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BBeneHue

[aHHbIn cTaHAApT HanpaeneH Ha OMTUMU3aUMIO AU3aiiHa, NPOBEAEHUSt U OLEHKU UCCneaoBaHunin Guo-
9KBMBAIIEHTHOCTU NEKapCTBEHHbIX (POPM C HEMEANEHHbIM BbICBODOXAEHUEM AeNCTBYIOLMX BELLECTB CU-
cTeMHoro aencteunsa. ccneaosaHue GMOIKBUBANEHTHOCTU NEKAPCTBEHHOIO Npenapara — BUA KIMHWUYECKOTO
uccneaosaHuA NekapcTBeHHOro npenapara, NPoBeAEHNE KOTOPOro OCYLLECTBASETCA ANA OnpeaeneHust cko-
pOCTU BCaCbIBAHMA U BbIBEAEHUSI OJHOIO MU HecKonNbkux obnagaomx hapMakonornieckon akTMBHOCTbIO
[leNCTBYIOLLIMX BELLECTB, KONMYeCcTBa fiekapcTBEHHOro Npenapara, 40CTUraloLwero CMCTEMHOrO KpOBOTOKA, pe-
3ynbTaThl KOTOPOro NO3BOMAOT CAENAaTh BbIBOA O GMOIKBUBANEHTHOCTU BOCNPOU3BEAEHHOIO NIEKAPCTBEHHOIO
npenapara B onpeAeneHHbIX NekapcTBEHHOW PopMe U A03UPOBKE, COOTBETCTBYIOLMX hopMe U A03MPOBKE
pedepeHTHOro NeKapCTBEHHOIO npenapara.

KoHuenumsi 6BU09KBMBaNEHTHOCTU SABNAETCA OCHOBOMNOMNAratoLLeii 4 Npoueayp rocyaapCTBEHHON peru-
CTpaLumn BOCMPOU3BEAEHHbIX NEKAPCTBEHHbLIX NPenapaToB — NeKapCTBEHHbIX NPEenaparoB, KOTOPLIE UMEIOT
TaKOWN e Ka4eCTBEHHbIN COCTaB U KONIMYECTBEHHbIN COCTaB [eiCTBYIOLLMX BELLECTB B TAKOMN e NEKapCTBEH-
HOW dhopmMe, YTO U pedepeHTHbLIN NEKapCTBEHHbIN Npenapar, 1 BUO3KBUBANEHTHOCTL UMK TepaneBTUYecKan
9KBMBANEHTHOCTb KOTOPOro pedepeHTHOMY feKapCTBEHHOMY npenapaty NoATBEpPXKAeHa COOTBETCTBYIOLLU-
MU nccnefoBaHnsaAMU. PasnuyHblie conu, adupsbl, U3OMEpPLI, CMECU M30MEPOB, KOMMEKCHI UMK NPOU3BOAHLIE
[AEeNCTBYIOLLIEro BELUEeCTBa MPU3HAKOTCA OAHUM M TEM Xe AeiCTBYIOLLMM BELLECTBOM, €Cnu ux 6e30nacHoCTb
n (Mnn) agpdEeKTUBHOCTL 3HAYUMO HE OTNNYAIOTCA. PasnuyHbie nekapcTBeHHbIE POPMbI 4NA NPUeMa BHYTPb
C HEMeaNEHHbIM BbICBOOOXKAEHMEM NPU3HAIOTCA B paMKax nccrneioBaHuin 6Uoa0CTYNHOCTU OQHOM U TON Xe
nexkapcTBEHHOW hopmon (¢ BnodapmaLeBTUYECKOW TOYKN 3PEHUSI).

MposeaeHne nccneaosaHnin OMOIKBUBANEHTHOCTM TPeByeTcs NpuU BHECEHWU W3MEHEHWI B perucrpa-
LIMOHHOE A0CLE 3aperMcTpUpoBaHHOrO NEKapCTBEHHOrO npenapara (B YaCTHOCTW, NPU U3MEHEHUM COCTaBa
BCMNOMOrarerbHbIX BELLECTB, TEXHOMNOMMM NPOM3BOACTBA, MECTA NPON3BOACTBA, YKPYNMHEHNU UMK Pa3yKpymnHe-
HWM NPOMbILLNEHHON Cepun U T. A.), HA NPeaPErncTPaLMoHHOM aTane npu CyLeCTBEHHOM U3MEHEHUU COCTa-
Ba, TEXHOMOIMM NPON3BOACTBA NIEKAapPCTBEHHOrO npenapara (ECnu OCHOBHbIE AOKIMHUYECKUE U KNTMHUYECKNE
nccneaoBaHWsa NpPoBeAEHbl G HEM3MEHEHHbIM NEKapCTBEHHLIM NpenapaTtomMm U HeobXxoAUMMO 3KCTPanonmpo-
BaTb NOMy4Ye€HHbIe AaHHble 0 Be30nacHOCTU U 3(EKTUBHOCTM HA M3MEHEHHDbIV NEKAPCTBEHHBIN Npenapar),
npu U3MEHEeHWU NEeKapCTBEHHON (POPMbl C HEMEATEHHbLIM BbICBODOXAEHUEM HA NEKapPCTBEHHYIO dhopMmy C
MOAUULIMPOBaHHbIM BbICBOOOXKAEHUEM, pa3paboTke KOMOMHUPOBAHHBLIX NEKAPCTBEHHbLIX NPenapaToB U B
MHbIX CIy4asiXx.

[lBa nekapCcTBeHHbIX Npenapara, coaepxxallmx oAMHAKOBOE KONUYECTBO AeNCTBYIOLEro BELLECTBA, CHU-
TaTcA OMOIKBMBANEHTHBLIMU, €CAIN OHU SABMSAIOTCA (PapMaLieBTUHECKUMKU IKBUBANEHTaMKU unu dapmauesTu-
YeckU anbTepHATUBHBLIMU U UX BMOAOCTYNHOCTL (MO CKOPOCTU U CTENEHU) NOCNE NPUMEHEHUA B OAUHAKOBOM
MOJIAPHON [103€ YKNablBaeTCA B 3apaHee YyCTaHOBIEHHbIE 0NYCTUMbIE Npeaentl. YkasaHHble npeaens! ycra-
HaBNMUBAIOTCA Ang obecneyeHus ConocTaBUMOCTU BuodhapmMaLeBTUYECKUX CBOWCTB NIEKAaPCTBEHHOW (DOPMbI,
B KOTOPO# BbIMYCKAIOTCA NEKapCTBEHHbIE NPenaparsl in vivo (To eCTb CONOCTaBUMOCTH X NO 3hheKTUBHOCTH
u 6e30NacHOCTH.

[na onpeaeneHus cKOpPOCTU KU cTeneHn abcopOumm B MccneaoBaHnsax GUOIKBUBANEHTHOCTU OObIMHO
MCMONb3YeTCA KpUBAas «Nna3MeHHast KOHLUEHTpaums-BpemMs». OnpeaeneHHble papMakoOkMHETUHECKUe napa-
METpPbl U 3apaHee YCTAHOBIEHHbIE FPaHuULIbl JOMYCTUMBIX OTKIIOHEHUI NO3BONAIOT CyAUTb O BUMOSKBUBANEHT-
HOCTU CpaBHMBaeMbIX NEKapCTBEHHbIX npenaparos. AUC (nnowagb noa KPUBON «KOHLEHTpauusa-BpeMsi»)
OTpaxaeT CTeneHb BO3AENCTBUA (FKCNO3uLmn). C... (MaKkCUManbHas KOHLEHTpauus B nnasme) u t.... (epems
DOCTKEHUA MaKCUMasibHOM KOHLIEHTpauuW B nNnasMe) SIBMSIOTCA napaMeTpamu, Ha KOTOpbl€ BAUSAET CKO-
pocTb abcopOuum AeNCTBYIOLLErO BELLECTBA U3 fleKapCTBEHHON (hOpMbl.

Llenb HacToswero AokymMeHTa — onpeaenuts TpeboBaHWA K AW3aiiHy, NPOBEAEHWUIO U OLEHKEe WC-
cnefoBaHuii  GMOSKBMBANEHTHOCTW. B HUX Tawke paccmaTpuBaloTCs YCNOBUS, KOrAa WCCeAoBaHWs
in vivo MoryT 6bITb 3aMeHEHbI MCCea0BaHNAMU in Vitro.
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nccrnefoBaHUAX NPeACcTaBIsTCS Mo Tpe6OBaHMIO PerynsiTOpHOro opraHa. B mopaynb 2.7 HE06X0AUMO Takxe
BK/IIOYUTb CMHOMCUCHI OTYETOB 06 UCC/ef0BaHUSIX GBMOIKBUBA/IEHTHOCTU U CPABHUTENBHOW GUOAOCTYNHOCTY,
NPOBEAEHHbIX Ha CTaAuUU paspaboTkM NekapcTBEHHOro npenapata. WHdgopmaumio 06 nccnegoBaHusx 61oak-
BUBA/IEHTHOCTU, MPOBEAEHHLIX HE C pepepeHTHLIM IEKAPCTBEHHLIM NPEnapaToM, NPeAcTaBAaTb He crenyeT.

2.1 AnsaitH nccnepoBaHus

[Jwn3aiiH nccnefoBaHuss HEO6GXOAMMO CNaHMpPoBaTb TakMM 06pas3oM, YTOObl BAUSIHWE SEKAPCTBEHHOM
hopMbI 1 cocTaBa /lekapCTBEHHOrO npenapara Ha hapMakoKMHeTUYeckue napameTpbl MOXHO 6bln0 OTAW-
YNTb OT BAWSIHUA APYTUX (PAKTOPOB.

2.1.1 CtaHpapTHbI gn3aiiH

Mpu cpaBHEHWM [BYX /eKapCTBEHHbIX NpenapaToB PEKOMeHAyeTcs NPOBOAWTbL PaHAOMU3NpPOBAHHOE,
[ByX3TanHoe, nNepekpecTHoe uccrefoBaHWe B ABYX rpynnax ¢ NpMeMOM OJHOKpaTHOM [03bl. dTanbl A0/K-
Hbl GbITb pas3genieHbl OTMbIBOYHLIM MEPUOAOM, AOCTATOYHbIM AN CHUXEHUS KOHLEeHTpauum AelCTBYOLEro
BellecTBa HwKe mopora 6uoaHanMTUYEecKoro onpefeneHns y Bcex CyObeKkToB B Hayase BTOPOro atana uc-
cnepoBaHna. OB6bIYHO A1 3TOr0 4OCTATOYMHO OTMbIBOYHOIO Nepuoga AUTeNbHOCTLI0 paBHONM NATWM NepuogoB
nonyBbiBeeHUS1 AeNCTBYIOLLEr0 BELLECTBA.

2.1.2 AnbTepHaTUBHbI gn3aitH

B HekoTOpbIX Cryyasix, nMpu YC/0BUM, YTO AM3aliH UCCNefoBaHUS M CTAaTUCTUYECKUA aHa/IM3 HayyHo
060CHOBaHbl, MOXHO paccmaTpvBaTb a/ibTEPHATUBHbIE O6LLENpPU3HaHHbIe AM3aiiHbl: NapannenbHblii — AN
BELWECTB C AnTeNbHbIM tV2 nepruogom nonyBbiBeAEHWS; MOBTOPHbLIA (pennukatuBHbIli replicate design) —
[ONA BeLecTB C BbICOKO BapuabenbHbiMU hapMakoKMHeTM4Yeckumu napameTtpamu (cMm. nogpasgen 2.10 Ha-
CTosILLero cTaHfapTa).

Ecnn Bcnefcteve HenepeHOCMMOCTW MpPUEeM OfHOKPAaTHOW A03bl 340pOBbIMUM A06POBOMALLAMWU HE [0-
nycTuM, a nccnefoBaHve OAHOKPATHON A03bl Y NaLMeHTOB HEBO3MOXHO, JOMNyCKaeTcs NpoBeAeHue nuccnepo-
BaHWS y NauMeHTOB C MHOrOKpaTHbIM MpYeMoM npenapara.

B pefknx cnyyasx, Korga HegocTaTtoyHas YyBCTBMTE/IbHOCTb aHa/IMTUYECKOW METOAVKM MpensiTcTBy-
eT TOYHOMY OnpefeNnieHNio KOHLeHTpauun AeiicTBYIOLero BewecTsa B Niasme nocsie 04HOKpaTHOro nprema
[103bl 1 €ro paBHOBECHAs KOHLIEHTpauuWs AOCTAaTOYHO BbiCOKAa A5 MPOBEAEHUS TOUYHbIX U3MEPEHWiA, B Kaue-
CTBE a/lbTepHaTMBbI UCCEAOBAHNIO C NPUEMOM OAHOKPATHON [03bl AOMYCTUMO MPOBEAEHUE UCCNef0BaHNsA
C MHOrOKpaTHbIM NPMEMOM flekapCTBEHHOro npenapara. O4Hako yunTbiBass 60/1ee HU3KY0 YyBCTBUTENIbHOCTb
nccnefoBaHUin ¢ MHOroKpaTHbIM MPUEMOM npenapata AN BbiiBAeHus pasnuuunii B Ctax, UX npoeBefeHune fo-
NyCTUMO TOMbKO NPU HaMumMmn ybeamTenbHbIX foKa3aTeNlbCTB HEBO3MOXHOCTU YYULIUTb YyBCTBUTEbHOCTb
aHaMTMYeCcKon MeTOoAMKM N HEBO3MOXHOCTU TOYHOTO M3MEPEeHMs KOHLEeHTpauuum MCXOAHOro AeicTByloLle-
ro BelecTBa Mnocsie OAHOKPATHOrO Mprema NeKkapCTBEHHOro npenaparta fjaXe Mpu UCMOo/Ib30BaHWU CBEPX-
TepaneBTUYeckux Ao3 (CM. nogpasgen 2.6 HacTOsLWEro craHjapra). YUnTbiBass COBPEMEHHbIE BO3MOXHOCTU
61oaHaIMTNYECKNX METOA0B HEBO3MOXHOCTb TOYHOrO U NPaBUILHOTO M3MEPEHNs1 KOHLLEHTpauumn NCXOAHOro
coefIHeHNs SIBNSIeTCS1 pefKoCTblo. MNpoBeaeHMe UccnefoBaHns ¢ MHOTOKPATHbIM NPUEMOM /IeKapCTBEHHOIO
npenapara BMecTO OAHOKPATHOIO B CU/y HeAOCTATOYHOW YYBCTBUTE/IbHOCTU aHa/IMTUYECKOW METOAMKU AO-
NyCTUMO TO/IbKO B UCKUUTESIbHBIX CyYasX.

B nccnegoBaHUsX paBHOBECHOW KOHLEHTpauMM OTMbIBOYHbLIA Nepuog nocne npuema npegplayliero
npenapara MOXeT nepekpbiBaTb HapacTaHWe KOHLEHTpauumn Ha BTOPOM 3Tane (Mpy yC/ioBMKU, YTO NPOLOIKY-
TeNbHOCTb TAKOro HapacTaHus A0BOJSIbHO ANNTENIbHAA M COCTaBNSAET He MEHEee NATU KOHeYHbIx f1/2).

2.2 PedepeHTHbI nekapCTBEHHbIV NpenapaT u nccnegyemblii nekapcTBeHHbI npenapar

2.2.1 PedepeHTHbI1 NekapCTBEHHbI npenapaTt

B kauecTBe pedpepeHTHOro fiekapCTBEHHOro npenapara MCnosb3yeTcs NekapcTBEHHbIV npenapar, Ko-
TOpbIA BNepBble 3apernctpupoBaH B Poccuiickoin ®epepaunm, kayectBo, 3pPeKTUBHOCTb M 6e30NacHOCTb
KOTOPOro foka3aHbl Ha OCHOBaHUW pPe3yNnbTaToB AOK/IMHUYECKUX UCCNEefOBaHUA NekapCTBEHHbLIX CPEACTB U
KMHWYECKNX UCCNef0BaHnii NeKkapCTBEHHbIX NpenapaToB B COOTBETCTBUM C YCTAHOB/IEHHbIMY TPebOBaHUSI-
M. MIHdhopmauusi o BbiIGpaHHOM pediepeHTHOM npenaparte u 060CHOBaHWe ero Bbibopa NpUBOAWTCA B peru-
CTPaLMOHHOM [J0Cbe Ha uccefyemblii NekapcTBEeHHbIV npenapar.

Mpn uccneposaHMn 6MO3KBUBANIEHTHOCTY BOCMPOU3BEAEHHONO SIEKAPCTBEHHOrO npenapara (Bkioyas
[ONONHUTENbHbIE NOCNefylole LO3NPOBKM YXXe 3aperucTpupoBaHHOro BOCMPOU3BEAEHHOrO npenapara)
uccnepyeMblii nekapCcTBEHHbIN NpenapaTt CpaBHMBAKT C COOTBETCTBYHOLLEN NnekapcTBeHHON chopmoli pede-
PEHTHOrO NekapCTBEHHOrO npenapara, nNpy ee HalMuumM Ha pbiHKe.
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B cnyyae Hanuumsa Ha pbiHKE HECKOMbKUX NEKapCTBEHHbIX hopM OpUrMHanNLHOrO mpenapara, 3aperu-
CTPMPOBAaHHLIX NO MPOLEAYPE perncrpaumn BOCMPOM3BEAEHHbIX NEKAPCTBEHHBLIX Npenapatos (C NpUMeHe-
HWEM KOHLEenuum BnoaKBUBANEHTHOCTU), PEKOMEHAYETCH UCMOMb30BaTh B KA4eCTBE Ped)ePEHTHOrO nekap-
CTBEHHOrO npenapara nekapcrBEHHY0 (popMy OpUIMHaNbLHOIO npenapara, B BUAE KOTOPOi OH Bbin BNepBble
3aperncTpmMpoBaH U KOTOpas UCMONb3oBanach B KIIMHUYECKNX UCCNEA0BaHUSX AN NOATBEPXAEHUSA €ro -
HEKTUBHOCTU 1 BE30MACHOCTU, MPU HANUYUK HA PbIHKE.

B o6ocHoBaHUM BbIGOpa pecdhepeHTHOro NEeKapcTBEHHOro npenapara Ans uccrneaoBaHuss GUOSKBUBA-
NEHTHOCTU crneflyeT yyuUTbIBaTb PesyneraTbl KONMUYECTBEHHOTO OMPEAENEHUs COAEPXKAHWA OENCTBYIOLLErO
BELLECTBA M JaHHbLIX O €ro pacTBOpeHun. B cepuun, noanexallein ncnonb30BaHUIO B KAYECTBE UCCNeayeMo-
ro nekapcTBEHHOro npenapara, KoNMYECTBEHHOe cofepXkaHne (YCTAHOBMEHHOE C MOMOLLbLIO aHANUTUYECKON
METOAMKW, NPEANOKEHHON ANA CTaHAAaPTHbIX UCMLITAHUI KayecTBa uccneayeMoro npenapara (ykasaHHow B
HOPMaTWBHOW AOKYMEHTaLMUW U PErMCTPaLMOHHOM AOCLE), HE [OIHKHO OTNnyaTbes 6onee 4eM Ha 5 % OT no-
Kazatens Kkayecrea cepun ped)epeHTHOro fIeKapCTBEHHOro npenapara (Npu OTCYTCTBUM 4OJKHbIX 060CHOBA-
Hui). Crnegyer AOKyMeHTarnLHO 0pOpMUTL MPOLIECC BbIBOpa penpe3eHTaTuBHON Cepun peddepeHTHOro nekap-
CTBEHHOrO npenapara B OTHOLUEHMW AAHHBIX KONIMYECTBEHHOTO ONpeAeNieHnst U UCTbITAHUS Ha PaCTBOPEHME,
NNaHMpyemon K NCNonb30BaHMIO B UCCneaoBaHum 6uoaskesmuBaneHTHocTu. MNpu Boibope cepumn pechepeHTHOro
NeKapCTBEHHOrO npenapara ans uccneaoaHus GUOSKBMBANEHTHOCTM PEKOMEHAYETCA U3YYUTb HECKOIbKO
cepuii pepepeHTHOro NeKapCTBEHHOro npenapara.

2.2.2 UccnegyeMblii npenapar

Mcenenyemelil nekapCcTBeHHbIN Npenapar, UCNoMb30BaHHbIA B UCCNEA0BaHUN GUO3KBUBANEHTHOCTH, HE
[OMKEeH OTNNYaTbCA OT NIeKapCTBEHHOro nNpenapara, KOToPbli NOCTYNUT Ha dhapmaueBTUYECKUI PbIHOK, YTO
[OIMKHO BbITb BCECTOPOHHE NPOAHANU3UPOBAHO U €T0 PENPE3EHTAaTUBHOCTL 060CHOBAHA.

Hanpumep, aAnsA TBeEpAbIX NIEKAPCTBEHHBLIX (DOPM CUCTEMHOTO AENCTBUSA AN NPUEMa BHYTPb:

a) B OTCYTCTBME JOJKHBIX 060CHOBaHMI 06pa3Libl UCCnesyemMoro nekapcTBEHHOMO npenapara 4oSKHbI
ObITb OTOOPaHbLI M3 CepuM, COCTaBMAOLLEH, NO MeHbluen Mepe, 1/10 npoMbiuneHHOW cepumn, unu 100000
eMHUL, NeKapCcTBEHHbIX POPM B 3@BUCUMOCTU OT TOTO, Kakou n3 00bemoB B0MbLLE;

6) Npou3BOACTBO MCMONb30BAHHBIX CEPUil NTEKapCTBEHHOTO Npenapara AomkHO o6ecnevnBaTb BbICOKYIO
CTeneHb YBEPEHHOCTU B TOM, YTO JIEKAPCTBEHHbIN Npenapar u npouecc ero NPoM3BoacTBa CMOTyT ObiTb BOC-
NPOW3BEeAEHbI B NPOMBILUNEHHOM MacLuTabe.

O6vemM cepun, NpeaHa3HAYEHHOW ANA NOATBEPXAEHNUA GUMOSKBMBANEHTHOCTU, MeHee 100000 eauHuy
BO3MOXEH MPU YCMOBUM, YTO 3TO NpeanaraeMelii 06LeM CEPUITHOrO NPOM3BOACTBA, U NOCNeAyioLLee MacLuTa-
OupoBaHue NPou3BOACTBEHHBLIX CEPUIL HE MPEAMNOoNaraeTcs;

B) HOPMUPOBAHUE KPUTUYECKUX MOKA3aTEne Ka4ecTea UCNLITYEMOro NeKapCTBEHHOro npenapara, Ta-
KX KaK UCMbITaHWE Ha PacTBOPEHUE, U BKIOYEHUE UX B CrieLuduKaLmio, cneayer ocyLecTBAATb, MCNONb3ya
pesynsTaThl UCNbITAHWI Cepuun npenapara, UCMONbL30BaHHOW B UccneaoBaHum 6MO3KBMBANEHTHOCTU U B OT-
HOLLIEHUW KOTOPON NOATBEPXKAEHA OUO3KBUBANEHTHOCTb;

r) obpasubl NeKapCTBEHHOrO npenapara U3 AONOMHUTENbHBIX OMbITHO-NPOMBILIMEHHLIX U (Mnu) Npo-
MbILLIEHHbIX CEPUI, NPEeAOCTaBNEHHbIE HA PEerMcTpaumnio, Heo6xoaMMo cpaBHUTL C oGpa3uammn U3 cepum, uc-
nonb30BaHHON B UCCNEA0BaHUN BUOSKBUBANEHTHOCTM; OHW LOJHKHbI UMETL CONOCTaBUMbIE NPOUN PaCcTBO-
peHus in vitro B noaxoasLLMx ycrnosusx (CM. NpUnoxeHue 1 HaCToALero ctaHaapTa). TeCTbl CPaBHUTENbHON
KUHETUKN PaCTBOPEHWA AOMKHbI OblTb NPOBEAEHBI ANst NEPBbIX TPEX NPOMBILLAIEHHBIV CEPUN UCCNeayemoro
npenapara. Ecnu Ha MOMEHT nojayu 3asBMEHUS HA PErMCcTPaLMIo NPOMBILLNEHHbIE CEpUN eLle He NpPous-
BOAWUNNCL, CEPUA HE JOIHKHA BbINYCKaTbCS B 060OPOT A0 3aBepLUEHUsI TeCTa CPABHUTENbHOW KMHETUKW pac-
TBOPEHUSA. Pesynbrarbl TECTOB NEPBLIX TPEX NPOMBILLIIEHHBLIX CEPUI HEOOXOAMMO NPEeAOCTaBUTL NO 3anpocy
perynaTopHoro opraHa, a npu HecosnageHuu NPouna pacTBOPEHUs, pesynsratbl cneayer NnpeacTasuTb No
COBCTBEHHOW UHMLIMATUBE C YKa3aHUeM KOHKPETHbLIX MeP MO PELUEHNIO BO3HUKLLIEH NpoGnems!.

[ns npo4nx nekapcTBeHHbIX POPM C HeMeaNEHHbIM BbICBOBOXAEHNEM CUCTEMHOTO AeNCTBUA 0OOCHO-
BaHWE PEnpe3eHTaTuBHOCTM CEPUM UCCNEdYEMOro NnekapCTBEHHOIO Npenapara, MCronb30BaHHON B UCCNEAO-
BaHUKU GUOIKBUBANEHTHOCTU, MPOMBILLIIEHHLIM CEPUSIM MPOBOAUTCS aHaNOrMYHO.

2.2.3 YnaKkoBKa cpaBHMBaeMbIX npenaparoB

Mcecneayembllii NEKAPCTBEHHBIM npenapat U pedepeHTHbIR NEKapCTBEHHbIM npenapar Heo6xoaumo
ynakoBaTb B MHAMBKUAYANbHbIE YNAKOBKU AN KaXaoro cybbekTa uccneqoBaHust U nepuoga uccrnenoBaHus
nepen WX OTNPAaBKOI B MCCNEAOBATENLCKUIA (KMTMHWMYECKUIA) LEHTP UM B CAMOM UCCNEa0BaTeNbCKOM LIEHTPE.
YnakoBky (BKMo4asi MapKUPOBKY) CrieayeT OCyLLUeCTBNATbL B COOTBETCTBUM C MpaBuUiamu Hagnexawlein npo-
M3BOJCTBEHHOW NPAKTUKW. 3apybexHble nccneaoBaTensCkue LEHTPbI MPY OCYLLECTBNEHUW YNAKOBKM [ O0SHKHBI
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paboTaTb B yCNOBUSX Haf/exalleil Npon3BoACTBEHHOM NPaKTVKM, COMOCTaBUMOM C NpaBuiaMn Hagnexatlei
NPOWU3BOACTBEHHON NpPaKTUK Poccuiickoii degepaumnu.

Heo6xoAMMO NpeaycMOTPEeTb BO3MOXHOCTb TOUYHOTO YCTAHOBMIEHUS WAEHTUYHOCTU NEKapCTBEHHbIX
npenapaToB, NPUMEHSIEMbIX KaX/IbiM Cy6bEKTOM B KaXOM nepuoae uccriefoBaHus. [ns 3Toro Heo6xoammMo
noApo6HO [A0KYMEHTUPOBATL YNakoBKY, MapKUPOBKY U NMPUEM /IeKapCTBEHHbIX NpenapatoB cy6bekTamu uc-
cnefoBaHus. Takas 4OKYMEHTaLMA f0/KHA CoAepXaTb OnucaHne Bcex Mep, NPUHATBLIX ANs NpeaynpexaeHus
1 BbISIBNIEHUS BO3MOXHbIX OLUMGOK BBEAEHNUS NpenapaToB. PekomMeHayeTcst UCMOo/b30BaTh 3TUKETKU C OTPbIB-
HbIM KOPELLKOM.

2.3 Cyb6beKkTbl nccnegosaHus

2.3.1 KonnyectBo cyb6beKTOB

KonnyectBo cy6bEKTOB, BK/IOYEHHbIX B UCCefoBaHne G1M03KBMBASIEHTHOCTU, AO/MKHO OCHOBbLIBATLCS
Ha AO/MKHOM pacyeTe pasmepa Bbl6opkM. KONnMyecTBO BK/IHOUYEHHbIX B aHaM3 cy6bekToB nccnefoBaHns 61o-
9KBMBANIEHTHOCTN AO/DKHO ObITb HE MeHee 12.

2.3.2 Bbibop cyb6beKTOB

Bbi6op rpynnbl Cy6bEKTOB ANS MPOBeAEeHMA UccrefoBaHUs OMO3KBMBANIEHTHOCTU AOJ/HKeH obecrneun-
BaTb BO3MOXHOCTb 06HaPYXXEHNS KIMHUYECKN 3HAUUMBIX pas3nuunii Mexay NekapCcTBEeHHbIMU NpenapaTamu.
C uenblo CHWKeHNs BapmabenbHOCTN pe3ynibTaToB, He 06YCNOBMNEHHON Pa3NNUNAMI MEXAY NEKAPCTBEHHbIMU
npenaparamu, uccnefoBaHuss Heo6XoAMMO MPOBOAWUTL Cpeay 340PO0BbIX AOOPOBO/LLEB, 38 WUCK/IIOYEHVEM
cnyyaeB, Korja fiekapCTBeHHble npenaparbl HeCYT O4eBUAHYI0 Yrpo3y MX 340POBbI0 U AeNnatoT Takme uccneno-
BaHWA HE3TUYHbIMW. B 60NbLUMHCTBE C/lyvaeB NPOBeAEHNE NCCef0BaHNsA cpeay 340Pp0BbIX 40OPOBO/bLLEB in
ViVO AN19 YyCTAaHOBMEHNS pasnunynii Mexgy cpaBHMBaAEMbIMW /leKapCTBEHHbIMW NpenapaTtaMu cuyuTaeTcs npu-
eM/iIeMbIM 1 NO3BOMISET 3KCTPanoMpoBaTh pesynbTaTbl UCCNeA0BaHNA Ha NONynsALMU NauueHToB, ANS KOTO-
pbiIX 0406PEHO NMpUMeEHEHNe pedepeHTHOro NIekapCTBEHHOro npenaparta (AMua NoXwaoro BospacTta, AeTw,
nauueHTbl C NOYEYHON UM MEeYEHOUYHOW HefoCTaTOUYHOCTLIO U T. 4.).

B npotokone uccnefoBaHns HeEOOGXOAMMO YETKO ykasaTb KpPUTEPUW BK/IOYEHUA/HEBKNIOYEHUSA CYyObEK-
TOB B UccnefoBaHne. Bo3pacT cy6bekToB MUCC/ief0BaHNA fO/MKEH ObITb HE MeHee 18 fieT ¢ MHAEKCOM Macchl
Tena, No BO3MOXHOCTH, 18,5—30 kr/m2.

CooTBeTCTBME CYOBLEKTOB YCNOBUAM OTO6Opa HEoOXoAuMO NoATBEPAUTbL NabopaTopHbIMU UCCnepno-
BaHWAMW, aHaMHEe30M W MeJULUMHCKUM OCMOTPOM. B 3aBucumocTv OT papmakoTepaneBTUYeCKOW rpynmnbl 1
npoduna 6e30nacHOCTY IeKapCTBEHHOIO npenapara 40, BO BPEMS U MO OKOH4YaHWM MccnefoBaHnst Heobxo-
AVMO NpPOBECTM chneuunasnbHble UCCNef0BaHNs U NPUHATbL COOTBETCTBYIOLWME Mepbl NPefoCTOPOXHOCTH. Mon
CyO6bLEKTOB He MMeeT 3HauyeHWsi, 0fHaKo Heo6X0AMMO YYWUTbIBaTb PUCK A5 XKEHLIUH AeTOPOAHOro Bo3pac-
Ta. Cyb6bekTbl, M0 BO3MOXHOCTU, LO/DKHbI ObITb HE KYpPALMMU; asIKOro/iM3M W HapKkoMaHus (B TOM yucre B
aHamHese) SIBNAITCA KPUTEPUSIMU HEBK/IOUEHMS. B HEKOTOPbIX Cyyasx U3 coobpaxeHuit 6e3onacHocTu nm
BCneAcTeme hapMakoKMHETUYECKUX 0COBEHHOCTE HeO6X0AMMO NpedycMoTpeTb heHoTUNMpoBaHue u (1nm)
reHoTUnNnMpoBaHne CyObLEKTOB UCCNEN0BaHNS.

Mpy napannensHoM Au3aiHe WCCnefoBaHWS CpaBHMBAaEMble TPymnbl AO/DKHbI OblTb COMOCTaBUMbI MO
BCEM 3HaYMMbIM MEepPeMeHHbIM, KOTOpble MOTyT MOBAUSATbL Ha (hapMakOKMHETUKY AeiCTBYIOLLEro BelecTsa
(BK/HOYasA BO3pacT, Maccy Tena, nos, 3STHUYECKYI NPUHAANEXHOCTb, KypeHue, NPUHaANEeXHOCTb K «ObICTPbIM»
U «Mef/IeHHbIM» MeTabosi3aropam). TO BaxHOe npefsapuTesibHoe YCrioBue A1 NoATBEPXKAEHUA AOCTO-
BEPHOCTW pe3ynbTaTtoB Takux UccnegoBaHuii.

Ecnn nccnegyemoe geiicTeylollee BELLECTBO MOXET BbI3blBaTb HEXefaTeslbHble IeKapCTBEHHbIE peak-
ummn 1 (unn) hapmakosnornyeckme achdekTbl, NpeacTaBnAoLWmne HenpruemsemMble pUCKU A5 340P0BbIX 406PO-
BO/bLEB, NPU YC/I0OBUU MPUHATUA HEOOXOANMbIX MEp NPeOCTOPOXHOCTU U YCTAHOB/IEHNS COOTBETCTBYIOLLENO
HabnogeHNs, AoNyCcKaeTCa BK/IKOYEHWE OYHBK/OOMTC
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CTBEHHOro npenapara. MocKonbKy NPUeM XUAKOCTU MOXET MOBMUATL HA MPOXOXAEHUE NPUHUMAEMBIX BHYTPb
NIeKapCTBEHHBIX NPENapaToB Yepes XenyaoK, nccneayemMblil NeKapCTBEHHbIN Npenapar u ped)epeHTHbIN ne-
KapCTBEHHbIV npenapar HeobxoAUMO 3anuBaTb CTaHAAPTHLIM 06bEMOM XuakocTu (150—250 mn). B TeueHue
14 40 1 2 4 nocne BBEAEHUA Npenapara NpueM >XUAKOCTH 3anpeLLeH, B OCTanbHOM YyCTaHaBMBAETCA CBO-
GOoaHbIN NUTLEBON pexxiM. ocne npueMa NekapCTBEHHOrO npenapara npueM Ny OrpaHUYIUBaloT Ha 4 u.
PaunoH n BpeMs npuema nuiy nocne npuemMa nekapcTBeHHOro npenapara HeobxoaMmo CTaHaapTU3MpoBaTh
B TEYEHNE JOCTaTOYHOro nepuoja spemeHu (Hanpumep, 12 4).

Ecnv nccnepnosaHue AOMKHO NPOBOAMTLCA NMOCHe npueMa nuum, NpUeM nekapcTeeHHOro npenapara u
MUY OCYLLECTBASIIOT B COOTBETCTBUM C MHCTPYKLUMEN MO MPUMEHEHUIO (MK 0BLLEl XapakTepUCTUKON nekap-
CTBEHHOrO0 npenapara), Ucnonb3yemoro ped)epeHTHOro nekapcTeeHHoro npenapara. Ecnu Takue cseaeHus B
MHCTPYKLMK NO NPUMEHEHUI0 pedEPEHTHOrO NEKaPCTBEHHOro Npenapara OTCYTCTBYIOT, TO CyObeKTbl AOMKHbI
HavaTb npuem nuwimn 3a 30 MUH 40 npuema npenaparta (NPOAOHKATENBHOCTL Npuema N — 30 MUH).

Ana HuBenupoBaHua BNUAHMA ANUTENBHOCTU NPOXOXKAEHUA NEKAPCTBEHHOrO nNpenapara Yepes xeny-
[0YHO-KMLLEYHBI TPAKT M MHTEHCUBHOCTW PErMOHAPHOIO KPOBOTOKA CReAYET CTaHAAaPTU3NPOBATb NOSOXEHUE
Tena u Pu3nyeckyto akTMBHOCTb CyObeKTa B X04e UCCNEea0BaHuUs.

B Teuenune onpeneneHHoro nepuoga 4o M BO BPEMS UCCNEAOBAHUA CyObeKTbl UCCNEA0BaHUS [ OIDKHbI
BO3AEPKUBATLCA OT NPMeMa NULLM U HanuTKOB, KOTOPLIE MOTYT MOBMUATL HA (PYHKLUUIO CepaeqHO-COCYau-
CTON, NULLEBAPUTENBLHON CUCTEMBI, NEYEHU U (MNK) Nodek (Hanpumep, ankoronbHbIE HAMUTKWU UITM HEKOTOPbIE
COKM, Hanpumep, rpenndpyToBein). CyGbekTam He crnegyet NpuHMMaTh Kakue-nubo conyTCcTByloLME nekap-
CTBEHHbIE npenaparbl (B TOM YNCNE, NEKapPCTBEHHbIE NpenapaTthl PaCTUTENBHOTO NPOUCXOXKAEHUS) B TEYEHUE
COOTBETCTBYIOLLEr0 Nepuoaa A0 1 BO BpeMsi UCCneaoBaHus. Npu 3TOM NpUMEHEHUe KOHTpaLuenTMBOB A0My-
ckaetcsa. Ecnu npuem conyTCTBYIOLUMX NEKAPCTBEHHBIX NpenapaTtoB HE06X0AUM M OHM Ha3HAYEHbI CyObeKTy
NS KyNMMPOBaHUSA HEXENATENbHbIX ABNEHWUI (HanpumMep, ronoBHON 60nM), TO OTYETHAsI JOKYMEHTALIMA Ucchne-
[0BaHUA J0MKHA coaepXaTb CBeAEHMS O COMYTCTBYIOLLEN NeKapCTBEHHON Tepanuu (HAMMEHOBAaHWe, 103a U
BPEMS NMPUMEHEHUS) U OLIEHKY €€ BO3MOXHOIO BIIUAHWUA Ha pesynbTaThl UCCneAoBaHus. B CKMIOUMTENbHBIX
cnyvasax ana obecneyeHns 6€30NacHOCTM MMM NEPEHOCUMOCTU BCeM CyObekTam uccrneoBaHWs Has3Havalor
COMYTCTBYIOLLME NEeKapCTBEHHbIE npenaparbl (HanpuMep, aHTarOHMCTbl ONUOUAHLIX PELIENTOPOB, NMPOTUBO-
PBOTHbIE CpeacTBa). B aToM cnyyae AOmMKHA ObiTb OLEHEeHa U MUHUMWU3UPOBAHA BEPOSITHOCTb UCKAKEHUS
pe3yneTaToB UCCNEAOBAHNA BCNEACTBUE NEKAPCTBEHHOTO B3aUMOAENCTBUSA UNU BAMAHUA HA BuoaHanuTude-
CKYI0 METOAMKY.

IlekapcTBeHHblEe Npenaparbl, KOTOPbIE B COOTBETCTBUM C UHCTPYKLMEN NO NPUMEHEHUIO pedhepeHTHOro
npenapara AOMKHbI NPUMEHATLCA TONLKO B KOMOMHALMKM C APYTUM NEKAPCTBEHHLIM CPeaCcTBOM (Hanpumep,
HEeKOTOpblE UHIMOUTOPLI NpoTeassl BUY npumMeHsoT ToNbko B KOMOMHAUMKU C PUTOHABMPOM), AONyCKaeTcs
NPUHUMATBL KakK OTAENbHO, TaKk U B KOMOMHALMKU C pEKOMEHAYEMbIM NpenapaToMm.

Mpu nsyvyeHun 6MOIKBMBANEHTHOCTU SHAOTEHHbIX COEAMHEHUN HEOOX0AUMO KOHTPONMPOBAaTh (PaKTOPbI,
BNnuAOLWME Ha ux OHOBOE codepaHue (Hanpumep, CTPOruiM KOHTPOSb NPUHUMAEMON NULLIK).

2.4.2 Bpems otoopa obpasuos

[ns To4HOro onucaHusa NPoduns «KOHUEHTpauus B niasme-BpemMst» Heobxoaumo otobparhk JocTaTod-
HOoe Konu4ecTso 06pa3uoB. C LUEeNbio NONYYEHUS TOYHOM OLIEHKU MAaKCUMAanNbHOTO BO3AEWCTBUS HEOBX0AMMO
npeaycMOTPETh HacTeii 0TOOp 06pasuos BOGNU3KM Npeanonaraemoro f.... . B yactHoctu, cxema orbopa o6pas-
LIOB ioMmKHa ObITb CocTaBneHa Tak, 4tolel C .. He ABNANack NEPBON TOUYKOIH Ha KPUBON «KOHLIEHTpaLMs-Bpe-
Ms». Konnuecteo oTo6paHHbIX 06pasLoB Takke AOIPKHO OblTb AOCTATOYHLIM, YTO6GLI 06€CNeUnTh HAAEXHYI0
OLIEHKY ANUTENLHOCTH SKCMO3NULIMKM AENCTBYIOLLErO BELECTBA. JTO AocTUraeTcs, koraa AUC(, ) nepekpeisaet
He MeHee 80 % o1 AUC(_..). C Uenblo Nony4YeHns HaIeXXHON OLIGHKM KOHCTaHTbI CKOPOCTU TEPMUHAMBHOM
anMMUHauun (HeobxoaumMa AnsA A0CTOBEpHON oueHkn AUC(, ..)) B Te4eHne TepMUHanbHOM a3kl crneayer
otobpatb He MeHee 3—4 06pa3suoB. Tak kak dasa abcopbuuu Ans nNekapCcTBEHHOIO npenapara ansi npuema
BHYTPb C HEMEANEHHBIM BbICBOGOXAEHMEM HE NPEBLILLAET 72 4, AN CPABHEHUS! CTENEHM IKCMO3ULIUM B Ka-
JecTBe ansrepHaTuBbl AUC(y ) MOXeT ucnonb3oBarbes AUC, ycedeHHan ao 72 4 (AUC(q 7»,,)- Mostomy ans
noBbIX NEKaPCTBEHHbIX NpenapaToB ¢ HEMEANEHHbIM BbICBODOXIAEHUEM HE3ABUCUMO OT BPEMEHM MNONyBbI-
BeAeHuna t,, AENCTBYIOLLIEro BewecTsa 0T6op 06pasLos B TedeHne Gonee 72 4 He TpebyeTcs.

B nccneposaHusix ¢ MHOrOKpaTHbLIM NPUEMOM NEKapCTBEHHOTO npenapara Ans TOYHOro onpejeneHus
AUC(;_t) «<npeaao3oBblit» obpasel Heobxoaumo oTobpaTh HENOCPEACTBEHHO (B TeUeHne 5 MuH) nepea npu-
€MOM npenapara, a nocnegHuii obpaseu — B TedyeHne 10 MUH B KOHLE 3a]JaHHOTO MHTEPBANAa A03UPOBAHUS.

Ecnu B kayecTBe GUONOrM4ecKoro matepuana, B KOTOPOM ONpeaensieTcsl coaepXKaHwe AenCTBYIOLLEro
BELLECTBA, BbiOpaHa Moua, To ee HeobxoAuMO cobupaThb B TEYEHME HE MEHEE TPEXKPATHOro KOHEYHOTO 3Mu-
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MMHALMOHHOIO nepuoaa nonysbiBeaeHus (3-1;,) AeHCTBYIOWEro BELWEeCTBa. Takxke, Kak U B Criyyae ¢ oT60pom
0bpasLoB nnasmbl, c6op Movn B TeueHue bonee 72 4 He TpebyeTca. [lns onpeaeneHnsl CKOPOCTU IKCKPELUH
UHTEepBanbl Mexay coopom o6pasLoB B chase abcopOLMM AOMKHBI GbITb, N0 BO3MOXHOCTU, KaK MOXHO KOPOYe
(cm. Tarke nogpasagen 2.5 HacTosALEero craHaapra).

CxemMa oTbopa o6pasLoB npu ncenegoBaHum OUOSKBUBANEHTHOCTU dHAOTEHHBIX COEAUHEHUI A0MMKHA
obecneynsatb onpeaeneHne ux poHOBOrO CoaepXKaHue y Kaxaoro cybbekrta Ha KakoM dTane uccneposa-
HUs. Kak npasuno, onpegenexdme (hOHOBOIO CoAepkKaHUA NPOBOAAT NyTeM aHanu3a 2—3 obpasLioB oTob6paH-
HbIX A0 Npuema npenapara. MiHoraa, 4Tobbl y4ecTb uupkagHble konebaHusi hOHOBOTO coepXaHus HAOreH-
HOTO CoeanHeHus, TPebyeTca perynapHoe onpeaeneHne ero KOHUEeHTpauum B TedeHne 1—2 aHeii A0 npuemMa
npenapara (cMm. Takke noapasgen 2.5).

2.4.3 MNpuem nekapcTBEHHOro Npenapara HaToWakK UNKn nocrne egbl

Wccneposanusa GUO3KBMBANEHTHOCTH, Kak NPaBuno, NPOBOAAT NPW NpuMeMe npenapara HaToLlak, Tak
Kak npu 9ToM 0BecnevnBaeTcs, Kak CUMTAETCA, HanbonbLIAs YyBCTBUTENLHOCTb ANA BbISIBIIEHUS Pa3nuuuii
MeXay CpaBHMBAEMbIMU NIEKAPCTBEHHBIMK NpenapataMu. Ecnu B MHCTPYKUMM No npuMmeHeHuto pedepeHTHO-
ro NeKapCTBEHHOrO Npenapara PEKOMEHAYETCA NPUHUMATL €70 HaTOLLAK UITM HE3ABUCUMO OT NMpUeMma NMULL,
TO uccnegosaHue GUOIKBUBANEHTHOCTU MPOBOAAT C NPMEMOM NpenapaTtoB Hatowlak. Ecnm cormacHo uH-
CTPYKLIMKM NO NPpUMEHEeHUI0 pedepeHTHOro npenapaTa cneayer NpMHUMAaTh €ro UCKIIOYUTENLHO Nocne efbl,
TO Npenapartbl Npy CCNeA0BaHNN BUOSKBUBANEHTHOCTU NPUHUMALOT NOCHEe NpUeMa MULLY.

OnHako ANna HEKOTOPbIX NEeKapCTBEHHbIX hopM (HaNpUMepP, MUKPOIMYNbLCUM, TBEPALIE ANCTIEPCUMN) UC-
crnefoBaHne BUO3KBUBANEHTHOCTW NPOBOAAT U C NPUEMOM NpenaparoB HATOLLAK, Tak U C NPMEMOM npenapa-
TOB MOCNE €Abl; UCKIIOYEHWE COCTABAOT Cry4Yau, korga CorflacHO MHCTPYKLUM MO NPUMEHEHUIO NEKAaPCTBEH-
Hblii Npenapar cneayeT npuHUMaTh MMBo CTporo HaTowak, nMbo nocre efabl.

Ecnu TpebyeTtca npoBeaeHue nccneaosaHna ¢ NPpUEMOM NMpenapaToB U HAaToLLAK M nocre eabl, To Ao-
nNyCTUMO NPOBOAUTbL ABA OTAENMbHbLIX NEPEKPECTHLIX UCCNEAOBAHUS B ABYX FPYNNax MM OJHO NepeKkpecTHoe
“ccneaoBaHne B YETLIPEX rpynnax CyGbLekToB.

Ecnu B uccnepgosanun npuemM fiekapCTBEHHOTO npenapara OCyLUECTBISIETCS NOCcne npueMa nuwm, ee
COCTaB JO/MKEH COOTBETCTBOBATL PEKOMEHAALUAM NHCTPYKLIUM MO NPUMEHEHUIO pedepPEHTHOro NekapcTBeH-
Horo npenapara. [pu oTCyTCTBUM Kakux-nmbo pexoMeHaauuin No 3ToMy NOBOAY NULLA AOMKHA ObITb BbICOKO-
kanopwuiiHoi (800—1000 kkar), C BbICOKUM coaepaHueM xunpoB (0kono 50 % ot obuiel kanopuitHocTh). Ha
Genku fomKHO npuxoautbes 150 kkan, Ha yrmeBoabl — 250 kkan u Ha »mpbl — 500—600 kkan. OnucaHue
COCTaBa NMULLUM B OTYETHON AOKYMEHTALMM UCCNIEA0BaHUsSI NPMBOASAT C yKa3aHWEM CoaepikaHusi B Heli 6enkos,
XXUPOB U Yrnesoaos (B rpammax, abCONIOTHOM M OTHOCUTENLHOM CoaepXXaHuu kanopui (%)).

2.5 Uccnepyemblie napaMmeTphbl

2.5.1 ®apmakoKMHeTUYECKME NOKa3aTenu

Ona onpeaenenuns papmakoKMHETUYECKUX NoKasaTenen cnegyeT UCNonb3oBaTb haKTUYECKOe Bpems
ot6opa o6pasuos. B nccnegosanusx 6GMO3KBUBANIEHTHOCTU C OAHOKPATHLIM NPUEMOM JIEKAPCTBEHHOIO Npe-
napara onpeaensor AUC(y ), AUC(y_.,), ocTatounyto nnowaas, C .. W tya,- Mpu otbope obpasuos B Te-
YeHue 72 4 U JOCTAaTOYHON ANA KOMMYECTBEHHOTO ONpeaeneHns KOHLUEHTpauMmn AENCTBYIOLLENO BELLECTBA B
TOYKE 72 4 ONYCKAETCA HE yKasbiBaTb B OTYETHON AOKYMEHTaUmun 3HaueHna AUC(;_,,) U 0CTatouHol nnoLa-
An, [OCTaTO4HO NpuBecTU 3HaveHus AUC, yceueHHol B Touke 72 4 (AUC(g.70,,))- lONONHUTENBHO MOTYT ObITh
NpuBEeAEHbl 3HAYEHUS1 CKOPOCTN TEPMUHANBHON AMUMUHALIMK U L 1.

B uccnepoBaHusix GUOIKBUBANEHTHOCTU C ONpeAeneHneM PaBHOBECHOM KOHLEHTpauuM AnsA nekap-

CTBEHHbLIX NPEnapaToB C HEMEANEHHLIM BbICBOGOXAEHNEM Heobxoaumo onpeaensTb AUC(y ), Craxss U

t .
max,ss
Mpwn ncnonb3oBaHMK B kKa4ecTse GUONOTMHECKOTO MaTepUana Mo4n HeoBxoaumo onpeaensiTb Ae(y ), No

BO3MOXHOCTU, R ...

[na onpeaenexua papMakoOKMHETUMECKUX CBOMCTB B MCCNEA0BaHUAX OBMOIKBUBANEHTHOCTU UCNONb3Y-
10T 6eckamepHble Mogenu. cnonb3oBaHne kamepHbIX Mogenein HenpueMnemMo.

2.5.2 UcxogHoe coeiMHEHME UK ero MeTabonuTbl

2.5.2.1 Obwme pekomeHaaLmmn

B GonbLuMHCTBE criyyaeB OLEHKY GMOIKBUBANEHTHOCTU HEOOXOAUMO NMPOBOAUTL NYTEM ONPEAErNeHUs
KOHLIEHTPaLMN UCXOHOTO COEAUHEHNS, TaK Kak ANA OnpeAeneHus pasnuyuin Mexay nekapcrBeHHbIMU npe-
naparamu no ckopoctu abcopbuum C,,,, NCXOAHOTO COeAMHEHNSA 0ObIMHO SBNSAETCA 60nee YyBCTBUTENbHBIM
nokasarenem, yem C,,,, ero merabonura.
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2.5.2.2 HeakTtuBHble nponekapcTea

[nsa HeakTMBHbLIX MPOMEKapcTB uccnenoBaHue GUOIKBUBANEHTHOCTU TaKXKe PEKOMEHAYETCH onpe-
aenAtb papMakoKMHETMYECKME MoKasaTenu ANs UCXOAHOro coeAuHeHusi. OnpeaensTe KOHLUEHTpaUuto
akTMBHOTO MeTtabonuta He Tpebyetcsi. OgHako B criyyae CyLeCTBEHHO HU3KOW KOHLEHTpaUUK HEKOTOPbIX
nponekapcTs B Nna3me n ux GbICTPOro BbIBEAEHUS M3 KPOBOTOKA, [ONYCKAETCS OLleHUBaTh BUOSKBUBANEHT-
HOCTb MO rnokKasaTernsiM Ans OCHOBHOrO akTUBHOrO Metabonuta 6e3 u3MepeHust KOHLEHTpaLMn UCXO4HOTO
coeguHeHus. B HacTosLeM cTaHaapre noj UCXOAHBIM COEAMHEHUEM, ABNSIOLMMCH HEAKTUBHbLIM Mpone-
KapCcTBOM, NOApa3yMeBaloTCsA COeANHEHUSA C NOMHbIM OTCYTCTBUEM MU OYEHb HU3KOWM hapMakonornyeckom
aKTUBHOCTbIO.

2.5.2.3 Vcnonb3oBaHune nokasarenen anst Mmetabonuta BMeCTO nokasarenei Ans akTUBHOrO MCXOAHOTro
COeAMHEeHUSA

Mcnonb3oBaHWe ANs OLEHKU OMOIKBMBANEHTHOCTU (papMakoOKMHETMYECKUX NoKasaTenei ans merabo-
nMTa B KAYeCTBE 3aMeHbl JaHHbIX 00 aKTUBHOM UCXOAHOM COEAUHEHUU HE PeKOMEeHAYyeTCs. Takas 3ameHa
JonycTMMa nNuilb B TOM Cry4yae, ecrnv npeacTaBneHbl 04HO3HaYHble 060CHOBAHMA HEBO3MOXHOCTU MOBbI-
LIEeHUs1 YYyBCTBUTENMbHOCTM aHANUTUYECKON METOAUKU ONpeAeneHus COAEpP)KaHUsi UCXOAHOr0 COeaMHEHUs
U OTCYTCTBUSI BO3MOXHOCTM TOYHOTO U3MEPEHNSA KOHLEHTPaLMUU NCXOAHOTO COeAUHEHUsI MPU OLHOKPATHOM
npueme nekapcTBEHHOro npenapara, Aaxe B Crydyae MCnofb30BaHUS CBepxTepaneBTUYeckux 4o3 (CM. noa-
pasgen 2.6 HacTOALLEro craHaapra). YunTeiBasg COBPEMEHHbIE BOSMOXHOCTU GMOaHaNUTUYECKUX METOAO0B
HEBO3MOXXHOCTb TOYHOMO U NPAaBUIbLHOIO U3MEPEHUSA KOHLUEHTPALMN UCXOAHOIO COEAUHEHUNA ABNAETCA pea-
KOCTbl0. 3ameHa hpapMaKOKMHETUHECKUX AaHHbIX N0 UCXOAHOMY COEAMHEHUIO AaHHbIMK O ero metabonute
JOMyCcTMMA NULLL B UCKMIOYUTENBHLIX cnyyasx. [pyu ncnonb3oBaHUn ANsi OLUEHKM GUMOSKBUBANEHTHOCTU MO
JaHHbIM 0 MeTabonute HeobXxoAUMO NPeaCTaBUTb B PErMCTPALMOHHOM A0ChHE BCE MMEKLUECs CBEeAEHUS,
noaTeepaatoLwme, YTo akcnosmuusa merabonuta (BoipaxkeHHasi B Buae AUC) oTpaxkaeT SKCMO3uLUI0 nexoa-
HOr0 COEAMHEHUA U YTO B TEPANEBTUYECKUX A03ax 00pa3oBaHWe mMeTabonuTa He sIBNAETCS HacblLaembiM
npoLeccom.

2.5.3 DHaHTMOMepbI

Kak npaBuno, fonyckaercsa UcnonsL3oBarTb HecTepeocneuuduyHele GuoaHanuTuieckue Metoabl. OgHa-
KO, TpebyeTca 3MepsATb KOHLEHTPAaLMIO KaXa0ro SHaHTUOMepa Npu BbINOSTHEHUN BCEX HMKENEPEYUCNEHHBIX
YCNOBUIA:

- 9HaHTMOMEPbI 06nagaT pasnMYHbIMKU hapMakoOKMHETUMECKUMU CBOINCTBAMU;

- hapmakognHaMmMyeckue CBOMCTBA S9HAHTUOMEPOB CYLLUECTBEHHO pa3nuyaloTcs;

- OTHOLLEHWE 3KCMO3ULMKN SHAHTUOMEPOB (BbipaxkeHHOW B Buae AUC) meHseTcs npu uameHeHun ab-
copbuuu.

Tawke TpebyeTcss M3MepeHue KOHLeHTPaUMKU Kaxaoro SHaHTUOMepa, €CIU BbiluenepeuncrneHHast uH-
dopmaLua oTcyTCcTBYeT. ECnn TONbKO 0AUH M3 SHAHTMOMEepOoB 0bnaaaeT )apmMaKkonormiyeckoi akTMBHOCTLIO
(dhapmakonoruyeckasn akTUBHOCTb BTOPOro 9HAHTUOMEPA HU3KAs UM NONHOCTLIO OTCYTCTBYET), TO ,0CTaTOM-
HO NOATBEPAUTL BMOIKBMBANEHTHOCTL TONLKO NO PaPMaKONOrMYECKn akKTUBHOMY SHAHTUOMEDY.

2.5.4 Ucnonb3oBaHue MOYMN B KayecTBe OUONMOrUYECKOro MaTepuana

Ecnu aocroeepHo onpeaenutb Npodusb «KOHLEHTPaUusi B Nrasme-BpeEMSl» UCXOAHOI0 COeUHEHUS
HEBO3MOXHO, TO ANA OnpeaeneHns BENMMYMHbI 9KCNO3ULMM B KAYECTBE 3aMeHbl KOHLIEHTpaLuu B nrasme J0-
nNycTUMO UCNONb30BaHWE AaHHbIX 00 dKCKpeuumn BewecTBa ¢ Moyoi. B aTom cnyyae HeoGXoAMMO NpUBECTH
yeTkoe 060CHOBAHNE MCNONb30BAHUS MOYW B Ka4yecTse GMONoruiyeckoro Marepuana npu onpeaeneHuu Mak-
cUmarnbHoN aKkcnosuunu. Ecnu ynaeTca nony4ntb 40CTOBEPHbIE cBeAeHna 0 C,.. B Nnasme, TO AN OLEHKM
6GMOSKBMBANEHTHOCTU 3TU AaHHble HE06X0AMMO NPEACTaBUTL HApPSAAY C BENMMYUHOMN IKCMO3ULUM, NONyYEHHOM
npu MCNOMbL30BaHUU MOYU. Mpu MCNONL3OBaHUWN MOYM B KavecTBe OMONOrMYecKkoro marepuana 3asiBUTernb
06a3aH NpeacTaBuTb BCE UMEIOLLUMECA CBEAEHUA, NOATBEPKAAIOLLUE, UTO SKCKPELUS C MOYOI OTpaXKaeT IKC-
no3uuMIo B Nnasme.

2.5.5 3uporeHHble BewecTBa

B cnyyasax uccnenoBaHuin 9HAOTEHHbIX AeWCTBYIOLMX BELLECTB pacyeT (hapMakOKMHETMYECKMX nNapame-
TPOB HEOOX0AUMO OCYLLECTBAATL C NONPABKON HA X POHOBOE ColepXkaHue, YTOObI paccUMTaHHble hapmako-
KMHETUYECKME NapaMeTpbl KacanMcb NPUPOCTa KOHLEHTPAaLMWIA, NOMYYEHHOIO B pe3ynerare npuema npenapa-
Ta. [inst HAAEXXHOro AOCTOBEPHOIO U3MEPEHUA NPUPOCTA KOHLIEHTPALMM UCCIeAYEMOrO BELLECTBA OT (hOHOBOW
KOHLIEHTpaLuuu, 00ycnoBneHHOro NpuemMoM npenapara, 40nyCTMMO NPUMEHEHUE CBEPXTEPANEBTUYMECKUX 403
npu yCroBUM UX NPUEMNEMOI NepeHoCUMocTu. Ecnu pasHuua B 3KCnosuummu nocrne npuema pasnu4Hbix 403
3HJOTEHHOTO BeLUeCTBa paHee He Obina nokasaHa, ee Heo6xoaMMOo onpeaenuTb NM6o B NMIOTHOM Uccneao-
BaHuu, NM6O B paMKax 0HOro U3 3TanOB OCHOBHOIO UCCIeA0BaHUs GUOIKBUBANEHTHOCTU C UCTONIb30BAHMEM
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pasfiMyHbIX 003 pediepeHTHOro SIekapCTBEHHOIO npenapata C Uenblo NOATBEPXAEHWSA NPUroAHOCTU A03bl,
BbIOpaHHOM ANA UccnefoBaHns G1O3KBUBASIEHTHOCTU, 06ecneunTb BbiiB/IEHWE BO3MOXHbIX Pasnuunii Mexay
CpaBHMBAEeMbIMW /IeKapCTBEHHbIMY MpenapaTamu.

B npoTokone uccnefoBaHnsa Heo6Xo0AMMO 3apaHee onpeaennTb U onucaTb MeTofd, UCNoNb3yeMblii Ans
nonpaBkyn Ha (DOHOBOE COAEPXaHWe 3HAOrEeHHOro BellecTBa. B kayecTBe nonpasky NPeanovTUTENbHO UC-
nonb30BaTb CTaHAapTHOE BblYMTaHWE: BblMMTAETCA MO0 CPefHsAs KOHLEHTpauus 3HAOreHHOro BeLlecTsa,
onpegenexHHaa 4o npuema npenapata, mbo cpegHAas AUC. B oTAesibHbIX cnydasx, Korga KOHUEeHTpauus aH-
[OreHHOro BeLecTsa nocse npuema npenapara CyLwecTBEHHO NpesbiwaeT )OHOBY, nonpaska Ha )OHOBOE
cofiepxaHue 3HOONEHHOro BellecTsa He TpebyeTcs.

B uccnepgoBaHnsax 6U03KBUBANIEHTHOCTN 3HAOTEHHbLIX BELECTB HanpsMyl OLEeHUTb 3DdeEKT nepeHo-
ca He npefcTaBnseTcs BO3MOXHbIM, MO3TOMY HEOOXOAMMO OCOGEHHO TWATe/IbHO OLeHUBaTb NPMEMIEMOCTb
ONNTEeNIbHOCTM OTMbIBOYHOIO nepuoga.

2.6 Nccnepyemble [O3UPOBKU

Ecnu Ha rocyapCTBEHHYI0 perncTpauuio 3asBnseTcs HeCKONbKO A03MPOBOK SIekapCTBEHHOTO npenapa-
Ta, TO B 3aBMCMMOCTM OT NPOMOPLUMOHANBHOCTM COCTaBa MeXAy pas/iMyHbIMU A03MPOBKaMy W APYTMMU CBOW-
cTBaMU NlekapCTBEHHOrO npenapara, OnvcaHHbIMK Janee, nccnefosaHne 6M03KBMBANEHTHOCTU JOCTATOYHO
NPOBECTW B OTHOLLEHUW OAHOW WM ABYX M3 HUX. Bblibop A03MpOBKM (J03VMPOBOK) A5 UCCNIef0BaHUS 3aBUCUT
OT IMHEeHOCTN hapMaKoKMHETUKN Ae/CTBYIOLLEro BellecTBa.

Ecnn dapmakokuHeTnka HenuHeliHa (yBenunyeHne AUC HenponopuyMoHanbHO NpUHMMaeMol [ose),
NPUroAHOCTb PAa3/IMYHbIX A03MPOBOK ANA OnpefeneHns NoTeHUMasIbHbIX pasvynini Mexay cpaBHUBaeMbIMU
flekapCcTBEHHbIMW MpenapaTtamn MOXeT OT/nyaTbcs. B pamkax HacToswero AokymeHTa dhapMakOoKMHeTuka
cuuTaeTcs IMHEHON, ecnn pasHuua Mexay CKOPPeKTMpPOBaHHbIMKM Mo Ao3e cpegHumu AUC gna uccnegy-
emMoli 03UPOBKM (J03MPOBKM, MCNObL3YEMOWN B MccnefoBaHUyM GMO3KBMBANEHTHOCTU) U A03MPOBKM (803U-
POBOK) B OTHOLUEHUW KOTOPOW MpOBEAEHUE WUCCefOoBaHUS GMO3KBMBAIEHTHOCTM HE NaHUPYeTCs, He npe-
BblwaeT 25 %. [N OUEHKN NIMHENHOCTW crnedyeT U3YUYnTb W KPUTUYECKM OLEHUTb BCH AOCTYMHYHK HAayuHYHO
nuTepaTtypy Ha npegmeT NponopunoHanbHOCTY A03bl. JIMHEHOCTb NOATBEPXAAETCA, eCN PasINnUuna Mexay
CKoppekTupoBaHHbIMU No Ao3e AUC HaxogsaTtca B npegenax 5 %.

Ecnn 6ro3kBMBaneHTHOCTb AN A03UPOBKU (403MPOBOK), obnagawuwein Hanbosnbluen YyBCTBUTE/bHO-
CTbi0 B OTHOLLEHWW YCTAHOBMIEHUS Pas3/INunii Mexay CpaBHMBaeMbIMU Npenaparamu, NoATBEPXAeHa, TO Npo-
BeJieHne nccnefoBaHuii 6MO3KBUMBAIEHTHOCTU iN ViVO € ApPYrMMN 4O3MPOBKaMK He TpebyeTcs.

2.6.1 O6wume kpuTepun 6uoBenBepa AN pasIMUHbIX 4O3MPOBOK IEKAPCTBEHHOrO nNpenapara

B cnyyae nogaun 3asBneHns 06 OTCYTCTBMM HEO6XOAMMOCTM NPOBEeAeHNs nccnepoBaHus 6MO3KBMBA-
JIEHTHOCTM B OTHOLUEHUWN [0MNOJIHUTENbHBIX 03UPOBOK, A0/DKHbI ObITb COB/MIOAEHBI CefyloLine TpeboBaHuA:

a) MPOM3BOACTBEHHbIV NPOLECC fiekapCTBEHHbIX MPenapaTtoB C pas/IMYHbIMKA [03MPOBKaMU [OKEH
6bITb OVMHAKOBbIM;

6) KayeCTBEHHbIi COCTaB /IeKAPCTBEHHOMO Mpenapara € pas/IMyHbIMY L031POBKaMU AO/HKEH COBNagaTthb
(aaHHOe TpeboBaHMe He KacaeTcsl KpacuTenen n apoMaTu3aTtopos);

B) COCTaB NeKapCTBEHHbIX MpenapaTtoB C pasMyHbIMU [03MPOBKAMMW AO/MKEH ObiTb KONMYECTBEHHO
NPOMNOpPLMOHaEH: OTHOLLEHWA MeXAy COAepXaHueM AeicTBylolero Bellectsa (AelCTBYIOWMX BELLECTB) U
KaXxgoro M3 BCMoMoraTesibHbIX BELeCTB AO0/KHbI COBMajaTb ANS BCEX A03UPOBOK (AaHHOe TpeboBaHue He
KacaeTcsi 060/104€eK flekapCTBEHHbIX MPenaparoB C HEMeA/IeHHbIM BbICBOOOXAeHMEM, 060/104eK Kancyn, Kpa-
cuTenein n apomaTnsaTopos).
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2.6.2 NlnHeliHas papMakoKMHeTMKa

Ecnu onvcaHHble Bbiwe TpeboBaHWA a-r) BbINOMHATCA, 4OCTATOYHO NPOBEAEHUA uccnefoBaHus 6mo-
9KBMBA/SIEHTHOCTW B OTHOLUEHWUN OAHOI A03VPOBKMU.

O6bI4HO MccnefoBaHne GUMO3KBUBANIEHTHOCTU MPOBOAUTCA ANA Hambosblueid [03UPoBKW. NS nekap-
CTBEHHbIX MpenapaToB C NIMHeliHOl hapMakoOKMHETUKOW Npu YCNOBUWM BbICOKON pacTBopuMOCTu thapmaues-
TUYecKoi cybecTaHummn (CM. npunoxenue 3) nccnefoBaHne 6MO3KBMBANEHTHOCTU AONYCTVMO NPOBOAUTL C UC-
NoNb30BaHNEM MEHbLUMX AO3MPOBOK. BbI6OP MeHbLUeR f03MPOBKU Takke MOXeT 6biTb 060CHOBaH C MO3MULIMIA
6e30nacHOCTW UM NePeHOCUMOCTH, Koraa NnpMMeHeHne Hambonbluein A03MPOBKM Y 3[0POBbIX 4OOPOBO/IbLIEB
Henpuemnemo. Kpome TOro, ecnum 4yBCTBUTE/IbHOCTb aHa/IMTUYECKON MeTOAMKM He NOo3BONseT AOCTOBEPHO
U3MepuTb KOHLEHTpaLMio AeiiCTBYIOLLEero BellecTsa npy npueMe HavbosbLuei 4O3MPOBKU NEKAPCTBEHHOMO
npenaparta fONycTMO NpMMeHeHne 60nee BbICOKOI A03bl (MPeAnoyuTUTENbHO UCMNO0/b30BaTbh HECKOMbKO Ta-
61eToK ¢ HanbosbLel O3MPOBKOIA). MpeBbILEHNE MAaKCUMaslbHOW TepaneBTUYecKoi A03bl 4ONYCTMMO NWLLb
B TOM C/lyyae, ec/im OHa XOpOLIO NEPEHOCUTCH 340POBLIMW [O6POBO/bLAMMN W OTCYTCTBYIOT OrpaHUyeHuns no
cTeneHn abcopbumm unm pacTBOPMMOCTM [eiCTBYIOLLEro BellecTBa B Takol Aose.

2.6.3 HenuHeliHaa papMakoKkMHeTuKa

[ns nekapCcTBEHHbIX NPenapaToB C HeMMHERHON (hapMakoKMHETWKOM, Korga B TepaneBTUYECKOM Ana-
nasoHe cteneHb yBenuuenns AUC HenponopLMoHanbHO 60/blue yBeNMYeHus npuHMMaemoli A03bl, uccne-
[OBaHNe GMO3KBMBANEHTHOCTM OO6bLIYHO MPOBOAMTCA C WCMOMb30BAaHWMEM HavGOsbLIe [03VMPOBKM nekap-
CTBEHHOro npenaparta. Kak u B ciyyae C fiekapCTBEHHbIMW Mpenapatamut ¢ IMHeHOW hapMakOKUHETUKOM
MCMNOMb30BaHNE MeHbLUEeR [03MPOBKN MOXEeT OblTb 060CHOBAHO 6e30MacHOCTbI0 CyObeKTOB U NepeHOCUMOo-
CTblO Npenaparos, Koraa npuMeHeHne Hanbosnbluei JO3UPOBKM Y 340POBbLIX A06POBO/LLEB Henpuemnemo. B
cnyyae HWU3KOM YyBCTBUTENbHOCTU aHaIMTUYECKOV MEeTOAMKM A5 NekapCTBEHHbIX NpenapaToB C HeNMMHEeHOM
hapMakoKMHETUKOM JOMyCKaeTCs aHanorMyHo NekapCTBEHHbIM npenapaTam C IMHeliHol thapMakoOKMHETUKOM
npuMeHeHne 6onee BbICOKUX A03.

VccnepoBaHne 6MO3KBMBAIEHTHOCTU NIeKapCTBEHHbIX Npenapartos, y KOTopbIX yBennyeHne AUC He-
NPOMNOpPLUNOHA/IBHO MeHblle yBenMyeHus A03bl B TepaneBTUYECKOM Aunana3oHe, B 6O/bLUMHCTBE Crlyyaes
TpebyeTca NpoBOAUTL 415 HanbonbLleli U HauMeHbLUel [03MPOBOK (MK AN AO3MPOBKN, (dapMakoKMHETUKa
KOTOPOI HaxoguTCs B IMHEMHOM AMana3oHe), TO eCTb B 3TOM C/lyyae NPOBOAUTCA ABa MUCCnefoBaHust 6uo-
SKBMBANIEHTHOCTW. ECNM HENMHeHOCTb He 06YC/I0B/IEHAa HU3KOM PacTBOPUMOCTbIO, a 06BbACHAETCA, Hanpu-
Mep, HacbIlWEeHNEM MepeHoCYMKOB U cobnogalTca TpeboBaHusa Ans 61MoBEBEPOB a-r), ONMCaHHbIe BbILLE,
1 cpaBHMBaeMble npenapartbl He cofepXar BCNOMOraTe/ibHbIX BELECTB, BUSAIOLWMX HA MOTOPUKY Xeynou-
HO-KMLLEYHOro TpakTta Win 6enKu-nepeHoCcUYmkn, [OoCTaTOYHO NpoBedeHue UCC/ef0BaHUA GUO3KBMBAIEHT-
HOCTWM C HaMMEHbLUER A03MPOBKOM WM [O3MPOBKONM, hapMakoKMHETMKA KOTOpPOM HaxoguTcs B SIMHENHOM
AnanasoHe. Bbi6op Apyrnx 4O3MPOBOK MOXET 6biTb 060CHOBAH HW3KOW YyBCTBUTEbHOCTbLI aHaNUTUYecKol
MEeTOAMKW, Korga npoBefeHne uccnefoBaHns C HauMeHblUed 003MPOBKO HEBO3MOXHO NM60 korga npume-
HeHve Hanbonblueil A03UPOBKU Y 3[40POBbLIX 4OOPOBONbLLEB HENpMeMeMO C NO3ULMIA 6e30nacHOCTU unn
nepeHoCcrMOoCTH.

2.6.4 ViccnepoBaHne KpaHUX BapuaHToOB (BPEKTUHT)

Ecnn nccnepgoBaHne 6103KBMBAIEHTHOCTM TpebyeTcs npoBecTu 6onee yem AN ABYX A03MPOBOK, Ha-
npumMep, BCAeACTBME pasnvuMii B NPONOPLMOHA/ILHOCTY cocTaBa, UCMOMb3YT NOAX0o[, NO3BONAKLLMA orpa-
HUYMTBCS NPOBEeAEeHNEM UCCNefoBaHUA KpaiHux BapuaHToB. B Takom crnyyae fonycTMMO npoBefeHue [ByX
uccnegosaHunii GMO3KBNBATIEHTHOCTUN, €C/IN BblbpaHHbIe ANA UCCnefoBaHns fO03MPOBKM NPeaCcTaBnsaioT coboi
KpaliHne 3HauyeHusl, HanpyMep, ¢ MakCUMasbHbIM M MUHUMasIbHBIM COAEpXaHeM AeliCTBYIOLero BellecTBa
1 Hanbonee CyLeCcTBEHHO OT/IMYaloLLMecs Mo cocTasy (Korga OT/iMyMs No cocTaBy ApYrux AO3MPOBOK yKia-
[ObIBAOTCA B 3Ty Pa3HOCTb).

Ecnn uccnepoBaHne 61M03KBMBANIEHTHOCTU NpeAnonaraeT MpoBeAeHue WCCefoBaHWi npu npueme
npenapaToB B ABYX 403MpPOBKax HaToWak 1 nocne npvema nuwm (BcneacrBue HenvHelHol abcopbummn um
OTK/IOHEHMIA OT MPOMOPLMOHANBHOCTU COCTaBa), 4OCTATOYHO NPOBECTU UCCefoBaHWe HaTOLakK 1 nocne npu-
emMa nulM Ans O4HON [03MpoBKM. OTCYTCTBME HEOOXOAMMOCTM MPOBEAEHUSI WUCCNEAOBaHWSA HATOLLAK WM
nocne npueMa nuwmn Ans Opyrux go3vpoBoK (6roBeliBep) MOXeT ObiTb 060CHOBAHO AAHHbIMU UTEpaTypbl
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2.6.5 KomMb6uHMpoOBaHHbIe NekapCTBEHHbIEe npenapaTthbl

B oTHOWweHUN BCex KOMOMHMPOBAHHbIX EKAPCTBEHHbIX NpenapaToB AO/HKHbI BbINOMHATLCA TpeboBsa-
HVA NPONOPLMOHANBLHOCTY COCTaBa, OnncaHHble Bbilwe. MNpu pacyeTe KOMYECTBEHHOIO COAEPXaHWs Kaxaoro
JelicTBytoLLero Bellectsa B OMKCMPOBaAHHON KOMOUHALMN OCTaslbHble AeMCTBYOLLME BellecTBa AO/MKHbI pac-
cMaTpuBaTbCs B KAYeCcTBe BCMoMorartesibHbIX. Kaxapblii cnoii ABYXCOMHbIX TabNeTok MOXeT paccMmaTpuBaThb-
Csl He3aBNCUMO.

2.7 Metogonorusa 6moaHannTUYECKOW YacTu nccrnegoBaHus

BrnoaHanuTuueckas 4yacTb UccnefoBaHuii 6MO3KBMBANEHTHOCTU AO/KHA MPOBOAUTLCS B COOTBETCTBUM
C NpUYHUMNaMn Hagnexallein nabopaTopHoit npakTukm (GLP), npyumeHsiemMbiMy B 06n1acT obpalleHus nekap-
CTBEHHbIX CPECTB.

[na nonyyeHns 4OCTOBEPHbIX pPe3y/bTaToB UCCNeA0BaHWn U UX yAOBNETBOPUTEIbHON UHTepnpeTauuu,
Heo6Xxo4MMO MNPOBECTU BCECTOPOHHIO OLLEHKY MCNOJb3yeMblX GuoaHanuTuyecknx MeToauk, NPOBEeCcTU UX
NOJIHYI0 BaNMAaunio N 4OKYMEHTabHO 0DOPMUTL. B KaXA0M aHaNNTUYECKOM LMKe B pamKax uccnefoBaHus
Heo6xo4MMo NOATBEPAUTL NPUFOAHOCTL METOAMKA C UCMO/Ib30BAHMEM KOHTPO/bHbLIX 06pasLoB.

OCHOBHbIMW XapakTepucTukammn 6noaHaIMTMYEeCKo METOANKN ANA 06ecneyeHnss NpuemMaemMocT u 4o-
CTOBEPHOCTU MOYYEHHbIX aHA/IMTUYECKNX faHHbIX ABAAIOTCA CENIEeKTUBHOCTb, HWXHWIA NpeAen KomyecTBeH-
HOro onpegenexus, hyHkuua oTkmka (opma rpagyvupoBOYHON KPYBOit), MPaBUMbLHOCTb, MPELM3NOHHOCTb U
CTabunbHOCTb (YCTONYMBOCTD).

MockonbKy noggarowascsa o6HapyXeHUI0 KOHLEHTPaL WA aHanM3npyeMoro BellecTsa [0 npuema nekap-
CTBEHHOrO npenapara Ao/kHa cocTaBnsaTb 5 % oT CTax U MeHee, HWXHWUIA npedesn KONM4ecTBEHHOro onpeae-
NleHnss MeTOAUKM Ao/MKeH obecneumBaTb onpefeneHne KoHueHTpaummn < 5 npoueHtoB oT CTtax (CM. B nogpas-
aene 2.8 «3hekTbl nepeHoca»),

B npoTokone nccnefoBaHus HEO6X0AMMO 3apaHee npefycMoTpeTb BO3MOXHOCTb MPOBeAEHNS NOBTOp-
HOro aHasnm3a uccnegyembix obpasuos. Kak npasuio, NOBTOPHbIA aHanu3 06pasuoB Mo hapmMakokuHeTnye-
CKM MpUYMHAM He JOMYCTWMM, YTO OCOGEHHO BaXKHO A/ WUCCNeAoBaHWi GMO3KBMBAIEHTHOCTU, TakK Kak 3To
MOXET MUCKa3nTb pe3yfibTarbl UCC/ef0BaHus.

Jlvua, ocyuwecTsnawWwme aHann3 o6pasuos, He [O/MKHbI 3HaTb O NPUHUMAaeMbIX Cy6bekTaMmu npenapa-
Tax.

2.8 OueHka pe3ynbTaTtoB

MonpaBKy Ha pasnMuns B KOJIMYECTBEHHOM OMpPEeAEeIeHNN MeXay CepusiMM Uccneayemoro n pedepeHT-
HOrO fleKapCTBEHHbIX MpenapaTtoB B UccnefoBaHMAX GMO3KBMBANEHTHOCTU AN (DapMakoKMHETUYEeCKMX na-
pamMeTpoB BBOAMTb, Kak MpaBu/io, He gonyckaetcs. OfHaKo B UCKAUYUTENbHBLIX CAyYasx, Korga pasnuuus
mMexay cepusMu peddepeHTHOro npenapara v Ucciefyemoro npenapara He npesbiwaoT 5 % (cm. nogpas-
fden 2.2), Takas nonpaska gonyctuma. lonpasky, Hapsgy € pesy/bTatamy KOJIMYECTBEHHOIO onpeesieHns
JelicTByloLLEero BelecTBa B uUcciegyemMomMm npenaparte v pedpepeHTHOro npenapara, Heo6xoAMmMo OTpasvTb
B JOKyMeHTauun nccnegoBaHus.

2.8.1 OT60p cy6BbEKTOB A4NSA aHann3a pesynbTaToB

B ctaTuctnyeckuin aHanns Heo6xoAyMo, MO BO3MOXHOCTMW, BK/IHOUYUTbL BCEX CYOBLEKTOB, MPUHUMAaBLUNX
npenapat. OAHako cy6bekThbl, yHacTBOBaBLUME B NEPEKPECTHOM MUCCefoBaHnm, ¥ KOTOPbIX OTCYTCTBYIOT AaH-
Hble KaK NMo uccregyemMomy npenapaty, Tak U pedpepeHTHOMY npenapaTy, Wi cyb6bekTbl, yHacTBOBaBLUME B
napannenbHOM uccnefoBaHUn, y KOTOPbIX OTCYTCTBYHOT AaHHble €4MHCTBEHHOrO 3Tana, He AO/KHbl BK/O-
YyaTbCA B aHa/un3.

O6paboTKy AaHHbIX BCEX CYOBLEKTOB, MPUHUMABLUMX SIEKAPCTBEHHLIV Mpenapart, Heo6XxoAMMO OcCy-
LWeCTBNATL OAMHAKOBbIMU MeTogamu. B npoTtokone wccnefoBaHUs He [OMNyckaeTcs npegycMmaTpusaTb
BK/IIOYEHME B aHann3 AaHHbIX 0 «dybnepax» A06POBOJbLEB TOMLKO C LENbl0 3aMeHbl AaHHbIX UCKIHOYEH-
HbIX Cy6bEKTOB. [laxe ecnv B Xo4e McCnefoBaHUsA He 6bl0 BblGbiBaHWUIA M3 UCCNefoBaHWs, HeobxoanMo
npefycMoTpeTb BK/IOUYEHME B aHa/n3 BCeX CyOBbEKTOB, NMPUHABLLUMX npenapaT. Takum o6pa3om, BkI4YaTb
Ay6nepoB, NPOXoAALMX NpoLeaypbl uccnefoBaHns 6M03KBUBANIEHTHOCTU OTAE/bHO OT OCHOBHOW BbIGOPKM,
He gonyckaetcs.

B nccneposaHuu ¢ 6051ee yem ABYMSA rpynnamu cpaBHeHus (HanpuMep, TpexnepuogHoe uccnegosaHve
C ABYMS pediepeHTHbIMWN NIeKapCTBEHHLIMY NpenaparaMmn Win YeTbipexnepuogHoe uccnefoBaHne npu npu-
eMe HaTollak 1 nocne npuema nuiiM) aHanus rno Kaxzon cpaBHMBaemoi nape Heob6xoAuMO OCYLLEeCTBATb
NVWb nocne npeaBapuTeibHOro NCKMIOYEHNA AaHHbIX, HEe OTHOCALLUMXCS K CpaBHMBAEMbIM rpynnam.

10
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2.8.2 Kputepun ncknoyeHus cyoLeKToB U3 aHanu3a pe3ynsraTtoB

[nA 06bEeKTMBHOW OLEHKU pe3ynbraTtoB PaHAOMM3UPOBaHHBIX UCCNEA0BaHWi He06X0AMMO, YTODbI Ha-
6niogeHne n seaeHne Bcex CyObLEKTOB OCYLUECTBAANOCL N0 eAWHbIM NpaBuniaM. 3TU NpaBUMa He AOIDKHbI
3aBMCeTb OT NPUHUMAEMOrO NeKapCTBEHHOIO npenapara unu UCxoaa, nosToMy pelueHue 00 UCKIIoYEHUM
cyObeKTa U3 CTaTUCTMYECKOTO aHanu3a HeobxoaAMMO NPUHATL A0 Havana naboparopHoro aHanusa o6pasuosB.

Nio6as npuumHa MOXET ABNATLCA KPUTEPUEM UCKIIOYEHUA CyOLEKTOB, ecnu OHa 3apaHee onucaHa
B NPOTOKONE UCCMEeAOBaHMS, a peLleHue 00 UCKNIoYEeHUN NPUHATO A0 Hayana aHanusa o6pasuoB. OagHako
BCNEACTBUE CHMKEHUSA CTaTUCTUYECKON MOLLIHOCTU MCCNEAO0BaHUA, a TaKKe Npu HEOOBXOAUMOM MUHUMYME B
12 cy6bekToB cneayet u3beratb UCKMIOYEHUS NOCNEAHNX U3 UCCNEAOBAHMS.

[onyCTUMBIMK KPUTEPHUAMM UCKITIOYEHUSA CyOBLEKTOB M3 UCCIIeA0BaHUA SABMSIIOTCS, HAaNPUMeEP, PBOTA UK
Anapes, KOTopble CNOCODOHbI MCKa3UTb PesynbTaThl U3MEPEHUA KOHLEHTPaLMKU aHanM3Mpyemoro seLlecTsa. B
MCKMIOYNTENBHBIX CUTYaLUAX KPUTEPUEM UCKITIOYEHUA TAKXKE MOXET CIYXUTb OHOBPEMEHHOE NPUMEHEHUE
ApYrux nekapcTBeHHbIX Npenaparos.

B npotokone uccnegosaHusi HEO6X0AMMO 3apaHee ONUCaTb 4ONYCTUMbBIE KPUTEPUM UCKMIOYEHUS CyOb-
€KTOB U3 aHarnu3a pesynsraroB. Ecnu BO3HMKAET cuTyauus, TpakTyeMas Kak KpUTepui UCKMIOYEHUs], cBelie-
HUA 0 HEN HEOOXOAMMO 3aHECTU B MHAMBUAYANbHYIO PEFMCTPALMOHHYIO KapTy B XoAe NPOBEAEHUs UCCneno-
BaHUA. MicknioyeHne cyGbLeKToB, OCHOBAHHOE HA 3apaHee NpeayCMOTPEHHbIX KpUTepUsix, He0BX0AMMO YETKO
0TPa3uTb U NEPEUNCTUTL B OTYETE 06 UCCNEesOBaHUMN.

BBuay HEBO3MOXHOCTM OTAENUTL BAMSIHUE NEKapCTBEHHbLIX NPenapaTtoB OT Apyrux (pakTopos, Bnus-
OLWKX HA hapMaKOKMHETUKY, UCKITIOYEHWE AaHHbIX TOfIbKO HA OCHOBAHWUM CTaTUCTUYECKOTO aHanu3a Unm no
dapmMakoOKMHETUHECKMM MPUYMHAM HE AONyCKaeTcs. VCKnioMeHnamMmM n3 4aHHOIo npaBuna sIBMSOTCA:

a) cyObeKTbl, B MasMe KOTOPbIX KOHLEHTpauusa pedepeHTHOrO NekapcTBEHHOIO npenapara He onpe-
OenseTcs unu onpeaenseTcs Nulb B HE3HAYUTESNbHBIX KonuyecTeax. KoHueHTpaummu aHanmaupyemMoro Belle-
CTBa B Nnasme MPU3HaKTCA O4EHb HU3KUMU, ecnn ero AUC He npeBbiwaeT 5 % OT cpeaHein reoMeTpuYecKomn
AUC pedbepeHTHOro nekapCTBEHHOrO npenapara (pacciutaHHon 6e3 yyera gaHHbIX CybbekTa ¢ Bbibpocamum).
WcknioveHne faHHbIX N0 3TOW NpUYMHE J0NYyCTUMO MU B €AMHUYHBLIX CIy4asx, U B LIENIOM CTaBUT Noj Co-
MHEHWe JO0CTOBEPHOCTL (BanuAHOCTbL) NPOBEAEHHOIO UCCNEA0BaHUS;

0) cyObeKkTbl C HEHYNeBON UCXOAHOW KOHUEHTpauuei aHanu3mpyeMoro BeLwecTsa, npesbiwaowen 5 %
OT Cppax- TAKUE AAHHBIE HEOOXOAMMO WUCKIIOUUTL U3 MCCNEA0BaHNA BUOIKBUBANEHTHOCTH (CM. aanee «3Id-
dheKTbl nepeHoca).

B oTHOLLEHUM NekapCTBEHHbIX NPEnapaToB C HeMEeANEeHHbIM BLICBOOOXXAEHNEM BbILLEONUCAHHBLIE CUTY-
auun MOTyT BO3HUKATb B Cnyyae HecobnioaeHust CybbekTaMu pexxmMma nccneaoBaHus unu HegoCTaTouHOM OT-
MbIBOYHOM nepuoae. Ons npeaynpexxaeHusa TakMx CUTyauui, B NepBOM cnyvae Heo6xoaumo npeaycMoTpeTb
OCMOTp POTOBOIi NOMOCTU CyOBEKTA, UTOOLI Y10CTOBEPUTLCS, UTO NEKAPCTBEHHLIN NpenapaT Gbin NPOrnNoYeH,
BO BTOPOM — NPEayCMOTPETbL AOCTATOYHbIN OTMbIBOYHBINA nepuoa. buonoruyeckue obpasubl CyGLekToB, Uc-
KMIOYEHHBIX U3 CTATUCTUYECKOrO aHanusa, HeobxoAUMO NPoaHaNU3upPOBaTh, a UX Pe3ynbTaThl NPEACTaBUTL B
otyete 06 uccnegosaHum (cm. ganee «lMpeacraBneHue AaHHbIX»).

Kak ykasaHo B noapasaene 2.4, AUC(y) AomkHa nepekpbiBatb He MeHee 80 % AUC(y..). Tem He me-
Hee, ecnn 3T0 NPaBUNO HE BLIMOSHAETCSH, CYOLEKTbI HE AOIMKHbI MCKIIOYATLCA U3 CTAaTUCTUYECKOTO aHanu3a.
Oanako ecnu AUC(y_) He nepekpbiBaeT 80 % AUC(y..) B Gonee yem 20 % cnyyaes, pesynsrarbl Takoro
nccneaoBaHns AOMKHbI ObiTb MOCTaBMNEHbI NO4 COMHeHue. 310 TpeboBaHWEe HE NPUMEHWMO B OTHOLLEHUU
UccneaoBaHuii ¢ ANUTENLHOCTLIO 0TOOpa 06pa3sLoB B TeueHue 72 4 u Gonee, koraa BMecto AUC(q o) ucnons-
3yetca AUC 72 u.

2.8.3 AHanusupyemMbie napaMeTpbl U AONYCTUMbIE nNpeaesbl

B uccnepoBaHusx 6MO3KBMBANEHTHOCTU C OAHOKPATHLIM NPUEMOM FIEKAPCTBEHHOTO npenapara K uc-
cneayembiM papmakokuHeTUYeCkuM napamerpam otHocsTea: AUC o g unu AUC g 7, ) COOTBETCTBEHHO U
Cnax- OTHOLLIEHNE JaHHBLIX NAPaMETPOB UCCNEAYEMOT0 NEKAPCTBEHHOIO Npenapara k pedepeHTHOMY nekap-
CTBEHHOMY npenapary AorpkHO nexartb B uHtepsare 80,00—125,00 % npu 90 %-m goseputenbLHOM UHTEpBa-
ne. paHuLBbl UHTEPBANOB OKPYITISIIOTCA A0 ABYX 3HAKOB NOCIE 3ansiTon.

K u3yyaembiM napamerpam uccriefoBaHuii GMO3KBMBANEHTHOCTU NEKAPCTBEHHbIX NPenapaTtoB C He-
MEATNEHHbIM BLICBOOOXKAEHUEM C OnpesieneHnemM paBHOBECHON KOHLEHTPALIMKN OTHOCATCA AUC .o 1 Cn
KOTOPbIE AOMKHBI ObITh B Npeaenax yka3aHHbIX MHTEPBANoB.

Ecnu B kauecTBe 6UONOrMYECKOro Marepmana Ucnonb3yeTcss Mo4a, nokasarenb Ae(o_t) JOIDKEH nexarb
B MHTepBane, onucaHHom anst AUC g ¢, @ Ry, — B MHTepBane aAns Cg,.

Craructuyeckas oueHka t__ He Tpebyetcs. OQHaKo ecnu yKasblBaeTcs, YTo ObICTpoe BbICBOOOXKAEHUE

max
MMEET KITMHUYECKYIO 3HAYMMOCTb U BNUSIET HA HA4ano AeNCTBUS UNKU NPUBOAUT K HEXEeNnaTernbHbIM peakuuam,

1"

ax,ss’
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3HAYUMBIX PA3NUYNIA B t,,, U €70 BapUabenbHOCTU Mexay NccneayembiM U petepeHTHLIM NEKapCTBEHHbIMM
npenaparamu ObiTb HE AOMKHO.

Honyctumele npeaens BUO3KBMBAIEHTHOCTU NEKapCTBEHHbIX NPEnaparoB C y3KUM TepanesTUYECKUM
AnanasoHoM crneayert cy3uTb (CM. nogpasaen 2.9 HacToAwero ctasgapra). [nA nekapcrBeHHbIX Npenaparos
C BbICOKOI BapnabernbHOCTbio Cp,., B Crly4ae Hanuuusi COOTBETCTBYIOLLEr0 060CHOBAHUS 8TU rPaHULIbl MOTYT
ObITb pacumpenbl (cMm. nogpasaen 2.10).

2.8.4 CtaTMCTUYECKUI aHanu3

B kauecTBe OCHOBHOTO KpUTEPUA BUOSKBUBANEHTHOCTM NCNONb3YIOT 90 %-Hble AOBEPUTENLHBLIE MHTEP-
Basbl AN OTHOLLUEHMS reOMETPUYECKUX CPedHUX Uccneayembix hapMakoKMHETUYECKUX NapamMeTpoB ANs UC-
crnegyemoro npenaparta u pedpepeHTHOro npenapara.Takoi noaxoa paBHOCUNEH ABYM OAHOCTOPOHHUM Npo-
BEpKaM HyneBoOW runoTtesbl 06 OTCYTCTBMM GMOIKBUBANEHTHOCTU (0 HEOMOSKBMBANEHTHOCTU) NPU 5 %-HOM
YPOBHE 3HAYMMOCTM ANS KaXA0ro Tecra.

CpaBHeHue nccnegyemMbix papmMakoKMHETUMECKUX NMAPaMETPOB NPOBOAAT C MOMOLLBIO AUCNEPCUOHHO-
ro aHanusa (ANOVA). [ins a10ro npeaBapuTenbLHO NPOBOAST norapudMmyeckoe npeobpasoBaHne AaHHbIX.
Mocne 4ero NpoBOAAT AUCMNEPCUOHHbIA aHaNU3 U HA OCHOBE €ro pesynkratoB CTPOAT AOBEPUTENbHLIE WUH-
Tepsarnsl (B norapupMnYeckon LUKane) AN BbIABMEHUS Pas3nuuunii Mexay cpaBHUBAEMbIMWU NpenapaTtamu.
MonyyeHHble fOBEepUTENbHbLIE WHTEPBAanbl NoaBepraTcsa obpaTtHoMy npeobpasoBaHuio, YToObl NOCTPOUTL
»Kenaemble JOBEPUTESNbHbIE MHTEPBANbl A OTHOLUEHWUA CPEAHNX B UCXOAHBIX (He Npeobpa3oBaHHbIX) €AUHNU-
uax usMmepenus. Micnonb3osaHue HenapameTpu4ecKuxX METOA0B CTaTUCTUYECKOrO aHann3a He A0onycKaeTcs.

B npotokone nccnegosaHus HE06X0AMMO 3apaHee NPeayCMOTPETL BbIGOP KOHKPETHOW CTaTUCTUYECKON
moaenu aHanu3a. CTaTUCTMYECKMIA aHanu3 JOMMKEH NPUHUMATL BO BHUMAHME UCTOMHUKW BapuabenbHOCTH,
CnocoBOHbIe MOBNUATH HA M3y4aemylo NEpPEeMeHHylo. B Takon mogenu AUCNEPCMOHHOrO aHanu3a NPUHATO
UCMOMb30BaTh Takue (PakTopbl, KaK NOCNEeAO0BaTENbHOCTb, CyObLEKT NOCNEA0BATENLHOCTU, NEPUOA U nekap-
CTBEHHbIN npenapart. B oTHOLWEHUN BCeX 3TUX (hakTOpOB cneagyet Ucnonb3oBatb PUKCUPOBAHHDLIE, @ HE CRy-
YaiiHble 9 eKTbI.

2.8.5 3dhekThbl NnepeHoca

He ponyckaeTtcst MCNONb30BaTh pe3ynbraTthl NPOBEPkU Ha adpeKT nepeHoca AN NPUHATUA Kakux-nmbo
peLUeHuii, BMAIOLMX Ha aHanu3 (Hanpumep, aHanu3s AaHHbIX, NONYYEHHbIX TONBLKO M3 NEPBOro Nepuoaa uc-
cnefoBaHusl). BepoAaTHOCTb nepeHoca MOXeET ObITb HaNpsiMylo yuTeHa npu otbope obpasua Guonoruyeckon
XUAKOCTU A0 NpUemMa NekapcTBEHHOro npenapara BO BTOPOM nepuoae uccnegoBaHust (M, €Cnv npuMEHUMO,
B NOCneaylowmx).

Ecnu koHUEHTpauus A0 NpueMa nekapcTBEHHOro npenapara npesbiwaer 5 % ot C..., TO CBeAeHus,
norny4eHHble OT CyObekTa B JaHHOM Nnepuoae, UCKIIoYAloTCsl U3 CTaTUCTUYECKOTO aHanu3a. 3TO 3HAYUT, UTO B
paMKax ByXnepuoaHOro UCCref0BaHUs Takon CyObekT BbIObIBAET n3 aHanu3aa. MpoaomkeHme nccnesoBaHus
CUATAETCA HenpuemrieMbiM, €CIIU YUCIIO NOANEXalMX aHanu3y CyObLEeKTOB Oka3anocb MeHee 12. [laHHbiN
noaxoA He NPUMEHUM K UCCNEA0BAHUIO SHAOMEHHbIX COEANHEHUI.

2.8.6 [iByxaTanHbii An3aiH uccrieaoBaHus OUOIKBUBANIEHTHOCTH

UccnegosaHue 6UO3KBMBANEHTHOCTU AOMYCKAETCA NPOBOAUTL B AiBa 9rana. Ha nepeBom arane npoBo-
AUTCA uccnegoBaHMe Ha Ha4vanbHOW (NEepBUYHON) rpynne cybbLEeKTOB C aHANM30M NOJlyYEeHHbIX Pe3ynbTaToB.
Ecnun 6M03KBMBaNEHTHOCTb HE NOATBEPKAAETCA, TO MOXHO HAOpaTb AONONMHUTENBLHYIO rPynny U 00LEAUHUTD
pesynbsrarbl, NonyveHHble B 00enx rpynnax Ans OKOHJYaTenbHOro aHanusa. Ecnu BeiOpaH Takow nogxoa, To
HY>KHO NPUHATb ONpPEAENneHHbIe Mepbl, YTOObl COXPaHUTL HEUM3MEHHON BEPOSITHOCTL OLLMOKKM NepBOro poaa
ANsi BCEro UCCneaoBaHus, Npu 3TOM CTaTUCTUYECKME KPUTEPUM OCTAHOBKU UCCNEAO0BAHUSA HEOBXOAUMO YETKO
onpeaenuTb A0 €ro Havamna. AHanu3 AaHHbIX, NOfyYeHHbIX B X0A4€e MEepBOro srana, MOXHO paccMaTpuBarb
KaK NPOMEXYTOUHBIN, U 00a aHanu3a Heo6x0AMMO NPOBOAUTL MO CKOPPEKTUPOBAHHBLIM YPOBHSIM 3HAYMMOCTH.
[ns noBepuTenbHbLIX MHTEPBANOB CrNeayeT UCNONb30BaTb CKOPPEKTUPOBAHHYIO BEPOSITHOCTb, PABHYIO HE Me-
Hee 90 %. Hanpumep, ucnonb3oBanue 94,12 %-Hbix 4OBEPUTENbHLIX MHTEPBANOB ANsi 060MX aHAnNU30B Ha
nepBoM 3JTane U Ansi 00beAUHEHHbIX aHHbIX NEPBOrO M BTOPOro 3TanoB OyaeT npueMneMbiM, O4HAKO Cylle-
CTBYET MHOXECTBO APYrUX BapuaHTOB, U BbIOOP, KAaKOW YPOBEHb 3HAUUMOCTU (c) UCMIONbL30BATL ANA NpoMe-
JKYTOYHOTO aHamnu3a, sIBMsieTCs NpeporaTmBon CnoHcopa uccneaoBanus. B nporokone Heobxoaumo 3apaHee
onucatb ABYX3TanHbIM AU3ailH UCCNeA0BaHUA Hapsay CO CKOPPEKTUPOBAHHLIM YPOBHEM 3HAYUMOCTU.

Mpu aHanu3e 06beAUHEHHbIX AaHHbIX, MOMYYEHHbIX B X0A€e ABYX 3TanoB, hakTop «3rany Heo6xoaumMo
BKIMIOYNTb B MOAENb AUCNEPCMOHHOIO aHanusa.

2.8.7 NpeacTaBneHue AaHHbIX

[nsa kaxxgoro U3 cpaBHMBaAEMbIX NEKAPCTBEHHbIX NpPenaparoB B OTYETHON JOKYMEHTaLuMn Heo6xoaMmo
npeAcCTaBUTb BCE 3HAYEHWUS] MHAMBUAYANbHbLIX KOHLEHTpauui u (hapMakoKMHETMYECKUX NapameTpoB Haps-
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Ay C laHHbIMW ONMUCATENbHOW CTATUCTUKKU BKIIOYAs reOMETPUYECKOE cpefiHee, meauaHy, apudmeTnyeckoe
cpefHee, CTaHAapPTHOE OTKMOHeHUe, KO3 PULUMEHT BapuaLmm, MakCUManbHble 1 MUHUMarbHbIE 3HAYEeHUS.
MuauBmayanbHbie KPUBbIE «KOHUEHTpaUMSA-BpEMS» CneayeT NpecTaBuTb Ha NMMHERHON n norapudMuUIeckon
wkanax. Heobxoaumo onucaTtb MeToA nonyyeHus (hapmMakoOKMHETUYECKUX NAaPAMETPOB U3 UCXOAHbLIX AAHHLIX
M KONMMYECTBO TOUEK B TEPMUHANbLHOM norapudmuyeckon dase, UCMNonNb3oBaHHLIX ANA OLEHKA KOHCTaHTbI
CKOPOCTU TEPMUHAMBHON ANUMMUHALIMK (KOTOPAs UCMONbL3YETCA AN 0CTOBEPHON oueHKkn AUC(y_,,).

B kauecTBe OCHOBHbLIX PE3yNbTaTOB CTAaTUCTUYECKOrO aHanm3a udy4eHHbIX DapMakoKUHETUYECKUX Na-
paMeTpoB crieayer ykasbiBaTb TO4EUHbIE OUEeHKU U 90 %-Hble f0BepUTENbHbIE MHTEPBAsbl AN OTHOLIEHUA
CpeaHUX 3Ha4YEeHUN.

CneayeT Takke npunarate TPaaULIMOHHBIE pe3ynbTUpYIoLmMe TabnuLbl AUCNEePCUOHHOIO aHanu3a, BKIo-
yasi pesynberarbl CTAaTUCTUYECKMX TECTOB AN Bcex 3¢pdeKkToB B UCNONb30BAHHON MOAENH.

OT4eT HeOOX0AMMO AETaNN3MPOBaTb HACTOMNLKO, YTOOLI (hapMaKOKMHETUYECKMI U CTAaTUCTUYECKUIA aHa-
Nn3bl MOXXHO BbINO BOCMPOU3BECTU, TO €CTh CrneAyeT BKIIOUUTL TOYHOE BpeMsi oTbopa 0bpasLoB nocne npu-
ema npenapara, KOHLEeHTpauuu AeiCTBYIOLEro BewecTBa, 3HauYeHus1 (papMakoOKMHETUYECKUX NapamMeTpoB
ANs Kkaxaoro cybbekTa Ha Ka)kgoM aTane UccneaoBaHus U CXeMy paHAOMU3aLUK.

Heobxoaumo noapobHO onucatb BCE Criydamn BbiObIBAHUSA U UCKMIOYEHUSI CYOHLEKTOB M3 UCCNIEA0BAHUSA.
Mo BO3MOXHOCTH, ANA KAXA0r0 TaKOro CyObekTa B OTAENLHOM JOKYMEHTE HE00X0AUMO NPEACTABUTL AAHHbIE
0 KOHLIEHTpauumn 1 hapMakOKMHETMYECKUX NapamMeTpax, HO HE BKIMIOYATb UX B OOLLMI CTaTUCTUYECKUI aHanNuU3.

BuoaHanMTu4eckyo MeToamKy HeoGXoaMmo OUEHUTb M 0HOPMUTL AOKYMEHTANbLHO A0 Hayana uccneao-
BaHWA GMOBKBMBANEHTHOCTM (BannAaUMOHHbIM OTYET 40 Ha4yana uccnegosaHusl). HeobxoauMo npeacraBuTb
GmoaHanUTUYeCKUin OTYET B COCTABE WTOrOBOrO OTYeTa UCCnefoBaHus OMOIKBMBANEHTHOCTU. OH AOIDKEH
BKITIOYaTb KpaTKoe OMUCaHWE UCNONb30BaHHON GUOAHaNMTUUECKON METOAMKM, pe3ymnbraTbl N0 BCEM rpagy-
MPOBOYHBIM pacTBopam (CTaHgapTam) U KOHTPOnbHbIM 0Opasuam. Heobxoaumo npeacTtaBuTb AOCTATOUMHOE
KONMMYEeCTBO XpoMartorpaMM Mnu Apyrux UCXoAHbIX AaHHbIX, OXBATbIBAOLUMX BECb AWANA30H KOHLUEHTpaLuii
AN BCEX rpajyMpoBOYHbLIX PacTBOPOB (CTAHAAPTOB) M KOHTPOMbHbLIX 00Pa3LIOB, a TaKkKe UCMbITYEeMbIX (aK-
TUBHbIX) 06pa3LoB (BCe XpOMaTOrpaMMbl U ApPYrMe NepBuYHbIe AaHHbIE HE MeHee YyeM oT 20 % cyObekToB
C COOTBETCTBYIOLUMMU KOHTPOJSIbHBIMK 06pasuyaMu U rpagyupoBOYHbIMM PacTBOPaMW/CTaHAapTamMu LIMKIOB,
OTHOCALLMXCA K YKazaHHbIM CyObeKkTam.

Ecnu B OTHOLWEHUM ONpeaeneHHo A03MPOBKM ONPEeAeneHHOro NnekapCTBEHHOrO npenapara nposeje-
HO HECKOMbKO MCCMEeAOBaHUiA, YacTb U3 KOTOPLIX MOATBEMKAAET €ro GMO3KBUBANEHTHOCTb, @ YacCTb HET, BCIO
COBOKYMHOCTb AaHHbIX HEOOX0AMMO paccMaTrpuBaTh Kak eguHoe uenoe. B pacyer Heo6x0aAMMO NpUMHUMATh
TONbLKO UCCNEAOBaHUS, NPOBEAEHHbIE KAk ONUCAHO B pasaene 2.1 HacToswero craHaapra. Hanuwuue uccne-
JOBaHUN, NOATBEPXKAAIOLLMX OMOSKBUBANIEHTHOCTb, HE SIBMSIETCA MOBOAOM HE pacCMaTpuBaTh UCCNEAOBAHMS,
B KOTOPbIX OHA HE noaTBepxaeHa. CneayeT TWATeNbHO NPOAHANM3MpPOBaTh BCE pesynbrarbl U 000CHOBATL
BbIBOA O Hanu4uuu OMOSKBMBANEHTHOCTU. B ka4yecTBe anbTepHaTUBLI B AONONMHEHUE K MHAMBUAYAmNbHBIM UC-
CrnefoBaHuSM, MO BO3MOXHOCTH, AONYCKaeTCA npoBeaeHme 0606LIeHHOTo aHanu3a Bcex uccrneioBaHuin. He-
aonyctumo obobLiarte UCccrneaoBaHus, He NoATBEPXAAIOLLME Hanuyue 6MO3KBMBANEHTHOCTH, HE BKIIOYas UC-
cnefoBaHus, NOATBEPXKAAIOLLUME €€ HanMuue.

2.9 JlekapcTBeHHbIe Npenaparbl C Y3KMM TepaneBTUYeCKMM AMana3oHOM

Honyctumbli untepsan ansa AUC nekapCTBEHHbIX Npenaparos C y3KMM TepanesTUYeCckuM AnanasoHom
cneayet cyautb A0 90,00—111,11 %. Mockonbky, C,.. 3aHUMaeT 0cob0e MECTO C TOYKkN 3peHus ddidexk-
TUBHOCTU, OE30NACHOCTU M MOHUTOPUHIA KOHLIEHTPALMM aHanM3mpyemoro BeLLeCTBa, AONYCTUMbIN UHTEepBan
AN AaHHOro napaMeTtpa Taikke cneayet cy3utb 40 90,00—111,11 %. Npusectu ucuyepnoisatoLiee onpeaene-
HUE NEeKapCTBEHHbIX NPENapaToB C Y3KMM TepaneBTUMECKUM AManasoHOM HEBO3MOXHO, NOSTOMY peLueHue 06
OTHECEHUM AelCTBYIOLLIErO BELLECTBA K 3TOM rpynne crneayer npMHUMarb Ha UHAMBUAYaNbHOW OCHOBE, UCX0AA
M3 KITMHUYECKUX 0COBEHHOCTEN AEUCTBUS M NPMMEHEHUS NEKapPCTBEHHOTO nNpenapara.

2.10 JlekapcTBeHHbIE Npenapartbl C BbICOKOW BapuadtenbHOCTbI0

Ecnu BHYTpuuHANBMAYansHas BapmabensHOCTb hapMakOKMHETUYECKOro napamerpa npesbiwaet 30 %,
Takue nekapcTBEHHbIE Npenaparbl NPU3HAIOTCA BbICOKO BapuabenbHbiMu. ECcnin npeanonaraercs, 4to nekap-
CTBEHHbII Npenapar MoXeT 0bnaaark BbLICOKON BapuabenbHOCTLIO N0 CKOPOCTU U (Mnun) cTeneln abcopbuum,
pekoMeHayeTCcs NPOBOAUTL UCCNEAOBAHUSA C MOBTOPHBLIM (PENMMKATUBHLIM) NEPEKPECTHLIM AU3AWHOM.

OueHka C,., BbICOKO BapualberbHbIX NIEKapCTBEHHbIX npenaparos, Gonblwee pasnuuue B C.. Cuu-
TaeTCA KNUHUYECKU HE3HAYUMBIM (NOATBEPXKAEHHOE CTPOTUM KITMHUYECKUM 0BOCHOBAHUEM MOXET OCYLLECT-
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BNATLCS C NMPUMEHEHWEM PaCLUMPEHHbIX UHTEPBANoB. B 3TOM criyyae Kputepuit npuemnemoctin ans Cp,..
MOXET ObITb paclumpeH A0 69,84—143,19%. B uensix pacLuMpeHusi KpuTepust NPUeMnemMocTy AusainH uccne-
[0BaHNA BMOIKBMBANEHTHOCTMN JOSKEH ObITb NOBTOPHLIM (C UCMONb30BAHUEM PENSUK) U B HEM HEOBX0AUMO
noATBEPAUTD, YTO BapuabenbHoCTb Cp... PEEPEHTHOTO NEKAPCTBEHHOTO Npenapara B NccneaoBaHuu Aen-
cTeuTenbHO npesbiwaet 30 %. Cneagyet nokasatb, YTO BbIMMCMEHHASA BHYTpUMHAUBMAYaANbHas Bapuabernb-
HOCTb JOCTOBEPHA, a He 00yCcnoBneHa BbIbpocamu. Bo3aMOXHOCTb paclUMpPEHUsi 0NyCTUMOrO UHTepBana He-
00X0AMMO 3apaHee NpeayCMOTPETb B MPOTOKONE UCCNea0BaHus

OnpeaeneHue CTENEHU PaCLUMPEHUA MHTEpBana OCHOBAHO Ha BHYTPUWMHAWMBWAYaNbHOW Bapuabenb-
HOCTW, MOSIYYEHHOWN MO pesynsratam UCCNeaoBaHMsa OMOIKBUBANEHTHOCTU C UCMNOMb30BAHUEM B3BELLEHHON
cpepHeit o cneaytoweit popmyne: [U, L] = e BXS ] me U — sepxtss rpaHnua nHtepsana npuemnemocty,
L — HWKHAS rpaHuLa nHTepaana npueMneMocTu, k ~ perynartopHas KoHCTaHTa, npuHsaTas 3a 0,760 u Syyp —
BHYTPU UHAUBUAYANbHOE CTAHAAPTHOE OTKMOHEHKE norapumMnu4eckn npeobpasoBaHHbIX 3HaveHui C .. ne-
KapCTBEHHOro pedhepeHTHOro npenapara.

B npuBeaeHHo Tabnuue npefcTaBneHbl NpUMepbI BIMSHUS pa3riuiHoi cteneHn sBapuabensHoctu dap-
MaKOKMHETUYECKUX NapameTPOB NIEKAPCTBEHHOIO npenaparta BIUSAHUA HA rPaHMLbl UHTEPBANOB NMPU3HAHMUS
61OSKBMBANEHTHOCTH, PACCYMTaHHbIE NO ONUCAHHOK METOAOMOMMH.

BHyTpumHAMBMUAYanbHbIN CV (%)* HuxHasa rpaHnua BepxHaa 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
* OV (%) = 100 Y esnr — 1,

OTHOLLEHNE reOMETPUYECKMX CPEAHNX PapMaKOKMHETMYECKUX NapaMeTPOB AOIMKHO HAXOAUTLCA B Npe-
aenax 80,00—125,00 %.

PacwmpeHne npuemnembix rpaHuy 6uogoCTynHOCTU Ha OCHOBaHWW BHYTPUMHAMBWAYaNbHOW Bapua-
0enbHOCTU He pacnpocTpaHsaeTca Ha AUC, rpaHuLbl KOTOPOI BHE 3aBUCUMOCTM OT BapuaberibHOCTU AOMKHbI
ObITb OrpaHuyeHsl nHTepsanom 80,00—125,00 %.

Mpu NOBTOPHOM Au3aiiHe UCNOMb3YHT 3- UMK 4-3TanHy0 NEPEKPECTHYIO CXEMY UCCIEA0BaHUS.

3 TecT cpaBHUTENBLHON KUHETUKN PacTBOPEHUA in vitro

OnucaHune Tecta cpaBHUTENbHOM KMHETUKM pacTBopeHus (aanee TKCP) kpaTko npeacTaBneHo B Npumno-
XeHun 1, BKMOHYas 0CHOBHbIE TPEGOBaHKUA MO NCMOMNL30BaHNIO hakTopa Noa0BMUA CXOAUMOCTH, fr-KpUTEPHIA).

3.1 TecT cpaBHUTENLHOW KUHETUKMN PACTBOPEHUS KaK AONOSTHEHUE UccrneaoBaHUA
6103KBUBASNIEHTHOCTH

Ons cepun nccneagyemoro npenapara U pedepeHTHOro npenapara, MCNnonb30BaHHbLIX B UCCNEA0BaHWU
OMO3KBUBANEHTHOCTU, NMPEACTAaBIATCA PE3ynbTaThl TECTa PacTBOPEHUS in Vifro B Tpex pasnuyHbix 6ydep-
HbIX cpeaax (06bl4HO npu pH 1,2; 4,5 n 6,8) 1 cpeae, noanexaiyen UCNONb30BAHUIO B BbIMyCKaOLUMX UCTbI-
TaHUsX NekapCcTBEHHOro npenapara (cpefa Ansi KOHTPONA KayecTBa, BKIOYaemas B cneyudukauuo (Hop-
MaTUBHYIO AOKYMEHTALMIO MO KOHTPOMIO KauecTBa NEKapCTBEHHOrO npenapara)). iccneaosaHme HeKOTOpbIX
nekapcTBeHHBIX popM, Hanpumep, TabneTok, AUCNEPrUpYOLLUMXCA B MOMOCTU pTa, NPOBOASAT B Pa3NUYHbIX
ycnosusix. OTYET 0 pesyneratax UccneaoBaHusa Cneayer npeacTasnsaTe B BUAE npoduneli Jonvm pacTBOPeH-
HOro KONMYECTBa BO BPEMEHM C YKa3aHMEM CPEAHMX 3HAaYEeHUI 1 0006LLAaOLLIMX CTATUCTUK.

B otcyTcTBME MHBIX 0BOCHOBaHMIA cneyudukaumm (HOPMaTMBHOIO AOKYMEHTa MO KOHTPOSIO KadecTBa
neKapCcTBEHHOTO npenapara) ANns KOHTPONS kayecTBa Mo rnokasatento «PacTBopeHue» uccneayemoro ne-
KapCTBEHHOrO npenapara creflyeT coCTaBnsiTb Ha OCHOBaHWM NPOMuns pacTBOPEHUSA CEPUU UCCIeayemMoro
NeKapCcTBEHHOro npenapara, NoATeepAMBLLEr0 OMO3KBUBANEHTHOCTL PedEePEHTHOMY NeKapCTBEHHOMY Mpe-
napaty (CM. npunoxenune 1).
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Ecnu pesynbratbl TCKP, npoBeeHHOro ¢ pasnuyHbiMU CEPUSIMU, HE NOATBEPXKAAIOT paHee A0Ka3aHHYIo0
B UCCNEAOBAHUAX in Vivo OMOIKBUBANEHTHOCTb, TO ONUPAIOTCA HA pe3ynbTaTbl MCCAEA0BAHUM in vivo. OgHako
HEOoOX0AMMO U3Y4UTb U OOBLACHUTL NPUYMHBI TAKOTO PACXOXKAEHUA.

3.2 TecT cpaBHUTENbHOWN KMHETUKM PAaCTBOPEHUA B Liensix 6uoBerBepa uccneaoBaHus
OMO3KBUBASIEHTHOCTH AJIsi AONOJNTHUTENbHbIX JO3MPOBOK

OB60CHOBAHHOCTL OTKa3a OT NPOBEAEHUS AONOSTHUTESNbHBIX UCCTIEA0BAHMI OMOIKBUBANEHTHOCTH in Vivo
HeoBXx0aMMO NOATBEPAUTL BbINONHEHHBLIM HaANexawmm obpaszom TCKP. Ecnu He yka3aHo uHoe, Heo6xoaumo
U3y4nTb PacTBOPEHUE NP pa3nu4HbIX 3Ha4YeHusax pH (06biHO npu pH 1,2; 4,5 n 6,8). ina BCex npeacrae-
NEeHHbIX cepuit He06Xo0ANMMO NOATBEPAUTL CONOCTABUMOCTL NPOGUIEN paCTBOPEHUS in vitro mexay 40NosHu-
TenbHbIMM AO3MPOBKaMM U O3UPOBKAMU U3 CEPUU, UCMONb3OBAHHOW B MCCNEAOBaHMN GUOSKBUBANEHTHOCTY,
BO BCEX yCroBusix (CM. npunoxexue 1).

Mpun 3HaYeHusAx pH, Npy KOTOPLIX HU ANS OAHOW U3 AO03UPOBOK HE yAaeTcsi AOCTUYb NOMIHOIO PacTBO-
peHus, ycnosusa nposegeHus TCKP mexay Ao3upoBkamu MOryT pasnuyarbcs. OfHako agna noaTeepkaeHUs
TOro, YTO 370 06YCNOBNEHO CBOMCTBAMM AENCTBYIOLWIErO BELUECTBA, @ HE NEKapPCTBEHHOW (hopMbl, HEOBXO-
AWMO MPOBECTM CpPaBHEHME C COOTBETCTBYIOLLEN AO3UPOBKON pedepeHTHOr0 NEKapCTBEHHOrO npenapara.
Kpome TOro, AonyckaeTcs noagTBEpAUTL CONMOCTaBUMOCTbL Npodhunen Ans 0AMHAKOBbLIX 403 (HanpuMep, Mexay
AByMsi TabrneTkamu ¢ 4O3MPOBKOI 5 Mr U 0aHON TABneTkou ¢ A03upoBkow 10 Mr).

4 OTyeT 00 nccrnegoBaHumn

4.1 OTyeT 06 UccnegoBaHuM OMO3KBUBANEHTHOCTU

OTyet 06 nccneaoBaHu OMOIKBUBANEHTHOCTM AOMMKEH coaepXaTb Bce HeobXxoanMble CBeAEeHUS O Npo-
TOKONE UCCNEAOBaHUA, NPOBEAEHUN UCCNEAoBaHUA U ero aHanuse. OTYET AOMKEH ObITb COCTaBMEH B CO-
OTBETCTBUU C pykoBoacTBOM ICH E3 no cocrtasneHuio otyeTa O KIIMHUYECKOM MCCneaoBaHMn U nognucaH
uccnegoBarenem.

B otyere Heo6xoauMo ykasarb haMunMu 1 UMeHa OTBETCTBEHHbIX UCcnegoBaTenem, ux Mecto patorsl,
MECTO U ANUTENBHOCTb NPOBEAEHUS UCCIIEA0BaHUS, CEPTUMUKATLI UMK 3aKIIOYEHUS!, COCTABIIEHHbIE NO pe-
syneratam ayauta (npu Hanuuum).

OTyeT JOMmKEH coaepXaTb NOATBEMKAEHUE TOro, YTo BbIOOP pedhepeHTHOro NeKapCTBEHHOro npena-
paTta COOTBETCTBYET YCTAHOBIIEHHbIM TpeboBaHuAM. B yacTHOCTM, HEOOXOAUMO yKasaTb €ro TOProBoe Hau-
MEHOBaHWe, A03UPOBKY, NEKapCTBEHHYI0 (hOpMY, HOMEDP CepuM, NPOU3BOAUTENS, CPOK FOAHOCTM U CTPaHy, B
KoTopow Obin npuobpeteH peepeHTHbIN NEKapCTBEHHbIN Npenapar.

B otyeTte Heobx0aMMO yka3aTb HAaUMEHOBaHME, COCTaB, pa3Mep U HOMEP CepuM, AaTy NPOU3BOACTBA U,
no BO3MOXHOCTHU, ATy UCTEYEHUS CpoKa FrOHOCTU UCCIIeAYEMOTO NIeKapCTBEHHOTO npenapara.

Ceprudukarbl aHanm3a uccneayeMoro u peepeHTHOro NekapCcTBEHHbIX NpenaparoB, UCMONb30BaH-
HbIX B UCCNE0BAHMM, NPUKIAbIBAIOTCS K OTYETY B BUJE NPUNOXKEHUSI.

CBeeHMA 0 KOHLEHTpaLmAX, (papMakOKUHETUYECKUX MApaMETPax U pe3ynbTaTtax CTaTMCTUYECKOro aHa-
nu3a HeobXxoAUMO NPeACTaBuTb B 00beme, NpeaycMOTpeHHOM B nogpasaene 2.8 «lMpeacraBneHne AaHHbIXy.

4.2 ipyrve aaHHble, NpeAcTaBnsieMble B perucTpaLMoHHOM [OCbe

B pocbe BKNaabiBaloT NOAMUCAHHLIA OhULMANbHBIA OKYMEHT, NOATBEPXKAAIOLLUA, YTO KONUYECTBEH-
HbI/ COCTaB U TEXHONOIMUA npoun3Boacrea uccneayemMoro npenapara, ucnorib3oBaHHOro B uccneagosaHnun 6uo-
9KBMBANEHTHOCTU, U Mpenapara, BbiMyCkaemoro B obpalieHue, He oTnMyaloTcsa. Takke HeoBxoaAUMO NPUNo-
JXMTb pe3ynbratbl CPaBHUTENBLHOIO TEeCTa pacTBopeHust (CM. nogpasgen 3.2).

HeobxoaumMo npeacTtaBuTb OTYET O Banuaauum 6uoaHanUTUYECKON METOAUKU U HEOBXOAMMO BKINIOYUTL
B MOAYNb 5 perucTpaumMoHHOro 0Cbe NeKapCTBEHHOrO npenapara.

Heo6x0aMmo noAroTOBUTLCA AN NPEACTaBNEeHUs N0 3anpoCy AaHHbIX (HANPUMED, B BUAE ANMEKTPOHHO-
ro TEKCTOBOrO ¢haina ¢ AaHHbIMK, pasferneHHbIMM 3anaTbiMu unu npo6enamu, unu daina B chopmare Excel,
unu B UHOM c¢hopmare No COrnacoBaHWIO C PErynaTOPHbIM OPraHOM), AOCTaTOYHbIX ANs BOCNPOU3BEeAEHUA
hapMaKkOKMHETUYECKOTO U CTaTUCTMYECKOr0 aHanu3a, BKIioYasi AaHHble 0 BpeMeHu otbopa obpas3syos, KOH-
LeHTpauuMmu NekapcTBEHHOro npenapara, 3HauyeHusix (papMakOKMHETUYECKUX NapaMeTpoOB KaXaoro cyobekTa
B K&XXO0M nepuoae u cxeme paHaommu3sauuu.
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5 O6beM nccnegoBaHUM NPU BHECEHUN U3MEHEHUIN B PerMcTpauMoOHHOe A0Che

Mpu nameHeHun paHee ogoOpPeHHOro cocraBa UNM TEXHONMOMMM NPOU3BOACTBA, KOTOPbIE MOTYT MOBMU-
AATb HA OMOAOCTYNHOCTbL, NPOBOAATCA UCCNEA0BaHUA BUOIKBMBANEHTHOCTU in Vivo, €Cnu He MpeacTaBneHo
UHbIX 000CHOBaHMNI. Bcsikoe npeacraBneHHoe 060CHOBaHME JOIMKHO OCHOBLIBATLCA HA OOLLUX MPUHLMNAX, B
YaCTHOCTU, yKa3aHHbIX B MPUMOXKEHUU 3, UMM NPU YCTAHOBMEHMM npuemnemon (ypoBHs A) in vitro — in vivo
koppensuum (IVIVC).

Ecnn 61Moa0CTYyNnHOCTb M3BMEHEHHOTO NEKAPCTBEHHOTO Mpenaparta paHee u3ydeHa u yCTaHOBMEHa npu-

iyl I
A

i

A I T A i MR A iy iR
LT T T 0T el s e




FOCT P 57679—2017

Mpunoxexue 1
(o6a3aTencHoe)

TecT cpaBHUTENbHOW KMHETUKM PacTBOPEHUSA N CONOCTaBMMOCTb npodinsieii pacTtBopeHus

1.1 O6wume acnekTbl TecTa CpaBHUTENIbHOW KMHETUKN PacTBOPEHUS BO B3aWMOCBSA3N C
6M03KBNBANTEHTHOCTbIO

Mpu pa3paboTke cocTaBa fiekapCTBEHHOIO npenapaTa TecT CPpaBHUTENIbHOW KMHETUKM pacTeoperus (TCKP) cayxuTt
WHCTPYMEHTOM YCTaHOB/IEHNS BruodhapmMaLeBTUYECKNX CBOWCTB IeKapCTBEHHOMO Npenapara, To eCTb CBONCTB, CNOCO6HbIX
NoBAMATbL Ha 6UMOAOCTYNMHOCTbL. [0 3aBepLueHMn pa3paboTkn cocTaBa NekapcTBEHHOrO npenapara W Npov3BOACTBEHHOMO
npouecca TCKP ucnonb3yeTcs ANs KOHTPO/SA KayecTBa MacluTabupoBaHWs 1M NPOMbILLSIEHHbIX CEPUIA, YTOGLI 06ecneumnTb
KakK NOCTOSIHCTBO KayecTBa Cepuii, Tak 1 CONOCTaBMMOCTb NPOVIeil pacTBOPEHUS C CEPUSIMU, UCNO/b30BaHHbLIMK B ONOp-
HbIX K/TMHUYECKUX uccnegosaHusax. Kpome Toro, B oTAesibHbIX ciydyasx TCKP MOXeT cnyxuTb 3amMeHOW uccrefoBaHnam
6GNO3KBMBAIEHTHOCTH.

TCKP MOXeT UCnosib30BaTbCA AN Pa3/IMYHbIX Leneil:

a) Mpu aKcnepTnse kayecTsa JiekapCTBEHHOIO npenapara:

- [0NS NOMlyYEHUs XapaKTepucTrK cepum, UCNOb30BaHHOM B MCCNefoBaHNAX 6uoaocTynHOCTU (BMO3KBMBAIEHTHO-
CTW) M OMOPHBIX KIMHUYECKNX NCCNEAOBAaHNAX, YTOObI 060CHOBATL cneuudmkayn (HOPMaTUBHLIN AOKYMEHT MO KOHTPO/IHO
KauecTBa);

- Kak MHCTPYMEHT KOHTPO/A KayecTBa Cepuii NekapCTBEHHbIX CPeACTB B LENAX NoATBEPXAEHUA NOCTOAHCTBA Npo-
M3BOACTBA;

- [N5 NONyYeHns XapakTepucTuk peepeHTHOro NekapcTBEHHOIO npenapaTa, UCNob30BaHHOIO B UCCef0BaHNAX
61040CTYNHOCTM (6MO3KBMBANIEHTHOCTN) U OMOPHbIX KNUHNYECKUX NCCNefoBaHusAX;

6) Kak 3amMmeHa nccnefoBaHuii 6UO3KBMBANIEHTHOCTU:

- yTobbLl NOATBEPAUTL (B OMpefesieHHbIX Cydyasx) aHasIorMYyHOCTb pas/iMyHbIX COCTaBOB WCC/efyemMoro siekap-
CTBEHHOrO npenapara u peepeHTHOro 1ekapcTBeHHOro npenapara (buoseliBepbl, HaNpUMep, NpuU BHECEHUWN N3MEHEHWIA,
N3MeHeHUn cocTasa B xofe pa3paboTku /leKapCTBEHHOro npenapara 1 BOCNpPOU3BeAEHHbIE NIeKapCTBEHHbIE npenapaTbl
(cm. pasgen 3 cTaHgapTa 1 npunoxexuve 3));

- YTOObl YCTAHOBWTbL MOCTOSIHCTBO KauyecTBa Cepuii ekapCTBEHHbIX NMpenapaToB (Mccnefyemoro v peddepeHTHOro
flekapCTBEHHOrO npenaparta), Ha KOTopbIX 6yeT OCHOBbIBATLCA BbIGOP COOTBETCTBYHOLUMX CEPUIA ANA UCNOMb30BaHWA B
nccnefoBaHusaX in Vvivo.

AHanuTuyeckne MeTOAUKN WCNbITaHuiA HeobxoaMmo paspaboTaTb NPUMEHMTESILHO K KaXAOMYy fieKapCTBEHHOMY
npenapary Ha OCHOBaHWW 06LWMX 1 (MNK) YaCTHbLIX hapMakoneliHbiXx TpeboBaHuiA. B cnyyae HEBO3MOXHOCTU BbINOSIHEHUS
yKasaHHbIX Tpe6oBaHuii 1 (M) eCiM OHW He OTPaXatoT NPOLLeCC PacTBOPEHMS 1 BCaCbIBaHMSA in vivo (61openeBaHTHOCTb),
[0NyCTUMO UCNONb30BaTb a/lbTEPHATUBHbIE METOAMKM, MPU YCNOBUA HAIMYUS Y HUX AOCTATOYHON AUCKPUMUHALMOHHOM
CNOCcoBGHOCTH, TO €CTb CMOCOGHOCTM BbIABASATL PasHULY MeXay cepusmu ¢ npuemsiemMoit 1 HenpueMieMoin 61noaoCcTynHO-
CTbl0 N1IEeKapCTBEHHOrO npenapara B yCA0BMAX in vivo. Heobxoammo Bcerga yuuTbiBaTb akTyasbHble cBefeHus (Bkuvas
B3aVMOJeNCTBME XapakTepucTrK IeKapCcTBEHHOrO npenapara, OCHOBAHHbIX Ha 6roghapMaLeBTUYECKOl cMcTeMe knaccu-
dmkaummn v Bug nekapcTBEHHON ropMmbl.

[na obecneyeHns NosyyYeHUs1 NOTHOLEHHbIX Npodinneli pacTBOPEHNS, UHTEPBasTbI MexXay 0TOOPOM NMPo6 JOMKHBI
6bITb AOCTATOYHO YacTbiMK (HE pexe YeM vepes kaxable 15 MuH). B nepuog MakcMManbHOro M3MeHeHus npodmnsa pac-
TBOpEHus 0T60p NPo6 pekoMeHAyeTCs OCYLLEeCTBNATL elle valle. [115 NoCTPOeHUs NpuemMsieMoro npodinas pacTBopeHus
6bICTPO PacTBOPSOLLMXCA TeKapCTBEHHbIX NPenapaTos, MOSIHOe pacTBOpPeHWe KOTOpbIX yknagpiBaetcs B 30 MvH, 0T60p
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Ecnu B TeveHne 15 MuH pacTtBopunock Gonee 85 % aelcTayroLLero BelecTea (0T HOMUHANBHOMO KONUYecTaa), Npo-
hunmn pacTBOpeHUs NPU3HAIOTCH COMOCTaBUMbLIMU 6e3 farnbHeililleit MmateMaTnieckoit 06paboTkn AaHHbIX.

Ecnu 85 % peicTByloLero BeLlecTBa pacTBopunock B TedeHne 30, a He 15 MuH, To HeoBX04MMO UCNONb30BaTh
npw otbope Npob 3 BpeMeHHbIe TOYKW: A0 UCTEYEHWUS 15 MUH, Ha 15-0if MUH U B TouKe, Korga cTeneHb BbiCBOBOXAEHNS
CoCTaBnseT oKoro 85 %.

ConocTaBumocTb Npocuneit pacTBopeHNs MoxeT ObiTe onpegeneHa ¢ Ucnonb3oBaHueM dakTopa f, No crieayto-

e popmyne:
100
f2 =50" log '
t=nf—,, = .12
, 2 6=1{Qpl0) = Qr (0]
n

1

rae  f, — dakTop nogobus (cxoaumocTu),
___ N — KONWYeCTBO BPEMEHHbIX TOYEK;

QR(t) — cpefHee 3HaYeHne cTeneHn BuIcBObOXKAeHUS (B MpoLeHTax) AeWCTBYIOLLErO BellecTBa B Touke ¢ [nocne Ha-
Yana uccneposaHus] U3 pedepeHTHOro NIeKapCTBEHHOro Npenapara;

J, t — C eAHee 3HavYeHne crTeneHn Bbchoso)KAEHMH B NnpoueHTax AeI/ICIBleLL[eIO Bel.l.leC|Ba B |0qut nocne Ha-

Mpun ncnonb3oBaHnn faHHOK PopPMyNbl HEOOXOAMMO ONpPeAEnUTL CTENeHb BLICBOBOXAEHUSA AeACTBYIOLErO BELLe-
cTBa U3 Uccnefyemoro nekapcTBEHHOro npenapara U pepepeHTHOro NekapcTBeHHOro Npenapara.

OueHka chakTopa nogobus (cXxoaMMocT) OCHOBaHa Ha cnegyowux yCroBUsIX:

a) MUHUMaNbHOE KONUYECTBO BPEMEHHBIX TOMEK — 3 (He cHUTas HyneBoiA TOMKU 0TOOPA);

6) ans 06ounx cpaBHMBaEMbIX flekapCTBEHHBIX NPpenapaToB BbIGUpaloTCA 0UHAKOBbIE BpeMeHHbIE TOUKY;

B) ANA KaXaoW BPEMEHHOW TOYKM HeobXoAMMO MUHUMYM 12 3HaYEHUIA cTeneHU BLICBOGOXKAEHUS AelCTBYIOLLErO
BellecTBa A5 06ouX nekapcTBEHHLIX NpenapaTos;

r) ANA KeXXLoro U3 cocTaBoB flonycKkaeTes He 6onee ofHOro cnyyvasi NpeBbILLEHUS CPeJHEro 3Ha4YEHUS CTENEeHM Bbl-
cBoboxaeHus 85 %;

A1) OTHOCUTENbHOE CTaHAapTHOE OTKIIOHEeHUE (KO3aPhULIMEHT BapnaLun) A4S CTeNeHU BLICBOBOXAEHUA AeCTBYIO-
LL|ero BelecTBa B NepBO BPeMeHHOI To4Ke Mtoboro U3 nekapcTBEHHbLIX NpenapaToB He AoMKHO npeBblwaTs 20 %, a Bo
BCeX nocreaytomx — He 6onee 10 %.

KpuTepuit npuemneMoctn Ans gaktopa nogobus (f,) coctasnsiet ot 50 go 100, YTo noaTBEPXAAET COMOCTaBU-
MOCTb Npogunen pacTBopeHus.

B cryyae HecoOTBETCTBUA KPUTEPUIO MPUEMMNEMOCTH Mo f, PO PacCTBOPEHNS MOXHO CPaBHUBATb, UCMOMNb3YS
ansTepHaTUBHbIE METOAbI (Hanpumep, pacyeT dakTopa pasnuius f;, dyHKLUIO pacnpeaenerns Beitbynna unu cpasHe-
HWe cTeneHel BbICBOBOXAEHUA B pasHbIX BPEMEHHbIX ToUKax, Hanpumep, no t-kputeputo CTolofeHTa).

MeTopgbl, ansrepHaTUBHbIE pacqeTy Mo f,, cHMTaloTCA NMPUEMIeMbIMA, €CIIM OHU CTaTUCTUYECKU KOPPEKTHBI, @ 1X
ncnons3oBaHue [ocTaTto4HO 060CHOBAHO.

Heobxoanmo 3apaHee onpefenuts M 06ocHOBaThL Mpefentl NPUEMIIEMOCTU KpUTEpUsi COMOCTaBUMOCTH, HO MpK
3TOM OHM He AOMXKHbI npeBbiwaTh 10 %. KpoMe Toro, BapnabenbHOCTb pacTBOPEHNUS MeXAy AaHHbIMU UCCNEAYEeMOro u
pedepeHTHOro feKapcTBeHHOro npenapara Takke JoMmkHa ObiTe CONOCTaBMMOIA, ofHako Gonee HUakasa BapuabensHOCTb
LNA neenefyemMoro nekapcTBeHHoro npenapara ABnseTca npuemnemMon.

Heobxoanmo npepcraBuTL 0G0CHOBAHWE, UTO CTAaTUCTUYECKOE MPOrpaMMHoe obecnedeHne NpoLUno Banugaumio.

Heobxonumo fate nogpobHoe onucaHne u oGbsicCHeHUe BCeM JeiCTBUAM, MPEANPUHSTLIM B XO4e UCCIIea0BaHus, ¢
npeacTaBneHneM COOTBETCTBYOLUX 06o6LwatoLLmx Tabnuy,
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lMpunoxeHue 2
(cnpaBouHoe)

O6uwue TpeboBaHUA K UCCNeAOBAHUIO OUO3KBMBASIEHTHOCTH PAa3NINYHbIX
nexKapcTBeHHbIX (hopM

B npunoxeHun B JOMNOIMHEHNE K pPEKOMEHAALMAM CTaHAapTa, Kacaloluxcs UccrnefoBaHus 61MosKBUBaNEHTHOCTH
nekapcTBeHHbIX (POPM C HEMEANEHHLIM BbICBOBOXAEHWEM AeNCTBYIOLLEro BellecTBa npuseaeHsl obLme pekoMeHaLum
no UccrnefoBaHUIO pasfnyHbIX NeKkapcTBEHHbLIX POPM, U OTAENbHLIX BUAOB NIEKAPCTBEHHbLIX POPM € HEMEANEHHBIM Bbl-
cBobOXEHMEM A eCTBYIOLLErO BelLecTBa.

Ecnn uccneayeMblil nekapCTBEHHbIA Npenapar CoAepXUT APYryio conb, CROXHLIN 3up, cTepeonsomep unu mx
CMecCb, [pyroe KOMIIIEKCHOe coeiUHEeHNe UMK Npou3BOAHOE [EACTBYIOLLEro BeLecTBa N0 CPaBHEHWNIO C pePEPEHTHbIM
NeKapcTBEHHLIM NpenapaToM, To 6UO3KBUBaANEHTHOCTL HEOOXOAUMO NOATBEPAUTL C NOMOLLLIO UCCNeAoBaHUA BMO3K-
BUBareHTHOCTU in vivo. OfHaKo ecnu AelCcTBYIOLLEe BeLLecTBO UCCIIeyeMOoro feKapcTBEHHOro npenapaTta WAEHTUYHO
AelcTByloLLEMY BeLecTBY pedepeHTHOro NekapCTBEHHOro npenapara (WNu CoOAePXKUT COMNU CO CXOXUMU CBOWCTBaMMU CO-
rnacHo KpuTepueB pasfena 3 NpUnoXxXeHus 3), To B HEKOTOPbLIX CyYasix, ONUCaHHBIX HUXE U B NPUNOXEeHUN 3, NpoBeaeHue
nccnefoBaHuii GUO3KBUBANEHTHOCTH in Vivo He TpebyeTca.

2.1 JlekapcTBeHHble ¢(popMbl AN Npuema BHYTpb C HeMeAJleHHbIM BbiICBOGOXAeHMEM AeUCTBYIOLLEro
BellecTBa CUCTEMHOIo neﬁCTBVIﬂ

B oTcyTcTBME BbINONHEHUA ycnoBuil Ana 6uoseiiBepa (CM. NpunoxeHue 3) B OTHOLIEHWUWN TakuX NEKapCTBEHHbIX
dopM, Kak TabrneTku, Kancysnbl 1 CycreHsun Ans npuema BHyTpb HEO6X0AUMO NPOBOAUTL NCCNEAoBaHUA BUO3KBUBANEHT-
HocTu. B oTHOLIeHUn TabneTok, AUCMEpPrUpYIOLMXCA B MOMOCTU pTa, U pacTBOpOB ANS NpUeMa BHYTPb MPUMEHSIOTCA
cneuuarnbsHble, ONMcaHHbIe HUXe pekoMeHaauun.

2.2 TabneTtku, Aucneprupyowmecs B NONOCTU pTa

TabneTkw, fucneprupytolymecs B Nonoctu pra (aanee — TAM), npeaHasHadeHbl AN GbICTPOro pacTBOPeHUsi BO
pTy. Ecnu feiicTBytoLLee BeLLECTBO TaKKe pacTBOPSAETCA B CMIOHE U CNOCOBHO BCackiBaTbCA Yepes CAN3NCTYI0 060mnoYKy
POTOBOW MOMOCTH, TO BpPeMsl NMpuema fekapCTBEHHOro Npenaparta W ero KoHTakTa co CNWU3UCToi 06onouKkoil siensatoTca
BaXHbIMU hakTopamu. MNocne npornarbiBaHusA BbicBOGoagUBLUErOCS AeicTByoLero BewecTsa u3 TAMN, NoKpbITbix 060mou-
KOii, B 3aBUCMMOCTM OT COCTaBa fieKapCTBEHHOro npenapara, BcacbiBaHWe TakKe NMPOUCXOAUT U B XKEeNyf04HO-KULLEYHOM
TpakTe. Ecrin MOXHO NOATBEPAUTL, YTO AeHCTBYIOLLEE BELLECTBO He BcackiBaeTCs M3 MONOCTU pTa, a TpebyeT npornaTel-
BaHWA 4N abcopbLMM U3 XKenyAo4HO-KMLLEYHOro TpaKTa, TO fIeKapCTBEHHbIA Npenapat MOXeT yAOBNETBOPATL KpUTEPUAM
6uoBeiiBepa Ha ocHOBaHWM BuocapmaLieBTMYeckol cucTeMel knaccndukaumm (BKC) (cM. npunoxenune 3). Ecnu 310 He-
BO3MOXHO MOATBEPAMUTbL, TO HEOBX0AMMO NPOBOAUTL UcCriefoBaHUe BMO3KBUBANEHTHOCTU Y YernoBeka.

Ecnv TOM sBnsoTes AONONHUTENLHON (HOBOIW) NekapcTBEHHOW OPMOIA 1 (UNKU) pacluMpeHneM NUHeRKN A03npo-
BOK AN MHOMO COCTaBa fleKapCcTBEHHOro npenapara A npuema BHyTpb, TO NPOBOAST TPEXNEPUOJHOE UccnegoBaHmne ¢
Lienbio OLEeHUTb NPUMEHEHUe TabneToK, AUCTeprupyoLLMXCS B NMOMOCTU pTa, NpU O4HOBPEMEHHOM Npueme ¢ BoAOW Mnu
6e3 Hee. OgHako ecnu 6uosksmsaneHTHocTs Mexay TAM, npuHsTolt 6e3 BoAbl, U pehepeHTHLIM JleKapcTBEHHLIM Npena-
paToM, 3anuToro BOAO, NoKasaHa B ABYXMNepMOAHOM UccriefoBaHUK, To BuoskBmBaneHTHocTb TAM, 3anuBaemoit Bogou,
cUYUTaeTCA AOKasaHHOM.

Ecnv TAMN no oTHoLeHwWo K pedepeHTHOMY fiekapCTBEHHOMY npenapary, npeacrasnstowemMy coboit TAMN, asnaet-
CA BOCNPOU3BEAEHHLIM UK TMOPUAHLIM NeKapCTBEHHLIM NpenaparoM, Npyu NNaHWpoBaHUK UCCNE0BaHNA cneayeT Npu-
LepXuBaTbcs crefyoLmx TpebosaHmii:

a) ecnu pedepeHTHbI NekapcTBEHHLIN Npenapar 4oNyCTUMO KaK 3anuBaTb, Tak U He 3anueaTb BOAOW, TO Uccne-
JoBaHWe 61O3KBMBANIEHTHOCTM JOMKHO NPOBOAUTLCS 6e3 Npuema BoAbl, NOCKONbLKY 3TO Gorblue COOTBETCTBYET CNocoby
NpUMeHeHUs NekapcTBEHHOro npenapara B peanbHbIX YCroBusaxX. OTo 0COBEHHO BaXHO, ecnu AeicTByoLLee BELLeCTBO
pacTBOPSETCA U BCackiBaeTcs M3 nonocTu pta. Ecnun 6uoaksuBaneHTHOCTL 6e3 Nnpuema Boabl NOATBEPXAEHA, TO 6UO3KBM-
BaneHTHOCTb C O4HOBPEMEHHBIM NPUEMOM XUAKOCTWN CHUTAETCA [OKa3aHHOM;

6) ecnu pedepeHTHLIN NekapcTBEHHLIA NpenapaT nubo 3anvsatoT, TGO He 3anuBaloT BOAOW, TO UCCNeAOBaHUe
6103KBUBANEHTHOCTM MPOBOAWTCSA B COOTBETCTBYIOLLUX YCIOBUSX (CO CTaHAAPTHLIM ABYXMEPUOAHBIM NEePEKPECTHBIM Au-
3aitHom),

B) eCnn pedepeHTHbIV NekapCTBeHHbIA Npenapat nubo 3anusatoT, MMbo He 3anvBaloT BOAON, @ uccneayeMblil fe-
KapCTBeHHEbI npenapaT npeaHasHadeH Ana oboux cnocoboB NpuemMa, TO cpaBHEHWE NPOBOAAT, 3anuBas U He 3anusas
ncenefyemblil NeKapCTBEHHbI npenapaTt BOAOI, NPy 3TOM feKapCTBEHHEI npenapaTt NPYMEHSETCA B COOTBETCTBUU C
pekoMeHf0BaHHbIM cnocobom (TpexnepuoaHoe uccrnefosaHue B 3-x rpynnax B 6-Tu nocnesoBarensHoOCTAX).

B uccnepoBaHusax no usydenuto TAMN, ecrnv nocnefHAs He 3annBaeTcs BOJON, peKOMeHAYETCA HENOCPEACTBEHHO
nepefn NPMEMOM feKapcTBEHHOro npenapara CMOYUTL CAM3UCTY0 060Mo4Ky nonocTi pta 20 MmN BoAbl. MpueM Xuakoctu
B Te4eHUe 1 4 nocre npuema nekapCTBEHHOro Npenapara 3anpeLyeH.

NcecnepoBaHne BUOSKBMBANEHTHOCTY B OTHOLLEHUM NNEHOK, SUCMEPrMPYIOLMXCSA B NMOSIOCTU pTa, NMEHOK UNu 3a-
LeYHbIX TabneTok, TabrneTok NoALA3LIMHLIX U TaBNeToK XeBaTenbHbIX NpoBogMTes no aHanoruu ¢ TAMN. UccneaoeaHue
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6103KBMBANEHTHOCTWN HEOBX04MMO NPOBOAUTL B COOTBETCTBUM C PEKOMEHAYEMbIM CNOCO60M NPUMEHEHUS UCCeayeMOoro
rleKapCTBEHHOro Npenapara.

2.3 PacTBOpbI ANA NpueMa BHYTPb

Ecnun nccnegyemelil nekapcTBEHHbIN Npenapar npefcTaBnseT coboit BoAHbIA pacTBoOp ANA NpUeMa BHYTpb U CO-
LLepXUT Ty Xe KOHLEeHTpaLuio AeNCTBYIOLEro BelecTBa, YTo U 3aperucTpupoBaHHLIN pacTBop, TO NPOBEAEHUE Uccne-
foBaHWii BrosksMBarieHTHoCTU He Tpebyetcs. OfHako ecnu BCnoMoratenbHble BewwecTBa cnoco6Hbl NOBMUATL HA MO-
TOPUKY Xenyo4HO-KULLIEHHOro TpaKTa (Hanpumep, copbuTor, MaHHUTON u T. 4.), abcopbumio (Hanpumep, NOBEPXHOCTHO
aKTUBHble BelLecTBa UMM COEANHEHUS, BNUAOLLMEe Ha Benku-nepeHocUnkn), NpoLecc pacTBOPEHUs M BcackiBaHUA (Ha-
npUMep, copacTBOPUTENN) UMK CTabUNBHOCTL AEACTBYIOLLEro BELLECTBa /N Vivo U eCNK pasfnnuust Mexay copepXxaHuem
BCromoraTesbHbIX BELLEeCTB AOMKHBIM 06pasoM He 0060CHOBaHbBI MPOYUMU AaHHBIMU, TO NPOBOAMTCA UccreoBaHue 6uo-
3KBUBaNEHTHOCTU. TpeboBaHUsA K BCoMoraTeSibHbIM BELLECTBaM pacTBOPOB ANS NPUeMa BHYTPb aHanoruyHbl yCrnosmam
GuoBeiiBepa (CM. NpUnoxeHue 3).

Ecnu 61oskBMBaneHTHOCTb MCCriefyeMoro iekapCTBEHHOro npenapara, SBMALWerocs pacTBOpoM AJfsi npuema
BHYTPb, [OMXHa OblTb NOATBEPXAEHA MO OTHOLUEHUIO K APYTrOMY JNleKapCTBEHHOMY Npenapaty ¢ HeMeANEHHLIM BbICBO-
6oxaeHnem, To He0BXOAUMO NPOBECTU UccrnefoBaHNe GUOIKBUBANEHTHOCTH.

2.4 Kom6uHUpoBaHHbIe NeKapCcTBEHHbIe Npenaparbl

TpeBoBaHUsA MO NpoBefeHUIO UCCrefoBaHUs KOMGUHUPOBAHHLIX NEKapCTBEHHbLIX NpenapaTtoB YCTaHOBIEHb! ApYy-
rMMW AOKYMeHTaMu. YcroBus GuoBeiiBepa B OTHOLUEHUM KOMOMHUPOBaHHBIX NEKAPCTBEHHLIX NpenaparoB U3NOXeHb! B
YacTu V npunoxeHus 3.

2.5 JlekapcTBeHHble hopMbl ¢ HeMeAeHHbIM BbICBOGOXAeHWeM AelCTBYIOWEro BelecTBa CUCTEMHOIO
AeNCTBUSA, He NpeAHa3HaYeHHble ANA NpMeMa BHYTPb

HacToAwui nogpasgen, B YaCTHOCTU, KacaeTcs peKTanbHbIX NekapcTBEHHbIX POpM. B OTHOLLEHUM HUX, Kak npa-
BWIO, NMPOBOAATCA UcCneAoBaHUSA G1oaKBMBaNeHTHOCTU. Ecnn nekapcTBeHHbI Npenapat npeactaensietT coboid pacTeop,
KOTOPLIA COAEPXNT AeiCTBYIOLLIEE BELLECTBO B TON Xe KOHLUEHTPaLUK, YTO U 3aperncTpMpoBaHHbIiA NiekapCTBEHHLIA npe-
napart C TéM Xe Ka4eCTBEHHbIM U CXOXMUM KONMUYECTBEHHLIM COAepXaHUueM BCNOMOraTenbHbIX BewecTB, BO3MOXEH 6uo-
BeiiBep (Mpy 9TOM MOTyT NPUMEHATbCA TpeboBaHWS, aHanormyHble AnNa pacTBOpoB ANA NpMeMa BHYTpb).

MonoxeHns gaHHoOro nogpasjena He OTHOCATCA K MeKapCTBEHHLIM npenapaTtam ANs WHransuuid, npUuMeHsieMbIxX
ANa neveHns GpoHXMansHOR acTMbl U XpOHUYeckne o6CTPYKTUBHBIE GONe3HN Nerkux, a Takke K ropMoHarsbHbIM crpesim
AN Ha3anbHOro NPUMEHEHNS.

2.6 PacTBOpbI ANA NapeHTepanbHOro BBeAeHUA

Ecnu nccnegyeMblil nekapcTBEHHbIA NpenapaT ABNAETCA BOAHBIM PaCTBOPOM ANS BHYTPUBEHHOIO BBEAEHWUS U CO-
LEepXUT TO Xe AelCTBYIoLee BELLECTBO, YTO U 3aperucTpupoBaHHbIil NeKkapCTBEHHbI Npenapar, To NpoBeAeHWe uccne-
f0BaHWsA GMOIKBMBANEHTHOCTH, KaK NpaBuno, He Tpebyerca. OfHaKo ecrnn OJHO U3 BCIOMOraTembHbIX BELLECTB CNOCOBHO
B3avMOAEeNCTBOBaTbL C AENCTBYIOLLMM BELLECTBOM (HanpuMep, ¢ obpa3oBaHMeM KOMIIIEKCOB) Unn Apyrum o6pa3om Bru-
ATb Ha ero pacnpefenexHue, MeTabonusm u BeiBefeHune, TpebyeTca NpoBeAeHUe MCcCrefoBaHUs BUOIKBUBANIEHTHOCTH.
Ero moxHo n3bexaTb, ecnu cpaBHUBaeMble NekapCTBEHHbIE Npenapartkl cofepX)aT NPUMEPHO OfUHaAKOBOE KONMUYECTBO
BCroMoraTenbHbIX BELWECTB U AoMKHEIM 06pa3oM foKasaHo, YTO UMEIOLLUECs pasiinyus B UX COAEPXKaHUU He BAUAIOT Ha
hapMaKoKMHETUKY AeiCTBYOLLIEro BELLeCTBa.

Mpu Apyrux napeHTepanbHbIX NyTAX BBEAEHUS, HanpuMep, BHYTPUMBILLEYHOM U MOAKOXKHOM, €Cnu Uuccneayemslin
neKapcTBeHHbIA NpenapaT UMeeT O4MHAKOBLIA TUN pacTBOPUTENS (Hanpumep, BOAHAS WKW MacnsHas cpeaa), COAEPXUT
TO Xe [eACTBYIOLLee BELLEeCTBO B TOW Xe KOHLEHTpaLMK U Te e BCroMoraTernbHble BELLecTBa B CXOXUX KonudyecTsax, 4To
¥ 3aperncTpupoBaHHLI NekapcTBeHHbIW Npenapar, To NpoBefeHNe UcCcrnefoBaHUii GUO3KBUBANEHTHOCTU He TpebyeTcs.
Bonee Toro, npoeefeHue nccnefoBaHnsi 6GUOIKBUBANIEHTHOCTU BOAHLIX pacTBOPOB C NMPUMEPHO OAWHAKOBLIM COAEepXaHu-
€M BCroMoraTernbHbIX BELLeCTB He TpebyeTcs, ecnu nocfefHWe He BIUSIOT Ha BA3KOCTb.

2.7 NIunocomarnbHble, MULENIIAPHbIC N 3MYTNbCUOHHbBIE FleKapCTBEeHHbIe (bOpMbI Ansi BHYTPUBEHHOro
BBeAeHuA

JNlunocomanbHble nekapcTBeHHble hopMbl: (PapMakoKMHeTMYeckue ocoBeHHOCTU NMNocoManbHbLIX NpenapaTos
ANA BHYTPUBEHHOrO BBeAEHUS TpebyloT 0cobbiX NMOoAX0oA0B NOATBEPXAEHUA GMOIKBUBANEHTHOCTH, KOTOpPLIE HE NpUBO-
AATCSA B HACTOSALLEM CTaHAapTe.

AMYNbLCUK: SMYNLCUK, KaK NpaBuro, He noanexar npoueaype 6uoseiiBepa.

OpHako npu cobniofeHnn HUxKenepednUcrieHHbIX YCIoBUiA npoleaypa bruoseiiBepa BO3MOXHa:

a) nekapcTBeHHas bopMa He npefHa3HayYeHa AN KOHTPONMPYEMOro BhICBOBOXAEHUA W (UNIU) KOHTPONUPYEMOro
pacnpeaeneHus (BEeKTOPHOIN JOCTaBKK);

6) cnocob u ckopocTb BBEAEHUA COBNaAaloT C TaKOBBIMU ANSA 3aperncTpupoBaHHOro NiekapCTBEHHOro npenapara.

B Takux criydasx ka4ecTBeHHbIN U KONMUMYECTBEHHLIA COCTaB NieKapCTBEHHOrO npenapara He JOIMKeH oTnyaTees oT
3aperncTpupoBaHHoOro; Heobxo[UMO NpeAcTaBUTL 060CHOBaHHLIE JaHHbIe, NOATBEPXKAatoLLUe BbICOKYIO CXOXKECTb pusn-
KO-XMMUYECKUX CBOWCTB, BKIMoHasa ppakUMOHHbLIA cocTaB AUCNEPCHON NUMUAHONA dhaskl U Apyrue sHadyuMble xapakrepu-
CTUKKU 3MYTbCUU, B TOM YACTIE MOBEPXHOCTHLIE CBOCTBA (HanpuMep, C-MoTeHumarn U peoriornyeckue CBOMCTBa).
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NekapcTBeHHbIe npenapaThl NMUNMAOCB ANA BHYTPUBEHHOro MapeHTeparibHOro MUTaHUA: ecnv B OTHOLUe-
HUW STUX JIeKapCTBEHHLIX NpenapaToB npefcTaBneHbl 060CHOBaHHbIE faHHble O COMOCTaBUMOCTU PU3NKO-XUMUHECKNX
CBOWCTB, BO3MOXHa npoueaypa 6uoseiBepa. Pasnuyns B coctase MOryT 6biTb 060CHOBaHbI CBONCTBAMM U NOKa3aHUAMU
K MPUMEHEHUIO TakWxX NeKapCTBEHHbLIX hopM.

MuuennooGpa3sylowme npenaparbl: MULENNAPHLIE PACTBOPLI AN BHYTPMBEHHOrO BBEAEHUA MOryT paccMaTpu-
BaTbCS KaK «KOMMMEKCHbIE» pacTBOPbI, NOSTOMY OHW He nognagatoT nog duoseiisep.

OpHako npu cobnofeHnn HuxenepevncrieHHbIX ycrnosui GuoBeiiBep BO3MOXEH:

a) Npu pa3BefeHUK NleKapCTBEHHOro NpenapaTa B COOTBETCTBUM C peKOMeHaLuaMU No ero cnocoby npuMeHeHus
npoucxoauT BLICTPLIA pacnag MULEens, a nekapcTBeHHas popma He npefHasHaveHa Ansi KOHTPOSIMPYEMOro BbICBOBOX-
LeHUs Unn pacnpepenexms;

6) cnoco® 1 ckopocTb BBEAEHUSA COBMaAaroT C 3aperncTpMpoBaHHbIM f1eKapcTBeHHbIM NpenapaTom;

B) BCNoMoraTenbHble BeLLecTBa He BIUAKT Ha pacnpefeneHvne, Metabonunsm n BbiBeAeHWe 4eNCTBYOLLEro BeLle-
cTBa.

B Takmx cny4anx Ka4ecTBEHHbIA 1 KOTMYeCTBEeHHbIA COCTaB MULIENNAPHOro pacTBopa HeNocpeACcTBEHHO Nepes Bee-
[eHNeM He [IONKEH OTNMYaTbCA OT 3aperMcTpPMpPOBaHHOMO flekapCTBEHHOro npenapara; HeobxogMMo npegcTasuTe 060-
CHOBaHHble JaHHble, MOATBEPKAaOLLMNe CXOXECTb (PU3NKO-XMMUYECKUX CBOMCTB. Hanpumep, KpUTUYecKas KOHLIEHTpaLus
MuLennoobpasoBaHusi, CNOCOBHOCTL NekapcTBeHHOW hopMbl K contobunnsauun (Hanpumep, MakcumaneHas Ao6aBoqHas
KoHUeHTpauus (Maximum Additive Concentration)), cBo6oaHas 1 cBs3aHHas dpakuusa AeNUCTBYIOWEro BellecTsa U pas-
Mep muuenn.

OTv npaBuna Takke NPUMEHUMbI NPU HE3HAYUTENbHBIX M3MEHEHUAX Ka4eCTBEHHOro UM KONUYECTBEHHOrO cocTaBa
neKkapcTBEHHOro npenapara, Npu yCnoBumn TOoro, YTo Takne U3MEHEHUS He 3aTparMBaroT Ka4eCTBEHHbIA UMK KONUYeCTBEH-
Hblii COCTaB NOBEPXHOCTHO-aKTUBHBIX BELLECTB.

2.8 JlekapcTBeHHble ¢popMbl ¢ MOAUKULMPOBaHHBLIM BbICBOBOXKAEHWEM CUCTEMHOTO AeHCTBUSA

2.8.1 IlekapcTBeHHble ¢popMbl ¢ MOANULIMPOBaAHHBIM BbiICBOGOXAEHUEM ANA Npuema BHYTPb UIM TPaHC-
AepManbHOro npuMeHeHus

JlekapcTBeHHble (POpPMbI ¢ MOAUDULIMPOBAHHLIM BbICBOGOXAEHWEM ANSA NpUeMa BHYTPb UMK TpaHCAEepPMarnbHOro
npumMeHeHus TpebyloT npoBefeHNs UccrneqoBaHnii GUOIKBUBANEHTHOCTU B COOTBETCTBUM C YCTAHOBNEHHBLIMU TpeboBa-
HUAMMU.

2.8.2 lNlekapcTBeHHble ¢hopMbl ¢ MOANPULUNPOBAHHBIM BbICBOGOXAEHMEM ANSI BHYTPUMBILLEYHOIO U NOA-
KOXHOro BBeAieHusA

Mpu noaTBEpPXAEHUU BUOIKBUBANEHTHOCTU B OTHOLUEHUU CYCNEH3UA UMW UHBLIX NEKapCTBEHHBIX (hOPM, NpeaHa-
3HaYeHHbIX ANA MOAUMDUKaLMM BbICBODOXAESHNS Ae/ACTBYIOLIErO BeLecTBa MPU €ro BHYTPUMBILLEYHOM UMW MOAKOXHOM
BBEAEHWUU, NPUMEHSAITCA TpeboBaHWA K MOATBEPXAEHUIO BUOIKBUBANEHTHOCTU BHECOCYANUCTBIX NeKapCTBEHHLIX (hOpM C
MOAMDULMPOBaHHBIM BbICBOGOXAEHNEM (HanpuMep, TpaHcAepMarbHbIX), B COOTBETCTBUW C yCTaHOBMEHHBIMU TpeboBa-
HUAMM.

2.9 llekapcTBeHHbIe NpenapaTbl MECTHOTO AeACTBUA, NPUMEHAEMble MECTHO UNN HapPYXHO

PexkoMeHaaUMmn No M3ydeHuio NekapcTBEHHbLIX NpenapaTtoB MECTHOro AeWCTBUA (MPU NEpPOpanbHOM, HasanbHOM,
NerovHoM, rMasHoM, HaKoXHOM, pPeKTanbHOM, BaruHansHOM U T. [i. BBEAE€HWUN), YCTAHOBMEHbI APYrMMU HOPMAaTMBHLIMM
LOKYMEeHTamu.

Ecnn uccnepyemelil nekapcTBeHHLIN Npenapat, NpeAcTaBnsaoLWmiA coboii pacTBop (HanpuMep, Kannu rmasHele,
crnpei HasanbHbIA (3@ UCKMoYEeHNEM ropMOHarbHbLIX HasarnbHBIX CPEEB) UM PacTBOP ANA HAPYXHOro NPUMEHEHUs!), He
OTNMYaeTca No BUAY Cpefbl pacTBOPEHUA (BOLHAA UMW MacnsHasg) U COAEPXUT Ty e KOHLEeHTpaLuio TOro Xe eiAcTBy-
foLLero BeLlecTBa, YTO U 3aperucTpupoBaHHbIA NeKapCTBEHHLIA Npenapart, TO NOATBEPXAATb SKBUBANEHTHOCTL MexXay
HUMM He TpebyeTcs. HesHa4yuTenbHbIe PasnMyuns B COgepKaHun BCroMoraTesbHbIX BEWecTs AONYCTUMbI, ECITU 3HAaYUMbIE
dapmaLieBTUHEeCKMe CBONCTBa UCCeyeMoro n pedhepeHTHOro NekapCTBEHHOIO Npenapara WaeHTUYHLI U aHanorMyHbI.
JTioBble ka4ecTBEHHbIE UMK KONUYECTBEHHbBIE Pasnuynusa B COAEPXaHUM BCrioMoraTerbHbIx BellecTB TpebytoT o6ocHoBa-
HUS C NO3NLINIA UX BUAHWUA Ha TepaneBTUYECKY 0 3KBMBANIEHTHOCTb. pyu OTCYTCTBUM OCHOBaHM cnocob 1 NyTu BBEAEHUSA
LOMXKHBI COOTBETCTBOBATL 3aperncTpypoBaHHOMY NlekapCTBEHHOMY Npenapary.

Ecnn nocne MecTHOro NMpUMEHEHUs NeKkapCTBEHHbIX NpenapaToB ANS MECTHOro NPUMEHEHWUSA B CUITY CUCTEMHOM
abcopbLumn BO3HNKAET PUCK CUCTEMHBIX HeXenaTenbHbIX peakuuid, He0BXogUMO U3MEPUTL CUCTEMHYHO 3Kcnoanumio. He-
06xofMMO NOATBEPAUTD, YTO CUCTEMHAA SKCMO3ULIMA UCCIEAYeMOro NekapCTBEHHOrO NpenapaTa He NpeBbiLLaeT TakoBYHO
NeKapcTBEHHOro Npenapara cpaBHEHWS, T. €. BepxHsAs rpaHnla 90 % foBepUTeNbHOro MHTepBana He AoMmKHa NpeBbIlaTh
BEPXHIOI rpaHuLy npuemnemoctn 6uoskeneaneHTHocTn (125,00 %).

HuW oAWH 13 NekapcTBeHHbBIX NpenapaToB MECTHOro AEUCTBUSA, MPUMEHSIEMbBIX MECTHO UM Hapy»KHO, Henb3s pac-
cMmaTpuBaTh B Ka4eCcTBe BOCMPOWU3BEeHHOro flekapCTBEHHOro npenapaTa, NOCKoMbKY OHU NojnajaroT nog onpeaeneHue
rMépuaHOro nekapcTBEHHOro npenapara.

2.10 Ma3bl

Ecnu nekapcTBeHHbIN npenapar ABNAeTCA rasomMm And VIHI'aJ'IHLlI/IVI, ucecnegoBaHust GUOSKBUBANEHTHOCTU He Tpe6y-
KoTCA.
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Mpunoxexue 3
(cnpaBouHoe)

BuoBeiBep, OCHOBaHHbLIN Ha 6uodapMaLeBTHYECKON CUCTEME KIaccudukaumm

3.1 O0wwme nonoxeHus

BuoBeiiBep, ocHOBaHHLI Ha BuodapmaliesTuHeckoi cucteme knaccudpukauum (BKC), HanpaeneH Ha yMeHbLLEHUE
KonuyecTBa UccrefoBaHNil GUO3KBMBANEHTHOCTH /N Vivo, TO €CTb OH MOXET CRYXUTb 3aMeHON BUOIKBUBANIEHTHOCTH in
vivo. [poBefeHua uccrnefoBaHuii GUOIKBUBANEHTHOCTU /N ViVO MOXHO U3bexaTb, eCnu 3KBUBArEeHTHOCTb /n vivo nog-
TBEpxAaeTcs 060CHOBaHHLIMU AaHHBIMU, NOITYYEHHBIMU in Vitro.

BuoseiiBep, ocHoBaHHbI Ha BKC, orpaHuyeH nekapcTBeHHLIMU NpenapaTaMn AN NpueMa BHYTPb B TBEpAbIX ne-
KapCTBEHHbIX (pOpMax CUCTEMHOro JeiCTBUS C HEMEANEHHBLIM BLICBOOOXAEHUEM, CoAepXaLlUMUN BbICOKO pacTBOpUMbIE
AelcTByIOLME BellecTBa c npefckasyemoit abcopbuuvent y 1YenoBeka, NpW YCNoBWUK, YTO 3TU AeiCTBYyOLWME BelyecTBa
UMEIOT LUIMPOKWUIA TepaneBTUYECKMNiA Anana3oH (cM. nogpasgen 2.9 ctaHaapra). [1pu 3TOM OH HENPUMEHUM K NOABA3LIY-
HbIM, 3allevHbIM NeKapcTBEHHLIM hopMaM U NeKkapcTBeHHLIM dopMaM ¢ MOAUDULMPOBaHHBIM BbicBOGOXAEHWEM. B
OTHOLLEHUN NeKapcTBEHHbIX POpM, AUCMIEPTUPYIOWMNXCA B NOMOCTU pTa, AaHHbIA NOAXOA NPUMEHUM, €ChU UCKIIoHYeHa
abcopbuusa U3 NonocTu pra.

BuoseliBep, ocHoBaHHbI Ha BKC, npeaHasHaveH ANA ycTaHOBIEHMSA BMOIKBUBANEHTHOCTU MexXay onpefeneHHbl-
MU UccriefyeMbiMU U pedepeHTHLIMUA NekapcTBEHHBIMU NpenapaTtamMu. MpuHUmMNLl KoHUenuun 6uoseiiBepa MoryT npu-
MEHSATECA ANS NOATBEPXAEHUA GUOSKBUBANIEHTHOCTU BOCNPOU3BEAEHHLIX NleKapCTBEHHLIX NpenapaTtoB, paclUMpeHuid
OpUrMHanbHbIX NekapcTBEHHBIX Mnpenaparos, Npu BHECEHUN U3MeHeHW B Aocbe, Tpebylowmnx ycTaHoBNeHU BMoakBuU-
BasIeHTHOCTW, ANS YCTaHOBMEHU BUO3KBUBANEHTHOCTU MEXAY JleKapCTBEHHLIMU MNpenapartamu, NPUMEHSIBLUMMUCSA B Ha-
YarnbHbIX hasax KNMHUYEeCKUX UCCNefoBaHuii, a Takke NeKapcTBEHHLIMU NpenaparaMu, BLIBOAUMBIMUA Ha PbIHOK.

3.2 O6me TpeboBaHus

BuoBeliBep, ocHoBaHHbIA Ha BKC, npuMeHUM K nekapcTBeHHOMy MpernapaTty ¢ HeMeANeHHbIM BbICBOOOXAEHUEM
npW yCnoBUM BbINOMHEHUS BCeX cneaytowux TpebosaHwii:

a) AeicTBYIOLLEE BELLECTBO XOPOLO pacTBOPUMO U noaBepraeTcsa nomnHoi abcopbuuum (I knacec no BKC) (cMm. pas-
Aen 3),

6) c yueToMm cnevuuanbHbIx TpeboBaHuil (cM. nogpasgen 4.1) xapakTepuUCTUKN pacTBOPEHUS in Vitro uccnegyemoro u
pedepeHTHOro NekapcTBEHHLIX NpenapaToB onpeAenstoTcs kak o4eHb GeicTpble (>85 % B TeveHune 15 MuH) nnu GeicTpele
(85 % B TeueHue 30 MUH);

B) Ka4eCTBEHHbIA M KONIMYECTBEHHBIA COCTaB BCMOMOraTenbHbIX BELWeECTB, CNOCOGHLIX NOBNUATL Ha GUoskBUBa-
NEeHTHOCTb, 0AMHaKoBbLIA. [pu 3ToM, LienecoobpasHo UCMONbL30BaTL OAUHAKOBLIE BCNOMOraTenbHbLIE BelecTBa B COMO-
CTaBUMbIX KoriudecTBax (CM. pasgen 3);

r) OTCYTCTBYIOT PUCKWU, CBSI3aHHbIE C BEPOATHOCTLIO MPUHATL OWWGOYHOE 3aKMNoYEHME 0 BO3MOXHOCTU UCMONb30Ba-
HWsA npoueaypbl bnoBeiiBepa, ¢ y4eTOM BEMUYUHBI TEPANEBTUHMECKOTO UHAEKCA U KITMHWUYECKUX MOKa3aHWiA K MpUMeHeHMIo
ANs feiicTBYIOLLEro BellecTBa B COCTaBe fiekapCTBEHHOrO Npenapara.

BuoseiiBep, ocHoBaHHbI Ha BKC, Takke npUMeHUM K NnekapcTBEHHOMY Npenaparty ¢ HeMeaJIeHHbBIM BbiICBoOboXa e~
HWEeM NpU YCIOBUM BLINOMHEHWUS BCEX Crieaylolwux TpeboBaHuit:

a) feicTByIOLLEE BELLECTBO XOPOLLO pacTBOPUMO U NoABepraeTca orpaHudeHHon abcopbuuu (Il knace no BKC, cm.
pasgen 3);

6) c yyeToM cneumanbHbIX TpeboBaHuii (cM. nogpasaen 4.1) xapakTepUCTUKU pacTBOPEHUS in vitro UccneayemMoro 1
pedepeHTHOro nekapcTBeHHbIX NpenaparoB onpeaensioTcs Kak o4eHb GbicTphle (> 85 % B TedeHue 15 MUH),

B) Ka4eCTBEHHbIA N KONMMYECTBEHHBLIA COCTaB BCMOMOraTenbHbIX BELECTB, CNOCOBHLIX MOBMUATL Ha GUo3ksUBa-
TNeHTHOCTb, OAWHaKoBbliA. [pu aToM, LienecoobpasHo UCNONBL30BaTL OA4WHAKOBLIE BCMOMOraTeNbHbIE BelecTsa B Cono-
CTaBUMBIX KormdecTsax (cM. nogpasgen 4.2 );

Cnepyet 6onee KpMTUYHO NOAXOAMUTL K OLIEHKE BEINONHEHUA YCNOBWiA (Hanpumep, MecTo abcopbuum, BO3MOXHOCTb
B3aumofleicTBus ¢ Henkamu-nepeHocumkamu B Mecte abcopbumn, cocTaB BCoOMOraTtenbHbIX BEWECTB U TepanesTude-
CKUe pUcKK) B OTHOLLEHUM nekapcTBeHHbIX npenapatos |l knacca no BKC, yeM k npenaparam | knacca no BKC.

3.3 feicTBYI0LlECE BElleCTBO

B uenax onucaHus CBOMCTB AENCTBYIOLLEro BellecTsa, NognajaroLyero nog koHuenuyuo buoseiiBepa, JOCTaTOMHO
YeTKUX pedepupyeMbIX NUTEpPaTYPHBIX AaHHbIX.

Ecnu geiicTBylolue BellecTBa Uccnefyemoro U pedepeHTHOro fiekapCTBeHHBIX NpenapaTtoB OAWHaKOBLIE, BO3-
MOXHO npumeHeHne GuoseliBepa. buoBeiiBep Taloke BO3MOXEH, €CMN UCCNEAYEMbIl U pedepEeHTHLIA NekapCTBEHHbIE
npenaparbl cofiepXar pasfiniHble Conun Npu YernoBum ux npuHagnexHocty k | knaccy no BKC (Bbicokas pacTBOpUMOCTb
1 nonHas abcopbuus; cm. nogpasgensl 3.1 u 3.2). Ecnu nccnegyeMslit nekapcTBeHHbI Npenapar cofepXUT CrOoXHbIE
3upbl, CTEPEOM3OMEpPbl U UX CMECU, KOMIIEKChb UNW NPOU3BOAHLIE AENCTBYIOLLErO BelecTBa pedepeHTHOro nekap-
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CTBEHHOro npenapara, GuoBenBep HEBO3MOXEH, NOCKONBLKY pasnMuusa MOTyT NMPUBECTMU K pa3nuYHON 6UOAOCTYNHOCTH, He
BbISIBMSIEMON C MOMOLLbIO 3KCNEPUMEHTOB, UCMONb3YeMbIX B KOHLenUun buoseiiBepa, ocHoBaHHOro Ha BKC.

HeiicTByloLLiee BeLECTBO He JO/DKHO 0bnagaTh y3KUM TepaneBTUYECKUM AWanas3oHoM (CM. NYHKT 2.9.1 cTaHgapTa).

3.3.1 PactBOpUMOCTb

HeobxoanMmo ycTaHOBUTL U NpoaHanusnposatb Npocuns pH-pacTBopMMoCTH AeicTByoWero BewecTsa. JencTay-
loLLee BeLLECTBO NPU3HAETCA XOPOLLIO PacTBOPUMBIM, €CnNK Npu Temnepatype 37 + 1 °C ero MakcumanbHas ogHokpaTHas
fi03a (4N NekapCcTBEHHOro npenapara ¢ HemeAneHHbIM BLICBOBOXAeHMEM) NONHOCTLIO pacTBopaeTca B 250 mn Gydep-
Horo pacTsopa B AinanasoHe pH ot 1 ao 6,8. [Ana storo TpebyeTcA npoBecTn uccriefoBaHne He MeHee YeM ¢ 3 BydepHeiMn
pacTBopamu ¢ pasnuuHbiMu pH, HaxoaALMMEA B BbllLeyKazaHHOM Anana3oHe (npegnodvtutensHo npu pH 1,2; 4,5 1 6,8)
¥, no BosmoxHocTH, npu pKa, ecnu pKa HaxoauTcs B ykasaHHOM AunanasoHe pH. B Lensx ogHo3Ha4YHOro onpegeneHus
KnaccudmnKaLMoHHON NPUHAANEXHOCTU NO PacTBOPUMOCTIU MOTYT NOHaA0bUTLCA NOBTOPHLIE UCNBITAHWS NPU Kaxaom pH
(Hanpumep, MeToA BCTPSXMBaHUS UNK ApYroi noaxoAswuin). pH pacteopa cnefyeT onpeaensaTb 40 U nocne gobaeneHns
JeicTBytoLLero BellecTsa B bydep.

3.3.2 BcacbiBaHMe (MpOHUKaOWAan cNOCOGHOCTL)

Mpwn 3asiBNEeHUM Ha perncTpaLuio NnekapcTBEHHOro Npenapara ¢ NpumMeHeHUeM buoseliBepa, ocHoBaHHOro Ha BKC,
pekoMeHAyeTca MoATBEepAUTL MNorHytlo abcopbumnio AeiicTByloLero BellecTBa y YenoBeka. C 3TOW Lenbio Nog NOSHbIM
BCacblBaHMeM MoHWMaroT abcopbumio = 85 %. MonHoe BcackiBaHWe 06bIMHO 0BYCNOBNEHO BLICOKOW NPOHUKaoLWel cno-
CoBHOCTLIO AeCTBYIOLLErO BELLeCTBa Yepes KULEYHbI 6apbep.

Hanu4ne nonHoro BcacbiBaHWs LOMKHO 6bITb 060CHOBaHO UCCIIeAOBaHUSIMU Y HenoBeka. B kadecTBe 060CHOBaHUA
fonyckaeTcst UCNonb3oBaTk pesyrkTaThl NCCrefoBaHuiA:

- abcontoTHON BUOAOCTYMHOCTHU;

- MaTepuarnbHoro 6anaHca.

Mpu ncnonb3oBaHuM MeToga MaTepuansHoro 6anaHca Ans BelMUCIIEHNS BCOCaBLUENCS hpakLum HeoGxoaMMo yao-
CTOBEPUTLCH, YTO MeTabonuThl, Y4TEHHbLIE NPU pacyeTe BcocaBLueics dpakumu, obpasoBanuck nocne abcopbuuu. B
CBSA3M C 3TUM Npu pacyeTe obLlei pafUoaKTUBHOCTU, SKCKPETMPYEMOW C MOYOW, HEOOXOAUMO YAOCTOBEPUTLCS, YTO B
XEenyao4HOM UMK KULLIEYHOM COKE He MpousoLlna YacTuyHas gerpagauus unu buotpaHchopmayus HEU3SMEHEHHOO Aeit-
cTBytoLlero BelllectBa. Peakuuu | caskel (Hanpumep, okucnedune) unu Il dasbl (Hanpumep, kKoHbloraumsl) Metabonusma
MOrYT MPOUCXOANTbL NiLLE Nocne abcopbLum (He B XenyaoHHOM UMW KULLEYHOM coke). Takum o6pa3oM, OCHOBLIBASACH Ha
JaHHbIX UccnefoBaHuii MaTepuanbHoro 6anaHca, BcackiBaHWe NpUsHaeTcsA NonHbIM, ecnu oblyee cofepxaHue UCXOA-
HOro CoeAMHeHUsI B MoYe U ero MeTabonutos (npoLuegwmx | u (unu) Il dhassl MeTabonuaMa) B MoYe U Kane cocTaBnaeT
2 85 % OT NpUHATON JO3bI.

KpoMme Toro, BbICOKO pacTBOpUMbIE AeUCTBYHOLME BeLlecTBa ¢ HENONHeIM BcackiBaHueM (lIl knace no BEKC) Taioke
MOryT nofnaaars nog 6uoseliBep, eCnu BLIMONMHAKTCA onpefeneHHble TpeboBaHMS K cocTaBy fekapCTBEHHOMO Npenapa-
Ta U NpoduUnto pacTeopeHmns in vitro (cM. noapasgen 4.2 BenoMoratenesHsle BelyecTsa). MNpu oTHECEHUN coeUHEHWA K |
krnaccy no BKC 1 otcyTcTBMM 060CHOBaHHLIX AOKA3aTeNBbCTB B NOMb3Y MX MOMHOMO BCacbiBaHUS K HUM Takke NpeabsiBrs-
toTcA Gonee xecTkue TpeboBaHus.

YcTaHoBNeHHas O1M03KBUBaNEHTHOCTb MEXAY BOGHOW M TBEPLOM NekapcTBeHHbIMU (hOpMaMn HEMERTIEHHOIO Bhbl-
CBOOOXEHUS HEKOTOPOro COeAUHEHNS, MPUHUMAEMOro BHYTPb, NPUHUMAETCA B Ka4ecTBe NOATBEPKAEHMUS, MOCKOMbKY
CBUAETENbCTBYET O TOM, YTO orpaHuyeHne abcopbunu, obycrioBreHHoe cBOWCTBaMU NekapCTBEHHON hOpMbI nekap-
CTBEHHOro npenapata (C HeMefNeHHbIM BbICBOGOXeHNEM), ABNAETCSA HeaHaunTernbHbIM. Ka4ecTBeHHble uccneqoBaHus
NPOHULI@EMOCTH in Vitro, B TOM 4YUCNe C UCTONb3OBaHWEM CTaHAAapTHLIX 00pa3sLoB, Takke CBULETEMNLCTBYIOT B NOJSb3Y
pesynesraToB, NONyYeHHbIX in Vivo.

3.4 IlekapcTBeHHbIN Npenapat

3.4.1 MpoBepeHMne TecTa CpaBHUTENbLHON KUHETUKN pacTBOPEHUs in vitro

MpKn Usy4eHnn cBOIMCTB NeKapcTBEHHOro npenapara HeobxoAMMO AoKasaTb HeMefneHHoe BbicBoboxgeHne 1 co-
NocTaBUMOCTb UccrefyeMblX NIeKapCTBEHHbIX MpenapaTos, TO €CTb NOATBEPAUTL CONMOCTaBUMYIO KUHETUKY pacTBOpeHUs
in vitro Mexay uccnegyemelM U pedpepeHTHbIM NeKkapcTBEHHBIMW NpenapataMu Npu PU3NONOrnyecknx sHadeHusx pH B
yCcrnoBuAxX akcnepuMeHTa. OfHaKo 3TO He NO3BOMAET YCTAHOBUTL Koppensuuto in vitro/in vivo. KWHETUKY pacTBopeHus in
vitro cnepyeT n3y4uTtb B fuanasoHe pH 1,0-6,8 (He MeHee 4eM Npu Tpex 3HaveHusix pH: 1,2, 4,5 1 6,8). JononHuTensHble
ucenefoBaHua MoryT notpeboBaTbesi Npu pH ¢ HaMMeHbLUe pacTBOPUMOCTLIO AENCTBYIOLLErO BELecTBa (crieayeT npeg-
CTaBUTb 060CHOBaHWe OTCYTCTBUSA HEOBXOAMMOCTU TakWxX MccriefoBaHuit). Micnonb3oBaHue Kakux-nubo noBepxHOCTHO-
aKTUBHbIX BELLECTB He onycKaeTcs.

WUccnepyemelit 1 pedepeHTHbIN flekapcTBEHHbIE NpenapaTthl fOSKHLI COOTBETCTBOBATL TpeBOBaHWAM, N3NOXeH-
HbIM B nogpasfene 2.2 cTanfapTa. B cooTBETCTBUM € STUMU TPeBOBaHUAMU PeKOMEeHAYETCA NPOBOAUTL UCCIIeA0BaHNE B
OTHOLWeHUW Bonee Yem OfHOW cCepun UccrnefyeMbiX NeKapCTBEHHLIX NpenapaTos.

CpaBHUTenNbHbLIE UCMBITAHUSA PacTBOPEHUS in Vitro AOMKHBI COOTBETCTBOBaTL hapMaKkoneiHelM TpeboBaHuaM. He-
06XxoANMO NpeAcTaBUTL NofpoBHoe onucaHue yCroBUil CcreloBaHUsA U aHamUTUYECKUX METOLMK, BKITloYas AaHHble Mo
UX Banuaauuu. [na ctaTucTUHECKO JOCTOBEPHOCTU KaX Akl SKCNEPUMEHT pekoMeHAYeTCA NpoBoAuTb ¢ 12 npobamu
(oBpasLamu) nekapcTeeHHoro npenapara. CTaH4apTHele YCNOBUSA UCCIIeA0BaHNs BKItOYatoT B cebs:

- npubop: nonacTHas MeLuanka Uin Kop3uHKa;

- o6beM cpeabl pacTBopeHus: 900 M UMK MeHee;
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- TemnepaTtypa cpefbl pactsopeHus: 37 = 1 °C;

- CKOpOCTb BpalleHust: nonactHas mMelasnka — 06bI4HO 50 060pOTOB B MUHYTY, KOP3UHKa — 06bI4HO 100 060pOTOB
B MUHYTY;

- cxema oTbopa npob: Hanpumep, Ha 10, 15, 20, 30 n 45 MuHyTax;

- b6ydgepHble pactBopbl: pH 1,0—1,2 (06bibHO 0,1 M HCI M nmutaums xenygouHoro coka 6e3 doepmeHTos), 4,5
n 6,8 (WM MMMTauma KMWeYHoro coka 6e3 dpepMeHToB), pH fo/MKHA perynspHo KOHTpovMpoBaTbes. PekomeHayeTcs uc-
nonb3oBaTb hapmakoneiHbsie 6ydepHbie pacTBOpbI;

- Npoyne yCnoBuA: OTCYTCTBME MOBEPXHOCTHO-aKTUBHbLIX BeLLECTB. [puMeHeHne thepMeHTOB A0MNycKkaeTcs B OT-
HOLLEHWW XeNaTUHOBBIX Kancys 1Uav TabneTok, NOKPbITbIX XeNaTUHOBON 060/104KONA.

Heo6xoayMo npeAcTaBUTb MOJHbIA aHAIMTUYECKUI OTYET O MPOBEAEHNN TECTa CPAaBHUTENIbHOW KMHETWMKM pacTBO-
peHnsa (TCKP) in vitro, BKAOYaa NPOTOKON UcCnefoBaHus, CBefeHns 06 nccnefyemMbix CEPUSX U CEPUSIX CPaBHEHMS, Noa-
po6HOe onvcaHne 3KCNeprMeHTasIbHbIX YCN0BUIA, pe3ynbTaTbl Banujaumn 1UCNob30BaHHbIX METOAOB, MHAMBUAYa/bHbIE
N cpefHve 3HaYeHUs], a Takke OTHOCUTE/bHbIe CTaTUCTUYeCcKMe napameTpbl.

3.4.2 OueHka pe3ynbTaToB TeCTA CPABHUTENIbHOW KMHETUKM pacTBOpeHus in vitro

JlekapcTBeHHble npenapartbl NPU3HAKTCA OYeHb OLICTPO pacTBOpPUMbIMKU, ecnn 85 % 3asiBAIEHHOro cofepXaHus
JelicTByloLLero BellecTBa pactBopsieTcs B TeyeHue 15 MuH. B aTOM cnydae npodhuny pacTBOPEHWS uccrieayemoro u
pethepeHTHOro NekapCTBEHHbIX NPenapaToB NPU3HAKTCA COMOCTaBUMbIMK 6€3 AafbHeNWNX MaTeMaTMyecknx pacyeTos.

Ecnu npouecc pacTBOPEHWs CO CTeneHbi BbICBOOGOXAEeHWNS 85 % OT 3asB/IEHHOro COAepXaHusa AeNCTBYLEro
BellecTBa gnutcs 6onee 15 MuH, HO He npesbiwaeT 30 MWH, TO HEOOXOAMMO fOKa3aTb OTCYTCTBME 3HAYMMbIX Pa3/IMynii
(conocTtaBMMOCTb). B Lensax noATBepXAeHUs CONocTaBMMOCTU Npodomneil pacTBOPEHUS uccnenyemoro u pedpepeHTHoro
NIeKapCTBEHHbIX MpenapaToB UCMO/b3YIOT Kputepuid f2 (cM. npunoxeHve 1) uam gpyrve nogxoswme Tectbl. Mpu aTom
06bsACHEHNE pa3nMunini B NPOhnIsX pacTBOPEHUS C KIMHWYECKUX WK TepaneBTUYeCKMX no3uumidi HelenecoobpasHo, no-
CKOJIbKY UCMNbITaHNE pacTBOPEHUS He OTpaxaeT Koppensauuio in vitro/in vivo.

3.4.3 BcnomoraresibHble BellecTsa
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KnioyeBble CNoBa: NeKapcTBEHHbIE CPEACTBA, GUOIKBUBANEHTHOCTL, AU3AH UCCNEAOBaHMUS, A03UPOBKA Npe-
napara, GuoaHanMTMyeckas MeTom0mnorus
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