OP, Kakoli ypoBeHb 3HAYMMOCTU (&) UCNoNb30BaTb A1 Npome-
XKYTOYHOrO aHanm3a, ABASEeTCS NpeporaTuBoii cnoHcopa nccnefoBaHnsA. B npoTokone HeobxoAMMo 3apaHee
onucatb ABYX3TanHblii An3aliH nccnefoBaHNs Hapsgy CO CKOPPEeKTUPOBaHHbIM YPOBHEM 3HAUYMMOCTU.

Mpy aHannse 06befUHEHHbIX AaHHbIX, NOMYYEHHbIX B X0A4e ABYX 3Tanos, hakTop «aTan» HeobxoAnMo
BK/IOYNTL B MOJie/lb ANCMEPCUMOHHOIO aHanusa.

2.8.7 NpepacTtaBneHne gaHHbIX

Lna kaxgoro n3 cpaBHWBAEMbIX SIeKAPCTBEHHbIX NpenapaToB B OTYETHOW JOKYMEHTaLUUM HeO6X0aMMO
npeAcTaBuTb BCE 3HAYEHUS MHAMBUAYA/bHbIX KOHLEHTpauuii n hapMakoKMHeTUYecknx napameTpoB Haps-
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[y C AaHHbIMU onucaTeflbHOM CTaTUCTMKW, BK/IOYas reoMeTpuyeckoe cpegHee, mMeauaHy, apucmeTnyeckoe
cpegHee, CTaHAapTHOE OTKOHEHUE, KO3(MULMEHT Bapuaumm, MakCumasibHble U MUHMMa/IbHbIE 3HAYEHUS.
MHamBmayanbHble KpUBble «KOHLEHTpauus—BpeMs» crefyeT NpeacTaBuTb Ha SIMHENHOW u norapudmuye-
CKoli LWwkanax. Heob6xoAMMO onucaTb MeToA NonyvyeHuss hapMakoKUHETUYECKUX NapamMeTpoB M3 WUCXOAHbIX
[aHHbIX U KOIMYECTBO TOYEK B TEPMUHA/ILHOWN norapnugyMmMYeckoil thase, UCNosib30BaHHbIX 415 OLEHKN KOH-
CTaHTbl CKOPOCTM TEPMUHANBHOW 3NUMUHaLUK (KoTopas UCMonb3yeTcs An18 40CTOBepHoW oueHkn AUC(Q,,).

B KauecTBe OCHOBHbIX pe3y/ibTaToB CTATUCTUYECKOTO aHann3a U3yyeHHbIX dapMakoKMHeTUYeckmnx na-
pamMeTpoB cnefyeT ykasbiBaTb ToOUeuHble oueHkn 1 90 %-Hble foBEpUTENbHbIE UHTEPBasIbl A1 OTHOLIEHUS
CpefHNX 3HauyeHui.

CnepyeT Takxe npunaraTb TpaanLMOHHbIE pe3ynbTupytoLie Tabnvubl ANCNEPCMOHHONO aHanunsa, BK-
yas pesynbTaTbl CTATUCTMUYECKMX TECTOB A/15 BCEX 3(P(PEKTOB B UCMO/Ib30BAHHON MOAENM.

OTueT Heo6Xx0AMMO AeTann3npoBaTb HACTO/LKO, YTOObI hapMakoKUHETUYECKUIA N CTATUCTUYECKUA aHa-
NN3bl MOXHO 6bI/I0 BOCMPOU3BECTU, TO OCTb CrieAyeT BKIIOUMTb TOYHOE BpeMs oT6opa 06pasLos nocne npu-
emMa npenapara, KOHLEeHTpauuu AeiCTBYIOLLEr0 BELLecTBa, 3HAYeHUss (papMakoKMHETUYECKUX NnapamMeTpoB
ONS KaX[oro cybbekTa Ha KaxaoM 3Tane nccnefoBaHns U CXeMy paHgoMu3auuu.

Heobxoaumo nogpo6HO onucaTb BCE Clydaun BblObIBAHUS U UCKTOYEHUS CYOHEKTOB U3 UCCNefoBaHus.
Mo BO3MOXHOCTU, ANS1 KAXA0ro Takoro cybbekta B OTAe/IbHOM AOKYMEHTE HEOOGX0AMMO NPeACTaBUTh AaHHbIe
0 KOHLieHTpaLuu u doapmMakoKMHETUYECKMX MapamMeTpax, HO He BK/IoYaTb UX B OO cTaTUCTUYECKWI aHaNn3.

BroaHanutuyeckyto MeToAnKy He06X0AMMO OLEHUTL M 0OPOPMUTbL AOKYMEHTA/IbHO 40 HaYana uccnepo-
BaHWNS1 6M03KBMBA/IEHTHOCTM (BaMAaLMOHHbI OTYET A0 Hayana nccnefoBaHns). HeobxoaMmo npeacTaBuUTb
6uoaHanMTUYECKMii OTYET B COCTaBe MTOrOBOr0 OT4eTa uccnefoBaHus GMO03KBMBANEHTHOCTU. OH OO/KEH
BK/OUATb KpaTkoe onvcaHue MCMNo/b30BaHHOW GroaHanuTUyYeckoli MeToauku, pesynbTaTbl Mo BCEM rpajy-
MPOBOYHbLIM pacTBopaM (CTaHAapTam) U KOHTPOsbHbIM 06pasuam. Heobxoaumo npeAcTaBUThb AOCTATOYHOE
KOJIMYECTBO XpoMaTorpaMm Wau ApPYrMX UCXOAHbIX AaHHbIX, OXBaTblBAKOLWMX BECb AMana30oH KOHLEeHTpauuii
ANs BCeX rpafympoBOYHbIX PacTBOPOB (CTaHAAPTOB) M KOHTPOJIbHbIX 06pasLoB, a Takke UCMbITYyEeMbIX (ak-
TMBHbIX) 06pasLoB (BCe XpomarorpaMMbl U Apyrve nepBUYHbIE AaHHble He MeHee YeM oT 20 % cy6bekToB
C COOTBETCTBYKLIMMW KOHTPOJIbHBIMKW 06pa3uamu 1 rpagyupoBOYHbIMU pacTBopaMu/cTaHgapTaMy LMK/I0B,
OTHOCSLLMXCA K YKa3aHHbIM CyObekTam.

Ecnv B OTHOLWIEHUUN ONpefiesieHHoN A03MPOBKM ONpeAeneHHOro IEKapCTBEHHOrO npenapara npoeege-
HO HECKO/IbKO MCCneAoBaHunii, YacTb U3 KOTOPbIX NOATBEPXAAET ero 6MO3KBMBASIEHTHOCTb, & YacTb HET. BCIO
COBOKYMHOCTb AaHHbIX HEOBXOAMMO paccMaTpuBaTtbh kak efuHoe uenoe. B pacueT Heo6xo04MMO NpuUHUMATb
TOMIbKO UCCef0BaHNsA, NPOBEEHHbIE Kak onncaHo B 2.1. Hannune uccnenoBaxunii, NoATBEPXAAOLLNX BUO3K-
BMBA/IEHTHOCTb, HE ABNSIETCS NOBOAOM HE paccMaTpuBaTtb UCC/e0BaHUs, B KOTOPbIX OHA He NMOoATBEepXaeHa.
CnepyeT TwaTeNbHO NpoaHasiM3npoBaTh Bce pely/bTaTbl U 060CHOBATbL BbIBOA, O HA/IMUYUN GUO3KBMBANEHT-
HOCTU. B kauecTBe asibTepHaTMBbI B ONOJ/IHEHNE K UHAMBUAYa/IbHLIM UCCEL0BaHUSAM, MO BO3MOXHOCTM, [,0-
nyckaeTcs npoBefeHve 0600LLEHHOrO aHanM3a BCex uccnefoBaHuii. HegonyctnMmo o606wath nccnegosa-
HVA. He noATBepxAalline Hanmume 6MO3KBUBANEHTHOCTW, HE BK/OYas uccnefoBaHus, NoATBepxaaoLmne
ee Hanmuue.

2.9 JlexapcTBeHHble npenapartbl C y3KUM TepaneBTUYeCckum ananasoHom

Lonyctumblii nHTepsan ans AUC nekapCTBEHHbIX NpenapaToB € Y3KMM TepaneBTUYeckvM Anana3oHoM
cnepyet cy3unTb A0 90.00 % — 111,11 %. MNockonbky CTak 3aHMMaeT 0cob0e MeCTO C TOUKU 3peHuns addrek-
TUBHOCTU. 6€30NacCHOCTV M MOHUTOPVHIA KOHLEHTPaL MM aHaIm3npyemMoro BellecTsa, AonyCTUMbIA nHTepBan
0119 [aHHOT0 napameTpa Takxe cnegyet cy3nTb 4o 90,00 % — 111,11 %. MNpuBecTu ucyepnoiBatoLLee onpese-
JIeHne nekapcTBEHHbIX NpenapaTos C y3KMM TepaneBTUYeCcKUM guanasoHoOM HEBO3MOXHO, MO3TOMY pelleHue
06 OTHeceHWN [eiCcTBYIOLLEero BeLwecTsa K aToin rpynne cnegyet NpUHUMaTh Ha MHAWBUAYaIbHON OCHOBE 1C-
X0 U3 KNMHUYECKNX 0COOGEHHOCTel feiCTBMSA U NMPUMEHEHUSI IeKapCTBEHHOTO Npenapara.

2.10 NekapcTBEHHbIE NpenapaTbl C BbICOKOM BapnabenbHOCTbIO

Ecnu BHYyTpurHAMBMAYanbHasi BapuabenbHOCTb hapMakoKMHeTMYeckoro napamMeTpa npesbiwaeT 30 %,
Takme NnekapcTBEHHbIE Npenapartbl NPU3HATCS BbiCOKoBapuabensHbiMu. ECv npegnonaraeTcs, YTo nekap-
CTBEHHbI NpenapaT MoXeT 06/1a4aTh BbICOKO BapuabelbHOCTbI0 N0 CKOPOCTH 1 (M) cTeneHn aéeopbuuu,
pekoMeHayeTCsi NPOBOANTL UCC/IeA0BaHNS C NMOBTOPHbLIM (PEMNIMKATVBHBIM) NEPEKPECTHLIM AV3aliHOM.

OueHka CTax BblCOKOBapmabte ibHbIX SIeKapCTBEHHbIX NMpenapartos, 60sbliee pasnuune B Cra>. cumtaeT-
CS KIMHUYECKM HE3HAUUMBIM (MOATBEPXAEHHOE CTPOTUM K/IMHUYECKUM 060CHOBaHEM MOXET OCYLLeCTBSATb-
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CA C NPUMEHEHMEM pacLUMPEHHbIX UHTEPBA/IOB. B 3TOM cnyyae kputepuit npuemnemocTu ans Crax Moxet
6bITb paclmpeH Ao 69.84 % — 143.19 %. B uensx pacluMpeHus KpuTepus NnpMemMIemMocT Au3aiH uccneno-
BaHWSA GMO3KBMBA/IEHTHOCTU AO/MKEH ObiTb MOBTOPHLIM (C UCMO/Ib30BAHMEM PEnsvK), U B HEM HE06X0AMMO
noATBEPANTb, UTO BapuabenbHocTb CTax ped)epeHTHOro IekapCTBEHHOrO npenapara B uccnegoBaHun aeli-
cTBuUTENbHO npesbiwaeTt 30 %. CnefyeT nokasaTb, YTO BblYMCNEHHAA BHYTPUUHAMBUAYa/IbHAA Bapuabesib-
HOCTb [JOCTOBEpPHA. a He 06yc/oBeHa Bbibpocamy. BO3MOXHOCTb pacluMpeHns fonyCcTUMOro nHTepsana He-
06X0AMMO 3apaHee npeAycMoTpeTb B NPOTOKO/IE UCCefoBaHNS.

OnpegeneHne CTeneHy pacliMpeHus MHTepBana OCHOBAHO Ha BHYTPUMHAMBMAYyanbHOW Bapuabenb-
HOCTW. MOJIyYEeHHOW MO pe3ynbTaTam UcCefoBaHNA GMOIKBMBASIEHTHOCTU C WCMOJIb30BAHMEM B3BELLEHHOM
cpefHei no cnepyouweit coopmyne: [U, L)=e  SAR rge U— BepxHsia rpaHuL,a MHTepBana NnpuemsieMocTu.
L — HWXHAA rpaHnua nHTepsasia NpueMneMocTu, K - perynatopHas KoHcTaHTta, npuHatas 3a 0,760. 1 SWR—
BHYTPUMHAUBUAYaIbHOE CTaHAAapPTHOE OTK/IOHEeHWe norapudmmyeckn npeobpasoBaHHbIX 3HaYeHnin Ctax ne-
KapcTBEHHOro pedepeHTHOro npenapaTa.

B npvBeAeHHO Tabnmue npeactaBneHbl NpYMepbl BAUAHUS pas3/iIMyHol cTeneHn BapmabensHocTn dap-
MaKOKMHETUYECKNX napameTpoB SIeKapCTBEHHOIo npenapara BMAHWUA Ha rpaHuLlbl UHTEPBasioB NpPU3HaHUSA
6103KBUBAIEHTHOCTU, paCcCYUTaHHbIE MO ONUCAHHOW METOA0/OTUN.

Buyrpumvamemayansubiii cv (%o)* HwHAs rpaHuua BepxHasa rpaHuua
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

ecVv(% )-iooVI9K-i.

OTHOLLIEHNE reoMEeTPUYECKNX CPeHNX (hapMakOKMHETUYECKUX NapamMmeTpoB A0/HKHO HaXo4UTbCS B npe-
aenax 80.00 % — 125,00 %.

PaclwupeHne npuemnemsbix rpaHuy, 6MOA0CTYNHOCTUM Ha OCHOBAHMU BHYTPUMHAMBUAYaNbHOU Bapua-
6enbHOCTM He pacnpocTpaHsieTcs Ha AUC. rpaHuLbl KOTOPOI BHE 3aBUCUMOCTY OT BapnabenbHOCTW A0/KHbI
ObITb OrpaHnyeHbl MHTepasiom 80.00 % — 125,00 %.

Mpu NOBTOPHOM Au3aiiHe NCNOb3YT 3- UK 4-3TanHy NePEeKPECTHYH CXEMY UCCEA0BaHUS.

3 TecT CpaBHUTENbHOW KMHETUKM pacTBOpPeEHUs in vitro

OnucaHue TecTa CpaBHUTE/IbHON KMHETVKM pacTBopeHus (fanee — TKCP) kpaTko npescTaBfeHo B Npu-
JIOXEHUM 1. BKOYas OCHOBHbIE TPeGOBaHWS MO UCMO/Ib30BaHMIO (hakTopa Nofo6Us CXOAUMOCTY, /A-KpUTepHil.

3.1 TecT cpaBHUTENbHOWN KMHETUKN pacTBOPEHUSA Kak 4ONOMHEHWE UCCNef0BaHNs
6103KBMBANEHTHOCTH

[na cepun nccnepyemoro npenaparta n peddepeHTHOro npenapara, UCnosib30BaHHbIX B UCCNEf0BaHNM
6MO3KBMBA/IEHTHOCTN, NPEACTaBAAITCA pe3yfibTaTbl TeCTa pacTBOPEHMSA in Vitro B Tpex pasnnyHbix 6ydep-
HbIX cpefax (06bl4HO Npu pH 1.2; 4.5 1 6.8) u cpefie, nognexalleli UCNONb30BaHWIO B BbIMYCKAKLLNX UCTbI-
TaHWAX SlekapCTBEHHOro npenapaTa [cpefa N5 KOHTPONA kavecTBa, BkIoYaemas B cneundukaumio (Hop-
MaTUBHYIO JOKYMEHTaLMIo MO KOHTPOJIIO KayecTBa SlekapCTBEHHOro npenapaTta)). ViccnefoBaHne HEKOTOPbIX
nekapcTBeHHbIX hopM, HanpuMmep TabneTok, AUCNeprupyoWmnxcsa B NoJOCTU pTa, NPOBOAAT B Pa3/INYHbIX yC-
nosusAx. OTYeT 0 pe3ynbTarax uccnefoBaHnsa cnegyet npefcTaBnaTb B BUAe npodmneli 4oNn pacTBOPEHHOIo
KOMmMyecTBa BO BPEMEHW C yKa3aHWeM CpefHUX 3HayeHnit 1 0606LaLLmx CTaTUCTHK.

B oTcyTcTBME MHbIX 060CHOBaHWUIA cneundvkaumn (HOPMaTUBHOMO [OKYMeHTa Mo KOHTPOJI0 kayecTsa
NleKapCTBEHHOro npenapata) /19 KOHTPO/A kayecTBa Mo nokasaTento «PacTBOpeHve» uccriegyemoro ne-
KapCTBEHHOro npenapara cnefyeT COCTaB/IATb HA OCHOBaHUW MPOuaa pacTBOPEHUS CEpUU UCCNedyeMOoro
NekapcTBEeHHOro npenapara, noATeepAMBLIEr0 GUO3KBUBANEHTHOCTL peepeHTHOMY fleKapCTBEHHOMY npe-
napaty (cMm. npunoxeHve 1).
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Ecnwu pesynbTtatel TCKP. npoBefeHHOro ¢ pas/inyHbiMU CEPUSAMN, HE NOATBEPXKAAIOT paHee foKa3aHHYo
B MCC/el0BaHMSAX in Vivo 6MO3KBMBANIEHTHOCTb. TO ONMPAOTCA Ha pesy/bTaThl UCCNEef0BaHUiA in vivo. OgHako
Heo6X0AMMO U3YUNTb N 06 BACHUTL MPUYMHBI TAKOTO PACXOXAEHUS.

3.2 TecT cpaBHUTENbHOW KMHETUKM pacTBOPEHWA B Liensix 6UMoBoliBopa uccnegoBaHus
6M03KBMBANIEHTHOCTN AN 4ONOHUTE TbHbIX L03UPOBOK

O60CHOBaHHOCTL OTKa3a OT NPOBeAEHNS [OMNONHUTENBHBIX UCCNEf0BaHNA 6UO03KBMBANIEHTHOCTM in Vivo
Heo6XxoAMMO NoATBEPAUTL BbINOMHEHHBIM Hagexalwmum obpasom TCKP. Ecnv He ykazaHo uHoe, Heo6xo4Mmo
M3yU4nTb pacTBOpeHue npu pasnuyHbix 3HavyeHuax pH {o6bl4yHO npu pH 1.2; 4.5 n 6.8). Ana Bcex npeacras-
NIEHHbIX Cepuii Heo6Xxo0AMMO NOATBEPANTL CONOCTABUMOCTb Npodhnieit pacTBOpeHus in vilro mexay AononHu-
TeNbHbIMY A,03MPOBKaMU 1 f,03MPOBKAMU U3 CEPUU, NCNO/b30BAHHON B NCCNefoBaHUN GMO3KBMBANIEHTHOCTH,
BO BCEX YC/IOBUSAX (CM. NpuioxeHue 1).

Mpwn 3HaueHnsax pH. Npyu KOTOPbIX HW A1 OAHOW M3 AO3MPOBOK HE yAaeTcs AO0CTUYb NOSIHOTO PacTBo-
peHus. ycnosusa nposegeHns TCKP mexay [03MpoBKaMy MOryT pasnmyatbesa. OfgHako Ana noATBepxaeHus
TOro, 4TO 37O 06YC/IOBNEHO CBONCTBaAMU AEACTBYIOLLErO BeLecTBa, a He NIekapCTBEHHOW ¢hopMbl, HE06Xo-
AMMO MPOBECTV CpaBHEHWE C COOTBETCTBYHOLLEN A03MPOBKOM ped)epeHTHOro fieKapcTBEHHOro npenapaTta.
Kpome Toro, gonyckaetcs NoATBEPANTL CONOCTABUMOCTbL Npoddneit ANs 04MHaKOBbIX 403 (Hanpumep, Mexay
AByMs TabneTkamu ¢ O3MPOBKOI 5 Mr 1 ofHOW TabneTkoli ¢ 4o3mpoBkoi 10 mr).

4 OT4yeT 06 UccnegoBaHumn

4.1 OT4yeT 06 MccnenoBaHNN GMOI3KBMBANIOHTHOCTH

OTy4eT 06 uccnegoBaHny 6MOIKBNBASIEHTHOCTU [JO/KEH COLlepXaTb BCE HEOOXOAMMbIE CBEleHNS O Npo-
TOKO/Ie uccnefoBaHus, NpoBeAeHNN UccnefoBaHna U ero aHanuse. OTYeT JO/MKeH OblTb COCTaBMEH B CO-
oTBETCTBUM C pykoBogcTBOM ICH E3 no cocTaBneHuto otyeTa O KIMHWYECKOM UCCefoBaHuM W NognucaH
uccneposaTenem.

B oTueTe He06X0AMMO yKasaTb haMuInM U UMEHa OTBETCTBEHHbIX UCcnedoBaTeneil, UX Mecto paboTsbl,
MECTO U AUTeNbHOCTb NMPOBELEHUS UCCNefoBaHus, cepTudukaTbl Uan 3ak/lYeHns, cCocTaB/IeHHbIE MO pe-
3ynbTatam ayauTa {npu Hanauumm).

OTyeT JO/MKEH coaepXaTb NOATBEPXAEHWE TOro, YTo BbIGOP pedhepeHTHOro NekapCcTBEHHOro npena-
paTa COOTBETCTBYET yCTaHOB/IEHHbIM TpeboBaHNAM. B 4acTHOCTU, HEO6XOAMMO ykasaTb Oro TOProBoe Haw-
MeHOBaHMWe. J03MPOBKY, IeKapCTBEHHY hopMy, HOMep cepun, NPOU3BOAUTENS, CPOK FTOAHOCTU U CTPaHy, B
KOTOPOi1 6b11 NPrO6PeTeH pedhepeHTHbIN NekapcTBEHHbIV npenapar.

B oTueTe Heo6X0AMMO yka3aTb HAMMEHOBaHWe, CocTas, pa3Mep 1 HoMep cepun, AaTty NPoM3BOACTBa W.
N0 BO3MOXHOCTM, faTy UCTEYEeHUsI CPOKa roHOCTU UCC0A4YeMOro /lekapCTBEHHOIO npenapara.

CepTudukatbl aHanmMsa uccnegyemoro u peepeHTHOro 1eKapCTBEHHbIX NpenapartoB, WCNO/b30BaH-
HbIX B UCC/IeJ0BAHNW, NPUKIaAbIBAIOTCA K OTYETY B BUAE NPUIOXKEHUS.

CBefieHVs 0 KOHLeHTpaumsax, hapMakoknHeTUYECKMX napameTpax 1 pesynbTaTax CTaTuCTUYecKoro aHa-
nn3a HeobxoaMMO NpeacTaBuTb B 06bemMe, NpedycMOTpeHHOM B 2.8.7.

4.2 ipyrue gaHHble, NpeAcTaBisieMble B perucTpayMoHHOM Aockbe

B gocbe BknadbiBalT MOANWCAHHBIA OhuumanbHbli AOKYMEHT, NOATBEPXAAIOLWMNA, YTO KOMYECTBEH-
HbIA COCTaB M TEXHOMOTUS NPOM3BOACTBA MCC/eAyeMOro npenapara, UCnosb30BaHHOrO B UccnefoBaHum 6uo-
9KBMBA/IEHTHOCTW. W Npenapara, BbiNyckaeMoro B obpatleHne, He oTanyarTcsa. Takke Heobxoanmo npuso-
XWUTb pe3ynbTaTbl CPAaBHUTEILHOTO TecTa pacTBOpeHus (CM. nogpasgen 3.2).

Heob6xoauMo npeAcTaBuThb OTHET O Banugauuy 6uoaHanmTnyeckoh MeToankm 1 He06X0AMMO BKTHOUNUTL
B MOAY/b 5 perncrpaumoHHOro focbe IekapCTBEHHOrO npenapara.

Heobxoaumo nNoAroToBUTLCA A8 NpeAcTaBeHns no 3anpocy AaHHbIX (HanpyMep, B BUAE 3/1€KTPOHHO-
ro TEKCTOBOro paiina caaHHbIMU, pasgeneHHbIMU 3anaTeiMu unn npobenamu, nnn daiina B popmate Excel,
UM B MHOM dhopmate Mo COracoBaHWI0 C PeryfaTOpHbIM OpraHoM), AOCTaTOYHbIX ANS BOCMPOU3BEAEHUs
hapMakoKMHETMYECKOro M CTaTUCTUYECKOro aHanunsa, BKIoYas AaHHble 0 BpeMeHu oT6opa o6pasLioB, KOH-
LeHTpauum nekapcTBEHHOro npenapara, 3HauyeHnax thapMakoKMHETUYECKUX NapamMeTpoB KaXAoro cyobekra
B K&XJ0M Nepriofe 1 cxeme paHgommusaumu.
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506bem nccnepgoBaHuii Npn BHECEHUUN U3MEHEHUI B perncrpaymoHHoOe A0Cbe

Mpy UsMeHeHUn paHee o4OGPEHHOrO cocTaBa UIN TEXHOOTMY NPOU3BOACTBA, KOTOPbIE MOTYT NOB/UATL
Ha 6MOLOCTYNHOCTb, NPOBOAAT UCCNefoBaHUsA 6MO3KBMBA/IEHTHOCTH in Vivo, eCnin He npefcTaBNeH0 WHbIX
o6ocHoBaHwWii. Becsikoe npefcTaBnieHHoe 060CHOBaHMe [O/MKHO 6bITb OCHOBAHO Ha 06X NPVHLMNax, B YacT-
HOCTW. yKa3aHHbIX B NMPUMOXEHUN 3. UM NPU YCTAHOBMEHUW Npuememoli (ypoBHs A) in vitro — in vivo kop-
pensumm (IVIVC).

Ecnn 61MofoCcTynHOCTb M3MEHEHHOTO SIeKapCTBEHHOIO npenapaTa paHee M3yyeHa W ycTaHOBMEHa Npu-
emnemas (ypoBHsi A) Koppensaumsi Mexay hapMakoKMHETUYECKMMU napaMeTpamMm in vivo U KMHeTUKol pac-
TBOPEHMA in Vitro, Npy cONOCTaBUMOCTN NPOUAA PaCTBOPEHMUSA in Vitro MeXay N3MEHEHHbIM SIeKapCTBEHHbIM
npenapaTtom 1 paHee Of00PEHHbIM B TeX Xe YC/I0BUAX UCMbITaHUS, KOTOPble WCNO/b30Ba/INCh /18 YCTaHOB-
NeHnsa Koppenauuu, nccnefosaHme 6M03KBUBaANEHTHOCTY NPOBOANTL He TpebyeTcsa (CM. npunoxeHue 1).

Mpu BHECEHNN U3MEHEHWIT B perncTpaunoHHble AOCbe /IeKapCTBEHHbIX NpenapaTtoB, KOTopble He ABNA-
t0TCS BOCMPOV3BEAEHHbIMMW JIeKapCTBEHHbIMW Nnpenapartamu (HanpyMep, OpUrMHasibHble, HOBble KOMBUHaLMK,
XOPOLLO U3y4yeHHOe NpUMEHEHUe), 47151 NPOBeLeHNS nccefoBaHnsa 61oakBmBaneHTHOCTM n TCKP B kauecTBe
pedhepeHTHOro IeKapCTBEHHOrO nNpenapaTa CAyXWT paHee 0A06peHHbI NekapCTBEHHbIV Npenapar ¢ npex-
HUM COCTaBOM, MECTOM MPOU3BOACTBA, YNakoBKOM U T. M.

Mpy BHECEHWMN U3MEHEHWIT B OCbE BOCNPOM3BEAEHHOIO /IEKAPCTBEHHOIO Npenapara Ansa uccnefosa-
HMA GMO3KBMBAJIEHTHOCTM B KaYecTBe npenapara cpasHeHus (komnaparopa, KOHTPO/IS) UCMONb3YeTCA UMeto-
LasAcsa Ha pbiHKe cepusi ped)epeHTHOro /1IekapCTBEHHOMO npenapara. Ecnv nekapcTBeHHbIl npenapart oTcyT-
CTBYET Ha pblHKe, TO CpaBHEHWE J0NyCKaeTca OCYLWEecTBAATL C paHee 0406peHHbIM COCTaBOM (UccneayemMoro
BOCNPOW3BOAEHHOIO IEKAPCTBEHHOIO Nnpenapara) ¢ npeAcraB/ieHneM COOTBETCTBYIOLEro 060CHOBaHMA.

6 TepMuHbLI N onpegeneHuns

hapmaueBTMyecKkass 3KBMBaNIeHTHOCTL: JlekapCTBEHHbIE npenapaTbl CUMTAOTCA hapmaLeBTUYEeCKN
SKBMBA/IEHTHBIMU, €CNIN OHU CofepxaT Of4MHaKOBOE KO/IMYECTBO [eCTByoLWnx(ero) sewecrs(a) B oAnHaKo-
BOVi NekapCTBEHHOW hopMe, COOTBETCTBYIOLME OAUHAKOBbLIM MM CONOCTaBMMbIM cTaHAapTam. ®apmaves-
TUyeckasa aKBUBASIEHTHOCTb Heoba3aTeNbHO obecneunBaeT GUO3KBMBANEHTHOCTb, Tak Kak pasnnunsa B cogep-
XaHvun BCnomMoraTesibHbIX BeLecTB 1 (Mn) TEXHOOTMU NPOU3BOACTBA MOTYT NPUBECTW K YCKOPEHHOMY W
3amMef/IeHHOMY BCacbIBaHWIO U (M/11) pacTBOPEHUIO.

hapmaueBTnyeckas abTepHaTUBHOCTbL: PapmaLeBTUYECKN albTepHaTVBHbIE JIeKapCTBEHHbIE Mpe-
napaTbl — /iekapCTBEHHbIE NpenapaThbl B BUAE Pa3/IMUYHbIX COMEN, NPOCTbIX WY CNOXHbIX 3hMPOB, N30MEPOB
WM UX CMecei, KOMMNIEKCOB UM NPOM3BOAHbLIX AE/CTBYIOLWEro Havana uay oTanyarLwmecs neKkapcTBeHHoMl
chopMOii NN J03NPOBKOIA.

dapmakoKMHeTMYeCcKue napameTpbl:

ABAO0) — obulee cofepxaHne HEM3MEHEHHOTO AeliCTBYIOLEro BellecTBa B Moye, CO6GpaHHOl OT Mo-
MeHTa npuema npenaparta [0 BpEMEH! t,

AUC(0.f) — nnowagb nog kpMBOW «nnasmMeHHast KOHLeHTpauMsa—Bpems» ¢ MOMeHTa npuemMa npenapa-
Ta 4o oTbopa nocnefHero obpasLa KpoBuM € onpegensemMoi KOHLeHTpauven akTMBHOIO BeLlecTBa BO BpEMEH-
HO Touke t

AUC(q, ) — nfiowagb nog KpvBOi «nnasMeHHas KOHLEHTpaLus—BpeMsi» C MOMeHTa npuema npena-
paTta [0 6eCKOHeYHoCTH;

AUC{qT) — paBHoBecHass AUC B nHTepBasie Mex/ay oyepeHbIM NpMMEHeHneM npenapaTta;

AUCI(>J2 4y — nnouwiafib Nof KpMBOM «Mja3MeHHast KOHLEHTpauus—BpeMs» C MOMEHTa npuvema npe-
napata fo 72 u;

Crax: makcvMasibHas naasmeHHas KoHUeHTpauus;

Cmax.ss paBHOBECHasA: MakCuMasibHasa niasmMeHHas KOHUeHTpauus max.ss * 1;

ocTatoyHas nnowaae: npegnonaraemas nnowagas (/U/C(0.,)- /WC(0,)//L/C(0.,);

Rmax: MmakcrManbHas CKOPOCTb BblBEAEHNSA C MOYOA T ar ;

fmax; BPeMA goctmxeHua CTax,

max.ss- Bpems 4oCTMxXeHNA CmaxSh:

tv2: nepuog nonysbIBEAEHUS U3 Na3Mbl.
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Mpunoxexne 1
(o6a3aTenbHoe)

TecT cpaBHUTENbLHON KMHETUKU PacTBOPEHUS M COMOCTABUMOCTbL Npodyuneii pacTBopeHus

1.1 O6WmMe acnekTbl TecTa CpaBHUTE IbHOW KMHETUKN pacTBOPEHUS BO B3aUMOCBS3N
C 6MO3KBUBANIEHTHOCTbIO

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 MOXeT ncnonb3oBaTbCs AN1A PasNUHbIX Leneii:

a) Npu akcnepTM3e kayecTBa SIekapCTBEHHOro nNpenapara:

- 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 pepepeHTHOro nekapcTBeHHOro npenapara, UCNosb30BaHHOIO B UCCIeA0BaHNAX
610A0CTYNHOCTU (6MO3KBUBASTIEHTHOCTU) 1 ONOPHbIX KMHUYECKUX NCCeA0BaHNAX:

6) Kak 3aMeHa uccnefoBaHni 6MO3KBMBANEHTHOCTU:

- 4TO6bl NoATBEPAUTL (B ONpeAenieHHbIX Cyyasx) aHasorMyHOCTb pas3finyHbIX COCTaBOB WCC/eAyeMoro nekap-
CTBEHHOTO NpenapaTa 1 pehepeHTHOro SiekapcTBEHHOro npenapara (6noseiiBepbl. HaNpUMep, NP BHECEHUN USMEHEHWA,
M3MeHeHWn cocTaBa B Xofe pa3paboTku eKkapcTBEHHOrO npenapaTta 1 BOCNPOW3BEAEHHbIE leKapCTBEHHbIE npenapartbl
(cm. pasgen 3 n npunoxexune 3)}.

- 4TO6bl yCTAHOBUTL NOCTOSHCTBO KauyecTBa Cepuii nekapCTBEHHbIX NpenapaTos (Mccnegyemoro u pedepeHTHOro
NlekapCTBEHHOro npenapara), Ha KoTopbIX GyieT OCHOBaH BbJ/1Op COOTBETCTBYIOLMX CEPUIA NS NCNONb30BaHNUA B UCC/e-
[OBaHMAX in vivo.

AHanMTU4Yeckne MeToAUKU WUCMbITaHuii HeobxoAauMo paspaboTaTb MPUMEHUTENTbHO K KaXOMY /ieKapCTBEHHOMY
npenapaTy Ha OCHOBaHUM 06 WX U (M) YacTHbIX hapMakoneiiHbix TpeboBaHuii. B cnyvyae HEBO3MOXHOCTU BbINOSIHEHNSA
yKasaHHbIX Tpe6oBaHuii 1 (MIM) ecnn OHW He OTpaxalT NpoLecc pPacTBOPEHUs U BcacbiBaHus in vivo (6uopeneBaHT-
HOCTb), 4OMYCTUMO WCNONb30BaThb aSlbTePHATUBHbIE METOAMKN, NPW YCAIOBUN HANUYUA Y HUX JOCTATOYHON ANCKPUMUHA-
LIMOHHOI CNOCOGHOCTM, TO €CTb CMOCOGHOCTYM BbISIBNSAITL PA3HULY MeXAy CepUsMU ¢ npuemMaemMoin n Henpmemnemoli 61o-
[OCTYNHOCTbIO NIeKapCTBEHHOr0 Npenapara B YC/I0BUSAX in vivo. Heo6XxoanMo Bcerfja yunTbiBaTb akTyaslbHble CBeAEeHus,
BK/lOUas B3avMO/eicTB/E XapakTepucTUK N1ekapcTBEHHOro npenapara, 0CHOBaHHbIX Ha GuogapmaLeBTuyYeckoli cucteme
Knaccudmkaumm, n BUS nekapcTBeHHol opMbl.

[ns obecneyeHunsi NOMy4YeHNUsA NOMHOLEHHbIX Npoduneli pacTBOPeHUs UHTEpBasbl MexXAy 0T60pOM Npo6 JOMKHbI
6bITb JOCTATOYHO YaCTbIMU (He pexe YyeM uyepes Kaxgble 15 MuH). B nepnog makcMmanbHOro usmeHeHus npoduns pac-
TBOPEHUSi 0TGOP NPO6 pekoMeHAyeTCs OCyLWecTBAATL ele Yalye. 18 NocTpoeHns npruemaeMoro npounis pacTBopeHus
6bICTPO PACTBOPAIOLNXCA TeKapCTBEHHbIX NMPenaparos, MOSIHOe PacTBOPEHWE KOTOPbIX yknafbiBaeTcs B 30 MUH. 0T60p
npo6 Heobxo4MMO OCYLLECTBAATL Kaxble 5 nnm 10 MuH.

Ecnun peiicTeylollee BelecTBO ABNAETCA XOPOLIO PaCTBOPUMbIM, AonycKaeTcsi NpefnosioxeHne, 4To npobaemsl ¢
61040CTYNHOCTLIO HE BO3HUKHYT, €C/IN B LONOJIHEHNE K 3TOMY /iekapcTBeHHasn hopma 6bICTPO pacTeBopsieTcss Npu hnsmno-
nornyecknx 3HauyeHnax pH, a BcnomoraTtesibHble BellecTBa He BAMAIOT Ha 6MOA0CTYNHOCTbL. HanpoTue, ecnu geicTeyio-
jee BeLeCcTBO OrpaHUYeHHO pacTBOPUMO WU ManopacTBOPMMO, hakTOPOM, UMUTUPYIOWMUM CKOPOCTb BCacblBaHUS,
MOXeT cTaTb pacTBOpeHWe nekapcTBeHHOV opMbl. AHANOrMYHas cUTyauns BO3HUKAET, eCnu BCnoMoraTesibHblie 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 pactBopeHus

PesynbTaThl TCKP 1 0OCHOBaHHbIE HA HUX BbIBOAbI (HanpvMep, B 060CHOBaHWe GroBeliBepa) NpU3HaTCA NpaBub-
HbIMW, €CIY NOCTPOeHne NPothnAA PacTBOPEHUS OCHOBbLIBANOCH Ha JOCTATOYHOM KOMIMYECTBE BPEMEHHbIX TOUEK.

B fononHeHune k Tpe60BaHNAM, U3N0XEHHbIM B pa3gene 1.1, B OTHOWEHUN NeKkapCTBEHHbIX (DOPM C HEMEeAIeHHbIM
BbICBOGOX/JeHNeM cnefyeT NPOBECTU CpaBHEHWe BO BPEMEHHOI Touke «15 MUH», 4TO6bl BbIACHUTbL, MPOWU3OLLIO X MON-
HOoe pacTBOpeHMWe ekapcTBeHHOI hOpMbl A0 BbIXOAA U3 Xenyaka.
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Ecnu B TeueHune 15 MuH pacTBopunock Gonee 85 % feiicTByloLLero Bewectsa (0T HOMUHANILHOTO KONNYecTBa), 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 otéope Npo6 TP BPEMEHHble TOUKU: A0 UCTeuyeHnsa 15 MUH, Ha 15-1 MUH 1 B TOYKe, KOrA4a CTeneHb BbICBOBOXAEHUA
cocTaBnaeT okoso 85 %.

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

weli hopmyne:

100
/, =50 mtog

rae f2 — dhakTop noAo6us (CXoANMOCTH);
N — KOMNYeCTBO BPEMEHHbIX TOYek:

<\W '>. CPeAHee 3HaueHue cTeneHu BbICBOGOXAEHUS (B NPOLEHTAxX) AeCTBYIOWErO BelecTBa B Touke t (nocne Ha-

yana nccnefosaHns] u3 peepeHTHOro 1ekapCTBEHHOro npenapara:

QI’(O — cpejHee 3HayeHue cTeneHn BbICBOOGOXAeHMA (B NpoLeHTax) AeicTBYyOLero BelecTsa B Touke | (nocne Ha-
yana uccnefoBaHns] U3 uccnefyemMoro iekapcTBEHHOro npenapara.

Mpy ncnonb3oBaHWUM faHHOW hopMybl HEOGXOAUMO OonpeaennuTb CTeNneHb BbICBOGOXAEHNA [elicTBYOLLErO Belle-
CTBa W3 NccneAyemoro fiekapcTBEHHOro npenapara 1 peepeHTHOro 1IekapCcTBEHHOro npenapara.

OueHka hakTopa nogobms (CXoAMMOCTH) OCHOBAHA Ha CnefylLwmx yCnoBusax:

a) MMHUMabHOE KOMIMYEeCTBO BPEMEHHbIX ToUek — 3 (He cumTas HyneBoi TOUKM 0T6opa):

6) oA 060MX CpaBHUBAEMbIX IEKAPCTBEHHbIX NpenapaToB BbIGUPAOTCA 0ANHAKOBbIE BPEMEHHbIE TOUKU:

B) 4119 K&XKAO0V BPEMEHHO TOUKM He06X0ANMO MUHMMYM 12 3HaUYeHUiA CTeNeHN BbICBOOOXAEHNS AelicTBYOLWero
BellecTBa Ans 060MX lekapCTBEHHbIX NpenapaTos:

r) ANa KaxAoro n3 coctaBoB AonyckaeTcs He 6onee 04HOro cayyas NpeBbiEHNA CPefHero 3HadeHns cTenexn
BbICBO6OXAEHMA 85 %;

[1) OTHOCMTENIbHOE CTaHAAaPTHOE OTK/IOHEHME (KO3 ULMEHT BapmaLunn) Ans CTeneHn BbICBOGOXAeHNA AelACcTBY-
loLLero BeLecTBa B NepBoii BpeMeHHOI ToUke /1l060ro U3 1ekapCTBEHHbIX NpenapaTtoB He A0/IXHO npesbiwaTs 20 %, a Bo
BCex nocneaywowmx — He 6onee 10 %.

KpuTtepuit npuemnemocTtu ansa dpakropa nogobus f2 coctaensiet ot 50 go 100, 4TO NOATBEPXKAAET CONOCTABMMOCTb
npoduneli pacTBopeHus.

B cnyyaB HecoOTBETCTBUSI KPUTEPUIO NPMEMIEMOCTU No f2 npodhnnn pacTBOpPEHNs MOXHO CpaBHMBATb, UCMNO/b3Ys
anbTepHaTVWBHble MeToAbl (Hanpumep, pacueT dpakTopa pasnuuus fj, dyHKunio pacnpegenexnus Belibynna nnu cpasHe-
Hue cTeneHeli BbICBOGOXAEHNSA B pasHbIX BPEMEHHbIX TOUKax, HanpuMmep no ~-kputepuio CTblOAEHTa).

MeTogbl, anbTepHaTUBHblE pacyeTy no 2, cuntaTcs NpueMnemMbiMu, €CAN OHU CTAaTUCTUYECKN KOPPEKTHbIe, a UX
ncnosib3oBaHne Jo0CcTaToO4HO 060CHOBAHOE.

Heobxogumo 3apaHee onpefennTb W 060CHOBATb NpeAesibl NPUEMIEMOCTU KPUTEpPUsi CONOCTaBUMOCTH, HO Npu
3TOM OHU He [o/MKHbI NpeBbiwaTth 10 %. Kpome Toro, Bapna6esibHOCTb PACTBOPEHUSI MexXy flaHHbIMK uccaesyemMoro u
pedhepeHTHOro nekapcTBEHHOro Npenaparta Takxke Jo/kHa 6blTb CONOCTaBMMOMN, oA4HaKo 6onee H13Kas BapnabenbHOCTb
ANS uccneayeMoro 1ekapcTBEHHOro npenapara ABAseTcs NpuemMaeMoi.

Heob6xoguMmo npeAcTaBUTb 060CHOBaHME, YTO cTaTUCTUYeCKoe NporpammHoe obecneyeHre NpoLLIo Banugaumio.

Heo6xogumo gaTb noApo6HOe onncaHne n 06bsiCHEHWE BCEM AeACTBUAM, NPEANPUHATLIM B XOA€e UCCef0BaHus, C
npejctaBieHMEM COOTBETCTBYIOLMX 0606LatoWwmnx Tabauu.
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Mpunoxexne 2
(cnpaBo4HOE)

Ob6wue TpeboBaHUA K UcciefoBaHNI0 BUO3KBNBAMIEHTHOCTU pas3/IMYHbIX
neKkapcTBeHHbIX (hopMm

B npunoxeHun B A0NOSHEHUE K PEKOMEHAALMAM CTaHhapTa, Kacawwuxcs uccnefoBaHus GUO3KBUBANIEHTHOCTU
nleKkapcTBEHHbIX hOPM C HEMEeAIeHHbIM BblCBOGOXEHNEM [eCTBYIOLLErO BELLECTBA, NPMBELEHbI 06l e pekoMeHaumnm
no UccnefoBaHU PasINYHbIX NEKAPCTBEHHbLIX (DOPM W OTAENbHbLIX BUAOB NIEKAPCTBEHHbIX POPM C HEMEANEHHbIM Bbl-
cBO6OX/eHNeM [eiCTBYIOLLErO BELecTBa.

Ecnu nccnepyemblii NekapcTBEHHbI npenapaTt CoAepXWUT APYryK COMb, CMOXHbLIA 3chup, cTepeonsomep Uam ux
CMecChb, pyroe KOMM/JeKCHOe COeAMHEeHNe WA NPOVN3BOAHOE AeliCTBYIOLLEro BeLecTBa N0 CPaBHEHNIO C peepeHTHbIM
NIeKapCTBEHHbIM NpenapaToM, TO GMO3KBUMBANEHTHOCTb HEOGXOAWMO MOATBEPAUTL C MOMOLLbI UCCNEfOBAHWNA GUOIK-
BMBA/IEHTHOCTYM in vivo. OfHako ecnn felicTBytollee BelWwecTBO UCCeAyeMoro iekapcTBEHHOro npenapara UAeHTUYHO
felicTByloLeMy BeLecTBy peepeHTHOro 1ekapcTBEHHOro npenaparta (MAu CoAepXWT COMM CO CXOXUMMW CBOWCTBaMM
COrnacHo KpUTepUsiM pasgena 3 npuaoXxeHus 3), To B HEKOTOPbIX C/ly4asX, OMUCAHHbIX HUXE U B NPUIOXEHUN 3. npoBe-
[leHne uccnefoBaHnii GUO3KBUBANEHTHOCTY in Vivo He TpebyeTcs.

2.1 NNekapcTBeHHble hopMbl 41 NPUEMA BHYTPb C HEMEANEHHBIM BbICBOGOXAEHNEM AeCTBYOLW EMO
BelecTBa CUCTEMHOTO AelicTBUA

B oTCyTCTBME BLINOSIHEHUS YC/IOBWIA A4St GMoBelBepa (CM. NpUioKeHne 3) B OTHOLWIEHUN TakKuUX 1EKAPCTBEHHbIX
thopm, kak TabneTku, Kancysbl W CycneHaun s npuemMa BHYTPb, HEO6XOAUMO MPOBOAWUTL MCCNefoBaHUs 6UO3KBUBA-
JIEHTHOCTU. B OTHOLWEHUN TA6/IETOK, ANCMIEPTUPYIOLLUXCS B MOMIOCTU PTa. U PacTBOPOB AJ1A NMPUEMa BHYTPb NMPUMEHSIIOTCS
crneyuuasnbHble ONMCcaHHbIe HKEe pekoMeHZauuu.

2.2 TabneTkun, gucneprupytouinecs B nosocTn pra

TabneTku, Aucneprupyrownecs B nosoctu pra (ganee — TAMM). npegHasHayveHbl 415 6bICTPOr0 PacTBOPEHUS BO
pTy. Ecnn gelicTBytoliee BelecTBO Takke pacTBOPSETCS B C/IIOHE U CMOCOBHO BCachbiBaTbCA Yepes CAM3NCTYI0 060/104Ky
POTOBOI NONOCTK, TO BPEMS NMprema SiekapCTBEHHOT0 Npenapara v ero KOHTakTa co CM3NCTol 060104KOW ABNAETCS Bax-
HbIM hbakTopoM. lMocne npornatbiBaHNA BbicBO6OAMBLLErOCS AelicTBylowero BelecTsa n3 TAM. NokpbITbix 060104KON, B
3aBUCUMOCTYM OT cocTaBa JiekapCTBEHHOrO npenapara, BcacbiBaHWe Takke NPonNCXoAnT 1 B XeNyA0HHO-KMLLIEYHOM TpakTe.
Ecnn MoxHO noATBEPANTD, UTO eiicTBylollee BELEeCTBO He BCachbiBaeTCsA U3 NOIOCTM pTa. a TpebyeT npornarbiBaHns ans
abcopbLUMmM U3 XeNy[04HO-KULWEYHOrO TpakTa, TO /leKapCTBEHHbIV npenapaTt MOXeT y/0BNeTBOPSATL KpuTepnsam Guoseii-
Bepa Ha 0CHOBaHuW 6rodhapmateBTryecxoli cuctemsl knaccudukauymm (BKC) (cm. npunoxenune 3). Ecnv 3To HEBO3MOXHO
noATBEpANTb, TO HEO6X0AUMO NPOBOAUTL UCCeA0BaHNe GUOIKBMBANIEHTHOCTM Y YesloBeka.

Ecnu TAM aABnsATCA AONONHUTENbHON (HOBOW) NekapcTBeHHOW hopmMoii 1 (Mnn) paclumpeHveM NUHeRkn [o3mpo-
BOK /11 MHOTO cOCTaBa /1IekapCTBEHHOro npenapara A8 npuema BHYTPb, TO NPOBOAAT TPEXNEPUOHOE UcCnefoBaHne ¢
LieNblo OLeHUTb NpUMeHeHne TabneTok, AUCNeprupyloLWwmnxcs B NOAOCTA pTa. NP OJHOBPEMEHHOM npreme ¢ BOAOW nn
6e3 Hee. OfiHaKO ecnn 6MO3KBUBANIEHTHOCTb Mexay TAM. npuHATON 6e3 Boapl, U pedhepeHTHbIM IeKapCTBEHHbIM Npena-
paTom. 3anuToro BoOIA, NokasaHa B ABYXNEPUOAHOM UCCeAoBaHUN, To 61Mo3kBMBaneHTHocTb TAMM. 3annBaemoli BOAOIA,
cumTaeTcsa foKasaHHOWA.

Ecnn TAM no oTHOLWeHWI0 K pedhepeHTHOMY SlekapCTBEHHOMY npenaparty, npeactasnstowemy coboii TAM. asnseT-
€A BOCNPOU3BEAEHHbIM WU TMGPUAHBIM NIeKapCTBEHHbIM MpenapaToM, Npu naaHMpoBaHWW uccnefoBaHus cnegyeT npu-
[AepxunBaTbCs CeayloWwmnx TpeboBaHunii:

a) ecnv pedhepeHTHbIV NekapcTBEHHbI npenapaT AoNyCTUMO Kak 3anuBaTb, Tak U He 3anuBaTb BOAOW, TO uccne-
[loBaHMe 61M03KBMBASIEHTHOCTMN A0/HKHO NPOBOAUTLCA 6e3 Nnpuema Bofbl, MOCKO/IbKY 3TO 60/blUEe COOTBETCTBYET Cnocoby
NpUMeHeHNs NekapcTBEHHOro npenaparta B peasibHbIX YCN0BUAX. DTO 0COBEHHO BaXHO, €C/n feiicTBylollee BeLecTBO
pacTBopsieTca 1 BcacblBaeTCca U3 N0N0OCTW pTa. Ecnn 61MoakBMBaneHTHOCTL 6€3 Npuema BoAbl NOATBEPXAEHA, TO BUO3KBU-
Ba/IEHTHOCTb C OJ4HOBPEMEHHBIM NPUEMOM XUAKOCTU CUNTAETCS AOKA3aHHOM’:

6) ecnu pedepeHTHbI NekapcTBEHHbIN npenapart M60 3anuBaloT, NIM60 He 3anvBaloT BOAONW, TO nccnenoBaHne
6103KBMBANEHTHOCTN NPOBOAMUTCA B COOTBETCTBYIOLUX YC/TOBMAX (CO CTaHAAPTHLIM ABYXNEPUOAHLIM NEPEKPECTHbIM Au-
3aiiHom);

B) eC/n pedepeHTHbI IekapcTBEHHbI npenapart nNM60 3anuBaloT, NM60 He 3anuBatloT BOAOW, a uccnegyemsliii
NnekapcTBEHHbI NpenapaT npejgHa3HaveH Ana 06omx cnocob6oB npuema, To CpaBHeHVe NPOBOAAT, 3a/MBas U He 3anuBas
nccneayemblii NekapcTBEHHbI Npenapart BOAOM, NpU 3TOM JieKapCTBEHHbIN NpenapaTt NPUMEHSETCS B COOTBETCTBUM C
pekoMeH[oBaHHbIM CNOCO60M (TpexnepnofgHoe nccnegosaHve B 3 rpynnax B 6 nocnefoBaTelbHOCTAX).

B uccnegoBaHuax no ndyyenuio TAM. ecnm nocnefHss He 3anuBaeTcs BOLOW, peKoMeHAyeTCst HenocpeacTBEHHO
nepej npueMom fiekapCTBEHHOro npenapara CMOYnTb CAN3UCTY0 060/104Ky nonocTu pta 20 Ma BoAbl. MNprem XnakocTn
B TeUYeHne 14 nocsne npuema fiekapcTBEHHOrO npenapara 3anpeLyeH.

WccneposaHne 6M03KBMBANEHTHOCTU B OTHOLUEHUW NIEHOK, ANCNEPrUpYIOWMXCA B NOAOCTU pTa. NIEHOK WK 3a-
LeyHbIX TabneTok, TabNeTok NoAbA3bIYHLIX U TABNETOK XeBaTe /IbHbIX MPOBOAMTCS Mo aHanorun ¢ TAM. WccnepgoBaHue
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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 faHHOro nogpasfena He OTHOCATCA K /IEKAPCTBEHHbIM NpenapaTtam Ans WHransuuii, npumeHsembsim
ANSA NeyeHns 6POHXMUANIbHON acTMbl N XPOHUYECKNX 0GCTPYKTUBHBIX GONIE3HEN NETKUX, @ TaKKe K TOPMOHASIbHBIM 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) Npu pasBeAeHUN leKapcTBEHHOrO Npenapara B COOTBETCTBUM C peKOMeHAaLMsIMU N0 ero cnocoby npumeHe-
HUSI MPOUCXOANT GbICTPLIA pacnag Muuens, a nekapcTBeHHas opma He npegHa3HavyeHa A5 KOHTPOIMPYEMOTO BbICBO-
60XAeHVNa unn pacnpegeneHuns:

6) cnoco6 1 cKOPOCTb BBEAEHWSI COBNAJaloT C 3aperucTpupoBaHHbIM 1eKapCTBEHHbIM NpenapaToMm;

B) BCNOMoOraTe/ibHble BellecTBa He B/MAIOT Ha pacnpejesieHne, Metabonnmsm u BbiBeeHWe AeiicTBylolero se-
wecTaa.

B Takmx cnyyasx kaueCTBEHHbI 1 KONMYeCTBEHHbIVi COCTaB MULLENNSPHOrO pacTBopa HenocpeacTBEHHO nepes BBe-
[leHVeM He JO/DKeH OT/I4aTbCa OT 3aperncTpupoBaHHOrO NekapCTBEHHOro npenapara: Heo6xoAMMo npeAcTaBuTb 060-
CHOBaHHble AlaHHble, NOATBEPXaloLLne CX0OXecTb thN3NKO-XMMUYECKNX CBOICTB. Hanpumep, Kputuyeckas KOHLeHTpauus
MuLennoo6pasoBaHusi. CNOCOGHOCTb /IeKapPCTBEHHOM (hopMbl K contobunusaunm (Hanpumep, MakcuMmanbHas fo6asoyHas
KoHueHTpauus (Maximum Additive Concentration)), cBo6oaHasn v cBaA3aHHas pakuus AeiicTByloWwero BewecTsa u pas-
mMep Muuenn.

3Tu NpaBunia Takke NPUMEHUMbI NPU HE3HAUNTENIbHbIX M3MEHEHUAX KAa4eCTBEHHOTO UM KOJIMYEeCTBEHHOIO cocTaBa
NleKkapCTBEHHOrO npenapaTta, Npu yC/I0BUW TOTO, YTO Takne U3MEHEeHWs1 He 3aTparnBalT KaYeCTBEHHbI UM KONUYECTBEH-
Hblii COCTaB MOBEPXHOCTHO-AKTUBHbIX BELLECTB.

2.8 NNekapcTBeHHble hOPMbl C MOAUPULUPOBAHHBIM BbICBOGOXAEHUEM CUCTEMHOTO AeNCTBUS

2.8.1 NlekapcTBEHHble POPMbI C MOAUM ULUPOBAHHBIM BbICBOGOXAEHWEM A NPpUEMa BHYTPb U TpaHc-
LEePMasibHOTO NMPUMEHEHUS

NekapcTBeHHble YOPMbl C MOAUGULMPOBAHHLIM BbICBOBOXAEHWEM 47151 MpUemMa BHYTPb UNU TPaHCAEepPManbHOro
NpUMEHeHUst TPeByloT NPOBEAEHUSI NCCNIEA0BaHNA 61O3KBNBAIEHTHOCTI B COOTBETCTBUM C YCTAHOBJIEHHbLIMU Tpe6oBa-
HUAMN.

2.8.2 JlekapCTBEHHbIE hOPMbI C MOAUMD ULUPOBAHHBIM BbICBOGOXAEHUEM A1 BHYTPUMbILIEYHOTO U MNO4-
KOXHOTro BBeAEeHUs

Mpu NoATBEPXAEHUU GUOIKBMBASIEHTHOCTM B OTHOLWEHUM CYCMEH3NI UAN WHBbIX IEKAPCTBEHHbIX POPM, npeaHa-
3HAYEHHbIX A1 MOAMMMKALUN BbICBOGOXAEHNS AENCTBYIOLLEr0 BelwecTBa NPy ero BHyTPMMbILLEYHOM UM NOLKOXHOM
BBEAEHUM, MPUMEHSIIOTCA TPe6OBaHNS K NOATBEPXAEHNIO 6O03KBUBASIEHTHOCTI BHECOCYANCTLIX /1IEKAPCTBEHHBIX (POPM C
MOANMNLMPOBAHHBIM BbICBOBOXAEHUEM (HAanpUMep, TpaHCAepMasibHbIX) B COOTBETCTBUM C YCTAHOB/IEHHbLIMU Tpe6oBa-
HUAMN.

2.9 NNekapcTBEHHble NpenapaTtbl MECTHOro AeliCTBUSA, NPUMEHSEMble MECTHO U HAPYXHO

PekoMeHfaunn No M3y4eHUIo SlIeKapCTBEHHbIX NMpenapaTtoB MeCTHOro AeicTBuA (Npu nepopasibHOM, Ha3aslbHOM,
NIErO4YHOM, FN1a3HOM, HaKOXHOM, PeKTasibHOM, BarvHasibHOM U T. [j. BB€AEHUN) YCTAHOB/EHbI APYTMMU HOPMATUBHbIMU [,0-
KyMeHTamu.

Ecnu nccnepyemblit nekapcTBEHHbI npenapat, NpeAcTaBnswowWwmnii coboli pacTsop (Hanpumep, Kanau rnasHble,
cnpeii HasanbHbIN (38 UCKNIOYEHNEM FOPMOHA/IbHBIX Ha3aslbHbIX CMPEEeB) WAV pacTBOp A5 HAPYXXHOro NPUMeHeHwus), He
oT/IMYaeTcs No BUAY Cpefbl pacTBOpeHusi (BOAHAA WKW MacnsaHas) U COAEePXUT Ty Xe KOHLLeHTpauuo Toro xe geicTay-
IOLLero BellecTBa, YTO U 3aperncTpupoBaHHbIii eKapcTBEHHbI npenapat, TO NOATBepPXAaTb IKBUBANEHTHOCTb Mexay
HUMK He TpebyeTcsA. He3HaunTenbHble pa3IMumna B COAepPX)aHN BCoMoraTebHbIX BELLEeCTB JOMYCTUMbI, €CNU 3HaYNMble
hapmauesTnyeckne cBoiicTBa nccnegyemoro n pechepeHTHOro 1ekapCTBEHHOrO NpenapaTa MAEHTUYHbI U aHaNornyHbI.
Jlio6ble KauyecTBEHHblE UM KONIMYECTBEHHbIE Pa3nnyns B COAEPXaHUNM BCMoOMoraTesibHbIX BelecTB TpebyoT o60cHOBa-
HUS C MO3NLUIA UX BIMSIHNSA HA TepaneBTUYeCKyo 3KBUBANEHTHOCTb. Mpu OTCYTCTBUM OCHOBaHWI CNOCO6 1 NyTu BBEEHUA
[LO/MKHbI COOTBETCTBOBATHL 3aperncTpMpoBaHHOMY lekapCTBEHHOMY npenapary.

Ecnn nocne mecTHOro NpMMEHEeHUs nekapcTBEHHbIX NpenapaToB 41 MECTHOrO NMPUMEHEHUSI B CU1y CUCTEMHON
abcopbLMM BO3HMKAET PUCK CUCTEMHBIX HeXenaTesbHblX peakunii, He06X0ANMO N3MEePUTb CUCTEMHYIO akcno3unymio. He-
06X041MMO NOATBEPANTL, YTO CUCTEMHAS 3KCNO3NLUA NCCNeayeMOro ieKapCcTBEHHOro NpenapaTa He npesblllaeT TakoByto
NlekapCTBEHHOr0 npenaparta CpaBHeHWs, T. . BepxXHaAs rpaHuua 90 %-Horo f0BEpPUTE/IbHOTO HTEpPBana He [o/KHa npe-
BbllLaTb BEPXHIOK rpaHuLy NpuemMaemMocTn 6MoaksmBaneHTHocTH (125,00 %).

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

2.10 lrassl

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

BroBeliBep, OCHOBaHHbI Ha GuochapMalleBTUYECKO cucTemMe knaccudmkaymm

3.1 O6wume nosoxeHns

BuoBeliBep. 0OCHOBaHHbI Ha 6uochapmaueBTnyeckoin cucteme knaccupukaunm (6KC), HanpaBneH Ha yMeHbLUeHne
KONMyecTBa MccnefoBaHWin 6MO3KBMBANIEHTHOCTM in ViVo, TO €CTb OH MOXET C/YXUTb 3aMeHOI 6M03KBUBAIEHTHOCTM in
vivo. MNpoBefeHna nccnefoBaHnii 6GUO3KBUBANIEHTHOCTU in ViVO MOXHO M36exaTb, eC/v 3KBMBASIEHTHOCTb in vivo noa-
TBEpXAaeTcs 060CHOBAHHbIMW AAHHbLIMU, MOYYEHHbLIMY in Vitro.

BuoBeliBep. 0OCHOBaHHbIN Ha BKC. orpaHuyeH nekapCcTBeHHbIMU NpenaparamMun Ana npueMa BHYyTPb B TBEPAbIX Je-
KapCTBEHHbIX hopmMax CUCTEMHOr0o AelCTBUA C HEMEANIEHHbIM BbICBOGOXAEHEM, COAEPXKALLMMMN BbICOKOPACTBOPVMbIE
JeicTBylOW e BewecTBa ¢ npegckasyemoli abcopbuveii y yenoBeka, npu ycrioBuu, YTo 3TW AeiCTBYOWME BellecTBa
MMEIT LIMPOKNIA TepaneBTUYECKUl ananas3oH (cMm. nogpasgen 2.9 ctaHgapta). MNpy 3TOM OH HEMPUMEHUM K MOABLA3bLIY-
HbIM. 3alle4YHbIM SIeKapCTBEHHbIM (hopmMam ¥ /IeKkapCTBEHHbIM hopmMam ¢ MOAMULUPOBAHHbLIM BbICBOGOXAEHMEM. B
OTHOLLUEHMUN NTeKapCTBEHHbIX (HOPM, AUCNEPTUPYIOLLMXCS B NOMOCTU pTa. AaHHbIA NOAX0L NPUMEHUM, €C/IN UCKoYeHa
abcopbuma n3 nosocTu pra.

BroBeiiBep. 0ocCHOBaHHbI Ha BKC. npegHasHayeH AN yCTaHOBMEHNA GMO3KBUBAIEHTHOCIN MeXAy onpeaeneHHbl-
MU UccnefyemMmbiMu N pedepeHTHbIMU /IeKapCTBEHHbIMIU npenapatamMu. MpuHuunbl KoHUenuun 6uoseliBepa MOryT npu-
MeHSATbCSA ANS NOATBEPXAEHUA GUO3KBUBANEHTHOCTY BOCMPOU3BEAEHHbLIX N1EKAPCTBEHHbLIX NpenapaTos, paclliMpeHuit
OpUTMHasNbHbIX IEKAPCTBEHHbIX MpenaparToB, NMpU BHECEHUN W3MEHEHWI B f0Cbe, TPEOYLWMNX YyCTaHOBIEHUA GMO3KBU-
BaJIEHTHOCTW. 4191 YCTAHOBNEHNA GUO3KBUBANIEHTHOCTN MEX/Y 1eKapCTBEHHLIMU Npenapatamu, NPUMEHSBLIMMUCS B Ha-
YanbHbIX (ha3ax KIMHUYECKUX UCCNefoBaHniA, a Takke NeKkapCTBEHHbIMU NpenapaTamMn, BbIBOAMMbIMU Ha PbIHOK.

3.2 O6wue TpeboBaHusa

BroseliBep. 0OCHOBaHHbI Ha BKC. npuMeHUM K nekapcTBEHHOMY npenapaTty ¢ HemMeA/IeHHbIM BbICBOOOXAEHUEM
npu yCnoBMmn BbINOTHEHUSI BCEX CeAyoLWwmnx Tpe6oBaHuii:

a) AelicTBylollee BeLeCTBO XOPOLO pacTBOPMMO U nogsepraeTcsa nosHon abecopbumm (I knacc no BKC) (cm.
pasgen 3):

6) C yyeToM cneuyuanbHbix TpebosaHuii (cMm. nogpasgen 4.1) xapakTepucTukn pacTBOpPeHus in vitro uccnepye-
MOro 1 pechepeHTHOro fIekapcTBEHHbIX NpenapaTos ONpeAensTca kak oueHb 6bicTpble {> 85 % B TeyeHne 15 MUH) nau
6bIcTpble (85 % B TeyeHne 30 MUH);

B) KAYECTBEHHbI 1 KONMYECTBEHHbI COCTaB BCNOMOraTe lbHbIX BELWECTB, CNOCO6GHbIX NOBANATL Ha GMO3KBMBA-
NIEHTHOCTB. OAMHAKOBBINA. [pu 3TOM Lenecoo6pasHO NCNOb30BaTh O4MHAKOBbIE BCOMOrare/ibHblie BellecTsa B conocra-
BUMbIX KOosinyecTBax (CMm. pasgen 3);

r) OTCYTCTBYIOT PUCKM, CBSA3aHHbIE C BEPOSATHOCTHIO NPUHATL OLWIMBGOYHOE 3akKk/Tl0YeHEe 0 BO3MOXHOCTU UCMO/b30-
BaHWA npoleaypbl 6uoBeliBepa. C y4eTOM BENNYWNHbI TepaneBTUYecKoro NHAEeKCa U KIMHUYeCKUX nokasaHuii kK npumeHe-
HUIO 4115 [elCTBYOLero BelecTsa B COCTaBe /IekapCTBEHHOrO npenapaTta.

BuoBeliBep. oOCHOBaHHbI Ha BKC. Takxe npuMeHWM K nekapcTBEHHOMY npenapaTy ¢ HemMeA/1eHHbIM BbICBOGOXAE-
HUEM Mpu yCNOBWMN BbINO/THEHNSA BCEX CefyLmnx TpeboBaHumii:

a) feiicTByloLLEe BelecTBO XOPOLLIO pacTBOPMMO 1 NojBepraeTcsa orpaHnyeHHolt aéecopbumu (Il knacc no BKC.
cMm. pasgen 3);

6) c yyeTOoM cneuunanbHbix TpeboBaHuii (cM. nogpasgen 4.1) xapakTepucTuku pacTBOpeHus in vitro nccnegyemo-
ro 1 ped)epeHTHOro 1eKapCTBEHHbIX NpenapaToB onpeaensanTcsa kak oYeHb 6bicTpble (> 85 % B TeueHne 15 MuH);

B) KAYECTBEHHbI U KONMYECTBEHHbIV COCTaB BCNOMOraTe lbHbIX BELWECTB, CNOCO6GHbIX NOBANATL Ha GMO3KBMBA-
NIEHTHOCTb. OAMHAKOBBINA. [pu 3TOM Lenecoobpa3HoO NCNOb30BaTh OMHAKOBbIE BCOMOrare/ibHble BellecTsa B conocra-
BUMbIX KOsiMyecTBax (Ccm. nogpasgen 42 ).

CnepyeTt 60n1ee KPUTUYHO NOAXOAUTL K OLlEHKE BbINO/IHEHUS YCI0BUI (Hanpumep, MecTo abcopbuun, BO3MOXHOCTb
B3avmMogeicTena ¢ 6enkammu-nepeHocynkaMmm B mecte abcopbuum, coctaB BCNoMoraTeslbHbIX BELECTB U TepanesTuye-
CKMe pUCKM) B OTHOLLEHUW NekapcTBeHHbIX npenapatos Il knacca no BKC, yem k npenapatam | knacca no BKC.

3.3 eiicTBylolLee BelecTBO

B uesnisix onucaHnsi CBOMCTB AeMCTBYIOLEro BELECTBa, NOANaAalowero nog KoHuenumio 6noseiisepa. 4OCTaTOYHO
UeTKNX pedepupyemMbix UTePaTYPHbIX 4aHHbIX.

Ecnu geiicTBylowne BewecTBa UCCELYEMOr0O U PedepPEHTHOrO SIEKAPCTBEHHbLIX NPEnaparoB OANHAKOBbLIE, BO3-
MOXHO NpuMeHeHue 6uoBeliBepa. BuoBeliBep Takke BO3MOXEH, €C/IM UCCNEAyeMblil U pedepeHTHbI NeKkapCcTBeHHble
npenaparsl COAEPXaT Pas/inuyHblie COMN NPKU YCI0BUN UX NPUHAZAIEXHOCTU K | knaccy no BKC (Bbicokasi pacTBOPMMOCTb
1 nonHasa a6copbums: cMm. nogpasgens 3.1 n 3.2). Ecnu uccnegyemblii NekapcTBEHHbIA NpenapaTt CoAepXUT ClI0XHbIe
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3hupbl, CTEPEOU3OMEPLI U UX CMECcH, KOMMMEKChbl WM NPOU3BOAHbIE AElCTBYIOWEro BelecTBa pedepeHTHOro nekap-
CTBEHHOrO npenapara, 6noseliBep HEBO3MOXEH, MOCKO/IbKY pasnuna MoryT NpUBECTW K pasfinyHoi 6oA0CTYNHOCTH, He
BbISIB/IAEMOVi C MOMOLLbI0 3KCNEPUMEHTOB, NCNOMb3yEMbIX B KOHLenuun 6uoseliBepa. ocCHoBaHHOro Ha BKC.

[lelicTByloLlee BELLECTBO He JO/KHO 061aAaTh Y3KMM TepaneBTMYECKUM Anana3oHoM (CM. NyHKT 2.9.1 cTaHfapTa).

3.3.1 PacTtBOpMMOCTb

Heo6x04MmMo yCcTaHOBUTbL ¥ NpoaHann3nposaTtb Npouab pH-pacTBOPMMOCTU AelicTBYOLWEro BewecTsa. [elicTey-
lollee BELWECTBO NPU3HAETCHa XOPOLOo pacTBOPMMbIM, eciin npu Temnepartype 37 £ 1 °C ero makcumasbHasa ogHokpaTHas
[l03a (an1s nekapCTBEHHO npenaparta c HeMeA/leHHbIM BbICBOOOXAEHMEM) NOMIHOCTbIO pacTBopseTcs B 250 mn 6ydep-
HOro pactsopa BpamanasoHe pH ot 140 6.8. lna atoro TpebyeTca NpoBecTn UccnefoBaHne He MeHee YeM ¢ 3 bydepHbIMu
pacTBopamy C pasnyHbiMu pH. HaxXoAAWMUMCA B Bbilleyka3aHHOM Avana3oHe (mpegnoytutensHo npu pH 1.2; 4.5 1 6.8)
1. MO BO3MOXHOCTW, nNpu pKa, ecnu pKa HaxoguTca B ykasaHHOM guanasoHe pH. B uensx ogHO3Ha4HOro onpegenexHus
KnaccmunkaLnoHHOW NpuHaAIeXHOCTU N0 PaCTBOPMMOCTM MOTYT MOHAA06UTLCA NOBTOPHbIE UCMbITAHUA NPK KaxAom pH
(Hanpumep, MeToZ BCTPSIXMBAHUSI UK APYroi noaxoasawwmit). pH pacteBopa cnefyet onpeAenaTs 40 v nocne go6asnexHuns
JelicTByloLero BelecTsa B 6ydep.

3.3.2 BcacbiBaHuWe (NpoHMKakLWaa cnoco6HOCTb)

Mpwu 3aABNEHUN Ha perucTpaymio 1eKkapcTBEHHOro npenapara ¢ npumMeHeHneM 6uoseiiBepa. oCHoBaHHOro Ha BKC.
pekoMeHAyeTcs NOATBEPAUTL MOJHYI0 aGcopbunio AelicTBylOLWEro BelwecTsa y yenoseka. C aToli Lenbio nog NonHbIM
BCacbliBaH/eM noHumMarT abcopbuuio 2 85 %. MonHoe BcacbiBaHNe 06bIYHO 06YCNOBMAEHO BbICOKOV MPOHUKaloLWei cno-
COGHOCTbIO leiicTBYIOLLErO BELeCTBa Yepes KuLeyHblli 6apbep.

Hanunune nonHoro BcacbiBaHWs A0/HKHO 6bITb 060CHOBAHO UCCef0BaHNAMN Y YenoBeka. B kauecTBe 060CHOBaHUA
[lonyckaeTcs UCnonb3oBaTh pesynbTaTbl UCCeA0BaHWA;

- abCco/OTHOW 6GMOOCTYNHOCTH;

- MaTepuanbHoro 6anaHca.

Mpu ncnonb3oBaHMM MeToAa MaTepuanbHOro 6anaHca Ana BblYMCNEHUA BCOCaBLIeca dhpakuum Heo6xo4umo yao-
CTOBEPUTLCS, YTO MeTabonuThbl, yUYTEHHbIE MPU pacyeTe Bcocasllelica gpakuum, o6pasoBanuck nocne aécopbuuu. B
CBA3KN C 3TUM Npu pacyeTe 06 el pagMoakTUBHOCTU, 3KCKPETUPYEMON C MOYON, HEO6XO4MMO YA0CTOBEPUTLCS, YTO B
Xenyfo4YHOM MM KULWEYHOM COKe He Mpousolnia YacTuuHas fgerpagaums nnm 6uotpaHcopmans HeM3MeHeHHOro Aeii-
cTBytlowero BewecTtsa. Peakyun | chasbl (Hanpumep, okucneHune) nnu Il assl (Hanpumep, KoHblOraymsa) metabonnsma
MOTyT MPOUCXOANTL NNLLL Nocsie abcopbumnn (He B Xeny[04YHOM UK KULWEYHOM COKe). Takum o6pa3oM, OCHOBbIBAACh Ha
[JaHHbIX UccnegoBaHuii MaTepuanbHoOro 6anaHca, BcacbiBaHWe NPU3HaeTCa NOJHbIM, ecnun obliee cofepxaHue Ucxod-
HOro CoefiMHeHUs1 B Moue 1 ero metabonutos (npoweawnx | n (nnm) Il hasbl metabonmama) B MOYe U Kane coctasnser
r 85 % OT NpUHATOW J03bl.

Kpome TOro, BbICOKOpacTBOpUMble AeliCTBYOWME BEWECTBA C HeMNosHbIM BcacbiBaHueM (Il knacc no BKC) Takxe
MOryT noanagatb nog 6uoseiiBep, eCAu BbINOMHAKTCSA onpejesieHHble Tpe6oBaHUA K COCTaBy /lekapCTBEHHOrO npenapa-
Ta U npodunio pacTBopeHus /n vitro (cM. nogpasgen 4.2 BecnomoratenbHble BeliecTsa). MNpu oTHeCEHUU coeAnHEHU K
| knaccy no BKC 1 oTcyTCTBMM 060CHOBAHHbIX AOKa3aTeIbCTB B MO/Ib3y MX MOSIHOrO BCACbIBAHWS K HAM Takke npeabss-
nsawTcs 6onee xecTkne TpeboBaHuS.

YcTaHoB/NeHHasi 6MO3KBMBANEHTHOCTb MexXAy BOAHOW 1 TBepAoi NekapcTBEHHbIMU hopMamMy HeMeA/IeHHOTO Bbl-
CBOOOX/EHNSA HEKOTOPOro COeAUHEHUS, MPUHUMAEMOrO BHYTPb, NPUHUMAETCA B KayecTBe NOATBEPXAEHWS, MOCKObKY
CBMAETEeNbCTBYET O TOM. YTO OrpaHuyeHve abcopbuuu, obycnoBreHHOe CBOWCTBaAMU NekapCTBEHHOR (opMbl nekap-
CTBEHHOrO npenapaTta (C HeMef/IeHHbIM BbICBOOOXAEHNEM), ABNSAETCA HEe3HAUMTe bHbIM. KayecTBeHHble nccneoBaHmns
NpOHMLLAEeMOCTK in Vitro, B TOM 4ucC/ie C UCMOMb30BaHWEM CTaHAapTHbIX 06pas3loB, Takke CBUAETeNbCTBYIOT B NOMb3y
pe3ynbTaToB, NOSTYYEHHbIX in Vivo.

3.4 JlekapcTBeHHbIi npenapar

3.4.1 NpoBefeHne TecTa CPaBHUTENbHON KNHETUKN pacTBOpeHus in vitro

Mpn n3yyeHun cBOINCTB NIeKapCTBEHHOIO nNpenapaTta Heo6xo04MMO AoKa3aTb HEME/[NEHHOe BbICBOGOXAEHNe 1 COo-
NOCTaBMMOCTb MUCCNEAYeMbIX SIeKapCTBEHHbIX NMPenaparos, TO eCTb NOATBEPANTL CONOCTABUMYIO KUHETUKY PacTBOpPEHUs
in vitro mexay uccnegyembiMm 1 pedepeHTHbIM SIekapCTBEHHbIMY npenaparamyt npu usnoiorMyecknx aHadeHunsax pH B
ycnoeuax akcnepuMmeHta. OfHako 37O He NO3BOMISIET YCTaHOBUTbL KOPpenauuto in vitra/in vivo. KnueTtuky pactsoperus in
vitro cnegyet usyuutb B gnanasoHe pH 1.0-6,8 (He meHee 4em npu Tpex 3HadeHusax pH: 1.2.4.5 n 6.8). lononHuTe NbHbIEe
nccneaoBaHna MoryT notpebosatbesi Npy pH ¢ HaumeHbLIel pacTBOPUMOCTbLIO AECTBYIOWEro BelecTsa (cnegyet npeg-
CTaBWTb 060CHOBaHWE OTCYTCTBMS HEOOXOAUMOCTM Takux UccnefosaHuil). Micnonb3oBaHne Kakux-nméo noBepxXHOCTHO-
aKTUBHbIX BELLECTB He [onycKaeTcs.

Ncecnepyemblii n pedbepeHTHbIVi nekapcTBeHHbIe Npenapartsbl [O/XHbl COOTBETCTBOBATL TPe6OBAHNAM, N3NOXEH-
HbIM B nogpasgene 2.2 ctaHgapTa. B cooTBETCTBUM C 3aTUMK Tpe6oBaHMSAMU peKOMeHAyeTCs NPOBOAUTL NCCNef0BaHNe B
OTHOLIEHWUN Goslee YeM OAHOI Cepun nccneayembix NekapcTBEHHbIX Npenapartos.

CpaBHWTE/IbHbIE UCMbITAHNA PACTBOPEHMS in Vitro JO/MKHbLI COOTBETCTBOBATL (hapmakoneiiHbiM TpeboBaHuaM. He-
06x04MMO NpeACcTaBUTb NOAPOGHOE ONUcaHne yCNoBUiA UCCNef0BaHNSA N aHANUTUYECKNX METOAMK, BKNOYas AaHHble no
nx Banupaumun. 4na cTaTUCTUYECKOW AOCTOBEPHOCTU KaXAblii 3KCNEePUMEHT peKkoMeHAyeTcsi MpoBoAUTL ¢ 12 npobamu
(o6pasuamu) nekapcTBeHHoro npenaparta. CtaHaapTHbIe YC/I0BUA UCC/e0BaHNA BK/IOYaAlOT B cebn:

- npubop; nonacTHas Mellaska Uam Kop3vHka:
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- 06bem cpefbl pacTBopeHus: 900 mn unu MeHee:

- Temnepartypa cpefbl pacTBopeHus: 37 £ 1"C;

- CKOPOCTb BpalleHuns: nonactHas mewanka — 06b14HO 50 060pOTOB B MUHYTY, KOP3UMHKa — 06bI4HO 100 060poTOB
B MUHYTY:

- cxema oTb6opa npo6: Hanpumep, Ha 10. 15. 20. 30 1 45 muHyTax;

- 6ydepHble pacTtBopbl: pH 1.0— 1.2 (06bi4HO 0,1 M HCI nnn numntaumus xenygoyHoro coka 6e3 doepmeHToB). 4.5
1 6.8 (W1 umuTaLmsa KnWeyHoro coka 6e3 hepMeHToB). pH Ao/MKHA pPerynsipHoO KOHTPOUpoBaTbCA. PekomeHayeTcsa nc-
nonb3oBaTtb papMakoneliHble 6y epHbie pacTBOPbI;

- Npoyve ycnoBusA: OTCYTCTBME NOBEPXHOCTHO-AaKTUBHbLIX BelecTB. [pumeHeHne hepmeHTOB foMnyckaeTca B OT-
HOLLEHWM XeNaTUHOBbIX Kancyn unn Tabnetok, NOKPbITbIX XeNaTuHOBON 060104KON.

Heo6xofMMo npeAcTaBUTb NOMHBIA aHANUTUYECKU OTYET O NPOBEAEHUN TeCTa CPaBHUTE/IbHON KUHETUKN pacTBO-
peHusa (TCKP) in vitro, Bkto4yas NpoToKoa nccnefoBaHns, CBefeHns 06 nccneayemMbix CepUax U cepusax cpaBHeHns, noa-
po6Hoe onncaHne aKCnepuMeHTasIbHbIX YCNI0BUIA, pe3ynbTaTbl BaNuAaLunm UCnosib30BaHHbIX METOA0B, UHAUBUAYabHbIE
M CpefiHMe 3HauYeHus, a TakKe OTHOCUTE IbHbIE CTaTUCTUYECKME NnapamMeTpbl.

3.4.2 OueHka pe3ynbTaToB TecTa CPaBHUTE/IbHON KMHETUKN pacTBOPEHUs in vitro

NlekapcTBeHHble MpenapaTtbl NPU3HAlOTCS OYeHb GbICTPOPACTBOPMMbIMU, ecnn 85 % 3asfBMIEHHOTO cofepXaHus
AelicTBylOLLEro BelecTBa pacTBopsieTcs B TeyeHne 15 MUH. B aTOM cnyyae npodunum pacTBOpeHuUs uccnefyemoro u
pecdepeHTHOro IekapCTBEHHbIX NpenapaTos NPU3HaTCA CONoCcTaBUMbIMU 6e3 AanbHenmnx maTeMaTnyecknx pacyeTos.

Ecnu npouecc pacTBOpeHWs CO CTeneHbio BbICBOGOXAEeHNA 85 % OT 3asiBIEHHOr0 cofepXxaHusi feicTBylolero
BelllecTBa AnnTca 6onee 15 MUH. HO He npesblwaeT 30 MUH, TO HEO6X0AMMO fOKa3aTb OTCYTCTBME 3HAUUMBIX Pa3Nnymnii
(conocTaBMMOCTb). B Lensix noATBEPXAEHUS CONOCTABMMOCTU Npodueil pacTBOPEHNs NCCNeAYEMOro 1 pePePEHTHOIO
NleKkapCTBEHHbIX MpenaparoB UCNOMb3YIOT KpuTepuit f2 (cM. npunoxenune 1) nau gpyrme noaxogsiine tectbl. Mpu aTom
06bsiCHeHWe pa3nuunii B Npounsax pacTBOPEHNS C KNMHUYECKUX UIN TepaneBTUYeCcKUX No3uuuii Heuenecoo6pasHo, no-
CKOMbKY UCMbITAHNE PACTBOPEHNA He OTpaxaeT Koppensaumto in vitro/in vivo.

3.4.3 BcnomoraTesibHble BewecTsa

HecmoTps Ha TO. YTO BAUAHWE BCMOMOraTesibHbIX BELWECTB, COAepXalynxcs B IeKapCTBEHHbIX hopmax C Hemes-
JIeHHbIM BbICBOGOXEeHNEM, Ha 6BUOAOCTYNHOCTL XOPOLLIO PACTBOPUMbIX M NOSTHOCTbIO BCACIBAOLMXCS AeACTBYIOLWUX BE-
wecTs (To ecTb oTHOCAWMXCSA K | knaccy no BKC) cuntaetcsi ManoBeposATHLIM, €ro He/lb351 MOIHOCTbIO UCKOYaTb. B cBA3n
C 3TMM BO BCeX c/iyyasix (B TOM umcre ¢ AelicTBylowWw MM BelecTBoM | knacca no BKC) B nccnenyemMom ekapcTBEHHOM
npenaparte pekoMeHAyeTCs UCNO/b30BaThb CXOXMWE KOMyecTBa Tex ke BCnoMoraTtesibHbIX BELLECTB, YTO U B pedhepeHTHOM
nekapcTBEHHOM npenapare.

B Lenax UCKIYeHUs pasfInyHOro BANAHMA Ha MeMbpaHHble NepeHOCUYNKN OAHUM U3 yCNoBWiA 6uoseiiBepa B OT-
HoweHnn aeicTeylolwero Beulectsa lll knacca no BKC siBnsieTcs oTCyTCTBME Pas3/iMuMii No KaYeCTBEHHOMY 1 BbiCOKast
CONoOCTaBMMOCTb MO KOJIMYECTBEHHOMY COCTaBy BCMOMOraTesibHbIX BELECTB.

Kak npaBuno, ¢ geiicteylowumu Bewectsamu | unu Il knacca no BKC Heo6xoAMMO Mcnonb3oBaTh CTaHAAPTHbIE
KONMYecTBa XOPOLIO W3YyYeHHbIX BCMOMOraTe ibHbIX BELecTB, a Takke NpoaHannM3npoBaTb N 06BACHUTL UX BO3MOXHOE
B/IVSAHNE Ha 6MOAOCTYNHOCTbL U (MK) PacTBOPMMOCTb. Heo6Xx0AMMO onucaTb HasHaveHne Kaxaoro n3 BCrnomoraTesibHbIX
BelecTB ¢ 060CHOBaHWEM TOrO, YTO KO/IMYECTBO KaX/AOro M3 HUX HaxoAuTCs B nNpuemnemMom guanasoHe. Heob6xoanmo
onucaTb BCe BCNOMOraTesibHble BeLlecTBa, CNOCOOHbIE NOBANATL HA 6MOAOCTYNHOCTL (HanpuMep, copbuTon, MaHHUTON,
HaTpus naypuncynbar v npoyne noBepXHOCTHO-aKTVBHbIE BelecTBa), C ykasaHueM UX BIUAHWUA Ha:

a) MOTOPVKY Xesy04HO-KMLIEYHOro TpakTa:

6) NoABePXEHHOCTb B3aMMOAENCTBUIO C feCTBYIOLLUM BelecTBOM (Hanpumep, KoMnaekcoobpasoBaHue);
B) NPOHMKAIOLLYI0 CNOCOGHOCTb AeliCTBYIOLEro BelecTa:

r) B3aumogencTene ¢ MemMbpaHHbIMU NepeHocUnKamm.

KayecTBEHHbI 1 KONMYECTBEHHbI COCTaB BCMOMOraTe/ibHbIX BeLecTB, J0Ka3aHHO CMOCOGHbIX NOBINSATL HA 61O~
3KBUBASIEHTHOCTb. NCCeAyeMoro 1 pedhepeHTHOro NekapcTBEHHbIX NpenapaTos J0/KeH 6blTb OAUHAKOBbIM.

3.4.4 Kom6MHMpOBaHHbIE NeKapCTBEHHbIe NpenapaTbl

BunoseiiBep, ocHOBaHHbI Ha BKC. B OTHOLIEHUN KOMBUHMPOBAHHbIX 1EKAPCTBEHHbLIX NPenapaToB ¢ HeMeAIeHHbIM
BbICBOGOXAEHNEM BO3MOXEH, EC/IM BCE AEWCTBYOLNE BewecTBa npuHagaexart | unu lll knaccy no BKC. a Bcnomoratesib-
Hble BellecTBa COOTBETCTBYIOT Tpeb0oBaHNAM, U3NOXEHHbIM B Nogpasfene 4.2. B ocTanbHbIX cnyyasx Tpebyetca npose-
AeHne uccnenoBaHna 6MO3KBMBANIEHTHOCTH in Vivo.
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