COBET EBPA3UNCKOW 9KOHOMMUYECKOW KOMUCCUU

PELLEHUE
oT 3 Hos1I6ps1 2016 1. N 85

OB YTBEPXOEHWUN NPABUI
NMPOBEAEHUA UCCINEAOBAHUN BUOSKBUBAJIEHTHOCTU JIEKAPCTBEHHbIX
NPENAPATOB B PAMKAX EBPA3UNCKOIO 3KOHOMWUYECKOIO COIO3A

B cooTBETCTBMM C NyHKTOM 2 cTaTbu 4 U cTaTben 6 CornaweHns 0 eguHbiX NpUHLMNax u npaesunax obpalleHus
NeKapCcTBEHHbIX cpeacTB B pamkax EBpasuiickoro skoHoMuyeckoro coto3a oT 23 gekabps 2014 roga, nyHktom 86
npunoxeHus N 1 k PernameHTy paboTbl EBpasninckort 3KOHOMUYECKOW KOMUCCUU, YTBEPXAEHHOMY PelueHvem Beicliero
EBpaswuiickoro akoHomudeckoro coseta oT 23 pgekabpa 2014 . N 98, n PeweHuem Bebicwero Espa3suiickoro
3KoHOMMYeckoro coeTa oT 23 aekabps 2014 . N 108 "O peanusauum CornaweHns 0 eanHbiX NpUHUMNax n npaeunax
obpalleHnss nekapcTBEHHbIX CcpeacTB B pamMkax EBpasumiickoro skoHomuyeckoro coto3a” CoBeT EBpasuiickon
3KOHOMMYECKON KOMUCCUX peLunn:

1. YTBepauTb npunaraemble [lpaBuna npoBeAeHUs UCCNenoBaHU OUO3KBMBANEHTHOCTM JleKapCTBEHHbIX
npenapaToB B pamkax EBpa3snickoro akKoHOMUYECKOro coro3a.

2. Hactosiwee PeweHne BcTynaetr B cuny no uctedyeHun 10 kaneHOapHbIX OAHEW C AaTbl BCTYMMEHUS B cCuny
MpoTtokona, noanucaHHoro 2 aekabpsa 2015 roga, o npucoeanHeHun Pecnybnvku ApmeHuns k CornawieHuio 0 eauHbix
npuHUMNax u npasunax obpalleHns nekapCcTBeHHbIX CPedcTB B pamMkax EBpasnickoro akoHOMMYecKoro corosa oT 23
aekabpst 2014 roga, HO He paHee 4Yem Mo uctedeHnn 10 KaneHgapHbIX OHEN ¢ AaTtbl oduMLManbHOrO onyobnMKoBaHUA
HacTosiwero PelueHus.

YUneHbl CoBeTa EBpa3ninckoi 3KOHOMUYECKON KOMUCCUM:

Ot Pecnybnukum Ot Pecnybnukm Ot Pecnybnukm Ot Kblprbisckon Ot Poccuiickon
ApmeHns Benapycb KasaxcTaH Pecny6bnuku denepauuu
B.FABPUEJTAH B.MATIOLLEBCKWN A.MAMWH O.NMAHKPATOB U.LWYBANOB
YTBEpXOeHbI

Pewwennem Coseta
EBpasnmnckon 9KoHOMUYECKOM KOMUCCUN
oT 3 Hos16ps 2016 1. N 85

NMPABUNA
NPOBEOEHUA UCCNEQOBAHUA BUOIKBUBAJIEHTHOCTU NEKAPCTBEHHbIX
NPENAPATOB B PAMKAX EBPA3UNCKOIO 3KOHOMWYECKOIO COIO3A

|. Obwme nonoxeHus

1. Hactoswwme lNMpaBuna yctaHaBnueatoT TpeboBaHMsa K pa3paboTke gu3ariHa uccrnegoBaHuii OM0aKBMBaNIEHTHOCTM
(obwero nnaHa wccnegoBaHMK, onucaHust crnocoboB MpoBedeHVs MCCnedoBaHW B 3aBMCMMOCTM OT OTOopa U
dopmmpoBaHua rpynn CcyObekToB WCCrenoBaHWM, MaCKMPOBaHWS [OaHHbIX), MPOBEAEHUD UCCNeaoBaHUN
OVO3KBMBANEHTHOCTM W aHanuM3y WX pesynbTatoB, a TakkKe OCHOBaHWSA [ANfsl 3aMeHbl MCCrneaoBaHuMW in Vvivo
NCCreaoBaHUsiMU in Vitro.

Llenb npoBegeHus wuccrnegoBaHun OGUO3KBMBANEHTHOCTU - [A0OKa3aTb 3KBUBANIEHTHOCTb BOCMPOM3BELEHHOIO
(rmbpugHoro) nekapcTBeHHOro npenapata pedepeHTHOMY JieKkapCTBEHHOMY MpenapaTty Mno KayecTBy, 4TOObl
3KCTpanonMpoBaTtb pe3ynbTaTbl JOKMMHUYECKUX UCMLITAHUA U KITMHUYECKUX UCCNEeNOBaHNA, NPOBEAEHHBLIX B OTHOLLEHWM
pedepeHTHOrO NeKapcTBEHHOro npenaparta, Ha BOCNPOW3BEAEHHbIA (TMOPUAHBLIA) NekapCTBEHHbIA npenapart.
[MpoBegeHve nccnegosaHuin BGMO3KBMBANEHTHOCTU TpebyeTcs Npu BHECEHUN WM3MEHEHUN B perncrpauuoHHoe A0Cbe
3apervcTpUpoBaHHOIO NIEKapCTBEHHOIO npenapara (B YaCTHOCTW, NPY U3MEHEHNM COCTaBa BCMOMOraTesibHbIX BELLECTB,
TEXHONOrMM NPoM3BOACTBa, MECTa NMPOU3BOACTBA, YKPYMHEHUN UNN PasyKpyNMHEHUM NMPOMBILLFIEHHOW cepun U T.4.), Ha
npegpervcTpaumoHHOM 3Tane npu CyLeCTBEHHOM W3MEHEHUW COCTaBa, TEXHOMOMMM MPOU3BOACTBA JIEKAPCTBEHHOIO
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npenapaTta (ecnM OCHOBHble [LOKIUHUYECKME W KIUHMYECKMEe WccnefoBaHust NpoBefeHbl C HEU3MEHEHHbBIM
nekapcTBEHHbIM MpenapatoMm W HeobxoouMmo 3SKCTpanonuMpoBaTb MOMyYeHHble AaHHble O ©Oe3onacHocTu wu
3(PPEKTUBHOCTU Ha M3MEHEHHbIVW NEKAPCTBEHHbIN Npenapart), Npyu U3MeHeHUn nekapcTBEHHON (POPMbl C HEMELNEHHbIM
BbiICBOOOXAEHMEM Ha neKkapCcTBEHHYy QOpMy C mMoanduunmpoBaHHbIM BbiCBOOOXAEHMEM, paspaboTke
KOMOUHMPOBAHHbIX NEKAPCTBEHHbIX NMPEnapaTtoB U B MHbIX Cly4vasix.

2. [1ea nekapCTBEHHbIX Mpenaparta, CoaepXalimx O4MHAKOBOE KOMMYECTBO AENCTBYIOLLErO BELLECTBa, CYMTAOTCS
OMO3KBMBANEHTHBIMU, €CIN OHU SABNAKTCA (apMaueBTUYECKM IKBMBANEHTHbIMW uNn dapmaueBTU4ecku
anbTepHaTMBHLIMU U NX BMOQOCTYNHOCTL (MO CKOPOCTU U CTENEHW) nocre NPUMEHEHUS B OAMHAKOBOW MONSIPHON [03€e
yKNagblBaeTcs B 3apaHee YCTaHOBMEHHble [OMyCTMMble Npefdenbl. YKasaHHble Mpedenbl yCcTaHaBnMBaKTCA AN
obecneveHns conoctaBMMoOCTU BrodapmMaLeBTUYECKMX CBOWCTB FEeKapCTBEHHOM (OOPMbl, B KOTOPOW BbIMYCKaKOTCS
NeKapCTBEHHbIe Npenaparbl in Vivo (TO eCTb CONOCTaBMMOCTU NX MO 3hPeKTUBHOCTM 1 6e3onacHoCTH).

3. Ona onpegeneHnst CKOpoCTU K cTeneHum abcopbumm B uccreqoBaHUAX OMOIKBUMBANEHTHOCTU OObIMHO
ucnonb3yeTca Kpveas "KoHueHTpauusa - Bpems". Cneaywowuve dapMakoKMHETUYECKMe napameTpbl M 3apaHee
YCT@HOBIIEHHbIE TPaHMLUbl UX AOMYCTUMbIX OTKIMOHEHW/A MO3BONAT CyAUTb O OMO3KBMBANEHTHOCTM CpaBHMBAEMbIX
NeKkapCTBEHHbIX NpenapaToB NMyTeM OLEHKM UX CPaBHUTENbHON BMOOOCTYNHOCTY:

nnowiagb nog KpmBon "koHueHTpauus - Bpems" (AUC), oTpaxatowas BeNUYMHY 3KCNo3nLnK;

MakcumanbHas koHueHTpauusi sewectsa (C,,,) B KPOBM, Nnas3Me Wi CbiBOPOTKE (Aanee Takke - nnasma,
BMOXNOKOCTD);

BPeMsi AOCTUXKEHNSi MaKCMMarbHOW KOHLeHTpaumumn B buoxuakoctv (t, 5. )-

Mpu a1oM Cpioy W ty g SBMSIOTCA NapameTpamu, Ha KOTOpble OKasblBaeT BrUsHUE CKOPOCTb abcopbuum

X
OEenCTBYIOLLIEro BeLlecTBa U3 fIeKapCTBEHHON hOPMbl.

4. Hactoswme [NpaBuna pacnpoCTpaHsIlOTCA Ha fekapCTBEHHble npenapaTtbl B BuAe TBepAblX JeKapCTBEHHbIX
dopm Ons npuema BHYTPb C HEMeOJIeHHbIM BbICBODOXAEHMEM AENCTBYIOLLErO BeLlecTBa, coaepxar TpeboBaHus K
NNaHMpOBaHMIO U MPOBEAEHMUIO UCCreoBaHUA BUO3KBUBANEHTHOCTU MYTEM U3YYEHUS CPaBHUTENBHOW OMOOO0CTYNMHOCTU
pa3HOBUOHOCTEN 3TUX NEKaApPCTBEHHbIX (OPM C HeMeANneHHbIM BbICBOOOXAEHMEM, a Takke ApYyrux BUAOB
neKapCTBEHHbIX POPM B COOTBETCTBUM C 0OLLMMU TpeboBaHUAMU cornacHo npunoxeHuo N 1.

PaspaboTka gmsaiHa 1 npoBedeHue WCCNedOBaHWA, aHanvM3 AaHHbIX CpPaBHUTENbHOW OWMOOOCTYNMHOCTM AONs
NoAaTBepPXAeHUsT OUMO3KBMBANEHTHOCTU JEKAPCTBEHHbLIX (POPM TaKMX IleKapCTBEHHbLIX MpenapartoB MNpoBOAATCS B
CoOTBETCTBUM C TpeboBaHusMuK pasaena |l HacTtoswmx Mpaeun. Ecnv 6uoskBMBaneHTHOCTb HEBO3MOXHO MOATBEPAUTb
C NOMOLLbI0 UccrenoBaHuii GMoOOCTYNMHOCTU, NPOBOAATCA hapMakoAMHaMUYeckue Unu KNMHUYeCkue UccrnenoBaHus, B
COOTBETCTBUM C TpeboBaHMAMN cornacHo npunoxexHmam N 2 n 3.

5. B HacToqawmx NMpasmnax ycTaHaBNMBalOTCA KpUTEPUM, B COOTBETCTBUN C KOTOPbIMWU NPOBESEeHne NccnegoBaHni
6uogocTynHOCTH in vivo He TpebyeTtcs (4NA AOMONHUTENbHBIX AO3UPOBOK - B COOTBETCTBUM C nogpasgenom 7 pasgena lll
Hactoswmx [NpaBun, ANS OTAENbHbIX BUOOB EKapCTBEHHbIX (POPM - B COOTBETCTBUWM C npunoxenHuwem N 1, ans
npouedypbl 6uoBeriBep, OCHOBaHHOW Ha 6GuodapmaueBTUYECKON cucTeMe knaccudukaumm - B COOTBETCTBUM C
npunoxeHvem N 4).

6. |-|pl/l noareepXxaeHnn O1O3KBMBAJIEHTHOCTU NNIeKapCTBEeHHbIX MnpenapaTtoB, KOTOPble BbIMyCKaAakTCA B
nekapcTBEHHbIX opMax € MOAUMULMPOBaAHHLIM BbICBODOXAEHMEM, TpaHcAepMasibHbIX NeKapCTBEHHbIX dopmax u
WHransUMOHHbIX NEKapCTBEHHbIX (opMax, a TakkKe JeKapCTBEHHbIX opMax ANns MECTHOro MNpPUMEHEHUs U
niMnocoMarnbHbIX NIEKAPCTBEHHBLIX (hOpMaXx UCCreaoBaHUs CrneaqyeT NpoBOAMTL B COOTBETCTBUM C aKTaMW, BXOASLLMMUK B
npaBo EBpa3uickoro akoHomu4eckoro cotosa (ganee - Cotos), B cdhepe obpalLeHnsi NeKapCTBEHHbIX CPEACTB.

7. Cdepa npuMeHeHnsa HacTtoswmx [lpaBun orpaHMyeHa CpaBHEHMEM XMMWUYECKMX coeguHeHun. [lopsgok
CpaBHEHUs1 OUONMOrMYecKkMx neKapCTBEHHbIX MpenapaToB C pedepeHTHbIMU JieKkapCTBEHHbIMM MpenapaTaMmu
YCTaHOBIEHbI B NpaBuiax NpoBeAeHns nccrnenoBaHmin OMonormdeckmnx nekapcTBEHHbIX CPeacTB B pamkax EBpasuiickoro
3KOHOMMUYECKOro Ccot3a, yTBepXaaembix EBpasuMmckon IKOHOMMYECKOW Komuccuen (panee - Komuccus).
MopTBepxaeHne BUOIKBUBANIEHTHOCTU MOXET NMPOBOAUTLCHA B OTHOLLEHWM pacTUTENbHbBIX NEKapCTBEHHbLIX NpenapaTos,
HO OCHOBHble TpeboBaHMWSs, N3NOXEHHblE B HacTosWwmMX [lpaBunax, He NPUMEHUMBbI K PacTUTENbHBIM FEKAPCTBEHHbIM
npenapatam, A1 KOTOPbIX AENCTBYIOLLME BELLECTBA HE B NOMHOW Mepe OxapakTepu3oBaHbl.

8. Hacrtosiwme [lMpaBuna ucrnonb3yloTcs Npy rnogaye 3asiBEHWA O perucTpauum NekapcTBEHHbIX npenapaToB B
pamkax Coto3a.

9. WNccnepyemble nekapcTBeHHble npenapatbl, UCMOMNb3yeMble B MCCNeoBaHUM OMO3KBMBANEHTHOCTU, OOMKHbI
Npou3BOANTLCA B COOTBETCTBMM C TpeboBaHMAMM NpaBun Hagnexawen nponsBoACTBEHHOW NpakTvku EBpasuickoro
S3KOHOMMYECKOro coto3a, yTBepxaaembix Komuccumen, ¢ npeacTaBneHMemM COOTBETCTBYHOLLErO AOKYMEHTanbHOro
noaTBEPXOEHNSA B PErncTpaumMoHHOM JOChe.
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NccnenoBaHua GUMOSKBUBANEHTHOCTU, MpoBelleHHble 3a npegenamu Tepputopun Colo3a, OOMXKHbI
COOTBETCTBOBaTbL HacToswwmMm [paBunam U OpyrMM aktam, Bxodawmm B npaeBo Colo3a, B cdepe obpalleHust
neKapcTBEHHbIX CPeacCTB.

10. Mo Bonpocam, He yperynMpoBaHHbIM B HacToswmx NpaBunax, 3assutenu Bnpaese obpallatbcs B QKCNEpPTHbIN
KOMUTET NO neKapCTBeHHbIM cpeactBam npu Komwuccunm (ganee - JkcnepTHbIM komuTeT npu Komwuceumn) 3a
KOHCynbTaumnen.

II. OnpepeneHuns
11. Anga uenen HacTosAwmx MNMpaBunn NCNONb3YTCA NOHATUSA, KOTOPbIE 03HAYaT CreayLlee:

"6uoserisep" (biowaiver) - npouenypa oueHkM GUOIKBMBANEHTHOCTN NEKAapPCTBEHHOrO npenapara 6e3 npoeseaeHust
NCcCcrneaoBaHus in Vvivo;

"Buonoruyeckas 4OCTynNHocTL", "onogoctynHocTe" (bioavailability) - ckopocTb 1 cTeneHb, ¢ KOTOPOW AencTByoLLee
BELLECTBO MIN aKTMBHasi YacTb MOMEKynbl AEeNCTBYIOLLErO BellecTBa abcopbmpyoTcs U3 niekapcTBEHHOMO npenaparta 1
CTAHOBATCSA AOCTYMHbIMM B MeCTe CBOero [gelcteusi. BuogocTynHOCTb onpedensitoT Kak abCOMOTHbIA Unn
OTHOCUTESbHBIA NOKa3aTenb.

ABCOnNTHY BUOAOCTYMHOCTL AENCTBYHIOLLENO BellecTBa (aKTMBHOW YacTu MONEeKyrbl AeNCTBYIOLWEro BeLeCTBa) B
onpefeneHHoN nekapcTBEHHON opMe onpedensioT NyTeM CpaBHEeHWs C OMOOOCTYMHOCTbIO 3TOr0 AEeWCTBYHOLLErO
BellecTBa (aKTMBHOW YacTuM AEWCcTBYIOLWEro BelwecTBa) NpuM ero BHYTPUCOCYAUCTOM BBEAEHWUW, nocrnegHsas
npupaBHuBaetca k 100 npoueHTam (Hanmpumep, pacTBop ANA MNpvemMa BHYTPb B CpPaBHEHWM C pacTBOPOM Anis
BHYTPVBEHHOIO BBEAEHWS).

OTHocuTEnNbHYO 6MOAOCTYNHOCTL AEeNCTBYHOLEro BelecTBa (akTUBHOW 4YacTU MOJEKYIbl AEeNCTBYOLLEro
BELecTBa) B OMpPEOErNeHHON IeKapCTBEHHON (hopMe OnpeaensiioT MyTeM CpaBHeHWUs! ¢ GMOOOCTYMHOCTbIO ApPYrow
neKapcTBeHHOW (QOpMbl, BBEAEHHOW TEM e WM OpyrMM (HO He BHYTPMBEHHbIM) NyTem (Hanpumep, TabneTtkn B
CpaBHEHUW C pacTBOPOM ANS Npuema BHYTPb).

OcHoBol nposegeHnda nccneaoBaHun GUO3KBMBANEHTHOCTU U© 6I/IOD,OCTyFIHOCTI/I OonbLlUMHCTBA JIEKapCTBEHHbIX
npenaparoB ABNAETCA onpeaeneHne OTHOCUTENBHOM 6MOJJ,OCTyI'IHOCTM.

BronocTynHocTb nekapcTBEHHbIX NpenapaTtoB, He npearonaratowmnx BcacbiBaHUS B KPOBOTOK, [OMNycKaeTtcs
OLeHMBaTb C MOMOLLLIO NapaMeTpPOB, CMOCOBHbLIX OTPa3WUTb CKOPOCTb U CTEMNeHb JOCTYMNHOCTM AENACTBYIOLLENO BeLLecTBa
U aKTUBHOW YacTu MOreKyrbl 4eNCTBYHIOLLErO BelecTBa B MECTE CBOErO AeCTBUS;

"Buonoruyeckas akBnBaneHTHoCcTb", "OMoakBMBaneHTHoCTL" (bioequivalence) - oTCyTCTBUE 3HAYUMBIX PasnNUynin No
CKOPOCTM M CTeNneHu, C KOTOPbIMW OEeNCTBYIOLLEe BELLECTBO UMM akTUBHAA YacTb MOMEeKynbl AEMCTBYIOWEro BewecTBa
hapMaLeBTUYECKMX 3KBMBANEHTOB MM hapMaueBTUYECKMX anbTepHaTWB CTAHOBATCA AOCTYMHbIMA B MeCTe CBOEro
AEeNCTBUSA NPV BBEAEHMM B OOMHAKOBOW MONAPHOM J03€ B CXOXMX YCMOBUAX B UCCNEAOBAHNM C HAAeXalluM AN3anHOM.
MpyM HanNMunM HaMepeHHbIX pasnuYuii B CKOPOCTU (Hanpumep, HeKoTopble neKapcTBeHHble (opMbl C
MOANMULMPOBAHHBLIM BbICBOBOXAEHMEM), OnpeaeneHHble apMaueBTU4eckne 3KBMBaNEeHTbl U apmaueBTu4eckue
anbTepHaTmMBbl MOryT ObiTb NpuW3HaHbl GUO3IKBUBANEHTHLIMKU, €CMKN OTCYTCTBYIOT 3HaYuMMble pasnMyns B CTENeHu, C
KOTOpOM AeWCTBYOLlee BeLleCTBO WMAW akTMBHas YacTb MOMeKynbl AEeNCTBYIOLIEro BellecTBa M3 KaXAaoro
riekapCTBEHHOrO npenapara CTaHOBATCHA AOCTYMHbIMU B MEeCTe CBOEro AencTaus. NpaBuno NnpyMeHnMo TOMbKO B Criyyae
pas3nuums B CKOPOCTU, C KOTOPOW OEWCTBYIOLLEe BELLECTBO UMM aKTUMBHASA 4acTb MOSEKYrbl AeNCTBYIOLEro BelecTBa
CTAHOBATCA [OOCTYNHbIMM B MeCTe CBOEro AEWCTBUS, 3annaHuMpoBaHbl W OTpaxeHbl B OOLWen xapaktepuctuke
neKkapcTBEHHOro npenapara, He3Ha4yuMbl 4518 AOCTUKEHUS 3(PDEKTMBHON KOHLEHTpaUMM AeNCTBYIOLWEro BellecTsa unm
aKTMBHOW 4acTu MOMeKynbl AEWCTBYIOLLErO BelecTBa B OpraHvM3me npu AAUTENbHOM MPUMEHEHUN U C MEOULIMHCKON
TOYKMN 3PEHMS NPU3HAHbI HE3HaYMMbIMK A1 FIeKapCTBEHHOrO npenapara.

MN3yyeHne OGUOSKBMBANEHTHOCTM MOXKET OCYLLECTBMATLCA Kak B YCIOBMSIX in Vivo ((hapMaKoKMHETMYEeCcKMe,
(hapmakognHaMmyeckue, KIMHUYECKNe UCCNeqoBaHus), Tak 1 in vitro (Hanpumep, UccreqoBaHNUsa TecTa CPaBHUTENBHOM
KUHETUKN pPacTBOPEHNS);

"bnochapmavieBTMyeckas cuctema knaccudukaumm” (biopharmaceutics classification system, BCS, BCK) -
Hay4HbI MOAXOn, MO3BOMSAKLWMA pa3fenuTs OEeNCTBYIOWME BeLLlecTBa feKapCTBEHHbIX NpenapaToB Ha OCHOBaHWU
CTeneHn ux pacTBOPUMOCTM B BOAE U KULIEYHOM MPOHULAEeMOCTU. BMecTe C TECTOM KMHETUKM pacTBOPEHUs AOns
nekapctBeHHoro npenapata BCK yuntbiBaeT 3 OCHOBHbIX (pakTopa, BNUAKLLMX Ha CKOPOCTb M CTeneHb abcopbumm
OENCTBYIOLIMX BELLECTB U3 JIeKApCTBEHHbIX (POpPM C HemedrieHHbIM BbICBOOOXAEHWEM QAN Npuema BHYTPb:
pacTBOpPEHUE, PACTBOPUMOCTb U KULLEYHYH NMPOHULLAEMOCTb;

"BOCNpPOM3BEAEHHbIN NEeKapCTBEHHbIN npenapat”, "reHepuk" - feKapCTBEHHbIA Mpenapart, UMEKLWMIA Takon Xe
KayeCTBEHHbIV N KONMMYECTBEHHbIV COCTaB AENCTBYOLLMX BELLECTB (aKTUBHbLIX hapMaueBTUYECKMX CyOCTaHLUMIA) 1 Ty Xe
nekapcTBeHHY opMy, 4TO U pedepeHTHbI NeKapCTBEHHbIN npenapaT, U OUO3KBUBANEHTHOCTb KOTOPOro
pecepeHTHOMY NeKapCTBEHHOMY npenapaTy NoATBEPXKAAETCA COOTBETCTBYOLLMMN NCCrefoBaHUs MM OMO4OCTYMHOCTH.



PasnunyHble conu, acmpbl, N130Mepbl, CMECM M30MEPOB, KOMMIEKChl UMW NPOU3BOAHbIE AENCTBYHOLLErO BellecTBa
NPU3HAaKOTCA OOHUM M TEM Xe OeWCTBYHLMM BeLLeCTBOM, ecnm nx 6e3onacHocTb 1 (Mnun) ahdeKTUBHOCTb 3HAYMMO He
oTnuyatoTcs. PasnuyHble nekapcTBeHHble (hopMbl A5iS NpYeMa BHYTPb C HEMeASIeHHbIM BbICBOBOXAEHMEM NPU3HaKTCS
B pamMKax MCCNeaoBaHMn BGUOAOCTYMHOCTU OAHOW W TOW Xe nekapcTBeHHou dopmon (C BrodhapmaLeBTUHECKON TOYKU
3peHus);

"rmMbpuaHbIN  NeKapCTBEHHbLIN NpenapaTt” - NeKkapCTBEHHbIM Mpenapart, He nognagallwuin nog onpegeneHve
BOCMPOM3BEAEHHOIO ITEKAPCTBEHHOIO MnpenapaTa, NpMBEAEHHOro B Hactoswmx [NpaBunax, wunu, npu HEBO3MOXHOCTU
NOATBEPXOEHNS ero GMOIKBMBANEHTHOCTU C MOMOLLBIO UCCreaoBaHni BMOQOCTYNHOCTU, a Takke ecnv AencTByoLlee
BELLECTBO (OENCTBYIOLIME BELLECTBA), MOKa3aHMs K MPUMEHEHWIO, LO3WPOBKA, flekapCcTBeHHas dopMma unvM nyTb
BBEAEHNA TAKOro NieKapCTBEHHOrO npenapara OTINYalTCa OT TaKoBbIX pedepeHTHOro NIekapCTBEHHOrO npenapara, 4To
TpebyeT npeacTaBneHnst pesynsraToB AOKIMHUYECKMX U (MTN) KNMHUYECKUX MCCNeaoBaHuig;

"no3a nekapcTBeHHOro npenapata” (dose) - KoNMYeCcTBO AENCTBYIOLLErO BELeCTBa JIeKapCTBEHHOMO nNpenapara Ha
1 npymeHeHne (OgHOKpaTHOE UNN MHOTOKpaTHOE NMPUMEHEHME);

"0o3MpoBKa nekapcTBeHHOro npenapara” (strength) - konvyecTBeHHO BblpaXeHHOe coaepXxaHve AEeNCTBYIOLNX
BELLECTB B eAMHuLEe J03NPOBaHMS, 0bbema Mnn Maccbl B COOTBETCTBUN C NEKapCTBEHHOW (hOpMOW;

"ucnbiTaHMe "pactBopeHue" ans koHTpons kadectsa" (quality control dissolution test) - npemycmoTpeHHoe
dapmakoneenn Coto3a uchbiTaHWe, NPOBOAUMOE C LEMb PYTMHHOTO KOHTPOMS KayecTBa Cepuii NEeKapCTBEHHOIO
npenapaTta B BUAE WUCMbITAaHUS HA PacTBOPEHWE C OAHWUM KOHTPOSIbHbIM BPEMEHHLIM NMepuoaom Ans otéopa npob ans
NeKapCTBEHHbIX NpenapaTtoB C HeMeAneHHbIM BbICBOOOXAEHNEM M C¢ 3 M Bonee KOHTPONbHLIMU BPEMEHHbLIMM
nepuogamu 4ns NIeKapCTBEHHbIX NPenapaToB ¢ MOAMMULIMPOBaAHHLIM BbICBODOXAEHNEM;

"KOMOMHUPOBaHHbLIV fekapcTBeHHbI npenapat” (fixed-dose combination finished pharmaceutical product, FDC-
FPP, KIIM) - roToBbIn NeKkapCTBEHHbI nNpenapar, cogepXawmn 2 u Gonee AEWCTBYIOLLMX BeLlLeCTB (aKTUMBHbIX
dapmaueBTMyeckux cybctaHuni);

"nekapcteeHHasa ¢dopma" (dosage form) - cocTosiHMe NeKapCTBEHHOrO npenapata, COOTBETCTBYLLee cnocobam
€ro BBeEeHNs 1 NpUMEHeHNsa 1 obecnevmBatoLLiee JOCTMXKEHME Heobxoanmoro adpdekTa;

"HanonHuTenn" - pPasHOBMAHOCTb BCMOMOraTeNlbHbIX BELECTB, WCMOMb3yeMblX AN MNpuaaHus TBEPAbIM
nekapcTBeHHbIM hopMaM 3a4aHHOrO pasmepa;

"opurnHanbHbIN NEeKapCTBeHHbIM npenapaT" (innovator pharmaceutical product) - nekapcTBeHHbIV npenapar ¢
HOBbIM [OEWCTBYIOLMM BELLECTBOM, KOTOPbIA Obin NepBbiM 3aperucTtpupoBaH U pasMeleH Ha MUPOBOM
(apmaueBTUYECKOM pblHKE Ha OCHOBAHUM pPerucTpaLMoHHOIO [AOCbe, coaepXaliero pesynbTaTbl MOMHbIX
OOKNMHUYECKMX (HEKMUHUYECKNX) U KITMHUYECKMX WCCeaoBaHWi, NOATBEpXKAalWwmx ero kadectso, 6es3onacHocTb U
3(PPEKTUBHOCTb, 3KBMBANIEHTHOrO MO coAepXaHuto TpeboBaHMAM, yCTaHOBMEHHbIM 4YacTbto | npunoxeHns N 1 K
I'IpanmaM perncTpaumm n aKCnepTunsbl NIeKapCTBEHHbIX CpeacTs ANnAa MeguUmnMHCKOro npuMeHeHus;

"pedepeHTHbI NekapCTBEHHbIN npenapat”, "nekapcTBeHHbIW npenapaTt cpaBHeHus", "komnapaTtop",
"KOHTpomnb" (comparator product) - nekapcTBEHHbIA Mpenapart, KOTOpbIA WCMOMb3yeTcsd B KayecTBe STanoHa B
NCccnefoBaHWAX CpaBHUTENbHON BMOAOCTYNHOCTU ANS HOPMUPOBAHWSA UCCedyeMbiX MapaMeTpoB;

"TEeCT CpaBHUTENbHOW KMHETMKM pacTBOpeHus in vitro" (in vitro equivalence dissolution test, TCKP) - ucnbitaHue,
BKITlovamLLee B cebs cpaBHeHMe npodurnen pacTBOPEHUS MCCNeayeMoro nekapCcTBEHHOro npenapara u pedepeHTHOro
nekapcTBEHHOro npenapara, Kak npaeuno, B 3 cpegax - 0ydepHbix pactBopax ¢ pH 1,2; 4,5 1 6,8;

"hapMaueBTNYECKasl 3KBMBANEHTHOCTL", "dpapmaueBTudeckne akBuBaneHTol" (pharmaceutical equivalence) -
NeKapCcTBEHHble MnpenapaTtbl B WAEHTUYHBIX JIEKAPCTBEHHbIX (bopmax, KOTopble cofepXaT OOUHAKOBOE KONMYeCcTBO
NMOEHTUYHOTO AEWCTBYIOLEro BeLeCcTBa (akTUBHY0 dhapMaLueBTUYecKkyto cybCcTaHLmio), TO eCTb OAMHaKOBYIO COMb UMK
abmMp OgHOWM M TOW Xe aKTMBHOW YacTu MOrneKyrbl OEWCTBYIOLEro BellecTBa UM B NEKapCTBEHHbIX hopmax ¢
MOANULNPOBaHHBIM BbICBOOOXAEHNEM, TPEOYIOLWMM CO34aHusa pe3epByapa Wnu nsbbiTka, UM B TakMx dopmax, Kak
npegBapuTENbHO 3amnofHEHHble WnpuUpbl (B KOTOPbIX MOXET BapbMpOBaTb OCTATOYHBLIN OOBEM), KOTOPbIE OOCTaBNSANT
MOEHTUYHOE KONMUYECTBO AENCTBYIOLLErNO BELLECTBA B TEYEHME NOEHTUYHOTO Neproaa 4o3mpoBaHns. PapmaveBTmyeckue
9KBMBArneHTbl Heobs3aTenbHO cogepXaT OAMHAKOBble HeaKTUBHble WHrpeaneHTbl. OHU yOAOBNETBOPSIOT UOAEHTUYHBLIM
dhapmakonernHbIM UM MHBIM NPUMEHMMbIM CTaHAapTaMm No MOASIMHHOCTM, OO3MPOBKE, Ka4yeCcTBY M YMCTOTe, BKMOYas
aKTMBHOCTb U B MPUMEHUMbIX CIlydasx MO OAHOPOAHOCTM COAEPXMMOro, BPeMEeHW pacnageHuss u (Mnm) cKopocTu
pacTBOPEHUS;

"hapmaueBTUYECKM anbTepHATMBHbBIE NEeKapCTBEHHbIe npenapaTsbl (pharmaceutical alternatives)" - nekapcTBeHHble
npenapaTtbl, COAepXaLlMe OOUHAKOBYH aKTUBHYHO YacTb MOMEKYIbl AEACTBYOLLErO BELLIECTBa UMW ero NpeaLlecTBEHHMK
(npekypcop), (HeoGA3aTeENbHO B OAMHAKOBOM KOMWYECTBE WM NEeKapCTBEHHOW (DOPME) MIM OA4MHAKOBYK COMb WIU
achup. Kaxapbin Takon nekapCTBeHHbIM npenapar B MHAMBUAYaNbHOM NOpsaaKe yAOBMEeTBOPSET MAEHTUYHBIM NMB0 cBOUM
COBCTBEHHLIM COOTBETCTBYIOWMM (PapMakonenHbiM unuM ApyruM MNpUMEHUMbIM CTaHdapTaMm Mo MNOASIMHHOCTM,
O03MPOBKe, Ka4yeCTBY M YMCTOTE (BKMNIOYash aKTUBHOCTb M B MPUMEHUMbIX Cry4asix OOHOPOAHOCTb COAEPXMMOro, Bpems


c

pacnageHusi u (Mnm) CKOPoCTb pacTBOPEHUS);

"donkcupoBaHHasa kombuHauusa go3" (fixed-dose combination, FDC, ®K[1) - komGuHauusa 2 n 6onee AeiCTBYHOLLMNX
BELLECTB C YCTaHOBMEHHbLIM COOTHOLLEHNEM A03npoBok. DKL ncnonbayetcs Ans 0603HaYeHUs KOHKPETHOW KOMBUHaUmm
OENCTBYIOWMX BELLECTB BHE 3aBMCUMMOCTM OT COCTaBa WNM TOProBOro HaMMeHOBaHMS NeKapCTBEHHOro npenapaTa.
KombuHauust 4encTBYOLWMX BELLECTB MOXET UCMONb30BaTbCsl KaKk COBOKYMHOCTb MOHOKOMMOHEHTHBLIX NEKapCTBEHHbIX
npenaparos, NpuMmeHaeMblX OQHOBpPEMEHHO, TaK N B BUAe rotoBoro MHOrokOMNnoOHEHTHOIO NIeKapCTBEHHOIO Nnpenapara.

B uenax HacToswmx Mpaeun nog 3HaYMMbIMK MOHUMAIOTCA BCE WCCNEAOBaHWS NeKapCTBEHHOro npenapara,
KOTOpble OKa3sbIBalOT BNUAHUE Ha MHGOPMAaLMIO O ero Ge3onacHoCTU, kadyecTse, PdPEKTUBHOCTM 1 061acTM BO3MOXHOTO
KIMMHUYECKOrO NPUMEHEHNS, 3asIBNEHHOM B OBLLEN XapaKTepUCTMKe NEKapCTBEHHOTO Npenapara.

[ll. TpeboBaHus K an3ariHy, MPOBEAEHMWIO U OLEHKE
nccneaoBaHuii BUOSKBUBANEHTHOCTHU

12. O6bem ¥ gu3aiH uccriegoBaHUi BUO3KBUBANEHTHOCTU HeobXoaMMo OBOCHOBaTb (PU3UKO-XUMUYECKUMWU U
hapMakoKMHETUYECKMMM CBONCTBaAMWU OEWCTBYIOLLEro BellecTBa U MPONOPLUOHANbHOCTLIO COCTaBa NeKkapCTBEHHOro
npenaparta. B 4yacTHocTu, cnegyeT yuuTbiBaTb NUHEWHOCTb (PAapMaKOKMHETMKM, HEeoOXOAMMOCTb nNpoBeaeHUs
nccrnegoBaHns B 3aBUCUMOCTM OT Mpuema Mnuy, aHanu3a 3HaHTMOMEpPOB, a Takke LenecoobpasHOCTb MpoBedeHus
nccrnegoBaHnii OOMNOMHUTENbHBIX OO3MPOBOK (B COOTBETCTBMM C TpeboBaHusMWM nogpasgenoB 4 - 7 HAcTosLEro
pasgena).

13. B mogyne 2.7.1 perMctpaumMoHHOro [ocbe B popmMaTte OOLEero TEXHUYECKOro [OKyMeHTa Heobxoaumo
npeacTtaBUTb MNepedYeHb BCEX 3HAYUMbIX MWCCredoBaHWMW (HE3aBUCMMO OT WX pe3ynbTaToB), MPOBEOEHHbLIX C
NnexkapcTBEHHLIM NpenapaTomM, B TOM 4YMCre UccrnenoBaHusi GUOSKBMBANEHTHOCTU C LIENb0 CPaBHEHUA 3asiBNSEMOro K
peructpaumm neKkapCTBEHHOro npenapata (TO €CTb MMeRLero TOT e COCTaB M Mpouecc Npou3BOACTBA) C
pedepeHTHbIM NNEKapCTBEHHbIM NpenapaToM (B COOTBETCTBMM C TpeboBaHMsIMM nogpasaena 2 HacTosLLEero pasgena).

B OTHOWeEHUN Bcex NPOBEAEHHbIX MCCNeaoBaHMM B COCTaBe MOAynsa 5 perncrpaumoHHOro gocke Heobxoanmo
NPeACcTaBUTb MOJSTHbIE OTYETHI, 3a WUCKITOYEHMEM MUIOTHBbIX WUCCNEAOBaHWUN, OJ1 KOTOPbIX, €CMlY OHW MPOBOAUINCD,
AOCTaTO4YHO MPUBECTUN KpaTKMEe CUHOMCUCHI, KOTOpble 0DOPMIISOTCS B COOTBETCTBUM C npunoxeHnem N 2 k npasunam
Haanexallen KnuHu4eckon npaktukn Cotosa, yteepxagaembiM Komuccunein. MNonHbIi 0TYET O NUMAOTHLIX UCCREefOBaHUSX,
B JaHHOM cryyae, Heobxoanmo NpeacTaBuTb MO TpeboBaHMIO YNOMHOMOYEHHBIX OpraHoB rocyaapcTB - YneHoB Coto3a
(nanee - rocygapcTBa-yneHbl). B mogynb 2.7 HEOGXOOMMO Takke BKMHOYMTb CUMHOMCUCHI OTYETOB 06 McCneaoBaHUSAX
OMOSKBMBANEHTHOCTU W CPaBHUTENbHOW OMOOOCTYMHOCTM, MNPOBEAEHHbIX Ha CTagum pas3paboTkm NeKkapCTBEHHOro
npenapara.

1. [ln3anH nccnepoBaHus

14. [In3anH nccnenoBaHus HeobX0AMMO COCTaBUTb TakUM o6pa30M, 4YTOObI BNNSHME JNIEKapCTBEHHOIo npenapara
Ha ero d)apMaKOKI/IHeTI/I‘-IeCKI/Ie napameTpbl MOXHO ObINIO OTNNYUTL OT BUSIHUS apyrux (*)aKTOpOB.

15. CTaHOapTHBIN An3alH NpegnonaraeT cregyoLlee.

Mpu cpaBHeHUM 2 nekapCTBEHHbIX MNpenapaTtoB pPeKoMeHAyeTCsi MpPOoBOAMTb pPaHAOMMU3UPOBaHHOE,
AByXnepuogHoe, NnepekpecTHoe B 2 MocrieqoBaTeNlbHOCTAX MCCreqoBaHne ¢ NpuemMoM oaHoKpaTHoi gosbl. Mepuogb
JOMKHbl OblTb pasfeneHbl OTMbIBOYHLIM MEePUOAOM, AOCTATOYMHBbIM AN CHWKEHUS KOHLEHTpauuu OeWCTBYHLLero
BelllecTBa HuKe nopora 6uoaHanMTUYEcKoro onpegeneHust y Bcex CyObekToB B Hayane BTOPOro nepuoaa
nccnegoarusi. OBbIMHO AN 3TOrO 4OCTATOYHO 5 NepUoaoB NONyBbLIBEAEHUS.

16. AnbTepHaTMBHbIA An3aliH NpeanonaraeT creayoLlee.

B HEKOTOpbIX Cchny4vadax, npu ycnoBun TOro, 4TO LI,VI3aI7IH nccnengoBaHna U CTaTUCTUYECKUA aHanm3 Hay4HO
O6OCHOBaHbI, MOXHO paccMaTpuBaTb alibTepHaTUBHbIE 06U.leﬂpVI3HaHHble Il:l.l/lsal7IHbIZ napanneanbM - Ana BewecTB C
ANUTENbHBIM  t4/9; MOBTOPHbIN (pennukatuBHbIA, replicate design) - ana BewecTB C BbICOKO BapuabenbHbIMU

dapMaKkoKMHETUYECKMMM MapamMeTpamm (B COOTBETCTBMM C TpeboBaHMsiMK nogpasaena 11 HacTosiwwero pasgena).

17. Ecnu Bcneactene HenepeHoCUMOCTU MPUEM OHOKPATHOWM [03bl 300POBbIMM 406GPOBOMbLAMU HEOONYCTUM, a
nccrnegoBaHWe OAHOKPATHOM [03bl Y MalWeHTOB MPOBECTM HEBO3MOXHO, [OOMycKaeTcs MnpoBedeHUe VCCrneaoBaHus y
nauueHTOB C MHOTOKpaTHbIM NPUEMOM JNeKapCTBEHHOro Npenapara.

B peokunx crny4dadx, Kkorga HegoctatodHasa 4yBCTBUTENIbHOCTb aHanUTU4YeCcKoro mMetoda npendTtcTtByeT TOYHOMY
onpeaeneHnio KoHUeHTpauun B OronorMyeckon KnOKocTu nocne npunema Oﬂ,HOKpaTHOVI Ao3bl, a paBHOBECHasdA
KOHLUEHTpauuna O0CTaTtO4YHO BbIiCOKa AJ1A NOJy4YeHUA TOYHbIX 3Ha4YeHUn, B KavecTse anbrepHaTuBbl UccnegoBaHMo C
npnemMmom OﬂHOKpaTHOVI 003bl AonyCTUMO npoBeaeHne wuccrnenoBaHnda C MHOIMOKpaTHbIM NpuemMoM JeKapCTBEeHHOro
npenapara. OaHako, npnHMMaa BO BHMMaHMe, 4YTo nccrnegoBaHnAa ¢ MHOIroKpaTHbIM npuemMom MmeHee 4yBCTBUTENbHbI ONA

onpegeneHna pasnuMyui B Cmax’ MX npoeegeHne JonyctuMo TONMIBKO B TOM Cllyydae, eclin 3adBUTellb CMOXeT
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OHO3HAYHO [J0Ka3aTb, YTO YYBCTBUTENBbHOCTb aHaNMTUYECKOro MeToda He MOXeT ObiTb yry4lleHa M 4To nocre npuemMa
OJHOKPaTHOW [03bl NeKapCTBEHHOrO npenaparta TOYHO U3MEPUTb KOHLEHTPALIMIO UCXOOHOTO COedMHEHNUSI HEBO3MOXHO,
yuuTblBasi, YTO B WCCMEedoBaHUSAX OWMO3KBMBANEHTHOCTU OOMYCTUMO, NPeACcTaBMB COOTBETCTBYHOLLME OBGOCHOBaHUS,
1Cnomnb30BaTh [03bl, MPEBbIlLAlOLLIME TepaneBTUYeckme (B COOTBETCTBUM C TpeGoBaHuaMK nogpasaena 7 HacTosALero
pasgena). MpoBegeHne UCCrNenoBaHUSt C MHOTOKpPATHLIM MPUEMOM JIeKapCTBEHHOTO NnpenapaTta BMEeCTO OAHOKPaTHOro B
CUIY HEQOCTaTOYHOW YYBCTBUTENBHOCTM aHaNUTUYECKOro METoA4a AONYCTUMO TOMbKO B UCKIIOYUTENBHBIX CryYasix.

B wuccnemoBaHMsIX paBHOBECHOW KOHLEHTpauuuM OTMbIBOYHBLIA Nepuoa mnocne npuema npeabiaylero
1IeKapCTBEHHOIO Mpenaparta MOXeT MnepekpbiBaTb HapacTaHWe KOHLeHTpauuyM BO BTOPOM nepuode (Mpy YCrioBUK, YTO
MPOAOMKUTENBHOCTL TAKOTO HAPaCcTaHNs LOCTATOYHO ANUTENbHAS U COCTABMSIET He MeHee 5 KOHEUHbIX tq /o).

2. PedhepeHTHbIN NeKapCTBEHHbIN Npenapar 1 nccnegyemoli
nekapCcTBEHHbIN Npenapat

PedepeHTHbIN NekapCcTBEHHbIM Npenapar
18. NMpwu BbIOOPE pechepeHTHOro NeKapCTBEHHOTO NpenapaTta UCXOAAT U3 CrieaytoLLen nocrnenoBaTenbHOCTY:

a) opurMHanbHbIN NEeKapCTBEHHbLIN npenapat, Kad4ecTBo, 6e3onacHoCTb U 3EKTUBHOCTb KOTOPOro Gbinu
ycTaHOoBreHb! npy pernctpauumn B Cotose ("3apernctpmpoBaHHbin B Coto3e opuriHanbHbIi npenapar”);

6) opurMHasnbHbIA NeKapCTBEHHbIV Npenapart, 3apercTpMpoBaHHbIN B rocydapcTBe, rae YpoBeHb TpeGoBaHW K
perynupoBaHuio  hapMaLeBTMYECKOro PblHKA He HWKe YPOBHS, YycTaHoBneHHoro B Coto3e, MpU HEBO3MOXHOCTU

BbINOJTHEHUA NOAMNYHKTA "a” HaCToALlero nyHKTa,

B) BOCMPOU3BEOEHHbIV NEKapCTBEHHbIM Mpenapat, 3aperucTpupoBaHHbIA B KaXOOM W3 rocyaapCTB-YNeHOB U
noATBepaMBLUMIA CBOK OWOIKBMBANEHTHOCTb OpPWUIMHANBHOMY fekapCTBEHHOMY npenapaty (npu ogobpeHun
OKcnepTHbIM KomutTeToMm npu Komuccnn) npm HEBO3MOXHOCTU BbINOSTHEHMSI NOANYHKTOB "a" 1 "6" HaCTOSLEro NyHKTa;

r) NeKapCTBEHHbIN npenapar, MMEKLMIA ONbIT MPUMEHEHUS Ha TeppuTopuM OOHOro0 M3 rocydapCTB-YNIEHOB He
MeHee 25 neT (npu opoOpeHun OKCNepTHbIM KOMWUTETOM MO JIeKAapCTBEHHbIM cpeacTBaM npu EBpasunckon

3KOHOMMYECKOM KOMVICCVIVI) Nnpn HEBO3MOXXHOCTW BbINOJTHEHUA NMOAMNMYHKTOB "a" - "B" HacTosLero NyHKTa.

19. MNMpun nccnegoBaHnn BoCNpon3BeaeHHOro (rMbpuaHoro) NnekapcTBEHHOIO npenapara UM BHECEHUN U3MEHEHNI
N OOMOSNHEHMIN B PErncTpaLMoHHOE [OCbe NeKapCTBEHHOro npenaparta B YacTu OEeWCTBYIOLMX BELLECTB, OO3MPOBKMU,
nekapcTBeHHon opMbl U NYTU BBEAEHUS UCCMedyeMbI NeKkapCTBEHHbIN NpenapaTt CpaBHUBAKOT C COOTBETCTBYHOLLEN
nekapcTBeHHoOn hopMON U O03MPOBKOM pedepeHTHOro NekapcTBEHHOro npenapara (ecnu He NPUMEHUMbI NONOXEHUSA
ab3aua BTOPOro HacTosALWEro NyHKTa).

Ecnun opurMHanbHbIN NekapcTBEHHbIN Npenapar Ha pbliHKE NpeaCcTaBneH B HECKOMbKNX NEKapCTBEHHbIX hopmax, B
KayecTBe pecepeHTHOro NeKapCTBEHHOrO npenaparta PeEKOMEHAYETCS UCMONb30BaTh Ty U3 HUX, B BUAE KOTOPOMN OH Bbin
BMepBble 3aperncTpMpoBaH M KOTopasl MCMofib3oBanacb B KIMHUYECKUX WCCNEAOBaHMAX Ans MOATBEPXKOEHWS €ero
aphekTUBHOCTM 1 Be30MacHOCTH.

20. 3asButenb obssaH obocHoBaTb BbLIGOP pedepeHTHOro feKapCTBEHHOro npenapaTta Ansd MCcCrneaoBaHus
OGUO3KBMBANIEHTHOCTU C Y4ETOM pe3yrnbTaToB KONMMYECTBEHHOro OnpeaeneHns coaepXaHus AeCTBYIOLLEro BellecTsa u
OaHHbIX O ero pactBopeHun. B cepun, nognexaiiein MCNoOnbL30BaHUIO B KayeCcTBe WUCCregyemMoro fekapCTBEHHOro
npenaparta, KorM4yecTBEHHOE cofep)aHue (YCTaHOBMEHHOE C MOMOLLbI0 aHANMUTUYECKON METOAMKKN, NPeasioKeHHON Ang
CTaHAAPTHBIX UCMbITAaHWI KayecTBa UCCreayemMoro npenaparta, BKIHYeHHOW B cneumdgukaumio (HopMaTuBHbIA AOKYMEHT
MO KOHTPOIMIO KayecTBa)) He AOMKHO oTnnyaTtbcs bonee Yyem Ha 5 NPOLIEHTOB OT Cepun pedepeHTHOro NekapCTBEHHOMO
npenapata (npu OTCYTCTBUM OOMKHbIX 060cHOBaHWI). 3aaButenb ¢ nomoLllbio TCKP 1 KonuuecTBeHHOro onpegeneHns
AENCTBYIOLLEro BelllecTBa AomKkeH 060cHOBaTb BbIOOP cepun pedhepeHTHOro ekapCTBEHHOrO npenaparta, nnaHnpyemomn
K M3ydeHuio B uccnegosaHum brnoakesmnsaneHTHocTw. [pu Beibope cepun pedepeHTHOro nekapcTBeHHOro npenapara ans
nccneqoBaHus G6MO3KBUBANEHTHOCTN PEKOMEHAYETCA W3YYUTb HECKONbKO cepuin pedepeHTHOro fekapCTBEHHOro
npenapara.

Wccnepyemblin nekapCTBEHHbIN NpenapaT

21. WNccnegyembll nekapcTBEHHbIW nNpenaparT, nognexawuih UCcnonb3oBaHUKD B UCCNedoBaHUU
OGMO3KBMBANEHTHOCTU, HE JOIMKEH OTNMYaTLCA OT JIEKapCTBEHHOro npenaparta (Mo cocTaBy, TEXHOMOMMM NPOM3BOACTBA,
npon3BoACTBEHHOMY OBGOpYAOBaHWUIO), KOTOPbIN MOCTYNUT Ha dapmaueBTMYecKUA pbiHOK Coto3a, Y4TO AOMKHO ObiTb
paccMoTpeHo 1 060CHOBaHO 3aaBUTENEM.

22. [Ins TBepablX NeKkapCTBEHHbIX POpM ANs npuemMa BHYTPb CUCTEMHOrO AENCTBUS OEWCTBYIOT criegylolime
npasuna (nonmHble TpeboBaHWs K BanMgauuu npouecca NPOWM3BOACTBA codepXaTcd B npaBunax Hagnexaiien
npoun3BOACTBEHHONW nMpakTukn Coto3a n gpyrmx akrax, Bxogsawmx B npaso Cotosa, B cdepe obpalleHns nekapcTBEeHHbIX
cpeacTs):
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a) B OTCYTCTBME [AOIDKHbIX OOOCHOBaHWMIA MUCCredyeMmbld NIEKapCTBEHHbIN Mpenapat LOSKEH ObiTb OTOOpaH 13
cepun, cocTaBnsoLen, no meHblwen mepe, 1/10 npombiwneHHon cepuun, nnu 100 000 eanHUL, NekapcTBEHHbIX hopMm, B
3aBUCMMOCTU OT TOro, Kakon n3 o6bemoB OonblLLE;

6) NpPoM3BOACTBO MCMONb30BaHHbIX CEPUIA NIeKapCTBEHHOrO Mpenapara AOMKHO obecneunBaTtb BbICOKYH CTENeHb
YBEPEHHOCTM B TOM, 4YTO JEKAPCTBEHHbIN Mpenapat M npouecc ero npoussBoacTeBa OyaoyT BOCNpou3BeaeHbl B
NPOMbILLIIEHHOM MacLuTabe.

O6bem cepuun, NpegHasHaYeHHOW Anga nogTeepxaeHus buoskemaneHTHocTn, meHee 100 000 eguHUL, BO3MOXEH
npyM YCNoBuM, 4YTO 3TO nNpegnaraembli 00ObeM CepUMHOrO NPOM3BOACTBA, W nocnegywollee MacwTabupoBaHue
NMPON3BOACTBEHHbIX CEPU HE NpeanonaraeTcs;

B) onucaHue CBOWCTB M COCTaBneHue cneu,mcbmxau,mm Ha Takune KpuUTU4YeCKne nokasartesqim KadecTtBa
JNTEKapCTBEHHOIo npenaparta, Kak pactBopeHue, cneayet OCywecTB/ATb, MCNONb3yA UCCeaoBaHHYKO Ceputo, T.e. ceputo,
N3y4YEeHHYH B KITMHNYECKUX nccnegoBaHnAax, B OTHOLEHNN KOTOpOI7I noarTeepXxaeHa OMO3KBNBANEHTHOCTb;

r) obpasupbl NIeKapCTBEHHOrO Mpenaparta U3 OMOSIHUTENBHBIX OMbITHO-MPOMBILLIEHHBIX U (M) NPOMBbILLNEHHbIX
Cepwui, NpedoCTaBfeHHble Ha perncrpauuio, HeobXoaMMO cpaBHMTb C obpasuamMum U3 Cepuu, UCMONb30BaHHOW B
nccnenoBaHUM GUOIKBUBANEHTHOCTU; OHU AOMKHbI UMETb CONOCTaBMMbIe NPOUNKN pacTBOpeHUs in vitro B noaxoasaLmx
ycnosuax TCKP (cornacHo npunoxeruto N 5).

23. B OTHOLWIEHWNM Kaxaomn 13 nepsbiX TPeX NPOMbILLMIEHHbIX Cepui OO Bbinycka UX Ha pbiHOK Coto3a Heobxoammo
nposectn TCKP ¢ cepuen, MCNoNb30oBaHHOM B MCCneaoBaHuM GUO3KBUBANEHTHOCTU. B cnyyae mcteyeHus ee cpoka
rogHOCTN B KadvecTBe pedepeHTHOW MOoXeT ObiTb Mcnonb3oBaHa npedblaylias NpOoMbIWEeHHas cepus, npodunb
pacTBOpeHUsi KoTopow Obin conoctaBum C npodunieM pacTBOPEHWUS Cepun, UCMONb3OBaHHOW B MCCReaoBaHWM
OG1O3KBMBANEHTHOCTH.

3asBuTene [omkeH npeactaBuTb pesynstatbl TCKP nepBbix Tpex NPOMBILMEHHBIX CEPUIA MO 3anpocy
YNOMHOMOYEHHOIO oOpraHa rocygapctea-yuneHa. [lpu HecoBnageHwn npodunen pacTtBOpeHUs1 3asdBUTENb OOMKEH
npeactasutb pesynsratel TCKP no cobctBeHHOW umHMumaTuBe 6e3 3anpoca YnoriHOMOYEHHOro opraHa W ykasaTb
KOHKPETHbIE MEPbI, MPeaNPUHATLIE A5 NPEOAONEHMS BO3HUKLLEN CUTYaLMM.

Ona npounx nekapcTBEHHbIX (POpM C HemMeAneHHbIM BbICBOOOXAEHMEM CUCTEMHOro AeNcTBuS, Heobxoammo
npeacTaBuMTb aHanormMyHoe NOATBEPXKAEHNE 3KBMBANEHTHOCTM KayecTBa MPOMBILLMEHHbIX CEepuin MO OTHOLUEHUO K
nccnegoBaHHOWM cepun.

YnakoBka CpaBHMBaAEMbIX NNIeKapCTBEHHbIX NpenapaTtoB

24. Viccnegyemblii NekapCTBEHHbBIN npenapaT U pedepeHTHbIN NTIeKapCTBEHHbIV Npenapat HeobXoaAMMOo ynakoBaTb
WMHAMBUAOYyanNbHO ANa Kaxgoro cybbekta U nepvoga UCCnenoBaHWst Nepen MxX OTNpaBKoOW B UCCNEeAoBaTeNbCKUA LIEHTP
UNn B CaMOM UCCReaoBaTeNbCKOM LieHTpe. YNakoBKy (BKNHOYas MapKUPOBKY) CneayeT OCyLLeCTBNATb B COOTBETCTBUN C
npaeunaMmy Hagnexawien npomssoacTBeHHoN npakTukn Cotosa, yTeepxgaemoimn Komumccuen.

25. Heobxoaumo npenycMoOTpeTb BO3MOXHOCTb TOYHOIO YCTAHOBMEHUSI MOASIMHHOCTU FNeKapCTBEHHbIX
npenapaTtoB, MPUMEHSIEMbIX KaXAblM CYObLEKTOM B KaXOOM Mepuoae uccriefoBaHusi. B cBA3M ¢ 3TUM Heobxoaumo
noapobHO [OOKYMEHTMPOBATb YMaKOBKY, MapKMPOBKY W BBEAEHWE FeKapCTBEHHbIX MpenapaTtoB cybbekTaM. Takas
OOKYMEHTauus [OOSkHa cofepXkaTb OnucaHue BCEX Mep, MPUHATbIX ANs HegonyLeHUss U OBHapyXeHusi OLIMOOK
[031poBaHusl. PekomeHayeTcs MCMonb30BaTh STUKETKM C OTPLIBHLIM KOPELLKOM.

3. CybbekTbl MccnegoBaHus
KonnyectBo cy6bekToB

26. KonnyecTBo CybbLEKTOB, BKIMIOYMEHHbIX B MCCnedoBaHWe OMO3IKBMBANEHTHOCTM, OOIMKHO OCHOBbLIBATbCSl Ha
OOJHKHOM pacyeTe pasmepa Bbibopku. KonmyecTBO BKIIIOYEHHbIX B aHanuM3 CyObeKkTOB uccregoBaHus
OVNOSKBMBANEHTHOCTU OOMKHO ObITb HE MeHee 12.

Bbibop cyObekToB

27. 'pynna cybbekToB ANs MPOBEAEHMST MUCCNeaoBaHUs OUMOSKBMBAIEHTHOCTU OOSMKHA ObiTb nogobpaHa Takum
06pa3om, 4To6bl MOXHO ObINO OBHAPYXUTb KIMHUYECKM 3HAUYMMbIE Pa3nMuMs MEXAy JNIeKapCTBEHHLIMW NpenapaTamu,
06YCNOBMEHHbIE PasNUYNAMKN B UX NPOU3BOACTBE U (Mnu) kavecTBe. C LEenblo CHMKEHUS BapuabenbHOCTU pesynsTaTos,
He 0ByCnoBNEHHON pasnMunsiMU MeXAy NeKapCTBEHHbIMU NpenapaTtaMu, UCCenoBaHUs HeobXoaMMO NPOBOAUTL Cpeau
300pOBbIX JOBPOBOMbLUEB, 32 UCKIYEHNEM CryYaeB, KOrga fiekapCTBEHHble npenapaTtbl HECYT OYEBUAHYIO Yrpo3y KX
300pOBbIO, M AenatoT Takue UccrnefoBaHnsi HE3TUYHbIMK. B GonblUMHCTBE crnydaeB NpoBeAeHWe UCCNEenoBaHUs cpeaun
300pOBbIX AO0OPOBOMLLEB iN Vivo ANS YCTAHOBMEHUS pasnnynii Mexay cpaBHMBaEMbIMU NEKAPCTBEHHLIMU NpenapaTamMu
cYMTaeTcs NpUEMIIEMbIM U NMO3BONSIET 3KCTPANONMPOBaTh pesynbTaThl UCCNeAOBaHUS Ha MWL, ANs KOTOPbIX 0406peHo
npMMeHeHne pedepeHTHOro NekapCTBEHHOrO Npenapara (nMua noXunoro Bo3pacTa, AETU, NaLMeHTbl C NOYEYHON Unu
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Ne4yeHOYHON HeQOCTAaTOUYHOCTbIO U T.ﬂ,.).

28. B npoTtokone mccnegoBaHmMs HEOOXOOUMO YETKO MPOMucaTb KPUTEPUU BKITHOYEHMS U HEBKITOYeHMsi. Bospact
cyObeKTOB AOMKeH ObITb He MeHee 18 neT ¢ MHAEKCOM Macchl Tena, no Bo3moXxHocTh, 18,5 - 30 KF/M2.

29. CooTtBeTCcTBME CYOBLEKTOB YCNoBUSIM OTOOpa HeobxoAMMOo MoATBepAuTb flabopaTopHbIMKM MCCNefoBaHMAMMU,
aHaMHe30OM W MeJuLMHCKMM ocMoTpoM. B 3aBucumocTn oT papmakoTepaneBTMHEcKon rpynnel U npodouns
6e30nacHOCTM NeKapCTBEHHOro npenapaTta [o, BO BpeMs U NO OKOHYaHUM MCCneqoBaHUs HeobXoaMMO MpOoBECTU
cneumnanbHble UCCNEAoBaHWA W MPUHATbL COOTBETCTBYIOLUME Mepbl MPEedoCTOPOXHOCTU. [lon cyObekTtoB He umeeT
3Ha4yeHus, ofHaKo HeobxoAMMO YYMTbIBaTb PUCK ONSA XEHWWH AeTopogHoro Bo3pacta. CyOGbekTbl, MO BO3MOXHOCTH,
AOIKHbI OblTb HEKYPSALUMMU; ankorofiuam U HapkoMaHus (B TOM 4YMCrie B aHaMHese) SABNSAITCA KpuTepusamu Ans ux
HeBKIlOYEeHUsa B wuccnegoBaHme. B HekoTopbix cnydasix M3 coobpaxeHun OGeszonacHOCTU wunn B cuny
hapMakoKMHETMYECKUX OCOBEeHHOCTEN HeobxoaMMo npedycMOTpeTb (EHOTUNMPOBaHWE U (UNKN) FeHOTUNMPOBaHWE
CyObEeKTOB.

30. Mpwu napannenbHOM An3aniHe UCCMNEedOBaHWS CpaBHUBAEMbIe TPymMnbl JOMKHbI OblTb COMOCTaBUMbI MO BCEM
3HAYUMbIM NEPEMEHHbIM, KOTOpble MOMYyT NMOBMMATbL HA (hapMakOKMHETUKY OEUCTBYIOLLEro BellecTBa (BKNoYas BO3pacT,
Maccy Tena, noMf, 3THMYECKYID MPUHAOSIEXHOCTb, KypeHue, NPUHaAANEeXHOCTb K "ObICTpbIM" unu "meaneHHbIm"
meTabonusatopam). STO BaXXHOE NpeaBapuUTENbHOE YCrOBUE ANSA NOATBEPXKAEHUS LOCTOBEPHOCTM Pe3yrnbTaToB Takmx
nccneaoBaHuii.

31. Ecnu wnccnepyemoe [[elcTBylOLlee BeleCTBO Bbl3blBAeT HexenaTefnbHble peakuunm u (Mnu)
dapmakonornyeckme adpdekTbl, NPEACTaBAIOLWNE HENPUEMIIEMbIE PUCKU ANS1 340POBbIX 4OOPOBONbLLUEBR, NPU YCNOBUMK
NPUHATUA HEOOXOAMMbIX Mep MNPefOCTOPOXHOCTU W YCTAHOBMEHMS COOTBETCTBYIOLLEro HabnogeHus, OonyckaeTcs
BKNIOYEHME B MCCneaoBaHne nauueHToB.

4. MNMpoBeneHne nccnegosaHna
Ob6ecneveHne cTaHOAPTHOCTM YCIOBUIN NPOBEAEHNS UCCIeg0BaHMs

32. B uensx cBeaeHust K MUHUMYMY BapuMabenbHOCTM BCEX BOBMEYEHHbLIX (haKTOPOB, 3a UCKMOYEeHNEM (hakTOpOB,
0OYyCNOBMNEHHbIX CBOWCTBaMW CpPaBHMBAEMbIX FEKAPCTBEHHLIX MpenapaTtoB, YCMOBWUS MNPOBEAEHUS WCCIeaOoBaHUS
HeobXoAMMO CTaHOApPTU3MPOBaTh, B CBSA3M C YEM CTaHOapTM3auMv NOANEXaT pauuoH, NMPUEM XUOKOCTU U husmyeckue
Harpysku.

33. Bpemsi npvema nekapCTBEHHOrO npenapaTta HeobXxoaMMo yCTaHOBUTL 3apaHee. B otcyTtcTBue ob6ocHOBaHMM
CyObeKkTbl HEe OOSMKHbI MPUMHUMATh NULLY Kak MMHMMYM 3a 8 4Yac 4O npuema nekapCcTBeHHoro npenapata. [Nockonbky
NPUEM XUOKOCTU MOXET MOBNUATL HA NPOXOXAEHNE NMPUHUMAEMbIX BHYTPb JIEKAPCTBEHHbLIX NPEnapaToB Yepes Xenyaok,
nccrieayeMbli  NleKapCTBEHHLIM MpenapaTt U pedepeHTHbIN NeKapCcTBEHHbIA npenapaT HeobxoguMmo 3anuBaTb
CcTaHZapTHbIM obbemom xugkoctn (150 - 250 mn). B TeyeHme 1 yaca o M 2 4YacoB MNocrne 3TOro MpUEM XNOKOCTU
3anpeLleH, B OCTanbHOM yCTaHaBNMBaeTCs CBOOOAHbLIV NMUTLEBOW pexum. [locne npvema nekapCTBEHHOrO npenaparta
npueMm MUK orpaHMynBaloT Ha 4 yaca. PaumoH v Bpems npvema nuuim nocne npuvema fekapCTBEHHOro npenapata
HeobXoaMMOo CTaHAApPTU3NPOBaTh B TEYEHME AOCTAaTOYHOMO nNepuoga BpeMeHu (Hanpumep, 12 4acos).

Ecnu wnccnepoBaHve [OMKHO NPOBOAUTLCS MNOCNe eAbl, NpMeM JNeKapCTBEHHOro npenaparta v nuwm
OCYLLECTBISIOT B COOTBETCTBMM C OOLLEN XapaKTePUCTMKOW NeKapCTBEHHOMO npenapaTa UCnonb3yeMoro pedepeHTHOro
nekapcTBeHHOro npenapata. Ecnu Takue cBegeHuMst B 0OLWen XxapakTepucTuMke FeKapCTBEHHOro npenaparta
pedepeHTHOro NekapCTBEHHOMO Mpenapata OTCYTCTBYIOT, TO CyObeKkTbl AOMMKHbI HadaTb npuem nuwm 3a 30 MUHYT O0
npuema npenapara (NMpoAOIMKUTENBHOCTL Npuema nuwn - 30 MUHYT).

34. MockonbKy GUOAOCTYMHOCTb aKTMBHOW YacTW MOEKyrnbl OENCTBYIOLLEro BELLECTBA JIEKAPCTBEHHOW (POPMbI
MOXET 3aBUCETb OT AMNUTENbHOCTU NPOXOXAEHUS Yepes XernygodHO-KULLEYHbIA TPaKT U MHTEHCUBHOCTU PErmoHapHOro
KpOBOTOKa, TpebyeTca cTaHgapTM3aums nornoxeHns Tena n msndeckon akTMBHOCTM CyObekTa.

35. B TeueHune onpegeneHHOro nepuoga 4O M BO BPEMS MCCNeOoBaHUS CyObeKkTbl AOMKHbI BO3AEPXKMBATHCS OT
npuema nuLmM U HanuTKoB, KOTOPbIE MOTYT MOBNUATL Ha DYHKLUUIO CEepAEHHO-COCYANCTON, NULLIEBAPUTENBbHON CUCTEMBI,
neyeHn n (Unm) noyek (Hanpumep, ankorosibHbIE HANUTKK UM HEKOTOPbIE COKKU, HanpuMep rpenndpyToBbin). Cyobektam
He criegyeT NpUHUMaTh Kakue-nnbo conyTCTBYOLME NeKapCTBEHHbIE Npenaparthbl (BKNoYas nekapcTBEHHbIe npenaparbl
pPacTUTENBLHOIO MPOUCXOXAEHWUSI) B TEYEHME COOTBETCTBYHOLLErO Nnepvoga [0 M BO BpeMs uccrnegoBaHus. MNMpu aTom
npuMmeHeHne KOHTpauenTnBoB OO0MNYyCKaeTCA. Ecnn npnemMm CconytCTByOLNX NEeKapCTBEHHbIX npenaparoB HensbexeH n
OHM HasHadeHbl CcybbekTy Ana KynupoBaHUS HexenaTenbHblX SBMeHuh (Hanpumep, ronosHow 6onu), TO B
COMPOBOAUTENbHbIX AOKYMEHTax HeobxoOAMMO OTpasuTb CBEAEHUSI O MPUMEHeHUM (Jo3a U BpeMsl NPUMEHEHUs)) u
BO3MOXHOM BMMSIHUM Ha WUCXOA McCcrefoBaHWUsi. B uckmioumTenbHbIX criydasix n3 coobpaxkeHuin 6e3onacHocTv unm
NnepeHoCMMOCTM BCEM CyObeKkTaM HasHavaroT COMyTCTBYHOLLME NeKapCTBEHHblE Mpenapatbl (Hanpumep, aHTaroHWUCTbI
ONUOMAHBLIX PeLenTopoB, NPOTUBOPBOTHbIE CcpeacTBa). B atom cnyvyae HeobxoaMMo y4uTbiBaTb BO3MOXHOCTb
NeKapCTBEHHOro B3aI/IMO,D,eVICTBI/IF| nnn BNUAHUA Ha 6I/IoaHaJ'II/ITI/I\-IeCKyIO MEeTOAUKY, KOTOpble MOryT CKa3aTbCA Ha
pesynbratax UCCrnenoBaHus.



36. JlekapcTBeHHble NpenapaTbl, KOTOPblE B COOTBETCTBUM C OOLLIEN XapaKTEPUCTUKE NEKAapCTBEHHOIO npenapara
pedepeHTHOro NeKapCTBEHHOrO npenapara AOMKHbl NMPUMEHATLCA TOMBbKO B KOMOWHAUMW C APYTUM NeKapCTBEHHbIM
npenapaTtomMm (Hanpumep, HeKoTopble UHIMBUTOPLI NpoTeasbl BUY npuMeHsoT Tonbko B KOMBMHALMK C PUTOHABUPOM),
paspeLuaeTcst NPUHNMAaTh Kak OTAENbHO, Tak U B KOMOMHALMM C pEKOMEHAYEMbIM NEKAPCTBEHHbIM NpenapaToMm.

37. lMpu usdyvyeHnn OUMOIKBMBANEHTHOCTU IHAOTMEHHbLIX COEAMHEHUA HEOBXOAMMO KOHTPONMpoBaTb (haKTopbl,
BrMsOLWME Ha X POHOBOE codepkaHune (Hanpumep, CTPOrMi KOHTPOMb MPUHUMAEMON NULLK).

Bpems otbopa o6pasuos

38. [na To4yHOro onucaHus npoduns "KOHUEeHTpaums - Bpems” Heobxogmmo oTobpaTb OCTAaTOMHOE KONMYeCcTBO
06pa3uoB. B Lenax nonyyeHnss TOYHON OLEHKM MakCUMarbHOW 3KCNO3NLUMM HeOBXOAMMO NpedyCMOTPeTb YacTbii oToop
obpasuos BOGNM3u npeanonaraemoro t., ... B 4actHocTu, cxema otbopa o6pasLoB AomkHa ObITb COCTaBneHa Tak, 4Tobbl

Crnax
HAOJTKHO ObITb AOCTATOMHBIM, YTOGbI 06ECNeYnTb HAAEXHYH OLEHKY ANMTENIbHOCTM 3KCMo3uumMmn. OTo AocTUraeTcs, koraa
AUC(O-t) nepekpbiBaeT He mMeHee 80 npoueHToB oT . C Uenblo Mofy4YeHVst HadeXHOW OLEHKM KOHCTaHTbl CKOPOCTM

He fBMnsnacb NEepBON TOYKOM Ha KPMBOW "KOHUEeHTpaums - Bpems”. KonnyecTBo oTOOpaHHbIX 0OpasLoB Takke

TepMUHANbHON SnMMUHaUMKM (HeobxoouMma Onsi OOCTOBEPHOM OLEHKM B TeYEeHUEe TepMuHamnbHOW doasbl cregyet
oTobpaTtb He MeHee 3 - 4 obpasuoB. Ecnu dasa abcopbumm nekapCcTBEHHOrO npenapara Ans npuema BHYTpb C
HemedJ1IeHHbIM BbICBODOXOEHNEM He MpeBbILaeT 72 4acoB, TO AN CPaBHEHMSI ANUTENbHOCTM 3KCMO3MLMM B Ka4yecTBe
ansTepHaTuBbI AUC(O-t) MoxeT mcnonb3oBaTbcs AUC, yceyeHHasd [o 72 4acos (AUC(O_72 LI)). Moatomy ansa nobbix

neKapCTBEeHHbIX MpenapaTtoB C HEMEANEHHbIM BbICBOGOXKAEHMEM HE3ABUCUMO OT t4/p aKTUBHOMO BeliecTBa OTGOp
o6pasLoB B Te4eHne bornee 72 4acoB He TpebyeTcs.

39. B uccnegoBaHUSAAX C MHOFOKpaTHbIM MPMEMOM JIEKApPCTBEHHOIO npenaparta And TOYHOro ornpenerneHus
"Npeppo30Bbin" obpasel, Heobxoanmo 3abpaTtb HEMOCPEACTBEHHO (B TEYEHNE 5 MUHYT) Nepes NpMeMOM JIeKapCTBEHHOIO
npenapara, a nocnegHumn obpasel - B TeyeHme 10 MUHYT B KOHLIe 3ajaHHOrO MHTepBarna 403UpPoBaHus.

40. Ecnum B KayecTBe OMWOMoOrMyeckoro marepuana, B KOTOPOM OMNpPeAensieTcsl coAepXaHue [OeWCTBYOLLEro
BellecTBa, BblOpaHa Mo4a, TO ee Heobxoaumo cobupaTtb B TeyeHune He meHee 3 tqp. OnHako B COOTBETCTBUM C

pekomMeHZaumMsaMmn no otbopy obpasuoB nnasmMbl, cOOp Mo4M B TeyeHue Oonee 72 4acoB Takke He Tpebyetcs. [ns
onpeeneHns CKOPOCTU 3KCKpeuun uHTepBanbl Mexay oTbopom o6pasuoB B ¢hase abcopbumm [omkHbl ObITh, NO
BO3MOXXHOCTM, Kak MOXHO kopo4e (C y4eToM TpeboBaHMi nogpasfaernos 5 n 6 HacTosLwero pasaena).

41. [Ina saHAOreHHbIX coequMHeHnn cxema otbopa obpasLoB LOMMKHA NO3BONUTL ONMcaTb UX (OOHOBOE coaepKaHmne
ONS Kaxgoro cybbekTa B kaxxgom nepuoge. Kak npaBuno, Takoe onpegeneHve BO3MOXHO nyteM otbopa 2 - 3 obpasuos
0O Mpuema nekapCTBEHHOro mnpenaparta. WHorga, 4Tobbl yyYecTb uUMpKagHble kKonebaHnus hOHOBOIo copepKaHus
3HJOrEHHOro COeauHeHUsl, TpebyeTcsa perynspHo onpedenaTb ero KOHUEeHTpauui B TedeHve 1 - 2 gHew go npuema
nekapcTBEeHHOro npenapara (¢ y4etom TpeboBaHuin nogpasgenos 5 1 6 HacTodLLero pasgena).

42. Mpn 0bbI4HLIX OOCTOATENBLCTBAX OMONMOrMYECKOWM XUOKOCTbIO, OTOMpaeMon AN U3MEPEHUst KOHLEHTpauum
OEeNCTBYOWMX BeLllecTB, OoMmkHa ObiTb KpoBb. B GonblUMHCTBE crnyvyaeB U3MEpPSAETCH codepXaHue LenCcTBYHLEro
BELlecTBa UM ero MetabonuMToB B CbIBOPOTKE MMM nnasme. Ecnn oTcyTCTBYET BO3MOXHOCTb M3MEPUTb COAep)KaHue
OENCTBYIOLLErO BellecTBa B NiiasMme, a OEWCTBYHOLLEE BELLECTBO 3KCKPETMPYETCA B HEM3MEHHOM BMOE C MOYOW WU
cylecTByeT NponopuMoHarnbHasi B3anMoCBA3b MeEXAy KOHLEHTpauusMmn OEeNCTBYHOLLEro BewecTBa B KPOBM U MoYe, B
kadecTBe Omonornyeckoro matepuana MOXeT Mcrnonb3oBaTbesa Moda. Ob6bem Kaxgoro obpasua criegyeT madydaTb No
BO3MOXHOCTM He3ameanuTenbHo nocre cbopa M BHOCUTbL pesynbratbl B OTYET. KonudectBo 06pasuoB AOMKHO ObiTb
O0CTaTOuHbIM, YTOObI MPOBECTU pacdeT PapMaKOKMHETUYECKUX MapaMeTpoB. TeM He MeHee, B GOMbLUMHCTBE CrnyyaeB
crnegyet usberatb MCMNOMb30BaHWS TOMBbKO AaHHbIX O BblOEMNEeHUM AEWCTBYIOLLEro BELeCcTBa C MOYOW, TaK Kak 3TO He
MO3BOJISIET paccunTaTh t .. 1 MakCMManbHyto KOHLEHTPALWIO BELLECTBA B CUCTEMHOM KPOBOTOKE.

43. Obpasupbl BMONOrMYecKkomn XnakocTn HeobxoamMmo obpabaTbiBaTb U XpaHUTb B YCMOBUSAX, NP KOTOPLIX paHee
He O0OHapyXuBanoChb pa3snoXeHue aHanuavpyembix BellecTB (B OOMbLIMHCTBE Cry4YyaeB MpUeMIeMbIM SIBNSETCH
XpaHeHue npu Temnepatype He Bbiwe -20 °C). [aHHble yCnoBUs AOMKHbI ObiTh BKIMIOYEHbI B OTYET Mo Banuaauuv (B
COOTBETCTBMU C TpeboBaHUAMM nogpasgena 9 HacTosiero pasaena v npunoxeHus N 6). Metogonorusi cbopa obpasuos
OoroBapuBaeTcsi B NPOTOKONEe NccrnegoBaHus.

an/IeM NNIeKapCTBEHHOIO MNnpenapara HaToLak nunmn nocne enbl

44. WccnegoBaHua GUOSKBUBANEHTHOCTU, Kak MpaBMMo, MPOBOAAT HAaTOLLAK, MOCKOMbKY CUYWTAEeTCs, 4YTOo 9TO
COOTBETCTBYET HaMBOnNbLLUE YyBCTBUTEMNBHOCTU AN BbISBNEHWS PasnuUynii MeXA4y CpaBHWBAEMbIMW NEKapCTBEHHbIMU
npenapatamu. Ecnu B obLueii XxapakTepncTuke NekapCTBEHHOro npenaparta pedepeHTHOro fekapcTBeHHOro npenapara
€ro pekoMeHayeTcsl NPUMEeHsTb HaToLaK UMM He3aBMCUMO OT MpuemMa NuLM, TO UccreaoBaHne GUOSKBMBANEHTHOCTU
npoBoasaT HaTowak. Ecnu cornacHo oblleit xapakTepucTuKe MeKapCTBEHHOro npenapaTta pedepeHTHOro
nekapcTBEHHOro npenapaTta ero clnegyeT NPUMEHATb WCKMIOYMTENbHO MNocne efbl, TO UccrnegoBaHue
BGUOSKBMBANEHTHOCTM NPOBOAAT NOCHE NpMUeMa MULLN.
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OpHako Anst HeKOTOPbIX NeKapCTBEHHbIX (hOpM (Hanpumep, MUKPO3IMYbCUK, TBEpObIE AMCNepCcUmn) uccrieqoBaHme
GU1O3KBMBANEHTHOCTM NPOBOAAT Kak HaToLlak, Tak U nocrne npueMa nuwy. YkazaHHoe NpaBurio He NpUMeHSsIeTCsl, ecrnn
neKkapcTBeHHbIN NpenapaT Heo6xoaMMO NPUHMMATL NGO CTPOro HaToLak, MMbo CTporo nocre easbl.

45. Ecnu TpebyeTca npoBedeHWe 06OMX BWOOB WCCMEAOBaHWiA, TO AOMNYCTUMO MNPOBOAMTbL 2 OTAEMNbHbIX
nepeKkpecTHbIX UcCrneqoBaHus B 2 rpynnax cybbekToB unu 1 nepekpecTHoe uccrieqosaHne B 4 rpynnax cyGbeKkTos.

46. B ycnoBusix, Korga npuvemM nekapCTBEHHOro npenapata OCyLLeCcTBASeTCs nocre npuveMa nuilu, ee cocTas
OOIMKEH COOTBETCTBOBATb peKOMeHJauusaM obLier XapaKTepUCTUKM NeKapCTBEHHOro npenapata pedepeHTHOro
neKkapCcTBEHHOro npenapara. Ecrnv B Hel OTCyTCTBYIOT Kakume-nmbo pekoMeHzaumm no 3ToMy nosody, TO nuwia AOMKHa
ObITb BbicokokanopunHon (800 - 1000 kkan), ¢ BbICOKMM cogep)aHnem xupoB (okoro 50 npoueHToB OT oOLien
kanopunHocth). Ha Genku pgormkHo npuxoguTecs 150 kkan, Ha yrmesBogbl - 250 kkan u Ha xupbl - 500 - 600 kkan.
HeobxogmMmo onucatb COCTaB MWLM OTHOCUMTENBLHO COOEPXaHWs B Hel OEenkoB, >XMPOB W YITIEBOAOB B rpamMmax,
abCcontTHOM 1 OTHOCUTENBHOM COAEPXKaHUN Kanopui.

5. Uccnegyemble napameTpsbl
dapMakoKMHETMYECKE CBOMCTBA

47. Tpn oueHke hapMakoOKMHETUYECKMX CBOWCTB HEOBXOAMMO MKCMonb3oBaTbh akTudeckoe Bpems oTbopa
obpasuoB. B wuccnegoBaHunsx OMO3IKBMBANEHTHOCTM MOCME OOHOKPATHOrO npuema fekapCTBEHHOro npenapara

onpenensior AUC(O—t)’ , OcTaTouHyto nnowaab, Cp oy 1t o Ecrin o16op 06pasLios NpofomkaeTcs B TedeHue 72 4acos

M B TOYKe 72 Yaca KOHLEHTpauus BCe elle noppaetcs onpeneneHunto, TO OMUCbIBaTb W OCTATOYHYH0 Mnoliagb HeT
HeobXoAMMOCTH, OOCTAaTOMHO [OKyMeHTupoBaTb cBefeHuss o AUC, yceyeHHOM B Todke 72 4aca (AUC(0_72 q)).

[lononHuTensHO MOryT GbiTb ONUCaHBLI KOHCTaHTa CKOPOCTU TePMUHAIBbHOM anummuHaumm (Kg)) vt jo.

Ons NeKapCTBEHHbIX MNMpenapartoB C HeMeaNeHHbIM BbICBODOXAEHMEM B UCCNenoBaHUAX GMO3KBMBANEHTHOCTU B

paBHOBECHOM COCTOSIHUM HeOBXoAMMO onpenensaTth , Cmax,ss " tmax,ss~

48. I'Ip|/| NCNonb3oBaHMM B KayecTBe OMONOrM4eckoro mMmartepumana mMo4um Heobxoanmo onpenendrTb Ae(o_t) n, no

BO3MOXXHOCTMH, Rmax-

49. [Ina onpegeneHns dapMakoOKMHETUYECKMX CBOWCTB B WUCCregoBaHWsAX OUO3KBUBANEHTHOCTU MCMONb3yHT
BHeMopenbHble MeToAbl. VICnonb30BaHNe KaMepHbIX MOAENen Henpuemnemo.

6. VicxogHoe coeauHeHne unun ero metabonuTsl
O6Lwme NnpuHLMMbI

50. B GonbluMHCTBE Cry4aeB OLEHKY OWMO3KBMBANIEHTHOCTU HEOOXOAMMO MPOBOAUTL MyTEM OMnpefeneHns
KOHLIEHTPaLMN UCXOOHOMO COeaMHEHUS!, MOCKOSbKY ANt OGHapy)KeHWs1 pasnuymnin Mexay fekapcTBEHHbIMI NpenapaTamim
no ckopoctn abcopbumn C .. UCXOQHOTO CoeAnHeHUst 0BbIMHO ABNAeTC Gonee YyBCTBUTENbHLIM NOKasaTenem, Yem

C ero metabonuTa.

max
HeakTuBHbIe NponekapcTBa

51. [Ina HeaKkTMBHbIX MPONEKapCTB WUccrefoBaHWe GUO3KBMBANEHTHOCTM criegyeT NpPOBOAMTbL B OTHOLUEHWM
ncxodHoro coeavHeHusi. OnpenensTe KOHUEHTPALMIO akTMBHOro MetabonuTta He TpebyeTcs. OgHako KOHUEHTpauus B
GUONOrMYECKNX KMOKOCTAX HEKOTOPbLIX NPONEKapcTB 4OCTATOMHO HU3Kas, U OHU BbICTPO SNMUMUHUPYHOTCS U3 KPOBOTOKA,
YTO 3aTpydHseT noaTeBepxaeHWe OUOIKBMBANEHTHOCTM MO MCXOOHOMY coeauHeHuto. B aTom criyyae pgonyckaercs
noateepxaaTh BMO3KBMBAMNEHTHOCTb ANA OCHOBHOMO akTUBHOMO MeTabonuTta 6e3 n3MepeHmst KOHLEHTPaLUUM UCXOAHOro
coeguHeHusi. B HacTosiluMxX npaBunax nof MCXOOHbIM COeOMHEHUEM, SABMSHOWMMCA HEeaKTUBHbLIM MPONeKapCTBOM,
MOHMMALOTCH COEANHEHMUSI C O4EeHb HU3KOM KITMHUYECKON 3¢hppeKTUBHOCTBLIO UKW MOSTHBbIM €€ OTCYTCTBUEM.

Mcnonb3oBaHue gaHHbIX 0 MeTabonnTe BMECTO AaHHbIX 00 aKTUBHOM
MCXoaHOM coeanHEHNN

52. Wcnonb3oBaHne cBedeHWid O MeTabonuTe BMECTO AaHHbIX 00 aKTMBHOM WCXOOAHOM COEAWHEHUMU He
pekomeHOyeTcA. Takaa 3ameHa gonyctnMma nuilb B TOM Cllydae, ecnu 3adBuTterib CMOXET [OOKa3aTb, 4TO
YyBCTBUTENTIbHOCTb aHalriMTu4eckoro metoga B OTHOLUEHWU UCXOOHOro CoeuHEeHUA He MOXXeT ObITb ynyduweHa n 4YTo
nocne OAHOKpaTHOro npuema JneKkapCTBeHHOro npenapara TOYHO U3MEepUTb KOHUEHTpauuto UCXOAHOro coeaunHeHud
HEBO3MOXHO, Yy4YuUTbiIBad TO, YTO B WUCCNeOOBaHUAX ONO3KBUBANEHTHOCTH oonyctmMmo wucnonb3oBaTtb [03bl,
npesblilaline MmakCnmmMmalibHbl€ pa3oBbl€ O03bl (C y4yeToM Tpe6OBaHI/|Ih nogpasgena 7 HacTosLero pa3,qena). 3ameHa
OaHHbIX 006 MCXOQHOM COeOMHEHUUN AaHHbIMKM O ero metabonute gonyctmumMma nuilb B UCKIMKOYUTENbHBbIX Crly4vaax. |_|pl/l
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ocyulecTBneHnm Takol 3ameHbl, 3asBuTenb 06s13aH npeacrtaBnTb BCe MMeLMecd cBedeHund, noarsepxxXgarwwme, 4Tto
akcnosuumst Metabonuta (Bblpa)KeHHaFl B Buae AUC) OoTpaxaeTt J3KCno3nuukww UncxogHoro coeanHeHma M 41O B
TepaneBTU4YeCKnxX 4o3ax o6pasoBaHme MeTabonuTa He SBMSeTCs HacbIWaeMbIim npoueccom.

OHaHTMoOMepbl

53. Kak npaBuno, Oonyckaetcd UCnofnb3oBaTb HeCTepeOCI'IeLIM(*)I/I‘-IHbIe ovnoaHanutudeckne metoabl. OgHako npun
BbINOJTHEHUWN BCEX HMXKenepevncrneHHbIX yCJ'IOBI/II7I HeobxoaMMo N3MePATb KOHUEHTPaUUno KaXXgoro sHaHTnomMepa:

3HAHTMOMEpbI 06NagalT pasnuyHbiMM PapMakoKMHETUYECKUMU CBONCTBaMU;
dapmakognHaMU4eCKmMe CBONCTBA 9HAHTMOMEPOB CYLLIECTBEHHO pas3nuyatoTcs;
OTHOLLEHNE 3KCMO3ULNM SHAHTUOMEPOB (BblpaxkeHHoN B Buae AUC) MmeHsieTcsa npu nameHeHnn abcopbumm.

54. Ecnu Bce YKa3aHHbl€ YCITOBUA BbINOJTHAKTCA UK CBeAeHUA O HUX OTCYTCTBYHOT, TO Heobxoanmo N3MepATb
KOHUEHTpauu Kaxagoro 3HaHTuomepa. Ecnu Tonbko oavH u3 QHAaHTMOMepPOB obnapaet d’)apMaKOJ'IOFI/I‘-IeCKOIZ
AKTUBHOCTbIO ((bapmakonormquKaﬂ aKTUBHOCTb BTOPOro 3HaHTUOMepa HU3Kaa Wnn norHOCTbIO OTCyTCTByeT), TO
OOCTaToO4HO noaTBepaAnTb OMO3KBMBANEHTHOCTb TOMBKO ANt aKTUBHOIO SHaHTMUoMepa.

VMcnonb3oBaHue Mo4M B KayecTBe Gronornyeckoro mMaTtepmnana

55. Ecnu poctoBepHO onpegenutb npodunb "KOHUEHTpauus - BpeMsa" B Mfnasme WUCXOOHOro CoeauHEeHMUs
HEBO3MOXHO, TO ANS onpeaeneHnsl BENMMYUHbI 3KCMO3MLUMM B KayecTBe 3aMeHbl KOHLEHTpauuu B nnasmMe AOnycTUMO
ncnonb3oBaHMe AaHHbIX 06 akckpeunn ¢ Modon. OgHako Heobxoanmo YeTko 060CHOBaTb MCMONb30BaHME AaHHbLIX MOYM
npu onpegeneHMm MakCcMMarnbHOW akcnosnumn. Ecnn ynaeTca nonyynTb AOCTOBEPHbIE CBEAEHUS O Cmax B nnasme, TO

Onsl OUeHKM OMO3KBMBANEHTHOCTU 3TU AaHHble Heobxoammo npeancrtaBnuTb Hapany C BENMUYNHOM SKCNO3NLUN,
nonyquHoﬁ npu ncnonb3oBaHNM MO4YN. an MCMNOMb30BaHUN MOYM B KadecTBe GMOMOrn4yeckoro mMmaTtepunana 3adaBuUTerb
0bs13aH npencrtaBuUTb BCe UMeoLMeca ceeaeHnda, noareepxgarmiuime, YTo 3KCkpeuuna C MO4ON OoTpakaeT 3KCnosnuu B
nnasme.

OHOoreHHble BellecTBa

56. Ecnu nccnegyemoe BeWecTBO SABMSETCA 3HAOMEHHbIM, TO M3amepeHue dhapMakOKMHETUYECKUX NapamMeTpoB
HeobXoAMMO OCYLLECTBMATL C MONPaBKOW Ha ero OOHOBOE coAaepaHune, YToObl nccriegyemble papMakoKMHETMYECKUE
napameTpbl OTHOCWUMUCbL K [OOMOSIHUTENbHBIM KOHLEHTPaUMaM, MOMyYeHHbIM BCIEACTBME MpUEMa JfiekapCTBEHHOIO
npenapata. [lpyM ycrnoBuu npuemnemor NepeHOCMMOCTM U €eCnM KOHLIEeHTpauuio, npeBocxosdilyto dOHOBYKO U
AOoCTuraemylo nocne npuema JeKkapCTBEHHOro mnpenapata, MOXHO [OCTOBEPHO W3MEpUTb, B UCCNegoBaHUSX
OUO3KBMBANEHTHOCTU 3HOOMEHHbIX BELLEeCTB AOMYCTMMO MpUMEHeHMe 003, MPEeBbIaoWmX MakcuMmarbHble pasoBble
0o3bl. Ecnn nocne npvema pasnuyHbIX 403 3HOONEHHOTO BELLECTBA pa3HuLa B 9KCMO3nUumM paHee He Obina nokasaHa, ee
HeobxoaMmo onpegenutb NMbo B NWUIOTHOM wuccredoBaHuu, NnMB6o B paMkax OOHOMO M3 MEPUOAOB OCHOBHOIO
nccnenoBaHna HGUOIKBMBANEHTHOCTU C MUCMOMb30BaHNEM Pa3NUYHbLIX 403 peddepeHTHOro NeKkapcTBEHHOrNo npenapata
npun ycnoesuun, 4To UcCnonb3oBaHMe 3TUX 003 NMO3BONUT onpenenntb noteHuharnbHble pas3nnyna mMmexay nekapCcrtBeHHbIMU
npenapaTtamu.

B npotokone vccrneaoBaHus HeoBxoauMo 3apaHee OnpeaennTb U onucaTb MEeTod, UCMOoMb3yeMblid A5 NonpaBKu
Ha ¢poHOBOE cofepkaHMe HAOrEHHOro BellecTBa. B kayecTBe nonpaBku NpeanoYTUTeNIbHO UCMOMb30BaTh CTaH4apTHOE
BblYMTaHMeE: BbluMTAETCA MO0 CpedHss KOHLEeHTpauusi 3HAOreHHOro BeLecTBa, onpeaerneHHas Ao npuema npenapara,
nn6o cpeaHsa AUC. MN3peaka, Korga KOHLEHTpaUma aHO0reHHOro BellecTsa nocre npuema fekapCcTBeHHOro npenapara
CYLLIECTBEHHO NpeBbIlWaeT OHOBYIO, NMonpaBKka Ha (POHOBOE CoAepKaHue 3HOOreHHOro BelecTBa He TpebyeTcs.

57. B wvccnenoBaHusix OGUO3KBUMBANEHTHOCTU SHAOTEHHbIX BELLECTB HanpsiMyl OLEHWUTb BRvsiHME 3dhdekTa
rnepeHoca He nNpeacTaBnsieTCd BO3MOXHbBIM, MO3TOMY Heobxoammo cobniogate 0cobyd OCTOPOXHOCTb Mpu Bbibope
ONNTENbHOCTN OTMbIBOYHOIO nepuoaa.

7. Nccnegyemble 4O3MPOBKU

58. Ecnu perucTpaummn nognexart HecKorbko AO3MPOBOK, TO B 3aBMCMMOCTM OT MPOMOPLMOHANbHOCTU COCTaBa
MEXAY PpasNUYHbIMX O03UPOBKaMW M [OPYrMMM CBOWUCTBaMW JleKapCTBEHHOro npenapaTa, UccregoBaHue
G1O3KBMBANEHTHOCTM JOCTaTOMHO NPOBECTU B OTHOLLUEHWUWN OHOW MM OBYX A03VMPOBOK. BbiGop 003MPOBKM (103MPOBOK)
3aBUCUT OT NIMHEAHOCTU PapMaKOKMHETMKM JeNCTBYIOLLErO BelllecTBa.

59. Ecnu dapmakokuHeTuka HenuvHenHa (yBenuyeHne AUC HenponopuuoOHanbHO nNpuHMMaeMon [ose),
NPUroAHOCTb pPasnUyHbIX A03MPOBOK AN onpefaeneHusa noTeHumanbHbIX pasnuuui Mexay cpaBHUBaeMbIMU
NEeKapCTBEHHbIMKU MpenapartaMmm MOXeT OTnuvaTtbCd. JIMHEMHOCTb hapMaKOKMHETUMKM MPU3HAETCA B TOM Crydae, ecnu
pasH/Uua MeXay CKOPPEeKTUpOBaHHbIMM no pfo3e cpegHumu AUC and wccnegyemon OO3MPOBKM  (JO3MPOBKM,
NCMOMNb30BaHHOW B WCCneaoBaHMn OMO3KBMBANEHTHOCTW) W OO3UPOBKM (OO3UPOBOK), B OTHOLUEHWMM KOTOPOM(bIX)



NpoBedeHNE UWCCReaoBaHUsi GUMO3KBMBANEHTHOCTM He NnaHuMpyeTcs, He npeBbiwaer 25 npoueHToB. [nsi oueHku
TNIMHEMHOCTM 3asiBATENb AOSMKEH U3YYUTb U KPUTUYECKN OLIEHWUTb BCHO OOCTYMHYK HayyHyl nuTepaTtypy Ha npegmet
NPONOpLMOHanbHOCTU 403bl. JIMHENHOCTbL KOHCTAaTUPYETCSH, €Crv pPasnuyums Mexay CKOppekTUpoBaHHbIMK No gose AUC
HaxogaTcs B npedenax 25 npoueHToB.

Ecnn 6GuoskBMBaneHTHOCTb Ans OO3MPOBOK, obnagarollern Haubonbluen YyBCTBUTENMbHOCTbIO B OTHOLLEHUU
YCTaAHOBMEHNA Pasnuunii Mexagy CpaBHMBAEMbIMM NEKAPCTBEHHLIMW NpenapaTamu, NOATBEpPXAEHa, TO B MPOBEAEHUM
nccneaoBaHnin GO3KBMBANEHTHOCTY in ViVO C ApYrMMY A03MPOBKAMWN HET HEOBXOAMMOCTH.

O6Lwme kputepmm bruoseriBepa A5is pasnnyHbIX JO3UPOBOK
nekapCcTBEHHOrO nNpenapaTa

60.B Cny4ae ecnu 3assrneHune o0 OTCYTCTBUM HeobxoamMmocTun nposegeHnd nccnenoBaHunsa OVO3KBMBANEHTHOCTU B
OTHOLUEHUN OONONTHUTENbHbIX 403UPOBOK (6I/IOBel7IBep), OOMKHbI cobnoaaTtbes cnegyrouine ycnoBud:

a) I'IpOI/I3BO,EI,CTBeHHbIl7I npouecc nekapCTBeHHbIX nNpenapaToB C pa3fminvyHbIMn 0O3NPOBKaMUn ABINAETCA OOUHAKOBbIM;

6) Ka4yeCTBEHHLIN COCTaB JIEKapCTBEHHOro npenaparta C pas3findidibiMn O0O3NPOBKaMn coBMnagaeTt (p,aHHoe
Tpe6OBaHI/Ie He KacaeTcA KpaCI/ITeJ'IeI7I n apOMaTM3aTODOB);

B) COCTaB JIeKapCTBEHHbIX MpenapaToB C pasfiMYHbIMW [O3MPOBKAMW [OMKEH OblTb KOMMYECTBEHHO
NponopLMoHaneH: OTHOLUEHUS MEXy coaepXKaHnem OeNCTBYIOLero BellecTsa (4eNCTBYIOLNX BELLECTB) U KaXaoro u3
BCNOMOraTeNnbHbIX BELLECTB coBnajaeT AnNs Bcex A03UPOBOK (OaHHoe TpeboBaHMe He KacaeTca obonodek
NEeKapCTBEHHbIX MpenapatoB C HEMEASNEHHbIM BbICBOOOXAEHMEM, 060NoYeKk Kancyn, KpacuTenen u apomartm3aTopoB).
Ecnn KonnyecTBeHHasi MpONoOpUNOHANbHOCTL COCTaBa OTCYTCTBYET, TO yKa3aHHOE YCrOBME CYMTAETCHA BbIMOSTHEHHbLIM,
€Cnn B OTHOLWIEHWW WCCredyeMoOn [O3MPOBKM M [OO3MPOBOK, AN KOTOPbIX HE npegnonaraeTcs nNpoBeAeHWE
nccrnegoBaHns 6UMo3KBMBaNeHTHoOCTK, cobritogatotcsa yenosusa "i' u "i" unn "i" n "iii":

i) cogepxaHue OenCTBYIOLLErO BeLlecTBa (AENCTBYIOLWUX BELLECTB) HE MPeBbIIAET 5 MPOUEHTOB OT Macchl sigpa
TabneTkn, Macchbl COAEPXKMMOrO Kancynbl;

ii) conepxaHue BcromoraTernbHbIX BELEeCTB sapa TabneTku UMM COAepPXUMOro Kancyrnbl coBnagaeT Ans Bcex
PerncTpmpyembix 403UPOBOK, USMEHSIETCH NMULLb CoAepXXaHue OeNCTBYIOLLEro BELLeCTBa;

iii) cogoepxaHue HanonHWTENEe WU3MEHSIETCA B 3aBUCUMOCTU OT COAepXaHus [eWCTBYIOLEero BeLecTBa;
coAepxaHue OcCTanbHbIX BCMOMOraTernbHbIX BELLEeCTB f4pa MMM COAEPXMMOro Karncynbl Anis paccMaTpyMBaeMblX
O03MPOBOK OCTAETCH HEU3MEHHbIM;

r) oaHHele o TCKP nogTBepxagalT OTCyTCTBUME HEOOXOAMMOCTU B NPOBEAEHUN OOMOMHUTENBHOMO UCCrenoBaHuUs
OMOSKBMBANEHTHOCTM in Vivo.

JlnHenHasa papmakokuHeTmka

61. Ecnu onucaHHble B nyHkTe 60 HacTosAwmx [lpaBun ycnoBusi BBINOSHSIOTCS, AOCTaTOMHO MPOBEAEHMS
nccnegoBaHnst GMO3KBUBANEHTHOCTM B OTHOLLEHMN OOHOM JO3UPOBKM.

62. Kak npaBwuno, wnccnegoeaHme OWMO3KBMBANEHTHOCTU MPOBOAUTCS ANs Haubonblen [o3unpoBku. [ns
NEeKapCTBEHHbIX NpenapaToB C NMHENHON (hapMaKOKUHETUKON MpPW YCMOBUWM BbICOKOW PacTBOPMMOCTM OENCTBYHOLLEIO
BelllecTBa nccnegoBaHve 6UO3KBUMBANEHTHOCTU JOMYCTMMO NMPOBOANTL C MCNOMb30BAHMEM MEHBLUMX JO3MPOBOK. BbiGop
MEHbLLUEN A03MPOBKM Takke MOXET BbITb 0OOCHOBaH € No3uumii 6e30NacHOCTM NN NEPEHOCUMOCTU, KOraa NpUMeHeHne
Haumbonblen [03MPOBKU Yy 300pOBbIX [06poBonbLeB Henpuemrnemo. Kpome TOro, ecnu 4YyBCTBUTENBHOCTb
aHanuTM4YecKkoro MeToda He MO3BOMsSeT TOYHO W3MEepUTb KOHLUEHTpauuo npu npueme Hamborblien [O3UPOBKM,
OOMyCKaeTcs NpumeHeHne 6onee BbICOKOW 403bl (MPEANOYTUTENBHO MCMOMNb30BaTh HECKOMNBbKO TabrneTtok ¢ HanbonbLuewn
0031poBKoW). [NpeBbilleHMe MaKkCcUManbHOW TepaneBTUYECKOW [O03bl LOMycKaeTCd NUlb B TOM Criy4Yae, ecnu oHa
XOpOLLO MEepeHOCUTCs 340pOBbIMU  A06poBONbLAMM UM OTCYTCTBYIOT OFpaHMYeHuss no cTeneHn abcopbumm unu
pacTBOPMMOCTU NEKApCTBEHHOTO Npenapara, NPUHATOrO B TakOW 403e.

HenunHenHas dapMakokMHeTuka

63. Ecnn B TepaneBTMyeckoM gmana3oHe cteneHb yBenmdeHna AUC nekapCTBEHHbIX npenapaToB C HEMMHEWHON
hapmMaKkoKMHETMKOW Gonblue CTEMEHW yBenuMyeHus 0o3bl, nccregoBaHve G1oaKBMBANEHTHOCTN OBbIMHO MPOBOAMTCH C
ncnonb3oBaHMeM Haubonblen [o3vMpoBkn. Kak m B cnyyae C nekapCTBEHHbIMM NpenapataMmy C JIMHENHON
apMakoKMHETMKOW, BbIDOP MEHbLUEN JO3MPOBKN MOXET ObiTb 000CHOBaH C No3uumii 6e30NacHOCTU M NEPEHOCUMOCTM,
Korga npumeHeHwe Haubonblueh [OO03MPOBKM Yy 300pOBbIX A0OpoBoOMbUEB Henpuemnemo. Bcneactesne HU3KoN
YYBCTBUTENBHOCTU aHaNMTMYECKOro METoAa aHanorM4yHoO nekapCTBEHHbIM nNpenaparam C JIMHEWHON hapMakoKMHETUKOMN
TakKke gonyckaeTcsl NnpuMeHeHne 6oree BbICOKNX 003 NEKAPCTBEHHbIX NPenapaToB C HENMMHENHOW (dapMaKOKMHETUKOMN.

64. ViccnepoBaHne GWMO3KBMBANEHTHOCTU IEKAPCTBEHHbLIX MnpenapaTtoB, y koTopbix AUC B TepaneBTMYECKOM
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AvanasoHe yBEenuMuMBaEeTCA MeHblle, YeM COOTBETCTBYOLLEe yBenuyeHue A03bl, B BOMbLUIMHCTBE criydaeB Tpebyetcs
NPOBOAMTb AN HanbombLUeR N HaUMeHbLUEN A03UPOBOK (MW ANs A03VMPOBKM, (hapMaKOKMHETNKA KOTOPOW HaxoamTcs B
NMHENHOM JnanasoHe), TO eCTb B 3TOM Clydae NpoBOAMTCS 2 UccneaoBaHnsa 6noskenBaneHTHoOCTU. Ecnv HeNMHeNnHOCTb
He obycnoBneHa HU3KOW PacTBOPUMOCTbIO, @ OBObACHAETCS, HanpuMep, HacbllWeHneM MepeHOCUYNKoB 1 cobrogarTcs
yCrnoBuWs, yKkasaHHble B NyHkTe 60 HacTtoswwmx [NpaBun) 1 cpaBHMBaeMble NeKapCTBEHHbIE npenapartbl He coaepxar
BCMOMOraTeNbHbIX BELeCTB, BAWAIOWMX Ha MOTOPUKY >KENYAOYHO-KMLIEYHOro TpakTa wnu Benkn-nepeHoCHuKH,
[OCTaTOMHO NpoOBeAeHUs uccneaoBaHus OMO3IKBMBANEHTHOCTU C HavMMeHblue LO03UPOBKOW (MM OO3UPOBKOW,
(hapMaKOKMHETNKA KOTOPOW HaxoauTCsA B NMHEWHOM aAvanasoHe). Bbibop apyrux 0o3vpoBoK MoXeT ObiTb 060CHOBaH
HU3KOW YyBCTBUTENBHOCTBIO aHanMTU4eCcKoro MeToda, Koraa npoBedeHUe UCCNEAOBaHUs C HauMeHbLUen 0O03MPOBKON
HEBO3MOXHO MWNN MNpPYMEHeHne Havbornblue [03VMPOBKM Yy 340POBbIX [0OPOBOMbLEB HEnpuemMnemMo C no3vuui
6e30MacHOCTU UM NePEHOCUMOCTH.

WccnenoBaHue KpanHyx BapuaHTOB (OpPEKETUHT)

65. Ecnu uccnepoBaHne 61oakBMBaneHTHOCTM TpebyeTca mpoBecTu Gonee yYem Onis 2 JO3MPOBOK, Hanpumep,
BCNeACTBME pasnuuMii B MpPONOPLMOHANbHOCTU COCTaBa, WMCMOMb3YT MNOAXOA, MO3BOMSAKLWUA OrpaHMYnTbLCA
NpoBeAEHNEM WCCNeaoBaHUA KparHMX BapuaHToB. Ecnu BbiOpaHHble O03UPOBKM NpencTtaBnsoT cobon KpanHue
3Ha4YeHMs, HaNnpUMep, MakcMMmaribHas U1 MMHMMarbHas 4O3MPOBKM MW LO3UPOBKKU, Hanbonee pesko oTnMyarLmecsa no
cocTaBy (TO €CTb OTNIMYMS MO COCTaBy APYrnX OO3MPOBOK YKIaAblBAOTCA B 3Ty Pa3HOCTb), TO JONYCTMMO NpoBedeHne 2
nccnegoBaHUn OMO3KBMBANEHTHOCTMU.

66. Ecnn oueHky OGMOSKBMBANEHTHOCTM HEOOXOOVMMO OCYLLECTBUTb HATOLWAK W Mocfe npuema nuwu ansa 2
O03VPOBOK BCMEACTBME HENMMHENHON abcopbumu unM OTKIOHEHMI OT MPOMOPLUMOHANIbHOCTM COCTaBa, A0CTaTOYHO
NpoBECTM UCCreaoBaHWe HaTowak M nocne npuema nuwm 1 gosvposku. OTCyTCTBUME HEOOXOAMMOCTU MPOBEAEHMS
nccneaoBaHUA HaToLWak UnNmM nocne npuema nuM Ana opyrux 4O3MpoBOK MOXET BbiTb 060CHOBAHO AaHHBIMU Hay4YHOW
nuteparypbl 1 (UNK) 4aHHbIMKM O PapMaKOKUHETUKE, NOMYYEHHbIMU MPU U3YYEHUN UccneayemMon OO03NPOBKM M3 OPYrnX
NCCneaoBaHU, MPOBEAEHHbIX HATOWAK M nocne npvema nuwn. Npu BbIGOpe YCroBUI MPOBEAEHUS WCCIELOBaHWN
(HaToWwak wMnM nocre npueMa MuWM) A8 U3YyYeHWs OCTalbHbIX [O3MPOBOK MPenrnodYTeHne OTAAaeTCcs YCroBUSM,
obnapamwmm Haumbornblien 4YyBCTBUMTENbHOCTBIO B BbIIBMEHMM BO3MOXHbIX PasfiVyuin Mexgy CpaBHUBAEMbIMM
nexkapcTBEHHLIMU NpenapaTtamu.

KombrHMpoBaHHbIe nekapcTBEHHbIE NpenaparThbl

67. B oTHOWeHUM BCEX KOMOUHMPOBAHHLIX IEKAPCTBEHHLIX MPEnapaToB [OOMKHbLI BbIMNOSHATLCS YCIOBUSA
MpONoOpLUMOHaNbLHOCTM COCTaBa, NpedyCMOTpeHHble HacTosiwmmu [Mpaeunamu. [pu pacyete codepXkaHusi Kakaoro
[AeNCTByIOLEro BellecTBa KOMOMHaLUMKU OCTanbHble OEWCTBYIOLLUME BELLECTBA AOIMKHBbI paccMaTpuBaTbCsl B KavyecTBe
BCroMoraTernbHbIX BeLLecTB. Kaxabii Croi AByXCNOMHbIX TabneTok MOXET paccMaTpuBaTbCst HE3aBUCKUMO.

8. MeTtopgonorus GuoaHannTUYeCcKon YactTu nccrnegoBaHms

68. buoaHanuTnyeckast YacTb MccnegoBaHuin OMOIKBMBANEHTHOCTM OOMKHA OCYLLECTBATLCA B COOTBETCTBUU C
npunoxeHnem N 6 kK HacToswmm NpaBunam.

Ons nony4yeHna HaAeXHbIX pe3ynbratoB, nogaarolnxcsa y,D,OBJ'IeTBODI/ITeJ'IbHOIZ MHTEpnpeTaunn, Heobxoamnmo
I'IOJJ,pO6HO onucaTtb ncnosnb3yemMblie OrnoaHanuMTMyeckne MeToaMKKN, NONMHOCTLIO UX BanuanpoBaTtb U AOKYMEHTUPOBATh. B
KaXxaomMm aHanntn4yeckomMm UuKne B paMKax uccregosaHusa HeobxoQMmo noareepanuTb NpPUrogHOCTb MEeTOoAUKU C
ncnonb3oBaHnemMm o6pa3uos ONA KOHTPON4d Ka4vecTBa.

69. OCHOBHbIMK XapakTepucTukaMmm OuoaHaNUTUYECKON MeTOAMKM AN obecneyeHus MpuemMremMocTn u
OOCTOBEPHOCTU MOJTYYEHHbIX aHaNMTUYECKNX OaHHbIX SBIISIOTCA CENEKTUBHOCTb, HWKHWWA Mpedern KONMYeCTBEHHOro
onpegeneHus, yHKUMA oTKNKnKa (bopma rpagyvpoBOYHON KPUBOWA), NMPaBUibHOCTb, MPELU3NOHHOCTb N CTabUNbHOCT.

70. Mockonbky nopgaowWasacsa OOHapyXeHUID KOHLEeHTpauus aHanM3Mpyemoro BellecTBa [0 npuema

NekapCTBeHHOro npenapara AOoJKHa COCTaBlATb 5% ot Cmax N MeHee, HWKHWUI npegen Konn4ecTtBeHHOro

onpegerneHnda MeTogukn OOJTKEeH obecneymBaTtb onpeageneHne KoHueHTpauun 5 NpoueHToOB OT C (C y4eToM

max
TpeboBaHui nogpasgena 9 HacToswero pasgena).

71. B npoTokone uccrieqoBaHus HeobXoaMMO MpPedyCMOTPETb BO3MOXHOCTb MPOBEAEHUst MOBTOPHOMO aHanusa
nccnegyembix 06pa3LoB A0 haKTMYEeCKOro Hayana Takoro aHanm3aa. B 0OblYHbIX YCroBMSIX NOBTOPHBI aHann3 o6pasuos
no apMakoKMHETUYECKMM MPUYMHaM He OOMYCTUM, YTO OCODEHHO BaXXHO AN WUCCRegoBaHUA GMO3KBMBANEHTHOCTH,
MOCKOIbKY 3TO MOXET UCKa3WUTb pes3ynbTaThbl UCCreqoBaHus.

JNvua, ocyuwecTBnsowme aHanus obpasuUoB, He OOSKHbI 3HATb O MPUHMMAaeEMbIX CyGbekTaMu uccrnegyembixX
npenaparax.

9. OueHka, aHanun3 u npencraeneHne pesynbratoB nccnegoBaHuA
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72. lNMonpaBKy Ha pasnuuns B KONMYECTBEHHOM OfpedeneHun Mexgy cepusimm uccnegyemoro n pedepeHTHoro
nekapCcTBEHHbIX NpenapaToB B UCCeA0BaHNAX GUO3KBMBANEHTHOCTU AN (hapMaKOKMHETUYECKMX NapaMmeTpoB BBOAUTD,
Kak npaBuno, He gonyckaetcs. OgHako B UCKIIOYMTENBHBIX CriydasX, eCnNu pasnuunsa mexagy cepusimm pedepeHTHOro u
nccrnegyemoro NekapcTBEHHbIX NpenapatoB He npeBblwaloT 5 npoueHToB (C yvyetom TpeboBaHunm nogpasgena 2
HacTosLLero pasgena), Takas nonpaska gonyctuma. [onpasky, Hapsgy ¢ pesynsrataMy KONMMYeCTBEHHOTO onpeaeneHns
nccnegyemoro 1 pedyepeHTHOro nekapcTBeHHOro npenapara, Heobxo4nMo OTpasuTb B MPOTOKOSME NCCIEeA0BaHNS.

OT60p CY6'beKTOB ONA aHanm3a pesynbratoB UccrenoBaHnA

73. B cratuctnmyeckmin aHanu3 Heobxoaumo, MO BO3MOXHOCTM, BKIOYUTbL BCEX CYG'beKTOB, NMPUHABLUNX
ﬂeKapCTBeHHbIIZ npenapart. OpaHako Cy6'beKTbI, y4acTBOBaBLUME B NEepeKpeCTHOM UCCreaoBaHU, y KOTOPbIX OTCYTCTBYHOT
OaHHbl€ KaK No nccregyemMmomy nekapCrtBeHHoOMy npenaparty, Tak 1 no peq)epeHTHomy NnekapCcTBeHHOMY npenaparty, unu
Cy6beKTbI, y4yacTBOBaBLUME B napannenbHOM UccnenoBaHn, y KOTOpbIX OTCYTCTBYHOT AaHHble eAUMHCTBEHHOIO nepuoaa,
He OOJKHbI BKIOYaTbCA B aHanus.

O6paboTky OaHHbIX BCEX CYyObLEKTOB, MPUMHUMABLUMX FfeKapCTBEHHbIN npenapaTt, HeobxoAMMO OCyLLEeCTBATb
oAvHakoBbIMWM MeTogamu. B npoTokone ncecnegoBaHns He JonyckaeTcs npedycmaTpyBaTh BKIAOYEHME B aHanu3 AaHHbIX
0 "gybnepax" O0OOpPOBONbLEB TOMbKO C LEMb 3aMeHbl AaHHbIX MWCKIOYEHHbIX CyObekToB. [axe ecnum B Xxode
nccnegoBaHvs He Oblno BbIObIBAHWA M3 UCCReAoBaHWs, HEOOXOAUMMO NpedyCMOTpeTb BKIHOYEHUE B aHanms Bcex
cybbekToB, MPUHSABLLUMX Mpenapart. Takum obpasom, BknoYaTb Aybrnepos, NpoOXoAaswmx npouenypbl uccrenoBaHus
BUO3KBMBANEHTHOCTU OTAENBLHO OT OCHOBHOW BbIBOPKK, HE JOMYCKaeTCs.

74. B wnccnepoBaHum ¢ Gonee 4em 2 rpynnamu CpaBHEHUsI (Hanpumep, TPexnepuogHoe uccredoBaHwe c 2
pedepeHTHbIMM NeKapCTBEHHbIMU NpenapaTtammn Unn YeTblipexnepmnogHoe nccregosaHve npy npueme Hatollak u nocne
npvema nuLiM) aHanms3 no Kakaow CpaBHMBAEMOW nape HeoOXOAMMO OCYLLECTBASTb NULb NOCMe NpeaBapuUTENbHOIO
WCKIMIOYEHMS OaHHbIX, HE OTHOCSLLMXCSA K CpaBHMBAEMbIM rpynnam.

KpVITepVII/I NUCKIMoYeHnaA Cy6beKTOB 13 aHanmsa
pe3ynbraTtoB UccrieaoBaHuA

75. Ons 0ObLEKTMBHOW OLEHKW pes3ynbLTaToB paHAOMW3MPOBAaHHbLIX WccreqoBaHUi Heobxogumo, YTOObI
HabniogeHne U BedeHne Bcex CYyGbEKTOB OCYLLECTBMANOCh MO eAMHbIM npaBunamM. TV npaBuna He OOMKHbI 3aBUCETb
OT TMPUHMMAEMOro JeKapCTBEHHOrO npenapata Wiu WCXO4a, MO3TOMY pelleHve 06 WCKMYeHun cyGbekta wu3
CTaTUCTUYECKOro aHanmaa HeobxoanmMo NPUHATL A0 Havana naGopaTopHoro aHanmsa o6pasLosB.

76. Jliobasi nMpuuMHa MOXET SIBMSATLCA KPUTEPUMEM WCKIIOMEeHUs1 CYyOLEeKTOB, €CNM OHa 3apaHee onvcaHa B
MpPOTOKOMNE WCCNeAoBaHus, a pelleHne 06 MCKIIYEHUM NPUHATO A0 Havyana aHanusa obpasuoB. OgHako BCReAcTBue
CHWKEHUSI CTAaTUCTMYECKOW MOLLHOCTU UCCNENOBaHUs, a Takke Npu HeoOXoAMMOM MUHUMYMe B 12 cyGbekToB criegyeT
nsberaTtb UCKMIOYEHNS NOCNeaHMX U3 UCCreaoBaHUs.

,D,OI'IyCTMMbIMI/I KpUTeEpUAMUMN UCKINIOYEHUA Cy6'beKTOB M3 nccrnengoBaHnA ABNAKTCA pBOTa UK Ognaped, KOTopble
CNOCOGBHLI UCKa3UTb pesynbrartbl USMEepPEeHUA KOHUEHTpaunmnm aHanm3mpyemoro seLlecrtsea. B nckntounTtenbHbIX cuTyaumnax
Kputepmem UCKINKYEeHUA Takke MOXET CNyXNUTb 0AHOBPEeMEeHHOE NpMMeHeHne OApYyrnx nekapCrtBeHHbIX npenapaTos.

77. B npotokone wuccnegoBaHus HeobOxooMMO 3apaHee onucaTb KpUTepuum ucknodeHus cybbektoB. Ecnm
BO3HUMKAET CMTyauusi, TpakTyemas Kak KpUTepui UCKITKYeHNs, CBEAEHNSI O HEN HeODX0OMMO 3aHECTU B MHAMBMAYANbHYHO
perucTpaunoHHyl0 KapTy B XOAde npoBedeHus uccrnegoBaHus. VcknioveHne cyObekToB, OCHOBaHHOE Ha 3apaHee
NpenyCMOTPEHHBIX KPUTEPUSIX, HEOBXOOUMO YETKO OTPa3nTb U NepeYncnuTb B oT4eTe 06 nccnegoBaHmm.

78. BBVI)J,y HEBO3MOXHOCTU OTAENINTb BIIMAHUE NEKAPCTBEHHbLIX npenapartoB OT APYrnx CbaKTOpOB, BIMAKOLWNX Ha
CbapMaKOKVIHeTVIKy, NCKnw4YeHne pgaHHbIX TOJIbKO HaA OCHOBaAHUWM CTATUCTUYECKOro aHanm3a wunnm no
d)apMaKOKI/IHeTI/I‘-IeCKI/IM npuynHam He OonycKaeTcA. VckntoueHnamMm n3 gaHHoro npasuna ABNAKOTCA:

a) cybbekThl, B Na3me KOTOPbIX KOHLEHTpaums pedepeHTHOro fiekapCTBEHHOIO Npenaparta He onpeaenseTcs unm
onpegensieTcs NuUwb B He3HauuMTenbHbIX KonuyectBax. KoOHUEHTpauuu aHanmMsmMpyemoro BellecTBa Yy cybbekTta
npusHaTCca oyeHb Huskumun, ecnn ero AUC He npeBbilaeT 5 npoueHTOB OT cpedHen reometpudeckon AUC
pedepeHTHOro NekapCcTBEHHOMO npenapaTa (paccyMTaHHOM 0e3 y4yeTa OaHHbIX cybbekTa ¢ Bblopocamu). VckntoueHne
OaHHbIX MO 3TOW NPUYMHE OOMNYCTMMO NULb B €AUHWUYHBIX Cly4YasiX, U B LESIOM CTaBUT MO4 COMHEHME OOCTOBEPHOCTb
(BanMaHoOCTb) NPOBEAEHHOIO UCCNENOBAHNS;

6) CyGbEKTbI C HEHYNIEBOWM MCXOAQHON KOHLEHTpaLMEN aHanM3MpyemMoro BelllecTBa, NpeBbillatoLei 5 NpoLeHToB oT

CmaX' Takne pOaHHble HeobXoOMMO MCKMIYUTL M3 UccnedoBaHUs OMO3KBUBANIEHTHOCTU (B COOTBETCTBUN C

TpeboBaHuaMM nogpasgena "OddekTbl NepeHoca” HacTosLWEero nogpasgena).

79. B oTHOWEHUN JIEKapCTBEHHbIX NnpenapartoB C HemeaJsieHHbIM BbICBOOOXOEHNEM YKa3aHHbleé B HacCTodLleMm
nogpasgene cutyaumMm MOryT BO3HUKaATb B Crlydae HecobnogeHus Cy6'beKTaMI/I pexnma wumccnegoBaHNa UM
HeaJoCTaToO4HOM OTMbIBOYHOM nepuoae. B nepBomM crny4ae Heobxoanmo npegycmMmoTpeTtb OCMOTP pOTOBOI;I nonocTtun
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cybbekTa, 4TOObl YOOCTOBEPUTLCS, YTO JIEKAPCTBEHHbIM npenapaTt Obil NpPOrnoyYeH, BO BTOPOM - MpedycMOTPEeTb
OOCTaTOYHbIA OTMbIBOYHLIN Nepuod. bruonornyeckme obpasubl CyObLEKTOB, UCKITHOYEHHBIX M3 CTaTUCTUYECKOro aHanuaa,
HeobxoaMMoO npoaHanuanpoBaTb, a WX pesynbratbl NpeacTaBUTb B oTdyeTe 06 umccrnenosaHuu (B COOTBETCTBUWM C
TpeboBaHuamMu nogpasaena "lMpeacraBsneHne AaHHbIX" HAaCTosALLEro nogpasgena).

80. CornacHo pasgeny 4 "lMpoBeaeHne uccriegoBaHns" HacTosawmx MNpasun AUC(O-t) OOIMKHa nepekpbiBaTb He

meHee 80 nNpoLeHTOB . TeM He MeHee, ecriM 3TO NPaBWUSIO HE BbINOSHAETCS, UCKIOYaTh CyObEKTOB M3 CTaTUCTUYECKOTO
aHanusa He cnegyet. OgHako ecnu AUC(O_t) He nepekpbiBaeT 80 npoueHToB B Gonee yem 20 npoueHTax cny4yaes,

crnepyeT YCOMHWUTbCSA B pesynbratax Takoro uccrieqoBaHusi. 310 TpeboBaHWe He MPUMMEHUMO K WUCCIedoBaHUsSIM C
ONuTeNbHOCTBLIO 0TOOpa 06pasLoB, paBHbIM 72 4 1 Bonee, Korga BMecTo AUC(O_t) ucnonb3yeTcs AUC(0_72 q)

AHaJ'II/I3VIpyeMbIe napamMeTpbl 1 AoNyCTUMbIE npeaesbl

81. B wuccnepoBaHusax 6GMO3KBMBANEHTHOCTUM C OAHOKpPaTHbIM MNPUEMOM JFleKapCTBEHHOro npenapaTta K
nccrnegyemoiM HapMakoKMHETUHECKUM MapameTpam OTHOCATCS: AUC(O-t) unm AUC(0_72 y) COOTBETCTBEHHO U Cmax:

OTHOLWeHWe [aHHbIX MNapamMeTpoB WCCRedyemoro fekapCTBEHHOro npenapata K pedepeHTHOMY NeKapCTBEHHOMY
npenapaTty OOMKHO nexaTtb B uHTepsane 80,00 - 125,00 npoueHToB npn 90 NpOLEHTHOM OOBEPUTENBHOM UHTEpBarne.
[paHuLbl MHTEpBaNoB OKPYMATCA A0 ABYX 3HAKOB NOCMEe 3ansTow.

82. K wusyyaembim napameTpam wuccrnegoBaHuin OGMO3KBMBANEHTHOCTM feKapCTBEHHbIX npenapaTtoB C

HEMEAJIeHHbIM BbICBOGOXAEHMEM C OnpefeneHneM paBHOBECHOW KOHLEHTpauuu otHocaTest U Cpio. oo, KOTOpblE

AOJKHbI ObiTb B npepgenax ykasaHHblX UHTepBaJioB.

83. Ecnu B KkavecTtBe OGMONOrM4eckoro marepuana MCnonb3yeTcs Moda, nokasaTenb Ae(O-t) JOSKeH nexartb B

- B uHTepBane Ans Cp 5.

WHTepBane, onNMcaHHOM Ongd AUC(O-t)’ a Rmax

84. Cratuctudeckas oueHka t, . He Tpebyercs. OfHaKO ecrnu ykasblBaeTcs, 4To BbICTpoe BbICBOGOXAEHME uMeeT

KMUHUYECKYH0 3HAYMMOCTb W BRUSIET HA Havano AEeNCTBUS UMM MPUBOAUT K HeXenaTenbHbIM peakumsM, 3HaYMMbIX
pasnuuuii B t o, 1 ero BapuabenbHOCTU Mexay uccrenyembiM U pedpepeHTHLIM NekapCTBeHHbIMU npenaparam 6biTb

He [IOMKHO.

85. [onycTumble npenenbl GUOSKBUBANEHTHOCTU FEKapCTBEHHbIX MNpenapaTtoB C Y3KUM TepaneBTUYECKUM
AvanasoHoM cregyeT cy3uTb (B COOTBETCTBUM C TpeboBaHusMu nogpasgena 10 Hactosiwero pasgena). Ons
NeKapcTBEHHbIX NpenapaToB C BbICOKON BapuabenbHocTbo Cp o, B Cllyyae Hanuyus COOTBETCTBYIOLLETO 06OCHOBaHMS

3TV rpaHnLbl MOTYT GbiTb pacLUMpPEHbI.
Cratnctuyeckuin aHanmus

86. MaBHOE 3Ha4yeHuMe AOns OUEHKU OUOIKBUBANEHTHOCTU UMEET MUHUMMU3ALMS pUcKa NOXHOMOMNOXUTENbHOrO
npu3HaHMsa BUoakBMBaNEHTHOCTU. CTaTUCTUYECKUIA aHann3 nccnenoBaHus GMOSKBMBANEHTHOCTM [0MKEeH NoaTBepanTb
ManoBEPOSATHOCTb  KIIMHMYECKM 3HAYMMOrO pasnuumMa  Mexagy OMoOoCTYMHOCTbIO MCCNenyeMoro n pedepeHTHOro
nekapcTBeHHbIX npenapaTtoB. Mpoueaypbl cTaTucTMYeckon o6paboTkM cneayeT OoroBOpMTb B MPOTOKOME Nepesd Hadanom
cbopa AaHHbIX.

87. B kavecTtBe OCHOBHOIO KpuTepusi OGUOIKBUBANEHTHOCTU wcnonb3yloT 90 npoueHTHble AoBepuUTernbHbIE
WHTepBanbl Ans OTHOLWEHUA TreoMeTpUYeckMx CcpeaHux wuccneayemblx apMakOKMHETUYECKMX napameTpoB
nccnegyemoro nekapcTBeHHOro npenapara n pedepeHTHOro nekapCcTBEHHOro npenapara. Takon Noaxod paBHOCUNEH 2
OOHOCTOPOHHUM NPOBEpPKaM HyrneBoWn rmnotesbl 06 OTCyTCTBUM BMOIKBUBANEHTHOCTU (0 BMOHE3KBMBANEHTHOCTU) Npu 5
NMPOLEHTHOM YPOBHE 3HAYMMOCTU ANS KaXgoro Tecra.

88. CpaBHeHMne wuccrnegyemblx apMakOKMHETUYECKUX MapamMeTpoB MNPOBOASAT C MOMOLLBIO AMCNEPCUOHHOIO
aHanunsa (ANOVA). [Inga aToro npeasapuTensHO NpoBOAAT NnorapudmMmyeckoe npeobpasoBaHme AaHHbIX (MO OCHOBaHWIO
OECATUYHOIO WU HaTypanbHoro norapudgma). lNocne 4ero npoBOAST OUCNEPCUMOHHBIM aHanmM3 M Ha OCHOBE €ro
pe3ynbTaTtoB CTPOAT [OBEpUTEnbHble WHTepBanbl (B rorapugpmMuyeckon Likane) ANa noucka pasnuums  Mexay
CpaBHVMBaeMbIMU fieKapCTBEHHbIMY NpenapaTtamMu. [ony4eHHble AoBepuTenbHble HTEPBAarbl NogsepratoTca obpaTHoMmy
npeobpasoBaHmWio, YTOObl NOCTPOUTDL XernaeMble JoBepUTeNbHble MHTEPBAnbl A5 OTHOLLEHUS CPeaHUX B MCXOOHbIX (He
npeobpasoBaHHbIX) eanHMLax U3MepeHus. Vicnonb3oBaHne HenapameTpuyeckux MeTodoB CTaTUCTUYECKOro aHanm3a He
gonyckaetcs.

89. B npotokone wuccnenoBaHusi HEOOGXOAMMO 3apaHee NpeayCMOTPETb BbIOOP KOHKPETHOM CTAaTUCTUYECKOMN
mMogenu aHanusa. CTaTUCTUYECKMIA aHanmM3 OOMmKeH NPUHMMAaTb BO BHUMaHWE MCTOYHUKM BapuabenbHOCTM, CnocobHble
MOBMUSATbL Ha M3y4aemylo NepemMeHHyr. B Takon mopenu AMCNepCUOHHOrO aHanusa MPUHSTO MCMonb3oBaTbh Takue
(hakTopbl, KaKk NocreaoBaTenbHOCTb, CyGLEKT NOCNeA0BaTENbHOCTM, NEPUOA U NEKAPCTBEHHLIN nNpenapat. B oTHOLWEeHMK
BCEX 3TUX (PaKTOPOB CNeayeT NCMONb30BaTh (PMKCMPOBAHHLIE, @ HE Cry4valiHble 3(eEKTHI.
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90. 06wt NpUHUMN 3aKnoyaeTcs B noctpoeHun 90%-Horo JoBepuTeNlbHOMoO MHTepBarna Ans BeNYMHbI , KOTOPbIN
no3BonsieT cAaenatb BbiBog O (PapMaKOKMHETUYECKOW SKBMBANEHTHOCTM, €Clnv [daHHblA OOBEpPUTENbHLIN WHTepBarn
HaXoaMUTCH B NPUHATLIX rpaHMLax NpM3HaHUs GUO3KBUBANEHTHOCTM.

AHaJ'IOFI/I‘-IHyIO npouenypy cnegyetr ucCnonb3oBatb AOJ1A CpaBHEHUA NapamMeTpoB, MNONyYeHHbIX B pe3ynbrate
nccnenoosaHnA B paBHOBECHOM COCTOAHUN UMM CYMMapHOro BbiBEAEHNA C MOYON, ecnun aTo Tpe6yeTc;|.

91. Cne/:l,yeT npeacTtaBuUTb TakXe AaHHble MO onucaTtenbHOW CTaTUCTUKE ANS nokasaTens tma Ecnu tmax

X
C4nTaeTcd KIMMHU4YeCKn 3Ha4yunMbiM, cpeagHee 3HadYeHune U anana3oH tmax cnegyetr CpaBHUTb Mexay uccregyemMmbiMm U
pe(bepeHTHblM JIEKapCTBEHHbIM TMpenapatoMm Ald WUCKIKYeHUA KIMMHUYECKN 3Ha4YnMbIX pa3J'Il/I‘-II/Il7I. CDopmaanoe

CTaTUCcTn4yeckoe cpaBHeEHUE Tpe6yeT0ﬂ penko. O6bI4HO pas3mMmep Bbl60pKM HEe paccyuUTbiBaeTCd, AOnd nony4YeHuda

HeobXxo4MMON CTaTUCTUYECKOM MOLLHOCTW Ans tmaX' Ecnu napameTp tmax 6y/:|,eT nogseprarbCA CTaTtUCTU4YEeCKOMY

aHannay, To n3dydyeHume OOJINKHO OCHOBbIBATbCA Ha HenapaMeTpudeCknx mMetodax M npoBoAUTbCA C UCNOSb30OBaHMEM
Hel'lpeO6pa3OBaHHbIX AaHHbIX. [Nna NoBbIWEHMUS TOYHOCTU OLEHKU tmax HeobxoaMmo B3ATb AOCTATOMHOE KONMMYEeCTBO

o6pa3uoB ONM3KUX K OXMAAEMbIM MaKCUManbHbIM KOHLEeHTpauusaMm. [ns nokasatenen, onucbiBalowmx casy
anuMuHaumm (tq,0), Tpebyetcs Tonbko onucaTenbHas CTaTucTuka.

92. PaboTa C pe3ko BblAENSALWMUMUCS 3HAYEHUAMM (BbIGpOCaMKN) NPOBOANUTCS B COOTBETCTBUM C TPEGOBaHUAMMY,
M3NoXeHHbIMK B nofpasgene "Kputepun ucknioueHust cyGbekToB 13 aHanu3a pesynbTaToB UCCrenoBaHus" HacToALEro
pasgena. WcknioyeHne [aHHbIX TOSMbKO MO MPUYMHaM CTaTUCTUYECKOro M (hapMaKOKMHETUYECKOTO Xapaktepa He
JOMyCTUMO.

WccnepoBaHusi B HECKOMbKMX rpynnax

93. Ecnu nepekpecTtHOe unccrieqoBaHMe MpoBedeHo B 2 u Oomee rpynnax cyObektoB, T.e. pa3bueHue Bcen
BbIBOPKM Ha HECKOMbLKO PyMn, Kaxxaasi U3 KOTOPbIX HAYMHAET yvacTue B UCCNENOBaHUM B pasHble OHW (Hanpumep, ecrnu
N3 NOrMCTUYECKUX COOBPaKEHNIN eQUHOBPEMEHHO B KITMHUYECKOM LIEHTPE MOXHO MPOBECTM UCCIefoBaHMe C y4acTUeM
OrpaHMYeHHOro 4ymcna cybbekToB), B LEMsSX OTPaXKeHMs MHOrorpynrnoBOro xapakTepa wuccriefoBaHusi HeobXxoammo
MogudmnumpoBaTh CTaTUCTMYECKYIO Mogenb. B yacTHoCTH, B Mogeny Heobxoaumo yvecTb TOT ¢bakT, YTo nepuoabl Ang
nepBoK rpynnbl OTAMYATCA OT MEPUOAOB AN BTOPOW (M MOCHeayoLWwmx) rpynno.

94. Ecnu nccnegoBaHue NpoBeAeHO B ABYX U Goree rpynnax u 3Tu rpynnbl U3yvanuch B pas3fnyHbIX KMMHUYECKUX
LEeHTpax unM B OAHOM U TOM e UEeHTpe, HO Obinu pasgeneHbl GoMnbWMM MPOMEXYTKOM BpeMeHu (Hanpumep,
MecsLamm), BO3HUKAET COMHEHNE OTHOCUTENBHO BO3MOXHOCTY 0ObeAMHEHNS pe3yrnbTaToB, NOMyYeHHbIX 3TUX rpynnax, B
OfVH aHanua. Takue cuTyaumm HeobxoanmMo obcyxaaThb € YNONHOMOYEHHBIM OpraHoM.

Ecnu npeanonaraetca npoBefeHWe UCCIefoBaHWsA B HECKOMNbKMX rpynnax M3 fOrMCTUYEecKMX coobpakeHui, ob
3TOM HeobXoOMMO SIBHO yKasaTb B MPOTOKONE WCCNEedoBaHWUsi; Npu 3TOM, €CnM B OTYeTe OTCYTCTBYIOT pesynbTaThl
CTaTUCTUYECKOrO aHanusa, y4duTblBalolMe MHOrorpynroBoi XapakTep WccrenoBaHus, HeoBxoOAuMo npencTaBUTb
Hay4yHOoe 0B6OCHOBaHWe OTCYTCTBUA TAKUX Pe3yrbTaToB.

OdhbekTbl NEpeHoca

95. He ponyckaeTcs ucnonb3oBaTh pesynbraTbl MPOBEPKM Ha 3dheKT nepeHoca Ana MPUHATUSA Kakux-nmbo
peLleHnI, BMSIOWNX HA aHanu3 (Hanpumep, aHanusa AaHHbIX, NOMy4YeHHbIX TOMNbKO M3 NepBOro Nepuoaa UccrnegoBaHus).
BepoaTHOCTb MepeHoca MOXET ObITb HanpsMyl0 yyTeHa npu oTtbope obpasua GuonorMyeckon XuakocTu 0o npuvema
neKkapcTBEHHOro npenapara BO BTOPOM nepuoae nccrnefosaHus (M, eCnv npuMeHnmo, B NocneayoLLmx).

96. Ecnu KoHUeHTpauus OO0 npuema NekapcTBEHHOro npenapata npesbiwaeTr 5% ot C TO cBedeHus,

max’
nony4yeHHble OT Cy6'beKTa B AaHHOM nepuoae, UCKIMKYarTCA N3 CTaTUCTUYEeCKOro aHanmsa. 3T0 3HAUUT, 4YTO B paMKax
OByXnepnogHoro uccrieooBaHuA Takomn Cy6beKT BblObIBAET M3 aHanusa. I'Ipo,qon»(eHme ncecnenoBaHnA CcHUTaeTcA
HenpuemMnembiM, eCrin HNCNno nognexawmnx aHanmsy Cy6'beKTOB okasanocb MeHee 12. [laHHbIN noaxoq He npUMEeHnM K
NCCrnenoBaHUIO 3HOOMEHHbIX COeAUHEHMN.

[ByxaTanHbIN gu3anH nccnegoBaHnii OMO3KBUBANEHTHOCTM

97. UccnepoBaHne GMOSKBMBANEHTHOCTU OOMyCKAeTCs NPoOBOAMTL B ABa 3Tana. Ha nepeBom atane npoBOAMTCS
nuccrnegoBaHMe Ha HayanbHOW (MepBWYHON) rpynne CyObekTOB C aHanM3oM MONyYeHHbIX pesynbratoB. Ecnu
OMO3KBMBANEHTHOCTb HE MOATBEPXKAAETCH, TO MOXHO HabpaTb OOMOMHUTENbHYO TPpynny U OObeauMHUTL pesynbraThl,
nonyyeHHble B obeux rpynnax gns OKOH4YaTenbHOro aHanu3a. Ecnn BbiOpaH Takol Noaxod, TO HYXHO MPUHATb
onpefeneHHble Mepbl, YTOObl COXpaHUTb HEM3MEHHOW BEPOATHOCTL OLLMGKM | poga Ansa Bcero uccneaoBaHud, npy 9Tom
CTaTUCTUYECKMNE KPUTEPUM OCTAHOBKN UCCNEAOBAHUA HEODXOOMMO YETKO OMNpeaenuTb A0 ero Hadana. AHanu3 OaHHbIX,
MOMyYeHHbIX B XO04e MepBOro 3tana, MOXHO paccMmaTpuBaTb Kak MPOMEXYTOYHbIA, M oba aHanm3a Heobxogumo
NPOBOAMTE MO CKOPPEKTMPOBAHHBLIM YPOBHSAM 3Ha4YMMOCTU. [ns OoBepuTenbHbIX MHTEPBanoB criegyeT MCNofb30BaTb
CKOPPEKTUPOBaHHYI0 BEPOATHOCTb, paBHyt0 He MeHee 90%. Hanpumep, ncnonb3oBaHue 94,12%-Hbix AOBEPUTENbHbBIX
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MHTEPBANoB ANsi 06oMX aHanu3oB Ha NEpPBOM 3Tane W ANs 0GbeanHEHHbIX AaHHbIX NEPBOro 1M BTOPOro atanoB GyaeT
npuemMnembiM, OOHAKO CYLLECTBYET MHOXECTBO [pYrMxX BapuaHTOB, M BbLIGOP, Kakoh YpoOBeHb 3Hauumoctn ()
“cnonb3oBaTh Ans NPOMEXYTOYHOrO aHanusa, sIBMsieTCs NpeporaTuBoi CrioHcopa. B npoTokone HeobxoavMmo 3apaHee
onucatb ABYX3TanHbI AU3aiiH UCCrEAoBaHUS Hapsay CO CKOPPEKTUPOBAHHbLIM YPOBHEM 3HAYMMOCTM.

98. MNpu aHanuse ob6beauHEHHbIX AaHHbIX, MOMyYeHHbIX B Xxode ABYyX aTanoB, daktop "stan" Heobxogumo
BKITIOYMTb B MOAENb AMCNEPCUOHHOIO aHanm3aa.

MpencraBneHne gaHHbIX

99. [Ins Kaxgoro M3 CpaBHMBAEMbIX JEKapCTBEHHbIX MpenapaTtoB Heobxooumo MpeacTaBUTb BCE 3HaYeHWUs
WMHAMBMAYarbHbIX KOHLEHTpauui 1 hapMakoKMHETUYECKMX NapameTpoB, Hapaay C AaHHbIMU ON1caTenbHOW CTaTUCTUKM,
BKINOYas reomeTpuyeckoe cpegHee, meauaHy, apudmeTnyeckoe cpegHee, CTaHOAPTHOE OTKIOHEHWe, Ko3hduuneHT
Bapuauum, MakcumanbHble U MWHUMarbHble 3HadeHus. NHamBumAayanbHble KpuBble "KOHUEHTpauus-spemsa" cnegyet
npeacTtaBuTb Ha NUWHEWHOW M norapudmuyeckon wkanax. Heobxoammo onucate MeTOod MNOMy4YeHUS
apMakoKMHETMYECKUX NapaMeTpOB M3 UCXOAHbIX AAHHbIX U KONMYECTBO TOYEK B TEPMMHANBHOW Norapugmmnyeckon
hase, MCNoMb30BaHHbLIX ONA OLEHKM KOHCTaHTbl CKOPOCTM TEPMWHANbHOW 3nuMuHauMmn (Kotopas ucnonb3yeTcs Ans
[OCTOBEPHOW OLIEHKM ).

100. B kayecTBe OCHOBHbIX pe3ynbTaTOB CTAaTUCTUYECKOrO0 aHanmsa M3yYeHHbIX (apMaKOKMHETUYECKMX
napameTpoB crneayeT ykasbliBaTb ToYeYHble oueHkU U 90%-Hble AOBEPUTENbHBIE UHTEPBArbl AN OTHOLLEHUSI CPeaHnNX
3HaYEeHUN.

Cnep,yeT TaKkKe npunaratb CTaHAapTHble pe3ynbrupyroume Tabnuupl AONCNepPCUOHHOINo aHarnumsa, BKIllo4ada
pesynbrartbl CTaTUCTUYECKNUX TECTOB Ha BCe Sd)q)eKTbI B UCMOMb30BaHHON MOAENN.

101. OT4yeT HeobXoaAMMO AEeTanM3nMpoBaTb HACTOMNbKO, YTOOLI hapMaKOKUHETUYECKUA U CTAaTUCTUYECKUIA aHanNu3bl
MOXHO ObIfI0O BOCNPOMU3BECTM, TO €CTb BKMOYUTL TOYHOE Bpems OTOopa obpasLoB nocrne npuema ekapCTBEHHOrO
npenaparta, KOHLUEeHTpaunn aHann3mpyeMbix BELLECTB, 3Ha4YeHNs1 (hapMaKOKMHETUYECKUX MAapaMeTPOB KaKAoro cyobekTa
B K&)XOOM Mepuoae UccnenoBaHus n cxemy paHaoMmsaumu.

102. Heobxognmo nogpobHO onucaTtb BCe Criydau BbIObIBaHUSA U UCKNIOYEHUS CyObekToB 13 nccnegosaHus. o
BO3MOXHOCTM, AN KaXdoro Takoro cybbekTa B OTAENbHOM [AOKYMeHTe HeobxoauMO npeacTaBUTb [AaHHble O
KOHLEeHTpauum n dhapMaKkoKMHETUYECKMX NapaMeTpax, HO He BKNoYaTb UX B OOLLUMIA CTaTUCTUYECKUI aHanums.

BroaHanuTuyeckyto MeToAMKY HeoOXOAMMO [AOKYMEHTMpOBaTb [0 Hayana wuccrnefgoBaHus (NpeaBaputenibHas
Banupauusa) Ons nocneaywouwero dopMupoBaHuMs BanuiauuMoHHoOro ot4yeTta. Heobxogumo npepctaBuThb
GuoaHanMTUYecKknii OTYET B COCTaBE MTOrOBOIO OTYeTa MccreqoBaHUs GuoakeBmBaneHTHocTU. OH LOSMKEH BKIOYaTb
KpaTkoe onuMcaHue UCMorb30BaHHON BUoaHaANUTUYECKON METOAMKM, pe3ynbTaTbl N0 BCEM rpagyMpOBOYHBIM pacTBOpamM
(cTangaptam) n obpasuam ans KoOHTpons kayectea. Heobxoanmo npeacTaBuTb 4OCTAaTOMHOE KOMIMYECTBO XpOMaTorpaMm
UM ApYyrmx UCXOAHbIX AaHHbIX, OXBaTbIBAOLWMX BECb AMANasoH KOHLUEHTpaLMA AN BCEX rpagyuMpOBOYHbLIX PacTBOPOB
(ctaHaapToB) M 06pa3sLOB As KOHTPONS KavyecTBa, a Takke MUCMNbITyeMbIX (aKTUBHbIX) 06pasLoB (Bce XxpoMaTorpaMmbl U
Opyrve nepBuyYHble OaHHble He MeHee 4Yem oT 20% cybbekToB C COOTBETCTBYHOLMMKU obOpasuamu Ansi KOHTPONs
KayecTBa 1 rpagynpoBOYHbIMU paCTBOpaMVI/CTaHJJ,apTaMI/I LWKINOB, OTHOCALUMXCA K YKa3aHHbIM Cy6‘beKTaM).

103. Ecnu B OTHOLLUEHWN OMpeaeneHHoOW OO3VMPOBKM OMNpedeneHHOro fiekapCTBEHHOro npenaparta npoBeaeHo
HEeCKOJ1bKO MCCﬂe,D,OBaHMVI, 4acCTb U3 KOTOPbIX noaTBepXaaeT ero 6VI03KBVIBaJ'IeHTHOCTb, a 4YacCTb HeT, BCHO COBOKYMHOCTb
OaHHbIX HeobxooMMO paccMaTpuBaTb Kak eguHoe uenoe. B pacuyeTr HeobxooMMo MpyMHMMaTh TONbKO UCCIEAOBaHUSA,
ykasaHHble B 4acTtu |l HacTtoswux lNpaBun. Hanunume uccnegoBaHun, noaTBepXxaalowmx OMO3KBMBANEHTHOCTb, He
SIBNSETCA MNOBOAOM He paccMaTpuBaTb WCCReooBaHWsi, B KOTOPbIX OHa He MOATBepXxAeHa. 3asiBuUTenb OOKeH
TWaTtenbHO npoaHanuaMpoBaTb BCe pe3ynbTatbl U obBocHoBaTb Hanuuue 6GuoakemBaneHTHocTW. B kauvecTtse
anbrepHaTuBbl B AONONTHEHUE K OTAEelNbHbIM UCCieaoBaHNAM, NO BO3SMOXHOCTU, AONYyCKaeTCca npoBegeHne 0606Ll.l,eHHOFO
aHanmsa Bcex wuccrnepgoBaHun. Hepgonyctumo o6obuwaTe wuccrnenoBaHusi, He nogTBepXxaawwme Hanumiune
OMOSKBMBANEHTHOCTU, ECNY UCCIegoBaHWs, NOATBepPXKAAtoLne GMO3KBMBANEHTHOCTb, OTCYTCTBYIOT.

10. INlekapcTBeHHbIE NpenapaTbl C Y3KUM
TepaneBTUYECKUM Anana3oHoOM

104. Oonyctumbin uHtepan ana AUC nekapCTBEHHbIX NpenapatoB C Y3KMM TepaneBTUYECKMM [uana3oHOM

cnegyet cy3utb Ao 90,00 - 111,11%. Mockonbky C,. ., 3aHMMaeT ocoboe MecTo C TOUKW 3peHust 3PEKTUBHOCTY,

6e30MacHOCTM U MOHWUTOPUHra KOHUEHTpauuyW aHanmsupyemoro BeLlecTBa, AOMYCTUMbIA WHTepBan And OaHHOro
napametpa Takke cregyet cy3autb Ao 90,00 - 111,11%. lNpuBecTn ucdepnbiBawoLlee onpeaeneHne nekapCTBEeHHbIX
npenapaToB C Y3KUM TepaneBTUYECKMM OMana3oHOM HEBO3MOXHO, MO3TOMY pelueHne o6 OTHeCeHMU OEeNCTBYHLLEro
BellecTBa K 3TOW rpynne criegyeT MpUHMMAaTb, UCXOOS U3 KITMHWYECKMX OCOBEHHOCTEW OENCTBMS M MPUMEHEHMS
nekapcTBEHHOro npenaparta (npy HeobxoouMOCTU MpUBIiEKast 3KCMEPTOB YMOMHOMOYEHHbLIX OpPraHoOB rOCy4apcTB -
uneHoB Cot3a M (MnK) IKCMNepTHbIA KOMUTET NO NeKapCTBEHHbIM cpeacTBam npu EBpasninckon 3KOHOMUYECKOM
Komuceun).
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11. JlekapcTBeHHbIE NpenapaTthbl C BbICOKON BapuabenbHOCTbIO

105. Ecnu BHYTpunHaMBmnayaneHas BapMabenbHOCTb hapMaKkokMHeTnYeckoro napamerpa npesbiwaet 30%, Takne
NeKkapcTBEHHbIE NpenapaTtbl NpPU3HaKTCA BbICOKO BapuabenbHbiMW. Ecnu 3adButenb cyMTaeT, YTO NEeKapCTBEHHbIV
npenapaT MOXeT obnagaTtb BbICOKOW BapuabenbHOCTbI MO CKOpPOCTU U (Mnn) cTeneHn abcopbuum, pekomeHayeTcs
NpoBOAUTb UCCNEea0BaHUS C NOBTOPHBLIM (PEennUKaTUBHLIM) NEPEKPECTHLIM AU3aNHOM.

106. JlekapcTBeHHble npenapaTtbl C BbICOKOW BapuabenbHOCTblo, AN KOTOpbIX Oonbllee pasnuyve B Cmax

c4nTaeTcd KIMMHUYECKM HE3HaA4YNMbIM (I'IO,D,TBep)K,D,eHHOG CTPOrMMm KIMMHNYECKNM 06OCHOBaHI/IeM), €€ oOueHKa MOXeT
OCYyLLECTBNATLCA HA OCHOBaHUM pacCLlUMPeHHbIX NHTepBarioB. B atom cny4yae KpMTepI/IIZ npunemMnemMocTn gna Cmax MOXeT

ObITb pacwupeH go 69,84 - 143,19%. B uensx pacwumpeHust KpuTepusi NPUEMSIEMOCTM AM3alH UCCrefoBaHUs
B103KBMBaANEHTHOCTU [OMKEH ObITb MOBTOPHBIM M B HEM HeobxoAuMO NOATBEPAUTL, YTO BapuabenbHocTb Cp oy

pedepeHTHOro fnekapcTBEHHOro npenapara B uUccnegoBaHun AencTButensHo npesbiwaeT 30%. 3assuTens OOMKeH
AoKasaTb, YTO BblYMCMEHHas BHYTpUMUHAMBUAYanbHas BapuabenbHOCTb AOCTOBEpHa, a He obycrnosneHa Bblibpocamu.
Bo3MOXHOCTb paclumpeHmns 4onycTMMOro MHTepBana Heobxoanmo 3apaHee OroBOpUTb B NPOTOKONE NccreaoBaHus.

107. OnpepeneHve cTeneHU paclMpeHUst MHTepBana OCHOBaHO Ha BHYTPUMHAMBMAYaNbHOW BapuabenbHOCTMH,

MOy4eHHOWN MO pesynbTatam uccregoBaHnst BMO3KBMBANEHTHOCTM C UCMONb30BaHMEM MeToda BMO3KBMBANEHTHOCTU B
cpenHeM ¢ macwTtabmupoBaHuneM (scaled average bioequivalence) cornacHo dopmyre:

roe:
U - BepxHss rpaHvLa nHTepBarna npuemMnemMocTu;
L - HKHAS rpaHMua nHTepBana nNpUeMNemMocTy;

k - perynaropHas KOHCTaHTa, npuHaTtas 3a 0,760;

S\WR - BHYTPUMHAMBMAYaNbHOE CTAHAAPTHOE OTKIIOHEHUE NorapudMmuyeckn npeobpasoBaHHbix 3HaYeHnn Cp, o
NeKkapcTBEHHOro npenaparta CpaBHEeHNs.

108. B npuBegeHHon Tabnuue npeactaBneHbl rpaHWLbl MHTEPBAroB MNPU3HaAHUA OGUO3KBUBANEHTHOCTH,
paccuynTaHHble Ha OCHOBaHMM onMcaHHon B nyHkTe 107 HacToswmx MpaBun MeToA0NorMmM B 3aBUCMMOCTM OT PasfiMyHOn
cTeneHn BapnabenbHOCTN hapMakoKMHETMYECKUX NapaMEeTPOB fIeKapCTBEHHOIO Npenapara.

BHyTpumHausmayansHbii CV (%) <*> HwxHasa rpaHuua BepxHsist rpaHmua
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

MpumevaHue: <*> .

109. OTHOLLEHNE TEOMETPUYECKNX CPEAHNX (hapMaKOKMHETUYECKUX NapaMeTpoB JOIMKHO HAaXoauTbCA B npeaenax
80,00 - 125,00%.

PacwmpeHne npuemnemeix rpaHuy, 6nogoCcTynHOCTM HA OCHOBaHUM BHYTPUUHAMBUOYaNbHOW BapnabenbHOCTW He
pacnpocTpaHsieTca Ha AUC, rpaHuubl KOTOPOW BHE 3aBUCUMOCTW OT BapuvabenbHOCTUM AOMKHbI ObiTb OrpaHuyeHbl
nHtepsanom 80,00 - 125,00%.

110. Npun NOBTOPHOM AM3aiHe UCMONb3YT 3-X UNK 4-X NepUOaHYI0 NePEKPECTHYI0 CXeMy UCCNefoBaHUS.

IV. TecT cpaBHUTENBHOW KMHETUKN PACcTBOPEHMS in vitro

111. MeToguka BbinonHeHnst TKCP 1 ocHOBHble TpeboBaHWsi MO MCMONb30BaHMIO hakTopa nogobus (CxoanMocTH,
f2-|<pMTepw7|) [OOMKHbI COOTBETCTBOBaThL TpeboBaHMAM, Yka3aHHbIM B npunoxeHun N 5 k HacToswmm MNpasunam.

1. TecT cpaBHUTENBHON KUHETUKN pacTBOPEHUS in Vitro
KaK JOMNOSTHEHWE K UccneaoBaHMsM O1MO3KBUBANEHTHOCTH
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112. Heobxoammo npepctaBute pesynestatel TCKP cepuin mnccnegyemoro nekapCTBEHHOrNO npenapata U
pedepeHTHOro eKapCTBEHHOro npenapaTta, MCMNoNb30BaHHbIX B UCCregoBaHMM OWOSKBMBANEHTHOCTU, B TpexX
pa3nuyHblx BydepHbix cpegax (obblvHO npu pH 1,2; 4,5 n 6,8) n cpeae, nognexallen UCNonb30BaHUIO B BbIMyCKaoLLMX
UCNbITaHMSAX feKapCTBEHHOro npenapata (cpega [nns KOHTPOMS KadecTBa, BKMA4Yaemas B cneuundukauumio
(HopMaTMBHbBIA OOKYMEHT MO KOHTPOMI KayecTBa JieKapCTBEHHOro npenaparta)). MccrnegoBaHue HEKOTOPbIX
NeKapCTBEHHbIX hopM, Hanpumep, TabrneTok, OMCMEePrupyrOLLMXCA B MOMOCTM pTa, NPOBOAAT B Pa3fNYHbLIX YCIOBUSIX.
OT4eT 0 pesynbratax uccriefoBaHus crnegyeT NPeAacTaBnsiTb B BuAe npodwnent JonyM pacTBOPEHHONO KONMYeCTBa BO
BPEMEHW C yKasaHWeM cpeHMX 3Ha4eHnin n 06o0LaloLLmnx CTaTUCTUK.

113. B oTcyTcTBME MHbIX 0BOCHOBaHUIM cneumndukaumm (HOPMaTMBHOM [OKYMEHTE MO KOHTPOMK KavecTBa
neKkapCcTBEHHOro npenapara) Ans KOHTPOns KadyecTsa No nokasatento "PacTtBopeHune" uccnegyemoro nekapCrBeHHOro
npenapata crniegyet COCTaBNATb Ha OCHOBaHUM Npodhuns pacTBOPEHUS CEPUN UCCNEeayeMOro JeKapCTBEHHOMO
npenaparta, NOATBEPAMBLUEN ONOIKBMBANEHTHOCTb pedepeHTHOMY JieKkapCTBEHHOMY npenapaTty (B COOTBETCTBMM C
TpeboBaHuamu npunoxeHmsa N 5 k HacToswwmm MNpasunam).

Ecnn pesyneratel TCKP, npoBegeHHOro C pasnuMyHbIMU CEepusiMK, He MOATBEPXKAANT paHee [AOKa3aHHyH B
nccrnegoBaHnsax in vivo GMoakBMBaNEHTHOCTb, TO ONMPAKOTCS Ha pe3ynbTaTthbl nccnegoBaHun in vivo. OgHako Heobxoanmo
N3y4nTb N OOBSCHUTB NPUYMHBI TAKOrO PACXOXAEHUS.

2. TeCT cpaBHUTENbLHON KUHETUKM PAaCTBOPEHNSA B LIENSAX
BuroBenBepa JONOMHUTENBHbLIX 4O3UPOBOK

114. O60CHOBaHHOCTb HENPOBEAEHNS AONOMHUTENbHBIX UCCNeaoBaHMN BMO3KBMBANEHTHOCTM in Vivo He0BXoanMo
NOATBEPAUTL BbINMOMHEHHLIM Hagnexawmm obpasom TCKP. Ecnn He yka3aHo MHoe, HeoDX0auMO U3y4nTb PacTBOPEHMNE
npu pasnuyHbix 3HadeHusix pH (obblvHO npym pH 1,2; 4,5 u 6,8). [Ina BCcex NpeacTaBneHHbIX cepuin Heobxoammo
noaATBEPANTb COMOCTAaBMMOCTb Npodunen pacTBOpeHust in vitro mexay [OMONHUTENbHbIMU O03UPOBKaMU U
[O3MPOBKaMy M3 CEepun, MCMNOnb3oBaHHOW B McCregoBaHMM OMOSKBMBANEHTHOCTW, BO BCEX YCMOBMSAX (C y4eTOM
TpebosaHun npunoxerHus N 5 k HacToswwmm MNpasunam).

115. MNpu 3HayeHunax pH, npu KOTOPbIX HWU AN OQHOW U3 OO3MPOBOK HEe yAaeTcsl A4OCTUYb MOMHOMO pacTBOPEHUS,
ycnosua nposefeHus TCKP mexay posvpoBkamy MOryT pasnuuatbesd. OgHako Ans NOATBEpPXOEHWsA Toro, 4Yto 3TO
00yCcnoBneHo CBONCTBaMUN OENCTBYIOLLENO BELLECTBA, a He NNeKapCTBEHHOW hopMbl, HEOBXOAUMO NPOBECTU CPaBHEHUE C
COOTBETCTBYHOLLEN [O03MPOBKON pedepeHTHOro JiekapcTBeHHOro npenapara. Kpome Toro, 3asBuTenb Bnpase
NoATBEPAUTL CONOCTaBUMOCTL Mpodhmnen Ans OOUHAKOBLIX 403 (Hanpumep, Mexay AByMSA Tabnetkamu ¢ JO3MPOBKOW 5
Mr 1 ogHOW TabneTkon ¢ fosvposkon 10 mr).

V. OT4eT 00 nccnegoBaHun
1. OT14eT 06 nccnegoBaHMM OUO3KBMBAIIEHTHOCTH

116. OTuyer 06 wuccrnegoBaHMM OUMO3IKBMBANEHTHOCTM [JOMKEH codepxaTb BCe Heobxooumble CBeAeHus O
NPOTOKOME MCCrnenoBaHus, NPOBEOEHUN UCCNefoBaHns U ero aHanmse. OTYeT JomKeH OblTb COCTaBneH U noanucaH
uccnegosatenieM B COOTBETCTBUM C npunoxeHnem N 1 k npaBunam Hagnexailen KrvmHudeckon npaktukm Cotosa,
yTBepxaaembim Komwuccuen mn npunoxenvem N 7 k Hactoswwum [lMpaBunam. CTpykTypa otyeta o6 wmccregoBaHum
OMO3KBMBANEHTHOCTU JOIMKHA COOTBETCTBOBATL npunoxeHuto N 7 k Hactosimum MNpasunam.

B oTueTe HeobxoamMmo ykasaTb hamuiMu U UMeHa OTBETCTBEHHbIX UccregoBaTtenen, nx Mecto paboTtbl, MecTo u
ONUTENBbHOCTL MPOBEAEHUs UCCNefoBaHUs, cepTUuKaTbl UKW 3akmniyYeHusl, cocTaBrneHHble No pesynsrtataMm ayauTa
(npun Hannymm).

117. OTyeT OomkeH cogepXaTb NoaoTBEpXAEeHWEe TOro, Y4To BbIOOp pedepeHTHOro fekapCTBEHHOrO npenaparta
cooTBeTcTBYET TpeboaHuAM nogpasgena 2 pasgena lll HacToswux Mpaeun. B yacTtHoCTM, HeoBGXoaMMO ykasaTb ero
TOProBO€ HaMMeHOBaHWe, JO3NPOBKY, NeKapCTBEHHY POPMY, HOMEpP Cepun, NPON3BOAMTENS, CPOK FOAHOCTU U CTPaHy, B
KoTopoW 6bin NnpuobpeTeH pedepeHTHbIN NEKAPCTBEHHbIV NMpenapar.

118. B oTtyeTte HeobXxoouMMO yKasaTb HaMMEHOBaHWE, COCTaB, pa3mMep U HOMep cepuu, AaTy NpouM3BoACTBa W, MO
BO3MOXXHOCTU, AaTy UCTEYEHMS CPOKa rOAHOCTU UCCNEeAyeMOoro fiekapCcTBEHHOro npenapara.

CepTndmkaTbl aHanmsa uccregyeMoro M pedepeHTHOro JeKapCTBEHHbIX MPEenapartoB, MCMOSb30BaHHbIX B
nccnefoBaHUK, NPUKNAAbIBAKOTCS K OTYETY B BUAE NPUIIOXKEHUS.

119. CBefeHnsa 0 KOHLEHTpaumsx, hapMakoKUHETUYECKUX NapaMeTpax U pesyrnbratax cTaTUCTUYECcKOro aHanuaa
Heobxooumo npeacTtaBuTb B obbeme, npeaycMOTpeHHOM noapasfenom "lMpeacTtaBneHne AaHHbIX" nogpasgena 9
pasgena Il HacToswwmx lMpaeun. CokpalleHne ¢apMaKOKMHETUYECKMX MapaMeTpoB YKa3blBAETCA B COOTBETCTBUM C
npunoxeHnem N 8.

2. Mpoune TpeGoBaHNsA K NPeaCcTaBNeEHNI0
pe3ynsTaToB MCCNeaoBaHns OMO3KBMBANIEHTHOCTY B COCTaBe
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pernctpaunoHHOro gocbe

120. 3asBuTenb JOMKEH NPEeACcTaBWTb MOAMWCAHHBLIM MM oduuManbHbIA OOKYMEHT, MOATBEPXAAMLWNA, YTO
KOJIMYECTBEHHbLIN COCTaB M TEXHONMOrUs MNPOM3BOACTBA M3YYEHHOro B MccrnenoBaHUM OUMO3KBUBANIEHTHOCTHM
NnexkapcTBEHHOro npenapaTa 1 NekapCTBEHHOro npenaparta, NogaHHOro Ha pernctpaunto, He oTnudatotca. Heobxogumo
NPUMNOXNTb CpaBHUTENbHbIE MNPOdUNN pacTBopeHus (B cooTBeTcTBMM C pasgenom |V Hactoawmx [Mpasun wu
npunoxexnnem N 7).

OT4eT 0 Banuagauuv GUoaHanNUTUYECKOro MeToda M aHanUTUYEeCKUd OTYET, MOArOTOBMEHHbIE B COOTBETCTBUM C
TpeboBaHusIMM npunoxeHnss N 6, HeoGXoAMMO BKMHOYWTL B MOAylb 5 pPerMcTpauMoHHOrO AOChbe JIeKapCTBEHHOTO
npenapara.

121. Mo 3anpocy HeobxogMMoO NpeacTaBuMTb AaHHble (HanNpuMep, B BUAE SNEKTPOHHOro TEKCTOBOro charna c
OaHHbIMW, pa3fderneHHbIMU 3anaTbiMM Unu npobenamun, unu danna B dopmaTte Excel, nnn B MHoM copmare no
COrnacoBaHUIO C YMNOSTHOMOYEHHbIM OpraHoM), AOCTaTOYHble Ans BOCnpou3BeaeHUs PapMakOKMHETUYECKOro W
CTaTUCTUYECKOro aHanmaa, BKNoYas AaHHble 0 BpeMeHn oThopa 06pasuoB, KOHLEHTpauun nekapcTBEHHOro npenapara,
3Ha4YeHMAX PapMaKOKMHETUYECKUX NapaMETPOB KaXoro CyobekTa B KaXXaoM Nepuoae U CXemMe paHaoMmn3aumm.

VI. O6bem nccrnegoBaHui Npu BHECEHUN U3MEHEHNI
B perncrpaumoHHoe Aocke

122. Mpun n3meHeHnn paHee ogobpPEHHOro cocTaBa UM TEXHOMOMMM NPOM3BOACTBA, KOTOPblE MOTYT MOBMAUATL Ha
B1oaOCTYMHOCTb, MPOBOAATCA UCCIeA0BaHNs BUO3KBMBANEHTHOCTM in Vivo, eCrn He NMpeacTaBneHo UHbIX 060CHOBaHWN.
Bcskoe npencrtaBneHHoe OOOCHOBaHWE [OMKHO OCHOBbLIBATbCSl Ha OOLWIMX NpMHUMNAx, B 4acTHOCTW, YKasaHHbIX B
npunoxeHun N 4 k HacTosAwmMm MpaBunam, unm nNpu ycTaHoBNeHUM npuemnemMon (ypoBHs A) in vitro - in vivo koppensumu
(IVIVC).

Ecnn 6rnogocTynHOCTE M3MEHEHHOTO NIEKAPCTBEHHOrO Mpenapara paHee u3yvyeHa M yCTaHOBMiEHa npuemnemas
(ypoBHs A) koppensiumsi Mexay dapMaKkOKMHETUYECKMMM NapameTpamMu in vivo U KMHETUKOW pacTBOPEHus in vitro, npu
COMOCTaBMMOCTM MpOMUAs pPacTBOPEHUS in Vitro MeXgy W3MEHEHHbIM JIeKapCTBEHHbIM NpenapatoM W paHee
0000OpEHHBIM B TEX XKe YCINOBMUSAX UCTbITaHWSA, KOTOPbIE UCMONb30BaNUCh ANS YCTaHOBIEHNST KOPPENnsaummn, uccrnegoBaHne
OMO3KBMBANEHTHOCTU NPOBOAUTL He TpebyeTcs (B cooTBeTCTBUM C npunoxeHnem N 5).

123. lMpun BHECEHNU U3MEHEHUIN B perncTpauuoHHble [0Cbe NEKapCTBEHHBIX NPenapaToB, KOTOpble He ABMSIOTCS
BOCNPOU3BEAEHHBIMW NEKapCTBEHHbIMWU MpenapataMmy  (Hanpumep, OpUrMHanbHble, HOBble KOMOMHaLuKM, XopoLlo
n3yyeHHOe MpUMEeHeHue), ANna NpoBedeHus uccrnegoBaHus BuosksmBaneHTHocTM u TCKP B kayecTtBe pedepeHTHOro
fieKapCTBEHHOrO npenapaTta CnyXuT paHee OAO0OPEHHbIN NeKapCTBEHHbIN npenapat C MPeXHUM COCTaBOM, MECTOM
Npovn3BOACTBA, YNAaKOBKOMW U T.M.

124. lNMpn BHECEHMM N3MEHEHUIA B JOCLE BOCMPOU3BEOEHHOrO UMM rMOpPUOHOrO fIeKapCTBEHHOIO npenapara ans
nccrnegoBaHnst OMOSKBMBANEHTHOCTM B KavyecTBe Mpenapata CpaBHeHMs (koMnapaTopa, KOHTPONsA) MCcnonb3yeTcs
UMerLLasaca Ha pbiHKe cepus ped)epeHTHOro feKkapcTBEHHOro npenapara. Ecnn nekapcTBeHHbIN npenapaTt OTCyTCTBYeT
Ha pblHKE, TO CpaBHEHME [OMyCKaeTCsl OCYLeCTBNATb C paHee Ofo00peHHbIM COCTaBOM (BOCMPOU3BEAEHHOro Wmim
rmbpuaHOro neKkapcTBEHHOIO npenapara) ¢ nNpeacTaBneHneM COOTBETCTBYHOLEro 060CHOBaHMs. pyn M3MeHeHUusX, He
Tpebyowunx umccnegoBaHusa GUO3KBMBANEHTHOCTW, CriedyeT PyKOBOACTBOBAaTbCA PEKOMeHZauusMu U TpeboBaHWSIMU
akToB, BxogdAwmx B npaso Coto3a, B chepe obpalleHnst nekapCTBEHHbIX CPeacTB.

Mpunoxexne N 1

k MNpaBunam npoBegeHns nccrieqoBaHnm
BNO3KBMBANEHTHOCTMN NIEKapCTBEHHBIX
npenapaTtoB B paMkax EBpa3auiickoro
3KOHOMWYECKOro Coto3a

OBUWME TPEBOBAHUA
K NCCNEOOBAHMIO BUO3KBUBAJIEHTHOCTW PASITMYHbBIX NEKAPCTBEHHbIX
®OPM JIEKAPCTBEHHbIX MPEMAPATOB

|. Obwme nonoxeHust

Ecnn nccnegyemMbli iekapCTBEHHbBIM nNpenapaT COaepPXUT APYryH COfb, CHOXHbLIA 3dup, CTepeonusomMep uUnm mx
CMeCb, ApYyroe KOMMEKCHOE COeQUHEHUE MMM MPON3BOAHOE AENCTBYIOLLErO BELLIECTBA MO CPaBHEHUIO C peddePEHTHBIM
NeKapcTBEHHbIM MpenapaTtoM, TO OWO3KBMBANEHTHOCTb HeoOXoAMMO MOATBEPAMTb C MOMOLLLK UCCIedoBaHU
6uoakBMBaneHTHoCcTU in vivo. OgHako ecnu AeWCTBylOLlEe BELLECTBO WCCMeQyemMoro nekapCTBEHHOro npenapara
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MOEHTUYHO OEWCTBYHOLLEMY BellecTBy ped)epeHTHOro fiekapCTBEHHOro npenaparta (MM COO4EPXWUT COMM CO CXOXUMMU
cBoMcTBaMu, ycTaHoBneHHbiMn B 4Yactu Il npunoxeHus N 4 k npaBunam npoBefeHUA uUcCCnedoBaHUM
OMO3KBMBANEHTHOCTU NEKapPCTBEHHbIX MpenapartoB B pamkax EBpasMicKoro aKOHOMMYECKOrO COK3a, yTBepXAaeMblM
EBpasninckon 3KOHOMMYECKOW KOMUCCUMEN (Janee COOTBETCTBEHHO - MpaBuna uccrnenoBaHUa OMO3KBMBANEHTHOCTW,
Coto3, Komuccus)), To B HEKOTOpbIX Cry4vasix, OMUCaHHbIX Hwke n B npunoxeHun N 4 k [paBunam npoBegeHus
nccneaoBaHuin GO3KBMBANEHTHOCTU, MPOBEAEHME UCCNeAOBaHNN BUOIKBMBANEHTHOCTH in vivo He TpebyeTcs.

Il. JlekapcTBeHHbIe hOpMbI NS NpUeMa BHYTPb C HEMeAeHHbIM
BbICBOOOXOEHNEM CUCTEMHOTO OENCTBUS

B ortcytctBue ycrnosui ansa GuoBeriBepa (B COOTBETCTBUMM C TpeboBaHusamu npunoxeHus N 4 k [NpasBunam
npoBefeHns nccrnenoBaHuii GMO3KBMBANEHTHOCTW) B OTHOLLEHUM TakMX NeKapCTBEHHbLIX OPM, kak TabneTku, kancynsl u
CYCNeH3nu 4nsi npyuema BHYTPb HEODX0AMMO NPOBOAUTL MCCneaoBaHus GMO3KBMBANEHTHOCTU. B OTHOLWEHUN TabneTok,
ONCNEePrnpyownxcs B NONOCTU pTa, U pacTBOPOB AN Mpuema BHYTPb MPUMEHSIOTCS creuunarnbHble, ONMCaHHbIE HUXE
TpeboBaHus.

Ill. TabneTkn, gucneprupyomecs B NonocTu pra

TabneTku, gucneprupyoLlimecs B nonoctu pta (aanee - TAI), npegHasHaveHbl Ans 6bICTPOro pacTBOpeEHUs BO PTY.
Ecnu pericTBylollee BeLecTBO Takke pacTBOPSETCA B CMOHE U CMOCOOHO BcachbiBaTbCs Yepe3 CrM3NCTY0 0D0MoYKy
pPOTOBOW MOMOCTW, TO BPEMSA MPUEMA NEKaApCTBEHHOrO npenaparta U ero KOHTakta Co CnmM3ncTon 06OMnoYKon ABMAKTCA
BaXHbIMK ¢hakTopamun. [locne npornaTtbiBaHus BbicBoOoAMBLUEroca AencTeytowlero ewectsa m3 TOIMN, NOKPbIThIX
000Mn0oYKOM, B 3aBMCMMOCTU OT COCTaBa JIeKapCTBEHHOrO npernapara, BcacbiBaHME Takke NMPOMCXOOUT U B XKENyAo4HO-
Kvwe4HoM TpakTe. Ecnmn MoxHO noaTBepauTh, YTO OENCTBYHOLLEE BELLECTBO HE BCACbIBAETCA 13 NOMNOCTM pTa, a TpebyeT
npornartbiBaHusa Anst abcopbunm 13 XenygovyHO-KULLEYHOTo TpakTa, TO NIEKAapCTBEHHLIN NpenapaTt MOXET YAOBNETBOPATb
KpuTepusam BuoBenBepa Ha OCHOBaHUM BuodapMaueBTuyeckor cuctembl knaccudukauum (BKC) (B cooTBeTcTBUM C
TpeboBaHuamu npunoxenunsa N 4 k MNpaBunam npoBeaeHUsa nccnegoBaHnii OMO3KBMBaNeHTHOCTH). ECriv 3To HEBO3MOXHO
noaTBEPANTb, TO HEODXOAMMO NPOBOANTL UCCNEeAoBaHME BUOIKBUBANEHTHOCTH Y YENOBeEKa.

Ecnn TAMN aBnsioTcs OOMONHWTENbHOW (HOBOW) JieKapCTBEHHOW OpMOM W (MnM) pacluMpeHneM JTMHENKN
[O3UPOBOK ANS MHOrO COCTaBa JfieKapCTBEHHOro npenaparta Ana npuMema BHYTPb, TO MNPOBOAAT TPexnepuogHoe
nuccrnegoBaHne C LENbl0 OLEHUTb MPUMEHeEHWEe TabneTok, AMCNEPrupylowmnxcs B MOMOCTU pTa, NpU OOHOBPEMEHHOM
npveme ¢ Bogow unu 6e3 Hee. OgHako ecnu GuoakeBMBaneHTHocTb Mexay TAI, npuHsaTon 6e3 Boabl, U pehepeHTHbIM
NeKapCTBEHHbIM MpenapaTtoM, 3anuToro BOA4OW, MoKa3aHa B ABYyXMNEpUoAHOM WCCrnedoBaHUW, TO BUOSKBMBANEHTHOCTb
TOIM, 3annBaemon BOOOW, CYUTAETCA LJOKA3aHHON.

Ecnn TOMN no oTHoweHuo K pedepeHTHOMY rnekapCTBEHHOMY Mnpenapaty, npeacrasnsiowemMy cobow TAMM,
ABNSIETCH BOCMPOW3BEAEHHBIM WM TMOPUOHBIM NEeKapCTBEHHbIM MpenapaToM, MNpu MraHUpPOBaHUKM MCCNEeoBaHus
creqyeT NpPUAEPXNBATLCS cneayoLwmx TpeboBaHwii:

a) ecnn pedepeHTHbI NEeKapCTBEHHbIM MnpenapaT AOMYCTMMO KaK 3anvBaTb, Tak W He 3anuBaTb BOAOW, TO
nccrnegoBaHne GMO3KBMBANEHTHOCTU OOMKHO MPOBOANTLCA 6e3 npuema BoAbl, MOCKOMbKY 3TO Oonblue COOTBETCTBYET
cnocoby NpYMeHEeHWs1 NekapCTBEHHOIO NpenapaTta B pearibHbIX YCNoBUsAX. OTO OCOOEHHO BaXKHO, eCnv OenCTByloLLee
BELLECTBO pacTBOPSETCS U BCacCbIBAETCS U3 NOMOCTK pTa. Ecnn 6uoakemneBaneHTHOCTb 6e€3 npuema BoAdbl NOATBEPXAEHA,
TO BMO3KBUBANEHTHOCTb C OAHOBPEMEHHbIM NpUeMoM XNOKOCTU CHUTaEeTCA LI,OKa3aHHOIZ;

0) ecnn pedepeHTHbIN NekapCTBeHHbINM npenapat nnbo 3anuearoT, NMMBo He 3anuBarT BOAOW, TO MCCrefoBaHMe
OMOSKBMBANEHTHOCTU MPOBOAUTCS B COOTBETCTBYHOLLMX YCMOBMAX (CO CTAHOAPTHbIM OBYXNEPUOAHLIM MEPEKPECTHLIM
On3anHom);

B) ecnn pedepeHTHLIN NEKApCTBEHHbIN NMpenapar nMbo 3anueaioT, MO0 He 3anMBaloT BOAOW, a MCCnenyembin
nekapCcTBEHHbIN NpenapaTt npeaHa3HadeH ans obomx cnocoboB npvemMa, To CpaBHEHWE NPOBOAST, 3anuBas U He 3anvnBas
nccriegyemblii NeKapCTBEHHbIV NpenapaTt BoAOW, NP 3TOM fleKapCTBEHHBIN npenapaT NpMMEHSAETCA B COOTBETCTBUM C
pekoMeHA0BaHHbIM Crocobom (TpexnepruogHoe uccrnegoBaHue B 3 rpynnax B 6 nocrnegoBaTenbHOCTSX).

B uccnenoBaHusx no muaydenunto TAM, ecnu nocnenHsas He 3annBaeTcs BOAOW, PEKOMEHIYETCs HenocpencTBeHHO
nepen NpMeMom NekapcTBEHHOro npenapara CMOYUTb CIINM3UCTYI0 060MoYKy nonoctu pta 20 mn Boabl. Mpuem xuaxkocTu
B Te4yeHue 1 yaca nocrne npuema fiekapCTBEHHOMO Npenaparta 3anpeLleH.

WccnepoBaHne GUMO3KBMBANEHTHOCTU B OTHOLUEHUW MAEHOK, AUCNEPrUPYIOLLMXCA B MOMOCTW pTa, MMAEHOK WUNnn
3alleyHbix Tabnetok, TabneTok noabA3blYHbIX M TabneTok >eBaTemnbHbIX NpoBOAMTCA no aHanorum ¢ TAOl.
WcecnepoBaHme GUOSKBMBANEHTHOCTM HEOOXOAMMO MPOBOAUTH B COOTBETCTBUMM C PEKOMEHOYEMbIM Cnocobom
NPVMMEHEHMSA NCCreayemMoro IeKapCTBEHHOIO nNpenapara.

IV. PacTtBopbl Ans npyema BHYTpb

Ecnu unccnegyemblit nekapcTBEHHbIA NpenapaT npeacTaBnseT coboi BOAHbLINM pacTBOp ANS NpueMa BHYTPb U
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COOEPXUT Ty Xe KOHLUEHTpauuio AEWCTBYIOLLEr0 BeLleCcTBa, YTO U 3apermcTpvpoBaHHbIA pacTBOp, TO MpoBedeHue
nccrnegoBaHuii GroakBMBaNEHTHOCTU He TpebyeTca. OgHako ecny BComMoraTernbHble BELLECTBA CNOCOOHbBI MOBMMATL Ha
MOTOPUKY XKEeNnyao4yHO-KULLEYHOro TpakTta (Hanpumep, copbuton, maHHuTONn u T1.4.), abcopbuwmio (Hanpumep,
NMOBEPXHOCTHO aKTUBHbIE BELLUECTBA UMW COEOMHEHUd, BRMSIOLIME Ha Oenku-nepeHoCYHMKK), NMpoLecC PacTBOPEHUS U
BCacCblBaHUSA (Hanpumep, COpPacTBOPUTENN) UNKU CTabUIbHOCTb AEWCTBYIOLLEro BeLwlecTBa in Vivo M ecriv pasnuyus
Mexay cogepXaHuem BCMOMOraTenbHbIX BeLEeCTB AOMMKHbIM 00pa3oM He OBOCHOBaHbl MPOYMMM  AaHHbIMU, TO
NnpoBOAMTCA uMccreqoBaHNe OMO3IKBMBANEHTHOCTU. TpeboBaHWsi K BCMOMOraTernbHbiM BELleCcTBaM pacTBOPOB AJ1A
npvema BHYTPb aHanorMyHel ycnosusim ovoserieepa (c y4etom TpeboBaHuii npunoxerms N 4 k MNpaBunam npoBegeHus
nccnegosaHii GUOIKBUBANEHTHOCTH).

Ecnn 6rnoskBMBaneHTHOCTb UCCRegyemMoro fekapCTBEHHOMO Mnpenaparta, siBMsitoLLErocs pacTBOpPOM ANs npuema
BHYTPb, AOMMKHa ObiTb MOATBEPXAEHA MO OTHOLIEHMIO K OPYroMy IeKapCTBEHHOMY Mpenapaty C HemeafleHHbIM
BbICBOOOXAEHNEM, TO HEOOXOAMMO NPOBECTU UCCIefoBaHNE BMOSKBUBANEHTHOCTH.

V. KoMOGUHMPOBaHHbIE NEKapCTBEHHbIE NpenapaTbl

TpeboBaHMA MO NPOBEAEHUIO UCCNEedoBaHMs NpeAcTaBneHbl B AokymeHTe Coto3a Mo KrnvHMYeckol paspaboTke
KOMOMHUPOBAHHbLIX NeKapCTBEHHbIX npenapaTtoB. YcrnoeBus OuoBeiBepa B OTHOWEHUM KOMOUHUPOBAHHBIX
NeKapCcTBeHHbIX NpenapatoB u3noxeHol B 4Yactn V npunoxenns N 4 k [NpaBunam npoBedeHMst MccrieqoBaHUin
ONO3KBMBANIEHTHOCTH.

VI. INlekapcTBeHHbIE POPMbI C HEMEANEHHBIM BbICBOBOXAEHNEM
CMUCTEMHOIO OeNCTBUS, He NpegHasHadYeHHble Ans npuemMa BHyTpb

HacTtoawun pasgen, B YaCTHOCTU, KacaeTCsa peKkTarnbHbIX JleKapCTBEHHbIX hopM. B OTHOLLIEHMM HUX, KaK NnpaBusio,
nNpoBOAATCA wmccrnenoBaHusa 6GuoaksmBaneHTHOCTU. Ecnv nekapcTBeHHbIV MpenapaTt npegcTtaBnseTr cobow pacTsop,
KOTOPbIN COAEPXWUT AENCTBYIOLLEee BeLleCTBO B TOW Xe KOHLEHTpauuu, YTO M 3apermcTpupoBaHHbIA MeKapCTBEHHbIN
npenapaT C TEM Xe Ka4eCTBEHHbIM U CXOXWUM KONUYECTBEHHLIM COAEPXKaHWEM BCrOMOraTesibHbIX BELLECTB, BO3MOXEH
Buosensep (Npy 3TOM MOTYT NPUMEHATLCS TpeboBaHUA, aHanorMyHble AN pacTBOPOB 4118 NpUema BHYTPb).

MonoxeHus gaHHOro nogpasgena He OTHOCATCA K NeKapCTBEeHHbIM npenapartam And WHranauum, npuMeHAeMbIX
anga nedeHua 6p0meaan017| aCTMbl U XpOHUYECKME O6CprKTI/IBHbIe ©ones3Hn nerkux, a Takke K ropMoOHalbHbIM Cnpeam
Ona HasanbHOro NpuMeHeHu4.

VII. PacTBopsbl onst napeHTepansHOro BBEAEHUSA

Ecnun nccnegyemeln nekapCTBEHHbIN NpenapaT sIBASieTCS BOAHBIM PAcTBOPOM AN BHYTPMBEHHOIO BBEAEHMS U
COOEPXUT TO Xe OENCTBYIOLLEE BELLECTBO, YTO M 3apermcTpMpOBaHHbIN FIeKapCTBEHHBIN npenapar, To npoBedeHue
nccrnefoBaHns OMOIKBMBANEHTHOCTU, Kak NpaBumo, He TpebyeTtca. OgHako ecrnv OQHO M3 BCMOMOraTenbHbIX BELLECTB
CMocobHO B3auUMOOENCTBOBATb C OEMCTBYHOLUMM BeLLeCTBOM (Hanpumep, ¢ obpa3oBaHMEM KOMMMEKCOB) Unu ApYyrum
obpasom BnMATL Ha ero pacnpegerneHue, metabonusam w BbiBegeHwe, TpebyeTcs nposedeHve UCCneaoBaHus
GuoakBmBaneHTHOCTU. Ero MoxHO mn3bexartb, ecnv CpaBHMBaeMble NIEKapCTBEHHbIE MpenapaTtbl CoaepXaT NPUMEPHO
OOWHaKOBOE KONMYECTBO BCMOMOraTefbHbIX BELECTB U AOMKHBIM 00pa3oM 4oKa3aHo, YTO MMEKLMECS pasnuyvs B MX
copepXXaHun He BNUAKT Ha (bapMaKOKMHETMKY AENCTBYHOLLEro BELLEeCTBa.

Mpwv OpyrMx napeHTepanbHbIX MNyTSX BBEAEHWS, HanpuMep, BHYTPUMbILLEYHOM W NMOAKOXHOM, eClU UCCIeayeMbli
rnieKapCTBEHHbIV NpenapaT MMeeT OAMHAKOBbLIA TUM pacTBopuTens (Hanpumep, BogHas UM MacnsiHasi cpeaa), CoaepXuT
TO € OEeUCTBYIOLLEE BELLECTBO B TOW e KOHLEHTpaLMN 1 Te e BCromMoraTernbHble BeLLeCcTBa B CXOXUX KOnM4ecTBax,
YTO W 3aperncTpUpoBaHHbIA NeKapCTBEHHbI MNpenapaTt, TO NpoBedeHWe WCCredoBaHuii OMOSKBUBANEHTHOCTU He
TpebyeTcs. Bonee Toro, NpoBefeHve nccrnefoBaHus GUO3KBUBANEHTHOCTM BOAHBIX PACTBOPOB C NMPUMEPHO OAMHAKOBLIM
cofepxaHMeM BCMoOMOraTernbHbIX BELLECTB He TpebyeTcs, ecnv nocrneaHue He BIUSIIOT Ha BA3KOCTb.

VIII. llunocomanbHble, MULENNAPHBbIE U SMYNLCUOHHBbIE
nekapcTBeHHble PopMbI 5151 BHYTPUBEHHOIO BBEAEHUS

1. llunocomaneHble NekapcTBeHHbIE (POPMbI

dPapmakoknHeTnyeckme 0OCOBEHHOCTM NUNOCOMarnbHbIX MNpenapaToB Ans BHYTPUBEHHONO BBedeHus TpebytoT
0COObIX NOAX0A0B NOATBEPKAEHNST BUO3KBMBANEHTHOCTU B COOTBETCTBUM C NpaBom Coto3a.

2. Smynbcun
OMmynbcuu, Kak NpaBuno, He Noanexar npoueaype buosensepa.
OpHako npu cobnogeHun HXKenepedYncneHHbIX YCroBui npoueaypa buoseriBepa BO3MOXHa:

a) nekapcTBeHHas hopMa He npeaHasHayeHa AN KOHTPONMPYEMOro BbiCBOGOXKAEHUS U (UMK) KOHTPONMMPYEMOro
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pacnpeneneHuns (BEKTOPHOM OOCTaBKM);
6) cnocob 1 cKOpOCTb BBEAEHWSI COBMaAaloT C TAKOBLIMU AN 3aperMcTpupoBaHHOMO NeKapcTBEHHOro npenapara.

B Takmx crny4vasix Ka4eCTBEHHbIN N KONMMYECTBEHHLIN COCTAB NIEKAPCTBEHHOIO npenaparta He OOIMKEH OTNnMYaThbCs
OT 3apermcTpMpoBaHHOrO; HeOOXOAMMO NMpeacTaBUTb OOOCHOBAHHbIE AaHHbIE, MOATBEPKAAIOLIME BbICOKYH) CXOXECTb
PU3NKO-XMMNYECKUX CBOWCTB, BKNIoYas (PpakuUOHHbLIA COCTaB AMCNEPCHOW NUNUMAHOM asbl M Apyrne 3HayuMmble
XapakTepUCTUKA 3MYMNbCUM, B TOM 4WUCre MNOBEPXHOCTHblE CBOWCTBa (Hanpumep, -noTeHuuan u peonornyeckue
CBOWCTBA).

3. JlekapcTBeHHble NpenapaTbl NMNUA0B Asi BHYTPUBEHHOIO
napeHTeparnbHOro NUTaHUs

Ecnn B OTHOLLIEHUM 3TUX NEKAPCTBEHHLIX NpenapaToB npeacTaBrieHbl 060CHOBaHHbIE AaHHbIE O COMOCTaBUMOCTHU
(hM3NKO-XMMUYECKNX CBOWCTB, BO3MOXHa npouenypa OuoseiiBepa. Pasnuuusi B coctaBe MoryT ObiTb OGOCHOBaHbI
CBOWCTBaMM U NOKa3aHUSIMUN K MPUMEHEHUIO TaKMX NeKapCTBEHHbIX (hOpM.

4. MvuennoobpasyLme npenaparhbl

MMLI,eJ'IﬂFlprIe pacTBopbl And BHYTPUBEHHOINO BBEAEHUA MOTYT pacCMaTpuBaTbCA Kak "KOMMeKCHble" pacTBOpHLI,
Nno3TOMY OHWM HEe nognaaaroT noa 6M0|3e171|3ep.

OpgHako npu cobnogeHun HmXenepedncrieHHbIX yCJ'IOBMI7I 6MOBeI7IBep BO3MOXEH:

a) Npv pasBefeHUN NEKapCTBEHHOIO NpenapaTta B COOTBETCTBUM C pekoMeHZaumnsMu1 no ero cnocoby npuMeHeHust
npoucxoant ObICTpbLIN pacnag Muuenn, a nekapcTBeHHas ¢opMa He npeaHasHadyeHa [Ans KOHTPONMpyemoro
BbICBOOOXOEHWSI UNWN pacnpeaeneHns;

6) cnocob 1 ckopoCTb BBEAEHUS COBNaAaloT C 3aperncTpmMpoBaHHbIM NIeKapCTBEHHbLIM NpenapaToMm;

B) BCromMoraTesibHble BellecTBa He BIIUMAKOT Ha pacnpeaeneHue, mMeTabonmam u BbiBeOeHUNe ,D,EVICTByIOU.LerO
BellecTBa.

B Takmx cny4vasx Ka4eCTBEHHbIA U KONMMYECTBEHHLIN COCTaB MULIESIISIPHOIO pacTBopa HEMOCPEACTBEHHO nepes
BBEAEHMEM HE [OMKEH OTNMYaTbCs OT 3aperMcTpMpPOBaHHOINO fiekapCTBEHHOro npenapara; Heobxooumo NpeacTaBUTb
00OCHOBaHHble [aHHble, MOATBEPXOAMLINE CXOXKECTb (U3MKO-XMMUYECKMX CBOMCTB. Hanpumep, kputnyeckas
KOHLUEHTpauua muuennoobpasoBaHusi, CrnocobHOCTb JieKapCTBEHHOM OpMblI K contobunusauum (Hanpumep,
MakcumanbeHast gobaBoyHasi koHueHTpaums (Maximum Additive Concentration)), cBo6ogHasa u cBsisaHHas bpakums
OENCTBYIOLLErO BELLECTBA U pa3mMep MULEens.

chyY npasuna TakKke nNpuMMeHMMbl Npu HEe3Ha4YUTEJIbHbIX U3MEHEHUAX KaydeCTBEHHOro Wi Kolmnm4eCTBEeHHOIo
COCTaBa JieKapCTBeHHOro npenapara, npu ycnosum TOro, YTO Takme M3MEHEeHUA He 3aTparnBaroT Ka4yeCTBEHHbIA NN
KONMUYECTBEHHbIN COCTaB NOBEPXHOCTHO-aKTUBHbIX BELLECTB.

IX. NekapcTBeHHbIE hOPMbI C MOANDULMPOBAHHBIM BbICBOBOXAEHNEM
CUCTEMHOIO AENCTBUA

1. JlekapcTBeHHbIE hOPMbI C MOAUPULIMPOBAHHBIM BbICBOOOXAEHNEM
ONd npyema BHYTPb Uiy TpaHCAEePMarbHOIro NPUMEHEHUS.

JlekapcTBeHHble POPMbI C MOAMULNPOBAHHBLIM BbICBOOOXOEHNEM AN NMPUEMA BHYTPb UMW TpaHcAepMaribHOro
NpMMeHeHus TpebyrT NpoBedeHUs nccnenoBaHin GUO3KBUBANEHTHOCTU B COOTBETCTBUM C akTaMy, BXOOSLUMN B NPaBo
Coto3a.

2. JlekapcTBeHHblEe (POpMbI C MOAUMDULNPOBAHHBIM BbICBODOXAEHUEM
ONS BHYTPMMbILLEYHOTO M MOAKOXHOTO BBEAEHUS.

Mpn noaTBepXXAeHMM OMOSKBMBANEHTHOCTM B OTHOLUEHWM CYCNEH3UA WU WHbIX FeKapCTBeHHbIX dopM,
npegHasHa4YeHHbIX Ans MoaMdUKauMn BbICBODOXAEHUS OEWCTBYIOLLEro BELecTBa MpuM €ro BHYTPUMbILLEYHOM WUIK
NMOAKOXHOM BBeAEHWUW, MpPUMeEHsioTCA TpeboBaHMA K NOATBEPXAEHUIO OUOSKBMBANEHTHOCTU BHECOCYAMCTbIX
NeKapCcTBEHHbIX (hOpM C MOAMPULMPOBAHHLIM BbICBOOOXAEHNEM (Hanpumep, TpaHcOaepMarbHbIX), COMfacHoO akTam,
BxoaswmMm B npaso Cotosa.

X. IlekapcTBeHHbIe NpenapaTbl MECTHOTO AENCTBUSA, NPUMEHSIEMbIE
MECTHO WIK HapYXXHO

MpaBuna Mo W3yYEeHUIO NEeKapCTBEHHbIX MNpenapaToB MEeCTHOro AeNCTBUS (NMpu MnepoparnbHOM, HasarbHOM,
FIErOYHOM, FNa3HOM, HAKOXXHOM, PEeKTarlbHOM, BarMHanbHOM U T.0. BBEAEHUW), OTPaXkeHbl B APYrMX aKkTaxX, COCTaBsIOLLMX



npaeo Cotosa.

Ecnn nccnegyemMbin nekapcTBEHHbLIN Npenapart, npeactaenawmn cobon pacTtBop (Hanpumep, Kannu rnasHble,
cnpev Has3anbHbIM (32 UCKITIOYEHNEM FOPMOHanbHbBIX Ha3arnbHbIX CMPEEB) UNWN PacTBOP Afs HAPY>KHOTO NMPUMEHEHWUS), He
OTNu4YaeTca No BUAY Cpedbl pacTBOPEHUs1 (BoAHAs MMM MacnsHasl) M COOEepXWUT Ty >Xe KOHUEHTpauuil TOoro xe
OEenCTBYIOLLEero BeLlecTBa, YTO 1 3aperMcTpUpoBaHHbIA NEKapCTBEHHbIM Npenapar, TO NOATBEPXAaTb SKBMBANEHTHOCTb
mMexay HUMU He Tpe6yeTc;|. HesHaunTenbHble pa3nnyna B cogepxxaHnn BCcrnomMoratesbHbIX BeWweCTB OOMYyCTUMbI, €CIu
3Hayumble papMaLeBTUYECKNE CBOWCTBA MCCeQyeMoro u pedepeHTHOro NIeKapCTBEHHOIO npenapara UAeHTUYHbI Un
aHanornyHel. Jliobble KayecCTBEHHblIE WM KONMUYECTBEHHBIE pPa3nMunsi B COOEpPXKaHUM BCMOMOraTemnbHbIX BELLECTB
TpebyoT 060CHOBaHMSA C MO3WLMIA MX BIUSIHUSA Ha TepaneBTUYECKYH SKBMBANEHTHOCTb. [1pyM OTCYTCTBMM OCHOBaHWIA
cnocob v nyTu BBeAEHUS JOMKHBI COOTBETCTBOBATL 3aperMcTpupoBaHHOMY NekapCTBEHHOMY npenapary.

Ecnu nocne mMecTHOro npMMeHeHUs1 ekapCTBEHHbIX MpenapartoB Afsi MECTHOro NPUMEHEHUs B CUIly CUCTEMHOWN
abcopbunn BO3HMKAET PUCK CUCTEMHbLIX HeXenaTemnbHbIX peakuun, HeobxoaumMo U3MEpPUTb CUCTEMHYIKO 3KCMO3MLMIO.
HeobxogmMmo nogTBepauTb, YTO CUCTEMHAS SKCMO3ULMSA MCCReQyeMOoro IeKapCTBEHHOro npenaparta He MnpeBbllaeT
TaKOBYIO JIEKApPCTBEHHOIO Mpenaparta CpaBHEHUS, T.e. BepxHsAda rpaHuua 90% [LOBEPUTENBHOIO MHTEpBana He OOoMkHa
npeBbilaTh BEPXHIOW rpaHnLy npuemnemoctn brnoaksmeaneHTHocTu (125,00%).

Hn oguH u3 JIeKapCTBEHHbIX MpenapartoB MECTHOro OencTBus, nPpUMEeHAEeMbIX MECTHO Wi Hapy>XHO, HeEIlb3d
paccmMmatpmBatb B KadeCTBe BOCNPOMU3BEAEHHOrNo J1eKapCTBEHHOINO npenapara, MOCKOJIbKY OHWU noanagakT non
onpeaeneHune FI/I6pM,EI,HOFO N1eKapCTBEHHOrIO npenaparta.

Xl. lasbl

Ecnn nekapCTBeHHbI Mpenapat SBNSETCA rasoM AN WHransiumi, uccnenoBaHusi OGUO3KBUBANEHTHOCTU He
TpebytoTcs.

Mpunoxexne N 2

k MpaBunam npoBeaeHWs UccneoBaHUiA
OG1O3KBMBANEHTHOCTU NEKapCTBEHHbIX
npenapaToBs B pamkax EBpasuiickoro
3KOHOMMWYECKOro Coto3a

TPEBOBAHWA
K ®PAPMAKOONHAMUNYECKUM NCCITIEOOBAHNAM B PAMKAX
N3YYEHWNA BNOSKBMBAJIEHTHOCTU

1. dapmMakogMHaMUYECKNE UCCNEAOBAHMS Y 300POBbIX 4OOPOBOMLLER UMW NALMEHTOB MOTYT ObITh MCMOMNb30BaHbI
ONs YCTaHOBMEHUA 3KBUBAMNEHTHOCTW MexAay ABYMS nekapCTBEHHbIMW npenapataMu B chny4vae, ecnu
dapMakoKMHETUYECKMIA MOAX0o4 He npumeHuM. ViccnegoBaHune hapmakogMHAMUYECKOW SKBUBANEHTHOCTUM MOXET
NnoHagobuTbCs, Korga KOnMYecTBEHHOE OMpederieHne Coaep)XaHus OEeWCTBYHLLEro BelwecTBa U (unu) mMetabonutoB B
nnasmMe uUnM mMoye He MOXeT ObITb NPOBEAEHO C OOCTAaTOYMHOM YYBCTBUTENbHOCTBIO M MPELU3NOHHOCTBI0. Kpome Toro,
hapmakognHaMmyeckme NccnefoBaHus 3KBMBANEHTHOCTU y 4YenoBeka HeobXooumbl, eCrlivi M3MEpPEHUE KOHLEHTpauui
OENCTBYIOLLErO BELLECTBA HE MOXET ObiTb MCMOMNBb30BaHO B KAYECTBE CypPOraTHbIX KOHEYHbLIX TOYEK ANsl NOATBEPXKAEHUS
ahPeKTUBHOCTM M BE30NaCHOCTM KOHKPETHOrO feKkapCTBEHHOro npenaparta, Hanpumep, ANs NeKapCTBEHHOro
npenapaTta, OKa3blBaloLLEro MectHoe gencreve. BmecTte ¢ Tem nccnegoBaHMs MECTHOW AOCTYMHOCTW, OCHOBAHHbIE Ha
(hapMaKkoKMHETMYECKUX UCCeaoBaHNAX, NMPOBEAEHHbIE OTAENbHO NGO COBMECTHO C MCCREeAO0BaHNSAMU PacTBOPEHMS in
vitro, MOryT paccMmaTpmBaTbCsl B Ka4ECTBE CyppPOraTHbIX KOHEYHBIX TOYEK AN NOATBEPXKAEHMSA SKBUBANIEHTHOCTU C TOYKM
3peHns OuochapMaLeBTUYECKOrO KadecTBa M BbICBODOXAEHUS B MeCTe OEWCTBUSI AN HEKOTOPbIX JIEKAPCTBEHHbLIX
npenapaToB, OKa3biBaKLNX MecTHoe aencTteme. Kpome Toro, nccnenosaHms G1MoakBMBaNeHTHOCTU Takke HeobXxoanmbl,
yTOObl NOATBEPAMTL SKBMBANEHTHOCTb CUCTEMHOW 3kcno3vumn (AUC) nekapCTBEHHbIX NpenapatoB MNpu U3yyYeHuu
cMcTeMHoW Be3onacHoCTy.

2. dapmMakoAMHUMUYECKME WUCCReOoBaHWs He PEeKOMEeHOOBaHbl B OTHOLLUEHWM JeKapCTBEHHbIX Npenaparos,
OENCTByIOLLEE BELLECTBO KOTOPbIX MPOHWKAET B CUCTEMHBIN KPOBOTOK. [1py 3TOM ONSA OLEHKU CUCTEMHOW 3KCMO3NLMK U
YyCTaHOBINEHNs1 BUO3KBMBANEHTHOCTU MOXHO UCMONb30BaTb hapMakoOKMHETUYECKUIA NoAxon. DTO 0DYCrOBMEHO TEM, YTO
dapmMakoguHaAMUYECKME U KINUHUYECKME KOHEYHble TOYKW XapakTepusytoTcsi 6ornee HM3KOW 4YyBCTBUTENBHOCTBIO K
BbISIBMIEHVNIO pasHMLUbl MeXZy IeKapCTBeHHbIMWM MpenapataMmu B OTHOWEHWW uX BrnodapmaueBTUHEeCKUX CBOWCTB,
BbICBOOOXAEHUA M abcopbumun. [ocKonbKy KpuBble 3aBMCMMOCTWM "go3a - adpdbekT" ans dapmMakognHaMU4eckux W
KMUHNYECKNX KOHEYHbIX To4yek oObl4HO Oonee nonorve, 4Yem COOTBETCTBYHOLWMWE KPUBbIE 3aBUCUMOCTHU
hapMakoKMHETMYECKMX NapaMeTpoB OT 403bl, HEOOXOANMO O0Ka3aTb AOCTATOYHYH aHaNMTUYECKY YyBCTBUTENBHOCTb
nUccnenoBaHUda, TO €CTb CMOCOBGHOCTb pasnuyatbh peakuuio, MOSTYYEHHYIO Mpu MpUMEHEHUU pasHbiXx A03. BaxHo
npoBoAnUTb CpaBHEHUA B [03aX, Bbl3blBAlOLWNX Hanbonee 3Ha4YMMYyK peakuuto, Ona onpeneneHna KOoTopbIX MOXeT



notpeboBaTbCsi MPOBEAEHME MUITOTHOIO uccreoBanns. PapMakogMHaMmnyeckne nokasaTenu MMeloT Bcerga bonblLuyto
BapnMabenbHOCTb, 4Yem dapMakoKMHeTUYeckme AaHHble. PapmakognHaMU4eckMe MokasaTenn 4acTo MNoABepXKeHb!
3HauUMTENBHOMY BAMSHUIO 3addpekTa nnauebo, KoTopbii AobaBnsdeTca K BapuabenbHOCTU U CROXHOMY [OU3alHy
nccnegosaHus. B pesynsrate MmoxeT notpebosatbcd Habop 6oONbLIOro YMcna nauneHToB AN AOCTMXKEHNS AOCTaTOMHON
CTaTUCTUYECKOM MOLLHOCTU. B cpaBHUTEnNbHble hapMakogMHAMUYECKME WCCNedoBaHUs crieqyeT BKMAYaTb rpynny
nnauebo (TpeTbsa rpynna).

3. Mpv nnaHupoBaHWM, NPOBEAEHUM U OLEHKE pe3ynbTaToB MCCIefoBaHMs AOSMKHbI cobnoaatbest crieayolme
TpeboBaHus:

a) uaMmepsiemasi peakumss [OOIbkKHa nNpeacTaBnsaATb cobow dapmakonornyeckuin 3dekT, XapaKTepusyoLmi
3PP eKTUBHOCTL 1 (Mnn) 6e3onacHOCTL NIEKapCTBEHHOIO Npenapara;

6) MeToAunKa OUEHKN cbapmakonormqec:l(oro Gd)(*)eKTa OOIMKHa ObITb BanmnanpoBaHa C TOYKM 3pEHNA NpPaBUIibHOCTH,
npeyn3noHHOCTn, BOCNpon3BsoanNMoOCTU U CI'IeLI,l/I(bI/I‘-IHOCTM;

B) MccrnegyeMblil fieKapCTBEHHbIN npenapaT U pedepeHTHbIN NeKapCTBEHHbIM npenapaT He AOSKHbI Bbi3biBaTb
MaKCcMmarbHY peakumio B Xo4e UCCneaoBaHus, MOCKOMNbKY MOXET OKa3aTbCA HEBO3MOXHbIM BbISBUTb Pa3nmums Mexay
OEeNCTBYOLWMMMN BeLLeCcTBaMu, NPUMEHAEMbIMU B 03aX, KOTOPble BbI3biBalOT adekTbl, Bnnskue K MakcumMarbHbIM Unm
MaKcuMarbHble, MpM 3TOM W3yYeHue 3aBUCUMOCTWM "go3a - addekT" MOxeT ObiITb HEOOXOAMMOM YacTbio TaKoro
nccnefoBaHus;

r) peakuus OOMKHa U3MEPSATLCA KOMUYECTBEHHO, MPeanoYTUTENbHO OBOWHBLIM CrenbiM METOOOM W pesynbraThl
AOMKHbI PErncTpUpoBaTbCA C MOMOLLBI MOAXOASWEro o6opyaoBaHWs, MO3BOMSKOWEro BOCMPOU3BOAUTL U
perncTpupoBaTtb pesynbTaThl MOBTOPSIOWMXCH W3MepeHuid, 4Tobbl obecneunTb dUKcauuio (OOKYMEHTUMpOBaHue)
hapmakognHammyecknx 3ahpeKToB, KOTopble 3aMeHSIIOT U3MEPEHNUS KOHLEHTpaumu B nnasme. Ecnu Takve namepeHus
HEBO3MOXHbI, MOXXHO MPOBECTU PErncTpauuio no BanMAMPOBAHHLIM OLEHOYHbIM LiKanam. Ecnv gaHHble orpaHuyeHbl
KayeCTBEeHHbIMW rokasaTenamu (kateropuarnbHbIMU AaHHbIMK), TPebyeTcs BbINONHEHWE crieumansbHOro CTaTuCTUYECcKoro
aHanusa;

4) cyObekTbl, He pearpyroLne Ha NekapCTBEHHbIN npenapar, AOSKHbI ObiTb UCKMHOYEHbI U3 UCCIeQoBaHNs nocre
npeaBapuTeNibHOTO CKPUHUHIA, M B MPOTOKOME AOIMKHblI ObiTb YKasaHbl KpUTEPUW, MO KOTOPbIM UAEHTUDULMPYHOTCS
pearupylowue u HepearvpytoLime cyObeKTbl;

e) B [OM3allHe WUCCNedoBaHUS OOIMKHbl ObITb Y4YTEHbI Jexalada B OCHOBE nartonormd M aHaMHe3 bonesHn n
npmBegeHa VIH(*)OpMaLl,MFl O BOCNpon3BoaAnNMOCTUN NCXOOHbIX YCJ'IOBI/IIZ;

X) cnegyeT MCMONb30BaTb MEPEKPECTHbIN AW3alH, OOHaKo, €CNM OH He MNPUrodeH, MOXHO WCMOoNb30BaTb
napanneneHbii ansanH. OTMbIBOYHbIA NEpUOA Mexay nepuogamy NpUMMEHEHUs npenapaTta OOMKEH COCTaBMsiTb He
MeHee 5 nepuvoaoB MOMyMCHE3HOBEHUS OCTpPOro chapmMakonorundeckoro adpdpekrta. MNpoaonmkuTenbHOCTb U3MepeHns
ocTporo chapmakonormdeckoro addekta [OMKHA COCTaBNATb He MeHee 3 MnepuopoB MOMYyMCHE3HOBEHUS OCTPOro
tbapmakonormnyeckoro acpcekra.

4. [Ins BOCNPOM3BEAEHHOIO FIEKAPCTBEHHOIO npenapata U pedepeHTHOro NIeKapCTBEHHOMO npenapara NpuHUUnbI
dopMMpoBaHMst BbIOOPKM OOSMKHBbI OCTaBaTbCsl TaKMMW Xe, Kak onucaHo B pasgene 3 4dactu Il MNpaBun npoBeaeHus
nccrnegoBaHnii BUO3KBUBANEHTHOCTU NEKAPCTBEHHbLIX MpenapaTtoB B paMkax EBpasMiickoro aKOHOMMYECKOro COH3a,
yTBEepXaaeMblx EBpasninckon 3KOHOMNYECKON KOMUCCUEN.

5. B wuccnegoBaHWsIX, B KOTOPbIX PErnmcTpupytoT HerpepbiBHblE MNepeMeHHble, U3MEHEeHUEe WHTEHCUBHOCTU
OEVCTBUSI NEKapPCTBEHHOro npenapara, HabniogaeMoe B TeYeHMEe HEKOTOPOro MpPOMEXyTKa BpPEMEHU, MOXET ObITb
ONUCaHO TakMM >xe obpas3om, YTO M B MCCNeaoBaHUMM ANs U3MEPEHMS KOHLEHTpauuuM AEeWCTBYHOLLEro BellecTBa B
nnasme. MoXHO BbIBECTU NapameTpbl, ONMCbIBaOLLME NnoLwaab nog kpuson "adpdexT - Bpems” (AUEC), makcnmanbHyto
peakuuio 1 Bpems, Korga npovcxoamT ata peakums.

6. CpaBHeHue BOCMPOW3BEAEHHOrO fleKapCTBEHHOro npenaparta M pedepeHTHOro npenaparta MOXeT ObiTb
BbIMOMHEHO MyTEM:

NMPOBEAEHUs] aHanv3a [O030BOM 3aBMCMMOCTM WM OTHOCUTENBbHOM aKTMBHOCTU, KOTopasi onpegensieTcs Kak
OTHOLLUEHME aKTUBHOCTM MCCIedyeMOro IeKapCTBEHHOrO MpenapaTta K akTUBHOCTM pPedepeHTHOro NeKkapCTBEHHOTo
npenapara;

npoBedeHNss aHanmMsa 3aBUCUMOCTU 3ddekTa, KOTOpbIi COCTOMT U3 MOATBEPXAEHWS SKBMBANEHTHOCTM (Kak
MUHVMYM ONS 2 ypoBHEN A03) Mo hapMakoaMHaMUYEeCKON KOHEYHON TOYKeE.

MuHMManbHbIM TpeboBaHMeM Anst Nboro M3 ykasaHHbIX CNOCOOOB SBMSIETCS OLEHKa YyBCTBUTENbHOCTU. [ns
OLEHKN YYBCTBMTENMbHOCTM HEOOXOAMMO U3Yy4uTb HEe MEeHee OBYX HEHYIEeBbIX YPOBHEW [03, Npu 3TOM HeobXxoaumo
NPOAEMOHCTPUPOBATh, YTO OAMH YPOBEHb NPEBOCXOAUT APYron. B ¢BA3M € 3TMM Npu OTCYTCTBUM JOMKHOTO 0O0CHOBaHNSA
HeobxoaMMo u3yunTb Ooree OogHOM A03bl 000OMX NEKAPCTBEHHbIX NMpenapaTtoB. BakHO, 4TOOLI ObiNM M3y4veHbl [03bl,
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pacnonoXeHHble B BEPXHEN YacTu KpmeBon "gosa - apdpekT". [o3bl, Haxoaswmecs Ha HWKHUX yyacTKaxX KpUBOW, MOryT
ObITb HeybeouTenbHbIMU OIS NMOATBEPKAEHUS] 3KBUBANEHTHOCTW, Tak Kak MOryT aBnaTbca cybrepaneBTudeckumun. B
paBHOW CTEMNeHU [03a, PAcnoNOXeHHas Ha BepLUMHE KPUBOW, MOXET OKasblBaTb paBHO3HAYHbIA 3MEKT NO CpaBHEHMIO
¢ 6onee BbICOKMMU [03aMU, YTO TAKKE HE MOXET CIYXUTb NOATBEPXKOEHNEM IKBUBANEHTHOCTH.

HeobxoamMmo npeactaBuTb pesynbTathl C MUCNOMNb3oBaHMeM o6oux nopaxonoB. B oboux cnyyaax gns
noaoreepXxneHna O3SKBUBANEHTHOCTU nMoJflydeHHble OoBepUuTelibHble WHTepBanbl CbapMaKO,D,I/IHaMI/ILIeCKVIX napameTpoB
uccriegyemoro M pedepeHTHOro fekapcTBEHHOro npenapara AOkHbl ObiTb pacrnonoxeHbl B npedernax BblOpaHHbIX
rpaHuL, 3KBUBANEHTHOCTU. [INs OTHOCMTENbHOM akTUBHOCTU HeobxoammMo paccumTatb 90% [oBepuTenbHble MHTEPBarbI
(kak 1 B nccnenoBaHmsax GUO3KBMBANEHTHOCTL), B TO Bpems Kak 95% foBepuTenbHble MHTEpPBarbl PpacCYNTLIBAKOTCS AN
aHanusa 3aBMCcUMoCTU adpdhekTa.

JdonycTuMbln AnManasoH, KOTOpbIM NPUMEHSETCS B hapMaKOKMHETUYECKUX UCCreaoBaHusX, B JaHHOM Chny4yae
MOXET ObITb HenpumMeHuM. [1na o6omx noaxodoB BbiGOpPaHHbIM AuanasoH 3KBMBANEHTHOCTM OOMKEH OblTb NpeaycMOTpeH
N TwaTtenbHo 060CHOBaH B NMPOTOKOME UCCrefoBaHus.

7. OT4eT 0 npoBeAeHnn hapmMakogmMHaMMUYECKOrO NCCeN0BaHNs 9KBUBANIEHTHOCTM COCTaBMSIETCA B COOTBETCTBUM
c TpeboBaHuamn npunoxeHna N 7 k [NpaBunam npoBegeHus mnccnegoBaHuin GUOIKBMBANEHTHOCTU NEKapCTBEHHbIX
npenapaToB B paMkax EBpasninckoro aKOHOMUYECKOro Cok3a, yTBepKaaembiX EBpasninckon SKOHOMUYECKON KOMUCCUEN
C y4eTom ocobeHHocTeln hapMakognHaMUYECKUX UCCIeq0BaHNNA.

Mpunoxexne N 3

k MpaBunam npoBeaeHUs nccneaoBaHuii
OG1O3KBMBANEHTHOCTMN NEKAPCTBEHHbIX
npenapartoB B pamkax EBpasuiickoro
3KOHOMMWYECKOro Co3a

TPEBOBAHUA
K CPABHUTEJIbHBIM KITMHWYECKNM UCCITEQOBAHNAM B PAMKAX
N3YHUEHNA SKBUBANEHTHOCTU

1. MNpun HekoTopbix O6CTOATENBLCTBAX (HaNpuUMep, AN NIMNOCOMAarbHbIX JIEKapCTBEHHbIX MpenapaToB) KpuBble
3aBMCMMOCTM "KOHUEHTpauusi B nna3me - Bpems" HenpurogHbl ANs OLEHKN 3KBUBANEHTHOCTU 2 feKapCTBEHHbIX
npenapaToB. HecMmoTps Ha To, 4YTO hapmakoguHaMUYecKMe uccrnegoBaHnst MoryT BbiTb NOAXOAALLMM MHCTPYMEHTOM A1
YCT@HOBIEHNSI 3KBMBANEHTHOCTU, MHOTAA yKa3aHHble MCCNELOBaHUSA He MOryT ObiTb MCMOMb30BaHbl M3-32 OTCYTCTBUS
3HaYUMBbIX hapMakoaMHaAMUYECKUX NapaMeTpoB, KOTopble MOryT OblTb OOCTOBEPHO M3MepeHbl. B aTtom cnydvae ans
NnoaoTBEPXAEHUS SKBUBANEHTHOCTM 2 reKkapCTBEHHbIX NpenapaTtoB HeobGXOAMMO MpPOBeAeHUe KINHUYECKMUX
nccriegoBaHuii. NpegnoytutenbHee oueHMBaTb 3KBUBAINEHTHOCTb, MPoOBOAA (hapMaKOKUHETUYECKME WCCNeaoBaHus
BMECTO KITMHWYECKMX, TaK Kak mocrnegHue obrnagatoT MeHbLUEN YyBCTBUTENBHOCTBIO M MOryT MOTpeboBaTh BKIOYEHMS
3HA4YUTENBHOTO KONMYECTBa CyObEKTOB AN AOCTMXKEHWUSI OOCTATOYHOM CTATMCTMYECKOM MOLLHOCTW (Hanpumep, Ans
OOCTUXEHUA [OCTAaTOMHOM CTaTUCTUYECKOW MOLLHOCTU, Mo3Bonswowen obHapyXuMTb MOBbILLIEHWE peakunnm Ha
nccneayembll NIeKapCTBEHHbIA NpenapaT no cpaBHeHMO ¢ nnauebo Ha 20%, Tpebyetca 8600 nauuneHToB, @ 4TOGLI
NPOOEMOHCTPMPOBAaTb CHWXEHUE pucka Ha 16%, Heobxogmnmo npueneys 2600 nauneHToB ¢ MHPAPKTOM MUOKapaa).

2. CpaBHUTENbHbIE KIMHUYECKME WUCCNEOOBaHUS, OMNMCaHHble B HacToswux TpeboBaHMsX, npoBogaTcs no 2
OCHOBHbIM AM3aHaM: An3anH KNMHUYECKOW SKBMBANEHTHOCTU U AU3alH HE MeHbLUEeN 3dEKTUBHOCTM.

3. Ecnu uenbio KNMHMYECKOro UCCNedoBaHNs SBMAETCA NOATBEPXKAEHUE KITMHUYECKOW SKBUBANEHTHOCTU, AOMKHbI
NMPUMEHSIIOTCA Te XXe CTaTUCTUYEeCcKMe NPUHUMMBLI, YTO W AN uccrnegoBaHus GuoakBuBaneHTHocTw. [Mpu aTom aAnsa
dhapMakogNHAMNYECKUX U KIMHUYECKMX KOHEYHbIX TOYEK BMECTO ODObIYHO MPUMMEHSIEMbIX B (hapMaKOKMHETUYECKNX
nccnegosaHuax 90% aoBepuUTenbHbIX MHTEPBANoB HeobxoanumMo ncnonb3oBatb 95% noBepuTenbHbIE MHTEPBarnbl. Yncno
NaumMeHTOB, BKMOYEHHBIX B KITMHUYECKOE nccrenosaHme, OyaeT 3aBuMCceTb OT BapnabenbHOCTU n3mMepsaemMblx NapamMmeTpoB
M JonycTMMOro guanasoHa ux konebaHui um obblMHO HamHoro 6Gonblie, yem 3To TpebyeTcs npwu mMccrnegoBaHUM
ONOSKBMBANEHTHOCTU.

B npoTokone uccrnenoBaHui 3KBUBANEHTHOCTU SOMKHbI ObITb YETKO onpeaeneHbl cnegyowine nonoXeHmnaA:

B Ka4yeCTBe KOHTPOI1IbHbIX MapamMeTpoB Bblﬁl/lpa}OT 3Ha4nMble KIMHUYEeCKne KOHe4dHble TOYKKM, Ha OCHOBaHWUU
KOTOPbIX MOTyT ObITb paccyuTaHbl Ha4vario npodasiieHUA peakuun opraHu3ma (ecnm 39TO noanexuT U3MepeHur wun
KIMNHNYECKN 3Ha‘-|l/IMO) n ee NHTEHCUBHOCTb;

pa3mMepbl rpaHnL, NpU3HaHNA 3KBUBAlrieHTHOCTU crieayeT onpenendaTb Ha OCHOBE aHall3a cutyauuun, npuHMMasa Bo
BHMMaHMEe KOHKpPETHbIE KIMMHUYEeCKMnEe YCIoBuA, Hanpumep, eCTeCTBeHHOEe Te4dYeHue 3aboneBaHus, S(beeKTI/IBHOCTb
OOCTYNHbIX METOO0B JiedYeHna mn Bbl6paHHbIe WUCKOMbIE NapaMeTpbl. B oTnuumne ot nccnegosaHns 6GUOSKBMBANEHTHOCTH
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(rp,e NCNnosb3yeTcd CTaH,ElapTHbIVI D,OFIYCTI/IMblﬂ ﬂVIaI'IaSOH) ,El,OﬂyCTVIMbIVI anana3oH B KITMHUYECKNX UCTbITAHNAX HE MOXET
ObITb CTaHOapTHbIM ONA BCEX rpynn JriekapCTBEHHbIX npenapatoB U onpenendeTrcAa Ond Ka)Xgoro tepaneBTUYecKoro
Krnacca (I/I NnokKa3aHuA K npwmeHeHmo) B nHamsemayanbHOM nopsanke;

B HacTosilee Bpemsi OBOLLEeNpUHATLIM ONs yKa3aHHbIX KMMHWYECKUX WUCCREedoBaHUiA 9KBUBaNEHTHOCTU SIBMSAETCS
UCnonb3oBaHWe CTaTUCTUYECKMX METOAO0B, OCHOBAHHbLIX Ha onpedeneHWn OoBepuTernbHbiX MHTepBanos. OcHoBHas
3afaya 3aknyaeTcs B TOM, YTOGbl MCcredyeMblii NieKapCTBEHHbIN NpenapaTt He oTnu4yarncs oT pedepeHTHoro Gonee
YeM Ha CTPOro 3agaHHy0 BEMUYMHY.

4. B ansariHe Takux nccrnegoBaHuii (Mo BO3MOXHOCTW) cnedyeTt npegycMoTpeTb NpuMeHeHne nnaueoo.

B HekoTopbIX cny4dasx uenecoobpasHO BKMOYMTL B (PMHANbHBIA CPABHUTENbHLIA aHanu3 KOHEYHble TOYKM MO
oueHke 6e3onacHoCTu.

5. TpeboBaHusa K BOCNPOM3BEOEHHOMY JEKapCTBEHHOMY npenapaty n pedepeHTHOMY feKapCTBEHHOMY
npenapaTty OOMKHbl COOTBETCTBOBATb yKa3aHHbIM B noapasgene 2 pasgena lll MNMpasun npoBegeHns uccnegoBaHUn
OMO3KBMBANEHTHOCTU FEKAPCTBEHHbIX NPenapaToB B pamkax EBpa3sucKoro sKOHOMMYECKOro COH3a, YTBepXAaeMbiX
EBpa3nnckomn aKoHOMMYECKON KOMUCCUEN.

Mpunoxexune N 4

K lNMpaBunam npoBegeHns nccrnegoBaHum
OMO3KBNBANEHTHOCTM JIEKAPCTBEHHbIX
npenapaToB B pamkax EBpasuiickoro
3KOHOMUYECKOro CoH3a

] TPEBOBAHMSA ]
K BMOBEVBEPY, OCHOBAHHOMY HA BMO®APMALIEBTUYECKOM
CUCTEME KIACCUOUKALIMM

|. Obwue nonoxeHus

1. BwuoBeliBep, ocHOBaHHbIN Ha 6uodapmauesTudeckon cucteme knaccudpumkaumm (BKC), HanpaBneH Ha
YMEHbLUEHNE KOonu4yecTBa WcCreqoBaHMn OMOSKBMBANEHTHOCTM in Vivo, TO €CTb OH MOXET CIYXWUTb 3aMeHOMN
OGnoakBMBanNeHTHOCTU in vivo. [NpoBedeHuss nccnefoBaHWn OMOSKBMBANEHTHOCTM in Vivo MOXHO u3bexaTtb, ecrnu
3KBMBANEHTHOCTb in Vivo noaTBepXaaeTcst 060CHOBaAHHbLIMW AaHHBbIMW, NOMYYEHHBLIMU in Vitro.

Buosensep, ocHoBaHHbIM Ha BKC, orpaHuMyeH nekapCTBEHHbIMW Mpenapatamn Ans npuema BHYTPb B TBepAblX
nekapcTBeHHbIX dopMax CUCTEMHOrO LEWCTBUSA C HEMEANEeHHbIM BbICBODOXAEHWEM, coAepXaluMMu BbICOKO
pacTBopuMMble AeWCTBylOWMEe BellecTBa C npegckasyemon abcopbuwen y 4yenoseka, NpU YCNoBWMM, YTO 3TU
OENCTBYIOLLME BELLECTBA UMEKT LUMPOKMIA TepaneBTUYECKUA AnanasoH (C yyeTom TpeboBaHuii noapasgena 11 pasgena
Il MpaBnn npoBeaeHust uccnegoBaHUn OUO3KBMBANEHTHOCTU NEKAPCTBEHHbIX MpenapaTtoB B pamMkax EBpasuickoro
3KOHOMMYECKOro CO3a, YTBepXaaemMblX EBpasvMickon aKkoHOMMYEecKOW komuccuen). MMpu 3TOM OH HENpUMEHUM K
NoOAbA3bIYHbIM, 3alleYHbIM NeKapCTBEHHbIM (opMaM M NeKapCTBEHHbIM ¢dopmMaMm € MoAUDULUPOBAHHBLIM
BbICBOOOXAEHMEM. B OTHOLWEHUM nekapcTBEHHbIX (OPM, AMCMNEPrMPYHLUXCS B MOSIOCTU pTa, AaHHbIA MOAXOA
NPUMEHNM, eCIN UCKIoYeHa abcopbumst U3 NonocTu pra.

2. buoeerBep, ocHoBaHHbin Ha BKC, npegHasHadeH ana ycTaHOBMNEHUs OWOSKBMBANEHTHOCTUM Mexay
onpedeneHHbIMU MCCrieayeMbiMnu U pedepeHTHbIMU NeKapCTBEHHbIMU npenapaTtamu. [pyvHUMNBI KOHUEeNuum
OGuoBenBepa MOryT MPUMEHSITBCS AN NOATBEPXKAEHUS OUO3KBUBANEHTHOCTU BOCMPOU3BEAEHHbIX NEKAPCTBEHHbIX
npenapaToB, pacLUMPEHUIN OPUTMHArbHbIX NIEKAPCTBEHHBLIX NPENapaToB, NPU BHECEHNW U3MEHEHMI B JOCbEe, TPEOYOLLNX
yCTaHOBINEeHUA 6I/I03KBVIBaJ'IeHTHOCTI/I, ana ycrtaHoBleHua ONO3KBMBANEHTHOCTHU MexXxay nekapCTtBeHHbIMU npenapaTtamMu,
NPpUMEHABLLMMNCA B HaYallbHbIX q)aaax KINMMHNYECKUX VICCJ'IeJJ,OBaHI/IVI, a TaKXe JneKapCTBeHHbIMU npenapatamMu,
BbIBOOUMbBIMW Ha PbIHOK.

Il. O6wme TpeboBaHus

3. buoBelriBep, ocHoBaHHbin Ha BKC, npumeHum Kk nekapcTBEHHOMY npenapaty C HeMeOJIeHHbIM
BbICBODOXOEHMEM NPU YCNOBMU BLINONTHEHMS BCEX CrieayroLmx TpeboBaHuii:

a) gencTByloLLee BeLeCTBO XOPOLIO pacTBOPMMO U noasepraetcsa nonHon abcopbuunm (I knace no BKC) ¢ yuetom
TpeboBaHuii pasgena lll HacToswmx TpebosaHuiz;

0) c yyeTom cneumanbHblix TpeboBaHu (B COOTBETCTBUM C nogpasgenoM 1 pasgena IV Hactoawmux TpebGoBaHuin)
XapaKTepPUCTUKN pacTBOPEHWUs in vitro uccnegyemoro n ped)epeHTHOro NeKkapCTBEHHbIX NMpenapaTtoB ONpeaensaTcs Kak
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oyeHb bbicTpble (>85% B TeveHue 15 MuHYT) unu BeicTpble (85% B TeveHne 30 MUHYT);

B) Ka4yeCTBEHHbI W KONWYECTBEHHbIA COCTaB BCMOMOraTerbHbIX BeLeCTB, CMOCOOHbLIX MOBMUATH Ha
OGUO3KBMBANEHTHOCTb, OAMHAKOBLIA. [lpu 3Tom, Lenecoobpas3HO WCNONb30BaTb OAWHAKOBbIE BCMOMOraTeribHble
BellecTBa B COMOCTaBMMbIX KONMMYeCTBax (B COOTBETCTBUM C TpebGoBaHMAMM noapasgena 3 pasgena IV HacTosiwmx
TpebosaHun);

r) OTCYTCTBYIOT PWCKW, CBSI3aHHble C BEpPOATHOCTbIO MPUHATb OLUMGOYHOE 3aKMYeHMe O BO3MOXHOCTU
1cnonb3oBaHWA npoueaypbl GruoseiBepa, ¢ y4eTOM BENUYMHbI TEPANEBTUYECKOro MHAEKCA U KIMHUYECKMX MoKasaHWi K
NPUMEHEHWIO ANS AeCTBYIOLLErO BELLECTBA B COCTaBe JlIekapCTBEHHOMO Npenapara.

4. buoBenBep, OCHOBaHHbIM Ha BKC, Tarke npuMeHMM K nekapCTBEHHOMY npenapaty C HeMegseHHbIM
BbICBOBOXXAEHMEM NPY YCMOBMU BbINOMHEHNS BCEX CriedyoLmx TpeboBaHun:

a) AeNCTByOLLEE BELLECTBO XOPOLIO PacTBOPMMO M NoaBepraeTcs orpaHudeHHon adcopbumm (Il knacc no BKC) ¢
yyeTom TpeboBaHun pasgena |l HacToswero npunoxenuns);

0) c yyeTom cneumanbHbix TpeboBaHui (B COOTBETCTBUM C TpeboBaHMsiMK nogpasgena 1 pasgena IV HacToswmux
TpeboBaHWIN) XxapakKTepPUCTUKN pPacTBOPEHUsT in vitro uccnegyeMoro n pedepeHTHOro NeKapCTBEHHbIX MpenapaTtoB
onpeensTcs Kak odeHb bbicTpble (>85% B TedeHne 15 MUHYT);

B) KayeCTBEHHbI W KONMUYECTBEHHbI COCTaB BCMOMOraTemnbHbIX BELeCTB, CMOCOOHbLIX MOBMUATH Ha
OGUO3KBMBANEHTHOCTb, OAMHAaKOBLIA. [lpu 3ToMm, Lenecoobpas3Ho WCNONbL30BaTb OAWHAKOBbIE BCMOMOraTeribHble
BelllecTBa B COMOCTaBMMbIX KONMMYeCTBax (B COOTBETCTBUM C TpebGoBaHuAMM noapasgena 3 pasgena IV HacTosiwmx
TpebosaHun);

r) OTCYTCTBYIOT PWCKW, CBSI3aHHble C BEpPOATHOCTbIO MPUHATb OLUMGOYHOE 3aKMYeHue O BO3MOXKHOCTU
1Cnonb3oBaHWA npoueaypbl GruosenBepa, ¢ y4eTOM BENUYMHbI TEPANEBTUYECKOrO0 MHAEKCA U KIMHUYECKMX MOKasaHWi K
NMPUMEHEeHWI0 A5 AeACTBYIOLLEro BELEeCTBa B COCTaBe JIekapCTBEHHOMO npenapara.

5. Cnepyetr Gonee KpUTUYHO MNOAXOAUTb K OLEHKE BbIMOMHEHUA YCnoBuni (Hanpumep, Mecto abcopbumm,
BO3MOXHOCTb B3aMMogencTBms ¢ benkammu-nepeHocymkammn B Mecte abcopbumm, coctaB BCMIOMOraTenbHbIX BELLECTB U
TepaneBTUYECKNE PUCKM) B OTHOLLEHUW NieKapCTBEHHbIX npenapatos |l knacca no BKC, yem k npenapatam | knacca no
BKC. Bo3MOXHOCTb peructpauumn nekapcTBEHHOro npenaparta, AeWCTByloLlee BelecTBO koToporo npuHaanexut il
knaccy no BKC, 6e3 npoBeaeHusa nccrnenosaHuii GMO3KBMBANEHTHOCTHU in Vivo HEOBXoaAMMO cornacoBaTb ¢ QKCMEPTHLIM
KOMWUTETOM MO NeKapCTBEHHbIM CpeacTBam npu EBpasniickon 3KOHOMUYECKON KOMUCCUM.

Ill. JencTeytolyee BeLLECTBO

6. B uensix onucaHusi CBOMWCTB [AEWCTBYHOLLErO BeLleCcTBa, nognajarollero nog KoHuenuuio 6uosensepa,
O0CTaTO4YHO NNTEPATYPHbIX AAHHBIX O COEANHEHUSIX, U3ITOXEHHbIX B pedepupyeMbiX (LUTUPYEMBIX) HAYYHbIX N3OAHUSIX U
OOKYMEHTax ynoNTHOMOYEHHbIX OpraHoB (opraHunsauuin) B cpepe obpalleHns nekapCTBEHHbIX CPEACTB.

7. Ecnn gencTBylolmMe BeLlecTBa MCCneayemMoro M pedepeHTHOro NeKapCTBEHHbIX MpenapaTtoB OAMHAaKOBbIE,
BO3MOXeH OuoBeviBep. buoBenBep Takke BO3MOXEH, €CIN Uccrieayembli U ped)epeHTHLIN NekapCcTBEHHbIE Npenaparbl
cofepxaT pasnuyHble COnu Npu yCrnoBuKU MX npuHagnexHoctu K | knaccy no BKC (Bbicokasi pacTBOPUMOCTb U MOMHas
abcopbums B cooTBeTCTBUM C TpeboBaHusMmu nogpasgenoB 1 u 2 pasgena Il HacToswmx TpebosaHuin). Ecnm
nccneayembli NEKAPCTBEHHbIM NMpenapaTt COAEPXUT CIOXHble 3Mpbl, CTEPEON3OMEPLI U UX CMECU, KOMMIEKChl Uin
Npon3BOAHbIE [OENCTBYIOLLEro BellecTBa pedepeHTHOro JiekapCTBEHHOro npenapara, OuoBeniBep HEBO3MOXEH,
MOCKOSMbKY Pas3nuynsa MoryT MpPMBECTM K pPasfnunyHoi OMOOOCTYMHOCTM, HE BbISBMSIEMOW C MOMOLLbIO 3KCMEPUMEHTOB,
ncnonb3yeMbixX B KOHLEeNUuUn bruosenBepa, ocHoBaHHOro Ha BKC.

OevicTBylollee BeLEeCcTBO He [OMKHO obnagatb Y3KMM TepaneBTUYECKMM [uana3oHOM (B COOTBETCTBUM C
TpeboBaHusimn nogpasgena 11 pasgena lll MNpaeun npoBeaeHns nccnegoBaHnin BMO3KBMBANEHTHOCTM NEKAPCTBEHHbIX
npenapatoB B pamkax EBpasuickoro 3KOHOMUYECKOrO COl3a, YTBepXaaemblx EBpasmiickon 3KOHOMWYECKOM
Komuccumen).

1. PactBOpMOCTb

8. Heobxogumo ycCTaHOBMTbL M MpoaHanuaupoBaTb npocunb pH-pacTBOPMMOCTM [OENCTBYIOLLEro BeLLEeCTBa.
HelicTBytoLee BeLLIECTBO NPU3HAETCA XOPOLIO pacTBOpUMbIM, ecnu npu temnepatype 37 1 °C ero MakcumanbHas
OfHOKpaTHasa Jo3a (4N NekapCTBEHHONO npenaparta ¢ HemeasleHHbIM BbICBOOOXAEHNEM) NMOMHOCTLI PacTBOPSIETCH B
250 mn GydepHoro pactBopa B ananasoHe pH ot 1 go 6,8. [ina atoro Tpebyerca NpoBecTU uccnegoBaHue He MeHee
yem ¢ 3 BydhepHbIMM pacTBOpamMu C pasnmMyHbiMM pH, HaxogAWwmMMCs B Bbilleyka3aHHOM AnanasoHe (MpegnovTuTensHO
npn pH 1,2; 4,5 n 6,8) 1, no Bo3amoxHocTn, nNpu pKa, ecnn pKa HaxoguTtcsl B ykazaHHOM auana3oHe pH. B uensix
O[HO3HAYHOIO OMnpeaeneHns KraccuUKaLMOHHOW MPUHALAMNEXHOCTU MO pPacTBOPMMOCTU MOryT MOHaZobuThCS
NMOBTOPHbIE UCMbITaHUSA Npy Kaxaom pH (Hanpumep, MeToqd BCTPAXMBaHUA MM Opyron noaxoadwimi). pH pacteopa
crnegyet onpefensitb 40 U nocne gobasneHns OencTByOLLEro BelecTsa B Bydep.
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2. BcacbiBaHue (NpoHMKatoLwas cnocobHOCTb)

9. lNpun 3asdBnNeHUM Ha perncTpaumilo JNeKapCTBEHHOro mnpenaparta kKak OuoBerBep, OCHOBaHHbIM Ha BKC,
pekoMeHayeTCcs NOATBEPAUTL MOMHYK abcopbunio AencTByOLWEro BewecTsa y vyenoseka. C aTon Uenbio nog nofHbIM
BCacblBaHMeEM noHMMalT abcopbumio 85%. lMNonHoe BcacbiBaHMe 0ObIMHO OOYCNMOBMEHO BLICOKOW MPOHMKAKOLLEN
CNOCOBHOCTLIO AENCTBYIOLLErO BELLECTBA Yepes KULeYHbI Bapbep.

10. Hanuuve nonHoro BcackiBaHWS [OMKHO ObiTb OGOCHOBAHO WcCrenoBaHUsSIMKM Yy YenoBeka. B kadecTse
060CHOBaHWSA [OMNycKaeTcsl UCNONb30BaTh pesynbTaThl UCCef0BaHNMI:

abcontoTHoM BUOAOCTYMHOCTK;
maTepuansHoro GanaHca.

Mpu ncnonb3oBaHMM MeToda maTtepuanbHoro 6anaHca Ans BblUMCNEHUS BCocaBlUencsa dpakumm Heobxoammo
YOOCTOBEPUTLCS, YTO MeTabonuThl, y4TEHHbIE MpY pacyeTe BcocaBLUencs dpakummn, obpasoBanmce nocne abcopbunn. B
CBSi3M C 3TWUM MNpu pacdeTe obLiein pagnoakTUBHOCTU, SKCKPETUPYEMOW C MOYOWN, HEOBXOOAMMO YyAOCTOBEPUTLCS, YTO B
XKernygoyHOM UNU KULWEYHOM COKe He Mpousollfa vacTudHasa gerpagaums nnu 6uoTtpaHcdopmaums Hen3MeHeHHOro
aencrteytowero BelwlectBa. Peakumm | dasbl (Hanpumep, okucneHme) wunm 1l daswbl (Hanpumep, KoHblorauus)
meTabonusma MoryT npoucxoauTb Nvb nocre abcopbummn (He B KenygoyHOM UMW KUWEYHOM coke). Takum obpasom,
OCHOBbIBasICb Ha AaHHbIX UCCNEeAoBaHWA MaTepuanbHoro fanaHca, BcacbiBaHWE MPU3HAETCHA MOSMHbIM, ecnu obliee
cogepXaHne NCXOAHOro COeAMHeHUs B Mode 1 ero metabonuTos (npowwedwux | u (unu) |l dassl metabonmama) B MoYe U
kane coctaensaet 85% OT NPMHATON J03bI.

11. Kpome TOro, BbICOKO pacTBOpuMMble OEWCTBYHOLME BellecTBa ¢ HenonHblM BcackiBaHneM (Il knacc no BKC)
Takke MOryT nognagaTb nog GuoBenBep, ecriv BbIMOMHAKTCH OnpeaeneHHble TpeboBaHNs K COCTaBy NeKapCTBEHHOMO
npenaparta 1 npoduno pacTBopeHus in vitro (B cooTBeTcTBUM ¢ noapasgenom 3 pasgena IV HacTtoswmux TpeboBaHun).
Mpu oTHeceHnn coepuHeHun k | knaccy no BKC mn oTcyTcTBMM 0BOCHOBaHHbIX AOKa3aTenbCTB B MOMb3y MX MOMHOIo
BCacCblBaHUSA K HUM Takke npeabsaBnsaTcs Oonee xectkme TpeboBaHWsi (Hanpumep, NPOBEAEHUE WCCNEeAOBaHUN
OMO3KBUBANEHTHOCTM iN ViVO, UHBIX KIMMHUYECKUX UCCNeaoBaHun).

12. OgHMM M3 ycrnoBui OUO3KBMBANEHTHOCTU MeXAy BOOHbIMM pacTBOpaMuM WM TBEPAbIMU JIEKAPCTBEHHLIMM
dopmamn nbOro coeamHeHus, NPUHUMAEMOro BHYTPb, SIBMSIETCSA OTCYTCTBUE CYLLECTBEHHLIX pasnuuui B npodune
abcopbunm, 06ycrnoBneHHbIX pasnnUnsiMn B NIEKAPCTBEHHOM hOpMeE C ObICTPbIM BbICBOOOXAEHNEM.

YcTtaHoBneHHass GUO3KBUBANEHTHOCTb MeEXAy BOOHOW W TBEPAOW NeKapCTBEHHbIMM opMamMu HemeaneHHOro
BbICBODOXAEHNA HEKOTOPOro COEeAMHEHUS, MPUHMMaemMoro BHYTPb, NPWHMMAETCA B KayecTBe MoATBEpPXAeHUs,
MOCKONbKY CBMAETENbCTBYET O TOM, YTO OrpaHnyeHne abcopbummn, obycrnoBrneHHoe CBOWCTBaMU NekapCTBEHHOW (hOPMbI
nekapcTBeHHoro npenapata (C HeMedrneHHbIM BbiCBOOOXAEHMEM), SBNSAETCA He3HauuTenbHbIM. KavecTBeHHble
nccnegoBaHMs nNpoHMUaemocTw in vitro, B TOM u4ucne € WCNonb3oBaHWMeM CTaHOapTHbIX o6pasuoB, Takxke
CBWOETENLCTBYIOT B NOSb3Y PE3yNbraToB, MNOSTyYEHHbIX in Vivo.

IV. JlekapcTBEHHbIV Npenapar

1. MpoBeaeHne TecTa CpaBHUTENLHON KMHETUKN PaCTBOPEHMS
in vitro

13. Mpn n3y4yeHnn CBOMCTB JIEKApPCTBEHHOIO NMpenapara Heobxoanmo AokasaTb HeMedneHHoe BbICBODOXOEHNE U
COMOCTaBMMOCTb MWCCIeQyeMbIX IEKapCTBEHHbIX MpenapaToB, TO €CTb MNOATBEPAUTbL COMOCTAaBUMYI KUHETUKY
pacTBopeHus in vitro mexay uccnegyeMmblM U pedepeHTHbIM NeKkapCTBEHHLIMU npenapataMmu nNpu OU3Nonornyecknx
3HayeHuax pH B ycrnoBusx akcnepumeHTa. OQHaKo 3TO He NO3BOMSET YCTaHOBUTL KOppensaumio in vitro/in vivo. KuHetnky
pacTtBopeHus in vitro cnegyet nsyuntb B guanasoHe pH 1,0 - 6,8 (He meHee yem npu 3 3HayeHuax pH: 1,2, 4,5 n 6,8).
[ononHuTenbHble UCCNeaoBaHNA MOryT noTpeboBaTbCcA Mpu pH ¢ HauMMeHbLUEeN pPacTBOPMMOCTbI AEWCTBYHLLENO
BellecTBa (cnegyeT npeacrtaBUTb 0OOCHOBaHME OTCYTCTBMA HEOOXOQMMOCTU TakMX UccriegoBaHui). Vicnonb3oBaHue
Kaknx-nnbo noBepXHOCTHO-aKTMBHbIX BELLECTB HE JAONyCKaeTCs.

14. Vccnegyembii 1M pedepeHTHbI feKkapCTBEHHblE npenapaTbl AOSMKHbl COOTBETCTBOBATb TPEOOBaHUSM,
N3noxeHHbIM B nogpasgene 2 pasgena lll MNpaeun npoBeaeHus uccrnenoBaHnii GUO3KBUBANEHTHOCTU NEKAPCTBEHHbIX
npenapaToB B pamkax EBpasnickoro akOHOMMYECKOro CO3a, YTBep)KaaeMbiX EBpasninckomn aKOHOMUYECKON KOMUCCUEN.
B cootBeTcTBMU C aTUMKM TpeboBaHNSMM pEKOMEHOYEeTCS NPOBOAUTL UCCeqoBaHWe B OTHOLWEHUM bonee yem 1 cepun
nccriegyembix fiekapcTBEHHbIX NpenapaTos.

15. CpaBHuUTENbHbIE WCMbITAHNUA PACTBOPEHUS in Vitro OOMKHbI COOTBETCTBOBaTb TpeboBaHusm Papmakonen
EBpasniickoro aKOHOMMYECKOro coto3a. B cBs3uM ¢ aTum Heobxogmmo npeacTtaBuTb MOAPOOHOE OnMcaHue YCoBUN
nccrnegoBaHns Y aHanMTUYEeCKMX METOAMK, BKIHYas AaHHble MO MX Banugaumu. [ns cTtaTMCTUYecKow OOCTOBEPHOCTU
KaXablll 9KCMepUMEHT peKkomeHayeTcsi npoBoautb ¢ 12 npobamu (obpasuamu) nekapcTBEHHOro npenapaTa.
CraHpapTHble YCrNOoBUSt UCCIeQoBaHUS BKIOYALOT:
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npvbop: nonacTHasi MeLluarnka Unm KoOp3mHKa;
obbem cpeapl pactBopeHusi: 900 Mn nnn MeHee;
TemnepaTtypa cpeapl pacteoperust: 37 1 °C;

CKOPOCTb BpalLeHus: nonactHas mewanka - obbei4HO 50 060poTOB B MUHYTY, KOp3nHKa - 06b14HO 100 o6opoToB B
MUHYTY;

cxema otbopa npo6: Hanpumep, Ha 10, 15, 20, 30 1 45 MuHyTax;

BydepHblie pacteopsl: pH 1,0 - 1,2 (06bi4HO 0,1 M HCI unu nmutaums xenygoyHoro coka 6e3 gpepmeHToB), 4,5 1
6,8 (vnn MmmuTaums KnwedHoro coka 6e3 dhepmeHTOB), pH AOMKHa perynsapHO KOHTponupoBaTbecs. PekomeHayeTcs
ncnonb3oBaTb OydepHble pacTBopbl No Papmakonee EBpasnnckoro 3KOHOMUYECKOTO COH3a;

npoyve YCIOBWSA: OTCYTCTBME MOBEPXHOCTHO-AKTMBHbIX BellecTB. [lpyMeHeHve ¢epMeHTOB [AonyckaeTcss B
OTHOLLEHMW XENaTUHOBbLIX Karncyn unv TabneTok, NoKpbIThIX KernaTMHOBON 0605104KON.

16. HeobxogMmo npeacTaBuTb MOSHBIA @aHANIMTUYECKMI OTYET O MPOBEAEHMU TECTa CPaABHUTENbHOW KUHETUKU
pactBopeHusa (TCKP) in vitro, Bkmo4ass NpOTOKON MCCNegoBaHusA, CBedeHus 00 wuccrefyembiX Cepusix U cepusx
CpaBHeHusi, nogpobHoe onucaHue aKCrepUMEHTarnbHbIX YCITOBUIA, pe3ynbTaThl BanugaumMm UCnonb3oBaHHbIX METOOOB,
WHOUBMAYanNbHbIE U CpeaHWe 3HaYeHUs!, a Takke COOTBETCTBYIOLLME 0bobLalolwme CTaTUCTUKN N Ap. B COOTBETCTBUM C
npunoxeHnem N 7 k [NpaBunam nposedeHMs uccrnegoBaHWi GMO3KBMBANEHTHOCTW NEKapCTBEHHbIX MpenapaTtoB B
pamMKkax EBpasnMnckoro aKOHOMMYECKOro cot3a, yTeepxxaaemMblx EBpasninckon aKOHOMMUYECKON KOMUCCUEN.

2. OueHka pes3ynsTaToB TeCTa CPABHUTENBHON KMHETUKM
pacTBopeHus in vitro

17. INNekapcTBeHHblE NpenapaTtbl NPU3HATCS 04eHb ObICTPO pacTBOPMMbIMU, ecnin 85% 3asiBNEHHOIO COAepPKaHUs
[e/CTBYIOLLErO BellecTBa pacTBopsieTcs B TeyeHe 15 MuHYT. B aToM cnyyae npocuny pacTBoOpeHns Uccrnegyemoro v
pedepeHTHOro NnekapcTBEHHbIX NpenapaToB NPU3HaTCA CONOCTaBUMbIMK 6e3 AanbHenmMx maTeMaTUYecknx pac4eTos.

Ecnun npouecc pacTBopeHusi CO CTeneHblo BbICBOOOXaAeHUS 85% OT 3asiBNEHHOrO COAEep)XaHus OEeNCTBYHOLLErO
BewecTBa gnutcsa 6onee 15 mMuHyT, HO He npesbiwaetr 30 MUHYT, TO HEOOXOAMMO [OKa3aTb OTCYTCTBUE 3HAYMMbIX
pasnuuMn (conoctaBuMOCTb). B uLensix noaTrBepXaeHUs COnocTaBUMOCTWU Mpodhunen pacTBOPEHWS UCCrnegyemoro u
pedepeHTHOro neKapCTBEHHbLIX MpenapaTtoB WCNOMb3YKT KpUtepumn f2 (B cooTBeTcTBMM C TpeboBaHMAMM,

ycTaHoBrneHHbiMu npunoxenvem N 5 k [NpaBunam npoBegeHus nccregoBaHuii GUO3KBUBANIEHTHOCTU NEKapPCTBEHHbIX
npenapaToB B pamkax EBpasninckoro akoHOMMYECKOro Co3a, yTBepxaaeMblx EBpa3ninckon aKOHOMUYECKON KOMUCCHEN)
unu gpyrue nogxogswme Tectbl. [lpy 3TOM OObsCHEHWE pasnuuuMin B NpodUnsix pPacTBOPEHUST C KITMHUYECKMX UMK
TepaneBTUYECKNX NO3ULNIA HeLlenecoobpasHo, NOCKOMbKY UCTbITaHWE PacTBOPEHMS HE OTpaXaeT Koppensiumio in vitro/in
vivo.

3. BcnomorartenbHble BellecTBa

18. HecmoTtpsi Ha TO, YTO BRMSHME BCMOMOraTefbHbIX BELLECTB, COAEPXKALUUXCS B NEeKApCTBEHHbIX opMax C
HemeasieHHbIM BbICBOOOXAEHMEM, Ha OWMOAOCTYMHOCTb XOPOLIO PaCTBOPUMBIX W MOMHOCTBIO BCacCbIBaKOLMXCS
OEeNCTBYOLLMX BellecTB (TO ecTb oTHOcsAWmMXcA K | knaccy no BKC) cuntaetca ManoBeposATHbIM, €ro Herb3si MONTHOCThLIO
UCKMoYaTh.

B cBA3u ¢ aTMm Bo Bcex crnyyasix (B TOM uucne ¢ AedcCTByoLMM BellectBoM | knacca no BKC) B uccnegyemom
nekapcTBEHHOM MNpenapaTe peKOMeHAYeTCs UCTONb30BaTb CXOXKUE KONIMYECTBA TEX XKe BCMOMOraTerbHbIX BELLECTB, YTO
" B pecbepeHTHOM NeKkapcTBeHHOM npenapare.

19. B uensax MUCKIOYeHNs pas3nM4yHOro BAUSHWS Ha MeMOpaHHble NEPEHOCYMKM OJHUM M3 ycrioBuii GroBenBepa B
OTHoWeHun gencreytollero Bewectsa lll knacca no BKC aBnsetcs oTcyTcTBME pasnuynii No Ka4eCTBEHHOMY U BbiCOKas
COMOCTaBMMOCTb MO KONIMYECTBEHHOMY COCTaBy BCMOMOraTesibHbIX BELLEeCTB B COOTBETCTBUM C KpUTEPUAMM,
npuBedeHHbIMK B Tabnuue.

PEKOMeHﬂ,yeMbIe Kputepun ana yctaHoBIEHUA
BbICOKOM CONOCTaBMMOCTHU JIEKapCTBEHHbIX
npenaparos Mo Konn4ecteeHHOMY COCTaBy

BCromMoraTternbHbIX BELLECTB

Tvin BCnomoraTenbHOro BellecTsa OTtnnuna B npoueHTax (no macce) ot
obLuert Macchl NekapCcTBEHHOIO
npenapata He 6onee
HanonHutenu 5,0%
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Paspbixnutenu

Kpaxmarn 3,0%

MHblE BeLLleCcTBa 1,0%
Cesasylolue BelecTsa 0,5%
BewecTtBa, cnocobCTByOLWLME CMa3bIBaHMIO (NTHOOPUKAHTDI)

creapar MarHus unu Kanbums 0,25%

WHblE BELLleCTBa 1,0%
BelecTtBa, cnocobCTByOLLME CKOMBXEHMWIO

Tanbk 1,0%

WHble BelllecTBa 0,1%

MpumedaHusa. 1. Ecnu BcnomoraTenbHble BeLWeCTBa BbINOMHAKT HECKOMNbKO MYHKUMI (Hanpumep,
MUKpPOKpUCTannnyeckasa Lenmnono3a BbIMOMHAET (MYHKLUMIO HanomHUTEnNs M paspbiIXnuTens), TOo JOKeH ObiTb BblOGpaH
Hambonee XecTkni Kputepui (B criyyae ¢ MUKPOKpUCTannnyeckon uennonosom - 1%).

2. KoHueHTpaumsa BcrioMoraTernbHOro BelecTBa B 2 BOAHbIX pacTBOpax JIeKapCTBEHHbIX MpenapartoB CYMTAETCS
CX0XeWn, ecnu pasHuua coctaensieT He 6onee 10%.

3. Pasnuuna B cogepXXaHnn Agpyrux BcnomMmoratesibHbIX BelwecTB, UMerLWnx (*)yHKLI,VIOHaJ'IbHOG Ha3HayeHune, He
ynomMmaHyToEe B BbILueﬂpVIBe/J,eHHOVI Tabnuue, Tpe6y+0T Hay4HOro 000CHOBaHUS.

20. Kak npaBuno, c pgeucteytowummn Bewectsamm | unm Il knacca no BKC Heobxogumo wncnonb3oBaTb
CTaHZapTHbIE KONMMYECTBA XOPOLLO M3Y4YEHHbIX BCTIOMOraTeNbHbIX BELLECTB, a Takke NpoaHanuMa3npoBaTb U 0ObACHUTL UX
BO3MOXHOE BrnusiHAE Ha 6rMogoCTynHOCTbL U (unn) pacTBopmMocTb. Heobxogmmo onvcaTb HasHavyeHune Kaxgoro u3s
BCMOMOraTernbHbIX BeLWEeCcTB C OOOCHOBaHMEM TOro, YTO KOMMMYECTBO KaXAoro M3 HUX HaxogauTca B MNpUEMSIEMOM
AnanasoHe. Heobxogumo onucatb BCe BCnomorartefibHble BeLeCTBa, CMOCOOHbIe MOBMUATbL Ha OMOAOCTYMHOCTb
(Hanpvmep, copOuTON, MaHHUTON, HaTpUsA naypuncynbdart n NpovMe NOBEPXHOCTHO-aKTUBHbIE BELLECTBA), C YKa3aHeEM
WX BIUSIHUSA Ha:

a) MOTOPVKY Xenyao4HO-KULLEYHOro TPaKTa;

6) nogBep>KeHHOCTb B3aMMOAEWCTBUIO C AENCTBYHOLLMM BELLECTBOM (Hanpumep, KomnrekcoobpasoBaHue);
B) NPOHMKAaIOLLY CNOCOOHOCTb AENCTBYHOLENO BELLIECTBA;

r) B3amumogencTene ¢ MemMbpaHHbIMU NePEeHOCHUKaMMU.

21. KayecTBeHHbI U KONMMYECTBEHHbIN COCTaB BCMOMOraTesibHbIX BELlecTB, [0Ka3aHO CrNoCOOHbIX MOBAUATbL Ha
OMOSKBUBANEHTHOCTb, UCCIIEQYEMOro U pePepEeHTHOrO IEKAapCTBEHHbIX NMpenapaToB AOSMKHbI OblTb O4MHAKOBLIMM.

V. KoMOGUHMPOBaHHbIE NEKapCTBEHHbIE NpenapaTbl

22. bunoBenBep, ocHoBaHHbIW Ha BKC, B OTHOWEHUMM KOMOMHMPOBAHHBLIX JIEKAPCTBEHHbIX NpenapatoB C
HeMe[TeHHbIM BbICBOOOXAEHMEM BO3MOXEH, ECNN BCE AENCTBYoLWMe BelecTBa npuHagnexar | vnm Il knaccy no BKC,
a BCroMoraTenbHble BellecTBa COOTBETCTBYIOT TpeboBaHUSM, M3NOXeEHHbIM B nogpasgene 3 pasgena IV Hactoswmx
TpeboBaHuii. B ocTanbHbIX criydasx TpebyeTtcs npoBeaeHue nccnefoBaHnst BMO3KBUBANEHTHOCTM in Vivo.

MpunoxeHne N 5

Kk NpaBunam npoBegeHnsa nccregoBaHni
OMO3KBMBANEHTHOCTU JIEKAPCTBEHHbIX
npenapaToB B pamkax EBpasuiickoro
9KOHOMWYECKOro CoH3a

TECT
CPABHUTENBbHOW KNWHETWKU PACTBOPEHWA 1 COMOCTABUMOCTb
NPOPUITEN PACTBOPEHUA

|. ObLwme acnekTbl TeCcTa CpaBHMTeﬂbHOVI KMHETUKN paCTBOpEeHnA
BO B3aMMOCBSI3M C BMO3KBMBANEHTHOCTLIO

1. MNpwn pa3paboTke cocTaBa flekapCTBEHHOIO npenapata TeCT CpPaBHUTENbHOW KMHETMKWU pacTBopeHus (TCKP)
CNY>XWUT MHCTPYMEHTOM YyCTaHoBMeHUs GruodapmMalLeBTUYECKNX CBOMCTB NEKapCTBEHHOro npenapara, TO €CTb CBOUCTB,
CnocobHbIX MOBMUATL Ha GuogocTynHocTb. Mo 3aBepulieHMM pa3paboTkM cocTaBa JleKapCTBEHHOrO npenapaTta u
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npon3BoACTBEHHOIO Mnpouecca TCKP NCNonb3yeTcd OJ1A KOHTPOJ1A Ka4decTBa MaCLIJTa6VIpOBaHVIFI N NPOMbIWIIEHHbIX
cepvu7|, yToObl 0OEecneuYnTb Kak MOCTOSIHCTBO KadecTBa cepvu7|, TakK U COMNOCTaBMMOCTb I'IpO(bI/IJ'IeIZ pacTBopeHNA C
cepnamMun, ncnornb3oBaHHbIMU B OMOPHbIX KIMMHUYECKNX UCCeaoBaHUAX. Kpome TOro, B OTAEJNIbHbIX Clly4asax TCKP moxeTt
CNyXutb 3aMeHoNn nccrneaoBaHMs M BUOSKBMBANEHTHOCTH.

2. TCKP moxeT npecrnenosatb pasfuyHbie Lenu:
a) Npu 3KCNepTU3e KayecTBa NekapCcTBEHHOro npenapara:

ONs MoflydYeHUs XxapakTepuUcTUK Cepuun, UCNONb30BaAaHHOW B uUccregoBaHUaX GMOAOCTYNHOCTMU
(6rO3KBMBANEHTHOCTM) M OMOPHbIX KIIMHMYECKMX MCCnedoBaHusaX, 4ToObl 0b6ocHOBaTb cneumdpukaumn (HopMaTUBHBIN
OOKYMEHT MO KOHTPOIO Ka4yecTBa);

KaK MHCTPYMEHT KOHTPOA KadecTBa cep|/||?1 NNIeKapCTBEHHbIX CpeAcCTB B UenAx noarBepXaeHuda MNOCTOAHCTBa
npon3BoacTBa;

ONs NoNyYeHusl xapakTepucTnk pedepeHTHOro NekapCTBEHHOMO npenapata, UCMofib30BaHHOIO B UCCHeoBaHNsIX
61oaoCcTynHOCTH (BUO3KBUBANEHTHOCTU) U OMOPHLIX KITMHUYECKUX UCCIEQ0oBaHUSIX;

0) Kak 3amMeHa uccnegoBaHUn GUOSKBUBANEHTHOCTH:

yToObl MOATBEPAUTL (B ONpedeneHHblX cny4yasx) aHanornm4yHoCTb pasfiMyHbiX COCTaBOB WUCCreayemoro
NeKapCTBEHHOro npenaparta n pedepeHTHOro fekapCTBEHHOro npenapata (buoserBepbl, HanNpMMmep, NMpuU BHECEHUMU
N3MEHEHN, N3MEHEHMM COCTaBa B Xofe pa3paboTku NekapCTBEHHOIO nNpenapaTa 1 BOCNPOM3BEAEHHbIE NIEKAPCTBEHHbIE
npenapaTtbl, B COOTBETCTBUU C TpeboBaHuamKn pasgena |V lNpaBun npoBedeHus uccnegoBaHuin GMo3KBMBaNEHTHOCTU
NneKapcTBEHHbIX MpenapaTtoB B paMkax EBpasunckoro aKOHOMWYECKOro coto3a, yTBepxaaembix EBpasuiickomn
3KOHOMMYeckon kommuccuen u npunoxeHna N 4 k [lMpaBunam npoBeneHUss MccrnegoBaHuMii OUOSKBUBANEHTHOCTU
neKapCTBEHHbIX MpenapaToB B paMkax EBpasuMnMcKoro 9KOHOMMYECKOro co3a, yTBepxaaembix EBpasuiickon
3KOHOMWYECKON KOMUCCUEN);

4YTOObl YCTAHOBUTL MOCTOSIHCTBO KayecTBa CEpUI NIeKapCTBEHHbIX MpenapaToB (uccnegyemoro u pedepeHTHoro
NeKapCTBEHHOrO npenapaTta), Ha KOTopbIX By4eT OCHOBLIBATLCS! BbIOOP COOTBETCTBYHOLLMX CEPUIA ANt UCMOSb30BaHMS B
nccregoBaHusix in vivo.

3. Metoabl ucnbitaHuin HeobxoaMmo pa3paboTaTb NPUMEHUTENBHO K KaXXOOMY JIeKapCTBEHHOMY Mnpenaparty Ha
OCHOBaHuM o6wux u (MnNu) YacTHbix ¢apmakonenHbix TpeboBaHui. Ecnu ykasaHHble TpeboBaHuWsA He
YOOBMNETBOPUTENBHBI U (M) He OTpaxalT NpPOLEecC PacTBOPEHUS W BcacbiBaHMs in vivo (OMOpeneBaHTHOCTbL),
OO0MyCTUMO UCMNOMb30BaTh anbTepHaTUBHbIE METOAbI, NPW YCNOBUN HaNMUUnUs Yy HUX AOCTATOMHON AUCKPUMWHALMOHHOMN
CNocoBHOCTW, TO eCTb CMOCOOHOCTW ynaBnuBaTb pasHULY MeXay CcepusMu C npueMrnemMon U HenpuemremMon
OMOOOCTYMHOCTBIO JNIEKAPCTBEHHONO Mnpenaparta B YCnoBusax in vivo. Heobxogmmo Bcerga npuMHUMaTtb BO BHUMaHWe
COBpPEMEHHbIE CBefeHusi (BKMNtoYasi B3aUMOZEWNCTBME XapaKTEPUCTMK FIEKAapCTBEHHOIO npenapara, OCHOBaHHbIX Ha
6uochbapmaueBTUYECKON CMCTEME Knaccudukaumm u Bug, ekapcTBEHHOM OOPMbI.

4. Insi Toro YtoObl NOMYYNTb MOSTHOLEHHbIE NPOMUIIN PacTBOPEHUS, NHTEPBasbl Mexay oTOOpPOM Npob LOSMKHbI
ObITb JOCTATOMHO YacTbiMU (He pexe 4YeM yepe3 Kaxable 15 MuHyT). B neprog MakcumanbHOro M3ameHeHust npoduns
pactBopeHusi otbopbl Npob pekoMeHAyeTCsl OCYWeCTBNATb ewe 4awle. [na nocTpoeHus npaBuribHOro npodung
pacTBOpeHUs BbICTPO PaCTBOPSAIOLLMXCS NEKapCTBEHHbLIX NpenapaToB, NOMHOE pacTBOPEHME KOTOpbIX YKMNaAbliBaeTcs B
30 MuHYT, oT6opbl NPo6 HEOOXOAMMO OCYLLECTBIATL Kaxabie 5 unu 10 MUHYT.

5. Ecnu gecteytoLlee BELWECTBO SBMSIETCS XOPOLLIO pacTBOPUMbIM, AOMYCKaeTcs NPeanoroxeHme, YTo npobnemsl
Cc O6MOOOCTYNHOCTBIO HE BO3HWKHYT, €CNM B AOMOMHEHWE K 3TOMY nekapcTBeHHasi dhoopma GbICTPO pacTBOpsieTcs npu
dusnonornyecknx 3HaveHusix pH, a BcriomoraTenbHble BellecTBa He BNUAOT Ha GModocTynHocTb. HanpoTtue, ecniu
[eNcTBylolllee BeLIeCTBO OrpaHWYeHHO PacTBOPUMO WM ManopacTBOPUMO, (PaKTOPOM, NMMUTMPYIOLLUM CKOPOCTb
BCacbiBaHNsA, MOXET CTaTb PacTBOPMMOCTb neKapCTBEHHOW (OopMbl. AHamorndyHas cuTyauus BO3HUKaeT, ecnu
BCrioMoraTesibHble BeleCcTBa BNUAIOT Ha BbICBOOOXAEHNE U NMocneayolee pacTBOpeHue AeiCTByioLLero Belectea. B
Takux cryyasix Heobxoaumo npoeoanTe TCKP B pasnunyHbIX YCIOBUSX C COOTBETCTBYIOLLIEH CXeMOM oTGopa npob.

[I. ConoctaBMMOCTb Npodounen pacTtBOpeHUs

6. Pesynbratel TCKP u ocHOBaHHble Ha HUX BbiBOAbl (Hanpumep, B ob6OcCHOBaHue GuoBeriBepa) MpU3HaKTCS
npaBWUibHBIMK, €CnU MOCTpPoeHMEe NPOodUst PacTBOPEHMS OCHOBBLIBANioCb Ha AOCTATOYMHOM KONMYECTBE BPEMEHHbIX
TOYeEK.

7. B pononHeHue k TpeboBaHUSM, W3NOXEHHbIM B pasgene | HacToAWero npunoXeHus, B OTHOLUEHWUM
nekapcTBeHHbIX popM C HeMeaneHHbIM BbICBOBOXAeHneM HeobX0AMMO NPOBECTU CPaBHEHUE BO BPEMEHHOMN Touke "15
MUHYT", YTOObI BbISCHUTL, MPOU3OLLSIO M NOMHOE PacTBOPEHNE A0 OMOPOXHEHUS Xenyaka.

Ecnun B TedyeHne 15 muHyT pactBopunock 6onee 85% pencreytollero Belectsa (OT HOMUHAMNbLHOMO KONn4YecTea),


%5Cl%20Par383%20%20%5C
%5Cl%20Par605%20%20%5C
%5Cl%20Par738%20%20%5C

NPOgUIN pacTBOPEHUs NPU3HAIOTCA ConocTaBUMbIMU 6e3 AanbHelLwweln maTeMaTn4eckon o6paboTkn AaHHbIX.

Ecnun 85% penictBytowero Bellectsa pacTBopunoch B TedeHve 30, a He 15 MUHyT, TO Heob6XoaAMMbl 3 BpEMEHHbIE
TOYKW: OO uctedeHus 15 MuHyT, Ha 15- MUHYTE 1 B TOUKE, KOraa CTeneHb BbICBOOOXAEHMS cocTaBnAeT okono 85%.

8. PekomeHnpaumn no JIeKapCTBEeHHbIM MpenapartamMm C MO,EI,VICbVIU,I/IpOBaHHbIM BbICBOOOXOEHMEM WM3MOXEHbLI B
COOTBETCTBYHOLLUMNX JOKYMEHTax Coto3za.

9. ConocraBumMoCTb Mpoduneil pacTBOpPeHUsi MOXeT ObiTb ornpeaeneHa ¢ wucronb3oBaHuem gakropa fy no
cnegytowen hopmyne:

roe:

f2 - tbakTop Nogobus (cxoanmocTu);

N - KONN4YeCTBO BPEMEHHbIX TOYEK;

- cpefHee 3HavYeHue CTeneHn BbICBOOOXaAEHMS (B NPOLEHTaX) AECTBYOLEro BelecTsa B Touke t [nocne Havyana
nccregoBaHns] n3 pedepeHTHOro ekapCTBEHHOMO Npenapara;

- cpefHee 3HavYeHue CTeneHn BbICBOOOXAEHMS (B NPOLIEHTaX) AEUCTBYHOLEro BewecTsa B ToUKe t [nocne Havana
nccnenoBaHusi] U3 UccneayeMoro fiekapcTBeHHOro npenapara.

Mpn ncnonb3oBaHUM [aHHOM OpPMynbl HEOOGXoAUMO onpedennuTb CTeneHb BbICBOOOXAEHUS OENCTBYHOLLErO
BelLleCcTBa U3 UCcneayemoro fiekapCTBEHHOro npenapaTa U pedepeHTHOro fiekapCTBEHHOrO npenapara.

10. OueHka hakTopa nogobusi (CXogMMOCTHN) OCHOBaHA Ha CreayoLNX YCIOBUAX:
a) MUHUMAIbHOE KONMYECTBO BPEMEHHBIX TOYEK - 3 (HE cUMTas HyneBon TOYKM oTbopa);
6) ans o6onx cpaBHMBaAEMbIX NEKaPCTBEHHbIX NpenapaTos BbIBUPaTCa OOUHAKOBbIE BPEMEHHbIE TOUKM;

B) 4NS1 KaXA0W BPEMEHHOW TOYKM HEOBXOOUMO MUHMMYM 12 3HAYEHWIA CTEMNEHU BLICBOOOXOEHUS OENCTBYHOLLETO
BeLlecTBa Ansa ob6omx nekapcTBEHHbIX NpenapaTos;

r) 4ns Kaxaoro M3 coCcTaBOB [OMyckaeTcs He Gonee ogHOro criyvasi NPeBbILLEHNS CPeOHEro 3Ha4YeHUs1 CTeNeHU
BblcBOOOXOeHNA 85%:;

) OTHOCWUTENbHOE CTaHOAPTHOE OTKMOHEHME (KO3I(MUUMEHT Bapuauuu) Onsi CTENeHM BbICBOOOXAEHUS
OENCTBYIOLLENO BELLECTBA B NEPBOA BPEMEHHOM TOUKe NOOro M3 nekapcTBEHHbIX NpenapaToB He AOSMKHO MpeBbIWaTh
20%, a Bo Bcex nocneayrowmx - He donee 10%.

11. Kputepuin npuemnemoctn ans dakrtopa nopobus (fy) cocrasnsier or 50 go 100, 4Tto noaTeepxaaer
CONOCTaBUMOCTb NPOoUnent pacTBOPEHMS.

B cnyuae HECOOTBETCTBUA KPUTEPUIO MPUEMIIEMOCTM MO fy NPOKNM PaCTBOPEHMSA MOXHO CPABHUBATb, MCNOMb3YS
ansTepHaTMBHble MeToAbl (Hanpumep, pacdeT caktopa pasnuuua fq, QyHkuMio pacnpefenenns Beibynna wnu
cpaBHEeHUWe cTerneHel BbICBODOXAEHNS B pasHbIX BpeMeEHHbIX TodKax (Hanpumep, no t-kputepuio CTblogeHTa)).

12. MeTopbl, anstepHaTUBHbIE pacyeTy Mo fy, CUMTaOTCA NPUEMNEMbIMU, ECIIM OHU CTATUCTUYECKN KOPPEKTHBI, a
NX MCNOMb30BaHWEe 4OCTAaTOMHO 0O6OCHOBAHO.

13. Heobxoammo 3apaHee onpepenuTb M 0OOCHOBaTb Npeaenbl NPUEMIEMOCTU KPUTEPUS COMOCTAaBUMOCTU, HO
npy 3TOM OHM He [omkHbl npeBbiwate 10%. Kpome ToOro, BaprmabenbHOCTb PpacTBOPEHUA MexXAy AaHHbIMU

nccnegyemoro un pecbepeHTHoro JNIEKapCTBEHHOIo npenapara TakxXe OOoJKHa ObITb CONOCTaBMMOW, OAHaKo boree Hu3kas
BapMa6eJ'|bHOCTb ona nccnengyemoro nekapCrtBeHHOro npenapara AaBndetca I'IpMeMJ'IeMOI7I.

Heobxogumo npeancrtaBuUTb 000CHOBaHWe, YTO CTAaTUCTUYECKOE nporpaMmmMmHoe obecneyeHne npoLuno sannaauuto.

HeobxoamMmo gatb noapoGHoe onucaHne U 0GbACHEeHNe BceM OeCTBUAM, NPeanpuHATLIM B XOA4e UCCreaoBaHus,
C NpeacTaBneHneM COOTBETCTBYOLLMX 0606LwatoLmx Tabnumu,.



MpunoxexHne N 6

Kk NpaBunam npoBegeHnsa nccregoBaHni
BG1O3KBMBANEHTHOCTUN JIEKAPCTBEHHbIX
npenapaToB B pamkax EBpasuiickoro
9KOHOMUYECKOTO COH3a

TPEBOBAHUA 3
K BATIMOALUMN BUOAHANINTUYHECKNX METOOWVK UCTIBITAHAN N AHATTN3Y
NCCNEQYEMbIX BMONOI’MYECKNX OBPA3LIOB

|. O6bwue nonoxeHus

1. B HacTosilwmx TpeGoBaHMsAX NpeacTaBneHbl ykasaHus No NPOBEAEHWI0 Banuaauuy 6uoaHanutuyeckmx MeToamk,
NCNONb30BaBLUNXCA [Af1s1 ONpedeneHus KOHLEHTpauuMuM LEeWCTBYHOLLEro BellecTBa B OMOMNOrMYEcKMX XUOKOCTSAX
(MaTpuuax), NOMyYeHHbIX MO pe3ynbTaTaM TOKCUKOKMHETUYECKUX WUCCredoBaHUM W Bcex a3 KIMHMYEeCKnx
nccrnenoBaHuin. [ocKONbKy METOAMKM CBSA3bIBAHWS NWraHga CyLWecTBEeHHO OTNMYaloTcs OT  XpomaTtorpadmnyeckmx
aHanMTUYeckUx METOAOB, ANS Banuaauuy NONMMEPCBS3bIBAKOLWMX METOAMK (Hampumep, CO CBA3bIBAHMEM IUraHAOB)
NPUMEHSIIOTCS OTAENbHbIE NpaBuUna, onMcaHHble B pasgene V HacTtosiwmux TpeboBaHui.

B HacTosawmx Tpe60BaHVIFIX OonncaHbl YycrnoBuda, NpuU KOTOPbIX B AONOJIHEHME K NnofHON Banuaauunu
OroaHanUTU4eCcKkon METOANKMN HEOBXOANMO npoBeCTN YaCTUYHYH U NepeKkpeCTHYo Banngaunio.

2. Ansa yenen HacToALWwmx Tpe6OBaHVIl7I NCNOJIb3YHTCA MNOHATUA, KOTOPbIE O3Ha4YatloT crefyruiee:

"akTMBHblE 06pa3subl” (incurred samples) - ncnbiTyeMble 00pasubl, NoflydeHHble OT CYObEKTOB WIN XXMBOTHbIX,
KOTOPbIM BBOAMUIN NEeKapCTBEHHbIN Npenapar;

"aHanuavpyemoe BellecTBO" (analyte) - oTaenbHOE XMMUYEcKoe CoeauHeHue, nopsiexallee KonM4yecCTBEHHOMY
onpeaeneHunio, MoXeT NpeacTaBnsATb CO60 HensMeHeHHoe AeNCTBYIOLLEE BeleCTBO, BUOMOrMyYeckyto Monekyny unm ee
Npou3BoAHOE, METAGoNUT 1 (MNK) NPOAYKT Aerpajaumu B Gruonormyeckom obpasue;

"aHanuTuyeckasa metoguka" (analytical procedure) - nogpobHoe onucaHue Kaxgoro atana u cnocoba npoBeneHns
aHanuaa;

"aHanutudeckun pamnanasoH" (calibration range) - uHTepBan MeXxay BbICOKOW W HU3KOM KOHLEHTpauuen
(copeprkaHnem) aHanM3Mpyemoro BellecTBa B obpasue (BKNoYas yKkasaHHble KOHLEHTpauun), Ang KOTOpbIX NOKa3aHo,
YTO aHanuTU4Yeckass MeToauka yOoBMneTBOpseT TpeboBaHWSM MO MNPEUM3MOHHOCTM, MPAaBUMIBHOCTM U MOCTOSIHCTBY
(OYHKUNN OTKNKKA;

"aHanuTuyeckui umkn" (analytical run) - MOMHBLIA KOMMMEKT WUCMbITyeMbIX 06pas3uoB C COOTBETCTBYHOLLUM
KONMYeCTBOM rpagyMpoBOYHbLIX PaCTBOPOB 1 06pa3LoB AN KOHTPONSA KavyecTBa Ans ux sanugaumn. B ognH geHb moxet
ObITb NPOBEAEHO HECKOMNbKO LMKMOB; OOMH LMK MOXET ONNTLCS B TEYEHNE HECKOMbKUX AHEN;

"BEpPXHSST TrpaHuua onpegensemblx KoHueHTpaumin" (upper limit of quantification (ULOQ)) - Haumbonbluee
KONMMYECTBO aHanmM3MpyeMoro BellecTBa B obpasLe, KOTopoe NnoaaaeTcs KONMYECTBEHHOMY OMpedeneHunto ¢ 3apaHee
3aaHHON NPaBUIbHOCTLIO Y MPELN3NOHHOCTbIO;

"BHyTpeHHuI cTanpapt (BC)" (internal standard) - koHTponbHOe coeguHeHwe (Hanpumep, CTPYKTYPHO CXOXMUK
aHanor unu coegvHeHve, MeyeHHoe CTabunbHbLIM U30TOMNOM), AobaBnsemMoe K rpagyMpoBOYHbIM pacTBopam, obpasuam
AN KOHTPOMNs KavyecTBa U MCNbITyeMblM obpasuam B 3apaHee YCTaHOBIEHHbIX MOCTOSIHHbIX KOHLEHTpauusax C Lenbio
MOMpaBKM Ha 3KCNepMMeHTarnbHy0 BapnabensHOCTbL Npy NpobonoaroToBke M aHannse obpasLos;

"rpagyMpoBOYdHbIA pacTBop (cTaHaapT)" (calibration standard) - 6uonorudecknii obpasel, K koTopoMmy Aobasunm
N3BECTHOE KONMMYECTBO aHanu3Mpyemoro BellecTBa. [paayvMpoBOYHbIE pPacTBOpPbl (CTaHAAPTbl) WUCMONb3yT ANs
MOCTPOEHMUS FpadynpOBOYHON KPUBOW;

"HWXHMI Npegen konuyecteBeHHoro onpeaeneHus (HMKO)" (lower limit of quantification (LLOQ)) - HaumeHbLLee
KONMMYeCTBO aHanM3Mpyemoro BellecTBa B obpasle, KoTopoe Nogaaercsl KOonmMy4ecTBEHHOMY OMpedeneHunto ¢ 3apaHee
3aaHHON NPaBUIbHOCTLIO N MPELN3UOHHOCTbIO;

"HOMMHanbHasa kKoHUeHTpauma" (nominal concentration) - TeopeTudeckas Unu oXxmnaaemMas KOHUEHTpauus;

"obpasey onga koHTponsa kadectsa (KK)" (quality control (QC) sample) - obpaseu, cogepxawuii aHanmanpyemoe
BELLECTBO, WCNOMb3yeMbI AN OLEHKU MNpUrogHOCTM OunoaHanUTUYEeCKom METOOMKM WM OLEHKM LIEeNOCTHOCTM U
NpaBWUibHOCTM Pe3yrbTaToB aHanM3a UCMbITyeMbIX 06pa3sLoB B HEM3BECTHOWM KOHLIEHTPALIMM U3 OOHOW Cepuu;

"nepekpecTtHas Banugaumsa” (cross validation) - cpaBHeHVWe BannaaLMOHHBLIX NapaMeTpoB ABYX BnoaHannTu4eckux
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MEeTOoOUK;

"NOBTOPHBIA @aHanNu3 akTMBHbLIX UCMbITaHHbIX 06pa3uoB” (incurred sample reanalysis) - aHanM3 4acTM aKTUBHbIX
UCMbITaHHbIX 0OPAa3LIOB C Lenbio onpeaeneHunsl, HAaCKofbKO COMOCTaBUMbI Pe3yrbTaThbl MEPBUYHOIO aHanunsa;

"nonHasi Banuaaums” (full validation) - onpegeneHre BanMaauMOHHbIX NapaMeTpoB, NOAMEXaLLMX UCNONb30BaHUIO
0N aHanuM3a Kakgoro aHanmanpyeMoro BelecTsa B 06pasLe ¢ NoMOoLLb B1uoaHanmMTn4eckon METOOUKK;

"I'IpaBVIJ'IbHOCTb" (accuracy) - Bblpaxaet 6nunsocTb Nony4YeHHbIX C NOMOLLBbKD MEeTOAUNKU 3Ha4YeHUN K HOMUHaNbHbIM
KOHUEHTpaundaMm aHannm3npyemoro BellecTtBa. npaBI/I.I'IbHOCTb OoueHMBaeTcAa Mno BeNMM4YnHe l'lpOU,eHTHOIZ Mepbl
npaBUIIbHOCTH, paCC‘-MTaHHOﬁ KakK , U N0 OTHOCUTENbHOWN BENMNYMHE CUCTEMATUYECKON NOrpeLuHoCTH,

"NpeLmn3noHHocTL" (precision) - creneHb pasbpoca Mexay CepusMyv WU3MepPeHWI, NPOBEAEHHbIX B 3apaHee
YCTaHOBMEHHbIX YCnoBusX. MNpeLmM3noHHOCTb XapakTepudyeTcsl BENUYMHONW OTHOCUTENBHOMO CTaHO4APTHOMO OTKIMOHEHUS
(oTHOLWIEHME CTaH4apPTHOrO OTKIOHEHMS K CpeaHeMY, BbipaXaeMoe B NpoLeHTax);

"cenektTuBHoCTb" (selectivity) - cnocobHoCTb OuoaHanUTUYECKOW METOAMKM onpefendTb W pasnuyaTtb
nccrieqyemMoe aHanusvpyemoe BeLLeCTBO M BHYTPEHHWIA CTaHZapT B MPUCYTCTBMM KOMMOHEHTOB, KOTOpPble MOryT
cogepxaTtbcs B 06pasue;

"cneundmyHocTe" (specificity) - cnocobHocTb OuoaHanMTMYeCKOM METOAMKM OOHO3HAYHO Onpeaensitb
aHanuanpyemoe BELLECTBO B MPUCYTCTBUM OPYrMX COEAUHEHWA (3HOOFEHHbIX WIN 3K30TEHHbIX) B GMOMOrMYeckom
obpasLue;

"cTabunbHocTh" (stability) - xMmmyeckaa cTabunbHOCTE aHaNM3MpyeMOro BeLLecTBa B onpedereHHoM obpasue B
onpeaeneHHbIX YCrOBUSX B Te4EHWE onpeaeneHHoro nepnoaa;

"cTaHgapTHas onepauunoHHas npouenypa” (Standard Operating Procedure) - OOKYMEHT, B KOTOPOM COLEPXUTCS
onucaHne perynsapHoO OCYLIECTBNSAEMbIX oOnepauui, 3HaYuMbIX Afs KayecTBa UCCnegoBaHWdA, W NO3BOMSOLLMNA
NpOBOAUTL MUX MPaBUNBHO U eaUHO06Pa3HO;

"tbyHkumsa oTknuka" (response function) - dyHKUMA, KOTOpas Hagnexawum obpa3om OnMCbiBaeT 3aBUCMMOCTb
aHanuTMYeckoro curHana (Hanpumep, nnowaan NMKoB) OT KOHUEHTpauun (CoaepxaHus) aHannsmpyemoro BeLlecTsa B
obpasue. PyHKUMA OTKNMKa onpedensercs AN aHanuTUYecKoro AManasoHa;

"yactnyHas Banugauus" (partial validation) - cepuum aHanUTUYECKUX IKCMEPUMEHTOB, B KOTOPLIX Mocrne
mMoamdmKaummn BanvampoBaHHoOn GroaHannTUYeCcKon METOAMKM YacTb NapaMeTpoB NogBepraTcs Banumaaumu;

"adpdpekT matpuubl" (matrix effect) - npamoe unu Henpsimoe BRMSHWE UNKW BO3AENCTBME Ha pe3ynbTaTbl aHanmsa,
06ycnoBreHHble Hanuynem B Guonornyeckom obpasie HenpeayCMOTPEHHbIX aHann3oM aHanMsupyemblX BeLecTB Uu
WHbIX BAMSIOLWMNX HA HEro BeLLEeCTB;

"acbdekT nepeHoca" (carry over) - NOSIBNEHWE CUrHana aHanmanpyemoro BellecTBa B XOfIOCTOM obpasue nocre
npoBefeHnsi aHanm3a obpasua C BbICOKON KOHLUEHTpaumeln aHanM3npyemoro BeLLecTBa;

"akopHble kanubpaTopbl" (anchor calibrators) - cTaHgapTHble TOYkM BHe [uanasoHa KONMYeCTBEHHOro
onpegeneHus, Ucnonb3yemble ¢ Lenbio nogbopa HenMHEHON perpeccun CTaHg4apTHOW KPMBOW B METOA4ax CBA3bIBAHUS
nuraHga.

3. MamepeHue KOHUEeHTpauun OEeUCTBYIOLLEro BellecTBa B Guonormyecknx obpasuax (Hanpumep, CbiBOPOTKe,
nnasme, KPOBU, MOYE M CIIOHE) - BaXKHbIN acnekT paspaboTku NekapcTBeHHoro npenapara. MNoaToMy B Lenax nonyyeHus
HaOeXHbIX Pe3ynbTaToB UCMOoMb3yeMble BroaHanUTUYEcKne MeToaMKN AOMKHbI BbiTb XOPOLLO OMUCAHHBLIMU, NOMHOCTLIO
BanMaMpoBaHHbIMU U [OKYMEHTMPOBAHHbLIMMU.

B 0cobbIx cuTyaumax OomnycKkaeTca MUCMonb3oBaTh Gornee LMPOKME, YeM OMnucaHHble B HacToALLMX TpeGoBaHuAX,
KpuTepun npuemnemoctu. B aTom crnyyae, ocHoBbIBasicb Ha npeanonaraeMom UCMoNb30BaHUM MeToOUKU, UX crieayet
YCTaHOBWUTb NpeaBapuUTeribHO.

4. MeToabl KONMYECTBEHHOIrO OMNpedeneHus KOHUeHTpauuu OGuomapkepoB, MCMONb3yeMbiX B KayecTBe
hapmakognHaMMYECKUX MapKepoB, B HACTOSALWMX TpeGoBaHNAX He paccMaTpUBatoTCS.

Il. Banupaumsa 6uoaHanuTnieckomn MeETOANKN UCTbITaHUN
1. TpeboBaHus, NpeabsaBnsieMble K CTaHAapPTHLIM 0bpa3uam
5. [Ins NpMroToBneHns rpagympoBOYHbLIX PacTBOPOB, 06pa3uoB Aris KOHTPONs KadecTBa 1 06pasuoB Ans n3yyYeHus

CcTabunbHOCTU B LEeNsX NpoBeAeHWUs Banugauum GuMoaHanuMTUYecKoh METOAMKM W aHanu3a UCMbITyeMblx obpasuoB K
xonocTtomy ©Ouonormdeckomy obpasuy (6uonorumyeckomy obpasuy, He copepxallemy aHanuM3MpyemMoro BeLLecTBa),



MCMonb3ysl pacTBOpbl CTaHAAPTHbIX 0Opa3uoB, A00aBNAIOT UccregyeMble aHanusvMpyemble BellecTBa. B gononHenne K
3TOMy npu npobonoarotoBke Ans xpomaTtorpaduyecknx MeTOAoB [onyckaeTcsa [o00aBnsiTb COOTBETCTBYHOLLMMA
BHyTpeHHuI ctaHaapT (BC).

6. HeobxogmMmo yaoocToBepuTbCst B NPUrOAHOCTM cTaHAapTHOro obpasua n BC, nockonbKy MX KayecTBO (4McToTa)
MOXET MOBNUATL Ha pes3ynbTaThl aHanuM3a W Ha pesynbrathl uccnenoBaHus. [Mo3aTomy cTaHgapTHble 006pasupbl,
ncnonb3yemble OnNA Banugaunnm M aHanu3a WucCnbITyeMblX o6pasuos, OOJITMKHbI ObITb nonyyeHbl M3 HaOeXHbIX WU
NMPOBEPEHHbIX UCTOYHMKOB. K Takum cTaHgapTHbiM obpasuam OTHOCATCS cepTUdULMPOBaHHbIE CTaHAapTHble 0bpasubl,
Hanpumep, dapMakonenHble, KOMMepYeckue cTaHAapTHble obpasubl UM aTTecTOBaHHble CTaHAapTHble oOpasubl,
MPUIrOTOBIEHHLIE CAMOCTOSTENBHO WM BHELUHEN HEKOMMEPYECKONM opraHusauuen. [Ons noarBepXOeHUst YUCTOThI U
npeacraeneHnsa ceefeHnin 06 yCnoBusix XpaHeHusl, Cpoke roaHOCTU, HOMepe cepuun cTtaHaapTHoro obpasua Heobxoamum
cepTudpmkar ero aHanmaa.

Ecnn npurogHocte BC noarteepxgeHa, Hanpumep, OTCYTCTBMEM BIUSHWUS aHanuM3vpyemoro BellecTBa W ero
npumecen, TO MCMOMb30BaHME CEPTMAULNPOBAHHBIX CTaHAapTHbIX obpasuoB BC He Tpebyetca (B ceptudumkatax
aHanusa HeT HeobxoanumMocTK).

7. lNpwn NpyMeHeHnn B KayecTBe BuoaHannTnYeckoro Metoga Macc-cnekrpometpum (ganee - MC) no BO3MOXHOCTM
crnegyeT MCnonb3oBaTb CTabunbHble MeyeHHble m3otonom BC. Mpu 3ToM HeoGXxogumo, YTOObl MeYeHbld cTaHgapT
o6napan BbICOKOW M30TOMHOW YMCTOTON U B HEM HE MPOUCXOAWUNM peakuun U3oTonHoro obmeHa. Heobxoanmo npoeecTtu
NMPOBEPKY Ha HanMyine He3asiBIEHHbIX aHanu3upyeMbIX BeELLECTB, Npu OBHapyXeHWW MocrnegHnx crieayet OLEeHUTb
BO3MOXHO€ UX BrnndHme Ha Banungauunio OuoaHanuTn4yeckomn MEeTOOUNKN.

2. NonHaga Banuaauma buoaHanUTUYECKON METOANKN

8. Jllobas OuoaHanuTndeckass MeToauKa, HE3aBUCUMO OT TOro, HOBast OHa UMM MU3BECTHAas, NOANIEXUT MOSHOM
Banuaauuu.

OcHoBHOW Lenblo Banuaauuy GuoaHanUTUYecKon METOOUKU ABMNSAETCH MOATBEPXKOEHWE ee HafeXHOCTU ans
onpeneneHnsl KOHLEHTpauMn aHanusMpyeMoro BellecTBa B Takux GUonornyeckux obpasuax, Kak KpoBb, CbIBOPOTKA,
nrnasma, Moya u critoHa. Bonee Toro, ecnu npy Npo6oNoAroToBKE MCMONb30BasiCA aHTUKOArynsiHT, ero e HeobXoaAMmo
ncnonb3oBaTh ANA Banuaauuu. MonHasa Banuaauus, Kak NnpaBuno, NPOBOAUTCA AN KaXAoro BUAA XXUBOTHLIX U KaXKaoi
Pa3HOBUAHOCTM BUONOrMYECKUX XKUOKOCTEN, UCMNOMb30BaHHLIX B UCCNeqoBaHU.

Ecnn npu npoBeaeHun Banupauum 6GuoaHanUTUYECKON METOAMKU 3aTPyOHWUTENbHO MCNONb3oBaTb Ty Ke
Pa3HOBUAHOCTb BMOMOrMYEecKon XMaKoCTU, KOTopasi UCNonb3oBanack B paMKkax MccrieqoBaHusl, TO Npy OOCTaTOYHOM
oboCcHOBaHUM [OMYCTMMO WCNOMb30BaTh anbTepHaTMBHble OGuonornvyeckne obpasubl (Hanpumep, MogenbHYH
CMMHHOMOSIOBYH XMAKOCTb).

9. OCHOBHbIMW XapakTepucCTUKamMmu OmoaHanMTUYECKO METOAMKM, HeobXoauMMbiMM ANs NOATBEPXAEeHUs ee
npMemMneMocT M HaOeXHOCTW aHanUTUYECKUX pe3ynbTaToB, SABMAKTCSA CENIeKTUBHOCTb, HWXHUWA npegen
KONMMYECTBEHHOrO OnpeaeneHns, YHKUMS OTKIMKa U aHanuTMYeCcKUin guana3oH (BOCMPOW3BOAMMOCTb MNapaMeTpoB
rpagynMpoBOYHON KPWBOW), MPaBUNbHOCTb, MPELU3UOHHOCTb, BAUAHWE MaTpuubl (3ddekTbl MaTpulbl (NonHoTa
3MMpoBaHns)), CTabUnNbHOCTL aHaNM3MpyeMblx BellecTB B Bruonornyeckmx obpasuax u ctabunbHOCTb aHanu3npyemoro
BewecTsa (BellecTB) u BC npu xpaHeHnn, B pabounx pacTBopax, B M3BMEYEHNSIX B TEYEHME BCETO Nepuoaa XpaHeHus
NpoboMNoOAroTOBKM.

10. Uay4yeHuto, Kak npasBumo, NOANEXUT OOHO aHanuMaupyemoe BeLLeCcTBO WM OeiCTBylolLLee BELLECTBO, HO B
HEKOTOpPbIX CryYasix OnpedenstoT KOHLUEHTPAaUMI0 HECKONbKMX aHanmavpyemblX BewecTB. OTO MOryT ObiTb Kak ABa
pasHbIX BELEeCcTBa, Tak U UCXOOQHOEe COoeauHEeHWe C ero MeTabonuTaMu UM 3HaHTMoMepbl (M30Mepbl) AeNCTBYHLEro
BellecTBa. B Takux crnyyasix nNpuHUMNbI Banuaauuv U aHanvaa cnpasenfivBbl AnA BCEX MCCNeayeMblX aHanmanpyemMblx
BELLEeCTB.

CenekTnBHOCTb (M36rpaTenbHOCTD)

11. BuoaHanuTnuyeckas MeToguka [oOmkHaA obnagaTb CnNocobHoCThbio AnddepeHumMpoBaTh aHanmMsMpyemoe
BewectBo M BC oOT SHOOreHHbIX KOMMOHEHTOB MaTpuubl M APYrMx KOMMNOHEHTOB obpasua. CenekTMBHOCTb
OvMoaHanMTU4YecKkon MeTOAMKM HeoOXoAMMO MOATBEPAUTb, UCMONb3yss HEe MeHee 6 pasnMyHbIX WMCTOYHUKOB
COOTBETCTBYIOLLMX XONOCTbIX 00pasuoB, He COAEepXalMX aHanuanpyemoro BellecTBa (C 3SKCMepUMEHTasbHbIM
noateepxaeHuem). B OTHOWeEHUM peakux pasHOBUOHOCTEN Ouonornveckux obpasuoB [OMYyCTUMO WCNONb30BaThb
MEHbLLEEe KOMMYECTBO WUCTOYHUKOB. OTCYTCTBME WCKaXKaloLLEro BAUSHWUA KOMMOHEHTOB XOSOCTOro 6GMONornyeckoro
obpasua, KOHCTaTUpYyeTCs, Kak MpaBumio, €CriM UX CUrHam Mo HWKHEMY npefeny KOnMYeCTBEHHOrO OMNpederieHust He
npesbiwaet 20% gnsa aHanuanpyemoro Belectea u 5% - ana BC.

B HeKkoTOpbIX CrnyYasix MOXeT MnoHagobuTbcA uccrnegoBaHWe CTEeneHU BRUSHUS MeTabonuTOB [OeiCTBYHOLLEro
BELLecTBa, a Takke MPOAYKTOB Aerpagauuv, obpasylomxcs npyu npobonoaroToBKe, U OQHOBPEMEHHO MPUMEHSIEMbIX
nekapcTBeHHbIX npenapatos. Ha aTane BanuaaumMu 6uoaHanUTUYecKo METOAUKM UMK Ha aTarne aHanM3a KOHKPETHOro



nccnegoBaHnA M aHalnimM3mpyemoro BellecTBa Heobxoanmo NMPUHATL BO BHMMaHWE Ji€KapCTBEeHHbIE npenaparhl,
npuMmeHdaBsLInecCs Mccnep,yemoﬂ ﬂOI'IyJ'IFlLI,VIeIZ KaK conyTCcTByroLne.

12. Ecnu npumeHumo (gns HecTabunbHbix meTabonmnToB, Hanpumep, Kucrbix metabonutoB B adwmpe,
HecTabunbHbix N-OKCMOOB WNKU  [MIOKYPOHMAOB, COEOUHEHWA C JNAKTOHHOW CTPYKTYpon), HeobOXoOMMO OLEHUTb
BO3MOXHOCTb 06paTHOro npeobpasoBaHnst MeTabonuTa B UCXOQHOE aHanuM3MpyemMoe BeLLeCTBO Ha pasfnuyHbiX dTanax
aHanusa (Bknwyasa npouenypbl nNpobonoarotoBku mnv B mssnedeHun gns MC-ananmsa). Heobxogmmo ycTtaHOBUTH
cTeneHb obpaTHOro npeobpas3oBaHMs U MPOaHanM3npoBaTb €ro BMVSIHWE Ha pesynbraThl MccrnegoBaHusa. Ha paHHux
aTanax pas3paboTkM HOBOIO XUMWYECKOTO COEAMHEHUS, MOoKa ero MeTabonmaMm elle He W3y4YeH, TaKyl OLEHKY
OCYLLECTBUTb HEBO3MOXHO. TeM He MeHee Mnocrne MnosydeHus B npolecce pa3paboTkM HOBbIX JAHHLIX O MeTabonuame
OencTBytoLLero Belwlectsa HeobxoguMo yuuTbiBaTb npobnemy obpaTtHoro npeobpasoBaHuda, 4To TpebyeT nposeaeHus
YacTUYHOM Banugauumn.

B HEKOTOpPbIX Cny4yadaxX AOCTaTO4YHO CJOXHO nNonyydYnMTb AOCTyn K CTaHAapTHbIM 06pasu,aM ncenegyemblx
metabonutoB. C gpyron CTOpPOHbI, obpaTHoe npeobpa3oBaHne MeTabonmMta MOXHO OUEHWUTb, NMPOBOAS MOBTOPHbLIN
aHanu3 akTUBHbIX 06pa3uoB (06pa3uoB, coaepXKallMx aHannsnpyemble BELLECTBA, B3ATbIX OT CyObLEKTOB UCCNEnoBaHUS
UM XXUBOTHbIX). OQHaKO B 3TOM Cly4Yae Hemnb3s UCKNoYUTL 0b6paTHOEe Npeobpa3oBaHuWe B NpoLecce NPoGonoaroTOBKM.

BnusHue (adbdekT) nepeHoca

13. lpn paspaboTke MeTOAWKM HeobXoOMMO MpUHMMAaTb BO BHUMaHWME W MUHMMU3MPOBATb MNEPEHOC
aHanusMpyemoro BeLlecTBa OT Npobbl k Npobe. B npouecce Banupaumm Heobxoaumo oueHnTb 3dhpekT nepeHoca, BBOAS
XorocTble obpasupbl nocrie obpasuUoB C BbICOKOM KOHLUEHTpaumenh uUnu rpagympoBOYHbIX PacTBOPOB BEPXHWUX YPOBHEN
KonnyecTBeHHOro onpegenenund. llepeHoc B xonocton obpasel nocrne CTaH4apTHOMO pacTBopa C BbICOKOW
KOHUEHTpauwuen He gormkeH npesbiwaTb 20% BenMumHbl HYXKHEro npegena konnyecteeHHoro onpegenenus (HMNKO), kak
3TO ykasaHo B nogpasgene "HwkHWiA npeden KonnmyecTBEHHOrO onpeaenenns” HacToswero pasgena) u 5% - gna BC.
Ecnu o4eBnagHO, 4TO nNepeHoc HeusbexeH, uccregyemble obpasubl He paHAOMM3UPYHOT. Ona Toro 4YTtobbl NepeHoc He
MOBMMAS Ha NPaBUMBHOCTb M NPELM3MOHHOCTb, HEOBXOAMMO B X04e Banugauuu npegycMoTpeTb cneuunarnbHble Mepbl
(Hanpumep, nocrne obpasuyoB C OXMOAeMON BbICOKOM KOHLUEHTpauMen u 4O Havana aHanvsa ovepegHoro MCnbiTyeMoro
obpasua BBOOUTb XON0oCTble 06pasupl).

HvKHUI npenen Konm4ecTBeHHOro onpeaerieHnd

14. HwxHui npegen konuyectBeHHoro onpegenenns (HIMKO) ecTb HauMeHbLUAs KOHLEHTpaUMs aHanuanpyemoro
BelllecTBa B 0bpasue, koTopas nogaaeTcs HageXKHOMY KONMYECTBEHHOMY OMNPEnENneHunio ¢ NpMeMeMon NpaBmibHOCTbLIO
n npeunsmoHHocTblo. HIMKO cuntaetcsi HAMMEHbLUUM TPagyMpOBOYHBbIM CTaHO4APTHbIM 0OpasuoM (Kak 3TO ykas3aHo B
nogpasgenax "lMpasunbHocTs" u "lpeumsnoHHOCTb" HacToswero pasgena). lMpu aTOoM curHan aHanuM3npyemoro
BewecTBa 13 obpasuya ¢ HIMKO pgomkeH He MeHee 4yeM B 5 pa3 npeBOCXoauTb BENWYMHY CUrHarna xoroctoro obpasua.
HIMKO HeobxoaMmo aganTupoBaTth K OXXKMAAeMbIM KOHLEHTpaUMaM U Lenu nccneaoBaHus (Hanpumep, B MCCNeAoBaHUU
onoakBuBaneHTHoctM HIMKO He pomkeH ObiTb Bbille, Yem 5% ot Cmax (MMHMMarnbHOM BENUYUHBI Cmax M3 BCen

BbIOOPKU CyOBEKTOB)).
lpapyvpoBoYHas kpuBasi (MMHEAHOCTb)

15. HeobxogmMMo oueHUTb PyHKUMIO OTKMMKA rpagyMpOBOYHOM KPMBOW ANst BCEX KOHLEHTPaLUn aHanuanpyemoro
BellecTBa, NPy 3TOM WU3YHEHUIO NOANEXUT OnpederieHHbI Anana3oH KOHLUeHTpauun. pagynpoBoYHble CTaHAapTHbIE
obpasubl rotToBAT NyTeM Jo6GaBNeHMs aHanM3MpyemMoro BellecTBa C U3BECTHbIMU KOHLIEHTpaUUsaMKM K Xonocton npobe ¢
NCNonb30BaHMEM TOW e ee pa3HOBUAHOCTW, koTopas OyaeT nmonmyveHa B uccnegoBaHun. Kaxgomy aHanuanpyemomy
BELLECTBY, M3y4aemMoMy MNpu Banugauum GUoaHANUTUYECKON METOOUKW, U KaXKAOMY aHanuMTMYECKOMY LMKy OOSHKHa
COOTBETCTBOBATbL OTAENbHASA rpagyMpoBOYHas KpMBasi.

B wuwpgeane pgo Havana npoBegeHus Banvgaunm 6GuoaHanMTUYecKon MeToAMKM HeobxoguMMO YCTaHOBMUTb
OXWOaeMbll OuanasoH KOHUEeHTpauun. OTOT [[uanasoH [OJKEeH nepekpbiBaTbCA aHanuTudeckon obnacTtbio
npuMmeHsemon metoaukn, 3agasaemon HIMKO kak HauMeHbLUero rpagyvwpoBOYHOrO cTaHgapTa M BEPXHUM MNpenerioMm
KonnyecteeHHoro onpeaenenus (BIMKO) kak HanbonbLiero rpagympoBoYHOro ctaHaapTa. [uana3oH HeobxogmMmMo 3agath
C Uenblo Haanexallero onncaHms papmMakokMHETUKN M3y4aeMoro aHanm3npyemMoro BeLecTsa.

16. MNMomumo xonoctoro obpasua (noaeseprHyToro obpaboTke 6Guonornyeckoro obpasua, He coaepXallero
aHanuaupyemoro BeuwlectBa unu BC) mn HyneBbix obpasuoB (nogBeprHyTbix obpaboTke Guonornmyeckux obpasuos,
cogepxawmux BC) HeobxoguMmo uvcnomnb3oBaTb He MeHee 6 pasnuyHbIX rPaayMpOBOYHBLIX KOHUEHTpauun. Kaxabii
rpagyvpoOBOYHbIN CTaHA4APT AONYCKAETCS aHanu3MpoBaTh NOBTOPHO.

17. HeobxogmMmo ucnonb3oBaTb 3aBUCUMOCTb, KOTOpasaA npocCTo N HageXHO MNMo3BOJIAET onncaTtb beHKLI,VIPO OTKIMKa
adHannTN4YeCKoro curHana OT KOHUeHTpauunm aHanmanpyemoro BeljecTBa. npl/l BblYHUCIIEHNUN NMapaMeTPOB
rpa,u,ympoaquoﬁ KpMBOIZ XONnocCTble U HyneBble o6pa3u,b| He y4YMTbIBalOT.

18. B oT4yeTe Heobxooumo onucaTb NapaMeTpbl rPagyMpOBOYHOM KPMBOW (4NS1 JIMHEWHOW perpeccumn - yros
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HaknoHa ¥ cBOGOAHbLIA YrneH (Mpu HeobXxogMmocTu nocredHero)). B gononHeHue kK 3TOMy Hapsidy C paccYMTaHHbIMU
cpedHVMM 3HaYEHUSIMU NPaBUIBHOCTU HEOOXOAMMO MNpeacTaBUTb SKCNEPMMEHTanbHO paccyYMTaHHbIE KOHLIEHTpaLMK
rpagyvpoBOYHbIX CTaHAaApTOB. B oTyeTe HeobxoaMmo npencTaBUTb BCE MMEHLLMECH UMW MpUEMSEMbIE KpuBble (HO He
MeHee 3), nony4YeHHble B Xo4e Banugaumu.

19. JkcnepuMeHTanbHO paccyYUTaHHble KOHLEHTpauun rpagyMpoBOYHbIX CTAaHOAPTOB AOMXKHbI NexaTtb B npeaenax
15% OT HOMMHanbHbIX 3HaYeHun (3a ucknioveHrem HIMKO, ons KOTOpbIX 3TW 3HAYEHMUS MOTYT HaxoAmMTbCs B npegenax
20%). STOMy KpUTEpuIo OOMKHbI COOTBETCTBOBAaTb He MeHee 75% rpagyupoBOYHbIX CTaHOAPTOB B HE MeHee 4eM 6
pasnu4HbIX KOHUEHTpaunsx. Ecrnv ncnonb3ayotca NOBTOPHOCTU, 3TUM Kputepuam (B npegenax 15% wnmn 20% ans HMKO)
OOMKHbl COOTBETCTBOBATb He MeHee 50% wucnbiTaHHbIX 00pa3uoB ANs KaXOOW KOHLEHTpauuMu rpagyvMpoBOYHbIX
cTaHgapToB. Ecnu rpagyvpoBOYHBIN CTaHAAPT HE COOTBETCTBYET ITUM KPUTEPUSAM, €ro Heobxooumo WCKMAYUTL, a
rpagyvpoBOYHYIO KpUBYHO NepecymnTaTb 6e3 yyeta 3Toro ctaHgapTta (B TOM YuCrie NPOBECTU MOBTOPHbLIA PErPECCUOHHbIN
aHanus). Ecnn Bce noBTOpHOCTU rpagympoBoydHbix ctaHgaptoB HIMKO mnm BIIKO Obinv 3abpakoBaHbl, TO Banugauuio
COOTBETCTBYIOLLEN CEPUM TPadyMPOBOYHBIX PAcTBOPOB He NpoBoasAT. lpu 3TOM HeoOXOAMMO YCTaHOBUTb MPUYUHBI
3abpakoBku, @ METOAMKY NpW HeobxoamMmocTu aopaboTtatb. Ecnv Bannaaums cnegylowlen cepmum Takke He NPOXoauT, TO
00 Havana HoBOW Banuaauun HeobxoamMMo NepecMoTpeTb METOOUKY.

20. HecmoTpsa Ha TO, 4TO rpagyvMpOBOYHYI KPUBYK XenaTenbHO CTPOUTb C MCMNOMb30OBaHUEM
CBEXENPUroTOBMNEHHbIX 06pa3sL0oB, NPU HanNUuUM Haanexawux AaHHbIX Mo CTabunbHOCTU JOMYCKaeTcsl MCNonb3oBaTb
paHee NPUroTOBMEHHbIE U MOABEPTLLMECS XPAHEHMIO TPadyMpOBOYHbIE 06pasLbl.

lMpasunbHOCTL

21. MpaBuUNbHOCTb aHaNUTUYECKONW METOOMKU BblpaXaeT OnM30CTb MONyYEHHbIX C MOMOLLbID Hee 3Ha4YeHWui K
HOMWHAamNbHBLIM KOHLEHTPpaUUsaM aHanuManpyemoro BellecTBa (Kak MpaBWUMo, OHa BblpaxaeTcs B MpoLeHTax).
MpaBunbHOCTL HEOGXOAMMO OLeHMBaTbL Mo obpasuamM ans kKoHTpons kavectBa (KK) - obpasuam, Kk koTopbiM gobaBneHo
3apaHee W3BECTHOE KONMMYecTBO aHanuaumpyemoro BellecTBa. O6Gpasubl Ans KK roTtoeBAT HeszaBUCUMO OT
rpagyvMpoBOYHBLIX CTAHOAPTOB, UCMONb3YA PasnuyHbIe NPeaBapUTENbHO NPUIOTOBIIEHHbIE UCXOAHbIE PACTBOPbI.

22. Obpasubl ana KK aHanusanpyoT No rpagyupoBOYHON KPUBOW, SKCMEepUMEHTanbHble 3HAYEeHUS KOHLUEHTpaLmi
CpaBHUBAKT C HOMMHanbHbIMU. [1paBUMBHOCTL B OTYETE BbIPaXaKT B BUAE MPOLEHTa OT HOMMHAIbHbLIX 3HAYEHWUN.
MpaBunbHOCTL HeobxoouMOo onpedendTb Mo KoHUeHTpauuam obpasuoB ana KK, nonyyaembiM kKak BHyTpu 1 umkna
(MpaBWbHOCTb BHYTPY LMKNA), Tak U B pasHbIX LMKIax (MPaBUITbHOCTb MEXAY LMKIamu).

C uenbto oUeHKM NobbIX BPpEMEHHbIX TEHAEHLUMN BHYTpK 1 uMkna uenecoobpasHo noaTBEepAUTb NPaBUNIBHOCTb U
NPeuun3noHHOCTbL aHanmnsa obpasuos ans KK He meHee yem B 1 LMKNe, COOTBETCTBYHOLLEM MO BEMNYUHE MIAHUPYEMOMY
aHanUTUYEeCKOMY LIMKITY AFS UCTbITyeMbIX 0Opa3sLOoB.

MpaBWMnbHOCTL BHYTPU LKA

23. MpaBWnbHOCTb BHYTPW LMKNA OMpeaenstoT nyTeMm aHanusa BHyTpu 1 uukna He meHee 5 obpasuoB ogHon
KOHLIEHTpauun He MeHee 4eM AN 4 pasnuyHbIX KOHUEHTpauui, BXOAALWMX B Ouana3oH MPUMEHEHUS METOOUKW.
PekomeHayemble KOHLEHTpaUmnm:

HIMKO;

TponHas BenuunHa HIMKO (HWxHWA ypoBeHb);

okono 30 - 50% oT BepxHeK rpaHuLbl onpeaenseMblX KOHLEHTpauui (CpeqHUn ypoBeHb);

He MeHee 75% OT BEpXHEN rpaHuLbl onpeaensieMbiX KOHLEHTpauuii (BEPXHUIA YPOBEHB).

CpenHee 3HadyeHME pacCUYUTaHHbIX KOHLEHTpauui AOIMKHO HaxoauTbcA B npedernax 15% OT HOMMHanbHbIX
3HadyeHun anst obpasuoB ansa KK; ogHako gna HIMKO npepenbl gonyckaetcs pacwmpuTb 80 20% OT HOMWHambHbIX
3HaYeHUMN.

npaBI/IJ'IbHOCTb Mexay uMknamm

24. Ina Banuaaumm nNpaBUbLHOCTU MeXAy uuknamu Heobxoaumo oueHuTb HIKO, HWXHWIA, cpeaHuii n BepXHUN
ypoBHU obpasuoB anga KK n3 He meHee 4em u3 3 npoaHanmM3MpoBaHHbIX LIMKIOB, NPOBEAEHHbIX B TEYEHWNE HE MEHEE YeM
2 pasnunyHbix OHen. CpeaHee 3HAYEHWE pacCUMTaHHBLIX KOHLUEHTpauun OOMMKHO HaxoguTbca B npegenax 15% ot
HOMUMHanbHbIX 3HavYeHun ans obpasuos ans KK; gna HIMNKO npegensl gonyckaetcst pacwmputb 8o 20% OT HOMUHANbHbIX
3HaYEeHUN.

25. B oT4eT 0 Banugaumm MeTOAMKN npu onpeaeneHnn npaBnbHOCTU U NpeUun3noHHOCTHU HeobX0AMMO BKIHOYUTL
BCe MnoJly4YeHHble pe3yrbraThbl, 3a UCKINMKYEeHNEM OOKYMEHTUPOBAHHbLIX MPOMaxoB.

npeLl,I/I3MOHHOCTb



26. lMpeumsmoHHOCTb aHanUTUYECKON METOAMKM - 3TO CTeneHb Onu3ocTu pesynbTaToB MeXAy OTAeNbHbIMU
MOBTOPHBIMM U3MEPEHUSIMU, BbIpaXalolascsa B BMAE OTHOCUTENBHOIO CTAaHAAPTHOIO OTKMOHEHust (koaddpumumneHTa
Bapuaumm). [MpeumsmoHHOCTb Heobxogmmo noaTeepanTb ana HIMKO, HwxHero, cpegHero u BEPXHEro YpPOBHEN
KoHLUeHTpauuun obpasuos ans KK kak BHyTpy 1 umkna, Tak U Mexay pasHbiMW LMKNaMu, TO €CTb NSt TeX Ke LUKNOB U
OaHHbIX, YTO 1 MPU NOATBEPXKAEHUUN NPABUITbHOCTW.

MpeLumn3noHHOCTb BHYTPM LMKna

27. Tpn oueHKe NpeuusnoHHOCTM BHYTPW UMKNa HeobXoaMMO MChnonb3oBaTb He MeHee 5 06pasuoB ogHOM
KoHueHTpauun ansa HIMKO, HmkHero, cpegHero M BEpPXHEro YpoBHEW KOHUEHTpauum obpasuoB ans KK BHyTpu ogHoro
umkna. OTHOCMTENbHOE CTaHOAPTHOE OTKITOHEHME BHYTPY 1 LMKNa He OOIMKHO npesbiwatb 15% ans obpasuos ans KK,
ans HMKO oHo He gorkHo npeBbiwaTh 20%.

npeLl,I/I3I/IOHHOCTb Mexay unknamm

28. Mpu oLEeHKe NPeun3MoHHOCTM Mexay uuknamm Heobxogmmo onpegenutb HIMKO, HWKHUA, CpeaHnin U BEPXHUI
YPOBHU KOHLeHTpauun obpasuos ans KK He meHee 4yem u3 3 npoaHanu3npoBaHHbIX LUKNOB, MPOBEAEHHbIX B TEYEHME HE
MeHee 4YeM 2 pasnunyHbix gHen. OTHOCUTENbHOE CTaHAAPTHOE OTKITOHEHUE MEXAY LMKNamMn He JOMMKHO npeBbiwath 15%
ans obpasuor ons KK, ana HMKO oHo He gomkHo npesbiwath 20%.

OtcyTtcTBME BNUSHMS pa3baBneHns oopasuos

29. CteneHb pasbaBneHuss obOpasLOB He [OSKHa BMMATb Ha NapameTpbl MPaBUIbHOCTM M NPELU3MOHHOCTMU
mMeToauku. Mo BO3MOXHOCTM Banuaauuto pasbaBrneHuss obpasuoB HeobxoaMMO MpoBOAWUTL NyTeM p[obGaBneHus K
MaTpuue aHanM3Mpyemoro BellecTBa B KOHLIEHTpaUUW Bbllle BEpPXHEW rpaHuubl OnpeaensieMblX KOHUEHTpauui u
pasBefeHus nonyyeHHoro obpasua xonoctonm npobon (He MeHee 5 onpegeneHuMn Ha Kaxgoe pasbasneHue).
MpaBUNBbHOCTL M NPELN3MOHHOCTb AOMKHbI HAXOAWUTLCS B MpeAenax YCTAHOBIEHHbIX KPUTEPUEB MPUEMIIEMOCTU (He
6onee 15%). AHanuTMYecKun f[uanas3oH (Auanas3oH MpPUMEHEHUs) OOMMKeH BKN4YaTb B ceba pasbaBneHue,
NPUMEHSIEMOE K UCMbITyeMbIM obpasuam.

30. OU,eHKy anana3oHa TMnpuMeHeHNUA MOXHO MNpoun3BecCTn B paMKax YacTUYHOM Banugauuu. ,D,OI'IyCKaeTCFI
ncnonb3oBaTb MHYKO MaTtpuuy, ecim nokasaHo, YToO OHa He BINAET Ha NPeLn3noOHHOCTb U NPaBUIIbHOCTb.

OpbekT maTpuLbl

31. Mpu npumeHeHun MC-meToaMK HeoOXOAMMO OLEHWUTb 3hdEKT MaTpuubl, UCMONb3yss He MeHee 6 cepuin
XOrOCTbIX 06pa3sLOB OT pa3HbIX CyObEKTOB (MCTOYHUKOB).

32. MyTemM BbIYUCIEHUA OTHOLUEHWUSI MakCMManbHOM Nnowaan nuka B NPUCYTCTBUM MaTpuubl (onpenensiercs
nyTem aHanmsa NoAroTOBMEHHOrO XOrocToro obpasua ¢ AobaBreHHOW M3BECTHOW KOHLUEHTpauMen aHanm3npyemoro
BeLLeCcTBa) K MakCUManbHOW Nrowagun nnka B OTCyTCTBUE MaTpuULbl (YUCTbIN pacTBOP aHanM3npyemMmoro BellecTBa B TON
e KOHUEHTpauun) Ons Kaxgon cepun matpuubl s Bcex aHanuanpyembix BewectB U BC Heobxogmmo paccuuTatb
acbdekt matpuubl (BM). Heobxogmmo paccumtate HopmanmsoBaHHbin OM no BC (kak yactHoe oT penexHuss OM
aHanusupyemoro Bellectsa Ha OM BC). OTHocuTenbHoe cTaHgapTHOe OTKIOHeHue HopmanusoBaHHoro OM no BC,
paccuntaHHoe ansa 6 Guonornyeckux obpasLoB, He AOMKHO npeBbiwaTtb 15%. MamepeHnst ocyLecTBNAT ANS HMKHEro
N BEPXHErO YPOBHS KOHLeHTpauun obpasuos ans KK.

Mpn HenpvMeHMMOCTM Takoro nogxoda (Hanpumep, Npu MNPOBOMOArOTOBKE B PEXMME pearnbHOro BpeMeEHW)
HeobxoaAMMO OLEeHUTb BapnabenbHOCTb OTKIWKOB MEXAY CepusiMuM NyTeM aHanvsa He MeHee 6 cepuin maTtpuubl, B
KOTOpyto 4oBaBneHo aHanu3vMpyemoe BeLLeCTBO Ha HWDKHEM WM BEPXHEM YPOBHAX KOHUeHTpauun obpasuos ans KK. B
oTyeTe O Banuvgauum HeobGxoguMmoO npeacTaBWMTb MNMoOWaaM MNMKOB aHanusupyemoro BewectBa u BC, a Ttakke
paccuMTaHHble KOHLEeHTpauum Kaxgoro obpasua. OTHOCMTENbHOE CTaHAapTHOE OTKIMOHEHME AN CEepUU He OOIDKHO
npesbiwaTb 15%.

33. Ecnu maTpuua ManogocTynHa, AoNyCcKaeTcs UCMonb30BaTb MeHee 6 pasnuyHbIX CEpUn MaTpuL, OOHAKO Takon
nogxon Heobxogmmo obocHoBaTh. B aTom crnyyae Takke He0DX0oMMO OLeHUTb 3hdekT maTpuubl.

34. Ecnn nekapcTBeHHbIV npenapart, npedHasHadYeHHbl AN napeHTepanbHOro BBeAEHUs cybbekTam
nccrnegoBaHns WM KMBOTHBLIM, COAEPXWUT BCMOMOraTernbHble BeLlecTBa, CMOCOBHble Bbi3BaTb 3PdeKkT MaTpuubl
(Hanpumep, NONUITUNEHINNKONbL MK nonucopbar) addeKkT MaTpuubl B AOMNOMHEHUE K XOMNOCTOW MaTpuLe OLEHUBALOT,
ncrnonb3ys MaTtpuvuy, COAepXallyt yKasaHHble BCMomoraTenbHble BelwlecTBa. Ecnv He pokasaHo, 4TO ykasaHHble
BCNoMoraTenbHble BellecTBa noaBepraloTca Metabonuamy unm GuotpaHcdopmauuy in vivo, maTpuuy Ans aHanusa
nornyyaroT OT Cy6bLEKTOB MCCNEQOBaHNS UMM KUBOTHLIX, KOTOPLIM BBOAMIMM 3TN BCNOMoOraTenbHble BelwecTsa. BnunsHue
BCMOMOraTernbHbIX BELLECTB MOXHO OLEHWUTb MyTeM BbluMcreHns OM unu nposegeHus uccregoBaHus NOCPEACcTBOM
pasBefeHns ucCnbiTyeMoro obpasua C BbICOKOM KOHLEHTpauuMen B XOJIOCTOM MaTpuue, He coaepxalewn
BCNoMoraTernbHble BeLecTBa.



35. B gonomnHeHne k ctaHgapTHeIM Bronornyecknm obpasuam adgekT MaTpuubl PeKOMEHAYETCA OLeHUBaTh Ha
"HecTaHOapTHbIX" obpa3suax (Hanpumep, obpasuax runepnUNMAEMMYECKON Nnasmbl UK Ma3mbl, MONYYEHHOW N3 KPOBM,
noaeepriuencs remonuay). Ecnu ananuay nognexat obpasusl oT 0cobbix rpynn nauneHToB (Hanpumep, ¢ NOYEHHON Unm
NMe4YeHOYHOW HeOgoCTaTOMHOCTLIO), 3PdEeKT MaTpuLbl PEKOMEHOYETCA OLEHUTb, UCMONb3ya bBuonornyeckne obpasubl OT
TaKMX NauneHToB.

CtabunbHocTb

36. YTOObI YyOOCTOBEPUTLCS, YTO KaXabl 3Tan npobOMOAroTOBKM M NMOCMEAYoLWEero aHanmsa obpasuos, a Takke
YCINOBUS UX XPaHEHMWS HE MOBMAUSNIM HA NMOCTOSIHCTBO COXPAHEHMS KOHLEHTpauumM aHanvM3npyemMmoro BellecTBa, MpoBogsaT
nccnenoBaHue cTabunbHOCTU.

37. CtabunbHoCTb HEOOXOAMMO OLEHWTb ONiS KaX4oro aTana aHanuTUYECKOW METOAMKW, TO €CTb MOMy4YuTb
JoKasaTenbCcTBa TOro, YTO YCMOBMS, [N KOTOPbIX MPOBEAEHbl WUCCNEeAoBaHUsA CTabunbHOCTM (Hanpumep, BUA
BGuonoruyeckoro obpasua, Hanumune aHTUKoarynsHTa, Matepvan KOHTeNHepa (YynakoBKW), XpaHeHUe 1 yCnoBusa aHanunsa)
aHarnorMyHbl pearnbHbIM YCIIOBUSIM aHanu3a ucnbiTyembix 06pa3uoB. Ccbinka Ha nMTepaTypHblie NCTOYHUKM HE SIBNSIETCS
OO0CTaTOYHbIM YCITOBUEM.

38. CrabunbHOCTb aHanuM3npyemoro BellecTBa B MccnegyeMoM obpasue OUEeHMBAlT, ucnonb3yst obpasubl
HWKHEro N BEpPXHEro ypoBHs koHueHTpaumn anst KK, koTopble nccrneaytoT cpasdy nocne mx npobonoarotoBKM U nocne
XpaHeHus B YCMNOBUSIX, B KOTOPbIX MpoBOauTCs pabota c mcnbiTyeMbiMu obpasuamu. Obpasubl ans KK, kak npasuno,
aHanu3npyrT Mo rpagyMpoOBOYHOM KPUMBOW, pPacCYMTAHHOW MO CBEXENPUIOTOBMEHHLIM MPaayMpOBOYHLIM PacTBOpPaM.
[Mony4yeHHble KOHLEHTpauun CpaBHMBAKOT C HOMWUHanNbHbIMU. [1paBMNBHOCTL ANSA KaXOoW W3 KOHUeHTpauun (ans
CpefHuX 3Ha4YeHUN) OormkHa HaxoauTbes B npegenax 15% oT HOMWHANBHOrO 3HaYeHMs.

39. Heobxognmo, yuntbiBas NMHENHbIN AMana3oH 1 AnanasoH onpeaeneHvs geTektopa, UchbiTaTb CTabunbHOCTb
NCXOAHBIX U paboymx pacTBOPOB NOCHE COOTBETCTBYIOLLNX pa3BeaeHnin.

40. WUccnepoBaHust cTabunbHOCTM HEOBXOAMMO MNPOBOAUTH MPU PasfUNYHbIX YCIOBUSAX XpaHeHus (Hanpumep,
nucnonb3ys nogxon "Hauxydwero cry4vasi"), no cpokam, pPaBHbIM MMM MPEBbLILAKLNM CPOKUA XpaHEHUs1 hakTU4ecKmx
aHanusMpyembix nccnegyembix 06pasos.

41. Heobxoamnmo NpoBECTU CreayoLwme UCNbITaHUs CTabUITbHOCTH;
a) cTabunbHOCTb UCXOAHbIX U paboymx pacTBOPOB aHaNM3npyemoro Bellectsa u BC;

0) cTabnnbHOCTL 3aMOPOXXEHHOIO U Pa3MOPOXXEHHOro Guonornveckoro obpasua, cogepxallero aHanmsmpyemoe
BELECTBO (MepeMeLeHHOro M3 YCIOBUM 3aMOPO3KM B KOMHATHYH Temnepatypy WM TemnepaTtypy YCIoBUNR
NpoboNoAroTOBKN HE MEHEE YeM B 3 LMKIax "3aMopaxmnBaHus - pa3amMopakusaHuns'");

B) KpaTKOCpOYHasi CTabunbHOCTb aHanu3npyemoro BellecTBa B Owuornormdeckom obpasue npu KOMHaTHON
TemMnepaType unv Temnepartype ycnosuii NpobonoaroToBKY;

F) eCcTeCTBeHHOe XpaHeHune Buonornyeckoro o6pa3u,a, cogepixawero aHanm3mpyemoe BelecTBO (B
3aMOpPOXEHHOM BVI,D,e).

42. Kpome TOro, HeobxogMMo nposecTtu cnegywuwmne ncnblitTaHnA (ech I'IpVIMeHVIMO)Z

a) cTtabunbHOCTb obpasua nocrne nNpobOMNOAroTOBKM MPU KOMHATHOW TemnepaType WM B YCIOBUSAX XPaHEHWs,
KoTopble ByayT ncnonb3oBaTbCs BO BPEMS aHanu3a;

6) cTabunbHOCTb NOABepriuMxcst NpobonoaroToBke 06pa3LOB B YCTPOMCTBE A1l aBTOMAaTUYecKoro Beoda npoobl
npu TeMnepaType MHXeKTopa Unu aeTogo3atopa.

43. ayyeHune cTaburnbHOCTM NpY 3amopaxxmBaHum 1 paamopaxusannn. Obpasubl ans KK xpaHaT 3aMopoXeHHbIMU
B MOpPO3WUSIbHOW Kamepe Npu NpegycMOTPEHHOW TeEMNepaType U 3aTeM pa3MOpakMBalOT MPU KOMHATHOW TemnepaType
unu Temnepatype npobonoarotoBku. [locne nonHoro pasmopaxunBaHus obpaslbl 3aHOBO 3aMOPaXMBAKOT B TeX Xe
ycnosuax. B KaXXgoM Luukne 06pa3u,b| OOJXHbl HAaXoAUTbCA B 3aMOPOXEHHOM COCTOAHUU B TedYeHune no MEHbLLIEN mMepe
12 yacoB. KonnyecTtBo LMKIOB U3y4eHUs1 CTabWUIbHOCTM "3aMOpPaXMBaHUS - pa3MopaXmnBaHusa" OOIMKHO ObiTb paBHbIM
WV NPEBbILLATbL KONMMYECTBO TaKMX LIMKIOB A8 UCMbITYEMbIX 00pa3sLOoB.

44. N3yyeHue ecTeCTBEHHOrO0 XpaHEHWS 3aMOpPOXeHHOro OGuomnornyeckoro obpasua, cogepxkaliero
aHanusmpyemoe BellectBo. Obpasubl Ans KK Heobxogumo 3amMopo3nTb B TEX XKEe YCIOBUSIX M XPaHUTb B TaKMX YCIOBUSIX
CTOMNbKO e, CKOMbKO W MCMbITyeMble o6pasupbl, Mnu Jonblie. B OTHOWEHUN HU3KOMOMEKYNSIPHBIX OpraHU4eckux
COeANHEHN [ONyCKaeTCcsl MCMNoNb30BaTh MOAXOA, OCHOBaHHbLIA Ha UCCNeaoBaHWW KpalHWX BapuaHToB (MeTon
OpekeTuHra), Hanpumep, ecnn cTabunbHOCTb NOATBEPXAEHA Npy Temnepatypax muHyc 70 u muHyc 20 °C, nccnegoeatb
cTabunbHOCTL NpW Temnepartypax, nonagalrLlmx B 3TOT AuanasoH, He Tpebyetcs. CTabunbHOCTb KPYMHbIX MOMEKyn
(Hanpumep, nentMgoB M 6GenkoB) HeoOxoAMMO MNOATBEPAOUTH ANSA KaXZonW w3 TemnepaTtyp, Mpu KOTopbix Oyder



OCYLLECTBNATLCA XpaHeHue Ouronormyeckmnx 06pa3LJ,OB. B pononHeHue K 06pa3L|,aM ans KK O0onycKkaeTca ncnorib3osaTb
ncnbiTyemble o6pa3u,b|, OAHaKO MCNoJ1b30BaHUE TOJIbKO UCMbITYyeMbIX O6pa3LI,OB ABNAETCA HeOOCTaTOYHbIM, MOCKOJIbKY
HOMUHarbHbIE KOHLUEHTpaunun aHannanpyemoro eewiecrtesa B HUX HENU3BECTHbI. Pe3yanaTb| n3yvyeHuna cTabunbHoCTU npu
€CTEeCTBEHHbIX YCITOBUAX XpaHEHUA OOJKHbI ObITb nony4eHbl 40 COCTaBlieHUA oT4veTa.

45. N3yyeHne cTabunbHOCTU MCXOOHbIX U pabodnx pacTBopoB. MNoaTeepxaaTb CTabunbHOCTL paboynx pacTBOpPOB
ONA KaKOOW KOHUEHTpauum He TpebyeTcs, OOMyCKaeTCs OrpaHuyYMTbCs MNOATBEPXKAEHWEM CTaburbHOCTU KpanHMX
BapuaHToB (MeTodoM OpekeTuHra). NoareepxagaTb CTabWUIBHOCTb BHYTPEHHMX CTAHOAPTOB, MEYEHHbIX CTabUITbHbIMU
nsotonamu, He TpebyeTcsi, eCnnM MOATBEPXOEHO, YTO B YCMOBMWSAX, ANA KOTOPbIX MNOATBEPXAEHa CTaburnbHOCTb
aHanu3npyemoro BeLlecTBa, He MPONCXOaNUT peakUMin N30TOMHOro obmeHa.

46. B OTHOLWEHWM WcCnenoBaHUs C HECKONMbKUMU aHanuaMpyeMbiMU BELLECTBaMM, BKIYas OTAErNbHbIe
nccnegoBaHus GMO3KBMBANEHTHOCTU, HEOOXOAUMO NOATBEPAMTbL CTabUNBbHOCTL KaXAoro aHanu3vpyemoro BeLlecTBa B
Buonorndyeckom obpasue, cogepxallemM Bce aHanusmMpyemble BeLecTsa.

47. B uensx noATBEpPXAEHUs TOro, 4To OonpeaensieMmble aHanMTUYECKONW METOAMKOW KOHLEeHTpauum
aHanu3npyemoro BeLLecTBa OTPaxatoT ero UCTUHHOE cogepxaHue B Gronormyecknx obpasuax cyobekTa uccnenoBaHus
B MOMEHT uX oTOOpa, HEOOXOAMMO M3yunTb CTAabWMNBHOCTbL aHanM3Mpyemoro BellecTBa B Ouonormyeckom obpasue,
nony4YeHHOM cpasy nocre oTéopa 06pas3LoB 1 B TeYeHWe nocrenyLei NpobonoaroToBKM BMNOTh A0 NOMELLEHUS ero B
ycrnoBus xpaHeHusi. HeobGXxoguMmocTb NOATBEPXKAEHWS TakoW cTabunbHOCTW criedyeT paccmaTpuBaTb B YaCTHOM
nopsiake, OPUEHTUPYSACH HA XUMUYECKYHO CTPYKTYPY aHan“3mpyemoro BeLLecTBa.

3. YactnyHaa sannagaums

48. MNpu He3HauyuTernbHbIX U3MEHEHUsIX paHee BanuMAMPOBAHHOW aHanUTUYECKOW MEeTOAuKU (B 3aBUCMMOCTU OT
XapakTepa Takmx U3MeHeHWn) B NpOBeAEeHUN MOMTHON Banvaaumum, Kak npaBumo, HeT HeobxoaumocTu. K nsmeHeHunsim, B
OTHOLUEHMN KOTOpbIX AOMNycKaeTcs MNpOBEeAeHWE YacTUYHOW Banugauuu, OTHOCATCH TpaHcdep OGuoaHanuTuyeckomn
MeToAMKM B Apyryto nabopatoputo, 3amMeHa 060pyaoBaHWsl, U3MEHEHNE Ouana3oHa NPUMEHEHUS, OrpaHNYEHHbI 06beMm
Guonormdeckux o6pa3uoB, M3MEHEHWE Ppa3HOBUMAHOCTM Ouonornyeckoro obpasua unu Buaa XMBOTHOMO, 3aMeHa
aHTUKoarynsiHTa, U3aMeHeHue npouenypbl NPOOONOArOTOBKW, YCITOBUIA XpaHeHus 1 ap. B oTyeTte Heobxoaumo oTpasuTb
BCE Npom3oLleLne nameHeHs n obocHoBatb 06 beM NOBTOPHOW UMM YAaCTUYHOW Banugawumu.

O6bemM 4acTU4HOM Banuaauunm MOXET npegnonarat 06beM paboT HaunHas C MUHUManbHOro obbema,
3aKIHYaLWErocs TOMbKO B BbIMOSIHEHUN OLEHKM MPELM3NOHHOCTU U MPaBWUIbHOCTM BHYTPM UMKNA, U 3aKaH4MBas
npoBeaeHNeM MNofHOM Banugaumu.

4. NepekpecTHasa Banugauma

49. Ecnu gaHHble MOny4YeHbl C MOMOLLBIO pasHbIX METOAOB (METOAMK) B paMKax rpynnbl MCCreaoBaHun unu B
paMKax O4HOr0 UCCNELOBaHUSA B pa3nnyHbiX nabopaTtopusix ¢ MCNONb30BaHMEM OOHOW M TOM e METOAUKM, Heobxoanmo
CpaBHUTb MOSTyYeHHbIE AaHHbIE U MPOBECTUN NEPEKPECTHYIO BanvaaLmio NCNOMNb30BaHHbLIX METOA0B (MeToauk). B pamkax
MHOIFOLEHTPOBOIO UCCNEAOBaHMSA PasnuymMs B NpobonoaroToBke UMM UCMONb30BaHWE WHOIMO aHanuMTU4Yeckoro Meroga
MOXET NPMBECTUN K pasnuyHbiM pesynbratam. [10 BO3MOXHOCTM MepeKkpecTHy Banvaauuio Heobxoammo npoBecTy A0
aHanusa ucnbiTyeMbix 06pa3uoB. B pamkax nepekpecTHom BanMaaumm HeobxogmMmMo NpoBecTn aHanua obpasuos ansa KK
NN NCMbITYEMbIX 0OpasLOB C MOMOLLBI BCEX WUCMOMb30BaHHBIX aHANUTUYECKUX METOAOB (MeToauk). MonyyeHHble ¢
MOMOLLBK Pas3fNYHbIX MEeToAoB (METOAMK) CPedHMe 3HadYeHust npaBuiibHOCTU ans obpasuoB ana KK He [ormkHb
pasnuyaTtbca 6onee yem Ha 15%, ogHako npy AOCTAaTOMHOM OBOCHOBAHWMM OHW MOFYT pasnuyatbCcd Ha BonbLuyto
BeNnUuHy. MorpelwHocTb Mexay AByMS 3HaYEHUAMU UCMbITYeMbiX 0Opa3uLoB OomMKHa yknaabiBaTbes B AnanasoH 20% ot
NX cpefHero 3Ha4YeHMs He MeHee YyeM ans 67% NOBTOPHOCTEN.

[ll. AHanm3 ncnbiITyeMbix 06pa3uoB

50. Mo 3aBeplleHMM MOMHOM BanuauuMm aHanuMTUYEeCKOM METOAMKU MNPUCTYNalT K aHanuady UCNbITYeMbIX
obpasuyoB. [Jo Havyana aHanm3a ucnbiTyembix 06pa3uoB HeoOXxooMMO MNPOBECTU MNPOBEPKY MNPUTOLHOCTM
BG1oaHanMTUYECKOM METOLMKN.

51. C uenbto obecneyeHnss MPUEMNIEMOCTU aHaNUTUYECKOrO LMKna npobonoaroToBKy UCMbITYEMbIX 0OpasuoB,
obpasuoe ans KK n rpagyupoOBOYHBIX pacTBOPOB HEOOXOOMMO OCYLLIECTBMSiTb B COOTBETCTBMM C BanvaMpPOBaAHHOM
aHanUTU4YeCcKom MeTOOMNKON.

1. AHaNUTUYECKUI LUK

52. AHanUTUYECKUA LMKIT COCTOUT M3 XonocToro obpasua (noaseprHytoro obpaboTtke Guonormyeckoro obpasua,
He copepallero aHanmampyemoro eewectsa unu BC) n Hynesoro obpasua (noaBeprHyToro oopaboTtke Guonornyeckoro
obpasua, cogepxawero BC), rpagynpoBOYHbIX pacTBOPOB HE MeHee 4yeM B 6 KOoHUeHTpauusix, obpasuoB ans KK He
MeHee YyeM B 3 KOHUEHTpauusax (HWXHWUWA, CPpeOHUn U BEPXHWA YPOBHW) B 2 MOBTOPHOCTHAX (UNM He MeHee 5% oT
KOnmM4yecTBa UCMbITyeMbIX 06pasLoB B 3aBMCMMOCTU OT TOro, YTO OGonblue) U MUCMbITyeMbiX 0OpasuoB, noanexalimx



aHanusy. Ecnn HommHamnbHble KOHLEHTPaUUM UCXOOHbIX pPacTBOPOB HE YCTAHOBMEHbI, rPagyMpoOBOYHbIE PACTBOPbI U
obpasubl ans KK HeobxoaMmo roToBUTb OTAENbHO, UCMOMb3ysi pasHble MPUrOTOBIIEHHbIE MCXOOHbIE pacTBopbl. Bce
obpasubl (rpagyupoBoyHble pactBopbl, obpasubl ansa KK u ucneityemble obpasubl) noanexar npobonoaroToBke Kak
eguHas cepusa obpasuoB B nopsiake, B KOTOPOM OHW AOSMKHbI aHanuavpoBaTbes. EanHas cepusa npepcrtasnser cobon
obpasubl, noanexaiime npodbonoaroToBke B O4HO U TO Xe BPeMS, TO eCTb NocrneaoBaTenbHON HenpepbiBHOW 0bpaboTke
OOHVM N TEM XE aHanNUTMKOM C MCMOfb30BaHWEM OOWHAKOBbLIX PEAKTUBOB B CXOAHbIX ycrioBusx. CneagyeT usberatb
aHanusa pasfenbHO NPUroTOBIEHHBLIX 0OPa3LOB B Ka4eCTBE HECKOMBbKUX CEPUIA B OOHOM aHanuMTU4eckom uukne. Ecnu
3TOro n3bexatb He ygaertcsi (Hanpumep, BCreacTBMe OrpaHMYeHunin No cTabunbHOCTM Npy NpobonoaroToBke), To Kaxaast
cepus gorkHa Bknoyatb B cebs obpasubl Ang KK kak MUHMMYM 3 ypOBHEW KOHUEHTpauuu (HWXKHero, cpegHero u
BepxHero). B ctanpgaptHOM onepauuoHHon npoueaype (nanee - COIMM) nnn pabounx OAOKYMEHTax Mo UCCredoBaHMIo
HeobXoAMMO 3apaHee YyCTaHOBUTb KPUTEPUN NMPUEMIIEMOCTU AFIS BCEro aHanmUTUYECKOro LMKITa 1 ero OTAENbHbIX CEPUN.

53. B uensix cHwkeHnst BapmabenbHOCTM pes3ynbLTaToB aHanm3 Bcex obpasuoB oT 1 cybbekTa B McCregoBaHMsaX
OUO3KBMBANEHTHOCTU PEKOMEHOYETCS OCYLLECTBNATL B paMkax 1 aHanmTuyeckoro yukna. O6pasubl ana KK Heobxogmumo
pacnpegenuTb No UMKy Takum ob6pas3om, YTobbl JoKa3aTb NPaBUbHOCTL M MPELM3MOHHOCTb ANt BCEro LuKna.

2. KpMTepMI/I npnemMnemMocT aHarimTn4eckoro Luukna

54. B npotokone, nnaHe uccrenoBaHuns unu B COIN HEOGXOAUMO YCTaHOBUTL KpUTEPUWM MPUEMIIEMOCTU WK
HENpPMeMNeMOCTU aHanUTUYEeCKoro Lukna. Ecnm Becb LMK COCTOMT M3 HECKONbKMX CEPUN, KPUTEPUU MPUEMIIEMOCTU
[OOIMKHbI PacrnpoCTPaHATLCA HA BECb LMK U (UNK) Ha Kaxaylo cepuio B oTaenbHOCTU. Linkn MoxeT ObiTb NpremMriembim
HECMOTpPS! HAa HEMPUEMIIEMOCTb CEPUN B CBSA3M C HECODMOAEHNEM KpUTEPUEB.

55. HeoGxoanMo ycTaHOBUTL CrieaytoLye KpUtepnm NpuemsieMocT aHanmTUYeCcKoro LmKna:

a) 9KCNepuMMEHTanbHO pPacCYUTaHHbIE KOHUEHTpauMuM rpagyupoBOYHbIX PacTBOPOB [AOMKHbI HAXOAWUTLCH B
npegenax 15% OT HOMUWHamMbHbIX 3Ha4YeHun (3a ncknodeHnem HIMKO, ang koTopbix 3T 3HAa4YEHUA MOTYT HAXOAWTHLCS B
npegenax 20%). 3TomMy KpUTEPUIO JOMKHbI COOTBETCTBOBaTL HE MeHee 75% rpagyupoBOYHbIX PacTBOPOB, KAk MUHUMYM
ONs 6 pasnuyHbIX KOHUEeHTpauui. Ecnn pesynbrat ons rpagywpoBOYHOrO pacTBopa He COOTBETCTBYET 3TUM KPUTEPUSM,
9TOT pe3ynbraT AOMKeH ObiTb WCKMNIOYEH, a rpagyvwpoBOYHasl KpuBas OOMkHa ObiTb nepecuutaHa 6e3 ydyeta 3Toro
pesynesrata (MOBTOPHbLIN PErPEeCcCUMOHHBbIN aHanu3). Ecnn OTKNOHEHHbIN pesynbTaT OTHOCUTCH K rpagymMpOBOYHOMY
pacTtBopy ¢ ypoBHeM HI1KO, To ana Takoro aHanmuTtudeckoro uukna B kadectBe HIKO 6GymeTr cnyxutb crneayrowmm
HaMMEeHbLMA NPUEMIEMbIA TPaadyMPOBOYHbLIA pacTBOpP W3 AuanasoHa nuHenHocTu. Ecnu pesynbrat gns
rpagyvpoOBOYHOIO pacTBopa C MakKCMMarnbHOW KOHUEHTpaumern Henpuemsnem, TO ANS TaKoro aHanmMTMYecKoro Lukna B
kadectBe BIMKO OyneT cnyxuTb cnegylowmn HavbonblUMn NpUeMneMblii rpafyMpoOBOYHbIA pacTBOp W3 AuanasoHa
NUHeNHOCTW. lNepecunTaHHbIN aHaNUTUYECKMIN Ananas3oH JOSMKEH OXBaThiBaTb Bce obpasubl ana KK (HuwkHero, cpegHero
N BEPXHETO YPOBHS);

©) 3HauyeHunsa npaBunbHoCcTM obpasuoB Ans KK gomkHel nexatb B npegenax 15% OT HOMUHanNbHbIX 3HAYEHWMNA.
OTOMY KpUTEPUIO OOIMKHBbI COOTBETCTBOBATL HE MeHee 67% obpasuos ansa KK n He meHee 50% obpasuoB ans kaxaomn
KoHUeHTpauun. Ecnn aTn kputepum He cobniogaroTcd, aHanMTnyYeckmnii Lumkn Heobxogumo 3abpakoBaTtb, a UCCnegyeMble
obpasubl noABeprHyTb MOBTOPHOW MpobonogrotoBke M aHanuay. Npu OAHOBPEMEHHOM OMnpeaeneHnn HEecKONbKMX
aHanusMpyemblx BELLECTB KaXAOMy W3 HUX [OfKHA COOTBETCTBOBATbL OTAefbHasl rpagyvpoBoOYHas kpueas. Ecnu
aHanUTUYECKUIN LUK NO OOHOMY M3 aHanmM3upyeMbiX BELLECTB SIBNSEeTCs NpUeMnembsiM, HO HenpuemnembiM no Apyromy,
OOMyCKaeTCsl WCMonb30BaTb [AaHHble MO KOHLUEHTpauun MpUeMNEMOro aHanmuaMpyemoro BeLlecTBa, OAHaKo Ans
onpegeneHnst KOHUEeHTpaUUn OTKIOHEHHOTO aHanNM3npyemoro Belectsa obpasubl Heo6xo4MMO NoABEPrHyTb NOBTOPHOM
nNpo6onoaroToBKe 1 aHanNMay.

56. Ecnu npy NOBTOPHOM WCMNOMNb30BaHUWM FPagyMpOBOYHbIX PacTBOpoB oauH M3 Hux - HIMKO wnn BIKO -
OKa3blBAETCA HEMPUEMIIEMbIM, aHANUTUYECKUA Ananas3oH METOAMKN HE MEHSIETCS.

57. lna kaxgow koHueHTpauun obpasuoB ans KK Heobxoammo paccumtaTb cpedHue 3HadeHusi NpaBUiIbHOCTU U
NPELM3NOHHOCTU BCEX MNPUHATLIX UMKNOB M BKNKOYUTbL WX B aHanutuyeckun otdeT. Ecnn cpegHme 3HadeHus
NPaBUNbHOCTU M 3HA4YeHUa NpeumsMoHHOCTM npeBbiwatT 15%, HeobxoouMMO nNpoBeCTU AONOMHUTENbHOE
paccnegoBaHue C Uenblo 0ObACHEHMSA Takux OTKNOHeHuin. [logobHble pes3ynbTaTbl NpU MCCNeaoBaHUAX
OMO3KBNBANEHTHOCTU MOTYT NPUBECTU K HEMPUEMIIEMOCTU LaHHbIX.

3. AHanuTtu4yeckunin guanasoH (Calibration range)

58. Ecnu go Hayana aHanusa MCrbITyeMblX 06pa3LoB M3BECTHO MU OXMAAETCH, YTO AManasoH KOHUEeHTpauun
aHanu3npyemoro BellecTBa B UCMbITyeMblx obpasuax OydeT y3kuMm, TO B LieNsX HageXHOro pacyeta KOHUeHTpauui B
ncnbITyemblx obpasuax pekomeHayeTcs nNnbo Cy3uTb aHanuMTUYecku Auanas3oH M afanTupoBaTb KOHLUEHTpauum
obpasuos ans KK k Hemy, nmbo BKMo4MTb HoBble 06pasubl And KK ¢ cooTBETCTBYHOLLMMU KOHLEHTPaLUAMU.

59. Ecnn y3koro gnanasoHa pesynbTaTtoB aHanusa He OXMAaeTcs, HO OH HabnpgaeTcs nocne Havana aHanusa
obpasuoB, peKkoMeHAyeTcsa OCTaHOBUTb aHanmm3 U nmbo Cy3uTb YCTAHOBMEHHbIA aHanUTUYECKUN AunanasoH C
NepecMOTPOM CYyLLECTBYOLMX KOHUeHTpaumn obpasuo ansa KK, nubo nepen Bo3oOHOBRNEHMEM aHanm3a UCMbITyeMbIX



00pasuoB BKIHOYMTL B aHaANUTUYECKMIA amana3oH obpasubl ana KK ¢ gononHUTenbHbIMM KOHLUEHTpaUMsaMu. [ToBTOPHbIN
aHanua obpasuoB, NpoaHanM3MpoBaHHbLIX A0 ONTUMMU3ALUN aHaANMTUYECKOro Anana3oHa UMK KOHUEeHTpauui obpasuoB
ansa KK, He TpebyeTcs.

60. lNpaBuno, ykasaHHoe B nyHkTe 59 HacToswmx TpeboBaHWI TakkKe MNPUMEHUMO, E€CINU BbISICHAETCS, YTO
OonbLLOe KONMMYECTBO KOHLUEHTpaLMiA aHanu3npyemoro BeLlecTBa B UCMbITYyeMblXx Obpasuax npeBbIlaeT BEpXHHOH
rpaHvly onpegensemblX KOHUEHTpauun. B aToM crnyvyae no BO3MOXHOCTM HEOOXOOUMO pacLUMpUTb aHanUTUYECKU
AmnanasoH U1 BKITYNTL JONOMHUTENbHbIE 0bpasubl Ans KK nnn nameHnTbs nx KOHUEHTpaLMH.

61. B guanasoH KOHLUEHTpauun, YCTAHOBIEHHbIN AN UCMbITyeMbiX 00pasuoB, AOMKHbI BXOAUTb HE MeHee 2
KOHUeHTpauun obpasuoB ana KK. Ecnv aHanutuyeckun guanasoH U3MEHSIETCSH, B LensxX pacdeta yHKUUW OTKIMKa U
NOATBEPXOEHNA NPaBUSIBHOCTU U MPELM3NOHHOCTM BroaHanuTMdeckas MeToauka MoaSIEXUT NMOBTOPHOW (4ACTUYHOM)
Banuaauuun.

4. MNoBTOPHbIN aHanM3 UcnbiTyembix 0bpasLoB

62. [lo Hayana aHanu3a o6pa3uUoB B NPOTOKONe Banugauuu, nnaHe aHanusa mnum COlN Heo6XoaMMO YyCTaHOBUTL
BO3MOXHbl€ MPUYNHbI NMOBTOPHOro aHanu3a WuCnbITyeMblX 06pa3|_|,0|3 n Kputepuun Bbl60pa 3Haqu|/||7|, nognexawmx
BKIIOYEHUIO B @aHANMTU4eckuin otyeT. B otueTte 06 nccnegoBaHnm Heobxoammo 060CHOBATL KONMMYECTBO 06pasLoB (M MX
om0 oT 06LLEro KonnyecTsa), NoABEPrINXCH NOBTOPHOMY aHanmsy.

63. MNoBTOPHbLIN aHaNU3 UCNbITYyeMbIX 06pa3LIOB MOXET MPOBOAUTLCS B TOM YMCHIE MO CAeAYLWMM NPUYNHAM:

a) 3a6paKOBKa aHannMTn4eCckKoro uukna BcCreacTteme HeBbINONTHEHUA KpuTepueB npuemMnemMoctu B OTHOLUEHUU
NpPaBUITbHOCTU FPagyupPOBOYHBLIX PacTBOpPOB 1 (Mnn) obpasuos ans KK;

6) aHanutudeckni curHan BC 3HauMTENbHO OTMMYaETCA OT CcurHana, MOMyYeHHOro Ansi rpagyMpOBOYHbLIX
pacTtBopoB 1 obpasuos ans KK (ecnv Takne kputepum 3apaHee yctaHorneHbl B COIM);

B) owmbKM Npu BBEAEHNN 00Pa3LOB NN HEUCNPABHOCTb aHanMTMYeCKoro obopyaoBaHms;

r) HarmMume LIMKIOB, B KOTOPbIX:

rpagyvpoBOYHbIN 0BpaseL, C HUKHUM YPOBHEM OblIn NCKMOYEH U3 rpagyupoBOYHON KPUBOW;
paccynTaHHble KOHLIEHTpaLMmM NPEeBbLILIAIOT BEPXHIOK FpaHuLy onpeaensieMblX KOHLEeHTpauui;

paccunTaHHble KOHLeHTpauumn Haxoaatca Huke HIMKO ana gaHHoro umkna, 4To npueeno K ysenuyeHuto ero HIMKO
Mo CpaBHEHUIO C APYrMU LIMKNamu,

A) obHapyxXeHne aHanusMpyemoro BellecTBa B Guonornyeckom obpasue, nony4yeHHOM A0 npuema (BBedeHus )
nekapcTBEHHOro npenapara, Unmn B XonocTbix obpasuax Ha ypoBHsx HIMTKO;

e) HEeCOOTBETCTBUE KPUTEPUAM NMPUEMIIEMOCTU NMPU NpoBepPKe NpUroaHOCTn xpomaTorpacbmquKoro aHanmsa.

64. [OBTOPHLIA aHanM3 WCMbITyeMblX 00pasLoB MO (apMaKOKMHETUYECKMM MpUYMHaAM B WUCCNELoBaHUAX
OGMO3KBMBANEHTHOCTU SABMSETCS, KaK MNpaBWio, HenpuemrembiM, MOCKOSIbKY OH MOXET MOBNUSTL Ha pesynbraThbl
nccrnenoBaHns U UCKasnuTb MX. B 3ToM criyyae MOBTOPHbLIA aHanM3 MOXHO paccMaTpuBaTbh Kak 4YacTb flabopaTopHOro
paccrefoBaHUs C LEenblo BbISIBIEHUS BO3MOXHbIX MPUYMH aHOMalbHbIX pPe3ynbTaTtoB W MNpeaoTBpalleHus
BO3HMKHOBEHMS NOgo6HbIX Npobnem B GyayLlem.

65. Ecrnn NnoBTOPHbIA aHanu3 NpoBedeH BCIEACTBME OOHapY>XeHUS aHanM3MpyeMoro BewecTsa B OBUONOrM4eckmx
obpasuax, NonyyeHHbIX 40 npvema (BBeAEHUS) NekapCTBEHHOro npenapara unm no apMakoKMHETUYECKMM NPUYMHAM,
HeobxoaMMo onucatb 0bOpasubl, NOABEPrHyTble MOBTOPHOMY aHanuay, n NpeAcTaBuUTb AaHHbIE O HAYalbHbIX 3HAYEHUSX,
npnynHax NOBTOPHOIo aHannaa, 3Ha4YeHUAX, NoNy4vYeHHbIX B XO4e MNMOBTOPHOro aHanuia, U ykasaTb NpPpUHATbIe B UTOre
3Ha4yeHnsa n obocHoBaHUs npnemMmnemMocTu.

66. Ecnn B xoge Banupauuu Aoka3aHa YOoBMeTBOpUTENbHAas NPEUU3NOHHOCTb ANA MOBTOPHOM UHXEKUUU U1
CTabMNbHOCTb MOArOTOBMEHHbLIX 0OpPa3sLOB B YCTPOWCTBE AJ19 aBTOMATMYECcKoro BBOAa MNpob, nNpu HeMcnpaBHOCTU
obopyanoBaHMst AoMycKaeTcsl NOBTOPHAasi MHXeKUMsa obpasuoB. MNMoBTOpHas MHXEKUMS BCErO aHanMTMYECKOro LMKa unm
OTAENbHbIX 00pasUoB rpagyMpoOBOYHbIX pacTBOpoB wunu obpasuoB ans KK B cuny anemeHTapHoro Opaka npu
rpagyvpoBke nnbo obpasuos anst KK 6e3 kakon-nnbo ycTaHOBNEHHON aHANUTUYECKOM NPUYMHBLI HEQOMYCTUMA.

67. besonacHoCcTb CyObLEKTOB WCCNefoBaHWs [ObKHA NpeBanupoBaTb Hag mnobbiMU  ApyruMM  acnektamu
nccnegosaHus. Moatomy npu ee obecnevyeHMn MOryT BO3HUKHYTb MHble 0BCTOSATENbLCTBA, TPebytolime MNOBTOPHOM
npobonoarotoBkn U (MNW) NOBTOPHOrO aHanumsa oTAerbHbIX MCNbITyeMblX 06pa3suoB (Hanpumep, ecnu oBHapyXeHbl
HeoXWAaHHbIe UM PesKo BblAENSALIMEC pe3ynbraThl, KOTOpble MOTYT NOBNMATL HA 6€30NacHOCTb NauneHTa).
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5. UHTerpupoBaHue (obpaboTtka xpomaTtorpamm)

68. B COIl Heobxogumo onucatb WHTErpuMpoBaHWe W MNOBTOPHOE WHTErpupoBaHue xpomartorpaMm. B
aHanMTU4YeckoM oOT4yeTe HeobXoauMO OOBACHWTL BCe OTKIOHEHUS B BbINOMHEHUWM npouedyp oT AdaHHoro COIMN.
MapameTpbl UHTErPUPOBAHUS XpOMaTorpaMM W MNpu MOBTOPHOM MWHTErPUPOBAHWUM HayamnbHble U KOHEYHble AaHHble
WHTErpMpoBaHusi He06X0AMMO BHOCUTb B AOKYMEHTbI JlaGopatopun 1 npeacTaensaTb Mo 3anpocy.

IV. MOBTOPHbIN aHann3 akTUBHbLIX UCMbITaHHLIX 0OpPa3LoB

69. Ncnonb3oBaHne rpagyMpoBOYHbBIX pacTBOpoB M obpasuos and KK Bo Bpemsi Banvgaumm He Bcerga uMmtupyet
pearnbHble UcnbiTyemble obpasubl. Paznnuusa B xoge npobonogroToBkM U XpaHeHust obpasuoB (HanpuMep, B CBA3bIBAHUN
c Genkamu, obpaTtHoe npeoOpas3oBaHME M3BECTHbIX M HEM3BECTHbIX MEeTabonmMToB, HEOLHOPOLHOCTL (reTePOreHHOCTb)
0o6pasLoB MNM NpUMEHEHME COMYTCTBYHLUNX JEKAPCTBEHHbIX MpenapaToB) MOryT MOBMUATL Ha MNPaBUIIBHOCTL U
NPeLn3MOHHOCTL ONpedeneHnsa aHanMsaMpyemoro BellecTBa B Takux obpasuax. Crnegyer oueHuBaTb NPaBUibHOCTb
aKTUBHBIX UCMbITaHHbIX 06pa3LIOB MOCPEACTBOM MX MOBTOPHOrO aHanuMsa B OTAEMbHbIX LMKNax B gpyrue gHn. O6bem
NccneaoBaHUsA 3aBUCUT OT CBOMCTB aHaNMU3MpPyeMOro BeLLEeCTBa U UCTbITYyEeMbIX 0O6pasLIOB U OOMKEH OCHOBLIBATLCS HA
aHanuTM4eckon meToauke (MeTode) U NpUMpoAE aHanM3vMpyemoro BellecTBa. TeM HE MeHee crieflyeT OpMEHTUPOBATHLCS
Ha cnepgylollee nNpaBwumo: ecnu konuyectBo obpasuoB He npesbiwaer 1000, noBTopHOMY aHanm3dy nognexunt 10%
ucnbiTyembix obpasuoB, a ecnu oHo npesbiwaetr 1000, To 5% ot obuwero uMcna ucnbiTyembix obpasuosB. Cnenyet

ncnonb3oBaTtb 06pasLibl, COOTBETCTBYOLLME Cmax 1 dhase annMuHaumumn.

70. OTHOCWTENbHAsA MOrPeLIHOCTb MEXAY MCXOOHO NOMYyYeHHOW KOHLUEHTpauuenh U KOHUeHTpauunen, NonyYyeHHON
npy NOBTOPHOM aHanuse, He AormkHa npesbiwaTtb 20% B He MeHee YyeM 67% cryyaeB. OTHOCUTENbHAsA MOrPELIHOCTb
paccumTbiBaeTCH No cnegytollen opmyne:

OTHOCcUKTENbHas NOrpeLwHoOCTb, npeBblillaolan 20%, moxet YKa3biBaTb Ha aHalnTu4ecknme norpelHoCcTn u
noanexuT paccrnenoBaHuio.

71. Ecnn npu aHanu3e akTMBHbIX MCMNblTaHHbIX 06pPas3LUOB BbiSIBNEHbl Pa3HOPOAHblE pesynbraTtbl, HeobxoauMo
YCTaHOBUTb UX MPUYMHBI U NPUHATL Hagnexaiime mepbl M0 MUHMMU3aUUW HeydoBNETBOPUTENbHON MPaBUITbHOCTU (M
NPeLn3NOHHOCTH).

72. TIOBTOPHbIN aHanmM3 akTUBHbIX WCMbITaHHLIX 00pa3LoB HEOOXOAMMO OCYLUECTBMATb, Kak MWHMMYM, B
CneayrLmx crny4asx;

a) Npy NPOBEAEHUN TOKCUKOKUHETMYECKNX NCCNEAOBAaHNIA AN KaX40ro Buaa KXUBOTHbIX;
©) BO BCcex ONOpHbIX (perncTpaumoHHbIX) nccrneaoBaHnax GUO3KBMBANEHTHOCTY;

B) BO BCEX KMMHMUYECKNX UCCMNEAOBaHNSAX, BepBble NPOBOAUMBIX Y YENOBEKA;

) BO BCEX KIMMHUYECKNX NCCNEAOoBaHMAX, BNepBble NPOBOANMbBIX Y NALNEHTOB;

}J,) BO BCeX KIIMHNYECKNX uccnenoBaHunax, snepBblie NpoBoAMMbIX Yy NalUEHTOB C Ne4yeHoYHON n (VIJ'IVI) NOYe4HON
HeaoCTaTO4YHOCTbIO.

MOBTOPHbIN aHANN3 aKTUBHBIX UCTbITAHHbLIX 06Pa3LOB NPV NPOBEOEHUN UCCIEeA0BaHUI Ha XUBOTHLIX OOMyCcKaeTcs
MPOBOAUTL TOMbKO B UCCMEeOoBaHUAX paHHeN dasbl NPU yCroBuUM, YTO TaKoW aHanus ABMAETCA PenpeseHTaTUBHbLIM A
OMOPHbIX I/ICCJ'Ie,EI,OBaHI/II;I OTHOCUTENbHO BBe,EI,eHHOI7I 003bl JNIeKapCTBEHHOIo npenapara u nonyquH0|7| KOHLUEeHTpauun
aHanuanpyemMoro BelLecTsa.

73. Obpasubl He noanexar CMelUnBaHWIO ApYr C APYroM, MOCKOMbKY 3TO MOXET OrpaHuyuTb BblSIBNIEHWE Pe3Ko
BbIOENSOLLMXCS Pe3yrnbTaToB.

V. MNonumepcessbiBatolme MetTodbl (METOAbl CBA3bIBAHMSA NuraHaa)
1. CtangapTHble obpasubl

74. Makpomonekynbl SABNSATCA reTeporeHHbIMW, MO3TOMY MX aKTMBHOCTb W MMMYHOPEaKTMBHOCTb MOryT
BapbupoBaTbca. CTaHAapTHbIM MaTepuarn AOSKeH ObiTb XOPOLLO ON1CaH U AOKYMEHTMPOBaH (Hanpumep, A0MMKEH MMETb
cepTudukaT aHanm3a M OOKYMEHTbl, MOATBepXKAalllMe MpouCXoXAeHue cTaHgapTHoro Mmatepuana). Heobxogumo
ncnomnb3oBatb Hambonee 4YUCTbIM CTaHOApPTHbIM ob6pasey, M3 [OCTynHbIX. [1py MPUroTOBREHWU pPagyMpPOBOYHbIX
cTaHpaptoB u obpasuyos ana KK pekomeHayetcs ucnonb3oBaTb Cepukd cTaHgapTHoro obpasua, KoTopas
ncrnonb3oBanacb B Npy MPOBEAEHUN AOKIMHUYECKUX U KIMHUYECKUX mccriedoBaHui. [pyu cmeHe cepuun cTtaHAapTHOrO
obpa3sua nepeg ee Ncnonb3oBaHNeM HEOBXOAMMO MPOBECTM OMNMCaHNE ee aHanNUTUYECKUX XapakTEPUCTUK U OLEeHNUTL ee



6I/I08HaJ'II/ITVI‘-IeCKyI'O NPpUroaHoOCTb, YTOObI yOOCTOBEPUTBLCA, 4TO (*)yHKLI,VIOHaJ'IbeIe cBOKCTBa MeToda (MeTO,EI,VIKI/I) He
HapyLlleHbl.

2. Bannpauna metoamnku

75. MNpu n3ydeHun capmakoKMHETUKN NEKAPCTBEHHbLIX NpenapaToB Ha OCHOBE MakpOMOMEKyNn Havmbonee 4acto
NCNONb3YKTCA METOAbl, OCHOBaHHble Ha cBA3biBaHuWM nuraHaa (MCJ1), unu mmmyHoxmmmyeckune metoabl. [MpuHUMNGI
BanMgauMm M pekoMeHZauum no aHanuMsy MuCnbiTyeMblx obpasuoB crnegyeT npumeHstb M K MCJl. OpgHako Takue
METOAMKN MOTYT CO3faBaTb 3aTpygHEHUS Npu NPOBEAEHUN UX Banugaumu. BBuay npucylumx MakpoMorekyrnaMm CBONCTB
N UX CIOXHOW CTPYKTYpbl nMpouecc NpobonoaroToBkM (M3BMEYEHWs) 3aTpyaHMTENEH, NMO3TOMY aHanua, Kak npasuiio,
npoBogAT 6e3 NpeaBapUTENbHOMO BbIAENEHUS aHanNM3npyemoro BelecTBa. Kpome Toro, atm MeToauMKu He MO3BONSHT
HENoOCpPeaACTBEHHO OMNpeaenuTb coaepKaHue (KOHLEHTpaLMo) caMmx MakpoMOSeKyr, a KOCBEHHO U3MEPSIIOT pesynsraT
peakumn CBA3bIBAHNSA MAKpOMOIEKYI C peakTuBaMu, NCNOMb3YHLLMMUCA B MeToae (MeToauke).

MonHaga Bannpaums
CneuundunyHocTb

76. lMop cneundnyHOCTBIO CBA3bIBAHWMS C peakTUBaMyM MOHUMAETCS CMOCOOHOCTb PEeaKkTMBOB CBA3bIBATLCS
UCKITIOYUTENBHO C M3y4YaeMbiM aHanuM3vMpyemMbiM BellecTBoM. CneundguyHOCTb CBsi3aHa C KOHLUENUMen MnepekpecTHOMm
peakTUBHOCTU. TeopeTMyeckn CBsI3blBaAKOWMIA peakTUB OO0KkeH ObiTb cneunmduyHbiIM M He [JormkeH obnagaTb
NnepekpecTHOW peakKTUBHOCTbID CO "CTPYKTYPHO POACTBEHHbIMU CcOefWHEeHusAMU" (Hanpumep, SHOOreHHbIMU
COeAMHEHUAMU, M30hopMamK, BapuaHTHbIMKU OpMaMy aHanmM3Mpyemoro BellecTBa M aHanornmyHbIMU No OU3NKO-
XUMUYECKMM CBOMCTBAM COEOUHEHUSIMU) N NEKAPCTBEHHBIMU NpenapatamMu, CONyTCTBYIOLWMA NPUEM KOTOPbIX BEPOATEH
cybbekTamu nccriegoBaHus. [Npu paspaboTke MeToga v ero Banngauun, Takme "CTpyKTYpPHO poACTBEHHbIE coeanHeHus"
Kak nMpaBuio OTCYTCTBYHOT. M3yyeHne cneumdmnyHOCTM OOMYCKaeTCsa OCYLLECTBNATbL MOCME 3aBepLUeHus Banugaumm u
HakonneHus [aHHbIX O CBOWCTBax aHanusupyemoro BewectBa. CneumduyHoOCTb criegyeT uCnbiTbiBaTb C
ucnonb3osaHunem obpasuos ana KK, nocpegctsom npubasneHus B 6uonormyeckne obpasupbl, HUKOrAa paHee He
CoAepxaBlUMe AenCcTByloWero BellecTtBa (Ouonormyeckne o0pasubl, MOMYYEHHbIE OT >XUBOTHBIX WU CYyOBLEKTOB,
KOTOPbIM HMKOrga He BBOOUIIM aHanu3npyemoe BELLECTBO), BO3pacCTalLUX KOHUEHTpauuMi AOCTYMHbIX "CTPYKTYPHO
POOCTBEHHbIX MONEKyn" UMW NeKkapCTBEHHbIX MpenapaTtoB, KOTOpble, Kak oxugaetcs, OyayT NpUMEHSATbCSA
O[HOBPEMEHHO, a Takke MnocpeacTBOM ornpefeneHns npaBuUibHOCTM METOAMKUM MpU aHanui3e paccmaTpuBaemon
Makpomornekynbl kak Ha ypoBHax HIMKO, Tak u BepxHen rpaHuubl onpegensembix KoHueHTpauuin. Kputepum
npuemMnemMocTn Metoamkn ans oopasuyos anga KK gomkHel HaxoguTtbes B npegenax 25% oT HOMUHarbHbIX 3HAYEHUIA.

CenekTMBHOCTb

77. Ton cCenekTUBHOCTbIO METOOAMKM CBA3bIBAHUS nuraHga MOHMMAaeTCcss CnoCcOGHOCTb onpeaensTb
paccmaTpuBaeMoe aHann3mMpyemoe BELLEeCTBO B NMPUCYTCTBUM HEPOACTBEHHbIX COeAnHEHW B Bronornyeckom obpasLe.
BBuay npucywimMx MakpoMosiekynam CBOWCTB WX MW3BMEeYEHME, Kak NpaBurio, He npoBogsaT. B cBA3M c atum,
HepOACTBEHHbIE COEAMHEHWs, codepxallmecs B OmonorndeckoM obpasue (Hanpumep, depMeHTbI, OCYLLECTBRSOLLNE
aerpagaumio MakpoMorneKkyn, retepounbHble aHTUTENa UNU peBMaToMaHbIN hakTop) MOryT OKasbiBaTb BNUAHME Ha
pesynbTaT KONIMYECTBEHHOro oOnpegerneHus npyv gaHHoM aHanu3e. CenekTMBHOCTb WCMbITbIBAT MOCPEeACTBOM
npnbaeneHns He meHee 10 UCTOYHMKOB Ouonormyeckux obpasuoB Ha ypoBHe HIMKO wunu 6nmskom k Hemy. Takue
NCTOYHMKN OOMKHbI BKIOYaTh rMNepnunMaeMmyeckme u reMmonmanpoBaHHble obpasubl. CneayeT BKMOYMTL B UCMbITaHNE
NCTOYHMKM OBuonormdeckux obpasuoB, MOMyYeHHble y MOMNynsiuMu MauueHTOB C COOTBETCTBYHOLWMM 3aboneBaHuem.
CenekTuBHOCTE cnegyet wm3yuntb Ha ypoBHe HIMKO wunm 6nuskom Kk Hemy. Takke uUenecoobpasHo u3y4uTb
CEenekTUBHOCTbL Mpu 6onee BbICOKMX KOHUEHTpauusix aHanuM3Mpyemoro BewecTtBa. Ecnu BnusiHue HocuT
KOHLEHTPaUMOHHO 3aBUCUMbIV XapakTep, Heobx0OuMO YCTaHOBUTb MUHUMAIbHYHO KOHLIEHTPaLMI0, NPy KOTOPOW Takoe
BMMSIHWE 3HAYMMO. 3HaYeHUs MPaBUITbHOCTM METOOUKM AOIMkHbI HaxoauTbesd B npegenax 20% (25% npu HIIKO) ot
HOMWHAnNbHOWM KOHUEHTpauUun B Mo MeHbLUeln Mmepe 80% M3y4eHHbIX Bruonornyeckmx obpasLos.

OdbdekT nepeHoca

78. Mpu Mcnonb3oBaHUKM aBTOMAaTM3MPOBAaHHbLIX [A03MPYIOLLIMX YCTPOMCTB HEoBXoOMMO M3Y4YNTb BO3MOXHOCTb
nepeHoca B obpasubl aHanM3MpPyeMoro BellecTBa NOCPeACTBOM MOMELLEHUs XOMOCThbiX 06pasLoB nocrne o6pasuos C
BbICOKOW KOHUEHTpaLMen aHanmv3Mpyemoro BeLlecTBa WM FpajyMpOBOYHOIO CTaHgapTa BepXHen rpaHuLbl
onpeaensieMbiX KOHLEHTpaLWi.

Bbibop pasHoBnaHOCTU Buonornyeckoro obpasua

79. BBnay 3HauMTENbHOrO BAWSHWSA BbICOKUX KOHLEHTpauui CTPYKTYPHO POACTBEHHbIX SHOOMEHHbIX COeAUHEHUN
Ha pe3ynbraT aHanusa onpegeneHve HeKOTOPbIX MakpoMornekyn 6e3 npeaBapUTENbHOrO UX M3BMEYEHUS U3 CNOXHbIX
BGuonornyecknx obpasLoB HEBO3MOXHO. HeCMOTpsi Ha TO YTO MCMONb3oBaHWE U3BMEYEHUIn U3 Bruonornyeckux obpasuos
(Hanpumep, c wucnonb3oBaHuem copbumm Ha yrne, MMMyHOaMUHHBLIX COPOEHTOB) UNWN anbTepHaTMBHBLIX MaTpuy,
(Hanpumep, MopenbHbIX OenkoBbiXx OydepHbIX PacTBOPOB, OMANM3MPOBAHHOM CbIBOPOTKMA) HE peKoMeHayeTcsd, B
HEKOTOPbIX CMyYasX 370 ABMSAETCHA BbIHYXAEHHON MepOW, MOCKONbKY MHasA cTpaTerns onpeaeneHns paccMaTpuBaemoro



aHanusMpyemoro BellecTBa OTCYTCTBYET. [pagyMpoBOYHYO CTaHOAPTHYK KPUBYK OOMYCKAETCA CTPOUTb C MOMOLLbIO
Takux "MogenbHbix obpasuos”. O6pasubl ans KK cnegyet rotoBute B hakTnyeckom Guonormyeckom obpasLe ¢ OLEHKOM
npaBuUbHOCTK, NOATBEPXAatoLLEen OTCyTCTBUE adhhekTa MaTpuLlbl.

MwuHMmansHO HeobxogMmoe pasBeaeHue

80. Tlockonbky 6Guonornyeckne obpasubl MOryT [aBaTb BbICOKMM (QOHOBBLIN CUrHam, MOXeT noTpeboBaTbes
onpegeneHne MMHMManbHO Heobxoanmoro passedeHus. 1o MMHMManNbHO HEoBXoOAUMbBbIM pasBegeHUEM MOHUMAETCS
HavMeHbllee pa3BedeHune, OO0 KOTOpOro criegyet pas3BecTu obpasey B OydepHOM pacTBope Ans OonTuMusauumu
NpaBUibHOCTM U MPEUU3NOHHOCTM aHanUTUYEeCKOro LUMKNIa MeocpedcTBOM CHWXKEHMSI COOTHOLUEHMS "aHanmuTUYecKun
curHan - ooHoBbI curHan". [nsa onpegeneHns MMHMMAanNbHO HEOOXOAMMOro pasBedeHus ob6pasLbl crneayeT rotoBUTb B
TOW e pa3HOBUAHOCTM Buonoruyeckoro obpasua, 4To 1 UcnbiTyeMble 06pasubl.

pagoyvpoBoYHaa kpusasi

81. Npun NocTpoeHnn rpagynpoBOYHON KPUBOMW 3@aBUCMMOCTb KOCBEHHO M3MEPSIEMOrO CUrHana OT KOHLEHTpaLmu,
KaKk npaBuro, SBNSAETCA HEeNMHEWHOW, OObl4HO curMoBMAHoW. CregyeT uCNONb30BaTb MO MEHbLUEW Mepe 6
rpagyvpOBOYHbIX CTAHAAPTOB B HE MEHEE YeM 2 MOBTOPHOCTAX. [pagyvMpoBOYHbIE CTaHOAPTLI criedyeT NpubnuantensHo
paBHOMEpPHO pacnpefennTtb Ha norapuMnyeckon LWKane B npegenax oXugaemoro aHanMTUYecKoro AuanasoHa.
MoMMMO rpagyupoOBOYHBIX CTaHOAPTOB, AMsl MOCTPOEHUSA KPUBOWM MOXHO MCMONb30BaTh SAKOPHbIE TOYKW, Nexalune BHe
obnactn aHanuTu4eckoro guanasoHa. B xoge Banupauuy cnegyetr M3yuuTb NO MeHbLUen Mepe 6 He3aBUCUMbIX
rpagyvpoBOYHbIX LUMKMNOB. YTOObl YCTAaHOBUTb COBOKYMHYK YCTOMYMBOCTb PErpPeCcCUOHHOM MOAENU rpagynpoBOYHON
KPMBOW, pe3ynbraThl crieayeT npoaHannsvMpoBaTth B BUAe Tabnuvubl. [Jonyckaercs ncknovaTe rpagynpoBOYHbIN CTaHaapT
N3 KPUBOW BCMELCTBNE TEXHUYECKOM OLIMOKN (NpoMaxa) Npu BbISBIIEHUM €€ NPUYMHBI (HanpruMep, ownbka oTMeprBaHus
nosatopom). Llenesble KOHUEHTpaUWUWM rPagyMpoOBOYHBLIX CTaHAAPTOB, pacCyYUTaHHbIE W3 PagyyvpOBOYHOW KPUBOW
MeToAOM nepecyeTa, AOMmMKHbI Haxoautbes B npedenax 20% oT HoMmuHanbHoro 3HaveHus (25% ana HIMNKO v BepxHen
rpaHuubl onpegensiemMblX KOHUEHTpauun) ansg He MmeHee Yyem 75% npoaHannamMpoBaHHbIX rpagyMpOBOYHbIX CTaHAApTOB.
AkopHble Kanubpatopbl He TpebylT yCTaHOBMEHUS KpUTEPUEB NMPUEMIIEMOCTM, MOCKOMNbKY OHM He BXOAAT B obracTb
aHanuTn4yeckoro gvanasoHa.

npeLl,VISI/IOHHOCTb 1 NpaBuUIibHOCTb

82. [INnsi OuUEHKM NPELM3NOHHOCTU M NPaBWUMbHOCTWM He CrnegyeT UCMONb30BaTb CBEXEMNPUroTOBMEHHbIE 0Opasubl
ans KK, ux HeobGxogumo npeaBapuTenbHO 3aMopo3uTb M paboTaTb C HMMM Tak Xe, Kak Nnpu aHanu3e MCnbITyeMblX
obpasuos. [ns oueHkn NpaBuibHOCTU, NPELM3NOHHOCTU 1 obwen ownbkn metoda (METogukM) cnegyeT UCMOonb3oBaTb
no meHbLuen mepe 5 obpasuos anga KK (oxmnaaembii ypoeHb HIMKO, ypoBeHb, He Bornee yem B 3 pasa npesbillaloLnii
HIKO, cpegHuin ypoBeHb, BEPXHUN YPOBEHb W OXWOAEMYK BEPXHIO TpaHULY OnNpeaensemMbiX KOHUEHTpauun).
Banngauma pomkHa MMWTUPOBATb pearbHbI aHanu3 UCMbITyeMbix 00pas3uoB, TO €CTb €CfnM B COOTBETCTBUM C
pekoMeHAauMsaAMM UcnbITyemMble obpasLbl NoaBepraoTca ABYKPAaTHOMY onpeaeneHuto (Hanpumep, ¢ UCNonb3oBaHueM 2
NyHOK), TO B xoge Banupauun obpasubl ansa KK cnegyet nogsepraTe AByKpaTHOMY aHanuay (TO eCTb C UCMONb30BaHNEM
2 nyHOK Ha kaxgbi obpasey, gns KK). MamepeHus cnemyetr npoBoauTb MO MEHbLUEN Mepe B 6 He3aBUCUMbIX
aHanUTUYeCKMX UMKMax B TEYEHME HECKONbKUX AHEN. B OTHOWEHWV NpaBunbHOCTWU BHYTPU LMKMA U MeXQy UMKnamu
cpedHve 3HayYeHMs1 KOHLUEHTpauui OOmkHbl yknagbiBatbcs B 20% OT HOMMHANBHOIO 3HAYEHWS AN KaK4Oro YPOBHS
(25% pnst HMKO wn BepxHel rpaHuubl onpefensemMblx KoHueHTpauun). Bonee Toro, obuasi owmbka (To ecTb cymma
abCconTHOro 3Ha4YeHNs1 OTHOCUTENbHOW OLLNGBKN, BbIpaXXEHHOW B NPOLIEHTaX, U KO3dhdULMEHTa BapmaLmnm, BoIpaKeHHOro
B npoueHTax) He gomkHa npesbiwatb 30% (40% ana HIMKO v BepxHewn rpaHyLbl onpeaensembiX KOHUEeHTpaLumn).

JInHenHocTb pa3BeaeHus obpasLoB

83. BBugy y3oCcTn aHanuTM4eCcKOro AvanasoHa KpvBOW paguypOBOYHOrO CTaHgapta HeobxoauMmo, MCMonb3ys
obpasubl ansa KK, nogreepanTb, YTO paccmaTtpuBaemoe aHanusvpyemoe BEeLLEeCTBO, NPUCYTCTBYIOLEE B KOHLEHTpaUKWsX,
npeBbilalLWnX obnacTe KONMMYECTBEHHOTO onpefeneHus (Bbllle BepxXHeW rpaHuubl OnpefensieMbiX KOHLEHTpauuwn),
MOXHO TOYHO W3MEpWUTb C MOMOLLbI0O METOAMKM Mocne pasBedeHWs obpasua XorocTon Matpuuen, 4Tobbl NonyynTb
KOHLUEHTpauMm aHanuaunpyemoro BeLlecTBa, yknagbiBalolmnecs B BanvMAMPOBAHHbLIA aHaNUMTUYECKUA AnanasoH.
JononHuTensHOW MNPUYMHON MNPOBEAEHUS 3KCMEPUMEHTOB C pasBedeHMeM ChyXuT obHapyxeHwe noTeHuuanbHbIX
Npo3oH wunu "adpcpekta cnonsaHua”, TO ecTb MNOAABMNEHUs] cuUrHana, ObyCrOBIIEHHOrO BbICOKMMW KOHLUEHTpauusiMn
aHanuavpyemoro BellecTBa. KoHUeHTpauusa Ons KaxOgoro pasBefeHusl, BbIYMCIIEHHast METOAOM nepecdeTa, OOoMmkHa
Haxoautbcs B npegenax 20% OT HOMWHaNbHOTO 3HAYEeHUSA KOHLEHTpauuuM Mocre rnonpasBkum Ha pasBefeHue,
NPELU3NOHHOCTb KOHEYHbIX KOHLEHTPaUMIn BCEX pa3BeaeHuin He gormkHa npesbiwatsb 20%.

Mapannenunsm

84. Tpu HanuMyuu wucnbiTyemblx 06pa3sLoB B LENSX BbISBNEHUS BO3MOXHOIO addekta maTpuubl Unu
pasnuyaiowenca ad@UHHOCTM K MeTabonMTam HeobGXOAUMO OLEHWTb napannenusm Mexgy COOTBETCTBYHOLUMMU
3HaYEeHUSAMU Ha rpagyupoOBOYHON KPWBOW W pesynbrataMu UCMbITyeMbiX 06pasuoB, NOABEPTLUMXCA CEPUNHOMY

passefeHunio. McnbiTyemblli obpasel C BbICOKOW KOHLEHTpauuei (npeanodututensHo, Gnuskon k C.,.) crnepyet



pas3BecT C MOMOLLbI XorocToro obpasua MuHMMYM B 3 pasa. [lpeuusnoHHOCTb Mexay obpasuamu B cepusix
pa3BefeHui He pomkHa npesblwaTte 30%. Ecnv obpasubl pasBedeHbl HENMUHENHO (HenapannenbHo), Heobxoaumo
3apaHee onpefenuTb npoueaypy npencraeneHus pesynsratoB. Ecnu B xoge Banupauun metoga (MeTOAMKM)
ucnbiTyemble obpasubl HEOOCTYMNHbl, NapanfenuaMm crnegyeT M3yuduTb, Kak TOMbKO WUCMNbITyeMmble ob6pasubl CTaHyT
OOCTYIHBbI.

CtabunbHocTb

85. CtabunbHOCTb aHanManMpyemoro BeLlecTBa M3y4aloT, ucnonb3yst obpasupl ans KK ¢ HU3KUMKM 1M BbICOKMMMU
YPOBHAMM KOHUEHTpaUMiA C nomoulblo cnocoba, ykaszaHHoro B nogpasgene "CrabunbHocTh" pasgena 2 yactm |
HacTosiwmx TpeboBaHun. Kak ykasbiBanocb paHee, MNpu U3y4eHUUM CTaAOUNBHOCTUM HEeOoOXOAMMO YCTaHOBUTL
KpaTKOCPOUHYO CTabunbHOCTb NPUM KOMHATHOW TemnepaTtype unu Temnepartype npobonoaroToBkn M cTabunbHOCTL Npu
"3amopaxkuBaHmmn-pasmopaxueaHun”. Kpome Toro, cnegyet u3yumTb €CTECTBEHHYK CTabWUMbHOCTb B 3aMOPOXEHHOM
COCTOSIHMU MpKW KaXkaon Temneparype, npu KOToporn ByayT xpaHutbcs obpasupbl.

86. CpeaHee 3HayeHUe Kaxaon KOHLUEHTpauun JOMKHO HaxoanTbesa B npegenax 20% OT HOMUHANbHOIO 3HAYEHUS.
PeakTtuBbl

87. KrtoueBble peakTuBbl, BKIOYasi CBSA3bIBAKOLWME peakTMBbl (Hanpumep, cBsA3biBatolwme OGenku, antamepbl,
aHTUTena WM KOHbLIOTMPOBAHHbIE aHTUTENA), a TakKe peakTUBbl, COAepXallue CcoeauHeHWss ¢ (pepMeHTaTUBHOM
aKTUBHOCTbLIO, OKa3blBalOT MpsMOE BIMSIHWE Ha pesynbraTbl aHanus3a, BCNEACTBUE 4yero Heobxogumo obecneunTb KX
ka4yecTBo. COOTBETCTBEHHO, NPU WU3MEHEHUN Cepun peakTMBa B Xode Banuaauunm MeTOAMKM MM aHanmsa obpasuos
HeobxoaMMoO noATBepAUTb MPaBUNBHOCTE aHanUTMYECKMX yHKUMn MeTtoda (metoaumku), 4Tobbl y6eauTbes, YTO OHa
nocre Ucnonb3oBaHWUst UCXOAHOMW UIK NpeablayLien Cepum He HapyLlanach.

88. B uensax obecnevyeHnss OTCYTCTBUSA BNUSHUSA Ha aHanutmdeckue pyHkumm meTtoga (MEeToavku) BO BPEMEHM
HeobxoouMO [OKYMEHTMPOBaTb YCNOBWS, rapaHTupylolwme nogaepxaHune cTabunbHOCTM Kak BTOPOCTENEHHbIX
peakTuBoB (Hanpumep, OydepHbIX pacTBOpPOB, pacTBoputenen u moaudukaTtopoB 3HadeHun pH), Tak u, yto Gonee
BaXKHO, KITIOYEBbIX PEAKTVBOB (peareHToB).

Kommepueckue Habopbl

89. Kommepuyecknme Habopbl HeobXxoouMoO MOBTOPHO BanuaupoBaTtb, 4TOObl obecneynTb MNPaBUIBHOCTbL U
NpeLn3MoHHOCTb Npu aHanuse obpasuoB ypoBHsa HIMKO n obpasuyos ana KK B aHanutnyeckoMm guanasoHe, KOTOpbIn
Oygoer ucnonb3oBaTbCA ANA aHanusa UcnbITyembix 00pasuoB. NMpMMEHSIOTCA NPUHUUMMBI Banvaauuu, ykasaHHble B
HacTosweM nogpasaerne TpeboBaHui.

3. HactuyHaga Banngaums v nepekpecTHasa Banngaums

90. Bce TpeboBaHus K Banugauuu, pacCMOTpeHHble B nogpasgenax 3 u 4 4dactm |l Hactoswmx TpeboBaHui,
npumeHnmbl k MCI1.

4. AHanus ncnbiTyeMbix 06pasuoB
AHanMTUYEeCKNA UMK

91. Hanbonee yacto npu MCJ1 ncnonb3ayercst NaHWeT Anst MUKPonpo6. AHaNMUTUYECKUIA LIKIT MOXET COCTOATb M3
HECKONbKUX NMaHLLETOB, OAHAKO KaXabl U3 HUX JOIMKEH COAepKaTb OTAENbHbIN KOMMNNEKT rpadynpoBOYHbLIX CTAHAaPTOB
n obpasuos ana KK gnsg komneHcauum pasnuuusa Mexay XapaktepucTukamu nnadHweToB. HekoTopble nnatgopmbl
BMELLAT OrpaHUYEHHOE KONmMyecTBOo 0OpasuoB. B cBA3n ¢ aTum gonycTumo nomellatb KOMMMEKT rpagyvpOBOYHbIX
CTaHZapTOB B NEPBYIO M nocnegHow nnatdopmel, a obpasubl And KK pasmeltats B kaxxgon nnatgopme.

92. PekOMeHAYeTCs1 aHanu3npoBaTh MUCMbITyeMble 0b6pasLibl N0 MEHbLUEN Mepe B 2 NOBTOPHOCTSX.
Kputepun npuemnemocTy aHanmsa ucnbelTyembix 06pasuos

93. KoHueHTpaumn rpagyvMpoBOYHBIX CTaHAAPTOB, BbIYMCIEHHbIE METOAOM MepecyeTa, OOIMKHbI HaxOAUTbCS B
npegenax 20% OT HOMMHANBHOIO 3HAYeHUS WX KOHUEeHTpauum (3a wucknodeHvem HIMKO u BepxHew rpaHuubl
onpefenseMbiX KOHLUEHTpaUWA, KOTOpble OOMMKHbI yKknagbiBaTbcs B 25%). OTOT KpuUTepuid OOMKEH BbIMOMHATLCA MO
MeHbLUen Mepe ans 75% npoaHannaMpoBaHHbLIX rPagyUpPOBOYHLIX CTaH4APTOB, MUHUMAIbHOE KONMYECTBO KOTOPbLIX AJ1s
YCTaHOBIEHNS aHanNUTMYeCKoro ananasoHa AOMKHO ObiTb He MeHee 6. [laHHOoe TpeboBaHue He pacnpocTpaHsaeTcs Ha
SIKOPHbIE KanmbpaTopbl.

94. Kaxgbli nnaHWweT OOMMKEH BKIOYaTb HE MeHee 3 KOHUeHTpauuni obpasuoB ans KK (HM3koro, cpeaHero u
BEPXHEr0 YPOBHSI) MO MeHbLUeNn Mepe B 2 NoBTOpHOCTSAX. Kpome Toro, npu Banvpgauum obpasubl ans KK gormkHbl
UMUTUPOBATb aHanmu3 UCMbITYEMbIX 00pa3LOB MO KONMMYECTBY NYHOK Ha KaXkabl UCMbITyeMbli o6pasel. Mo MeHbLuei


%5Cl%20Par920%20%20%5C
%5Cl%20Par941%20%20%5C
%5Cl%20Par946%20%20%5C

Mepe 67% npoaHanuanpoBaHHbix obpasuoB ans KK n 50% obpasuoB kaxaon KOHUEHTpaLMM OOIMKHbI YKNnaabiBaThCs B
ananasoH 20% OT HOMMHaNbHOrO 3Ha4YeHusl. Bce HECOOTBETCTBMS AaHHOMY KpUTEPUIO HEOoBXxoaUuMo 000oCHOBaTb.

HOBToprIIZ aHanm3 akTUBHbIX UCTMbITAHHbIX 06pa3L|,OB

95. Bce BomMpochl, KacawlimMecsi MOBTOPHOIO aHanm3a paHee WCMNbITaHHbIX 00pasLoB UM PaCCMOTPEHHble B
nogpasgene 4 pasgena lll HacToawmx TpeboBaHMI, NPUMEHMbI U K METOAUKAM CBS3blBaHMSA nuraHaa. KoHueHTpaumn,
Mony4eHHbIE NPU NEPBUYHOM U MOBTOPHOM aHanmsax, AOMmkHbl HaxoanTbesa B npegenax 30% oT ux cpegHero 3HaveHus
05151 He MeHee yeM 67% MNOBTOpPOB.

VI. OTYeTHOCTb

96. B otuyer (oTyeTbl) O BanMuMgauMmM M aHaNUTUYECKUA OT4YET (OT4YeTbl) HEOOXOOAUMO BKITOUUTL CBEOEHUST O
NpOBEeAEHHbIX ayauTax (MHCMEKUUSIX), ECNN TaKoBble NPOBOAUIUCE.

1. OTyeT 0 Banuaaumm
97. lNpwu BLICOKOW AeTann3aumm CBEAEHUA, COAEPXALLMXCS B OTHETE O Banvaauum, 4OCTAaTOYHO yKasaTb CChIIKM Ha
COI1 no cooTBETCTBYHOLLMM MpoLesypam, HeobxoanmbiM Ans aHanusa. B npotuBHom crnyyae aaHHble COlM Heobxogmmo
NPUNOXNUTb K OTYETY O Banugauumu.
Bce nepBuYHbIE AOKYMEHTbI AOMKHbI BbITb JOCTYMHbLI B UX MICXOOHOM dhopmaTe no 3anpocy aKcnepTa.
Bce oTKnoHeHWs OT NpoToKona BanMaaummn HeobxoamMmMo JOKYMEHTMPOBATb.
98. MuHnmanbHble TpeboBaHUS kK coaepKaHMIo oTYeTa 0 Banuaauuu:

a) pestome BanuMaaumu;

6) onncaHne UCMonb30BaHHOW aHaNUTUYECKOW METOOMKA U, ECTNN MPUMEHNMO, €€ UCTOYHUK (CCbINKM Ha UCTOYHMKM
nuTepaTypbl Ans pa3paboTku MeToauku 1 (Unn) moandUKaums METOONKN);

B) onucaHMe METOAMKU KONMUYECTBEHHOro onpeaeneHus (aHanuavpyemoe Bellectso, BC, npoGonoarotoBka,
aHanus);

r) ctaHgapTHble obpasubl (MPOMCXOXAEHWE, HOMEpP Cepwun, cepTudmkaT aHanusa, CTabunbHOCTb M YCNOBUS
XpaHeHus);

) rpagyvpoBOYHble pacTBopbl (CTaHgapTel) M obpasubl ana KK (pasHoBuaHocTb Guonorumdeckoro obpasua,
aHTUKoarynsaHT (ecnu MNpPUMMEHUMO), NPUrOTOBMEHME TPadyMPOBOYHBIX PacTBOPOB C YyKasaHMeM [aTt WU yCroBui
XpaHeHus);

€) KpUTEPUN NPUEMSIEMOCTM LINKNA;

)K) pes3ynbraTtbl aHanumaa:

Tabnuua c nepe4yncrieHmem Bcex BbIMOJIHEHHbLIX aHaNIMTUYECKMX UUKINOB C yKa3aHneM daTt U npunemrnemMocTtun unum
HenpmnemnemocTu Uukna ¢ onmcaHnem npuydnH HenpmnemnemMocTn UmnKna,

Tabnuua c nepeyncrieHMeM pesynsTaToB rpadyMpoOBKM BCEX MPUEMIIEMbIX aHaNUTUYECKMX LMKIOB, BKIOYas
aHanMTUYecKMn amanasoH, (YHKUMIO OTKINKA, 3KCMEepPUMEHTalNbHO pacCYMTaHHble KOHLEHTpauuu U 3HavyeHus
NpaBuMbHOCTY;

Tabnuua pesynsratoB aHanuasa obpasuos Ana KK Bcex npremnemMblx aHanmMTMYeckux LMKNoB (MPeunsmoHHOCTb 1
NPaBUMbHOCTb BHYTPU UMKNA U MeXay UMKnamu), Heobxoaumo YeTKo 0603HaUYUTb 3HaYeHusl, Haxoasuecs BHe
KpUTEPUEB NMPUEMITEMOCTH;

OaHHble 0 CTabunnbHOCTM MCXOAHbIX 1 pabounx pacTtBopoB, obpa3uos Ana KK, oxsaTbiBalowWmMe MCNOMNb30BaHHbIE
YCITOBUS XpaHEHMS;

AaHHble o cenektusHocTn, HIMKO, adbdhekte nepeHoca, achdekte MmaTpumLbl (€CIM MPUMEHNMO) U IMHENHOCTMW;
3) HenpeaBWAEHHbIE pesynbraThl, NOMyYeHHbIe B X0A4e BanMaauun ¢ NonHbIM 060CHOBaHWEM NPUHATLIX Mep;

W) OTKNOHeHUst oT MeToankn u (unu) COI (onucaHne OTKNOHEHWN, BNUAHWE UX Ha pe3ynbraTbl UCCRenoBaHus,
OOMNOMHUTENbHbIE AAHHbIE).

99. B otyeTe 0 BanupauuuM HeobBXoAMMO yKasaTb pe3ynbTaThbl BCEX OTAErNbHbIX U3MEPEHUN, NPOBEOAEHHbIX ANS
rpagyvmpoBOYHbIX pacTBOPOB (CTaHaapToB) M 06pa3uoB anga KK.
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2. AHanuTMYyecKkni OTYET O NPOBEeLEHHOM UCCeqOBaHUM

100. B aHanmuTuyecknii oT4yeT O MPOBEAEHHOM WCCNEeAOBaHUM HEOOXOOUMO BKITHUUTL CCbIIKY Ha OTYeTbl O
Banugauun, COOTBETCTBYIOLUME aHanuay ucnbiTyembix obpasuoB. Kpome Toro, B HeM HeoOXOAMMO NpeacTaBUTb
nogpobHoe onMcaHue aHanuaa UcnbITyeMbiXx 06pasuoB.

101. Mpu BbICOKOW AeTanu3auuy CBEAEHWIA, OTpaXkaeMblX B aHaNMTUYECKOM OTYeTe, JOCTaTOYHO yKasaTb CCbINKM
Ha COIl no cooTBeTCcTBYyWOWMUM nNpoledypaMm, HeobxoaumbiM Ans aHanus3a. B npotuBHom cnyyae aaHHble COIl
HeobXoanMO MPUMOXUTL K OTHETY.

102. Bce nepBuUYHbIe OOKYMEHTbI AOJTKHbI ObITb OOCTYNHbI B UX NCXO4HOM cbopmaTe Nno 3anpocCy aKcnepTa.

103. B aHanuTuyeckoM OT4YeTe HeoOXoAMMO onucaTb BCE OTKIIOHEHWS OT MnaHa aHanusa, aHanuTU4ecKomn
metoauku nnm COr.

104. MuHumanbHble TpeGOBaHI/IFl K coaepXXaHni aHarmimTn4ecKoro ot4eTta o nposegeHHOM nccregoBaHMn:

a) cTaHgapTHble obpasubl (MpoUCXOoXOeHWe, HoMep cepwun, cepTudmkat aHanusa, CTabunbHOCTb W YCIOBUS
XpaHeHus);

©) rpagyvpoBOYHbIE pacTBoOphl (CTaHaapTbl) 1 obpasubl ansa KK (ycnoeusi xpaHeHus);
B) KPUTEPUU MPUEMIIEMOCTM LMKNa (KpaTkoe onucaHue, CCbifika Ha COOTBETCTBYHLWMI npoTokon unu COI);
r) onucaHme KonmM4YecTBEHHOro onpeaeneHns (KkpaTkoe onvcaHve);

) cxeMa aBwxeHus obpasuoB (gatbl MpuemMa 1 cogepXXaHue, CocTosHMe 00pasuoB Npy NpuemMe, MecTo U1 yCroBuUS
XpaHeHus (ecnv NpYMMEHUMO));

€) pesynbTaThl aHanu3a UcnbiTyembix 06pasLoB:
COCTaB aHanNMTU4eCKoro LuKna:

Tabnuua c nepeyncrieHMeM BCeX aHanMTUYECKUX LMKMNOB M uUccriedyeMblX 0BpasuoB C ykasaHuem gdat u
pes3yneTaToB;

Tabnuua c nepevymcrneHnemM pesynsTaTtoB rpagynpoBKM BCEX MPUEMMNEMbIX aHANUTUYECKMX LIKIOB;

Tabnuua c nepedvncrieHMem pesynsraToB aHanu3a obpasuor gns KK Bcex npuemnembix aHanmMTUYecKUX LMKIOB;
HeobX0AMMO YETKO 0603HaYMTb 3HAYEHUS, HAaXoOSLWMNECS BHE KpUTEPUER NPUEMNEMOCTY;

3abpakoBaHHble aHanMTUYeckne UKol (MAeHTUUKaLMOHHbIE AaHHbIe, AaTa aHanusa, npuynHel 6paka);

X) OTKMOHeHus oT metoaukn u (unu) COIl (onmucaHne OTKMOHEHWK, BRMSIHWME Ha pe3ynbraT UCCNeaoBaHUS,
OOMNOMHUTENbHbIE AAHHbIE);

3) MOBTOPHbLIA aHanM3, 3a WCKMYEeHMEeM MOBTOPHOIO aHanM3a Mo TakMM aHanuTUYecKMM MpudYuHaMm, Kak
3abpakoBaHHbI UMK (Tabnuua naeHTudukaumm obpasuos, NpUYMHbI NMOBTOPHOMO aHanusa, NepBUYHbIE 3HAYEHUS U
3Ha4YeHus1, NoNyYeHHbIe NPV NOBTOPHOM aHanmse).

105. Pe3ynbtaThl MOBTOPHOIO aHanu3a akTMBHbLIX MCMbITAHHbIX 06pa3LoB AOMyckaeTcs NpeacTaBuTb B OTYETE O
Banvaauuy Uiy B aHarmMTU4ecKoM OTYETE B OTAESIbHOM MPUIOXKEHUN.

106. K aHanutuyeckomy oT4yeTy 00 wuccrnegoBaHMnm OWOIKBMBANEHTHOCTM HEOOXOAMMO MNPUMOXUTH
XpoMaTorpammbl M3 MOSHbIX aHANUTUYECKMX LIMKIOB, Tak 4YTOObl OHWM BkNtodanu He meHee 20% cyObekToB, a Takke
cooTBeTcTBYoWMne obpasubl ans KK 1 rpagynpoBoyHbie pacTBopbl (CTaHAapThI).

107. B aHanuTMyeckom oT4yeTe npo4unx nccrnegoBaHun HeobxoanMo npenctaBuTb penpe3eHTaTuBHbIE
XpomaTtorpammbl. [ononHutenbHble XpomaTtorpamMmmbl OOJDKHbI ObITb OOCTYnNHbI NO 3anpocy.

Mpunoxexne N 7

K lNMpaBunam npoBegeHns nccrnegoBaHum
OMO3KBNBANEHTHOCTM JIEKAPCTBEHHbIX
npenapaToB B pamkax EBpasuiickoro



3KOHOMMYECKOro CoH3a
TPEBOBAHUA
K COOEP>XAHWMIKO OTYETA O NPOBEOEHNN NCCINEOOBAHNA
BUO3SKBMBAJNIEHTHOCTU N AHANTMTUYECKOIO OTHETA O NPOBELEHNN
TECTA CPABHUTENBbHOWN KMHETUKN PACTBOPEHWA IN VITRO
[. OTuyeT o npoBeaeHMM uccneaoBaHusa GMOIKBMBANEHTHOCTHU

1. Mpwn cocTtaBneHnn oT4yeTa 0 NPOBEAEHNM UCCNEAOBaHUS DMOSKBUMBANEHTHOCTM (danee B HAcTosILLEM pasgene -
OTYET) cregyeT yunTbiBaTb TpeboBanua MpaBun Hagnexailen KNMHUYEeCKon npakTuku EBpasninckoro 3KOHOMUYECKOro
co3a, yTBepXaaembix EBpasuicko 3KOHOMWMYECKOW KOMWCCUEN B YacTu MOArOTOBKM OTYETA O MNPOBEAEHMUM
KNMUHUYECKOro uccrieqosaHus. Bee cTpaHuubl oTyeTa AOMKHbI coaepaTh OSHTUMUKALMOHHBIA KOO U UMETb CKBO3HYIO
HymMepauuio.

2. OT4eT BKMoYaeT B cebsi cneayoLmne arneMeHThbl:

1) TUTYNbLHas cTpaHuua, Ha KOTOPOW NPUBOASATCS:

noynHoe Ha3BaHWe wuccrnegoBaHnda, oTpaxXxawuwee Tun wuccecnegosaHnd, HaMMeHOBaHUA CpaBHUBaAeMbIX
JNIEKapCTBEHHbLIX TMpenapaTtoB (C YKasaHnem J'IeKapCTBeHHOIh (bOprI n ,El,OSMpOBKM), a TaKxXe ycnosuda npuema
CpaBHMBaeMbIX NeKapCTBEHHbLIX npenapartoB (Hanpwmep, HaToLakK Ui Ha CbOHe npmnma I'IMLLI,I/I);

I/I,EI,eHTVI(bI/IKaLI,VIOHHbIIZ KOA uccrnegoBaHu4;

HanMeHoBaHWE WCCreLoBaTENbCKOro UeHTpa W (MNM) KOHTPaKTHOW MCCrenoBaTeNbCKOW opraHusauum,
OTBETCTBEHHOW 3a NPOBEAEHNE UCCIef0oBaHNSA OMO3KBMBANEHTHOCTM (C yKasaHUeM hakTU4eckoro agpeca);

cBeeHnd O CrnoHcope nccrnegosaHnA OMO3KBNBANEHTHOCTH (C YKasaHunem ero ropupgmn4eckoro ap,peca);

®.1N.0., BOMKHOCTb MMaBHOIO UccregoBaTtens unm VICCﬂeLI,OBaTeHeVI-KOOpD,VIHaTOpOB (I'Ipl/l HaJ'Il/I‘-Il/IVI) (C YKasaHnem
MecCTa paGOTbI N KOHTaKTHbIX Teﬂed)OHOB);

cBeeHnda o npeacraBuTene crnoHcopa (B TOM 4YUCI1€ KOHTaKTHbIEe ,El,aHHbIe);

Aata noannmcaHuna ot4vyeTta (HeOGXOD,VIMO YKa3aTtb Takke Ha3BaHUA U OaTbl BCEX bonee paHHNUX OTHETOB B paMKax
OaHHOro nccrnieaoBaHua npu HaﬂI/l‘-II/lVI);

yKa3aHue Ha BbINOfIHEHNE MCCredoBaHWi B COOTBETCTBUM ¢ TpeboBaHmaMK MpaBun Hagnexallen KIMHUYECKON
npakTukn EBpasnnckoro aKOHOMMYECKOro Col3a, yTeepxaaemMblx EBpasnMnckon sKoHOMUYECKOM KOMUCCUEN;

2) cTpaHuua noanucen, Ha KOTOpOW NPUBOAATCS:
HasBaHMWe nccnegoBaHus (cornacHo ab3auy BTOpoOMY NoAnyHKTa 1 HACTOALLErO NyHKTA);

YKas3aHne Ha nposeaeHne uccriegoBaHna B COOTBETCTBMM CO CTaHAAPTHbIMU onepauuoHHbIMU Mpoueaypamu
ncecneagoBaTteribCKkoro ueHTpa, npoBoanBLLETo UCcrenoBaHUA;

OOIMKHOCTU MO OCHOBHOMY MecCTy pabotbl, nognucu (¢ ykasaHmem patbl), ®.M.O. nuu, OTBETCTBEHHbLIX 3a
KMMHUYECKYI0 1 BUoaHanmMTUYeCKyto YacT UCCNENOBaHNS;

3) cnHoncuc (KpaTkoe onucaHue nccnefoBaHuns), B KOTOPOM NPUBOAATCS:

a) obLast Hpopmaumsa 0b ncecrnenoBaHUK:

Ha3BaHWe NccnegoBaHus;

KOO, UCCreaoBaHus;

®.1N.0., LOMKHOCTb MaBHOMo UccrnegoBaTens Unn nccrnegoBaTenen-koopanHaTopoB (Npy Hanuyuun);
®.M.0., nomKHOCTL couccnenoBaTens;

MecCTa npoBegeHunAa wuccrnegoBaHnda: HauMMeHOoBaHME, aapeca wu Teﬂed)OHbI OpFaHI/I3aU,I/Il7I, nposogALnXx
KIMMHNYEeCKYI0, aHalrmMMTU4eCKyo N CTaTUCTUYECKYH0 HYaCTun nccnenoBaHus;

HanmeHoBaHMe 1 agpec KITMHMKO-OMarHoCTUYECKON na6opaTop|/|M;

AaTtbl npoBegeHunsa (Haqana n OKOH‘-IaHVIFI) KNMHMYECKoW, OuoaHanUTUYEecKoh W CTaTUCTUYECKOW 4acTewn
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nccrnefoBaHus;

Lesib UCCrenoBaHus;

[AM3aiH nccrnenoBaHus (C ykasaHMeM Oat Hadana v OKOHYaHUS! OTMbIBOYHbIX NeproaoB);

cyGbeKTbl MccrnenoBaHus: obLiee KONMYecTBO MOABEPrLIMXCA CKPUHUHIY M KOMUYECTBO BKMIOYEHHBLIX CyObLEKTOB,
KONMYeCTBO CYy6bEeKTOB, BbIObIBLUMX M3 WUCCHEAOBAHUS, KONMMYECTBO CYOBHEKTOB, MOSTHOCTBIO BbIMOMHMBLUMX MPOTOKOJ
nccrnefoBaHusl U BKITHOYEHHbIX B CTAaTUCTUYECKUIN aHanus, nos, BO3pacTHOM AnanasoH, STHUYecKasi IpUHaaneXHoCTb;

6) HGOpMaLVs O CpaBHMBaEMbIX TeKapCTBEHHbIX NMpenaparax:

XapaKTepuUcTMKa WCCrneayemMoro nekapCTBEHHOro npenapara: Toprosoe HauMeHoBaHue (ecnu MPUMEHUMO),
MeXAyHapogHoe HenaTeHTOBaHHOE HauMeHOBaHWe, JekapcTBeHHast copma, [03MpoBKa, HOMep cepuu, aaTa
MpOV3BOACTBA, AaTa UCTEYEHUs] Cpoka rogHOCTU, NMPOU3BOAUTENb UIU OpraHM3auusl, OCYLLECTBsIoLWAs BbiMycKatowuii
KOHTPOIb KayecTBa (C ykazaHWeM CTpaHbI-Npou3BoauTens);

obocHoBaHWe BbIOOpa MCCreayeMoro nekapcTBeHHOro npenapara B COOTBETCTBMM C nogpasaenom 2 pasgena lll
MpaBun npoBedeHus nccrnenoBaHU GUOIKBMBANEHTHOCTU FEKapCTBEHHbIX MpenapaToB B pamkax Espasunckoro
9KOHOMMYECKOro COK3a, YTBEPKAaeMblx EBpasnmnckor akoHoMmmnyeckon kommceuen (ganee - Npasuna);

XapakTepucTuka pedepeHTHOro JflekapCTBEHHOrO npenaparta: TOProBoe HavMeHoBaHue, MeXxayHapodHoe
HenaTeHTOBaHHOEe HauMeHOBaHWe, nekapcTBeHHas dopma, A03MpOoBKa, HOMep cepuu, OaTa MNpov3BOACTBA, OaTa
NCTEYEHMSI CpOKa rogHOCTM, NMPOU3BOAMTENb UMM OpraHM3aLusi, OCYLLECTBISOWAs BbIMyCKaoWMiA KOHTPOMb KavecTsa (C
yKasaHWeM CTpaHbl-Npon3BoanTens);

obocHoBaHMe Bblbopa pedepeHTHOro NeKapCTBEHHOMO NMpenapara B COOTBETCTBUM C nogpasgenom 2 pasgena
Mpasun;

B) crnoco6 MpVvMEeHEeHUs1 NeKapCTBEHHbIX MpenapaToB: [03a, PEXuM npueMa, oObeM XMAKOCTW Ans rnpuema,
OTMbIBOYHbI Nepuoa Mexay nepvogamv UccrefoBaHus;

r) nepvogbl NpMeMa fekapCTBEHHbIX MpenapaToB: AaThl U BPEMS Havana u OKOHYaHWs KaXaoro nepuoaa;
) BpeMeHHble To4kn oTbopa obpa3uoB Gnomarepuana (KpoBu, MOYM, CAOHLI U T.4.);

€) onvcaHve brMoaHanUTUYECKON METOANKM:

KpaTkoe onmcaHne MeTOAMKN BbINOSIHEHUS aHANMN30B;

pa3HOBMAHOCTL BUOMOrMyeckoro MaTepuana;

HWKHWI Npegen KonM4ecTBEHHOIo OnpeaeneHuns;

JINHENHbIN gManasoH;

napamMeTpbl AN KONMYEeCTBEHHOWN OLEHKN Pe3ynbTaTos;

X) onucaHne apMaKoKMHETUYECKMX U (MnNKn) apMakoaNHaAMUYECKUX KPUTEPUEB OLEHKM (Mpy  yKasaHum
0603Ha4YeHNI hapMaKOKMHETUYECKUX NapaMeTPOB CleayeT pykoBoacTBoBaThC npunoxeHmem N 8 k MNpaBunam);

3) MHpopMaLuus O CTaTUCTUYECKOM aHanmae:

aHanun3 hapMakoKUHETUYECKNX NoKasaTenen;

KpuTepmm BUOIKBUBANEHTHOCTY;

6e3o0nacHoCTb;

W) pesynstaTbl B BMAE KpaTKOro onucaHws B ¢opme Tabnuuy ¢ paccyuTaHHbIMU  hapMakKOKUHETUYECKUMU

napameTpamu Ans uccriegyemMoro M pedepeHTHOro feKapCTBeHHbIX npenapaToB (MpeAcTaBnsioTcs OaHHble
pucnepcuonHHoro aHanusa (ANOVA) ans AUC u C, 5, (OTHOLLIeHVe cpefHUX reoMeTpudeckux, ux 90% [oBepuTenbHbIn

WHTepBarn, Ko3(dPUUNEHTbl BHYTPUMHAMBUAYaNbHON BapuabenbHOCTU) W yCcpedHEHHbI (hapMakOKUHETUYECKUN
npochune gna wuccnegyemoro M pedepeHTHOro JieKapCTBEHHbIX MpenapaTtoB B SMHEWHOM W AOr-fIMHENHOM
npeobpas3oBaHun, Apyrue CTaTMCTUYECKME AaHHbIE, €CMU NPUMEHUMO);

K) MHdpopmauus 06 obcyxaeHnmn 1 BoiBodax;

4) copepxxaHue otyeTa (Co CKBO3HOW HyMepauuen cTpanuu);
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5) nepedeHb CoKpaLLeHWii U UCTONb3YEMbIX MOHATUN;

6) MHdopMauusa o cobnoaeHUN ITUHECKNX acNeKTOB NPOBEAEHNS NCCNENOBaHUS:

COCTaB HEe3aBUCUMOFO STUYECKOrO KOMUTETA;

paspelumnTenbHble JOKYMeHTb! (MHdopMaLmMs 13 NpoTokona 3acefaHnsi He3aBMCMMOMO 3TUYECKOrO KOMUTETA);

7) nHopmauus o6 vccnegoBaTenax U agMUHUCTPATUBHOW CTPYKTYPE UcCcrenoBaHusi (NPeacTaBnsieTcs nonHas
nHpopmaumss 06 uccnegosatensx (curriculum vitae) n mecte npoeegeHus uccnegoBaHuMn (C ykasaHMeM agpeca u
Homepa TernedoHa);

8) onucaHue KIMHUYEeCKOM YacTu UCCrneaoBaHus:

a) TUTyNbHas CTpaHuua, Ha KOTOPOM NPUBOLMUTCS:

Ha3BaHuWe nccnefoBaHus (cornacHo ab3auy BTOpoMY NoAMNyHKTa 1 HACTOSALLErO NyHKTA);

AaTbl Havarna u OKOHYaHWsi KNMHMYEeCKoN hasbl MccnenoBaHuUs;

0) uenb nccnegoBaHUs;

B) BBegeHWe (MHGopMauusi O NeKapCTBEHHOM MpenapaTte - OonucaHue, XuMudeckas (CTPyKTypHasi) dhopmyna,
hapmaKkoKMHeTMYECKME U hapmakoguHammuyeckme gaHHble);

r) ousanH uccnenoBaHus;

4) BblIbOp nccnegyemon nonynsuuu:

KpuTepumn otbopa B uccnegoBaHue: KNMHUYeCKas oLleHKa - aHamHe3 U Bpa4vebHbIi ocmoTp (B hopme Tabnuupl ¢
yKa3aHMeM uHAMBUAYyarnbHbIX OaHHbIX), KMHU4Yeckue nabopaTopHble TecTbl (B opMe Tabnuubl C yKasaHuem
WHAMBMAYArbHbLIX PE3YNbTaToB), KPUTEPUMN BKIOUYEHUS, KPUTEPUMN HEBKITIOMEHUS;

KpUTEPUM NpeKpaLLeHnsl UCCreaoBaHNS UMM UCKMOYEHMST CyOEKTOB U3 NCCreaoBaHus;

MeTOo pacnpenerneHunsa Cy6'beKTOB no rpynnam mnccrieaoBaHua,

nHamemnagyarnbHble AaHHble: MoJ1, BO3pacT, BeC, POCT, MHAEKC MaccCbl Tena (C YKa3aHnem wuHaunsBuayalbHbIX
3Ha4YeHUN nokasaTtenen ons Bcex Cy6'beKTOB nccneqoBaHus 1 Mx onncaTenbHom CTaTVICTVIKOVI);

€) uHpopMaLmsl O NeKapCTBEHHbIX NMpenapaTtax u Ux rnpueme:
onucaHve uccriedyemMoro U pedepeHTHOro NeKapCTBEHHbIX MNpenapaToB: TOProBoe HaumMeHoBaHue (ecrnu
NMPUMEHMMO), MEXAyHapoagHoe HenaTeHTOBaHHOE HaVMMEHOBaHWe, O03VPOBKA, NeKapCTBEHHas hopma, HOMep cepwu,

gara npoms3BoacTBa, gaTta UCTeYeHUdA CpOoKa rogHoCTu, YCIoBUA XpaHEeHUA, HauMeHOBaHue 1 agpec npounssoauTend,
NnpuHMMaemad Cy6beKTaMM 003a U NyTb BBEOEHUA;

nogTBepxaeHve cobniogeHuss pasmepa MPOMBILLNIEHHOW Cepun WCCNeQyemMoro NekapcTBEeHHOro npenapaTta B
COOTBETCTBMM C nogpasgenom 2 pasgena Il MNpasun u TpeGoBaHMAMM K Banugauum npouecca npou3BOACTBA,
yKkaszaHHbiMM B [lpaBunax Hagnexallen npouM3BOACTBEHHOW MpakTuknm EBpPasmMncKoro 3KOHOMWYECKOro Ccoko3a,
yTBEpXaaeMblx EBpasnMnckomn aKOHOMNYECKON KOMUCCUEN;

MOMHbIA KaYeCTBEHHbIN M KONMUYECTBEHHbIA COCTaB MCCReQyeMOro NieKapCTBEHHOMO npenapaTa, a Takke cOoCTaB
pedepeHTHOro NekapCcTBEHHOIO NpenapaTa;

cepTudmKkaTbl aHanusa muccrnegyemoro U pedepeHTHOro NiekapCcTBEHHbIX NpenapaTtos (MoryT GbiTb NpeacTaBneHsbl
CMOHCOPOM B BUAE OTAENbHbIX JOKYMEHTOB);

naeHTMdurKaums nekapcTBEHHbIX MNpenapaToB (MapKMpoOBKa W MNOCTaBKa WCCNeAyeMbIX JeKapCTBEHHbIX
npenapaTtoB B WCCeOoBaTeNbCKUA LIEHTP, COMPOBOAUTENbHbIE AOKYMEHTbI U conpoBoguTenbHas MHGOpMauuMs) C
ydyeTom noapasgena 2 pasgena lll Mpasun;

y4yeT muccrnegyemMoro n pedepeHTHOro JIeKapCTBEHHbIX NPENapaToB B XOA4€E UCCNeN0BaHNS;

X) MHpopMaUUs 0 MPMMEHEHUN NEKApCTBEHHOTO Npenapara:

BbIGOP 4O3MPOBKM NeKapCTBEHHOMo npenapara B UCCMeaoBaHuu;

BbIGOp M Npuem [03bl TeKapCTBEHHOTO Npenapara AMs Kaxaoro cyobekTa (garta, BpeMsi, KonM4ecTBO BoAbl, NuLLa,
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orpaHuyeHusi, usnyeckasi akTMBHOCTb);
NpeALecTByoLLasi U CONYTCTBYIOLLAS Tepanus;
paHooMU3aLms;
OTMbIBOYHbI NEPUOL;

Tabnuubl, codepxaline MHAMBMAyanbHble OaHHble M rpaduK NMpuema JfekapcTBEHHLIX MpenapaToB Ans BCEX
CyObEeKTOB MccnegoBaHus;

3) oueHka 6esonacHocTu (MepeyncneHve npoBedeHHbIX HeoBXoAMMbIX NabopaTopHbIX U UHCTPYMEHTarbHbIX
METOAOB UCCMEAOBaHNA B COOTBETCTBMM C TpeboBaHuaMM MpaBun Hagnexallen KnMHU4YecKkon npaktuku Espasumnckoro
3KOHOMMYECKOro COol3a, yTBEpXAaeMbix EBpasninckom sKOHOMUYECKO KOMUCCUEN, TECT Ha BepeMeHHOCTb);

VI) HeXenaTterbHble ABneHUnAa U npouenypbl okadaHuA MEANLMHCKON MOMOLLMU: netann3npoBaHHoOe ornmncaHmne Bcex
CcrniydaeB BO3HMKHOBEHUA HeXenaTellbHbIX SABNEHWUN, KJ'IaCCVI(bVIKaLI,VIﬂ, NPpUYNHHO-CNeacTBeHHaA CBA3b C NpUemMom
NeKapCTBEHHbLIX npenapartoB, Aata WU BpeMA pernctpauunn, AOJINTenbHOCTb, MNPUHATbIE Mepbl, WUCMNOJfib30OBaHne
ConyTCTBYHOLLKNX NeKapCTBEHHbIX NnpenapaTtos, BlnAHME Ha npoBeaeHne nccnegqoBaHna n T.n.;

K) OTKINMOHEHNA OT NpPOTOKONa (eCJ'II/I TaKoBble 6bIJ'Il/I) n nx BNndAHME Ha KINMHUYECKUE U d)apMaKOKVIHeTI/I‘-IeCKMe
pesynbrarthbl;

n) nopsaok u rpaduk otbopa obpasuos (B bopme TabnuL C yKasaHWEM MNaHMPYEMOrO U pearlbHOro BPeEMEHU
oTbopa 0bpa3uos A5ns Bcex CybbLEeKTOB UccrnegoBaHus);

M) c6op, NPUroTOBIEHNE, XpPaHEHWE U TPAHCMOPTUPOBKa 06pa3LIoB BMonorMyeckoro marepuana;

H) BroaHanNUTMYECKUn OTYET M OTYET O BanugauuMm OvoaHanUTU4ecKoW MeToauku. [pyu cocTaBneHuuM OaHHbIX
OTYETOB cneayeT BbINONHATL TpeboBaHusa npunoxerus N 6 k Npasunam);

0) CTaTUCTUYECKUIN OTYET:

TUTYNbHAasA CcTpaHuua (C ykasaHMeMm Ha3BaHUS uccrnegoBaHus (cornacHo ab3aly BTOpOMY NMOAMyHKTa 1 HacTosiwero
MyHKTa), HaMEHOBaHWE N agpec opraHu3auuun, NPOoBOASALLEN CTAaTUCTUYECKYK YacTb UCCRefoBaHus; AaTbl Hadana u
OKOHYaHMS CTaTUCTUYECKON YaCTu UCCrefoBaHus);

BBedeHve (MHopMauns O feKapCTBEHHOM MpenapaTte: onucaHue, Xxumudeckas (CTpyKTypHas) dhopmyna,
dhapmakokmHeTurka, hapmakognHamumka);

Lenb 1 3a4avv CTaTUCTUYECKOM YacTu uccnenoBaHuns (KpaTko);

onucaHue hapMakOKUHETMYECKOrO aHanuaa, naeHTnmuKaLms Ncnonb3yeMblX CTaTUCTUYECKNX NporpamMm;
nocTpoeHne hapmMakoKMHETUHECKOWN KPUBOW;

hapMakoKMHETMYECKOE YPaBHEHME N €0 aHanus, MCnosb3yemble NPorpaMmbl PacyeTa;

onpegeneHve 6a3oBbiXx (hapMaKOKMHETMYECKNX MapaMeTpoB (AUC(O_t), , C mt N MeTodonorns ux

max max)

pacyeTos;
npoBepka rmnotesbl GBUO3KBUBANEHTHOCTY;
onuncaHue npoueaypbl cTaTucTnyeckon obpaboTkm AaHHbIX, NpOBepKa HyrNeBow U ansTepHaTUBHOWM rMnoTes;

pe3ynbTaTbl OUEHKM OMO3KBUBANEHTHOCTM W WX MWHTeprnpeTaumss Ans pedepeHTHOro M UCCcreayemoro
nekapcTBeHHbIX NpenapaTos ¢ pacdetoM C oo, to oo, ty/o, AUC(O-t)= (B dhopme Tabnumubl);

CTaTUCTUYECKUIN aHanmM3 mnokas3aTenen 9SKBMBANEHTHOCTU JIeKapCTBEHHOro Mnpenapara, uaeHTudukauyms
NCNonb3yeMblX CTaTUCTUYECKUX NPOrpamMm;

Tabnuuel, coaepxalume pesynsrarbl AUCNEPCUOHHOTO aHanusa nokasarerneit 6uogoctynHocTt Cp o, AUC(O-t)’ "
nokasatenei OWO3KBMBANEHTHOCTM Wccrniegyemoro npenapata f', f, f. A Takke [ononHWTENbHble NapameTpbl
SKBUBANEHTHOCTU AN OTAENbHbIX NTIEKAPCTBEHHBLIX (DOPM;

aHanmM3 MOLWHOCTU uccnegoBaHuA (C npegcrasneHnemMm pesynbratoB No AaHHbIM Cma

x ¥ AUC(O-t) B ¢hopme

Tabnuupl);
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BbIBOAbI U 3aKIIOYEHUE;
CNNCOK NuTepaTypsbl;
N) NPUNOXEHNS:

UHOuBMAOyanbHble U cpegHue dhapMaKkoKMHETMYECKME Npodunum, a Takke cyMmmapHble Nnpodunm pedepeHTHOro u
nccregyemoro nekapCTBeHHbIX MpenapaToB B Henpeobpa3oBaHHbIX KoopAnHaTax;

nHAMBUAyanbHble U cpegHue dapMakoKMHeTU4eckne npodunm, a Takke cymmapHblie Npounm pedepeHTHOro u
nccneayemoro nekapcTBEeHHbIX NpenapaTos B NorapudmMuyeckmx KOopamHaTax;

Tabnuubl MHAMBMAYANbHBIX W CPEAHUX 3HAYEHMIN KOHLEHTpauui, (apMaKOKMHETUYECKUX NapameTpoB U
AVNCMEPCMOHHOTO aHanusa nokasartenein (apMakoKMHETUKM pedepeHTHOro M UCCregyemMoro JieKapCTBEHHbIX
npenaparos.

3. Otyer gomkeH ObITb MpeacTaBneH Ha BYMaXHOM M ANEKTPOHHOM HocuTensx. Jliobas uHdpopmauma AormKHa
ObiTb AOCTyNHa Mo 3anpocy. VMHauBuayanbHble 3HaAYeHWs KOHUeHTpauui pedepeHTHOro u uccnegyemoro
neKapCTBEHHbIX NpenapaToB B OMONOrMYecKmX XXUAKOCTSX, a Takke NonyyeHHble dhapMakoKMHETUYeCckne nokasaTenu no
BCEM 3TanaMm WCCNeaoBaHus MpeacTaBnsalTCA B ANeKTpoOHHOM Buae B dopme Tabnuy MS Excel wnun wmHbIX,
COBMECTUMbIX C AaHHbIM peakTopoM.

Il. AHanMTMYecKMin OTYET O NPOBEeAEHNN TeCTa CPaBHUTESNbHON
KMHETVKN PacTBOPEHWS

4. AHanNUTMYECKUIN OTYET O NPOBEAEHUN TeCTa CPaBHUTENBHOW KUHETUKM pacTBOPEHUS (Janee COOTBETCTBEHHO -
otyet, TCKP) Bknioyaetca B pasgen 3.2.P.2 "®apmaueBTuyeckas paspaboTtka” mogyns 3 perncrpaumoHHOro [oCbe
neKkapCTBEHHOro npenapaTta B COOTBETCTBMM C [MpaBunamu perncrpaumm m aKCnepTusbl NeKapCTBEHHbIX CPeacTs Ang
MEeOMLMHCKOTO NPUMEHEHWs, yTBepx4aeMbiMn EBpa3ninickon 9KOHOMUYECKON KOMUCCHEN.

5. OTyeT BKNtoYaeT B cebs crieayoLme anemMeHThbl:

1) TMTYNbLHas cTpaHuua, Ha KOTOPOW NPUBOASATCS:

Ha3BaHWe nccrneaoBaHuns;

HaVMeHOBaHWe 1 agpec opraHM3aunmy, NPOBOASALLEN aHANUTUYECKYH YacTb MCCIeL0BaHUS;

[aTtbl Ha4ana u okoH4aHus npoeegerusi TCKP;

2) copgepxaHune OT4eTa;

3) ctpaHuua nognucen (¢ ykasaHnem ®.1.0., 4OMKHOCTEN NO OCHOBHOMY MeCTy paboTbl, nognucen (C ykasaHvem
AaTbl) NnL, OTBETCTBEHHbIX 3a npoBefeHue TCKP);

4) nepeveHb COKpaLLEHMI U UCNONb3YEMbIX MOHATUN;
5) Hdpopmauusa o maTepuanax n obopyaosaHuu;
6) MHopMaLmsa 0 cpaBHMBaEMbIX NEKaPCTBEHHbLIX Npenaparax:

XapaKTepUCTMKa WCCreayemMoro JekapCTBEHHOro npenapara: Toprosoe HauMeHoBaHue (ecnu NMPUMEHWUMO),
MeXAyHapooHoe HenaTeHTOBaHHOE HauMeHOoBaHue, rnekapcTBeHHas dopma, O03MpoBKa, HOMep cepuu, aaTa
MpoV3BOACTBA, AaTa UCTEYEeHUs cpoka rogHOCTW, NMPOU3BOAUTENb UMU OpraHM3aLus, OCYLLECTBMAIOLIAsA BbiMyCKatoLwuii
KOHTPOJb kKayecTBa (C ykazaHWeM CTpaHbI-NMPOV3BOAUTENS);

XapaKkTepucTuka pedepeHTHOro fiekapCTBEeHHOro npenapara: TOProBoe HauMeHoBaHWe, nekapcTBeHHasi opma,
[l03VIPOBKa, HOMep Cepuu, AaTta NPOW3BOACTBA, AATa UCTEYEHUs CPOKa FOOHOCTM, YCIOBUS XpaHeHUs, NPOV3BOAUTENb
UNy opraHn3auus, OCyLLECTBAIOLLANA BbIMyCKaOLLMIA KOHTPOMb Ka4ecTBa (C yKa3aHUeM CTpaHbl-Npou3BoauTens);

7) vHdopMauma o6 aHanuTU4eckom cTaHAapTHOM obGpasue, B KOTOPOW NPMBOASTCA HauMMeHOoBaHue,
Npov3BoAUTENb, KONIMYECTBEHHOE CofepKaHne, HOMep CEPUN, CPOK roaHOCTM (NMOBTOPHOTO UCTIbITaHUS);

8) MHopMauusi 0 peakTMBax U matepuanax;
9) nHcdopmMaumsi 06 OCHOBHOM ¥ BCOMOraTerisHoM 060pyaoBaHuu;

10) ycnousa npoegennsa TCKP:



a) Bblbop, kKpaTkoe 060CHOBaHWE YCNOBUI 1 ONUcaHne MeToaukm nposeaeHns TCKP;
©0) ycnoeusi npoBegeHuss TCKP (Tun annaparta, CKOpOCTb BpalleHus, TemnepaTypa cpegbl, obbem cpeabl,
BPEMEHHbIE TOYKM, KONMWYECTBO €AMHWL, npenapata Ans pacTBOPEHWs, MOMELLAeMbIX B COCyA, YUCNO eavHWL

NeKapcTBEeHHOro npenapara Ans Kaxao BPeMeHHOW TOUKW, Mcnornb3yemMble "cuHKepbl”, nNpoueaypa otéopa o6pasLos,
npoueaypa BOCNOIHEHUSA cpeabl pacTBOPEHUs!);

11) nHdopmaLmsa 0 MapknpoBke ob6pasLoB Npy NPOBEAEHUN NCCIEAOBAHWN;
12) onucaHue aHanNuMTU4YecKoW MeToauKM (BO3MOXHA MepeKkpecTHasd ccbhllka Ha Apyrne pasgens
perncTpaumoHHOro Oocke unu dapmMakonerHylo MEeTOAMKY, TOrga HWKEnepeyucrneHHble CBedeHWUs OOMycKaeTcs He

NPUBOAUTD):

Tabnuubl, cogepxawme kpaTkmi ob63op aHanutuyeckom meToauku. B cnyyae wncnonb3oBaHwus
XpomaTtorpadunyecknx MeTo4oB MPUBOOATCS YCIOBUSA XpomaTtorpadmyeckoro aHanmaa: nogBwxHasa asa, TUN KONOHKM
(NpenKonoHKM), CKOPOCTb MOTOKa, TemnepaTypa KOJOHKW, Temnepartypa aBTocammniiepa, o0bem BBOAMMOW Npobbl),
OEeTeKTop, napameTpbl OEeTEeKTMPOBAHMWSA, JMHEWHbIW Juanas3oH rpagyMpoOBOYHOW KPUBOW, HUWXHUIA npegen
KONMMYECTBEHHOIO OMNPEAENEeHNsi, UCNOSMb3yeMble TPagyupoOBOYHble 00pasubl (YACNO U KOHLEeHTpauus), obpasubl
KOHTPOrS KayecTBa (YMCNo M KOHUEHTpauus), cnocod NocTpoeHnst n TUn rpagynpoBOYHON 3aBUCUMOCTY;

NPUroTOBIMEHUE UCXOAHOro rpaynpoBOYHOIO pacTBopa;

NPUIroTOBIEHNE MCXOOHOIO pacTBopa 4118 KOHTPOrs Ka4ecTBa;

NPUIroTOBIEHNE Cpef PacTBOPEHNUS;

NpuroToBneHne pacTteopa nnauebo;

npurotoBneHne pabounx rpagyMpoBOYHbIX PaCTBOPOB;

npuroToBreHne paboymx pacTBOpOB Afsl KOHTPOMS KA4eCTBa;

13) pesynbrathl aHanusa uccrnegyembix obpasuoB (faTta, uaeHTMdUKauus aHanuTUyeckux cepuin (LMKMoB),
paHgoMu3aums ncenegyemblx ob6pasuos, rpagyMpoBoYHbIX 06pa3uoB 1 06pa3LoB KOHTPOMS KavyecTBa B aHanMTUYECKNX
cepusax (Uuknax), KpuTepun NPUEMIIEMOCTU aHaNMTUYEeCKUX cepui (LMKNoB), Tabnuubl, BKIOYaoLWmMe pesynbraThbl);

14) pesynsratbl 06paboTkM Pe3ynsTaToB M MAEHTUMMKALMM NPOrPaMMHbIX CPEACTB;

15) KpaTKoe onucaHue Banugauumn UCnonb3yeMon aHanmMTUYeCKOn METOOUKK;

16) pesynerathl npoBeaeHusa TCKP:

cBoAHble Tabnuubl, coaepxallne pesynbraTtbl BbICBOOOXKAEHUS pedepeHTHOro 1 1ccrnegyemoro nekapcTBeHHbIX
npenapaTtoB B KaXOOW BPEMEHHOW TOYKe, ANA KaXOoW eauHuubl 003UMPOBaHUSA pedepeHTHOro M uccnegyemoro
NeKkapcTBEHHbIX MpenapaTtoB W cped pPacTBOPEHWs, C pPacyeToM CPegHUX 3Ha4YeHurn U KoadbduUMEeHTOB Bapuauuu

cTeneHn BbICBOGOXAEHNST B KaXXOON BPEMEHHOM TOUKE;

rpagudeckme wnsobpaxeHust npocmnen BbICBOOOXAEHUS OEWCTBYHOLLEro BellecTBa M3 pedepeHTHOro wu
nccreayemoro NiekapCcTBEHHbIX NPenaparos.;

OTKITOHEHUA, NPUHATBLIE Mepbl, UX 000CHOBaHuE;

bakTop cxoAMMocTy fy 1 rpaHuLbl NpremneMocTy;

17) BbIBOAbI 1 3aKNOYEHUE;

18) nuTepaTypa, ucnonb3oBaHHasd Anst Bbibopa ycrnoBui nposedeHus TCKP u paspaboTkum aHanuTuyeckomn
METOAMKY;

19) npunoxexus:
nporpamma (npotokon) nposegeHus TCKP;

pernpeseHTaTMBHbIE XpOMaTorpaMmbl (UM MHble MEPBUYHbIE daHHbIE) B KonuyectBe He MeHee 20% OT uyucna
BbINOTHEHHbIX aHANM30B;

cepTndmKaTbl aHanu3a UCCreqyemoro 1 pedepeHTHOro NeKapCTBEHHbIX NPenapaTos;

20) oTyeT 0 Banuaauuu aHanUTU4YEeCKon MeToauku npu npoBegeHun TCKP (BO3MOXHa NepekpecTHas ccbifika Ha



apyrume pasgernbl permctpauMoHHOro aocbe wunun (*)apMaKOHGVIHyIO METOAUKY, Toraa HwxenepeducrieHHble cBefeHUA
0OnycKkaeTcs He ﬂpl/IBOﬂ,VITb)Z

a) TUTyNbHas CTpaHuLa, Ha KOTOPOW NPUBOZATCS:

Ha3BaHWe NCCrnegoBaHus;

HanMeHOBaHWe U agpec opraHM3auum, NpoBoasLLEN UCCNeaoBaHNE;

[aTbl HAa4Yana v OKOHYaHUs BanvaaumMm aHanuTuieckon metoamkm npu nposegeHnn TCKP;
0) conepxxaHue oTyeTa;

B) cTpaHuua nognuceln (c ykasanvem O.MN.0., JomKHOCTEN NO OCHOBHOMY MeCTY paboThl, nognucein (C ykazaHuem
OaTbl) N, OTBETCTBEHHBIX 3@ NPOBEeAEeHNE Banvaaumm aHanmTmyeckon metogukm npu nposegeHun TCKP);

F) nepeyeHb COKpaLLI,eHI/Iﬁ M ncnonb3yemMbiX NOHATUN;

1) obocHoBaHWe Bbibopa MeToda, NapaMeTpoB BanuMaauun U UX oueHKWU, MaeHTUdMKaLUa NporpamMmmMHbIX CpeacTs
AN pacyeTos;

e) Tabnuubl, cogepxawme KpaTkuin o0630p aHanUTUYeckMx MeToauk. B cnydyae wncnonb3oBaHus
xpomaTorpa(bmqecmx MEeTOA4OB NpuUBOOATCA YCIoBUA xpomaTorpa(bmquKoro aHanunaa:. noaBvm>xHasa cbaaa, TN KOJTOHKN
(NMpenKonoHKM), CKOPOCTb MOTOKa, TemnepaTypa KOJIOHKW, Temnepartypa aBTocammnriepa, o0bem BBOAMMOW nNpobbl),
OEeTeKkTop, napameTpbl AETEKTUPOBAHWS, FNUHEWHbIA Auanas3oH rpagyMpoOBOYHON KPUBOMW, HWXKHUA npenen
KONMMYECTBEHHOMO OMNPENEneHnsi, WUCMoNb3yeMble IPaayMpoBOYHblE 006pasubl (YMCNO M KOHUEHTpauus), obpasupl
KOHTPOMS KadecTBa (YMCO M KOHLEHTpauus), cnocod NoCTPOEHUst U TUM rpagynpoBOYHON 3aBUCUMOCTY;

X) CenekTMBHOCTb MeToda (MAEHTUdUKAUWUS BbINOMIHEHHbIX aHanuTUYEecKUx cepui (UMKNOB), KpuTepuwu
npuemnemMmocTun, pesyneratbl (B dopme Tabnuu, xpomaTorpammbl UMM UHblE MNEPBUYHbIE [aHHble B Cryyae
uenecoobpasHoOCTW, COOTBETCTBMNE KPUTEPUSM NPUEMIEMOCTN);

3) rpagyvpoBoYHas KpuBas (ypaBHEHWE KPUBOW, KOIMDMUUUEHT Koppensuuu, NMHENHbIN QuanasoH, KpuTepuu
npuemnemocTtu, pesynbratbl (B Buge Tabnuu, Xxpomatorpammbl WU WHbIE NEpBUYHbIE AaHHble B Ccriyyae

LienecoobpasHoCTW, WAEHTUMUKALUS BbINOMHEHHbIX aHaNUTUYECKUX Cepuii (LMKIOB), COOTBETCTBME KpPUTEPUSIM
npuemsieMocTu);

M) NpaBUIIBHOCTb M MOBTOPSIEMOCTb B TeyeHWe 1 OHS WNW aHanMTUYEeckon cepun (UMKna), KpuTepun
NpUemMneMocTu, pesyrnbsraTbl B dpopme Tabnuu, COOTBETCTBME KPUTEPUSIM NPUEMITEMOCTMY;

K) npaBuibHOCTb U NPEeUun3nNOHHOCTb B pa3Hble OHWU, aHallMTU4YEeCKUe cepumn (LI,VIKJ'IbI), Kputepun npmemrieMocTH,
pesynbratbl B cbopme Tabnuu, cooTBETCTBME KpUtepmam npnemMmnemMocTu;

n) npouedypa pasbaBneHus o6pasLoB NpW HeoGXOoOAMMOCTU (KpUTEpUMU MPUEMIIEMOCTM, pe3ynbTaTthl B dopme
Tabnumu, COOTBETCTBUE KPUTEPUAM NPUEMITIEMOCTH);

M) cTabunbHOCTb 06pa3LIoB (pacTBOPOB):

CTabWUIbHOCTb XPaHEHUs UCXOOHbIX U pPaboyMx pPacTBOPOB (KpUTepuu MpUeMIIeMOCTU, pesyrbTatbl B copMme
Tabnmu, COOTBETCTBUE KPUTEPUAM NPUEMIIEMOCTH);

CcTabunbHOCTb 00pasuoB (pacTBOPOB) B MNpOLIECCE BLINOSIHEHUSI aHanM30B, BKMOYasi Bpemsi Ha MOATrOTOBKY
06pasLoB (pacTBOPOB) 1 BpEMS OOHOMO aHanu3a;

H) OTKIOHEHMUSI, NPUHSTBIE Mepbl, UX 060CHOBaHUE;
0) 3aKIYeEHNE;

n) nutepatypa, UCMNofb3oBaHHas O o6ocHOBaHMS BblbOpa MeToda M MapaMeTpoB Banuvpauuu, paspaboTku
aHanMTUYeCcKo METOONKY;

p) NpunoxeHve (penpeseHTaTMBHbIE XPOMaTOrpaMMbl UM UHbIE MEPBUYHbIE AaHHbIE B KonMyecTBe He MeHee 20%
oT yucna obpasLoB, aHanNM3npyeMblx Npy Banuaauum aHanuTUYeCcKo METOONKN).

MpunoxeHne N 8



Ae(o_t)

AUC(.72 )

AUC g4

AUC(extr)

max
max,ss
el

max
/2
max

max,ss

k MpaBunam NpoBeaeHnst uccrieqoBaHui
GUO3KBUNBANEHTHOCTM NEeKapCTBEHHbIX
npenapartoB B pamkax EBpasuiickoro
3KOHOMMYECKOro Coto3a

YCNOBHbIE OBO3HAYEHNA PAPMAKOKUHETUYECKUX MAPAMETPOB

obliee codepxaHne HeM3MEeHEeHHOro [EeiCTBYIOLEero BellecTsa B Move, cobpaHHON OT
MOMEHTa npuema [0 BpemeHm t

nnowaab nog KpuBOW "MnasmeHHast KOHUEeHTpauusi - Bpems" ¢ MOMEHTa npuema
neKkapCcTBEHHOro npenaparta 4o 72

nnowaab nog KpuBOW "MNasmMeHHast KOHUEeHTpauusi - Bpems" C MOMeEHTa npuema
nekapcTBEHHOro npenapara Ao 6eCcKOHEYHOCTH

nnowaap nog KpvBon "MnasMeHHas KOHUeHTpas - Bpems" ¢ MOMeHTa npuema [[o
nocrnegHen onpegensaeMon KOHUEHTpauum Bo BpeMEHHOM ToYKe t

paBHOBECHas Mnowaab Nod KpUBOW B MHTEpBare 403NMpoBaHUS

ocTaToyHasd (3KCTpanonupyemas) nnowanb nod KpUBoK, onpeaensieMmasi no popmyne

MaKcuMarnbHas nnasMeHHasi KoHUeHTpauus
paBHOBECHasi MakCumarnbHas nnasMeHHas KOHUeHTpaums
KOHCTaHTa CKOPOCTU TEPMUHANBHOW 3NMMUHaLUm
MaKcuMarbHasi CKOPOCTb BbIBEAEHMS C MOYOW

nepuoj nonyebiBegeHNs 13 nnasmbl

Bpemsi focTxeHns Cp, oo

Bpemsi JOCTUXKeHUs C oy oo



