PeweHune CoBeTa EBpasuiickoin akoHoMuyeckon kommccum ot 3 Hosi6psa 2016 roaa Ne 85
06 yTBepxaeHun NpaBun npoBeaeHUs nccnefoBaHU GMOIKBUBANEHTHOCTY NNEKapCTBEHHbIX NpenapaToB
B pamkax EBpa3uninickoro akoHomMm4eckoro corosa
(r. AcTaHa)

B cooTtBeTCTBUM C NYHKTOM 2 cTaTbun 4 1 cTaTbent 6 CornalleHns o eauHbIX NpuHLMnax u npasunax obpatieHus
nekapcTBEHHbIX CpeacTB B pamkax EBpasuickoro akoHommuuyeckoro cotosda ot 23 gekabps 2014 roga, nyHkTom 86
npunoxenns Ne 1 k PermameHTy paboTbl EBpasunickon 3KOHOMWYECKOW KOMUCCUK, YTBEpXAEeHHOMY PelueHnem
Bobicwero EBpaswuiickoro askoHomudeckoro coBeTa oT 23 pgekabpsa 2014 r. Ne 98, u Pewenvem Beicwero
EBpasuiickoro akoHoMmmyeckoro coeeta oT 23 gekabpsa 2014 r. Ne 108 «O peanusaumm CornaweHusi 0 eauHbIX
npyHUMNax u npasunax obpalleHns neKapCcTBEHHbIX CPeACTB B pamkax EBpasvicKoro aKOHOMWYECKOrO CO3ax
CoBeT EBpasniickon 3KOHOMUYECKON KOMUCCUM PEeLLUIT;

1. YTBepauTb npunaraemble [lpaBuna NpOBEAEHWUS MUCCreaOoBaHW OUO3KBMBANEHTHOCTM FEeKapCTBEHHbIX
npenapaToB B pamkax EBpasminckoro 3kOHOMUYECKOro coo3a.

2. Hactosiwee PelweHve BcTynaet B cuny no uctedeHun 10 kaneHgapHbIX AHEW ¢ AaTbl BCTYNMAEHUS B CUNy
[MpoTokona, noanucaHHoro 2 aekabpsa 2015 roga, o npucoeguHeHun Pecny6nuvkn Apmenus k CornalleHuio o
€[MHbIX MpYHUMNAax u npasunax obpalleHus nekapcTBEHHbIX cpeacTB B pamkax EBpasuickoro SKOHOMMYECKOro
coto3a oT 23 gekabps 2014 roga, HO He paHee 4YeM Mo mncrtedeHun 10 kaneHgapHbIX AHEN € AaTbl oULManbHOro
onybnvkoBaHus HacToswero Pelienus.

YneHbl CoBeTa EBpa3sMmnckomn 3IKOHOMUYECKON KOMUCCUM:

Ot Pecny6nuku Ot Pecny6nuku Ot Pecny6bnukun OT Kbipreizckon Ot Poccuickon
ApmeHusa Benapycb KasaxcTaH Pecny6nukn Penepaunm
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YTBEP>XXEHbI

Pewennem CoBeTta

EBpasnimnckomn 3KOHOMUYECKOM KOMUCCUN
oT 3 Hos6ps 2016 1. Ne 85

NMPABUNA
npoBeAeHUA uccrneaoBaHMn 6MO3KBUBANEHTHOCTU NIeKapCTBEHHbIX NpenapaTtoB B paMmkax EBpasuinckoro
9KOHOMUYECKOro colo3a

|. O6LKre nonoxeHus

1. Hactoswwme T[lpaBuna ycraHaBnuBawT TpeboBaHus K paspaboTke [OusanHa  uUccnegoBaHwui
OunoakBMBaneHTHoCT1 (06Wero nnaHa WCCnefoBaHWiA, OMMCaHUs CrnocoboB MpoOBeAEHUs UCCreaoBaHuA B
3aBMCUMOCTM OT OoTOOopa N hOpMUPOBaHNS TPYNN CyOBLEKTOB MCCreoBaHWn, MackupoBaHUs AaHHbIX), MPOBEAEHUIO
uccnenoBaHuin OMO3KBMBANEHTHOCTU U aHanM3y Mx pe3ynbTaToB, a Takke OCHOBAHWA ANSA 3aMeHbl UCCrieJoBaHui in
Vivo nccnegoBaHusaMHU in vitro.

Llenb npoBeneHus wmccrieqoBaHun GUO3KBUBANEHTHOCTM - OOKa3aTb 3KBMBANEHTHOCTb BOCMPOWU3BEOEHHOMO
(rmbpuaHoro) nekapcTBEHHOro npenapata pedepeHTHOMY JekapCTBEHHOMY npenapaty Mno KavecTBy, 4TOObI
3KCTpanonupoBaTb pes3ynbTaTbl AOKIUHUYECKUX MWCMBbITAHUA W KIIMHUYECKUX WCCNefoBaHWi, MNpOBEOEHHbIX B
OTHOLUIEHMN pedepeHTHOro FNeKapCTBEHHOrO npenaparta, Ha BOCMPOW3BEAEHHbI (TMOPUAHBIA) NEKAPCTBEHHbIV
npenapat. [lpoBeaeHne wuccnegoBaHu OGUO3KBMBANEHTHOCTM TpebyeTca npu  BHECEHUUM W3MEHEHUA B
perncTpaLmoHHoe A0Chbe 3aperMcTpUpoBaHHOIO NEKapCTBEHHOMO npenapara (B YaCTHOCTU, NP U3MEHEHUN COCTaBa
BCMOMOraTenbHbIX BELLECTB, TEXHOMOrMM MPOM3BOACTBA, MECTa MPOU3BOACTBA, YKPYMHEHUW UMW pasyKpynHEHUn
NPOMBbILUSIEHHON cepun U T. A.), HA NPeaperncTtpauMoHHOM 3Tamne npu CyLEeCTBEHHOM W3MEHEHWUM COCTaBa,
TEXHOMOrMM MpPOU3BOACTBA FEKAPCTBEHHOro npenapata (eCrnvM OCHOBHbIE AOKIUHWYECKME U KITUHUYECKMEe
uccrneaoBaHus NpoBefeHbl C HEVM3MEHEHHbIM FeKapCTBEHHbIM MpenapatoM W HeobXxoAMMO 3KCTpanonupoBaThb
nonyyYeHHble [aHHble O 0e3onacHocT U 3EEKTUBHOCTM Ha W3MEHEHHbI IEKapCTBEHHbINM npenapaT), npwu
MU3MEHEHUN FEKapCTBEHHOW OPMbl C HeMeAfleHHbIM BbICBODOXAEHMEM Ha IeKkapCTBEHHyl dopMy C
MoanduLMpoBaHHbIM BbiICBOOOXAEHMEM, pa3paboTke KOMOWHMPOBaHHBLIX NEKapCTBEHHbIX MpenapaTtoB U B MHbIX
cny4asx.

2. [Ba nekapCTBEHHbIX nNpenaparta, COAepXalluMx OLMHAKOBOE KONMMYeCTBO [AEMCTBYIOLLEro BeLLecTBa,
cunTaTcsl BUOIKBUBANEHTHBIMW, €CNU OHU ABNATCS (bapMaueBTUYECKN SKBUBANEHTHLIMU UM bapMaLeBTUYECKU
anbTepHaTMBHLIMU U MX BMOJOCTYNHOCTL (MO CKOPOCTU M CTEMEHW) Nnocrne NpUMEHEHUs B OAMHAKOBOW MONSPHON
[03€e yKnaJblBaeTcsl B 3apaHee yCTaHOBIEHHbIE [OMYCTUMbIE Npeaenbl. YKa3aHHble Npeaernsl ycTaHaBnMBaTCs Ans
obecneyveHns conocTtaBUMocT GruodapmaleBTUYECKUX CBOMCTB FIEKapCTBEHHOW (hOpMbl, B KOTOPOW BbIMyCKalTCA
NeKkapcTBEHHbIE Npenaparbl in Vivo (TO eCTb COMOCTaBMMOCTU UX N0 3PEKTUBHOCTU 1 6E30MaCHOCTK).

3. Ons onpepneneHnss ckopocTM M cTenenu abcopbumm B uccnegoBaHWsX OWO3KBMBANEHTHOCTUM 0ObIYHO
UCMonb3yeTcsl KpuBasi «KOHLEHTpauus -Bpemsi». Crnepywowme dapmMakoKMHETUYECKUE MNapamMeTpbl UM 3apaHee
YCTaHOBIEHHbIE TPAHMWLbl MX AOMYCTUMbIX OTKITOHEHMI MO3BOMSAKT CYyAUTb O OMOSKBMBANEHTHOCTU CpaBHMBAEMbIX
NEKapCTBEHHbIX NPenapaToB NyTEM OLEHKM UX CPABHUTENBHON GMOAOCTYNHOCTY:

nnowianb nog KpMBOW «KOHLUEHTpaums - Bpems» (AUC), oTpaxaroLas BeNMUmnHy SKCNo3nunm;

MakcMmanbHas KoHueHTpauus BewecTtBa (Cmax) B KpoBW, Nna3me Unn CbiBOPOTKE (4anee Takke - nnasma,
OMoXMOKOCTL);

BpEMSI LOCTWXEHNS MaKCUManbHOWM KOHLEeHTpaumu B buoxuakocTu (tmax).

Mpu atom Cmax n tmax sSBNSATCA napameTpamu, Ha KOTOpble OKasbiBaeT BIUSIHWUE CKOPOCTb abcopbuumn
[OENCTBYIOLLErO BELLECTBA M3 fIeKapCTBEHHON (DOPMbI.

4. Hactosiwue lNpaBuna pacnpoCTPaHSATCA Ha NekapCTBEHHbIE NpenapaTtbl B BUAe TBEPAbIX NEKAPCTBEHHbIX
dopm ansa npuema BHYTPb C HEMEANEHHbIM BbICBOOOXAEHMEM OENCTBYIOLLErO BELLEeCTBa, coaepxaT TpeboBaHua K
NMNaHMPOBaHUIO U NPOBEAEHU0  WCCNEeaoBaHWA  OMOSKBMBANEHTHOCTM NMYTEM  U3YYEHUs] CPaABHUTENBHON
©1040CTYNHOCTY Pa3HOBUAHOCTEN 3TUX NEKAPCTBEHHbLIX (DOPM C HEMEANEHHbIM BbICBODOOXAEHMEM, a Takke OpYrux
BM0B NEKapCTBEHHbIX (POPM B COOTBETCTBMU C 06LLMMM TpeboBaHUSIMM cornacHo npunoxexuo Ne 1.

PaspaboTka gu3anHa v NpoOBeAEHWE WCCMefOoBaHWIN, aHanu3 AaHHbIX CpaBHUTENbHOW BuMogocTynHOCTM Ans
NnoaTBepXAeHUs GUO3KBMBANEHTHOCTU NEKapCTBEHHLIX (DOPM TaKMX NEKApCTBEHHBLIX MpenapaToB MNpPoOBOAATCA B
cooTBeTCTBUM C TpeboBaHuamM pasgena |l HacTtoswwmx [MpaBun. Ecnv 6G1MOSKBMBANEHTHOCTb HEBO3MOXHO
noaTBEPANTb C NMOMOLLbIO NCCregoBaHUM BUOAOCTYMHOCTU, MPOBOAATCA hapMakoAMHAMUYECKME UMK KITMHUYECKUE
uccrneaoBaHus, B COOTBETCTBMU C TpeboBaHUsAMM cornmacHo npunoxeHnsam Ne 2 n 3.

5. B HacTtosiwumx [lpaBunax ycCTaHaBNMBAKTCA KpUTEPMM, B COOTBETCTBMM C KOTOPbIMW MPOBEAEHUE
nccnegoBaHui OMOAOCTYNHOCTM in vivo He TpebyeTcsa (Ans AOMONMHUTENbHLIX AO3MPOBOK - B COOTBETCTBUM C
nogpasgenom 7 pasgena lll HacTtoawmx Mpaeun, ons oTAenbHbIX BUAOB NEKapCTBEHHBLIX (DOPM - B COOTBETCTBUMN C
npunoxennem Ne 1, ans npouenypbl 6uosenBep, OCHOBaHHON Ha BrodapmaLleBTUHECKON CUCTEME Kraccudukaumm
- B COOTBETCTBUM C npunoxexHmem Ne 4).

6. TlMpu noaTBepxaeHUM OUO3KBMBANEHTHOCTM IEKAPCTBEHHbIX MpenapaTtoB, KOTOpble BbiMyckalTcs B
NeKapCTBEHHbIX hopMax ¢ MoaNULMPOBaHHLIM BbICBODOXAEHMEM, TPAHCAEPMArbHBLIX JIEKAPCTBEHHbLIX hopMax u
WHransiuMoHHbIX JeKapCTBEHHbIX popMax, a Tawkke JeKapCTBEHHbIX d)opMax Ana MECTHOro MNPUMEHEHUS U
NMMOCOMAarbHBIX JEKApCTBEHHbIX (hOpMax WCCrefoBaHUsA crnefyeT MNpPOBOAUTb B COOTBETCTBUM C  aKTamu,
BXOASAWMMU B NMpaBo EBpa3niickoro akoHoMM4Yeckoro cot3a (aanee - Coio3s), B ccepe obpalleHns nekapCcTBEHHbIX
cpencTs.

7. Cdepa npumeHeHus HacToswmx [NpaBun orpaHu4eHa CpaBHEHWEM XUMWYECKMX coeanHeHun. [Mopsiaok
CpaBHEHMS1 OMONOrMYecKnx neKapcTBEHHbIX NpenapaToB C pedepeHTHbIMU JEeKapCTBEHHbIMU Mpenapatamu




YyCTaHOBMEHbl B MpaBunax MpOBeAeHUs] WCCNefoBaHWA OMOMNOrMYecKMX nekapCTBEHHbIX CPeACcTB B pamkax
EBpasninckoro 3KOHOMMYECKOTO COH3a, YTBepXKaaemblx EBpasuiickol SKOHOMMYECKOW KOMWUcCcuen (ganee -
Komuccus). lMNoaTBepaeHWe  OUOSKBMBANEHTHOCTM  MOXET MPOBOAWTLCA B OTHOLIEHWW  PacTUTErbHbIX
neKapCTBEHHbIX NpenapaToB, HO OCHOBHble TPeboBaHWS, U3NOXEHHble B HACTOAWMX [MpaBunax, He NPUMEHUMBbI K
pacTuTenbHbIM fleKapCTBEHHbIM nNpenapaTaMm, ANA KOTOpbIX [AEeNCTBYylOLIME BellecTBa He B MOSMHOW Mepe
oxapakTepusoBaHbl.

8. Hactosawue lMpaBuna ucnone3ytoTca nNpu nogade 3asBrieHWn 0 perncTpaumm nekapcTBeHHbIX npenapaTos B
pamkax Coto3a.

9. Viccnenyemble nekapcTBEHHbIE MpenapaTthl, UCNOoMNb3yeMble B UCCrefoBaHMM BUO3KBMBANEHTHOCTU, AOSKHbI
NPOV3BOANTLECS B COOTBETCTBUM C TpeboBaHMAMM NpaBun Hagnexalien NponsBoACTBEHHOW NpakTuku Espasuiickoro
3KOHOMMWYECKOro COoto3a, yTBepxaaembix Komwuccuen, ¢ npeactaBneHnemM COOTBETCTBYHOLLEro [OKYMEHTarnbHOro
NnoATBEPXAEHWS B PErMCTPaLMOHHOM 4OChe.

Wccneposannss  GMOSKBMBANEHTHOCTM, MNpoBeAeHHble 3a npedenamu  Tepputopun  Coto3a,  [AOSKHbI
COOTBETCTBOBAaTb HacToswmMm [lpaBunam n gpyrum aktam, Bxogsdwmm B npaso Cotosa, B cdepe obpalieHus
neKapcTBEHHbIX CpeacTB.

10. Mo Bonpocam, He yperynupoBaHHbIM B HacToAwmx [pasunax, 3asBuTenu Brnpase obpawartbcs B
OKCNepTHbIN KOMUTET NO NEeKapCTBEHHbIM cpeacTBam npu Komuccum (ganee - SkcnepTHbIn koMuteT npyu Komuccun)
3a KOHCyrnbTaume.

Il. OnpegeneHus

11. Onsa yenen HacToAwmx MpaBun NCNonb3yrTCA MNOHATUSA, KOTOPbIE O3HAYAKT cneayoLlee:

«brosensep» (biowaiver) - npouegypa oOueHkM OMO3IKBMBANEHTHOCTM NeEKapCTBEHHOro npenapaTta 6e3
npoBefeHns uccrnegoBaHus in vivo;

«Bbuonoruyeckas [OCTyMHOCTbY, «buogocTtynHocTb» (bioavailability) - ckopocTb M cTeneHb, C KOTOpOW
AeNcTBylollee BeLWeCcTBO MMM  akTMBHAs 4YacTb MONeKynbl [OeWCTBYyoLero Belectsa abcopbupytotca wu3
neKapCcTBEHHOro npenaparta W CTaHOBATCA AOCTYMHbIMU B MeCTe CBOero AevcTBus. brogocTynHOCTe onpeaensiort
Kak abCconioTHbIA UMM OTHOCUTENbHbLIN MoKa3aTesb.

A6conioTHyl0 OMOOOCTYNHOCTL OENCTBYHOLWEro BellecTBa (aKTMBHOM 4YacTM  MOMeKynbl AeWCTBYHOLLEro
BeLlecTBa) B OMpeaeneHHoW NekapCTBEHHON hopMe onpefenstoT nyTem cpaBHeHUs C BMogoCTYMHOCTbIO 3TOro
OENCTBYIOLLEro BellecTBa (akKTMBHOW YacTu LEeNCTBYIOLLEro BeLwecTBa) Npu ero BHYTPUCOCYAUCTOM BBEAEHUM,
nocnegHss npupasHueaeTca k 100 npoueHTam (Hanpumep, pacTBop ANA NpuemMa BHYTPb B CPaBHEHUN C PacTBOPOM
AN BHYTPMBEHHOTO BBEAEHWS).

OTHocuTenbHy0 BMOAOCTYMHOCTL AENCTBYIOLWEro BeLlecTBa (aKTMBHOW 4acTuU MOMEKymnbl AeNCTBYIOLLEro
BellecTBa) B OMpeAerieHHOW NekapCTBeHHOW dhopMe onpedensitoT nyTeM CpaBHEHUs C GMOQOCTYMHOCTBIO ApYron
nekapcTBeHHoOW (hopMbl, BBEAEHHOW TEM e WUNu APYruM (HO He BHYTPMBEHHbIM) NyTem (Hanpumep, TabneTtkn B
CpaBHEHWN C PacTBOPOM A NpuemMa BHYTPb).

OcHoBOW NpoBefeHUs nccneaoBaHnii OMO3KBMBANEHTHOCTU U BUOJOCTYMHOCTU BONBbLUMHCTBA NEKAaPCTBEHHbIX
npenapartoB SBMSeTCa onpeaeneHne OTHOCUMTENLHOW BMOAO0CTYNHOCTH.

BrogocTynHOCTL NekapCTBEHHbIX NpenapaToB, He Mpeanonaratlowmnx BCacbiBaHWA B KPOBOTOK, OOMycKaeTcs
oueHMBaTb C MOMOLLBIO MapameTpoB, CMOCOOHbIX OTPasuTb CKOPOCTb U CTeMneHb AOCTYMHOCTW OEeWCTBYOLLEro
BeLLEeCTBa U1 aKTMBHON YacT! MOSeKy bl AeVCTBYIOLLEro BellecTBa B MECTE CBOEro AeNCTBUS;

«Bbronorvyeckas 3KBMBANEHTHOCTbY, «bBuoakBmBaneHTHocTb» (bioequivalence) - oTcyTCTBME 3HAYMMbIX
pasnuyMin Mo CKOPOCTM W CTeMeHW, C KOTOPbIMM AEeWCTBYIOLlee BeLleCTBO WM aKTMBHas 4acTb MONeKysbl
AencTByloLero BellecTBa dapmaLeBTUHECKUX IKBMBANeHTOB UM hapMaueBTUYECKUX anbTepHaTWB CTaHOBATCA
AOCTYNHLIMW B MECTEe CBOEro AENCTBUA NPV BBEOEHUW B OAMHAKOBOW MOMSPHOW [03€ B CXOXMX YCINOBUSIX B
uccrneaoBaHun ¢ Hagnexawmm amsaviHom. Npy HannyYMM HaMepeHHbIX PasnuMyuin B CKOPOCTU (Hanpumep, HeKoTopble
nekapcTBeHHble OpMbl  C  MOAMMMUMPOBaHHLIM  BbICBODOXAEHMEM), onpedeneHHble dapmaueBTuyeckme
9KBMBAnNeHTbl U hapmaueBTUYecKkMe anbTepHaTUBbLl MOTYT ObITb MPU3HaHbLI BUO3KBMBANEHTHBIMW, €CIN OTCYTCTBYIOT
3HaYMMble pasnuynsa B CTENEHW, C KOTOPON AeNCTBYIOLLEEe BELLECTBO UMW aKTUBHAs YacTb MOMEKYrbl A4eCTBYOLLEero
BeLLeCTBa M3 KaXaoro nekapcTBEHHOro mpenaparta CTaHOBATCA AOCTYMHbIMU B MecTe CBOero Aewvctaus. Mpaswuno
NPUMEHNMO TOMbKO B Crly4ae pasnuuMs B CKOPOCTM, C KOTOPOW AeNCTBylollee BELeCTBO WM aKTMBHas 4acTb
MOMeKyfnbl AEeNCTBYIOLEro BellecTBa CTAaHOBSTCS AOCTYNHbIMM B MeCTe CBOEro AeWCTBWHA, 3annaHupoBaHbl W
OoTpaxeHbl B obLler xapakTepucTvke nekapCTBEHHOro npenaparta, He3HauyvMMbl Ans OOCTWMKEHMSA 3pdeKTUBHON
KOHLeHTpauun OeCTBYIOLLEro BewecTBa UNN akTUBHOW YacTyM MOMeKynbl AEWCTBYIOLWEro BeLlecTBa B OpraHu3me
npv ONUTENbHOM MPUMEHEHUM W C MEOMLMHCKOM TOYKM 3PEHUS MPU3HaHbl HE3HAYMMbIMW ANS NeKapCTBEHHOro
npenapara.

MN3yyeHne OMOIKBMBANEHTHOCTM MOXET OCYLLECTBNATLCS Kak B YCNOBMAX in vivo (dhapmakokuHeTuyeckue,
dhapmakoguHaMmyeckne, KIMUHUYECKMEe WuccrnefoBaHws), Tak W in vitro (Hanpumep, wccrnedoBaHWs TecTa
CpaBHUTENbHON KNHETUKN PAcTBOPEHNS);

«brodhapmareBTuyeckas cuctema knaccudukauyumy» (biopharmaceutics classification system, BCS, BCK) -
HayYHbI MOAX0[, MO3BONSALWMIA pasgennTb AECTBYIOLME BELLECTBa NeKapCTBEHHbIX MpPenapaToB Ha OCHOBaHWUU
CTeneHn ux pacTBOPMMOCTW B BOAE W KWLLUEYHOW MPOHMLAEeMOCTU. BMecTe ¢ TeCTOM KMHEeTUKM pacTBOpPEeHUs Ons
nekapcteeHHoro npenaparta BCK yuntbiBaeT 3 OCHOBHbIX hakTopa, BAMSIOLWMX HA CKOPOCTb M cTeneHb abcopbumm
OENCTBYIOLLMX BELLECTB M3 IeKapCTBEHHbIX (POPM C HEMEAMEHHbIM BbICBOOOXOEHVWEM Ans npuvema BHYTPb:
pacTBOpeHne, PaCTBOPUMOCTb U KULLEYHYIO NPOHMNLAEMOCTb;

«BOCMPOU3BEAEHHbIV NEKAPCTBEHHbIV NpenapaTty», KFeHEepPUK» - NeKapCTBEHHbIV Npenapar, UMEIOLLUIA TaKoN xe
Ka4yeCTBEHHbIN N KONMYECTBEHHBIN COCTaB OENCTBYIOLLNX BELLECTB (aKTUBHbIX (hapmaLeBTU4ECKMX CyOCTaHUMI) 1 Ty
Xe reKkapCcTBeHHyl0 hopMy, YTO M pedepeHTHbI NeKkapcTBEHHbIM npenapaTt, ¥ GUO3KBMBANEHTHOCTb KOTOPOro



pedepeHTHOMY  NeKkapCTBEHHOMY  MpenapaTty  MNOATBEpPX4aeTcss  COOTBETCTBYIOWWUMM  WUCCRELOBaHUSMU
6uopocTynHoCTL.

PasnuyHble conn, adupbl, M30Mepbl, CMECUM W3OMEPOB, KOMMMEKCbl MW MNPOM3BOAHbIE AENCTBYIOLLErO
BeLLEeCTBa NPU3HaTCA OAHVMM U TEM e AeNCTBYIOLUM BELLeCTBOM, ecnn nx 6esonacHocTb 1 (unu) addekTMBHOCTb
3HauUMMO He oTnmyaloTcA. PasnuuHble nekapcTBeHHble OopMbl  ANA  MpuemMa  BHYTPb C  HEMEeANEeHHbIM
BbICBOOOXAEHMEM NPU3HAIOTCS B paMKax UccnefoBaHuin 6GuoaoCcTynHOCTU OAHON U TOM XXe NekapcTBEHHOW (hopmMoi

(c BuodhapmaLeBTUHECKON TOYKM 3PEHNS);

«rMOPUAHBIN NEeKapCTBEHHbIN NpenapaT» - NEeKapCTBEHHbIN Mpenapar, He noanagalwlvin noa onpepeneHve
BOCNPOM3BEAEHHOIo NEeKapCTBEHHOro npenaparta, NpUBeAeHHOro B HacToAwmx MNpasunax, unu, Npy HEBO3MOXHOCTU
noaTBEPXKAEHWA ero OWOSKBMBANEHTHOCTM C MOMOLLBIO UCCNEeAoBaHUA  OMOQOCTYMHOCTH, a Takke ecnu
AeNcTByoLLee BeLLEeCTBO (AeNCTBYIOLLME BELLeCTBa), MOKas3aHUs K MPMMEHEeHUIo, O3NPOBKa, flekapcTBeHHas dopma
Unu NyTb BBEAEHWS Takoro fekapCTBEHHOro rnpenapata OTMMYalTCs OT TakoBbiX pedepeHTHOro NnekapcTBEHHOro
npenapara, 4Tto TpebyeT npeAcTaBneHns pesynbTaToB AOKITMHNYECKUX W (UNK) KIMHUYECKNX NCCreA0BaHuin;

«[o3a nekapCTBEHHOro npenapata» (dose) - KOMMYeCTBO [AEWNCTBYIOLLEro BeLlecTBa NeKapCTBEHHOro
npenaparta Ha 1 npyMeHeHue (O4HOKPATHOE UMM MHOrOKpaTHOE NPYMEHeHNe);

«[031pOBKa NekapcTBEHHOro npenapaTta» (strength) - kKoNMYECTBEHHO BbIPaXXeHHOE COAepXaHne AeNCTBYOLNX
BeLLEeCTB B eAuHMLE 003UPOBaHUS, 06bema Unm Maccbl B COOTBETCTBUMN C NNEKAPCTBEHHOW (DOPMOW;

«UCMbITaHVE «pacTBOPEHME» AN KOHTpons kadectBa» (quality control dissolution test) - npegycmoTpeHHoe
®apmakoneen Coro3a ucnbITaHNe, NPOBOAMMOE C LEMbl0 PYTUHHOTO KOHTPOMS KavecTBa CEpUil fekapCTBEHHOro
npenapata B BUAE UCMbITAHNA Ha PacTBOPEHWNE C OOHUM KOHTPOSIbHbIM BPEMEHHbIM nepuodom Ans otéopa npob
ANS NleKapCTBEHHbIX NpenapaToB C HeMeASIeHHbIM BbicBOBOXAEHEM U € 3 1 Bonee KOHTPOMNbHLIMY BPEMEHHbIMU
nepuogammn Ansi NekapCTBEHHbIX MpenapaToB ¢ MOANMULMPOBAHHbLIM BbICBODOXAEHMEM;

«KOMBMHMPOBaHHBIN nekapcTBeHHbIn npenapaT» (fixed-dose combination finished pharmaceutical product,
FDC-FPP, KI) - roToBbI NekapCTBEHHbIVM Npenapart, cogepxawmi 2 n 6onee AeNCTBYOWNX BELLECTB (aKTUBHbIX
hapmMaueBTUYEeCKNX cybcTaHumn);

«nekapctBeHHass dopma» (dosage form) - cocTosiHME RneKkapCTBEHHOro MpenapaTta, COOTBETCTBYHOLLEE
cnocobam ero BBeAeHWs 1 NpumMeHeHust n obecnevmBaroLLiee AOCTMKEHNE HEOOX0ANMOro addeKTa;

«HaMONMHUTENU» - Pa3HOBWOHOCTb BCMOMOraTenibHbIX BELIEeCTB, WUCMONb3yeMblX Ans MNpuaaHus TBEPAbIM
nekapcTBeHHbIM hbopmam 3a4aHHOro pasmepa;

«OpUrMHanbHbIW NekapcTBeHHbIN npenapat» (innovator pharmaceutical product) - nekapcTBeHHbIN npenapart ¢
HOBbIM [OEWCTBYIOLUMM BELLECTBOM, KOTOpbIM Obln nepBbiM 3aperMcTpupoBaH M pasmelleH Ha MUPOBOM
apMaLeBTUYECKOM pblHKE Ha OCHOBaHWM PErncTpauMoHHOrO [oCbe, CcoaepXallero pesynbTatbl MNOMHbIX
AOKNNHUYECKMX (HEKITUHUYECKNX) N KIIMHUYECKUX UCCrefoBaHun, NOATBEPXKAAOLWMX ero ka4ectso, 6e3onacHoOCTb U
3PEeKTNBHOCTb, IKBMBANEHTHOrO MO COoAepXaHWio TPeGoBaHWAM, YCTaHOBMEHHbIM YacTbio | npunoxenus Ne 1 k
[MpaBunam perncTpauum n aKCnepTU3bl NEKapCTBEHHbIX CPEACTB A1 MEAULIMHCKOrO NPUMEHEHNS;

«pedepeHTHbI  NeKapCTBEHHbI MNpenapaT», «JIeKapCTBEHHbIV nNpenapaT CpaBHEHUS», «KOMMapaTtop»,
«KOHTpOnb» (comparator product) - nekapcTBEHHbIV MpenapaT, KOTOPbIA UCMONb3yeTcs B KayecTBe 3TaroHa B
nccnepoBaHnaX cpaBHUTENbHON BMOJOCTYNHOCTW 4151 HOPMUPOBAHWA UCCIIEAyEMbIX NapaMeTpoB;

«TECT CpaBHWUTENbHOW KUHETWKM pacTBopeHus in vitro» (in vitro equivalence dissolution test, TCKP) -
ucnblTaHune, Bkrtovatowee B cebst cpaBHeHne npoduneli pacTBOPEHNUs UCCneayemMoro riekapcTBEHHOro npenapaTta 1
pedhepeHTHOro nekapCTBEHHOro nNpenapara, kak npasuno, B 3 cpegax - 6ydepHbix pacteopax ¢ pH 1,2; 4,5 n 6,8;

«hapmaLeBTUYeCKasa 3KBMBANEHTHOCTbY, «hapmaueBTuyeckme akBmBaneHTbl» (pharmaceutical equivalence) -
nekapcTBeHHble nMpenapaTtbl B MAEHTUYHbIX NIEKapCTBEHHbIX hopMax, KoTopble cogepXaT OAMHAKOBOE KONMYecTBO
MOEHTUYHOTO AEeNCTBYIOLLEro BelecTBa (akTMBHY hapMaueBTUyecKkylo cybcTaHuumio), TO eCTb OAMHAKOBYIO COflb
unm acup ogHOM M TOM e aKTUBHOMW YacTW MONeKyrbl AeNCTBYIOWEro BellecTBa UNv B NieKapCTBEHHbIX hopmMax ¢
mMoanunumMpoBaHHbIM BbicBOBOXAEHVEM, Tpebyowmnm co3gaHns pesepsyapa unu n3bbiTka, unu B Takux dopmax,
KaKk npeaBapuTENbHO 3anoriHEHHbIE LNPULbl (B KOTOPbIX MOXET BapbuMpOBaTb OCTATOYHbIN 0ObeM), KOTopble
AOCTaBMAT WAEHTUYHOE KOMMYEeCTBO OEWCTBYIOLLEro BELECTBa B TEYEHWE WAEHTMYHOrO nepuopa A03MpOoBaHus.
dapmaueBTUYECKME IKBUBANEHTbl HeobA3aTenbHO COAepXaT OAMHAKOBbIE HeakTMBHbIE WHrpeaneHTbl. OHu
YOOBNETBOPSAOT MAEHTUYHBIM dapMaKkonernHbIM UK MHbIM MPUMEHUMbIM CTaHAapTaM Mo NOAMMHHOCTU, JO3MPOBKE,
Ka4yecTBy M 4YMCTOTe, BKMOYAA aKTUBHOCTb U B MPUMEHWMbIX Clyvasx Mo OOAHOPOLHOCTW COAEPXMMOro, BPEMEHU
pacnageHus n (Mnun) CKOpoCTW pacTBOPEHUS;

«apMaLeBTUYECKN anbTepHaTMBHbIE NEeKapCcTBeHHble npenapaTbl (pharmaceutical alternatives)» -
nekapcTBeHHble Mpenapartbl, CoaepXalline OAMHAKOBYIO aKTMBHYIO YaCcTb MOSEeKynbl AeNCTBYIOWEro BewwecTsa nnm
€ro npepwecTBeHHUK (nMpekypcop), (Heoba3aTenbHO B OOUHAKOBOM KOMNMYECTBE WU NEKAapCTBEHHON hopme) unm
OOVHaKoByl0 conb wunu adwup. Kaxgpll TakoW nekapCTBEHHbIM npenapaTt B MHAMBWAYaNbHOM  MOpsake
yOOBNETBOPSAET WAEHTUYHBIM NGO CBOUM COOCTBEHHLIM COOTBETCTBYIOLUMM (DapMakoONenHbIM WM Apyrum
NPYMEHMMbIM CTaHAapTaM no NOANVHHOCTU, AO3MPOBKE, KA4ECTBY M YMCTOTE (BKIOYAs aKTMBHOCTb U B MPUMEHUMBIX
crny4yasix O4HOPOAHOCTb COAEPXKMMOro, BpeMsi pacnadeHns v (Mnn) CKOpoCTb PacTBOPEHUS);

«hukcmpoBaHHasi kombuHaums fo3» (fixed-dose combination, FDC,

®KM) - koMOuHauust 2 n Bornee OEWCTBYIOLIMX BELLECTB C YCTAHOBMEHHbIM COOTHOLLEHMEM A03npoBok. OK[
ucnonbayetcs Ans 0b603HayeHUsi KOHKPETHOM KOMOUHAaLMU Ae/CTBYIOLWMNX BELLeCTB BHE 3aBWCMMOCTM OT COCTaBa
N TOProBOrO0 HauWMEHOBaHWS rnekapcTBeHHOro npenapata. KomOuHauus [encTBYOLWNMX BELLECTB  MOXET
UCMOMNb30BaTbCA  Kak  COBOKYMHOCTb ~ MOHOKOMMOHEHTHbIX — IEKapCTBEHHbIX  MNpenapaTtoB,  MPUMEHSAEMbIX
OOHOBPEMEHHO, TaK 1 B BMAE rOTOBOr0 MHOrOKOMMOHEHTHOTO JIeKapCTBEHHOIO npenapara.

B uenax Hactoawwmx lMpaBun nog 3Ha4YMMbIMKM MOHMMAOTCH BCE WMCCMEAOBaHWSA NeKapCTBEHHOro npenapara,
KOTOpble OKasblBAlOT BNWsHWE Ha WHOpMaumio o ero HGesonacHocTH, KayecTBe, 3IPEKTMBHOCTM U obnactu
BO3MOXHOIO KITMHNYECKOrO NPUMEHEHWS, 3asiBNeHHON B 06LLel XapakTepucTrke nekapcTBEHHOro npenapara.




lll. Tpe6oBaHUs K AU3aiHy, NPOBEAEHUIO U OLeHKe
nccrnenoBaHM 6MO3KBUBANEHTHOCTHU

12. Obbem n gn3anH nccnegoBaHUi BUO3KBUBANEHTHOCTN HEOOX0AUMO 060CHOBaTL (PUBNKO-XUMUYECKUMN U
hapMaKOKMHETNYECKMMM CBOMCTBaMWN AENCTBYIOLLErO BELLeCcTBa 1 NPONOPLMOHANbHOCTLIO COCTaBa NIeKapCTBEHHOMO
npenapata. B wuacTHOCTW, crnegyeT yuuTbiBaTb FfMHEWHOCTb (apMakoKMHETUKWM, HEeoBXOAMMOCTb npoBeAeHNns
uccrnegoBaHus B 3aBUCMMOCTM OT Npuema MuLLM, aHanm3a 3HaHTMOMEPOB, a Takke LienecoobpasHoCcTb npoBeaeHus
nccrneaoBaHun AONOMHUTENBHBIX AO3NPOBOK (B COOTBETCTBUM C TpeboBaHusMu noapasfenosB 4 - 7 HacTosLero
pasgena).

13. B moagyne 2.7.1 peructpaumMoHHOro gocbe B ¢hopMaTe 0OOLWEero TEXHUYECKOro OOKYMeHTa Heobxooumo
NpeacTaBUTb MepeyveHb BCeX 3HAYUMbIX WCCNefoBaHUi (He3aBWCMMO OT WX pe3ynbTaToB), MPOBEAEHHbIX C
neKkapcTBEeHHbIM npenapaToM, B TOM YACME UCCIeA0BaHNS BUO3KBUBANEHTHOCTM C LiefNblo CPaBHEHUS 3asBNSeMOoro
K perucrpaumm nekapcTBEHHOro npenapata (TO eCTb MMeEILWero TOT Xe COCTaB M MNpouecc NpousBOAcCTBa) C
pedepeHTHbIM NeKkapCTBEHHbIM MpenapatoM (B COOTBETCTBUM C TpeboBaHuAMWM nogpasgena 2 HaCTosLEero
pasgena).

B oTHOLIEeHWMM BCeX NPOBEAEHHbIX CCNeAoBaHWn B cocTaBe Moadyns 5 perncTpaumMoHHOro Aocke Heobxoanmo
NpeacTaBUTb NOMHblE OTYETHI, 38 UCKTIOYEHNEM MUMOTHBLIX UCCMeAOoBaHNN, AN KOTOPbIX, €CNW OHW MPOBOAMIINCS,
AOCTaTOYHO MPMBECTU KPaTKME CUHOMCUCHI, KOTOpble OMOPMIAIOTCA B COOTBETCTBUM C npuaoxeHnem Ne 2 k
npaBunam Hagnexaiien kKnuHnyeckon npaktukn Cotosa, ytBepxaaembiM Komuccuen. MonHbI OT4eT O MUIOTHBIX
uccrnepoBaHnaX, B [AaHHOM cryyae, HeobxodAMmoO npeacTaBuTb MO TpeboBaHMIO YNOSHOMOYEHHbIX OpraHoB
rocygapcts - uneHoB Coto3a (ganee - rocygapctea-yneHsl). B moayne 2.7 Heo6xoamnmo Takke BKITHOYUTb CUHOMCUCHI
oTyeToB 06 MccnegoBaHMAaX GUOIKBMBANEHTHOCTUM M CpaBHUTENbHOW GMOAOCTYMHOCTM, MPOBEAEHHLIX Ha cTaguu
pa3paboTkn nekapCTBEHHOro npenaparTa.

1. Ou3anH nccnepoBaHusA

14. [OuszaliH uccnegoBaHuMsi HeobXxoOMMO COCTaBWUTb Takum o06pa3oM, 4YToObl BRMSIHAE JleKapCTBEHHOro
npenapara Ha ero hbapMakokMHeTM4YeCcKkMe napameTpbl MOXHO ObINO OTAMYNTL OT BAUSAHUSA OPYTNX (DaKTOPOB.

SUB150015. CtaHgapTHbIN Au3aliH npeanonaraeT criegyoLlee.

Mpn cpaBHeHMM 2 nNEKApCTBEHHbIX MpenapaTtoB pPeKkoMeHOyeTcs NpoBOAUTb  PaHOOMU3MPOBAHHOE,
OBYXNEepUogHoe, NepekpecTHoe B 2 NocrefoBaTeNbHOCTAX NCCnefoBaHMe ¢ NPUeMOM OAHOKpaTHOW A03bl. MNepuoabl
OOMKHbl ObITb pasfeneHbl OTMbIBOYHbIM NMEPUOAOM, OOCTATOYHLIM AN CHUXKEHUS KOHLEHTpauMu OEeWCTBYIOLLEro
BELLEeCTBa Hwke nopora OuoaHanMTUYEecKoro onpeneneHuss y Bcex CyObeKkToB B Hadane BTOPOro nepvoaa
uccrnegosaHus. O6bIYHO ANst 3TOro AOCTAaTOYHO 5 NEPMOAOB NONyBbLIBEAEHUS.

SUB160016. AnbTepHaTMBHbIN An3aiiH NpegnonaraeT creayoLlee.

B HekoTOpbIX crnyyasix, Mpu YCroBMM TOrO, YTO AM3aiiH UCCRefoBaHUsA UM CTaTUCTUYECKUA aHanu3 Hay4yHo
000CHOBaHbI, MOXXHO paccMaTpuBaTh anbTepHATUMBHbIE OOLLENpPU3HaHHbIE AM3alHbl: NapanmnenbHbIA - ANS BELecTB
C AnvTenbHbiM tY%; NOBTOPHBLIN (pennukaTuBHbIV, replicate design) - ons BewecTB C BbICOKO BapuabenbHbiMM
apmakoKMHETUYECKMMU NapameTpamu (B COOTBETCTBUM C TpeboBaHnsMuM nogpasgena 11 HacTosLero pasgena).

17. Ecnu BCcnenctesne HENEPEHOCMMOCTU NPUEM OOHOKPATHOW A03bl 300POBbIMK JOOPOBONbLAMM HELONYCTUM,
a vccnegoBaHve O4HOKpPaTHOW A03bl Y NauueHTOB NPOBECTN HEBO3MOXHO, JOMYyCKaeTCs NpoBeAEHUE NCCIEeLOBaHNSA
y NaUMEHTOB C MHOTOKpaTHbLIM NMPMEMOM fleKapCTBEHHOIO npenapara.

B penkux cnyvasix, korga HegocTaTtovHasi YyBCTBUTENbHOCTb aHaNMTUYECKOro MeTofa npensaTcTByeT TOYHOMY
onpeaeneHnio KoHUEHTpaumMm B OMOMOrM4eckom >KMOKOCTWM MOCfe npuvemMa OLHOKpaTHOM O03bl, a paBHOBECHas
KOHLIEHTpaLMsa AOCTaTOYHO BbICOKA A1 NMOMYyYEHUS TOYHbIX 3HAYEHWUW, B KQYECTBE alNbTePHaTUBbLI NCCNENOBaHUIO C
NpPMeMOM OOHOKPATHOW A03bl JOMYCTUMO NPOBEAEHME UCCNefOBaHUSA C MHOFOKPaTHbIM NMPUEMOM JIEKapCTBEHHOrO
npenaparta. OgHako, NpUHMMasi BO BHUMaHWE, YTO MCCNEAOBAHNS C MHOTOKPaTHbIM MPUEMOM MEHee YyBCTBUTENbHbI
ansa onpegenexHus pasnuuuin B Cmax, nx npoBegeHne AonycTUMO TONIbKO B TOM Cllydae, ecrnv 3asiBUTeNb CMOXET
O[HO3HAYHO [0OKa3aTb, YTO YYBCTBUTENBHOCTb aHaNMTUYECKOro MeTofa He MOXeT OblTb ynydlleHa M 4YTo nocrne
npuemMa ogHOKpaTHOWM [03bl NIEKApCTBEHHOrO Npenapata TOYHO M3MEepPUTb KOHLUEHTpauuto UCXOAHOro CoeanHEeHUs
HEBO3MOXHO, y4UTbIBasA, YTO B UCCNEAOBaHUsIX BMOIKBMBANEHTHOCTM AOMYCTUMO, NpeAcTaBuB COOTBETCTBYOLLMNE
060CHOBaHUs,, MCMoNb30BaTb [03bl, MNPEBbILIAOWME TepaneBTUYeckne (B COOTBETCTBMU C TpeboBaHWAMMU
nogpasgena 7 Hacrtoswero pasgena). lNpoBegeHve mccnegoBaHUss ¢ MHOTOKPATHbIM MPUEMOM JIEKApCTBEHHOMO
npenapara BMECTO OAHOKPAaTHOrO B CUJTy HEAOCTATOYHOW YyBCTBUTENbHOCTU aHANMUTMYECKOro mMetoga AOMyCcTMMO
TONbKO B UCKMHOYNTENbHBIX CryYasX.

B wuccnemoBaHusX paBHOBECHOM KOHLEHTpaUMM OTMbIBOYHBLI Mepuog nocne npuema npeabiayLlero
NeKapCcTBEHHOrO MnpenapaTta MOXeT MNepekpbiBaTb HapacTaHWe KOHLEHTpauuvM BO BTOpPOM nepuoge (Mpu ycrnosuwm,
YTO NPOJOIMKMTENBHOCTL TAKOro HAapacTaHWs AOCTATOYHO ANUTENbHAsA U COCTaBNSAET HE MeHee 5 KOHeYHbIX t%).

2. PechbepeHTHbIN NeKapCTBeHHbIN npenapar
W uccrneagyeMbii NeKapCTBEHHbIN Npenapar
PedrepeHTHbIN NIeKapCTBEHHbIW NpenapaT

18. MNpwu BbIGOPE pedhepeHTHOro NekapcTBEHHOrO NpenapaTa UCXoasT U3 crieytoLlel nocnegoBaTenbHOCTY:
a) opurMHarnbHbI NEKAPCTBEHHLIA Mpenapar, kadecTBo, 6e3onacHocTb U 3hEKTUBHOCTL KOTOPOro Obinu
ycTaHoBMeHbl Npu peructpauun B Cotose («3apernctpnpoBaHHbivi B COlo3e opuriHanbHbIn npenapart»);



6) opvrMHanbHbIN NeKkapcTBEHHbIN NpenapaT, 3apercTpupoBaHHbI B rocyaapcTee, rae ypoBeHb TpeboBaHmi K
perynupoBaHunio apmaLeBTUYECKOrO PbiHKA He HWKe YpPOBHS, ycTaHoBneHHoro B Colo3e, npu HEBO3MOXHOCTU
BbIMOMTHEHUS NOANYHKTA «a» HaCTOSALLEro NyHKTa;

B) BOCMPOW3BEAEHHbIN fIeKapCTBEHHbIN MpenapaT, 3aperMcTpupoBaHHbIvi B KaXKAOM M3 rOCyAapCTB-YNEHOB U
NnoATBEPAVBLUMIA  CBOK OGMO3KBMBANEHTHOCTb OPUrMHaNbHOMY fekapcTBeHHoOMy npenapaTy (npyu opgobpeHun
OKCNepTHbIM KOMUTETOM MNpu Kommuccum) npu HEBO3MOXHOCTW BbINOMHEHNUS MOANYHKTOB «a» M «b6» HacTosLero
nyHKTa;

r) NekapcTBEHHbIN npenapar, UMEIOLLMIA ONbIT NPUMEHEHUS Ha TEPPUTOPUN OJHOMO M3 FOCYAapPCTB-YNEHOB He
MeHee 25 net (Npu opgoGpeHWM JSKCNepTHbIM KOMUTETOM MO fekapcTBeHHbIM cpeactBam npu EBpaswuiickon
3KOHOMMUYECKOWN KOMUCCUM) MPU HEBO3MOXHOCTM BbINOMTHEHWS NOANYHKTOB «a» - «B» HacTOSALLEero nyHKTa.

19. Tpun wnccnegoBaHWM BOCMPOM3BEAEHHOrO (rMOpMAHOro) fekapcTBEHHOro mnpenapata WAM  BHECEHWUM
N3MEHEHU 1 OOMONHEHWI B permcTpaumMoHHoe JOCbe NeKapCTBEHHOro npenapara B YacTu AeNCTBYIOLLMX BELLECTB,
AO3VPOBKW, JeKapCTBEHHOW (hOPMbl U MYTU BBEAEHWS MWCCNedyeMblil NekapCTBEHHbIV npenapaT CPaBHUBAIOT C
COOTBETCTBYIOLLEN NEeKapCTBEHHON (POPMOWN U OO3NPOBKOM pedepeHTHOro nekapCTBEHHOro npenaparta (ecnu He
NpUMEHUMbI NonoXxeHns ab3aua BTOPOro HaCTOALWEro NyHKTa).

Ecnn opurmHanbHbIN NekapcTBEHHbIM MpenapaTt Ha pbiHKe MNpeacTaBneH B HECKOMbKUX NeKapCTBEeHHbIX
dopmax, B kavecTBe pedepeHTHOro fekapcTBEHHOro npenaparta pekoMeHAyeTcs UCNonb3oBaTh Ty U3 HUX, B BUAE
KOTOpPON OH OblN BrepBble 3aperycTpMpoBaH M KOTOpas MCronb3oBanacb B KIMHWYECKUX WCCredoBaHWsAX Ans
noaTBepXaeHWs ero apdeKTUBHOCTM 1 6e3onacHoCTy.

20. Baasutenb obssaH obocHoBaTb BbIGOP pedepeHTHOro NekapCTBEHHOro npenapaTa Ans uccrnefoBaHus
ONO3KBMBANEHTHOCTM C Y4eTOM pe3ynbTaToB KOMMYECTBEHHOrO OMNpeAeneHus COoAepXaHus OeiCTBYHOLEero
BeLlecTBa M [aHHbIX O ero pacTBopeHun. B cepuun, noanexaiie MCNonb30BaHUIO B KayecTBe UCCregyemoro
nekapCTBEHHOro npenapaTa, KonMyecTBEHHOe codepaHne (YCTaHOBMNEHHOE C NOMOLLbI0 aHaNMTUYEeCKON METOAVKM,
NpeanioXeHHON AN CTaHA4apTHbIX UCMbITAHWMI KavyecTBa uccnegyeMoro npenapaTta, BKIHOYEHHOW B cneuundurkaumio
(HOpMaTUBHbBIN AOKYMEHT MO KOHTPOIMI0 KayecTBa)) He OOMKHO oTnuyaTbea Gornee Yyem Ha 5 NpoLEHTOB OT cepum
pedepeHTHOro fiekapCcTBEHHOro npenapaTta (Npy 0TCYTCTBUM JOMKHbIX 060CHOBaHWI). 3asasutens ¢ nomoLlybio TCKP
M KONMUYEeCTBEHHOro OnpeAerieHVs AeWCTBYIOLLero BellecTBa AOMmMKeH obocHOBaTb BbIGOp cepumn pedepeHTHOro
neKkapCcTBEHHOro npenapara, NiaHMpyemMon K U3y4eHuio B uccriegoBaHumn broaksmsaneHTHocTw. Npu Beibope cepun
pedepeHTHOro nekapcTBEHHOro npenapata AN uccrnefoBaHWs OWO3KBMBANEHTHOCTM PEKOMEHOYEeTCSs W3yuuTb
HEeCKONbKO cepuin pedepeHTHOro nekapcTBEHHOro npenapara.

Vccneayembli NekapCTBEHHbIV NpenapaTt

21. Viccnegyembli  nekapCTBEHHbIA  npenapaT, MNOAnexawmi  WUCNoMb30BaHUO B MCCNeAoBaHWK
OMO3KBMBANEHTHOCTW, He [OMKEeH OTNMYaTbCAa OT feKkapCTBEHHOro npenaparta (MO CcocTaBy, TEXHOMOrnu
Npon3BOACTBA, MPOM3BOACTBEHHOMY 060PYAOBaHWI0), KOTOPbIA MNOCTYNUT Ha dhapmaueBTuyeckuii ppiHok Coto3a, 4To
AOIMKHO ObITb PacCCMOTPEHO U 060CHOBAHO 3asBUTENEM.

22. [Ina TBepAbIX nekapcTBeHHbIX POPM Af1S1 NpMema BHYTPb CUMCTEMHOrO AeWCTBUS AEWCTBYIOT credylolime
npasuna (nonHele TpeboBaHWs K BanupauMu npouecca NPOM3BOACTBA CoAepXaTcs B Mpasunax Hagfexallen
npousBoAcTBeHHOM npakTnkn Coto3a M Apyrux aktax, Bxogawmx B npaso Cot3a, B cdepe obpalleHus
neKapcTBEHHbIX CPeacTB):

a) B OTCYTCTBME OOIMKHbIX OOOCHOBaHMI UccredyeMblil NeKapCTBEHHbIN nNpenapaTt AomkeH ObiTb oTobpaH un3
cepun, cocTtaensoLen, no meHolen mepe, 1/10 npombiwneHHon cepun, unm 100 000 eauHWL, nEeKapCTBEHHbIX
¢opm, B 3aBMCMMOCTM OT TOrO, KaKou U3 06 bemoB OorbLue;

6) NPOM3BOACTBO WCMNOMb30BAHHBLIX CEPUA NIeKapCTBEHHOro npenapaTta AOSMKHO obecneunBaTb BbICOKYHO
cTeneHb YBEPEHHOCTM B TOM, YTO NleKapCTBEHHbIM NpenapaTt 1 Npouecc ero npom3soactea byayT Bocnpon3BeaeHb! B
NPOMbILLIIEHHOM MacLuTabe.

O6bem cepun, npegHasHayeHHOW AOns noaTBepXxaeHus GuoakeBmBaneHTHocTH, MeHee 100 000 eguHWL
BO3MOXEH nNpW YCroBUKW, YTO ITO npeanaraembli 06bEM CEpUMUHOro MNpou3BOACTBA, W nocnepyloliee
mMaclTabvpoBaHue NpPoM3BOACTBEHHbBIX CEPUIA HE NpeanoraraeTcs;

B) onucaHve CBOWCTB W COCTaBMneHWe cneumdukaumm Ha Takme KpuTUYeckue Mokas3aTenu KadvecTsa
neKapcTBEHHOro npenapaTa, Kak pacTBOpeHue, criegyeT OCYLIEeCTBMATb, WCMOMb3ys UCCNEAOBaHHY Cepuio, T.e.
CepuIio, N3YYeHHYIO B KIIMHUYECKMNX NCCMeAoBaHMsAX, B OTHOLLEHUIN KOTOPOW NoATBepXaeHa OMO3KBMBANEHTHOCTb;

r) obpasubl NekapCTBEHHOro NpenapaTta 13 AONOMHUTENbHbBIX OMbITHO-MPOMBILLNIEHHBIX U (M) NPOMBILLNIEHHbIX
Cepuvi, NpefocTaBleHHble Ha perucrpauuilo, HeobxoAMMOo CpaBHUTL C obpasuamy M3 Cepuu, WUCMONb30BaHHOW B
uccnegoBaHnM GUOIKBUBANEHTHOCTW; OHU AOMKHbI UMETb COMOCTaBuMMble MNPOMUAM PacTBOPeHMs in vitro B
noaxoaawmx ycnosusax TCKP (cornacHo npunoxenuto Ne 5).

23. B oTHOoweHun kaxgom w3 nepsBblX TpexX MNPOMbLIWIEHHbIX CEepui A0 BbiMyCcka WX Ha pbiHOK Cotosa
Heobxogmmo nposectu TCKP ¢ cepuel, ucnonb3oBaHHOW B wuccriegoBaHun 6uoskemBaneHTHocTn. B cnyvae
UCTEYEHUs] ee Cpoka roaHOCTU B KayecTBe pedepeHTHON MOXeT ObITb MCMONb3oBaHa NpeabiayLwas npoMbILLIeHHas
cepvsi, npocunb pacTBOpPeHWst KOTOPoW Obin conocTaBum C MPodUeM pPacTBOPEHUS Cepuu, WCMONb3OBaHHOW B
nccnepoBaHnm GUO3KBMBANEHTHOCTY.

3asBuTenb AormkeH npeactaBuTb pesynbTatel TCKP nepBbiX TpexX MPOMbILMEHHbIX Cepuii no  3anpocy
YNONTHOMOYEHHOrO opraHa rocygapcrBa-yuneHa. [Mpyu HecoBnageHun npodwner pacTBOPEHUs 3asiBUTENb LOIMKEH
npeactaButb pesynbtatbl TCKP no cobctBeHHOM MHMUMaTUBe Ge3 3anpoca YNoSIHOMOYEHHOrO OpraHa W ykasaTb
KOHKpETHbIE Mepbl, NPEANPUHSATBIE AN NPEeOAONEeHNs BO3HUKLLEN CUTYaLUN.

[ns npo4nx nekapcTBeHHbIX )OpM C HeMeAJIeHHbIM BbICBODOXAEHWEM CUCTEMHOro OEeWCTBUSA, HeobxoanMo
npeacTaBUTb aHanorMyHoe NOATBEPXKAEHUEe 3KBUBANEHTHOCTU KayecTBa MPOMBILLMEHHBIX Cepui MO OTHOLUEHUIO K
nccregoBaHHOWM cepun.

YnakoBKka cpaBHUBaeMbIX fiekapCTBEHHbIX MpenapaToB

24. Wccnepyembll NEKApCTBEHHBIN npenapat U pedepeHTHbIN NeKkapCTBEHHLIN Mpenapat Heobxoanmo
ynakoBaTb WHAMBUAYyanbHO AN Kaxgoro cybbekta u nepuoja WCCNeAOBaHWs rMepeq WX OTNPaBKOW B




uccrneaoBaTenbCkuiA LIEHTP MMM B CaMOM UCCIeAOBaTENbCKOM LIEHTpe. YNakoBKy (BKMoYask MapkUpOBKY) crieayet
OCYLLECTBNATbL B COOTBETCTBMM C NpaBUiaMn Haanexaien nponsBoacTBEHHOW npakTuku Cotosa, yTBepXKaaeMbiMu
Komuccuen.

25. HeobxoguMmo npegycMOTpeTb BO3MOXHOCTb TOYHOrO YCTAHOBMEHWS MNOAMMHHOCTU  NEKAPCTBEHHbIX
npenapartoB, NPYMEHSIEMbIX KaXabIM CYOBEKTOM B KaXAOM nepuoje vuccrneaoBaHusi. B cBs3m ¢ aTum Heobxogumo
noapobHO OOKYMEHTMPOBAaTb YMNaKoBKY, MapKUPOBKY M BBeAEHWe fnekapCTBEHHbIX npenapaTtoB cybbektam. Takas
OOKYMeHTaumMs OOMMKHa codepXaTb OonMcaHue BceX Mep, MPUHATbIX ANA HegonyweHus n obHapyxeHus olmnbok
0031poBaHus. PekomeHayeTcs MCNONb30BaTh 3TUKETKU C OTPbIBHLIM KOPELLIKOM.

3. CybbekTbl uccnepoBaHusA
KonuyectBO cy6HL€KTOB

26. KonuuectBo cy6beKkTOB, BKMOYEHHbIX B UCCneaoBaHne GUO3KBUBANEHTHOCTM, OOMKHO OCHOBbLIBATLCH Ha
OOIMKHOM pacyeTe pasmepa BblOopkn. KonmyecTBO BKMOYEHHbIX B aHanmM3 CyObEeKToB uccnegoBaHus
OMO3KBMBANEHTHOCTU LOMKHO ObITb HE MeHee 12.

Bbibop cybbekToB

27. I'pynna cyGbekToB AN NpoBeAeHNs uccneaoBaHnst boakBMBaneHTHOCTU AOIMKHA ObiTb NogobpaHa Takum
obpa3omMm, 4TOObl MOXHO OblNO OOHaAPYXWUTb KIAMHUYECKM 3HAYUMblE pPasnuMuns Mexay JekapCTBEHHbIMU
npenapatamu, oOOYCMNOBMEHHbIE pas3nNMuUMAMW B WX NpousBoacTBe U (Mnu) kadectBe. C  UENbl  CHWXKEHUS
BapuabenbHOCTM pe3ynbTatoB, He OOYCMOBMEHHOW pasnuMuuMaMW Mexay TeKapCTBEHHbIMM MpenapaTtamu,
nuccrnegoBaHMs HeobOXO4MMO NpPOBOAMTL Cpeau 300pOBbiX A0OpPOBOMbLEB, 3a WMCKIHOYEHUMEM CriyyaeB, Korga
NeKkapCTBEHHbIE NpenapaTtbl HECYT OYEBUAHYHO Yrpo3y UX 300POBLI0, M AeNalT Takue UccrnefoBaHns He3TUYHbIMU. B
OOnbLUIMHCTBE CrnyyaeB MpoBedeHWe UCCNefoBaHUs Cpeau 340pOoBbiX A0OPOBOMbLEB in Vivo Ans yCTaHOBMEHUS
pasnuuuin  mMexagy CpaBHMBAeMbIMW FEKAapCTBEHHbIMM MNpenapataMy CUMTAeTCss NpueMnemMbiM U MNO3BONsEeT
3KCTpanonupoBaTb pes3ynbTaTbl WCCNEAOBaHWS Ha NuL, ONS KOTOpbIX 040OpeHO npumeHeHne pedepeHTHOro
neKkapcTBEHHOro npenaparta (Nvua MoXWnoro Bo3pacTa, [AEeTW, NauuMeHTbl C MOYEeYHOW WM  MEeYEHOYHON
HEeOCTaTOYHOCTbLIO U T.A4.).

28. B npoTokone nccregoBaHns He06xoauMo YETKO MponncaTb KpUTEPUM BKITIOYEHUST U HEBKIIOYEeHUs.. BospacT
CyObEKTOB AOMKeH BblTb He MeHee 18 NeT C MHAEKCOM Macchl Tena, no BO3MOXHocTH, 18,5 - 30 kr/m2,

29. CooTBeTCTBMNE CYyOBEKTOB YCNoBUAM 0TOOpa HEOOX0AMMO NOATBEPAMTL NabopaToOpPHBIMU UCCNEOOBAHUSAMM,
aHaMHe30M W MeOMUMHCKMM OCMOTpOM. B 3aBucumoctn oOT hapmakoTepaneBTUHecKon rpynnbl M npoduns
©e30MacHOCTM NeKapCTBEHHOrO mpenaparta [o, BO BPEMSA M MO OKOHYaHUU MUCCnenoBaHWst HEOOXOAMMO MPOBECTU
crneumanbHble UCCNEeLOBaHNsS U MPUHSATE COOTBETCTBYHOLLME Mepbl NMPEAOCTOPOXHOCTU. on cyGbekToB He umeeT
3HayeHusi, 04HaKo HeOBXOAMMO YUMTBIBATb PUCK AN XKEHLMH AeTopoaHoro Bo3pacta. CyobekThl, Mo BO3MOXHOCTH,
OOMKHbI ObITb HEKYPSALLUMMM; ankoronnaM U HapkomaHusi (B TOM Yucrie B aHamHe3e) SIBNSTCA KpUTepusaMy Ans UxX
HEBKMOYEHNs B uccriegoBaHue. B HekoTopbix cnyvasix m3 coobpaxeHur ©Oes3onacHocT wunu B cuny
hapMaKoKMHETUYECKNX 0COBEHHOCTEN HEeOb6XoaAMMO MpeaycMoTpeTb (PeHOTUNMPOBaHUE U (UNKN) reHOTUNUPOBaHUE
CcyObeKToB.

30. MNpwn napannensHOM Au3aiHe UcCrefoBaHMs CpaBHMBAEMbIE IPYNMbl 4OIMKHbI ObiTb CONOCTaBUMBI MO BCEM
3HAYMMbIM MEPEMEHHbIM, KOTOpble MOryT MOBMUATbL Ha (PAapMaKOKMHETUKY OENCTBYHOLLEro BellecTBa (Bko4as
BO3pacT, Maccy Tena, MoJf, 3THUYECKYH NPUHALMEXHOCTb, KypeHue, NPUHAANEXHOCTb K «ObICTpbIM»  Wnn
«MeaneHHbIM» meTabonusatopam). ATO BaxkHOe npenBapuTeNnbHOE YCroBue AN NOATBEPXAEHWUSI [JOCTOBEPHOCTU
pesynbTaToOB TaKMX UCCNEeA0BaHUIA.

31. Ecnu wnccnegyemoe [OeWCTBYKOLLEE BELLECTBO BbI3biBAET HeXenaTenbHble peakumm u - (1nm)
dapmakonornyeckne acpdekTbl, NpeacTaBnsiolNEe HenpueMneMble PUCKM ANns 340pOBbIX 00OpoBONbLEB, MNpuU
YCIOBUM MPUHATUS HEOOXOAMMBIX Mep MNPeLOCTOPOXHOCTU UM YCTAHOBMIEHWS COOTBETCTBYHOLLEro HabniogeHus,
OOrMyCcKaeTCcs BKIIOYEHME B UCCriefoBaHNe NaLueHToB.

4. NpoBeaneHne uccnegoBaHuA
O6ecneyeHne cTaHAAapPTHOCTU YCIIOBUM NpoBeAeHNs uccrnefoBaHUs

32. B uensx cBedeHWst K MUHUMYMYy BapvabenbHOCTU BCEX BOBMEYEHHbIX (DaKTOPOB, 3a MWCKIOYEHUEM
akTopoB, OOYCNOBMEHHbLIX CBOWCTBAMW CpPaBHUMBaEMbIX NeKapCTBEHHbIX MpenapaTtoB, YCMOBWS NpPOBeAEHWS
ncecnegoBaHugd HGO6XO,EWIMO CTaHOapTu3mpoBsaTb, B CBA3M C 4YeM CTaHOapTu3auun noanexart pauuoH, npuem
XMUAKOCTU 1 DN3NYECKME Harpy3Ku.

33. Bpemsi npuema nekapCTBeHHOro npenapata Heobxoanumo yCcTaHOBUTL 3apaHee. B oTcyTcTBMe 060CHOBaHMIA
CyOBbEKTBI HE JOIMKHBbI MPUHUMAaTL NULLLY KaK MMHUMYM 3a 8 Yac 4O npvema NekapcTBEHHOro npenapara. [ockonbky
NpUeM XMOKOCTU MOXET MOBMUSATb Ha MPOXOXAEHWE MPUHMMAaEMbIX BHYTPb NEKapCTBEHHbIX MpenapaTtoB 4depes
XKenyaook, uccnenyemblii NEKapCTBEHHBLIA npenapat U pedepeHTHbIA NEKapCTBEHHBLIM npenapat HeobxoaMmo
3anuBaTh CTaHAAPTHBIM 06 LEMOM XMOKOCTH

(150-250 mn). B TeyeHne 1 yaca oo M 2 4acoB Mocne 3TOro MPUEM >XMOKOCTU 3anpelleH, B OCTarbHOM
yCTaHaBnuBaeTcs CBOOOAHBbIN NUTbEBOM pexuMm. [locne nprvema nekapcTBEHHOro npenapata npuemM nuwm
orpaHunyMBaroT Ha 4 yaca. PaunoH n Bpems npuema nuwim nocrne npvema nekapcTBeHHOro npenapara Heobxoammo
CTaHOapTU3MPOBaTh B TEUYEHME JOCTAaTOYHOro neproaa Bpemenn (Hanpumep, 12 yacos).

Ecnu uccnepoBaHve [OMKHO NPOBOAWUTBLCS MOCne enbl, MPUEM IEKAPCTBEHHOrO npenapata M nuwm
OCYLLECTBNSIIOT B COOTBETCTBMM C OOLLUEN XapaKTepUCTUKON NeKkapCTBEHHOrO mMpenapaTa WCMofib3yemMoro
pedepeHTHOro nekapcTBeHHoro npenapata. Ecnu Takve cBefeHus B OOLLEN XapaKTEPUCTUKE NeKapCTBEHHOMO



npenaparta pedepeHTHOro NekapCcTBEHHOIO Npenaparta OTCYTCTBYHOT, TO CyObeKTbl JOIMKHbI Ha4YaTb NPUEM MULLM 3a
30 MuHYT f0 Nprema npenapara (NPOAOIKUTENBHOCTL Nprema nuwim - 30 MUHYT).

34. MNockonbKy 6MOAOCTYNHOCTL aKTUBHOWM YaCcTU MOJEKYIbl AENCTBYIOLLErO BeLLEeCTBa fleKapCTBEHHOW hopMbl
MOXET 3aBUCETb OT ANUTENBbHOCTM MPOXOXAEHUS 4Yepe3 JKeNnyAo4HO-KWLIEYHbIA TpakT W  WHTEHCUMBHOCTYU
permoHapHoOro KpoBOTOKa, TpebyeTcsl cTaHAapTM3aLmMs NONOXEeHUs Tena u M3nYeCcKon akTUBHOCTM CyObekTa.

35. B TeyeHve onpegeneHHoro nepuopa Ao 1 BO BpeMsA UCCNefoBaHNa CyObekTbl OMKHbI BO3AEPXKMNBATLCS OT
npvema MUK W HanuWTKOB, KOTOPblEe MOryT MOBAWMATL Ha PYHKUMIO CEpOEeYHO-COCYAMCTON, NULEeBapUTENbHON
CUCTEMbI, MeYeHn U (Unun) noyvek (Hanpumep, ankoronbHble HaMNWTKA WM HEKOTOpble COKW, Hanpumep
rpenndpyTtoBbiin). Cybbektam He criefyeT npuHMMaThb Kakve-nubo CcomnyTCTBYHOLME NeKapCTBEHHble npenaparhbl
(BkMovasa nekapcTBEHHbIE MpenapaTbl PaCTUTENBHOTO NMPOUCXOXAEHMS) B TEYEHNE COOTBETCTBYIOLLErO nepvoaa Ao
M BO BpeMs uccrnenoBaHus. [pn 3TOM NpuMeHeHWe KOHTpauenTMBOB AonyckaeTcs. Ecrnv npuem conyTCTBYHOLLMX
neKapcTBEHHbIX NpenapaTtoB HeU30eXeH M OHW Ha3HayeHbl CyObEeKTy ANA KynMpOBaHUS HexenaTenbHbIX SABMEHUN
(Hanpumep, ronoBHom 6onmM), TO B CONPOBOANTENBHBIX AOKYyMEHTax He0bX0AMMO OTpa3nTb CBEAEHUS O NPUMEHEHUN
(Do3a 1 BpeMsa NMPUMEHEHMS) U BO3MOXHOM BIMAHUN Ha UCXOA WCCNefoBaHWs. B UCKMOYMTENbHBLIX cnydasx u3
coobpaxxeHnn 6e30nacHOCTM UNN NEepPeHOCUMOCTU BCeM CybbekTam HasHadaloT CONyTCTBYHOLME NeKapCTBEHHbIE
npenapatbl (Hanpumep, aHTarOHUCTbl OMWOWMAHLIX PeLenTopoB, MPOTUBOPBOTHbIE cpeAcTBa). B atom cnyyae
HeobXoAMMO YyunTbiBaTb BO3MOXHOCTb NEKapCTBEHHOrO B3aMMOLEWCTBMA WNW BAMAHUS Ha GuoaHanuTU4eckyto
METOAMKY, KOTOpble MOTYT Cka3aTbCA Ha pe3ynbTaTax UCCnefoBaHus.

36. JlekapcTBeHHble npenapatbl, KOTOpble B COOTBETCTBMM C OOLLEN XapaKTepUCTUKE JEKapCTBEHHOIO
npenaparta pedepeHTHOro NeKapCTBEHHOrO npenapaTta AOJMKHbl NMPUMEHSITbCA TONbKO B KOMOWHauuu C Opyrum
neKapcTBEHHbIM nNpenapaTtom (Hanpumep, HeKOoTopble WHIMbuTopbl npoteassl BWY npumeHsioT Tonmbko B
KOMOMHaLuM C pUTOHaBMPOM), pa3peLlaeTcsd NpUHMMaTb Kak OTAENbHO, Tak M B KOMOWHaUuM C pekomeHayembiM
nekapcTBEHHbLIM MpenapaToM.

37. Mpn n3yyeHun GMOIKBMBANEHTHOCTU SHOOMEHHbLIX COEAMHEHWI HeobXOoAMMO KOHTpOMnMpoBaTb (hakTopbl,
BMMsOLWME Ha X (POHOBOE coepaHue (Hanpumep, CTPOrMin KOHTPOMb MPUHUMAEMON MULLN).

Bpems ot6opa o6pasuoB

38. [Ons To4HOro onucaHusi Npoduns «KOHLEHTpauus - Bpems» Heobxogumo oTtobpaTb [ocTaTouyHoe
KonuyecTBo ob6pasuoB. B uenax nomnyyeHWss TOYHOW OLEHKUM MakCUMarnbHOW 3KCMo3vuuumM Heobxoanmo
npenycMoTpeTb YacTbii oToop obpasuoB BGNM3M npegnonaraemoro tmax. B yactHoctu, cxema otb6opa obpasuos
AOMmKkHa ObITb cocTaBneHa Tak, 4tobbl Cmax He ABnAnacb NEepBON TOYKOW Ha KPUBOW «KOHLEHTpauus - BpPems».
KonuuectBo 0TOGpaHHbIX 00pasuoB Takke OOMMKHO ObiTb AOCTATOYHbIM, YTOObI OBGecneyvnMTb HaOEeXHYH OLEHKY
ANUTENbHOCTM akcno3numn. 3To gocturaetcs, korga AUC(0-t) nepekpbiBaeT He meHee 80 npoueHToB oT AUC(0-¥). C
uenbilo MONy4YeHNss HaAeXHOM OLEHKM KOHCTaHTbl CKOPOCTU TEepMUHanbHOW anuMuHaummn (Heobxoguma Aans
poctoBepHol oueHkn AUC(0-¥)) B TeueHne TepMuHanbHoW asbl cnegyeT otobpatb He MeHee 3-4 obpasuos. Ecnn
dasa abcopbumm nekapcTBEHHOro npenapaTa Ans MpuemMa BHYTPb C HeMeANIEHHbIM BbICBOOOXAEHMEM He
npeBbIlaeT 72 4yacoB, TO ANA CPaBHEHUS ONIUTENbHOCTM 3KCNO3uuuM B kadecTBe anbTepHaTusbl AUC(0-t) moxeT
ucnonb3oBaTbcs AUC, yceveHHas ao 72 yacoB (AUC(0-72 4)). NoaTtomy ans nobbix NekapCTBEHHbIX NpenapaToB C
HeMe[eHHbIM BbICBOOOXAEHMEM He3aBMCMMO OT tY2 akTMBHOro BellecTBa OoTOOp 06pa3uoB B TeyeHue Gonee 72
yacoB He TpebyeTcs.

39. B nccnepoBaHWsix C MHOFOKPATHbIM MPUEMOM FeKapCTBEHHOro npenaparta Ans TOYHOro onpeaerneHvs
AUC(0-t) «npenno3oBbin» obpasel Heobxoaumo 3abpaTb HEMOCPEACTBEHHO (B TeYEeHWe 5 MUHYT) nepen npvemMom
nekapcTBEHHOro npenapata, a nocnegHuin obpasey - B TeyeHve 10 MUHYT B KOHUE 3agaHHOrO WHTepBana
[03UpOBaHuUS.

40. Ecnu B kavecTBe Ouonormyeckoro maTepuana, B KOTOPOM OMNpefensieTcs CoAepXaHue OeWCTBYILLEro
BellecTBa, BbibpaHa mMoya, TO ee Heobxogumo cobupaTb B TedeHue He MeHee 3 t/2. OgHako B COOTBETCTBUM C
pekomeHaaumammn no otbopy obpasLoB nnasmbl, cbop Moun B TeyeHne Bornee 72 YacoB Takke He Tpebyetcs. OAns
onpefeneHnst CKOPOCTU SKCKPeLMU UHTepBarbl mexay otoéopom obpasuoB B ¢hase abcopbumm OOMmMKHbI ObITb, MO
BO3MOXHOCTHU, KaK MOXHO Kopoye (C yueTom TpeboBaHuIi nogpasnenos 5 v 6 HacTosLwero pasgena).

41. [Ona SHOOreHHbIX COoeAMHEeHun cxema oTbopa o6pas3uoB [OMMKHA NO3BONMMTL oOnMMcatb KX poHoBOE
CofepXaHvne Ans Kaxporo cybbekta B kaxaom nepuoge. Kak npaBuno, Takoe onpefeneHne BO3MOXHO NyTeM
oTbopa 2-3 06pa3uoB Ao npuvema nekapcTBeHHOro npenaparta. WHorga, 4Tobbl y4ecTb UMpKagHble konebaHus
(HOHOBOrO CoAepKaHNs SHAOreHHOro coeanHeHWs, TpebyeTcs perynspHo onpeaensiTe ero KOHUEHTPaLUIO B TEYEHNE
1-2 gHen Oo npuema nekapcTBEHHOro npenapara (c yueTom TpeboBaHuii nogpasfenos 5 u 6 HacToswero pasgena).

42. MNpwn 06bI4HBbIX 06CTOSATENBCTBAX BUONOrMYECKOW XUOKOCTHI0, OTOMpPaeMoN ANA U3MEPEHUS KOHLIEHTpaLmm
OEVNCTBYIOLINX BELLECTB, AOIDKHA ObiTb KpOBb. B GOnbLUMHCTBE CrnyvyaeB u3MepsieTCs COAepXKaHue OEWCTBYHLLErO
BELLeCTBa UIn ero MetabonMToB B CbIBOPOTKE MUK Nna3me. Ecnv oTcyTCTBYET BO3MOXHOCTb M3MEPUTL COAEPKaHWe
AENCTBYIOLLIErO BellecTBa B Nna3me, a OeyCTBYIOLLEe BELECTBO IKCKPETMPYETCS B HEM3MEHHOM BUAE C MOYOM U
CylecTByeT NponopLUmMoHanbHasa B3auMOCBA3b MeXAY KOHLEHTpauusMu OeNCTBYIOLLEro BELLEeCTBa B KPOBM U MOYe,
B Ka4yecTBe GMOMNOrMYeckoro matepuana MoxeT ucrnonb3oBaTbcs Moda. O6bem kaxgoro obpasua crnegyeT nsydatb
Nno BO3MOXHOCTWU He3aMeanuTenbHo nocre cbopa n BHOCUTL pesynbTaThl B oT4eT. KonuuecTBo 06pasLioB AOMKHO
ObITb 4OCTATOYHbIM, YTOObLI NPOBECTU pacyeT PapMaKOKMHETUYECKMX NapamMeTpoB. TeM He MeHee, B GONbLUMHCTBE
crnyyaeB cnegyet usberatb MCNOMb30BaHWUSI TOMbKO AAHHbIX O BbIAENEHUM OENCTBYIOLLErO BELLECTBA C MOYOM, Tak
KaK 3TO He NO3BONseT paccunTaTb tmax n MakcMarbHYH KOHLEHTPaLMIO BELLeCcTBa B CUCTEMHOM KPOBOTOKE.

43. O6pasupbl BGronorm4yeckon XmMagkoctTn Heobxoammo obpabaTtbiBaTb M XpaHUTb B YCMOBWSAX, MPU KOTOPbIX
paHee He OOHapyXuBanocb pasnoXeHue aHanmusMpyembiXx BeLlecTB (B OONbLUMHCTBE Cry4aeB MpUeMIieMbIM
ABMNAETCA XpaHeHue npu TemnepaTtype He Bbiwe -20°C). [aHHble ycrnoBus OOMKHbl ObiTb BKIIOYEHbI B OTYET MO
Banuaaumn (B cooTBeTCcTBUM C TpeboBaHWsMM nogpasgena 9 HacToswero pasgena v npunoxenus Ne 6).
MeTogonorus c6opa o6pa3sLoB oroBapuBaeTcs B MPOTOKOMNE UCCNELOBaHNS.

Mpuem nekapcTBEHHOro Npenapara HaToLlak Unu nocrne egpbl




44. ViccnepoBaHus GMO3KBMBANEHTHOCTU, Kak MpaBuUio, NMPOBOASAT HATOLLAK, MOCKOSbKY CYMTAETCS, YTO 3TO
COOTBETCTBYET Haubonbllehn YyBCTBUTENIbHOCTU [Of1  BbISABEHUS  pasnuMuMii  Mexay CpaBHUMBAEMbIMU
NlekapCTBEHHbIMM npenapatamu. Ecnn B 06Liel XapakTepuCTUMKe FeKapCTBEHHOro npenapata pedepeHTHOro
NeKkapCTBEHHOrO npenaparta ero pekoMeHAYeTCA MPUMEHATb HaTOoWaK WnyM He3aBMCMMO OT npvema nuu, To
nccrnegoBaHMe GUO3KBMBANEHTHOCTM NPOBOAAT HaTowwakK. Ecnv cormacHo obLuel xapakTepucTuke NeKapcTBEHHOMO
npenaparta pedepeHTHOro nekapCcTBEHHOro npenaparta ero crnegyet NPUMEHATb UCKNIYUTENbHO mnocne enpbl, TOo
uccnegosaHve GUO3KBMBANEHTHOCTM NPOBOAAT NOCre npuema nuLLun.

OpHako OnA  HEKOTOpbIX feKapCTBEHHbIX (OPM  (Hampumep, MUKPOSMYMbCuKM, TBepAble Aucnepcun)
uccnegoBaHve OMO3KBMBANEHTHOCTM MPOBOAAT KakK HATOLlaK, Tak M nocne npuema nuwin. YkasaHHoe npasBumno He
NPUMEHSAETCS, eCIn NIEKAPCTBEHHbIN NpenapaT HeobxoauMo NpUHMMaThL Mo CTPOro HaTtoLlak, NnMbo cTporo nocne
efbl.

45. Ecnu TpebyeTca npoBefeHne oboumx BUOOB WCCNEQOBaHUN, TO AOMYCTUMO MNPOBOAUTbL 2 OTAENbHbIX
nepeKkpecTHbIX UccreaoBaHns B 2 rpynnax cybbekToB nnu 1 nepekpecTHoe nccnegoBaHve B 4 rpynnax cybbeKToB.

46. B ycnosusix, Korga npuemMm nekapcTBEHHOro npenapaTta OCYLUEeCTBMASEeTCs nocne npuvema nuwm, ee coctas
OOIMKEH COOTBETCTBOBAaTb pekoMeHAauusM o6Ller XapakTepUCTUKM feKapCTBEHHOro npenapata pedepeHTHoro
nekapcTBeHHoro npenaparta. Ecnu B Hel oTCyTCTBYIOT Kakue-nnbo pekomeHgauum no 3ToMy noBoAy, TO nuuia
AOMmkHa ObITb BbicokokanopunHon (800-1000 kkan), ¢ BbICOKMM cogepkaHuem xupoB (okono 50 npoueHToB OT
o6uwen kanopuHocTh). Ha 6enkn gomkHo npuxoautbes 150 kkan, Ha yrneBoabl - 250 Kkan 1 Ha Xupbl -

500-600 kkan. Heobxogumo onucaTb COCTaB MULLM OTHOCUTENBHO COAEPXaHWsI B HelW OEenkoB, >XMPOB W
yrneBogoB B rpaMmax, abCoMTHOM Y OTHOCUTENBHOM COAEPXXaHUN Kanopui.

5. Uccnepyembie napameTpbl
dapmakoOKMHeTU4YeCKme CBOUCTBa

47. Mpn oueHke dapMaKoKMHETUYECKMX CBONCTB HEoOXOoOMMO WCMonb3oBaTb (hakTUdeckoe Bpemsi oTbopa
obpasuoB. B wuccrnegoBaHusix OMO3KBMBANEHTHOCTU MOCIEe OAHOKPATHOrO NpMeMa nekapCTBEHHOro npenapata
onpepenstor AUC(0-t), AUC(0-¥), octaTouHyo nnowanb, Cmax u tmax. Ecnn otbop o6pasuoB npogomkaercs B
TeyeHne 72 4acoB U B TOYKe 72 Yaca KOHLUEHTpaLus Bce elle nogaaeTca onpeaenexuio, To onnceisate AUC(0-¥) n
OCTaTOYHYH Nnowagb HET He0HBXOANUMOCTU, 4OCTATOYHO AOKYyMEHTMpoBaTh cBeaeHus o AUC, ycedeHHom B ToUke 72
yaca (AUC(0-72 y)). lononHUTENBHO MOryT ObiTh ONMUCaHbl KOHCTAHTa CKOPOCTU TepMUHAnNbHON anuMmuHaummn (kel) n
tle.

[na nekapcTBeHHbIX NpenapaToB ¢ HEMeAJIEHHbIM BbICBOOOXAEHNEM B UCCNEOOBAHNSX OMOIKBMBANEHTHOCTU B
paBHOBECHOM cocTossHUM Heobxoanmo onpeaenaTe AUC(0-t), Cmax,ss n tmax,ss.

48. Npun ncnonb3oBaHUK B Ka4ecTBe OMonormyeckoro marepmana Movm Heobxogumo onpeaenatb Ae(0-t) u, no
BO3MOXHOCTU, Rmax.

49. [Ins onpepenexHus dbapMaKOKMHETUYECKMX CBOWCTB B MCCrefoBaHUAX OMO3KBMBANEHTHOCTU MCMOMb3YOT
BHeEMoAeNbHble MeToabl. Micnonb3oBaHme kKamMepHbIX MoAeNe HenpmuemMnemMo.

6. UcxogHoe coeauHeHue unm ero MetabonuTbl
O6wue npMHUUNLI

50. B 6onbluMHCTBE cny4yaeB OLEHKY OGMO3KBMBANEHTHOCTU HEOOX0AMMO npoBoauUTb nyTemMm onpeaeneHuna
KOHUEeHTpauunm UCXoOHOro coeauHeHUA, NOCKONbKYy And 06Hapy>|<eH|/|$| pasnuynin Mexay nekapCTBeHHbIMU
npenapatamMmun no CKOPOCTU a600p6u,vw| Cmax ucxogHoro coeauHeHust obbluHO siBRsieTcss Gonee YyBCTBUTESTbHbIM
nokasarenem, 4em Cmax ero metabonura.

HeakTuBHbIE NponekapcTBa

51. [Ona HeaKTUBHbIX MPOMEeKapcTB uccnegoBaHne OMOSKBMBANEHTHOCTU crieayeT MPOBOAMTL B OTHOLLEHMM
UCXOZHOTro coefmHeHust. OnpeaensTb KOHLEHTPaLUMo akTUBHOro MeTabonuta He TpebyeTcsi. OfHako KOHUEeHTpauusi
B OMONOrM4ecKknx >XUOKOCTSIX HEKOTOPbIX NPOMeKapcTB AOCTAaTOYHO HU3Kasi, U OHU ObICTPO 3MMMUHMPYIOTCA U3
KPOBOTOKa, YTO 3aTpyAHSIeT noATBepxaeHue OGUO3KBMBANEHTHOCTM MO UCXOOHOMY coeauHeHuto. B atom cnyvae
JoryckaeTcs NOATBepXAaTb OMOSKBMBANEHTHOCTb AN OCHOBHOMO akTMBHOMO Metabonuta 6e3 wmsamepeHusi
KOHLIEHTPaLMN UCXOOHOrO coefuHeHusi. B HacToswmx npaBunax nog WMCXOOHbIM COEOMHEHMEM, SBMSOLMMCA
HEaKTUBHbIM MPOSIEKAPCTBOM, MOHMMAKTCS COEOUHEHUS! C OYEHb HU3KOW KIMHUYECKON 3h(PEKTUBHOCTBIO Wnn
NOJHbLIM €€ OTCYTCTBUEM.

Ucnonb3oBaHue AaHHbIX O MeTaGonuTe BMECTO AaHHbIX 06 aKTMUBHOM UCXOAHOM CoeAMHEHUN

52. Wcnonb3oBaHve cBedeHU O MeTabonuTe BMECTO OaHHbIX 00 akTMBHOM WCXOOHOM COEAMHEeHUN He
pekomMmeHagyeTcq. Takas 3ameHa gonyctmma Jnuvwb B TOM Clyydae, ecnu 3adaBUTeNlb CMOXeT [OoKa3aTb, 4TO
YyBCTBUTEJNIBHOCTb aHaNMMTM4yeCcKoro Mmetoaa B OTHOLLEHUN NCXOOHOro coeaAnHeHna He MoXeT ObITb ynydiweHa n 4to
nocrne OAHOKpaTHOro npmnema nekapcTtBeHHOro npenaparta TO4HO U3MepUTb KOHLUEHTpauuko UCXoAHOro coeanHeHuda
HEBO3MOXHO, Yy4duTbiBad TO, 4YTO B WUCCNeaoBaHUAX OVO3KBMBANEHTHOCTU aonyctuMmo  Mcnosib3oBaTb O03bl,
npesbilLlawowne MakCumalribHble pa3oBble [O03bl (C y4yeToMm Tpe6OBaHI/IIZ nogpasgena 7 HacTtosiwero pasuena).
3ameHa gaHHbIX 06 MCXOOHOM COeAMHEHUM AaHHbIMW O ero MeTtabonute gonyctuMa nulb B UCKNKOYUTENbHbIX
cny4asax. an ocyuliecTeneHun Tako 3aMeHbl, 3asBUTENb 00s3aH npeacrtaButb Bce uMMewWMnecda cBeaeHud,



noaTeepXaarlme, YTo aKCnosmumss Metabonuta (BblpaxeHHas B Buge AUC) oTpakaeT 9KCMO3MLMIO MCXOOHOro
COeQIMHEeHNs 1 YTO B TepaneBTUYECKNX Ao3ax obpasoBaHMe meTabonuTa He ABNSETCA HacbIlaeMbiM MPOLECCOM.

OHaHTHMOMepbI

53. Kak npaBuno, gonyckaeTtcs ucnomnb3oBaTb HecTepeocneunduyHble bruoaHanutuyeckme metoabl. OgHako
npy  BbIMNOMHEHUN BCEX HWKEMNEPEUUCNEHHbIX YCMOBUA HEOOXOAMMO W3MepATb  KOHLEHTPAUMIO  KaXXOoro
3HaHTMoMepa:

3HaHTUoMepbl obnagaT pasnuyHbiMM hapMakoKMHETUYECKMMU CBONCTBaMMU;

hapmakogMHaM14ecKMe CBONCTBa 3HAHTMOMEPOB CYLLECTBEHHO pasnuyatoTcs;

OTHOLLIEHME 3KCMO3NLMKN 3HaHTMOMEPOB (BbipaxeHHon B Buae AUC) MeHsAeTcsa npy nameHeHun abcopbuum.

54. Ecnn Bce ykasaHHble YCIOBUS BbIMOMHAKOTCA UM CBEAEHUS O HUX OTCYTCTBYHOT, TO HEOOXOAMMO M3MepsAThb
KOHLUEHTpaUuo Kakgoro aHaHTuomepa. Ecnm Tonmbko oauH M3 3HaHTMOMepoB obragaeT dapmMakororn4eckon
aKTUBHOCTbIO (thapMakonormyeckass akTMBHOCTb BTOPOrO SHAHTMOMEpa HU3Kas UMM MOSIHOCTbID OTCYTCTBYET), TO
A0CTaToO4YHO NOATBEPANTb GMOIKBMBANEHTHOCTb TONBKO AN aKTUBHOMO SHaHTUOMeEpa.

Ucnonb3oBaHMe MO4YM B KauecTBe GUMONOrMyecKkoro matepmana

55. Ecnu AOCTOBEpPHO onpeaenntb I'IpO(bVIJ'Ib «KOHUEHTpauuna - BpemMma» B nna3mMe UCXOOHOro coeanHeHud
HEeBO3MOXHO, TO AJ1A onpeaernieHna BeliM4nHbl 3KCNo3numn B Ka4eCcTBe 3aMeHbl KOHUEeHTpauun B nna3me aonyctmmo
MCNonb30BaHNe AaHHbIX 00 9KCKpeuun c Mo4or. OgHako HeobxoaMMo YeTko 06OCHOBaTb MCMONb3OBaHNE AaHHbIX
Mo4un npu onpegeneHnn MakcumanbHon akcnosuummn. Ecnn yoaeTcda nonyvYnTtb OOCTOBEpPHble CcBedeHUnA O Cmax B
nnasve, TO ANs OUEHKM OMOIKBMBANEHTHOCTU 3TW AaHHble Heobxoaumo npencTtaBuTb Hapagy C BEMUYNHON
aKcno3nuun, I'IOJ'Iy‘-IGHHOVI npn mncnosnb3oBaHUN MO4MN. |_|pVI MCNONb30BaHMN MOYM B KayecTBe OMOnornyeckoro
MaTtepuana 3adBUTESlb 0bna3aH npeacTtaBnTb BCHO MMeKLLMecda cBedeHuda, noareepXxgawlime, 4To 3KCKpeuua C
MOYoWn OoTpaxaeT 3KCno3nuuno B nina3me.

JHaoreHHble BellecTBa

56. Ecnu nccnegyemoe BeLeCTBO SABNAETCA SHOOTEHHbIM, TO U3MepeHue hapMaKkoKMHETUYECKUX NapameTpoB
HeobXoAMMO  OCYyLEeCTBNSATbL C  MONPaBkOW Ha ero (OHOBOe coaepxaHue, 4TOObl  Mccnegyemble
CbapMaKOKVIHeTI/I‘-IeCKVIe napameTpbl OTHOCUIMUCb K AOONOJIHUTESNIbHbIM KOHUEHTpauuam, nonyyvyeHHbIM BcChneacrteune
npvema nekapcTBeHHoro npenapata. [lpy ycnoBum npuvemnemon NepeHOCUMOCTU UM €CNM  KOHLUEHTpaLuio,
npeBocxoasALylo (hOHOBYID W [OCTUraemylo Mnocrne npuema fekapcTBEHHOro mnpenapaTta, MOXHO [OCTOBEPHO
M3MepUTb, B WCCNEAOBaHUsIX OWMO3KBUBANEHTHOCTU SHOOMEHHbLIX BELLECTB [OMNYyCTUMO MNPUMEHEHUEe [03,
npeBbILLaLWNX MakcMMarnbHble pasoBble A03bl. Ecnyn nocne npvema pasnuyHbiX 003 SHOOMEHHOro BellecTBa
pasHuLa B 3KCNO3uuuM paHee He Gbina nokasaHa, ee HeobxoanMo onpeaenvTb NMMBO B MUMOTHOM UCCIEA0BaHUM,
nnbo B paMkax OHOro 13 NepUo0B OCHOBHOIO NCCNefoBaHNs BMO3KBMBANEHTHOCTU C UCMONMb30BaHWEM Pa3fUYHbIX
[03 pedhepeHTHOro NekapcTBEHHOMO Npenapara npyu ycroBuu, YTO UCMONb30BaHME 3TUX 403 NO3BONUT OonpeaenvTb
noTeHuuarnbHble pa3nnyina Mexay nekapCcTtBeHHbIMU npenapaTtamu.

B npoTokone uccnegoBaHusi HeobxoAMMO 3apaHee oOnpefenuTb U onucaTb MeTod, MCMOoNb3yeMmbli Ans
nonpasBkn Ha (*)OHOBOG coaepxaHme 3HOOreHHoro BellecTea. B kauyecTBe nonpasku npegnoyYTnTeslIbHO NCNOJ1b30BaTb
CTaHAapTHOE BblMUTaHME: BblMUTAETCS MO0 CpedHsis KOHLEHTpauMs SHOOreHHOro BeLLEecTBa, onpeferieHHas no
npvema npenapata, nubo cpegHas AUC. U3pepgka, Kkorga KOHUEHTpaums SHAOrEHHOro BeLLecTBa MNocre npvema
neKapcTBEHHOrO npenapara CyLLEeCTBEHHO MpeBbILIAeT hOHOBYIO, NoMNpaBka Ha (POHOBOE coaepKaHne 3HLONEHHOro
BellecTBa He TpebyeTcs.

57. B wunccnepoBaHusax GMOSKBMBANEHTHOCTU SHOOMEHHbIX BELLECTB HaMpsMyK OUEHWUTb BnusiHue adpdpexta
nepeHoca He NpeacTaBnseTcss BO3MOXHbIM, MO3TOMY Heobxoanmo cobntogatb 0Cobyo OCTOPOXHOCTL Mpu Bbibope
OnNnUTenbHOCTU OTMbIBOYHOIO nepunoaa.

7. UccnepyeMble AO3UPOBKU

58. Ecnun peructpaummn nognexart HECKONbKO AO3MPOBOK, TO B 3aBUCMMOCTW OT MPOMNOPLMOHaNbHOCTN cocTaBa
Mexgy pasnMyHbIMM - [O3UpOBKaMW W APYrMMW  CBOWCTBaAMW  FEKapCTBEHHOro npenapaTa, wccnegoBaHue
OMO3KBMBANEHTHOCTM [OCTAaTOMHO MPOBECTM B OTHOLIEHMM OAHOW WNU ABYyX A03WPOBOK. BbiGop [03npoBku
(BO3MPOBOK) 3aBMCUT OT NMIMHENHOCTU (PAaPMaKOKMHETUKM OENCTBYIOLLErO BELLECTBA.

59. Ecnu dapmakokmHeTuka HenuHenHa (yBenuyenne AUC HenponopuuoHanbHO NpUHUMAeMoWn [o3e),
NPUroAHOCTb PasnUuHbIX [O03VMPOBOK ANs onpederneHuss noTeHuMarnbHbIX pasnuyivini Mexay CpaBHMBaembiMM
nekapcTBeHHbIMU MpenapataMyv MOXeT oTnuyatbcs. JIMHeMHOCTb (hapMakoOKUHETUKM MPU3HaeTcs B TOM Criydae,
ecnu pasHuua Mexagy CKOppeKTUpoBaHHbIMM Mo fo3e cpedHnmm AUC ansa uccrnepyemoin [O3UpOBKM (JO3UPOBKM,
UCMONb30BaHHOW B MccneoBaHWM OVMO3KBUBANEHTHOCTU) M OO3MPOBKM (0O3MPOBOK), B OTHOLUEHUW KOTOPOW(bIX)
npoBefeHVe uccrneaoBaHus OGMO3KBMBANEHTHOCTU He MnaHupyeTcs, He npesbiwaet 25 npoueHToB. [ns oueHku
TNMHEWHOCTM 3aABUTENb OOIMKEH U3YYUTb U KPUTMYECKN OLIEHUTb BCIO JOCTYMHYIO HAy4HYK NuTepaTtypy Ha npegmer
nponopumnoHansHOCTU A03bl. JIMHEMHOCTb KOHCTATMPYETCS, €CNu Pasnnynsa Mexagy CKOPPEeKTUPOBaHHbIMW MO [03e
AUC HaxopsaTcsa B npegenax 25 npoueHToB.

Ecnn 6roakBmBaneHTHOCTb ANs 4O3MPOBOK, obnapatolienn Haubonbluei 4yBCTBUTENBHOCTHIO B OTHOLLEHUU
YCTaHOBMIEHNS pasnuuuiAi  MeXay CpaBHMBAeMblMW IeKkapCTBEHHbIMW Mpenapatamu, MoATBepXaeHa, TO B
npoBeAeHUn nccnefoBaHuii GIO3KBMBANEHTHOCTU in Vivo C APYTMMW [O3MPOBKaMMN HET HEOBXOAMMOCTH.



O6wue KpuTepum GuMoBenBepa ANs PasnUYHbIX
[O03UPOBOK JleKapCTBEHHOro npenapara

60. B cnyyae ecnu 3asBrneHve 06 OTCYTCTBUM HeEOOXOAMMOCTM  MpOBEAEHUS  UCCIEedOBaHWA
OMO3KBMBANEHTHOCTM B OTHOLLEHUM OOMONHUTENBHBIX J03MPOBOK (broBerBep), AOMKHbI cobnogaTeCca cnepytouime
yCroBusi:

a) npouM3BOACTBEHHbIA MPOLECC NEKapCTBEHHbIX MpenapaTtoB C pasfnMyHbiMUM  [03MpPOBKaMMK  sIBNSAETCA
OAVNHAKOBbIM;

6) KayeCcTBEHHbIM COCTaB NEKapCTBEHHOro npenaparta C pasnuyHbIMW O03MpOBKaMy coBnagaeTt (4aHHoe
TpeboBaHue He kacaeTcs KpacuTernen u apomaTm3aTtopoB);

B) COCTaB feKapCTBEHHbIX MpenapaTtoB C pasnuMYHbIMM [O03MPOBKaMW [OOMKeH OblTb KONMMYECTBEHHO
NponopuUmMoHarneH: OTHOLLEHUSA MEXAY COAEPXKaHMEM OENCTBYIOLLIErO BellecTBa (OEACTBYIOLINX BELLECTB) U KaXX40ro
n3 BCMoMoraTternbHbIX BELLECTB COBMajaeT ONA BCeX [03MPOBOK (AaHHoe TpeboBaHuWe He kacaeTcs oborovek
NEeKapCcTBEHHbIX MpenapaTtoB C HeMmeANeHHbIM  BbiCBOOOXAeHWeM, obonoyek Kancyn, Kpacutenem u
apomaTmsaTopoB). Ecnu konmyecTBeHHasi NMponopuUMOHanNbHOCTbL COCTaBa OTCYTCTBYeT, TO YyKa3aHHOe YcroBue
CuMTaeTcsl BbINOMHEHHbIM, €CMM B OTHOLUEHUW WCCregyeMon [O3UPOBKM W OO3MPOBOK, [AOMS1 KOTOPbIX He
npeanonaraeTcs nposefeHVe MccneaoBaHUst GUO3KBMBANEHTHOCTM, COBMOAATCA YCNOBUSA «i» U «ii» nUnn «i» n
«iiin:

i) coaepxaHue OEWCTBYIOLLEro BellecTBa (OENCTBYHOLLMX BELLECTB) He MpeBbiaeT 5 MPOLEHTOB OT Macchl
aapa TabneTkn, Maccbl COAEPXKMMOTO Kancyrbl;

ii) cogepxaHme BcnomoraTernbHbIX BELWECTB f4pa TabneTkn unv COAepXXMMOro Karncyrbl coBnagaeT Ans BCeX
perncTpmpyemMbix 4O3MPOBOK, M3MEHSAETCSH NULLIb cCoaep)KaHe OEeNCTBYIOLLErO BELLEeCTBa;

iii) cogepxaHve HanomnHUTENem Wu3MEHsieTCA B 3aBMCMMOCTM OT coAepaHus OEeNCTBYIOLEro BeLecTBa;
coepaHue OcCTarnbHbIX BCMOMOraTesnbHbIX BELeCTB s4pa MMM COAEPXMMOro Kancynbl Ansi paccMaTpuBaeMblX
O03MPOBOK OCTAEeTCA HEU3MEHHbIM;

r) paHHble o TCKP noarBepxpaloT OTCYyTCTBME HEOoO6XOAMMOCTM B MPOBEAEHUW  OOMOSNHUTENBHOIO
nccrneaoBaHus GUO3KBMBANEHTHOCTM in Vivo.

JInHenHan cpapMaKoKMHeTUKa

61. Ecnn onucaHHble B nyHkTe 60 HactoAwwmx [paBun ycnoBus BbIMOMHAKTCH, AOCTATOYMHO MPOBEAEHUS
uccrneaoBaHus GUO3KBMBANEHTHOCTM B OTHOLLEHWUN OJHOW AO3VMPOBKM.

62. Kak npaBuno, uccnepoBaHne OWO3KBUMBANEHTHOCTM MNPOBOAUTCS Ans Haubonblenh [03npoBku. [Ons
neKapCcTBEHHbIX MpenapaToB C NIMHENHON (hapMaKOKMHETUKON MpW YCIOBUM BbICOKOW pacTBOPMMOCTU AEeNCTBYIOLLErO
BellecTBa MccrnefoBaHne GMOSKBMBANEHTHOCTM AOMNYCTMMO NPOBOAWUTE C UCMOMb30BAHMEM MEHBLUMX OO3VMPOBOK.
Bbibop MeHbLUel [O3UPOBKM Takke MOXeT OblTb 060CHOBaH C MO3vumii 6e30NacHOCTU UNN NEPEHOCUMOCTM, KOrAa
npuMeHeHne Haubonblue [O3MPOBKA Yy 300poBbiX AobpoBomnbueB Henpuemnemo. Kpome Toro, ecnm
YYBCTBUTEMbHOCTb aHaNMUTUYeCKoro MeToda He MOo3BOoMseT TOYHO W3MEPUTb KOHLEHTPAauuM npu  npueme
HanbonblUen [O03NPOBKM AOMNycKaeTcs npumeHeHve 6onee BbICOKOM [03bl (MPeanoyvTUTENbHO MCNONb30BaTh
Heckonbko TabneTok ¢ Haubonbleln [o3mposkon). [peBbilleHne MakCUManbHOW TepaneBTUYEeCKONM [O03bl
AOMnycKaeTCcs NMulib B TOM Crlyyae, €Crv OHa XOpOLLO MEPEeHOCUTCS 340pPOBbIMM A0OPOBOMbLAMM U OTCYTCTBYIOT
orpaHnyeHus no crteneny abcopbuum nnu pacTBOPMMOCTY NEKAPCTBEHHOIO NpenapaTa, NPUHSATOro B Takow Ao03e.

HenunHenHasn cpapMakokMHeTUKa

63. Ecnu B TepaneBTMYECKOM [uanasoHe cTeneHb yBenuueHuss AUC nekapCTBEHHbIX npenapatoB C
HenvHenHon apMaKkoKMHETUKON Bonblue CTeneHn yBenuyeHns A03bl, uccnegoBaHne 6MoaKBnBaneHTHOCTN OBbIYHO
NpoBOAUTCHA C MCMONb30BaHMEM Haubornbluen [03upoBKU. Kak n B criyyae C nekapCTBEHHbIMM Mpenapatamu C
NVHEeHOW (hapMakoOKMHETUKOW, BbIOOP MeHbLUEe A03MPOBKM MOXeT ObiTb 060CHOBaH C Mo3uumin 6e3onacHocTv u
NepeHoCUMOCTH, Korga npUMEeHeHue Haubonbllen [OO3NPOBKM Y 300pOBbIX A0OPOBOMbLEB HEMPUEMIIEMO.
Bcneacrteue HU3koW 4YyBCTBUTENBHOCTM aHanMTUYECKOrO METOAa aHarorMyHo IeKapCTBEHHLIM Mnpenapatam C
NVHeHOW bapMakoKUHETUKOW Takke JonycKaeTcst MpuMeHeHue Gonee BbICOKMX 03 NEKapCTBEHHbIX MPenapaToB C
HENMHEeNHON hapMaKOKMHETUKON.

64. WNccnepoBaHne GMO3KBMBANEHTHOCTWU NeKapCTBEHHbIX npenapaTos, y kotopbix AUC B TepaneBTU4EeCKOM
AnanasoHe yBeNUMYMBaeTCs MEHbLLE, YEM COOTBETCTBYHOLLEE YBENUYEHNE A03bl, B GONbLUMHCTBE criyyaeB TpebyeTcs
npoBoAUTL AN Hambonblue M HauMMeHbLUeN [03MPOBOK (MNM ONns OO03MPOBKM, (DapMaKOKMHETUKA KOTOPOW
HaxoOMTCH B JIMHEMHOM AmanasoHe), TO eCTb B 3TOM Cryvae NMpoBOAMTCS 2 uUccnenoBaHunsi GMOSKBMBANEHTHOCTH.
Ecnn HenuHeHocTb He o0OycnoBrneHa HU3KOW PacTBOPUMOCTbIO, a OOBSACHSETCA, HanpuMmep, HacbIWeHNEM
NnepeHocYMKoB U cobrnogalTcsl YCnoBusi, ykasaHHble B nyHkTe 60 HacToawmx [MpaBun) m cpaBHUBaeMmble
nekapcTBEHHble NpenapaTbl HEe coaepXaT BCMNOMOraTefibHblX BELLECTB, BIUSIIOWMX HA MOTOPUKY KEnygo4vHO-
KALEYHOro TpakTa Wunu Genku-nepeHoCcYMKn, OOCTaTOYHO MpoBedeHUs uccrefoBaHus GUO3KBMBANEHTHOCTUM C
HaMMeHbLUeNn A03UPOBKOW (MnM [03MPOBKON, hapMakoKMHETMKa KOTOPOM HaxoauTCcs B MMHENMHOM Auana3oHe).
Bbibop Apyrnx 0O3MPOBOK MOXET ObiTb 0OOCHOBAH HWU3KOW YyBCTBUTENBbHOCTBIO aHaNMUTMYECKOro MeToda, Koraa
npoBeAeHNE UCCNeAOBaHNS C HAaUMEHbLLEN LO3UPOBKOM HEBO3MOXHO UM MPUMEHEHWE HanbonblUEen OO3NPOBKU Y
3[0,0POBbLIX JOOPOBOSLLIEB HEMPUEMIIEMO C NO3ULMIA 6€30MaCHOCTU UMK NEPEHOCUMOCTMU.

UccnepoBaHue kpaliHUX BapuaHTOB (6peKeTUHr)

65. Ecnu uccnegosaHne GMO3KBUBANEHTHOCTM TpebyeTcs nNpoBecTu Gonee YeM Ans 2 4O3NPOBOK, HaNpumMep,
BCNEACTBME PasfMuMii B MPOMOPLMOHANIbHOCTA COCTaBa, WCMOMb3yT MOAXOA, MO3BOMSAWMUA  OrPaHNYUTLCA



npoBefdeHeM WCCrefoBaHWn KpanHWX BapuaHToB. Ecnn BbiGpaHHble [03VMPOBKM MpeacTaBnsioT cobon KpanHue
3HaYeHUs, Hanpumep, MakcuMarbHas ¥ MUHUMarbHas 4O3VMPOBKN MW JO3NPOBKM, Hanbonee pesko oTnuyaroLmecs
no coctaBy (TO eCTb OTNMYMA MO COCTaBy APYrMX AO3MPOBOK YKMNaAblBalOTCA B 3Ty Pas3HOCTb), TO [OMYyCTMMO
nposefeHne 2 nccrefoBaHnin GMO3KBUBANEHTHOCTU.

66. Ecnu oueHky 61o3KBMBANEHTHOCTM HEOOXOAMMO OCYLLECTBWUTbL HAaToLWaK W nocrne npuema nuwm ana 2
O03MPOBOK BCMEACTBUE HENMUHenHon abcopbumm mnm OTKNOHEHWA OT MPOMOpPLIMOHANbHOCTU COCTaBa, AOCTAaTOYHO
NpoOBECTU UCCMEeAoBaHWe HaTowak 1 nocne npuema nuwm 1 gosmposku. OTCyTCTBUE HEOBXOAMMOCTU NPOBEAEHNS
uccrnegoBaHus HaTowak unv nocrne npuema nNuwn Ans Apyrnx A03MPOBOK MOXET ObiTb 060CHOBaHO AaHHbIMU
Hay4YHOWM nNuTepaTypbl U (MNKN) JaHHBIMK O (DapMaKoKMHETUKE, NOMYYEeHHbIMU NPU U3YyYEeHUn nccnegyemomn [O3MPOBKU
M3 OpYyrMx uccrnegoBaHWi, NPOBEAeHHbIX HaTowak v nocne npuema nuwm. MNpu Bbibope ycrnosuii nposBeaeHWs
uccrnepoBaHui (HaTowak unu nocne npyvema nuwn) Ans u3yveHus ocTanbHbIX 403MPOBOK NpeanoyTeHne otaaeTcs
ycnosusM, obrnagalowym  Haubonbluel YyBCTBMTENbHOCTHIO B BbISIBIIEHWM BO3MOXHBIX Pasiuuui  Mexay
CpaBHMBaEMbIMMN fIeKapCTBEHHbIMU NpenapaTamu.

Kom6uHnpoBaHHbIe nekapcTBeHHbIe NpenapaTtbl

67. B OTHOWeEHWM BCEX KOMOWHMPOBAHHBLIX NEKAPCTBEHHbIX MpenapaTtoB AOMKHbI BbIMOMHATECA YCMOBUSA
MponopLMoHanbHOCTY cocTaBa, NPeayCcMOTPEHHbIe HacTosiwmmMu MNpasunamu. MNpu pacyeTe codepXxaHus Kaxporo
[eVicTBYIOLLEro BellecTBa KOMBMHaLMKM ocTanbHble AeCTBYIOLME BelecTBa AOMKHbI paccMaTpuBaThCsl B Ka4ecTBe
BCromoraTenbHbIX BellecTB. Kaxablin crnoli ABYXCMNONHbIX TabneTok MOXeT paccMaTpmBaTbCs HE3aBUCUMMO.

8. MeTogonorua 6MoaHanMTUYECKOW YacTu UccrnegoBaHus

68. buoaHanuTnyeckasi YacTb UCCNegoBaHMN BUOSKBMBANEHTHOCTM AOIMKHA OCYLLECTBNATLCS B COOTBETCTBUM C
npunoxexnem Ne 6 k HacTosiwmm MpaBunam.

Ons nonyyeHns HageXHbIX pe3ynbTaToB, MOAOANLIMXCS YOOBNETBOPUTENBHOW MHTEPNpPEeTaumu, Heobxoanmo
nogpobHo onucaTe uMcnofb3yeMble  OuoaHanuTMYecKne MeTOAMKW, MOMHOCTbI WX  BanuaupoBaTb U
OOKyMEHTUpoBaTb. B Kaxgom aHanMTuyeckoM UMKNEe B pamKax WCCneaoBaHust Heobxoaumo noaTBepAUTb
NPUro4HOCTb METOAUKM C MCNONb30BaHMeM 06pasLoB Anst KOHTPONS KavyecTsa.

69. OCHOBHbIMM XapakTepucTukamu OunoaHanUTUYECKON METOOAUKM Ans obecrnevyeHus npuemMnemMoctTu u
OOCTOBEPHOCTM MOMYYEHHbIX aHANUTUYECKMX OAHHbBIX ABNATCA CENEKTUBHOCTb, HUKHWUIA Npeaen KoNM4eCTBEHHOro
onpeneneHns, @yHKUMA oTknuka (popma rpagyMpoBOYHON KPWMBOW), NPaBWUMbHOCTb, MPELM3NOHHOCTb W
CcTabunbHOCTb.

70. TMockonbky noppawolasca oOHapyKeHWO KOHLIEHTpauMs aHanuM3vpyemoro BellecTBa [0 nNpvema
neKapCTBEHHOrO npenaparta AOoJbKHa cocTaBnAaTb 5 % oT Cmax u MeHee, HWKHWIA npeden KoNUYeCTBEHHOro
onpeneneHns METOOUKN JomkeH obecrneymBaTb onpefeneHne KoHueHTpauum <5 npoueHToB oT Cmax (C y4eTom
TpeboBaHuii nogpasagena 9 HacTosLero pasgena).

71. B npoTokone uccnenoBaHnsi HEO6xoaMMO NpeaycMOTPETb BO3MOXHOCTb NPOBEAEHMS MOBTOPHOro aHanusa
uccnegyembix o6pasuoB A0 (PaKTMYECKOro Hadana Takoro aHanusa. B oOblYHbIX YCNOBMSX MOBTOPHbIA aHanms
obpasuoB No (PapMakOKMHETUYECKMM MpUYMHAM He [JOMyCTMM, 4YTO OCOOEHHO BaXHO Ans McCneaoBaHuin
OVO3KBMBANEHTHOCTN, MOCKOSBKY 3TO MOXET UCKa3WUTb pe3yrbTaTbl MCCNEA0BAHNS.

Jlvua, ocyuwectensiowme aHanvu3 obpasuUoB, HEe OOMKHbI 3HAaTb O MPUHUMaeMblX CyObekTamu uccregyembix
npenaparax.

9. OueHka, aHanu3 1 npeacTtaBrieHUe pe3ynbTaToOB UccnegoBaHuUsA

72. MNonpaBKy Ha pasnuynsa B KONIMYECTBEHHOM OMpPEeaeneHnn Mexay CepusiMmi UCCNeayemMoro U pedepeHTHOro
NeKapCTBEHHbIX MpernapaToB B WCCNEAoBaHUAX GMOIKBMBANEHTHOCTU ONA (DAapMAaKOKMHETUYECKMX MNapameTpos
BBOOUTb, Kak MpaBuno, He gonyckaetcs. O4HaKo B UCKMIOYUTENbHBLIX CIy4Yasix, eCnu pasfnmuns Mexay cepusiMun
pedepeHTHOro 1 UCCreayeMoro fekapCTBEHHbIX NpenapaToB He NpeBbIwakoT 5 NPOLEHTOoB (C y4eToM TpeGoBaHuii
nodpasgena 2 HacTosilero pasfena), Takas nornpaeka pgonyctuma. [lonpaBky, Hapsgy € pesynbTatamu
KOJIMYECTBEHHOrO OnpeaenieHnsl UCCrneayeMoro u pedepeHTHOro nekapcTBeHHOro mnpenaparta, Heobxo4uMmo
OTpasuTb B NPOTOKONE UCCIeaoBaHUs.

OT160p Cy6BLEKTOB ANA aHanu3a pe3ynbTaToB UCCIeA0BaHUA

73. B cratuctuyeckuii aHanvM3 HeobxoOMMO, MO BO3MOXHOCTW, BKMOYMTb BCEX CYyOBEKTOB, MPUHABLLMX
nekapctBeHHbIn npenapaT. OpgHako cyObekTbl, yyacTBOBaBLUME B MEPEKPeCTHOM WCCRefoBaHUWM, y KOTOPbIX
OTCYTCTBYIOT AaHHbIE KaK Mo uccregyeMomy rnekapcTBeHHOMY npenaparTy, Tak U no pedpepeHTHOMY riekapCTBEHHOMY
npenapaTty, Wnu CcybbeKTbl, y4acTBOBaBLUME B MapanfenbHOM WCCreaoBaHWW, Y KOTOPbIX OTCYTCTBYIOT AaHHble
€OVHCTBEHHOrO neproaa, He AOIMKHbI BKMOYaTbCA B aHanms.

O6paboTky OaHHbIX BCEX CyOBEKTOB, MPUHMMABLUMX NEKApPCTBEHHbIN MpenapaTt, HeobXoaMMO OCYLLEeCTBATb
OOVHaKOBbIMU METoAaMM.

B npoTtokone uccnegoBaHusa He AonyckaeTca NpedycMaTtpyBaTh BKMOYEHWE B aHanuM3 AaHHbIX O «gybnepax»
A06pOoBOSbLEB TOMBKO C LiENblo 3aMeHbl AaHHbIX UCKIOYeHHbIX cyObekToB. [laxe ecnu B Xxofe nccrnegoBaHus He
6bino  BbIObIBaHUA U3 UccnedoBaHWs, HeobxoOAMMO NpeaycMOTPeTb BKHOYEHME B aHanu3 BCeX CyObekTos,
npuHABWKNX npenapaT. Takum obpasom, BknoyaTe Ayb6nepoB, NPOXOAALWMX NpoLeAypbl  MUCCreaoBaHWs
6103KBMBANEHTHOCTM OTAENBHO OT OCHOBHOWN BbIGOPKM, HE AOMYyCKaeTCs.



74. B uccnepoBaHuu ¢ Gonee yeM 2 rpynnamMu CpaBHEHWs! (Hanmpumep, TpexnepuopHoe vccrnegoBaHue ¢ 2
pedepeHTHLIMI NEKAPCTBEHHLIMI MpenapaTamMmi Unv YeTbIPEXTIEPUOAHOE WCCMENOBaAHUE MPW NPUEME HAaToLLaK U
nocre npvema nWLLM) aHanu3 Mo KaxdoW CpaBHMBAEMOW Mape HeoGXOAMMO OCYLLECTBNATb IUWb MOCHe
npeaBapuTENbHOMO UCKMIOYEHWS AaHHBIX, HE OTHOCALLMXCS K CPaBHUBAEMbIM rpymnnam.

KpuTtepumu ncknoveHus cyoLekToB
M3 aHanu3a pe3yfnbTaToB UCCNeAoBaHUsA

75. Ona oOOBLEKTMBHOM OLEHKM pe3ynbTaToB pPaHOOMWU3UPOBAHHBIX WCCNefoBaHWA Heobxooumo, YTOObI
HabnogeHne M BedeHMe Bcex CyObEKTOB OCYLLECTBAANOCH MO €AMHbIM MpaBunam. 3TV npaBuna He [OOMKHbI
3aBUCETb OT NPUMHMMAaEMOro fekapCcTBEHHOroO npenapara unmM ucxoaa, NodToMy pelleHne ob ncknoveHnm cybbekTa
U3 CTaTUCTUYECKOrO aHanm3a HeobxoaMMOo NPUHSTL 4O Havana nabopaTopHoro aHanm3a obpasuos.

76. Jliobaa npuumHa MOXET SIBNATbCA KpUTEepMeM WUCKNIoYeHUsi CyObeKkToB, ecnu OHa 3apaHee onucaHa B
NpOTOKOMe uccrneaoBaHus, a peleHne ob NCKNYEeHnn NPUHATO A0 HaYana aHanusa obpasuos. OgHako BcneacTene
CHWKEHNS CTaTUCTUYECKOW MOLLHOCTW UCCneaoBaHusa, a Takke npu Heobxogumom MuHuMyme B 12 cy6bekToB
cnepyet n3beratb NCKNIOYEHNSA NOCNEAHUX N3 NCCNEeaoBaHUs.

JonycTMbIMU KPUTEPUAMU UCKMIOYEHNS CyOBEKTOB U3 UCCNEAOoBaHUs SABNATCA pBOTa UNW Auapes, KoTopble
CnocobHbl MCKa3WTb pesynbTaTbl M3MEPEHUs KOHLEHTpauuuM aHanuM3npyemoro BelecTBa. B MCKnouMTenbHbIX
CUTyauMsaX KPUTEPMEM WCKITHOYEHUS TaKKe MOXET CIyXWUTb OOHOBPEMEHHOE MPUMEHEHME APYrMxX NeKapCTBEHHbIX
npenaparos.

77. B npoTokone wuccrnefoBaHUs HeOOXOAMMO 3apaHee onucaTb KpuTepumu MUCKIoveHus cybobektoB. Ecnn
BO3HMKaET CuTyauusl, TpaKTyemMasi Kak KpUTepuhA MCKIIOYEeHUsl, CBedeHWss O Hel Heobxoaumo 3aHecTu B
WHOMBMAYaNbHYI0 PEerMcTpauMOHHY0 KapTy B XO4e npoBedeHuss uccrnegoBaHus. WcknioveHne CcyObekTos,
OCHOBaHHOE Ha 3apaHee NpeayCMOTPEHHbIX KpUTEpUAX, He0BXOAMMO YETKO OTPasuTb M nepedncnnTb B oTyeTe 06
uccrneaoBaHun.

78. BBgy HEBO3MOXXHOCTM OTAENUTb BMMSHWE NEKAPCTBEHHBLIX NpenapaToB OT APYrMX (DakTopoB, BIMSIHOLLMX
Ha apMaKkoKMHETUKY, WCKIMHOYEHME [aHHbIX TONMbKO HAa OCHOBaHUW CTaTUCTMYECKOrO aHamusa unu o
hapMaKOKMHETUYECKMM NPUYMHAM He aonyckaeTcsi. VIcknioyeHnsiMm n3 gaHHoro npasumna siBnstTCs:

a) cybbekTbl, B NnasMe KOTOPbIX KOHLEHTpaums pedepeHTHOro nekapcTBEHHOro npenapara He onpegensercs
Unu onpegensaeTca NUb B HE3HAYUTENbHbIX KonnyectBax. KoHUEHTpauum aHannaMpyemMoro BellecTBa y cybobekTa
Npu3HaKTCs oYeHb Hu3knumun, ecnn ero AUC He npeBbiwaeT

5 npoueHToB OT cpeaHeln reomeTtpudeckon AUC pedepeHTHOro nekapcTBEHHOro npenapara (paccuumTaHHOMN
6e3 yyeTa AaHHbIX cybbekTa ¢ Bbibpocamu). VicknioueHre gaHHbIX Mo 3TOW MpUYUHE SOMNYCTUMO fULLb B €AUHUYHBIX
cnyyasix, U B LLefIoM CTaBWT Noj, COMHEHWE JOCTOBEPHOCTL (BannaHOCTb) NPOBEAEHHOIO UCCIEA0BaHUS;

6) cyObEKTBI C HEHYNEBOW MCXOOHOM KOHLIEHTPaUMEN aHann3MpyeMoro BeLLEeCTBa, NPeBbILLatoLLleln 5 npoLeHToB
oT Cmax. Takue paHHble Heob6XOAMMO MCKMYWTL M3 UCCNefoBaHWs GUO3KBMBANEHTHOCTM (B COOTBETCTBUM C
TpeboBaHusiMm nogpasnena «AdeKTbl NepeHocay HacTosLWwero nogpasaena).

79. B OTHOLIEHUN NEKapCTBEHHbIX MpenapaTtoB C HEMEAMNEHHbIM BbICBOOOXAEHMEM YKa3aHHble B HACTOSLLEM
nogpasgene cutyauum MOryT BO3HMKAaTb B Criydae HecobmnogeHus cybbektamu pexuma vccrnegoBaHus wunm
HeJoCTaTOMHOM OTMLIBOYHOM nepuoge. B nepeom cnyyae Heob6xoanMo NpefycMOTPeTb OCMOTP POTOBOW MOMOCTU
cybbekTa, YToObl YOOCTOBEPUTLCS, YTO JIEKAPCTBEHHbIM MpenapaT Obin NpornoyeH, BO BTOPOM - MPeLyCMOTPETb
[OCTaTOYHbIA OTMbIBOYHLIV Mepuof. Bbuonornyeckne obpasubl CyOBLEKTOB, MCKMOYEHHbIX U3 CTaTUCTUYECKOrO
aHanu3a, HeobXoAMMO MpoaHanuMavpoBaTb, a WX pes3ynbTaThl NpeacTaBuTb B OTyeTe 06 wccnenoBaHuu (B
COoOTBETCTBUM C TpeboBaHusaMM nogpasnena «lMpencraBneHne gaHHbIX» HACTOSILLEro nogpasaena).

80. CornacHo pasgeny 4 «[poBeaeHne nccnegoBanusay Hactoswmx MNpasun AUC(0-t) fomkHa nepekpbiBaTh He
meHee 80 npoueHToB AUC(0-~). Tem He MeHee, eCnu 3TO MPaBUNO He BbINOMHAETCH, UCKMYaTb CyObEeKToB U3
cTaTucTuyeckoro aHanmaa He cnegyet. OgHako ecnn AUC(0-t) He nepekpbiBaeT 80 npoueHToB AUC(0-~) B Gonee
yem 20 npoueHTax cny4yaeB, criegyeT YCOMHUTbCA B pesynbTatax Takoro uccrnefoBaHus. 3710 TpeboBaHme He
NPUMEHMMO K UCCIELOBaHUAM C ANUTENbHOCTBIO 0TOopa obpasuos, paBHbiM 72 4 1 6onee, korga Bmecto AUC(0-t)
ucnonbayetcsd AUC(0-72 v).

AHanusupyeMble napamMeTpbl 1 gonycTuMbie npeanenbl

81. B wuccnepoBaHusax OWO3KBMBANEHTHOCTM C OOHOKpPATHbIM MPMEMOM JIEKapCTBEHHOrO npenapata K
uccnegyembiM hapMakokuHeTudeckum napametpam otHocatcsa: AUC(0-t) mnmn AUC(0-72 4) COOTBETCTBEHHO U
Cmax. OTHoWweHMe [aHHbIX MapaMeTpoB MCCNeayemMoro JekapCTBEHHOro npenapata K pedepeHTHOMY
NeKapCTBEHHOMY MpenapaTy JAOoMkHO nexatb B uWHTepBane 80,00-125,00 npoueHtoB npu 90 nNpOLEHTHOM
[OBEpPUTENBHOM MHTepBare. paHuLbl MHTEPBANOB OKPYINATCS A0 ABYX 3HAKOB MOCIe 3ansaTon.

82. K wusyyaeMbiM napameTpam uWcCrnegoBaHW OUOSKBMBANEHTHOCTU FEKapCTBEHHbIX NpenapaToB C
HeMe[MeHHbIM BbICBOOOXAEHNEM C ONpeaeneHMeM paBHOBECHOW KoHUeHTpauun oTHocsaTcsa AUC(0-t) n Cmax,ss,
KOTOpble AOIMKHbI ObITb B Npeaenax ykasaHHbIX UHTEPBAroB.

83. Ecnn B kayecTBe GuoOnNornyeckoro matepmarna ncnonb3yetcs moya, nokasatenb Ae(0-t) gomkeH nexatb B
nHTepBane, onucaHHom ansa AUC(0-t), a Rmax - B nHtepBane gns Cmax.

84. Ctatuctmyeckas oueHka tmax He TpebyeTtcs. OOHaKo ecnu ykasblBaeTcs, YTO ObICTpPOe BbLICBOOOXAEHME
MMEEeT KITMHUYECKYI0 3HAYMMOCTb M BMMSET Ha Hadano OEeNCTBMS WM NPUBOOUT K HeXenaTenbHbIM peakuusam,
3Ha4YMMbIX pas3nuuuii B tmax M ero BapuabenbHOCTM Mexay uccrnegyembiM U pedepeHTHbIM feKapCTBEHHbLIMMN
npenapatamu ObiTb HE JOMKHO.

85. [donyctumble npefenbl GUO3KBMBANEHTHOCTM IEKAPCTBEHHLIX MPEnapatoB C Y3KUM TepaneBTUYECKUM
AvanasoHoM cregyeT cy3uTb (B COOTBETCTBUM C TpeboBaHusmu noapasgena 10 Hactosiwero pasgena). Ons



NeKapCTBEHHbIX npenapaTtoB C BbICOKOM Bapma6eanoc:Tb|o Cmax B cny4dyae Hanun4yma COoOTBETCTBYHOLLEro
0o6ocHOBaHUA 3TH rpaHunubl MOTYT ObITb paclwnpeHsbl.

CTtaTucTUYeCcKun aHanums

86. MaBHOe 3HayeHne Ans OLEeHKM GMO3KBMBANEHTHOCTU UMEET MUHUMU3ALUSA pUCKa NTIOXHOMONOXUTENBHOIO
npusHaHns OGuoakBmBaneHTHocTn. CTaTUCTUYECKMN aHanu3 uccnegoBaHus OGUO3KBMBANEHTHOCTU  OOSDKEH
NOATBEPANTL ManNoOBEPOATHOCTb KIMHUYECKM 3HAYUMMOro pasnuyns mexay OuoaoCTymHOCTbI0 uccregyemoro u
pedepeHTHOro nekapcTBeHHbIX npenapatoB. [lpouedypbl crTatucTudeckon obpaboTkM cnegyeT OroBopuUTb B
npoToKone nepes Havyanom cbopa AaHHbIX.

87. B kayectBe OCHOBHOro Kputepusi GuoakBuBaneHTHOCTM wucronb3ytoT 90 NpoLEeHTHble OBepuUTENbHbIE
WHTEpBanbl AN OTHOLEHUA TEeOMETPUYECKUX CpedHuUX uccrnegyemblX apmMakoKMHETUYECKUX napaMeTpoB
uccriegyeMoro NekapcTBEHHOro mnpenapata W pedepeHTHOro InekapcTBEHHOro mnpenapaTta. Takon noaxon
paBHOCUIEH 2 OAHOCTOPOHHUM NPOBEPKaM HyneBon rmnoTesbl 06 OTCYTCTBUM OMO3KBMBANEHTHOCTH

(o 6MoHeaKBMBaNEHTHOCTM) NpK 5 NPOLEHTHOM YPOBHE 3HAYUMMOCTU ANA KaXaoro TecTa.

88. CpaBHeHue uccnegyembix apMakoKMHETUYECKMX NnapaMeTpoB MPOBOAAT C MOMOLLLIO AUCMEPCUOHHOIO
aHanu3a (ANOVA). [ns atoro npefBapuTenbHO MpoBOAAT norapudmuydeckoe npeobpadoBaHne [aHHbIX (MO
OCHOBaHMWI0 OECATUYHOro UNKN HaTypanbHoro norapudgma). MNMocne 4ero NpoBOAAT AMCNEPCUOHHBIA aHanu3 u Ha
OCHOBE €ro pesynbTaToB CTPOSIT JOBEpUTENbHbIE MHTEPBanbl (B nMorapuMmM4ecKkon LWikane) Ans rnoucka pasnuyms
Mexay CpaBHUBaAEMbIMU NeKapCTBEHHbIMU NpenapaTtamu. [ony4yeHHble JoBepUTENbHbIE MHTEPBarbl NoABEPraTCs
o6paTHOMy npeobpa3oBaHmio, YTOObI MOCTPOUTL XKenaeMble JOBEPUTENbHbIE MHTEPBarbl ANs OTHOLLEHUS CPpeHUX B
UCXodHbIX (He npeobpas3oBaHHbIX) eduvHUUax uaMepeHus. Vcnonb3oBaHMe HenapaMeTpuyecknx MeTOAoB
CTaTUCTUYECKOro aHanu3a He AonycKaeTcs.

89. B npoTtokone nccnenoBaHns HeobxoouMo 3apaHee NpeaycMOTpPeTb BbIGOp KOHKPETHOM CTaTUCTUYECKOW
mogenu aHanusa. CTaTUCTUYEeCKU aHanu3 [OMDKEH NPUHMMAaTb BO BHUMMaHWE WCTOYHWMKM BapuabenbHOCTW,
crnocobHble MOBMMATL Ha UW3y4yaemyl MepeMeHHy. B Takon mopenu [UCNEPCUOHHOro aHanmsa MpUHATO
ucnonb3oBaTb Takne akTopbl, Kak NocneaoBaTenbHOCTb, CYOBEKT NocneaoBaTeNbHOCTU, NEPUO U NEKapCTBEHHbIN
npenapart. B oTHoLIeHNM BCex aTuX hakTOpOB crieQyeT UCNonb3oBaTh (PMKCUPOBAHHbLIE, @ HE CryyaiiHble 3 EKTDI.

90. O6wwmit npuHUMN 3akntoyaeTca B noctpoeHnn 90 %-Horo 4OBEpUTENBHOrO MHTEpBana AN BENUYMHbI PT-
MR, KOTOpbIV NO3BONSET cAenaTth BbIBOA O (hapMaKOKMHETUYECKON 9KBUBANEHTHOCTW, €CNN AaHHbIN JOBEPUTENbHbIN
WHTEpBan Haxo4MTCs B NPUHATLIX rpaHnLax NpusHaHnsa OMO3KBMBANEHTHOCTH.

AHanormyHylo npoueaypy crnegyet MCMonb3oBaTb ANA CPaBHEHUS MapaMeTpoB, MOSYYEHHbIX B pesynbraTe
uccrneaoBaHus B paBHOBECHOM COCTOSIHWMM MM CYMMapPHOTO BbIBEAEHWS C MOYON, ecrin 310 TpebyeTcs.

91. CneayeT npeAcTaBuUTb Takke AaHHble MO onucaTenbHOW cTaTUCTUKe ANnS nokasatens tmax. Ecnm tmax
CUYMTAETCS KINMHUYECKM 3HAYMMbIM, CPELHEE 3HAYEHUE N AManas3oH tmax criefyeT CpaBHUTbL MEXAy UCCneayeMbiM v
pedepeHTHbIM NeKapCTBEHHLIM MNpenapaTtoM Ans UCKIMYEHUS KIMHWUYECKM 3Ha4uMbiX pasnuuun. PopmansbHoe
cTaTuctTudeckoe cpaBHeHve Tpebyetca penko. OObIMHO pa3Mep BbIOOPKM HE paccuuTbiBAeTCs, ANs MONyveHus
Heo6X0AMMON CTaTUCTUYECKOM MOLLHOCTM Ansa tmax. Ecnu napameTp tmax 6yaeT nogBepratbCcsi CTaTUCTUHECKOMY
aHanuay, TO n3y4YeHne OOMKHO OCHOBBLIBATbCA Ha HenapameTpuYeckmx MeTodax v NpoBOAUTLCHA C UCNOMb30BaHNEM
Henpeobpa3oBaHHbIX AaHHbIX. [INs NOBbILEHWNS TOYHOCTM OLEHKU tmax Heo6x0auMO B3siTb JOCTaTOMHOE KONMYECTBO
obpasuoB 6nNU3kUX K OXmaaembiM MaKCUMarnbHbIM KOHUEHTpaumsM. [Ons nokasaTenewn, onucbiBawmx ¢asy
anumuHaumm (t%2), TpebyeTca TONbKO onvcaTenbHasa CTaTUCTUKA.

92. PaboTa c pesko BblAENAOWMMUCS 3HaYeHUsIMU (BbIOpOCaMu) NPOBOAMTCHA B COOTBETCTBUM C TpeOOBaHNSIMU
M3NoXeHHbIMM B noapasgene «Kputepum wucknioveHns cyGBbEKTOB M3 aHanm3a pesynbTaToB UCCRefoBaHUS»
HacToswero pasgena. WcknioyeHne AaHHbIX TOMbKO MO MPUYMHAM CTaTUCTUYECKOrO U (hapMakOKMHETUYECKOTO
XapakTepa He JOoMyCTUMO.

WccnepoBaHus B HECKONbLKMX Fpynnax

93. Ecnu nepekpecTHoe uccriegoBaHve nposedeHo B 2 n 6ornee rpynnax cybbektos, T.e. pasbueHue Bcew
BbIOOPKM Ha HECKOMbKO rPynm, KaXaas u3 KOTOPbIX HaYMHAET y4acTne B UCCIIeA0BaHNM B pasHble OHW (Hanpumep,
€Cnn 13 NOrMCTUYECKUX COOBpaKeHNn eaMHOBPEMEHHO B KITMHUYECKOM LIEHTPe MOXHO MPOBECTU WUCCredoBaHue C
y4yacTVem OrpaHW4eHHOro umcna cybbekToB), B LeNsiX OTPaXeHUss MHOrorpynnoBOro Xapakrepa WuccregoBaHus
HeobxoAnMo mMoauuuMpoBaTb CTaTUCTUYECKy0 Modenb. B yacTHocTw, B mogeny HeobGXoAuMO yyecTb TOT @akT,
4YTO NEPUOALI ANSA NEePBOW rPynnbl OTAMYAOTCS OT NEPUOAOB ANA BTOPOW (M NOCNEAYIOWMX) rPynnbl.

94. Ecnu wnccnepgoBaHve npoBedeHO B ABYX M Bornee rpynnax v 3TV rpynnbl M3y4anucb B PasfnyHbIX
KMUHWYECKNX LIEHTPax UnyM B OAHOM M TOM Xe LEHTpe, HO 6binn pasgeneHbl 60nblUMM MPOMEXYTKOM BPEMEHU
(Hanpumep, MecAuamMu), BO3HMKAET COMHEHME OTHOCUTENbHO BO3MOXHOCTM 0ObeanHeHVs pe3ynbTaTos,
Nony4YeHHbIX 3TUX rpynnax, B OAUH aHanu3. Takue cutyaumm Heobxoanmmo obcyxaaTh C YNONIHOMOYEHHBIM OpraHoM.

Ecnu npegnonaraetca npoBefeHne NccrneaoBaHWs B HECKOMbKMX rpynnax M3 NormcTuyecknx coobpaxeHuin, oo
9TOM HeobXOAUMO SIBHO yKasaTb B MPOTOKOSIE UCCIeOoBaHWs; Npyu 9TOM, €Cru B OTYETEe OTCYTCTBYIOT pe3ynbTaThbl
CTaTUCTMYECKOro aHanusa, y4uTbiBaloLMe MHOrorpynroBOiA XapakTep uccrefoBaHusi, HeoOXOAUMO MpPeacTaBUTb
Hay4yHoe 060CHOBaHME OTCYTCTBUSI TakUX pe3yrnbTaToBs.

AddekTbl NnepeHoca
95. He ponyckaeTcs vcnosnb3oBaTh pesynbTaTbl NPOBEPKU Ha 3dpeKkT nepeHoca Ans MPUHATUS Kakux-nnbo

pelleHnin, BRUAKOWMX Ha aHanus (Hanpumep, aHanu3 AaHHbIX, MOflyYeHHbIX TOMbKO M3 MNepBoro nepuoga
nccnegosaHusl). BeposiTHOCTL nepeHoca MoXeT BbiTb HamnpsiMylo ydTeHa npu otbope obGpasua 6Guonornmyeckoit



XKMOKOCTM OO0 MpMeMa rekapCTBEHHOro npenaparta BO BTOPOM Mepuode uccriefoBaHus (M, ecrniv npuMeHWMo, B
nocriegyroLmx).

96. Ecnu KoHUeHTpauusi 40 Npuema NeKapCTBEHHOro npenapaTa npeBbiwaeT 5 % ot Cmax, To cBefeHus,
nonyyeHHble OT cybObekTa B AAHHOM Nepuoge, WCKIYalTCA U3 CTAaTUCTMYECKOro aHanm3a. 3TO 3HauuT, 4To B
pamkax [OBYXMepuOLHOr0 WCCRedoBaHuMs TakoW CyObekT BblObiBaeT M3 aHanu3a. [pogorkeHue uccrneaoBaHus
cunTaeTcs HernpuemnembIM, eCnm YUCIOo Noanexalux aHanmay cyobeKkToB oka3anocb MeHee 12. [laHHbIN Noaxoa He
NPUMEHUM K UCCIIeJ0BaHNI0 3HAOrEHHbIX COeAMHEHWI.

[ByxaTanHbIn An3anH nccnenoBaHM GMO3KBMBaNEHTHOCTU

97. UccnepoBaHne BGUO3KBMBANEHTHOCTM JONycKaeTCcs NPOBOAMTL B [iBa dTana. Ha nepeom atane nposBoauTcs
uccriegoBaHuMe Ha HavanbHOW (MepBWYHON) rpynne CyObeKToB C aHanmM3oMm MOoSydeHHbIX pesyrnbratoB. Ecnum
O1O3KBMBANEHTHOCTb HE NOATBEPXAAETCH, TO MOXHO HabpaTb AOMNONMHUTENBHYIO rPynny u o6beanHUTL pesynbTaThbl,
nonyyeHHole B obeux rpynnax Ans OKoHYaTenbHOro aHanusa. Ecnu BbibpaH Takow nogxod, TO HYXHO MPUHATb
onpefeneHHble Mepbl, YTOObl COXpaHUTbL HEM3MEHHON BEPOATHOCTb OwwKnbkM | poga Ana Bcero uccrnenoBaHusd, npu
3TOM CTaTUCTUYECKME KPUTEPUN OCTAHOBKW MCCNeaoBaHUs HeobXoAMMO YeTKO onpeaenuTb A0 ero Havana. AHanua
AaHHbIX, MONyYeHHbIX B XO4Ee MepBOro 3Tana, MOXHO paccmaTpuBaTb Kak NPOMEXyTOYHbIM, M oba aHanusa
Heo6X0AMMO MPOBOANTbL MO CKOPPEKTUPOBAHHBIM YPOBHAM 3HAYMMOCTU. [ns JOBEpUTENbHBIX MHTEPBAroB crieqyeT
MCMNOmnb30BaTb CKOPPEKTMPOBAHHYI0 BEPOATHOCTb, paBHyto He MeHee 90 %. Hanpumep, ncnonb3oBaHune 94,12 %-Hbix
[OBEpUTENbHbIX MHTEpBanoB Ans oboux aHanu3oB Ha NepBOM 3Tane U And 06beAMHEHHbIX OaHHbIX NEPBOro U
BTOPOro 3TanoB GyaeT npueMneMbiM, OOHaKO CyLLECTBYET MHOXECTBO ApPYrMX BapvaHTOB, U BbIOOP, Kakon ypoBEHb
3Ha4YMMOCTK (a) Mcrnonb3oBaTb ANA NPOMEXYTOYHOrO aHanu3a, SBMSeTCs npeporatuBon crnoHcopa. B npotokone
HeobXoaMMO 3apaHee onucaTb ABYX3TanHbl AM3alH WCCNEefOBaHWs Hapsgy CO CKOPPEKTUPOBaHHLIM YPOBHEM
3HaYMOCTH.

98. MNpn aHanu3e 06beAMHEHHBLIX OaHHbIX, NMOMYYEHHbIX B Xo4e ABYX 3TanoB, hakTop «3Tan» Heobxoaumo
BKITIOYUTb B MOZENb AWCNEPCMOHHOIO aHanmaa.

MpeacTaBneHne AaHHbIX

99. Ina kaxporo U3 cpaBHMBaAEMbIX NEKAPCTBEHHbIX NpenapaToB HeOOXoOUMO NPeacTaBUTb BCE 3HAYEHUA
MHOMBMAYANbHbBIX KOHLUEHTpauuin u dapMakoKMHETMYECKMX MapameTpoB, HapsiAy C AaHHbIMU - onucaTernbHOWm
CTaTUCTUKM, BKINOYaA reoMeTpuyeckoe cpegHee, MeavaHy, apudmeTtmdeckoe cpegHee, CTaHAapTHOE OTKIIOHEHUe,
KO3(hpUUMEHT Bapuaunm, MakCMManbHble U MUHUManbHbIE 3HaYeHus. MiHanBuayanbHble KpUBbIE «KOHLEHTpauus-
BpemsA» crnefyeT NpeAcTaBuTb Ha NIMHENHON 1 norapudmmnyeckoi wkanax. Heobxogumo onucatb MeTon NornyyYeHnst
hapMakoKMHETUYECKMX NapaMeTPOB N3 UCXOAHbIX JaHHbIX U KONIMYECTBO TOYEK B TEPMMHANBHON orapuMmnyeckon
dase, UCMOMb30BaHHbIX A1 OLLEHKM KOHCTaHTbl CKOPOCTU TEPMUHANBHOW 3NUMMHaLMK (KOTopasi MCnonb3yeTcsa Ans
poctoBepHol oueHkn AUC(0-¥)).

100. B kauyecTBe OCHOBHbLIX pPe3ynbTaTOB CTATUCTUYECKOro aHanmMsa W3y4YeHHblX (apMaKOKMHETUYECKNX
napameTpoB criegyeT ykasbiBaTb TOYeYHble oueHkM U 90 %-Hble OOBepUTENbHbIE MHTEpBanbl AMs OTHOLUEHMWS
CpeAHNX 3HaYEHWIA.

CnepnyeT Takke npunaratb CTaHAAPTHbIE pe3ynbTupylolmne Tabnuubl OMCNEPCMOHHOIO aHanusa, BKIo4as
pe3ynbTaThl CTaTUCTUYECKNX TECTOB Ha BCE 3PPEKTLI B MCMOSNIb30OBAHHOW MOAENN.

101. OTyeT HeobOXoOAMMO AeTanuanpoBaTb HACTONbKO, YTOObI (hapMakOKMHETUYECKUA U CTATUCTUYECKUIA
aHanuabl MOXHO OblNO BOCMPOM3BECTM, TO €CTb BKIOUWTL TOYHOE BpPeMsi OTOopa obOpasuoB nocne npuema
NeKkapcTBEHHOro npenaparta, KOHUEHTpauuu aHanusavpyemblX BeELEeCTB, 3HayeHus apMakoKUHETUYECKMX
napameTpoB KaXaoro cybbekta B KaXaoM Nnepuoae UCCneaoBaHust U Cxemy paHaoMU3aLun.

102. Heob6xoamnmo nogpobHO onucaTh BCe Cryvaun BbiObIBaHUS N UCKMOYEHUS CyOBbEKTOB 13 nccnegosaHus. Mo
BO3MOXHOCTU, ANsl KaXXOOro Takoro cybbekTa B OTAENbHOM [OKYMEHTE HeoOXooumMo NpeAcTaBuTb AaHHble O
KOHUEeHTpauun n papmMakokMHETUYECKUX NapamMeTpax, HO He BKIoYaTh MX B OOLLMI CTaTUCTUYECKUIA aHanus.

BroaHanuTtnyeckyto MeToamky HeobxooumMo OOKYMEHTMPOBATb OO Hayana uccnenoBaHus (mpegBaputernbHasi
Banupauus) Ans  nocriegywoowero  OpMUPOBaHWS  BanuaauMoOHHOrO oT4yeTa. Heobxogumo npeacTaBuTh
OrnoaHanUTUYEeCKUn oTYET B COCTaBe UTOrOBOrO OTYeTa UccneaoBaHUs GMOoaKBMBaNEeHTHOCTU. OH JOMKEH BKMNOYaTb
KpaTkoe oOnucaHue WCMNOoNb30BaHHOW OnoaHanMTUYecko MeToAMKW, pesynbTaTbl MO BCEM pagyvpOBOYHbIM
pacTtBopam (cTaHgaptam) M obpasuam [Ans KOHTpons KayectBa. Heobxogumo npenctaBuTb [OCTATOYHOE
KONMMYeCTBO XpOMaTOrpaMm Wnu ApYrmx UCXOAHbIX OAHHBIX, OXBATbIBAKOLLMX BECb AMaNa30H KOHLEHTpaUuii Ang BCex
rpagyvMpoBOYHBIX PacTBOPOB (CTaHAapToB) M 06pa3uUoB Ans KOHTPONSA KayecTBa, a Takke MUCMbITyeMblX (aKTUBHbIX)
obpasuoB (Bce xpomaTtorpamMmbl W OpyrMe nepBUYHble [aHHble He MeHee 4veM oT 20 % cybbektoB C
COOTBETCTBYHOLLUMMM OOpasuamMu A5 KOHTPONS KavyecTBa U rpagyvMpoOBOYHBIMU pacTBOpaMu/cTaHgapTaMy LUKIOB,
OTHOCSILLMXCS K YKa3aHHbIM CyObekTam).

103. Ecnu B OTHOLWIEHUN OnpefeneHHon OO3MPOBKM ONpenerieHHOro feKapCcTBEHHOrO npenaparta npoBedeHo
HECKOMbKO MccrneaoBaHuiA, 4acTb W3 KOTOPbLIX MOATBEPXKAAeT ero OMOSKBMBANEHTHOCTb, @ 4acTb HeT, BCHO
COBOKYMHOCTb AaHHbIX He06X0AMMO paccMaTpuBaTh Kak efuHoe Lenoe. B pacyeT HeobXxoanMo NpuHMMaTh TOMbKO
uccrnenoBaHnd, ykasaHHble B 4Yactu Il HacToawmx [pasun. Hanuume wuccnegoBaHui, NOATBEPXOAMOLLMX
OVO3KBMBANEHTHOCTb, HE SBMSETCA NMOBOAOM HE pacCMaTpuBaTb MCCIEAOBaHMS, B KOTOPLIX OHA HE MOATBEPXKAEHA.
3asBuTEnb OOMKEH TWaTeNbHO NpoaHanM3nupoBaTh BCe pe3ynbTaThl 1 000CHOBATL Hanuume GMO3KBMBANEHTHOCTU.
B kayecTtBe anbTepHaTMBbI B [JOMOSIHEHME K OTAENbHbIM WCCNEAOBaHWSM, MO BO3MOXHOCTM, [OMyCKaeTca
nposegeHve o00606LLIEHHOTO aHanuM3a Bcex uccnegoBaHwi. Heponyctumo obobwatb  uMccnenoBaHwsi,  He
noaTeepxgarwmne Hanvune GUOIKBMBANEHTHOCTM, €CNM UcCcreaoBaHusl, NOATBEpPXXAatolme GMOSKBMBANIEHTHOCTb,
OTCYTCTBYIOT.



10. JlekapcTBeHHbIe npenapaTbl
C Y3KMM TepaneBTUYECKUM AMana3oHOM

104. Jonyctumbin uHtepean gns AUC nekapCTBEHHbIX NpenapaTtoB C Y3KMM TepaneBTUYECKMM AMana3oHOM
cneayet cy3utb ao 90,00-111,11 %. MNockonbky Cmax 3aHuMaeT ocoboe MeCTO C TOYKM 3peHust APPEKTUBHOCTMH,
©6e30MacHOCTM Y MOHUTOPUHIra KOHLUEHTpauun aHanmsampyemoro BellecTBa, OOMYCTUMbIA MHTepBan ANnd OAaHHOro
napameTpa Takke crnegyet cy3uTb Ao 90,00-111,11 %. MNpuBecTn ncuepnbiBatoLlee onpegeneHme nekapcTBeHHbIX
npenapaToB C Y3KUM TepanesBTU4eCkMM AMana3oHOM HEBO3MOXHO, NMO3TOMY pelleHne o6 OTHeCeHUM AeNCTByoLWEero
BeLLeCTBa K 3TOW rpynne crnefyet NpUHUMAaTb, UCXOAS M3 KITMHUYECKUX OCOOEHHOCTEN OEWCTBUSA U NMPUMEHEHWS
nekapcTBEHHOro npenapara (Mpu HeobXoOMMOCTU NMpUBEKast 9KCMEPTOB YNOSIHOMOYEHHbBIX OpraHoB rocyaapcTB -
yneHoB Coto3a u (Unu) SKCMepTHbIN KOMUTET MO fleKapCTBEHHbIM CPpeAcTBamM Npu EBpasniickoli 3kOHOMUYECKOWN
KoMuccun).

11. JlekapcTBeHHbIe NpenapaTbl C BbICOKOW BapnabenbHOCTbIO

105. Ecnu BHyTpuvHauBUAyanbHas BapuabenbHOCTb hapMakoKMHETUYeckoro napameTpa npesbiwaeT 30 %,
Takne neKkapcTBEHHble npenapaTbl MPU3HAOTCA BbLICOKO BapuabenbHbiMW, Ecnn 3asBuTens cuntaeT, 4To
neKkapcTBEHHbIN npenapaT MoxeT obnagaTb BbICOKON BapnabenbHOCTbIO MO CKOPOCTU 1 (Mnun) cTeneHn abcopbuuu,
pekoMeHayeTCs NPOBOAUTL UCCNEA0BaHNSA C MOBTOPHBLIM (PEMNNKATUBHBLIM) NEPEKPECTHLIM AN3ANHOM.

106. JlekapcTBeHHble npenapaTtbl C BbICOKOW BapuabenbHOCTbIO, Ans KoTopbix 6onbliee pasnuume B Cmax
CYMTAETCA KNMHUYECKM He3HaYnMMbiM (MOATBEPXKAEHHOE CTPOrMM KMMHWYECKuM o6OCHOBaHMEM), ee OLeHKa MOXeT
OCYLLECTBNSATLCA HA OCHOBaHUW pacLUMpeHHbIX MHTepBanoB. B atom cnyyae kputepun npuemnemoctn ana Cmax
MOXeT ObITb pacwmpeH Ao 69,84-143,19 %. B uenax paclumpeHns Kputepust NpUemMnemMocTi Anu3anH nccneaoBaHns
6103KBUBANEHTHOCTM JOMKEeH ObiTb NOBTOPHBIM M B HEM HeobxoAMMO MOATBEPAMTb, YTO BapuabenbHocTb Cmax
pedepeHTHOro nekapcTBEHHOro Npenapara B uccnefoBaHun genctentensHo npesbiwaeT 30 %. 3aasnTenb JomkeH
AoKasaTb, 4TO BbIYWCMEHHas BHYTPUMUHAMBMAYyanbHas BapuabenbHOCTb [OCTOBEepHa, a He o0bycrnosneHa
Bblbpocamn. BO3MOXHOCTb paclumpeHusi onycTMMOro MHTepeana HeobxoAMMO 3apaHee OroBOPWUTbL B MPOTOKOMe
uccrnegoBaHus.

107. OnpegeneHne cTeneHn pacliMpeHnss MHTepBana OCHOBaHO Ha BHYTPUMHAMBUAYaNbHON BapnabenbHOCTH,
nony4yeHHOM NO  pe3ynbTatam  UccnegoBaHWss  OMO3KBMBANEHTHOCTM € WCNOMb3OBaHMEM  MeToAa
O1o3aKBMBaNEHTHOCTM B cpeagHeM ¢ MacLuTabupoBaHuneM (scaled average bioequivalence) cornacHo gopmyne:

[UL] = a(TkxSwr)

roe:

U - BepxHSIa rpaHnLa MHTepeana npMemMnemocTy;

L - HWKHSSA rpaHMUa MHTepBana NpuemnemMocTy;

k - perynaTopHas koHcTaHTa, npuHaTas 3a 0,760;

Swr - BHYTPMUHAMBKAYaNbHOE CTaHAAPTHOE OTKIOHEHMe norapudmmnyeckn npeobpasoBaHHbIX 3HaveHnn Cmax
nekapcTBEHHOro npenaparta CpaBHEHWUS.

108. B npuBegeHHoW Tabnuue npeacTaBneHbl rpaHvLUbl WMHTEPBANoB MNPU3HaHUS OUO3KBUBANEHTHOCTH,
paccyMTaHHble Ha OCHOBaHWM onucaHHowW B nyHkTe 107 HacToswmx [paBun meTogornorMm B 3aBMCUMMOCTW OT
pasnuyHol cTeneHn BapmabenbHOCTM hapMakoKMHETUYECKNX MapamMeTpOB feKapCTBEHHOro nNpenapara.

BHyTpumHansuayanbHbii CV ( %)* HwxHasa rpaHuua BepxHss rpaHvua
30 80,00 125,00
35 77,23 129,48
40 74,62 134,02
45 72,15 138,59
=50 69,84 143,19

ez
CV(%) = 100+ 5 — 1

MpumeyaHue: *

109. OTHOLIEHNE TreoMeTpUYecknx cpedHux (apMaKkoKMHETUHECKMX MNapaMeTpoB AOIMKHO HaxoauTbCA B
npegenax 80,00-125,00 %.

PaclumpeHve npvemnembix rpaHul, 6MOAOCTYNHOCTM Ha OCHOBaHWW BHYTPUMHAMBMAYaNbHOW BapuabenbHOCTU
He pacnpocTpaHsieTcst Ha AUC, rpaHuLbl KOTOPOW BHE 3aBUCMMOCTU OT BapnabenbHOCTW AOMKHbI ObITb OrpaHuyeHbl
nHtepsanom 80,00-125,00 %.

110. MNpw NOBTOPHOM An3anHe UCNONb3YIT 3-X UK 4-X NEPUOAHYI0 NEPEKPECTHYIO CXEeMY UCCINEA0BaHNS.

IV. TecT cpaBHUTENbHOW KMHETUKU pacTBOpPEeHUA in vitro




111. Metoguka BbinonHeHnss TKCP u ocHoBHble TpeboBaHUsi NO WCNonb3oBaHWo dhakTtopa nogobus
(cxoanmocTw, f2-KpuTepuii) AOMKHLI COOTBETCTBOBATL TPebOBaHMAM, YKasaHHbIM B OpuaoKeHnn Ne 5 K HacToSLWMM
Mpasunam.

1. TecT cpaBHUTENLHOW KMHETUKU pacTBOpeHHUs in vitro
KaK AOMOSNIHEHUE K UccriefoBaHMsAM OMO3KBUBANEHTHOCTH

112. Heobxoammo npeactaBuTb pesynbTatel TCKP cepui uccnegyemoro nekapCTBEHHOro npenaparta u
pedepeHTHOro NekapCcTBEHHOro npenaparta, WCMONb30BaHHbIX B MUCCneaoBaHuM OWMO3KBMBANEHTHOCTW, B Tpex
pasnuyHbix OydepHbix cpedax (06blMHO npu pH 1,2; 45 n 6,8) 1 cpede, nognexallelt UCMOMb30BaHWIO B
BbIMyCKaIOLWMUX WUCMbITAHUAX FEeKapCTBEHHOro npenapaTta (cpega Ans KOHTPONSA KavecTBa, BKMYaemas B
cneundvkaumio (HopMaTUMBHBIA OOKYMEHT MO KOHTPOSO KayecTBa NekapCcTBEHHOro npenapata)). WccrneposaHue
HEKOTOpbIX NeKapCTBEHHbIX opM, Hanpumep, TabneTok, OUCNEPrUMpPYHOLIMXCA B MOMOCTM pTa, NpoBogdAT B
pasnunyHbix ycnosusax. OT4eT O pesynbTaTax UCCNedoBaHWs criefqyeT nNpeacTaBnaTe B Buae npodunen gonu
pacTBOPEHHOrO KONMYecTBa BO BPEMEHU C yKazaHNeM CpeaHUX 3HaYeHn n 0606LLatoLLmnX CTaTUCTUK.

113. B oTtcytcTBME WMHbLIX OBOCHOBaHWW cneumdukaumn (HOpMaTUBHOM [OKYMEHTE MO KOHTPOS KayecTBa
neKkapCcTBEHHOrO npenapata) [Ans  KOHTPONs kayecTBa MO nokasaTento «PacTBopeHnune»  uvccrnegyemoro
NeKkapCTBEHHOrO MpenapaTta crnegyeT COCTaBNATb HA OCHOBaHUWM Mpoduns pacTBOPEHWUS Cepuv MCCrenyemoro
nekapcTBEHHOro npenapara, NoATBEPAUBLLEN BMO3KBMBANEHTHOCTbL pedepeHTHOMY NekapCcTBEHHOMY npenapaTy (B
COOTBETCTBUM C TpeboBaHnAMM npunoxeHns Ne 5 k HacToswmm Mpasunam).

Ecnn pesynbtatel TCKP, npoBeAeHHOro C pasnuyHbIMW CEpuUsiMU, He MOATBEPXAAIT paHee AOoKasaHHyH B
nccnegoBaHuaX in vivo GUOSKBMBANEHTHOCTb, TO OMMPAKOTCA Ha pe3ynbTaThl MccnegoBaHui in vivo. OpHako
HEeOoBX0AMMO M3YyUnTb Y OO BACHUTL NPUYNHBI TAKOTO PacXoXaeHus.

2. TecT cpaBHUTENbHOW KUHETUKN PacTBOPEHUSA
B Lensx 6uoBeiiBepa AONOMHUTENbHbLIX 4O3UPOBOK

114. OOGOCHOBAHHOCTb HENpPOBeAEHWS1 [OMOMHUTENbHbLIX UCCNefoBaHW OGUMO3KBMBANEHTHOCTU in  Vivo
HeobxoaMMoO noaTBEPAUTb BbINOMHEHHbIM Hagnexawmm obpasom TCKP. Ecnu He ykasaHo uHOe, Heobxoammo
U3y4nTb pacTBOPEHMNE NpU PasnnyHbIX 3HaveHuax pH (o6bi4Ho npu pH 1,2; 4,5 1 6,8). [Ina Bcex npeacTaBneHHbIX
cepuii HeobxooMMO NOATBEPAUTL COMOCTaBMMOCTb NPOMUen pacTBOPEHWUs in vitro Mexagy OOMONHUTENbHLIMU
[03UpOBKaMn 1 [O3MPOBKaMM U3 CEPUX, UCTIONb30BaHHON B UccreoBaHUn OM03KBUBANEHTHOCTH, BO BCEX YCIOBUSAX
(c yyeTom TpeboBaHui npunoxeHusa Ne 5 k Hactoawmm MNpasunam).

115. Mpwn 3HayeHusix pH, Npu KOTOPbLIX HX ANst OOHON N3 [O3MPOBOK HE YAaeTCst 4OCTUYb MOJTHOTO pacTBOPEHUS,
ycnosusi npoeefeHns TCKP mexay 4o3upoBKkamu MoryT pasnuyatbest. OgHako Ans noaTBEPXKAEHWS TOro, YTo 3TO
0o6ycrnoBneHo CBOMCTBaMW [EWCTBYIOLLEr0 BeLleCcTBa, a He JekapCTBEHHOM OpMbl, HEOOXOOMMO MNpPOBECTU
CpaBHEHME C COOTBETCTBYIOLLEN LO3UPOBKOM pedepeHTHOro nekapcTBeHHOro npenapata. Kpome Toro, 3asiButernb
BrpaBe MOATBEPAUTb COMOCTAaBUMMOCTb NpOodunen Ans OAMHAKOBbLIX 003 (Hanpumep, Mexay AByMs TabneTkamu c
O03MPOBKOW 5 Mr 1 ogHo TabneTtkon ¢ Ao3vposkon 10 mr).

V. OTyeT 06 uccrnegoBaHnmn
1. OT4yeT 006 UccneaoBaHUN GMOIKBUBANIEHTHOCTHU

116. OtueT 06 wccrnegoBaHUM OMOIKBMBANEHTHOCTU LOIMKEH CoAepXaTb BCe Heobxoaumble CBeAEeHUs O
NpOTOKOMEe MCCrneaoBaHns, NPoBeAeHUN NCCNefoBaHnsa u ero aHanmae. OTyeT JormkeH GbiTb COCTaBneH 1 nognucaH
uccneagoBaTeneM B COOTBETCTBMM C MpunokeHveM Ne 1 Kk npaBunamM Hagnexallen KnuHudeckom npaktukm Cotrosa,
yTBepxaaembiMm Komuccmen n npunoxennem Ne 7 k Hactoswmm Mpasunam. CTpykTypa otyeTa 06 mccrnegoBaHuu
OMO3KBMBANEHTHOCTM JOIKHA COOTBETCTBOBATL NpunoxeHuto Ne 7 k HacTtosawmm MNpasunam.

B oTtyeTe He06Xx0aAMMO ykazaTb PaMuUIMU U UMEHA OTBETCTBEHHLIX UCcreaoBaTenem, Ux Mecto paboTebl, MECTO
W ONUTENbHOCTb MPOBEAEHUSI UCCREeAoBaHUs, cepTudumKaTbl UMW 3akrioYeHUsi, COCTaBMEHHbIE MO pesyrnbTatam
ayguTta (npv HanmMumm).

117. OTyeT QOMMKEH coaepxaTb NoATBEpPXAEHME TOro, YTO BbIOOP pedepeHTHOro NeKkapCTBEHHOrO npenapara
COOTBeTCTBYET TpeboBaHuaAM noapasgena 2 pasgena lll HacToswwmx Mpaeun. B yacTHOCTK, HEO6XOAMMO yKasaTb ero
TOProBO€ HavMeHOBaHue, O03UPOBKY, MeKapCTBEHHYI (hOpMy, HOMEpP Cepun, NPOU3BOAMTENS, CPOK FOOHOCTU U
CTpaHy, B KOTOpoW Bbin NpuobpeTeH pedbepeHTHbIN NEKAPCTBEHHLIN Npenapar.

118. B oT4eTe He06Xx0aAMMO yKa3zaTb HAMMEHOBaHWE, COCTaB, pa3Mep U HOMep cepun, AaTy NPOU3BOACTBA U, MO
BO3MOXXHOCTW, 4aTy UCTEYEHUSI CPOKA FOAHOCTU UCCINEAYEMOro NIEKApPCTBEHHOIO NpenapaTa.

CepTndukatbl aHanusa uccrieqyemoro u pedepeHTHOro NeKapCTBEHHBLIX MpenapaToB, UCMONb30BaHHbIX B
uccrieoBaHuM, NPYKNaabIBaOTCA K OTYETY B BUAE MPUIOXKEHWS.

119. CBepeHns O KOHUEHTpauusx, (DapMakOKMHETUYECKMX MapameTpax M pesynbTatax CTaTUCTUYEeCKOro
aHanu3a HeobxoaMMO npeacTaBuTb B oObeme, npedycMOTpeHHOM noapasgenom «lpeacrtaBneHve OaHHbIX»
nogpasgena 9 pasgena lll HacToawmx MNpaBun. CokpalleHne apMakoKMHETUYECKNX NMapaMeTpoB yKa3biBaeTCHa B
COOTBETCTBUM C MpunoxeHvem Ne 8.




2. Npouwne TPEGOBaHMH K npeAacTaBfieHUI0 pe3ynbTaToB UccneaoBaHusA OMO3KBMBANEHTHOCTU B cOCTaBe
perncTpaymoHHOro gocbe

120. 3asaBuTenb OOMKeH NpeacTaBUTb MOAMUCAHHBIN UM OduUManbHbBIA OKYMEHT, NOATBEPXAAIOWNA, YTO
KONMMYECTBEHHbIA COCTaB W TEXHONOrMSA MPOM3BOACTBA W3YYEHHOro B WCCNedoBaHWM OGUO3KBMBANEHTHOCTU
NeKkapcTBEHHOro npenapata W NeKkapcTBEHHOro npenaparta, MNoAaHHOTO Ha perucTpauuilo, He OTMAMYaloTCs.
Heobxoaumo npunoXxutb CpaBHUTENbHbIE MPOMUNN pacTBOpeHUs (B COOTBETCTBMM C pasgenom |V HacTosLwmx
Mpasun n npunoxexnnem Ne 7).

OTt4yeT 0 BanMaaumm GnoaHannTMYECcKOro MeToaa U aHanuMTUYeCcKnii oTYeT, NOArOTOBMEHHbIA B COOTBETCTBUMN C
TpeboBaHusmm npunoxexHua Ne 6, Heob6xoaAMMO BKMOYWUTL B MOAYMb 5 perncTpauuoHHOro 4OCke NeKapCTBEHHOrO
npenapara.

121. Mo 3anpocy HeobxoAMMO MPeACTaBUTb AaHHble (HanpMMep, B BMOE 3MEKTPOHHOrO TEKCTOBOro danna c
OaHHbIMK, pasfernieHHbIMU 3anaTbiMu MM npobenamu, unu darna B gopmate Excel, unm B nHom cdopmate no
COrnacoBaHWi0 C YMNOMHOMOYEHHBIM OpPraHoM), AOCTaTOuYHble ANs BOCNPoOuM3BeAeHMs (PapMakOKMHETUYECKOro W
CTaTUCTUYECKOro aHanu3a, BKMNoYasd AaHHble O BpemeHu oTbopa 00pasuoB, KOHUEHTpauuu nekapCTBEHHOro
npenapara, 3HayeHusix PapMaKOKMHETUYECKUX MNapaMeTpoB KaKOoro cybObekTa B KaXaoM nepuode U Ccxeme
paHaoMmnsaLmu.

VI. O6eM nccnegoBaHui NpyM BHECEHUU U3MEHEeHUIN
B permcTpauMoHHoe foChbe

122. MNpwn n3meHeHMn paHee ogoBPEHHOro cocTaBa UMM TEXHOMOMMM NPOU3BOACTBA, KOTOpblE MOMyT NOBMUSATH
Ha OMOAOCTYNHOCTb, MPOBOAATCHA MCCrefoBaHUA OWMO3IKBMBAMEHTHOCTM in Vivo, eCnuM He npeacTaBneHO MHbIX
obocHoBaHun. Becsakoe npepcrtaBneHHoe o60CHOBaHME OOIMKHO OCHOBBIBATLCA HA OOLMX MpUHLMNAX, B YaCTHOCTH,
yka3aHHbIX B npunoxeHun Ne 4 k HacTosawmm MNpasunam, unv npu yctaHoBNeHn npuemnemon (yposHs A) in vitro -
in vivo koppensumm (IVIVC).

Ecnn 61MogocTynHOCTb M3MEHEHHOIO NekapCTBEHHOMO NpenapaTta paHee usyyeHa 1 ycTaHoBNeHa npuemnemMasi
(ypoBHS A) Koppenaunst Mexagy hapMakoKMHETUYECKUMM MapaMeTpamu in Vivo U KMHETUMKOW pacTBOpeHus in vitro,
npu COMOCTaBMMOCTU NPOUA pacTBOPeHWs in Vitro Mexay M3MeHeHHbIM NeKapCTBEHHbIM npenapaToM U paHee
00006peHHbIM B TeX e YCNOBUSX MWCNbITaHUSA, KOTOPble WCMONb30BanuCb AN YCTAHOBMEHUS KOppensuuw,
uccregosaHne 6MO3KBMBANEHTHOCTM NPOBOAUTL He TpebyeTcs (B COOTBETCTBMM C npunoxeHnem Ne 5).

123. Tlpn BHeCEHUN WU3MEHEHU B PErucTpauvoHHble AOCbe NeKapCTBEHHbLIX NpenapaToB, KOTOpble He
SABMSAOTCA BOCNPOU3BEAEHHBIMW fleKapCTBEHHbIMU NpenapaTtamu (Hanpumep, opurMHanbHble, HOBble KOMOWHaLW,
XOPOLLO M3y4YeHHOe MpUMEHeHVe), AN npoBefdeHus uccrnegoBaHus GuoaksmBaneHTHocT M TCKP B kayectBe
pedepeHTHOro nekapcTBEHHOro npenapaTa CNyXuT paHee od0OpEeHHbIN NeKkapCTBEHHbIN npenapaTt C NpeXxHUM
COCTaBOM, MECTOM NMPON3BOACTBA, YNaKOBKOW 1 T. M.

124. Tpw BHeCEHUM M3MEHEHWI B 4OCbEe BOCNPOU3BEAEHHOIO My rmbpunaHoro fekapcTBeHHOro npenapara Ans
uccrnegoBaHus BGMO3KBMBANEHTHOCTM B KavecTBe npenapaTta CpaBHEHWs (KomnapaTopa, KOHTPOMs) MCMonb3yeTcs
UMEILLAsACAa Ha pbiHKE cepus pedepeHTHOro nekapcTBeHHOro npenapata. Ecnu nekapcTBeHHbI npenapat
OTCYTCTBYeT Ha pblHKE, TO CpaBHEHMe [OonyckaeTCcAa OCYLIeCTBNSATb C paHee OAOOpeHHbIM COCTaBOM
(BOCMpOM3BEAEHHOIO UNWN  TMOPMAHOrO IEKApCTBEHHOrO npenaparta) C NpeAcTaBrieHMeM COOTBETCTBYHOLLETO
obocHoBaHus. Npu n3MeHeHusx, He TpebytoLwmx nccnenoBaHsa GMO3KBMBANEHTHOCTH, CliedyeT PyKOBOACTBOBATLCA
pekomeHpaumsMu n TpeboBaHMsMKM akToB, BxoadAwwmx B npaBo Cotosa, B ciepe obpalleHns nekapcTBeHHbIX
cpeacTs.

MPUNOXEHWE Ne 1
k [paBunam NpoBeaeHVs UccrnefoBaHuini GUOIKBIBANEHTHOCTY IEKAPCTBEHHBIX
npenapaToB B pamkax EBpa3uinckoro akoHOMUYECKOTo Coto3a

OBLME TPEBOBAHUA
K UccriefoBaHUI0 6MO3KBUBANIEHTHOCTMU PasfUYHbIX
reKkapcTBeHHbIX (hOPM NleKapCTBEHHbIX NpenapaToB

|. O6LWwKe nonoxeHus

Ecnun uccnegyembivi nekapCTBEHHbIN NpenapaTt COAEPXXUT OPYryHo COJlb, CAOXHbIA 3duUp, CTEPEOU3OMEP UNKN UX
CMeCb, ApPYroe KOMIMEKCHOE COEAMHEHME WM MNPOM3BOAHOE [OENCTBYHOLWEro BELWECTBA MO CPaBHEHUIO C
pedepeHTHbIM NekapcTBEHHbIM NpenapaTtoM, TO OMO3KBMBANEHTHOCTb Heobxoaumo noaTBepaAuTb C MOMOLLbIO
uccregoBaHuii 6MoaKBMBaNeHTHoCTH in vivo. OgHako ecnv OerCTBYHOLLEE BELLECTBO UCCNEAYEMOTO NEKapCTBEHHOMO
npenapara WaeHTU4YHO AEWCTBYIOLLEMY BeLlecTBY pedepeHTHOro nekapCcTBeHHOro npenapaTa (Unu CoaepXuT conm
CO CXOXMMW CBONCTBaMU, yCTaHOBMEHHbIMU B 4acTtu Il npunoxenns Ne 4 k npaBunam npoBefeHUs uccnepoBaHuin
OVO3KBMBANEHTHOCTU NIEKAPCTBEHHBIX NPenapaToB B paMkax EBpasninckoro SkOHOMMYECKOro coro3a, yTeepxaaembiM
EBpasninckon aKOHOMUYECKON KOMUCCUEN (Qanee COOTBETCTBEHHO - MpaBuna uccrnenoBaHus GMO3KBUBANEHTHOCTH,
Coto3, Komucceusi)), To B HEKOTOPLIX CrydasiX, ONMCaHHbIX HKe 1 B npunoxeHun Ne 4 k MNpasBunam npoBeneHus
nccneaoBaHuin GUO3KBMBANEHTHOCTM, NPOBEAEHME UCCeA0BaHMI BUO3KBUBANEHTHOCTM in Vivo He TpebyeTcs.




Il. NekapcTBEeHHbIE hOpMbI ANA NpUuemMa BHYTPb
C HeMeAJeHHbIM BbICBOOOXAEHUEM CUCTEMHOIO AeNCTBUS

B oTcytcTBrE ycroBuit ans GuoseiiBepa (B COOTBETCTBUM C TpebGoBaHuAMM mpunoxeHus Ne 4 k Mpaeunam
NpoBefeHus] nccrnenoBaHuii GUOSKBMBANEHTHOCTM) B OTHOLUEHWM TaKUX JIeKapCTBEHHbIX (hOpM, Kak TaGneTku,
Kancynbl M CycneHsuu [Ans npuema BHYTpb HEo6XoAMMO MpoBOAWTb UccredoBaHUs GUOSKBMBaNeHTHocTu. B
OTHOLLEHUU TabrneTok, AUCMEPrUPYIOLLMXCS B MONOCTM pTa, M PacTBOPOB [Afsl MpuemMa BHYTPb NPUMEHSIoTCS
crneuyarnbHble, OnMcaHHble HUXe TpeboBaHUs.

lll. TabneTku, gucneprupylowmecs B NoNocTu pTa

TabneTku, gucneprupytowmnecs B nonoctu pta (aanee - TAMM), npegHa3HaveHbl Ans GbICTPOro pacTBOPEHUs BO
pTy. Ecnn pgencreylollee BeLLECTBO Takke pacTBOPSIETCA B CrOHE M CMOCOOHO BcacbiBaTbCsl Yepes3 CU3UCTYIo
060ro4Ky pOTOBOW MONOCTK, TO BPEMS NMPpYEMa NeKapCTBEHHOMO npenapaTa U ero KOHTakTa co CnmamMcTon o60noYkon
ABNATCA BaXHbiMKU pbakTopamu. Nocne npornaTbiBaHWs BbicBOOOAUBLLErOCs AeNCTByoLWero BewecTtsa ns TAOM,
NOKPbITbIX 0BOMOYKON, B 3aBMCMMOCTM OT COCTaBa fekapCTBEHHOro npenapaTta, BcacbiBaHWEe Takke NPOMCXOAMUT U B
XKernyoo4YHO-KMLLIEeYHOM TpakTe. Ecnu MOXHO NOATBEepAWTb, YTO OEWCTBYOLLEE BELLECTBO He BcCacbiBaeTcs M3
nonoctn prta, a TpebyeT npornartbiBaHua Ansg abcopbummn n3 KenygouyHO-KULLIEYHOrO TPakTa, TO JIEKApCTBEHHBIN
npenapat MOXeT Y[OOBMETBOPATb KpuUTepusM OuoBeriBepa Ha OCHOBaHWM OuodapmaueBTU4EeCKOW CUCTEMBI
knaccudmkaumm (BKC) (B cootBeTcTBUM C TpeboBaHusmu npunoxenua Ne 4 k [lpaBunam npoBefeHust
uccnegoBaHuin  OMOSKBMBANEHTHOCTWM). Ecnn  3TO HEBO3MOXHO MOATBEPAUTb, TO HEOOXOAMMO MPOBOAUTL
nccnegoBaHve GUOIKBMBANEHTHOCTM Y YernoBeka.

Ecnn TOMN aBnatloTca OOMONHWUTENbHOW (HOBOW) nekapCTBEHHOW (OpPMOA U (MNK) pacLUMpeHVeM NUHEWKN
O03MPOBOK ANA MHOrO COCTaBa IeKapCTBEHHOro npernaparta Ans fnpuema BHYTpb, TO MPOBOAAT TpexnepuoaHoe
uccrefoBaHue C LEenbi OLEHWUTb NMpUMeHeHe TabneTok, AUCNEPTUPYIOLWMXCSA B NOMOCTA pTa, NPpY OAHOBPEMEHHOM
npueme c Bogou wnu 6e3 Hee. OpHako ecnu GuoakBmBaneHTHocTb Mexay TAOMN, npuHAToOn 6e3 Boabl, U
pedepeHTHbIM NeKapCTBEHHBIM NpenapaToM, 3anuToro BOAOW, MoKa3aHa B [ABYXMEPWOLHOM WCCMEeLOBaHWM, TO
OuoakeBmBaneHTHocTb TAI, 3annBaeMon BOAOW, CYUTAETCS JOKa3aHHON.

Ecnu TOM no oTHoweHuo K pedepeHTHOMY NeKkapCTBEHHOMY MpenapaTy, npeacrasngwowemy cobon TAOIM,
ABNAETCA BOCMPOU3BEOEHHbIM UNU MMOPUAHBLIM NEKapCTBEHHBbIM MpenapaToM, Npy NIaHMpOBaHMU UCCNeOoBaHMS
cnegyet npuaepXkmeaTtbCs criegyrowmx TpeboBaHui:

a) ecnu pedpepeHTHbIM NekapCTBEHHbIM npenapaT ONyCTUMO Kak 3anuBaTb, Tak U He 3anuBaTb BOAOW, TO
uccriegoBaHne OMOSKBMBANEHTHOCTM [OIDKHO NpoBoauMTbCs 6e3 npuema BoOAbl, MOCKOMbKY 3TO Gonblue
COOTBETCTBYET CNocoby MpUMEHEHWS NEKapCTBEHHOrO MpenapaTa B pearibHbiX YCMOBUSAX. OTO OCOOEHHO BaXHO,
ecnu JelcTBylolLLee BELLECTBO pacTBOPSETCH U BcacbiBaeTcs M3 nonoctu pra. Ecnm GuoakBuBaneHTHocTb 6e3
npvema BoObl NOATBEPXAEHA, TO OMOSKBMBANEHTHOCTb C OAHOBPEMEHHbIM MPUEMOM >KUOKOCTU CuUUTaeTcst
JOKa3aHHOW;

0) ecnu pedepeHTHbIN NekapCTBEHHbIN Npenapat nMbo 3anveatoT, NMGo He 3anMBaoT BOAOW, TO UccrnegoBaHue
OVO3KBMBANEHTHOCTN NPOBOANTCSA B COOTBETCTBYHOLLMX YCIOBUAX (CO CTaHAAPTHbIM ABYXNEPUOAHBLIM NEPEKPECTHBIM
ON3anHOM);

B) eCcnu pedepeHTHbIN NeKapCTBEHHbIN npenapart nmbo 3anveatoT, MO0 He 3anuBaloT BOAOW, a Uccreayembli
neKapcTBEHHbIV NpenapaTt npegHasHadeH anst obomx cnocoboB npuema, TO CpaBHEHWE MPOBOAAT, 3anuBasi U He
3anuBas MccrneayeMblil NeKapCTBEHHbIM npenapaTt BOAOW, MpU 3TOM NeKapCTBEHHbI npenapaTt MpUMeHsieTcs B
COOTBETCTBMUM C PEKOMEHOOBaHHbLIM crnocobom (TpexnepuogHoe wuccriegoBaHue B 3 rpynmax B 6
nocnenoBaTenbHOCTSIX).

B wuccnegoBaHuax no  u3ydenuto TAMN, ecnu nocnegHsss He 3anuBaeTcs BOOOW, pPEKOMEHAyeTcsl
HENoOCpPeaCTBEHHO nepen NpMeMOM JTIEeKapCTBEHHOMO npenapata CMOYUTb CIM3UCTYI0 060mo4dky nonoctu pta 20 mn
Boabl. [Mprem xmaKkocTn B TedeHue 1 yaca nocrne npuema nekapCTBEHHOro npenapara 3anpeLLeH.

VMccnenoBaHue GUOSKBMBANEHTHOCTM B OTHOLLEHUW MIIEHOK, AMCNEPrMPYOLINXCSA B MOMOCTU pTa, MAEHOK Unu
3aleyHblx TabneTok, TabneTok NOABLA3bIMHLIX W TabneTok >XeBaTerbHbIX MpoBoAWUTCA MNo aHanorum c TAI.
WccnepoBaHve GUO3KBMBANEHTHOCTM HEOOXOOUMO MpPOBOAUTbL B COOTBETCTBUM C PEKOMEHOYEMbIM Croco6oM
NPUMEHEHNs1 CCNEeAYEMOro NeKapCTBEHHOIO Npenapara.

IV. PacTtBOpbI AN npuemMa BHYTpb

Ecnun nccnegyembii nekapCTBEHHbIN NpenapaTt npeactaBnseT cobow BOAHLIM pacTBOp ANs Npuvema BHYTPb U
COAEPXUT Ty Xe KOHLEHTPaLMio AEeNCTBYIOLEro BELECTBa, YTO U 3aperncTpupoBaHHbIN pacTBop, TO NpoBeAeHue
nccnepoBaHuii BoakBMBaNEeHTHOCTH He TpebyeTcsi. OgHako ecny BCnoMoraTesnbHble BeLecTBa CNOcobHbI MOBNNATb
Ha MOTOPUKY >XenyAoYHO-KULLIEYHOro TpakTa (Hanpumep, copbuton, MaHHWTOn w T.4.), abcopbumio (Hanpumep,
NMOBEPXHOCTHO aKTUBHbIE BELLECTBA UMW COEAMHEHNS, BNUsioWwMe Ha Benku-nepeHocUmkm), NpoLecc pacTBOPEHNUs 1
BCacCblBaHWsA (Hanpumep, COpacTBOPUTENN) UNN CTabUNbHOCTb AENCTBYHOLLErO BELeCTBa in Vivo U ecnn pasnnyns
Mexay coaepXaHuem BCMoMoraTenbHbiX BeLlecTB OOMMKHbIM 00pasom He OGOCHOBaHbl MPOYUMMK A@HHLIMW, TO
NpoBOAUTCH MccriegoBaHne GroakBmBaneHTHOCTU. TpeboBaHMsA K BCMoMoOraTenbHbiM BeLleCcTBaM pacTBOPOB ANs
npvema BHYTPb aHarnoruyHbel ycrnosusM OGuoBerBepa (C yyetom TpeboBanui npunoxenus Ne 4 k [NpasBunam
npoBeaeHus nccnefoBaHuii GO3KBMBaNEHTHOCTH).

Ecnn 6noakBnBaneHTHOCTb UCCredyeMoro NiekapCTBEHHOTO npenapara, SBMsoLLLEerocs pacTBopoM Ans nprema
BHYTPb, [10/MKHa ObiTb NOATBEPXOEHa MO OTHOLIEHMIO K APYroMy MNeKapCTBEHHOMY npenaparty C HeMeANeHHbIM
BbICBODOXAEHMEM, TO He0bX0AMMO NPOBECTM NccnedoBaHe BMOIKBMBANIEHTHOCTY.




V. KoMGuHupoBaHHbIe NiekapcTBeHHbIe Npenaparbl

TpeboBaHWsA No NpoBeAEHNIO UCCNEAOBaHUS NpeacTaBneHbl B AokymeHTe Coto3a no KnuHu4Yeckon paspaboTke
KOMOMHMPOBAHHLIX NEKapCTBEHHbIX npenapaToB. Ycnosusi 6uoBenBepa B OTHOLWEHUW KOMOWHWPOBaHHBLIX
NeKapCTBEHHbIX MpenapaTtoB M3noXeHbl B yactu V npunoxeHua Ne 4 k [NpaBunam npoBefeHus nccriefoBaHum
O1O3KBMBANEHTHOCTMW.

VI. llekapcTBeHHble (hOpMbl C HeMeANEeHHbIM BbICBOOOXAEHNEM
CUCTEMHOro AeMCTBUA, He NpeAHa3Ha4YeHHbIe AN NpueMa BHYTPb

HacTtoswwmin pasgen, B 4aCTHOCTW, KacaeTCA peKTanbHbIX NeKapCTBEHHbIX opm. B oOTHOWeEHMM Hux, Kak
npaBuo, NPoOBOAATCA MccrnenoBaHusa 6MoakBmBaneHTHOCTU. Ecnn nekapcTBeHHbIV NpenapaTt npeacrasnsieT cobow
pacTBOp, KOTOPbIN COOEPXUT AEWCTBYIOLLEE BELLECTBO B TOW Xe KOHUEHTpauuu, YTO U 3aperncTpupoBaHHbIN
neKapCTBEHHbIV MpenapaT C TEM e Ka4eCTBEHHbIM N CXOXUM KONUYECTBEHHBLIM COAEPXaHMEM BCMOMOraTenbHbIX
BELLEeCTB, BO3MOXeH OuoBeriBep (Npy 3TOM MOTYT MPUMEHATbCA TpeboBaHWsi, aHanorMyHble AN pacTBOPOB Afls
npvema BHyTpPb).

MonoxeHunst faHHOro nNoApasfena He OTHOCATCA K NIeKapCTBEHHbIM MpenapaTtaM Ans UHransiyuii, NpuMeHsieMblX
ANnst nevyeHus BpoHXManbHOMW acTMbl U XPOHMYECKUE OBCTPYKTVMBHbIE OONE3HW MErkMx, a Takke K ropMoHarbHbIM
cnpesm AN Has3anbHOro NMPUMEHEHUS.

VII. PacTBopbl Ans napeHTepanbHOro BBeAeHUs

Ecnu nccnepyemblil NekapCcTBeHHbIN NpenapaT sIBNSeTcs BOAHbIM PacTBOPOM Afisl BHYTPUBEHHOTO BBELAEHUS U
COLIEPXKUT TO e [eiCTBYIoLLlee BELEeCTBO, YTO U 3aperMCTpMpOBaHHbIN NEKAPCTBEHHLIM Npenapart, To NpoBefeHue
uccnefoBaHusi GUO3KBMBANEHTHOCTW, Kak npaBuro, He TpebyeTcs. OfgHako ecnu OQHO U3 BCMOMOraTerlbHbIX
BELLECTB CNOocobHO B3aMMOAENCTBOBaTb C AEWCTBYIOLMM BeLecTBOM (Hanpumep, ¢ oGpa3oBaHWEM KOMMIIEKCOB)
unu Opyrum obpasoM BMuATbL Ha €ero pacnpegerieHve, meTabonusam W BbiBedeHue, TpebyeTcs npoBefeHue
uccnefoBaHnsi BMO3KBMBANEHTHOCTU. Ero MoxHO u3bexaTtb, ecnu cpaBHUMBaeMble IeKapCTBEHHbIE Mpenapatbl
cofepxxaT MPYMEPHO OOMHaKOBOE KOMUYECTBO BCMOMOraTerlbHbIX BELEeCTB U OOIKHbIM 06pa3om [okasaHo, YTo
VMEHOLLIMECS Pa3nnynsi B X COAEPXKAHUU He BMUSIIOT Ha (hapMaKoKMHETUKY ENCTBYIOLLETO BELLECTBA.

Mpu Jpyrvx napeHTeparnbHbIX MNyTSX BBEAEHWS, HaMpUMEpP, BHYTPUMbILLIEYHOM W MOAKOXHOM, €Cnu
uccnefyeMblil NekapcTBEHHbIN NpenapaT MMeeT OAVHAKOBLIA TUM pacTBOpUTEnNs (Hanpyumep, BOAHAs UMW MacnsiHas
cpefia), COOEepPXUT TO e AeiCTBYIoLLEee BELLECTBO B TOM XXe KOHLEHTpaLumM U Te xe BernomoraTenbHbIX BELLEeCTBa B
CXOXMX KONMUYecTBax, YTO U 3aperncTpupoBaHHbIA NEKApPCTBEHHbIA MpenapaTt, TO NPOBEAEHWE WCCMEAOBaHUM
OMOSKBMBANEHTHOCTM He TpebyeTtcs. Bonee Toro, npoBegeHve WCCrenoBaHWS GUOSKBMBANEHTHOCTU BOAHBIX
pacTBOPOB C NPUMEPHO OAUHAKOBLIM COAEPXKaHWEM BCrOMOraTerbHbIX BELECTB He TpebyeTcs, ecnu NocrnegHve He
BIUSIIOT Ha BSA3KOCTb.

VIIl. llunocomanbHble, MULENASIPHbIE U 3MYNbCUOHHbIE
nekapcTBeHHble )OpMbIl AN BHYTPUBEHHOro BBeAEHUSA

1. llunocomanbHbIe nekapcTBeHHbIE POPMbI

dapmakoknHeTn4eckne OCoOBEHHOCTU NMNOCOManbHbIX NPenapaToB AN BHYTPUBEHHOrO BBeAeHWs TpebytoT
0CcoObIX NOAXOAOB NOATBEPXKAEHUS BNOSKBMBANEHTHOCTM B COOTBETCTBUM C npaBom Cotosa.

2. Amynbcumn

Omynbcun, Kak NpaBuIIo, He noanexar npoueaype duoserisepa.

OpHako npu cobniogeHn HKenepeUuncrneHHblX YCNoBun npouenypa buosensepa BO3MOXHA:!

a) nekapcTBeHHas opma He nMpedHa3HavyeHa pAns  KOHTPONMPYyeMoro BbICBOOOXAEHUS 1 (unu)
KOHTPONMPYEMOro pacnpenenennsi (BEKTOPHOWM A0CTaBKM);

6) cnoco® n cKOpoCTb BBEAEHVUS COBMaZalT C TakoBbIMU AN 3aperncTpMpOBaHHOMO J1eKapCTBEHHOMO
npenapara.

B Takux cny4asx KavecTBEHHbIN W KONMWYECTBEHHbLIN COCTaB fEeKapCTBEHHOro mnpenapata He [OMKeH
OoTNMYaTbCA OT 3aperncTpMpoBaHHOrO; HeobxoAMMO NpeAcTaBUTb OOOCHOBaHHble AaHHble, MOATBepXaatLlume
BbICOKYHO CXOXECTb (PU3MKO-XUMUYECKUX CBOWCTB, BKIMOYAs OPakUMOHHbBIA COCTaB AMCNEPCHOW NUMMAHOWN a3kl U
ApYyrvue 3HauuMmble XapakTepuCTUKM 3MYNbCUK, B TOM YuCIie MOBEPXHOCTHbIE CBOWCTBA (Hampumep, z-noteHuuan v
peornornyeckne CBOMCTBA).

3. NNekapcTBeHHbIe NpenapaTbl NMNNAO0B
AN BHYTPUBEHHOrO NapeHTepanbHOro NUTaHus



Ecnn B oOTHOWeEHUN 3TUX NeKapCTBeHHbIX npenapaTtoB npeacrtaBlieHbl 060CHOBaHHble [daHHble O
COMOCTaBMMOCTU (PU3MKO-XUMUYECKMX CBOMCTB, BO3MOXHa Mpoueaypa 6VIOBel7IBepa. Paasnnuna B coctase moryt
ObITb 060CHOBAHbI CBOVCTBAMU 1 MOKA3aHUSIMU K NPUMEHEHNIO TaKMUX NEKapCTBEHHLIX POPM.

4. Muuennoo6pa3syrowme npenaparthbl

MuuennsipHble pacTBOpbl ANs BHYTPMBEHHOrO BBEAEHUSI MOTYT pacCcMaTpuMBaTbCHA Kak «KOMIMSIEKCHbIE»
pacTBOpbI, NO3TOMY OHM He noanagatT nog Guosensep.

OpHako npu cobniogeHnn HUXKeNepeYnCIeHHbIX yCroBuin 6MoBenBep BO3MOXEH:

a) npu pasBedeHun INeKapCTBEHHOrO npenapata B COOTBETCTBMM C pPeKOMeHAauusMu Mo ero crnocoby
NPUMEHEHUS TMNPOUCXOAUT ObICTPbIM pacnag MUUenn, a JekapcTBeHHas opMa He npedHasHadeHa Aang
KOHTPONMPYEMOro BbICBOOOXAEHUS UK pacnpeaeneHus;

6) cnocob 1 ckopocTb BBEAEHUSA COBMAAAloT C 3aperncTpMpoBaHHbIM NeKapCTBEHHBIM NpenapaTom;

B) BCMomoraTternbHble BELeCcTBa He BNUSIOT Ha pacnpeneneHne, MetabonuaM U BbiBeAEHUE AEUCTBYHOLLETO
BellecTBa.

B Takux cnyvasix KaueCTBEHHbIN 1 KONMYECTBEHHbIN COCTaB MULIENTSIPHOIO pacTBOpa HEMOCPEACTBEHHO Nepes
BBEAEHMEM He [OJDKEH OTAMyaTbCa OT 3aperMcTpUpOBAHHOIO JeKapCTBEHHOrO npenapara; Heobxoanmo
npeacTaBuUTb 0OOCHOBaHHbIE [AdaHHble, MOATBEPXKAANLUNE CXOXECTb (PU3MKO-XMMMYECKMX CBOWCTB. Hanpumep,
KpUTUYECKasi KOHUEHTpauus mMuuennoobpasoBaHunsi, CMOCOOHOCTb JekapCTBEHHOW opMbl K comobunusaumm
(Hanpumep, MakcumanbHast pobaBoyHas koHueHTpaums (Maximum Additive Concentration)), cBobogHas u
CBsi3aHHas pakumsl 4eNCTBYOLLEroO BELLECTBA U pa3Mep MULen.

OTn npaBuna Takke MPUMEHUMbI MPU HE3HAYMTENbHbLIX U3MEHEHMSIX KAYeCTBEHHOrO WM KOJNIMYECTBEHHOTO
cocTaBa NekapCTBEHHOro npenapaTta, Npy YCrnoBux TOro, YTO TakMe M3MEHEHUS He 3aTparnBatoT Ka4eCTBEHHbIN Unu
KONMYeCTBEHHbIV COCTaB NOBEPXHOCTHO-aKTMBHbIX BELLECTB.

IX. llekapcTBeHHble hopMbI ¢ MOANUGULIMPOBAHHbLIM
BbICBO6OXAEHNEM CUCTEMHOro AeNcTBUsA

1. NNekapcTBeHHble hopMbl € MOANKULIMPOBAHHBLIM
BbICBOOOXAEHWEM ANA NPpMeMa BHYTPb UMW TpaHCAEPMaribHOro NPMMEHEHUA.

NekapcTBeHHble  OpMbl € MOAUMUUMPOBAHHBIM  BLICBOGOXAEHWEM ONA  NpremMa  BHYTPb UK
TpaHcAepManbHOro NpUMeHeHUst TpebyloT MNpoBedeHUs UccnedoBaHUi OGMO3KBMBANEHTHOCTU B COOTBETCTBUM C
akTamu, Bxogswmmm B npaso Cotosa.

2. NlekapcTBeHHbIe hOpMbI ¢ MOAUDULMPOBAHHBLIM
BbICBOOOXAEHNEM ANSA BHYTPUMbILLEYHOIO U NOAKOXHOIO BBEAEHUA.

Mpu noaTBepxaeHUNM OUOIKBMBANEHTHOCTM B OTHOLUEHUW CYCMEH3WW WM WUHBLIX JeKapCTBEHHbIX opMm,
npegHasHa4yeHHbIX Ang MoanduKauum BbiIcBOOOXAEHWS OENCTBYIOLLEro BELLeCTBa Npu ero BHYTPUMbILLEYHOM WNn
MOAKOXHOM BBEAEHUW, MNPUMEHSIOTCA TpeboBaHWA K MNOATBEPXAEHWIO OWOIKBMBANEHTHOCTU BHECOCYAUCTbIX
nekapcTBeHHbIX hOpM C MOANPULIMPOBAHHBLIM BbICBOGOXAEHNEM (HanpuMep, TpaHcAepMarbHbIX), COrflacHO akTam,
BxoAsLmm B npaso Coto3a.

X. NNekapcTBeHHbIe NpenapaTbl MECTHOIO AEUCTBUSA,
npUMeHseMbleé MECTHO UIN HapYXKHO

MpaBuna nNo M3y4YeHWo NeKapCTBEHHbIX NpenapaToB MEeCTHOro AeicTeus (MpW NepopanbHOM, Ha3anbHOM,
NEero4yHoM, rMa3HOM, HaKOXHOM, PpeKTarlbHOM, BarvHambHOM W T.O. BBEAEHUW), OTpaxeHbl B APYrMX akTax,
cocTaBnswmx npaso Coto3a.

Ecnun uccnegyembivi nekapCTBEHHbIV Npenapart, NnpeacTaBnsaowmn cobon pacteop (HanpuMep, Kannu rnasHole,
cnper HasanbHbIN (33 UCKMIYEHNEM rOPMOHarTbHbIX Ha3anbHbIX CNPEEB) UMM PacTBOP AN HAPYXXHOrO NPUMEHEHNS),
He OTnnyaeTcs No BuAy Cpedbl pacTBOPEHUS (BOAHAS MW MacnsiHasl) U COAEPXUT Ty XK€ KOHLEHTpaumio TOro xe
OENCTBYIOLLEro BeLecTBa, YTO W 3aperucTpyMpoBaHHbI  NEKApCTBEHHBIN  MpenapaTt, TO NoATBepXaaTb
9KBUBArNEHTHOCTb Mexdy HUMKM He TpebyeTcs. HesHaunTenbHble pas3nuMuus B COAEPXaHUM BCMOMOraTerbHbIX
BeLleCTB [ONyCTUMbI, €Cnn 3HauyMMble dapmaueBTUYeckMe CBOWCTBA MCCNeayemMoro v pedepeHTHOro
neKkapcTBEHHOro npenaparta UaAeHTUYHbI UMK aHanornyHbl. Jiiobble Ka4eCTBEHHbIE UMW KOMMYECTBEHHbIE Pasnnyms B
cogepxXaHun BcriomoraTtesbHbIX BellecTB TpebyloT 0OOCHOBaHMSA C MO3ULMIA MX BIWAHWUSA Ha TepaneBTUYECKYHO
9KBMBAmNeHTHOCTb. [lpM OTCyTCTBMM OCHOBaHuWM crnoco® W NyTM BBeAEHVUS [OIDKHbl COOTBETCTBOBATb
3aperncTpupoBaHHOMY fieKapCTBEHHOMY npenaparTy.

Ecnun nocne mMecTHOro npyMeHeHUs ekapCcTBEHHbIX NpenapaToB ANs MECTHOTO NPUMEHEHUSI B CUITYy CUCTEMHOW
abcopbuun BO3HMKAET PUCK CUCTEMHbBIX HEXenaTenbHbIX peakuuii, Heo6XxoAUMO U3MEPUTb CUCTEMHYIO 9KCMO3NLMIO.
Heobxogumo noaTBepanTb, YTO CUCTEMHAsH AKCTMO3MLMA UCCNeQyeMOoro NiekapCTBEHHOrO npenapaTa He npesbiiaeT
TaKoBYIO IeKapCTBEHHOro npenapaTta CpaBHeHus, T.e. BepxHasa rpaHuua 90 % [oBepuTenbHOro MHTepBana He
[OMKHa NpeBbILAaTL BEPXHIO rpaHuLy npuemnemocty 6uoaksmeaneHTHocTu (125,00 %).



Hwn oaunH n3 JleKapCTBEHHbIX npenapaTtoB MeCTHOro nencreus, npuMeHAeMbIX MECTHO WUINN HapPYy>XHO, HeNb3A
paccMaTpuBaTtb B Ka4deCTBe BOCMPOM3BEOEHHOro JieKapCTBEHHOrNo npenaparta, NOCKOJIbKy OHM noanagarT noa
onpegeneHne FMGpVI,CI,HOFO JNIeKapCTBEHHOro npenaparta.

Xl. lasbl

Ecnu nekapcTBeHHbIi npenapaTt SBASieTCA rasom Ans MHrandumi, uccnefoBaHusi GMOSKBMBANEHTHOCTU He
TpebytoTcs.

MPUNOXEHWE Ne 2
k [paBunam npoeeAeHNst CCneaoBaHMin GO3KBUBANEHTHOCTH
neKkapcTBeHHbIX NpenaparoB B pamkax EBpasuiickoro 3KOHOMU4YECKOro coksa

TPEBOBAHUA
K dhapMakogMHaMUYeCKUM UCCrefoBaHUAM
B paMKax M3y4yeHusi GUO3KBMBANEHTHOCTH

1. ®dapmakoguHamuuyeckme uccrnenoBaHus Y 340pPOBbIX AOOPOBOMbLEB MMM MauMeHToB MOryT ObiTh
MCMNOMnb30BaHbl A8 YCTAaHOBMNEHNS 3KBMBANEHTHOCTM MeXAay ABYMSA NEKapCTBEHHbIMW Npenapatamun B cny4vae, ecnm
dapmMakoKMHETUYECKUIA noaxon He npumeHum. MccnepoBaHve dhapMakoanHaMUYECKON 3KBUBANEHTHOCTM MOXET
noHagobuTbCs, Korga KONMYEeCTBEHHOE OonpeaeneHne coaepxaHus 4encTByoLwero sewectsa u (unu) metabonutos
B Mra3me UM Moye He MOXeT ObiTb NpoBedeHO C AOCTAaTOYHOM YyBCTBMTEMNbHOCTBIO U MPELmn3NOHHOCTLI0. Kpome
TOoro, apMakoguHaMU4ecKne WCCNeAOBaHUsI 3KBMBANEHTHOCTM Y 4eroBeka Heobxoaumbl, ecnu U3MepeHue
KOHLEHTpauuii eNCTBYOLLEro BELECTBA HE MOXET ObiTb NCMNOMNBb30BAHO B KAYECTBE CyppOraTHbIX KOHEYHbIX TOYEK
Anst noaTBepXaeHns acpdekTBHOCTN M 6e30MacHOCTU KOHKPETHOrO NeKapCTBEHHOrO npenaparta, Hanpumep, Ans
nekapCcTBEHHOro mnpenapaTa, OKasblBallero MecTHoe pfenctsue. Bmecte ¢ Tem uccnegoBaHWss MECTHOW
AOCTYNHOCTWN, OCHOBaHHbIE Ha PapMaKOKMHETUYECKMNX NCCIEef0BaHNAX, NPOBEAEHHbIE OTAENbHO NGO COBMECTHO C
uccrneaoBaHUsAMUM pacTBOPEHMs in vitro, MOryT paccmaTpmBaTbCs B KayeCTBE CypporaTHbIX KOHEYHbIX TOYek ANns
NOATBEPXKAEHNS SKBMBANEHTHOCTM C TOYKM 3peHus GuochapmaueBTUYECKOro KayecTsa M BbICBOOOXAEHNS B MecTe
AENCTBMA ONA  HEKOTOpbIX JeKapCTBEHHbIX MpenapaToB, OKasbiBaloWMX MecTHoe pencteue. Kpome Toro,
uccrnegoBaHus OMO3KBUBANEHTHOCTM Takke Heobxoaumbl, 4YTOObI MNOATBEPAUTb 3KBMBANEHTHOCTb CUCTEMHOM
akcno3vuun (AUC) nekapcTBEHHbIX NpenapaToB Npu U3y4eHUn cucteMHol 6e3onacHoCcTu.

2. ®apmakoAMHUMUYECKME WUCCrefoBaHUSA He peKOMeHAOBaHbl B OTHOLLEHWM feKkapCTBeHHbIX npenapaTos,
AeNCTBYIoLLEE BELLECTBO KOTOPbIX MPOHUKAET B CUCTEMHbIV KPOBOTOK. [pn 3TOM AN OLEHKN CUCTEMHOM 3KCNO3ULIMK
W YCTaHOBMNEHUsT OMO3KBMBANEHTHOCTM MOXHO WCMONb30BaTb (hapMakKOKMHETUYECKMI noaxond. OTo obycrnoBreHo
Tem, 4TOo apmakoguHamMu4YecKkme U KINMHUYECKME KOHEYHble TOYKM  XapakTepu3ylTca 6onee  HU3Kon
YYBCTBUTENbHOCTBIO K BbLISIBMIEHUIO PasHWUbl  MEXAy IeKapCTBEHHbIMU MpernapaTtaMv B OTHOLUEHWM KX
6uodapmaLeBTUYECKNX CBONCTB, BbICBOOOXAEHMSA 1 abcopbunmn. MOocKonbKy KpMBblE 3aBMCUMOCTM «403a - 3pdeKT»
Ans dapmMakognMHaMUYECKMX U KITMHUYECKUX KOHEeYHbIX Toyek obbldHO Gonee nonorue, 4em COOTBETCTBYOLUME
KpMBblE 3aBUCMMOCTU (hpapMaKkoKMHETUYECKMX MapamMeTpoB OT [03bl, HeobXoAMMO [oKa3aTb [0CTaTOYHYH
aHanMTUYEeCKy0 YyBCTBUTENbHOCTb UCCREAOBaHUS, TO €CTb CMOCOGHOCTb pasnuyaTbh peakuuto, MOMyYeHHY npu
NPUMEHEHNN pa3Hbix 403. BaxxHO NpoBoAWTbL CpaBHEHUS B [03aX, BbI3bIBAOLLMX Hanbonee 3Ha4YMMyro peakumio, ansi
onpeneneHnsl KOTopbix MOXeT noTpeboBaTbCA MpoBeAEHUE MUIOTHOrO uccrnenoBaHus. dapmakoguHamuyeckme
nokasarenu umeloT  Bcerga 6onbLuyto BapnabenbHOCTb, yem hapMaKoKMHeTUYECKNe  AaHHble.
dapmakogmMHaMmyeckne nokasaTeny 4acTto NoABEpPXKEeHbl 3HauyuTenbHOMY BrnaHuo adpdekta nnauebo, KOTopbIn
pobasnseTtcsa K BapnabenbHOCTM 1 CNOXHOMY AM3alnHy nccnegosaHus. B pedynbTtate moxeT notpeboBaTtbca Habop
OOnbLIOro Yucra nauMeHTOB ANnA AOCTWKEHWs OOCTATOYHOW CTaTUCTUYECKOW MOLWHOCTU. B cpaBHUTENbHbIE
hbapMakoguHamudeckme nccrnenoBaHns cneayeT BKoYaTh rpynny nnauebo (TpeTes rpynna).

3. Mpu nnaHupoBaHuK, NPOBEAEHNM U OLIEHKE pPe3ynbTaTOB UCCNEAOBaHNS AOMKHbI cobnoaaTeea crneayroLwme
TpeboBaHus:

a) usamepsieMas peakuusi OOofkHa NpeacTaBnAaTb cobow hapmakonornyeckuin adpekT, xapakTepusyoLmi
3pPeKTMBHOCTL 1 (Mnn) 6Ge3onacHOCTb NIEKapCTBEHHOMO NpenapaTa;

0) meToaMka oueHKM cbapmakonormyeckoro addekta [omkHa OblTb BanMaMpoBaHa C TOYKU  3peHUs
NpaBuIbHOCTH, NPELM3NOHHOCTU, BOCMPON3BOAMMOCTM U CNeUndUYHOCTY;

B) McCcriegyeMmblil ekapCcTBEHHbIN npenapaT u peepeHTHbIN NekapCTBEHHbIV NpenapaTt He AOMKHbI BbI3biBaTb
MaKkCcuUManbHyl peakuuio B Xo4e UccrnefoBaHUs, MOCKOMbKY MOXET oKa3aTbCsi HEBO3MOXHbLIM BbISIBUTb pasnnyuns
Mexay [OeWCTBYIOLLMMM BeELLeCTBaMM, MPUMEHSIEMbIMU B [03aX, KOTOpble BbI3blBAT 3dekTbl, OGnuskne K
MaKCMMarnbHbIM UN MakCMMarbHble, MPU 3TOM U3yYeHUE 3aBUCUMOCTU «03a - 3PdEKT» MOXKET OblTb HeEOOGX0AMMON
YacTblO TAKOro UCCNeaoBaHus;

r) peakuusi AOIMKHa N3MEPATBCH KONMUYECTBEHHO, NPeanoYTUTENBHO ABONHBIM CrenbiM METOAOM W pe3ynbTaThbl
OOIMKHbI  PErMCTPMpOBaTbCA C MOMOLLbI MNoaxoadwero obopyaoBaHWs, MO3BONSAOLWEro BOCMPOU3BOAUTL U
permcTpvpoBaTtb pe3ynbTaTbl MOBTOPSIOWUXCA M3MEPEHU, 4YTobbl obecrneunTb uKkcaumio (AOKYMEHTMPOBAHMWE)
dapmakognHaMmnyeckmx apdeKToB, KOTOpble 3aMEeHSAT U3MepeHUs KOHUeHTpauum B nnasme. Ecnu Takue
n3MepeHnst HeBO3MOXHbl, MOXHO MPOBECTU perucTpaumio no BanMampoBaHHbIM OLEHOYHbIM LWKanaMm. Ecnu gaHHble
OrpaHnyeHbl Ka4eCTBEHHbIMU MOKa3aTensiMu (KateropmanbHbIMU OaHHBIMK), TPebyeTcsi BbIMONHEHWE CreLmanbHOro
CTaTUCTUYECKOro aHanunsa;



) cyObekThbl, HEe pearvpylollne Ha NeKapCTBEHHbIV npenapar, OOMKHbl ObiTb MUCKMYEHbI U3 UccreaoBaHUs
nocrne npeaBapuUTENbHOrO CKPWHUHIA, WM B MNPOTOKOME [OMKHbl ObiTb yKasaHbl KpUTEpWMM, MO KOTOPbIM
NOEHTUMOULMPYIOTCS pearvpyroLme 1 Hepearupylowme cyobeKThbl;

€) B Au3aliHe MccrnefoBaHns OOMMKHbI ObiTh yYTEHbI Nexallas B OCHOBE MaTonorns u aHamHe3 GonesHu u
npvBeaeHa uHdopMaums 0 BOCMPOM3BOAUMOCTU UCXOAHbIX YCMOBUH;

X) cnepyeT wcnonb3oBaTb MEPEKPEeCTHbIN Au3alH, OAHAKO, eCnM OH He MPUrogeH, MOXHO MCNonb3oBaTb
napannenbHbii An3anH. OTMbIBOYHLIM NEPUOL Mexay nepmogaMu NpUMeHeHus npenaparta AOMKeH COCTaBnATb He
MeHee 5 nNepuoaoB NoNyucYe3HOBEHUS OCTPOro dpapmMakonormyeckoro agpdpekra. NpoaomknTensHOCTb N3MepeHns
ocTporo dhapMakornormyeckoro adpdekra JorkHa COCTaBnATb HE MeHee 3 NepuooB MOMyMCHE3HOBEHUSA OCTPOro
dhapmakonormyeckoro adpekra.

4. na BOCNpPOW3BEOEHHOrO IEKAPCTBEHHOrO mnpenapata U pedepeHTHOro IekapCTBEHHOro npenapara
NpUHLUMNBI POPMUPOBAHUS BbIGOPKN AOMKHbI OCTaBaTbCs TakUMK XKe, Kak onmcaHo B pasgene 3 yactu Il Mpasun
npoBeAeHNs UCCnefoBaHu OMO3KBMBANEHTHOCTW JEKapCTBEHHbIX MpenapaTtoB B pamkax EBpasuiickoro
9KOHOMUYECKOro COl3a, yTBepxaaemblx EBpasmnckon 3KOHOMUYECKON KOMUCCUEN.

5. B wnccnegoBaHuax, B KOTOPbIX PErUCTPUPYIOT HenpepbiBHbIE MNepeMeHHble, W3MEHEHWE WHTEHCUBHOCTU
AEeNCTBMA NeKapCTBEHHOro npenapara, Habniogaemoe B TeYeHNEe HEKOTOPOro MPOMEXYTKka BPeMeHU, MOXeT BbiTb
onncaHo TakmMm xe obpas3om, YTO U B UCCrefoBaHUU ANS M3MEPEHUs KOHLEHTpauun OeCTBYIOLWEero BelecTsa B
nnasme. MOXHO BbIBECTM NapaMeTpbl, ONuCbiBawLWMe nnowaab nog KpuBol «adpdekt - Bpemsi» (AUEC),
MaKCMMarbHyl0 peakumio U BpEMS, KOrda NMPONCXOAMUT 3Ta peakums.

6. CpaBHeHMe BOCMpOM3BEAEHHOrO IEKApPCTBEHHOrO npenaparta M pedepeHTHOro npenapata MOXeT ObiTb
BbIMOTHEHO MyTEM:

npoBeaeHns aHanm3a [O030BOW 3aBUCUMMOCTU WU OTHOCUTENbHOW aKTUMBHOCTW, KOTOpasi onpegensdeTca Kak
OTHOLLEHME aKTMBHOCTM MCCMNeayemoro nekapcTBEHHOro npenapata K akTMBHOCTUM pedepeHTHOro nekapCTBEHHOro
npenapara;

npoBegeHns aHanusa 3aBUCUMOCTU 3dhpeKTa, KOTOPbIM COCTOUT M3 MOATBEPXAEHWUS 3KBMBANEHTHOCTM (Kak
MUHVMMYM A7 2 YpOBHEN 03) No hapMakogMHaMUYeCKOW KOHEYHOW TOYKeE.

MuHMManbHbIM TpeboBaHneM Ans nboro M3 ykaszaHHbIX CNOcobOB ABMNAETCA OLEHKa YyBCTBUTENbHOCTU. Ons
OLEHKN YyBCTBUTENBHOCTU HEOOXOAMMO U3YyYnNTb HE MEHEE [ABYX HEHYINEBbLIX YPOBHEN [03, Mpu 3TOM Heobxoaumo
NPOAEMOHCTPUPOBaTb, YTO OAMH YPOBEHb NPEBOCXOAUT Apyroh. B c©BA3WM ¢ 3TUM MpW OTCYTCTBUM [OMMKHOro
0obocHOBaHUA HeOOxoaMMO M3yunTb 6onee ogHOM A03bl 060OMX NEeKapCTBEHHbIX npenapaToB. BaxHo, 4ToObl Obinu
M3y4yeHbl [03bl, PacrofioKeHHble B BEPXHEW 4acTu KpMBOM «ao3a - adpdekT». [103bl, HAaXOASLMECS Ha HDKHUX
yyacTkax KpuBOW, MOryT ObiTb HeyGeanTenbHbIMU AN NOATBEPXKOEHUSA IKBUBANEHTHOCTMW, TaK Kak MOryT SBNSATLCA
cybTepaneBTnyeckumn. B paBHOW cTeneHn p[03a, PacrofioXeHHas Ha BepliMHEe KPMBOW, MOXET OKasbiBaTb
paBHO3HauYHbIA 3PEKT N0 CpaBHEHMIO C Honee BbICOKMMM [03aMU, YTO TaKKe HE MOXET CMYXUTb NOATBEPXKAEHNEM
3KBMBANEHTHOCTMU.

HeobxoomMmo npenctaButb pesynbTaTtbl C UcMonb3oBaHMem oboux noaxopmoB. B oboux cnyvasx ans
NOATBEPXAEHUST 3KBUBANEHTHOCTM MONyYEHHbIE JOBEPUTENBbHBIE UHTEPBanbl hapMakogUHaMUYECKMX NapameTpoB
uccregyemoro n pepepeHTHOro NekapcTBEHHOIO npenapaTa gOMKHbI ObiTb pacnonoXxeHbl B npeaenax BblGpaHHbIX
rpaHuL, SKBMBANEHTHOCTU. [ns OTHOCUTENbHOM akKTMBHOCTM Heobxoaumo paccuutate 90 % [oBepuTenbHbIE
WHTepBarnbl (kak 1 B MCCnegoBaHWsaX GMO3KBMBANEHTHOCTM), B TO BpeMsa kak 95 % posepuTenbHble MHTepBarbl
paccuuTbIBalOTCA ANS aHanusa 3aBnucnuMocTy addpexra.

Jonyctumbin gnanasoH, KOTOpbIi NpUMeEHSeTcs B hapMakKOKMHETUYECKMX UCCIEedoBaHnAX, B JAHHOM cryyae
MOXeT OblTb HenpumeHum. [Ons o6ovx noaoxodoB BbIOPaHHbBIN AMana3oH 3KBUBANEHTHOCTM [AOJBKEH ObITb
npenycMOTPEH 1 TwaTenbHOo 060CHOBaH B MPOTOKOME UCCINEA0BaHUS.

7. OtyeT o0 npoBegeHun hapMakogUHAMUYECKOTO WUCCNEeAOBaHUS SKBUBANEHTHOCTU COCTaBMsETCA B
COOTBETCTBUM C TpeboBaHuaMK npunoxenns Ne 7 k MpaBunam npoBefeHust uccneaoBaHuini GUO3KBMBANEHTHOCTM
neKapcTBEHHbIX MNpenapaToB B paMKkax EBpasvMnckoro 3KOHOMMYECKOro cot3a, yTBepxpaembix EBpasuiickon
9KOHOMUYECKON KOMUCCUEN C y4eTOM 0COBEeHHOCTEN hapMakoANHAMNYECKNX NCCNEAOBaHNNA.

NPUNOXEHWE Ne 3
k [paBunam npoeeAeHNs NCCneaoBaHNn GO3KBUBANEHTHOCTM
neKkapcTBeHHbIX Npenaparos B pamkax EBpasuiickoro SKOHOMUM4YECKOro cotsa

TPEBOBAHUA
K CPaBHUTESIbHbLIM KITMHUYECKUM UCCIef0BaHNAM
B pamMKax M3y4eHUs IKBNBaNIeHTHOCTN

1. I'Ipvl HEKOTOpPbIX obcToaTenbcTBax (Hanpmmep, ana nuMnocomaribHbIX NEKapCTBEHHbIX npenapaTOB) KpuBble
3aBUCMMOCTU «KOHLIEHTpauuAa B nnasme - BpeMa» HenpurogHbl Ana oueHKN 3KBUBaAreHTHOCTU

2 NIeKapCTBEHHbIX MpenapaToB. HeCMOTpﬂ Ha TO, Y4TO CbapMaKO,EWIHaMM‘-IeCKVIe nccnengosaHUAa MoryT ObITb
nogxoadawnmM MHCTPYMEHTOM ANnA YCTaHOBJIEHUA 3KBMBANIEHTHOCTU, MHOrAa YyKa3aHHble uccnegoBaHUA He MOryT
OblTb UCNONb30BaHbI M3-3a OTCYTCTBUA 3HaAYUMbIX CbapMaKO,D,VIHaMI/ILIeCKI/IX napamMeTpoB, KOTOpble MOryT ObITb
OOCTOBEPHO WU3MEpPEHbI. B atom cnyyvyae Onda noatBepXAeHUA 3SKBMBANEHTHOCTU 2 NeKapCTBEHHbIX MpenapaTtoB
Heobxoanmo npoeeaeHne KInMHN4YeCcKnx nccnegoBaHun. I'Ipe,u,anTMTeanee OoLeHnBaTb 3KBMBAJNIEHTHOCTb, NpoBOAA
(bapMaKOKVIHeTW-IeCKVIe nuccrnegoBaHMs BMECTO  KIMHWYECKUX, Tak Kak nocrnedHve obnagalT  MeHbluen
YyBCTBUTEJIbHOCTLIO N MOryT I'IOTpe6OBaTb BKIOYEHUA 3Ha4YUTESIbHOro KoJsinyecTtBa CY6'beKTOB ana OoCTUXeHUA
AOCTaTOYHOW CTaTUCTUYECKOM MOLLHOCTHU (Hanpmmep, Ona OOCTUXKEHUs JOCTAaTOYHOM CTaTUCTUYECKOM MOLLHOCTU,
no3BonstoLLen O6Hapy)KVITb noBbllLIeHne peakunn Ha MCCJ'IeD,yeMbIIZ ﬂeKapCTBeHHbIVI npenapaTt no cpaBHEHWUIO C



nnaue6o Ha 20 %, Tpebyetca 8600 nauweHTOB, a 4YTOObI MPOAEMOHCTPUPOBATb CHWXeHWe pucka Ha 16 %,
Heobxoammo npusneydb 2600 NauMeHTOB € MHPAPKTOM MUOKapAa).

2. CpaBHUTENMbHbIE KIMHUYECKME WCCNEAOBaHUs, ONMCaHHble B HAcToAWwmMX TpeboBaHusAx, NpoBogAaTca no 2
OCHOBHbIM Aun3avHaMm: An3aniH KNMHUYECKON 3KBMBANEHTHOCTU U ANU3ailH He MeHblLUen 3deKTUBHOCTU.

3. Ecnn uenblo KNMHNMYECKOTO WUCCIeQ0BaHNA ABMSETCS MOATBEPXAEHUE KIMHUYECKOW OKBMBaneHTHOCTH,
AOIMKHbI MPUMEHSIIOTCA TE Xe CTaTUCTUYECKNe NPUHLMIBI, YTO U AN nccnefoBaHusa 6uoaksusaneHTHocTu. MNpu aTom
ans  apMakoguHaMUYeCKUX M KIIMHUYECKUX  KOHEYHbIX TOYeK BMECTO OOblMHO  NPUMEHSEeMbIX B
hapmMakoknHeTndecknx nccneposanHusax 90 % pJoBepuTenbHbIX WHTEpBanoB Heobxogumo wucnonb3oBatb 95 %
AoBepuTenbHble MHTepBanbl. Y1Mcno nauneHToB, BKMOYEHHBLIX B KNWMHUYECKoe unccnefosaHve, byaeT 3aBuceTb OT
BapvabenbHOCTV n3mepsemblX napaMmeTpoB U AONYCTUMOroO AuanasoHa ux konebaHunin n obbiYHO HamHoro Gonblue,
Yem 370 TpebyeTca Npu nccneaoBaHM BMO3KBMBANEHTHOCTY.

B npoTokone nccnepoBaHnii 9KBUBanNeHTHOCTM AOMKHbI OblTb YETKO onpeaeneHbl CreayroLwmne NonoXeHns:

B KayeCTBe KOHTPOSbHbIX MapameTpoB BblOMPAOT 3HaYMMble KITMHUYECKME KOHEYHble TOYKW, Ha OCHOBaHUU
KOTOpbIX MOryT ObiTb paccyvMTaHbl Havano MNPOSBNEHUs peakuuyu opraHmsma (ecrnm 3TO MOoANEXWUT U3MEPEHUo u
KMWHNYECKN 3HAYUMO) N €€ MHTEHCUBHOCTD;

pasmepbl rpaHnL, NPU3HaHNA 9KBUBANEHTHOCTU crneayeT OnpeaensTb Ha OCHOBE aHanu3a CuTyauuun, NpuHuMas
BO BHUMaHMWE KOHKPETHbIE KIMHUYECKME YCIOBUS, HAanpuMep, ecTeCTBEHHOE TedeHue 3abonesaHns, apEKTUBHOCTb
AOCTYMHbIX METOAOB flevyeHuss U BblOpaHHble MCKOMble napameTpbl. B oTnmMume oT  uccrnepoBaHus
6noakBMBaneHTHOCTM (FAe WCnoMb3yeTcd CTaHAapTHbIM  AOMYCTMMbIA - AManasoH) AONyCTUMBIA  AvanasoH B
KMUHWYECKNX WCMbITaHUAX He MoXeT ObiTb CTaHAapTHbIM AN BCEX [pynn NekapCTBEHHbIX MpenapatoB W
onpegenseTcsa AN Kax4oro TepaneBTMHecKoro knacca (M nokasaHus K nPYMEHEeHU0) B MHAMBMAYallbHOM NOPSAKE;

B HacTosLlee BpeMs OOLLEeNPUHATLIM ANS yKa3aHHbIX KINMHUYECKNX NCCNeaoBaHni 9KBUBANEHTHOCTU ABMAETCH
UCMOMNb30BaHWe CTaTUCTUYECKUX METOL0B, OCHOBAHHbLIX Ha OonpeaeneHun AoBepuTenbHbIX MHTepBanoB. OCHOBHas
3ajaya 3akniyaeTcs B TOM, YTOObI mccnegyembli NeKapCTBEHHbIN MpenapaTt He oTnunyarncsa oT pedepeHTHOro
bonee 4em Ha CTPOro 3agaHHyt BENUYMHY.

4. B gusaviHe Taknx nccnegoBaHuin (Mo BO3MOXHOCTH) criegyeT NpeaycMoTpeTs NprMeHeHne nnauebo.

B HekoTOpbIX cryyasx LenecoobpasHo BKMYUTL B PMHANbHbIA CPaBHUTENbHBIA aHann3 KOHeYHble TOYKM Mo
oLieHke 6e3onacHocTu.

5. TpeboBaHusi Kk BOCMNPOU3BEAEHHOMY FeKapCTBEHHOMY npenapaty W pedepeHTHOMY neKapCTBEHHOMY
npenapary AOIKHbl COOTBETCTBOBATL YKka3aHHbIM B nogpasgene 2 pasgena lll MNpasun npoBegeHnst uccneqoBaHun
OMO3KBMBANEHTHOCTM NEeKapCTBEHHbIX NMpenapaToB B paMkax EBpasninckoro 3kOHOMUYECKOro COK3a, YTBEpPXKAaeMbIX
EBpasuninckon 3KOHOMNYECKON KOMUCCUEN.

MPUNOXEHWE Ne 4
k [paBunam npoeeAeHNs NCCrneaoBaHNn GO3KBUBANEHTHOCTH
neKkapcTBeHHbIX NpenaparoB B pamkax EBpasuniickoro 3KOHOMU4YECKOro cotsa

TPEBOBAHUA
K OMoBenBepy, OCHOBaHHOMY Ha 6uochapmaLeBTUHECKOMN
cucTteme knaccudukaumm

|. O6LWwKe nonoxeHus

1. BbuoBeliBep, OCHOBaHHbIi Ha OuodapmaueBTuyeckon cucteme knaccudpumkauun (BKC), HanpaeneH Ha
YMEHbLUEHNE KONMWYEeCcTBa UCCNefoBaHUA OWO3KBMBANEHTHOCTM in Vivo, TO €CTb OH MOXET CMYXUTb 3aMeHOW
6u1oakBMBanNeHTHoCTK in vivo. [poBeaeHns uccregoBaHUn GUO3KBMBANEHTHOCTM in vivo MOXHO u3bexatb, ecnu
SKBUBAIEHTHOCTb iN Vivo noaTBepXaaeTcst 060CHOBAHHLIMU AAaHHBIMU, MOTYYEHHbIMM in Vitro.

Brosensep, ocHoBaHHbIN Ha BKC, orpaHnyeH nekapCcTBEHHbIMW NpenapaTtamu Ans npueMa BHyTpb B TBEpAbIX
NEKapCTBEHHbIX (POpPMaxX CUCTEMHOIO [OEWCTBMS C HeMeOJIeHHbIM BbICBOOOXOEHMEM, coOepXalumMu BbICOKO
pacTBOpuMble [OENCTByKLIME BellecTBa C npeackasyemon abcopbumen y 4ernoBeka, Npu YCroBUKU, 4YTO 3TU
OENCTBYOLME BELLECTBA MMEKT LUMPOKMIA TepaneBTUYeckuii auanasoH (c yyetom TpeboBaHui nogpasgena 11
pasgena |l TMpaBun npoBeaeHuns nccrnegoBaHWi OMOSKBUBANEHTHOCTU IEKAPCTBEHHBIX MpenapaToB B pamkax
EBpasuninckoro aKOHOMWYECKOrO CO3a, yTBEpXKAaeMbix EBpasuiickoit akoHoMmMYeckon kocmuccuen). MNpu aTom OH
HENPMMEHNM K MOAbA3bIYHbIM, 3aLlEYHbIM  JIeKapCTBEHHbIM OpMaM U feKapcTBeHHbIM dopmam C
MOAMMULMPOBAHHBIM BbICBODOXAEHMEM. B OTHOLLEHMM NekapcTBEHHbIX hOpM, AUCMEPTUPYHOLLMXCS B MOMOCTU PTa,
OaHHbIA NOAX04 NPUMEHUM, €CIK UCKIoYeHa abcopbuusa 13 NnonocTu pra.

2. bBwvoseiBep, ocHoBaHHbIM Ha BKC, npegHasHauyeH ANsi yCTaAHOBNEHWs1 OMOSKBMBANEHTHOCTU MeXay
onpegeneHHbIMU  UccrneayeMbiMM U ped)epeHTHbBIMM  NIEKAPCTBEHHBIMK  NpenapatamMu. [puHUMMbLI  KOHLEeNUMn
OuoBeviBepa MOryT NPUMEHSITbCA ANsi NOATBEPXKAEHUS OMO3KBMBANEHTHOCTM BOCMPOM3BEAEHHbLIX NEKAPCTBEHHbIX
npenapaToB, pPacLUMPEHU OpUIMHAasbHbBIX fEKAPCTBEHHbLIX NpPenapaToB, MNpPU BHECEHUW W3MEHEHWA B [OCbe,
Tpebyonx  ycTaHOBMEHWs  OMO3KBMBANEHTHOCTW,  ANs  YCTaHOBMNEHUSI  OWO3KBMBANEHTHOCTM  Mexay
neKapcTBEHHbIMM MpenapaTaMu, MPUMEHSIBLUMMUCSA B HauvanbHbiX d)asax KIMHWYECKUX WCCIEedOBaHWNA, a Takke
NeKapCTBEHHbIMY NpenapaTtaMu, BbIBOAUMbBIMU Ha PbIHOK.

Il. O6wue TpeboBaHUA

3. buoserBep, ocHoBaHHbIN Ha BKC, npvMeHum K nekapcTBeHHOMY npenapaty C HeMeAneHHbIM
BbICBOOOXAEHNEM MPU YCIOBUW BbINOMHEHMWS! BCEX CNeayowmx TpeboBaHuin:



a) JelicTBylOLLee BELLECTBO XOPOLUO pacTBOPMMO M noaBepraeTcsi nonHon abcopbuum (I knacc no BKC) c
yyeTom TpeboBaHui pasgena Il HacToswmx TpeboBaHuii;

6) c yyeTom cneumanbHbix TpeboBaHui (B COOTBETCTBUM C nogpasgenom 1 pasgena IV HactoAwmx
TpeboBaHWIN) xapaKTepUCTUKM pacTBOPEHUS in vitro uccrnegyemoro n peepeHTHOro NnekapcTBEHHbIX MpenapaToB
onpenenstoTcst Kak odeHb GbicTpble (>85 % B TeveHue 15 MuHyT) unm Geictpoble (85 % B TedeHne 30 MUHYT);

B) Ka4yeCTBEHHbI W KONMMYECTBEHHbIN COCTAB BCrMOMOraTenbHbIX BELLEeCTB, CMOCOOHbIX MOBMMATL Ha
O1O3KBMBANEHTHOCTb, OAUHaKoBbIN. [lpu 3TOM, Llenecoobpas3HO UCNONb30BaTb OAMHAKOBbIE BCMOMOraTefbHble
BeLlecTBa B COMOCTaBMMbIX KONMYecTBax (B COOTBETCTBUM ¢ TpeboBaHnsMu nogpasgena 3 pasgena IV Hactosawmx
TpebosaHun);

r) OTCYTCTBYHOT PWCKW, CBSI3aHHble C BEPOSITHOCTBIO MNPUHATL OWWOOYHOE 3aKkMoYEHME O BO3MOXHOCTU
UCMonb30oBaHWa npouedypbl OuoBeriBepa, C Y4Y4eTOM BEMUYMHBI TepaneBTUYECKOr0 WHAEKCa W KITUHUYECKMX
nokasaHui K NpMMEHEHWIo AN AeCTBYIOLWEro BELLECTBa B COCTaBe NIeKapCTBEHHOrO npenapara.

4. BrosenBep, ocHoBaHHbIM Ha BKC, Takke npuMeHMM K nekapCcTBEHHOMY MpenapaTy C HeMeASleHHbIM
BbICBOOOXAEHNEM NPU YCNOBUN BbINOMHEHUS BCEX CneaytoLmx TpeboBaHun:

a) gencTeyloLlee BELLECTBO XOPOLLO pacTBOPMMO 1 noasepraetcs orpaHuyeHHon abcopbumm (Il knace no BKC)
¢ ydyeTom TpeboBaHun pasgena Il HacTosLero NpunoxeHus);

0) c yuyeTom cneumanbHbix TpeboBaHui (B coOTBETCTBMM C TpeboBaHusiMv nogpasgena 1 pasgena IV
HacToAwmx TpeboBaHWIN) xapakTePUCTVKN PacTBOPEHMS in vitro uccnegyemoro U pedepeHTHOro NekapCTBEHHbIX
npenapaToB onpeaensioTcs Kak o4eHb bbicTpble (>85 % B TeyeHue 15 MuHyT);

B) KayeCTBEHHbI W KOMWYECTBEHHbIW COCTaB BCMNOMOraTesfibHbIX BELIEeCTB, CMOCOOHbIX MOBAMATL Ha
O1O3KBMBANEHTHOCTb, OAWHaKoBbIN. [lpyu aTOM, uUenecoobpas3Ho MCMonb3oBaTb OAUHAKOBbIE BCMOMOraTernbHble
BeLlecTBa B COMOCTaBMMbIX KONMMYeCcTBax (B COOTBETCTBUM ¢ TpeboBaHnsiMu nogpasgena 3 pasgena IV Hactoawmx
TpebosaHun);

r) OTCYTCTBYKOT PWCKW, CBSA3AHHbIE C BEPOSITHOCTBIO MPUHSATL OLWIMOOYHOE 3aKMoYEeHWEe O BO3MOXHOCTMU
ncnonb3oBaHusA npouenypbl OuoBerBepa, C YY4eTOM BENMYUHbI TepaneBTUYECKOro MHOEKCa W KIMHUYECKUX
nokasaHui K NpMMEHEHWIo AN OeCTBYIOLEro BELLIECTBA B COCTaBe NIeKapCTBEHHOIO npenapara.

5. Cnepyet 6Gonee KpUTMYHO MOOXOOUTb K OLEHKE BbIMOJIHEHWSI yCroBui (Hanpumep, Mecto abcopbuwmm,
BO3MOXHOCTb B3aMMoAencTBus ¢ 6enkamm-nepeHoc4mkamu B mecte abcopbumm, coctaB BCrioMoraTesbHbIX BELLIECTB
W TepaneBTUYECKME PUCKM) B OTHOLUEHWM nekapcTBeHHbIX npenapatoB |l knacca no BKC, yem k npenapatam |
knacca no BKC. B03MOXHOCTb peructpauum nekapcTBEHHOro npenaparta, OEeWCTByLlee BeLlecTBO KOTOPOro
npuHagnexut Il knaccy no BKC, 6e3 npoBegeHus nccnegoBaHuii GMO3KBMBANEHTHOCTM in vivo HeoGxoaumo
cornacosatb C OKCMEPTHbIM KOMUTETOM MO feKapCTBEHHbIM cpeacTsBam npu EBpasvMncKon 3KOHOMWYECKOW
KoMumccum.

lll. DenicTBYlOWEE BELLECTBO

6. B uenax onucaHns CBOWCTB [OeWCTBYIOLLEro BellecTBa, nognajarowero nof KoHuenuuio 6uosensepa,
AOCTATOYHO NUTEPaTYPHbIX AaHHbIX O COEAUMHEHUSAX, W3MNOXEHHbIX B pedepupyemblx (UMTUPYEMBIX) Hay4HbIX
U3AaHNaX N JOKyMEeHTax yNnoriHOMOYEHHbIX OpraHoB (opraHm3auun) B cdepe obpalleHns nekapcTBEeHHbIX CPeacTB.

7. Ecnn pencTeylolwiMe BeLLEeCTBa MCCNegyemMoro u pedepeHTHOro NnekapCTBEHHbIX NpenapaToB OAMHAKOBbIE,
BO3MOXeH OuoBenBep. buoBeriBep Takke BO3MOXEH, €CnM uccnegyemblii U pedepeHTHbIN MneKkapCTBEHHbIe
npenapaTtbl cogepXaT pasfuyHble CONuW MpW YCroBWUM WX NpuHagnexHoctn k | knaccy no BKC (Bbicokas
pacTBOPUMOCTb M nomnHas abcopbumsa B cooTBeTCTBUM C TpeboBaHnamn nogpasaenos 1 un 2 pasgena |l HacToAwmx
TpebosaHun). Ecnn nccnegyemblii iekapcTBEHHBIV NpenapaTt COAePXMUT CroXHble 3dvpbl, CTepeon3omMepbl U 1X
CMecW, KOMMMEKCbl MNM NpousBoAHble AEWCTBYIOLLEro BellecTBa pedepeHTHOro rekapcTBEHHOro npenapaTa,
buoBeviBep HEBO3MOXEH, MOCKOMbKY pasnuyns MOryT MPUMBECTU K PasnuyHOn GMOAOCTYMHOCTM, HE BbISBNSEMOW C
NMOMOLLIbIO SKCNEPUMEHTOB, MCNOMb3yeMbIX B KOHLeNuun brnoseriesepa, ocHoBaHHOro Ha BKC.

[JewncTeylollee BeLWeCTBO He OOMKHO OobnagaTb y3kuM TepaneBTMYECKMM Auanas3oHom (B COOTBETCTBUM C
TpeboBaHuaMn nogpasgena 11 pasgena |l lMpaBun npoBedeHuss uCCnefoBaHUM  OUMOSKBMBANEHTHOCTU
neKkapcTBeHHbIX MpenapaTtoB B pamkax [EBpasvinckoro 3akOHOMWYECKOro coto3a, yTBepxaaemblx EBpasuiickon
3KOHOMMWYECKOW KOMUCCUEN).

1. PactBOpMMOCTBL

8. Heobxoanmo ycTaHOBUTbL M npoaHanuanpoBaTe Npodwunb pH-pacTBOPUMOCTM AENCTBYIOLLErO BeLLEeCTBa.
[JenicTBylollee BeLLECTBO NPU3HAETCHA XOPOLLIO PacTBOPUMbIM, ecnu npu Temnepatype 37+1 °C ero makcMmarbHas
OOHOKpaTHas [o3a (Ans NekapcTBEHHOro npenaparta ¢ HeMeAneHHbIM BbICBOOOXAEHNEM) NONHOCTLI0 pacTBOPSETCS
B 250 mn 6ydepHoro pacTteopa B guanaszoHe pH oT 1 go 6,8. [ina atoro TpebyeTcs NpOBECTM MccrnenoBaHve He
MeHee 4dem c 3 OydepHbIMM pacTBOpaMu C pasnuMyHbIMK pH, HaxogswMMcs B Bbllleyka3aHHOM JuanasoHe
(npegnouTtutensHo npu pH 1,2; 4,5 n 6,8) n, no BosamoxHocTn, npu pKa, ecnu pKa Haxogutcsi B yKasaHHOM
AvanasoHe pH. B uensix ogHO3Ha4yHOro onpeferneHvs KnaccuUuKaumoHHON MPUHALMIEXHOCTM MO pacTBOPUMOCTU
MOryT MOHaJoOUTLCA MOBTOPHbIE UCMbITAHUSA Npu kKaxaom pH (Hanpumep, MeTon BCTPAXUBAHUSA WM OpPYrow
noaxopdAwmin). pH pacteopa cnegyet onpeaendTtb 40 1 nocne gobaBneHus AencTeyoLero BeLlectsa B 6ydep.

2. BcacbliBaHuMe (NpoHMKaloLasi CNOCOGHOCTb)



9. MNpu 3asBRNeHWM Ha perncTpauuio rekapcTBEHHOro npenapata kak OuoBeriBep, OCHOBaHHbIN Ha BKC,
pekomeHOyeTCcsi NMOATBEPAWTL MONHyK abcopOuuio AencTBylWEero BewecTBa y 4enoBeka. C aTo uenblo nof
MoMHbIM BcacbiBaHMEM MOHMMaKT abcopbumio 385 %. lNonHoe BcacbiBaHMe OObIMHO OOYCMOBMEHO BbLICOKOMW
NpOHKKatoLLEN CNOCOBHOCTBIO AEMNCTBYIOLLErO BELLECTBA Yepes KnLeYHbI 6apbep.

10. Hannune nonHoro BcacbiBaHWs OOMKHO ObiTb 06OCHOBaHO MccnedoBaHUsSIMU y 4YeroBeka. B kayectBe
0060CHOBaHUA AonyckaeTca UCNONb30BaTb pe3ynbTaThbl UCCNEA0BaHUIA:

abconoTHoM 61o4OCTYNHOCTY;

maTtepwuansHoro 6anaHca.

Mpu ucnonb3oBaHuM MeToAa maTepuanbHOro 6anaHca Ans BbIYMCMEHUSA BCOCaBLUENCHA PpakLMm Heobxoaumo
yOOCTOBEPUTBLCH, 4YTO MeTabonuTbl, yYTEHHble Mpu pacyeTe BcocaBluenca dpakuum, obpasoBanucb nocne
abcopbuun. B cBA3M c 3aTumM npu pacveTe O6OLIEN paaMOakTUBHOCTWU, 3KCKPETUPYEMOW C MOYOW, Heobxooumo
YOOCTOBEPUTBLCH, YTO B KENMYJOYHOM WM KWLIEYHOM COKE He Mpousollna YacTudHas Jerpagjauus vmu
BuoTpaHcdhopMauns HEM3MEHEHHOTO AeNcTByowero Belectsa. Peakunu | cdasbl (Hanpumep, okucnexue) vnm i
asbl (Hanpumep, KOHbIOraumsa) metabonmama MoryT NpoMCXoauTb Nub nocne abcopbumm (He B XKenygovyHoOM nnu
KnweyHom coke). Takum obpa3om, OCHOBBIBAACh Ha AaHHbIX MCCMedoBaHWI MaTepuansHoro 6anaHca, BcacbiBaHue
npu3HaeTCcs NonHbIM, ecrny obLee cogepxaHne NCXOAHOro CoeaUHEHUs B MoYe 1 ero metabonuTos (npoweawmx | n
(vnm) 1l cpasel meTabonunama) B moye 1 kane coctasnsieT 385 % OT NPUHATON A03bl.

11. Kpome Toro, BbICOKO pacTBOpUMbIE AENCTBYOLLME BeLLecTBa C HenonHbiM BcackiBaHneM (Il knacc no BKC)
Takke MOryT nognagate noa OvoBenBep, ecnv  BbINOMHAKTCA oOnpeferneHHble TpeboBaHWs K cocTaBy
neKkapCTBEHHOro npenaparta M npodunio pacTtBopeHus in vitro (B cooTBeTcTBUM C nogpasgenom 3 pasgena IV
HacToAwmx TpebosaHnun). lMpu oTHeceHun coepuHeHun kK | knaccy no BKC u otcytctBMM 0OOCHOBaHHbIX
A0Ka3aTenbCTB B MOSMb3y MX MOJSIHOMO BCACbIBAHWS K HUM Takke npeabsaABnaiTca 6Gonee xectkve TpeboBaHus
(Hanpumep, NpoBeaeHVe UccneaoBaHnii GUOIKBUBANEHTHOCTM in ViVO, MHBIX KNMMHUYECKUX UCCNEA0BaHUN).

12. OgHMM 13 ycnoBuin BUOIKBMBANEHTHOCTM MeXOy BOAHBbIMW pacTBOpamMn W TBEPAbIMU NeKapCTBEHHbIMU
dopmamu noboro coeanHeHnsi, NPUHUMAEMOro BHYTPb, SIBNSIETCS OTCYTCTBUE CYLLECTBEHHbIX pa3nuyuin B npodune
abcopbuun, 06yCnoBrEHHbBIX Pa3NMYMAMN B NeKapCTBEHHOW hopMe C ObICTPbIM BbICBOOOXAEHNEM.

YcTtaHoBneHHas GMO3KBMBANEHTHOCTb MeXAy BOAHOW WM TBEPAOW NEKapCTBEHHbIMU hopMamMn HEMeOSIEHHOro
BbICBODOOXAEHNSI HEKOTOPOro COEAMHEHUS, MPUHMMAEMOrO BHYTPb, MPWHUMAETCS B Ka4yecTBE MNOATBEPXKAEHUS,
MOCKOIbKY CBMAETENbCTBYET O TOM, YTO orpaHuveHne abcopbuum, oOycnoBneHHOE CBOWCTBaMMU feKapCTBEHHOW
¢dopMbl  NeKapCTBEHHOrO npenapaTta (C  HeMeaneHHbIM  BbICBOOOXAEHWEM), HABMSETCS  He3HaAYUTENbHbIM.
KauecTBeHHble uccrnefoBaHMs NPOHMLAEMOCTH in vitro, B TOM 4ucne C UCMONb30BaHWEM CTaHAapTHbIX 0bpasLoB,
TaKKe CBMAETENBLCTBYIOT B NOMb3y pe3ynbTaToB, MOMYYEHHbIX in Vivo.

IV. lekapcTBeHHbIM Npenapart

1. MpoBeageHue Tecta cCpaBHUTENIbHOW KUHETUKMN
pacTBopeHus in vitro

13. Mpwn n3yyeHnn CBOMCTB NeKapCTBEHHOrO npenapaTta HeobxoaMmo oka3aTb HEMeANEHHoe BbICBOOOXaAeHNE
M COMOCTaBMMOCTb MCCredyeMblX NEeKapCTBEHHbIX MpenapaTtoB, TO €CTb MOATBEPAUTb COMOCTaBUMYHK KUHETUKY
pacTBopeHus in vitro mexay uccnegyembiM 1 pedepeHTHbIM NeKkapCcTBEHHbIMI npenapaTaMu npy uamonornyeckmx
3HayeHusix pH B ycnoBusix akcnepumeHTa. OfHaKo 3TO He MO3BONSET YCTaHOBMTb KOppensumio in vitro/in vivo.
KnHeTuky pacTtBopeHus in vitro cnegyet nsyunts B ananasoHe pH 1,0-6,8 (He meHee yem npu 3 3Ha4veHusax pH: 1,2,
4,5 n 6,8). JononHuTenbHble uccrnegoBaHUs MoryT notpeboBaTbcsi Mpu pH ¢ HaumeHbLuel pacTBOPUMOCTLIO
[OENCTBYIOLLErO BeLLecTBa (cneayeTt npeactaButb 060CHOBaHWE OTCYTCTBUS HEOOXOAMMOCTM Takux UCCregoBaHun).
Mcnonb3oBaHue Kaknx-nmbo NoBEPXHOCTHO-aKTUBHbIX BELLECTB HE A0MyCcKaeTCs.

14. Viccnegyembii 1 pedepeHTHbIM NekapCTBEHHbIE MpenapaTtbl AOMKHbl COOTBETCTBOBATb TpeboBaHUSM,
M3NoXeHHbIM B noApasgene 2 pasgena |l TMpasun nposBegeHus wuccnegoBaHuii  GUO3KBMBANEHTHOCTU
neKapcTBEHHbIX MNpenapaToB B paMKkax EBpasvMnckoro 3KOHOMMYECKOro coto3a, yTBepxpaembix EBpasuiickon
3KOHOMMWYECKOW KOoMMUccueln. B cooTBeTCTBUM C 3TMMK TpeboBaHMAMKU pekoMeHAyeTCsl NPoBOAWUTL MUCCreaoBaHve B
OTHOLLEHMM Bonee Yyem 1 cepuu nccrnegyembix NekapCTBEHHbIX NpenapaToB.

15. CpaBHUTENbHbIE UCMBITAHUA PacTBOPEHUsI in Vitro JOMKHLI COOTBETCTBOBAaTL TpeboBaHusaMm Papmakoneun
EBpasuniickoro akoHOMM4YecKoro coto3a. B cBa3u ¢ 3TuM Heobxooumo npeacTtaBuTb NOAPOGHOE OnucaHWe ycroBui
UccrneaoBaHUs M aHanMTUYEeCKUX MeTOOMK, BKIoYas [AaHHble No ux Banuvgauuui. [Ona  cTatucTuyeckomn
OOCTOBEPHOCTM KaXKAbI 3KCMEPUMEHT peKoMeHOyeTcs npoBoAvTb ¢ 12 npobamu (oGpasuamu) nekapCTBEHHOro
npenaparta. CTaHaapTHbIE YCNOBUS UCCNEA0BaHUSA, BKIIOYaIOT:

npubop: nonacTHas MeLuasnka Unm KOpP3uHKa;

ob6bem cpeabl pactBopeHus: 900 M N MeHee;

Temneparypa cpefpbl pactsopeHus: 37+1 °C;

CKOPOCTb BpalLleHusi: ionacTHas Mellanka - oobl4HO 50 060poTOB B MUHYTY, KOp3uHKa - 06bi4HO 100 o6opoToB
B MUHYTY;

cxema oTbopa npob: Hanpumep, Ha 10, 15, 20, 30 1 45 muHyTax;

O6ydepHiie pacteopbl: pH 1,0 - 1,2 (06b14HO 0,1 M HCI unu nmmtauus xenygovHoro coka 6e3 oepmeHToB), 4,5
n 6,8 (Mnn ummnTaumsa KMweyHoro coka 6e3 depmeHToB), pH AOMKHa perynspHO KOHTponmpoBaTbes. PekomenayeTcs
ucnonb3oBaTb 6ydepHbie pacTBopbl No Papmakonee EBpasninckoro 3kKOHOMUYECKOTO CO3a;

npoyYne yCrnoBUsi: OTCYTCTBME MOBEPXHOCTHO-aKTMBHbIX BellecTB. lMpumeHeHune epMeHTOB [onyckaetcs B
OTHOLLEHMM XeNaTUHOBbLIX Kancyn Unu TabneTok, NOKPbITbIX XXenaTUHOBOW 060MOYKON.

16. HeobxoomMmo npeacTtaBuTb MOMHbIA aHANUTUYECKUIA OTYET O MPOBEAEHUN TECTa CPABHUTENbHOW KMHETUKU
pactBopenusi (TCKP) in vitro, Bknioyas npoTokon mccrnenoBaHus, cBefeHusi ob mnccrnegyemblx CEpUsiXx U cepusix



CpaBHeHuA, no,u,po6Hoe onncaHne 3KcnepuMeHTalnbHbIX yCJ'IOBI/IIZ, pe3ynbTatbl BanungauuMnm UCNOJIb30BAHHbLIX
MeToAoB, nHamemayarnbHble U CpedHune 3Ha4vyeHud, a TakKe COOTBeTCTByHLine obobLarLme CTaTUCTUKK U ap. B
COOTBETCTBMM C npunoxerHnem Ne 7 k MNMpasunam npoBedeHns uccnegosaHum OVO3KBMBANEHTHOCTHN JNeKapCTBEHHbIX
npenapaTtoB B paMkax EBpasuMincKoro 3KOHOMMYECKOrO COH3a, yTBEpXOAaeMbIX EBpasnnckon 9KOHOMMUYECKOWN
KOMuccuen.

2. OueHka pe3ynbTaTOB TeCTa CpaBHUTENIbHOMN
KUHETUKKN pacTBOpeHus in vitro

17. JlekapcTBeHHble npenapaTbl MNPU3HAOTCA O4YeHb ObICTPO pacTBopuMbIMK, ecrin 85 % 3asiBNEHHOro
cofepXaHns OeNCTBYHOLLEro BellecTBa pacTBopsieTcst B TedeHne 15 muHyT. B aTom cnyyae npodunu pactBopeHus
uccrieayemMoro n pedepeHTHOro nekapcTBEHHbIX NpenapaToB MPU3HAKTCA COMocTaBUMbIMU 6e3 ganbHemnLmx
MaTemMaTU4YeCKMX pacyeToB.

Ecnu npouecc pacTtBopeHus co cTeneHbio BbiICBOOOXAeHNS 85 % OT 3asBNEeHHOro coaepXaHus AenNCTBYLWEero
BellecTBa Anutca 6onee 15 MuHyT, Ho He npeBbiwaeT 30 MUHYT, TO HEOOXOAUMO AOKa3aTb OTCYTCTBME 3HAYUMbIX
pasnuuuin (conoctaBuMocTb). B Liensax noaTBepxaeHnsa ConocTaBUMOCTM Npodunent pacTBOPEHUS Uccrneayemoro un
pedepeHTHOro NeKapCTBEHHbIX MNpenapaToB UCMONb3ylT Kputepun f2 (B cooTBeTCTBUM C TpeboBaHUAMU
YCTaHOBMNEHHbIMW npunoxeHnem Ne 5 k [lpaBunam npoBedeHUMst UCCrefoBaHUn  BGUO3KBUBANEHTHOCTU
neKkapCTBEHHbIX MNpenapaToB B paMKkax EBpasvinckoro 3kOHOMMYECKOro coto3a, yTBepxaaembix EBpasuiickon
3KOHOMMWYECKOW KOMWCCMEN) MW Apyrue nopxopdwme TecTbl. lNpu 3TOM 06bACHEHWe pasnuuuii B Npodunsax
pacTBOpPEHUs C KIMHWYECKUX WNU  TepaneBTUYECKMX MO3nuuMi  HeuenecoobpasHo, MOCKOMbKY —MUCMbITaHue
pacTBOPEHWs HE OTpaXaeT Koppensauuio in vitro/in vivo.

3. BcnomorartenbHble BewecTBa

18. HecMoTpst Ha TO, YTO BRMSIHME BCMOMOraTeNbHbIX BELLECTB, CoOaepXaluxcs B NleKapCTBEHHbIX hopMax ¢
HeMe[eHHbIM BbICBOOOXAEHMEM, HA OGUOAOCTYMHOCTb XOPOLIO PaCTBOPUMBIX M MOMHOCTbIO BCAChIBAKLLMXCS
OENCTBYIOLWNX BewecTB (TO ecTb oTHocAwmxca K | knaccy no BKC) cumtaeTcsas ManoBepOSATHbIM, €ro Henb3sd
MOMHOCTbLIO UCKIOYaTb.

B cBA3M ¢ 3TMM BO BCex criyyasix (B TOM yncne ¢ gencTeyownm BellectsoMm | knacca no BKC) B nccnegyemom
NeKapCTBEHHOM Mnpernaparte pekKoOMeHAYeTCsl UCMOMb30BaTh CXOXME KONMYECTBA TEX e BCMOMOraTernbHbIX BELLECTB,
4YTO M B pedpepeHTHOM fiekapCTBEHHOM NpenaparTe.

19. B LensixX UCKMOYEeHNA pasnMYHOro BNUSHUS Ha MembpaHHbIe MepPEeHOCYMKM OOHUM 13 ycnoBuii GrosenBepa
B OTHOLWeHun aewncrteytowero Bewectsa |l knacca no BKC siBnsieTcst OTCYTCTBME pasnuyuii N0 Ka4eCTBEHHOMY U
BbICOKA# COMOCTaBUMOCTb MO KONUYECTBEHHOMY COCTaBy BCMoOMOraTesibHbiX BeLeCcTB B COOTBETCTBUM C
KpUTEPUSIMU, NpUBEAEHHLIMKU B Tabnuue.

PekomeHayeMble kpuTepum
ANS yCTaHOBIEHWUS BbICOKOW COMOCTaBUMOCTM JIEKaPCTBEHHbIX NpenapaToB
no KONMYeCTBEHHOMY COCTaBYy BCMOMOraTernbHbIX BELLECTB

Tun BCcnomoratenbHOro BelwecTBa O1nunyusa B npoueHTax
(no macce) ot o6Ler maccol
JIEKAPCTBEHHOrO Npenapara He bonee

HanonHutenu +5,0 %

Paspbixnurtenu
Kpaxman 13,0 %
MHble BELECTBa +1,0 %
CBs3yloLLMe BeLLEeCTBa +0,5 %
BelecTBa, cnocobcTByOLIME CMa3biBaHMIO (NHOBPUKaHTBI)
cTeapart MarHus Unn Kanbums 10,25 %
WHble BellecTBa

+1,0 %
BellecTBa, CNOCOOCTBYHOLLUME CKOSIBXXEHUIO
Tanbk 1,0 %
MHble BellecTBa +0,1 %

MpumeyaHusa. 1. Ecnu BcnomoraTtenbHble BeLecTBa BbIMOMHAKT HECKONbKO  PyHKUMA  (Hanpumep,
MUKPOKpUCTaNMyeckasi LEenmnno3a BbINOMHAET (YHKLUMIO HAMOMHUTENs U pas3pbiXnuTens), TO AOMMKEH ObiTb
BblOpaH Hanbonee XeCTKUA KpUTEPUN (B Criydae ¢ MUKPOKPUCTANIMYECKOW Lennono3on - £ 1 %).

2. KoHueHTpauus BCnomMoraTernbHOro BELECTBA B 2 BOAHbIX PaCTBOPaXx fiekapCTBEHHbIX NpenapaToB cunTaeTcs
CXOXel, ecnu pasHuua coctaensieT He 6onee 10 %.

3. Pasnununs B cogepxxaHum Apyrnx BCrOMOraTesibHblX BELLECTB, MMELMX (DYHKLMOHANBbHOE Ha3HayYeHue, He
yNoMsiHyTOe B BblLLEeNpuBeeHHOM Tabnuue, TpebyoT Hay4yHoro o60cHOBaHUS.



20. Kak npasuno, c pgencteyowmmn Bewectsamm | unu Il knacca no BKC Heobxoammo ucnonb3oBaTb
CTaHOapTHblE KONMMYECTBA XOPOLUO M3YYEHHbIX BCMOMOraTeslbHbIX BELWECTB, a Takke MpoaHanu3vMpoBaTb WU
00BACHUTL X BO3MOXHOE BIMSIHME HA OMOJOCTYNHOCTL U (MnK) pacTBOPUMOCTb. HeoBxo4MMo onucatb Ha3HavYeHue
Kakgoro u3 BCMOMOraTeslbHbIX BellecTB C 0O0CHOBaHMEM TOro, YTO KONIMYECTBO KaXAoro M3 HUX HaxoauTcs B
npuemniemMoMm AuanasoHe. Heobxoammo onucaTb BCe BCrOMOraTesfibHble BeLllecTBa, CrnocobHble MOBNUATbL Ha
61oJoCTYNHOCTL (Hanpumep, COpBUTON, MaHHWUTOM, HaTpWs naypuncynbdart U npoyne NOBEPXHOCTHO-aKTUBHbIE
BeLLeCcTBa), C yKazaHMeM UX BIIMSHUSA Ha:

a) MOTOPUKY XKenyao4HO-KULLIEYHOTO TPaKTa;

0) noaBepXXEHHOCTb B3aMMOLENCTBMIIO C AeNCTBYIOLWUM BELLECTBOM (Hanpumep, KomnrnekcoobpasoBaHue);

B) MPOHMKaIOLLLY0 CMOCOBHOCTL AEWCTBYIOLLErO BELLECTBa;

r) B3anmoaencTene ¢ MembpaHHbIMY NepeHoCUYNKaMK.

21. KayeCTBEHHbIN 1 KONMMYECTBEHHbIN COCTaB BCMOMOraTesNbHbIX BELLECTB, [O0Ka3aHO CMOCOOHbLIX MOBNUATL Ha
O1O3KBMNBANEHTHOCTb, NCCNEAYEMOro U pedhepeHTHOro NeKapCTBEHHbIX NPenapaToB A0IMKHbI ObITb OAMHAKOBBIMMU.

V. Kom6uHnpoBaHHbIe nekapcTBeHHbIE NpenapaTtbl

22. buoeliBep, OCHOBaHHbIi Ha BKC, B OTHOWEHUM KOMOWHMPOBAHHLIX JFIEKAPCTBEHHBLIX MpenapaToB C
HeMe[eHHbIM BbICBOOOXEHNEM BO3MOXEH, €CNY BCE AeNCcTBylowme BelecTa npuHaanexar | unum Il knaccy no
BKC, a BcnomoratenbHble BellecTBa COOTBETCTBYIOT TpeboBaHusIM, U3NOXeHHbIM B nogpasgene 3 pasgena |V
HacToAwmx TpeboBaHui. B ocTanbHbIX cnydasx TpebyeTcsa npoBegeHue nccnefoBaHWs GUO3IKBMBANEHTHOCTM in
Vivo.

MPUNTOXEHWE Ne 5
k [paBunam npoBeaeHnst uccriefoBaHMn GMO3KBUBANEHTHOCTM
nekapcTBEHHbIX NpenapaToB B paMkax EBpasnitckoro akoHoMM4eCKoro cotsa

TECT
CpaBHUTENbLHOW KNHETUKN PpacTBOPEHUS U CONOCTaBMMOCTb
npocunen pactBopeHus

|. O6wmMe acnekTbl TecTa CpaBHUTESNIbHOMN
KMHEeTUKN pacTBOPEHUSA BO B3aMMOCBSA3U
¢ 6103KBUBaNEHTHOCTbIO

1. Mpu paspaboTke cocTaBa NekapCTBEHHOro npenapaTta TeCT CPaBHUTENbHOW KMHETUKM pacTBopeHusi (TCKP)
CNYXWUT WHCTPYMEHTOM YCTaHOBMNeHUss GuodapmaueBTUYECKMX CBOWCTB FeKapCTBEHHOro mMpenaparta, TO ecCTb
CBOWCTB, CMNOCOOHbIX NOBNUATE HAa GUOAOCTYMHOCTb.

Mo 3aBepweHun pas3paboTkM COCTaBa NEeKkapCTBEHHOrO npernapata M Npov3BOACTBEHHOro npouecca TCKP
UCMonb3yeTCcs ONA KOHTPONSA KayecTBa MacliTabupoBaHMS U MPOMBILLFIEHHBIX Cepui, 4ToObl obecneunTb Kak
NMOCTOAHCTBO KavecTBa CEpU, Tak U COMOCTaBMMOCTb Mpodunert pacTBOPEHMS C CEpUsiMU, UCMONb3OBaHHbIMU B
OMOPHBIX KIUHWYECKNX uccnegoBaHusax. Kpome Toro, B otgenbHbix cnydasx TCKP moxeT cnyxuTb 3ameHown
uccrneaoBaHusM GMO3KBMBANEHTHOCTM.

2. TCKP moxeT npecnefoBatb pasnuyHble Lenu:

a) Npu 3KCnepTM3e KayecTBa NekapCTBEHHOro npenapara:

ONs MNOMyyYeHUss  XapaKTepucTUK  Cepuu,  WUCMONb30BaHHOW B MCCregoBaHusiX — BuoaocTynHocTw
(6roaKBMBANEHTHOCTN) U OMOPHbIX KITMHUYECKNX UCCNefoBaHnsaX, 4Tobbl o6ocHOBaTh cneuudmrkauum (HopMaTUBHLIN
AOKYMEHT MO KOHTPOIO KayecTsa);

KaK MHCTPYMEHT KOHTPOMS KayecTBa CEepVI NEKapCTBEHHbIX CPEACTB B LENsX NOATBEPXAEHWS MOCTOAHCTBA
Nnpou3BOACTBa;

ONs MOMyYEeHUS  XapakTepucTuK pedepeHTHOro NeKapCTBEHHOro npenaparta, WCMoNb30BaHHOIO B
uccreaoBaHusix 6uoaocTynHocTy (BMOSKBUMBANEHTHOCTU) U OMOPHBIX KMMHUYECKUX UCCINEAOBaHNSAX;

6) Kak 3aMeHa uccnegoBaHUN GUO3KBMBANEHTHOCTU:

4yTOGbl NOATBEPAUTL (B OMNPEAENEHHbIX Cryvasix) aHanorM4yHoCTb pasfu4YHbIX COCTaBOB WCCIEeLyemMoro
NeKapCTBEHHOrO npenapara n pedepeHTHOro nekapCcTBEHHOro npenapata (buosensepbl, HaNpUMep, NPU BHECEHUM
U3MEHEHU, W3MEHEeHUM cocTaBa B XOA4e pa3paboTky NnekapCTBEHHOro npenapata WM BOCNPOM3BEAEHHblE
nekapcTBeHHbIe MpernapaTbl, B COOTBETCTBUM C TpeboBaHuamu pasgena |V lMpasBun npoBegeHns nccnemoBaHui
OMO3KBMBANEHTHOCTY NEKapCTBEHHbIX NMpenapaToB B paMkax EBpasniickoro 3kOHOMUYECKOrO COK3a, YTBEPXKAaeMbIX
EBpasuiickon akoOHOMMYEcKkon komuccmen wn npunoxenms Ne 4 k [lpaBunam npoBedeHUs uccnenoBaHun
OMO3KBMBANEHTHOCTY NEKAaPCTBEHHbIX NpPenapaToB B paMkax EBpa3unitickoro 3kOoHOMUYECKOro COH3a, YTBEPXKAAEMbIX
EBpa3ninckon aKOHOMUYECKON KOMUCCUEN);

4YTOObI YCTAHOBUTbL NOCTOSIHCTBO KA4eCTBa CEPUIA NEKAPCTBEHHLIX NpenapaToB (MccneayemMoro u pedepeHTHOro
neKkapcTBEHHOro npenapaTta), Ha KOTopbiXx OydeT OCHOBbIBAaTbCH BbIOOP COOTBETCTBYOLWMX Cepuin  Ans
MCMNOSb30BaHUSA B UCCeaoBaHUsX in Vivo.

3. MeTogpl ncnbiTaHnin Heobxoammo paspaboTaTtb NPUMEHUTENBHO K KaXAOMY NeKapCTBEHHOMY npenapaTy Ha
OCHOBaHMM 0OWmux u (unn) YacTHbix dapmakonerHeix TpeboBaHun. Ecnn  ykasaHHble TpeboBaHus He
YOOBMNETBOPUTESNBHBI U (MNN) HE OTpaxaktT MPOLECC pacTBOPEHMs M BcacbiBaHusl in vivo (BropeneBaHTHOCTL),
JONyCTUMO  WCMoNnb30BaTb  anbTepHaTUBHbIE  METOAbl, MNpW  YCMOBUM HanMM4Mst y  HWUX  JOCTaTOYHON
OVNCKPUMMHALIMOHHOW CMOCOBHOCTU, TO eCTb CMOCOBHOCTU ynaBnuBaTb pasHULy Mexay CepusiMu C NpUemneMon u




Henpuemnemolr 61MoJ0CTYNHOCTLIO NIEKAPCTBEHHOIO Npenapara B ycrnosusix in vivo. Heobxoanmo Bcerga npuHMMaTth
BO BHUMMaHWE COBpPEMEHHbIE CBeAeHMs (BKIYas B3avMOOENCTBME XapaKTEPUCTUK NEeKapCTBEHHOro npenapara,
OCHOBaHHbIX Ha BuodapmaLeBTUYECKON CUCTEME KnaccudmKaLumu 1 BUL, NTEKapCTBEHHOW POPMBI.

4. Insa Toro Yto6bl NOMYYNTb NOSTHOLEHHbIE MPOMUNN PAacTBOPEHNS, UHTEPBAIbl MexXay OTOOPOM Npob AOMKHbI
ObITb JOCTATOYHO YacTbiMK (HE pexe YeM Yepes Kaxable 15 MyHyT). B neproa makcumarnsHOro naMeHeHust npocpumns
pacTBopeHus oTbopbl Npob pekomMeHayeTcs OCyLeCTBNAThH elle vauwle. [Ana nocTpoeHus npasuibHOro npoduns
pacTBopeHus BbICTPO PaCTBOPSAIOLLMXCS NeKapCTBEHHbIX NpenapaTos, NONHOe PacTBOPEHME KOTOPbLIX yKragbiBaeTcs
B 30 MUHYT, 0TOOpPbLI NPO6 HEOBX0AUMO OCyLLECTBNATL Kaxable 5 nnu 10 MUHyT.

5. Ecnu pevicTeylollee BeLECTBO SBMSETCS XOPOLWO pacTBOPMMBIM, [OMyckaeTcs MPeanonoxXeHue, 4To
npobnembl ¢ GUOAOCTYMHOCTLIO HE BO3HUKHYT, €CN B [OOMOJIHEHWE K 3TOMYy rliekapcTBeHHas dopma ObicTpo
pacTtBopsieTca npu  U3MOMOTMYECKUX 3HA4YeHusAX pH, a BcnomoraTenbHble BellecTBa He BMAMSAOT Ha
6uopocTtynHocTb. HampoTtus, ecnv OeWcCTBylOLlee BELLECTBO OrpaHWYEHHO pacTBOPUMO WM MariopacTBOPUMO,
hbakTopoMm, NMMUTMPYIOLLUM CKOPOCTb BCacCbiBaHWs, MOXET CTaTb pPacTBOPUMMOCTb J€KapCTBEHHON (OOPMbI.
AHanornyHas cutyauus BO3HMKAET, eCrv BCnoMoraTerbHble BelecTBa BMAIT Ha BbICBOOOXAEHME 1 nocneayoLlee
pacTBOpeHve gencTeytollero BewecTtsa. B Takmx cnyyasax Heob6xogumo nposoante TCKP B pasnuuHbIX yCnoBusx ¢
COOTBETCTBYIOLLEN cxemoln oTbopa npob.

Il. ConocTtaBMMOCTbL Npocunen pacTBopeHus

6. Pesynbtatl TCKP 1 ocHOBaHHbIE Ha HUX BbIBOAbI (Hanpumep,

B obocHoBaHvWe OwvoBeWBepa) MNPU3HAIOTCA MpaBUMIbHBIMK, €CNKU  NOCTPOEeHWe npoduna pacTBOPEHWS
OCHOBbIBaroCb Ha AOCTaTOYHOM KOMNMYECTBE BPEMEHHbIX TOYEK.

7. B pononHeHue Kk TpeboBaHUSAM, W3NOXEHHbIM B pasgene | HacTosAwero NpuIoXeHWsi, B OTHOLLUEHUU
NEeKapCTBEHHbIX hOPM C HEMEASIEHHbIM BbICBOOOXAEHNEM HEOHXOAMMO NPOBECTU CPaBHEHME BO BPEMEHHOMN TOYKE
«15 MUHYT», YTOObI BBIACHWUTL, MPOMU3OLLIIO MM NOSTHOE PAaCTBOPEHMWE 0 OMOPOXHEHUS Xenyaka.

Ecnn B TeyeHne 15 muHyT pacTtBopuriocb 6Gonee 85 % pencTBylowlero BellectBa (OT HOMMWHANbHOMO
Konu4yecTBa), Npodunm pacTBOPEHUS MPU3HAKOTCA COMocTaBMMbIMK 6e3 AanbHenlen MaTeMaTnyeckon obpaboTku
JaHHbIX.

Ecnn 85 % pewncrteylowero Bewectsa pactBopunock B TeyeHve 30, a He 15 MuHyT, TO Heobxoaumbl 3
BPEMEHHbIE TOYKUN: A0 UCTeveHUs 15 MUHYT, Ha 15-1 MUHYTE 1 B TOYKe, KOrga cTeneHb BbICBOOOXAEHMS COCTaBNsET
okorno 85 %.

8. PexomeHgaumm no nekapcTBeHHbIM npenapataMm € MOAUMMUMPOBaHHLIM BbICBOOOXAEHNEM W3IOXEHbI B
COOTBETCTBYIOLMX fOKYyMeHTax Coto3a.

9. ConoctaBUMOCTb Mpodounernt pacTBopeHMs MOXeT OblTb onpegeneHa Cc mcnonb3oBaHuem chaktopa f2 no

cnepytouien dopmyne:

100

f; =50 x log |-
. 0 e - apm]
J .

roe:
f2 - dakTop nogobus (cxognmocTu);

N - KONIM4YeCTBO BPEMEHHbIX TOYEK;

Qry,

[Nocne Hayana nccnenoBaHus] M3 pedepeHTHOro NekapcTBEHHOTo npenapara;

QT(t) - cpeAHee 3HavyeHue cTeneHu BbiCBOOOXAeHMS (B NpoLeHTax) AEeNCTBYHOLLEro BellecTBa B TOYke t
[nocne Havana nccnegoBaHKsa] U3 NCcneayeMoro NekapcTBEHHOIO Npenapara.

Mpu ucnonb3oBaHuM gaHHOW GOpMyrbl HEOOGXOAMMO onpeaenuTb CTeneHb BbICBOOOXAEHWUSI LENCTBYHOLLETO
BeLLeCTBa U3 UCCrneayeMoro riekapCcTBEHHOro npenaparta u peepeHTHOro NeKapCTBEHHOIO NpenapaTa.

10. OueHka pakTopa nogobusi (CxogUMOCTU) OCHOBaHa Ha CreayLmnX YCNOBUSIX:

a) MUHMMarbHOE KONMMYEeCTBO BPEMEHHbIX TOYEK - 3 (HE cunTas HyneBon TOYkM 0TOopa);

6) Ans 06oux cpaBHMBAEMbIX JIEKAPCTBEHHBLIX MPenapaToB BbIONpatoTCs OAMHAKOBbIE BPEMEHHbIE TOYKM;

B) ANS KaXOoW BPEMEHHOM TOYKM HeobOXoouMo MMHUMYM 12 3HA4YeHW CTeneHu BbICBOOOXOEHUS
[OENCTBYIOLLErO BeLlecTBa Ans 060ux nekapCcTBEHHbIX NpenapaTos;

r) 4ns KaXgoro M3 cocTaBoB JoMnyckaeTcst He 6onee oOHOro cryvasl NpeBbILEHUS CPEAHEro 3HaYEHNs1 CTENEHN
BbicBOOOXAeHUA 85 %;

) OTHOCUTENbHOE CTaHOApPTHOE OTKMOHEHWE (ko3dhdULMEHT Bapuauun) ONnNs CTeneHn BbICBOOOXAEHUS
OEVCTBYIOLLErO BellecTBa B MNEPBON BPEMEHHOW TOYKe 5OOOro M3 NeKkapCTBEHHbIX MpenapaTtoB He OOSMKHO
npesbiwaTtb 20 %, a Bo Bcex nocriegyowmx - He 6onee 10 %.

- cpeAHee 3HavyeHue cTeneHu BbiCBOOOXAeHMS (B NpoLeHTax) OEeNCTBYHOLLEro BellecTBa B TOYke t



11. Kputepuin npuemnemocTtn ansi cpaktopa nogobus (f2) coctaBnset ot 50 go 100, yto noaTBepxpaeT
COMOCTaBMMOCTb Npodunel pacTBOPEHWS.

B cnyyae HecooTBeTCTBMSA KpuTEpuio npuemnemocTn no f2 npodwunu pacTBOPeHVMs MOXHO CpaBHUBaTb,
ucnonb3ys anbTepHaTMBHble MeToAbl (Hanpumep, pacyeT aktopa pasnuuus f1, dyHkumio pacnpepeneHus
Berbynna wunu cpaBHeHWe cTeneHeln BbICBOOOXAEHUS B pasHbIX BPEMEHHbIX TOYKax (Hanpumep, Mo t-kputepuio
CTblogeHTa)).

12. MeToabl, anbTepHaTMBHbIE pacyeTy no fz2, cuMTarTCs NpUeMneMbIMA, ECIIN OHN CTAaTUCTUYECKU KOPPEKTHBI,
a nx ucnornb3oBaHne OCTaTo4HO 060CHOBAHO.

13. Heo6xogumo 3apaHee onpegenntb U 060CHOBaThL Npeaenbl NPUeMNEMOCT KpUTEPUST CONOCTaBUMOCTU, HO
npu 3TOM OHW He [ofkHbl npeBbiwatb 10 %. Kpome TOro, BapuabenbHOCTb PacTBOPEHUA MeXAy OaHHbIMU
uccriegyemoro U pedepeHTHOro fnekapcTBEHHOro npenaparta Takke [OofkHa ObiTb conocTtaBMMOW, ogHako 6onee
HM3Kas BaprnabenbHOCTb OIS MCCneayemMoro NIekapCTBEHHOrO NpenapaTta ABnseTcs NpueMremMon.

Heobxogumo npenctaButb 0OBOCHOBaHWE, UTO CTaTUCTMYECKOE MporpammHoe obecneveHve MpoLuno
Banugaumio.

Heobxogumo pate nogpobHoe onucaHne u OOBbSACHEHME BceM [JAeWCTBUSAM, MNPEeAnpUHSTbIM B Xode
nccneaoBaHus, ¢ NpeacTaBneHMeM COOTBETCTBYOLLMX obobLuatoLmx Tabnuu.

MPUNOXEHWE Ne 6
k [paBunam npoeeAeHNs NCCneaoBaHMin GO3KBUBANEHTHOCTH
neKkapcTBeHHbIX NpenapartoB B pamkax EBpasuiickoro 3KOHOMU4YECKOro coksa

TPEBOBAHUA
K Banungauunu OunoaHanUTUYecKnx MeToAUuK UcnbITaHUNA
M aHanu3y uccnepyembix Guonornyeckmx obpasuos

|. O6LKre nonoxeHus

1. B Hactoswux TpeboBaHusix npeAcTaBneHbl yKa3aHus MO MpoBeAEeHU0 Banuaauunm GuoaHanuMTUYeckux
METOAMK, WCMOMNb30BaBLUMXCA ANsl OMpedeneHusl KOHLEHTpauuu [OEeWCTBYIOWEro BelwecTtBa B OMOMNOrMYeckux
Xuakoctax (matpuuax), MOnyYeHHbIX Mo pesynbTaTaM TOKCUMKOKMHETUYECKMX WccrnegoBaHui w  Bcex a3
KMUHUYECKMX unccnegoBaHui. [lockonbky MeETOAMKM CBA3bIBAHWA nuraHga CywecTBEeHHO OTnuyalTcs  oT
XpomaTtorpadmyeckux aHanMTUYeckmx MeTogoB, Ans BanuaauvMu NonNMMepcBa3blBalOWLMX MeToAWK (Hanpumep, co
CBSA3bIBaHMEM NWUraHAoB) MPUMEHSATCA OTAENbHbIE NpaBuna, onncaHHble B pasgene V HacToswmx TpeboBaHWN.

B HacToswmx TpeboBaHUsIX OMMCaHbl YCNOBUS, MPU KOTOPbIX B [AOMOMHEHME K MONHOW Banuaauum
BroaHannTUYeCcKon MeToANKN HEOOXOAMMO NPOBECTU YACTUYHYHO UMM NEPEKPECTHYIO Banvaaumio.

2. ing uenen HacTosLWmx TpeboBaHUI NCNOMb3YTCSA NOHATUSA, KOTOPbIE 03HAYAlOT CreayoLLee:

«akTmBHble obpa3subl» (incurred samples) - ncnbiTyemble 06pasLpbl, NOMyYEHHbIE OT CYyOHLEKTOB MUIN XKMUBOTHbIX,
KOTOpbIM BBOAUINW NEKapCTBEHHbIN Npenapar;

«aHanuaupyemoe BeLLecTBO» (analyte) - oTaenbHOe XMMUYECKOe CoeAMHEHME, noasiexallee KonmyeCTBEHHOMY
onpefeneHnio, MoOXeT NPeAcTaBnATb cobon HeM3MeHeHHOe AeNCTBylLlee BeLecTBo, bronornyeckyto Momnekyny
Unu ee NpomnsBoaHoe, MeTabonuT u (Mnn) NPOAYKT Aerpagaumm B buonormdyeckom obpasie;

«aHanuTuyeckaa Mmetogukax» (analytical procedure) - nogpobHoe onucaHWe Kaxgoro atana M cnocoba
NpoBeAEeHNs aHanmaa;

«aHanuTuyeckun auanasoH» (calibration range) - wHTepBan Mexay BbICOKOM W HWU3KOW KOHLIEHTpauumen
(copepxaHneM) aHanuavpyemoro BellecTBa B obOpasue (BKMYas ykasaHHble KOHLUEHTpauuu), Ans KOTOpbIX
nokasaHo, YTO aHanuTuyeckass MeToauka yAOBNeTBOpsSieT TpebGoBaHMAM MO MPELM3NOHHOCTU, MPaBUIIBHOCTU U
NOCTOSAHCTBY (PYHKLMMN OTKNKWKa;

«aHanuTuyeckun umkny (analytical run) - MONHBIM KOMMNMAEKT MCNbITyeMblX 06pa3LoB C COOTBETCTBYIOLLMM
KONMMYeCTBOM rpafyMpOBOYHBIX PacTBOPOB M 06pa3LoB ANA KOHTPOMS kavyecTBa Ans ux Banvpaauwmu. B ognH aeHb
MOXeT ObITb NPOBEAEHO HECKOMbLKO LIMKIOB; OAUH LMK MOXET ANUTLCS B TEYEHNE HECKOIbKUX AHEW;

«BEPXHSIS1 rpaHuua onpegensiemblx KoHueHTpauuiny» (upper limit of quantification (ULOQ)) - Hambonbliee
KONMMYeCTBO aHanu3npyemoro BellecTBa B 00pasue, KOTOpoe noadaeTcsl KONMMYECTBEHHOMY OMpeaereHuo c
3apaHee 3afaHHON NPaBUSIbHOCTBIO Y NPELN3NOHHOCTBIO;

«BHYTpeHHu ctaHgapT (BC)» (internal standard) - kOHTponNbHOE coeguHeHWe (HanpuMep, CTPYKTYPHO CXOXWUIA
aHanor unu coeguHeHve, MeyYeHHoe CcTabunbHblM u3oTonom), AobaBnsemoe K rpagyvwpOBOYHBLIM pacTBOpaM,
obpasuam [Ons  KOHTPONS KayecTBa M WCMbITyembiM oObpasuam B 3apaHee YCTaHOBIEHHbIX MOCTOAHHbIX
KOHLEHTpauusix C Lernbio MOMpaBku Ha 9KCrMepuMMeHTanbHyo BapuabenbHOCTb Mpu nNpobonoaroToBke M aHanuae
o6pasuos;

«rpagyvpoBOYHbI  pacTBop (cTaHaapT)» (calibration standard) - 6uonoruuveckuint obpasen, K KOTOpPOMy
[o6GaBMnM  M3BECTHOE KOMWYECTBO aHanuMavpyemoro BellecTBa. [pagyuMpoBOYHble pacTBopbl (CTaHAapTbl)
MCMNOnb3yHT AN NOCTPOEHUS rpagynpoBOYHOM KPUBOW;

HWXHUIM Npeaen konudecteseHHoro onpegeneHus (HIMKO)» (lower limit of quantification (LLOQ)) - HaumeHbLLee
KONMMYeCTBO aHanu3npyemoro BellecTBa B 00pasue, KOTOpoe noaaaeTcs KONMMYECTBEHHOMY oOnpenerieHnto c
3apaHee 3afaHHON NPaBuUIbHOCTBIO Y NPELN3NOHHOCTBIO;

«HOMUHarnbHas kKoHUeHTpauusa» (nominal concentration) - TeopeTuyeckast Unu oxunaaemas KOHUEHTpauus;

«obpasey ansa koHTponsa kadyectra (KK)» (quality control (QC) sample) - obpasel, cogepXxalumin aHannsmpyemoe
BELLECTBO, WCMONb3yeMbl ANS OUEHKM MNPUrO4HOCTM OrMoaHanmMTUYEeCKOW METOAMKM W OUEHKU LEMNOCTHOCTU U
NpaBUIbHOCTY Pe3ynbTaToOB aHanM3a McnbiTyeMblx 00pa3sLoB B HENM3BECTHOM KOHLIEHTpaUmM U3 OOHOM cepuu;



«nepekpecTtHas Banupgaums» (cross validation) - cpaBHeHWe BanMAaUMOHHBIX NapamMeTpoB  ABYX
BuoaHannTUYECKNX METOAMNK;

«MOBTOPHbIV aHanM3 akTUBHbIX UCTbITaHHbIX 06pa3uoB» (incurred sample reanalysis) - aHanM3 YacT akTUBHbIX
UcMbITaHHbIX 06Pa3LoB C Liefbio onpeaeneHunsl, HacKoNbKO CONOCTaBVMbl pe3yrbTaTbl NEPBUYHOIO aHanNM3a;

«nonHas Banupgauusi»  (full validation) - onpegeneHve BanMAauMOHHBLIX NapaMeTpoB, MOANEXaLUnX
UCMOMNb30BaHWIO ANS aHanuM3a Kaxgoro aHanusmpyemoro BeluectBa B obpasue C nomollbio HGuoaHanuTuyeckomn
METOAMNKM;

«MpaBUNbHOCTb» (accuracy) - BblpaxaeT ONM30CTb MOMYYEHHbIX C MOMOLLLIO METOAMKM 3HaYeHun K

HOMUHalNbHbIM KOHLleHTpaLWIﬂM aHanmsmpyemoro BelecTBa. npaBVIJ'IbHOCTb oueHunBaeTcsd No Bern4mnHe I'IpOLl,eHTHOI7I
NOAVHeHHOE ZHAYEeHH e 0
¥ 100 %

, U NO OTHOCUTENBLHOW BENUYMHE

Mepbl NPaBUIbHOCTU, PaCCYUTaAHHOW Kak HCTHHHOE SHATEHHE

CUCTEMATUYECKON NOrPELLHOCTH;

«MPEeLM3NOHHOCTb» (precision) - cTeneHb pa3bpoca Mexay cepusmMn U3MepeHun, NpoBedeHHbIX B 3apaHee
YCTaHOBMNEHHbIX YCroBusAX. [1peuusMoHHOCTb XapakTepu3dyeTcs BEeNWYMHOW OTHOCUTENBHOrO  CTaHOApTHOro
OTKMOHEHWS (OTHOLLEHWE CTaHOAPTHOrO OTKMOHEHUS K CpeAHeMY, Bblpaxaemoe B NpoLeHTax);

«cenekTMBHOCTbY (selectivity) - cnocobHOCTb OuoaHanuTMYecKoW METOOMKM OnpedensaTb U pasnuyatb
uccriefyemMoe aHanusmMpyemoe BEeLLECTBO M BHYTPEHHWUI CTaHO4ApT B MPUCYTCTBUM KOMMOHEHTOB, KOTOpblE MOTyT
copepxaTbcs B obpasLe;

«cneunduyHocTb»  (specificity) - cnocobHocTb 6GuoaHanMTUYECKOW MeTOAMKU OAHO3HAYHO OnpefensTb
aHanuanpyemoe BeLeCTBO B NPWUCYTCTBUM OPYrUX COEAMHEHUN (SHOOTEHHbIX UM 9K30TeHHbIX) B Buonorn4yeckom
obpasue;

«cTabunbHocTby (stability) - xumnueckasi cTabmnbHOCTL aHaNM3MPyeMOoro BeLLecTsa B onpeaeneHHomMm obpasue
B OMnpegerneHHbIX YyCNoBUSX B TEYEHWEe OnpeaeneHHoro nepunoaa;

«CTaHgapTHasi onepaumoHHasi npouepnypa» (Standard Operating Procedure) - [OOKYMEHT, B KOTOPOM
COLEPXKMTCA OMUCaHMEe perynspHO OCYLLIECTBMSEMbIX OMNepauui, 3HauuMbIX ONF KayecTBa WCCrnefoBaHus, U
No3BONALNIA NPOBOAUTL UX NPaBUIBLHO Y eaNHO0DOpa3Ho;

«yHKUMS oTknuka» (response function) - dyHkums, koTopas HagnexalmMm obpa3oM onucbiBaeT 3aBMCUMOCTb
aHanuMTUYecKoro curHana (Hanpumep, NroLiaan NMKOB) OT KOHLIEHTpaUMK (CoaepXaHnst) aHanM3npyemoro BellecTsa
B 06pasue. PyHKUUS OTKNUKA onpeaensaeTcs Ana aHanMTU4eckoro AnanasoHa;

«yacTmyHas Banupaums» (partial validation) - cepuym aHamMTUYECKMX SKCMEPUMEHTOB, B KOTOPbLIX MoOcCne
mMoandukaumm BanuanpoBaHHoW buoaHanuTUYecKkon MeTOAMKM YacTb NapamMeTpoB MO4BEPralnTCcsa Banuaaumm;

«athbhekT matpuubl» (matrix effect) - npamoe unu HenpsimMoe BNWsHWE UNW BO3AENCTBME Ha pesynbTaThbl
aHanu3a, obycrnoBneHHble HannyneMm B Guonornyeckom obpasLe HenpeLyCMOTPEHHBIX aHanu3oM aHanManpyembix
BELLLECTB WUITN MHbIX BIUSAIOLWUX HA HErO BELLECTB;

«3hbdekT nepeHoca» (carry over) - MOSIBNEHME CUrHana aHanuavMpyemoro BellecTBa B XONocTom ob6pa3sue
nocne npoBefeHNs aHanm3a obpasua ¢ BbICOKOWM KOHLEHTPaLMEen aHanmM3npyemMoro BeLLecTBa;

«sIKOpHble kanubpatopbl» (anchor calibrators) - ctaHgapTHble TOYKM BHE Auanas3oHa KonuyYeCTBEHHOro
onpegeneHusl, Mcnomnb3yemble C Lenbo nogbopa HENUHENHOW perpeccun CcTaHOapTHOM KpPMBOW B MeTodax
CBA3bIBaHWA NuraHaa.

3. NamepeHne KoHUeHTpauun OencTByOWEero Bewectsa B Guonormyeckmx obpasuax (Hanpumep, CbIBOPOTKE,
nnasme, KpoBU, MOYE W CIIOHE) — BaXHbI acnekT pa3paboTku nekapcTBeHHOro npenapara. MosTomy B Lensax
NonyyYeHUss HaOeXHbIX Ppes3ynbTaToB WUCMONb3yemble OuoaHanuTUYeckMe MEeTOAMKM [OIMKHbl ObiTb  XOpOLLO
ONMCaHHbIMW, NOMHOCTLIO BanMAMPOBaHHLIMU Y [OKYMEHTUPOBAHHBIMM.

B ocobbix cuTyaumsx [onyckaeTcss wucnonb3oBaTb Oofiee LIMPOKME, YEM OMUCaHHble B  HACTOSLLMX
TpeboBaHusAx, KpuTepun npvemnemoctu. B aToM cnydae, OCHOBbIBasicb Ha MpeanonaraeMoM WCMoNb30BaHUM
METOAMKM, NX CneayeT YCTaHOBWUTbL NPeABapuUTEnbHO.

4. MeTOoAbl KONMUYECTBEHHOrO OMpPeAerneHnus KOHUEHTpauum OuoMapkepoB, WCNOMb3yeMblX B KayecTBe
(apmakogMHAMNYECKNX MApPKEPOB, B HacToAwmux TpeboBaHUSAX He pacCMaTpUBaKOTCS.

Il. Banupaumsa 6uoaHanMTM4ecKon METOAUKN UCMIbITaHWUN
1. TpeboBaHuA, NnpeabABNAEeMble K CTaHAAPTHbLIM obpa3uam

5. ns npuroToBneHUs rpagyMpoBOYHbLIX PAcTBOPOB, OOpasuUOB ANs KOHTPONs kayecTBa M oOpasuoB Ans
n3y4vyeHuna cTabunbHOCTM B uendax nposegeHna Banuaauum OnoaHannTU4eckomn METOOUKN N aHann3a UcnbITyeMbIX
obpasuoB k xonoctoMmy Guonornyeckomy obpasuy (bnonornyeckomy obpasuy, He coaepXallemy aHanmsaMpyemoro
BELLeCTBa), UCNONb3ysl pacTBOpbI CTaHAAPTHLIX 06pa3LoB, 406aBnAT UccreayemMble aHanu3npyemMble BellecTea. B
JOMOrMHEeHVe K 3TOMy npu NpobONoAroToBKE AN XpomaTtorpaduyeckMx MeTodoB Jonyckaetcss [o0aBnaTb
COOTBETCTBYOLLMI BHYTpeHHUI ctaHgapT (BC).

6. Heobxogumo yaoctoBepuTbCS B MPUrOQHOCTU CTaHZapTHoro obpasua u BC, nockonbky Mx KayecTBO
(HI/ICTOTa) MOXET MOBNMUATbL Ha pe3ynbTaTbl aHanu3a M Ha pe3ynbTaTbl UCCeagoBaHUA. |_|03TOMy CTaHAapTHble
obpasubl, Mcnonb3yemble ONA BanuaauMum UM aHanmMsa MUCMbITyeMblXx 00pasuoB, AOMMKHbI ObiTb MOMy4YeHbl U3
HageXHbIX U NpoOBEepeHHbIX WUCTOYHUKOB. K Takmm CTaHAapTHbIM 06pa3ua|v| OTHOCATCHA CepTI/I(*)I/ILLI/IpOBaHHbIe
CTaHOapTHble o6pasubl, HanpuMmep, apMakonenHsle, KOMMepYeCckne CcTaHgapTHble obpasubl UM aTTeCTOBAHHLIE
CTaHAapTHble obpasLbl, NPUrOTOBMEHHbIE CAMOCTOSATENBHO UMW BHELLHEN HEKOMMEPYECKoW opraHusauuen. [ns
NOATBEPXKAEHUST YNCTOTbI U MpeacTaBneHust CBeOAEHUN 0O YCNOBUSIX XpaHEHWs, CPOKE FOAHOCTW, HOMEpEe cepuu
cTaHaapTHoro obpasua Heobxoanm cepTudmKaT ero aHanmsa.



Ecnu npurogHocte BC nopTBepxaeHa, HanpuMmep, OTCYTCTBUMEM BMUSIHUS aHanuM3upyemoro BellecTBa U ero
npuMecen, TO UCMONb30BaHME CEPTUMULMPOBAHHBIX CTaHOApPTHbLIX 00pasuoB BC He TpebyeTcsa (B cepTudmkatax
aHanusa HeT Heob6XxoauMOoCTH).

7. Tpu nNpumeHeHHUM B kayecTBe OmoaHanUTMYEeCKOro meToda Macc-crnektpomeTpuu (ganee - MC) no
BO3MOXHOCTW criefyeT UCrnonb3oBaTb CTabunbHble MeyeHHble n3otonom BC. lMpu atom Heobxogmmo, 4TOGbI
MeYeHbI cTaHaapT obnagan BbICOKOW M30TOMHON YNCTOTON U B HEM HE MPOUCXOOUNN peakL M 30TONHOro obMeHa.
Heobxooumo npoBeCcTM MNPOBEPKY Ha Hanuyune HesasiBNEHHbIX aHanusavpyeMblX BeLIecTB, npu ObOHapyxeHuu
nocrnegHux cnegyeT OLeHUTb BO3MOXHOE UX BRUSIHWE Ha Banugaumio 6uoaHanMTuyeckon MeToamKku.

2. MonHasa Banuaauus 6MoaHanNMTUYECKON MEeTOANKU

8. Jlobas 6uoaHanuMTUyeckass MeToAMKa, HE3aBMCUMO OT TOFO HOBasi OHA UMW M3BECTHas!, NMOANEXUT MOSTHOM
Banugaumm.

OcHOBHOM Uenbio BanuaaumMm GuoaHanuMTUYecKon MeTOOUKM SIBMSIeTCS NOATBEPXKAEHUE ee HaAeXHOCTU Ans
onpegeneHus KOHLEHTpaLmMn aHannaMpyemMoro BeLLecTsa B Takux buonornyecknx obpasuax, kak KpoBb, CbIBOPOTKA,
nnasma, mMova u cnoHa. bonee Toro, ecnu npu nNpobOMOAroTOBKE WCMOMb30BANCA aHTUKOArynsHT, ero xe
HeobxoamMMo ncnonb3oBaTh ANs Banugauuu. NonHas Banvpauus, Kak npaBuio, NPOBOAMTCA OIS KaXaoro Buaa
XMBOTHbIX U KaXXOOW pa3HOBUAHOCTU BUOMNOrMYECKNX XKUOKOCTEN, UCTONb30BaHHLIX B UCCIIE40BaHUN.

Ecnu npu npoBegeHun BanmupaumMnm GuoaHanUTUYECKOW METOAMKM 3aTpPyOHWUTENbHO MCNOMb30BaTb Ty Xe
pa3HOBMAHOCTb BUOMOrMYEeCcKon XXNOKOCTH, KOTopas UCMOoMb30oBanach B pamMkax UCCrefoBaHus, TO NpU JOCTaTOMHOM
060CHOBaHUM [OMNYyCTMMO UCMOMb30BaTh anbTepHaTUBHble OGuonornyeckue ob6pasupl (Hanpyumep, MOAENbHYH0
CMMHHOMO3rOBYHO XXMUAKOCTb).

9. OCHOBHbIMK XapakTepuUCTMKaMn OMOoaHaNUTUYECKON METOAMKWU, HeobXoauMbIMW Ans NOATBEPXOEHUS ee
NpPMEMNeMoCTM W HaOEXHOCTU aHanUTUYEeCKUX pe3ynbTaToB, SBMSKTCA CENEeKTUBHOCTb, HWKHUI npegen
KONMMYECTBEHHOTO onpeaeneHnsi, PyHKUMA OTKINMKa M aHanMTUYeCcKuii AvanasoH (BOCMpoOU3BOAMMOCTb NapameTpoB
rpagyvpoBOYHON KPWBOW), MPaBUIbHOCTb, MPELM3NOHHOCTb, BNUsHUE maTpuubl (3ddekTbl MaTpuubl (nonHoTa
3MNoMpoBaHus)), CTabunbHOCTb aHanmMsuMpyembix BellecTB B Ouonormdecknx obpasuax W cTabunbHOCTb
aHanuanpyemoro BellectBa (BellecTts) u BC npu xpaHeHunn, B paboymx pactsopax, B U3BNEYEHMAX B TEYEHME BCETO
nepvoga xpaHeHusa 1 npobonoaroToBKM.

10. N3y4yeHuto, kak NpaBuno, NOANEXUT OOHO aHanM3upyemoe BEeLLECTBO UINn AEeNCTBYOLLee BELLEeCTBO, HO B
HEKOTOpPbIX CNy4asax onpeaensoT KOHUEHTPAUMIO HECKOMNbKUX aHanmM3MpyemMbix BelecTB. OTO MoryT ObiTb Kak ABa
pasHbiX BeLecTBa, Tak U UCXOOQHOe coedMHeHne C ero MeTabonutamu nunv aHaHTMoMepbl (M30Mepbl) AENCTBYOLWETO
BellecTBa. B TakMx cnyyasix npuvHUMMbLI BanujauMnm W aHanusa CcnpaBeanvBbl AN BCEX Mccrnegyembix
aHanu3npyembIX BELLECTB.

CenekTUBHOCTb (M36UpaTenbHOCTb)

11. Brnoananutuyeckas meToamka AOMmkHa o6ragaTe CNOCOGHOCTBI AnddepeHUMpoBaTb aHanMsMpyemoe
BewectBO U BC OT 3HOOreHHbIX KOMMOHEHTOB MaTpuvubl W APYrMX KOMMOHeHTOB obpasua. CenekTnBHOCTb
OvoaHanNUTMYeckon MeTOAMKM HeobXoaMMo noATBepAuTb, WUCMONb3ys HEe MeHee 6 pasnuyHbIX MCTOYHMKOB
COOTBETCTBYIOLUMX XONOCTbIX 00pasLoB, He coaepXaliux aHanM3aupyemMoro BeLllecTBa (C 3KCMepUMEHTarbHbIM
noaTeepxaeHnem). B oTHoweHnn pepknx pasHoBuaHocTelr Buonoruvdecknx obpasuoB LOMNYCTMMO MCMOMNb30BaTh
MeHbLLUEE KONMUYECTBO MUCTOYHMKOB. OTCYTCTBME UCKaXKAOLLEro BIINSIHUS KOMMOHEHTOB XOIOCTOro OMOMorm4yeckoro
ob6pasua, KoHCTaTUpyeTCsl, Kak NpaBuro, eCnn UX CUrHam no HWXKHeMy npegeny KOnM4eCcTBEHHOro ONpeaeneHns He
npesbiwaeT 20 % ana aHanmanpyemoro Bewectsa n 5 % - ana BC.

B HeKkoTOpbIX cnyvasix MOXeT MOHaZobuUTbLCA MCCNeAoBaHWE CTEMEHU BIUSHUS MeTabonuToB OEeNCTBYHOLLErO
BELLECTBa, a Takke NPOAYKTOB Aerpagauun, odpasyroLmxcs npu npodbonoaroToBke, U OAHOBPEMEHHO NPUMEHSEMBbIX
NEeKapCTBEHHbIX MpenapatoB. Ha atane Banupaumm OvoaHanNMTMYECKOM METOOAUKM WM Ha 3JTane adHanusa
KOHKPETHOrO WCCNEAOBaHUSt M aHanmu3Mpyemoro BeLlecTBa HeoOXoAMMO MPUHATE BO BHUMAaHWE NeKapCTBEHHbIE
npenaparbl, NPUMEHSIBLUMECS UCCNEeLYyEeMON Nonynsaunen kak conyTcTByoLLmMeE.

12. Ecnn npvMeHnMo (ans HecTabunbHbIX MeTabonuToB, HanpuMep, KUCnbiXx MeTabonutoB B adwupe,
HecTabunbHbIX N-OKCWAOB WX [MOKYPOHWAOB, COEOMHEHUI C NaKTOHHOW CTPYKTYypoR), HeobGXoAMMO OLEeHWUTb
BO3MOXHOCTb OOpaTHOro npeobpasoBaHust MeTabonuta B MCXOOHOE aHanu3npyemoe BELLEeCTBO Ha pPasnuyHbIX
aTanax aHanusa (Bkmwyas npouenypbl npodonoaroTtoBkM unv B um3snedeHun ans MC-ananusa). Heobxoammo
YCTaHOBUTL CTEMEHb 0OpPaTHOro NpeobpasoBaHMs 1 NPOAHANM3NPOBATL Er0 BIIUAHME HA Pe3yNnbTaTbl MCCNEA0BAHUS.
Ha paHHuX 3Tanax pa3paboTkM HOBOTO XMMWYECKOrO COEAMHEHUS, NMoka ero MeTabonmsm elle He M3yYeH, Takyk
OLEHKY OCYLLECTBUTb HEBO3MOXHO. TeM He MeHEee Mocne Mony4vyeHust B npouecce pas3paboTkM HOBbIX AaHHbLIX O
MeTabonuame [OeNCTBYHOLLEro BellecTBa HeoOXoAMMO yuuTbiBaTb npobnemy obpaTHoro npeobpasoBaHusi, 4TO
TpebyeT NnpoBeaeHUs YaCTUYHOM Banuaaumu.

B HeKkoTOpbIX cryy4asix [OCTaTOYHO CMOXHO MONyYWMTb AOCTYN K CTaHAapTHbIM obpasuam unccnemyembix
mMeTabonutoB. C Apyror CTOpPOHbI, 06paTHoe nNpeobpa3oBaHne MeTabonmTa MOXHO OLEHUTb, MPOBOAS MOBTOPHbIN
aHanu3 akTuBHbIX 0OpasuoB (06pas3uoB, coAepXalux aHanusMpyemble BeELeCTBa, B3SATbIX OT CyObekToB
NCcCrneaoBaHUsa UK XUBOTHbIX). OAHaKo B 3TOM Cryvyae Henb3s UCKMUnMTbL o6paTHoe npeobpasoBaHue B npolecce
npo6onoaroToBKy.

BnusaHue (achekT) nepeHoca



13. TMpu paspaboTke MeTOAUKM HEOOXOAMMO MPUHUMATb BO BHUMaHMe WM MUHUMU3NPOBATL MNEPEHOC
aHanusupyemoro Belectsa oT nNpobbl k npobe. B npouecce BanngaumMm HeobXxoanMMo oueHuTb addpekT nepeHoca,
BBOASA XOnocTble obpasubl nocrne obpasLoB C BbICOKOW KOHLEHTPaUuen unm rpagyMpoBOYHbIX PacTBOPOB BEPXHUX
YPOBHEN KONM4YecTBeHHOro onpegeneHus. lNepeHoc B xonocTon obpaseL nocne cTaH4apTHOro pacTsopa C BbICOKOW
KOHUeHTpaunen He pomkeH npesblwate 20 % BENWUYMHBLI HWKHEro npedena KONMYeCTBEHHOro onpedeneHus
(HIMKO), kak ato ykasaHo B noppasaene «HwxHUI npegen KonMYecTBEHHOrO onpeaeneHnsa» HacTosaLWwero pasaena)
n5 % - ana BC. Ecnu oyeBnaHo, 4To nepeHoc HeusbexeH, nccnegyemble obpasubl He paHgomMuaupytoT. [1na Toro
4YTOObI MEPEHOC He MOBMMAN Ha NPaBUNbHOCTb N NMPELM3NOHHOCTbL, HeO6X0AMMO B XoA4e Banvaauun npeaycmoTpeTb
crneupansHble Mepbl (HanpuMmep, nocne obpasuoB C 0XMAAEMON BbICOKOM KOHLEHTpauvMen n Ao Havana aHanvsa
ovepeHoro ncnelTyemoro obpasua BBOAWTb XONOoCTble 06pasLbl).

HwxHun npeagen Konn4yectBeHHOro onpegerneHunsa

14. HwkHun npepen konuyecTtBeHHoro onpegeneHns (HIMKO) ecTb HaumeHbllas  KOHUeEHTpauus
aHanuanpyemoro BellecTBa B obpasue, KoTopas MOAAaeTCA HaAEeXHOMY KONUYECTBEHHOMY OMpefeneHulo ¢
npvemneMon nNpaBUNbHOCTLIO U NpeunanoHHocTbio. HIMKO cumMTaeTca HaumeHbLWMM rpaayMpoBOYHbIM CTaHAaPTHBIM
obpasuom (kak aTo ykasaHo B noppasgenax «lpaBunbHoOcTb» U «lpeunsnmoHHOCTb» HacToswero pasgena). Mpu
3TOM CUrHam aHanusupyemoro BelectBa u3 obpasua ¢ HIKO gomkeH He meHee 4em B 5 pa3 mpeBocxoauTb
BENMYMHY curHana xonoctoro obpasua. HINKO HeobxoanMo aganTvpoBaTh K 0XMAAeMblM KOHLUEHTpauMsaM 1 Lenu
uccregosaHus (Hanpumep, B uccnenoBaHumn 6uoakemeaneHTHocTn HIMKO He pomkeH ObiThb Bbilwe, 4eM 5 % ot Cmax
(MMHMManbHONM BenuymHbl Cmax 13 Bcel BbIOOPKM CyObEKTOB)).

FpapyvpoBoYHas kpuBas (NMMHENHOCTb)

15. HeobxooMMo oueHUTb YHKUMIO OTKNUKA T[padyvMpoOBOYHOM KPWMBOW [ANs BCEX KOHLEHTpauuin
aHanuM3npyemoro BeLlecTBa, MNpyW 3TOM U3YYEHUIO MOANEXWUT OnpefdeneHHbIi  AMana3oH  KOHLUEHTPaLUiA.
pagynpoBoYHbIE CTaHOapTHble 06pasubl rOTOBAT MyTeM f06aBNeHUs aHanu3vMpyemoro BeLLEeCTBa C U3BECTHbIMU
KOHLIEHTpaLMsaAMUN K XONOCTOM npobe ¢ MCnonb3oBaHMEM TOWM Xe ee pa3HOBUOHOCTW, KoTopasd Gyaet nonyyeHa B
uccnegoBaHumn. Kaxgomy aHanusvpyeMoMy BeLLEecTBY, M3ydaeMOoMy Npu Banugauum 6noaHanmTm4eckon MeToamkm,
N KaXXOOMY aHanuTU4YeCcKOMy LMKITy AOMKHA COOTBETCTBOBATL OTAENbHAsA rpadynpoBOYHast KpyBas.

B wnpeane po Hayana npoBedeHus BanuaauuMm OGuoaHanUTUYECKOM MEeTOAMKM HeobXoouMO YCTaHOBUTb
OXMOaemblh AOManasoH KOHUEHTpauuin. OTOT Avanal3oH [OMKeH MepekpblBaTbCA aHanuTUyYeckorn obnacTbio
npuMeHsieMoln MeToauku, 3agaBsaemont HIMKO kak HaMmeHbLUEro rpagyMpoBOYHOIO CTaHAapTa v BEPXHUM Mpeaenom
KonuyecTBeHHoro onpeaeneHuns (BMKO) kak Hanbonbliero rpagyvpoBoYHOro craHgapta. [duana3oH Heobxoanmo
3ajaTb C Lenblo Hagnexallero onncaHnst papmMakokMHETUKN U3y4aeMoro aHannsmpyemMoro BeLLecTBa.

16. Momumo xonoctoro obpasua (nogseprHyToro obpaboTke Guonorudeckoro obpasua, He cogepXallero
aHanuanpyemoro BellecTtsa unn BC) n Hynesbix obpasuos (nogseprHyTbix obpaboTtke Guonormyeckmx obpasLos,
copepxawmx BC) Heobxogumo mcnonb3oBaTb He MeHee 6 pasnuyHbIX rPagyvMpoBOYHbIX KOHUEeHTpauui. Kaxabii
rpagympoOBOYHbIA CTaHOAPT AONYCKAeTCs aHann3MpoBaTb NOBTOPHO.

17. Heobxogmmo wmcnonb3oBaTh 3aBMCMMOCTb, KOTOpasi MPOCTO M HaAEXHO MO3BONSEeT onucatb (PYHKUMIO
OTKMUKa aHanMTMYEeCKOro CurHamna OT KOHLEHTpauuu aHanu3upyemoro Bellectsa. [pu BbluMCNEHMM NapameTpoB
rpagyvMpOBOYHON KPUBOW XONOCTbIE U HyNeBble 06pasubl HE YYUTLIBAIOT.

18. B otyeTe HeobxoaMMo onucaTb NapameTpbl rpagyvpOBOYHOM KPWMBOW (O4NS NMHEWHOW perpeccun - yron
HakmnoHa u cBoboaHbIN YneH (Mpu HeobxoaMMOCTH nocreaHero)). B gononHeHve K aToMy Hapsigy € pacCcYMTaHHbIMU
CpeaHMMM 3HAYEHNSIMU MPAaBUITbHOCTM HEO6X0ANMO NPEeACTaBUTb IKCMEPUMEHTANbHO pacCUYUTaHHbIE KOHLEHTpauun
rpagympoBOYHbIX CTaHAApPTOB. B oTyeTe HeobxoaMmo npeacTaBuUTb BCE MMEHKLLMECS UNN NMPUEMSIEMbIE KpUBbIE (HO
He MeHee 3), Nony4YeHHble B X0A4e Banugaumm.

19. OkcnepMMeHTanbHO pacCUMTaHHble KOHLIEHTpaUMM rpagyMpOBOYHbIX CTAHOAPTOB [AOMKHbI NnexaTb B
npegenax += 15 % OT HOMMHanbHbIX 3Ha4yeHWn (3a ucknodeHnem HIMKO, ons KOTopbIX 3TU 3HAYEHUss MOryT
HaxoguTbcs B npegenax + 20 %). SToMy KpUTEpUO OOMKHbI COOTBETCTBOBATb HE MeHee 75 % rpagynpoBOYHbIX
CTaHAapTOB B HE MeHee YeM 6 pasnunyHbIX KOHUEHTpaumsax. Ecnv ncnonb3ytoTcsa NOBTOPHOCTM, 3TUM KpUTEPUSM (B
npepenax + 15 % wnnu + 20 % ana HMKO) gomkHbl cooTBeTCcTBOBaTh HE MeHee 50 % ucnbiTaHHbIX 06pa3uoB Ans
KaXkOOW KOHLEHTpauuu rpagyvupoBOYHbIX CTaHO4ApToB. Ecnn rpagyupoBOYHLI CTaHOAPT HE COOTBETCTBYET 3TUM
KpUTEPUSIM, ero HeobXxoanMO UCKMIOYUTb, a rPagyupPOBOYHYHO KPUBYHO nepecymTaTb 6e3 yyeta aToro craHgaprta (B
TOM 4ucrie nNpoBECTM MOBTOPHbLIN PErpecCUMOHHbLIM aHanus). Ecnv Bce NMOBTOPHOCTW rPagyMpOBOYHBIX CTaHOapToB
HMKO wunu BIKO 6binn 3abpakoBaHbl, TO Banuaauuio COOTBETCTBYIOLLEN CepuM rpagympoOBOYHbIX PAacTBOPOB He
npoBoasAT. MNpy 3TOM HEOOXOAUMO YCTaHOBUTL NMPUYMHEI 3aOpakoBKM, @ METOAMKY NpU HeobxoammocTu gopaboTaThb.
Ecnn Banvpauus cnegylowen cepum Takke He npoxoauT, TO A0 Havana HOBOW Banvpauum Heobxoaumo
nepecMoTpeTb METOANKY.

20. HecmoTps Ha TO, 4TO TpPagyMpOBOYHYIO KPUBYK KeraTenbHO CTPOUTb C  UCMONb30BaHWEM
CBEXEMNPUIroTOBIEHHbIX 00pas3uyoB, MpM  HanmMuMM  Hagnexawmx [OaHHblX M0 CTabunbHOCTM  JonycKaeTcs
MCNOb30BaTb PaHee NPUrOTOBMEHHbBIE U NOABEPTLUMECH XPaHEHUIO rPadynpoBOYHbIE 00pasLbl.

MpaBunNbHOCTbL

21. MNpaBWAbHOCTL aHANUTMYECKON METOAMKN BblpaxaeT 6nm3ocTb Nony4yeHHbIX C NOMOLLbIO Hee 3HaAYEHUN K
HOMWHAsnNbHbIM KOHUEHTpaunaM aHanusnpyemoro BellectBa (KaK npaBuno, OHa BbIpaXaeTca B npoueHTax).



MpaBunbHOCTL HeoOxoAMMO oueHMBaTb No obpasuaM Ans koHTponst kavectBa (KK) - obpasuam, K KOTOpbIM
pobaBneHo 3apaHee N3BECTHOE KONMYEeCTBO aHanuaupyemoro Bewectea. Obpasubl ang KK rotoBaT HesaBucumo ot
rpagyvMpoOBOYHBIX CTaHAAPTOB, UCMONb3Ys PasnuyHble NpeaBapuUTeNbHO NPUTOTOBIIEHHBIE NCXOAHBIE PACTBOPHI.

22. O6pasubl anst KK aHanuavpyoT no rpagyMpoBOYHON KPUMBOW, 3KCNEPUMEHTArbHbIE 3HAYEHNS KOHLEHTpaLMi
CpPaBHUBAIOT C HOMUHamNbHbLIMU. [paBUNBHOCTL B OTYETE BbIPaXaloT B BUAE MPOLIEHTA OT HOMUHAMbHbIX 3HAYEHWUIA.
MpaBunbHOCTL HeobxoAMMO onpefensaTb No KOHUeHTpaumam obpasuos Ana KK, nonyvyaembim kak BHyTpu 1 uukna
(NpaBUNBHOCTbL BHYTPU LMKMA), TaK U B pasHbIX LMKMax (MpaBunbHOCTb Mexay Lmknamu).

C uenbto oueHkU MobbIX BpEMEHHBIX TEHAEHLUMIN BHYTpY 1 LmMkna uenecoobpasHo noaTBepAUTb NPaBUITbHOCTb
M NpeuusnoHHocTb aHanm3a obpasuyoB ansa KK He meHee yem B 1 uMKne, COOTBETCTBYKOLIEM MO BENUYUHE
NNaHMpyeMomy aHanmMTU4EeCKOMY LMKITY AN UCNbITyeMbIX 00pasLoB.

lpasunsHocmb 6Hympu yukna

23. MNpaBunbHOCTb BHYTPY LMKNa onpegensioT nyTeM aHanm3a BHyTpM 1 uukna He meHee 5 obpasuoB ogHoOn
KOHLIEHTpaUMn He MeHee 4YeM Ans 4 pasnuuHbIX KOHLUEHTpauuKn, BXOAALWMX B AMANa3oH NMPUMEHEHUs MEeTOAUKMU.
PekomeHayeMble KOHUEHTpauun:

HIKO;

TpoviHast BenuuuHa HIMKO (HkHWIA ypoBEHB);

okono 30 - 50 % OT BepxHeW rpaHuLbl onpeaenseMbiX KOHLEHTpauUMi (CpeaHU YPOBEHD);

He MeHee 75 % OT BepXHen rpaHuvLpbl onpegensemblx KOHLEHTpauui (BEpXHUA YPOBEHD).

CpeaHee 3HayeHVe pacCUMTaHHbIX KOHLEHTpauUMi AOMKHO Haxoantbesa B npegenax + 15 % oT HOMMHanNbHbIX
3HaveHu anga obpasuos ans KK; ogHako ans HIMKO npegensl gonyckaetcsa pacwmpntb Ao + 20 % OT HOMUHAnNbHbIX
3HaYEHUN.

MpasunsHocmb Mex0y yuknamu

24. ins Banuaaumm NpaBuIibHOCTM MexXay umknamu Heobxoammo oueHnTb HIMKO, HUXKHWIA, cpeaHuin n BEPXHUIA
ypoBHM obpasuos ans KK n3 He meHee 4yem u3 3 npoaHannaMpoBaHHbIX LMKIOB, NPOBEAEHHbIX B TEYEHNE HE MeHee
yeM 2 pasnuyHbix aHen. CpeaHee 3HaYEeHNe pacCUMTaHHbIX KOHLUEHTpauuMin AOMKHO HaxoanTbesa B npegenax + 15 %
OT HOMMHanbHbIX 3HavyeHu ana obpasuos ana KK; gna HIMKO npegensl gonyckaetca pacwuputb go + 20 % ot
HOMMHamNbHbIX 3HAYEHWUIA.

25. B otyeT 0 Banupauum MeTOOAMKM MpU onpedeneHuyM MNpaBUIIbHOCTU M MPELM3NOHHOCTU Heobxoaumo
BKITIOUUTb BCE MOJNyYEHHbIE pe3ynbTaThl,

3a UCKIMKYEHNEM JAOKYMEHTUPOBAHHbIX MPOMaXx0B.

lMpeyusuoHHoCcMb

26. lMpeumsnoHHOCTb aHanMTUYECKON MEeTOOMKU - 3TO CTeneHb GnM3ocTn pesynbTaToB MeXAy OTAErNbHbIMU
NMOBTOPHBIMW U3MEPEHUSMM, BbIPAXaloLWAascs B BUAE OTHOCUTENBHOrO CTaHAapPTHOrO OTKIMOHEeHWs (koadduumeHTa
Bapvaumu). NpeunsnoHHocTb Heobxoaumo noaTBepanTb Ana HIKO, HwxHero, cpegHero M BEpXHEro ypoBHeW
KOHLUeHTpauumn obpasuos Ana KK kak BHyTpu 1 upkna, Tak u Mexay pasHbiMy LMKNamu, To eCTb ANS TeX e LIMKIOB U
AaHHbIX, YTO ¥ NPU NOATBEPXKAEHUN NMPaBUIbHOCTH.

lNpeyusuoHHOCMb S8Hympu yukrna

27. lMpw oueHke NPeunsMoHHOCTU BHYTPWU uMKkna HeobxoamMMo ucrnomnb3oBaTb He MeHee 5 06pasuoB OOHON
koHueHTpauumn ans HIMKO, HuxkHero, cpegHero 1 BepxHero ypoBHen KoHueHTpaumn obpasuos ans KK BHyTpu ogHoro
umkna. OTHocuTenbHOe CTaHAapTHOe OTKIOHeHWe BHYTPWU 1 Lukna He AomkHO npesbiwaTb 15 % Ans obpasuos Ans
KK, ons HMKO oHo He gomkHo npesbiwaTb 20 %.

MpeyusuoHHocMb Mexdy yuknamu

28. Tpn OLEHKe NPEeumMsMoHHOCTM Mexay uumknamum Heobxoammo onpegenute HIMKO, HwkHWIA, cpeaHun u
BEPXHWI YPOBHU KOHLIEHTpauuii o6pasuos ans KK He MeHee 4yem 13 3 npoaHanuanpoBaHHbIX LMKIOB, NPOBEAEHHbIX
B TEYEHME HEe MeHee 4eM 2 pasnuuHbix AHen. OTHOCWUTENbHOE CTaHOAPTHOE OTKIMOHEHWE MeXAy UMKNamu He
OormkHo npesblwaTtb 15 % ansa ob6pasuos ansa KK, ana HIMKO oHo He aomkHo npeBbiwath 20 %.

OrtcyTcTBUE BNYsHNS pa3baeneHns obpasLoB

29. CreneHb pas3baBneHuss obpa3uoB He AOMKHA BMMATbL Ha MapaMmeTpbl NMPaBUIIBHOCTU U MPELM3NOHHOCTH
mMeToamku. o BO3MOXHOCTM Banupaumio pasbasreHus obpasuoB HeobxoauMO NpoBoAMTbL NyTeM fobaBneHust K
MaTpuLUe aHanu3Mpyemoro BELLeCcTBa B KOHLEHTPALMU Bbllle BEPXHEN rpaHuubl onpeaensieMbiX KOHLEHTpauui u
pasBefeHns norny4YyeHHoro obpasua xonocTton npobon (He MeHee 5 onpefeneHvun Ha kaxgoe pasbasreHuve).
MpaBMnNbHOCTb U NPEUM3NOHHOCTb AOMMKHbI HAXOAUTLCSA B Npeaenax yCTaHOBMNEHHbIX KPUTEPUEB NPUEMIEMOCTM (He



b6onee = 15 %). AHanuTuuyeckuii OmanasoH (Qnanas3oH NPUMEHEHWs) OOMKeH BKMo4vaTb B cebsi pa3basneHue,
NPUMeEHsieMoe K UCTbITyeMblM obpasuam.

30. OueHKy AvanasoHa MPUMEHEHWS MOXHO MNPOM3BECTW B paMKax 4acTuyHoW Banugauumu. [onyckaetcs
MCMoMb30BaTh MHYIO MaTpULLy, eCrn MOKa3aHO, YTO OHa He BNNSET Ha NMPEeLM3NOHHOCTb 1 NPaBUIbHOCTb.

AddekT maTpuubl

31. Mpun npumerHeHnn MC-meToauk HeO6XOAMMO OLEeHWUTb 3AMEKT MaTpuubl, UCNONb3Ys He MeHee 6 cepui
XOmnocTbix 06pa3LoB OT pa3HbIX CyOLEKTOB (MCTOYHMKOB).

32. TlyTem BbIMUCMIEHNS OTHOLLEHWS MaKCUMarnbHOM NfoWaau nuka B NPUCYTCTBUM MaTpuubl (onpegensertcs
nyTeMm aHanm3a NOAroTOBIIEHHOrO X0nocToro obpasua ¢ AobaBneHHON N3BECTHOW KOHLEHTpaUMen aHannsnmpyemoro
BeLLEeCTBa) K MakCMMarnbHOW NoLaan nuka B OTCYTCTBME MaTpULbl (YMCTbIN PAcTBOP aHanM3nMpyemoro BeLlecTsa B
TOM Xe KOHLUEHTpauuu) Ans Kaxgow cepuy MaTpuubl Ans BCeX aHanuavpyembix BewectB u BC Heobxoammo
paccuutaTb adpdekt matpuubl (3M). Heobxogmmo paccuntatb Hopmanu3oBaHHbin OM no BC (kak yacTtHoe oT
peneHns 3OM  aHanuanpyemoro BewectBa Ha 3M BC). OrtHocuTenbHoe CTaHAApTHOE  OTKIOHEHue
HopmanusoBaHHoro OM no BC, paccuntaHHoe ansa 6 Guonoruvyeckux obpasuos, He AoMmkHO npesbiwaTte 15 %.
N3mepeHns ocyLecTBAAIOT ANS HUXKHEro N BEePXHEro YPOBHS KOHLEeHTpauui obpasuos Ans KK.

Mpy HenpMMeHUMOCTW Takoro noaxoaa (Hanpumep, Npu NPOGONOAroTOBKE B PEXMME pearibHoro BpeMeHW)
HeobxoAMMO OLeHUTb BapnabenbHOCTb OTKIMKOB MEXAY CEepusiMu NyTem aHanm3a He MeHee 6 cepui maTpuubl, B
KOTOpYto AoBaBreHo aHanu3npyemoe BeLLeCTBO Ha HUXKHEM 1N BEPXHEM YPOBHSIX KOHLeHTpauum obpasuos ansa KK. B
oTyeTe O Banuaaumm HeobxooumoO MpeacTaBvTb NNoOWaAW MMKOB aHanusmpyemoro BeuwjectBa M BC, a Takke
paccuuTaHHble KOHLEeHTpauun Kaxxgoro obpasua. OTHoCcMTenbHOE CTaHAapTHOE OTKIOHEHWE ANs CepUKn He JOIMKHO
npesbiwatb 15 %.

33. Ecnu matpuua manogocTtynHa, AOMyCKaeTCcs MCNonb3oBaTb MeHee 6 pasnuyHbiX Cepun Matpul, O4HAKO
Takow nogxop Heobxoanmo obocHoBaTk. B aToM cnyyae Takke HEO6XOAMMO OLEeHUTb addeKT MaTpuLbl.

34. Ecnm nekapcTBeHHbIN npenapaTt, MpegHasHavYeHHbli AN napeHTepanbHOro BBedeHWs CcybbekTam
MCCNeAoBaHNA UMW XUBOTHBLIM, COOEPXWUT BCMOMOraTerbHble BeLLecTBa, CMOCOOHble Bbi3BaTb addhekT maTtpuupbl
(Hanpumep, MONMAITUNEHINIMKONb WK nonucopbat) addekT maTpuubl B OOMNOMHEHWe K XONoCTOW MaTtpuue
OLEeHMBAIOT, NCNOMb3ys MaTpuLy, COAepXallylo yka3aHHble BCnomoraTenbHble BelwecTBa. Ecnv He gokasaHo, 4To
yKka3aHHble BCroMoraTernbHble BellecTBa nogseprarotca metabonuamy nnu GuoTpaHcdopmauun in vivo, maTpuuy
ANs aHanmu3a nonyyawT OT CyObeKTOB UCCreaoBaHUSA UMM XMBOTHbIX, KOTOPbIM BBOAMMM 3TW BCMOMOratenbHble
BellecTBa. BrnmaHue BcnomoratenbHbIX BeLECTB MOXHO OLEHUTb MyTem BbluMcrieHMs 3OM wnum nposegeHus
nccrnepoBaHna NocpeacTBOM pasBedeHns UCMbiTyemoro obpasua ¢ BbICOKOW KOHLEHTpaumeln B XOnoCcTon matpuue,
He cofepxallel BcrioMmoraTesibHble BellecTsa.

35. B gononHeHve k ctaHgapTHbIM Buonormyecknm obpasuam adhdekT MaTpuLbl PEKOMEHAYETCA OLEHNBaTb Ha
«HecTaHgapTHbIX» obpasuax (Hanpvmep, obpasuax rmnepnMnUuaeMmyYeckon nnasmbl UM NNasmbl, NOMy4YEHHON U3
KpoBW, noAsepriencsa remonuay). Ecnv aHanusy nognexar obpasupl OT 0cobbix rpynn nauveHToB (Hanpumep, ¢
MOYEYHOM UMM MEYEHOYHOW HeAoCTaTOMHOCTLI), 3deKkT maTpuubl pekoMeHAyeTCs OUeHUTb, WCNonb3ys
6uonoruyeckme obpasLpbl OT TaKMX NauneHTOoB.

CmaburnsHocmb

36. YTobbl yOOCTOBEPUTBLCS, YTO KaXabI 3Tan NpobonoAroToBKM U NocneayLero aHanusa obpasuos, a Takke
YCMNOBUS UX XPaHEHUSI He MOBMUSMM Ha MOCTOSIHCTBO COXPAHEHMs1 KOHLEHTpauuu aHanvM3upyemoro BeLLecTBa,
NpoBOAAT UCCNeAoBaHNe CTabUNbHOCTHU.

37. CTtabunbHOCTb HEOOXOOUMO OLEHUTb AN KAXXOOro dTana aHanmMTUYecKon METOAMKM, TO eCTb MONy4YnTb
JokasaTenbCcTBa TOro, YTO YCIOBUS, AN KOTOPbIX NPOBEAEHbl UCCNeAoBaHMSI CTaburbHOCTM (Hanpumep, BuUA
Ouvonornyeckoro obpasua, Hanuuue aHTUKoarynsHTa, Martepuan KoHTenHepa (YnakoBKMW), XpaHEHUe U YCIioBUS
aHanu3a) aHanorm4Hbl peanbHbIM YCIOBUSM aHanm3a ucnbiTyeMbix obpasuoB. Ccbinka Ha NMUTepaTypHbIE UCTOYHUKN
He SBMSEeTCs AOCTAaTOYHbIM YCOBUEM.

38. CtabunbHOCTb aHanMaupyeMoro BellecTBa B uccrnegyemMom obpasle OueHMBalT, Mcronb3ys obpasub
HWXXHEro U BEPXHEro YpoBHSA kKoHUeHTpauuu ans KK, koTopble nccnenytoT cpasy nocne nx npobonoaroToBku 1 nocne
XpaHeHWsi B YCIOBUSAX, B KOTOPbIX MpoBOANTCA paboTa ¢ ncnbityembiMm obpasuamu. Obpasubl ana KK, kak npasuno,
aHanu3npywT Mo rpagyMpoBOYHON KPUBOKM, PACCUMTAHHOW MO CBEXENPUrOTOBMNEHHBIM rPadyMpPOBOYHBIM pacTBOpaM.
[Mony4yeHHble KOHLEHTpauMM CpaBHMBAKOT C HOMWHaNbHbIMU. [1paBUNBHOCTL ANSA KaXOOW M3 KOHUeHTpauun (ang
CpeaHuX 3HaYeHWI) AOoMKHa HaxoanTbCs B npedenax + 15 % oT HOMMHANBHOrO 3HAaYEeHUS.

39. HeobxoguMmo, yuuTbiBasi NWHEWHbIM [OuManasoH W AvMana3oH  OnpefenieHus [OeTekTopa, WcnbiTaTb
CTabuNbHOCTb UCXOAHbIX U pabo4vMx pacTBOPOB NOCHE COOTBETCTBYIOLLMNX Pa3BEAEHUN.

40. NccnepoBaHus ctabunbHOCTM HEOGXOOAMMO MPOBOAUTL MPW Pa3MUYHbIX YCMOBUSX XpaHeHUst (Hanpumep,
UCnonb3ys NOAXOA «HAaWXYALLEro cryyasi»), Mo Cpokam paBHbIM UMW MPEBbLILIAOWMM CPOKM XpaHEHUsT (PaKTUYECKMX
aHanuanpyeMbix uccrnegyembix o6pasos.

41. Heob6x04MMO NPOBECTU CNeayoLMe UCTIbITAHUST CTabUNBHOCTH:

a) cTabunbHOCTb UCXOOHBIX M pabo4vMx pacTBOPOB aHanu3npyemoro Bewectea u BC;

0) cCTabunbHOCTb 3aMOPOXEHHOrO M Pa3MOPOXEHHOro  Guonormyeckoro obpasua, copepxalero
aHanuanpyemoe BeLLEeCTBO (NepemMeLLEeHHOro U3 yCroBMI 3aMOPO3KN B KOMHATHYIO TeMMepaTtypy unu TemnepaTtypy
ycnoBwuii Npo6onoAroToBKM HE MEHEE YEM B 3 LIUKIaX «3aMOpaXXUBAHUS - pasMopaXXnBaHus»);

B) KpaTKOCpo4Hasi cTabunbHOCTb aHanuM3upyemoro BellecTBa B OGuornormyeckom ob6pasue npu KOMHATHOW
Temnepartype unv TemnepaTtype ycrosuii Npo6onoaroToBKY;



r) ecTecTBeHHOe XxpaHeHWe Ouonormyeckoro obpasua, coaepxallero aHanusmpyemoe BellecTBo (B
3aMOpPOXEHHOM BuAE).

42. Kpome Toro Heo6xoanmo NpoBeCTU CreayroLLme UcnbiTaHns (ecnv NpUMEHUMO):

a) ctabunbHOCTb 06pasua nocrne NPobONOAroTOBKM NP KOMHATHOW TemnepaTtype Wnu B YCINOBUSIX XpaHeHWs,
KoTopble ByoyT NCMonb30BaTbCs BO BpEMS aHanuaa;

6) cTtabunbHOCTbL noaBeprumxcs npobonoaroToBke 06pa3LOB B YCTPOMCTBE AN aBTOMaTU4ECKOro BBoOAA
npobbl Npy TemnepaType MHXEKTopa unmn asTogosaTopa.

43. WN3yyeHne cTabunbHOCTM nNpu 3amopaxmBaHuM W pasmopaxuBaHun. O6pasubl ana KK xpaHar
3aMOPOXEHHbIMW B MOPO3UNBHON Kamepe npu npeaycMOTPEHHOW TemnepaType W 3aTteM pa3MopaxuBsaloT npu
KOMHaTHOW TemnepaTtype unu temnepartype npobonoarotoBku. [locne nonHoro pasmopaxuBaHus obpasLbl 3aHOBO
3aMopaxwuBaloT B TeX Xe ycnosusix. B kaxxgom uukne obpasubl JOMKHbI HAXOAUTLCS B 3aMOPOXEHHOM COCTOSIHUN B
TeyeHne no MmeHblen Mepe 12 yacoB. KonmyecTBO LMKIOB W3Yy4YeHUS CTabUNBbHOCTM «3aMOPaXMBaHWUS -
pasMopaxmBaHWA» LOIMKHO ObiTb PABHLIM MMM NPEBbILLATL KONIMYECTBO TaKUX LIMKMOB ANS UCMbITyeMbIX 06pas3LoB.

44. V3yyeHne eCTECTBEHHOrO XpaHeHusi 3aMOpOXeHHOoro Ouonornyeckoro obpasua, coaepxallero
aHanusnpyemoe BellectBo. O6pasubl ana KK Heobxoanmo 3amMopo3nTb B TEX Xe YCMOBUSAX U XPaHUTb B TaKuUX
YCNOBUSIX CTOMbKO e, CKOMbKO M UCMbiITyeMmble 00pasubl, MnuM Aonblie. B OTHOWEHWUM HM3KOMOMEKYNspHbIX
OpraHVyecKMx CoeaAnHEeHN AoNyCcKkaeTCs UCMOoNb30BaTh NOAX0A, OCHOBAHHbIN Ha UCCNeaoBaHNM KpaHUX BapMaHToOB
(meTop GpekeTuHra), Hanpumep, ecnu cTabunbHOCTb NOATBEpPXAeHa Npu Temnepatypax MuHyc 70 n muHyc 20 °C,
uccregosaTtb CTabunbHOCTb NpWU TemnepaTypax, nonafawwmux B 3TOT Avanal3oH, He Tpebyetcd. CtabunbHOCTb
KPYNHbIX Monekyn (Hanpumep, nentngoB u 6ernkoB) HeOOXOAMMO MOATBEPAMTb ANS KaXOoW u3 TemnepaTyp, npuv
KOTOpbIX OyaeT ocCyLlecTBnATbLCS XpaHeHue 6wuonornyecknx obpasuoB. B pgononHeHne k obpasuam gns KK
OOrMycKkaeTca UCMNonb3oBaTb UCMbITyeMble 00pasubl, OAHAKO WCMNOMb30BaHWE TOMbKO WUCMbITyeMbIX 0OpasLoB
ABNAETCA HEAOCTATOYHbIM, NMOCKOSbKY HOMUHAIbHbIE KOHLEHTPALMM aHann3npyemMoro BeLecTsa B HUX HEU3BECTHbI.
PesynbtaTthl u3yvyeHuss CTabMMbHOCTM MNPU ECTECTBEHHbIX YCIMOBMSAX XPaHEHUS AOMKHbl ObiTb MNOMydYeHbl A0
COCTaBneHus oTyeTa.

45. WN3yyeHue cTabunbHOCTM UCXOOHbIX M paboumx pacTBopoB. [loaTBepxaaTb CTabunbHOCTbL paboumx
pacTBOPOB AN KaXO0W KOHLEHTpauun He TpebyeTcs, AonycKaeTcst orpaHU4MTbCs NOATBEPXKAEHNEM CTabUNbHOCTU
KpanHux BapuaHToB (MeTogom OpekeTuHra). [NoateepxaaTb CTAOMMBbHOCTb BHYTPEHHUX CTaHOAPTOB, MEYEHHbIX
cTabunbHbIMM M30TONaMKU, He TpebyeTcs, ecnv MOATBEPXKAEHO, YTO B YCMNOBUSIX, AN KOTOPbIX MOATBEpPXAEHa
CTabunbHOCTb aHaANM3NpPyemMoro BELLECTBa, HE MPOUCXOANT peakumii M30TOMNHOro obmeHa.

46. B OTHOWeEHUN uCCneaoBaHWs C HECKOMbKMMW aHanu3npyeMbiMW BeLleCcTBamK, BKMYas OTAerNbHbIe
uccnegoBaHvs OGUO3KBUMBANEHTHOCTW, HeOOXO0AMMO noaTBepauTb CTAbUNBHOCTb  KaXdoro  aHanmMampyemoro
BellecTBa B Gronormyeckom obpasue, cogepxallem Bce aHannsmpyemble BeLLeCTBa.

47. B uensx noaTBEpXOEHVUs TOro, 4YTO onpefensiemMble aHanMTUY4eCKOn METOAMKOM KOHUEeHTpauun
aHanu3npyemoro BeLLecTBa OTpaalT €ero MUCTUHHOe coaepxaHve B Ouonormyeckux obpasuax cybbekTa
uccrneaoBaHus B MOMEHT KX oTbopa, HeobXxoaMMO W3y4uTb CTabUNbHOCTb aHanuM3npyemoro BellecTBa B
6uonoruyeckom o06pa3ue, nofny4yeHHoM cpasy nocne oTbopa obpa3uoB M B TevYeHWe MnocrneayloLllen
nNpo6onoAroToBKM BMOTb A0 MOMELLEHNS €ro B YCMOBUS XpaHeHus. HeobXxoauMMocTb MNOATBEPXOEHWUS Takou
cTabunbHOCTM cnegyet paccmaTpyvBaTb B 4YacTHOM MOPSiAKE, OPUEHTUPYSACh Ha XUMWUYECKYH) CTPYKTYpPY
aHanusnpyemMoro BeLLlecTBa.

3. YactuuHas Bannpauus

48. MNpn He3HauNTENBHBLIX N3MEHEHWNSX paHee BanuAMpPOBaHHOW aHaNUMTUYECKOW METOAMKM (B 3aBUCUMOCTU OT
XapakTepa Takux U3MEHEHUI) B NPOBEAEHNM NOMHOW Banuaaumu, Kak npaBumo, HeT HEo6XoaNMOCTH.

K n3ameHeHusIM, B OTHOLLEHUUN KOTOPbIX AOMYCKaeTCs NpoBeAeHMe YaCTUYHOW BanvMaaLmmn, OTHOCATCSA TpaHcdep
OvoaHanuTMyeckon MeToaMkM B Apyrylo nabopatoputo, 3amMeHa o06OpydoOBaHMS, W3MEHeHWe auanasoHa
NPUMEHEHUS, OrpaHUYEHHbIN 00beM Ouonornyecknx obpasLoB, W3MEHeHMEe pPas3HOBUAHOCTM Buonormyeckoro
obpasua mnM BuAa XMBOTHOTO, 3aMeHa aHTUKOArynsHTa, W3MEeHeHue npouenypbl NPobGONOAroTOBKW, YCIOBUMA
XpaHeHust n ap. B otyeTe HeOGX04MMO OTpPa3uTb BCe MpouM3oLLelme U3MeHeHnss 1 06ocHoBaTb 06bEM NOBTOPHOM
WY YacTUYHOW Banuaauun.

O6Gbem 4acTMyHONM BanugauuMm MOXeT npeanonaratb ob6bem paboT HauMHash C MUHUManNbHOro 06beMa,
3aKIMHOYaAOLLErOCA TOMBKO B BbIMOSIHEHWM OLEHKN MPELU3MOHHOCTM U MPaBUIIBHOCTM BHYTPU LMKMA, U 3aKaH4uBas
npoBeAeHVEM MOJHOW BanuaaLumu.

4. NepekpecTHas Banupauus

49. Ecnn gaHHble nomyyeHbl C MOMOLLBIO pa3HbiX METOAO0B (METOAMK) B pamKax rpynnbl UCCnefoBaHWn unv B
pamkKax OAHOro MCCNedoBaHWsi B pasnuyHbiXx nabopaTopusix C MUCMNOMb30BaHMEM OOHOW M TOW e MEeTOAMKM,
HeobX0aMMO CpaBHUTL MOMYYEHHbIE AaHHbIE U MPOBECTU MEPEKPECTHYID BanuaauMio UCMONb30BaHHbIX METOO0B
(meToauk). B pamkax MHOroLEHTPOBOrO UCCrNeAoBaHMsA pasnuunst B NpobonoaroToBKe UMM MCMOMb30BaHWE WHOTO
aHanUTMYeCKoro MeToaa MOXET MPUBECTU K pasfnMyHbIM pesynbTatam. 10 BO3MOXHOCTM NEPEKPECTHYI0 BanMaaLlmio
HeoOXoAMMO NpPOBECTU [0 aHanusa MCMbITyeMbix obpasuoB. B pamkax nepekpecTHow Banugaumm Heobxoammo
npoBecT aHanun3 obpasuoB ans KK unu ncnbityembix 00pasuLoB ¢ NOMOLLBI BCEX UCMOMb30BaHHbLIX aHANMMTUYECKMX
MeTofoB (MeToauk). MonyyYeHHble ¢ MOMOLLbIO Pas3nNUYHbIX METOAOB (METOAMK) CpeaHWe 3HaYeHUsl NMpPaBUIIbHOCTU
ans obpasuos ansa KK He gomkHbl pasnuyaTtbes 6onee Yem Ha + 15 %, ogHako npu AoCTaToYHOM 0GOCHOBAHUM OHU
MOryT pasnuyaTbCs Ha Oonbluylo BenuuuHy. MorpeliHocTb Mexay ABYMS 3Ha4YeHUsIMUM UCMbITyeMbix 0bpasLoB
AOMKHa yknagbiBaTbcs B Anana3soH 20 % oT ux cpegHero 3HavyeHust He meHee YeM ang 67 % noBTOpHOCTEN.



lll. AHanNu3 ncnbITyeMbiX o6pasuoB

50. Mo 3aBeplleHun NOMHOW Banugauuyu aHanMTUYEeCKONW METOAMKM MPUCTYNaKT K aHanuay WCMbITyeMbIX
obpasuos. [lo Havana aHanusa wWCMbITyeMblx 06pasuoB HeobXxoAMMO NPOBECTU MPOBEPKY MNPUrogHOCTH
OrnoaHannTN4eCcKon METOANKMN.

51. C uenbto obecnevyeHns NpMemMneMocT aHanMTUYecKoro Lmkna npobonoaroToBky MCnbITyeMbix 06pasLos,
obpasuos ans KK u rpagynpoBoYHbIX pacTBOpOB HEOHBXOAMMO OCYLLECTBMAATb B COOTBETCTBUM C BanuampoBaHHON
aHanuTUyecKon MeToANKON.

1. AHaNUTUYECKUN LUMKn

52. AHanMTUYeCKUI UMK COCTOMT 13 xonoctoro obpasua (noaseprHyToro obpaboTke Guonornyeckoro obpasua,
He cofepxawero aHanuanpyemoro Bewectsa unu BC) u Hynesoro o6pasua (nogseprHytoro obpaboTke
6uonornyeckoro obpasua, cogepxaulero BC), rpagynpoBOYHbIX pacTBOPOB He MeHee 4eM B 6 KOHLEeHTpauusx,
o6pasuoB ana KK He MmeHee 4eM B 3 KOHLEHTpaUMAX (HWXKHUIA, CPEOHUA 1 BEPXHUIA YPOBHW) B 2 MOBTOPHOCTSX (UNnun
He MeHee 5 % oOT konuuyecTBa MCnbITyeMbix 0Opa3UoB B 3aBUCMMOCTW OT TOro, 4To 6Onblie) M MCNbITyEMbIX
o6pasuoB, nopnexawmx aHanudy. Ecnu HOMUHanbHble KOHLEHTPALMU WUCXOAHbIX PacTBOPOB HE YCTaHOBMEHbI,
rpagyvpoBoYHble pacTBopbl M obpasubl and KK HeobxogMmo roToBUTb OTAENbHO, WCMONb3ys pasHble
NPUroToBMEHHbIE UCXOOHbIE pacTBOpbl. Bce obpasubl (rpagympoBoyHble pacTeopbl, 06pa3subl Ana KK n ncnsityemble
obpasubl) nognexaT npobonoAroToBKE Kak efuHas cepuss obpas3uoB B nopsgke, B KOTOPOM OHU  OOJSDKHbI
aHanusnpoBaTtbcda. EanHasa cepusa npeacrasngaeTt cobon obpasupl, nognexaiwime npobonoaroToBke B OOHO U TO Xe
BpeMsi, TO eCTb MnocrnegoBaTeNnbHON HenpepbiBHOM 06paboTke OAHMM M TEM K€ aHanMTUKOM C UCMOSfb30BaHWEM
OOVHaKOBbIX PeaKTUBOB B CXOAHbIX ycnoBusax. Cneagyet nsberatb aHannsa pasgenbHO NPUroToBIEHHbIX 06pas3LoB B
KayeCcTBE HECKOINbKMX CEPU B OLHOM aHanmutuieckoM uukne. Ecnu atoro usbexartb He ypaetcst (Hanpumep,
BCINEACTBME OrpaHUYeHuin No CTabunbHOCTM Npu NpPoOOMNOAroTOBKE) TO Kaxaasi cepysi JOMKHa BKIoYaTb B cebs
o6pasupl ans KK kak MUHMMYM 3 ypOBHEN KOHLUEHTpauuu (HWXHEro, cpegHero u BepxHero). B craHgapTtHoi
onepaunoHHon npoueaype (ganee - COIl) nnm pabounx JOKYMeHTax Mo MCCnefoBaHWI0 HeobxoAumo 3apaHee
YCTaAHOBUTb KpUTEPUM NPUEMIIEMOCTM ANS BCErO aHANMTUYECKOro LMKIa U ero oTAenNbHbIX CEPUN.

53. B uenax cHwkeHnst BapnabernbHOCTM pe3ynbTaToB aHanu3 Bcex obpasuoB oT 1 cybbekTa B nccrnegoBaHusax
OMO3KBMBANEHTHOCTN PEKOMEHAyeTCA OcCylecTBnATb B pamkax 1 aHanuTuuyeckoro uukna. O6pasubl ana KK
Heo6XoAMMO pacnpeaenuTb Mo LMKy TakuMm 06pasom, 4Tobbl foKa3aTb NPaBUbHOCTb U MPELM3NOHHOCTb AF1S BCEro
uukna.

2. Kputepun npuemMnemocTu aHanuMTM4eCcKoro umkna

54. B npotokone, nnaHe uccregosarnma unu B COlN Heobxoaumo yCTaHOBUTb KPUTEPUU MPUEMIIEMOCTU UNn
HENpMeMNeMOoCTU aHaNUTUYEeCKoro uMkna. Ecnm Becb LMK COCTOMT U3 HECKOIbKMX CEePUN, KpUTEPUN MPUEMITIEMOCTH
OOIMKHbI  PaCMpOCTPaHATbCA Ha BeCb LMK M (MM) Ha Kaxagyl cepuio B oTaenbHocTu. Limkn moxeT ObiTb
npvemnemMbiM HECMOTPS HA HENPUEMIIEMOCTb CEPUUN B CBA3W C HECOOMIOAEHNEM KPUTEPUEB.

55. Heob6xoanmo ycTtaHoBUTb CneayoLmne Kputepum NpuemMneMocT aHanmMTUYeckoro Lukna:

a) 9KCMEPUMEHTamNbHO pPacCYMTaHHblE KOHLUEHTPALUW rpafyMpOBOYHbIX PacTBOPOB AOSMKHbI HAaXOAMTbCA B
npegenax = 15 % OT HOMMHanbHbIX 3Ha4YeHWn (3a ucknodeHnem HIKO, onsa KoTopbiX 3TW 3HAYEHUst MOryT
HaxoauTbcsa B npegenax + 20 %). OToMy KpUTepuio AOMKHbI COOTBETCTBOBaTb HE MeHee 75 % rpagympOBOYHbIX
pacTBOPOB, KaKk MMHUMYM Ans 6 pasnuyHbiX KOHUEeHTpauun. Ecnn pesynbTat ons rpagyvMpoBOYHOrO pactsopa He
COOTBETCTBYET 3TUM KPUTEPUAM, STOT pe3ynbTaT JOJDKEH ObITb UCKIIOYEH, a rpagynpoBOYHas KpmBasi AOMKHa ObiTb
nepecuntaHa 6e3 yyerta 9TOro pesynbrata (MOBTOPHbLIA PErPECCUOHHBIA aHanus). Ecrnv OTKNOHEeHHbINn pesynbTat
OTHOCUTCS1 K FpagyMpoBOYHOMY pacTBopy C ypoBHeM HIMKO, To Ans Takoro aHanmMTU4ecKOro uMkna B KayecTBe
HMKO ©OyneT cnyxuTb cnegyowmi  HavMEHbLUMIA MpPUEMSIEMbIA  FPadyMpOBOYHbLIN pacTBOp U3 AuanasoHa
nuHerHocTW. Ecnu pesynbTaT Ans rpagyMpoBOYHOIO pacTBOpa C MakCUManbHOW KOHLUEHTpauuen Henpuemnem, To
ONnst Takoro aHanutuyeckoro uukna B kadectse BMKO OymeT cnyxuTtb cnegywowmii Hanbonbwnii npuemnemMbiii
rpagyMpoOBOYHbIA PacTBOpP M3 [AuanasoHa fMHENHOCTU. [lepecuynTaHHbIl aHanMTUYEeCKUA aAnanasoH  [OJDKEH
oxsaTbiBaTb BCe 06pa3upbl And KK (HuxHero, cpeaHero n BEpXHero ypoBHS);

0) 3Ha4yeHusa npaBunbHOCTU obpa3suoB Ana KK gomkHbl nexats B npegenax = 15 % oT HOMUHanNbHbIX 3HAaYEHUN.
OTOMy KpPUTEPUIO AOMKHbI COOTBETCTBOBATbL HEe MeHee 67 % obpasuoB ans KK n He meHee 50 % obpasuoB ans
KaXxgow KOHUeHTpauuu. Ecnu atn kpuTepun He cobnoaaloTcsi, aHanMTUYeckuin umkn Heobxoammo 3abpakoBatb, a
uccrnegyemble obpasubl NoABeprHyTb NOBTOPHOM NpobonoarotoBke M aHanuay. Npu ogHOBpeMeHHOM onpeaeneHun
HECKOINbKMUX aHanuavpyemblX BELLECTB KaXOOMY M3 HMX [OIKHA COOTBETCTBOBATb OTAErNbHas rpagyvpoBO4YHasi
KpuBas. Ecnu aHanuTtMueckMin UMKN MO OAHOMY W3 aHanM3uMpyeMbiX BELLECTB SIBMSIETCA NpUeMremMbiM, HO
HenpuemremMbIM No ApyroMy, A0MYCKAeTCsa UCMONb30BaTh AaHHbIE MO KOHLUEHTpaUMm NPUeEMEMOro aHanm3mpyemMoro
BELleCTBa, OAHAKO ANis OnpeAeneHus KOHLEHTPauuu OTKIMOHEHHOro aHanuMsMpyemMoro BewlectBa ob6pasupl
HeobXxoaMMo noaBeprHyTb NOBTOPHOM NPOO0ONOAroTOBKE U aHanuay.

56. Ecnn npy MOBTOPHOM MCMONb30BaHWN FPaAyMPOBOYHBLIX PacTBOpoB oAauH u3 Hux - HIMKO wnu BIIKO -
0Ka3blBaeTCs HEMPUEMIEMbIM, aHANUTUYECKWUI ANana3oH METOANKM HE MEHSIETCS.

57. Ans kaxxgon koHueHTpauun obpasuos ans KK Heobxoammo paccunTatb cpedHMe 3HaYeHust NpaBUbHOCTU U
NPELU3NOHHOCTM BCEX MPUHATBIX LMKIOB WM BKMKOYUTL MX B aHanutudeckuin otyeT. Ecnu cpeagHue 3HadeHusi
NpaBUMbHOCTM U 3HAYEHUs MNPEeun3MoHHOCTM npeBbiwakT 15 %, HeobxoAMMO NpPOBECTU LOMNOMHUTENBHOE



paccnegosaHne C  Lenblo OOBbSACHEHUS TakuMx OTKMOHeHMI. [loaoGHble pe3ynbTatbl Npu KUccnegoBaHUAX
OVO3KBMBANEHTHOCTH MOTYyT NpuUBECTU K HENPUeMnemMmoCTn AaHHbIX.

3. AHanuTtnyecknnn guanasoH (Calibration range)

58. Ecnn oo Havyana aHanunsa ncnblTyemMbiXx 06pasLoB N3BECTHO UMM OXUOAETCS, YTO AnanasoH KOHLEHTpauui
aHanusnpyemoro BeLLecTBa B UCMbITyeMbIX 0bpa3uax 6yaeT y3kuM, TO B LienaxX HageXHOro pacyeTa KOHUEeHTpauuin B
ucnbiTyeMblx obpasuax pekomeHayeTcsi NGO Cy3uTb aHanMTUYECKU AManasoH M aganTupoBaTb KOHLEHTpauun
o6pasuos ans KK k Hemy, nm6o BkMounTb HOBble 06pasupbl Ana KK ¢ CooTBETCTBYIOLLMMU KOHLIEHTPaLMSMU.

59. Ecnu y3koro gnanasoHa pe3ynbTaToB aHanusa He oXuaaeTcs, HO OH HabngaeTcs nocne Havana aHanuaa
06pasuoB, peKkoMeHOyeTCs OCTaHOBWUTb aHanmM3 u Nnbo Cy3uTb YCTAHOBMEHHbI aHanNUTUYECKU OuManasoH C
nepecMoTpoOM CYLLECTBYIOLIMX KOHUEeHTpauun obpasuoB ans KK, nmubo nepen BO306HOBNEHMEM aHanusa
UCnbITyeMblX 00pasLUOB BKMAYWTL B aHanuTUYeckuii AuanasoH ob6pasubl ans KK ¢ gononHuTenbHbIMK
KOHUeHTpaumamu. [loBTOpHbIA aHanu3 o6pa3uoB, MNpoaHanM3MpoBaHHbIX A0 OMNTUMU3AUUW  aHaNUTUYECKOro
AnanasoHa unu koHueHTtpauun obpasuos ansa KK, He TpebyeTcs.

60. lMpaBuno, ykasaHHoe B nyHkTe 59 HactosAwwmx TpeboBaHui Takke MPUMEHUMO, €CMN BbIACHAETCS, YTO
fonbLioe KOMMYECTBO KOHLEHTPALMA aHanu3Mpyemoro BeELLEeCTBa B MCMbITyeMbIX 06pa3suax npeBbillaeT BEPXHIO
rpaHuly onpegensieMbiX KOHUeHTpauui. B aTom crnyyae no BO3MOXHOCTY HEOO6XOAMMO pacLuMpuTb aHanUTUYECKUiA
AManasoH 1 BKITYNTb AOMONHUTENbHbIE 06pas3ubl Ansa KK nnm nameHnTb UX KOHLEHTpaLUMIO.

61. B onanasoH KOHUEHTpauui, yCTaHOBMEHHbIN ANS MUCNbITyeMblX 06pasuoB, AOMMKHbI BXOAUTb HE MeHee 2
KOHLUeHTpaumn obpasuoB ana KK. Ecnu aHanutnyecknii guanasoH u3ameHsieTcs, B Lensax pacyeta yHKUUM OTKMKa
M NOOTBEPXKOEHUS MPaBUMBHOCTM W MPELM3NOHHOCTU OuoaHanuMTuyeckas MeToauka MNoanexut MNOBTOPHOW
(vyacTuyHown) Banuagaumu.

4. MoBTOPHbLIN aHaNu3 UcNbITyeMbIX 06pa3LoB

62. Jo Havana aHanusa o6pa3uoB B NpoTOKone Banugauuu, nnaHe aHanu3a unu COIl HeoGxoamMmo
YCTAHOBUTb BO3MOXHbI€ MPUYMHBbI MOBTOPHOrO aHanm3a MCnbITyeMbix 06pasLoB M KpuTepuu BbiOoOpa 3HAYEHWH,
noanexawmx BKMIOYEHUIO B aHanutudeckuin otdyetr. B otyete 006 uccnegoBaHum Heobxoammo obocHoBaTb
KonnyecTso o6pasLoB (M UX 4O OT O6LLEero KoNMyecTBa), NOABEPTLLMXCS MOBTOPHOMY aHanuay.

63. MMoBTOPHbLIV aHanNU3 UCMbITYyeMbIX 06pa3LIOB, MOXET NPOBOAUTLCA B TOM YMCE MO CrieayrLWmnM NpuyvHam:

a) 3abpakoBka aHanMTUYeCKOro LMKNa BCreACTBUE HEBLINOMHEHUS KPUTEPUEB MPUEMIIEMOCTU B OTHOLLEHUN
NpaBUIbHOCTM rPagyMpPOBOYHbLIX pacTBOpoB 1 (1nn) obpasuos ans KK;

6) aHanuTuyeckmn curHan BC 3HauMTenbHO OTNMYAETCs OT curHana, NosflyyYeHHOro Ans rpagyypOBOYHBIX
pactBopoB u o6pasuos anga KK (ecnu Takvme kputepum 3apaHee yctaHoBneHsl B COIMM);

B) owMGKM Npy BBeAEHUM 06pa3LIOB UM HEUCMPABHOCTb aHanMTUyYeckoro obopyaoBaHus;

r) HaNU4YMe UMKNOB, B KOTOPbIX:

rpagyvpOBOYHBIV 06paseL C HUXXHUM YPOBHEM Obln UCKITHOYEH U3 rpaayvpoOBOYHON KPMBOW;

paccYNTaHHbIE KOHLEHTPaLUM MPEBLILLAIOT BEPXHIOK rpaHuLy onpeaensemMbiX KOHLEeHTpaLun;

paccynTaHHble KOHUEeHTpaumm HaxoasaTtcs Hwke HIMKO ana gaHHOro umkna, Yto NpUBENO K YBEMUYEHUIO ero
HIMKO no cpaBHeHWIO C ApyruMun LiMKNnamu;

[) obHapyxeHne aHanuaupyemoro BellecTsa B 6uonornyeckom obpasue, nonydyeHHoOM [0 npvema (BBeLeHus)
nekapcTBEHHOro npenapara, UM B XonocTbix obpasuax Ha ypoBHsAx HIMKO;

€) HECOOTBETCTBUE KPUTEPUSAM NPUEMIIEMOCTU MPY NPOBEPKE NPUroAHOCTM XpOMaTorpaduyeckoro aHanmaa.

64. TMOBTOPHBIN aHanM3 WCMbITyeMbix 06pa3uoB Mo (PapMakOKMHETUYECKUM MNpUYMHaM B WUCCNEAOBaHUSX
OVO3KBMBANEHTHOCTU SABMSIETCS, KaK MPaBWUMO, HEMPUEMISIEMbIM, MOCKOMbKY OH MOXET MOBMMATb Ha pes3ynbTaThbl
NCCrneaoBaHMs M UCKa3nTb UX. B 3TOM criyyae NOBTOPHbLIVM aHANM3 MOXHO paccMaTpmBaTh Kak YacTb nabopaTopHOro
paccnegoBaHunst

C Uenbl BbISIBNEHUST BO3MOXHbLIX MPUYMH aHOMarbHbIX Pes3ynbTaToB U MNpefoTBpaLleHusi BO3HUKHOBEHUSI
nofo6HbIX Npobnem B OyayLiem.

65. Ecnu nOBTOpPHbLIA aHanu3 npoBedeH BCNEeACTBME OOHapyXXeHUs aHanMsMpyemoro BellecTBa B
O6uonoruyeckmx obpasuax nonyyeHHblX [0 npuema (BBEAEHWs) FeKapCTBEHHOro npenaparta wunuM Mo
(apMaKOKMHETUYECKUM MPUYMHAM, HeobxoouMMo onucaTb o6pasubl, MOABEPrHyTble MOBTOPHOMY aHanuay, u
NPeAcCTaBUTb AaHHbIE O HavarbHbIX 3HAYEHUSX, MPUYMHAX MOBTOPHOIO aHanmM3a, 3HA4YeHUsX, MONyYEHHbIX B XOAe
NMOBTOPHOIO aHanu3a 1 yka3atb NPUHATbIE B UTOre 3Ha4YeHUs1 1 0OOCHOBaHUS MPUEMITEMOCTU.

66. Ecnv B xo4e Banupauuy fokasaHa yOoOBMNETBOPUTENbHAS MPELM3NOHHOCTb ANsi NMOBTOPHOM WHXEKUUU U
CcTabunnbHOCTL MOArOTOBIEHHbIX 06pa3LOB B YCTPOWCTBE ANl aBTOMaTUYeCKOro BBoga npob, npu HeucnpaBHOCTU
06opyaoBaHUst fONyCKaeTcs NMOBTOPHas MHXeKUUs 06pasuoB. MoOBTOpHAs MHXEKUMUS BCEro aHanmUTMYEeCKOro LiMkna
UNn oTAenbHbIX 06pa3sLoB rPagyMpoOBOYHbLIX pacTBOPOB Unu obpasuoB ans KK B cuny anemeHtapHoro 6paka npu
rpagyvpoBke nnbo obpasuos ans KK 6e3 kakoin-nmbo ycTaHOBNEHHON aHANUTUYECKON NPUYMHBI HEAONYCTUMA.

67. BbesonacHoCcTb CyOBEKTOB WMCCNefoBaHWA [OIMKHA MNpeBanvpoBaTtb Hag NoObIMM ApYrMMK acneKktamu
uccriegosaHusd. MNoatomy npu ee obecrnevyeHnn MOryT BO3HUMKHYTb MHble OOCTOATENbCTBA, Tpebylowme NOBTOPHOM
npo6onoAroToBKM U (MNK) MOBTOPHOrO aHanmsa OTAerNbHbIX UCMbITYyeMbIX 06pa3uoB (Hanpumep, ecnv obHapyXeHbl
HEOXXMAaHHbIE UIN PE3KO BbIAENSALWMNECHA pe3ynbTaThl, KOTOPbIE MOTYT NOBNUATL HAa 6€30MacHOCTb NauneHTa).

5. UHTerpupoBaHue (o6paboTka xpomaTorpamm)



68. B COIl HeobxoaMMo onucaTb MWHTErpMpoOBaHME W MOBTOPHOE WHTErpupoBaHWe xpomartorpamm. B
aHanuTU4YeckoM oT4yeTe HeobxoaMMO OOBSACHWTL BCE OTKIIOHEHMS B BbIMOSIHEHUW npouedyp oT AaHHoro COIl.
[MapameTpbl MHTErpMpoBaHMSA XpOMaTorpamMm W Npu NMOBTOPHOM WHTErPUPOBaHWM HavasribHble U KOHEYHble JaHHble
WHTErpmpoBaHnsa Heo6X0AMMO BHOCUTL B AOKYMEHTbI abopaTtopun 1 NpeAacTaBnATh No 3anpocy.

IV. MoBTOPHbLIN aHanNU3 aKTUBHBLIX UCNbITaHHLIX 06pas3LoB

69. Vicnonb3oBaHue rpagyMpoBOYHbIX pacTBopoB M obpasuyoB Ang KK Bo Bpemsa Banupaumu He Bcerga
UMUTUPYET peanbHble ucnbiTyemble obpasubl. Pas3nnuns B xoae npoOOMOAroToBKM W XpaHeHust o6pasuoB
(Hanpumep, B cBA3biBaHMM C Oernkamu, obpatHoe npeobpasoBaHVe M3BECTHbIX U HEW3BECTHbIX MeTabonuToB,
HeoHOPOAHOCTL (reTepOreHHOCTh) 06PasLoB NN NPUMEHEHNE CONYTCTBYHOLLMX NTEKapCTBEHHbIX NpenapaToB) MOryT
NMOBNUATL Ha MPaBUIIBHOCTb U MPELM3VNOHHOCTb OMpeferneHns aHanusvMpyemoro BellecTBa B Takux obpasuax.
CneayeT oueHvBaTb NPaBUIbHOCTb AKTUBHBLIX WCMbITAHHbLIX 06pa3uLoB MOCPEACTBOM UX MOBTOPHOrO aHanusa B
oTAenbHbIX UMknax B gpyrme gHu. Ob6beM uccnefoBaHWs 3aBUCUT OT CBOMCTB aHanu3upyemoro BelectBa wu
ucnbiTyeMblx 06pa3uoB M  [JOMKEH OCHOBbIBATbCA Ha aHanuTuyeckon MeTtoauke (metoae) w  npupope
aHanuanpyemoro BellecTBa. Tem He MeHee cneayeT OpMEeHTMPOBATLCA Ha creayloLlee NpaBumno: ecnm KoNm4ecTso
o6pasuoB He npesbiwaet 1000, noBTopHOMYy aHanuay nopnexut 10 % wcnbiTyembix obpasuoB, a ecnvM OHO
npeebiliaetr 1000 To 5 % ot obuwero uncna wcnbiTyembix obpasuoB. CrnegyeT ucnonb3oBatb 06pasubl,
cooTBeTcTByloWMe Cmax 1 dase anMMmmHaumu.

70. OTHOCMTENbHAasA NOrPeLIHOCTb MEXAY MCXOLHO NMONYyYEeHHOW KOHLEHTPaLMER U KOHLEHTPaUnen, Nony4eHHOn
npu MOBTOPHOM aHanu3e, He porkHa npesbiwatb 20 % B He meHee 4Yem 67 % cnyyaeB. OTHocuTenbHas
MOrPeLUHOCTb PACCHMTLIBAETCS MO Creaylowen hopmyne:

{ moETOpHE 08 3HAYEEN E— HONOIH 08 SHETEHEE)
OTHOCHTENLHAR NOrpellHOCTE =

% 100
CpeJHEE SHEYEHHEE %

OTHOCUTENbHasA norpeLlHocTb, npesbiwaowas 20 %, MOXeT yKas3biBaTb Ha aHanMTUYECKME MOrPeLIHOCTU U
NOANEXUT paccrefoBaHuio.

71. Ecnv npu aHanu3e aKTUMBHbIX UCMbITaHHbIX 06Pa3LOB BbISBNEHbI Pa3HOPOAHbIE pe3ynbTaTtbl, He06xo0auMOo
YCTaHOBUTb UX MPUYUHBI U NPUHSATL HaAMexalme Mmepbl N0 MUHUMU3aUUM HeyA0BNETBOPUTENbHOWM NPaBUIIbHOCTU (1
NPeLn3NOHHOCTM).

72. TIOBTOPHbIA aHanM3 akTUBHbIX WUCMbITAaHHbIX 06pa3LoB HeoOXOAMMO OCYLLECTBMATb, Kak MWHUMYM, B
crnefyoLwmx crny4asx:

a) Npy NPOBELEHNN TOKCUKOKUHETUYECKUX UCCINEN0BaHNI AN KaXA0ro BUAA XUBOTHBIX;

6) BO BCex OMOPHBIX (PErMCTPALMOHHbIX) UCCNEefoBaHNAX OBMO3KBUMBANEHTHOCTY;

B) BO BCEX KIMUHMUYECKUX MCCrefoBaHusIX, BNepBble NPOBOAMMbIX Y YENOBeKa;

r) BO BCEX KIMMHUYECKNX UCCIEAOBaHNSIX, BNepBble NPOBOAMMbIX Y NaLMEHTOB;

[) BO BCEX KINMHUYECKMX MCCNeaoBaHusX, BNepBble NPOBOAVMBIX Y NALMEHTOB C NEYEHOYHON U (M) NOYEeYHOMN
HEeJO0CTaTOYHOCTbLIO.

lMOBTOPHLI aHanM3 akTMBHbLIX WCMblITaHHLIX 00pas3uoB MNpyv NPOBEAEHUN WCCIEAOBaHUIA Ha >KUBOTHbLIX
JonycKkaeTcsl MpOBOAWUTb TONMbKO B MCCNeOOBaHWsSX paHHer ¢asbl Mpu YCroBMM, YTO TakoOW aHanu3 sBnsieTcs
penpe3eHTaTUBHBLIM ANS OMOPHbLIX MCCneaoBaHUA OTHOCUTENbHO BBEAEHHOW O03bl NeKapCTBEHHOro npenapaTa u
Nony4YeHHON KOHLEHTpauuy aHanm3npyemoro BeLLecTsa.

73. O6pasubl He noanexat CMeLNBaHWIO APYr C APYrOM, MOCKOMbKY 3TO MOXET OrpaHuMynTb BbiSIBIEHWE Pe3Ko
BbIENSIIOLWMXCS pe3yrbTaToB.

V. NMonumepcBAsbiBaowme MeToabl
(MeToabl CBA3bIBaHUSA NUraHaa)

1. CtaHaapTHble 06pas3ubl

74. MakpomorneKynbl SBMASIOTCA reTepPOreHHbIMK, MO3TOMY WX aKTMBHOCTb W MMMYHOPEaKTMBHOCTb MOTYT
BapbupoBaTtbcs. CTaHgapTHbIM MaTepuan OOMmkeH ObiTb XOPOLWIO onucaH U AOKYMEHTMPOBaH (Hanpumep, OOIKeH
umeTb cepTudpmkaT aHanu3a M OOKyMEHTbl, MOATBEPXAAlLMe NPOUCXOXAEHNEe CTaHO4apTHOro marepwana).
Heobxogumo wucnone3oBaTb Havbonee 4YMCTbIA CTaHO4APTHbIM 00pasey w3 AOCTynHbIX. [lpu npurotoBneHunm
rpagyvpoBOYHbIX cTaHgapToB M obpasuos ana KK pekomeHgyeTcs mcnonb3oBaTb Cepuio cTaHdapTHoro obpasua,
KoTOpas ucnomnb3oBanack B NpU MPOBEAEHUN AOKIUMHUYECKUX W KITMHUYECKMX uccrneposaHui. MNpu cmeHe cepum
cTaHgapTHoro obpasua nepes ee MCrnofb3oBaHWEM HeobxoOMMO MPOBECTW OMUCaHWe ee  aHanUTUYecKUX
XapaKTepUCTUK U OUeHWTb ee BuoaHanMTUYECKYl0 NPUrogHOCTb, YTOObI YAOCTOBEPUTHCH, YTO (DYHKUMOHAsbHbIe
CBOVICTBa MeToAa (METOAUKN) HE HapYLUEHBI.

2. Bannpauusa meToauku

75. Mpwn n3y4yeHun apMakoKMHETUKM NEKapCTBEHHbIX NpenapaToB Ha OCHOBE MaKpOMOSiekyn Hanbornee Yacto
MCNOnb3yHTCH METOAbl, OCHOBaHHbIE Ha CBA3bIBaHMM nuradaa (MCJ1), unu nmmyHoxummdeckue metoabl. MpuHUMbI
BanuaaumMu M pekoMeHZauuu no aHanusy KCMbITyeMbix obpasuoB criegyeT npumenstb n k MCJl. OgHako Takue
METOAMKM MOryT co3faBaTb 3aTPyAHEHWs NpW NPOBeAeHWWM WX Banuaauuu. Beuay npucywimx makpomorekyrnam
CBOWCTB M UX CMOXHOW CTPYKTYpPbl NpoLecc Npo6onoAroToBKU (M3BMEYEHUsT) 3aTPYAHUTENEH, NO3TOMY aHanus, Kak
npasumo, NpoBoAAT 6e3 npeaBapuTENbHOIO BblAENEHUss aHanusupyemoro Bellectsa. Kpome Toro, 3T MeToamkm He



Mo3BOMAOT HEMOCPEACTBEHHO OMNpefennTb copepXkaHue (KOHUEHTpaLMilo) caMuMx MakpOMOSeKyn, a KOCBEeHHO
U3MEPSIIOT pe3ynbTaT peakuuMu CBs3blBaHWS MaKpPOMOSEKYNl C peakTUBaMu, MWCMONb3ylWUMUCS B MeToae
(meToauke).

MonHasa Banupauusn

CneundunyHocTb

76. MNoa cneundUYHOCTBIO CBA3bIBAHWSA C peakTMBamy MOHMMAETCs CMOCOOHOCTb PEaKTMBOB CBHA3bIBATHCSH
UCKIMIOYUTENBHO C M3yYaeMblM aHanusnpyemblm BeLlectBoMm. CneumnduyHOCTb CBSA3aHa C KOHLeNUmen nepekpecTHON
peakTMBHOCTM. TeopeTnveckn CBA3bIBAIOLIMIA peakTMB AOMKeH ObiTb crneunduyHbiM 1M He JormkeH obnapatb
NepeKkpecTHOW pPEeaKTUBHOCTbD CO  «CTPYKTYPHO pPOACTBEHHBIMM COEOUHEHUAMU»  (Hanpumep, SHOOreHHbIMU
coegnHeHaMN, n3oopMamMm, BapmaHTHbIMM (hOpMamMn aHanu3Mpyemoro BeLecTBa M aHanormyHbIMu no guanko-
XMMWYECKMM CBOMCTBaAM COEAMHEHUSAMU) W FeKapCTBEHHbIMW npenapatamu, COMyTCTBYIOLWMI NPUEeM KOTOPbIX
BeposiTeH cybbekTamun nccnegosanus. MNpu paspaboTtke MeToAa 1 ero Banvaaummn, Takme «CTPYKTYPHO POACTBEHHbIE
coeMHEeHVs» KakK npaBuro OTCYTCTBYIT. M3ydyeHne cneundunyHOCTM [OMyCKaeTcd OCYyLWEeCTBNATbL nocne
3aBepLUeHNs Banuaaummn 1 HakonneHus 4aHHbIX O CBOMCTBAaxX aHanvavpyemoro Belectsa. CneunduyHocTb criegyeT
ucnbITbiBaTb C UCMONb3oBaHWeM obpasuos Ans KK, nocpeactsom npubasneHus B bronormyeckne obpasupl, HUKOr4a
paHee He cofepxaBsluue AeWCTBYylOLLero BellectBa (Guonormyeckne obpasubl, NOMyYEeHHbIE OT XMBOTHBIX WU
CyOBbEKTOB, KOTOPbIM HUKOrAa He BBOAMIM aHanmusupyemoe BeLeCTBO), BO3pacTaroLMX KOHLEHTPaLUMiA AOCTYMHbIX
KCTPYKTYPHO POACTBEHHbIX MOMEKyN» WNU nekapCTBEHHbIX MpenapaToB, KOoTopble, Kak oxupgaeTtcs, Oyayt
NPUMEHATECA OAHOBPEMEHHO, a Takke MoCpeACTBOM OnpeaerneHvus npaBuUNbHOCTM METOAMKM Mpu  aHanuse
paccmaTtpuBaeMon MakpoMOreKyrbl kak Ha ypoBHsx HIMKO, Tak u BepxHen rpaHuLbl onpeaensemMbiX KOHLEHTpauun.
Kputepun npuemnemoctn metoaukm ana ob6pasuoB ans KK gomkHbl HaxoguTbcs B npegenax = 25 % ot
HOMWHAsbHbIX 3HAYEHWI.

CeneKkTMBHOCTb

77. Tlog CeneKkTUBHOCTLIO METOAUKM CBA3bIBAHWS NWraHga MNoHUMaeTcd CnocobHOCTb  onpeaensTtb
paccmatpuBaeMoe aHanuManpyemoe BeLleCTBO B MPUCYTCTBUM HEPOACTBEHHbIX COeAVHEHMN B 6Gronornyeckom
obpasue. Bemay npucyLimx makpoMoriekynam CBOMCTB MX U3BMEYEeHMe, Kak NpaBuno, He NpoBoasAT. B ¢BaA3n ¢ atum,
HEpOACTBEHHble  COeAWHEeHWs,  copepxawumecs B Ouonorndeckom  obpasue  (Hanpumep,  depmeHThl,
ocylLlecTBhsaoWmMe Aerpagaumio Makpomonekysn, retepodunbHble aHTUTeNna WM peBMaTouAHbIV dakTop) moryT
oKasblBaTb BfMSHWE Ha pesynbTaT KOMWYECTBEHHOro onpedeneHns npu daHHoMm aHanuse. CeneKTMBHOCTb
UCMbITbIBAIOT NOCPeAcTBOM nNpubasneHns He MmeHee 10 MCTOYHMKOB Bronornyeckmx obpasuos Ha yposHe HITKO unn
6nmnskom Kk Hemy. Takme WCTOYHWMKM [OMKHbl BKMIOYaTb rMneprnMnuaeMuyeckne M remonusnmpoBaHHble obpasupl.
CnepyeT BKMIOYUTb B MCMbITAHWE WUCTOYHUKM Buonornyeckmx obpasuos, NOnyyvyeHHble y MonynsuMn nauuMeHToB C
COOTBETCTBYIOLWMM 3aboneBaHnemM. CenekTMBHOCTb crieqyeT u3yunTb Ha ypoBHe HIKO vnn 6nuskom k Hemy. Takke
uenecoobpas3Ho U3y4nTb CEMNEKTMBHOCTb Npu Bonee BbICOKMX KOHLEHTpauusix aHanuM3npyemoro BewecTBa. Ecnum
BMUSIHNE HOCUT KOHLEHTPALMOHHO 3aBUCUMBIN XapakTep, HEOBXOAMMO YCTaHOBUTb MUHMMASIbHYH KOHLEHTpauuio,
Npu KOTOPOW Takoe BMUSIHWE 3HAYMMO. 3HaYeHUs NPaBUbHOCTU METOAMKN AOMKHbI HaxoauTecs B npegenax + 20 %
(£ 25 % npu HIMKO) oT HOMUHaNbLHOM KOHUEHTpauuu B Mo MeHbllen mepe 80 % u3ydeHHbIX Bronornyeckux
o6pasuos.

AddekT nepeHoca

78. Mpn ncnonb3oBaHMM aBTOMAaTU3UPOBAHHBLIX OO3MPYIOLUX YCTPONCTB HEOOXOAMMO M3y4MTb BO3MOXHOCTb
nepeHoca B 06pasLbl aHanM3MpyemMoro BeLlecTBa NocpeACTBOM NMOMELLEHMS XONOCTbix 06pasLoB nocrne obpasLos ¢
BbICOKOW KOHLIEHTpPauuen aHanusnpyemoro BellecTBa WM [PagyMpoOBOYHOrO CTaHAapTa BEepXHEW rpaHuLbl
onpegensieMblX KOHLEHTpauui

Bbi6op pasHoBMaHOCTM Guonoruyeckoro obpasua.

79. BBugy 3HaAUMTENbLHOTO BIUSHUS BBICOKMX KOHLEHTPAUU CTPYKTYPHO POACTBEHHbLIX SHAOTEHHbIX
coeuHeHVW Ha pesynbTaT aHanusa oOnpefeneHve HeKOTOpbIX Makpomonekyn 6e3 npegBapuTenbHOro UX
U3BMNEYEHNS N3 CNOXHbIX Bronornyecknx obpasLoB HEBO3MOXHO. HECMOTPSA Ha TO YTO MCMONbL30BaHNE U3BMEYEHNN
n3 bronornyecknx obpasuoB (HanpumMmep, C NCNONb30BaHNEM copbuun Ha yrre, uMMmyHoadUHHBIX COPOEHTOB) Nnu
anbTepHaTMBHbIX MaTpuL, (HanpuMep, ModenbHbIX 6enkoBbiX 6ydepHbIX PacTBOPOB, ANaNN3NPOBAHHON CbIBOPOTKM)
He pekomeHayeTcs,

B HEKOTOPbIX Cryyasix 3TO SABMSETCS BbIHYXAEHHOW MepOW, MOCKOMbKY WHas cTpaTerns onpegeneHusi
paccmaTpyBaemoro aHanmavpyemoro BellecTBa oTcyTCcTByeT. [[pagyMpoBOYHYO CTaHAAPTHYIO KPUBYIO AONycKaeTcs
CTPOWUTb C MOMOLLbI Takux «MoAenbHbix obpasuoB». O6pasupl ana KK crnegyet rotoBuTb B (hakTUYECKOM
6uonoruyeckom obpasLie C OLEeHKOWN NPaBnNbHOCTU, NOATBEPXKAAIOLLEN OTCYTCTBME adhdeKkTa MaTpuubl.

MuHuManbHO Heo6xoaumoe pasBeneHune

80. lMockonbky Guonornyeckne obpasubl MOryT AaBaTb BbICOKWIA (POHOBBLIN CUrHam, MoxeT notpeboBaTbes
onpegeneHMe MWHMManbHO Heobxoaumoro pasBegeHus. [log  MuWHMManNbHO HeobxoauMMbiM — pasBedeHUEM



NOHMMAETCs HauMeHbLUee pa3BedeHue, [0 KOTOPOro criegyeT pasBecTu obpasel B OydepHom pacTBope Anst
ONTUMU3ALMU NPABUMBHOCTU U MPELM3NOHHOCTU aHaNUTUYECKOrO LMKNa MEOCPEACTBOM CHWDKEHUS] COOTHOLLEHMS
«aHanuTUYeCKUin CUrHam-oHOBbLIN curHany. [ns onpefeneHus MUHUMarnbHO Heobxoaumoro passefeHust oGpasLibl
criegyeT roTOBUTb B TOW XXe pasHOBUAHOCTH Buonormyeckoro o6pasua, Y4To 1 UchbiTyemble 06pasubl.

FpapynpoBoYHas kKpuBas

81. Tlpn nOCTpOeHWM rpagympoOBOYHOW KPUBOW 3aBUCMMOCTb KOCBEHHO W3MEpseMoro curHana ot
KOHLEHTpaLmmn, Kak npaBuso, SBNSeTCA HenMHenHow, obblyHO curmosugHon. CnegyeT MCNonNb3oBaTb MO MEHbLUEW
Mepe 6 rpagyMpoBOYHbIX CTAHAAPTOB B HE MeHee YeM 2 MOBTOPHOCTAX. [pagyvpoBOYHblE CTaHAapThl credyeT
npubnmanTenbHO paBHOMEPHO pacnpefenuTb Ha norapudMMyeckon LKane B nNpeAenax 0Xwaaemoro
aHanuTuyeckoro gmanasoHa. NoMMmo rpagyupoBOYHbIX CTAHAAPTOB, AN MOCTPOEHUS KPMBOW MOXHO MCMONb30BaThb
AKOPHbIE TOYKM, nexalime BHe obnacTu aHanuTMyeckoro auvanasoHa. B xopge Banupauunm cnepyet U3yydnTb MO
MeHblUe Mepe 6 He3aBUCUMbIX [PagyMPOBOYHBLIX UMKNOB. YTOObl yCTaHOBUTL COBOKYMHYH YCTOMYMBOCTb
perpeccuoHHoO MOAEenu rpagyvpoBOYHOM KPUMBOW, pes3ynbTaTbl crnedyeT npoaHanuanpoBaTb B Buae Tabnuubl.
[onyckaeTcs ncknioyatb rpagynMpoBOYHbIA CTaHAApT U3 KPUBOW BCIEACTBME TEXHUYECKOW OWMBKM (Mpomaxa) npu
BbISIBIEHNN €e NPUYUnHbI (Hanpumep, owmnbka oTMepuBaHus [o3aTopom). Lienesblie KOHUEHTpaummn rpagynpoBOYHbIX
CTaHOapTOB, paccyMTaHHbIe U3 rpagyvpOBOYHON KPUBOW METOAOM nepecyeTa, OOMKHbI HaXoAUTbCA B nMpedenax +
20 % oT HoMuHanbHOro 3HadyeHus (x 25 % anst HMKO u BepxHe rpaHuubl onpeaenseMbiX KOHLEHTPaLMN) Ans He
MeHee 4eM 75 % npoaHanu3MpoBaHHbIX PagyMpPOBOYHbLIX CTaHAApTOB. FKOpHble kKanubpaTtopbl He TpebyioT
YCTaHOBMNEHUSA KPUTEPUEB NPMEMIIEMOCTH, MOCKOMNBbKY OHW HE BXOAAT B 06MacTb aHanuTUYeckoro AnanasoHa.

ﬂpeuusuouuocm U NpaBUJIbHOCTb

82. [Insi oueHKM NPeLM3NOHHOCTY 1 NPaBUINbHOCTU HE CreayeT UCMOoNb30BaTb CBEXENPUrOTOBMNEHHbIE 0OpasLibl
anst KK, nx Heobxoanmo npeaBapuTenbHO 3aMOpo3nTb M paboTaTtb C HUMK Takke, Kak Mpu aHanuse MCrblTyeMbliX
o6pa3uoB. [nsi OUEHKM NpPaBUIBHOCTW, MPEUM3UOHHOCTM W obwen owwnbkn MeToga (MeToauku) crnegyer
ucnonb3oBaTb N0 MeHblien mepe 5 obpasuoB ans KK (oxupaembii ypoeeHb HIMKO, ypoBeHb He Gonee, yem B 3
pasa npesbiwatownii HIMKO, cpegHuin ypoBeHb, BEPXHUI YPOBEHb N OXMAAEMYIO BEPXHIO rpaHuLy onpegensembix
KOHLeHTpauumn). Banugaunsa OOmKkHaA MMWUTUMPOBATb pearbHbIi aHanmM3 MCnbITyeMbiXx 06pasuoB, TO €CTb €ecnv B
COOTBETCTBUM C PpEKOMEHAAUMAMM NCMbITyeMble 06pa3ubl NoaBepraTcs ABYKPATHOMY OnpeaeneHuio (Hanpumep, ¢
ucnonb3oBaHWeMm 2 NyHOK), To B xode Banuaauuu obpasubl ans KK cnegyet noasepraTe AByKpaTHOMY aHanuay (To
€CTb C UCMOoMNb30BaHeM 2 NyHOK Ha kaxabii o6pasel, ans KK). Mamepenns cnegyeT npoBoauTb N0 MEHbLUEN Mepe B
6 He3aBUCUMbIX aHANNTUYECKNX LUKIaxX B TEYEHNE HECKONBbKUX AHEN.

B oTHOLWEHMN NPaBUMbLHOCTM BHYTPU LMKNA U MEXOY LMKNaMu cpefHue 3Ha4YeHWst KOHLEHTPaLMN OOIKHbI
yknagpiBatbcsi B = 20 % OT HOMUHANbLHOIO 3HaYeHus A Kaxagoro ypoBHs (+ 25 % ana HIMNKO v BepxHew rpaHnLb
onpegensieMbiXx KoHUeHTpauun). Bbonee Toro, obuwas owwnbka (TO €ecTb CcymMMa abCOMTHOrO 3Ha4YeHust
OTHOCUTENBHOW OLWNOKN, BbIPaXXEHHOW B MpoLeHTax, 1 koaduumneHTa Bapmaumm, BbIPaXXEHHOrO B MPOLEHTax) He
pomkHa npesbiwaTtb 30 % (40 % ana HIMKO v BepxHel rpaHuubl onpeaenseMbiX KOHLEHTpaLmn)

JInHenHOCTL pa3BefeHust obpasuoB

83. BBuay y3ocTu aHanuTMYecKoro auanasoHa KpyMBOW rpagMypoBOYHOrO cTaHgaapTa Heobxooumo, Ucrnonb3ys
o6pasupl ans KK, nogteepauTtb, 4YTO paccmaTpMBaeMoe aHanusvMpyemoe BeLlecTBO, MpUCYTCTByKOLEe B
KOHLIEHTpaLMsaX, NPeBbILLAOLWMX 00nacTb KONMMYECTBEHHOIO onpeaeneHns (Bbillie BEPXHEN IrpaHuLbl onpeaensieMbIxX
KOHLIEHTPaLMIN), MOXHO TOYHO M3MEPUTb C MOMOLLbIO METOAUKM Mocre pas3BefeHuns obpasua XonocTon matpuuen,
YTOObI NOMNYYMTb KOHLIEHTPALMM aHaNU3NpPyeMoro BeLecTBa, YKaabiBaloLWmMecs B BanvMAMPOBaHHbIN aHanMTU4eCKUn
AvanasoH. [ononHUTENbHOW MPUYMHON NPOBEAEHUS 3KCMEPUMMEHTOB C pa3BefeHVEM ChyXUT obHapyxeHune
noTeHumanbHbIX MPO30H UNK «3dpdekTa cnonsaHusi», To ecTb NOA4ABMEHWUs curHana, obyCcroBnNEHHOro BbICOKMMU
KOHLEHTpauusiMM aHanuampyemoro BellecTBa. KoHUeHTpaumsa Onst Kaxgoro pasBefeHusi, BblYMCIIEHHAs METOOOM
nepecyeTa, 4oMmKkHa HaxoanTbes B npeaenax + 20 % oT HOMMHaNbLHOIO 3HAa4YEHUS! KOHLEHTPaLUM Nocre NonpaBku Ha
passefeHne, NPeLM3NOHHOCTb KOHEYHbIX KOHLIEHTPaLMI BCEX pa3BeaeHun He ormkHa npesbiwatb 20 %.

Mapannenuam

84. Tlpwn Hanmuuum wucnbITyeMblXx 0OpasLOB B UeNsX BbISIBNEHWA BO3MOXHOIO 3dhdekta maTpuubl mnu
pasnuyaioencs adpdrMHHOCTM K MeTabonuTam HeobXooMMO OUEHWUTb napannenuaMm Mexgy COOTBEeTCTBYILLUMMMU
3HAYEeHUSIMU Ha rPagyMpOBOYHOM KPMBOW W pesynbTaTaMu MUCMbITyeMblXx 06pasuoB, NMOABEPrLUMXCS CEePUNHOMY
pa3senennto. McnbiTyemblli oOpasel, ¢ BbICOKOW KOHUEHTpauuen (npegnoytutensHo, 6nmskon k Cmax) cnegyet
pasBecTu C MOMOLLbI0 Xonoctoro obpasua muHumym B 3 pasa. [lpeuusmoHHOCTb Mexay obpasuamn B cepusix
pasBefeHuin He gorkHa npesbiwaTe 30 %. Ecnn o6pasubl pasBeneHbl HENMHENHO (HenapannernsHo), Heobxoammo
3apaHee onpefenuTb npouenypy npeacrtaBneHus pesynbTatoB. Ecnv B xoge Banupauum metoga (METOAMKM)
ucnbiTyeMble obpasubl HEAOCTYMHbI, NapannenMam crnegyet M3yyuTb, Kak TOMbKO WUCMbITyeMble obpasupbl CTaHyT
AOCTYMHbI.



CTabunbHoOCTbL

85. CTabunbHOCTb aHanu3npyemoro BellecTsa nsy4aroT, ncnonb3ys obpasubl A4ns KK ¢ HUskummn n BbICOKUMU
YPOBHAMW KOHLIEHTPauuin ¢ nomolplo cnocoba, ykasaHHoro B nogpasgene «CrabwunbHocTb» pasgena 2 vactu I
HacToawmx TpebosaHun. Kak ykasbiBanocb paHee, Npu W3yveHun cTabunbHOCTM HeobxoaMMO YCTaHOBUTb
KpaTKOCPOYHYIO CTabunbHOCTb NMPU KOMHATHOW TemnepaTtype unu TemnepaTtype npobonoaroToBkn U cTabunbHOCTb
npu «3amMopaxusaHuu-pasMopaxueaHun». Kpome TOro, crnegyetr u3y4nTb €CTECTBEHHYI CTabunbHOCTL B
3aMOpPOXXEHHOM COCTOSIHUM MpU Kaxaomn TemnepaType, Npu KoTopon ByayT XxpaHuTbcs obpasLbl.

86. CpegHee 3HayeHMe KaKOOW KOHUEHTpauum AOMKHO HaxoauTbcs B npegenax = 20 % OT HOMMHANbLHOMO
3HaYeHus.

PeaktnBbI

87. KnioyeBble peakTuBbl, BKMOYas CBA3bIBalOLLME peakTuBbl (Hanpumep, cBs3biBaowme 6enku, antameps,
aHTMTena WNM KOHbLIOTMPOBAHHbIE aHTUTENa), a TakkKe peakTuBbl, CoAepxalime COefUHEHUs C depMeHTaTUBHOWN
aKTMBHOCTbIO, OKa3bIBaKOT NPSAMOE BNUSHWE Ha pesynbTaTbl aHanusa, Bcneacteme Yyero Heobxogumo obecneuntb nx
kavecTBo. COOTBETCTBEHHO, MPWN N3MEHEHUM CEPUM peaKTuBa B X04e BanvaaunMm MeTOAMKU Unu aHanmnsa obpasuos
HeobxoAVMO NOATBEPANTL NPaBUMBLHOCTb aHANMMTUYECKUX PYHKUMIN MeToda (MeToANKN), 4ToObl YeeanTbes, YTO OHa
nocre MCrnosib30BaHNSA UCXOAHON UNW NpeablayLlen cepum He HapyLuanach.

88. B uensax obecneveHns oTCyTCTBMSA BMMSAHUS HA aHanuTuyeckne yHKUMU MeToAa (MeToauKu) BO BPEMEHU
HeobXoAMMO [OOKYMEHTUpPOBaTb YCMOBWS, rapaHTupylowme noaaepXaHne cTabunbHOCTUM Kak BTOPOCTENEHHbIX
peakTMBOB (Hanpumep, bydepHbIX pacTBOpOB, pacTBoOpUTEnen 1 MoaMdrKaTopoB 3HadeHunn pH), Tak 1, yto Gonee
Ba)XXHO, KIMOYEBbIX PEaKTUBOB (PeareHToB).

KomMmmepueckue Habopbl

89. Kommepueckne Habopbl HeobxoAumoO MOBTOPHO BanMaMpoBaTb, YTOObl 0GecneynTb NPaBUITbHOCTbL WU
NpeLn3NoHHOCTb Npu aHanuae obpasuos ypoBHsa HIMKO un obpasuyos ana KK B aHanutnyeckom ananasoHe, KOTOpbI
OypeT ncnonb3oBaTbCA ANS aHanu3a UcnbiTyeMblX 06pasuoB. [NpyMeHATCA NpUMHUUMBI Banugauun, ykasaHHble B
HacTosiwem noapasgene TpeboBaHui.

3. YacTtMuyHasa Banugauus n nepekpectHas Banupauus

90. Bce TpeboBaHusa K Banugauum, paccMOTpeHHble B noapasgenax 3 u 4 yactu |l HacTosiwmux TpeboBaHui

npuMmeHMmbl k MCI1.

4. AHanus ucnbiTyeMbix o6pa3uoB

AHanNMTU4YeCKUn LMUKN

91. Hanbonee yacto npu MCJ1 ncnonb3yeTtcs nnaHweT Anst MUKponpo®. AHaNMTUYECKUIA LIMKIT MOXET COCTOSATb
M3 HECKOMNbKUX MMaHLLIETOB, OQHAKO KaXAbl U3 HUX OOIMKEH coaepXaTb OTAENbHbIA KOMMNEKT rpagyMpOBOYHbLIX
cTaHgapToB u obpasuos ana KK gna komneHcaumy pasnuums Mexagy xapakTepucTvkamu nnaHweToB. HekoTopble
nnatopmbl BMELLAIOT OrpaHMYeHHOe KonmyectBo obpasuoB. B cBs3n ¢ 3TMM JONyCTMMO NomellaTb KOMMMEKT
rpagyvMpoBOYHBIX CTaHOAPTOB B MEPBYK WM nocriedHtolo nnatdopmbl, a obpasubl ans KK pasmewats B Kaxgow
nnartdgopme.

92. PekomeHayeTCs aHanm3npoBaTth UCNbITyeMble 0OpasLbl N0 MeHbLLEN Mepe B 2 NOBTOPHOCTSIX.

Kputepuu npremnemMocT aHanumsa UcnbiTyemblx 00pasLoB.

93. KoHueHTpauun rpagyMpoBOYHbIX CTaH4APTOB, BbIYMCIEHHBIE METOAOM MepecyeTa, AOMKHbI HaXoauTbCs B
npegenax + 20 % OT HOMMHamNbLHOIO 3HaYeHWst UX KOHUeHTpauuu (3a ucknodeHnem HIMKO un BepxHen rpaHuubl
onpefensiemblX KOHLEHTpaLuui, KOTopble AOIMKHbI yKnaabiBaTbCs B = 25 %). OTOT KpUTEprin JOIMKEH BbINOMHATHCA
no MeHblen mMepe ana 75 % npoaHanu3npoBaHHbIX FPaAyMPOBOYHbIX CTaHOAPTOB, MUHMMArbHOE KONMYECTBO
KOTOPbIX ANS YCTAHOBIMEHUSA aHaNMTUYECKOro AuanasoHa [OIDKHO ObiTb He MeHee 6. [JaHHoe TpeboBaHue He
pacnpoCTpaHSETCsA Ha AKOPHbIE KannbpaTopbl.

94. Kaxagbli NnaHWeT JOMKeH BKMoYaTb He MeHee 3 KoHUeHTpauuin obpasuos ans KK (Huskoro, cpegHero u
BEPXHErO YPOBHSI) MO MeHbLUEN Mepe B 2 MOBTOPHOCTsIX. Kpome Toro, npu Banuaaummn obpasubl ans KK gomkHbl
UMUTMPOBATb aHanM3 UCMbITYyeMbIX 0Opa3L0B MO KONMYECTBY NYHOK Ha KaXabl UCNbITyeMbI obpa3sel. Mo meHbLuen
Mepe 67 % npoaHanuampoBaHHbiXx obpasuoB ansd KK n 50 % o06pasuoB Kaxaoh KOHUEHTpauuuM AOMKHbI
yknagelBatbc B Anana3oH + 20 % OT HOMWHaNbHOrO 3HadeHus. Bce HecCoOTBETCTBUSA [OAHHOMY KpUTEPUIO
Heobxoanmo obocHoBaTb.

nOBTOprIﬁ aHanu3 akTUBHbIX UCMNbITAHHbIX 06pa3LI,OB

95. Bce Bonpocbl, kacalwuwmecsl NMoBTOPHOINO aHanu3a paHee UCMbiTaHHbIX 00pas3LoB M PacCMOTPEHHbIE B
nogpasgene 4 pasgena |l Hactoswmx TpeGoBaHWiA, MPUMMEHUMbI M K MeToAuKaM CBsi3blBaHUS nuraHga.



KOHLI,eHTpaLI,MI/I, nosny4yeHHble npu NnepBM4HOM M NMOBTOPHOM aHanmsax, AOMKHbl HaXoAUTbLCA B npegenax * 30 % ot
MX CpedHero 3HayeHnsa ans He meHee 4Yem 67 % NMOBTOpPOB.

VI. OTyeTHOCTBL

96. B oTtyeT (O0TYeThbl) O BanMpauMm N aHanNUTUYECKUA OTYeT (OTYeTbl) HEOBXOAMMO BKIIOYUTL CBEAEHUS O
NpoBeAEHHbIX ayauTax (MHCNeKUMaX), eCnmn TakoBble NPOBOAUINNCE.

1. OTYeT 0 Banuaauumn

97. MNpw BbICOKOW AeTanv3aumMu CBeAEHUN, COAepXKaLLMXCs B OTYeTE O Banuaauum, 4OCTAaTOYHO yKasaTb CCbINKU
Ha COIl no cooTBeTCTBYHOLWMM NpoueaypamMm, HeobxoauMMbiM Ana aHanu3a. B npoTtmBHom cnydae gaHHble COI
HeobX0AMMO NPUNOXUTL K OTHETY O Banuaaumu.

Bce nepBuyHbIe 4OKYMEHTbI AOMKHBI ObITb AOCTYMHbI B UX MCXOOHOM chopMaTe Mo 3anpocy akcnepra.

Bce oTKNoHeHMs OT NpoToKona BanuaauuM Heob6xoanmMo AOKYMEHTUPOBaTb.

98. MuHUManbHble TpeboBaHUS K coagepKaHUio 0TYeTa O Banugauum:

a) pesioMe Banuaauuu;

6) onucaHve MCNoOnb30BaHHOW aHanMTUYECKOW METOOWMKU W, €CnU MPUMEHMMO, €€ WUCTOYHUK (CCbIIKM Ha
WCTOYHMKM NUTepaTypbl AN pa3paboTkM MeToaukn n (Mnv) Mogudmrkaunst MeTOQUKN);

B) onuMcaHve MeTOAMKM KONMYECTBEHHOro onpeaeneHus (aHanmsupyemoe BellectBo, BC, npobonoarotoBka,
aHanus);

r) ctaHgapTHble obpa3subl (MpoucxoxaeHue, HOMep cepun, cepTudmkaT aHanmaa, cTabunbHOCTb M YCroBuA
XpaHeHus);

[) rpagyvpoBOYHble pacTBopbl (CTaHgapTbl) u obpasubl ans KK (pasHoBmaHocTb Guonornyeckoro obpasua,
aHTMKOArynsiHT (ecrnv nprvMEeHVMMO), MPUroTOBMNEHUE TPafyMPOBOYHbLIX PAcTBOPOB C YyKasaHWem [aT U YCroBWN
XpaHeHs);

€) KpUTEPUMN MPUEMIMEMOCTU LMKNA;

X) pesynbTaTtbl aHanm3a:

Tabnuua ¢ nepeyncrneHnemM Bcex BbINOMHEHHbIX aHANMTUYECKUX LMKMOB C Yka3aHMeM AaT v NpuemMnemMocT unm
HEenpMemMnemMocTu UuKna ¢ onnucaHmemM NpuyYnH HeNpMeMnemMocTy LMKNa;

Tabnuua ¢ nepedncneHvemM pesynbTaToB rpagyMpoBKM BCEX MPUEMIEMbIX aHaNUTUYECKUX LMKMOB, BKMHOYas
aHanMTUYeCcKUn AmanasoH, (YHKUMIO OTKMMKA, 3KCMEPUMEHTANIbHO paccyMTaHHble KOHLUEHTpauun W 3HavyeHus
npaBUNbHOCTY;

Tabnuua pesynbTaToB aHanusa obpasuos ansa KK Bcex npvemnembix aHanuMTUYECKnX LMKINOB (MPeLm3noHHOCTb
W NPaBUITbHOCTb BHYTPU LMKNA U MexXay LuKnamu), Heobxoanmo 4eTko 0603HauuTb 3HAYEHWs, HaxoasaLwmecsi BHe
KpUTEpPUEB NPUEMIIEMOCTH;

OaHHble O cTabunbHOCTM WUCXoOHbIX W paboumx pactBopoB, obpasuoB ansa KK, oxsaTbiBawowme
NCNOJb30BaHHbIE YCINOBUS XPaHEHNS;

OanHble o cenektnBHocTn, HIMKO, adhdekte nepeHoca, ahdekte MmaTpuLbl (€CNYM NPUMEHMMO) Y NMMHENHOCTMW;

3) HenpeaBWAEHHbIE pe3ynbTaThl, MOMYYeHHbIE B X04€e BanvaaLumn ¢ nofnHbIM 060CHOBaHMEM NPUHATLIX Mep;

1) OTKNOHEHUs1 OT MeToaukK u (unu) COI (onvcaHue OTKIOHEHWI, BNINSIHNE UX HA pe3ynbTaTbl UCCNELOBaHMS,
AOMNOMHUTENbHbIE AaHHbIE).

99. B oT4eTe o0 Banuaauun HeobxooMMo ykasaTb pe3ynbTaTbl BCEX OTAENbHbLIX M3MEPEHUI, NPOBEAEHHbIX AN
rpagyvpoBOYHBLIX pacTBOPOB (CTaHaapToB) 1 obpasuos ans KK.

2. AHanMTU4YeCKMN OTYET O NPOBEAEHHOM UCCefoBaHUMN

100. B aHanuTuyeckmMin oT4eT O NPOBEOEHHOM WCCNELOBaHWM HEOOXOOMMO BKIOYUTHL CChINKY HAa OTYETbI O
Banuaaumu, COOTBETCTBYIOLLME aHanu3y WChbITyeMblx obpasuoB. Kpome Toro, B HeM Heobxooumo npeacTtaBuTb
nogpobHoe onucaHne aHanuaa UcnbITyemMbix 06pasLoB.

101. lNpn BbICOKOM AeTanu3auum CBEAEHUN, OTpaKaeMblX B aHanMTMYeCKOM OT4eTe, OOCTaTOYHO YyKa3aTb
ccbinkm Ha COlN no cooTBeTCTBYOWMM npoueaypamM, HeobxognmblM Ans aHanu3a. B npoTMBHOM cnyyae AaHHble
COIl1 Heo6X0AMMO MPUMNOXNTL K OTHETY.

102. Bce nepBuYHbIE OOKYMEHTbI AOIMKHBI ObITb AOCTYMHbLI B UX MICXOOHOM chopMaTe Mo 3anpocy akcnepTa.

103. B aHanutnyeckoMm oT4yeTe HEOOXOAMMO onucaTb BCE OTKMOHEHUSI OT MnaHa aHanusa, aHanuTU4eckon
meTtogukm unm COIr.

104. MuHumaneHble TpeboBaHNs K COAEPKaAHMIO aHANUTUYECKOro OT4YeTa O NPOBEAEHHOM UCCNea0BaHNN:

a) cTaHgapTHble 06pasubl (NMPOoMCXoXOEeHUe, HOMeEpP cepuu, cepTudukaT aHanmsa, cTabunbHOCTbL U YCMOBUS
XpaHeHus);

6) rpagyvpoBOYHblEe pacTBOpbI (CTaHAapThl) n 06pasupbl ang KK (ycnosus xpaHeHus);

B) KPUTEPWM NPUEMIIEMOCTH LMKIa (KpaTKoe OnmncaHmne, cebifka Ha COOTBETCTBYOLWMIA npoTokon unm COMM);

r) onncaHne KOnMYeCTBEHHOro onpeaernennst (kpatkoe onucaHme);

[O) cxema ABmxeHus obpasuoB (gaTbl Npyvema u coaepXaHue, COCTosHMe obpasuoB npu npuemMe, MecTo U1
YCNoBus XpaHeHns (ecnu NpUMeHNMO));

€) pe3ynbTaThl aHanu3a UcnbITyembix 06pasLoB:

COCTaB aHaNUTUYECKOro LiKna:



Tabnuua c nepeyvncrieHMeM BCEX aHanuTUYEeCKUX LMKIOB U uccregyembix obpasuoB C yka3aHMeM JaTt u
pesynbLTaToB;

Tabnuua c nepeyncreHnemM pesynbTaToB rpayMpoBK/ BCEX NPUEMIIEMbIX aHANUTUYECKNX LIMKIOB;

Tabnuua c nepeuncneHuem pesynbTatoB aHanu3a obpasuoB ang KK Bcex npuemnembix aHanmTuyeckux
LMKITOB; HE06X0AMMO YeTKO 0603HAUYUTb 3HAYEHUSA, HAXOAALLMECH BHE KPUTEPUEB NPUEMITEMOCTH;

3abpakoBaHHble aHanNMTUYeckne Lnknbl (MOeHTUMUKALMOHHbIE AaHHbIE, AaTa aHanvaa, NpuinHbl bpaka);

X) OTKNOHEeHus oT MeToamku n (unm) COIN (onncaHue OTKMOHEHWUW, BNWSHWE Ha pesynbTaT uccnenoBaHus,
AONOMHUTENbHbIE AAHHbIE);

3) MOBTOPHLIA aHanus3, 3a MCKIOYEHWEM MOBTOPHOIO aHanmsa no TakuM aHanuTUYECKUM MpUYMHaM, Kak
3abpakoBaHHbIN umkn (Tabnuua naeHtTudmrkaumum obpasLoBs, NPUYNHBEI MOBTOPHOTO aHanv3a, NepBUYHbIE 3HAYEHUS U
3HayeHwus1, NoryYeHHbIE NPY NOBTOPHOM aHarnu3e).

105. Pe3synbTaThl NOBTOPHOrO aHanuaa akTUBHbIX UCTbITAaHHbIX 0Opa3LoB A0NycKaeTcst NpeacTaBuTb B OTYETE O
BanuaauMu Unv B aHanuMTUYECKOM OTYETE B OTAENBbHOM MPUIIOXKEHUMN.

106. K aHanutnuyeckomy oTyeTy 006 uccneaoBaHuM OWMO3KBMBANEHTHOCTU HEOOXOAMMO  MPUNOXUTb
XpomaTorpaMMbl U3 MOMHbIX aHaNUTUYECKUX LIMKIOB, Tak YTOObI OHM BKrtoYanu He MmeHee 20 % cybbekToB, a Takke
cooTBeTcTBYoLWMe obpasubl Ans KK 1 rpagyvpoBoyHble pacTBopbl (CTaHAapTh!).

107. B aHanutMyeckoM OT4YeTe MpouvMX uccneaoBaHui HeobxoaMMO NpeacTaBuUTb penpes3eHTaTUBHbIE
XpomaTtorpaMmbl. [JononHUTENbHbIE XPOMaTOrpaMMbl AOMKHbI ObITb JOCTYMHbI MO 3anpocy.

MPUNTOXEHWE Ne 7
k MpaBunam NpoBeAEHUS CCMEAOBaHUI G1O3KBUBANEHTHOCTH
nekapcTBEeHHbIX NpenapaTos B paMkax EBpasniickoro 3KOHOMUYECKOro Colo3a

TPEBOBAHUA
K cogepXaHuIo oTyeTa o0 NpoBedeHNN uccregoBaHus 6GUO3KBMBANEHTHOCTU M aHAaNMTUYECKOro oTyeTa o
npoBeAeHUn
TecTa CpaBHUTESNIbHOW KMHETUKN pacTBOPeHus in vitro

l. OTHyeT O npoeegeHUn nccnegoBaHus OGMO3KBMBANEHTHOCTHU

1. MNpu coctaBneHun oTyeTa O MNPOBEAEHUWN WUcCrefoBaHUA OUMO3KBMBANEHTHOCTU (Oanee B HaACTOSLEM
pasgene - oTyeT) cnegyeT yuuTbiBaTb TpeboBaHua [MpaBun Hagnexalwien KINUMHWYECcKOM npaktuku EBpaswuiickoro
SKOHOMUWYECKOro COl3a, yTBepXaaemblx EBpa3niickon 3KOHOMWYECKON KOMWCCMEN B YacTu MOArOTOBKM OTYyeTa O
npoBeAeHNN KNMHMYECKOro nccnenoBanns. Bece cTpaHuubl oTyeTa A0MKHbI cogepKaTb MAEHTUMUKALMOHHBIN Kog U
UMETb CKBO3HYH HyMepauuio.

2. OT1yeT BKNtOYAET B cebs crnenyolne afeMeHThbI:

1) TUTyNbHasa cTpaHuLa, Ha KOTOPOW NPUBOAATCS:

nofiHoe HasBaHMe WCCrefoBaHusl, oOTpaxarlwee TUM MWCCNedoBaHWsl, HaMMEHOBaHUS CpaBHMBAEMbIX
neKapcTBEHHbIX NnpenapaToB (C yKasaHWem neKapCTBEHHOW (opMbl U [OO3VMPOBKM), a Takke YCMOBMS npuema
CpaBHMBAEMbIX TeKapCTBEHHbIX NpenapaToB (HanpMMep, HaToLak unm Ha hoHe NprMMa nNuLK);

NMOEHTUUKALNOHHbBIN KOO UCCNeA0BaHMS;

HaVMEeHOBaHME WCCNeaoBaTeNbCKOrO LEeHTpa W (M) KOHTPAKTHOW MCCneaoBaTenbCKOW  OpraHu3aumu,
OTBETCTBEHHOW 3a NPOBEAEHME NccnenoBaHns GOaKBMBaANEHTHOCTH (C yka3aHueM chakTmieckoro agpeca);

CBEZIEHNS O CMOHCOPE MccreaoBaHus OMO3KBNBANEHTHOCTH (C yka3aHWEM ero pUaNYecKoro agpeca);

®.1.0., pomkHOCTb rnaBHOro uccregoBaTens WnvM uccnegoBaTenen-koopauHaTopoB (Mpu  Hanuuuu) (c
ykasaHuem mecta paboTbl ¥ KOHTaKTHbIX TeNedOHOB);

CBeOEeHNs 0 NpeacTaBuTeNe CroHCopa (B TOM YMCIE KOHTAKTHbIE AaHHbIE);

Jarta nognucaHus otyeta (Heob6XxoauMO yKasaTb TakKe Ha3BaHWs M AaTbl Bcex 6onee paHHMX OTYETOB B pamKax
OAHHOTO MCCreaoBaHUS NpU HanmMunm);

yKasaHue Ha BbINOSIHEHUE NCCIeJ0BaHUN B COOTBETCTBUM C TpeboBaHvaMM [MpaBnn Hagnexawlen KIMHUYeCcKon
nNpakTukM EBpasninckoro skOHOMMYECKOro coto3a, yTeepxaaemblx EBpasninckon aKOHOMUYECKON KOMUCCHEN;

2) cTpaHuua noanucen, Ha KOTOPOW NPUBOAATCS:

Ha3BaHue uccnegoBaHusi (cornacHo ab3auy BTOpomy nognyHkTa 1 HacTOoSALEro NyHKTa);

yKkasaHne Ha MpoBedeHue UCCNefoBaHUsi B COOTBETCTBUM CO CTaHAAPTHbIMM ONepauMoHHLIMKU npoLeaypamu
nccneaoBaTenbCKOro LeHTpa, NPOBOAMBLLETO UCCIef0BaHUS;

OOMKHOCTM MO OCHOBHOMY MecTy paboTbl, nognucu (c ykasaHmem patbl), ®.MN.O. nuuy OTBETCTBEHHBIX, 3a
KITMHUYECKYI0 U BMOaHanMTUYECKyto YacTu UCCNeA0BaHus;

3) cuHoncuc (KpaTkoe onvMcaHue uccneaoBaHusi), B KOTOPOM NPUBOAATCS:

a) o6Lwwas nHpopmaums 06 nccnenoBaHum:

Ha3BaHWe UccregoBaHNUs;

KO, UccrefoBaHus;

®.1.0., AOMKHOCTb rMaBHOro nccrnegoBaTens unu uccnegosaTenen-KkoopaMHaToOpoB (MPY HaNMyun);

®.1.0., pomxHocTb conccnegoBaTens;

MecTa NpOBEAEHMS WCCMNeAOBaHMA: HaMMeEHOBaHWe, agpeca U TenedOoHbl OpraHusauui, NPOBOOSALLMX
KIMMHUYECKYI0, aHaNMTUYECKYHO U CTAaTUCTUYECKYIO YaCcTW NCCIEOOBAHUS;

HaVMeHOBaHWe N afpec KIMHUKO-AMArHoCTUYecKon naboparopuu;

haTtbl NpoBeAeHVs1 (Hayana W OKOHYaHWS) KMWHWYECKoW, OuoaHanUTUYecKoW M CTaTUCTMYECKOW 4acTen
ncenegoBaHus;

Lenb uccnegoBaHus;



AW3aiH uccnefoBaHns (C ykasaHMeM AaTt Havana v OKOHYaHWs OTMbIBOYHbIX NepUoaoB);

CyObeKkTbl uccnegosaHus: obllee KONMMYeCcTBO MOABEPrLUMXCH CKPUHWHIY W KOMMYECTBO  BKITHOYEHHbIX
CyObEeKTOB, KONMMYecTBO CyOBLEKTOB, BbIOLIBLUMX W3 UCCNEAOBaHUS, KOMMYECTBO CyObekToB, MOMHOCTLIO
BbIMOMHMBLUNX MPOTOKOM MCCNEAOBaHWS U BKIIOYEHHbIX B CTATUCTUYECKUA aHanwus, non, BO3pacTHOW AmanasoH,
3THMYeCKas NPUHaAAMEXHOCTb;

6) MHbopmaLms 0 cpaBHMBaEMbIX NNEKAPCTBEHHbIX Npenaparax:

XapakTepucTvka WUccrnefyemMoro nekapcTBEHHOro npenaparta: TOProBoe HavMeHOoBaHue (ecnu MpUMeEHUMO),
MexayHapoaHoe HenaTeHTOBaHHOEe HauMeHOBaHwWe, nekapcTBeHHas opma, [03WpoBKa, HOMep cepuu, AaTta
npousBoACTBa, [faTa WCTEeYeHUs Cpoka [rOAHOCTW, MPOWM3BOAMTENb WNW  OpraHuMsauus, OcCyLUecTBhsoLwas
BbIMyCKaloLLMIN KOHTPOSIb KaYecTBa (C ykasaHMeM CTpaHbl-NMPOM3BOANTENS);

obocHoBaHMe BbiGopa nccegyeMoro nekapcTBeHHOro npenapaTa B COOTBETCTBMM C nogpasaenioM 2 pasgena
IIl MpaBun npoBegeHWs NccrnegoBaHUn GUOSKBMBANEHTHOCTU NIEKAPCTBEHHBLIX NpenapaTtoB B pamkax EBpasmmnckoro
3KOHOMMWYECKOr0 COH3a, YTBEpXAaeMbix EBpasniickol akoHoMrYeckon kKommceuen (ganee - MNMpasuna);

XapaktepucTtvka pedepeHTHOro rfekapCTBEHHOro npenapaTa: TOproBoe HauMeHOBaHue, MeXAyHapoaHoe
HenaTeHTOBaHHOE HauMeHOBaHWe, NekapcTBeHHas dopma, A03vMpoBKa, HOMEpP cepuun, Aata Npou3BOACTBa, AaTta
UCTEYEeHUss Ccpoka roAHOCTW, NPOM3BOAMTENb UMW OpraHu3auus, OCYLLECTBASOWAaa BbINyCKAlOWMN KOHTPOINb
KayecTBa (C ykasaHWeM CTpaHbl-Npon3BOAUTENS);

o6ocHoBaHwMe Bbibopa pedhepeHTHOro NekapCcTBEHHOro npenapaTa B COOTBETCTBMW C NOApa3fenom 2 pasgena
Il Mpasun;

B) Cnocob NpMMeHeHUsi NeKapCTBEHHbIX MpenapaToB: [03a, PexuM rnpuema, obbeM XWAKOCTU ANa nprema,
OTMbIBOYHbIN MEPUOA MEXAY Nepuofamn UccnefoBaHuns;

r) nepnobl npyema nekapcTBEeHHbIX NpenapaToB: AaThl U BPEMS Havarna v OKOHYaHMS Kaxagoro nepuoaa;

[) BpemeHHble To4kmn oTbopa 0bpasuos GruomaTepuana (KpoBu, MOYU, CMOHBI U T. A4.);

€) onvcaHue 6noaHanNUTUYECKON METOAMKMN:

KpaTKkoe onncaHne MeTOAUKN BbINOMHEHNS aHanNn3os.;

pa3HOBMAHOCTbL Guonornyeckoro Matepuana;

HWXHWIA Npeaern KONMYeCTBEHHOTO onpeaeneHuns;

JTINHENHbIN AnanasoH;

napameTpbl AfS KONTMYECTBEHHOW OLeHKN pe3yrbTaTos;

X) onucaHve dapmakokuHeTnyeckux n (Mnu) dapmakoamHaMUYEeCKnX KpUTepueB OUEHKM (Mpu ykasaHuu
0603HaveHnn hapMaKkoKMHETUYECKNX NapaMeTpoB crieayeT PyKOBOACTBOBaTLCA npunoxeHvem Ne 8 k MNpasunam);

3) nHpopmaLmsa 0 CTaTUCTUHECKOM aHanumae:

aHanu3 hapMaKkoKMHETUYECKUX NoKasaTenen;

KpuTEepmmn BMO3KBUBANEHTHOCTY;

©e3onacHoCTb;

W) pesynbTaTbl B BWAE KPaTKOro onucaHus B dopme Tabnuuy ¢ paccuuTaHHbIMKU dpapMakOKMHETU4ECKUMU
napameTpamu Ans wuccregyemoro u pedepeHTHOro nekapcTBeHHbIX npenapaToB (MPeAcTaBnaloTCA AaHHble
ancnepcvoHHoro aHanm3a (ANOVA) gna AUC u Cmax (oTHoweHue cpefgHux reometpudeckmx, ux 90 %
AOBepuTEnbHbIM  MHTepBarn, Ko3IMUUMEHTbl  BHYTPUUMHAMBMAYaNbHOW BapuabenbHOCTU) W yCpeaHEeHHbIN
hapMaKkoKknHeTn4eckuin npoduns AnNg Mccnegyemoro n peepeHTHOro NekapCTBEHHbIX NpenapaTtoB B NIMHENHOM Y
nor-nMHerHoOM npeobpa3oBaHnn, Apyrne CTaTtuCTUYecKne aHHbIe, eCNv NPUMEHNMO);

K) nHcbopmaums o6 obcyxaeHnn n BeiBoAax;

4) cogepxaHve oT4yeTa (CO CKBO3HOW HyMepaLmen CTpaHuL);

5) nepeyeHb CoKpaLLeHWin 1 UCMOfb3yeMbIX MOHATUN;

6) nHdopmaumsa o cobniogeHN ITUYECKNX acNeKToB NPOBEAEHUS UCCIIEA0BaHNS:

COCTaB He3aBMCUMMOrO 3TUYECKOrO KOMUTETA;

paspeLwmnTenbHble AOKYMEHTbI (MHbopMaLmsa 13 NpoToKona 3aceaHns He3aBMCUMOrO 9TUYECKOro KoMUTeTa);

7) nHbopmaums 06 nccnegoBaTensax U agMUHUCTPATMBHOW CTPYKTYpe MCCneaoBaHns (NpeacTaBnaeTca nonHas
uHdpopmMauus o6 uccnegosarensx (curriculum vitae) n Mecte npoBedeHUss uccrnegoBaHWin (C ykasaHvem agpeca u
HoMmepa TernegoHa);

8) onuncaHve KNMHMYECKON YacTu uccrie[oBaHNns:

a) TUTynbHasa CTpaHvua, Ha KOTOPOW NPUBOANTCS:

Ha3BaHWe nccnefoBaHusa (cornacHo absaly BTOpoMy NoAnyHkTa 1 HacTosiwero nyHkTa);

AaTbl HaYana » OKOHYaHWS KIMHUYECKOW a3kl MCCrnefoBaHuns;

0) uenb uccnegoBaHus;

B) BBegeHne (MHpopmaumsa o nekapcTBEHHOM rpenaparte - onucaHue, XuMmuyeckas (CTpykTypHas) dopmyna,
hapMaKoKnHeTn4eckne n hapmakognHamMmmnyeckme AaHHbIe);

r) AnsanH uccrieoBaHus;

4) BbIbop nccnegyemMow nonynsumn:

KpuTepuu oTbopa B UccrnegoBaHue: KNMHNYeckas oLeHKa - aHamMmHe3 1 BpayebHbln ocmoTp (B hopme Tabnuubl ¢
yKasaHnem WHAMBUAYyanbHbIX AaHHbIX), KNWHWYeckue nabopaTopHble TecTbl (B chopme Tabnuubl C ykasaHuem
VHAMBMAYaNbHBIX Pe3ynbTaToB), KPUTEPUM BKIIOYEHUS], KPUTEPUN HEBKITIOYEHUST;

KpUTEPUN NPEKpaLLEeHUs CCreaoBaHNs UM UCKIIOYEHUS CYOBEKTOB U3 NCCNeA0BaHNS;

MeTop, pacnpefeneHns cybbLekToB Nno rpynnam UccrnenoBaHuns;

WHOMBMAYanbHblE AaHHble: MO, BO3pacT, BEC, POCT, MHOEKC Maccbl Tena (C ykasaHueM WHAMBUOYanbHbIX
3HaYeHuI NokasaTenen Ansi BCEX CyObEKTOB UCCMNEA0BaHNS U UX ONMUCATENBHON CTAaTUCTUKOWN);

e) nHdopmauusa 0 NeKkapCTBEHHbIX NpenapaTax U ux npueme:

onvcaHue wuccriegyemoro u pedepeHTHOro feKkapCTBEHHbIX MpenapaTtoB: TOProBoe HavMeHoBaHue (ecnu
NPUMEHNMO), MEXAyHapoAHOe HenaTeHTOBaHHOE HauMeHOoBaHWe, [O03WpOBKa, flekapcTBeHHas dopma, Homep




cepun, gaTta nNpov3BOACTBa, AaTa WCTEYEHWUs] Cpoka FOAHOCTM, YCMOBMUSI XpaHEHWUsl, HAMMEHOBaHWE W ajpec
npou3BoanTensi, NpuHMMaemas cybbektamv [o3a 1 MyTb BBEAEHUS;

noaTeepxaeHne cobnogeHns pasMmepa NPOMBILLNEHHON CEpUM UCCNeayemMoro nekapCcTBEHHOro npenaparta B
cooTBeTCTBMM C noapasgenom 2 pasgena lll MNpasun n TpeboBaHuaAMM K BanupaumMu npolecca npou3BoACTBa,
ykasaHHbiMn B [MpaBunax Hagnexaiwlen npou3BOLACTBEHHOW NpPakTMkM EBpasuickoro 3KOHOMMWMYECKOro Co3a,
yTBepxaaemblx EBpasninckon 3KOHOMUYECKON KOMUCCHEN;

MOMHbIN Ka4eCTBEHHbIN U KONUYECTBEHHbIA COCTaB MCCNeayeMoro riekapcTBEHHOro npenapara, a Takke coctaB
pedepeHTHOro nekapcTBEHHOro npenapara;

ceptTudpmkatbl aHanmMsa uccregyemMoro u  pedepeHTHOro nekapCcTBEHHbIX npenapatoB (MoryT ObiTb
npeacTaBneHbl CMOHCOPOM B BUAE OTAENbHbIX JOKYMEHTOB);

naeHTudMKaumMa nekapCcTBEHHbIX MpenapaTtoB (MapKMpoBKa M MoOCTaBka MCCneayemblX JeKapCTBEHHbIX
npenapaTtoB B UCCINeAOBaTENbLCKUMN LIEHTP, CONPOBOAUTENbHBIE AOKYMEHTbI M COMPOBOAMTENbHAaA MHGOpMauus) ¢
y4yeTom nogpasgena 2 pasgena lll Mpaeun;

yyeT nccrnegyemoro n pedepeHTHOro NekapcTBEHHbIX NpenapaToB B XOA4€E UCCNeaoBaHus;

X) HdopMaLma 0 NPUMEHEHNW NekapCTBEHHOro nNpenapara:

BbIGOP 4O3MPOBKU NEKAPCTBEHHOrO Npenapara B UccrnegoBaHnu;

BbIOOp M NpveM [03bl NEeKapCTBEHHOrO npenaparta ANng Kaxaoro cybbekta (gaTta, BpeMs, KONM4ecTBO BOAbI,
nua, orpaHnyeHunst, pmanyeckas aKTUBHOCTb);

npeaLlecTByoLas 1 CONyTCTBYOLAsA Tepanus;

paHgommsaums;

OTMbIBOYHbIV NEpuos;

Tabnuupl, cogepxalumMe uHaMBuAyanbHble AaHHble U rpadhvk npuema rekapCTBEHHbIX NpenapaToB Ans BCEX
CyOBbEKTOB UccrneqoBaHus;

3) oueHka Be3onacHocTu (NepeyvncneHve nNpoBedeHHbIX HeOOXOAMMbIX NabopaTopHbIX M UHCTPYMEHTarbHbIX
METOAO0B MCCMeaoBaHWN B COOTBETCTBUM C TpeboBaHmsmu [MpaBun Hagnexawenh KIMHUYECKOW NpaKTUKK
EBpasniickoro 3KOHOMWYECKOro CoOK3a, YTBepxaaemMblx EBpasmMnckor 3KOHOMWMYECKOW KOMWCCUeW, TecT Ha
6epeMeHHOCTb);

N) HexenaTtenbHble SBNEHUSA W Npouedypbl OkasaHWs MEAMLMHCKOW MOMOLUM: AeTanv3npoBaHHOE OnncaHue
BCEX CIlydaeB BO3HVMKHOBEHWUS HeXenaTemnbHbIX SBMEHWW, Kraccudukauusi, NpUYMHHO-CNEeACTBEHHAsA CBsS3b C
NPMEMOM feKapCTBEHHbIX MpenapaTtoB, Jdata W BpeMs perucTpauun, AOnUTEnbHOCTb, MPUHATbIE  Mepbl,
MCNoNb30BaHUE COMYTCTBYHOLLMX NEKAPCTBEHHbIX NPenapaToB, BMSHWE Ha NPOBEAEHUE NCCNEOOBAHNUS U T. MN.;

K) OTKIMOHEHWsi OT MPOTOKONa (ecrnu TakoBble Obinn) U UX BAWSHWE HAa KIUHUYECKMEe U dhapMakoKMHETUYecKne
pes3ynbTaThl;

n) NopsifoK u rpadmk otbopa 06pasuoB (B hopme Tabnuu, ¢ ykazaHWeM MraHMpyeMOro U peanbHOro BpeMeHu
oTbopa 06pasuoB AN Bcex CybbEKTOB NCCNefoBaHus);

M) cOop, NPUroTOBMNEHNE, XpaHEHUE 1 TPAHCMOPTMPOBKa 0bpa3LoB Guonornyeckoro matepmana;

H) GuoaHanMTUYECKUn OTYET 1 OTYET O Banupgauun buoaHanuTUyeckon metoauku. MNpu CoCTaBnNeHWM OaHHbIX
OTYETOB crnefyeT BbINOMNHATL TpeboBaHusi npunoxeHns Ne 6 k MNpasunam);

0) CTaTUCTMYECKUIN OTYET:

TUTYNbHasa CcTpaHuua (C yka3aHMeM HasBaHus wuccregoBaHus (cormacHo absauly BTOpomy noanyHkta 1
HACTOSILLEro MyHKTa), HAMMEHOBAHME N afpec OpraHusauuu, NpPoBOAsLIEN CTAaTUCTUYECKYI YacTb UCCRefoBaHUs;
AaTbl HAYana 1 OKOH4YaHUs CTaTUCTUYECKON YacTu nccrnegoBaHus);

BBeeHne (MHopmaumsa O nekapcTBEHHOM Mpenaparte: onucaHwe, Xumudeckas (CTpyKTypHas) chopmyna,
apMakoknHeTrKa, hapmakoamHamumka);

uenb 1 3agayn CTaTUCTUYECKOW YacTu NCCNeqoBaHus (KpaTko);

onncaHne hapMakoKMHETUYECKOTO aHanu3a, uaeHTudmKaums NCnosb3yeMbiX CTaTUCTUHECKMX NPOrpamMm;

NocTpoeHne hapmMakoKUHETUYECKOW KPUBOW;

(hapMaKOKMHETUYECKOE YPaBHEHME 1 €ro aHanm3, UCnosnb3yemble NPorpaMMbl pacyeTa;

onpenenexHve 6as30Bbix hapMakokmHeTnyeckux napameTtpoB (AUC(0-t), AUC(0-»), Cmax wu tmax) wu
METO0JI0MMsA UX PpacyeToB;

npoBepKa rmnoTesbl OMO3KBUBANEHTHOCTY;

onucaHune npoueaypbl cTaTucTudeckon obpaboTkm AaHHbIX, TPOBEpKa HYNeBON 1 anbTepHaTUBHON MNOTES;

pesynbTaTbl OUEHKM OWO3KBMBANEHTHOCTM WM WX WHTepnpeTaums Ans pedepeHTHOro U uccneayemoro
nekapcTBEHHbIX NpenapaToB ¢ pacdeToMm Cmax, tmax, t/2, AUC(0-t), AUC(0-=) (B dhopme Tabnuubl);

CTaTUCTUYECKUA aHanu3 mnokasaTenen SKBMBANEHTHOCTM JIEKApCTBEHHOrO npenapaTa, uaeHTUdukKaums
MCNONb3yeMbIX CTAaTUCTUYECKMX NPOrpamMm;

Tabnuupl, cogepxalwue pesynbTaThl AMCNEPCUOHHOIO aHanm3a nokasarenen 6uogoctynHoctn Cmax, AUC(0-t),
AUC(0-») n nokasatenen OuoskBMBANeHTHOCTU uccnegyemoro npenapata f', f, f. A Takke [ononHUTEmNbHbIE
napameTpbl 9KBMBANEHTHOCTU ANS OTAENbHbIX NIEKAPCTBEHHBLIX (DOPM;

aHanu3 MOLWHOCTU uccnefoBaHus (C npeacTaBrneHueM pesynbtatoB no gaHHelM Cmax n AUC(0-t) B dopme
Tabnuubl);

BbIBOAbI 1 3aKIMOYEHWE;

CMMCOK NuTepaTypbl;

Mn) NPUNOXEHWS:

uHauBmMAayanbHble U cpedHne hapMakoKMHeTU4eckme npodunm, a Takke cyMmapHblie npounmn pedepeHTHOro
N UCCeQYyEeMOro NIeKapCTBEHHbIX NPenapaToB B HeNpeobpa3oBaHHbIX KOOPAUHATAX;

WHOMBMAYanNbHbIE U cpefHue hbapMakokMHeTUYeckue nNpounu, a Takke cymMmapHble Npodunu pedepeHTHOro
W NCCreayemMoro NekapCTBEHHbIX MpenapaToB B norapugpmMmyecknx koopanHarax;



Tabnuubl MHAMBMAYamNbHbIX U CPeOHVMX 3HAYEHWI KOHLEeHTpauui, (apMaKOKMHETUYECKMX MapaMeTpoB U
ONCMNEPCMOHHOIO aHanu3a nokasatenen (apMakOKUHETUKN pedepeHTHOro U UCCregyemMoro fekapCTBEHHbIX
npenaparos.

3. OtyeT gomkeH ObITb NpeacTaBneH Ha OyMaXXHOM U ANEKTPOHHOM HocuTtensx. Jliobasa nHdopmauust JomKHa
ObITb gocTynHa Mo 3anpocy. MHaouBuayanbHble 3HAYEHUSA KOHLEHTpauun pedepeHTHOro M  uccregyemoro
NeKkapCcTBEHHbIX NpenapaToB B OMONOrMYecKnxX XUAKOCTAX, a Takke NonyyeHHble hapMakoKMHETUYECKME nokasaTenu
no BCeM 3dTanam uccrnefoBaHUs MPEeACTaBNATCA B 3MeKTpoOHHOM Buae B ¢dopme Tabnuy MS Excel nnu wmHbix,
COBMECTUMBbIX C AaHHbIM PeAaKTOPOM.

Il. AHanUTUYECKU OTYET O NpOoBeAEeHUN TecTa
CpaBHUTENbHOW KNHETUKU PpacTBOPEHUS

4. AHanMTUYeCKnin OTYET O NPOBEAEHMUN TeCTa CPABHUTENBHOW KUHETUKN PacTBOPEHMUS (4anee CoOOTBETCTBEHHO
- otyet, TCKP) BknioyaeTcsa B pasgen 3.2.P.2 «®apmaueBTudeckas paspaboTtka» Mogyns 3 permcrpaumoHHOro
AOCbe NeKapCTBEHHOro npenaparta B COOTBETCTBMM C [lpaBunamu perncrpaumm n 3KCNepTU3bl NeKapCTBEHHbIX
CpeAcTB AN MeaNLIMHCKOrO NPUMEHeHUs, yTBepXxaaeMbiMn EBpasninckon akoHOMUYECKON KOMUCCUEN.

5. OTy4eT BKMOYaET B cebs crnegyroLwmne anemMeHTbl:

1) TUTYNbHasA cTpaHuLua, Ha KOTOPOWN NPUBOASATCS:

Ha3BaHWe nccrnenoBaHns;

HanMeHoBaHWe 1 agpec opraHnsaLmn, NPOBOASLLEN aHANUTUYECKYH0 YacTb NCCNeA0BaHus;

AaTtbl Hayana un okoH4yaHusa nposegeHns TCKP;

2) cogepxaHue oTyeTa;

3) cTtpanunua nognucen (¢ ykasaHnem ®.N.O., OOMKHOCTENM NO OCHOBHOMY MecCTy paboTbl, nognucen (c
yKasaHneM Aathbl) nuu, OTBETCTBEHHbIX 3a npoBeaeHue TCKP);

4) nepeyeHb COKpaLLEHWI 1 NCMOSb3yeMbIX MOHATUN;

5) nndpopmaumsa o matepmnanax n obopyaosaHuu;

6) nHdopmaLua 0 cpaBHMBAEMbIX NeKapCTBEHHbIX Mpenaparax:

XapaKkTepucTmka mnccrnedyemoro fieKkapCTBEHHOro npenaparta: TOproBoe HavMeHoBaHue (ecnm MpUMEeHUMO),
MexayHapoaHoe HenaTeHTOBaHHOE HauMeHOBaHWe, rekapcTBeHHas dpopma, O03MpoBka, HOMep cepwu, gaTa
npousBoACTBa, [fata MWCTeYeHUs Ccpoka [oAHOCTW, MPOU3BOAUTENMb UMW OpraHvM3auums, OCyLlecTBrsoLwas
BbIMYCKaOLUA KOHTPOIb KayecTBa

(c yka3aHneM CTpaHbI-Npon3BOAUTENS);

XapakTepucTtmka pedepeHTHOro NekapCTBEHHOro Mpenaparta: TOpProBOe HauMeHOBaHWe, rneKkapCTBeHHas
dopma, [03vpoBKa, HOMep cepwuv, AaTa MPOM3BOACTBA, AAaTa MCTEYEHUs CpoKa FOAHOCTW, YCIOBUS XPaHeHWs,
Npon3BOAWTENb WUMN OpraHM3aums, OCYLLEeCTBMAWAs BblMyCKalOWMA KOHTPOMb kavecTBa (C yka3aHWeM CTpaHbl-
npoussoauTens);

7) wHdopmauma 06 aHanuTMYeckoMm CcTaHZapTHOM obpasue, B KOTOPOW MPUBOASATCH HauMeHOBaHue,
npousBoanTenb, KONMYECTBEHHOE coaepXKaHne, HOMep Cepun, CPOK rOAHOCTM (MOBTOPHOTO NCMbITaHNS);

8) nHdopmauus o peakTnBax n matepuanax;

9) nHdopmaumsa 06 OCHOBHOM 1 BCNOMOraTenibHoM 060pyaoBaHNN;

10) ycnosusi npoeneHns TCKP:

a) Bblbop, KpaTkoe 060CHOBaHWeE yCnoBuii U onucaHne metToaukn nposeaeHns TCKP;

6) ycnoeusa npoBefeHua TCKP (Tun annaparta, CKOPOCTb BpalleHusi, Temnepartypa cpedbl, obbem cpefbl,
BPEMEHHbIE TOYKW, KONMMYECTBO €AMHUL, MpenapaTta Ans pacTBOPeHWs, MOMEeLLaeMbiXx B COCYA, YMCIO eAuHUL
neKkapCcTBEHHOro npenaparta A5 KaxOoW BPEMEHHOW TOYKW, WCMoMb3yeMble «CUHKepbl», npouegypa oTbopa
06pasuoB, npoueaypa BOCMOMHEHNS CPefbl PACTBOPEHNS);

11) nHcopmauusi o mapkmpoBke o6pasLIOB NPy NPOBEAEHWUN NCCNEA0BaHNN;

12) onucaHne aHanUTUYECKON MeToAMKM (BO3MOXHA MepekpecTHas CCbifka Ha Apyrve  pasgensl
perncTpaLuoHHOro Aocbe Unu apmakonenHyto MEeTOAUKY, TOrAa HDKENepeyYncrnieHHble CBeAeHUs OOMNyCcKaeTcs He
NpVMBOAUTb):

Tabnuubl, copepxawme KpaTkmi  0630p aHanuMTM4eckon meToaukn. B cnyvae  mncnomnb3oBaHuA
XpomaTorpadmyeckux MeTodOoB MNPUMBOLSATCS YCNOBWS XpomaTorpadpmueckoro aHanusa: noaswkHas dasa, Tvn
KOMNOHKM (NpeaKonoHKK), CKOPOCTb NOTOKa, TemnepaTypa KOMOHKW, TeMnepaTtypa aBrocamniiepa, o6bem BBOAUMOWA
npobbl), AeTeKTop, napameTpbl AeTEKTMPOBaHWSA, NMHENHbIN AMana3oH rpagyyupoBOYHON KPUMBOW, HVDKHWUI Mpeaen
KONMMYECTBEHHOTO OmnpeeneHns, UCMnonb3yemMble rpagyvpoBOYHble obpasubl (YMCno M KOoHUeHTpauus), obpasupl
KOHTPONSA KayecTBa (YMCNO 1 KOHLUEHTpauwms), cnocob NOCTPOEHMS 1 TUM rpagyMpoBOYHON 3aBUCMMOCTW;

NPUroTOBIEHME NCXOAHOIO rpagynpoBOYHOIO PacTBOpa;

NPUroTOBIIEHNE NCXOLHOTO pacTBopa AN KOHTPOS KayecTBa;

NPUroTOBrEHNE CPef PacTBOPEHUS;

npuroToBreHne pacteopa nnauebo;

npurotoBreHne pabounx rpagyMpoBOYHbIX PAacTBOPOB;

NpuroToBreHne pabounx pacTBOPOB AN KOHTPONS Ka4yecTBa;

13) pesynbTaTthl aHanu3a uccrnegyembix 00pasuoB (faTa, MAEHTUMUKAUUS aHANUTUYECKUX CEPURn (LMKIOoB),
paHoommsaums  muccnegyembix 06pasuoB, rpagyvMpoBOYHbIX 0OpasuoB M 00pasuoB  KOHTPONS KayecTBa B
aHanuMTnyeckux cepusax (UMKnax), KpuTepum npueMneMocTu aHanuTUYecKkMx cepui (UmknoB), Tabnuubl,
BKIlOYatoLme pesynbTaThl);

14) pe3synbTaTbl 06paboTku pesynbTaToB U MAEHTUdMKALMM NPOrPaMMHbIX CPEACTB;

15) kpaTkoe onucaHue Banugaunm UCrnonb3yeMon aHanMTUYECKONn METOAMNKN;

16) pesynbTathl npoBeaeHns TCKP:



cBOAHble Tabnuubl, codepxawme pe3ynbTaTbl  BblcBOBOXAEHWS pedepeHTHOro U Mccnegyemoro
neKapCTBEHHbIX MpenapaTtoB B KaXKOOW BPEMEHHOW TOYKe, ANS KaKAOW eAMHULIbI [03MPOBaHMSA pedepeHTHOro u
uccrnegyeMoro  fekapcTBEeHHbIX NpenapaToB W Cped  PacTBOPEHWs, C  pacyeToM CPEeAHWX 3HAYeHWn K
KO3 DVLMEHTOB BapuaLuy CTeneHn BbICBOBOXAEHUS B KaXKO0N BPEMEHHOW TOYKE;

rpacdunyeckne m3obpaxeHns npodunein BbICBOOOXAEHUS AeNCTBYIOLWEro BellecTBa W3 pedepeHTHOro U
nccregyemoro nekapcTBeHHbIX NpenapaTos;

OTKMOHEHUS!, NPUHATBIE MePbI, UX 0GOCHOBaHWE;

dakTop cxoanmocTu f2 1 rpaHuLbl NpUEeMNeMocTy;

17) BbIBOALI M 3aKNOYEHUE;

18) nutepatypa, mncnonb3oBaHHas Ans Bblbopa ycnosuin nposefeHuss TCKP un paspaboTku aHanutmuyeckomn
MeTOAMNKM;

19) npunoxeHus:

nporpamma (npoTokon) npoeaeHunst TCKP;

penpeseHTaTMBHbIE XPOMaTorpammel (UMM UHbIE NEPBUYHbIE AAHHbIE)

B Konm4yecTtBe He meHee 20 % OT Yncna BbINONHEHHbIX aHan13os;

cepTudurKaTbl aHanm3a uccrnegyemoro u peepeHTHOro nekapcTBEHHbIX NpenapaTos;

20) oTyeT 0 BanMpauuMM aHanUTUYeckoW MeToauku npu nposegdeHnn TCKP (BoamoxHa nepekpecTHasi cebinka
Ha Apyrme pasgenbl PerMcTpauvoHHOro Aocbe Wnu hapMakoneriHylo MeToAWKy, TOrda HwpKenepeuyncrneHHble
CBefeHust JonycKkaeTcs He NPUBOAUTD):

a) TUTynbHas CTpaHuua, Ha KOTOPOW NPMBOAATCS:

Ha3BaHWe nccrnefoBaHns;

HaMMeHOBaHWe 1 agpec opraHnsauny, NPoBOAALLEN nccreoBaHue;

OaTbl HAYana n OKOHYaHusa BanuMaauumn aHanuTnyeckon metoaukm npu nposegennn TCKP;

0) cogepxaHue oTyeTa;

B) cTpaHumua noanucen (c ykasaHuem ®.1.0., gomkHOCTEW MO OCHOBHOMY MecTy paboTbl, nognucen (c
yKkasaHueM faTbl) fuu, OTBETCTBEHHbIX 33 NMPOBeAEHWe Banuaauuv aHanuMTUYecKoW MeTOAWMKU MpWu MpOoBeAeHUU
TCKP);

r) nepeyeHb COKPaLLEHWI N NCNOMb3yeMbIX MOHATUN;

) obocHoBaHve BblOOpa MeToda, MapaMeTpoB BanvAauMM U WX OLEHKW, WAEHTUdMKAUUS NporpamMMHbIX
CpeacTB ANS pacyeTos;

e) Tabnuubl, copepxawme kpaTki 0630p aHanuTudeckux MeToauk. B cnyvae umcnonb3oBaHus
XpomaTtorpadmyeckux MeTodOoB MNPUBOOATCA YCNOBUSA Xpomartorpaduyeckoro aHanusa: noaswkHasa asa, Tun
KOMOHKW (NPeAKoroHKKN), CKOPOCTb MOTOKa, TemMnepaTtypa KOMOHKM, TeMnepaTypa aBTocamnnepa, o6bem BBOAUMOM
npo6bl), AeTeKTop, napamMeTpbl eTEKTUPOBAHWSA, NIMHEWMHBIN AManasoH rpagyMpoOBOYHON KPUBOW, HWXKHUIA npegen
KONNYECTBEHHOIO OMpederieHns, UCnosfib3yemble rpagynpoBoYHble 06pasubl (YNCMO UM KOHUEeHTpaums), obpasubl
KOHTPOISA Ka4yecTBa (YMCO M KOHLEHTpaums), cnocob NocTpoeHust n TMn rpagyupoBOYHON 3aBUCMMOCTMH;

X) CeneKTMBHOCTb MeToAa (MAeHTUMdUKALUMSA BbIMOMHEHHbIX aHanMTUYEeCKMX Ccepuii (LMKMOB), KpUTepum
npuemnemocTu, pesynbtaTbl (B copme Tabnuuy, XxpomatorpaMMbl WM WHble MNEPBUYHbIE AaHHble B Cryvae
Luenecoobpa3HOCTH, COOTBETCTBME KPUTEPUAM MPUEMIIEMOCTW);

3) rpagyvpoBOYHas KpuBas (ypaBHEHME KPUBOW, KOIMMULMEHT KOPPEnAuMmn, NIMHENHBLIV AnanasoH, Kputepum
npuemnemMocTun, pesynbTatbl (B BuAae Tabnuuy, XxpomaTtorpammbl WM WHbIE MNEPBUYHbIE [AaHHbIE B Cryyae
uenecoobpasHoCTH, MAEHTUdMKAUMSA BbIMONHEHHBIX aHanMTUYeCKMX Cepui (LUMKMOB), COOTBETCTBME KPUTEPUSM
nNpuemMnemocTh);

1) NpaBUNbHOCTb M MOBTOPSEMOCTb B TedeHue 1 AHA WUNW aHanMTU4ecKon cepuv (Umkna), Kputepuu
npueMnemMocTu, pesynbTaThl B opme Tabnuu, COOTBETCTBME KPUTEPUAM NPUEMINEMOCTMH;

K) NpaBUIbHOCTb U NPELM3NOHHOCTb B PasHble AHW, aHanuTUyeckne cepum (LMKMbl), KpUTepUn npruemnemMocTi,
pesynbTaThl B popme Tabnuu, COOTBETCTBUE KPUTEPUAM NPUEMIIEMOCTH;

n) npoueaypa pasbasneHnsa 06pasuoB Npu HEOGXOAMMOCTW (KpUTEPUM NPUEMNEMOCTU, pedynbTaTel B hopme
Tabnuu, COOTBETCTBME KPUTEPUAM MPUEMITEMOCTM);

M) cTabrnnbHOCTE 06pa3sLoB (pacTBOPOB):

CTabUNbHOCTb XPaHEHWs1 UCXOAHbIX U paboynx pacTBOPOB (KPUTEpPUWM MpUEMNIEMOCTM, pesynbTaTbl B hopme
Tabnuu, COOTBETCTBME KPUTEPUSIM NPUEMIIEMOCTW);

cTabunbHocTb 06pasLoB (pacTBOPOB) B MPOLECCE BbIMOMHEHUS aHANM30B, BKMIOYas BPEMS Ha MOArOTOBKY
06pasuoB (pacTBOPOB) 1 BPEMSI OOHOIO aHanuaa;

H) OTKINOHEHWS, NPUHATLIE MepbI, MX 060CHOBaHWE;

0) 3aKITHYEHUE;

n) nuTepaTtypa, ucrnonb3oBaHHasa Ana obocHoBaHusA BbibOpa MeToAga v napameTpoB Banuaauun, pa3paboTku
aHaANUTUYECKON METOAMNKU;

p) npunoxeHue (penpeseHTaTMBHbIE XPOMATOrpaMmbl UMK MHblE NMEPBUYHBbIE AaHHbIe B KONWYEeCTBE He MeHee
20 % oT yucna o6pasuoB, aHaNM3NpyemMbIx Npy BanuaaumMm aHanuTU4eckon MeToauku).

MPUNOXEHWME Ne 8

k MpaBuiam NpoBeAeHNs NCCreaoBaHuin G1O3KBUBANEHTHOCTY
feKkapcTBEHHbIX NpenapaTos B paMkax EBpasnitckoro 3KOHOMMUYECKOro COoHo3a

YCITOBHbIE OBO3HAYEHUA
hapmMaKkoOKMHeTU4ECKUX NapaMeTpoB

Ae(- obLee cogepkaHne HeM3MeHeHHOro AeCTBYIOLLErO BellecTBa B MoYe, COGpaHHon oT



AUC(0-72 u)
AUC(0-)
AUC(0-1)

AUC(0-T)
AUC extn

Cmax
Cmax,ss
kel
Rmax
tVe

tmax

tmax,ss

MOMeHTa npuemMa 4o BpemeHu t

nnowaab Nofd KPUBOW «NnasmMeHHast KOHLEHTpaLums - BpeMsa» C MOMeHTa npuema
rieKkapCcTBEHHOro npenapaTa Ao 72 4

nnowaab Nod KPUBOW «Nfia3mMeHHasi KOHLEHTpaums - BpeMsa» C MOMeHTa npuema
rieKkapCcTBEHHOro npenapaTa A0 6eCKOHeYHOCTH

nnowiafb NoA KPMBOKW «Mra3MeHHas KOHLEeHTpauus - Bpemsa» ¢ MOMeHTa npvema ao
nocnegHemn onpeaensemMmon KoHUEHTpaumMm BO BpEMEHHON Touke t

paBHOBeCHas Nnowafb NoA KpMBOKW B MHTEpBane 4031poBaHusA

ocTaTtoyvHas (3KkcTpanonvpyemas) nnowaab nog Kpusow, onpegensemas no opmyne
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A'Uc[ﬂ—m]

MakcumanbHaa nna3MmeHHasa KoOHUeHTpauua
paBHOBeCHaA MakCuMarnbHasa nnasmMeHHaa KOHUeHTpauua
KOHCTaHTa CKOpOCTH TepMMHaﬂbHOVI ANMnHauumn
MaKcuMaribHaa CKOpPOCTb BbiBeAeHUA C MOYOWn

nepuoa nonyebiBeAeHUA N3 Nna3mbl

BpemMA OOCTUXEeHUA Crmax

Bpems JOCTMXKEHUSA Cmax,ss




