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COBET EBPA3MUCKON 3KOHOMWYECKOW KOMUCCUU

PELWWEHUE
ot 3 HosA6ps 2016 . N 85

Ob YTBEPXAOEHUU NPABUN
NMPOBEOEHUA NCCNEQOBAHUA BUO3KBUBAIIEHTHOCTU JIEKAPCTBEHHbIX
MPEMAPATOB B PAMKAX EBPA3UACKOIO 3KOHOMUYECKOIO COIO3A

B cooTBeTCTBMM C MYHKTOM 2 CTaTbh 4 u ctatben 6 CornaweHumss o0 eAMHbIX MpUHUMNax wu
npasunax obpalleHns NeKapcTBeHHbIX CpeACTB B paMkKaxX EBpasnMMCKOro 3KOHOMMYECKOro coto3a oT
23 pekabps 2014 rogma, nyHktom 86 npunoxeHms N 1 k PernameHty pabotbl EBpasuiickomn
5KOHOMUYECKOW KOMUCCUK, YyTBEpXAeHHOMY PeweHneM Bbicwero EBpasmnckoro 3KOHOMWYECKOro
coseTa oT 23 aekabpsa 2014 r. N 98, n PeweHuneM Bbicluero EBpasminckoro aAKOHOMMYECKoro coseTa oT
23 pekabpsa 2014 r. N 108 "O peanusaumm CornaweHumss o eAuHbIX NpUHUMNAX K npaBunax
obpalweHnss nekapCcTBeHHbIX CpeAcTB B pamkax EBpasunckoro skoHoMumyeckoro coto3a" CoseT
EBpa3sniickon aKOHOMUYECKON KOMUCCUN peLumnn:

1. YTBepauTb npunaraembie [lpaBuna npoBeaeHuUs nccnegoBaHun  6MO3KBMBANIEHTHOCTM
NEKapCTBEHHbIX MpenapaToB B paMKaxX EBpa3Ml‘;ICKOFO 9KOHOMMNYECKOIro Ccoro3a.

2. Hacrtosauwee PeweHne BCTynaetr B Cuay nNO ucrtedeHmn 10 KaneHAApHbIX AHEW C aathl
BCTynneHnus B cuny MNpoTtokona, noanncaHHoro 2 aekabpsa 2015 roga, o npucoeanHenmn Pecnybnumku
ApmeHuns k CorfaleHnio 0 eanHbIX NpUHUMNax U npaBunax obpalleHuns ieKkapCTBEHHbIX CpeacTB B
pamMkax EBpasmickoro sKOHOMMYECKOro cowsa oT 23 aekabpsa 2014 roga, HO He paHee 4yeM Mo
ncredyeHun 10 KaneHgapHbIX AHeNW € AaTbl odpuumnanbHoro onybnmnkoBaHusa Hacrosiwero PeweHuns.

YneHnbl CoBeTa EBpa3ninckoil SKOHOMUYECKO KOMUCCUMN:

OT Pecnybnukn OT Pecnybnukn OT Pecnybnnkn OT Kbiprbiacko OT Poccuickon

ApMeHus benapycb KasaxcTtaH Pecnybnuku ®degepaunmn
B.ABPUEJTIAH B.MATIOLLIEBCK A.MAMUNH O.MAHKPATOB .WWYBAJTOB
nn

YTBEpxaeHbl

PeweHnem CoBeTa

EBpa3snitckon aKOHOMNYECKON KOMUCCUM
oT 3 Hos16pst 2016 r. N 85

NMPABUNA
NPOBEOEHUA NCCNEOOBAHUA BUOIKBUBANIEHTHOCTU JIEKAPCTBEHHbIX
NMPENAPATOB B PAMKAX EBPA3SUUCKOIO 3KOHOMUYECKOIO COIO3A

I. O6bwume nonoxeHusa
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1. Hacrtosawme [paBuna ycraHasnuealT TpeboBaHMA K pa3paboTke Au3aMHa WUCCeaoBaHUM
6unoskBuBaneHTHoCcTK (obuwero niaHa nccneaoBaHUin, onncaHnUsa cnocoboB NpoBeaeHUs NCCnenoBaHMM
B 3aBMCUMMOCTM OT oOT6bopa M QopMMPOBaHUA rpynn CybbekTOB UCCNeaoBaHU, MacKMpoBaHUS
OaHHbIX), NMPOBEAEHMUIO UCCNenOoBaHWI OMO3KBMBANIEHTHOCTM M aHaNM3y WX pe3ynbTaToB, a TaKXe
OCHOBaHWS ANS 3aMeHbl NCCeaoBaHMI in vivo nccnenosaHusaMm in vitro.

LUens npoBegeHns uccnefoBaHun 6GMOSKBUMBANEHTHOCTUM - [AoOKasaTb 3SKBUBANEHTHOCTb
BOCnpousBefeHHoro (rmbpmaHoro) nekapcTBeHHOro npenapata pedepeHTHOMY JieKapCTBEHHOMY
npenapaTty Mo KayecTBy, 4ToObl 3KCTpanoanpoBaTb pe3ynbTaTbl AOKANHUYECKUX WCMbITAaHUN U
KJIMHWYECKUX  WUCCNefOBaHWW, MNPOBEAEHHbIX B OTHOWEHUW pedepeHTHOro JeKapCcTBEHHOro
npenaparta, Ha BocnpousBeneHHbIn (rMbpuaHbIN)  nekapcTBeHHbIM npenapaTt. [lpoBeaeHue
nccnenoBaHmii 6MO03KBUBANEHTHOCTM TpebyeTcsa Npu BHECEHUN U3MEHEHUN B perncrpaumoHHOe AocCbe
3aperncTpupoBaHHOro JlekapCTBEHHOro npenapata (B 4acTHOCTM, MNpUM  WU3MEHEeHUW CcocTaBa
BCOMOraTeNbHbIX BeLWecTB, TeXHONOrMu MnpouM3BOACTBA, MecTa MNPOU3BOACTBA, YKPYMHEHUW WK
pasyKpynHEHWW MPOMbILLAIEHHON cepun 1 T.4.), HA NpeaperncTpaunuoHHOM 3Tane npu CyLwecTBeHHOM
M3MEHEeHMN COoCTaBa, TEXHOMOMMM MNPOU3BOACTBA JIEKApPCTBEHHOro npenapata (ecin OCHOBHblE
AOK/IMHUYECKME W  KJMHUYECKNEe WCCNeaoBaHMs npoBeAeHbl C HEW3MEHEHHbIM JleKapCTBEHHbIM
npenapatoMm U Heo6X0AMMO 3KCTpanonMpoBaTb MONYYEeHHble JaHHble o0 6e30nacHoOCTU U
3P HEKTUBHOCTN HA U3MEHEHHDbI NIeKapCTBEHHbIM NpenapaT), Npy U3MeHeHUU NeKapcTBeHHoM dhopMmbl
C HeMeA/leHHbIM  BbICBOOOXAEHMEM Ha  JNeKapcTBeHHyw  dopMy € MoAMDULMPOBAHHbBIM
BbICBOb6OXAEHMEM, pa3paboTke KOMBMHMPOBAHHbLIX IeKapCTBEHHbIX MpenapaTtoB M B UHbIX Cy4asXx.

2. [Ba nekapcCcTBeHHbIX MpenapaTa, COoAepXalnxX OAMHAKOBOE KOJMYEeCTBO AeNCTBYIOLEro
BellecTBa, CYMTAOTCS BMO3KBMBANEHTHbLIMU, €C/TN OHU SBNSAIOTCA (hapMaLeBTUYECKN SKBUBANEHTHbIMU
nnn dapmMaueBTUYECKMN albTEPHATUBHBLIMWU U UX BMOAOCTYNHOCTb (MO CKOPOCTU M CTEMEHWU) Mocne
NPUMEHEHNS B OAVMHAKOBOW MOJISIPHOM [03€ YKJIaAblBAeTCs B 3apaHee yCTaHOBJIEHHble AOMYCTUMbIE
npeaenbl.  YKasaHHble  npeaenbl  ycTaHaBnueawTcs  And  obecnedeHmss  COMOCTAaBMMOCTU
bnodapmaueBTUUHECKNX CBOMCTB JleKapCTBEHHOM (OPMbl, B KOTOPOWN BbIMYCKAKTCHA JSleKapCTBEHHbIE
npenapaThbl in vivo (TO eCTb CONOCTaBMMOCTU UX NO 3P PEeKTUBHOCTM N 6&30NacHOCTK).

3. [Ana onpeaeneHns CKOpoCcTU M cTeneHn abcopbumm B mnccnegoBaHnax 6MO3KBUBANEHTHOCTU
06bIYHO WMCNONb3yeTcsa KpuBas "KoHueHTpaumsa - Bpemsa". Cnepywowme dapMakoKMHeTU4YecKue
napamMeTpbl MU 3apaHee YCTaHOBMIEHHbIE rpaHuubl UX AOMNYCTUMbIX OTKIOHEHW MO3BONSAKT CYAUTb O
6103KBMBANIEHTHOCTU CPaBHMBAEMbIX JIeKAapCTBEHHbIX NpenapaToB NyTEM OLEHKUM UX CPaBHUTENbHOM
6noaoCTynNHOCTH:

naouwaab noa KpmBon "KoHueHTpauusa - spema"” (AUC), oTpaxatouwas BeIMUYMHY 3KCNO3ULUU;

MakcuManbHasa KoHueHTpaunsa BewectBa (Cmax) B KpOBM, Naa3Me UM CbiIBOPOTKE (Aanee Takxe
- nnasma, 6noXxmnaKkocTb);

BpeMS AOCTUXXEHUS MaKCUManbHOM KOHLUEHTpauum B 6uoxuakoctu (tmax).

Mpn aToM Cmax n tmax SaBASAKTCA nNapaMeTpaMmu, Ha KOTOpble OKa3blBAET BJ/IMSIHWE CKOPOCTb
abcopbuunn gencreytowlero seLlecTsa M3 nekapcTtBeHHoOM HopMbl.

4. Hactosiwme [NpaBuia pacrnpoCTPaHSOTCS Ha JieKapCTBEHHble NpenapaTbl B Buae TBeEPAbIX
NleKkapCcTBeHHbIX (OpM AN npuemMa BHYTPb C HEMeANeHHbIM BbICBOOOXAEHNEM AENCTBYIOLWEro
BellecTBa, coaepxaT TpeboBaHMS K  MJI@HUPOBAHMIO U MNPOBEAEHUIO  MUCCNeaoBaHWUM
ONO03KBMBANIEHTHOCTU NYTEM UW3YUYEHUS CpaBHUTENbHOW OMOAOCTYMHOCTUM Pa3HOBUAHOCTEN 3TUX
NIeKapCTBEHHbIX (DOPM C HEMEeANIEHHbIM BbICBOOOXAEHMEM, a TakKXe APYrMX BUAOB JIEKAPCTBEHHbIX
dopM B COOTBETCTBMU C 0OLLMMU TpebOBaHMAMKM coracHo npunoxenuto N 1.

PaszpaboTka Aau3aHa W MNpoBeAeHUMEe WCCNeAoBaHWW, aHanuM3 AaHHbIX CpaBHUTENbHOMN
6MoA0CTYNHOCTM AN MNOATBEPXAEHUS  OMO3KBMBANEHTHOCTM  JIEKAPCTBEHHbLIX  (QOpPM  TaKuX
JIEKapCTBEHHbIX MpenapaTtoB MPOBOAATCS B COOTBETCTBMM C TpeboBaHusaMum paspena III HacTosawmx
Mpasun. Ecnn 6MO3KBUMBANEHTHOCTb HEBO3MOXHO MOATBEPAUTb C MOMOLLBIO  WUCC/IeA0BaHUM
61M0A0CTYNHOCTM, NpoBOAsATCS  (dapMakoAMHaAMMYeCKMe WAW  KIWHWYECKME  uccnenoBaHus, B
COOTBETCTBMM C TpeboBaHUAMK cornacHo npunoxeHuam N 2 u 3.

5. B Hactoawwmx [lpaBunax yCTaHaB/IMBAKOTCA KPUTEPUW, B COOTBETCTBMM C KOTOPbIMU
nposeaeHne nccnegoBaHuin 6MOAOCTYNHOCTU in vivo He TpebyeTcsa (ANna AONONHUTENbHbIX A03UPOBOK
- B COOTBeTCTBMM C nopgpaspenom 7 pasgena III Hactodwwmx [lpaBun, Ana OTAENbHbIX BWAOOB
JNIeKapCTBEHHbIX (OpM - B COOTBETCTBMM C npunoxenmem N 1, ana npouenypbl 6uoseisep,

http://www.consultant.ru/cons/cgi/online.cgi?req=doc&base=LAW&n=207405&fld=134&dst=100014,0&rnd=0.15168689807692837#0187157271... 2/71



11.02.2018 MeyaTb AOKyMeHTa

OCHOBaHHOW Ha 6modapMaLEeBTUUYECKON CUCTEME KnaccnduKkauumm - B COOTBETCTBMU C NMpunoxeHmem N
4).

6. [lpn noatBepxaeHnn 6GMOSKBUBANIEHTHOCTM JIEKAPCTBEHHbLIX MNpenapaToB, KOTOpbie
BbIMYyCKaTCA B  JIEKAPCTBEHHbIX dhopmax C MOANULMPOBAHHbBIM BbICBOOOXXAEHUNEM,
TpaHcAepManbHbIX NeKapCTBEHHbIX (OpMax M WMHransiUMOHHbIX JIeKapCTBEHHbIX (opMax, a Takxe
NlekapCTBEHHbIX dopMax ANs MECTHOro MNPUMMEHEHUS U JINMOCOMalbHbIX NEKAPCTBEHHbIX (opMax
nccnenoBaHMsa cneayeT NpoBoAMTb B COOTBETCTBMM C aKTaMu, BXOASLWMMW B NpaBo EBpasnmckoro
3KOHOMMYECKOoro coto3a (ganee - Coto3), B chepe obpalleHns nekapCTBEHHbIX CpeacTB.

7. Cdhepa npuMeHeHUs HacToswmx paBun orpaHMyeHa CpaBHEHUMEM XMMUUYECKUX COeAMHEHUN.
Mopanok cpaBHEeHNS BUMONOrMYECKMX SieKapCTBEHHbIX NpenapaToB ¢ pedepeHTHbIMMN NeKapCTBEHHbIMU
npenapaTtaMn yCTaHOBJIEHbI B NpaBuiiax NpoBeaeHUs UcCneaoBaHuUn 6MONOrMYecKkuUX ieKapCTBEHHbIX
cpeaActe B paMkax EBpasMMCKOro 3KOHOMMYECKOro COo3a, YyTBepXaaemblx EBpasuiickon
3KOHOMMYECcKon komuccmen (panee - Komuccusa). lMoartsepxkaeHne OMO3KBUBANEHTHOCTU MOXKET
NPOBOANTBLCS B OTHOLWEHWUU PACTUTENbHbLIX JIEKAPCTBEHHbIX MpenapaToB, HO OCHOBHble TpeboBaHwus,
M3/10XEHHble B HacTosawmux MNpasnnax, He NPUMEHNMbl K pacTUTESIbHbIM IEKapCTBEHHbIM npenapaTamM,
ONS1 KOTOPbIX AENCTBYIOLWLME BELECTBaA HE B MOJIHON Mepe OXapaKTepu3OoBaHbl.

8. Hactoauwwue MpaBuaa MCNofb3yTCA NpU noAadve 3asB/IEHUN O PerucTpauumn neKkapCcTBeHHbIX
npenapaToB B pamkax Coto3a.

9. Mccnegyemble  NeKapCTBEHHble  MpenapaTbl,  MCNo/b3yeMble B MCCNeaoBaHUM
6MO03KBMBANEHTHOCTN, AO/KHbI  MPOM3BOAUTBLCSA B  COOTBETCTBMM C TpeboBaHUSMW  npaBun
Haanexallen Npou3BOACTBEHHON MpPakKTUKM EBPasnIACKOro 3KOHOMWYECKOro COK3a, YTBEPXAAEMbIX
KoMmuccmen, C npeacraBfieHMEM  COOTBETCTBYHOLIErO  AOKYMEHTANbHOro  MOATBEPXAEHUS B
perMcTpauMoHHOM A0Cbe.

NccnepoBaHusa 6M03KBMBaNEeHTHOCTU, NpPOBeAeHHble 3a npeaenamun Tepputopumn Cotosa, A0NXKHbI
COOTBETCTBOBaTb Hactoswum [lpaBunaMm M ApyruM akrtam, Bxoasdwmm B npaso Cot3a, B chepe
obpalleHunsa nekapcTBeHHbIX CpeacCTB.

10. Mo Bonpocam, He yperynMpoBaHHbIM B HacToswmx [paBunax, 3asABUTENN BMpase
obpawaTtbca B DKCMEpPTHbIA KOMWUTET MO JleKapCTBEHHbIM cpeacTtBaM npu Komuccmmn (panee -
DKCnepTHbI KOMUTET Npyn KOMUCCUM) 3@ KOHCYNbTauuen.

II. OnpeneneHuns

11. Ana uenen HacTtoawmnx MNpaBmn MCNONL3YIOTCA NOHATUSA, KOTOPblE 03HAYaloT creayollee:

"6uoserisep" (biowaiver) - npoueaypa oueHkU BMO3KBMBANIEHTHOCTU NIeKapCTBEHHOMO npenapara
6e3 npoBeaeHnsa nccneaoBaHus in vivo;

"6monormnueckasa AocTynHocTb", "6buogocTtynHocTb" (bioavailability) - ckopocTb u cTeneHb, C
KOTOpPOM AEeNCTBYlOLLEE BELWECTBO WM aKTUMBHAash 4acTb MOJIeKyNbl [AENCTBYIOLWEro BewecTBa
abcopbumpytoTcsa U3 NekapcTBEHHOro npenaparta U CTaHOBSATCA AOCTYMHbIMKM B MECTe CBOEro AencTBUS.
BrnoaocTynHOCTb onpeaensitoT Kak abCcotoTHbIN UM OTHOCUTENbHbIN NOKas3aTeb.

ABCONMIOTHYIO  BMOAOCTYNMHOCTb  AENCTBYOWero BeuwectBa (akKTUBHOM  4aCTu  MOJIEKY/bl
OENCTBYIOLLEro BELLECTBA) B OMPEeAesIeHHOW fieKapCTBEHHOW opMe onpeaensioT NyTeM CpaBHEHUS C
6MoAOCTYNHOCTbIO 3TOr0 AENCTBYHOLWEro BewwecTBa (aKTUBHOWM 4acCTu OENCTBYIOLLEro BellecTBa) npwu
€ro BHYTPUCOCYAMCTOM BBEeAEHUM, NocneaHsas npupaBHuMBaeTcs k 100 npoueHTam (Hanpumep,
pacTBOp ANs NMpUeMa BHYTPb B CpaBHEHWM C pacCTBOPOM A1 BHYTPUBEHHOIO BBEAEHMUS).

OTHOCUTEeNbHY 6MOAOCTYNHOCTL AeNcTBylowero BewectBa (aKTUMBHOM 4acTu  MONEKy/bl
OEeNCTBYOLWEero BewecTsa) B onpeaesieHHON eKkapCTBEHHON (opMe onpeaensitoT NyTeM CpaBHEHUS C
6MoA0CTYNHOCTBIO APYroM NekapCTBEHHOW (OpMbl, BBEAEHHOW TeM Xe unuM apyrum (HO He
BHYTPMBEHHbIM) NyTeM (Hanpumep, TabneTkn B CpaBHEHUM C paCTBOPOM A/ MPUEMA BHYTPb).

OcHoBOWM npoBeaeHUs uUccnenoBaHMit 6MO3KBMBANEHTHOCTM N BMOAOCTYNHOCTM 60NbLIMHCTBA
NeKapCTBEHHbIX NpenapaToB SABNSETCS onpeaeneHne oTHOCUTENbHON BMOAOCTYNMHOCTMH.

BMOAOCTYNHOCTb JIEKAPCTBEHHbIX MpenapaToB, He NpeanofiarallumnX BCACbiBaHUS B KPOBOTOK,
[OMyCKaeTcs OueHWBaTb C MOMOLLbI MapaMeTpoB, CMOCOGHbIX OTPa3UTb CKOPOCTb W CTeneHb
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OOCTYMNMHOCTM AENCTBYOLWEro BELWEeCTBa WM aKTUBHOWM 4YacTU MOJIEKYNbl AENCTBYIOLIErO BELLECTBA B
MecTe CBOEero AencTBus;

"énonornyeckas 3sKBMBaNeHTHOCTb", "GuoakeumBaneHTHocTb" (bioequivalence) - oTcyTcTBME
3HAYMMbIX PasNMUYUA MO CKOPOCTU WM CTEMeHW, C KOTOPbIMU AEUCTBYHOLLEEe BewecTBO MM aKTMBHas
yacTb MOJIeKY bl AeNCTByoLWero BelecTBa hapmaueBTUYeCKmx 5KBMBANEHTOB nnu
dhapMaLeBTUYECKNX afibTEPHATUB CTAHOBSTCS AOCTYMHbIMM B MecTe CBOEro AeNCTBUS NMpu BBEAEHUN B
OAMHAKOBOWN MONSIDHOM [03€ B CXOXWX YCNOBUSAX B MUCCNeAOBaHWM C Haanexawum am3anHoM. Mpwu
Ha/IMYMN HAMEPEHHbIX PpasnymMii B CKOpPOCTM (HanpuMep, HEKOTOopble JieKapCTBeHHble (OpMbl C
MOAUMDULMPOBaAHHBIM  BbICBOOOXAEHWEM), oOMnpeaenieHHble dapMaueBTUYECKME 3SKBUBANEHTbl U
dapmaueBTUYECKNE anbTepHaTUBbl MOryT 6biTb NMpuU3HaHbl GMO3KBMBANEHTHbLIMU, €CAN OTCYTCTBYHOT
3Ha4YMMble pasnMuus B CTENEHW, C KOTOPOM AENCTBYHOLLEE BELWEeCTBO MM aKTMBHAsA 4YacTb MONEKYbl
OENCTBYIOLWEro BelwecTBa M3 KaXaoro SiekapCTBEHHOro npenapaTta CTaHOBATCS AOCTYMHbIMWM B MecTe
ceBoero gencreusl. [MpaBMno NpPUMEHMMO TONbKO B C/llyyae pasiMunMsa B CKOPOCTM, C KOTOPOM
AeNncTBylowee BewecTBO WM aKTMBHAs 4acTb MOJIeKynbl AEWNCTBYHOWEro BellecTBa CTAaHOBATCS
AOCTYMHbIMM B MeCTe CBOero AeNCTBWUS, 3anjaHMpoBaHbl WU OTpaXeHbl B 06LlEeN XapaKTepucTuke
NleKapCTBEHHOro npenapaTta, He3HaduMbl Ana  goctmxkeHms  3hM@eKTUBHON  KOHUEHTpauuu
OENCTBYIOLWEro BewecTBa UM aKTUBHOM YacTu MOJIEKYbl AEMCTBYIOLWEro BELeCcTBa B OpraHm3amMe npum
OANUTENIbHOM  MNPUMEHEHUM U C MEeAMUMHCKOM TOYKWM 3peHUs TMpu3HaHbl He3Ha4YuMbIMKU AN
NlekapCTBEHHOro npenapara.

N3yyeHne 6GMO3KBMBANEHTHOCTM MOXET OCYLLEeCTBNATbCA Kak B  yCnoBusX in  vivo
(bapmakoknHeTnyeckne, dapMakogMHaMMUYECKNe, KIAUHUYECKNE WCcneaoBaHus), Tak UM in vitro
(Hanpumep, nccnenoBaHUs TecTa CPaBHUTENbHOW KMHETUKU pacTBOPEHUS);

"6nodapmaueBTnyeckas cucrtema knaccudbwukauyum" (biopharmaceutics classification system,
BCS, BCK) - HayuHbIh noaxon, NMO3BOMSKOWMKA pa3fenntb AENCTBYOLWMNE BeELECTBA NeKapCTBEHHbIX
npenapaTtoB Ha OCHOBAHWM CTENEHU UX PacTBOPUMOCTM B BOAE U KULLIEYHON NMpoHMLaemMocTu. BmecTe
C TeCcToOM KWHEeTMKM pacTBOpeHus Ans nekapcrtBeHHoro npenapata BCK yuuTbiBaeT 3 OCHOBHbIX
akTopa, BAUAKOWNX HA CKOPOCTb U cTeneHb abcopbummn AEeNCTBYOWMNX BELLECTB U3 JIEKapCTBEHHbIX
¢dopM C HemeaneHHbIM BbICBOGOXAEHWEM AN9 NpueMa BHYTPb: pacTBOpeHWe, pacTBOPUMOCTb W
KULEYHYO MPOHMLIAEMOCTb;

"BOCMpPON3BEAEHHbINM JleKapCTBEHHbIM npenapaTt”, "reHepuk" - JfeKapCTBEHHbLIN npenapart,
MMEKLWMNIA TaKOM Xe Ka4yeCTBEHHbI N KOJMYECTBEHHbI COCTaB AenCTByoWwMX BewecTB (aKTMBHbIX
dapmaueBTuyecknx cybctaHuMn) wn Ty Xe JleKapCTBeHHY ¢opMy, 4UTO W pedepeHTHbIN
NlekapCTBEHHbIN npenapaT, M OMO3KBMBANEHTHOCTb KOTOPOro pedepeHTHOMY JieKapCTBEHHOMY
npenapaTy NOATBEPXAAETCH COOTBETCTBYOLWMMN NCCNefoBaHUsaMN 6BUOAOCTYMHOCTW.

PasnuyHble conn, 3¢upbl, WN30Mepbl, CMECU U30MepoB, KOMMIEKCbl WM NPOU3BOAHbIE
AEeNCTByloWero BewecTBa MNpPU3HATCAd OAHWM U TeM >Xe [AeWCTBYHLWMM BelecTBOM, ecnn uXx
6e3onacHOCTb N (Un) 3PEKTUBHOCTb 3HAUYMMO He OT/IMYatoTCa. PasznnyHblie nekapcTBeHHble popMbl
ANS npuemMa BHYTPb C HeMeANleHHbIM BbICBOGOXAEHMEM NPU3HAKOTCA B paMKax uccnenoBaHWUi
61MoA0CTYNHOCTN OAHOM N TOM XXe nekapcTBeHHoM dopMol (c bnodapMaueBTUHECKON TOUKN 3peHmns);

"rmbpuaHbIN NEeKapCTBEHHbIA NpenapaT" - sieKapCTBEHHbLIN MNpernapaT, He nognajdarwwmnin noa
onpenesieHMe BOCMNPOM3BEAEHHOrO JlIeKAapCTBEHHOro npenapaTta, MNpUBEAEHHOr0 B  HACTOSALWMX
MpaBunax, wWAW, NpU HEBO3MOXHOCTU MOATBEPXAEHUS €ero O6MO3KBMBANEHTHOCTU C MOMOLLbIO
nccnenoBaHnMm 6MOAOCTYMHOCTU, @ TakXe ecnu AeNCTBYoWee BelecTBo (AeNCTBYOLME BeLECTBa),
NMokKasaHuUs K TMNpPUMEHEHUD, [A03MPOBKa, NekapcTBeHHass ¢opMa uWAKM nNyTb BBEAEHMS TaKoro
NlekapCTBEHHOro npenapaTa OT/IMYaloTCA OT TaKOBbIX pedepeHTHOro NeKapCTBEHHOro npenapara, 4YTo
TpebyeT npeacTaBfieHUs pe3y1bTaToB AOKIMHUYECKUX U (MNN) KINMHUYECKUX UCCIeA0BaHNN;

"no3a nekapcTtBeHHoro npenapata" (dose) - KOMWMYECTBO AENCTBYIOLWEro BellecTBa
NlekapCTBEHHOro npenaparta Ha 1 NnpMMeHeHne (OAHOKpPaATHOE UM MHOTOKPAaTHOE NPUMEHEHMUE);

"no3npoBKa siekapCcTBeHHOro npenapata” (strength) - KonnyecTBeHHO BbipaXeHHOe cogepXXaHue
OENCTBYIOWMX BELWECTB B eAuMHMUe [03MpoBaHusl, obbeMa WM Maccbl B COOTBETCTBUM C
nekapcTBeHHo hopMoit;

"mcnbitaHme "pacTtBopeHue" ans KoHTpons kKadectBa" (quality control dissolution test) -
npeaycMmotpeHHoe ®apmakoneen Cok3a WCObITaHMe, MPOBOAMMOE C LEbD PYTUHHOIO KOHTPOSS
KayecTBa Cepui JleKkapCTBEHHOrO nMpenapaTta B BWAE WCNbITAHUS Ha pacTBOPEHWE C OAHUM
KOHTPO/IbHbIM BpEMEHHbIM nepuogoM ans otbopa npob6 AaAna NeKapCTBEHHbIX MpernapaTtoB C
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HeMea/leHHbIM BbICBO6OXAEHMEM M C 3 KU 6Goslee KOHTPOSIbHbIMM BPEMEHHbLIMW MNepuoaaMu Ans
NIEKAPCTBEHHbIX NpenapaToB ¢ MOAUMULMPOBAHHbLIM BbICBOBOXAEHMEM;

"KOMOBUHNPOBaAHHbIN NeKapCTBEHHbIN npenapat" (fixed-dose combination finished
pharmaceutical product, FDC-FPP, KJ1I1) - roTtoBbliAi /1€eKapCTBEHHbLIA MpenapaT, coAaepXawunn 2 u
6onee gencreyoWwnX BewecTB (aKTUBHbIX ddapMaLeBTUYECKNX CYBCTaHLMi);

"nekapcteeHHaa ¢opma" (dosage form) - cCOCTOssHME JleKapCTBEHHOro nmnpenapara,
COOTBeTCTBYlOWee crnocobaM ero BBeAEeHUS M NpUMeHeHUs un obecrneuymBatoulee AOCTUXKEHUE
Heobxoanmoro addekTa;

"HanonHuTenn" - pasHOBMAHOCTb BCNOMOraTeNbHbIX BELWLEeCTB, MCMNOo/b3yeMbiX A1 npuaaHus
TBEPAbIM NeKapCTBEHHbIM (pOpMaM 3a4aHHOro pa3mMepa;

"opurnHaneHbIW  NekapcTBeHHbIM  npenapaTt’  (innovator pharmaceutical product) -
NleKkapCTBEHHbIX  Mpenapat C HOBbIM  AEWCTBYHOLWMM  BELECTBOM, KOTOpbIM  6bin  NepBbiM
3aperucTpupoBaH UM pa3MeweH Ha MWpoBOM dapMaueBTUYECKOM pblHKE Ha  OCHOBaHMUMU
perncTpaumoHHOro AoCbe, CoAepXXallero pesysbTaTbl MOJHbIX AOKAMHUYECKUX (HEeKNMHUYECKUX) U
KJIMHWYECKUX WUCCnefoBaHUn, MOATBEpPXAaloWmMX ero KayectBo, 6e3onacHocTtb M 3DPEeKTUBHOCTb,
SKBMBANIEHTHOrO0 MO CoAepXaHuo TpeboBaHWMSAM, YCTAHOBMEHHbIM 4YacTbio I npunoxenHms N 1 K
MpaBunam perucTpaunm n sKCnepTU3bl JIEKapCTBEHHbLIX CPEACTB ANS MEAULMHCKOrO NPUMEHEHUS;

"pedepeHTHbIN  NeKapCTBEHHbIM  npenapaT”, "nekapCTBEHHbIM npenapaTt  CpaBHeHus",
"koMnapatop"”, "koHTponb" (comparator product) - nekapCTBEHHbI npenapaT, KOTOpbli
MCNonb3yeTcsl B KayecTBe 3TajloHa B MWCCNeA0oBaHUAX CpaBHUTENbHOW 6MOAOCTYMHOCTM ANS
HOPMWPOBAHWUS UCCleaAyeMbIX NAapaMeTpOB;

"TeCcT cpaBHUTENBbHOM KUHETUKM pacTBopeHus in vitro" (in vitro equivalence dissolution test,
TCKP) - wucnblTaHue, BKAo4awuwee B cebs cpaBHeHue npodunien pacTBOPEHUS UCCefyemMoro
NlekapCTBEHHOro npenaparta u pedepeHTHOro NeKapCTBEHHOro nNpenapaTa, Kak npasuno, B 3 cpeaax -
6ydepHbix pactBopax c pH 1,2; 4,51 6,8;

"thapmaueBTnYeckas 3KBMBaNeHTHOCTL", "dapmaueBTuyecknme skBuBaneHTbl" (pharmaceutical
equivalence) - nekapcTBeHHble npenapaTtbl B WAEHTUYHbIX JIEKAPCTBEHHbIX opMax, KOTopble
cogepxaT  OAMHaKOBOE  KOJMYeCTBO  MAEHTUYHOro  JAeucTeylowero  BewectBa  (aKTUBHYIO
dapmMaueBTHUUyeckyto cybcTaHumMio), TO eCTb OAMHAKOBYI COJMb UAN 3PUP OAHOM U TOW Xe aKTUBHOWM
4acTW MONEKysbl AENCTBYIOWEro BewecTBa WM B JIEKAPCTBEHHbIX popMax € MOANDUUMPOBAHHbLIM
BbiCcBObBOXAEHMEM, Tpebylownm co3gaHus pesepByapa MM m3bbiTKa, unmM B Takux dopmax, Kak
npeABapuUTeIbHO 3anosiHEHHble wWwnpuubl (B KOTOPbIX MOXeET BapbMpoOBaTb OCTATOYHbIN 06bEM),
KOTOpble AOCTaBASKT MAEHTUYHOE KOMMYECTBO AEMCTBYHOLLEro BeLleCcTBa B TeYEHME MAEHTUYHOro
nepuvoga Ao3vpoBaHusa. dapmaueBTUYECKME 3SKBMBANEHTbl Heobsa3aTenbHO coAepXaT OAMHAKOBble
HEaAKTUBHbIE UHrpeameHTbl. OHW  yAOBAETBOPSKT WMAEHTUYHBIM  (PapMakoONeMHbIM  UAM  WUHbIM
NPUMEHMMbIM CTaHAapTaM No NOAJIMHHOCTU, AO3UPOBKE, KAa4YeCTBY WU YNCTOTE, BK/IOYAsh aKTUBHOCTb U
B MPUMMEHMMbIX C/ly4asax MO OAHOPOAHOCTU COAEPXMMOro, BPEMEHW pacnageHus v (Uamn) CKoOpoCTU
pacTBOpPEHUS;

"thapMaueBTMUECKN anbTeEpPHATMBHbIE NNIEKApCTBEHHbIE nNpenapaTbl (pharmaceutical alternatives)”
- NIeKapCTBEHHble NpenapaTbl, cogep)Kalinme OAMHAKOBYHK aKTMBHYH 4YacCTb MOMEKY/bl AEACTBYHOLEro
BellecTBa MM ero npeawectBeHHUK (npekypcop), (Heobs3aTeslbHO B OAMHAKOBOM KOSIMYECTBE WU
NneKapCcTBeHHOW popMe) nanm oANHAKOBYIO CONb UK 3dup. Kaxablh TaKoW NeKapCTBEHHbLIN npenapaT
B MHAMBMAYanbHOM  MopsAake  yaoBfeTBOpSeT  MAEHTUYHbIM  nmMbo  CBOMM  COBCTBEHHbIM
COOTBETCTBYIOWMNM (dapMakonenHbiM WAn APYrMM TMPUMEHUMbIM CTaHAapTaM Mo MOAJIMHHOCTH,
[O3MPOBKE, KayecCTBY M 4UMCTOTE (BKKOYAsh aKTUBHOCTb M B MPUMEHUMbIX ClydasX OAHOPOAHOCTb
COOEpPXMMOro, BpeMsl pacnageHmst n (Mnmn) CKoOpoCTb pacTBOpPEHUSN);

"bnkcmpoBaHHaas kombuHaumsa ao3" (fixed-dose combination, FDC, ®K[) - koMbuHauusa 2 u
bonee OENCTBYIOLINX BELWECTB C YCTAHOBJIEHHbIM COOTHOLIEHMEM A03MpoBOK. OK/[ ncnonb3yercs ans
0603HaUYeHNS KOHKPETHOW KOMOMHaUMM OENCTBYHOLUMX BELLECTB BHE 3aBMCMMOCTM OT COCTaBa Wn
TOProBoro HaMMeHoBaHWS NleKapCTBEHHOro npenapata. KomMbuHaums AeNCTBYOWMX BELLECTB MOXeT
MCNONb30BaTbCs KaK COBOKYMHOCTb MOHOKOMMOHEHTHbIX JIEKAPCTBEHHbIX MpenapaToB, NPMMEHSEMbIX
OAHOBPEMEHHO, Tak 1 B BUAE rOTOBOr0 MHOFOKOMMNOHEHTHOIO JIeKapCTBEHHOIO Npenapara.

B uensx Hactoswmx MpaBun noa 3Ha4YMMbIMU MOHMMAKOTCA BCE WCC/IEAO0OBAHUA NEeKapCTBEHHOIO
npenapaTta, KOTOpble OKa3blBAlOT BAWAHME HA WHGOpMauuilo O ero 6e30MacHOCTM, KayecTBe,
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3(pPeKTMBHOCTM U 06/1aCTM BO3MOXHOIO KIMHUYECKOr0 TMNpPUMEHEHUSA, 3asB/IEHHOW B obulen
XapaKTepUCTUKE NEKapCTBEHHOro npenapara.

III. TpeboBaHusa K gn3anHy, NPOBEAEHUIO N OLIEHKe
nccnenoBaHMin 6GUO3KBUBANEHTHOCTU

12. O6beM M amsanriH nccnegoBaHuUn 6MO3KBUMBANEHTHOCTM HeobxoamMo obocHoBaTb (HU3NKO-
XUMUYECKNMU " hapMaKOKMHETNYECKMMMU CBOMCTBaMmn AencTeytowero BelwecTBsa "
NMpPOMOpPLMOHANbHOCTLIO COCTaBa JIEKAPCTBEHHOro npenapaTta. B 4acTtHocTu, cnepgyeT yyuTbiBaTb
NINHENHOCTb (apMakOKUMHETUKKN, HeobXoAMMOCTb MNpoBeAeHUs uccneaoBaHUs B 3aBUMCUMMOCTUM  OT
npueMa nuiin, aHanausa 3HaHTUMOMEpPOB, a Takxe uenecoobpa3HOCTb MpoBeAeHUs WUCCef0BaHuiM
OOMNOSIHUTENbHbIX A403MPOBOK (B COOTBETCTBMM C TpeboBaHMsSMKM noapasfesnioB 4 - 7 HaCTosLWero
pasgena).

13. B moayne 2.7.1 perucrpaumoHHOro gocbe B ¢dopMmaTe 06Wero TeXHUYeCKoro AOKYMeHTa
Heob6xoAMMO nMnpeacTaBuUTb MepeyeHb BCeX 3HAYUMbIX  UccnefoBaHuMin  (He3aBUCUMMO  OT  UX
pe3ynbTaToB), MNpOBeAeHHbIX C JiIeKapCTBEeHHbIM MpenapaTtoM, B TOM 4ucC/e UCCNeaoBaHUS
6M03KBMBANEHTHOCTN C LENbI0 CPaBHEHUS 3a8BMSIEMOr0 K perncrpaumm eKapCTBEHHOro npenaparta
(To ecTb uMerLWero TOT e COCTaB M Mpouecc npom3BoACTBA) C pedepeHTHbIM JleKapCTBEHHbIM
npenapaToMm (B COOTBETCTBUU C TpeboBaHMAMKU nNoapa3aena 2 HacToswero pasaena).

B oTHOWeEHWM BCeX NMpoBeAeHHbIX NCCNeaoBaHMM B cOCTaBe MoAyns 5 perncrpauMoHHOro aocbe
HeobxoANMMO NpeacTaBUTb MOJIHbIE OTYETbI, 3@ UCKJIKOYEHMEM MUIOTHBLIX UCCNeAOBaHMN, ANS KOTOPbIX,
€C/IN OHM NPOBOAWIIUCL, AOCTAaTOYHO MNPUBECTU KPaTKUE CUMHOMCUCHI, KOTOpble O(MOPMASAIOTCS B
COOTBETCTBMW C npunoxeHmem N 2 K npaBwunaM Hagnexauwen KanHuyeckonm npaktukm Cotosa,
yTBepxaaembiM Komuccmen. [lonHbIN OTYET O NUAOTHbIX WCCNeAOBaHUAX, B AAHHOM cnydae,
Heob6xoAMMO npeacTaBuTb MO TpeboBaHUIKO YNOTHOMOYEHHbLIX OpraHOB rocyaapctsB - uneHos Coto3a
(manee - rocypapctBa-yneHbl). B Mmoaynb 2.7 Heo6XoAMMO TakXe BKKOUYUTb CUHOMCUCHI OTYETOB 06
nccnefoBaHMsax 6MOIKBMBANEHTHOCTU M CpaBHUTENIbHOW 6MOAOCTYMHOCTM, MPOBEAEHHbIX Ha CTaauu
pa3paboTku nekapcTBEHHOro npenapara.

1. An3zarH nccnenoBaHus

14. [OuvzanH wuccnegoBaHMs HeobXoAMMO COCTaBUMTb TakumM o06pa3oM, 4Tobbl BAMSHME
NeKapCTBEHHOro npenapata Ha ero dapMakKOKMHETUYECKME MNapaMeTpbl MOXHO 6bl1I0 OTANYUTL OT
B/IVSIHUA APYTrnX PaKToOpoOB.

15. CtaHaapTHbLIN AM3aliH npeanosiaraeT creaytoulee.

Mpy cpaBHEHUM 2 NeKapCTBEHHbIX NpenapaToB peKoMeHAyeTCcs NPOBOAUTbL PpaHAOMU3NPOBAHHOE,
ABYXNepnoaHoe, NnepekpecTHoe B 2 MOC/eA0BaTE/IbHOCTAX UCCNeaoBaHMe C NMPUEMOM OAHOKPATHOM
Ao3bl. [Mepuoabl AO/MKHbI 6bITb pa3fesieHbl OTMbIBOYHLIM MEPUOAOM, AOCTATOUHbLIM AN CHUXEHUS
KOHLEHTpauUnn AencTBYIOWEro BellecTBa HWMXe nopora 6M0aHaNMTUUYECKOro onpeaeneHus y Bcex
Cy6beKTOB B Haudasie BTOPOro nepvoaa uccnenosaHusi. O6bIYHO AN 3TOro A0CTaTo4yHO 5 mepuoaos
NnonyBbIBEAEHUS.

16. AnbTepHaTMBHbIN AM3allH npeanonaraeT cneaytouee.

B HekoTOpbIX Cny4yasx, Npu yCioBUM TOro, YTO AN3aWH UCCNefoBaHUs U CTAaTUCTUYECKMA aHanus
Hay4HO 060CHOBaHbl, MOXHO paccMaTpuBaTb anbTepHaTUBHbIE oOblwenpusHaHHble AU3anHbl:
napannencHblii - 419 BeWweCcTs C AnutencHbiM t1/2; noBTOpHbIN (pennnkaTtueHbii, replicate design) -
ANS BeLeCcTB C BbICOKO BapuabenbHbIMM (apMaKOKMHETUYECKMMWU MapaMeTpamMn (B COOTBETCTBUM C
TpeboBaHugaMn nogpasaena 11 HacTosawero pasaena).

17. Ecnn BCcneacTBne HENEPEHOCMMOCTU NMPUEM OAHOKPATHOM A03bl 340pOBbIMM A06POBO/IbLIAMMU
HeaoMnyCcTUM, @ UccneaoBaHMe OAHOKPATHOM A03bl Y NALMEHTOB MPOBECTU HEBO3MOXHO, AOMYCKAEeTCs
npoBeAeHMe UCCNeaoBaHMs Y NaUMEHTOB C MHOMOKPaTHbLIM NMPUEMOM JIEKAPCTBEHHOrO NpenaparTa.

B peakux cnydasax, Korga HeaocTaTouyHasi UyBCTBMTENbHOCTb aHalIUTUYECKOro MeToa
npensiTCTBYeT TOYHOMY OMpefesieHMI0 KOHLEHTpauunm B 6MOSIOMMYECKON XWAKOCTU nocne npuema
OOAHOKPATHOW [03bl, @ PaBHOBECHAasi KOHLEHTpaUMs AOCTAaTOYHO BbICOKa AA MOSYYEHUS TOYHbIX
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3HaYeHU, B KayecTBe asibTEPHATUBbI WCCEAOBaHUID C MPUEMOM OAHOKPATHOM [A03bl AOMYCTUMO
npoBeAeHMEe WCCNEeAOBaHUS C MHOrMOKpPaTHbIM TMPUMEMOM JIEKApPCTBEHHOro npenaparta. OpgHako,
NPUHMMasa BO BHMMaHME, UYTO UCCNEA0BAHUA C MHOIMOKPATHbIM MPUEMOM MeHee YyBCTBUTE/bHbI ANs
onpeaeneHusa pasnmumini B Cmax, Mx nNpoBeaeHMe AONYCTUMO TOSIbKO B TOM C/lyYae, ecnu 3asiBUTeNb
CMOXET OAHO3HA4YHO A0Ka3aTb, YTO YYBCTBUTE/IbHOCTb aHalMTUYECKOro MeToAa He MOXET 6biTb
ynydlleHa M 4YTOo nocfie npuemMa OAHOKPAaTHOW [03bl JIeKapCTBEHHOro npenapaTta TOYHO W3MEepUTb
KOHLUEHTPAUNID  MCXOAHOrO0 COEAMHEHUSI HEBO3MOXHO, YUMTbIBasi, 4YTO B  MCCNeAoBaHUSX
61M03KBNBANEHTHOCTN AOMNYCTMMO, NPeACTaBMB COOTBETCTBYIOWME 060CHOBAHMUS, UCMO/b30BaTb A03bl,
npesbllaolne TepaneBTUYeckne (B COOTBETCTBUM C TpeboBaHMSMM noapasgena 7 HacTosWero
pasaena). MNpoBeaeHne NccnenoBaHns ¢ MHOrOKpPaTHbLIM NPUEMOM N1eKapCTBEHHOMO rnpenapaTa BMEcTo
OAHOKPATHOro B CWUJ1y HEAOCTAaTOYHOM YyBCTBUTENbHOCTM aHANIUTUYECKOro MeToda A0MYyCTMMO TOIbKO
B UCKJIIOUUTENbHBIX Cny4dasX.

B wuccnepoBaHMsX paBHOBECHOW KOHUEHTPaUWM OTMbIBOYHbIA Mepuoa nocne npueMa
npeablaywero JseKkapCTBEHHOrO MpenapaTa MOXET rMepeKkpbiBaTb HapacTaHMe KOHLUEHTpauum BO
BTOpOM nepuoge (Npu yCioBUKU, YTO NMPOAOSIXKUTENBHOCTb TaKOro HapacTaHUs AOCTAaTOYHO ANUTeNnbHas
N COCTaB/ISIET HE MeHee 5 KoHeuHbIX t1/2).

2. PedbepeHTHbIN nekapCTBEHHbIN NpenapaT U nccneayembli
NleKapCTBEHHbIN npenapaT

PedepeHTHbIV IekapCTBEHHbLIN NpenapaT

18. [lpu BbibOope pedepeHTHOro neKapCTBEHHOro npernapaTta MWCXOAAT U3  CNeaylowen
nocnenoBaTesibHOCTU:

a) OpuWrMHanbHbI JIEKAPCTBEHHbIM rMpenapaT, KadectBo, 6e3omacHOCTb M 3(PHEKTUBHOCTb
KOoToporo 6blnn ycTtaHoBAeHbl npu pernctpaunn B Cotse ("3apernctpmpoBaHHbin B Cotose
OopurMHanbHbIn npenapat");

6) opurMHanbHbIN NeKapCTBEHHbIN NpenapaT, 3aperMcTpMpoOBaHHbI B roCyAapcTBe, rae YpoBeHb
TpeboBaHUIN K perynnpoBaHuio dapMaueBTUYECKOro pbiHKA HE HWUXEe YPOBHS, YCTaHOBJIEHHOrO B
Coto3e, Npy HEBO3MOXHOCTU BbIMNOJIHEHUS NOAMNYHKTA "a" HacToSLWero NyHKTa;

B) BOCMPOM3BEAEHHbIN JIEKAPCTBEHHbLIA MNpenapaT, 3aperncrtpMpoBaHHbIA B KaXAoM U3
rocynapcTB-4J€eHOB M NMOATBEPAMBLUNI CBOKO 6MO3KBMBANEHTHOCTb OPUTMHANbHOMY JIeKapCTBEHHOMY
npenapaty (npun oaobpeHuMn IDKCNepTHbIM KoMuTeToM npu  KomMuccum) npu HEBO3MOXHOCTU
BbINO/IHEHNS NOAMNYHKTOB "a" 1 "6" HacTosLWEero NyHKTa;

r) NeKkapCTBEHHbIM npenapaTt, WMEKLWWUA OMnbliIT MNPUMEHEHUS Ha TEPpUTOPUM OAHOr0 U3
rocyaapcTB-4/ieHOB He MeHee 25 neT (npu ogobpeHun DKCNEPTHbIM KOMUTETOM MO JIEKAPCTBEHHbIM
cpeacrteamM  npu  EBpasnMMCKOM  3KOHOMWMYECKOM KOMWMCCUMKM) MNpPU  HEBO3MOXHOCTWU  BbIMOSIHEHUS
noanyHkToB "a" - "B" HacToALWEro NyHKTa.

19. Mpu wnccnepoBaHMn BOCNpom3BeAeHHOro (rmbpuaHOro) sekapCcTBEHHOro mnpenapata wWaum
BHECEHUN U3MEHEHUN U AOMOJSIHEHUIM B PErMCTPaLIMOHHOE A0Cbe /IeKapCTBEHHOMO npenaparta B 4acTu
OEeNCTBYOWNX BewecTs, [AO03WPOBKMW, JeKapCTBeHHOW ¢OopMbl W MyTU BBeAEHUS uccneayemblin
NleKapCTBEHHbLIN npenapaT CpaBHMBAKT C COOTBETCTBYIOLWEN NeKapCTBEHHOM (OpPMOMN N A03UPOBKOMN
pedepeHTHOr0 NEeKapCTBEHHOro npenapaTta (ecnM He NpUMEeHWMbl MosioXeHuna ab3aua BTOpPOro
HaCTOSsILLEro NyHkKTa).

Ecnu opurvHanbHbI  JIEKAPCTBEHHbIM MNpenapaT Ha pblHKE MpeacTaBleH B HECKOJIbKUX
flekapCTBeHHbIX dopMax, B KadecTBe pedepeHTHOro JieKkapCTBEHHOro npernapaTa pekoMeHAayeTcs
MCcnonb3oBaTb Ty M3 HUX, B BUIAE KOTOPOM OH 6bln BNEepBble 3aperucTpupoBaH M KoOTopas
MCMNOMb30Basflacb B K/UHUYECKUX WCCNEA0BaHUAX ANA MNOATBEPXAEHUS ero 3dMdeKTUBHOCTU U
6e3onacHocTw.

20. 3aasutenb o06a3aH o060cHOBaTb BbIGOP pedepeHTHOro NeKapCTBEHHOro rnpenaparta Aanas
nccnenoBaHMs  6MO3KBMBANEHTHOCTM C  Y4YEeTOM pe3ysibTaTOB  KOJIMYECTBEHHOro onpeaeneHus
coaepXXaHus AencTByloWero BewecTBa W AaHHbIX O ero pacTtBopeHuu. B cepun, noanexawen
MCMOMb30BaHUID B  KayecTBe UCCNeayeMoro JIeKapCTBEHHOro npenaparta, KoJM4yeCTBEHHoe
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coaepxaHue (yCTaHOBMIEHHOE C MNOMOLWbIO aHaIMTUUYECKOW METOAUKWN, MNPEensIoXKEHHON AN
CTaHAApPTHbIX WCMNbITAHUIM KayecTBa MWCCAeayeMmMoro npenapaTta, BKAKYEHHOM B cneuuduKaumio
(HOpMaTMBHbIN OOKYMEHT MO KOHTPOJIK0 KayecTBa)) He AOMKHO oTnudyaTtbcs 6onee vem Ha 5
NpoOLUEHTOB OT cepuu pedepeHTHOro JekapCTBEHHOro npenapata (NpM OTCYTCTBUU  OOSKHbIX
obocHoBaHuin). 3asButenb Cc nomowbido TCKP mn KonMuyecTtBeHHOro onpeaeneHnss AenCTBYHOLWEro
BewlecTBa Ao/mkeH obocHoBaTb Bbi6Op cepun pedepeHTHOro neKkapcTBEHHOro npenapaTa,
NnJ1aHWpPyeMon K U3y4YeHUIo B nccnenosaHnm 6nMoaksmBaneHTHoOCTH. Mpu Bbibope cepumn pedepeHTHOro
NlekapCTBEHHOr0 npenapaTta And ucciefoBaHWs 6UMO3KBMBANEHTHOCTUM PEKOMEHAYETCA U3Y4YUTb
HECKOJIbKO Cepui pedepeHTHOro IeKapCTBEHHOro npenapara.

Mccnenyemblin NnekapCTBEHHbIN npenapat

21. WccnepyeMblit nekapCTBEHHbIM MNpenapaT, noasiexaluii UCNoSIb30BaHUO B WUCCeAoBaHUMU
6M03KBUBANEHTHOCTN, HE [AOMKEH OT/MYaTbCs OT JleKapCTBEHHOro npenapata (no cocTtasy,
TEXHOMOMMN  MPOM3BOACTBA, MNPOU3BOACTBEHHOMY 060pYyAOBaHMIO), KOTOPbIA  MOCTYNUT  Ha
apmaueBTUUECKMin pbiHOK ColO3a, YTO AOKHO 6blTb PACCMOTPEHO U 060CHOBAHO 3asiBUTENEM.

22. Ana TBEepAblX NeKapCTBeHHbIX GOpM ANs npueMa BHYTPb CUCTEMHOrO AEWCTBUS AENCTBYIOT
cneaywwme npasuna (nonHole TpeboBaHWsA K Banuaaumm npouecca NpouM3BOACTBA coaepXaTcs B
npaBuiax Haanexawen npou3BOACTBEHHOM MpakTukm Cot3a U ApPYyrux akTax, BXOASWMX B MpaBo
Coto3a, B chepe obpalleHna nekapCcTBEHHbIX CPeacTB):

a) B OTCYTCTBME AO/DKHbIX 060CHOBaHUN uUccnenyeMblid fileKapCTBEHHbIN npenapaT A0KeH 6bITb
oTobpaH K3 cepun, COCTaBASOWEN, NO MeHblen Mepe, 1/10 npombiwneHHon cepuun, unm 100 000
€AVHNL, NEKAPCTBEHHbIX OPM, B 3aBMCUMOCTU OT TOro, Kakon n3 ob6bemoB 6osblue;

6) Npom3BOACTBO WMCMNOAb30BAHHbIX CEPUIA NEKapCTBEHHOro npenapaTta AO/MKHO obecneumBaTb
BbICOKYIO CTeneHb YBEPEHHOCTM B TOM, YTO JSIeKapCTBEHHbIN npenapaTt M Npouecc ero NpoM3BoACTBa
6yayT BOCNpOM3BEAEHbI B MPOMbILIIEHHOM MacwTabe.

O6bbem cepun, npepgHasHayYeHHOM ANs noaTBepXxAeHust 6moskemBaneHTHocTM, MeHee 100 000
€AVHNL, BO3MOXEH MNpu YCAOBWUM, 4YTO 3TO nNpepnaraembin o6bem CepuiiHOro Mnpon3BOACTBaA, U
nocneaytouwee MacwrtabmpoBaHme NPoOM3BOACTBEHHbBIX CEPUI He npegnosiaraeTcs;

B) OnMcaHMe CBOWCTB W COCTaBneHuMe cneumdukKaumMm Ha Takue KPUTUYECKMEe nokasaTenm
KauecTBa JIEKApCTBEHHOro npenapaTa, KaK pacTBOPEeHWEe, CreayeT OCYLeCTBAATb, WCNo/b3ys
NCCNeaoBaHHYK Cepuio, T.e. CEepuio, U3YUYEHHYI0 B KJIMHUYECKUX MWCCNeAoBaHUSX, B OTHOLUEHWUMU
KOTOpOW noaTBepXaeHa 6MO3KBUBANEHTHOCTD;

r) obpasubl IeKapCTBEHHOrO rnpenaparta U3 AONOAHUTENbHbLIX OMbITHO-MPOMbIWAEHHbIX U (1K)
NPOMbILWAEHHbIX CEPUIN, NpeaoCTaBNeHHble Ha perncrpaumo, Heobxoammo cpaBHUTb € obpasuamu u3
cepuu, UCNOSb30BaHHOW B uUccnefoBaHUM BMO3KBUBANEHTHOCTU; OHU AO/DKHbI UMETb COMOCTaBUMbIE
npodunan pacteopeHuns in vitro B noaxoasawmx ycnosusax TCKP (cornacHo npunoxenuto N 5).

23. B OTHOWIEHUM KaxAOW U3 MepBbiX TPeEX MNPOMbILIEHHbIX CEPUIA A0 BbiNyCKa UX Ha PbIHOK
Coto3a Heobxoammo npoBecti TCKP ¢ cepuelt, MCNOJb30BaHHOM B  MUCCNeAoOBaHWUMU
6no3KBMBANIEHTHOCTU. B criydyae ucteyeHumst ee cpoka rogHoCTU B KayecTBe pedepeHTHON MOXeT 6biTb
MCnoJjib30BaHa npeabiaylias NpoMbll/IeHHas cepus, Npoduib pacTBOPEHUS KOTOPOM Bbls1 COMOCTaBUM
C NnpodMNeM pacTBOPEHUS CEPUUN, UCMOb30BAHHOM B UCCNEAOBaHUN BMOSKBUBANEHTHOCTMW.

3aaBuTenb AOKEeH npeactaBuTb pesynbTaTbl TCKP nepBbiX Tpex MPOMbIWAEHHbIX Cepuii Nno
3anpocy ynosIHOMOYEHHOIro OpraHa rocygapcrea-uneHa. lNpu HecoBnageHun npodusien pacTBOpeHus
3aaBuUTeNb A0XeH npeactaBuTb pesynbTaTel TCKP no cobctBeHHOW wuHMumaTMBe 6e3 3anpoca
YNO/ITHOMOYEHHOr0 OpraHa W YyKasaTb KOHKpEeTHble Mepbl, MpearnpuHAaTble A18 NpeofosieHns
BO3HUKLLEN CUTYaLMUU.

ANns npouymMx nekapcTBeHHbIX (HOPM C HEMeANeHHbIM BbICBOOOXAEHWEM CUCTEMHOMO AEWNCTBUS,
Heobxo0AMMO NpeACTaBUTb aHANOrMYHOe NMOATBEPXAEHNE SKBMBANEHTHOCTM KayeCcTBa NMPOMbILUEHHbIX
cepuii No OTHOLIEHWUIO K UCCNIeA0BaHHOM cepumn.

YnakoBKa cpaBHMBAEMbIX NIeKapCTBEHHbIX NpenapaToB
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24. VccneayeMblit NeKapCTBEHHbLIN Mpenapat UM pedepeHTHbIN NeKapCTBEHHbLIM npenapaTt
HeobXxoAnMMO ynakoBaTb MHAMBMAYANbHO ANS KaXAoro cybbekTa U nepuoaa MccneaoBaHus nepen ux
OTNpaBKoOM B WUCCeaoBaTeNbCKUA LEHTP MAM B CaMOM WCCeAoBaTeNbCKOM LEeHTpe. YNakKoBKy
(BK/IlOYAA MApKUPOBKY) cCreayeT OCYWEeCTBNASTb B COOTBETCTBMM C MpaBWIaMU  Haanexallen
Npon3BOACTBEHHOM NpakTukn Coto3a, yTBepXaaeMbiMn KoMmuccuen.

25. HeobxoaMMo nNpeaycMOTpPeTb BO3MOXHOCTb TOYHOIMO  YCT@HOBJIEHUS  MOAJSIMHHOCTU
JNIEKapCTBEHHbIX NPEenapaToB, NPUMEHAEMbIX KaXAbiM CY6beKTOM B KaX[I0M Nnepuoae UccneaoBaHusa. B
CBA3M C 3TUM HeobxoAMMO nMoApo6HO [AOKYMEHTMPOBATb YMAaKOBKY, MapKWUpPOBKY W BBeAEHUE
JIEKApPCTBEHHbIX MpenapaTtoB cybbekTaM. Takas AOKYMEHTauus OOJIHKHA COAEpXaTb OMUCaHue BCex
Mep, MNPUHATBIX ANA HEeAONyLWEeHUs U obHapy)XeHus ownboK [A03MpoBaHMA. PekomeHayeTcs
NCMO/Ib30BaTb 3TUKETKU C OTPbIBHbIM KOPELLKOM,

3. CybbekTbl nccneaoBaHums

Konunuyectso cybbekToB

26. KonnyectBo cy6beKkToB, BKJ/IHOUYEHHbIX B WCCNeAoBaHME 6GMO3KBUBANIEHTHOCTU, AOJSIKHO
OCHOBbIBATbCA Ha [AO/HKHOM pacyeTe pasMmepa BblI6OpkU. KONMMUYECTBO BKJIIOUEHHbIX B aHanu3
Cy6BbEKTOB UCCNeaoBaHUs 6UO3KBUBANIEHTHOCTU AO/HKHO 6bITb HE MeHee 12.

Bbibop cybbekToB

27. Tpynna cybbekToB A/ MpPoOBeAeHUs uccnenoBaHms 6UMOSKBUBANIEHTHOCTM AOJIXKHA OblTb
nonobpaHa TakuMm ob6pa3oMm, 4ToObl MOXHO 6blJI0 OBHAPYXUTb KAMHUYECKM 3HAUYMMbIE pasnnyuns
MeXay JeKapCTBEHHbIMM MpenapataMmun, obyC/OBAEHHbIE pPa3NNYUsaMM B UX npousBoacTBe U (KUnun)
kauecTtee. C uenblo CHUXXeHns BapnabenbHOCTU pe3ynbTaToB, HE 06YCNOBAEHHOW pas3INUYmUSIMU MeXAyY
NleKapCTBeHHbIMM  MnpenapataMu, wUccneaoBaHms HeobxoauMMo MpoOBOAWTb  Cpean  340POBbIX
nobpoBosbLEB, 3@ WUCK/IIOYEHWMEM CryyaeB, Koraa NekapCTBEeHHble npenapaTbl HECYT OYEBUAHYIO
yrposy ux 340pOBbil0, W AenalT TaKue WUCCcienoBaHMs HeSTU4YHbIMKU. B 60nblUMHCTBE cCryyaes
npoBeAeHME WNCCMeaoBaHMsl Cpean 340pOBbiX A0OpPOBOMAbLLEB in Vivo AN YCTaHOBIEHMS pas3nyunii
Mexay CpaBHMBAEMbIMM JfeKApPCTBEHHbIMW rMpenapaTamMm CYUTAETCS MNpPUEMSIEMbIM W  MO3BOMSET
3KCTpanonmnpoBaTb pe3yfbTaTbl WUCCAEA0BaHMA Ha Nuu, A1 KOTOPbIX 0A0BpEHO MPUMEHEHME
pedepeHTHOro NeKapCcTBEHHOro npenaparta (/iMua NOXWaoro Bo3pacrta, AeTu, MaumeHTbl C MoYeyHon
MM Ne4YeHO4YHON HefOoCTAaTOYHOCTbIO N T.4.).

28. B npoTokosie wuccnegoBaHMs HeobXoAMMO YEeTKO Mponucatb KPUTEPUM BKITIOYEHUS U
HeBK/lOYEHNSA. Bo3pacT cybbekToB Ao0/KeH 6biTb He MeHee 18 neT ¢ MHAEKCOM Macchbl Tena, no
BO3MOXHoCTU, 18,5 - 30 Kr/m2.

29. CootBeTcTBUE CcybbekToB YycnosusaM oTbopa HeobxoanMMO noaTBepAMTb JNlabopaTopHbIMUK
nccnefoBaHUsaMH, aHaMHe30M n MeAVNLUWNHCKUM OCMOTPOM. B 3aBUCUMOCTH oT
dapmakoTepaneBTUYECKON rpynnbl U npodung 6e30onacHOCTM NekapCTBEHHOro npenapata Ao, BO
BpPEMS M NO OKOHYaHMKU UccnefoBaHns HeobxoaMMo NPoBECTU cneunasnbHble NCCefoBaHnsa U NPUHSATD
COOTBETCTBYIOLWMNE Mepbl MpefoCTOPOXHOCTU. [lon cybbekToB He uMeeT 3HayeHus, OAHaKo
HeobX0ANUMO YyuuUTbIBaTb PUCK AN XEHWWH AeTopoAHoro Bo3pacta. CybbekTbl, MO BO3MOXHOCTH,
OO/MKHbI 6bITb HEKYpSAWMMKW; ankoroamMsM W HapkomMaHua (B TOM 4yucne B aHaMHese) SBNATCH
KpUTEpUAMN AN UX HEBKAKYEHUs B uUccriegoBaHue. B HeKOTOpbIX Ciydasax W3 coobparkeHui
6e3onacHocTM unmM B cuiy @dapMakOKMHETUYECKMX OCOBeHHOCTEN HeobxoauMMO npeaycMOTpeTb
deHoTUNMpoBaHue n (MNn) reHoTMnNnupoBaHme CcybbeKkToB.

30. Mpwn napannenbHOM pAu3arHe uccnefoBaHUs CpaBHMBaeMble rpynnbl  AOKHbl  6bITb
COMOCTaBUMbl MO BCEM 3HAYMMbIM MEPEMEHHbIM, KOTOpble MOryT MOBAUATL Ha (apMakOKMHETUKY
Aencreylowero BewecTBa (BKAOYas BO3pacT, Maccy Tena, MOA, 3THUYECKYI MNPUHAANEXHOCTb,
KypeHue, MNpuUHAANEeXHOCTb K "6biIcTpbiM" wnn "MeaneHHbIM" MeTabonmsatopaM). IDTO BaxHoe
npeaBapuTesnbHOE yCNoBMe ANs NOATBEPXAEHNS AOCTOBEPHOCTU pe3y1bTaToOB TaKMX UCCef0BaHUN.
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31. Ecnu nccnepyeMoe AelCTBYOLWEe BeLleCcTBO BbI3blBAET HeXenaTefNbHble peakuuu mn (nnn)
dapmakonornyeckme addekTbl, NpeacTaBnsdolLMe Henpuemnemble pUCKKM  ANns  340pPOBbIX
AobpoBonbUEB, NpU YCIOBUM MPUHATUS HEOOXOAMMbIX Mep MNpPeAoCTOPOXHOCTM U YCTaHOBNEHUS
COOTBETCTBYIOLWeEro HabnaeHns, 4ONYCKaeTCa BKAOYEHNE B UCCef0BaHNE NauneHToB.

4. lNpoBeneHmne nccnenosBaHus

ObecneyeHne CTaHAAPTHOCTU YC/IOBUIM NPOBEAEHUS UCCNEeA0BaHUSA

32. B uendax cBegeHWs K MUHUMYMY BapuabenbHOCTM BCeX BOBJflIeYEeHHbIX (aKTopoB, 3a
ncknyeHneMm akTopoB, 06yCnoB/IeHHbIX CBOMCTBAMU CpaBHUBaeMbIX JlIeKapCTBEHHbIX MpenapaTos,
yCnoBus NpoBeAeHWUs  uccnefoBaHWs  HeobxoaAuMO  CTaHAapTuU3MpoBatb, B CBA3M C  4YeM
cTaHAapTusaumm noanexart paumoH, NpueM XuUaKocTu u dusnveckne Harpysku.

33. BpeMs npvema nekapCTBeHHOro npenaparta Heob6xoAMMo yCTaHOBUTb 3apaHee. B oTcyTcTBue
0b6ocHOBaHuM cybbekTbl He J[O/MKHbl MPUHMMATb MNUWyY Kak MUHUMMYM 3@ 8 4ac A0 npuema
NekapcTBeHHOro npenapata. [MOCKONbKY MNpUeM XWAKOCTU MOXET MOBAMATb Ha MpoxXoxaeHue
NPUHMMAaEMbIX BHYTPb JIEKAQPCTBEHHbIX MpenapaTtoB 4yepe3 XenyAaokK, UCCneayemblii sIeKapCTBEHHbIN
npenapaT n pedepeHTHbIN NeKapCTBEHHbLIA NpenapaTt HeobxoAnMMO 3anmBaTb CTaHAAPTHbLIM 06bEMOM
xnakoctn (150 - 250 mn). B TeyeHne 1 yaca Ao 1 2 4acoB MNocse 3TOro NpUeM XUAKOCTU 3anpeLleH,
B OCTa/lbHOM YCTaHaB/MBaeTCcs CBOOOAHLIN NUTbLEBON pexuM. [llocne npuvemMa NeKapCTBEHHOrO
npenapaTta MpuUeM MNULLKM OrpaHMYMBalOT Ha 4 4vaca. PauuMoH U BpeMsa npueMa NULLIK Mocse npuema
NekapcTBeHHOro npenaparta HeobxoAMMO CTaHAAPTU3MPOBATb B TedeHWe A0CTaTo4YHOro nepuoaa
BpeMeHu (HanpuMep, 12 4yacos).

Ecnn mnccnepoBaHue AO/MKHO NPOBOAUTLCS MOCNE enbl, NMPUeM NeKapCTBEHHOro npenapata u
MALWLN  OCYLLECTBASAOT B COOTBETCTBMW C O0OLUE XapaKTEpUCTUKON NeKkapCTBEHHOro npenapaTa
MCNONb3yeMoro pedepeHTHOro neKapCcTBeHHOro npenapata. Ecnm Takue cBepgeHus B obwen
XapaKTepucTuke  fleKapCTBEHHOro npenapata pedepeHTHOro  fieKkapCTBEHHOro  npenapaTta
OTCYTCTBYIOT, TO Cyb6bekTbl AO/KHbI HadaTb npueM nuwm 3a 30 MWHYT A0 Npuema npenaparta
(NpOAOMKUTENBHOCTD NMpUeMa N - 30 MUHYT).

34. Tlockonbky 6M0AOCTYNHOCTb aKTMBHOWM 4acTM MOJIEKYNbl AEWCTBYHOLWEro BewecTBa
NIeKapCTBEHHOM (OpPMbl MOXET 3aBUCETb OT ANIMTENBHOCTU MNPOXOXAEHUSI Yepe3 Xeyao4yHo-
KMLWIEYHbIN TPaKT W WHTEHCUBHOCTU PErMOHApHOro KpoBOTOKa, TpebyeTca cTaHaapTvM3auus
MONOXEeHMS Tena n GU3nNYeckKom akTMBHOCTU CybbekTa.

35. B TeuyeHue onpeneneHHoro nepuoga A0 M BO BpeMs UCCiefoBaHus CybbeKTbl AOMXKHbI
BO3AEPXWNBATbCSA OT NMpuMeMa NULLM U HANUTKOB, KOTOPble MOryT MOBAWUATb Ha (YHKUMIO CepaeyHO-
COCYAUCTOMN, NULLEBAPUTENIBHON CUCTEMbI, NevyeHn n (nnm) nodek (HanpuMmep, anKorofbHble HAaNUTKK
WU HEKOTOpblE COKM, Hanpumep rpenndpyTtosbin). CybbektaM He cneayeT npuHUMaTb Kakue-nnbo
COMyTCTBYIOWME NeKapCTBEHHble npenapaTtbl (BK/AOYas JsieKapCTBEHHble MpenapaTtbl pacTUTENbHOro
NPOUCXOXAEHUS) B TeYeHMe COOTBETCTBYKLLEro rnepuvoga A0 U BO BpeMsa uccnenosaHud. Mpu 3ToMm
NpUMeHeHWe KOHTpauenTUMBOB Agonyckaetcd. Ecnu npueM  conyTCTBYHOLMX  NeKapCTBEHHbIX
npenapatoB HeusbexxeH M OHWM Ha3HayeHbl Cy6beKTy ANS KynuMpoBaHWS HeXenaTesbHbIX SB/EHUNA
(HanpuMep, ronoBHOM 60511), TO B CONMPOBOAUTENbHbBIX AOKYMEHTaxX HeobxoaMMOo OTpa3nTb CBEAEHMUS O
npuMeHeHun (Jo3a W BpeMsa MNPUMEHEHUS) U BO3MOXHOM BJ/IMSHUWM Ha UCX04 wuccnenoBaHus. B
UCKNOUUTENBbHBIX Cny4dasx m3 coobpaxeHuit 6e30MacHOCTM WM NEPeHOCMMOCTM BceM cybbekTam
Ha3Ha4yaloT CONYyTCTBYOWME JNeKapCTBEHHble npenapaTtbl (HanpuMep, aHTAroOHUCTbl OMMOUAHbIX
peuenTopoB, MPOTUBOPBOTHbIE cpeacTBa). B 3ToM cnyyae HeobXoAMMO yuuTbiBaTb BO3MOXHOCTb
NleKapCTBEHHOro B3aMMOAENCTBUSA UNU BAUAHUSA Ha 6MoaHaNIUTUUYECKYHD MEeTOAWKY, KOTopble MOryT
CKazaTbCsa Ha pe3y/sbTaTax UccrenoBaHums.

36. JlekapCTBeHHble npenapaTbl, KOTOpble B COOTBETCTBMM C o0b6Wel XapaKTepucTuke
NeKapCTBEHHOro npenapaTta pedepeHTHOro neKapCTBEHHOro npenapata  AO/MKHbl  MPUMEHATHLCS
TONbKO B KOM6GMHAUWKM C APYrMM JIEKApCTBEHHbIM MnpenapaToM (HanpuMep, HEKOTOpble MHIMBUTOPSI
npoteasbl BAY NpuMeHSIlOT TONbKO B KOMBWHALMWU C PUTOHABMPOM), paspellaeTcss MpuHUMaTb Kak
OTAENbHO, TaK M B KOMBMHALMM C PEKOMEHAYEMbIM NIEKapCTBEHHbIM MpPenapaToM.
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37. Npn nsyyeHun 6M03KBUBANEHTHOCTU SHAOMEHHbIX COeAUHEHUA HEOH6X0ANMO KOHTPONPOBATb
dakTopbl, BAMAKOWME Ha uX (HoOHOBOe coaepxkaHue (Hanpumep, CTPOrMN KOHTPOSb MPUHMMaeMomn
niwmn).

Bpemsa otbopa obpa3suoB

38. Onsa TouyHOro onucaHus npodwunsa "KOHUeHTpauuss - Bpemsa" HeobxoamMo oTobpaTb
AOCTaTO4YHOEe KoanyecTso obpasuoB. B uensx nonyyeHuss TOYHOM OLEHKM MaKCMMasibHOM 3KCNO3ULUNK
Heo6xo0AMMO NpeaycMOTpeTb 4YacTbin oT6op o6pa3uoB B6AM3KM npeanonaraemoro tmax. B yacTHocTH,
cxema otbopa obpa3uoB AomkHa 6bITb cocTaBneHa Tak, Ytobbl Cmax He aBfgnacb NepBoM TOYKOW Ha
KpuvBon "KoHueHTpauusa - Bpemsa". KonmyectBo 0To6paHHbIX o06pa3uoB Takxe A0/MKHO 6bITb
AOCTaTO4YHbIM, 4yTOb6bl 0becneunTb HaAeXHYK OUEHKY AJIMTENbHOCTM 3KCMNO3uuuu. ITO AOCTUraeTcs,

koraa AUC(0-t) nepekpbiBaeT He MeHee 80 NpoLUEHTOB OT AUC[U o) C uenblo nonyvYeHns HaaexHom

OLEHKN KOHCTAHTbl CKOPOCTU TepMMHaﬂbHOVI 3IMMUHaUnn (HeOGXOﬂ,MMa ana ,EI,OCTOBepHOﬁ OUEHKHN

AUC,

abcopbuun nekapCTBEHHOro npenapata Ans npuemMa BHYTPb C HeMeA/IeHHbIM BbICBO6OXAEHNEM He
npeBbllWaeT 72 4acoB, TO AN CPaBHEHMS ANUTENbHOCTM 3KCMNO3MUMW B KayecTBe afibTepHaTUBbI
AUC(0-t) moxeT ncnonb3loBatbcsi AUC, ycedyeHHas o 72 vacoB (AUC(0-72 u)). Moatomy ansa nobbix
NleKapCTBEHHbIX MpenapaTtoB C HeMeANeHHbIM BbiCBOOOXAEHMEeM He3aBUCUMMO OT tl/2 aKTMBHOro
BewecTBa otbop o0bpa3uos B TedeHne 6onee 72 yacos He TpebyeTcs.

B TeYeHMe TepMMHaNbHOM a3kl cneayeTt oTobpaTb He MeHee 3 - 4 obpa3uyoB. Ecnu dasa

39. B uccnenoBaHuax C MHOIrokKpatTHbIM MNMpMEMOM JNEKAPCTBEHHOIoO npenapata Ald TOYHOro

onpeaeneHuns AUC.[;H} "npepno3oBbin” o6pasen HeobxoamMo 3abpaTb HemnocpeacTBEHHO (B

TeyeHne 5 MUMHYT) nepea NpUeMOM NEKapCTBEHHOro npenaparta, a nocaegHuin obpasey - B TeyeHue
10 MWUHYT B KOHLE 3a4aHHOIro0 MHTEepBana A03MPOBaHUS.

40. Ecnn B kayectBe 6MONOrnMyeckoro matepuana, B KOTOPOM onpeaensietcsa coaepxaHue
AencTByowero BewecrTsa, BbibpaHa Mo4ya, To ee HeobxoanMo cobupaTtb B TeyeHne He MeHee 3 t1/2.
OnHako B COOTBETCTBUM C pekoMeHaauusimm no otbopy obpasuoB nnasmbl, c6Op MOUYM B TeyeHue
6onee 72 4acoB Takxe He TpebyeTcsa. OAnd onpeaeneHns CKOPOCTU ISKCKpeuun MHTepBasbl Mexay
otbopomM obpasuos B dhase abcopbumm AoMKHbI 6bITb, MO BO3MOXHOCTU, KaK MOXHO Kopo4e (C y4YeToMm
TpeboBaHu Nnoapasnenos 5 n 6 HacToswero pasaena).

41. [ns 3HAOrEHHbIX coeAuMHeHu cxema oTbopa 06pa3uoB AO/HKHA MO3BOAUTbL OMMCaTb MX
poHOBOE coaepxaHue Ans Kaxaoro cybbekTa B KaxaoMm nepuoge. Kak npaBunio, Takoe onpegeneHve
BO3MOXHO nyTem oTtbopa 2 - 3 obpa3uoB A0 nNpueMa nekapcTBEeHHOro npenaparta. MHoraa, 4Tobbl
yyecTb uUMpKaaHble konebaHns OHOBOro CoAepXXaHUs SHAOMEHHOro coeauMHeHus, TpebyeTcs
perynspHo onpeaenstb €ro KOHUEeHTpauui B TeyeHne 1 - 2 AHeW [0 NpuveMa NeKapCTBEHHOro
npenapata (c yueTtom TpeboBaHuin nogpasnesnos 5 n 6 HacTosiwero pasgena).

42. Mpun 06bluHbIX 0bCcTOATENLCTBAX 6MONOrMYECKOr XWAKOCTb, OTOMpaeMon Anst n3MepeHus
KOHLUEHTpauMm AenCTBYIOLWMX BewecTs, A0/KHA 6biTb KpoBb. B 6onblwnHCTBE CnyyaeB u3MepsieTcs
coaepXXaHue AencTByloLWero BewecTBa WAM ero MeTabonnToB B CbIBOPOTKE wnu nnasme. Ecnm
OTCYTCTBYET BO3MOXHOCTb WM3MepUTb COAEpXaHWe AeNCTBYoLWero BewecTtsa B MiasMe, a
AENCTBylOLlEee BELWEeCTBO 3SKCKpeTupyeTca B HEU3MEeHHOM Buae C MO4YOM M CcywecTByeT
nponopunoHanbHas B3anMOCBA3b MexAy KOHUEHTpauusaMn AeACTBYIOWEro BelwecTsa B KpOBM U MOYe,
B KayecTBe 6MOnornMyeckoro Martepuana MOXeT uCnonb3oBaTbCad Moya. Ob6bem kaxaoro obpasua
cnepyeT m3y4daTb MO BO3MOXHOCTM He3aMmeanuTenbHO nocse cbopa M BHOCUTb pe3ynbTaTbl B OTYET.
Konuuyectso 06pasuoB AO/MKHO 6biTb AOCTATOYHbIM, 4YTOObI MpoBecT pacyeT apMakKOKMHETUYECKNX
napamMeTpoB. TeM He MeHee, B 6ONbLIKWHCTBE Cry4vyaeB cneayet msberaTtb UCNOMb30BaHUSA TOJSIbKO
AAHHbIX O BblAENEeHMN AENCTBYIOLWEro BewecTBa C MOYOM, TaK Kak 3TO He NM03BoNseT paccumtaTb tmax
N MaKCMMasnbHYI KOHLUEHTpPaLWIO BelecTBa B CUCTEMHOM KPOBOTOKE.

43. Obpa3subl 6nonorM4yeckon Xnakoctn Heobxoammo obpabartbiBaTb M XPaHUTb B YCIIOBUSX, NpKU
KOTOpPbIX paHee He 06HapY>XMBaNoOCb pasnoXXeHne aHaansnpyembix Bewects (B 60/bWNHCTBE CNyYaeB
npueMneMbIM ABMSIETCA XpaHeHue npu TemnepaTtype He Bbiwe -20 °C). [aHHble yCnoBUS AONXKHbI
6bITb BK/IHOYEHbI B OTYET NO Banuaauum (B COOTBETCTBUM C TpeboBaHMAMKU noapasgena 9 Hacroswero
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pasgena u npunoxeHna N 6). Metogmonorma cbopa o06pas3uLoOB oOroBapmBaeTcs B MPOTOKoONe
nccnenoBaHus.

MNpueM nekapCTBEHHOrO NpenapaTta HaTowak WUau nocne eabl

44. WccnepoBaHusi OMO3KBMBANEHTHOCTM, KakK TMpaBuio, MNPOBOAST HaTOWaK, MOCKOJbKY
CUYMTaETCs, YTO 3TO COOTBETCTBYET Hambosnblueh YyBCTBUTENbHOCTU ANS BbIIBEHUS pPa3nuMuuii Mexay
CpaBHMBaEeMbIMU JIEKAPCTBEHHbLIMW MNpenapaTtamu. Ecnu B obweit xapakTepuCcTUKE JIeKapCTBEHHOrO
npenapaTta pedepeHTHOro N1eKapCTBEHHOrO NMpenapaTa ero peKoMeHAyeTCsl NPUMEHsATb HaTowakK Unu
He3aBMCMMO OT NpueMa nuK, TOo uccneaoBaHWe GMO3KBMBANEHTHOCTM MPOBOAST HaTowak. Ecnu
cornacHo obuein XxapakTepUCTUKE JIeKapCTBEHHOro npenapaTta pedepeHTHOro JieKapCTBEHHOro
npenapata ero cneayet nMNpUMEHsITb  UCKIIUYUTENbHO Mocne  edbl, TO  WCCleaoBaHue
6103KBMBANEHTHOCTU NPOBOAAT NOC/E NpUEMA MULLM.

OOHAKO AN HEeKOTOpbIX JleKapCTBEHHbIX ¢GOpM (HanpuMep, MUKPO3MYNbCUKW, TBEpAble
Ancnepcumn) nccnepoBaHne 6MoaKBMBANIEHTHOCTM MPOBOAAT Kak HaTowak, Tak 1 nocsie npMeMa nuiiu.
YKa3zaHHOe NnpaBu/io He NMPUMEHSIETCS, eCNN NIeKapCTBEHHbIM npenapaTt Heob6XxoaAMMO NpUHUMaTbL 60
CTpOro HaTowak, nMbo CTporo nocne eabl.

45. Ecnun Tpebyetca npoBeaeHue oboux BMAOB MCCAeaoBaHWMA, TO AONYCTUMO MNPOBOAUTL 2
OTAENbHbIX NepPeKpPeCcTHbIX NCCNeAoBaHUA B 2 rpynnax cybbekToB nnm 1 nepekpectHoe uccnenoBaHme
B 4 rpynnax cybbekToB.

46. B ycnosusaAx, Korga rnpueMm JieKapCTBEHHOro rnpenaparta OCYLWeCTBAgeTcsd rnocse rnpueMa
NULK, ee cocTaB Ao/DKeH COOTBETCTBOBaTb peKoMeHAaumaM obLen XxapakTepuCcTuKnM ekapCTBEHHOMO
npenapata pedepeHTHOro nekapcTBeHHOro npenapata. Ecnm B HeW OTCYTCTBYHOT Kakue-nnbo
peKkoMeH4auum no 3ToMy NoBoA4y, TO Nuwa Ao/MKHa 6biTb BbicOkOKanopunHon (800 - 1000 kkan), ¢
BbICOKMM coaepxaHuneMm xupos (okono 50 npoueHToB OT obwen KanopumHocTn). Ha 6enku AonxKHO
npuxoantbca 150 kkan, Ha yrnesoabl - 250 kkan u Ha xupbl - 500 - 600 kkan. HeobxoamMmo onucaTb
COCTaB MULLKX OTHOCUTENBLHO CoAEpPXaHUs B Hel 6e5KOoB, XXMPOB U YrneBoAoB B rpamMMax, abContoTHOM
N OTHOCUTE/IbHOM COAEPXAHUWN Kanopui.

5. Uccnepyemble napaMeTpsl
dapMaKOKMHETMYECKME CBOCTBA

47. Tpn oueHke @QapMaKOKMHETUYECKUX CBONCTB HeobXxoAMMO WCMonb3oBaTb dakTunyeckoe
BpeMs oTbopa obpas3uos. B wuccnepoBaHmax 6MO3KBMBANMEHTHOCTM MNOCNe OAHOKPaTHOrO npuema

JleKkapCTBeHHOro npenapata onpegensatoT AUC(0-t), OCTaTo4HYyto rowanb, Cmax 1 tmax.

C
(0-=)
Ecnu oTt6bop 06pa3uoB Npoao/KaeTca B TedeHne 72 4acoB M B TOUKe 72 yaca KOHUEeHTpauus Bce elle

noaaaeTca onpeaeneHno, 1o onncbiBaTb AUC M OCTATO4YHYIO naowadb HET H€O6X0.D,VIMOCTVI,

(0-=)
[OCTAaTOYHO [AOKYyMeHTupoBaTb cBegeHud o AUC, ycedyeHHoM B Touke 72 vaca (AUC(0-72 w)).
JOoNONHUTENBbHO MOryT 6bITb ONMCAaHbl KOHCTAHTA CKOPOCTU TepMUHanbHOM annMmnHaumn (kel) u t1/2.

Ons NEKapCTBEHHbLIX nMpenapatoB C HeEMEASIEHHbIM BbICBOOOXAEHNEM B UCCNeA0BaHUAX

61M03KBMBANEHTHOCTU B PaBHOBECHOM COCTOSIHUM HEO6XOAMMO OMNpeAensiTb }'\UC{{H}, Cmax,ss u

tmax,ss.

48. Mpwn ncnonb3oBaHMM B KayecTBe 6MOMOrMYeckoro Mmatepnana Mmoun Heobxoammo onpeaensTb
Ae(0-t) n, no BO3MOXHOCTM, Rmax.

49. Ons onpeaeneHns dhapMakOKMHETUYECKUX CBOWCTB B UCCNEAOBaHUAX 6MO3KBMBANIEHTHOCTU
NCNOJb3YIOT BHEMOAE/bHbIE METOAbI. VICNoNIb30BaHUE KaMepHbIX MOAENEeN HeENnpmueMemo.

6. NcxoaHoe coeauHEeHue Unu ero MeTabonuTsbl
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O6Lwwe NpmMHUMNLbI

50. B 60nblUMHCTBE CNy4YaeB OLIEHKY OMO3KBMBANEHTHOCTU HeobXoAMMO MpoBOAUTH MNYTEM
ornpeaeneHus KOHUEHTPaUMM NCXOAHOIO COeAMHEHMUS, MOCKO/bKY A1 OBHAPYXEHUSA pas3nunii Mexay
JNIEKapCTBEHHbIMM MpenapaTamMnm no CcKopocTn abcopbumm Cmax MUCXOAHOro COeAUHEHUS O06bIYHO
asnaetca 6osiee YyBCTBUTENbHbLIM NokasaTteneM, 4yeMm Cmax ero metabonuTa.

HeakTuBHbIE NposiekapcTBa

51. [na HeaKTUBHbIX MPOSIEKAPCTB MccneaoBaHne GMO3KBUBANIEHTHOCTU crieayeT NpoBOAUTbL B
OTHOLIEHUN WUCXOAHOr0 CoeAuMHeHus. Onpeaensitb KOHLUEHTpauMilo aKTUMBHOMO MeTabonuTta He
TpebyeTtcsi. OAHAKO KOHLUEHTpaUns B BUONOrMUYECKUX XUAKOCTSX HEKOTOPbIX MPosieKapCcTB AOCTAaTOYHO
HU3Kas, W OHM ObICTPO 3SNMMUHUPYIOTCS M3 KPOBOTOKA, YTO 3aTpyAHseT MOATBepXAeHWe
H6MO3KBMBANEHTHOCTN MO WCXOAHOMY COeAMHEHWI0. B 3ToM cnydae JonyckaeTcss MNoATBepXAaTb
6MO3KBMBANEHTHOCTb [AN19 OCHOBHOIO QAKTUBHOrMO MeTabonuta 6e3 W3MepeHUss KOHLUEHTpauuu
MCXOAHOrO coeAuHeHUs. B HacToswMx npaBuiax Mno4 MWCXOAHbIM COEAWHEHUEM, SBSOWMMCS
HEaKTMBHbIM  MMpPOJIEKAPCTBOM, MOHUMAKOTCS  COEAMHEHUSS C  OYEeHb HU3KOW  KJIMHUYECKOM
3 HEKTMBHOCTLIO MW MOJTHBIM €€ OTCYTCTBUEM.

Ncnonb3oBaHne AaHHbIX 0 MeTabosinTe BMECTO AaHHbIX 06 aKTUBHOM
MCXOAHOM CoeAnHEHNN

52. Wcnonb3oBaHue cBeaeHuMit 0 MeTabonute BMECTO JAaHHbIX 06 aKTMBHOM MCXOAHOM
coeanHEeHNN He peKkoMeHayeTcsi. Takas 3aMeHa AOoMnycTMMa JiMlWb B TOM C/lydae, ecin 3asBUTEenb
CMOXEeT JAoKa3aTb, 4YTO 4YBCTBUTENbHOCTb aHaJIMTMYECKOro MEeToAa B OTHOLIEHUM WCXOAHOro
COeMHEHNS HE MOXET ObITb YyJydlleHa M 4YTO [OC/e OAHOKPaTHOro MNpUEMa JIEKAPCTBEHHOTO
npenapaTta TOYHO M3MEPUTb KOHLIEHTPALMIO MCXOAHOr0 COeANHEHUS HEBO3MOXHO, YYMUTbIBas TO, YTO B
nccnenoBaHuax 6103KBUBAJIEHTHOCTH A0onycTuMo MCNosib30BaTb [03bl, npesblWaKwme
MaKCUMaJsibHble pa30oBble A03bl (C y4eTOM TpeboBaHWMI nNoapasdena 7 HacToswero pa3aena). 3aMeHa
AaHHbIX 06 UCXOAHOM COeAMHEHMWN AAaHHbIMW O ero MeTabonuTe AONycTUMa NULb B UCKIIOUYNTENbHbIX
cnydasx. lMpu ocywecTBNeHMN TaKoW 3aMeHbl, 3asBuTenb 0653aH MNMpeacTaBUTb BCE UMEloLMecs
CBeAeHus, noaTBepxaawowme, YTo akcnosmums Metabonuta (BblpaxkeHHasa B Buae AUC) oTpaxkaer
3KCMO3ULIMIO UCXOAHOr0 COEeAMHEHUS U UYTO B TepaneBTUYECKMX Ao3ax 0bpasoBaHMe MeTabonuTta He
ABNSETCS HACbILWAEMbIM NMPOLLECCOM.

DHaHTUOMepbI

53. Kak npaswnio, AO0MNyCKaeTcda WnCNnoJsib30BaTb HeCTepeOCI'IeLI,VI(bW-IHbIe 6noaHannTnyeckune
meTtoabl. OaHako nMpun BbINOJIHEHUN BCEX HUXENEPEUNCTEHHDbIX YCﬂOBMﬁ HeobxoanMo N3MEPATb
KOHUEHTPpAUMNIO KaXXaAoro asHaHTuomMepa.:

3HaHTMOMepbl 061a4al0T pasNmMyHbIMKU hPapMaKOKMHETUYECKMMU CBOMCTBAMM;
papmakogmMHaMnyeckme CBOMCTBA SHAHTMOMEPOB CYLLECTBEHHO pa3nMyatoTcs;

OTHOLWIEHME 3KCMO3ULMUN 3HAHTMOMEpPOB (BblpaxeHHoW B Buae AUC) MeHSieTCs Npu U3MEHEHUU
abcopbunmn.

54. Ecnn BCe YyKasaHHble YCNOBUSA BbIMOJIHAKOTCA WM CBEAEHMS O HUX OTCYTCTBYKT, TO
Heo6X0ANMMO U3MEPSATb KOHLEHTpPALMIO KaXaoro sHaHTMoMepa. Ecnm Tonbko oAWMH M3 3HAHTMOMEpPOB
obnapaer dapMakosnorMyeckom  akTUMBHOCTbO  (dapmakonorMyeckas  aKTUMBHOCTb  BTOPOro
3HaHTUOMepa HM3Kas nnm MOSTHOCTbD  OTCYTCTBYeT), TO  AOCTaTOYHO noaTBepAUTb
6M03KBMBANIEHTHOCTb TOJILKO AJ19 aKTUBHOIO 3HaHTMOMEpa.
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Ncnonb3oBaHne Mo4Yn B KayecTBe 6MONOrMYecKkoro MaTepunana

55. Ecnu poctoBepHO onpeaenutb npodunb "KOHUEHTpauus - BpeMmMsa" B nja3Me MCXOAHOro
CoeANHEHNST HEBO3MOXHO, TO ANa OonpeaeneHuss BeNIMYMHbI 3KCMO3UUMM B KauyecTBe 3aMeHbl
KOHUEHTpauMu B njaa3Me A0NYyCTUMO WCMONb30BaHME JAaHHbIX 06 3Kckpeuum ¢ Mouyon. OpHako
HeobxoaAMMO 4yeTko 060CHOBaTb WMCMONb30BaHME AaHHbIX MOYM MNpU onpeaeneHnn MakKcuMMasbHOM
akcnosuuun. Ecnn ypaetcsa nonyuuTb AOCTOBEpHble cBedeHMss o Cmax B nnasMe, TO A OLEHKM
ONO03KBMBANIEHTHOCTU 3TU JaHHble HeobXxoAMMO MNpeAcTaBUTb Hapsay C BEINMYMHOWM 3KCNO3uuuW,
NOJSTIYYEHHOW MNpPU WUCMONb30BaHUM MoYM. [lpU KUCMONb3OBaHUM MOYM B KadecTBe 6MOOrMYecKoro
MaTepuana 3asBuTenb 06a3aH npeacTaBUTb BCE MMeKLWMecs CBeAeHMs, noaTBepXxaawuwme, 4To
3KCKpEeuMns C MOYOM OTpaxkaeT 3KCNo3MLUMio B Nna3me.

SDHAOreHHblE BELWECTBA

56. Ecnn nccnegyemoe BellecTBO SIBASIETCS SHAOMEHHbIM, TO U3MepeHne hapMaKOKNHETUYECKNX
napamMeTpoB Heob6X0AMMO OCYLLEeCTBAATbL C MOomnMpaBkon Ha ero ¢oHoBOe coaepXkaHue, 4TOoObI
nccnegyemble papMakKoOKMHETUYEeCKMe napaMeTpbl OTHOCUMAUCH K AOMOSIHUTENbHbIM KOHUEHTpaumsMm,
Nnosly4YeHHbIM BC/eACTBME TMpueMa JiekapCTBeHHOro npenapata. [lpy  ycnoBum nNpueMnemomn
NepeHOCMMOCTM M €CNN KOHLUEHTpauuto, NpeBoCXoasilyto (OHOBYIO M AOCTMIAEeMyl nocne npuema
NleKapCTBEHHOro npenapaTa, MOXHO AOCTOBEPHO WU3MepUTb, B UCCNeA0BaHUAX GUMO3KBMBANEHTHOCTMU
SHAOMEHHbIX BeLlecTB AOMYyCTUMO MpPpUMEHeHMe A03, MpeBbIWakWwmMX MakCUMasbHble pa3oBble A03bl.
Ecnn nocne npmvema pasnnyHbIX 403 3HAOMEHHOrO BELECTBa pasHMUA B 3KCMNO3MUMWU paHee He 6bina
nokasaHa, ee Heob6xoauMo onpeaenuTb NM60 B MUAIOTHOM UCCNeAoBaHUM, NM60 B paMKax OAHOro 13
nepmoaoB OCHOBHOIO MCCAeaoBaHUs OWO3KBUBANEHTHOCTM C WCMNONAb30BaHMEM pPasfIMYHbIX [03
pedepeHTHOro NeKapCTBEHHOro npenaparta npuv yCnoBUM, YTO WUCMNOSb30BaHME 3TUX A03 MO3BONMUT
onpeaennTb NOTEHUMANbHbIE Pa3NNuns MeXAy NeKapCTBEHHbIMU NpenapaTtaMu.

B npoTokone uccnenoBaHms Heo6XoAMMO 3apaHee onpeaennTb U onMcaTb METoh, UCMNoJb3yeMblit
AN NonpaBkM Ha GOHOBOE COAEpPXaHME 3SHAOrEeHHOro BewecTBa. B  kKayecTBe nonpasBku
npeanoYTUTENIbHO MCMONb30BaTbh CTaHAAPTHOE BblUMTAHUE: BblUMTAETCS NMM60 CcpeaHas KOHLUEHTpauus
SHAOMEeHHOro BellecTBa, onpeaeneHHas Ao npueMa npenaparta, nmbo cpeaHas AUC. U3peaka, koraa
KOHLIEHTPaUNsA 3HAOMEHHOro BellecTBa Moc/ne MpuveMa JIEKAPCTBEHHOro npenapaTta CyLecTBEHHO
npesbllaeT HGOHOBYO, NonpaBka Ha (OHOBOE COAEPXAaHUE 3HAOMEHHOro BellecTBa He TpebyeTcs.

57. B nuccnenoBaHusax 6M03KBUBANIEHTHOCTM SHAOMEHHbIX BELECTB HAMpsMY OLEHUTb BIUSHUE
addekTa nepeHoca He MNpeacTaBAsSeTCS BO3MOXHbIM, MO3TOMY Heob6xoauMo cobnaaTtb 0cobyto
OCTOPOXXHOCTb MPU BblibOpe ASIUTEIbHOCTU OTMbLIBOYHOMO Nepuoaa.

7. NccnepyeMble A03MPOBKU

58. Ecnm  peructpauum noanexaTr HeCKOSbKO  A03MPOBOK, TO B  3aBUCUMOCTM  OT
NpONOpPLMOHANBLHOCTM COCTaBa Mexay pas/IMyHbiIMXM  OO03MPOBKaMM UM APYrMMM  CBOMCTBaAMU
NleKkapCTBEHHOro npenaparta, uccnegosaHne 6MO3KBMBANEHTHOCTM  AOCTaTOYHO MpOBECcTU B
OTHOLUEHMW OAHOW WM ABYX AO3MPOBOK. Bbibop no3mMpoBkKM (403MPOBOK) 3aBUCUT OT JIMHEMHOCTMU
dhapMaKOKMHETUKN AENCTBYIOLLErO BELLeCcTBa.

59. Ecnu cdapMmakokuHeTMka HenumHenHa (ysenundeHne AUC HenponopuuoHanbHO NpUHUMaeMon
[03e), NpUrogHOCTb pPas/iNyHbIX A03MPOBOK ANs onpefeneHns NoTeHUMaNbHbIX pasnmumin Mexay
CpaBHMBAEMbIMU NIEKAPCTBEHHbIMX NpenapaTtaMm MOXeT OTINYATbCA. JIMHEMHOCTb (PapMakOKUHETUKU
NpU3HaeTcs B TOM C/ydae, ec/in pasHuua Mexay CKOppeKTUpOBaHHbIMU Mo aose cpegHumm AUC ans
nccnegyeMmom A03MpoBku (A03MPOBKWU, WUCMONb30OBAHHOM B UCCnefoBaHUUM 6UO3KBUBANEHTHOCTU) U
AO031POBKM (A031MpoOBOK), B OTHOLLUEHUN KoTopow(biX) npoBeaeHmne nccnenoBaHus
6M03KBMBANEHTHOCTU He MAaHUPYeTCs, He npeBblwaeTr 25 npoueHToB. N8 OUEHKU JIMHENHOCTU
3a8BUTENb AO/MKEH U3YUUTb U KPUTUYECKU OUEHUTb BCK AOCTYMHYIO HAay4yHYK fuTepaTypy Ha
npegMeT MNpONOPUMOHANBHOCTU A03bl. JIMHENHOCTb KOHCTATUPYETCS, eCiIn pasnumuusa  Mexay

CKOPPEKTUPOBaHHbIMK Mo Ao3e AUC HaxoaaTcs B npeaenax * 25 npoueHToB.
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Ecnn 6103KBMBANEHTHOCTb AN A03MPOBOK, obnagatwouwen Hambonblwen 4YyBCTBUTENbHOCTbIO B
OTHOLUEHMW YCTAHOBJIEHUS PpasfiMuMN MeXay CpaBHUBAEMbIMM JIEKApPCTBEHHbIMW MNpenapaTaMu,
noaATBEpPXAEHaA, TO B MNpPOBEAEHMM UCCNeaoBaHUN OMO3KBMBANEHTHOCTM in Vvivo C Apyrnmm
OO03NPOBKaMMN HET HEOBXOAMMOCTH.

O6bwme kKputepun bruoseBepa A9 pa3fINYHbIX A03UPOBOK
NleKkapCTBEHHOro npenapara

60. B cnyyae ecnu 3asaBneHnme o6 OTCYTCTBMM Heob6XO0AMMOCTM MNpoOBeAeHUs WUCcneaoBaHus
6103KBMBANEHTHOCTU B OTHOLWEHMUM AONOJHUTENbHbLIX A03UPOBOK (6bnoBeBep), A0MKHbI cobnoaaTbCcs
cnegylwme ycnosums:

a) NpOU3BOACTBEHHbLIN MPOLIECC JIEKAPCTBEHHbLIX MpenapaTtoB C pasfiMyHbIMU [A03UPOBKAMMU
ABNAETCA OANHAKOBbLIM;

6) KauyeCTBEHHbI COCTaB JIEKAPCTBEHHOrO MpenapaTta C pas/M4YHbIMW A03MPOBKaMM COBMaAaeT
(naHHoe TpeboBaHMe He KacaeTcs KpacuTesnei u apoMaTnsaTopos);

B) COCTaB JIeKapCTBEHHbIX MpenapaTtoB C pPas/IMYHbIMKM  A03UPOBKAMM  AO/XKEH ObITb
KOMMYECTBEHHO MNPOMNOPLUMNOHANEH: OTHOLWEHMS MeXay COAEpPXaHMEM [OENCTBYIOLWIEro BeWecTBa
(AencTByOWMX BELLECTB) U KaXaoro n3 BCNOMOraTeNbHbIX BELWECTB COBNAaAaeT A/ BCEX A03UPOBOK
(naHHoe TpeboBaHMe He KkacaeTcsd 060/104eK JIEKAPCTBEHHbIX MpenapaTtoB C HEMeAJ/IEHHbIM
BbicBO6OXAEHMEM, 060/704eK Kancysna, KpacuTenenm u apomaTmsaTopoB). EcnmM KonnmyecTBeHHas
NMpoONopUMOHANbHOCTb COCTaBa OTCYTCTBYET, TO YKa3aHHOE YCNOBUE CUYMTAETCS BbINOJHEHHbLIM, €CNn B
OTHOLUEHMWN MCCcneayemMon OO03UPOBKM M AO3MPOBOK, ANS KOTOPbIX HEe rnpegnosiaraeTcs npoBeaeHue
nccnenosaHns 6MoakBMBanNeHTHOCTU, cobntogatotca ycnosums i n "ii":

noin nnanm i

i) coaep>xaHne aencTBytowero Bewecrsa (4eNCTBYOWMX BelecTB) He rnpesbiwaeT 5 npoueHToB
OT Macchbl sapa TabneTkn, Maccbl COAEPXKXUMOro Kancynbl;

ii) coaep>xaHuMe BCroMoraTe/lbHbIX BELWECTB sAApa Tabnetkm WM COAEPXWUMOro Karncy/bi
coBrnajaeT Ans BCEX PErncTpUMpyeMbiX [AO3UPOBOK, WU3MEHSIETCS NUWb COAEPXXaHWEe AeNCTBYIOLLErO
BELLECTBa;

iii) coaepXaHue HanNonHUTENEe’n MU3MEeHseTC B 3aBMCMMOCTM OT COAEPXAHUSA AENCTBYHOLEro
BelleCTBa; CoAep)XaHMe OCTaslbHbIX BCMOMOraTe/ibHbIX BELWECTB 4pa UM COAEPXKMMOro Kancysbl Ans
paccMaTpvMBaeMbIX A403MPOBOK OCTAETCH HEU3MEHHbIM;

r) aaHHble o0 TCKP noatreBep>aatoT OTCYTCTBME HEOOXOAMMOCTM B NMPOBEAEHNN AOMNOHUTENLHOIO
nccnenoBaHnsg 6MO3KBUBANIEHTHOCTM in Vivo.

NInHelHasa dapMakoOKMHETUKA

61. Ecnn onucaHHble B nyHkTe 60 Hactoswmx [MpaBmn ycnoBUSA BbINOAHAKTCA, AOCTAaTOYHO
npoBeaeHnNsa nccrenoBaHnst 6MO3KBMBANEHTHOCTM B OTHOLLIEHUM OAHOW AO3UPOBKM.

62. Kak npaBuno, wuccnegoBaHme 6MO3KBMBANEHTHOCTM NpoBOAMTCA AN  Haumbonblien
O03NpoBKK. [1N19 NeKapCTBEHHbIX NpenapaToB C JIMHENHON (hapMaKOKMHETUKOW MPU YCITIOBUN BbICOKOWN
pacTBOPUMOCTU AENCTBYIOLLEro BelecTsa nccnegoBaHne 6MosKBMBaneHTHOCTM AONYCTUMO NPOBOANTL
C UCNOMb30BaHMEM MEHbLUMX A03MPOBOK. Bbi6Op MeHbLuelr A03MPOBKM TakXe MOXeT 6biTb 060CHOBaH
C no3vumn 6e30nNacHOCTM WM MNEepPeHOCUMOCTU, Koraa NpUMEeHeHWe Haunbonbluen A03UPOBKU Y
300poBbiX A06poBoOnbLEB HernpuemneMo. Kpome TOro, ecnim 4YyBCTBUTENbHOCTb aHaJUTUYECKOro
MeToda He Mo3BOssSeT TOYHO M3MEepUTb KOHUEHTpauuto npu npuvemMe Haubonbllen [03MPOBKY,
JornyckaeTcs npuMeHeHune 6onee BbICOKOM A03bl (NpeanoyYTUTENbHO MCMNONb30BaTb HECKObKO
Tabnetok C Haumbonbwen [A03UPOBKOKM). [lpeBbllleHMEe MaKCMMasbHOM TepaneBTUYECKOW A03bl
AOMyCcKaeTCcs NUWb B TOM C/llyyae, €C/iM OHa XOpOoLWO MepeHOCUTCS 340poBbiMM A06pOBOAbLAMU U
OTCYTCTBYIOT OrpaHu4yeHus no creneHn abcopbumm mnm pacTBOpMMOCTM NleKapCTBEHHOro npenapaTa,
MPUHATOroO B TakKon Ao3e.

HenunHelHas dapMakOKMHETUKA
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63. Ecnn B TepaneBTMYECKOM Anana3oHe cTeneHb yBenndeHnss AUC nekapCTBEHHbIX NpenapaTos
C HennHenHow dapMaKOKMHETUKON 6Bonblue CTeneHn yBenudeHus  [o3bl, KuccnegoBaHue
6103KBMBANEHTHOCTU OObLIYHO MPOBOAUTCS C WCMNOSIb30BaHMEM Haubonbluen ao3npoBkn. Kak m B
cflyyae C JleKapCTBEHHbIMM nMpenapataMu C JIMHEMHOW apMaKOKMHETUKOW, BblI6Op MeHbLueln
[O03MPOBKM MOXET b6blTb 060CHOBaAH C NO3MUMK 6e30NacHOCTM M NEPEHOCUMOCTU, Korga npuMeHeHue
Hanbonbllen AO3MPOBKM Yy 3A0pPOBbIX [A0OpOBOSbLLEB Henpuemnemo. Bcneactesne  HU3KOM
YYBCTBUTENIbHOCTU aHa/IMTUYECKOr0 MEeToAa aHaslorM4yHO NleKapCTBEHHbIM MnpernapaTtaM C JIMHENHOM
(dapMaKOKMHETUKON TaKXe [OMycKaeTcs npuMeHeHune 6o0nee BbICOKUX [A03 JIEKAPCTBEHHbIX
npenapaToB C HefIMHernHON hapMaKOKUHETUKOMN.

64. WccnepoBaHue 6MO3KBUBANEHTHOCTM JNleKapCTBEHHbIX MpenapaTtoB, Y kotopbix AUC B
TepaneBTUYECKOM Auarna3oHe yBennyMBaeTCs MeHblle, YeM COOTBETCTBYyloWee yBesnyeHune A03bl, B
6oNbLWMHCTBE cnyyaeB TpebyeTcss NpoBOAUTb A1 Hambonbliel M HauMeHblelk A03UPOBOK (MK ans
[03MpOBKMK, hapMaKOKNMHETMKA KOTOPOM HaXoAUTCS B JIMHEMHOM AMana3oHe), TO eCTb B 3TOM C/iy4dae
NpoBOANTCA 2 uccnefoBaHUs 6Mo3KBUMBANEHTHOCTU. Ecnu HennHenmHoCTb He obycnoBneHa HU3KOM
pPacTBOPUMOCTbIO, @ 06BbACHSETCS, HanpMMep, HacbileHMeM NepeHOCYMKOB M cobnoaarTcs ycnoBums,
yKasaHHble B nyHKTe 60 Hactosiwmx [paBua) M CpaBHMBAEMble JIEKAPCTBEHHbIE rMpernapaTbl He
coaep)kaT BCNOMOraTenbHbIX BELWEeCTB, BAUSIOWMX Ha MOTOPUKY XenyaoYHO-KULIEYHOro TpakTa uau
6enkn-nepeHoCcUYmMKM, AOCTAaTOYHO NpoBeAeHUs UccnefoBaHuss 6MO3KBMBANMEHTHOCTM C HaMMEHbLUEN
[03MpoBKON (MM AO03UPOBKON, (DapMaKOKMHETUKA KOTOPOW HaxoAuUTCA B JIMHEMHOM AWanas3oHe).
Boibop Apyrux [03MpPOBOK MOXeT 6biTb 060CHOBAH HW3KON YyBCTBUTENIbHOCTBIO a@HaNUTUYECKOro
MeToAa, Korga npoBejeHue nccnefoBaHUsa ¢ HAaMMeHbLEN A03UPOBKON HEBO3MOXHO UN MPUMEHEHue
Hanbonblen AO3MPOBKM Y 340POBbIX A0OPOBOMbLLIEB HEMPUEMSEMO C MO3MUMA 6E30MaCHOCTM WK
NnepeHoCMMOCTHU.

NccnenoBaHne KpanHUX BapnaHToB (BpeKeTuHr)

65. Ecnn nccnegosaHme 6MO3KBUBANEHTHOCTU TpebyeTcsa npoBecTtu 6onee yem ans 2 A03UPOBOK,
HanpuMmep, BCAeACTBME pas3/inymMii B NPOMNOPUMOHANBHOCTM COCTaBa, WCMNOMb3YKT Moaxoa,
NO3BOJIAIOLWNIA OFPaHNUYNTLCA MNPOBEAEHUEM WCCNEAOBAaHUN KpamHUX BapuaHToB. Ecnu BbiGpaHHbIe
OO3MPOBKM NpeacTtaBnaoT cobon KpamHMe 3HadeHus, Hanpumep, MakCUMasbHas M MWUHUManbHas
OO3MPOBKM WNU A03MPOBKK, Hambonee pe3ko oTaM4yatolmecss no cocrtaBy (TO eCTb OTAMYMA MO
COCTaBy ApYrux [AO3UPOBOK YKNAAblBAOTCA B 3Ty PasHOCTb), TO AOMNYyCTMMO npoBeaeHue 2
nccneaoBaHum 6MO3KBMBANEHTHOCTW.

66. Ecnn oueHKy 6M03KBMBANEHTHOCTU HEO6XOAMMO OCYLIECTBUTb HaTOWAK W Mocse rnpueMa
nawm ana 2  OO3MPOBOK  BCNEeACTBME  HENMUHEMHoW  abcopbumm UMM OTKNOHEHWUIA  OT
NMponopuUMOHaNbHOCTM COCTaBa, AOCTAaTOYHO NPOBECTU UCCeA0BaHME HATOLAK WU NOC/e npMeMa num
1 po3mpoBku. OTCyTCTBME HEO6XOAMMOCTM MPOBEAEHUS UCCeAOBaHUS HaTOWAaK WanM nocse npuvema
nuwu ang Apyrux AO03UMPOBOK MOXeT 6biTb 060CHOBAHO AAHHLIMW HAy4yHOW nNuTepaTypbl U (MNKn)
OaHHbIMWU O (apMaKOKUMHETUKE, MOYYEHHbLIMM MPU U3YUYEHUUN UCCNEAYEMOW AO3UPOBKU U3 APYrux
nccneaoBaHW, NPoOBEAEHHbIX HATOLWAK M nocse npuema nuwu. MNMpu BbiGOpe ycnoBuin npoBeaeHus
nccnepaoBaHnnM (HaTowak wWAKM nNocne npuveMa  nuwKn) A8 U3y4YeHUst OCTalbHbIX A03UPOBOK
npeanoyTteHne otaaeTcs ycnosusaMm, obnagarowimM Hambonbluen YyBCTBUTENbHOCTbIO B BbISIBJIEHUN
BO3MOXHbIX pas3/iMuynMn Mexay CpaBHMBAEMbIMU NEKAPCTBEHHbLIMU NpenapaTtaMu.

KOM6MHMpOBaHHbIe NeKapcTtBeHHbIE NpenapaThbl

67. B OoTHOWeHNN BCEX KOM6VIHVIpOBaHHbIX NeKapCTBeHHbIX MpenapaTtoB AO0J/1KHbl BbIMNOJHATbLCA
YCNoBUS NpoOnopuUMOHaNbHOCTU COCTaBa, NpeaycMOTpeHHble HacToswmMmn lpaBunamu. Mpu pacdete
coaepXXaHuna Kaxaoro ,D,GVICTBYI'OIJ.I,GFO BewecTtBa KOMOWHaUMM oOcCTasibHble ,D,GVICTBYI'OLLWIG BeLWecTBa
AOJDKHblI pacCMaTpMBaTbCd B KadeCcTBE€ BCMOMOraTesJibHbIX BeELWLECTB. Kaxxabin cnown ABYXCHOVIHbIX
TabneTtok MOXeT paccMaTpmBaTbCAad HE3ABUCUMO.

8. MeTtogonornsa 6MoaHaNUTUYECKON YacTn nccneaoBaHus
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68. buMoaHanuTMyeckas 4acTtb UccneaoBaHMm 6MO03KBMBANEHTHOCTM A0/XKHA OCYLLECTBAATLCHA B
COOTBETCTBUMU C npunoxeHmeMm N 6 K HacToswmnm NMpasunam.

ANna nonyyeHUs HaAeXHbIX pe3ynbTaToB, NMOAAALINXCA YAOBNETBOPUTENBHOW UHTEPMNpPETaLny,
HeobxoaAuMMO noApobHO onucaTh WCMONb3yeMble 6MOaHANUTUYECKME METOAMKM, TMONHOCTbIO UX
BanMaMpoBaTb W AOKYMEHTMPOBaTb. B KaxAaoM aHaJMTMYECKOM UMK/e B paMKax uccnenoBaHus
Heo6xoAMMO NoATBEPAUTb MPUroAHOCTb METOAMKU C WCMOJSIb30BaHMEM 06pas3uoB A/ KOHTPons
KadecTBa.

69. OCHOBHbIMWM XapakKTepucTukamMum 6uoaHanUTUYeCKOn MeToaAMKM aAns  obecnedeHus
npMeMNeMocTm M AOCTOBEPHOCTU MOJIYYEHHbIX AHAJIMTUYECKUX AAHHbIX SBAAKTCA CENeKTUBHOCTb,
HWXHWUA Npefen KOMWMYEeCTBEHHOro ornpeaeneHns, QyHkuug oTknuka (dopMa rpagympoBoYHOM
KpVBOW), MpaBuUbHOCTb, NPeLN3NOHHOCTb U CTabuUNbHOCTb.

70. TlockonbKy noafatowascs obHapy>XeHWKD KOHLUEeHTpauus aHanau3upyeMoro BelecTtBa Ao
npueMa JsieKkapCTBEHHOroO npenapaTta Ao/HKHa cocTaBnateh 5% o1 Cmax v MeHee, HWXHUN npenen

KONMMYECTBEHHOrO OMnpeAeneHns MeTOAMKM AOJKeH obecneumBaTb OnpeaeneHne KOHLeHTpauun <5
npoueHToB oT Cmax (c yueToM TpeboBaHuit noapasaena 9 HacToALLEero pasaena).

71. B npoTokone wuccreaoBaHus HeobxoaMMO nNpeaycMOTPEeTb BO3MOXHOCTb MNPOBEAEHUS
NMOBTOPHOIrO aHanM3a uccneayemblx 06pasuoB A0 HaKTUUYECKOro Hayana Takoro aHanusa. B 06bluHbIX
YCNOBUAX MOBTOPHbIN aHanus o6pa3uoB no ¢dapMakOKMHETUYECKMM MNpUUYMHAM He AO0MyCTUMM, 4TO
0COB6EHHO BaXHO ANs uMccneaoBaHW 6GUOSKBUBANEHTHOCTW, MOCKOJIbKY 3TO MOXET WCKaswuTb
pe3ynbTaTbl UCCNeaoBaHUS.

JNlnua, ocyuwecTBnsiowmne aHanani3 obpasuoB, He AO/MKHbl 3HAaTb O MPUHMMAEMbIX CcybbekTammu
nccnenyeMbix npenaparax.

9. OueHka, aHan13 1 NpeacTaB/ieHMEe pe3ynbTaToB UCCeA0BaHMS

72. MonpaBKy Ha pasnnuusa B KOJIMYECTBEHHOM OMNpeaesieHNUn Mexay CEepuUsiMU UCCNeayemMoro u
pedepeHTHOr0  SIeKApCTBEHHbLIX MpenapaTtoB B  WUCCNeAoBaHUAX  6GMO3KBMBANIEHTHOCTU  ANS
(bapMakoOKMHETUUYECKMX MNapaMeTpoB BBOAMTb, KakK MpaBuio, He Jonyckaetcd. OpaHako B
NCKIOUNTENBbHBIX CRy4Yasix, €CAuM pasnuMuus Mexay cepusiMm pedepeHTHOro U uccneayemoro
JIEKAPCTBEHHbIX MpenapaTtoB He MnpeBblwalT 5 npoueHToB (C yyeToM TpeboBaHwui noapasaena 2
HacTosIllero pasgena), Takas nonpaBka Jonyctuma. [lonpaBKy, Hapsay C  pe3ynbTatamu
KOJIMYECTBEHHOrO oOnpeaeneHns uccnegyeMmoro M pedepeHTHOro JieKapCTBEHHOro npenapaTa,
Heo6x0AMMO OTpa3nTb B NPOTOKONE UCCNeaA0BaHUS.

OT60op cy6beKTOB ANst aHanM3a pe3ynbTaToB MCC/e0BaHMUS

73. B cTtatuctnyeckun aHanm3 HeobxoaMMO, MO BO3MOXHOCTM, BKJKOYUTb BCEX Cyb6beKToB,
NPUHSIBLUMX JIEKAPCTBEHHbIA npenapaT. OpaHako CybbekTbl, Yy4yacCTBOBaBLUME B MNEPEKPECTHOM
nccnenoBaHWKU, Y KOTOPbIX OTCYTCTBYHOT AaHHble KakK Mo UCCNeAYEMOMY JieKapCTBEHHOMY MnpenaparTy,
Tak M no pedepeHTHOMY NeKapCTBEHHOMY npenapaTy, WIM CybbekTbl, Yy4yacTBOBaBLINE B
napanaenbHOM UccneaoBaHuM, y KOTOPbIX OTCYTCTBYIOT AaHHbIE €AMHCTBEHHOIO rnepmoaa, He AOKHbI
BK/OYATbLCS B aHans.

O6paboTKy AaHHbIX BCEX CYObEKTOB, MPUHMMaBLUMX JIEKAPCTBEHHbIA npenapaTt, Heob6xoAMMO
OCYLWECTBMATL  OAMHAKOBbIMM  MeToaaMuM. B npoTokone wccnenoBaHUMss HE  [OMYCKaEeTcs
npegycMaTpuBaTbh BKJIOYEHME B aHalM3 AaHHbIX 0 "gybnepax" no6poBonbLEB TOMLKO C LENblo
3aMeHbl AaHHbIX UCK/TIOUYEHHbIX Cy6beKTOB. [laxe ecnm B XoAe UCCNeaoBaHUsa He 6bl10 BbiObIBAHUN U3
nccnenoBaHUsl, HEOBXOAMMO MPeAYyCMOTPETb BKAKOYEHME B aHalu3 BCEX CYObeKTOB, MPUHSABLUMX
npenapat. TakuMm o6pa3oM, BkJO4YaTb Ay6nepoB, NPOXOAALWMX Npoueaypbl UCceaoBaHUs
6103KBMBANIEHTHOCTN OTAENBLHO OT OCHOBHOM BbI6GOPKKU, HE AOMYyCKaeTCs.

74. B wuccnepoBaHmm c 6onee 4yem 2 rpynnaMu CcCpaBHEHUS (HanpuMmep, TpexnepuoaHoe
nccnenoBaHme ¢ 2 pedepeHTHbIMKM  JleKapCTBEHHbIMKM  MpenapaTtamMu  Uau  YeTbipexnepuoaHoe
nccnepnoBaHme Npu NpueMe HaTolak M Nocse NpueMa NuLK) aHanams No Kaxxaom cpaBHMBaeMol nape
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HeobXx0AMMO OCYLLECTBASATL NNLb NOC/E NpeaBapuTENIbHOr0 UCKIOYEHUS] AaHHbIX, HE OTHOCALLMXCS K
CpaBHMBaeMbIM rpynnam.

KpuTepum ncknoyeHms cybbekToB U3 aHanu3a
pes3ynbTaToB UCC/IeA0BaHUA

75. Ona 06beKTUBHON OLLEHKM pe3y/bTaTOB paHAOMM3MPOBaHHbLIX MCCNeaoBaHWM HeobxoauMmo,
4yTOObl HabnoAeHWE N BeaeHNe BCex CybbeKkTOB OCYLLEeCTBAS/IOCH MO eAMHbIM NpaBuaaM. ITU npasuia
He AO0/KHbl 3aBMCETb OT NMPUHMMAEMOro JIEKapCTBEHHOro npenapaTta WM Ucxoaa, NoO3TOMY pelleHue
06 WCKOYEHUM cybbekTa U3 CTaTUCTUYECKOro aHanmMsa HeobxoAMMO TMpUHSATL A0 Hadana
nabopaTopHOro aHannsa o6pasuos.

76. Jltobasa npuymHa MOXET SABMATbLCA KPUTEPUEM MUCKNIOYEHUS CyObeKToB, €C/IM OHa 3apaHee
onuMcaHa B MPOTOKO/SIE WCCNEAOBaHWUS, a pelleHne 06 UCKIIYEHUM MPUHATO A0 Havanla aHaausa
obpas3uos. OaHaAKO BCeACTBME CHMXEHUSI CTaTUCTUUYECKOM MOLIHOCTM WCCeaoBaHusl, a TakxXe Mnpwu
HeobxoaAMMOM MUMHMMYMe B 12 cybbekToB cneayetr wu3beraTb WCKAOYEHUS MNOCAEAHUX U3
nccneaoBaHus.

JOoNyCTUMbIMU KPUTEPUAMN UCK/THOUYEHUS CYOBEKTOB U3 WCC/IEA0BaHUA SBASIIOTCS pPBOTA WM
Anapesi, KoTopble CNoCO6Hbl WCKa3uTb pe3ynbTaTbl WU3MEPEHUS KOHLUEHTpPauWM aHanM3npyemoro
BEWeEeCTBa. B uCKNOUUTENbHBIX CUTYyaUUSIX KPUTEPUEM WCKITIOYEHUS TaKXe MOXET CHYXUTb
OAHOBpPEMEHHOE NPUMEHEeHWe ApYyruxX NeKapCcTBeHHbIX NpenapaTtos.

77. B nNpoTOKONE WCCNeAOBaHMS HeobXoAMMO 3apaHee onucaTb KPUTEPUU UCKITHOYEHUS
cyb6bekToB. ECnM BO3HWKAET CUTyauusi, TPaKTyeMas KakK KPUTEPUIN WUCKIHOUYEHUS, CBEAEHUS O HeM
Heo6xoAMMO 3aHEeCTM B MHAMBMAYAJIbHYIO PErucTpauMoHHYO KapTy B XOA4Ee TNpOBeAEeHUS
nccnepoBaHus. McknodeHne cyb6bekToB, OCHOBaHHOE Ha 3apaHee MNpeayCcMOTPEHHbIX KpUTEpUsX,
Heo6Xx0AMMO YETKO OTPas3UTb U NepeyYncInTb B oT4eTe 06 UccrenoBaHum.

78. BBMAY HEBO3MOXHOCTU OTAENUTb BIMSIHWE JIEKAPCTBEHHbIX MpenapaTtoB OT ApYyrux
bakTopoB, BAUSOWKMX Ha dapMaKOKMHETUKY, WUCK/IOYEHME JaHHbIX TOMbKO Ha OCHOBaHUM
CTAaTUCTMYECKOro aHanm3a wuAM  no  (papMakKOKMHETMYECKMM  MpUYMHaM He  [OMyCKaeTcs.
NckNioYeHnaMn U3 4aHHOMo NpaBuia SBNSIOTCS

a) cybbekTbl, B NnasMe KOTOPbIX KOHLUEeHTpauusa pedepeHTHOro nekapCTBeHHOro npenapaTa He
onpepenseTcs WM  onpefenseTcsd NuWb B He3HauuTenbHblX KonudyectBaxX. KoHUeHTpauuu
aHanu3npyeMmoro BellecTBa y cybbekTa Npu3HatTCsa O4YeHb HU3KMMKU, ecnn ero AUC He npesblwaeT 5
NpoUeHTOB OT cpeaHen reomeTpuyeckon AUC pedepeHTHOro JsiekapCTBEHHOro npenaparta
(paccumTtaHHOM 6e3 ydeTa AaHHbIX cybbekTa ¢ Bbibpocamu). VcknYeHne faHHbIX N0 3TOM NpuynHe
AOMYyCTUMO NUWb B e€AWHWYHbIX CAyvYasX, W B LUEJOM CTaBUT No4 COMHEHWE [AOCTOBEPHOCTb
(BanmMaHoOCTb) NpoBEAEHHOIro UCccnenoBaHus;

6) cybbeKkTbl C HEHYNEBOW WCXOAHOM KOHLEHTpauuen aHalInu3upyemMoro BELLECTBa,
npesbiwawwen 5 npoueHtoB oT Cmax. Takme AaHHble HEO6XOAMMO MUCK/IIOUYUTbL M3 UCCNeAoBaHUS
6noakBMBaneHTHoCTU (B cooTBeTCcTBMM C TpeboBaHusaMuM noapasgena  "IdddekTbl nepeHoca"
HacTosilwero noapasaena).

79. B oTHOLWEHMN NneKapCTBEHHbIX NpenapaToB C HeEMeAs/IeEHHbIM BbICBOOOXAEHNEM yKa3aHHble B
HacTosilLeM noapasgene cuTyauuMm MOryT BO3HMKaTb B Clydyae HecobnoaeHus cybbekTamu pexuma
nccnegoBaHMs  WMAM  HeQOCTAaTOYHOM  OTMbLIBOYHOM nepuoge. B nepBom cnyyae Heobxoammo
npeanycMoTpeTb OCMOTP POTOBOW MONOCTM CcybbekTa, 4YTobbl YAOCTOBEPUTLCH, UYTO NIEKAPCTBEHHbIN
npenapaTt 6bln NpOrsio4eH, BO BTOPOM - MNpPeAyCMOTPETb [AOCTAaTOYHbIA OTMbIBOYHbIA MEpPUOA.
Buonormnyeckne obpasubl Cy6beKTOB, WCKJIIOYEHHbLIX M3 CTAaTUCTUYECKOro aHanm3a, HeobxoauMo
npoaHanM3MpoBaTb, @ UX pe3yNnbTaTbl NPeAcCTaBUTb B oT4yeTe 06 uccnenoBaHum (B COOTBETCTBUMU C
TpeboBaHuamum nogpasgena "lMpeacraBneHne AaHHbIX" HacTosWero noapasaena).

80. CornacHo paszaeny 4 "lNpoBeaeHne unccnepoBaHus" Hactodwmx Mpasun AUC(0-t) gonxkHa

nepekpbiBatb He MeHee 80 MpPOLEHTOB AUC[“ e TeM He MeHee, ecnu 3TO MpPaBUIO He

BbINOHAETCS, UCKNOYaTb CYOBEKTOB M3 CTaTUCTUYECKOro aHanusa He cneayeT. OaHako ecnm AUC(0-

t) He nepekpbiBaeT 80 nNpouUeHTOB AUC B 6onee uem 20 npoueHTax cny4daes, cneayet

(0-=)
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YCOMHUTBLCS B pe3y/ibTaTtax Takoro uccnenoBaHus. 3To TpeboBaHMe He NMPUMEHUMO K UCCNefoBaHUSAM
C AnuTenbHOCTbO oTbopa obpa3uyos, paBHbIM 72 4 1 6onee, koraa Bmecto AUC(0-t) mcnonb3yeTtcs
AUC(0-72 u).

AHanusnpyeMble napameTpbl U AOMYCTUMble Npeaenbl

81. B wuccnepoBaHusax 6WMOSKBUBANEHTHOCTM C OAHOKPATHbIM MNPUEMOM J1IEKAPCTBEHHOIO
npenapaTta K nccneayembolM apMakoKMHETUYECKUMM napaMeTpaM oTHocATca: AUC(0-t) nam AUC(0-72
Yy) cooTBeTCTBEHHO M Cmax. OTHOWeHMe J[daHHbIX MNapaMeTpoB MWCCNeAYEMOro NleKapCTBEHHOro
npenapata K pedepeHTHOMY NeKapCTBEHHOMY npenapaTty AO/MKHO nexaTb B MHTepBane 80,00 -
125,00 npoueHtoB npu 90 nMpouUEHTHOM [OBepuTesibHOM WHTepBane. [paHuubl WHTEpPBanoB
OKpYrNgTCA A0 ABYX 3HAKOB MNocse 3ansaTon.

82. K n3yyaeMbIiM NapamMeTpam nccnenoBaHnMm 6MO3KBUBANEHTHOCTHU NneKapCcTtBeHHbIX nMpenapaTtoB
C HeMeA/IeHHbIM BbICBOOOXAEHNEM C onpeaeneHnemM paBHOBeCHOl‘;I KOHUEHTPpaAUUN OTHOCATCA

AUC{D r} U Cmax,ss, KoTopble AOMKHbI 6bITb B NMpeaenax yKasaHHbIX UHTepBasios.

83. Ecim B KauecTtBe 6MoNOrMyeckoro Martepuana WCMonb3yeTcss Moda, nokasatenb Ae(0-t)
OOJKeH fiexaTb B MHTepBane, onncaHHom ana AUC(0-t), a Rmax - B uHTepBase ana Cmax.

84. Cratuctndeckas oueHka tmax He Tpebyetcsa. OgHakKo ecnn ykKasbiBaeTcsl, 4To b6biCcTpoe
BbICBOOOXAEHME MMEET K/IMHUYECKYI0 3HAUYMMOCTb M BNUSET Ha Hayano AENCTBUS WUAWM NPUBOAUT K
HeXxenaTesibHbIM peakuusM, 3HaYUMbIX pas3inynii B tmax u ero sBapnabenbHoOCTU Mexay nccienyemMbim
N pedepeHTHbIM NIeKapCTBEHHbLIMWU NpenapaTaMn 6biTb HE AOIXKHO.

85. [donyctuMbie npeaenbl 6MO3KBUBANIEHTHOCTM JIEKAPCTBEHHbLIX MpenapaToB C  Y3KUM
TepaneBTUYECKMM AManasoHOM crieayeT Ccy3uTb (B COOTBETCTBMM C TpeboBaHuaAMKM noapasgena 10
HacTosiwero pasgena). [Nns NnekapCTBEeHHbIX MpernapaToB C BbICOKOW BapuabenbHocTbio Cmax B
CNy4yae HanmM4ynsi COOTBETCTBYHOLWEr0 060CHOBAHMS 3TU rpaHuLbl MOryT 6biTb paclUMPEHDI.

CTaTUCTUYECKMIN aHanus3

86. [NaBHOe 3HauyeHMe [ANns OUueHKM OWO3KBUBANIEHTHOCTU WMMEeT MUMHUMU3AUMA pUcka
JIOXKHOMOJIOXKMUTENBHOMO MNPU3HAHUSA 6UO3KBUBANEHTHOCTU. CTATUCTMUYECKUI aHanus uccneaoBaHus
6MO3KBUBANEHTHOCTN AO/DKEH MNOATBEPAUTbL MAasIOBEPOATHOCTb KJMHUYECKM 3HAYMMOro pasnnuus
Mexay 6MoAoCTYMHOCTbIO MccneayeMoro u pedepeHTHOro siekapcTBEHHbIX NMpenapaToB. Mpoueaypbl
cTaTUCTMYeckon 06paboTkn cneayeT oroBopuUTb B NPOTOKOE Nepes HavanoM cbopa AaHHbIX.

87. B KayecTBe OCHOBHOIro KpuUTepusi OWO3KBUBANIEHTHOCTM WCMONb3YOT 90 MpPOLEHTHbIE
OOBEPUTENbHbIE  WMHTEpPBaslbl AN OTHOLWEHUS  FeoOMeTpUYecKMX  CpeAHuX  Uccnenyemblix
(hapMaKOKMHETUYECKMX MapaMeTpPOB WCCeAYEMOro JIEKapCTBEHHOro npenapata M pedepeHTHOro
JIEKApCTBEHHOIrOo npenapaTta. Takol noaxoA paBHOCUIEH 2 OAHOCTOPOHHMM MPOBEPKaM HyNeBOWM
rmnotesbl 06 OTCYTCTBMM 6MO3KBMBANEHTHOCTU (O OMOHEIKBMBANEHTHOCTM) MNpu 5 NPOLUEHTHOM
YPOBHE 3HAa4YMMOCTUN ANS KaXAoro TecTa.

88. CpaBHeHMe wuccreayembiX (apMakOKMHETUYECKUX MapaMeTpoB MNpoBOASAT C MOMOLLbIO
aucnepcuoHHoro aHanusa (ANOVA). [na 2Toro npeaBapuTenbHO MpoBOAAT forapudmMmmyeckoe
npeobpaszoBaHne AaHHbIX (MO OCHOBAHMIO AECATUYHOro WUAW HaTypanbHOro norapudma). Nocne yero
NpoBOAAT ANCMEPCUOHHbLIM aHaN3 U Ha OCHOBE ero pe3ysibTaTOB CTPOSAT AOBEpPUTE/IbHblE MHTEpPBasbl
(B norapudmMmyeckon wkKane) Ans noucka pasinyms Mexzay CpaBHMBAeMbIMU NeKapCTBEHHbIMU
npenapataMu. MNMony4yeHHble AOBEpUTESIbHbIE MHTEpPBasbl NoaBepralTca obpaTHoOMY npeobpasoBaHuio,
4YTO6bI MOCTPOUTbL XeNaeMble AOBepuUTeNbHblE MHTEpPBasbl ANS OTHOLWEHUS CPEeAHUX B UCXOAHbIX (He
npeobpa3oBaHHbIX) eaAnHWUaX  U3MepeHus.  Mcrnonb3oBaHWE  HenmapaMmeTpuyeckux  MeToAOB
CTaTUCTUYECKOro aHaan3a He AonycKaeTcs.

89. B npoTtokone wuccnenoBaHuMs HeobxoAuMMO 3apaHee NpeaycMOTpeTb Bbl6Op KOHKpPETHOM
CTaTUCTMYECKO Moaenn aHanusa. CTaTUCTUYecKWih aHanmia [O0/KEeH MpUHMMATb BO BHUMMaHue
UCTOYHUKN BapmabenbHOCTU, CNOCOBHbIE MOBAMATL Ha M3y4dyaemylo nepeMeHHyr. B Takoi moaenu
AVNCNEPCUOHHOIO aHanusa MnpUHATO WCMNONb30BaTb Takue aKTopbl, Kak nocnefoBaTenbHOCTb,
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cybbekT nocnenoBaTeNnbHOCTW, MEpUOA W JIeKapCTBEHHbIM npenapaTt. B OTHoweHun BCeEX 3TUX
dakTopoB cnenyeT NUCNosib3oBaTb PUKCUPOBaHHbIE, @ He cny4vanHble addeKThbl.

90. O6bwmni NpMHUMN 3akatodyaeTcsa B nocTtpoeHun 90%-HOro AOBEPUTENIbHONO MHTEpBana Ans

sermmunnbl M1 — R | kotopeii  nossonsier  cpenatb  BbIBOA 0 (hapMakOKMHETUYECKOA

SKBMBANEHTHOCTU, €CNnN AaHHbIN ﬂOBepMTeﬂbeIVI MHTEPBAJZT HaxXoAUTCA B MNPUHATBIX TpaHnLax
npunsHaHuA 6103KBMBANIEHTHOCTH.

AHanNorv4yHyro npoueaypy cneayet MCMosib3oBaTb AN CpaBHEHWUS NMapaMeTpoB, MOJTYUYEHHbIX B
pe3ynbTaTe MCCNeaoBaHUS B PaBHOBECHOM COCTOSIHUM UIM CYMMApHOro BbiBEAEHUSA C MOYOMN, €Clin 3TO
TpebyeTcs.

91. CneanyeT NpeacTaBMTb TakXe AaHHble MO onucaTeslbHOM CTaTUCTUKE AN nokasaTtens tmax.
Ecnm tmax cuuTaetcs KAMHWYECKM 3HauuMMbIM, CpefHee 3HayeHWe U AuanasoH tmax cnepyer
CpaBHUTb Mexay uccnenyembiM U pedepeHTHbIM JIeKapCTBEHHbLIM MpenapaTtoM ANs UCKIYEeHUS
KJIMHWYECKN 3HAuYMMbIX pasnuumii. dopMmanbHOe CTaTUCTUYeckoe cpaBHeHune TpebyeTca peako.
O6bl4HO pa3Mep BbLIGOPKM He paccYUTbIBAETCH, AN NoNyyeHnss HeobxoAMMOW CTaTUCTUYECKOM
MowHocTn ansa tmax. Ecnm napametp tmax 6yaet noaBepratbCs CTAaTUCTUYECKOMY aHanusy, TO
n3y4yeHue AO0HKHO OCHOBbLIBATbCSA Ha HemapamMeTpuyecKMX MeToaax M NpoBOAUTLCSA C MCMOb30BaHUEM
Henpeobpa3oBaHHbIX AaHHbIX. [Na MOBbIWEHUS TOYHOCTU OuUeHKM tmax HeobxoamMo B3ATb
AOCTAaTOYHOE KO/M4ecTBO 06pasuoB 6AM3KMX K OXMAAEMbIM MaKCMMasnbHbIM KOHUeHTpauuam. Ans
nokasartenemn, onucbiBaowmx dasy annmmHaumm (tl1/2), TpebyeTcs ToNbKO onucaTesbHas CTaTUCTMKA.

92. PaboTa c pe3Ko BblAENAWMMNCS 3HAUYEHUSIMK (BblIBpocaMun) NMpoBOAUTCS B COOTBETCTBMU C
TpeboBaHUAMU, WU3NOXEHHbIMW B nogpasgene "Kputepun uckawyeHns CcybbekToB W3 aHanmsa
pe3ynbTaTOB wuccnefoBaHMsa" HacToswero pasgena. WcknwyeHwe AaHHbIX TOMbKO MO MPUYMHAM
CTaTUCTUYECKOro U (papMakOKMHETUYECKOro XxapakTepa He A0nyCTUMO.

NccnenoBaHMAa B HECKONbKMX rpynnax

93. Ecnu nepekpecTtHoe wuccneaoBaHue nposeaeHo B 2 U 6onee rpynnax cybbekToB, T.e.
pa3bneHne BCel BbIGOPKM Ha HECKONbKO [pynn, Kaxaas W3 KOTOPbIX HAUYMHAeT y4yacTve B
nccnefoBaHUM B pasHble AHWM (HanpuMmep, ecnu u3 AOrmMcTUYEeCKnX coobparkeHu eauHOBPEMEHHO B
KJIMHWYECKOM LEHTPE MOXHO MPOBECTN UCCMeA0OBaHME C Yy4aCcTUEM OrpaHUYEHHOro Yncna cybbekTos),
B UENsx OTpaXeHuss MHOrorpynmnoBOro XapakTtepa WccnefoBaHuMs HeobxoanmMo MoanduuMpoBaTb
CTaTUCTUYECKY0 Modenb. B yacTtHocTu, B Mogenu HeobxoAMMO y4decTb TOT (haKT, YTo nepuoabl AN
NepBOM rpynmnbl OT/INYAKOTCS OT NEPUOAO0B As1 BTOpOoN (M nocrenyowmx) rpynnbi.

94. Ecnu uccnefnoBaHue npoBeAeHO B ABYX M 6oniee rpynnax v 3TW Fpynnbl M3y4vanucb B
PasINYHbIX KJIMHWUYECKUX LIEHTpax MM B OAHOM M TOM € LEHTpPe, HO 6blnu pasaeneHbl 60MblINM
NPOMEXYTKOM BpeMeHu (Hanpumep, Mecsiuamu), BO3HMKAET COMHEHWE OTHOCUTESIbHO BO3MOXHOCTU
obbeaMHEHMS pe3yNbTaToB, MOJIyYEHHbIX 3TUX Trpynnax, B OAMH aHanui3. Takue cuTyaumu
HeobxoaMMo 06CyXAaaTb C YMNOSTHOMOYEHHbIM OPraHoM.

Ecnu npeanonaraetcs npoBeAeHME WUCCeA0BaHMS B HECKOJIbKMX Fpynnax W3 JIOTMCTUYECKUX
coobpaxeHuii, 06 3ToM HeobXxoAMMO SIBHO YKa3aTb B MNPOTOKOSE UCCAeAOBaHUSA; Mpu 3TOM, eCin B
oT4yeTe OTCYTCTBYIOT pe3ynbTaTbl CTaTUCTUYECKOro aHasjiMsa, Yy4duTbiBalolWME MHOFOrpynmnoBOWn
XapakKTep wuccnenoBaHusl, HeobxoaMMO NpeacTaBUTb HayyHoe O060CHOBaHME OTCYTCTBUS TaKuX
pe3ynbLTaToB.

SddekTbl NepeHoca

95. He ponyckaeTcs ucnonb3oBaTh pe3ynbTaTbl MPOBEPKM Ha 3ddeKT nepeHoca A/ NPUHATUSA
Kaknx-nmbo peweHunii, BAUAKOWNX Ha aHanu3 (HanpuMep, aHanu3 AaHHbIX, NMOAYYEeHHbIX TOSIbKO W3
nepBoro nepnoaa nccnenoBaHuns). BeposaTHOCTb nepeHoca MoXeT 6biTb HanpsiMyto yuTeHa npu otbope
obpasua 6uMonornyeckon XuUAKOCTM A0 NpueMa NeKapCTBEHHOro npenapata BO BTOPOM nepuoae
nccnepgoBaHus (M, eCnn NpUMEHMMO, B NocAeayowmx).

96. Ecnn KoHuUeHTpauma OO0 npuveMa siekapCTBEHHOro npenapata npesbiwaer 5% ot Cmax, To
cBefeHus, NoslydeHHble OT cybbekTa B AaHHOM Nepuoae, UCKKYATCa U3 CTaTUCTUYECKOro aHanmsa.
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DTO 3HAYUT, YTO B paMKax ABYXMEPUOAHOro MCCenoBaHUS TakKoW CybbeKkT BbibbIBAaeT M3 aHanusa.
lMpoaomkeHne wuccnefoBaHMs CUYMTAETCA HEeNpUeMNEMbIM, €CNM 4YUCNOo noasexalmx aHanusy
CybbeKkToB oOKasanocb MeHee 12. [JaHHbIA NoaXo4d HEe MNPUMEHUM K MUCCNeNOBaHUIO 3SHAOMEHHbIX
COeANHEHNN.

[ABYyX3TanHbl AM3aiiH nccnegoBaHUn 6MO3KBUBANIEHTHOCTH

97. UccnepoBaHne 6M03KBUBANEHTHOCTM A0NYyCKaeTcs NpoBoAMTb B ABa 3Tana. Ha nepsoM 3Tane
NpoOBOANTCS UCCAefOoBaHME Ha HayanbHON (NepBUYHON) rpynne cybbeKToB C aHaN30M MNOJTYYEeHHbIX
pe3ynbTaToB. ECnn 6M03KBMBANEHTHOCTb He MOATBEPXAAEeTCA, TO MOXHO HabpaTb AOMNOSHUTENbHYIO
rpynny n ob6beAuHUTb pe3yfbTaTbl, MNONYy4YeHHble B 06enx rpynnax Ansi OKOHYaTeslbHOro aHasnmsa.
Ecnu BbIbpaH Takom noaxon, TO HYXXHO NPUHATbL onpeneneHHble Mepbl, YTO6bl COXpaHUTb HEU3MEHHOM
BEPOATHOCTb ownbkn I poaa Ang BCero wuccnenoBaHWs, MNpU 3TOM  CTaTUCTUYECKUE KpUTepuu
OCTaHOBKM uccnenoBaHus HeobxoamMMo 4eTKo onpeaenutb A0 €ro Havana. AHanus JaHHbIX,
NOSIly4eHHbIX B XOZe MNEepBOro 3Tana, MOXHO paccMaTpumBaTb KaK MPOMEXYTO4YHbI, U oba aHanusa
Heo6xoAMMO MNpoOBOAUTL MO CKOPPEKTUPOBAHHLIM YPOBHSAM 3HAUMMOCTU. [ns AoBepuTenbHbIX
MHTEpPBaNOB CreAyeT WCNONb30BaTb CKOPPEKTUPOBAHHYIO BEPOSITHOCTb, paBHYK He MeHee 90%.
Hanpumep, wucnonb3oBaHue 94,12%-HbIX [OBEpPUTENbHbIX WHTEpPBANOB ANns 060MX aHaan30B Ha
nepeoM 3Ttane un s obbeAnHEeHHbIX AaHHbIX NEPBOro M BTOPOro atanos byaeT npuemnembiM, 0AHaKo
CYLLECTBYET MHOXECTBO APYrMxX BapMaHTOB, U BbI6Op, Kakol ypoBeHb 3Haummoctu (X ) ncnonb3oBatb
ANS MPOMEXyTO4YHOro aHanusa, $SBAseTcs npeporaTMBon crnoHcopa. B npoTtokone Heobxoanmo
3apaHee onucatb ABYX3TanHbl AM3alH UCCAef0oBaHUsS Hapsay CO CKOPPEKTUPOBAHHbLIM YPOBHEM
3HAYMMOCTMU.

98. MNpu aHanunse obbeaMHEHHbIX AAHHbLIX, MOJIYYEHHbIX B XoAe ABYX 3TanoB, gakrtop "stan"
Heo6X0ANMO BKJKOUYUTb B MOAENb AUCMEPCUOHHOIO aHaausa.

MpeacraBneHne AaHHbIX

99. [Ing Kaxaoro n3 cpaBHMBAEMbIX JieKapCTBEHHbIX MpenapaTtoB HeobxoaMMo NpeacTaBuUTb BCe
3HAYEHUS WHAMBMAYANbHbIX KOHLUEHTpauMn wun GdapMakOKUMHETUYECKUX MapaMeTpoB, Hapsay C
AAHHBbIMW ONMCaTeNbHOM CTAaTUCTUKM, BKAKOYAs reOMETpUYECKoe cpeaHee, MeanaHy, apudmeTnyeckoe
cpefiHee, CTaHAapTHoe OTKNoHeHune, Ko3(pduuMeHT Bapuauum, MakCcUMasnbHble W MUHUManNbHbIE
3HayeHus. NHamesmayanbHble KpuBble "KOHUEHTpauus-BpeMsa" cneayeTt npeactaBuTb Ha JIMHENHOW U
norapudmmyeckor wkanax. Heobxognmo onucatb MeToh NonydeHuss dapMaKOKUMHETUYECKNX
napamMeTpoB U3 UCXOAHbIX AAHHbIX U KOMMYECTBO TOYEK B TEPMUHANbHOM norapudmuyeckon dase,
MCNONb30BaHHbIX AN  OUEHKW KOHCTaHTbl CKOPOCTM TEepMWUHaNbHOM 3nMMUMHauuM  (KoTopas

NCcnosib3yeTcs Ansl AOCTOBEPHOWN OLIEHKMU AUC[“ ) ).

100. B KayecTBe OCHOBHbIX pe3y/bTaTOB  CTAaTUCTMYECKOrO  aHanM3a  M3YYEeHHbIX
(bapMaKoOKMHETMYECKMX MNapaMeTpoB cleAyeT YyKasbiBaTb To4yeuyHble oueHkM U 90%-Hble
[lOBEPUTENbHbIE UHTEPBA/Ibl AN OTHOLLIEHUSI CPeAHMX 3HAYEHUN.

CnepyeT TakxXe npunaraTe CTaHAApTHblE pe3ynbTUpylolne Tabnnubl ANCNEPCUOHHOIO aHanmsa,
BK/ItOYasi pe3ynbTaTbl CTaTUCTUUYECKMX TECTOB Ha BCe 3¢ deKTbl B UCMOSIb30BAaHHON Moaesnu.

101. Otyer HeobX0AMMO AeTaM3MpPOBaTb HACTOMbKO, 4TOObI (GapMaKOKMHETUYECKUI W
CTAaTUCTUYECKUA aHanu3bl MOXHO 6bl10 BOCMPOM3BECTU, TO €CTb BKJ/IHOUYUTb TOYHOE BpeMs oTbopa
obpa3uoB nocne nNpueMa JEKApPCTBEHHOro MnpenapaTta, KOHUEHTPauuu aHalu3npyeMbiX BELLECTB,
3Ha4yeHns papMaKOKMHETUYECKUX MapaMeTpoB Ka)Aoro cybbekTa B Ka)JoOM Mepuoae uccnenoBaHus
N CXeMy paHAOMU3aLUMW.

102. Heobxoammo noapobHO onucaTb BCE Clydan BbIObIBaHUS M UCKIIOYEHUSA CYOBEKTOB W3
nccnenoBaHms. o BO3MOXHOCTM, ANS KaXAoro Takoro cybbekTa B OTAENbHOM [OOKYMEHTe
Heo6xXoAMMO MpeacTaBUTb AaHHbIE O KOHLEHTpaumm U (papMakKOKMHETMYECKMX MNapaMeTpax, HO He
BK/IHOUATb MX B OOLLUMA CTAaTUCTUYECKUI aHaNn3.
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BuoaHanutnuyeckyto MeToaMKy HeobxoAMMO [AOKYMEHTMpOBaTb A0 Hadana WuccienoBaHus
(npenBapuTenbHas Banuaauus) ana nocneaywuwero GOpMUPOBaAHMSA  BanMAaLUMOHHOIO OTYeTa.
Heobxoanmo npeacrtaBuTb 6MOAHANUTUYECKUI OTYET B COCTaBe WTOroBOro oT4yeTa uccneaoBaHus
6rnoskBmBaneHTHOCTU. OH OO/KEH BK/IHOYATh KpaTKOe ONMMcaHme MCNosib30BaHHOM 6rMoaHanmuTnyeckom
METOAWKN, pe3ynbTaTbl MO BCEM [IpaayMpoOBOYHbIM pacTBopaM (cTaHaaptaMm) M obpasuam Aans
KOHTpoOns kadecTtBa. HeobxoanMMo npeacTtaBUTb AOCTAaTOYHOE KOSIMYECTBO XpoMaToOrpamM WUau Apyrux
NCXOAHbIX AaHHbIX, OXBaTbiBAlOLWMX BeCb AManas3oH KOHUEHTpauun nAns BCex rpagympoOBOYHbIX
pacTtBopoB (CTaHAapToB) M 06pa3uUoB AN KOHTPONS KayecCTBa, @ TakKXe WUCMNbITyeMbIX (aKTUBHbIX)
obpa3uoB (BCce xpoMaTorpamMbl U Apyrne NepBUYHbIE AaHHble He MeHee yeM oT 20% cybbekToB C
COOTBETCTBYWOLWMMM obpasuaMm AN KOHTPONS KadecTBa W rpagympoBOYHbIMM  pacTBopamMu/
CTaHAApTaMU LUMKII0B, OTHOCSLINXCS K YKa3aHHbIM CybbekTaMm).

103. Ecnm B OTHOLWIEHMKN onpeaeneHHON 4O3MPOBKW OnpeaesieHHOro eKapCTBEeHHOro npenapara
npoBeAeHO HEeCKO/bKO MccnegoBaHun, 4acTb M3 KOTOPbIX NoATBEpPXAAET ero 6MosKBUBANEHTHOCTb, a
YacTb HET, BCKO COBOKYMHOCTb AaHHbIX HEO6X0oAMMO paccMaTpuBaTb KakK eaumHoe uenoe. B pacuer
HeobXxoaAnMO NMpUHUMaTb TONIbKO UCCNeaAoBaHUs, yKka3aHHble B Yactu III HacToawmx Mpasun. Hannune
nccnenoBaHWA, NoOATBEPXAAWMX 6UMO3KBMBANIEHTHOCTb, He SIBMASETCA MOBOAOM HEe paccMaTpuBaTb
nccrnenoBaHus, B KOTOPbIX OHa He noATBepXAeHa. 3asBuTeslb AO/KEeH TWwaTeNbHO rnpoaHanam3npoBaTthb
BCe pe3ynbTaTbl KU o060cHOBaTb Hanuume 6KMOSKBMBANEHTHOCTU. B KauecTtBe anbTepHaTUBbI B
OONOSIHEHME K  OTAeNlbHbIM  MUCCMefoBaHMsAM, NO  BO3MOXHOCTM, AONyCKaeTCcsa npoBeaeHue
ob6obuweHHOro aHanmM3a BCex wuccregoBaHuit. HeponyctuMo o0606waTtb  wUccienoBaHusl, He
noaTBepXxaawlwme Hanmume  OMOIKBMBANEHTHOCTW, €CNM  UCCNeAoBaHUs, NoATBepXaawowme
6105KBMBANEHTHOCTb, OTCYTCTBYIOT.

10. JlekapcTBeHHbIe nNpenapaTbl C Y3KUM
TeparneBTUYECKUM AMANa3OHOM

104. Odonyctumbin nHtepean ana AUC nekapCTBEHHbIX MpernapaToB C Y3KUM TepaneBTU4YeCKUM
AnanasoHoM cneayeT cy3nTb Ao 90,00 - 111,11%. MNMockonbky Cmax 3aHMMaeT 0coboe MeCTo C TOUKHU
3peHus apdhekTnBHoCcTn, 6e30NacHOCTM U MOHUTOPUHIa KOHUEHTpauuMu aHanuM3mpyeMmoro BellecTBa,
AOONYCTUMbIA WHTEpBan AN AaHHOro napaMeTpa Takxe cneayetr cy3mtb go 90,00 - 111,11%.
MpuBecTn wucdepnbiBalowee onpefesieHne feKapCcTBEHHbIX MNpernapaTtoB C Y3KUM TepaneBTUYEeCKUM
AManasoHOM HEBO3MOXHO, NO3TOMY pelleHune 06 OoTHeceHUU AENCTBYOLWLEro BewecTsa K 3Ton rpynne
cnegyer MNpuMHMMAaTb, MCX0AS M3 KJIMHUMYECKMX OcobeHHOoCTe OencTBuss U NpUMEHeHUus
NlekapCTBEHHOro npenapata (npu HeobxoAMMOCTU MpuBAEKas 3KCNepToB YMNOSNHOMOYEHHbIX OpraHoB
rocyagapcts - uneHos Coto3a U (MNM) IDKCNepTHbIM KOMUTET MO NleKapCTBEHHbIM cpeacTBaM Mnpu
EBpa3ninckomn sKOHOMUYECKON KOMUCCUN).

11. JlekapcCTBeHHble npenapaTbl C BbICOKOW BapuabenbHOCTbIO

105. Ecnu BHyTpuuHAMBMAyanbHas BapuabenbHOCTb (dapMakKOKMHETUYECKOro mnapameTpa
npesbiwaeT 30%, Takve nekapcTBEHHble MpenapaTtbl MPU3HAKTCSA BbICOKO BapuabenbHbiMU. Ecnu
3as8BUTENIb CYMTAET, UYTO JIEKAPCTBEHHbIA NpenapaT MoxeT obnagaTbh BbICOKOM BapnabenbHOCTbO NO
ckopoctm un (unu) creneHm abcopbumun, pekoMeHAyeTCs MNpPOBOAMTbL MCCNeAOBaHUS C MOBTOPHbIM
(pennukKaTuBHbLIM) NepeKpecTHbIM AN3aNHOM.

106. JlekapcTBeHHble rMpenapatbl C BbICOKOW BapuabenbHOCTbIO, AN9 KOTOpbIX 60nbliee
paznmuve B Cmax cuuTaeTcs KAMHMYECKM He3HauuMMbIiM (NOoATBEPXAEHHOE CTPOruM KAMHUYECKUM
0b0CHOBaHMEM), ee OueHKa MOXET OCYLLeCTBAATbLCS Ha OCHOBAHWW pacClIMPEHHbIX WHTepBanos. B
3TOM cNny4yae KpuTepuih npuemnemoctn ana Cmax MoxeT 6biTb pacwwumpeH ao 69,84 - 143,19%. B
Lensax pacwmpeHus Kputepus NpueMsieMocTu Au3anH uccnefoBaHus 6UMO3KBUBANEHTHOCTU AO0JIXKEH
6bITb MOBTOPHbIM WU B HeM HeobxoAMMO MNOATBEpAUTb, 4YTO BapuabenbHoCTb Cmax pedepeHTHOro
NeKapCTBEHHOro npenapaTta B McCienoBaHUM AencTBuTenbHo npesbiwaeTr 30%. 3asBuTtenb AOKEH
AOKa3aTb, 4TO BblYMUC/IEHHAs BHyTpuUHAMBMAYyanbHas BapuabenbHOCTb AOCTOBEpHa, a He
obycnosneHa BbibpocamMu. Bo3MOXHOCTb pacluMpeHus AonyCTUMOro nHTepsasna HeobxoaAnMo 3apaHee
OroBOpPWUTbL B MPOTOKOJIE UCCNEA0BAHMUS.
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107. OnpepeneHue cTeneHW paclWUpeHUs UWHTepBasia OCHOBAHO HAa BHYTPUUHAMBUAYASIbHOM
BapuabenbHOCTX, MOJZIy4EeHHOM NO  pe3ynbTaTaM  uccnenoBaHuss  GMO3KBUBANEHTHOCTM  C
NUCNosib30BaHMEM MeToAa 6MO3KBMBANIEHTHOCTU B cpegHeM C MacwTabuposaHueMm (scaled average
bioequivalence) cornacHo ¢popmyne:

— ol HRswg )
[U,L]=¢ ,
roe:

U - BepxHSs rpaHuUa nHTepBana rnpueMneMocTu;
L - HMXKHAS rpaHMua MHTepBana NpUEMIEMOCTHU;
k - perynsiTopHasi KOHCTaHTa, npuHaATas 3a 0,760;

SWR - BHYTpUMMHAMBMAYASIbHOE CTaHAApPTHOE OTKJIOHEeHWe florapudMmMyeckm npeobpasoBaHHbIX
3HayeHu Cmax IeKkapCcTBEHHOro npenapaTta CpaBHEHUS.

108. B npuBeaeHHoW Tabnuue NpeAcTaBfeHbl  rpaHuUbl  MHTEPBANOB  MPU3HAHMUS
61M03KBNUBANEHTHOCTN, paccyMTaHHble Ha OCHOBaHUM OnNMcaHHOW B NyHkTe 107 HacTtoawwux MNpasun
METOAO/IONTMN B 3aBUCMMOCTM OT pas3/IMYHOM CTeneHn BapuabenbHOCTM (apMaKOKUHETUYECKUX
napaMeTpoB N1leKapCTBEHHOrO Npenapara.

BHyTpunHameuayanbHsit CV (%) <*> HuxHas rpaHmua BepxHasa rpaHuua
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

MpuMeyaHune: <*> CV (%)=]00\{'¢ﬁm'] )

109. OTHOLWEHNE TreoMeTpUYecKkuUXx cpeaHnx dapMakoOKUHETUUYECKNX MNapaMeTpoB [AOJIKHO
HaxoauTbcs B npegenax 80,00 - 125,00%.

PacwupeHne npuemnembiX rpaHuy, 6MoAOCTYMHOCTM HA OCHOBAHWM BHYTPUUMHAMBWUAYANbHOM
BapmnabenbHOCTM He pacnpocTpaHsetrca Ha AUC, rpaHumubl KOTOpPOM BHe 3aBUCUMOCTM OT
BapnabenbHOCTM A0/MKHbI 6bITb OrpaHnyeHbl MHTepBasom 80,00 - 125,00%.

110. lMpu NOBTOPHOM AM3aillHe MWCNOMb3YKT 3-X WUAN 4-X MEepUOSHYID MepeKpecTHY CXemy
nccrnenoBaHms.

IV. TecT cpaBHUTENBHON KMHETUKM pacTBOPEHMUS in vitro

111. Metoamnka BbinonHeHuss TKCP u ocHoBHble TpeboBaHWs MO MCNO/b30BaHMIO dakTopa
nonobusa (cxoaumocTtn, f2-kKpuTtepuin) [OMKHbI COOTBETCTBOBATb TpeboBaHUAM, YKa3aHHbIM B
npunoxeHun N 5 K HacToAwmMm lMpasuiam.

1. TecT cpaBHUTENbHOW KMHETUKN PacTBOpPeHUs in vitro
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KaK AOMOJIHEHME K UCCenoBaHNSAM BMO3KBMBANIEHTHOCTH

112. Heobxogmmo npeactaBuTb pe3ynbTaTtbel TCKP cepuii nccneayeMmoro sekKapCTBEHHOMO
npenapata W pedepeHTHOro neKkapCTBEHHOr0 rnpenaparta, WCNONAb30BaHHbIX B WCCeA0BaHUU
6M03KBMBANEHTHOCTN, B TpeX pasfndHbiX 6ydepHbix cpegax (0bbiyHo npu pH 1,2; 4,5 un 6,8) u
cpene, noanexawien MWCrosib30BaHUIO B BbINYCKAKLWMX WUCNbITAHUAX JIeKapCTBEHHOro npenapara
(cpemna A4ns KOHTpPONA KadecTBa, BKo4aemas B cneuudumkaumio (HOPMATMBHBIA AOKYMEHT Mo
KOHTPOJIIO Ka4yeCcTBa /IeKapCTBEHHOro npenaparta)). ViccnenoBaHme HEKOTOPbLIX JIEKAPCTBEHHbLIX opM,
Hanpumep, TabneTok, ANCNEPrMpPYOLWMXCA B NOSIOCTM pTa, NPOBOAST B pasfiM4YHbIX ycioBuax. OTyeT o
pesynbTaTax MWcCcnenoBaHUsa cneayeT npeacrtaBnsaTb B Buae npodwunern [0AM  pacTBOPEHHOro
KOSINYeCcTBa BO BPEMEHU C YKA3aHMEM CpeaHUX 3HaYeHU 1 0606LwarLWmnx CTaTuCTUK.

113. B oTcyTcTBME MHbIX 060CHOBaHWMI cneundmkaumm (HOPMaTUBHOM AOKYMEHTE MO KOHTPO/O
KayecTBa NeKapCTBEHHOro npenapaTta) AN KOHTPOAsA KadecTBa Mo nokasaTtento "PacTtBopeHue"
nccnefyeMoro sieKkapCTBEHHOro npenapaTa cneayeT CoCTaBssTb Ha OCHOBaHMM Npodunsa pacTBOpPeHUS
cepum  UCCcneayeMoro  NIeKapCTBEHHOro  npenapaTta, NOATBepAMBLUEN  O6MO3KBMBANEHTHOCTb
pedepeHTHOMY neKkapCTBEHHOMY npenapaTy (B COOTBETCTBMM C TpeboBaHusMm npunoxeHns N 5 K
HacTosAwmM Mpasunam).

Ecnu pesynbTtatel TCKP, nNpoBeAeHHOro C pasfMyHbIMKU CEPUSMWU, HE NOATBEPXAAIOT paHee
NOKA3aHHY B UCCNeaoBaHUAX in Vvivo 6MO03KBMBANIEHTHOCTb, TO OMUPAKTCA Ha pe3ynbTaTbl
nccnenoBaHuii in vivo. OgHako He06X0AMMO U3YUUTb U O6BACHUTb NMPUYNHBI TAKOIO PACXOXAEHMUS.

2. TecT cpaBHUTENbHOW KMHETUKM PACTBOPEHUS B LENAX
61oBeliBepa AOMOIHUTENbHbIX 103UPOBOK

114. O60CHOBaAHHOCTb HenpoBeAeHUS AOMNOSHUTENbHbIX UCCeaoBaHNN BUO3KBMBANMEHTHOCTH in
vivo HeobxoanMo noaTBEpAMTL BbINOJHEHHBIM Haanexawmm obpasom TCKP. Ecnmn He ykasaHo WHOe,
HEOBX0ANMMO U3YUNTb pacTBOpPEHUE NMPU pPas3fINYHbIX 3HadeHusax pH (obbiyHo npu pH 1,2; 4,5 n 6,8).
Ons  Bcex npeacrtaBfieHHbIX Cepuin  HeobxoomMmo MoATBEPAUTb  COMOCTaBMMOCTb  Mpodunen
pacTtBopeHuUss in vitro Mexay AONONHUTENbHbIMM A03MPOBKAMWU U  A03MPOBKAMU U3 cCepun,
MCMNONb30BaHHOW B uccnenoBaHMM 6MO3KBMBANEHTHOCTU, BO BCeX ycnoBusXx (C ydeToMm TpeboBaHMUA
npunoxeHusa N 5 Kk HacToAwmm lMpaBunam).

115. Mpu 3HayeHuax pH, nNpum KOTOpPbIX HWU AN OAHOW M3 AO3MPOBOK HE yaaeTcs A0CTUYb
NOJSIHOIO pacTBoOpeHus, ycnosus nposeaeHnsa TCKP mexay Ao3mvpoBKaMu MoOryT pasnuyatbces. OgHako
AN noaTBepXAeHWs TOoro, 4to 3TO 06yCnoBNEHO CBOWMCTBaAMM [AENCTBYHOWEro BewectBa, a He
nekapcrtBeHHon GOpMbl, HEOO6XOAMMO MPOBECTM CpPaBHEHME C COOTBETCTBYIOLLEN [A03MPOBKOW
pedepeHTHOro JieKapCTBEHHOro npenapaTta. Kpome ToOro, 3asBuTeNnb Brpase MNOATBEPAUTb
COMOCTaBUMOCTb nNpoduien A[ng OAWMHAKOBbIX [03 (HanpuMmep, Mexay AByMs TabnetkamMu C
OO03UPOBKOM 5 Mr n ogHol TabneTkom ¢ Ao3mpoBkoir 10 mr).

V. OT4yeT 06 nccnepoBaHumn

1. OTyeT 06 UccnegoBaHMM BUOSKBUBANIEHTHOCTU

116. Otyer 06 uccnegoBaHnn 6MO3KBMBANEHTHOCTM AOJDKEH coAepXaTb BCe Heobxoaumble
CBeAeHMs O MpOTOKOJIE UCCNenoBaHUs, NPOBEAEHUU UCCNeAoBaHUSA M ero aHanuse. OTyeT AOJIXKEeH
6bITb COCTaBneH WM noanucaH uccneposaTesieM B COOTBETCTBMM C npunoxeHmem N 1 Kk npasuniam
Hagnexawen kKnuHuyeckor npakTukm Cotosa, yTBep)xaaembiM Komuccumen u npunoxenHmem N 7 K
HacToswmum [paBunam. CTpykTypa oTyeTa 06 wnccnegoBaHUM OUOIKBMBANIEHTHOCTU  AOJIKHA
COOTBETCTBOBATb NpunoxeHunto N 7 K HacTosawmmMm lNpasunam.

B oTueTe Heob6xoAMMO ykKaszaTb aMUIMM U UMEHa OTBETCTBEHHbIX UCCneaoBaTesien, Ux MecTo
paboTbl, MECTO W AJIUTENBHOCTb MNPOBEAEHUSA WCCNeAoBaHUsA, CcepTUdUKaTbl UKW 3aKIOUYEHUs,
COCTaBJIEHHbIE MO pe3ynbTaTaM ayauTta (Npu Hanuunn).
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117. Ot4yeT p[oMKeH coaepxaTb MNoOATBEpXAEeHMEe Toro, 4To Bbl6op pedepeHTHOro
NeKapCTBEHHOro npenapaTta COOTBETCTBYeT TpeboBaHuaAM noapasgena 2 pasaena III HacToswmx
Mpasun. B uvacTtHoCcTM, HeobxoAMMO YyKasaTb €ro TOpProeBoe HauMMeHoBaHue, [03MPOBKY,
NlekapCTBeHHY (OopMy, HOMEp cepun, NPOU3BOAUTENSA, CPOK FOAHOCTU WU CTpaHy, B KOTOpPOWN 6bin
npuobpeTteH pedepeHTHbIN NeKapCTBEHHbIM Npenapar.

118. B otyeTe HeobxoaAMMO yKa3aTb HaMMeHOBaHWe, COCTaB, pa3Mep M HOMep cepuu, AaTy
Nnpou3BOACTBa W, NO BO3MOXHOCTW, AATy UCTEYEHUS CpoKa FOAHOCTU UCCeayeMoro SieKapCTBEHHOro
npenapara.

CepTudukatbl aHanusa wccreayemMoro wu pedepeHTHOro JIeKapCTBEHHbLIX MpenapaTos,
NCMNOJIb30BaHHbIX B UCC/IEA0BAHUM, NPUKIAAbIBAOTCA K OTUYETY B BUAE MPUITOXKEHUS.

119. CeegeHus O KOHUeHTpauusax, dapMakoKMHETUYECKMX MapaMeTpax U pesynbTaTtax
CTAaTUCTMYECKOro aHanmsa HeobxoauMmo npeacTaBuTb B 06beMe, NpeAyCMOTPEeHHOM noApa3aenioM
"MNpeacrtaBneHne paaHHbIX" noapasgena 9 pasgena III Hactoswmx [Mpasun. CokpalleHue
dapMaKoKMHETMYECKMX MapaMeTpoB YKa3blBAETCSA B COOTBETCTBMM C nNpunoxeHnem N 8.

2. MNMpouune TpeboBaHUA K NpeacTaB/IEHNIO
pe3ynbTaToB UccnenoBaHnst 6M03KBMBANEHTHOCTM B COCTaBe
PEerncTpaumoHHOro A4ocbe

120. 3aaBuTenb [O/MKEH NpeacTaBuUTb  MNOAMUMCAHHBING MM odUUMANbHBLIA  OOKYMEHT,
NOATBEPXAAWLWMNIA, UYTO KOSIMYECTBEHHbIN COCTaB M TEXHONOrMS MNPOU3BOACTBA M3YYEHHOro B
nccnenoBaHMM 6MO3KBMBANEHTHOCTU JleKapCTBEHHOro npernapata M JieKapCTBEHHOro rnpenapara,
NOAAHHOIO Ha perncTpauuvio, He OoTaM4yarTcs. HeobxoamMMo MPUAOXKWUTbL CpaBHUTEsNbHble Npoduan
pacTBopeHus (B COOTBETCTBMU C pa3sgenom IV HacTtoswmx Mpasun n npunoxeHunem N 7).

OTuyeT 0 BanuaaumMm 6MO0aAHANUTMYECKOTrO METoAa M aHaNUTUYECKWMI OTYeT, MOArOTOBJIEHHbLIV B
COOTBETCTBMM C TpeboBaHussMM npunoxeHns N 6, Heob6XxoAMMO BK/IOYMTL B MoAy/b 5
PErMcTpauMoOHHOro A0Cbe JIeEKapCTBEHHOro npenaparTa.

121. o 3anpocy Heo6x0AMMO NpeAcCTaBUTb JAaHHble (HanpuMmep, B BWAE 3NEKTPOHHOMO
TEeKCToBOro danna C AaHHbIMU, pa3deneHHbIMM 3anaTbiIMM UM Npobenamu, unn daina B dopmaTte
Excel, nnm B MHOM dopmaTe Mo COrlacoBaHMIO C YMOJHOMOYEHHbIM OPraHoM), AOCTaTOYHble ANs
BOCNpousBeaeHnst GapMaKOKMHETUYECKOTO U CTaTUCTUUYECKOro aHanmn3a, BKA4Yash AaHHble O BPEMEHMU
oTbopa o06pas3uoB, KOHUEHTpaLMM JleKapCTBEHHOrO npenapaTta, 3HauyeHusAX (apMakKOKMHETUYECKUX
napaMeTpoB KaXaoro cybbekTa B KaxxA0M Nepuoae U CXxeMe paHAoMU3aLnM.

VI. O6beM nccnegoBaHuii Npn BHECEHUN U3MEHEHUI
B pernmcrpaumoHHoe Aocbe

122. Mpn n3MeHeHUn paHee oa0b6peHHOro coctaBa MAM TEXHONOMMWM MNPOM3BOACTBA, KOTOpble
MOryT MOBAMATb Ha BUMOAOCTYMNHOCTb, NPOBOAATCA UCcNefoBaHNA BMO3KBMBANEHTHOCTU in Vvivo, ecnu
He npeacTaB/ieHO UHbIX 060CHOBaHMI. Bcakoe npeacraBneHHoe 060CHOBaHME AO/KHO OCHOBbIBATLCS
Ha o6LWKMX NpUHUMNAXxX, B YaCTHOCTU, YKa3aHHbIX B NpuaoxeHnn N 4 K HacTtosawmm MNpasunam, uam npu
yCTaHoBsieHnu npuemnemon (ypoBHs A) in vitro - in vivo koppensaunu (IVIVC).

Ecnn 6M0o40CTYNMHOCTb U3MEHEHHOr0 SIeKapCTBEHHOIO NpenapaTa paHee M3ydeHa U yCcTaHoB/IEHA
npuemnemas (ypoBHS A) koppensuums mexay dapMaKOKMHETUYECKMMM NapaMeTpaMm in Vvivo u
KUHETUKOMN pacTBOpeHUs in vitro, nNpu CONOCTaBMMOCTM Npodunsa pacTBOpeHus in vitro mexay
M3MEHEHHbIM JIEKAPCTBEHHbIM MpenapaTtoM M paHee OAOOpPEHHbIM B TEX XE& YCNOBUSX WCMbITaHUS,
KOTOpble MCMNO/Ab30BalUCb ANS YCTAHOBMEHUS Koppenauuu, uccnegoBaHne OWO3KBUBANEHTHOCTU
npoBoAnTb He TpebyeTca (B COOTBETCTBUK C nNpunoxeHmnem N 5).

123. Mpu BHECEHUM W3MEHEHWN B PErUCTPALMOHHbIE [AOCbE JIEKAPCTBEHHbIX MpenapaTos,
KOTOpble He SABASAKTCS BOCMPOU3BEAEHHBLIMW  JIEKAPCTBEHHbIMKM  npenapaTaMu  (HanpuMmep,
OpUrnHanbHble, HOBble KOMBWHALMW, XOPOLWO W3YYEHHOE TMNPUMEHEHMEe), ANs NpoBeAeHUus
nccnenoBaHus 6MoakBMBaNeHTHOCTM M TCKP B kayecTBe pedepeHTHOro nekapcTBeHHOro npenapara
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CNYXWUT paHee oA06peHHbI NNIeKapCTBEHHbIN nMpenapaTt C MpeXHWM COCTaBOM, MECTOM NMPOU3BOACTBA,
ynakoBKOM M T.M.

124. MNpwn BHECEHMN U3MEHEHWUI B AOCbE BOCMPOU3BEAEHHOrO WM TMOPUAHOr0 NEKapCTBEHHOIO
npenapata Ans WUccneaoBaHMs OWMO3KBMBANEHTHOCTM B  KauyecTBe nMpernapata CpaBHEHUS
(koMnapaTopa, KOHTpPOSA) WCMOMb3YeTCad WMMEWLWAsaAcs Ha pblHKe cepusa  pedepeHTHOro
NlekapCTBEHHOro npenapata. Ecnu nekapcTBeHHbIN nMpenapaT OTCYTCTBYET Ha PblHKE, TO CpaBHEHUE
AOMyCcKaeTCs OCYLLEeCTBNSATb C paHee 0A0bpeHHbIM COCTaBOM (BOCMPOU3BEAEHHOr0 MM FMBPUAHOrO
JIeKapCTBEHHOIro npenapaTa) C NpeAcTaBNeHUEM COOTBETCTBYOLWErO 060cHOBaHUA. Mpu U3MEHEHUSX,
He Tpebylowmnx nccnenoBaHnss 6MO3KBMBANEHTHOCTHN, CNeayeT PyKOBOACTBOBATbLCS PEKOMEHAAUNAMU U
TpeboBaHUSMKN aKTOB, BXoAsWwMX B NpaBo Coto3a, B chepe obpalleHns ekapCTBEHHbIX CPEACTB.

MpunoxeHne N 1

K MpaBunam npoBeaeHNs NccnenoBaHun
6103KBMBANIEHTHOCTU JIEKAPCTBEHHbIX
npenapaTtoB B paMkax EBpasuiickoro
3KOHOMMYECKOro cok3a

OBLUIME TPEBOBAHUA
K MCCNEAOBAHNIO BUOSKBUBANNIEHTHOCTW PA3TNYHbBIX JIEKAPCTBEHHbIX
®OPM JIEKAPCTBEHHbIX MNMPEMAPATOB

I. O6wKre nonoxeHus

Ecnn wunccnegyembin nekapCTBEHHbIA MpenapaT COAEPXWUT APYryk COMb, CHAOXHbIM 3dup,
CTepeonsoMep UM UX CMeCb, APYroe KOMMAeKCHOe COeAMHEHWE WX NMPOM3BOAHOE AENCTBYHOLLEro
BelwecTBa MO CpaBHEHWUK C pedepeHTHbIM NeKapCTBeHHbIM MpenapaTtoM, TO 6WMO3KBUBANEHTHOCTb
Heo6xoAMMO MoATBEPAUTbL C MOMOLLbID MUCCneaoBaHUn 6UOIKBMBANEHTHOCTM in vivo. OgHako ecnu
AencTeylowee BeWeCcTBO WCCeAyeMoro JleKapCTBEHHOro rnpenapata WAEHTUYHO AENCTBYHOLEMY
BelWecTBY pedepeHTHOro fieKapCTBEHHOro npenapata (UWin coaepXuT COMU CO CXOXUMU CBOUCTBaMH,
yCTaHoBfieHHbIMM B 4actu III npunoxeHns N 4 K npaBunam nNpoBeAeHUs UCCneaoBaHUMN
6103KBMBANEHTHOCTN NNIEKAPCTBEHHbIX NMpenapaTtoB B pamMkax EBpasnickoro sKOHOMMYECKOro co3a,
yTBEpXAaeMbiM EBpPa3suMMCKO 3KOHOMMYECKOW KoMuccuer (ganee COOTBETCTBEHHO - TrpaBuia
nccnenoBaHmnsa bnoskemBaneHTHoCcTH, Coto3, KoMuccnsa)), To B HEKOTOPbLIX CydasaX, ONMMUCaHHbIX HUXe
n B npunoxeHmn N 4 k lpasunam npoBeaeHUs uccnenoBaHumii 6MOIKBUBANEHTHOCTM, NMpoOBeAeHMue
nccneaoBaHnMm 6MO3KBUBANEHTHOCTHM in Vivo He TpebyeTcs.

II. JlekapcTBeHHbIie HOPMbI AN NpUeMa BHYTPb C HEMEAJIEHHbIM
BbICBOOOXAEHNEM CUCTEMHOIO AENCTBUS

B oTcyTcTBMe ycnoBuii ans 6uoBeiBepa (B COOTBETCTBUWM C TpeboBaHMsMU nipunoxeHus N 4 k
MpaBunaM NpoBeAeHUs MUcCneaoBaHWin GUMOSKBUMBANEHTHOCTM) B OTHOLUEHWM TaKWUX JIEKAPCTBEHHbIX
dopM, kak TabneTku, Kancynbl W CycneH3um nAns npueMa BHYTPb Heob6xoAuMO NpPoOBOAUTH
nccnenoBaHus 6M03KBMBANEHTHOCTU. B OTHOWEHMM TabneTok, ANCMNEPrupyroLWNXCS B NOMNOCTU pTa, U
pacTBOPOB ANsi MpUeMa BHYTPb NPUMEHSIIOTCS crneunanbHble, onuMcaHHble Huxe TpeboBaHusS.

III. TabneTkn, Ancneprupyrowmecs B Noa0CTN pTa
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TabneTtkn, ancneprupyrowmecs B nonoctn prta (Aanee - TAM), npeaHasHayveHbl Ansa 6bICTporo
pactBopeHuns BO pTy. Ecnu pencreytlowlee BeLleCcTBO TakKXe pacTBOpPsSieTcs B CJOHE U CnocobHOo
BCaCbIBaTbCA 4epe3 CAM3NCTYy0 060/104YKY POTOBOM MONOCTU, TO BPEMSA MNpueMa JieKapCTBEHHOro
npenapata WM €ro KOHTaKTa CO CAM3UCTON O60N0YKOM SABMSAIOTCS BaXHbIMM dakTtopamu. [locne
npornatbiBaHMsa BbicBO6OAMBLUErOCA AelcTBylowero Bewectsa m3 TAM, NoKpbiTbiX 060/104KON, B
3aBMCMMOCTM OT COCTaBa JieKapCTBEHHOrO npenapaTta, BCacbiBaHWE TaKXe Mpoucxoaut U B
XKenyao4yHO-KMWEYHOM TpakTe. ECnM MOXHO nNOATBEpAUTb, 4YTO AEUCTBYHOLLEe BeLWeCcTBO He
BCaCbIBaeTCa U3 MOAOCTM pTa, a TpebyeT npornatbiBaHmsa aAns abcopbummn ns xenyaoydHO-KULWEYHOro
TpakTa, TO JleKapCTBEHHbIN MpenapaTt MOXeT yAOB/ETBOPSATb KpuTtepuam buoseriBepa Ha OCHOBaHWMU
bunodapmaueBTnyeckon cucrtembl knaccudukaumm (BKC) (B cooTtBeTtcTBUM C  TpeboBaHUSAMU
npunoxeHns N 4 k [lpaBunaMm npoBeaeHUs wccrienoBaHuin 6uoskeBmBaneHTHocTu). Ecnm  aTo
HEBO3MOXHO MNOATBEPAUTb, TO HeobxoAMMO NpPOBOAUTL UcCCNefoBaHWe 6WO3KBUBANIEHTHOCTU Y
yenoseka.

Ecnn TAMN aBnai0Tca AOMONHUTENbHOM (HOBOMN) NekapcTBeHHON dopMoir U (MIn) paclnupeHneM
JINHENKN [03MPOBOK A1 MHOrMO COoCTaBa JIeKapCTBEHHOro npenapata Ans npuveMa BHYTPb, TO
npoBoAsIT  TPEXNEpMOAHOE  UccriefoBaHMe C  Uefbld  OUEeHUTb  MpUMeHeHume  TabneTtok,
ANCneprupyrownxcs B Noa0OCTM pTa, NpyU 04HOBPEMEHHOM MpueMe C Boaon mnmn 6e3 Hee. OgHaKo ecnu
6noskBMBanNeHTHOCTb Mexay TAMN, npuHaToh 6e3 Boabl, W pedepeHTHbIM JIEKapCTBEHHbLIM
npenapaToM, 3anMTOro BOAOWN, MoKa3aHa B ABYXMNEPMOAHOM MCCenoBaHuMK, TO 6MOIKBUBANEHTHOCTb
TAMN, 3anMBaeMon BOAOM, CUMTaAETCa AOKA3aHHOWN.

Ecnu TAM no oTHoweHuto K pedepeHTHOMY NekapCTBEHHOMY rMpenapaTy, npeacTaBnsiolemMy
cobon TAlN, saBngeTcd BOCNPOU3BEAEHHBbIM WU TUBPUAHBIM JleKapCTBEHHbIM MpenapaTtoMm, npwu
NJ1aHWPOBAHUN NCCNEAOBAHUSA CneayeT NpUAEPXNBATLCS crefyrowmx TpeboBaHni:

a) ecnn pedepeHTHbIN NEKAPCTBEHHbLIN nMpenapaT AONYCTUMO KaK 3anuBaTb, TaK U HE 3anmnBaTthb
BOAOWM, TO nccnegoBaHne 6MO3KBUBANIEHTHOCTM AOIXKHO NMpoBoAMTbCSA 6€3 npueMa BoAbl, MOCKOMbKY
3T0 60oNnblue COOTBETCTBYET CNOCOOY NMPUMEHEHUS NEKAPCTBEHHOrO NpenapaTa B peasibHbIX YC/IOBUSX.
9710 0co6EeHHO BaXHO, eCnn AeMCTBYHOLLEe BELEeCTBO pPacTBOPSETCS M BCacCbiBaeTCs U3 MONOCTU pTa.
Ecnn 6uoskBMBaneHTHocTb 6e3 npuema BoAbl NOATBEpXAEeHa, TO 6OMO3KBMBANIEHTHOCTb C
OAHOBPEMEHHbIM MPUEMOM XUAKOCTU CYMTAETCHA AOKA3AHHON;

6) ecnu pedepeHTHbI NeKapCcTBEHHbIN npenapaT aMbo 3anmneatoT, NMHB0 He 3anmnBaloT BOAON, TO
nccnenosaHme 6M03KBMBANEHTHOCTU MPOBOAUTCSA B COOTBETCTBYIOLWMX YCIOBUAX (CO CTaHAAPTHbIM
ABYXNEPNOAHbIM NepeKpecTHbIM AN3AaAHOM);

B) ecnu pedepeHTHbIM NeKapCTBEHHbIA npenapaT NMbo 3anmBatoT, NMBO He 3anuBaloT BOAOKH, a
nccnegyeMblii NeKapcTBeHHbIM NpenapaTt npeaHasHadeH ans obomx cnocobos npueMa, TO CpaBHEHME
npoBOAAT, 3anuMBas M He 3anuBas WCCAeAyeMblll NeKapCTBEHHbIM npenapat BOAOW, NpU 3TOM
NeKapCcTBeHHbI NpenapaT nMpUMEHseTcs B  COOTBETCTBMM C  PEeKOMeHAOBaHHbIM  CrnocoboMm
(TpexnepuogHoe nccnegosaHue B 3 rpynnax B 6 nocnefoBaTesibHOCTAX).

B uccnenoBaHusix no msydenuto TAM, ecnu nocnegHss He 3anvBaeTcs BOAOW, peKoMeHayeTcs
HernocpeACTBEHHO nepes MNPUEMOM JleKapCTBEHHOro npenapaTta CMOYUTb CAMBUCTYIO 060M104KYy
nonoctn pta 20 mMn Boabl. MpMeEM XMAKOCTM B TedyeHMe 1 yaca nocfe npueMa JieKapCTBEHHOro
npenapaTa 3anpeLleH.

NccnepoBaHne 6MO3KBUBANIEHTHOCTU B OTHOLWIEHUW MAEHOK, ANCNEPrMPYOWNXCS B NOJOCTM pTa,
NJEHOK MNM 3alleydyHbiXx TabneTok, TabneTok NoabaA3bIYHbIX U TabneTok XeBaTeNbHbIX MPOBOAUTCS MO
aHanorumn ¢ TAMN. WccnepoBaHme 6MO3KBMBANIEHTHOCTM HEObBXOAMMO MPOBOAUTH B COOTBETCTBUU C
peKkoMeHAyeMbIM cnocoboM NpUMeHEeHUs NCCNeayeMOoro nNekapCcTBeHHOro npenapara.

IV. PactBopbl onsa rnpvema BHYTPb

Ecnn wnccneayembin nekapCTBEHHbIM Mpenapat npeactasnsieT coboil BOAHbIM pacTBOp AS
npyeMa BHYTPb W COAEPXUT Ty XK€ KOHUEHTpauukw AeUCTBYlOWero BelwecTBa, 4TO0 W
3aperncTpupoBaHHbIN pacTBoOp, TO NMpoBeaeHWe uccnenoBaHuMin 6MO3KBMBANEHTHOCTM He TpebyeTtcs.
OpHako ecnun BCcnoMoraTesibHble BelecTBa CnoCcobHbl MOBAUATbL HA MOTOPUKY XeNyAOYHO-KULLIEYHOro
TpakTa (Hanpumep, copbuTon, MaHHUTON WU T.4.), abcopbuuio (HanpuMep, NMOBEPXHOCTHO AKTUBHbIE
BelecTBa WM COEAMHEHUs, BausilowMe Ha 6enku-nepeHoCUYnKn), npouecc pacTBOPEHUS W
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BCacbiBaHMsa (HanpuMep, COpacTBOpUTENN) UNM CTabuNbHOCTb AENCTBYIOLLErO BELIECTBA in Vivo U
€CNN pasninumng Mexay CoAep)XaHueM BCnoMoraTeslbHbIX BellecTB AO0/KHbIM 06pa3oM He 060CHOBaHbI
NpOYMMM  AaHHbIMWM, TO MPOBOAUTCA uUCCnegoBaHWe 6MOIKBMBANEHTHOCTU. TpeboBaHusa K
BCMOMOraTesibHbIM BellecTBaM pacTBOPOB A/ MpMeMa BHYTPb aHasllorMyHbl ycnosusM 6uosensepa (C
yyeToMm  TpeboBaHMUM NPUIOXEHUS N 4 K lMpaBunam npoBeaeHns nccrnenoBaHuim
6103KBMBANIEHTHOCTH).

Ecnu 6noskBMBaNEHTHOCTb MCCNEAYEMOIO JIEKapCTBEHHOMO Npenapara, SBNSWerocs pactBoOpom
AN npuemMa BHYTpb, AO/HKHA ObiTb MOATBEPXAEHA MO OTHOLIEHWUK K APYroMy JeKapCTBEHHOMY
npenapaty C HeMensieHHbIM BbICBOOOXAEHWEM, TO HeOobXoAMMO NpPOBECTU UCCNeAOBaHUE
6103KBUBAJIEHTHOCTH.

V. KoM6buHMpOBaHHbIE IeKAapCTBEHHbIE NpenapaThl

TpeboBaHMA NO MNPOBEAEHUIO WUCCNeAOBaHUS nMpeacTaBieHbl B AoKyMeHTe Coko3a no
KIIMHUYECKON pa3paboTke KOMOUMHMPOBAHHbLIX JIEKAPCTBEHHbIX MpenapaTtoB. YcioBus buoBenBepa B
OTHOLUEHMN KOMBMHMPOBAHHbLIX JIEKAPCTBEHHbLIX MpenapaToB U310XKeHbl B YacTtn V npunoxeHus N 4 K
MpaBmMnam npoBeAeHUs nccneaoBaHUn 6MOSKBUBANIEHTHOCTM.

VI. JlekapcTBeHHble HOPMbl C HEMEAIEHHbIM BbICBO60XAEHMEM
CUCTEMHOrO AENCTBUSA, HE NpeHa3HavyeHHble AN NpMeMa BHYTPb

HacToswmnin pasgen, B 4aCTHOCTM, KacaeTCs peKTasibHbIX eKapCTBeHHbIX (opM. B OTHOLWEHMHK
HUX, KaK MpaBui0, NPOBOASTCA UCCneaoBaHUsa 6MO03KBUBANEHTHOCTU. Ecnu nekapcTBeHHbI npenapatT
npeacrasnsieT cobon pacTBop, KOTOPbIN COAEPXKUT AENCTBYIOLLEE BELWECTBO B TOM XXe KOHLUEHTpaLumu,
UTO U 3apPEerncTpupoBaHHbLIA JIEKAPCTBEHHbIA MpenapaT C TEM XE Ka4yeCTBEHHbIM W CXOXWUM
KOJIMYECTBEHHbIM COAep>XaHMeM BCNOMOraTesibHbIX BeLecTs, BO3MOXeH 6uosensep (Mpu 3TOM MOryT
NpUMeHATbCS TpeboBaHUs, aHaNOrMuHble A1 pacTBOPOB A/ NMpueMa BHYTPb).

lMonoXeHna gaHHOro nojpaszesia He OTHOCATCHA K JIeKapCTBEHHbIM npenapaTtam ans MHransauumn,
NMPUMEHAEMbIX ANd Ne4YeHUA 6pOHXVIaJ'IbHOl7I dCTMbl U XpOHNYECKNE 06CTDYKTMBHbIe 6onesHun nerkux, a
TaKXe K rOpMOHa/ibHbIM CpeAaM Ana Ha3a/ibHOro nNpUMMeEHEHUA.

VII. PacTBOpbl 4519 NapeHTepasbHOro BBeLeHns

Ecnu nccneayembiii nekapcTBEHHbIV NpenapaT SIBNSIETCS BOAHbIM PacTBOPOM ANt BHYTPUBEHHOIO
BBEAEHUS N COAEPXUT TO e AENCTBYIOLEe BELLECTBO, YTO M 3apermcTpMpOBaHHbI NeKapCTBEHHbIN
npenapar, TO NpoBeAeHne nccneaoBaHns 6MO3KBMBANEHTHOCTU, Kak NpaBuio, He TpebyeTtcs. OgHaKo
€CNM 04HO M3 BCMoMoraTesibHbIX BELWECTB CNOCO6HO B3aMMOAENCTBOBATb C AENCTBYOLWMM BELLECTBOM
(HanpumMep, ¢ obpa3oBaHWEM KOMMEKCOB) wnu ApyruM obpas3oM BMSATb Ha €ro pacnpenefieHue,
mMeTabonnsM un BbiBeAeHWe, TpebyeTcs npoBeaeHMe UccnefoBaHUs 6MO3KBUBANEHTHOCTU. Ero MoXxHO
nsbexaTb, €CIM CpaBHUBAEMble JIeKapCTBEHHble npenapaTbl coAep)XaT MNpPUMEPHO OAMHAKOBOEe
KOJIMYECTBO BCMOMOraTesibHbIX BELECTB M A0/IKHbIM 06pa30M A0Ka3aHO, YTO UMeLMECS pas3iMiums B
NX COAEPXaHUM He BNUAIOT Ha apMakOKUHETUKY AENCTBYIOLLErO BelLlecTBa.

Mpu Apyrnx napeHTepasnbHbIX MNYTAX BBEAEHWUS, HANpPUMEpP, BHYTPUMBILLEYHOM W MOAKOXHOM,
€CNIN nUccnenyembin NekapCTBEHHbIM MNpenapaTt MMeeT OAMHAKOBbLIM TuN pacTBoputens (Hanpumep,
BOAHas WM MacnsiHas cpeAa), COAEPXUT TO Xe AeNCTBYlLWee BELWEeCTBO B TOW Xe KOHUEHTpauuu u
Te >Xe& BCNoMoraTeslbHble BeWeCcTBa B CXOXMX KOJIMYECTBAxX, UYTO W 3aperncrpmMpoBaHHbIN
NIeKapCTBEHHbI NpenapaT, TO NpoBeAeHNE UccneaoBaHnin 6MO3KBUBANIEHTHOCTM He TpebyeTcs. Bonee
TOro, NpoBeAeHne nccneagoBaHns 6MO3KBMBANIEHTHOCTM BOAHbIX PacTBOPOB C NMPMMEPHO OAMHAKOBbLIM
coaep>XaHueM BCroMoraTesibHbIX BELLECTB He TpebyeTcs, ecnu rnociegHne He BAUSIOT Ha BA3KOCTb.

VIII. JIunocomasnbHble, MULENNAPHbIE U 3MYJ/IbCUOHHbIE
neKapcTBeHHble POpMbl ANS BHYTPUBEHHOINO BBEAEHUS
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1. JlIunocoMarnbHble fiekapCcTBeHHble HOPMbI

dapMaKoKMHEeTMYEeCKMe OCOBEHHOCTU NMMOCOManbHbIX MNpenapaTtoB  ANls  BHYTPMBEHHOro
BBeAeHMs TpebylT 0cCcobbix MNoaxoAoB MNoATBEPXAEHUS 6MO3KBMBANEHTHOCTM B COOTBETCTBUM C
npasom Coto3a.

2. DMynbCcun

SOMyNbCUM, KaK NpaBu/io, He nNoanexar npoueaype bmuosensepa.
OaHako npu cobnogeHnn HMXenepevYncneHHbiX YCNoBuii npoueaypa bnosensepa Bo3MOXHa:

a) nekapcTBeHHass dopMa He npegHasHayeHa ANsi KOHTPOJMPYEMOro BbicBO6oXaeHMs n (1nun)
KOHTPO/IMpYEMOro pacnpeaeneHmns (BEKTOPHOM AOCTaBKK);

6) cnocob6 ©n CKOpoCTb BBeAEeHWs cCoBMadalT C TaKOBbIMM AN1a 3aperncTtpupoBaHHOro
JIeKapCTBEHHOI0 npenapara.

B Takmx cnyyasix KayeCTBEHHbI M KOJIMYECTBEHHbIN COCTaB NIeKAapCTBEHHOro npenapaTta He
[OJDKEH OT/IMYaTbCs OT 3aperucTpupoBaHHOro; HeobxoAMMO npeacTaBuUTb OHBOCHOBAHHbIE AaHHbIE,
noATBEpPXAAloLWMe BbICOKYI CXO0XeCTb PM3MKO-XMMNUYECKMX CBOWCTB, BK/OYas (MpPaKLMOHHbIA COCTaB
ANCNEepCHOM nunuaHoh asbl M Apyrne 3HayMMble XapaKTEPUCTUKM 3MYJSIbCUMUM, B TOM 4ucne

NOBEPXHOCTHbIE CBOMCTBA (HanpuMep, Q’ -NOTEHLMaN U PeonormMyeckme CBoMNCTBa).

3. JlekapcTBeHHble NpenapaTbl IMNUAOB A1 BHYTPUBEHHOIO
napeHTepasibHOro NUTaHUS

Ecnu B OTHOLWEHUM 3TUX NeKapCTBEHHbIX NMpenapaTtoB npencTaBs/ieHbl 060CHOBaHHbIE AaHHbIE O
conoCtaBnMMoOCTH CI)VISVIKO-XMMVILIGCKVIX CBOWCTB, BO3MOXHa npoueanypa 6M03e17|Bepa. Pasnuumna B
COCTaBe MOryT 6bITb 060CHOBaHbI CBOMCTBAMM N MOKA3aHUAMMU K NMPUMEHEHUNIO TAKUX NEKAPCTBEHHbIX

dopm.
4. Muuennoobpasytowmre npenaparbl

MuuennspHble pacTBOpbl AN BHYTPUBEHHOrO BBEAEHUS MOFYyT pacCcMaTpuBaTbCs Kak
"KoMneKkcHble" pacTBOpbl, MO3TOMY OHM HE NoAnaaatoT noa 6moBenBep.

OaHako npu cobnogeHnm HMXenepevYncneHHblX yCnoBuii 6uoserBep BO3MOXEH:

a) Npu pa3BeAeHUMW NeKapCTBEHHOro npenapata B COOTBETCTBUMM C peKOMeHAauusMuM no ero
cnocoby npuMeHeHns npoucxoauT ObICTpbI pacnag Muuenn, a JiekapcTBeHHas dopma He
npeAHasHayeHa AN KOHTPOMPYEMOro BbICBOBOXAEHNA UM pacnpenenenmns;

6) cnoco6 n CKOpOCTb BBEAEHMS COBMAAalT C 3aperucTpMpoBaHHbIM JNIEKAPCTBEHHbIM
npenapaTomM;

B) BCMoOMoOraTesflbHble BeLIEeCTBa He BAMSAKOT Ha pacnpeaeneHne, MetabonmsMm M BbiBeAeHUE
OENCTBYIOLLEro BELLeCTBa.

B TakuMx cny4dasx KauyecTBEHHbI W  KOJIMYECTBEHHbIA COCTaB MWULENISPHOro pacTeopa
HEernoCcpeaACTBEHHO nMepes BBeAEHMEM He  [O/IKeH  OTAn4yatbCa  OT  3aperncTpupoBaHHOro
NlekapCTBEHHOro npenapaTa; HeobxoaMMO npeacTtaBuTb 0OOCHOBaHHbIE AaHHble, noATBepXAaakume
CXOXeCTb PU3NKO-XNMUYECKNX CBOWCTB. Hanpumep, KpuTnyeckas KOHLeHTpauus
MuuennoobpasoBaHMs, CNOCOOHOCTb JIEKApCTBEHHOMW ¢GopMbl K  comobunmusaumn (Hanpumep,
MakcuMmanbHasa pgobaBouHaa koHueHTpauma (Maximum Additive Concentration)), csobogHas w
CBsi3aHHas dpakuus AeACTBYHOLEro BewecTBa U pasMep Muuenn.

DTN npaBuia TakXe TMpPUMEeHUMbl MNpPU HE3HAUYUTENbHbIX M3MEHEHUSIX KadeCTBEHHOro WAun
KONnN4YeCTBEHHOIro CoCtaBa /1eKapCTBEHHOIo npenaparta, Npum ycnoBun TOro, 4YTo Takne UaMeHeHunsa He
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3aTparmBaroT KaueCTBEHHbIN UM KONTIMYECTBEHHbIN COCTaB NMOBEPXHOCTHO-aKTMBHbIX BELLECTB.

IX. lekapcTBeHHbIE HOPMbI C MOANDUNLNPOBAHHBLIM BbICBOOOXKAEHMNEM
CUCTEMHOIO AencTBuUS

1. lekapcTBeHHble HpopMbl C MOAUDULMPOBAHHBLIM BbICBO6OXAEHMNEM
ANa npuemMa BHYTPb WM TpaHCAEPMasibHOro NpUMeEHEeHuUs.

JlekapcTBeHHble dopMbl C MOANDUUMPOBAHHBLIM BbICBOBOXAEHNEM AN MPUEMA BHYTPb WK
TpaHCAEPMANbHOIrO MNPUMEHEeHUs TpebylT MpoBeAeHUs uccneaoBaHUin 6MO3KBMBANEHTHOCTM B
COOTBETCTBMM C akTamMu, BxoaawmmMmn B npaso Cotosa.

2. JlekapcTBeHHblE POPMbI C MOANDULIMPOBAHHBLIM BbICBOOOXKAEHMNEM
AN BHYTPUMbILLIEYHOIO N NOAKOXXHOIO BBEAEHUS.

Mpn noaTBEpXAEeHUM BUO3KBUBANEHTHOCTU B OTHOLIEHUM CYCMEH3UN UIN MHbIX IEKAPCTBEHHbIX
¢bopM, npegHasHauyeHHbIX ANsS MoaMdUKAUMKM BbICBOBOXAEHUS AENCTBYHOLWEro BellecTBa MpU ero
BHYTPUMbILEYHOM WX MOAKOXHOM BBEAEHWM, TNpPUMEHATCA TpeboBaHWs K MNOATBEPXKAEHMUIO
6MO03KBUBANEHTHOCTH BHECOCYANCTbIX NeKapCTBEHHbIX dbopm c MOANMDULMPOBAHHbIM
BblCBOGOXAEHNEM (Hanpumep, TpaHCAepMalbHbIX), COr/TacHO akTaM, BXoasiwmuMm B npaso Cotosa.

X. JlekapCcTBEHHbIe NMpenapaTbl MECTHOIO AENCTBUS, MPUMEHSIEMbIE
MECTHO MMM HapYXXHO

MNpaBuna no M3y4YeHU0 NEeKapCTBEHHbIX MpenapaTtoB MECTHOro AencTBus (Mpu nepopasibHoOM,
Ha3a/lbHOM, JIErOYHOM, INa3HOM, HAKOXHOM, peKTasibHOM, BarMHaibHOM U T.4. BBEAEHMUN), OTPAXEHbI
B ApYrUX aKkTax, cocTaBnswolwmx npaso Cotosa.

Ecnn nccnepyembllii nekapCTBeHHbIM npenapaT, npeacraBnswowmin cobon pacrtesop (Hanpumep,
Kanau rnasHble, crnpenl HasalbHbl (3@ WCKIKYEeHWEM T[OPMOHAasNbHbIX Ha3asibHbIX CrpeeB) Wan
pacTBOp ANS HapY>XHOro NpuUMEHEHWUs), He OT/INYAEeTCs Mo BuAYy Cpeabl pacTBopeHus (BogHas uau
MacnsiHas) W COAEPXWUT Ty e KOHUEHTpauumio TOro >Xe [AencTBYKLWero BewecTsa, 4TO U
3aperncTpupoBaHHbIN JleKapCTBEHHbIN npenapaT, TO NoATBEepPXAaTb 3KBUBANIEHTHOCTb MeXAy HUMWU He
TpebyeTcs. HeaHauuTeNbHbIE pa3nMung B COAEPXaHUM BCMOMOraTesbHbIX BELEeCTB AONYCTUMbI, €Cnu
3HauyMMble papMaLeBTUYECKNE CBONCTBA UCCNEAYeMOro U pedepeHTHOro f1eKapCTBEHHOro npenapara
MAEHTUYHbI MM aHaNornyHbl. Jliobble KayeCTBEHHbIE UM KOSIMYECTBEHHbIE Pa3/INynS B COAEPXKAHUN
BCOMOraTefnbHbIX BewecTs TpebylT 060CHOBaHMSA C MNO3ULUMA UX BAUSAHUSA Ha TepaneBTUYECKYH
5KBMBANEHTHOCTb. [MpM OTCYTCTBMM OCHOBaHWUI Crnocob n nyTu BBeAeHUS AOJIKHbl COOTBETCTBOBAaTb
3aperncTpupoBaHHOMY NeKapCTBEHHOMY Mpenapary.

Ecnn nocne MeCTHOro NMpUMEHEHUs JIeKapCTBEHHbIX MpenapaToB AJ/19 MECTHOro NpUMEHEHUs B
cuny cuctemHon abcopbumm BO3HMKAET PUCK CUCTEMHbIX HeXenaTenbHbIX peakuuin, Heobxoammo
U3MepuUTb CUCTEMHYIK 3Kcnosmumio. HeobxoanMMo noATBepAUTb, UTO CUCTEMHAs 3KCNO3MLKUS
nccnefyeMoro JsIeKapCTBEHHOrO rpenapaTta He rMpeBbllaeT TaKOBYH JIeKapCTBEHHOro rnpenaparta
CpaBHEHUs, T.e. BepxHAs rpaHuua 90% p[oOBEepUTENbHONO WHTEpBana He [O0/MKHA npeBblwaTb
BEPXHIOIO rpaHuuy rnpuemMneMmoctn 6uoskemeaneHTHocTH (125,00%).

Hu oAMH W3 nekapcTBEHHbIX NpenapaToB MECTHOro AEWCTBUSA, MNPUMEHSIEMbIX MECTHO WU
HapYXXHO, HEe/Nb3a paccMaTpMBaTb B KAUecTBe BOCMPOU3BENEHHOrO JIeEKApCTBEHHOrO npenaparta,
NMOCKO/IbKY OHWM NoANaAatoT Nnoj onpeaeneHne rmbpunaHoro nekapcTBEHHOro npenapara.

XI. Masbl
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Ecnu  nekapcTBeHHbI  npenapat SABASETCA  rasoM AN MHransuuii,  UccnenoBaHus
61M03KBNBANEHTHOCTU He TpebyloTcs.

MpunoxeHue N 2

K NMpaBunam npoBeaeHns nccnenoBaHnm
6103KBMBANIEHTHOCTU SIeKapCTBEHHbIX
npenapaTtoB B paMkax EBpasuiickoro
3KOHOMMYECKOro cok3a

TPEBOBAHWNA
K ®APMAKOANHAMUNYECKNM NCCJTIEAOBAHUAM B PAMKAX
N3YHEHNA BUOSKBUNBANEHTHOCTWU

1. ®apmakoaMHaMUUYECKME WCCNeAOBaHMs Yy 340pPOBbIX A06POBOMbLEB MAM MNALMEHTOB MOryT
ObITb  MCNOMb30BaHbl ANS  YCTAHOBJIEHUSI 3SKBUBANEHTHOCTM MeXAy [ABYMS JieKapCTBEHHbIMU
npenapatamMm B Cciydyae, ecnn dapMakKOKMHETMYECKMM NoaAXo4 He npuMeHuM. WccnepoBaHue
dapMakoANHAMUYECKON  3KBMBANIEHTHOCTM  MOXET  MNOHaaobuTbCsl, KOrga  KONIMYECTBEHHOE
onpeaeneHne coaepXXaHus AeNCTByloWeEero Bewectsa n (Mnn) MeTabonntoB B Njla3Me WM MOYE He
MOXeT ObiTb MpPOBEAEHO C AO0CTAaTOYHOM YYBCTBUTE/NIbHOCTbID W MNPELUM3MOHHOCTbIO. Kpome TOro,
dhapMmakoanHaAMUYeCcKMe NccneaoBaHmMs dKBMBANEHTHOCTU Y YenoBeka HeobxoauMmbl, ecnm naMmepeHue
KOHLUEHTpaUnn AENCTBYIOLWEro BEWECTBa HE MOXET ObiTb WCMOMb30BaHO B KauyecTBe CypporaTHbIX
KOHEYHbIX TOYeK A8 NoATBEPXAEeHUSA 3DPEKTUBHOCTU M 6€30MaCHOCTU KOHKPETHOro JIeKapCTBEHHOIO
npenapaTta, HanpuMep, ANa NeKapCTBEHHOrO npenapara, OKa3biBalLWero MectHoe aencrene. Bmecrte
C TeM nccnenoBaHMss MECTHOM AOCTYMHOCTU, OCHOBaHHbIE HA apMaKOKUHETUUYECKNX UCCNeaoBaHUSX,
npoBeAeHHbIE OTAENbHO NNMb60 COBMECTHO C UWCCNeaoBaHUAMM pacTBOpeHusa in  vitro, moryTt
paccMaTpMBaTbCSA B KaUeCTBE CYpporaTHbIX KOHEYHbIX TOYEK A/ NOATBEPXAEHUS SKBUBANEHTHOCTU C
TOYKM 3peHus ObuodapMaueBTUYECKOro KadyecTBa W BbiCcBObOXAEHMS B MeCcTe AencTema  Aans
HEKOTOPbIX JIEKAPCTBEHHbLIX MpenapaTtoB, OKa3biBalOWMX MecTHoe pencrteue. Kpome TOro,
nccnenoBaHns 6MOSKBMBANIEHTHOCTM TakKXXe HeobxoauMbl, 4TOBbl MOATBEPAUTb 3KBUBANIEHTHOCTb
cuctemHon akcnosnumm (AUC) nekapCTBeHHbIX NpenapaToB MNpu N3y4YeHUU CUCTEMHOM 6e30MacHOCTHU.

2. ®apMaKogMHUMMYECKNE UCCeA0oBaHMs He pPEeKOMEHAOBaHbl B OTHOLIEHUW JieKapCTBEHHbIX
npenapaToB, AEWCTBYHOLlee BEWeCTBO KOTOPbIX MPOHMKAeT B CUCTEMHbI KpOBOTOK. [pu 3TOM ang
OLEHKM CUCTEMHOM 3KCNO3UUMM U YCTaHOBNEHUS OGMO3KBMBANEHTHOCTM MOXHO WMCMNONb30BaThb
dhapMaKoKmnHeTnyecknin noaxon. 1o o6ycnoBNeHO TeEM, YTO apMakKoAMHAMUYECKNE N KIUHUYECKNE
KOHEYHble TOUKM XapaKTepu3yTcsa 6osiee HU3KOM YYBCTBUTEIbHOCTbLIO K BbISIBIEHUIO Pa3HULbl MeXAyY
NlekapCTBEHHbIMWU NMpenapaTtamMn B OTHOWEHUU nX 6uodapmaueBTUUYECKMX CBOMCTB, BbICBOBOXAEHNSA U
abcopbumnn. TlocKonbKy KpuBble 3aBUCUMMOCTM "go3a - adhdekT" ana dapMakogmHaMUUYecKnx u
KJIMHNYECKUX KOHEYHbIX Todek 0b6blyHO 6osiee monorme, YeM COOTBETCTBYHOLWME KPUBbLIE 3aBUCUMOCTM
(apMaKOKMHETMYECKMX MapaMeTpoB OT A03bl, HEO6X0AMMO AOKa3aTb AOCTAaTOYHYK aHaNUTUYECKYHO
YyBCTBUTENbHOCTb WCCNEeAOBaHMS, TO €CTb CMOCOBHOCTb pasnnyaTbh peakuuto, MNOJSyYEHHYK Mnpwu
NPUMEHEHUN pa3HbIX 403. BaXHO NpoOBOAUTbL CpaBHEHUS B A03aX, Bbi3biBalOWMX Hamnbonee 3Ha4YMMYLO
peakumio, Ass onpenesieHnst KoTopbiX MOXeT noTpeboBaTbCsa NpoBeAeHUE MUIOTHONO0 UCCea0BaHms.
dapmakogmMHaMum4yeckme nokasarenu nmeroT Bceraa 6onbwyto BapnabenbHOCTb, yem
dapMakokmMHeTMyeckme  AaHHble. ®dapMakoAMHaAMMYeCcKMe  nokasaTesM  4acTo  MoABepXKeHbl
3HaunTENbHOMY BAMSHUIO adpdekTa nnauebo, KOTopbin Aob6aBNAeTCS K BapnabesnbHOCTU U CIIOXHOMY
AV3anHy nccnepnosBaHus. B pesynbTate MoxeT noTpeboBatbcs Habop 60nbWOro Ymncna naymMeHToB A4
OOCTMXEHUS AOCTATOYHOM CTaTUCTUYECKOWM MOLLHOCTU. B cpaBHUTenbHble dapMakoanHamMnyeckune
nccneaoBaHusa cneayeTt BKAOYaTh rpynny nnauebo (TpeTbsa rpynna).
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3. Mpwu nnaHMpoBaHWW, NPOBEAEHUN U OLEHKe pe3yNbTaTOB MWCC/eA0BaHWUS  AOJIXKHbI
cobntoaaTtbes crneaytowme TpeboBaHuUs:

a) u3MepseMas peakuus AOHKHa npeactaBnate cobon  dapmakonorundeckut  addekxT,
XapakTepusyouwmnin adbdeKTUBHOCTb U (Mn) 6e30nNacHOCTb IEKAPCTBEHHOrO nNpenapaTta;

6) MeToamka oueHkn dapMmakonormyeckoro addekta Ao/MKHA ObiTb BannMAMpOBaHa C TOUKMU
3peHunst NpaBUIbHOCTU, NPELUN3NOHHOCTN, BOCMPON3BOANMOCTU N CneundUYHOCTH;

B) WCCreayeMblil JieKapCTBEHHbIN npenapat U pedepeHTHbIN JIeKapCTBEHHbLIN MpenapaTt He
AOJ/DKHbI BbI3blBaTb MaKCMMalbHYK peakuuito B Xo4e WCCNefoBaHMSA, MOCKONbKY MOXeT OKa3aTbCs
HEBO3MOXHbIM BbISIBUTb pasnMuna Mexay AEeNCTBYHOLWWMMM BelecTBaMu, MPUMEHSIEMbIMWM B [03aX,
KOTOpble BbI3bIBAOT 3PdeKkTbl, 6n3KMe K MakCUMasbHbIM WX MakCUMasbHble, NPpU 3TOM U3y4deHue
3aBMCMMOCTU "Ao3a - adpdeKkT" MOXET 6bITb HEOOX0AMMOM YACTblO TaKOro UccienoBaHus;

r) peakumsi AOJ/HKHA M3MEpPSTbCS KOMMYECTBEHHO, MPeanoYTUTEIbHO ABOMHbLIM C/lienbiM METOA4O0M
N pe3ynbTaTbl AO/KHbl PErMCTPUPOBATLCSA C MOMOLLbI noaxoasiwero o6opyaAoBaHUS, NO3BONSOLWENO
BOCMpPOU3BOANTb W PErncTpupoBaTb pe3ysbTaTbl MOBTOPSOLWMXCA WU3MEPEHUM, 4TOObl 0obecneuunTb
dukcaunto (AOKyMeHTUpoBaHue) dapMakoaMHaMMUYecknx 3 @eKToB, KOTOpPblE 3aMEHAIOT U3MEpPEHUS
KOHUEHTpaumMu B niasme. Ecnm Takne mMaMepeHns HEBO3MOXHbI, MOXHO MPOBECTU pPEerncTpauuvio no
BaMANPOBAHHbLIM OLIEHOYHbIM LWKanaMm. Ecin gaHHble orpaHMYeHbl Ka4yecCcTBEHHbIMM MoKasaTensiMu
(kaTeropmanbHbIMN AaHHbIMK), TpebyeTca BbINOJIHEHME CNELNanbHOro CTaTUCTUYECKOro aHanmsa;

A) CybbeKTbl, HE pearupyrowme Ha SieKapCTBEHHbIM npenapaT, AO0/IKHbI ObiTb MCKNOUYEHbI M3
nccnefoBaHMs nocne npeaBapuTeNlbHONO0 CKPUHWMHIA, UM B MNPOTOKONE AO0/KHbl 6biTb YKa3aHbl
KpUTEPUU, MO KOTOPbIM MAEHTUPULMPYIOTCS pearnpyrome u Hepearmpyrowme cybbeKkThbl;

E) B AM3aMHe nccnenoBaHUs AOSIKHbI ObITb YYTEHbI NeXallada B OCHOBE MnaTtojsiormnd m aHaMHes
60ne3Hu un npmuBeaeHa MHCbOpMaLI,VIFl O BOCNpon3sBoaAMMOCTU UCXOAHbIX YCHOBMM;

X) cneayeT WCNOMb30BaTb MepPeKpPecTHbI AM3aliH, OAHAKO, €CNM OH He MpPUrogeH, MOXHO
MCNonb30BaTb NapannenbHbin Au3ariH. OTMbIBOYHbLIM Mepuos Mexay nepuojaMmum MNpUMEHeEHUs
npenapata AO/KEH COoCTaBnsATb He MeHee 5 nepuogoB  NOMYMCHE3HOBEHUS  OCTPOro
dapmakonormyeckoro addekTta. [MpoAOIKUTENBHOCTE WM3MEpPEeHUs OCTPOro @apMakosormyeckoro
acddekTa  [O/MKHA  COCTaBnsATb  He  MeHee 3 NepvoaoB  MOSYMCYE3HOBEHUS  OCTPOro
dapmakonornyeckoro acdpdekra.

4. [na BOCNpOW3BEAEHHOro JieKapCTBEHHOro npenapata M pedepeHTHOro JieKapCTBEHHOMO
npenapaTta NpuHUUNbl (GOPMUPOBAHUSA BbIOOPKK AO/XKHbI OCTaBaTbCA TakKMMU Xe, KaK OnMucaHo B
pasgene 3 u4actu III TlpaBun nposBeaeHuMs unccneaoBaHWMn 6MO3KBMBANEHTHOCTU NE€KapCTBEHHbIX
npenapatoB B paMkax EBpa3uiicKoro 3sKOHOMWYECKOro COto3a, YTBepxaaeMbiX EBpasunnckon
3KOHOMMYECKOI KOMUCCUEN.

5. B wuccnemoBaHusiX, B KOTOPbIX PErnucTpupyloT HenpepbiBHbIE MepeMEeHHble, WU3MEHEHue
WHTEHCMBHOCTW [ENCTBUS NeKapCTBEHHOro npenaparta, HabniogaemMoe B TeyeHMe HEKOTOpPOro
NpoMeXxyTka BpeMeHu, MOXeT ObiTb OnMcaHO TakmMm xe o06pa3oM, YTO M B WUCCNeAOBaHMW AN
N3MepeHns KOHLEeHTpauum AeNCTBYIOWEero BewecTtBa B naasMe. MOXHO BbIBECTM NapaMeTpbl,
onucbiBatowme naowaab nog kpmeon "adpdekT - Bpema" (AUEC), MakcMManbHYy peakuuio U Bpems,
Koraa nNpoMcxXoAuT 3Ta peakuus.

6. CpaBHeHMe BOCMPOW3BEAEHHOr0 NIEKAPCTBEHHOro npenapaTta W pedepeHTHOro npenapara
MOXET 6bITb BbIMO/IHEHO MYyTEM:

npoBeAeHNss aHanM3a [J030BOW 3aBUCUMMOCTM WAN OTHOCUTENIbHOW aKTMBHOCTWU, KoOTopas
onpeaenseTcs Kak OTHOLIEHWE aKTUBHOCTM UCC/IeAYEMOro JIeKapCTBEHHOro npernaparta K akTUBHOCTM
pedepeHTHOro 1eKapCTBEHHOrO Npenapara;

npoeefleHNa aHanusa 3aBuUcUMOCTM 3ddekTa, KOTOpbIM COCTOUT U3  MOATBEPXKAEHUS
5KBUBANEHTHOCTU (Kak MUHUMYM AN 2 ypoBHeRn 003) no papMakogMHaMUYeCKON KOHEUYHON TouKe.

MuUHMManbHbIM TpeboBaHMeEM AaAns N60ro M3  yKasaHHbIX CrocoboB SABNASETCA OLIEHKA
YYBCTBUTENbHOCTU. N5 OLEHKW YYBCTBUTENbHOCTU HEOBXOAMMO M3YUYUTb HE MeHee ABYX HEHYNEBbIX
YPOBHENM A03, Npy 3TOM Heo6X0AMMO MPOAEMOHCTPUPOBATL, YTO OAMH YPOBEHb MPEBOCXOAUT APYroOW.
B cBA3M C 3TUM Mnpu OTCYTCTBUM AO/MKHONO O060OCHOBaHMS HEO6XOAMMO M3yunTb 6onee oaHOW A03bl
060MX NekapcTBEHHbIX NpenapaTtoB. BaxHo, UTo6bl 6bIM N3y4YeHbl A03bl, PAaCNOJIOXKEHHbIE B BEPXHEN
yactm KkpuBoh "po3a - addekTt". [03bl, HAXOAALWMECH Ha HMXXHMX ydaCTKaxX KpPMUBOW, MOryT ObiTb
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HeybeauTeNnbHbIMM ANl MOATBEPXAEHWUS  SKBUBANIEHTHOCTW, TakK Kak  MOryT  sBASTbCS
cybTepaneBTMYeCckMMU. B paBHOW cTeneHM [03a, pPacrofioKeHHass Ha BEpLIMHE KPUBOW, MOXET
OKasblBaTb pPaBHO3HA4YHbIN 3 dEKT NO CpaBHEHUIO C Hosiee BbICOKMMU [03aMU, YTO TaKXKe He MOXeT
CNYXWUTb NOATBEPXKAEHUEM 3KBUBASIEHTHOCTMU.

HeobxoauMo npeactaBuTb pe3ynbTaTbl C UCNOMb30BaHMeEM obomx noaxonos. B oboux cnydasax
ans NOATBEPXAEHUS SKBWBANIEHTHOCTHU NoSTyYEeHHble AOBepUTeNbHbIE WHTepBanbl
dapMakoanHaAMUUECKNX MapaMeTpoB uccneayemMoro U pedepeHTHOro feKapcTBEeHHOro npenapaTta
OO/MKHbI 6bITb pacnofioXeHbl B npegenax BblbpaHHbIX FpaHUL 3KBUBANEHTHOCTU. [Na OTHOCUTEbHOM
aKTUBHOCTM Heobxoammo paccuutatb 90% posBepuTenbHble MHTEpBanbl (Kak M B WCCIeAOBaHUAX
6M03KBMBANEHTHOCTN), B TO BpeMs Kak 95% poBepuTenbHble WHTEpBasibl pPacCYMTbIBAKOTCA ANs
aHanmsa 3aBucMMocTun addekTa.

[onycTuMbIA AManasoH, KOTOpblA MpUMeHsieTcs B (apMakKOKMHETUYECKMX MUCCeAoBaHUSX, B
[aHHOM c/nydae MoXeT O6biTb HenpuMeHuM. [ns o060Mx NOAXOA0B BbIOPAHHbIM  AMANA30H
3KBWBANIEHTHOCTWN JO/KEH BbiTb NPeaycMOTPeH M TwaTebHO 060CHOBaH B MPOTOKOJ/IE UCC/IeA0BaHMUS.

7. OT4yeT 0 NpoBeaeHUM hapMakoANHAMNYECKOro NCCnenoBaHNs SKBUBANIEHTHOCTU COCTaBNAETCS
B COOTBETCTBMM C TpeboBaHussMM npunoxeHma N 7 k T[lpaBunam npoBedeHUs wWccAenoBaHui
6103KBMBANIEHTHOCTN JIeKAapCTBEHHbIX MpernapaTtoB B paMkax EBpa3snMMCcKOro sKOHOMMYECKOrO COH3a,
YTBEPXAAEMbIX EBpasuinckon 3KOHOMMYECKOW KOMUCCHEN C y4YeToM ocobeHHocTeln
dhapMakognHaAMUYECKNX UCCnenoBaHN.

MpunoxeHne N 3

K MpaBunam npoBeaeHns NccnenoBaHun
6M03KBMBANIEHTHOCTU JIEKAPCTBEHHbIX
npenapaTtoB B paMkax EBpasuiickoro
3KOHOMMYECKOro cok3a

TPEBOBAHWA
K CPABHUTEJIbHbIM KJITMHNYECKNM NCCNEAOBAHNAM B PAMKAX
N3YHEHNA SKBUBAJIEHTHOCTU

1. Tpu HekoTopbiXx ob6cCTOSATENBCTBAX (HANpuMMep, ANs JIMNOCOMalibHbIX JIeKApPCTBEHHbIX
npenapaToB) KpuBble 3aBUCUMMOCTU "KOHLUEHTpauus B nnasMe - BpeMs" HENpUroAHbl ANsi OLEHKMU
3KBMBANIEHTHOCTM 2 NeKapCTBEHHbIX MNpenapaTtoB. HecMoTps Ha To, 4To dapMakKoAMHaAMUYecKue
nccnegoBaHmMs MOryT 6biTb MOAXOAALWMM MHCTPYMEHTOM AJ19 YCTAaHOBJIEHUSI SKBMBAJIEHTHOCTU, MHOrAA
yKasaHHble uccnegoBaHms He MoryT ObiTb  MCNONb30BaHbl M3-3a OTCYTCTBMS  3HAYUMbIX
dapMakoAMHAMUYECKUX MapaMeTpoB, KOTOPble MOryT 6biTb AOCTOBEPHO M3MepeHbl. B 3TOM cnyuae
O NOATBEPXAEHMS SKBMBANEHTHOCTM 2 NEeKapCTBEHHbIX MpenapaTtoB HeobxoanmMo npoBeneHue
KJIMHUYECKUX  uccnegoBaHuii.  lNpeanoytutenbHee  OUEHMBATb  3KBUBAJIEHTHOCTb, MpPOBOAS
dhapMaKoKMHETNYECKNE NCCNeaoBaHNa BMECTO KIIMHUYECKUX, TaK Kak nocnegHue obnagatoT MeHbLUEN
YYBCTBUTENBHOCTBIO M MOryT noTpeboBaTb BKAOYEHUS 3HAUYUTENBHOIO KOMMYECTBa Cyb6bEKTOB A
OOCTUXXEHUST AOCTAaTOYHOM CTaTUCTUYECKOM MOWHOCTM (HanpuMmep, ANs AOCTUXEHUS AOCTaTOYHOWM
CTAaTUCTUYECKOMA MOLHOCTMN, MNO3BOMSAIOWEN OOHApPYXUTb MOBLILEHME PpeakuMnu Ha WCCceayeMbin
NleKapCTBEHHbLIN nNpenapaTt No CcpaBHeHWUO ¢ nnauebo Ha 20%, TpebyeTtcs 8600 naumeHToB, a YTOOLI
NMPOAEMOHCTPUPOBATb CHUMXEHME pucka Ha 16%, Heobxoammo npuenedb 2600 naumeHTOB C
WH(apKTOM MMokapaa).

2. CpaBHuUTesNbHble KAWMHUYECKME UCCefoBaHUsi, OMNMCaHHble B HacToawmx TpeboBaHusax,
npoBoAATCA MO 2 OCHOBHbLIM AM3aWHaM: Au3alH KJWMHUYECKOW 3SKBUBANIEHTHOCTM UM AM3AaNH He
MeHblen 3hPeKTUBHOCTH.
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3. Ecnm uenblo KAMHUMYECKOro uccneaoBaHUs SBASIETCS MOATBEPXAEHUE  KIIMHUYECKOM
3KBUBANEHTHOCTU, AO/KHbI MPUMEHSIOTCS TE Xe CTaTUCTUYECKME NPUHLUNBI, YTO U ANS UCCnefoBaHms
6noskBMBaNeHTHOCTU. Mpn 3ToM ang dapMakoANMHAMUYECKUX U KITMHUYECKNX KOHEYHbIX TOYEK BMECTO
06bIYHO NMpUMeHsIEMbIX B (pbapMaKOKMHETUYECKUX uccnegoBaHusx 90% p[oBepuUTENbHbIX MHTEPBAOB
HeobxoanMo ucnonb3oBatb 95% paoBepuTeNnbHblE MHTEpPBanbl. YMCNO MaUMEHTOB, BKJIOYEHHbLIX B
KIMHUYECKoe wuccneposaHne, byaeTr 3aBuceTb OT BapuabenbHOCTM U3MEPSEMbIX MNapaMeTpoB U
AOMNYyCTUMOro pgmanasoHa wux konebaHumih n ob6blMHO HaMHoro 6onblie, 4em 3TO TpebyeTcs npwu
nccnenoBaHMM BMO3KBMBANTIEHTHOCTH.

B npoTokone uccrneaoBaHWii 3KBMBANIEHTHOCTU AOJ/IKHbI ObiTb YETKO OMpeAesneHbl cneayroume
NOJSIOXEHUS:

B Ka4eCTBE KOHTPOJ1bHbIX MapaMeTpoB BbI6MpafOT 3Ha4YnMMbl€ KITIMHNYECKNE KOHEYHbIE TOYKU, HA
OCHOBaHMMN KOTOPbIX MOryT 6bITb pacCcynTaHbl Ha4yasl0 NpoABNEHUA peEaKUMKN OpraHmM3Ma (ECJ'IM 3TO
noaneXxmtT M3aMeEpPEHNIO U KITMHNYECKH 3Ha‘-WIMO) n ee MHTEHCUBHOCTD,

pa3sMepbl TpaHUL NpPU3HAHUA 3SKBMBAJIEHTHOCTM CJleAyeT oOnpeaensTb Ha OCHOBE aHalu3a
CUTyauuu, NMpUHMMasi BO BHUMAHWE KOHKPETHbIE K/IMHUUYECKME YCJIOBUSA, HAMpuMep, eCTeCTBEHHOEe
TeueHne 3aboneBaHus, 3PHEKTUBHOCTb [OCTYMHbIX METOAOB JIEYEHUA W BbIGPAHHbIE WCKOMbIE
napameTpbl. B oTnnumMe oT uccnenoBaHuss 6MO3KBUBANEHTHOCTM (FAE MCNONb3yeTcs CTaHAapPTHbIN
AOMYCTUMbIA AManasoH) AOMNYCTUMbIM AManasoH B KJAMHUYECKMX WCMbITAHUSX HEe MOXET ObiTb
CTaHAApPTHbIM AN BCEX Trpynn JIEKAPCTBEHHbIX TMpenapaToB W oOnpeaensercs AN  Kaxaoro
TepaneBTUYECcKOoro knacca (M NokasaHusa K MpUMEHEHU0) B MHAMBUAYANIbHOM MOpsAAKe;

B HacTosulee BpeMs O6LENPUHATBIM  ANA  YKa3aHHbIX  KIUMHWUYECKUX  UCCNeaoBaHui
3KBMBAJIEHTHOCTU SIBNSIETCS MCMOJSIb30BaHME CTAaTUCTUUYECKUX METOAOB, OCHOBAHHbIX Ha OMpeaeseHnu
[OBeEpUTENbHbLIX WHTepBanoB. OCHOBHas 3adada 3ak/4vyaeTcs B ToM, u4Tobbl wWccneayembii
JNIEKApPCTBEHHbIMA MpenapaT He oTnuyancsa oT pedepeHTHoro 6osiee YEM Ha CTPOro 3aAaHHYHo
BE/TNUMNHY.

4. B ausaliHe Takux uccneaoBaHuii (N0 BO3MOXHOCTW) cneayeT MNpeaycMoTpeTb MpPUMEHEHUE
nnaue6o.

B HekoTOpbiX cny4dasx uUenecoobpa3HO BKUYUTb B (PUHANbHbIA CPaBHUTENbHLIA aHanus
KOHEeYHble TOYKM N0 OoLeHKe 6e30MacHOCTH.

5. TpeboBaHma K BOCNpPOM3BEAEHHOMY JleKapCTBEHHOMY npenapaty W pedepeHTHOMY
NlekapCTBEHHOMY npenapaTy AOJ/IKHbl COOTBETCTBOBATb YKa3aHHbIM B noapasgene 2 pasgena III
MNpaBun npoBeaeHUs UccnefoBaHUM GMOIKBMBANEHTHOCTU NEKApPCTBEHHbIX MNpenapaTtoB B paMKax
EBpa3niickoro aKOHOMMYECKOro Cot3a, yTBepxaaeMbix EBpa3niickon sKOHOMNUYECKON KOMUCCUEN.

MpunoxeHne N 4

K MpaBunam npoBeaeHns NCcneaoBaHui
OM03KBMBANIEHTHOCTU JIEKAPCTBEHHbIX
npenapaTtoB B paMkax EBpasuiickoro
3KOHOMMYECKOro co3a

TPEBOBAHWA
K BUOBEWBEPY, OCHOBAHHOMY HA BUO®APMALIEBTUYECKOW
CUNCTEME KJITACCUOUKALINN

I. O6bwme nonoxeHusa
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1. buroBerBep, OCHOBaHHbIN Ha 6uodapmaueBTnyeckon cucrteme knaccudbdukaumm (BKC),
HanpaB/lieH Ha YMEeHblUeHMEe KONMM4yecTBa MccneaoBaHWn 6MO3KBMBANEHTHOCTM in Vivo, TO eCTb OH
MOXET  CNYyXWTb  3aMeHoh  6MoaKBMBaANEHTHOCTM in  vivo. [lpoBeaeHnss  mnccnegoBaHUi
OMO03KBMBANIEHTHOCTN N ViVO MOXHO u3b6exaTb, €ClM 3KBUBAJIEHTHOCTb in VivO MOATBEpPXAAeTCs
060CHOBaAHHbLIMW AAaHHbIMMK, NOAYYEHHbLIMU in Vitro.

BuoBenBep, ocHoBaHHbIM Ha BKC, orpaHuyeH nekapCTBEHHbIMWM MpenapaTtamm And rnpuema
BHYTPb B TBEPAbIX JIEKAPCTBEHHbIX (POpMax CUCTEMHOIO AENCTBUS C HEMeANIEHHbIM BbICBOBOXAEHMEM,
coaepXxalWnMn BbICOKO pacTBOPUMbIE AENCTBYHOLIME BewlecTBa C npeackasyemon abcopbunen y
yesnioBeka, MNpwu YCI0BMW, 4YTO 3TM AENCTBYHOWME BelecTBa MMEKT LWUPOKUIA TeparneBTUYECKni
AnanasoH (c ydyetoMm TpeboBaHuin nogpasgena 11 pasgena III MNpasBun npoBeAeHMs MCCeaoBaHUN
6M03KBMBANEHTHOCTN NNEKApPCTBEHHbIX NMpenapaTtoB B pamMkax EBpasniickoro sKOHOMMYECKOro Cot3a,
yTBepxaaembix EBpa3sniickom 3KOHOMMYECKOW kKomuccumen). T[pu 3TOM OH HENpuMMEeHUM K
NOABA3bIYHBbIM,  3alleYHbIM  JIeKapCTBEHHbIM dopmam MW NeKapCTBEHHbIM dopmam C
MoAMMDUUMPOBAHHbBIM BbICBO6OXAEHMEM. B OTHOLWEHUM NeKapcTBEHHbIX (OpM, ANCNEPrUPYOLMXCA B
MONOCTW pTa, AaHHbIA NOAX0A MPUMEHUM, ECNN UCK/IKOYEHa abcopbumsa 13 nNosocTu prta.

2. buoBeliBep, ocHoBaHHbIW Ha BKC, npeaHa3HayeH ANsl yCTaHOBNEHUS BGMO3KBUBANIEHTHOCTU
MeXay onpeaesieHHbIMU UCCNeayeMbiMU U pedepeHTHbIMU TEKAPCTBEHHbIMU npenapataMu. MpuHUMNbI
KoHuenuun 6uoBelriBepa MOryT TMpPUMEHATbCS AN NOATBEPXAEHMS  BMO3KBMBANEHTHOCTM
BOCMNPOU3BEAEHHbIX JIEKAPCTBEHHbLIX MpenapaToB, pPacWMPeHUn OPUrMHANbHBIX JIEKApPCTBEHHbIX
npenapaToB, NPpU BHECEHUN WU3MEHEHUN B A0Cbe, TPEBYHLWMX YCTAaHOB/EHUS BGMO3KBUBANIEHTHOCTH,
AN YCTaHOBNEHUSA 6BUO3KBMBANIEHTHOCTU MEXAY JIEKAapCTBEHHbIMU NMpenapaTaMun, NpUMMEHSBLUMMUCS B
HayanbHbIX dasax KJAMHUYECKMX WUCCNeAOoBaHWM, a TakKXe JleKapCTBEHHbIMM MpenapaTtamu,
BbIBOAWMbBIMWU Ha PbIHOK.

II. O6bwme TpeboBaHms

3. buoBeriBep, ocHoBaHHbIN Ha BKC, NpUMeHWM K silekapCTBEHHOMY MnpenapaTy C HeMeAsIeHHbIM
BbICBOOOXAEHNEM MPU YCIIOBUM BbIMOSIHEHMS BCEX cneayrwmx TpeboBaHuin:

a) AEeNCTBYIOLLEE BELLECTBO XOPOLIO pacTBOPUMO M noaBepraeTcs noaHon abcopbumn (I knacc no
BKC) c yuyetom TpeboBaHuin pasaena III HacToswmx TpeboBaHuii;

6) c yuyeToM cneuunanbHbiXx TpeboBaHun (B COOTBETCTBMM C noapasgenom 1 pasgena IV
HacTosAWwnx TpeboBaHMMN) XapaKTEPUCTUKM PpacTBOpeHus in vitro nccnegyemoro u pedepeHTHOro
NekapCTBEHHbIX NpenapaToB onpenenstTcs Kak oveHb b6bicTpble (>85% B TeueHue 15 MUHYT) mam
6bicTpble (85% B TeyeHne 30 MUHYT);

B) KQYeCTBEHHbIA N KOMMUYECTBEHHbIA COCTaB BCMOMOraTes/ibHbIX BELLECTB, CMOCOOHLIX NOBAUATL
Ha OMO3KBMBANEHTHOCTb, OAMHAKOBbLIA. [lpy 3TOM, ULenecoobpasHO WCMNOJb30BaTb OAWMHAKOBbIE
BClOMOraTefnbHble BeWeCcTBa B COMOCTaBMMbIX KoaudectBax (B COOTBETCTBMM C TpeboBaHUSAMMU
noapasaena 3 pasaena IV HacToawmx TpeboBaHuit);

r) OTCYTCTBYIOT PWCKM, CBSA3AHHbIE C BEPOATHOCTbIO TMPUHATbL OWMOEOYHOE 3aK/IUYEHME O
BO3MOXHOCTM WCMONIb30BaHUs npoueaypbl 6uoBeliBepa, C Y4YeTOM BeSIMUMHbI TeparneBTUYECKOro
MHAEKCA W KIAMHUYECKMX MOKas3aHMM K TMPUMEHEHUI0 ANs [AeACTBYIOLWEro BeELWEecTBa B COCTaBe
JNIEKapCTBEHHOr0 npenaparTa.

4. buoBenBep, OCHOBaHHbIN Ha BKC, Takxe MpuMMEHMM K J1eKapCTBEHHOMY npenapaTty C
HeMeaANEeHHbIM BbICBOOOXAEHNEM MPU YCIOBUM BbINOJIHEHNS BCEX CNeayowmx TpeboBaHuii:

a) AEeNCTBYIOLWEE BELLECTBO XOPOLWO pacTBOPUMO M NOABEPraeTcsl orpaHn4yeHHomn abcopbumm (111
knacc no BKC) c yuetom TpeboBaHunin pasaena III HacTosWEro NpuaoXeHus);

6) c yuyeTom cneumanbHbiX TpeboBaHun (B COOTBETCTBUK C TpeboBaHnsaMU noapasaena 1 pasaena
IV HacToswmx TpeboBaHWIn) xapakKTepuCTUKM pacTBOPEHUs in vitro nccnegyemoro n pedepeHTHOro
NleKapCTBEHHbIX NpenapaToB OnpeaensanTcsa Kak oveHb bbicTpble (>85% B TeueHne 15 MUHYT);

B) KAQYeCTBEHHbIA N KONMYECTBEHHbIA COCTaB BCMNOMOraTesibHbIX BELLECTB, CMNOCOOHbLIX NOBAUATL
Ha 6MO3KBMBANEHTHOCTb, OAWHAKOBLIN. [lpn 3ToM, uenecoobpa3HO WCMONb30BaTb OAWHAKOBbLIE
BCiOMOraTefibHble BewecTBa B COMOCTaBMMbIX KojaudectBax (B COOTBETCTBUMM C TpeboBaHUSAMMU
noapasgena 3 pasgena IV HacTosawmx TpeboBaHui);
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r) OTCYTCTBYIOT PWUCKM, CBA3aHHbIE C BEPOSATHOCTbIO MPUHATb OLWMBOYHOE 3aKIHUEHME O
BO3MOXHOCTU WCMOMb30BaHMUS Mpoueaypbl 6voBeliBepa, C Y4YETOM BEIMUMHBLI TepaneBTUYECKOro
MHOEKCA W KIMHUYECKUX MOKA3aHWi K MpPUMEHEHW0 [ANnA AeWCTBYIOLLEro BellecTBa B COCTaBe
JIeKapCTBEHHOro npenapara.

5. Cnepyet 6onee KpUTUYHO MOAXOAUTb K OUEHKE BbIMOSIHEHUS YCIOBUIK (Hanpumep, MecTo
abcopbuunmn, BO3MOXHOCTL B3auMoAenUCTBUA ¢ benkamu-rnepeHocuymMkamu B Mecte abcopbumun, coctas
BCOMOraTefbHbIX BEWeCTB U TepaneBTUYecKne puckn) B OTHOLWEHNM NeKapCTBEeHHbIX npenapaTos III
knacca no bKC, yem k npenapatam I knacca no BKC. BO3MOXHOCTb permcrpaumm nekapcrtBeHHOro
npenapaTa, AencTByllee BewecTBo KoToporo npuHaanexut III knaccy no BKC, 6e3 nposeaeHus
nccnenoBaHnin 6MO3KBMBANEHTHOCTU in Vivo He06X0AMMO cOrfacoBaTb C DKCNEPTHbIM KOMUTETOM MO
NleKapCTBEHHbIM cpeacTBaM npu EBpasnMmncKom 3KOHOMUYECKOM KOMUCCUMN,

III. AencTBytolee BeLLeCcTBO

6. B uenax onucaHUs CBOMCTB AEWCTBYIOLWEro BewecTBa, noanagalrowero noa KOHUEenuuio
bunoBenBepa, AOCTATOYHO NUTEPATYPHbIX AAHHbIX O COEAMHEHUSX, UBNOXEHHbLIX B pedepupyemblix
(UMTUPYEMbIX) HaYUYHbIX U3AaHUAX U AOKYMEHTaAX YMNOJIHOMOYEHHbIX OpraHoB (opraHusauuii) B cdepe
obpalleHmnst NeKapCcTBEHHbIX CpeacTB.

7. Ecnun pencrteylowne BewecTBa Mccnenyemoro n pedepeHTHOro S1IeKapCTBEHHbIX MnpernapaTos
OAMHaKOBble, BO3MOXeH 6uoBenBep. buoBenBep TakXe BO3MOXEH, €CAM UCCNeayeMblin U
pedepeHTHbIN NleKapCTBEHHblIE MpenapaTbl CoAepXaT pasfiMyHble COoAuM  MNpu  YCNOBUKM  UX
npuHagnexHoctn K I knaccy no BKC (Bbicokasi paCTBOPUMOCTb M NosiHast abcopbumsa B COOTBETCTBMMU
c TpeboBaHuaMn nogpasgenos 1 un 2 pasgena III HacToawwmx TpebosaHuin). Ecnu uccnepnyembin
NleKapCTBEHHbIN NpenapaT COAEPXUT CNOXHble 3unpbl, CTEPEOM30MEPbI N NX CMEeCU, KOMMIEeKCbl nnu
Nnpon3BOAHbIE AENCTBYIOLLEr0 BewecTtBa pedepeHTHOro NeKapCTBEHHOro rnpenapaTta, 6uoBenBep
HEBO3MOXEH, NOCKOJIbKY pPa3nyms MOryT NpMBECTU K passiMyHOM 6M0A0CTYNHOCTU, HE BbISIBNSEMON C
NMOMOLLbO 3KCMEPUMEHTOB, UCMOJb3yeMbIX B KoHUenuumn 6noseresepa, ocCHoBaHHOro Ha BKC.

[encteyollee BewecTBO He A0/MKHO o06najatb Y3KUMM TepaneBTUYeCKUMM Anana3oHoM (B
cooTBeTcTBMM C TpeboBaHusaMM noapaspena 11 pasgena III lMpasBun npoBefeHUs UCCef0BaHUM
6103KBMBANEHTHOCTN NNEKAPCTBEHHbIX NMpenapaTtoB B pamMkax EBpasnickoro aKOHOMMUYECKOro co3a,
yTBEpXAaeMbix EBpasniickom SKOHOMMYECKON KOMUCCUEN).

1. PactBOpnMOCTb

8. Heob6x0aMMO yCTAaHOBUTb M MpoaHanu3mpoBaTb Npodunb pH-pacTBOPUMOCTU AENCTBYIOLLENO
BellecTBa. [lencTByloLlee BELECTBO MPU3HAETCS XOPOLWIO pacTBOPUMbIM, ecnu npu Ttemnepatype 37

+ 1 °C ero makcumanbHasa ogHOKpaTHasa Ao3a (ANA JIEKApCTBEHHOro Mpernapata C HEMEAJ/IEHHbIM
BbICBOOOXAEHMEM) MOSTHOCTLIO pacTBopsieTcs B 250 mn 6ydepHoro pacteopa B AvanasoHe pH oT 1 go
6,8. Anga sToro TpebyeTcs NpoBecTM uccnenoBaHME He MeHee 4yeM C 3 6ydepHbIMM pacTBoOpamMu C
pasnnMyHbiMKM pH, HaxoAsWKMMCSA B BbllleyKa3aHHOM AnanasoHe (npeanoyTtutensHo npu pH 1,2; 4,51
6,8) 1, no BO3MOXHOCTK, nNpu pKa, ecnn pKa HaxoauTca B yKasaHHOM amanasoHe pH. B uensx
OAHO3HAYHOro onpegeneHns KnacCUUKaUMOHHON MPUHALMEXHOCTU N0 pPacTBOPUMOCTU MOryT
NOHAA06UTLCS NOBTOPHLIE UCNBLITAHUSA NpU KaxaoM pH (Hanpumep, MeTo BCTPAXUBAHUSA MU ApYron
noaxoasawumn). pH pacrteopa cnegyet onpenensatb 40 U nocse gobaBneHns 4encTByloWero sewecTsa B

bydep.
2. BcacbiBaHume (npoHuKatowas cnocobHoOCTb)

9. MNpw 3aaBNEHNUMN Ha PErNCTPaLIMIO NeKapCTBEHHOro npenapata kak 6uoBenBep, OCHOBAHHbIN
Ha BKC, pekomeHayeTcs noATBEPAUTb MOHYIHO abcopbumio AencTBYlOWEro BelecTBa y Jyenoseka. C

5TONM Lenbio NoA MOSHbIM BCacbiBaHMEM MOHMMaOT abcopbumio = 85%. MonHoe BcacbiBaHMe 06bIYHO
06yCnoB/IEHO BbICOKOW MNpPOHUKAOWEN CNOCOOHOCTbIO AENCTBYIOLLErO BELIECTBA 4YEpe3 KULIEYHbIN
6apbep.
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10. Hannumne nonHoro BcacbiBaHUSA AOMKHO 6bITb 06OCHOBAHO MCCAEA0BaHUAMMU y yenoseka. B
KayecTtBe 060CHOBaHUA AONYCKaeTCA NCNo/1b30BaTb PE3Y/ibTAaThbl nccneaoBaHUmn:

abcontoTHOM 6MOAOCTYMHOCTH;
MaTepuanbHoro 6anaHca.

Mpn ncnonb3oBaHMM MeToAa MaTepumanbHOro 6anaHca Ans BblYMCNEHUS BCOCABLUENCS dpakunm
HEOOXOANMO YyAOCTOBEPUTBLCH, UYTO MeTabonuTbl, YUYTEHHbIE MPU pacyeTe BCOcCaBLUencs dpaKkuuu,
obpaszoBanucb nocne abcopbumn. B cBS3M C 3TUM nNpu  pacyeTe obwein paanoakTUBHOCTH,
SKCKPETMPYEMOM C MOYOI, HEO6XOANMO YyAOCTOBEPUTLCS, YTO B XETyAOYHOM MW KULWEYHOM COKEe He
npomsowsia YacTuyHas gerpagaums  wmnm  6umoTpaHchopMaums HEU3MEHEHHOro AeNCTBYHOLLEro
BeuwlectBa. Peakuun I da3bl (Hanpumep, okucneHme) wnn II da3bl (HanpuMmep, KoHbloraums)
MeTabonmaMa MOryT NpomncxoaumTb AUWb rocse abcopbuum (He B XKeNyaoudHOM WM KULLIEYHOM COKe).
TakuMm o06pa3oM, OCHOBbIBAsACb Ha AaHHbIX WUCCNefoBaHWMM MaTepuanbHoro 6anaHca, BcacbiBaHue
npu3HaeTca NofHbIM, ecnu obuwee coaepXXaHWe UCXOAHOro CoeAVMHEHMS B MOYe M ero MetabonuToB

(npoweawunx I un (unun) II dasbl MeTabonmsma) B Moue M Kasne cocTaBnseT = 85% OT NPUHATON A03bl.

11. KpoMe TOro, BbICOKO pacTBOpuMbIE AEACTBYHOLLME BewecTBa C HeNOMAHbIM BcacbiBaHneM (III
knacc no BKC) Takxe Moryt nognagatb noa 6uoseliBep, ecnu BbINOAHAOTCA onpeaesieHHble
TpeboBaHUs K COCTaBy JIEKAPCTBEHHOrO npenapaTta 1 Npoduio pacTtBopeHus in vitro (B COOTBETCTBUM
Cc nogpasaenom 3 pasgena IV HacToswmx TpebosaHuin). Npu oTHeCceHUN coeanMHeHmnit K I knaccy no
BKC un oTcyTcTBUM 0H60CHOBaHHbLIX AOKAa3aTenbCTB B MOJMb3Y MX MOSHOMO BCacbiBaHMSA K HUM Takxe
npeavsasnaTca  6onee  XecTtkne - TpeboBaHus (Hanpumep, npoBeaeHMe  UcCCneaoBaHUmn
6M03KBMBANIEHTHOCTH iN ViVO, MHbIX KJIMHUYECKUX UCCNeaoBaHumn).

12. OgHuM 13 ycnosBuii 6MO3KBUBANIEHTHOCTM MeEXAY BOAHLIMW pacTBOpPaMM W TBEPAbIMU
nekapcTBeHHbIMM ¢dopMaMm nwboro coegnHeHUs, MNPUHUMAEMOro BHYTPb, SBASIETCS OTCYTCTBME
CYLWECTBEHHbIX pas3nnunin B npodune abcopbumm, 06yCNOBMEHHbLIX Pa3NNYNSAMU B J1€KapCTBEHHOMN
dopmMe ¢ 6bICTpbIM BbICBOOOXAEHNEM.

YcTtaHoBneHHass 6MO3KBUBANEHTHOCTb MeXAy BOAHOW W TBEPAON NeKapCTBEHHbIMW (GOpMaMu
HEMeAJ/IEHHOro BbICBOOOXAEHMUS HEKOTOPOro COeAMHEHUS, MPUHUMAEMOro BHYTPb, MPUHMMAETCHA B
KayecTBe NOATBEPXAEHMS, MOCKOSIbKY CBMAETEeNbCTBYET O TOM, 4YTO OrpaHuvyeHme abcopbuum,
0bycnoBsieHHOe CBOMCTBaMM NeKapCTBEHHOM (OpMbl NeKapCcTBEHHOro npenapata (C HeMeANleHHbIM
BbICBOOOXAEHNEM), SABNSETCA He3HauuTeNbHbIM. KayecTBeHHble WcciefoBaHMs MPOHMLAEMOCTU in
vitro, B TOM uucne C MCNonb30BaHMEM CTaHAApPTHbIX 06pa3uoB, TakXe CBMAETEeNbCTBYIOT B MNONb3y
pe3ynbTaToB, NOJSIYYEHHbIX in Vivo.

IV. JlekapcTBeHHbIN nNpenapaT

1. NMpoBegeHVe TecTa CpaBHUTEIbHOW KUHETUKU PacTBOPEHUS
in vitro

13. MNpn mM3ydyeHnU CBOWCTB JIeKApPCTBEHHOrO npenapata HeobxoaAuMMO AoKa3aTb HeMensieHHoe
BbICBOGOXAEHME N COMNOCTAaBMMOCTb UCCeAyeMbIX JIeKapCTBEHHbIX NpenapaToB, TO €CTb NoATBEPAUTb
COMOCTaBUMYKD KWHETUKY pacTBOpeHus in vitro Mexay wuccneayemMbiM U pedepeHTHbIM
NeKapcTBeHHbIMM npenapatamu npu @GU3noNorMdecknx 3HadeHusax pH B yCNoBUAX 3KCrepuMeHTa.
OaHaKo 3TO He MNo3BONSET YCTaHOBUTbL Koppensauuto in vitro/in vivo. KnHeTuky pactBopeHus in vitro
cnenyeTt u3yuutb B AnanasoHe pH 1,0 - 6,8 (He MeHee yeM npu 3 3HauveHusax pH: 1,2, 4,5 n 6,8).
JononHuTtenbHble uccneaoBaHWs MoryT notpebosaTbCs npu pH C HauMeHblwel pacTBOPUMOCTbIO
Jencteytowero Bewecrtsa (cneanyet npencraBuTb 0b60OCHOBaHWE OTCYTCTBUA HeobXOAMMOCTU TaKuX
nccnepoBaHuin). Ncnonb3oBaHme Kakux-nnMbo NoBepXHOCTHO-aKTUBHbIX BELWECTB He A0onyCKaeTcs.

14. Wccneayembin 1 pedepeHTHbIN NeKapCTBEHHbIE rMpenapaTbl AO/MKHbl COOTBETCTBOBATb
TpeboBaHUAM, W3NOXEHHbIM B noapasgene 2 pasgena III MpaBun npoBeAeHMs MCCenOoBaHUM
6103KBMBANIEHTHOCTN JIEKAPCTBEHHbIX MpernapaTtoB B paMkax EBpa3snMMCcKOro sKOHOMMYECKOro CO3a,
yTBEpXAaeMbiXx EBpasnMinCcCKON 3KOHOMMYECKOW KOoMUccuen. B cooTBeTcTBUM C 3TUMM TpeboBaHUAMMU
pPEKOMEHAYETCS MPOBOAUTb WCCNeAOBaHME B OTHOWEHMM 6onee 4yeM 1 cepunm UCCNeayeMbIX
NleKapCTBEeHHbIX NpenapaTos.
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15. CpaBHUTe/bHbIE UCMbBITAHUA pacTBOpPeHUs in Vvitro AO0MKHbI COOTBETCTBOBATb TpeboBaHUAM
dapmakonen EBpa3snMMCKOro 3KOHOMMYECKOro coto3a. B cBaA3m c 3TUM HeobxoamMo npeacrtaBuTb
noapobHoe onncaHue ycnoBuUMW UCCNefOoBaHUS WU aHaNIUTUYECKUX METOAMK, BKKYas AaHHble MO WX
Banuaaumn. na ctatTMCTMYeCKOn AOCTOBEPHOCTU KaXKAbl 3KCMNEPUMEHT peKOMeHAYEeTCS NMpoBOAUTb C
12 npobamn (ob6bpasuamm) nekapcTBeHHoOro npenaparta. CTaHAapTHble YCI0BUA UCCIefoBaHUSA
BK/OYALOT:

I'Ipl/l60p! nonactHaa Mewasika Uin KOp3nHKa,

ob6beM cpenbl pactsopeHuda: 900 Ma nan meHee;
TeMnepaTypa cpeabl pactBopeHus: 37 £ 1 °C;

CKOpPOCTb BpalleHUs: nonacTHas Mewanka - 06bl4HO 50 060pOTOB B MUHYTY, KOP3MHKA - 06bIYHO
100 060p0OTOB B MUHYTY;

cxeMa oTbopa npob: HanpuMmep, Ha 10, 15, 20, 30 n 45 MuHyTax;

6ydepHblie pacteopbl: pH 1,0 - 1,2 (06blyHO 0,1 M HCl unm nmmtaumnsa xenyaodyHoro coka 6es
¢depmeHTOB), 4,5 N 6,8 (MAM MMUTaUMNA KULWEYHOro coka 6e3 depMeHTOB), pH Ao/MKHa perynsipHo
KOHTponupoBaTbCca. PekomeHayetTcsa  wucnosnb3oBaTtb 6ydepHble pacTtBopbl no  dapmakoree
EBpasniickoro aKOHOMMYECKOro Cor3a;

npoyne YycCrnoBUs: OTCYTCTBME TMOBEPXHOCTHO-aKTUBHbLIX BewecTB. [lpuMeHeHuMe depMeHToB
[l0MYCKaeTCs B OTHOLUEHWNM XENAaTUHOBbLIX Kancys uam TabneTok, NOKPbITbIX XenaTMHOBOW 060/104KON.

16. HeobxoanMmo npeacTtaBuUTb MOJIHbIA  @HANUTUUYECKUA OT4YeT O MNpoBeAeHWU TecTa
CpaBHUTENbHOM KNMHETUKK pacteopeHuns (TCKP) in vitro, Bkatoyas NpoToOKON UCCeoBaHus, cBeAeHus
06 nccneayembix cepusix U CepusiX CpaBHEHUS, NoApoO6HOe ONMMCaHue 3KCrepuMeHTaNbHbIX YCI0BUN,
pe3ynbTaTbl Banuniaunm UCNosib30BaHHbIX METOA0B, UHAMBUAYAlbHbIE U CpeflHUEe 3HAUYEeHUs, a Takxe
cooTBeTCcTBYOWMe obobLiaromne cTaTUCTUKN 1 Ap. B COOTBETCTBMU C npunoxeHneMm N 7 Kk MNpasunam
npoBeAeHns  nccneaoBaHUn  OMO3KBMBANEHTHOCTUM  JIeKAPCTBEHHbIX MpenapaTtoB B paMKax
EBpa3sniickoro asKOHOMMYECKOro coto3a, yTBepxaaeMbix EBpa3niickom sKOHOMUYECKON KOMUCCUEN.

2. OueHka pe3ynbTaToB TecTa CpaBHUTENbHOW KUHETUKMN
pacTBopeHus in vitro

17. JlekapcTBeHHble npenapaTtbl MPU3HAKTCA oO4veHb 6bICTPO pacTBOpuMbIMKU, ecnu 85%
3asBJIEHHOr0 COoAEepXaHus AeNCTBYIOLWEro BellecTBa pacTBopseTcs B TedeHne 15 MuUHyT. B 3ToM
cnydae npoduanm pacTBOPEHUA UCCeayeMoro Wn pedepeHTHOro JfieKapCTBEeHHbIX MpenapaTos
NPU3HAKTCHA CONOCTaBUMbIMK 6e3 AaNbHENLWNX MaTeEMaTUYECKNX pacyeToB.

Ecnu npouecc pacTtBopeHust CO CTeneHblo BbiCBOH6OXAeHUSS 85% OT 3asB/IEHHOro CoAep)KaHus
JencTeylowlero Beuwecrtsa anmtca 6onee 15 MUMHYT, HO He npeBbiwaer 30 MUHYT, TO Heob6xoaMMO
AOoKa3aTb OTCYTCTBME 3Ha4YMMbIX pasnumunii  (COnNoCcTaBMMOCTb). B uensAx noaTBepXaeHus
COMoOCTaBMMOCTU npodwunien pacTBOPEHUS UCCIeAyeMOro U  pedepeHTHOro JIeKapCTBEHHbIX
npenapaTtoB WCNONb3ywT Kputepun f2 (B cooTBeTcTBUM C TpeboBaHMAMU, YCTaHOBNEHHbLIMU
npunoxeHnem N 5 k [lMpaBunam nposeaeHUs mccnenoBaHMm 6MOSKBMBANEHTHOCTU NleKapCTBEHHbIX
npenapaTtoB B paMkax EBpa3sMiCKOro 3SKOHOMMYECKOro COk3a, YyTBepXAaeMmbix EBpasniickon
9KOHOMMYECKOW KOMUCCMEN) uan apyrve noaxogsilunme Tectbl. [py 3TOM 06bACHEHME pa3nynii B
npodunsax pacTBOpPEHUS C KIMHUYECKUMX WM  TepaneBTUYEeCKUX no3vumin  HeuenecoobpasHo,
NOCKOJIbKY MUCMbITaHMe pacTBOPEHUS HE OTpa)kaeT Koppenauuto in vitro/in vivo.

3. BcnoMoraTtenbHble BelWecTBa

18. HecMoTps Ha TO, 4TO BIUSIHME BCMOMOraTeNlbHbIX BELWECTB, COAEPXALWMXCA B
NIEKapCTBEHHbIX doOpMax C HEeMeaNeHHbIM BbICBOBOXAEHWEM, Ha 6MOAOCTYMHOCTb XOpPOLIO
pPacTBOPUMbIX U MOJIHOCTbIO BCacCbIBAOLWNXCA AENCTBYIOWMX BewecTB (TO ecTb oTHocAwmxca K I
knaccy no BKC) cuMTaeTcs ManoBeposiTHbIM, €ro Hesib3sl MOMTHOCTbIO MCKJII0YaTb.

B cBs3M € 3TMM BO BCex cnyyasix (B TOM ymcie C gencreyrowmnm sewectsoM I knacca no BKC) B
nccnenyeMoMm sieKkapCTBEHHOM rnpenapate peKOMeHAYyeTCs MCMOoNb30BaTbh CXOXME KOn4yecTBa Tex Xe
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BCNoOMOraTesibHbIX BEWECTB, YTO U B ped)epeHTHOM NeKapCTBEHHOM Mpenapare.

19. B uensax WCKIYEHUS PpasfIMYHOro BAUSAHUSA HA MeMbpaHHble MNEePEHOCYUKU OAHUM K3
ycnosui 6uoBeneepa B OTHoWweHUU aelicteytowero Bewectsa III knacca no BKC asnsaeTcs oTcyTcTBue
pasnMuMin No KaydeCTBEHHOMY W BbICOKAs COMOCTAaBMMOCTb MO KOJMYECTBEHHOMY COCTaBy
BCMOMOraTesibHbIX BELECTB B COOTBETCTBMN C KPUTEPUAMU, NMPUBEAEHHBIMW B Tabnuue.

PekoMeHayeMble KpUTEPUM ANA YCTAHOBNEHUS
BbICOKOW COMOCTAaBMMOCTU JIEKAPCTBEHHbIX
npenapaToB Mo KOJIMYECTBEHHOMY COCTaBY

BCMOMOraTesibHbIX BELLECTB

Tun BCNoMoraTenbHOro BewecTea OTnnumsa B npoueHTax (no
Macce) oT obLien Macchbl
NneKapCcTBEHHOro npenapara He

bonee

HanonHutenu +5,0%
Paspbixnurtenu

Kpaxman +3,0%

WHble BelLecTBa +1,0%
CeasyoLwuve BewecTsa +0,5%
BeuecTsa, cnocobcTByoLLme CMasbIBaHMIO
(nrobpurkaHTbl)

cTeapaT MarHUsi UM KanbLus +0,25%

WHble BellecTBa +1,0%
BellecTBa, CNOCOBCTBYIOLME CKOSIBXKEHMIO

TanbK +1,0%

WHble BellecTBa +0,1%

MpumedaHus. 1. Ecnm BcnomoraTesbHbie BeLlecTBa BbINOAHSAT HECKObKO PYyHKUMA (HanpuMep,
MUKPOKpPUCTA/IINYECKasa Uennoso3a BbINOMHAET QYHKUMIO HaMoJHUTEeNsa W paspbixautens), TO
Ao/mkeH O6bITb BbiIbpaH Haubonee XeCTKUN Kputepun (B ciyd4ae C  MUKPOKPUCTANIMYECKOWN

uennonoson - *1%).
2. KOHUEeHTpauus BCMOMOraTeslbHOro BELWeCTBa B 2 BOAHbIX PAaCcTBOPax JleKapCTBEHHbIX
npenapaToB CYMUTAETCH CXOXEW, eCnn pa3Huua coctasnseT He 6onee *t 10%.

3. Pasnuuua B copepXaHuUm Apyrux BCMOMOraTeslbHbIX BeLEeCTB, UMEKLWNX (OYHKLNOHaNbHOE
Ha3HayeHune, He YNOMSAHYTOe B BbillenpuBeaeHHoW Tabnnue, TpebytoT HayuyHOro o60CHOBaHMS.

20. Kak npasuno, c¢ pgencreyowmmm BewectBamm I unm III knacca no BKC Heobxoammo
MCMNonb30BaTb CTaHAApPTHblEe KOMMYEeCTBa XOPOLWO M3YYeHHbIX BCroMoOraTesbHbIX BewecTB, a Takxe
npoaHanmM3npoBaTtb U 06BbACHUTbL X BO3MOXHOE BNUAHME Ha 6MOAOCTYNMHOCTb U (MIK) PacTBOPUMOCTD.
HeobxoanMo onmncaTb Ha3HaYeHUe Ka)aoro M3 BCMoMoraTesibHbIX BELIECTB C 060CHOBAHWEM TOr0, YTO
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KO/IMYECTBO KaXAOro M3 HWUX HaxoaAuTcs B MpuemseMoM aumanasoHe. HeobxoavMmo onucaTb Bce
BCOMOraTesibHble BeLlecTBa, CMocobHble MOoBAMSATbL Ha 6MoAOCTYNHOCTb (Hanmpwumep, copbuTon,
MaHHWUTOJ, HaTpua naypuacynbdaT U npoyme NoBepXHOCTHO-aKTUBHbIE BELLECTBA), C YKa3aHUEM WX
B/IUSIHUSA Ha:

a) MOTOPUKY XeNyAOYHO-KMLLEYHOro TpakTa;

6) NOABEPXEHHOCTb  B3aMMOAEWCTBUMIO C  AEUCTBYHOLWNUM BeLLeCTBOM (Hanpumep,
koMmnnekcoobpasoBaHue);

B) MPOHMKAILLYK CNOCOBHOCTb AENCTBYHOLWEro BeWwecTBa;

r) B3aMMoAeNCcTBME C MeEMOpPaHHbIMU MePEHOCYNKaMMN,

21. KauecTBEHHbIN N KOIMYECTBEHHbIN COCTaB BCMOMOraTe/IbHbIX BEWECTB, I0Ka3aHO CNOCO6HbIX
NoBNUATb Ha 6GMO3KBMBANIEHTHOCTb, MCCNEAyeMOro U pedepeHTHOro JIEKapCTBEHHbIX MpenapaTos
JNOJKHbI 6bITb OIMHAKOBLIMU.

V. KoMbuHUpOBaHHbIe NeKkapCTBEHHbIE NpenapaThbl

22. bwuoseriBep, OCHOBaHHbI Ha BKC, B OTHOWEHMW KOMOUHUPOBAHHbLIX NEKAPCTBEHHbIX
npenapaTtoB C HeMeANeHHbIM BbICBOOOXAEHMEM BO3MOXEH, eCnuM BCe AeUCTBYKLWMe BellecTBa
npuHagnexart I unu III knaccy no BKC, a BcnomoraTenbHble BeWECcTBa COOTBETCTBYIOT TpeboBaHUSM,
N3N0XXeHHbIM B nogpa3sgene 3 pasgena IV HacTtoswmx TpeboBaHuii. B ocTanbHbIX ciydasx TpebyeTcs
nposeaeHne nccrenoBaHms 6M0SKBUBANEHTHOCTM in Vivo.

MpunoxeHne N 5

K MNMpaBunam npoeeaeHna nccnenoBaHuni
6M03KBMBANIEHTHOCTU NNIeKAPCTBEHHbIX
npenapaToB B pamMmkax EBpa3suninckoro
3KOHOMMYECKOro cok3a

TECT
CPABHUTENIbHOW KMHETUKWN PACTBOPEHUSA U COMNOCTABUMOCTb
MPO®UNEN PACTBOPEHUA

I. O6bwMme acneKTbl TeCTa CPaBHUTENbHON KMHETUKM PacTBOPEHUS
BO B3aMMOCBSI3M C BUO3KBUBANIEHTHOCTbLIO

1. NMpwn paspaboTke cocTaBa J/eKapCTBEHHOrO npenapata TecT CpaBHUTENbHOW KWUHETUKU
pactBopeHus (TCKP) cny>XuT WHCTPYMEHTOM YCTaHOB/NIEHUS OuodapMaueBTUYECKUX CBOWCTB
NlekapCTBEHHOro npenapaTta, TO eCTb CBOWCTB, CNOCOOGHbIX MNOBAMATbL Ha 6uMoaoCTynHOCTbL. [lo
3aBeplleHmMn paspaboTkn cocTaBa NeKkapCTBEHHOrO nNpenapaTta M Npou3BoACTBEHHOro npouecca TCKP
MCNONb3yeTCcs ANs KOHTPOAsS KayecTBa MacwTabupoBaHUS W MPOMbIWIEHHbIX Cepun, 4YTObbI
obecneunTb Kak MOCTOSHCTBO KadecTBa CEpWUi, TaK M COMOCTaBUMMOCTb Mpodwuier pacTBOpeHus ¢
CepusiMMn, UCNONb30BaHHbIMU B OMOPHbIX K/AMHUYECKUX UccnenoBaHusax. Kpome Toro, B OTAesNbHbIX
cny4daax TCKP MoxeT CnyXuTb 3aMeHON nccnenoBaHmsaM 6MO3KBUBANTIEHTHOCTM.

2. TCKP MoxeT npecnenosaTtb pasfinyHble Lenun:
a) Npu 3KCNepTu3e KadecTsa /IeKapCTBEHHOro npenapara:

ANS NONy4YeHUs XapakKTepUCTUK CepUM, WUCMONb30BAHHOWM B MCCNeaoBaHUAX 6MOAOCTYMHOCTU
(6M03KBMBANEHTHOCTM) M OMOPHbLIX KIMHUYECKUX UCCNeaoBaHUAX, 4Tobbl obocHoBaTb cneundunkaumm
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(HOpMaTUBHbIA AOKYMEHT MO KOHTPOJIIO KayecTBa);

KakK MHCTPYMEHT KOHTPONS KayecTBa CEpPUN NeKapCTBEHHbIX CPEeACTB B LENSAX MOATBEPXAEHUS
NMOCTOSIHCTB@ NPOU3BOACTBA;

ANSt MOSTyYEeHUS XapaKTePUCTUK pedepeHTHOro IeKkapCcTBEHHOMO npenapaTa, UCNosib30BaHHOIO B
nccnenoBaHUaX 6MoA0CTYNHOCTU (6MO3KBMBANEHTHOCTM) M ONOPHbIX KIMHUYECKUX UCCNef0BaHUSX;

6) Kak 3aMeHa uccnegoBaHnin 6M03KBMBANEHTHOCTU:

yTobbl noaTBepAMTb (B ONpeAeneHHbiX Cay4vasxX) aHanorMyHOCTb pPas/INYHbIX COCTaBOB
nccnefyeMoro  NieKkapCcTBEHHOro  npenapata W pedepeHTHOro  JIeKapCTBEHHOro  npenapaTta
(buoBenBepbl, Hanpumep, NpU BHECEHUN WU3MEHEHWUN, WU3MEHEHUW COCTaBa B XxoAe pa3paboTku
JIEKapCTBEHHOIo rpenapata M BOCMpPOU3BEAEHHbIE NIEKApPCTBEHHbIE MpenapaTtbl, B COOTBETCTBUM C
TpeboBaHuamu pasgena IV Mpasun nposeaeHna nccnenoBaHnii 6MO3KBUBANIEHTHOCTM NeKapCTBEHHbIX
npenapaTtoB B paMkax EBpa3snMiCKOro 3SKOHOMMYECKOro COok3a, YyTBepxaaeMmbix EBpasniickon
3KOHOMMYecKor komuccmern wn npunoxeHns N 4 k [MpaBunaMm npoBeneHUsS WCCen0BaHUM
6M03KBMBANEHTHOCTN NEKApPCTBEHHbIX NpenapaTtoB B pamkax EBpasniickoro sKOHOMMYECKOro cot3a,
yTBepXxaaeMbix EBpasninckoin sKOHOMUYECKON KOMUCCUENR);

yTo6bl YCTAHOBUTb MOCTOSIHCTBO KA4yeCcTBa Cepuit fieKapCTBEHHbIX NpenapaTtoB (MCCieayeMoro um
pedepeHTHOr0 JIEKapCTBEHHOrO0 npenapaTta), Ha KoTopbiXx 6yaeTr OCHOBbIBAaTbCS  BblbOp
COOTBETCTBYIOLWMX CEPUIA ANS UCMONb30BaHUS B UCCeaoBaHMSAX in vivo.

3. MeToabl ucnbiTaHNii HeobxoanMo paspaboTaTb NPUMEHUTENBHO K KaXXAOMYy NleKapCTBEHHOMY
npenapaTty Ha OCHOBaHMM 06WKMX M (MAKN) YacCTHbIX papMakonenHblX TpeboBaHui. Ecnn ykasaHHble
TpeboBaHus He yaoBAeTBOpUTENbHbI U (MNN) HE OTpa)kakoT MpouecC pacTBOPEHUS U BCacCbiBaHUA in
vivo (bnopeneBaHTHOCTb), AONYCTUMO MCMNOJ/Ib30BaTb a/ibTEPHATUBHbIE METOAbI, MPU YC0BUX HaNMN4uuns
Y HUX AOCTaTOYHON AMCKPUMMHALMOHHOWM CNOCOBHOCTU, TO eCTb CNOCOBHOCTU ynaBnuMBaTb pasHULY
MeXxay cepusiMnm C NpueMnemMom u Henpuemnemor 6MOAOCTYNMHOCTLIO NeKapCTBEHHOro rnpernapaTta B
ycnoBusax in vivo. Heobxogmmo Bcerga npuHuUMatb BO BHMMaHME COBPEMeHHble cBeaeHus (BKtovas
B3aMMoaencTeme XapaKTepUCTnK NleKapCTBEHHOIo npenapara, OCHOBaHHbIX Ha
bnodapmaueBTUHECKON cnucTeMe Knaccnudukaumn u Bna nekapcTtBeHHoOM HopMbl.

4. Anga TOro 4tob6bl NOAYUUTL NOHOUEHHbIE NPOMUIN PacTBOPEHUSA, NHTepBasbl Mexay oTbopom
Npo6 A[o/MKHbI 6bITb AOCTATOYHO 4YacTbiMM (He pexe 4yeM 4depe3 Kaxable 15 MUHYT). B nepuof
MaKCMMasnbHOro M3MeHeHUs Npodunsa pacTBopeHus oT6opbl Npo6 peKoOMeHAYETCH OCYLLeCTBNATb eule
yawe. [na nNocTpoeHuMs npaBuibHOro npodunsa pacTBopeHuss ObICTPO  pacTBOPSAOLWMXCS
NleKkapCTBEHHbIX NnpernapaToB, NOJIHOE pacTBOpeHUe KOTOopbIX YknaabisaeTca B 30 MUHYT, oT6opbl Npob
Heo6X0ANMO OCYyLLeCcTBAATb Kaxable 5 nan 10 MUHYT.

5. Ecnn  pgencteBylowee  BeweCcTBO  SBNSETCA  XOPOLWO  pacTBOPMMbIM,  AONYyCKaeTcs
npeanosioxXeHue, 4to npobnembl ¢ 6MOAOCTYNHOCTbID HE BO3HWKHYT, €CNM B AOMOJHEHWE K 3TOMY
nekapctBeHHasas ¢opma 6bICTpOo pacTBopseTca npu  GU3N0A0OMMYECKUX 3HadeHumax pH, a
BCiOMOraTefibHble BewecTBa He BAUAT Ha 6MOA40CTYNHOCTb. HanpoTuB, ecin Aencreytlollee
BELLECTBO OrpaHWYEHHO pacTBOPMMO W/IW ManopacTBOpMMO, (HaAKTOPOM, JIMMUTUPYIOLWNM CKOPOCTb
BCACblBaHMS, MOXET CTaTb pPacTBOPUMOCTb JIEKAapCTBEHHOMW OpPMbl. AHaNOrM4yHas cuTyaums
BO3HMKAET, eCc/n BCrnoMmoraTeflbHble BelwecTBa BAUAIOT Ha BbiCBOBOXAEHME W nocneayoLllee
pacTBOpeHMe AEeNCTBYIOLWero Bewecrtsa. B Takux cnydyasax Heob6xoanmo nposoanTb TCKP B pa3nunyHbIX
YCNOBUSAX C COOTBETCTBYHOLWEN cXxeMol oTbopa npob.

II. ConocTaBUMOCTb Npoduien pacTBOpeHUs

6. PesynbtaTtbl TCKP 1 OCHOBaHHble Ha HUX BblBOAbl (HanpuMmep, B obocHoBaHWe 6uoserBepa)
NPU3HAKTCHA NPaBUIbHbIMK, €CNK NOCTpoeHne Npoduas pacTBOPEHNS OCHOBLIBANOCh HA AOCTAaTOYHOM
KOJIMYEeCTBE BPEMEHHbIX TOYEK.

7. B pononHeHne kK TpeboBaHMSAM, M3MOXEHHbLIM B pa3sgene I HacTosiwero MNpuioXeHus, B
OTHOLLEHUN NeKapCTBEeHHbIX (OpM C HeMeaneHHbIM BbicBO6OXAeHNEM HeobxoAMMO NpoBecTU
CpaBHEeHMe BO BPEMEHHON Touke "15 MUHYT", UTOObl BbISCHUTb, MPOU30LWWIO0 NN NOSIHOE pacTBOpPEHUE
[0 OMOPOXHEHMUS Xenyaka.
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Ecnu B TeueHuMe 15 MUHYT pacteBopunocb 6onee 85% pgencteytowero Bewectsa (oOT
HOMMHANBHOIO KOMM4YecTBa), Npoduam pacTBOPEHUS MPU3HAKOTCA COMOCTaBMMbIMK 6e3 fanbHelwen
MaTeMaTuU4yeckon obpaboTKn AaHHbIX.

Ecnn 85% peicreBylollero BewecTtBa pacTBopuiock B TeyeHme 30, a He 15 MuHyT, TO
Heo6xoaAnMbl 3 BPEMEHHble TOYKMU: A0 UcteyeHus 15 MuHyT, Ha 15-1 MUHYTEe M B TOYKe, KOrga
CTeneHb BbICBOOOXAEHUSA COCTaBNsAeT o0kono 85%.

8. PekomeHgaunn no neKapcrtBeHHbIM npenapataM C MO,CI,VI(bVILI,VIpOBaHHbIM BblCBO6OXAEHNEM
M3M10XeHbl B COOTBETCTBYOLWMX AoOKyMeHTax Coto3a.

9. ConocTtaBMMOCTb Npodunen pacTBOPEHMS MOXET ObiTb onpeaeneHa C WCMONb30BaHUEM
dakTopa f2 no cnepyouwen dopmyne:

100

Yale®-e (] |

n

f,=50xlog

1+

rae:
f2 - dbakTop nogobus (cxoanMocTun);

n - KOJIN4ECTBO BPEMEHHbLIX TOYEK;

QH (t) - cpeaHee 3HayeHue cTeneHun BbiIcBoboXaeHNs (B NpoueHTax) AENCTBYIOLWEro BewecTsa
B Touke t [mocne Havana nccneaoBaHus] U3 pedepeHTHOro NeKapCTBEHHOro npenapaTta;

Q-,- (t) - cpeaHee 3Ha4YeHne cTeneHmn BbicBobOXaeHUS (B NpoueHTax) AeNCTBYHOLWErO BELWECTBA
B TOYKe t [mocne Hayana nccnenoBaHus] U3 UCCNeayeMoro JieKapCcTBEHHOro npenapara.

Mpn wncnonb3oBaHMM AaHHOW GOpMYy/bl HEOOXOAMMO ONpeaenuTb CTENEHb BbICBOOOXAEHMS
OENCTBylOWeEro BewecTBa W3 UCCNeAYEMOro JIeKapCTBEHHOro npenapata W pedepeHTHOoro
JIeKapCTBEHHOI0 npenapara.

10. OueHka dakTopa nogobusa (CXxoAMMOCTN) OCHOBAHA Ha CleaylLwmX YCIoBUAX:
a) MMHUMasbHOE KOJIMYECTBO BPEMEHHbIX ToYekK - 3 (He cuuTas Hys1ieBoM TOUKM OoTHopa);

6) ans 060Mx CpaBHMBAEMbIX JIEKAPCTBEHHbIX NpenapaToB Bbi6MPaOTCA OANHAKOBbIE BPEMEHHbIE
TOYKMU;

B) 419 KaXKAOM BPEMEHHOW TOYKU HEOHX0AMMO MUHUMYM 12 3HAYEHWUN CTENEHU BbICBOBOXAEHUS
OENCTBYIOLLEro BeLlecTBa ANns 060mx nekapCTBEHHbIX NMpenapaTos;

r) Ans Ka)aoro M3 COCTaBOB A0MNYCKaeTcs He 6onee Oo4HOro cryyas MNpeBbllUEHUS CPpeaHero
3HauyeHunsa cTeneHu BbicBoboxaeHus 85%;

) OTHOCUTENbHOE CTaHAapTHoe OTKAOHeHne (KoadduumeHT Bapuauum) AN CTeneHu
BbICBOOOXAEHMSA AENCTBYOLWEro BelwecTsa B NepBOl BPEMEHHOW TO4dKe /1to60ro u3 sieKapCTBEHHbIX
npenapaToB He A0/KHO npeBbiwaTh 20%, a BO BCex nocneaytowmx - He 6onee 10%.

11. Kputepuin npuemnemoctn ana dakrtopa nogobusa (f2) cocrtasnser ot 50 go 100, uto
noATBepXAaeT CONOCTaBMMOCTb Npodunen pacTBoOpeHUS.

B cnyyae HecoOTBETCTBMS KpuTepuio npuemneMoctu no f2 npodunm pacTBOpeHUs MOXHO
CpaBHMBaTb, WCMONb3ysl anbTepHaTUBHble MeToAabl (Hanpumep, pacyeT dakTopa pasnuumns f1,
byHKUMIO pacnpeneneHuss Beinbynna wnM  cpaBHEHWE CTeneHelr BbICBO6OXAEHUS B  pasHbIX
BPEMEHHbIX ToukKax (Hanpumep, no t-kputeputo CTbloaeHTa)).

12. MeToabl, anbTepHaTUBHble pacyety no f2, cuyuTaroTCa MNPUEMNIEMBIMKU, ECNN  OHKU
CTAaTUCTUYECKN KOPPEKTHbI, @ NX UCMOSIb30BaHME AOCTaTOYHO 060CHOBAHO.
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13. HeobxoauMmo 3apaHee onpeaenntb M o060CHOBaATb nMpefenbl MPUEMNEMOCTU KpUTepus
COMOCTaBMMOCTN, HO MPWU 3TOM OHM He A0MKHbI npesBblwaTb 10%. Kpome TOro, BapuabenbHOCTb
pacTBOpPEHMS MexXAy AaHHbIMWU MUCCNeayeMoro n pedepeHTHOro JieKapCTBEHHOro npernapaTta Takxke
OO/MKHa ObITb ComocTtaBuMoOn, opgHako 6onee Hu3Kasas BapuabenbHOCTb ANA  UCCAenyeMoro
NlekapCTBEHHOro npenapara siBnsieTcs npuemMaeMon.

HeobxoaMMo npeacTaBUTb O6OCHOBaAHME, YTO CTaTMUCTMUYECKOe MporpaMMHoe obecnevyeHune
MPOLLIO Banvaaumio.

HeobxoanMo aatb noapobHoe onncaHne n 06bsCHEHME BCEM AENCTBMAM, NMPEeAnpUHSATLIM B Xo4e
nccneaoBaHus, C NpeacTaBNeHMEM COOTBETCTBYHOLWMX ob6obuwarwmx Tabnmu.

MpunoxeHue N 6

k MNpaBunam nposefeHnsa nccnenoBaHnm
6103KBMBANEHTHOCTN NeKapCTBEHHbIX
npenapaToB B paMkax EBpasuiickoro
3KOHOMMYECKOro cok3a

TPEBOBAHWA
K BANUOALUN BUOAHATTMTUYECKUX METOANK UCMBITAHUM N AHANTN3Y
NCCNEAYEMbIX BUONOTIMMYECKNX OBPA3LIOB

I. O6bwme nonoxeHusa

1. B Hactoawmx TpeboBaHMSIX MNpeACTaBNeHbl YyKasaHus No MpoBeAeHUd Banvaaumm
61M0aHaANUTUYECKUX METOAMK, WCMOSb30BaBLUMXCS AN OnpefenieHUs KOHLEeHTpauuu AeNCTBYIOLLEro
BewectBa B  6MONOrMYeckMx  XuaKocTsax  (MaTpuuax), MOJIyYEeHHbIX MO  pe3yfbTaTam
TOKCMKOKMHETNYECKNX UCCnenoBaHnin n Bcex a3 KIMHUYECKMX UCCNefoBaHMi. MOCKONbKY METOAMKM
CBSA3bIBAHWUSA NIMraHAa CYLECTBEHHO OT/IMYAKOTCSA OT XpoMaTorpaduyeckmx aHasIMTUYECKMX MEeTOoAO0B,
AN Banivjauuu  NOAMMEpPCBS3blBalOWMX MeToaMK  (Hanpumep, CO CBsi3blBaHWMEM NIUraHAOB)
NPUMEHSIOTCS OTAeNIbHble NpaBuia, onMcaHHble B pa3aene V HacToswmnx TpeboBaHMiA.

B Hactoawmx TpeboBaHMAX OMNUCaHbl YCNOBUS, MNPW KOTOPbIX B [JAOMOJIHEHME K MOJIHOWM
BasiMaaummnm 6uoaHanUTUYECcKo MEeTOAMKM HeobxoAMMO MPOBECTM YaCTUYHYK WM MNEepeKkpecTHYHo
BasiMaauumio.

2. Ans uenen HacToswmx TpeboBaHUIA MCMONb3YIOTCA NMOHATUS, KOTOpPblE 03HAYaloT crieaytollee:

"akTnBHble obpa3ubl" (incurred samples) - mncnbiTyeMble 0bpa3ubl, NMONYYEHHbIE OT CYOBHLEKTOB
WM XXMBOTHbIX, KOTOPbIM BBOAMIM NIEKAPCTBEHHDbINV NMpenapar;

"aHanusupyemoe BeuwecTtBo" (analyte) - oTaenbHoe XuMmMyeckoe coeanHeEHMe, noanexatlee
KONMMYECTBEHHOMY OMnpeaesieHnt0, MOXeT npeacTaBnsaTs CcoboM HeusMeHeHHOoe AeNCTBylollee
BELWECTBO, BMOMOrMYECKY0 MONEKYY UK ee NponsBoaHoe, MeTabonut n (Uan) NpoayKT Aerpaaauunm
B 6bmonornmyeckom obpasue;

"aHannTnyeckas metoamka" (analytical procedure) - nogpobHoe onmucaHue Kaxaoro sTana u
cnocoba npoBeaeHUs aHanNu3a;

"aHanuTnuyecknii amanasoH" (calibration range) - uWHTepBan MeXAy BbICOKOW W HU3KOM
KOHUEeHTpaumen (coaepxaHueMm) aHanusnpyemoro BelwectBa B obpasue (BkNw4Yasg ykasaHHble
KOHLUEeHTpauumn), Ans KOTOPbIX NMOKa3aHOo, YTO aHaAUTMYecKas MeToAMKa yaoBeTBopseT TpeboBaHMsaM
No NPEeUM3NOHHOCTU, NPaBUILHOCTU U NOCTOSAHCTBY (DYHKUNM OTKINKA;
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"aHanuTnueckmin umkn" (analytical run) - nMOAHBIK KOMMNNEKT WUCMbITYeMbIX 06pa3yoB C
COOTBETCTBYIOLWMM KOJMYECTBOM rpagyMpoOBOYHbIX pacTBOPOB M 06pa3uoB ANS KOHTPOSSA KadecTBa
Ana vx Banugauum. B oavH AeHb MOXeT 6biTb NPOBEAEHO HECKONIbKO UWMKNOB; OAMH UMK MOXET
ANVUTbCS B TeYeHNEe HEeCKONbKNX AHEN;

"BepxHsaa rpaHuua onpegensieMblx KoHueHTpauun" (upper limit of quantification (ULOQ)) -
Hanbonbllee KONMYECTBO aHalM3MpyeMoro BewectBa B obpasue, KoOTopoe noadaercs
KONM4YeCTBEHHOMY OonpeaeneHunto ¢ 3apaHee 3a4aHHOM NPaBUIbHOCTBIO M NPELU3NOHHOCTBIO;

"BHyTpeHHMIn cTtangapt (BC)" (internal standard) - KoHTponbHOe coeauMHeHune (Hanpumep,
CTPYKTYPHO CXOXWI aHanor uanu CoeauMHEHME, MeUYeHHoe CTabuibHbIM W30TOMOM), AobaBnseMoe K
rpaaympoBOYHbIM pacTBopaM, obpasuam 459 KOHTPOs KayecTBa M UCMbITYyeMbIM o6pa3uamM B 3apaHee
YCTQHOBJIEHHbIX TMOCTOSIHHbIX KOHLEHTpauusiX C LUefbilo MNOoMNpaBKM Ha 3KCMePUMEHTaNbHYO
BapmnabenbHOCTb Npu npobonoarotToBke M aHanuse ob6pasuos;

"rpaayvpoBoYHbI pactBop (ctanaapTt)" (calibration standard) - 6uonormnuyeckunini obpaseu, K
KOTOpoMYy A06aBMAM M3BECTHOE KOSIMYECTBO aHaN3MpyeMoro BellecTBa. [paaynmpoBOYHbIE pacTBOPbI
(cTaHpapTbl) NCNONB3YIOT ANS MOCTPOEHUS rPpaayMpOBOYHON KPUBOWA;

"HWXXHWI Npeaen KonnyecteeHHoro onpeaenennsa (HMNKO)" (lower limit of quantification (LLOQ))
- HauMMeHbllee KOMMYECTBO aHalim3vpyemoro BewectBa B obpa3ue, KoTopoe noaaaeTcs
KONIMYEeCTBEHHOMY ONpeAeneHnto C 3apaHee 3aaHHOMN NPaBUIbHOCTBIO U NPELU3NOHHOCTLIO;

"HoOMMHanbHasa KoHueHTpauma" (nominal concentration) - TeopeTunuyeckas unM oxugaemas
KOHLEHTpauus;

"obpazeu ana koHTpons kadecrBa (KK)" (quality control (QC) sample) - obpa3seu, cogepxaluni
aHanu3npyeMmoe BeLLeCTBO, UCMOAb3yeMbI ANS OUEHKU NpUrogHoCcTM 6uoaHannTMyeckom MeToauKn v
OLLeHKM LEeNOCTHOCTU M NPaBUIbHOCTU pe3ynbTaToB aHaan3a MUCMbITyeMbliX 06pa3uoB B HEUM3BECTHOM
KOHLEHTpauum M3 o4HON cepuu;

"nepekpecTtHas Banugauma" (cross validation) - cpaBHeHMe BannAaLMOHHbIX NAapaMeTpoB ABYX
6noaHannUTNUYECKUX MeToauK;

"MOBTOPHbIN @aHanNM3 aKTUBHbIX MUCMbITaHHbIX 06pa3uoB" (incurred sample reanalysis) - aHanus
YaCTU aKTUBHbIX UCMbITAHHbLIX 06pa3LOB C Lenblo onpeaeneHns, HAaCKObKO COMOCTaBUMbl pe3ynbTaThl
NepBUYHOIrO aHann3a;

"nonHas Banuagauua" (full validation) - onpepeneHve BanNUMAAUMOHHbLIX MapaMeTpoB,
nognexalimx WCrnosb30BaHUIO AN aHanu3a KaXAoro aHalu3Mpyemoro BewectBa B obpasue c
MOMOLLIbIO BMOaHANUTUYECKON METOANKN;

"npaBunbHOCTL" (accuracy) - BblpaxkaeT 6/IM30CTb NOSYYEHHbIX C MOMOLLbIO METOAMKM 3HAYEHUN
K HOMMWHA/bHbIM KOHLEHTpaUMsaM aHanM3mMpyeMmoro BeuecTtBa. [1paBUIbHOCTbL OUEHMBAETCAa Mo

MOIMVHCHHOC 3HAYCHHC
Y1 x100%

BE/IMUYMHE NPOLEHTHON Mepbl NPaBU/IbHOCTU, PacCUMTAHHOM Kak )
HCTHHHOC 3HAYCHHC

, U MO OTHOCUTENIbHON BENIMUYMHE CMCTEMATUYECKOM MnorpewwHoCTH,

"Npeun3noHHoOCTL" (precision) - cTeneHb pa3bpoca Mexay cepusamMm M3MepeHuin, NpoBeAeHHbIX B
3apaHee yCTaHOBJ/IEHHbIX YCNoBUAX. MNMpeum3noHHOCTb XapaKTepulyeTcs BEeIMYMHON OTHOCUTENIbHOrO
CTaHAApPTHOro OTK/OHEHMs1 (OTHOLWEeHMe CTaHAAPTHOrO OTK/OHEHUS K CpeAHEeMYy, Bblpa)kaeMoe B
npoueHTax);

"cenekTuBHOCTL" (selectivity) - cnocobHOCTb 6GMOaHANINTMYECKOW METOAUMKW Onpenenstb WU
pas3nnyaTb UCCneayemMoe aHanuMsupyemMoe BelwecTBO W BHYTPEHHWW CTaHZapT B MNPUCYTCTBUM
KOMMOHEHTOB, KOTOpble MOryT coaepxaTbcs B obpasue;

"cneundpuyHocTe" (specificity) - cnocobHocTb 6MOaHANUTUYECKON METOAMKM OAHO3HAYHO
onpefensaTb aHanM3Mpyemoe BeWeCcTBO B MPUCYTCTBUU APYrMX COeAMHEHU (SHAOTMEHHbIX Wn
9K30reHHbIX) B 6nonornyeckom obpasue;

"ctabunbHocTb" (stability) - xummuyeckas CcTabunbHOCTb aHaM3MPYEMOro BewecTBa B
onpepeneHHOM obpasue B onpeaeneHHbIX YCN0BUSAX B TeYeHne onpeaeneHHoro nepmoaa;

"cTaHOoapTHasa onepauuoHHas npoueaypa" (Standard Operating Procedure) - AOKYMeHT, B
KOTOPOM COAEPXUTCA OMNUCaHME PErynsipHO OCYLLECTBNSEMbIX OMepauui, 3HaYMMbIX AN KadyecTsa
nccnegoBaHMs, 1 NO3BOMSIIOWNIA NPOBOANTL UX MPABUIIBHO U e4nHO06pa3Ho;
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"byHkumna otknmka" (response function) - dyHKUKMS, KOTOpasa Hagnexawmm obpasom onucbiBaeT
3aBUCUMOCTb  aHanUTMYecKoro curHana (Hanpumep, naowaam MWUKOB) OT  KOHUEeHTpauum
(cogepxaHus) aHanusmpyemoro BewectBa B ob6pasue. ODyHKUMS OTKAMKA onpeaensetrca AN
aHaNUTNYECKOro AManas3oHa;

"yacTnyHaa sanupauua" (partial validation) - cepumn aHanUTUYeCKNX 3KCNEPUMEHTOB, B KOTOPbIX
nocne Moandukaumm  BanMANMPOBAHHOM  6BWOAHaNUTUYECKOM  MeTOAMKM  4YacCTb MNapaMeTpoB
noABepratTCs Banmaaunm;

"scdbdekt maTpuubl" (matrix effect) - npamoe wmnm HenpsiMoe BNUSHME UMW BO3AENCTBUE Ha
pe3ynbTaTbl aHanum3a, 0byc/ioBNeHHble HannumeMm B 6uonormdyeckom obpasue HenpeayCcMOTPEHHbIX
aHanM30M aHa/IM3UPYEMbIX BELLECTB MM UHbIX BAUSIOWNX HA HEro BELLECTB;

"adpdekT nepeHoca" (carry over) - NosiBieHNE CUrHana aHaIN3MpPyeMoro BeLlecTBa B X0OSI0OCTOM
obpasue nocne npoBeAeHUss aHanm3a obpa3ua C BbICOKOW KOHUEHTpauuen aHannsmpyemoro
BELLeCcTBa;

"akopHble kanubpaTopbl" (anchor calibrators) - cTaHAapTHbie TOYKWM BHE Anana3oHa
KONMYECTBEHHOro onpeaeneHusl, Wcnonb3yemble C Uenbld noabopa HEMHENHOW perpeccum
CTaHAapTHOM KpMBOM B MeToAax CBA3bIBaAHUS nuMraHaa.

3. l/I3MepeHV|e KOHUEHTpauuun ,D,eVICTBy}OU.leFO BelwlecTBa B 6monornmyeckmnx 06pa3u,ax (HaanMep,

CbIBOPOTKE, Maa3Me, KPOBU, MOYE W CJIOHE) - BaXHbIM acnekT pa3paboTKnm nekapCTBEHHOro
npenapaTta. [M03ToMy B LensX NoSyYeHUs HaAeXHbIX pe3ynbTaToB MUCMNOsib3yeMble 6MOaHannTu4eckmne
METOAUKN  AOJIKHbI ObITb  XOpOLWO OMNUCaHHbIMM, MOJIHOCTbIO Ba/IMANPOBAHHbLIMMU n

AOKYMEHTUPOBAHHbLIMU.

B 0cob6biX CUTyauMsAX AOMNYCKAeTCsA UCMOob30BaTh 60/1ee WNPOKME, YEM OMUCAHHbIE B HACTOALLNX
TpeboBaHUAX, KpUTEpUM NpUEMSIEMOCTU. B 3TOM cryyae, OCHOBbIBasiCb Ha npeanosiaraemMom
NCNoJIb30BaHNUM METOAUKMU, UX CNeAyeT YCTAaHOBUTb NpeaBapuUTESbHO.

4. MeToabl KONMYECTBEHHOrO OMpefeneHuUs KOHUEHTpauuu 6MoMapKepoB, WCMONb3YEMbIX B
KauecTBe hapMakoAMHAMUYECKMX MapKepoB, B HAcTosWwMxX TpeboBaHMAX HE pacCMaTpUBatOTCS.

II. Banngaumnsa 6MoaHanMTUYECKON METOANKN UCTbITAHUN

1. TpeboBaHusa, NpeabaBNseMble K CTaHAAPTHbIM 0bpa3uam

5. [na npurotoBneHUs rpaayvpoBOYHbIX pPacTBOpPOB, 006pa3LOB ANs KOHTPOSS KayecTBa M
obpa3uoB AOns uM3yyvyeHuMs CTabuabHOCTM B UensX npoBedeHus Banugaumm 6uoaHanuTuyeckom
METOAMKM U  aHaJM3a MUChbITyeMblX 00pa3uoB K  XONOCTOMYy  6uonormyeckomy  obpasuy
(bnonormnyeckomy o6pasuy, He coAep)KalleMy aHa/IM3MPYEMOro BELIECTBA), MCMOMb3ys pacTBOPLI
CTaHAapTHbIX 06pa3uoB, A00aBMAKOT UCCNeAyeMble aHanM3npyemble BellecTBa. B aononHeHune K
3ToMy npu npobonoaroToBke Ans XpomaTorpadpuuyeckux MeTo4oB AonyckaeTca A06aBnsaTb
COOTBETCTBYIOLWMIN BHYTpeHHUI ctaHaapT (BC).

6. HeobxoanMMo ynoCTOBEPUTLCA B MPUrOAHOCTM CTaHaapTHoro obpasua u BC, nockonbky uX
KayecTBO (YMCTOTA) MOXET MOBAUATbL Ha pe3ynbTaTbl aHanuM3a WM Ha pe3yfbTaTbl UCCAEAO0BaHMUSA.
MoaToMy cTaHgapTHble obpasubl, MCNONb3yeMble 48 Banundaumm M aHanmsa McnbiTyeMblX 06pasuos,
OO/MKHbI 6bITb MOSTYYEHbI N3 HAAEXKHbLIX U MPOBEPEHHbIX MCTOYHUKOB. K TakMM cTaHoapTHbIM ob6pa3uam
OTHOCATCH cepTUdMUMpPOBaAHHbIE CTaHAApPTHbLIE 0b6pa3ubl, HanpuMmep, apMakonenHble, KOMMep4Yeckue
CTaHaapTHble  obpa3ubl  WAKM  aTTecTOBaHHble  CTaHAapTHble  obpa3susbl, NMPUroTOB/IEHHbIE
CaMOCTOATE/IbHO WKW BHELWHel HEeKOMMep4YecKon opraHmsaumen. [Ons noATBEPXAEHMS UYUCTOTbl U
npeacTtaB/ieHUs] CBeAEHUI 006 YyCNoBUSIX XPaHEHUs, CPOKe roAHOCTM, HOMEpe CepuM CTaHAapTHOro
obpa3sua Heobxoamm cepTuduUKaT ero aHanmsa.

Ecnn npurogHocte BC noateBepxaeHa, HanpuMmep, OTCYTCTBMEM BJIMSAHUSA aHAIM3MPYEMOro
BelecTBa M ero npuMMecen, TO UCMNONb30BaHWE CepTUMULMPOBAHHBIX CTaHAApTHbIX obpa3uos BC He
TpebyeTcsa (B ceptudmkaTax aHanm3sa HeT HEO6XOANMOCTH).

7. Npun NnpuMeHeHUn B KadecTse bMoaHannMTUYeCKoro MeTtoga mMacc-cnektpometpumn (ganee - MC)
Mo BO3MOXHOCTW c/eayeT MuCnosb3oBaTb CTabunbHble MedeHHble wu3oTtonoM BC. Tlpu 3ToMm
Heobxoanmo, 4TObObl MeuyeHbin CcTaHaapT o6nagan BbICOKOM WM30TOMHOM YUCTOTOM UM B HEM HeE
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NPOMCXOAUNIN peakumn Uu30TonHoro o6bmeHa. HeobxoaMMO NpPOBECTM MPOBEPKY Ha Hanuuue
He3asABNEHHbIX aHa/IM3UPYEMbIX BELWECTB, MNpuM OOHApPYyXeHUM nocnegHux creayetr OLEHUTb
BO3MOXHOE UX BNMSAHWE HA Banuaauuo 6MoaHanuTUYeckon METOANKMN.

2. MonHasa Bannaauns 6MoaHaNUTUYECKON METOAUKMU

8. J/lobass 6uoaHanuTUUyeckass MeToAMKa, He3aBUCMMO OT TOro, HOBasi OHa WM WU3BECTHas,
NoANEXUT NMOSIHON Banuaauuu.

OcHoBHOM Uenblo Banuaaumm 6uoaHaNUTUYECKON MeTOAMKU SABNSEeTCS NOoATBEpXAeHue ee
HaAeXHOCTU ANS onpeaeneHnss KOHUEHTpauMu aHanmM3npyeMoro BellecTBa B TakuxX Bumonornmyeckmx
obpa3uax, Kak KpoBb, CbIBOpOTKa, nja3Ma, Mo4ya U cnoHa. bonee Toro, ecnm npu npobonoarotoBke
MCNOJIb30BaNICS aHTUKOAry/ssHT, €ero e HeobxoanMo wncnonb3oBaTb Ans Banugaumu. [lonHas
Banuiaums, Kak npaBwao, NpoBOAMTCS ANS KaXAoro BuAa XMBOTHbIX M KaXAoW pa3HOBUAHOCTU
buonornyeckmnx XnUaKocTem, NCrnosib30BaHHbIX B NCCNEeA0BaHNN.

Ecnv npu npoBeaeHnn Banuaauum 6MoaHanIUTUUYECKON METOAMKN 3aTPYAHUTENbHO MCMNONb30BaTh
Ty )K€ pa3HOBWAHOCTb BMONOrMUYECKON XNAKOCTU, KOTopasi UCMoNb30Banacb B paMKax UCCNeaoBaHus,
TO Npu [OCTaTOYHOM O60CHOBaAHMW AOMYCTUMO WCMONb30BaTb allbTEPHATUBHbIE 6GuUoNorMyeckune
o6pa3ubl (HanpuMep, MOAENbHYIO CMTIMHHOMO3IOBYHO XWUAKOCTb).

9. OCHOBHbIMM XapaKTepucTukaMm OuoaHaIUTUUYECKON MEeTOAWKKU, HeobxoauMbIMKM AN
NOATBEPXAEHNA €€ TMPUEMIEMOCTUM U  HAAEXKHOCTU aHaIUTUYECKUX pe3ysbTaToB, SBASAIOTCA
CeNneKTUBHOCTb, HWXHUA npeaen  KOJMYECTBEHHOro onpeaeneHus, @YyHKUMS  OTKAMKA WU
aHanMUTU4YeCcKun  AnanasoH (BOCMPOM3BOAMMOCTL  MapaMeTpoB  FpaAynpoOBOYHOM KpuBon),
NpPaBUbHOCTb, MPEUU3UOHHOCTb, BAUSHME MaTpuubl (3ddeKkTbl MaTpuubl (MOAHOTa 27I0MPOBAHUSA)),
CTabunbHOCTb  aHaNM3UPYEMbIX BEWECTB B  6uonormdyeckmx obpasuax UM CcTabunbHOCTb
aHanusnpyemoro BewecTtsa (Bewects) n BC npu xpaHeHuu, B pabounx pactBopax, B U3BNEYEHUSAX B
TeyeHue BCero nepnoa XpaHeHus n NpobonoaroToBKU.

10. M3y4yeHuto, Kak NpaBuio, MNOANEXUT OAHO aHaNM3MpPyeMOe BELLEeCTBO WU AelcTBylollee
BELIECTBO, HO B HEKOTOPbIX C/y4yassiX OMpeaenstT KOHLEHTPALUK HECKONbKUX aHaNM3UpyeMbIX
BewecTB. ITO MoryT ObiTb Kak fABa pa3HblX BelecTBa, TaKk W WCXOAHOE COeAWHEHME C ero
MeTabosIMTamMn UM 3HAHTMOMEpPbI (M30Mepbl) AEUCTBYHOLWEro BelwecTBa. B Takmx cny4vasx npuHUMNGbI
Ba/iMAaunn 1 aHanu3a CnpaBeanunBbl ANs BCEX UCCeAYyEMbIX aHANIM3MPYEMbIX BELLECTB.

CenekTMBHOCTb (M36UpaTenbHOCTDL)

11. bBbuoaHanuTMyeckass MeToauKa Qn[o/kKHa obnagatb crnocobHocTblo auddepeHUMpoBaTh
aHanusmpyemoe Bewectso M BC OT 3HAOrEHHbLIX KOMMOHEHTOB MaTpuubl U APYrnx KOMMOHEHTOB
obpasua. CenekTMBHOCTb 6MOAHaNUTUYECKON METOAMKM HeobXxoammo MNOATBEPAUTb, MCMONb3ys He
MeHee 6 PpasfIMYHbIX WCTOYHUMKOB COOTBETCTBYIOLMX XOJSIOCTbIX 06pa3suoB, He coAepXalmnx
aHanuampyemoro Bewlectsa (C 3KCNEpUMEHTalNbHbIM MNOATBEPXAEHUEM). B oOTHoWweHun peakux
pasHoBMAHOCTEN 6uonormyecknx obpasyos AONYCTMMO WCMNOAb30BaTb MeHbllee KOJNMYeCTBO
NCTOYHMKOB. OTCYTCTBME MCKaXaloLWero BAUSAHUSA KOMMOHEHTOB X0s0CTOro bnonormnyeckoro obpasua,
KOHCTaTUpyeTCs, KakK TnMpaBuno, eciM WX CUrHan no HWXHeMy npejeny KOJIMYECTBEHHOro
onpeneneHnsa He npesbliwaeT 20% ana aHanusupyemoro BewecTtsa n 5% - ana BC.

B HeKOTOpbIX Cry4yasx MOXeT MNoHaZobuTbCA WCCNEeAOBaHWE CTENeHW BNUSHUA MeTabonnToB
[AENCTBYIOLLEro BeWeCcTBa, a TakxXe NpoAyKTOB Aerpagauunm, obpasyowmxcs npyu npob6onoarotoBke, u
0A4HOBPEMEHHO MPUMEHSIEMbIX IEKAPCTBEHHbIX NpenapaToB. Ha aTane Banuaaumm 6MoaHanUTUUYECKON
METOAMKM WM Ha 3STane aHanu3a KOHKPETHOr0 WCCNeNOoBaHMA WM aHanM3upyeMoro BeLlecTBa
Heo6X0AMMO MPUHATb BO BHMMaHWE NEeKapCTBEHHblEe MpenapaTbl, MNPUMEHSBLUMECA WCCNeayeMon
nonynsiunen Kak ConyTCTBYyOLLME.

12. Ecnn npumeHummo (anst HectabuibHbIX MeTabonuTOB, HaNpUMEpP, KUCbIX MeTabonuToB B
acunpe, HecTabunbHbiX N-OKCMAOB WMAM TNOKYPOHUAOB, COEAVMHEHUW C NTAKTOHHOW CTPYKTYpoOM),
Heo6X0AMMO OUEHUTb BO3MOXHOCTb 06paTHoro npeobpas3oBaHMs MeTabonuta B  MCXOAHOE
aHanM3npyeMoe BeLLEeCTBO Ha pa3/IMYHbIX 3Tanax aHanu3a (BKAw4Yas npoueaypbl NpobonoaroToBKM
nnu B usBneyeHmm ang MC-aHanusa). HeobxoanMo yCcTaHOBUTb CTENEHb 06bpaTHOro npeobpasoBaHusA
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M NpoaHanM3MpoBaTb €ro BAMSHME Ha pe3ynbTaTbl UccnenoBaHus. Ha paHHMX 3Tanax pa3paboTku
HOBOr0O XWMUYECKOro COoeAMHEeHUsi, NoKa ero MeTabonusM ewe He W3yyeH, TaKyk OLEHKY
OCYLLEeCTBUTb HEBO3MOXHO. TeM He MeHee nocne nony4yeHus B npouecce pa3paboTkyM HOBbIX AAHHbIX
0o Metabonuame AencTBylOWEero BewecTBa HeobxoaMMoO yuuTbiBaTb npobnemy obpaTHoro
npeobpa3oBaHus, YTo TpebyeT NpoBeAeHNs YaCTUYHOW Banugaumn.

B HekoTOopbIX cCny4yasix [AOCTAaTOYHO CNOXHO MOAYYMTb AOCTYN K CTaHAapTHbIM ob6pa3uam
nccnepgyemblx Metabonutos. C Apyron CTOpoHbl, obpaTHoe npeobpa3oBaHue MeTabonuMtTa MOXHO
OLEeHUTb, MPOBOAS MOBTOPHbLIN aHaNU3 aKTUBHbIX 06pa3uoB (06pa3uoB, coaepXKalunx aHann3npyemblie
BellecTBa, B3STbIX OT CYyObeKTOB MCCeAOBaHUS MM XUBOTHbIX). OAHAKO B 3TOM C/lydae Henb3s
NCcKNUYnNTL 0bpaTHoe npeobpasoBaHme B npouecce NpobonoaroToBKM.

BnusaHune (adpdekT) nepeHoca

13. Mpun paspaboTke MeTOAMKM HEO6XOAMMO NpPUHUMATb BO BHWUMaHMe U MWUHUMU3NPOBATH
nMnepeHoc aHanM3npyeMmoro BeuwectBa OT npobbl K npobe. B npouecce Bannaaumm HeobXoaAMMO
oueHuTb 3 deKT nepeHoca, BBOASA X0noCTble ob6pa3ubl nocsie o6pa3yoB C BbICOKOW KOHLUEHTpauuen
WIN rpagyupoBOYHbIX pPacTBOPOB BEPXHUX YPOBHEW KONMYECTBEHHOro onpegeneHuda. llNepeHoc B
XONOCTOW obpaseLl nocne CTtaHaapTHOro pacTBopa C BbICOKOW KOHUEHTpPaLMEN He AOIKEH MPEBbIWATb
20% Benu4YMHBbI HUXKHEro npegena kKonudectseHHoro onpegenenns (HMKO), kak 3TO yKa3aHO B
noapasgene "HWXHWN npeaen KONMUYeCTBEHHOro onpegeneHusa" HacToswero pasaena) u 5% - ans
BC. Ecnn o4eBMAaHO, 4TO nepeHoc HensbexeH, nccneayemble obpasubl He paHAOMU3NPYOT. g Toro
yTob6bl MEpPEHOC He MOBAUAN Ha MPaBUMIBHOCTbD U MPELU3NOHHOCTb, HeobXxoAMMO B Xo4e Banngaumm
npeaycMoTpeTb cneunanbHble Mepbl (HanpuMmep, nocne o6pas3yuoB C  0XMAAEMOM BbICOKOM
KOHUEHTpaumMerhn M [0 Hayana aHanusa odepefHoro ucnbiTyemMoro obpasua BBOAUTb XOA0CTble
obpasubl).

Hu>xHUin npenen KosIMm4eCcTBeHHOro onpeaeneHmnAa

14. HmxHui npepen konuyectseHHoro onpegeneHnsa (HMNKO) ecTb HaMMeHbllas KOHUEHTpauus
aHanusnpyemoro Bewectsa B obpasue, KoTopasd noAdaeTcsd HAAEeXHOMY  KOSM4YeCTBeHHOMY
onpeaesieHnto C NpuMeMsaemMor NMpaBUIbHOCTbIO U Mpeum3noHHOCTbio. HIMKO cunTaeTcs HanMeHbLnM
rpagyvpoBOYHbIM CTaHAapTHbIM 06pa3uoM (Kak 3TO ykasaHo B nogpasgenax "lMpaBunbHOCTL" u
"Mpeun3noHHOCTL" HacTosawero pasaena). MNpu 3TOM cMrHan aHanmM3mpyemoro eeuwlectesa m3 obpasua ¢
HMNKO posmkeH He MeHee yeM B 5 pa3 npeBOCXOAUTb BEINMYMHY CUIMHana Xosnoctoro obpasua. HIMKO
HeobxoAMMO afanTUpoBaTb K OXWAAEMbIM KOHUEHTpauusaM W uenu uccnenoBaHus (Hanpumep, B
nccnepgoBaHmn 6uoskeusaneHTHoCcTM HIMKO He gomxeH 6biThb Bbiwe, YeM 5% oT Cmax (MUHUManbHOM
BeNMUMHbl Cmax 13 BCcen BbIBOPKM CybBHEKTOB)).

paaynpoBoYHas kpueasa (JIMHENHOCTb)

15. Heo6xoanMo oueHnTb MYHKUNIO OTKIMKA rpagyMpOBOYHON KPUBOW ANS BCEX KOHLEHTpauui
aHaNM3MpyeMmoro BellecTBa, NP 3TOM U3YUYEHMIO NOASIEXUT onpeaeneHHbIn AnanasoH KOHUEHTpaUnn.
pagyvnpoBOYHblE CTaHAapTHble obpa3ubl roTOBAT NyTeM aobaBneHUs aHalIU3nMpyeMoro BelwecTBa C
M3BECTHbIMW KOHLEHTpauMsMM K XONOCTOM npobe C MCnosib30BaHMEM TOM Xe ee pa3HOBMAHOCTH,
KoTopas 6yaeT nonydyeHa B mccrnenosaHmn. KaxgomMy aHanmMsmMpyemMoMmy BelecTBY, U3y4yaeMoMy npu
Banuaaumm 6MoaHaNMTUUYECKON METOAMKM, U  KaXAOMY  aHaJMTUUYECKOMY UMKIY  AO0JIKHA
COOTBETCTBOBATb OTAENbHAA rpaAyupOBOYHAA KpMBas.

B waeane [0 Hayana npoBeAeHMs Banuaauum 6uoaHanMTUYECKOW MeToAMKM HeobxoamMo
YCTQHOBUTb OXMAAEMbIA AMANA30H KOHUEHTpauui. IDTOT JAManasoH [AOJ/HKEH MNepekpbiBaTbCs
aHanuTMyeckon o6nacTblo MNpuMMeHseMon MeToaukMu, 3adaBaeMo HIMKO kak HaWMMeHbLUEero
rpaayvMpoBOYHOIrO CTaHAapTa M BEpPXHUM MNpeaenoM KoIu4vecTBeHHoro onpeaeneHuns (BMKO) kak
Hanbonbllero rpagyMpoBOYHOrO CcTaHAapTa. [uana3oH HeobXxoAMMO 3ajaTb C LUefblo Haanexallero
onucaHuns papMakOKMHETMKM M3y4YaeMoro aHaM3mMpyeMoro BewecTsa.

http://www.consultant.ru/cons/cgi/online.cgi?req=doc&base=LAW&n=207405&fld=134&dst=100014,0&rnd=0.15168689807692837#018715727... 47/71


Admin
Выделение


11.02.2018 MeyaTb AOKyMeHTa

16. lNMoMmMo xonoctoro obpasua (noaseprHyToro obpabotke 6uonormyeckoro obpasua, He
coaepxaulero aHanusmpyemoro seuwecrtesa unm BC) u Hynesbix obpa3uoB (NoaBeprHyTbix ob6paboTke
buonornyecknx obpasuos, coaepxawmx BC) HeobxoAMMO MCNONb30BaTb He MeHee 6 pas3MYHbIX
rPaAyMpoBOYHbIX KOHLUEHTpauumi. Kaxkabli rpagyMpoOBOYHbINA CTaHAAPT AOMYCKAETCA aHaM3MpoBaTb
NOBTOPHO.

17. Heo6xo0AMMO MCMNO/Ib30BaTb 3aBMCUMMOCTb, KOTOpasl MPOCTO M HaAEeXHO MO3BONSAET onucaTb
GYHKUMIO OTKIMKA aHaNUTUYECKOro CUrHana OT KOHLIEHTpauMW aHanM3upyemoro BeulecTBa. [lpwu
BbIYMCNEHNN NApaMeTPOB rpaayMpOBOYHON KPUBOK XOSIOCTbIE U HYJIEBblE 06pasubl HE YUYMUTbIBALOT.

18. B oTyeTe HeobxoAMMO oOMnMucaTb NapaMeTpbl FPaAyupOBOYHOM KpUBOM (ANS JIMHENHOWN
perpeccum - yron HaksoHa n ceobogHbir uneH (Nnpu HeobxoamMMoCTM nocneaHero)). B gononHeHwe K
3TOMY Hapsigy C pacCYUMTaAHHbIMU CpeAHMMW 3HA4YeHUSIMU NPaBUSIbHOCTU HeobxoAMMO NpeacTaBUTb
9KCMepUMEHTaNbHO pacCyYMTaHHble KOHLUEHTpPauuuM rpagyMpoBOYHbLIX CTaHAapToB. B oTuete
HeobXxo0ANMO NpeacTaBuUTb BCE MMEKOLMNECS WUIN NpUeMSeMble KpuBble (HO HE MeHee 3), NOoSyYeHHble
B X04e Banmpauuu.

19. 3KcnepuMeHTanbHO paccYUTaHHble KOHLUEHTpauuu rpasynmpoBOYHbLIX CTAaHAAPTOB AOJIXKHbI
nexarb B npeaenax X 15% OT HOMUHaNbHbLIX 3HAYeHU (3a uckadyeHneMm HMKO, ana KoTopbiX 3Tu

3HaueHMUs MOryT HaxoauTbcs B npegenax £ 20%). DTOMy KpUTEPUIO [AOJ/IKHbI COOTBETCTBOBATb HE
MeHee 75% rpaayvpoBOYHbIX CTaHAApPTOB B He MeHee 4yeM 6 pas3/iMyHbIX KOHUeHTpauusax. Ecnu

MCNONb3YITCA MNOBTOPHOCTU, 3TUM KpuTepusiM (B npeaenax £ 15% unn £ 20% ans HMNKO) A0MKHBI
cooTBeTCTBOBaTb He MeHee 50% umcnbiTaHHbIX 06pa3LoB ANS KaXA0MW KOHUEHTpaunu rpaaynpoBOYHbIX
CcTaHaapToB. Ecnn rpagyvpoBOYHbLIM CTaHAAPT He COOTBETCTBYET 3TUM KpUTEpUAM, ero Heobxoaumo
NUCKNOUUTb, @ FpagyMpoOBOYHYIO KPUBYIO nepecuymTtaTb 6e3 yyeTa 3TOro craHaapta (B TOM uucne
NPOBECTN NMOBTOPHbLIA perpeccuoHHbIn aHanus). Ecnm Bce NOBTOPHOCTU FpadyupOBOYHbIX CTaHAAPTOB
HMNKO wnm BMNKO 6binn 3abpakoBaHbl, TO Bainaauuio COOTBETCTBYHOLLEN CEPUN TPaayUpPOBOYHbIX
pacTBOpOB He nMpoBoAAT. Npu 3TOM He0bXoAMMO YCTaHOBUTb MPUYUHLI 3abpakOBKKU, a METOAUKY MpwU
HeobxoanmocTn gopabotatb. Ecnu Banngaumsa cnenytowen cepum Takxe He NpoxXoauT, TO A0 Hadvana
HOBOW Banuaaumm HeobxoamMMo NEPECMOTPETb METOAMUKY.

20. HecMoTps Ha TO, YTO rPaAyMpOBOYHYH KPUBYI XenaTelbHO CTPOUTb C MCMOSIb30BaHMEM
CBEXEMNpPUroTOB/IEHHbIX 06pasL0B, NPU HAIMYNM HaANEeXalWmX AaHHbIX MO CTabUNbHOCTM AOMNyCKaeTcs
MCNoJIb30BaTb paHee NPUroToB/IEHHbIE N NOABEPrLUMECS XPAHEHUIO MPaAyMpPOBOYHbIE 06pa3Libl.

MpaBUNbLHOCTL

21. MNpaBUNbHOCTb aHAJIMTUYECKON METOANKMU BblpaxkaeT 6/1M30CTb MONYUYEHHbIX C MOMOLLbIO Hee
3HAYeHUN K HOMWHANbHBIM KOHLEHTpaUMAM aHalu3nMpyemoro BeuwectBa (Kak npaBwao, OHa
Bblpa)aeTcsl B npoueHTax). lpaBUbHOCTbL HEO6XOAMMO OLEHMBATb MO obpa3uaM A/ KOHTPONs
kayectBa (KK) - obpa3uam, K KOTOpbIM A0b6aB/ieHO 3apaHee U3BECTHOE KOSIMYECTBO aHaIM3nUpyeMoro
BewecTBa. O6pa3subl ans KK rotoBaT HeE3aBUCUMMO OT rpagyMpOBOYHbIX CTaHAAPTOB, WCMOb3ys
pasnunyHble NpeaBapuUTesIbHO NPUroTOBJ/IEHHbLIE UCXOAHbIE pacTBOPbI.

22. O6pa3subl ang KK aHannsnpyoT No rpadynpoBOYHON KPUBOM, SKCNEPUMEHTasbHble 3HauYeHus
KOHUEHTpaumMii CpaBHMUBAKOT C HOMUHaNbHbIMU. MPaBUNBHOCTL B OTYETE BbipaXkaloT B BMAE MpoLeHTa
OT HOMMWHAasbHbIX 3Ha4yeHWi. MNMpaBUIbHOCTb HEOH6XOAMMO onpeaensaTb Mo KOHUeHTpauuam obpasuoB
anga KK, nonydaembiM Kak BHYTpu 1 umkna (NpaBuiIbHOCTb BHYTPU LUMWKIA), TakK M B pasHbIX LMKNax
(NpaBUIBbHOCTb MeXAy LUKIaMun).

C uenbio oueHKM NtobblX BpeMEHHbIX TEHAEHUWI BHYTPM 1 UuMKna uLenecoobpasHo NoATBEPAUTb
NPaBUbHOCTL W MPEUM3UOHHOCTb aHanmsa obpasuoB ans KK He MeHee ueM B 1 uukne,
COOTBETCTBYIOLLEM MO BEIMYMHE MIAHUPYEMOMY aHANIUTUYECKOMY LMKIY ANSt UCMbITYEeMbIX 06pa3LoB.

MNpaBUIbHOCTb BHYTPU UMKNA

23. MNpaBW/ILHOCTL BHYTPU UWKNa onpenenstoT nyTeM aHanusa BHYTpM 1 umkna He MeHee 5
06pasuUoB OAHOM KOHUEHTpauuMu He MeHee 4yeM AN 4 pasfIMYHbIX KOHLUEHTpauun, BXOAAWMX B
AuanasoH NpuMeHeHUsa METOAMKUN. PeKoMeHayeMble KOHUEHTPpaunu:
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HMKO;

TponHasa BenuuuHa HIMNKO (HMXHWUIA YypOBEHDL);

okono 30 - 50% oT BepxHeln rpaHuubl onpeaensemMblX KOHUEeHTpauun (CpeaHnn ypoBeHb);
He MeHee 75% OT BepxHeln rpaHunubl onpeaensemMblX KOHUEeHTpauun (BepxXHUi ypoBeHb).

CpeanHee 3HauyeHME pacCUYMTaAHHbIX KOHLEHTpauun AO/MKHO HaxoAuTbCs B npeaenax + 15% ot
HOMWHaNbHbIX 3HauYeHun ansa obpasuos ansa KK; oaHako ans HMKO npegenbl gonyckaeTcs paclmpuTb

o ¥ 20% oT HOMUHANbHbLIX 3HAYEHUN.
MpaBWbHOCTb MexXay umKiamMu

24. [Ona Banuaauuu npaBUAbLHOCTM Mexay uuknamm Heobxoammo oueHuTb HIKO, HuXHURM,
cpeaHun n BepXHuin ypoBHU obpasuos ans KK n3 He MeHee 4eM 13 3 npoaHain3npoBaHHbIX LMKIOB,
MPOBEAEHHbLIX B TEYEHME HE MeHee 4YeM 2 pas3fnyHbiX AHen. CpeaHee 3Ha4YeHUE PpacCCUUTAHHbIX

KOHLIEHTpaUN A0MKHO HaxoauTbcs B npeaenax * 15% oOT HOMMHANbHbLIX 3HAYEHWI AN 06pa3LoB
ana KK; ana HMKO npeaensl gonyckaetcsa pacwumputb A0 * 20% 0T HOMUHANbHbIX 3HAUYEHUNA.

25. B oTtuer 0 BanMpaumm MeTOAUKMU npn onpeaeneHnn npaBuibHOCTU U NPEUN3INOHHOCTU
HeobXxoAMMO BKJIIOYUTL BCE nony4yeHHbIE Ppe3ysibTaTbl, 3a WCKJIKOYEHNEM [AOOKYMEHTUPOBAHHDbIX
npomMaxos.

npeLI,VI3VIOHHOCTb

26. MNpeunsnoHHOCTb aHaIUTUYECKON METOAMKW - 3TO CTerneHb 6/IM30CTU pe3ynbTaToOB MexAay
OTAENbHBIMU MOBTOPHbIMU M3MEPEHUSAMU, Bblpa)kalollasics B BUAE OTHOCUTENbHOro CTaHAapTHOro
OTK/IOHeHuns (koadduumeHTa Bapuaumm). lNpeumsnoHHOCTb Heobxoammo noaTBepanTb ansa HIKO,
HMXHEro, CpeAHEero n BEpXHero ypoBHeln KOHUeHTpauun obpasuos ans KK kak BHYTpu 1 umkna, Tak u
MeXay PpasHbIMWU UWMKAaMKU, TO €CTb ANA TeX Xe UUKIOB W [AaHHbIX, YTO W MpU NOATBEPXAEHUMU
NnpaBUIbHOCTMW.

Mpeun3noHHOCTb BHYTPU LMK/

27. Tlpu oOuUeHKe Npeum3noHHOCTU BHYTPU UUKIA HeobXxoAMMO WCNOAb30BaTb He MeHee 5
obpa3yoB oaHoOM KoHUeHTpaumu ans HIMKO, HMXHero, cpeaHero n BepxXHero ypoBHEN KOHLUEHTpaumu
obpa3uyoB ana KK BHyTpu ogHoro uuknia. OTHOCUTENbHOE CTaHAAapTHOE OTK/IOHEHME BHYTpU 1 uumkna
He A0JKHO npeBblwaTbh 15% anga obpasuos ans KK, ana HMKO oHo He aomkHO npeBbiwaTb 20%.

Mpeumn3noHHOCTb MeXAy LnKnamMm

28. Mpun oueHKe MPELM3NOHHOCTM Mexay umknamm Heobxoammo onpeaenntb HIMKO, HWMXHWUNA,
CpeaHunin 1M BEpPXHUA YPOBHM KOHUeHTpauunm obpasuos and KK He MeHee uyem wu3s 3
NpoaHanM3npoOBaHHbLIX UWKI0B, MNPOBEAEHHbLIX B TeYeHMe He MeHee 4YeM 2 pasfINyHbIX [AHEeW.
OTHOCUTENbHOE CTaHAapTHOE OTKNOHEHME MexAay UWMKIaMW He [O/MKHO npesbiwaTte 15% ans
obpa3uyos ana KK, ana HMNKO oHo He aomkHO npeBbiwaTth 20%.

OTcyTcTBUME BNMsSHUSA pa3baBneHns obpa3uos

29. CteneHb pa3sbasneHnsa o6pa3yoB He JA0/MKHa BAMATb Ha MapaMeTpbl MNpaBUIbHOCTU W
Npeun3noHHOCTM MeToaAnKK. [lo BO3MOXHOCTM Banuaauumto pasbasneHms obpasuos HeobxoAMMo
npoBoAuTb nNyTeM pAobaBrneHuMs K MaTpuue aHanim3MpyemMoro BelwecTBa B KOHUEHTpauuu Bbllle
BEpXHEeN rpaHuubl ornpeaenseMblX KOHUEHTpauun n pasBefeHus noayyeHHoOro obpasua XosioCcTon
npoboin (He MeHee 5 onpepeneHun Ha Kaxanoe pasbasneHune). MpaBUALHOCTbL U MPEUU3NOHHOCTb
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[IO/DKHbI HaxoAMTbCA B Mpedenax YCTaHOBJIEHHbIX KpuTepues rnpuemneMmoctn (He 6onee =+ 15%).
AHannTMyeckun pauanasoH (AnanasoH MpUMEeHeHus) [AOo/DKeH Bka4aTb B cebs pasbasneHwue,
NpUMeHsieMOe K UCMbITyeMbIM ob6pa3uam.

30. OueHky AuanasoHa MNPUMEHEHUS MOXHO MNPOM3BECTM B paMKaxX 4YacTUUYHOW Banuaauuu.
[onyckaeTcs UCMofb30BaTb MHYIO MATpuULy, €CNM NOKasaHo, YTO OHAa HEe B/IUSIET Ha NPeuM3nOHHOCTb
N NPaBUbHOCTb.

SddeKkT MaTpuubl

31. Mpu npuMeHeHUn MC-MeToanK Heo6XoAMMO oueHUTb 3P deKT MaTpULbl, NCMOSb3YS HE MeHee
6 cepuin XxonocTblx 06pasLOB OT pa3HbliX Cy6bekToB (MCTOYHUKOB).

32. TlyTeM BblYMUCNEHUSA OTHOLIEHUA MaKCUManbHOW NNowaan nuka B MNPUCYTCTBUM MaTpuULbl
(onpepenseTca nyTeM aHanmMsa MOArOTOBNEHHOrO Xosoctoro obpasua ¢ AobaBneHHOW W3BECTHOM
KOHLUEHTpaunen aHaanm3npyeMmoro BeLlecTBa) K MakCMManbHOW Naowaam nvKka B OTCyTCTBME MaTpuubl
(4NCTbI pacTBOpP aHAM3MPYEMOro BELLECTBa B TOM Xe KOHUEHTpauuu) 475 KaXaon Cepum MaTpuubl
ONng Bcex aHanusupyemblx BewectB M BC HeobxoanmMo paccuutaTbh 3ddekT ™MaTtpuubl (3M).
HeobxoanMmMo paccymtaTb HOpPManun3oBaHHbIN DM no BC (kKak 4acTtHoe OT paenedms 3SM
aHanusunpyemoro sewectsa Ha DM BC). OTHocuTeNnbHOE CTaHAApPTHOE OTKIOHEHWE HOPManM30BaHHOIO
OM no BC, paccumTtaHHoe ansa 6 6uonorndyeckmx ob6pasuoB, He AO/HKHO npesblwaTb 15%. M3mepeHus
OCYLLECTBASAIT AN HUXHErO N BepXHEero YpoBHS KOHUeHTpaunn obpasuos anga KK.

Mpn HENPUMEHMMOCTM Takoro noaxoaa (Hanpumep, Nnpn Npob6oNoAroToOBKE B peXmMe peasibHOro
BpeMeHMn) HeobXxoamMMOo oLUEeHUTb BapnabesbHOCTb OTKAIMKOB MeXAy CepusiMM NyTeM aHanm3a He MeHee
6 cepuin MaTpuubl, B KOTOpPYIO A06aBNEHO aHANMN3NPyeMOe BELWECTBO Ha HUMXKHEM N BEPXHEM YPOBHSX
KoHUeHTpauun obpasuos ansa KK. B otuete o Bannaaumm Heob6xoammo npenctaBuTb NAoOLWAAM NMUKOB
aHanusmpyemoro BeuwectBa M BC, a TakXe pacCuyMmTaHHble KOHUEHTpauumu Kaxaoro obpasua.
OTHOCMTEeNnbHOE CTaHA4apTHOE OTK/IOHEHME AN CepUn He A0MKHO npeBbiwaTbh 15%.

33. Ecnu MaTpuua ManoAoCTyrnHa, AOMNYCKAeTCa WCMNosb30BaTb MeHee 6 pasfiNyHbIX CepuUi
MaTpuy, 04HaKo Takon noaxon Heobxoammo obocHOBaTb. B 3TOM cnyyae Takxke Heo6XoAMMO OUEHUTb
3¢ dekT MmaTpuLbl.

34. Ecnn nekapcTBEHHbIM npenapaTt, npeAHasHauyeHHbI An9 MapeHTepanbHOro BBeAEHUS
cybbekTaM WCCNeAoBaHMUs MMM XMBOTHbIM, COAEPXMUT BCHOMOraTe/lbHble BeLlecTBa, CnocobHble
BbI3BaTb 3ddEKT MaTpuubl (HanpuMmep, MOMNITUIEHIIUKONAb UK nonncopbart) addekT mMaTpuubl B
OOMOJIHEHME K XOJIOCTOM MaTpuue OLEHMBAKT, MUCMNONb3ys MaTpuuy, COAEpXallyl YKasaHHble
BCioMoOratenbHble BelwecTBa. Ecnm He paokas3aHo, 4YTO YyKasaHHble BCMoOMoOraTesibHble BeELLECTBA
noasepratoTcs Metabonusmy mnum 6umoTpaHcdopmaumm in vivo, MaTpuuy ANs aHaausa noay4yatoT oT
Ccy6bbeKTOB WCCNeaoBaHUs WAN XMBOTHbIX, KOTOPbIM BBOAWMAM 3TW BCNOMOraTeslbHble BeLlecTBa.
BnusiHne BcroMoraTenbHbIX BELWECTB MOXHO OUEHUTb MNYTEM BblUMCIEeHMS 3M unm npoBeaeHus
nccnenoBaHMs MNOCPEeACTBOM pasBefeHUs UCMbITYeEMOro obpasua C BbICOKOW KOHUEHTpauuen B
XONOCTOW MaTpuue, He coaepXKallie BCnoMoraTesibHble BelWecTBa.

35. B gononHeHne K CTaHAapTHbIM 6uonorndyeckmm obpasuam sdhdeKT MaTpuLbl peKoMeHayeTCs
oueHuBaTb Ha "HecTaHAapTHbIX" obpa3uax (Hanpumep, obpasuax rmnepamnMaeMnYeckor naasmMbl Uan
nnaasMbl, NOAYYEHHON U3 KPOBW, nNoaBepruencs remonunsy). Ecnn aHanusy nognexart obpasubl OT
0ocobbIX rpynn nauueHToB (HanpuMep, C NOYEYHOW WM MEUYEHOYHOM HeAOoCTAaTOUHOCTbIO), 3ddeKT
MaTpuLbl PEKOMEHAYETCS OLEHUTb, UCMOoNb3ys 6uonorndyeckne obpasubl OT TaKMX NMauMEHTOB.

CtabunbHoOCTb

36. YT06bl yAOCTOBEPUTHLCS, UYTO KaxAblh 3Tan npobonoAroTOBKM W Mocneaylowero aHanmsa
06pasuoB, a TakXe YCNoBUS UX XPaAaHEHUS He MOBJIUSSIN Ha MOCTOSAHCTBO COXPAaHEHUSI KOHLIEeHTpauum
aHaNM3MpyeMoro BeLwecTsa, NPoOBOAAT nccneaoBaHne CTabunbHOCTH.

37. CTabunbHOCTb HEO6XOANUMO OLEHUTb ANS KaXAOro 3Tana aHalIUTUUYEeCKOW METOAMKWN, TO eCTb
NoNyuYuTb AOKAa3aTeNbCTBA TOro, YTO YC/I0BUS, A1 KOTOPbIX NPOBeAeHbl UCCneaoBaHns cTabunbHOCTU
(HanpuMmep, BuA 6uonormyeckoro obpasua, HaaMune aHTUKOoarynsHTa, MaTepuan KOoHTelHepa
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(ynakoBKW), XpaHeHME N YC/I0BUS aHanMs3a) aHasllorMyHbl peasibHbIM YC/IOBUSIM aHanmM3a UCMbITYEMbIX
06pa3uoB. Ccbilka Ha IUTepaTypHbIE UCTOUYHUKM HE AABNSIETCSA AOCTAaTOYHbIM YC/TOBUEM.

38. CtabunbHOCTb aHanNM3npyeMoro BewecTtsa B uccieayemom obpasue oueHuBatoT, UCMOb3ys
obpa3subl HUXXHEro M BEpXHEero ypoBHS KoHueHTpaumun ansa KK, KoTopble uccneaytT cpasy nocne mx
npobonoAroToBKM M MOC/E XpPaHeHUs B YCNOBUAX, B KOTOPbIX MPOBOAUTCS paboTa C UCMbITYEMbIMU
obpasuamn. O6pasubl ana KK, kKak npaBwio, aHanM3ampylT N0 rpagyupoBOYHOM KPUBOMH,
pacCYMTaHHOM MO CBEXENPUroTOBAEHHbIM FPaAyMpOBOYHbIM pacTBopaM. lNony4vyeHHble KOHUEHTpaunm
CpaBHMBAKT C HOMUHaNbHbIMWU. [MpaBUNBHOCTL ANA KaXAoW W3 KOHUeHTpauuin (Ans cpeaHux

3HAUEHW) [OMKHA HaxoanTbcs B npegenax £ 15% OT HOMUHAMIbHOIO 3HAYEHUS.

39. Heobxoammo, yuuTbiBass NMHEWHbIM AManasoH W AuManasoH onpejenieHuns AeTekTopa,
NCNbITaTb CTAabUIBHOCTb MCXOAHBIX U paboumnx pacTBOpPOB NOCNE COOTBETCTBYIOLWMX pa3BeaeHUN.

40. UccnepoBaHus cTabuibHOCTM HEO6XOAMMO MPOBOAUTL MPU Pas/INYHbLIX YCNOBUSAX XpaHeHUs
(HanpuMep, ncnonb3ys noaxoa "Hamxyawero ciaydas"), NO CpoKaM, pPaBHbIM WM MNpPEBbILIAOWMM
CPOKWM XpaHeHUs aKTUUYECKUX aHaNN3NPYEMbIX nccnesyemMbix o6pasos.

41. Heob6x0aMMO NpoBeCTU cnepyowme NCnbiTaHns CTabunbHOCTU:
a) cTabunbHOCTb NCXOAHbIX U pabouynx pacTBOPOB aHasIM3MPyeMOro Belectea n BC;

6) cTabunbHOCTb 3aMOPOXEHHOI0 W Pa3MOPOXEHHOro 6monornyeckoro obpasua, cogepxxaliero
aHanusnpyemoe BewecTBo (NepeMeLLeHHOro M3 yCcnoBMin 3aMOpPO3KM B KOMHATHYIO TeMnepaTtypy wmnu
TemMnepaTtypy YCnoBuh npobonoaroToBkM He MeHee 4YeM B 3  uMmkiaax "3aMopaxumBaHusa -
pasMopaxuBaHusa");

B) KpaTKOoCpouyHash CTabunbHOCTb aHanM3MpyeMoro BellecTBa B buonormyeckom obpasue npwu
KOMHaTHOW TeMnepaTtype wian TemnepaType yCcnosun NnpobonoaroToOBKK;

r) eCTeCTBEHHOE XpaHeHue 6uonormyeckoro obpasua, coaepkallero aHaansmpyeMoe BeLllecTBO
(B 3aMOpPOXEHHOM BuAae).

42. KpoMe Toro, He06xoAMMo NMPOBECTU C/eayloLWmne NcnbitTaHnsa (ecnm NpUMEHUMO):

a) crabunbHocTb ob6pasua nocne npobornoaroTOBKM MNpU KOMHATHOW TemnepaType WM B
YCNOBUSIX XpaHeHUs, KoTopble 6yayT MCNONb30BaTbCA BO BpeMS aHanu3a;

6) cTabunbHOCTb noaBeprwmnxca npobonoarotoBke o06pa3yoB B YCTpoOWCTBE AN
aBTOMaTMYeCcKoro Beoda npobbl Npu TeMnepaType MHXeKTopa uian asTogo3artopa.

43. N3yueHne cTabunbHOCTM NpU 3aMOpaXKmMBaHMM n pasMmopaxxnsaHum. Obpasubl ana KK xpaHaTt
3aMOPOXEHHbIMM B  MOPO3UILHOM KaMepe nNpu NpeaycMOTPEHHOMW TemnepaTtype W 3aTteM
pa3sMopaxnuBakT NpM KOMHaATHOMW TeMnepaType unm Temnepartype npobonoAroToBku. Nocse NoaHOro
pasMopaxuBaHunsa obpasubl 3aHOBO 3aMOpaXKMBalT B TeX Xe ycnosuax. B kaxaoMm umknie obpasubl
AO/DKHbl HaxoAUTbCA B 3aMOPOXEHHOM COCTOSIHUM B TeYeHWe Mo MeHblen Mepe 12 vacos.
KonmyectBo UWKIOB M3y4deHUs CTabuibHOCTM "3aMOpa)kmBaHuUs - pasMopaxmBaHusa" AO/KHO 6biTb
paBHbIM UMW MNPEBbIWATb KONMYECTBO TaKMX LMKNOB AN UCMbITyeMblXx 06pa3uoB.

44, W3y4yeHMe eCTeCTBEHHOro XpaHEeHWs 3aMOpPOXeHHOoro 6buonornyeckoro obpasua,
cogepxawero aHanmsmpyemoe Bewectso. Ob6pasubl ans KK HeobxoAMMO 3aMOpo3nTb B TeX Xe
YCMOBUSIX U XPaHUTb B TaKMUX YCIOBUSX CTOJSIbKO XK€, CKOJIbKO M MUCNbITyeMble 06pa3subl, Uin gosblue.
B OTHOWEHMN HU3KOMONEKYNSAPHbLIX OpraHMYeckuUX CoOeaAMHEeHUI AOMYyCKaeTCs UCMonb30BaTb NoAXoA,
OCHOBaHHbLIAN Ha WCCNefoBaHMM KpaMHUX BapuaHToB (MeToa OpekeTuHra), Hanpumep, €ecnu
CcTabunbHOCTbL MoATBEpPXAEHa npu Temnepatypax MUHYc 70 m MumHyc 20 °C, wuccnemoBaTtb
CTabuMnbHOCTb MpKU TemnepaTypax, MNonagarwmx B 3TOT Aumanal3oH, He Tpebyetca. CrtabunbHOCTb
KPYMNHbIX Mosiekyn (HanpwuMmep, nentuaoB M 6enkoB) Heob6xoAMMO nNOATBEPAMTb ANS KaXaon u3
TemnepaTtyp, nNpu KOTOPbIX OyaeT OCyWecTBAATbCA XpaHeHne o6buonornyecknx obpasuos. B
gonosHeHne Kk obpasuam ana KK gonyckaetcsa wmcnonb3oBaTb WUCMbITyeMble o6pasubl, OA4HAKO
NCNOoJIb30BaHME TObKO MCMbITYEMbIX 06pa3LOB SBASETCS HEeAOCTAaTOYHbIM, MOCKOJSIbKY HOMWHAaNbHbIE
KOHLUEHTpaUnUnM aHaIM3MPYyeEMOro BeLleCcTBa B HMX HEU3BECTHbI. Pe3ynbTaTbl M3yyeHus CTabuabHOCTU
NPW eCcTeCTBEHHbIX YC/I0BUSAX XPaHEeHUS AO0MXKHbI 6bITb NONy4YeHbl 40 COCTaB/AeHNs oTyeTa.

45. N3yyeHne cTabunbHOCTU MUCXOAHbIX U paboumx pacTBopoB. [loaTBepXxAaTb CTabuMNbHOCTb
paboumx pacTBOpOB ANA KaxAoW KOHUeHTpauumum He TpebyeTca, AonycKaeTcs OrpaHUYUTbCA
noATBeEPXAEHMEM CTabunbHOCTM KpanHUX BapuaHToB (MeTogoM 6pekeTuHra). [loaTBepXAaaTb
CTabMNbHOCTb BHYTPEHHUX CTaHAAPTOB, MeYeHHbIX CTabunbHbIMWM K30TOMNAMKU, He TpebyeTcs, ecnu
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NoATBEPXAEHO, YTO B YC/NOBUAX, AN KOTOPbIX MNOATBEPXAEHA CTabW/bHOCTb aHaIM3NPyeMOro
BELLECTBA, HE MPOUCXOAUT peaKkLMini N30TOMHOro obMeHa.

46. B OTHOWEHUM WCCNEAOBAHUA C HECKONbKMMU aHaNu3MpyembiMM BeLLECTBAaMU, BKIOYAs
oTAeNbHble UCCNeaoBaHnsa 6MO3KBMBANEHTHOCTU, HEO6XOAUMO MOATBEPAUTL CTAabUNBLHOCTb Ka)Aoro
aHaNM3MpPyeMoro BellecTBa B 6M0N0rMYeckoM obpasiue, CoAepXKalleM BCE aHaNn3npyeMblie BELLLECTBA.

47. B uensax noATBEPXAEHUA TOro, 4TO OMNpeAensieMble aHaNUTUYECKON METOAUKOWN
KOHLIEHTPAUNN aHa/IM3UPYEMOro BELLECTBA OTPAXAKT €ro UCTUHHOE CoAep)KaHue B 6MONOrMYecKmx
obpa3uax cybbekTa uccnegoBaHMss B MOMEHT MX O0T60pa, Heob6xoAuMO W3yuuTb CTabuiibHOCTb
aHanu3MpyeMoro BewecTsa B 6MosiormyeckomM obpasue, Nosly4eHHOM cpasy nocne oTéopa 06pasLoB m
B TeyeHWe nocneayowein npobonoAroToBKM BMIOTb [0 MOMELLEHUS €ro B YC/IOBUMS XPaHeEHUs.
Heo6x0aMMOCTb NMOATBEPXAEHMUS TAaKOW CTAabUNLHOCTU CleayeT paccMaTpyMBaTb B YAacTHOM MopsaAkKe,
OPUEHTUPYACh HA XMMUYECKYIO CTPYKTYPY aHa/IM3MPYyEMOro BellecTBa.

3. YacTM4yHag sanuaaumns

48. Mpn He3HAUYUTENIbHbIX U3MEHEHMUSIX paHee BalMANPOBAHHOW aHAIUTUYECKOM MeToauKKn (B
3aBUCUMOCTUN OT XapakTepa TakKnux U3MEeHeHUW) B NpoBeAeHUM NOSIHOM BanuMaaumun, Kak npaBuio, HET
HeobxoanMocTn. K U3MeHeHMsIM, B OTHOLIEHWW KOTOpbIX [AOMyCKaeTcss npoBeAeHne 4YaCTUYHOM
BaiMpgaummn, OTHocATCa TpaHcdep 6uoaHanMTUYeCcKon MeToaMKM B Apyryt nabopatopuio, 3amMeHa
obopynoBaHMs, W3MEHEHMEe AnanasoHa [MPUMEHEHUS, OrpaHU4YeHHbIn o0b6beM 6MoNornyecKkux
o6pasuoB, M3MeHeHMe Ppa3HOBMAHOCTM 6uonormyeckoro obpasua WM BuAA XMUBOTHOro, 3aMeHa
aHTUKOArynsHTa, WU3MeHeHue npoueaypbl NpobonoaroToBKW, YCNOBUW XpaHeHus un ap. B oTuete
HeobxoAMMO OTpa3nTb BCe Mpousowenlne WU3MeHeHUs U o060cHoBaTb O0O6BLEM MNOBTOPHOM MNKU
YyaCTUYHOW Banuaauuu.

O6beM 4yacTMyHOM BanuaauMu MOXeT npeanonaratb obbeMm pa60T HaynHada C MWUHUMaJIbHOIo
obbeMa, 3aK/4aoWerocs To/IbKO B BbINOJHEHUN OLEHKMU NnpeUN3INOHHOCTU N MPaBUJIbHOCTU BHYTPU
UnKna, n 3akaH4dmBagd npoeeaeHnem NOSIHOWM Banugaumm.

4. MNepekpecTHasa sanugauns

49. Ecnv paHHble MOJlyYeHbl C MOMOLLbI pasHbiX MeToAoB (MEeToAMK) B paMkax rpynnbl
NCCcNenoBaHuUin UM B paMKax OAHOro UCC/ENOBaHUA B PasfiMyHbIX N1abopaTopusasX C UCMOSIb30BAHUEM
OAHOWM N TOW €& MeToAWKU, HeO6X0AMMO CpaBHWUTb MOJIyYEHHbIE AaHHbIE U MPOBECTU MEPEKPECTHYIO
BaAMaauUMIO UCMONb30BaHHbIX MeToaoB (MeToaMK). B paMkax MHOroueHTpOBOrO WCCeAoBaHUsS
pasnuumsa B NpobonoaroToBKe UM UCMNOJIb30BAHUE MHOMO aHAIMTUUYECKOro METOAA MOXET MPUBECTU K
pasnMyHbIM pe3ysbTaTaM. o BO3MOXHOCTM MEPEKPECTHYIO BanuaauMio HeobXoAuMMO NpPOBECTUM A0
aHanMsa ucnbITyeMbix 06pa3LoB. B paMkax nepekpecTHoW BanvaauuMm Heob6xoaMMo MPOBECTU aHanu3
o6pasuoB ana KK mnu umcnbiTyembix 06pasuoB C MOMOLLbIO BCEX WCMOJIb30BAHHbIX aHANUTUYECKUX
MeToZoB (MeToAuK). MonydeHHble C MOMOLLbI PasfIMYHbIX METoAoB (MEeToAuK) cpeaHue 3HauvyeHus

npaBuMAbHOCTU ANna 06pasuos ana KK He Ao/mkHbI pasnunyaTbcs 6onee yeM Ha =t 15%, ogHako npw
[OCTAaTOYHOM OB6OCHOBaHUWM OHM MOFYT pasnMuyaTbCa Ha 60MbWYK BeNYUHY. MOrpewHoCTb Mexay
ABYMS 3HAUYEHUAMU UCMbITYyeMbIX 06pa3LOB AO/MKHA yKNaablBaTbCsa B Ananas3oH 20% OT ux cpeaHero
3Ha4YeHns He MeHee yeM ans 67% NoBTOPHOCTEN.

III. AHann3 ncnbiTyeMbix 06pasLoB

50. Mo 3aBeplweHUn MOJSIHOW Banuaauuu aHanUTUYECKOW METOAMKM MPUCTYNalT K aHanusy
NcnbiTyeMbiX 06pasuoB. [1o Hayana aHanMsa UCMbITyeMbIX 06pa3LoB HEO6X0AMMO MPOBECTU NPOBEPKY
NPUroAHOCTN 6MOAHANNTUUYECKON METOAUKMU.

51. C uenbo obecneyeHnss nNpUMEMSIEMOCTU aHaIUTMYECKOro Uuukia npobonoaroToBKy
ncnbiTyembix o6pasuos, obpasuos ans KK v rpaaynpoBOYHbIX pacTBOPOB HEOOXOAMMO OCYLLECTBASATb
B COOTBETCTBMW C BaIMANPOBAHHON aHANUTUYECKON METOANKOM.
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1. AHaAUTNYECKUIN UUKN

52. AHanuMTU4YeCcKMih UWMKI COCTOUT U3 XONoCToro obpasua (noaseprHytoro ob6paboTke
6uonormyeckoro obpasua, He cogepikalliero aHanusmnpyemoro sewiecrsa nnn BC) n Hynesoro obpasua
(noaBeprHyToro ob6pabotke 6uonormyeckoro obpasua, coaepxauwero BC), rpagynpoBOYHbIX
pacTBOpPOB He MeHee 4yeM B 6 KoHueHTpauuax, obpasuos ana KK He MeHee yeM B 3 KOHUEHTpaUMax
(HWKHWIW, cpeHUA U BEpPXHWUU YPOBHWU) B 2 NOBTOPHOCTAX (WM He MeHee 5% OT Konu4yecTsa
NCNbITyeMbIX 06pasLoB B 3aBMCMMOCTM OT TOro, YTo 60nbLUE) U UCMbITYEMbIX 06pa3LoB, Noasexalunx
aHanm3y. EcnM  HOMMHanbHble  KOHUEHTpauum  UCXOOHbIX  pacTBOPOB HEe  YCTAHOBJ/IEHbI,
rpaaympoBoYHble pacTBopbl U 06pa3subl ans KK Heo6xoaAnMO roToBUTb OTAENbHO, MCMO/b3YsS pa3Hble
NPUroToBNEHHbIE NCXOAHbIE pacTBOpbl. Bce o6pa3ubl (rpaaympoBoYHbIe pacTBopbl, 06pa3ubl ana KK un
ncnbiTyemble obpasubl) noanexart npobonoAroToBKe Kak eauHas cepus obpasuoB B nopsiake, B
KOTOPOM OHM A0/IKHbl aHanu3npoBaTbCcs. EonHasa cepusa npeacrtasnseT cobon obpasubl, nognexaiwue
npobonoaroToBke B OAHO M TO Xe BpeMs, TO eCTb nocsfienoBaTenbHOM HenpepbiBHOW o06paboTke
OAHMM M TEM Xe aHaJIMTUKOM C MCMOJIb30BAaHWEM OAMHAKOBbLIX PEAaKTUBOB B CXOAHbIX YCNOBUSAX.
CnenyeTt mnsberatb aHanmM3a pasaenbHO NPUIrOTOB/IEHHbIX 06pa3L0OB B KayecCTBe HECKONIbKUX Cepuii B
OAHOM aHanuTM4eckoM uukne. Ecnm atoro wum3bexaTb He vygaeTtca (HanpuMmep, BCneacTBuUe
OrpaHMYeHUn No CTabunbHOCTU NMpu NpPobonoAroToBKeE), TO Kaxaas cepus AOJ/IKHA BK/OYaTh B cebs
obpasubl ana KK kak MWUHUMYM 3 ypOBHElN KOHLUEeHTpauuu (HWXHero, cpeaHero u BepxHero). B
CTaHAapTHOM onepaunoHHon npoueaype (aanee - COM) nnu pabounx AOKYMEHTAX MO MCCen0BaHUIO
Heo6X0ANMMO 3apaHee YCTaHOBUTb KpUTEPUMN MPUEMSIEMOCTM ANS BCEro aHaaAMTUYECKOro UMKAa U ero
OTAENbHbIX CEpPUN.

53. B uensax cHuXXeHus BapuabenbHOCTM pe3ynbTaTOB aHaM3 Bcex obpas3uos oT 1 cybbekTa B
nccnenoBaHMaX H6MO3KBUMBANEHTHOCTU PEKOMEHAYETCS OCYLUECTBAATb B paMkax 1 aHanMTU4ecKkoro
umkna. Obpasubl angd KK Heobxoammo pacnpeaenuTb MO UUMKNY TakuMm obpa3om, 4Tobbl AoKasaTb
NpaBUIbHOCTb M NPELN3NOHHOCTb ANS BCEro uMka.

2. Kputepuun npnemMaeMocTy aHanTUYeckoro unkna

54. B npotokone, nnaHe wuccneposaHuma uanm B COIN HeobxoomMMO YCTaHOBUTb KpuUTepuu
NpuUeMneMocTM WM HENpueMsieMoOCTU aHanuTuyeckoro uukna. Ecnm Becb UMK COCTOUT U3
HECKOJIbKUX CepUin, KpUTepuun NpueMnemMocTy AO/DKHbl pacnpoCTPaHATLCSA Ha BeCb UMKA U (MNn) Ha
KaXKAylo cepuio B OTAeNbHOCTU. Lk MoxeT 6biTb NpMemMsieMbiM HECMOTPS Ha HEMPUEMNEMOCTb Cepun
B CBSA3M C HecobnoaeHNneM KpUTepues.

55. Heo6xoAMMO yCTaHOBUTb CeayoLWmne Kputepum npmemMnemMocT aHanMTMYeckoro umMkKna:
a) 3KCNepMMEHTaNIbHO pacCUYMTaHHble KOHLUEHTpauuuM rpaayMpoBOYHbLIX pPacTBOPOB AOJSIKHbI

HaxoAuTbCA B npenenax ¥ 15% OT HOMMWHaNbHbIX 3HAYeHWUM (3a ncknouyeHmnem HMKO, ana KoTopbiX

3TN 3HAYEHUSA MOryT HaxoauTbcs B npegenax * 20%). DTOMy KPUTEPUIO AO/KHbI COOTBETCTBOBATbL HE
MeHee 75% rpaayMpoOBOYHbIX pacTBOPOB, Kak MUHMMYM Ans 6 pas3fiMyHbIX KOHUeHTpauuini. Ecnu
pe3ynbTaT ANs rPagyvpoBOYHOro pacTBopa He COOTBETCTBYET 3TUM KpUTEepusM, 3TOT pe3ynbtaTt
Ao/KeH OblTb UCKIIOYEH, @ rpaadympoBOYHAs KpuBas AOMKHA O6biTb nepecumtaHa 6e3 ydyeTta 3TOro
pe3ynbTaTta (MOBTOPHbIA perpecCUOHHbIN aHanuis). ECnM OTK/OHEHHbIM pe3ynbTaT OTHOCUTCHA K
rpaaynmpoBOYHOMY pacTBopy € ypoBHeM HIKO, To Ana Takoro aHaauMTU4YecKoro umkna B KadecTse
HMNKO 6yaer cnyXuTb Cneayowmin HaWMEHbLUMA TMPUEMIIEMbIA TpaAyUpPOBOYHbLIA pacTBOp U3
AvanasoHa nuHenHocTu. Ecnn pesynbTaT Ansa rpagyMpoBOYHOrO pacTBopa C MaKCMMasbHOM
KOHUEHTpaumen HenpuemseMm, To ANS TaKOro aHanuMTuyeckoro umknia B Kadectse BIKO 6ypert
CNYXWUTb crneaylowmn HambonblWwMin  NpuUeMnemMbll  rpagyuMpoBOYHbIA  pacTBOp W3  AuMana3oHa
JINHENHOCTU. [NepecumnTaHHbIN aHAaNUTUYECKMIA AMana3oH AOJ/HKEH oxBaTbiBaTb Bce obpasubl ana KK
(HMXHero, cpegHero 1 BeEpXHero ypoBHs);

6) 3HayeHWs npaBuIbHOCTM o6pa3suoB ans KK go/mkHbl nexats B npesenax =+ 15% ot
HOMWHAMbHbIX 3HAYEHUI. DTOMY KPUTEPUIO AOJIXKHbI COOTBETCTBOBATbL He MeHee 67% o6pa3uoB ans
KK n He mMeHee 50% o6pa3uoB Ans KaxAaolh KOHUeHTpauuu. Ecnm 3T Kputepum He cobnwoaatorcs,
aHaNuUTUYeCcKMin uMKn HeobxoamMo 3abpakoBaTb, a uccneayemble obpasubl NoABEPrHYTb MOBTOPHOM
npobonoarotoBke M aHanuly. [pn OAHOBPEMEHHOM OMpeaesieHNUM HECKONIbKUX aHanM3npyeMblx
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BEWECTB KaXAOMy W3 HUX [O/HKHA COOTBETCTBOBATb OTAENbHAs rpadyvMpoBOo4vHas kKpusas. Ecnm
aHaNUTUYECKM UMKN N0 OAHOMY U3 aHanmM3MpyemblX BewecTB $BASeTCs MnpueMsieMbiM, HO
HenpuemneMbiM MO APYroMy, AOMYCKAETCA WCMNOSb30BaTb AaHHblE MO KOHUEHTpauuMu npuveMsemMoro
aHanM3MpyeMoro  BewecTBa, OAHAaKO AN onpejeneHuss  KOHUEHTpauum  OTK/IOHEHHOro
aHanmanpyeMmoro BewectBa ob6pasubl Heo6xoaAMMO MOABEPrHyTb MOBTOPHOM Npo6oMNoAroTOBKE W
aHanuasy.

56. Ecnu npyv NOBTOPHOM MCMNOJIb30BaHUN rpagyupoBOYHbIX pacTBOPOB OANH N3 HUX - HIMKO wnnn
BIMKO - oka3sblBaeTCs HENpMEMSIEMbIM, aHaIUTUYECKMI AMana3oH METOAUKN HE MeHSeTCS.

57. Onga Kaxaon KoHueHTpauunm obpasuyoB ansa KK HeobxoamMmo paccumtaTb cpefHue 3HadeHus
NpaBUIbHOCTU U MPELM3UOHHOCTU BCEX MPUHATLIX LUKAOB U BKIKOYUTL UX B aHAIMTUYECKUA OTYET.
Ecnu cpegHune 3HadYeHns NpaBUIbHOCTM M 3HAYEHUS MPELU3UOHHOCTK npeBbiwatoT 15%, Heob6xoanmo
NpoBecTU AOMNOJSIHUTENbHOE paccrefoBaHue C Uenbld 06bACHEHUSA Takux OTKIOHEHUW. [NoaobHble
pe3ynbTaTbl Npu UcciefoBaHMAaX 6MO3KBUBANEHTHOCTM MOMYT NPUBECTU K HENPUEMIEMOCTU AaHHBbIX.

3. AHanutndeckunin ananasoH (Calibration range)

58. Ecnv no Havana aHanusa MCnbITyeMbiX 06pa3LoB M3BECTHO UM OXWAAETCS, YTO AManas3oH
KOHLEHTpPaUWiA aHaM3UPYEMOro BeELWlecTBa B UCMbITYeMbIX ob6pasuax 6yaer y3kuM, TO B UeENsax
HAZIeXXHOr0 pacyeTa KOHUEHTpaUWiA B UCMNbITYEMbIX o06pa3suax pekoMmeHayeTcs nubo Ccy3uTb
aHaIMTUYECKMI AManasoH M afanTupoBaTb KOHUEHTpauuu obpasuoB aAns KK kK HeMy, NMbo BKIOUYNTb
HoBble 06pa3ubl AN KK ¢ COOTBETCTBYHOLWMMU KOHLEHTPALUAMNA.

59. Ecnn y3Koro gmanasoHa pe3ysbTaTOB aHaM3a He OXwuaaeTcs, HO OH Habnwogaetca nocne
Hayana aHanu3a ob6pas3uoB, peKoMeHAyeTCs OCTaHOBWUTb aHanu3 W b0 Cy3nTb YCTAHOBEHHbIN
aHaNUTUYECKMI AMana3oH C NEPECMOTPOM CYLUECTBYIOLWMX KOHUEeHTpauun obpasuoB ans KK, nubo
nepen BO30OHOBJIEHMEM aHanM3a WCMbITYEMbIX 06pa3uoOB BK/AKYUTb B aHaJUTUYECKUI AManas3oH
obpasubl ans KK ¢  AONOAHUTENbHbLIMU  KOHUEHTpaumsaMn. [lOBTOpPHbLIA aHanuM3 06pa3uos,
NpoaHanmM3MpoBaHHbIX A0 ONTMMMU3AUUM aHAMTMYECKOro AManasoHa MAM KOHLEeHTpauun obpasuos
ana KK, He TpebyeTcs.

60. MMpaBwuno, ykasaHHoe B MyHKTe 59 HacTosawumx TpeboBaHuIi Takxke MPUMEHMMO, eCc/n
BblICHSeTCSA, 4YTO 60NbllOEe KONNMYECTBO KOHUEHTPAUWIA aHanu3MpyeMoro BellecTBa B WUCMbITYEMbIX
obpasuax npeBblWAET BEPXHKK TrpaHuUUy onpeaenseMblX KOHUeHTpauun. B 3ToM cnydyae no
BO3MOXHOCTM HeobXoAMMO pacWwMpuUTb aHaIUTUYECKUI AMana3oH W BKAOYUTb AOMOAHUTENbHbIE
o6pasubl ana KK nam namMeHnTb X KOHUEHTpauuto.

61. B AMana3oH KOHLEHTpauWi, YCTaHOBMEHHbIA AN UCMbITyeMblX 06pa3uoB, AOMXKHbI BXOAUTb
He MeHee 2 KOoHUeHTpauui obpasuos ans KK. Ecnu aHanntMuyeckuin avanasoH U3MEHSAETCS, B Lensx
pacyeTa GYHKUMM OTKNMKA U MNOATBEPXAEHUS MPaBUIbHOCTU U NPELM3NOHHOCTM BUoaHanuTuyeckas
METOoAMKa NOASIEXMUT MOBTOPHOM (YaCTUYHOMN) Bannaauuu,

4. TOBTOPHbI aHaNN3 UCNbITyeMbIX 06pasLoB

62. [Jo Havana aHanms3a o6pa3uoB B MNpoOTOKO/AE Banuaauum, nnaHe adHanmsa wunm COIl
Heo6X0AMMO YCTaHOBUTb BO3MOXHble MPUYMHBI MOBTOPHOMO aHanmM3a WUCMbITyeMblX 06pasuoB U
KpUTEpMM BbIBOpa 3HA4YEeHWI, NoAfexallnx BKJIIOYEHUID B aHanMUTUYeCcKuih oTtyeT. B oTueTe 06
nccneaoBaHnMmM HeobxoanMo o60CHOBaATb KonmnyectBo obpasuos (M MX 40N OT obLero KonmyecTsa),
NOABEPrLUNXCS MOBTOPHOMY aHanusy.

63. nOBTOprIl‘;I dHaJ/In3 UCNbITYEMbIX O6pa3LI,OB MOXXET NpoBOANTBLCA B TOM YUC/1E€ MO CNEAYHOLLNM
npun4ynHam:

a) 3abpakoBka aHaNMTUYECKOro LMKIa BC€ACTBUE HEBbLINMONHEHUS KPUTEPUEB NMPUEMNIEMOCTU B
OTHOLLEHMW MPaBUIbHOCTM FPaAyMpPOBOYHbIX PacTBOpPOB M (Mnun) obpasuos ana KK;

6) aHanuTuyeckmin curHan BC 3HauuTenbHO OTnM4yaeTcs oT CUrHana, nony4yeHHoro Aansa
rpaaynpoBO4YHbLIX pacTtBOpoOB U 06pa3L|,OB ana KK (ECJ'IVI TakKne Kputepun 3apaHee YyCTaHOBJIEHbl B
con;

B) OWnOKU npn eBeaeHNn 06pa3L|,OB NN HeENCNpPaBHOCTb aHaINTUHECKOIro OGOpYﬂ,OBaHMFI;
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r) HanuMuue LMKIOoB, B KOTOPbIX:
rpasynpoBOYHbIN 06pasel, ¢ HMXHUM YpOBHEM BblNl UCKITIOYEH U3 rpagyMpOBOYHON KPUBOW;
paccynTaHHble KOHUEHTpaumMu NpeBbILWAnT BEPXHIOK FpaHnLy onpefensemMblX KOHUEHTpaunun;

paccynTaHHble KOHUeHTpauunm Haxoadatcs Huxke HIKO agna paHHoOro uukna, 4to npueeno K
yBennyeHuio ero HIMKO no cpaBHEHUIO C ApYTMMU LUKIIaMK;

[) o6HapyXeHue aHaNU3UPYeMOro BELLeCTBA B 6MONOrMYECKOM o06pasle, MOoSyYEeHHOM [0
npuema (BBeAeHUs) NeKapCTBEHHOro npenapaTta, Uin B X0s0CTbiX 06pasuax Ha ypoBHax HIMKO;

e) HecooTBeTCTBME KpUTEPUSM NpUemMaeMocTu npu npoBepke NPUroaAHOCTH
XpoMaTorpacdunyeckoro aHanamsa.

64. T[IOBTOPHbLIN aHanM3 UuCMbITyeMbiXx 06pa3uoB Mo (apMaKOKMHETUYECKMM MpPUYMHAM B
nccnenoBaHUAaX 6MO3KBUBANIEHTHOCTU SIBASETCS, KakK NPaBuio, HEMpPUEMIEMbIM, NMOCKOJIbKY OH MOXET
NOBAUATb Ha pe3ynbTaTbl UCCNEAOBAHUS U UCKA3UTb UX. B 3TOM cryyae NMOBTOPHbLIA aHanmn3 MOXHO
paccMaTpvBaTb KakK 4YacTb s1abopaTOPHOro paccriefoBaHUsA C LeNblo BbISIBNEHUS BO3MOXHbIX MPUYUNH
aHOMasibHbIX pPe3ynbTaToB M NpeaoTBpaLleHMs BO3HUKHOBEHMS NOAOOHbIX NpobneM B byayLueM.

65. Ecnv NoBTOPHbI aHanu3 NpoBeaeH BcneacTBume ob6Hapy>XeHUs aHaIM3npyeMoro BeLlecTBa B
6uonornyecknx obpasuax, MosyyeHHbIX A0 npueMa (BBeAeHWUs1) NeKapCTBEHHOro npenaparta Wau rno
(bapMakoOKMHETUYECKMM MpUYMHaM, HeobxoaAMMOo onucaTb o06pasubl, NOABEPrHyTble MNOBTOPHOMY
aHanuM3y, W nNpeacTaBUTb [aHHble O HauyallbHbIX 3HA4YeHUSAX, MNPUUYMHAX MOBTOPHOrO aHanusa,
3HaYeHMUsIX, MOJIyYEHHbIX B XOAe MOBTOPHOro aHanu3a, W yKasaTb MPUHSATbIE B MUTOre 3Ha4yeHus U
060CHOBaHUA NPUEMITIEMOCTU.

66. Ecnn B xoae Banuaauum nokKasaHa yaoBMeTBOpUTENbHAsS MPELU3MOHHOCTb A9 NOBTOPHOWM
MHXEKUMN U CTabuibHOCTb NOAroTOBAEHHbLIX 06pa3uoB B YCTPOMCTBE A1 aBTOMaTU4YeCKOro BBOAA
npo6, Npn HencnpaBHOCTM 0b6OpPyAOBaHUS AOMYCKAETCA MOBTOPHAs MHXekums obpasuos. NoBTopHas
MHXXEKUMSA BCEro aHaJMTMYECKOro umKia WUan otaenbHbiX 06pa3uoB rpagympoBOYHbIX pacTBOpPOB WU
obpa3uos ansa KK B cuny aneMeHTapHoro 6paka npu rpaayuposke nnbo obpasuos ans KK 6e3 kakoi-
NnMb0o yCTaHOB/IEHHOW aHANUTUYECKOMN MPUYMHbI HEAONYCTMMA.

67. Be3sonacHoCTb CybbeKTOB MCCNenoBaHUS AO/MKHA MNpeBanupoBaTb Haa NobbiMU Apyrumu
acnekTamum mccnepoBaHus. MoatoMy npu ee obecnedyeHMn MOryT BO3HUKHYTb MHble 06CTOATENbCTBA,
Tpebytowme nOBTOPHOM NpobonoaroToBKM M (MAM) MOBTOPHOrO aHasm3a OTAENbHbIX WCMbITYEMbIX
obpa3uoB (Hanpumep, ecnn O6HapyXeHbl HEeOXWAaHHble WNW pe3KOo BblAenswlmnecs pesynbTaThl,
KOTOpbl€ MOryT MOBAMSATbL Ha 6e30MacHOCTb NaUneHTa).

5. NHTerpupoBaHune (obpaboTka xpoMmaTtorpamm)

68. B COIl Heob6x0aMMO onncaTb MHTErPUpPOBaHME M NOBTOPHOE MHTErPUPOBAHNE XPOMATOrpaMM.
B aHanutnyeckom ot4yeTe Heob6Xx0AMMO O6BSICHUTL BCE OTK/JOHEHMS B BbINMOJIHEHMW Mpoueayp OT
paHHoro COIl. lMapaMeTpbl WMHTErpMpoBaHuMs XpomMaTorpamMMm W Mpu MNOBTOPHOM WHTErpupoBaHUNU
HayasbHbl€ N KOHEYHble AaHHble MHTErpupoBaHUSa HEOH6X0AMMO BHOCUTb B AOKYMEHTLI NabopaTtopuun un
npeacTaBnsaTb NO 3anpocy.

IV. NMoBTOpPHbI aHaNN3 aKTUBHbIX UCMbITaHHbIX 06pa3LOB

69. Ncnonb3oBaHue rpaayMpoBOYHbIX pacTBopoB M obpasuoB ana KK Bo BpeMs Banngauum He
BCeraa MMMTUpYeT peanbHble UcnbiTyeMble o6pa3ubl. Pasnmuuna B xoae npobonoaroToBKM M XpaHEHUS
obpa3uyoB (Hanpumep, B CBSI3blBaHMM C 6enkamu, obpaTHoe npeobpa3oBaHME U3BECTHLIX W
HEeM3BeCTHbIX MeTabonuToB, HEOAHOPOAHOCTb (reTeporeHHoCcTb) 06pasuoB WAM  NpPUMEHEHne
COMYTCTBYOLWMNX NNIEKAPCTBEHHbIX NpenapaToB) MOryT MNOBAMATb HA MPaBWUIbHOCTb U NPEUN3NOHHOCTb
onpenenieHnss aHanmM3Mpyemoro BewecTBa B Takux obpasuax. Cneayer oueHumBaTb NpPaBMIbHOCTb
AKTUBHbIX WCMbITaHHbIX 06pa3LOB MOCPeACTBOM WX MOBTOPHOrO aHanu3a B OTAeNbHbIX UMKIaX B
apyrve gHn. O6beM uccnepoBaHMs 3aBUCUT OT CBOMCTB aHaNM3MPyeMoro BewecTBa M UCMbITyeMbIX
obpa3uoB M [JO/KEH OCHOBbIBATbCA Ha aHalMTM4Yeckon MeToauke (Metode) w  npupoae
aHanIM3MpyeMoro BellecTBa. TEM HE MeHee CrieAyeT OpMEHTUPOBATbCA Ha creaylollee NpaBuio: ecnm
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Konu4yectBo o06pa3uoB He npeBbiwaer 1000, noBTOpHOMY aHanuay noanexut 10% uncnbiTyeMbIX

obpas3uos, a ecnn oHo npesblwaet 1000, To 5% oT obwero yncna ucnbiTtyemblx obpasuos. Cneayet
ncnonb3oBaTb 06pasubl, cooTBeTCTBYOWME Cmax U dase anMMUHauun.

70. OTHOCuTeNbHas MOrpewHoOCTb MeXAy WCXOAHO  MOSlydeHHOM  KOHUeHTpauumen wu
KOHLUEeHTpaumnen, Nnony4yeHHOM nNpyn NOBTOPHOM aHanuse, He AoshkHa npeBbiwaTtb 20% B He MeHee yeMm
67% cny4daeB. OTHOCUTENbHAsA MOrpeLHOCTb pacCYMTbIBAETCS NO cneayowen dpopmyne:

(moBTOpHOE 3HAUECHHME - HCXOJIHOE 3HAYCHHE )

OTHOCHTENBHAA MOTPENIHOCTE = x100%

CpCIOHCC 3HAYCHHC

OTHoOCUTenbHasd MorpewHocTb, npesblwarwas 20%, MoOXeT yKasblBaTb Ha aHanuMTuyeckue
NnOrpewHOCT N NOANEXNT paccnenoBaHuio.

71. Ecnn npn aHanuse akTUBHbIX UCMbITaHHbLIX 06pa3Lo0B BbisiBSIEHbl Pa3HOPOAHbIE pe3ysbTaThl,
HeobXxoAUMO YCTAHOBUTb WX TMPUYUHBI WU  NPUHATb Hagnexawmne Mepbl N0  MUHUMMU3ALUK
HeyAO0B/eTBOPUTENIbHON NPaBUbLHOCTU (M NPELU3NOHHOCTU).

72. nOBTOprIVI dHa/In3 aKTUBHbLIX WCMNbITAHHbLIX O6paBLI,OB HeobxoanMo OCYLLECTBNATb, KakK
MUHUMYM, B CNEAYOLWLNX CnydadX:

a) Npu NpoBeAeHUN TOKCUMKOKMHETUYECKUX NCCNeaoBaHUN AN9 KaXA0ro BUaa XXMBOTHbLIX;
6) BO BCeX OMNOPHbIX (perncTpaunmoHHbIX) nccneaoBaHnsax 6MO3KBMBANEHTHOCTH;

B) BO BCEX K/IMHNYECKUX UCCNeaoBaHUSX, BNepBble NPOBOANMBIX Y YesioBeKa;

) BO BCEX KAMHMUYECKNX UccnenoBaHUsax, Brnepeblie NpoBOAMMbIX Y NALNMEHTOB;

) BO BCEX KJIMHUYECKUX UCCNEAOBAHUSAX, BNEPBble NPOBOAUMbBIX Y MaLMEHTOB C NEYEHOUYHON U
(nnn) NoYevyHoOM HEAOCTATOUYHOCTbIO.

MOBTOPHbIA aHanM3 aKTUBHbIX WCMbITaHHbIX 06pa3uoB MNpW MNPOBEAEHWN WCCNEeLOBaHUIA Ha
YXMBOTHbIX AOMYyCKaeTcs NpoBOAUTb TONIbKO B UCC/IeA0BaHUAX paHHEN dasbl Npu YCNOBUKU, YTO TaKoW
aHanu3 sBASEeTCs penpe3eHTaTUBHbLIM AN ONOPHbIX WUCCNeAOBaHMIA OTHOCUTENIbHO BBEAEHHOW A03bl
JIEKAPCTBEHHOrO npenapaTa U NoJly4eHHOW KOHLUEHTpaLMn aHanM3npyeMoro BewecTsa.

73. O6pa3ubl He noanexaTr CMelwuBaHWO APYr C APYroM, MOCKOJIbKY 3TO MOXET OrpaHuyuTb
BbISIBJIEeHWE pe3K0 BbIAENSAIOWUXCA pe3ynbTaToB.

V. MonumepceasbiBatollme MeToabl (METOAbI CBSA3bIBAHUSA NUraHAa)
1. CtaHgapTHble o6pa3ubl

74. MakpoMOoneKy/ibl SBASIOTCSA reTeporeHHbIMU, MO3TOMY UX aKTUBHOCTb U MMMYHOPEAKTUBHOCTb
MOryT BapbupoBaTbcs. CTaHAapTHbIM MaTepuan AofkeH 6biTb XOpOWO OnMcaH M AOKYMEHTUMpPOBaH
(Hanpumep, AOMXKEH UMETb cepTuduKaT aHanusa M AOKYMEHTbl, NOATBEPXAAtoWmMe NpoOUCXOXAEHME
CTaHAaapTHOro Martepuana). HeobxoanmmMo mcnonb3oBaTb Hambonee 4YMUCTbIA CTaHAapTHbIN obpa3el U3
AOCTYNHbIX. [py NpUroToBNEHUM FPagyMpoBOYHbIX CTaHAAPTOB M obpa3uos ansa KK pekomeHayeTcs
Ncnonb3oBaTb CepUto CTaHgapTHoro obpasua, KoTopas Wcnosb3oBanacbe B MNpuM  NpoBeAeHUuU
OOKIMHUYECKNX U KIIMHUYECKUX uccnegosaHuin. MNpu cMeHe cepuun CcTaHAapTHOro obpasua nepen ee
NCNoJIb30BaHMEM HeobXxoAMMO MPOBECTM OMUCAHME ee aHANUTUYECKUX XapaKTEPUCTUK U OLEHUTb ee
6MoaHanUTMYeCKyd NPUroAHOCTb, YTOOblI YAOCTOBEPUTHLCS, UYTO (PYHKUMOHaNbHbIE CBOMCTBA MeToAa
(MeToanKn) He HapyLUeHbl.

2. Bannpauna metoanku

75. Mpn nayuyeHum anpMaKOKVIHeTVIKVI NeKapCTBEHHbIX MpenapaToB Ha OCHOBE MaKpOMOJEKY
Hanbonee 4acTto MCNOJIb3YyHTCA MeToAdbl, OCHOBaAHHblE Ha CBA3blIBAaHUWN nNUraHaa (MCﬂ), nnn
UMMYHOXMMMYeckne ™etogbl. [puHUMNBbI Banujauunm mM pekoMeHZauuu Mo aHasausdy UCNbITYEMbIX
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o6pa3uoB cneayeT NpuMeHsiTb U Kk MCJ1. OgHako TakMe METOAMKW MOryT CO3aBaTb 3aTPyAHEHUS Mpwu
npoBeAeHUN UX Banuaauun. BBuay npucylimx MakpoMOJieKyslaM CBOWCTB M UX CNOXHOW CTPYKTYpbl
npouecc Npo6onoAroToBkn (M3BNeYEHUS) 3aTPYAHUTENEH, NO3TOMY aHann3, Kak npasuio, NPoBOAST
6e3 npeaBapuUTENbHOINO BblAENEHMS aHann3MpyemMoro BellecTBa. KpoMme Toro, 3TM MeTOAUKWU He
NMO3BOMIAOT HEMOCPEACTBEHHO OMpeAennTb coAep)XaHue (KOHUEHTpauu) caMuMx MaKpOMOJEKYN, a
KOCBEHHO  M3MepslT  pe3ynbTaT  peakuuMuM  CBA3blBaHUS  MakKpoOMOJIEKYN C  peakTMBaMy,
NCNoNb3yLWMMUCSA B MeToae (MeToanke).

MonHas Banupauuns
CneundunyHoCTb

76. Toa cneundUYHOCTLIO CBSA3bIBaHMS C peakTMBaMuM MOHMMAETCA CMOCO6HOCTb pPeakTUBOB
CBSI3bIBATbCSl UCKJTIOYUTENIBHO C M3Yy4YaeMbIM aHannsnpyembiM BewecTtsoM. CrneumndpunyHoCcTb CBsI3aHa C
KOHUEenunen rnepekpecTHON peakTUBHOCTU. TeopeTuyeckn CBA3bIBAKOLWKUINA peakTUB Ao/KeH 6bITb
cneundunyHbiM N He fosxeH obnagaTb NepekpecTHOM peakTUBHOCTbIO CO "CTPYKTYPHO POACTBEHHbIMU
coeanHeHnamun" (HanpuMmep, 3HAONEHHbIMW COEAMHEHUAMU, U30dDOpPMaMu, BapuaHTHbIMM dopMamMu
aHaMM3npyeMoro BeLlecTBa M aHaNOrMMYHbIMKU MO (PU3NKO-XUMUYECKUM CBOMCTBAM COEAMHEHUSMU) U
NlekapCTBEHHbIMW  npenapaTtaMu, COMNYTCTBYKOLWMA NpUeM  KOTOPbIX BeposiTeEH CybbekTamu
nccneposaHus. [lNpu paspaboTtke MeToaa WM ero Banuaaumu, Takue "CTPYKTYPHO pPOACTBEHHbIE
coegnHeHns" Kak MnpaBuMaO OTCYTCTBYHOT. M3ydyeHme cneundumyHOCTM [OMNYyCKaeTCs OCYyLLeCTBASTb
nocrfie 3aBepLlleHns Banmaaunum M HAKOMNEHWUS AAHHbIX O CBOMCTBax aHanM3nMpyemoro BellecTsa.
CneunduryHOCTb cnegyetT wucCObITbiBaTb C  Mcnonb3oBaHueM obpasuoB ana KK, nocpeactsom
npubaBnenmsa B buonornyeckne obpasubl, HUKOrAa paHee He coaep KaBlUne AENCTBYHOLWErO BELWECTBa
(bnonormnyeckmne obpasubl, NOAYYEHHbIE OT XMBOTHbIX MM CYOBbEKTOB, KOTOPbIM HMKOr4a HE BBOAUMU
aHanu3npyeMmoe BeLLeCcTBO), BO3pacTaloWMX KOHUEHTPAUWMA AOCTYMHbIX "CTPYKTYPHO POACTBEHHbIX
Monekyn" WNM NeKapCTBEHHbIX MNpenapaToB, KOTOpble, KakK oxuaaetcs, 6yayT NpUMMeHATbCS
OAHOBPEMEHHO, a TaKXe MOoCpeaCTBOM onpeesieHnss NpaBWUAbHOCTM METOAMKM MpuM  aHanmse
paccMaTpMBaEeMON MaKpOMOJIEKY/bl KaK Ha ypoBHSX HIMKO, Tak n BepxHel rpaHuubl onpeaensemMbix
KOHUeHTpauun. Kputepum npuemnemMoctm metoamkn ans obpasuyos ansa KK AomKHbl HaxoauTbCs B

npeaenax * 25% OT HOMMHaNbHbLIX 3HAYEHWIA.
CenekTMBHOCTb

77. Moa cenekTMBHOCTbIO METOAMKU CBA3bIBAHUSA NUraHaa NoHMMaeTcs cnocobHOCTb onpeaensTb
paccMaTpvBaeMoe aHaaM3Mpyemoe BewecTBO B MNPUCYTCTBUM HEPOACTBEHHbIX COEAMHEHU B
6unonornyeckom obpasue. Benay npucywmx MakpomosneKkysam CBOMUCTB UX U3BeYeHue, Kak npasuiio,
He npoBoAAT. B cBA3M C 3TWUM, HEpPOACTBEHHble COeAMHEHUs, coaepXxawmecs B 6MONOrMyeckom
obpasue (Hanpumep, dhepMeHTbl, OCyLeCTBAsKOWME Aerpajaumio MakpoMmonekysn, retepoduibHble
aHTUTEena mnum pesMaTouMaHbl (HaKTOp) MOryT OKasblBaTb B/IUSHUE HA pe3ysibTaT KOMMYECTBEHHOMO
onpeeneHnsa npu AaHHOM aHanuse. CenekTUBHOCTb MCMbITbIBAlOT MNOCPeAcTBOM npubasneHusa He
MeHee 10 MCTOYHMKOB 6Buonormyeckmx obpasuoB Ha ypoBHe HIMKO wunm 6nm3koM K Hemy. Takue
MCTOYHMKW AOKHbI BKAKOYATb FMNEpAnUNUAEMUYECKne U reMonusnpoBaHHble obpasubl. Cneayert
BKNOUUTb B UCMbITaHME UCTOUHUKU Buonornyeckmx obpasuos, NosyyeHHble y nonynaumu naymeHToB
C COOTBETCTBYHLWMM 3abonesaHmneM. CeneKTUBHOCTb ceayeT nsydntb Ha yposHe HIMKO nan 6amskom
K HeMmy. Takxe uenecoobpasHO M3yuuUTb CeNeKTUBHOCTb Mpu 6osee BbICOKMX KOHUEHTPaUMaxX
aHanusnpyemoro Bewectsa. EcnM BAMSAHME HOCUT KOHUEHTpPauuMOHHO 3aBUCUMMbIN XapakTtep,
Heo6X0ANMMO YCTaHOBUTb MUHUMAsIbHYID KOHUEHTpauuio, MNpuv KOTOPOM Takoe BfUSHME 3HAYMUMO.

3HauYeHnsi NPaBUIbHOCTU METOAMKM AOSIXKHbI HaxoaAnTbest B npeaenax * 20% (* 25% npu HMKO) ot
HOMWHANBbHOM KOHLUEeHTpauun B No MeHblwen Mmepe 80% m3ydeHHbIX 6uonornyeckmx obpasuos.

2ddheKkT nepeHoca
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78. lMpu ncnonb3oBaHMM aBTOMATU3UMPOBAHHbLIX A03UPYHOLWKUX YCTPOMUCTB HEOOXOAMMO WU3Y4UUTb
BO3MOXHOCTb NMepeHoca B 06pasubl aHaIM3MpyeMoro BewecTsa NoCpeacTBOM MOMELLEHUS XONOCTbIX
obpa3uyoB nocsne o06pa3uUoB C BbICOKOW KOHLEHTpauuer aHanmM3Mpyemoro BeWlecTBa WU
rpaaympoBOYHOIro CTaHAapTa BEpXHEN rpaHuubl onpeaensieMblX KOHUEHTpauUmii.

Bbibop pasHoBMaHOCTM 6buonormyeckoro obpasua

79. BBuAay 3HAUUTENbHOIO BJUSHMS BbICOKMX KOHLUEHTPaUWMM CTPYKTYPHO pPOACTBEHHbIX
SHAOTEHHbLIX COEeAMHEHUIM Ha pe3ynbTaT aHanmM3a onpeneneHne HeKOTOpbiX Makpomonekysn 6e3
npeABapuUTENbHOIO0 UX U3BNEYEHUS N3 CIIOXHbIX 6uonornyecknx obpasuos HEBO3MOXHO. HecMoTps Ha
TO 4YTO MCNONb30BaHWE M3BJeYeHUNn Kn3 Guonormyecknx obpasuyos (Hanpumep, C UCNOMb30BaHMEM
copbumn Ha yrne, UMMYHOadPUHHbIX COPOEHTOB) WM anbTepHATUBHLIX MaTpuu (Hanpumep,
MoZenbHbiX 6enkoBbiX 6ydepHbIX pacTBOpPOB, ANANM3NPOBAHHOW CbIBOPOTKW) HE PEKOMEHAYETCs, B
HEKOTOpPbIX CAy4dasiXx 3TO SABASETCS BbIHY)XAEHHOW Mepol, MOCKONIbKY MHAas cTpatervs onpeaeneHus
paccMaTpMBaeMoro aHanM3npyeMoro BellecTBa OTCYyTCTBYyeT. pagyMpoOBOYHYIO CTaHAAPTHYIO KPUBYHO
AO0MnycKaeTcs CTPOUTb C MOMOLLbIO Takmx "MoaencHbix obpasuyos”. Obpasubl ans KK cnegyert rotoBuTtb
B (dakTnyeckoMm 6uonornyeckoMm obpasue C OUEHKOM MNpaBWIbHOCTU, MOATBEpXXAaloller OTCYTCTBME
addekTa MaTpuubl.

MuHMManbHO HeobxoanMoe pasBeneHmne

80. Mockonbky 6uonornyeckme ob6pasubl MOryT gaBaTb BbICOKMA (POHOBbLIM CUrHamM, MOXeET
notpeboBaTbCa oOnNpeAesieHMe MUHMManNbHO HeobxoamMmoro pasBeaeHus. [log  MWUHMManNbLHO
Heo6X0ANMbIM pa3BeleHMEM MOHUMAETCs HAaMMEHbLLEEe pa3BefieHne, A0 KOTOpPOro cneayeTr pas3BecTu
obpa3zel B 6ydepHOM pacTBope ANs ONTUMU3ALIMKN NPaBUIbHOCTU U MPELIM3UOHHOCTN aHaNUTUYECKOrO
LMKa NeocpeacTBOM CHUMXEHUS COOTHOLWEHUS "aHanuUTUYeCKWUi curHan - ¢oHoBbI curHan". Ans
onpeaeneHnss MMHUMaNbHO HeobxoaAMMOro pas3BeaeHuss o6pasubl cieayeTr roToBUTb B TOW  Xe
pa3HOBUAHOCTM Buonormyeckoro obpasua, YTo U UCMbITyeMble 0bpa3Lbl.

FpaAynpoBOYHAA KpnBas

81. MNpwn NoCTpOEHUn rpagympoBOYHON KPUBOW 3aBUCUMOCTb KOCBEHHO M3MEpPSEMOro CurHana ot
KOHLEHTpauum, Kak npaBuio, SBNSETCS HeNnHenHon, obbldHO curMoBuaHoi. CnegyeT UCNonb30BaThb
no MeHbwel Mepe 6 rpagyvpoBOYHbIX CTaHAApPTOB B He MeHee 4YeM 2 MOBTOPHOCTAX.
FpagyvpoBo4YHble  CTaHAapTbl  cnegyet  npubnu3mTenbHO  paBHOMEPHO  pacnpeaenuTb  Ha
norapudmMmyeckon wkKane B npeAenax O0Xuaaemoro aHanmMTuyeckoro AawanasoHa. [lomMumo
rpagyvpoBOYHbIX CTaHAApPTOB, ANS MOCTPOEHMS KPWUBOM MOXHO WMCMNOMb30BaTb SKOPHbIE TOYKM,
nexawme BHe 0651acTM aHanMTUYECKOro AauanasoHa. B xoze Banupaummn cnepyetr u3yuyuTb MO
MeHbllen Mepe 6 HEe3aBUCUMbIX T[pPaAyMpPOBOYHbIX UMKNOB. YTO6bl YCTaHOBUTb COBOKYIMHYHO
YCTOMYMBOCTb  pErpecCMoHHON  MOAenn  rpaAyMpoOBOYHOM  KPWBOW,  pe3ynbTaTbl  cnepyet
npoaHanun3nMpoBaTb B BUAe Tabnuupl. [lonyckaeTca UCKAoYaTb rPpasyMpoOBOYHbIN CTaHAAPT U3 KPUBOW
BCNeacTBMEe TexHM4Yeckon owunbku (nNpomaxa) npu BbISIBNEHUW €e MpuyYuHbl (Hanpumep, owwmbka
OTMepuBaHMA A03aTOpoM). LleneBble KOHUEHTpaUnM rpagympoBOYHbIX CTAaHAAPTOB, pacCYUTAHHbIE U3

rpaAyvpoBOYHOM KPMBOM METOAOM MepecyeTa, AO/KHbI Haxoautbca B npedenax +20% ot

HOMMHanbHOro 3Hauvenns (X 25% ana HMKO v BepxHel rpaHuubl onpeaensieMbiX KOHLEHTpaLuumii)
AN He MeHee yeM 75% npoaHanM3nMpoBaHHbIX rPaayuMpoOBOYHbIX CTaHAAPTOB. AKOpHble KanmbpaTopsbl
He TpebylT YCTaHOB/IEHUA KpUTepueB MNpUeMNeMOCTM, MOCKOJSIbKY OHW He BXoAaT B obnactb
aHanuUTU4eCcKoro aManasoHa.

rlpeLl,MSMOHHOCTb M NpaBUJIbHOCTb

82. anga OLEHKHN npeun3noHHOCTH n npaBunbHOCTU He cneayer MCNnoJsib30BaTb
CBEXEMNPUIOTOBJIEHHbIE 06pa3Ll,bI ansa KK, nx Heobxoanmo npeaBapuTesibHO 3aMOpPO3UTb U pa60TaTb C
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HMMW Tak e, Kak Npu aHanuse ncnoityemblx 06pa3suos. [Ana oueHKU NpaBUbHOCTU, NMPeLM3NOHHOCTH
n obwen ownbkn metopa (MeToaMKKN) cneayeT UCNosb30BaTh MO MeHblwelr Mepe 5 obpasyos ana KK
(oxupaembin yposeHb HIKO, ypoBeHb, He 6onee uyeM B 3 pasa npesbiwawowmin HIMKO, cpeaHuin
YPOBEHb, BEPXHUMW YPOBEHb W OXWAAEMYK BEPXHIOW TFpaHuUy onpeaensemMblX KOHUEeHTpauumn).
Banugaumsa [Ao0MKHa MMUTMPOBATb peanbHbIi aHanmM3 UChbITyeMblx o6pa3uoB, TO eCTb ecnin B
COOTBETCTBMW C peKOMeHAauusiMn ncnbiTyemble obpasubl NoABEpratoTca ABYKpPaTHOMY ornpeaeneHuto
(Hanpumep, € NCNonb3oBaHWEM 2 NYHOK), TO B Xoae Banuaaummn obpasubl ansa KK cneayet noasepraTb
ABYKpaTHOMY aHanm3y (To eCTb C UCMOMb30BaHUEM 2 NIYHOK Ha Kaxabln obpasey ana KK). M3mMepeHus
cnegyeT NpoBOAWTb MO MeHbwel Mepe B 6 He3aBUCUMMbIX aHaIUTUYECKMX UUKNax B TedyeHue
HEeCKOJIbKNX AHel. B OTHOWeHMW NpaBMAbHOCTU BHYTPU UMKIA U MeXAY UMKIaMU CpefHue 3HavyeHus

KOHLIEHTPaUMn AOKHbI YKnaabiBaTbca B £ 20% OT HOMUHANbHOMO 3HAYEHUA A8 KaXAoro ypoBHA (

+ 25% ana HMNKO u BepxHel rpaHuLbl onpesensemMbix KOHUEHTpauwuii). bonee Toro, obwas ownbka
(To ecTb cyMMa abCONOTHOrO 3HAYEHUS OTHOCUTENBbHOW OWMOKK, BbIpaXeHHOW B MpOUEHTax, U
KoadpduumeHTa Bapuauun, BbIPAXEHHONO B MNpoueHTax) He aomkHa npesbiwatse 30% (40% ang
HMKO 1 BepxHen rpaHuLbl onpeaensieMbiX KOHUEeHTpaumi).

JInHeHoCTb pa3BeseHust 06pasLoB

83. Bsuay Yy30CTM aHalAUTUYECKOro AumanasoHa KpuMBOWM rpaguvypoBOYHOro CTaHAapTa
Heobxoaumo, ucnonb3ya obpasubl ans KK, noaTtsepauTb, UYTO paccMaTpuBaeMoe aHanmsmpyemoe
BeELleCcTBO, MPUCYTCTBYIOLLEE B KOHLEHTpauusax, npeBbiwakowmx o6nacTb KONMNMYECTBEHHOro
onpegeneHns (Bbille BepxHEN rpaHuubl onpenensieMbiX KOHUEHTPauun), MOXHO TOYHO WU3MEPUTb C
NOMOLWbID METOAUKWM nocne pasBeneHusa obpasua XosocTonm  MaTtpuuen, 4tobbl  NOAYYUTH
KOHLUEHTpauMm aHanuManpyeMmoro BellecTBa, YKiaAblBalowmecs B BaJMANMPOBAHHbLIA aHaNUTUYECKUI
AnanasoH. [JONOSIHUTENbHOMW MPUYMHON NPOBEAEHUSA 3SKCMEPUMEHTOB C pasBedeHUWEM CNYXUT
obHapyXeHne noTeHuuanbHbIX MPo30H MAn "sddekta cnonsaHus", To eCTb NoAaBEHUS CUrHana,
06yCNoOBMEHHOr0 BbICOKMMW KOHLEHTpauusMM aHanuanpyemoro BewectBa. KoHueHTpauuma Aans

KaXloro pa3BefeHuns, BbIYMC/IEHHAs METOAOM MepecyeTa, A0/DKHa HaxoauTbca B npegenax * 20% ot
HOMWHANbHOIO 3HAYeHUA KOHLEHTpaUMW MOCAe MOMpaBKM Ha pas3BedeHne, NpPeum3noHHOCTb
KOHEYHbIX KOHLEHTpaLUnii Bcex pa3BefeHnii He Ao/HKHA npeBblwaTtbh 20%.

Mapannennsm

84. Mpn HanMuMm ucnbiTyeMblx 06pasUOB B LeNsSX BbisIBNEHUS BO3MOXHOro addekta MaTpuubl
unn pasnmyarowencs adduHHOCTM K MeTabonutam Heob6xXxoAMMO OUEeHUTb napaiefniusm  Mexay
COOTBETCTBYIOLWMMM 3HAYEHUSMM Ha rPagyuMpoBOYHOM KPUBOM W pe3ynbTaTaMU  UCMbITYEeMbIX
o6pasuoB, NOABEPrLINXCSA CEPUNHOMY pa3BedeHuio. NcnbiTyeMblh o6pasel C BbICOKON KOHLUEHTpaumen
(npeanoyTnTEnbHO, 6AM3Ko K Cmax) cneayeTt pa3BecTu C MOMOLLbI X0n0CToro obpasua MUHUMYM B
3 pasa. lpeumsnoHHoCTb Mexay obpa3uamu B Cepusax pasBedeHUn He AoJkKHa npeBbiwath 30%.
Ecnn ob6pa3subl pa3seaeHbl HeNUMHENHO (HenapannenbHo), HeobxoAMMO 3apaHee onpeaennTb
npouenypy npeacrasneHus pesynbtatoB. Ecnu B xone Banupauum metoga (METOAMKW) UCMbITYEMble
obpasubl HeAOCTYMHbI, NapanjienMsM crieayeT U3yuuTb, KakK TOSIbKO MCMbiTyeMble obpasubl CTaHyT
OOCTYTHbI.

CtabunbHoCTb

85. CtabunbHOCTb aHaNM3MpyeMoro BellecTBa M3y4datoT, ncnonb3dys obpasubl ansg KK ¢ HU3kmmum
M  BbICOKMMM YPOBHSIMWU KOHUEHTpauuWii C noMowbi cnocoba, ykKasaHHOro B noapasgene
"CtabunbHocTtb" pasgena 2 4yactm II HacTosawmx TpeboBaHuin. Kak ykasbiBasioCb paHee, nNpwu
n3yyeHum ctabunbHOCTM Heo6X0AMMO YCTaHOBUTb KPATKOCPOUHYK CTabunbHOCTb MpPU KOMHATHOM
TeMnepatype unauM Temnepatype npobonoAroToBKM U CTabunbHOCTb Npu  "3aMOpaXXmBaHWUU-
pa3MmopaxuBaHun". Kpome TOro, cneayet M3yyuTb €CTECTBEHHYHK CTabunbHOCTb B 3aMOPOXEHHOM
COCTOSIHMM MPU Kaxaon TemnepaTtype, Npn KoTopon 6yayT XxpaHnTbcs obpasubl.
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86. CpeaHee 3HauyeHWE KaXAoW KOHLEHTpaLMM [O/KHO HaxoauTbca B npedenax X 20% ot
HOMMHANIbHOIO 3HAYEHUS.

PeakTuBbl

87. KnioueBble peakTuBbI, BK/OYAs CBA3bIBalOWME peakTuBbl (HanpuMep, cea3biBatowme benku,
anTamepbl, aHTUTeNna WIM KOHBIOTMPOBAHHbIE aHTUTENa), a TaKXe peakTuBbl, coaepxalue
coeavHeHuns ¢ PepMeHTAaTMBHOM aKTUBHOCTbIO, OKa3bIBAOT NPSMOE BANSHWE Ha pe3yfbTaTbl aHanm3a,
BCneacTeme 4yero Heobxogmmo obecneunmTb MX KayecTBo. COOTBETCTBEHHO, MPU MU3MEHEHWUU Cepumn
peakTMBa B X04e Banugauum MeTOAMKM WM  aHanu3a obpasuoB HeobxoaMmo NoATBEPAUTb
NpaBWUbHOCTb aHanuUTuyeckmx GyHKUMn Metoga (MeToaukn), 4Tobbl ybeauTbCs, 4TO OHa nocne
NCNONb30BaHNUSA UCXOAHOM UKW NpeablayLlen cepum He HapyLlanach.

88. B uengax obecnevyeHmnsa oTCyTCTBUSA BANAHUA Ha aHanuTuyeckme pyHKUuMnM metoda (MeToanKu)
BO BpeMeHM HeobXxoAMMO AOKYMEHTUPOBaTb YCMNOBUS, rapaHTUpylowmne nopaepxaHme ctabunbHOCTM
KaKk BTOpPOCTEMNEeHHbIX peakTmBoB (Hanpumep, 6ydepHbIX pacTBOpOB, pacTBOpUTENen u
MoaAndUKaTopoB 3HadyeHuni pH), Tak n, yto 6onee BaxHO, KIKOYEBbIX PEAaKTUBOB (peareHToB).

KoMmepueckmne Habopbl

89. KoMmmMepueckume Habopbl HeobxoAMMO MOBTOPHO BaAuAuMpoBaTb, 4TOb6bl o0becneuunTb
NMpaBUIbHOCTb U MPELMU3NOHHOCTb MPU aHanu3e obpas3uoB ypoBHSA HIMKO mn obpa3uyoB ana KK B
aHaMMTMYEeCKOM amanasoHe, KOTopbi 6yaeT mMcnonb30BaTbCs AS19 aHann3a UCNbITyeMblix 06pa3uos.
MpMMeHSaTCAa NPpUMHUKMNLI Bannaaunm, yKasaHHble B HacTosiweM noapasgene TpeboBaHuiA.

3. YacTnyHasa BanvMaaums U nepekpectHas Banuaauuns

90. Bce TpeboBaHMa K Banugaumm, paccMOTpeHHble B nogpasgenax 3 n 4 vactm II HacTosawmnx
TpeboBaHuit, npuMeHnMbl K MCJ1.

4. AHanun3 nucnblTyeMblx o6pasyos
AHaINTUYECKUI LUK

91. Hamnbonee vacto npu MCJ1 ucnonbayercs naaHweTt Ans MUKponpob. AHanUTUYECKUI LUK
MOXeT COCTOATb M3 HECKONbKMX MMAHLWIETOB, OAHAKO KaXAbl U3 HUX AOIKEH COoAepXaTb OTAESbHbIN
KOMMNJIEKT rpagyMpoOBOYHbIX CTaHAapToB W obpas3uoB ang KK ana KoMneHcauuu pasnuumsa mexay
XapakTepuctukamm nnaHweTtoB. HekoTopble naaTtdopMbl BMeWAT OrpaHUYeHHoOe KOJIMYecTBO
o6pasuoB. B cBA3K € 3TUM AONYCTMMO NoMelaTb KOMMAEKT rpagympoOBOYHbIX CTaHAAPTOB B MepByto U
nocneaHtoo nnatdopmbl, a obpa3ubl ang KK pasmelwaTtb B Kaxaon nnatgopme.

92. PekoMeHAYyeTCs aHaNM3MpoBaTb UCMbITyeMble 06pa3Lbl N0 MeHbLUE Mepe B 2 MOBTOPHOCTSX.
KpuTepum npneMnemMocTn aHanmsa UCnbiTyeMbix 06pa3LoB

93. KOHUeHTpauun rpagympoBOYHbIX CTAaHAAPTOB, BbIYMCNEHHbIE METOAOM rnepecyeTa, AOSIKHbI
HaxoauTbca B npegenax X 20% OT HOMMHANBLHOMO 3HAYEHUS UX KOHLUEHTpauuu (3a UCKIYEHUEM
HMKO n BepxHei rpaHuLbl ONpeaensieMblX KOHLEHTPaLUWi, KOTOpble AO0/KHbI YKIaAbiBaThcs B X
25%). DTOT KpuUTepun AO0/KEH BbIMNOMHATLCA MO MeHblen Mepe and 75% npoaHanusupoBaHHbIX
rPaAyMpoOBOYHbLIX  CTaHAAPTOB, MWHUMANbHOE  KOSIMYECTBO  KOTOpbIX  ANs  YCTaHOBNEHUS
aHaNUTUYECKoro AmanasoHa AO/MKHO 6biTb He MeHee 6. [laHHOe TpeboBaHMe He pacnpoCcTpaHsaeTcs Ha
AKOPHble KannbpaTopsbl.
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94. Kaxablii NMaHLWeT AOJSIKEH BKOYATb HE MeHee 3 KoHueHTpaunin obpasuos ans KK (HuM3Koro,
CPEIHErO U BEPXHEr0 YPOBHS) MO MeHblLUeEN Mepe B 2 MNOBTOPHOCTSAX. Kpome TOro, nmpu Banuaaumu
obpa3ubl ana KK AomkHbl MMUTUPOBaTb aHanM3 UCNbITyeMbiX 06pa3uoB MO KOMMYECTBY JIYHOK Ha
Kaxabli ncnoityemolt obpased. Mo MeHbwen mMepe 67% npoaHannsmpoBaHHbIX obpasuos ansa KK u

50% 06pa3sL0oB KaXA0h KOHLEHTpaLMn AO/KHbI YKIaabiBaTbca B AnanasoH X 20% oT HOMWHANbHOro
3Ha4yeHus. Bce HecooTBETCTBUSA AAHHOMY KpuTeputo Heobxoanmo 060CHOBaATL.

MOBTOPHbIV aHaNN3 aKTUBHbIX UCMbITaHHbIX 06pa3LoB

95. Bce Bonpochbl, Kacawwumecs MOBTOPHOrO aHanmM3a paHee WuChbITaHHbIX 06pa3uos w
paccMoTpeHHble B nogpasaene 4 pasgena III HacToswmx TpeboBaHWN, NPUMEHUMbI U K METOAMKAM
CBA3bIBAHMA nuraHga. KoHUeHTpaunm, nosyyeHHble Npu nepsMyHOM U NOBTOPHOM aHanmn3sax, AO/KHbI

HaxoauTbcsa B npegenax £ 30% oT UX cpeaHero 3HavYeHus A8 He MmeHee 4yeM 67% noBTOpOB.

VI. OTyeTHOCTb

96. B oTtyeT (oT4eTbl) O BaNMAauMn U aHanNUTUYeCKMin otdyeT (OT4YeTbl) HEObX0AMMO BKOUUTL
CBeJeHus 0 NpoBeAeHHbIX ayauTax (MHCNeKUUax), ecin TakoBble NPpOBOAUINUCH.

1. OTueT 0 Banuaauum

97. Mpw BbICOKOW AeTanM3aunmn CBeAEHWUI, CoaepXKaluMXCs B OTYeTe O BasMaaunun, AOCTAaTOYHO
yKasaTb ccCbiiku Ha COIN no COOTBETCTBYWLIMM MpoueaypaM, HeobxoAuMbIM ANsS aHanusa. B
NPOTUBHOM cny4dae AaHHble COM Heob6XxoANMMO MPUIOXKUTb K OTYETY O Bannaauumu.

Bce nepBuYHble AOKYMEHTbl AO0/KHbI OblTb AOCTYMHbI B MX MCXOAHOM dopMaTe Mo 3anpocy
3KcnepTa.

Bce OTKNIOHEHUS OT NpPOTOKOAA BannaaumMn HeobxoaMMo AOKYMEHTUPOBaTb.
98. MMHMManbHble TpeboBaHMA K CoAepXKaHUIo OTYeTa O BanuMaauun:
a) pestoMe Banmgauum;

6) onucaHme WnCNosb30BaHHOW aHaAUTUYECKOM MeTOAMKW WU, eCNu MNPUMEHMMO, €€ UCTOYHUK
(CChINKM Ha UCTOYHUKK NuTepaTypbl 4N pa3paboTku MeToamku u (Unu) moandukauma MeToankn);

B) OMNMCaHMe MeToAMKM KONMYEeCTBEHHOro onpeaenenns (aHanusmpyemoe Beuwectso, BC,
npobonoAroToBKa, aHanms);

r) ctaHaapTHble o06pa3ubl (NpoucxoxaeHne, Homep cepun, ceptudurkaTt aHanmsa, cTabuibHOCTb
N YCNOBUS XpaHeHus);

A) rpagyvpoBoudHble pactBopbl (cTtaHgapTtbl) wu  obpasubl agnd KK (pa3HoBMAHOCTb
6uonornyeckoro obpasua, aHTMKOArynsaHT (ecnm MpUMEHMMO), MPUroTOBfIEHNE rpagynpoOBOYHbIX
pacTBOPOB C YKa3aHMEM AaT M YCNOBUN XpaHeHUs);

e) KpUTEpPUU NMPUEMNIEMOCTUN LUNKNA;
X) pe3ynbTaTbl aHanusa:

Tabnuua c nepevyncineHnemM BCEX BbIMOMHEHHbLIX aHATINTUYECKUX LUUKIOB C YKa3aHUMEM AaT U
npneMmnemMoCcTn Uin HeENpMeMneMoCcT umkKmna c onmMcaHmeM NnpnymH HeENpmMeMneMoCTn UumKna,

Tabnuua c nepevYncieHnemM pe3ysibTaTtoB rpaaynpoBkm BCEX MNPUEMIEMbIX aHaATMTUYECKUX
LUMKNOB, BKJ1lO4Yas aHaMNTUYECKUN AnanasoH, qDYHKLl,VII'O OTK/INKaA, 3KCNEPUMEHTANIbHO paCCYUTAHHbIE
KOHUEHTpaUUnN N 3Ha4YeHNA NpaBUJIbHOCTH,

Tabnuua pe3ynbTaToB aHanusa obpas3uoB ana KK Bcex npuemsieMbiXx aHaJUTUYECKUX LMKIIOB
(NPEeUU3NOHHOCTb U MPaBUIbHOCTb BHYTPU LIMKIA U MEXAY LUMKNaMn), Heo6xoaMMo 4eTKo 0603HaAUUTb
3HaYeHUs, HaxoasiLWMecs BHe KPUTEPUEB NPUEMSIEMOCTH;
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[laHHble 0 CTabWIbHOCTM UCXOAHbIX U paboumx pacTBopoB, obpasuoB ans KK, oxBaTbiBatowwme
MCMONb30BaHHbIE YC/IOBUSI XPaHEHUS;

AaHHble 0 cenekTnBHocTn, HIMKO, addekTe nepeHoca, adpdekTe MaTpuubl (€C/IM NPUMEHUMO) U
JINHENHOCTHU;

3) HenpeaBWAEHHble pe3ynbTaTbl, MOSYYEHHble B XO4€ Banuaauuu C MOSHbIM 060CHOBaHWEM
NPUHATBLIX Mep;

M) OTK/IOHEHUSA OT MeToamku n (unmn) COI (onucaHme OTKJIOHEHUI, BIMSIHWE UX Ha pe3y/bTaTbl
nccnefoBaHus, 4ONONHUTENbHbIE AaHHbIE).

99. B oTueTe O Banuaaumm Heob6X0AUMO YyKaszaTb pe3ynbTaTbl BCEX OTAENbHbIX WU3MEpeHUN,
NpoBeAeHHbIX AN rpagympoBOYHbIX pacTBOpoB (CTaHaapToB) n obpasuos anga KK.

2. AHaNNTUYECKUN OTYET O npoBeageHHOM nccnegoBaHmnm

100. B aHaNMTUYECKMIA OTUYET O NMPOBEAEHHOM WMCCNEAOBAHUN HEO6XOAMMO BKOYUTL CCbIIKY Ha
OTYETbl O BanuAauMM, COOTBETCTBYIOLIME aHANM3y WCMbITYyeMbiX 06pa3uoB. KpoMe TOoro, B HEM
Heo6xoAMMO NpeacTaBUTb NoAPO6HOE ONMMcaHMe aHann3a UCMbITyeMblX 06pas3LoB.

101. Mpwn BbICOKOW AeTanM3aumm CBEAEHUIN, OTPaXXaeMblX B aHa/IMTUUYECKOM OTYETE, AOCTAaTOYHO
yKasaTb ccbiikM Ha COIN no CcooTBETCTBYKOLWWM MpoueaypaM, HeobxoAuMbIM ANns aHanusa. B
NPOTMBHOM C/ly4yae AaHHble COM Heo6XoaANMO NPUNIOXKUTb K OTUETY.

102. Bce nepBuYHbIE AOKYMEHTbI AO/KHbI 6bITb AOCTYMHbI B UX UCXOAHOM (opMaTe Mo 3anpocy
aKcnepTa.

103. B aHanutnyeckoMm oT4yeTe HeobxoAMMO onumcaTb BCE OTK/OHEHWUS OT MJlaHa aHanusa,
aHanunTudeckomn metoamkm unm COI.

104. MuHMManbHbIE Tpe6OBaHM$'~I K COAEP>XaHUK aHaIMTUYECKOIro oT4eTa O npoBeaAEHHOM
nccneaoBaHunn:

a) CTaHaapTHble o6pasubl (MpoucxoXaeHne, HOMep cepumn, ceptTudunkaT aHanmsa, CTabunbHOCTb
N YCNOBUSA XpaHEHUS);

6) rpagymnpoBoYHble pacTteBopbl (cTaHaapThl) 1 obpasubl Ana KK (ycnosust xpaHeHus);

B) KpUTEPMW NPUEMIEMOCTM uMKkNa (KpaTKoe onucaHue, CCblsIka Ha COOTBETCTBYHOLWMN NMPOTOKO
nnn COM);

F) onnmcaHme KoJn4yeCcTtBeHHOro onpeageneHuns (KpaTKoe onmcaHme);

A) cxeMa asmxeHusa obpasuoB (AaTbl NpueMa N coaepxXaHume, CoCTosiHme obpas3uosB Npu nNpueme,
MECTO M YC/0BUS XpaHeHUs (ecnu NpuMeHnmMo));

€) pe3ynbTaTbl aHanM3a UCMNbITyeMbIX 06pa3L0B:
COCTaB aHa/IMTUYECKOIo LMKna:

Tabnnua C NepeyncneHneM BCcex aHaaMTUUYECKMX LUUKIIOB U UCCieayeMbiXx 06pa3LoB C yKa3aHUeM
AaT 1 pe3ynbTaToB;

Tabnuua C nepeyuncreHMeM pesysbTaToB IPaayMpoOBKM BCEX MPUEMSIEMbIX aHanUTUYECKUX
LWKNOB;

Tabnuua Cc nepeyncneHneM pe3ynbTaToB aHanmsa ob6pas3uoB ans KK Bcex npuemnembix
QHaIMTUYECKMX LNKNOB; HEeo6XoAUMMO YEeTKO 0603HauynTb 3HAUEHMUS, HaxOoAAWMECcs BHE KpUTepueB
NpUeMSIEMOCTH;

3abpakoBaHHble aHanuTU4Yeckme Umknbl (MAeHTUMOUKALMOHHBbIE AaHHbIE, AaTa aHanu3a, NpUYmHbI
bpaka);

X) OTKNOHEeHMs oT Metoaukm u (unm) COIM (onucaHue OTKNOHEHWN, BAUSIHME Ha pe3ynbTaTt
nccnefoBaHus, AONONHUTENbHbIE AAaHHbIE);

3) NOBTOPHbIA aHanM3, 3a WCK/OYEHMEM MNOBTOPHOro aHaaM3a Mo TakKMM aHanUTUYEeCKUM
npuUyMHaMm, Kak 3abpakoBaHHbIN UMK (Tabnuua maeHTudmkaumm obpasuoB, MPUYMHBLI MOBTOPHOrO
aHanusa, NnepBUYHbIE 3HAYEHUSA N 3HAYEHUS, NOSTYYEHHbIE NPU MOBTOPHOM aHanmse).
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105. Pe3synbTaTbl MOBTOPHOrO aHanM3a aKTMBHbIX WUCMbITaHHbIX O6pa3LI,OB AONnyCKaeTcd
npeacrtaBuTb B otyeTe O Baimaaumm mianm B aHaaUTUHYECKOM OTHETE B OTAEJIbHOM MPUJTOXKEHUN.

106. K aHanutnyeckoMy ot4yety 06 wuccnegoBaHum 6WO3KBMBANEHTHOCTM Heo6xXoaAnMO
NPUNOXNUTb XpOMATOrpaMMbl U3 MOJSIHbIX aHANUTUYECKUX LUMKIOB, TaK 4TOObl OHM BKKOYANIN HE MeHee
20% cybbekTOB, a Takxe cooTBeTcTBYylowMe obpasubl gnd KK v rpagympoBOuYHble pacTBOPbLI
(cTaHpapThl).

107. B aHanuTuMyeckoM OT4yeTe NpouYux WUCCIefoBaHMi  HeobxoouMo  nNpeacTtaBUTb
pernpeseHTaTuBHble XpoMaTorpaMmmbl. JONOAHUTENbHbIE XPOMaTOrpaMMbl AOMXKHbI O6biTb AOCTYMHbI MO
3arpocy.

MpunoxeHne N 7

K MNpaBunam nposefeHns nccnenoBaHum
6103KBMBANEHTHOCTN NeKapCTBEHHbIX
npenapaTtoB B paMkax EBpasuiickoro
3KOHOMMYECKOro cok3a

TPEBOBAHWA
K COOAEPXAHWNIO OTHETA O MNMPOBEAEHNN NCCNEOOBAHNA
BNOSKBUBAJIEHTHOCTU N AHAJTMTUHECKOIO OTHETA O NMPOBEAEHWNN
TECTA CPABHUTE/IbHON KUHETWUKW PACTBOPEHWS IN VITRO

I. Otuet o npoBeaeHnn nccneaosaHmA 6NO3KBMBANIEHTHOCTH

1. Mpun cocTtaBneHUnM oT4yeTa O MPOBEAEHUM WUCCeaoBaHMUs 6GMOIKBMBANEHTHOCTM (Oanee B
HacCTosILLEM pa3fesie - OTYET) c/eayeT yuduTbiBaTb TpeboBaHus [paBun Haanexallen KIAMHUYECKOM
NpakTUKn EBpPa3suMNCKOro 3KOHOMMYECKOrO COl03a, YTBep)XAaembiX EBpasmMiiCKO 3KOHOMWYECKOMN
KOMUCCMEN B 4YacTM NOAroTOBKM OTYETA O MPOBEAEHUM KIIMHUYECKOro uccrneaoBaHus. Bce cTpaHuubl
OT4YeTa A0J/IKHbI coaepXaTb MAEHTUMOUKAUNOHHBINA KOA N UMETb CKBO3HY HYMepauuto.

2. OTyeT BKJIIOYAET B Ccebsl crieayroLlmne 31eMeHTbI:
1) TUTyNbHas cTpaHuua, Ha KOTOpOI NpUBOASTCS:

nosiHoe HasBaHMe WUccnefoBaHus, oTpaxawlwee Tun UCCiefoBaHUsd, HauWMeEHOBaHMUS
CpaBHMBaeMbIX leKapCTBEHHbIX npenapaTtosB (C yKasaHueM nekapcTBeHHOM (opMbl U AO3UPOBKMU), a
TaKXe yCnoBuS NpuemMa CpaBHMBAEMbIX JleKapCTBEHHbIX MpenapaToB (HanpuMep, HaTowakK WM Ha
doHe npuma nuwn);

MOEHTUDUKALUMOHHBIN KO4 UccnenoBaHus;

HavMeHOBaHWe WnCcCcNeaoBaTeNbCKoOro ueHTpa U (MAW)  KOHTPaKTHOM  McCcnefoBaTeNbCKOMU
opraHusauum, OTBETCTBEHHOW 3a NpoBeAeHue WuccneaoBaHuMss H6MO3KBMBANEHTHOCTM (C yKasaHueM
daKkTnyeckoro agpeca);

CBeAeHus 0 croHcope uccnenoBaHUs 6MO3KBMBANIEHTHOCTU (C yKasaHMeM ero Hpuanyeckoro
aapeca);

®.1.0., [OMKHOCTb rNAaBHOrO WUcCCnegoBaTensa WAUM  UccnefoBaTenen-koopamHaTopos (npw
Hannuum) (C ykasaHmeMm mMecta paboTbl U KOHTAKTHbIX TenedoHOB);

CBeZEeHUs 0 NpeacTaBuTeNe CroHcopa (B TOM YMCNe KOHTAKTHbIE AaHHbIE);

AaTa noanncaHuna OT4yeTa (HeO6XOﬂ,VIMO YKa3aTb TakKXe Ha3BaHud U AaTbl BCEX bonee paHHUX
OTHETOB B paMKaX AaHHOIo nccnegoBaHund npu HaJ'IM‘-IVIVI);
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yKa3aHue Ha BbIMOSIHEHNE UCCeA0BaHNI B COOTBETCTBUM C TpeboBaHUsMK MpaBunn Haanexalwen
KNMHUYECKON npakTUKM EBpa3niickoro 3SKOHOMWMYECKOrO COK3a, YTBEpPXAAeMbiX EBpasunckon
3KOHOMUYECKON KOMUCCUEN;

2) cTpaHuua noanucen, Ha KOTOpOW NpuBOASATCS:
Ha3BaHMe uccnenoBaHmsa (cornacHo absauy BTOpOMYy noAnyHKTa 1 HaACTOSIWEro NyHKTa);

YKa3aHue Ha NpoBeJleHMe WCCNefoBaHuMss B COOTBETCTBMW CO CTaHAAPTHbIMM OMNEepaLMOHHbIMU
npoueaypaMn UCCefoBaTENbCKOro LieHTpa, NPOBOAMBLLENO UCC/IEA0BaHNS;

OO/DKHOCTM MO OCHOBHOMY MecTy paboTtbl, nognucu (C ykasaHuem gatbl), O.N.0. nuy,
OTBETCTBEHHbIX 3@ K/IMHUYECKYO U BMoaHannTUYEeCcKyo 4acTu UccrieaoBaHus;

3) cnmHoncuc (KpaTkoe onncaHue uccaeaoBaHus), B KOTOPOM NPUBOASATCS:
a) obwas nHpopmaumnsa ob nccnenoBaHun:

Ha3BaHWEe UCCNeaoBaHUS;

KOA UCCNeaoBaHus;

®.N.0., [OMKHOCTb [NABHOrO WccnepoBaTenss WM uUccnegoBaTenen-koopanHatopos (npu
Hanu4umn);

®.1N.0., LOMKHOCTb conccnenoBaTens;

MEeCTa npoBeaAeHnda wunccneaoBaHna: HauMMeHoOBaHME, aapeCa WU Teﬂe(bOHbI OpFaHMBaLlMVI,
nposoadawWnXx KIMHNYECKYO, aHaJIMTUYECKYIO U CTaTUCTUYHECKYIO HYaCTU NCccienoBaHnd,

HauMeHoBaHME M aapec KNMHUKO-AMArHoCTMYeckom nabopartopum;

AaTbl npoBeaeHns (Hayana U OKOHYaHWUSA) KIIMHWYECKOM, BMoaHaNUTUYECKON U CTaTUCTUYECKOMN
yacTen nccnenoBaHus;

uenb uccnenoBaHus;
AV3aiiH nccnepnoBaHms (C ykasaHueM AaT Havyana M OKOHYaHMSl OTMbIBOYHbIX NEPUOAOB);

CybbeKTbl WCCefoBaHUA: obllee KOJIMYECTBO MOABEPrlUMXCSA CKPUHUHITY W KOJIMYECTBO
BK/IIOYEHHbIX CY6bEKTOB, KO/IMUECTBO CY6bEKTOB, BbIObIBLINX W3 WCCNEA0BAHUSA, KOJIMYECTBO
CyObeKTOB, MOSIHOCTbIO BbIMOJIHUBLLUMX MPOTOKON WCCAEA0BAHMA M BK/IHOUYEHHbIX B CTAaTUCTUYECKUNA
aHanu3, roJsi, BO3pacTHOM AMANA30H, STHUYECKAA NMPUHAANEXHOCTb;

6) nHdbopMaumns 0 cpaBHMUBAEMbIX NNIEKAPCTBEHHbLIX NpenapaTax:

XapaKTepuctmka WCCNeAyeMOro NeKapCTBEHHOMO MnpernapaTta: TOproBoe HauMMeHoBaHWe (ecnu
NPUMEHMMO), MeXAyHapoAHOe HenaTeHTOBaHHOE HaMMeHOBaHWe, nekapcTBeHHast opma, A03MpoBKa,
HOMep cepuu, pQaTta nMpouM3BOACTBA, JAaTa WCTEYEHUS CpokKa TrOAHOCTU, MNPOM3BOAUTENb WU
opraHmsaumsi, OCYLIeCTBASOWAs BbIMyCKAaWMN KOHTPOSb KadecTBa (C yKas3aHMEM CTpaHbl-
npomnssoanTens);

obocHoBaHMe BblbOpa uccneayeMmMoro JfiekapCTBEHHOrO rnpenapata B COOTBETCTBUM  C
nogpasgenom 2 pasgena III  MpaBun npoBeaeHuss  mMccneaoBaHuUn  6MO3KBMBANEHTHOCTU
NekapCcTBEeHHbIX npenapaTtoB B paMkax EBpasMMCKOro 3KOHOMWMYECKOrO COK3a, YTBepXAaeMblX
EBpa3uniickon aKOHOMUYECKON Komuccuen (aanee - Npasuna);

XapaKTepucTuka pedepeHTHOro neKapcTBEHHOro mnpenapata: TOpProBoe HaUMeHOoBaHwue,
MeXAyHapoAHOoe HenaTeHTOBaHHOe HauMeHOoBaHWe, JekapcTBeHHass dopMa, [A03MpPoBKa, HoOMep
cepuu, AaTa MpPOM3BOACTBA, AaTa WMCTEYEHWUS Cpoka rOAHOCTWU, MPOU3BOAUTENb WM OpraHu3auus,
OCYLLECTBNAKOLLAS BbiMNyCKaOLWMIA KOHTPO/Ib KayecTBa (C YKa3aHMEM CTpaHbl-npon3sBoauTens);

obocHoBaHMe Bbibopa pedepeHTHOro NeKkapCTBEHHOro npenapata B COOTBETCTBMU C
noapasgenom 2 pasgena III NMpasun;

B) crnocob NMPUMEHEHNA NEKAPCTBEHHbLIX MpenapaToB: A03a, PEeXWM MNpueMa, o06beM XNAKOCTH
Ansa npunema, OTMbIBOYHbIN nepuoa Mexay nepmnoagamm nccnegoBaHus,

r) nepuvoabl NpueMa fieKapCTBEHHbIX NMpenapaToB: AaTbl M BPEMS Hayasa M OKOHYAHUS Ka)aoro
nepuoaa;

) BpeMeHHble Touku oT6opa obpa3uos 6MomMaTepunana (KpoBM, MOYU, CIKOHbI U T.4.);
€) onncaHme 6MoaHaNIUTUYECKON METOANKN:
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KpaTKoe onncaHue MeToAMKN BbINOJHEHUS aHaIM30B;
pa3HOBUAHOCTbL 6MONOrMYecKoro MmaTepuana;

HWXXHWUI Npeaen KoJMYeCTBEHHOro onpeaeneHns;
JINHENHbIN AMaNa30H;

napameTpbl ANs KONMYeCTBEHHOW OLEHKWN pe3y/bTaToB;

X) onucaHue dapMakoKnHeTudecknx un (nnn) papMmakogmHaMnUUyecKmnx Kputepues oueHku (npu
yKasaHum  ob6o3HavyeHunt  apMakKOKMHETUYEeCKUX MnapaMeTpoB  creayeT  pPYKOBOACTBOBATbLCS
npunoxeHuem N 8 Kk MNMpaBunam);

3) MHOpMaLNA O CTaTUCTUYECKOM aHause:
aHann3 apMakoKMHETUYECKMX NOKa3aTeNen;
KpUTEPUN BUO3KBUBANIEHTHOCTU;
6e30nacHoCTb;

M) pe3ynbTaTbl B BUAE KpaTKoro onucaHus B dopme Tabnauu C  pacCcyYUTaHHbIMU
dbapMakKoOKMHETUYECKMMM NapaMeTpaMum A4asa uccinegyemMoro um  pedepeHTHOro AeKapCTBEHHbIX
npenapaTtoB (NpeacTtaBnsloTCa AaHHble aucnepcmoHHoro adHanmsa (ANOVA) ana AUC m Cmax
(OTHOLWIEHME cpeaHuX reoMeTpuyeckmx, ux 90% [AOBEpPUTENbHbIN WHTEpPBaAs, KO3MPULMEHTHI
BHYTPUMHAOMBMAYANbHON BapuabenbHOCTN) W yCpeAHEHHbIM (apMaKOKMHETUYECKNIA Npodunb AN
nccnegyeMoro u  pedepeHTHOro JieKapCTBEHHbIX MpernapaTtoB B JIMHEWHOM U NIOM-JIMHENHOM
npeobpa3oBaHnmK, Apyrue ctTaTUCTUUYECKME AaHHbIEe, eC/TN MPUMEHMMO);

K) nHdopmaumsa 06 obcyxaeHun n BbiBOAAX;

4) coaepxaHue oT4yeTa (CO CKBO3HOM HyMepaLuMnen CTpaHumu);

5) nepeyeHb COKpaLWEHN N UCMOMb3YEeMbIX MOHATUNA;

6) nHdopmaumsa o cobnaeHnn 3TUHECKMX acneKkToB NpoBeAeHUs nccnenoBaHns:
COCTaB He3aBUCUMOro 3TUYECKOro KoOMUTeTa;

pa3spelwunTenbHble LOKYMEHTbl (MHpOpMauna U3 NpoTokosa 3acefaHns He3aBUCUMMOro 3TUHECKOro
KomuTeTa);

7) wHdbopMmauus 06 wuccneposaTensax WM aAMUHUCTPATUMBHOM  CTPYKTYpe UCCIeAoBaHus
(npeactaBnseTca nonHas nHdopmauusa o6 mccneposatensax (curriculum vitae) n mecte nposeAeHus
nccnepoBaHuii (C ykasaHMeM agpeca n HoMepa TenedoHa);

8) onucaHme KNMHNYECKOM 4YacTn nccnenoBaHns:

a) TUTy/IbHas CTpaHMUa, Ha KOTOPOWN NPUBOAMUTCS:

Ha3BaHWe uccnenoBaHms (cornacHo ab3sauy BTOPOMY MOAMNyHKTa 1 HacTOSIWEro NyHKTa);
AaTbl HAYana MU OKOHYaHUA KINMHMYECKON dasbl nccrnenoBaHus;

6) uenb nccnenoBaHus;

B) BBeaeHune (MHDOpMaUMsa O J1eKapCTBEHHOM rpenapaTte - ONucaHuMe, XMUMUYecKas
(cTpykTypHas) dopmyna, papMakoKMHETUYECKME N (hbapMaKOAMHAMUUYEeCKMe AaHHbIe);

r) AM3amH nccnenoBaHus;
A) BbIbOp Mccneayemor nonynsuum:

KpuTepun otbopa B UCCnefoBaHMe: KIMHMYECKas OueHKa - aHaMHe3 n BpadebHbin ocMoOTp (B
dopme Tabnuubl C yKasaHMeM WHAMBUMAYANbHbIX AAHHbIX), KNMHUM4Yeckue nabopaTopHble TecTbl (B
¢dopMe Tabnuubl C yKasaHMeM WHAMBWUAYANbHbIX Pe3y/bTaToOB), KPUTEPUW BKIIOYEHUS, KpUTEPUMU
HEeBKJIIOUYEHUS;

KpUTEPUU NpeKpaLLEHNS NCCNIeA0BaHNSA UMM UCK/TIOYEHUS CYObEKTOB U3 UCC/IEA0BaHUS;
MeToA pacnpeneneHns CybbeKkToB No rpynnam UCCnenoBaHus;

nHAVMBMAyanbHble JAaHHble: MOof, BO3pacT, BeC, POCT, WMHAEKC Maccbl Tena (C yKasaHueMm
MHAUBMAYANbHbIX 3HAYEHWW MNoKasaTenen Ans Bcex CybbekToB mMccnefoBaHUss U UX OnucaTesnibHOM
CTAaTUCTUKON);

e) VIHCbOpMaLI,MFI O NNEKAPCTBEHHbLIX NMpenapatax n nx npuneMe:
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onucaHWe uccneayemoro UM pedepeHTHOro  NIeKapCTBEHHbIX  MpenapaTtoB:  TOProBoe
HanMeHoBaHue (ecnn NMpUMEHWMO), MeXAyHapoAHOE HenaTeHTOBaHHOEe HauMeHOoBaHWe, A03UPOBKa,
NleKapcTBeHHas ¢popMa, HOMep cepuu, AaTa NPOU3BOACTBA, AaTa UCTEYEHUS CPOKA FOAHOCTU, YCIOBUSA
XpaHEHUS, HaAUMEHOBaHWE U aapec Npou3BOAUTENS, NpPUHUMaeMas CcybbekTaMu [o3a M nyTb
BBEAEHUS;

noaTeepxaeHue cobnofeHns pasmepa MNPOMbILWIEHHOW Cepun uUccnenyemoro fieKapCTBEHHOro
npenapaTta B COOTBETCTBMM C noapasaenom 2 pasgena III Mpasun u TpeboBaHMAMM K Banugauunm
npouecca nNpou3BOACTBA, YKasaHHbiMM B [lpaBumnax Haanexaiien nNpou3BOACTBEHHOM MNpPaKTUKK
EBpasniickoro aKOHOMMYECKOro Col3a, yTeepXxaaeMblX EBpa3nincKkon 3KOHOMMUYECKONW KOMUCCUEN;

MOJIHbIA Ka4YeCTBEHHbIN U KONUYECTBEHHbIN COCTaB UCCefyeMOoro JiekapCTBEHHOro npenapara, a
TaKXXe cocTaB pedepeHTHOro J1IeKapCTBEHHOro npenapara;

cepTdUKaTbl aHanmMsa WUCCIeAyeMOro U pedepeHTHOro NeKapcTBeHHbIX npenapatoB (MoryT
6bITb NpeAcTaB/ieHbl CNOHCOPOM B BUAE OTAE/bHbIX AOKYMEHTOB);

MAeHTUdUKAUMSA NEeKapCTBEHHbLIX nMpenapatoB (MapKMpoBKa WM NOCTaBKa MCCieayembliX
JIeKapCTBEHHbIX MNpenapaTtoB B WCCAeAoBaTe/IbCKUM  LEHTP, COMpoBOAUTESIbHbIE [AOKYMEHTbl W
conposoauTenbHas MHdopMaumsa) c ydeTom nogpasgena 2 pasgena III MNMpasun;

y4yeT nccnegyemoro n pedepeHTHOro nekapcTBeHHbIX NpernapaToB B X04e UCCef0BaHus;
X) MHOpMaLumsa 0 NpUMEHEeHUN NeKapCTBEHHOIo npenapaTa:
BbI6Op A0O3MPOBKM NeKapCTBEHHOrO npenaparta B UCCNeAOBaHUN;

Bbl6GOp M MNpuveM [03bl JIEKApPCTBEHHOro npenaparta ANs Kaxaoro cybbekTa (AaTta, BpeMs,
KOJIMYECTBO BO/bI, NULLA, OrpaHMYeHNs, pU3nMYecKas akTUBHOCTL);

npeaLwecTBytoLas n ConyTCTBytoLaa Tepanus;
paHaoMmU3aums;
OTMbIBOYHbIN Nepuoa;

Ta6ﬂMLl,bI, coaepXxauwune uvHAMBUAYalbHble AaHHblE WU rpachK npneMa J1€EKApPCTBEHHbIX
npenapartoB ANd BCeEX CY6'beKTOB nccneanoBaHuA,

3) oueHka 6e3onacHocTn (nNepeyncneHne npoBeAeHHbIX HeobxoauMbIX nabopaTopHbIX W
WHCTPYMEHTaNbHbIX METOA0B WUCCNefO0BaHUM B COOTBETCTBUM C TpeboBaHuaMM [MpaBun Hagnexaliemn
KNMHUYECKON TMpakKTUKM EBpa3smMiUCKOro 3KOHOMMYECKOrO COK3a, YTBepxaaembliXx EBpasunckon
3KOHOMMYECKOW KOMUCCHeNn, TecT Ha 6epeMeHHOCTb);

N) HexenaTeNbHble SAB/IEHUS U Npoueaypbl 0KasaHus MeauLMHCKON NOMOLN: AeTaIn3npoBaHHoe
onucaHme BCEX C/ly4YaeB BO3HUKHOBEHUSA HeXenaTeslbHbIX SIBIeHUN, Knaccudukauus, npUUYMHHO-
CNneacTBEHHasl CBSI3b C  MPUEMOM  JleKapCTBEHHbIX MpenapaToB, AaTta M BpeMs perncrpauuu,
ANUTENbHOCTb, TMPUHSTbIE Mepbl, WCMOSb30BaHME COMYyTCTBYIOWMX J1IeKapCTBEHHbIX MNpenapaTos,
B/IUSIHWE Ha NPOBeAEHMNE UCCNEA0BAHMUS U T.N.;

K) OTK/IOHEHMA OT npoTokona (ecnu TakoBble 6bIMN) U UX BAUAHUE HA KIUHUYECKUE U
(hapMakoKMHeTUYECKME pe3ynbTaThl;

n) nopsaok u rpacduk otbopa obpasuoB (B dopme Tabnuu C yKasaHMEM MJIAHUPYEMOro u
peanbHOro spemeHn otbopa o06pasuoB Ans Bcex CybbeKTOB MCCNeA0BaHUS);

M) cbop, NpMroToBeHNE, XPaHEHNE U TPpaHCNOPTMPOBKa 06pa3uoB 6MONOrMYecKkoro MmaTepuana;

H) 6uMoaHanNUTU4YeCcKMih OT4YET U OT4YeT O BanuMpauum 6OGuoaHanuTMyeckor metoamku. [pu
COCTaB/IEHUM AaHHbIX OTYETOB CrneAyeT BbiNoNHATL TpeboBaHmsa npunoxeHna N 6 k Mpasunam);

0) CTAaTUCTUYECKUI OTYET:

TUTYNbHasa CcTpaHuua (C YyKasaHMeM Has3BaHWUS uccneaoBaHus (cornacHo ab3auy BTOpPOMY
noanyHkTa 1 HacCToAWEro nyHKTa), HauMeHOBaHME W aApec opraHumsauum, nposoAasLLEN
CTAaTUCTMYECKYIO YacCTb MWCCMeaoBaHus; AaTbl Havasla WM OKOHYAHMS CTAaTUCTMYECKOW YacTu
nccnenoBaHus);

BBeadeHne (nHdbopMaunsa O JieKapCTBEHHOM MpenapaTe: OnMcaHue, xmMmudeckas (CTpyKTypHas)
dopmMyna, papMmakokuHeTrka, dapMakoanHaMmKa);

uenb 1 3aga4vm CTaTUCTUYECKOM YacTn uccnengoBaHus (KpaTKO);
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onncaHune q)apMaKOKVIHeTVI'-IeCKOFO aHanum3a, VILI,eHTVICbVIKaLl,VIFI MCNOJIb3YEMbIX CTAaTUCTUYECKUNX
nporpamm,;

nocTpoeHne dapMakoOKMHETUYECKOW KPUBOW;

CbapMaKOKVIHeTMl-IeCKoe YpaBHEHNE U €r0 aHa/In3, NCMNOJIb3yEMbIE NMPOrpaMMbl pacCyeTa,

onpegeneHne 6a30Bbix (apMakokuMHeTnyeckux napameTtpos (AUC(0-t), AUC[{: @) s Cmax wu
tmax) n MeTofonormsa Ux pacyeTos;
npoBepKa rmnoTesbl 6MO3KBUBANEHTHOCTH;

onMcaHme npoueaypbl CTaTUCcTMyeckor 06paboTKM  AaHHbIX, MNpPOBEPKA HYJEBOW U
anbTepHATMBHOM rMnoTes;

pe3ynbTaTbl OUEHKW OWOIKBMBANIEHTHOCTM U UX WHTepnpeTauus Ans pedepeHTHoOro u

nccneayeMoro fieKapcTBeHHbIX npenapaTtoB ¢ pacyetoM Cmax, tmax, t1/2, AUC(0-t), AUC{{. w) (B
dopmMe Tabnnuebl);

CTAaTUCTUUECKUIA  aHanM3 noKasaTenel >KBMBANEHTHOCTU  NIeKApCTBEHHOro  npenapaTta,
naeHTUMOUKaALUNSA UCNOSb3YEMbBIX CTaTUCTUUYECKMX NMPOrpamm;

Tabnuubl, copgepxalwmne pesynbTaTbl ANCNEPCUMOHHOrO aHanusa nokasaTtenen 6mMoaoCTYNHOCTU
Cmax, AUC(0-t), AUC{{. w) W nokasartenem 6Mo0aKBMBANEHTHOCTUN UccneayemMoro npenapara f", f', f.

A Takxe A0NOJSIHUTENIbHble napaMeTpbl SKBUBAJIEHTHOCTU A4 OTAENIbHbLIX JIEKAPCTBEHHbIX CbOpM;

aHann3 MOLWWHOCTU nccnegosaHms (C npeacraBneHMeEM pe3ynbTaToB No AaHHbIM Cmax n AUC(0-t)
B hopme Tabnuupl);

BbIBOAbI U 3aK/O4eHNe;
CMMCOK NnTepaTypsbl;
n) NPUIOXEHUS:

WHAMBUAYaNbHbIE U cpeAHue (apMaKOKMHETMYECKME NMPpodun, a TakXe CyMMapHble npoduim
pecdepeHTHOro 1 UCCNefyeMOro IeKapCTBEHHbIX NpenapaToB B HeNpeobpasoBaHHbIX KOOpAMHATaXx;

WHAMBUAYANbHbIE U cpeaHne (apMakKoOKMHETUYECKME Npoduan, a TakKe CyMMapHble npodunm
pecdepeHTHOro M UCCNefyeMOro IeKapCTBEHHbIX NpenapaToB B orapndMmnyecknx KoopanHaTtax;

Tabnuubl MHAMBUAYANbHBIX W CPeAHMX 3HAUYEHUN KOHUEHTpauuin, dapMakoKUHETUUYECKUX
napamMeTpoB UM [AUCNEPCUMOHHOro aHanmMsa nokasatenen @apMakoKMHETUKN pedepeHTHOro U
NccneayeMoro 1eKapCcTBEHHbIX NpenapaTos.

3. OTyeT AOomkeH 6biITb MNpeacTaBfneH Ha 6YMaXHOM W 3MIEKTPOHHOM HocuTensax. Jliobas
MHdopMauus AoMKHa 6bITb AOCTYyNMHa MO 3anpocy. MHAMBMAyanbHble 3HAUYEHUSI KOHLEHTpauui
pedepeHTHOro U UCCNeayeMOro JIEKapCTBEHHbIX MpernapaTtoB B 6MOMOrMUYECKUX XUAKOCTAX, a Takxke
nonyyeHHble papMakoOKUMHETUUECKME MOKAa3aTeNu no BCEM 3TanaM UCCNENOBaHUA NPeACcTaBnsalTCca B
3/1eKTPOHHOM Buae B hopMe Tabnuu, MS Excel unm nHbIX, COBMECTUMbIX C A@HHbIM PEAAKTOPOM.

II. AHaNUTUYECKNIA OTYET O npoBeaeHnNN T€CTa CpaBHMTeﬂbHOM
KUHETUKN paCTBOPEHNA

4. AHanNMTU4YeCKMiA OTYET O NMPOBEAEHMN TecTa CPaBHUTENbHOWM KUMHETUKW pacTBopeHus (danee
COOTBETCTBEHHO - oTt4yeT, TCKP) Bkntovaetca B pasaen 3.2.P.2 "®apMauesTunyeckass paspaboTka"
MoAyNna 3 perncTtpauuoHHOro A0Cbe JSIeKapCTBEHHOro npenapata B COOTBeTCTBUM C [lpasBunamu
permcTtpaumm U IKCMepTu3bl eKApPCTBEHHbIX CPeacTB  Ans  MeguUUMHCKOrO  MpPUMEHEHUS,
yTBEpPXAAeMbIMU EBPa3MNCKON 3KOHOMUYECKON KOMUCCUEN.

5. OTueT BKNOYaeT B cebs cneayowmne aneMeHThbl:

1) TMTynbHasa cTpaHuua, Ha KOTOPOM NpPUBOASITCSA:

Ha3BaHWe UCCneaoBaHus;

HaMMeHOBaHWe 1 agpec oOpraHM3aumm, NpoBOASILLEN aHA/IMTUYECKYHO YacTb UCCNeA0BaHus;
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AaTbl Ha4Yana n okoH4yaHusa nposeneHnd TCKP;
2) coaepXaHue oTyeTa;

3) cTpaHuua nognucen (c ykasaHuem O.UN.0., AOMKHOCTEM NO OCHOBHOMY MecTy paboThl,
noanucen (C ykasaHMeM aaTbl) 1L, OTBETCTBEHHbIX 3@ npoBeaeHne TCKP);

4) nepeyeHb COKpaLLEHNN N NCNOSb3YEMbIX MOHATUN;
5) nndopmMmaumns o Mmatepuanax n obopyaosaHum;
6) nHpopMaumnsa 0 CpaBHMBAEMBbIX JIEKAPCTBEHHbIX NMpenapaTtax:

XapaKTepUCTMKa MUCC/elyeMOro feKapCTBEHHOrO npenapaTa: TOproBoe HamMeHoBaHue (ecnu
NPUMEHUMO), MeXAYHapoAHOe HEMAaTEHTOBAHHOE HAaMMEHOBAHMeE, IEKAPCTBEHHAsA ¢opMa, A03UPOBKa,
HOMep cepuu, pAaTa MNpPoOM3BOACTBA, JAaTa WCTEYEHUS CpoOKa rOAHOCTM, MPOM3BOAUTENL WM
opraHusauus, OCyLecTBAsoWas BblMyCKaloWMA KOHTPONb KayecTtBa (C YyKasaHWeM CTpaHbl-
nponssoauTens);

XapaKTepucTMka pedepeHTHOro JfleKapCTBEHHOro mnpenapata: TOproBoe HaUMeHOBaHwue,
NleKapcTBeHHas ¢opMa, A03MpOBKA, HOMEp CepuW, AaTa MNpPOM3BOACTBA, AaTa MCTEUYEHMS Cpoka
rOAHOCTU, YCNOBUSA XPaHEHUs, NPOU3BOAUTENb WU OpraHu3auuMs, OCYLUECTBAKOLWASA BbiMyCKaOLWNIA
KOHTPOJIb KauecTBa (C YKa3aHMEM CTpaHbl-npou3soauTens);

7) WHdopMauma 06 aHanuTUYeckoM CTaHaapTHOM obpa3sue, B KOTOpOM NpUBOAATCSH
HanMeHoBaHue, MNpon3BOAUTENDb, KOMNYECTBEHHOE COoAep)XaHWe, HOMep CcepuKn, CpPOK TOAHOCTU
(NOBTOPHOrO UCMNbITAHUSA);

8) nHdopmaumna o peakTmMBax n matepmanax;

9) nHpopmaumnsa o6 0OCHOBHOM M BCMoMoraTesibHoOM 060pyaoOBaHUK;

10) ycnosus npoBeaenns TCKP:

a) BbI6Op, KpaTkoe 060CHOBaAHME YCNOBUIM M ONMcaHne Metoamnkm nposeaeHmns TCKP;

6) ycnosusa npoBeaerHmsa TCKP (Tun annapaTa, CKOPOCTb BpalleHUsa, TeMnepaTypa cpeabl, 06bem
cpelbl, BPEMEHHbIE TOUKM, KOIMYECTBO eAMHUL Nnpenaparta 418 pacTBOPEHUs, NMOMeELLAaeMbIX B COCYA,
UMCNO eAWHUL, JNeKapCTBEHHOro npenapata A8  KaXAoW BPEMEHHOM TOYKM, WCMOJSIb3yeMbIE
"cnHkepsbl", npoueaypa otbopa obpa3suos, npoueaypa BOCNONHEHUS Cpedbl PaCTBOPEHUS);

11) nHdopmauma o MapkMpoBke 06pasL0OB Npu NPoBeAEeHUM UCCEA0BaHUIA;

12) onucaHne aHaNUTUYECKON MeTOAMKM (BO3MOXHA MEpPEKPEecTHas CCblIKa Ha Apyrve pasgesbl
PerMcTpauMoHHOro Aocbe MM dapMakonemHy MeTOAMKY, TorAa HUXKENnepeuyncneHHble CBeAEHMUS
ZoMNyCcKaeTcs He NpUBOAUTDL):

Tabnunubl, cogepxawme KpaTKkuii 0630p aHanUTUUYECKOM MeToamku. B cnydyae mcnonb3oBaHus
XpomaTorpapuyeckmx MeToAO0B MNPUBOASTCA YC/IO0BUS XpoMaTorpadmMyeckoro aHanmsa: MNoABUXKHas
dasza, TMn KONOHKWM (NpeaKoNOHKM), CKOpPOCTb MNOTOKa, TeMmnepaTypa KOMOHKM, TemnepaTtypa
aBTocamnnepa, o6bem BBOAMMOM nNpobbl), AETEeKTOp, MNapaMeTpbl AETEKTUPOBAHUSA, JIMHENHbLIN
AVanasoH rpaaynpoBOYHON KPUBOW, HMXHWUI Npeaen KoIMYEeCTBEHHOrO onpeaesieHnsi, UCnosib3yemble
rpaaynpoBoYHble ob6pasubl (YMCIO U KOHUEHTpauusi), obpasubl KOHTpPONsS KayecTBa (4ncio u
KOHLUEeHTpauus), cnocob nNocTpoeHns 1 Tun rpaaynpoBOYHON 3aBUCMMOCTU;

NPUrOTOB/IEHNE UCXOAHOIO FPaAyMpoOBOYHOro pacTBopa;
NPUroTOB/IEHNE UCXOAHOI0 pacTBopa A/ KOHTPO/IA KavyecTBa;
NpPUroTOBNIEHNE Cpell PaCTBOPEHUS;

NpUroToBiEHNE pacTBopa nnauebo;

npuUroToBneHne pabouymx rpagympoBOYHbIX PACTBOPOB;
NnpuUroToBneHne pabouymx pacTBOPOB A1 KOHTPOA KauyecTBa;

13) pe3ynbTaThl aHanmM3a nccneayembix ob6pasyoB (Aata, naeHTUdUKaUnSa aHaNIUTUUECKNX CEPUI
(umknoB), paHAOMM3aALUMA UCcreayemMbiX 06pa3LoB, rpaaAyUpPOBOYHbIX 06pa3uoB 1 06pa3yoB KOHTPOS
KauecTBa B aHalUTUYeCKUX cepusix (UuKnax), KpUTepum MNpUEMSIEMOCTM aHaNUTUYECKUX Cepun
(umknos), Tabnnubl, BKAKOYAKOWKMe pe3ynbTaTthl);

14) pe3ynbTaTbl 06pa60TKVI pe3ynbTaTtoB U I/ILI,eHTMCbVIKaLWIVI nporpaMMHbIX CpeAacCTB,
15) KpaTKoe onncaHme sannjgaunm MCI‘IOJ‘Ib3yeMOI71 aHaNMNTUYECKON METOAUKMN;
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16) pe3ynbTaThl NnpoBeaeHusa TCKP:

cBOAHblE Tabnuubl, coaepxawme pesynbTaTbl BbICBOOOXAEHUSA pedepeHTHOro U Mccneayemoro
JIEKApPCTBEHHbIX MpenapaTtoB B Ka)AOW BPEMEHHOM TOuKe, ANS KaXAoW eauHWULUbl O03UPOBaHUSA
pedePEHTHOIO M WCCEAYEMOro NIEKapCTBEHHbLIX MpenapaToB WM cpen pacTBOPEHUS, C PaCUYETOM
CPpeAHMX 3Ha4dYeHuin M Ko3(hEPUUMEHTOB BapuauMn CTENEHM BbICBOOOXAEHUS B KaXAoh BpPEMEHHOM
TOUKE;

rpapuyeckme umsobpaxeHunss npodwunen BbICBOOOXKAEHMS AEACTBYHOWeEro Bewectsa U3
pedepeHTHOro U uccnesyemoro nNeKkapcTBeHHbIX npenapaTtos;

OTK/IOHEHWUS, NPUHATbIE Mepbl, X 060CHOBaHME;
dakTop cxoanMocTun f2 1 rpaHnubl NpUeEMNemMocTu;
17) BbIBOAbI N 3aKOYeHUe;

18) nutepatypa, wncnonb3oBaHHas Ana Bbibopa ycnosuin nposeaeHus TCKP wn paspaboTku
aHaNNUTUYECKON METOAVKMN;

19) npunoxeHus:
nporpamma (npotokon) nposeaerHms TCKP;

penpeseHTaTMBHbIe XpoMaTOrpaMmmbl (UM MHbIe MepBUYHbIE AAHHble) B KOSIMYECTBE HE MeHee
20% OT 4mcna BbINONIHEHHbIX aHANN30B;

cepTudurKaTbl aHann3a nccneayeMmoro u pecdepeHTHOro IeKapCTBEHHbIX NpenapaTos;

20) oTyeT O BanAMAAUUM aAHANIUTUYECKOM MeToauMKM npu npoBegeHun TCKP (BO3MOXHa
nepekpecTHas CCblsika Ha Apyrue pasaesbl permcTpaumMoHHOro Aocbe uan dapMakonenHy MeTOANKY,
Toraa HuXenepeyucneHHble CBeAeHNs A0MNYCKAeTCsa He NPMBOAUTD):

a) TUTy/IbHas CTpaHuMUa, Ha KOTOPOW NMpUBOASTCS:

Ha3BaHWe UCCNeAoBaHUS;

HauMeHOBaHMe N aapec opraHmM3aumun, NpoBOASILLEN NCCeaoBaHKe;

AaTbl Ha4ana 1N OKOHYaHUS Banuaaunm aHaaUTUYECKON MeTOANKN nNpu npoBeaeHnn TCKP;
6) coaep>xaHue oTyeTa;

B) cTpaHumua noanucen (c ykasaHmem @.N.0., OOMKHOCTEM MO OCHOBHOMY MecCTy paboThl,
noanucen (C ykKasaHWeM AaTbl) NuU, OTBETCTBEHHbIX 3a MNPOBEAEHME BannaauMu aHaIUTUYECKOM
MeToankn npu nposeaeHmn TCKP);

r) nepeyeHb COKpALLEHUN N UCMONb3YEMbIX MOHATUIN;

A) obocHoBaHue BbIbOpa MeToda, MapaMeTpoB BaiMgauMu U UX OUEHKW, uaeHTudukaums
NpOrpaMMHbIX CPeACTB A1 pacyeToB;

e) Tabnuubl, coaepxawme KpaTtkmii 0630p aHanUTUYECKMX MeToauMK. B cnydae mMcnonb3oBaHus
XpoMaTtorpadumyeckmx MeToAoB MPUBOAATCA YCIOBUA XpoMaTorpaduyeckoro aHanusa: noaBuXKHas
¢dasa, TMnN KONOHKM (NPeAKOSIOHKM), CKOpPOCTb MOTOKa, TeMnepaTypa KOJMIOHKW, TemnepaTtypa
aBTocamniepa, o6beM BBOAMMOW nNpob6bl), AETEeKTOp, MNapaMeTpbl AETEKTUPOBAHMUS, JIMHENHbIN
AVanasoH rpagyMpoBOYHON KPUBOW, HMXHUI Npeaen KONNYeCTBEHHOro onpeaeneHus, NCnob3yemble
rpagyvpoBoyHble obpasubl (YMCNO M KOHUeEeHTpauusi), obpasubl KOHTPOMs KayvectBa (4Mcno u
KOHLUEeHTpauus), cnocob nNocTpoeHns 1 Tun rpaaynpoBOYHON 3aBUCMMOCTU;

XK) CEenekTUBHOCTb MeToaa (MAeHTUdUKAUUSA BbINOJIHEHHbIX aHalIUTUYeckux cepuii (LUMKNIOB),
KpUTEPUM MNPUEMIEMOCTU, pe3ynbTaTtbl (B ¢dopMme Tabnuu, XpoMaTorpaMMbl WM WHbIE MEPBUYHbIE
AaHHble B c/lyyae uenecoobpasHOCTU, COOTBETCTBUE KPUTEPUAM MPUEMIIEMOCTHN);

3) rpaayvpoBo4yHass kKpuBass (ypaBHeHME KpuBOW, KOIDDULMEHT KOppensunun, JUHENHbIN
AuanasoH, KpuUTepuun npuemseMocTu, pesynbtaTtbl (B Buae Tabnuuy, XpoMaTorpamMmbl WAW WHblE
NnepBUYHbIE AaHHblEe B Cly4yae uenecoobpasHoCTU, MAEHTUdUKaALMSA BbINOJHEHHbIX aHaIUTUYECKMX
cepui (LMKNOB), COOTBETCTBME KPUTEPUAM NPUEMNIEMOCTU);

M) NpaBWIbHOCTbL U MOBTOPAEMOCTb B TeueHWe 1 AHA WX aHanuTUYecKom cepuu (Uukna),
KpUTEpUU NpmuemMsemMocTu, pesynbTaThl B popMe Tabnuu, COOTBETCTBME KPUTEPUSAM NMPUEMNEMOCTH;

K) NpaBUIbHOCTb M MPEUM3NOHHOCTb B pPa3Hble AHW, aHanuTU4eckme cepumn (UMKIbl), KpUTEpUmn
NpUemMsIeMOCTH, pe3ynbTaTbl B hopMe Tabnnl, COOTBETCTBME KPUTEPUAM MPUEMIIEMOCTH;
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n) npouenypa pasbasneHus o6pas3uoB npu Heo6X0AUMMOCTW (KpUTEpUM MNpUEMSIEMOCTH,

pe3ynbTaThl B popMe Tabnui, COOTBETCTBME KPUTEPUSM NMPUEMSIEMOCTH);
M) cTabunbHoCTb 06pa3uoB (pacTBOpPOB):

CTabUNbHOCTb XPAHEHUS WUCXOAHbIX WM pabounmx pacTBOpoB (KpUTEPUM MPUEMIIEMOCTH,

pe3ynbTaTbl B dopMe TabauLl, COOTBETCTBUE KPUTEPUSAM NPUEMIIEMOCTN);

CTabunbHOCTb 06pa3uoB (pacTBOpPOB) B MpoLECCE BbINOHEHUS aHaNM30B, BK/OYas BPEMSA Ha

noAroToBky o6pas3uoB (pacTBOPOB) M BpeMs O4HOr0 aHanm3a;
H) OTKJIOHEHMS, NPUHSATbIE Mepbl, UX 060CHOBaHME;

0) 3aK/04YeHune;

n) nutepaTtypa, UCnonb3oBaHHas Ansa o60cHOBaHWSA Bbi6opa MeToda W nNapaMeTpoB Banuaauumu,

pa3paboTkn aHANUTUYECKON MEeTOAUKMU;

p) npunoxeHue (penpes3eHTaTUBHble XpOMATOrpaMMbl WU WHble MEPBUYHbIE [AaHHble B
KonuyectBe He MeHee 20% OT uucna 06pasuLoB, aHaANM3UPYEMbIX MPU BanvMaaummnm aHaaUTUUYECKOWN

METOANKN).

MpunoxeHue N 8

Kk MNpaBunam nposefeHnsa nccnenoBaHnm
6103KBMBANEHTHOCTUN IeKapCTBEHHbIX
npenapaToB B paMkax EBpasuiickoro
3KOHOMMYECKOro cok3a

YCNOBHbIE OBO3HAYEHNA ®APMAKOKWNHETUYECKNX NMAPAMETPOB

Ae(0-t) obuwee copepxaHue HEU3MEHEHHOro AenCTBYHOLWEro BewecTBa B Moue,
cobpaHHO OT MOMEHTa NpueMa A0 BpeMeHu t

AUC(0-72 4) nnowaab noa KpMBOW "mnnasMeHHas KOHLEHTpauusa - BpeMsa" C MOMeHTa
npuema iekapCTBEHHOro nNpenaparta A0 72 4

AUC naowanb Nog KpMBOW "mnnasMeHHas KOHUEHTpauusa - BpeMsa" C MOMeHTa
(0-) npuema fiekapCcTBEHHOro npenaparta A0 6eCKOHEeYHOCTH

AUC(0-t) naowanb noa KpueBoW "nnasMeHHas KOHUeHTpass - BpeMsa" C MOMeHTa
npuema [0 nocnegHen onpenensieMon KOHUEHTpauunm BO BPEMEHHOM
Touke t

AUC{ ] paBHOBECHasA rnJsiowaab noa KpVIBOVI B MHTEPBaANE AO3NPOBaAHUA
O-r

AUC(extr) ocTaTo4Hasa (aKcTpanonupyeMas) nnowanb noj KpuBoKn, onpeaensemas
AUC,, ,, ~AUC,, ,
no dopmyne AUCW 3
Cmax MaKCMMasibHasa njiasMeHHas KOHLUeHTpauus
Cmax,ss paBHOBeCHas MakcMMasbHas nnasMeHHas KOHUeHTpauus
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kel
Rmax
t1/2
tmax

tmax,ss

Mevatb AOKyMeHTa

KOHCTaHTa CKOPOCTU TEPMUHANIbHOW 3IMMUHALNMU
MaKCUMasbHasa CKOPOCTb BbiBEAEHUS C MOYOM
nepuoj nonysbIBeAEHUS U3 Na3Mbl

BpeMsa goctumxeHnsa Cmax

BpeMsa goctmxeHna Cmax,ss
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