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PELLIEHUE COBETA EBPA3UNCKOIN SKOHOMUYECKO KOMHUCCUU
3 HOsA0ps 2016 . Ne 85
r. Acrana

00 yrBep:xnenun IlpaBui npoBeaeHust uccjie0BaHUM
OMOIKBUBAJIEHTHOCTH JICKAPCTBEHHBIX MPENApaToB B
pamMkax EBpa3uiicKoOro 3JKOHOMUYECKOI0 COK03a

Bcemynuno 6 cuny 6 mas 2017 200a

V3MeHeHus U AOMOJIHEHUS:

Pemenne CoBera EBpasuiickoif SKOHOMHYECKOW KOMHCCHU OT 4 CeHTAOps
2020r. Ne 67 — Berymwio B cuiay 11 mapra 2021 r. (obuuuanbHBIA CalT
EBpasuiickoro skonomuyeckoro cotosa, 11.09.2020);

Pemenne CoBera EBpa3suiickoil 3KOHOMHYECKOM KOMHUCCHU OT 15 deBpans
2023 1. Ne22 — Berynwio B cuiay 28 asrycra 2023 r. (opunuanbHBIA calT
EBpaswmiickoro skonomudeckoro corosa, 11.09.2020)

B cooTBercTBUHU ¢ MyHKTOM 2 cTaThu 4 U ctaTheid 6 CorjameHust 0 €IUHBIX NPUHIUIAX U
MpaBUJIaX OOpaIeHHsI IESKAPCTBEHHBIX CPEICTB B pamMKax EBpa3nuiickoro 3KOHOMHUYECKOTO COI03a
ot 23 nexabps 2014 rona, mynkrom 86 mpmioxeHus Ne 1 k Permamenty padoter EBpasuiickoit
DKOHOMUYECKOM  KOMHUCCUM, yTBepxkAcHHOMY Pemenuem  Beicmiero — EBpasuiickoro
AKOHOMHUYECKOTO coBeTa oT 23 mekadpst 2014 r. Ne 98, u Pemenuem Brictiero EBpasuiickoro
SKOHOMHYECKOro coBeTa oT 23 nexadps 2014 r. Ne 108 «O peanuzaruu CornameHus o eIUHBIX
NPUHLMIIAX M MpaBWiIax oOpalleHus JEeKapCTBEHHBIX CpPEICTB B pamkax EBpasuiickoro
PKOHOMMUECKOTO coro3a» CoseT EBpasuiickoil s3koHomuueckoi komuccuu PEIIIT:

1. Y1BepauTh mpunaraembie I[IpaBuia mpoBeAeHUs WCCIEIOBAaHUN OMOAKBHUBAJICHTHOCTH
JIEKApCTBEHHBIX MPENapaToB B paMKkax EBpazuilckoro s3KOHOMUYECKOTO COI03a.

2. Hacrosimee Pemenue BcTymaeT B cuily mo ucredeHuu 10 KaneHAapHBIX JHEW C JaThl
BCTymuieHUs: B cuiy lIpoTtokona, moxamucanHoro 2 aekabps 2015 roma, o mpHCOeOMHEHHH
PecniyOnuku Apmenuss k CoriameHu0 O €IMHBIX MNPUHIUNAX W MpaBWiIax oOpalleHus
JICKapCTBEHHBIX CPEACTB B paMKax EBpazniickoro sKOHOMHYECKOro coro3a oT 23 nexadps 2014
roja, HO HE paHee 4YeM mo ucredyeHuH 10 KaleHIapHBIX AHEH C JaThl O(HUIIMAIBHOTO
OIMyOJINKOBAHUSI HACTOAIIETO Pemenust.

Ynensl CoBeTa EBpa3uiickoii 3K0OHOMHYECKO KOMHCCUM:

Ot Pecny0stuku~ OT Pecny0siuku Ot Pecnyostuku Ot Kbipreizckoii Ot Poccuiickoii
ApMeHus Beaapycs Ka3zaxcran Pecny0Oiukn degepanum
B.I'aGpunensin B.MartomeBckuit A.MamuH O.I1ankpaToB HN.llysanos
YTBEPXIEHbBI

Pemiennem Coseta
EBpazuiickoii 5KOHOMHUYECKOW KOMUCCUU
o1 3 Hos16pst 2016 T. Ne 85

ITPABHJIA
NPOBEACHUA HCCIeI0BAHNH 0HOIKBHBAJCHTHOCTH JIEKAPCTBEHHBIX NPENapaToB B paMKax
EBpa3uiicKoro 3k0OHOMHY€CKOIro cor3a

I. O01mue moJio:xeHus

STAJIOH Hngpopmayuonno-noucrosas cucmema "9TAJIOH"
Hayuonanenvuii yenmp npasosoii ungpopmayuu Pecnyonruxu benapyce



1. Hacrosimue [lpaBuna yctaHaBIuBalOT TpeOOBaHUS K pa3pabOTKe AU3aliHa UCCIICIOBAaHUMA
OMOPKBHBAJIGHTHOCTH (OOIIEro TMJlaHa WCCIEAOBAaHUN, OIMHMCAHUS CIHOCOOOB MPOBEICHUS
WCCIEOBaHUN B 3aBUCHMOCTH OT OTOOpa M (popMUpOBaHUS TPYNI CYOBEKTOB HCCIICIOBAHUM,
MAacCKHPOBAHMsSI JIaHHBIX), TPOBEACHHUIO HCCIEAOBAHUN OWOIKBUBAICHTHOCTH M AaHAIU3y UX
pe3yJIbTaTOB, @ TAK)KE OCHOBAHUS 111 3aMEHbBI UCCIICIOBAHUM i1 VIVO UCCIICIOBAHUSMM in VItro.

Ilenp mpoBemeHuss WCCIEAOBaHUN OWOIKBUBAJICHTHOCTH — JIOKa3aTh ASKBHUBAJICHTHOCTH
BOCITPOM3BEICHHOTO (THOPUIHOTO) JIEKAPCTBEHHOTO MpernapaTa peepeHTHOMY JICKapCTBEHHOMY
mpemapary Mo KadecTBy, YTOOBI SKCTPANOIUPOBATh PE3YIbTAThl JOKIMHUYCCKUX HCIBITAHUA U
KJIMHUYECKUX HCCIIeI0BaHUM, MPOBEJCHHBIX B OTHOLICHHH pe(epeHTHOro JeKapCTBEHHOIO
mpernapara, Ha BOCIPOM3BENEHHBIN (TMOPHAHBINA) JIeKapcTBEHHBIH mpenapar. llpoBenenue
UCCIIEIOBaHUM OMO3KBUBAJIEHTHOCTH TpeOyeTcs MPH BHECEHWH M3MEHEHHUH B PEruCTpallMOHHOE
JI0ChE€ 3apETUCTPUPOBAHHOTO JIEKAPCTBEHHOTO TIpernapara (B YaCTHOCTH, IIPH U3MEHEHHH COCTaBa
BCIIOMOTaTeNbHBIX BEUIECTB, TEXHOJOTUHU MPOU3BOACTBA, MECTa IPOU3BOJCTBA, YKPYITHEHUN WIIH
pa3yKpyImHEHUU TMPOMBIIUICHHOW CepUH H T.[.), Ha MPEAPETHCTPAIMIOHHOM JTare MpHu
CYILIECTBEHHOM H3MEHEHHMM COCTaBa, TEXHOJOTHMH IPOU3BOJCTBA JIEKAPCTBEHHOTO Ipernapara
(ecmu OCHOBHBIC JTOKIMHUYECKHE M KIMHHUYECKHE MCCICIOBAHUS MPOBEICHBI C HEM3MEHECHHBIM
JIEKapCTBEHHBIM IpenaparoM W HEOOXOAMMO SKCTPANoJUpOBaTh TMOJIYYEHHbIE JIaHHBIE O
6e3omacHoCTH 1 3(PPEKTUBHOCTH HA WU3MEHECHHBIN JIGKAPCTBEHHBIN Mpemnapar), Mpu U3MEHEHU!
JIEKApCTBEHHOW (OPMBI C HEMEIJICHHBIM BBICBOOOKICHHEM Ha JIEKAPCTBEHHYIO (GOpMy C
MOJIUGUIIMPOBAHHBIM  BBICBOOOXK/IEHUEM, pa3pabOTKe KOMOMHHUPOBAHHBIX JICKAPCTBEHHBIX
MIpPernapaToB U B UHBIX CIIydasx.

2. JIBa nekapCTBEHHBIX Iperapara, CoAepKalluX OJUHAKOBOE KOJHMYECTBO JACHCTBYIOIIETO
BEUIECTBA, CYUTAIOTCS OHOIKBUBAJICHTHBIMU, €CJIM OHHU SBJSIOTCS  (apMaleBTUYECKU
SKBUBAJICHTHBIMU WU (DapMaIleBTUUECKH AIbTEPHATUBHBIMU U UX OMOJOCTYITHOCTH (II0 CKOPOCTH
U CTEMeHH) Mociie NPUMEHEHUs B OJMHAKOBON MOJSpPHOM /03€ YKJIaJbIBaeTcsi B 3apaHee
YCTaHOBJICHHBIC JOMYyCTHMbBIE TPEeNbl. YKa3aHHbIE TMPEAeTbl YCTAHABIWUBAIOTCS  JUIS
oOecrieueHrss COTMOCTaBUMOCTH OnodapMaIieBTUUECKNX CBOMCTB JIeKapCTBEHHOW (opmBbI, B
KOTOpOU BBIMYCKAIOTCS JIEKAPCTBEHHBIE MpermapaThl in vivo (TO €CTh COMOCTAaBUMOCTH UX TIO
3¢ PeKTUBHOCTH U OE30MTACHOCTH).

3. Ang  ompeneneHuss CKOPOCTHM M CTENEeHW abcopOumu B HMCCIEAOBAHUIX
OMOPKBUBAJIEHTHOCTH OOBIYHO HCIHOJIB3YeTCS KpHUBas «KOHIEHTpalus —BpeMs». Crenyomue
(hapMaKOKMHETHYECKHE TapaMeTphl M 3apaHee YCTAHOBJICHHBIC TPAHMIIBI HMX JIOMYCTUMBIX
OTKJIOHEHHI TMO3BOJISIOT CYIUTh O OHOSKBUBAJICHTHOCTH CpPAaBHUBAEMBIX JIEKApPCTBEHHBIX
MPEmapaToB IMyTeM OIEHKU UX CPAaBHUTEILHON OMOIOCTYITHOCTH:

IJIOMIAab TOJ] KPUBOW «KOHIEHTpanus — Bpems» (AUC), orpaxaronias BEIUYHUHY
AKCIIO3UIINH;

MakcuMaibHass KoHIeHTpamus BemecTBa (Cmax) B KPOBH, IJIa3ME WM CHIBOPOTKE (I1ajiee
Takke — Maa3mMa, OM0XKHUIKOCTh ),

BpeMs TOCTHXKCHHST MAaKCUMAIPHOM KOHIICHTPALIUU B OMOKHUAKOCTH (tmax ).

[Tput ’TOM Crax ¥ tmax SBISIOTCS TapaMeTpPaMH, HA KOTOPBIE OKa3bIBACT BIUSHUE CKOPOCTh
abcopOIMu ACHCTBYIOIIETO BEIIECTBA U3 JICKAPCTBEHHOW (POPMBI.

4. Hacrosimue [IpaBuia pactpocTpaHsSFOTCS Ha JIEKaPCTBEHHBIE TIPETapaThl B BUAC TBEPIBIX
JIEKapCTBEHHBIX (OpPM Ui MpUeMa BHYTPb C HEMEJIEHHBIM BBICBOOOXJACHHEM JIEHCTBYIOIIETO
BEIIECTBa, COAEpXKAaT TpeOOBaHHUS K IUIAHUPOBAHWIO ¥ TIPOBEACHHUIO WCCIICJOBAHMIA
OMOPKBHUBAJIEHTHOCTHU IyTEM H3YUYECHHs] CPABHUTEIBHON OMOJOCTYITHOCTH Pa3HOBUAHOCTEH ATHX
JMEKapCTBEHHBIX (OpPM C HEMEJICHHBIM BBICBOOOXKICHHEM, a TakKe JAPYTUX BHUJOB
JIEKapCTBEHHBIX (DOPM B COOTBETCTBUU C OOUIMMH TPEOOBAHUSMU COTIIACHO MPUIOKEHHIO No 1.

PazpaGoTka nu3aiiHa M TPOBENCHHME WCCICAOBAHUM, aHANIW3 JAaHHBIX CPaBHUTEIBHOM
OMOJOCTYMHOCTH JJIsi TOATBEPXKACHUSI OMOIKBUBAJICHTHOCTH JIEKAPCTBEHHBIX (OpM Takux
JICKApCTBEHHBIX IpENapaToB MPOBOAATCA B COOTBETCTBUM C TpeOoBaHusiMu paszzaena Il
Hactoamux [IpaBun. Eciam OMOPKBHBaJEHTHOCTH HEBO3MOXXKHO MOJATBEPAUTH C IOMOIIBIO
UCCIICIOBAaHUN OWMOJOCTYITHOCTH, NPOBOAATCS (HapMaKOJAMHAMUYECKUE WM KIUHUYECKHE



HCCTIE0BaHMS, B COOTBETCTBUHU C TPeOOBaHUSIMH coryiacHO npuiokeHusiM Ne 2 u 3. Pa3pabotka
I3aiiHa ¥ TpOBeIeHUE MCCIEeIOBAaHUN, aHAIN3 JaHHBIX CPAaBHUTENBHOW OMOIOCTYIHOCTU JUIS
MOATBEPK/IEHUST OMOIKBUBAIIEHTHOCTH JIEKAPCTBEHHBIX MPENapaToB B JIEKAPCTBEHHBIX (opMax,
IIPEHA3HAYEHHBIX JUIsI OKAa3aHHWsA MECTHOIO JEHCTBUS WIM [ MECTHOTO IPUMEHEHMUS,
MIPOBOJATCSI B COOTBETCTBHH C TPEOOBAHUSMHU COTJIACHO TprutoxkeHusiM Ne 11-13.

5. B Hacrosmux IlpaBunax ycTaHaBIMBAIOTCS KPUTEPUHU, B COOTBETCTBUM C KOTOPBIMHU
MIPOBEJICHUE HCCIIEeNOBAaHUN OWMOMOCTYMHOCTU in Vvivo He TpedyeTrcs (g AOMOJHUTENbHBIX
JIO3UPOBOK — B COOTBETCTBUU ¢ noapaszaeioM 7 pasaena Il nacrosmux IIpaBui, 1 oTAEIbHBIX
BUJIOB JIEKAPCTBEHHBIX (OpPM — B COOTBETCTBUU C npuioxkeHueM Ne 1, nus mpouemypsl
OuoBeiiBep, OCHOBaHHOM Ha OMO(apMaleBTHUECKON CUCTEME KIIACCH(PHUKAIIMKA — B COOTBETCTBHH
¢ npwiioxeHueM Ne 4).

6. Ilpu moxatBepkAeHUH OWOIKBUBAJICHTHOCTH JIEKAPCTBEHHBIX IPENapaToB, KOTOpbIE
BBIIIYCKAIOTCS B JIGKApPCTBEHHBIX (opmMax ¢ MOIU(DUIHMPOBAHHBIM  BBICBOOOMKICHHUEM,
TpaHCAEPMAaIbHBIX JIEKAPCTBEHHBIX (pOpMax M MHTAISLMOHHBIX JIEKAPCTBEHHBIX (hOpMax, a TAaKKe
JIEKapCTBEHHBIX (POpMax /111 MECTHOTO MPUMEHEHHS U JTUTIOCOMAIIbHBIX JIEKApCTBEHHBIX opMax
UCCIIEIOBAHMS CIIEAYEeT MPOBOJUTH B COOTBETCTBUU ¢ TpeOoBaHUAMHU mpuiiokeHuit Ne 9 u 10, a
TaKKe C aKTaMH, BXOJSIIUMHE B paBo EBpa3zuiickoro axkoHOoMHYeCcKOro corosa (naee — Coro3) B
cdepe oOpalieHus JeKapCTBEHHBIX CPEJICTB.

7. Chepa mnpumMeHenus Hactosuux [IpaBunm orpaHudeHa CpaBHEHHEM XHMHYECKUX
coequneHuil. Ilopsgok  cpaBHEHUs OWOJNOTMYECKMX  JICKAPCTBEHHBIX  MPENapaTroB ¢
pedepeHTHBIME  JIEKAPCTBEHHBIMU IIperapaTaMi YCTAaHOBJIEHbl B TMpaBWIaX IPOBEICHUS
UCCIIEIOBAaHNM ~ OMOJIOTMUECKUX  JICKApCTBEHHBIX  CPEICTB B  paMKax  EBpa3zuiickoro
SKOHOMHUYECKOTO COI03a, YTBEpPXKAAeMbIX EBpa3MiicKOil 3KOHOMHYECKOW KOMHCCHEH (manmee —
Komuccus). IlonrBepxaeHune OHMOIKBUBAJICHTHOCTH MOXET MPOBOJIUTHCS B  OTHOIICHHH
pPacCTUTENBHBIX JIEKAPCTBEHHBIX IMpenapaToB, HO OCHOBHblE TpeOOBaHHWSA, W3JIOKEHHBIE B
HacToAmmx I[IpaBunax, HE NPUMEHUMBI K PACTUTENbHBIM JIEKaPCTBEHHBIM Ipenaparam, Ajs
KOTOPBIX JICUCTBYIOIIUE BEIIECTBA HE B IIOJIHOM MEPE OXapaKTEePU30BAHBI.

8. Hacrosmue IlpaBuna wuCHONB3yIOTCA MNpU TMOJAa4e 3asBJICHUN O perucTpanuu
JIEKApCTBEHHBIX IpenaparoB B pamkax Coro3a.

9. Uccnenyemble  JIEKapCTBEHHbIE  NpENaparbl, MCIOJIb3yEMBIE B  HCCIEIOBAaHUU
OMOPKBUBAJIEHTHOCTH, JIOJKHBI TPOU3BOIUTHCS B COOTBETCTBHUM C TpPEOOBAHUAMU IIPABUI
HaJUIeKallled  MPOU3BOJACTBECHHOM  IPAaKkTUKU  EBpa3uiiCKOro  3KOHOMHMYECKOIO  COKO3a,
yTBepxkaaeMblx Komuccuel, ¢ MNpeACTaBIEHHUEM COOTBETCTBYIOIIETO JOKYMEHTaJIbHOTO
MIOATBEPK/ICHUS B PETUCTPALIUOHHOM JIOCHE.

HccnenoBanus 6MOSKBUBAJIEHTHOCTH, MPOBEJAEHHBIE 3a npeaenamu Tepputopun Corosa,
JOJKHBI COOTBETCTBOBATh HacTosAuuM [IpaBunam u npyrum akram, BXoasuum B rpaso Coro3a, B
cdepe oOpalieHus JIEKapCTBEHHBIX CPE/ICTB.

10. ITo Bompocam, HE yperyiaupoBaHHBIM B HacTosAummx I[IpaBuinax, 3asBUTENU BIIpaBe
oOpamarhCcsi B DKCIEPTHBIH KOMUTET IO JICKAPCTBEHHBIM cpecTBaM npu Komuccuu (manee —
OkcnepTHbIA KoMuTeT pu Komuccenn) 3a KOHCYJIbTaluei.

I1. Onpenenenust

11. lna wueneit Hacrosiumx [lpaBuin MCHONB3YIOTCS TOHATUSA, KOTOpPHIE O3HAYarOT
cleqyrolee:

«OuoseiiBep» (biowaiver) — mpoueaypa OLEHKHM OHOSKBHBAJICHTHOCTH JIEKAPCTBEHHOTO
npenapara 0e3 MpoBeIeHUS UCCIEAOBAHUS in ViVo,

«OuoJornyeckasl JIOCTYIHOCTb», «OuomoctymHocTb» (bioavailability) — ckopocts
CTENEHb, C KOTOPOH NEHCTBYIOIIEE BEIIECTBO WM AKTUBHAS YacThb MOJIEKYJIBI JEHCTBYIOIIErO
BellecTBa abcopOMPyYIOTCs U3 JIEKAPCTBEHHOTO Mpernapara U CTaHOBSTCS JOCTYNHBIMU B MECTE
CBOECTO JICHCTBUSA. DBHOAOCTYNMHOCTH OIPEACHSIOT KaK aOCONIOTHBIA WM OTHOCHUTEIHHBIN
II0KAa3aTeb.



AOGCOIIOTHYIO OMOJIOCTYIMTHOCTh JIEWCTBYIONIETO BEIIECTBA (AKTHBHOM YacCTH MOJICKYJIBI
JCHCTBYIONIETO BEIIECTBA) B OMPENCICHHON JIEKAPCTBEHHOW (OpME OMpeAensioT MyTeM
CpaBHEHHUS C OHOJOCTYMHOCTBIO O3TOTO JCWCTBYIOLIErO BellecTBa (AaKTUBHOM  4YacTu
JEHCTBYIOIIETO BEIIECTBA) MPU €r0 BHYTPUCOCYTUCTOM BBEJCHUH, TOCIEAHIS IPUPABHUBACTCS K
100 mporeHTaM (HampuMep, pacTBOp I TpHeMa BHYTPh B CPaBHEHHH C PacTBOPOM IS
BHYTPUBEHHOTO BBEJICHUS).

OTHOCHTENbHYIO OMOIOCTYTHOCTh JAEUCTBYIOUIETO BEIIECTBA (AKTUBHOW YacTH MOJIEKYJIbI
JCHCTBYIONIETO BEIIECTBA) B OMPENEICHHONW JIEKAPCTBEHHOW (OpME OMpeAensioT MyTeM
CpaBHEHHUS ¢ OMOAOCTYMHOCTHIO APYTOi JIeKapCTBEHHOM ()OPMBL, BBEJICHHON TEM K€ WU APYTUM
(HO HEe BHYTPHBEHHBIM) IyTeM (HAmpHUMeEp, TaOJIETKH B CPaBHEHHH C PAaCTBOPOM ISl MpHeMa
BHYTPB).

OcHOBOW  TIpOBENEHUS HUCCIECNOBAaHWK OWOIKBUBAJICHTHOCTH U  OHOJOCTYIHOCTH
OOJBIIMHCTBA  JICKAPCTBEHHBIX  IpENapaToB  SBJISETCS  OINpeNeieHHe  OTHOCUTEIbHOU
OMOIOCTYTHOCTH.

buogocTynHOCTh JI€KapCTBEHHBIX IPENapaTroB, HE MpEeArojarailuX BCachblBaHUS B
KPOBOTOK, JIOITyCKAaeTCs OIICHUBATH C MIOMOINBIO MAapaMeTPOB, CIOCOOHBIX OTPA3UTh CKOPOCTh U
CTENEeHb JOCTYTHOCTH JIEHCTBYIOIIETO BELIECTBA UM aKTUBHOW YaCTH MOJIEKYJIbI JEHCTBYIOIIETO
BEIIIECTBA B MECTE CBOETO JICHCTBHUS;

«OnoskBUBaIeHTHOCTHY (bioequivalence) — OTCyTCTBHE 3HAYMMBIX PA3IUYHK TTO CKOPOCTH
U CTETICHHU, C KOTOPBIMHU JICUCTBYIOIIEE BEIIECTBO WIIM AKTUBHAS YaCTh MOJICKYJIbI IEHCTBYIOIIETO
BellecTBa (papMaleBTHUECKUX SKBUBAJICHTOB WM (hapMalleBTUUECKUX ajJbTepPHATUB CTAHOBATCS
JOCTYITHBIMU B MECTE CBOETO JACHCTBUSI IIPU BBEACHUH B OJMHAKOBOW MOJISIPHOM J03€ B CXOMKHUX
YCIIOBUSIX B MCCIIEIOBAHUU C HAIJEKalIUM nu3aiiHoM. [lpyn Hanuuum HaMepeHHBIX pazIudHil B
CKOpOCTH  (HampuMmep, HEKOTOpble JIeKapCTBEHHbIE (HOpPMBI C  MOAU(DUIIMPOBAHHBIM
BBICBOOOJKJIEHUEM), OTpeeIeHHbIC (apMalleBTUUECKUE ASKBUBAJICHTHI W (apMalleBTUUECKHE
QIBTEPHATHBBI MOTYT OBITh TMpPH3HAHBI OMOAKBUBAJICHTHBIMHU, €CIH OTCYTCTBYIOT 3HAYUMBIC
pa3nuuus B CTENEHM, C KOTOpPOMl AeWCTBYIOlIee BEIIECTBO WM AKTHUBHAS YacTb MOJEKYJIbI
JICHCTBYIOIIETO BEIIECTBA M3 KaXIOTO JIEKAPCTBEHHOTO Mpenapara CTAaHOBSITCS JOCTYITHBIMHU B
MecTe CBOEro AeicTBus. [IpaBuiio npMEHUMO TOIBKO B CIIydae pa3Inuus B CKOPOCTH, C KOTOPOMl
JICHCTBYIOIEE BEIIECTBO UM aKTHBHAS YaCTh MOJICKYJIbI JICHCTBYIONIETO BEIIECTBA CTAHOBSTCS
JOCTYITHBIMU B MECTE CBOETO JEICTBHS, 3aIUIAaHUPOBAHBI U OTPaXKEHBI B O0IIEH XapaKTepUCTHKE
JIEKapCTBEHHOTO TMpernapara, HE3HAYMMBI I JOCTHXKEHHUS J(PGEKTUBHON KOHIICHTPAIIUH
JEMCTBYIOIIETO BELIECTBA MIIM AaKTUBHOM YaCTH MOJIEKYJIbI JMCTBYIOIIET0 BEIIECTBA B OpraHU3Me
MPHU IJTUTEIEHOM MPUMEHEHUU U ¢ MEAWIIMHCKOW TOYKH 3PCHUS MPU3HAHBI HE3HAYMMBIMU JUIS
JIEKapCTBEHHOI'O IIpernapara.

N3ydyenne OMOIKBHBAIIGHTHOCTH MOXET OCYIIECTBISATHCS KaK B YCIOBUAX In VIVo
(bapmakokuHEeTHUECKHE, (hapMaKOIMHAMUYECKHUE, KIIMHUYECKHE WCCIICIOBAHUS), TaK U in Vitro
(HampuMep, UCCIIEIOBAHMS T€CTa CPABHUTEIHLHOM KHHETUKH PACTBOPEHHUS);

«onodapmanieBTrueckas cucrema kiaccudukanum» (biopharmaceutics classification
system, BCS, BCK) — Hay4Hblil OAXOA, MO3BOJSIOUIMI pa3AenuTh AEHCTBYIOIIME BELIECTBA
JIEKapCTBEHHBIX IPENapaToB Ha OCHOBAHWU CTENEHH WX PACTBOPUMOCTU B BOJAE M KHIICUHOM
MIPOHUIIAEMOCTU. BMecCTe ¢ TeCTOM KMHETUKH PacTBOPEHHs TSl IeKapcTBeHHOTo Tipenapara bCK
YUHUTHIBAET 3 OCHOBHBIX (PAaKTOpa, BIMSIOMIMX HA CKOPOCTh U CTENEHb a0COPOLMU JEHCTBYIOMNUX
BEIIECTB M3 JICKAPCTBEHHBIX (HOPM C HEMEIJICHHBIM BBICBOOOXKIECHUEM [UIsI MIpHEMa BHYTPb:
pacTBOpeHHE, PaCTBOPUMOCTD U KUIICUYHYIO TPOHUI[AEMOCTh;

«BOCITPOU3BEICHHBIN JICKAPCTBEHHBIN Mpenapary», «reHepruK» — JIEKapCTBEHHBIN Mpemnapar,
MMEIOIIUM TaKoW JK€ KAaYEeCTBEHHBIM M KOJMYECTBEHHBIN COCTaB JIEHCTBYIONIMX BEILECTB
(akTUBHBIX (hapMAlIEBTUUECKUX CYOCTaHIIMI) M Ty XKe JIEKapCTBEHHYI ¢opMy, YTO U
pedepeHTHBIN JIEKapCTBEHHBIM MperapaT, ¥ OWO3KBHBAJICHTHOCTh KOTOPOTo pedepeHTHOMY
JIEKapCTBEHHOMY  Mpemnapary  MOATBEPkKAACTCS  COOTBETCTBYIOIIMMH  WCCIICIOBAHHUSIMHU
OMOJIOCTYITHOCTH.



Paznuunbie conmu, 3Quphl, U30Mepbl, CMECH H30MEPOB, KOMILJIEKCHl WU MPOU3BOHBIC
JEWCTBYIOIIETO BEUIECTBA MPU3HAIOTCS OJHUM U TEM e JCHUCTBYIOIIUM BEHIECTBOM, €CIH UX
6e3onacHOCTh U (Miu) 3(PGEeKTHBHOCTh 3HAYUMO HE OTJIMYAIOTCS. PazmudHbIC JIEKapCTBEHHBIC
dopmMBl AN TpUeMa BHYTPh C HEMEUICHHBIM BBICBOOOXKJCHMEM IIPU3HAIOTCS B paMKax
WCCAeOBaHUN  OWMOJOCTYMHOCTM OJHOM W TOW K€ JIeKapcTBeHHOW  dopmoit  (c
O6unodapMalieBTUUECKON TOUKHU 3PEHU);

«THOPUAHBIN JICKAPCTBEHHBIN IIpemnapar» — JICKaPCTBEHHBIN TMpenapar, He MOATa aroIri
I0JT OIIpEeIeTICHHE BOCIIPOM3BECHHOTO JIEKAPCTBEHHOTO MIperapara, MPUBEICHHOTO B HACTOSIIIIUX
[IpaBuiax, uiaM, NPy HEBO3MOXKHOCTH TMOATBEPKACHUS €ro OMOAKBUBAJIEHTHOCTH C MOMOIIBIO
UCCIIeIOBaHN OMOJIOCTYITHOCTH, a TAaKXKe €cClIM JeHCTBYIOIEe BEIIECTBO (JEHCTBYIOLINE
BElIEeCTBa), MOKa3aHUs K MPUMEHEHHIO, T03UPOBKA, JIEKAPCTBEHHAsi (popMa WM MyTh BBEACHUS
TAKOT'0 JIEKAPCTBEHHOTO Iperapara OTIUYAIOTCS OT TAKOBBIX Pe(EepeHTHOrO JEKapCTBEHHOTO
npernapaTa, 4yTo TpeOyeT NpPEICTaBICHUS PEe3yNbTaTOB JAOKIMHUYECKUX M (M) KIMHUYECKUX
HCCIICIOBAHMIA;

«J103a JIEKapCTBEHHOro TmpemnapaTtay (dose)— KOIMYeCTBO JCHCTBYIOMIETO BEIIECTBA
JIEKapCTBEHHOTO Mpenapara Ha 1 mpuMeHeHue (0THOKpaTHOE MM MHOTOKPAaTHOE PUMEHEHNE),

«JIO3MPOBKAa JIEKAPCTBEHHOTO TIpemapara» (strength) — KOJWYECTBEHHO BBIPAKEHHOE
coZiep)KaHue JIEHCTBYIOIIMX BEIIECTB B EAMHUIE JO3UPOBAHUA, OO0bEeMa MIM MacChl B
COOTBETCTBHHU C JICKAPCTBEHHOH (hOPMOIA;

«UCIBITAaHUE «PACTBOPEHME» JUIsI KOHTposd KadecTBa» (quality control dissolution test) —
npenycMmoTpenHoe @apmakoneeit Coro3a UCIBITAHUE, POBOJUMOE C LIETbI0 PYyTUHHOTO KOHTPOJIS
KayecTBa CEpUil JIGKAPCTBEHHOT'O Ipernapara B BHJE HCIBITAHUS Ha PACTBOPEHUE C OIHHUM
KOHTPOJbHBIM BPEMEHHBIM IMEpPUOIOM JJsi oTOopa mpol i JeKapCTBEHHBIX IpernapaToB ¢
HEMEJUICHHBIM BBICBOOOXK/IEHHEM U ¢ 3 U 0oJiee KOHTPOJIBHBIMU BPEMEHHBIMU MEPUOJIAMH IS
JIEKapCTBEHHBIX MPENapaToB ¢ MOAUPHUIIMPOBAHHBIM BHICBOOOKICHUEM;

«KOMOMHHUPOBaHHBIN JiekapcTBeHHBIH mpenapar» (fixed-dose combination finished
pharmaceutical product, FDC-FPP, KJIIT) — roToBbIii JIekapCTBEHHBIN Tpemapar, coaepKaniui 2
u OoJiee IEHCTBYIOMIMX BEIIECTB (aKTUBHBIX (DapMalleBTHUECKUX CyOCTaHIU);

«iekapctBeHHass ¢dopma» (dosage form)— cocTosiHME JE€KapCTBEHHOIO Ipemnapara,
COOTBETCTBYIOIIIEE CIIOCO0AM €ro BBEACHHS M NPUMEHEHHUS U OOECIeUHBAIOIIEEe JOCTHKCHHE
HeoOxoaumoro 3¢ dexTa;

«HAMOJHUTEIN» — PA3HOBUIHOCTh BCIIOMOTATENIBHBIX BEIIECTB, HCHOJIb3YyEeMbIX JUIS
MIPUIaHus TBEP/IbIM JIEKapCTBEHHBIM (hopMaM 3aJJaHHOTO pa3Mepa;

«OpUTHHAJBHBIN JIeKapCTBEHHBIH mpemapar» (innovator pharmaceutical product) —
JIEKapCTBEHHBIN IpernapaT ¢ HOBBIM JCHCTBYIOIIUM BEILIECTBOM, KOTOPHIA OBbLI IEPBBIM
3apeTUCTPUPOBAH M pa3MelleH Ha MHUPOBOM (hapMaleBTHUECKOM pbIHKE HA OCHOBAaHHUH
PETUCTPALIMOHHOTO J0ChE, COIEPHKAILETO PE3YNbTAThI MOJHBIX TOKIMHUYECKUX (HEKITMHUYECKHX )
U KIMHUYECKMX HCCIENOBaHMN, MOATBEPXKIAIOMNIMX €ro KauecTBO, O€30MacHOCTh H
3¢ (HEeKTUBHOCTh, SKBHUBAIEHTHOTO IO COJEPXKAHUIO TPeOOBaHUSIM, YCTaHOBJIEHHBIM 4acTbio |
npunoxenus Ne 1 k IlpaBunam perucrtpauuu M SKCHEPTH3bI JIGKAPCTBEHHBIX CPEICTB IS
MEAUIIMHCKOTO IPUMEHEHHUS;

«pedepeHTHBII JIeKapCTBEHHBIA Mperapar», «JICKapCTBEHHBIN Mpenapar CpaBHEHHS,
«KOMTIApaTop», «KOHTPOJb» (comparator product) — JE€KapCTBEHHBIM TMpenapar, KOTOPBIA
UCTOJB3YeTCsl B KAaueCTBE JTajOHA B MCCIEIOBAaHMAX CPAaBHUTEIBHONW OMOJOCTYHMHOCTH JUIS
HOPMHUPOBAHHUSI UCCIIEIyEMbIX TapaMETPOB;

«COKpAIICHHOE JI0ChE» — PETUCTPALMOHHOE JI0ChE JICKApCTBEHHOIO Ipernapara, 00beMm
(dapmaieBTHUECKOl  pa3pabOTKM KOTOPOrOo HE TMpeaycMaTpuBaeT IMPOBEIEHUS IMOJIHBIX
TOKCHKOJIOTHUECKUX U KIMHUYECKUX UCCIIEIOBAHUN U BKIIIOYCHHUS UX PE3YJIbTaTOB B MOIYJH 4 U
S perucTpanMoHHOTO JOCKE;

«TECT CpaBHHUTEIbHON KMHETHKH PAacTBOpPeHHMs in vitro» (in vitro equivalence dissolution
test, TCKP) — wucneiTanuwe, BKIOYamomiee B ce0sd cpaBHeHHE Tpoduieii pacTBOPECHHS



HCCIIElyEMOr0 JIEKAPCTBEHHOr'0 Ipenapara U pedepeHTHOro JEKapCTBEHHOIO IMpenapara, Kak
npaBuio, B 3 cpenax — Oydepubix pactBopax ¢ pH 1,2; 4,5 u 6,8;

«(apmaneBTuyeckas 9KBHUBAJIEHTHOCTBY, «(papmaneBTuyeckue SKBUBAJIECHTHD»
(pharmaceutical equivalence) — nexkapcTBeHHbIE NpenapaTbl B HJICHTHYHBIX JICKAPCTBEHHBIX
¢dopmax, KOTOpbIE COAEPKAT OJNHAKOBOE KOJIMYECTBO MAECHTHUYHOIO JIEHCTBYIOILIETO BELIECTBA
(akTHBHYIO (papMaleBTHUECKYIO CyOCTaHIINIO), TO €CTh OJMHAKOBYIO COJIb UIIH 3P OAHOM U TOH
K€ aKTUBHOW YacTH MOJEKYJbl JIEHCTBYIOLIETO BEIECTBA WJIM B JIEKAPCTBEHHBIX (hopMax C
MOJU(UIIMPOBAHHBIM BBICBOOOKICHUEM, TPEOYIOIINM CO3/IaHUs pe3epByapa WK U30bITKA, WU B
Takux (opmax, Kak MpeIBapUTEIbHO 3allOJHEHHbIE IIPHULEI (B KOTOPBIX MOXET BapbUpPOBAaTh
OCTaTOYHBIH 00BEM), KOTOPBIE TOCTABIISIIOT UACHTUYHOE KOJIMYECTBO JCHCTBYIOIETO BEIECTBA B
TE4YEeHUE UJCHTUYHOTO Neproia 103upoBaHusl. DapMaleBTHUECKNE SKBUBAJICHTHI HE005A3aTEIbHO
CoZiepKaT OJMHAKOBBIC HEAKTHBHbIE MHIpeAueHTh. OHM YAOBJIETBOPSIOT HWACHTUYHBIM
(apMakonelHbIM WM MHBIM IPUMEHUMBIM CTaHJIApTaM IO MOAJUHHOCTH, JO3UPOBKE, KAYECTBY
U YHMCTOTE, BKJIIOYasi aKTUBHOCTh U B MPUMEHUMBIX CIy4asx MO OJHOPOIHOCTH COJCPKHMOTO,
BpEMEHHU pacnafeHus U (WJIH) CKOPOCTH PACTBOPCHUS;

«(papmaneBTHUECKH ~aJbTEPHATHUBHBIC JIEKapCTBEHHbIE TNpemnapaThl (pharmaceutical
alternatives)» — JIEKapCTBEHHBIC TIpeMapaTthl, COJEP)KAIIME OJMHAKOBYIO AaKTHUBHYIO 4YacTh
MOJICKYJIBI JISMCTBYIOIIErO BEIIECTBA MM €ro MPEANIeCTBEHHUK (TPEKypcop) HEoOA3aTeIbHO B
OJJMHAKOBOM KOJIMYECTBE, WJIN JIEKAPCTBEHHOW (hopMme, 1100 B BUAE TOU K€ COJM MM TOTO XKe
s¢upa. Kaxapiit Takoil JekapCTBEHHBIN Mpenapar B MHIUBUAYAIbHOM HOPSIIKE yIOBIETBOPSET
UJCHTUYHBIM JIMOO CBOMM COOCTBEHHBIM COOTBETCTBYIOIIUM (apMakONEHHbIM WM JAPYTHMM
NPUMEHUMBIM CTaHAapTaM [0 TOAJMHHOCTH, O3UPOBKE, KAYeCTBY M UYHUCTOTE (BKIOYAs
aKTUBHOCTb U B IPUMEHUMBIX CIIy4asX OJHOPOJHOCTb COAECP)KUMOT0, BpeMs pactaieHus U (M)
CKOPOCTb PACTBOPEHHUS);

«pukcupoBanHas komOuHanus 103» (fixed-dose combination, FDC, ®KJI) — komOuHamms
2 u Ooyiee NEHCTBYIONIMX BEIIECTB C YCTAHOBJICHHBIM COOTHOIIECHHEM 03UpOBOK. DKJI
UCHOJb3yeTCsl Uld OOO3HAYEHMs KOHKPETHOM KOMOMHALMU [JCHCTBYIOIIMX BEIIECTB BHE
3aBUCUMOCTH OT COCTaBa MJIM TOPrOBOIO HAMMEHOBAHMS JIEKAPCTBEHHOIO IMperapara.
KomOuHanust  [eHCTBYIOLIMX  BEIIECTB  MOJYKET  MCIIOJIB30BaThCsl KaK  COBOKYIHOCTb
MOHOKOMITOHEHTHBIX JIEKAPCTBEHHBIX MPENapaToB, IPUMEHSIEMbIX OJHOBPEMEHHO, TaK U B BUJE
rOTOBOI'O MHOTOKOMITOHEHTHOTO JIEKAPCTBEHHOTO ITpenapara.

B mensx wnHacrosmmx [IpaBun mox 3HAYUMBIMH MOHMMAIOTCSI BCE HCCIIEIOBAHMS
JIEKapCTBEHHOTI'0 IIperapara, KOTOpble 0Ka3bIBaOT BIMSHUE HA MH(POPMALUIO 0 ero 0€301acHOCTH,
KayecTBe, d3PPEKTUBHOCTH U 00JIACTH BO3MOXKHOTO KIMHUYECKOTO NMPUMEHEHHUs, 3asBJICHHON B
o011el XapaKTepUCTUKE JIEKAPCTBEHHOTO IIpernapara.

I1I. TpeGoBanus Kk qU3aiiHy, NPOBEICHUIO M OLICHKE HCCJIeAOBAHNN 0MOIKBUBATCHTHOCTH

12. O0beM W OW3aliH HUCCIENOBAHUNA OWOSKBUBAJIEHTHOCTM HEOOXOAMMO OOOCHOBATH
(U3UKO-XUMUYECKUMH M (HapMaKOKWHETUYECKHUMH CBOMCTBAMH JICWCTBYIOIIETO BEIIECTBA U
MIPOMTOPIIMOHAIEHOCTBHIO COCTaBa JICKAPCTBEHHOTO Mpemnapara. B 4acTHOCTH, cieIyeT YUYUTHIBATh
JTUHEHHOCTh (PapMaKOKHMHETUKH, HEOOXOAUMOCTh MTPOBEICHUS UCCIICIOBAHUS B 3aBUCHMOCTH OT
MpreMa THIIH, aHaIK3a YSHAHTHOMEPOB, a TAKXKe IeJIeCO00Pa3HOCTh MPOBEACHUS MCCIICI0BAHNN
JIOTIOTHUTEIBHBIX JIO3UPOBOK (B COOTBETCTBUU C TPEOOBAHUSIMHU MOJAPA3ACIOB 4—7 HACTOSIIETO
pasnena).

13. B mozayse 2.7.1 peructpamoHHOT0 10Cche B popMare 00IIero TEXHUYECKOTo IOKYMEHTa
HEOOXOUMO TPEJICTaBUTh TIEPEUYCHb BCEX 3HAYMMBIX HCCIICIOBAaHUN (HE3aBHCHMO OT HX
pE3yNbTAaTOB), MPOBEACHHBIX C JIEKAPCTBEHHBIM TMpENapaTroM, B TOM YHCJIE WCCIICIOBAHUS
OMOPKBHBAJICHTHOCTH C IICIbI0 CPABHCHHS 3asABISIEMOr0 K PETHUCTPAIMH JICKAPCTBCHHOTO
npemapaTta (TO €CTh MUMEIOIIET0 TOT K€ COCTaB M MPOIecC MPOU3BOJCTBA) C pedepeHTHBIM
JICKapCTBCHHBIM TIpermapaToM (B COOTBETCTBHM C TPEOOBaHHSAMH TOJpaszzeiia 2 HACTOSIIEro
pasnena).



B oTHomeHnn Bcex MpOBEACHHBIX MCCIEAOBAHUNA B COCTaBe MOMAYJISL 5 PETUCTPALUOHHOTO
J0Cbe HEOOXOUMO MPEACTABUTH MOJHBIE OTYETHI, 32 UCKIIOYCHHEM MUJIOTHBIX HCCIIEIOBAHUM,
JUI KOTOPBIX, €CJIM OHHM MPOBOJUIHNCH, JOCTAaTOUYHO MPUBECTU KPATKUE CHHOIICUCHI, KOTOpHIE
oOpMIIIFOTCSI B COOTBETCTBUU € MpuiokeHHeM Ne 2 K mpaBuiiaM HaJyIekalield KIMHUYeCKON
npaktuku Coro3a, yrBepxkaaembiM Komuccueid. [1oyHbIM 0TYET O MUJIOTHBIX UCCIEAOBAHUSIX, B
JaHHOM ClIly4ae, HEOOXOAMMO TPEACTaBUTh IO TPEOOBAHUIO YIOJTHOMOYEHHBIX OPraHOB
rocynapctB — wieHoB Coro3a (zanee — rocyaapcTBa-wieHbl). B moxyns 2.7 HE0OX0AMMO TaKKe
BKJIFOUUTh CHHOIICHCHI OTYETOB 00 HCCIENOBAHUSX OMOIKBHUBAICHTHOCTH M CPAaBHHUTEILHOM
OMOOCTYTHOCTH, MPOBEICHHBIX HA CTa U pa3pabOTKH JIEKapCTBEHHOI'O Ipernapara.

1. {lu3aiin uccjie10BaHUus

14. luzaiiH uccieoBaHus HEOOXOJMMO COCTAaBUTh TakUM oOOpa3oM, 4YTOOBI BIIMSHHE
JIEKapCTBEHHOTO TperapaTa Ha ero ¢papMaKOKMHETHYECKUE TTapaMeTPhl MOKHO ObLIO OTIMYUTH
OT BJIMSIHUS APYTHX (PAKTOPOB.

15. CranaapTHBIN AU3aliH NpEAIoaaraeT Cleayolee.

I[Ipu cpaBHeHMHM 2  JIGKaPCTBEHHBIX TMpENapaToB  PEKOMEHAYETCS  MPOBOIAUTH
PaHIOMU3UPOBAHHOE, ABYXIIEPUOIHOE, IEPEKPECTHOE B 2 MOCIEAOBATEIIBHOCTIX UCCIIEJOBAHUE C
MPUEMOM OJHOKPATHOW M03bI. [leprobl AOMKHBI OBITH pa3/ieleHbl OTMBIBOYHBIM TIEPHOIOM,
JOCTAaTOYHBIM JUIsl CHIJKEHMSI KOHLIGHTPAllMU JICMCTBYIOIIETO BEIIECTBA HMIXKE IOpora
OMOAHATMTUYECKOTO OTPEACIICHHS Y BCEX CYOBEKTOB B Ha4aJIe BTOPOTO MEPHOIa MCCIICTOBAHNUS.
OOBIYHO AJISL ATOTO JJOCTATOYHO 5 TIEPUOI0B MOTYBBIBEICHUSI.

16. AnbTepHATUBHBIN AW3aiiH MPEANOJIaracT CIeayIolee.

B HekoTOpBIX cityyasix, pU YCIOBUU TOTO, YTO JU3AMH UCCIEAOBAHUS M CTATUCTUYECKUI
aHaIM3 HAyYHO OOOCHOBAaHBI, MOXKHO pacCMaTpuBaTh aJlbTEPHATHBHBIC OOIICTIPU3HAHHBIC
IOU3aliHbl: MAapajUIeIbHbIM — JUIsl BELIECTB C JJIUTENBHBIM ty; MOBTOPHBIM (PEIJIMKATUBHBIM,
replicate design) — uIsi BEmECTB C BBICOKO BapuaOENbHBIMH  (DapMaKOKWHETUYECKHUMH
napameTpamu (B COOTBETCTBHH ¢ TpeOoBaHUAMHU Moapasnena 11 Hacrosmiero paszaena).

17. Ecniu  BcneacTBUE HENEPEHOCMMOCTH IPUEM  OJHOKPATHOM J03bl  3JI0POBBIMHU
JIOOPOBOJIBIIAMH HEJIOMYCTUM, a HWCCIICJOBAHHE OJHOKPATHOW JO3bI y TMAIMEHTOB IMPOBECTU
HEBO3MOJKHO, JIOITYCKAETCs TPOBEICHHUE MCCIICIOBAHUS Y MAIIMEHTOB C MHOTOKPATHBIM TPUEMOM
JIEKapCTBEHHOTO Tpernapara.

B penxmx cmywasx, Korja HEAOCTaTOYHAS YyBCTBUTEIBHOCTh AHAIMTUYECKOTO METO/Aa
MPEMSITCTBYET TOYHOMY OIPENCICHHIO KOHIEHTPAIMM B OHMOJOTHYECKON JKUIAKOCTU IIOCIE
pueMa OJHOKPATHOM J03bI, a paBHOBECHAsI KOHIIEHTPAIIUS TOCTATOYHO BBICOKA JIJISl TTOJTYUCHUS
TOYHBIX 3HAYEHUH, B KaYECTBE aJIbTEPHATHUBBLI MCCIEAOBAHUIO C MPUEMOM OJHOKPATHOM 103bI
JOTTYCTUMO TPOBEJICHUE UCCIEAOBAHUS ¢ MHOTOKPATHBIM IIPHUEMOM JICKAPCTBEHHOTO Iperapara.
Opnnako, mpuHUMas BO BHHUMAHHME, YTO HCCIEAOBAaHUS C MHOTOKPAaTHBIM IPUEMOM MEHee
YYBCTBUTEJIBHBI IJIs1 onpeieieHuss pa3audiil B Cmax, UX TPOBEICHUE TOMYCTUMO TOJBKO B TOM
cilyyae, €Clid 3asBUTEJIb CMOXET OJIHO3HAYHO J0Ka3aTh, YTO UyBCTBUTEIbHOCTh aHATUTUYECKOTO
MEeTOJa HEe MOXKET OBITh YJIYYIIIEHa W YTO IMOCJE MPHUEeMa OJTHOKPATHOM 03Bl JIEKAPCTBEHHOTO
npenapara TOYHO U3MEPUTh KOHIIEHTPAIIMIO HCXOAHOTO COETUHEHUSI HEBO3MOXKHO, YUUTHIBAs, YTO
B HCCIICIOBAHUAX OWODKBHBAJICHTHOCTH  JIOMYCTHUMO, TMPEJACTAaBUB  COOTBETCTBYIOIIHE
000CHOBaHUS, HCIOJB30BaTh JO3bl, MPEBHINIAIOIINE TEPareBTUYCCKUE (B COOTBETCTBHH C
TpeOOBaHUSIMU TOJpasfena 7 HacTosmero pasaena). [IpoBemeHue WCClIeOBAaHUS C
MHOTOKPAaTHBIM [PUEMOM JIEKapCTBEHHOI'O Ipenapara BMECTO OJIHOKPATHOTO B CHIY
HEJIOCTATOYHOM  YYyBCTBUTEIBHOCTH  AHAJUTUYECKOTO METOAa JIOMYCTUMO TOJBKO B
HCKJIIOUUTEINIbHBIX CITydasiX.

B wuccnenoBaHusx paBHOBECHOW KOHIIEHTpAllMd OTMBIBOYHBIM IMEPHOJ TOCJIE IpUueMa
MpeAbIIYIIETo JIEKAPCTBEHHOTO MperapaTra MOKET MEePeKpbIBATh HAPACTAHUE KOHIICHTPALIMU BO
BTOpPOM Tiepuone (MpU YCIOBUH, YTO MPOJOHKHTEIBHOCTh TAaKOTO HAapacTaHUs JOCTATOYHO
JUTUTEIbHASI M COCTABJISICT HE MEHEE 5 KOHCUHBIX ti4).



2. PedpepeHTHBIH JIeKAPCTBEHHBIN MpenapaTt u uccjieayeMblil JeKapCTBEeHHbIN npenapart
PedepeHTHBII JIeKapCTBEeHHBIH Npenapar

18. IIpu BBIOOpPE pedepeHTHOro JIEKApCTBEHHOTO MperapaTa HCXOIAT U3 CIEAYIOIICH
II0CJIE0BATEIbHOCTH:

a) OPUTHHAJIBHBIN JICKAPCTBEHHBIM Tpemnapar, Ka4yecTBo, 06e€30macHOCTh U 3(PPEKTUBHOCTD
KOTOpOro ObLIM yCTaHOBJEHbI Ipu peructparun B Coroze («3apeructpupoBaHHblii B Corose
OpPUTHHAJILHBIN MTpernapaTy);

0) OpUrMHAJILHBINA JIEKApPCTBEHHBIM INpernapar, 3aperucTpupoBaHHBI B TOCyJapcTBeE, T
ypOBeHb TpeOOBaHMI K PpEryJupoBaHHIO (HapMalleBTUUECKOTO pBhIHKA HE HIDKE YpOBHS,
ycTaHoBiIeHHOro B Coro3e, NpHU HEBO3MOXHOCTU BBINOJHEHHUS MOANYHKTA «a» HACTOSIIErO
MTyHKTA;

B) BOCIIDOM3BEJICHHBIN JIEKAPCTBEHHBIN INpenapar, 3aperuCTPUPOBAHHBIA B KaXKIOM M3
rOCy/1apCTB-4JI€HOB M  TMOATBEPAUBLINI  CBOIO  OHOIKBUBAJIEHTHOCTh  OPUTHHAIBHOMY
JIEKapCTBEHHOMY Ipemnapary (mpu onoOpeHnu DKCrepTHbIM KomuTeToM npu Komuccun) mpu
HEBO3MO>KHOCTH BBITIOJIHEHUS TOJIITYHKTOB «a» U «0» HACTOSIIEr0 MyHKTA;

I') JEKapCTBEHHBII IIpenapaT, UMEIOIIMM ONbIT NPUMEHEHNUS Ha TEPPUTOPUM OJHOIO M3
roCyJapCcTB-4JeHOB He MeHee 25 ner (mpu omoOpeHuH OKCHEPTHHIM KOMHUTETOM IIO
JIEKapCTBEHHBIM CpEJICTBaM IIpU EBpa3uiickoil 5KOHOMUYECKONH KOMUCCUH) ITPU HEBO3MOKHOCTH
BBIITOJIHEHUS TIOJIITYHKTOB «a» — «B» HACTOSAILIEIO IMyHKTA.

19. Ipu uccaenoBaHUU BOCIIPOM3BEICHHOTO (THOPHIHOTO) JIEKAPCTBEHHOTO Ipernapara uin
BHECEHUM MU3MEHEHUH W JONOJHEHUU B PETMCTPALMOHHOE J10ChE JIEKAPCTBEHHOIO Mpernapara B
YacTH JCUCTBYIOIIUX BELIECTB, JO3MPOBKH, JICKAPCTBEHHOH (OpPMBI W IyTH BBEICHHS
HCCIIElyEMbIM JICKAPCTBEHHBIN TMpernapaTr CpPaBHUBAIOT C COOTBETCTBYIOUIEH JIEKAPCTBEHHOM
¢dopmMoii U JO3UPOBKOI pedepeHTHOro JIEKAPCTBEHHOro Ipenapara (ecad He NPUMEHUMBI
MOJIOXKEHHUS a03ara BTOPOTO HACTOSIIIIETO IMYHKTA).

Ecnn opurvHanbHBIN JIEKAPCTBEHHBIM IIPENapaT Ha PBIHKE MPEJICTABIEH B HECKOJIBKUX
JIEKapCTBEHHBIX (popMax, B KauecTBe pe)epeHTHOr0 JIEKapCTBEHHOTO Mpernapara peKOMEeH IyeTcs
UCIOJb30BaTh Ty W3 HUX, B BUAEC KOTOPOW OH OBLI BIEPBBIC 3apETUCTPUPOBAH U KOTOpas
HCIOJIb30Bajiach B KIMHUYECKUX HCCIEIOBAHUAX ISl MOATBEPXKIACHUS ero 3(PQPEeKTUBHOCTH U
0€30MacHOCTH.

20. 3asBuTens 00s13aH 000CHOBATH BHIOOP peepeHTHOTO JEKapCTBEHHOTO Mpernapara Jjist
UCCIIeIOBaHMsI OMOSKBHUBAJICHTHOCTU C YYETOM pPE3YyJbTaTOB KOJMUYECTBEHHOTO OMpPEICICHHS
COZIEp’KaHMs JACHCTBYIONIErO BEILIECTBA M JIAHHBIX O €ro pacTBOpeHUH. B cepum, momnexaiieit
HCIOJIb30BAaHNUI0 B KAueCTBE MCCIEAYEMOIO JIEKAPCTBEHHOI'O Ipenapara, KOJIMYECTBEHHOE
coJiepkaHue (yCTaHOBJIEHHOE C TMOMOUIbIO AHAIMTUYECKOM METOAMKH, MNPEJIOKEHHON aiis
CTaHJAPTHBIX HMCIIBITAHUM KadyecTBa HMCCIEeIyeMOro IpenapaTa, BKIIOUYCHHON B crenudukanuio
(HOpMaTUBHBIA TOKYMEHT IO KOHTPOJIIO KadecTBa)) HE JIOJDKHO OTJIMYAThCs Oosiee yeM Ha 5
IPOIICHTOB OT CEpUU pe(epeHTHOro JIEKapCTBEHHOIO Ipernapara (MpU OTCYTCTBUU JOJDKHBIX
obocHoBaHuit). 3asBuTens ¢ momolibio TCKP u konmrmdecTBEHHOTO OnpeeeH s JEHCTBYIOMEro
BEIIECTBA JIOJUKEH OOOCHOBAaTh BBIOOP cepur pedepeHTHOro JIEKapCTBEHHOro Iperapara,
IUTAHUPYEMOH K U3YYEHHMIO B HCCIEI0BaHWU OMO3KBUBalIeHTHOCTH. llpu BbIOOpe cepun
pedepeHTHOr0  JIGKApCTBEHHOTO  Npemapara s HCCIEAOBAaHUS  OMOSKBHUBAJICHTHOCTH
PEKOMEHIYEeTCsI U3yYUTh HECKOJBKO Cepuil peepeHTHOro JIeKapCTBEHHOI'0 TIpernapara.

Hccaenyemblii 1ekapCTBEHHBIH Npenapar

21. Uccnenyemplil  J€KapCTBEHHBIM  Mpenapar, MNOMJIEKAIlUM  HMCIOJIb30BAaHUIO B
HUCCIICa0BAaHUN 6I/IOBKBI/IB2UIGHTHOCTI/I, HC JOJIKCH OTJIMYAThCA OT JICKAPCTBCHHOTO IIpLCIriapara (HO
COCTaBy, TEXHOJIOTUH MPOU3BOCTBA, POU3BOJACTBEHHOMY 000PY/I0BaHUIO), KOTOPBINA MOCTYIUT
Ha (apmareBTHUeckuii pbiHOK (CoOI03a, YTO JOJDKHO OBITH PAacCMOTPEHO W OOOCHOBAHO
3asiBUTEIIEM.



22. lnsi TBepABIX JIEKapCTBEHHBIX (OpPM IS TpUEeMa BHYTPh CHUCTEMHOTO JEHCTBHS
JEWCTBYIOT CIIEAYIONIME MpaBuiia (MOJHBIE TPeOOBAaHUS K BaIMJAIMU ITPOLECCa MPOU3BOJACTBA
coJiep>KaTcsl B MpaBujIaxX HajaJiexalled Mpou3BOACTBEHHON mpakTuku Coro3a M JpYyrux akTax,
BXozsmuX B mpaBo Coro3a, B cepe oOpalieHus JIeKapCTBEHHBIX CPEJCTB):

a) B OTCYTCTBHE JTOJIKHBIX 00OCHOBAaHUI HCCIIETyeMbli JIeKapCTBEHHBIIN Ipernapar 10JKeH
OBITH 0TOOpaH U3 CEpHH, COCTABIAIONICH, M0 MeHbIIeH Mepe, 1/10 mpoMBIIITICHHON cepuu, UiH
100 000 enunwMII TIeKapCTBEHHBIX (HOPM, B 3aBUCHMOCTH OT TOTO, KAKOW U3 00bEMOB OO0JIBIIIE;

0) IpOM3BOJCTBO  HCHOJB30BAHHBIX CEpPUH  JICKAPCTBEHHOTO IMpernapara JOJDKHO
o0ecrneunBaTh BBICOKYIO CTENIEHb YBEPEHHOCTH B TOM, YTO JIEKAPCTBEHHBIN MpernapaT 1 Mpolecc
€ro MpOM3BOACTBA OyAyT BOCIIPOU3BEICHBI B IPOMBIIIIJICHHOM MacIuTabe.

Ob6beM cepuu, NpeaHA3HAYEHHOW Il TOATBEPKIACHHUS OWOPKBUBAJICHTHOCTH, MEHEe
100 000 eaguHMIT BO3MOXKEH MPHU YCIOBMM, YTO JTO NpeJlaraeMblii 00BbeM CEpUHHOTO
MPOU3BOJICTBA, M  TMOCIEIylollee MaclTaOupoBaHHE IPOU3BOJICTBEHHBIX CEpUil  HE
IIpeIoaraercs;

B) ONHCaHUE CBOICTB U COCTaBJICHUE CHENU(PUKAIUU HA TaKhe KpPUTUYECKHE TOoKa3aTelln
KauecTBa JIEKapCTBEHHOI'O IIpernapara, Kak pacTBOPEHME, CIEAYET OCYIIECTBISATb, HUCHOJbB3Ys
UCCIIETIOBAaHHYIO CEpPUI0, T.€. CEPHIO0, U3YUCHHYIO B KIIMHUYECKUX UCCIEI0OBAaHUSAX, B OTHOIIEHUN
KOTOPOH MOATBEPKICHAa OMO3KBUBAIIEHTHOCTD;

r) 00pa3lLbl JIEKApCTBEHHOTO Mpernapara U3 JAOMOJHUTENbHBIX OMNBITHO-IPOMBIIIIEHHBIX U
(M) MPOMBILIUICHHBIX CEpUH, MPEAOCTaBICHHBIE HA PETUCTPAIMIO, HEOOXOAMMO CpPaBHHUTH C
o0Opa3laMu U3 CEpHUH, HCIOJIb30BAHHON B HCCIIEIOBAaHUM OWOAPKBHUBAJICHTHOCTH; OHU JOJIKHBI
MMETh CONOCTaBUMBIE MPOQHIIN pacTBOPEHUs in vitro B noaxoaaumx ycnoBusx TCKP (cormacuo
puIoKeHuto Ne 5).

23. B OTHOIIEHMH KaXXIOW M3 NEPBBIX TPEX MPOMBIIIJIEHHBIX CEpUI 10 BBIYCKAa MX Ha
peiHOK Coroza HeoOxomumo mpoBecTd TCKP ¢ cepueii, MCnoib30BaHHON B HCCIEIOBAHUHU
OMOSKBUBAJICHTHOCTH. B cilydae uctedeHus ee cpoka roJHOCTH B KauecTBE peepeHTHONH MOXKET
OBITh MCIIOJBb30BaHA MPEbIAyIIas TPOMBIIUICHHAS cepus, TPodUIb PAaCTBOPEHUS KOTOPOH ObLT
COMOCTaBUM C TNpOo(HIEeM pacTBOPEHUS CEPUM, HCIIOJIB30BAaHHOM B  HCCIEIOBAaHHH
OMOPKBHBAJIEHTHOCTH.

3asBUTENb NOJKEH NpeacTtaBuTh pe3yiabTarsl TCKP nepBbIX Tpex NpOMBILUIEHHBIX CEpUit
[0 3ampocy YIMOJIHOMOYEHHOTO opraHa rocyaapcTBa-uieHa. [Ipu HecoBmazeHuu mnpoduieit
pacTBOpEHUs 3asgBUTENb JOJDKEH NpeAcTaBuTh pe3yibTatel TCKP mo coOcTBeHHOM MHHLIMATHBE
0e3 3ampoca YIMOJIHOMOYEHHOTO OpraHa M yKa3aTh KOHKPETHBIE MEpBhl, MPEANpPUHSATHIC s
IIPEO0ICHUS BOSHUKIIEH CUTYALIHUH.

Jlis mpouux JeKapcTBEHHbIX (OpPM C HEMENJEHHBIM BBICBOOOXKICHHEM CHCTEMHOTO
JeWcTBUS, HEOOXOIMMO TMPECTABUTh AHAIOTUYHOE TIOATBEP)KICHHE SKBUBAJICHTHOCTH KayecTBa
MIPOMBIIIJICHHBIX CEPHIl 10 OTHOIIEHHUIO K UCCIIeI0BAaHHOU CEPUH.

YnakoBKa cpaBHHBaeMbIX JIEKAPCTBEHHBIX NPenapaTos

24. UccnenyeMplil JIEKapCTBEHHBIN MpernapaT U pedepeHTHBIN JIeKapCTBEHHBIN MpernapaT
HGOGXOI[I/IMO YHakKoBaThb MHAUBUAYAJIBbHO IJId KaXA0I0 cy61;eKTa U IIepruoaa uCCICa0OBaHus NICPC
UX OTIPABKOW B HCCIEA0BATEIbCKUI LIEHTP UM B CAMOM HCCIIEI0OBATEIbCKOM IIEHTpE. Y TaKOBKY
(BKJIIOYasi MapKUpPOBKY) CIIEQYET OCYILECTBIATh B COOTBETCTBMM C IpaBUJIaMM Hajylexallen
MPOU3BOACTBEHHOM npakTuku Coro3a, yrBepxkaacMbiMu Komuccuei.

25. HeoOXoauMoO MpemryCMOTPETh BO3MOXHOCTh TOYHOTO YCTAHOBIICHUS MOAIUHHOCTH
JIEKapCTBEHHBIX IIPENapaToB, MPUMEHSEMBIX KaXIbIM CYOBEKTOM B KaXIOM NEpUOe
uccrnenoBanus. B cBs3m ¢ 3TUM HEOOXOAMMO TOAPOOHO JOKYMEHTHPOBATh YIAaKOBKY,
MapKUPOBKY U BBEJICHHUE JIEKAPCTBEHHBIX MpPEnapaToB cyObekTaMm. Takas JOKyMEHTalus JOJIKHA
COZiepKaTh OMNHMCAHUE BCEX MeEp, NMPUHATHIX JJIsl HENOMYIICHUS W OOHApyXEHHUs OIIHNOOK
N03UpoBaHusl. PekoMeH1yeTcs HCIONIb30BaTh STUKETKU C OTPHIBHBIM KOPEIIKOM.

3. Cy0beKThI uccieJ0BaHUS
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KosnyecTBo cy0beKTOB

26. KonnuecTBO cyObEKTOB, BKIIFOUEHHBIX B HCCIIE0BAaHNE OMOIKBUBAICHTHOCTH, TOJIKHO
OCHOBBIBAThCS HA JOJDKHOM pacdeTe pa3mepa BbIOOpKH. KoimuecTBO BKIIOYEHHBIX B aHAIH3
CyOBEKTOB HCCIIETOBaHUSI OMOIKBIUBAIICHTHOCTH JJOJDKHO OBITH HE MeHee 12.

Bb10op cyObexkTOB

27. I'pynina cyObeKTOB /ISl POBEACHUS UCCIEA0BAHNUS OMOIKBUBAIEHTHOCTH JIOJKHA OBITH
nogoOpaHa TakuM 00pa3oM, YTOOBI MOKHO OBLTO OOHAPYKUTh KIIMHUYECKH 3HAYUMBIC PA3THIH
MEXTy JIeKapCTBEHHBIMU TIpermapaTamMu, 00yCIOBICHHBIC Pa3IMYUSIMH B UX POU3BOJICTBE U (KITH)
kauecTBe. C LENbI0 CHUKEHHS] BapHaOeIbHOCTH PE3yJbTaTOB, HE 00YCIOBIECHHONW pazIU4UsIMU
MEXTy JIEKapCTBEHHBIMU MpenapaTaMu, UCCIIeIOBaHUS HEOOXO0IMMO MTPOBOAUTH CPEIHU 310POBBIX
N0OPOBOJIBLIEB, 32 CKIIOYEHUEM CIIy4aeB, KOTJa JIEKapCTBEHHBIE MpenapaTbl HECYT OYEBUIHYIO
yIrpo3y UX 3[I0POBBIO, U JIETAIOT TaKUe MCCIEAOBAaHUS HEITUYHBIMU. B OONBINMHCTBE ClydacB
MIPOBEJICHUE UCCIIEAOBAHUS CPEIU 30POBBIX TOOPOBOIBIIEB i77 ViVo JIsl yCTAHOBJICHUS pa3Iu4Mid
MEXIy CPaBHMBACMBIMU JICKAPCTBEHHBIMH TMpENapaTaMu CYUTACTCS MPUEMIIEMBIM U MO3BOJISIET
AKCTPANOINPOBaTh Pe3yJbTaThl MCCIEIOBAHUS Ha UL, AJII KOTOPHIX OJOOPEHO MpPUMEHEHHE
pedepeHTHOTO JIEKApCTBEHHOTO Tpernapara (JIMia MOXKHUIOTO BO3pacTa, JIeTH, MAIMEHTHI C
MMOYCYHOHN WJIM TICUCHOYHOM HEIOCTAaTOYHOCTRIO U T.1.).

28. B mpoToKkoIie uccieqoBaHus HE0OXO0AUMO YETKO MPOMHUCATh KPUTEPHU BKIIOUEHUS U
HeBKIItoueHus. Bo3pacTt cyObekToB oykeH ObITh HEe MeHee 18 JieT ¢ MHAEKCOM Macchl Tena, Mo
BO3MOXKHOCTH, 18,5-30 Kr/™m?.

29. CooTBercTBHE  CyOBEKTOB  yCIOBHUSAM  OoTOOpa  HEOOXOAMMO  MOATBEPAUTH
1abopaTOPHBIMU HCCIEAOBAHUSIMH, aHAMHE30M M MEIUIIMHCKUM OCMOTpPOM. B 3aBHCHMOCTH OT
(hapmMakoTepaneBTUUECKON TPYIIIBI U MPoduiIs 6€30MacHOCTH JEKapCTBEHHOTO TIpenapara J10, BO
BpeMS U TI0O OKOHYaHHWH UCCIICOBAHMS HEOOXOIUMO MPOBECTH CIICIUATBHBIC WUCCICIOBAHUS U
MPUHATH COOTBETCTBYIOIINE MEPhI MPENoCcTOpOoKHOCTU. [lon1 cyObEeKTOB He MMEeT 3Ha4YeHHs,
OJTHAKO HEOOXOAMMO YUYUTHIBATh PUCK I KEHIIUH AETOpPOoAHOro Bo3pacta. CyOBEKTHI, MO
BO3MOXXHOCTH, JIOJDKHBI OBITh HEKYpSIIMMH; AJIKOTOJU3M W HapKoMaHus (B TOM 4YHCIE B
aHaMHe3€e) SBIIIOTCS KPUTEPHUSIMHE JIJTsI UX HEBKJIIOUCHUS B HCCIIeI0OBaHUE. B HEKOTOPBIX CiTydasx
13 COOO0pakeHH 0€30MacHOCTH WM B CHITY (DApMaKOKHHETHYECKUX OCOOCHHOCTEH HEOOXO0IMMO
peaycMOTpeTh (PeHOTUIHPOBAHNE U (MJIN) TeHOTHUIIUPOBAHUE CyOBEKTOB.

30. IIpy mapamienbHOM AW3aliHE WCCICIOBAHMS CPAaBHHBAEMBIC TPYIIBI JAOKHBI OBITH
COIOCTaBUMBI 110 BCEM 3HAYMMbBIM ITEPEMEHHBIM, KOTOPBIE MOTYT MOBIUATH Ha (JapMaKOKHHETUKY
JIeMCTBYIOIIEro BellecTBa (BKIJIIOYash BO3pPACT, MaccCy Teja, MOJ, STHUUECKYIO MPUHAJICKHOCTD,
KypeHHe, MPUHAJIIICKHOCTh K «OBICTPHIMY) HIIHM «MEJICHHBIM» MeTaboIu3aTopam). DTO BaXKHOE
MpeIBapUTENIbHOE YCJIOBHE JJs MOJATBEP)KIEHUS JOCTOBEPHOCTH PE3yJbTaTOB TaKHX
HCCIICIOBAHUM.

31. Ecnmu uccnenyeMoe AEMCTBYIONIEE BEHIECTBO BBI3BIBAET HEXKEIATEIbHBIC PEAKIUU U
(wn) apmakonoruyeckue dH(EKTsI, MPEeACTABIAIONINEe HEMPUEMIIEMbIE PUCKU NS 3I0POBBIX
IO0OPOBOJIBLIEB, TPH YCIOBUU MPUHITHSI HEOOXOIUMBIX MEP MPEIOCTOPOKHOCTU U YCTAaHOBJICHUS
COOTBETCTBYIOIIETO HAOIIOICHHS, TOMYCKACTCS BKIIFOUEHNE B UCCIICJIOBAHHE TTAI[UEHTOB.

4. IlpoBeneHue nuccae10BaHUS
Oo0ecneyeHne CTAHIAPTHOCTH YCJIOBHI NMPOBeIeHUsI HCCICJOBAHNS

32. B nmenax cBeAeHHUsS K MUHMMYMY BapuaOelbHOCTH BCEX BOBJICYEHHBIX (PaKTOpOB, 3a
UCKITIOUEHUEM  (PaKTOpOB, OOYCIOBIEHHBIX CBOMCTBAMH CpPaBHUBAaEMbIX JIEKApPCTBEHHBIX
MpernapaToB, YCIOBUS IMPOBEACHUS UCCIIEOBaHMUSI HEOOXOJUMO CTaHIApPTU3HPOBATh, B CBSI3U C
4eM CTaHAApTU3AINUU TOJJICKAT PallOH, IPUEM KUIKOCTH U (PU3HUECKUE HATPY3KH.
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33. BpeMs mpuema JeKapCTBEHHOTO TIpernapara HEOO0XOJWMO YCTaHOBHTH 3apaHee. B
OTCYTCTBHE OOOCHOBAaHUU CYOBEKTHI HE MOJKHBI MPUHUMATH MUIYy KaK MUHUMYM 3a 8 dac 10
npueMa JIeKapcTBEHHOro mnpemnaparta. [lockoiabKy mIpueM KUAKOCTH MOXKET MOBIMATH Ha
MIPOXOXKACHHUE MPUHUMAEMBIX BHYTPb JIEKAPCTBEHHBIX MIPETIAPATOB UePe3 KEIYA0K, HCCIeTYyEMBIN
JIEKapCTBEHHBIN MpernapaT U pedepeHTHBIN JIeKapCTBEHHBIM Mpenapar HEOOXOAMMO 3aluBaTh
CTaHJIaPTHBIM 00beMOM KUIKOCTH (150-250 mi). B Tedenue 1 waca 10 u 2 4acoB mociie 3TOTo
MIPHEM >KUIKOCTH 3allpellieH, B OCTaJIbHOM YCTaHaBIMBaeTCs CBOOOIHBIN MUTheBOU pexkuM. [locie
mpreMa JIGKapCTBEHHOTO Tpernapara mpyueM IMUIIM OTpaHUYUBaloT Ha 4 yaca. PamuoH u Bpems
npreMa MUY TO0CNIe MpHUeMa JIEKapCTBEHHOTo Mpenapara HeoOXOJUMO CTaHAapTU3UPOBATH B
TEYCHHE JOCTATOYHOTO IMepro/ia BpeMeHu (Hampumep, 12 gacos).

Ecnu uccnenoBanue A0MKHO MPOBOAUTHCS MOCTE €/1bI, IPUEM JIEKapCTBEHHOTO Mpernapara
Y TIUIIA OCYIIECTBIISIIOT B COOTBETCTBUU C OOIIEH XapaKTEpUCTUKON JIEKapCTBEHHOTO Iperapara
UCIOJIb3yeMOoro pedepeHTHOro JIeKapCTBEHHOro mpemnapata. Eciu Takue cBeneHus B oOImein
XapaKTepUCTHKE JICKAPCTBEHHOTO IIpemapata peQepeHTHOro JIEKApCTBEHHOTO Mperapara
OTCYTCTBYIOT, PEKOMEH/IyeTCsI, YTOOBI CyObEKTHI UCCIIeIOBAaHUS HAYaIu preM nuiy 3a 30 MUHYT
710 TIpreMa JISKapCTBEHHOTO TIperapara U 3aBeplIiiv ero B TeueHue 30 MUHYT.

34. TlockonbKy OMOIOCTYITHOCTh AKTUBHOM YacTH MOJIEKYJIbI JEHCTBYIOIIETO BEIIECTBA
JIEKapCTBEHHON (DOPMBI MOKET 3aBHCETh OT JJIMTEIBHOCTH MPOXOXKACHHUS Yepe3 JKeTyT0UHO-
KHUILIEYHBI TPAaKT U WHTEHCUBHOCTH PETHMOHAPHOTO KPOBOTOKA, TpeOyeTcsl CTaHAapTU3aLUs
MIOJIOKEHHUS TeJa M (PU3MUECKON aKTUBHOCTH CyOBEKTa.

35. B TedyeHue onpeaeaeHHOro Nepruoja 10 U BO BPEMsl UCCIIEOBaHUS CyOBEKThI JOKHBI
BO3JICP)KUBATHCA OT MpUEMa MHINA W HANUTKOB, KOTOPHIE MOTYT TMOBIHATH Ha (YHKIUIO
CEPJICYHO-COCYAUCTOM, THUIIECBAPUTEIHPHOM CHUCTEMBI, TIeYeHHW H (WIM) TouYeKk (Hampumep,
QJIIKOTOJIbHBIC HANUTKU WM HEKOTOpPHIE COKH, Hampumep TpeindpyroBsiii). CyObekTam He
clieqyeT NPUHUMATh KaKue-TMOO COIMYTCTBYIOIIME JIEKapCTBEHHbIE Ipenaparhl (BKIIOYas
JIEKapCTBCHHBIE TpEenapaThl PAaCTUTEIBHOTO MPOUCXOXKICHUS) B TEUYCHHE COOTBETCTBYIOIIETO
nepuoja 10 U Bo Bpems uccienoBaHus. [Ipu 3ToM npuMeHeHHe KOHTPALENITUBOB 10Ty CKaeTCA.
Ecnu mpuem comyTCTBYIOMIMX JIEKAPCTBEHHBIX NPENapaToB HEW30eKEH W OHU Ha3HAYCHBI
CyOBEKTYy JUIsi KyNUPOBAaHHS HEXKeJNaTeIbHBIX SBJICHUM (HarpuMep, TOJIOBHOW 00Jiin), TO B
COTIPOBOUTENBHBIX JOKYMEHTaX HEOOXOIMMO OTPa3UTh CBEICHHUS O MPUMEHEHHUH (7103 U BpeMsi
MPUMEHEHHUSI) U BO3MOKHOM BIIMSIHUU HA UCXOJ MCCE0BaHUsA. B HCKIIIOUNTENBHBIX CITydasx U3
cooOpaxxeHui 0€30MaCHOCTH WU TIEPEHOCHMOCTH BCEM CyOBhEKTaM HA3HAYAIOT COMYTCTBYIOIINE
JIEKapCTBEHHbIE  Tperaparbl  (HampuMep,  aHTAarOHUCThl  OMHOUIHBIX  PELENTOPOB,
MPOTUBOPBOTHBIE CpeACTBa). B  93ToM ciiydae HEOOXOIMMO YYUTBHIBATH BO3MOXKHOCTH
JIEKapCTBEHHOT'O B3aMMOJCHCTBHS WM BIMAHUA Ha OMOAHATUTHUYECKYIO METOJUKY, KOTOpPbHIE
MOTYT CKa3aThCs Ha PE3yJIbTaTax UCCIICIOBAHUSI.

36. JlekapcTBEHHBIE TIpemaparhl, KOTOPhIE B COOTBETCTBUHM C OOIICH XapaKTEPHUCTHKON
JIEKapCTBEHHOTO TIpernapara pedepeHTHOro JIGKApCTBEHHOTO MpermapaTa AOHKHBI MPUMEHSITHCS
TOJIBKO B KOMOWHAlUU C JPYruM JIEKApCTBEHHBIM IIpernaparoM (HampuMep, HEKOTOpbIe
UHTHOUTOPHI poTea3bl BUY mpuMEHSIOT TOIKO B KOMOWHAIIUN C PUTOHABUPOM), pa3perraeTcs
MPUHUMATD KaK OTJENIBHO, TAK U B KOMOMHAIIMH C PEKOMEHTyEeMbIM JIEKapCTBEHHBIM ITPENapaToM.

37.1lpu wu3ydeHHMH OWOIKBUBAICHTHOCTH OSHIOTEHHBIX COCIUHEHHA HEOOXOAUMO
KOHTPOJIUPOBATh (PaKTOphI, BIUAIOIMIME Ha WX (OHOBOE conepkaHue (HampuMmep, CTPOTHM
KOHTPOJIb MPUHUMAEMON TTUIIIH).

Bpems oTGopa o0pa3uos

38. lnsg TOYHOrO omMcaHUs NPOPUIST «KOHLEHTPAIHS — BPeMs» HEOOXOIUMO OTOOpaTh
JIOCTaTOYHOE KOJIMYECTBO 00pa3ioB. B mensx momaydeHus TOYHOW OIEHKH MaKCUMaIbHOM
HKCHO3MLIMU HEOOXOJMMO IMPEeIyCMOTPETh YacThlii 0TOOp 00pa3ioB BOJIM3U MPEANONIaraeMoro
tmax. B 9acTHocTH, cxema oTOOpa 0Opa3loB JOJKHA OBITH COCTaBJICHA TakK, YTOOBI Cmax HE
SBJISIACh TEPBOM TOYKOHM Ha KpPUBOM «KOHIIEHTpauus — BpeMs». KoamuecTBO OTOOpaHHBIX
0o0pasmoB Takke JIOHKHO OBITh JIOCTATOYHBIM, YTOOBI OOCCHEYHTH HAJEKHYIO OILECHKY
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JUTMTENILHOCTH 3KCNo3uiuu. 1o aocturaercs, korma AUC- mnepekpsiBaeT He MmeHee &0
npoueHTOB 0T AUC( ). C Lenblo NOIy4YeHHs HAJAeKHOM OLIEHKM KOHCTaHTBbl CKOPOCTH
TepPMUHAIBLHON SnuMUHanIuK (HeoOxomuma st goctoBepHOil orneHkn AUC(-«x)) B TeUCHHE
TepMHUHALHON (a3l ciemyer oToOparh He MeHee 3—4 oOpasmoB. Ecnmm daza abGcopOrmm
JIEKapCTBEHHOI'0 TMpemnapara Juisi IpUeMa BHYTPb C HEMEMJIEHHBIM BBICBOOOXKICHHEM HE
MPEBBINIAECT 72 4acoB, TO JJIS CPABHEHUS JIUTEILHOCTH HKCIIO3UIMHN B KaYECTBE ATbTEPHATUBBI
AUC o) moxet ucnonb3oBatbess AUC, ycedenHass n1o 72 dacoB (AUC-72 v). TToatomy st
MOOBIX JICKAPCTBEHHBIX IMPENapaTroB C HEMEICHHBIM BBICBOOOXKIEHHUEM HE3aBHCHMO OT t,
aKTHUBHOTO BeIIecTBa 0TOOP 00pa3IoB B TeueHUe Oosee 72 4acoB HE TpedyeTcs.

39. B nccnenoBaHUsSX ¢ MHOTOKPATHBIM ITPUEMOM JIEKAPCTBEHHOTO TIperapaTa Juisi TOUHOTO
onpeneneHuss AUC-r) «Ipeago30BeIil» 00paszer; HeoOXOoAMMO 3a0paTh HEMOCPEICTBEHHO (B
TEYCHHE 5 MHHYT) Mepe] MPUEMOM JICKapCTBEHHOIO Mperapara, a MOCIeJaHui obpasell — B
tedeHre 10 MUHYT B KOHIIE 3aJJaHHOTO HHTEPBaJia J103UPOBAHMUSL.

40. Ecniu B KadecTBe OMOJIOTMYECKOTO MaTepHalia, B KOTOPOM OMPEENSIeTCs COIepKaHue
JIEHCTBYIOIIETO BEIIECTBA, BRIOpaHa MOYa, TO €€ HEOOX0IMMO cOOMpaTh B TeUEHHE HE MeHee 3 ti.
OnHako B COOTBETCTBUU C PEKOMEHIAIMSIMU TI0 0TOOPY 00pa3IoB IIa3Mbl, COOp MOYH B TCUCHHE
Oosee 72 yacoB Takke He TpedyeTtcs. [ onpeneneHus: CKOPOCTH SKCKPEITUU HHTEPBATBI MEXKTY
oT6opoM 00pa3ioB B (aze abcopOLUMU TOMKHBI OBITH, 10 BO3MOKHOCTH, KaK MOKHO KOpoue (¢
y4eTOM TpeOOBaHUI MOAPA3/ICIOB 5 U 6 HACTOAIIETO pa3iesa).

41. JInst 3HAOTEHHBIX COeTMHEHUH cxeMa 0TOopa 00pa3IoB IOJKHA MTO3BOJIUTH OMUCATh HX
¢dboHOBOE conepikaHUE ISl KaXJO0ro cyobekra B KaxaoM mnepuone. Kak mpaBuiio, Takoe
orpesieNiecHue BO3MOXKHO IyTeM 0TOopa 2—3 00pa3ioB 10 MmpueMa JIGKapCTBEHHOTO Tperapara.
WNnoraa, utoObl yuecTh HUpKaJAHbIe KoeOaHus ((OHOBOTO COIEP KAHUSI SHIOTEHHOTO COSIMHEHMS,
TpeOyeTcsl PerylsapHO OINpPEAeNsaTh €ro KOHIICHTpAIMI0 B Te4YeHue 1—2 mHeld no mpuema
JIEKApCTBEHHOTO MperapaTa (¢ y4eToM TpeOOBaHUH oIpa3iesioB S U 6 HACTOAIIETO pa3iesa).

42. Tlpu OOBIYHBIX OOCTOSITENBCTBAX OMOJNIOTUYECKONW IKHJIKOCTBIO, OTOMpaeMoOu s
U3MEpEHUs] KOHLIEHTpAalMM ACHCTBYIOLIMX BEIIECTB, JOJDKHA OBITh KpOBb. B OonbIIMHCTBE
CIIy4aeB U3MEpsIeTCs COAepKaHKe ICHCTBYIONIETO BEIIECTBA U €ro METaOOINTOB B CHIBOPOTKE
WK 1wiasme. Ecnu oTCyTCTBYeT BO3MOKHOCTh U3MEPUTH COJIEpKaHue EHCTBYIOIIETO BEIIEeCTBa
B IJIa3Me, a IEHCTBYIONIEE BEIIECTBO YKCKPETUPYETCSI B HEM3MEHHOM BHUJIE C MOUYOM U CYIIIECTBYET
MPOIMOPLIMOHANIbHAS B3aUMOCBSI3b MEX/1y KOHIEHTPALUsIMHU JEHCTBYIOIIETO BEIIECTBA B KPOBU U
MOYe, B Ka4eCTBEe OMOJIOTMYECKOTO MaTepuaga MOKET MCIOJb30BaThcsa Mo4a. O0BEM Kaxaoro
oOpa3ua cieayeT Hu3y4aTh IO BO3MOXKHOCTH HE3aMeIUIMTENbHO Mocie cOopa M BHOCHUTH
pe3ynbTathl B oT4eT. KonmmdecTBO 0Opas3IoB MOMKHO OBITH JAOCTATOYHBIM, YTOOBI MPOBECTH
pacueT (papMaKOKMHETHYECKUX IMapaMmeTpoB. TeM He MeHee B OOJBIIMHCTBE CIIy4aeB CIEIyeT
n30erath UCIOIB30BAHUS TOJIBKO JTAaHHBIX O BBIACICHUH JCHCTBYIOIIETO BEIIECTBA C MOYOM, TaK
KaK 3TO HE M03BOJISIET PACCUUTATh tmax © MAKCUMAJIbHYIO KOHIIEHTPAIIMIO BEIIECTBA B CUCTEMHOM
KPOBOTOKE.

43. O6pa3ipl OMOJOTUYECKON JKHIAKOCTH HEOOXOAWMO o00pabareiBaTh W XPaHHUTh B
YCIIOBUSIX, TIPU KOTOPBIX paHee HE OOHAPYKUBAIOCh Pa3jiOKEHUE aHAIM3HPYEMBIX BEIIECTB (B
OOJIBIITMHCTBE CIIy4YacB MPUEMIIEMBIM SBISICTCS XpaHeHUE npu Temmeparype He Bbimie —20 °C).
JlaHHBIE YCIIOBUSI JOJKHBI OBITh BKIIOUEHBI B OTYET MO BaIHUIAIMU (B COOTBETCTBUU C
TpeboBaHUsAMHU TIOZpasaena 9 HacTosmero pasaena u npuioxkenus Ne 6). Merononorus coopa
00pas3IioB OrOBapUBALETCS B MPOTOKOJIE HCCIIETOBAHUS.

IIpuem JekapcTBEHHOTO MpeNapaTa HATOIAK WJIH MOcJIe ebl

44. VccnenoBanusi OMO’KBUBAJIEHTHOCTH, KaK IMPABUIIO, NMPOBOAST HATOLIAK, ITOCKOJBKY
CUMTACTCS, YTO 3TO COOTBETCTBYET HAMOOJBIICH UYBCTBUTEIHHOCTH ISl BBISBJICHUS Pa3IMIHiA
MEXJy CpaBHHUBacMbIMH JIEKAPCTBEHHBIMU IpemaparaMu. Ecnu B o0Iiedl XapakTepuUCTHKe
JICKApCTBEHHOTO TMperapara peepeHTHOTO JICKApCTBEHHOTO Iperapara €ro peKOMEHIYeTCs
MPUMEHSTH HATOIIAK UM HE3aBUCHMO OT MPHEMa MHILH, TO UCCIe0BaHHE OMOAKBUBAIEHTHOCTH
MPOBOIAT HATomak. Ecim cormacHo oOmmIel XapakTepUCTHKE JICKApCTBEHHOTO IIpenapara
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pedepeHTHOTO JIEKapCTBEHHOTO Mpernapara ero cjieayeT TPUMEHATh HCKITIOYUTEIIBHO TTOCIIE €1IbI,
TO HCCIIEIOBaHNE OMOAKBUBAICHTHOCTH MPOBOAT MOCTIE MPHUEMa TTHIIIH.

OpnHako JJIS HEKOTOPBIX JICKAPCTBEHHBIX (DOpM (Hampumep, MUKPOAMYIJIBbCHH, TBEPIbIC
TUCTIEPCUH) UCCIIeIOBaHUE OMOIKBHUBAICHTHOCTH MPOBOJAT KaK HATOIMIAK, TaK ¥ MOCIE TIpUeMa
UK. YKa3aHHOE TPaBUJIO HE TPHUMEHSETCSA, €CIU JIEKApCTBEHHBIM MperapaT HeoOXOAuMO
MPUHUMATD JHOO0 CTPOro HATOLIAK, TMOO CTPOTO MOCIIE €/IbI.

45. Ecnmu TpebyeTcs mpoBeieHne 000UX BUIOB UCCIEAOBAHUH, TO JOIYCTUMO TTPOBOIUTH 2
OTJIENBbHBIX TEPEKPECTHBIX HCCIEAOBaHUA B 2 Tpynmax CyOBEKTOB WU | TepeKkpecTHoe
nccaeaoBaHue B 4 rpyminax cyObeKToB.

46. B ycnoBusix, Korja rnpueM JeKapCcTBEHHOIO MpernapaTa OCyIIECTBISAETCS MOCe mpueMa
MUIIM, €€ COCTaB JIOJDKEH COOTBETCTBOBATh PEKOMEHAAIMSAM OOIIEH XapaKTepHUCTUKH
JIEKapCTBEHHOTO Mpenaparta peepeHTHOr0 JISKapCTBEHHOTO Iipernaparta. Eciu B Helt OTCYTCTBYIOT
KaKue-11u00 peKOMEHIAINH 110 YTOMY TTOBOJIY, TO ITHUIIA JIOJDKHA OBITh BRICOKOKaTOpHitHOH (800—
1000 xkai), ¢ BBICOKUM COJepKaHHEM XHPOB (0K0JI0 50 MPOIEHTOB OT O0IIeH KaTOpHUIHHOCTH).
Ha 6enkxu nomxuo mpuxoauthes 150 kkai, Ha yraeBoasl — 250 kkan u Ha xupsl — S00-600 kkai.
HeoOxoguMo ommcarh COCTaB MHINA OTHOCHUTENHHO COJEPKAaHUS B HEW OENKOB, JKUPOB U
YIJIEBOJIOB B TpaMMax, a0COJIFOTHOM M OTHOCHUTEIBHOM COACPYKaHUH KaJOPHH.

5. UccaenyemMblie mapamMmeTpbl
dapMaKOKHHEeTHYECKHE CBOIICTBA

47. Ilpu ouenke papMaKOKMHETUIECKHX CBOMCTB HEOOXOJUMO UCTIOIB30BaTh (PAKTUIECKOE
BpeMs otOopa 0OpasnoB. B uccienoBanusx OMOIKBUBAIEHTHOCTH MOCJIE OJTHOKPATHOTO TIpUeMa
nekapctBeHHoro npemnapara onpeneistor AUC oy, AUC0-), ocTaTouHyt0 miomanb, Cmax ¥ tmax.
Ecnm ot6op 00pa3mnoB npoomKaeTcsl B TEUCHHE 72 4acoB U B TOYKE 72 Yaca KOHIIEHTpAIUs BCE
eme mnoanaercs omnpeaeneHuto, To onucbkiBaTb AUC(«) M OCTaTOYHYHO IUIOLIa[b HET
HEOOXOIUMOCTH, JJOCTATOYHO JOKyMeHTHUpoBaTh cBeneHust 0 AUC, yceueHHOW B TOuke 72 vaca
(AUC-72 w). JONOJHHUTENBHO MOTYT OBITH OIMCAHBI KOHCTaHTA CKOPOCTH TEPMUHAIBHOM
smumuHaIuu (Ker) # ty,.

Jlyis nekapcTBEHHBIX MPEMapaToB ¢ HEMEIJICHHBIM BBICBOOOKICHUEM B HCCIEAOBAHUSIX
OMOSKBUBAJICHTHOCTH B paBHOBECHOM cocTosiHuu Heobxoaumo onpeneisiTh AUCo-r), Cmaxss U
tmax,ss-

48. [Ipn uCronb30BaHUM B KayecTBE OHOJIOTMYECKOTO MaTepuasa MOYM HEOO0XOIUMO
onpenensiTh Aeo-t) ¥, 10 BO3MOXHOCTH, Rmax.

49. lns ~ ompeneneHuss  (apMaKOKMHETUYECKMX  CBOWCTB B HCCIEAOBAHUAIX
OMOPKBHBAJICHTHOCTH MCIIONIB3YIOT BHEMOACIBHBIE METObI. VICTIONh30BaHNE KAMEPHBIX MOEIEH
HEMpHeMJIEMO.

6. UcxoaHoe coeqUHEHNE HJIH €r0 MeTa00JIUThI
O01mme MpUHIMIIBI

50. B 60abIIMHCTBE ClTyyaeB OILICHKY OMOIKBHBAJICHTHOCTH HEOOXOIMMO MPOBOAUTH ITyTEM
oTpe/iesieHUs] KOHIICHTPAIIUU UCXOJHOTO COCIUHEHHS, IIOCKOIBKY JUIS OOHAPY>KCHUS pa3Iudauii
MEXy JIEKapCTBEHHBIMU MpernapaTaMu Mo CKOpocTH adbcopOuuu Cmax UCXOAHOTO COCTMHECHUS
OOBIYHO sABJISIETCS O0JIee UYBCTBUTEIBHBIM MTOKa3aTeneM, 4eM Cmax €70 METabOIUTA.

HeakTuBHEbIEe IpoJIeKapcTBa

51. JIns HEaKTUBHBIX MPOJIEKAPCTB HCCIECIOBAHUE OWOAKBUBAJICHTHOCTH  CIICTYET
MNpoOBOAWUTL B OTHOUICHUH HCXOJHOI'O COCIUHCHMUA. OHpGI[eJIHTB KOHIICHTPAIIUKO aKTHBHOTO
MeTtabonura He TpeOyerca. OJHAKO KOHIIEHTpAIMs B OMOJOTHMYECKHUX JKHJKOCTSAX HEKOTOPBIX
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MPOJIEKAaPCTB JOCTATOYHO HU3KAs, U OHU OBICTPO AIIMMUHUPYIOTCS U3 KPOBOTOKA, YTO 3aTPYAHSET
MOJTBEPXKICHUE OMOIKBUBAIIEHTHOCTH IO UCXOTHOMY COEIMHEHUIO. B 3TOM citydae nomyckaercs
MOATBEPK/1aTh OMOAKBUBAJIEHTHOCTH JIJII OCHOBHOT'O aKTHUBHOTO MeTabojuTa 0e3 H3MEepeHHUs
KOHLIEHTPALlUU UCXOJHOI0 COeMHEHUs. B HacTOAIMX NpaBUiIax MO UCXOJHBIM COEUHEHHUEM,
SBJSIIOIIMMCS.  HEAKTUBHBIM IIPOJIEKAPCTBOM, IOHUMAKOTCS COCAMHEHUS C O4YEHb HU3KOM
KIIMHUYECKOU 3(P(PEKTUBHOCTHIO WIIH MTOJTHBIM €€ OTCYTCTBUEM.

Hcnoan3oBanye TaHHBLIX 0 META00JMTE BMECTO JAHHLIX 00 AKTHBHOM HCXOJAHOM
coeTMHEeHUH

52. Ucnonp30BaHue CBEeAEHUN O MeTa0OJIMTE BMECTO NAHHBIX OO0 AKTHBHOM HCXOIHOM
COCANHCHNU HC peKOMeH,Z[yeTCSI. Taxkas 3aMCHa I[OHYCTI/IMa JINIIIb B TOM cnyqae, €CJIN 3asABUTCIIb
CMOXKET JI0Ka3aTh, YTO YYBCTBUTEIHLHOCTh AHATUTHYECKOTO METO/Ja B OTHOLIEHWH HCXOIHOTO
COCOANHCHUA HEC MOXKET GBITB ynqueHa 1 4TO IIOCJIC OI[HOKpaTHOI‘O HpI/IeMa HeKapCTBeHHOFO
npenapara TOYHO U3MEPHUTh KOHIIEHTPAIUIO UCXOTHOTO COSAMHEHUST HEBO3MOXKHO, YUYUTHIBAs TO,
YTO B HUCCIICOOBAHHAX 6I/IOBKBI/IBaJIeHTHOCTI/I I[OHyCTI/IMO HUCIIOJIB30BAaTh OO3HI, HpeBBII_HaIOH_II/Ie
MaKCUMaJIbHbIE Pa30Bble 03Bl (C y4eTOM TpeOOBaHWU mojpaszena 7 HACTOSIIEro paszena).
3aMeHa JaHHBIX 06 HUCXOOJHOM COCOAMHCHHWU OJAaHHBIMHU O €I0 MeTa6OJII/ITC I[OHyCTI/IMa JIMIIb B
HCKJTFOYHMTENIBHBIX clTydasx. [Ipu ocymecTBiIeHnn TakoH 3aMeHBbI, 3asBUTEIb 00s13aH MPE/ICTABUTh
BCE MMEIOIIUECS CBEACHHUSI, MOATBEPXKAAIOININE, YTO IKCIO3UIMS MeTa0onuTa (BBIpAKECHHAS B
Buzne AUC) oTpakaeT SKCHMO3UIUIO MCXOAHOTO COSIUHEHUS W YTO B TEPANEBTUUECKHX 03aX
06pa303aHHe MeTaGOHI/ITa HEC SABJISICTCS HACBIIIIACMBIM HpOI_IGCCOM.

JHAHTHOMEPBI

53. Kak npaBuiio, JOMycKaeTcsl UCTOIb30BaTh HecTepeocnennpuyHble OMoaHATUTUYECKHE
MeTo 1bl. OTHAKO MPH BHIMOJHEHUH BCEX HIKETIEPEUUCIICHHBIX YCIOBUNM HEOOXOAUMO U3MEPATH
KOHIIEHTPAIIUIO KKIO0TO SHAHTHOMEpa!

SHAHTHOMEPHI 001a/1aI0T PA3IUYHBIMU (DApMAKOKMHETHYECKUMH CBONCTBAMU;

(dhapmMakoIMHAMUYECKIE CBOHCTBA JHAHTUOMEPOB CYIIIECTBEHHO PA3IHMYAIOTCS;

OTHOIIIEHWE SKCIO3UIMKU SHaHTHOMEpOB (BeipakeHHOW B Buae AUC) meHsercs mpu
W3MEHEHHUU abcopOLuu.

54. Ecnu Bce yKa3aHHbIE YCJIOBHSI BBITIOJHSIIOTCS WM CBEIEHHS O HUX OTCYTCTBYIOT, TO
HGOGXOI[I/IMO U3MCPATH KOHLOCHTPALUIO KaXJA0ro 3SHAHTUOMCpPA. Ecimu Tonpko OOUH U3
SHAHTHOMEPOB 00JanaeT GapMaKOIOTHIECKON aKTHBHOCTHIO ((hapMakojornueckas: akTUBHOCTh
BTOpPOI0 3HAHTUOMCPA HHU3Kasd HIINU TTOJHOCTBHIO OTcyTCTByeT), TO AOCTATOYHO IIOATBCPAHWTDH
OMOPKBHUBAJIEHTHOCTD TOJIBKO JJI1 aKTUBHOT'O SHAHTHOMEDA.

Hcnoab3oBaHue MOUYH B Ka4eCTBe OMOJIOTHYECKOI0 MarTepuaga

55. Ecnu nocToBepHO onpeenuTh NPOPUiIh «KKOHIIEHTPAIUS — BPEMSD» B TUIa3ME UCXOHOTO
COCIMHEHHUS] HEBO3MOXXHO, TO JJI ONPEEICHUS BEJIMYMHBI SKCIMO3ULUUA B KAaYECTBE 3aMEHbI
KOHIICHTPAIlUX B TUTa3Me JOIMYCTUMO HCIOJIb30BaHUE JAHHBIX 00 3KCKpenuu ¢ Mo4yoi. OIHaKO
HE00X0IUMO 4eTKO 000CHOBATH MCIIOIH30BAHUE JAHHBIX MOYH TPU ONPEACTICHIN MaKCUMAaTbHOM
AKCTO3UIMHU. Ecnu ymaercss momyduTh 1OCTOBEpHBIE CBEACHUS O Cmax B TIa3Me, TO ISl OIICHKH
OMOAKBHBAJIGCHTHOCTHU ITH JIaHHBIE HEOOXOAMMO MPEICTABUThH HAPSITY C BETHUYUHON DKCIIO3UIIHH,
MOJTYYE€HHOM TPU UCTIOIB30BaHUH MOYH. [Ipyu HCTIOIE30BaHUM MOYN B KQ4ECTBE OMOJIOTUYECKOTO
MaTepuasa 3assBUTENb 0053aH MPEACTaBUTh BCIO NMEIOIINUECS CBEICHUS, MOATBEPKAAIOIINE, YTO
AKCKPEIUS C MOYOH OTPaXKaeT IKCITOZHIINIO B IJIa3MeE.

JHAOreHHbIEC BelecTBA
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56. Ecniu  uccinengyemMoe  BEHIECTBO  SABJISIETCS  DHJIOTEHHBIM, TO  HM3MEpPEHHE
(apMaKOKMHETUYECKHX MapaMeTPOB HEOOXOJMMO OCYLIECTBIIATH C IMOMPABKOil Ha ero (POHOBOE
colepkaHue, 4YTOOBI ucciexyemble (apMaKOKMHETHYECKHE MapaMeTpbl OTHOCWINCH K
JOTIOJTHUTEIBHBIM ~ KOHLIEHTPAIUSAM, TIIOJIyY€HHBIM BCJICACTBHE TMpHEMa JIEKAPCTBEHHOTO
npenapara. [Ipu ycinoBun npremieMoi IepeHOCUMOCTH M €CIH KOHIICHTPALHIO, TPEBOCXOASIIYIO
(OHOBYI0O M JIOCTUTaeMyl0 MOCJe MpUeMa JIEKapCTBEHHOIO Iperapara, MOXHO JOCTOBEPHO
U3MEpPUTh, B HCCIEIOBAaHUAX OMOIKBUBAJICHTHOCTH SHJOTCHHBIX BEUIECTB JIOMyCTUMO
IPUMEHEHHE /103, MPEBBINAIONIMX MaKCUMaJIbHbIE pa3oBble J03bl. Eciam mocne npuema
Pa3IUYHBIX 703 SHIOTCHHOTO BEIIECTBA Pa3HUIA B SKCHO3WIMH paHee HE ObLIa MOKa3aHa, ee
HEO0XOIUMO OTPEAETHUTD JIUOO0 B MHUJIOTHOM MCCIIEOBAHHH, JIUOO B paMKaxX OJHOTO U3 MEPUOJIOB
OCHOBHOTO  HCCJIEJOBAaHHS OHMOSKBHBAJICHTHOCTH C HCIOJNB30BAaHWEM Pa3JIMYHBIX 103
pedepeHTHOTO0 JIEeKapCTBEHHOT0 IIpenapaTa py YCIOBHH, YTO HCIIOJIb30BAaHHUE 3TUX 03 I03BOJIUT
OIIPEAETNTH MOTEHIIMATIBHBIC PA3INIHS MEXK/Ty JIeKapCTBEHHBIMHU IPEapaTaMH.

B nmporokosne wuccienoBaHuss HEOOXOIMMO 3apaHee OINpEeNeIuTh W ONUCaTh METO[,
UCTIONIB3yEeMBIH JUISI TIONIPAaBKU Ha ()OHOBOE COJEp)KaHHME PHJOT€HHOTO BeIIecTBa. B kauecTBe
MIOTIPABKH MPEINOYTHTEIBHO UCIIOIB30BaTh CTAHAAPTHOE BEIUNTAHHE: BBIYUTACTCS JTUOO CPEIHSIS
KOHIIEHTpANusl 3HIOT€HHOTO BELIECTBA, ONpPEIENICHHAs 10 NMpHeMa Iperapara, JU00 CpemHss
AUC. M3penka, Koraa KOHLUEHTPAIMsI YHIOTCHHOTO BEIIECTBA IOCIE MpUeMa JIEKapCTBEHHOTO
mpernapara CyIOIECTBEHHO NpEBBIMIaeT (OHOBYIO, TIONpaBKa Ha (OHOBOE COAEp)KaHHE
SHJIOTEHHOT'0 BEIIECTBA HE TpedyeTcs.

57. B wuccrnenoBaHusAX OMOSKBUBAJICHTHOCTH SHJOTCHHBIX BELIECTB HANpPSMYIO OIICHHUTH
BIMSIHUE A PeKTa MepeHoca He MPEACTABISIETCS BO3MOXKHBIM, TO3TOMY HEOOXOIUMO COOIIIOIATh
0cO0YI0 OCTOPOKHOCTBH IIPU BHIOOPE TN TETFHOCTH OTMBIBOYHOTO IEPHOAA.

7. UccaenyeMble 103MPOBKH

58. Ecnmu peructpauu TOMJIEKAT HECKOJBKO JO3UPOBOK, TO B 3aBUCHMOCTH OT
MPOMOPIIMOHAIEHOCTH COCTaBa MEXKIy Pa3IUYHBIMU JTO3UPOBKAMHU M APYTHMH CBOMCTBAMH
JIEKapCTBEHHOI'0 TIperapara, HccleoBaHne OMOAKBUBAJIEHTHOCTU JOCTaTOYHO IPOBECTH B
OTHOIICHUH OJHOU WJIH IBYX TI03UPOBOK. BEIOOP N03MPOBKH (JO3HUPOBOK) 3aBUCHUT OT IMHEHHOCTH
(bapMaKOKMHETHKY JIEUCTBYIOIIETO BEIECTBA.

59.Ecimu  ¢apmakokuHeTuka HenuHelHa (yBenmueHne AUC  HenmpomopruoHaNIbHO
MPUHUMAEMOH [103€), TPUTOJHOCTh Pa3IMYHbIX JTO3UPOBOK JUIS ONpEAeSCHUs! MOTEHINAIbHBIX
pa3nuuMii MEXIy CpaBHUBAGMBIMHU JIEKAPCTBEHHBIMH IpEMapaTaMd MOXET OTJIMYaThCs.
JluneitHocTh  (apMaKOKMHETWKH MpPHU3HAETCSI B TOM Cly4ae, €ClId pa3HHULA MEXIy
CKOppEKTUpOBaHHBIMU 10 J03e cpeaaumu AUC mns ucciaemyeMol TO3UPOBKH (O3UPOBKH,
WCIIOIb30BAaHHOW B  HCCIICIOBAHWM OWOSKBUBAJIEHTHOCTH) W JO3UPOBKH (IO3UPOBOK), B
OTHOIICHUU KOTOPOU(BIX) IPOBEJCHIE HCCIEI0BAaHUSI OMOIKBUBAIICHTHOCTH HE TUIAHUPYETCS, HE
MpEBBIIIAET 25 NpoueHTOB. {15 OLEHKN JIMHEHHOCTH 3asBUTENb TOJHKEH U3YUYUTh U KPUTUUECKHU
OLICHUTh BCIO JIOCTYNHYIO HAY4YHYIO JIUTEpATypy Ha MPEIMET MPOMOPLIUOHAIBHOCTUA JO3BI.
JIMHENHOCTh KOHCTATHPYETCS, €CJIM Pa3Inuusl MEXKIYy CKOppeKTHpoBaHHbIMU 1Mo no3e AUC
HaxoJATCsl B Mpejienax +25 npoLeHTOoB.

Ecin OMOPKBUBAJIEHTHOCTH TUTS JIO3UPOBOK, oOJagaroneit HanOOJIbIIEH
YyBCTBUTEIHHOCTHIO B OTHOIIECHUH YCTAHOBJICHUS pA3IAYMi MEXKIy CpPaBHHUBACMBIMU
JIEKapCTBEHHBIMU  TpernapaTamMH, MOATBEp)KIEHa, TO B IPOBEIECHUU  HCCIIETOBaHUI
OMOAKBHUBAIIEHTHOCTH i7 Vivo ¢ IPYTHMH JO3UPOBKAMH HET HEOOXOAMMOCTH.

O0mme kpuTepuu OHoOBeliBepa sl Pa3JIMYHbIX 103MPOBOK JEKAPCTBEHHOI0 Mpenapara

60. B cnyuae ecnu 3asBieHue 00 OTCYTCTBHH HEOOXOAMMOCTH MPOBEICHUS UCCIICIOBAHUS
OMOSKBHUBAJICHTHOCTH B OTHOIIEHWU JOMOJHUTENBHBIX JO3UPOBOK (OHMOBEWBEp), MOKHBI
COOJIIOIATHCA CIEIYIOIINE YCIOBHS:
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a) MPOU3BOJICTBEHHBIN MpoIlecC JIEKAPCTBEHHBIX MPENapaToB C PA3IUYHBIMU J103UPOBKAMU
SIBIIIETCS. OJTMHAKOBBIM;

0) KaueCTBEHHBIH COCTaB JIEKAPCTBEHHOI'O Tpernapara ¢ pa3IuyHbIMU JI03UPOBKAMU
COBMajaeT (JaHHOE TpeOOBaHUE HE KacaeTcsl KpacuTellel U apoMaTu3aTopoB);

B) COCTaB JIEKAPCTBEHHBIX MIPENapaToB C Pa3IUYHBIMU JO3UPOBKAMH JIOJKEH OBITh
KOJIMYECTBEHHO MPOMOPLMOHATIEH: OTHOLIEHUSI MEXAY COJIEPXKAHUEM JEHCTBYIOILIETO BEIECTBA
(mefcTBYIOMMX BEIIECTB) M KaXKIOTO M3 BCIOMOTATElIbHBIX BEIIECTB COBMANaeT ISl BCEX
JO3UPOBOK (IaHHOE TpeOoBaHME HE KacaeTcs OO0O0JI0YeK JIEKaPCTBEHHBIX MPEMapaToB C
HEMEJIJICHHBIM BBICBOOOXKICHUEM, O0O0JIOUYEK KamcCyl, KpacuTeled W apoMaru3aTopoB). Ecmm
KOJIMYECTBEHHAs MPOMOPIHUOHAILHOCTh COCTaBa OTCYTCTBYET, TO YKa3aHHOE yCIIOBUE CUMTACTCS
BBITIOJTHEHHBIM, €CJIM B OTHOUIEHHM HCCIIETyeMOW ITO3UPOBKU U JO3UPOBOK, JJISI KOTOPBIX HE
MpeoaracTcs MPoBeIeHUE UCCIIET0BAHNSI OMOAIKBUBAIEHTHOCTH, COOJTFOIAIOTCS YCIOBUS «i» U
«11» WK «1» | «iii»:

1) colepkaHue ACHUCTBYIOIIETO BEIIECTBA (JIEHCTBYIOLIMX BEIIECTB) HE IPEBBIIIACT 5
MIPOLIEHTOB OT MAacChl si/ipa TabJIETKH, MACChl COACPKUMOIO KarCyJbl;

i1) comep)kaHWe BCIIOMOTATEIbHBIX BEIIECTB s/ipa TAOJIETKU WA COJAEPKUMOTO KAarlCyJbl
COBMAJaeT M BCEX pPETUCTPUPYEMBbIX JIO3UPOBOK, M3MEHSETCS JIMIIb COJEpiKaHue
JIEHCTBYIOILETO BELIECTBA;

111) coziep>)KkaHne HAMIOJIHUTEIIEH U3MEHSETCS B 3aBUCUMOCTH OT COJIEP>KaHUsI JCHCTBYIOMIETO
BEIIIECTBA; COJIEPKaHNE OCTALHBIX BCIIOMOTATENILHBIX BEIIECTB SIpa HIIA COACPKIMOTO KaTICYJIIbI
JUIS pacCMaTPUBAEMBIX JI03UPOBOK OCTAE€TCS HEU3MEHHBIM;

r) nauaple o TCKP moaTrBepkAar0T OTCYTCTBHE HEOOXOIUMOCTH B MPOBEICHUU
JIOTIOTHUTEIBHOTO UCCIIEIOBaHMs OMO3KBUBAJICHTHOCTH i1 ViVo.

JIuneiiHas (papMaKOKHHETHKA

61. Ecnu onucannsbie B myHkTe 60 HacTosimux [IpaBui yCiaoBUs BHIMOTHSIOTCS, JOCTATOYHO
MIPOBEJICHUS UCCIIEAOBAaHNS OMOIKBUBAICHTHOCTH B OTHOIICHHH OJHOM JTI03UPOBKH.

62. Kak mpaBuio, ucciaeaoBaHue OMOIKBUBAJIECHTHOCTH MPOBOJUTCS IS HAMOOIBIICH
T03UpOBKH. [l JeKapCTBEHHBIX MpPENapaToB C JUHEWHOW (apMaKOKMHETHKOW MpPHU YCIOBHH
BBICOKOW pPacTBOPUMOCTH JEHCTBYIOIIETO BEIIECTBA HCCIIEJOBAaHUE OMOIKBUBAJICHTHOCTH
JOMYCTUMO MPOBOJUTH C MCIOIH30BAHUEM MEHBIIHUX JO3UPOBOK. BEIOOP MEHbIIEH NO3UPOBKH
TaKkKe MOXET OBITh OOOCHOBaH C TIO3MIMK OE30MaCHOCTH WJIM TEePEHOCHMOCTH, KOT/aa
IpUMEHEHHE HauOoJbIIel JO3UPOBKH Y 3/I0POBBIX JOOPOBOJIBIEB HempuemieMmo. Kpome toro,
€CJIM YyBCTBUTEIHHOCTh aHAIMTUYECKOTO METO/1a HE MO3BOJISIET TOUHO U3MEPUTH KOHIIEHTPALUIO
Ipy TpUeMe HauOONbIIeH MO3UPOBKU JOMYCKACTCS MPUMEHEHHE OoJiee BBICOKOW O3BI
(IpenmoYTUTENIBHO HWCIIOIh30BaTh HECKOJBKO TaOJETOK C HAuOOJbIIEH JO3UPOBKOM).
[IpeBbIlieHre MaKCUMaIbHOM TEPaeBTUYECKOM J103bI IOy CKAETCs JIUIIb B TOM CITy4dae, €CJid OHa
XOpOIIO MEPEHOCUTCS 3J0POBBIMU J0OPOBOJIbLIAMU M OTCYTCTBYIOT OTPaHUYEHHS MO CTEIEHU
abcopOIMy WM PACTBOPUMOCTH JIEKAPCTBEHHOTO MIpemnapara, IPUHSATOrO B TAKOH J103¢€.

Hesunneiinasi papMaKkoOKHMHETHKA

63. Ecnu B TepameBTHUECKOM nuarna3oHe creneHb yBenndeHuss AUC nekapCTBEHHBIX
MpenapaTtoB ¢ HEJIWHEHHOW (apMaKOKMHETHKON OOJbIIE CTEEHH YBEIWYEHUS 03B,
UCCIIeIOBaHHE OMOAKBUBAIEHTHOCTH OOBIYHO IPOBOJAUTCS C HUCIOJIB30BAHUEM HaMOONbIICH
no3upoBku. Kak u B citydae ¢ JIeKapCTBEHHBIMH TIpenapaTamMu ¢ JUHEHHON (papMaKOKWHETHKOM,
BBEIOOpD MEHBIIEH JO3UPOBKH MOXKET OBITh OOOCHOBaH ¢ TIO3WIHKA O€30MacHOCTH U
MEPEeHOCUMOCTH, KOTJa NpPUMEHEHHE HauOOJbIIeH JO3UPOBKU Y 3J0POBBIX J10OpPOBOJIBIEB
HenpuemiieMo. BcenencTBue HHM3KOM 4yBCTBUTEIBHOCTH AHAJIMTHUECKOTO METO/A aHAJIOTUYHO
JIEKapCTBEHHBIM IpernapaTaM C JIMHEHHOH (hapMaKOKMHETHKOM TaKkKe TOMyCKaeTcs MPUMEHEHHE
0oJiee BBICOKHX /103 JIEKAPCTBEHHBIX MPEMApaToB C HENUHEHHON (papMaKOKHHETUKOM.
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64. ViccnenoBanre OMOIKBUBAIICHTHOCTH JICKAPCTBEHHBIX TMpenaparos, y kotopsix AUC B
TEpareBTUYECKOM JIMAa30HEe yBEITUUYNBACTCS MEHBIIIE, YeM COOTBETCTBYIOIIEE YBEIUYCHUE JI03bI,
B OOJIBIITMHCTBE CITy4aeB TPeOyeTCs MPOBOAUTH JUIsl HANOOJIbIIIeH M HAUMEHBIIIEH JO3UPOBOK (MK
TUTSL TO3UPOBKH, (hapMaKOKUHETHKA KOTOPOH HAXOIUTCS B IMHEHHOM JUANa30HE), TO €CTh B 3TOM
clly4ae MPOBOJUTCS 2 UCCIEeTOBaHMs OMOIKBUBAIIEHTHOCTH. Eciy HenmMHeHOCTh He 00yclioBIeHa
HU3KOM pPacTBOPUMOCTBIO, a OOBSCHSAETCS, HANpUMEp, HACHIIIEHUEM [EPEHOCYHKOB U
co0nrofaloTcsl yclloBus, ykasaHHble B mnyHKTe 600 Hactosimux [IpaBun, u cpaBHUBaeMmbie
JIEKapCTBEHHBIE MPENapaThl HE COMEPKAT BCIIOMOTATENIBHBIX BEIIECTB, BIUSAIOMINX HA MOTOPUKY
KEIyJOYHO-KUIIEYHOTO  TpakTa WM  O€JIKU-TIEPEHOCUMKH, JOCTaTOYHO  IMPOBEACHUS
UCCIIeIOBaHUsT  OMOSKBHBAJICHTHOCTH € HAMMEHbLIEH JO3MPOBKOW (MM  JO3MPOBKOM,
(hapMaKOKMHETHKA KOTOPON HAaXOAWTCS B JIMHCHHOM Juamna3zoHe). BriOop Apyrux IT03MpOBOK
MOXKET OBITh OOOCHOBAaH HHU3KOW YYBCTBHTEIHHOCTBIO aHAJUTHYECKOTO METOJa, KOoraa
MPOBEJICHUE KCCIEAOBaHUA C HAUMEHbBIIEH [JO3UPOBKOW HEBO3MOXKHO WM MPUMEHEHUE
HanOOJbIIeH TO3UPOBKH Y 37I0POBBIX JOOPOBOJIBIIEB HEIPHUEMIIEMO C MTO3ULIHH 0€30MacCHOCTH UK
MIEPEHOCUMOCTH.

HccnenoBanue kpaiiHUX BapMaHTOB (OpeKeTHHr)

65. Eciin uccnenoBanne OMOKBUBAJICHTHOCTH TpeOyeTcs MpoBeCTH OoJjiee ueM s 2
JIO3UPOBOK, HANpPUMEpP, BCIEIACTBUE PA3NIMYUA B MPOMOPLHOHATBLHOCTH COCTaBa, UCIOIB3YIOT
MOJIX0/1, TO3BOJISIONIMI OrPaHUYUTHCS TPOBEJACHUEM HCCIEAOBAaHUM KpaHUX BapuaHTOB. Eciu
BBIOpaHHBIC JTO3UPOBKH MPEACTABISAIOT OO0 KpaiiHHe 3HAYCHHUS, HAIPUMEP, MAKCUMAIIbHAS U
MUHHMAaJIbHAS JO3UPOBKHU WJIU JO3UPOBKHU, HAH0O0JIee PE3KO OTINYAIONINECS 110 COCTaBy (TO €CTh
OTJIMYUSL MO COCTaBY JPYTUMX JO3UPOBOK YKIIAJBIBAIOTCA B 3Ty Pa3HOCTh), TO ITOMYCTUMO
MPOBEACHHUE 2 UCCIEA0BaHUN OMOIKBUBAJIEHTHOCTH.

66. Eciu orjeHKy OMO3KBHMBAJEHTHOCTH HEOOXOAMMO OCYIIECTBUTH HATOIAK M IOCHe
nmpueMa MUK JUIsl 2 JTO3UPOBOK BCIICNICTBHE HEIMHEWHOW aOCOpOIMHM WM OTKIOHEHUH OT
MPOMOPIUOHAIBHOCTHA COCTaBa, JOCTATOYHO MPOBECTU UCCIIEIOBAHUE HATOIIAK U TOCIIE MpUueMa
mumy 1 go3upoBku. OTCYyTCTBHE HEOOXOIMMOCTH TPOBEACHHS HMCCICIOBAHUS HATOIIAK WIIH
Mmociie TMpueMa MHINU A APYTUX JTO3UPOBOK MOXKET OBITh OOOCHOBAHO TaHHBIMU HAyYHOM
TUuTepaTyphl U (WIHM) JaHHBIMH O (hapMaKOKHHETHKE, TTOJTYYCHHBIMH IPU U3YUECHUHN UCCIIETyEMOM
JIO3UPOBKUA U3 APYIMX HMCCIEIOBAaHUM, MPOBEICHHBIX HATOIIAK M Mocie npuema numu. [lpu
BBIOOpE YCIIOBUI MPOBEJACHUS NCCIEAOBAHUH (HATOIIAK UJIU TIOCIIE TIpHeMa TTHIIH ) JUTsl H3y9ICHHS
OCTaJbHBIX JIOBMPOBOK TMPEATNOYTCHHE OTAACTCS YCIOBUSAM, OOJaNalomuM HauOOoIbIIen
YyBCTBUTEIBHOCTBIO B  BBIABJICHWHW BO3MOXHBIX Pa3IMUYMAd  MEXKIY CpPaBHHBACMBIMH
JIEKApCTBEHHBIMHU TIperiapaTaMu.

KomOuHMpoBaHHbIE JIeKAPCTBEHHbIE MPENapaThbl

67.B oTHomeHNMH BceX KOMOWHHPOBAHHBIX JIEKAPCTBEHHBIX IMPENApaTOB JOJKHBI
BBITNIOJHATBCS  YCJIOBHSA IPONOPLUMOHAIBHOCTA COCTaBa, IPEXyCMOTPEHHBIE HACTOSIIMMHU
[MpaBunamu. Ilpu pacdere conep:kaHus KaKJIOTO EHCTBYIOIIETO BEIIECTBA KOMOHWHAIIMH
OCTaJbHBIEC JEHCTBYIOIIHE BEIIECTBA JOJDKHBI PACCMATPUBATHCA B KaYECTBE BCIIOMOIATEIIBHBIX
BeniecTB. Kaxplit croii ABYXCIOWHBIX Ta0JIETOK MOYKET paCCMaTPUBATHCS HE3ABHCUMO.

8. MeToaojiorust 0MoaHAJIUTHYECKON YACTH MCCIeI0BAHUS

68. buoananuruueckas 4acTh HUCCIIeI0OBaHUI OHMODKBUBAJIEHTHOCTH JOJI>)KHA
OCYILIECTBJISITHCS B COOTBETCTBUU € MpuiioxkeHueMm Ne 6 k HacrosmuM [IpaBusam.

I[JIH MOJIyUCHUA HaACKHBIX PE3YyJIbTATOB, IIoaAAar0IINXCs yI[OBJIGTBOpHTGJIBHOfI
MHTEpIpEeTaINH, He00X0UMO MOAPOOHO OMKUCATh UCTIONIb3yeMble OMOaHATMTUYECKIE METOIUKH,
MOJIHOCTBIO UX BAJIMAHUPOBATH U JOKYMCHTUPOBATD. B KaKIOM aHAJIMTUYCCKOM IUKIIC B paMKax
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UCCIIEIOBaHMS HEOOX0JUMO MOATBEPAUTH TPUTOIHOCTh METOJUKHU C UCIIOJIb30BAHUEM 00pa3lioB
AJIs1 KOHTPOJIS Ka4eCTBaA.

69. OCHOBHBIMH XapaKTEPUCTHKAMU OWOAHAIMUTHYECCKOM METOIUKH JJIsi 00eCTeueHus
MNpUCMIICMOCTH )41 AOCTOBCPHOCTU MOJIYUYCHHBIX AHAJIUTNYCCKUX JaHHBIX ABJIAKOTCSA
CEJIEKTUBHOCTh, HMKHHMM MpefieNl KOJUYECTBEHHOTO ompeseneHus, GpyHkuus oTkianka (dpopma
IpajyupOBOYHOM KPUBOIi), MPAaBMIIHOCTD, IPEIIM3MOHHOCTD U CTA0OMIIBHOCTB.

70. ITockonbKy moamaronasics 0OHAPYKEHUIO KOHIIEHTpAIUsl aHAIM3UPYEMOT0 BEIEeCTBA
710 TIpreMa JISKapCTBEHHOT O Mpernapara JoJKHa COCTaBIATh 5 % 0T Cmax U MEHEe, HUXKHUN Npejien
KOJIMYECTBEHHOTO OMPEEIICEHNs METOUKN JO0KEH 00ecreunBaTh OnpeaesieHue KOHLEHTPaluu
<5 mporneHTOB 0T Cmax (C y4eTOM TpeOOBaHMIA MOApa3/eia 9 HaCTOSIIEro pa3aena).

71. B mpoTokoie uccienoBaHusi He0OX0AUMO MPEyCMOTPETh BO3MOKHOCTD TPOBEICHUS
MMOBTOPHOTO aHaIM3a HMCCIEAYEMBIX 00pa3loB M0 (DaKTHUECKOro Hadajga Takoro aHaiusa. B
OOBIUHBIX YCJIOBUSX IMOBTOPHBIM aHanmu3 0o0pa3noB Mo (hpapMaKOKMHETHYECKHM MpPUYMHAM HE
A0IYCTHUM, YTO OC06€HHO Ba>XHO IJIA I/ICCJIC,Z[OBaHI/Iﬁ 6H03KBI/IB2UICHTHOCTI/I, MMOCKOJIBKY 3TO MOXKCT
MCKa3UTh PE3yJIbTaThl UCCIIEIOBAHUS.

Jluna, ocyImecTBISIONINE aHATTU3 00Pa3IloB, He JOJHKHBI 3HATH O TPUHUMAEMBIX CyOhEeKTaMuU
UCCIIETyEeMbIX MpernapaTax.

9. OueHka, aHAJIN3 M NPe/ICTABJICHHE Pe3yJIbTATOB HCCJIe10BaHUS

72.1lonpaBky Ha pa3Iuudsi B KOJWYECTBEHHOM OIPEACICHUU MEXKIY CEpHUSIMHU
UCCIIEyeMOTO0 U pedEepeHTHOTO  JICKApCTBEHHBIX  MpEnapaToB B HCCIEIOBAHHSIX
OMOPKBUBAJIIEHTHOCTU JUIsl (hapMaKOKMHETHYECKUX [apaMeTpoB BBOAMTH, KaK IPaBUJIO, HE
AOIYCKaCTCs. OI[HaKO B HCKIIIOYHUTCIBHBIX ClIydasaX, CCJIU pasindudgd MCKIAYy CCpHUIAMU
pedepeHTHOTO U HCCIEAYyEeMOro JIEKApCTBEHHBIX MpENapaToB HE MPEBBIIAIOT 5 MPOIEHTOB (C
y4eToM TpeOoBaHUU Tmojapasfena 2 HACTOSAIIEr0 pasjenia), Takas TIOIMpaBKa JIOMyCTUMA.
[lonpaBky, Hapsigy ¢ pe3yibTaTaMd KOJMYECTBEHHOTO OINpEACNECHUS HCCIEeIyeMOro H
pedepeHTHOTO JIEKapCTBEHHOTO MpenapaTa, He0OX0AUMO OTPAa3UTh B MPOTOKOJIE UCCIICTIOBAHUS.

OTO00p cy0ObeKTOB JJI1 aHAJIM3a Pe3yJIbTATOB UCCIeI0BAHMS

73. B craructuyeckuii aHau3 HEOOX0IMMO, IO BO3MOKHOCTH, BKIIFOUUTH BCEX CyOBEKTOB,
MPUHSIBIIMX JIEKaPCTBEHHBbIN MpenapaT. OgHaKo CyOBEKThl, Y4acTBOBABIIUE B MEPEKPECTHOM
HCCIEAOBAaHUHU, Y KOTOPBIX OTCYTCTBYIOT JAHHBIE KaK IO HCCIEAYEMOMY JIEKapCTBEHHOMY
mpemapaty, Tak M 10 pedepeHTHOMY JIEKapCTBEHHOMY IpernapaTry, WIH CyOBbeKThI,
Y4acTBOBABIIME B MMApPALICIBHOM HCCIEAOBAHMM, Yy KOTOPBIX OTCYTCTBYIOT JAaHHBIE
€IMHCTBEHHOTO TIeprOo/ia, He TOJKHBI BKIIIOUATHCS B aHAJIU3.

OOpalboTKy JaHHBIX BceX CyOBEKTOB, NPUHUMABIIMNX JIEKAPCTBEHHBIH Ipenapar,
HEOOXOUMO OCYIIECTBISATh OJMHAKOBBIMU METOAaMU. B mpoTokose wucciaenoBaHus He
JIOMYCKaeTCsl MpeAyCMaTpUBaTh BKIIIOUYEHHWE B aHAJIM3 JAHHBIX O «Iybiepax» J0OpOBOIBIIEB
TOJIBKO C LI€JIBI0 3aMEHbI JJAHHBIX HCKIIIOUEHHBIX CyObEKTOB. J{axe eciu B X0/Ie UCCIeI0BaHus He
OBUTO BBIOBIBAHMI U3 MCCIEAOBAHUS, HEOOXOAUMO MPEAYCMOTPETh BKIIIOUCHHE B aHAIH3 BCEX
CyOBEKTOB, TNPUHSABIIMX TMpenapar. Takum o0pa3oM, BKIIOYATh AyOJEpOB, MPOXOJISIINX
MPOLEAYPhl HCCIEAOBaHHUS OMOIKBHBAIIGHTHOCTH OTACIBHO OT OCHOBHOH BBIOOpDKH, HE
JIOITyCKaeTCsl.

74. B uccrnenoBanuu ¢ Ooyiee 4eM 2 TpynmamMu CpaBHEHUS (HApPHUMEp, TPEXIEPUOTHOE
UCCleIoBaHle C 2 pedepeHTHHIMH JIEKAPCTBEHHBIMU IMpernapaTaMi WM YeTbIPEXIMEPUOIHOE
WCCIIEIOBAHNE TIPU MPUEME HATOIIAK U MOCJIe MpUeMa MUIIH) aHaIH3 M0 KaXI0H CpaBHUBAEMOU
nape HeoOXOJUMO OCYUIECTBIISATH JIUIIL IOCJIE MPEIBApUTENbHOTO MCKIIOUEHUS JaHHBIX, HE
OTHOCSIIIIUXCSI K CPABHUBAEMBIM TPYIIIIAM.

Kputepun uckiarwoveHusi cy0beKTOB U3 aHAIN3A Pe3yJIbTATOB HCCJIeI0BAHUS
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75. Jlngs  OOBEKTUBHOW OIICHKH pE3yJbTAaTOB PAHIOMHU3HUPOBAHHBIX HCCIICIOBAHUM
HE00X0MMO, YTOOBI HAOJIIOJICHHE M BEACHUE BCEX CYOBEKTOB OCYIIECTBIISJIOCH IO €IUHBIM
MpaBWiIaM. DTH NpaBujia He JOKHBI 3aBUCETh OT IPUHUMAEMOT0 JIEKapCTBEHHOT O IIpernapaTa Win
MCXO0Ja, TO3TOMY pellIeHUE 00 UCKIIIOUEHUHU CYObEKTa U3 CTATUCTHYECKOTO aHau3a HE00X0UMO
MIPUHSATH JI0 Hayaja JIabopaTopHOTo aHaim3a 00pasIoB.

76. JIrobasi mpuYMHA MOXET SBIATHCS KPUTEPUEM HCKIIOUEHUSI CYOBEKTOB, €CIU OHa
3apaHee OomucaHa B MPOTOKOJIE MCCIIEAOBAHUS, a pelleHre 00 UCKIIOYEHUH MPHUHATO A0 Hayaia
aHanm3a 00pasnoB. OHAKO BCIEICTBUE CHUKCHHS CTATUCTHYECKON MOIITHOCTH MCCIICIOBAHMS, a
Tak)xe Mpu He0OXOAMMOM MUHUMYME B 12 cyOBEKTOB ciieAyeT u30eraTh HCKIIIOUEHUs TOCTIeTHUX
U3 UCCIICIOBAHMUSL.

JIOmyCTUMBIMU KPUTEPHUSIMH HCKIIIOUEHUSI CyOBEKTOB U3 MCCIIEAOBAHUS SBISIOTCS PBOTA
WIM Jauapesi, KOTOpble CHOCOOHBI HCKa3WTh PE3yNbTaThl HM3MEPEHUS KOHIICHTPAIUH
aHAJIM3UPYEMOr0 BEIIEeCTBAa. B HCKIIOYUTENBHBIX CUTyallUsX KPUTEPUEM HCKIIIOUEHUS TaKKe
MOJKET CIIY)KHTh OJJHOBPEMEHHOE IPUMEHEHHUE APYTUX JIEKAPCTBECHHBIX MPETapaTOB.

77. B mpoToKoje HccaeAoBaHUS HEOOXOIWMO 3apaHee OMHCaTh KPUTEPUU HCKIIOUCHUS
cyObekToB. Eciii BO3HHKAET cUTyalus, TpakTyeMasi Kak KpUTEpHd UCKITIOUEHHsI, CBEICHUS O Hel
HEO0OXOUMO 3aHECTH B HHIWBUIYAIBHYIO PETHCTPALlMOHHYIO KapTy B XOJ€ MpOBeIEHUs
uccienoanus. MckimoueHne cyOeKTOB, OCHOBAHHOE Ha 3apaHee MPelyCMOTPEHHBIX KPUTEPUSIX,
HEO00XO0IUMO YETKO OTPA3UTh U MEPEUUCIUTD B OTUETE 00 HCCIIEI0BaHUN.

78. BBUy HEBO3MOKHOCTH OT/EIHUTH BIMSHHE JICKAPCTBEHHBIX MPENapaTroB OT IPYTHX
(akToOpoB, BIMAOIIMX Ha (PAapMaKOKMHETHKY, HCKIIOUYEHUE NaHHBIX TOJBKO Ha OCHOBaHUU
CTAaTHUCTUYECKOTO aHaln3a WM M0 (HapMAKOKUHETHUYECKUM TPUYHMHAM HE JIOMYCKAeTCH.
HckimoueHns MU U3 TaHHOTO MpaBuja sIBISIOTCS:

a) CyOBEKTHI, B JIa3Me KOTOPBIX KOHIIEHTpaIus peepeHTHOTrO JIEKapCTBEHHOTO Mpernapara
HE OMpeJeNseTcs WM ONpeAeNseTcs JMIIb B He3HAUUTEIbHBIX KonuuyecTBaxX. KoHieHTpauuu
aHAIM3UPYEMOTr0 BeIIeCTBa y CyObeKTa MpHU3HAIOTCS O4YeHb HHU3KUMHU, eciu ero AUC He
MIPEBBINIAECT 5 MPOIEHTOB OT cpeaHeil reomerpuieckoii AUC pedepeHTHOro JeKapCTBEHHOTO
npemapata (paccuuTaHHOU 0e3 yueTa TaHHBIX CyOBeKTa ¢ BeiOpocami). VICKITtoueHNe TaHHBIX TI0
ATOW MpPUYHMHE AOMYCTUMO JHIIb B €IUHUYHBIX CIIydasx, U B LEJIOM CTaBUT O] COMHEHHE
JOCTOBEPHOCTH (BAIMIHOCTH) IPOBEIEHHOTO UCCIIEI0OBAHMS;

0) CyOBEKTHI C HEHYJIEBOM MCXOJHOM KOHIICHTPAIIMEH aHaJU3UPyEeMOrO BEIIECTBa,
npeBbIaionen 5 mporeHToB OT Cmax. Takue gJaHHbIE HEOOXOIUMO UCKITIOUYUTH U3 UCCIIETOBAHMS
OMOSKBUBAJICHTHOCTH (B COOTBETCTBUHU C TpeOOBaHHWAMHU Tmozpaszaena «IPpdeKTsl mepeHoca
HACTOSIIETO MOApa3iena).

79. B OTHOIIEHWM JICKQpPCTBEHHBIX IIPENapaToB C HEMENJICHHBIM BBICBOOOXKICHUEM
YKa3aHHbIE B HACTOAIIEM IMOApa3/iele CUTyalldd MOTYT BO3HUKATh B CIydyae HECOOIOICHUS
CyOBbeKTaMHU pexuMa HCCIeIOBaHUS WIM HEAOCTaTOYHOM OTMBIBOYHOM IHepuonae. B mepBom
cilyuae HEOOXOAMMO IPEIyCMOTPETh OCMOTP POTOBOM TOJOCTH CyOBEKTa, UYTOOBI
YAOCTOBEPUTHCS, UTO JIEKAPCTBEHHBIN Mpenapar ObLI MPOrJIOYeH, BO BTOPOM — IMPELYyCMOTPETh
JOCTATOYHBIM OTMBIBOYHBIA Tiepuoia. buomorndyeckue o0Opasiibl CyOBEKTOB, UCKIIOYCHHBIX W3
CTaTHUCTUYECKOTO aHajn3a, HEOOXOAUMO MPOAHATU3UPOBATh, @ UX PE3yJbTAaThl MPEACTABUTH B
oryere 00 HCclernoBaHMM (B COOTBETCTBUHM C TpeOoBaHusMHU monpasznena «llpencraBinenue
JAHHBIX» HACTOALIETO MOApa3iena).

80. CornacHo pazneny 4 «IIpoBenenue uccienoanusp»» Hacrosmmx Ilpasun AUCo-y
nospkHa nepekpbiBath He MeHee 80 mponeHToB AUC( o). TeM He MeHee, eciu 3TO MpaBuiio He
BBITIONTHSETCS, UCKITIOYaTh CyOBEKTOB M3 CTATHCTUYECKOTO aHanM3a He cieayeT. OgHaKo eciu
AUC ) ue niepekpriBaeT 80 nporieHToB AUC (0 B 60J1ee yeM 20 mpoIeHTax Ciaydaes, CIeayeT
YCOMHUTBCS B pe3yjbTaTax TaKOro WCCIEAOBaHMs. JTO TpeOOBaHWE HE NPUMEHHUMO K
HCCIIEA0OBAHUAM C JUTUTEIIBHOCTBIO 0TOOpa 00pa3iioB, paBHOH 72 4 u 6osee, korna BMecto AUC -
y ucnosbzyercst AUC 72 v

AHaJau3upyeMble MapaMeTpbl M J0NYyCTHMbIe Mpeaebl
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81. B nccrnenoBaHusax OMO’KBHBAJICHTHOCTH C OJTHOKPATHBIM IMPHUEMOM JICKAPCTBEHHOTO
mpermapaTa K HUCCIeAyeMbIM (papMakKOKHHETHYeCKUM mapamerpam oTHocatcs: AUC-) wim
AUC@-724) coOTBeTCTBEHHO M Cmax. OTHOLIEHHE JaHHBIX I[apaMETPOB HCCIEIYEMOTrO
JIEKapCTBEHHOTO MpemapaTa K pe)epeHTHOMY JEKapCTBEHHOMY IpemnapaTry OJDKHO JIeKaTh B
unrepsaie 80,00—-125,00 npouenToB npu 90-npoLieHTHOM AOBEPUTEILHOM UHTEPBaje. [ paHuIbI
MHTEPBAJIOB OKPYTJISIOTCA JI0 IBYX 3HAKOB IOCJIE 3aIISITOM.

82. K wm3ydaeMpIM MapaMeTpaM HCCIEIOBAaHUN OWOAKBUBAJICHTHOCTH JIEKAPCTBEHHBIX
MpernapaToB ¢ HEMEIJICHHBIM BBICBOOOKICHUEM C ONPESICHHEM PAaBHOBECHOW KOHIICHTPAIMH
oTHOCATCSI AUC(0—1) U Cinax,ss, KOTOPBIE JTOJDKHBI OBITH B TIpe/ieaX yKa3aHHBIX HHTEPBAJIOB.

83. Ecniu B kauecTBe OMOJIOTMUECKOTO MaTepuasia UCIONB3YETCs MOYa, MOKa3aTenb Ae(o—r)
JOJKEH JIeKaTh B UHTEpBase, omucaHHoM 11t AUC0-t), @ Rmax — B uHTEpBasie mid Cmax.

84. CraTucTudeckas OLEHKA tmax HE TpeOyeTca. OHAKO ecM yKa3bIBaeTcs, YTO OBICTpoOe
BBICBOOOKICHUE UMEET KIIMHUYECKYIO 3HAUMMOCTb U BIMSET Ha HA4YaJIo JCHCTBUS UM MPUBOAUT
K HEXEJIaTeIbHBIM PEaKIHsIM, 3HAYUMBIX Pa3TUYUA B tmax M €r0 BapHAOCIBHOCTH MEXKIY
HCCIIEeTyeMbIM U peepeHTHBIM JIEKApCTBEHHBIMHU ITpernapaTamMu ObITh HE JOJHKHO.

85. [lomycTumbie Tpenenbl OMOIKBHBAIIEHTHOCTH JICKAPCTBEHHBIX MPEMapaToB C y3KUM
TepaneBTUUECKUM JIUalla30HOM CJIEYET CY3UTh (B COOTBETCTBUU € TpeOoBaHUsIMU Toipa3zena 10
HACTOAIIETro pasfena). /st JekapCTBEHHBIX MPENnapaTroB ¢ BHICOKON BapruaOENbHOCTHIO Cmax B
clly4ae HaJIM4Yusl COOTBETCTBYIOIIET0 00OCHOBAHUS 3TU TPAHUIIBI MOTYT OBITh PACHIUPEHBI.

CraTuCTHYECKHI aHAJIN3

86. ['maBHOe 3HaueHUe AJI1 OLEHKH OMO3KBUBAJICHTHOCTH HMEET MHHHMM3AIUS PHCKa
JIO)KHOTIOJIOKUTEIILHOTO ~ MPU3HAHUA  OMOdKBHBaJIeHTHOCTH.  CTaTUCTHYECKUN — aHAIU3
UCCIIEIOBaHUsI OMOAKBUBAJIIEHTHOCTH JOJKEH TMOJATBEPIUTh MAJOBEPOSITHOCTh KIMHUYECKU
3HAYMMOTO Pa3InYMs MEKIY OMOIOCTYITHOCTBIO UCCIIEyeMOTro U peepeHTHOTO JICKapCTBEHHBIX
npenapaToB. [Iponenypsl craTucTuueckoil 00pabOTKU ClielyeT OrOBOPUTH B MPOTOKOJIE MEPEs
HayvajioM cOopa JaHHBIX.

87. B xauecTBe OCHOBHOTO KpUTEpHs OMOAKBHUBAICHTHOCTH MCHOJB3YIOT 90-TIpOoIieHTHBIC
JIOBEPUTENIbHbIE MHTEPBAJbl JUJII OTHOIICHUS T'€OMETPUYECKHX CPEIHUX HCCIEeIyeMbIX
(hapMaKOKHHETHUECKHX ITapaMeTPOB UCCIIElyeMOTo JIEKapCTBEHHOTO MpernapaTa u peepeHTHOTro
JIEKapCTBEHHOT O mpemnapara. Takol moaxoa paBHOCUIIEH 2 OJTHOCTOPOHHUM MPOBEPKAM HYJIEBOM
THUIIOTE3bI 00 OTCYTCTBHHM OMOKBUBAJIICHTHOCTH (0 OMOHEIKBUBAJICHTHOCTH) TIPHU S-TIPOIIEHTHOM
YPOBHE 3HAYUMOCTH JJIs1 KaXKJIOTO TECTA.

88. CpaBHeHHE HccaeayeMbIX (papMaKOKMHETHUYECKUX IMapaMeTPOB MPOBOIAT C MOMOIIBIO
mucnepcuonroro ananusa (ANOVA). Jlns 3Toro mpeaBapuTenbsHO TPOBOAAT JIOTapuMUIecKoe
npeoOpa3oBaHue JaHHBIX (IO OCHOBAHUIO JECATUYHOTO WJIM HaTypaiabHOTO Jiorapudma). [Tocme
Yero MpOBOJAT JAUCIIEPCUOHHBIN aHAIN3 U Ha OCHOBE €ro pe3yJbTaTOB CTPOST JOBEPUTEIbHBIC
UHTEpBaJbl (B JIorapu(MUYECKOM IKaye) Uid TOWUCKA Pa3uyus MEXIy CpPaBHHUBAEMbIMU
JIEKApCTBEHHBIMU TpernapaTtaMu. [lomydeHHblE [IOBEpUTEIbHBIE HHTEPBAJIBI MOABEPraloOTCs
o0paTHOMY MpeoOpa3OBaHUIO0, YTOOBI MOCTPOUTH KeJlaeMble JOBEPUTENbHbIE WHTEPBAbl AJIs
OTHOIICHUS CPETHUX B HCXOHBIX (HE MpeoOpa3oBaHHBIX ) eAMHUIIAX U3MepeHus. Vcnonb30Banne
HenmapaMeTpUuecKUX METOJ0B CTaTUCTUUECKOTO aHAIN3a HE JIOMYCKaeTCsl.

89. B mpoTokosie uccieaoBaHus HE0OX0IUMO 3apaHee MPeayCMOTPETh BEIOOP KOHKPETHOM
cTaTucTUYecko mMojenu aHanuza. CTaTUCTUYECKU aHalIMU3 JOJDKeH MPUHUMAaTh BO BHUMaHUE
WUCTOYHUKHA BapuaOETbHOCTH, CIMOCOOHBIC TMOBIHUATH HAa HM3ydaeMyl0 IMEpeMEeHHYI. B Takoii
MOJEIM  JUCIIEPCHOHHOTO  aHajdu3a MPHUHATO HUCHOJB30BaTh Takue (aKkTopbl, Kak
MOCIIEI0BATEIHHOCTh, CyOBEKT MOCIIEeI0OBATEIFHOCTH, TIEPHOJ] U JICKApCTBEHHBIM mpemnapar. B
OTHOIIEHUU BCEX ATHX (PAKTOPOB CIEAyeT HCIIONb30BaTh (DPUKCHpOBaHHBIC, a HE Cly4ailHble
3¢ PEeKTHI.

90. OO0t MPUHITKIIT 3aKTF09aeTcst B mocTpoeHur 90 %-ro JOBEpUTEITLHOTO HHTEpBAIA s
BenmmunHbl  uT—uR, KOTOphI TO3BOJNseT chenaTh BBIBOA O  (PapMaKOKMHETHYECKOM
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SKBUBAJIIEHTHOCTH, €CJIM JAaHHBII JOBEPUTENbHBIM MHTEpBal HAXOAMUTCS B MPHUHATHIX T'paHHUIAX
MpU3HAHUS OMO’KBUBAJICHTHOCTH.

AHaNOTMYHYI0 TpOLenypy CJeayeT HCIOJIb30BaTh JJIs CpPaBHEHUS IMapaMeTpoB,
MOJIYYEHHBIX B pe3yJbTaTe HCCIEAOBaHUS B PABHOBECHOM COCTOSIHUM WJIM CYyMMapHOIO
BBIBEICHUSI C MOUOI1, €CiIi 3TO TpedyeTcs.

91. Cnenyer nmpeacTaBUTh TAKXKE JAHHBIE MO OMUCATEIBHOM CTATUCTUKE JUISl MTOKA3aTest
tmax. ECIIM tmax CUMTAETCS KJIMHUYECKH 3HAYMMBbIM, CPEHEE 3HAUYECHHUE U JAUANA30H tmax CICAYET
CPaBHHUTH MEXKIY HUCCIETyeMbIM U peepeHTHBIM JIEKAPCTBEHHBIM IIPETapaToM IS HCKITIOUSHUS
KJIMHUYECKHN 3HAYMMBbIX paznuuuil. GopMaibHOE CTaTUCTUYECKOE CpaBHEHHE TpeOyeTcs peaKo.
OOBIYHO pa3Mep BBHIOOPKU HE PACCUMUTHIBACTCS, JUIS MOTYYCHHS] HEOOXOIUMOM CTaTUCTUIECKON
MOIIHOCTH JUISl tmax. ECTIM mapameTp tmax OyAeT mojaBepratbcs CTaTUCTHMYECKOMY aHAIU3Y, TO
M3Y4YCHHE JOJDKHO OCHOBBIBATHCS Ha HEMApaMEeTPUYECKHX METOJaX U TMPOBOJUTHCS C
UCIOJIb30BAHUEM HENPEoOpa30BaHHBIX JAAaHHBIX. [IIsi TOBBIIEHHS TOYHOCTU OLEHKU tmax
HE0OXOUMO B3ATh JIOCTATOYHOE KOJIMUYECTBO 00PA3IOB OIU3KHUX K OKUAAEMBIM MaKCUMAaTbHBIM
KOHIeHTpauusM. [ mokazarenel, onuceiBaromux (azy muMuHaImu (), TpedyeTcst TOJIbKO
ornucaTenbHasi CTATUCTHUKA.

92.PaGota ¢ pe3KO BBIACTSAIOMIMMUCS 3HAYCHUSMU (BBIOpOCAMH) TPOBOJMUTCS B
COOTBETCTBHUM C TpeOOBaHUSMHU, H3JIOKEHHBIMU B Tonpazaene «Kpurepuu HCKIIOUEHUS
CyOBEKTOB M3 aHAJIM3a PE3yJIbTaTOB UCCIIEAOBAHUS» HACTOSALIETO pasnena. VckioueHne 1aHHbIX
TOJIBKO IO MPUYHHAM CTATUCTHUYECKOTO M (PapMaKOKMHETUYECKOTO XapaKTepa HeIOIMYCTUMO.

HccnenoBanusi B HeCKOJbKHX IPYIIax

93. Ecnm mepekpecTHOe HCCle0BaHNe MPOBENICHO B 2 U Ooyiee rpynmax CyObEKTOB, T.€.
pa3Ouenne Bcell BBHIOOPKM Ha HECKOJBKO TPYMI, KakKAas M3 KOTOPHIX HAYMHAET y4acTHE B
MCCIICIOBAaHUH B pa3Hble THU (HAPUMeEp, €CITU U3 JIOTUCTHYECKUX COOOPaKECHHUI eIMHOBPEMEHHO
B KIMHAYECKOM ILIEHTPE MOXKHO INPOBECTH HCCJIEJOBAHHE C y4acTHEM OTPAHWYEHHOTO 4YHCIia
CyOBEKTOB), B IIENSAX OTPAXEHHS MHOTOTPYIIIOBOTO XapakTepa HCCIETOBaHHs HEOOXOIUMO
MOIU(UIIMPOBATh CTATHCTHUECKYI0 MOJENb. B 4acTHOCTH, B MOAENM HEOOXOIUMO y4eCTh TOT
(axT, 4TO MEPHOBI IS IEPBON IPYIIIBI OTIMYAIOTCS OT MEPUOIOB AJIsi BTOPOM (1 MOCTIETYIOIINX )
TPYIIIBL.

94. Ecnin uccnenoBanre MpoOBEIEHO B JBYX W OoJiee rpynmnax M 3TH TPYIIB H3y4YalucCh B
Pa3IUYHBIX KIMHUYECKHUX IIEHTPAX WM B OTHOM U TOM JKe IIEHTpe, HO OBUIN pa3/iesieHbl OOIbIINM
IPOMEXKXYTKOM BpEeMEHHU (HampuMep, MeECsIaMu), BO3HHUKAET COMHEHHE OTHOCHUTEIBHO
BO3MOXKHOCTH OOBEAMHEHHUS PE3yNbTaTOB, MMOMYYEHHBIX 3THX IpyIIax, B OJWH aHanu3. Takue
CUTYyallMd HEOOX0IMMO 00CYXIaTh C YIIOJTHOMOYEHHBIM OPT'aHOM.

Ecnum mpenamonaraercss TpOBEJEHHWE HCCIENOBAHUS B HECKOJNBKMX TpyNImax H3
JIOTHCTUYECKUX COOOpaXKeHHi, 00 3TOM HE0OX0AUMO SIBHO yKa3aTh B MPOTOKOJIC UCCIIETOBAHMS;
IPU 3TOM, €CIHM B OTYETE OTCYTCTBYIOT PE3yJIbTaThl CTATUCTUYECKOTO aHAJIM3a, YUUTHIBAIOIINE
MHOTOTPYTIIOBOM XapaKTep MCCIEIOBaHUsA, HEOOXOIUMO IPEICTaBUTh HAy4YHOE OOOCHOBaHHE
OTCYTCTBUS TaKHUX PE3YJIHTATOB.

¢ dexThl NEpeHoca

95. He pomyckaeTcsi MCIOJIB30BaTh PE3yibTaThl MPOBEpKH Ha 3PdekT mepeHoca s
NPUHATUS KaKUX-TUOO pEIICHWH, BIMSIOIMX Ha aHanu3 (HampuMep, aHalIW3 JIaHHBIX,
MIOJIyYEHHBIX TOJIBKO U3 MEPBOTO MEPHOAA HCCIeI0BaHusA). BeposTHOCTh niepeHoca MOXKeET ObITh
HaNpsMYIO yYTeHa IpH 0TOOpe oOpasiia OMOJIOrHYECKO KHUAKOCTH JI0 IpUeMa JIEKapCTBEHHOTO
Ipernapara Bo BTOPOM MEPUOJE UCCIIEN0BaHUS (1, €CIH IPUMEHUMO, B MIOCIIEAYIOIINX).

96. Ecnu KoHLEHTpauus 10 pueMa JeKapCTBEHHOro npenapara npeBbpliacT S5 % 0T Crax,
TO CBEJIEHUS, IOJIYUYEHHBIE OT CyOBbEKTa B JAaHHOM IIEPUOJIE, UCKIIIOUAIOTCA U3 CTaTUCTUYECKOTO
aHajaM3a. JTO 3HAYMT, YTO B PAMKAaxX JBYXIEPHUOTHOTO HCCIEIOBAHUS TaKOH CyOBEKT BHIOBIBAET
n3 aHanu3a. [IpofomkeHne uccne0BaHus CUNTAETCs HEMPUEMIIEMBIM, €CIIH YMCIIO MOUIekKAIUX
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aHanu3y CyOBEKTOB OKazaysioch MeHee 12. J[aHHBIA TOAXO0J HE NMPUMEHUM K HCCIICIOBAHHIO
OHIOOT'CHHBIX CO€I[HHCHHI>1.

JAByX3TanHbIi qM3aiiH UCCIeT0BAHU 0MOIKBUBAJIEHTHOCTH

97. UccnenoBanue OMOSKBUBAJICHTHOCTH JOIMYCKaeTCs MPOBOIUTH B J1Ba 3Tana. Ha mepom
JTane MPOBOJUTCS MCCIIEOBaHWE HAa HAYaJbHOW (MEPBUYHON) TPYyMIE CYOBEKTOB C aHAIHU30M
MIOJTyYCHHBIX pe3yNbTaToB. Eciiu GMOSKBHUBAJICHTHOCTh HE MOATBEPKIAETCS, TO MOXKHO HAaOpaTh
JOTIOJIHUTENIBHYIO TPYyHIy W OOBEAMHUTH PE3yibTaThl, MOJydYE€HHbIE B 00EMX TpyImax s
OKOHYATEJILHOT0 aHaju3a. Eciu BIOpaH Takoii Moaxo/1, TO HY>KHO IPUHSTH ONPEIeICHHBIC MEPHI,
YTOOBI COXPAHUTh HEU3MEHHOI BEepOSTHOCTh OIIMOKY | poja 1y1s BCcero uccieaoBaHus, Ipu 3TOM
CTaTUCTHUYECKUE KPUTEPUU OCTAHOBKM HCCIIEIOBAHMUSA HEOOXOAWMO YETKO OIPENENUTh /10 €ro
Hayaja. AHanu3 JaHHBIX, MOJTYYEHHBIX B XOJ€ MEPBOr0 3Tama, MOXXHO pPAacCMaTpHUBaTh Kak
MIPOMEXYTOUHBIH, U 00a aHanu3a HEOOXOAMMO MPOBOAUTH MO CKOPPEKTHPOBAHHBIM YPOBHSIM
3HaYUMOCTU. JIJis TOBEpUTENbHBIX HHTEPBAJIOB CIEAyeT HCIOJIb30BaTh CKOPPEKTHPOBAHHYIO
BEPOATHOCTH, paBHYI0 He MeHee 90 %. Hanpumep, ucnons3oBanue 94,12 %-x 10BEpUTENBHBIX
MHTEPBAJIOB sl 00OMX aHAJIM30B Ha MEPBOM 3Talre U A 00ObeIUHEHHBIX JAHHBIX MEPBOTrO U
BTOPOTO 3TAroB OyAeT MPUEMJIEMBIM, OJHAKO CYIIECTBYET MHOXXECTBO JIPYI'MX BapHaHTOB, U
BBIOOD, KaKOil ypOBEHb 3HAYMMOCTH (0L) UCIIOJIB30BATH JIJIsl IPOMEKYTOUHOTO aHAIIN3a, SIBIISIETCS
MPeporaTuBOil CrioHcopa. B mpoTokone HEOOXOAMMO 3apaHee OMHCATh JIBYXATAIlHBIA JHU3aiH
UCCIIEIOBaHMS HApSAIY CO CKOPPEKTUPOBAHHBIM YPOBHEM 3HAUUMOCTH.

98.Ilpu ananmu3e OOBEOMHEHHBIX NAHHBIX, MOJIYYEHHBIX B XOJ€ JBYX 3TaroB, (akTop
«3Tam» He0OX0IMMO BKJIIOYUTH B MOZEIb AUCIIEPCHOHHOTO aHan3a.

IIpencraBiieHne JaHHBIX

99. J1ns1 Ka)A0r0 U3 CPaBHUBAEMBIX JIEKAPCTBEHHBIX IIPETIapaToB HEOOXOAUMO MPEICTABUTh
BCE 3HAYCHMSI MHANBUYaTbHBIX KOHLIIEHTPAMHI U (papMaKOKMHETHUYECKUX MTapaMEeTPOB, HapSIY C
JAHHBIMU  ONMCATEIbHOM CTAaTUCTUKM, BKIIOYas TE€OMETPUYECKOE CpeAaHee, MeuaHy,
apu(MeTHUECKOe cpeliHee, CTaHAapTHOE OTKIIOHEHUE, KO3 PUIIMEHT Bapualiyi, MaKCUMalbHbIe
U MUHUMAJIbHbIE 3HaueHUs. VHOuBHIyalbHBIE KPUBBIE «KOHLEHTPALMS — BPEMS» CIEAYET
NpPEJCTaBUTh Ha JWHEHHONW U Jsorapudmuyeckoil mkanax. HeoOxomumo ommcaTte MeETOA
MOJIy4eHUs (papMaKOKHMHETUYECKUX MapaMeTPOB M3 MCXOJHBIX JAHHBIX U KOJUYECTBO TOUEK B
TEPMUHAIBHOM Jorapu(MUUECKOi (a3e, MCIONB30BAaHHBIX JUIS OLEHKH KOHCTAaHTBI CKOPOCTH
TEPMUHAILHOMN JIMMHHAIINK (KOTOpast UCIOJIb3yeTcst 71s1 JocToBepHOM OolleHKH AUC 0—)).

100. B xauecTBE OCHOBHBIX p€3yJbTaTOB CTATUCTUYECKOIO aHAIM3a HM3YyYEHHBIX
(apMaKOKMHETHUECKUX I[apaMeTpoB ClEAyeT yKa3blBaTh ToueuHble OIeHKu u 90 %-e
JIOBEPUTEIIbHBIE MHTEPBAJIBI /111 OTHOILIEHUS CPEIHUX 3HAUEHUM.

Crnenyer Taxkke MpuiiaraTb CTaHAAPTHBIE PE3yJIbTUPYIOUIUE TAaOIHUIbI AUCIEPCHOHHOTO
aHaM3a, BKJIOYash pe3yJbTaThl CTAaTUCTUYECKHX TECTOB Ha Bce 3((EeKThl B MCHOIB30BAHHOM
MOJEIIH.

101. Otuer HEOOXOAWMO AETANU3UPOBATH HACTOJBKO, YTOOBI (hapMaKOKMHETUYECKUN H
CTaTUCTUYECKUI aHaIN3bl MOYKHO OBLIO BOCIIPOU3BECTH, TO €CTh BKIIOYUTH TOUHOE BpeMsi 0TO0pa
00pa3uoB mocje npuemMa JIEKapcTBEHHOIO Mpernapara, KOHIICHTPALUU aHATU3UPYEMBIX BEIECTB,
3HaueHus (apMaKOKMHETUYECKUX TIapaMeTpoB KaXJO0ro CcyObeKTa B KaXJIOM Iepuojie
HCCIIEIOBAHMS U CXEMY PaHIOMU3ALUH.

102. HeoOxomumMo moapoOHO OMUcaTh BCE CIydad BHIOBIBAHUS U WCKITIOYCHHS CyOBEKTOB
u3 uccienoBanus. 110 BO3BMOXKHOCTH, A KaXAOTO TaKOro CyOBEKTa B OTIACIBHOM JIOKYMEHTE
HE0OXO0UMO MPEACTaBUTh JaHHbIE O KOHIEHTpAUU U (papMaKOKHHETUYECKUX MapaMerpax, HO
HE BKIIIOYaTh MX B OOIINI CTATUCTUYECKHIA aHAH3.

buoananutruyeckyro METOIUKY HEOOXOJUMO JOKYMEHTHPOBATH 10 Hayana MCCIeI0BaHUs
(mpenBapuTenbHAs BaIMIALMs) A HOCIEAYIOMEro (popMUpOBaHUS BaTUAALMOHHOTO OTYETA.
HeoOxoaumo npenctaBuTh 0MO0aHATUTHUECKUN OTYET B COCTaBE UTOIOBOTO OTYETA HCCIIEI0BAHUS
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OouoskBuBasieHTHOCTH. OH  JOMKEH BKIIIOYAaTh KpaTKoe ONHCaHWE  HCIOJIb30BaHHOMN
OMOaHATUTUYECKON METOAMKH, PE3YIbTAThI IO BCEM IPalyHPOBOYHBIM PACTBOPaM (CTaHIAPTaM)
u obOpa3uaMm A KOHTpOJs KauecTBa. HeoOxoaumo mpeacTaBUTh JOCTaTOYHOE KOJIUYECTBO
XpOMAaTorpaMM WJIHM JIPYTUX UCXOAHBIX JIAHHBIX, OXBATHIBAIOIIMX BECh JAMANa30H KOHIEHTPALNi
JUIS BCEX TPalyipPOBOYHBIX PaCTBOPOB (CTAHIApPTOB) U 0OPA3LOB U1 KOHTPOJIS KAUeCTBa, a TAK)Ke
UCIBITYEMBIX (aKTUBHBIX) 00pasloB (Bce XpOMaTorpamMMbl U JAPYTUe MEPBUYHBIC TaHHBIC HE
MeHee yeM oT 20 % cyOBeKTOB C COOTBETCTBYIOLIMMHU OOpa3lamMH JUIsl KOHTPOJIS KayecTBa U
rpagyupOBOYHBIMU PACTBOPAMHU/CTaHIAPTAMU ITUKIIOB, OTHOCSAIINXCS K YKA3aHHBIM CYObEKTaM).

103. Ecntu B OTHOLIEHWH OMNPEAECICHHOW JO3UPOBKH OIPEIAEICHHOIO JIEKAPCTBEHHOIO
npenapara MNpPOBEIEHO HECKOJIbKO HCCIEAOBaHUM, YacThb M3 KOTOPBIX MOATBEPKIAET €ro
OMOAKBHUBAJIEHTHOCTD, @ YAaCTh HET, BCIO COBOKYITHOCTH JIaHHBIX HEOOXOAMMO paccMaTpUBaTh Kak
enuHoe 1enoe. B pacuer He0OXOAMMO MPUHUMATH TOJIBKO MCCIIEAOBAHMS, yKazaHHbIe B yacTu I11
Hactoamux [IpaBun. Hanmuuume wuccnenoBaHuil, MOATBEPKAAOMIUX OHWOIKBUBAJICHTHOCTh, HE
SIBJISIETCSl TIOBOJIOM HE PacCMaTpUBATh MCCIEIOBAaHUS, B KOTOPBIX OHA HE IOJITBEpXKICHA.
3asBUTENb JOJDKEH TIIATENbHO MPOAaHAIM3UPOBATh BCE PE3yJbTaThl U 0OOCHOBATH HAUYHE
OMOPKBHBAJICHTHOCTU. B KauecTBe albTepHATUBBI B JOMOTHEHHE K OTACIBHBIM UCCICIOBAHUSIM,
M0 BO3MOXHOCTH, JOIMYyCKaeTcs IpoBeleHne OOOOLIEHHOr0 aHalM3a BCEX HCCIIECIOBAHUM.
Hepomyctrmo 00001maTh uccnenoBanus, He MOATBEPKAAIONINE HAINYNE OMOIKBHUBAJICHTHOCTH,
€CJIM UCCIJIEIOBaHMSI, TOATBEPKAAI0NINE OMOAIKBUBAJIEHTHOCTD, OTCYTCTBYIOT.

10. JlekapcTBeHHBIE penapaThl ¢ y3KUM TepaneBTHYeCKUM IHANa30HOM

104. Jonyctumbiii  uHTepBan 11 AUC  jmekapCTBEHHBIX MpEnapaToB C  y3KUM
TepaneBTUUECKUM Jrarna3oHoM cienyeT cy3uTh 10 90,00-111,11 %. [Tockonbky Cuax 3aHUMaET
0c000€ MECTO ¢ TOYKH 3peHHs d3(PPEKTUBHOCTH, OE30MACHOCTH U MOHUTOPUHTA KOHIICHTPAIUU
aHAIM3UPYEMOT0 BEILIECTBA, OMYCTHUMbBIM MHTEpBAJ AJisi TAHHOTO MapaMeTpa TaKXKe CleayeT
cysutb a0 90,00-111,11 %. IlpuBectn wucyepnbIBaroOIIiee ONPENEICHUE JIEKAPCTBEHHBIX
IPErnapaToB C Y3KHUM TEPareBTUYECKUM JHAra30HOM HEBO3MOXHO, TOATOMY pelieHHe 00
OTHECEHUHU JICWCTBYIOLIETO BeIIeCTBA K JTOW Tpymme cieayeT NpUHUMaTh, HCXOIsi U3
KIIMHUYECKUX OCOOCHHOCTEW MJEWCTBHS W TPUMEHEHHS JICKQpCTBEHHOTO IMpemaparta (mpu
HE0OXOIMMOCTH MPUBJIEKas IKCIEPTOB YIOJTHOMOUYEHHBIX OPraHOB rocy1apcTB — wieHoB Coro3a
1 (n1n) DKCIEPTHBIN KOMHUTET I10 JIEKApCTBEHHBIM CpeAcTBaM NpHu EBpa3uiickoil S5KOHOMHYECKOM
KOMHMCCHH).

11. JlekapcTBeHHBIE PenapaThl ¢ BLICOKOH BapHa0eJIbHOCTHIO

105. Ecnu BHYTpUMHAWBUIYaJbHAs BapuaOeIbHOCTh (PapMaKOKMHETHUECKOTO IMapamMerpa
npesbimaet 30 %, Takue JeKapCTBEHHbIE penapaThl MPU3HAIOTCS BHICOKO BapuadbenbHbIMU. Ecin
3asBUTENb CYUTACT, YTO JIEKAPCTBEHHBIN IpenapaT MOXKeT 001aJaTh BEICOKON BapuaOenbHOCTHIO
[0 CKOpPOCTH U (WiIM) cTenmeHH alOcopOLuu, PEKOMEHAYEeTCs TNPOBOAMTH HCCICIOBAHUSA C
MOBTOPHBIM (PEIUIMKATUBHBIM) NIEPEKPECTHBIM JU3AHHOM.

106. JlekapcTBeHHBIE TpenapaThl ¢ BBICOKOW BapHaOEIbHOCTBIO, AJISI KOTOPBIX OoJbliee
pasnuune B Cmax CYMTACTCSA KIMHUYECKH HE3HAYUMBIM (ITOJTBEPKAECHHOE CTPOTUM KIMHHUYECKUM
000CHOBAaHHEM), €€ OLICHKA MOKET OCYILECTBIISATHCS HA OCHOBAaHUHM PACIIMPEHHBIX HHTEPBAJIOB. B
3TOM cllydae Kputepuil mpuemsieMoctd 1751 Cmax MOXKET OBITH paciiupeH 1o 69,84-143,19 %. B
LEJAX PACIIMPEHUs KPUTEPHsl NPUEMIIEMOCTH IU3aliH MCCIEJOBaHUS OMOAKBUBAIEHTHOCTH
JOJKEH OBbITh TOBTOPHBIM M B HEM HEOOXOAMMO MOATBEPAUTh, YTO BapuaOenbHOCTh Cmax
pedepeHTHOro JIeKapCTBEHHOIO Mpernapara B HCCIS0BAHUN ACUCTBUTEIbHO IpeBbimaet 30 %.
3agBUTENb JOJDKEH J0Ka3aTh, YTO BBIYMCIEHHAs BHYTPUMHIMBHIYyajbHas BapuaOEIbHOCTb
JOCTOBEpPHa, a He o0ycinoBieHa BbIOpocaMu. BO3MOXHOCTH paCHIMPEHHS OIYCTHMOTO
MHTEpBaJIa HEOOXOIUMO 3apaHee OrOBOPUTH B TPOTOKOJIE UCCIIEIOBAHMUA.

107. Onpenenenue CTENEHN paclIMPEHS UHTEPBala OCHOBAHO HA BHYTPUMHANBUAYAIbHON
BapUa0ENbHOCTH, TIOIY4YEHHOM MO pe3yJabTaTaM HCCIEA0BaHUS OMO’KBUBAIEHTHOCTH C
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HCIIO0JIb30BaHUEM METO1a OMOAKBUBAJICHTHOCTH B CPEHEM C MaciiTabupoBanueM (scaled average
bioequivalence) cornacHo gpopmyie:

[U L] = e(ikKSWR}’

rae:

U — BepxHsis rpaHulla UHTEpBaJla IPUEMIIEMOCTH;

L — HuokHsS rpaHHIIa HHTEpBaJia MPUEMIIEMOCTH;

k — perynaropnas koHcTaHTa, npussras 3a 0,760;

Swr—  BHYTPUMHAMBHUIYyaJlbHOE  CTaHJAPTHOE  OTKJIOHEHHE  JIOTapU(PMHUUYECKH
npeoOpa3oBaHHBIX 3HAUCHUH Cmax JIEKAPCTBEHHOTO TIpenapaTa CpaBHEHUSI.

108. B npuBeaeHHOW Tabimie TMPEACTaBICHBI TPAHUIBI HWHTEPBAIOB TPU3HAHMSI
OMOSPKBUBAJIEHTHOCTH, PAcCUMTAHHBbICE HAa OCHOBAHWU OMMCAaHHOW B myHKTe 107 HacTosmux
[IpaBun  MeTOAOJOTMM B 3aBUCUMOCTM  OT  DPA3IMYHOM  CTENEHH BapuabelbHOCTH
(bapMaKOKMHETUYECKHX TapaMeTPOB JIEKAPCTBEHHOTO IIpernapara.

Buytpunanusuayansasii CV ( %)* Hwxuss rpanuna BepxHnsis rpanuna
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

CV(%) = 100V eSvr — 1

IIpumedanue: *

109. OTHOIIEHHE TEOMETPUUECKUX CPEAHUX (apMAKOKMHETHYECKUX IMapaMeTPOB JOKHO
HaxoauTtbes B penenax 80,00-125,00 %.

Pacmmpenue MIPUEMJIIEMBIX IpaHuLl OMOJOCTYTHOCTH Ha OCHOBaHUU
BHYTPUUHIUBUAYATHHON BapuadeNnbHOCTH He pactpocTpansercs Ha AUC, rpaHUIlbl KOTOPOil BHE
3aBHCHMOCTH OT BapHaOeIbHOCTHU JAOJKHBI ObITh orpanndeHbl nuutepsaiom 80,00-125,00 %.

110. ITpu moBTOpHOM AM3aliHE UCMONB3YIOT 3 WiIM 4 NEPUOJHYIO MEPEKPECTHYIO CXEMY
UCCIIEIOBaHUSI.

IV. Tect cpaBHUTEJIbHOI KHHETUKH PACTBOPEHMUS in Vitro

111. Metonuka BemosHenuss TKCP u ocHOBHBIE TpeOOBaHUS 110 UCIIOJIB30BAHUIO (haKTOpa
noo0usi (CXOIUMOCTH, f>-KpUTEPHil) OMKHBI COOTBETCTBOBATH TPEOOBAHMSIM, YKa3aHHBIM B
npusioxkeHnn Ne 5 k HacTosiuM [IpaBunam.

1. TecT cpaBHUTEIbHON KHHETHKH PACTBOPEHUS in vifro KaK A0NOJHEHHE K
uccae0BAHUAM OHMOIKBHBAJIEHTHOCTH

112. Heo6xomumo npenctaButh pedynbtatsl TCKP cepuii uccnemyemMoro jgekapcTBEHHOTO
npenapara U pe(epeHTHOro JEKapCTBEHHOI'O Ipernapara, MCIOJIb30BaHHBIX B HCCIEAO0BaHUU
OMOSKBUBAJIEHTHOCTH, B TPEX pasM4HbIX OydepHbIx cpenax (o0bruHo npu pH 1,2; 4,5 u 6,8) u
cpeze, MoUIeXKale HCIOIb30BaHUIO B BBITYCKAIOIIMX MCIBITAHUSAX JEKApCTBEHHOTO Npernapara
(cpenma Uit KOHTPOJSI KauecTBa, BKJIOYaeMas B crenudukanuio (HOpMaTHUBHBIA JOKYMEHT IO
KOHTPOJIIO KauecTBa JIEKapCTBEHHOIo mpemnapara)). MccinenoBaHre HEKOTOPBIX JIEKAPCTBEHHBIX
¢dopm, Hampumep, TaONETOK, AUCIEPTHPYIOMUXCA B MOJOCTH PTa, MPOBOISAT B pa3IMYHBIX
ycnoBusiX. OTYET O pe3ysbTaTax MCCIEJOBAaHUS CIEAyeT MPEJCTaBIATh B BUAE NpopuiIeH 10Iu
pPacTBOPEHHOI'0 KOJIMYECTBA BO BPEMEHHM C yKa3aHHEM CpEIHUX 3HA4eHUH M 000O0IIAIOMIMX
CTAaTUCTHK.
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113. B orcyrcTBue WHBIX O0OCHOBaHWH crenudukanuu (HOPMATUBHOM JOKYMEHTE IIO
KOHTPOJIO Ka4ecTBa JICKAPCTBEHHOTO TMpernapara) I KOHTPOJS KadecTBa IO IOKa3aTelto
«PacTBOpeHHe» UCClIeyeMOro JeKapCTBEHHOIO IMpernapaTa cleAyeT COCTaBIsATh Ha OCHOBAaHUU
npodusiss pacTBOPEHHS] CEpUU HCCIEAYEeMOro JIEKapCTBEHHOTO Tperapara, MOATBEpAHBIICH
OMOSKBUBAJIICHTHOCTh pe(EepeHTHOMY JIEKAPCTBEHHOMY TMpernapaTy (B COOTBETCTBHH C
TpeGoBaHusAMU NprIokeHUs Ne 5 k HactosiuM [IpaBunam).

Ecnu pesynprarsl TCKP, npoBe1eHHOTO € pa3IuYHBIMU CEPUSMH, HE TTIOATBEPKIAIOT paHee
JOKa3aHHYI0 B HUCCIICJIOBAHMSIX in Vivo OMOIKBUBAIEHTHOCTh, TO OMHPAIOTCS HA PE3yJbTaTh
uccienoBaHuit in vivo. OpHako HEOOXOJWMO H3YyUYUTh M OOBSICHUTH MPHUYMUHBI TaKOIrO
pacxoXxIeHusl.

2. Tect cpaBHUTEIbHON KHHETHKH PACTBOPEHUS B LeJIsiX OMOBeiiBepa J0NMOJTHUTEIbHBIX
AO3UPOBOK

114. O00CHOBaHHOCTE HETPOBEICHUS JIOIIOJTHUTEIEHBIX HCCIIEIOBaHUN
OMOPKBHUBAJIEHTHOCTH i Vivo HEOOXOIUMO MOATBEPAUTH BHITIOJTHEHHBIM HAJUJICKAIIM 00pazoM
TCKP. Ecniu He yka3aHO WHOE, HEOOXOIUMO U3YYUTh PACTBOPEHUE MIPH PA3IMYHBIX 3HAYCHHSIX
pH (o6s1uno nipu pH 1,2; 4,5 u 6,8). [lns Bcex npeCTaBICHHBIX cepUil HEOOXO0MMO MOATBEPIUTD
COIMOCTaBUMOCTh TpoduiIeil pacTBOPEHUS in Vitro MEXIy NOMOIHUTEIbHBIMU JO3UPOBKAMU U
JO3UPOBKAMH W3 CEpUH, HCIOIH30BAaHHOW B HCCIEIOBAHWU OMOIKBUBAJICHTHOCTH, BO BCEX
ycioBusX (¢ yaeToM TpeboBanuil mpuitoskeHust Ne 5 k Hacrosum [IpaBunam).

115. IIpu 3HaueHusx pH, mpu KOTOPBIX HU Ul OJHOM U3 JO3UPOBOK HE yJIAETCS JOCTUYD
MOJIHOTO pacTBOpeHus, ycioBus nposeaeHus TCKP Mexay mo3upoBKamMu MOTYT pa3sidyaThCsl.
OnHako U1 MOATBEPKIAECHUS TOTO, YTO 3TO O0YCIIOBIEHO CBOMCTBAMH JCHCTBYIOIIETO BEIIECTBRA,
a He JIEKapCTBEHHOU (hOPMBI, HEOOXOAMMO IIPOBECTH CPABHEHUE C COOTBETCTBYIOIIECH JI03UPOBKOM
pedepeHTHOTO JEeKapCTBEHHOro mpemnapara. Kpome Toro, 3asBUTENb BIIpaBe MOATBEPIUTH
COIMOCTaBUMOCTh Tpoduiaei Juisi OAMHAKOBBIX 103 (HampuMep, MEXIY ABYMsl TaOJeTKaMH C
JO3UPOBKOM 5 MT' M O/THOM Ta0IeTKOM ¢ J03UpoBKOM 10 mr).

V. Ot4yer 00 uccjienoBaHUU
1. OT4eT 00 HcCIeTOBAHNHA OHOIKBHBAJIEHTHOCTH

116. OTuer 006 Uccnen0BaHUN OMOIKBUBAJIEHTHOCTH JIOJDKEH COCPIKATh BCE HEOOXOAMMBIE
CBEICHHUSI O IPOTOKOJIE UCCIIEI0BAHUS, IPOBEICHUH UCCIIEN0BAaHUS U €ro aHanu3e. OT4eT JOoKEH
OBITH COCTaBJICH U MOJIMKUCAH HCCIIEI0BaTEIeM B COOTBETCTBUU C NpuiioxkeHnneM Ne 1 k mpaBuiiam
HaJuIexkallel kamHudeckoi npaktuku Coro3a, yreepknaeMbiM Komuccueit u npusnoxxenuem Ne 7
k HactoauwmM [IpaBunam. CTpykrypa oTtueta 00 HccleIOBaHUU OMOAPKBUBAJICHTHOCTH JOJIKHA
COOTBETCTBOBATh NMpUIIOKEHUIO Ne 7 k HacTosmuM [IpaBuiam.

B otuere HeoOxonuMo ykazaTh (aMUIMM U UMEHA OTBETCTBEHHBIX MCCIIEIOBATENEH, MX
MecTo paboThl, MECTO M JUINTEILHOCTh IPOBEICHUS HCCIECNOBaHMSA, CEPTH(PHUKATH WM
3aKJIIOUEHHUS, COCTABJICHHBIE IO pe3yJibTaTaM ayauTa (IIpu HaJIUYWN).

117. OTtyer nmoKEH COAEPKATh TMOATBEPKIACHHE TOrO, YTO BBIOOP pedEepEeHTHOTO
JIEKApCTBEHHOTO TIpernapara COOTBETCTBYET TpeOoBaHUsAM moapasnena 2 paszaena I mactosmux
[IpaBun. B wacTtHOCTH, HEOOXOAMMO YyKa3aThb €ro TOProBO€ HAMMEHOBAaHUE, J03UPOBKY,
JIEKapCTBEHHYIO (hOpMy, HOMEP CepuH, MPOU3BOAUTENS], CPOK FOJJTHOCTH U CTPAHY, B KOTOPOl ObLI
npuobpeteH pedepeHTHBIH JIeKapCTBEHHBIH Mpenapar.

118. B oTueTe HeoOXoAMMO yKa3aTh HAMMEHOBAHHE, COCTaB, pa3Mep U HOMEP CEepHUH, JaTy
IIPOU3BOJICTBA M, IO BO3MOXHOCTH, JaTy MCTEUEHUS CpOKa TOJHOCTH HCCIELyEMOIO
JIEKApCTBEHHOTO IIpernapara.

Cepru¢ukarsl aHamM3a HUCCIEIYEMOTO M PePEepeHTHOTO JEKApCTBEHHBIX IPENaparos,
WCIIOJIb30BAaHHBIX B UCCIIEIOBAHNUH, TPUKIIAJBIBAIOTCSA K OTYETY B BUJE MPUIIOKECHHUS.
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119. CBenenust 0 KOHIIGHTpAIUAX, (HPapMaKOKMHETHYECKUX IMapaMeTpax W pe3yjbTaTax
CTaTHUCTUYECKOTO aHAIIM3a HEOOXOAMMO MPEACTABUTH B 00bEME, TPETyCMOTPECHHOM MOAPA3ICIIOM
«IIpeacraBnenne maHHbIX» mnonpaszaena 9 paspena Il wactosmux IlpaBumi. CoxkpaieHue
(hapMaKOKUHETHYECKHUX MapaMeTPOB YKA3bIBAETCS B COOTBETCTBUHU C TIpuiioskeHueM No 8.

2. [Ipoune TpeOOBaHMS K MPEIACTABJIEHUIO Pe3yJIbTATOB UCCIEI0BAHUS
0MOIKBMBAJICEHTHOCTH B COCTABE PErMCTPAIMOHHOIO J0Che

120. 3asgBuTeNnh JOJKEH TMPEACTABUTH TMOIAMUCAHHBIN UM O(UIMAIBHBIA JOKYMEHT,
MOATBEPIKIAIONINHN, YTO KOJUYECTBEHHBIM COCTaB M TEXHOJOTHUS MPOM3BOACTBA M3YYCHHOTO B
UCCIIEIOBaHNHM OMOAKBUBAJIEHTHOCTH JIEKAPCTBEHHOT'O MpernapaTa U JeKapCTBEHHOTO Mpernapara,
MOJIAHHOTO Ha PETUCTPAIUIo, HE OTIUYaTCcs. HeoOXoIuMo NpUIIOKUTh CPABHHUTEILHBIC
npoduiar pacTBOpeHHs (B COOTBETCTBHM ¢ pazjaenom [V Hactosimux [IpaBun u npumoxeHrem
Ne 7).

Otuer o Bamuaauuu OHWOAHAIUTUYECKOTO METOJa M  aHAJIUTUYECKUH  OTYET,
MOATOTOBJICHHBIN B COOTBETCTBUH C TPEOOBAHUSAMU MPIIIOKEHUS Ne 6, HEOOXOAMMO BKIIIOUUTH B
MOJYJIb 5 PEruCTPAIMOHHOTO 0ChE JIEKAPCTBEHHOTO Mpenapara.

121. Ilo 3ampocy HeE0OXOAMMO MPEACTaBUTH NAaHHBIC (HApUMEpP, B BUIE 3JIEKTPOHHOTO
TEKCTOBOTO (haiisia c JaHHBIMH, pa3/IeJICHHBIMH 3aMSATHIMH WU ITpobenamMu, v ¢aiina B hopmaTe
Excel, wiu B muHOM (hopmMaTe 1Mo COrIacoOBaHUIO C YIIOJTHOMOYEHHBIM OPTaHOM ), JOCTATOYHBIC /ISt
BOCIpOU3Be/IeHUST (PapMaKOKHMHETUYECKOTO M CTATUCTUYECKOTO aHallW3a, BKIIOYas JaHHBIE O
BpeMEeHH OTOOpa 00pasloB, KOHIIGHTpAIlMH JIEKAPCTBEHHOTO TIperapara, 3HaYeHHSX
(bapMaKOKMHETHYECKUX TMapaMeTpoB KaXJOro CcyObeKkTa B KaXJOM IIEpUOAE U CXEMe
paHIOMHU3AIINH.

VI. O0beMm ucciie10BaHUil MPU BHECEHNH U3MEHEHHH B PerncTPAllMOHHOE 10Che

122. Tlpu u3MEHEHUHM paHee OJOOPEHHOTO COCTaBa MM TEXHOJIOTMH IPOU3BOJICTBA,
KOTOpBIE MOTYT MOBJIUSTH HAa OMOIOCTYITHOCTb, IPOBOAATCS UCCIIEOBAHUS OMOSKBUBAICHTHOCTH
in vivo, eclli HE TPEJACTaBICHO MHBIX 00OCHOBaHUH. Beskoe mpenctaBieHHOE OOOCHOBaHHE
JOJKHO OCHOBBIBAThCSI HA OOILIUX MPHUHIIMIIAX, B YACTHOCTH, YKa3aHHBIX B npuiioxeHun Ne 4 k
HacToAmmM [IpaBuinaM, WiIu NpU yCTaHOBJIEHMM NpuemieMol (ypoBHS A) in vitro — in vivo
koppensiiuu (IVIVC).

Ecnmu OMOIOCTYMHOCTh W3MEHEHHOTO JIEKAapCTBEHHOI'O IIperapara paHee H3ydeHa H
ycTaHOBJeHa mpuemseMas (ypoBHS A) Koppemsiius MexIy (HapMaKOKWHETHYECKHUMHU
napamMeTpamH in vivo M KUHETHKOW pacTBOPEHHs in Vitro, MPU COMOCTAaBUMOCTU TNPOdUIIs
PacTBOPEHUS in Vitro MEXIy U3MEHEHHBIM JIEKApCTBEHHBIM MPENapaToM U paHee 0J00pEHHBIM B
TE€X JK€ YCIOBHMSX HCIBITAHUS, KOTOpBIE HCIOJIB30BAJIUChH JJISl YCTAHOBIIEHUS KOPPEIALMH,
uccienoBaHie OMO3KBUBAJICHTHOCTH MPOBOIUTH HE TpeOyeTcs (B COOTBETCTBUHU C MPHIIOKEHUEM
Ne 5).

123. [Ipy BHECEHMM M3MEHEHUW B PETMCTPALIMOHHBIE JOChE JIEKAPCTBEHHBIX MPENapaTos,
KOTOpBbIE HE SIBJIAIOTCS BOCIPOU3BEIEHHBIMM JIEKAPCTBEHHBIMM IIpemnapaTamMu (Hampumep,
OpUTHHAJIbHBIE, HOBbIE KOMOWHAIIMHM, XOPOILIO H3YYEHHOE TNPUMEHEHHE), ISl IMPOBEICHUs
uccnenoBanus O6uoskBuBasieHTHOCTH M TCKP B kadecTBe pedepeHTHOTO JEKapCTBEHHOTO
npernapara CIy>KUT paHee 0J0OpPEHHBIH JIeKapCTBEHHBIN Mpenapar ¢ MpexHUM COCTaBOM, MECTOM
IIPOU3BOJICTBA, YIIAKOBKOU U T.II.

124. Tlpu BHECEHWHM HW3MEHEHUH B JIOChE BOCHPOU3ZBEACHHOTO WM THOPUIHOTO
JICKApCTBEHHOT'O Tperapara JIjsl WCCIIeAOBaHUS OMOSKBHMBAJICHTHOCTHM B KayecTBE Ipemnapara
CpaBHEHUs (KOMITapaTopa, KOHTPOJIS ) HCTIONB3YETCs MMEIOIIAsICSl Ha PhIHKE cepusi peepeHTHOTO
JIEKapCTBEHHOI0 Impenaparta. Ecim jexkapcTBEHHBIN Ipenapar OTCYTCTBYET Ha pBIHKE, TO
CpaBHEHHUE JOIYCKAeTCsl OCYIIECTBIATh C paHee OJ0OPEHHBIM COCTaBOM (BOCIPOMU3BEACHHOIO
WM TUOPUIHOTO JIEKAPCTBEHHOI'O TIperapara) ¢ TPEACTaBICHHEM COOTBETCTBYIOIIETO
ob0ocHoBanus. [lpu n3MeHeHusx, He TPEOYIOUIMX UCCIEAOBAHNUS OMOIKBUBAIIEHTHOCTH, CIIEAYET
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PYKOBOJICTBOBAaThCS PEKOMEHIAIUSMHA U TPEOOBAaHHUSIMHU aKTOB, BXomasux B mpaBo Coro3a, B
cdepe oOpalieHus JeKapCTBEHHBIX CPEJICTB.

IIpunoxenue Ne 1

k [IpaBuiam npoBenenus
ucciieIoBaHnui OMOPKBUBAJIIEHTHOCTU
JIEKapCTBEHHBIX IPENapaToB B paMKax
EBpa3uiickoro 3K0HOMUYECKOI0 COI03a

OBIIUE TPEBOBAHUSA
K HCCJIeI0BAHMIO OMOIKBUBAJIEHTHOCTH Pa3UYHBIX JIeKapCTBEHHBIX opm
JIEKAPCTBEHHBIX NpenapaTos

I. O01ue moJ10KeHUA

Ecnm uccnemyeMsblit 1ekapCcTBEHHBIN MperapaT COACPIKUT JIPYTYIO COJb, CIOXKHBIN Aup,
CTEpPEOM30MEpP MWJIHM MX CMECh, JAPYyro€ KOMIUIEKCHOE COEIMHEHHE WIH TPOU3BOIAHOE
JEHCTBYIONIEr0 BEHIECTBA MO CPAaBHEHUIO C PePEpEeHTHBIM JIEKAPCTBEHHBIM IPErapaToM, TO
OMOPKBHBAJIEHTHOCTh HE00X0TUMO MOATBEPIUTD c MOMOILIbIO UCCIIeI0BAHUI
OMOSKBUBAJICHTHOCTH In vivo. OJHAKO €clu JEHCTBYIONIEE BEIIECTBO HCCIIEIYEMOTO
JEKapCTBEHHOTO  Mpermapata  HWACHTUYHO  JICHCTBYIOIIEMY  BEIIECTBY  pedepeHTHOro
JIEKapCTBEHHOT'O Mpenapata (MM COAEPKUT COIHM CO CXOXKUMH CBOMCTBAMHM, YCTAHOBJICHHBIMU B
gacty III mpunoxenus Ne4 k mpaBuiaM IMPOBEACHUS MCCIEIOBAaHUN OMOAKBHUBAICHTHOCTH
JIEKAPCTBEHHBIX MPENapaToB B paMKax EBpa3uilcCKOro SKOHOMHUYECKOIO CO03a, YTBEPKIAEMbIM
EBpasuiickoli sKOHOMHUYECKON KOMHCCHEW ([anee COOTBETCTBEHHO — MpaBUja HCCIEIOBAHUS
o6uoskBuBasieHTHOCTH, Coto3, Komuccus)), To B HEKOTOPBIX CiIydasiX, ONUCAHHBIX HUXKE U B
npunoxenun Ne 4 k IlpaBuiiam npoBeeHHs UCCIeJOBAaHNN OMO3KBUBAJIICHTHOCTH, TIPOBEICHUE
HCCeI0BaHN OMOIKBUBAJICHTHOCTH 1N VIvo HE TpeOyeTcsl.

I1. JlekapcTBeHHBIe (pOpMBI 1JIsl IPHEMa BHYTPb ¢ HeMeJICHHBIM BbICBO0OOKICHHEM
CHCTEMHOI'0 JeHCTBHUSA

B otcyrcTBHe ycnoBuii s OuoBeliBepa (B COOTBETCTBUU C TPEOOBAHUSAMH MPHIIOKEHUS
No 4 x IlpaBunmam mpoBeICHUS HCCIAEAOBAaHUN OMOIKBUBAJICHTHOCTH) B OTHOIICHHH TaKUX
JIEKapCTBEHHBIX (HOpM, KaK TaOJIETKHU, KATCyJbl U CYCIIEH3UU JUIs IPHEeMa BHYTPbh HEOOXOAUMO
MPOBOAUTH MCCIIENO0BaHMS OMOSKBUBAICHTHOCTH. B OTHOIIEHUYU TaONETOK, TUCHEPTUPYIOLIUXCS
B IIOJIOCTH pPTa, U PACTBOPOB JUIsl IPUEMA BHYTPb IPUMEHSIOTCS CIIEUANIBHBIE, OIIMCAHHbBIE HIKE
TpeOoBaHUSI.

I1I. TabseTku, AUCNEPrupyOIMecs B MOJOCTH PTa

Tabnerku, nucneprupyromuecs B mojoctu pra (manee — THII), mpemHasHaveHbl IS
OBICTPOTO pacTBOpPEHUs BO PTy. Ecim neiicTByroliee BEMeCcTBO TaKKe PACTBOPSIETCS B CIIOHE U
CIIOCOOHO BCAachIBAaThCS 4YEpe3 CIU3HMCTYI0 O0OJIOUKY pPOTOBOM MOJOCTH, TO BpeMs IMpuema
JIEKapCTBEHHOTO Tperapara U €ro KOHTAKTa CO CIU3HCTON OO0OJOYKOHN SIBISIFOTCS Ba’KHBIMHU
(dakTopamu. Ilocie mporiaTeiBaHUS BBICBOOOMMBIIETOCS AeicTByromero BemectBa u3 T/II,
MOKPBITBIX 000JOYKOHM, B 3aBUCMMOCTH OT COCTaBa JIGKAPCTBEHHOTO MperapaTa, BCAChIBAaHUE
TaK)K€ TMPOUCXOAUT M B IKENyIOYHO-KUIIEYHOM TpakTe. EciM MOXHO NOATBEPAMUTH, UTO
JEHCTBYIOIIEE BEIIECTBO HE BCACHIBAETCS W3 IMOJIOCTH pPTa, a TpeOyeT MpOTriaThIBaHUS IS
abcopOuuu U3 JKeITyJOYHO-KHUIIEYHOIO TpaKTa, TO JIGKAPCTBEHHBIM IpenapaT MOKET
YAOBIETBOPATh KpPUTEpUsM OHOBEiBepa Ha OCHOBaHUHM OWOGapMAIEBTUYECKON CHCTEMBI
kinaccudukanuu (BKC) (B coorBerctBumM ¢ TpeboBanusimu mpuiiokeHuss Ne 4 k [IpaBumiiam
MPOBEJICHUST MCCIEAOBaHUI OMOIKBHUBAIEHTHOCTH). ECaM 3TO HEBO3MOXKHO MOATBEPAHUTH, TO
HE00X0IMMO MPOBOIUTH HCCIIEI0BaHNE OMOIKBUBAJIEHTHOCTH Y YeJIOBEKA.
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Ecmm THAIl saBmsitoTcs AOMOMHUTENBHOW (HOBOM) JieKapcTBEHHOW (opmoil u  (Win)
paciIipeHUeM JIMHEWKH T03UPOBOK JI1 HHOTO COCTaBa JIEKAPCTBEHHOIO IIpernapara i puema
BHYTpb, TO MPOBOJAT TPEXIEPHUOTHOE HUCCIIEIOBAaHUE C LIEIbI0 OLICHUTh MIPUMEHEHHE TabJeToK,
THUCTIEPTUPYIOIINXCS B TIOJIOCTH PTa, IPH OAHOBPEMEHHOM IpHeMe ¢ BOAOH uiu 6e3 Hee. O1HaKo
ecnu OmodkBUBaICHTHOCTH Mexay T/II1, mpunsitoir 6€3 Bobl, U peepeHTHBIM JIEKapCTBEHHBIM
[IpernapaToM, 3alUTOro  BOAOW, TIOKa3aHa B  JBYXIIEPUOJHOM  HCCIEJOBAHHUM, TO
onoskBuBasieHTHOCTH T/II1, 3ammBaemMoit BO#OM, cCUMTACTCS JOKa3aHHOM.

Ecmu T/HAII mno oTHOmEHWI0O K pedepeHTHOMY JIeKapCTBEHHOMY  Ipemapary,
npeactassitonieMy coooit T, siBisieTcss BOCIPOU3BEICHHBIM HIJIH THOPUTHBIM JIEKAPCTBEHHBIM
IIpernapaToM, MpU IUIAHUPOBAHUU MCCIEAOBAHUSA CIEAYET MPUICPKUBATHCSA CIECAYIOLIUX
TpeOOBaHMI:

a) eciu peepeHTHBIN JIEKAPCTBEHHBIA Mpenapar JOMYCTUMO Kak 3aluBaTh, TaK U He
3anMBaTh BOJAOHM, TO HCCleIOBaHME OMOIKBUBAJICHTHOCTH MOJKHO MPOBOJIUTHCA O€3 IMpuema
BO/JIbI, TOCKOJIBKY 3TO 0OJIbIIIE COOTBETCTBYET CIIOCO0Y MPUMEHEHHS JICKApCTBEHHOTO TpenapaTa
B PEaJbHBIX YCJIOBUAX. DTO OCOOEHHO Ba)KHO, €CIM JACHCTBYIOIIEE BELIECTBO PACTBOPSIETCS U
BCACBIBACTCS U3 MOJOCTH pTa. Eciin OMOIKBUBAICHTHOCTH 0€3 MpHueMa BOBI MMOATBEPKACHA, TO
OMOPKBUBAJIEHTHOCTD C OJJHOBPEMEHHBIM ITPUEMOM KHUIKOCTH CUUTAETCS TOKa3aHHOM;

0) ecnmu pedepeHTHBIN JIeKapCTBEHHBIN Npenapar Ju00 3amMBaioOT, JUOO HE 3alMBaIOT
BOJIOM, TO HCClel0BaHUE OMO3KBUBAJICHTHOCTH MPOBOAUTCSA B COOTBETCTBYIOLIUX YCIOBUSX (CO
CTaHJIapPTHBIM JIBYXIIEPUOAHBIM IEPEKPECTHBIM AU3ANHOM);

B) ecli peepeHTHBIA JIEKApPCTBEHHBIM Tpermapar Ju0O0 3aluBarOT, JHOO HE 3aIUBalOT
BOJIOM, a MCCIIelyeMblii JIEKapCTBEHHBIN Mpenapar npeaHa3HadeH a1 000ux crocoOoB mpuema,
TO CpaBHEHHUE MPOBOJST, 3allMBasi U HE 3allMBas MCCIIETyEMBIN JIEKapCTBEHHBIN IIpenapar BOJIOMH,
IIPY ATOM JIEKAPCTBEHHBIN IpenapaT IMPUMEHSETCS B COOTBETCTBUM C PEKOMEHOBaHHBIM
CIoco0O0M (TpeXmepHoIHOE HCClIeIoBaHNe B 3 Tpynmnax B 6 MOCIEI0BATEILHOCTSIX ).

B wuccnenmoBanuax mno wusywenuro T/II, ecnm mocnegHsss He 3anuBaeTcs  BOJOM,
PEKOMEHIyeTCSl HEIMOCPEICTBEHHO Iepe]] NPUEMOM JIEKApCTBEHHOrO Ipernapara CMOYHUTh
CIM3UCTYI0 00050uKy mosoctu pra 20 mut Boxsl. Ilpuem xuakoctu B TeueHwe | gaca mocie
IpueMa JIEKapCTBEHHOTI' O ITpenapara 3anpeleH.

HccnenoBanne OWOKBHBAJICHTHOCTH B OTHOLICHWU IUICHOK, AMCHEPTHPYIOMIUXCA B
MOJIOCTH pTa, IUJICHOK WM 3allleYHbIX TaOJIeTOK, TaOJeTOK TMOABS3BIYHBIX M TalJEeTOK
KeBaTeNbHbIX mpoBoauTcss mno aHamoruu c¢ T/II. HccnemoBanue OMOPKBUBAIEHTHOCTH
HE0OXOJUMO TPOBOAWTH B COOTBETCTBHM C PEKOMEHAYEMBIM CIOCOOOM MpHUMEHEHUs
HCCIJIETyEMOT0 JIEKApCTBEHHOT'O Mperapara.

IV. PacTBOpHbI MU IpueMa BHYTPb

Ecnu uccneyemplii 1ekapCTBEHHBIN penapaT B MOMEHT IPUMEHEHHSI IPEACTaBIsIeT co00i
BOJHBI pacTBOp IJIsl NpUEMa BHYTPb M COIEPKUT Ty K€ KOHLEHTPALMIO IEHCTBYIOILETO
BEUIECTBA, 4YTO M  3apETUCTPUPOBAHHBIA  pacTBOp, TO IPOBEJEHUE  MCCIEAOBAaHUN
OMOAPKBUBAJIEHTHOCTH He Tpedyercs. OAHAaKO eciad BCIOMOTraTelIbHbIE BEIIECTBA CIHOCOOHBI
MOBIIUSATH HA MOTOPUKY ey IOYHO-KUIIIEYHOTO TpaKTa (Harpumep, COpOUTOI, MAHHUTOM U T.11.),
abcopOuMI0 (HampuMep, MOBEPXHOCTHO AKTHBHBIE BEIIECTBA WM COCAMHEHMs, BIMSIOIIME Ha
OEJIKU-TIEPEHOCUNKH ), TIPOLIECC PACTBOPEHMS M BCACHIBAHMS (HAIIPUMEpP, COPACTBOPUTEIH) WIH
CTa0WJIBHOCTh JEMCTBYIOIIErO BELIECTBA in ViVo W €CIM Pa3Iuuusl MEXIYy COJep’KaHHEM
BCIIOMOTATENFHBIX BELIECTB JOJDKHBIM 00pa3oM He OOOCHOBAaHBI MPOYMMHU JaHHBIMHU, TO
IIPOBOJIUTCS UCCIIEJOBaHNE OMO3KBUBAJIEHTHOCTU. TpeboBaHMsI K BCIIOMOTraTeIbHBIM BEILECTBAM
pacTBOpOB [UIA IpUeMa BHYTPh AHAJIOTMYHBI YCIOBHSIM OHOBeiiBepa (C ydeToM TpeOOBaHMIA
npunoxxenus Ne 4 k [IpaBunam npoBeneHus uccieoBaHUN OMOIKBUBAICHTHOCTH ).

Ecnu OMO3KBUBAJIEHTHOCTh HCCIIEAYEMOIO JIEKAPCTBEHHOT'O IIperapara, SBIISIOMIETOCs
pacTBOpOM JUIsl NMpPUEMA BHYTPb, AOJDKHA OBITh MOJATBEPXkJIEHA IO OTHOLIECHHIO K JPyromy
JICKApCTBEHHOMY IIperapary ¢ HEMEIJICHHBIM BBICBOOOXKICHHEM, TO HEOOXOIMMO IPOBECTH
ucclieIoBaHNe OMOIKBUBAIEHTHOCTH.
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V. KomOuHNpOBaHHbBIE JIeKAPCTBEHHbIE MpenapaTbl

TpeGoBanust MO0 MPOBEACHUIO HCCIENOBAHUS TpEACTaBIeHbl B JokymMeHTe Coro3a 1o
KJIMHUYEeCKOW pa3paboTke KOMOMHHMpPOBAHHBIX JIEKAPCTBEHHBIX IIperaparoB. Y CIOBUS
OuoBeiiBepa B OTHOLIEHUH KOMOMHUPOBAHHBIX JIEKAPCTBEHHBIX IIPENApaTOB H3JI0KEHBI B YacTu V
npunoxxenus Ne 4 k [IpaBunam npoBeneHus ccaeq0BaHUN OMOIKBUBAJICHTHOCTH.

VI. JlekapcTBeHHBIe (JOPMBI C HeMeUIEHHBIM BBICBOOOKIEHHEM CHCTEMHOI0 eiicTBHS, He
NpeJHa3HAa4YeHHbIe VI IpHeMa BHYTPb

Hacrosmuii pasnen, B YacTHOCTH, KacaeTcs pEKTaIbHBIX JIEKapCTBEHHBIX (opm. B
OTHOLICHUM HMX, KaK IIPAaBUJIO, TMPOBOAATCA MCCIEJOBAHUS OMO3KBUBAJIEHTHOCTU. Ecmu
JICKApCTBEHHBIM Ipernapar MpeAcTaBiIseT COOO0H pacTBOp, KOTOPBIM COAEPKHUT ACHUCTBYIOIIECE
BELIECTBO B TOM 7K€ KOHLEHTPALUH, YTO U 3aPETUCTPUPOBAHHBIN JIEKAPCTBCHHBIN MPENapar ¢ TeEM
K€ KA4EeCTBEHHBIM U CXO0XHUM KOJIMYECTBEHHBIM COJEPKAHMEM BCIIOMOTATENIbHBIX BEILECTB,
BO3MOJKEH OMOBelBep (IIpU 3TOM MOTYT IPUMEHSAThCS TPeOOBaHUS, aHAIOTUYHBIE 111 PACTBOPOB
IUI IpUeMa BHYTPb).

[TonokeHHs DaHHOTO MOApa3Jesa HE OTHOCATCS K JIEKAPCTBEHHBIM IIpernaparam s
MHTIIAN, TPUMEHSIEMBIX JUIS JISUCHUsI OPOHXUAIBHONW aCTMBl U XpOHHUYECKHE OOCTPYKTHBHBIC
0O0JIE3HHU JIETKUX, a TAKXKE K TOPMOHAJIBHBIM CIPEsAM JUIsl Ha3aJIbHOT'O IPUMEHEHUS.

VII. PacTBOpbI 1711 NAapeHTEePAJTbHOI0 BBEIeHHU S

Ecnn ucciienyeMslil 1eKapCTBEHHBIN Ipenapar IPUMEHETC B BUAE BOAHOIO pacTBOPa AJIs
BHYTPUBEHHOIO BBEACHHUS U COACPXKHUT TO JKE€ JACHCTBYIOLEE BELIECTBO, YTO U
3apETUCTPUPOBAHHBIM  JICKApCTBEHHBIM  IIpemapar, TO  IPOBEACHHE  HMCCIEIOBAHHUSA
OMOSPKBUBAJIEHTHOCTH, KaK MpaBuio, He Tpedyercs. OnHAKO €CIM OJHO M3 BCIIOMOTAaTeIbHBIX
BEIIECTB CHOCOOHO B3aUMOJEHCTBOBaTh C JICHCTBYIOUIMM BELIECTBOM (HaIpUMEp, C
o0pa3oBaHMEM KOMILIEKCOB) MITH JPYTUM 00pa3oM BIMATH Ha €0 paciipeesieHue, MeTadoIu3M U
BbIBEJICHHE, TPEOyeTCs IPOBEACHUE UCCIE0BAHNS OMO3KBUBAIIEHTHOCTH. Ero MOKHO M30€XaTh,
€CJIM CpaBHMBAEMBbIE JIEKAPCTBEHHBIE MPENApaThl COAEPKAT PUMEPHO OAMHAKOBOE KOJIUYECTBO
BCIIOMOTATENbHBIX BEIIECTB U JOJDKHBIM 00pa3oM J0Ka3aHO, YTO MMEIOILIUECS pa3inuydus B UX
COZIepKaHUU HE BIMSIOT HAa (JapMaKOKHMHETUKY JICHCTBYIOIIETO BEIIECTBA.

IIpy ppyrux mnDapeHTEepalbHBIX IIyTSAX BBEICHMS, HAIpPHUMEP, BHYTPUMBIIICYHOM U
IIOAKOXKHOM, €CIIM HCCICAYEMBIM JICKaPCTBEHHBIM IIpenapar MMEET OJMHAKOBBIM THII
pacTtBopuTeNs (HampuMep, BOJHAs WJIM MacisHas CpeAa), COJIEPXKHUT TO K€ JAEHCTBYIOLIee
BELIECTBO B TOM 7K€ KOHLIEHTPALIUU U T€ K€ BCIIOMOTaTEIbHbIE BELIECTBA B CXOKUX KOJIMYECTBAX,
YTO M 3apPErMCTPUPOBAHHBIA JIEKAPCTBEHHBIM TMpenapar, TO MNPOBEACHUE HCCICIOBAHUIN
OMOOKBUBAIEHTHOCTH  He  Tpebyercsa.  bomee  Toro, mpoBeneHHe — HCCIEIOBAHUSA
OMOAPKBUBAJIEHTHOCTH  BOAHBIX pAacTBOPOB C IPUMEPHO OJUHAKOBBIM  COJEp’KaHHEM
BCIIOMOTATENILHBIX BELIECTB HE TpeOyeTcsl, €CIH MOCIeIHUE HE BIHUAIOT Ha BSI3KOCTb.

VIII. JIunnocomajibHbIe, MULIEJVISIPHBIE U OMYJILCHOHHbIE JIEKAPCTBEHHbIE GOPMBbI 1151
BHYTPHBEHHOI'0 BBeCHUS

1. JlunmocoMasibHbIE JIEKAPCTBEHHbIE (DOPMBI

cI)a.pMEIKOKI/IHGTI/I‘IGCKI/IG 0COOEHHOCTH JIMIIOCOMAJIBLHBIX npenaparoB AJjid BHYTPUBCHHOI'O
BBE/ICHUSI TPEOYIOT OCOOBIX MOIXO0/I0B MOATBEPKICHUS OMOIKBUBAICHTHOCTH B COOTBETCTBHUH C
npaBoM Coro3a.

2. OMyJabcum

OMyJnbCHH, KaK IPAaBUIIO, HE TIOJJIXKAT Mpoleaype OrnoBeiiBepa.
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Onnako mpu COOMIONIEHWH HWKETNEPEUNCICHHBIX YCIOBUH mpoleaypa OuoBeiBepa
BO3MOJXKHA:

a) IekapcTBeHHasi popMa HE TpeaHa3HayeHa ISl KOHTPOJIHUPYEMOTO BBICBOOOKICHUS H
(M) KOHTPOJIMPYEMOTO pacpeesieHns (BEKTOPHOM 10CTaBKH);

0) crtoco® M CKOPOCTh BBEACHHUS COBIANAIOT C TAaKOBBIMHU IS 3apEeTHCTPUPOBAHHOTO
JIEKapCTBEHHOI'O IIpernapara.

B Takux ciayyasx KaueCTBEHHBIN M KOJTHMUYECTBEHHBIN COCTaB JIEKAPCTBEHHOTO MpernapaTa He
JOJDKEH OTJIMYAaThCs OT 3aperuCTPUPOBAHHOIO; HEOOXOAMMO TMpPEeNCTaBUTh OOOCHOBaHHBIC
JaHHbIE, TOATBEPKAAIOIINE BBICOKYIO CXOXKECTh (U3UKO-XUMHUYECKUX CBOICTB, BKIIOYas
(paKkIMOHHBIN COCTaB JUCIEPCHON JHMMUAHON (a3bl M Apyrue 3HAYMMbIE XapaKTEPUCTUKH
SMYJBCUU, B TOM YHUCIJIE€ OBEPXHOCTHBIE CBOMCTBA (Hampumep, (-MOTEHIHAI U PEoIOrHYecKre
CBOWCTBA).

3. JlekapcTBeHHbIE NPenapaThbl JUNHI0B 1JIs1 BHYyTPUBEHHOI0 NAPEHTEPATbHOI0 NUTAHUSA

Ecimu B oTrHOIIEHUHM 53THX JICKApCTBCHHBIX MNpCHapaTroB MHNPCACTABJICHBI OGOCHOB&HHBIG
TaHHBIE O COMOCTaBUMOCTH (DM3UKO-XUMHUYECKUX CBOMCTB, BO3MOXKHA TpOIleypa OnoBeiBepa.
Paznuuus B cocTaBe MOT'yT GBITB OGOCHOB&HBI CBOMCTBAMU U ITIOKA3aHUSIMHU K MMPUMCHCHUTIO TAKUX
JIEKapCTBEHHBIX (hOPM.

4. Muneanoodpa3ymonue npenaparbl

MunennspHsle pacTBOpbl JUIsi BHYTPUBEHHOTO BBEJIEHUS MOTYT paccMaTpUBATHCS Kak
«KOMILIEKCHBIE» PACTBOPHI, TOATOMY OHHU HE MOATMAIAI0T 10T OMOBEUBEp.

OpmHako pu COOIOICHUN HUIKETIEPEUYHCIICHHBIX YCIOBHI OMOBEMBEP BO3MOXKEH:

a) PH pa3BeJIEHUH JIEKAPCTBEHHOTO MIpermapaTa B COOTBETCTBUHU C PEKOMEHIALUSMU TI0 €T0
croco0y TPUMEHEHHUs] MPOUCXOAMT OBICTPBIM pacmaa MHIEI, a JIEKapcTBEHHas ¢dopma He
MpeIHa3HaueHa JIJIsl KOHTPOIUPYEMOTO BHICBOOOKICHUS WM PACTIPEICIICHUS;

0) crtoco®d W CKOPOCTh BBEICHUS COBMAJAIOT C 3apErMCTPUPOBAHHBIM JIEKAPCTBEHHBIM
mpermapaToM;

B) BCIIOMOTraTebHbIE BEIIECTBA HE BIUAIOT Ha paclpezesieHue, MeTaboian3M U BbIBEICHUE
JIEACTBYIOLLETO BEUIECTBA.

B Takux ciydasx KadecTBEHHBIN M KOJMYECTBEHHBIM COCTaB MHIEIUISIPHOTO pacTBopa
HEMOCPEACTBEHHO TMepe] BBEACHHEM HE JOJDKEH OTIMYAThCsl OT 3aperuCTPUPOBAHHOTO
JIEKapCTBEHHOI'O  Tperapara;  HeoOXOJuUMO  MpPEICTaBUTh  OOOCHOBAaHHBIE  JAaHHBIE,
MOATBEPIKIAIONINE CXOXKECTh (DU3MKO-XUMHUYECKHX CBOWCTB. Hampumep, kputuueckas
KOHIICHTpAUsI MHUIIEIUT000pa30BaHMsl, CTIOCOOHOCTh JICKAPCTBEHHON (hOPMBI K COFOOUITHU3AITUI
(Hampumep, MakcuManbHas no0aBouHass kKoHueHTpauus (Maximum Additive Concentration)),
cB00OO/IHAA U CBsA3aHHAs (Ppakuusl JEHCTBYIOIIETO BEIIeCTBa U pa3Mep MULIEIL.

OTH TpaBUJia TaKXKE MPUMEHUMBI MIPU HE3HAUYUTEIHHBIX M3MEHEHHSIX KaueCTBEHHOTO WU
KOJIMYECTBEHHOT'0 COCTaBa JIGKAPCTBEHHOTO MpernapaTta, Mpy YCIOBUU TOTO, YTO TAKUE U3MEHEHUS
HE 3aTParuBarOT KAYECTBCHHBIN WITH KOJIMYECTBEHHBIN COCTAB TOBEPXHOCTHO-AKTHBHBIX BEIIECTB.

IX. JlekapcTBeHHbIE (POPMBI ¢ MOAU(PUIIUPOBAHHBIM BbICBO0OOKIEHNEM CHCTEMHOI0
aefcTBUsA

1. JlekapcTBenHbIe GOpMBbI ¢ MOAU(PUIUPOBAHHBIM BbICBOOOKIEHHEM /IJIsl IPHEMAa BHYTPb
WIN TPAHCAEPMAJIbHOI0 PUMEHEHUS

JlexapctBennble HOpPMBI ¢ MOAUPUIIMPOBAHHBIM BHICBOOOXKIEHUEM IS IIPUEMa BHYTPb WIIH
TpPaHCACPMAILHOTO MPUMEHEHUS! TPEeOYIOT MPOBEACHUS HCCIeIOBaHUN OMOIKBHBAJICHTHOCTHU B
COOTBETCTBUU C aKTaMH, BXOASIIMMHU B ipaBo Coro3a.
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2. JlekapcTBeHHbIE (POPMBI ¢ MOAU(PUITUPOBAHHBIM BbICBO0OOKIEHNEM J1JIA
BHYTPHUMBbIIIEYHOT0 U MOIK0KHOT0 BBeICHUS

[lpu moxaTBepkaeHHH OWOIKBUBAJICHTHOCTH B OTHONICHHH CYCIICH3MHA WM HWHBIX
JIEKapCTBEHHBIX (OpPM, TpeTHAZHAYCHHBIX IJIs1 MOIU(DUKAIINKA BBICBOOOXKICHUS JTCHCTBYIOIIETO
BEIIECTBA MPH €r0 BHYTPUMBIIIEYHOM WM MTOJKOXKHOM BBEJICHHUH, TPUMEHSIOTCS TPeOOBaHUS K
MOATBEPIKICHNUI0O  OMODKBUBAJICHTHOCTH  BHECOCYIUCTBIX  JICKAPCTBEHHBIX  GopM ¢
MOAUGUIIMPOBAHHBIM BBICBOOOXKICHHEM (HANpUMEp, TPAHCACPMAIBHBIX) COIJIACHO aKTaM,
BXxoAs1MM B ipaBo Coro3a.

X. JlekapcTBeHHbIE PeNapaTbl MECTHOIO 1eliCTBHSI, MPUMEHsieMble MECTHO WJIH HAPY/KHO

[IpaBuna 1O WM3YYECHHIO JIEKAPCTBEHHBIX IpENapaToB MECTHOro JecTBus (Tmpu
MepopaybHOM, Ha3aJbHOM, JIETOYHOM, TJIA3HOM, HAKOXKHOM, PEKTaJIbHOM, BarMHAJIbHOM M T.J.
BBEJICHUH) OTPAXKEHBI B JPYTUX aKTaX, COCTaBIAOLMUX paBo Coro3a.

Ecmm  wuccnemyemsbrii  JIeKapCTBEHHBIM —TperapaT, MPEACTaBISIONMN CO00M  pacTBOp
(HampuMmep, Kariy TIa3HbIe, CIped Ha3albHBIA (32 MCKIIOUYEHUEM TOPMOHAIBHBIX Ha3albHBIX
CIPEEB) WK PacTBOP AJI HApY>KHOT'O IIPUMEHEHUS ), HE OTJIIMYAETCs 110 BUY CPEbl pAaCTBOPEHUS
(BoaHAs WJIM MaclisiHasl) U COAEPKUT Ty K€ KOHLIEHTPALMIO TOTIO )K€ JEHCTBYIOIIErO BEIIECTBA,
YTO U 3apETUCTPUPOBAHHBIN JIEKAPCTBEHHBIA Mpenapar, TO MOATBEPKAATh SKBHUBAJIEHTHOCTD
MEXIy HUMU He TpeOyercs. HesHaumrtenbHble paznuuus B COAEP)KaHUM BCIOMOTATEIbHBIX
BEUIECTB JIOMYCTUMBI, €CIM 3HauuMble (hapMalleBTUUECKHE CBOMCTBA HCCIEIYEMOro U
pedepeHTHOro JeKapCTBEHHOTO Mpenapara HISHTUYHBI UM aHAIOTUYHBL. JIt00ble KaueCTBEHHbIE
WIM KOJWYECTBEHHBbIC pAa3iNuus B COJEPKaHWU BCIIOMOTATENbHBIX BEIIECTB TPEOYIOT
00OCHOBAHUS C TIO3ULUH X BIMSHUS HA TEPANEBTUUECKYIO SKBUBAJICHTHOCTH. IIpu oTCyTCTBHM
OCHOBaHUN cmoco®0 W NyTH BBENEHUS JOJDKHBI COOTBETCTBOBATH 3aperMCTPUPOBAHHOMY
JIEKapCTBEHHOMY IIpenapary.

Eciu mocine MecTHOro mNpuUMEHEHHs JIEKapCTBEHHBIX MpenapaTtoB [UIs MECTHOTO
NPUMEHEHHUSI B CHJIy CHUCTEMHOM abcopOIMM BO3HMKAET PHUCK CHUCTEMHBIX HEXeIaTeIbHBIX
peakuuii, HeOOXOAMMO HM3MEPUTh CHUCTEMHYIO 3Kcrno3unuio. HeobxonnMo moAaTBEpauTh, UTO
CHUCTEMHAsl JKCIIO3MLIMS HCCIIEIyEMOI0 JIEKapCTBEHHOI'O IIpernapaTa HE IPEBBIIAET TAaKOBYIO
JIEKApPCTBEHHOTO Mpernapara CpaBHEHHUs, T.€. BepxHsa rpanuua 90 % noBepuTenpHOrO HHTEpBaia
HE JIOJKHA TPEBBIIIATh BEPXHIOIO TPAaHUILy IPHEMIIEMOCTH OrosKBUBaeHTHOCTH (125,00 %).

Hu oaun u3 nekapcTBEHHBIX MpenapaToB MECTHOIO JEUCTBHUS, IPUMEHSIEMBIX MECTHO HIIN
Hapy»HO, HENb3sl pacCMaTpUBaTh B KAaUECTBE BOCIIPOM3BEICHHOIO JIEKAPCTBEHHOI'O IIpenapara,
MTOCKOJIbKY OHHU MOAMNAJAI0T MO/ OIpeieleHre THOPUAHOrO JIEKapCTBEHHOTr O Mpenapara.

XI. I'a3bl

Ecnu nekapcTBeHHBIM Tpenapar sBISETCS Ta30oM JUISI WHTaIsIMM, HMCCIeAOBaHUS
OMOAKBHUBAJIECHTHOCTU HE TPEOYIOTCH.

IIpunoxenne Ne 2

K [IpaBunam npoBeaeHust
WCCIIEIOBAaHN OMOIKBUBAIEHTHOCTH
JIEKApCTBEHHBIX MPENapaToB B paMKax
EBpazuiickoro 3KOHOMHUYECKOTO CO03a

TPEBOBAHMUSA
K (papMaKOIUHAMHYECKHM HCCJICJOBAHUAM B PAMKAX H3y4eHUs] 0MOIKBHBATCHTHOCTH

1. ®apmakoguHAMUYECKHE HCCIEOBAHUS y 3J0POBBIX JTOOPOBOJBIEB WM IAIIMEHTOB
MOTYT OBITh UCTIONIE30BAHBI JIJIsl yCTAHOBJICHHSI SKBUBAJICHTHOCTH MEXTy ABYMS JIEKAPCTBEHHBIMU
mpenaparaMu B ciydae, eciii (GapMaKOKHHETHYECKUH MOIxoa He mpuMeHuM. MccnemoBanme
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(bapMakoIMHAMUYECKOW SKBUBAJICHTHOCTH MOXET TOHAJOOUThCS, KOrJa KOJIMYECTBEHHOE
OIpeJIeNIeHUE COJepKaHU JCHCTBYIOLIETO BellecTBa U (WiIK) MeTaboIUTOB B IJIa3Me WIIM MOYe
HE MOXET OBbITh MPOBEIEHO C AOCTATOYHOW UyBCTBUTEIBHOCTHIO M MPELU3MOHHOCTHIO. Kpome
TOro, (hapMaKoJANHAMHYECKUE MCCIIEJOBAHUS SKBHUBAJICHTHOCTH y YeJIOBEKa HEOOXOAUMBI, €CITU
M3MepeHue KOHIEHTpalui JeHCTBYIONIEro BEIeCTBA HE MOXKET ObITh UCIOJIB30BaHO B KAUeCTBE
CYppOTaTHBIX KOHEYHBIX TOYEK JUIsI MOATBepkAeHUS d((eKTuBHOCTH M OE30MACHOCTH
KOHKpPETHOTO JIEKApCTBEHHOTO TMpernapara, Hampumep, A JIeKapCTBEHHOIo IIpernaparta,
OKa3bIBAIOLIETO MECTHOE JeWcTBHe. Bmecte ¢ TemM uHccinenoBaHUsT MECTHOM JOCTYITHOCTH,
OCHOBaHHBIE Ha (hapMAKOKUHETHUECKUX MCCIEAOBAHUAX, IPOBEACHHbIE OTAEIBHO JHOO0
COBMECTHO C MCCIICJIOBAHUSMHU PACTBOPEHHs in Vitro, MOTYT paccMaTpUBaThcsi B KadecTBE
CYppOTraTHBIX KOHEUYHBIX TOYEK Uil TMOJATBEPXKICHHUS HKBUBAJIEHTHOCTH C TOYKU 3pPEHUS
O0no(apMarieBTHUYECKOr0 KadyecTBa M BBICBOOOXKIIEHUS B MECTE ICHCTBUS [UISI HEKOTOPBIX
JIEKapCTBEHHBIX IPENapaToB, OKa3bIBAIOIIMX MecTHoe naelctBue. Kpome Toro, mccienoBaHus
OMOAPKBUBAJICHTHOCTH TaKXe HEOOXOIWMBI, 4TOOBI MOATBEPAUTH SKBHUBAIEHTHOCTh CHCTEMHOM
skcnio3uiuu (AUC) jJeKkapCTBEHHBIX MPENapaToB MPH H3yYCHUH CUCTEMHOM 0€301TacHOCTH.

2. @apMakoJUHAMUYECKHE  HCCIECIOBAHMS HE  PEKOMEHIOBAaHbl B  OTHOIICHUH
JIEKapCTBEHHBIX IIPENapaToB, JEHCTBYIOIIEE BEIIECTBO KOTOPHIX MPOHUKAET B CHCTEMHBIH
KpOBOTOK. [Ipy 3TOM /17151 OLIEHKH CHCTEMHOMN 3KCIIO3UIMH M YCTaHOBIIECHHS OMOAKBUBAIIEHTHOCTH
MOKHO HCIIOJIb30BaTh (papMaKkOKMHETHYECKHl moaxoa. OTo O0O0yCIOBIEHO TeM, 4YTO
(apMakoIMHAMHYECKUE U KIMHHUYECKHE KOHEYHBbIE TOYKH XapaKTEepU3YIOTCs 0Oosee HU3KOU
YYBCTBUTEJIBHOCTBIO K BBISIBICHHUIO PAa3HUIBl MEXIYy JIEKapCTBEHHBIMHM IMIpernapaTaMu B
OTHOLICHUH HMX OHO(papMaleBTHUECKUX CBOMCTB, BBICBOOOXKIeHHMA M abcopOumu. [1ockombKy
KpHUBbIE 3aBUCUMOCTH «J103a — 3P dekT» A papMakOIMHAMHUUECKUX U KIMHUYECKUX KOHEUHBIX
ToueK OOblYHO  Oojiee  MOJIOTHE, YEM  COOTBETCTBYIOIIME  KPHBBIE  3aBUCHUMOCTH
(apMakOKMHETHYECKUX TMapaMeTpoB OT J03bl, HEOOXOAMMO JOKa3aThb JIOCTaTOYHYIO
AQHAJTMTUYECKYIO YyBCTBUTEIBHOCTh MCCIIEAOBAHMS, TO €CTh CHOCOOHOCTh PAa3/InyaTh PEaAKIIUIO,
MOJIyUEHHYI0 TpPH NPUMEHEHUWU pa3HbIX [03. BaxxHO NpoOBOAWUTH CpaBHEHUS B J103aX,
BBI3BIBAIOLINX HaN0O0JIee 3HAUNMYIO PEAKIIMIO, IS OTPEICTICHUS KOTOPBIX MOXKET MOTPEeOOBATHCS
MPOBEJICHUE MUJIOTHOTO HccienoBaHus. PapMakoJUHAMUYECKHE MOKa3aTed MMEIOT BCeraa
Oonblryto BapuabenbHOCTh, 4YeM (apMaKOKMHETHYeCKHe JaHHble. DapMakoJUHAMUYECKHE
MOKa3aTea 4YacTo IOJBEPKEHbl 3HAYUTEIPHOMY BIMSHHUIO 3¢dekra 1ianedo, KOTOpHIi
n00aBseTCsT K BapHaOENbHOCTU W CIOKHOMY JH3aiiHy uccienoBaHus. B pesynbraTte mMoxer
nmotpeboBaTtbcsi HAOOpP OOJBIIOTO YHCIA MAUEHTOB IS  JIOCTHIKEHHUS  JOCTaTOYHOM
CTaTUCTHYECKOW MOIIHOCTU. B cpaBHUTENbHBIE (PapMaKOJMHAMUYECKHE HCCIEIOBAHUS CIIEIyET
BKJIIOYATh TPYMIY IU1anedo (TpeThs Tpymma).

3. Ilpu mnnaHWpOBaHUM, TMPOBEICHHH M OLEHKE pE3yJbTaTOB HCCIEIOBAHUS JOJDKHBI
coOJr01aThCs CEAYOIINE TPEOOBAHUS:

a) u3MepseMasl peaxiys JO0JDKHA MPEICTaBIATh CO00M (apmakojgoruueckuii sQgexr,
xapakTepu3yomuii 3pGeKTUBHOCTD U (MIH) 0€301IaCHOCTH JICKAPCTBEHHOTO MIpenapara;

0) MeToIMKa OLIEHKH (hapMaKoJIOTHYecKoro 3pdexra JomKHa ObITh BATMIUPOBAHA C TOUKH
3peHus MPaBUILHOCTH, IPEUU3UOHHOCTH, BOCIIPOU3BOAUMOCTH U CHIEU(PUIHOCTH;

B) MCCIIEyEeMBIH JIEKapCTBEHHBIN Mpenapar U peepeHTHBIN JeKapCTBEHHBIH Npenapar He
JOJKHBI BBI3BIBATh MAKCUMAJIbHYIO PEAKIUIO B XO/I€ UCCIIEA0BAHUS, IIOCKOIBKY MOYKET 0Ka3aThCs
HEBO3MOXHBIM BBISIBUTH PA3JIMUMS MEXKIy ACHCTBYIOUIMMM BELIECTBAMH, NMPUMEHIEMBIMU B
703aX, KOTOpbI€ BbI3bIBAIOT A (eKThI, OJIM3KHNE K MAKCUMAJIbHBIM WJIM MaKCUMaJbHbIE, IPU 3TOM
M3y4YEHUE 3aBUCHUMOCTH «703a— 3(dekr» Moxer ObITh HEOOXOAMMOH YacThl0 TaKOTO
UCCIIETOBaHMUS;

) peakuusi JOJDKHA HM3MEPATHCS KOJIMYECTBEHHO, MPEANOYTUTENBHO JIBOMHBIM CJEMbIM
METOJIOM U PE3YyJbTaThl AOJKHBI PErHCTPUPOBATHCS C MOMOIIBIO MOAXOISAIIET0 000pyI0BaHMS,
MO3BOJISIOIIETO BOCIPOU3BOIUTh M PETHCTPUPOBATH PE3YyJbTaThl MOBTOPSIOIIMXCS U3MEPEHUH,
yTOoOBI OOecreunTh (QuKcanuo (IOKYMEHTHpOBaHUE) (apMakoIWMHAMHUECKUX d(P(HEKTOB,
KOTOpPBIE 3aMEHSIOT U3MEPEHHs KOHLIEHTpaluK B tu1a3me. Eciiu Takue u3MepeHus: HEBO3MOXKHBI,
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MOKHO TPOBECTH PErHCTPALMIO 10 BATUAMPOBAHHBIM OIEHOYHBIM IKanaMm. Eciu naHHbIE
OrpaHUYEHBl KAYECTBEHHBIMU IOKa3aTeNsIMH (KAaTeropualbHBIMH JaHHBIMH), TpeOyeTcs
BBINOJIHEHUE CHEIMATbHOIO CTATUCTUYECKOTIO aHAJIN3a;

1) CyOBEKThI, HE pearupyrolue Ha JIGKapCTBEHHBIN Mpernapar, J0JKHBI ObITh HCKIIOYEHBI
U3 MCCIE0BAHUS 11OCIIE IPEBAPUTEIIBHOTO CKPUHUHTA, U B IIPOTOKOJIE JOJKHBI OBITh YKa3aHBI
KPUTEPHH, IO KOTOPHIM UICHTU(DUIIPYIOTCS Pearupyrolye U Hepearupyromue cyobeKThl;

€) B AM3aiiHe HUCClIeloBaHMs JOJDKHBI OBITh YUYTEHBI JIeKallas B OCHOBE IATOJOTHS U
aHaMHe3 OOJIE3HM U MpHUBeieHa HH(OPMAIIHs O BOCIPOU3BOIUMOCTH UCXOAHBIX YCIOBUH;

) CllelyeT UCIOJIb30BaTh NEPEKPECTHBIN NN3aiiH, OJHAKO, €CJIM OH HE MPUTO/EH, MOXKHO
MCIOJIb30BATh MapaUICNbHbIN Au3aliH. OTMBIBOUHBINA MEPUOA MEXAY MEPUOJaMHU MPUMEHEHHS
mpenapara JIOJDKEH COCTaBJIATh HE MeEHee S5 MepHUOJOB IOJIYHCUE3HOBEHUS OCTPOTroO
bapmakonornueckoro 3gdexra. [IpoaomKuTeIbHOCTE U3MEPEHHUS OCTPOTO (PapMaKOIOTrHYECKOTO
spdexTa [ODKHA COCTAaBIATH HE MEHee 3 NEepUOJIOB IOJYHCUYE3HOBEHUS OCTPOro
¢bapmakonoruueckoro 3 dexra.

4. JIns BOCIIPOU3BEICHHOTO JIEKAPCTBEHHOTO Mpenapara U pe)epeHTHOI 0 JIEKapCTBEHHOTO
npernapara MpUHIMITE (OPMUPOBAHUS BHIOOPKH JTOJIKHBI OCTaBAThCS TAKMMH e, KaK OIMHCAHO B
pasznene 3 yactu I [IpaBun mpoBeneHus UCCIENOBaHUM OMOAKBHBAICHTHOCTH JIEKAPCTBEHHBIX
IpenaparoB B paMkax EBpa3uiiCKOro 3KOHOMMYECKOIO CO03a, YTBEpxkKIacMbIX EBpasuiickoil
9KOHOMHMYECKON KOMHUCCHEH.

5. B uccrnenoBanusx, B KOTOPBIX PErHCTPUPYIOT HEMPEPHIBHBIE NIEPEMEHHbIE, U3MEHEHHUE
MHTEHCUBHOCTU JEUCTBUS JIEKAPCTBEHHOTrO Ipernapara, HaOlroJaeMoe B T€UEHHE HEKOTOpPOro
MIPOMEKYTKa BPEMEHH, MOKET OBITh OIUCAHO TAKUM k€ 00pa3oM, 4TO M B UCCIECIOBAHUM IS
M3MEpEHUsl KOHUEHTpAalUK JIeHCTBYIOUIErO BEIECTBAa B Mja3Me. MOXKHO BBIBECTH NapaMeTphbl,
OIMCBIBAIOLIHE TUIOMIAb 10 KpUBOH «3ddekT — BpeMs» (AUEC), MakcUMaNbHYIO peakiuio 1
BpeMs, KOTJa IPOUCXOIUT 3Ta PEaKIHsl.

6. CpaBHEHHUE BOCIIPOM3BEICHHOTO JIEKAPCTBEHHOTO Nperapara U pe)epeHTHOT0 IpenapaTa
MOJKET OBITh BBIIIOJHEHO ITyTEM:

MPOBE/ICHUS aHAM3a JI030BOM 3aBHCHUMOCTH WM OTHOCHUTEIHHOH aKTHBHOCTH, KOTOpas
OIpeNieNIAeTCsl KaK OTHOIIEHHE AaKTHBHOCTU HCCIENyeMOIo JIEKAapCTBEHHOro Ipernapara K
aKTUBHOCTH peepEeHTHOr0 JEKApCTBEHHOTO Mpernapara;

IIPOBE/ICHUS AaHAIM3a 3aBUCHUMOCTH AP QeKTa, KOTOPbI COCTOUT M3 HOATBEPHKIACHUS
HKBUBAJICHTHOCTH (KaK MUHUMYM il 2 ypOBHEW 7103) MO (hapMakOAMHAMHYECKOM KOHEUHOM
TOUKE.

MuHUMaIBHBEIM TpeOOBaHHMEM JUIsl JIOOOTO M3 YKa3aHHBIX CIIOCOOOB SIBISETCS OIEHKA
qyBCTBUTEIBHOCTH. JIJI1 OLIEHKM YyBCTBUTEIBHOCTH HEOOXOIMMO H3y4UTh HE MEHee MABYX
HEHYJIEBBIX YPOBHEH 103, MPU 3TOM HEOOXOIMMO MPOAEMOHCTPHPOBATH, YTO OAWH YPOBEHb
IIPEBOCXOUT APYroi. B CBs3u ¢ 3TUM IpU OTCYTCTBUU JODKHOTO OOOCHOBAHUS HEOOXOAMMO
U3Yy4UTh OoJiee OHOM J03b1 000MX JIEKAapCTBEHHBIX MpernapaTtoB. BaxHo, 4TOObI ObUIM M3YUEHBI
JI03bI, PACIIOJIOKEHHBIE B BEPXHEW YacTH KPUBOH «mo03a— 3ddext». [[o3b1, Haxomsdmmecs Ha
HIDKHUX ~ Y4acTKaX KpUBOM, MOryT OBITh HEYOCOUTENbHBIMH JUJISI  TOATBEPXKICHHS
SKBUBAJIEHTHOCTH, TaK KaK MOTYT SIBIATbCA CyOTepaneBTHYeCKMMHU. B paBHOMW cTemneHu 1103a,
pacroyio’)keHHast Ha BepIIMHE KPUBOW, MOYKET OKa3bIBaTh PaBHO3HAUHBINA 3()(hEKT 110 CPaBHEHHIO
c 0oJiee BEICOKMMHU J103aMH, YTO TAK)K€ HE MOXKET CIIy>KUTb IOJATBEP>KICHUEM SKBUBAIIEHTHOCTH.

Heo0xonuMo mpeacTaBUTh pe3yibTaThl ¢ MCIOIB30BAaHHEM O0OMX IMOAX0J0B. B obonx
cllyyasix Uil TOATBEPKJIEHHsS SKBHUBAJEHTHOCTH IIOJIyYE€HHBIE JIOBEpUTENIbHBIE HHTEPBAJIbI
(apMakoIMHAMHUYECKUX MApaMETPOB HCCIEAYEMOro U  pe(depeHTHOro JIEKapCTBEHHOTO
npernapara JI0JKHbI ObITh PacIOJI0XKEHbI B ITpe/iesiaX BEIOPAHHBIX IPAHUL] SKBUBAJICHTHOCTH. J{j1s
OTHOCHTEJIbHOW aKTUBHOCTH HE00X0auMO paccuutaTth 90 % noBepuTenbHbIC HHTEPBAJIBI (KaK U B
UCCIIEIOBAaHUSIX OMOAKBUBAJIEHTHOCTH), B TO BpeMsl Kak 95 % noBepUTENbHbIE HHTEPBAJIbI
PaCCUMTHIBAIOTCS JIJISl aHAIIM3a 3aBUCHMOCTH dPdeKTa.

JlonycTUMBIHN TUana3oH, KOTOPbIH MPUMEHAETCS B (PApMaKOKMHETUYECKHUX UCCIIEOBaHMSIX,
B JIAaHHOM CJIy4ae MOXXET ObITb HempuMeHHMM. [[nsg o0oMX MOAXO0J0B BHIOpPAHHBIA JMAINA30H
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SKBUBAJIEHTHOCTU [JOJDKEH OBITh IpPEIyCMOTPEH M TIIATENbHO OOOCHOBaH B IPOTOKOJIE
UCCIIEIOBaHUS.

7.0tuer O mpoBeAECHUU (PapMAKOJIUHAMUYECKOTO MCCIEIOBAHUS SKBUBAJIECHTHOCTH
COCTaBIISICTCSI B COOTBETCTBUU € TpeOoBaHusMHU mpuioxenus Ne 7 k IlpaBunam npoBeneHus
HCCIe0OBaHNN OMO’KBUBAJICHTHOCTH JIEKAPCTBEHHBIX IpenmapaToB B pamMkax EBpasuiickoro
SKOHOMHUYECKOI'O COI03a, YTBEp)KAAaeMbIX EBpa3suiCKON 3KOHOMUYECKOM KOMHCCHEU C Yy4ETOM
0coO0eHHOCTEH (hapMaKOIUHAMUYECKUX UCCIEIOBAHHUH.

IIpunoxxenne Ne 3

k [IpaBuiam npoBeneHus
UCCIIeIOBaHNI OMO’KBUBAJICHTHOCTH
JIEKapCTBEHHBIX TPENapaToB B paMKax
EBpa3zuiickoro 3kOHOMHUYECKOTO COI03a

TPEBOBAHMUSA
K CPABHUTEJIbHBIM KIMHHYECKHUM HCCJIEI0BAHUAM B PAMKAX H3Y4YE€HHUS IKBHBAJICHTHOCTH

1. [Ipy HEKOTOPBIX OOCTOSATENHCTBAX (HAMIPUMEpP, IUIS JTUMOCOMAIIBHBIX JIEKAPCTBEHHBIX
MpernapaToB) KPUBbIE 3aBUCUMOCTH «KOHIIEHTPAIHS B MIa3Me — BPeMsD» HETPUTOTHBI JIsl OLIEHKH
SKBHBAJICHTHOCTH 2 JIEKAPCTBEHHBIX IpernaparoB. HecMoTps Ha TO, 4TO apMaKkoqMHAMHYSCKUE
UCCJIEIOBaHUS MOTYT OBITh MOAXOASIIUM UHCTPYMEHTOM JJIsl YCTAHOBJICHUS! SKBUBAJICHTHOCTH,
WHOTJa YKa3aHHBIC UCCIICIOBAHUS HE MOTYT OBITh MCIIOJIH30BaHBI M3-32 OTCYTCTBHSI 3HAYMMBIX
(bapMakoIMHAMUYECKMX MapaMeTpoB, KOTOpPbIE MOTYT OBITH JOCTOBEPHO H3MepeHbl. B 3ToM
clly4ae Hjisl TOATBEPXKACHHSI DKBUBAJICHTHOCTH 2 JICKAPCTBEHHBIX NPEMapaToB HEOOXOAMMO
MPOBEJICHUE KIMHUYECKUX HuccienoBaHuil. IlpeanmouyTurenpHee OLIEHUBATH 3KBUBAJICHTHOCTD,
mpoBoAsS (apMaKOKHHETUYECKUE WCCIEAOBAHUS BMECTO KIMHHYECKUX, TaK KaK TOCITICIHUE
o0aal0T MEHbIIeH YyBCTBUTENBHOCTHIO M MOTYT MOTpPeOOBaTh BKJIIOYEHHS] 3HAUUTEIHHOIO
KOJIMYECTBA CYOBEKTOB ISl TOCTHIKEHUS TOCTATOYHON CTATUCTUYECKOW MOIIHOCTH (Hampumep,
JUIS  JTOCTHIKEHUS JOCTaTOYHOM CTAaTUCTUYECKOW MOIIHOCTH, TO3BOJISIIONICH OOHApyXUTh
MOBBIIIICHUE PEAKIIUU Ha MCCIEAYEMBIid JICKAPCTBEHHBIN MpermapaT 1Mo CPaBHEHHIO ¢ TUIanedo Ha
20 %, tpedyetcs 8600 marueHToB, a 4TOOBI MPOJEMOHCTPUPOBATH CHUKEHHE pHcka Ha 16 %,
HeoOxoauMo mpusieds 2600 marueHToB ¢ HHPAPKTOM MUOKapa).

2. CpaBHUTENbHBIE KIMHUYECKHE UCCIEIOBAHUS, ONMMCAHHbIE B HACTOALMX TpeOoBaHUIX,
MPOBOJATCS M0 2 OCHOBHBIM JIM3aiiHaM: JM3aiH KIMHUYECKON SKBUBAJIEHTHOCTH U JAW3alH HE
MeHbIel 3QPEeKTUBHOCTH.

3. Ecan uenpio KIMHUYECKOTO HCCIEAOBAHUS SIBISETCS MOJITBEPKACHUE KIMHUYECKOM
SKBUBAJIEHTHOCTH, JIOJDKHBI TPUMEHATHCA T€ K€ CTATUCTUYECKUE MPUHIMIMBI, YTO M Ui
UCCIeIOBaHus OMOdKBHUBANIEHTHOCTU. [lpu 3ToM s dapMakoIMHAMUYECKUX U KIMHUYECKUX
KOHEYHBIX TOUYEK BMECTO OOBIYHO MPUMEHSIEMbIX B (papMakoOKUHETHYeCKuX uccienoBanusax 90 %
JIOBEPUTEIIBHBIX WHTEPBAJIOB HEOOXOIUMO HCHONB30BaTh 95 % IOBEPUTEIBHBIE WHTEPBAIIBI.
Uucno malMeHToB, BKIIOYEHHBIX B KIMHUYECKOE HCClIeloBaHUe, OyIeT 3aBUCETh OT
BaprabeTbHOCTH M3MEPSEMBIX TAPAMETPOB H JIOMYCTUMOTO JHANa30Ha UX KOJICOAHHUH 1 OOBIYHO
HaMHOTO 0OJIbIIIE, YeM 3TO TPEOYETCs IPH MCCIICIOBAHUHA OMOIKBHBAJICHTHOCTH.

B mpotokone wuccrienoBaHWil SKBHUBAICHTHOCTH JOJKHBI OBITh YETKO OIPEACTICHBI
CJIEYIOIINE MTOJIOKEHHUS:

B KA4eCTBE KOHTPOIBHBIX IMapamMeTPOB BHIOUPAIOT 3HAUMMBIC KIMHHUYECKHE KOHEUYHBIC
TOYKH, HA OCHOBAaHUH KOTOPBIX MOTYT OBITh PACCUMTAHBI HAYAJIO IPOSBICHUSI peaKIIMK1 OpraHu3Ma
(ecyu 3TO MOJJICKUT U3MEPEHUIO U KIIMHUYECKH 3HAYMMO) U €€ HHTEHCHUBHOCTb;

pa3Mepsl TpaHHI] TPU3HAHMS SKBUBAJIEHTHOCTU CIIEAyeT ONpPENeNsTh Ha OCHOBE aHalln3a
CUTyallu¥, NpUHUMAas BO BHHUMAaHHE KOHKPETHbIE KIMHUYECKUE YCIOBHsS, HaIlpuMep,
€CTeCTBEHHOE TeueHHe 3aloyieBaHUsA, S(PQPEKTUBHOCTh JOCTYMHBIX METOJIOB JICUEHHS] U
BBIOpAaHHBIC MCKOMBIE MapaMeTphl. B oTiau4dmMe OT WccleaoBaHUs OMOIKBUBAICHTHOCTH (T
UCIOJIb3YETCSl CTaHJIAPTHBIN JOMYCTUMBIN JMAana3oH) JOMYCTUMBIM JMana3oH B KIMHUYECKHX
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UCTBITAHUAX HE MOXKET OBITh CTaHJAPTHBIM MUl BCEX TPYIN JICKApPCTBEHHBIX MpEnapaToB U
onpezaensercss Uisl KaXIOro TEpareBTUYECKOro Kiacca (M IOKa3aHUs K IPUMEHEHMIO) B
VMHIVBUAYaIbHOM IOPSIKE;

B HacTosllee BpeMsl OOIMICIPUHATHIM JUISI YKa3aHHBIX KIMHMYECKHX HCCIICIOBAaHUM
OKBUBAJICHTHOCTH SIBJIICTCS MCIOJIB30BAHUE CTATUCTUYECKMX METONOB, OCHOBAaHHBIX Ha
OIIpeJICICHUN JTOBEPUTEIbHBIX HHTEpBasoB. OCHOBHAs 3a/adya 3aKII0YaeTCsl B TOM, UYTOOBI
UCCIIelyeMblil JIeKapCTBEHHBIH Mpenapar He OTINYajcs oT pedepeHTHOro 0ojiee YeM Ha CTPOro
3aJIaHHYIO0 BEJINUUHY.

4.B nuzaiiHe TakMX HcchIeAOoBaHUN (IO BO3MOXKHOCTH) CIEIYET TMPEAYyCMOTPETh
npUMeHeHHe anedo.

B HekoTOpbIX ciaydasx 1enecoo0pa3Ho BKIIOYUTH B (DUHAIBHBIM CPaBHUTENbHbIM aHAIN3
KOHEUYHBIE TOUKH I10 OIIEHKE 0e30MacHOCTH.

5. TpeOoBaHus K BOCHPOM3BEACHHOMY JIEKAPCTBEHHOMY IIpernapary U peQepeHTHOMY
JIEKapCTBEHHOMY IIpenapaTy AOJDKHBI COOTBETCTBOBATh YKa3aHHBIM B nozpasjiene 2 pasaena Il
ITpaBuia mpoBeeHUs UCCIe0BaHUI OMOIKBUBATIEHTHOCTH JIEKAPCTBEHHBIX NIPENAPATOB B paMKax
EBpa3zuiickoro 5SKOHOMHUYECKOIO COI03a, YTBEpXKAACMBIX EBpasuiiCKOM 3KOHOMHYECKOM
KOMUCCHEHN.

IIpunoxxenne Ne 4

K [IpaBunam mpoBeneHus
UCCIIeIOBaHN OMO’KBUBAJICHTHOCTH
JIEKapCTBEHHBIX TPENapaToB B paMKax
EBpaszuiickoro 3kOHOMHUYECKOTO CO03a

TPEBOBAHUA
K OMoBeliBepy, 0OCHOBAHHOMY Ha Ouo(apManeBTHYECKON cucTeMe KJIacCH(PUKAIMU

I. O01ue moJ10KeHUA

1. buogeiiBep, ocHoBaHHBIN Ha OmodapmarieBTuueckon cucteme kinaccupukanuu (BKC),
HaIpaBJICH Ha YMEHBIIEHUE KOJIMYECTBA UCCIIeI0BaHUH OMOPKBUBAJIEHTHOCTH i VIVO, TO €CTh OH
MOXET CIYy)XHTh 3aMEHOW OMO3KBHUBAJICHTHOCTH in vivo. IIpoBenaeHus wucciaenoBaHMit
OMOPKBHBAJIEHTHOCTH 1N ViVO MOXKHO M30€kKaTh, €CITM SKBUBAJICHTHOCTb iN VivO MOATBEPKAACTCS
000CHOBaHHBIMH JaHHBIMH, ITOJYYEHHBIMH 1N Vitro.

buogeliBep, ocHoBanHbIN Ha BKC, orpaHndeH jekapcTBEHHBIMU IIpeNapaTamMu s IpueMa
BHYTpb B TBEPABIX JIEKAPCTBEHHBIX (OpMAaX CHUCTEMHOTO JAEUCTBUSA C HEMEAJIECHHBIM
BBICBOOOXKIICHHEM, COJECpPXKAIMMH  BBICOKO pPAacTBOPHMBIE JICHCTBYIOIIME BEIIECTBA C
npeAcKazyeMon abcopOIuelt y 4enoBeKa, Mpy YCIOBHUH, YTO 3TH JEHCTBYIONINE BEIIECTBA UMEIOT
IIMPOKHIA TeparneBTUYEeCKUi Tuamnas3oH (¢ yuetoM TpedoBanuii moapaszaena 11 pasnena Il IpaBun
MPOBEJCHUSI HCCIEAOBaHUNM OMOAKBUBAJIIEHTHOCTH JIEKAPCTBEHHBIX IIpENapatoB B paMKax
EBpa3zuiickoro 5SKOHOMHUYECKOIO COI03a, YTBEpXKAACMBIX EBpasuiiCKOM 3KOHOMHYECKOM
koMmuccueil). [Ipu 3ToM 0H HeMPUMEHUM K TOIbSI3bIYHBIM, 3alIEUHBIM JIEKAPCTBEHHBIM (OopMaM 1
JeKapCTBEHHBIM  (opMaM ¢  MOAM(DUIMPOBAHHBIM  BBICBOOOXKIEHHEM. B  oTHOIIEHUH
JIEKapCTBEHHBIX (OpPM, AUCIIEPTUPYIOMIUXCS B MOJOCTH PTa, JAHHBIA MOAXOJ MPUMEHHUM, €CIIU
UCKJII0UYeHa abcopOIus U3 MOJIOCTH PTa.

2. buoseiiBep,  ocHoBaHHbli Ha  BKC, mnpenHasHaueH  WIg  yCTaHOBJIECHUS
OMODKBUBAICHTHOCTH  MEXIY  ONpPEJCNCHHBIMH  HUCCIEAYEMBIMH U peepeHTHBIMH
JIEKapCTBEHHBIMU TpenapatamMu. [IpuHIMNIBI KOHLENIUU OMOBEBepa MOTYT MPUMEHSTHCS IS
MOJTBEPXKACHUS OMOIKBUBAJIEHTHOCTH BOCIPOU3BENIECHHBIX JIGKAPCTBEHHBIX IPENaparos,
paciipeHil OpUTHHAIBHBIX JIEKAPCTBEHHBIX IPEnapaToB, PU BHECEHUU W3MEHEHUH B JIOChE,
TpeOYIOIUX YCTaHOBJICHHUS OWOIKBUBAJICHTHOCTH, JAJS YCTaHOBJIECHUS OMOAKBUBAJIEHTHOCTH
MEXy JIEKapCTBEHHBIMU IpernapaTamMy, TPUMEHSBIIUMUCA B HadaJdbHBIX (a3zax KIMHUYECKUX
UCCIIEIOBaHMM, a TaKXKe JIEKAPCTBEHHBIMU IIPENapaTaMy, BEIBOJIUMBIMH Ha PHIHOK.
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II. O6mme TpedOBaHMS

3. buoseiiBep, ocHoBaHHbIi Ha BKC, npuMeHuM K J€KapCTBEHHOMY IIpemapaTry cC
HEMEJIEHHBIM BBICBOOOK/IEHHUEM MPU YCIOBUH BBITIOJIHEHHUS BCEX CIEAYIOUIMX TpeOOBaHUI:

a) IEHCTBYIOIIEE BEIIECTBO XOPOIIO PAacTBOPHUMO M MojABepraercs noiaHou abcopOiuu (I
kiacce o bKC) ¢ yuerom TpedoBanuii paznena I nactosmux TpeboBanmii;

0) ¢ yuyeToM crenuanbHbIX TpeOoBaHUM (B COOTBETCTBHH ¢ mojapasfenom | pasnema [V
Hacrosux TpebdoBaHMil) XapaKTEePUCTUKH PAaCTBOPEHUS 1N Vitro UCCIETyeMOTo U peepeHTHOTO
JIEKapCTBEHHBIX MPENapaToB ONMPEACTSIOTCS Kak O4eHb ObIcTphie (>85 % B TeueHue 15 MHUHYT)
wiu OsicTpsie (85 % B Teuenue 30 MUHYT);

B) KQUECTBEHHbI M KOJIMYECTBEHHBIH COCTaB BCIIOMOTATENILHBIX BEIIECTB, CHOCOOHBIX
MOBJIUSATh Ha OMOAKBUBAJIEHTHOCTb, OJUHAKOBBIA. [Ipu 3TOM, II€ecoo0pa3HO HCIOJIb30BATH
OJIMHAKOBbIE BCIIOMOTATEIbHBIE BEIECTBA B COMOCTABUMBIX KOJIMYECTBAX (B COOTBETCTBHU C
TpeboBaHusIMHU TToApazzaena 3 pazaena [V HacTosimux TpeboBanmii);

') OTCYTCTBYIOT PUCKH, CBA3aHHBIE C BEPOSATHOCTBIO MPUHATH OLIMOOYHOE 3aKIIOYCHUE O
BO3MO>XHOCTH MCIIOJIb30BaHUs MPOLIETypbl OMOBENBEpa, C yUeTOM BEJIMYUHBI TEPATIEBTHUYECKOTO
MHJIEKCa M KIMHUYECKHUX MOKa3aHWH K MPUMEHEHMIO JJIs JCHCTBYIOIIEro BEIIECTBA B COCTABE
JIEKapCTBEHHOI'O Ipernapara.

4. buoseliBep, ocHoBaHHbIM Ha BKC, Takke MpUMEHMM K JIEKapCTBEHHOMY Ipenapary ¢
HEMEJIEHHBIM BBICBOOOK/IEHHEM TPU YCIOBUH BBITIOJIHEHHUS BCEX CIEAYIOUIMX TpeOOBaHMI:

a) ICHUCTBYIONIEE BEIIECTBO XOPOIIO pPACTBOPUMO U TMOJBEPraercs OrpaHUYCHHOM
adcopo1uu (111 kmacc mo BKC) ¢ yuerom TpeboBanuii pa3aena Il HacTosmero npuioxeHus ),

0) C y4eToM crelualIbHBIX TpeOOBaHM (B COOTBETCTBUU C TpeOOBaHUAMH mojapaszzena 1
pasznena IV mactosmmx TpeOoBaHMii) XapaKTEepPUCTUKU PACTBOPEHUS in Vitro MCCIeayeMoro u
pedepeHTHOTO JIEKApCTBEHHBIX TPENapaToB ONPEACNSIOTCS Kak O4YeHb ObicTphie (>85 % B
TeueHue 15 MuHyT);

B) KQUECTBEHHbI M KOJIMYECTBEHHBIH COCTaB BCIIOMOTATENILHBIX BEIIECTB, CHOCOOHBIX
MOBJIUATh Ha OMOAKBUBAJIEHTHOCTb, OJWHAKOBBIA. [Ipu 3TOM, IIenecoo0pa3HO HCIOJIb30BATH
OJIMHAKOBBIE BCIIOMOTATEIbHBIC BEIECTBA B COMOCTABUMBIX KOJIMYECTBAX (B COOTBETCTBHU C
TpeboBaHusIMHU TToApazzaena 3 pazaena [V HacTosimmx TpeboBanmii);

') OTCYTCTBYIOT PUCKH, CBS3aHHBIE C BEPOSTHOCTBHIO MPUHATH OLIMOOYHOE 3aKIIOYCHUE O
BO3MO>XHOCTH MCIIOJIb30BaHUs MPOLIETypbl OMOBENBEpa, C yUeTOM BEIIMYUHBI TEPATIEBTUUYECKOTO
MHJIEKCa M KIMHUYECKHUX MOKa3aHWH K MPUMEHEHMIO JJIs JCHCTBYIOIIEro BEIIECTBA B COCTABE
JIEKapCTBEHHOI'O Ipernapara.

5. Cnenyer Gojiee KpUTUYHO MOJXOANUTH K OLIEHKE BHITIOJHEHHUS YCIIOBHI (HarpuMep, MECTO
abcopOIMu, BO3MOXKHOCTh B3aMMOJICUCTBHS C OEIKaMHU-TIEPEHOCYMKAMH B MecTe abcopOumw,
COCTaB BCIIOMOTATEIbHBIX BEIIECTB U TEPANCBTHUYECKUE PUCKH) B OTHOIICHHUH JICKAPCTBEHHBIX
npemnaparos III knacca no BKC, yem k npenaparam I kitacca mo BKC. Bo3moxxHOCTB peructpanuu
JIEKAPCTBEHHOI'0 IIperapara, IEHCTBYIOIIEee BEUeCTBO Kortoporo npuHamiexur III kmaccy mo
BKC, 6e3 npoBeneHus uccieoBaHui OMOIKBUBAIGHTHOCTH in Vivo HEOOXOAMMO COTJIacOBaTh C
OKCHepTHBIM KOMUTETOM IO JIEKApCTBEHHBIM cpencTBaM Ipu EBpa3suiickoil 3KOHOMHYECKOMN
KOMUCCHH.

II1. JeiicTBy101I€E BELIECTBO

6. B niensax onucanus CBOMCTB ICMCTBYIONIETO BEMIECTBA, MOMAIAIONIETO MO KOHIETIUIO
OuoBeliBepa, JOCTAaTOYHO JIUTEPATYPHBIX TAHHBIX O COSTUHEHUSX, U3JI0KECHHBIX B peeprupyeMbix
(IUTUPYEMBIX ) HAyYHBIX M3JaHUSAX M JTOKYMEHTaX YIOJIHOMOYEHHBIX OpPraHoOB (OpraHHW3alnii) B
cdepe oOpalieHus JeKapCTBEHHBIX CPEJICTB.

7. Ecnu  nmedcTBYIOIIME BEIIECTBA HCCIEAYEeMOro W pe(epeHTHOro JIeKapCTBEHHBIX
IpernapaToB OJUHAKOBHIE, BO3MOXKEH OuoBeiiBep. buoeiliBep Takke BO3MOXKEH, €CIH
uccienyeMblii 1 pedepeHTHbIN JIeKapCTBEHHBIE MpernapaThl COJEp’KaT Pa3IMYHBbIE COJU TpPU
YCIIOBHHM MX NPUHAIEKHOCTH K | ki1accy o BKC (BbIcokast pacTBOPUMOCTD U MOJIHAS a0COPOIHs
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B COOTBETCTBUU ¢ TpeOoBaHUsIMU TozipaseioB 1 u 2 pasznena I1I nactosmux TpedoBanuii). Ecnu
UCCIIEyeMbIil JICKapCTBEHHBIN Ipernapar COJCPKHUT CIIOKHBIE 3(PHPBI, CTEPEOM30MEPhl U HUX
CMECH, KOMIUIEKCHI MJIM TPOU3BOIHBIE AEHCTBYIOLIETO BellecTBA pe(epEHTHOIO JIEKAPCTBEHHOTO
npernapara, OMOBEHBEpP HEBO3MOXEH, IMOCKOJBbKY pa3MdMsi MOTYT IMPHUBECTH K Pa3TUUYHOU
OMOIOCTYITHOCTH, HE BBIABISIEMOI C MOMOIIBIO IKCIEPUMEHTOB, UCIOIb3YEMBIX B KOHLEMIIUU
ouoBeliBepa, ocHoBanHOTO Ha BKC.

JlelicTByIOIIEEe BEIECTBO HE JOJDKHO 00JIafaTh y3KUM TEpalneBTHUECKUM JMANa3o0HOM (B
COOTBETCTBHUH ¢ TpeOoBaHUsAMU nozpaszaena 11 pasnena III [IpaBun npoBenenus uccienoBaHun
OMOSPKBUBAJIEHTHOCTH JIEKapPCTBEHHBIX IpENaparoB B pamkax EBpa3uiickoro 3KOHOMHYECKOTO
COI03a, YTBEP)KJaeMbIX EBpa3uiickoil 5KOHOMHUYECKON KOMHCCHEN).

1. PactBopuMoOCTH

8. HeoOXxoauMo yCTaHOBUTH W TMpoaHalu3upoBath mpoduns pH-pacTBopuMOCTH
JEWCTBYIOIETO BemiecTBa. JlelcTByoNee BEIECTBO MPU3HAETCS XOPOIIO PACTBOPUMBIM, €CIIH
npu temmeparype 37+1 °C ero makcumaibHas OJHOKpaTHas 103a (U1 JIEKApCTBEHHOTO
mpenapara ¢ HeMeJJICHHBIM BBICBOOOKIIEHHUEM) TIOJTHOCTBIO pacTBopsieTcs B 250 mu OydepHoro
pactBopa B nuanasone pH ot 1 no 6,8. s 3Toro TpedyeTcst mpoBecTH UCCIeI0BaHIE HE MEHEe
yeM ¢ 3 OydepHbiMH pacTBopaMu C pa3nuyHbiMH pH, HaxoasimuMmcs B BbllIe€yKa3aHHOM
nuana3one (mpeanouturensHo mipu pH 1,2; 4,5 u 6,8) u, mo BosmoxHoctu, npu pKa, ecnu pKa
HaxoOJUTCs B yKa3aHHOM Juamazone pH. B mensx ogHO3HAuHOTrO — OmpeseNeHus
KJIAaCCU(UKANMOHHON MPUHAIIEKHOCTH MO PACTBOPUMOCTH MOTYT TOHAJOOUTHCS MOBTOPHBIC
WCIIBITAaHUS TpU KakaoM pH (Hampumep, METoN BCTPSIXUBAHUS WU APYyroi momxonsmuid). pH
pacTBopa cieayeT ONpeAesaTh 10 U MOocie J00aBIeHH JeCTBYIOIIEro BemecTa B 0ydep.

2. BcacbiBanue (IPOHUKAKOIIAS CIIOCOOHOCTD)

9.1lpu 3asiBIEHMHM Ha PETUCTPALMIO JICKAPCTBEHHOTO TMpernapara Kak OuoBelBep,
ocHoBaHHbIi Ha BKC, pexomeHayercss MOATBEPAUTH TOJHYI aOCOpPOIMIO ACHCTBYIOMIETO
BeliecTBa y yenoBeka. C 3ToM Lebio MO/ TOJHBIM BCACKIBAHHEM MOHUMAIOT abcopOinto >85 %.
[TomHoe BcackiBaHWE OOBIYHO OOYCJIOBJIEHO BBICOKOW IMPOHHUKAIOIICH  CIIOCOOHOCTHIO
JEHCTBYIOIIETrO BEIIECTBA Yepe3 KUIICUHBIH Oapbep.

10. Hanuvrie mMOMHOTO BCAachIBaHHS JIOJDKHO OBITh OOOCHOBAaHO HCCIEAOBAHUSMU Y
4enoBeKka. B kauecTBe 000CHOBAHUS JIOMYCKACTCS UCIIOIB30BATh PE3YJILTATHI UCCIICIOBAHUIA:

a0COIIOTHON OMOJIOCTYITHOCTH;

MaTepHaIbHOro OajaHca.

[Ipy ucnonp3oBaHUU MeTOJa MaTepuaibHOro OajaHca Il BBIYMCICHHUS BCOCABILEHCS
(bpakiuu He0OXOIUMO YAOCTOBEPUTHCS, YTO METAOOIUTHI, YITCHHBIEC TIPU PacueTe BCOCABIIEHCS
¢bpakuum, oOpaszoBamuchk mocie abcopbumu. B cBI3M ¢ 3TEM Tpu  pacdere oOmiein
PaMOAaKTUBHOCTH, YKCKPETUPYEMOM ¢ MOYOIA, HEOOXOIMMO yIOCTOBEPUTHCS, UTO B JKETYJOUHOM
WIM KULIEYHOM COKE He IMPOW30LUIa 4YacTH4YHas Jerpajauus win OuoTpaHchopmanus
HEM3MEHEHHOT0 AelcTByomero Bemectsa. Peakuuu I passl (Hanpumep, okucnenue) uinu 11 ¢azbr
(Hanpumep, KOHBIOTAIMsA) METaboIM3Ma MOTYT MPOMCXOJUTH JIMINb TMOCie adcopOIuu (HE B
KEITyJTOYHOM WJIM KHIIEYHOM COKe). TakuM oOpa3oM, OCHOBBIBASICh HA JAaHHBIX MCCIICOBAHMIA
MaTepuaIbHOro OajlaHca, BCachlBaHHE IPU3HACTCS OJIHBIM, €CIIU 0011iee coJepKaHue UCXOTHOTO
COeMHEHHS B Moue U ero MetabonutoB (npomenmmx [ u (umm) Il ga3er merabonuszma) B Moue 1
KaJjie cocTaBisieT 85 % OT NPUHSITOM 103BI.

11. Kpome Toro, BEICOKO pacCTBOPUMBIE IEHCTBYIOIINE BEIIECTBA C HETIOJIHBIM BCACHIBAHUEM
(IIT xmacc mo BKC) takxe MOTyT moanaaath moja OMoBEUBeEp, €CITHM BBIMOTHSIIOTCS ONPECICHHBIC
TpeOOBaHUSI K COCTaBy JIEKApPCTBEHHOTO Ipernapara ¥ NpoQUiI0 pacTBOpeHus in vitro (B
COOTBETCTBUH C mojpazaenoMm 3 pazaena IV nHactosmmx TpebGoanwmii). Ilpu oTHeceHun
coequnenuil xk 1 xmaccy mo BKC u orcyrcTBUM 00OCHOBAHHBIX JOKA3aTENbCTB B IOJIB3Y HX
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MIOJTHOTO BCAChIBAHMSI K HUM TaKXe MPEIbSBISTIOTCS OoJiee JKeCTKUE TpeOoBaHWs (HAIpHMep,
MIPOBEJICHUE MCCIIEAOBAHNN OMOAIKBUBAIEHTHOCTH 1N ViVO, HHBIX KIIMHUYECKUX UCCIICIOBAHUN).

12. OqauM U3 ycaoBUi OMOSKBHUBAJIEHTHOCTH MEXIY BOAHBIMH PAacTBOPaMHU U TBEPABIMU
JIEKapCTBEHHBIMU (hOpMaMHU JIF000TO COSTUHEHUS, IPUHUMAEMOTO BHYTPb, SBISETCS OTCYTCTBHE
CYIIIECTBEHHBIX pa3Inyuil B mpoduiie abcopOuu, 00yCIOBICHHBIX PA3IMUUSIMHU B JIEKAPCTBEHHOU
(hopMe ¢ OBICTPBIM BHICBOOOKICHHUEM.

YcraHoBIleHHass OMOAKBUBAICHTHOCTh MEXIY BOJHOW W TBEPIOW JICKAPCTBCHHBIMH
dbopmMaMu HEMEJIEHHOTO BBICBOOOXKAECHUS HEKOTOPOTO COEIMHEHMs, MPUHHUMAEMOT0 BHYTPb,
MPUHUMACTCS B KAYECTBE MOATBEPIKICHHS, IIOCKOJIBKY CBUICTEIBCTBYET O TOM, YTO OTPaHUYCHHUE
abcopOuuu, 00ycIOBICHHOE CBOMCTBAMHU JICKAPCTBEHHOM (hOPMBI JIEKapCTBEHHOTO Ipemnapara (¢
HEMEJUICHHBIM BBICBOOOX/ICHUEM), SIBISICTCS HE3HAUYMTENBbHBIM. KadecTBEHHBIC MCCIICIOBAHHS
MPOHUIIAEMOCTH in Vitro, B TOM YHCJIE€ C HCIOJH30BAaHHUEM CTAHIAPTHBIX O0pa3IoB, TaKKe
CBHJICTEIILCTBYIOT B TIOJIb3Y PE3YJIBTATOB, MOIYYSHHBIX iN ViVO.

IV. JlekapcTBeHHbIN Npenapar
1. IIpoBenenne TecTa CPAaBHUTEILHOH KHHETUKH PACTBOPEeHMS in vitro

13.Tlpy wu3y4YeHHH CBOWCTB JICKAPCTBEHHOTO Tpernapara HEoOXOOuMO JOKa3aTh
HEMEIJIEHHOE BBICBOOOXKICHHE U COTTOCTABUMOCTD UCCIIElyeMbIX JIEKAPCTBEHHBIX IPENnapaToB, TO
€CTh TMOATBEPIUTH COMOCTABHUMYIO KHHETHKY PACTBOPEHHSI in Vitro MEXIy HCCIeIyeMbIM W
pedepeHTHBIM JIeKapCTBEHHBIMU ITpenapaTaMu Ipu GU3N0IOrHYecKuX 3HaueHus X pH B ycrmoBusix
skcnepuMenTa. OJJHAKO 3TO HE MO3BOJISIET YCTAHOBUTH KOPPEJALMIO in vitro/in vivo. Kunetuky
pacTBOpeHwHs in vitro cieayeT u3yuuth B quanazone pH 1,0—6,8 (He MeHee ueM npu 3 3HAYCHUSAX
pH: 1,2, 45 u 6,8). [lomonHuTeNbHBIC WCCIEAOBaHUS MOTYT morpeboBaThcs mpu pH ¢
HauMEHbBIIEH pacTBOPUMOCTHIO JACHCTBYIOIIErO BellecTBa (CIeAyeT MpelCTaBUTh 00OCHOBAHHE
OTCYTCTBHS HEOOXOIMMOCTH TaKUX UCCIIeIOBaHMi). Vcroib30BaHNe KaKUX-JINOO TOBEPXHOCTHO-
AKTUBHBIX BELIECTB HE JJOMYCKAETCsl.

14. ViccnenyeMmslii U pedepeHTHBIN JIEKapCTBEHHBIE MPENapaThl JOKHBI COOTBETCTBOBATH
TpeOOBaHUAM, U3JIOKEHHBIM B mojpaszaene 2 pasaena Il IlpaBun mpoBeneHus mcciaeaoBaHUi
OMOPKBHBAJICHTHOCTH JIEKAPCTBEHHBIX MPEMapaToB B paMkax EBpa3zmiickoro 3KOHOMHUYECKOTO
CO103a, YTBEpKIaeMbIX EBpa3suiicKON 3KOHOMHUYECKON KOMHUCCHEH. B COOTBETCTBHM C ATUMH
TpeOOBaHUSMU PEKOMEHIYETCSI TMPOBOAUTH HCCICIOBAHUE B OTHOIIEHUHM Oosee deM 1 cepum
UCCIIETyEeMbIX JIEKapCTBEHHBIX MPENapaToB.

15. CpaBHUTENbHBIE UCHBITAHUS PACTBOPEHHUS in Vitro JOJDKHBI COOTBETCTBOBATh
TpeboBanusiM Papmakonen EBpa3zniickoro 5JKOHOMHUYECKOTO COt03a. B ¢BsI3M ¢ 3TM HEOOXOIUMO
MPEICTaBUTh MOAPOOHOE OTMCAHNE YCIOBUIA HCCIIEAOBAHUS i aHAIUTUIECKUX METOMK, BKITIOYast
JaHHbIE TO WX Baiauaauuu. s CTaTUCTUYECKOM JIOCTOBEPHOCTH KaXKABIH HKCIIEPUMEHT
peKoMeHayeTcs TpoBOAUTH ¢ 12 mpobamu (oOpa3maMu) JIEKapCTBEHHOTO IIperapara.
CrangapTHbIE YCIOBUS UCCIEAOBAHUS BKIIOYAIOT:

mpuOop: JoMacTHAs MeIlaiKka WId KOP3UHKA;

o0beM cpenpbl pacTBopenus: 900 M Ui MeHee;

TeMIeparypa cpenbl pactBopenusi: 37+1 °C;

CKOpPOCTh BpalIeHUs: JIOMAacTHas MemIajnka — 00bI9HO 50 000pOTOB B MUHYTY, KOP3UHKA —
06b19H0 100 060POTOB B MUHYTY;

cxema orbopa mpo0: Hanpumep, Ha 10, 15, 20, 30 u 45 munyTax;

oydepnsie pactBopsl: pH 1,0—1,2 (06sran0 0,1 M HCI unmn umuTanus xenyJouHOTO COKa
6e3 depmenToB), 4,5 u 6,8 (WM UMHTAMSA KUIIEYHOTO coka Oe3 ¢epmeHToB), pH momkHa
PETYISIPHO KOHTPOJIMPOBAThCA. PeKOMeHAyeTcss HCIHOoNIb30BaTh OydepHbIe pacTBOpPBHI IO
®apmakonee EBpa3zuiickoro 5JkOHOMUYECKOTO COH03a;

MPOYHE YCIOBUS: OTCYTCTBHE MOBEPXHOCTHO-aKTUBHBIX BellecTB. [IpuMeHeHre GepMEeHTOB
JIOTTYCKAeTCsl B OTHOLICHUU KEJATUHOBBIX KaICyJl WIM TaOJEeTOK, MOKPBITHIX KEJIaTHHOBOM
000JI0YKOH.
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16. HeobxoaumMo mMpeacTaBUTh TOJHBIA AHAIUTUYECKHH OTYET O TMPOBEACHUHM TECTa
cpaBHuTenbHON KuHeTHkH pactBopeHus (TCKP) in vitro, BKitouask MpOTOKOJ HCCIIEIOBaHMS,
CBelleHHsI 00 HCCIeIyeMBbIX CEpHUAX U CEpPHUsSIX CpaBHEHHUs, MOJPOOHOE ONUCaHHE
OKCIIEPUMEHTAJIBHBIX  YCIOBMM, pPE3yJabTaTbl BalMJallMd  HUCIOJIb30BAaHHBIX  METOOB,
MH/MBUyallbHbIE U CPEIHNE 3HAUEHMs], & TAK)KE COOTBETCTBYIOIIME 0000IIa0Ie CTATUCTUKY U
Ip. B COOTBETCTBMU ¢ mpuioxxkeHueM Ne7 k llpaBunam npoBeneHUS HCCIEAOBAHUM
OMOAPKBUBAJIEHTHOCTH JIEKapPCTBEHHBIX IpENaparoB B paMmkax EBpa3uiickoro 3KOHOMHYECKOTO
COI03a, YTBEPKAAEMbIX EBpa3suiicKkoil 3KOHOMHUYECKON KOMUCCUEH.

2. OueHka pe3yJIibTATOB TeCTA CPABHUTEIbHON KHHETUKH PACTBOPEHHUA in vitro

17. JlekapcTBEHHBIE IMpenaparhl MPU3HAIOTCA OYEHb OBICTPO PACTBOPUMBIMH, eciu 85 %
3as1BJICHHOTO COJIEp KaHUA JICHCTBYIOIIETO BEIIECTBA pacTBOPsETCs B TeueHue 15 MmunyT. B sToM
ciiyyae Mpo(UIM PacTBOPEHHs HCCIEAYEMOr0 M PePepeHTHOro JEKapCTBEHHBIX IpenapaToB
MPU3HAIOTCS COTTOCTAaBUMBIMU 0€3 JaTbHEHIINX MAaTEMAaTUYECKUX PacueTOB.

Ecnmu mpomecc pacTBOpeHHss cO CTENEHBbIO BBICBOOOXKIEHUs 85 % OT 3asgBICHHOTO
coJiepKaHusl JCHCTBYIOMIETO BEIIeCcTBa AUTCs Ooiee 15 MUHYT, HO HE mpeBbimaeT 30 MUHYT, TO
HEOOXOAMMO JI0Ka3aTh OTCYTCTBHE 3HAUYMMBIX pa3Nuuuil  (COMOCTaBUMOCTH). B 1emsix
MOATBEPIKJICHUSI COMOCTAaBUMOCTU Mpoduiiell pacTBOPEHUsS HCCIEAyeMOro M pedepeHTHOro
JICKApCTBEHHBIX MPENapaToB HCHOJB3YIOT KPUTEPHH f> (B COOTBETCTBUU C TpeOOBaHUSAMH,
YCTaHOBJICHHbIMU  mipuwiiokeHuem Ne5  k  [lpaBuimam  mpoBeAeHUsS — HMCCIIEIOBaHUU
OMOAPKBUBAJIEHTHOCTH JIEKAPCTBEHHBIX IpENapaTroB B pamkax EBpa3uiickoro 3KOHOMHYECKOTO
COI03a, YTBEp)KIaeMbIX EBpazuiicKoil SKOHOMHUYECKONW KOMHUCCHEH) WM JAPYTHE TOAXOJISIINE
tecThl. [Ipu 3TOM OOBsICHEHHE pa3inuuyuii B MPOQWIAX PACTBOPEHUS C KIMHUYECKUX WIIH
TEpaneBTUYECKUX MO3UILINNA HEelesIeco000pa3Ho, MOCKOIbKY UCIIBITAHNE PACTBOPEHHUS HE OTPAXKAET
KOppEeJSIHIO in vitro/in vivo.

3. BcnomorartebHEIE BellleCTBA

18. HecMoTpst Ha TO, 4YTO BJIMSHUE BCIOMOIAaTEIbHBIX BELIECTB, COJAEp)KALIUXCA B
JIEKapCTBEHHBIX (opMax ¢ HEMEAJCHHBIM BBICBOOOXKIEHUEM, HAa OHOJOCTYMHOCTH XOPOIIO
PacTBOPUMBIX U MOJIHOCTBHIO BCACHIBAIOIIMXCS IEHCTBYIOLIUX BELIECTB (TO €CTh OTHOCAIIMXCS K [
kiaccy mo bKC) cunraercst MaioBEpOSITHBIM, €TI0 HEJb3sI TOJTHOCTHIO HCKITI0YaTh. B CBs3H ¢ 3 THM
BO BCEX Cllydasx (B TOM uMcie ¢ aelcTByrommM BemectBoM I knacca no bBKC) B nccnenyemom
JIEKAPCTBEHHOM IIpenapare pEKOMEHIYETCsl MCHOJb30BaTh CXO0XKHE KOJIMYECTBA TEX IKE
BCIIOMOTATENbHBIX BELIECTB, YTO U B pe()epEHTHOM JIEKAPCTBEHHOM IIpenapare.

19. B nenax UCKIIOYEHUs Pa3iINYyHOTO BIMUSHUS Ha MEMOpaHHBIE MEPEHOCUUKU OJHUM U3
ycioBuii OuoBeiiBepa B oTHomieHWH neiictByromero BemectBa I kmacca mo BKC sBasiercs
OTCYTCTBHE PA3IMYUA MO KAYECTBEHHOMY M BBICOKAsl COINOCTABHUMOCTh IO KOJUYECTBEHHOMY
COCTaBY BCIIOMOTATEIbHBIX BELIECTB B COOTBETCTBUH C KPUTEPHUSIMHU, IIPUBEICHHBIMU B TaOJIHUIIE.

PeKOMeHIlyeMbIe KPpUTEPUHA 1JIA YCTAHOBJICHUSA BBICOKOM CONMOCTABUMOCTH
JIEKAPCTBCHHBLIX MPENnapaToB 10 KOJIUYCCTBCHHOMY COCTaAaBY BCIIOMOTIaTe/IbHBIX BEILIECTB

OTnu4us B IPOLIEHTAX (10 Macce) OT 00Ieii Macchl
Tun BCioMOraTeIbHOTO BEIIECTBA
JICKQPCTBCHHOTO Mpemnapara He bosee

Hanonuurenu +5,0 %
Paspeixuutennu

Kpaxma +3,0 %

0,

WHBIC BEICCTBA +1,0 %
Cas3yroniue BenecTsa +0,5 %
BemecTBa, cioco6cTBYIOITNE CMa3bIBaHUIO (JTFOOPUKAHTHI)
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cTeapaT MarHusi UM KaJblys +0,25 %
HHBIC BEIIECTBA +1,0 %
BerectBa, criocoOCTBYIONINE CKOJIBKEHHIO

TaJIbK +1,0 %

HWHBIC BEIECTBA +0,1 %

IIpumevanus. 1. Ecmu BcromoraTenbHBIE BEIIECTBA BBITIOMHSIIOT HECKOJBKO (QYHKIWHA (HAIpuMep,
MHUKPOKPHCTAJUINYECKas! 11eJUTI0JI03a BBITOJIHSET (DYHKIIUIO HAMIOJIHUTEIS ¥ Pa3phIXJIUTEN), TO JOJDKEH ObITh BEIOpaH
HanOoslee KECTKUI KpUTEPHi (B Cilyyae ¢ MUKPOKPUCTAINIMYECKOH 1eIUTI0II0301 — +1 %).

2. KoHneHTpanys: BCIIOMOTAaTeNbHOI0 BEIeCTBA B 2 BOAHBIX PAacTBOpax JICKApCTBEHHBIX IIPENapaToB
CUMTAETCs CXOXKEH, eClIM pa3HHIla cocTaBisieT He Ooiee £10 %.

3. Pa3nuumst B coJiep)kaHUu IPYTUX BCIOMOTaTEIbHBIX BELIECTB, MMEIOMNX (DyHKIMOHAJIbHOE Ha3HAYECHHE,
HE YIIOMSHYTOE B BBILICIIPUBEICHHON TabJuIe, TpeOYyIOT HAy4HOT0 0O0CHOBAHMS.

20. Kak npasuio, ¢ aeiictyromumn Bemectsamu | umn 111 knacca mo BKC neo6xoanmo
UCIOJIb30BaTh CTAHJAPTHBIE KOJWYECTBA XOPOILIO H3YYEHHBIX BCIIOMOTATENbHBIX BEILIECTB, a
TaK)Ke MPOAHATM3UPOBATh U OOBSICHUTh UX BO3MOXKHOE BIUSHUE HA OMOMOCTYIMHOCTH U (W)
pactBopuMocTh. HeobxonuMo onucath Ha3HauY€HUE Ka)KJOTO M3 BCIIOMOTATENIbHBIX BEIIECTB C
000CHOBaHHEM TOTO, YTO KOJIMYECTBO Ka)JOTO M3 HUX HAXOIUTCS B MPUEMIIEMOM JHAIa30HE.
HeoOxomuMo ommcarh BCE BCIIOMOTATENbHBIC BEIIECTBA, CIOCOOHBIC TIOBIUATH Ha
OMOJIOCTYTHOCTh (HampuMmep, COpOWUTON, MAHHHWTOJ, HATpusi Jaypwicyidbdar u mnpouue
MOBEPXHOCTHO-aKTHBHBIC BEIIECTBA), C YKa3aHUEM WX BIHUSHUS HA:

a) MOTOPHKY KEITYJOYHO-KHILIEYHOT'O TPAKTA,

0) MOIBEP)KCHHOCTh ~ B3aUMOJICHCTBUIO C  JEHCTBYIOIIMM BEIIECTBOM (Hampumep,
KOMILIEKCOOOpa30BaHue);

B) IPOHUKAIOIIYIO CIIOCOOHOCTH JIEHCTBYIOIIETO BEIECTBA;

T') B3aUMOJICHCTBUE C MEMOpPaHHBIMH TIEPEHOCUYUKAMH.

21. KauecTBeHHBIH M KOJHMYECTBEHHBIM COCTaB BCIIOMOTaTENILHBIX BEIIECTB, JO0KA3aHO
CIOCOOHBIX MOBJIHATH HAa OMO3KBUBAJIEHTHOCTh, HCCIEAYEMOTO U PeEePEHTHOIO JIEKapPCTBEHHBIX
MPEmapaToB JOKHBI OBITh OJIMHAKOBBIMH.

V. KomOuHNpOBaHHbBIE JIeKAPCTBEHHbIE MpenapaTbl

22. buogeiiBep, ocHoBaHHbIM Ha BKC, B OTHOIIEHNN KOMOMHHPOBAHHBIX JIEKAPCTBEHHBIX
[IPENapaToB ¢ HEMEAJIECHHBIM BBICBOOOXKJICHHEM BO3MOKEH, €CIIM BCE JIEHCTBYIOIINE BELIECTBA
npuHagnexxar | wimm III kmaccy mo BKC, a BcromoraTenbHbIE BEIIECTBA COOTBETCTBYIOT
TpeOOBaHUSAM, U3JIOKEHHBIM B TToApaszaeine 3 pasaena [V Hacrosmux TpeboBanuii. B ocTaibHBIX
cllyyasix TpeOyeTcs IpOBEACHUE HCCIeI0OBaHNs OMO3KBUBAICHTHOCTH in Vivo.

TIpunoxenne Ne 5

K [IpaBunam npoBeneHust
WCCIIEIOBAaHNN OMOIKBUBAIEHTHOCTH
JIEKapCTBEHHBIX IPENapaToB B paMKax
EBpa3uiickoro 3K0HOMHUYECKOI0 COI03a

TECT
CPAaBHHUTEIbHOM KHHETHKHU PACTBOPEHHS U CONMOCTABUMOCTD Npogduiieil pacTBopeHus

I. O0mue acneKThbI TeCTA CPABHUTEIbHOM KMHETUKHU PACTBOPEHHSI BO B3AaUMOCBSI3H C
0MOIKBMBAJIEHTHOCTHIO

1. IIpu pa3paboTke cocTaBa JIEKQPCTBEHHOTO Mperapara TECT CPaBHUTEIHHOW KWHETHUKH
pactBopenust (TCKP) ciyXuT MHCTpYMEHTOM YCTaHOBIIEHUS OnoQapManeBTUYeCKUX CBOMCTB
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JIEKapCTBEHHOI'O Tpernapara, TO €CTb CBOMCTB, CIIOCOOHBIX MOBIHATh HAa OMOAOCTYMHOCTbH. [1o
3aBepILICHUH Pa3padOTKU COCTaBa JIEKApPCTBEHHOT'O MpernapaTra U MpOU3BOJCTBEHHOTO IMpolecca
TCKP wucnonb3yercsi Ajis KOHTPOJISI KayecTBa MacIITAOUPOBAHUS W TPOMBINUICHHBIX CEPHH,
4TOObI 00€CHeunTh KaK IOCTOSHCTBO KayecTBa CEpuil, TaK M CONOCTAaBUMOCTH Ipoduieit
pPacTBOpPEHUS C CEPUSMU, UCIIOIb30BAaHHBIMU B OMOPHBIX KIMHUYECKUX HccienoBaHusx. Kpome
Toro, B oTaenbHbIX cayuyasx TCKP  Moxer ciayXuThb 3aMEHOH  MCCIEAOBAHUAM
OMOPKBHBAJIEHTHOCTH.

2. TCKP moeT npecienoBaTh pa3IndHbIE LEu:

a) MpH KCIEePTU3€e KauyecTBa JIEKAPCTBEHHOT O Mpernapara:

JUIS  TIONYYCHHUS]  XapaKTePUCTUK  CEPHH, HCIOJIB30BAHHONM B  HMCCIEAOBAHUSIX
OMOIOCTYMHOCTH (OMOKBHUBAJIICHTHOCTH) M OIMOPHBIX KIMHUYECKHX HCCIEAOBAHUSAX, UYTOOBI
000cHOBaTh crienupUKauy (HOPMATUBHBIN JOKYMEHT 110 KOHTPOJIIIO KaueCTBa);

KaKk MHCTPYMEHT KOHTPOJSi KadyecTBa CEpUi JIEKApCTBEHHBIX CpPEACTB B  LENSIX
MOJITBEPKICHUS TIOCTOSHCTBA TPOU3BO/ICTBA;

JUIS  TIONyYEHHUS  XapaKTepUCTHUK  pedepeHTHOro  JIEKapCTBEHHOrO  Ipernapara,
UCTOJB30BAHHOTO B HCCIEAOBAHHUIX OMOAOCTYNHOCTH (OMOPKBUBAIEHTHOCTH) M OHOPHBIX
KJIIMHUYECKUX HCCIIEeIOBaHUSIX;

0) KaK 3aMeHa UCCIeI0BaHN OMOAKBUBAIEHTHOCTH:

9YTOOBI MOATBEPAUTH (B OMPEIECIICHHBIX CIIy4asX) aHaJOTHYHOCTh Pa3IMYHBIX COCTAaBOB
UCCIIEyeMOT0 JIEKAapCTBEHHOTO Tpernapara M pe(epeHTHOro JeKapCTBEHHOTO Ipernapara
(buoBeiiBepHl, HAMPUMEP, IPH BHECECHUH M3MEHEHUM, M3MEHEHHH COCTaBa B XOJ€ pa3padOTKu
JIEKapCTBEHHOT'O TIpeTapaTa u BOCIIPOU3BEICHHBIE JIEKAPCTBEHHBIC TPEapaThl, B COOTBETCTBUU C
TpeboBanusiMu pazaena [V IlpaBun mnpoBeneHUs MCCIENOBaHUM OMOIKBUBAJIECHTHOCTH
JIEKapCTBEHHBIX MPENapaTroB B pamMKax EBpaswiickoro 3KOHOMHUYECKOTO COI03a, YTBEPIKIAEMBIX
EBpasuiickoii 3k0oHOMUYECKOW Komuccuen, u mnpuioxeHus Ne4 x I[lpaBuiiam mnpoBeneHus
UCCIIeIOBaHN OMOSKBHUBAJICHTHOCTH JIEKAPCTBEHHBIX IIpenapaToB B paMkax EBpaszuiickoro
9KOHOMHUYECKOTO COI03a, YTBEPKAaeMbIX EBpazniickoil S3KOHOMHYECKOW KOMHUCCHEN);

9TOOBl YCTAaHOBHUTH TIOCTOSIHCTBO KAadeCcTBa CEpUH  JICKAPCTBEHHBIX IIPENapaTroB
(uccnemyemoro u peepeHTHOTo JIEKapCTBEHHOTO Mperapara), Ha KOTOPBIX 0y1eT OCHOBBIBATHCS
BBIOOp COOTBETCTBYIOLIMX CEPHUil IS NCIIOIB30BAHMUS B HCCIEIOBAHUSAX N VIVO.

3. Meroasl HCHOBITAHUA HEOOXOIWMO pa3padboTaTh NPUMEHHUTEIBHO K KaKIOMY
JICKapCTBEHHOMY TIpenapaTy Ha OCHOBaHMM OOIIMX W (WJIM) YaCTHBIX (apMaKONeHHBIX
TpeboBanuii. Ecnu ykazaHHble TpeOOBaHHS HE YJIOBJICTBOPHUTEIbHBI M (WJIM) HE OTPAKAIOT
MPOLIECC PACTBOPEHHUS U BCACBhIBaHUA In Vivo (OMOPENEeBAaHTHOCTH), OMYCTUMO HCIIOJIb30BaTh
aIbTepHATUBHBIE METOJbI, IPU YCIOBHUHM HAIUYUS Y HUX JOCTATOYHOM JAMCKPUMHUHALMOHHOMN
CIIOCOOHOCTH, TO €CTh CIIOCOOHOCTH YJIAaBIMBATH Pa3sHHIy MEXAY CEpUSMH C MpHEMIIEMOH H
HETIPUEMJIEMOM OMOOCTYITHOCTHIO JIEKAPCTBEHHOTO MIpenapara B yCJIoBuUsX in vivo. Heobxoaumo
BCerla MPUHUMATh BO BHUMAaHHE COBPEMEHHBIC CBEICHHS (BKJIIOYAas B3aWMOJICHCTBUE
XapaKTEePUCTHK JIEKAPCTBEHHOTO IpernapaTa, OCHOBAaHHBIX Ha OMO(papMalleBTHUECKON cucTeMe
KJIacCU(UKALIUN) ¥ BHU]I JIEKQPCTBEHHOU (POPMBL.

4. 11 TOro 4TOOBI MOMYYUTHh MOJHOLIEHHBIE MPO(UIN paCTBOPEHUS, UHTEPBAIBI MEKIY
0TOOpOM TIPOO MOMKHBI OBITH JOCTATOYHO YAaCTHIMH (HE peke ueM uepe3 Kaxeie 15 munyT). B
MepUo MaKCHUMAJIbHOTO HM3MEHEHHS PO pacTBOPEHUs OTOOPHI MPOO PEKOMEHIYETCS
OCYWIECTBIATH emie damie. JlJIi MOCTPOSHHs MPaBHIBHOTO MpO(QWIs PacTBOPEHUs OBICTPO
PacTBOPSIOLINXCS JIEKAPCTBEHHBIX MPENaparoB, MOJHOE PACTBOPEHHE KOTOPBIX YKJIaJbIBAETCs B
30 MUHYT, OTOOPBI TPOO HEOOXOAUMO OCYIIECTBIAThH Kaxabie 5 win 10 MUHYT.

5. Eciu  neiicTByIOIIEe BEHIECTBO SABJISIETCS  XOPOIIO PACTBOPUMBIM, JIOMYCKAETCA
MPEIOI0KEHNE, UTO MPOOIEMbI C OMOIOCTYITHOCTHIO HE BO3HUKHYT, €CITH B IOTIOJIHEHHE K TOMY
nekapcTBeHHas ¢opma OBICTpO pacTBopseTcs mnpu (U3MOIOTHYecKuX 3HadeHusx pH, a
BCIIOMOTATENIbHbIE BEIECTBA HE BIUSAIOT Ha OMONOCTYMHOCTh. HampoTus, ecnu aeicTByrolee
BELIECTBO OrPAaHWYEHHO pACTBOPUMO WM MaJlOpacTBOPUMO, (HAKTOPOM, ITHUMHUTHPYIOIIUM
CKOPOCTh BCACBhIBaHHS, MOXKET CTaTh PAaCTBOPUMOCTH JICKAPCTBEHHOW (GOpPMBI. AHaIOTHYHAs
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CUTyallusi BO3HHMKAET, €CIM BCIIOMOTaTelIbHbIe BEIIECTBA BIMSIOT Ha BBICBOOOXKIEHUE U
MOCIEAYIONIee PACTBOPEHUE JEHCTBYIOIIETO BeEmIeCTBA. B Takux ciaydasx HEOOXOAMMO
npoBoauTh TCKP B pa3nuuHbBIX YCIOBHUSAX C COOTBETCTBYIOIIEH CXeMOM 0TOOpa mpoo.

I1. ConocraBuMocTh npoguieii pacTBOPeHHs

6. Pesynprarel TCKP w ocHOBaHHBIE Ha HHUX BBIBOJBI (Hampumep, B OOOCHOBaHHE
OuwoBeliBepa) TMPU3HAIOTCA MPABWIBHBIMU, €CITH TOCTPOEHHUE TpOodUiIsl  pacTBOPEHUS
OCHOBBIBAJIOCH HAa JOCTATOUHOM KOJIMYECTBE BPEMEHHBIX TOUECK.

7. B nomnonHeHue K TpeOOBAaHUAM, U3NIOKEHHBIM B paszene | HacTosIIero npuiokKeHus, B
OTHOIICHUHU JIEKAPCTBEHHBIX (DOPM C HEMEUIEHHBIM BBICBOOOKIEHUEM HEOOXOIMMO MPOBECTU
CpaBHEHHE BO BPEMEHHOH Touke «15 MHUHYT», YTOOBI BBISCHUTH, MPOU3OILIO JU TOJTHOE
pacTBOpEeHHE 10 OMOPOKHEHUS eIy IKa.

Ecnmu B Teuenuwe 15 MuHYyT pactBOopmiioch Oomnee 85 % neiicTByromiero BemecTBa (OT
HOMHUHAJIBHOTO KOJMYECTBA), NPO(MIM pacTBOPEHUS TMPHU3HAIOTCA COMOCTAaBUMBIMU 0e€3
JalbHENIe MaTeMaTu4eckoi 00paboTKU JaHHBIX.

Ecmn 85 % pnelicTtByromero BemiecTBa pacTBopuiioch B TteueHue 30, a He 15 MuHYT, TO
HeoOX0auMBI 3 BpeMEHHBIC TOUKU: IO UCTeUeHUs 15 MUHYT, Ha 15-i1 MUHYTE U B TOYKE, KOT/Ia
CTEIEHDb BEICBOOOKIEHHS COCTABIISIET 0KOJI0 85 %.

8. PexomeHmanuu MmO  JEKapCTBEHHBIM  MpemapataM ¢ MOAU(UIIUPOBAHHBIM
BBICBOOOKIEHUEM H3JI0KEHBI B COOTBETCTBYIOIUX JToKyMeHTax Coro3a.

9. ConoctaBUMOCTb MpousIeil pacCTBOPEHUSI MOXKET OBITH OMpEETICHA C UCIOJIb30BaHHEM
dakTopa f> o creayromiei popmye:

100

f, =50 xXlog|—
| EED g - apw]
1,,! 14 =

rae:
> — daktop momooust (CXOAUMOCTH);
1 — KOJIMYECTBO BPEMEHHBIX TOYEK;
QR(‘[) — CpenHee 3HA4YCHHE CTENEeHU BBICBOOOXKIEHHUs (B MPOILEHTaX) JCHCTBYIOIIETO
BElIeCTBa B TOUKE t [[1OCie Hauana uccieqoBanusi | u3 pe)epeHTHOro JIEKapCTBEHHOT O Mpernapara;

QT(‘[) — CpemHee 3HA4YCHHE CTETEeHU BBICBOOOXKIEHHUs (B MPOILEHTaX) JCHCTBYIOIIETO
BelIeCcTBa B TOUKE t [TI0ciIe Havalia UCCIeI0BaHus | U3 UCCIIEyEeMOTro JIEKapCTBEHHOTO IIpernapara.

[Tpu ucnonszoBanuyu JaHHON (POPMYITBI HEOOXOAUMO OTIPECIIUTh CTENIEHb BRICBOOOXK ICHUS
JCHCTBYIOIIErO BeIleCTBa M3 HCCIENyeMOro JIEKapCTBEHHOTO Ipernapata U pedepeHTHOro
JIEKapCTBEHHOT'O TIperapara.

10. Ouenka dakropa momoous (CXOAMMOCTH) OCHOBaHA Ha CICAYIONTUX YCIOBHUSIX:

a) MUHAMaJIbHOE KOJIMYECTBO BPEMEHHBIX TOUYCK — 3 (HE cUMTas HyJIeBOI TOUKH 0TOOpA);

0) 111 000MX CpPaBHMBAEMBIX JIGKAPCTBEHHBIX MPEMAPATOB BBIOMPAIOTCS OJIMHAKOBBIC
BPEMECHHBIE TOUKU;

B) IUISI KaXIOW BPEMEHHOM TOYKH HEOOXOIUMO MHUHHMYM 12 3HAau€HUH CTETCHHU
BBICBOOOK/ICHUS JICWCTBYIONIETO BEIECTBA I 000MX JICKAPCTBEHHBIX MIPEMapaToB;

T') JUIS Ka’KJ0T0 U3 COCTaBOB JIOMyCKAeTCsl He 6oJiee OHOTO CiIyyasi MPEBbIIIEHUS CPETHETO
3HAaYE€HUs CTEIEHN BLICBOOOKIEHUS 85 %0;

1) OTHOCUTEIHPHOE CTaHAApTHOE OTKIOHEHUE (KOA(D(PUIIMEHT BapualMH) I CTETICHH
BBICBOOOJKJICHUSI JIEHCTBYIOIIETO BEIIeCTBA B TMEPBOM BPEMEHHON TOYKe JIO0Oro U3
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JIEKapCTBEHHBIX MpenapaToB He JoJKHO npesbimaTth 20 %, a Bo Bcex mocheayromux — He 6oee
10 %.

11. Kpurepuit npuemsieMoctu st ¢akropa nogodus (f2) cocramsier ot 50 go 100, uto
MOATBEPIKIAET COMOCTABUMOCTh TPO(DUIICH pacTBOPEHUSI.

B ciydyae HecOOTBETCTBUSI KPUTEPUIO TPUEMIIEMOCTH 110 f> MPOPUINA PACTBOPEHUS MOMKHO
CpaBHHBATh, UCTOJb3Ys aJbTEPHATUBHBIC METOJNBI (HampuMmep, pacyer (akrtopa paznuuus fi,
¢byHkuuio pacnpenenenus BelOymna winM cpaBHEHUE cTeleHel BBICBOOOXKIIEHUS B pa3HBIX
BPEMEHHBIX TOUKaX (Hampumep, 1o t-kpurepuro CTbIOJEHTA)).

12. MeTtonpl, anbTEpHATHBHBIE pacueTy IO f», CUNUTAIOTCS TPHUEMIIEMBIMH, €CIIM OHH
CTaTHUCTUYECKU KOPPEKTHBI, & X UCIOJIB30BaHUE JOCTATOYHO 00OCHOBAHO.

13. Heobxoaumo 3apaHee onpenenuTh U 000CHOBATh MPEAETbl MPUEMIIEMOCTH KPUTEPH
COITOCTAaBUMOCTH, HO IIPU ATOM OHH He J0JDKHBI npeBbimath 10 %. Kpome Toro, BapnadenbHOCTD
pacTBOpPEHHUs] MEXIy AAHHBIMU HCCIEIYEeMOIro U pedEepeHTHOro JIEKapCTBEHHOTO Ipernapara
TaK)Ke JIOJDKHA OBITH COMOCTaBUMOM, OAHAKO O0Jiee HU3Kas BapuabeIbHOCTh ISl HCCIIEIyeMOro
JIEKapCTBEHHOI'O MperapaTa siBJISIEeTCS MPUEMIIEMO.

Heo0Oxoaumo nipectaBuTh 000CHOBAaHKE, YTO CTATUCTHYECKOE MPOTPAMMHOE 00eCTIeUeHre
MPOLUIO BAJIUIALHUIO.

HeoOxonumo gathk mopoOHOE ONMucaHue U OOBSICHEHHE BCEM JCHCTBUAM, MPEITPHUHITHIM
B X0JI€ UCCIEA0BaHUs, C TIPEJICTABIICHUEM COOTBETCTBYIOMINX 000OIIAOIINX TAOJIHII.

IIpunoxxenne Ne 6

k [IpaBuiam npoBeneHus
UCCIIeIOBaHN OMO’KBUBAJICHTHOCTH
JIEKapCTBEHHBIX TPENapaToB B paMKax
EBpaszuiickoro 3kOHOMHUYECKOTO COI03a

TPEBOBAHMUSA
K BaJIMIAIUH 0MOAHATNTHYECKHX METOANK HCNIBITAHUI M AHAIN3Y HCCIIedyeMbIX
Onosiorm4yecKux o0pasuos

I. O01mue moJs1o:xeHus

1. B nacrosmux TpeOoBaHUAX TPEACTABICHBI YKa3aHUS MO MPOBEICHUIO BalHWAAlUU
OMOaHANIUTUYECKUX  METOJUK, HCIIOJNIBb30BABIIUXCS IS OINpeAeNeHUs  KOHLEHTpaluu
JCHCTBYIONIErO BEIIECTBA B OWOJIOTMYECKUX SKUIAKOCTSIX (MaTpuiiax), MOTYyYEHHBIX TIO
pe3ynbTataM TOKCUKOKMHETHYECKHX HCCIIEOBaHMM M BceX (a3 KIMHUYECKUX HCCIeI0OBaHUM.
[TockonbKy METOJMKY CBSI3BIBAHUS JIMTAH/IA CYIIICCTBEHHO OTIHYAIOTCS OT XPOMAaTOTpaduIecKuX
AQHAJIUTUYECKUX METOJIOB, JUISl BaJUAAlMU TOJUMEPCBS3BIBAIOIIMX METOAMK (HaIpuMep, co
CBSI3BIBAHWEM JIMTAH/IOB) TPUMEHSIOTCS OTIENbHBIC TpaBuia, OMHCAHHBIE B pasaene V
Hacrosux TpeboBaHui.

B nacrosmux TpeOoBaHUSAX ONMUCAHBI YCIOBHS, HMPU KOTOPHIX B JOIMOJHEHHE K TMOJIHOMN
BaJIUJalMd  OHOAHAIUTUYECKOW METOAMKH HEOOXOAMMO TPOBECTH YACTUYHYIO WU
MEPEKPECTHYIO BATHIAIHUIO.

2. Ins menmert HacTtosimmx TpeOOBaHWN WCIOJIB3YIOTCS TOHATHSI, KOTOPHIE O3HAYAIOT
CIIEyIOIIIEE:

«aKTUBHBIE 00pasmel» (incurred samples) — wWcHbBITYeMble OOpa3ibl, MOJYYCHHBIC OT
CyOBEKTOB HJIM )KHUBOTHBIX, KOTOPHIM BBOJIMIIN JICKAPCTBEHHBIN MIpenapar;

«aHAIM3UPYEMOE BelecTBoy (analyte) — oTnenpHOE XUMUYECKOE COSTMHCHHE, TIOITIEKAIIee
KOJIMYECTBEHHOMY OIIPEICICHUIO, MOXKET MPEICTaBISITh CO00M HEU3MEHEHHOE EHCTBYIOIIEe
BEIIIECTBO, OMOJIOTHYECKYIO MOJIEKYJIY WIH €€ IPOU3BOAHOE, META0OJUT W (WMJIU) MPOAYKT
Jerpafalnyy B OMOJIOTHIeCKOM 00pasIle;

«a”HaIMTHYECKas MeToaukay (analytical procedure) — moapoOHOE ONMHMCaHKUE KaXA0TO dTara
1 crioco0a MpoBeICHUS aHAITN3a;
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«aHATUTHYECKUH auamnazon» (calibration range) — WHTepBad MEXIY BBICOKOM M HHU3KOMN
KOHIIGHTpaLuel (colxep)kaHreM) aHaJIM3UPyeMOro BellecTBa B oOpasle (BKIIOYas yKa3aHHbIC
KOHIEHTpPAlKu), UIg KOTOPBIX II0KAa3aHO, YTO aHAJIMTUYECKas METOJUKa YJOBIIETBOPSIET
TpeOOBaHUSAM TIO MPEIU3UOHHOCTH, MPABUIIBHOCTH U MMOCTOSIHCTBY (DYHKIIMH OTKJIHKA;

«AHATATHYECKUH TUKI» (analytical run) — MOJHBIA KOMIUIEKT MCHBITYEMBIX O0Opa3IioB ¢
COOTBETCTBYIOIIUM KOJIMYECTBOM T'PaTyHPOBOYHBIX PACTBOPOB W OOpAa3IOB JIsi KOHTPOIS
KauyecTBa JJI UX Baldujauud. B oguH neHb MOXeT ObITh MPOBEACHO HECKOJIBKO LIMKIIOB; OJMH
IIUKIT MOKET IJTUTHCS B TCUCHUE HECKOIBKUX JTHEH;

«BEPXHSSI TpaHWIA ONpENesieMbIX KOHIEHTpanui» (upper limit of quantification
(ULOQ)) — nanbomnpIiiee KOJIUYECTBO aHATTM3UPYEMOT'0 BeIleCTBa B 00pasiie, KOTOpOe MoAIaeTCs
KOJIMYECTBEHHOMY OIpEENICHUIO C 3apaHee 3aJaHHON MPaBUIIBHOCTHIO U MPEIU3NOHHOCTHIO;

«sHyTperHuit crangapt (BC)» (internal standard) — koHTpONEHOE COeqMHEHHE (HATTPUMED,
CTPYKTYPHO CXO>KHMI aHAJIOT WK COeIMHEHUE, MEUEHHOE CTa0MIbHBIM U30TOIIOM), J00aBiIsieMoe
K TpaJyupOBOYHBIM PAaCcTBOpPaM, 00pasiam i KOHTPOJISI KauecTBa U UCTBITYEMbIM 00pasiiaM B
3apaHee  YCTAHOBJICHHBIX  IOCTOSIHHBIX  KOHIIGHTpAlUSX C  I€JIbl0  TIONpaBKU  Ha
HKCHEPUMEHTAIBHYIO BapuabeIbHOCTh MPH MPOOOIIOATOTOBKE U aHaIHM3e 00pasIioB;

«TpagyupOBOYHBIN pacTBOp (cTanmapT)» (calibration standard) — 6Gmonmornueckuii obpaser,
K KOTOpOMY 100aBMJIM M3BECTHOE KOJIMYECTBO AHAIM3MPYEMOTO BellecTBa. I paxyrpoBOYHBIE
pacTBOpPHI (CTAaHIAPTHI) UCTIONB3YIOT JIIsl IOCTPOSHUS TPalyHpOBOYHOMN KPUBOI;

«HIWKHUH nipenen kommuectBeHHoro onpenenenus (HITKO)» (lower limit of quantification
(LLOQ)) — HauMeHbIIIee KOJTUIECTBO aHATTM3UPYEMOTO BEIIECTBA B 00pa3iie, KOTOPOE MOIIAETCs
KOJINYECTBEHHOMY OTPEEIICHUIO C 3apaHee 3aJaHHON MPAaBUIIBHOCTBIO U MPELIU3HOHHOCTBIO;

«HOMHHAJIbHAsI KOHIIEHTpaIus» (nominal concentration) — TeopeTUyecKasi UM OKH1aeMast
KOHIIEHTPAIIUS;

«obpazenr mns koHTposst kadectBa (KK)» (quality control (QC) sample) — obpasert,
COZepKALIN  aHATU3UPYEeMOE  BELIECTBO, HCIOJB3YEeMBbIH ISl  OLEHKH MPUTOJHOCTH
OMOaHAIUTUYECKOM METOJIMKH W OLIEHKH LEIOCTHOCTU M MPaBUJIBHOCTH PE3yJbTaTOB aHAU3a
UCTIBITYEMBIX 00pa3I0B B HEM3BECTHOM KOHIIEHTPAIIUK U3 OJJHON CepHH;

«mepekpecTHas Banuaanusy (cross validation) — cpaBHeHHE BaTMJAIMOHHBIX MTapaMETPOB
JIBYX OMOAQHATUTUYECKUX METOJIUK;

«TOBTOPHBIM aHAJIN3 aKTUBHBIX HCIBITAaHHBIX 00pa3ioB» (incurred sample reanalysis) —
aHaJIN3 YaCTH aKTHUBHBIX UCTIIBITAHHBIX 00Pa3II0B C LEIbI0 OMPEEIICHNUs, HACKOIBKO COMTOCTAaBUMBI
pe3yNbTaThl IEPBUYHOTO aHAIN3A;

«monHast Bamupanwms» (full validation) — ompeneneHwe BamTUAANMOHHBIX IMAPAMETPOB,
MOJJICKAIUX UCIOIB30BAaHUIO JJIS aHAM3a Ka)X/I0T0 aHaJM3WPYEMOTro BellecTBa B o0Opasle ¢
MTOMOIIBI0 OMOAHATUTUYECKOW METOIUKH;

«TPaBUIBLHOCTHY» (accuracy)— BbIpakaeT OJIM30CTh MOJYUYEHHBIX C MOMOIIbIO METOIUKU
3HAUYEHUH K HOMHHAIBHBIM KOHIIEHTPALMSAM aHaTU3UPYyEeMOTo BemlecTBa. I[IpaBUIBLHOCTH

OLICHMBAETCA 110 BEJIMYMHE NPOLEHTHONH Mephl IMPaBUIBLHOCTH, PpACCYMTAHHOM  Kak
]'JD.’[]."[EHHDE ZHaAYeHH e 0
¥ 100 %

HCTHHHOE SHA"EHIE , U TI0O OTHOCUTEILHOM BEIMYMHE CHCTEMATHYECKON MOTPEIIHOCTH;
«IPEeUM3UOHHOCTB»  (precision) — cTemeHb pa3dpoca MEXIy CepusMU HU3MEpEeHUi,
MPOBEJICHHBIX B 3apaHee YCTAHOBJICHHBIX YCJIOBUsAX. [IpelM3HMOHHOCTh XapaKTepHU3yeTCs
BEJIMYUHON OTHOCUTEIHHOTO CTAHIAPTHOTO OTKIIOHCHHSI (OTHOIICHNE CTAHJAPTHOTO OTKIIOHCHHUS
K CpeIHEMY, BEIpa)KaeMoe B MIPOIICHTAX);

«CETIEKTUBHOCTHY (selectivity) — ctocOOHOCTh OMOAHATUTHYECKON METOAUKH OMPEEISITh U
pa3nuyaTth HMCCIeIyeMOe aHaIM3HUPyeMOe BEIIECTBO M BHYTPEHHHMH CTaHAAPT B MPUCYTCTBUHU
KOMITOHEHTOB, KOTOPBIE MOTYT COJIepPKaThcs B 00pasiie;

«cnerupuaHOCThY (specificity) — crmocoOHOCTh OMOAHATUTHYECKOW METOUKH OTHO3HAYHO
OTIPEICTISATh aHATM3UPYEMOE BEIIECTBO B MPUCYTCTBUU JIPYTUX COSAMHEHUU (PHAOTCHHBIX HIIU
AK30TCHHBIX ) B OMOJIOTHYECKOM 00pasIie;
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«cTabunbHOCTRY (stability) — Xxumudeckass cTaOMIBHOCTh AHATM3UPYEMOTO BEIeCTBA B
OIpeJIeIEeHHOM 00pa3lie B ONPEICIEHHBIX YCIOBHUIX B TEUCHUE ONPEICIICHHOTO IEpHO/Ia;

«CTaHmapTHas onepanuoHHas npouenypa» (Standard Operating Procedure) — qokymeHT, B
KOTOPOM COJEP)KUTCSI ONHCAHUE PEryJpHO OCYIIECTBISEMBIX OIlEpaluid, 3HAUUMBIX IS
KauecTBa MCCIE0BaHNUs, ¥ TO3BOJISIONINI MPOBOJUTH UX MPABUIILHO U €JMHOOOPA3HO;

«pynkus otkimuka» (response function) — ¢(yHKIMS, KOTOpas HaAJISKAIIUM 00pa3zoM
OMMCHIBAET 3aBUCUMOCTb AaHAJUTHUECKOrO CHUTHajga (Hampumep, IUIOMIAAM IUKOB) OT
KOHIIGHTpaluu (CoAep)KaHUs) aHaIM3UpyeMoro BemiecTBa B oOpasne. DyHKIMS OTKIMKA
oTpeseNsieTCs Al aHATMTUYECKOTrO arna3oHa;

«yacTuyHas Banupanus» (partial validation) — cepun aHaNUTHYECKUX SKCHEPUMEHTOB, B
KOTOpBIX TOCie MOAU(PUKALMK BaJIUIMPOBAHHON OHMOAHATUTHYECKOW METOIUKU 4YacTh
MapaMeTpOB MOABEPTAIOTCS BATUIAINY;

«ddext matpunb (matrix effect) — npsiMoe uim HeNMpsIMOE BIUSHUE WK BO3JICHCTBUE HA
pe3yiabTaThl  aHanu3a,  OOYCIOBIEHHBIE  HalMyueM B OWOJIOrHYecKoM  oOpasie
HEMpPeITyCMOTPEHHBIX AaHaJNM30M aHAJU3UPYEMbIX BEIIECTB WJIM HHBIX BIUSIONIUX HAa HETrO
BEIIIECTB;

«ddekT mepeHoca» (carry over)— TOSBIEHHWE CHUTHaja aHaJU3MPYyEeMOTO BEIIEeCTBA B
XO0JIOCTOM o0paslie TMociie TMpOBEACHHs aHaiu3a o0pas3la C BBICOKOW KOHIIEHTpAIUeH
aHAJIM3UPYEMOr0 BEIIECTBa,

«IAKOpHBIe KanuOpaTopb» (anchor calibrators) — craHmapTHble TOYKM BHE JHMaria3zoHa
KOJIMYECTBEHHOTO OINpeAeNIeHUs, UCIOJIb3yeMble C LEebl0 MOoJA00pa HENWHEWHOW perpeccuu
CTaHJIapTHOW KPUBOM B METOJIAX CBS3bIBAHUS JINTAH/IA.

3. I3mepeHne KOHIEHTpAIMU JCUCTBYIOIIETO BEIISCCTBA B OMOJOTHMYECKHX O00pasIax
(Hampumep, CBIBOPOTKE, IIa3Me, KPOBHM, MOUY€ U CIIIOHE) — BaXKHBIM aclekT pa3paboTKu
JeKapCcTBEHHOro mpemnapara. [loaToMy B LelsIX TOJYy4YeHUS HAASKHBIX PE3yJbTaTOB
UCIOJIb3yeMbIe OMOAHATMTUIECKIE METOUKU OJKHBI OBITH XOPOIIIO OMMCAHHBIMH, TTOJTHOCTHIO
BaJIMIMPOBAHHBIMU U IOKYMEHTHPOBAaHHBIMHU.

B 0coObIX cuTyanusx IOMYyCKaeTcs HCIOJIb30BaTh 0ojiee MIMPOKUE, YeM OIHMCAHHBIC B
HacToAmuX TpeOoBaHMSIX, KPUTEPUH MPHEMIIEMOCTH. B 3ToM ciyyae, OCHOBBIBasICh Ha
MPEIoJIaracMoM UCTIOIb30BaHUU METOJUKH, X CIIEYyeT YCTAHOBUTH MPEIBAPUTEIHHO.

4. MeTo/1bl KOJIMYECTBEHHOTO OMpEEICHNs KOHIIEHTpAauu OMOMapKepOB, UCIOJIb3YEMbIX
B Ka4eCTBE (papMaKOJUHAMHYECKHX MapKePOB, B HACTOAIUX TpeOOBaHUIX HE paCCMATPUBAIOTCA.

II. Banuganus 0MoaHAJINTHYIECKONH METOAUKH MCILITAHHNI
1. TpeOoBaHus, npeabsABIAsieMble K CTAHAAPTHBIM 00pa3nam

5. I IpUroTOBJIEHUS TPaJyUPOBOYHBIX PACTBOPOB, 00pa3LOB JIsl KOHTPOJIS KauecTBa U
00pa3uoB Ui W3y4eHUs CTAaOWJIBHOCTU B LEISIX MPOBEACHUS BaIMIAIMUA OMOAHAIUTHYECKOU
METOAMKA W aHaIW3a HCIBITYEMBIX OOpa3IOB K XOJOCTOMY OHOJOTHYECKOMY 00pasiry
(Omonoruueckomy o0pasily, He CoJepKalleMy aHATU3UPYEMOT0 BEILIECTBA), UCIIOIIBb3YsI PACTBOPHI
CTaHJIaPTHBIX 00PA3I0B, 100ABIAIOT HCCIEAyEeMble aHATM3UpPYyEMbIE BellecTBa. B nomnonHeHune K
3TOMY HpU NPOOOIMOATOTOBKE Ui XPOMATOrpapUuecKuX METOAOB JOMYCKaeTcs J00aBIATH
COOTBETCTBYIOIIMI BHYyTpeHHMI cTannapt (BC).

6. Heo6x01uMo y10CTOBEpUTHCS B IPUTOAHOCTH CTaHAapTHOTrO o0Opasua u BC, mockoabKy
MX Ka4eCTBO (YMCTOTA) MOKET MOBJIUSTH Ha PEe3YyJIbTaThl aHAIHM3a U Ha PE3yJIbTaThl UCCIICOBAHMUS.
[TosToMy cTaHmapTHble O00paslbl, HCIOJb3yeMble IS BaIMJAIMM U aHAJINW3a HCIBITYEMbIX
00pa3loB, NOJKHBI OBITH TMOMY4YEHbl U3 HAJEKHBIX U IMPOBEPEHHBIX HCTOYHHKOB. K Takum
CTaHJApTHBIM 00Opa3liaM OTHOCATCS CepTU(UIMPOBAHHBIE CTAaHAAPTHBIE OOpa3Lbl, HAIIPUMED,
(dapmakornelinple, KOMMEpPUYECKHE CTaHAApTHhIE 00pa3libl WM aTTECTOBAaHHBIE CTaHAAPTHHIC
00pa31bl, MPUTOTOBJIEHHBIE CAMOCTOSATEIILHO HIIM BHEIIHEH HeKOMMepUeckoi opranu3anueit. J{ns
MOATBEPK/ICHUS YUCTOTHI U MPEJCTABICHUS CBEJIEHUN 00 YCIOBUSIX XpaHEHUs, CPOKE TOJHOCTH,
HOMEpE CepuH CTaHIaPTHOTO o0pa3iia HeoOXOoAUM CepTU(HKAT €ro aHaIH3a.
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Ecmu npuromHocts BC monTeepxaeHa, HanpuMep, OTCyTCTBUEM BIIHSIHHS aHATH3UPYEMOTO
BEIECTBA U €ro MpUMecei, TO UCTIOIb30BaHUE CePTUPUIIMPOBAHHBIX CTaHIAPTHHIX 00pa3ioB BC
He Tpebyercs (B cepTudUKaTax aHaIM3a HET HEOOXOTUMOCTH).

7.1lpu TpUMEHEHWH B KauyeCcTBE OMOAHATUTHUYECKOTO METO/Ja MAacC-CIIEKTPOMETPUU
(mamee — MC) 1m0 BO3MOYKHOCTH CJIEIyeT MCIIOIh30BaTh CTaOUIIbHBIE MeYeHHBbIe n30TomoM BC.
[Tpu »TOM HEOOXOAMMO, YTOOBI MEUEHBIN CTaHIAPT 00JIa AT BRICOKON M30TOIMHON YUCTOTOU U B
HEM HE TMPOUCXOAMIIN PEaKIUh HM30TOMHOTO oOMeHa. HeoOXommumo MpOBECTH MPOBEPKY Ha
HAIMYME HE3aSBJICHHBIX AHAIM3UPYEMBIX BEIIECTB, MPH OOHAPYKEHUU TIOCICTHUX CIEIyeT
OLIEHUTh BO3MOKHOE UX BIIMSHUE HA BATHIAIMIO OMOAHATUTHYECKOW METOIUKH.

2. ITotHag Baauaanus OHOAHAJIUTHYECKOI METOIUKH

8. JItobas OmoaHanmuTHUeCKas METOAMKA, HE3aBUCUMO OT TOrO HOBas OHA WJIM M3BECTHaf,
MOJJIC)KUT TTOJTHOW BaJTUAAIINH.

OCHOBHOH LIETBI0 BAIUJAIIMN OMOAHATUTUYECKON METOUKU SBJISIETCS IOATBEPKICHUE €€
HAJIOKHOCTH IS ONpEeAETCHHUS KOHLEHTPAIlMM aHAJU3UPYEeMOIro BEIIeCTBA B  TaKUX
Ouoornueckux odpasiax, Kak KpoBb, CHIBOPOTKA, IJIa3Ma, Moya U citoHa. bosee Toro, ecinu npu
POOONOArOTOBKE HCIIONB30BANICS AHTUKOAryJSHT, €ro e HeoO0XOIMMO HCIONb30BaTh IS
Banuaauuu. [lonHas Banmmaanus, Kak MPaBHIIO, MPOBOJUTCS AJS KaXKIOrO BHJIA KUBOTHBIX U
KaX/1011 pa3HOBUIHOCTH OMOJOTMYECKUX KUIKOCTEH, UCIIOIB30BAHHBIX B HCCIIEJOBAHUH.

Ecniu mpu mnpoBeneHuu Banuaauuyd OMOAHAIUTUYECKOM METOAMKH 3aTPyAHUTEIHHO
UCIOJIb30BATh Ty K€ PAa3HOBUAHOCTH OMOJIOTHUECKOM J>KUAKOCTH, KOTOpas MCIOJIb30Bajach B
pamMKax HCCIEIOBaHUs, TO MPH JOCTaTOYHOM OOOCHOBAaHUHU JIONYCTUMO HCIIOJIb30BATh
albTepHATHBHBIC OHONOTHYECKHE OOpa3ipl  (HAmpUMep, MOJEIbHYI CIHHHOMO3TOBYIO
KHUKOCTB ).

9. OCHOBHBIMH XapaKTEPUCTUKAMH OMOAHATIUTHYECKOW METOAMKH, HEOOXOTUMBIMHU IS
MOATBEPK/ICHUSI €€ MPHUEMJIEMOCTH U HAaJEKHOCTH aHAJIUTHUYECKUX pEe3yJIbTAaTOB, SBISAIOTCA
CENIEKTUBHOCTh, HIDKHHMHA TIpeles KOJIMYECTBEHHOTO OmpeAeieHHs, (YHKIHUS OTKIMKA H
QHATUTUYECKUN JHara3oH (BOCIPOM3BOJAMMOCTD TApaMETPOB TPAAYUPOBOYHONW KPHUBOH),
NPaBUIBHOCTb, MPEHU3UOHHOCTh, BIUSHHE MaTpuibl (3PQEeKTsl MaTpuubl (TMOJIHOTA
JIOUPOBAHUsA)), CTAaOMIBLHOCTh AHAIM3UPYEMBIX BEIIECTB B OWOJOTHYECKHUX oOpaslax u
CTaOMIIBHOCTB aHAIM3UPYEMOTro BelecTBa (Bemects) 1 BC npu xpaHeHnu, B pabo4ynx pacTBopax,
B U3BJICYCHUSIX B TEUEHHE BCErO NMEPHUOa XPAHEHUS U TPOOOIIOATOTOBKH.

10. U3y4yeHuto, Kak TpaBWIO, TOMJICKUT OJHO AaHAJIM3UPYEMOE BEILECTBO WM
JeMCTBYIOIEE BEIIECTBO, HO B HEKOTOPBIX CIIy4asiX ONPEAENAIOT KOHIEHTPALHI0 HECKOIbKUX
AHAJM3UPYEMBIX BEIIECTB. JTO MOTYT OBITh KakK [Ba pa3HBIX BEIIECTBA, TaK U HMCXOJHOE
COCIMHEHHE C €ro MEeTaboJIMTaMU WA dHAHTHOMEPHI (M30Mephl) ACHCTBYIOMIEro BeliecTBa. B
TaKuX CIydasx MPUHIMIBI BaTUIAllMA W aHalW3a CIPAaBEJIUBHI IS BCEX HCCIETYEMbIX
aHAJIM3UPYEMbIX BEILECTB.

CeJIeKTHBHOCTD (M30MPATEJIbHOCTD)

11. buoananuTuyeckas METOJUKA JTOJDKHA 00JIaaTh CIOCOOHOCTHIO nU(PEepeHITUPOBAThH
aHaJII/IBI/IpyeMOG BCIICCTBO U BC OT DOHAOT'CHHBIX KOMIIOHCHTOB ManI/II_H:I nu ,Z[pyrI/IX KOMIIOHCHTOB
oOpasma. CeleKTUBHOCTh OMOAHAIMTUYECKOW METOAMKHA HEOOXOAMMO MOATBEPANTH, HCTIOIB3YS
HC MCHCC 6 paSJII/I‘IHBIX NCTOYHUKOB COOTBGTCTBYIOH_II/IX XOJIOCTBIX 06pa3]_[OB, HEC cozlepxcaumx
aHATM3UPYEMOTO BEIIeCTBa (C AKCIIEPUMEHTAIBHBIM MOATBEPKICHHEM). B oTHOIIEHNH peakux
Pa3sHOBUIHOCTEH OHMONOTHYECKHX OOpa3LOB JOMYCTHMO HCIOJIB30BATh MEHbIIEE KOJIUYECTBO
UCTOYHUKOB. OTCYTCTBHE HCKAXKAIOIIETO BIUSHHUS KOMIIOHEHTOB XOJOCTOTO OHOJOTHYECKOTO
06pa3ua KOHCTaTI/IpyeTCSI, KaK HpaBI/I.HO, C€CJI1 UX CUTr”Hal 1o HI/DKHGMy Hpe;[eny KOJIMYCCTBCHHOI'O
onpexaeneHus He npeswimaet 20 % nng ananuzupyemoro Beniectsa u S % — g BC.

B HGKOTOpBIX cnyqa;lx MOXKET HOHaI[OGI/ITBCSI HUCCICOOBAHUEC CTCIICHU BJIUSHUA
MEeTa0O0JIUTOB JICHCTBYIOIIETO BEIIECTBA, a4 TAK)KE MPOAYKTOB JETPaJalllK, 00pa3yoMUuXCs IPH
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MpOoOOMOATrOTOBKE, M OJHOBPEMEHHO NPHUMEHSEMBIX JIEKapCTBEHHBIX MpemnapaToB. Ha srtame
BaJUIalid OMOAHAIMTUYECKONH METOJIMKH WM Ha dTale aHaln3a KOHKPETHOTO MCCIIeIOBAHUS U
aHAJIM3MPYEMOr0 BEIIeCTBa HEOOXOAMMO MPHUHATH BO BHHMaHHE JIEKapCTBEHHbIE IpernapaThl,
MPUMEHSBIINECS HUCCIETyEeMON MOMYJIALUEH KaK COMyTCTBYIOIIHE.

12. Ecnmi mpuMmernmMo (11t HeCTaOMIIBHBIX METaO0IMTOB, HAIPUMED, KUCIBIX METa00JIUTOB
B 3(upe, HecTaOMIbHBIX N-OKCHI0B UJIH TIIOKYPOHUIOB, COCTUHEHUH C TAKTOHHOU CTPYKTYpOi),
HEOOXOIMMO OIICHUTh BO3MOXXHOCTH OOpaTHOTO MpeoOpa3oBaHUs METa0OJUTa B HCXOTHOE
aHAIM3MPYyEeMOE  BEIIECTBO Ha pAa3IWYHBIX JTamax aHanmm3a (BKIIOYas  TPOIEAYpPHI
MpoOOMOATrOTOBKM WM B u3BiledeHuu ansg MC-ananuza). HeoOXonuMo yCTaHOBUTH CTENEHb
00paTHOro NMpeodpa3oBaHUs U MPOAHAIM3NPOBATH €T0 BIMSHUE HA Pe3yNIbTaThl ucciaeaoBanms. Ha
paHHUX 3Tanax pa3padOTKH HOBOT'O XUMHYECKOI'O COEAMHEHMUS, MIOKa ero MeTaboyIu3M elle He
M3Y4YeH, TaKyIO OLIEHKY OCYIIECTBUTh HEBO3MOXKHO. TeM He MeHee MocJe MOJIyuYeHHs B IpoLiecce
pa3paboTKK HOBBIX JaHHBIX O METa0OIU3ME ACHCTBYIOLIETO BEIIECTBA HEOOXOAMMO yUUTHIBATD
npobaemMy 00paTHOTrO MpeoOpa3oBaHus, YTO TpeOyeT MPOBEACHUS YAaCTUYHON BaJIUAIINY.

B HekoTOphIX ciayyasX JOCTATOYHO CJIOXKHO MOJYYHTh JOCTYI K CTaHAApTHBIM oOpa3lam
uccieayemMbix MetaboauToB. C Ipyroif CTOpoHbI, 0OpaTHOE Mpeodpa3zoBaHNe METAO00INTA MOXKHO
OIICHUTh, TPOBOAS TOBTOPHBIM aHAJIW3 aKTUBHBIX o00pasmoB (00pa3loB, cojaepiKalmx
aHAIIM3UPYEMbIE BEIIECTBA, B3SATHIX OT CYOBEKTOB UCCIICOBAHUS WIIH )KUBOTHBIX ). OJIHAKO B 3TOM
ClTy4ae HeJb3s UCKIIIOYUTh 00paTHOE MpeoOpa3oBaHue B MpoIiecce MPoOOIOArOTOBKH.

Baunsinne (3¢ ¢pexr) nepenoca

13. Ilpu pa3zpaboTke METOAMKH HEOOXOJUMO IPUHUMATh BO BHUMaHUE 1 MUHUMH3UPOBATh
MEPEHOC aHATM3UPYEMOTO BEIIeCTBA OT MPoOBI K Mpobde. B mporecce Banmumanuu HE0OX0UMO
ornleHUTh A(M(PEeKT TmepeHoca, BBOAS XOJOCTbIE OO0pa3lbl TMOCIEe O00pa3loB C BBICOKOU
KOHIIEHTpallMeld WM TPaTyHpPOBOYHBIX PACTBOPOB BEPXHHUX YPOBHEH KOJIMYECTBEHHOTO
onpexnenenus. IlepeHoc B xoiocToi oOpasen Mmociie CTaHJApTHOTO pacTBOpa C BBICOKOM
KOHIIEHTpalued He NoinkeH mpeBbimarh 20 % BETUYHHBI HUXKHETO TMpeleina KOJIMYECTBEHHOTO
onpeneneHuss (HIIKO) (kak sTo ykazaHo B mopapazzaene «HwkHmiA mpenen KoJWYeCTBEHHOTO
oTpeeNieHus» HacTosero pasaena) u S % — st BC. Ecnu oueBUAHO, 4TO MepeHOC HEMZOEKEH,
uccienyeMble 00pa3lbl HE paHAOMU3HMPYIOT. [l TOro YToOBl MEPEHOC HE MOBIHAI Ha
MPABIIIBHOCTH U IPEIU3UOHHOCTD, HEOOXOIMMO B XO/I€ BaTHIALUHU TPETYCMOTPETh CIICIIHATILHBIC
MephI (HarpuMep, mocje o0pasioB ¢ 0’KMIaeMON BRICOKON KOHIIEHTpAIlMEH U 0 Hayayla aHaau3a
OUYEPETHOTO UCIIBITYEMOTO 00pa3iia BBOJIUTh XOJIOCThIC 00pa3Ilhl).

HuxHuil npeaes KOJIM4eCTBEHHOT0 ONpe/ieIeHus

14. Hwxuauii  npepen kommuectBeHHoro ompenenenus (HIIKO) ecte HanMeHbInas
KOHIEHTpallMs aHaJU3upyeMoro BellecTBa B o0Opaslie, KOTopas IMOANAeTCs HaASKHOMY
KOJIMYECTBEHHOMY OIPEAEICHUIO C MPUEMIIEMOI NPaBUIIBLHOCTBIO U Npenu3noHHocTeio. HITKO
CUMTAETCS HAMMEHBIIUM TPAAyHPOBOYHBIM CTaHAAPTHBIM OOpa3noM (KaKk 3TO YKa3aHO B
noapaszaenax «IIpaBmibHocTe» 1 «IIpenu3anoHHOCTY HacTosero pasaena). [Ipu atom curnan
aHanu3upyemoro BemiectBa u3 oopasma ¢ HIIKO nomken He MeHee 4eM B 5 pa3 MPEBOCXOIUTH
BEIMYMHY CcUTHana xojoctoro obOpasua. HIIKO HeoOxomumo amanTupoBaTh K OXKHUIAEMbIM
KOHIEHTPalUsAM U LeNu HCCIeAoBaHUs (HampuMep, B HUCCIEJOBAaHUM OMOSKBUBAJICHTHOCTH
HITKO He nomkeH ObITh BbIme, 4eM 5 % OT Cmax (MUHUMAIbHOH BeIWYUHBI Cmax M3 BCEH
BBIOOPKH CYOBEKTOB)).

I'panyupoBoyHasi kpuBasi (JIMHEHOCTD)

15. Heobxoaumo OLEHUTh (YHKIMIO OTKIWKA TPaayHpPOBOYHONM KPHBOM JJIA BCEX
KOHLIGHTpaI_[I/Iﬁ AHAJIM3UPYCMOI'0 BCIICCTBA, IPHU 3TOM H3YUYCHUIO ITOIJICIKUT OHpC,Z[GHGHHBIfI
Irana3oH KOHIeHTpaluid. ['pagyrnpoBoyHble cTaHAapTHBIE 00pa3Ilbl TOTOBAT MyTeM J00aBIEHUS
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aHAJIM3MPYEeMOr0 BEIIECTBA C UW3BECTHBIMM KOHIEHTPALUMsSMU K XOJOCTOM mpobe ¢
WCIIOJIb30BAaHUEM TOW JK€ €€ Pa3HOBHIHOCTH, KOTOpas OyJeT MoiydeHa B WCCIICJOBAHHH.
Kaxxnomy aHanmuzupyeMomy BeUIECTBY, H3ydaeMOMY IpHU BaJUJalUd OHOAHAIUTUYECKON
METOAMKHA, M KaXJOMY AaHAJIUTUYECKOMY LMKy JOJDKHA COOTBETCTBOBATH OTAENIbHAS
rpagyupoBOYHAs KpUBasl.

B uneane mo Havana mpoBeIeHUST BATUIAIUN OMOAHATUTUIECKOW METOTUKU HEOOXOIMMO
YCTAaHOBUTH OXKUJAEMbIA JUANa30H KOHLEHTpAaUUWd. DTOT Ouana3zoH JIOJDKEH MepeKphIBAThCS
aHAJTMTUYECKONH O00IacThi0 NpUMEHseMol Meronuku, 3amaBaemMorr HITKO kak HaumMeHbIIETo
IpalydipOBOYHOTO CTaH/IApTa M BEPXHUM MpeernoM koaudectBeHHOTo onpeaenenus (BIIKO) kak
HauOOJBIIET0 TPAAYUPOBOUYHOTO cTaHmapra. JlmamazoH HeoOXOauMO 3a7aTh C  IEJbIO
HaJJIeXaIlero onucanus GapMakOKHHETUKU U3YYaeMOTo aHATM3UPYEMOro BellecTBa.

16. ITomumo xonoctoro obpasiia (MoABEPrHyTOro 00padoTKe OMOIIOTUYECKOTO 00pasia, He
cojepxkaiiero aHamusupyemoro BemiectBa uiau BC) u HyneBbIx 00pasnoB (IMOABEPTHYTHIX
00paboTke Oronorndeckux oopasios, coaepxamux BC) HeoOX0quMO UCIIONBE30BaTh HE MeHee 6
Pa3IMYHBIX TPAAYUPOBOYHBIX KOHLEHTpaui. Kaxaplii rpafyMpOBOYHBIN CTAaHAAPT JOMYCKAECTCS
aHAIM3UPOBATH TOBTOPHO.

17. Heobxoammo HMCHOJIb30BaTh 3aBUCHUMOCTb, KOTOpasi MPOCTO M HAACKHO TO3BOJISIET
omucath (PYHKIHIO OTKIMKA AHATMTUYECKOTO CHTHAlIa OT KOHIICHTPAIMU aHAIM3HPYEMOTO
BeulectBa. [Ipy BBIYMCIIEHHH MapaMeTpPOB IPaIyHpPOBOYHOM KpPHUBOM XOJIOCTHIE M HYJIEBBIE
00pa3ibl HE YYUTHIBAIOT.

18. B oT4eTe HEOOXOIUMO OINUCATH MapaMETPhl TPATYUPOBOYHON KPUBOH (IJIs1 JIMHEHHOM
perpeccuu — yroJ HakJIoHa W CBOOOJHBIN uieH (mMpu HEOoOXOIUMOCTH TMOcCienHero)). B
JIOTIONIHEHWE K 3TOMY, HapsAy C pPACCUYUTAHHBIMU CPEAHMMM 3HAYEHHUSIMH MPaBUIBHOCTH,
HE0OXOUMO TMPEACTABUTh IKCIIEPUMEHTAIBFHO PacCUMTaHHBIC KOHIIEHTPAIIUU TPaTyHPOBOYHBIX
CTaHapToB. B oTueTe HEOOXOAUMO MPECTABUTH BCE UMEIOLTUECS WU IpUeMIIeMble KpUBBIE (HO
HE MeHee 3), IOJy4YEHHBIE B X0/1€ BaJIUIaLUU.

19. DKkcriepuMEeHTaNbHO PAaCCUUTAHHbIE KOHIIGHTPALMM TPaJyHPOBOYHBIX CTaHIApTOB
JOJDKHBI JIeKATh B mpeaenax £15 % ot HoMuHanbHBIX 3HaYeHUH (3a uckmouenueM HITKO, mis
KOTOPBIX 3TH 3HAYEHUsS] MOTYT HaXOAUThcs B mpenenax +20 %). DToMy KPUTEPHUIO JOJKHBI
COOTBETCTBOBaTh HEe MeHee 75 % TpaayrpOBOYHBIX CTAHJAPTOB B HE MEHEe 4yeM O paszIuyHBbIX
KOHIEHTpauusax. Eciau ucrnonb3yroTcsi MOBTOPHOCTH, STUM KpUTepusaM (B mpenenax +15 % wnu
+20 % pns HITKO) mommkHBI cooTBEeTCTBOBaTh He MeHee S50 % WCHBITAaHHBIX OOPa3IoB IS
KaKIOW KOHLIEHTpAllUd TPagyHMpOBOYHBIX CTaHAapToOB. Eciu rpaayupoBOUYHBIM CTaHIapT He
COOTBETCTBYET 3TUM KPHUTEPHUSM, €r0 HEOOXOJUMO HUCKIIOYHTh, a TPaTyHPOBOYHYIO KPUBYIO
nepecyuTarh 06€3 ydera 3TOro CTaHJapTa (B TOM YHUCIE MPOBECTH MOBTOPHBINH PErpecCUOHHBIM
ananmu3). Ecnu Bce moBTopHOCTH TpanyupoBouHblx craHaaproB HIIKO wmu BIIKO 6butm
3a0pakoBaHbl, TO BaJUAALMIO COOTBETCTBYIOIIEH CEpUU TPaJlyHPOBOUYHBIX PACTBOPOB HE
mpoBoAsaT. I[lpu STOM HEOOXOIWMO YCTAaHOBUTH NPUYUHBI 3a0pPAaKOBKH, a METOJIUKY TIpHU
HeoOxoauMocTu nopaborars. Ecnu Banumanus cienyrouieil cepuu Takke He MPOXOAMT, TO 0
HayaJjia HOBOM BAIMIAIIUU HEOOXOIMMO MEPECMOTPETh METOTUKY .

20. HecMoTpss Ha TO, 4YTO TpPaayHpPOBOUYHYID KPHUBYIO IKEJIATEIbHO CTPOHUTH C
MCIOJIb30BAHUEM CBEKETPUTOTOBJICHHBIX O0pa3IoB, MPU HATUYMH HAJICKAMUX JAHHBIX TIO
CTaOWJIBHOCTHU JIOIYCKAaeTCs MCIOIb30BaTh paHee MPUTOTOBICHHBIE U TOBEPTIINECS XPAaHEHUIO
rpajyupOBOYHBIE OOPA3IIBL.

IIpaBuibHOCTH

21. IlpaBUIBHOCTh AHAIUTHYECKOM METOAMKHM BBIpaXKaeT OJM30CTh IOJNyUYEHHBIX C
MIOMOILbI0 HEE 3HAUCHMH K HOMMHAIBbHBIM KOHLIEHTPALUSAM aHAJIU3UPYEMOTo BellecTBa (Kak
MIPaBUJIO, OHA BBIpaXKaeTcs B MporeHTax). [IpaBuiIbHOCTh HEOOXOIMMO OLICHUBATH 1O 00pa3iam
1utst KoHTpoutst kadecTBa (KK) — o6pasiiaM, kK KOTOpsIM J00aBIIEHO 3apaHee U3BECTHOE KOJTUIESCTBO
a"Hanmu3upyemoro BemectBa. OOpasubl ans KK roroBaT HeE3aBUCHMO OT TpagyHpOBOYHBIX
CTaHJapTOB, UCIIOJIb3Ys Pa3IMYHbIE IPEABAPUTENBHO IPUTOTOBICHHbIE HCXOAHBIE PACTBOPBHI.
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22. O6pazubl st KK aHanu3upyoT mo TrpagyrupOBOYHON KPUBOHM, HKCIIEPUMEHTAIBLHBIE
3HA4YEeHHUsI KOHIEHTPAIMH CPAaBHUBAIOT C HOMUHAJIBHBIMU. [IpaBUIBHOCTH B OTYETE BHIPAXKAIOT B
BUJIE TPOLEHTAa OT HOMHUHAIbHBIX 3HaueHUU. [IpaBMIIBHOCTH HEOOXOAUMO OMpPENEeIsTh IO
KoHIeHTpauusaMm obpasuoB ast KK, nomydaembeiM kak BHyTpH | mukia (MpaBHIBHOCTh BHYTPH
[UKJIA), TaK U B PA3HBIX MUKJIaX (MPaBUILHOCTH MEXIY IIUKIIAMH).

C wmenpio OIEHKH JIOOBIX BPEMEHHBIX TEHACHUMH BHYTpH 1 IUKJIa LenecooOpaszHo
MOATBEPAUTH MPABUIBLHOCTh U MPEIU3UOHHOCTH aHanu3a obpasnoB a1 KK He menee uem B 1
[IUKJIE, COOTBETCTBYIOIIEM [0 BEJIWYMHE IUIAHUPYEMOMY aAHAJTUTHUYECKOMY I[HMKIY JUIS
HCIIBITYEMBIX 00pa3IloB.

Hpaeuﬂbuocmb GHYmpuU uuKjia

23. IIpaBuUabHOCTH BHYTPH LIUKJIA OMPEACIISIOT IyTEM aHaIN3a BHYTPH | IIUKIIa HE MeHee 5
00pa3IoB OJHOWM KOHIIGHTPAIlMK HEe MEHee 4eM JUIsl 4 pa3iMYHbIX KOHIEHTPALUN, BXOISIINX B
Jrana3oH MpUMEHEeHHs] MeTOAUKHU. PekoMeHTyeMble KOHIIEHTPAIIH:

HIIKO;

TpoitHas BenuunHa HITKO (HmxHMIA ypOBEHB);

oko0110 30-50 % OT BepXHel rpaHHULIbl OTIPEACIIEMbIX KOHIIEHTPAUH (CpeAHUN YPOBEHB);

He MeHee 75 % OT BepxHel rpaHULIbl ONpeiesieMbIX KOHIIEHTpaluii (BEpXHUN YPOBEHb).

Cpennee 3Ha4€HHE PACCUYUTAHHBIX KOHIIEHTPAIMI JOIKHO HAXOAUThCS B mpenenax £15 %
OT HOMHMHAJIbHBIX 3HadeHu# s oopas3noB 11t KK; omnako mis HITKO mpenensr momyckaercs
paciupuTh 10 +20 % OT HOMUHAJIbHBIX 3HAUEHUH.

Ilpasunvnocms mexcoy yuxkiamu

24, JIns Banumanuyd TPaBHIBHOCTH MEXAy IUKiIamMu HeoOoxoaumo oueHuTs HIIKO,
HIWKHUW, CpeaHud u BepxHH ypoBHHM oOpasuoB mis KK w3 He Menee uwem wu3z 3
MPOAHAIM3UPOBAHHBIX IIMKJIOB, IIPOBEICHHBIX B TEUCHHE HE MEHEE 4YeM 2 pa3IMYHbIX JHEH.
CpenHee 3HaYECHHE PACCUUTAHHBIX KOHIEHTPALMA TOJHKHO HAXOOUTHCS B mpenenax +£15 % ot
HOMHUHANBHBIX 3HaYeHu U1t oopasuoB it KK; s HITKO npenenst gomyckaercs: paciipuTh
1o £20 % oT HOMHUHAJILHBIX 3HAUCHHUIA.

25. B otuer 0 Baiiaiuu METOJUKH MPU ONPEAEIEHUN MPABWIBHOCTA U MPEIIU3UOHHOCTH
HEOOXOAMMO BKJIIOYUTH BCE IMOJYUYEHHBIC PE3YJIbTaThl, 32 MCKIIOUEHHUEM JOKYMEHTHPOBAHHBIX
MIPOMaxoB.

IIpeun3noHHoOCTH

26. IIpenn3nOHHOCTh AHATUTHYECKOH METOJIUKH — 3TO CTENEHb OJIU30CTH PE3yJIhTaTOB
MEXIy OTACIbHBIMA TOBTOPHBIMH HM3MEPEHHUSMH, BBIPAKAIOIIASICI B BHUAE OTHOCHUTEIHHOTO
CTaHJApTHOTO OTKJIOHEHHUS (koddduirenta Bapuanuu). IIperu3MOHHOCTE HEOOXOIUMO
noaTrBepauthb 1yt HITKO, HukHETO, CpeTHero U BEpXHEro ypOBHEHW KOHIIEHTpAlUU 00pasIoB st
KK kak BHyTpu | nukia, Tak 1 MEXAy pa3HbIMU [IUKIAMU, TO €CTh JJIs TEX K€ [IUKIJIOB U IAHHBIX,
YTO U NMPHU MOATBEP)KICHUHN TTPABUIHLHOCTH.

Hpeuusuonuocmb GHympu YuKia

27. Ilpu orieHKe MPENU3UOHHOCTH BHYTPH ITUKJIa HEOOXOAMMO HCIIOJIb30BaTh HE MeHee 5
obpaszuoB onHoM KoHueHTparuu s HIIKO, HmkHEro, cpeqHero M BEPXHEr0 YpOBHEU
KoHneHTpauuu ooOpasnoB mis KK BHyTpum opHoro mnukma. OTHOCHTENBHOE CTaHIApTHOE
OTKJIOHEHHE BHYTpH | IHKIJIa HE JOJDKHO mpeBbimaTh 15 % mis oopasuos ais KK, nns HITKO
OHO HE JAO0JKHO TipeBbIath 20 %.

Hpeuuzuomtocmb Me.):‘(‘dy uuKkiamu



50

28. IIpu oreHke TPEIM3UOHHOCTH MEXIy IukiIaMu HeoOxommmo ompeaenuts HITKO,
HIDKHUH, CPeTHUI W BEpXHMU YpOBHU KOHLEHTpaiuii oOpasnoB mns KK He meHee yem u3 3
MPOAHAJIM3UPOBAHHBIX IMKJIOB, MPOBEJACHHBIX B TEUCHHE HE MEHEE 4YeM 2 pa3IM4HbIX JHEH.
OTHOCHUTENBHOE CTAaHAAPTHOE OTKJIOHEHUE MEXIY IUKIaMU HE JOJKHO IpeBbimath 15 % nmns
obpasnos 1 KK, g HITKO ono He momkHo npeBbimaTh 20 %.

OtcyrcTBHe BaNsIHUS pa30aBJieHnst 00pa3unos

29. Crenenn pasz0aBiieHHss 00pa3IoB HE JIOJDKHA BIUSATH Ha MapaMeTPhl MPAaBHIBHOCTH U
MPEIU3UOHHOCTH METOAUKH. [10 BO3MOKHOCTH BaJIUIAINIO pa3daBiieHus 00pa3ioB HEOOXOAMMO
MPOBOAUTH MyTeM J00aBJICHHUS K MAaTpUIE aHAIM3UPYEMOTrO BEIIeCTBa B KOHILEHTPALUU BbIIIE
BEpXHEU TPaHUIIbl OMIPESISIeMbIX KOHIIEHTPAIUN 1 Pa3BEICHHSI ITOJIyIEHHOTO 00pasiia X0JIOCTON
npoOoii (He MEeHee 5 omnpeeNieHni Ha Kaknoe paz0asienue). [IpaBUIbHOCTS U MPEIM3NOHHOCTD
JIOJDKHBI HAXOAUTHCS B MIpEZieNiaX yCTaHOBICHHBIX KpUTEpUEB npuemieMoctu (e 6onee +15 %).
AHanUTUYECKU aHMana3oH (Auamna3oH NMPUMEHEHHUsI) JOJDKEH BKIIIOYATh B ce0s pa3OaBiieHHE,
MPUMEHSIEMOE K UCTIBITYEMbIM 00pa3iam.

30. OueHKy nuamna3oHa NPUMEHEHUSI MOYKHO ITPOU3BECTH B paMKaX YaCTUYHOM BaJliIalliH.
JlommyckaeTcsi WMCHONB30BaTh HWHYK MATpHUIly, €CIH II0Ka3aHO, YTO OHAa HE BIHUSET Ha
MPELU3UOHHOCTH U MPaBUIBHOCTD.

dddexT MaTpULBI

31. ITpu npumenennn MC-MeToarK HE0OX0IUMO OLIEHUTH A (DEKT MATPHUIIBI, UCTIONIB3YS HE
MeHee 6 cepuii XOJI0CThIX 00pa3IOB OT Pa3HBIX CYOBEKTOB (ICTOYHHUKOB).

32. IlyreM BBIYMCIEHUS OTHOLICHHS MAaKCUMAJIbHOW TIUIOMIAM MHKAa B MPUCYTCTBUHU
MaTpUIlbl (OMpeaessieTcs MMyTeM aHajlu3a MOArOTOBICHHOTO XO0JIO0CTOro odpasia ¢ 100aBIeHHOM
M3BECTHON KOHIIEHTpAIlMEH aHAIM3UPYyEeMOro BEIIECTBA) K MaKCUMaJIbHOW IUIOMIAAN THKA B
OTCYTCTBHE MaTPUIIbI (YUCTHINA PaCTBOP AaHATTU3UPYEMOT'O BEIIECTBA B TOM K€ KOHIICHTPAINH ) ISt
KKIOW cepuM MaTpullbl JUIs BCeX aHAIM3UpyeMbIx BemiecTB U1 BC HeoOxonuMo paccuuTath
s ekt matpuitsl (OM). Heobxoaumo paccuntath HopManu3oBaHHbI DM o BC (kak wacTHOe
or neneHuss OM anammsupyemoro BemectBa Ha OM BC). OTHOCHUTENBHOE CTaHIAPTHOE
OTKJIOHEeHHe HopManu3oBaHHOro DM no BC, paccuntannoe a1t 6 61onorudeckux o0pasios, He
NOJDKHO mpeBblaTh 15 %. M3mepeHuss OCyHIECTBISIOT JUIi HUXKHErO M BEPXHETO YPOBHSA
KOHIIeHTpauuit oopasuos i KK.

[Ipy HempUMEHMMOCTH TaKOro MoJXoja (Hampumep, MpH MPOOOMOATOTOBKE B PEKHUME
pEaTbHOTO BPEMEHH) HEOOXOUMO OIICHUTHh BapUAOETHLHOCTh OTKIMKOB MEXKIY CEPHSIMH ITyTEM
aHaJiM3a He MeHee 6 cepHil MaTpullbl, B KOTOPYIO 00aBJI€HO aHAIM3HPYyEeMOE BEIIEeCTBO Ha
HIOKHEM M BEpPXHEM YypOBHSAX KoHIeHTpammu obOpasuoB misi KK. B ordere o Bammmanmwm
HEeoOXOaUMO TMpEACTaBUTh IJIOLIAAM IHKOB aHaiau3upyemoro BemectBa u BC, a Takxke
paccurTaHHbIe KOHIIEHTPAIUH KaXK0r0 o0pa3na. OTHOCUTENBHOE CTaHIAPTHOE OTKJIOHEHUE /TS
CEpHH HE JIOJKHO MpeBbIath 15 %.

33. Ecan MaTpulia Majlol0CTyIIHA, JOIIYCKAETCsl NCII0JIb30BaTh MEHEE 6 pa3Iu4HbIX Cepuit
MaTpuIl, OJHAKO TaKOW MOJaX0J HEoOX0auMO 00OCHOBaTh. B 3TOM cityuae Taxke HEOOXOAMMO
OLIEHUTH 3(P(HEKT MaTPHIIBI.

34. Ecnu nexkapCTBEHHBIN Tpernapar, npeaHa3HAaYeHHbIN ISl MapeHTEPATIbHOTO BBEACHUS
CyOBEKTaM HMCCIEIOBAHUS WM )KUBOTHBIM, COJEPKUT BCIIOMOTATEIbHBIE BEIECTBA, CITIOCOOHBIC
BBI3BaTh 2P (HEKT MaTpHUIIbl (HapuMep, MOTUITHIICHTIINKOIb I TToJincopoar), 3 h ekt MaTpuiibl
B JIOTIOJIHEHHE K XOJIOCTOW MaTpHUIE OLIEHUBAIOT, UCIOJIB3YsI MATPUILy, COIEPIKAILYIO YKa3aHHbIE
BCIlOMoOraTesnbHble BemecTBa. Eciu He jgoka3aHo, YTO yKa3aHHbIE BCIIOMOTaTellbHbIE BEIIECTBA
MOJIBEpraroTcs MeTabonu3My Hiu OuoTpancopmMaliy in vivo, MaTpuIly IJIsl aHAJIN3a TOTY4aioT
0T CyOBEKTOB HCCIIEJOBaHMSI WJIM KUBOTHBIX, KOTOPHIM BBOJWJIM STH BCIOMOraTejbHbIE
BellecTBa. BiMsHUE BCIIOMOTaTeNbHBIX BEIIECTB MOXKHO OIICHUTH ITyTeM BbIYHMCIeHUS DM wiun
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IIPOBE/ICHUS] HCCIIEIOBaHMs IOCPEACTBOM pa3BEACHUS HCHBITYeMOro oOpas3la ¢ BBICOKOM
KOHILICHTPALEH B XOJIOCTOM MAaTpPHUILIE, HE COACPIKALICH BCIIOMOraTeIbHbIE BEIIECTBA.

35.B nomosHeHWe K CTaHAAPTHBIM OHoJIorMYecKuM oOpasmaMm 3(deKkT MaTpuirbl
peKOMEHAyeTCS  OLIEHMBAaTh HAa  «HECTaHAAPTHBIX»  obOpasuax (Hampumep, oOpa3max
TUIIEPIIUIHNIEMUYECKON T1a3Mbl MIIH I1J1a3MBbl, TOJTy4Y€HHON U3 KPOBH, OJBEPIILIEICS FEMONIN3Y).
Ecnu ananuzy nozuiexxar oOpasisl OT 0COOBIX TPYNHI MAlMEHTOB (HampuMmep, ¢ MOYEUHOW WIIH
[IEYEHOYHON HEIO0CTaTOYHOCTBIO), IPPEKT MaTPULbl PEKOMEHAYETCS OLIEHUTb, UCIOJb3Ys
Ouosiornyeckue oOpasubl OT TAKUX MAI[EHTOB.

CTaduiIbHOCTh

36. UTOOBI yIOCTOBEPUTHCS, YTO KAXKIBIM 3Tam MNPOOOMOATOTOBKH M TOCIEAYIOLIETO
aHayiM3a 00pa3IloB, a TAK)KE YCIOBUS UX XPAaHEHUS HE MOBJIUSIM HA MOCTOSHCTBO COXpPaHEHUs
KOHIIEHTPAIUW aHAIM3UPYEMOTO BEIIECTBA, TPOBOIST HUCCISIOBAHUE CTAOMITHHOCTH.

37. CTabuabHOCTh HEOOXOAUMO OLIEHUTD JJI Ka)KAOT0 dTala aHaIUTHYECKON METOIUKH, TO
€CTh TOMYYUTh JOKA3aTelIbCTBA TOTO, YTO YCIOBHS, JJsi KOTOPHIX MPOBEIEHBI HCCIEIOBAHUS
CTaOWIBHOCTH (HAmpUMep, BUJT OMOJIOTUYECKOT0 00pa3iia, HATMYNE aHTUKOATYJIsTHTa, MaTepual
KOHTeliHepa (YMaKOBKH), XpaHCHHE W YCJIOBUS aHANM3a) aHAIOTHYHBI pPeaTbHBIM YCIOBUSM
aHaJlu3a UCHOBITYyeMbIX o00pa3noB. CchpUika Ha JUTEpaTypHble HCTOYHUKUA HE SBISAETCS
JOCTaTOYHBIM YCIIOBUEM.

38. CTaOuUIBbHOCTh aHAIM3WPYEMOTO BEIIECTBA B MCCIECIyEeMOM o00paslie OICHUBAIOT,
UCIIOJIB3Ysl 00pa3Ilbl HIXKHETO U BEpXHETO ypoBHs KoHueHTpauuu aist KK, koTopele uccnemayor
Cpasy 1nocie uX NpoOOnoAroTOBKHY U MOCJE XpaHEHHS B YCIOBHSIX, B KOTOPBIX TPOBOAUTCS paboTa
¢ ucnbITyeMbiMu oopaziamu. O6pasus! i KK, kak npaBuiio, aHanu3upyoT IO IpagyUupOBOYHOM
KpUBOH, pacCUNTAaHHOW MO CBEKETPUTOTOBIEHHBIM I'PaAyHPOBOYHBIM pacTBopaM. [loimyueHHbIE
KOHIIEHTPAIlU CPAaBHUBAIOT C HOMUHATBHBIMU. [IpaBUIBHOCTH 7S KaKIOW M3 KOHIICHTPAIIHA
(s cpeTHUX 3HAYCHM ) TOJDKHA HaXOAUThCS B Tipenenax =15 % oT HOMMHAJIBHOTO 3HAYCHHUS.

39. HeoOxoauMo, y4UTHIBasl JTMHEWHBIN NHUANa3oH W TUANa30H OMpPEIeICHHs JETEKTOopa,
UCIBITaTh CTAOMIBHOCTh UCXOJHBIX U padOYMX pacTBOPOB MOCIIE COOTBETCTBYIOIINX Pa3BeACHUH.

40. UccnenoBanusi CTaOMIBHOCTH HEOOXOAWMO IMPOBOJIUTH TPU PA3TMYHBIX YCIOBHSX
XpaHeHusi (HalpuMmep, HMCIONb3ysl MOAXO0J]l «HAUXYAIIEro Ccllydas»), MO0 CPOKaM pPaBHBIM HIIU
MIPEBBIIAIOIINM CPOKH XPaHEHUS (PAKTHUECKUX aHAIM3UPYEMBIX UCCIIETyEeMbIX 00pa3oB.

41. HeoO6xoaumMo MpoBECTH CIAEAYIONINE UCTIBITAHUS CTA0UITbHOCTH:

a) CTaOMIILHOCTh UCXOIHBIX M pab0YMX PacTBOPOB aHATH3UPyeMOro Bemiectsa U BC;

0) CTaOMIBLHOCTh 3aMOPOXKEHHOTO M Pa3MOPOKEHHOTO  OHOJIOTHYECKOTO 00pasiia,
COJIEpIKaIIero aHATH3UPYEMOE BEIIECTBO (MIEPEMENICHHOTO U3 YCIOBUN 3aMOPO3KH B KOMHATHYIO
TEMIIEpaTypy WU TeMIlepaTypy YCJIOBUH NpoOOMOATOTOBKM HE MeHee 4YeM B 3 IUuKIax
«3aMOPaXUBAHUS — PA3MOPAKUBAHUSY);

B) KpaTKOCPOYHAsI CTaOMIILHOCTh aHAJIM3UPYEMOTrO BEIIECTBA B OMOJOTHMYECKOM 00pasIie
[IPY KOMHATHOM TeMIIepaType Wil TeMIIepaType YCIOBUI IPOOOMOATOTOBKH;

I') €CTECTBEHHOE XpaHCHHE OHMOJIOTMUECKOro o0pasia, COJAEpXKaIlero aHau3upyeMoe
BEIIECTBO (B 3aMOPOKCHHOM BUJIE).

42. Kpome Toro He00X0IMMO TTPOBECTH CIICAYIONTUE UCTIBITAHUS (€CIIU TPUMEHUMO):

a) cTaMIIBHOCTh 00pasla Imocie MpoOONOArOTOBKY NMPH KOMHATHOW TeMIlepaType WIH B
YCIIOBUSIX XPaHEHUsI, KOTOpPbIE OYIyT UCIIOJIb30BAThCS BO BPEMS aHAIM3a;

0) CTaOMJIBHOCTh  TOJBEPIIINXCS MPOOOMOATOTOBKE OOpa3LOB B YCTPOWCTBE  JUIA
aBTOMATHUYECKOT0 BBOJIa MPOOBI IIPHU TEMIIEPAType MHKEKTOpA MM aBTO/103aTOpa.

43. N3y4yeHue cTabUIBHOCTH MPU 3aMOPAXHUBAHUU U paszMopaxuBanuu. O6pasisl st KK
XpaHAT 3aMOPOKEHHBIMH B MOPO3HJIBHOM KaMmepe MpH MpelyCMOTPEHHON TeMIIepaType U 3aTeM
pa3sMOpaXUBAIOT TIPU KOMHATHOW TeMIepaType WM TemrmepaType mpobdomnonaroroBku. [locie
MIOJIHOTO pa3MopakUBaHUs 00pa31bl 3aHOBO 3aMOPAKUBAIOT B TEX e YCIOBUAX. B KaXkaoM nukiie
00pa3Ibl JOKHBI HAXOAUTHCS B 3aMOPOKEHHOM COCTOSHUU B TEYEHHE MO MEHbIIel Mepe 12
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gacoB. KonnuecTBO HLMKIOB M3Y4YEHHs] CTaOMIBHOCTH «3aMOPaXKUBAHUSI — PA3MOPAKUBAHUS)
JIOJKHO OBITH PaBHBIM HIIM TIPEBHIIIATH KOJMYECTBO TAKHUX IIUKJIOB ISl HCIIBITYEMBIX 00Pa3IlOB.

44. 3yueHrne €CTECTBEHHOTO XpaHEHHUS 3aMOPOXEHHOTO OHOJIOTHYECKOTO 00pasia,
cojziepkariero ananusupyemoe BerectBo. O6pasiel st KK HeodxonuMo 3aMOpO3HUTh B TEX Ke
YCIIOBUSIX U XPAaHUTh B TAKUX YCIOBHUSX CTOJBKO K€, CKOJIbKO U HCIBITyeMble 00paslibl, WU
Jonbiie. B OTHOIIEHWM HHU3KOMOJEKYJSIPHBIX OpPraHMYECKUX COSAMHEHHH JIOMyCKaeTcs
MCIIOJIb30BaTh MOJIX0/l, OCHOBAHHBIIM Ha UCCIIEJOBAaHUH KpalHUX BapHAHTOB (METO OpEKeTHHTa),
HarpuMep, €cM CTa0WIBHOCTh MOATBEPKICHA Npu TemnepaTtypax munyc 70 u munyc 20 °C,
UCCIIEIOBaTh CTAa0MIBHOCTh MPU TEMIEpaTypax, MONaJaoliuX B 3TOT JAUWANa3oH, He TpeOyeTcs.
CTabWIBHOCTh KPYITHBIX MOJIEKYN (HApUMep, MENTHIOB U OETKOB) HEOOXOAMMO MOATBEPAUTH
U KaXA0W U3 TeMIleparyp, IpU KOTOPBIX OYyJIeT OCYILIECTBIATHCS XpaHEHUE OMOIOTHYECKUX
obpasuoB. B nononxenue k oopazuam s KK nomyckaercs ucnonb30BaTh HCIBITyeMble 00pa3Lbl,
OJIHAKO HCITOJIb30BAHUE TOJIBKO HCHBITYEMBIX 00pAa3IOB SBJISETCS HEIOCTATOYHBIM, MTOCKOJIBKY
HOMHWHAJIbHBIC KOHIIEHTPALUHA aHATH3UPYEMOTO BEIIECTBA B HUX HEU3BECTHHI. Pe3ylbTaThl
M3Y4YeHHs] CTAOMIBHOCTU MPHU €CTECTBEHHBIX YCIOBUSAX XPaHEHUS JOJKHBI OBITH MOIYYEHBI J0
COCTaBJICHHS OTYETA.

45. 3yuenne CTaOWMIBHOCTH HMCXOJIHBIX © paboumx pacTBopoB. llomrBepxaaTh
CTa0MJIBHOCTh PAa0OYMX PACTBOPOB Uil KaXJIOM KOHIEHTpalmuuh He TpeOyercs, MOIMycCKaeTcs
OTPAaHUYHUTHLCS TOATBEP)KICHUEM CTAOMJIBHOCTH KPAaWHUX BapUaHTOB (METOJOM OpPEKETHHTA).
[ToaTBepknaTh CTAOMIBHOCTh BHYTPEHHUX CTaHAaPTOB, MEUEHHBIX CTAOMIILHBIMH U30TOIIAMU, HE
TpeOyeTcsl, eclii MOATBEPAKACHO, YTO B YCIOBHSX, JUIsl KOTOPBIX MOATBEPK/I€HA CTAaOMIBHOCTD
aHAJM3UPYEMOT'0 BEIIECTBA, HE MPOMCXOUT PEaKIfii H30TOMHOIO OOMEHa.

46. B oTHOIIEHNH HCCIE0BAHNUS C HECKOIBKUMU aHAIN3UPYEMbIMH BELIECTBAMH, BKIIIOYast
OTJICNbHBIE HCCIEAOBAHUS OMOIKBHUBAICHTHOCTH, HEOOXOIMMO TOJATBEPAUTH CTAaOUIBLHOCTH
KOKIOr0 aHAIM3UPYEeMOro BelIeCTBA B OHOJIOTMYECKOM oOpaslie, cojepiKalleM Bce
aHAJIM3UPyEeMbIe BEIIECTBA.

47.B uensx MNOATBEPXKACHUS TOrO, YTO OMNPEACIseMble AHATUTUYECKOWM METOIUKOMN
KOHIIEHTPALlM aHAJM3UPYEMOr0 BEIIECTBA OTPAXKAIOT €ro HCTUHHOE COJCpKaHUE B
Onosornuecknx obpasmax cyObeKkTa UCCISTOBaHUS B MOMEHT UX O0TOOpa, HEOOXOAUMO HU3yUHTh
CTaOMIIBHOCTh aHAJTM3UPYEMOTO BEIIECTBA B OMOJIOTHYECKOM 00paslie, MOIy4eHHOM Cpa3y Iocie
otOopa 00pa3loB U B TEYCHHUE MOCIEAYIONIEH MPOOONOArOTOBKH BIUIOThH J0 IMOMEIIECHUS €T0 B
yCIIOBUsL XpaHeHHs. HeoOXOoAMMOCTh TOATBEPIKIEHUS TAaKOW CTa0WIBHOCTH  CIEIyeT
paccMaTrpuBaTh B YaCTHOM MOPSAKE, OPUEHTUPYACH HA XUMHUECKYIO CTPYKTYPY aHATU3UPYEMOTO
BEIIIECTBA.

3. YacTuuHas Baauaanus

48. IIpy He3HAUNTENBHBIX U3MEHEHUSIX PaHEE BAIMAUPOBAHHONW aHAIUTUUYECKON METOAUKU
(B 3aBHCHMOCTH OT XapakTepa TaKuX HW3MCHEHHWH) B TPOBEICHUM TIOJHON BalMJAIlMU, Kak
MpaBWIIO, HET HeoOxoauMocTh. K M3MEeHeHHsIM, B OTHOIIIEHUH KOTOPBIX JIOIYCKAETCS MPOBEICHUE
YaCTUYHOW BaJMJAIlMU, OTHOCATCS TpaHchep OHOaHATUTUYECKOW METOIUKH B APYTYIO
naboparopuro, 3amMeHa 000pyIOBaHMS, W3MEHEHWE [Wara3oHa MPUMEHEHUS, OrPaHUYCHHBIN
o0beM OHMOJOTHYECKHX O00pa3lloB, M3MEHEHHE PA3HOBHUIHOCTH OWOJOTHYECKOTO 00paslia HIIH
BUJIA )KUBOTHOTO, 3aMEHA aHTUKOATYJISTHTA, H3MEHEHHE TPOIeAYyPhI TPOOOIIOATOTOBKH, YCIOBHIA
XpaHeHus u Ap. B oTyeTe HE0OX0AMMO OTPa3UTh BCE MPOU3OIICIITNE U3MEHEHUS U 000CHOBATH
00BEM MMOBTOPHOM MITM YaCTUYHON BATHIAIUH.

O0beM YacTUYHOM BaJIMIAMM MOXKET IMpeanoyiaraTh 00beM padOT HauyWHAs ¢
MUHUMAITBHOTO 00bEMa, 3aKITFOYAOIIETOCs TOJBKO B BHITIOJTHEHHH OLIEHKH MPEIU3UOHHOCTH U
MPaBUIILHOCTH BHYTPH IUKJIA, U 3aKaHYMBAsI MPOBEJCHUEM TTOJTHOW BaJIUIAIUH.

4. IlepexkpecTHasi Baauaanusi
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49. Ecnu naHHBIE TIOMYYEHBI C TIOMOIIBI0 Pa3HBIX METOJOB (METOAMK) B paMKax TPYIIIbI
UCCIICIOBAaHU WJIM B paMKax OJHOTO KCCIENOBaHMA B Pa3IMUYHBIX Ja0OpaTOpHsxX C
WCIIOIb30BAaHUEM OJHOW M TOM K€ METOAMKH, HEOOXOJMMO CPaBHUTH IMOJYyYCHHBIC NAHHBIE U
MPOBECTH TMEPEKPECTHYIO0 BaTUAAINMIO MCIOIB30BAaHHBIX METOJOB (MeToAWK). B pamkax
MHOTOIICHTPOBOTO HWCCJEAOBAHHUS PAa3udus B MPOOOMOATOTOBKE WM HCIOIB30BAHUE HHOTO
AHAJIUTUYCCKOT'O METOAa MOKCET HpI/IBeCTI/I K paBHI/I‘IHBIM pe3yanaTaM. HO BO3MOXXHOCTHU
MEePEKPECTHYIO BATHIAIMIO HEOOXO0IMMO ITPOBECTH J0 aHAIM3a UCTIBITYEMBIX 00pa3IoB. B pamkax
MEPEKPECTHOM BaIMIAIIMM HEOOXOAMMO MPOoBecTH aHanu3 oOpasuos st KK uim ucnbITyemMbIx
00pa3IoB ¢ MOMOIIBIO BCEX UCIOJIB30BAHHBIX aHATUTHYECKUX METOI0B (MeToaMK). [lomydeHHbIe
C MIOMOIIBIO pa3J'II/I‘IHI>IX METOA0B (MGTOI[I/IK) Cpe,Z[HI/Ie 3HAUYCHUA HpaBI/IHBHOCTI/I JJI 06pa3u0B JJIs1
KK He nomkHbl paznuyarhest 6osee yeM Ha =15 %, oHaKo IpH JT0CTATOYHOM OOOCHOBAHHMH OHH
MOTYT pa3iuyaTrbcs Ha OONbIIyI0 BeaMuuHY. IlorpemHocTs MeXay [IByMs 3HAUYCHUSMHU
HCIIBITYeMBIX 00pa3IloB JOJDKHA YKJIAAbIBaThCS B AuamnazoH 20 % OT uX cpeaHero 3Ha4YeHHs HE
MeHee yeM it 67 % MOBTOPHOCTEH.

II1. AHaau3 ucnbITyeMbIX 00pa3uoB

50. Ilo 3aBepiIeHNN NOJHOW BaIMIALMU AHAJTUTUUECKON METOAMKY NIPUCTYIAIOT K aHAJIU3Y
HCIIBITYyeMBIX 00pa3ioB. Jlo Hadana aHaiM3a HCIBITYEMBIX OOpa3lloB HEOOXOAMMO IMPOBECTH
MPOBEPKY MPUTOTHOCTH OMOAHATUTUIECKON METOIUKH.

51. C uenpro oOecreyeHUss MPUEMIIEMOCTH AHAIUTHYECKOTO IMKJIA MPOOOMOATOTOBKY
UCIBITYEMBIX 00pa3ioB, oOpasnoB it KK u rpagyupoBOYHBIX pacTBOPOB HEOOXOIUMO
OCYLIECTBJIATh B COOTBETCTBUHU C BAIMAUPOBAHHON AHAIMTUYECKON METOANKOM.

1. AHATUTHYECKHHA ITUKJI

52. AHaTUTHYECKUN LUK COCTOMT M3 XOJOCTOro o0Opasia (MoaBeprHyToro oopaboTke
Ouosiornyeckoro odOpasiia, He COJAepIKallero aHaiausupyeMoro BemectBa win BC) u HyneBoro
oOpasma (momBeprHyToro o0OpaboTke Owosornmueckoro obOpasma, coxepxkamero BC),
IpaJlydpOBOYHBIX PACTBOPOB HE MEHEE UeM B 6 KOHIIEHTpalusax, oopas3ios 1 KK He menee yem
B 3 KOHIIEHTpalUsIX (HUKHUI, CPEHUI U BEpXHUI YPOBHH) B 2 TOBTOPHOCTSX (MM HE MeHee 5 %
OT KOJINYECTBA UCIBITYEMBIX 00pa3IOB B 3aBUCHMOCTH OT TOTO, YTO OOJbBINE) U HCIBITYEMbIX
o0pa31oB, moajexanmx aHanusy. Eciu HoMHHaNbHbIE KOHIIEHTPAIIMU UCXOHBIX PACTBOPOB HE
YCTaHOBJIEHBI, TPAAYHPOBOYHBIE pacTBOPHI B 00pa3isl Mt KK He00X01MMO TOTOBUTH OTIENBHO,
UCIOJIb3Ysl pa3Hble MPUTOTOBIIEHHBIE HCXOJHBIE pacTBOpbl. Bce oOpasipl (rpagynpoBOYHBIE
pactBopsl, 00pasibl st KK u ucneiryembie 00pasiibl) MO IeKaT MPOOOMOATOTOBKE KaK earHAS
cepus oOpa3lOB B MOpSAIKE, B KOTOPOM OHHM JOJDKHBI aHalu3upoBaTbca. EnuHas cepus
MPEJCTaBIseT COO0M 00pa3Iibl, MOAIESKAIINE TPOOOIIOATOTOBKE B OHO U TO XKe BPEeMs, TO €CTh
MOCJIeI0BAaTEIbHONW HEMPEPBIBHON 00pabOTKe OJHUM M TEM )K€ aHAIUTHUKOM C HCIOJIb30BAHUEM
OJIMHAKOBBIX PEAaKTUBOB B CXOMHBIX ycloBusix. Cremyer wu30eraTh aHaiIM3a pas3ieiabHO
MIPUTOTOBJIEHHBIX 00Pa310B B KaYeCTBE HECKOJIIBKUX CEpUi B OJTHOM aHAIUTUYECKOM Iukie. Ecnu
TOoro u30exarb HE yhaercs (Hampumep, BCIEICTBHE OTPAaHUYCHHWH MO CTAOMIBHOCTH MPH
MpoOOMOATOTOBKE), TO KaXKIash CepHs JIOJDKHA BKIIIOYATh B ce0st 00pasisl st KK kak MuaMMYyM
3 ypoBHEH KOHIEHTpaluu (HUKHEro, CPEJHEr0 M BEpXHEro). B cranmapTHON onepannoHHON
nponenype (manee — COII) wim pabounx AOKyMEHTaX IO MCCIICIOBAaHHIO HEOOXOAMMO 3apaHee
YCTaHOBUTH KPUTEPUH IPUEMIIEMOCTH ISl BCETO aHATTUTHYECKOTO [IUKJIA U €T0 OTACIBHBIX CepUil.

53. B nensx cHWKeHUs BapuaOeIbHOCTH PE3yJIbTAaTOB aHAIM3 BCEX 00pa3IoB OT 1 cyOnekTa
B UCCIICJIOBAaHHUSIX OWODKBHUBAJICHTHOCTH PEKOMEHAYETCS OCYHIECTBJISATH B paMkax |
aHanutudeckoro rukia. O6pasusl 11t KK HeobxonumMo pacrpeaenuTs 1Mo HUKITY TaKUM 00pa3oM,
9TOOBI JOKa3aTh MPABUIBLHOCTh U MPEIM3UOHHOCTD JJISI BCETO IIUKJIA.

2. Kputepuu npuemMJjieMOCTH aHAJIMTHYECKOT0 IMKJIA
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54. B nporokosne, miade uccaeaoBanus win B COIl HE0OX0IUMO yCTaHOBUTH KPUTEPHH
MPUEMJIEMOCTH WJIM HENPUEMJIEMOCTH aHAJIUTUYECKOTO IMKJa. Eciu Bechb LUK COCTOUT W3
HECKOJIbKUX CepUll, KPUTEPUH MPUEMIIEMOCTH JAOKHBI PACIIPOCTPAHSITHCS Ha BECHh LUK U (MJIH)
Ha KaXIyl0 CEepUi0 B OTHEIbHOCTH. LlUKI MOXeT OBITh NPUEMIIEMBIM HECMOTpS Ha
HEMPHUEMJIEMOCTb CEPUU B CBSA3HU C HECOOIIOJEHUEM KPUTEPHEB.

55. Heo0x0auMO YCTaHOBUTH CIEAYIOUINE KPUTEPUU MPUEMIIEMOCTH aHAIUTHYECKOTO
LMKJIA:

a) SKCIEPUMEHTAIBHO PACCUNTAHHBIE KOHIICHTPALIUU T'PaTyHPOBOYHBIX PACTBOPOB JOJIKHBI
HaxoJUThCS B mpenenax £15 % oT HOMHMHaNbHBIX 3HavYeHWH (3a uckmodyenuem HIIKO, s
KOTOpBIX 3TH 3HA4YEHMsI MOTYT HaxoAuThbcs B mpenenax +20 %). DToMy KpPUTEPHUIO ITOJIKHBI
COOTBETCTBOBAaTh HE MeHee 75 % rpalynpOBOUYHBIX PACTBOPOB, KAK MUHUMYM ISl 6 pa3IMYHBIX
KoHLleHTpauuid. Ecnu pe3ynbrar afis rpaaydpoOBOYHOIO pacTBOpa HE COOTBETCTBYET 3TUM
KPUTEPUSIM, 3TOT PE3yJbTaT JOJKEH ObITh MCKIIIOYEH, a TPayHpOBOYHAS KpHUBAs JOJIKHA OBITH
nepecunTaHa 0e3 yueTa 3TOro pes3yjbTara (IMOBTOPHBIM pErpecCHOHHBbIM aHanmu3). Eciu
OTKJIOHEHHBIA pe3yJIbTaT OTHOCUTCS K IpaayupoBOYHOMY pacTtBopy ¢ ypoBHem HIIKO, To mist
Takoro aHamuTudeckoro mukia B kadecrse HIIKO Oynmer cmyXuTh clemyromuil HanMeHBIIHiA
MPUEMJIEMBIN TPaTyHpOBOYHBIA pacTBOp M3 JMana3oHa JMHEHHOCTU. Ecnu pesynbTar s
rpaJlydpOBOYHOTO PAcTBOpPa C MAKCHUMaJbHOM KOHLIEHTpAlUeld HENpuemMseM, TO IJis TaKoro
aHanuTH4Yeckoro mnukina B kadectBe BIIKO Oyaer ciyxuTh chaeayronmii HanOOJIbIINNA
IIpUEMJIEMBIM  TPaLyMpPOBOYHBIA pacTBOpP M3 JMana3oHa JIMHEWHocTu. IlepecurTaHHBIN
aHAJIMTUYECKUI JMara3oH JODKEH OoXBaThiBaTh Bce oOpasusl 1ist KK (HukHero, cpenHero u
BEPXHET0 YPOBHEN);

0) 3Ha4YeHHUs NpaBWIbHOCTH 00pa3noB miss KK mommkHbl nexats B mpeaenax +15 % ot
HOMHHAIIbHBIX 3HAYCHHUI. DTOMY KPUTEPHIO JOKHBI COOTBETCTBOBATH HE MeHee 67 % o0pasios
st KK u ve menee 50 % oOpasmoB a1 Kakaod KOHIEHTpauuu. Eciam 3T Kputepuu HE
COOJIIOTAIOTCS, AHAIMTHYECKUU IMKJI HeoO0XoAuMo 3abpakoBaTh, a HCCIeIyeMble 00pa3Iibl
MOJIBEPrHYTh MOBTOPHOM NPOOONOATrOTOBKE M aHanu3y. [Ipu oJHOBpeMEHHOM OMpeIesIeHUuN
HECKOJIbKUX aHAJM3UPYEMbIX BEIIECTB KaXJIOMY M3 HUX JIOJDKHA COOTBETCTBOBATH OTAENIbHAS
rpaJyupoBOYHas KpuBas. ECM aHAIMTUYECKUH LUK 110 OJHOMY M3 aHAIM3UPYEMBIX BELIECTB
SIBJISIETCS IPUEMJIEMBIM, HO HETIPUEMJIIEMBIM I10 IPYTOMY, IOITYCKAETCsl UCIIOIb30BATh JaHHBIE 110
KOHILICHTPAallUd TMPUEMIIEMOTO aHAJU3UPYEMOIO BEIIECTBA, OJHAKO I  ONpPEAENICHUs
KOHIIEHTPAIMK OTKJIOHEHHOTO aHAM3UPYEMOT0 BeIlIecTBa 00pa3ilbl HEOOXOAMMO MOABEPTHYThH
MTOBTOPHOM MPOOOMOATOTOBKE U aHAIH3Y.

56. Ecniu mpy MOBTOPHOM HCHOJIb30BaHUU T'PAyUPOBOUYHBIX PACTBOPOB OJUH U3 HUX —
HIIKO wumu BIIKO — oka3biBaeTcsi HEMPUEMJIEMbIM, aHAJTUTUYECKUNA AUANa30H METOJMKUA HE
MEHSETCS.

57. JAna xaxaol KoHieHTparuu o0pas3noB it KK HeoOXoauMo paccuMTarh CpeIHHE
3HAQUEHMS] TPABUIBHOCTH U NPELM3MOHHOCTH BCEX MPHUHATHIX IUKIOB M BKIIOYUTH HX B
aHAIUTUYECKUU oTueT. Ecnu cpenHue 3HaYeHMs] MPAaBWIBHOCTU W 3HAYEHHUS MPEUHU3UOHHOCTH
npeBblmaroT 15 %, HEoOXOAMMO TMPOBECTH OMOJTHHUTEIHHOE paccleOBaHHE C IEJbI0
oOBbsicHEeHUsT  Takux  OoTkiIoHeHWil. IlogoOHble — pe3ydbTaTel  MPU  HUCCIIEJOBAHMSIX
OMOAKBHBAJIEHTHOCTH MOTYT MIPUBECTH K HETIPUEMIIEMOCTH JTAHHBIX.

3. AnanuTnuyecknii nuana3on (Calibration range)

58. Ecnin no Hawanma aHanmu3a HCHBITYEMBIX OOpa3lOB HM3BECTHO HIIM OXKUAAETCS, UTO
JMATia30H KOHIICHTPAIMA aHAIM3UPYEMOT'0 BEIIECTBA B HCTIBITYEMBIX 00pa3iiax OyJeT y3KuM, TO
B LCJIIX HAACKHOI'O pvaeTa KOHLIGHTpaLII/Iﬁ B I/ICHBITyeMI:IX 06pa3uax peKOMeH,Z[yeTC}I JII/I60
Cy3UTbh AaHATUTUYECKHH AUANa30H 1 aIallTUPOBATh KOHIIEHTparuu oopa3ios s KK k Hemy, 1160
BKJIOUUTH HOBBIC 06pa3u1>1 JJI KK C COOTBGTCTByIOH_II/IMI/I KOHLleHTpaI_[I/IHMI/I.

59. Ecnm y3koro amamazoHa pe3yJbTaTOB aHAJIM3a HE OXKUIAETCSA, HO OH HabomaeTcs
Moclie Hayajla aHaim3a oO0pasloB, PEKOMEHIYeTCS OCTAaHOBHTHh aHamu3 W JHOO0 Cy3UTh
YCTAHOBJICHHBIM aHAJMTUYCCKUM JUAIMa30H C TEPECMOTPOM CYIIECTBYIOIMIUX KOHIICHTPAIHI
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obpasnoB mis KK, 1160 mepen Bo300HOBIEHHEM aHAIM3a UCIBITYEMBIX 00pa3IloB BKIIOYUTH B
aHanuTU4YecKuil muana3zon oopasusl st KK ¢ qononHuTebHBIMU KOHIICHTpanusiMe. [1oBTOpHBIIH
aHanu3 0O0pa3IoB, MPOAHATM3UPOBAHHBIX JI0 ONTHMH3AIUUA AHAJIMTUYECKOTO Wara3oHa WU
KoHIeHTpauuit oopasuos i KK, ne tpeGyercs.

60. IIpaBuio, ykazanHoe B myHkTe 59 Hacrosumx TpeGoBaHWN TaKkKe MPUMEHUMO, €CIIH
BBISICHSIETCS, YTO OOJBIIOE KOJMYECTBO KOHIIGHTpAIM aHAIM3WPYEeMOTrO BEIIECTBA B
HCIIBITYEMBIX 00pa3liax MpEeBBIIIAET BEPXHIOIO TPAHMILY OMpENeIsieMbIX KOHIIEHTpaluid. B aTom
cllydae TO BO3MOXXHOCTH HEOOXOJWMO paCIIUPUTh AHATUTHUYECKUW JMANa30H M BKIIOYHUTH
JOTOTHUTENbHBIE 00pa3isl s KK mimm u3MeHnuTh X KOHIIEHTPALIHIO.

61. B nuana3oH KOHIEHTpAallMi, YCTAHOBICHHBIA ISl MCHBITYEMBIX 00pa3loB, TOJKHBI
BXOJWTh HE MeHee 2 KoHreHTpamumii oOpasmoB mias KK. Ecnu aHamuTuyeckmii nuama3oH
U3MEHSIETCA, B IENIX pacdera (YHKIMHA OTKJIMKA W TOATBEPXKACHUS MPABUIBHOCTH H
MPEIU3UOHHOCTH OMOAHATMTUYECKAsI METOIMKA TTOJICKUT MMOBTOPHOM (YACTUYHOMN ) BaTUAAIUH.

4. IToBTOpPHBII aHAJIN3 HCIIBITYeMbIX 00pa3LOB

62. Jlo Havanma aHanm3a oOpas3lloB B MPOTOKOJIC Banmumaiuu, riaHe aHamm3a wim COIl
HE0OXOIMMO YCTAaHOBUTH BO3MOXKHBIE MPUYHHBI IOBTOPHOTO aHAIHM3a UCIBITYEMBIX 00pa3IoB U
KpUTEpUU BBIOOpA 3HAUYEHUH, MOJUICKAIIMX BKIIOYEHUIO B aHAIUTUYECKUI oTyeT. B oTuere 00
WCCIICIOBAaHUH HEOOXOIMMO OOOCHOBATh KOJUYECTBO OOpa3loB (M HX JOJIO OT OOIIero
KOJIMYECTBA), MOABEPIIINXCS TIOBTOPHOMY aHAJIH3Y.

63. [IoBTOpHBIM aHATU3 HCIBITYEMBIX OOPa3lOB MOXKET NMPOBOAMTHCA B TOM YHCIE IO
CJIEYIOIIUM MPUYUHAM:

a) 3a0paKkoBKa  AHAUTUYECKOTO  IMKJIA  BCJICICTBUE  HEBBINIONHEHUS  KPHUTEPUEB
MPUEMJIEMOCTH B OTHOIICHUH MTPABWIIBHOCTH IPalyHPOBOYHBIX PACTBOPOB U (UJK) 00pa3LoB Jis
KK;

0) anamuTuyeckuii curan BC 3HAaUMTENbHO OTIIMYAETCS OT CUTHAJIA, TOTYYEHHOTO IS
IpagyupOBOYHBIX pacTBOPOB M 00pasnoB Mt KK (ecnu Takue kputepuu 3apaHee YCTAaHOBIICHBI B
COIl);

B) OIIMOKMU P BBEIECHUH 00pa3I0B WK HEHCIIPABHOCTh aHAIMTHYECKOT0 000y IOBaHHUS;

T') HaJIM4YKe IIUKIOB, B KOTOPBIX:

IpagyupoOBOYHBIA 00Opasel] C HIKHUM YypOBHEM OBUI HCKIIOYEH W3 TPaayupOBOYHOU
KPUBOM;

paccuMTaHHBIC KOHIICHTPAIIMM MPEBBIIIAIOT BEPXHIOK TPAHUILy  OMpeAeIIeMbIX
KOHIIEHTpaLIHii;

paccuuTaHHbIC KOHIIEHTpauu Haxoatcs Hike HITKO nis manHOTO 1UKIIa, YTO MPUBEIIO K
yBennuenuto ero HITKO no cpaBHEHHUIO ¢ APYTUMH [TUKIIAMHU;

1) 0OHapy>KEHUE aHATM3UPYEMOTO BEIIeCTBA B OMOJIOTHYECKOM 00pasiie, MOTyYeHHOM J0
npueMa (BBeJIeHHUs ) IEKapCTBEHHOTO MpernapaTa, Wi B X0JIOCThIX oOpasmax Ha ypoBHsx HITKO;

€) HECOOTBETCTBHE  KPHUTEpPHUSIM  TNPUEMIEMOCTH  TIpU  TMPOBEPKE  MPUTOJHOCTH
Xpomatorpaduyeckoro aHaausza.

64. TIoBTOpHBII aHATH3 UCHBITYEMBIX 00pasloB MO (apMaKOKHHETUYECKUM MPUYMHAM B
UCCIIEIOBaHUSIX OMOAPKBHUBAJICHTHOCTH SIBIISIETCS, KaK MPaBUIIO, HEIPUEMIIEMBIM, MTOCKOJIbKY OH
MOJKET TMOBJIHSTh Ha PE3yIbTAaThl UCCICIOBAHMS M HCKA3UTh UX. B 3TOM ciydae MOBTOPHBIN
aHaJI3 MOYKHO paccMaTpuBaTh KaK 4acTh Ja0OpaTOPHOTO paccielOBaHUs C IENIbIO BBISABICHUS
BO3MOXXHBIX MMPUYUH aHOMAJBHBIX PE3YyJIbTAaTOB U MPEJOTBPAIICHUS BOSHUKHOBEHUS MOJIO0OHBIX
npo6JieM B OyayIiem.

65. Eciu 1OBTOpHBIA aHANM3 MPOBEIEH BCIEACTBUE OOHAPYXKEHHS aHAIU3UPYEMOTO
BEIIIECTBA B OMOJIOTMYECKUX OOpasiax, MOJyYEHHBIX 10 Ipuema (BBEICHHUS) JIEKApCTBEHHOTO
mpernapara, Wid 10 (papMaKOKMHETHYECKUM MpPUYMHAM, HEOOXOAMMO OmucaTh 00pasiibl,
MO/IBEPrHYThI€ IMOBTOPHOMY aHAIM3y, U TMPEICTaBUTh JaHHbIE O HAYAJIbHBIX 3HAYCHUSX,
MPUYMHAX TOBTOPHOTO aHAIN3a, 3HAYECHUSX, TIOTYYEHHBIX B XOJI€ IOBTOPHOTO aHAIHM3a U YKa3aTh
MPUHSATHIE B UTOT€ 3HAUEHUSI U 0OOCHOBAHUS IPUEMIIEMOCTH.
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66. Ecnu B XxoAe BanuIalMM JOKa3aHa YJOBJIETBOPHUTENIbHAS MPEHM3UOHHOCTD A
MOBTOPHOM WHXXEKIMU M CTAaOWMJIBHOCTH MOJTOTOBJICHHBIX OOpa3lloB B YCTPOWCTBE JUIS
aBTOMATHUYECKOTO BBOJIa MPOO, MPH HEUCIIPABHOCTU OOOPYAOBaHUS AOMYCKAETCsl MOBTOpPHAs
WHXKEKIUs o0pa3noB. [IoBTOpHAs WMHKEKIMS BCEr0 AHAIMTUYECKOTO IMKJIA WM OTACIBHBIX
00pa3moB rpaAyupoBOYHBIX pacTBOPOB mim 00pa3ios 1t KK B cumy snementapHoro 6paka npu
rpaayupoBke 1u60 oopasnoB st KK 0e3 kakoi-mnbo ycTaHOBIEHHON aHATMTUYECKON PUYHUHBI
HEJOIMyCTHMA.

67. beonacHOCTh CyOBEKTOB HCCIENOBaHMSA JOJDKHA MPEBATMPOBATH HAA JHOOBIMH
IpyTUMH acnekTaMu uccienoBanus. [lostomy mpu ee obecrieyeHHMH MOTYT BO3SHHUKHYTH WHBIE
00CTOSITENCTBA, TPEOYIONMEe MMOBTOPHOM MPOOOMOATOTOBKM M (MJIM) TOBTOPHOTO aHAJIM3a
OTJIENbHBIX HCIBITYEMBIX 00pa3loB (HalpuUMep, eclii OOHapy>KEHbl HEOKUJAHHBIE WM PE3KO
BBIJICJIAIONIUECS PE3YIIbTAThI, KOTOPbIE MOTYT MOBIUATH Ha O€30MaCHOCTD MAIIMEHTA).

5. UaTerpupoBanue (00padoTka XpoMaTorpamMmm)

68.B COIl HeoOXomuMO oOmNHCaTh HHTETPUPOBAHME M IIOBTOPHOE HWHTETPUPOBAHUE
XxpomarorpamMm. B aHanuTHueckoM oTdeTe HEOOXOIMMO OOBSCHHTH BCE OTKJIOHCHHS B
BbINoIHEHUH Mipoueayp ot aanHoro COIL ITapameTpsl HHTEIpUPOBaHUS XPOMATOTPaMM H IIPH
MOBTOPHOM HHTETPUPOBAHUM HAYAIbHBIC M KOHEYHBIC JAHHBIC MHTETPUPOBAHUS HEOOXOANMO
BHOCHUTH B JIOKyMEHTHI JJAOOPATOPUH U TIPEICTABIIATH 110 3aIpOCy.

IV. IloBTOpHBIH aHAJIN3 AKTHBHBIX HCIIBITAHHBIX 00Pa310B

69. Vcnonp3oBaHue rpaynpoOBOYHBIX pacTBOPoB 1 00pasuoB 11t KK Bo Bpemst Banugamu
HE BCerja UMHUTHUPYET peajbHble UCTBITyeMble 00pa3ibl. Pa3nuuus B Xoae mpoOONOATrOTOBKY U
XpaHeHus: 00pa31oB (HanpuMep, B CBA3BIBAHUHU € OeJIKaMu, 00paTHOE peoOpa3oBaHne U3BECTHBIX
1 HEU3BECTHBIX META0OIMTOB, HEOJHOPOJHOCTh (F€TEPOreHHOCTH) 0OpPa3IOB UM MPUMEHEHHE
COIYTCTBYIOIIMX JICKAPCTBEHHBIX IMpenapaToB) MOTYT MOBJIMATh Ha MPaBUIBHOCTh H
MPEM3UOHHOCTh ONpPEIENICHNs aHAIM3HPYeMOro BellecTBa B Takux oOpasmax. Cremyer
OLIEHUBATh MPAaBUIBHOCTh AKTUBHBIX HCIBITAHHBIX OOpA3LOB IMOCPEACTBOM HUX IOBTOPHOTO
aHaJi3a B OTAENBHBIX LMKIAaX B jApyrue aHU. OO0beM HCCleOBaHMS 3aBUCUT OT CBOMCTB
AaHAJM3UPYEMOT0 BEIIECTBA U HCHBITYEeMBIX O0Opa3loB UM JIOJDKEH OCHOBBIBATHCS Ha
aHAJIMTUYECKOM MeToAMKe (METOolle) M TMPUPOJE aHATU3UPYEMOIo BellecTBa. TemM He MeHee
CIIelyeT OPHEHTUPOBATHCSA HA CIEAYIOIIee MPABUIIO: €CIH KOJIUYECTBO 00pa3LOB HE MPEBbIIIACT
1000, moBTopHOMY aHanmu3y noanexkut 10 % HCIBITYeMBIX 00pa3lioB, a €CIM OHO IPEBBIIIAET
1000 — To 5% oT 00mero 4mcia UCHBITYyeMbIX 00pa3ioB. CleayeT HCIOb30BaTh OOpasLibl,
co0TBeTCTBYIOMNE Chax U a3e AIMMUHALIUY.

70. OTHOCUTENIbHAs MOTPEIIHOCTh MEXAY HCXOAHO IIOJIyYEHHOM KOHLIEHTpauuen u
KOHIIEHTpaLUeH, TOJIy4YeHHOU ITPU IOBTOPHOM aHaJu3e, He NOoJbKHA npeBbiath 20 % B HE MeHee
geMm 67 % ciayuaeB. OTHOCUTENIbHAS TOTPEIIHOCTh PACCUMTHIBACTCS IO CIEAYIOMIeH GhopmyIie:

{MOPRTOpPHOE 3HAYCHHE — HCXOJHOS SHAYEHHE )
cpegHes HAYCHHE

OTHOCHTEIEHAY NOTPEITHOCTE = x 100%

OTtHocuTeNnbHASI NOTPEIIHOCTD, IpeBblaomas 20 %, MOKET yKa3blBaTh HA AaHATUTUUECKUE
MOTPENTHOCTH | MOJICKUT PACCIICIOBAHUIO.

71. Ecnu mpu aHanu3e AaKTHUBHBIX HCIBITAHHBIX O0Opa3llOB BHISBICHBI Pa3HOPOIHBIE
pe3yabTaThl, HEOOXOJMMO YCTAaHOBHUTh HMX NPUYMHBI W TPUHIATH HAJJICKANIAE MEpHhl 10
MUHUMU3AINUN HEYIOBICTBOPUTEIHHON MPABIIIBHOCTH (M IPEIU3HOHHOCTH).

72. IloBTOpHBIN aHATN3 AKTUBHBIX UCIIBITAHHBIX 00Pa3I0B HEOOXOIUMO OCYIIECTBISITh KaK
MUHHMMYM B CJIECIYIONIUX CIydasx:

a) MPpU MPOBEACHUN TOKCUKOKHHETHIECKUX MCCIICTOBAHUN JTSI KAXKI0TO BHA )KUBOTHBIX;
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0) BO BCEX OMOPHBIX (PETUCTPAIMOHHBIX ) UCCIICIOBAHUSIX OMOIKBUBAICHTHOCTH;

B) BO BCCX KIIMHUYCCKUX UCCIICAOBAHUAX, BIICPBLIC IIPOBOAUMBIX Y YUCIIOBCKA,

I') BO BCEX KIIMHUYECKUX MCCIIEIOBAHUIX, BIIEPBbIE IPOBOAUMBIX Y MAIIUEHTOB;

,Z[) BO BCCX KIIMHHUYCCKUX HCCICAOBAHUAX, BIICPBLIC IMMPOBOAHUMLBIX Yy IAUCHTOB C
MEYEHOYHOH U (WJIH) TTOYEUYHON HEAOCTaTOYHOCTHIO.

[ToBTOpHBIN aHAIN3 AKTUBHBIX UCTIBITAHHBIX 00PA31I0B IPU MPOBEACHUH HCCIEIOBAaHUN Ha
KUBOTHBIX JIOIYCKAETCsl MPOBOJUTH TOJIBKO B MCCIEAOBAHUAX paHHEH (a3bl MPU YCIOBHUH, YTO
TaKOM aHalu3 SBIIETCS PCIPE3CHTATUBHBIM JI1 OIIOPHBIX I/ICCJIC,Z[OBaHI/II‘/JI OTHOCHUTCIBHO
BBEJICHHOM [103bl JIEKAPCTBEHHOI'O IperapaTra U MOJyYEeHHOM KOHLEHTPALUU aHAIU3HPYEeMOro
BEIIIECTBA.

73. O0pa3ipl HE TMOJUICKAT CMEIIMBAHUIO JAPYr C JPYrOM, TIOCKOJIBKY 3TO MOXKET
OrpaHUYUTL BBIABJIICHUC PC3KO BBIACIIAIOIINUXCS PE3YJILTATOB.

V. lloanMepcBs3bIBaOIME METOAbI (METO/bI CBA3bIBAHMS JIUTAH/IA)
1. CrannaptHble 00pa3ubl

74. MakpOMOJIEKYJIbl ~ SIBJISIIOTCS.  TE€TEPOr€HHBIMH, TO3TOMY WX aKTUBHOCTH H
MMMYHOPEAKTUBHOCTh MOTYT BapbupoBaThcs. CTaHIApTHBIM MaTepHal JOJDKEH ObITh XOpPOILIO
OMHCaH U JOKYMEHTHpPOBaH (Hampumep, AOKEH HMETh cepTU(UKAT aHalu3a M JOKYMEHTHI,
MOATBEPIKIAIONINE TPOUCXOXKIEHUE CTaHIAPTHOTO MaTepuana). HeoOXoaumMo HCIOIb30BaTh
HauboJee YUCThIA CTaHAAPTHBINA o0pa3zel U3 JOCTYNHbIX. [Ipy MpUroToBieHNnN TrpagyupOBOUYHbIX
cTarnaptoB u obpasioB ans KK pekoMeHmyercss HCOIB30BaTh CEPUI0 CTAaHAAPTHOTO 00pasia,
KOTOpasi UCIOJIb30BaIach MPH MPOBEACHUN JOKIMHUYECKUX U KIMHUYECKUX rccaeaoBanuil. [lpu
CMEHE CepuH CTaHAapTHOTO 00pa3iia mepe ee CIoIb30BaHreM He00X0IMMO IIPOBECTH OTIMCAHUE
€e aHAIUTUYECKUX XapaKTepUCTHUK U OLCHUTh €€ OMOAHATUTHYECKYIO MPUTOJHOCTH, YTOOBI
YAOCTOBEPUTHCS, UTO (PYHKIIMOHATHHBIE CBOMCTBAa METO/1a (METOAMKH ) HE HAPYIICHBI.

2. Baauaanusi MeTOIMKH

75.1lpu  wu3ydeHun (HapMaKOKMHETHKH JIEKAPCTBEHHBIX IpEMapaToB Ha OCHOBE
MaKpOMOJIEKYJl Haubojee YacTo MCIOJIb3YIOTCS METO/bl, OCHOBAaHHbIE Ha CBSI3bIBAHUU JIMTAHAA
(MCJI), uniu UMMYHOXUMHUYECKHE MeTOAbL. [IpuHIKITBI BaTuAallMy U PEKOMEHIAINH 110 aHATIU3Y
HCIIBITYeMBIX 00pa3ioB ciaeayeT npuMeHaTh 1 K MCJI. OgHako Takue METOAUKHA MOTYT CO3/1aBaTh
3aTpyAHEHUS IPU MIPOBEICHUH UX BAIMIalMK. BBUY NpUCYIIUX MaKpOMOJIEKYJIaM CBOMCTB U UX
CJI0)KHOM CTPYKTYPBI ITPOLIECC MPOOOTOATOTOBKH (M3BICUEHNS) 3aTPy IHUTENEH, I03TOMY aHaJu3,
KaK MPaBUIIO, MPOBOIAT O€3 MpeBapUTEIHLHOTO BIICICHHS aHAIM3UPYEeMOro BemecTBa. Kpome
TOT0, 3T METOJIUKH HE MO3BOJISIOT HETOCPEICTBEHHO ONPEAETUTh COIepKaHNe (KOHIIEHTPALIHIO)
caMUX MaKpOMOJIEKYJI, @ KOCBEHHO U3MEPSIOT PE3YJIbTAT PEAKIIMU CBSI3bIBAHUSI MAKPOMOJIEKYJI C
peaKkTHBaMU, UCTIOJIB3YIOITUMHUCS B METOJIE (METOIUKE).

IToanast Baauganus
Cneyugpuunocmo

76.Ilon cnenu(pUUHOCTHIO CBS3BIBAHMS C PpEAKTUBAMU ITOHMMAETCS CIIOCOOHOCTB
PEaKTUBOB  CBA3BIBATECA MCKIIOYMTEIBHO C M3y4aeMbIM aHAJIN3UPYEMBIM  BEIECTBOM.
CrenuduuHOCTh CBA3aHAa C KOHIICMIIMEH MEpeKpecTHOW pPEeaKTUBHOCTH. TeopeThdecku
CBSI3bIBAIOIIMI PEAaKTUB JOJKEH OBbITh CHENU(PUUHBIM M HE JOJDKEH 00JanaTh NEpeKpecTHOU
PEaKTUBHOCTBIO CO «CTPYKTYPHO POJICTBEHHBIMHU COEAMHEHUSMH» (HAmpUMep, SHIOTCHHBIMHU
COEAMHEHUsIMH, H30(OpMaMM, BapUaHTHBIMH (GOpPMaMM aHAJIM3UPYEMOrO BeELIeCTBa U
AQHAJIOTHYHBIMU 110 (PU3UKO-XUMHUYECKUM CBOWCTBAM COCIMHEHUSMH) M JIEKAPCTBEHHBIMU
IpenapaTtamy, COIYTCTBYIOIIMH INPHEM KOTOPBIX BEpPOSITEH CyObeKkTamMu wuccienoBaHus. [Ipu
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pa3zpaboTke MeToJa M €ro BaJUJallMM TaKUe «CTPYKTYPHO POJICTBEHHBIE COECIUHEHUS», KaK
NpPaBUJIO, OTCYTCTBYIOT. M3yueHuwe cCHEU(PUUHOCTH JOIYCKACTCSd OCYIIECTBIATH MOCHE
3aBepUICHMs] BaJMJAllMM M HAKOIUJICHHsS JaHHBIX O CBOMCTBaX AaHaJM3WPYEMOTO BEIIECTBA.
CrenuduuHOCTh CIIEAYeT MCIBITHIBATh C HCHONb30BaHMEeM oOpasuoB aiasi KK mocpenctBom
npuOaBiIeHUsT B OMOJIOTMYECKHE OOpasibl, HUKOT/IAa paHee HEe COJEpKaBIIUE ICHCTBYIOIIETO
BemiecTBa (OMooruyeckue oOpasipl, MOITYYEHHBIE OT JKMBOTHBIX WM CYyOBEKTOB, KOTOPHIM
HUKOT/Ia HE BBOJWIM aHAIM3UPYEMOE BEIIECTBO), BO3PACTAIOLIUX KOHIIEHTPAIUil JOCTYMHBIX
«CTPYKTYpHO POJCTBEHHBIX MOJEKYI» WIM JIEKApCTBEHHBIX IIPENapaTroB, KOTOphIE, Kak
oXujaercs, OyIyT TPUMEHSATHCS OJHOBPEMEHHO, a TakKe IIOCPEACTBOM OIpeesieHus
MPABIJIBHOCTH METOJUKH TPHU aHAIN3€ PacCMaTPUBAEMON MaKpOMOJIEKYJIbl KaK Ha YpPOBHSIX
HIIKO, Tak m BepxHeW TpaHUIBl OMpPEACNSIEMbIX KOHIEHTpanui. Kputepun npuemiemMocTu
MeTonuku Ay oopasnoB s KK gomkHbI HaxoguThes B mpenenax + 25 % OoT HOMUHAIBHBIX
3HAYEHUH.

Cenexmuenocmop

77.1loa CeNeKTUBHOCTHIO METOAMKHU CBSI3bIBAHMS JIMTAHAA IOHUMAETCSl CHOCOOHOCTh
OIpeNeNIATh PACCMAaTPUBAEMOE AaHAJIU3UPYEMOE BEUIECTBO B MPUCYTCTBUH HEPOJICTBEHHBIX
COCIMHCHUI B OHMOJOTMYECKOM 00pasiie. BBuay mpuCymUX MaKpOMOJIEKYyJiaM CBOWCTB HX
U3BJICUEHUE, KaK MPaBHJIO, HE MPOBOAAT. B CBSA3W C 3TUM, HEPOACTBEHHBIC COCIAWHEHUS,
couepxamuecss B OHOJOTMUECKOM 00pasie (Hampumep, (EPMEHTHI, OCYIIECTBISIIONINE
Jerpaialliio MaKpOMOJIEKYJI, TeTepo(uiIbHbIC aHTUTENA WIH PEBMATOUAHBIA (DAaKTOp) MOTYT
OKa3bIBaTh BJIMSHUE Ha pE3yJbTaT KOJMYECTBEHHOI'O OMNpPENENCHUS MpU JAaHHOM aHalu3e.
CeeKTUBHOCTh HUCHBITHIBAIOT TOCPEACTBOM MpubOaBieHus He MeHee 10 HCTOYHHMKOB
ounonornueckux oopasios Ha ypoBHe HITKO wnm 61u3kom k Hemy. Takue MCTOYHHKU JOTKHBI
BKJIIOYATh TUIEPIUNHUIEMHUECKUE W TEeMOJU3UPOBaHHbIE o00pas3ipl. Cieayer BKIIOYUTH B
UCIBITAHWE UCTOYHUKU OMOJIOTHMYECKUX OOpas3loB, IMOJIyYEHHbIE Yy TOMYJSLHUUA MalUueHTOB C
COOTBETCTBYIOIIUM 3a0osneBaHueM. CeNeKTUBHOCTh ciefyeT u3yuuTh Ha ypoBHe HIIKO wim
OJM3KOM K HeMy. Takke IeecooO0pa3HO HM3Y4YUTh CEJIEKTHMBHOCTh MPH 0oJiee BBICOKHX
KOHIIGHTpALMSAX aHAJIM3UpyeMoro BemiecTBa. Ecin BiIMSHHE HOCHUT KOHIICHTPALMOHHO
3aBHCHMBIN XapakTep, HEOOXOIMMO YCTAHOBUTh MHUHHMAJIbHYIO KOHLIEHTPALMIO, TPU KOTOPOM
Takoe BJIHUSHHUE 3HAYMMO. 3HAYCHHSI MTPABIIIBHOCTH METOJIUKH JOJIKHBI HAXOAUTHCS B Tpeeniax
+20 % (£25 % npu HIIKO) or HOMMHanbHOW KOHIEHTpanmuu B o MeHblieil mepe 80 %
M3YYEHHBIX OMOJOTMYECKHX 00pa31IoB.

I¢dhexkm nepenoca

78. IIpy WCHOIB30BAHUU ABTOMATU3UPOBAHHBIX JO3HPYIOIIUX YCTPOHCTB HEOOXOAUMO
U3YYUTh BO3MOXKHOCTh II€peHOcCa B 00pa3libl aHAIU3UPYEMOIO BEILIECTBA IOCPEACTBOM
MIOMEIICHHUS XOJIOCTHIX 00pa3I0B MOCiIe 00Pa3loB ¢ BHICOKON KOHIEHTpAIMEH aHATH3UPyEeMOTo
BEIIECTBA WJIM TPaJyMPOBOYHOTO CTAHIAPTA BEPXHEH IPAHULIBI OIPEAEIIIEMbIX KOHIIEHTPALNN

Buvioop paznosuonocmu 6uonozuuecxkozo oopasua

79. BBUy 3HAUUTENIBHOTO BIIMSIHUS BBICOKMX KOHIIEHTPAlMid CTPYKTYPHO POJCTBEHHBIX
SHJIOTEHHBIX COCJMHEHHUH Ha pe3yNbTaT aHajlHu3a OIpelesieHHe HEeKOTOPBIX MakpoOMOJeKysd 0e3
MPEBAPUTENILHOTO HMX U3BICUEHHS] M3 CIOKHBIX OHOJOTHYECKHX O00pa3loB HEBO3MOXKHO.
Hecmotpst Ha TO, 4YTO HCMOIB30BAHUE M3BICUYCHUN M3 OMONOTHYECKUX 00pa3IoB (Hampumep, ¢
WCIIOIb30BAaHUEM COpPOIMU Ha yryie, MMMYHOA((PUHHBIX COPOCHTOB) WM abTEPHATHUBHBIX
MaTpul] (HampuMep, MOJENbHBIX OEJIKOBBIX Oy(epHBIX pacTBOPOB, AHATH3UPOBAHHOM
CBIBOPOTKHM) HE PEKOMEHIYETCS, B HEKOTOPBIX CIIydasx 3TO SIBJISETCS BBIHYXJACHHONH MEpOH,
MOCKOJIKY HHAasi CTpPATeTHs OINpeAeNieHUS pacCMaTPUBAEMOT0 aHAIM3UPYEMOTO BEIIECTBA
OTCYTCTBYET. [ palyHpOBOUHYIO CTaHIAPTHYIO KPUBYIO JOIYCKAETCS CTPOUTH C IOMOIIBIO TAKHX



59

«MoJenbHBIX 00pasnoBy. O6pasubl aust KK cienyer roToBuTh B (haKTHYECKOM OHOJIOTHUYECKOM
o0pas1ie ¢ OI[eHKOW MPaBUIIBHOCTH, MOATBEPKIAIONIEH OTCYTCTBHE AP PEeKTa MATPHUIIBL.

Munumanvno nHeobxo0umoe pazeeoenue

80. [Tockonbky OHoNOrnyeckue o0pasibl MOTYT 1aBaTh BHICOKUN (DOHOBBIN CHUTHAI, MOXKET
noTpeOOBaThCsl OMpeeNiCHHe MHHAMAIBHO HEOOXOIUMOro pasBefeHus. [log MHHHMAIBHO
HEOOXOJMMBIM pa3BelICHUEM IOHMMAETCS HAUMEHbIIee pa3BeleHUE, N0 KOTOPOro Cleayer
pasBectu oOpaser B OydepHOM pacTBOpE IUIsl ONTHUMHU3AIUH MPABHIFHOCTH U TPEIU3UOHHOCTH
AHAJTMTUYECKOTO LHKJIA MOCPEICTBOM CHM)KEHUS COOTHOUICHUS «aHAJUTHUYECKHH CHUTHAI —
(oHOBBIN cuTHAIY. J{J1s1 OnIpeiesieH sl MUHUMAJIBHO HEOOXO0JMMOTO Pa3BeIeHUS 00pa3Iibl CIeayeT
TOTOBUTH B TOH K€ PA3HOBUIHOCTH OMOJIOTUYECKOT0 00pasiia, 4To M UCIILITYeMbIe 00pa3Iibl.

I'paoyuposounas kpueasn

81.Ilpn mocTtpoeHHMM TIpaAyHpOBOYHON KPUBOM 3aBUCUMOCTh KOCBEHHO H3MEPSEMOTO
CUTHAJIa OT KOHIICHTPAIINH, KaK TIPABUIIO, SBISICTCS HETMHEHHOM, 00BIYHO CUTMOBUIHOM. Criemyer
UCIIOJIb30BaTh 110 MEHbUIEW Mepe 6 TIpagyHpOBOYHBIX CTaHAAPTOB B HE MEHee dYeMm 2
MOBTOPHOCTAX. ['pagyupoBOUYHBIE CTaHIAPThl CIEAyeT MNPUOIU3UTEIBHO PaBHOMEPHO
pacripeienuTh Ha JorapuMUYecKod IIKajge B TpeAerax OKUAAEMOro aHAIUTHYECKOTO
nuanasoHa. IloMMMO TIpagyHpOBOYHBIX CTaHAAPTOB, MJIA IOCTPOEHUS KPHUBOM MOXKHO
UCIOJIb30BATh SKOPHBIC TOYKH, JIeXKAllde BHE 00JacTH aHAIWTHUYECKOTO AuanazoHa. B xone
BAJIMJALNN CIECLYET M3YyYHUTh II0 MEHbIIEH Mepe 6 HE3aBUCHUMBIX T'PalyHPOBOYHBIX IUKIIOB.
YroObl yCTAaHOBUTH COBOKYIHYIO YCTOWYMBOCTH PETPECCHOHHOW MOJAETH TIpajyHpOBOYHOM
KPUBOMH, pe3yibTaThl CIEAyeT MpOaHAJIU3UpPOBaTh B BHUJE TaOnuubl. Jlomyckaercss MCKIOYaTh
IPaJyUpOBOYHBIN CTAaHAAPT W3 KPUBOW BCIEJACTBHE TEXHUYECKOH OIMMOKHM (IIpomMaxa) IpH
BBISIBIICHUM €€ TPUYUHBl (HampuMmep, OmuOKa OTMEpuUBaHHsS jo3aTopoMm). llemeBwie
KOHLEHTPALlUU TpajlyupOBOYHBIX CTAHJAPTOB, PACCUUTAHHBIE W3 TIPAAyHPOBOYHON KPHUBOU
METOJIOM IIepecdeTa, AOJDKHBI HaXOAWThea B mnpepenax +20 % OT HOMMHAIBHOIO 3HAYCHHUS
(25 % nnsa HITIKO u BepxHel rpaHULibl ONpEAEIsseMbIX KOHLIEHTpALui) 1sl He MeHee ueM 75 %
[IPOAHATM3UPOBAHHBIX TI'PAAyUPOBOUYHBIX CTAaHAAPTOB. SIKOpHBIE KanuOpaTopsl HE TpeOyIOT
YCTaHOBJICHUS KPUTEPUEB MTPUEMIIEMOCTH, IIOCKOJIBKY OHHM HE BXOJAT B 00JIACTh aHAIUTUYECKOTO
IUana3oHa.

Hpeuuzuomtocmb u npasuipHOCmb

82. lns OLIEHKH MPEHU3UOHHOCTH W MPAaBUIBHOCTH HE CIEAyeT HCIOJIb30BaTh
CBeXenpuroToBiieHHble o0pa3iel ans KK, ux Heo0Xoammo mpeaBapuTelbHO 3aMOpPO3UTH U
paboTaTh C HUMH TaK kK€, KaK IIPU aHaJIn3€ UCHBITyeMbIX 00pa3uoB. [lJig oleHKH MPaBHUIbHOCTH,
MPEIU3UOHHOCTH U 00mIe omuOku Merona (METOIUKH) CIEAyeT HCIOIh30BaTh MO MEHBIICH
Mepe 5 oo6pasznoB mias KK (oxxumaemerit yposens HIIKO, ypoBens, He Oonee ueM B 3 pasa
npessimaromnii HITKO, cpennuil ypoBeHb, BEpXHUI YPOBEHb U 0KHIAEMYI0 BEPXHIOK I'PaHUILY
OnpeeNsieMbIX KOHLEHTpauui). Bammpanusa [nomkHa UMUTHPOBATH pEajbHBIM  aHATU3
UCIBITYEMBIX 00pa3IoB, TO €CTh €CIM B COOTBETCTBUU C PEKOMEHIAIMSIMH UCIIBITYEMbIC 00pa3Ilbl
MOJIBEpPraloTCs ABYKPAaTHOMY OMPEENICHUIO (HallpuMep, ¢ UCIOJIb30BaHUEM 2 JIYHOK), TO B X0Ji€
Baupanmu  obpasubl s KK crmemyer monBeprarth JABYKpaTHOMY aHamudy (TO €CThb C
WCIIOIB30BaHUEM 2 JIYHOK Ha Kaxaelii oOpazen; mis KK). M3mepenus ciemyer mpoBOIUTH IO
MEHbIIIeH Mepe B 6 HE3aBUCHMBIX AHAJIIMTUYECKHX LHUKIAX B TEUCHHE HECKOJIbKUX JHEW. B
OTHOLLIEHUH MPAaBWJIBHOCTU BHYTPHU LIMKJIA U MEXKIY LIUKIAMHU CPEJHUE 3HAYCHHS KOHLIEHTPalnun
JOJKHBI YKJIaaeIBaThCs B +20 % OT HOMUHAIBHOTO 3HAYEHMS JUJISl KaXA0ro ypoBHS (£25 % st
HITKO u BepxHeil rpaHHIIBI OTIpeesIeMbIX KOHIIEHTparuii). bonee Toro, odmas omuoka (To ecTh
cymMMa aOCOJIIOTHOTO 3HAYEHUs OTHOCHTEIHHOW OIIMOKH, BBIPRKCHHOH B TPOIEHTAX, U
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koa¢dulMeHTa Bapraluy, BEIPAKEHHOTO B MPOLEHTaxX) He AoJpkHA npeBbimath 30 % (40 % ans
HITKO u BepxHeil rpaHULIbI ONPEAEIISIEeMbIX KOHLIEHTPAIUIA)

Juneiinocms pazeedenusn oopaszyos

83. BBuay y30CTM aHaJIMTHUYECKOIO Juana3oHa KpPUBOH IpaJyHMpOBOYHOrO CTaHAApTa
HEeo0X0anMo, ucnonb3ys oopasiel ansi KK, noarBepauTs, 4To paccMaTpuBaeMoe aHaIU3HPYEMOe
BEIIECTBO, NMPHUCYTCTBYIOIIEE B KOHIIEHTPALMAX, IMPEBBIMIAIONIMX 00JacTh KOJIMYECTBEHHOTO
oIpeJiesIeHus (BbIIE BEPXHEH MpaHULIbI ONPEAEIeMbIX KOHLIEHTPALHi), MOKHO TOYHO U3MEPHUTH
C TIOMOIIBI0 METOIMKH IIOCIIE€ pa3BeleHUS 00paslia XOJOCTOW MaTpuIlei, YTOOBI MOJYYHTH
KOHLEHTPAllMM  aHAJIM3UPYEMOr0  BELIECTBA,  YKIAABIBAIOIIMECS B  BAJIMJUPOBAHHBIN
AQHAIUTUYECKUN Juana3oH. JIONOJHUTENBHOM NPUYMHOM IIPOBEACHUS DKCIIEPUMEHTOB C
pa3BeIEHUEM CITyKUT OOHapy>KEHUE NOTEHIIMATIBHBIX MIPO30H WIH «3(PPEKTa CIION3aHUA», TO €CTh
MIOJIABJICHUS CUTHANA, 00YCIOBICHHOT'O BEHICOKUMH KOHIICHTPALUSMH aHAJIM3UPYEMOT'0 BEIIEeCTBA.
KoHuenTpanus mis KaXZOro pa3BEIEHUsA, BBIYMCICHHAs METOJIOM II€pecyeTa, JOJDKHA
HaxoauThes B mipeaenax + 20 % oT HOMUHAJIBLHOTO 3HAUYECHUSI KOHIIEHTPAIMH TIOCJIe MTOMPaBKU Ha
pasBeleHUE, MPELU3NOHHOCTh KOHEYHBIX KOHILIEHTpAllMd BCEX pa3BEICHUN HE JOJDKHA
npessimath 20 %.

Hapannenuszm

84.Ilpy HanMM4YMM MCOBITYEMBIX OOpPa3lOB B LENAX BBIABICHHUS BO3MOXXHOTO 3(dekra
MaTpHIIbl WK pazaudaromieiics aphUHHOCTH K MeTaboIMTaM HEeOOXO0AUMO OIICHUTH MapajlIeIu3M
MEXJY COOTBETCTBYIOIIMMHM 3HAUEHUSIMH Ha TpaJyHMpOBOYHON KpUBOM M pe3yjibTaTaMu
HCIIBITYEMBIX 00pa3IloB, MOABEPTIINXCSI CEpUUHOMY pa3BeleHUto. McmbiTyembiii oOpaser] c
BBICOKOW KOHIIEHTpaIuen (MpeanoyTUTenbHO OMU3KOH K Cmax) CIEIYET pa3BECTH C MOMOIIBIO
XoJocToro obpasua MUHMMYM B 3 pasza. [IpenusmoHHOCTH Mexay oOpasliaMu B CepHsX
pasBenenuit He JomkHa mpesblmath 30 %. Ecnum  oOpasmbsl  pa3BeieHbl  HEMTUHEHHO
(HemapasIenbHO), HEOOXOIMMO 3apaHee OMpPEAeIUTh MPOLEIyPy MPEICTaBICHUS PE3yJIbTaTOB.
Ecnu B xo1e Banmaanuu MeToAa (METOAMKH) HCIIBITyeMble 00pa3iibl HEJOCTYITHBI, apalIeIn3M
CIIeTyeT U3YUYHTb, KaK TOJIBKO UCIIBITYyeMble 00pa3ibl CTAaHYT JOCTYIHBI.

Cmabunvrocmso

85. CTabniIbHOCTh AHAIM3UPYEMOTO BEIEeCTBa M3YyYaroT, UCmoyib3ysi oopasubl misa KK ¢
HU3KUMH U BBICOKUMU YPOBHSMHU KOHIICHTPAIIU C TOMOIIBI0 CI0c0o0a, YKa3aHHOTO B MOIpa3fielie
«CrabunpHOCTh» paznena 2 yactu Il mactosmmx TpeboBanmii. Kak ykassiBanoch paHee, mpu
U3YYEHUH CTAOMIBHOCTH HEOOXOAMMO YCTaHOBUTH KpPAaTKOCPOUYHYIO CTaOMJIBHOCTB IMpH
KOMHATHOM TeMIlepaType WM TemrepaType MpoOOMOArOTOBKM M CTa0MJIBHOCTH MpU
«3aMOpPAKUBAHUU — pa3MopakuBanum». Kpome TOro, cieayer HU3y4yuThb ECTECTBEHHYIO
CTaOWJILHOCTh B 3aMOPOXXEHHOM COCTOSIHUM TPU KaXKJ0il TemmepaTrype, MpH KOTOpoil OyayT
XPaHHUTHCS 00PA3LIbI.

86. CpenHee 3HaUCHUE KaXXI0W KOHIEHTPALIMU JOJKHO HaXOUThes B npenenax = 20 % ot
HOMUWHAJIBHOI'O 3HAYCHU .

Peaxmuewi

87. KiitoueBble peakTUBBI, BKJIIOYAs CBSI3bIBAIOIIME PEAKTHBBI (HAIIPUMED, CBSI3bIBAIOIINE
OeJKu, anTaMepbl, aHTUTENA WM KOHBIOTMPOBAHHBIE aHTUTENA), @ TAKXKE PEAKTUBBI, COAEPIKaIINe
COeMHEHUs! ¢ (PepPMEHTATHBHON aKTUBHOCTBIO, OKA3bIBAIOT MpPSIMOE BIMSHUE HA PE3YJIbTATHI
aHalM3a, BCIEACTBHE 4YEero HEOOXOOUMO oOecneuuTh MX KauecTBO. COOTBETCTBEHHO, IpH
M3MEHEHHH CepUM PEaKTHBA B XOJI€ BAJUJALMU METOJUKHU WM aHaJM3a 00pa3lioB HEOOXOAMMO
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MOATBEPAUTh NMPABUILHOCTh aHATMUTHYCCKUX (QYHKIHMA MeTo/na (METOAMKH), YTOOBI yOEeIUThCs,
YTO OHA IOCIIE UCTIOIB30BAHUS MCXOMHOMN WM TIPEIBIIYIIEH Ceprur He HapyIanach.

88. B memsix obecrieyeHUs OTCYTCTBHUSI BIMSHHUS Ha aHaJIUTHUYECKHE (QYHKIMH MeEToJa
(MeTooMKH) BO BpEeMEHHM HEOOXOIUMO JOKYMEHTHUPOBATh YCJIOBUSA, TapaHTHUPYIOIINE
Moj/IepKaHue CTaOMIILHOCTH KaK BTOPOCTEIICHHBIX PEaKTUBOB (Hampumep, 0yhepHbIX pacTBOPOB,
pactBopuTenei u Moaupukaropos 3HaueHuid pH), Tak 1, 4T0 O0JIEe BaXKHO, KITFOUEBBIX PEAKTHBOB
(peareHToB).

Kommepueckue naooput

89. Kommepueckne HaOOpbl HEOOXOJMMO IOBTOPHO BalMIUPOBAaTh, YTOOBI 00ECIIEUUTH
MPaBUILHOCTh M MPELU3MOHHOCTD MpH aHanmu3e oopasuoB yposHs HITKO u ob6pasnos mis KK B
AQHAJIMTUYECKOM JMala3oHe, KOTOpbIM OyJeT HCIONb30BaThCs Ui aHalu3a MCIBITYEMbIX
o0pa3uoB. [IpuMeHSIOTCS NPUHLUUIBI BalUAALWHM, yKa3aHHbIE B HACTOSIIEM MOJpa3Jene
TpebGoBanwmii.

3. YacTuyHas BaJuanus U MepeKpecTHAsl BATUAAIUS

90. Bce TpeOoBaHHMS K BalWIalliHd, PacCMOTpPEHHbIe B moxapasnenax 3 u 4 gactu Il
Hacrosmux TpebdoBanuit npumenumMsl kK MCJI.

4. AHaJIU3 UCTIBITYEeMBbIX 00pa31oB
AHAIUTHYECKHI UK

91. Hau6omnee gyacto mpu MCJI ucnosb3yeTcs miIaHmeT I MUKPOTIPOO. AHATUTHYECKHMA
LUKJI MOXKET COCTOSITh U3 HECKOJIBKUX IUIAHLIETOB, OJHAKO KAXKABIA U3 HUX JOJIKEH COIEPIKaTh
OTJENbHBIA KOMIUIEKT IpaJyUpOBOYHBIX CTaHAapToB M oOpasuoB mist KK miga xomnencanuun
pas3nuuuMs MEXAy XapaKTepUCTHKaMM IUIaHmeToB. Hekoropele miaatopMbl  BMeEIIAlOT
OTpaHUYEHHOE KOJIMYECTBO 00pa3uoB. B CBA3M C 3THUM JOMYyCTHUMO MOMEMIATh KOMILIEKT
IpaJyUpOBOYHBIX CTAHJAPTOB B MEPBYI0 M MOCIeIHIOW Iuiatdopmbl, a obpasubl g KK
pa3Memarh B Kaxa0u miaTdopme.

92. PekomeHlyeTcsl aHATU3UPOBATh MCIBITyeMble 0Opas3ibl MO MeHbIIeH Mepe B 2
MTOBTOPHOCTSX.

KpuTtepun npuemiieMoCTH aHAIN3a HCIIBITYeMbIX 00pa31oB.

93. KoHlleHTpaIuyu TpaayupOBOYHBIX CTAaHIApTOB, BBIYHCICHHBIE METOJOM IIepecyeTa,
JOJDKHBI HaxoluTbest B mpenenax +20 % oT HOMMHAJIBHOIO 3HAYEHUS MX KOHIEHTpanuu (3a
uckmouenneM HITKO u BepxHel TIpaHUIbl ONpeAessiIeMbIX KOHUEHTPAIMH, KOTOPBIE ITOJKHBI
yKJIaabIBaThCs B £25 %). OTOT KpUTEepHil JOKEH BBINONHATHCS IO MEHbIIEH mepe it 75 %
MIPOAHATM3UPOBAHHBIX TPATyHPOBOYHBIX CTAH/IAPTOB, MUHUMAJIBHOE KOJWYECTBO KOTOPBIX IS
YCTaHOBJICHUS] aHAIIUTUYECKOTO NHarazoHa JOKHO ObITh He MeHee 6. JlanHoe TpeOoBaHUE HE
pacrpocTpaHseTcs Ha SKOPHbBIE KaTMOPaTOphI.

94. Kaxxplil MaHIIeT MOJDKEH BKIIIOYATh HE MEHee 3 KOHIeHTpammii oOpas3moB mist KK
(HM3KOTO0, CPETHETO U BEPXHETO YPOBHEH ) IO MEHBIIIEH Mepe B 2 MOBTOPHOCTIX. Kpome Toro, npu
Bamumanuu oOpa3nsl manss KK JomKHBI MMHUTHPOBATH aHAIM3 HCHBITYEMBIX 00pasloB IO
KOJMYECTBY JIYHOK Ha KaxIblii wucoeityembld o6Opaszen. Ilo wmensmeir mepe 67 %
npoaHanu3upoBaHHbix 00pasnoB st KK u 50 % 00pa3ioB KaKaol KOHIEHTPAIMH JTOJIKHBI
yKiaabiBaThca B auana3oH +£20 % OT HOMHHAJIBHOTO 3HAaYeHHsS. Bce HECOOTBETCTBUS JaHHOMY
KPUTEPHUIO HEOOXOAUMO 00OCHOBATD.

IToBTOPHBIN aHAJIU3 AKTUBHBIX HCNIBITAHHBIX 00Pa310B
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95. Bce BompoChl, Kacaroluecs MOBTOPHOTO aHAJM3a paHEe HMCIBITAHHBIX OOpasIoB H
paccmotpenHble B mojpasnene 4 pasgena Il Hacrosimux TpeGoBaHuii, NMPUMEHHMBI U K
METOAMKAM CBSI3bIBAHMS JMranjaa. KoHIEeHTpauuuy, Moixy4YeHHbIE IPU MEPBUYHOM U IIOBTOPHOM
aHaJIM3ax, JOJDKHBI HaXoAUThes B npenenax £30 % oT uxX cpefHero 3HaueHus JUIsl HE MEHEE UeM
67 % MOBTOPOB.

VI. OT4eTHOCTDH

96. B otder (OT4eTh) O BaTUJAIMd W AHAIUTHYECKUN OTYET (OTUETHI) HEOOXOAMMO
BKJIFOYUTL CBCACHUSA O MPOBCACHHBIX ayIUTaX (I/IHCHGKI_[I/I}IX), C€CJIM TaKOBBIC ITPOBOJUIIUCE.

1. OT4eT 0 BaJdUIALNHA

97.1lpn BBICOKOW JeTadW3allUM CBEACHHM, COIEp)KalIUXCs B OTYETE O BaJIMAALNH,
noctaToyHo ykazaTh ccbUlkd Ha COII mo coOTBETCTBYIOIIMM MpoLEaypaM, HEOOXOAUMBIM st
aHanuza. B npotuBHoM ciydae mannabie COIl HE0OXOAMMO MPHUIIOKUTE K OTYETY O BaJTUIAIIHH.

Bce nepBuuHbIe JOKYMEHTHI JOKHBI OBITH JOCTYITHBI B UX UCXOAHOM (opMaTe 1o 3anpocy
JKCIIepTa.

Bce oTki0HEHUs OT MPOTOKOJIA BAIUJAIIUU HEOOXOAUMO JTOKYMEHTHUPOBATh.

98. MuHUMaIbHBIC TPEOOBAHMS K COJCPIKAHUIO OTUYETA O BAJIUAINH:

a) pe3roMe BaJIWIaINN;

0) omrcaHue UCTIOIb30BAHHON aHATUTUYECKON METOJIUKHU U, €CITH IPUMEHUMO, €€ HCTOYHHK
(CCBITKM Ha HWCTOYHUKHA JIUTEPATYpPhl Il pa3pabOTKH METOAWKH H (WIH) MOIudUKaIUs
METOJIUKH );

B) ONKMCaHNE METOJUKH KOJIMYECTBEHHOTO ompejaeseHus (aHamuzupyemoe BemiectBo, BC,
pOOOMOATOTOBKA, aHAIH3);

T) CTaHJapTHBIE 00pa3Ipl (IPOUCXOXKICHUE, HOMEpP CEepuH, CcepTU(dHUKAT aHAIH3a,
CTaOUIIBHOCTD U YCTIOBHSI XPAHCHUS );

1) TPaAyHpPOBOYHBIE pacTBOphl (cTaHmapthl) u o0pasusl misi KK (pazHoBHIHOCTH
OMOJIOTMYeCKOro 00pasiia, aHTUKOATYJISHT (€CIIM PUMEHUMO ), IIPUTOTOBIICHUE TPATyHPOBOYHBIX
PacTBOPOB € yKa3aHUEM JaT U YCIOBUM XpaHEHHUs);

€) KpUTEPHH MPUEMIIEMOCTH IHUKIIA;

) pe3yJIbTaThl aHAIN3A!

Ta0JINIIA C IEPEYUCTICHIEM BCEX BBITIOIHEHHBIX aHATUTUYECKHX IIUKJIOB C YKa3aHUEM JaT U
MPUEMJIEMOCTH WJIM HETIPUEMIIEMOCTH [IUKJIA C OMUCAHUEM NMPUYUH HEIPUEMIIEMOCTH IIUKJIA;

TabJIMIIa C TIEPEUUCIICHUEM Pe3yIbTaTOB TPAAYUPOBKH BCEX MPUEMIIEMBIX aHAIUTUYCCKUX
LIUKIOB, BKJIOYas aHAJIMTUYECKUN Juana3oH, QYHKIUIO OTKJIMKA, HKCIEPUMEHTaIbHO
paccunMTaHHBIC KOHIIEHTPAIIMU U 3HAUYCHUS TPABIIILHOCTH,

Tabnuua pelynbTaToB aHanu3a obOpasuoB ansi KK Bcex mpuemieMbIx aHAIUTUYECKUX
[IUKIOB (TPEIU3UOHHOCTh U MPABUIHHOCTh BHYTPHU IHKJIA U MEXKIY IHKJIAMH), HEOOXOIUMO
4eTKO 0003HaYUTh 3HAUCHHU S, HAXOASIINECs BHE KPUTEPUEB TPUEMIIEMOCTH;

JaHHBIE O CTAOWIBHOCTM WCXOJHBIX M pabouux pacTtBopoB, oOpasnoB mus KK,
OXBaTBIBAIOIINE UCIIOJIb30BAHHBIEC YCIOBUS XpaHEHUS;

nanaele o cenektuBHocTH, HIIKO, »sddexte mnepenoca, sddexre matpuisl (eciu
MPUMEHHUMO) U JTMHEHHOCTH;

3) HEMPEIBUICHHBIC PE3yIbTATHI, TOJIYYCHHBIE B X0O/I€ BATHIAIIMH C IOJTHBIM 000CHOBaHUEM
MIPUHSATHIX MEP;

n) otkioHeHus ot Meroauku u (wmm) COIl (omucaHue OTKIOHEHWH, BIMSHHE HX Ha
pe3yNbTaThl UCCIEI0BAHUS, TONOJHUTENbHbIE JaHHBIE).

99. B oruete 0 Banuaanuu HEOOXOUMO YKa3aTh Pe3yJIbTaThl BCEX OTICIBbHBIX H3MEPEHUH,
MPOBEACHHBIX IS TPAIYyUPOBOYHBIX PACTBOPOB (CTaHIapTOB) U 00pa3ioB A KK.

2. AHATUTHYECKHH OTYET 0 MPOBEIEHHOM HCCJIeJ0BAHUHI
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100. B ananmuTtuueckuii OT4ET O MPOBEACHHOM HCCIICIOBAHUM HEOOXOAMMO BKIIIOYHTH
CCBUIKY Ha OTYETHI O BaJHJallU{, COOTBETCTBYIOIINE aHAINU3Y HCIBITYeMbIX 00pa3noB. Kpome
TOTO, B HEM HE0OX0IMMO MPEACTaBUTH MOAPOOHOE OMMCAHKUE aHAIHM3a UCTIBITYEMbIX 00pa3IoB.

101. I[Ipn BbICOKOW neTalM3alliM CBEACHHUN, OTPaXa€MbIX B AHAJUTHYECKOM OTYETE,
nocTtaToyHo ykazaTh ccbUlkd Ha COII mo coOTBETCTBYIOMIMM MpoLEaypaM, HEOOXOAUMBIM st
aHanu3a. B nporuBHOM ciydae mannabie COIl HE0OXOAMMO MPHUIIOKUTE K OTUETY.

102. Bce mepBuYHBIE TOKYMEHTHI JOJDKHBI OBITh JOCTYIHBI B MX HCXOAHOM (dopmare 1o
3ampocy 3Kcnepra.

103. B aHaauTH4YECKOM OTYETE HEOOXOAMMO OITMCATh BCE OTKJIOHEHHS OT IUIaHA aHaJu3a,
aHanutuieckoit metonuku wim COIL

104. MunuManbHbIe TPEOOBAHUS K COJACPIKAHUIO AaHAIUTUYECKOTO OTYETa O MPOBEACHHOM
WCCIICIOBaHHH:

a) CTaHJIapTHBIE 00pa3Ipl  (ITPOUCXOXKIICHWE, HOMEp CepuH, CcepTU(dUKAT aHaIu3a,
CTaOUIIBHOCTD U YCIIOBHS XPAHEHUS );

0) rpaxyupoBOYHBIE pacTBOPHI (cTaHaapThl) U oOpasibl A1t KK (ycnoBust xpanenus);

B) KPUTEPUHU TMPUEMIIEMOCTH ILHUKIA (KpaTKOE OMHCAHHE, CChUIKA HAa COOTBETCTBYIOIIUIN
npotokoi uiu COIT);

I') ONIMCAaHUE KOJMYECTBEHHOTO ONpeieNieHus (KpaTKoe ONMucaHue);

1) cXeMa JIBIDKCHHsI 00paslioB (IaThl MpUEMa M COJEP)KaHHE, COCTOSHHUE OOpas3IoB MPHU
IpUeMe, MECTO M YCIOBHSI XpaHEHUS (€CTIH IPUMEHUMO));

€) pe3yabTaThl aHAJIN3a UCTIBITYEMBIX 00pa3IlOB:

COCTaB AaHATUTUYECKOTO ITHKIIA:

TabiMla C MEepeuYrucICHHEM BCEX AHATUTHUYECKHX IMKJIOB M HCCIEIYEeMbIX 00pa3loB C
YKa3aHHEM JaT U Pe3yJIbTaTOB;

TabJMla C MEePEeYUCICHUEM Pe3yIbTaTOB I'PAAyUPOBKH BCEX NMPUEMIIEMbIX aHAIUTUYECKUX
IIUKJIOB;

Tabinla ¢ mepevyrclieHneM pe3yiabTaToB aHanu3a oOpasnoB ais KK Bcex mpuemiiembix
AQHAIMTUYCCKUX IIMKJIOB, HEOOXOAMMO 4YETKO OOO3HAYHMTh 3HAYCHHS, HAXOJSAIINECS BHE
KpUTEPUEB MPUEMIIEMOCTH;

3a0pakoBaHHbIC AHAIUTUYECKUE IUKIBI (MACHTU(DHUKAIIMOHHBIE NaHHBIC, JaTa aHAU3a,
MPUYNHBI OpaKa);

K) oTKJIOHEeHUs oT MeTouku U (mn) COII (onucanue OTKIOHEHUH, BIUSIHUE HA PE3yIbTaT
UCCIIETOBAHMsI, TOTIOJTHUTEIbHBIE JaHHBIC);

3) OBTOPHBIN aHAIH3, 32 UCKIIOUYEHUEM MOBTOPHOTO aHAIHM3a MO TAKUM aHATUTUYECKUM
MpuYMHaAM, KakK 3a0pakoBaHHBIA LMK (Tabiuia uWACHTUGUKAIMKH 00pasioB, MPUYUHBI
MMOBTOPHOTO aHAIH3a, IEPBUYHBIC 3HAUCHUS U 3HAYCHHUS, TIOTyUYEHHBIC TP TOBTOPHOM aHAIH3E).

105. Pe3yapTaThl MOBTOPHOTO aHaIM3a AKTHBHBIX HCIBITAHHBIX OOpAa3IOB JIOMYCKAETCS
MPEICTAaBUTh B OTUYETE O BAIUIAIUY WIIM B QHATUTUIECKOM OTUETE B OTACIBHOM MPUIIOKEHUH.

106. K anamutuueckoMy OTYETYy OO0 HCCIEIOBAaHUM OMOIKBHUBAJIEHTHOCTH HEOOXOIMMO
MPUJIOKHUTh XPOMATOTPaAMMBbI U3 TOJIHBIX aHATTUTHYECKHUX IHUKIIOB, TAaK YTOOBI OHHM BKITIOYAIA HE
meHee 20 % cyOBEKTOB, a Takke cooTBeTcTByome obpasusl s KK u rpagynpoBouHbie
pacTBOpHI (CTaHIAPTHI).

107. B aHamUTUYECKOM OTYETe MPOYUX HCCICAOBAHUN HEOOXOAMMO TPEICTABUTH
pPENpPEe3CHTaTUBHBIE XPOMATOTPAMMBL.  JOMOTHUTENBHBIE XPOMATOTPAMMBbl  JTOJKHBI  OBITH
JOCTYMHBI IO 3a1pocy.

IIpunoxxenne Ne 7

k [IpaBunam npoBeneHus
UCCIIeIOBaHN OMO’KBUBAJICHTHOCTH
JIEKapCTBEHHBIX IIPENIapaToB B paMKax
EBpa3zuiickoro 3K0HOMUYECKOI0 COI03a
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TPEGOBAHUS
K CO/IEPKAHMIO 0TYETA 0 MPOBEACHNH MCCIe0BAHUA OMOIKBUBAJIEHTHOCTH U
AHAJTUTHYECKOT0 0TYETA O MPOBEeHUM TeCTAa CPABHUTEIbHOI KHHETUKH PACTBOPEHUsI in
vitro

I. OT4er 0 npoBeAeHUN UCCIET0BAHUSA OMOIKBUBAJIEHTHOCTH

1. Ilpu cocraBneHnM OTYETa O MPOBEACHUU HCCIEI0BaHUS OMOIKBUBAJICHTHOCTH (Janee B
HACTOAIIEM pasfele — OT4YeT) cjeayeT yduThiBaThb TpeOoBaHusi [IpaBun Hamiexaiei
KJIMHUYECKOW MPAaKTUKU EBpa3zuiiCKOro 3KOHOMHYECKOI'O CO03a, YTBEpKAacMbIX EBpasuiickoi
SKOHOMUYECKOM KOMHUCCHMEH B 4YacTH NOATOTOBKM OTYETa O MPOBEIECHUHM KIMHUYECKOIO
uccneoBanus. Bee cTpaHUIBI OTYETa JOJDKHBI COACPIKATh MACHTHU(PHUKAIIMOHHBIN KOJ U UMETh
CKBO3HYIO HyMEPALUIO.

2. OTueT BKJIIOYACT B ceOs CIEAYIONINE AIEMEHTHI:

1) TuTynBHAS CTpPAHMIIA, HA KOTOPOU MPUBOISATCS:

[IOJIHOE Ha3BaHME WCCIIEIOBaHUS, OTpaXkarollee THUIl MCCIEAO0BaHUs, HAUMEHOBAaHUS
CpaBHHMBAaEMBbIX JIEKAPCTBEHHBIX MPENapaToB (C yKa3aHUEM JIEKapCTBEHHOU (hOPMBI U TO3UPOBKH),
a TaK)Ke yCJIOBUS IIPHEMA CPAaBHUBAEMBIX JIEKAPCTBEHHBIX IIPENAapaToB (HaIpUMeEp, HATOIIAK WK
Ha (hoHEe TpUMa TTHIIIHN );

UACHTU(DUKAIIMOHHBIN KOJ UCCIIEIOBAHUS;

HAaMMEHOBAHHME HCCIIEJOBATEIbCKOTO LIEHTpa W (WJIM) KOHTPAKTHON HCCieI0BaTeNIbCKON
OpraHu3aIlK, OTBETCTBEHHOM 32 MPOBEICHUE UCCIIETOBAaHHS OMOAKBUBAIIEHTHOCTH (C yKa3aHHEM
(hakTUYIECKOTO ajpeca);

CBEIEHUS O CIIOHCOpE HCCIeOBaHUA OWOIKBHBAJICHTHOCTH (C yKa3aHUEM €ro
IOPUIMYECKOTO ajipeca);

®.1.0., 10IKHOCTH TJIaBHOTO HCCIIEAOBATENS MIIM MCCIeI0BaTeIeH-KOOPIMHATOPOB (IIpH
HaJau4uM) (C yKa3aHUEM MecTa paOOThl U KOHTAKTHBIX TEIE(POHOB);

CBEICHHUSI O MPEJCTABUTEIE CIIOHCOPA (B TOM YHCJIE KOHTAKTHBIE TaHHBIE);

JaTa MoJnucanus oryeTa (HeoOX0IMMO yKa3aTh TaKkyKe Ha3BaHUS U 1aThl BceX 0oJiee paHHUX
OTYETOB B paMKax JaHHOT'O MCCJIEI0BAaHUs IPU HAJIUYUN);

yKa3aHHE Ha BBINIOJHEHUE HCCIEAOBAHUNA B COOTBETCTBUM ¢ TpeOoBaHusMu [IpaBun
HaJUIeKalled KIMHUYECKOU IPAKTUKU EBpa3suiicKOro 3KOHOMHUYECKOIO COK03a, YTBEPKIAEMBIX
EBpasuiickoii 5KOHOMUYECKONH KOMUCCUEH;

2) cTpaHMLIa NOANHUCEN, HA KOTOPOU MPUBOAATCS:

Ha3BaHWE MUCCIIEAOBaHMS (COTIACHO a03aily BTOPOMY MOAIMYHKTa 1 HACTOSIIETO MyHKTA);

yKa3aHME€ Ha T[IPOBEIECHUE MCCIEAOBAaHUA B COOTBETCTBUM CO CTaHAAPTHBIMU
ONEPallMOHHBIMU IIPOLIETYPAMH HCCIIE0BATENBCKOIO LEHTPA, IPOBOJUBIIETO UCCIIETOBAHMS;

JOJDKHOCTH 110 OCHOBHOMY MecTy paloThl, moanucu (¢ ykazanuem paatbl), ®.M.O. nun,
OTBETCTBEHHBIX 33 KIIMHUYECKYIO U OMOaHATUTUYECKYIO YaCTH HCCIEI0BaHNUS;

3) cuHomncuc (KpaTKoe ONKUCaHUE UCCIICAOBAHMS ), B KOTOPOM MTPUBOASTCS:

a) obmrast mHGopmarus 00 uccaeIOBaHUH:

Ha3BaHME UCCIIEIOBaHMS;

KOJI MCCJIEIOBAHMS;

®.1.0., 10IKHOCTH TJIaBHOTO HCCIIEAOBATENS HIIM MCCIeI0BaTENeH-KOOPIMHATOPOB (IIpH
HaJU4HH ),

®.1.0., 10mKHOCTh COMCCIICIOBATEII;

MecTa MPOBEACHUSI HMCCIEAOBAaHUSA: HAUMEHOBaHHUE, ajpeca U TeleQOHbI OpraHU3alHi,
MIPOBOASIINX KIMHUUYECKYIO, aHATMTUYECKYIO U CTATUCTUUYECKYIO YaCTH UCCIIEIOBAHNS;

HAaMMEHOBAHME U aIpeC KIMHUKO-TUATHOCTHUECKOH J1abopaTopui;

JaThl TMpOBEACHUs (Ha4yaja M OKOHYAHHWS) KIMHUYECKOH, OHMOaHATUTHYECKOW U
CTaTHUCTHYECKON JacTell NCCIICIOBaHUS;

LI€J1b UCCIIEI0BAHUS;

JM3aiiH MccleIoBaHuA (C yKa3aHHEeM JIaT Hayala U OKOHYaHUSI OTMBIBOYHBIX MIEPUOJIOB);
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CyOBEKTBHI HMCCEIOBaHUS: 00Iee KOJIUYECTBO IMOABEPIIINXCS CKPUHUHTY M KOJIUYECTBO
BKJIFOUEHHBIX CyOBEKTOB, KOJMYECTBO CYOBEKTOB, BBHIOBIBIINX W3 HCCICIOBAHUS, KOJIUYECTBO
CyOBEKTOB, TMOJHOCTHIO BBIMOJHUBIIUX IPOTOKOJ HCCIENOBAaHUS U  BKIIOUYEHHBIX B
CTaTHUCTUYECKUI aHAIIN3, TIOJI, BO3PACTHOW MUANa30H, STHUYECKAs IPUHAITIC)KHOCTH;

0) nHpOopMaIHsI O CPaBHUBAEMBIX JICKAPCTBEHHBIX MTpenaparax:

XapaKTepUCTHKA HCCIEAYEeMOTo JIEKApCTBEHHOTO TMpernapara: TOProBoe HAaMMEHOBAaHUE
(ecu MpUMEHUMO), MEKAYHAPOJHOE HEMAaTEeHTOBAaHHOE HAaMMEHOBaHUE, JIeKapCTBeHHas (opMa,
J03UPOBKA, HOMEp CepHUH, 1aTa MPOU3BOCTBA, JaTa UCTEYCHUS CPOKA TOTHOCTH, TPOU3BOUTEIND
WJIM OpTaHU3allMsl, OCYIIECTBIIAIONIAs BHITYCKAIOUINI KOHTPOJIb KauecTBa (C yKa3aHUEM CTpPaHbI-
MIPOU3BOUTES);

000CHOBaHHE BBIOOpA HCCIEAYEMOTO JEKapCTBEHHOI'O Ipenapara B COOTBETCTBUU C
nonpazznenom 2 paznmena Il IlpaBun mpoBeneHUs HCCIEAOBaHUN OMO’KBUBAIEHTHOCTH
JIEKapCTBEHHBIX MpEnapaTroB B pamMkax EBpazuiickoro 3KOHOMHUYECKOIO COI03a, YTBEPKIAAEMbIX
EBpasuiickoit sxoHomMu4eckoit komuccuen (nanee — [Ipasuina);

XapaKkTepUCTHKa PePEepeHTHOro JIEKapCTBEHHOTO IpernapaTra: TOProBoe HaUMEHOBAaHHE,
MEXIyHApOJHOE HEMAaTEHTOBAHHOE HAaMMEHOBAaHHE, JICKApCTBEHHAsT opMma, JO3MPOBKA, HOMED
Cepuu, AaTa MPOU3BOJICTBA, 1aTa UCTEUEHUSI CPOKA FOJHOCTH, TPOU3BOJUTEINb UM OpPraHU3allns,
OCYIIECTBIISIONIAs BHITYCKAIOMINN KOHTPOJIb KauecTBa (C yKa3aHUEM CTPaHBI-IPOU3BOIUTEI);

o0ocHOBaHHE BBIOOpa pedEepeHTHOro JIEKapCTBEHHOTO Tpermapata B COOTBETCTBHH C
noapazzaenom 2 paszaena I [Tpasun;

B) crmoco0 TMPUMEHEHHS JIEKAPCTBEHHBIX IIPENapaTroB: [03a, PEXHM IpueMa, 00beM
KUJIKOCTHU JJIs TPHEMa, OTMBIBOUHBIN MEPUOJT MEXTy EPUOIaMHU UCCIICIOBAHNUS;

) IEepUObl MpUeMa JIEKAPCTBEHHBIX MpPENapaToB: JaThl U BpeMs Hayana M OKOHYAHUS
Ka)KJI0TO MepPHOa;

1) Bp€MEHHBIC TOUYKH 0TOOpa 00pa3iioB Omomarepuaina (KpoBH, MOYH, CIIFOHBI U T.11.);

€) onucaHre OMOAHATUTHYECKON METOIHKU:

KpaTKO€E OMMCAaHUE METOAUKH BBIITOJIHEHUS aHAJIU30B;

Pa3HOBUAHOCTH OMOJIOTHUYECKOTO MaTepHAIa;

HIDKHUH Mpeies KOJIMYECTBEHHOTO ONPeeNICHNUs;

JIMHEWHBIN Hana3oH;

napaMmeTpsl AJ1 KOJTHMUECTBEHHOM OIIEHKU pe3yJIbTaToB;

k) onrcanue papMaKOKUHETUYECKHX U (W) papMaKOJUHAMUYECKHX KPUTEPUEB OLICHKH
(npu yka3zaHuu o0o3HaueHUN (apMaKOKMHETHUECKUX MapaMeTPOB CIIEAYET PYKOBOACTBOBATHCS
npuiioxeHueM Ne 8 k [IpaBunam);

3) “HGpOpPMaIUS O CTATUCTUICCKOM aHAIHU3E:

aHanu3 papMaKOKMHETHYECKUX MTOKA3aTeNei;

KpUTEpUU OMOIKBUBAJIEHTHOCTH;

0C30I1aCHOCTD;

W) pe3yJIbTaThl B BHUJE KpPATKOro OMHCaHUs B ¢opMe TaOIUIl ¢ pacCUYUTAaHHBIMHU
(hapMaKOKMHETHYECKUMH TapaMeTpaMH JUISi HUCCIEIyeMOro U pedepeHTHOrO JIEKapCTBEHHBIX
npenaparoB (mpencraBisroTcss nanupie aucriepcuoHHoro aHanusa (ANOVA) mias AUC B Cax
(oTHOIIEHUE CpeTHUX TreoMeTpudeckux, ux 90 % noBepUTENbHBIN WHTEPBAN, KOIPPUIIUECHTHI
BHYTPUUHIUBUIyIPHOW BapraOEIbHOCTH) U yCPEIHEHHBIN (DapMaKOKWHETHUYECKHH MPOQIIIH
TUTSL UCCIIETyeMOTO U peepeHTHOTO JIEKApCTBEHHBIX MPENapaToB B JMHEHHOM M JIOT-THHEHHOM
peoOpa3oBaHUU, APYTUE CTATUCTUYECKHE TaHHBIE, €CIIU TPUMEHUMO);

K) uH(popmarus 00 00CyKIEHUHU U BHIBO/IAX;

4) coneprkaHue oT4eTa (CO CKBO3HOW HyMepaluel CTpaHuI);

5) nepeveHb COKpAIIEHU U UCTIOIb3YEMBIX MMOHATHUI;

6) nadopmanus 0 cCoOTIOICHUH STUYECKUX aCIIEKTOB IMPOBEACHUS UCCIICTOBAHMS:

COCTaB HE3aBUCHUMOTO 3THYECKOTO KOMHUTETA;

paspemuTenbHble JOKYMEHThl (MHGOpMalus W3 MPOTOKOJIA 3acelaHus HE3aBHCHMOIO
ATUYECKOTO0 KOMUTETA);
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7) uadopmanust 00 HCCIenoOBaTENAX W AAMHUHUCTPATHBHOM CTPYKTYype HCCIICIOBAHUS
(mpencraBnsiercst monHas uHpopMmanus o0 wuccnenosarensx (curriculum vitae) u mecrte
MIPOBEACHUS UCCIIEIOBAaHMM (C yKa3aHUEM ajipeca U Homepa TenedoHa);

8) onrcaHue KIMHUYECKONW YaCTH MCCIIeI0BaHUS:

a) TUTYJIbHAs CTPAHUIIA, HA KOTOPOU MPUBOIUTCS:

Ha3BaHME UCCIIEIOBAHUS (COTTIACHO ab3aIly BTOPOMY MOMYHKTA | HACTOSIIEro MyHKTA),

JaThl Hauajaa U OKOHYaHUS KIMHUYECKOHN (ha3bl HCCIIeI0BaHuUs;

0) LIeJb UCCCAOBAHMS;

B) BBeleHUe (MHGOpMaIus O JIEKQpCTBEHHOM IIpernapare — ONUCaHWe, XUMHUYEeCKas
(ctpykTypHas) popmyna, (hapMaKOKUHETHYECKUE U (hapMaKOANHAMUYECKUE TAaHHBIC);

T') IW3aiiH UCCIIeI0BAaHMUSI;

1) BEIOOp HCCIIEeTyEeMOM MOMyIIALUY:

KpUTEpUU 0TOOpa B UCCIIEIOBaHNe: KIMHUYECKas OLleHKa — aHaMHe3 U BpadeOHbII 0CMOTp
(B popme TabIHUIIBI ¢ YKa3aHUEM WHIUBUYATbHBIX TAHHBIX ), KITHHUYECKHE 1a00paTOPHBIC TECTHI
(B dopme Tabmuipl ¢ ykazaHWEM HWHAWBUAYAJIBHBIX PE3YJBTaTOB), KPUTCPUHM BKIIIOUCHHSI,
KPUTEPUU HEBKITIOUCHHUS;

KpUTEPUHU MIPEKpAIEHUs UCCIEA0BAHUS UM UCKIIIOUEHUS CYOBEKTOB U3 HCCIIEI0BAHUS;

METO/I pacIpeneseHus] CyYObEKTOB 10 TPYIIIIaM UCCIICIOBAHHUS,

MHIUBUAYalIbHbIE JAaHHBIE: TOJ, BO3PACT, BEC, pOCT, MHIEKC Macchl Tena (C yKazaHueM
WHIVUBUAYATbHBIX 3HAYCHH MTOKA3aTeNeH U BCeX CyObEKTOB HCCIIE0OBAHMUS U HX OMTUCATEIHLHOM
CTaTUCTUKOK);

) nHdopmaIus 0 JIEKAPCTBEHHBIX Mpenaparax u ux npueme:

OMMCaHUE HCCIAEAYeMOro U pedepeHTHOTrO JIEKapCTBEHHBIX IPErnapaToB: TOProBOE
HAaUMEHOBaHHWE (€CIM TMPUMEHUMO), MEXKIyHAPOJHOE HEMAaTCHTOBAHHOE HAaWMEHOBAHUE,
J03UPOBKa, JIeKapcTBEeHHas (popma, HOMep cepuH, Aara MPOM3BOACTBA, JaTa MCTEUCHHS CpPOKa
TOJHOCTH, YCJIOBUS XpaHEHWs, HAaWMEHOBaHHE U aJpec MPOU3BOJIUTENS, IPUHUMAaeMas
cyOBbEeKTaMU /1032 U IyTh BBEJCHUS;

MOJTBEPXKACHUE  COONIIOJICHUsI  pa3Mepa  MPOMBIIUICHHOM  CepUH  HCCIEeILyeMOTro
JICKapCTBEHHOTO TIpenapara B COOTBETCTBUM ¢ mojapaszaenoM 2 pazgena I IlpaBun u
TpeOOBaHUSMHU K BaJHMJallMU IMpoIecca MPOU3BOJICTBA, YKa3aHHBEIMU B [IpaBuiax Haiexamniei
MPOU3BOACTBEHHON TMPAaKTUKU EBpa3uilcCkoro SKOHOMHYECKOTO COK03a, YTBEPKIAEMbBIX
EBpasuiickoii 53KOHOMUYECKON KOMUCCUEH;

MOJIHBIM KAaYeCTBEHHBIH M KOJIMYECTBEHHBIM COCTaB MCCIEAYEeMOro JIEKapCTBEHHOIO
mpermapara, a TaKke cocTaB pehepeHTHOTO JIEKapCTBEHHOTO Mpernapara;

cepTrdUKaThl aHAJIM3a UCCIIEAYEMOT0 B peepPeHTHOTO JIEKaPCTBEHHBIX ITPENapaToB (MOTYT
OBITH TIPEJICTABJICHBI CIIOHCOPOM B BH/JIE OTJEJIbHBIX JJOKYMEHTOB);

UICHTUQUKAIUS JIEKapCTBEHHBIX IpernapaToB (MapKHUpOBKA U IOCTaBKa HCCIEAYEMBIX
JIEKapCTBCHHBIX TPENapaToB B HCCIEAOBATEIBCKUN HEHTpP, COMPOBOAUTENBHBIE JOKYMEHTHI H
compoBoAUTENbHAs HHpOpMaIIHs) ¢ ydeToM noapaszena 2 paszaena I [paswr;

y4eT UCCIIeyeMOro U peepeHTHOTO JIeKapCTBEHHBIX MIPEMapaToB B X0/ UCCIIEIOBAHNUS;

) nHGOpPMAIIHs 0 TPUMEHEHUHU JIEKAPCTBEHHOTO MIpernapara:

BEIOOD TO3UPOBKH JIEKAPCTBEHHOTO MIperapaTa B HCCIEI0BAHUY;

BBIOOp M TIPHEM 03Bl JICKAPCTBEHHOTO TMperapara il KaXaIoro cyobekTa (z1ara, Bpems,
KOJIMYECTBO BOJIbI, TUIIIA, OTPAHUUYEHUS, PU3NIECKasi aKTUBHOCTb);

MPeIIIECTBYIONIAsl U COMYTCTBYIOIAs TepaIus;

paHIOMU3ALINS;

OTMBIBOYHBIN IEPUO;

TaOJIUIIBI, CONEpKalle WHINBUAyaTbHBIC JaHHBIE M Tpaduk MpuemMa JIeKapCTBEHHBIX
MpernapaToB JUIsl BCeX CyOBbEKTOB HCCIIEI0BAHUS;

3) oLleHKa 0e30MacHOCTH (TIepEUnCIIeHUE MPOBEACHHBIX HEOOXOAMMBIX JIA0OPATOPHBIX H
MHCTPYMEHTAJIbHBIX METOJIOB HCCIIEIOBaHUII B COOTBETCTBUU ¢ TpeOoBaHusiMu I[IpaBuin
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HaJJIeXKaled KIMHUYECKOW MPAaKTUKU EBpasuiicKoro 3KOHOMHYECKOTO COI03a, YTBEPKIAEMbIX
EBpasuiickoit 5KOHOMUYECKOH KOMUCCHEH, TECT Ha OEPEMEHHOCTb);

1) HeXKeNaTeabHble  SBJICHHWS U MPOLEAYypbl OKa3aHUS  MEIUIMHCKOW  MOMOIIU:
JETAIM3UPOBAHHOE OINMCAHHUE BCEX CIIy4aeB BO3HUKHOBEHMS HEKEIATEIbHBIX SBICHUI,
KJ1accupuKalus, MPUINHHO-CIIEACTBEHHAS CBA3b C PUEMOM JIEKapCTBEHHBIX IPEnaparos, 1aTa u
BpEMS pErucTpanuu, JINTEIbHOCTh, IPUHATHIE MEPbI, HCIOJIb30BAHUE COMYTCTBYIOLIUX
JIEKapCTBEHHBIX MPENapaToB, BIUSHNE HA MPOBEJACHNUE UCCIEOBAHMS U T.11.;

K) OTKJIOHEHHsI OT MPOTOKOJa (€CIM TaKOBbIE ObUIM) M MX BIMAHUE HA KIMHUYECKUE U
(bapMaKOKMHETHYECKUE PE3YIIbTaThI;

1) mopsoK U rpaduk otrdbopa obpasnoB (B opMe TabNIUI C yKa3aHUEM IIAHUPYEMOTO U
peanbHOTO BpeMeHU 0TOOpa 00pa3IioB sl BCEX CYOBEKTOB UCCIICIOBAHMS);

M) cOOp, TPUTOTOBJICHHE, XPAaHEHHWE M TPAHCIOPTUPOBKA OOPA3LOB OUOIOTHYECKOTO
MaTepuaia;

H) OMOQHATMTUYECKUI OTYET M OTYET O BAIMIAINHM OMOAHATUTHYECKON MeTromuku. [lpu
COCTaBJICHUH JJAaHHBIX OTYETOB CJIEYET BHINOJIHATEH TpeboBanus npuinoxenus Ne 6 k [Ipasuiam);

0) CTaTUCTUYECKUN OTYET:

TUTYJIbHAs CTpaHMIla (C yKa3aHHWEM Ha3BaHHS HCCIENOBaHMs (COIVIacHO ab3ally BTOPOMY
MOANYHKTAa | HacTosIero INyHKTa), HAUMEHOBAaHUE M aJpec OpraHu3allM, MPOBOJAIICH
CTaTHCTUYECKYI0 YacThb MCCIEJOBaHUSA; JaThl Hauyajla W OKOHYAHHUS CTATUCTUYECKOW 4YacTu
HCCIICIOBAHUA);

BBeleHUE (MHpoOpMaIMs O JIEKApCTBEHHOM IIpermapaTe: OINHMCaHuEe, XHUMHUYecKas
(ctpykTypHas) popmyna, hapMakOKUHETHKA, (hapMaKOAMHAMUKA);

1eNb U 3aJ1a4 CTAaTUCTHUECKOHN YacTH HccleA0BaHus (KpaTKo);

onucanue  (apMaKOKMHETHYECKOIO  aHalmM3a,  HMJISHTH(UKALUS  HMCIOJIB3YEMbIX
CTaTHUCTUYECKUX MPOTPaMM;

ocTpoeHune (hapMaKOKHHETUIECKON KPUBOIA,

(hapMaKOKMHETHUECKOE YPaBHEHHE U €r0 aHaJIU3, UCIOJIb3YEMbIE TPOrPaMMBbI pacyeTa;

ornpenenenue 6a3oBeix (papmakokuHeTndecknx napamerpoB (AUC(.), AUC0-w), Cmax H
tmax) 1 METOJIOJIOTUS X PACUETOB;

MIPOBEPKA TMIIOTE3bl OMOIKBUBAJICHTHOCTH;

OMMCaHWE NPOLEAYPbl CTAaTHUCTUYECKOM 0O0pabOTKH [aHHBIX, IMPOBEpKAa HYJIEBOH U
IbTECPHATUBHOM TUIIOTES;

pe3yNbTaThl OLEHKH OMOSKBUBAJIEHTHOCTH W WX MHTEpHpeTanus A peQepeHTHOro u
HCCJIeTyeMOT0 JIEKaPCTBEHHBIX MPENapaToB ¢ pacdeToM Crmax, tmax, tz, AUC(0-t), AUC0-0) (B hopMe
TaOHIIBI);

CTaTUCTUYECKUI aHaJIW3 II0Ka3aTelell SKBUBAJEHTHOCTH JIEKAPCTBEHHOIO IIpenapara,
UICHTU(PUKAIUS UCTIOIb3YyEMbIX CTATUCTHUECKUX MPOTpamMm;

TaONMUIBI,  COAEp)KallMe  pe3yjbTaThl  JUCIEPCUOHHOTO  aHajiu3a  IOKa3arenen
6mo10cTyMHOCTH Cmax, AUC(0-t), AUC(0-0) U TIOKa3aTeNIe OMOIKBUBAIEHTHOCTH HCCIIETYEMOTO
npemapata f”, f, f. A Takxe IONOJHUTEIbHBIC TMapaMeTPhl SKBUBAJCHTHOCTH JJIsi OTIEIBHBIX
JIEKapCTBEHHBIX (HOPM;

aHaJIM3 MOITHOCTH MCCIEIOBaHUS (C MPEACTaBICHUEM PE3yJbTAaTOB MO MAHHBIM Cmax H
AUC o-t) B popMe TaOIHIIBI);

BBIBOJIbI U 3aKJIFOUYEHHUE;

CIIMCOK JIUTEPaTypHl;

I1) IPUJIOKEHHUSL:

MHIUBUAYalIbHbIE M cpeiHHe (apMaKOKMHETHYECKHe Mpo(uiiu, a TakkKe CyMMapHbIe
npopmin peepeHTHOTO U UCCIEAYEMOr0o JISKapCTBEHHBIX MpenapaToB B HEMpPeoOpa30BaHHBIX
KOOpJUHATAaXx;

WH/IMBUYyalbHbIE W cpenHue (papMakOKMHETHYECKHEe NpoduiaM, a TakkKe CyMMapHbIE
npodunu pedepeHTHOro U HCCIEAYeMOro JIEKapCTBEHHBIX MPENnaparoB B JIOTapu(PMUUYECKUX
KOOpJUHATAaXx;
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TaOIMIBI MHAMBHUYAIBHBIX U CPEJHUX 3HAUYCHUH KOHICHTPALNH, (apMaKOKHHETHUECKIX
napaMeTpoB M HMCIIEPCHOHHOIO aHaIn3a IoKa3zaTesiel (hapMakKOKMHETHKH pedepeHTHOro u
HCCIIEyEeMOTro JIEKapCTBEHHBIX MPEIapaToB.

3. Otuer nomwKeH OBITH MPEACTABICH HAa OYMaXHOM U 3JEKTPOHHOM HocUTemnsxX. JlroOas
uHpOpMaIHs JT0JDKHA OBITH JOCTYIHA IO 3ampocy. MHIuBHyanbHbIe 3HAYEHUS] KOHIIEHTpani
pedepeHTHOTO U HCCIETyEeMOro JIEKAapCTBEHHBIX MpEnapaToB B OMOJOTHUECKUX KUIKOCTAX, a
TaKKe IMOJIy4YeHHbIC (apMaKOKMHETHYECKHE II0Ka3aTeld II0 BCEM OJTamaM HCCIICTOBAHUS
NPEJCTABISAIOTCS B JIEKTPOHHOM Bujze B ¢opme Tabmuiy MS Excel uim MHBIX, COBMECTUMBIX C
JTaHHBIM PETAaKTOPOM.

I1. AHasMTHYeCKHIi 0TYET 0 NPOBEICHNH TECTA CPABHUTEIbHOM KHHETHKH PACTBOPEHUSA

4. AHanmUTUYECKUA OTYET O MPOBEACHUU TECTa CPABHUTEIBHON KUHETHUKH PACTBOPEHHUS
(manee cootrBercTBeHHO — oTueT, TCKP) Bkimtouaercs B pasngen 3.2.P.2 «DapmaueBruueckas
pa3paboTKka» MOyl 3 pEruCTPallMOHHOTO A0ChE JIEKaPCTBEHHOI'O Mpemnapara B COOTBETCTBUH C
[IpaBmwiaMu perucTpanud © OSKCIEPTH3BI JIEKAPCTBEHHBIX CPEACTB M MEAHIIMHCKOTO
MPUMEHEHUSI, YTBEPKIaeMbIMU EBpa3nuiickoil ’KOHOMHUYECKOH KOMUCCHUEH.

5. Otyer BKIItOYAET B ce0sl CIEAYIOINE IIEMEHTHI:

1) TuTynBHAS CTpPAHMIIA, HA KOTOPOU MPUBOISATCS:

Ha3BaHUE HUCCIICIOBAHUS;

HAaMMEHOBAHME U aIPeC OPraHU3aluU, TPOBOASIIEH aHATUTHYECKYIO YaCTh UCCIIEI0BAaHUS;

naThl Havana u okoHuanus nposeneHust TCKP;

2) comepkaHue OTYETaA,

3) crpanuna noxanucei (¢ ykazanuem ®.1.0., nomkHOCTEH 110 OCHOBHOMY MECTY paloThI,
MOAMHKCEH (C yKazaHHWEM JaThl) JIUI], OTBETCTBEHHBIX 3a nposeacHue TCKP);

4) nepeyeHb COKpAIIEHUIN 1 UCTIOIb3YEMbIX IMOHATHIA;

5) uadopmanus 0 MaTepraiax u 000pPyI0BaHUU;

6) nHbOpMAITHs O CPAaBHUBAEMBIX JIEKAPCTBEHHBIX Mperaparax:

XapaKTepUCTHKA HCCIEAYEMOro JIEKapCTBEHHOTO Ipernapara: TOProBoe HaMMEHOBaHUE
(ecnu PUMEHMMO), MEXAYHAPOIHOE HETIaTEHTOBAaHHOE HAaUMEHOBAaHHE, JICKapCTBEHHAsA dopMa,
J03UPOBKa, HOMEp CepuH, J1aTa MPOU3BOCTBA, JaTa UCTEUEHUS CPOKa FOJTHOCTH, TPOU3BOIUTEIND
WJIM OpPTaHU3aIHs, OCYIIECTBIISIONIAS BBITYCKAIOIINI KOHTPOJIb KauecTBa (C yKa3aHUEM CTpPaHBbI-
MIPOU3BOIUTEIS);

XapaKTepUCTHKa peepeHTHOro JIEKapCTBEHHOTO IpenapaTa: TOProBoe HaMMEHOBAHUE,
JeKapcTBeHHast (opmMa, 103UpPOBKa, HOMEp CEepHUH, JaTa MPOU3BOJACTBA, JaTa MCTEUEHHs CpPOKa
TOAHOCTH, YCJOBUS XpaHEHUS, IPOU3BOAMUTENb WJIA OpTraHU3aIMs, OCYIIECTBISAIONIAS
BBIITYCKAIOIINIA KOHTPOJIb KauecTBa (C yKa3aHUEM CTPAHbBI-IIPOU3BOAUTENS);

7) uadopmaruss 00 aHAIUTHYECKOM CTaHIAPTHOM oOpaslie, B KOTOPOH NPUBOIATCS
HaUMEHOBAaHME, NPOU3BOAUTEN, KOJUYECTBEHHOE CO/EpKaHUE, HOMEP CEpUH, CPOK T'OJTHOCTH
(IOBTOPHOTO UCIIBITAHUS);

8) mHopmarus o0 peakTUBax U MaTepuaax;

9) uadopmarus 06 OCHOBHOM U BCIIOMOTaTeIbHOM 000PYA0BaHHH;

10) ycnoBus npoBenenus TCKP:

a) BBIOOp, KpaTKoe 000CHOBaHME YCIOBUH U onrcanue MeToauku nposenenus TCKP;

0) ycnoBus npoeaeHuss TCKP (tum anmapara, CKOpOCTh BpaIlieHUsI, TEMIIepaTypa Cpebl,
00beM cpenbl, BpPEMEHHBIE TOYKH, KOJMYECTBO €IWHUI] Ipernapara JUis pPacTBOPEHHS,
MOMEIIAEMBIX B COCYJl, YMCJIO E€IWHHUIl JIEKAPCTBEHHOrO Ipernapara Ijs KaXKJI0il BpeMeHHOM
TOUYKH, HCIOJb3yEeMbIE «CHHKEpBI», MpoLeaypa OTOOpa 00pas3IoB, MpOIEeaypa BOCIIOIHEHUS
Cpelbl paCTBOPEHUS ),

11) undopmanust 0 MapKHpPOBKE 00pPaA3LOB MPH MTPOBEACHUH HCCIEIOBAHUM;

12) onucanue aHANMTHYECKOW METOAWKH (BO3MOJKHA TEPEKPECTHAas CChUIKA Ha JPYTHE
paszaesnsl perucTPamOHHOO 10Che U (DapMaKONEHHYI0 METOIUKY, TOT1a HUKETIEPEUHCICHHbIE
CBEICHHUS IOITYCKAETCSl HE MPUBOAUTD):
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TaOJMUIBI, COJEpXKAIlMe KpaTKUH 0030p aHAIUTUYECKOW MeToauku. B ciyuae
WCIIOJIb30BAaHUS XPOMATOTpahUUECKUX METOJOB MPHUBOJSATCS YCIOBHS XPOMAaTOTrpaguuecKoro
aHanuW3a: TOABWXKHAs (a3a, THM KOJIOHKH (IPEAKOJIOHKH), CKOPOCTh TOTOKA, TeMIlepaTypa
KOJIOHKH, TeMIleparypa aBTocaMmIiuiepa, OOBEM BBOJUMOW TMPOOBI), NETEKTOp, MapaMmeTphl
JNETCKTUPOBAHMS, JIMHEHWHBIA JMAMa30H TPagyMpOBOYHOM KPUBOW, HIDKHUH  Tpenesn
KOJMYECTBEHHOTO OMpEACNICHUsI, HCHOJIb3yeMbIe TpPaJAyUpOBOYHBIE 00pasibl (Y4UCIO H
KOHIICHTpaIusi), 00pasibl KOHTPOJISA Ka4ecTBa (YMCI0 U KOHIICHTPAIHs), CITOCOO MOCTPOCHUS U
THUII TPAAyUPOBOYHON 3aBUCUMOCTH,

MIPUTOTOBJIEHUE UCXOIHOTO IPalyHpOBOUYHOTO PaCTBOPA;

MPUTOTOBIICHUE UCXOTHOTO PACTBOPA JIJIsi KOHTPOJIS KauecTBa;

MPUTOTOBJIEHUE CPEJl PACTBOPEHHUS;

MPUTOTOBIICHHE PACTBOpA IJ1a1e0o;

MPUTOTOBJIEHHE PabOYHX I'PaAyHPOBOYHBIX PACTBOPOB;

MPUTOTOBIICHUE PAOOYHX PACTBOPOB IS KOHTPOJISI KA4eCTBa;

13) pe3ynbTaThl aHaau3a UCCIEAYEMbBIX 00pa3loB (1aTa, UACHTH(UKAIUS aHATUTHICCKUX
cepuil (LIMKJIOB), PaHIOMHU3AIH HCCIEyEeMbIX 00pa3IioB, T'palyHpOBOYHBIX 00pa3IoB 1 00pa3IoB
KOHTPOJSl KayecTBa B AHAJIMTUYECKUX cepusax (IMKIax), KPUTEPUH MPHUEMIIEMOCTH
AHATUTUYECKUX CepHid (IUKIIOB), TAOIUIIBI, BKIIOYAIOIINE PE3yIbTATHI);

14) pe3ynbpTarel 00pabOTKH PE3yJIHTATOB U UAECHTU(HUKAIINN TPOTPAMMHBIX CPE/ICTB;

15) kpaTkoe onucaHue BaduAalliy UCIOJIb3yeMOW aHATMTUYECKON METOANKH;

16) pe3ynbrarsl mpoeaeaus TCKP:

CBOJHBIC TaOJIMIBL, COAEpIKAILME pPE3YyIbTaThl BBICBOOOXKIEHHUS pEPEpEeHTHOTO H
HCCIIETyeMOro JIEKapCTBEHHBIX MPENapaToB B KaXKJOW BPEMEHHOM TOUKe, JUIsl KaXI0H €IUHUIIbI
J03UPOBaHUs peepEeHTHOTO U UCCIIETYEMOro JIEKAPCTBEHHBIX MPENapaToB U CPell paCTBOPCHUS,
C pacueToM CpeHUX 3HaueHUH 1 Ko3PUIIMEHTOB BapHALIUU CTETIEHU BEICBOOOKICHHUSI B KaXK 01
BPEMEHHOM TOUKE;

rpadgudeckue n3o00pakeHUs Tpoduiield BBICBOOOXKICHUS NEUCTBYIOIIETO BEIIECTBA W3
pedepEeHTHOTO U HCCIIeAYEMOT0 JICKAPCTBEHHBIX MPENapaTOB;

OTKJIOHEHHUSI, IPUHSATHIE MEPBI, UX 00OCHOBAHUE;

(bakTOop CXOOUMOCTH f2 ¥ TPAHUIIBI IPHEMIIEMOCTH;

17) BBIBO/IBI M 3aKJTFOUCHHUE;

18) nureparypa, nucnosab3zoBanHas it BeiOopa ycnoBuii nposenenust TCKP u pa3paboTtku
AHAIMTHYECKON METOIUKH;

19) npunoxenus:

nporpamma (mpotokosn) nmpoeacHus TCKP;

pEeNpe3eHTaTUBHBIE XPOMATOTPaMMbl (WJIM WHBIE TICPBUYHBIC JAHHBIC) B KOJIUYECTBE HE
menee 20 % oT yucia BRIIOJIHEHHBIX aHAIN30B;

cepTu(dUKATHI aHAIN3a UCCIIETYEeMOro U pehepeHTHOro JEKapCTBEHHBIX MIPEmapaTos;

20) oT4eT O BAMIAMKM AHATIMTHYECKOW MeTonuku npu npoeraeHuun TCKP (Bo3mokHa
MEPEeKpecTHasl CChUTKA HAa JPYTHE paslielbl PETUCTPANMOHHOTO JI0Che WM (DapMaKONECHHYIO
METOJIMKY, TOT/1a HUKETIePEUrCICHHbIE CBEICHUS JOITYCKAETCsl HE MPUBOANTD):

a) TUTYJIbHASI CTPAHUIIA, HA KOTOPOI MPUBOASITCS:

Ha3BaHME HCCIIEIOBAHMUS;

HAaUMEHOBAHHE U aPeC OPTaHU3AIMH, TPOBOISIIEH UCCIICOBAHUE;

JIaThl Hayajla 1 OKOHYaHUS BaJuJalMK aHATUTHYeCKOW meToauku npu nposeaeHuu TCKP;

0) colepkaHue OTYETa;

B) cTpanuIa noanucei (¢ ykazanuem @.1.0., 10MKHOCTEH M0 OCHOBHOMY MECTYy pabOTHI,
noanucel (C ykazaHueM JIaThl) JIUI], OTBETCTBEHHBIX 32 MPOBEACHHUE BATUIAIINN aHATUTHICCKOM
Meroauku rpu nposeneaun TCKP);

T) IepeYeHb COKPAIICHUI U UCTOb3YEMbIX MOHSTHIA;

1) 000CHOBaHHME BBIOOpA METO/a, MAapaMEeTPOB BAIUIAINNA U WX OIEHKH, UICHTH(PUKAIIHI
MPOTPaMMHBIX CPEJCTB JJIS PACUETOB;
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€) TaOJUIbl, CcoJep)Kalue KpaTKui 0030p aHAIWTUYECKMX METOIuK. B ciydae
MCIOJIB30BAHUS XPOMATOrpauuecKux METOIOB MPUBOAATCSA YCIOBUS XpOMAaTOrpauuecKkoro
aHanuW3a: TOABWXKHAs (a3a, THM KOJIOHKH (IPEAKOJIOHKH), CKOPOCTh TOTOKA, TeMIlepaTypa
KOJIOHKH, TeMIlepaTypa aBTocamIiuiepa, OObeM BBOAMMOM MpOOBI), NETEKTOp, IMapaMeTphI
JNETCKTUPOBAHMS, JIMHEHWHBIA JMAMa30H TPagyMpOBOYHOM KPUBOW, HIDKHUH  Tpenesn
KOJIMYECTBEHHOT'O  ONPE/CICHUS, HCIOIb3yeMble TIpaAyUpOBOYHBIC OOpa3ubl (YUCIO H
KOHIICHTpaIusi ), 00pasibl KOHTPOJISA Ka4ecTBa (YMCI0 U KOHIICHTPAIHs), CITOCOO MOCTPOCHUS H
THUT TPaTyUPOBOYHON 3aBUCUMOCTH;

) CEJeKTUBHOCTh MeToAa (MIeHTU(UKALMS BBIOJHEHHBIX aHAIUTUYECKUX Cepuit
(UMKIIOB), KPUTEPUU MPUEMIIEMOCTH, PE3yIbTATHI (B (hopMe TaOIHII, XPOMATOTPAMMEBI UM UHBIC
MEepBUYHbIC JAHHBIE B CITyYae 1e1eco00pa3HOCTH, COOTBETCTBUE KPUTEPUSIM MPUEMIIEMOCTH);

3) TpayMpoBOYHasl KpuBas (ypaBHEHHE KPHBOH, KOI((DUIMEHT KOPPENSALUH, JTUHEHHBIN
JMana3oH, KpUTEpUU MPUEMIIEMOCTH, Pe3yJbTaThl (B BUAE TaOJIMIl, XpOMATOIpaMMbl UM UHBIE
NEpBUYHBIE JAaHHbIE B  ClIy4yae IeJIeCO00pPa3HOCTH, WACHTU(HUKAIMS  BBIMOJIHEHHBIX
AHATTMTUYECKUX CepUid (ITMKIIOB), COOTBETCTBHE KPUTEPUSIM MIPUEMIIEMOCTH );

1) PaBUIBHOCTh U NTOBTOPSEMOCTb B TE€UEHHUE | JHS WM aHAIUTUYECKOW cepuu (LMKIIA),
KpUTEpUHU TPUEMIIEMOCTH, pe3yibTaTbl B (opme TabNMI, COOTBETCTBUE KPUTEPUIM
IPUEMIIEMOCTH;

K) IPaBWJIBHOCTh W TPEIU3NOHHOCTh B pa3Hble JHMU, AHATUTHUYECKHE CEepUu (LIMUKIIBI),
KPUTEPUH TPUEMIIEMOCTH, pe3yibTaTel B (opme TabmUI, COOTBETCTBHE KPHUTEPHIM
MIPUEMIIEMOCTH;

1) mporeypa pa3z0aBieHUs] 0Opas3oB MpU HEOOXOIUMOCTH (KPUTEPUH MPUEMIIEMOCTH,
pe3yabTaThl B opMe TaOIHI], COOTBETCTBUE KPUTEPHUSIM MMPUEMIIEMOCTH ),

M) CTa0MIIBHOCTH 00PA3IoB (PacTBOPOB):

CTaOUJIBHOCTh XPAHEHHUS HCXOIHBIX M pabOyuX pacTBOPOB (KPUTEPUU MHPUEMIIEMOCTH,
pe3yabTaThl B (hopMe TabJIUI], COOTBETCTBUE KPUTEPUSIM MPUEMIIEMOCTH);

CTaOMIBHOCTH 00pa3oB (PacTBOPOB) B MPOIIECCE BHITIOJIHCHHS aHAM30B, BKIIIOYAsk BpEMs
Ha MOATOTOBKY 00pa3IioB (pacTBOPOB) U BpeMsl OJTHOTO aHAIIN3A;

H) OTKJIOHEHHUSI, IPUHSATHIE MEPHI, ©X 00OCHOBAHMUE;

0) 3aKJIIOYEHUE;

1) JINTepaTypa, HCIOJb30BaHHAA JUIsi OOOCHOBAaHMS BBIOOpa MeETOAAa M TapaMeTPOB
BaJIMIallUU, Pa3pabOTKH aHATUTHYECKON METOAHKHY;

p) IpUIIOKEeHHE (penpe3eHTaTUBHBIE XPOMATOrPaMMbl WM WHBIE NEPBUYHBIE JaHHBIE B
KonnyectBe He MeHee 20 % oT uucia 006pas3IoB, aHATM3UPYEMBIX ITPH BAIUAALNN aHATUTHYECKOM
METOIMKH).

IIpunoxxenne Ne 8

k [IpaBunam npoBeneHus
UCCIIeIOBaHN OMO’KBUBAJICHTHOCTH
JIEKapCTBEHHBIX IIPENIapaToB B paMKax
EBpa3uiickoro 3K0HOMHUYECKOI0 COI03a
(B penaxuun Pemenus Coeta

oT 4 cents6pst 2020 r. Ne 67)

YCJIIOBHBIE OBO3HAYEHUA ®PAPMAKOKUHETUYECKUX ITAPAMETPOB

Ae(-y) — oOmiee coaepKaHue HEM3MEHEHHOTO JICHCTBYOIICTO BEIICCTBA B MOYE, COOPAHHON OT
MOMEHTA IIpHUeMa JICKApPCTBCHHOTO Mperapara 10 BpeMEHU t

AUC(().72 ) — Iuomaab Imoa KpHBOfI «IJIa3MCHHAs1 KOHLCHTPpAIus — BpEMsA» C MOMCHTA IpUueMa
JICKApCTBCHHOI'O IIperapara 10 724

AUC(().OO) — Iuomaab Imoa KpHBOfI «IJIa3MCHHAs1 KOHLCHTPpAIus — BpEMsA» C MOMCHTA IpUueMa
JICKApCTBCHHOI'O IIperapara 10 OCCKOHEYHOCTH
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TUIOMIA/b MOJI KPUBOM «IUIa3MEeHHAasi KOHLIEHTPALUS — BpeMs» C MOMEHTa Mpuema
JIEKapCTBEHHOT'O MpemnapaTa 10 MocjieHeil onpeneasieMol KOHIEHTPAUH BO BpEMEHHOU
TOUKE t

paBHOBECHAA IJIOIaAb MOJA KpPIBOﬁ B MHTCPBAJIC JO3UPOBAHUA

miomanb 1o KpHBOﬁ «IJIa3MCHHAs1 KOHLICHTpAIUs — BpEMs» B TCUHCHUC MHTCPBAIa
JA03UPOBaHNA B PABHOBECHOM COCTOSAHHUU

ocraTtoyHas (9KCTparojupyemas) Iuoma s 1oJ KpUBOH, opeaensemMas o popmyie

AUC AUC

L=y

AUC

{1

- )

yactuuHas AUC, oTneneHHas 3apaHee BBIOPaHHBIMU TOYKAMHU OTCCUCHHS
yactuuHass AUC MHOroQa3HbeIX mpenapatoB B ¢asy x

IUIOLIAJIb O] KPUBOH addekra

MaKCUMaJbHAas IIa3MeHHasi KOHIICHT AN

paBHOBECHAs MaKCUMaJIbHAA TUTa3MEHHAsI KOHIICHTPALUS

MUHHMAaJIbHAS TUIa3MEHHAs KOHIICHTPAIN B PABHOBECHOM COCTOSHHH
KOHIICHTPAIH B KOHIIE MHTEPBAJIA TO3UPOBAHAS

KOHIICHTPAIIN B KOHIIC MHTEPBAJIA TO3UPOBAHNS B PABHOBECHOM COCTOSIHUH
JUTHTEITLHOCTD BO3JCHCTBHS 10361, paBHas puMepHo 0,5 * EDsg
JUTUTEITLHOCTH BO3JICHCTBHS 10361, paBHas mpuMepHO 2 * EDsg
HCXOIHBIN 2P PeKT

MaKCHMaJIbHbIH 2 dekT

JJINTCIIBHOCTD BOSHeﬁCTBHH J03bl, TPU NPUMCHCHNU KOTOpOﬁ 3(1)(1)€KT COCTaBJIACT
IMOJIOBUHY OT MaKCUMAaJIbHOTO

KOHCTaHTa CKOPOCTH TEPMHUHATBHON IUMUHAIINN
MaKCUMaJIbHasi CKOPOCTh BBIBEJICHHS C MOYO
MICPUO/T TOJTYBBIBEICHHUS U3 TIA3MBI

BpeMs TOCTHKEHUS Cimax

BpeMs JOCTHKEHHUSA Crax s

JIATEHTHBIN TIEPHOT

BBIOOpOYHAS TUCTIEPCHS

BBEIOOPOYHASI KOBApHAITUS

BBEIOOPOYHOE CpeHee

IIpunoxxenue 9

K [IpaBunam npoBeaeHust
WCCJICIOBAHNH OMO3KBUBAIICHTHOCTH
JIEKApCTBEHHBIX MPENapaToB B paMKax
EBpa3zuiickoro 3KOHOMHUYECKOTO CO03a

TPEBOBAHMUSA

K NPOBeIeHUI0 (PAPMAKOKHHETHYECKOI0 M KJIMHUYECKOro HCCJIeJ0OBaHUH
0MO3KBHBAJTEHTHOCTH KOPTHKOCTEPOUHBIX JIEKAPCTBEHHBIX NPENapaToB 1JIsi MECTHOTO

NPUMCHCHUA
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I. O01mue moJ1o:xeHus

1. Hacrosmue TpeboBaHus comepskaT yka3zaHUs 0 TOATBEPKICHUIO0 OMOAKBUBAIEHTHOCTH
in Vivo KOPTUKOCTEPOMIIHBIX JIEKAPCTBEHHBIX MPENapaTroB JUIsi MECTHOIO NMPUMEHEHHs MyTeM
npoBefeHUsT  (apMaKOJWHAMUYECKHMX  HCCICNOBAaHUM  C  HCIOJNB30BAHHEM  METOJa
MOANGUIIMPOBAHHOTO OwoaHanu3a cyxeHuss cocygoB 1o Crayron-MakKensun (mamee —
OroaHaN3 CyKEHUS COCYI0B, OMOaHaIH3 MOOISAHCHHSI KOXKH). Y Ka3aHHBIA METO/I IIpe/IIoiaraet
OLICHKY JJUTENIbHOCTH BO3ICHCTBUS JUIsI KOHTPOJIS J03bl BBOJUMBIX KOPTHUKOCTEPOMIHBIX
MpermapaToB i MECTHOTO MPUMEHEHHsS, a TaKXe MPOBEJICHUE MWIOTHOTO WCCIEIOBAHUS
3aBHUCHUMOCTH «JUIUTEIbHOCTh BO3JIEHCTBUS O3Bl — OTBET» ISl OINpEACNEHUs MpHEeMIIEMOi
JUTUTETHPHOCTH BO3JIEHCTBUS O3Bl B OIMOPHOM KJIMHUYECKOM WCCIICIOBAHUH, W TPOBEACHHE
OMOPHOTO KIMHUYECKOIO HCCIENOBaHUsl OWOAKBUBAJIEHTHOCTH in Vivo C PEIUIMKATUBHBIM
JIN3aiHOM U TIOATBEPKICHUEM MPUEMIIEMON 3aBUCUMOCTH «UIUTEIHLHOCTh BO3ACUCTBUS JO3BI —
oTBeT» CcyOBeKTOB. Kak u Bce OMOaHANUTUYECKUE METOIUKU, JaHHBIA (papMakoAMHAMUYECKUN
O6uoananu3 TpeOyeT AeTaNbHOM BaIHIAIIMH, KOTOPas SBIAETCS 00s13aHHOCTHIO CIIOHCOPA.

2. CUIIbHOICUCTBYIOLINE KOPTUKOCTEPOUAHBIE JIEKAPCTBEHHbIE MPEnapaTsl s MECTHOTO
MPUMEHEHHSI MOTYT YTHETaTh pad0Ty TUIOTanaMo-TUNIOGU3apHO-HAATIOYSUHUKOBOM OCH, OTHAKO
IUIS TIpenapaToB, OMOAKBUBAJIEHTHOCTh KOTOPBIX MOATBEPKEHA B COOTBETCTBUU C HACTOSIIIMMHU
TpeboBanusiMu, TMpeACTaBICHUE pPE3yJIbTATOB WCIBITAHUNA Ha TMOJABICHUE THUIIOTAIAMO-
runou3apHoO-HaNOYEYHUKOBOH OCH B BHJE OTYETa B COCTAaBE PErHMCTPAIMOHHOTO J0ChE
JIEKapCTBEHHOT'O TIperapaTa He TpeOyeTcs.

3. Hacrosimmue TpeGoBaHusT TNPUMEHSIIOTCS B OTHOIICHHMM  KOPTHKOCTEPOMIHBIX
JIEKapCTBEHHBIX MPEMapaTOB JIJIsi MECTHOT'O TPHUMEHEHHS HE3aBUCHMO OT YPOBHS UX aKTHBHOCTH.
[TockonbKy XapakTepUCTUKHU 3aBUCUMOCTH «UIMTEIbHOCTh BO3ACUCTBUS 03Bl — OTBET» MOTYT
U3MEHSTBCS B 3aBHCHUMOCTH OT KOHKPETHOTO JICKQPCTBEHHOTO Mpemnapara, JUisi OMpeesieHus
COOTBETCTBYIOIIMX IapaMEeTpPOB OCHOBHOIO (OMOPHOI0) HCCJIENOBAaHUS PEKOMEHIYeTcs
MIPOBEJICHUE MIJIOTHOTO MCCIIEAOBAHUS.

4. [loaTBepxkaeHrne OMOAKBHUBAJICHTHOCTH 2 TBEPABIX JIEKAPCTBEHHBIX (HOpM AJis MpuemMa
BHYTpPb OOBIYHO OCHOBBIBACTCS HA CPAaBHEHHH KOHIICHTPAIMI ACHCTBYIONIETO BEUIECTBA U (WIIH)
MeTaboJIUTa B JAOCTYITHON OMOJIOTHYECKOW >KMAKOCTH (HAaIpUMeEp, B KPOBH HJIM MOYE) TOCIHE
OJTHOKPATHOTO WJIM MHOTOKPATHOTO JO3UPOBaHUS KaXKAOTO JICKAPCTBEHHOTO IMpermapaTra Mpu
MPOBEJICHUU HCCIEIOBaHUS C Yy4YacTHEM 3JIOPOBBIX [00poBoibleB. [Ipu HeBO3MOKHOCTH
MPUMEHEHHST O3TOTO MeEToJa /I TOATBEPXKACHUS OWOIKBUBAJICHTHOCTH pa3periaercs
WCIIOIB30BaTh CJIENYIONINE METOJNbI MCCIEAOBAHUN in Vivo W in vitro (B TOpsake yObIBaHUS
MPEANOUYTUTEIBLHOCTH):

a) papmMakoAMHAMUYECKUE UCCIEIOBAHUS;

0) KIIMHHYECKUE UCCIICIOBAHNS,

B) UCCJICIOBAHMS i1 VIVO HA KUBOTHBIX;

T') UCCIIEIOBAHUS in Vitro.

5. Ang  ycraHOBIIeHUST OWOARKBHUBAJIEHTHOCTH KOPTHUKOCTEPOMJIHBIX JIEKAPCTBEHHBIX
MpermapaToB Uit MECTHOT'O TPUMEHEHHUS B CITydae, €CIIU KOHIICHTpAIHsl JEHCTBYIOIIErO BEIIeCTBA
WIM ero MeTaboNUTOB HE MOXKET OBbITh OLICHEHAa B JOCTYMHBIX OMOJOTHYECKUX KHUIKOCTSX,
TpeOyeTcst mpoBeacHHe (GapMaKOAMHAMHYECKOTO WM KIMHHYECKOTO HCCICIOBAHUS N ViVO.
Kinuandeckue wuccrmenoBanus OOBIYHO TPEOYIOT BKIIOYCHHS OOJBIIOTO0 YHCIa CyOBEKTOB H
HEpenKo He o00JanalT JOCTATOYHOW UYYyBCTBUTEIBHOCTHIO. B oTiMuume OT HUX,
(dbapMakoMHAMUYECKHE MCCIEAOBAHUS TO3BOJSIOT IMOJYYUTh TPUEMIIEMbIE JaHHBIE O
OMOAKBHBAJIEHTHOCTHU TIPU YYACTUU OTHOCUTEIHLHO HEOOIBIIOT0 KOJIMYECTBA CYObEKTOB.

6. Perucrparus Bocripon3BeIeHHBIX KOPTUKOCTEPOUIHBIX JIEKAPCTBEHHBIX MPENapaToB [
MECTHOTO TNPUMEHEHHsI JIOJDKHA OCHOBBIBATBCS B IEPBYIO OuYepeah Ha  OICHKE
dhapmakoguHamMmuueckux 3(dekroB. Takoit moaxom 00yCIOBICH CBOMCTBOM KOPTHKOCTEPOHIOB
BBI3BIBaTh MOOJICTHEHUE KOKU BCJIEICTBUE CYKEHUS MHUKPOCOCYIOB KOXH. [laHHOE CBOMCTBO
CBSI3aHO C KOJIMYECTBOM JIEHCTBYIOIIETO BEIIECTBA, MOCTYMHBILETO B KOXKY, U MOXET SBIATHCS
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OCHOBAaHMEM [UJIsl CPAaBHEHMs IOCTYIUICHUs JACMCTBYIOIIETO BeEIIECTBA W3 2 MOTEHIMAIBHO
SKBHUBAJIEHTHBIX COCTAaBOB KOPTHUKOCTEPOUAHBIX JIEKAPCTBEHHBIX IPENapaToB s MECTHOIO
MIPUMEHEHHS.

7. HecMoTps Ha TO, YTO CYIIECTBYET HECKOJILKO BHJIOB aHAIH3a CY>KEHUSI COCYAOB, 00N
METOJl OCHOBaH Ha MECTHOM HAHECEHHH 3J0POBBIM J00OpOBOJBLAM KOPTHKOCTEPOUTHOTO
JIEKapCTBEHHOI'O IIpernapaTta Ha nepuoj 6—16 uacoB, ¢ mocienyrouiel BU3yallbHOM OLIEHKOM
MPOLIEAIIUM TOJArOTOBKY OCJIEIJICHHBIM HaOM0JaTesieM CTEeNeHH MOOJeAHEHHUsI KOXHU IO
O6amtpHON mikane (0—3 wnu 0—4 6amioB) B OJHON BpeMEHHOM TOYKe, KaK MpaBWIIo, 4yepes 2 Jaca
MOCJIe yAAJIeHHs Ipenapara.

8. Hactosme TpeGoBaHus mpeamnoiararoT MpOBEAECHUE 2 WUCCIEAOBAaHUM in  vivo
(MUJIOTHOTO MCCNEAOBAaHUS 3aBHCUMOCTH <« JJIUTEIILHOCTh BO3JIEHCTBUS JI03bl — OTBET» U
OMOPHOTO KJIMHUYECKOTO HCCIEIOBaHUS OWO3KBUBAJICHTHOCTH i1 Vivo) Uil CpaBHEHUS
UCCIIETyeMOro U pedepeHTHOro JIEKapCTBEHHBIX MpemnaparoB. [luioTHoe wuccienoBaHue
XapaKTepU3yeT 3aBHUCHUMOCTb «IJIUTEIBHOCTh BO3JEHCTBUS J103bl — OTBET» B paMKax MOJENN
onpeneneHus Emax W TNPOBOAUTCS HCKIIOYUTENIBHO C HCIOJNBb30BaHHEM pedepeHTHOro
JIeKapCTBEHHOTO Tpenapata. [IpeanoyTuTenbHbId Uil MOATBEPKICHUS OMOSKBHUBAJICHTHOCTH
METOJ, OLEHKH JUIUTEIIbHOCTH BO3JEHCTBUA A03bl OCHOBAH HA MCIOJb30BaHUU 3 IIIUTEIBHOCTEN
BozneiicTBust  103: EDsop, D1 uw  Ds.  CpaBHenme wucciegyeMoro u  pedepeHTHOro
KOPTUKOCTEPOMUIHBIX JIEKAPCTBEHHBIX MPENAapaToB B paMKax OMNOPHOIO MCCIIEOBAHUS
MIPOBOJUTCS HAa YPOBHE, IUTEIBHOCTH BO3AEHCTBHS J103bl, NPUOIU3UTEIFHO SKBUBAJICHTHOM
nonyassuuoHHo EDso o pe3ynbTaTaM NUIOTHOTO UcciaeqoBanusl. YyBCTBUTEIBHOCTh OTOPHOTO
MCCIICIOBAHMs YCTAHABJIMBAETCS TOCPEACTBOM HAaHECEHHS pPe(PEepeHTHOro KaaTuOpPOBOUYHOTO
CTaHJapTa Ha 2 YPOBHSX JJIMTEIHHOCTH BO3ACUCTBHS J03bI: Di (KaauOpOBOYHBIA CTaHIAPT C
00J1e€ KOPOTKOM AITUTEIBHOCTHIO BO3ICHCTBUS 103bI) U D> (KaTMOpOBOUHBIN CTaHIAPT ¢ O0IbIIEH
JUTUTEIIBHOCTHIO BO3JIEHCTBUA 103b1). CrienyeT ycraHaBnmuBaTh D1 paBHoM mpumepHo 0,5 * EDso,
a D2 —2 * EDso 1o pe3ynpTaTaM MUIOTHOTO MccaenoBanus. Kaxapiii cyObeKT BHICTYIAET B POJIH
«JIETEKTOpa» B TAaKOM HMCCJIEIOBAaHUHU, MOATOMY TOJIBKO JaHHbIE T€X CYOBEKTOB, Y KOTOPBIX
OTHOIICHHE (hapMaKOJIUHAMUYECKUX OTBETOB Ha 1o03¢ D> k moze Di cooTBercTByeT
YCTaHOBJICHHOMY MHHHMMAaJbHOMY 3HAUEHHIO, MOTYT OBITh BKJIIOUEHBI B aHAJU3 U MOABEPTHYTHI
CTaTUCTHUYECKON 00pabOoTKe AJIst MOATBEP)KACHHSI OMOAKBUBAICHTHOCTH i1 VIVO.

I1. Onpenenenus

9. lns ueneit Hacrosimux TpeOoBaHMN HCHONB3YIOTCS MOHATUS, KOTOPbIE O3HAYAIOT
clieyIouiee:

«cyOBEKT, He OTBETUBILIUH Ha JieueHue» (nonresponder) — cyOBbEKT, HE POSBISAIONINNA OTBET
Ha OJHOKPATHYIO JUIMTEIbHOCTh BO3JEUCTBUSA 103bl PEPEPEHTHOrO JIEKApPCTBEHHOIO MpenapaTa
MCIOJIB30BAHHOTO B TEX XK€ YCIOBUAX (C OKKIIIO3HEH MM 0€3 OKKIIIO3MH) B MUJIOTHOM M OTIOPHOM
UCCIIEIOBAHMSIX;

«CyOBEKT OTBETHBIIMK Ha JjedeHue» (responder) — cyOBEKT, MPOSIBISIOUIMA OTBET Ha
OJHOKPATHYIO [UINTEJIBHOCTh BO3JEUCTBUS 03Bl PEe(EPEHTHOro JIEKapCTBEHHOI'O Ipernapara
UCIOJIB30BAHHOTO B TEX K€ YCIOBUAX (C OKKIIO3MEH WM OKKJIIO3UHM) B MUJIOTHOM U OIOPHOM
UCCIIEIOBaHMSIX.

II1. UccnenoBanue papMakogMHAMUYECKHX 3(p(PeKTOB: aHAIN3 CY:KEHHUS COCYA0B

10. IIpu oueHke pe3ynbTaTOB UCCIEAOBAHHUI 3KBUBAJIECHTHOCTH YIIOJHOMOUYEHHBIE OPTaHbI
(3KCTIepTHBIE OpraHu3alMi) TOCYAApCTB — WICHOB EBpa3uiickOoro 3KOHOMHUYECKOrO COH03a
(manee — rocyaapcTBa-uieHbl) JOJDKHBI YAOCTOBEPUTHCS B IPOBEACHUH HUCIOJHUTEIEM
I/ICCJIG,Z[OBaHI/Iﬁ IMpU U3YUYCHUU SKBUBAJICHTHOCTU MCTOJIOM aHAJIM3a CYXKCHUSA COCYIOB KOXKMU:

BaJIMIALIMY U CTaHJIapPTU3AllMKM METO/1a aHAJIU3a CY>KEHUS COCYJI0B KOXKU Kak OMoaHanu3a;

BBEIOOpa B KauecTBE HAONIONATENSI — MEPCOHANA, MPOIISANIETO IMOATOTOBKY C IEJbI0
HaJJIexallel OLleHKH CYKeHHSI COCY/I0B.
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1. Baauaanusi ¥ CTAaHIAAPTU3AIUA METO/1a AHAJIN3A CY’KEHUSI COCYI0B KOKH

11. IlpumeHnenne aHanmu3a CYXKEHUS COCYIOB IJIS OLEHKH OMOAKBHBAJICHTHOCTH
KOPTUKOCTEPOHIHBIX JICKAPCTBEHHBIX MPENapaToB JJIsi MECTHOTO TPUMEHEHHUSI OCHOBBIBACTCS HA
MPEANONI0KEHUH, YTO COCYJIOCY>KHMBAIOIIME CBOMCTBA KOPTUKOCTEPOUIOB TIPU MECTHOM
MPUMEHEHUH MOTYT OBITh  HCIOJB30BaHBI JJIs1  pa3pabOTKM METOJa  CTaHAApTHOTO
BaJIMIMPOBAHHOTO OMoaHanu3a. Pe3ynbTaTsl pa3paboTKu 1 BaIUIAIs OMoaHaI3a JOKHBI ObITh
JTOKyMEHTAITBHO 0()OPMIICHBI.

12.B  mpoiecce  3KCOEPTU3bl  PETUCTPALMOHHOTO  JIOChE€  KOPTUKOCTEPOUIHOTO
JIEKApCTBEHHOT'O TIperapara HeoOXOAMMO MPOBOAWTH COMOCTABIICHHWE PE3YIbTATOB BaTUAAIIHN
BOXKX wm TXKX Meroguku s KOJWYECTBEHHOTO  ONPEAENEHUS  KOHIEHTpaIuu
KOPTUKOCTEPOHTHOTO JIEKAPCTBEHHOTO MpernapaTa B KPOBH TOCIIE BBEICHHSI ONIPEACIICHHON JTO3bI
C pe3ysibTaTaMu BaJIMJAIlMU METOJMKH OMOaHanm3a CyxXeHus cocynoB. [Ipu mcmonb3oBaHuU
Onoananmza cyxeHus cocyaoB oTBeT aerekTopa BOXX wmm KX Ha M3BeCTHOE KOIMYECTBO
JICHCTBYIOIIETO BEIIECTBA 3aMeHsieTcs HaOmogaeMbiM  (apMaKOIUHAMUYECKIM OTBETOM (B
JTAHHOM CJTy4ae CY>KEHHEM COCYOB IPH HCIIOIb30BaHUH KOPTHUKOCTEPOUTHOTO JIEKAPCTBEHHOTO
npenapara Jijisi MEeCTHOTO TPUMEHEHH 1) Ha KOJIMYECTBO BBEJICHHOTO JIEUCTBYIOIIETO BEIIECTRA.

13. B TO BpeMs KaK B THITMYHOM aHAJIN3€ KOHIIEHTPAIIMU B KPOBU MJIM MOYE MCTIOIB3YETCS
TOJIBKO OJIMH MHCTPYMEHT H «JIETEKTOP», KAKIBIH CYOBEKT MCCIECIOBAHUS C HCIOIH30BAHUEM
MeToza papMaKoAMHAMUYECKOTO OMoaHaIM3a BRICTYTIACT B POJIU «JIETEKTOPA», OTBEUAIOIIETO Ha
M3BECTHOE WM HEM3BECTHOE KOJIMYECTBO JIEUCTBYIOIIEro BemiecTBa. HecMmoTpss Ha
dbyHIaMEHTATBHBIC OTJIMYHUS MEXITY CTaHAAPTHBIM aHAJIM30M KOHIICHTPAIIUH B KPOBU WM MOYE U
OMoaHAIM30M, MHOTHE TIPUHITUTIBI CTAHAAPTU3AIMN U BATUIAIINHA COMTOCTABUMEI.

JIuneiiHoOCTDL

14. ®apmakogHAMUYECKasi  3aBUCUMOCTb  MEXIY  J030M WM  KOHIIEHTpaluei
KOPTUKOCTEPOUAHOTO JIEKAPCTBEHHOTO Mpernapara U ero UccieayeMbIM (papMakoJMHAMUYECKUM
s dexToM nTpuMeHNMa B OMOaHaNIN3€e CYKEHHs COCYJIOB MPH HAIUYHM OLIEHKU €€ JTMHEHHOCTH.
HecmoTps Ha TO, 4TO CyIIECTBYIOT pa3IMuHbIE MOJIEIH OMUCAHUS 3aBUCUMOCTH «103a — 3 ek,
Ui OMoaHaIn3a Cy>KeHHUSI COCYJIOB MPUMEHSETCS MOJIENb OLEHKH Emax, MM COOTBETCTBYIOLIAS
CUrMOUJANIbHAs MOAETb Emax, KOTOpas, paccunThIBaeTCs 10 ciexyomeil popmyie:

.Eilllil"- )’( .[-j

E=E,+— .
ED,, + D

Benuunna s dexra (E) or BBegeHwus 060# 10361 (D) paccunThiBaeTCS UCXOS U3 3HAUCHU I
3 xoHcTaHT: ucxoaHoro 3¢dekta (Eo), makcumansHoro 3¢ dexra (Emax) ¥ 103b1, IPU BBEICHUN
KOTOpO# 3(ppekT cocramisger MonoBUHY 0T MakcumaiabHOro (EDso).

15. B ycioBusiX in vivo Cy>K€HHE COCYJOB MPUOIMKACTCS K MAaKCUMyMy. TakuMm o0pazom,
OCHOBHOU mpoOseMoii, TpeOyIoIIei peleHus] Py KUCIOJIb30BAHUNA METO/Ia aHalu3a Cy>KEeHUs
COCY/IOB KOXH JUJIsl OLEHKH OMOIKBHBAJIEHTHOCTHU, SIBJISETCS BBIXOJ 3a MpEIesibl JUHEIHOTro
JUarna3oHa OTBETa MHUKPOCOCYJOB KOXH TPU HAHECCHHH HCCIEAYEMBIX IMpermapaToB.
OTHOCHTENBHO BBICOKHE JI03UPOBKH KOPTUKOCTEPOUAHOIO JIEKAPCTBEHHOIO IMpermapaTta s
MECTHOTO TIPUMEHEHHUs MOTYT OKa3blBaTh MHHHMAJIbHOE BIIMSHHE HA CYXEHHE COCYIOB
HE3aBHCHMO OT MHTEpBaJla U3BMEHEHHUS BETUUYUHBI 103b1. [Ipyu OTHOCUTENbHO HU3KUX 103UPOBKAX
KOPTHKOCTEPOUTHOTO JIEKAPCTBEHHOTO Tperapara Ajsi MECTHOTO TPHUMEHEHHUsS OIpeleicHHE
MUHUMAaJIbHON J03bl, KOTOpas BbI3bIBACT HAJEKHOE M BOCIPOU3BOJIMMOE CY)XEHHE COCYIOB,
MpencTaBiIsieT coO0ol OCHOBHYIO mpoOiemy. OmnpeneneHre MUHUMAIbHOW O3Bl SIBIISETCS
aHaJIOTOM OIpeeNIeHUs HIKHEro MOpora KOJMYECTBEHHOTO OINpeAeNeHus KOHLIEHTPALUU
JEHCTBYIOIIETO BEIIECTBA B KPOBU HITM MOYE B TIPOIECCE BATUIAIIUN OMOAHATHTHYECKUX METOTUK
MPU TIOCTPOSHUU CTAHJIAPTHOW (apMaKOKHMHETHUECKOW KpUBOW. JIJIS OLIEHKH TPaBUILHOCTH
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BeiOOpa EDso, D1 u D> HeoO6xoaumMo MOCTpOCHHE W BAIHMAAIMS CTaHAAPTHOM KPUBOHM «103a —
OTBETY.

16. lnsg cTanAapTHOM BaIMIAlMM AQHATMTHYECKHMX METOJUK HEOOXOIUMO YCTAaHOBIICHHE
TUHEHHOCTH OTBeTa «AeTekTopay. [Ipu pa3paboTke aHamM3a CyKEHHsSI COCYI0B TAKXKe KellaTeIbHa
JUHEWHOCTh OTBeTa. [lOCKONBKY TPOMBIIUICHHBIE PEUENTYpPhl BOCIPOU3BEACHHOTO |
pedepeHTHOro KOPTHKOCTEPOUIHBIX JIEKapCTBEHHBIX IpenapaToB MOT'yT OBITH
3apETUCTPUPOBAHBI TSI TPUMEHEHUS B JIO3MPOBKAX, COOTBETCTBYIONIUX TUIATO KPUBOU «J103a —
OTBCT», MCTOAHUKA OOJI?KHaA 6I>ITB OHTI/IMI/IBI/IpOBaHa JJI O6€CHG‘IGHI/I$I CpaBHGHI/I}I npenapaTOB B
JIMHEITHOM 4aCTH KPUBOM.

17. YcraHoBieHHE 3aBUCUMOCTH «J103a — 3(PPEKT» B OTHONICHHMH KOPTHKOCTEPOUIHBIX
JIEKApCTBEHHBIX TIPEMapaToB 11 MECTHOTO NPUMEHEHHUs [IOJDKHO OBITh OCHOBAaHO Ha
UCIOJIb30BaHUU  cmoco0a, 00ecTeunBaIoNIero HaJleKHOEe HAHECeHHWE H3ydaeMOl 03Bl
JIEKApCTBEHHOT'O TperapaTa Ha Koxy. JlomyckaeTcss MCIoyib30BaHWE OJHOTO M3 CIIEIYIONINX
METOJIOB, O00ECIEeUNBAIONINX HAJACKHOE HAHECEHHE HW3y4aeMOH 03bI KOPTUKOCTEPOUIHOTO
JIEKApCTBEHHOTO Mperapara:

METOA AJIUTCIIBHOCTU BOSHeﬁCTBHH JO3BbI,

MeTo/1 pa30aBIICHHS;

METO/ HOBerHOCTI/I.

Meroapl paz0aBiieHUs] M JJIUTEIBHOCTH JO3bI SBJSIOTCS XOPOIIO CTaHAAPTU3YEMBIMH H
BOCHpOI/I3BO,Z[I/IMI:IMI/I METOAaMH, OJHAKO MCTOI pa36aBneHI/1;1 HC BCEriaa II03BOJIACT y‘IeCTB
OCOOEHHOCTH pa3Iu4vii B COCTaBe IMpernapaToB. MeToa IIUTEIbHOCTH BO3JIEHCTBHS O3B
ABJISACTCA Han60nee moaAxXoaAIInuM JJIs HOI[TBep)K,Z[GHI/IH 6I/IOBKBI/IB2UICHTHOCTI/I
KOPTUKOCTEPOUIHBIX JIEKAPCTBEHHBIX MPEMAPATOB JJII MECTHOTO NMPUMEHEHHUS. Y CTaHOBJICHHUE
3aBUCUMOCTH CIIJIIUTCIIBHOCTH BO3HCﬁCTBHH JO3bI — OTBET» JUIA KOpTI/IKOCTepOI/II[HBIX
JIEKApPCTBEHHBIX TpENapaToB I MECTHOTO MPUMEHEHHUS IO3BOJUT OMPEACTUTh TOUYKH IS
KPHUBOU «OTBET — BpeMs», KOI/la CY’KEHHUE COCYZOB CTAaHOBUTCS HEUYBCTBUTEIBHBIM. B 1emnomMm,
yTOOBI TapaHTUPOBATh HAOJIOJICHHE MAaKCUMaJIbHOTO (apMaKOAMHAMUYECKOTO OTBETa TIPH
Ka)K,Z[OI\/'I JIUTCIBHOCTH OO3BI, BpeMeHHaﬂ JIWHaAMHUKa OTBCTa AdOJI’KHA OHpe,Z[G.HSITBCH 0
BO3BPAILICHUSI K UCXOTHOMY YPOBHIO.

HpaBI/I.TIbHOCTb, NPENU3HOHHOCTD U YYBCTBHTECJIBbHOCTD

18. Pa3paboTka METONONOTUU  YCTAHOBJICHUS TMPABHJIBHOCTH, TMPEUU3HOHHOCTH |
YyBCTBUTEIHLHOCTU OMOaHAIN3a KOPTHKOCTEPOUTHOTO JICKAPCTBEHHOTO TIpernapara Jjisi MECTHOTO
MIPUMEHEHHUSI JOJKHA MPOBOJIUTHCS OJHOBPEMEHHO C MOCTPOEHUEM NMPUEMIIEMOM CTaHIAPTHOM
KpPUBOM Il aHAJIM3a CYXKEHUsI COCYIOB. [l KaXaoM Ipynmbl MAlUMEHTOB B HCCIECIOBAHUU
HeoOxoauMo pa3paboTaTh yKa3aHHYIO METOJOJOTHIO U MOCTPOUTHh CTAaHAAPTHYIO KPUBYIO IUIS
aHalm3a CyxeHHs cocyaoB. [1omoOHO cTaHAapTHOMY aHAW3y KOHIIEHTPALUU JEHCTBYIOIIETO
BEILIECTBA B KPOBU WJIM MOYE, 3TU CBEAEHUS MOJIYYarOT C UCIIOJIb30BAHUEM KOHTPOJIBHOU IPYIIIIbI,
CyOBEKTBI KOTOPOW HE TIOABEPraloTCs BO3JACHCTBUIO, M KAIMOPOBOYHBIX CTaHIAPTOB,
coZlepXKallMX HCCIEAYEMbI KOPTHUKOCTEPOMIHBIA Mpernapar [Uisli MECTHOTO IPUMEHEHHS.
Bocnpoussenenue pe3yiabTaTOB MCHBITAHWM B KOHTPOJIBHOW TIpYyIIIE U C INPUMEHEHHEM
KaTMOPOBOYHBIX CTAaHIAPTOB TIO3BOJISIET OICHUTh KO3(PdUIMEeHTH Bapuanuu. [logo6HO
crangapTHeiM BOXKX- u [KX-meroaukam, kaarnOpoBOYHBIN CTaHAAPT KOTOPBIX MOApa3yMeBaeT
OLICHKY OTBETa «IETEKTOPa» Ha M3BECTHYI) KOHUEHTPALUIO JACHCTBYIOLIErO BEIIECTBA, B
(dapmMakoIMHAMUYECKOM OHOaHANN3e KOPTHKOCTEPOUTHOTO JIEKAPCTBEHHOIO IMpemapara s
MECTHOTO MPUMEHEHMs, OCHOBAHHOM Ha JJIUTEILHOCTH BO3JEHCTBUS N103bl, KaJTUOPOBOYHBIIM
CTaHAapT MOJIPa3yMeBAEeT HAHECEHUE CTaHAAPTHOM J103bl KOPTUKOCTEPOUAHOTO JIEKAPCTBEHHOTO
rpenapara Jijisi MECTHOTO IPUMEHEHHUS U €€ BO3/IEUCTBUE HAa KOXKY B TE€UEHUE NIEPUOI0B BPEMEHHU
Pa3HOU MPOJOKUTEIILHOCTH.

2. OneHka cy’keHHusl COCy/10B
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19. [IpumeHneHnre anmapaTHOW XpPOMAMETPUHM WM KOJOPUMETPUU I OOHApYKEHUS
APUTEMBI TIO3BOJISIECT 3aMEHHUTh CYOBEKTUBHYIO BU3YAIbHYIO OIIEHKY B paMKax aHalIH3a Cy>KeHUs
COCY/IOB Ha OOBEKTHBHYIO, OIpENEIsIeMyl0 KOJIWYECTBEHHO, OILICHKY. YIOJIHOMOYEHHBIMU
opranamMu (dKCIEPTHBIMU OPTaHHU3AIUSMHU) TOCYJApPCTB-WICHOB MPUHUMAIOTCS pPE3yJIbTaThl
anmnapaTHOM OIIEHKH B HCCIIEIOBaHHUSIX OMOIKBUBAJIEHTHOCTH Ha OCHOBE aHallM3a CY>KEHUs
cocy0oB. OJIHAKO TPU COOTBETCTBYIOLIEH BaJIMAALMU C YCTAHOBJICHHUEM KOPPEISLUU MEXKIY
U3MEpEHUsIMU  XpomameTpa (KOJIOpUMETpa) U BHU3yaJbHBIMH OLIEHKAMHM  pa3peliaercs
HCIIO0JIb30BaHUE METO/a BU3YaJIbHOM OLIEHKU CTENEHU CY>KEHHUSI COCY/I0B.

20.Ilo cpaBHEHHIO C BH3yaJIbHOM OIICHKOHW XpomameTp oOjagaeT 0oyiee BBICOKOM
9YBCTBUTEIHHOCTBIO K MOOJICTHEHUIO KOXKU.

21.B cBA3M C HaIMYMEM I[UPKATHOTO PUTMA W3MEHEHUS PEaKIMU KOXXHBIX COCYJIOB,
CBSI3aHHOTO C IIMPKATHBIM PUTMOM COJIEPIKAHUSI KOPTH30JIa B TNIa3Me MOOJIeTHEHNE KOXKH CIISTyeT
OIICHUBATH 3a 2 MOCIEAOBATEIbHBIX 24-9acOBBIX MHTEpBaia (48 4acoB). 3HAYCHUS TIJIOMIATN IO/
bapmakonunamuueckoil kpuBoii (AUEC), monydeHHble B TeUSHHE 10 MEHbIIEH Mepe 24 4acoB ¢
MOMEHTa yJajeHHsl WM HAaHECEHUs JIEKapCTBEHHOTO IpernapaTa, MPUMEHUMBI ISl OLEHKU
OMOAPKBUBAIIEHTHOCTH B METO/IMKE, IPUBEACHHOM B TyHKTEe 51 HacTosmux TpeGoBaHuii.

22.Iloka3aTenu  CTENEHU  CYKEHUS  COCYJOB, HM3MEPEHHBIE  XPOMAMETPOM  H
CKOPPEKTUPOBAHHBIEC 110 UCXOJHOMY 3HAUEHHIO COCTOSIHMS COCYZOB Ha KOHTPOJIBHBIX ydacTKax
Kok Oe3 HaHeceHus JyekapctBeHHOTo mnpemnapata (AUEC B KOHTPOJIBHOHM TpyIIie), JOJKHBI
MOATBEPANTD, YTO Y CyOBEKTOB UCCIEAOBAHUS OTCYTCTBYIOT:

pa3HUIIa B OTBETaX KOXKU JIEBOM M MPaBOM PYK Ha JIEKApCTBEHHBIN Mpenapar;

BJIMSIHKME HA BEJIMYMHY OTBETa MECTA HAHECEHUSI IEKAPCTBEHHOIO Mpenapara Ha KOXY PYyKH,
PaCIOJIOKEHHOTO He OJKe 3—4 CM /10 JIOKTEBOM SIMKH HJIH JI0 3aISCThS.

Ecnu ycraHoBieHO HallMuue pa3HUIlBl B OTBETAX WJIM BIMSHUE HA BEJIMUMHY OTBETA MECTa
HAHECeHMs JIEKapCTBEHHOI'O IIperapara, CJeQyeT HCIOJb30BaTh YyKa3aHHBIM B MyHKTE 59
HacTosmux TpeboBaHuil AU3aiiH KIMHUYECKOTO UCCIIEIOBAHUS, IIPU KOTOPOM CXEMbI HAHECEHUS
JIEKapCTBEHHOT'O Ipernapara Ha KaKAYI0 pyKy KOMIUIEMEHTapHbI (HarnpuMmep, MecTa HaHECEHUs
HCCIIEAYEMOr0 JICKAPCTBEHHOI'O MpernapaTa Ha OJIHY PYKY COBIAJAIOT C MECTaMH HAHECEHUS
pedepeHTHOTO JIEKapCTBEHHOTO Mpernapara Ha APYTyo pyKy). ITO MO3BOJSET MUHUMU3UPOBATh
pa3HUIly B OTBETAaX WM BIMSHUE HAa BEIMYMHY OTBETAa MECTa HAHECEHUs JIEKapCTBEHHOTO
npernapara.

IV. IInsioTHOE HCc/IeT0BAHUE 3ABUCHMOCTH «JINTEJLHOCTH BO3AeiiCTBUA 10351 — OTBET»

23. llenpi0 NMHUJIOTHOTO HCCIIEIOBAHMS SIBISIETCS OLEHKAa 3aBHCHUMOCTH «IMTEIHbHOCTD
BO3JICHCTBUS J03BI — OTBET», KOTOpasi JOJDKHA OBITh M3yueHa B XOJ€ OCHOBHOTO (OTIOPHOTO)
UCCIEIOBaHUsI OMOSKBUBAIIEHTHOCTH i VIVO KOPTHUKOCTEPOUTHOTO JIEKAPCTBEHHOTO Iperapara
JUIS MECTHOTO TpuMeHeHHus. J[aHHOe WccleoBaHHWE AHAIOTHMYHO pa3paboTKe CTaHIapTHOM
KpPUBOM TIpH aHaJW3€ COJEp)KaHWs JICUCTBYIOIIETO BEIIECTBA B OMOJOTHMYECKOW MaTpHIIE.
Pe3ynbrar mnWIOTHOrO HCCHEAOBaHUS TO3BOJSET TOJYYUTh CBEACHHS O 3aBUCUMOCTH
«JUTUTENLHOCTD BO3JICHCTBUS 103l — OTBET», HEOOXOAUMBIE JIJIs onpeeneHus napamerpos EDso,
D1 u D, ucnons3yembie B OMOPHOM HUCCIICJOBAHUH OMOAKBUBAIICHTHOCTH in Vivo, U MPOBECTU
OLIEHKY JI0JIU CyOBEKTOB, KOTOPBIE MPEANONIOKUTEILHO OYAYT COOTBETCTBOBATh MUHUMAILHOMY
sHauennto otHomenusa nokasarened AUEC mng no3sl D> k mokasarensm AUEC mging go3st D B
omnmopHoM uccienoBaHuu. [locKONbKy pe3ynbTaThl MHUJIOTHOTO  HUCCIEJOBAHUS  MOTYT
(YHKIIMOHATTFHO 3aBUCETh OT YCJIOBUW HCCIIENOBaHMS, BKIIOYAs Cpeau Npodnx (HakTopoB
XapaKTEPUCTUKHU TPYIIbI CYObEKTOB, METOJOJIOTHIO OIEHKH MOOJIETHEHHUS KOXKH, KOJIUYECTBO
HAaHECEHHOI'0 JIEKapCTBEHHOTO IMpernapara, CJeIyeT MPOBOJAUTh NUJIOTHOE HCCIEIOBAHUE B
Ka)KJIOM HMCCIIEI0BATENbCKOM IIEHTPE JUIsl KaXa0ro peepeHTHOTo JeKapCTBEHHOI O Mpernapara B
HCCIIEI0BAHUH.

1. /Iu3aiin ncciaeaoBaHus M AaHAJIN3
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24. VccnenoBaHue <JUIMTEIIBHOCTh BO3JCUCTBUSA J03bl — OTBET» MPOBOJAUTCS TOJBKO B
OTHOIICHUU PEPEPEHTHOTO KOPTUKOCTEPOUTHOTO JICKAPCTBEHHOTO Tperapara ¢ paHaoMu3anuei
Y4aCTKOB HAaHECEHHUS MO JUTUTENbHOCTHA BO3ACUCTBUA 103bl. [l yyeTa monpaBKu Ha U3MEHEHHE
[BETa YYaCTKOB KOXH, IOJBEPKEHHBIX BO3JCHCTBUIO JIEKAPCTBEHHOrO IIperapara B XOJ€
UCCIIEIOBaHMs, HE3aBUCUMO OT MPOIOHKUTEIHLHOCTH BO3JEUCTBHUS JIEKAPCTBEHHOTO Iperapara
UCIONB3YIOT JUIUTENbHOCTh BO3aeHcTBUs 103kl OT 0,25 10 6,0 yacoB, a Takke ee HaHECEHHE Ha
HEeoOpaOoTaHHBIE KOHTPOJIbHBIC Y4YacTKM Ha Kaxmod pyke. Ilockonbky HocHTenb (OCHOBA)
COOTBETCTBYIOIIETO pedEepeHTHOr0 KOPTUKOCTEPOHUIHOTO JIEKAPCTBEHHOIO TMpernapara, Kak
MpaBUJI0, HEIOCTYNEH, HeoOpaOOoTaHHBIE KOHTPOJIBHBIE YYACTKHU TMPEJCTABISIOT COOOM
HeoOpaboTaHHBIC YYACTKU KOXKH, a HE 00JIACTH KOXKH, Ha KOTOPhIE HAHECEH HOCUTENb (OCHOBA).

25. XpomameTpruueckasi orieHKa (hapMaKoJHHAMUYECKOTO0 OTBETAa Ha KOPTHUKOCTEPOUTHBII
JIEKapCTBEHHBIN TMpemnapaT IJii MECTHOTO MPUMEHEHHUS MOCIE KaXI0TO HAHECCHHS U yIaJCHUS
J103BbI JIEKAPCTBEHHOTO Mpernapara MpoBOJUTCS Yepe3 pa3Hble IPOMEKYTKH BPEMEHH, a HE B OJTHOM
BPEMEHHON TOUKE.

26. K n1aHHBIM O 3aBUCUMOCTHU «UTUTEIBHOCTbh BO3JICUCTBUS J103bI — OTBET» MPUMEHSAETCS
MOIXO]T HEIMHEHHOW MOJIETN CO CMEUIaHHBIMU AP (HEeKTaMU WIH METOJI IPOCTOr0 O0BEAMHEHHUS
JAHHBIX JUJISl OLEHKU BEIMYMHBI onyasuuoHHoi EDso, koTopas OyaeT ciyKuTh IpUOIMKEHHBIM
3HAYEHUEM JUITUTEILHOCTH BO3ACHCTBHS O3Bl JJsi TOATBEPKIACHHS OHMOIKBHUBAICHTHOCTH B
OCHOBHOM (OTIOPHOM) MCCJICIOBAaHHH.

27. VccnenoBanus MPOBOASATCA € y4acTHeM 12 cyObeKTOoB.

28. Ilpy HaAIMYUKM HECKOJBKUX JO3UPOBOK, MUJIOTHOE M OMOPHOE MCCIECNOBAHUA CIEAYET
IIPOBOJUTH C JICKAPCTBEHHBIM IIPENApaToOM B MaKCHUMAJIbHOW JO3UpOBKe. buoseliBep mis
JIOTIOTHUTEIBHBIX JIO3UPOBOK B HCCIEAOBAHUAX OHOIKBUBAIEHTHOCTH JUIsl Oojiee HU3KHUX
JIO3UPOBOK  JIEPMATOJIOTHYECKOTO KOPTUKOCTEPOUIHOTO JIEKAPCTBEHHOIO Tmpemnapara Jyist
MECTHOT'O MIPUMEHEHHUSI pa3pelaeTcsi MPUMEHSTh IPU BBIITOJTHEHUH 2 YCIOBHIA:

MOJTyYEHBI MOJIOKHUTEIbHBIC Pe3yIbTaThl U3YyUEHUS] OMOIKBUBAICHTHOCTH y YellOBeKa (in
vivo) st OoJbIel JO3UPOBKH JICKaPCTBEHHOTO MIpemnapara;

MIPEJICTABJICHBI JaHHBIE O COMOCTAaBUMOCTH COCTaBa BCIIOMOTATENIbHBIX BEHIECTB Ooliee
HU3KUX JIO3UPOBOK HCCIEAYEMOro JIEKApCTBEHHOTO IIpernapara C COOTBETCTBYIOIIMMU
J03UPOBKaMH PedEPEHTHOTO JIEKAPCTBEHHOTO TMpernapaTa Kak B OTHOIIEHUH MX Ka4yeCTBEHHOTO
coctaBa (mapamerp i), TaKk W B OTHOUICHHMH KOJMYECTBEHHOTO COJEP)KAHUS KaXJA0ro
KOMITOHEeHTa cocTaBa (mapametp Q2).

[Ipu HeBbIMOMHEHNH TPEOOBAHUI COMTOCTABUMOCTH COCTaBa BCIIOMOTATEIbHBIX BELIECTB 110
napamerpam Qi u Q> ans 6onee HU3KUX JO3HPOBOK HCCIEAYEMOTO JICKAPCTBEHHOTO Iperapara
[0 OTHOUICHHIO K COOTBETCTBYIOLIMM JIO3MPOBKaM pPePEpeHTHOTO JIEKapCTBEHHOI'O Iperapara
NpUMEHEHHe OuoBeliBepa [UIsi JOMOJHHUTEIBHBIX JO3UPOBOK BO3MOXKHO TOJIBKO TIpH
MPE/ICTABJICHUH 3asBUTENIEM OOOCHOBaHHMS OTCYTCTBUS BIMSHHMSI pa3HUIBl COCTAaBOB Ha
3G HEKTUBHOCT U OE30MACHOCTH MPUMEHEHHSI N3y4aeMbIX JICKApPCTBEHHBIX MTPENIapaToB.

2. Kputepuu BKJIIOYeHUA Cy0ObEeKTOB B HCC/IEIOBAHHE

29.1lpy 1UIAaHUPOBAHMM W TPOBEJCHUU HCCIICAOBAHUS HCIOJIB3YIOTCS CIEIYIOIIe
KPUTEPHUH BKIIIOUCHHS CyOBEKTOB B HICCIICIOBAHHUE:

a) CyObeKT nMeeT Bepu(pUIIMPOBAHHBIN TUATHO3 «3/I0POBY;

0) y cyOpekTa HabOmI0maeTcs BBIPAKEHHOE CYXKEHHE COCYJOB B OTBET HAa NPUMECHCHHE
KOPTUKOCTEPOUJHOTO JIEKAPCTBEHHOTO TIpemnapara JUIsl MECTHOro JeHCTBHsS (CyOBeKT,
OTBETHUBIIUI Ha JICUCHHUE);

B) HAJIMYME MOAMMCAHHOTO NHPOPMUPOBAHHOTO COTJIACHUS CYOBEKTA;

') TOTOBHOCTh CYOBEKTa COOJII0IaTh YCIOBHS TIPOBEICHUS UCCIICIOBAHUS.

3. Kputepnu HeBK/II0OYeHHs CYObEKTOB B HCCICAOBAHNE M KPUTEPHH HCKIIOYCHUS
Cy0OBEKTOB M3 UCCJIEA0BAHMS
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30. [Ipy mMIaHUpPOBAaHMU W TPOBEICHUU MCCICAOBAHUS MCIOIB3YIOTCA CIEAYIOIINE
KpUTEpPUHM HEBKIIOUEHHUS CYOBEKTOB B HCCIIEJOBaHHME (@ TakKe KPUTEPUU HCKIIOUCHUS U3
HCCTIEIOBAHMS):

a) KIMHUYECKH 3HAuuMas apTepualibHas TUIEPTCH3US WIH OOJIE3HH  CHCTEMBI
KpOBOOOpaIIeHUS;

0) KypeHue B TeueHue | Henenu 0 Havyalia UCCIeA0OBaHUS U BO BPEMs UCCIICIOBAHNS;

B) moTpebaenue 6osee 500 mr kodenHa B JIeHb 10 Hayaja WM BO BPEMsl MCCIICIOBAHHS
(vamka Kode coepKUT OKOJIO 85 MI Ko(enHa);

I') KJIMHUYECKU 3HAUMMasl aJIKOT0JIbHAs WM HAPKOTHYECKas 3aBUCUMOCTh B aHAMHE3E;

1) ICTIOJIb30BaHKUE JIEPMATOJIOTUYECKUX JICKAPCTBEHHBIX TIPENaparoB i MECTHOTO
MPUMEHEHHUSI, HAHOCUMBIX Ha IEPETHIOI0 TOBEPXHOCTh MPEAIIeYrii (BKII0Yast MpeAlIeCcTBYIOIIEe
HaHECEHHE KOPTHKOCTEPOUHOTO JICKAPCTBEHHOTO IpemapaTta JUisi MECTHOTO MpPUMEHEHUs Ha
OTpe/ieNIeHHBbI YYacTOK KOXKU B XoJe (hapMakoJWHAMUYECKOTO HCCIIEJIOBaHMs) B TedyeHue |
MecsIa 10 Hadana UCCIeI0BaHus;

€) HeXxellaTeNlbHbIe peaklui Ha KOPTUKOCTEPOUTHBIE JIEKAPCTBEHHBIE MperapaTbl MECTHOTO
WJIM CUCTEMHOTO JICHCTBUS;

K) moboe 3a0ojieBaHWE B aHaMHE3€ WJIM B HACcTosIIee Bpems (BKIIOYas aKTHBHBIN
JepMaTUT) WIH JI000€ IPYroe AEPMATOJOTHYECKOE COCTOSHHUE, KOTOPhIE MOTYT CYIECTBEHHO
MOBJIUSTH HA (hapMaKOIMHAMUYECKHI OTBET Ha BBOJUMBIN JI€KapCTBEHHBIH Mpenapar;

3) HE0OXOUMOCTh YJIATICHUS C TIEPEIHUX MOBEPXHOCTEH MpeArieunii CyObeKTa BOJIOC, He
MO3BOJISIIOIIUX O0ECIIeUYnTh HAHECEHWE COOTBETCTBYIOIIEH J03bI JIGKAPCTBEHHOTO IMpernapara Ha
MMOBEPXHOCTh KOXKH,

1) IpUMeHeHne CcyObeKTOM JIOOBIX Ba30aKTHBHBIX JIEKAPCTBEHHBIX IPENaparos,
CIOCOOHBIX MOBIHITH HA KPOBOTOK (Ba30KOHCTPUKTOPOB WIIH Ba30JUIIATATOPOB), HE3aBUCUMO OT
MOpsAJIKA OTITYCKa ATUX JEKapCTBEHHBIX MpemnapaTos (o penenty win 6e3 peuenta). [Ipumepamu
TaKuX JICKAPCTBEHHBIX  MPENapaTroB  SBISIOTCS  HUTPOTJIHUIICPUH, THUIIOTEH3WBHBIE U
AHTUTUCTAMUHHBIE JIEKApCTBEHHBIE IMpernapaThl, HECTEPOHUIHbIE MPOTHUBOBOCHAIUTEIbHBIC
npemapaTsl (B TOM YHCIIe aCIIUPHUH), CUPOIBI OT KAl WIH CHPOIMBI JUIsi CHMIITOMATHYECKOTO
JIEYCHUS OCTPOW PpECIUpPATOPHONM BHPYCHOM WH(MEKIMU, coaepIKaliue aHTUTUCTAMUHHBIE
JecTByIONME BemecTBa U (Win) (HEHUIMPONAHOIAMHH, a TaKXe JIEKAPCTBEHHBIC IMpemapaThl
conepxkarue peHToIaMuUH;

K) JTF000€ OYEBUIHOE PA3INYHUE B IIBETE KOKHU PYK CyOBEKTA.

4. OrpaHuyYeHus1 B OTHOIIIEHUH CY0OBEKTOB BO BpeMsl MCCJIeIOBAHUS

31. Bo Bpems ucciefoBaHUS B OTHOIICHHHM CYOBEKTOB YCTAHABIMBAIOTCS CIEIYIOLIHE
OrpaHUYECHUS:

a) HE JIOMYCKaIOTCs (pU3MUecKash Harpyska Ha PyKd, a TakKe€ MHTEHCHBHAas (hu3nyecKas
Harpy3Ka Ha OpraHu3M B LIEJIOM;

0) He JOMyCKaeTcsi MPUHUMATh BaHHY WM Iyl B TEPHOJ] HAHECEHUS JIEKapCTBEHHOTO
rpenapara v B IEpUOJ] OLEHKH PEAKIUN KOXKU;

B) HE JIOMYCKaeTCs HaHECEHNEe KOCMETUYECKUX MPOAYKTOB B BUJE MATKUX (OpM (KPEeMOB,
CMSTYAIOUIUX CPEJCTB MJIM aHAJIOTMYHBIX MPOJYKTOB) Ha MpENIUieubs B T€UeHHE 24 4acoB /0
Hayajia UCCIEA0BAHNS U B TEUEHHE BCEr0O NIEPHUOA UCCIIEI0BAHUS.

5. CkpuHMHT Cy0beKTOB, OTBETUBIIMX HA JIeYeHUE

32. BkitoueHHe B HUCCIENOBaHUE CYOBEKTOB, HE OTBETHBIIMX Ha JICUCHUE, CHIKACT
BO3MOXXHOCTh OOHAapyXHTh [0 pe3yJbTaTaM HCCIEAOBaHNUSA HUCTUHHBIC Pa3IUYUs MEXKIY
UCCIIEyeMbIM U pedepeHTHBIM JICKapCTBEHHBIMH TMpemapaTaMu, €CIU OHH CYIIECTBYIOT.
[ToaTOMy B NMMJIOTHOE HMCCIENOBAaHUE <JUIUTEIBHOCTh BO3JIEHCTBHS 03Bl — OTBET» U OMNOPHOE
UCCIIeIOBaHNe OMOIKBUBATICHTHOCTH HEOOXOIMMO BKJIFOYATh TOJBKO CYOBEKTOB, OTBETHBIIINX HA
JICYECHHUE.
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33. KonuvecTBeHHasi OLIEHKA MOOJCTHEHHUS KOXXH B MHJIOTHOM M OCHOBHOM (OIIOPHOM)
HCCIIEIOBAaHMX C IMOMOIIBIO XpOMaMeTpa cuuTaercss Haubojee mpuemseMoil. OnHako H3-3a
nucKkpeTHocT OambHOM miKanmel (0—3 wmimm 0—4 GamioB) uisi BU3YaJbHOTO CUWTHIBAHUS
OIpeJielieHue craryca CyObeKTa, OTBETHMBLIETO Ha JICUCHHE, MOXKET OBbITh OCHOBAaHO Ha
BU3yaJIbHOU olleHKe. [Ipemmaraemast JIMTETLHOCTh BO3JACHCTBHUS O3Bl COCTaBIsAeT 4 yaca (as
npemnaparos Il rpynmbsl akTHBHOCTH) WM 6 YacOB C OLIEHKOM MOOJIETHEHUST KOXKH dyepe3 2 yaca
rociie yAaleHusl JIEKapCTBEHHOIo Ipemnapara. Y cyObekTa, OTBETHBIIETO Ha JIeUYeHHE, IpU
BHU3YyaJbHOW OIIEHKE I[BETa KOXXM YCTAHABIIMBACTCS M3MEHEHHUE I[BETa 1O MEHBIIEH Mepe Ha
1 equnuIy.

34. UToOBI COXPAaHUTh YYACTKHU KOXKU HA TIPEIUICYBE JIJISl UCIIOJIb30BAHUS B HCCIIETOBAHUSIX
3aBUCHUMOCTH  «JUIMTEIBHOCTH  BO3JEHCTBUS  JO3BI—  OTBET» U HCCIEIOBaHUSIX
OMOPKBHBAJIGCHTHOCTH, JUIsI OMNpEACNICHUs CcTaTyca CyObeKTa, OTBETHBIIETO Ha JICYCHHE,
UCCIIEIOBaHUS MPOBOJIATCS Ha IPYTUX y4acCTKaX.

35. B otuer 00 uccnenoBaHM HEOOXOAUMO BKIIIOYUTH KPUTEPHU OTIPENICICHUS CYObEKTOB,
OTBETUBILIUX Ha JIeYeHHE (BKJIIOYas JJIUTEIBHOCTh BO3ICHCTBHS J03bl, BEIMYMHY OTBETa U
yKa3aHUE UCCIEAYyeMOro ydacTka Koku). CraTyc cyOBbEeKTa, OTBETHBIIETO Ha JICYCHHUE, MOXKET
OBITh TaK)Ke TIOATBEP)KJCH YYaCTUEM B MPEALIECTBYIONIEM HCCIEA0BAHUU C aHAIU30M CY>KEHUS
COCY/I0B.

6. Banmpauusi npenu3MOHHOCTH AHAJUTHYECKONH MEeTOANKH

36. Banunanusi npelu3MOHHOCTH aHATUTHYECKONM METOAMKU BHYTPH y4YacTKa KOXKH WU
MEXJy Y4YacTKaMHU JOJDKHA OBbITh JOKyMEHTHpoBaHa y 4—6 CyOBEKTOB, COOTBETCTBYIOLIUX
KPUTEPUSIM U OTPAHUUYEHUSM, M3JI0KEHHBIM B mofpasnenax 2—4 Hacrosiero paszaena. Cuemyer
BBIOpaTh 4 HEOOpaOOTAaHHBIX KOHTPOJBHBIX YYacTKa Ha KaXKJIOW TEpeIHEed IMMOBEPXHOCTH
npenriedbs. YeTbipe MmoKa3aHus XpoMaMeTpa CIeAyeT CHATh U KaXKIOro y4yacTKa B TCUCHHE
1 yaca.

37. BanunanmoHHOE WCCIEAOBAHUE TOATBEPKIACT MPUEMIIEMYI0 TPEHU3HOHHOCTD C
UCIIOJIb30BAaHUEM XpOoMaMeTpa Il M3MEpPEHHUsl CTeneHH MNoOJeIHEHUs KOXKU OpraHu3anuei,
MPOBOASAIIEH HCCleoBaHne OMOIKBUBAJICHTHOCTH. McciienoBanne HEOOXOAMMO TPOBECTH IO
BBEJICHUS JIEKAPCTBEHHOTO Mpernapara.

38. Pe3ynbraThl HEOOXOAMMO H3JIOKHUTH B OTYETE O MUJIOTHOM UCCIICOBAHHUH (€CTTH TaKOe
HCCIe0BaHUE TIPOBOJUIIOCH), @ TaKXKe B OTYE€Te 00 OCHOBHOM (OMOPHOM) HCCIICIOBAHHH
OMOPKBHUBAIIEHTHOCTH M VIVO.

7. OKKJII03UOHHOE M HEOKKJII03UOHHOE HAHECEeHH e JIEKAPCTBCHHBLIX MpenapaToB

39. Uadopmarsi 0 KOPTUKOCTEPOMIHBIX Mpenaparax [Uisi MECTHOTO TMPUMEHEHUs
JOTTYCKAeT MCIOJIb30BaHWE OKKJIIO3MOHHOW TIOBSI3KM B TEpaluM TICOpHaza WIH TPYIHO
MOAJAIONINXCS JICUECHUIO 3a00NeBaHnil. B mHpOpMaIK 0 KOPTUKOCTEPOUTHOM JIEKAPCTBEHHOM
npenapare (00I1ei XapaKTepUCTHKE JICKAPCTBEHHOTO MpernapaTa, HHCTPYKITUH 110 METUIIHHCKOMY
MPUMEHEHUIO) MPHUBOJATCS CBEAEHUS O BO3MOXXHOCTU WJIM HEIOMYCTUMOCTH HCIOIb30BAHMS
JAHHBIX JIEKAPCTBEHHBIX TPEMApaTOB C OKKIIO3UOHHBIMHU TOBsi3KaMu. Ecnu B mHbOpMaruu o
pedepeHTHOM KOPTHKOCTEPOUTHOM JICKAPCTBEHHOM IIpemapaTe yKa3aHO Ha JIOMyCTUMOCTb
HCIIOIB30BaHMs OKKIIO3MOHHOM MOBA3KH, IIMJIOTHOE UCCIIENOBAHUE «IJIUTENLHOCTh BO3ACHCTBUS
J03bl — OTBET» M OCHOBHOE (OMOpPHOE) WCCIIEOBAaHHE OMOAKBUBAICHTHOCTU i VIVO MOTYT
MIPOBOJIUTHCSI C HCIOJIB30BAHUEM OKKJIIO3MOHHOW TOBs3KU. OJHAKO TakWe HCCICAOBAHHUS HE
SBJISIIOTCA ~ TIPEANOYTUTENIbHBIMUA, TOCKOJIbKY AaHaJIM3 paHee MPOBEIEHHBIX MUIOTHBIX
MCCIIEOBAHUH TIO3BOJISIET MPEITOJIONKHUTh, UTO B TAKUX YCIOBUAX BenmrmunHa EDso (ImuTenbHOCTD
BO3JICHCTBUSL JIO3BI JJSl WCIOJB30BAaHUS B OCHOBHOM (OIOPHOM) HCCIEIOBaHUU) Oyaer
YMEHBIIIATBCS IO MEPE YBEIWYCHHUS AaKTUBHOCTH KOPTUKOCTEPOMIIHBIX JIEKAPCTBEHHBIX
MpenaparoB JUlsi MECTHOrO MpuMeHeHHs. OleHKa 3aBUCUMOCTH «JJIMTEIIBHOCTb BO3JIEUCTBUS
71036l — OTBET» TPeOyeT MAaHHBIX MEHBIICH IITUTEIHPHOCTH BO3ACUCTBUS 103bl, ueM EDso. OueHpb
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KOPOTKasi JJIMTEIBHOCTh BO3JCHCTBHA J103bl BBI3BIBAECT CIIOKHOCTH IIPU INPOBEACHHH
MCCIIEIOBAHMSI U CLIOCOOCTBYET BHICOKON BapruabeIbHOCTH OTBeTa. TakuM 00pa3oMm, IpUMEHEHHUE
OKKJIFO3UM LI€1eCO00pa3HO TOJBKO JUIsl JIEKApCTBEHHBIX IIpenapaTtoB ¢ Oosee HU3KOU
aKTUBHOCTBIO (Harpumep, Uit VI u VII rpynn aktuBHOCTH). ECIHM OKKITIO3HS HCTIONB3YETCS IS
[WIOTHOTO HCCIIEIOBaHMs, T€ XK€ YCJIOBUSA CIIEQyeT HCIOJIb30BATh B OCHOBHOM (OIIOPHOM)
UCCIIEJOBaHHH.

8. Cnioco0Obl HaHeCeHHU U YAAJCHUSA JeKAPCTBEHHBIX NPenapaToB

40. B nua0THOM ¥ OCHOBHOM (OTIOPHOM) MCCIIEIOBAHUAX MPUEMIIEM JIF000H U3 2 crioco0oB
HaHECEHUs U yAaJIeHUs JIEKapCTBEHHOTO Mpernapara:

a) pa3HECEHHOE MO BPEMEHU HAHECEHHWE M CUHXPOHHOE yJaJeHHUE, KOr/a JIeKapCTBEHHBIM
mpenapaT HaHOCHUTCS Ha y4aCTKU KOKHU B pa3HOE BpeMs, a yajisieTcs B 0OJIHO U To ke BpeMs. [locre
CUHXPOHHOTO M3MEPEHUsI MCXOAHOTO YPOBHSI CY>KEHHUSI COCYJ0B 00pa3Ilbl IMperapara HaHOCATCS
3a 6; 4; 2; 1,5; 1; 0,75; 0,5; 0,25 yaca 10 CHHXPOHHOTO yAQJICHHUs] BCEX HAHECECHHBIX 00pa3IloB
npernapara ¢ Koxku. OueHka moOieaHeHus: KoxH mpoBoauTcs depe3 0 (B MOMEHT BpeMEHH
HETIOCPEICTBEHHO TOCIIE yAaJIeHUs Tipenapara); 2, 4, 6, 19 u 24 gaca nmociie ynaneHus rnpenapara;

0) CHHXpOHHOE HAaHECEHHE U Pa3HECEHHOE MO BPEMEHU yNaJeHHEe, KOT/Ia JeKapCTBEHHBIN
npenapaT HaHOCHUTCS Ha y4aCTKU KOKU B OJTHO U TO %e BpeMsl, a yaansercs B pasHoe Bpemsi. [locre
CUHXPOHHOTO M3MEPEHHSI HCXOJHOTO YPOBHSA CYKEHHUS COCYyJOB 0O0paslbl mpemnapara
OJIHOBPEMEHHO HAHOCATCA U 3aTeM yaaistorcs ciycta 0,25; 0,5; 0,75; 1; 1,5; 2; 4; 6 yacoB nocie
HaHeceHus. OneHKa MoOMeqHEHHsI KOXHU TpoBoautTcs udepe3 6, 8, 11, 24 u 28 wacoB mocie
HaHECEeHHUs Mpemnapara.

9. CtangapTu3anus AKTHBHOCTH Cy0bEeKTOB MCCJIeJ0BAHUsI, BO BpeMs y4acTHs B
Hccae0BAHNT

41.Bce orambl W TPOLEAYPHl HUCCIEIOBAHHS Y CYOBEKTOB JOJDKHBI HAUYMHATHCS
MPUOJIM3UTENHHO B OJTHO M TO K€ BPEeMsS KaXIbld JCHBb (IOIMYCTUMBI OTKJIIOHEHHUS B Tpeesax
1 gaca).

JlommkHA TPOBOIUTHCS TPOBEpPKA COOJIFOACHHS JIOCTATOYHOTO OTMBIBOYHOTO TIEepUoja
OTHOCUTENIbHO HEPA3PEILICHHBIX JIEKAPCTBEHHBIX MPEMapaToB.

42. Ilpeamieube cyObeKTa UCCIAEAOBAHUS JODKHO OBITH CBOOOHO OT JTIFOOBIX 3arpsi3HEHUI
WIM TBEPAbIX YAaCTHI], KOTOPBbIC CIIOCOOHBI MPEMSATCTBOBATh HAJICKAIIEMY HAHECECHUIO
JIEKApCTBEHHOTO TIpernapara UM olleHKe (papMakoIMHaMHYeCcKOro oTBeTa. [IpoBOANTE OUnIIieHIE
KOXH HE PEKOMEHYETCs M3-32 BO3MOXKHOTO BIIMSIHUS HA MPOIECCH a0COpOINH IEHCTBYIOIIETO
BelecTBa U (hapMaKoIMHAMUYECKHI OTBET Ha JICKaPCTBEHHBIN mpernapat. [Ipu HeoOxoaumocTu
OUYUIIICHHE HEOOXOIMMO MPOBECTH HE MEHEe YeM 3a 2 yaca 10 HAHECEHHS JIEKapCTBEHHOTO
npenapara. Eciii ounineHrne KoK MPOBOIUIIOCH, TO WH(MOPMAIUS O €ro MPOBEACHUHU JIOJKHA
COJIEPKAThCS B OTYETE 00 MCCIICIOBAHUU.

43. BHe 3aBHCHMOCTH OT YCJIOBUN TPOBEICHHS HCCIeNOBaHUsA (C OKKItO3uend wiam 0e3
OKKJTIO3MH) PEKOMEHIYETCSl HUCIOIb30BaTh 3allUTHOE CPEACTBO, HE co3naromiee 3ddexra
OKKJIFO3UOHHOM  TIOBSI3KM,  JUII  TPEJAOTBPAIIEHUS  pa3Ma3blBaHWs  WIM  yJalieHUs
KOPTUKOCTEPOUIHOTO JIEKAPCTBEHHOIO IMpenapara Jyisi MECTHOTO MPUMEHEHHS C y4acTKa KOXHU.
Crnenyer 3a00THTBHCS O HEIOMYIIEHWW KOHTAKTAa MEXAY 3al[UTHBIM MaTepHAJIOM U JIIOOBIM
JIEKApCTBEHHBIM IMIpEnapaTtoM € LENbI0 MPEAOTBpAICHUSI HEMpEeAHAMEPEHHOW KOHTAMHUHALIMHU
HEO0OpaOOTaHHBIX KOHTPOJBHBIX YYACTKOB WJIH JAPYTHUX UCCIEAYEMbIX YIaCTKOB.

44. Y4acTKU KOXKU JIOJDKHBI OBITH yAaJIeHBI OT JTOKTEBOW SIMKU WJTU 3aISICThS IO MEHbIIEH
Mepe Ha 3—4 cwm.

45. PepepeHTHBIN JIeKapCTBEHHBIM MpemnapaT HaHOCUTCS Ha YYaCTKH KOXXKH OJIMHAKOBOM
IJIOMAaM TIepeAHuX (BHYTpEeHHUX) oOsacteir mnpemmieunidi. [Ipemmaraemass IiIUTENHHOCTH
BO3JICMCTBHUS 03Bl JJIS MUJIOTHOIO MccnenoBanus cocraensger 0,25; 0,5; 0,75; 1; 1,5;2; 4 u 6
4acoB, HO MOXET MEHAThCS B 3aBUCHUMOCTH OT HMCCIECIYEMOTr0 KOPTUKOCTEPOUIHOTO
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JIEKapCTBEHHOI'O MpernapaTta. 8 103 JIEKapCTBEHHOro Mpemnapara (TO €cTh § y4acTKOB KOXH C
HAaHECEHHBIM JIEKapPCTBEHHBIM IpenapaToM (aKTUBHBIC YYACTKU KOKH)) JOJDKHBI OBITH TIOPOBHY
pacmpeenieHbl MeXIy 2 pyKaMH CyObeKTa NCCIICOBAHM.

46. KonnuecTBo J1IEKapCTBEHHOTO Mpernapara, pa3Mep ydacTka KOXKH, a TaKXKE pacCTOsSHUE
MEXIy Y4YacTKaMH JOJDKHBI ONPENENAThCA MCCIEIOBAaTEIbCKUM LEHTpOoM. B pamkax
MICCIIEIOBAHMS UCTIONB3YIOTCA 103bI 2—10 MI/cM? MOBEPXHOCTH KOKH U YYaCTKH AHaMeTpoM 1 cM,
€CJIH CTICIIUAIbHO HE 00OCHOBAHO MHOE. YYaCTKH JOJIKHBI pACIiOaraTbCs Ha pacCTOSTHUU 2,5 CM
MEXIy LEHTpaMH B psAJ WIM B I[IAXMATHOM MOPSAKE B 3aBUCUMOCTH OT IPUTOJHOCTH
MOBEPXHOCTH KOXKHM (HampuMmep, BacKyJsSpU3allid, HAIU4YUS POJUWHOK U T.JA.) U JUIMHBI PYKH.
Heo0xonuMo HCKIIOYUTh W3 aHalIM3a JAaHHBIX CYOBEKTOB, Y KOTOPBIX COCYIOCY>KHBAIOLIHE
OTBEThl 2 COCEJHHUX YYACTKOB IIEPEKPBIBAIOTCS W HCCIEAOBATEIb HE MOXET pa3InduTh
COCYIOCY’KMBAIOIIMI OTBET HA KaXJI0M HCCIEAYEMOM Y4aCTKE.

47. BxmoueHnre cyObeKTa B UCCIIEI0BaHNE HA OCHOBE H3MEPEHU XpoMaMeTpa MPOBOJIUTCS
1ocJye OLIEHKH XpOMaMeTpoM 2 HeoOpaOOTaHHBIX KOHTPOJIBHBIX YYaCTKOB KOKU Ha KaKIOU pyKe.

48. Y4acTku, Ha KOTOpPbIE HAHOCATCS 8 J103 C Pa3IMYHON JJIUTEIbHOCTHIO BO3JACHCTBUS, U
4 KOHTPOJILHBIX HEOOPaOOTaHHBIX YyyacTKa CIIy4allHbIM O0pa3oM paclpeneisiioTcs Cpeau
BbIOpaHHBIX y cyObekTa 12 y4yacTKOB, MpU STOM Ha KaxI0l pyke cyObeKTa TOJIKHBI
pacrionaratbcsi 6 ydacTKOB: 2 HEOOpaOOTaHHBIX KOHTPOJBHBIX y4yacTka M 4 ydacTKa C
HaHECEHHBIM KOPTUKOCTEPOUIHBIM JIEKAPCTBEHHBIM IIPENapaTOM.

49. B uccrnenoBaHMUsIX C BU3yaJbHON OIIGHKOH HE TpeOyeTcsl BbIIEIEHHE KOHTPOJBHBIX
HeoOpaOOTaHHBIX YYaCTKOB, MOCKOJBKY OLIEHMBAaHWE MpPENojiaraeT BU3YyaJbHOE CpaBHEHUE
00pabOTaHHOTO YYacTKa U OKpYXKarolled KOXKH. 8 1103 KOPTHKOCTEPOUTHOIO JIEKAPCTBEHHOTO
mpenapara ¢ pasJIMyHON JITUTEILHOCTHIO BO3JICUCTBHS CIIyYallHBIM 00pa3oM paclpeaesitoTCs
MEXIY IBYMS pyKaMH CyObEKTa, IPH 3TOM Ha KaKJIO0H pyKe CyObeKTa J0JKHO ObITh 4 ydacTKa C
HaHECEHHBIM KOPTUKOCTEPOUIHBIM JIEKAPCTBEHHBIM IIPENapaTOM.

50. Ilepen u3mepenueM QpapMakoAMHAMHYECKOTO OTBETA B KOHIIE TMEepHoaa HaOIIOICHUS
OCTAaBIIIMICS TOCJIE HAHECEHNs KOPTUKOCTEPOMIHBIN JIEKAPCTBEHHBIN Mpernapar JJjisi MECTHOIO
NPUMEHEHHS CIIeyeT aKKypaTHO YJaluTh C IOBEPXHOCTH KOXH JIOOBIM U3 CIEIyHOIIUX
CIOCO0OO0B:

a) 3 mocnIen0BaTENbHBIX IPOMOKAHUS CyXUM BaTHBIM TaMIIOHOM JUISl yJIQJI€HHUs OCTaTKOB
JIEKapCTBEHHOTro Tpemnapara. J[aHHbBI crmoco0 NpUrojeH MNP HAHECEHUHU JIEKApCTBEHHOTO
IIpenapara B pa3HOE BpeMs C ITOCJIEAYIOINUM CHHXPOHHBIM yIaJI€HUEM, a TAKXKE TP CUHXPOHHOM
HaHECEHHH KOPTUKOCTEPOUJIHOIO JIEKAPCTBEHHOIO MpPEenapara Ha BCE YYACTKHU C MOCIEAYIOIHUM
YAAJIEHUEM Uepe3 pa3Hble IPOMEKYTKH BPEMEHH;

0) mpOMBbIBaHHE BCEX YYACTKOB KOXH MSTKUM MOIOIINM CPEICTBOM M BOJIOH, TPOMOKaHUE
J0CyXa Y4acTKOB HEaOpa3MBHBIM IIOJIOTEHIIEM M BBICYIIMBAaHUE HAa BO3AYyXE B TEYEHHUE, IO
MEHbIIIEH Mepe S5 MUHYT nepen oneHkod. Ecam cmycts 5 MuUHYT Ha KOke CyOBeKTa
00Hapy>KUBAIOTCS BUAUMBIEC KOXKHbIE 3(D(PEKThI, CBSI3aHHBIC C IIPOMBIBAaHUEM, TpeOyeTcs OobIie
BpEMEHH [0 OLEHKH. JlaHHBIM Ccrnoco®d NpUrojeH MNP HAaHECEHHUH KOPTUKOCTEPOUIHOTO
JIEKapCTBEHHOTI'O Mpernapara B pa3Hoe BpeMsI € MOCIIEIYOIIMM CHHXPOHHBIM yaajneHueM. Ounctka
MTOBEPXHOCTH PYK MPOBOAUTCS C MPUMEHEHHMEM MHUHUMAIBHOIO KOJIMYECTBA MATKOIO MOIOILETO
cpeactBa (Hampumep, | Kamis S>KHIKOTO MOIOIIEro CpEACTBAa BCICHHUBACTCS Ha BIAKHOU
MTOBEPXHOCTHU PYK, & 3aTEM CMBIBAETCS).

51.1lpn HaHeceHMM JIEKapCTBEHHOI'O IIpernapara B pa3HOE BpeMs C MOCIEAYIOLIUM
CUHXPOHHBIM yJAJIEHUEM ISl BCEX JUTUTENBHOCTEN BO3JAECHCTBHS 103bI OLIEHKA UCXOJHOTO LIBETA
KO>KU U 1TOOJIeTHEHHSI KOXKH Ha Ka)KJIOM TaKOM Y4acTKe U He0OpaOOTaHHOM KOHTPOJILHOM y4acTKe
MPOBOAMTCS B TeueHue | yaca mepe HaHECEHHEM JIEKapCTBEHHOIO IMpemnapara ¢ HauOoJjbluen
JUIMTENIbHOCTBIO BO3AeicTBUsl A03bl U choycrs 0, 2, 4, 6, 19 u 24 yaca mocie ypaneHus
JIEKapCTBEHHOTO Mpenapara mo cxeMme corjacHo npriioxkenuto Ne 1. Touka «0» coOTBETCTBYET
MOMEHTY YJaJIEHUs KOPTUKOCTEPOUTHOTO JIEKAPCTBEHHOI'O IIperapara.

[Ipy 0THOBpEMEHHOM HaHECEHUU KOPTUKOCTEPOUHOTO JIEKAPCTBEHHOTO MperapaTa Ha BCe
Y4aCTKM C HOCIEAYIOIIUMM YJAJICHHEM 4Yepe3 pa3Hble IPOMEXYTKHM BpPEMEHHM s BCEX
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JUINTENILHOCTEN BO3AECHCTBUS 103 OLIEHKAa HCXOAHOTO LBETa KOXKM M TOOJIEAHEHUS KOXHM Ha
KaXX/IOM TaKOM y4acTKe ¥ HeoOpaOOTaHHOM KOHTPOJLHOM Y4YacTKe IPOBOAMUTCS B TeueHue | yaca
nepes; HAHECEHUEM KOPTUKOCTEPOUIHOIO JIEKAPCTBEHHOTO Ipenapara Ha aKTUBHBIE YYaCTKHU U
cunycts 6, 8, 11, 24 u 28 uacoB mociie HaHECEHUS KOPTUKOCTEPOUAHOIO JIEKAPCTBEHHOIO
Mpemnapara no cxeme corsacHo npuiioxeHuto Ne 2. Touka «0» COOTBETCTBYET MOMEHTY HAHECEHHUS
KOPTHKOCTEPOUHOTO JIEKAPCTBEHHOT'O Iperapara.

OntuManbHOe BpeMs OLEHKH JUIsL JII000r0 METOAAa HAHECEHWs U YAAJICHHUS MOXKET
noTpeOoBaTh  KOPPEKTUPOBKH  paclucaHus  OLEHKH  d(pdexkra  ansi  KOHKPETHOTO
KOPTUKOCTEPOUAHOTO JIEKAPCTBEHHOTI'0 TpenapaTa 1 UCCIelyeMoro yyactka Koxu. s aroboro
MeToAa He0OXO0AMMO 3aIIAHUPOBATh BHITIOJIHEHUE 110 MEHBIICH Mepe OJHOM OLIEHKH pe3ysbTaTa
Mexay 17 u 24 yacamu.

10. Anayu3 faHHBIX U (hapMaKoIMHAMHYECKOe MOACTHPOBAHNE

52. TpeOyeTcsi momnpaBKa MEPBUYHBIX IMOKA3aHUW XpomMaMeTpa Ui Kaxaoro Mpoguiist
«IOOJIeTHEHNE KOXKU — BpeMs» (I YYacTKOB C HAaHECEHHEM M KOHTPOJIBHBIX yYacTKOB 0e3
HAHECEHHs) OTHOCUTENIFHO MCXOJHOIO YPOBHS Ha 3TOM ydacTke. [lokazanus xpomamerpa ams
Ka)XJIOTO y4acTKa HAHECEHUsI KOPTUKOCTEPOUTHOTO JIEKAPCTBEHHOTO Tperapara mociie NonpaBKu
OTHOCHUTENIbHO MCXOJHOTO YPOBHSI HEOOXOAUMO CKOPPEKTHPOBATH M0 CPEIHEMY 3HAUEHUIO U3 2
KOHTPOJIbHBIX YYacCTKOB Ha TOM € pyKe C MOMPABKONH OTHOCUTEIBHO HCXOJHOTO YPOBHS
(Tabmuubr 1-3 mpunoxxenust Ne 4).

JUiss KaXKOoW JUIMTEIbHOCTH BO3JIEUCTBHS J03bl, CKOPPEKTUPOBAHHOM OTHOCHUTEIBHO
HCXOJIHOTO YpPOBHS W KOHTPOJBHBIM ydacTkaM (Tabmuiel 1 u 4 mpunoxenus Ne 4) crmemyer
paccuMTaTh METOJIOM TpaIeluil OHy U3 Iiomaaei mox kpusoit oreeta (AUEC):

AUECo-24 Ipu HaHECEHHMH JIEKAPCTBEHHOI'O Ipernapara B pa3HOE BpeMs C MOCIEAYIOIUM
CUHXPOHHBIM yJIaJICHUEM;

AUECs.28 pu 0JHOBPEMEHHOM HAHECEHHWU JICKAPCTBEHHOTO Iperapara Ha BCE YYACTKHU C
MOCJIEIYIONIMM YJJaJIeHUEM Yepe3 pa3Hble MPOMEXYTKH BpeMeHu. Kak nmpaBuiio paccuuTbiBaeTcs
AUEC s ganOoJblIed UIMTEIBHOCTH BO3AEHCTBHUA O3Bl IO 28 4acoB IIOCIIE HAHECEHUSA
JIEKaApCTBEHHOTO Tpernapara.

53.Iloaronka KpUBOW [IJi1 JAHHBIX <«JIMTEIBHOCTH BO3JCHUCTBUSA O3Bl — BpPEMS»
MOCPEACTBOM HMCTIOIB30BAaHUS YCPEIHEHHBIX 10 CYObEKTaM JAHHBIX IS KaXJIOH IITUTEIbHOCTH
BO3JICHCTBUS J03bl HEe Aomyckaercs. HeoOxonnMo ocyliecTBiIsATh MOJATOHKY KpPUBOH IO BCEM
pe3ysbTataM HaOII0JCHUI B OTHOIIIEHUH BCEX CYOHEKTOB.

[TporpammHuoe obecrieueHre sl MOJICTUPOBAHMS TOHKHO MO3BOJIATE OIIEHUTh EDso M Emax
It 0000IIIEHHBIX JaHHBIX 12 CyOBEKTOB. J[OMyCTUMBI CIEeIyIOIIIEe METOIbI IIOATOHKH KPUBOIA:

MOJITOHKA KPUBOW B MPEINOJIOKEHUU HEIMHEWHOM MOJENU CO CMEIIaHHBIMH 3P deKTaMu
(TmomyNIAMOHHAST MOJIETh) C MCIOJIh30BAHUEM COOTBETCTBYIOIIETO MPOTPAMMHOIO O0ECTICUeHUsI
(pucynoxk 1 mpunoxenus Ne 1). Henunelinas Monens co cMeIrmmaHHbIME 3P (GEeKTaMu yIUTHIBACT
BHYTpPHU- U MEKUHIANBUAYATbHYIO BApUAOEITLHOCTD;

MOJrOHKA KPHUBOW B MPEAMNOJIOKECHUH HEJIMHEHHOW PErpeccuy METOAOM HAaUMEHBIIUX
KBaIpaTOB C OO0OOIICHHEM OTIEIbHBIX HAOMIONEHUNH BCEX CYOBEKTOB (METOJ TMPOCTOTO
00BbeTMHEHNUS TAHHBIX ).

54. Ilo pe3ynbTaTaM OLEHKHU JIAaHHBIX MOJACIUPOBAHUS OMPENEISIOTCS ISl UCTIOIb30BAHMS
B OCHOBHOM (OITOPHOM) HUCCJICIOBAHHH:

EDso — niutenbHOCTh BO3JIEUCTBUS /103bl, COOTBETCTBYIONIAS MOJOBUHE MAKCHUMAaJIbHOTO
OTBETA;

D1 — aiuTenbHOCTh BO3ACUCTBUS J03bI, COOTBETCTBYIOIIAS MPHOIM3UTENHLHO IMOJIOBHHE
EDso;

D; — AnuTeNnbHOCTh BO3ACUCTBUS J03bI, COOTBETCTBYIOIIAS MPUOIU3UTEIHHO yIBOCHHOMY
3HaueHnto EDso.

Habmtonaemoe 3nauenue EDso MoXeT ObITH OKpYIJeHO 1O 15 MHMHYT Ans MOJydeHUs
3HaueHus: EDso, HCTI0/1b3yeMOT0 B OCHOBHOM (OTIOPHOM) MCCIIE0OBAHUU. SIBIIsIETCS MpHUEMIIEMbIM
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MOATBEPK/ICHNE 3aBUCUMOCTH «UTUTEIILHOCTD BO3JEHCTBUS 03Bl — OTBET», OCHOBaHHOE Ha D,
coctasisromiei 0,25-0,5 ot mabmogaemoii EDso, u D2, cocraBnsiomeit 2—4 ot HaOI0maeM0i
EDso. Jlns akTUBHBIX KOPTHUKOCTEPOMIHBIX JIEKAPCTBEHHBIX IpEnaparoB ¢ HEOOIbIIUMU
3HaueHussMu  EDso HeoOXonuma KOPPEeKTUPOBKAa HJTHUX pEKOMEHIAIMWA. OTH 3HAYCHHS
«oxBatbeiBatoT» EDso, coctaBmsis nmpubiausutensio 33 % u 67 %, OT MakCUMaJdbHOTO OTBETA
COOTBETCTBEHHO M 00Opa3ylOT UYyBCTBUTEIBHYIO YacTh KPUBON «IJIUTEIBHOCTh BO3JICHCTBUS
JI03BI — OTBETY.

55. Jlnig JaHHBIX ITOJTYYEHHBIX BU3yaJIbHBIM METOJOM, IIPOBOJAUTCS PacyerT:

momanu nox kKpuBor 3¢gdekra (AUEC) mist kaxmoro mpoduuisi «CyKeHHE COCYIO0B —
BpeMs»;

3aBUCHUMOCTH «JUIUTEIBHOCTh BO3ACHCTBUSI O3Bl — OTBET» B COOTBETCTBUU C MyHKTOM 54
HacTosmux TpeboBaHui;

nokaszareneir EDso, D1 u Ds.

56. Ecnu crioHCOp TUIaHUPYET OOCYAWTH BOMPOCHI, KACAIOIIUECS BaTUAAIMH METOIMKH,
npouins «UIMTEIbHOCTh BO3AEMCTBHUSI JO3bl — OTBET» WJIM JAPYTUX acCMEKTOB MHJIOTHOTO
HCCIEAOBAHUS «JIUTEIbHOCTh BO3JCHCTBUSA JI03bl — OTBET» JO MPOBEJICHUS OCHOBHOTO
(ommopHOTO) HCCHEAOBaHUS in Vivo OWOIKBUBAJIECHTHOCTH, COTJIACHO TYHKTYy 26 [IpaBmn
pPEruCTpalli M JKCIEPTU3bl JIEKAPCTBEHHBIX CPEACTB JJIsI MEAUIIMHCKOrO MpPUMEHEHUS,
yTBepxkaeHHBIX Pemenriem CoBeta EBpazuiickoli 93KOHOMHUYECKOI KOMUCCHH OT 3 HOsiOpst 2016 T.
No 78, cioHCOp KJIMHUYECKOTO MCCIIEIOBAHMS BIPABE MOJATh AAaHHBIE U PE3IOME PE3yJIbTaTOB
MUJIOTHOTO UCCIEA0BAaHUS B YIIOJIHOMOYEHHBIE OpraHbl (3KCIEPTHBIE OPraHnu3aluy) TOCy1apCTB-
WICHOB Ul INPOBEIEHUs JKcrnepTtusbl 3HadeHul EDso, D1 u Dz, a Takxke mnpencraButh
MpeIoiaraeMblii TPOTOKOJI OCHOBHOTO (OMOPHOr0) MCCIEIOBAaHUS IS UX OLIGHKH B paMKax
Hay4yHOW M TPEIPETUCTPAMOHHOM KOHCYJIbTAllUM B COOTBETCTBHM C 3aKOHOAATEIbCTBOM
roCy/1apCTB-4JICHOB.

[Ipu mopmaue pe3ysabTaTOB MUJIOTHOIO HCCIEAOBAHUS CIOHCOP BIpaBE BKIIOYUTH BCE
JaHHbIE  HCCIEAOBaHHA ¢ OOOCHOBaHHMEM BCEX  CBEJEHUH, HE  BKJIIOUYEHHBIX B
(bapMakoIMHAMHYECKUI aHANN3.

CrioHcop BIIpaBe NPUHSATH pEIICHHE, YTO YK€ O0IaJaeT JAOCTATOYHBIMU CBEICHUSIMHU O
3aBUCHUMOCTH «IJINTEIBHOCTh BO3JEHUCTBUS J03bl — OTBET» HUCCIIELYEMOIO0 KOPTUKOCTEPOUIHOIO
JIEKapCTBEHHOT'O TMperapaTa Il MECTHOT'O IPUMEHEHHUS [ IPOBEIEHNS OCHOBHOTO (OMOPHOTO)
uccienoBaHus 0e3 MWIOTHOTO HcclefoBaHus. [laHHOe pelieHre TOKHO OCHOBBIBATHCS Ha
m3BecTHhIX 3HaueHWsX EDso, D1 m D> coorBercTByromero pedepeHTHOro JIeKapCTBEHHOTO
npenapara B YCJIOBUAX KIMHMYECKOTO IIEHTPA, YTO SBJISIETCS HEOTHEMJIEMOW 4YacThIO
MPUEMJIEMOTO OCHOBHOTO (OIMOPHOT0) HMCCleqoBaHusA. B mensx ogoOpeHus JaHHOTO PEIICHHS
CIIOHCOp BIIpaBE OOpPAaTUTHCA B YIOJIHOMOYEHHBIC OpraHbl (IKCIIEPTHBIC OpPTraHHU3AIIH)
roCy/IapCTB-UICHOB 3a HayYHON WM MPeIpPEerucTpalliOHHON KOHCYJIbTAlleil B COOTBETCTBHUH C
nyHKTOM 26 IlpaBun perucrpanuu u 3KCHEPTU3bI JIEKAPCTBEHHBIX CPEACTB ISl MEAUIIMHCKOTO
MIPUMEHEHHUS.

(I)OpMaT NpeaACTAaBJICHUA KOMIBIOTCPHBIX TaHHBIX

57. IlepBuuHble  XpOMaMETPUUECKHWE JaHHbBIC, CKOPPEKTHUPOBAHHBIE OTHOCUTEIIHBHO
HCXOJIHOTO YpPOBHSI JaHHBIE, CKOPPEKTUPOBAHHBIE OTHOCUTEIBHO HMCXOJHOTO YPOBHS JAHHBIE
HE0OpaOOTaHHBIX KOHTPOIbHBIX y4acTKoB U JaHHbie AUEC nomkHBI OBITh IPEICTABIICHEI B BUJIC
OTAENbHBIX (paiiioB B TaOIMYHOM Popmate (IpUMEphI MPEICTaBICHbI B IPUIOKEHUU Ne 3).

V. OcHoBHoOe (0OpHOE) Hcc/ieI0BAaHUE OMOIKBUBAJIEHTHOCTH in Vivo

58. Llenbto OCHOBHOTO (OMTOPHOTO) UCCIIEIOBAHUS SBIISICTCS MMOATBEPKICHUE B YCIOBHSX in
Vivo OHMOSKBUBAJIEHTHOCTH HCCIIEIYEMOTO KOPTHUKOCTEPOUIHOTO JIEKAPCTBEHHOTO IIpemnapara
COOTBETCTBYIOIIEMY pedepeHTHOMY KOPTHKOCTEPOUJIHOMY JIEKApCTBEHHOMY Tiperapary. B
HacTosMX TpeOOBaHMAX OMpPENEICHO MHHHMAJIbHOE OTHOILIEHWE I  3aBHCHUMOCTH
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«JUTUTENbHOCTD BO3ACMCTBUS 103bI — OTBET», KOTOPOE SIBISETCS YCIOBUEM BKIIIOUEHUS CYObEKTOB
B aHaJM3 J1aHHBIX. [l03TOMY B 11e10M OCHOBHOE (OIIOPHOE) HCCIIeI0OBAaHNE MOXKET HAaUMHAThCs 03
HAyYHOTO KOHCYJIbTUPOBAHUS C YIOJHOMOYEHHBIMU OpPTaHaMu (SKCIIEPTHBIMU OpPTaHU3aIUSIMHU)
roCy/1apCTB-UJICHOB.

1. J/Iuzaiin uccjae10BaHusA

59. CrangapTHBIM ~ JOU3aifHOM  HCCIIEAOBaHUS  sABIseTcs  (hapMaKOAMHAMUYECKOEe
UCCleI0OBaHNe OMOPKBUBAIIEHTHOCTH C IOBTOPEHUEM [UIUTEILHOCTEN BO3ACUCTBUS OJTHOKPATHBIX
703 HCCIEAYeMOro U pe(epeHTHOro KOPTUKOCTEPOHIHBIX JIEKAPCTBEHHBIX IPENaparoB B
Ipezesiax OJHOIO JHS W OCHOBAaHHOE HA IMOMYJISLUOHHOM 3HaueHUH EDso, yCTaHOBIEHHOM B
IINJIOTHOM HUCCIICOIOBAHUMN.

60. MuHUMaNbHOE 3HAYECHHE MHIAMBUAYAIbHOrO oTHOIIEeHUs nokasareneit AUEC B mozax
D, u D1 mns pedepeHTHOro KOPTHUKOCTEPOHMIHOTO JIEKAPCTBEHHOTO IMpemnapara TOJIKHO
cocTaBiATh 1,25. COOTBETCTBHE JAHHOMY KPUTEPUIO OINPENETAECTCS MOBTOPHBIM HAHECEHUEM
pedepeHTHOTO KOPTUKOCTEPOUTHOTO JIEKAPCTBEHHOTO Mpemnapara B o3¢ Di, COOTBETCTBYIOIICH
MPUOM3UTENHHO TOJIOBUHE TTonysanoHHON EDso, u D2, cooTBeTCTBYIOIIEH MPUOIM3UTEIHHO
YABOCHHOM nonysiquoHHoU EDso.

61. B uccnegoBanue HeoO0X0auMO BKIFOYUTH OT 40 10 60 MpUTOIHBIX K OIIEHKE CyOBEKTOB,
TO €CTh YAOBJETBOPSIOUINX KPUTEPUAM «CYOBEKT OTBETHMBIIHI Ha JIEUEHUE» U «ICTEKTOP»
cornacHo myHkTam 31-34, 68 HacTosimux TpeboBaHMiA.

2. Kpurepnu BKJIIOYEHHUS

62. B uccienoBaHuyM NPUMEHSIIOT KPUTEPUM BKJIIOYEHHS, ONHUCAHHBIE B Moapasuene 2
pazznena IV Hactosmmx TpeGoBaHuiA.

3. Kputepuu He BKJIOYEHUS CYyObEeKTOB B HCC/IEIOBAHHE U KPUTEPUU UCKIIOYEHUS
cy0ObeKTOB M3 HCCIeJ0BAHUS

63. B uccienoBaHnM NPUMEHSIOT KPUTEPUM HE BKIIOYEHUS M KPUTEPUM HCKIIIOYEHUS,
ornucaHHbIe B ojpasnene 3 paznena IV nacrosmux TpeGoBaHuid.

4. OrpaHuyYeHusi B OTHOIIIEHUH CY0OBEKTOB BO BpeMsl MCCJIeIOBAHUS

64. lccnenoBaHne MMEET OrpaHUYEHHs, ONMCaHHble B mozapasnene 4 pasgena IV
Hacrosux TpeboBaHui.

5. CkpuHHHT cy0BEeKTOB, OTBeTHBIINX HA JICYCHHUE

65. VccnenoBanre y4acTHUKOB Ha OTKJIMK (CKPUHHUHT CyOBEKTOB, OTBETHBIINX Ha JICYSHUE)
OIMMCaHo B mojpasnaene 5 paznena [V Hacrosmmx TpeGoBaHwmiA.

6. Banmpauusi npenu3MOHHOCTH AHAJIUTHYECKONH MEeTOANKH

66. Banunanus npeuu3sMOHHOCTH AHAJIMTHUYECKOM METOAMKM OIKCaHa B Mojapaszjene 6
pasnena IV Hactosmux TpeGoBaHumid.

7. CTangapTH3anus AKTHBHOCTH Cy0BbEeKTOB MCCJIeJ0BAHUsI, BO BpeMs y4acTHs B
uccae10BaHN

67. CrangapTu3anys aKTUBHOCTH CYOBEKTOB MCCIIEIOBAaHUS, BO BPEMs HCCIECIOBAHMS
BBITIOJIHSIETCSI B COOTBETCTBUM C TpeOoBaHWsAMHU Tozapasnena 9 pazgena IV Hacrosmmx
TpeboBanmii.
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68. HeoOxoaumo ciaydailHBIM 00pa3oM  paclpeiessiTh JUIMTEILHOCTH BO3ICHCTBUS
HCCIEAYEMBIX /103, HAHECEHHBIX Ha YYaCTKU KOXKH MepeIHEN TOBEPXHOCTH MPEAIIICUHI KaXA0ro
CyOBbeKTa COrJlaCHO PEKOMEHAIUSAM HIKE. YYacTKU HaHECEHUS! MOTYT ObITh C OKKJIIO3UEH WU
0e3 OKKIIO3MH B COOTBETCTBHHM C YKa3aHHUSIMH, MPHUBEACHHBIMH B MYHKTE 39 HACTOSIIMX
TpeGoBanuii, u pe3yapTaTaM NUJIOTHOTO HccienoBaHus. llpu mpoBeaeHUM HCCleAOBaHUSA Ha
OCHOBE XpOMAMETPUYECKHX OIICHOK Ha KaXIOW pyKe TakkKe HEOOXOANMMO OCTaBIsATh
HEe0OpaOoTaHHBIC KOHTPOJIHHBIC YIACTKH KOXKH.

VYyacTku ¢ onpeieIeHueM JUIMTEIIbHOCTH BO3JIEUCTBHS 103bl U KOHTPOJIbHBIE YUYAaCTKH Ha
Ka)KJOW pyKe OJIKHBI BKIIIOUaTh B ceOs:

YYacCTKH C HCCIEAYEeMbIM JIEKaPCTBEHHBIM MPENapaToOM C JJIUTEIbHOCTHIO BO3JCUCTBUS
703bI, TPUOIM3UTENBHO cooTBeTcTByome EDso, ompenenenHoit misi  pedepeHTHOTO
JIEKapCTBEHHOI'O IIpeTnapaTa B IMJIOTHOM MCCIIEA0BaHNN (2 yyacTKa Ha KaXKJ10i pyke);

YYaCTKH C peQEepeHTHBIM JIEKAPCTBEHHBIM MpPENnapaToM C JJIUTENbHOCTHIO BO3AECUCTBUA
70361, TPUOIU3UTENBHO CcOOTBETCTBYIOMEeH EDso, Kak M Uil MCCIeIyeMOro JIEKapCTBEHHOTO
npenapara (2 ydyacTka Ha KaXJI0H pyKe);

YYacTOK C MEHbLICH IIMTEIbHOCThIO BO3ACUCTBHS J03bI pe(hepeHTHOrO JIEKAPCTBEHHOTIO
npenapara (1 ygyacTok Ha PyKy);

YYacTOK C OONbIICH ATUTENTFHOCTHIO BO3JEHCTBUS J103bI pePEPEHTHOTO JECKAPCTBEHHOTO
npenapara (D1) (1 yuacTtok Ha pyKy);

KOHTPOJIbHBIC YUaCTKH 0e3 HaHeceHUs (2 yJacTKa Ha KaXIyI0 PYKY).

OO6miee 4ncIo0 UCCIIeNyEeMbIX YYacTKOB cocTaBisieT 16 (mo 8 y4acTKOB Ha KaXJIOH pyke).
8 HaHeCceHU cieyeT paHIOMU3UPOBATh, KaK yKa3aHo BbIlle. CXeMbl HAHECEHHS Ha KaXKI0M pyKe
JOJKHBI OBITH KOMIUIEMEHTApHBI, TO €cTh D> sBisieTcs KoMIUIeMeHTapHbIM Dj, yuacTku
HaHEeCeHHs peepeHTHOro JIEKapCTBEHHOIO MpenapaTa KOMIUIEMEHTAPHBI y9acTKaM HaHECEHUs
HCCIIETyeMOro JeKapCTBEHHOIO IMpernapaTa, a TakKe KOMIJIEMEHTApHbI KOHTPOJIbHBIE YYAaCTKH.
Hanpumep, HaneceHue pedepeHTHOrO JEKApCTBEHHOTO Mpernapara Ha ONpeleleHHBIH Yy4acTOK
KOXH Ha OJIHOHM pyKe mpeirojaraeT HaHeceHHe pedepeHTHOro JIEKapCTBEHHOrO Iperapara Ha
COOTBETCTBYIOIIMI y4aCTOK KOKM Ha Ipyrou pyke. IIpu onpeneneHun ydacTka KOXU Ha OQHOU
pyKe Kak KOHTPOJBHOIO, COOTBETCTBYIOLIMH YYacTOK Ha BTOPOM pyKe TakKe CTaHOBHUTCH
KOHTPOJIbHBIM.

B kauecTBe penpe3eHTaTHMBHOW MOCIEAOBATEIBHOCTH HAHECEHHs JUINTEIbHOCTEHN
BO3ACUCTBUS 7103 JJIS1 KaX/I0T0 KOHKPETHOT'O CyOBEKTa JOMYCKAETCsl UCTIOIb30BaTh CIIETYOLIUMA
MOPSATIOK:

JlokTeBas sMKa
JieBasi pyka npaBasi pyka
D1 D2
HIl PII
K K
PII NIl
K K
HIl PII
Dz Dl
PII HIl
3arscThe

IIpumeuanne. UII — uccneayemslii JekapCcTBEHHBIN Mpemnapar;
PII — pedepenTHBII IekapCTBEHHBIN TIpemapar;
K — KOHTpOJIBHBIN y4acTOK.

69. O053aHHOCTBIO CTIOHCOpA SBISIETCS ONMMCAHWE TOYHOM CXEMBbI YYaCTKOB HAHECEHUS
JIEKapCTBEHHBIX TIPEMapaToB Ha KOXY, TO €CTh MeauanbHOe (yIbHApHOE) M JaTepalibHOE
(paguanbHOE) PAcMOJIOKEHHE YYAaCTKOB MO OTHOILIEHUIO K OCH Tela, a TakXe pPacroioKeHHe
Y4YaCTKOB BBIIIE U HUXKE 10 OTHOLIEHUIO APYT K APYTY.
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70. s oueHKM JuTeabHOCTH Bo3aercTBusA 1036l EDso, D1 m D> ucnone3yercs meton
Pa3HECEHHOT0 110 BPEMEHH HAaHECEHUS JICKAPCTBEHHOTO MperapaTa i CAHXPOHHOTO YAAJICHUS WU
METOJI CHHXPOHHOTO HAHECEHHWs JICKApCTBEHHOIO IMpernapara M Pa3HECEHHOTO IO BPEMEHH
yJaJIeHHs] B COOTBETCTBUU C METO0JIOTMEH, HCTIOIB30BaHHOM B MUJIOTHOM HCCIIEJOBAHUU.

[Ipu pa3HeceHHOM 10 BpPEMEHH HAHECCHHMM W CHHXPOHHOM YyAAJICHUHM IJIsi JIH000M
JUTUTETHLHOCTH BO3ACUCTBHSI 1036l U HEOOPAOOTAHHBIX KOHTPOJIBHBIX YYAaCTKOB MCXO/IHAS OIICHKA
MPOBOJUTCS B TeUeHHUE | 4yaca rmepes HaHECEHUEM JICKapCTBEHHOTO Tperapata ¢ HauOOJbIIeH
JUIMTEIIbHOCTBIO BO3AeicTBUsl A03bl U choycrs 0, 2, 4, 6, 19 u 24 uaca mocie ypaneHus
JIEKapCTBEHHOTO Tpemnapara. dakTuveckoe BpeMs OyAeT 3aBUCETh OT BPEMEHHU JTO3MPOBAHUS U
HCCIEAYEMOI0 KOPTUKOCTEPOUIHOTO JIEKAPCTBEHHOTO Ipenapara Jjisi MECTHOTO NPUMEHEHHUS.
Touka «0» COOTBETCTBYET MOMEHTY YJAJICHHS JICKAPCTBEHHOTO Ipernapara.

[Ipy CHUHXPOHHOM HAaHECEHWH U PA3HECEHHOM [0 BPEMEHH YAAJNCHUW s JE000M
JUTUTEIIBHOCTH BO3JICUCTBHS 103l 1 HEOOPaOOTAaHHBIX KOHTPOJIBHBIX YYACTKOB UCXO/THAS OI[EHKA
MPOBOJUTCS B TeUeHHE | yaca mepesl HAaHECEHHWEM JIEKapCTBEHHOTO MpernapaTa Ha aKTUBHBIC
YYacTKH, MOOJIETHEHUE KOXKHU OLIEHUBACTCS MTOCIIC HAHECEHHUS JICKaPCTBEHHOTO MperapaTa B TOUKe
D; u cnyers 6, 8, 11, 24 u 28 uyacoB. dakTudyeckoe BpeMs OyIeT 3aBHCETh OT BPEMEHU
JO3UPOBAHUS U HMCCIECyEMOTO KOPTUKOCTEPOHMIHOIO JIEKApCTBEHHOTO Tpemnapara. Todka «0»
COOTBETCTBYET MOMEHTY HAaHECEHHUs JieKapcTBeHHOro npenapara. Ecinu D2 nns onpeneneHHOro
JIEKApCTBEHHOT'O TIperapara COCTaBJIsSET, HampuMmep, 4 vaca, mepBas MOCJIE€ MCXOJHOU OIleHKa
OO THEHNS Ha BCEX YUACTKaX KOXKH C HAHECEHUEM JICKaPCTBEHHOTO Mpenapara i KOHTPOJIBHBIX
yJacTKax TpoBOAUTCA uepe3 4 uaca. [[ns mroboro meroma HEOOXOAWMO 3alIAaHUPOBATH 10
MeHblIed Mepe 1 oueHKy Mexay 17 yacamu u 24 yacamu.

8. AHaJIM3 JAaHHBIX U CTATHCTHYECKUI aHAJIH3
AHaJIN3 JAHHBIX

71. Heobxoauma mompaBKa MEPBUYHBIX MOKA3aHWNW XpOMaMmeTpa Ui KaKI0To MpoQuiist
«1mo0JIeTHEHHE KOKU — BpeMs» (JUIsI yJ4acTKOB C HAHECEHHBIM JIEKapCTBEHHBIM IpEnapaToM U
KOHTPOJIBbHBIX Y4acTKOB 0€3 HaHECEHHs) Ha UCXOJHOE 3HaueHHe Ha JaHHOM ydacTke. Criemyer
CKOPPEKTUPOBATh KaX/blil y4acTOK HAHECEHUs JIEKAPCTBEHHOIO Ipernapara IMocie IONPaBKU
OTHOCHUTEJIBHO UCXOJHOIO YPOBHS IO CPEIHEMY 3HAYEHUIO U3 2 KOHTPOJIBHBIX YYaCTKOB HA TOU
KE pyKe C TOMPaBKOH OTHOCUTEIHLHO HCXOMHOTO YpoBHs (Tabmuibl 1-4 mpunoxenus Ne 4 k
HacTosuM TpeOoBaHUSIM).

Canenyer paccuntath AUEC nns kakaoll CKOPpEeKTHPOBAHHONM OTHOCUTENIBHO MCXOJHOTO
YPOBHS IJTUTENbHOCTH BO3ACUCTBUS O3Bl HA KOHTPOJIBHBIX ydacTKax (TaOmauibl 3—6 MpuIIoKeHUsI
No 4):

AUEC(0-24) 711 HaHECeHUs Tpernapara B pa3HOE BpeMsl C MOCIEAYIOIIUM CHHXPOHHBIM
yAAJIEHUEM;

AUECn2-28) (oT BpeMenu D> m0 28 yacoB) mjis CHHXPOHHOTO HAHECEHHs Ipemapara C
MOCJIEAYIOIIUM YJTaJICHUEM B Pa3HOE BpEMSI.

B aHanu3 paHHBIX J0OMyCKaeTcs BKIKOYATh TOJBKO JIaHHBIE «IETEKTOPOB», TO €CTh
cyobekToB, 3HaueHHst AUEC KOTOpBIX [Tt IBYX JUIMTENbHOCTEH Bo3neicTBus D1 u D sBmstroTCs
OTPULIATEILHBIMU U KOTOPBIE OTBEYAOT KPUTEPHIO «TUTEIBHOCTh BO3JECHCTBHUS 03Bl — OTBET,
onucaHHOMY B Ta0nuue 6 npuinoxenus Ne 4 u B tabnuie 1 npunosxeHust Ne 5.

Kputepuit «1MTenbHOCTh BO3AEHCTBUS JO3bI — OTBET»:

AUEC B momentD, | oo

AUEC B momenT D, .

rac:
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AUEC B momenT D; = 0,5 *(AUEC B moment D> (neBas pyka) + AUEC B momeHnT D>
(ipaBast pyka));

AUEC B moment D; = 0,5 *(AUEC B moment D (neBas pyka) + AUEC B momeHT Dj
(nmpaBas pyka)).

72. AHanu3 JaHHBIX IPOBOJUTCS B OTHOLIEHUU CYOBEKTOB C MOJHBIM HAOOPOM JaHHBIX, TO
€CTh C JIaHHBIMH O pe3yJIbTaTax IBYKPATHBIX OMEHOK Di u D2 W YeTBIpEXKpaTHBIX OLIEHOK
UCCIIEyeMOro U peepeHTHOro JeKapCTBEHHBIX MPENapaToB U KOHTPOJIbHBIX YUaCTKOB.

73. Onenka OWMOSKBHUBAJICHTHOCTH JOJDKHA ObITh OCHOBaHa Ha 3HaueHusx AUEC,
paccUMTaHHBIX B COOTBETCTBUU C NMyHKTOM 71 Hacrosmux TpeOGoBaHWN TPH IIUTETLHOCTH
BO3JCUCTBUS J103bl, HpuOim3utensHo paBHOM EDso mist uccnenyemoro u pedepeHTHOro
JIEKapCTBEHHBIX IpenapaTroB (HAa ydacTKaX, KOTOpbIE yKa3aHbl B IYHKTe 68 HacCTOSIIHX
TpeboBanmii).

74. Heob6x0oauMo MpeICcTaBUTh BCE JaHHbBIE HCCIIEI0BAaHUs, BKIIIOYas TaHHbIE CYyOBEKTOB, HE
OTBETUBIIUX Ha JiedyeHue. JIoOble aHHBIC, HE MCIIOJIIb3yEeMbIe B OIICHKE OMOIKBHBAICHTHOCTH,
HEOOXOIMMO COTPOBOJAUTH 0OOCHOBAHHEM (HaIPUMEp: «CYOBEKT, HE OTBETHBIIINI Ha JICUCHUE,
«IEePEKPBIBAHNE COCYAO0CYKUBAOIMNX 3PPEKTOB HA COCETHUX YIACTKAX» U IP.).

CraTucTH4yecKHii aHAJIN3

75. Cratuctuyeckuii aHanu3 TpeOyeT MCIONb30BaHUs HEMpeoOpa3oBaHHBIX JIAHHBIX,
nockoiabky 3HaueHuss AUEC mist uccnemyeMoro u pedepeHTHOTO JIGKapCTBEHHBIX MPENapaTos,
paccuMTaHHblE C IONPAaBKOM OTHOCUTEIBHO HCXOJHOTO YpPOBHS M  OTHOCHUTEIBHO
HeoOpaboTaHHOTO KOHTPOJIBHOTO y4YacTKa, Kak MPaBuilo, SABIISIOTCS OTPUIIATENIbHBIMU, HO HHOTAA
MOTYT OBITh W TOJOXHUTEIbHBIMH. Haluuue MONOKHUTETbHBIX M OTPUIATENbHBIX 3HAYCHHIA
n30aBJsSeT OT MCIOJIB30BAHUS CTAaHJAPTHBIX CTaTUCTHYECKHUX MpeoOpa3oBanuil. He momyctumo
MPUMEHSITh TPUOTIKEHHBIC METOIBI pacueTa (HampuMep, pacdeT JOBEPUTEILHOTO HHTEpBAaa IS
Pa3HOCTH CpPEJHUX 3HAUYEHUN HCCIEeyeMOoro U pedepeHTHOro JIEKapCTBEHHBIX IPENapaToB U
BBIUMCJICHUE OTHOILEHUS TIPaHULl JAHHOIO JIOBEPUTEIBHOIO HMHTEpBAJa U OLEHKU CPEIHEro
3HaueHus: pedepeHTHOro mnpenapara). [IpeanodyTuTenTbHON METOAMKOW BBIYMCICHHS] TOYHOIO
JOBEPUTEIBHOTO MHTEpBaja JUIsl HEMPeoOpa30BaHHBIX JAHHBIX SBIISAETCS METOAMKA pacyera Io
Locke C.S. mo3BossieT BBIYUCIUTb.

76. Ilo metonuke Locke C.S. neobxoaumo paccuntats 90 % noBEepUTENbHBII HHTEPBAI IS
orrHomeHnus cpeaHero AUEC uccrnemyemoro npenapara (cpenHee 3Ha4eHHE 4 TOBTOPHOCTEH) K
cpennemy AUEC mist pedepenTHOro mpemnapata (cpeaHee 3HadeHue 4 MOBTOPHOCTEH) COTTIACHO
npustoxkeHuto Ne 5.

77. B HacTosiiiee BpeMsi HE YCTaHOBIICHBI TPAHUILIBI MPU3HAHUSA OMO’KBUBAIICHTHOCTH. Bo
BpeMsl OIICHKM IMIPEICTaBICHHBIX JAHHBIX MOXET NOTPeOOBaTHCS HCIOJIb30BAHUE T'PAHMUIIL
Npu3HAHUS OMOPKBHBAJICHTHOCTH Oosee mupokux, vem 80,00-125,00 %, sBastommxcs
CTaHAAPTHBIMHU, YTO MOXKET YBEJINYUTh CPOKHU OLICHKU JAaHHBIX.

78. OTuer 00 uccae10BaHU TOJHKEH CO/IePIKaTh PAHJOMU3ALMOHHBIN KO/, OTIPEIEIISIOIIIHI
HAaHECEHHE HAa KOHKPETHBIE YYACTKM KOXHU KaKIOW JJIMTEIBHOCTH BO3ACUCTBUS JO3bl H
KOHTPOJIbHBIE YUACTKH.

@dopMmat npeacTaBJIeHHsI KOMIBIOTEPHBIX JAHHBIX

79. IlepBuuHble  XpOMAaMETPUYECKUE JAHHBIE, CKOPPEKTHUPOBAHHBIE OTHOCUTEIILHO
WCXOJHOTO YPOBHS JaHHBIE, CKOPPEKTHPOBAaHHBIE OTHOCHTEIBHO HWCXOMHOTO YPOBHA H
HE0OpaObOTaHHBIX KOHTPOJIbHBIX yuacTKoB naHHbIe U JaHHble AUEC no/mKHBI OBITh pa3MEIICHBI
B BUJIC OT/ICIBHBIX (haiijIoB B TAOTMYHOM (hopMate (MPpUMEPHI IPEICTABIICHBI B MPUIIOKEHUH Ne 4).

IIpunoxxenne Ne 1
K TpeboBaHMsAM K IPOBEACHUIO
(hapMaKOKMHETHYECKOTO M KIIMHUYECKOTO
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HCCIICIOBAHUA OMOSKBUBAJICHTHOCTH
KOPTHUKOCTCPOUAHBIX JICKAPCTBCHHBIX
npernapaToB 4Jid MECTHOI'O MPUMCHCHUSA

CXEMA
MpeAIaraeMoro NpoToKo./a NUJIOTHOI0 UCCJIEJOBAHUS € PAa3HECEHHBIM 110 BpeMEHH
HAaHEeCeHHeM H CHHXPOHHBIM yJaJIeHHeM JIEKapCTBEeHHOI0 penapara
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Pucynok 1
I'paduk OLEHKU UCXOAHOTO [BETA KOXKH, I[BETA KOXKH TOCIIC HAHECCHHUS
Y yJlaJieHUs JIeKapCTBEHHOTO Tpernapara

ITpumedanue. -7...0 — Bpems 10 yaaJleHUs JIEKApCTBEHHOTO mpenapara (4);
MY — ucxonHbl ypOBEHb CYKEHUS COCYI0B KOXH;

ﬂ — HAHCCCHMEC JICKAPCTBEHHOTIO IIp€riapara,

1 — yAaJeHHe JISKapCTBEHHOTO Mpernapara.

1111 ! !
_

0 2 4 6 8 10 12 14 16 18 20 22 24

Pucynox 2
I'paduk oneHKH OO THEHHS KOKH

IIpumeuanne. 0...24 — Bpemsl 1ocJie JeKapCTBEHHOTO Tpemnaparta (9);
ﬂ — BpeMsl yJalieHusI JIEKapCTBEHHOTO TIpenapaTa;

— BpeMsI OLICHKH Pe3yJIbTAaTOB.

IIpunoxxenne Ne 2

K TpeboBaHMsAM K IPOBEACHUIO
(apMaKOKMHETHIECKOTO M KIMHHYECKOTO
ucciieIoBaHus OMOIKBUBATIEHTHOCTH
KOPTUKOCTEPOUIHBIX JIEKAPCTBEHHBIX
MIpenapaToB A MECTHOTO IPUMEHEHUS
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CXEMA
MpeaIaraeMoro MpoToKoJIa MUJIOTHOTO UCCJIETOBAHUS ¢ CAHXPOHHBIM HAHECEHHEM H
pa3HeceHHbIM M0 BPeMeHH y/AaJIeHHeM JeKApPCTBEHHOr 0 mpenapara

Pucynok 1
I'paduk OIEHKH HCXOAHOTO [IBETA KOXKH, I[BETa KOKH TIOCIIe HAHECEHHS
W yIaJIeHHus JISKapCTBEHHOTO TpernapaTa

IIpumeuanue. -1...6 — BpeMs ocjie HaHECEHUS JIEKAPCTBEHHOTO npenapara (4);
MY — ucxoHblil ypOBEHb CTEIIEHU CY>KEHUS COCYA0B KOXKH;

ﬂ — HaHECCHUC JICKAPCTBCHHOI'O IIpcrapara,

1 — yAaJICHUC JICKAPCTBCHHOT'O MIpeTiapara.

11 1 1 |

T T T ¥ Y T v T ¥ T T ¥ T 1

o 2 4 & & 10 12 14 16 18 20 22 24 26 28

PucyHok 2
I'paduk orneHkn moGIeTHEHNS KOXKH

[Ipumeuanmue. 0...28 — BpeMst ociie HAHECEHUsI JIEKAPCTBEHHOTO TIpenapata (4);
ﬂ — BpeMs1 HAHECEHHUs JIEKAPCTBEHHOI'0 IIpernapaTa;

— BPpEMs OLICHKU PE3YJIbTATOB.

IIpunoxenne Ne 3

K TpeOGoBaHMIM K TTPOBEICHUIO
(hapMaKOKHHETHYECKOTO ¥ KITMHUYECKOTO
WCCJICJIOBAHUSI OMO3KBUBAJICHTHOCTH
KOPTHUKOCTEPOUTHBIX JICKAPCTBEHHBIX
npenapaToB JiIsi MECTHOTO IPUMECHEHHUS

INPUMEP
TA0JIMYHOT0 U rpaduuecKoro npeAcTaBjieHus pe3yJibTaTOB MUJIOTHOIO HCCIe0BAHUSA

1. UccnenoBanust NMpu HAHECEHMM KOPTUKOCTEPOUIHOIO JIEKAPCTBEHHOIO IIpernapara B
pasHoe BpeMsl C MOCIEAYIOIUM CUHXPOHHBIM yAalleHUEM U MPH OJTHOBPEMEHHOM HAaHECEHHH Ha



90

BCE YYACTKH C TIOCIEAYIOUIUM yIajJeHHEeM dYepe3 pa3Hble MPOMEKYTKH BPEMEHU OJIMHAKOBO
MIPUEMJIIEMBI.

2. B HacTosimeM npuiioKeHUH MPUBEICHBI PE3yJIbTaThl UCCIIEIOBAHUS C UCIIOJIb30BAaHUEM
TOJIBKO 2 KOHTPOJIBHBIX yYaCTKOB 0€3 HaHECEHUS JIEKAPCTBEHHOI'O Iperapara Ha KaXI0l pykKe.
Koppeknust 3HaueHni 11BETa KOKH Ha OCTATBHBIX YYaCTKaX PyKHA IPOBOINIACH ITyTEM BBIYUTAHUS
CPEIHETO 3HAYCHMS LIBETa KOXXKU ATHX 2 KOHTPOJBHBIX YYAaCTKOB M3 KaXIOr0 3HAYEHHUS IBETA
KOXKH y4acTKa C HAHECEHHBIM JIEKAPCTBEHHBIM TIpENapaToM Ha TOH Ke pyKe.

3.B Ttabmume 1 mnpencTaBieHBl XPOMAMETPUYECKHE JaHHBIE Il OJHOTO CYOBEeKTa
rccaenoBanus 3a 24 yaca. JlaHHbIE C TOMPaBKOW HAa UCXOIHBIA YPOBEHB MPEICTABIICHBI B TAOJIUIIE
2. JlaHHbI€ € MOMPABKOI HA UCXOIHBIN YPOBEHb CKOPPEKTUPOBAHHBIE IO KOHTPOJIbHBIM YYacTKaM
0e3 HaHeCeHHUs JIEKApCTBEHHOTO TperiapaTa, Mocje MOMPaBK Ha UCXOIHBIM YPOBEHb U JaHHBIC
AUEC0-24) npeacTaBiensl B Tabnuue 3. B npuMepe npuBeeHHOM B Tabmuie 3, KaXIbli y4acTOK
HaHECEHMUsI JICKAPCTBEHHOTO TperapaTa KOPPEKTUPOBAJICS OTHOCUTEIHFHO KOHTPOJIBHOTO YUacTKa
0e3 HaHeCeHUs JIeKapCTBEHHOTO Tperapara.

4. B tabnure 4 npencrasnensl 3HaueHUsI AUEC.24. [lonronka kpuBoit ais Mogaenu Emax K
0000I1IeHHBIM JIaHHBIM TIPE/ICTaBICHA HA PUCYHKE 1.

Tabnuna 1
3HavYeHUA MOKA3aHUH XpoMaMeTpa sl Cy0ObeKTa UCCIe10BaAHNI
Vuactok (0OpaboTaHHBINH/ UYacel nociue yaaneHus JeKapcTBEHHOTO
CYORERT | hermun aoms, o] sctapermonmunt | sponcr T
’ mpemapaTom) 0 2 4 6 19 | 24
1 0,25 He 00p. 9,86 9,99 10,10 9,52 10,03 10,40 9,65
1 0,25 o0p. 10,36 9,89 10,38 10,32 10,51 10,86 10,04
1 0,5 He 00p. 9,27 820 9,78 8,54 9,61 9,87 9,59
1 0,5 00p. 9,59 8,77 9,35 9,27 8,78 10,87 9,59
1 0,75 He 00p. 8,45 8,75 824 8,16 8,92 843 8,22
1 0,75 o0p. 8,46 8,66 8,53 8,04 826 872 8,56
1 1 He 00p. 9,00 9,63 845 8,03 894 933 9,66
1 1 o0p. 8,52 8,80 8,87 8,53 8,05 8,66 821
1 1,5 He 00p. 9,44 9,39 9,46 9,27 9,92 9,59 9,01
1 1,5 o0p. 9,59 9,60 9,99 9,93 9,18 10,23 9,24
1 2 He 00p. 10,12 10,13 9,50 9,93 9,39 10,95 10,84
1 2 o0p. 10,28 10,25 10,68 10,15 10,31 11,46 8,92
1 4 He 00p. 8,89 8,01 8,78 889 9,76 848 9,18
1 4 00p. 8,21 828 836 798 796 815 830
1 6 He 00p. 9,18 9,46 8,79 8,03 9,29 10,11 9,52
1 6 o0p. 9,37 9,61 930 892 9,20 10,16 9,63

Tabnuna 2

3HaYeHHs MOKA3aHUI XpoMaMeTpa I Cy0beKTa UCCIeJOBAHUS C MONPABKOM HA
HUCXOJAHBbIH YPOBEHb

VYuactox (o6padorannsiii/ |Mcxoansiit| Yackl nmocie ynaneHus JeKapcTBEHHOTO

CyOBekT .
He 00paboTaHHBbIH YPOBEHb npenapara
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JnutensHOCTD JIEKapCTBEHHBIM
BO3JICHCTBUS 10361, permapaTom) 0 2 4 6 19 24
q
1 0,25 He 00p. - 0,13 0,24 -0,34 0,17 0,54 -0,21
1 0,25 00p. - -0,47 0,02 -0,04 0,15 0,50 -0,32
1 0,5 He 00p. - -1,07 0,51 -0,73 0,34 0,60 0,32
1 0,5 00p. - -0,82 -0,24 -0,32 -0,81 0,81 0,23
1 0,75 He 00p. - 0,30 -0,21 -0,29 0,47 -0,02 -0,23
1 0,75 o0p. - 0,20 0,07 -0,42 -0,20 0,26 0,10
1 1 He 00p. - 0,63 -0,55 -0,97 -0,06 0,33 0,66
1 1 o0p. - 0,28 0,35 0,01 -047 0,14 -0,31
1 1,5 He 00p. - -0,05 0,02 -0,17 048 0,15 -0,43
1 1,5 o0p. - 0,01 0,40 034 -041 0,64 -0,35
1 2 He 00p. - 0,01 -0,62 -0,19 -0,73 0,83 0,72
1 2 00p. - -0,03 0,40 -0,13 0,03 1,18 -1,36
1 4 He 00p. - -0,88 -0,11 0,00 0,87 -0,41 0,29
1 4 00p. - 0,07 0,15 -0,23 -0,25 -0,06 0,09
1 6 He 00p. - 0,28 -0,39 -1,15 0,11 0,93 0,33
1 6 00p. - 0,24 -0,07 -0,45 -0,17 0,79 0,26
Tabnuma 3

3HaYeHNs NOKa3aHMIl XpoMaMeTpa AJs Cy0beKTa UCCJIeJ0OBAHUs ¢ MONPABKOii Ha
HCXOIHBII YPOBeHb, CKOPPEKTHPOBAHHbIE 110 KOHTPOJIBHBIM YYaCTKaM 0e3 HaHeceHUst
JIeKapcTBeHHOro npenapara, 1 1aHHbie AUEC (0-24)

Yuacrok Yace! nocne ynaneHus JeKapCTBEHHOTO
JlmarensHOCTE |(0OpabOTaHHBIN/HE . npenapara
o . | Mcxonusiit
CyOBeKT| BO3AEHCTBUS 00paboTaHHBIH OBCHD AUEC g24*
JTO3BI, 9 JIEKapCTBEHHBIM yp 0 2 4 6 19 24
IpenapaToM)
1 0,25 00p. - -0,60 -0,22 -0,30 -0,02 -0,04 -0,11 -1,23
1 0,5 00p. - 0,25 -0,75 0,41 -1,15 0,21 -0,09 -7,39
1 0,75 00p. - -0,10 0,28 -0,13 -0,67 0,28 0,33 -1,48
1 1 00p. - -0,35 0,90 098 -0,41 -0,19 -0,97 -3,80
1 1,5 00p. - 0,06 0,38 0,51 -0,89 0,49 0,08 -0,23
1 2 00p. - -0,04 1,02 0,06 0,76 0,35 -2,08 5,77
1 4 00p. 0,95 0,26 -0,23 -1,12 0,35 -0,20 -4,74
1 6 00p. -0,04 0,32 0,70 -0,28 -0,14 -0,07 -1,53

IIpumeganne. * 3nauenust AUEC g.24) paccunTaHbl Ha OCHOBE JaHHBIX, CKOPPEKTHPOBAHHBIX OTHOCHTEIIEHO
HCXOJIHOTO YPOBHSI COCYAHMCTOW PEaKIHW{ M M3MEHEHHS IBeTa KOHTPOJBHBIX yJaCTKOB KOXXKH B COOTBETCTBYIOIIHE
MOMEHTHI BPEMEHH.

Tabauma 4
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3navenuss AUEC0-24) 1iist 12 cy0ObeKTOB HCCJIeIOBAHUSA NPHU 32JaHHOM TIMTEJIbHOCTH
BO3AeHCTBHUS 103bI

HHI/ITQHBHOCTB CyﬁbeKTLI HUCCIICAOBaHUSA

mﬁgﬁ?m 1 2 3 4 5 6 7 8 9 0 | 11| 12
0,25 123 -002 -13.87 277 -10,65 -10,41 420 -11,95 -1236 1,15 -30,03 -7.25
0,5 739 613 -1503 371 772 594 -1231 745 12,95 -39.45 -39.56 14,73
0,75 148 -892 -1839 4382 2342 229 134 595 1,88 -40,68 -61,06 -21,09
1 3,80 24,56 -1625 -4439 2037 -8,92 -18,84 878 -4335 -1619 -43,58 10,81
1,5 023 -1921 -1544 77,04 -1995 -20,64 -42,70 126 -2097 6,87 -40,73 0,51
2 577 -1,80 -23,74 -66,80 -32,00 -19,52 -37,29 -48,83 -39,79 10,75 -62,01 -10,51
4 474 43,07 2480 62,96 -32.81 -8,52 -4546 -71,77 -57,55 -37,64 -27.82 -14,89
6 1,53 -41,56 -21,79 71,60 -61,51 -19.01 -37,24 -8,14 -34,18 -3501 -33.60 16,14

4. Habmonaembie cpennne 3HaueHuss AUEC -24) (YepHBIC TOUKM) W CTaHIApTHAs OIMIMOKa
cpemHero (BepXHHE M HIDKHUE TPEAENbI), a TaKkKe MOJAETb Emax (HETpepbIBHAS IUHUS) C
MOJTOHKOW KPHUBOW B COOTBETCTBUU C OOOOIICHHBIMH JAHHBIMH HCCIIEJIOBAHMS 3aBUCHMOCTHU
«UTUTENTHOCTh BO3JICUCTBUS JTO3BI — OTBET», MOJTYYCHHBIMU OT 12 CyOBEKTOB HCCICIOBAHUS B
MUJIOTHOM HCCJIeI0BaHUU, IPUBEICHBI HA PUCYHKE.

0
-5 4
=10 -+
-15 =
=20 -
25
=30 -
-35 4
-40 1
-45 -
0

AUEC

IIpumeuanus:

1. 0...6 — IIUTENTBLHOCTb BO3JICHCTBUS J03HI (4).

2. JlaHHBIE, CKOPPEKTHPOBAaHHBIE OTHOCUTEIBHO HCXOJHOTO YPOBHSI U KOHTPOJIBHBIX YYacTKOB, IIO3TOMY
3HaueHue AUEC npunsTo paBHeIM 0 pU HyJI€BOH JUIUTEILHOCTH BO3JEHCTBUS 1O3BL.

3. IloaroHka KpuBOH 1St MOAETH Emax MPOM3BOANIIACH C MCIIOIB30BAaHUEM IIPOIPAMMHOT0O 00ECTICUSHHUS TSI
MOITYJIAIIUOHHOTO  (hapMaKOKHHETHIECKO-(PapMaKOJMHAMIYECKOTO MOJEIHPOBAaHUS NaHHBIX. llomynsmuoHHbIE
3HAYEHUS TI0CTIe MOATOHKH KpUBOM cocTaBisiin: EDso = 1,89 4, Emax = 48,80 eauHuII 1rkaipl XxpoMaMeTpa B Jac.

4. Ha ocHOBe 3THX HNaHHBIX O JUIMTENFHOCTH BO3JCHCTBHSA, O3Bl OTOOpPaHHBIE KaK INPHOIM3UTEIBHOE
3rageHne EDsg U1 cpaBHEHHS MicCIeIyeMOoro U pe)epeHTHOTO JIEKapCTBEHHBIX MIPEapaToB, a Takke 3HadeHs D1 1
D, st ocHOBHOTO (OIOPHOTO) HCCIIETOBaHUS OMOIKBUBAJIICHTHOCTH i1 ViVOo COCTaBWIIN: TPHOIU3UTEILHOE 3HAUCHNE
ED50 = 2,0 4, D1 = 1,0 qyu Dz = 4,0 4.

IIpunoxxenue Ne 4
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K TpeOGoBaHMIM K TTPOBEICHHUTO
(hapMaKOKHHETHYECKOTO ¥ KITMHUYECKOTO
WCCJICJIOBAHUSI OMO3KBUBAJICHTHOCTH
KOPTUKOCTEPOUIHBIX JIEKAPCTBEHHBIX
npenapaToB JIsi MECTHOTO TIPUMECHEHHUS

ITPUMEP
TA0JIMYHOI0 MPEACTABJICHHSA Pe3yJbTATOB JaHHBIX OCHOBHOIO (OIIOPHOI0) HCCJICJOBAHUS U
UX aHAJIN3a

1. B HacrosimieM JOKYMEHTE MpPEICTaBIECHbl XPOMaMETPUYECKHUE NAaHHbIE M 3HAYCHUS
AUEC(-24) OCHOBHOTO  (ONOPHOTO)  HWCCIEAOBAaHUS  OMOAPKBUBAJIEHTHOCTH in  Vivo,
COOTBETCTBYIOIIETO MHWJIOTHOMY HCCJIEIOBAHUIO, MPUBEACHHOMY B npuioxkeHnn Ne3 k
TpeGoBanusiM K TpoBeneHHIO (APMAKOKMHETUYECKOTO U KIMHUYECKOTO HCCIEIOBaHUS
OMOPKBUBAJICHTHOCTH KOPTUKOCTEPOHIHBIX JIEKAPCTBEHHBIX IMpenapaToB IS MECTHOIO
npuMmeHenust (manee — TpeOoBanus). B OCHOBHOM (OMOpHOM) UCCIICJOBAHHH CPABHCHHE
OCHOBAaHO Ha AHAJIN3€ 3aBUCUMOCTH «UIMTEIBHOCTh BO3JIEHCTBUS O3Bl — OTBET), IPUBEICHHOM
B IyHKTE 4 puMepa pe3yIbTaToB MUIOTHOTO uccienoBanus (npunoxxkenue Ne 3 k TpeGoBanusm).

2. B HacrosmeM JOKyMEHTE JaHbl PEKOMEHJALMM IO HCIOJb30BAHUIO 2 KOHTPOJIBHBIX
YYacTKOB 0e3 HaHECEHHUs JIEKapCTBEHHOIO MpenapaTa Ha KaKAO0H pyKe U BBIYUTAHHIO CPETHETO
3HAQUYEHMS JJIA 3TUX 2 YYaCTKOB M3 Ka)JOr0 3HAYEHUS y4acTKa C HAHECEHUEM JIEKAPCTBEHHOIO
rpenapara Ha TOH XKe pykKe.

3. B Tabnunie 1 mpencraBieHbl UCXOHBIE TaHHBIC Tl 1 cyObekTa 3a 24 daca. B Tabmure 2
IIPEJCTaBIICHBI JAHHBIE C MTOMPABKOI Ha HICXOJHBIN ypoBeHb. B Tabnuie 3 npencraBieHbl JaHHbIE,
CKOPPEKTUPOBAHHBIE OTHOCUTEILHO KOHTPOJBHBIX YYAaCTKOB 0€3 HaHECEHHsI TOCye MOMPaBKU Ha
HUCXOJIHBIM ypOBEHb. B Hacrosmem npuMepe KaXAbld Y4aCTOK HAHECEHMS JIEKAPCTBEHHOIO
mpernapaTa KOPPEKTHUPOBAJICS COTJIACHO COOTBETCTBYIOUIEMY KOHTPOJIBHOMY YYacTKy 0e3
HAHECEHMs JIEKAPCTBEHHOI'O IIperapara.

4.B Tabmuue 4 mnpencTaBieHbl 3HAYCHHUS, CKOPPEKTHPOBAHHBICE OTHOCHUTEIHHO
KOHTPOJIbHBIX YYacTKOB IIOCJI€ IIONPAaBKM HA HUCXOAHBIM YPOBEHb [UIsI HUCCIEAYEMOTO U
pedepeHTHOTO JeKapCTBEHHBIX MpernapaTroB Ijs Bcex cyObekToB. B Tabnuie 5 mpeacraBieHb
nanuble. AUEC 0-24) U151 TpaBo M JI€BOM PyKU M CpEJHHUE 3HAUeHUs IBYX pyk anst D1 u D2 md
BceX cyObekToB. B Tabmuue 5 ompeneneHbl «IETEKTOPbDY, TO €CTh MPUTOJHBIE K OLIEHKE
CYOBEKTBI, YJOBICTBOPSIOIIUE KPUTEPHIO <JIIUTEIBHOCTh BO3ACHUCTBHS J03bI — OTBET». B
tabmune 6 npencrabinenbl qaHHbie AUEC (0-24) 171 IpaBoi U JIEBOW PYKW U CPEIHUE 3HAYCHHS
IBYX PYK JUIS HCCIIEYEMOTro U peepeHTHOTO JIEKapCTBEHHBIX MPENapaToB AJs BCeX CyOBEKTOB
JUISl JJIMTEIBHOCTH BO3EUCTBUS 110361 2,0 yaca, BeiaeneHbl cpennne 3HaueHuss AUECo-24) 1ByX
PYK AJId  «AETEKTOpoB». TOJNBKO  JaHHBIE  «AETEKTOPOB», BKIIOYEHBI B  OLEHKY
OMOYKBUBAJICHTHOCTH, KaK ONMHUCAaHO B npuiokeHuu Ne 5 k TpeboBaHusM.

Tabmuma 1
Hcxonnble XxpomamMeTpHiecKue JaHHbIE 1J1s1 Cy0ObeKTa
VYuacrtok Yackl nocine yaaneHus JIeKapCTBEHHOTO
Pyxa Mecto (06pa60TaHHLIH£He exo bt npenapara
Cy0mnekr|O0paboTka | (mpaBas/ HAHECOHIS 00paboTaHHBII BeHD
neBas) ece JIEKapCTBEHHBIM ypose 0 2 4 6 19 24
npenapaToM)
1 A II 1 He 00p. 7,34 7,23 8,09 7,64 7,82 7,68 8,71
1 A II 1 00p. 7,11 7,86 7,59 5,92 623 6,32 7,30
1 b II 2 He 00p. 6,18 7,38 7,26 6,85 7,35 7,14 7,87
1 b II 2 o0p. 6,79 6,29 6,12 445 588 6,01 7,26
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1 B I 3 He 00p. 6,28 7,32 7,80 6,77 7,75 6,59 7,55
1 B I 3 00p. 7,78 9,26 930 742 824 740 8,59
1 r I 4 He 00p. 9,31 10,19 10,61 9,56 10,88 9,52 10,13
1 r I 4 00p. 7,38 822 694 5,07 698 7,24 791
1 B J 1 He 00p. 7,62 798 7,56 7,48 724 6,773 7,49
1 B J 1 00p. 6,97 5,42 539 439 4,79 5,776 6,45
1 b J 2 HE 00p. 7,12 6,32 6,76 6,25 6,74 6,80 7,58
1 b J 2 00p. 7,46 448 4,38 4,11 439 627 725
1 A J 3 HE 00p. 7,69 7,03 7,73 7,21 7,87 7,89 838
1 A J 3 00p. 8,99 8,75 8,07 6,74 6,53 7,14 8,25
1 r J 4 HE 00p. 8,99 8,28 895 8,50 9,10 9,05 9,93
1 r J 4 00p. 8,80 8,04 6,71 551 5,14 7,05 796

ITpumedanus: O6paboTka:

A — pedepeHTHBIH JIeKapCTBEHHBIN TpeTapaT MPH JITUTSILHOCTH BO3eHCTBUS 10361 D (1 1)

b — pedepenTHbIl IekapCTBEHHBIN MpemapaT MpH JTUTSIILHOCTH BO3IEHCTBHUS 10361 D> (4 1)

B — uccriegyeMslit tekapcTBEHHBIN TIpenapaT Mpyu IITUTSILHOCTH BO3IEHCTBUS 1036, paBHOH 2
I" — pedpepeHTHBIN JIeKapCTBEHHBIN MpenapaT NPy JITUTEITHbHOCTH BO3ICHCTBHS JO3BI, PABHON 2 9

Tabauma 2

3HaYeHUA MOKA3AHUI XpoMaMeTpa JJisl Cy0beKTa UCCIeJ0BAHUSA C MONPABKOW HA
HCXOIHbIH YPOBEHb

Yuacrok Uackl nocre yianeHus 1IeKapCTBEHHOTO
Cy06bexT| O06paboTka* (Hly))zgzﬂ/ Mecro (0(6)16)122222::;:?1/71%HCXOHHHPVI SRR
nieBas) HAHECCHHA JIEKapCTBEHHBIM YPOBEH® | ) 2 4 6 19 | 24
IIpenapaTom)

1 A I 1 He 00p. - -0,11 0,75 0,30 0,48 0,34 1,37
1 A I 1 o0p. - 0,75 0,48 -1,19 -0,88 -0,79 0,19
1 b I 2 He 00p. - 1,20 1,08 0,67 1,17 0,96 1,69
1 b I 2 00p. - -0,50 -0,67 -2,34 -0,91 -0,78 0,47
1 B I 3 He 00p. - 1,04 1,52 0,49 1,47 031 1,27
1 B II 3 o0p. - 1,48 1,52 -0,36 0,46 -0,38 0,81
1 r II 4 He 00p. - 0,88 1,30 0,25 1,57 0,21 0,82
1 r II 4 o0p. - 0,84 -0,44 -2,31 -0,40 -0,14 0,53
1 B Ja 1 He 00p. - 0,36 -0,06 -0,14 -0,38 -0,89 -0,13
1 B Ja 1 o0p. - -1,55 -1,58 -2,58 -2,18 -1,21 -0,52
1 b Ja 2 He 00p. - -0,80 -0,36 -0,87 -0,38 -0,32 0,46
1 b J 2 o0p. - -2,98 -3,08 -3,35 -3,07 -1,19 -0,21
1 A J 3 He 00p. - -0,66 0,04 -0,48 0,18 0,20 0,69
1 A J 3 00p. - -0,24 -0,92 -2,25 -2,46 -1,85 -0,74
1 r J 4 He 00p. - -0,71 -0,04 -0,49 0,11 0,06 0,94
1 r J 4 00p. -0,76 -2,09 -3,29 -3,66 -1,75 -0,84

ITpumedanus: O6paboTka:
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A — pedepeHTHBIH JIeKapCTBEHHBIH Npenapar MpH JIUTEILHOCTH Bo3aencTBus 10361 Dy (1 1)
b — pedepeHTHBII JeKapcTBEHHBIN NpenapaT Npy JUIMTEIBHOCTH BO3eHcTBUS 1036l D> (2 4)
B — uccnenyemslit tekapcTBEHHBIH Npenapar Ipu ATUTEIbHOCTH BO3AECHCTBHS JO3bI paBHOH 2 4
I' — pechepeHTHBII1 JT€KapCTBEHHBIN Mpemapar Ipy JUIMTEIbHOCTH BO3ICHCTBYS 03Bl PaBHOI 2 4

Tabnuma 3

3HaYeHNs NOKa3aHMIl XpoMaMeTpa AJs Cy0beKTa HCCJIeJ0OBAHUS ¢ MONPABKOIi Ha
HCXOIHBII YPOBeHb, CKOPPEKTHPOBAHHbIE 10 KOHTPOJIBHBIM YYaCTKaM 0e3 HaHeceHUst
JiekapcTBeHHOro npenapara u fanabie AUEC(0-24)

Yyactok Yace! nocne ynaneHus
Cytmen (6) (?Tplg (HI;ZII::H Hai/leeccgsm (ogggggzzgzzﬁ/;eH}fggfg{;ﬁ JIEKapCTBEHHOTO TIperapara AUECons
JieBast) JIEKaPCTBEHHBIM 0 2 4 6 19 | 24
penapaToM
1 A I 1 00p. - 0,86 -0,27 -1,49 -1,36 -1,13 -1,18 -25,98
1 b I 2 00p. — -1,70 -1,75 -3,01 -2,08 -1,74 -1,22  -45,53
1 B I 3 00p. - 0,44 0,00 -0,85 -1,01 -0,69 -0,46 -16,20
1 r I 4 00p. - -0,04 -1,74 -2,56 -1,97 -0,35 -0,29  -27,29
1 B J 1 00p. — -1,91 -1,52 -2,44 -1,80 -0,32 -0,39 -27,19
1 b J 2 00p. — -2,18 -2,72 -2,48 -2,69 -0,87 -0,67 -42,26
1 A J 3 00p. - 0,42 -0,96 -1,77 -2,64 -2,05 -1,43  -46,87
1 r JI 4 00p. — -0,05 -2,05 -2,80 -3,77 -1,81 -1,78 -58,77

[Ipumeuanune: O6padoTKa:

A — pedepeHTHBIN JIeKapCTBEHHBIH Npenapar MpH JIUTEILHOCTH Bo3aencTBus 10361 Dy (1 1)

b — pedepeHTHBI JeKapcTBEHHBIN NpenapaT Npy JUIMTEIbHOCTH BO3ieHcTBUS 10361 D) (4 1)

B — uccnemyemslit 1ekapcTBEHHBIH Npenapar Npu JUIMTENbHOCTU BO3IeHCTBUS 10361, PaBHOM 2 U
I" — pedepeHTHBIN JIeKapCTBEHHBIN MpenapaT NpH JITUTEITHbHOCTH BO3ICHCTBHS JO3BI, PABHOW 2 9

Tabnuua 4
3HauyeHNs MOKAa3aHUI XpOMaMeTpa C MONPABKOM HA MCXOHBI YPOBEeHb,
CKOPPEKTHPOBAHHBbIE 110 KOHTPOJBLHBIM Y4aCcTKaM 0e3 HaHeCeHHUsl JICKAPCTBEHHOI0

npenapara ajis 12 cy0beKTOB Hcc/ieJ0BaAaHUS

Hccenenyemslil 1€KapCTBEHHBIN IIpenapar

Cybrexr | Obpadorka* (npaBI;};]{ﬁeBaﬂ) Halr-x/leecceTl-?m I(l)aCH |HOCH2e YHTHeHT HerapczBeHTomlgpeHrpa;Z
1 B I 3 0,44 0,00 -0,85 -1,01 -0,69  -0,46
1 B J 1 -1,91 -1,52 -2,44 -1,80 -0,32  -0,39
2 B I 3 -1,51 -3,29 -3,45 4,11 -0,89  -1,26
2 B J 1 0,23 -1,09 -0,94 -2,15 -2,05 -0,66
3 B J 3 -1,29 -1,75 -0,96 -0,90 -3,06  -1,05
3 B II 2 0,02 -1,43 -2,24 -1,16 -1,56  -1,72
4 B II 1 -0,02 -0,19 -0,52 -1,00 -0,43 -0,50
4 B J 3 -0,12 0,15 -0,29 -0,06 -0,07 0,12
5 B J 3 -0,36 -0,01 -0,19 -0,06 -0,72  -0,28



O© OV 0 0 3 N O O W

— e e e
N = = O O

12

oo B ov R ol v v A oo B v o v o i ov B vo R v v B o i v o B v v Bl o B v

Cpeanee 3HaueHue

H = 3 2 =2 d =23 2 94 3 d=4394d

CranpaptHoe oTKIOHEHHUE, SD

Ommbka cpemnero 3HaueHus1, SE

Koadpduument Bapuanuu, % CV

H~ LW b

w A

W W W N W

96

-0,02
-0,80
-1,08
-0,28
0,67
-0,40
0,30
-0,71
-0,34
-0,49
0,10
-0,58
0,12
0,05
-0,60
-0,30
0,65
0,13
217

-0,63
0,60
-0,45
0,25
0,74
0,49
0,05
-1,13
-0,52
-0,43
-0,66
-0,93
-1,67
-0,08
0,15
-0,57
0,91
0,19
161

1,13
0,32
-0,98
-0,34
0,72
0,46
0,07
-1,94
-1,46
-0,63
-0,44
-1,60
1,71
-0,18
0,19
-0,86
1,01
0,21
118

-0,90
0,30
-0,83
-0,64
1,03
0,00
0,19
-2,40
-1,41
-0,10
-0,68
2,29
2,34
-0,35
-0,42
-0,96
1,12
0,23
117

-0,88
-1,09
-1,18
-0,64
0,33
-0,35
-0,05
-1,70
-0,31
-0,50
-0,34
-0,24
0,15
-1,28
-0,40
-0,76
0,76
0,16
100

-0,03
-1,53
-0,07
-0,41
-0,11
0,78
-0,28
1,41
-1,10
-1,10
-0,86
-0,54
-1,28
-0,46
-0,32
-0,62
0,59
0,12
96

*[Ipumeuanue:
O6paboTka B — mccieayeMsblii JiekapCTBEHHBIH NpenapaT MpH JUIMTEIbHOCTH BO3AEHCTBUS 10361 2 Yaca

PedepenTHBII TekapcTBEHHBIH Mpenapar

CyGwexr | OBpaGoTka* (HpaBI;};;eBaﬂ) Hall\feecceT;m ‘(l)acm |HOCJ12e yﬂaHeHjﬂ neKapczBeHHorolr;penapazz
1 r IT 4 -0,04 -1,74 -2,56 -1,97 -0,35  -0,29
1 r Ja 4 -0,05 -2,05 -2,80 -3,77 -1,81 -1,78
2 r IT 4 -0,23 -1,58 -2,53 -2,53 0,00 -0,49
2 r Ja 4 -2,30 -2,88 -2,15 -3,05 2,09 0,27
3 r IT 1 1,25 -0,10 -1,99 -1,52 0,24 -1,24
3 r J 4 -0,04 -0,28 -1,30 -1,23 -0,77  -1,07
4 r I 4 -0,43 -0,34 -1,50 -1,80 -0,74  -0,96
4 r J 2 -0,47 -0,22 -0,49 -0,83 -0,89  -0,82
5 r J 2 -0,71 -1,77 -1,62 -2,62 -0,76  -0,60
5 r I 3 0,46 -1,23 -1,23 -1,61 -1,70  -0,47
6 r I 1 -0,11 0,20 1,35 0,86 -0,77  -1,00
6 r Ja 4 -0,95 -1,07 -0,52 -1,17 -2,33 -1,52
7 r IT 2 -0,22 -0,30 -0,42 -0,18 -0,74  -1,00
7 r Ja 4 -0,51 0,03 -0,76 -0,12 -042 -1,24
8 r IT 2 0,51 0,30 0,92 0,63 0,56 0,34
8 r Ja 1 -0,44 0,08 -0,16 -0,95 -2,00  -1,49
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9 r I 4 -0,40 -1,15 -2,25 -2,57 -1,20  -1,55
9 r J 2 -1,16 -1,05 -1,90 -1,80 -1,06  -1,42
10 r J 3 0,28 -0,31 -1,16 -1,40 -0,64  -0,57
10 r I 1 -0,14 -0,05 -0,24 -0,63 -0,41 -1,09
11 r I 1 -0,46 -0,82 -1,10 -2,15 -0,47  -0,59
11 r Ja 4 -0,15 -1,45 -1,66 -1,61 -1,14 0,55
12 r IT 1 -0,25 -0,76 -1,35 -2,29 -1,23  -0,99
12 r Ja 4 1,89 0,73 2,07 0,82 -0,59 0,70
Cpennee 3HaueHUE -0,19 -0,74 -1,06 -1,40 -0,71 -0,76
CraHgapTHOE OTKIOHEeHUE, SD 0,79 0,87 1,23 1,20 0,90 0,68
Ommbka cpemnero 3HaueHus1, SE 0,16 0,18 0,25 0,25 0,18 0,14
Koapuument Bapuamyu, % CV 405 117 116 86 126 89
*[Ipumedanue:

O6pabotka I — pedepeHTHBIN JeKapCTBEHHBIN Mpenapat NpH JUIUTETHbHOCTH BO3JICHCTBHS JTO3BI 2 Haca

Tabauma 5

3nauennss AUEC 0-24) 1J1s1 IpaBoii U JIEBOM PYKH M Cpe/lHee 3HaYeHHe /ISl IBYX PYK NPH
JJIMTEJbHOCTAX BO31eiCTBHA 103bl, paBHBIX D11 D2, a Tak:Ke OTHOLLIEHHE CPEHEr0
3HavyeHuss AUEC npu D2 k cpeanemy 3nayenuro AUEC npu D1 a5 12 cyobexToB

AUEC0-24) mpu D AUEC 024y ipu D
CyOBEKT pyxa AUEC AUEC CcyOBeKT pyxa AUEC AUEC ﬁ%%(é rlfIII))II/fI ]]))21/
(yreBasi/mpaBas) (cpennee) (eBasi/mpaBas) (cpennee)
1 II -25,98 -36,42 1 IT -45,53 -43,90 1,21
1 J -46,87 1 J -42,26
2 I -62,43 -45,09 2 In -69,72 -59.,96 1,33
2 J -27,76 2 J -50,20
3 I -22,53 -28,41 3 I -31,87 -64,04 2,25
3 I -34,29 3 J -96,21
4 I -7,49 -11,70 4 In -27,48 -23,30 1,99
4 J -15,91 4 J -19,12
5 I -16,59 -17,36 5 J -25,01 -16,58 0,95
5 I -18,14 5 In -8,15
6 I -8,24 -10,44 6 In -27,36 -9,33 0,89
6 J -12,64 6 J 8,70
7 II -10,89 -13,36 7 In -20,44 -23,68 1,77
7 I -15,83 7 J -26,92
8 Ja 7,08 4,69 8 J -26,16 -21,02 -4,48
8 II 2,31 8 IT -15,88
9 Ja -34,22 -13,82 9 J -33,80 -21,39 1,55
9 II 6,58 9 IT -8,97
10 Ja -4,10 3,06 10 J -52,60 -43,79 -14,29



98

10 II 10,23 10 II -34,97
11 I -33,30 -37,30 11 II -57,00 -52,20 1,40
11 J -41,30 11 JI -47,40
12 II -0,55 -21,06 12 II -29,24 -28,22 1,34
12 JI -41,57 12 JI -27,20

IIpumedanue: 3HaueHUs, B3SThIE B PAMKY YKa3bIBaIOT, 4To OTHOIIeHHE cpenuero 3Hadenust AUEC mpu D, k
D; >1,25.

Tabnumna 6
3nayenuss AUEC 0-24) 1151 NpaBoii U J1eBO#l PYKH U CpelHee 3HAaYeHHe IS ABYX PYK AJIs

HCCJIeyeMoro 1 pedpepeHTHOrO JieKapCTBEeHHBIX NpenaparToB 1 12 cy0beKToB npu
JJINTEJIbHOCTH BO3/1eHCTBUA 103bl, PABHOI 2 yaca

AUEC0-24) nccriegyemoro sekapctsenHoro npemnapara | AUECo-24) pedpepeHTHOr0 IeKapCTBEeHHOTO penapaTa

cyopexT (neBazyggaBaﬂ) Hall\{dee((::ggl/lﬂ AUEC (c?::ifige) cyopexT (J'IeBaIS){%fI(;aBaH) Hall\{dee((::ggl/lﬂ AUEC (c?::ifige)
1 I 3 -16,20  -21,69 1 I 4 -27,29  -43,03
1 J 1 -27,19 1 J 4 -58,77
2 I 3 -56,98 | -48,52 2 I 4 -28,65 | -22,20
2 I 1 -40,06 2 J 4 -15,75
3 I 3 -43,63 | -38,99 3 In 1 -15,27 | -18,65
3 In 2 -34,36 3 J 4 -22,03
4 I 1 -14,06 -7,62 4 I 4 -26,67 | -22,42
4 J 3 -1,18 4 J 2 -18,18
5 I 3 -8,39 -13,34 5 J 2 -35,48  -34,25
5 I 1 -18,29 5 In 3 -33,01
6 I 4 -9,51 -15,23 6 In 1 0,01  -18,83
6 I 3 -20,96 6 J 4 -37,68
7 IT* 4 -12,05 0,98 7 IT 2 -12,17 | -10,96
7 JI* 1 14,01 7 J 4 -9,75
8 IT* 4 0,30 0,56 8 IT 2 13,57  -7,94
8 JI* 3 0,81 8 J 1 -29,45
9 IT* 1 -43,68 | -32,05 9 IT 4 -41,15  -37,40
9 JI* 3 -20,42 9 J 2 -33,65
10 IT* 1 -10,61  -11,51 10 J 3 -20,35  -16,10
10 JI* 3 -12,41 10 IT 1 -11,86
11 JI* 2 -26,33 | -26,18 11 IT 1 -26,13 | -26,73
11 IT* 3 -26,04 11 J 4 -27,33
12 JI* 3 -15,77 | -11,62 12 IT 1 -35,19  -12,56
12 IT* 3 -7,47 12 J 4 10,08
Cpennee 3HaueHUE -18,77 -18,77 Cpennee 3HaueHUE -22,59  -22,59

CrangapTHoe OTKIOHEHue, SD 16,45 15,28 CrannaptHoe oTkioHeHue, SD 16,14 10,92
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Ommbxka cpennero 3HaueHus, SE 3,36 3,12 Ommbka cpennero 3HaueHus, SE 3,30 2,23

Koaddunment Bapuanuu, %CV 88 81 Koappuuuenr sapuanmu, %CV 71 48

IIpumeuanne: O6Benennl manabie AUEC cemm cyOwnekToB, y koTopwhix oTHomeHue AUEC mpu D, k
D; > 1,25 (Tabnwuma 5), To €CTh CyOBEKTOB UCCIICIOBAHMSI, TPUTOAHBIX K onienke. O1u ganHbie AUEC ncmonb30BaHbl
g pacdera 90 % DOBEpPUTENEHOTO HHTEPBAJIA COTIIAcCHO NpuitokeHuio Ne 5 k TpeGoBaHUsAM.

IIpunoxxenne Ne 5

K TpeboBaHMsAM K IPOBEACHUIO
(apMaKOKMHETHIECKOTO M KIIMHHYECKOTO
HCCIIEIOBaHUS OMOIKBHUBAJICHTHOCTH
KOPTHUKOCTEPOUIHBIX JIEKaPCTBEHHBIX
HperapaToB Ul MECTHOTO IPUMEHEHHS

PACYET
TOYHOTO0 90 % n0BepUTENTLHOr0 HHTEPBAJIA JJIs1 HeNPeoOPa30BaAHHBIX JAHHBIX 110
Locke C.S.

B HacTosmiemM JOKyMeHTe IpeicTaBiIeHa METOIMKa pacyeTa ToyHOro 90 % noBepuTenbHOro
WHTEpBajla TI0 HEMpPeoOpa3oBaHHBIM JaHHBIM OCHOBHOTO (OTMOPHOTO)  MCCIIEIOBAaHMS
OMOSPKBUBAJICHTHOCTH TMpHUBEICHHBIM B Tabimune 6 mnpuwioxenus NeS5 k TpeOGoanusam K
MPOBEICHUIO (PAapMaKOKMHETUYECKOTO W KIMHUYECKOTO HCCIIENOBaHUS OMOSKBUBAJICHTHOCTH
KOPTHKOCTEPOUHBIX JIEKAPCTBEHHBIX IPENaparoB s MECTHOro IpuMeHeHus. s pacuera
JIOBEPUTEIIBHOTO MHTEpBajia MCIOJIb30BaHbl TONbKO cpennue 3HaueHus AUEC «aeTekTopoBy.
Cpennue 3nauenuss AUEC cyObeKkTOB UCClIeZIOBaHHS B OCHOBHOM (OTMIOPHOM) HUCCIICJIOBAHHH,
COOTBETCTBYIOIINE KPUTEPHUIO «IJTUTEILHOCTh BO3ICHCTBHS J03bl — OTBET», NMPUBEJCHHOMY B
nyHkre 71 TpeGoBanwmii k MpoBeAeHNIO (PAPMAKOKUHETHUECKOTO U KIMHUYECKOTO UCCIIEI0BaHUS
OMOPKBUBAJIICHTHOCTH KOPTUKOCTEPOHIHBIX JIEKAPCTBEHHBIX IMpenapaToB IS MECTHOIO
PUMEHEHHUSI, IPUBEACHBI B CIIEAYIOLIeH TabuIIe.

CvBeKT AUEC .24y BiCCITE ye€MOT0 JIEKapCTBEHHOTO AUEC0-24) pepepeHTHOTO JTeKapCTBEHHOTO
y npemnapata (cpenHee) npenapata (cpenHee)
2 -48,52 -22.,20
3 -38,99 -18,65
4 -7,62 -22,42
7 0,98 -10,96
9 -32,05 -37,40
11 -26,18 -26,73
12 -11,62 -12,56

IL]I}I pacucTa JOBCPUTCIIBHOT'O HHTCpBaJIa CJICOayCT BBIYHCIINTD CJICOAYIOIIUC
IMPOMEIKYTOYHBIC BCIINYNHBI:

rue:

N — YUCJIO MPUTOIHBIX K OLIEHKE CyOBeKTOB (7 B JAHHOM MpUMeEpE).

Jlanee 1o npuBeAEHHBIM HIKE (hOpMyliaM HEOOXOIUMO PACCUUTATh BBIOOPOYHOE CpesiHee,
BBIOOPOYHYIO JIMCIIEPCUI0O W BBIOOPOUHYIO KoBapuammio s cpenaux 3HaueHuid AUEC
OTIENBHBIX CyOBEKTOB, IPUTOAHBIX K OLIEHKE.
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X, X)) (X - X))

n-—I

O =

B AAaHHOM IMPUMCPEC 3TU 3HAYCHUA COCTABUJIIN:

Xi= 2343, Xe=_2156, Or1=323.13, Tre=g0,10, e = 78.83

t ompeAeNnsaoT Kak 3HaueHue 95-0ro mpoueHTuis t-pacnpenesieHuss ¢ n— 1 creneHsaMu
cBoOoabI. Hanmpumep, npu n = 7 3Ha4yenwue t (A1s1 6 cteneHet cBo0ob1) cocraBmseT 1,9432.
Janee onpeaenstor

Jlnsi TOCTpOeHHsS KOPPEKTHOTO JOBEPUTENBHOTO HMHTEpBaja TpeOyeTcs BBINOJIHEHUE
yenoBus: G < 1.

Ecnu G > 1, uccrnenoBanue He COOTBETCTBYET TPEOOBAaHUAM OMO3IKBUBAJICHTHOCTH i1l Vivo.
B nannom npumepe G cocrasmisier 0,0930.

Eciu G < 1, paccunThIBatoT:

K = E—']L + 91 (1 - Gy - ﬂ(fjﬁi—:ix.

[ GRH “RR \

B nannom npumepe K cocrasnser 2,791.
ITocne aTOro CTaHOBUTCS BO3MOKHBIM pacCuUuTaTh I'paHULbl JOBCPUTCIIBHOTO HHTCPBAJIA:

T - A '

21 aGOm Ji L [Cueg

\ Xn Tpg | XR‘I"I n
1+G

B nmannoMm mpumepe rpanunsl 90 % noBepuTenbHOrO MHTEpBana cocTaBisAOT 53,60 % u
165,90 % Ha ocHOBE JAHHBIX CEMU MPUTOJHBIX K OLIEHKE CyOHEKTOB.

IIpunoxenue Ne 10

K [IpaBunam npoBeaeHust
WCCJICIOBAHNH OMO3KBUBAIICHTHOCTH
JIEKapCTBEHHBIX TPENapaToB B paMKax
EBpaszuiickoro 3kOHOMHUYECKOTO COI03a

TPEBOBAHUSA
K NPoBeAeHUI0 (PAPMAKOKHHETHYECKOI0 M KJIMHUYeCKOro H3y4eHusi 0M03IKBUBAJIEHTHOCTH
JIEKAPCTBEHHBIX MPenapaToB ¢ MOAM(HUIHPOBAHHBIM BbICBOOOKICHHEM

I. O01mue moJ1o:xeHus

1. Hacrosimue TpeOoBaHUS cojepaT YKa3aHHs 10 MPOBEACHUIO HCCIEIOBaHUM,
HEOOXOAUMBIX I omnpeaeneHus d(PQPeKTHBHOCTH, OE30MacHOCTH, OMO(apMaIeBTUICCKUX H
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(hapMaKOKMHETHYECKUX CBOMCTB JIEKAPCTBEHHBIX IIpErapaToB B JIEKapCTBEHHOH ¢(opme ¢
MOAU(DHUIIMPOBAHHBIM BBICBOOOXKICHUEM JIJISl IPUEMA BHYTPb, BHYTPUMBIIIEYHOTO U TIOJIKOXKHOTO
BBEJICHUSI M TPaHCIEPMAaJIbHBIX JIEKAPCTBEHHBIX (OPM B OTHOILIECHUM 4YEJIOBEKa, a TakkKe IO
YCTaHOBJICHUIO OOIIMX MPHHIIMIIOB TUIAHUPOBAHUS, MMPOBEICHUS M OICHKH PE3yJIbTaTOB TaKUX
HUCCIIETOBAHUN.

2. Hacrosimue TpeGoBaHusi conxepkaT TakKe yKa3aHUS 10 MPOBEIECHHUIO HCCIIECAOBAHHM
OMOPKBHUBAJIEHTHOCTH BOCIPOU3BEIEHHBIX JIEKAPCTBEHHBIX MPENapaToB ¢ MPOJIOHTUPOBAHHBIM U
OTCPOYEHHBIM BBICBOOOKICHUEM.

3. Kaxxmoe u3 00CTOATENBCTB, MPU KOTOPBIX MOXKET OBITh pa3paboTaH JIEKapCTBEHHBIN
mpenapar B JIGKAPCTBEHHOM (opMe ¢ MOAM(PHUIMPOBAHHBIM BBICBOOOXKICHHEM (nanee —
JIEKApCTBEHHBIA MperapaT ¢ MOAUGUIMPOBAHHBIM BBICBOOOXKICHUEM), TPeOyeT OTACIbHBIX
pPEKOMEHIAlUN U CTAHAPTOB. DTU OOCTOATEIHCTBA JIENSTCS Ha 3 TPYIIIIBL:

a) perucTpanus JEKapCTBEHHOTO IMpernapara ¢ MOAU(PHUIIMPOBAHHBIM BBICBOOOKICHHUEM
HOBBIX XUMUYECKUX COCTUHCHUI;

0) peructpanus JICKapCTBEHHOTO Npernapara ¢ MOAU(PUIIMPOBAHHBIM BBICBOOOXKICHHEM,
JeWCTBYIOIEE BEIIECTBO KOTOPOT'O 3apETUCTPUPOBAHO B COCTABE MIperapara ¢ Ipyroil CKOPOCThIO
BBICBOOOKIEHUS (HAIIpUMEDP, MperapaTa ¢ OOBIYHBIM BEICBOOOKICHHUEM);

B) YIIPOIIIEHHAs] PETUCTpallds JIEKapCTBEHHOTO IMpemaparta ¢ MOAU(DHIIMPOBAHHBIM
BBICBOOOXKJIEHUEM, CChUIAIOUIAsCsl Ha JIGKAPCTBEHHBIM Tmpernapar ¢ MOAU(PHUIMPOBAHHBIM
BBICBOOOXKJICHUEM, HAXOJSIIMIICS Ha pBIHKE (HAapUMep, perucrpamuss B  KadyecTBe
BOCIPOU3BEIEHHOTO WM THOPUIHOTO JIEKAPCTBEHHOIO MIperapaTa).

4.B KaxIoM KOHKPETHOM CiIy4ae JOJDKHBI OBITh OIpeNeleHbl BUIBI U KOIUYECTBO
BBITIOJTHSIEMBIX UCCIIEIOBAaHUH C YYETOM CBOMCTB U 00JIaCTH IPUMEHEHHUS JIEKapCTBEHHOM (hOpMBI,
a TaKKe MPEeJInoIaraeMoro TeparneBTUYECKOTO MPUMEHEHUS JICKApCTBEHHOTO Mpemnapara.

I1. Onpenenenus

5. Ans ueneit Hacrosimux TpeOoBaHMN HCHONB3YIOTCS TMOHSATHS, KOTOPbIE O3HAYAIOT
cleayolee:

«BHYTPUMBIIICYHBIN (TIOJKOXKHBIN) Aeno-nipenapat» (depot formulation) — mpenapar s
BHYTPUMBIIIEYHOTO WJIU TMOJKOXHOTO BBEJIEHUS, BBICBOOOXKIAIOMINM JIEHCTBYIOIIEE BELIECTBO
HETPEPHIBHO B TEUCHHUE OMPECICHHOI0 OTpe3Ka BpeMeHU. K MOKOKHBIM IpernapaTraM OTHOCST
MMILIaHTATBI;

«JexapcTBeHHas popma ¢ 1Byx(a3HbIM BeIcBOOOkIeHHEeM» (biphase release formulation) —
JeKkapcTBeHHas ¢Gopma, KoTopas B TMepByl0 ¢a3zy OBICTpO BBICBOOOXKIAET YaCTh JI03HI,
o0ecrieynBaroNIeil TEpaneBTUUECKYI0 KOHIICHTPALUIO JEHCTBYIOLIETO BEIECTBA B TEUYCHHE
KOPOTKOTO OTpEe3Ka BPEMEHHW IIOCiie MpPUMEHEHHWs. B TeueHme BTOPOW, TPOJICHHOW, (a3bl
MIPOUCXOJIUT BBICBOOOXKIIEHHE OCTAJILHOW YacTH J03bl, HEOOXOMUMOHN Ui TOAJIEPKAHUS
3¢ PeKTUBHONW TEepameBTUYECKOW KOHIIEHTpAIMH JICHCTBYIOIIETO BEIIECTBA B TCUYCHHE
MPOAOIDKUTENHHOTO TIEPHO/Ia;

«JIekapcTBeHHas hopMa ¢ 0OBIYHBIM BBICBOOOKIeHHEM» (immediate release dosage form,
immediate release formulation) — nexkapcTBeHHas Gopma, CKOPOCTb, U (W) BPEMsI, U (UITH) MECTO
BBICBOOOXKJICHUSI JIEHCTBYIOIIETO BEIIeCTBA KOTOPOM HE MOAM(PHUIMPYIOTCS BBEICHUEM
CIHELUANbHBIX BCIIOMOTATENbHBIX BEUIECTB M (MJIM) NPUMEHEHHEM O0cC000i TEeXHOJOTHH
MIPOU3BO/JICTBA;

«JIeKapcTBeHHasA (hopMa ¢ OTCPOUYEHHBIM BhIcBOOOXkIeHueM» (delayed release dosage form,
delayed release formulation) — nekapcTBeHHast popma, BEICBOOOKIEHNE IEHCTBYIOIIETO BEIIECTBA
KOTOPOH SBJISIETCS OTIIOKEHHBIM Ha OMPEAETICHHBIM OTPE30K BPEMEHH MOCTe MPUMEHEHUS 103bI.
[Tocnenyromee BBHICBOOOXKICHHE AHAJTIOTMYHO BBICBOOOXKICHUIO M3 JICKAPCTBEHHON (HOPMBI C
OOBIYHBIM BBEICBOOOIKIEHUEM;

«JIeKapcTBeHHas (opma C MyJbCUPYIONTUM (TIPEPBIBUCTHIM) BBICBOOOXKIEHHEM (pulsatile
release dosage form) — nekapcTBeHHast hopma ¢ MOPIIMOHHBIM BBICBOOOXKICHUEM JEHCTBYIOIIETO
BElIECTBA Yepe3 Olpe/ieTICHHbIE HHTEPBAJIbl BpEMEHH;
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«MHOTOCTMHUYHAS JIeKapcTBeHHass Gopmay (multiple-unit dosage form) — nexapcTBeHHas
dbopMa, cojepkamias MHOXECTBO OTICIbHBIX (HAmpuMep, B IKEIATHHOBOW Karcylsie) WIn
CIPECCOBaHHBIX B TaOJETKy €IMHUI] (HampuMep, MeUIeT WIM TpaHys), Kaxaas U3 KOTOPBIX
COJZICP)KUT BCIIOMOTATENIbHbIC BEIIECTBA, KOHTPOJMPYIOLINE BBICBOOOXKICHHE JIEHCTBYIOIIETO
BELIECTBAY;

«OIHOeIMHUYHAS JieKapcTBeHHas (opma» (single-unit dosage form)— nexapcTBeHHas
dbopma, cocTosIIast TOIBKO U3 OJTHOM eAMHMIILI (HarmpuMep, B popMe 0CMOTHIECKOM TaOJIETKN);

«IJIaCTBIPh TpaHcAepMalbHBI» (transdermal patch, transdermal drug delivery system) —
Msrkas (opMa JIEKapCTBEHHOTO TMpenapara pa3IMyHOro pa3Mepa, coJlepkaiias OIHO
JeWCTBYIOIEEe BEIECTBO MM Oosiee, HAHOCHMAsl Ha HEMOBPEKACHHYIO KOXY ISl JTOCTHKCHHS
CUCTeMHON nocTynHOCTH. CyliecTByeT 2 OCHOBHBIX THIA IUIACTBIPEH TpaHCAEPMAIbHBIX B
3aBHCUMOCTH OT CII0c00a pacmpeesieHus! JSHCTBYIOIIETO BEIEeCTBA B KOMIOHEHTAX IIACThIPS:

MaTpu4HbIC (C BEICBOOOKICHUEM JCHCTBYIOIETO BemecTBa myteM Auddys3un);

pe3epByapHbie (C KOHTPOJIHPYEMBIM MEMOpaHOW BBICBOOOXKIECHUEM JEHCTBYIOIIETO
BELIECTBA U3 KUJIKON KaMephl).

ITI. O6ocHoBaHMe pa3padoTKH

6. PazpaboTka JnekapCTBEHHOTO Mpernapata ¢ MOIU(DHUIMPOBAHHBIM BBICBOOOKIECHUEM
JICHCTBYIOILIETO BEIIECTBA JIOJDKHA OCHOBBIBATHCS HA YETKO OIPEACICHHOW KIMHUYECKON
HEOOXOAUMOCTH (HaIIpUMep, IMOBBIIIICHUE BOCIIPUUMYNBOCTH U (MJIM) 0€3011aCHOCTh MAIEHTOR)
U Ha €IMHCTBE (PHU3HOJIOTMYECKHX, (apMaKOJAWHAMHUYECKUX U  (PapMaKOKMHETHYECKUX
MIPUHIIUIIOB.

7. PeructpaiiioHHOE  J10ChE€  JIGKAPCTBEHHOT'O Ipernapara ¢  MOIU(UIMPOBAHHBIM
BBICBOOOKJIEHHEM  JIOJDKHO — COJIep)KaTh  TMOJIHO€  O0OCHOBaHWE  (u3uueckod  GopMbl
JICKapCTBEHHOTO Tmpemnapara (¢ MOAM(UIUPOBAHHBIM BBICBOOOXKICHMEM U MEXaHU3Ma
BBICBOOOJKJICHHUS), BBIOOpa JIEKapCTBEHHOW (opMbl (C  omucaHueM (HYHKIIMOHAIBHBIX
XapaKTepUCTHK Iperapara in vitro u in vivo), BBIOOpa coJepKaHus IEHCTBYIOLIETO BEIECTBA B
€IMHUILIE JIEKaPCTBEHHON (hOPMBI, a TaK)Ke KIIMHUYECKOT0 0OOCHOBAHUSI HOBOW JIEKapCTBEHHOMN
¢dopmbI (B 0COOCHHOCTH B CBSI3U C MpeAJaraéMbIMU NOKAa3aHUAMHU K MPUMEHEHHUIO U PEKUMOM
JIO3UPOBAHUA).

1. Kinanuyeckoe 000CHOBaHME

8. JlekapcTBeHHast (hopMa ¢ IPOJIOHTUPOBAHHBIM BBICBOOOXKJIEHHEM IpHUEMIIEMA, €CIIU
JEWCTBYIOIIEE BEIIECTBO CIIOCOOHO OOECTeYnBaTh KeNaeMblil KIMHUYECKUH HPQeKT mnpu
(bapMaKOKMHETHYECKOM IPOQuIIe, OTIINYAIOMEMCS OT JOCTUIaeMOoro Npouiist pu NPUMEHEHUH
JIEKapCTBEHHOH (POPMBI ¢ OOBIYHBIM BBICBOOOKICHHUEM.

9. JlekapcTBeHHast (opmMa € HPOJIOHTUPOBAHHBIM BBICBOOOKACHHUEM MOXET HUMEThb psf
IPEUMYIIECTB TI0 CPaBHEHMIO C JIEKApCTBEHHOH (opMoil C OOBIYHBIM BBICBOOOXKICHUEM,
Hanpumep:

a) yMeHbIIeHHbIe (uykTyanuu (kojeOaHMs) TIJIa3MEHHOM KOHILIEHTpAllMM NpenapaTta,
crocoOHbIe o0ecreunTh 0oJiee MPOAOKUTENbHBIE d(D(PEKTh M (MJIM) YMEHBIIEHHYIO YacTOTY
BO3HUKHOBEHUS CITy4yaeB U (MJIM) HHTCHCUBHOCTh HEXKENATebHBIX PEaKIIHA;

0) MeHbIIasi 4acTOTa HMPUMEHEHHMs M IOTEHIMAIbHOE IOBBIIIEHUE BOCHPUUMYHUBOCTH
NaleHTaMH;

B) Ipyroil MyTh BBEACHUS (BHYTPUMBILIEUYHOE, IOJKOKHOE WIM C HCIOJIb30BAHUEM
IJIaCThIPEN TPAHCAEPMAJIbHBIX) (32 UCKIIIOUEHUEM NTPUEMA BHYTPB).

10. Pa3paboTka nexapcTBeHHON (opMBI ¢ ABYyX(a3HBIM BHICBOOOXKICHHEM IIelIecoo0Opa3Ha
IpU HEOOXOIMMOCTH OBICTPOro Hayaia ACWCTBUS JIEKAPCTBEHHOIO MpernapaTa ¢ MOCIeAyOINM
IIPOJIOHTUPOBAHHBIM BBICBOOOKAECHUEM.

11. Pa3paboTka nexkapcTBeHHON (POPMBI C OTCPOYCHHBIM BBICBOOOXKICHHEM I1esiecoo0pa3Ha
B IIEJIX 3alMUThl JEHCTBYIOIIErO BELIECTBA OT KHUCIOW CpeAbl JKENyJKa, 3aIlUThl JKEIyAKa OT
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JEHCTBYIOIIETO BEIIECTBA MM €CIH BHICBOOOKIACHHUE JICHCTBYIONIETO BEIIECTBA MTPEAYCMOTPEHO
B OIIPEJICJICHHOM CEeTMEHTE KUIIICUHUKA.

12. Pa3zpaboTka  JiekapcTBEHHOW  (OpPMBI € MYJIbCHPYIOIIUM  (TIPEPHIBUCTHIM)
BBICBOOOXKJICHHEM I1eJIeco00pa3Ha, eClu JIeYeHHe TPeOyeT KOPPEKIHHU C YYETOM CYTOYHOTO
(IMpKagHOTO) PUTMA MMEIOLIETOCS COCTOSIHUSI WJIM TIPH HEOOXOJMMOCTH BBEICHHS C HHM3KOH
YaCTOTOM, a U TOCTHKEHNUS 3P (HEKTUBHOCTH HEOOXO UM KOJICOMIOIIUNACS PO IIIa3MEHHOM
KOHIIEHTPAIlNH, CBOHCTBEHHBIH JIEKapCTBEHHOH (hopMe ¢ OOBIYHBIM BBICBOOOKICHHEM.

2. IIpuMeHeHne U PeKUM 103MPOBAHNS

13. B peructpaniioHHOM J0Ch€ JIEKAPCTBEHHOT'O IMperapaTta HeoOXOJAMMO YETKO YKasaTh
YCIIOBUSI BBEJCHHS JIEKAPCTBEHHONW (OPMBI ¢ MOAM(PUIIMPOBAHHBIM BHICBOOOKJICHUEM U, €CIH
IpUEMJIEMO, €€ TPUMEHEHHE BMECTE C JICKApCTBEHHON (hOpMOIi ¢ OOBIYHBIM BHICBOOOXKICHHEM B
CIICAYIOIINX CUTYallUsX:

B HavaJIe JICYCHUS;

pY HEOOXOAUMOCTH MOAOOpa A03bI;

JUTSI TIOJIIEPKaHMsI TepaneBTuIecKoro 3 dekra;

MIPY JICYCHUH OCTPHIX 3a00JICBaHUN;

U 0COOBIX TPYII HAaceJeHUs (MOKWIIbIE JIIOAM, JETH W TMAIHMCHTHI C TOYCYHOW WITH
MEYEHOYHON HEeI0OCTaTOYHOCTHIO).

B perucrpanmoHHOM J0Che JICKAPCTBEHHOTO TMpenaparta ¢ MOAU(DUIUPOBAHHBIM
BBICBOOOXKJIEHUEM HEOOXOIUMO OOOCHOBATh OTCYTCTBUE JO3WPOBOK JICKAPCTBEHHBIX (POpPM C
MOJTUGUIIMPOBAHHBIM BBICBOOOKICHUEM, OXBATHIBAIONIMX BCE HEOOXOAMMBIC YPOBHHU 03
(Hampumep, HU3KHUE JTO3BI JUIS CIICIIUATBHBIX TPYII HACETICHUS).

[Tpu Hamuumu B 060pOTE OJHOBPEMEHHO MOAM(DHUIIMPOBAHHBIX M HEMOIUPHUIIMPOBAHHBIX
JICKapCTBEHHBIX (OPM HEOO0XO0AMMO B HMH(POPMAIMM O JIEKApCTBEHHOM IIpernapare aTh
PEKOMEH/TaINU:

10 3aMEHE JIEKaPCTBEHHBIX (POPM C OOBIYHBIM BHICBOOOXKICHHEM Ha JIEKapCTBEHHBIE (DOPMBI
¢ MOIU(PUITUPOBAHHBIM BBICBOOOXKICHHEM;

1Mo 00eCnevYeHnI0 ONMTUMATIBHBIX YCIOBUN MPUMEHEHHs (HampuMep, yKa3zaHUs HE JKeBaTh
WO HE paspymarh TaOJeTKH), €Ccld O5TO BIUsAEeT Ha OuodapManeBTHUYECKHE CBOWCTBA
JIEKapCTBEHHOTO TIperapara.

IV. UccaenoBanus iekapcTBeHHbIX (GopM ¢ MOaMPUUIMPOBAHHBIM BbICBOOOKIEHHEM,
coJiep:KalliX HOBbIe XUMUYeCKHe COeJUHEHUS] B KayecTBe AeiCTBYHOIIMX BelleCTB

14. Ecniu HOBOE€ XMMHMYECKOE COCAMHEHHE BXOJHUT B KaUECTBE JICHCTBYIOIIETO BEIIECTBA B
coctaB  pa3pabaThIBa€MOro JIEKAPCTBEHHOTO npenapara c MOIU(DUITMPOBAHHBIM
BBICBOOOJKJIEHUEM, PETUCTPAIlMOHHOE JIOCh€ TaKoro Impemapara JODKHO — COJEp)KaTh
COOTBGTCTByIOH_II/Ie q)apMaI_[eBTI/I‘-I€CKI/Ie U XUMHUYCCKHUEC NAHHBIC, HCOGXOI[I/IMBIC JOKIIMHUYCCKUEC
HCCIICIOBAHUS U ITOJHBIA KOMIUIEKT JAHHBIX KIMHUYECKUX MCCIIETOBAHUI.

1. ®apmakoKNHETHYECKHE UCCIIeIOBAHNS JIEKAPCTBEHHBIX NMPENapaTos ¢
MO (UIMPOBAHHBIM BbICBOOOKIeHHEM /Il IPHeMa BHYTPb, CO/IeP KallluX HOBOE
XHMHUYecKOe coeJMHEeHUe

15. HoBoe XMMUYECKOE COEIMHEHUE, BXOJAIIECE B KAa4eCTBE JICHCTBYIOIIETO BEIIECTBA B
cocTaB  pa3pabaThlBA€MOr0  JIGKAPCTBEHHOTO  mpemapata ¢  MOJIU(UIIMPOBAHHBIM
BBICBOOOX/ICHHEM, TpeOyeT TpeICTaBICHUS  BCeX  (PAPMAKOKMHETHYECKMX  JAaHHBIX.
JlononHWTENbHAs ~ JOKyMEHTauus, crneurpuuHas uig  JeKapcTBEHHOW  (opMbel ¢
MOIU(UIIMPOBAHHBIM ~ BBICBOOOXIICHHEM, BKJIIOYaeT B ceOs JaHHBIE HCCIEJOBAaHM,
HaNpaBJICHHBIX Ha OLEHKY ()aKTOpPOB, BIMAIOUIMX HAa OHO(papMalleBTUYECKHE XapaKTEPUCTUKH
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JIEKapCTBEHHOI'0 Tpernapara ¢ MOAU(PHUIIMPOBAHHBIM BBICBOOOXKICHHEM, KaK 3TO YKa3aHO B
nonpaszaene 1 paznena V Hactosmmx TpeGoBaHwMiA.

16. lns mpenoTBpamieHus: AyOIMPOBAaHMS MCCIIENOBaHUM (HApUMeEp, HCCIECIOBaHUE
JI030BOM M BPEMEHHOH 3aBHCHMOCTH) PEKOMEHIYETCs B MEpUOJ KIMHHYECKOW pa3paboTKu
MIPOBOAUTD (bapMaKOKMHETHYECKHE UCCJIETOBaHUS JIeKapCTBEHHOMN bopMbI C
MOU(HUIIMPOBAHHBIM BBEICBOOOKIEHUEM KaK MOXKHO paHblie. Hauanbnbpie uccnenoBanus [ dass
pa3palboTKu (Hanpumep, UCCIIEOBAHUS, BIIEPBbIE TPOBOAUMBIE C yUaCTHEM YEJIOBEKa) MPOBOIIT,
UCIIONIb3Ysl PacTBOp [JIsl TpHeMa BHYTPh WU JICKAPCTBEHHBIH IMpemapaT ¢ OOBIYHBIM
BBICBOOOXKJIEHMEM, B  XOJE€ KOTOPBIX IOJY4YalOT OCHOBHbIE  (hapMaKOKUHETHUECKUE
XapaKTePUCTUKH ICHCTBYIOLIETO BEIECTBA (tmax, Vd, Cl, TepMUHATIBHBIN IEpHO/] IOTYBBIBEICHUS,
nyTh (myTH) BbIBeAeHus). lccrnenoBanusi B3auMOJIEWCTBUS JIEKAPCTBEHHBIX CPEICTB U
HCCIIETIOBAHMS B OCOOBIX IpyIIaX HACETICHUS MPOBOIST, UCIIONIB3YS JIGKAPCTBEHHBIN Mpenapar ¢
MOAUGUIIMPOBAHHBIM BBICBOOOXIEHHEM. B momosiHeHHe K OOBIYHBIM (DapMaKOKHHETUYECKUM
WCCIICIOBAaHMAM, HEOOXOAMMBIM MJIsi JTIOOOT0 HOBOTO JIGKAPCTBEHHOTO Tpemnapara (Hampumep,
omnpezaeneHue GapMaKOKMHETHUYECKHUX [TapaMeTPOB IPHU OJJHOKPATHOM U MHOTOKPAaTHOM BBEJIEHUU
7103, a TaKxke (Ipu He0OXOIUMOCTH ) BIUSIHUE TTUIIH U TPOTOPIIMOHATBHOCTE 103b1), HEOOXO0UMO
OIMCaTh MEXaHU3M KOHTPOJISl BBICBOOOXKICHUS IEUCTBYIOLIETO BEUIECTBA. JTO OCYIIECTBIISAETCS
B XOJI€ MCCIIeI0BaHNN OMO3KBUBAICHTHOCTH (OTHOCUTENHHOW OHOAOCTYITHOCTH ), BBIITOJTHSIEMBIX
C UCIIOJIb30BAaHUEM Pa3IMYHBIX COCTABOB U (MJIM) METOAOB ITPOU3BOJICTBA, B KOTOPBIX, HATIPUMED,
WU3MEHSIETCS KOJMYECTBO BCIIOMOTATEIHHOTO BEIIECTBA, KOHTPOIUPYIOLIETO BBICBOOOXKICHHE.
Ecin  BO3MOXHO, TmONy4YeHHBIE in  Vivo (papMaKOKMHETHYECKHE TMPOPUIN HEOOXO0IUMO
COIOCTAaBHUTH C TPODUIISIME BEICBOOOKACHHUS ICHCTBYIOIIETO BEIIECTBA in vitro (mpuioxkenue Ne 1
K HacTosmuM TpeboBaHMUIM).

HccaenoBanus BIAMSHUS MUY HA JIEKAPCTBEHHbIE (POPMBI ¢ MOAHPUIIUPOBAHHBIM
BbICBO0OK/ICHHEM /ISl IPHEMA BHYTPb

17. BzaumogeiicTBue ¢ MuIieid MOXeT ObITh 00YCIOBIEHO JIEHCTBYIOIIMM BEIIECTBOM HIIH
JIEKapCTBEHHBIM  IpemapaToM  (mociefHee  HauOosiee  BaXXHO s MpemapaToB  C
MOIU(DHUIIMPOBAHHBIM BEICBOOOKICHUEM ).

18. OnTuManeHble AKCHEPUMEHTAJIbHbIE YCIOBHUS HUCCIECJOBAHMS  BIUSHUS  MHIIU
NPEANoiaraloT yHoTpeOieHHe OYeHb >KUPHOW MHIMM HEMOCPEJACTBEHHO TMepes MPUEMOM
JIEKapCTBEHHOT'O MpernapaTa B COOTBETCTBUH C YKa3aHUSMU Hojpa3zzaena | paznena V HacTOSIINUX
TpeboBanmii.

19. ViccnenoBanus BAUSHUS MULIY Ha JIEKAPCTBEHHBIEC TIpENapaThl ¢ MOAU(DUIIPOBAHHBIM
BBICBOOOXK/ICHEM PEKOMEHIYeTCsl NMPOBOAMTH HA pPAHHUX dTamax pa3paboTKu, 4YTOOBI B
WCCIEAOBaHUS KIMHUYECKOW J(P(HEKTUBHOCTH W O€30MaCHOCTH MOXHO OBLJIO BKIIIOYHTH
COOTBETCTBYIOIIME PEKOMEHAALMH 110 IPUMEHEHUIO IpenapaTa 1o OTHOIIEHHUIO K IPUEMY TTHIIH.
OTO TakKe BaXKHO Ui O€30MacHOCTH, MOCKOJBKY OLEHUTh MEPCHEKTUBHBIM PUCK OBICTPOrO
BBICBOOOXKJICHUSI 10361 HEOOXOMMMO TIepel HadajioM HccleqoBaHuid A(P(EKTUBHOCTH H
0€301MacHOCTH.

20. /Ing OIEHKH BIUSHHUS MNUIIM Ha abcopOLMIO JEHCTBYIOIIETO BEIIECTBA HOBOTO
JIEKapCTBEHHOI'0 Ipernapara WHOTJa JOCTAaTOYHO IPOBECTU IEPEKPECTHOE HCCIIEOBAHUE B
2 rpynmax (ImpHeM JIeKapCTBEHHOTO Ipernapara ¢ MOIU(HUIMPOBAHHBIM BBICBOOOXKIEHUEM
HATOLIAK W Tocje npuema nuiy). [Ipn HamuuMM KIMHUYECKH 3HAYMMOTO BIIMSIHUS MUIMU HA
JICKApCTBEHHBIN Mpernapar ¢ MOIU(UIMPOBAHHBIM BBICBOOOXKICHHEM, MOXXET MOTPEOOBATHCA
JIOTIOIHUTEBHOE HCCIeOBaHUE (MCCIeIOBaHUs) C MCIOJIb30BAaHUEM pacTBOpa JUisl MpHeMa
BHYTPb JJIsI OLEHKH TOTO, OTHOCUTCS JHM BIMSHUE MUIIM K JIEKAPCTBEHHOMY IIpernapary,
JIEKapCTBEHHOM (opMe WM K JIEWCTBYIOIIEMY BEHIECTBY. B 3TOM ciydae MOXXHO TPOBECTH
NIEPEKPECTHOE UCCIEeOBaHNe B 4 rpymnmax: JIEKapCTBEHHBIH Mpernapar ¢ MOAU(UIIMPOBAHHBIM
BBICBOOOKIEHUEM HATOLIAK U IOCJIE MpUeMa MU B CPABHEHUH C PAaCTBOPOM IS IpueMa BHYTPb
(umu mperapatoM C OOBIYHBIM BBICBOOOXKICHHEM, €CIM HE IPEACTABIAETCS BO3MOXKHBIM
HCIOJIb30BaTh PACTBOP), IPUHUMAEMbIM HATOIIAK U MTOCIIE TpUeMa MUIIIH.
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21. Ilpn HaMMYUKM KIMHUYECKH 3HAYMMOIO BJIMSHUS MHIIKM HA JIEKAPCTBEHHBINA Mpenapar C
MOJUGUIMPOBAHHBIM BBICBOOOXKICHHEM, JUISI Pa3pabdOTKH pPEKOMEHJAIMHA IO JI03UPOBAHHIO
MOTYT MOTpPeOOBaThCS JTOMOJHUTENbHBIE HCCIEIOBAaHUS B3aUMOACHCTBUS JIEKAPCTBEHHOIO
npernapara ¢ MOAW(UIMPOBAHHBIM BBICBOOOXKACHHUEM C MUIIEH (HAapUMep, HCCIEIO0BAHHS
BIIUSTHUS PA3JIMYHBIX BUAOB MUIIY B 3aBUCUMOCTH OT €€ KAJIOPUIMHOCTH U COCTaBa, HalpaBJieHHbIE
Ha YCTaHOBJICHUE BIUSHUSA MHUIIY, IPUHUMAEMOM B ONPEAEIEHHOE BPEMEHS /10 U MOCJe IpUeMa
JIEKapCTBEHHOI'0 IIpernapara, u T.11.).

2. ®apMaKOKHHETHYECKHEe HCCJIeJ0OBaHus IUIacThIpe TpaHcAepMAIbHBIX

22. Ecnu HOBOE XMMHMUYECKOE JACHCTBYIOIIEE BEIIECTBO pa3padaThiBaeTCsl ISl MPUMEHEHHS
B COCTaB€ IUIACTBIPS TPAHCACPMAJIbHOIO, PETHCTPALMOHHOE J0ChE€ TaKOro JIEKApCTBEHHOTO
mpernapaTa J0JKHO COJEpKaTh COOTBETCTBYIOIIKE (hapMalleBTUUECKHE U XUMUYECKUE JaHHBIE,
HE0OXOIUMBIC TOKITMHUYECKHIE UCCIICIOBAHMUS, 2 TAK)KE IMOJTHBIN KOMITJICKT JTAHHBIX KIMHUYECKUX
HUCCIIEJOBAaHUN.

23.B menomM KMHETMKA JIOCTaBKM  JIEUCTBYIOILIETO  BEIIECTBA W3  IUIACTHIPS
TpaHCIEPMAJIbHOTO OIpeNessieTcs] B3aUMOJEUCTBUEM MEXIy JEHCTBYIOUIMM BEIIECTBOM,
BCIIOMOTaTeJIbHBIMUA ~ BEILIECTBAMH  JICKAPCTBEHHOTO TMpenapara U Koxed. Jlig  oueHku
XapakTepuCTHK Au(Py3un OeiCTBYIOMIEr0 BEHIeCTBa W JIMMUTHUPYIOIIEH CKOPOCTh CTauH,
OTIpECTISIONIEH CUCTEMHYIO OMOIOCTYITHOCT (HalpUMep, BBICBOOOXKICHNE U (WJIH) HAKOTUICHHE
KOXel JefCTBYIOLIET0 BENIeCTBa), U (WJIH) IPYTHUX COOTBETCTBYIOUIMX CBOMCTB JIEKAPCTBEHHOTO
npemnapara, HeoOXOAMMO TPOBECTH HCCIENOBaHUA in Vitro W in vivo. @apMaKOKWHETUYECKHE
UCCIIEIOBaHMs JIOJDKHBI BKJIIOYATh HCCIENOBAaHUS IO OJHOKPAaTHOMY U MHOTOKPAaTHOMY
MIPUMEHEHHUIO, YUYUTHIBAIOLIUE TAKUE ACTIEKThI, KaK:

3aBUCUMOCTH a0COPOIMH, OT MECTa HAaHECEHNS,

(GIIyKTyanuio KOHIIEHTpaIuii;

JIATEHTHBIN NEPUO;

PO UITE «KKOHIIEHTPALUS — BPEMsD» ITOCIIE yAaJeHUS TUIACTBIPS TPAHCACPMATHHOTO.

KenaTenbHO yCTaHOBUTH CBSI3b MEXAYy cBoictBamu in vitro w in vivo (IVIVC) nns
IJIACTHIPS TPaHCIEPMAIbHOTO. B ciydae pa3paOOTKH HECKONBKUX O3UPOBOK HEOOXOIMMO
UCCIIEIOBaTh MPOMOPLUOHAIBHOCTh ASTHUX JIO3UPOBOK B COOTBETCTBHM C TpeOOBaHUSAMU
nonpaszaena | paznena V Hactosmmx TpeGoBaHMiA.

24. B nomosHeHHWE K CTaHIApTHBIM HCcienoBaHusM | ¢as3pl HE0OXOOAMMO TPOBECTH
HcCIe0BaHUE Ha:

pasapakeHue KOXKU;

ceHcubOunmm3anuio (mpunoxenue Ne 2 k HactosiiuM TpeboBaHUsIM);

(OTOTOKCUYHOCTh M aJre€3UBHOCTH IUIACTBIPA TpaHcAepMaiabHOro (mpuiokeHue Ne 3 k
HacrosmuM TpeGoBaHUIM).

[Ipu oueHke aAre3MBHOCTH IUIACTBHIPS TPAHCAEPMAIbHOTO HEOOXOIHWMO YYeCTb BIIMSHUE
BHEITHUX (AKTOPOB (HAMpPUMEpP, TEMIIEPATyphl, COTHIE3AIIUTHBHIX KpemoB). Kak mpaBuio,
IJIACTBIpU  TpaHCIAEpPMalbHbIE IMpEeJHAa3HAYeHbl Ui [PUMEHEHHS Yy TMOXKWIBIX  JIMII.
CrnemoBaTenbHO, UCIBITAHUS HEOOXOAMMO MPOBOJIUTH C YYacCTHEM JIUI[ C COCTOSTHHEM KOXH,
XapaKkTepHBIM JI1 TaKOM BO3pacTHOM rpynmbl. MHCTpyKIUS MO0 MEIUIIMHCKOMY HPUMEHEHUIO
(JIMCTOK-BKJIA/BIII) K JIEKAPCTBEHHOMY MpEnapaTy A0HKHA COJAEPKAaTh KOHKPETHBIE YKa3aHUs 110
MPUMEHEHHUIO B OCOOBIX cCiy4asx (Hampumep, B cayne). s mpemoTBpamieHusi OMIMOOK
MPUMEHEHHSI TUIACTBIPEH TpaHCACPMANBHBIX (HAPUMEp, MPU IJIOXOM 3pPEHHH) pa3padoTka
IJIacThIpel TpaHCAEPMAJbHBIX HE3aMETHBIX Ha KOXE MAallMeHTa JO0JKHA PAacCMaTpHUBATHCS C
KOHCEpPBATUBHOM TOUKH 3peHus. B Takux ciydasx Jj1sl yBEIUUECHHS 3aMETHOCTH TIACTHIPSI HA HETO
HAHOCSIT JIETKO 3aMETHYIO KPacKy.

3. ®apMaKOKHHETHYECKHE HCCJIeJOBAHNUSI BHYTPUMBIIIEYHbIX (MOJAKOKHBIX) J€Mo-
npenaparos
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25. KuHeTuka BHYTPUMBIIIEUHBIX  (MOJKOXHBIX) JEMO-IPEernapaToB  OMNpeeseTcs
B3aUMOJICHCTBUEM JICUCTBYIOIIETO BEIIECTBA JICKAPCTBEHHOI'O IPENapara ¥ MBIIIEYHON TKaHHU.
Jlyis oLleHKH XapakTepUCTHK Mupdy3un AeWCTBYIONIET0 BEUIECTBA W3 BHYTPUMBIIIEYHOTO WM
MOAKOXXHOTO JIETI0 M JIUMUTHUPYIOUIEH CKOPOCTh CTaJWH, ONPEACISIONIe CHUCTEMHYIO
OMOJIOCTYITHOCTh  (HAampuUMep, BBICBOOOXKIICHHE JICHCTBYIOIIETO BEMIECTBA W3 KOXKHOTO
pe3epByapa) U (WIHM) OOCTOSTENLCTB, OMOCPEIOBAHHBIX MNpPENapaToM, HEOOXOIMMO MPOBECTH
WCCIIEIOBAHUS in Vitro W in vivo. @apMaKOKMHETUYECKUE UCCIEAOBAHMS JTOKHBI BKIIIOYATh B
ceOsl MCCIIeIOBaHMS C OJHOKPATHBIM M MHOTOKPATHBIM BBEICHHUEM JI03bl BHYTPHMBIIICUHBIX
(MOOKOXKHBIX)  JIETIO-TIPENapaToB, YYUTHIBAIOLIME ONpPEIEICHHbIE AaCleKThl (HampHumep,
3aBHCHMOCTh a0CcOpOIMU OT MecTa NpPUMEHEHHS, (PIYKTyaluio KOHIIGHTPAIMH, JIaTCHTHBIH
nepuoa). Heo0XxomuMo yCcTaHOBUTH CBsI3b MEXAY CBocTBamMu in vitro u in vivo (IVIVC) s
BHYTPUMBIIICYHBIX (ITOJKOKHBIX) JEMOo-TpenapaTtoB. B cioydae NpUMEHEHUS HECKOJIBKUX
JO3UPOBOK BHYTPUMBILIEUHBIX (TIOJJKOKHBIX) ACTIO-IPENnapaToB HEOOXOAMMO COOTBETCTBYIOIIUM
00pa3oM UCCIIeI0BATh MPOMOPIIMOHATBEHOCTD 3TUX JO3HUPOBOK BHYTPUMBIIIEYHBIX (TIOJJKOKHBIX )
JIeTo-IpernaparoB.

V. UcciienoBanns JeKapcTBeHHbIX GopM ¢ MOAN(PHIMPOBAHHBIM BbICBOOOKICHHEM,
AEHCTBYIOLIEE BeleCTBO KOTOPBIX 3aPErHCTPUPOBAHO B COCTaBE JIEKAPCTBEHHOI'0
npenapara ¢ Ipyroii CKOpocTbI0 BHICBOOOKACHHSA

26. JlexapcTBeHHBIE (HOPMBI ¢ MOIU(DHUITUPOBAHHBIM BHICBOOOXKICHUEM pa3padaThIBAIOTCS
Ha OCHOBE CYIIECTBYIOIIEH 3aBHCHUMOCTH MEXIY (apMaKOJIOTHYECKHM (TOKCHKOJIOTHYECCKHM)
OTBETOM M XapaKTEPUCTHUKAMH CHUCTEMHOW AKCIO3HMIMU JICHCTBYIONIETO BEIIECTBA W (WJIH)
Metabonura (MmerabonmutoB). CremoBaTelbHO, 1Edb pa3pabOTKU JIEKAPCTBEHHOU (HOPMBI ¢
MOAUGUIIUPOBAHHBIM BRICBOOOKICHHEM B OOJIBIIIMHCTBE CIIYYaeB COCTOUT B IOCTHIKCHUU OOITICH
skcno3unuu (AUC) neicTBYIONIEro BEIIeCTBa, aHAIOTUYHOM JIEKapCTBEHHOH (opMe ¢ OOBIYHBIM
BBICBOOOXKIeHHEM. HeoO0s3aTennbHO TPUMEHSITh T€ JK€ HOMHHAIBHBIC JIO3bI, ITOCKOJBKY
nekapcTBeHHas popma ¢ MOIU(GUIIMPOBAHHBIM BBICBOOOKICHUEM MOXKET UMETh JPYTYIO CTETICHb
abcopO1uu i MeTaboau3Ma.

27.B uenoM nekapcTBeHHbIE (OPMBI C MOAM(PHUIMPOBAHHBIM BBICBOOOXKICHHEM HE
SIBIISTIOTCSI  OMOAKBHUBAJCHTHBIMUA COOTBETCTBYIONICH JIEKAPCTBEHHOW (opMe ¢ OOBIYHBIM
BBICBOOOXKIeHUEM. lcnonb30BaHWEe TOJNBKO (apMaKOKHHETHYECKUX HTaHHBIX MOXET OBITh
HEIOCTaTOYHBIM JIJISl BHITIOJTHEHUSI OLIEHKHA COOTHOIICHHSI «II0JIh3a — PUCK» JUIS JICKAPCTBEHHOM
¢dbopMbI ¢ MOTU(UIIMPOBAHHBIM BBICBOOOXKICHUEM TIO0 CPABHEHHIO ¢ OOBIUHON JIEKapCTBEHHOMN
dbopmoii, TpUMEHSEMON B COOTBETCTBYIONIMX 103aX. [Ipy OTCYyTCTBMM HMHOTO 0OOCHOBaHUS
MOMUMO (apMaKOKMHETHYECKUX TAaHHBIX HEOOXOIMMO TMOJYYHUTH JOMOJHUTENBHBIE TaHHBIC
KIIMHAYECKUX UCCIIEIOBAaHMA, YKa3aHHBIC B TIOJpa3/ielie 2 HACTOSIIETO pa3zena.

28. B ciyvae, ecnu JO3MPOBKAa HOBOW JIEKAPCTBEHHOM (HOpMBI ¢ MOAUDUIUPOBAHHBIM
BBICBOOOXKIICHHEM OTJIMYACTCSI OT JO3UPOBKH 3apETUCTPUPOBAHHOW JIEKAPCTBEHHOW (POPMEI C
OOBIYHBIM BBICBOOOXKICHHUEM, ITO OTJIMYME M OTIMYUS B BO3MOXKHBIX PEXKHMAX TO3UPOBAHUS
HEOOXOJMMO YETKO yKazaTh B OOIIeH XapaKTePHCTHUKE JIEKAPCTBEHHOTO Tpernapara, JICTKe-
BKJIQ/IbIIe ¥ MapkupoBke. HeoOxonmmo Takke yka3aThb Hambosiee Ba)KHbIE OOBIYHBIE MEPHI
MUHHMH3AIHAN PUCKOB, CBSI3aHHBIX C OMIMOKaMHU PUMEHEHHUS TaKUX JTIO3UPOBOK JIEKAPCTBEHHBIX
¢dbopM. 3asgBUTENH JOKEH MOATBEPIUTH, YTO IMOJIb3a HOBOW JIEKAPCTBEHHOW (JPOPMBI MPEBHIIIACT
MOTEHIMAJIbHBIE PUCKH, XapaKTEepHbIE UIsI NaHHOTO mpernaparta (HampuMmep, HEpaBUIIBHOE
IIPUMEHEHHUE).

29. HoBblit 1eKapCTBEHHBIHN MperapaT He0OXO0AMMO 0XapaKTePU30BaTh B COOTBETCTBYIONINX
(bapMakOKUHETHYECKHX,  (papMakOAMHAMHYECKUX M  KIMHUYECKHMX  HCCIICJJOBAHMSIX
a¢dextuBHOCTH (0€30MACHOCTH) MPHU OJHOKPATHOM M MHOTOKPAaTHOM BBEIEHHWU 103. B
HEKOTOPBIX CIydasx MOTYT MOTPeOOBAThCS JOMONHHUTEIbHBIC MCCIEAOBaHUS (HApUMeEp, €Clin
npemnapar ¢ MOAU(PHUIIMPOBAHHBIM BBICBOOOXKIEHHEM IMPUMEHSETCS C IMOMOIIBI0 HOBOTO ITyTH
BBEJICHUS, HEOOXOUMO MPOBeIeHNE PapMaKOKHHETHUECKOTO UCCIICIOBAHUS B IIEIISAX MOTYICHUS
XapaKTEPUCTHUK META00IMUECKOro MpoduIs).
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30. Toxcukonoruueckue, (papMakoNIOrMueckue WM KIMHUYECKHE HWCIBITAaHUS IS
OTIpe/IeTICHUs] CBOWCTB JCHCTBYIOMIETO BEIIECTBA JICKAPCTBEHHBIX (GOPM C MOAUPHUIIHPOBAHHBIM
BBICBOOOXKJIEHUEM HE TpeOYyIOTCsl MpH YCIOBUM, YTO MPH NPUMEHEHHH JEKapCTBEHHBIX
MpernapaToB ¢ MOAU(MUIIMPOBAHHBIM M OOBIYHBIM BRICBOOOKACHHEM HAOTIOAACTCS CXOIHAS 001Iast
AKCIIO3UITHS JCHCTBYIOMIETO BelecTBa (METab0IUTOB).

31. 3aperucTpupoBaHHBIN JIEKApCTBEHHBIM TNpenapaT ¢ OOBIYHBIM BBICBOOOXKIECHUEM,
colepXKaluii TO K€ JCHCTBYIOIEe BEIIECTBO, 4YTO W B JIGKAPCTBEHHOW QopMe ¢
MOIU(DHUIIMPOBAHHBIM BBHICBOOOXKICHUEM, SBISETCS pepepeHTHBIM JIEKaPCTBEHHBIM MPEMapaTOM.
PedepentHpiii  JeKapCTBEHHBIM TIpemapar HUCMONb3yeTcss B (apMAaKOKMHETHYECKUX U
TEpaneBTHYECKUX UCCIIEIOBAHUSX 0 TEX IMOP, MOKA HEe OYJET YCTaHOBJICHO, YTO PA3TTUIHS MEXKTY
pedepeHTHBIM U UCCIIEyeMbIM JIEKAPCTBEHHBIM INpenaparaMy HE BIUSAIOT Ha XapaKTEPUCTUKHU
BBICBOOOXKIEHUSI M OMOIOCTYITHOCTH.

1. ®apmakoKuHeTHYECKHE UCCIET0BAHMS

32. llens papMakOKMHETUYECKUX HCCIEAOBAHUN 3aKIIOYACTCS B XapaKTEPUCTUKE in VIVo
JIEKapCTBEHHOT'O MpernapaTa ¢ MOAU(PpUIIMPOBAaHHBIM BEICBOOOKICHHEM ITyTEM OIPEIEICHHUS:

a) CKOPOCTH M CTeNeHu abcopouuu;

0) puykTyanuu KOHIIEHTPAIIMU JEHCTBYIOIMIETO BEIIECTBA B PABHOBECHOM COCTOSTHUM;

B) BapuaOEIbHOCTH  MEXJY CyObekTamMu  (apMaKOKMHETHYECKHX  HCCJIEIOBAHUH,
00yCIIOBJIEHHOM COCTaBOM JIEKAPCTBEHHOI'O IIperapaTa Uil METOAOM €ro IPOU3BO/ICTBA;

T') IPOMIOPIIMOHAIIEHOCTH JIO3bI JICKAPCTBEHHOTO Tpernapara;

1) GakTOpoB, BIUAIOIMX Ha (QYHKIMOHAIbHBIC XaPAKTCPUCTUKU JIEKAPCTBEHHOTO
npernapara ¢ MoIU(pHUIIMPOBAHHBIM BICBOOOXKICHHEM;

€) pucKa HENpPEIBUICHHBIX XapaKTEPUCTUK BBICBOOOXKIACHUS (Hampumep, OBICTPOTO
BBICBOOOKICHUS JIO3bI).

33. dapmMaKkOKMHETHYECKHE UCCIIETOBAHMS OCHOBBIBAIOTCA Ha M3MEPEHUSX KOHILEHTPALUU
JeHCTBYIONIEro BemecTBa U (WiM) MeTabonmuTa, a B HEKOTOPBIX CIydasx B COYCTAHHH C
OTpesieIeHUEM OCTPOro papMakoJuHaMHuecKkoro 3gdexra. B cBs3u ¢ cyliecTBEeHHBIM BIUSHUEM
cocTaBa JIEKapCTBEHHOI'O IMpemnapara Ha ero OuodapMalieBTUYeCKUe CBOMCTBA, TPeOOBAaHUS K
U3Y4YeHHIO MeTa0oNMTOB, coiepxamuecs B [IpaBuinax mpoBeneHUS  UCCIIEJOBAHMIA
OMOPKBHBAJICHTHOCTH JIEKAPCTBEHHBIX MPEMapaToB B paMkax EBpa3zmiickoro 3KOHOMHUYECKOTO
coro3a, yTBepkieHHbIX Pemmennem CoBeta EBpa3uiickoil 5)KOHOMUYECKOW KOMUCCHHU OT 3 HOSIOpS
2016 T. Ne85 (mamee— IlpaBuna mpoBeAcHHs] HCCIEAOBaHHUS OWOIKBUBAJICHTHOCTH), HE
npuMeHsitorcs. Heo6xoanMo ornpenensTh KOHIEHTPAI0 MeTab0JIUTOB, MTOCKOJIBKY H3MEHEHHE
CKOpPOCTH a0COpOIIMH UITH ITYTH BBEIACHHS MOXKET U3MEHHUTH CTENEHb U IMyTh METa00IU3MA.

34. dapmMakOKMHETHYECKHE NCCIIEI0OBAaHUS MPOBOJISAT C YYaCTHUEM 37J0POBBIX T0OPOBOJIBIIEB
win (13 cooOpakeHU# 6€30MaCHOCTH) C y4aCTHEM TAIEHTOB.

35. Ilpu mpoBeneHnu (HhapMaKOKHHETHYECKUX UCCIAEAOBAHUN C MHOTOKPATHBIM BBEJICHUEM
70361  HEOOXOAMMO TMOATBEPAMTH JOCTHKEHHE paBHOBECHOTO COCTOSHUS. JlOCTHKeHHe
PaBHOBECHOT'O COCTOSIHUS MPU OTCYTCTBUU MHOTO OOOCHOBaHUS ONPENENSIETCS CPaBHEHUEM IO
MEHBIIIeH Mepe 3 MpeaBapUTEeNbHO YCTAHOBJICHHBIX KOHIICHTPAIUH Mepel BBEACHHEM KaIOou
7I03bl JIEKApCTBEHHOTrO IMpenapata. PapMaKOKMHETHUYECKHUE HCCIEAOBaHUS C MHOTOKpPAaTHBIM
BBEJICHUEM JI03bI HE TPEOYIOTCS B CIy4ae OTCYTCTBHS KyMYJISLIUU ACUCTBYIOLIETO BEIIECTBA (TO
€CTh €r0 HECYIIECTBEHHOI'O COJICpKaHUS B OpraHU3Me YeloBeKa B KOHLIE MIepro/ia 103UPOBAHHUS ),
UCXO0J1 U3 KPUTEPHEB, IPUBEACHHBIX B nojapasaene 1 paaena VI nacroammx TpeOoBaHuid.

36. B oTHOIIEHNH COMYTCTBYIOIIETO MPHUEMa UMK HEOOXOIUMO MPOBECTH UCCIICIOBAHHE
OMOAKBHBAJIEHTHOCTH C MHOTOKPATHBIM BBEJCHHEM JI03bI C yUETOM YCIIOBH, YKa3aHHBIX B 00IIEH
XapaKTepUCTHKE JIEKApCTBEHHOTO Iperapara, 10 TOCTHKEHHUSI paBHOBECHOT O cocTosiHus. Ecnu B
o0mIeil XapaKTepUCTUKE JIEKaPCTBEHHOI'O IpernapaTa yCTaHABIMBACTCS OINpPEACICHHOE BpeMs
npreMa NUIIK (MHTepBaJl BpEMEHHU ) 110 OTHOILIEHUIO K BBEICHUIO JIEKapCTBEHHOTO Mpernapara, 3To
BpeMs (MHTEpBaJl BPEMEHHU) JIOJDKHO COOMIOAAThCS HA MPOTSHKEHUU BCETO MCCIIECIOBAaHUS, B TOM
quclie B JIeHb onpefenenus papMakokuHeTHueckux npoduieii. Ecnu B o01el xapakTepucTuke
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JIEKapCTBEHHOT'O Mpernapara peKOMeHAyeTcsl IPUHUMATh JIeKapCTBEHHBIH MpenapaT HaTomak (0e3
ONpEeENICHUs] TPAHUIl BPEMEHHU) WM HE3aBHUCHUMO OT IpHEMa IHIIH, B JCHb ONPEACIICHUs
(bapMakOKMHETHUECKUX TMpoduiiel HEOoOXOAMMO HCIONb30BaTh XYIIIMA BapHaHT IMpueMa
JICKapCTBEHHOTO IpenapaTa HaToIaK (HarmpuMep, HaTOLaK yTPOM U B TeueHue 4 4yacoB Oe3 eJibl
nocie mnpuema mnpenaparta). Eciu B oOmiel xapaKTepuUCTHKE JEKapCTBEHHOTO IIperapara
PEKOMEHTyeTCsl MPUHUMATh JIEKapCTBEHHBIN Ipernapar Mocjie MpueMa MHINHU, Ha MPOTSHKEHUH
BCEr0 MHCCJIEAOBaHUSA, BKIIOYas JHU OmpeleneHus ¢GapMaKOKMHETHUYECKUX mpodurei,
HE00X0IMMO NMPUHUMATH MHILY C HOPMAJIbHBIM COJAEP)KaHUEM KallOpUil, €CIIH JIPYTHE YCIOBHS
IpHremMa MUY He YCTaHOBJIEHBI B OOIIEH XapaKTepUCTHKE JIEKapCTBEHHOTO Mpenapara.

CkopocTh 1 cTeneHb adcopOouum, GpayKTyanus 1eiicTBYOIIEro BelecTBa

37. CKOpOCTh U CTETNeHb a0COPOIMU IEHCTBYIONIETO BEIIECTBA JICKAPCTBEHHON (DOPMBI C
MOIU(PHUIIMPOBAHHBIM BEICBOOOKIEHUEM HEOOXOAMMO OIICHUTH ITYTEM CPABHEHHSI CO CKOPOCTHIO
U CTENEeHBIO a0CcopOIMy ACHCTBYIONIETO BEIIECTBA JIGKAPCTBEHHOM (OpPMBI ¢ OOBIYHBIM
BBICBOOOXKJIEHUEM TIOCIIE OJHOKPATHOTO BBEACHHS W TMPH HAIMYUM KyMYJSIUU TOCIHE
MHOTOKPaTHOT'O BBEJICHUSI.

K uccnenyempiM (hapMaKOKMHETHIECKUM ITapaMeTpaM OTHOCSTCS:

B HCCJIEIOBAHUX C OTHOKPATHBIM BBEJACHUEM JIO3BI:

AUC0-1);

AUC(0-0);

AUCt-0) (OcTaTOYHAS TIIOMIAIB);

Crnax;

tmax;

t12;

tlag;

JUIS KCCIIeIOBaHUI ¢ MHOTOKPATHBIM BBEJICHHEM JI03bI:

AUC0-1);

tmaxss;

Cmax,ss;

Cmin,ss;

(bIayKTyaIus: KOHIICHTPAITHH.

Heo6xomumo o6ocHOBaTh (hapMaKOKMHETHYESCKUN MapaMeTp (mapaMeTphl), BHIOpAHHBINA B
KaueCTBE OCHOBHOT'O JJIsi CPaBHEHUS, TO €CTh TapaMeTp, pacCMaTpPHBAeMbIi B KauecTBE Hanbouiee
BEpOSITHO OTpakaromiero 3 (PeKTUBHOCTh U O€30MaCHOCTh JICKAPCTBEHHOTO Tperapara.

38. HeoOxoauMo MONTBEpAUTh, YTO JIEKAPCTBEHHAs (opMa ¢ MOAUPHUIMPOBAHHBIM
BBICBOOOKIEHHEM 00J1a/1a€T 3asBJICHHBIMU XapaKTepUCTUKAaMU BbICBOOOXKIeHUs. Pexomentyercs
MCIOJIb30BaTh JIEKOHBOIIIOIHIO JTAHHBIX «KOHIIEHTPAIUS — BPEMsD» IS JIEKAPCTBEHHOU (POPMBI C
MOIU(PUIIMPOBAHHBIM BBICBOOOXKICHHEM B CPAaBHEHHMU C COOTBETCTBYIOILIEH JIEKapCTBEHHOM
¢opmoii ¢ OOBIYHBIM BBHICBOOOXKIEHUEM JIJISl OTIPENICNICHUSI KYMYJISITUBHOTO TIPOQuIIs abcopOIuu
(v BBICBOOOKIEHUS in ViVo) BO BPEMEHH IS JIEKAPCTBEHHOU (DOPMBI ¢ MOITU(DHUITIPOBAHHBIM
BBICBOOOXKeHUEM. [Iisl  TOATBEpXKACHUS 3asBICHHBIX XapPAaKTEPUCTHK BBICBOOOKICHUS
HEOOXOAMMO HCIIOJIb30BaTh KYMYJISITUBHOE aOCOPOMPOBAHHOE KOJIMYECTBO U CKOPOCTh
abcopOuMu BO BpEMEHHU.

39. Ilocie MHOTOKpPAaTHOTO BBEIEHUS J03bI HEOOXOAMMO HCCIENAOBATh (DIYKTyaInio
KOHIIEHTPAIIMU JCUCTBYIONIETO BemecTBa. Eciau He 000CHOBaHO MHOE, JIeKapcTBeHHasi popma ¢
MOIU(PUIIMPOBAHHBIM BBICBOOOXKIECHUEM JIOJKHA IIOKa3bIBaTh AHAJOTHYHBIE WM MEHBIINE
(IIyKTyaluu 1o CpaBHEHHUIO C JIEKAPCTBEHHOU (POPMOIi C OOBIYHBIM BBICBOOOKICHHEM.

40. Ecmu nexkapctBeHHas ¢gopMa ¢ MOIU(DHUIIMPOBAHHBIM BBICBOOOXKICHUEM TTOJJICHKHUT
BBEJICHUIO TAI[MEHTaM, paHee IMOJyYaBIIUM JICKAPCTBEHHYI0 (GopMy C  OOBIYHBIM
BBICBOOOKIEHHEM (HAIpuMep, B ciiydae CMEHBI (POPMBI TO3UPOBAHMS WIIA TIEPEKITIOUCHUS) TS
MOJAJEPKAaHUSI PABHOBECHON KOHIIGHTpAIlMM HEOOXOIMMO TPEIyCMOTPETh CHEIHalbHbIC
MHCTPYKLHHU MO MPUMEHEHHIO TaKOW CMEHBI JO3UPOBAHUS HIIM B XOJI€ MEPEKIIOYCHHUS.
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Jl03bI ¥ T03MPOBKH, NMOIJIEKAIIHE UCCIETOBAHUIO

41. Ecnu neicTBylolee BEIIECTBO M JiIeKapcTBEHHass (opMa ¢ MOAUDUIIUPOBAHHBIM
BBICBOOOXKIICHHEM TMPOSIBISIIOT  JIMHEHHbIE (DapMaKOKMHETHYECKHUE CBONCTBA, JOCTATOYHO
CPaBHUTH JICKAPCTBEHHYIO (OpPMY C MOAUPUIIMPOBAHHBIM BBHICBOOOKICHHEM U JIEKAPCTBEHHYIO
(bopMy C OOBIYHBIM BBICBOOOXKIEHHEM IOCIIE OJHOKPATHOTO BBEJCHHS U B CIy4ae HAKOIICHHS
JeWCTBYIOIIETO BEIECTBA MTOCTIe MHOTOKPAaTHOT'O BBEACHUS OJJHON BEJIMYMHBI JJO3BI.

42. Ecnmu nefcTBYIONIEEe BEIIECTBO M JIeKapCcTBeHHass ¢dopma ¢ MOAUPHUIIUPOBAHHBIM
BBICBOOOXK/ICHHEM IPOSBISAIOT HEMMHEHHYIO (PapMaKOKMHETHKY (B TEpareBTUYECKOM JHara3oHe
IJIa3MEHHOM  KOHIIEHTpAluu), HEoOXOJAMMO  CpPaBHUTh  JIEKAPCTBEHHYIO  GopMy C
MOIUGUIMPOBAHHBIM ~ BBICBOOOXKJICHHMEM UM JICKapCTBEHHYI0O  (opMy C  OOBIYHBIM
BBICBOOOXK/ICHEM KaK MHHAMYM B HauOOJIbIICH W HamMEHbIIeH no3ax. Eciu jexapcTBEHHBIC
(hopMbI ¢ MOAUPHUIIMPOBAHHBIM H OOBIYHBIM BHICBOOOKICHUEM MPOSBISIOT PA3INYHYIO CTECTICHb
HEJIMHEHHOCTH, TIPU HEOOXOJUMOCTH MOKHO CPaBHUTH MX JIOTIOJTHUTEIILHBIC JIO3UPOBKH.

2. UccnenoBanusi BApuadeIbHOCTH (papMaKOKHHETHYECKHUX TapaMeTpoB

43. B mccnenoBaHUAX C OJHOKPAaTHBIM M MHOTOKDAaTHBIM BBEICHHEM J103, ONHMCAHHBIX B
HACTOSIIEM TMoApas3zene, HEOOXOAUMO ONPEAETUTh MEKHWHIAMBUIYAJIbHYIO BapuabeIbHOCTh
(apMaKOKMHETHYECKUX TapaMeTpPOB, MPEACTABIAIOMINX HHTEPEC, M CPaBHUTh IO 3TOMY
KPUTEPHUIO JIeKapCTBEHHbIE (OPMBI C MOIUGPHUIMPOBAHHBIM M OOBIYHBIM BBICBOOOMKICHUEM.
[IpeanoutuTensHO, YTOOBI BApHAOEIBHOCTD /IS JICKAPCTBEHHOW (hOPMBI ¢ MOAH(PHUITUPOBAHHBIM
BBICBOOOXK/ICHHEM HE MpEBbIIIANia BapuabeIbHOCTh IS JIEKAPCTBEHHOH (OPMBI C OOBIYHBIM
BBICBOOOX/ICHHEM, €CIIM TOJBKO 3TO MPEBBIIICHHE BAPHAOEIHHOCTH HE OOOCHOBAHO C TOYKH
3pEHHSI MOTEHIIMATBHBIX KIMHUYECKUX MOCTEICTBHUH.

3. UccaenoBanue nNponopuuoHaIbLHOCTH J03MPOBOK

44. Tlpy HaTMYUU HECKOJBKHX IO3MPOBOK WIJIM BO3MOXXHOCTH OAHOBPEMEHHOIO IpHeMa
HECKOJIbKUX €IMHUI JIEKapCTBEHHON (HOPMBI ¢ MOAU(PUIIMIPOBAHHBIM BBICBOOOXKICHUEM B LENSIX
TOCTIDKEHHS JKeNaeMOW J03bI HEOOXOIMMO HCCIEI0BATh MPONOPIHUOHATIBHOCTh PA3IMYHBIX
JNO3UPOBOK WJIM TNPUHUMAGMBIX 103 JIEKapCTBEHHOW GopMbl ¢ MOAUGPUIUPOBAHHBIM
BBICBOOOXKIeHHEM.  [IpomopuroHanbHOCTh 0361  HEOOXOJMMO OLEHHTh C  [OMOIIBIO
UCCIIEIOBAaHUSI C OJHOKPAaTHBIM M B Cllyuyae HAaKOIUJICHUS JEHCTBYIOIIEro BeIleCTBa C
MHOTOKPAaTHBIM BBEJCHHEM JI03, B KOTOPBIX IOCIE€ KOPPEKIUH J03bl CpPaBHUBAIOTCS
MPEACTABIISIONINE UHTEpEC (papMaKOKHHETHYECKHE IMapaMeTphl BCEX TO3UPOBOK (1103). B aTom
ciydyae He nmpuMeHMMbl ocHoBaHHble Ha AUC u 25 % nuamazoHe NpUEMIIEMOCTH KpUTEpUU
MPOMOPLMOHAIIBHOCTH  J103bl, TpuBeleHHble B [IpaBuimax mpoBeAeHHs HUCCIIEJOBAHUIMA
OMOAKBUBAIIEHTHOCTH, TOCKOJIBKY OHU IPUMEHHUMBI JIMIIb K BBIOOPY TO3UPOBKH B UCCIIEJOBAHUSX
OMOPKBUBAJIEHTHOCTH.

4. OcHOBHBIE (paKTOPBI, BJAUAKOIIHE HA GYHKIHOHATbHbIE XapAKTEPUCTHKHU
JIEKAPCTBEHHOI0 Npenapara ¢ MOAH(UIMPOBAHHBIM BbICBO0OKIEHUEM

ITnma

45.B (JapMakOKMHETHYECKOM HCCJICIOBAHMM C OJHOKPATHBIM BBEJICHHUEM  J103bI
HEOOXO/MMO HCCIE/IOBAaTh BIMSHUE NHIMM HAa OHOJOCTYIHOCTH JIEKAPCTBEHHBIX (GOPM C
MOAUGUIIMPOBAHHBIM BBICBOOOXKACHHEM. ONTHMaNIbHBIE SKCIICPUMEHTAIBHBIC YCIOBUS IS
MOJICIIMPOBAHUS BO3ACUCTBHUSI NHUIIM Ha OMOJOCTYHMHOCTH JIEKAPCTBEHHBIX ()OPM BKIIOYAIOT
MpUEM 3apaHee ONPEACICHHON BBICOKOKAJIOPUMHOM MHUIIM C BBICOKUM COAEPKAHUEM KHpa
HEMOCPEACTBEHHO IIepel TMPUEMOM JIEKQpCTBEHHOTO Ipemaparta. PexkomeHmyeTcs, 4YToObI
CcyOBeKTBHl Hauaau NMpuUHUMATh muiry 3a 30 MHUHYT 10 TIpHUeMa JIEKapCTBEHHOIO Tperapara u
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3aKaH4MBaJU MIpHeM NUILK B TeyeHre 30 MuHyT. MeHto 17151 OIHOKPaTHOIO MpHeMa MUILY JOJIKHO
o0ecreunBaTh:

MOBBIIEHHOE TMOCTYyIJIeHHEe XHUpoB (mpubmausutenbHo 50 % or obmiero coaep:kaHus
KaJIOpUH B CYTOUHOM PaLMOHE);

BBICOKYIO KasiopuitHOCTh (0T 800 1o 1000 kmnokanopwii);

nocrymierne 150 kunokanopuit 3a cuer notpedineHust 6enkoB, 250 KUIOKaIOpHid 3a cueT
notpebaenus yriaeBooB u S00—-600 kuitokamopuii 3a cueT NOTPeOICHUS KUPOB.

Heo6xonumo onucaTh B 0TYeTE 00 MCCIIEJOBAHNU COCTAB MUILU HA PEAMET COACPIKaHUS B
Hel OeNKOB, YIJIEBOJOB M JKHPOB B TpaMMax, yKa3aTh aOCONIOTHOE M OTHOCHUTEIhHOE (B
MPOICHTAX) COJePKAHNE KAIOPUH.

46. IlnanupoBaHue NPOBEACHUSI HCCIEIOBAHMS BIUSHUSA NHUIIM Ha (YHKIUOHAJIbHBIC
XapaKTePUCTHKU JIEKAPCTBEHHOW (HOPMBI ¢ MOIU(DUIIMPOBAHHBIM BBICBOOOXKICHUEM 3aBHCUT OT
JIPYTUX MPOBEIEHHBIX HCCIEIOBaHHUM, B KOTOPBIX CpaBHHBAIACh JIeKapcTBeHHas ¢Gopma ¢
MOJIUGUIMPOBAHHBIM  BBICBOOOXKACHHWEM C  JIGKApCTBEHHOH  (GopMoil ¢ OOBIYHBIM
BBICBOOOXKJIEHHMEM, a TaKKe OT HaJIW4yMsl KIWMHUYECKH 3HAUYMMOTO BIHMSHUA NHUIIA Ha
JIEKapCTBEHHYIO ()OPMY C OOBIYHBIM BBICBOOOXKICHHEM.

47. Ecnu nyia He OKa3bIBaeT KIIMHUYECKU 3HAYMMOTI0 BIMSHUS Ha JIEKapCTBEHHYIO (popmy
C OOBIYHBIM BBICBOOOXKIEHUEM, JIOCTaTOYHO NMPOBECTH ABOWHOE MEPEKPECTHOE CPABHUTEIBHOE
UCCIIEIOBaHKE JIEKAPCTBEHHON (OpMbI ¢ MOIU(UIIMPOBAHHBIM BBICBOOOKIEHUEM HATOLIAK U
MocJie MpueMa MUIIH TPU YCIOBHH, YTO B OCTANBHBIX (hapMaKOKMHETHUECKUX HCCIICTOBAHUIX
CpaBHMBAJIU JIEKAPCTBEHHYIO (POPMY C MOAUPHUIIMPOBAHHBIM BBICBOOOXKACHUEM C JIEKAPCTBEHHON
(hopMoii ¢ OOBIYHBIM BBICBOOOKICHHEM HATOIIAK.

48. Ilpy HaNMMYUU KIMHUYECKU 3HAYMMOTO BIHMSHHS NMUIMU HA JEKapCTBEHHYIO (opMy C
MOIU(DHUIIMPOBAHHBIM BBHICBOOOXKICHUEM JIsI KOTMYECTBEHHOTO OMPEACIICHUS BIUSHUS MTUIIH HA
KaKIYI0 JIEKapCTBEHHYO bopmy 1eJ1eco00pa3Ho MIPOBECTHU MEPEKPECTHOE
(hapMaKOKMHETHYECKOE HCCIeOBaHUE B 4 Trpynmax ¥ CpPaBHUTH JIEKapCTBEHHYIO (opMy C
MOIU(DUIIMPOBAHHBIM BBHICBOOOXK/IEHHEM HATOIIAK M IOCIE MpUeMa MUIIH U JEKapCTBEHHYIO
(dhopMy ¢ OOBIYHBIM BBICBOOOKICHHEM HATOIIAK U TIOCTIE TPHUeMa TTHIIIH.

49. IIpn HaTMYUW HECKOJIBKUX JTO3UPOBOK JIEKAPCTBEHHOU (OPMBI ¢ MOAUPHUITUPOBAHHBIM
BBICBOOOK/ICHUEM BIUSHUE MUK Ha OMO(apMalieBTHUECKUE XapPaKTEPUCTUKH JIEKAPCTBEHHOM
(GbopMbI MOXKET OBITh MCCIENOBAHO IS OJHOM M3 JO3UPOBOK, TOJBKO MPH BBIMOJHEHUU BCEX
CHEAYIOLIUX YCIOBUM:

JO3UPOBKHU TPONOPIUOHATBHBI 10 COCTaBYy (HalpUMeEp, SBIAIOTCS MHOTOEIMHUYHBIMU
JIEKapCTBEHHBIMU ()OpMaMU WIIH TTPOMIOPIIMOHATEHBIMHE 110 COCTaBYy Ta0JIETKAMH);

JO3UPOBKH UMEIOT aHAJIOITMYHBIN MPOLIECC MPOU3BOICTBA;

JO3UPOBKH UMEIOT JTHHEHHYIO (hapMaKOKUHETHKY

podUIM pacTBOPEHUS KaXKI0M JO3UPOBKH JI€KapCTBEHHOM (popMbl ¢ MOIUDUIIMPOBAHHBIM
BBICBOOOXK/ICHHEM aHAJIOTHYHBI B PsIJIE CpeJl Al pAaCTBOPECHUS.

Ecnm B mporpamMmme pa3paOboTKu HE MpeACTaBICHO 0OOCHOBAHKE BHIOOpAa MHOM JTO3HPOBKH
JUIS. WCCIICIOBAHMsSI, TO WCCIECJOBAaHUE C WM3yUYEHHWEM BIMSHUS THUIIM HA BBICBOOOXKICHUE
JIEHCTBYIOIIETO BEIIECTBA HEOOXOAMMO TPOBOJAWTH C HAWOOJBIIEH JO3MPOBKOW B JIMHEHKE
JIeKapCTBEHHOH (OPMBI ¢ MOIU(PHUIIMPOBAHHBIM BBICBOOOKICHHUEM.

B cnydae ecnu ycnoBHsl yKa3aHHBIE BBIIIE HE BBIMOJHSAIOTCS, HEOOXOAMMO HCCIEI0BAThH
BIIUSTHUE UM HA BRICBOOOXKIEHUE NEHCTBYIOIIETO BEIIEeCTBA 71l HAUOOMBIICH U HAUMEHBIIICH
JO3UPOBOK WJIM MPOBECTU HCCIEIOBAaHUE C MPUMEHEHHEM METOJa BhIOOpa KpailHMX BapHaHTOB
(bracketing).

50. IIpy BBITTOTHEHUW OIEHKH BIMSIHHUS THIOA Ha BBICBOOOXKIICHHE JCHCTBYIOMIETO
BeniectBa, KpoMe pacdeTa AUC U Crnax, CIIEAYET TAKXKE CPAaBHUTH KAUECTBEHHBIE XapaKTEPUCTUKU
MOJU(PUIIMPOBAHHOTO BHICBOOOKIEHUS ACMCTBYIOLIETO BEIIECTBA IMyTeM MPOBEPKU MOA00us
¢dopmbl mpoduei «KOHIEHTpalus — BpeMs» Ul BCEW JIMHEHKU TO3MPOBOK JIEKAPCTBEHHOM
(b OpMBI U TOATBEPAUTH HECYIIECTBEHHOCTh X U3MEHEHHS.
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51. Heo6xoanmo rpoaHain3upoBaTh HACKOIbKO KIMHUUYECKHU 3HAUUMBbIM SIBIISICTCS BIUSHUE
UMM HAa  BBICBOOOXKIEHWE  JICHCTBYIOIIETO  BEIIECTBA  JIGKAPCTBEHHOW  (HOpMBI ¢
MOAU(PUIIMPOBAHHBIM BBHICBOOOXK/IEHUEM MO OTHOIIEHHIO K HW3MEHEHHI0 ee 0e30MacHOCTH U
s pextuBHOCTH. [Ipn He0OX0AUMOCTH, B MH(OPMAITUH O JIEKAPCTBEHHOM IIpernapare NpUBOIATCS
PEKOMEHIalMY TI0 MPHEeMY JIEKapCTBEHHOIO Mpernapara 1o OTHOUICHHIO K MpueMy numu. J{is
00OCHOBaHUS PEKOMEHJAIMH 10 JIO3UPOBAHUIO JICKAPCTBEHHOTO IMpemapara MOTYT
noTpeboBaThCS MPOBEICHUE JAOMOIHUTENBHBIX UCCIEIOBAaHUM C IPYTUM BUAOM IMUIIM WK TPU
npreMe JICKapCTBEHHOTO Tpernapara B onpeielieHHbIe HHTEPBaIbl BPEMEHH JI0 U TOCJE MpHeMa
MUY,

52. Ecnu B mepuop pa3paboTKH JEKapCTBEHHOTO IperapaTa cocTaB U (M) TPOIECC ero
MPOM3BOJICTBA HU3MEHAIOTCA TaKUM O00pa3oM, 4YTO 3TO MOXET MOTEHUHAIbHO W3MEHUTH
XapaKTePUCTHKU BBICBOOOXKICHHS JIEHCTBYIOIIETO BEIIECTBA, TO MOXKET MNOTpeOOBaTHCS
MOBTOPEHUE OLEHKU BIUSHUS MUIIM HAa BBHICBOOOXKJEHHUE JEUCTBYIOUIETO BEIIECTBAa M3 TaKOU
W3MEHEHHOM JIeKapCTBEHHOW (DOPMEI JIEKAPCTBEHHOTO Mpernapara.

53.B wuHboOpMarmu O JICKApCTBEHHOM TMpernapaTre HEKOTOPhIX MHOTOCIMHUYIHBIX
JIEKapCTBEHHBIX ()OPM MOXKET OBITh YKa3aHO, UTO TAKOH MperapaT MOKET BCKPBIBATHCS U MEJUICTHI
(rpaHynbl), HampuMep, MOTYT MPUHUMATHCS C MSATKUMH BUJaMH IHINH, JUCIEPrUpOBATHCS B
CTakaHe HeTa3MpOBAaHHOW BOJIBI U MPOTJIATHIBATHCS 0€3 pa3KeBbIBAaHUS WM BBOJUTHCS 4Yepe3
XKEeMynouHbld 30HI. s moGamneHuss mHPOpMAMU O MOJAOOHOM JOIMOJHHUTEIBHOM CIIOCO0€
BBEJICHUS JICKAPCTBEHHOTO TperapaTa HeOOXOAUMO MPOBECTH JTOMOJHUTEILHBIC HCIIBITAHNUS HA
CTaOWUJIBHOCTh U PACTBOPEHHE in Vitro, TMOATBEPKIAIONINE SKBUBAJIEHTHOCTh HEBCKPBHITONH U
BCKPBITOH JieKapcTBEHHBIX ¢GopM. HeoOxommmo 000CHOBATH OTCYTCTBHE HCCIIEAOBAHMIA
OMOAKBUBAJIEHTHOCTH, UMUTHPYIOIIUX JONOJHUTENbHbIE CITIOCOOBI BBEJICHUSI.

DyHKIMSA KeJYT0YHO-KMIIIEeYHOT0 TPAKTa

54. Ecnu nekapCTBEHHBIN TTpenapar ¢ MOAU(PUITMPOBAHHBIM BHICBOOOXKICHUEM JIJIsl TIpUEeMa
BHYTpPb MPEANONAracTcsi MPUMEHSITh COBMECTHO C JPYTHMMH JIEKAPCTBEHHBIMU IMpermapaTamu,
BIIUSIOIIMME Ha QYHKIIUH JKEITyT0YHO-KUIIICYHOT0 TpaKTa (HarmpuMep, OMMOUIaMH ), HEOOXOIUMO
UCCIIeIOBaTh (DYHKIIMOHAIBHBIE XapaKTePUCTHKH JIEKAPCTBEHHON ()OPMBI ¢ MOIUDUITUPOBAHHBIM
BBICBOOOXKJIEHUEM JUIsl MIpHEMa BHYTPb B YCIIOBUSX COBMECTHOIO NPHUMEHEHHUs C APYyTUMHU
JIEKapCTBCHHBIMU TIperapaTaMu.

55. Ecnu nexkapcTBEHHBIN TIpenapar ¢ MOAU(PUITMPOBAHHBIM BHICBOOOKICHUEM [IJIS1 TIpUEMa
BHYTPb MpeIHA3HAYCH JJIsl IPUMEHEHHSI y TAIIMEHTOB ¢ 3a00JIeBaHUSAMHE, COMTPOBOXKTAFOIIUMUCS
BBIPAKEHHBIMU HapyUICHUSIMHU byHKIUN KEITyJOYHO-KUIIEUHOT O TpaKxTa, TO
OuodapMmalieBTUYECKHE CBOMCTBa TakKOro JICKApCTBEHHOTO Ipenapara JOJDKHBI  OBITh
JIOTIOJTHUTENBHO U3YYEHBI Y 3TON TPYMIIHI MAllUEHTOB.

HenpeuBnneHHme XApPpaKTEPUCTUKHA BblCBOﬁO)K)IeHI/IH

56. beicTpoe HEnmpenBUACHHOE BBICBOOOXKICHHUE BCErO KOJIMYECTBA WJIM 3HAYUTEIHHOU
YacTH  JICWCTBYIONIETO  BEIIECTBA, COJAEpXKAIIErocs B JIEKapCTBEHHOW  dopMe ¢
MOANGUIIMPOBAHHBIM BHICBOOOKICHUEM HA3bIBAIOT OBICTPHIM BBICBOOOXKIEHHUEM J103bI (COpOCcOM
703b1). B 3aBUCMMOCTH OT TMOKa3aHWS K MPUMEHEHHIO W TEPaleBTHUYECKOTO JHara3oHa
JIEHCTBYIOIIETO BEIIECTBA JIEKAPCTBEHHOTO IpernapaTra ObICTPOe BHICBOOOKICHUE 03Bl MOXKET
CO3/1aBaTh CYIIECTBEHHBIH PHUCK ISl MAIMCHTOB B BUY CHIDKEHUS O€30MacHOCTH U (WJIH)
yMeHbIIeHUs 3P PEKTUBHOCTH TaKOTO JICKAPCTBEHHOTO Tperapara.

57. Heo6X0AMMO HCKIIOYUTh PUCK BO3HUKHOBEHHS HETPEABUACHHOTO BHICBOOOXKICHUS,
MIPUBOJISIIETO K HEMPETyCMOTPEHHOMN SKCITO3UIINN JICKAPCTBEHHBIX (HOPM ¢ MOIUPHUITUPOBAHHBIM
BBICBOOOXKIeHHEM. Ecimm HaOmrogaerca Oosiee  BBICOKAasT MaKCHUMAaJbHAsg  DKCIIO3HUIIHS
JIEKApCTBEHHOTO  TIpermapaTta ¢ HECOOTBETCTBYIONIUM MpoduiaeM MOAUPHUIIMPOBAHHOTO
BBICBOOOKICHUS WITH TPEATIOIaraeTcsi ObICTPOE BEICBOOOKIEHUE TO3BI ACHCTBYIOIIETO BEIIECTBA
(HanmpuMep, OTCYTCTBHE KOHIICHTPAIIMM HECTaOWJIBLHOTO JCHCTBYIOIIETO BEIIECTBA B
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JIEKapCTBEHHOM (opMe, YCTOMYMBOM B KHCIOH Cpele JKemylKa Yy HEKOTOPHIX CYOBEKTOB
UCCIIeIOBaHMs), HEOOX0IUMO nopaboTaTh cocTaB M (WJIM) J0opaboTaTh METOJ IMPOU3BOJCTBA
JIEKapCTBEHHOI'O MpernapaTa [yl MpeJoTBpaIleHus] Takoro 0nodapMareBTHYecKoro HeJocTaTka
JIEKapCTBEHHON ()OPMBI.

58. bonee BbICOKasi MakCUMalbHAasi SKCHO3MIMS MOXKET HaOMI0JaThCs y JIEKAPCTBEHHBIX
IpernapaToB ¢  IMPOJOHTMPOBAHHBIM  BBICBOOOXKIEHUEM  BCJIEICTBHE  BBICBOOOXKICHHS
JEHCTBYIOIIErO BEIECTBA B JKeNyJKe B TeueHUe 0oJiee MPOJOJIKUTEILHOIO NMepuoja BpeMEeHU
(HampuMep, TpU 3aMEUICHHOM OIOPOKHEHMH JKeIyAKa) C Tocienyromeil abcopOrueit
BBICBOOOKIEHHOM /103bI JICHCTBYIONIErO BEIIECTBA TOJBKO MOCIE OMOPOKHEHUS COAECPKHUMOI0
xeinyaka. IlockonbKy Takoe HenpeABUACHHOE NOBBILIEHUE SKCIIO3UIIMH IEHCTBYIOIIETO BEIIECTBA
JIEKapCTBEHHOT'O IMpernapaTa He 00yCIOBIEHO HEHAIISKATIM KadyeCTBOM 3TOT0 JIEKAPCTBEHHOTO
mpernapara, HPUBOAAIIMM K HEKOHTPOJIHMPYEMOMY BBICBOOOXKIEHUIO, TO BO HU30EKaHHUE
JUINTEIBHOTO HAaXOXKJIEHHUS JIEKapCTBEHHOIO IIpemapara B JKEIyJIKe HeoOXOAuMO JaTh
pPEKOMEHJALMM IO JO03MPOBAaHMIO 3TOr0 JIEKAPCTBEHHOI'O Ipenapara, HalpuMmep, 1o
COOTHOIIEHUIO C IIPUEMOM ITHUIIIH.

Bausinue ajaxKoroJs

59. Hekotopble nekapcTBEHHbIE (OPMBI ¢ MOAMQPHUIIMPOBAHHBIM BBICBOOOKIECHUEM IS
npreMa BHYTPh COJIEPKAT NEHCTBYIOMINE U (WJIH) BCIIOMOTATEIbHBIE BEIIECTBA, KOTOPHIE JTy4Ile
PacTBOPUMBI B CIIUPTOBBIX PaCTBOPax, 4eM B BoJie. OTHOBpeMEHHOE YIIOTpeOIeHHE alTKOTOJIbHBIX
HAMUTKOB U TaKUX JICKAPCTBEHHBIX MPENapaToB MOKET MPUBECTH K OBICTPOMY BBICBOOOKICHUIO
703bl JeWCTBYyIOHIero BemiecTBa. [Iisi Takux JeKapcTBEHHBIX (opM HEoOXOIMMO MPOBECTU
WCCIIETOBAHMS BRICBOOOKIEHUSI IEHCTBYIOIIETO BEIIECTBA i7 Vitro B CIUPTOBBIX pacTBOpax. Eciu
B TEUEHUE KOPOTKOIO BPEMEHU IpPU BBICOKUX WJIM HHU3KMX KOHLIEHTPALUAX CIUPTa WIH
MPOJOJKUTEIFHOTO BPEMEHU TMPU HU3KUX KOHIEHTPALUAX CHUpPTa OTMEUYAETCS YCKOPEHHOE
BBICBOOOK/IEHUE JICWCTBYIOIIETO BEIIECTBA in Vitro, HEOOXOIUMO U3MEHUTDH COCTaB U (MJTH) METO.I
MPOU3BOJICTBA JIEKApCTBEHHON (opMbl. TonbkO TpU HaTUYUKU OOOCHOBAHHSI TOTO, YTO
B3aMMO/ICIICTBUE JIEHCTBYIOIIETO BEIIECTBA JEKAPCTBEHHOIO IpernapaTa C ajlKOrojieMm in vitro
HEBO3MO>KHO MTPEIOTBPATUTH N3MEHEHHUEM COCTaBa | (MJTH ) METO/A IPOU3BO/ICTBA JIEKAPCTBEHHOU
(dbopMbI, 000CHOBaHUE OTCYTCTBHUS TaKOTO B3aUMOJAECMCTBHSI C aJIKOTOJIEM JJISl JIEKaPCTBEHHOIO
rpenapara pa3peraercsi IpOBOJAUTH B BUAE UCCIIEOBAHUN in ViVo.

60. [Ipn mpoBeneHWN WUCCIENOBAHHS in Vivo WHAYUHUPOBAHHOTO AJIKOTOJIEM OBICTPOTO
BBICBOOOKICHUS JI03bI JICHCTBYIOIIETO BEIISCTBA M3 JIEKAPCTBEHHOTO Mpernapara HeoOXOAMMO
CPaBHUTb CHCTEMHYIO SKCIIO3WLMIO 3TOTO JCHCTBYIOLIEro BEIIECTBA B YCJIOBHSX, KOIJa
JIEKapCTBEHHBIN MpemapaT ¢ MOAU(DUIIMPOBAHHBIM BBICBOOOKICHHEM MPUHUMACTCS YEIIOBEKOM
HAaTOIIAK COBMECTHO C 3apaHee OMPENEICHHOM 1030M aJKOTOJBHOIO HamWTKa. B oruere mo
pe3ynbTaraM HCCIeAOBaHUS HEOOXOIUMO TMPEICTAaBUTh OLECHKY KIMHHYECKONH 3HAYMMOCTH
M3MEHEHHUS TPYIIOBOTO CPEIHEro 3HAUEHUs CHCTEMHOM HKCIO3UIUHU, a TaKKe KIMHUYECKOU
3HAYUMOCTH  HAOMIOAEMBIX  HWHJIWBHUIYaNbHBIX  OTHOIICHWH  CHCTEMHOH  SKCIO3HIIMH
JEHCTBYIOIIETrO BEIECTBA JIEKAPCTBEHHOI'O Mpenapara MpH ero mpuemMe COBMECTHO C aJIKOTOJIEM
1 6€3 aIKOroJIs Y KaXKA0ro U3 CyOhEeKTOB CCIEAOBAHUS.

61. Ectu BbICOKa BEpOSITHOCTh CYIIECTBEHHOTO OBICTPOTO BBICBOOOKICHHUS JO3BI
JICHCTBYIOIIETO BEIIECTBA i1 Vivo, KOTOPYIO HEBO3MOXKHO M30€KaTh MyTeM U3MEHEHUS COCTaBa U
() Meroma TMPOU3BOJCTBA JICKAPCTBEHHOW (HOPMBI, HEOOXOAMMO TIHIATEIHHO OIEHUTH
COOTHOIIIEHUE «IOJIb3a — PUCK» JIeKapCTBEHHOTro mpemapata. MHdopmamus 06 orpaHUYeHUU
yHnoTpeOeHus ajIkorojisl B MPOTUBOIOKA3aHUAX K MPHUMEHEHUIO JIEKapCTBEHHOTO Mpenapara He
SABJISICTCS. HAJUIEXKAIle MEpOU IIPENOTBPALEHUS B3aUMOIECHCTBH JIEKAPCTBEHHOIO IIpenapara ¢
ankoronieM. MHpopMmaius o BUae B3aUMOJEHCTBUS JIEKApPCTBEHHOTO Mpernapara ¢ ajJKoroyieM U
JOJDKHA OBITH yKa3aHa B MH(GOpPMAIIMHU O JIEKapCTBEHHOM Ipernaparte (eciau Takoe B3auMOICHCTBHIE
MPUBOJUT K KIMHUYECKH 3HAUMMOMY MOTEHIMPOBAHUIO d(dexTa min BpeTHOMY CyMMapHOMY
s dekry). B uHpOpMAIIMK O JTEKApPCTBEHHOM IperapaTe TakkKe JOJKHBI ObITh yKa3aHbl WHBIC
Mepbl MPEIOCTOPOKHOCTH, CBA3aHHBIE C MPHUEMOM CIUPTOCOJEpKAIUX MpoaykToB. Ilpu
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(GOpMHPOBAHUN PETMCTPALMOHHOIO JOChE TAKOIO JIEKAPCTBEHHOrO IIpernapara B €ro CocTaB
JOJDKHBI OBITh BKJIIOUEHBI PE3YJbTAaThl aHAJIN3a PA3IMYHBIX CTPATErMi yNpaBIICHUS PUCKAMH,
CBSI3aHHBIX C IPEIOTBPALICHUEM HEKEIATEIBHOTO B3aUMOJEHCTBUS JIEKaPCTBEHHOIO Ipenapara
C QJIKOTOJIEM.

5. Ilpouue pakTopbl, BAMSAIONIAE HA PYHKIUOHATbHbIE XaPAKTEPUCTUKH JIEKAPCTBEHHOMI
¢popmbl ¢ MOANPUIPOBAHHBIM BbICBO0OOKICHHEM

[IpumeHeHMe TeKAPCTBEHHOT0 Npenapara y 0co0bIX rpyni NanueHToB

62.IIpu  pa3paboTke  JEKapCTBEHHBIX  MpemapaTtoB ¢  MOIU(UIMPOBAHHBIM
BBICBOOOXKJIEHUEM Ui TMpUeMa BHYTPb | pa3 B JeHb HEOOXOJUMO MpPUHUMATh BO BHHMAaHHE
paznuuHble pusnonorunyeckue GakTopsl (HarpuMep, BpeMs MPOX0KIASHHS MUIIH 1O KeTyJOYHO-
KHUILIEYHOMY TpakTy, 3HadeHue pH, yactoTa mpuema MUY M BUJ MHINK) y MAlMEHTOB, HE
YHOTPEOJISIONINX MUY )XKUBOTHOTO MPOUCXOXKACHHUS, I€TEH U MAIIMEHTOB MOKUJIOr0 BO3pacTa, a
TaKKe MalMeHTOB, PEryJIIPHO MPUHUMAKOIIUX AHTALIH]IbI.

Bausinne mecta BBeleHUsI (HaHeCEHH) JIEKAPCTBEHHOI'0 NPENapaTa Ha KOHIEHTPAILUI0
AeliCTBYIOLIEro BellecTBA B IJIa3Me

63. Eciiu y JekapcTBEHHOro mpemnapata C MOJU(PHUIMPOBAHHBIM BBICBOOOXKIEHUEM
MpeioiaraeTcs HECKOJIbKO MyTel BBEIEHUS UM OH MO>KET HAHOCUTHCSI Ha pa3iIM4HbIe 001acTh
T€Ja 4eJIoBeKa, TO B COCTaB PETUCTPALIMOHHOIO IOChE CIEAYET BKIIOUUTD PE3YJIbTaThl U3YUEHUS
abcopOLuu NEeNHCTBYIONIETO BEIIEeCTBA MPHU Pa3IMUHbIX MyTSAX BBEIACHHS TaKUX JIEKapCTBEHHBIX
IpernapaToB, a TAKXKe NP MpelaraéMbIX B 001Iel XapaKTepUCTUKE JIEKapCTBEHHOTO TpenapaTa
MECTax BBINOJHEHNS NHBEKIIMU WK allUIMKALUY IIIacThIpel. [l Kakqoro Mecta BBECHUS WU
aNIIIMKAIMY JIEKAPCTBEHHOTO Mpenapara ¢ MOAU(PHUIIMPOBAHHBIM BEICBOOOXKIEHUEM HEOOXOTUMO
OLICHUTH OE30MACHOCTh U MEPEHOCUMOCTh TPUMEHEHHUS JIEKaPCTBEHHOT'O IIperapara.

64. Heo0xo1uMo TNpencTaBUTh B PErHCTPALMOHHOM JIOChE PE3YJbTaThl HCCIEIOBaHU,
MOATBEP)KAAIOIIME YTO JJs JIEKAPCTBEHHBIX IMIpernapaToB B JIEKAPCTBEHHBIX (opmax
MOJU(UIIMPOBAHHOTO BHICBOOOXKICHUS C MOAKOKHBIM (BHYTPUMBILICUYHBIM) Iy TSIMH BBEICHUS U
IJIACTBIPEN TPAHCAEPMAJIBHBIX KOHILIEHTpPALMU JIEHCTBYIOIIETO BEUIECTBA B IJIa3ME OCTAIOTCS B
TEparneBTUUECKOM JMala30He IEepe] OuYEpEeIHBIM BBEIECHHUEM JIEKapCTBEHHOI'O IIpernapara
(anmuukanyen MaacTeips TPaHCAEPMAlIbHOTO), a TaKKe IPUBECTH pPE3yJbTaThl H3yUEHUs
CHMD)KEHHUS KOHILIEHTPALMK IEHCTBYIOIIETO BEIIECTBA JIEKAPCTBEHHOTO IIpenapara B Ijia3Me KpoBH,
nocJie yJaJeHus JEKapCTBEHHOIO MpernapaTa U3 MOAKOKHOTO (BHYTPHUMBIIIEYHOTO JEM0) WU
yAaJIeHUs TUIaCThIPS TPAHCAEPMAIbHOTO.

MHuorodga3zHoe BbICBOOOKIeHUE 1efiCTBYIOIIEr0 BelleCcTBA JIeKAPCTBEHHOI0 Mpenapara ¢
MOAH(PUIMPOBAHHBIM BBICBOOOKIEHUEM

65. CymiecTBYIOT JIeKapCTBEHHBIE Mpenaparsl ¢ MOAU(UIIMPOBAHHBIM BBICBOOOXKICHUEM,
KOTOpBbIE ObUIM pa3paboTaHbl UCKIIOUUTENBHO Ul TOTO, YTOOBI MPU UX OJHOKPATHOM IpUEMe
BOCIIPOM3BECTH  BBICBOOOKAEGHHE JCHCTBYIOIIEIO BEHIECTBA COOTBETCTBYIOIIEE CXEMeE
JI03UPOBAaHUSl OOBIYHOTO JICKAPCTBEHHOTO mpenapara B 3 wiu 4 mpuema B cyTKu. J[ns Takux
JIEKapCTBEHHBIX MPENapaToB ¢ MOAN(DHUIIMPOBAHHBIM BBICBOOOXKICHUEM NMPOGIIIb «IUIa3MEHHAS
KOHIICHTpALlUsl AEUCTBYIOLIETO BEUIECTBA — BPEMs» MOCIE OJHOKPATHOTO MPUMEHEHHS B CYyTKH
JOIDKEH OBITh SKBHBAJICHTHBIM TNPOMWII0 BHICBOOOKACHUS JCHCTBYIOIIETO BEIIECTBA U3
JICKApCTBEHHOTO TMperapara B JIEKapCTBEHHOH ¢opMe C OOBIYHBIM BBICBOOOKICHHEM,
NPUMEHEHHOMY B OOBIYHOM pEXHME JIO3MPOBaHHMA B TEUYEHHE CYTOK. B  ciydae
HEPKBUBAJIEHTHOCTH JIAHHBIX NMPO(UIIeH «IsTa3MEeHHAast KOHIIEHTpAIM IeHCTBYIOIIETO BEIIECTBA —
BpeMs» TpeOyeTcs MOATBEPANUTH JONOTHUTEIBHBIMU KIMHUYECKUMH JaHHBIMH COIIOCTAaBUMYIO
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s dexTuBHOCTD W (MIM) OE30MACHOCTH JIGKAPCTBEHHOTO IMperapata ¢ MOAUQPHUIIMPOBAHHBIM
BBICBOOOK/ICHHEM U JIEKAPCTBEHHOTO IIpernapaTta B 0ObIYHON JIEKapCTBEHHOU (hopme.

YBenueHne BpeMeHH HAXO0:KIeHUsI JJeKAPCTBEHHOT 0 Mpenapara B JKeJIyaKe

66. OnopoxHEeHUE JKelmylKa OT JIEKApCTBEHHOIO Ipenapara B  OJHOEIAWHUYHON
JICKapCTBCHHOMN (popMe, KOTopasi He pacnaaaeTcs B KEIyIKe, MOXKET ObITh 00Jiee MEUICHHBIM HJTH
pa3nuyaThCs MO BPEMEHU OT IMpHeMa K Mpuemy mnpemapata. JJis JeKapCTBEeHHBIX MPENapaToB C
KHIIIEYHOPACTBOPUMBIM TOKPHITHEM JICKAPCTBEHHOM (DOPMBI U OTCPOUYCHHBIM BBICBOOOMKICHHEM
3TO MPUBOAUT K HEMPEACKA3yeMbIM MOCIEACTBHUAM. ECu JIeKapCTBEHHBIN mpenapar COACPKUT
KHCIIOTOYYBCTBUTEIBHOE JCHCTBYIONIEE BEIIECTBO, M €r0 BBICBOOOXKICHUE MPOUCXOJHUT IO
OTIOPOXKHEHUS JKETMyJIKa, TO 3TO MOXKET MPUBECTH K JErpajaluud JEHCTBYIOIIETO BEIIECTBA C
oOpa3oBaHreM TpodHICH «IUTa3MEHHAsE KOHIEHTPALHS — BpEMs», KOTOpPbIE HE OTpPa)karoT
peanbHbI Tporiecc abCcopOIMU W DIIMMHUHAIMU JCHCTBYIONIETO BEHIECTBA JIGKAPCTBEHHOTO
npermapata. Kpome Toro, BBICBOOOXKICHHE JCHCTBYIOIIEIO BEIIECTBA MOXKET 3HAYHUTEIBHO
3aMeISIThCSl BCIECACTBHE JJIMTEIBHOTO HAXOXKIEHUs B kemyake. [loaToMmy mepuon BpeMeHU
otOopa 00pa3oB B UCCIAEAOBAHUAX JOJIKEH OBITh TIOI00paH TAKUM 00Pa30M, 9YTOOBI OH IMTO3BOJISLII:

MOJIyYUTh HU3MEpsSeMble KOHIICHTPAIIUU ACHCTBYIOMIETO BEIIECTBA (C YYETOM HE TOJBKO
MepHoJia TOJTYBBIBEICHUS JICHCTBYIOIIETO BEIIECTBA, HO M BO3MOYKHOTO BO3HHKHOBEHHS TOTO
s dexra);

OIHCaTh B OTYETE 00 WCCIEAOBAHUU BIIMSHHUE 3aMEJICHHOTO OIOPOXHECHHS JKelyJIKa Ha
MPOLIECC BBICBOOOXKIEHUS JCHCTBYIOIIErO BEMIECTBA U3 JIEKAPCTBEHHOTO TIperapara ¢
MOAUGUIIUPOBAHHBIM BEICBOOOKICHUEM.

6. TepaneBTHYECKHE UCCJIEIOBAHNS JEKAPCTBEHHBIX MPENapaToB ¢ MOAU(PUIMPOBAHHBIM
BBICBOOOKIEeHHEM

67. Eciiu pa3zpaboTka JeKapCTBEHHBIX (OpM C MOAU(DUIIMPOBAHHBIM BBICBOOOXKIEHUEM
BBITIOJIHSIETCS TIOCJE Pa3pabdOTKU JIEKapCTBEHHOW (OPMBI ¢ OOBIYHBIM BBICBOOOXKICHHUEM H B
nporpaMMe pa3pabOTKe U PErHCTPAllMOHHOM JIOChE JICKAPCTBEHHBIX IPENapaTtoB C
MOU(PUIIMPOBAHHBIM BBHICBOOOKICHHEM HE MPEACTABIECHO HaJjIekaliee 000CHOBaHUE OTKa3a OT
MIPOBE/ICHUS] CPABHUTENBHBIX UCCIICIOBAHUH, B JOMOIHEHHE K (PApMaKOKMHETHYECKUM JaHHbIM,
HEOOXOIUMO TPEJCTaBUTh JAaHHbIE CPAaBHUTEIbHOW KIMHUYECKOW dS(QexkTuBHOCTH U
0e30macHOCTH JIeKapCTBEHHOro mnpemnapara. llockonbky 3¢ddexruBHOCTs U 0€30macHOCTb
JIEKapCTBEHHBIX MPENapaToB B JIEKAPCTBEHHOU (opMe ¢ OOBIYHBIM BHICBOOOXKIEHUEM U3BECTHBI,
OCHOBHOH 3a/1a4ell Takoro CpaBHEHUS KIMHUYECKOH 3(dekTuBHOCTH M 0€30MacHOCTH JABYX
JIEKapCTBEHHBIX (POPM SBISIETCS MOATBEPXKACHHUE TOTO, YTO HOBas JeKapcTBeHHas (opma c
MOIUGUIMPOBAHHBIM  BBICBOOOXKACHHEM Tak ke Oe3omacHa W 3¢ ¢deKTuBHA, Kak H
3apeTUCTPUPOBAHHAS JICKapCTBEHHass ¢GopMa HEeMOAU(UIIMPOBAHHOTO BBICBOOOXKICHHSI. B
nporpaMMme pa3pabOTKU U PETUCTPAIIMOHHOM JOChE HEOOXOIUMO TMPE/ICTaBUTh CBEACHHUS H
JaHHbIE  TMOJATBEPXKIAIOLIME  WJIM  OOOCHOBBIBAIOIIUE  JIOMOJHUTENIbHBIE  3asBIICHHBIC
MIPEUMYIIECTBA JIEKAPCTBEHHOM (HOPMBI MOTU(DHUIIMPOBAHHOTO BEICBOOOKICHHS.

68. B HCKITIOUNTENBHBIX CIIy4asX €CIM OICHKa 3aBUCUMOCTU «KOHIEHTpauus — 3hdexT»
YKa3bIBaeT Ha TO, YTO CYIIECTBYET YeTKas 3aBUCHUMOCTb MEXIY IJIa3MEHHOH KOHIIeHTpauuei
JIEHCTBYIOIIETO BeIlIecTBa (aKTUBHOTO MeTabonuTa (METa0OJMTOB)) W KIMHUYECKHUM OTBETOM,
KIMHUYECKUE UCCIIEIOBAaHUS IOITYCKaeTCs He POBOANTE. B 3TOM citydae moaATBEpIUTH TY K€ WIH
VAYUYIIEHHYI0  cTeneHb  d(PeKkTHBHOCTH W 0€30MacHOCTH  MOXKHO — pe3ysibTaTaMHu
(bapMaKOKHHETHUYECKO-(apMaKOIMHAMUYECKIX UCCIIeIOBAaHUM.

69.Ilpu omneHke ¢apMaKOKHHETHYECKO-(PapMaKOIMHAMUYECKON 3aBUCHUMOCTH  JUISI
JICKApCTBEHHBIX MPENapaToB ¢ MOAU(PHUIMPOBAHHBIM BBICBOOOXKJICHHEM HEOOXOIUMO OLICHUTH
pasnuyuus BO BIUSHUU Ha 3PEKTUBHOCTh U O€30MaCHOCTH JIEKAPCTBEHHOTO MpernapaTa B JaHHOM
JIeKapCTBEHHOH ¢opmMe U B 0ObIUHOW (HEMOAM(DHUUIMPOBAHHON) JIeKapcCTBEHHOW (opme,
00YyCIJIOBJICHHBIE PA3IMYUSIMUA B CKOPOCTH a0COpOIIUU TEUCTBYIOIIETO BEIIeCTBa U (PIIyKTyaIusx
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KOHIICHTPAllMd  JCHCTBYIOMIETO  BemiecTBa.  HeoOXoauMo  yCTaHOBHTH  3aBUCHMOCTH
«KOHIIEHTpanusi — dPPEKT» U ONPEACTUTh CTATUCTUYECKYI0 U KIMHHUYECKYI0 3HAYUMOCTh
pasauanii Mex 1y po(UIIMHU «PaBHOBECHAS KOHIICHTPALIHS — BPEMS» JUTS pEKHMa TPUMCEHCHHS
JIEKapCTBEHHOTO TIpemapaTta C MOJU(PHUIMPOBAHHBIM BBICBOOOXKICHHEM U Uil peXKUMa
MPUMEHECHHSI 3apPETUCTPUPOBAHHOTO JICKAPCTBEHHOIO Tperapara B JICKApCTBEHHOH (opme ¢
OObIYHBIM  BBICBOOOXKIeHHMEM.  HeoOxomuMo  Takke  HCCIEAOBAaTb  MEPEHOCHUMOCTH
TEPANeBTHUCCKUX U TOKCHUYSCKHUX IPPEKTOB, 00YCIOBICHHBIX JKCIIO3HUIMEH, KOHIICHTPAIUCH,
CKOPOCTBIO abcopO1uu 1 QIryKTyanuen JeCTBYIOMIETO BEMIECTBA.

OTka3 oT NpoBeAeHUA TepaNeBTHYECKUX UCCIAeT0BAHN I

70. TepaneBTHUYECKHE HCCICIOBAHUSA pa3peliaeTcss HE NPOBOJIUTh, B CIy4yae €CiH
BBITTOJTHSICTCS 110 MEHBIICH MEepPE OHO U3 CICIYIOIINX YCIOBHIA:

a) IOATBEepXkK/IeHa OMO3KBUBAJICHTHOCTh PEEPEHTHOrO U HCCIEIyeMOro MpenapaToB IO
dhapmakokuHeTHYeCKUM mapaMeTpaM Cmax,ss, Cmingss © AUC(0-1)ss IJISI HOBOTO JICKAPCTBEHHOTO
mnpemapata ¢ MOIU(DUIIMPOBAHHBIM BBICBOOOXKICHHEM pPa3pabOTAHHOTO C IEIbI0 WUMHUTAINH
(YHKIIMOHATBHBIX ~ XapaKTEPUCTUK JIEKAPCTBEHHOTO Tpernapara C JAPYTUM MEXaHU3MOM
BBICBOOOXKIICHHSI W €ro peXuma J03MpOBaHUS (HAmpuMmep, B JIEKApCTBEHHOH Qopme c
MyJIbCUPYIOIUM MHOTO(A3HBIM BBICBOOOXKICHHEM, COJEpKAIIeld TMeJIeThl (TPaHyJbl) C
Pa3IUYHBIM BPEMEHEM BBICBOOOXKICHHS);

0) moATBepK/IeHa OMOAKBUBAJICHTHOCTh PEPEPEHTHOTO M HCCIIEIYEMOTO IpenapaToB IO
dhapmakokuHeTHYeCKUM MapaMeTpaM Cmax,ss, Cminyss 1 AUC(0-1)ss, (HECMOTpST Ha pa3audusi B
rpaduuecKoM BUAE MPOQHIIs «IUIa3MEHHasi KOHIICHTPALUS — BPEMS»), €CIIM MOKHO 000CHOBATh
(Ha OCHOBAaHMM aHAJIM3a 3aBUCUMOCTH «IKCIO3UIINS — OTBET» U MPpoduiis «popma — OTBET»), UTO
pasnuune B BUJE Npoduis He 3HAYMMO A7 3PPEKTUBHOCTH U OE30MACHOCTU JEKAPCTBEHHOTO
npernapara;

B) JUISI JISKQPCTBEHHOTO Mperapara yCTaHOBJICHO COUYETAaHHE CIEAYIOUINX YCIOBUIL:

CYIIIECTBYET YETKO BBIPAKEHHOE TEPANIEBTUUECKOE OKHO 0€30MmacHOCTH U 3(PHEeKTUBHOCTH
JICKapCTBEHHOTO Mperapara;

W3BECTHO, YTO CKOPOCTh TOCTYIJICHHS JICHCTBYIOIIETO BEIIECTBA JIEKAPCTBEHHOTO
npernapara B CHCTEMHBIM KPOBOTOK HE BIMAET Ha ero npoduis 6e3omacHocTd 1 3 (HEKTUBHOCTH,
a TaKk)Ke PUCK Pa3BUTHS TOJICPAHTHOCTH K JIEKAPCTBEHHOMY ITIperapary,

MOJTBEPXk/IeHAa OMOIKBHBAJICHTHOCTh PE(PEPEeHTHOr0 M HUCCIEAYEMOro IpenapaToB IO
dhapmakokuHeTndeckomy mapameTpy AUC o-t)ss;

yCTaHOBNIEHO, YTO Cmaxss HOBOTO JIEKAPCTBEHHOTO Ipernapara ¢ MOJU(PHUIMPOBAHHBIM
BBICBOOOXKIICHEM MEHBIIEC MU AKBUBAICHTHA Cmax,ss 3aPETUCTPUPOBAHHOTO JIEKAPCTBEHHOTO
npemapata, Torga Kak M Cmings JIGKQPCTBEHHOTO TMpemapara ¢ MOAU(PUIIMPOBAHHBIM
BBICBOOOXKIICHHEM BBIIIE WM SKBUBAJICHTHA Cringss 3apETUCTPUPOBAHHOTO JIEKAPCTBEHHOTO
npernapara.

IliianupoBaHue TepaneBTUYECKUX MCCJIEI0BAHUNM

71. CpaBHUTEbHBIE WCCIIECAOBAHUS JICKAPCTBEHHOIO Ipernapara ¢ MOIUGHUIIMPOBAHHBIM
BBICBOOOXKICHHEM HEOOXOIUMO HaJUIeKANIMM 00pa3oM IUIAHUPOBATh W MPOBECTH IS OIICHKH
HHTCHCUBHOCTH W HPOAOJLDKUTCIBHOCTH TCPANICBTUYCCKOI'O 3(1)(1)CKT3. U HEXKCIATCIbHBIX
3(PEeKTOB JTEKapCTBEHHOTO Mpenapara ¢ MOIu(GUIIMPOBAHHBIM BRICBOOOKIEHUEM T10 CPABHEHUIO
C 3aperuCTPUPOBAHHBIM JIEKAPCTBEHHBIM IIperapaToM ¢ OOBIYHBIM BBICBOOOXKIECHHEM. B
UCCIICIOBAHMSIX HEOOXOAMMO YCTaHOBHTH KJIMHUYECKH 3HAUYMMOE TPEHMYIIECTBO HOBOTO
JICKApCTBCHHOI'O IMpfcIiapara C MOI[I/I(bI/II_[I/IpOBaHHBIM BBICBOGO)K,Z[GHI/IGM II0 OTHOIICHHIO K
3apETUCTPUPOBAHHOMY JICKQPCTBEHHOMY IIperapary B JICKApCTBEHHOH ¢GopMe C OOBIYHBIM
BBICBOOOKJICHUEM, €CJIH 3asBJICHBI MOJOOHBIE CBOMCTBA. [IpW TUTAaHUPOBAHWU WCCIIEOBAHMIA
HEOOXOAMMO YUECTh Clieytonue (hakTophI:
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a) pu orieHKe 3(HPEKTUBHOCTU U OE30MACHOCTH OIPEICIICHHBIX TePANIEeBTUUECKUX KJIaCCOB
JICKApCTBEHHBIX CPEJICTB MPEIyCMOTPETh BBIMOJHEHHE OLEHKU 3()(EKTOB JIEKapCTBEHHOTO
npemnapata ¢ MOAW(UIMPOBAHHBIM BBHICBOOOXK/IEHHEM B TeueHHEe 24 yacoB MoOcje IpUeMa H,
OT/ENbHO, B KOHIIE HHTEpBaJIa MEXy IPUEMOM OUYEPEAHOM 036l (HalpuMep, IPH UCCIEA0BAaHUH
aHAJIbTETUYECKUX  CPEJICTB  OLEHKY  BBIPAXEHHOCTH OONM, CBSA3aHHOM C  moTepei
(bapMaKoIIOTH4eCKOT0 KOHTPOJIS 60IN);

0) mpu OIlEHKE HECKONMbKUX J((PEKTOB JEKAPCTBEHHBIX TMPEMapaToB, HMEIOIINX
OTJIMYAIOIINECS TIOPOTOBBIE 103bI:

TEeparneBTHUECKOe JEWCTBHE JOJDKHO KOJMYECTBEHHO OLIEHHMBAaThCS HA OCHOBE
(hapMakoIMHAMUYECKUX WU KIMHUYECKUX Y(D(PEKTOB JIEKApCTBEHHBIX MPEMapaTOB, MPUHSATHIX B
KayecTBE KpUTEpUEB OILIEHKU 3PGEKTUBHOCTH JIJIsl pacCMaTpHUBAEMOT0 TEPareBTUYECKOTO Kiacca
JICKapCTBEHHBIX CPE/ICTB;

AKCTPAIOJISIIHS TToKazaresel 3 (HEKTUBHOCTH U 6€30MaCHOCTH JICKAPCTBEHHOTO TIpenapara
C MOJU(HUIMPOBAHHBIM BBICBOOOXIECHHEM Ha HEHMCCIIEJOBAHHBIC IMOKA3aHUS JOMYCKAeTCs B
HCKJTFOYMTENIBHBIX CITydassX (€ciM OoHa HaJIeKaluM 00pa3oM OOOCHOBAaHA 3asBUTENEM) TIPH
HATMYUU OJUHAKOBOTO MEXaHHW3Ma JIEHCTBHUS JICKAPCTBEHHOTO CPEACTBA B JAHHOW TpYIINe
MOKa3aHUM K MPUMEHEHHUIO;

HEOOXOJMMO  BBIIOJHUTH  HCCIEAOBAaHUS  O€30macHOCTM B ChyyasX, KoOrja
MPOJIOHTUPOBAHHOE TEPANEeBTUUECKOE JIEHCTBUE MOXKET YXYIIIaTh MNpopuib Oe30MacHOCTH
JIEKapCTBEHHOTO TIperapaTa npu ATUTEIILHOM MPUMEHEHUH.

72. KnuHu4yeckue HCCleNOBaHus, B KOTOPBIX YCTAHABIMBAETCA PABEHCTBO 3KCIO3WULIHM
JCWCTBYIOIIEr0  BEIIEeCTBA  IOCJIE€  NPUMEHEHHMs  JICKapCTBEHHOrO  Ipemapata ¢
MOIU(PUIIMPOBAHHBIM BHICBOOOXKIEHUEM U JIEKAPCTBEHHOT'O IperapaTa B JeKapCTBEHHOH (opme
C OOBIYHBIM BBICBOOOXKICHHEM, MOTYT OBITH MPOBEACHBI JUIS TOATBEP)KIACHUS HE MEHbIICH
TepaneBTHUecKol dS()(PEKTUBHOCTH WM HSKBUBAJICHTHOCTH JIEKapCTBEHHOI'O Ipemapara ¢
MOIUGUIMPOBAHHBIM BBICBOOOXAeHUEM. [IpM IUIaHMpOBaHMKM W aHaAIW3e JIOOO0ro BUIA
KJIMHUYECKUX HCCIIEeIOBaHUI ClleAyeT Y4YUTHIBATh YKa3aHWs PYKOBOJCTBA MO MPHHIIMIIAM
MPUMEHEHHUSI OMOCTATHCTUKM B KIMHUYECKHX HCCICIOBAHUSAX, MpPUHUMaeMoro EBpasuiickoii
SKOHOMHUYECKON KOMUCCHEH.

73. Ilpu cpaBHEHMH HCCIEIYEMOTrO JIEKAPCTBEHHOrO TMpemnapara ¢ MOAU(HUIIMPOBAHHBIM
BBICBOOOKJIEHHEM C  pedepeHTHBIM  JIGKQpCTBEHHBIM  MIpemaparoM  BbIOOp  BHjA
(hapMakoIMHAMUYECKUX WM KIMHUYECKUX HCCIENOBaHUN (MCCIeI0BaHue AJIs MOATBEPKICHUS
SKBHUBAJIEHTHOCTH WJIM HUCCIEIOBAaHUE HE MeHbIleH 3(h(PEeKTUBHOCTH) OMpeNeNseTcs UCX0sd U3
BuZa oueHuBaemoro s¢ddexkra unu mnokazatens Oe3zomacHoctu. Ecnum sddexktuBHOCTE M
0€301MMacHOCTh JIEKaPCTBEHHOI'O Mpernapara TECHO CBSI3aHbI MeXy c000i, He0OX0IUMMO MPOBECTU
WCCIICIOBAaHMsI SKBHUBAJCHTHOCTU JJIsI TOATBEPXKACHUS TOrO, UYTO ucchenyembiii sddekr
HAXOJUTCs B MpeJieax rpaHull IKBUBaJieHTHOCTU. Ecnu He mpeanonaraercs, 4To 0€30MacHOCTh
HCCIIEyeMOT0 JIKapCTBEHHOTO Ipernapara ¢ MOAU(DUIMPOBAHHBIM BBICBOOOXKICHHEM H
pedepeHTHOTO JIeKapCTBEHHOTO TMperapaTta B OOBIYHON JiekapcTBeHHOW (opme Oyaer
pa3nuyathCs, TO JOMYCKAeTCs H3YYUTh TOJNBKO TMOKazarenu dS()(PEKTUBHOCTH, BBIOJHUB
HCCIeI0BaHMS HE MEHBIEH 2 (HEKTUBHOCTH.

74. Bo160p Buaa HEOOXOAUMBIX HCCIEIOBAHUIN 3aBUCHUT OT CJICAYIOUINX (PaKTOPOB:

BO3MO>XHOCTH OIpEIEICHHS COOTBETCTBYIOLIUX (DapMaKOIMHAMUYECKUX KOHEUHBIX TOYEK;

HAIW4YUs JAHHBIX O 3aBUCHUMOCTH MeEXIy (apMakoJIWHAMUYECKUMHU MapKepaMu U
KIIMHAYECKOH 3(P(PEKTUBHOCTHIO JICKAPCTBEHHOTO TIpernapara;

BO3MOYKHOCTH 00€CIIEUNTh HEOOXOJUMYIO UyBCTBUTEIBHOCTh aHAIIN3A;

BO3MOXXHOCTH ONpENENeHHUs] TpaHULl HE MEHbIIeH d3(PQPEKTUBHOCTH WIM TPaHUIL
SKBHBAJIEHTHOCTH.

75.B Takue WCCIeIOBaHWS DSKBUBAJICHTHOCTH H HE MeHbIed 3(PQPeKTHBHOCTH,
JOMIOJTHUTEIBHO K IPUEMY JIEKApCTBEHHOTO IpenapaTa ¢ MOAU(PHUIIMPOBAHHBIM BEICBOOOXKIEHUEM
U JIEKapCTBEHHOT'O Iperapara B JIEKapCTBEHHOI (opMe ¢ OOBIYHBIM BBICBOOOKICHHEM, MOXKET
BKJIIOYATbCS TpUEM Ipermapara Iuianebo. BximroueHwe B HCclenoBaHHE Iepuoja Mpuema
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mpernapara Iutanedo WM JIEKApCTBEHHOro IpenapaTa B MEHbIIEH [03€ 0053aTelIbHO, €CIH
HEBO3MOKHO 00€CIIeUUTh HEOOXOIUMYIO YyBCTBUTEIHHOCTD aHAIN3A.

76. B nporpaMMy KJIMHMYECKOI'O MCCIIEOBAHUSA U OTYET IO Pe3yjbTaTaM HCCIEI0BaHMS
HE00XOIMMO JONOJHUTENBHO BKIIOYUTD pa3fell 1Mo BbIOOpY M 00OCHOBAHMIO yCTAHABINBAEMBIX
IpaHUI] S5KBUBAICHTHOCTH WU HE MEHbIEH 3(PEKTUBHOCTH HE3aBUCUMO OT TOTO, OCHOBAHA JIU
BbIOpaHHAs KOHEYHAs TOYKA MCCIEJOBAaHUS Ha (DapMaKOIMHAMUYECKOM WIIM KIMHHUYECKOM
nokasarere.

77. Eciu y ilekapCTBEHHOTO IpenapaTa ¢ MOAU(PHUIMPOBAaHHBIM BBICBOOOKICHUEM UMEETCS
[OKa3aHWe K IPUMEHEHHIO, OTJIMYaIoUleecs OT IMOKa3aHUs y JIEKAPCTBEHHOro Ipemnapara c
OOBIYHBIM BBICBOOOKICHUEM, B IPOrpaMMe KIIMHUYECKUX UCCIIEI0BaHUI HEOOXOIMMO TPUBECTH
OLIEHKY COOTBETCTBMSI aKTaM, BXOZAIMM B mpaBo Coro3a, a Takke€ COBPEMEHHOMY COCTOSIHUIO
HAYYHBIX UCCIIEIOBAaHM MOJ0OHOTO POAa.

78. Ecnum  nmekapCTBEHHBIM — TpemapaT  BBIMycKaeTcss B (GoOpMe  IUIACTBIPS  C
MOJIUGUIIMPOBAHHBIM BBICBOOOXKJICHHEM WM B (OpME MHBEKIIMOHHOIO Jemo-Ipernapara,
HEOOXOIMMO HCCIIeIOBaTh OE€30MacHOCTh €r0 MECTHOro NnpuMeHeHHs. HeoOXoauMo OIeHHTH
0€30MaCHOCTh OCTaTOYHBIX KOJIMYECTB JACUCTBYIOLIETO BEIIECTBA MIACTHIPS MOCTE €ro YAaICHHs,
C TOYKHU 3pEHUS UX MOTEHLUAIBHOIO0 HENPAaBUIBHOTO IPUMEHEHHSI U BO3JIEHCTBHS OKPYKAIOLIYIO
cpeny (3KOJIOTUYECKUE PUCKH).

79. 3asBasieMoe TPEMMYIIECTBO JICKAPCTBEHHOI'O TMperapata ¢ MOAUPUIIMPOBAHHBIM
BBICBOOOXKJICHEM II0 CPAaBHEHHUIO C JIEKAPCTBEHHOW (HOopMOii OOBIYHOTO BBICBOOOXKICHHS
HEOOXOAMMO  TMOATBEPAUTh IOCPEICTBOM  MPOBEAEHUS  KIMHMYECKUX  HCCIIEAOBAaHUIA.
[InanupoBaHME TaKUX HUCCIECJOBAHUM [OJKHO IIPOBOAMTHCS C YUETOM YKa3aHMM Hay4HBIX
PYKOBOJICTB B COOTBETCTBYIOIIEH 00JIaCTH MEAULIMHBL.

80. Ecnmu 1y jnekapcTBEHHOro mpemnapata ¢ MOAU(MUIIMPOBAHHBIM BBICBOOOXKICHHEM
3asBIISICTCA MEHbIEE KOJUYECTBO CHUCTEMHBIX HEKEJIATENIbHBIX PpEakUUi 10 CPaBHEHHUIO C
JICKApCTBEHHBIM TPEnapaToM B JIEKapCTBEHHOW (opme ¢ OOBIYHBIM BBICBOOOXKACHUEM, 3TO
HE00XO0UMO MOJTBEPIUTH COOTBETCTBYIOIIUMU UCCIIEJOBAHUSIMHU.

VI. JlekapcTBeHHbIe (popMbI ¢ MOAU(PUIIUPOBAHHBIM BbICBO0OKICHHEM, CPABHUBAaEMBbIE €
3aperucTPUPOBAHHOM JIeKAPCTBEeHHOM popMoii ¢ MOIU(MUIUPOBAHHBIM BbBICBO0OKIEHHEM

1. O01Me moJj1oKeHus

81. B oTHOLIEHNH JIEKapCTBEHHBIX (OPM Ul IIpUeMa BHYTPb PEKOMEH]YyETCsl IIPOBOAUTH
UCCIIeI0BaHMsI UX OMOIKBUBAJICHTHOCTH ITyTEM CPaBHEHHUS 2 aHAJIIOTUYHBIX JICKAPCTBEHHBIX (OpPM
(uccnemyemoit u  pedepentHoi). BocmpouwsBeneHHBIH  JIEKApCTBEHHBIM  Mpermapar ¢
MOJU(UIIMPOBAHHBIM BEICBOOOX/IEHUEM HEOOXOJMMO CPAaBHUTH C pe)epEeHTHBIM JIEKAPCTBEHHBIM
nmpenapaTtoM ¢ MOJIU(DHUIIUPOBAHHBIM BBICBOOOKICHHEM, WJIH C JO3UPOBKOW pPePEepeHTHOTrO
JICKApCTBEHHOTO TMperapara B JIEKapCTBEHHOH (¢opMe C OOBIYHBIM BBICBOOOKICHHEM,
ABJISIOIIEHCS PACIIMPEHUEM JTMHEWKH TO3UPOBOK, Il KOTOPOH 3asBIsieTCsd OMOIKBUBAJIEHTHOCTb.
OOmue ykazaHuss TO pa3pabOTKe MPOTpaMMbl, IMPOBEACHUIO, OIEHKE M OTYETHOCTH 00
UCCIIEIOBAaHUSIX  OMOPKBUBAJIEHTHOCTH  BOCHPOM3BEACHHBIX JIEKAPCTBEHHBIX IIPENapaTos,
IPUBEJCHHbIE B OCHOBHOM Tekcte IIpaBui mpoBefeHus UCCleI0BaHHM OMOIKBHBAJICHTHOCTH,
TAaKKe NPUMEHHMBl K MCCIEIOBAHUAM OMOIKBHUBAJIEHTHOCTU JIEKAPCTBEHHBIX (OPM C
MOJU(UIIMPOBAHHBIM BBICBOOOXKIeHHEeM. CrierupruecKue aceKThl 1JIs JIEKapCTBEHHBIX (OpM ¢
MOJU(GUIMPOBAHHBIM BBICBOOOXKIEHHEM, IIPUBEAEHBI B HACTOSILEM pa3/elie.

82.Ecnmu 2 mpemapara B OJMHAKOBOM JIEKapCTBEHHOW (opme paznuyarorcss 10
BCIIOMOTaTENIbHBIM BELIECTBAM UJIM MEXaHU3MY, KOHTPOJIUPYIOIEMY BBICBOOOKAECHUE, UX MOXKHO
MPU3HATH BOCIPOU3BEJICHHBIMH, €CIM OHU OMOAPKBUBAJIECHTHBI in Vivo TIOCIE OIHOKPATHOTO
[IpHeMa HaTOIaK U MOcJIe IpUeMa MUILH, a TaKXKe, IPU HEOOXOJUMOCTH, 11OCIE MHOIOKPaTHOTO
BBEJICHU.

83. B cimydae ecim coOII0/IEHBI KpUTEpUU OMOBEHBepa ISl JOTIOJHUTEIBHBIX TO3HPOBOK
JICKapCTBEHHOTO Tpenapata ¢ MOAU(DUIMPOBAHHBIM BBICBOOOXKICHHEM W IMOJITBEPKIACHUE
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OMOPKBUBAJIEHTHOCTH MPOBOJUTCS TOJBKO JIJISl OAHOM J03UPOBKU JIEKAPCTBEHHOTO IperapaTa ¢
MOIU(DHUIIMPOBAHHBIM  BBICBOOOKIACHHEM, HEOOXOJUMO BBHINIOTHUTH CICAYIOUIMH  00beM
HUCCIIETOBAHUN:

a) eciu dapMakoKUHETHKAa  pedepeHTHOro  JIGKAPCTBEHHOTO npenapara ¢
MOAUGUIIMPOBAHHBIM BBICBOOOXKICHUEM SIBJISICTCS JIMHEWHOM, NJII CAaMOM BBICOKOM JTO3MPOBKH
BOCIIPOU3BEJICHHOTO JICKAPCTBEHHOTO TMpermapaTa ¢ MOAU(DHUIIMPOBAHHBIM BBICBOOOKICHUEM
HE00XO0IUMO BBITIOJHUTH UCCIEA0BAaHUS C OJHOKPATHBIM U MHOTOKPATHBIM JI03UPOBaHHEM;

0)ecnmn  ¢dapMakOKMHETHKAa  pedepeHTHOro  JIGKAPCTBEHHOrO  Ipemapara ¢
MOIU(PUIIMPOBAHHBIM BBICBOOOXKICHUEM HEJIMHEHHAs — UCCIIeI0BaHUs HEOOXO0AUMO MPOBOIUTE C
J03UPOBKOM, obOecneunBaronield HauOONBIIYI0 UYyBCTBUTEIBHOCTh MeToAa. Bwibop s
MCCIIETOBaHMS MEHBIIIEH J03UPOBKH JIEKAPCTBEHHOT'O Mpenapara MOXkKeT ObITh 000CHOBAH B LIETISAX
obecrniedeHrs 0€30MaCHOCTH MPUMEHEHUS JICKAPCTBEHHOTO Mpernapara.

84. Kak mpaBWiio, HCCIEIOBaHUS BOCIPOM3BEICHHOIO JIEKAPCTBEHHOTO IMpenapara ¢
MOAU(PHUIIMPOBAHHBIM BEICBOOOKIEHUEM ITPOBOISATCS C y4aCTHEM 3I0POBBIX T0OpOBOJBIEB. Eciin
JUIS  KakoW-InO0 M3  JO3UPOBOK  BOCIPOU3BEACHHOIO JIEKAPCTBEHHOIO Ipemapara ¢
MOIU(DHUIIMPOBAHHBIM BBICBOOOXKICHHEM HEBO3MOXXHO IIPOBECTH HCCIEAOBAaHUS C Y4acTHEM
3JI0pPOBBIX JOOPOBOJIBLIEB B CBSI3U C HEOE30MACHOCTHIO TAKUX MCCIIEAOBAHUN, UX BBIMOJHAIOT C
y4acTHeM TAalueHTOB. [Ipu 3TOM TNPEANOYTHUTENLHO TMPOBECTH UCCIEIOBAHHS KaK C
OJTHOKPATHBIM, TaK 1 MHOTOKPATHBIM JJO3UPOBAHUEM JIEKAPCTBEHHOT'O Mpernapara B COOTBETCTBUU
C MPUBEICHHBIMU HWXE yKazaHusMu. Eciu mpoBeneHne ucciaeoBaHui ¢ y4acTHeM MaIleHTOB
HENpHEeMJIEMO, TO TaKHe MHCCIEIOBaHUS MOTYT OBbITh 3aMEHEHbl HCCIEJOBAHUSIMHU C
MHOTOKPATHBIM  JIO3UPOBAHMEM  JICKQPCTBEHHOTO Mpemapara ¢  MOAU(PUIIMPOBAHHBIM
BBICBOOOKICHUEM Y 3/I0POBBIX I0OPOBOJIBIIEB.

85. Ecnmm juisi eKapcTBEHHOTO TMpemnapara ¢ MOAU(PHUIMPOBAHHBIM BBICBOOOKICHHEM
BBIMIOJHSIOTCA ~ KPUTEPUU  BBIOOpAa  KpallHUX  BapUaHTOB, Uil  MOATBEPXKIACHUS
OMOPKBHUBAJIGHTHOCTU i 2 JO3UPOBOK BOCIPOM3BEIECHHOTO JIEKAPCTBEHHOI'O MpermapaTra ¢
MOAU(DUIIMPOBAHHBIM  BBICBOOOXK/IEHHEM, BBIOpAHHBIX B KadecTBe KpailHUX BapUaHTOB,
HE00XO0IUMO:

MIPOBECTU HUCCIEOBaHHEe HauOONbIIEH JIO3UPOBKU JIEKAPCTBEHHOTO Ipernapara ¢
MOIU(DHUIIMPOBAHHBIM BHICBOOOKICHHEM C YYaCcTHEM MAIMEHTOB U MCCIEAOBaHUE HAUMEHBIIICH
JO3UPOBKHU JIEKAPCTBEHHOTO Mpenapara ¢ MoAU(GpUIIMPOBAHHBIM BHICBOOOXKIEHUEM — C YUaCTHEM
3JI0POBBIX JOOPOBOJIBIIEB;

BBITIOJTHUTH OIIEHKY Npoduieil pacTBOPEHHs] CPAaBHUBAEMbIX JO3HPOBOK JIEKAPCTBEHHOIO
npemnapaTta ¢ MOAU(PUIIMPOBAHHBIM BHICBOOOKICHUEM H JIMHEHHOCTH MX (PapMaKOKMHETUYECKUX
MapaMeTpoB U OMPENEIUTh HanboJiee YyBCTBUTEIBbHYIO JO3UPOBKY JIEKApPCTBEHHOTO Mpernapara
coryacHo nofapasnaeny 7 pasaena I [TpaBun npoBeneHus uccnea0BaHus OMOIKBUBAIICHTHOCTH.

86. Paznuuus, oOHapyXEHHbIE B paMKaxX HCCICIOBAHWUN JIEKAPCTBEHHBIX IPENapaTos,
00yCIIOBJICHHBIC B3aMMOJICHCTBHEM JICKAPCTBEHHBIX NIPEMapaToB C MUIICH, YKa3bIBAIOT Ha
paznuuus  MEXIy OTHUMM JIEKApCTBEHHBIMHM TIperaparaMd HE IO3BOJIAIOIIME CUYUTATh
UCCIIeTyEeMbIi JIEKapCTBEHHBIN MperapaTr BOCIPOU3BEICHHBIM MO OTHOIICHHIO K pe)epeHTHOMY
JeKapcTBEHHOMY mpemapaTy. Ecium OHOSKBUBAJIEHTHOCTh JIEKAPCTBEHHBIX  IPEMapaToB
MOATBEPKJICHA MPU €ro MPUMEHEHHH B COOTBETCTBHH C YCJIOBHSIMH, YKa3aHHBIMH B OOIICH
XapaKTEePUCTHKE JIEKAPCTBEHHOTO IMpenapara, KOTOpble MO3BOJIAIOT YMEHBIIUTh BIUSHUE MHUIIN
Ha OnodapmanieBTHYECKHE CBOMCTBA JIEKAPCTBEHHOT'O Ipernapara, HO 3Ty OMO3KBUBAJIEHTHOCTD
JIEKapCTBEHHBIX MPENapaToB HENb3s MOATBEPAUTH B YCIOBHSIX MpPUEMa OTIMYHBIX OT YCIOBHIA,
YKa3aHHBIX B OOIIEH XapaKTEepHCTHUKE JIEKAPCTBEHHOI'O IIpermapara, TO HCCIEAYEMBbIid
JIEKapCTBEHHBI  IpemapaT HE  COOTBETCTBYET  TpPeOOBAHUSAM,  MPEABABISAEMBIM K
BOCIIPOU3BEICHHOMY JICKQPCTBEHHOMY IIpemapaTy, HO MOXET OBbITh JOMYIIEH K PETUCTPAllUU B
KauecTBE TMOPUHOTO JIEKAPCTBEHHOI'O MIperapara.

[Tpu Hanuuuu B mporpamMme GapMareBTHIECKON pa3paboTKH JIEKapCTBEHHOTO TIperapara u
PETUCTPALIMOHHOM JIOChE JIEKapCTBEHHOIO IIpenapara HaydyHOro OOOCHOBaHMSI OTKa3a OT
MPOBEJICHUST YaCTH HCCIIECIOBAaHUIM, OCHOBAHHOTO HAa JAaHHBIX IO OIICHKE BIUSHUS Pa3udHii B
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COCTaBe BCIIOMOTATEIbHBIX BENIECTB Ha OMo(apManeBTHIecKre CBOMCTBA JICKAPCTBEHHOH (hOPMBI
JIEKapCTBEHHOT'O Mpernapara J0MyCcKaeTcs:

HE MPOBOJNUTH MCCIICIOBAHUS C MHOTOKPATHBIM JI03UPOBAHHEM;

UCTOJIb30BaTh AaJbTEPHATUBHbBIC MOIXOABI K OMNPEACICHHUIO Hana3oHa HCCIeAyeMbIX
J03UPOBOK JICKAPCTBEHHOTO MTPETapara;

UCIOJIb30BATh AJbTEPHATUBHBINA MOJXO K OI[EHKE MPOMOPLHUOHAIBHOCTH COCTaBa pa3sHbIX
JO3UPOBOK MO OTHOIICHUIO JAPYT K APYTY MPH MPUMEHEHUH METO/Ia BRIOOpa KpalHUX BapHAHTOB
IS MCCTIeIOBAaHUM JIEKAPCTBEHHOTO MIperapara ¢ MOAU(PHUIIMPOBAHHBIM BEICBOOOXKICHUEM.

[Ipy 00OCHOBaHWM TPEACTABICHHBIX ApPTyMEHTOB 3asSBUTEII0 HEOOXOAMMO TPUBECTH
CCBUIKM Ha TIOJOXKEHUs aKkToB Komuccuu, peryaupyromux BOIPOCH  pa3pabOTKH
BOCIIPOM3BENICHHBIX JICKAPCTBEHHBIX MPENapaTroB. YIOJHOMOUYEHHBIE OpraHbl (IKCIIEPTHHIC
OpraHu3ali) TOCYAApPCTB-WICHOB JIOJDKHBI  BBIIOJHATH  OLIEHKY IPEJICTaBICHHBIX B
PETUCTPAIIMOHHOM JIOChE JICKQpPCTBEHHOTO Ipernapara OOOCHOBAaHMA C y4eTOM BHIA
JIEKapCTBEHHOHN (OpMBI, €e COCTaBa M MHBIX (DAKTOPOB, BIMAIONIMX HA OHO(papMareBTHUECKUE
CBOICTBa, 0€30MaCHOCTh, KAYECTBO M Y(PPEKTUBHOCTH TAKUX JICKAPCTBEHHBIX MTPENapaToB.

2. YciaoBus BbINOJHEHUS] OLIEHKN 0MOIKBMBAJIEHTHOCTH /1JIs1 JIEKAPCTBEHHBIX NMPeENapaToB
€ IPOJIOHTHPOBAHHBIM BbICBOOOKIEHUEM /1JIsl IPUEeMa BHYTPb

87. BUOPKBUBAJIEHTHOCTh 2  JIEKAPCTBEHHBIX IPENAapatoB ¢  IPOJOHTHPOBAHHBIM
BBICBOOOXKICHHEM OLICHUBACTCSI B UCCIICIOBAHUSX, HATIPABICHHBIX HA MOJITBEPKICHUE TOTO, UTO:

a) UCCIEelyeMbIil JIEKAapCTBEHHBIN IpenapaT MposBIIAET 3asBICHHBIE XapaKTEPUCTHKU
MPOJIOHTUPOBAHHOTO BHICBOOOKACHNUS pe(hepeHTHOTO JICKAPCTBEHHOTO MTpeTapara;

0) AeiicTByIOllee  BEMIECTBO  MCCIEAYEMOTO  JIGKQpCTBEHHOTO  Mpemapara  He
BBICBOOOKIAETCSI HETIPEACKa3yeMO (OTCYTCTBYET OBICTPOE BHICBOOOKICHHUS JT0361);

B) (yHKLIMOHAJbHbIE XapaKTEPUCTUKU HCCIEAYEMOrO0 U pedepeHTHOro JeKapCTBEHHBIX
MperapaToB SKBUBAJICHTHHI MTOCIIE OJJHOKPATHOTO IIPUEMa U B PABHOBECHOM COCTOSTHHH;

F) B UCCJIICAOBAHHUU C OAHOKPATHBIM JO3UPOBAHUCM ITPUCM IMUIIHA OKA3bIBACT COITIOCTABUMOC
BJIMSIHHE Ha ()YHKIIMOHAJIBHBIC XapaKTEPUCTUKH in Vivo JIEKApCTBEHHON (OPMBI HCCIIETyeMOTO
pedepeHTHOTO JIEKApCTBEHHBIX JIJIsi 000MX JICKAPCTBEHHBIX MIPEMapaToB.

3. UccaenoBanusi, He00X0AMMBbIE ISl MOATBEPKACHUS OMOIKBUBAJIEHTHOCTH
JIEKAPCTBEHHBIX MPENnapaToB ¢ MOAM(PUIIUPOBAHHBIM BHICBOOOXKIEHUEM

88. Jlmss  moaTBepKIAeHUS ~ OMOPKBUBAJICHTHOCTH  JICKAPCTBEHHBIX  IpENapaToB ¢
MOIU(DHUIIMPOBAHHBIM BBHICBOOOKICHHEM TPEOYIOTCS:

a) UCCIIEIOBAaHUE C OJHOKPATHBIM JO3MPOBAHUEM HCCIEAYEMOro U pedepeHTHOTo
JIEKapCTBEHHBIX MPEMapaToB, MIPOBOJUMOE HATOIIAK;

0) uccineoBaHUE C OJHOKPATHBIM JIO3UPOBAHHEM HCCIEIyEeMOTO U PEePEpPEeHTHOTO
JIEKapCTBEHHBIX MPENapaToB, MPOBOUMOE MTOCIIE TPUEMa OUYEHB YKUPHOU MHUIIIH;

B) CCJIEZIOBAHUE C MHOTOKPATHBIM JIO3UPOBAHHWEM HCCIEAYEMOTO U pedepeHTHOro
JIEKapCTBEHHBIX MPETapaToB.

HccnenoBanusi JjeKapCTBEHHBIX MPENapaToOB ¢ OHOKPATHBIM J03UPOBAHUEM

89. O1eHKy OTHOKPAaTHO BBOJMMOM J03bI UCCIEyEeMOro U peepeHTHOrO JIEKapCTBEHHBIX
MpenapaToB HATOIIAK U MTOCJIE MMPHUeMa MUK TPOBOIAT MO OJTHOM U3 CICAYIOMUX CXEM:

a) BBITIOJTHEHUE YETBIPEXTEPUOTHOTO MEePEKPECTHOTO HCCIIEIOBaHUS c
4 B3aMMOJONOJHSIOMIMMHU TIOCIEA0BATEIbHOCTIMU 4 ycnoBuil npumeHeHus. Mccinegyembiii u
pedepeHTHBIN JIeKapCTBEHHBIE TpernapaThl HEOOXOAWMO OIICHUTHh HATOIIAK, a TaKXKe IOCHe
nmpueMa TMHUIIA C BBICOKMM COJIEp)KaHHEM JKHUPOB B OMPEIACICHHOE BpeMs 0 MpueMa
JIEKapCTBEHHOTO Mperapara;
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0) BBITIOJTHEHUE 2  TEPEKPECTHBIX HWCCICIOBAHUM OJHOKPATHO BBOJUMOW  JTO3bI
UCCIIEyeMOro U pedepeHTHOro JEeKapCTBEHHBIX IpenaparoB. B mepBoM HcCCleA0BaHUH
HEOOXOMMO CPaBHUTH UCCIEAYEMbIN U peepeHTHBIN JIEKApCTBEHHBIC MPETapaThl IPUHIMAEMbIC
Hatomak. [Ipu aToM rccaenyeMslii 1 peepeHTHBIH JIeKapCTBEHHBIE MpenapaThl BBOAT B paMKax
2 MepuoJIOB U B 2 TMOCJIEAOBATEILHOCTAX MPUMEHEHUs. BO BTOPOM HcCeI0BaHUU CPAaBHUBAIOT
uccieayeMblii 1 pedepeHTHBIH JIEKApCTBEHHBIE Ipernaparbl MpU NpUEMe MU C BBICOKHM
coJiepKaHUEM >KMpa B OIpPEACIICHHOE BpeMs Tepel MPUEMOM HCCIIETyeMOTro U pedepeHTHOro
JIEKAPCTBEHHBIX MPENaparoB, a TaKKe C MPUEMOM MCCIIEIyeMOro JIEKAPCTBEHHOIO Ipernapara
HATOIIAK, C LEJbI0 MOTYYEHUS JAaHHBIX O €ro OMOJOCTYITHOCTH, XapaKTePU3YIOIIMX BO3ZMOKHOE
BIIUAHUC ITHUIIHU,

B) BBITIOJIHEHHE 2  TIEPEKPECTHBIX  HWCCIAEAOBaHMM B 2  mepuojgax ®W = C
2 MOCNeIoBaTEeAbHOCTSIMA  TPUMEHEHUSI HUCCIENYeMOro MU pe(epeHTHOro JIeKapCTBEHHBIX
npenaparoB. OgHO HCcleqoBaHME HEOOXOJMMO TPOBECTH HATOIIaK. BTopoe wuccienoBaHue
HE0OXOUMO TPOBECTH TOCJE MpHUeMa MUIIH C BBICOKUM COJEP)KaHHUEM >KUpa B OMPEACIICHHOE
BpeMs Iepe] MPUEMOM HUCCIIEyeMOro B peepeHTHOTO JIEKapCTBEHHBIX MPEMapaToB.

HccaenoBanus JIEKAPCTBCHHBIX NpenapaToB ¢ MHOTOKPATHBIM J03UPOBAHUEM

90. MccnenoBanusi ¢ MHOTOKPATHBIM JJO3UPOBAaHUEM HEOOXOIMMO MIPOBECTH B CiIydae, €Clin
B HCCIICJJOBAHHH C OJHOKPATHBIM JTO3UPOBAHUEM IPOBEICHHBIM C HAWOONbBIICH T03WPOBKOMA
HCCIIETyeMOro U pedepeHTHOro JIEKapCTBEHHBIX MPEnapaToB, HE MOATBEPXKIEHO, YTO CPEIHSs
AUC(0.r) mociie mepBoil J03bI HCCIEAYEMOTO U PePepeHTHOro JIEKAPCTBEHHBIX MPENapaToB
cocraBisieT Oonee 90 % cpenneit AUC(0.0) U OXugaercs OOJbIIOE HAKOIUIEHHE B OpraHU3Me
JCHCTBYIONIEro BemecTBa (KyMmyJsius). B aTom ciiydae OMO3KBHUBAaJIEHTHOCTh HCCIIEITyEMOTO
JIEKapCTBEHHOI'0 TIperapara HeoOXOJUMO MOJITBEPAUTH C HCIOJIB30BAHHEM JOIMOJHUTEIbHBIX
MapaMeTpoB, XapaKTepU3YIOMUX (OpMYy KpHUBOW «IJIa3MEHHAs KOHIIEHTPALMS — BpPEMs», B
UCCIIEIOBAaHUM C OJHOKPAaTHBIM Jo3upoBaHueM. HeoOxomumo wuccineaoBaTh HayallbHYIO
YaCTUYHYIO IUIOMAAb TOJ (PapMakKOKMHETHYECKOW KPUBOM  (wacruunasAUC(0 - t-orceuenns)) H
TEPMUHAJIBHYIO YaCTUYHYIO IUIOMAAb TMOJ (HapMaKOKHHETHYECKOW KPUBOM (uacruunasAUC -
otceuenns — t-nocness) ), PA3JICTICHHBIE 3apaHee BEIOpAaHHOM BpPEeMEHHOM TOUKOM OTceueHus (Hampumep,
IpU OTCYTCTBUM MHBIX HAyYHbIX OOOCHOBAaHHMN B KadeCTBE TOUKH OTCEUEHUS CIIeIYyeT
WCII0JIb30BaTh BEJIMYMHY PAaBHYIO MOJIOBUHE MHTEPBaja J03UPOBAHMUS).

Bo Bcex cnyuasx BosHuKHOBeHHS HakoruieHUs (kKymyusiinn) (AUC o-r) mociie mepBoit 10356l
oxBateiBaeT MeHee 90 % cpenneit AUC(.)) TpeOyercs NpoOBEACHHE HCCIEIOBaHUSI C
MHOTOKPAaTHBIM J103UpoBaHuEeM. MccnenoBaHuss B PaBHOBECHOM COCTOSIHUM PEKOMEHIYETCS
MIPOBOJIUTH MpPU TPUEME JIEKAPCTBEHHOIO IIpernapara COBMECTHO C MNPHUEMOM IHIIH, B
COOTBETCTBUHM C OOIIEH XapaKTepUCTUKON JEKapCTBEHHOTO IMpemapaTta it pedepeHTHOro
JIeKapCcTBEeHHOro mpenaparta. Eciu B oOmieil XapakTepuUCTHUKE JEKapCTBEHHOIO IIpernapara
yKa3aHo, YTO Mpernapar cieayeT IpUHUMATh MOCJie TpUeMa UL, TO UCCIIEI0BAHUE TPOBOJAUTCS
TOJIBKO TIOCJIE€ TMpueMa NUIIM (CTaHAAPTHBIA MpUeM NUIIM) (BKIOYas JCHb OIpeaeTeHUs
npoduns). Ecnu B o0mieil xapakTepucTUKe JICKQpCTBEHHOTO Mpemnapara yKa3zaHo, 4TO mpernapar
cienyeT MPUHMMAaTh HATOLIAK MJIM HE3aBHUCHMO OT MpUEMa IUIIU, UCCIEHOBaHUS NPOBOIATCA
Haromak. Eciam B uCClenOBaHMM C MHOTOKPATHBIM JIO3UPOBAHMEM MPUMEHSETCS IPHEM
JIEKapCTBEHHBIX MPENapaToB HATOIIAK HEOOXOIUMO CMOJEIMPOBATH YCIOBHUS MaKCHUMAaJbHO
NpUOMIKEHHBIE K pealbHOMY peXHMy TNpueMa nuimu. Hampumep, yTpeHHee BBEACHHE
UCCIIETyeMOro JIEKapCTBEHHOTO Ipemnapara TpedyeT BblAepxkuBaHus 10-yacoBoro mnepuoaa
roJIOJIAHMS, TOTJa KaK IpPU OCTAIbHBIX PEXHUMaX BBEIACHUS JIEKAPCTBEHHBIX IIPENapaToB
JIOCTaTOYHO COOMIOCTH 4-yacoBOe roJioJlaHue Tepes BBeAeHHeM. ['oyomaHue mocie KaXKaoro
BBE/ICHUS JICKAPCTBEHHBIX MPENapaToB JI0OJKHO MPOJI0JKATHCS, 10 MEHbIIEH Mepe, 2 Jaca.

91.B wuccrnenoBaHusX OWOPKBUBAJICHTHOCTH TIPH  MOJCIUPOBAHUU PABHOBECHOTO
COCTOSIHMSI OpPraHM3Ma OTMBIBOUYHBIHM MEPUO]] MOCIIE MpreMa MPEIIeCTBYIOUIETO JIEKAPCTBEHHOTO
mpenapara MOXET IEpPEeKphIBaTbCA MEPUOJOM POCTa KOHLEHTpAalUUW MOciae IpUeMa
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MOCJIEAYIONIEro JIEKApCTBEHHOro Ipemnapara (MpsAMoe MEepeKIIoueHue), MPU YCIOBUU YTO 3TOT
NIEPUOJT POCTAa KOHLIEHTPAIIMN UMEET JOCTAaTOUYHYIO MPOJODKUTENLHOCT (PaBHYIO MO MEHbIIEH
Mepe 5 TepMHHAJIbHBIM IE€pHOJaM MOdyBbIBeAeHUs ). JlOCTH)KEHHEe PaBHOBECHOTO COCTOSHUS
OopraHu3Ma OLICHMBAETCSl MyTeM CpPaBHEHHUs IO MEHbIIEH Mepe 3 KOHLEHTpaUuid KakI0ro
JIEKapCTBEHHOI'0 Tperapara mepel ero odepeAHbIM BBeleHueM. [lpu ompenenenuu mnepuopa
npueMa JIEKapCTBEHHOTO Mpemnapara AJjid JOCTUKEHUS PaBHOBECHOTO COCTOSIHUSI OpraHu3Ma
HEO0OXOUMO TaKKe YYUTHIBATh BEMYMHY MEPUOJA MOJYBBIBEICHUS JIEHCTBYIOIIETO BEIIECTBA
JIEKapCTBEHHOTO Tpernapara.

Hccaenyemasi 103MpoBKa (I03MPOBKH) JIEKAPCTBEHHBIX MPENaparoB ¢
MOAH(PUIMPOBAHHBIM BbICBOOOKIEHUEM

OpnHOEMMHUYHEBIE JICKAPCTBEHHBIE MPETapaThl ¢ MOIU(DHUIIMPOBAHHBIM BEICBOOOKIEHUEM

92. B oTHOIIEHNHN BBIOOPA UCCIIETYEMBIX JO3UPOBOK U YCIOBUI MPOBEICHUS UCCIICIOBAHUMA
JUTSE OTHOCIMHUYHBIX JIEKAPCTBEHHBIX MPEMapaToB ¢ HECKOIbKUMHU JO3HPOBKAMHU MPUMEHSIOTCS
CJIEyIOIINEe TPUHIIMIIBL:

a) B UCCJICIOBAHUSAX C OJHOKPATHBIM JIO3UPOBAHWEM — €CJIM B OOIIEH XapaKTepUCTHKE
pedepeHTHOTO JIEKapCTBEHHOIO MperapaTra COJEp)KaTcs yKa3aHUs O MpUeMe HATOIaK WU
HE3aBHCHMO OT IIpHeMa MUIITH:

B OTHOIIEHHUH BCEX JO3UPOBOK HEOOXOIMMO UCCIIEJOBAHUE C OJHOKPATHBIM JO3UPOBAHUEM
HaTom@ak. OJHAKO MPHU JTOCTATOYHOM OOOCHOBAHWUU pPa3pellieH BBIOOp KpallHMX BapuaHTOB. B
nensx ooOecmedyeHus O€30MacHOCTH 3I0POBBIX JTOOPOBOJIBIIEB HMCCIIEIOBAHUS HEOOXOIUMO
MPOBOANTH C YYACTHEM IMAIIMEHTOB (BMECTO 3I0POBBIX TOOPOBOJBIIEB), UTO MOXKET MOTPEOOBATH
CO3/1aHUS YCIIOBUHN PaBHOBECHOTO COCTOSHUS;

Mociie TpHeMa MHIMU JOCTATOYHO MPOBECTH HCCIECNIOBAHUS OMOIKBUBAIIEHTHOCTH C
OJTHOKPATHBIM JIO3UPOBAHUEM HanOoJbiel (Hanboee 9yBCTBUTEILHOM) 103UpOoBKU. OCTaJIbHBIC
TO3UPOBKH MOTYT OBITH OCBOOOXKIIEHBI, €CIIM COOJIOJCHbI KPUTEpHH OHOBeWBepa JA03UPOBKH
onucaHHele B moxapazzene 7 pasgena I IlpaBun  mpoBedgeHus  MCCIEHOBAaHUM
OMOPKBHBAJICHTHOCTU. B cilydae ecnu JO3UPOBKH UCCIIEAYEMOTO JIEKapCTBEHHOTO Mpemnapara He
COOTBETCTBYIOT JTUM KPHUTEpUSM WM pa3IMyHble JIO3UPOBKM HMEIOT pasHylo Qopmy,
HE00XO0IMMO OIICHUTH 2 I03UPOBKH, OTpaxaromiue 2 Hanboee KpaitHUX BapuaHTa, OCIe prueMa
02001128

0) B MCCIIEOBAaHUAX C OJHOKPATHBIM BBEACHHEM O3Bl — €CIIM OOMIasl XapaKTePUCTHKA
pedepeHTHOTO JIeKapCTBEHHOTO IIpenapara COACPKUT yKazaHue 0 ero IPUMEHEHUH Moclie pruemMa
002000178

MocJie mpreMa MUIIM B OTHOIIEHUHU BCEX JI03UPOBOK HEOOXOIUMO MPOBECTH HCCIEA0BaHNE
C OJIHOKpaTHBIM Jo3upoBaHreM. OqHAKO Mpu 00OCHOBAHUU TAKXKE pa3pelleH BhIOOp KpaHHX
BapUaHTOB;

HATOIIAK TOCTATOYHO MPOBECTH OJTHO UCCIIEIOBaHNE OMOIKBUBAIICHTHOCTH C OJTHOKPATHBIM
03WpOoBaHMEM HauOosbliel (Hanbosiee YyBCTBUTEIBHOMN) H03UPOBKU. OCTanbHBIC TO3UPOBKH
MOTYT OBITH OCBOOOXJIEHBI B CIIydae, €CiIM COOJIOACHBI KpUTepuu OuoBelBepa JO3HPOBKH,
onucaHHele B moxapazzene 7 pasgena I IlpaBun  mpoBedgeHus  MCCIEAOBAaHUM
OunoskBHuBaleHTHOCTH. OIHAKO €CIM JO3UPOBKH HCCIIEIyeMOro IpermapaTa HE COOTBETCTBYIOT
STUM KPUTEPUSIM WM Pa3IMYHbIE TO3UPOBKU UMEIOT PAa3InYHy0 (hopMy, HEOOXOIUMO OLICHUTH
HATOIIAK 2 TO3UPOBKH, OTpaxaromire 2 Hanboiee KpailHINX BapHaHTa.

93. HccnenoBanue ¢ MHOTOKPATHBIM JJO3UPOBAHUEM HEOOXOIMMO MTPOBECTH C HAUOOIIBIIICH
JO3UPOBKOM (€cITi TOJNBKO HE YCTAHOBJICHO OTCYTCTBHE HAKOILJICHHS JCHCTBYIOIIETO BEIIECTBA
(xymynsmun)). B nensx obecrniedueHuss 6€30MaCHOCTH MCCIIEAOBAHUE HEOOXOAMMO TIPOBOIUTH C
y4acTHeM ManueHToB. MccienoBanus qpyrux T03UPOBOK pa3periaeTcs He IPOBOAUTH B CIyvae,
eciu COOJIIOICHBI KPUTEPUU OWOBEIBEepa MO3UPOBKH, OMHUCAHHBIC mojapaszzaene 7 paszmena Il
[IpaBun mpoBeneHUsT UcciaenoBaHUN OMOIKBHUBaJIeHTHOCTU. [Ipyu Hanmuumu 0OOCHOBAHUS TaKXkKe
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JIOITyCKAeTCsl BRIOOP KpalHUX BapUaHTOB B COOTBETCTBUU C YKa3aHMsAMU IMOjpa3zena 7 paszena
M1 ITpaBun mpoBeeHUs HCCaeT0BaHUN OMOIKBHUBAICHTHOCTH.

MHoroeAMHNYHbIE JIEKapCTBEHHBIE MTPenapaThl ¢ MOJU(PHUIIMPOBAHHBIM BEICBOOOXKICHHEM

94. B OTHOLIEHUN HECKOJIBKUX I03UPOBOK MHOTOEIMHUYHBIX JIEKAPCTBEHHBIX MTPENapaToB
JIOCTaTOYHO MPOBECTH HCCIENOBaHUA, yKa3aHHble B mozapaszaeine 1 pasnmena VI HacTosmumx
TpeboBanuii, TonpKO ¢ HaubobIIeH (Hanboiee YyBCTBUTEIHHOW) TO3UPOBKON, €CITH COCTABBI
JIO3UPOBOK TMPOMOPIHOHATBHBI, COAEPXKAT HMICHTUYHBIC TEIJIEThl (KOTOpPBhIE MPOM3BEICHBI C
MOMOIIBI0 OJHOTO W TOTO € Mpollecca MPOU3BOACTBA) M WMEIOT AHAIOTUYHBIC MPOPUIH
pacTBOpEHUSI.

4. YcaoBusi BbINOJHEHUS OLICHKH 0HO’KBHBAJIECHTHOCTH AJI JIEKAPCTBCHHBIX NMpenapaTroB
C OTCPOYCHHBIM BblCBOﬁO)KIIeHPleM

95. BU03KBUBAJIGHTHOCTD 2 JIEKAPCTBEHHBIX MTPETIAPATOB C OTCPOUEHHBIM BHICBOOOXKICHUEM
HE0O0XOIMMO OIICHUTH B UCCIICOBAHUX, HATIPABICHHBIX HA MIOATBEPKICHHUE TOTO, YTO:

a) UCCIelyeMblii JICKapCTBEHHBIA IMpemnapaT o0JajaeT TaKUMH JK€ XapaKTepUCTUKAMHU
OTCPOYEHHOTO BHICBOOOKICHHSI KaK M pepepeHTHBII JIEKapCTBEHHBIH Mpernapar;

0) neificTByIOllee BELIECTBO HE BBICBOOOXKAAETCS M3 HCCIEIYyEeMOTo JIEKapCTBEHHOTO
mpenapara HernpeacKa3yeMbIM 00pa3oM (TO €CTh BBICBOOOXKJICHHE JEHCTBYIOIIECTO BEIIECTBA B
OpraHu3Me MPOUCXOAUT B MPETYCMOTPEHHOM JIJIsl 3TOTO MECTE BHICBOOOXKICHHS);

B) QYHKIIMOHAJBHBIC XapaKTEPHCTUKU HCCIEAYEMOro W pe(epeHTHOro JIeKapCTBEHHBIX
MpermapaToB SKBUBAICHTHBI ITOCJIE UX OJHOKPATHOTO MPUEMA;

T) B UCCIICIOBAaHUH C OJTHOKPATHBIM JO3WPOBAHHEM BIIHMSHHE MUIINA HA (YHKINOHAIHHBIC
XapaKTePUCTUKH i1 Vivo JUIs 2 JIEKapCTBEHHBIX INPENapaToB ¢ OTCPOYCHHBIM BBHICBOOOXKIEHUEM
COIOCTaBUMO.

HccaenoBanusi, He00X0TUMBIE JJIsl MOATBEP:KIeHUsSI OMOIKBHBAJIEHTHOCTH JIEKAPCTBEHHBIX
NMpenapaToB ¢ 0TCPOYEHHBIM BBICBOOOKICHUEM

96. Kak nmpaBuiio, 115 MOATBEPKACHUS OMOAKBUBAIEHTHOCTH JIEKAPCTBEHHBIX MPENapaToB
C OTCPOYCHHBIM BBHICBOOOXKICHUEM TPEOYIOTCS:

UCCIICIOBAHUSI C  OJHOKPAaTHBIM JIO3UPOBAHMEM HCCIEIYEMOro M  pedepeHTHOro
JIEKapCTBEHHBIX IIPENapaToB HaTOIIAK;

UCCIICIOBAHUSI C  OJHOKPATHBIM JIO3UPOBAHMEM HCCIEAYEMOro M  pedepeHTHOro
JIEKapCTBEHHBIX IpenapaToB (MOcJIe IprueMa O4eHb )KUPHOM NMUIIHN).

[Ipy mnIaHUPOBAaHMU TIPOBEJCHMUSA HCCIEIOBAHUN JIEKAPCTBEHHBIX IMPENapaToB C
OTCPOYEHHBIM BBICBOOOXKJIEHHEM C OJHOKPAaTHBIM J03UPOBAaHHEM pa3pelIaeTcss NPUMEHHUTH
MOJIXO/1, AHAJIOTMYHBIN MOAXO0Y K M3YyUYCHHUIO JIEKAPCTBEHHBIX MTPETapaToB C MPOJIOHTUPOBAHHBIM
BBICBOOOKIEHUEM.

Hccaenyemas 103UpoBKa (103MPOBKH) JIEKAPCTBEHHBIX MPENAapPaTOB € OTCPOYECHHBIM
BBICBOOOKIEeHHEM

OnHOeTMHUYHBIE JIEKAPCTBEHHBIE TIPENapaThl C OTCPOUYCHHBIM BHICBOOOXKICHUEM

97. Ilpn ncciaenoBaHUSAX OJHOECIMHUYHBIX JIEKAPCTBEHHBIX IPENApaTOB C OJHOKPATHBIM
J03UpOBaHUEM, B CiIydae eciad B 0OIIell XapakTepucTUKe pedepeHTHOro JIEeKapCTBEHHOIO
IpenapaTa yka3aHa BO3MOXXHOCTb €r0 IPUMEHEHMSI HATOLIaK UM HE3aBUCUMO OT IpUEMa MUIIH
HE00XOIUMO BBITTOJIHUTH:

a) UCCIIEIOBAaHUE C OJTHOKPATHBIM J03MPOBAHUEM HATOLIAK B OTHOLIEHUH BCEX TO3UPOBOK.
[Tpu Hanmuuuu 000CHOBAHUSI TAK)KE pa3peuIaeTcs BHIOOP KpalHUX BapUaHTOB;
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0) uccnegoBaHue OMOIKBUBAJICHTHOCTH C OJHOKPATHBIM JIO3MPOBAHHWEM HAMOOIBIICH
(Hanboyiee YYBCTBUTENBHOW) MO3UPOBKH IMOCIE MpHemMa NUIM. J[Is ocTaabHBIX JO3HPOBOK
yKa3aHHOE HCCIIEJOBAHHE MOXXET HE MPOBOAMTHCA B CIy4yae, €CiIM COOJIOJECHBI KPUTEPUH
OuoBeiiBepa JO3MPOBKM, OMMCaHHBbIE B moxpazzaene 7 paszaena III IlpaBun mnpoBeneHus
UCCIIEIOBaHUM  OMOAKBUBAJIEHTHOCTU. Ecnu  103UPOBKM  HCCIEIYyeMOro JIEKapCTBEHHOIO
npenapara He COOTBETCTBYIOT 3TUM KPUTEPHUSM WM PaA3JIMYHBbIE JO3UPOBKHU JIEKAPCTBEHHOTO
mpernapaTa UMEIOT pa3Hylo BHEIIHIO (GopMy, HEOOXOAMMO OLIEHUTh 2 JO3UPOBKH, OTpaKaroIlliue
2 HanOoJee KpaifHNX BapHaHTa B yCIOBHAX UX MPUEMa MTOCIIE MTpreMa MUIITH.

98. B uccnenoBaHusaX ¢ OJHOKPATHBIM BBEACHUEM J103bl OJHOECIMHUYHBIX JIE€KAPCTBEHHBIX
(dbopM JeKapCTBEHHBIX IMPENaparoB, €clid o0mas XapakTepucThka pedepeHTHOro mpemnapara
PEKOMEHIyeT €ro NPUMEHATH TOJIbKO mociie npuema nuuy. [locne nmpuema nuiy B OTHOLIEHUH
BCEX JO3MPOBOK HEOOXOIMMO MPOBECTU UCCIIEAOBAHUE C OAHOKPATHBIM J03upoBaHueM. OIHAKO
mpu OOOCHOBAaHWUHM TaKXKE paspelnieH BbIOOP KpalHUX BapuaHTOB. JlocTtaTouHo mpoBectu |
UCCIIeIOBaHNEe OMOIKBUBAICHTHOCTH C OJHOKPATHBIM JIO3UPOBAHHEM HAWOOJBIICH JO3HPOBKH
Haromak. /[Jist OcTanbHBIX JO3UPOBOK YKA3aHHOE UCCIIEJOBAaHUE MOXKET HE POBOAUTHCS B Cllydae,
ecnu coONIo/IeHBl KpuTepun OnoBeliBepa AO3MPOBKM, OMHMCAHHBIE B monpasnaene 7 pasaena II1
[IpaBun mnpoBeneHUs WCCICAOBaHUN OWOAKBHBAJICHTHOCTH. B ciydae, eciu J1O3MPOBKH
HCCIIEAYEMOro JIEKApCTBEHHOTO Mpenapara He COOTBETCTBYIOT 3TUM KPUTEPHUSIM WU Pa3InYHbIC
JO3UPOBKH MMEIOT Pa3iuyHyio (HopMmy, HEOOXOIUMO OLEHUTH 2 JO3MPOBKH, OTpaxkarouiue 2
HamOoJee KpallHUX BapHaHTa, HaTomaK. [Ipy OlleHKe MPOMOPIMOHATBHOCTH COCTaBa CXOJCTBO
racTpope3UCTEHTHOM 000JI0UKH IO IJIOMIAAHN MOBEPXHOCTH (@ HE 10 Macce sApa) pacCMaTpuBaloT
KaK OIMHAKOBYIO IaCTPOPE3UCTEHTHOCTD (CIIOH 06OI0UKH B MI/CM? HOBEPXHOCTH).

99. IlpoBeneHre WCCICAOBAaHUI C MHOTOKpPAaTHBIM JO3UPOBAaHHEM HE Tpelyercs, 3a
UCKITIOUYEHUEM CITy4aeB, KOT/Ia UCCIICIOBAHMS C OJHOKPATHBIM JTO3UPOBAHHUEM HE MOTYT OBITh
MPOBECHBI Y YETIOBEKA U3 COOOPaKeHHI 0€30MMacHOCTH.

MHOFOCI[I/IHI/I‘IHBIC JICKAPCTBCHHEIC NIpCriapaThbl ¢ OTCPOUYCHHBIM BBICBO60}KI[CHI/ICM

100. B oTHOLIEHUH HECKOIBKUX JO3UPOBOK MHOTOEIMHUYHBIX JICKAPCTBEHHBIX MTPENAPATOB
JIOCTaTOYHO IIPOBECTH HCCIIENOBaHMs, yKa3zaHHble B mojpasnene 3 pasznena VI Hacrosmmx
TpebGoBaHuii, TOILKO ¢ HanMOOJbINEH (HanOoiee YyBCTBUTEILHOM) JO3UPOBKOM, €CIIU COCTaBbI
AO3UPOBOK MPOMOPLHUOHATIBHBI, COACPIKAT HUACHTUYHBIC IICJUICTHI (KOTOpBIG MOJIYUCHBI C
MOMOUIBI0 OJHOTO M TOTO K€ Ipoliecca MPOM3BOACTBA) M HMEIOT aHAJIOTUYHbIE MPOPUIH
pacTBOpeHHUSI.

5. IIpos1oHrUpoBaHHOE BpeMsi IPeObIBAHUS JIEKAPCTBEHHBIX MPENapaToB B
JIeKapCcTBeHHBbIX opMax ¢ MOAU(PUIMPOBAHHBIM U OTCPOYEHHBIM BBICBO0OOK/IEHUEM B
JKeJyIKe

101. OnopokxHeHue KemyJaka OT JIeKapCTBEHHBIX (GopM ¢  MOAU(DUIMPOBAHHBIM
BBICBOOOKJIEHHEM, HE  paclajallmMxcs B KeIyake  (Hampumep,  TaOJeTKH ¢
KHUIIEYHOPACTBOPUMON 000JIOUKOI), MOKET OBITh NMPOJOHTMPOBAHHBIM M BBICOKO M3MEHYHBBIM.
[MocnencTBust aToro 3pdexTa it KHIIEYHOPACTBOPUMON 000TI0UYKH JIEKAPCTBEHHBIX MPETIapaToB
C OTCPOYCHHBIM BBICBOOOXKJIEHHEM JOCTAaTOYHO HEMpeACKasyeMbl M MOTYT NPUBECTH K
HECYIIECTBYIOIIUM WM OTKIJIOHSIONIMMCS OT HOPMBI MPOQHISM KOHIeHTpanuu. Eciu Takoe
aHOMAaJIbHOE TIOBEJICHHUE HAOMIOIAeTCs C COMOCTAaBUMOM 4acTOTOM (HAalpuMep, YHCIIO CIy4YacB B
TpyIIe HCCIEAYEeMOro JIEKapCTBEHHOIO Iperapara He MPEBBIIIACT YHCIO CIyYaeB B TPYyIIe
pedepeHTHOro JEKapCTBEHHOTO Mpernapara) Kak B TpyIMIe MCCIETyeMOro TaK W B TpYIIIe
pedepeHTHOTO JIEKAPCTBEHHBIX NPENapaToB, JAaHHBIC O MEPHOIaX BPEMEHH C HECYIIECTBYIOLIHM
WA OTKJIOHSIOMIMMCS OT HOPMBI PO HIIEM MOXKHO UCKIIIOUHUTh U3 CTATUCTUYECKOTO aHAIN3a ITPH
YCIIOBHH, YTO 3TO OBLIO MPEIyCMOTPEHO MPOTOKOJIOM HCCIENOBaHHS. B AByXIepHOIHOM
MCCIIEIOBAaHHUH ATO MO/Ipa3yMEeBaeT UCKIIOUEHHE CyObheKTa U3 aHanu3a. Eciau 101 HCKITIOUeHHBIX
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cyObekToB mpeBbimaeT 20 % B OTIAEIBHOM HCCIEAOBAHWU, MOXKET MOTpeOOBaThCsA MpPOBEpKa
000CHOBAaHHOCTH HUCCJICIOBAHUSI.

Kpome TOro, BBICBOOOXAEHHME MAEHUCTBYIOLIETO BEUIECTBA MOXET OBITh CYILIECTBEHHO
3aMCJICHHO BCICACTBHUEC OJIUTCIBHOTO HpCGBIBaHI/IH ,Z[GI\/'ICTByIOH_[eFO BCIICCTBA B IKCIYIKE.
[TosTomy mepuor orbopa 06pa3oB HEOOXOIUMO TUIAHUPOBATH TAKMM 00pa3oM, YTOOBI TIOJTYYHTh
HU3MCPACMBIC KOHICHTPALIUU (C YU4C€TOM HC TOJIBKO ICPUOJa IMOJTYBBIBCACHUS ,Z[GI\/'ICTByIOH_[eFO
BEIIIECTBA, HO M BO3MOXHOTO BO3HUKHOBEHUS ATOTO 3 deKTa).

6. Yci10BuS BBITIOJTHEHUS] OLIEHKN 0MOIKBMBAJIEHTHOCTH /1JIs1 JIEKAPCTBEHHBIX NMPeENnapaToB
¢ MHOTOGa3HbIM MOAN(PUUMPOBAHHBIM BbICBOOOKIEHHEM

102. Kpurepuu, npuBeieHHbIE B HACTOSIIIUX TpeOoBaHUIX, MPUMEHUMBI TaKXKe K OICHKE
OMOSKBHUBAJICHTHOCTH JICKAPCTBEHHBIX MPEMapaToB ¢ MOIU(DHUIIMPOBAHHBIM BBICBOOOXKICHHUEM,
pa3paboOTaHHBIX [ JOCTHIKCHHS TIIOCJIEOBATEILHOTO BBICBOOOXKICHHS JICHCTBYIOIIETO
BEIIIECTBA, MPU KOTOPOM B JICKAPCTBEHHOW (pOpME COUETArOTCsl OOBIYHBIE U MOAUGDUIIUPOBAHHBIE
XapaKTepUCTUKH (Hampumep, IByxdazHoe (yIbCcupyoliee) BHICBOOOKICHUE).

103. Ecmu  MoaudunupoBaHa onHa u3 ¢a3 BBHICBOOOXKIEHUSA, BHI W KOJUYECCTBO
HEOOXOUMBIX HCCICIOBAaHUN COBMAAAIOT C omucaHHbIMA B myHKTax 81-101 Hacrosmmx
TpeGoBanuii i1 JaHHOTO MeXaHW3Ma MoOAUGUKAIMU BBICBOOOXIeHUs. OmHaKo aJiA
MOATBEPKICHU ST OMOIKBUBATICHTHOCTH IS BceX (Da3 HE0OXO0JMMO HCCIIEA0BATh TOTIOTHUTEIbHBIC
(hapMaKOKHHETHYECKUE TTapaMeTPHI.

7. BHyTpuMBbILIeYHbIE (MOAKOKHbIE) AeMo-Mpenaparhl

HccaenoBanusi, Heo0OXoauMbIe JJIs1 MOATBEPKIAeHUS] OMOIKBUBAJIEHTHOCTH
BHYTPHMBIIIEYHBIX (IOIKOKHBIX) 1eN0-NPenapaToB

104. JInst moaTBEepKAeHUST OMOIKBUBAJICHTHOCTH BHYTPUMBIIICYHBIX (ITOAKOXKHBIX) JEIO-
IpernapaToB TpeOyroTCs:

UCCIIEIOBAaHUE C OJIHOKPATHBIM JIO3UPOBAHMEM HCCIEAYEeMOro U  pedepeHTHOro
JIEKapCTBEHHBIX MPENapaToB;

UCCIIEIOBAaHNE C MHOTOKPAaTHBIM JIO3UPOBAHMEM HCCIEAYEeMOro M pedepeHTHOro
JIEKapCTBEHHBIX IIPENapaTOB.

HeoOxoaumo mpoBecTu MccieoBaHUE C MHOTOKPAaTHBIM JI03UPOBAaHUEM B ClIydae, eclid B
UCCIIEIOBAaHUM C OJHOKPAaTHBIM JIO3UPOBAHMEM BHYTPHUMBIIIEYHBIX (IIOAKOXKHBIX) JIEIO-
MpenapaTroB, MPOBEICHHOM C HaumOOJbINEH T03WPOBKOHM, HE moka3zaHo, 4To cpemHsst AUC -
nocie mepBod A03b1 oxBarbiBaeT Oonee 90 % cpemueit AUC(o.0) AN HCCIETyeMOro H
pedepeHTHOTO JIEeKapCTBEHHBIX MPENapaToB U, CIEAOBATEIbHO, BOZMOXKHA HEOOJbIIAs CTENEeHb
HAKOIUICHUS (KyMYJISLIMH) JeHCTBYIOIIET0 BEIECTBA JIEKAPCTBEHHOTO IIperapara B OpraHu3Me.

Hccaenyemasi 103MpOBKAa BHYTPUMbIIIEYHBIX (MOJAKO0KHbBIX) /IeNO-NPENnapaToB

105. Ecnu pa3nuuHble TO3UPOBKM BHYTPHUMBIIICYHBIX (ITOJKOXKHBIX) JEHO-IpenapaToB
MPOMOPLMOHAIBHBI MO COCTaBY U MPOSIBISIOT aHAJIOTMYHBIA MpOoQUIb PacTBOPEHUs in Vitro,
HEO0OXOUMO HCCIEeNoBaTh TOJNBKO | 1M03upOBKY. JlO3UPOBKY BBIOMpAIOT Ha OCHOBAaHHUH
nuHeiHocTH  (dapMaKOKMHETHMKM M Oe3omacHOCTH.  [Ipm  HaIW4YMM  HECKOJBKUX
HEMPONOPLUUOHATBHBIX J03UPOBOK, pa3pelieH BBIOOp KpaWHUX BapUaHTOB, HO TIPU 3TOM
HEOOXOAMMO TPHUHUMATh BO BHUMaHHWE CTpPATErwi0 BBIOOpA cocTaBa pedepeHTHOro
JIEKapCTBEHHOT'O TIperapara.

106. Ecniu pedepeHTHBINA JEKapCTBEHHBIH Tpemnapar 3aperucTPUPOBAaH TOJBKO B OTHOM
KOHIOCHTpAlMU, a €ro Pas3JIMYHBbIC HO3bI NOCTHUTAIOTCA 3a CUCT BBCACHUA PA3JIUYHOTO OG’bGMa
JIEKapCTBEHHOI'O Tpernapara, B UCCIEIOBaHUU OMOSKBUBAJIEHTHOCTH JOMYCTHUMO HCIIOJIb30BATh
mo0yro /03y B Ciy4yae, €Cld B OTHOIICHHMH pPedEepeHTHOTO JIEKApCTBEHHOTO IIperapara
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yCTaHOBJIEHA IPONOPLUOHATIBHOCTD 103. Ecnu TepaneBTuueckne 1035l HE MOTYT ObITh BBECHBI
3JI0POBBIM J100pOBOJIBLIAM, JJIs1 oOecTiedeHns 0€30MacCHOCTH Pa3peIiaeTcsi BBEACHUE 3/J0POBBIM
N00OpOBOJIBIIAM HETEpaneBTUYECKUX 103. Eciim mpoBeneHue uccienoBaHUs BHYTPUMBILIIEUHBIX
(TTOAKOXHBIX) JETIO-TIPENapaToB ¢ OJAHOKPATHBIM JO3MPOBAHUEM Yy 37J0POBBIX JOOPOBOJBIIEB B
Hesnsax Oe30MacHOCTH WM IO 3TUYECKMM IMPUYMHAM HE BO3MOXHO, Ul TMOATBEP)KICHMS
OMOAPKBUBAIIEHTHOCTH IPOBOJUTCS MCCIIEIOBAHUE C MHOTOKPATHBIM JJO3UPOBAHUEM Yy MAI[EHTOB.

8. TpancaepmasibHbie GOpMBI JIEKAPCTBEHHBIX MPeENapaToB

107. BocripousBeeHHas TpaHCAepMaibHas (opMma JIEKapCTBEHHOTO MpenapaTa COICPKHUT
TO K€ KOJIMYECTBO JCHCTBYIOIIETO BEIIECTBA, BHICBOOOXKIAEMOE B EIMHUILY BPEMEHH, YTO U
pedepeHTHas TpaHcaepMmaibHas (opMa JIEKApCTBEHHOrO IIpernapara. JTO OIpeaesieHue
OTJINYaeTCs OT OOILIEr0 OMpPEAETCHUS BOCIPOM3BEACHHOTO JICKAPCTBEHHOTO IIpenapara,
MIOCKOJIbKY 00Illee KOJMYECTBO JICHCTBYIOIIETO BEIIECTBA MOXKET OTJIMYAThCS, TOTAA Kak
HOMHUHAJIBHOE KOJIMYECTBO ACHCTBYIOIIETO BEIIECTBA, BHICBOOOXKIAEMOE 33 €AMHUILY BPEMCHH,
JOJDKHO OBITH OJIMHAKOBBIM Y BOCIIPOU3BEIEHHONW M OPUTMHAIBHOW TPaHCAEPMATIBHBIX (GopMm
JIEKapCTBEHHOTO IIpenapara.

HccnenoBanne OMOPKBUBAJICHTHOCTH TPAHCIEPMAIbHBIX (OPM  BOCIPOM3BEICHHOTO
JIEKapCTBEHHOTO  IIpemapara JOJDKHO — IOKa3bIBaTh  CONOCTaBUMBIE C  pedepeHTHHIM
JICKapCTBEHHBIM IIpEnapaToM WK 0ojiee BBICOKUE are3MOHHBIC CBOWCTBA M MOATBEP)KIATh UX
OnoskBuBaneHTHOCTh. ComocTtaBuMble Wi Oojiee  BBICOKHE aJAre3MOHHBIE  CBOMCTBA
TpaHCACPMAIIBHBIX JICKAPCTBEHHBIX ()OPM HEOOXOIMMO OOECIeUMThH /0 Hayaja HCCIIEIOBaHUM
OMOSKBHUBAJICHTHOCTH y OOPOBOJBLEB, TOCKOJBKY Oojee HHU3Kas aAre3uss MOXKET CHH3HTh
JOCTOBEPHOCTH PE3yJIbTaTOB (hapMaKOKMHETUYECKUX UCCIEIOBAaHUN U TIOCTaBUTh 110JI COMHEHHE
J0Ka3aTeIbCTBO OMOIKBUBAICHTHOCTH JIEKAPCTBEHHOTO npernapaTa. [I0ckobKy CBOHCTBA KOXKH Y
JIOAEH, YYacTBYIOUIMX B HCCICIOBAaHMM OWOSKBUBAJICHTHOCTH AaJre3MH, JOJDKHBI OBITH
aHAJOTUYHBI (1TOI0O0HBI) CBOMCTBAM KOXKH Y TAIIMEHTOB, ISl KOTOPBIX JTAHHBINA JIEKApCTBEHHBIN
npenapar OyAeT NMPUMEHSTHCS B OOBIYHOM KIMHUYECKOH MNpakTHKe, TpeOyeTcss NpoBeleHHe
HECKOJIBKHUX MCCIIEOBAaHUN aare3nu n papMakKOKMHETHKH TaKHX JIEKApPCTBEHHBIX MPETapaToB B
3aBUCUMOCTH OT CBOWCTB KOXXM MAI[MEHTOB, IS KOTOPBIX TpPEJAHA3HAYEH JIEKapCTBEHHBIH
npenapar.

HccaenoBanus, Heo0XoauMble /151 NOATBEP:KIeHUSI 0HOIKBUBAJIEHTHOCTH
TpaHcaepMaabHbIX (OpPM JTeKapCTBEHHbIX MPeNnapaToB

108. 15t moaTBepkaeHUsI OMOIKBUBAJICHTHOCTH TPAHCAECPMATIBHBIX (POPM JIEKapCTBEHHBIX
MpenapaToB TPEeOYOTCS:

CPaBHUTEJIbHBIE HCCIEJOBAHMSI C OJHOKPATHBIM JIO3UPOBAHMEM HCCIENYEMOIO U
peQepeHTHOrO JIEKapCTBEHHBIX IPENapaToB;

CPaBHUTEJIbHBIE HCCIEJOBAHUSI C MHOIOKPAaTHbIM JIO3UPOBAHMEM HCCIELYEMOIO U
peQepeHTHOTO JIEKapCTBEHHBIX MTPENapaToB.

Br03KBUBaIEHTHOCTD TPAaHCAECPMATILHOMN JIEKAPCTBEHHOW (POPMBI HEOOXOIMMO OLICHUBATh
10CJI€ OJJHOKPATHOTO ¥ MHOTOKPaTHOIO IPUMEHEHHUs JIeKapcTBEHHOro npenapara. Heo6xonumo
IIPOBECTU HCCIIEJOBAHUE C MHOTOKPAaTHBIM JTO3UPOBAHUEM B Cllydae, €CIIM B HCCIIEJOBaHUM C
OJTHOKPATHBIM JI03UPOBAHUEM, IIPOBEICHHOM C HanOOJIbILEH JO3UPOBKOM, HE OITBEPHKAECHO, UTO
cpenusisi AUC 0.ty mociie mepBoit 10361 oxBatbiBaeT Oonee 90 % 3Hadenust AUC() Kak ais
HCCIIElyeMOr0 JIEKAPCTBEHHOTO IIpernapara Tak U A pe)epeHTHOT0 JIEKapCTBEHHOIO IpenapaTa
U BO3MOXKHa HeOOJbIIas CTENEeHb HAKOIUIEHUS (KyMyJIALMU) JAEHCTBYIOLIETO BEIIECTBA
JIEKapCTBEHHOT0 Ipenapara B opranusMe. [lpu o6ocHoBaHMYM qu3aiiHa McciaeqoBaHus (BKIIOYAs
BBIOOp MecTa HAHECEHHs) CIEAyeT MpPEACTaBUTh JaHHBIC IOATBEPKAAIONINE HEOOXOAUMYIO
qyBCTBUTEIBHOCTh BBIOPAaHHOIO JM3aifHA TO3BOJIAIONIYI0O OOHApPYKUTh Ppa3IHuUs MEXITY
UCCIIEyeMbIM M pe(epeHTHbIM JIeKapCTBEHHBIMH IpenaparamMi. Heo0XoauMo MakcHMallbHO
CTaHJAPTH30BaTh BBHIOOP YYAaCTKa KOXHM M IPOILECC HAHECEHHS Ha HEro JIeKapCTBEHHOIO
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npemnapara. BeiOop ydacTka KOXHM U IPOLECC HAHECEHMs Ha HEro JIEKAPCTBEHHOro IpenapaTa
JOJDKHBI OBITH OJMHAKOBBIMU JUIS MCCIIETyEMOT0 U Pe(epeHTHOr0 JIEKapCTBEHHBIX MPENapaToB.
N3-3a HEOOXOAMMOCTM CMEHBl MECTa HAaHECEHMs IUIACThIpEeH, W CMEHBl JIEKapCTBEHHBIX
MPEenapaToB cielyeT UCIOIb30BaTh IPYToi y4acTOK KOXKHU B TOH ke 00jacTu Tena yenoBeka. He
paspelaeTcs HapyIaTh aAre3MOHHbIE CBOWCTBA IUIACTHIPS (HAIIpUMeEp, BCIEACTBHE H30BITOUHOTO
HAJaBJIMBAHMSI C LIENbIO IPUKIICUBAHUA).

bro3KBUBaIEHTHOCTh TPAaHCAEPMAIbHBIX (POPM JICKAPCTBEHHBIX MPENapaToB HEOOXOAUMO
OLIEHUBATh C UCIIOJIb30BAaHUEM TeX XK€ (PapMaKOKMHETUYECKUX MapaMETPOB M CTATUCTHUECKUX
IpoLenyp, YTO M IpPHU HUCCIEIOBAaHMM OMOPKBUBAJIEHTHOCTH JIEKAPCTBEHHBIX IPENapaToB C
MIPOJIOHTUPOBAHHBIM BBICBOOOKICHUEM.

Hccnemyemslil 1€KapCTBEHHBIN NIpenapar JOJDKEH OKa3blBaTh aHAJIOIMYHOE WIM MCHBIIIEE,
110 CPABHEHUIO ¢ pehepeHTHBIM JIEKapCTBEHHBIM MIPENapaToM, MECTHOpa3ipakaroliee AeicTBHE,
(hOTOTOKCHMYECKOE NEUCTBHE, CCHCHOMIM3UPYIOIIEEe NEHCTBUE M 00JIalaTh aHAJOTUYHON WIIH
OoJsiee BBICOKOH aAre3WBHOCTBIO K Koxe. Eciam He mpezacraBieHo 00OCHOBaHMS JJS OTKasa OT
IIPOBE/ICHUS UCCIIEOBAHUI (HallpUMep, B CBSI3U € NMPAKTHYECKU UACHTUYHBIM KOJIMYECTBEHHBIM
U KayeCTBEHHBIM COCTAaBOM HCCIEIYEMOr0 U peepeHTHOTO JIEKAPCTBEHHOT'O IPENapaTroB), B
Henax obecrnedeHuss OMOIKBUBAJIEHTHOCTH C TOYKH 3pEHUs O€30MaCHOCTH, B CPAaBHUTEIbHBIX
MCCIICIOBAHMSIX JIOJKHBI OBITh U3yUYEHBI:

MEPEHOCUMOCTh  JICKApPCTBEHHOI'O Ipernapara KOXeW, €ero CIOCOOHOCTb BBI3bIBATh
pa3apakeHue U CeHCUOMITU3aINS;

CIIOCOOHOCTB JIEKAPCTBEHHOI'O IpenapaTa BbI3bIBaTh (POTOTOKCUUECKUE peaKIuH;

aZre3MOHHBIE XapaKTEPUCTUKH IJIACTBIPHON OCHOBBI JIEKAPCTBEHHOI'O IIpenapara.

Hccenenyemasi 103MpOBKa TPAHCAEPMAJIBHBIX (JOPM JieKapCTBEHHBIX NMPeNapaToB

109. Ilpu peructpanuil HECKOJIBKHUX JTO3MPOBOK TPAHCAECPMAIBHBIX (HOPM JIEKapCTBEHHBIX
MpernapaToB HCCIeI0BaHUE OMOSKBUBAJICHTHOCTH TpPaHCAEPMalIbHBIX (POPM JIE€KapCTBEHHBIX
IPEerapaToB pa3peniaeTcss NpoBOIUTh ¢ HauboubIIel (Hanbosee YyBCTBUTENBHON) T03UPOBKOM
IIPU YCIIOBUH, YTO:

Ka4yeCTBEHHBIN COCTaB TPAHCACPMATBHBIX (POPM JIEKAPCTBEHHBIX MPENAPATOB OJUHAKOB JUIS
BCEX JO3UPOBOK;

BEIMYMHA  JIO3UPOBKM  TPAaHCAEPMATIbHONH  (OpPMBI  JIEKapCTBEHHOTO  Iperapara
MPOTOPITMOHATBHA TIIOMIAU pabdouyell MOBEPXHOCTH IIACTHIPSA (TO €CTh IUIOMAAH pabouux
MOBEPXHOCTEH IMJIACTBIPEH MEHBIINX JO3UPOBOK MPEICTABISAIOT cO00M H0NM TUIomaan padoyeit
MTOBEPXHOCTH TIJIACTHIPS ¢ HAMOOJIbINEH JO3UPOBKOM);

npodunu pacTBopeHus (BHICBOOOXKIEHUS) EHCTBYIOIIETO BEIIECTBA U3 HUCCIEIyeMOU U
pedepeHTHO TpaHcAepMaIbHBIX (DOPM JIEKapCTBEHHBIX NPENapaToB OJUHAKOB AaHAJIOTUYHBI.

[Ipu HEBO3MOXXHOCTHU MPOBENCHUS HUCCIeI0BaHUuN HanOOJIbIIIEN JIO3UPOBKHU
TpaHcIepMalibHOM (hOPMBI JIEKapCTBEHHOTO MperapaTa ¢ y4acTHEM 3/I0POBBIX JOOPOBOJIBIIEB IO
cooOpakeHHsIM O€30MaCHOCTH pa3pelIaeTcsl MPOBEACHUE MCCIEOBaHUN C HCIOJIb30BaHUEM
MEHBIIMX  JO3UPOBOK  JICKAPCTBEHHBIX  IpEnaparoB, €CIU  COOJIIOJAeTCs  MPHUHIIMII
MPONOPIMOHATIBHOCTH BETMUUHBI JT03UPOBKHU IUIOMIAAN pabodel MOBEPXHOCTH TIACTHIPS.

Bp10op kpaiilHUX BAPHAHTOB NMPH UCCIAEA0BAHNH TPAHCAEPMAIBbHBIX (OPM JIEKAPCTBEHHbIX
npenapaTos

110. Ecniu HeoOxoauMa oOIleHKa OWOSKBUBAJIEHTHOCTH Oojiee dYeM 2  JI03UPOBOK
JIEKapCTBEHHOTO TMpernapara (HampuMmep, H3-3a OTCYTCTBHS MPONOPIIMOHATBLHOCTH COCTaBa
pa3IMYHBIX JIO3MPOBOK JICKAPCTBEHHOTO TMpernapata W (WJIM) aHAJOTMYHOCTH Mpoduiei
pPacTBOpPCHUA JICKAPCTBCHHOI'O npenapaTa), a TaKiKe I OAHOCAWMHHUYHBLIX JICKAPCTBCHHBIX
MpernapaToB ¢ MPOMOPIUOHAIGHBIM COCTaBOM, TMIPH  BBITIOJHEHUU JIPYTHX KPHUTEPHCB
OCBO60)KI[CHI/I5I oT HCOGXOI[I/IMOCTI/I MMPOBCACHUA HUCCIICAOBAHUA 6H03KBI/IB3.J'I€HTHOCTI/I MOXHO
MPUMEHUTH BBHIOOpP KpaiHUX BapHAHTOB. B 3TOM citydae pa3peniaercsi MpoBECTH 2 UCCIIETOBAHMS
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OMOPKBHUBAJICHTHOCTH, €CJIM BBIOPAHHBIE JO3UPOBKU MPEACTABISAIOT COOOW KpaiiHHE BapUaHTHI,
HampuMmep, HauOoNblIasi W HauMEHbIIAs JO3UPOBKAa MIM 2 JIO3UPOBKH, OOJBIIE BCETO
OTJIMYAIOIIKECS MO COCTaBy, PACTBOPEHUIO UM (opMe, TaK UTO JIIOObIE pa3IUyus B COCTaBe WU
PacTBOPEHUH OCTAJIbHBIX JO3UPOBOK OXBAa4YEHbI 2 IPOBEAECHHBIMU UCCIIEJOBAHUSIMH.

J11 TexapCTBEHHBIX IPENapaToB MPOJIOHTHPOBAHHOTO BEICBOOOXKIEHUS BCIIOMOTaTeIbHbIE
BEIIIECTBA, KOHTPOJIMPYIOLINE BBHICBOOOXKAECHUE, U MEXAHU3M BBICBOOOXICHUS JECHCTBYIOLIETO
BELIECTBA JIOJDKHBI OBITh OJAMHAKOBBIMHU IS BCEX JIO3UPOBOK HMCCIEAYEMOTO JIEKapCTBEHHOIO
npemnapara. Te e TpeOoBaHHS MPEABABIAIOTCS K 000JI0YKaM JIEKAPCTBEHHBIX IMPENapaToB C
OTCPOYEHHBIM BBICBOOOKIEHUEM, KOHTPOJIUPYIOLINM BBICBOOOXKICHHUE.

9. HoBasi 103MpoOBKa 3aperucTPUPOBAHHOIO NpenapaTa ¢ MOAU(GUIHMPOBAHHBIM
BBICBOOOKIEeHHEM

111. ITonoxenuss pasaena VI Hacrosmmx TpeGoBaHWN Takke MPUMEHSIOTCS K BBIOOpY
UCCIIEIOBAaHUM Tpu  pa3pabOTKe HOBOW  JO3MPOBKHM  JIEKAPCTBEHHOrO Ipemapara C
MOJIU(UIIMPOBAHHBIM  BBICBOOOKICHHUEM, KOTOpas HaXxOOUTCS B Tpelenax JHuana3oHa
IPUMEHSEMBIX 103, YKa3aHHOIO B OOIIEH XapaKTepUCTUKE JEKapCTBEHHOIO IpenapaTa Juls
pedepeHTHOro JIeKapcTBeHHOro mpenapata. K  HOBOH  J03MpOBKE, COCTaB KOTOPOM
IIPONOPLIMOHANIEH 3aperuCTPUPOBAHHON JO3MPOBKE (AO3MPOBKAM), paspelaeTcss HPUMEHSTb
BbIOOp KpaiiHMX BapuaHTOB. HoBas 103UpOBKa C HENPOMOPIUOHAIBHBIM COCTAaBOM IIO
OTHOLICHUIO K 3aperucTpUpPOBAHHOM JO3MPOBKE (O3MPOBKAaM) JAOJKHA YIOBJIETBOPATH
TpeOOBaHUsAM, yKa3aHHBIM B moapaszzenax 1-6 pazaena VI nacrosmux Tpebosanwuii. [Iposenenue
HOBOTI'O UCCIIeIoBaHMsI He TpeOyeTcs, eciiu pa3padbaTbiBaeMasi HOBasl JO3UPOBKA JIEKAPCTBEHHOTO
npernapara ¢ MoJIu(UIIMPOBAHHBIM BEICBOOOXKICHIEM HAaXOUTCS B JUAMA30HE MEXITY KpaltHUMHU
BapHaHTaMHU JPYTUX JO3UPOBOK U YAOBIETBOPSET TPEOOBAHUAM K:

BCIIOMOTATENIbHBIM BEIIECTBAM, KOHTPOJIUPYIOIIUM BHICBOOOXKICHNUE;

pasmepy u GpopMe JeKapCTBEHHOT'O Npenapara;

MIPOU3BOJICTBY JIEKAPCTBEHHOM (DOPMBI.

Taxast HOBas 103MPOBKa JIEKAPCTBEHHOTO ITpenapaTa onaaaeT B KaTEropyio, IPUBEICHHYIO
B monpaznene 7 pasgena V Hactosmux TpeboBanuii. HoBas mo3upoBka, HE BXOJSIIas B
CYLIECTBYIOIIMN TEpaneBTUUECKUI AMana3oH, TpeOyeT MpOBEACHUs KIMHUYECKOH pa3paboTKH.
Hexotopbeie mnapamerpbl, (Hampumep, npoduib O€30HaCHOCTH Uil KOXHU JUIS CHUCTEMBI
TPAaHCAEPMAIbHONW JIOCTaBKM) HE TpPEOYIOT MEpEeOLleHKH, €CIM HE OXKUAAETCs, 4TO HOBas
JI03UPOBKA U MpeJlaraeMoe Moka3aHue K MPUMEHEHHUIO H3MEHAT 00ImMid mpod s 6€30MacHOCTH
JIEKapCTBEHHOI'O IIperapara.

10. Ouenka ¢papMaKOKHHETHYECKHX IAPAMETPOB
®apMaKkoOKHHeTHYECKHE TapaMeTPhl, MOJJIeKale AHATU3Y

112. B uccnenoBanusx OMO3KBUBAJIEHTHOCTH C OAHOKPATHBIM JO3UPOBAHUEM HEOOXOAUMO
onpeneauth AUC(), AUC(0-x), ocTaTouHyro miomaab, Cmax, tmax ¥, TPH HEOOXOIUMOCTH,
sacrmmyoAUC.  YceuenHas AUCo.724) HE mnpuemsieMa Uil JIEKapCTBEHHBIX IIPENapaTtoB ¢
MOAU(PUIIMPOBAHHBIM BHICBOOOKICHUEM, HE TIPEOIAraloIIUM IPHUEM BHYTDb.

113. K 1omonHUTEeNbHBIM MapaMeTpaM JIEKapCTBEHHBIX IMPEnapaToB C MHOTro(hazHbIM
MOIU(PUIIMPOBAHHBIM BBICBOOOKICHUEM, MOAJIEKAIIUM ONPEACTECHUIO, OTHOCITCS wactnanas AUC,
Crmax ¥ tmax Ha Bcex (azax. BpemMeHHast ToUKa YCEUCHUS uacrnunon AUC JOHKHA OCHOBBIBATHCS HA
(dhapMakOKMHETHYECKOM Tipodriie (HampuMmep, YacTAX OOBIYHOTO U MOAU(UIIMPOBAHHOTO
BBICBOOOK/ICHUS, COOTBETCTBEHHO) U JIOJKHA OBITh OOOCHOBaHA W IMPEIBAPUTEIHLHO yKa3aHa B
MIPOTOKOJIE UCCIIEOBAHUS.

114.B wuccnenoBaHusiX OMOIKBUBAJICHTHOCTH C  MHOTOKPAaTHBIM  JO3UPOBaHUEM
HeoOxogumo onpenenutb AUC@-tss, tmaxss, Cmaxss, Crss M paykryanuto. B ornuume ot
HEOOXOAUMOCTH  yCTAHOBUTHb Cminss IPU H3YUYEHHMHM HOBBIX JIEKapCTBEHHBIX (opM €
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MO (UIIMPOBAHHBIM BBICBOOOKICHHEM, NPH W3YYCHHH BOCHPOM3BEICHHBIX JIEKAPCTBEHHBIX
IpernapaToB ¢ MOAU(PUINPOBAHHBIM BBICBOOOXKICHHEM JOCTATOYHO CPAaBHUTH MOKazaTenu Crgss
I BOCIIPOM3BEIEHHOTO JIEKApPCTBEHHOTO TperapaTa M Pe(EepeHTHOro JICKapCTBEHHOTO
npenapara. [lokazatenbs Crs MO3BONIAET OLEHUTH (OpPMY KPHUBOH BOCIHPOU3BEIEHHOTO
JIEKapCTBEHHOTO IIpenapara 1 3aMeHsieT He00X0AUMOCTb OLEHKH Crin,ss B ITUX CUTYaLUsX.

OneHka XapaKTepUCTUK U KpUTEepHEB MPHEMJIEMOCTH

115. BHOAKBHBAIGHTHOCTh ~ JIGKAPCTBEHHBIX  MPEMapaToB €  MPOJIOHTHUPOBAHHBIM
BBICBOOOJKJIEHHEM, CIOCOOHBIX K HAKOIUICHHWIO (KyMYJISIUMH), TOATBEPXKIACTCA IOCIE
CTaTHUCTUYECKOU OIEHKH CIICAYIOIINX MapaMETPOB:

nipu ogHoKpatHOM BBenieHUU — AUC 0.1, AUC(0-), Crmax;

pu MHOTOKpaTHOM BBeJIeHUU — AUC (0-1), Cimax,ss, Cr,ss.

HeoOxoauMocTh  CTaTUCTHUECKON OLIGHKH (apMaKOKMHETUYECKUX IapaMeTpoB B
WCCIICIOBAaHNHM OMOIKBUBAJICHTHOCTH JIEKAPCTBEHHBIX IMPEMapaTOB C MPOJIOHTHPOBAHHBIM
BBICBOOOKIEHHEM, CITOCOOHBIX K HAKOIIJICHUIO (KYMYJISIIIUH ), IPEICTaBlIeHa B Taoymiie 1.

Tabanma 1

Heo0xoauMoCTh CTATUCTHYECKON OLIEeHKH (papPMaKOKMHETHYECKNX MapaMeTpPoB B
HCCJIeIOBAHNH 0MOIKBUBAJEHTHOCTH JIEKAPCTBEHHBIX MPENapaToB ¢ NPOJOHTHPOBAHHBIM
BbICBO0O0K/I€HNEM, CIIOCOOHBIX K HAKOIJIEHUIO (KyMYJISILIUM)

Heo0x0auMOCTh OLICHKH ITapaMeTpoOB
dapMaKOKMHETHYECKHUE IAPAMETPhI | OXHOKPATHOE JO3UPOBAHKIE | OJHOKPATHOE TO3UPOBAHUE | MHOTOKPATHOES

HATOIIAK MOoCJIe MpUeMa MUK JIO3UPOBAHUE
Cnax Ja Ja HET
AUC - na na HET
AUC 0-0) na na HET
vactnmas AUC HET HET HET
Crnax,ss HET HET na
Ciss HET HET na
AUC(o.r)ss HET HET aa

116. BuOSKBHUBAJICHTHOCTh IPENapaToB C IPOJIOHTUPOBAHHBIM BBICBOOOKICHHUEM, HE
CHOCOOHBIX K HAKOIUIGHHIO (KyMYJSIIMU) WM TpEeAHAa3HAUYEHHBIX MCKIIOUUTENbHO st
OJHOKPATHOTO NMPUMEHEHUS, TOITBEPKAACTCS MOCIe CTAaTUCTUUYECKOM OIICHKH MapaMeTpoB MpH
onnokpatHoM BBeneHUU: AUC(o-t), AUC(0-0), Cmax U pENPE3CHTATHBHOTO H3MEpPEHUsT (HOPMBI
KpUBOM (HarpuMmep, HA4YaIbHOH vacriunot AUC U KOHEUHON vacrmunoitAUC).

HeoOxoauMocTh  CTaTUCTHUECKON OLIGHKH (apMaKOKMHETUYECKUX IapaMeTpoB B
WCCIICIOBAaHNHM OMOIKBUBAJICHTHOCTH JIEKAPCTBEHHBIX IMPEMapaTOB C MPOJIOHTHPOBAHHBIM
BBICBOOOK/IEHHEM, HE CITOCOOHBIX K HAKOIIJICHUIO (KyMYJISIITUH ), PEJCTaBIcHa B TabIuIIe 2.

Tabauma 2

Heo0xoauMoCTh CTATUCTHYECKON OLIEHKH (PapPMaKOKMHETHYECKNX MapaMeTpPoB B
HCCJIeIOBAHNH 0MOIKBUBAJEHTHOCTH JIEKAPCTBEHHBIX MPENapaToB ¢ NPOJOHTHPOBAHHBIM
BbICBO0OK/I€HUEM, He CIIOCOOHBIX K HAKOIUIEHUIO (KYMYJISIIIMHT)

CDapMaKOKI/IHeTI/I‘ICCKI/IG napaMeTpLI| HCO6XO,HI/IMOCTL OLICHKH MapaMeTpOB




129

OJTHOKpPATHOE OJIHOKpPATHOE JTIO3UPOBAHUE MHOT'OKPaTHOE
JIO3MPOBAHUE HATOLIAK MOoCJIe MpHUeMa MUK JTIO3MPOBAHUE

Cinax Ja Ja HET
AUC - na na HET
AUC 0-0) na na HET
sacrnnan AUC na na HET
Conax,ss HET HET HET
Ciss HET HET HET
AUC0-1yss HET HET HET

117. BHOSKBUBaJICHTHOCTh IIpernapaToB C OTCPOYCHHBIM BBICBOOOIKICHHEM

noaTBepxkaaercs nocie cratuctudeckor omeHku napamerpoB AUCo-.), AUC0-0) B Cmax TIpU
OOTHOKpPATHOM BBCACHHUMH.

HeoOxoauMocTh  CTaTUCTHUECKON OLIGHKH (apMakKOKMHETUYECKUX IapaMeTpoB B
HUCCIICO0BAaHUN 6I/IOBKBI/IBa.HeHTHOCTI/I JICKApCTBCHHBIX npemnaparon C OTCPOYCHHBIM
BBICBOOOKIECHHEM TIpeICTaBjIcHa B TabuIie 3.

Tabmuma 3
Heo0xoauMoCTh CTATUCTHYECKON OLIEHKH (PAaPMaKOKMHETHYECKNX MapaMeTpPoB B

HCCJIeI0OBAHNH 0MOIKBUBAJEHTHOCTH JIEKAPCTBEHHBIX MIPENAPATOB € OTCPOYEHHbIM
BBICBOOOKIEeHHEM

Heo0x0auMOCTh OLICHKH ITapaMeTpoOB
DapMaKOKMHETUYECKUE IIAPAMETPBI | OJHOKPATHOE JO3UPOBAHUE | OJHOKPATHOE AO3MPOBAHHE | MHOTOKPATHOE

HATOIIAK MOoCJIC MpHUeMa MUK JTIO3UPOBAHUC
Cnax Ja Ja HET
AUC 0. na na HET
AUC 0-0) na na HET
vactnmas AUC HET HET HET
Conax,ss HET HET HET
Crys HET HET HET
AUC0-1yss HET HET HET

118. BuOSKBUBAJIEHTHOCTh ~ MHOTO(A3HBIX  MpenapaTtoB ¢  MOAU(DUIUPOBAHHBIM
BBICBOOOK/IEHHEM MOATBEPAKIAETCS MOCIIE CTATUCTUYECKOM OLIEHKH CIEeIyIOIUX apaMeTpPOB:

npu ogHokpaTHoM BBeneHUU — AUC (0, AUC(0-0), wactuunasAUC, 1 Cmax (BO Bcex (hazax
BBICBOOOK/ICHUS ICHCTBYIOIIETO BEIIECTBA);

B Cllyyae KyMyJIALMU JEHCTBYIOIIEro BelecTBa Npu MHOrokpaTHoM BBeleHHH — AUC o.1),
Cmax,ss, Cr,ss-

Heo6xonuMocTh  CTaTUCTHUYECKOW OLEHKH (PAapMaKOKMHETHYECKHX IapaMeTpoB B
UCCIICIOBAaHUHM ~ OMOPKBUBAJICHTHOCTH  JICKAPCTBEHHBIX  MpPEMapaTtoB ¢  MHOTro¢a3HbIM
MOAUGUIIUPOBAHHBIM BEICBOOOXKICHUEM IPEICTABICHA B Ta0IHUIE 4.

119. K nmokasarenbcTBy OMOSKBHUBAJICHTHOCTH  BOCIHPOHM3BEACHHBIX JIEKAPCTBEHHBIX
IpenapaToB ¢ MHOro(a3sHbIM MOAU(UIMPOBAHHBIM BBICBOOOXKICHHEM INPUMEHSIETCS MOAXOJ,
IpEearoaralolinii UCIONb30BaHUE CTAHIAPTHBIX TpaHul] OuoskBuBaseHTHOCTH (80,00 % —
125,00 %). JIroGoe pacmmpeHue TrpaHul] OMOIKBUBAICHTHOCTH s MoKa3aTelnst Cmax JOJKHO
MPOBOJUTHCS C yYETOM yKa3aHHs Ul BBICOKO BapuaOelbHBIX JIEKapCTBEHHBIX IPENaparos,
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npuBeAeHHbIX  moapasaene 11 pasmenma I IlpaBun  mpoBedeHus — UCCIEIOBaHMI
OHMO’KBUBAJIEHTHOCTH.

Tabnuna 4
Heo0xoauMoCTh CTATUCTHYECKON OLIEeHKH (papMaKOKMHETHYECKNX MapaMeTpPoB B

HCCJIeIOBAHNH 0MOIKBUBAJEHTHOCTH JIEKAPCTBEHHBIX NIPENapaToB ¢ MHOT0(a3HbIM
MO (PUUIMPOBAHHBIM BbICBOOOKICHUEM

Heo0x0auMOoCTh OLICHKH TapaMeTpOB
DapMaKOKMHETUYECKUE TIAPAMETPBI |OMHOKPATHOE I03MPOBAHKE | OJJHOKPATHOE TO3UPOBAHUE | MHOTOKpPATHOES

HATOIIAK nocJjie NpuemMa MULIU JIO3MPOBAHHUE
Chnax(x) na na HET
Crnax(x+1) na na HET
AUC 0.y na na HET
AUC 0-0) na na HET
sacranan AU Crx) na na HET
sacrmanan AU Cen) Ia na HET
Crnax,ss HET HET na
Crss HET HET na
AUC(().T)SS HET HET aa

120. AHQJIOTMYHBIA TNpPUBEAECHHOMY B MNyHKTe 119 momgxon K paclIMpeHHIO TpaHHUI]
OMOYKBHUBAJIEHTHOCTH MOYKHO HCIIOJIL30BaTh JUIS MOKa3aTened Cmax.ss, Crss M vacmnon AUC. Pacuer
MoKazaresisl BHYTPUMHIUBUAYaIbHOW BapuaOENbHOCTH B MCCIEAOBAHUSAX C MHOTOKpPAaTHBIM
JO3UPOBAHUEM MOXKET OBITh BBHIMOJHEH Ha OCHOBAaHUM J@HHBIX IO 2 MOCIEAO0BATEIHHBIM
BBEJICHUSIM OJIHOTO UM TOTO K€ Iperapara rnocijie JOCTUKEHHS] pAaBHOBECHOTO COCTOSHUSI.

121. Inst nmexkapcTBEHHBIX TMpErnapaToB B JIEKAPCTBEHHBIX (opMax ¢ OTIOKEHHBIM
BBICBOOOKJIEHHEM W MHOTO(a3HBIX JICKAPCTBEHHBIX (opMax HEOOXOIMMO TakKe OICHWUBATH
Pa3IUIUSA B tmax, 0COOCHHO €CITH JUIS JIEKAPCTBEHHOTO Mpenapara BaKHO 00ECIICYNTh HACTYTIIICHHE
ObIicTporo Havaisa neictBus. [Ipu 3ToM He TpebyeTcst IpOBOIUTEH (HOPMATBHYIO CTATUCTUYECKYIO
OILICHKY TIOKa3aTeNs tmax. JIOCTATOYHO TOKAa3aTh OTCYTCTBHE SIBHBIX Pa3IMYMil B MEAHAHHOM
3HAYEHUU tmax M €ro KBAPTWJIBHOM JHama3oHe [UIsl HCCIeAyeMoro u pedepeHTHOro
JIEKapCTBEHHBIX MPENapaToB.

11. U3yyeHnne BJIAMSHHUSA AJTKOT0Jis1 HA QYHKIMOHAJIbHbIE XAPAKTEPUCTHKH JIeKAPCTBEHHBIX
NnpenapaToB ¢ MOAU(PUIUPOBAHHBIM BbICBO0OKIEHHEM

122. HeoOx0MMo MPOBECTH MCCIEAOBAHUS BBICBOOOXKACHHUS in Vitro BOCIPOU3BEICHHBIX
JICKapCTBEHHBIX MPENApaToB B CHOUPTOBBIX pacTBOpax. Ecim B TeueHHE KOPOTKOIrO MEepHoa
BPEMEHHU TPU BBICOKUX WJIM HU3ZKUX KOHUEHTPAIUSAX CHUPTA WK MPOJOLKUTEIBHOIO BPEMEHHU
MIPU HU3KUX KOHIIEHTPAIUSAX CIHUPTAa OTMEYAETCS YCKOPEHHOE BBICBOOOXKIEHHUE JIEHCTBYIOIIETO
BEIIECTBA in Vitro, HEOOXOIUMO M3MEHHUTh COCTAaB JIEKAPCTBEHHOTrO Ipemnapara. Ecnu Henmb3s
n30eKaTh BO3JCHCTBUS Ha JIGKAPCTBEHHBIM TMpernapaT ajKoroJis B TIEpPUOJA TMPUMEHEHHS
JIEKapCTBEHHOTO TMpenapara W O TakoM HeW30eKHOM BO3JCWCTBUM YKa3aHO B OOIIei
XapaKTEPUCTUKE JICKAPCTBEHHOTO MpernapaTta il pedepeHTHOTO JIEKApCTBEHHOTO Ipernapara,
3asiBUTEIb JIOJDKEH O0OCHOBAaTh (MOATBEPAMTH), UTO TAKOE BIUSHUE HE SIBISETCS KIMHUYECKU
3HAYUMbIM WJIM MPOAHAIM3UPOBATH €ro MOTEHUHAIbHYI0 KIMHUYECKYIO 3HAYMMOCTh Ha
OCHOBAHUU JIaHHBIX O MPUMEHEHUH PeEPEHTHOTO JIEKAPCTBEHHOTO MIperaparta.
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12. IIpoune pakTopbl, TPEOYIOIIME YUeTa PU NMPOBeIeHNH UCCIeT0BAHNM
0MOIKBMBAJIEHTHOCTH JIEKAPCTBEHHBIX MPENapaToB ¢ MOAU(PHUIUPOBAHHBIM
BBICBOOOKIEeHHEM

123. lomxHbI OBITh YYTEHBI TPEOOBAHUS K CIICIYIONINM aClIeKTaM IIIAHUPOBAHUS U OIIEHKH
OMOAPKBUBAJICHTHOCTH B COOTBETCTBHHM C YKa3aHUSIMH JUIS JIGKAPCTBEHHBIX IPEMapaTtoB ¢
OOBIUHBIM  BBICBOOOKIEHHEM, TIpuUBEIEeHHBIM B [IpaBuiax mpoBeneHUs HCCIEIOBaHUMN
OMOPKBUBAJIEHTHOCTHU:

a) BEIOOD HCCIIEAYEeMOT0 U peepEeHTHOTO JIEKAPCTBEHHBIX IMPENapaToB;

0) BBIOOp CyOBEKTOB MCCIICIOBAHMIA;

B) IIPOBECHHE UCCIICIOBAHUI OMO3KBHUBAICHTHOCTH;

T') CTATUCTHYECKAs! OI[CHKA MTEPBUYHBIX KOHEUYHBIX TOUCK;

1) OIICHKA UCXOJHOTO COSMHEHHS U €T0 METabOIUTOB;

€) OlIEHKa YHAHTHOMEPOB;

) OIICHKA DHJIOTCHHBIX BEIIECTB;

3) MCCTICIOBAaHNE JIEKAPCTBEHHBIX TMPEMapaToB C Y3KUM TEPAIEeBTUYCCKHUM HWHACKCOM
(MOxeT OBITh HEOOXOIUMO CYKEHHE TPaHHIl OMO’KBUBAIEHTHOCTH I nokaszarens Cq);

W) UCCIIEZIOBAaHUE BBICOKOBAPUAOECIBHBIX JEHCTBYIOIIMX BEIIECTB W JIEKAPCTBEHHBIX
MpernapaTos;

K) OlLICHKa JIMHEHHOCTH TOKa3arenel (papMaKOKMHETHKH ISl U3y4aeMbIX JIEKapCTBEHHBIX
MpemapaToB.

IIpunoxenne Ne 1

K TpeOGoBaHMIM K TIPOBEICHUIO
(hapMaKOKHMHETHYECKOTO U KIIMHUYECKOTO
W3YyYeHUsT OMOIKBUBAJICHTHOCTU
JIEKApCTBEHHBIX MPENapaToB C
MOTU(QHUIIMPOBAHHBIM BBICBOOOXKICHUEM

TPEBOBAHMUA
K NIPOBeJCHUI0 MCCJIeJOBAHUI TPAHCAEePMAIbHBIX JIEKAPCTBEHHBIX MIPENapaToB Ha
CeHCHOMIN3aLMIO U pa3apakeHne

1. B Hacrosmux TpeboBaHmsIX comepkaTcs yKa3zaHUs IO TJIAHUPOBAHHUIO MCCIICOBAHUN U
CUCTEMaM HCYHUCJICHUS, KOTOPbIE MOXHO HCIOJIb30BaTh /I HCCIAEAOBaHUS KOXKHOTO
pasapakeHusi U CEHCUOWIM3AIMN KOKU B XOJIe pa3padOTKe TpaHCAEpPMAalIbHBIX JIEKaPCTBEHHbIX
MpenapaToB ¢ HOBBIM XUMHUYECKUM COEAMHEHUEM WM BOCIPOU3BEACHHBIX TPAHCAEPMaIbHBIX
JIEKapCTBEHHBIX MpenapaToB. Jnu3aiiH uccieoBaHnus MOKET ObITh a1allTUPOBAH MO KOHKPETHYIO
CUTYAIIHIO.

2. ITocKOJIbKY COCTOSIHME KOXH MOYKET BJIMSTH Ha aOCOPOIHIO JEHCTBYIOIIETO BEIIECTBA
TpaHCIePMAILHOTO JICKAPCTBEHHOTO IIperapaTa 1 OKa3bIBaTh BIHSHIE Ha 3P PEKTUBHOCTD U (HITH)
0€30MMacHOCTb €T0 MPUMEHEHHSI pEaKLUU KOKU U CeHCHUOMIN3AIUs KOXKU MOJIJIEKAT OLICHKE.

3. dns BCECTOPOHHEN OIICHKU OMOPKBHUBAJIEHTHOCTH BOCITPOU3BEJIEHHOTO
TpaHCcIepMalIbHOTO JIEKapCTBEHHOT'O NpenapaTa B CpaBHEHUHU ¢ peepeHTHBIM TPaHCIePMaIbHBIM
JIEKapCTBEHHBIM IIPETapaToM, MPH OTCYTCTBUH UHBIX 00OCHOBAHM (HAIIPUMEp, OUYEHb OJIM3KOTO
KOJMYECTBEHHOT0 M KayeCTBEHHOI'O COCTaBa »JTHUX TPAHCAEPMAJIbHBIX JIEKApPCTBEHHBIX
MpermapaToB) HEOOXOIMMO TaKXKe TOATBEPAUTh AaHAJOTHYHOCTh PEAKIMH pa3ApakeHUus Hu
aHAJIOTUYHOCTD PEAKIUil CeHCUOMIN3AIMU KOXKH.

4. J103UpoBKY, BKIIOYAEMYIO B HCCIEAOBaHUE, OINPEACNAIOT, YYHUTHIBAas CIEIYIOIINE
(hakTopHI:

a) pETPOCTIEKTUBHBIN ONBIT MPUMEHEHHS TPAHCIEPMAIBHBIX JIEKAPCTBEHHBIX MPENAPATOB y
YesloBeKa M0 JaHHBIM HAayYHOU JTUTepaTyphl;

0) paHee MpoBeICHHBIEC UCCIIEAOBAHNS CCHCUOMTH3AITNHY (pa3IpaskeHus1) KOXKH Y )KUBOTHBIX;
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B) BONPOCHl 0€30MAacCHOCTH, XapaKTEpHbIE MJIi KaKJOT0 KOHKPETHOTO HCCIIETyEMOTo
JEHCTBYIOLLETO BEUIECTBA.

OO0mmii 1u3aiiH UCCIe0BAHNI BOCIIPOU3BEIEHHOI0 TPAHCAEPMAJIBHOIO JIEKAPCTBEHHOT 0
npenapara

5. CrangapTHoOe uccieIoBaHe JOHKHO UMETh AU3aiiH ¢ BBEICHUEM aKTUBHOTO KOHTPOJIS U
ane0o ¢ MHOTOKPATHBIM JI03UPOBAHKUEM B 3 (ha3bl B MMapalljIeNIbHBIX TPyIIax.

Ecnu onHOoBpeMeHHOE HaHECcEHHE HCCIeyeMoro M pedepeHTHOro TpaHCAEepMAallbHOTO
JIEKapCTBEHHBIX MPEMapaTOB HEBO3MOXKHO, TTOCKOJIBKY IO HE3apPETUCTPUPOBAHHOMY MOKA3aHUIO
OyZIeT BBEICHO JABOMHOE KOJIMYECTBO ACHCTBYIOLIETO BEIIECTBA, YTO MOKET UMETh MOCIIEACTBHUS,
YIPOKaIOIIUE JKU3HH, Pa3peliaeTcsl HWCIONh30BAaHUE MEHBIIEH JTO3UPOBKU TpPaHCIACPMATbHBIX
JIEKapCTBEHHBIX MPENapaToB C MPONOPLHUOHAIBHBIMU COCTaBaMU M IUIOMIASIMI HAHECEHUSI.

Ilepen HaHeceHueM IUIaCTBIpEH TpaHCAEPMAIbHBIX B TeueHHE 14 nHel mnpoBoaUTCS
CKPUHHUHTOBAs OLIEHKA, KOTOpasi BKJIIOYAET B ceOsl:

cOOp METUITMHCKOTO aHAMHE34,

noytHOE (pr3udecKkoe o0CcIeI0BaHMUE;

anekTpokapauorpapudeckoe uccienoranue (OKI) B 12 orBeneHusX;

JabopaTOpHBIE aHAIHM3bI (BKJIIOUYas OMOXUMHIO KPOBH, T€MATOJIOTHIO M aHAJIW3 MOYH, B TOM
qrclie Ha COIepKaHNe HAPKOTHYECKHUX BEIIECTB).

CyObeKTbl HCCIEeIOBaHUA paclpeAensioTcs Ha rpymnnsl (rpynmy 1 u rpynmy 2) u
OILICHUBAIOTCS HA TPEMET KyMYJISTHBHOTO pa3/IpaKeHUsl U KOHTAKTHON CEHCUOMITH3AINH KOXU.
HeoOxomumo cyObekTam wuCClIeIOBaHUS OOEUX TPYyMI, €CIH OTO Pa3pelieHo B OOIIeH
XapaKTepUCTHKE JIEKAPCTBEHHOTO Ipernapara, B CIy4yailHOM MOPSIKE HAHECTH HCCIEIyeMbIi
IJIACThIPb TPaHCAEPMAaIIbHBIN, peepEeHTHBIN MIAaCTBIPh TPAHCAESPMAIBHBIN U MIACTHIPh-TIALE00
Ha KOXY CIUHBI WU APYTHUE UCCIETYyEeMbIe YUYACTKU KOXKHU. Peakiuu KOoXH JTOJDKEH OLIEHUBAThH
OTIBITHBIN KCCIIEIOBATEND (ITPOIISIIINI HEOOXOIUMYIO TIOATOTOBKY ), IJISI KOTOPOT0 HH(MOpMaIus
0 pacmpelelieHUd JIeKapCTBEHHBIX MPEnapaToB JIOJDKHA OBITh MacKMpoBaHa. Bo m3bexaHue
pa3BuTHa W30BITOYHON peakuuu CyObeKTa Ha BO3JACWUCTBHUE IUIACTHIPS TPAHCAEPMAILHOTO
HEO0OXOIUMO MPEAYCMOTPETh KPUTEPUH MPEKPAIICHUS yIaCTUS B UCCIICIOBAHUU.

Kaxnprii cyOBeKT NpHHMMAeT ydyacTHe B CIEAYIONIMX 3 TOCIeIoBaTeIbHBIX (ha3ax
UCCIIeTOBaHUSI.

®a3a MHAYKIMHU (HAKOIJIEHUS) Pa3ApasKeHu st

6. CyObekTaMm Tpynmbl | HAaHOCST UCCIEAYEeMBIN IJIacThipb, peepeHTHBIN IIACTBHIPh U
MJIACTHIPh-TIIANE00 Ha CIy4dyalHO BBHIOpaHHBIC Y4YacTKH KOH B TedeHue 21 aHs. CyObekram
TPyNNbl 2 HAHOCAT MCCIEAYEMBIN TUIACTHIPh, PeQEePEeHTHBIN MIACTHIPh U TUIACTHIPh-TUTANE00 Ha
CITy4aiiHO BBIOpaHHBIC YYaCTKU KOXKH 3 pasa B Henento B TeueHue 21 mus (Bcero 9 nanecenuii). B
rpymnre 2 MIacThIpU OCTAalOTCsA Ha KO)Ke B TedeHue 48 4acoB B pabouyuwe AHU M 72 YacoB — B
BBIXOAHBIE THHU. HOBBIM MJIACTBIph HAHOCSAT HA TOT K€ Y4YacTOK, YTO W IpeAspiayumuid. Ecim
OuepeHOM IMJIACTHIPh HAJJICKUT HAHECTHM B TeueHHWe | yaca W MeHee Iocie yJaleHus
MpeNbIAYIIEro, MEepHo] MPUMEHEHHs] OYEPETHOrO IIACTBIPS JOIMYCKAeTCsl COKPATUTh Ha 3TOT
MepUOJI BPEMEHH.

da3za noxon

7. 3a (azoit uHAYKIKHU (KyMYJISLKAN) pa3ApaskeHus CleayeT AByXHeaenbHas (pa3a mokos, Bo
BpeMsl KOTOPOH IJIACThIPU HE HAHOCATCSL.

da3a nNpoBOKaLMHU
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8. ITocne (a3pl MOKOS TMIIACTHIPU HAHOCATCA Ha 48 YacoB Ha HOBBIC YYaCTKH KOXKH B
npezeiax paHee OnpeiesIeHHbIX TPaHull.

9. B pnonosiHeHuEe K KOXXHOUW oueHke yepe3 0,5 u 24 yaca mociie yJajaeHUs MIacThIps
CyOBEKThI, PUHUMAIOIINE yyacThe B (paze MpOBOKAILIMHU, BO3BpaIatoTcs Ha oOcienoBanue Ha 40-
¥ u41-il THU 1711 TOTIOJTHUTENIBHOM OLEHKHU KOXKHOM peakiuu yepes 48 u 72 yaca nocie yJ1aaeHus
MOCJIETHETO TUIACTHIPSL.

10. B mensx MHUHMMHW3alUM BJIMSHUS MEXKWHIUBUIYyAIPHOW BapraOETbHOCTH KaXKIIbIi
CyOBEKT HCCIeOBAHUS TTOyYaeT BCe 3 CpaBHUBAEMBIX IUTIACTHIPs 0JTHOBpeMeHHO. Kpome Toro, ¢
LEeIbI0 KOHTPOJII BO3MOKHOCTH B3aUMOJIEHCTBUS «IIpenapar — y4acTOK HaHECEHUs» (KoTopas
ABJIETCS. MAJIOBEPOSATHOM) BCE 3 IJIACTBIPS B CIyYallHOM HOPSJIKE HAHOCAT Ha 3 ydacTKa KOXH
Tak, YTOOBl K&Kl IUIACTBIPh NPHUMEHSJICS HAa TOM >K€ Yy4YacTKe KOXHM, YTO M paHbIIE,
NpPUOTU3UTENIPHO paBHOE YHUCIO pa3 (€ClnM CUuTaTh MPUMEHEHHS Y BCEX YYaCTHUKOB
WCCTICIOBAHMS ).

11. Peakuuu KOXH HEOOXOIMMO OLIEHUTH y BCEX CyOBEKTOB HCCIENOBaHMS TPYIIbl 1 u
rpynnsl 2. Y4acTKU HaHECEHUs MIAcThIpd Y CyOBEKTOB 00€HX IpyMI OLEHUBAIOTCS HA MPEAMET
pasapaxkeHuss Koxu crycTss 30 MHUHYT TOCie yJaleHHs IUIacThips (0amt Mo miKaie OLEHKH
KOYKHOTO OTBETa M OaJIJT MO MIKaJIe OIICHKHU CEHCUOMIN3AINK U aJUICPTUYeCKuX peakiuii). B dazy
MHIYKUUU (HAKOIUJICHUS) pa3Ipa)K€HUsl HOBBIC IJIACTBIPU HAHOCSAT uepe3 | yac mocnie yaaleHus
MpeIbIIYIIETO.

12. B menax OIEHKM KOHTAaKTHOW CEHCHMOMIM3almMu B (pa3y NMPOBOKAIMM HCCIIELyEeMBbIi
IJIaCThIPb, TUIACTHIPh CPABHEHUS U IUIACTHIPh-TUIANE00 HAHOCAT OJTHOBPEMEHHO Ha 48 4acoB Ha
YYaCTKH KOXKU CyOBEKTOB 00EWX TpYII, Ha KOTOPHIE TUIACTHIPh paHee He HaHOCWICA. Peakmus
KOKM Ha 3TUX ydacTkax oreHuBaetcs uepes 0,5; 24; 48 u 72 yacoB nociie y1aaeHus MIacThIps.

13. KoxHble peakiuy TPOBEPSIOT U PAHKHUPYIOT, UCIONb3Ys LIKAJIbI OLEHKH OasioB,
npuBeJeHHbIE B Ta0nuie | (ImIkajga OLEHKH KOXKHOTO OTBeTa) M Tabymie 2 (IIKajga OIEHKH
CCHCHOWIM3aluu ¥ aJUISPrHUecKuX peakmwii). Paspemraercs B KauecTBE BO3MOXKHBIX
aIbTEPHATUBHBIX BAPUAHTOB OLIEHKH HCIOJIb30BaTh HHbBIE IIIKAJIbl OLIEHKH, ONMCAHHbIE B HAYYHON
MEAUIIMHCKOW JTUTEepaType, MPU 3TOM TpedyeTcsi 000CHOBATh BHIOOP TAaKOW IIKAlIbI OIEHKU B
IporpaMMe KJIMHUYECKOTO UCCIIeIOBaHUS.

14. Kaxxmoe MeCcTO HAaHECEHHS IMOIy4aeT OTIACNBbHBIN Oall Mo mIKajlaM OIEHKH KOXXKHOTO
OTBETa U OLEHKU CEHCUOWIN3ALNY U aJUIEPIrHUECKUX PEaKIIHil, KOTOpble CYMMHUPYIOTCS B OaJljIbl
TSI KOMOMHHPOBAHHOMW OLIEHKH PEeaKIuy KOXU. [ olleHKH Oaliia KakJ0ro BUJIa PEaKIIUNU KOXKH
Heo0X0uMO, 4TOOBI 110 MEHbIIIEH Mepe Ha 25 % miommaay yyacTka KOXH Ha KOTOPbI HAHOCHIICS
IJIaCThIPb, OTMEYANlaCh peakuus Koxu. B xome ¢das3pl mpoBokanuu (OLEHKAa KOHTaKTHOM
CEHCUOMIN3AIINN ) TIOJIOKUTEIIBHBIM OTBETOM MPU3HACTCS JIUIITH 01T KOMOMHUPOBAHHOM OIIEHKH
pEeaKIH KOXHU, MPEBBIIAIONTUHN 2.

Tabnuna 1
banasl mo mkamae OIICHKH KOKHOT'O 0TBETA
bamn | Omnpenenenue
0 Her peakiyu (mpu3HaKy pa3apakxeHusi OTCYTCTBYIOT)
1 MunnManbpHas (e[Ba BUIUMAsi) JpUTEMa
2 Jlerkas (nerko BuauMas) sputema 0e3 oTeka u (Win) marmyia
3 YMepeHnast sputeMa 6e3 oteka u (WIIK) TaITyJ1 WK JIeTKas (JIETKO BHIUMast) SpUTeMa ¢ OTEKOM U (HJTH)
nanyJjiamMu
4 Tsoxenast saputemMa 6e3 oTeKa U (MITH) MaIyJ WIH yMEPEeHHas dpUTeMa C OTEKOM | (WIIH) TammyIaMu
5 Tsoxenast )puTeMa ¢ OTEKOM | (WIIH) TIaIyJIaMH HITH JII00ast BE3UKYJIIpHAs peaKius
6 Bynnesnas peakius Wi Ji00bIe peakuy, COOTBETCTBYONIUE 3—5 OaJtaM, HO pacpOCTPAHSIONINECS 3a

MpCaAciibl IJIACTBIPA
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Tabnuna 2

Bansbl mo mkase OueHKH CEHCHOUIM3AIUN U AJIJIEPTHYeCKUX pPeaKkiui

bamn | Omnpenenenue

0 Her peaxuun

0,5 DOpurema 6e3 HHPUIBTPALUH

1 OpureMa ¢ HHQUIBTpaKel, OTACIEHBIMY NaITyJIaMU
2 OpureMa ¢ UHQUIBTpaNKeH, NamyjaaMu, BE3UKyIaMu
3 Oputema ¢ HHOWIbTPAIIMEH, MaIyIaMHy, CJIMBHBIMU BE3UKYJIaMHU

15. «BrIpakeHHOW» peakinei Ha UCCIeyeMbIN TperapaT sBISIETCS 0alT 1o IIKaje OIEHKH
KOXXHOTO OTBETA, paBHBIN 3—6, Wim cymMMa JIFo060ro Oana 1mo mkane OleHKH KOXKHOTO OTBETa U
OaJiia o mIKaJie OIeHKH CEHCHOMTN3AINK ¥ aJlJIEPTUYECKUX PEaKluii, paBHas 3 win Oosee.

Tabauma 3

KoMOuHnpoBaHHasi OleHKA MO0 0aJ171aM HIKAJIbI OLEHKH KOKHOT0 0TBeTa U 0a/lJIaM IIKAJIbI
OLEHKM CEHCHOMJIM3ANMHU U AJIJIEPrUYecKUX peaKiuii HcciaeayeMoro TpaHcaAepMaibHOro
JIEKAPCTBEHHOTI'0 Mpenapara, pe)epeHTHOr0 TPAHCAEPMAJIBHOI0 JIEKAPCTBEHHOT 0
npenapara u npenapara-njianedo

Bun onieHKH, BBIIOJIHIEMOMK

I'pynna dasza
UcclieIoBaTeIeM

OIIGHI/IBaeMLIe II0Ka3aTcJIn

I'pymnna 1 ¢aza nuayKunK (HakomseHus) basisl KOXKHOrO OTBeTa cpeaHuii 6an pasnpaxeHus (paBeH
pazapakeHus Bamns! qiist mozcaeTa cpeaHeMy 0Oaury KOKHOTO OTBETA B
CEHCUOWIIN3aIlMY U OLIEHKH TPYIIIE);
aJUIEPrUYeCcKUX peakiun
o0I1ee HAKOIUICHHOE Pa3ApaskeHNe
(paBHO CyMMe GaJIJIOB KOYKHOTO
OTBETA B TPYIIIIE)

KOMOMHHUPOBAaHHBIH KOJKHBIA OTBET B
rpymnne (paBeH cymMmMe 0aJuioB
KO>KHOTO OTBETa U 0aJlIOB ISt
HojicyeTa CeHCUOMIN3AMU U OLICHKH
QUIEPTUYECKUX PEAKIH B IPYIIIe)

cpenHuit 6amT KOMOMHUPOBAHHOTO
KOKHOTO OTBeTa (paBeH cperHeMy
CYMMbI 0aJUIOB KOKHOT'O OTBETA U
OaJIOB IUIA MOACYETA
CCHCUOWMIN3AIMH U OI[CHKH
AICPTHYCCKUX PEAKIUI y KaXKIO0ro
cyOBeKTa B rpyrre)

I'pynmst 1 + 2 ¢daza npoBokauu (KOHTaKTHO# bayuiel ko>kHOTO OTBETa 6aJ51 KOMOMHUPOBAHHOT'O KOXHOTO
CCHCUOWIIN3AIINN) Bannel qiis noacuera oTBeTa 2:2
CEHCUOWIIN3AINU U OLICHKU
AJUIEPrUYECKUX Peaklun

16. [Ipy mpoBeleHUM OCHOBHOTO aHAIM3a CPABHUBAIOT CPEAHMN Oania pasapakeHUus
(cpenuuii Mo BceM HaOMIOAEHUSIM 0ajll KOKHOTO OTBETA) M 00I[ee HaKOIUIEHHOE pa3/ipakeHHE B
Oamtax (cymma 0ajuIoB KOKHOTO OTBETa BO BCEX HAOIONEHHSIX) MCCIENYeMOro mpernapara u
pedepeHTHOTO Tpenapara. i MOTy4YeHUsT MONIOKHUTEIBHON OIEHKH COOTHOIIEHUS «IIO0Jh3a —
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PUCK» Takoro Ipernapara MIpPOBOJAST 3apaHee CIUIAHUPOBAHHBIM CTATUCTUYECKHUM aHau3,
OCHOBAHHBIM Ha MpPOBEPKE CTATHCTUYECKOH THUIOTE3bl He MeHblIed 3¢¢dexktuBHOCTH. [lns
CpaBHEHHUS 0AJIJIOB pa3apa)KeHUsl MEKy MpernapaTaMy HUCIONIb3yeTcs METO]l 2 OTHOCTOPOHHUX t-
TecToB. Jlnmsi Kaxaoro mapaMerpa HaWMEHbIIEe CpeAHEee KBaApaTHUYEeCKOEe OTKJIOHEHHUE I10
KaKIOMY TMpernapary Mojay4yaroT U3 MOJEIN TUCIEPCHOHHOTO aHaiu3a, B KOTOPOM CYOBEKT U
UCCIIeTyeMbIi Tpernapar BBICTYIAIOT B KauecTBE (PMKCHPOBAHHBIX MEpeMeHHbIX. HeoOxommmo
paccuuTaTh OTHOIIEHHE HAUMEHBILIETO CPEJHEro KBaJpaTHUYECKOro OTKIOHEHHUS HCCIEeTyeMOro
npemnapara kK peepentnomy npenapary smecte ¢ 90 % noBepurensubiM HHTEpBaoM. Ecin 90 %
JIOBEPUTEIIbHBIN UHTEPBAJ MOJHOCTHIO YKIaasiBaeTcs B uHTEpBai 0,8000—1,2500, nenaroT BIBOL
00 DKBHUBAJICHTHOCTH 2 TIPEMapaToB.

17. OrileHKa KOHTAKTHOW CEHCHMOWIHM3AlMU TPOBOAUTCS B (ha3sy IPOBOKAIMU Tpu Oasie
KOXHOT'O OTBETa PAaBHOM HJIM O0JIbIe 2. DTH JaHHBIC HE TPeOyeTcs MOABEPraTh CTATUCTHUECKOMY
aHaIu3y.

18. IlpuBeneHHBIN B HACTOSIIEM MPHIOKEHUU JU3AMH WCCIEIOBAHUS HCIIOJIB3YeTCs IS
M3Y4YEHHs] OTIEIbHBIX BOINPOCOB SKBUBAJICHTHOCTH BOCIPOM3BEICHHBIX TpPaHCIEPMAaTbHBIX
JIEKapCTBEHHBIX  MpenaparoB  (HAMpuUMep, OICHKH JKBUBAJCHTHOCTH  OIPEACTICHHBIX
XapaKTePUCTHK MPOMBIIUIEHHON pelenTypsl W IPOU3BOJCTBEHHOrO IpoLecca, pa3iuuuil B
COCTaBe BOCIPOM3BEICHHBIX TPAHCACPMAIIBHBIX JICKAPCTBEHHBIX MPENapaToB MO CPABHEHHUIO C
pedepeHTHbIMH, OIIEHKHM SKBUBAJICHTHOCTH IIJIAHUPYEMBIX HHTEPBAJIOB  JI03UPOBAHUS
TpaHCIePMAIIbHBIX JIEKapPCTBEHHBIX MTPEMapaToB).

UccnenoBanusi, npoBOAMMBIE [UJISl OLIEHKH CEHCUOWIM3AIMM, MpeaycMaTpUBaIOIINe
MHOTOKPaTHOE HaHEeCEHUE TUTACTHIPS YEJIOBEKY B KaUeCTBE CyObEeKTa UCCIICIOBAHMSI, HEOOXOAMMO
MPOBOAUTH TOJBKO B HCKIIOUUTEIBHBIX CIIydasX, MOCKOJbKY CYOBEKTBI MCCIETOBAHHUS MOTYT
MOJIBEPTHYThCS HEHY)KHOH CEHCHOWJM3alMi, a pa3Mep BHIOOPKM MOXKET HE BKIIOYATh
YyBCTBUTEIBHBIX CyOBEKTOB (TO €CTh JIIOJICH, OpPraHW3M KOTOPBIX CIOCOOEH 00ecreunTh
HaJJICXKAIYI0 PEaKIIHIO).

IIpunoxenue Ne 2

K TpeOGoBaHMIM K TTPOBEICHHUTO
(hapMaKOKHHETHYECKOTO ¥ KITMHUIECKOTO
W3YYCHUsT OMOIKBUBAJICHTHOCTH
JICKaPCTBEHHBIX MPENapaToB C
MOJTU(QHUIIMPOBAHHBIM BBICBOOOKICHUEM

YKA3AHUA
10 OLlEHKE KOKHOM aare3uu in vivo

I. TpancaepmasbHbIE JIeKAPCTBEHHbIE MIPENapaThl, COAeP KAILe HOBOE WIN U3BECTHOE
JeiicTBYHOIee BelecTBO

1. M3yuenue aare3uBHbIX (QYHKIIMOHAIBHBIX XapaKTEPUCTUK in Vivo ABISETCA, KaK IPaBUIIO,
YacThI0 HCCIENOBAaHUIN A(PPEKTUBHOCTH JIEKAapCTBEHHOro mnpenapara. Ha ocHoBaHuM aHanu3a
PHUCKOB, OOIIEH XapaKTepUCTHKH JIEKAPCTBEHHOTO TMperaparta W JMCTKOB-BKJIAIbIIICH
KOHKPETHBIX JIEKAPCTBEHHBIX MPenapaToB HEOOXOAUMO OLEHUTh YCTOHUYMBOCTh JEKApCTBEHHOTO
mperapara K IMOBCEJHEBHOW  (PHM3MUECKOW AaKTMBHOCTM W  TOBEIEHUIO  (Hampumep,
BJIarOyCTOMYMBOCTh IIPH MBIThE, IPHUHATHU JyIla, IIOCCIIEHUU CayHBI, HCIIOJIB30BAHUH
YBIIQXHUTEIEH, PUCK CAMOIIPOU3BOJIBHOTO YJaJICHHs MPHU BBIMOJIHEHUHN (PU3HUECKON 3apsiiKu U
(unM) BO CHe, MOTEHLUAIBHBIM MEPEHOC Ha KOXKY APYIHX JII0JeH (CeKCyalbHbIX MAapTHEPOB WM
4JIeHOB ceMbH)). HeoOXxo1mmo npeioTBpaTHTh CIy4aliHbIN EPEHOC MIIACTHIPS Ha KOXKY YelIOBeKa,
KOTOpPBIN €ro He HOCUT, U MUHUMH3UPOBAaTh IIPOUne PUCKH, 00yCIIOBICHHbIE IUIOXO0M aaresuei,
nyTeM OOECIEeYeHHs YAOBJIECTBOPUTEIBHBIX aJre3UBHBIX (DYHKIIMOHAIBHBIX XapaKTEPUCTUK
IIACTHIPA.
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I1. TpancaepManbHbIN JIEKAPCTBEHHBIH Mpenapar, ABJISIOIUICH AHAJI0TOM
3aperucTPUPOBAHHOIO TPAHCAEPMAJIBHOIO JIEKAPCTBEHHOI0 Mpenapara

2. M3yuenue anre3MBHBIX (YHKIMOHAIBHBIX XapaKTEPUCTHK i1 VIVO MOKHO BKIIOYHTH B
UCCIIEIOBAaHNE KIMHHYECKON (hapMaKOKMHETHKHU (KaK ¢ OJHOKPATHBIM, TaK M MHOTOKPaTHBIM
TO3UPOBAHUEM), WIH OHO MOXKET SIBIISITHCSI HE3aBHCHMBIM HCCIICOBAHUEM C ydacTHeM JHOO
MAaUeHToB, MO0 100poBOBIEB. [IOCKONBKY HCCIENOBAaHUS AAre3UBHBIX (DYHKIIMOHAIBHBIX
XapaKTEPUCTHK JIOJDKHBI YCTAHOBUTH JIOCTATOYHBIC aJ€3MOHHBIC CBOWCTBA TUIACTHIPS MPH
NPUMEHEHUH Y IeJIEBOW MOMYJISIIUU, TO JUIl W3Yy4eHHUS aaAre3ud M (apMaKOKUHETHKH MOTYT
noTpeOOBaThCs pa3HbIC BUBI HCCIICIOBAHUN.

3. Ilpu OTCYTCTBMM WHOTO OOOCHOBAaHHS B OTHOIICHUH IIACTHIPEH TpaHCIAEpMalbHBIX,
MIPEJCTABIICHHBIX B HECKOJBKUX O3MPOBKAX, UCTIBITAHUS i1 VIVO TIPOBOAATCS C MPUMEHEHHEM
IJIACTHIPS. HAUOOJBIIIETO pa3Mepa.

1. [IpoBeneHue uccae0BAHUSA AATe3UU

4. He nomyckaercs TMOBTOpHas (UKCAlUsl IUIACTBIps, HANpUMEp, IYyTEM CHIIBHOTO
Ha/JaBiIMBaHUA Ha Hero. OHaKO eciu mpenapaT HaJUIEKUT HCIIOJIb30BaThb B COOTBETCTBUM C
oOmmiell  XapakTEepUCTHKOW  JICKApCTBEHHOTO Ipermapara ¢  (QUKCHPYIOIIEH  MOBS3KOM,
IpeJHa3sHauYeHHON oOecreunBaTh J0CTaTOYHYIO a[re3H0, UCCIEJOBAHUS aiAre3unu HeoOXO0AUMO
MIPOBOJIUTH, C UCIIOJIb30BAHUEM ATOH (PUKCUPYIOLIECH MOBSI3KH.

5. Heob6xomumo ykaszaTh 1 000CHOBATh YacCTOTY OIEHKH aJre3ud ¢ YKa3aHHUEM BPEMEHHBIX
TOUYEK HAaHECEHUS U yAaJCHHUs IJIACThIpEil TpaHCcIepManbHbIX. YacTOTa OLIEHKU are3uu JOKHA
3aBUCETh OT BPEMEHM HOIIEHUS IJIACTBIPS. Y IOBJIETBOPUTEIbHBIE U HEYJOBICTBOPUTEIbHbIE
(YHKIMOHATBLHBIE XapaKTEPUCTUKHU TAK)KE MOKHO PETUCTPUPOBATH IyTeM (oTorpadupoBaHusl.

6. Ecnu aaresust msydaercss B (papMakOKMHETHYECKOM HCCIEIOBAaHMHM C MHOTI'OKPATHBIM
J03UPOBAaHUEM, TIPU pacyeTe pa3Mepa BHIOOPKH HEOOXOIMMO YUYHTHIBATH HE TOJBKO 3HAYCHHS
(apMaKOKMHETHYECKMX KOHEUHBIX TOUYEK, HO TAaK)KE€ U 3HAYECHUsl KPUTEPUEB IPUEMIIEMOCTH IIPH
IIPOBEPKE TMIOTE3HI O JOCTATOYHON aATre3HH.

7. B peructpaniioHHOM J0Che HEOOXOAMMO TMPEACTaBUTh KpaTKU 0030p pPe3ysIbTaToB
MCCIIEIOBAHMS 110 KaXIOMY HCCIIEAyeMOMY TpaHCIepMaIbHOMY JIEKAPCTBEHHOMY Ipernapary B
TaOIMYHBIX U Tpaduueckux GopmaTax ¢ MOSCHEHUSIMHU.

8. B peructparmoHHOM J0Che HEOOXOAMMO MPHUBECTH WHIUBHIYaJbHBIC 3HAUCHHS JOJIH
aAre3suy B 3aBHCHUMOCTH OT BPEMEHU HAHECEHHUS C COOTBETCTBYIOUIMMU MM OIUCATEIbHBIMU
CTaTUCTHMKaMM B TabauuHoM Qopmare. OO030p CpeaHHX pe3yJbTaTOB HCCIEIOBaHUS
MPEACTABIISIOT B TAOIMYHON (pOpME B COOTBETCTBUU C Tabiuiei 1.

Tabmuma 1
O030p pe3yabTATOB HCCIETOBAHUS KOKHOM aire3un
BpeMmeHHas TOYKa OLIEHKH, Yachl
.. d .. d .. d .. d
IIpuxpennenue - —
Pedepentnsiii (R)|Uccnenyemsrii (T)| (R) (T) (R) (T) R) | (T)
Ne (%) Ne (%) Ne (%) | Ne (%) | Ne (%) | Ne (%) [Ne (%)\Ne (%)

bounpire mim pasao 90 %
lbonbme nnu pasro 80 %
lbonbme nnu pasro 70 %
lbonbme nnu pasao 60 %
bonbme nnu pasro 50 %
Ot 0 1o menee 50 %
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9. B nomonHeHne K TaOIMYHBIM TaHHBIM 110 HHAWUBUAYAJIBLHBIM U CPEIHUM JIOJISM aJIMe3UH
B 3aBHCHMOCTH OT BPEMEHU HAHECEHUS B PETHCTPAIMOHHOM J0ChEe HEOOXOAMMO IMPEICTABUTH
TUCTOTPaMMYy aJIF€3UBHOCTH B 2 UCCIEAYEMBIX TPYyTIIax.

2. Kpurepuu oneHKH aare3uu

10. Anre3nto KOJWYECTBEHHO BBIPAKAIOT Yepe3 J0J0 (TPOIEHT) IUIOMIaau KOXKH, Ha
KOTOPOI1 MJIaCTBIPb OCTAETCS B HAKJIEEHHOM COCTOSIHUM B KOHIIE HHTEpBaJla JO3UPOBaHUS.

11. OcHOBHBIE KPUTEPHUU OLIEHKHU aJI€3UH:

a) aare3usl CUMTaeTcs INpuemsieMol, eciau 90-IpOLEHTHBIA JOBEPUTENBHBIN HHTEpPBAJ
CpeIHell MmIomaay yyacTka KOKM Ha KOTOPOM B KOHIIE MHTepBaja JI03UPOBAHUS HCCIIEYyEMbIN
IJIACTBIPb OCTAE€TCS B HAKJIIEEHHOM COCTOSIHMM, ITpeBbimaeT 90 % OT BEIMUYMHBI IEpBOHAYAIBHON
TJIOIIAIN TIPUKPEIJICHUs TacTeips. Jlroboe HecobmoieHne TaHHOTO TPpeOOBaHUSI HEOOXOIUMO
000CHOBATh, MPUHMUMAsT BO BHHUMAaHUE BCE MOTEHIMAJIbHBIE PUCKU, O0YCIOBICHHBIC HETIOJIHBIM
MPUKPETICHUEM TIACTHIPS;

0) ecnmy TpeAroNaraeTcs, 4YTO BBINOJHEHHE TpPeOOBaHMS IOAMYHKTa «0» HACTOAIIETO
MyHKTa MAaJIOBEPOSITHO, MOXKHO YCTaHOBUTh HE MEHBIIYI0 3(PQPEKTUBHOCTH HCCIETYEMOIO
TpaHCAECPMAIBHOTO  JICKAPCTBEHHOTO  Ipermapara IO  OTHOIIGHUI0 K  pedepeHTHOMY
TpaHCIepMallbHOMY JIEKapCTBEHHOMY Ipenapary. OTO BO3MOXHO, €ciu pedepeHTHBII
TpaHCAepMalbHBIN JIEKapCTBEHHBIH Mpenapart cam 1o cede cinado npukperussercs (Mensie 90 %).
Huwxnss rpanuna 90-mpolieHTHOTO JOBEPUTENBHOTO HMHTEpBajia pa3HULIBI aAre3WBHOCTH,
PaccUuTaHHOIO 110 J0JI€ a/Ir€3UU KaK HENPEPBIBHOM IEpEMEHHOMN (MCCIIEAyEMBIH JIeKapCTBEHHBII
npenapaT MUHYC peepeHTHBIN JIeKapCTBEHHBIH Mpenapar), He AoKHa ObITh MeHbIe 10 %.

12. Kpome TOr0o, HE0OXOJMMO OLIEHUTh U CPAaBHUTD:

JIOJTIO a/Ir€3UU BO BCEX BPEMEHHBIX TOUKAX, YTOOBI OLICHUTh AUHAMUKY U3MEHEHUS aire3un
B XOJI€ HCCIIEI0BAHUS;

JIOJII0 CYOBEKTOB, COXpaHSIOMUX Oosiee deM 90-mpOIeHTHOE MPUKPEIUICHUE B KaXKIOHN
OLICHUBAEMOM BPEMEHHOM TOYKE;

JI0JT10 CyOBEKTOB CO 3HAUUMOM CTETEHbIO OTKJIEUBAHUS (OTPBIB OT KOKH MITU OTKJIEMBAaHUE
Oosiee TOJIOBUHBI IUIACTHIPS) KaXKIOTO MCCIEIYyeMOro JIEKapCTBEHHOTO IIperapara BO BCeX
BPEMEHHBIX TOUKaX;

YKCJIO MOJHOCTBIO OTKJIEUBIIUXCS MJIACTBHIPEN B KaXKIOW BPEMEHHON TOUKE.

Taxxe HeoOXOIUMO TMPOAHATU3UPOBATH CIIydaW I[IOJIHOTO OTKJIEHBaHUS M ciaaboro
MPUKPEIUICHUS IJIACTHIPEH ¢ YCTAaHOBJICHUEM BO3MOXKHBIX IPUYMH U (PAKTOPOB pHUCKa.

13. IIpu KauecTBEHHOM OIICHKE aJre3Un HEOOXOAMMO YUUTHIBATh CIIeTyIoNre (haKTOPHI:

HAJIMYME OCTATKOB JICHCTBYIOIIETO BELIECTBA MPHU yAAJICHUU BBICBOOOXKIAIOIIETO CIIOA U
IJIaCTHIPS TPAHCIEPMAIBLHOTO;

BBITEKAHUE aJr€3MBHOIO BEUIECTBA U3-110J IUIACTHIPS, YTO MOXKET MPUBECTHU, HATIPUMED, K
00pa30oBaHUIO TEMHOI'O KOJIbLIa BOKPYT IUIACTBIPS TPAHCAEPMAIBHOIO, MOJIBUKHOCTH WU
OTKJICUBAHMIO TIACTHIPSI, 00Pa30BAHUIO CKIAIOK.

PesynpTarel  MccienoBaHUS  HEOOXOIMMO BHECTH B OOHIYI0  XapaKTEPUCTUKY
JIEKapCTBEHHOI'O IIpernapara.

IIpunoxenne Ne 3

K TpeOGoBaHMIM K TTPOBEICHUIO
(hapMaKOKHHETHYECKOTO ¥ KITMHUYECKOTO
W3yYCHUsT OMO’KBUBAJICHTHOCTH
JIEKapCTBEHHBIX MPENapaToB C
MOTU(QHUIIMPOBAHHBIM BBICBOOOKICHUEM

YKA3ZAHUA
10 ONpe/ae/IeHNI0 KOPPeJs UM JaHHbIX, MOJYYeHHBIX in Vitro U in vivo
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I. O01mue moJ1o:xeHus

1. Koppensimust naHHBIX, TOTY4YeHHBIX in vitro u in vivo (IVIVC) — 310 MaremaTudeckas
MOJIeJIb, XapaKTepU3yIolasi 3aBUCUMOCTb MEXAY CBOMCTBOM JIEKApCTBEHHOM (OpMbI (TJIaBHBIM
00pa3oM pacTBOPEHHUEM WM BBICBOOOKIIEHHEM JEHCTBYIOIIETO BEIIECTBA), YCTAHOBICHHBIM in
Vitro, 1 COOTBETCTBYIOIIUM OTBETOM in Vivo (TJIaBHBIM O0pa3oM IUIa3MEHHOW KOHIIEHTpaluei
JEWCTBYIOIIETO BEIIEeCTBA WM €ro abcopOMpoBaHHBIM KosndecTBOM). [loo0Hast 3aBUCMMOCTD
BO3HUKAET, TOJILKO €CIIM BBICBOOOXKIEHHE JEHCTBYIOIIETO BEIIECTBA M3 JIEKAPCTBEHHOIO
Ipenapara o3BoJII€T KOHTPOJIUPOBATh CKOPOCTH MOSIBJICHUS JEUCTBYIOIIETO BELECTBA B IJIa3ME.

2. Ilpu pa3paboTke JIeKapCTBEHHOTO TpernapaTa ¢ MOIU(DHUIIMPOBAHHBIM BBICBOOOKICHHEM
pexomenayercst usyuuts IVIVC:

a) JUIsl OTIpeieNIeHUsl BBICBOOOXKACHHUS in Vivo IEHCTBYIOIIETO BEIIECTBA U3 JIEKAPCTBEHHOTO
npernapara v BIHSHHS JIEKapCTBEHHON (hopMbI Ha aOCOPOINIO AEHCTBYIOIETO BEIIECTBA;

0) 1151 yCTAHOBJICHUS i1 Vivo 3HAYMMOCTH TIOJIYYCHHBIX i1 Vitro pe3yJIbTaTOB UCTIBITAHUI Ha
pacTBOpeHue U BRIOOpa COOTBETCTBYIOIIMX MOKa3aTelNeil B crieluuKaIMii Ha pacTBOPEHUE;

B) JUTsi 000CHOBaHUSI TTPOBEICHUS OMOBEHBEpa Ha MO3MHUX (Pa3ax KIMHUIECKON pa3paboTKu
JIEKApPCTBEHHOTO Tpemnapara WiIM Ha IMOCTPErHCTPALlMOHHOM JTane MpyU M3MEHEHHHM COCTaBa
JIEKapCTBEHHOU (POPMBEI.

3. Boimensitor Heckonbko ypoBHeil IVIVC: A, B u C. Yposeus A IVIVC, B otinuune ot
ypoBHel B u C, mo3BoJisieT yCTaHOBUTH MOTOYEYHYIO 3aBUCHUMOCTh MEKly KPUBOW paCTBOPEHUS
npemapara in vitro u npoQuiIeM «KOHIICHTPAIUS — BPEMs» in Vivo W SIBISETCS KeJIaTelbHBIM
YPOBHEM [UIsl JIEKAPCTBEHHBIX MpernapaToB ¢ MOAUGUIMPOBAHHBIM BBICBOOOXKAeHHEM. Eciu
IVIVC wucnonb3yercst B LENAX NMPOBEJACHUS OHMOBeHBepa, JOCTHKEHHE KOPPEISLIUU YPOBHSI A
SBIIETCS 00S3aTEIBbHBIM YCIIOBUEM.

4. Ilpurognoctes IVIVC 3aBucHT OT TOro, HAacKOJbKO TOYHO OHA IPOTHO3UPYET
JOCTUTAEMYIO TJIA3MEHHYIO0 KOHLIEHTPALMIO M3 JI0OOT0 MHOXECTBA JAHHBIX, MOITYYEHHBIX in
Vitro. 9TO B CBOIO O4€pe/lb B 3HAYUTEIHHOM CTETICHH 3aBUCHUT OT JU3ailHa UCCIIeIOBAHUMN in Vitro
U in vivo, UCTIOJIb30BAaHHBIX ISl ycTaHOBJIeHUs U Bamuaauuu [VIVC.

I1. In3aiin ucciaeaoBaHus

5. B mepekpecTHOM WHCCIEeOBAaHWN 3J0POBBIM JTOOpOBOJIBIIAM JaloT 2 wik Oosee
JIEKapCTBEHHBIX TIperapara ¢ OJUHAKOBBIM MEXaHU3MOM BBICBOOOXKICHUS C Pa3INYAIOIIHMHUCS
npopuIsiIMA  pacTBOPEHUST H  TMOAXOAAIIYIO  JIEKapCTBEHHYIO  ¢GopMmy  pedepeHTHOro
JICKapCTBEHHOTO Tpernapara (B IMeENsAX JEKOHBOJIOIHMH) C OBICTPBIM BBICBOOOXIECHUEM
JEHCTBYIONIEro BelllecTBa (HampUMep, pacTBOp JUIsl MpHeMa BHYTPb WM JIEKAPCTBEHHBIN
mpemnapaT ¢ OOBIYHBIM BBICBOOOXKACHHEM). TaKkke MOTYT OBITh MPEAYCMOTPEHBI aTbTCPHATUBHBIC
IN3aiHBI MCCIIE0OBAHUS (HApUMeED, MapaieIbHbIN, paHIOMU3UPOBAHHBIHN 1100 YaCTUYHO, TNOO
MOJIHOCTHIO), BHIOOP KOTOPBIX OCYIIECTBISICTCS B 3aBHUCUMOCTH OT CBOMCTB JIEKAPCTBEHHOTO
npenapara ¢ MOAUGUIIMPOBAHHBIM BBICBOOOKICHHEM, BapraOeIbHOCTH (apMaKOKHHETHIECKUX
MoKa3zaTesei NeHCTBYIONIEro BEIeCTBa, MEPEHOCUMOCTH 3TOTO JIEUCTBYIOIETO BEIIECTBA U T.1.
Uccnenoanue IVIVC nekapcTBeHHOTO mMpemnapata ¢ MOAUGUIIMPOBAHHBIM BBICBOOOXKICHUEM
MPOBOAST HATOIIAK, MakKe €CJIM JTOT TMpernapaT PEKOMEHAYETCS TMPUHUMATh C IHIICH.
Copep:xaHue NEHCTBYIOIIErO BEIIECTBA B IJIa3Me WM KPOBH (MCXOJHOTO BELIECTBA MU MHOTO
MOIXOISAIIETO aHATKNTA) OMPEIEIsIeTCSl B COOTBETCTBUU ¢ [IpaBriaMu mpoBeneHUs UCCIICIOBAHMIA
OMOPKBUBAJICHTHOCTH JIEKAPCTBEHHBIX MpPENapaToB B paMkax EBpa3zuiickoro 3KOHOMHYECKOIO
coto3a, ytBepxkaeHHbIMU Pemennem CoBera EBpa3uiickoil 3KOHOMHYECKON KOMHCCHHM OT 3
HOs10pst 2016 1. Ne 85.

6. He pomyckaercss HSKCTpamojisiuss BHE HM3YYEHHOrO JWana3oHa JUis Mpenaparos,
WCMOJIb30BaHHBIX sl co3aaHud W Banupauuu [VIVC B nensx peructpaiud M KOHTPOJIS 3a
oOparliieHueM dTUX JIEKapCTBEHHBIX MPerapaToB (HapuMep, MPY COCTABICHUH CIIeUPUKAII Ha
HUX WJIHA TPOBEJACHUHU TIPH perucTpanuu OnoseliBepa). Takum 00pa3omM, BHIOOP JIEKAPCTBEHHBIX
MpermapaToB Uil OLEHKH TpeOyeT TIIATeNbHOTO aHamu3a C Y4eTOM Takux (HaKTOpOB, Kak
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MEXaHHU3M BBICBOOOXK/IEHUSI JIEHCTBYIOIIETO BEIIECTBA, CIOCOO0 oOecrneyeHus] JOCTaTOYHBIX
pasnuuui MEXITy JIEKapCTBEHHBIMM IIperapaTamMH M JIp.) B COOTBETCTBUHU C¢ PykoBOJACTBOM IO
KauecTBY JIEKApCTBEHHBIX IIPENapaToB B JIEKApCTBEHHOW (opMe ¢ MOAUPHUIMPOBAHHBIM
BBICBOOOXKICHHEM JUIsl IpreMa BHYTph (mpuiioskenue k Pexomenpanuun Komnerun EBpasuiickoit
sKOHOMHUYeCKON Komuccuu oT 16 saBapst 2018 r. Ne 2). [TockonbKy 4yBCTBUTEILHOCTD TPOQHITS
«KOHIEHTpAIMA — BpeMs» JI000Tr0 JEHCTBYIOLIETO BEIIECTBA 3aBHUCHT OT €ro COOCTBEHHBIX
(hapMaKOKMHETHYECKUX CBOWCTB, BBIOOp MpenapaTroB JOKEH OCHOBBIBATHCS Ha OXKUIAEMOM
npoduie «IasMeHHas KOHIIGHTPALus — BpeMs» (MMHUTALUs HCIOJIb30BAaHUS TEOPETHUECKOM
zapucuMoct  IVIVC wmim  MHOXECTBA IOTEHIMAILHBIX 3aBUCUMOCTEH M HU3BECTHEIX
(apMaKOKMHETUYECKHX CBOMCTB JICHCTBYIOIIETO BEIIECTBA).

7. PaznuuHble TO3UPOBKH OJTHOTO U TOTO K€ JIEKAPCTBEHHOTO IIpenapara, Kak IpaBuio, He
paccMaTpUBAIOTCS B KaueCTBE IMPEICTABISAIONIMX Pa3IHMYHBIe CKOPOCTH BBICBOOOXKICHUS,
HECMOTPSI HAa TO, YTO PA3PEIIACTCS HCIIOIb30BAHUE PA3IUYHBIX JTO3UPOBOK JJIsl YCTAHOBIICHUS
IVIVC unu ouieHKu BHEIIHEH porHo3upyeMoctu. [1o 3Toii mpuurHe oneHkKa pa3indus npoduieit
PacTBOPEHMS pa3HBIX MPENapaToB, KAK MPABUIIO, OCHOBBIBAETCS HA MPOLIEHTE OT HOMUHAIBHOTO
(wu (aKTUYECKOTO0) COIeP KaHUS IEHCTBYIOIIETO BEIIECTBA.

1. Bo10op noaxoasiieii JiekapcTBeHHO# GopMbl pe)epeHTHOI0 JIeKAPCTBEHHOT 0
npenapara JJjsi IeKOHBOJIIOIUHN

8. JlekapcTBeHHas popma pedepeHTHOro JIeKapCTBEHHOTO MpernapaTa AJis 1eKOHBOIIOINH —
3TO mpenapar ¢ OBICTPBIM BBICBOOOXIEHUEM, BKIIOUEHHBIH B HccaenoBanus IVIVC ¢ nensio
OLICHKH BBICBOOOK/IEHUS IEUCTBYIOIIETO BEUIECTBA i71 Vivo KaK (YHKIIMH OT BpEMEHH U3 KaXKI0Tro
HCCJIeTyeMOT0 JICKapCTBEHHOTO TIpernapaTa ¢ Moau(GuImpoBaHHBIM BEICBOOOKIeHHEM. [Tpoduiib
«BBICBOOOXK/IEHUE in Vivo — BpeMs» JIEKApCTBEHHBIX IMpenapaTtoB ¢ MOAU(DHUIMPOBAHHBIM
BBICBOOOXKJICHUEM I TpUEMa BHYTpPb, KaK MPABUIIO, MOJYYAOT MyTeM JAeKoHBomonuu. OH
OTpakaeT MCTUHHOE BBICBOOOXKIEHUE JCHCTBYIOIIErO BEIIeCTBA in  Vivo, TOJBKO €clu
JEKapCTBEHHON (opMoOil pedepeHTHOro JEKApCTBEHHOTO Mpemnapara SBIsIeTCS PacTBOp VIS
npreMa BHYTpPb (B KEIyJIKe U KeJTy0YHO-KUIIIEUHOM TPaKTe 3TOT pacTBOp HE 00pazyeT 0caaka).
Ecnmu ckopocTh pacTBOpeHHsI mpemapara ¢ OOBIYHBIM BBICBOOOXKIICGHHEM MPEBBIIIAECT €ro
abcopOIuIo (YTO, KaK MPaBUIIO, BBIICPKUBACTCS IS ACHCTBYIONIUX BEIECTB, BEIOPAHHBIX IS
pa3paboTKH JIEKApCTBEHHOT'O Mpernapara ¢ MOAU(PHUIIMPOBAHHBIM BHICBOOOXK/IEHUEM), B KAUECTBE
JeKapcTBEHHOM (QopMbl  pedepeHTHOro JIEKapCTBEHHOI'O TMpernapara B HCCIEIOBaHUIX
paspelaercss HCIMOJIb30BaTh JICKAPCTBEHHBIE TMIpermapaTbl C OOBIYHBIM BBICBOOOXKICHHUEM,
BBICBOOOJKJIEHHWE JICHCTBYIONIETO BEIIECTBA M3 KOTOPBIX OJM3KO K BBICBOOOXKICHUIO
JCHCTBYIONIErO BEIIECTBA in Vivo W3 JIEKAPCTBEHHBIX MPEMapaToB ¢ MOAUPHUIIUPOBAHHBIM
BBICBOOOXKIEHHEM. B HEKOTOpBIX ciiydasx B KadecTBe JIeKapCTBEHHOU (hopMbl pedepeHTHOro
nekapcTBeHHoro mnpenapara g IVIVC  wucnons3yercst JieKapCTBEHHBIM mpenapar st
BHYTPUBEHHOI'O BBEJIEHHS, KOTOPBII TakKe MO3BOJIAET JOOUThCA OMM3KHUX MO OTHOUICHHIO K
JEKapCTBEHHOMY  MpemapaTty ¢ MOAU(UIMPOBAHHBIM  BBICBOOOXKIECHUEM  IIOKa3aTelneit
BBICBOOOKIEHUS JEMCTBYIOIIETO BEUIeCTBa in vivo, eciau abcopOIus JeKapCTBEHHOTO Ipenapara
JUISE BHYTPHUBEHHOT'O BBENIEHHUSI JOCTATOYHO ObICTpas (Hampumep, y NEHCTBYIOIIMX BEIIECTB C
BBICOKOW TPOHMKAIONIEH CIOCOOHOCTHIO). Ecnu mpoHMKaromas CrocoOHOCTh JIEHCTBYIOIIETO
BEIeCTBA B JIOMOJIHEHHWE K €r0 BBICBOOOXKIECHUIO U3 JICKAPCTBEHHOTO Ipernapara BIUSET Ha
CKOpOCTh  a0copOIMM  JEHCTBYIOIIErOo BeIlecTBa W3  JIEKAPCTBEHHBIX IpernapaToB ¢
MOAU(DHUIIMPOBAHHBIM BBICBOOOXKICHUEM, ONTUMAIBHON JIeKapCTBEHHON Gopmoii pedepeHTHOTO
JIEKapCTBEHHOI'O TIperapara SIBISETCS pacTBOp MAJs MpUeMa BHYTPb MPEANOYTUTEIbHEE, YeM
JIEKapCTBEHHBIH MTpemapaT AJisk BHYTPHBEHHOT'O BBEICHUS U JIEKAPCTBEHHBIHN MTpemnapaT ¢ 00bIYHBIM
BBICBOOOJKIEHHEM). B OTHOIIEHNH JNEHCTBYIONMIUX BEMICCTB C HU3KOW PACTBOPUMOCTBHIO M (MJIH)
MIPOHUKAIOIIEH CIIOCOOHOCTBIO, OCOOCHHO €CIIM MPOHHUKAIOMIAs CHOCOOHOCTh M3MEHSIETCS Ha
MPOTSKEHUH JKEITYTIOYHO-KUILIEYHOTO TPAKTa, [IEHHOCTh MOTYT MpeAcTaBiIsATh moaxoasl k IVIVC,
OCHOBaHHbIE Ha (U3MOJOTHYECKH OOOCHOBAaHHOHM (hapMaKOKMHETHYECKOH Mojenu (nanee —
OKOD-Mozensp).



140

9. I[ogxonsmieit nekapcTBeHHON (PopMoil pedepeHTHOro JIEKapCTBEHHOTO Ipenapara npu
ouenke IVIVC BHyTpUMBIIIECUHBIX (ITOJKOXKHBIX) JETO-TPENapaToB sBISAETCS BOIHBIN pacTBOD,
BBOJIUMBIN (TIPEIIMIOYTHTEIFHO) TEM K€ MyTeM UYTO M BHYTPHUMBIIICUHBIN (TIOJKOXKHBIN) Jero-
nmpenapar, WIH JIEKApCTBEHHBIM IIpenapaTr i1l BHYTPUBEHHOrO BBeleHHdA. Hannexaiuen
JeKapcTBeHHOM  (opmoil  pedepeHTHOro  JIEKapCTBEHHOrO  Mpemapara JUisli  CHUCTEM
TpaHCIEpPMaJIbHOM TOCTaBKU SBJISETCS Npenapar A BHyTPUBEHHOT'O BBEACHHUS.

10. BoiOpanHyro JiekapcTBeHHYIO (opMy pedepeHTHOro JIEKapCTBEHHOIO Ipernapara
HEO0XOMMO BKIIIOYATh B KAXKJ0€ MCCIIEAOBAHHE, JaHHbIE KOTOPOro OYIyT MCIOIb30BaHBI IS
ycranoBieHusa IVIVC, a Ttakke OIEHKM BHYTPEHHEH WJIM BHEUIHEW MPOTHO3UPYEMOCTHU
M3MEHEHMSI KOHIICHTpAlUU ACHCTBYIONIEro BemecTa. [IpernMyiecTBOM BKIIOYEHUSI BEIOPAHHOM
JIeKapCTBEHHOU (opMbl pedepeHTHOTO JIEKapCTBEHHOro mpemapara B ucciaegoBanus [VIVC
SBIISICTCS TIOBBIIIEHHE BEPOSATHOCTH YCIEUIHOrO ycTaHoBieHus u Banuganuu IVIVC, ocobenno
JUIA 1iesiell BHEIIHEH OIIEHKM IMPOTHO3UPYEMOCTH KOHIIGHTpAlMM JEWCTBYIOUIETO BEIIeCTBa.
HapnexxamuMm oOpa3oM BbIOpaHHasi JIeKapcTBeHHash (opma pedepeHTHOro JEKapCTBEHHOTO
mpenapara SIBII€TCS OJHHM W3 HauOoyiee BaXHBIX 3JIEMEHTOB am3aiiHa ycremHoit [VIVC,
IIOCKOJIBKY OHa II03BOJIAET B HWHAMBUAYAIbHOM IOPSAKE HOPMAJINM30BaTh pa3ivuusi B
(dhapMakOKMHETHKE JeHCTByIomero BemecTBa. JlekapctBenHas ¢opma  pedepeHTHOTO
JIEKApCTBEHHOT'O TMperapaTa BKIIOYAETCS B KaXKIbIM METOJ aHaldu3a JaHHBIX, Kak MpHU
BHYTpEHHEH, TaKk W BHEIIHEH BaJWJallUd U OCOOCHHO Ba)XHO, €CJIM MEXUHAMBHUAyalbHAas
BapHuadeNbHOCTh SIBJSIETCS YMEPEHHOM WMIIM BBICOKOM, a YMCIIO CyOBEKTOB HCCIEIOBAHUS €¢ He
komreHcupyeT. Ecinu BaprabenbHOCTh HU3Kas M (MJIM) YUCIIO CYOBEKTOB JOCTATOYHO OOJIBIIOE,
BO3MOYKHO YCTaHOBUTh W ycnemHo BanuaupoBath IVIVC 6e3 wucnonb3oBaHus BbIOpaHHOM
JIEKapCTBEHHOW (OpMBI  pedepeHTHOTO JIEKApCTBEHHOTO TMperapara (Hampumep, IyTeM
HCIIOJIb30BAaHUs JaHHBIX HAYYHON JIMTEpPATypbl WIM PAaHEE CO3JaHHOW MOJAENIU IOIMYJISIHMOHHON
(bapMakokuHETHKH). B memsix mnpuHATHS HHPOPMUPOBAHHOTO pELIEHUS €€ ONTUMAaJIbHO
YCTaHABJIMBATh C TOMOIIBIO CHUMYJSLMOHHOIO MOJEIUPOBAaHUS, HCIHOJB3YsSd M3BECTHYIO
BapualbeabHOCTh (hapMaKOKMHETHUECKHUX MOoKa3aTeNlel U MpeajaraeéMblil Tu3ailH UCCIIeJOBaHMUSL.
B oTHOIIEHNU BOCTIPOM3BEICHHBIX MTPENAPATOB C MOAU(PHUIIMPOBAHHBIM BEICBOOOKICHIEM MOKHO
UCIIOJIb30BaTh  JIEKAPCTBEHHYI0 (QopMy pedepeHTHOro JieKapCTBEHHOro Ipermapara ¢
MOJIUGUIMPOBAHHBIM BBICBOOOKICHUEM C LEJIbI0 HOPMAIM3ALUU PA3IUYUA B KIUpPEHCE
JEHCTBYIOIIMX BEIIECTB JIEKAPCTBEHHBIX IIPENapaToB y pa3HbIX CYyOBEKTOB HCCIEIOBaHMUS,
OJTHAKO 3TOT CI0cO0 MeHee HaaeKeH. JJaHHYI0 CTpaTeruio MOKHO TaKKe OI[CHUTh MOCPEICTBOM
CUMYJISIIUU, MPUHUMAasi BO BHUMaHHE BapuaOEIbHOCTH BBIOPAHHOW JEKapCTBEHHOH (QopMbl
pedepeHTHOr0  JIGKApCTBEHHOTO TMperapara W JpYyruX peepeHTHHIX IMpernapaTroB C
MOAUGUIIUPOBAHHBIM BEICBOOOKICHUEM.

2. Bpems oT0opa o6pa3unoB

11. Boripocsl BeIOOpa BpEMEHHBIX TOYEK OTOOpa OOpas3loB in Vitro paccMaTpHUBAIOTCS B
PykoBomcTBe 1O  KadyecTBY JIGKAPCTBEHHBIX MpENaparoB JJs MpueMa BHYTPh C
MOAUGUIIMPOBAHHBIM BBICBOOOXKACHUEM. [Ipu BbIOOpE BpeMEHHBIX TOYEK OTOOpa oOpasloB B
UCCIICIOBAaHUSIX PACTBOPEHHs in Vitro W 00pa3luoB KpoOBU (IJIa3Mbl) in Vivo HEOOXOAUMO
YYUTBIBaTh TO, 4TO naHHbIe B aHaym3e [VIVC OynyTt oOwnemmHensl. [loaToMy pekoMeHIyeTcs
MPUAEPKUBATHCS 1IEJIOCTHOTO MOJAXO0Ja MpH MuiaHupoBanuu ucciepoanus [VIVC (Bkirouas
WCIIBITAHUE HA PACTBOPEHUE in Vitro).

12. B160p BpeMEeHHEIX TOYeK 0TOOpa 00pa3oB KPOBH (TJ1a3Mbl) JIydIlle BCETO MPUHUMATh
Ha OCHOBAaHMM MOJEIMPOBAHUS C HCIHOJB30BaHUEM (aKTHUECKUX (WM MOJEIUPOBAHHBIX)
JTAaHHBIX BEICBOOOKICHHUS i Vitro KIMHUYECKUX CEpUi, TPOU3BEICHHBIX IS [IEJIeH HCCIeI0BaHuUs
IVIVC. Ecnum Ha pacTBOpeHUE€ in Vitro BIUAIOT NOKazaTeab pH WM CKOPOCTh BpallleHUS
JIOTIACTHOM Memaliku (KOP3UHKH), YUCIIO TOTPYKEHUH B MUHYTY (dpm) M CKOpOCTh MOTOKA (B
3aBHCHMOCTH OT BHJIa ammapara), Lejaecoo0pa3HO OCYIIECTBIATh MOJEIMPOBAHHUE, UCIIONIb3YS
MHOKECTBO MPOQUIICH PaCTBOPEHUS in Vitro B IIENAX COCTABICHUS PEKUMa 0TOOpa 00pas3IoB Jis
0XBaTa MHOKECTBA IMOTEHI[MAIIbHBIX BApHAHTOB MOBEJICHUS B YCIOBUX in vivo. Kpome Toro, npu
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HAJIMYUH HEKOTOPOTO MPEBAPUTEIHLHOTO TOHUMAaHUs BeposiTHOU 3aBucumoctu [IVIVC, ee myurie
BCTPOUTh B HAyaJbHOE MojenupoBaHue. Hampumep, B OTHOIIEHMHM IIpeNapaToB ¢
KOHTPOJIMPYEMBIM BBICBOOOXK/IEHHEM, BBOAMMBIX HHBEKIMOHHBIM IIyTEM, HCIbITAHUE Ha
pPacTBOpEHHE in Vitro B CTaHJAPTHOM METOAMKE MPOBOAAT B TeueHUe 24—48 yacoB, TOTJa Kak
npernosiaraemMasi IpoAOHKUTEILHOCTD MOCTYIIICHHS! JeMCTBYIONIErO BEIECTBA JIEKAPCTBEHHOTO
npemnapara in vivo cocraisier 1-2 mecsina. Takum o0pazom, Ui co3aanus 6osee peanuCTHIHOM
KapTUHBI 0KMJIa€MOT0 TOCTYIICHUS JEHCTBYIOIIErO BEIIeCTBa B OPraHU3M in VIVO U JIyYILEro
BbIOOpa HAAIEKAIIMX BPEMEHHBIX TOYeK O0TOopa 0Opa3loB HCCIEAYEeMBbIX MpPErnapaTos,
BpeMeHHON (akTop (WM, B LENIX ydyeTa HEONPEIEICHHOCTH OXKUIAEMOI0 BBICBOOOXKICHUS in
ViVo, HECKOJIBKO (PaKTOPOB) MOXKHO OIPEJCIUTh 3apaHee U BKIIOUYUTh B MOJEIIb.

3. Kosim4yecTBO Cy0OBEKTOB HCCIEI0BAHMS

13. KonnyecTBo CyOBEKTOB, TIOJIJIeKaIIee BKIIIOUeHUO B riccnenaoBanue [VIVC, 3aBucut ot
MEXWHIMBHIYaTbHOW BapuaOEIbHOCTH U BHYTPUUHIUBUIyIBHOM BapuabeIbHOCTH abcopOmmu
u (apMaKOKMHETUKH JCHCTBYIOIIETO BEIIECTBA JIEKAPCTBEHHOIro IMpemapata. HecMoTps Ha
HEBO3MOXKHOCTh JaTh YETKHUE PEKOMEHAINH, TParMaTUYHBIM MOJIXO/IOM SIBJISIETCS BKJIIOUEHUE B
nepekpectHoe uccienoBanue [VIVC ne menee 12 cyObekToB.

II1. Ycranosaenue u Baauganusa IVIVC
1. O01mue mo10:xeHUS

14. Koneunoit mnenwsto ycranoBienus IVIVC sBrngercs HagexHOe NPOTHO3UPOBAHUE
JAHAMUKM  W3MEHEHMS  IUIA3MEHHOM  KOHUEHTpaUMM BO  BPEMEHM  IIpernapara ¢
MOAU(DUIIMPOBAHHBIM BBICBOOOXK/IEHHEM HAa OCHOBAHWHU JIaHHBIX BBICBOOOXKAEHHUA in vitro. B
MPUHIINIE, JJI1 3TUX LeJed TOMyCTUMO HCIIONB30BaTh JIO0OOW HAy9HO OOOCHOBAaHHBIM METOJ
uccneaoBaHus. Tak Kak METOJbl HCCIENAOBAHUS IPOJOJDKAIOT PpPa3BUBATHCS, IIE€PEUCHb
MIPUEMIIEMBIX METOJOB HE PACCMATPUBAECTCA B KAa4ECTBE McUepnbIBaroulero. 11oCckonbKy 1ensro
ycraHoBieHus IVIVC sgBnsgercs mnporHo3upoBaHUWE C TOMOILIBK  Pa3IWYHBIX JTAHHBIX
BBICBOOOXKJIEHUSI in Vitro 0€3 TONy4deHHs] NaHHBIX O IUIA3MEHHON KOHIICHTpAIUU in Vivo,
JOCTUTAaeMOM TOclie TMPUMEHEHHs] Tpernapara ¢ MOJU(GUIMPOBAHHBIM BBICBOOOKICHHUEM,
00s3aTeNbHBIM YCIIOBHEM SBIISIETCS MPUMEHUMOCTh onaHOoW 3aBucumoctu IVIVC ko Bcem
rpenaparam, UCIOJIb30BAHHBIM IIPU €€ CO3JaHUU U BaIHIALINH.

2. l[Ol'IyCTI/IMBIe METOAbI aHAJIN3Aa JaHHBbIX

15. JIByMsi OCHOBHBIMH KaTE€TOPUSMH MATEMAaTUYECKHUX MOAXOAOB K MOJIECIUPOBAHUIO
IVIVC sBnsitoTcss 0AHO- M JBYXdTamHble MeTOAbl. JIBYyX3TamHbIi METOJ OCHOBAaH Ha
nexonBomonuy. K omHO3TamHBEIM METOIaM OTHOCSTCS METOJi, OCHOBAHHBIN Ha KOHBOJIIOIWH, U
METO/, OCHOBaHHBIN Ha Mu(depeHInanbHbIX YpaBHEHUAX U ucnonb3oBanuu @KOD-moneneii.

16. MeToibl, OCHOBaHHBIE Ha ICKOHBOJIIOIMY, BKJIIOYAIOT 2 3Tara aHaJIN3a JaHHBIX U MOTYT
HCIIOIL30BaThCd B KadyeCTBE OCHOBHOTO Merona aHanuza IVIVC wmim B HEIIX IOHCKOBOIO
aHanM3a, TpeaBapsisi OMHOATAmHBIA MeTon (Metonsl). Ha mepBoM aTame oCyIIiecTBIsSETCS
JICKOHBOJIOLIUS C IIENIbI0 OIEHKH JAMHAMUKH a0copOmmu in vivo. BMeCTo KaMepHBIX MoJenen
MPEINOYTUTENIHO UCIOIb30BaTh TaKME HEKaMEpHbIE MOJENH, Kak MoJenb Barnepa-Henbcona
nnn  Jly-Purenbmana. MeTOOUMKM  BBINOJHEHHUS JEKOHBOJIIOUMHM BKJIKOYEHBI B  COCTaB
MPOTPaMMHOTO OOECTIeUeHUSI IJIsl BHIMOJHEHUsT (hapMaKOKMHETHYECKOTo aHanu3a. Kak mpasuio,
OHHU BKJIIOYAIOT B ce0s MOATOHKY KPUBOW Ui (pyHKIMHM OTBeTa enxuHUYHOro mmiryisca (Cs) K
JAHHBIM JIEKApCTBEHHOW (OpMBI peepeHTHOro JIEKAapCTBEHHOTO MperapaTa Il Ka)Jaoro
CyOBeKTa C MOCIEAYIONEH TEKOHBOIIOIMEH TaHHBIX, MTONYYEHHBIX Y OTIEIBHOTO CYOBEeKTa, s
Ka)XJIOTO JICKAapCTBEHHOI'O TMpernapara ¢ MOIU(DHUIIMPOBAHHBIM BBICBOOOXKIEHUEM C IIEJBIO
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MOJIYYEHUsI CKOPOCTH ToCTyrieHus: (abcopOumm) in vivo (r(t)), corjacHO CIEAYIOIIEH
(YHKIMOHATBLHON 3aBUCUMOCTH:

CH)=r()* C, = [ C,(t— O, (1),

rae:

C — nu1a3MeHHas KOHLIEHTPALINS;

Cs — oTBEeT Ha €NWHUYHBIH HMMIYJIbC (TO €CTh MPOQMIb MJIA3MEHHON KOHIEHTpaluH,
(hopMUPYIOIIHUIACS TTOCTIE MTHOBEHHOM a0COPOIIMY € TMHUYHOM JTO3BI JICHCTBYIOIIETO BEIIECTBA);

* — omepaTop KOHBOJIIOIIUH.

17. Ha BTOpOM 3Tare ycTaHaBIMBAIOT 3aBUCUMOCTH MEX1y HAKOIUICHHOW abcopOrmei in
Vivo 1 BBICBOOOXKIEHUEM JICUCTBYIOLIETO BEIIECTBA in Vitro. B cOOTBETCTBUHU ¢ OOMIETIPUHATHIMU
B MaTeMaTHYECKOM MOJIEITUPOBAHUH PEKOMEHIAIMSIMI, HEOOXOAUMO CTPEMHUTHCS K SKOHOMHUH U
MCIIOJIb30BaTh MPOCTEHINIYI0 MOJENb JUIsl ONMUCAaHUS JAaHHBIX. OOBIYHO HCHOJB3YIOT MOJIEIH C
YBEIMYUBAIOIIECHUCS CI0KHOCTHIO, HAUMHAS C JIMHEHHBIX 3aBUCUMOCTEN U JJajiee YCIOKHSSA UX TPU
HEOOXOIUMOCTH C YYETOM OHMOJOTHYECKOW MpaBaomnonooHocT. HecMmoTpss Ha cTpemiieHHe
MOJYYUTh JTUHEHHYIO 3aBUCUMOCTb MEXy a0COpOIMei in vivo 1 BBICBOOOXKACHUEM in Vitro, OHa
He sBisieTca oOs3arenbHOM. K TOMy ke MMmeercs MHOXKECTBO (DPM3HOJIOTHMYECKHX M (DU3HKO-
XUMHYECKHX (DaKTOPOB, KOTOpHIE AENAl0T €€ MaloBeposTHOH. [lpu Hanwmumu 0O6OCHOBaHWS,
OCHOBAaHHOTO  y4eTe  cOCTaBa  JIGKQpCTBEHHOIO  IpemapaTra,  (PU3UKO-XUMUYECKUX,
(apMaKOKMHETUYECKMX U (U3UOJOTHUECKUX (PAKTOPOB, KOHTPOJIUPYIOMIUX BBICBOOOXKIICHHE
JEWCTBYIOILETO BEIIECTBA in Vitro U in vivo, NOMYCKaeTcs JJIsl BCEX JEKAPCTBEHHBIX MpenapaToB
UCIONIb30BaTh JTIOO0OW BUJ 3aBUcMMOCTH [Uisi omucaHust [VIVC, BkiIo4ass CHUTMOBHIHYIO
3aBUCUMOCTh 1O Mojenu Xwula, a TakXkKe HCIOoJAb30BaTh MAapaMeTpbl MU MOAXOAbl K
MacCIITA0UPOBAaHUIO BPEMEHH W BPEMECHHBIX CIBUTOB, YYUTHIBAIOIIHNE HETOTHOTY abcopOmmu
(Hampumep, BBOAUTH BpeMs OTceueHuUs: abcopOLuu AJis JIeKapCTBEHHBIX MpenapaToB IJIs MprueMa
BHYTpPB). Paznuunble nuama3zoHbl BpeMEHH ISl KaXI0ro Ipernapara yKa3blBalOT Ha OTCYTCTBUE
enqunor 3aBucuMoctu IVIVC mna mpenapatoB. MeTonbl, OCHOBAHHBIE Ha JI€KOHBOJIOILIMH,
OCOOCHHO TIOJIE3HBI TPH IOMCKOBOM aHAJIM3€ JaHHBIX B MPOLECCE TOCTPOSHUS MOJIENH,
MOCKOJIBKY ~ OHHM  JaloT  Tpaduyeckoe  MpelcTaBieHHE  (HAKOIIEHHOE  KOJMYECTBO,
abcopOUpOBaHHOE in Vivo, B CPABHCHHH C HAKOIJICHHBIM KOJIMYECTBOM, BBICBOOOXICHHBIM in
vitro, u rpaduku JIeBu: BpeMs aOcopOLIMK ONPEACIICHHOW YacTH J03bI in VIivo B CPaBHEHUU CO
BPEMEHEM BBICBOOOXKIICHUS OMPEICIIEHHOW YacTH J03bl in Vitro). DTO MPEACTaBICHUE MOXKHO
WCMOJIb30BaTh JJIA BBISIBICHUS moaxoAsmux moxaene miga 3asucuMoctd [VIVC u nonydenus
HEOOXOJUMBIX HCXOAHBIX OIEHOK MapaMeTpOB, HEOOXOMUMBIX I OMHOATAIMHBIX METOIOB
MOJEIIUPOBAHUSI.

18. Meroapl, ocHOBaHHBIC Ha nUd(epeHITNAIEHOM YpaBHEHUH, KOHBOIOIHH, a TaKXKe Ha
OKOD-Monensix, paccMaTpuBalOTCs B KAdyeCTBE OJHOATAIHBIX, MOCKOJIBKY MOJEIUPOBAHHUE
BKJIIOYAET B c€0s UCTIOIb30BaHUE MOTyUYSHHBIX JaHHBIX HAIPAMYIO Oe3 mpeodpa3zoBaHuii (TO €CTh
6e3 nexonBoiouun). OmHOATANHBIE MOIXOJBl NAIOT PsAJ MPEUMYIIECTB MO CPaBHEHHUIO C
METOJaMH, OCHOBAHHBIMU Ha JIEKOHBOJIIOIIMH, MOCKOJbKY MOJEIb HANpsIMYyI MPOTHO3UPYET
npodunp «mwIasMeHHas KOHIEHTpAlus — BpeMs»; MOJICIUPOBAHUE COCPEJOTOYEHO Ha
CIIOCOOHOCTH TPOTHO3UPOBATH HM3MEPHMOE KOJMYECTBO, a HE KOCBEHHO pacCUMTaHHOE
KOJIMYECTBO, Takoe KaK HaKOIUIeHHOe abcopOupoBaHHOE KoiuuecTBo. Kpome ToOro, stu
PE3yNIbTATHI JIETYE TOAAIOTCS UHTEPIIPETAIIMK C TIO3UINI BIUSHUS BHICBOOOXKICHUS in Vitro Ha
CTaHJIapTHbIE MapaMeTphl OMO’KBHBaJIEHTHOCTU. KamepHBI MOIX0J IOMyCKaeT HEIHMHEHHYIO
(Hampumep, ONKChIBaEMYI0 MOIebI0 Muxasnuca-MeHnTeH) (papMakOKUHETHKY, TOTJa KaK METOI,
OCHOBAaHHBIM Ha KOHBOJIIOIUY, MTPEANOJIAraeT JHIIb JUHENHY0 KuHeTUKYy. HecmoTpst Ha TO, 4TO
METOJIbI, OCHOBAHHBIE Ha KOHBOJIONMU U JuddEepeHINATEHOM YpaBHEHUH, SBISIOTCS
OJITHOATAIMHBIMH, OHU PA3INYaIOTCs 1O (GopMe 3aBUCUMOCTH MEXKIY BBICBOOOXKICHHUEM in Vitro u
IJIA3MEHHOW KOHLEHTpALIMEN JEWCTBYIOWIEro BemecrBa. [Ipu moaxone, OCHOBAaHHOM Ha
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KOHBOJIIOIIMM,  WCIOJB3YETCSl ~ MHTETpajJbHOE  MpPeoOpa3oBaHHE  3aBUCHUMOCTH  MEXKAY
KOHIIEHTpalueld mpemnapara ¢ MoaupUIUpoBaHHBIM BbIcBOOOXKAeHHEeM (C(t)), 3amaHHOI
CKOPOCTBIO TIOCTYIUIeHUs1 (abcopOiun) in vivo (1(t)), 1 orBeToM enuHMYHOTO MMITyibca (Cs),
IIPUBEICHHOE B MyHKTE 16 HacTosAmMX YKa3aHUA:

Clty=nn)*C, = IL‘,,U — 1)r(t)dt.

[Ipn ucnonb30BaHUM NOJAXOJa, OCHOBAHHOM Ha HCIOJIb30BaHUU UG (depeHIHaTbHBIX
ypaBHEHHH, MCIONB3yeTCS TPATUIMOHHAS KamepHas MOJeNlb ONHcaHus (HapMaKOKUHETHKH
JCHCTBYIOIIErO BEIIeCTBa, KOTOpas TakXe BKIIOYAeT B ce0sl (PYHKIIMIO OIKCHIBAIOIIYIO €ro
IIOCTYIIJIEHUE B OPraHU3M.

B o6oux cnyuasix ypaBaenue [VIVC omnpenensier 3aBUCUMOCTb MEXKIY BBICBOOOXKICHHEM
JEHCTBYIOIIETO BemecTBa in vitro (r4is(t)) u ee abcopbiueii in vivo (1(t)). B mpocreiimem cirydae
3aBHCHMOCTH TIPOILIECC PACTBOPEHHUS JACMCTBYIOLIETO BEIIECTBA IOJTHOCTHIO XapaKTEepPHU3yeT
CKOpOCTB €ro abCcopOIHH:

rl:,t} - rh,{“

[Tpu onucanuu [VIVC nomyckaercst HCIONb30BaTh pa3IMdHbIe 00JIee CIOKHbBIE (DYHKITUH,
YUUTHIBAIOLIME JIATEHTHBIE TEPUOJBI a0COPOIMH, pa3indhe B CPOKAX PACTBOPEHHUS in Vivo U
abcopOIuu in vivo, a TakKe MU3MEHEHHE MPOHUKAIOIIEH CIMOCOOHOCTH B Pa3IMYHBIX OTJENIax
KEIyT0YHO-KUIIEYHOTO TpakTa. Hampumep, criemyromiee ypaBHEHHE BKIIOYAaeT B ceOsl Takue
MepeMeHHbIE KakK, JIaTeHTHbIH mepuon (to), GakTtop MacmrabupoBanust (si1), Qaxrop
MaciTaOupoBaHus (Sr), YUUTHIBAIOUINI HEMOIHYI0 a0COPOIMIO M HCIIOJIb30BAaHUE Pa3IMYHBIX
eAVHUIL 1JI ONTUCAHUS PACTBOPEHHS in Vitro u abcopOumu in vivo:

r(t)=s, -1, (1, +5, 1),

B nonaxome, OCHOBaHHOM Ha UCHOJB30BaHUU IU(B(HEPEHIHATBFHOIO YpaBHEHUS,
UCIOJIb3YEeTCSl TPaJMLMOHHAsT KaMepHas Mojeb (PapMaKOKWHETUKU JIEHCTBYIOIIETO BEIIECTBa,
KOTOpas TakXe BKIIOYaeT (YHKIMIO MOCTYIUICHHA. B KadecTBe aabTepHATUBBI MOXKHO
ucnoie3oBath DPKOD-monmens. Ota MOAenb NODKHA OIMCHIBATL MEXaHU3M IEHCTBUA
,Z[GI\/'ICTByIOH_IeFO BCIICCTBA M pacliojiaratb 3KCICPUMCHTAJIbHBIMU JAaHHBIMH [UJI HAJJICKAIICTO
omucanusi (a3 abcopOumu, MeTaboIW3Ma, PACTIPENCTICHUS W DIUMHHAIMN HCCIETyEeMOTO
neicTByromiero BemecTBa. [1oqo0HO METOy KOHBOJIONMH, OCHOBAHHOMY Ha HCIIOJIb30BAHHUH
mudepeHnranIbHOr0 ypaBHEHUS, ¢ Ucnoiab3oBanneM OKOD-monenu B KauyecTBE MOCTYILICHUS
UCIOJNIb3YeTCSl TPOGWIb BBICBOOOXKIEHUS in Vitro, TO3BOJSIONUN TMOTYYUTh IJIa3MEHHBIMA
npoduitb, KOTOPBIA OTpaXkaeT (PyHKIMOHAJIbHbIE XapaKTEPUCTHKHU IpernapaTa in vivo COrjacHO
crenyroien hopmye:

rit) =, (t)s (L, +s5t)

[Ipyn wcmonp30BaHUM JBYXATAITHOTO TMOAXOAA CPEAHHH MpoQuiIb adCOpOIMU MOTydaroT
nocne ycpeaHenusi npoduiieii abcopOUuU OTHENBHBIX CYOBEKTOB (TO €CTh IO pe3yibTaraMm
WH/IWBUIYaIbHON  JIGKOHBOJIOIMH), a HE JCKOHBOJIOIHMHA  YCPEIHEHHOTO  MpOoduiIs
«KOHIICHTpAlusi — BpeMs». Eciau TONbKO TaHHBIE PACTBOPEHHSI in Vifro HE SBISIOTCS SIBHO
BapHaOeIbHBIMU, WCIIONB30BaHUE CPEIHETO PACTBOPEHUS B HOPME OKa3bIBaeT HEOOJBIIOE
BIIUSTHUE HA PE3YJIbTAT aHAIM3a JaHHBIX U PACCMATPUBAETCS B KAYECTBE MPUEMIIEMON MPAKTUKH.
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KBanudpukauus (arrecTanus) 4 OlleHKA NPOTHO3UPYIOLIE CIIOCOOHOCTH MO/IeH,
onucekiBaomeit IVIVC

19. Be1i6op monenu, onuceiBarorieit IVIVC, cienyer ocHOBBIBaTh Ha (U3UKO-XUMHUYECKUX
CBOMCTBaX JEHCTBYIOIIETO BEUIECTBA, €ro aOCOPOIIMOHHBIX XapaKTEPUCTUKAX, XapaKTEPUCTHUKAX
TEeCTa Ha PacTBOPEHHE U KPUTEPUSIX BHIOPAHHBIX AJI OLICHKM IMOKAa3aTeNsl CTEIEHU COTrJacus
IIpOrHo3a (HampuMep, MpOBEpKa IMPOTHO3a HAa OCHOBE YK€ MMEIOIIMXCS JaHHBIX). Llenbro
npuMeHeHus Mojaenu, onuchiBaromet [VIVC, sBnsercss Bo3MOXHOCTh AOCTATOYHO TOYHOTO
MIPOTHO3UPOBAHMSI OKUIAEMOT0 MPODUIIS «IIJIa3MEHHAas KOHLEHTPAIHsI — BpeMs» Ha OCHOBAaHUH
JAHHBIX PACTBOPEHUS in Vitro MOAU(PUIMPOBAHHOTO Ipemnapara. ITO MOATBEPKAAETCS MyTeM
rpaMuecKoro CpaBHEHHsSI HMPOTHO3HBIX M (PAKTHUECKUX KOHILIEHTPAIMi M pacyera OIIMOOK
MMPOTHO3UPOBAHUS JIJII 0OOOIIEHHBIX MMapaMeTpoB, BKItOYas MO MeHbIIEH Mepe Cmax, AUCot 1
‘IaCTH‘IHyIOAUC .

20. ITpu ucnonszoBanuu OKOD-monenu mis onucanus [VIVC Heo6X01uMo MOATBEPAUTS,
YTO Ha OCHOBE MOJIEJIM BO3MOKHO ITPOTHO3UPOBAHUE IaHHBIX JJIS [IpENapaTa CpaBHEHUS, a TAKXKE
JAHHBIX UCCIIETyEMOTro JIEKAPCTBEHHOTO IIpenapaTa ¢ MOAU(PUIIMPOBAaHHBIM BEICBOOOKACHHEM. B
1esiX 000CHOBaHUS (YYHKIIMOHATLHOCTH MOJIENIA HEOOX0IMMO TIPEICTABUTH JOCTATOYHBINA 00bEM
JAHHBIX.

21. B OonpmmmHCTBE ciay4daeB Mojenu, onuceiBatonie [VIVC, B niensx nporao3upoBaHus
YCPEOHEHHOTO MpOopMIs «KOHUEHTPALUs — BpEeMA» in VIVo HCIOJNb3YIOT YCPEIHEHHOE
pactBopeHue in vitro. JIaHHBII MOAXOM HE CIOCOOEH JOJKHBIM 00pa3oM yudecThb ClydaifHble
BapHualuu papMaKOKMHETUYECKHUX apaMeTPOB JIEHCTBYIOIIETO BEIIECTBA HE TOJBKO in Vifro, HO
u in vivo. C 3THX MO3ULMHA OJHOATAINHBIE MOAXOABI UMEIOT MPEUMYIIECTBO, MTOCKOJIBKY C MX
MPUMEHEHUEM MOKHO OCYIIECTBIISATh aHAJIW3 HEIMHEWHBIX CMEIIAHHBIX 3(PQEeKTOB, KOTOPHIi
MO3BOJISICT BKJIIOYMTH B MOJENb HWHAWBUIYAIbHYIO BapHaOEIbHOCTh, YTO IOTCHLIUAIBHO
yIIydllaeT HaJAEeKHOCTb MOJENU TpU MPOTHO3UPOBAHUU TMOKa3zaTenei OMO3KBHUBAaJICHTHOCTH
HOBBIX IIpENapaToB.

22. B menom mopenb, onuckBaromas IVIVC, cumrtaeTcs mOCTaTOYHO TOYHOM, €CIM Ha
OCHOBAHMU BH3YQJIBHOW TPOBEPKH YJOAeTCs XOPOIIO CHPOTHO3MPOBATH BECh MPOQUIb
«KOHILIGHTpAIMs — BpEMs», a OMIMOKU MPOTHO3UPOBAHUS HAXOMAATCSA B MPHEMIIEMBIX Ipeaesax.
BHyTpeHHIOI0 TPOTHO3UPYEMOCTh OIL[CHUBAIOT C MIOMOIILIO MPO(PUIST «KOHIIEHTPALUSI — BPEMS)
Mojaenu [VIVC Ha oCHOBaHMH COOTBETCTBYIOIIMX JAHHBIX O PACTBOPEHUM Ka)KJOTO Ipenapara.
O606mennbie napaMeTpbl (Cmax U T.1.) PACCUUTHIBAIOT UCXOAS U3 MPOTHOZUPYEMOTO MPOQUIIs
«KOHIIEHTpAIMs — BPEMs» U CPABHUBAIOT C COOTBETCTBYIOIIMMH OOOOIIEHHBIMU MapaMeTpaMu
(akTUYeCKUX JaHHBIX. AOCONIOTHOE 3HAa4YeHHE OMMOKM TMPOTHO3UPOBAHUS JUISI BCEX
00001IaI0INX TapaMeTPOB HE AOHKHO MpeBbIIIaTh 15 % /id Kaxk10ro npenapara, a yepeIHeHHas
omrOKa MPOTHO3UPOBAHUS Il BCEX MPENapaToB, HCIIOIBb30BaHHBIX MpH pa3padboTke IVIVC, ne
noibkHa mpeBbimath 10 % nis kaxaoro oboOmaromero napameTpa. Ecim oTnensHbIN npenapaT
HETOYHO nporuo3upyercs ¢ nomouisto [IVIVC, nonyctumo nepemonenuposats IVIVC, nckintouns
TakoW mperapar, 4rto mpuBeAeT K BkirodeHuto B IVIVC Gonee y3koro nuama3oHa JTaHHBIX
pacTtBopeHus. B nanpHeiemM UMEHHO 3TOT OoJiee y3KUi Mana3oH JaHHBIX PacTBOPEHUs OyneT
ONpeAeIsITh Auara3oH, B mpeaenax koroporo [VIVC npuHumaeTcs B KaueCTBE MPOTHO3ZUPYEMOHA,
U BIMATH TEM CaMbIM Ha BO3MOXKHOCTh OOOCHOBaHUS crenudukanuii u OuoseliBepoB. [lpu
BBIITOJIHEHUH UCKIIFOUEHUS U3 MOAEIIUPOBAHNUS JIEKAPCTBEHHOTO MperapaTa JOJKHBI COXPaHUTBCS
JAaHHBIE O PacTBOPEHUU, MO MEHBIIEH Mepe, Uil 2 IMpernaparoB, a UCKIIOYEHHE HEOOXOAUMO
MOJIKPENUTh aHAJIM30M BO3MOXKHBIX MPHYMH OTKJIOHEHHH (Hampumep, BCIEACTBHE MEXaHU3Ma
BBICBOOOKICHHSI, TIpOIIecca IPOU3BOICTBA).

23. B nonojgHeHHe K OLEHKE BHYTPEHHEHW MPOTHO3UPYEMOCTH C HCMOJb30BAHUEM CEPHA,
BKIIIOYCHHBIX B  ¢opmanbHoe wuccinenoBanue [VIVC, pexkomeHayercs NPOAOIDKUTH
noaTBepkaeHne npuMeHnMoctd [VIVC ¢ nonoaHUTENbHBIME ONBITHBIME CEpUsSMHU (HarpuMep,
KpYIMHOMACIITAOHBIMA ~ CEPHSIMH,  HCIIOJIb30BAHHBIMU B ONOPHBIX  HCCJICIOBAHUSX,
JOTIOJTHUTEIBHBIMU I03UPOBKAMH, ITOCIEAYIOIIUMH U3MEHEHUAMH COCTaBa, U3YYEHHBIMH i1 ViVo,
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u T.1.). B unmeanbHoM ciydyae mnpu mnpoBeneHUU (HAPMAKOKMHETHUECKUX HCCIeA0BaHUN
MPENapaToB ¢ PA3NINYAOIUMHCS TPOGUIIMU BEICBOOOXKICHUS in Vitro 3TU JaHHbIE HEOOXO0AUMO
UCIIOJIb30BaTh JJISl TOJIyYE€HUs WM YCWICHHS JaHHBIX B IOJIb3Y HCIBITAHUS in Vivo Ha
PacTBOPEHHUE in Vitro. ITOT0 MOKHO JOCTUYb MTOCPEACTBOM INepekpectHoro onpenenenus [VIVC
C MHCIOJNIb30BAaHMEM MajOMacCIITa0HBIX CEpUd M BHEIIHEH BaJWJAlMM C HUCIOJIb30BaHUEM
KpYIHOMACIITa0HBIX cepuil. B mobom ciaydae mpu mo6oit paspaborke IVIVC neobxoanmo
MOATBEPAUTh, 4YTO 3aBUCUMOCTb BepHa [UIsl CEpHil, OTpa)karolMX CBOWCTBAa IIperapara,
BBIBOJIUMOT'O HA PBIHOK.

24. Ilpouenypa aHaiau3a BHEUIHEW MPOTHO3UPYEMOCTH COBIIAJAET C BBIIICONMUCAHHOMN
Ipoleypoil ¢ ucrnoib3oBaHueM paHee paspaboranHoi IVIVC. Ilpoduis «KoHIEHTpanms —
BpeMs» TPOTHO3UPYETCS Ha OCHOBAaHUU (APMAKOKMHETHKM TIpernapara ¢  OBICTPBIM
BBICBOOOKIEHUEM (TO €CTh BRIOpAaHHOU JIeKapCTBEHHON (POpPMBI pehepeHTHOTO JIEKaPCTBEHHOTO
mpenapaTa), BKJIIOYEHHOTO B HCCIENOBaHHE B LENSX BHEIIHEH BaluJallMd, W JaHHBIX
pacTBOpEHUsSL in Vitro ONPEACICHHOM CEpUH, HCIOJb30BAHHOW I BHEIIHEW BaJuJallHH.
AOCOJIIOTHOE 3HAYEHWE ONIMOKM TPOTHO3UPOBAHMS JUIsi BCEX OOOOIIEHHBIX TapaMeTpoOB HE
No/pkHO npeBblmath 10 % uid Kakooro mnpemnapara, HUCIOJNB30BAHHOIO B LENSIX BHEIIHEH
BaJIMIaLlUU.

OT4YeTHOCTH MO pe3yabTATAM HCCJIeJ0BAHUH KOPPeas MU JAHHBIX in Vitro N in vivo

25. Otuet 06 ycranosnenuu [VIVC pomxkeH BKIOYaTh MEPEUYCHBb BCEX WCCICAOBAHUN in
Vivo, TIPOBEIEHHBIX C TMpenapaToM ¢ MOIU(UIMPOBAHHBEIM BBICBOOOXKICHHUEM, a TaKke
obocHoBanue otbOopa maHHbIX g aHanusza IVIVC. TlepedeHbp naHHBIX JOJKEH BKIIOYATH
WHIUBUAYaTbHBIE JTaHHbIE W OOOOIICHHBIC CTATHCTUYECKUE NaHHBIE PACTBOPEHHsS in Vitro,
NaHHbIe TPOMUIS «IJIa3MEHHasi KOHIEHTPALUs — BpeMs», MOJTyYeHHbIE (hapMaKOKHHETHUYECKHE
nmapaMeTpbl M HAaKOIUIEHHOE a0COpOMpOBAaHHOE KOJIMYECTBO JIEHCTBYIOIIETO BEIIECTBA
(moxy4yeHHOE MyTeM JEKOHBOJIOLNHU, AaK€ €CIIM B LIEJSAX HUCIIOJIb30BAHUS MOJEIN MPUMEHSIICS
OJIHO3TAITHBIM METO.) /JIs1 BCEX CEPHA.

26. I'padpuaeckoe oroopakenue [IVIVC nomkHO BKITIOUATh JAaHHBIE O PACTBOPEHUH M Vitro
BO BpeMeHHM (C yKa3aHHWEM KIWHUYECKH 3HAYUMBIX CEpHid, TaKMX KaK CEpHH IIperapara,
MpeAHa3HauYeHHbIE IS peaju3alvi, U T.A.), HAKOTUICHHOEC a0COPOMPOBAHHOE KOJUYECTBO
JEHCTBYIOIIETO BEIIeCTBA B 3aBUCUMOCTHM OT HHTEpBaJla BPEMEHU, W3MEHEHHUE CKOPOCTH
a0bcopOIMu B 3aBUCHMOCTH OT BPEMEHH, COIOCTABJICHNE TUHAMUKH PACTBOPEHUS W abCcopOIuu
JEHCTBYIOIETO BEIIECTBA (B LESAX OLICHKU IUAa30HOB BPEMEHH, JTATEHTHBIX MEPUOJ0B BPEMEHU
MEXIy NaHHBIMHU in Vitro W in vivo), HAKOTUICHHOE aOCOpOMPOBAHHOE KOJWYECTBO in Vivo (B
MPOLIEHTAaX IO OTHOIICHHWIO K TIperapary CpaBHEHHUs) B CPAaBHEHHUU C BBICBOOOKIECHHBIM
KOJMYECTBOM (B MPOIEHTAX OT JI03bl) in Vifro B TOT K€ MOMEHT BPEMEHH (C MEPEKpPHITHEM B
COOTHOIEeHUH 1:1, TMHUAMU perpeccuu, €ciu He0OXOIMMO) BCEX MpPENaparoB, BKIIOYCHHBIX B
aHanmu3 IVIVC. Ilpu HanuuuM SIBHBIX BPEMEHHBIX pa3IUYUN MEXKIYy MEepUOJaMH BPEMEHH
BBICBOOOXKIEHUS in vitro u abcopOmueil in vivo (TO €CTh IPU OTKIIOHEHUH OT COOTHOIIEHus 1:1)
MOJIE3HBIM TpadUUYeCKUM OTOOpakeHHeM sBisieTcs: rpaduk JleBu (BpeMsi BBICBOOOXKICHUS
OTIpeICTICHHOM JIONU in Vivo B CPAaBHEHUU CO BPEMEHEM BBICBOOOXICHHUS JJISL TOU XKe JONH in
Vitro).

27. Heo6xoauMo omucaTh METOJ[ TeCTa Ha PAcTBOPEHHE M MPHUBECTH OOOCHOBAaHUE €ro
MPUTOJHOCTH C y4eTOM (PU3UKO-XUMUYECKUX CBOMCTB JIEHCTBYIOIIETO BEIIECTBA U T.1.

28. HeoOXoAuMMO TMpPEACTaBUTH TOJTHOE OMNHCAHHE METOAOJIOTHH MOJICIHPOBAHUS U
MCIIOJIb30BAHHOTO TPOTPaMMHOTO 0OecreyeHusl, a Tak)Ke OCHOBAHMSI HPHUHSITHUS pELICHU,
MOJKPENMB WX aHaJM30M COCTaBa, (U3UKO-XUMHUYECKHX, (DAPMaKOKMHETUYECKUX U
¢uznonoruyeckux (HakTopoB, KOHTPOIUPYIOUIUX BHICBOOOXKIEHNE ACHCTBYIOLIETO BEIIECTBA in
vitro 1 in vivo. IIpu UCTIONB30BaHUM KaMEPHOTO METOAA JACKOHBOJIIOLMHU (HAIpuUMep, MOJAEIb
Barnepa-Henbcona wnm Jly-Purensmana) HeEOOXOAuMO TMPOAHAIM3UPOBATH ITPUTOIHOCTH
noaxoja.
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29. HeoOxogumo  mpencTtaBuTh Tpaduku, XapaKTEpPU3YIONIME CTENEeHb COTJacwus,
MOAXOJSALIME K HCIIOJIIb30BAHHON METOAOJIOTMM MOJAEIMPOBAHHUSA, a TAaKKE€ HTOIOBBIE OLEHKH
[apaMeTPOB AJIS BCEX CMOJICIMPOBAHHBIX JAHHBIX (HapUMeEp, PACTBOPEHHUE in Vitro 1 abcopOIus
in vivo, €Clii MOJIEb UCIIOJIb3yEeT UHTEPIIOAIMIO, a Takxke A camoit moaenu [VIVC).

30. B uroroByro Tabnuily oTyeTa HEOOXOAMMO 3aHECTH JaHHbIE NMPO(UIL «IIa3MEHHAs
KOHLIEHTpALUs — BPEMS», CIPOTHO3MPOBAHHBIE C MOMOIIBIO OKOHuYaTenbHOM monenu IVIVC,
[IOJlyYeHHbIE IapaMeTpbl U CBSI3aHHYI0O C HHUMH OWIMOKY mporHosupoBaHusd. HeobGxomnmo
MPEJCTaBUTh rpauyeckoe CpaBHEHUE MPOTHO3ZHBIX U (PaKTHUECKUX MPOpuiIel «KKOHIICHTpaLUs —
BpEMS».

IIpunoxxenne Ne 4

K TpeboBaHMsAM K IPOBEACHUIO
(hapMaKOKMHETHYECKOTO M KIIMHUYECKOTO
U3y4CHHS OMOIKBUBAJICHTHOCTH
JIEKapCTBEHHBIX IIPENapaToB C
MOJU(QHUINPOBAHHBIM BBICBOOOKICHUEM

YKA3AHUSA
M0 MPOBEIEHUI) MCCJIeI0BAHUI MPH YIPOILIEHHOI PerucTpanum JeKapcTBeHHbIX
npenapaTros

Tabnuna 1

OnHOeAMHMYHBIN NMpenapar ¢ MPOJOHTHPOBAHHBIM BbICBOOOK/IEHUEM
(coruiacHo 001Iell XapaKTepHCTHKE JIeKAPCTBEHHOI0 Mpenapara npenapar npuHUMAaKT
HATOIIAK JIM0O0 MoCcJjIe ebl)

HUccnenoBanue ¢
HUccnenoBanue ¢ ogHOKpaTHBIM | McciemoBanue ¢ 0THOKPATHBIM
Jlo3upoBka ok %% |MHOTOKPATHBIM JI03UPOBAHHEM
JTIO3MPOBAHUEM HATOIIAK JTIO3UPOBAHUEM TIOCIIC €]IbI *
HATOLIAK

BBICOKasI na na na

CpemHss na OMOBeWBEp NPH CXOKECTH OuoBeliBep** *
(hopMbr***

HU3Kast na OMOBeWBEp NPU CXOKECTH OuoBeliBep** *
hopMbr***

* Kputeprn Heo0X0IMMOCTH POBEAEHUS HCCIIEIOBAHMS TPUBEAEHBI B ozpasene 2 pa3nena VI Tpedosanuii
K MpOBEAEHUIO ()apMAKOKHHETHYECKOTO W KIMHWYECKOTO W3YYEHHS OHMOSKBHUBAJICHTHOCTH JICKAPCTBEHHBIX
TIperapaToB ¢ MOAU(DHUIIMPOBAHHBIM BBICBOOOKACHHEM, TipritoskeHne Ne 10 k [IpaBuiaM mpoBeieHUs Uccle0BaHNN
OMOSKBUBANICHTHOCTH JIEKAPCTBEHHBIX IIPETapaToB B paMKax EBpasmiiCKOro 3KOHOMHYECKOTO COI03a,
yTBepkIeHHbIM Pemennem CoBera EBpasmiickoil skoHOMI4eckoi komuccun ot 3 HosOopst 2016 1. Ne 85 (maee —
TpeGoBanwms).

** [Ipu BBIIOTHEHUHN KPUTEPUEB NPOBEICHHS HCCIICNOBaHWS, NMPUBEICHHBIX B Imojapasmene 7 pasmena VI
TpeboBanuii BO3MOKEH BBIOOD KpaitHUX BapUAHTOB.

**% Ecni BBIIIOJIHSIIOTCSL KPUTEPUH TPOBEJICHHUS HCCIIeIOBaHMi, NpuBeeHHble B paznene VI Tpebosanuii,
BO3MOXKEH OMOBEWBEP HEKOTOPHIX JO3UPOBOK MJIM BBIOOD KpailHUX BapHUaHTOB.

Tabauma 2

OnHOeAMHMYHBIN NMpenapar ¢ MPOJOHTHPOBAHHBIM BbICBOOOK/IEHUEM
(coruiacHo o01Iell XapaKTepHCTHKE JIeKAPCTBEHHOI0 Mpenapara npenapar npuHUMAKT
nmocJie eabl)
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I/ICCHGHOBaHI/Ie C OJHOKPATHbIM

I/ICCHCHOBaHI/Ie C OJHOKPATHLIM

Wccnenosanue ¢

Jo3upoBka o %% |MHOTOKDATHBIM JIO3HPOBaHHEM
JIO3UPOBAHUEM HATOLIAK JIO3UPOBAHUEM IOCIIE €JIbI *
HATOIIAK
BBICOKAsI hit] hit] na
c 0 i 0 HBep***
peIHsSA HOBEHBEP MPU CXOKECTH hit] HOBEHBEp
(hopmbr***
HU3Kast OnoBeiBeEp MPH CXOKECTH hit:} OuoseiiBep* **

hopmpr***

* Kpurepun He0oOXOAMMOCTH TPOBEICHUS HKCCIICOBaHUS MPHBEICHBI B Tojpasnene 2 pasgena VI

TpeboBanwmii.

** [Ipu BBINOJIHEHUN KPUTEPUEB IIPOBEICHUS HCCIICJOBAHUM, NPUBEICHHBIX B nozpaszene 7 paszgena VI
TpeboBanuii, BO3MOXEH BHIOOp KpaifHUX BapUAHTOB.
**% Ecni BBIIOJIHSIFOTCSL KPUTEPUH TPOBE/ICHHS HCCIIeIOBaHM, NpuBeaeHHbIe B pasznene VI Tpebosanui,
BO3MOXKEH OMOBEWBEp HEKOTOPHIX JO3UPOBOK MJIM BBIOOD KpalfHUX BapHUaHTOB.

Tabnuma 3

MHoOroeAMHUYHBIN NMpenapaT ¢ NPOJOHIMPOBAHHBIM BbICBOOOKIEHHEM
(coruiacHo o01Iell XapaKTepuCTHKe JIeKAPCTBEHHOI0 Npenapara, npenapat npuHAMAan0T
HATOIIAK JIM00 HATOIIAK UJIM MOCJIE ebl)

I/ICCHGHOBaHI/Ie C OJHOKpATHbIM

I/ICCHCHOBaHI/Ie C OJHOKpATHLIM

Wccnenosanue ¢

Jlo3upoBka MHOTOKPATHBIM JIO3UPOBaHUEM
JI03UPOBAHUEM HATOIIAK JIO3UPOBAHUEM TIOCIIE E/IbI "
HATOLIAK
BBICOKasI na na na
CpemHss OuoBeiiBep** OuoBeiiBep** OuoBeiiBep**
HU3Kast OunoBeiiBep™** OunoBeiiBep™** OunoBeiiBep™**

* KpI/ITepI/II/I HeO6X0,HI/IMOCTI/I MNpoBEACHUA HUCCIICA0OBaHUA, IPUBCACHBI B MOApa3aciie 2 pazaeia VI

TpeboBanwmii.

** ECcni BBITIOMHSIOTCS KPUTEPUW TIPOBENIEHUST MCCIIeOBaHUS, NpUBeeHHbIe B pazaene VI TpeOGosaHuid,
BO3MOJKEH OMOBEHBEp HEKOTOPHIX TO3UPOBOK MIIH BEIOOP KpAaltHUX BAPHUAHTOB.

Tabnuna 4

MHoOroeAMHUYHBIN NMpPenapaT ¢ NPOJOHIMPOBAHHBIM BbICBOOOKIEHHEM
(coruiacHo o01Iell XapaKTepHCTHKe JIeKAPCTBEHHOI0 NMpenapara, npenapat npuHAMAan0T

nocJie eabl)

I/ICCHGHOBaHI/Ie C OJHOKpATHbIM

I/ICCHCHOBaHI/Ie C OJHOKPATHLIM

Wccnenosanue ¢

Jo3upoBka MHOT'OKPATHBIM JI03MPOBAHUEM
JI03UPOBAHUEM HATOIIAK JIO3UPOBAHUEM TIOCIIE E/Ibl "
HATOLIAK
BBICOKasI na na na
CpemHss OuoBeiiBep** OuoBeiiBep** OuoBeiiBep**
HU3Kast OuoBeiiBep™** OunoBeiiBep™** OuoBeiiBep™**

* KpI/ITepI/II/I HeO6X0,HI/IMOCTI/I MNpoBEACHUA HUCCIICAO0BaHUA, IPUBCACHBI B MNOApa3aciie 2 pazaeia VI

TpeboBanwmii.

** ECcni BBITIOMHSIOTCS KPUTEPUW TIPOBENIEHUST MCCIIeOBaHUS, NpUBeeHHbIe B pazaene VI TpeOGosaHuid,
BO3MOJKEH OMOBEHBEep HEKOTOPHIX TO3UPOBOK MIIH BEIOOP KpaltHUX BaApHUAHTOB.
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Tabauma 5

OnHoeNMHNYHBIN MPenapaT ¢ 0TCPOYEeHHbIM BbICBOOOKIEHUEM
(coryiacHO o01eli XapaKTepuCTHKe JIeKAPCTBEHHOI0 NMpenapara, npenapaTt npuHIManoT
HATOILIAK JIM00 HATOUIAK WJIM MOCJe ebl)

WccnenoBanue ¢ OITHOKpPAaTHBIM

HccnenoBanme ¢ OOHOKpPAaTHBIM

Hosuposra JIO3WPOBaHMEM HaToIaK™ JIO3UPOBAHUEM TIOCTIE eIIbI*
BBICOKast na na
cpenHsas Ja OuoBeliBep npu cxoxecTH GopMbI**
HU3Kas Ja OuoBeliBep npu cxoxecTH GopMbI**

* Ecii BBITIOJIHSAIOTCS KPUTEPUH TIPOBEICHUS WCCIICIOBaHUS, TPUBEIECHHBIC B Tompaszaene 7 pasaena VI
TpeboBaHuii, BO3MOXEH BHIOOP KPAWHUX BapHAHTOB.

** Ecni BBITIOMHSIOTCS KPUTEPUW TIPOBENICHUST MCCIIeNOBaHUS, NpUBeIeHHbIe B pazaene VI TpeGoBanuid,
BO3MOJKEH OMOBEHBEp HEKOTOPHIX TO3MPOBOK MIIH BEIOOP KpaltHUX BapHUAHTOB.

Tabauma 6

OaHoeTMHMYHBIN NMpenapaT ¢ 0TCPOUYEHHBIM BbICBOOOKIEHHEM
(cors1acHo o01Ieli XapaKTepHCTHKE JIEKAPCTBEHHOT0 NMpenapaTa, npenapat NpUHAMAIOT

nocJjie eabl)

WccnenoBanue ¢ OITHOKPAaTHBIM

HccnenoBanme ¢ OOHOKpPAaTHBIM

Hosuposra JTIO3UPOBAaHUEM HaTOIaK™* JIO3WPOBAHUEM TOCTIE elIbl**
BBICOKasI na na
CpemHss OuoBeliBep MpHU CXOXKeCTH HOPMBI** na
HU3Kas OuoBeiBep Mpu cX0XKecTH popMbI** Ja

* Ecii BBITIOJHSAIOTCS KPUTEPUH TIPOBEICHUS WCCIICIOBaHUS, TPUBEIECHHBIC B Tompaszaene 7 pasgena VI
TpeboBanuii, BO3MOXEH BHIOOP KPAWHUX BapHAHTOB.

** Ecni BBITIOMHSIOTCS KPUTEPUW TIPOBENICHUST MCCIIeNOBaHUS, NpUBeJeHHbIe B pazaene VI TpeOGoBaHuid,
BO3MOJKEH OMOBEHBEp HEKOTOPHIX TO3MPOBOK MIIH BEIOOP KpaltHUX BaApHUAHTOB.

Tabnuna 7

MHoOroeIMHNYHbINA NPenapart ¢ 0TCPOYECHHBIM BHICBOOOXKIEHHEM
(coryiacHO o01eli XapaKTepHCTHKe JIeKAPCTBEHHOI0 nMpenapara, npenapaTt npuHIManT
HATOILIAK JIM00 HATOUIAK WJIM MOCJe ebl)

WccnenoBanue ¢ OITHOKpPaTHBIM

HccnenoBanme ¢ OOHOKpPAaTHBIM

Jlosuposia JI03UPOBAHUEM HATOIIAK JIO3UPOBAHUEM IIOCIIE EJIbl
BBICOKasI na na
CpemHss O6uoBeiiBep* ouoBeiiBep ™
HHU3Kas OuoBeiiBep* ouoBeiiBep™

* Ecin BBITIONMHSIOTCS KPUTEPUHU TIPOBEACHUS HCCIIENOBaHUS, NMpHUBeACHHbIE B pasnene VI TpeGosanuid,
BO3MOJKEH OMOBEHBEp HEKOTOPHIX TO3MPOBOK MIIH BEIOOP KpaltHUX BaApHAHTOB.

Tabnuma 8
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MHoOroenMHNYHbINA Mpenapart ¢ 0TCPOYECHHBIM BHICBOOOXKIEHHEM
(coryiacHO o01Ieili XapaKTepuCTHKe JTeKAPCTBEHHOI0 nMpenapara, npenapaTt npuHUMaT
nocJjie eabl)

Jlosuposka HccnenoBaHue ¢ 0JHOKPATHBIM HccnenoBaHue ¢ 0JJHOKPATHBIM
JI03UPOBAHUEM HATOIIAK JIO3UPOBAHUEM IIOCIIE EIbl
BBICOKas na na
CpemHss OuoBeiiBep* ouoBeiiBep ™
HHU3Kas OuoBeiiBep* ouoBeiiBep™

* Ecin BBINOJHSIOTCS KPUTEPUHM TNPOBEACHHS HCCIEO0BaHUs, NpuBelneHHble B pasaene VI Tpebosanuii,
BO3MOXKEH OMOBEWBEp HEKOTOPHIX JO3UPOBOK MJIM BBIOOP KpallHUX BapHaHTOB.

IIpunoxenne Ne 11

K [IpaBunam npoBeaeHust
WCCJICIOBAHNH OMO3KBUBAIICHTHOCTH
JIEKapCTBEHHBIX TPENapaToB B paMKax
EBpaszuiickoro 3kOHOMHUYECKOTO COI03a

TPEBOBAHMUA
K NPOBeCHUI0 KINHHUYECKUX MCCJIe0BAHNUI JIEKAPCTBEHHBIX NPENapaToB, COAePKALIUX
H3BECTHOE JeliCTBYIOLIIee BelecTBO (BellecTBa), B JIEKAPCTBEeHHBIX opMax,
OKa3bIBAIOIINX MECTHOE JIeiicTBHe

I. O01ue moJ10KeHUA

1. Hacrosimme  TpeOGoBaHus  ompenensioT  TOPAIOK  NPOBEACHHS  KIMHHYECKUX
HCCIIEIOBAaHUM JIEKapCTBEHHBIX MPENaparoB, COAEPIKALIUX M3BECTHOE ACHCTBYIOILIEE BELIECTBO
(BemecTBa), B IEKApCTBEHHBIX (hOpMax, OKa3bIBAIOIIMX MECTHOE JICUCTBHUE (J1ajee — mpenaparsbl
MECTHOTO JEHCTBUS), U NPEICTABICHUS PE3YJITaTOB 3TUX MCCIEN0BAaHUHN B pazaenax 2.5 u 2.7
MOAYJIS 2 U B MOJYJIE 5 PETUCTPAMOHHOIO OChE. [|OMOJHUTENbHBIE ACTIEKThI U3YYEHUS TAKUX
JIEKapCTBEHHBIX NpenaparoB IpuBeaeHbl B npuiokeHusx Ne 12 u 13 k IlpaBunam nposeneHus
WCCIe0OBaHUN OMOIKMUBAJICHTHOCTH JICKAPCTBEHHBIX IperapaToB B paMkax EBpasuiickoro
SKOHOMHUYECKOI0 C€O0103a, yTBepxkAcHHbIM Pemennem CoBera EBpasuiickoil 3KOHOMHYECKOM
komuccuu oT 3 HosOpst 2016 1. Ne 85 (manee — [IpaBuia).

2. Hacrosimue TpeOGoBaHus conepxar AeTalu3anuio o0beMa HCCIEI0BaHHUM Mpernaparos
MECTHOTI'O JIEUCTBUS ¢ yueToM [IpaBuil perucTpanuu u 3KCIepTU3bl JIEKApCTBEHHBIX CPEACTB IS
MEAUIIMHCKOr0 MPUMEHEHHUs], yTBepkKAeHHbIX Pemennem CoBera EBpa3zniickoil 3KOHOMUYECKON
KoMmuccu OT 3 HOsO0pst 2016 1. Ne 78, B 3aBHCHMMOCTH OT BHUA JIEKAPCTBEHHOTO Iperapara C
ydeToM PyKOBOJCTBa MO JOKIMHUYECKUM HCCIICAOBAHUAM O€30MacHOCTH B LENAX MPOBEICHUS
KJIIMHUYECKUX MCCIIEIOBAHUA M PETUCTpPAlUU JEKapCTBEHHBIX IPENaparoB, YTBEP>KICHHOIO
Pemenuem Konnerun EBpazuiickoi 3koHOMHUYECKONW KOMHCCUH OT 26 HOs1Ops 2019 r. Ne 202.

3. [IpenapaThl MECTHOTO JACHCTBUS MPUMEHSIOTCS C IIEJIbI0 OKa3aHUS JTOKaIbHOTO 3¢ deKTa,
HaIpumep:

JIepMaTOJIOTUYECKHUE JIEKApCTBEHHBIE MTpenapaThl (Kpembl, Ma3n);

JIeKapCTBEHHBIE MPeTapaThl Il HHTATSIUNA B (hopMe MOPOIITKA HITH a3PO30IIH;

IJIa3HbIE KAl U YIIHbIE KaIUIX;

HazaJbHBIE JIEKAPCTBEHHBIE NTPENapaThl;

[I€pOPaIbHO, BATHHAJIIBHO WM PEKTAIIBHO IPUMEHSIEMBIE IIPENapaThl MECTHOTO ACUCTBUS.
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CucremHoe peiicTBUE (€CIM Takoe HMEeTCs), paccMaTpuBaeTcs [UIsl ATHX TPy
JIEKApCTBEHHBIX MIPENapaToB KaK HeXenaTelbHOe JeHCTBUE.

4. B cnmyyae M3MEHEHHUs TEXHOJIOTMH, COCTaBa (HampuMep, NMpPU H3MEHEHUU (HU3HKO-
XUMHUYECKUX CBOMCTB JICKAPCTBEHHOTO IMpenapara, '3MEHEHUH BCIIOMOTATEIbHbIX BEIIECTB) HIIH
JIEKapCTBEHHON (OPMBI MpenapaToB MECTHOTO ACHCTBUS MOTYT U3MEHSATbCA MX 0€30MacHOCTh U
(umn) 3¢ dexkTUBHOCTh, a TaKkKe U CTEeNEeHb NPOHUKHOBEHMS JIEHCTBYIOLIETO BEIIECTBA B
CUCTEMHYIO LHUPKYJIsiHio. KpoMe Toro, mpu HaHECEHUU Ha KOXKY WU CIM3UCThIE 000JI0UYKU caM
HOCHUTEIb JIeHCTBYIOIIEro BemecTBa ((hopMooOpa3yromuii KOMIOHEHT JIEKApCTBEHHOU (OPMBI,
MPEICTaBISIONINI cO00M KOMITO3UIINIO BCIIOMOTaTEIbHBIX BEIIECTB) MOXKET OKa3bIBaTh BIMSHHUE
Ha TIaTOreHe3 3a00JIeBaHUsI.

5. B ciydae ecnu HEBO3MOXXKHO OLIEHUTh OMOJOCTYIHOCTH JIEKAPCTBEHHOTO IMpernapara C
UCIOJIb30BaHUEM (apMAKOKUHETHUECKUX, (PapMaKOAMHAMHYECKUX KOHEYHBIX TOYEK WIH
KOHEYHBIX TOYEK in Vifro, TaKOl JIEKapCTBEHHBI IpemnapaT He JO0MycKaeTcs paccMaTpUBaTh B
KayecTBE BOCIPOU3BEJICHHOTO JIEKAPCTBEHHOro TMpemapara. B To e BpeMs o00beM
(dapmaineBTHUECKOl  pa3pabOTKM  TaKUX  JIGKAPCTBEHHBIX  IMPENapatoB  COOTBETCTBYET
COKpAIIEHHOMY J10Ch€. B OTHOLIEHNM TaKkKX ITpenapaToB IPH I101a4e 3asBJIECHUS Ha PETUCTPALIUIO
ClIeyeT yKa3bIBaTh UX OTHECEHUE K TUIY I'MOPHUIHBIX JEKapCTBEHHBIX MPEnapaToB.

Jlyist mpenapaToB MECTHOTO IEUCTBUSI OTCYTCTBHE YKA3aHHBIX JAHHBIX O JOKIMHHUYECKOM U
KIIMHAYECKOM HCCJICIOBaHUH, HEO0OXO0IMMO OO0OCHOBaTh B paszaenax 2.4 u 2.5 monyns 2
PETUCTPALIMIOHHOTO JI0ChE.

6. [Ipn BHECeHUN 3HAYMMBIX U3MeHeHuH [ Thma HeoOXoIMMO JT0Ka3aTh TEPAreBTUUYECKYIO
SKBHUBAJICHTHOCTh M0 OTHOUICHHWIO K OpPUTHHAIBHOMY (pedepeHTHOMY) JeKapCTBEHHOMY
npemnapary (J1anee — nmpenapar cpaBHeHus ). BbiOop ncciaenoBanuii 1 OTCYTCTBHUE TaHHBIX TOJIKHBI
ObITh 0OOOCHOBAHBI 3asBUTENEM B paszzaeine 2.5 (M, eciu 3TO MPUMEHMMO K BHJIy 3asBJICHHUS Ha
PETUCTpAIHIO — TAKXKE B pazzeie 2.4) MOays 2 perucTpaliiOHHOTO JTOChE.

7. TpeboBanus Kk 00bEMy JaHHBIX 00 HMCCIEIOBAHUAX TPENapaToB MECTHOTO JACUCTBUS,
MPEJICTABISIEMbIX B PErMCTPAllMOHHOM JIOChE TaKHX IpernapaToB, B 3aBHCUMOCTH OT BHUZA
3asIBJICHUS HA PETUCTPAIMIO U CTETICHU OTINYMS OT Iperapara CpaBHEHUS IPUBEICHBI B TaOIHIIE.

Tabnuna

TpeGoBanus kK 00beMy JaHHBIX, IPEICTABJSIEMbIX B PErHCTPALMOHHOM /10Che MPeNnapaToB
MECTHOI'0 JeliCTBUSA

| Bup 3asBiIeHIS HA PETHCTPAITHIO | O06beM aHHBIX 00 MCCIeIOBAHUIX

1. 3asBneHNe HAa PETHCTPALINIO IPENapaTOB MECTHOTO TIOJIHOE PETHCTPAIMOHHOE JJOCHE HITH COOTBETCTBYIOIIUE
JEHCTBHUS C N3BECTHBIM JIEHCTBYIOIIMM BEIIECTBOM,  CBS3YIOIINE HCCIEIOBAHUSI B MOAYJIE 5 PETHCTPALMOHHOTO
paHee He MPUMEHSIBUIMMCS MECTHO J0Che

2. 3asBieHUEe HA perucTpanuro ¢ NpeacTaBJICHUEM
COKPAIICHHOT'O JOChEC U YKa3aHUEM OJHOI'0 U3
CJICAYIOUX BUAOB pasnnqnﬁ MEKIY UCCICAYCMbIM
FI/I6pI/I,HHI)IM JICKapCTBCHHLIM MPETIapaToM 1

npenaparoM cpaBHeHus " 2

a) Ipyroe MmokazaHue K MPUMEHECHUIO KITMHUYECKHUE HCCIeN0BaHUA 2P EKTUBHOCTH H
0€301acHOCTH B OTHOLICHHH JIaHHOTO TOKa3aHUs

0) Ipyroi peKuM JTO3UPOBAHHS KITMHUYECKHUE UCCIIeIOBAHUS O€30ITaCHOCTH U
3¢ GeKTUBHOCTH B OTHOIICHUH JAHHOTO PEeKUMa
JI03UpOBaHus. B paMkax mccienoBaHUi HEOOX0IUMO
000CHOBATH 11€1€c000Pa3HOCTh Pa3pabOTKH HOBOT'O pexHuMa
JIO3UPOBAHUS U IOCTATOYHOCT MpelaraeMoro oobemMa
UCCIICIOBAaHUN UCXOIS M3 MMOJTyYCHHBIX PE3yIbTaTOB

B) Jpyrasi JO3UPOBKa, HO OOBIYHBIN PEKUM 10 BO3MOKHOCTH (DapMaKoJMHAMHYECKUE UCCIIEIOBAHMS,
JI03UPOBAHUS WX UCCIIEI0BAHNUS JIOKAIIBHOW JOCTYIHOCTH; WX
UCCIIeI0BaHus in vitro (Harpumep, Ui TJIa3HbIX Kareb),
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WM 000CHOBaHHME OTCYTCTBHS HEOOXOANMOCTH IIPOBEICHHS
MCCIIEJIOBaHUH B Cilyyae HE3HAUNTEIIbHBIX PA3IMYNi B
no3upoBkax. Heo6xoaumMo npesncTaBuTh HOATBEPIKICHUE
0e301macHOCTH MHOM JI03UPOBKU. B pamkax nccnenoBaHuii
HEeo0X0MMO 000CHOBATH LIEJIECO00PA3HOCTD Pa3pabOTKH
HOBOM JI0O3MPOBKHU M AOCTATOYHOCTb IPEIaraeMoro oobema
HCCIIEI0BAaHNH HCXO/IS U3 TIOTyYEHHBIX PE3YJIbTATOB

r) Apyras JiekapcTBeHHas popma (Harpumep, 3aMeHa KIMHHYECKHUE MCCIIeTOBAHUS IS TOTBEPIKACHHS

KpeMa Ma3blo, 3aMEeHa a’po30JIs TOPOIIKOM JIJIS 6e30omacHOCTH U 3()(HEKTHBHOCTH ¥ (MJITH), TIO BO3MOXXHOCTH,

WHTAJISIUH ) (hapmakoTMHAMUYECKUE UCCIIEIOBAHUS, & TaKxKe (€CITu
HE00X0IMMO), UCCIIe0BaHUS aOCOPOIIMH, IPOHUKHOBEHUS 1
MECTHOI MEPEHOCUMOCTH. B paMkax uccienoBaHmii
HEo0X0AMMO 000CHOBATH LIEJIECO00PA3HOCT Pa3padOTKH
HOBOI1 JICKapCTBCHHOM (DOPMBI U TOCTATOYHOCTh
npeIaraeMoro oobeMa HCciieI0BaH|i UCXOas U3
MOJYYCHHBIX PE3yJIbTaTOB

Ll) BOCIIPOM3BCICHHBIC (FI/I6pI/I[[HLIe) JICKApCTBCHHLIC TOATBCPIKACHUC TepaHeBTI/I‘leCKOﬁ OKBHBAJICHTHOCTHU

mpemnapaTsl (B CIydae IOTCHIHAIEHO 3HAYMMBIX npernapaTy CpaBHEHHS.

M3MEHEHNH BCTIOMOTAaTEIbHBIX BEIIECTB U (WIIH) ITo Bo3MokHOCTH (hapMaKOAMHAMUYECKHE HCCIICIOBAHUS,
TEXHOJIOTHH MIPOU3BOJICTBA TT0 CPABHEHUIO C WM MICCTIEIOBAHNUS JIOKATBHOW JOCTYIHOCTH; TN
TpenapaToM CpaBHEHHS) WCCIICIOBAHMA in vitro (HapuMep, U TTIA3HBIX Karemb) WIn

000CHOBaHHE OTCYTCTBHUS HEOOXOIMMOCTH TPOBEACHHUS
WCCIICIOBAaHHY B CITydac HE3HAYUTEILHBIX PA3InIMii B
COCTaBE BCIIOMOTATENILHBIX BEIIECTB U CIIOCO0E
npou3BocTBa. Heo0X0IuMOo IpeIcTaBUTh MOITBEPKIACHUS
0€30MacCHOCTH JICKAPCTBEHHOT'O IpenapaTa

3. 3asBiieHNE O BHECEHHH 3HAYMMBIX H3MeHeHuii 11
THUIIA B PETUCTPALMOHHOE I0ChE TIPerapaToB
MECTHOTO JeHCTBUSI>

a) I3MEHEHMsI CBOMCTB JICHCTBYIOMIETO BemecTBa (6€3 1Mo BO3MOKHOCTH (hapMaKoIHHAMUYECKUE HCCIIETOBaHNS,

M3MEHEHHUS €T0 MOJICKYJIIPHOI CTPYKTYPHI), KOTOpPOE MM MCCIIEJOBAHUS JIOKATFHON TOCTYITHOCTH HITH

YKa3bIBAETCS B XapaKTEPUCTHUKE €ro (PI3MIECKUX WCCIIEIOBAHHUA in Vitro.

CBOWCTB IIpu HEBO3MOKHOCTH IPOBEAEHUS YKa3aHHBIX
WCCIIEIOBaHUN — KIIMHUYICCKIE UCCIICTOBAHUS
TepaneBTHYCCKON IKBUBAJICHTHOCTU. HeoOxoaumo
MPEJICTaBUTH MOATBEPKACHUS 0€30aCHOCTH
JICKAPCTBCHHOTO IIperapara

0) U3MEHEHHsI BCIIOMOTaTEIbHBIX BEIIECTB M0 BO3MOXKHOCTH (hapMaKOJAMHAMHYCCKUE UCCIICAOBAHUS,
WM UCCJIeI0OBAHUS JIOKAJIbHOU JOCTYIMHOCTH WU
HUCCIEO0BAHMS in Vitro.
IIpu HEBO3MOKHOCTH IPOBEAEHUS YKa3aHHBIX
HCCJIEIOBAaHUN — KIMHUYCCKUE HCCIICIOBAHUSI
TepaneBTHYECKON IKBUBAJIEHTHOCTH. Heobxoammo
TIPECTaBUTh IIOATBEPKACHNS 0€30IaCHOCTH
JIEKapCTBEHHOTO TIpernapara

B) U3MCHEHHUS IyTH BBEJICHUS U (M) HAHECEHHUS 0 BO3MOXHOCTH, (hapMaKoANHAMUYECKHE UCCIIEI0BAHNS,
JIEKapCTBEHHOTO MpenapaTa ¢ y4eToM YCTPOMWCTB ISl WK UCCIIEJOBAHUS JIOKAJIBHOM JTOCTYTHOCTH HIIH
JIOCTaBKU WJIM HAHECEHUsI (HAPUMEp, UHTAJSITOP) UCCIIEJIOBAHUS in Vitro.
[Ipu HEBO3MOKHOCTH TPOBEICHHS YKa3aHHbBIX
UCCIIEIOBAaHUHN — KITHHUYECKUE UCCIIEIOBAHUS
TeparneBTHYECKO# IKBUBaIEHTHOCTH. Heobxoaumo
MPEACTABUTH MOATBEPKACHHS O€30IaCHOCTH
JICKapCTBEHHOI'O Ipernapara

! B CJlydac BHCCCHUS H3M€HeHHﬁ, YKa3aHHbIX B IMOAIMYHKTAX «a» — «B» IIYHKTa 2 Ta6.]'H/IIILI BO3MOXXHO 4aCTb
I/ICCHeZ[OBaHI/Iﬁ OIMUCAaTh IMYTEM YKa3aHUs CCbUIKM Ha NEPBOHAYAJIbHO 0ﬂ06peHHO€ PEruCcTpalilMOHHOC 1OCHE, BMECTE C
TEM HeO6X0,HI/IMO npeaACTaBUTh PE3YJIbTAThI COOCTBEHHBIX PICCJIe)IOBaHPIﬁ.
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2B cinyuae BHECEHHsS M3MEHEHMI, YKa3aHHBIX B MOJAIYHKTAX «a» — «B» IyHKTa 3 TaGJMIbL, a TAKKe JUIs
BOCITPOM3BEICHHBIX U THOPHUIHBIX JIEKAPCTBEHHBIX MPENapaToB N3MEHEHHUH, YKa3aHHBIX B TIOAIYHKTE «J1» IMyHKTa 2
TabnuIbl, HEOOXOMMMO NOATBEPAMTH TEPANEeBTHYECKYI0O OSKBHUBAJIICHTHOCTh C MpernaparoM CpaBHEHHS C
UCIIONIb30BAaHMEM BaJIMAMPOBAHHBIX Mojeneil. JlomyckaeTcss He NpEACTaBIATH SKCHEPUMEHTANbHbIE JaHHBIE B
Cllyyasix, OrpaHMYEHHBIX HE3HAYNTEIbHBIMI H3MEHEHHSIMH, KOTOPBIE HE PACLIEHUBAIOTCS B KAYECTBE CYIIECTBEHHBIX
C TOYKH 3peHHUs 0E30MacHOCTH M 3(PPEKTHBHOCTH JICKAPCTBEHHOTO IperapaTa, OTCYTCTBHE NAaHHBIX HEOOXOIMMO
000CHOBATh B paznene 2.5 Moxyms (¥, ecii IPIMEHNUMO, B paszeine 2.4) Moayis 2 perucTpalnoHHOro nocke. Ecmu
3asBHTEJIEM HE NPENCTaBICHO KaKHX-JIM00 000CHOBaHMUMI, HEOOXOJUMO NIPOBEICHHE KIIMHMYECKUX HCCICTOBAaHHI.

3 Yerkoe pasrpaHWuUEHHE MEXKAY KATETOPHSAMH 3asBICHUN, yKa3aHHbIMH B TaONWIE, B Psje CIydaes
3aTPYAHHUTENBHO. B OTHOIIEHMM JAEpMAaTONOTMYEeCKHX IpenapaToB MECTHOIO  JeHCTBUS — JNOOaBJICHUE
BCIIOMOTaTEJIbHBIX BELIECTB (HAIPUMED, [UIS YCUIIUTEINS MPOHUKHOBEHHMS JIEHCTBYIOIIETO BEIIECTBA) NPUMEHSACTCS
HOJITYHKT «0» MyHKTa 3 Tabnuipl ¥ TpeOyeTcs NpoBeJeHUe PACIIMPEHHBIX UCCIEeOBAaHUN (KaK ISl N3MEHEHHH B
paMKax MOJIYHKTA «I» MyHKTa 2 TaOJIUIIbI).

B orHOmIECHUMHM Bcex HSMCHCHHﬁ, OIIMCaHHBIX B Ta6nnue, COOTBCTCTBYIOIIHE pa3aciibl
PEruCTpaiiOHHOTO JOCHE NOJIZKHBI COACPIKATL aHAJIN3 BBIGOpa mporpamMmaI HCCIeIOBAHUMN WU
JOCTaTOYHOC 000CHOBaHHE UX OTCYTCTBHUA.

I1. 3asB1eHMe HA peruCTPALMIO PENapaToOB MECTHOIO AeliCTBHS C M3BECTHBIM
AEHCTBYIOIMM BeleCTBOM, paHee He IPUMEHABIIMMCI MECTHO

8. lns  dopmupoBaHusi MOIYyJs S5 PErHCTPAIMOHHOTO JIOChe B 3aBUCUMOCTH OT
JIEKapCTBEHHOT'0 IpernapaTa TpedyeTcst 100 MpeICTaBICHHUE MOJHOTO PErHCTPALlMOHHOTO J10ChE,
mu00 TPECTABJIICHUE JAHHBIX COOTBETCTBYIOIIMX CBS3YIOUIMX HCCICOBAHHA B yKa3aHHOM
MOJyJIE  PETUCTPALIMOHHOTO  Jloche. Pe3ynpTaThl  CBSA3YIOIIUX  MCCIENOBAHUN  MOTYT
WCIIONBb30BaThbCsSl B Cydasx, KOrja JACMCTBYIOIIEE BELIECTBO 3apETrUCTPUPOBAHO B COCTABE
JIEKapCTBEHHBIX TIpErapatoB ¢ JPYrUMU MyTsSMH BBeAeHHsMH. Heob6xoaumo o0060CHOBAThH
BO3MOKHOCTh MCHOJIb30BAaHUSI CBSI3YIOIIMX MCCIEAOBAaHUNA BMECTO pealiu3aliy MOJHOM
MPOrpaMMbl KIIMHUYECKOHN pa3paboTKH.

I11. 3asiBjIeHMEe HA PEerMCTPALMIO € MPEACTABJICHHEM COKPAILIEHHOI0 10Che
1. O0ocHOBaHUE BU/IA 3asIBJICHUS HA PErUCTPAIHIO

9. lns1 mpenapaToB MECTHOTO ACUCTBUS HEOOXOAWMO MOATBEPAMTH, YTO JIEKAPCTBEHHBIH
npenapaTr (BOCIPOM3BEIACHHBIM WM THOPUAHBIN) TepaneBTUYECKH HSKBHUBAJICHTEH IMpernapaTy
CpaBHEHUS.

10. lnss moATBEPKIEHUS TEParieBTUYECKON SKBUBAJICHTHOCTH HEOOXOJMMO IPOBEICHHE
KIMHUYECKUX HCCIEOBaHUM, OCOOEHHO Ui JAEepMAaTOJIOTMYECKUX IPEnapaToB MECTHOTO
NecTBUS (32 UCKITIOYCHHEM JIEKAPCTBEHHBIX MPENapaToB, YKa3aHHBIX B pa3zenie X MPHIIOKEHUS
Ne' 1 k IlpaBunam). 3asgBuTenb BIpaBE HCIOJIB30BAaTh YyKa3aHHble B mpuioxkeHuu Ne 13 k
[IpaBuiaM Monenyu McciaeNOBaHUN WM pa3pabdoTaTh allbTEPHATUBHBIE MOJEIN HCCIIECJOBAHUM.
Jjig 9TOM 11eNH B 3aBUCUMOCTH OT CUTYallUH JI0IIyCKAaeTCs IPOBOAUTD:

(bapmMakoIMHAMUYECKHE UCCIIEIOBAHUS C YIaCTHEM YeJIOBEKa;

UCCIIEIOBAHMS JIOKAJIbHON OMOIOCTYITHOCTH C Y4aCTHEM YEJIOBEKa;

HCCIIEI0BAHMS Ha )KUBOTHBIX (€CIIM TPUMEHHMO);

WCCIeA0BaHUs in Vitro (€Ciid IPUMEHUMO).

Bce w™openu (MeTomukM TNpPOBEACHUS) YKa3aHHBIX MCCIEAOBAaHUN JOJKHBI OBITH
BaMaUpoBaHbl. KpoMe Toro, HeoOXOAMMO C HCHOJB30BAHHEM COOTBETCTBYIOIIUX METOAUK
U3Y4YUTh BOMNPOCHl O€30MaCHOCTH M MECTHOW TMEePEeHOCHUMOCTH HCCIIEIyEeMbIX IIpernapaToB
MECTHOT'O JEHUCTBUSL.

11.TIpu  pa3paboTKe  aIbTEPHATHBHBIX  MOJEIEH  HMCCIECNOBAaHUM  JIOMYyCKAETCS
UCIOJIb30BaHUE MOJIENIel, MPUBEICHHBIX B Mpenapar-cienuUIHbIX yKa3aHUSIX TOCYIapCTB —
9JIeHOB MEXIyHapoJHOTO COBETa IO TapMOHM3AIMM TEXHUYECKUX TpeOOBaHUU K
(dapMaleBTHUECKUM TpenaparaM JUisi MEAWIIMHCKOTO TIPUMEHEHHUsS [UIsi TaKuX JK€ WU
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aHAJIOTUYHBIX JIEUCTBYIOIINX BEIIECTB U JIEKApPCTBEHHBIX (DOPM MpenapaToB MECTHOTO JIEHCTBUS.
Pa3paboTky aibTepHATHBHBIX MOJENEH, NCIOIb30BAHHBIE NpenapaT-crieupUUHbIe YKa3aHus, a
TaK)Ke JaHHbIE [0 O€30MMaCHOCTH U MECTHOM IEPEHOCHUMOCTH UCCIIETyEMbIX MPENnapaToB MECTHOTO
JeiicTBUSL HEOOX0IMMO 000CHOBATH B pazfelie 2.5 MOy 2 perucTpalioOHHOTO JOChE.

2. [IpeacraBiaenue 1aHHBIX 00 3(P)(PeKTUBHOCTH (AIKBUBAJIEHTHOCTH) MPENapaToB MECTHOIO
aefcTBUus

Kaunnyeckne HCCJICJ0BaAHUSA

12. Kputepun mpHeMIEeMOCTH TPaHUI] SKBUBAJCHTHOCTU JIOJKHBI OBITH OIPE/IEICHBI
3apaHee, HEOOXOIUMOE JIl MCCIIE0BaHMs KOJMUYECTBO NAIMEHTOB JIOJDKHO OBITh OILICHEHO B
IIPOTOKOJIE KJIMHUYECKOTO HCCIENOBaHUSA [0 Haydajga HCCIENOBaHUS C HCIOJIb30BAHUEM
COOTBETCTBYIOIIMX CTATUCTUYECKUX IOAXOJO0B. BBIOOp TIpaHUIl 3KBUBAJIEHTHOCTH JUIS
HCCIIEAYEMOrO IperapaTa MECTHOIO AEHCTBUA 110 OTHOLIEHUIO K MpENapaTy CpaBHEHUs 3aBUCUT
OT JEHCTBYIOILErO BEIECTBA M UCIOJIb3yEMBIX MIAPAMETPOB OLICHKH YKBUBAJICHTHOCTH U JOJKEH
ObITh 00OCHOBAH 3asBUTENIEM. YKa3aHHE B OTYETE O MPOBEJCHHOM HCCIICOBAaHUH CTaHIAPTHBIX
IpaHMI] SKBUBAJIEHTHOCTH Takke TpeOyeT OOOCHOBAaHMSA JUIsl JAHHOW TpyMIbl H3y4aeMbIX
IIpenapaToB MECTHOIO JEHCTBHS.

13. IloaTBEp)KACHUE TEPANEBTUYECKOW SKBUBAJICHTHOCTH MCKIIOYMTEIBLHO HA OCHOBAaHUU
¢dakTa pa3nuuuii B JEHCTBMM H3y4YaeMbIX IpenapaToB MECTHOIO JEHCTBHS U Iianebo
HEI0CTaTOYHO. B 3aBUCHMMOCTH OT 0’KHJAaEMOro OTBETa Ha IUIaledo U He0OXOAUMOCTH HAIUYMS
TPYNIIbl  OTPUIATETIBHOTO KOHTPOJS TpeOyercss NpOBEeIEHUE HCCIENOBAaHUS s 3 TpyMIl
N0OpOBOJIBILIEB, IO3BOJIIOLIETO CPaBHUTh JEHCTBHE IUIane0o, MCCIeqyeMoro Ipernapara
MECTHOrOo [JEHCTBUS M mpemnapara cpaBHeHus. [lpoBeneHue wuccienoBaHuil [uist 2 Tpymnn
JIOOpPOBOJIBLIEB JIOMYCKAETCsl B ClIy4ae, €CId 3TO OOOCHOBAHO HPUMEHSIEMBIMHM MPUHLUIAMU
OMOCTAaTUCTUYECKOTO aHaiIu3a. BeiOop nu3aiiHa ncclieoBaHUs TakXKe JOJKEH ObITh 000CHOBAH
3asiBUTEJIEM B IIPOTOKOJIE KIIMHUYECKOTO UCCIENOBAHNA U B OTUETE O PE3YJIbTaTaX UCCICIOBAHMS.

I[pyrne MOJ€EJIH A0KAa3aTEJIbCTBA SKBUBAJICHTHOCTH

14. Ecnmi BMECTO KJIMHMYECKHX HCCIICAOBAHHWI BBIOpaHa JIpyras MOJCNb JOKa3aTelIbCTBa
SKBUBAJIICHTHOCTH, TO JJISl MOATBEPXKIACHUS TEPANEBTUYECKOW SKBHUBAICHTHOCTH HEOOXOIMMO
MOKa3aTh U 00OCHOBATh PEJIECBAHTHOCTh MOJEIH (MOJENb JOHKHA OBITh BAIUIMPOBAHA), B TOM
guclie HEOOXOJUMO TMOATBEPIUTh €€ TNPUMEHUMOCTh B OTHOIICHWU YKAa3bIBAEMBIX TIpU
pEruCTpaliy PeKUMa M Crioco0a MPUMEHEHHUsI JICKapCTBEHHOTO Tpenaparta. s GonpimmHCTBa
pa3paboTaHHBIX MOJEJCH, AalbTePHATUBHBIX KIMHUYECKUM HCCICAOBAHUSM, BAJIAIAIHS
OTCYTCTBYET.

15. lns  nexapCTBEHHBIX IpEnapaToB MECTHOTO JACUCTBUS  (apMaKOKWHETHYEeCKas
OMOYKBHUBAJIICHTHOCTH HE BO BCEX CIIyYasiX SBISACTCS ONTUMATBHBIM METOIOM JIJISI TIOITBEPIKICHUS
TEpANeBTHUECKON OSKBUBAICHTHOCTH (K YHCITY UCKIIOYCHHH OTHOCSTCS, YKa3aHHBIE B
npunokennn Ne 9 k IlpaBunam), MOCKOJBKY TIIJIa3MEHHBIE KOHIIGHTpPAIMA HE SBISIOTCS
MOKa3aTeIbHBIMU ISl OLIEHKH MECTHOM 3(()EKTHUBHOCTH, OJHAKO IOIYCKAeTCs WCIOJIb30BaTh
naHHble O (apMaKOKMHETUYECKOW OMOPKBUBAJICHTHOCTH JUIsI OICHKH  OE€30MacHOCTH
JIEKapCTBEHHOT'O TIperapara.

3. IlpeacraBjieHue JaHHBIX 0 0€30MACHOCTH MPENAPATOB MECTHOIO IeHCTBHS

16. bezonacHOCT M MECTHYIO IEPEHOCHUMOCTb IPENaparoB MECTHOIO JIEHCTBUS
nornyckaercss 000CHOBaTh IMyTeM IMpeACTaBlieHUs HH(OpMalMM O CBOICTBaxX JEHCTBYIOIIETO
BelleCTBAa M BBIOOpE M3BECTHBIX BCIOMOTAaTEIbHBIX KOMIIOHEHTOB. B OTHENBHBIX Cydasx
TpeOyeTcsl TpoBeAeHUE MOMOJHUTEIbHBIX HCCIEOBAHUM JIEKApCTBEHHOTO IIperapaTa Kak
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L[EJIOCTHOTO MPOAYKTA (CMECh IEHCTBYIOIIETO BEIIECTBA M BCEX BCIIOMOTATENIbHBIX BEIIECTB) Ha
KUBOTHBIX, a TAKXKE JOTOTHUTEIBHBIX UCCIEIOBAHUM C y4aCTHEM YeIOBEKa.

17. Ecnu 3asiBUTENIb UCXOAUT W3 MPEANOIOKEHUSI O TOM, YTO B HUCCIIEIYEMOM Ipernapare
MECTHOTI'O JISHCTBUSI KOJIMUECTBO aKTUBHOTO BELIECTBA, JOCTUTAIOIIETO0 CUCTEMHOTO KPOBOTOKA U
(unn) mMecta okazaHus (papMaKOJIOrMUECKOTo JACUCTBUS, BhIIIE, YEM B Ipenapare CpaBHEHUS, U
3TO TMPEANOJOKEHHE TMOATBEPKIEHO, CIEAYyeT MPEACTaBUTh B PETUCTPALMOHHOM JOCHE
COOTBETCTBYIOIIME TOKCUKOJIOTUYECKUE JaHHbIE U JaHHBIE O 0€30MaCHOCTH Mpenapara MECTHOTO
NEUCTBUSI, TOJYyUYEHHBIE B paMKaX HCCIEAOBAaHUM C ydacTheM uenoBeka. OTka3 3asBUTENST OT
MpPE/ICTAaBICHHS TAKUX JTAHHBIX JTOJDKEH ObITh 00OCHOBAH B pasneie 2.5 (U, eclii NpUMEHUMO, B
paznene 2.4) MOyl 2 peruCcTPaluOHHOTO 10ChE.

18. B ciyuae eciu UCIONb3yITCS BCIIOMOTATENbHBIE BEIIECTBA, BIIEPBbIE IPUMEHSEMBIE B
coCcTaBe MpenaparoB MECTHOTO JCHCTBHS, HEOOXOAMMO TMPEACTaBUTh COOTBETCTBYIOIINE
TOKCUKOJIOTHYecKHe, (hapMaKoJIOTHYeCKUE JaHHbIe U JaHHbIE 0 0€30MIaCHOCTU ATUX MPENapaTos,
MOJIyYEHHbIE B paMKax HCCJIEAOBAHUI C ydyacTHEM YeJOBEKa, JUIsl MOATBEPKIAEHUS TOrO, 4YTO
JAHHOE BCIIOMOTATENbHOE BEILIECTBO JACWCTBUTEIHLHO HEAKTUBHO M 0€30MacHO, a TakkKe He
MMEETCS HEXENaTeJIbHOIO0 XapaKTepa B3aMMOJEUCTBHUS 3TOr0 BCIIOMOTATEIbHOTO BEIIECTBA C
JEUCTBYIOIIMM BEIIECTBOM JIEKAPCTBEHHOIO Iperapara.

19. TIlporpammy uccieoBaHUH U JaHHBIE O OE30MACHOCTH MPEapaTOB MECTHOTO JICHCTBUS
HEOOXOAMMO PACCMOTPETh B pazaene 2.5 (W, ecinu mpuMEHUMO, B paszaene 2.4) momyns 2
PETUCTPAIIMOHHOTO JIOChE, a TaK:ke 00OCHOBATH BHIOOP MPEICTABISIEMBIX JAHHBIX WM OTKa3 OT
MPEACTABICHUS ATUX JaHHBIX. lIpy oOlleHKe pUCKa HOBOrO JIEKAPCTBEHHOIO IIpenapara
HEO0OXOUMO YYUTHIBaTh TOT (PAKT, YTO caM MATOJIOTHUYECKUN MPOIECC MOXKET BIHITH Ha
abcopO1nIo JeMCTBYIONIEro BElleCcTBa IpernapaTa MECTHOTO JEHCTBUS HIIM €ro MPOHUKHOBEHHE B
CUCTEMHBI KpPOBOTOK, TpPH 3TOM TpedyeTcs MpeACTaBICHHE MaHHBIX O O€30MacCHOCTH,
MTOJIyYEHHBIX C y4aCTUEM Y€JIOBEKa.

4. Jipyrue cBeJeHus 0 NMpenapaTe MeCTHOIO el CTBUsL, peACTABJsieMble B
PerucTpanuOHHOM J10Che

20. Ecniu B OTHOLIEHMH IIpenapaTa MECTHOIO IEHCTBHS C HOBBIM COCTABOM 3asIBIISIOTCS IIPU
perucTpainyy HoBbIE CBOMCTBA, MX HEOOXOIUMO OOOCHOBATH B PErHCTPALIMOHHOM JOCHE.

IV. 3asiBiieHne 0 BHeceHUM 3HA4YMMBbIX n3MeHeHnni 11 Tuna B perucrpanuonnoe nocbe
NpenapaToB MeCTHOIO AeiiCTBHA

21. B cnyyae U3MEHEHHS XapaKTEPUCTUK JIEKApCTBEHHOTO Ipenapata (IpOru3BOICTBEHHON
pelenTypsl, COoCcTaBa, Croco0a IMPOW3BOJCTBA WM MOAU(PHUKAIMHU JICKAPCTBEHHON (OPMBI),
KOTOpoe He TpeOyeT IMoJayl HOBOTO 3asBICHUS HA PETUCTPAIMIO C BO3MOXXHOCTBIO
MPEACTABICHUS COKPAIICHHOTO JI0Che (M3MEHEHHE, HEe TPEOYIoIIee pacIIupeHHs] perucTpalim),
HO KOTOpPO€ MOXKHO paccMaTpuUBaTh B KadyecTBE 3HAUMMOro u3MeHeHus Il Tuma, cremyer
MPE/ICTaBUTh PE3yJbTaThl OLIEHKH TEpanmeBTUUYECKONM HKBUBAJEHTHOCTH JTOrO IIperapara,
BKJIIOYAsl €70 MECTHYIO MEPEHOCUMOCTH (TIpu HeoOXoauMocTH). Eciiu 3asiBuTeIeM He 000CHOBaHO
WHOEe TpeOyeTcsl MpeACTaBICHUE JaHHBIX, YKa3aHHBIX B pasuene Il mactosmmx TpebGoBanwmii.
[IpencraBienre STUX NaHHBIX HE Tpedyercs B ciaydyae KiaccH(PHUKAIMU W3MEHEHUH Kak
HE3HAYMMBIX W3MEHEHUN. 3HAYMMOCTh U3MEHEHUI HeoOXoaumMo o0OCHOBaTh B pazzaene 2.5 (u,
€CJIM IPUMEHHUMO, B pazjiene 2.4) MOAYs 2 PErUCTPALIMOHHOTO JJOChE.

IIpunoxenue Ne 12

K [IpaBunam npoBeaeHust
WCCIIEIOBAaHNH OMOPKBUBAIEHTHOCTH
JIEKApCTBEHHBIX MPENapaToB B paMKax
EBpazuiickoro 3kOHOMHUYECKOTO COI03a



155

TPEBOBAHMUSA
K MPOBeICHUIO UCCIETOBAHUI VI MOATBEP:KIEHHUS TepaneBTHYeCKOoil IKBUBAJTEHTHOCTH
JIEKAPCTBEHHBIX MPENapaToB B JIEKAPCTBEHHBIX (pOPMaxX, 0KA3HIBAIOIINX MECTHOE
AelCTBHE B 7KeJTyI0YHO-KHILIEYHOM TPaKTe

I. O01mue moJs1o:xeHus

1. Hactosimue TpeOoBaHMsI MPUMEHSIOTCS B OTHOIICHWHW JIEKAPCTBEHHBIX IMPEMapaToB B
JIEKapCTBEHHBIX (hOpMax, KOTOphIE OKa3bIBAIOT MECTHOE JCWCTBHE B OMNPEICICHHOM YYacTKe
(y4gacTkax) ey J0YHO-KUIIEYHOT 0 TPaKTa (OT MOJOCTH pTa A0 MPSAMOU KHUIIKHU) U AJIs1 KOTOPBIX
m000€ CUCTEMHOE JIEHCTBHE paccMaTpUBAeTCs KaK HeXenareabHas peakuus (J1anee — npenaparsl
MECTHOTO JICHCTBUSA).

2. Hacrosimue TpeOGoBaHus ompeneisitoT OCOOEHHOCTH TPOBEIACHUS HEOOXOIMMBIX
HUCCIIENOBAHNI OMODKBUBAJIEHTHOCTH i1 VIVO W HUCCIENOBAHUI SKBUBAJIEHTHOCTHU N Vitro IS
MTOATBEPKICHUS TEPANIEBTUUECKON SKBUBAJIEHTHOCTH MPENAapaTOB MECTHOIO JIEUCTBUS, a TAKXKE
BKJIIOYAIOT B ce0s YCJIOBUSA, TPU COONIIOJIGHUU KOTOPHIX HE TpeOyeTrcs NpeaCcTaBICHUE
COOCTBEHHBIX KIMHUYECKUX JaHHBIX.

3.B coorBerctBun ¢ mnpwiokeHneM Ne 1 k IlpaBunam mnpoBeneHus Hcciaen0BaHUN
OMOPKBHUBAJICHTHOCTH JIEKAPCTBEHHBIX IPENapaToB B paMkax EBpa3zuiickoro 3KOHOMHYECKOIO
co103a, yTBepxkaeHHbIM Pemennem CoBera EBpa3uiickoil 5KOHOMHUYECKO KOMHCCUU OT 3 HOSIOps
2016 . Ne85 (mamee — IlpaBuia) HEOOXOAMMO TIPOBEICHUE KIMHUYECKUX HCCIICIOBAHHI
OMOPKBHUBAJICHTHOCTHU ISl IAaHHOM TPYIIBI JEKAPCTBEHHBIX MPENapaToB, OJHAKO JIOMYCKAeTCs
TaK)K€ MHCIIONIb30BaTh TOTOBBIE WJIM pa3paldaThiBaTh HHBIE OSKCIEPUMEHTAIbHBIE MOJIEIH
WCCIEAOBAaHUM ISl J10KAa3aTeIbCTBA IKBUBAJICHTHOCTU. B 3aBUCMMOCTH OT CUTyallMM MOXHO
paccMmarpuBath (papMaKoAMHAMUYECKUE UCCIIEIOBAHUS, HCCIEA0BAaHUS JTOKAIBHON JOCTYITHOCTH
C Y4aCTHEM 4YeJIOBEKAa U €CIM 0OOCHOBAHO, MCCIICIOBAHMS Ha >KUBOTHBIX HWIIM WCCICIOBAHUS in
Vitro IpyU yCIOBUH, YTO COOTBETCTBYIOIINE METOIUKHU WIIA MOJEIIN UCCIIETOBAHMI B TOCTATOYHOMN
CTETICHH HAJICKHBI (UCXOJIs U3 PE3YIbTAaTOB BaTUAANUNA METOIUKH WM MOJICIH ).

4.1lo cpaBHEHUIO C KIMHUYECKUMHU U (DapMaKOJAMHAMUYECKUMHU KOHEUHBIMU TOYKAMU B
KIIMHUYECKUX HCCIIECIOBAHUSX HMCIIONB30BAHKUE aTbTEPHATUBHBIX MOJENEH (BKIIOYAst METOMBI in
vitro u in vivo) cmocoOHO oOecreuuTh 0oJiee BBICOKYI0 YYBCTBHUTEIBHOCTh B OTHOIICHHH
OOHapyXEHHS PA3INYNl MEXIy JIGKAPCTBEHHBIMH IpenapaTaMu, COJAEPKAIIMMH OJUHAKOBBIC
neiictByronue BemectBa. ONbIT OTAEIBHOTO WM KOMOMHUPOBAHHOTO MPUMEHEHHUS! HEKOTOPBIX
W3 3TUX aJbTEPHATHUBHBIX MOJIENIEH CBUAETENICTBYET O TOM, YTO BO3MOXKHO HAIpPSIMYIO WIH
KOCBEHHO CPaBHUTH JIOKAJIbHbIE KOHIEHTPALMH JAEUCTBYIOIINX BEIIECTB.

5. TepaneBTUYECKYI0 3KBUBAJICHTHOCTb IIPENApaTOB MECTHOIO JACUCTBUSA JOIIyCKAETCA
JOKa3bIBaTh C HCIIOJIB30BAHMEM aJbTEPHATUBHBIX MOJEIEH INPU YCIOBUU, YTO ITH MOJEIH
MOATBEPAMIIN CIIOCOOHOCTh MPABHIIBHO OTPAXXaTh BBICBOOOXKICHUE U JIOKAIBHYIO TIOCTYITHOCTD
KOMITOHEHTOB HCCJIeyeMOro mpemnapara in vivo. AHaJIOTMYHOCTb BBICBOOOXACHUS U JIOKAJIbHOM
JOCTYITHOCTH JIEHCTBYOIINUX BEIIECTB SIBISIETCS OCHOBHBIM (DAKTOPOM, OTIPEIEIISIFOIIIM CXOTHBIN
KJIMHMYECKUI OTBET Ha Mpenaparsl JUIsl MECTHOTO PUMEHEHUs. B ciyuasx, Korja uccienoBaHus
in vitro wim QapMaKOKHHETUYECKUE WCCICIOBAHUS TIO3BOJSIOT OLEHUTh O3TH (PAKTOPHI,
KJIMHUYECKHUE UCCIIEIOBAHUS I0ITyCKAETCs HE MTPOBOIUTD.

6. Bun wucciaenoBaHuii, NpOBEACHHE KOTOPBIX HEOOXOAMMO IJIsl TOJITBEPKICHUS
SKBUBAJECHTHOCTH, ONPEIEISAETCS HAa OCHOBAHMM TUIATEIBHOTO aHAIM3a XapaKTepUCTUK
JIEKapCTBEHHOTO TIperapara, MeXaHu3Ma ero JCHCTBUS, MaToreHe3a 3a00JeBaHus, BaIUJIHOCTH
T0OBIX UCCIICAOBAHUM in Vitro WIH in Vivo, BIASTHUN BCIIOMOTATEIbHBIX BEIIECTB M Pa3Iniuil B
CHUCTEMax JIOCTaBKM JEWUCTBYIOIIEro BemiecTBa. OTCYTCTBHE KIMHUYECKUX MCCIEIOBAHUN
Heo0X0oauMO 00OCHOBATE.

I1. Cdepa npumenenus
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7.B macrosmmx TpeOoBaHUSAX TPHUBOAMWTCS OINKMCAHWE BbIOOpAa HWCCICIOBAHHM
SKBUBAJICHTHOCTH in Vitro n papMaKOKMHETHUECKUX UCCIIEAOBAaHUI OMOAKBUBAIIEHTHOCTH inl Vivo
B KaueCTBE MOJAXOIAIIMX MOJEIEH s MOATBEPKICHUS TEPaneBTUYECKOW SKBUBAJIEHTHOCTH
MpernapaToB MECTHOTO JACHCTBHSI ¢ HEMEIJICHHBIM MM MOAU(PUIIMPOBAHHBIM BHICBOOOXKICHUEM,
coJiepKaluX OJTHO M TO K€ JEHCTBYIOIIEE BEIIECTBO. BBIOOp wHCClieoBaHUM HEOOXOIMMO
000CHOBATh B PErHCTPAIIIOHHOM JIOChE C YI€TOM BCEX BAKHBIX XapPaKTEPHUCTUK, OKA3bIBAIOIIIX
BJIUSIHUE Ha BBICBOOOXKIEHHUE in VIVOo W JIOKAIbHYIO JOCTYMHOCTh JEWCTBYIOLIETO BEIIECTBA
npenapara.

8. luzaiiH  ¢dapMakoAMHAMUYECKUX HWCCICAOBAHUN W KIMHUYECKUX HCCICIOBAaHUMN
TEpaeBTHUECKON SKBUBAJICHTHOCTH 3aBUCHUT OT OCOOCHHOCTEH 3a0o0ieBaHMiA, AJIs JICUYCHUS
KOTOPBIX MPUMEHSIOTCS IMpernapaTbl MECTHOTO aeWcTBUs. [Ipu mitaHMpoBaHMM W IPOBEACHUU
WCCJICIOBAaHUH OTAENBHBIX TPYII U Pa3HOBUTHOCTEH JIGKAPCTBEHHBIX MPENapaToB HEOOXOAMMO
YUYUTHIBaTh  IOJIOKEHUST  AKTOB ~ OPraHoB  EBpPasumiiCKOro  3KOHOMHYECKOTO  COIO3a,
periiaMeHTUPYIOLIUX IPOBEJICHUE UCCIEA0OBAHUH JIEKAPCTBEHHBIX MTPENapaToB.

9. Hacrosimmue TpeGoBaHWs MPUMEHSIOTCS B OTHOIICHUH JIEKAPCTBEHHBIX IPENapaTos,
coliepKalluX JEHUCTBYIOIINE BEIIECTBA, SIBISIOMIMECS HU3KOMOJEKYISPHBIMU COEIUHEHUSMH,
MOJIyYEHHbIMU MYTEM XUMHYECKOIO CHUHTe3a, ycTaHoBieH B [IpaBwiax mnpoBeneHus
UCCIIEeIOBAaHUM OMOJIOrMYEeCKHX JIEKAPCTBEHHBIX CpelcTB EBpa3uiickoro 5KOHOMHUYECKOTO CO03a,
yTBepxkaeHHBIX Pemenrem CoBeta EBpazuiickoii 93KOHOMHUYECKO KOMUCCHH OT 3 HOsIOpst 2016 T.
Ne 89.

10. Hacrosimue TpeGoBanust IpUMEHSIOTCS TIpU O(DOPMIICHUH 3asiBJICHUI HA PETUCTPAIUIO
CJIEIYIOIIMX BUJIOB JICKAPCTBEHHBIX MPENapaToB:

OpUTHHAJIbHBIE JIEKApPCTBEHHBbIE MpernapaTsl (MOJIHbIE 3asBICHHUS B COOTBETCTBHM C
paznenom I npunoxenus Ne 1 k ITpaBuiiam peructpanuu U SKCIEpPTU3BI JIEKAPCTBEHHBIX CPENICTB
Il MEAMIMHCKOrO MpUMEHEHMs, yTBepkIeHHbIM Pemenuem Coera EBpasuiickoit
HSKOHOMHYECKOW Komuccuu oT 3 HosOps 2016 1. Ne 78 (manmee — IlpaBuna perucrtpanuu u
IKCIIEPTHU3HI));

BOCITPOM3BE/ICHHBIE JIEKAPCTBEHHBIE MpenapaThl (B COOTBETCTBUH C IMOpa3aeiaoM 6 pa3aena
II mpunoxxenns Ne 1 x [IpaBunam peructpaiuu U SKCIEPTU3HI);

ruOpUIHBIE JIEKAPCTBEHHbIE Npemnaparsl (B COOTBETCTBUHU C MojpaszaenoMm 7 paznena I
npunokenus Ne 1 u npunoxkenuem Ne 11 k [IpaBuiam perucTpanuu 1 SKCIEPTH3HI);

JIEKApCTBEHHBIEC IMpenaparbl C XOpOIIO H3YYEHHBIM MEAUIMHCKUM NpUMEHEHUEM (B
cooTBeTCTBUU ¢ moxapazaenom 8 pasnpena Il mpunoxenuss Ne 1 k IlpaBuiiam perucrtpauuu u
9KCIIEPTU3BI);

KOMOWHHMPOBAHHBIE JIEKAPCTBEHHBIE MpemnapaThl ((pUKCHpoBaHHAasE KOMOWHAIUs 103) (B
COOTBETCTBUM ¢ mojapaszaenoM 9 pasgena Il npunoxenus Ne 1l x IlpaBunam perucrpanuu u
AKCIICPTHU3HI).

[Tonoxenus Hacrosimux TpeOoBaHMU Tak)Ke MPUMEHSIOTCS MPH W3MEHEHHUU YCIIOBHM
peructpanuu (B COOTBETCTBUH ¢ TpuiokenreM Ne 19 k [IpaBuiiam perucTpanuu U SKCIIEPTU3HI).

11. UccnenyeMble mpemapaTtbl MECTHOTO  JEWUCTBHS, JIOJDKHBI —IMPOU3BOJUTHCS B
coorBeTcTBUM ¢ [lpaBunamMu Hamiexamel MOpOU3BOJCTBEHHONM TMpakTUKU EBpasuiickoro
SKOHOMHUYECKOI0 C€O0103a, yTBepkAcHHbIMU Pemennem CoBera EBpasuiickoit 3KOHOMHYECKOM
Komuccuu OT 3 HosiOps 2016 T. Ne 77, ¢ mpencTaBiIeHHEM COOTBETCTBYIOIMIUX TOKYMEHTOB B
COCTaBE€ PETUCTPALIUOHHOIO JOCHE.

12. 3asBUTENH BIIpaBe OOPATUTHCS 32 HAYYHOH WIIM TTPEAPETUCTPANIMOHHON KOHCYJIbTAlUEH
B COOTBETCTBUM C MyHKTOM 26 [IpaBuil perucTpaiuu u S3KCIepTU3bl B YIIOTHOMOUYEHHBIE OpraHbl
(3KCTepTHBIE OpraHU3allui) rocyJapcTB — WieHOB EBpa3niickoro s5KOHOMUYECKOTO CO03a, B TOM
YHUCJIe B OTHOIICHUH MPOrpPaMMbl U BUJOB MCCIIEIOBAHUN JIEKAPCTBEHHBIX MPEMapaToB C Y3KUM
TEpPaneBTUYECKUM UHACKCOM.

II1. Buasl npenapaTtoB MeCTHOIO 1elCTBHS

13. IlpenapaTbl MECTHOTO IEUCTBHUS MOAPA3ACISAIOTCS HA CIEAYIOIINE KaTETOPHH:



157

a) 0 MECTy JICUCTBHUSI:

Ipernaparhl, OKa3bIBAIOIIME MECTHOE JACHUCTBHE BO PTy M (MJIM) B TOPTaHU U TIIOTKE
(Hampumep, MECTHOAHECTE3UPYIOIINE CPEJCTBA, AHATBI€TUKH JIOKAIBHOTO ICUCTBUSA);

Ipernaparhl, OKa3bIBAIOIINE MECTHOE JeHCTBHE B MUINEBOJAE U KeMylake (Hampumep,
AHTAIUIBI);

IpernapaThl, OKa3bIBAIOLIUE MECTHOE JICHCTBHE B TPOKCUMANIBHBIX WIIM TUCTAIBHBIX OT/IEIaX
TOHKOM KHIIKH, B TOJICTOW KHILIKE WJIH B MPSAMON KHILIKE (HampuMep, MPOTUBOBOCIIATUTEIbHbBIE
WIN CHIa3MOJMTUYECKHE TIPErapaThl);

0) 1O PACIOI0KEHUIO MOJICKYJIIPHON MUIIICHH ICHCTBUS:

IpernapaThl, OKa3bIBAIOIINE MECTHOE JCHCTBUE Ha BHYTPUKIETOYHYIO MUIIICHB;

npernapaThl, OKa3bIBAIOUINE JIEHCTBUE B MPOCBETE JKEIYyAOYHO-KUILIEYHOIO TpaKTa WM Ha
MOBEPXHOCTHU KJIETOUHOW MEMOPAHBI CIIM3UCTHIX 000JI0YEK KENyT0UHO-KUIIIEYHOT'O TPAKTa;

mpenapaThl, OKa3bIBaIOIIME MECTHOE JEHCTBHE Ha HECKOJbKO BHJOB MOJIEKYISIPHBIX
MHUIIIEHEH, PACIONOKEHHBIX BHYTPUKJIETOYHO U BHEKJIETOUHO;

B) TI0 MEXaHU3MY JCHCTBUS:

XEJaTUPYIOLIe COCIWHEHHUS B IHUIIEBAPUTEIBHBIX COKAX WM IKEITyJOYHO-KUIICYHON
cpelne, CBA3BIBAIOIIMECS C MULICHSIMH B MPOCBETE JKEITYJOYHO-KHUILIEYHOTO TpakTa (Hampumep,
docdat unu xenus);

mpenapaThl 3aMECTUTENBHON TEepaluu, JOCTABISIONINE B KEJIyJAOYHO-KUIIEUHBIH TpakKT
SHJIOTEHHBIE COCTMHEHHS (HApUMEp, KEeTYHbIE KHCIIOTHI);

npenapaTsl, U3MEHsIoNe GU3NKO-XUMHUECKHUE YCIOBUS B JKEITYJOUYHO-KUIIEYHOM TPAKTe
(Hanmpumep, aHTalU/IbI);

mpemnapaThl, OKas3blBaloIMe (U3HUECKOe BO3JEHUCTBUE (HalpUMep, OCMOTHYECKHE
crnaburenbHble 1 00bEeMO00pa3yIoIINe CaOUTENbHBIE);

mpenapaThl, CBS3bIBAIOLIMECS C pEUEenTopaMH MWJIM MHUIICHSMH B KJIETKaX CIM3UCTON
000JIOYKH KUIIIEYHUKA (HaIpUMep, KOPTUKOCTEPOUIBI, S-aMUHOCAIUIIMIIOBAs KHCIIOTA);

T) o 6modapmareBTHIECKUM U (PapMaKOKHHETUYECKUM CBOMCTBAM:

abcopOupyeMble IpenapaTsl;

HeaOcopOupyemble Ipenaparhl;

1) TIO JIEKapCTBEHHOM (hopme:

npernapaTsl B JIEKapCTBEHHBIX (hOpMax ¢ HEMEJIEHHBIM BBICBOOOXKIEHNEM;

npernaparsl B popMe pacTBOpPOB;

IpenapaThl B KHUIKUX JEKapCTBEHHBIX (hOpMax, HE SBISIOLIUXCS paCTBOPaMU;

IperapaThl B JIGKAPCTBEHHBIX (OPMAX ¢ MOIUGPHUIIMPOBAHHBIM BEICBOOOXKICHHEM;

€) [0 COCTOSIHUIO JIEUCTBYIOIIETO BEIIECTBA B JIEKAPCTBEHHOU popme:

JCWCTBYIOIIEE BEIIECTBO PACTBOPSAETCS B KHUJKOH JIEKApCTBEHHOW (opme (Hampumep,
pacTBOp, SIUKCHD);

JeWCTBYIOIIEE BEUIECTBO HE PACTBOPSETCA B KMIKOM MM MATKOW JIGKAPCTBEHHOU (hopme
(HanmpuMep, TelIb WK CyCIICH3HS ),

JeWCTBYIOIIEE BEIIECTBO PACTBOPSETCS B TBEPAOHM JieKapcTBEHHOW ¢opme (Hampumep,
MacTUJIKA);

JeWCTBYIOIIEE BEIIECTBO HE PacTBOPSAETCS B TBEPAOH JieKapcTBEHHOU (opMme (Hampumep,
TabJeTKa).

IV. O0mue Tpe6oBaHMA K NOATBEPKICHUIO IKBHBAJTCHTHOCTH NPENapaToOB MECTHOIO
nerlcTBUA

14. O61mas oneHKa S3KBUBAICHTHOCTH MPENapaToB MECTHOTO JEHCTBUS IPOBOIUTCS OO B
paMKax 3KCIEepPTU3bl PErHCTPALUOHHOTO JOChE MPH PACCMOTPEHHUH 3asBJICHHS HA PETUCTPALUIO C
MPEJCTaBICHUEM COKPAIIEHHOTO JOChe, IMOO B PaMKax 3KCIEPTH3bl PETHCTPALIMOHHOTO J0ChE
IPU PACCMOTPEHUHU 3asABJIECHHUA O BHECEHMM W3MEHEHHH B paHee 3aperucTpUpOBAHHBIN
JIEKapCTBEHHBIN IpenapaT. B 3Tux ciydasx TepaneBTHYECKas 3KBUBAJEHTHOCTH IMPEAIOJIaract
HaJIN4YMEe SKBUBAJICHTHOCTH 10 0€30I1aCHOCTH U 3()(h)EKTUBHOCTH MIPENAPATOB MECTHOT'O IEHCTBHSL.
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Jljis MOATBEPKIACHHS TEPAreBTUYECKON AKBUBAJIEHTHOCTH TpeOyeTcsl MPOBEAEeHNE KITMHUYECKIX
HCCIEAOBAHUN € KIMHUYECKUMU KOHEYHBIMH TOYKAMH, OJIHAKO MOKHO HCIIOJIb30BATh
albTepHATUBHBbIE TOAXOABI MPU YCIOBHM, YTO OHHM HUMEIOT YeTKoe O00O0CHOBaHHE U
COOTBETCTBYIOIIME XAPAKTEPUCTUKH, C YYETOM HEOOXOAMMOCTH OIICHKH TMPOHUKHOBEHHUS,
BBICBOOOKICHUS M PACTBOPEHHUS in vivo. VccnenoBanus in vitro i MOAENb (MOJIETHN) JOJKHBI
OLICHUBATh  OCOOBIE  XApPaKTePUCTHKU  JICKAPCTBEHHOW  (OPMBI,  MOATBEPKAAIOIICH
SKBHUBAJIEHTHOCTh. He06X0A1MMO NpeicTaBUTh BCECTOPOHHEE U UeTKOE 000CHOBaHKE BEIOPAHHOTO
Meroaa (METOJ0B) MCCIIEIOBaHUs WK MoAenu (Mojenei). Pe3ynpTaThl UCClieqOBAaHUN JOJIKHBI
ObITh HA/JECKHBIMHU, BOCIHPOU3BOJUMBIMU, a METOJ — UYBCTBUTEIbHBIM W CHEIUGUYHBIM IS
3as1BJICHHBIX LIEJICH.

15. Ilpu mpencraBlieHUH pe3yJIbTATOB MCCIEAOBAHUM Ha MOJACNSIX, aJIbTEPHATUBHBIX
MOJIETISIM KIMHUYECKHX U (hapMaKOIMHAMUYECKHMX KOHEYHBIX TOYEK, 3aSBUTEINI0 HEOOXOIMMO
MPEACTaBUTh JOKYMEHTAJIbHBIE JOKA3aTeNbCTBA TOTO, 4YTO MOJEIb KOPPEKTHO OTpa)kaeT
BBICBOOOXKICHUE i1 Vivo NEHCTBYIOIIETO BEIIECTBA M €ro JOCTYITHOCTh B MecTax AecTBus. Jlis
ATOr0 3asABUTENI0 HEOOXOAMMO C HCIOJIb30BAHUEM COOCTBEHHBIX SKCIIEPUMEHTAIBHBIX WIH
HAyYHBIX MEIUIMHCKAX JaHHBIX MPEICTaBUTh OOOCHOBAaHWE PEIIEBAHTHOCTH MOJIEIH B
OTHOIICHUU TeparneBTuyeckoro 3¢@dekra W He MEHbIIeH YyBCTBUTEIBHOCTH MOJENU IS
OOHapyXEHHS PA3UYUN MEXIy JEKapCTBEHHBIMH MperaparaMy MO CPaBHEHHUIO C MOJACISIMHU
KIIMHAYECKUX U (W) papMaKkoIMHAMUYECKUX KOHEYHBIX TOUEK.

16. HeoOxoauMO yCTaHOBUTH YYBCTBUTEIHLHOCTh (DAPMaKOKMHETHYECKIUX KOHEYHBIX TOYCK
WM METOJIOB in Vitro TPHW BBEACHUH pA3HBIX 103 OpPUTHHAIBHOTO (pedepeHTHOrO)
JIEKapCTBEHHOT'O TMpernapara (gajiee — mpernapar CpaBHEHHs) (HAlpuMep, C MOMOIIBI0 HAYyYHBIX
MEAUIIMHCKUX JaHHBIX WU JaHHBIX TUJIOTHOTO UCCIIEIOBAHUSA).

17. 1 moaTBepKIeHHUs] SKBUBAJICHTHOCTH ITPEMapaToB MECTHOTO JEHCTBHS HEOOXOAUMO
HCIIOJIb30BAaTh CIEAYIOIINE JaHHbIE B TIOPSAKE BO3pACTaHUS MIPEIMOUYTUTEILHOCTH UX BhIOOpA:!

a) TOJILKO JJaHHBIE O (hapMaIleBTUIECKOM Ka4eCTBE;

0) nanHbIe 0 (hapMalleBTHUECKOM Ka4eCTBE U JaHHbIE, TOTYUYEHHbIE Ha MOJACIH in Vitro;

B) JIaHHBIE O (hapMalleBTUYECKOM KavuecTBe U (apMaKOKUHETHUECKHUE JaHHBIE in ViVo,

I) JaHHbIE O (papMaIeBTUUECKOM KauyeCTBE, U JaHHbIEC, IOJyUYEeHHbIE HA MOJIENH in Vitro, U
(bapMaKOKMHETUYECKHE JaHHBIC in ViVo.

18. BoIOpaHHBIid TOIXOM TMOJJICKHUT JETATbHOMY OOOCHOBAaHHIO C OIIEHKOW BCEX
CYIIIECTBEHHBIX MTAPAMETPOB, OTPAKAIOIIUX OCOOCHHOCTH peaTn3aluu JeHCTBUS JIEKAPCTBEHHOTO
npemnaparta in vivo s MauueHToB. YToObl HCTONb30BaTh YKa3aHHbIE albTEePHATUBHBIE METOIBL,
HEoOXOaUMO TPUHMMATh BO BHHMAaHHE, YTO, IIOMHMO CIOCO0a BBEACHHS, KadecTBO
JIEKapCTBEHHOI'O IMpernapara (HampuMep, OLIEHUBAEMOE MO KPUTHUYHBIM IOKA3aTeNsIM) SIBISIETCS
00s3aTeNbHBIM ~ KOMIIOHEHTOM  JaHHBIX. Hampumep, TpeOoBaHME O MOATBEPIKICHUU
(bapMaKOKMHETHYECKONH OMO3KBUBAJICHTHOCTH in Vivo [OMYCKAaeTcs He MPUMEHSTb, €Clid
HCCIeAyeMblH JIEKapCTBEHHBIN MperapaT U Npenapar CpaBHEHUs SBISIIOTCS PACTBOPAMH U UMEIOT
COMOCTAaBUMBbIE XAPAKTEPUCTUKMA KAayeCTBA M OJWUHAKOBBIA MYTh BBENCHMS IPU aHAIOTMYHOM
KaueCTBEHHOM U KOJIMYECTBEHHOM COCTABeE.

19. ly1s1 OlIeHKU CHUCTEMHOM 0€30MacHOCTH, €CIU CYIIECTBYET PUCK PE3KOTO BO3pACTaHUS
CEPbE3HOI0 HEKENATEIHbHOTO BO3JICUCTBHUS MPU YMEPEHHBIX PA3IMUUSIX MEXKIY MpernapaTtaMu,
clieqyeT TpEeACTaBUTh JaHHbIE O CTeneHu abcopOuuu, Jaxe eclid C  MOMOIIBIO
(hapmMakoIMHAMUYECKOTO MOAX0/1a JOKa3aHa TeparneBTHIECKast SKBUBAICHTHOCTD.

20. B oTnenpHBIX, CeNHAIbHO OOOCHOBAaHHBIX B PETHCTPAIIMOHHOM JIOCHE 3asiBUTEIEM
CIIy4asix pe3yibTaThl KIIMHUYECKUX UCCIIeIOBaHUH (DapMaKOKHHETUIECKOW OMOIKBUBAIEHTHOCTH
MTOATBEPKIAIOT TEPANEBTUUECKYIO SKBUBAIEHTHOCTh MCCIIEyEMBIX JIEKAPCTBEHHBIX ITPENapaToB
(Hampumep, U JIEKapCTBEHHBIX MPENapaToB, MPEUMYIIECTBEHHO abCOpOMPYEMBIX B MECTE HX
neiictBusi). B Takux ciydasx AOmycKaeTrcs MPUMEHSTh OOBIYHBbIE KPUTEPUH IMOATBEPKIACHUS
OMOPKBHBAJICHTHOCTH.

21. HeoOXxogumMo W3y4uTh MECTHYHO O€30MacCHOCTh M TEePEHOCHUMOCTh HCCIEAYEMBIX
JIEKapCTBEHHBIX MIpenapaToB. B cocTaBe nccieyeMbpIX JeKapCTBEHHBIX MTPEmapaToB HEOOXO0IMMO
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HCIIOJIb30BATh TE€ K€ BCIIOMOTaTEIbHbIE BEIIECTBA U B TEX XK€ KOJIMYECTBAX, YTO U B IIpenaparax
cpaBHeHMs. [Ipy HanmMuMu pa3nuyuii BO BCIIOMOTATENbHBIX BEHIECTBAX (KaK M3BECTHBIX, TaK M
HEU3BECTHBIX)  CIENyeT MPOBECTH  JONOJHHUTEIbHBIE  CPABHUTENBHBIE  HCCIEIO0BaHMS
IIEPEHOCUMOCTH.

22. Ilepevyens monene in vitro, MPETyCMOTPEHHBINH HACTOAIMUMH 1peOOBaHUAMHU, HE
SBJIAETCS MCYEPIBIBAIOIIMM, I[TO3TOMY JOIYCKAeTCs NPUMEHEHUE APYTUX MOJENEH, €ClId UX
IIPUMEHEHHE 000CHOBAHO 3asBUTEJIEM B PETUCTPALIMOHHOM JIOChE C YUYETOM BCEX OCOOEHHOCTEH
(apMaKoJIIOTHYECKOTO JEHCTBHS JIEKAPCTBEHHOTO NIpemnapara in vivo, CyLIECTBEHHBIX UIS €ro
IIPOHUKHOBEHUS, BHICBOOOXK/IEHUS U PACTBOPEHHUSL.

23. JlommyckaeTcsi TPUMEHATb METOAbl TraMMa-CIMHTUTpapuu U JIpyrHe  METOJbI
BHU3YyaJIM3alUu JJIsl OLUEHKH JE3UHTETpalluy JIEKapCTBEHHOIO IIPENapara in vivo u pacipeelIeHus
€ro Mo JKENyJ04YHO-KUIIEYHOMY TpakTy. Takue MeTonabl OMYyCKAaeTcs HCIO0JIb30BaTh, €CIU
OTCYTCTBYET CTaJMisl pPaCTBOPEHUS in Vivo JIEKAPCTBEHHOTO mpenapara. MeToasl BU3yalIu3annun
CIIEyeT WCIOJb30BaTh B KOMOHMHAIMHU C (apMaKOKMHETUYECKOH OIIEHKON 00pa3oB, 4TOOBI
OIIHMCATh PACIPEACICHUE U3yYaeMOr0 COEMHEHMS B K€Y JOYHO-KUILIEYHOM TPAKTE U COOTHECTU
C CHCTEMHOM OJKCNO3MLMEH (IIyTeM OLEHKM YacTHUYHBIX IUIOMAAEH IO KpPUBBIMHM) IpU
OIIpEeAEICHHON JIOKAJIM3ALNN IIPENapara B KeJlyA0YHO-KAIIEYHOM TPAKTE.

V. CneunajnbHble TPeOOBAHNS 10 MOATBEPKACHNUI0 IKBUBAJIEHTHOCTH OTAeIbHBIX IPYIII
NpenapaToB MeCTHOIO JieiicTBUA

1. JlekapcTBeHHbIE IPeNapaThl, 0KA3bIBAIOIME MECTHOE /IeiiCTBHE B IOJIOCTH PTAa U (MJIH)
B FOPTAHU U IJI0OTKe

24. JIns MECTHOTO IEHCTBHUS JIEKAPCTBEHHBIX IIPENapaToB B IOJOCTH PTa U (WIM) B TOPTaHU
U TJIOTKE MPUMEHSIOTCS Pa3JInYHbIE JEKapCTBEHHbIE ()OPMBI (HAaIpUMeEp, pacTBOPHI, CYCIEH3UH,
AJIMKCUPBI, MOPOIIKH, TaOJIETKH, MACTUIIKH, TeJlH, 3alle4Hble chped U T.1.). i momoOHbIX
JIEKapCTBEHHBIX NPENapaToB IPUMEHSAIOTCS CXeMa MPUHATHS PELIEHU, IPUBEICHHAs HAa PUCYHKE
1, a Tax)ke NPUHLIMIIBI TOATBEPKACHUS YKBUBAJIECHTHOCTH, YKa3aHHbBIE B HACTOSILEM pa3leie, U
nosoxkeHus pasnena [V Hacrosmux TpeGoBaHuUH.

JlexkapcTBeHHbIN Npenapar B (popMe pacTBopa

25. Ecnu uccnenyeMblid JIEKapCTBEHHBIN MpErnapar sSBJISIETCS paCTBOPOM WUJIA TIEPEBOUTCS
B (hopMy pacTBOpa HEMOCPECTBEHHO K MOMEHTY BBEICHUS U COJICPKHUT ACUCTBYIOIIEE BEIIECTBO
B TOM € KOHIEHTpalWu, YTO U Mpenapar cpaBHEHUs B ¢GopMe pacTBopa, HCCIIEIOBAaHMS,
00OCHOBBIBAIOIINE OMOPKBUBAICHTHYIO A(PPEKTUBHOCTh MU OE30MACHOCTh, JOMYCKAETCS HE
npoBoAuTh. OIHAKO CleyeT Y4YWUThIBaTh HEOOXOAMMOCTh JAETajJbHOIO aHajih3a CoCTaBa
BCIIOMOTaTENIbHBIX BELIECTB, IIOCKOJIbKY BCIIOMOTaTeIbHbIE BEIIECTBA MOTYT BIMSTH Ha BPEMS, B
T€YeHHE KOTOPOro JIEKAPCTBEHHBIM Mpenapar YIep>KUBAeTCs B COOTBETCTBYIOLIEH 4YacTH
BEPXHEr0 OTJENa XKEJyA0YHO-KUIIEYHOIO TpakTa (HalpuMep, BKycCOBas INPUBJIEKATEIBHOCTD,
MOBEPXHOCTHOE HATSKEHHE PacTBOPA, €r0 BA3KOCTh U T.[.), PACTBOPUMOCTD in Vivo (Hampumep,
COPACTBOPUTEINH) WU CTAOMIIBHOCTD i1 Vivo JEMCTBYIOIIEro BemecTa. [Ipu Hanmuuu pa3nuyuii
BO BCIIOMOTaTeJIbHBIX BeLIeCTBaX HEOOXOIUMO MPOBECTH UCCIEA0BaHNE YKBUBAIIEHTHOCTH, €CIIH
TOJIBKO Pa3jMyMsl B KAUECTBEHHOM U (MJIM) KOJIMYECTBEHHOM COCTAaBE TaKMX BCIIOMOTATENBHBIX
BELIECTB HEJb35 MOJTHOCTHI0O O0OOCHOBATh C MOMOIIBIO APYTUX JAHHBIX, C YYETOM TpeOOBaHUM
npwiokeHuid Ne 1 u 4 x IlpaBunam.

26. B Tex cinyydasix, KOrza ucciielyeMbli JJIEKapCTBEHHbBIN Mpenapar sSBISIETCS NEPOPATbHBIM
pPacTBOPOM, KOTODPBIM 3asBISECTCA HAa PErMCTPALMIO KAK DKBUBAJICHTHBIM HMHOU IEPOPaIbHOMU
JIEKapCTBEHHOW (OopMe C HEMEIJICHHBIM BBICBOOOXKICHUEM, HEOOXOIUMO IMPOBEACHHUE
UCCIIEIOBaHMs TEPANIEBTUUYECKON IKBUBAJIEHTHOCTH.

JlekapcTBeHHbIH npenapat B ¢gopme, He SABJISIOLIEHCA PACTBOPOM
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27. Ecnu uccnemyeMblit JIEKapCTBEHHBIM Tpemapar HE SBISETCS PAcTBOPOM (Hampumep,
NPEJCTaBIsieT COOOH TBEpAYI0 JIEKapCTBEHHYIO (OpMy), TMOATBEP)KICHHUE SKBHBAJICHTHOM
JIOKAJIBLHOM JOCTYITHOCTH B MECTE JICCTBUS Ha OCHOBE (hapMaKOKHMHETHICCKUX apaMeTPOB Cmax
n AUC nns KpuBOM 3aBUCUMOCTH «KOHLEHTpALUS B CIIOHE — BPEMSA» MOXKHO paccMaTpHUBaTh B
KauecTBE CyppOraTHOroO IIOKa3aTelsi TepaneBTUUYECKOW HKBHUBaJIEHTHOCTH. MccnenoBanus
JIOKQJIBHOHM JIOCTYITHOCTH B JIaHHOM CIIy4ae BBIIIOJIHUMBI, IOCKOJIBKY BO3MOKHO IPSIMOE B3SITHE
o0pasmoB B MecTe JEUCTBUs (3a00p CIIOHBI). B CBS3U € 3TUM CpaBHUTEIHHOE HMCCIICIOBAHUE
JOCTYITHOCTH in Vivo C B3STHEM OOpa3LlOB CIIIOHBI SIBIISIETCSI BAPUAHTOM BBIOOpa, HECMOTpS Ha
OUYEBUIHYIO BapHaOeIbHOCTh PE3yIbTaTOB. B COOTBETCTBHY CO CTAHAPTHBIMH METOIaMH OLICHKU
OMOAPKBUBAJIEHTHOCTH HEOOXOAUMO CPaBHUTH (hapMaKkoKuHeTHYeckue mnapaMeTpbl Cmax, AUC 1
BpeMst TOCTHKEHHUS Cmax (Tmax). BbIBOJ 00 3KBUBAJICHTHOCTH MOXKHO clienaTh, eciu 90 %o-HbIid
JIOBEPUTENIbHBI MHTEPBAJ OTHOIIEHHUsS] I'€OMETPUUECKHUX CpPEAHMX I KaXJ0ro mnapamerpa
Haxoautcd B rpanunax 80,00-125,00 %.

28. B Tex ciyuasx, KOrja JeHCTBYIOIIEE BEUIECTBO B CBSI3U C BBICOKOM PAacTBOPUMOCTBIO
BBICBOOOKJA€TCS U3 JIEKAPCTBEHHOM (POpMBI B BUIE pacTBOpa, a HE B BUIE CYCIEH3UHU, MOXKHO
KOCBEHHO OLIEHUTbH JIOKAJIBHYIO JIOCTYITHOCTb MJIM BBICBOOOKICHHOE KOJMYECTBO MPH ITOMOIIH
U3MEpEHUs B ONpEJETICHHbIE BPEMEHHbIE TOYKM KOJMYECTBAa BEIECTBA, OCTAIOLIETOCS B
JIeKapCTBEHHOH (popme, B McClieAOBaHUH in vivo. Kpome Toro, B Tex cirydasx, Korjga 000CHOBaHO,
YTO JIEHCTBYIOIIEE BEIIECTBO TOMOT€HHO JUCTIEPIUPOBAHO B JIEKaPCTBEHHON (opMe, KOJIUYECTBO,
OCTAaloIIeecs B JIGKAPCTBEHHOW (opMe, MOKHO OLIEHUTH IO Macce. BbiBO 00 SKBHBaICHTHOCTH
MO3KHO CJIelaTh B COOTBETCTBUU C TEMU K€ IPUHILIUIIAMHU, KOTOPbIE UCTIONb3YIOTCS ISl TECTOB Ha
pacTBopeHue in vitro B cOoTBeTCTBHHM ¢ npuiiokeHueM Ne 5 k [Ipasunam. CxoacTBo npoduieit
pacTBOpeHHUs] HEOOXOIMMO OIICHHBaTh, OCHOBBIBAACH Ha IUANA30HE MPUEMIIEMOCTH, PAaBHOM
+ 10 %, npu 3HaueHuu daxropa nogodus f2 > 50.

29. B Ttex cmywasx, KorJa JIOKaJbHas KOHIIEHTpaIus B MeCTe JeHCTBUs (Hampumep,
KOHIIGHTpAlLlUsi B CJIOHE) HE H3MEpSeTCs HaNpsMylo, HEOO0XOIMMO MPOaHAIM3UPOBATh C
KPUTHYECKOW TOYKU 3PEHHSI COCTaB BCIIOMOTATENIbHBIX BELIECTB, YTOOBI yIOCTOBEPUTHCS, UTO
pa3nuuus BO BCIIOMOTATENIbHBIX BELIECTBAX HE BIUAIOT HAa JIOKAJBHOE BpEMs YAEp KAHUS
(Hampumep, BKycCOBasl TNPUBJIEKATEIbHOCTb, MOBEPXHOCTHOE HATSKEHHE, BSA3KOCTb U T.1.),
pacTBOPUMOCTh in Vivo (HampuMep, BIUSHHE COPAacTBOpUTENei) u (Win) CTaObUIBHOCTD
JEWCTBYIOIETO BEUIECTBA i VIVO.

30. Bo mMHOrux ciyvasix IUIa3MEHHbIE KOHLEHTpPALlMd HEBO3MOXXHO HENOCPEACTBEHHO
UCIIOJIb30BaTh B KaueCTBE CYPPOraTHOTO IOKa3aTesisd TEeparneBTHUECKONH SKBHUBAJICHTHOCTH,
MOCKOJIBKY B 3THX CIy4asX HEOOXOIUMO Pa3JIMYUTh IUIa3MEHHbIE KOHLIEHTPAIUH, MOJyJyaeMble
nocJie JOKaJlbHOM abcopOIuu B MecTax JIeUCTBUS B BEPXHEM OTJIENIE MUILEBAPUTEIBLHOTO TPAaKTa
(HampuMep, B TOJIOCTH pPTa), U KOHIEHTPALUU BCIEACTBHE a0COPOIMHM B JAPYIHX YacTsIX
KEITyT0YHO-KUIIEUHOTO TpakTa (Hampumep, B KullleyHuke). B cioyyae eciam MOXKHO o0ecnednThb
OLIEHKY C UCKJIIOUEHHEM aICOPOILIMH B IPYTUX YACTSIX JKEIYA0UHO-KHILIEUHOTO TPaKTa (Harpumep,
3a CYeT MWCIOJIb30BaHMUSI AKTUBUPOBAHHOTO YIJIsA), IUIA3MEHHBIE KOHIIEHTPAIMH MOXHO
paccMaTpuBaTh B KaueCcTBE KOHIEHTpalMH B MecTax AeWcTBUSA. BmecTe ¢ TeM Heo0X0aAMMO
yOeIUThCS, UTO aKTUBUPOBAHHBIN YTOJIb CITIOCOOEH OJIOKMPOBATH aOCOPOIMIO U3 KUIIICYHHUKA JI0
HE3HAYMMBIX KOHIIEHTPALMI 110 CPAaBHEHUIO C CUCTEMHBIMU KOHLEHTPALUAMHU JOCTUTAEMBIMU 32
cyer abcopOumu W3 MecT JAeHCTBUA. B Takux ciywasx TpeOyeTrcss HCCle0BaHue
OMOSPKBUBAIEHTHOCTH 0e€3 OJOKajgbl >KENyIOYHO-KUIIEUYHOW abcopOuuu, dYToOBl OIEHHUTH
CUCTEMHYIO 0€3011aCHOCTb.

31. CranmapTHas METOJOJIOTUSI CPaBHUTEIBHOIO DPACTBOPEHMS in Vitro HE CUHUTAETCS
MOKa3aTeIbHON JJI OLIEHKU PAaCTBOPEHUS in Vivo JIEKApCTBEHHOTO Ipernapara B MOJOCTU PTa U
(W1K) B rOpPTaHU U TIIOTKE.
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Dopma

i
Pactreop NEKAPCTEEHHOMD He pacreop
L npenapata?
i r
BcnomoratensHele . Hamepum

gewecTea noaobHe? B MECTE JEHCTEMA?

Da

Het
Aa
Mcocnepoeadke NoKanbHORK
AOCTYNHOCTH L 4
Buoseiisep Cuctemuebie
KOHUEHTPALWK
¢ H3IMEDHMEI?
Aa
1'/ HMcene goearve dapMakoKMHETHYECKOH
IKEMBANEHTHOCTH C HNOKAL0A KMLLEYHOR Hor

abcopbumm (adderTHEHOCTE) 1 Be3 Bnoxaas onA
Ge3lonacHOCTK

A

HMcene LoBaHne KAMHWYBCKON WK
thapMakoaMHAMMYBCKOR
IKBWBANBHTHOCTH

Puc. 1. Cxema npuHATHA pelIeHUH B OTHOLIEHHUH JICKapCTBEHHBIX IIPENapaToB, OKa3bIBAOLINX MECTHOE JeHCTBHE B
MIOJIOCTH PTa U (WJIM) B TOPTAHHU U TJIOTKE

32. CrangapTHass METOJOJIOTHSI CPaBHHUTEIBHOTO PACTBOPEHHS i1 Vifro HE CUYHTACTCS
MOKa3aTeJIbHOM JJIsl OLICHKH PacTBOPEHUS in Vivo JIEKapCTBEHHOIO Iperapara B MOJIOCTU pTa U
(W1K) B TOPTAHU U TJIOTKE.

2. JlekapcTBeHHBIE PenapaThl, 0Ka3bIBAKIIHE MECTHOE JeliCTBHE B MUIIEBOAe WJIN
AKeTyaKe

JlexkapcTBeHHbIN Npenapar B (popMe pacTBopa
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33. Jlna ngaHHOW TPyNmIbl JIEKAPCTBEHHBIX TIPEMapaToB MPUMEHSIOTCS TpeOOoBaHUs,
aHAJIOTHYHBIE W3JIOKEHHbIM B MyHKTax 24-31 nHactosmmx TpeGoBanuii. Oco0oe BHHMaHHE
ClleqyeT YIENUTh KOJMYECTBY U BHJY BCIIOMOTaTENIbHBIX BEIIECTB, CIHOCOOHBIX BIUSATH Ha
OTIOPOXKHEHHE KelyaKa (ISl IEeKapCTBEHHBIX IMPEmapaToB, ACUCTBYIONINX B KEITYyIKE) WU Ha
BpeMs yJAepKaHHs B MHILEBOJAE (HApUMEp, BSI3KOCTh, MOBEPXHOCTHOE HATSHKEHHE M T.1.),
abcopOiuto (Harpumep, pH), pacTBOpUMOCTS in vivo (HampuMep, HATUIHe COPACTBOPUTENICH ) HITH
CTaOWJIBHOCTD in Vivo AeHCTBytomero BemiectBa (Hampumep, pH). B oTHomennn mogoOHBIX
JIEKapCTBEHHBIX TIPEMapaToB M JICKAPCTBEHHBIX TpENapatoB B JIEKApCTBEHHOH (opme, He
SIBJISIFOIIENCA pacTBOPOM, MPUMEHSIOTCS CXeMa PEUICHU MPUBEICHHAs HA PUCYHKE 2, a TaKxke
TpeboBanus npmioxkennid Ne 1 u 4 k [IpaBunam u knaccudukaius JeCTBYIONMIETO BEUIECTBA O
OonodapmareBTHIECKON KiacCu(DUKAITMOHHON CHCTEME.

JlexkapcTBeHHBIN Npenapar B (popMe He SIBJIAIOLIEHCH PACTBOPOM

34. Inst nmekapCTBEHHBIX MpPENapaToB — AHTAIMIOB METOIUKH in Vitro, OCHOBaHHBIE Ha
TUHAMUYECKUX M CTAaTUYECKUX HEUTPAIM3YIOUIMX MCCIEJOBAHUAK, SBIAIOTCA CYpPpPOTaTHBIMU
METOJaMH Ul TOATBEP)KICHUS TEPareBTHYECKON SKBHBAJICHTHOCTU. [ monTBep KIeHUS
noo0usl Tmpernapara CpaBHEHHMsS W HCCIEIYyEeMOro JIEKApCTBEHHOTO IIpernapara JOIyCKaeTcs
UCTIOJIB30BATh HECKOJIBKO Pa3HBIX METOMOB i1 Vitro. 3asBUTENb JODKEH 000CHOBATH BHIOPAHHBIC
IMHAMUYECKHE M CTAaTHYECKHE HEHUTpalIM3YIOUIME HCCIENI0BaHUs BMECTe C IapaMeTpamH,
OLICHUBAEMBIMH i Vitro, B OCOOCHHOCTH KJIMHUYECKYIO PEICBAHTHOCTD IPEIaraeMbIX KOHECUHBIX
touek. Ilpu mpuMeHEeHHM CTAaHAAPTHBIX METOAMK OLIEHKU SKBUBAICHTHOCTH N Vitro ClemyeT
WCIIOIb30BaTh CTaHAApTHBIC ((apmMakonelHbie) TPUOOPhI, a B ClIydae HMCIOJIb30BaHUS HOBBIX
METOAMK OLIEHKHM SKBHUBAJICHTHOCTH in Vitro TaKMe€ METOJUKU JOJDKHBI OBITh HaJICKAIIUM
00pa3oM BalIHMIUPOBaHBI. DKBUBAJICHTHOCTH JIGKAPCTBEHHBIX NPENApaToB in Vitro HEOOXOIMMO
oueHuBath ¢ + 10 %-HbIM AMaNa30HOM MPUEMIIEMOCTH, €CITU 3asBUTEIIEM B PETUCTPAMOHHOM
II0OChe HE OOOCHOBAHO MHOE.

35.B cuyuasx, kxoraga HaOJromaeTcss 3HAYMMas CTENEHb a0COpOIMM M CHUCTEMHOM
OMOOCTYIIHOCTH  JICHCTBYIONIETO  BEHIECTBA, TpeOyeTcss MpPOBEICHHUE  HCCIIEeIOBAHUS
OMOAPKBUBAIEHTHOCTH, YTOOBI OIICHUTh CUCTEMHYIO O€3011acHOCTh, €CIIM HEe 0OOCHOBAHO HMHOE.
HccnenoBanne OMOPKBUBAJICHTHOCTH [UIS OLIEHKH CHCTEMHON OE30MacHOCTH JIOITyCKaeTcs He
IIPOBOJIUTH, €CIIM TPUMEHHUM OHOBeHBEep, OCHOBAaHHBI Ha OHWOQapMaleBTUYECKON CHUCTEME
KJIacCHU(UKALUK B COOTBETCTBUU C KPUTEPHUSIMH, OTIMCAHHBIMU B mpriioxkeHun Ne 4 k [IpaBunam.
[Ina3mMeHHBIE KOHIEHTpAIlMM HEJb3s HCIOJIb30BATh B KAa4eCTBE CYyppOraTHOrO IOKa3aTels
SKBUBAJICHTHON A(Q(PEKTUBHOCTH B OTHOLICHUH JIEKAPCTBEHHBIX IPENApaToOB, OKAa3bIBAIOLINX
MECTHOE JICHCTBHE UCKIIIOUUTENBHO B XKETyIKEe, TOCKOIbKY HEBO3MOKHO 000COOJIEHHO BBIJICTUTD
CTENEHb BIMSHUS a0COpOIMHU B KHIICYHHKE. | MTIOTETHYECKH /1Ba JICKAPCTBEHHBIX Ipenapara c
pa3HbBIM BBICBOOOXK/IEHMEM M PAaCTBOPEHHUEM W, KaK CIIEJICTBUE, PAa3HbIM BPEMEHEM KOHTAaKTa C
MECTOM JICUCTBHS, HE TMPEBHIMAIOIINM BpEMs YACPKaHHS B JKEIYJIKE, MOTYT MPOSIBISATH CXOXKUH
npopuiIb «KOHIIEHTPALUS — BPEMsD», MOCKOJIBKY OIMOPOKHEHHUE KETyJKa SBISETCS CKOPOCTh-
JTUMUTHPYIOITUM (paKkTopoM abcopOmmu. B cBsi3u ¢ aTUM nccinenoBanus GapMaKOKHHETHIECKON
OMOSPKBUBAJIEHTHOCTH B 3TOM Cllyyae HE pacCMaTPUBAIOTCS B KaYECTBE BAJIMIHON METOJOJIOTHH
IS TIONTBEPIKICHUS TEPANIeBTUYECKON IKBUBAJICHTHOCTH.
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PacTeOp CocToAHWE NeKapcTBEHHOrO
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Puc. 2 Cxema peIHeHI/Iﬁ B OTHOLICHUU JICKAPCTBECHHLIX MPETIApaTOB, OKA3bIBAIOIINX MECTHOC HGﬁCTBHe B ITUILCBOAC
WJIN KEITyAKE

3. JlekapcTBeHHbIE NPenaparbl, 0Ka3bIBAKIIHME MECTHOE IeiiCTBHE B KMILIEYHUKE
JlexkapcTBeHHbIN Npenapar B (popMe pacTBopa

36. Jlns maHHOW TPYNIBI JICKAPCTBEHHBIX IPEMaparoB, NPHUMEHSIOTCS TpeOOBaHUS,
aHAJIOTHYHBIE M3JO0XKEHHBIM B NYyHKTax 32-34 Hactosumx TpebGoBanmii. Heobxomumo
[IPOaHATIM3UPOBATh KOJIMYECTBEHHBI COCTaB M BHJ| BCIIOMOIAaTEJIbHBIX BEILIECTB, CIIOCOOHBIX
BJIMSTDH Ha ey JOYHO-KUIICYHBII TPaH3UT (HapuMmep, COpOUTOII, MAaHHUTOI U T.J.), a0COpOIIHIO
(HampuMep, MOBEPXHOCTHO-AKTHBHBIE BEIECTBA MJIM BCIIOMOIaTENIbHbIE BELIECTBA, CIOCOOHBIE
NOBIUATH HAa  OCNKU-TIEPEHOCUYMKH), PAaCTBOPHUMOCTb in  Vivo (HampuMmep, Haluyue
COpacTBOpUTENEH) U CTaOUIBHOCTh JEHCTBYIOUIErO BemlecTBa. [ MOJOOHBIX JIEKapCTBEHHBIX
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MIpernapaToB U JIEKAPCTBEHHBIX MIPEMapaToB B JIEKAPCTBEHHOM (hopMe, He SBIISIONICHCS pacTBOPOM
IIPUMEHSIETCS CXEMa PEIICHUH IPUBEICHHAs HA PUCYHKE 3.

37. B cnydae ecnu HaOIIOJaeTCsl HEKOTOPasi CTENEHb CHCTEMHON OMOIOCTYITHOCTH, MOYKHO
HUCITIOJB30BATh HCCICAOBAHUA 6H03KBI/IBaJIeHTHOCTI/I, OCHOBaHHBLIE HAa CHUCTEMHOU 3KCIIO3UIINH,
9TOOBI CpaBHUTH 0e€30macHOCTh U A((HEKTUBHOCTH HCCIAEAYEMOIo Ipernapara W Ipemnapara
CpaBHEHUS.

JlekapcTBeHHBIH npenapat B ¢opme He SABJISIOLIEHCA PACTBOPOM

38. B oTHOLIEHNN JIEKapCTBEHHBIX MPENapaToB ¢ MEXaHU3MOM JCHCTBUS, OCHOBAHHBIM Ha
CBSI3bIBAHUU C KOMIIOHEHTAMH K€y IOUHO-KUIIEYHOU Cpefibl Ha MPOTSHKEHUU BCETO KUIIEYHUKA
(HampuMep, KOJIECTUPAMHH, KOJIECTHUIION, KaJblMs alleTaT, ceBejIaMep), UCCISNOBaHus in Vitro,
OCHOBAHHBIE Ha MX CBA3BIBAIOIIEH CITOCOOHOCTH (HapUMep, UCCIEA0BaHUS in Vitro paBHOBECHOTO
Y IMHAMHYECKOTO CBSA3BIBAHMS), CYUTAIOTCS IPUEMIIEMBIMU CYPPOTAaTHBIMH KPUTEPUSMH OLICHKH
3¢ (HEKTUBHOCTH MPH YCIOBUH, YTO PA3JIMYUE MO BCIOMOTaTeIbHBIM BEIIECTBAM HE KPUTUYHO, a
npodmIn pacmagaeMoOCTH U pacTBOpeHUs B (U3MOJIOrHuecKoM auamnazone pH momoOHBIL.
[ToaTBepkneHne moao0Ms JICKAPCTBEHHBIX IMpernapaToB ¢ 00beMooOpaszyromuM 3¢GHEeKToM ¢
MIOMOIIBI0 UCCIIENOBaHUN in vitro (Hampumep, HaOyXaHHeE, BSI3KOCTb) TaKXKE CUHMTACTCA
MOATBEP)K/ICHUEM TEpaneBTUUECKONH SKBUBAJICHTHOCTH. OKBUBAJICHTHOCTb JIEKApPCTBEHHBIX
MIPETapaToB in Vitro HE0OX0IUMO oLeHUBATh ¢ + 10 %-HbIM JHana3oHOM NPHUEMIIEMOCTH, €CIIH He
000CHOBAaHO MHOE.

39. lna nmexapcTBEHHBIX MPENapaToB C HEMEIJICHHBIM BBICBOOOKICHHUEM, COJEpKAIIUX
XOpOIIIO PAacTBOPUMOE JICHUCTBYIOIIEE BEIIECTBO, BO3MOXEH OWOBEWBEp, OCHOBAaHHBIM Ha
O6uodapMalieBTUYECKONH CHCTEME KJIACCH(PHUKAIMHM, C YYETOM KpPUTEPHEB, IPHUBEICHHBIX B
npusioxeHnd Ne 4 k [IpaBunam. BMmecte ¢ TeM B OTHOIIEHUU JIEKAPCTBEHHBIX MPENapaToB, HE
o0JIafaromuX CUCTEMHON OMOOCTYNMHOCTRIO (Hampumep, kinacc Il mo 6uodapmaneBTHUeCKON
cuctemMe Kiaccudukanun), He 00s3aTEIBHO TOJDKHO OBITH TPOJIEMOHCTPUPOBAHO OUYEHB OBICTPOE
pacTBOpeHNe — UM JOCTATOYHO MPOJAEMOHCTPHPOBATH CXOIHYIO CKOPOCTh BHICBOOOXKICHHUSL.

40. B cnyuwae ecnam TpeOOBaHMS, TpPEAbSBIsIEMbie K OHMOBEWBEpY, OCHOBAaHHOMY Ha
O6uodapMalieBTUYECKON CUCTEME KJIaCCU(UKAIINH, HE BBIOIHIIOTCS U HAOIIOAAETCS HEKOTOpast
CTENEeHb CUCTEMHOW OMOJOCTYIMHOCTH, B KQUeCTBE CYppOraTHOIO MOKa3aTelsi SKBUBAJIEHTHOCTH
110 3(()eKTUBHOCTH M CUCTEMHOI 0€30I1aCHOCTH MOYKHO HCIOJIB30BATh PE3YIbTAT UCCIETOBAHUS
OMOPKBHBAJIEHTHOCTH, OCHOBAaHHOI'O Ha IUIa3MEHHBIX KOHLIEHTPALUSX, OOBIYHO B COCTOSIHUU
mocje eapl W HaTOIIAK, IMOCKOJBKY MECTO NEHCTBHUS OJHOBPEMEHHO SBIIETCS U MECTOM
abcopOIMu NIl BEIIECTB, OKa3bIBAIOMUX A(DQPEKT BHYTPH CIM3UCTON OOOJOYKHU >KETyI0YHO-
KHUIIEYHOTO TpPakTa. B OTHOIIEHWU JIeKapCTBEHHBIX IPENaparoB, NCHCTBYIOMIMX B IPOCBETE
KHUIIEYHHKA WJIM Ha TOBEPXHOCTH €ro CIM3UCTON OO0O0JIOUKH, pe3ylbTaThl HCCIEA0BaHUS
OMOAPKBUBAJICHTHOCTH, OCHOBaHHBIC Ha IUIA3MEHHBIX KOHILEHTPAIMSIX, OOBIYHO B COCTOSHHUH
HATOILAK M TOCJE €/bl, TAKK€ MOYXHO HCIOJB30BaTh B KAaue€CTBE CYppOraTHOrO IOKa3aTels
SKBHUBAJICHTHOCTH, €CIM a0copOlusi He XapakTepusyeTcss TIOpOrOM HACBIIIEHHA (UTO
MOATBEPK/IEHO, HANpUMEp, C MOMOIIbI0 HMCCIEIOBAHUN MpPONOpIHOHaIbHOCTU 103). Ecnu
CKOpPOCTh M CTENeHb abcopOuuu ASUCTBYIONIETO BEIIECTBA COMOCTABHMBI, TO OXHIAETCS €ro
COIOCTaBUMOE paclpeziesieHne B pa3HbIX 30HaX KHIleYHHKa. Eciu 3asBuTeneM He 000CHOBaHO
MHOE, UCCIIC0BAaHMUS OMOAKBUBATIEHTHOCTH IPOBOISATCS B COCTOSTHIM HATOILAK M TIOCTIE €IbI 1aXe
B OTHOIIEHUH JIEKAPCTBEHHBIX MPENapaToB, MPUEM KOTOPHIX OCYIIECTBIISIETCA UCKIIIOUUTENBHO B
COCTOSIHUHM HATOIIAK, MOCKOJIBKY JIEKaPCTBEHHBIE IIPEnapaThl MECTHOTO ACUCTBUS, KaK MPaBHIIO,
00J1a1at0T HU3KOM MPOHUKAIOIIEH CTOCOOHOCTBIO U OCTAIOTCS B MMPOCBETE KUILIEYHUKA B TEUEHUE
JUTUTENIFHOTO BpeMeHH. B CBsI3U ¢ 3TUM 0XHJIaeTCsl, UTO OHU OyIyT B3aUMOJICHCTBOBATh C MUIIECH
BO BpeMs TPaH3UTA M0 KULICUYHHUKY.

41. B oTHOILIEHNUH JIEKApCTBEHHBIX MPENapaToB ¢ MOAU(DUIUPOBAHHBIM BBICBOOOKICHUEM,
cojepkaimmx adcopoOMpyeMoe | TMPOSBISIONIEe CHUCTEMHYIO OHOJOCTYIMHOCTh JEHCTBYIOIIEE
BEIIECTBO, PE3yJbTaThl HCCIECIOBAHUS OMOIKBUBAICHTHOCTH, OCHOBAaHHBIC Ha IIA3MEHHBIX
KOHIEHTPALMAX, TakKKe€ MOXKHO MHCIOJNb30BaTh B KaueCcTBE CYpPPOraTHOrO IOKa3aTelns
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SKBUBAJICHTHOCTH 0€30MacHOCTU U 3((PEKTUBHOCTH, €CIM CHUCTEeMHasi aOCOpOIMs HAYNHACTCS B
CXOJIHOW 30HE KHUIICYHMKAa M KHHETHKa abcopOIMM SKBHUBAJICHTHA, IOCKOJBKY CHCTEMHAs
abcopO1us MPOUCXOAUT B MECTE BBICBOOOXKACHHUS ICHCTBYIOMIEro BemecTBa. OleHKa YaCTHUHBIX
AUC cnioco6Ha TOMOYb OTJIMYUTH a0COPOLINIO, 00YCIOBICHHYIO paHHUM BBICBOOOKICHHUEM, OT
a0bcopOITMy BCIEACTBUE BEICBOOOKICHUS B MECTax JACHCTBUSA, €CITH:

a) abcopO1Ms B TepameBTUYECKUX J103aX HE XapaKTepPU3yeTCs MOPOrOM HACHIMICHUsS (UTO
MOATBEPKJIEHO, HATIPUMEP, C MOMOIIBIO UCCIEA0BAHUN MPOMOPIIMOHATBHOCTH J103 JIJIs1 OCHOBHBIX
®K-napameTpoB);

0) uccienyeMblil mpenapar U Ipernapar CpaBHEHHUS UMEIOT OAMHAKOBYIO JIEKAPCTBEHHYIO
dopmy;

B) UCCIIEyEMbIl TpemapaT u IpemapaT CpaBHEHHs NPOSBISIOT CXOXKUE MNpoQuin
pacTtBopeHus in vitro B Oatapee (HaboOpe) akTyalbHBIX OMO(papMaIeBTHYECKHX METOIUK (HE
TOJIBKO B CpeJie JUIsl KOHTPOJIs KauecTBa U Oydepax mpu 3nadeHusx pH 1,2; 4,5 u 6,8, Ho Takxke B
METOAAX in Vitro, AMUTHPYIOLNX BHYTPUIIPOCBeTHBIE pH-ycn0Bus, HOHHYIO OypepHYI0 eMKOCTb,
coctaB pu3nosnoruyeckoro oydepa, MEXaHUUECKUE YCIOBHS U BpeMs yAEpKaHUS B KEITyIOUHO-
KHUIIEYHOM TPaKTEe YeJIOBeKa (HAaIpHUMep, UCTIBITAHUS B TOPIIHEBOM IMJIMHAPE, UMHUTHPYIOLIEM
«CpeaHUX» CyOBEKTOB B MCCIIEJOBAHMM HATOUIAK), @ TAKXKE CIEKTP «IMalUEHT-CIeHUuPUIHBIX)
naTTepHoB pH-ycnoBHii 1 BpeMeHH Hacca)ka ¢ HENPEPhIBHBIM M MPEPHIBUCTHIM MACCAXKEM Uepes3
TOHKYIO KHUIIIKY);

I') YaCTHYHBIE 3KCIIO3UINH JIETATbHO OMHCAHBI U UX COOTBETCTBYIOIINE MeCTa abCOpOINH
TOYHO YCTAHOBJICHBI.

42. HeoOxoauMo NMpUMEHATh TpeOoBaHMs, H310KeHHBIE B TpuiioxkeHnu Ne 10 k I[IpaBunam.
HeoOxonumo moaTBepAUTh OMOIKBUBAJIEHTHOCTh B HCCIIEJOBAHMSIX OJHOKPATHOM 03Bl B
COCTOSIHUM HATOIIAK M TMOCJE €bl, a JJ JICKapCTBEHHBIX IMPENapaToB ¢ MPOJIOHTHPOBAHHBIM
BBICBOOOXKJIEHUEM C CYIIECTBEHHON KyMyJsMel — B HCCIEAOBAaHUHU C MHOTOKpPAaTHBIM
nosupoBanueM. Yactuunsle AUC (panHas u no3gsss uyactuuHble AUC, paccuMTaHHBIE €
MTOMOIIIBIO 3apaHee BBIOPAHHBIX, XOPOIIO OOOCHOBAHHBIX TOYEK OTCEUYEHUsS) HEO0OXOAMMO
MCIOJIb30BaTh B KAUECTBE MEPBUYHON (hapMaKOKWHETHUYECKOW KOHEYHON TOYKH B 00OMX BHAX
HCCIICIOBAHUN OJHOKPATHOW J103bI, /AK€ B ClIydae CYIIECTBEHHOW KyMYJISIIIUU, NPU KOTOPOH
TpeOyeTcsl ucclieIoBaHHE C MHOTOKPATHBIM J03MpOBaHHEM. B ompeneneHHbIX CiIydasx MOXKeT
TpeOOBaThCS CPAaBHEHNE KOHIICHTPAIIUHA JIEKApCTBA B (PEKATHUSAX.
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Puc. 3 Cxema penieHui B OTHOIECHUH JIEKapCTBEHHBIX PENIAPATOB, OKA3bIBAIOIINX MECTHOE ACHCTBUE B
KUIIEYHHUKE

4. JlekapcTBeHHbIE NMPENApPaThl, 0KA3bIBAKOIIHE MECTHOE 1eiicTBHE B MPSAMOil KMIIIKe

43. B uensAx OKa3aHHUs MECTHOIO JEUCTBUS B MPOCBETE MPSAMOW KHUIIKU MPUMEHSIIOTCS
pa3zHoOOpa3HbIC JIEKAPCTBEHHBIC (POPMBI JICKAPCTBEHHBIX MPENapaToB (HapUMep, KIIM3MbI B BUIE
pacTBopa WM CYCIIEH3UHU, CYNIO3UTOPUH, TeNIH, TIeHbI U T.1.). [lonoxxenus pa3aena [V nactosmumx
TpeOGoBaHuil NMPUMEHSIOTCS KO BCEM YKa3aHHBIM JIEKAPCTBEHHBIM (hOpMaM JeKapCTBEHHBIX
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npenaparoB. s MOAOOHBIX JIEKapCTBEHHBIX IIPENapaToB IPHUMEHSAETCS CXEeMa pelleHul,
IIPUBE/ICHHAs HA PUCYHKE 4.

JlekapcTBeHHBIH npenapat B ¢opme pacTBopa

44. ]Ina naHHOW TPYINIBI JIEKAPCTBEHHBIX IMPENApaToB MPUMEHSIOTCS TpeOoBaHUS,
aHAJIOTUYHBIC W3JI0KCHHBIM B TyHKTax 24-31 Hacrosmux TpeboBanmii. HeobOxomumo
HpoaHaJII/ISI/IpOBaTL KOHHHGCTBGHHBIﬁ COCTaB U BUA BCIIOMOT'ATCIbHBIX BCIIICCTB HeKapCTBeHHOﬁ
(GhopMBI, CHOCOOHBIX BIHUATH Ha MECTHYIO TEPEHOCHUMOCTb, JIOKAIBHOE BpEMs yIepKaHUs
(Hanmpumep, MOBEPXHOCTHOE HATSKEHUE, BS3KOCTh U T.[.), PACTBOPUMOCTH in vivo (Hampumep,
HaJM4IMe COPACTBOPUTEIICH) MITH CTAOUIIBHOCTH in ViVo JEHCTBYIOIIETO BEIIEeCTBA.

JlekapcTBeHHBIN npenapar B (opMe, He ABJIAIOLIEHCH paCTBOPOM

45. Ecnu nccnenyeMplil JIekKapCTBEHHBIN TTpenapar, IpeIcTaBlIeH B JIEKApCTBEHHOW (hopme
HE SBJIAIOLICHCS pacTBOpOM (Hampumep, B TBEPAOH JIEKApCTBEHHOW (hopMme), MOATBEpKICHUE
SKBHUBAJIEHTHOTO BHICBOOOXKICHHMSI ACHCTBYIOLIETO BEIIECTBA U JOCTYITHOCTH B MeCTaxX JeHUCTBUS
MOXXHO paccMaTpuBaThb B KAueCTBE CYPPOTaTHOTO TOJATBEPKICHUS TepaneBTHYCCKON
SKBHUBAJIEHTHOCTH.

46. B cimydasix, korja HabII0AaeTCsl CUCTEMHAasi OMOJOCTYITHOCTh, TPEOYETCs UCCIIeIOBAaHHE
(hapMaKOKMHETHYECKON OMOIKBUBAJIEHTHOCTH, YTOOBI OIICHUTH 0€30MaCHOCThH JICKAPCTBEHHOTO
mpernapara, e€ciii He 00OCHOBaHO WHOe. B MOMOOHBIX Cilydasx TakkKe MOXKHO HCIIOJIb30BaTh
MJ1a3MEHHbIE KOHLEHTPALUKU B KAa4eCTBE CyppOraTHOTO MOATBEPXKACHHSI 3KBHUBAJIEHTHOCTH IO
3¢ (HEeKTHBHOCTH B OTHOIICHUH JICKAPCTBEHHBIX MPEMAapaToB, NCHCTBYIONIMX JOKAILHO B MPSMOMA
KHIIIKE U B TOJICTOM KHIIIKE (HApUMep, KIIM3MBbI), €CIIA ICUCTBYIOIIEE BEIIECTBO abCOpOUpyeTcs
W3 MECT ACWCTBHs. B 3TOM cilydae MiIa3MEHHBIE KOHIIEHTPALUU OTPAXKAIOT BBICBOOOXKICHUE U
JOCTYITHOCTh JICHCTBYIOIIETO BEIIECTBA BOJMM3M MecTa ACHCTBUA. MoXeT moTpeOoBaThCs
CpaBHEHHE KOHIICHTpALUi IEHCTBYIOLIETO BEIIECTBA B (PeKaATUX.

47.B mobom cinydae  HEOOXOAMMO  KPUTHYECKH  TNPOAHAJIU3MPOBATH  COCTaB
BCIIOMOTATENbHBIX BEIIECTB, TOCKOJbKY BCIOMOTAaTeIbHBIC BEIIECTBA MOTYT BIHSTH Ha
MEPEHOCUMOCTh, CHCTEMHYIO a0CcOpOIlMio, JIOKAJbHOE BpeMs yaepkaHus (Hampumep,
IIOBEPXHOCTHOE HATSIKEHUE, BSI3KOCTh M T.J.), PACTBOPUMOCTb in Vivo (HampuMep, HaJaudue
COpPaCTBOPHUTENCH ) I CTAOUIILHOCTh JEHCTBYIOIIETO BEIIECTBA in vivo. Heobxoaumo npoBecTn
WCCIICIOBAaHNE SKBUBAJICHTHOCTH, €CIH JOMYCTUMOCTh PazluyMsi B KOJMYECTBAX YyKa3aHHBIX
BCIIOMOTaTeNbHBIX BEIIECTB HEJb3s MOJHOIIEHHO 000CHOBAThH CCHUIKOM HA Jpyrue JaHHbIE.
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Puc. 4 Cxema peHIeHI/Iﬁ B OTHOLICHUU JICKAPCTBECHHLIX MPETIApaTOB, OKA3bIBAIOIIUX MECTHOC ,HeﬁCTBI/IG B HpHMOﬁ
KHUIIIKE

VI. TpeOoBanusi K NOATBEPKIEHUI0 IKBHBAJIEHTHOCTH JIEKAPCTBEHHBIX ()OPM B ciyuae
HAJIMYMS B JIMHelKe JONMOJHUTEIbHBIX I03UPOBOK JIEKAPCTBEHHOI0 Mpenapara

48. YcnoBusi, KOTOPBIM  JIOJDKHBI ~ COOTBETCTBOBAThH  JOMOJHUTEIbHBIE JIO3UPOBKHU
JEKapCTBEHHOTO TMpemapata ¢ [elbl0 [pPUMEHEHHs OuoBeliBepa, OCHOBAaHHOTO Ha
OnodapmareBTHIECKON cCUCTeMe KilacCU(UKAIIUK, 3aBUCIT OT BHJIa JEKapCTBEHHOIO IIpemnapara
(Hampumep, mepopaibHbIe JIEKAPCTBEHHBIE (OPMBI C HEMEUICHHBIM WM MOAU(DHIIMPOBAHHBIM
BBICBOOOKJIEHHEM). YKa3aHHbICE TpeOOBaHUS CXOXH C TpPEOOBaHUSMU I CHCTEMHO
JEHCTBYIONINX JEKAPCTBEHHBIX MpENapaToB, KOTOPEIE OMKMCaHbl B HacTosmux [IpaBmiax (B Tom
yucie B mpuitoxkeHud Ne 10 k [TpaBunam).

49. B cnydasx, Korja TmpenapaT CpaBHEHUS HMEET Jpyrue JO3HPOBKH  UYeM
pa3pabaTrbiBaeMblil JIEKAPCTBEHHBIN MpernapaT U OMOSKBUBAJICHTHOCTh IMOKa3aHa C IOMOIIBIO
UCCIIeIOBAHMM in vivo (Hampumep, HapMaKOKHHETHIECKUX MCCIeTOBAaHUN OMOIKBUBAICHTHOCTH
C y4acTHEM uelloBeKa (JaHHbIe (hapMalleBTHUECKOro KauecTBa U (hapMaKOKUHETHUECKHUE JaHHbIE
in Vvivo)), HEOOXOAUMO MOATBEPANTh OWOIKBUBAICHTHOCTH Il HauOoliee YyBCTBUTEIHHOMN
JO3UPOBKH, YTOOBI OOHApPYKUTh BO3MOXKHBIE pasznuuus. B OTHOIIEHWH JOMOJHUTENbHBIX
JO3UPOBOK TOATBEPKICHUE OMOIKBUBAICHTHOCTH in Vvivo (OuWOBEHBEp JOMOIHUTEIBHBIX
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JIO3UPOBOK) HE TPEOYETCs, €CIIN BBIMOIHSIIOTCS YCIIOBHUS, ONMCaHHBIC B HAacTosmuX [IpaBmiax (B
TOoM uucie B npuioxeHuu Ne 10 k IIpaBunam).

50. B Tex cnmywasix, Korma Ipenapar CpaBHEHUS HWMEET Jpyrue JAO3UPOBKH UYEM
pas3pabaTbIBacMblii IeKapCTBEHHBIN MTpenapar u OMO3KBUBAIIEHTHOCTH MTOATBEPIK/ICHA C TOMOIIIBIO
JTaHHBIX (hapMaleBTHUYECKOTO0 KadecTBa (HalpuMep, CpPaBHEHHE COCTaBa BCIIOMOTATEIbHBIX
BEIIECTB) WM JAaHHBIX (PapMaIleBTUYECKOrO0 KadecTBa W MJaHHBIX in vitro (Hampumep,
CpaBHUTEIbHbIE npoduu pacTBOpEeHUS npu OnoBeiiBepe, OCHOBaHHOM Ha
OonodapmarieBTHUECKON cuCTeMe KIIaCCH(PUKAIIUU IS JIEKAPCTBEHHOTO Tperapara, CoIepKaiiero
BemectBo Il kiacca), HEOOXOAUMO TMOATBEPANTh OMOIKBUBAJICHTHOCTh KaXIOW OTIEIHHOMN
JIO3UPOBKHU UCCIIEAYEMOro JIEKApCTBEHHOTO MperapaTa COOTBETCTBYIONIEH JO3UPOBKE Mpenapara
CpaBHEHHUS BMECTO MPUMEHEHHUsI OMOBEWBEpa MOTIOTHUTEIBHBIX JO3UPOBOK (CPAaBHEHHS Pa3HBIX
JI03UPOBOK MCCIIEyEMOTO JIEKaPCTBEHHOT'O IIpenapara).

51.B cnywasx, Kkorga Tmpenapar CpaBHEHUS HMMEET JpYrue JTO3UPOBKH YEM
pa3pabaTbIBacMblii IeKapCTBEHHBIN MTpenapaTr u OMO3KBUBAIIEHTHOCTH MTOATBEPIK/ICHA C TOMOIIIBIO
JTAHHBIX (papMarleBTUYECKOT0 Ka4eCTBa, JaHHBIX i1 Vitro n (papMaKOKWHETUYECKHUX JIAHHBIX i7 VIVO
(mampumep, TBepAas TIepopaibHas  JIeKapCTBeHHass ¢opMa C  MPOJIOHTHPOBAHHBIM
BBICBOOOKIECHHUEM ), TIOJITBEPIKICHUE OMOIKBUBAJICHOCTH i7 VIVO JOTIOJHUTENBHBIX JO3UPOBOK HE
TpeOyeTcst (mpuUMeHsieTcss OWOBEHBEp MOMOTHUTENBHBIX JO3HPOBOK), €CIH BBITIOIHSIOTCS
OTpeJIeJICHHBIC  BBIICONMCAHHBIE yclIoBUA. Kpome Toro, He0OXOAUMO TIOATBEPIUTH
OMOPKBHBAJIEHTHOCTh KKIOW OTAEIHHOW JO3MPOBKH COOTBETCTBYIOIICH TO3WPOBKE Mpernapara
CpaBHEHUS 0 JaHHBIM (PapMaIneBTUYECKOTO KaueCcTBa U JAHHBIM in Vitro.

IIpunoxxenne Ne 13

K [IpaBunam mpoBeneHus
UCCIIeIOBaHN OMO’KBUBAJICHTHOCTH
JIEKapCTBEHHBIX TPENapaToB B paMKax
EBpazuiickoro 3kOHOMHUYECKOTO COI03a

TPEBOBAHMUSA
K Ka4eCTBY U 0MO’KBUBAJICEHTHOCTH JIEKAPCTBEHHBIX NIPENapaToB AJd MECTHOIO
NPUMEHEHHS NPH HAHECEHHH HA KO0KY U HHBIMH CII0C00aMH JIOKAJbHOI0 IPUMEHEHHUS

I. O01mue moJs1o:xeHus

1. Hacrosimue TpeOGoBaHUS MPUMEHSIOTCS B OTHOIICHUH JICKAPCTBEHHBIX MPENapaToB IS
MECTHOT'0 IIPUMEHEHNUS ITyTEM HAaHECEHUS Ha KOXKY M HHBIMH CIIOCOOaMU IPUMEHEHU (HarlpuMep,
IJIa3HbIE WIN YIIHBIE JIEKAPCTBEHHBIE MIPENAapaThl) U PETIIAMEHTUPYIOT NPEACTABICHUE CBENCHUN
00 MX Ka4yecTBE U NOATBEPKIEHIUH OMOIKBUBAJIEHTHOCTH TaKUX MIPENApATOB.

2. B Hacrosimux TpeOoBaHUSAX MPUBOAATCS YKa3aHUS:

a) 0 IPEICTABICHUIO CBEIEHUI O KayecTBE JIEKAPCTBEHHBIX IPENapaToB Il MECTHOTO
NPUMEHEHHSI, KACAIOIUXCs OLEHKM OMOAKBHUBAJICHTHOCTH IPHU TOJaue HOBBIX 3asBICHUNA Ha
PETUCTpAaLMIO TAaKUX JICKaPCTBEHHBIX NPENapaToB U BHECCHHE M3MEHEHUH B PErMCTPAllUOHHOE
JI0ChE€ 3apETUCTPUPOBAHHBIX JIEKAPCTBEHHBIX MPENApATOB;

0) 10 NPUMEHEHHI0O METOJUK MCCIEeIOBaHUA OMOIKBUBAJIEHTHOCTH JIEKAPCTBEHHBIX
IIPENapaToB JUIsi MECTHOTO IPUMEHEHMSI BMECTO IIPOBENEHHUS CTaHAAPTHBIX KIMHUYECKUX
HCCJIEIOBAaHUM T€ParieBTUYECKON SKBUBAJICHTHOCTH;

B) 10 NMPUMEHEHHIO AbTEPHATHBHBIX MOJENEH M MCCIEJOBAHUM, KOTOPbIE MOTYT OBITH
UCIOJb30BaHbl JJISl YCTAHOBJICHUS OMOPKBHUBAJIEHTHOCTH B OTHOUIEHWM O€30MacHOCTH,
5Q(GEKTUBHOCTH W KayecTBa JIGKAPCTBEHHOTO IIpernapara M MO3BOJSIOT  0OOCHOBAThH
IIPEAIIOJIOKEHUE 3asABUTENS O TEPANEBTUYECKOW DKBHUBAJCHTHOCTH TAaKHUX JICKAPCTBEHHBIX
IperapaToB NPU MCIIOJIB30BAaHUN aHAJOTMYHOTO ITyTH BBEACHUS peepEeHTHOMY JICKapCTBEHHOMY
IpenapaTy 1 MUHUMAJbHBIX JUIsI CUCTEMBI 3APAaBOOXPAHECHHS M IMALMEHTa PUCKAX IPOBOIUTH
JICYEHNE HEDKBHUBAJICHTHBIM JIEKAPCTBEHHBIM ITPENapaToOM JUIsl MECTHOTO IIPUMEHEHMUS;
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I) 10 HEOOXOAMMOCTH TPOBEACHHS KIMHUYECKUX HCCIEJOBAaHUM TepaneBTHYECKON
SKBHUBAJIEHTHOCTH B CIIy4asX, KOTJa HE JOIyCKAeTCsl UCIIOJIb30BAHHUE aJIbTEPHATUBHBIX MOJIEIEN
U UCCIIENOBAHUM.

3.B coorBerctBun ¢ npuiokeHueM Ne 11 k IlpaBunam mnpoBeneHust uccieloBaHUIN
OMOPKBHUBAJICHTHOCTH JIEKAPCTBEHHBIX IPENapaToB B paMkax EBpa3zuiickoro 3KOHOMHYECKOIO
cor03a, yTBepxaeHHbIM Pemennem CoBera EBpa3uiickoii 5KOHOMUYECKO KOMHCCUU OT 3 HOSIOps
2016 . Ne 85 (manee — IlpaBuiia) B OTHOIICHWM JIEKAPCTBEHHBIX TMPEMAPATOB JJISI MECTHOTO
OpPUMEHEHHsT HW3MEHEHHe HMX cocTaBa  ((hapMaleBTHKO-TEXHOJOTHUECKUX  IapaMeTpoB
MIPOM3BOJICTBEHHON pEIENTYyphl), JIEKapCTBEHHON (OpMBI, criocoba BBEACHHS WJIM Ipoliecca
MPOU3BOJICTBA MOXKET IMPHUBOAMTH K CYIIECTBEHHOMY H3MEHEHHIO >(PQPEKTUBHOCTH U (WIIN)
0€30MacHOCTH TaKUX JIEKapCTBEHHBIX IpemnapaTtoB. B cBsa3m ¢ 3TuM Tpelyercs MpoBeneHue
KIMHUYECKUX HCCIIEJOBAaHUI TEpaneBTHUECKOW HSKBHUBAJICHTHOCTH JIMOO NpPUMEHEHHE HWHBIX
METOJIOB JI0Ka3aTeIbCTBA OMOAIKBUBAIEHTHOCTH YKa3aHHBIX JIEKAPCTBEHHBIX MPENapaTos.

4. Hacrosimue TpeOGoBaHUS MCHONB3YIOTCS UL pa3pabOTKH U 0OOCHOBaHMS MPOTOKOJIOB
UCCIIEIOBaHHM OMO3KBUBAJIECHTHOCTH JIEKAPCTBEHHBIX MPENapaToB AJIsi MECTHOT'O TPUMEHEHHS.

5.B mnHacrosimux TpeOoBaHHMSIX NPUBEICHBI CTaHIAPTHBIE MPOTOKOJIBI HCCIEIOBAHHM
OMOAKBHUBAJIEHTHOCTH JIEKAPCTBEHHBIX MIPENapaToB Ui MECTHOTO MPUMEHEHHS ITyTEM OLIEHKHU:

a) BEICBOOOXKICHUS in Vitro;

0) MPOHUKHOBEHHMS B KOXKY YEJIOBEKA in Vitro;

B) B3SATHS 00pa3L0B POTOBOTO €05 in Vivo (COCKOO JIUIKO JIEHTOH);

I') aHaJIM3a Ha Ba30KOHCTPUKIUIO JJ11 KOPTUKOCTEPOUIOB in ViVo.

6. Ilonoxenuss HactoAummx TpeOOBaHWUN MNPUMEHUMBI K CIIydasiM yCTAHOBIICHHS
SKBUBAJECHTHOCTH HOBOIO JIEKAPCTBEHHOrO0 IMpemapara s MECTHOIO IPUMEHEHHs IO
OTHOLICHUIO K YK€ CYIIECTBYIOUIEMY OpPHUTMHAIBHOMY (pedepeHTHOMY) JeKapCTBEHHOMY
npenapary (aajiee — npemnapar CpaBHEHUS ).

7. Hactosimue TpeGoBanusi copepkar oOIIee OMHCAaHWEe METOIWK HCCICNOBAHUM st
JAHHBIX CPYIII JEKAPCTBEHHBIX MPENAPATOB, NOCKOJIBKY:

a) KOXKHBIE TOKPOBBI UIMEIOT CII0)KHOE aHATOMO-(U3NOJIOTHUECKOE CTPOCHUE U (DYHKITHH;

0) 3a00neBaHNs KOXKM W €€ TMPUJATKOB Pa3IMYyaloTCs IO BUIAM TEYCHHUS M CTEIICHH
HapymeHus 0apbepHOi QYHKIINH KOXKHU;

B) COCTOSIHME KOKU U €€ MPUJATKOB OTIMYAETCS y Pa3NUYHbIX JIIOJEH B 3aBUCUMOCTH OT
BO3pacTa, 10J1a U IPYTUX XapaKTEPUCTHK.

8. Hacrosimue TpeGoBaHus HE MPUMEHSIOTCSI:

a) B OTHOILLICHUU OMOJIOTMYECKUX JIEKAPCTBEHHBIX MPENapaToB;

0) B OTHOIICHUHU JICKAPCTBEHHBIX PACTUTENbHBIX NMPENApPaTOB;

B) B ClTy4asiX, KOrjia OMO3KBUBAIEHTHOCTh B OTHOIIEHUH 3()(HEKTUBHOCTH JIEKAPCTBEHHOTO
rpenapara MOATBEpPXkKAEHA NPU MOMOIIM KIMHUYECKMX HCCIEIOBAaHUN €ro TepaneBTHUYECKOU
SKBHUBAJIEHTHOCTH;

T) B clIy4asix, Korja JiekapcTBeHHas: (hopMa UM KaueCTBEHHBIM U KOJMYECTBEHHBIN COCTaB
HCCIIETyEMOr0 Ipernapara MU IIpernapaTa CpaBHEHHUS HE COBIAAAIOT WM HE SKBHBAJICHTHBHI B
COOTBETCTBHUH C MyHKTaMu 124—129 nacrosmux TpeGoBaHuUM.

9. UccnenoBanus 6MOSKBUBAIEHTHOCTH C YYaCTHEM JOOPOBOJIBIIEB, JOKHBI TPOBOIUTHCS
B cooTBercTBUU ¢ [lpaBuiiamMu Hamiexailed KIMHUYECKOW MpakTUKu EBpasuiickoro
SKOHOMHUYECKOI0 C€O0103a, yTBepkAcHHbIMU Pemennem CoBera EBpasuiickoit 3KOHOMHYECKOM
komuccuu oT 3 HosOpst 2016 1. Ne 79 (nanee — [IpaBuia KIMHUYECKON TPAKTUKH ).

10. MccnenoBanus SKBUBaJIGHTHOCTH KMHETUKH IIPOHUKHOBEHHUS B KOXKY YEJIOBEKA in Vitro,
OTIOpHBIE JUIsI 0JI0OpEHUs JIEKapCTBEHHOI'O IMpemnapara, SBISI0TCI 00BEKTOM MHCIEKTUPOBAHUS
YIOJHOMOYEHHBIM OpPraHOM TIOCYyAapCTBa — wWieHa EBpa3uiickoro 3KOHOMHYECKOIO COHO3a
(manee — rocyaapctBo-uieH, Coi03) U JTOJDKHBI MPOBOAMUTHCA B COOTBETCTBUM ¢ [IpaBuiamu
KJIMHUYECKOU IPAKTUKHU.

11. Pe3ynbpTarsl UcciieI0BAaHUN TIPUBOJATCS B PETUCTPALIMOHHOM JIOChE€ B COOTBETCTBUHM C
npwiokeHneM Ne 1 k [lpaBunaMm perucrpauy M 3KCHEPTU3bI JIEKAPCTBEHHBIX CPEIACTB AJIS
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MEIHUIIMHCKOTO TPUMEHEHUs, YTBepkAeHHbIM Pemenuem CoBera EBpa3uiickoil 5KOHOMHUYECKOM
Komuccuu ot 3 HostOpst 2016 1. Ne 78 (nanee — [IpaBuia peructpanyu u 3KCIEPTU3HI).

12. 3asBUTETH BIIpaBe OOPATUTHCS 32 HAYYHOH WIIM TTPEAPETUCTPAIIMOHHON KOHCYIbTAlUEH
B COOTBETCTBUM C MyHKTOM 26 [IpaBuil perucTpaiu u S3KCIepTU3bl B YIIOJTHOMOUYEHHBIE OpraHbl
roCy/1apCTB-4JICHOB.

I1. OGocHOBaHNE IKBHBAJCEHTHOCTH Ka4€eCTBA JIEKAPCTBEHHBIX NPenapaTos JJIs MECTHOIO
NPUMEHEHHS B PerHCTPAIMOHHOM /10Che I MOATBEePKIeHU MX OMOIKBHUBAJICHTHOCTH

13. s obocHOBaHMs BBIOOpa JIEKapCTBEHHOM (DOpMBI, COCTaBa M IIyTH BBEICHUS
JIEKapCTBEHHOT'O Mpernapara 3asiBUTENI0 HEOOXOIMMO OILICHUTh MOKa3aHUsl K MPUMEHEHHUIO 3TOTO
Ipenapara, LeJIeBYI0 MOMYJISLUI0 U MECTO JEMCTBUSI JIEKAPCTBEHHOIO IIpenapara.

14. IIpu o60ocHOBaHMHM BBHIOOpA MYTH BBEACHHS JIEKAPCTBEHHOTO Ipenapara HeoOXOoauMO
NPOaHATU3UPOBATh OCHOBHYIO  (yHKIHMIO ((PYHKUMH) TNPEANOIAraeMOro  BO3JICHCTBHS
JIEKapCTBEHHOI'0 TIpemapara u crnoco0 ero mnpuMmeHeHus. Ilpu mnpocrom HaHeceHUH
JICKapCTBEHHOTO TpenapaTa Ha MOBEPXHOCTb KOXKHM OMOJOCTYIHOCTh JCWCTBYIONIETO BEIECTBA
MOBBIIIACTCS IMyTEM BKJIIOYEHHS] B COCTaB JIEKQPCTBEHHOTO Mperapara BCIIOMOTaTelbHbIX
BEIIECTB (yCHJIUTENCH MPOHUKHOBEHUS), KOTOPbIE HM3MEHSIOT TEPMOIAMHAMUYECKHUE CBOMCTBA
NEHCTBYIONIEro BellecTBa (HampuMep, 3a CYeT W3MEHEHMsI €ro COJIOOMIM3AINH, CO3JAaHUS
NEPEHACHIIIEHHBIX PACTBOPOB, KOTOpble MOAUGMUUIUPYIOT AU (y3UI0 AEHCTBYIONIETO BEIIECTBA
yepe3 KOXKHbIE Oapbhepbl WM HApyHIAlOT (u3uosorndeckue (GyHKIMU Takux Oapwepon). [lpu
HAHECEHMH I10]] OKKJIIO3MOHHYIO MTOBSA3KY U cama Ma3eBasi OCHOBA, U €€ OT/I€JIbHbIE KOMIIOHEHTHI,
HampuMep YBIXHUTENIN U CMATUYUTEIHN, MOTYT BJIHMATH HA COCTOSIHUE U MMPOHULIAEMOCTh y4acTKa
KOXH, ITOAJIEXKAILEr0 BO3JEICTBHIO.

15. lleneBoit mpodwiib KadecTBa JIEKAPCTBEHHOTO TIpemapara TOJDKEH YUYWUTHIBAThH €ro
MPUEMIIEMOCTb I NALMEHTa, IPOCTOTY H3BJICUEHMS W3 KOHTEHHEpa M HAHECEHUs, TaKHe
ACTETUYECKHE CBOMCTBa He(acoBaHHOrO Mpemapara, KaK BHEIIHUNW BHJ, HAHOCUMOCTb
(HaMa3bIBAEMOCTD), OLIYIIIEHHE, MUKPOCTPYKTYpa, (PU3NUYECKHUE CBOICTBA, HCMApEHUE JIETYyUUX
BCIIOMOTAaTENbHBIX BELIECTB M OKKJIO3UIO, €CIM MPUMEHHUMO. YKa3aHHBIE AJIEMEHTHI HYKHO
OXapaKTepU30BaTh U, €CIIM HEOOXOIUMO, KOHTPOJIMPOBATh KAK KPUTHYHBIE ITOKA3aTENI KauecTBa.

16. JlekapcTBeHHYI0 (opMy U Crmocod TPOMU3BOACTBA JIEKAPCTBEHHOTO Ipernapara
HE00X0IMMO pa3palaThiBaTh C MCIOJB30BAaHHEM HMMEIOIIMXCS HAYYHBIX MEIWIUHCKUX 3HAHUM,
YCTaHOBJICHHBIX HAYYHBIX MPEANOCHUIOK U JOKa3aTeNlbCTB. ITOroBble XapaKTepUCTHKU KayecTBa
HEOOXOMMO ONpEAETATh Ha OCHOBAHWU HCCIEIOBAaHMS HECKOJIBKHUX CEpPUH JIEKapCTBEHHOTO
mpernapaTa, penpe3eHTaTUBHBIX MO OTHOIIEHUIO K MPOMBIIUICHHBIM CEpPHUSM JIEKapCTBEHHOIO
npernapara, mpeJHa3HaueHHBIM JUIsI BBITYCKa B OOpalleHue.

17. lns obGecrieueHrs TOCTOSIHHOTO KauyecTBa JIKAPCTBEHHOTO TIpenapara Ha MPOTsHKCHUH
€ro >KM3HEHHOI'O ITUKJIA TpeOyeTcsl yCTOWUMBBIN MPOU3BOJCTBEHHBIN Mporecc. JIekapcTBeHHBIE
mpenapaTsl, NPOU3BEJCHHbIE B COOTBETCTBUUM C YKa3aHHBIM B PETUCTPALIMOHHOM JI0ChE
IIPOLIECCOM MPOMBIIIEHHOTO IIPOU3BOCTBA, JOJKHBI UMETh TaKOE€ K€ KAa4eCTBO, KaK U CEepuu
JIEKapCTBEHHBIX MIPENapaToB, B OTHOIIEHUH KOTOPBIX MOJIYUYEHO JOKA3aTeIbCTBO 0€30MacCHOCTH U
3¢ (HEeKTHBHOCTH WIIM OMOAKBUBAJIEHTHOCTH.

18. lnss monaTBepKAeHUS CTaOMIBHOCTH JICKAPCTBEHHOTO TIpemapara Jjisi MECTHOTO
IIPUMEHEHHUSI €70 CEPUU NIPHU BBIIYCKE U B KOHIIE UX CPOKA FOJHOCTH (CpOKa XpaHEHMsI) TOJIKHBI
MMETh 3KBUBAJICHTHbIE (PU3NUECKHE, XUMUYECKHE U MUKPOOHUOJIOrHYeCKre MToKa3aTelll KayecTBa,
BKJTI0Yast (QYHKIIMOHAIBHBIE XapaKTEPUCTUKH in Vitro, eCIIU ONpaBIaHHO.

19. Crparerust KOHTPOJIS JOJKHA 00€CTIEYnBaTh COOTBETCTBUE JIEKAPCTBEHHOTO Mpernapara
LIEJI ero MpuMeHeHus u TpedoBanmsM Papmakonen EBpa3uiickoro 3KOHOMHYECKOTO CO03a,
yTBepkaeHHOo Pemenuem Komnerun EBpasmiickoli skOHOMHYECKOW Komuccuu OT 11 aBrycra
2020r. Ne 100 (manee — dapmakonest Coro3a), a IpuU OTCYTCTBUM B HEHl — TpeOOBaHHIM
(dapmakorieid rocygapcTB-uwieHoB. HemomHyro ¢apmareBTHYeCKy0 pa3pabOTKy WM KadeCTBO
JICKapCTBEHHOTO TIperapara HeE JOMyCKaeTcs OOOCHOBBIBATH OTCHUIKAMH K KIMHHYECKUM
UCCIIETOBAHUSIM.
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II1. O6ocHoBaHUMe OMOIKBUBAJIEHTHOCTH JIEKAPCTBEHHBIX MPENAapaToB 1Jisi MECTHOI0
NPUMEHEHHS B PeTHCTPALIMOHHOM /10Che

20. [TogTBepkieHne OWMOAKBUBAJICHTHOCTH HOBOTO HCCIEAYEMOTO JIEKapCTBEHHOTO
npenapara il MECTHOTO NPUMEHEHHUs [0 OTHOUIEHUIO K Mpernapary CpPaBHEHUS MOXET
noTpeOoBaThCs:

a) IpU TMOJa4ye OINPEICICHHBIX BUJIOB 3asBJICHUN Ha PErUCTpalMio (BOCIPOU3BEICHHBIC,
ruOpuaHble, KOMOWHUPOBAaHHBIE JIEKAPCTBEHHbIE IIpenaparbl), B KOTOPBIX HCIOJIb3YIOTCS
CBEJICHUS U3 PETUCTPAIIMOHHBIX J10ChE CYIIECTBYIOIINX JIEKAPCTBEHHBIX MPEMAPATOB;

0) B cioyyae BHECEHUs M3MEHEHMH B JICKAPCTBEHHBIM IMpemapaT BO  Bpems
(dapmarieBTHUECKOH pa3paOOTKM WM TIOCJIE€ €ro pPEerucTpanuu, KOTOpble MOTryT o0Jsiafarh
MOTEHIIMAJIbHO CYIIIECTBEHHBIM BIIMSHUEM Ha 0€301aCHOCTh, 3 ()PEKTUBHOCTH MU KAU€CTBO ATOTO
JIEKapCTBEHHOTO Tpernapara.

21.B cnydae ecium B PETUCTPAIlMOHHOM JIOChe O€30MacHOCTh U 3(PHEeKTUBHOCTH
JIEKAPCTBEHHOTO0  MperapaTa  MOATBEPXKIACHbl  HAYYHBIMM  MEAMIMHCKUMU  JTAHHBIMH,
MPUMEHUMOCTh O3THUX JAHHBIX HEOOXOJAMMO TMOATBEPAUTH CBS3YIOIMIMMH JaHHBIMH O
OMOAKBHBAJIEHTHOCTHU MCCIIEYEMOTO Tpernapara 1 mpernapara CpaBHEHHsI, OMIMCAHHOTO B HAYYHOH
MEIUIIMHCKOW  JuTepaType. ITO  OOyCJIOBIEHO  HENMPOTHO3UPYEMOW  BO3MOXKHOCTHIO
BO3HUKHOBEHHS pa3IMYMii Ha ypOBHE KauecTBa B COCTaBE JIEKAPCTBEHHOW (OPMBI
JIEKapCTBEHHOI'O TpernapaTa WM B ero (apMaleBTUKO-TEXHOJIOTMUECKUX IapaMeTpax,
MIPOU3BOJICTBEHHOM IPOLIECCE U MTYTH BBEIICHUS.

22. B OTHOLIEHUHU JIEKAPCTBEHHBIX MPENapaToB JJisi MECTHOIO NMPUMEHEHUS WU3MEHEHHUs B
COCTaBe JICKApPCTBEHHOH (OpMBI JICKAPCTBEHHOTO Tpenapara wWin ee (¢apMaieBTUKO-
TEXHOJIOTHYECKHX TapaMeTpax, B CcaMOW JIeKapCTBEHHOW ¢Qopme, MyTH BBEACHHUS WIH
MPOU3BOJICTBEHHOM TIPOIECCE MOTYT CYIIECTBEHHO BIHATH Ha 0Oe3omacHOCTh M (WJIH)
3¢ PEeKTUBHOCTh JIEKAPCTBEHHBIX TIpemaparoB. B 3TomM ciydae HEOOXOJMMO TMPOBEACHHUE
KJIMHUYECKUX HCCIEJIOBAaHUWA TEpaleBTUYECKOM SKBUBAJICHTHOCTH. JlomyckaeTcs Takxke
MCIOJIb30BaTh WM pa3paldaThiBaTh ajJbTEePHATUBHBIE MOIETU HCCIEA0OBAHUM.

23.3aMeHa KIMHUYECKMX [JAHHBIX B LEISIX YCTAHOBJEHMUS  TEpANEBTUYECKOU
SKBUBAJIEHTHOCTU JaHHBIMH, IMOJYYEHHBIMU Ha MOJENSAX MCCIENOBAaHUW in Vitro U in vivo,
JIOITyCKAeTCs TOJIBKO B CIy4asiX YCTAaHOBJICHHBIX pasfenamu V-IX Hacrosimux TpeboBaHMiA.

24. TlonTBepKA€HUA HSKBHBAJECHTHOCTH KAauyecTBa JIEKAPCTBEHHBIX MPEMapaToB IJIst
MECTHOTO TPUMEHEHHUsI OOBIYHO HEIOCTATOYHO, MJIs JIOKa3aTelbCTBA HX TEPareBTUYCCKOM
SKBUBAJIEHTHOCTU. B OTHOWIEHMM pacTBOpPOB (Hampumep, MO HaHECEHUS Ha KOXY),
TEpamneBTHUECKass JKBUBAJIEHTHOCTh MOXET OBITh JOKa3aHa TOJIBKO HA OCHOBaHUH
SKBHBAJIEHTHOCTHU KauyeCTBAa, UCKIIOUUTENIBHO B CIyyae €CiH CHoco0 MPUMEHEHUs U3y4yaeMoro
JIEKapCTBEHHOTO MperapaTa U Impernapara CpaBHEHUS OJJUH U TOT XKe.

25. DKBUBAJICHTHOCTh KAayeCTBAa MOXET OBITh YCTAHOBJIEHA C HCIOJIb30BAaHHWEM JIaHHBIX
COTIOCTABJICHUS C TIperaparoM CpaBHEHHUs (eciii 3TO OOOCHOBAHO 3asBUTENEM), MO TaKUM
MoKazaressiM, Kak: JieKapcTBeHHas (opMa, KaueCTBEHHBIM M KOJMYECTBEHHBIH COCTaB
JIEKapCTBEHHBIX TMPENapaToB, MUKPOCTPYKTypa W (U3NYECKUE CBOWCTBA, (DYHKIIMOHAIbHBIE
XapaKTePUCTHKHU JIEKapCTBEHHBIX MpEnaparoB, CIOco0 MX MPUMEHEHHMs (Janee — pacuIupeHHas
(dapmaiieBTHUECKast YKBUBAJIEHTHOCTB ).

26. DKBUBAJICHTHOCTh d(PPEKTUBHOCTH TPEOYET UCCIEIOBAaHUN CPABHUTEIHLHON KUHETUKH
MPOHUKHOBEHUST W HCCICNOBAaHUN (papMakoIMHAMHUKA C T[IpemapaToM CpaBHEHUS (eciu
npuMmenumo). [loaxonmsmumu  MeTronaMu A M3Y4YEHUS KUHETHKH I[POHUKHOBEHHUS
JIEKApCTBEHHOTO MperapaTa siBJIsSIOTCS:

OLICHKA ITPOHMKHOBEHHS JIEKAPCTBEHHOIO IIperapaTa B KOXKY YeJIOBEKa in Vitro;

OIICHKA COJIepKaHus JIEKAPCTBEHHOTO Tpernapara B 00pa3iax poroBoro cios, B3AThIX in Vivo
y 10OpOBOJIBIIEB (COCKOO JIMITKOM JICHTOM);

uccienoBanue papMakKOKMHETUYECKOW OMOIKBUBAICHTHOCTH;
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dbapMakoIMHAMHYECKUE  WCCICNOBAaHMSA, KOTOpbIE BKIIOYAIOT B ce0s  aHAIU3
BA30KOHCTPHKIIMU JUIsI KOPTUKOCTEPOHIOB in ViVO U UCCIIEIOBAHUS MUKPOOHOH JEKOJIOHU3AINH
in vivo B OTHOIIICHUH aHTHUCENTHKOB, IIPOBOAMMEIEC Ha TOOPOBOJIBIIAX.

Ecnu uccnenoBanys KWHETUKY POHUKHOBEHHS M (PapMaKOJMHAMUKY HE IPUMEHUMBI HITH
CUMTAIOTCS HEJOCTATOYHO TPEACKA3BIBAIONIMMU KIMHHYECKUH OTBET Ha JICKApCTBEHHBIN
npernapar, Kak mpaBuiio, NoTpeOyroTcs JaHHbIe KIMHUYECKOH 3(ppekTrBHOCTH.

27. DOKBUBAJICHTHOCTh B OTHOIICHUHM OE€30MAaCHOCTH M MECTHOW MEPEHOCHMOCTH MOXKET
ObITh 00OCHOBaHA TOTHOTOM HMH(OpMAIMKM O NEHCTBYIOIIEM BEHIECTBE M BBHIOOPOM XOPOIIO
W3BECTHBIX BCITIOMOTATEIILHBIX BEIIECTB.

28. buoseiiBep, OCHOBaHHBI Ha OHMOGMAPMAIEBTHUECKONW CHCTEME KIACCH(HUKAINM, B
OTHOIICHWH  WCCICNOBAaHUW  OKBHUBAJICHTHOCTH  KWHETHKH  TPOHHKHOBEHUS  WIIH
(apMakoIMHAMHUKH TPUMEHMM B CIy4asX HM3Y4EHHUs IMPOCTHIX MO COCTaBy U (hapMareBTHUKO-
TEXHOJIOTUYECKUM I1apaMeTpaM JIEKapCTBEHHBIX (OpM, TO €CcTh B CiydasxX, Korja Oynmer
JOCTaTOYHO JEMOHCTPAIMH SKBUBAJIEHTHOCTH KauyeCTBA.

29. IIpu pa3paboTKe MPOTOKOJIOB HCCIAEAOBAHUN IKBUBAJICHTHOCTH KOHKPETHBIX BHIOB
JICKApCTBEHHBIX IpenapaToB s MECTHOIO TPUMEHEHHUs CIEAyeT UCIONb30BaTh O00IIue
yKa3aHWsi, TPUBEACHHBIE B  HACTOSIMMUX TpeOOBaHHMAX, W  Pe3yJbTaThl  HAYYHOTO
KOHCYJIbTUPOBAHUS 3asiBUTENS (TP HEOOXOTUMOCTH).

IV. IlpeacraBiieHue JaHHBIX 0 KaYeCcTBe JIEKAPCTBEHHBIX MPENapaToB 1Jisi MECTHOI0
NPUMEHEHHS I MOATBEP:KIeHUsA NX OM0IKBUBAJIEHTHOCTH

1. Onucanue U COCTAB JIEKAPCTBEHHOI0 MPeNapaTa B perucTPannoHHOM 10Che

30. Heo0x0oauMo B perucTpaniioHHOM J0ChE MOAPOOHO OMHCATh COCTaB JEKAPCTBEHHOTO
npenapaTa U (pyHKIHK BCIIOMOTaTeNbHbIX BEIIECTB.

31. HaumeHoBaHMs BCTIOMOTATEIbHBIX BEIIECTB JOJDKHBI OHO3HAYHO MICHTH(PULIUPOBATH
Ka)KJ]0€ U3 BCIIOMOTraTeNIbHBIX BeulecTB. [lomyckaercss HCIOIb30BaTh:

PEKOMEHJIlyeMoe MEeXIAyHapoAHOEe HenmaTeHToBaHHOe HaumMmeHoBanue (MHH) wnum
MOAMGUIIMPOBAHHOE  MEXKIyHAapOJHOE  HAMaTeHTOBAaHHOE  HAaWMMEHOBAHHUE (MMHH)
BCIIOMOTATENIFHOTO BEIIECTBA, C YKa3aHHEM €ro cojeBod (OopMbl (eCiaM MPUMEHUMO) WM
cootBeTcTBYIOIIEH cTtaThb Papmakonen Coro3a a mpu OTCYTCTBHM B HEW — COOTBETCTBYIOIIUX
crareil papmakorieii rocyiapcTBa-usieHa;

TPUBHAIBHOE OOIICTIPUHATOE HAUMEHOBAHHUE BCIIOMOTATEeNIbHOTO BEIIECTBA;

XMMHUYECKOE HAMMEHOBAaHUE BCTIOMOTaTEIbHOTO BELIECTBA.

B uHbBIX ciyyasx HaMMEHOBaHHE BCIIOMOTATENbHOIO BEIIECTBA JIOJKHO OBITH 0OOCHOBAHO
3asBUTEIIEM.

32. Jlommyckaercsi, YTO0b HAaMMEHOBAHHE BCIIOMOTATEIILHOTO BEIIECTBA BKIIOUYATIO B ceOs
KJIacC YUCTOTHI M (MJIM) KOMMepYecKkoe (TOproBoe) HauMEHOBAaHUE, €CIH 3TO Tpedyercs i
CTaOWJIBbHOW  BOCIPOM3BOAMMOCTH  INPOU3BOJCTBEHHOTO  Ipolecca  (TEXHOJIOTHYEeCKOU
BOCIIPOU3BOJMMOCTH) M KaUYeCTBA POIYKTA.

33. Heob6xoauMo 4YeTKO yKa3aTh MHOTO(DYHKIIMOHAIBHBIA BKJIAJ BCIIOMOTAaTEIIBHOTO
BEIIECTBA BHOCUMBIH B COCTaB, CTPYKTYpY M Ha3Hau€HHE JIEKAPCTBEHHOTO TpenapaTa (Harpumep,
MPOIMUJICHIJINKOJb JIEHCTBYET B KaueCTBE BIIAaroyAep KUBaTells, CONMIOOMIN3aTOpa U yCUITUTENs
MIPOHUKAIOIIEH CIIOCOOHOCTH).

34.B wundopmamuu 0 JIeKapCTBEHHOM Tmpemapare (B OOmIell  XapaKkTEepUCTHUKE
JICKQpCTBEHHOTO TMpermapara ¥ MHCTPYKIMM 1O MEAUIUHCKOMY MpPUMEHEHHIO (JIMCTKe-
BKJIQJIBIIIE)) HEOOXOIMMO YKa3aTh HAHOCUMYIO JI03Y JIEKAPCTBEHHOTO Tpemnapara (BhIpaKeHHYIO
B Macce JCHWCTBYIOIIETO BEeIIECTBA HAHOCUMOW Ha €IUHUILY TUIONIAId TOBEPXHOCTH MU 00JIaCTH
MOpaXXEHUs) U MAaKCUMaJIbHYIO CYTOYHYIO J103Y.

35. HeoOxoauMo omucaTh NEPBUYHYIO YHAKOBKY M (€CiIM HEOOXOIMMO) BTOPHYHYIO
YHOAKOBKY WJIM Jpyrue MaTepuaibl JU00 KOMIIOHEHTHI YMAaKOBKH JIEKAPCTBEHHOIO IperapaTa,
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€CITH OHM SIBIISTIOTCSI KpUTHYHBIMH JUISI 00ECTIEYCHUsI CTa0MIILHOCTH JICKAPCTBEHHOTO Iperapara
WJIH CTI0cO0a ero MPUMEHEHHSI.

2. @apmaneBTHYeCKas pa3padoTKa (pa3aesl perucTpauoHHOro pocoe 3.2.P.2)

36. JlaHHBI pazaen perucTpaioHHOTO J1I0Che TOJDKEH ColepKaTh HAyYHO 00OCHOBaHHBIE
TaHHBIC B OTHOIICHWH IUTAHUPYEMOTO IMPUMEHEHUS JIEKapCTBEHHOTO TIperapaTa U CBSI3U MEXKIY
TaKUM TPUMEHEHHEM M IPOIECCOM pPa3pabOTKU JIEKapCTBEHHOrO mpenapara. Bce paHHbie B
YKa3aHHOM pas3Jielieé PErHCTPAIlMOHHOTO JIOChE JOJDKHBI MOATBEP)KIAThCS MEPBOMCTOUYHMKAMHU
HAY4YHBIX (hapMaIeBTHYECKUX (MEAMLIMHCKUX) MyONUKAIMA WM pe3ylbTaTaMd COOCTBEHHBIX
HUCCIIETOBAHUN.

OlecneueHune TepaneBTUYECKHX 1eJIeil IPUMEHEHUs JIEKAPCTBEHHOI 0 Mpenapara npu ero
dapmaneBTrueckoi pazpadoTke

37. leneBoil mpouiab KayecTBa JIGKAPCTBEHHOT'O IIperapara JO0JDKEH COOTBETCTBOBATH
IUTAHUPYEMbIM TEPaNeBTUYECKUM LIETSIM €ro NMpUMEeHeHHs (Ha3HaueHHus), a TakKe MO3BOJIATH
JOCTUTHYTh 3THX LieJIel B mpolecce (hapManeBTUHIEeCKO pa3padoTKH.

38. [lpumenenne mnpu (¢dapManeBTUUECKOW pa3paboTKe JIEKapCTBEHHOrO Ipemapara
NAIMEeHTOOPUEHTHPOBAHHOTO MOIX0Aa IPEYyCMaTPUBACT:

a) aHaIM3 TMOKa3aHHWd K IPUMEHEHHUIO JIEKAPCTBEHHOr'O Ipenapara M IMaTOJOTHYECKOTro
COCTOSIHUS KOXKH, ITPH KOTOPOM IIAHUPYETCS IPUMEHEHHE JICKapCTBEHHOTO Mpernapara;

0) oOecrieueHre COOTBETCTBHS JICKAPCTBEHHON (OpMBI W €€ cocTaBa (KOMITO3HIIHH)
BO3PACTY LIEJIEBOM I'PYMIIbI MAIUEHTOB,;

B) 0O€cCIieueHne MPUTOJTHOCTH JIEKAPCTBEHHOW (DOPMBI JIEKAPCTBEHHOTO Tperapara s
MIPUMECHECHHUS MAllUEHTaMH,

T') BBIOOp ONTHMAJIBLHOTO CITOc00a HAaHECEHHMsI JICKAPCTBEHHOTO TIpenapara u o0ecredeHue
y100cTBa MPUMEHEHUS;

1) OIpeesieHrne ONTUMaIbHOTO MEeCTa HAHECEHHU S JIEKapCTBEHHOTO Mpernapara;

e) obecrieueHre 3(P(PEKTUBHOCTH C TOYKHM 3pEHHS JO3HPOBKH M PEXKHUMA JTO3UPOBAHHS
JIEKapCTBEHHOI'O IIpernapara;

k) o0ecrieyeHne ONTUMAILHOM PacTBOPEHHOCTH JICHCTBYIOIIETO BEIIECTBA, a TaKXkKe
YCHUJICHUS €r0 OMOJIOCTYIMHOCTH U (MJIM ) MPOHUKAOIIEH CIIOCOOHOCTH;

3) obecriedeHre ONTUMAIBHBIX CMATYAIOIINX CBOMCTB JIGKAPCTBEHHOTO MIpEnapara;

1) obOecrieueHrne OE30MaCHOCTH JICKAPCTBEHHOTO Ipernapara ¢ TOYKU 3pEHUs TOKCHYHOCTH
BXOJSIIMX B €ro COCTaB WHIPEIUEHTOB, MPUCYTCTBYIOIIMX B HEM INpUMeced, IMmokaszaTesei
MUKpPOOHOJIOrMYECKOTO KauecTBa M IoKa3aTeleld KadecTBa, OINpeAessiomuX (U3NYECKYI0 U
XMUMUYECKYIO CTAOMIIBHOCTB;

K) BBIOOp KpPUTHYHBIX  T[IOKa3aTejell  KauyecTBa U OOCCIEYCHHE  COOTBETCTBHS
JICKApCTBEHHOTO TpenapaTta (apMakoneidHbIM TpeOOBaHUSAM M TpPeOOBaHHSIM aKTOB OPIaHOB
Cotro3a B chepe obparteHus JIEKapCTBEHHBIX CPEJICTB.

39. Ilpu dapmarieBTHYECKON pa3pabOTKe HEOOXOIUMO yKa3aTh OJHO U3 CIEAYIOIIUX MECT
NeCTBUS JIEKAPCTBEHHOTO MIpernapara:

a) MOBEPXHOCTb KOXKH;

0) Touma KoXu (POroBOM CJIOM, STTUSPMUC WIIH JIEpMa) WK TTOAKOKHO;

B) IPUJIEKALUE TKAaHU HUYKE KOXKU (PETMOHAPHBIE TKAHU ).

40. Heo6xomumMo OOBSICHUTh MEXaHM3M M KHHETHUKY NPOHHUKHOBEHUS JEUCTBYIOIIETO
BEIIECTBA K MECTY JAeicTBus. J{oJKHBI OBITH OMUCAHBI (€CIKM MPUMEHUMO) CIOCO0 HaHECEHUs,
COCTOSIHME JIEHCTBYIOIIErO BEIIECTBA B PACTBOPE, PACTBOPEHHE, BEICBOOOXKICHHE U3 MIpernapaTa u
magdy3us  uyepe3  KOXKY ~ 4YeJIoBeKa  (HampuMep, B OTHOLIGHMM  HECTEPOUIHBIX
MIPOTUBOBOCTIAJIUTENIbHBIX JIEKAPCTBEHHBIX MIPENapaToB B (hOpMe KPEMOB).
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41. B oTaenbHBIX cilydasx (HanmpuMep, B OTHOLIEHUH PAacCTBOPOB KOXKHBIX AHTHUCENTHUKOB)
BMECTO HH(OpManuu, ykazaHHoW B mnyHkre 40 Hacroammx TpeGoBanmii, aOMycKaeTcs
IIPEICTaBICHUE JaHHBIX TOJIBKO O ITyTH BBEICHMS.

42. HeoOxoguMo 00OCHOBaTh BKJIIOYEHHE B COCTaB JIGKAPCTBEHHOTO Iperapara
BCIIOMOTATENIbHBIX BEIIECTB Ui MOBBILIEHUS OMOJOCTYNHOCTU WM CMATYAIOLIMX CBOMCTB U
BBIOOp BHJIa JIEKAPCTBEHHOM (hOpMBI (HarIpuMep, BOIHBIN Tejlb, KPEM, Ma3b).

43. HeoOxoammMo poaHaIM3UPOBATh U OMUCATh MPOMOPIIMOHATIBFHOCTh Pa3HBIX JO3UPOBOK
(mpy MX HaIW4YMM) B JIMHEHKE JO3MPOBOK JICKAPCTBEHHOTO Nperapata M O0OCHOBAaTh WX
HEO0XOINMOCTb.

44. Paznen peructpaunoHHoro aoceke 3.2.P.2 nomkeH colepkaTh NEPEKPECTHBIE CCHUIKU Ha
COOTBETCTBYIOLIME pa3Aeibl MOIYJIEH 4 U 5 PEerucTpallMoOHHOrO JA0ChE, B KOTOPBIX COJAEPIKATCS
pe3yabTaThl JOKIMHUYECKHMX M KIMHUYECKHX HCCIIEIOBAaHUM, OOOCHOBBIBAIOIINE CBEICHHS
JAHHOTO pas3zena.

3. AkTuBHas GpapmManeBTHUYecKas cyOcTaHIus (pa3aes perucTPAMOHHOIO 10Che
3.2.P.2.1.1)

45. HeoOxoauMo uACHTU(UIIMPOBATH U MPEICTABUTh aHATIHN3 (PU3UKO-XUMHUECKUX CBOHCTB
aKTHBHOW (hapMaleBTUUECKON CyOCTaHIIMHM, BaXXKHBIX A OMOIOCTYIHOCTH, INPOU3BOJICTBA,
peammzanuu 3ddexkra u cTaOMIBHOCTH JIEKApCTBEHHOTO Ipenapara. OTH CBOMCTBA MOTYT
BKJIIOYATh B c€0s MOJEKYJSIPHYIO Maccy, KO3hOUITMEHT pa3eieHus], TOUKY IJIaBICHUS (TOUKY
KUIIEHUs (eClM MpUMEHUMO)), pKa, 4yBCTBUTENBHOCTh K CBETY, BO3AYXy WM Bjare, MyTbh
Jerpajialiii, pacTBOPHUMOCTh M BiusHHE pH, a Takxke pa3mep yacTUIl U MOIUMOP(U3M, €CIu
JICWCTBYIOIIEE BEIECTBO IMPEICTABICHO B JIGKAPCTBEHHOM IIpernapare B TBEPAOM COCTOSHUH.
Kputnunsle mokaszareny KadecTBa HEOOXOOUMO HWACHTH(UIMPOBATh M KOHTPOJIHPOBATH B
crnienr(UKaui Ha aKTUBHYIO (hapMaIleBTHUECKYIO CyOCTaHIIUIO.

4. BcmoMorareJibHbIE BelllecTBa (pa3jes perucTpauuoHHoro aocoe 3.2.P.2.1.2)

46. BcnomoraTenbHbIe BEIIECTBA, HCIOJIb3yEMbIE B JICKAPCTBEHHBIX IMpernaparax Jjis
MECTHOTO TMPUMEHEHHs, 4YacTO NpPOSBISIOT W3MEHUMBOCTh (HalpUMep, B OTHOIICHUU
TOMOJIOTHUYECKOT'0 COCTaBa yrieBOAOPOAHBIX LIENEl, CTETIEHN HEHACHIIIIEHHOCTH, MOJIEKYJISIPHOM
Macchl, oauMop(du3mMa) B 3aBUCUMOCTH OT CEpUM U UCTOYHHMKA UX MOJyYeHHUs. DTO B CBOIO
ouepenb TPUBOAUT K HEMPEIBHUICHHOW BapraOEIbHOCTH B PEOJIOTUYECKUX CBOMCTBAX,
MUKpPOCTPYKTYpe U (U3UYECKUX CBOMCTBAX MPOJYKTa, KPUCTAIM3ALUHN JEHCTBYIOIIETO
BEIIECTBA WU JAPYTrOr0 HHTPEINEHTA, CTAOMIBHOCTH WU OUOTOCTYITHOCTH.

47. Bapna0OenbHOCTh B 3aBUCHUMOCTH OT CEpUU U MCTOYHMKA BCIIOMOTAaTENbHBIX BEIECTB
HE00XO0IMMO paccMaTpUBaTh U YCTPAHATH BO BpeMs pa3pabOTKu.

48. Be1OOp KaxI0TO BCIIOMOTATEILHOTO BEIIECTBA M €r0 KOJIMYECTBO, a TAKXKE BBHIOOD
MPUMEHUMBIX KPUTHUHBIX ITOKa3aTeleil kauecTBa HE0OX0IMMO TPOAHATU3UPOBATH U 00OCHOBATD,
OCHOBBIBasICh Ha €r0 GyHKIHNH (PYHKIUAX ), BKIIOYash QYHKIIMIO CMATYCHUS (€CIIM TPUMEHUMO ).

49. HeoOxoamMoO  yKaszaTh KJIACC YHCTOTHI  BCIIOMOTATENBLHOTO  BEIIECTBA, €CIU
OMOJOCTYMHOCTh JIEHCTBYIOIIETO BEIIECTBA, BOCIPOU3BOAMMOCTH IIpolecca MPOU3BOJCTBA
JIEKApCTBEHHOr0 Tpernapara U (WiIM) €ro KauecTBO M3MEHSIIOTCA MPU HMCIOJb30BAaHUU JPYTUX
KJIACCOB YMCTOTHI BCIIOMOTATEIbHOIO BEILIECTBA.

50. B cneuun¢ukanun He00X0IMMO BKIIOUUTh KOHTPOJIb KPUTUYHBIX IIOKa3aTeNIel KauyecTBa
BCIIOMOTaTeNIbHbIX BemecTB. Kpurepuil nmpuemMiaeMocTH Uil TaKUX KPUTHUYHBIX IOKa3aTenei
KauecTBa JI0JDKEH OBITh 000CHOBaH B paznene 3.2.P.4 Mmoayns 3 perucTparnoHHOTO JOChE.

51. Heob6xoaumo mpeACcTaBUTh TMOAPOOHBIE CBEICHHS O BCIIOMOTATENbHBIX BEIIECTBAX
(HampuMep COMFOUIN3aTOpe, YCUIUTENE MPOHUKHOBEHHMS ), KOTOPhIE MOTYT OKa3bIBaTh BIUSHUE
Ha MPOHMKAIOUIYIO CIMOCOOHOCTh M OMOJOCTYMHOCTH JIEHCTBYIOIIETO BELIECTBA, BKIIOYAs MX
CHOCOOHOCTh  BBINIOJNHSTH IUIAHUPYEMYIO (YHKIHIO ¥ BBIIOJHATH €€ Ha MPOTSHKEHUU
IUTAHUPYEMOT'0 CPOKa TOJJHOCTH (CpOKa XpaHEeHHs) JIeKapCTBEHHOTO Mpernapara.
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52.B OTHOIIEHMH BCTIOMOTAaTEIBHBIX BEIIECTB, NPEICTABIAIONIMX COOOW CMeCh
COCMHEHM, HEOOXOMMO MPEACTABUTH CBEACHHS O KAYECTBEHHOM M KOJIMYECTBEHHOM COCTaBE
BCIIOMOTaTEJIbHBIX BEIIECTB M 0XapaKTEPU30BaTh TU BCIIOMOTATEIbHBIC BEIIECTBA, BKIIOUAs MX
pEoNOTHYECKe CBOMCTBA (€CITH OMPaBIaHHO).

53. B OTHOIICHNN HOBBIX BCIIOMOTATEIBHBIX BEIIECTB HEOOXOAMMO MPEICTABUTH IMOJHBIC
CBEJICHUSI O MPOU3BOJICTBE, YCTAHOBJIEHUU XAPAKTEPUCTUK M KOHTPOJE C MEPEKPECTHBIMU
CCHUIKAMHU Ha 00OCHOBBIBAIOIINE TAaHHBIE O 0€30IIaCHOCTH.

54. B OTHOLIEHWH BCIOMOTAaTEIbHBIX BEIIECTB JICKAPCTBEHHOTO IMpemnapara, TaKKe
HCIIOIB3YEMBIX B Map()rOMEPHO-KOCMETHYECKON MPOIYKIIMU, CIEAyeT MPEACTaBUTh IaHHBIC
(cBemeHus) O TOM, 4YTO TNPUMEHEHHE TaKUX BEHIECTB B JICKAPCTBEHHOM IMIpemapare He
MPOTHBOPEUYUT TPEOOBAHUSM, YCTAHOBJIEHHBIM B TMPWIOKEHUSIX Ne2-5 TEXHHYECKOTro
pernamenTa TaMmokeHHOTO coro3a «O 6e30macHOCTH mapPrOMEPHO-KOCMETUYECKON MPOTYKIIAM
(TP TC 009/2011).

55. Heo6xoaumo naeHTU(UIIMPOBATH U OMMHMCATh TEXHOJIOTHYECKUE JOOABKH.

56. Ecmu HEKoTOpbIe BCIOMOTATEIbHBIC BEIIECTBA, HCIOJB3YEMBbIE B JICKAPCTBEHHBIX
mpemapaTax s MECTHOTO NPHUMEHEHHs, CIOCOOHBI BBI3BIBATH pa3lIpaKEHUE WM PEaKInH
MOBBIIICHHOW YYyBCTBUTEIBHOCTH, W WX 110 BO3MOXXHOCTH CJEAYeT WCKIIOYUTh WIH
MUHUMHU3HPOBATh WX MPUMEHEHHE B CIIy4ae HEBO3MOXKHOCTH IOJIHOTO HCKIIIOUEHUS TIpU
pazpaboTke HOBOro mpoxaykrta. CBeneHHS O BO3MOXXHOM HEKEJIATCIIbHOM BO3JICHCTBUHU
BCIIOMOTATENbHBIX BEIIECTB MpHBeAeHbI B pmiokeHuu Ne 1 k TpeGoBaHHSIM K UHCTPYKIUU TIO
MEIUIIMHCKOMY TPUMEHEHHIO JICKAPCTBEHHOTO TMpernapaTta W OOmeld XapaKTepUCTUKE
JIEKapCTBEHHOT'O Mpenapara Jyisi MEIUIIMHCKOTO MPUMEHEH U, yTBep kK IeHHbIM Pemennem CoBeta
EBpaswmiickoit sxoHOMUYEeCcKO KoMuccuu ot 3 Hosiopst 2016 . Ne 88.

5. PazpaGoTka roroBoii JiekapcTBeHHOI ()OpMbI (pPa3es perucTpaiMoOHHOIO0 10Che
3.2.P.2.2.1)

57. Pa3paboTKy JEeKapCTBEHHOTO IMpermapaTa HEOOXOJUMO OIUCHIBATH C TOYKH 3PEHUS
LeJIeBOro mpoduis KadecTBa JICKAPCTBEHHOIO Ipernapara, MCHOdb3ysS  HOJIXOJSIINE
WCCIICTIOBAHUS ISl XapaKTEPUCTHKU U KOHTPOJII KPUTHYHBIX IMOKa3aTeNel kauecTBa, (pakTopos,
BIIUSIIOLIUX Ha MIPOCTOTY U MPOJOJKUTEIBHOCTh IPUMEHEHUS, a TAK)Ke Ha TIOBE/IEHUE Iperapara
(HampuMep pacTBOpPEHHE, BBICBOOOXKIEHME JEHCTBYIOIIErO BewlecTBa in Vvitro u (ecnu
MPUMEHUMO), TMPOHUKHOBEHUE B KOXKY in Vifro (B COOTBETCTBHHM C METOAMKAMHU COTJIACHO
npunoxenusM Nel wu  2). HeoOxomumMo TpeaoCTaBUTh JOKa3aTENbCTBO —MPUTOJHOCTH
UCIOJIb3YEMBIX ~METOAMK HCCIEAOBaHWW M  KPUTEPUEB MPHUEMIIEMOCTH JJs  OLEHKHU
JIEKapCTBEHHOTO Tpernapara.

58. CocTOosIHUE W CTENEHb HACHIICHHUS JEUCTBYIOIIETO BEIIECTBA B JIEKAPCTBEHHOM
npemapare (HampuMep, B paCTBOPEHHOM BHUJIE MU B BUJIE CYCIICH3HH), SBJISIOTCS KPUTHYHBIMU
MOKa3aTeJsIMU Ka4eCcTBa, KOTOPhIe HEOOX0MMO 00OCHOBBIBATH ¢ TOUKH 3peHUS 3P (HEKTUBHOCTH
1 0€30MMacHOCTH JIEKApPCTBEHHOTO Tpernapara, MOJKPEIUiss JoKa3aTeIbCTBOM TOTO, KaK IEJIeBOe
COCTOSIHME JIEHCTBYIOIIETO BEIIECTBA IOCTUTAETCs B MPOIIecce MPOU3BOJICTBA U MOAIEPKUBACTCS
BO BpeMsi XpaHEHUS JIEKAPCTBEHHOTO IIpenapara.

59. HeoO6xoauMO OILIGHUTh PHCKH OCAXACHHS, POCTa pa3Mepa YacTHIl, H3MEHCHHS
KPUCTAJUTMYECKOTO COCTOSIHUS UITM U3MEHEHUS IPYTUX XapaKTEPUCTUK JICUCTBYIOIIETO BEIIECTBRA,
KOTOpbI€ BOZHUKAIOT B CBSI3U C U3MEHEHHEM TEMIIEPaTyphl WU MPU XPAaHEHUH U MOTYT MOBJIUATH
Ha OMOJOCTYNMHOCTH 3TOT0 JEHCTBYIOIIETO BEHIECTBA, a TAKXKE MPOBECTH COOTBETCTBYIOIIHE
UCIBITaHUS B PaMKaX HUCCIIEI0OBaHUS CTA0MIbHOCTH.

60. HeoOxomuMo mpoaHATU3UpOBaTh JOCTAaBKY JCWCTBYIONIETO BEIIECTBA K MECTY
neiictBus. MOXHO HUCHOJB30BaTh PACTBOPUTENIM M YCHUIIUTENH, YTOOBI CIOCOOCTBOBATh €ro
MIPOHUKHOBEHUIO Yepe3 pa3HbIe CIION KOXHU. Ma3u MOTyT (DyHKIIMOHHPOBATH, CO3/1aBast KOKHYIO
OKKJIIO3MIO, U TEM CaMbIM O0Jierdasi IPOHUKHOBEHUE. ['palueHT KOHLIEHTpalHui JeiCTBYIONIEro
BEILIECTBA MEXIY JIEKAPCTBEHHBIM IMpPENnapaToM U MECTOM JIEUCTBHS SBIISIETCS JBHXKYIICH CUIION
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MIPOHUKHOBEHUS, MOATOMY JOCTHKEHUE HACBHIIEHHOTO COCTOSHUS JIEHCTBYIOIIETO BEIIECTBAa B
JIEKapCTBEHHOM TIperapaTe MOXKeT OBbITh TPUHIIUITUATHHO BaXKHBIM.

61. HeoOxomumMo TpoaHANIM3UPOBATh MPUEMJIEMOCTh JIJIi  TAaIMeHTa ©  yJ00CTBO
MPUMEHECHHS JICKQPCTBEHHOTO TMpermapaTta (Hampumep, MPOCTOTY MPHUMEHEHHUs, HAHOCUMOCTh
(HamMa3pIBa€MOCTh)), KOTOpas MOXXET OBITh BakHA B cCllydae HEOOXOAMMOCTH HaHECEHUS
OIpEeJICIEHHON J103bl Ha OIpPENEeNICHHYIO0 IUIOIAJAb MOBEPXHOCTH, a TAKXKe OILIYUICHUs IOCIie
HaHECEHHUsI (CYyXOCTh WUJIU «GKUPHOCTHY).

62. Cnenyer  ykasatb (ecn IPUMEHHUMO) (bapMaIeBTHKO-TEXHOJIOTHUECKYIO
XapaKTEPUCTUKY JIEKapCTBEHHOW (opmbl (Hampumep, ruapodoOHas Maszb (YrIeBOJOPOIHAS
OCHOBa, abcopOupyrolasi OCHOBA), BOJAHO-IMYJICHOHHAS Ma3b, TUAPO(PUIbHAS Ma3b).

63. HeoOxoauMo TIpeACTaBUTh CBEIACHUS O MHUKPOCTPYKTYpe M (DU3UYECKHUX CBOMCTBAX
JIEKapCTBEHHOTO TIperapara ¢ y4eTOM KPUTUYHON BAKHOCTH ITHX IMOKa3aTeNed isi MATKUX
JIEKapCTBEHHBIX (OpPM U omHcaTh (0XapaKTepHU30BaTh) MEXAaHU3MbI, OTBETCTBEHHBIE 3a UX
¢dopmHupoBaHHEe B Tpolecce IPOU3BOACTBA (HAapUMEp, BCIEACTBHE B3aWMOJICHCTBUA
BCIIOMOTaTeNbHbBIX BELIECTB, U3MEHYMBOCTU IOKa3aTelel KauyecTBa OT CEpUU K CEpUH U MpuU
MacmTaOupoBaHUM), YTOOBI MPOLECC MPOM3BOJACTBA MOXKHO OBUIO ONTHUMHU3HUPOBATH IS
MOJIy4YEHHUS MTPOJYKTA C HOCTOSTHHBIM KaYeCTBOM.

64. HeoOxonuMo mpoaHamM3UpoOBaTh C KPUTHYECKOM TOYKM 3pEHUS H3MEHEHHE
XapaKTEePUCTHK JIEKAPCTBEHHOTO Mpenapara JJisi MeCTHOI'O TPUMEHEHHUS 10oclie ero HaHeceHus. B
YaCTHOCTH, B T€X CiIyd4asX, KOTJa HCIapeHHe JETYyYUX PACTBOPHUTENEH M BCIIOMOTATEIIbHBIX
BEUIECTB WM JIpyrue SBICHHUs HEoOXOoAUMBbI g 3(PPEeKTUBHON MOCTaBKU JEHCTBYIOIIETO
BEILECTBA K MECTY JEHCTBHUS.

65. Heobxonumo monpoOHO omucaTh CcocTaB W (papMareBTUKO-TEXHOJOTUYECKHE
napaMeTpsl JICKaPCTBEHHON (YOPMBI ISl KIIMHUYECKUX UCCIICIOBAHUIA U CEPUH, UCTIONB30BAHHBIC
B CpaBHUTEJIBHBIX HccienoBaHusx. HeoOxoammo oOocHOBaTh t0Oble pa3ivuus B COCTaBe,
(hapMaIeBTUKO-TEXHOIOTHUECKUX napamerpax, mporeccax IPOM3BOJICTBA MEXKITY
JIEKapCTBEHHBIMU (OpMaMU JIEKapCTBEHHOI'O TMpernapara, HCIOJb30BAHHBIMH B  OMOPHBIX
KIIMHUYECKUX HMCCIEAOBAHUSAX, U JIEKAPCTBEHHBIM MPENapaToM, 3asBICHHBIM Ha PETUCTPALIUIO.
HeoOxonumo mpencTaBuTh  pe3ysibTaThl CPAaBHUTENBHBIX  HMCCIEAOBAHUNA  pacHIMpPEHHON
(bapMareBTHUeCKON SKBUBAIIEHTHOCTH, UCCIICIOBAHMM in Vitro WIH in Vivo.

66. [locne  ompeneneHuss  cocraBa  JIEKQpCTBEHHOTO  Iperapara  HAYMHAETCA
MacHITabupoBaHWE TMpollecca MPOU3BOJACTBA, H  HEOOXOAMMO  HICHTU(DUIUPOBATH U
KOHTPOJIMPOBATh KPUTUYHBIE TapaMeTPhbl IIpolecca.

67.Bo Bpems MmacmTaOUpoOBaHMs Ipoliecca IPOM3BOJCTBA JIOMYCKACTCS BHOCHUTH
HEOOXOIUMBIE KOPPEKTUPOBKHU, YTOOBI TOOMTHCS CTAOMIBHOTO MPOM3BOJCTBA MPOMBIIIJICHHBIX
cepuil JICKapCTBEHHOTO TIperapara M ONTHUMH3UPOBATh TMPOLECC TPOU3BOACTBA. Takue
KOPPEKTUPOBKU MOTYT MPEJICTaBISTh COO0M M3MEHEHHSI B COCTaBe JIEKapCTBEHHOIO IperapaTa,
IIPOU3BO/ICTBEHHBIX Mpolieccax, 000pyI0OBaHUN WU W3MEHEHHs TPOM3BOJICTBEHHOM IUIOIIAIKH.
B HekoTophIX citydasx HE0OX0AUMO OLIEHUBATh MOTEHIIHAIBHOE BIMAHNE YKa3aHHBIX U3MEHEHH
Ha (YHKIMH JIEKapCTBEHHOIO Mperapara (HampuMmep, B OTHOIICHHH OWOJOCTYIMHOCTH WU
ya00cTBa MPUMEHEHHS ).

68. HeoOxoauMo mpeacTaBUTh MOATBEP)KACHHE COOTBETCTBUS JICKAPCTBEHHON (hOPMBI JIs
MECTHOTO TpuMeHeHHus1 TpeOoBaHusiM @apmakomnen Coro3za, a TpU OTCYTCTBUM B HEH —
TpeOOBaHUsAM (hapMaKoIel ToCyJapCTB-YICHOB.

69. Heo6xoaumo AeTaIbHO TPOAHATTM3UPOBATH CBA3b MEXTY IIEJIEBBIM PO HIEM KauecTBa
JIEKapCTBEHHOTO TIperapara, KPUTHYHBIMH TOKAa3aTesIMH KadecTBa W crenudukanueid Ha
JIEKapCTBEHHBIN IIpenapar.

70. Eciu ocHOBa JIEKapCTBEHHOTO Ipenapara COJCPKHUT BOCIUIAMEHSIIOIIUECS JIeTy4YHue
pacTBopuTeNn (HAapUMEpP, HW3OMPONUIOBBIA CHUPT M OSTAaHOJ), HEOOXOIUMO OMPEICTUTh
TEMIIEPATypy BCHBIIIKA W BKIIOYUTH COOTBETCTBYIOIIUE MPEJOCTEPEKEHUST B MHPOPMAIUIO O
JIEKapCTBEHHOM Tpemnapare. [l ompeneneHds TeMIEpaTypbl BCHBIIIKKA JOMYCKAaeTCs
MCIOJIb30BaTh METOJIMKHU C MpuMeHeHueM npudopa [lencku-MapTenca ¢ 3aKphIThIM THTIIEM.
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71. JlekapcTBeHHBIE TIpemapatbl ¢ TMapaUHOBOW OCHOBOM camMu Mo cebe He
BOCIINIaMCHSAACMBI, OIHAKO IIpU UX TMOMNaJaHWU Ha OACKAY, IMOCTCIbHOC 66.]1]:6 UIIN ITOBA3KU
MaTepuaid TKaHU sBiseTcs ¢urtuiaeMm, a mnapaduH — TroproyuM BemiecTBOM. [l Takux
JICKApCTBCHHBIX IIPCIIapaTOB HGOGXOI[I/IMO OLCHUTHL PHUCKU [Jid MalMCHTA W BKJIIOYHTH
COOTBETCTBYIOIIKE IPEIOCTEPEKEHNS B MH(OPMALIHIO O JIEKApCTBEHHOM Tpernapare.

6. YcTraHoB/IeHHEe XapaKTEePUCTHK JIEKAPCTBEHHOT0 Mpenapara

72. Heo6X0AMMO BBINOJIHUTD JETATM3UPOBAHHYIO OIICHKY XapaKTEpUCTHUK JIEKapCTBEHHOTO
npemapara, 4ToObl 00ECTICYUTh BO3MOXXHOCTh BHECCHUSI M3MEHEHHI B JICKAPCTBEHHBIN Mpernapar
IpU YOPaBIEHUU €ro >KU3HEHHBIM IUKJIOM U OOOCHOBaTh COXpaHEHHE SKBUBAJICHTHOCTU
npenapary CpaBHEHUS.

73. Jlanapie 00 yCTAaHOBJICHHHM XapaKTEPUCTHK JOJDKHBI OBITh  IMOJYYEHBI OT
PENPE3EHTATUBHOIO 4uClla cepuil (Kak MUHUMYM 3), C y4€TOM BEpOSTHONW H3MEHUYHMBOCTH,
OTMEYaEeMOM B CIydae JUCHEPCHBIX CUCTEM IO CPABHEHUIO C IPOCTHIMU PACTBOPAMH.

74. ]Ins mpoBelEHUS CTAaTUCTHUYECKOW OIEHKH, KOJUYECTBO OOpaslloB JIOJDKHO OBITh
penpe3eHTaTUBHBIM, IO MEHbIIEH Mepe ¢ 12 equHHUIIaMU Ha CEpHUI0 B Ka)KJIOM IKCIIEPHUMEHTE.
HeoOxoguMo mnpuHUMaTh BO BHUMAaHHE BapuaOENbHOCTh MEXKIY CEpHsIMHU (Hampumep, B
3aBHCHMOCTH OT pa3Mepa CepuH, AaThl MPOU3BOICTBA U MIEPUOIA XPAHEHUS).

7. JlekapcTBeHHBIE (DOPMBbI JIEKAPCTBEHHBIX MPENapaToB A MECTHOI0 IPUMEHEeHH s

75. JlekapcTBeHHBbIE (DOPMBI JICKAPCTBEHHBIX MPEMapaToB i MECTHOTO NMPUMEHEHUS
BKJIIOYAIOT B ce0sI:

a) KO’KHBIE PAaCTBOPHI;

0) TIeHbI U CTIpey;

B) IIAMITyHH;

r) Ma3u (yIJIeBOJOPOJHBIe, aOcopOupyrouye, yaaaseMble BOAOH M BOJOPACTBOPHMBIE
OCHOBBI);

1) KpeMbI (MacJio B BOJI€ WJIM BOJia B MacIe);

€) renu;

) MaCThl;

3) MPUTIAPKH;

1) JIEKApCTBEHHBIC TUTACTHIPU U KOXKHBIE TLIACTBIPH.

76. Heobxoaumo TpeACTaBUTh JOKa3aTeNbCTBA BHIA JIEKAPCTBEHHOW (OPMBI C TOYKH
3pEHHsI COCTOSIHUSI JIEHCTBYIOIIETO BEIECTBA B OCHOBE JIEKAPCTBEHHOrO IMpernapara (BUA
pacTBopa, IUCIEPCHOM CHCTEMBI, HeCMelmBaeMol (a3HOM CHCTeMbl) M THMHA (OPMBI
J03UpOBaHUsl. BOIBIIMHCTBO MPUMEHSIEMBIX JICKAPCTBEHHBIX MPENApaTOB OTHOCATCS K OTHOMY U3
CJIEYIOIINX BUIOB JEKapCTBEHHBIX (HOpM:

a) ICHUCTBYIOIIEE BEIIECTBO B PacTBOPE, OAHO(DA3HBIA HOCUTEINb — PACTBOP IS HAPY>KHOTO
MPUMEHEHUs, 0THO(A3HBIE T'ellb WIH Ma3b;

0) neificTByIOlllee BEIIECTBO B CYCIIEH3UM, OIHO(MA3HBIA HOCUTENb — CYCHEH3UH IS
HapyXHOTO MPUMEHEHUSI;

B) JICHCTBYIOIIEE BEIIECTBO B PACTBOPE, ABYX(a3HBII HOCHUTENb — KPeM M Ma3b MO THITY
«MacJo B BOJIe» B KOTOPBIX JEHCTBYIOIIEE BELIECTBO PACTBOPEHO B MacisiHOMU (hase;

I') ACUCTBYIOIIEE BEUIECTBO B CYCIIEH3UH, IBYX(a3HbBII HOCUTENb — KPEM U Ma3b 10 THITY
«MacJjo B BOJIe», B KOTOPBIX AEHCTBYIOIIEE BEIIECTBO HEPACTBOPUMO HU B OJJHOM U3 (ha3 HOCUTEIIS.

77. B OTHOIIEHUH CyCTIEH3U TpeOyeTcs JONOTHUTEIBHOE YCTAHOBICHUE XapaKTEPUCTHK C
TOYKH 3pEHUS pacrpeesieHus YaCTHIl AeHCTBYIOLIET0 BEUIECTBA [0 pa3Mepy U ero NoIuMophHOMA
¢dbopmbl, BKITIOUasi MUKpoQoTOorpaduu.

78. B OTHOIICHWH JICKAPCTBEHHBIX IMpENapaToB ¢ HECMEIMBaeMbIMU (hazaMu Tpedyercs
JIOTIOJTHUTEIBHOE YCTAHOBJICHHE XAPAKTEPUCTUK C TOYKHM 3PEHUS pacHpeAesieHus TIo0yi Io
pasMepy ¥ BHEITHETro BHJIa, BKIIFOYask MUKpodoTorpaduu.
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79. Heobxoaumo mpoBecTH (eciii HEOOXOAMMO) aHajau3 pa3Mepa YacTHUI[ C TIOMOIIbIO
Pa3NIUYHBIX METO/OB (HampuMmep, MpHU TOMOIIH JIa3epHOH TUPAKIUU CBETa, KOH(POKATHHOMH
paMaHOBCKOW MHUKPOCKOIIHH, a TAKKE MUKPOCKOIIHN ).

BuemHuii B J1eKapCcTBeHHOH GopMBI

80. BHemHuii BHUI JIEKapCTBEHHON (OPMBI JICKAPCTBEHHOTO TIpermapara IOJIKEH ObITh
OXapaKTepU30BaH BU3yallbHO W MHKpodoTorpaduyecku. /laHHBIE XapaKTEPUCTUKUA BHEIIHETO
BU/JIA SIBJISIFOTCS] KPUTUYECKUMU JJIs JUCTIEPCHBIX CHCTEM.

MuxpocTpyKTypa U GU3HYeCKHe CBOHCTBA JIeKAPCTBEHHOH (GOpPMBI

81. JIms TOoro 4TOOBI OXapakTEpPU30BaTh MHUKPOCTPYKTYpY H (pHu3WUYecKue CBOMCTBa
JIEKapCTBEHHOW (OPMBI C TOYKH 3peHUS (U3NYECKUX KPUTHUYHBIX TOKa3aTeleld KadecTBa
He(acoBaHHOTO JIEKAPCTBEHHOT'O Ipernapara, KOTOpPhIE BIUAIOT Ha OMOIOCTYIHOCTh, YI0OCTBO
MPUMEHCHHUST WU CBUACTEIBCTBYIOT O BapuaOeIbHOCTH B TIPOIECCe MPOW3BOJACTBA U
HECTaOUJILHOCTU MPOAYKTA, HEOOXOAMMO MPEICTAaBUTh CIEAYIOIINE JaHHbIE:

a) JUIsi pacTBOpOB W cycmneH3uii — pH, OydepHas eMKOCTb, BSI3KOCTb, IUIOTHOCTb,
MOBEPXHOCTHOE HATSXKEHHE, OCMOJISUIBHOCTb;

0) I MATKUX JIEKAPCTBEHHBIX opM — pH, MIOTHOCTD, PEOTOTHYECKHUE CBOIMCTBA.

82. HeoOxomMMo oxapakTepu30BaTh PEOJIOTMYECKUE CBOMCTBA JIEKAPCTBEHHOM (hOPMBI KaK
HEHBIOTOHOBCKOM JKUKOCTH C HCIIOJIb30BAHHEM COOTBETCTBYIOMIETO a0CONIOTHOTO PEOMETpa,
BKJTIOYAS:

a) MOJIHYIO PEOJIOTHYECKYI0 KPHUBYIO JeopMaluy HampspDKeHUs COBUTA (MM BSI3KOCTH) B
3aBHUCHUMOCTH OT CKOPOCTH HANpsOKEHUS MO COBOKYIMHOCTH TOYEK JaHHBIX B JUala3oHe
YBEIMUMBAIONINXCS U CHUKAIOMIMXCS CKOPOCTEH HAMpsDKEHUs TaK, 4TOOBI JTFOOBIE JTHHEHHBIE
YacTU BOCXOJSIIMX KPUBBIX WM HHUCXOMAIIMX KPUBBIX ObUIM YETKO HJIEHTU(UIIUPOBAHBI.
OO6pa3yromuecs: KpUBbIe HEOOXOIUMO OIMUCATh, C IOMOIIBIO TOTMHOMHUAIBHBIX TUHUH TpeHa (B
MoAXOAAIIeH MoAu(UKAIMK), YTOOBI MOXXHO OBUIO paccuuTaTh HEOOXOIUMBIE YHCICHHBIC
MOKa3aTew;

0) UCTIBITAHWE HA TIPE/IEIT YIIPYTOCTH U TTOJI3y4eCTh;

B) OLICHKY JIMHEHHOTO BS3KOIUIACTUYHOTO OTBETa (3aBHCHMOCTH MOMYJS HAKOIUJICHHUS U
MOJYJISl TOTEPh OT YaCTOTHI KOJICOAHU ).

83. HeoOXx0ouMo MpecTaBUTh peorpamMmbl U KiIacCU(UIIMPOBATh MMOBEIECHHE MPOIYKTa B
3aBHUCHUMOCTH OT BIIMSHUSA HAaNpsOKeHWsT M BPEMEHHU, (HampuMep IICEeBAOIUIACTUYECKOE,
JUJIATAaHTHOE, TUKCOTPOITHOE) M OXapaKTePU30BaTh UX C HCIIONB30BAHHEM COOTBETCTBYIOIINX
MeTpuK. MUHUMAaIIbHBIA 00BEM MTapaMeTPOB BKIFOUACT B CEOs:

a) BSI3KOCTh IIPH YCTAHOBIIEHHBIX CKOPOCTSX HAMPSHKEHUS MO JaHHBIM Pa3HBIX peorpamm
(manpumep, ipu n100);

0) 3HaYCHUS MPEJIEIIOB YIIPYTOCTH TIIACTUYECKOTO TOKA;

B) TUKCOTPOTHAS OTHOCUTEIbHAS TI0mab (Sr);

T') BA3KOIUTACTUYHBIC MOyJIM HaKomuieHus U notepsb (G’ u G”);

1) K&KYyIIascs BA3KOCTh, TAHTCHC yTJIa MOTePH (tg O).

84. COOTBETCTBYIOIIEE YCTAHOBIICHUE XapPaKTEPUCTUK PEOJIOTUYECKUX CBOWCTB MOXKET
MO3BOJINTh WACHTU(UIIMPOBATh WM CIUIAHUPOBAaThH 00Jee MPOCTOEC UCHBITAHUE, YTOOBI
UCIIOJIb30BAaTh €0 B CelM(HUKAIIUN Ha TOTOBBIN Mpenapar.

8. Onenka OmopapManeBTHYECKHX XaPAKTEPHCTHK JEKAPCTBEHHOI0 Npenapara

85. HeoOxomumo  pa3paboTaTth HCCIAEAOBaHUS, TO3BOJISIONIME YCTAHOBUTH  TaKue
OonodapmarieBTHUECKHE XapaKTEPUCTUKH JICKAPCTBEHHOTO IMpernapara, Kak pacTBOPEHHE s
CYCTICH3UI U BBICBOOOXK/IEHNE JEHCTBYIOIIETO BEIIECTBA in Vitro B COOTBETCTBHH C METOJIUKON
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cornacHo npuiiokeHuto Ne 1 k HacTosauM TpeGoBaHMIM, 1 TTOKa3aTh €ro CTaOUILHOCTD BO BpeMs
XpaHeHUs.

86. Jlmst  ycraHoBieHuss OuodapMareBTUYECKUX XapaKTEPUCTUK TaKXKe JOMYCKAeTCs
HCIOJIb30BATh HUCCIICAOBAHUC IMPOHUKHOBCHHUSA B KOXKY in vitro B COOTBETCTBUH C MeTOI[HKOﬁ
corjacHo npuiokeHuto Ne 2 k HactosuuM TpeOoBaHUsIM.

9. Onucanne 0co0eHHOCTEl MPUMEHEHHs JIEKAPCTBEHHOI'0 Npenapara B perucTpaiioOHHOM
aoche

87. Obmras xapakTepUCTUKA JIEKAPCTBEHHOTO Mperapara 1 MHCTPYKIUS 110 METUIITHCKOMY
MIPUMEHEHUIO (JIMCTOK-BKJIABIIT) JOJKHBI BKIIFOYATh B CE0SI MHCTPYKITMH U JIFOObIE HEOOXOAUMBIC
IpeaypexaeHus o 6e30IacHOMY IPUMEHEHUIO JIEKAPCTBEHHOTO Ipernapara.

88. IlpuBomuTcst (ecnmd TMPUMEHHUMO) ONHMCAaHUE JOMOJHUTEIBHOTO TIPEeoOpa3oBaHUs
(HampuMep, CMEIIeHUsI ¢ KaKMMHU-IH0O0 BEUIECTBAMU HOCUTEIISIMHU) JIEKAPCTBEHHOTO Iperapara
MIPU €r0 HAHECEHUHU MOTpeduTeneM (MEIUITMHCKIM PaOOTHIUKOM).

89.Ilpu omucanuu crnocoba MpUMEHEHHs B OOIIEH XapaKTepHCTUKE JIEKapCTBEHHOTO
npenapaTa ¥ MHCTPYKIUU MO0 MEIULUHCKOMY MPUMEHEHUIO (JIMCTKe-BKJIAJbIIIE) JT0JKHA OBITH
NpPUBEJCHA CleAyIouast UH(HOPMAIHSL:

a) MECTO HaHECCHHS;

0) napopmarnus 0 HeoOXOAUMOCTH M30eraTh HAHECEHHs JIEKapCTBEHHOIO Mperapara Ha
OTpe/ieNieHHbIE YYaCTKU KOXKHOTO TOKpOBa (MOBPEXKIECHHYIO WM HEMOBPEXKACHHYIO KOXY,
paHEBYIO OBEPXHOCTH U T.I1.);

B) TpeOOBaHMsI K TIPEABAPHUTEIBHON 00pabOTKE KOXKH;

r) “HGOpPMAaLIKs O BIMSHUU Ha HKCIO3ZUIUIO JIEKAPCTBEHHOTO MIpernapara 3KCTPeMaIbHBIX
YCJIOBHH OKpY Karomen cpepl (Teria, X00/1a, COTHEUHOTO CBETA);

1) uHGOpMaLKs O BIMSHAN Ha peau3aluio 3P QexTa IeKkapcTBEHHOI O Iperapara rmocie ero
HaHECEHHsI MOBCEHEBHON (DM3MUECKON aKTUBHOCTH MAaIlMeHTa (HalpyUMep, YMbIBAHUS, TPUHSITUS
TylIa WIA BaHHBI, UCIIOJIB30BAHUS COJTHIIE3ALUTHBIX CPE/ICTB MM YBIAKHUTENEH);

€) HeOOXOIMMBIE OTpaHUYCHUs (HApUMeEp, MPEAYIPEKIACHHE O HEOOXOIUMOCTH H30eraTh
HaHECEHUs JIEKapCTBEHHOI'0 Ipernapara 1o/l OKKII03UOHHYIO MOBSI3KY);

) YKa3zaHHE JTIOObIX 0COOBIX YCIOBUI XpaHCHHUS;

3) yKazaHue O HeOOXOAMMOCTH HE JOMYyCKaTh BO3MOXHOCTb HENpPEeJHAMEPEHHOTO
UCIOJIb30BaHUs JETbMH;

1) MPEIOCTEPEKEHUS O BOCIUIAMEHIEMOCTH JIJIsl JIEKApCTBEHHBIX MPENapaToB, CONEpKaIInX
BOCIUIaMEHsIEMbIe JIeTy4uue pacTBoputenu. Hanpumep:

«OmnacHo! Mo)XeT BOCIUIAMEHATHCSA. XPAaHUTh BJAIM OT TEIJia, FOPSYMX MOBEPXHOCTEH,
UCKp, OTKPBITOTO TJIAMEHU U IPYTUX HCTOYHUKOB Bo3ropanus. He KypuTh Bo BpeMsi mpuMeHeHwUs!
3amumaTs OT BO3ACHCTBHS colHeyHoro ceera! He moaBepraTh BO3IEHCTBHIO TEMIIEPATYP BBILIE
50 °C. He pacnbpuisTh Ha IJIaMsi WK APYTUE UCTOYHUKN BO3TOPAHHUS.»;

K) HH(pOpMaLUs AJIs MallMeHTOB, Y KOTOPBIX MPUMEHSIOTCS Oosbiine konmudyectsa (> 100 r)
m000r0 JIGKApCTBEHHOTO Tpernapara Ha napaduHOBOW OCHOBE, O HEOOXOJAMMOCTH PETYJISIPHO
MEHSATh OJEXIy, NOCTeNIbHOEe O€nIbhbe WIM MOBS3KH, INPONMUTAHHBIC (3arps3HEHHbIE) TaKUM
mpenaparoMm, U u3derath MpeObIBaHMs BOJIM3U OTKPHITOTO OorHs. Hampumep:

«Ecnu 1ekapCTBEHHBIN NpenapaT HaHOCUTCS IO MOBSA3KY WJIM KOHTAKTUPYET C OJEkKIOM,
CYILIECTBYET PHUCK, YTO MPU KYPEHUU WIU KOHTAKTE€ C OTKPBHITHIM OTHEM MOXET IMPOU30UTH
BO3TOPAHUE MOBSA3KH WM TKAHHU OJIEHK/IbI.

Ha Bpems nmpumeHeHus ripenapata npekpaTiuTe KypeHue, He HCTIO0Ib3yHTe OTKPBITHI OTOHb
(MM HEe HAXOIMTECh BOJM3M KYpPSIIUX JIOACH WIM HCTOYHMKOB OTKPBITOTO OTHS) WM HE
npuOMKaiTeCh K MHBIM IpeaIMeTaM M MecTaM, KOTOpble MOTYT BbI3BaTh BO3TOpaHHE, MOKa
IIPUMEHSEMBIN BaMHU JICKAPCTBEHHBIN IPENapaT CONPUKACACTCS C BalllEH OEKIO0M, TOBA3KON WIH
OMHTaMHU.
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PerymnsipHo MeHsiiTe ONEXAy M TOCTEIbHOE Oenbe (MPEIIOYTHTEIIBHO €XKEIHEBHO),
MOCKOJIbKY mMapaduH MPOMUTHIBAET TKAHW M MOTEHIIMATBHO orHeonaceH. HeoOxoaumo n3berarsb
TIOTIaIaHUsI JIEKAPCTBEHHOTO TIpeTiapara Ha CHICHbE CTYJIa T HHYIO MeOeTb.

CooOmuTe BamuM ONM3KUM WU JIMIAM, OCYIIECTBISIONMIUM 32 BaMU YXOA, O CBOEM
JICYCHUH W TOKWKUTE WM JAHHYK HHCTPYKIUIO TI0 MEIUIMHCKOMY TNPHUMEHEHUIO (JIMCTOK-
BKJIQJIBIII).

[Mpenynpenute Bamero Bpava, MeACECTpy WM (hapMareBTa O TOM, YTO BbI Kypute. OHH
CMOTYT JJaTh PEKOMEHIAIUH IO MPEKPAIICHUIO KYPCHHSL. ).

10. Pazpa0oTka npouecca npou3BoJACTBAa U NPOU3BOACTBO (pa3aeinl 3.2.P.2.3 u 3.2.P.3
MOAYJISI 3 PerucTpanuoOHHOr0 10Che)

90. B oTHOmIEHMHM JUCIEPCHBIX JIEKAPCTBEHHBIX (OPM JIEKApPCTBEHHBIX ITpPErnapaToB
(HanpuMmep, ABYX(a3HbIX dMYJIbCUN) U3MEHEHHS B COCTaBEe U (hapMaleBTUKO-TEXHOIOTHUECKUX
napaMmerpax JeKapcTBEHHOW (OpMbI WM TIpoIlecce IMPOU3BOJACTBA MOTYT TMOBIHUATH Ha
6e3onmacHOCTh U (WiIH) 3(P(PEKTUBHOCTH JIGKAPCTBEHHOI'O Mpernapara M IMO3TOMY Ba)KHBI IS
OLICHKH M KOHTpOJIs. BakHBIM MOXKET ObITh MOPSAIOK A00aBICHUS Pa3INYHBIX KOMIOHEHTOB B
TOTOBYIO JIEKapCTBEHHYIO (hopMy, a Takke mapaMmeTpbl Ipoliecca MPOU3BOACTBA, TaKHE Kak
TEeMIIepaTypa U yCIOBHS TOMOTC€HU3AUU (HallpUMep, CKOPOCTh U MPOJOJIKUTEIHLHOCTD).

91.Ilpu TUNUYHOM Mpollecce MPOM3BOACTBA KPUTHUYHBIMU TOUYKAMU OOBIYHO SIBIISIFOTCS
oOpa3oBaHHe ABYX- WJIW MHOTO(A3HOW CHUCTEMBI M3 OJHO(A3HBIX CUCTEM M TOYKa, B KOTOPYIO
no0aBIseTCs JeHCTBYIOIIEE BEIECTBO.

92. ITockoNMbKy CKOPOCTH BBHICBOOOYKICHUS JIEHCTBYIOIIETO BEIIECTBA, MUKPOCTPYKTYpa U
¢u3nyeckue CBOWCTBA M PEOJIOTHYECKHE MPOQMIN JIEKAPCTBEHHOTO Ipernapara MOryT OBITh
MOJIBEPKEHbl BJIMSHUIO MAaclITaOMpOBaHUS, OCOOEHHO Ba)XKHO, YTOOBI yKa3aHHBIE CBOMCTBA
BepU(PULIMPOBAINCEH B IPOMBIIIUIEHHOM MaciiTade.

93. Paznensr 3.2.P.3.3 1 3.2.P.3.4 Mmonynst 3 perucTpaiiiOHHOTO A0ChE JOJIKHBI COJEPKATh
TpeOyeMblil Uil OLIEHKM SKBHUBAJICHTHOCTH 00bEeM HMH(POPMALMU M BKJIIOYATh KPUTHYHBIC U
HEKPUTHYHBIE MTapaMeTphl Mpoliecca MPOU3BOACTBA U 0OOCHOBBIBATHCS JAHHBIMU BBIITOJTHEHHON
pa3paboTKu mpoliecca MPOU3BOICTBA.

94. Heob6xoauMo yka3aTb U 0OOCHOBATh MEPUOJIbI XpPAaHEHUSI MEXKAY MPOU3BOJICTBEHHBIMU
[IUKJIAMU U YCJIOBUS XPaHEHUS Pa3HBbIX pAaCTBOPOB U MPOMEXYTOUHBIX MAaTEPUANIOB, C YKa3aHHUEM
COOTBETCTBYIOIIMX MCCIEI0BaHUN CTAOUIBLHOCTHU U IPYTUX PEIEBAHTHBIX JaHHBIX.

95. MHorue HedacoBaHHBIC JIEKAPCTBEHHBbIE NpenapaThl M MECTHOTO IMPUMEHEHHS
3arycTeBaloT MpH MepeMEIINBAHUN B TEUEHNE HECKOIbKUX JTHEN MOCIe UX MPOU3BOACTBA. B Takux
cllydasix MOXKET TpeOoBaTbcs OOOCHOBaHHME BPEMEHHOTO OTpE3Ka MEXIY IPOU3BOICTBOM
He(hacoBaHHOIO JIEKAPCTBEHHOT'O Ipernapara u (acoBKOI JIEKapCTBEHHOTO MperapaTa.

96. HeoOxomuMo Takke OOOCHOBAaTh MPHUTOJHOCTh HCHOJB3YEMOM YMAaKOBKU  JUIS
MIPOMEXYTOUYHBIX MPOAYKTOB, XpaHEeHHs He(acoBaHHOTO JEKAapCTBEHHOIO Ipenapara M €ero
TPaHCIOPTUPOBKU (TIEPEBO3KH).

11. Cucrema ynakoBku (YKynopku) (pasaei 3.2.P.2.4 moayJisi 3 perucTpaumoHHOIO0 10Che)

97. Heo0xoauMoO TNpOaHAIM3UPOBATh M OOOCHOBATh MPUTOAHOCTH CHUCTEMBI YIIaKOBKH
(ykymopkwm). Takoi aHanmm3 W O0OOCHOBaHHWE JOJDKHBI BKIIOYATh B ceOsi BHIOOp MaTepHuaos,
3alUTy OT BJIATH, KUCIOPOJAa U CBETa TaMm, IIe MPUMEHHMO, COBMECTHMOCTh JIEKAPCTBEHHOTO
mpenapara ¢ CHCTEMOW YMakOBKH (YKYIIOPKH), TO3UpPOBaHWE, YIOOCTBO TPUMEHEHHS H
0€30MacHOCTb JIEKapCTBEHHOTO IIpernapara.

98. CtepumnbHble JEKapCTBEHHbIE Mpenaparbl JOJKHBI OBITH YIaKOBaHbI B OJIHOPA30BHIE
KOHTEHHEPHI.

99. Ecnu kakoe-nmu0o0 u37e/ne ynakoBBhIBa€TCS COBMECTHO C JIEKAPCTBEHHBIM IpErapaToM
(uTOOBI OOJIETYUTH, HALPUMEpP, OTMEpPUBAHHUE (IO3MPOBAHUE) WM HAHECCHHE (aNIIHKAIHIO)
JIEKapCTBEHHOI'0 IIperapara), K TakoMy M3/EJIUI0 JOJIKHBI IPUMEHAThCSA TpeOOBaHMs, yKa3aHHbBIE
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B nmyHkTe 187 IlpaBwmn peructpanuu u 3xcneptu3bl. HeoOXoaumMo moaTBepaAnuTh COBMECTUMOCTD
MCKAY TAKUM U3ACITUCM U JICKAPCTBCHHBIM IIPpCMapaToM U, €CJIU HJAHHOC HU3JCJIUC BBIIIOJIHACT
GyHKIIMU 103aTOpa, HEOOXOAUMO MOATBEPAUTH €r0 CIHOCOOHOCTh OCYHIECTBIISATH NMPaBUILHOE
JI03UPOBaHUE JICKAPCTBEHHOTO IIpenapara.

12. MuxkpoOuosoruyeckue xapakrepuctuxku (pasaena 3.2.P.2.5 moayas 3
PerucTpanMoOHHOIO 10Che)

100. Mukpobuogornyeckast YucToTa JAHHOU TPYIITBI JIEKAPCTBEHHBIX MPENapaToB AOKHA
o0ecreynBaThCsl B TOM K€ MOPSJIKE, UTO U B OTHOIICHUH JIEKAPCTBEHHBIX MIPENApaToB C APYTUMHU
IyTSMU BBEJICHMS], C Y4ETOM TOT'0, YTO HEKOTOPBIE JIEKAPCTBEHHBIE ITPENApAThl MOI'YT HAHOCUTHCS
Ha MOBPEXICHHYIO KOXKY. JlekapCcTBeHHbIE MpenapaThl JOJDKHBI COOTBETCTBOBATh TPEOOBAHUIM
obmei dapmakoneitHoit crateum 2.3.1.2 «TpeOoBaHHs K MHKPOOHOIOTHYECKON YHCTOTE
JIEKapCTBEHHBIX MpenapaToB, papMaeBTUIECKUX CyOCTaHIIMN  BCIOMOTATEebHBIX BEIIECTB JUIS
ux npousBojacTBa»y Papmakonen Coro3a.

101. CtepunbHOCTD JIEKApCTBEHHOTO Ipernapara TpeOyeTcs, eClid OH MpeaHa3HaueH JUIs
UCIOJb30BaHUS Ha OOJBIIMX OTKPBITBIX WIM TIIyOOKMX paHax JMOO Ha 3HAYUTENIBHO
NOBpeXJICHHOH Kkoxke. CrepuibHOCTE  TpeOyercss [Uis  JIGKAPCTBEHHBIX  IIPENaparos,
UCHOJb3YEMBIX I€pel WMHBAa3MBHBIMU IpoLeAypaMH (Hampumep, A IpeJonepalliOHHOTO
KO)KHOTO aHTHCENTHKA), a TakXKe JUIi JIEKApCTBEHHBIX MpenapaTtoB B (opme pacTBOPOB IS
OpOLIECHHUS.

102. B oTHOIIEHMHM HECTEPWIbHBIX JIEKAPCTBEHHBIX IIPENapaToB B KOHTEMHepax i
MHOT'OKpPaTHOI'O MCII0JIb30BaHMsI HEOOXOAMMO 0OOCHOBATh BKJIFOUEHHE B COCTaB JIEKAPCTBEHHOTO
npernapara aHTUMHKPOOHOTO KoOHcepBaHTa. Vcmosibp3yemass KOHLIEHTpPAlUs aHTUMHKPOOHOTO
KOHCEpBaHTa JOJDKHA ObITh MUHUMAJIBHO BO3MOKHOW M JIOJKHA COOTBETCTBOBATh TPEOOBAHUSIM
obmeit ¢apmakonerinoi crarbu 2.3.1.1 «3¢ddekTuBHOCTE AHTUMUKPOOHBIX KOHCEPBAHTOBY
®apmaxonen Coro3a. {1 MHOro(a3HbIX JIEKAPCTBEHHBIX NIPENapaToB HEOOXOAUMO MPEICTABUTH
JaHHBIE O PACTBOPUMOCTH KOHCEPBAHTA B KXKIOH asze.

13. CTpaTerusi KOHTpPOJIA

103. Ctpateruss KOHTpOJs, MpUMEHseMass NpU IPOU3BOJACTBE JAHHOW TIpYyMIIbI
JIEKApCTBEHHBIX TPENapaToB, JODKHA COOTBeTCTBOBaTh TpeboBanusM rnaB Il u III gactu III
IIpaBun Hajuiekamend MPOU3BOACTBEHHOM IpPAaKTUKU EBpa3uiicKOro 3KOHOMHYECKOIO COHO3a,
yTBepxkaeHHBIX Pemenriem CoBeta EBpazuiickoli 93KOHOMHUYECKO KOMUCCHH OT 3 HOsiOpst 2016 T.
Ne 77 m axtam opranoB Coro3a B cdepe (apManeBTHUECKOW pa3pabdOTKU JIEKapCTBEHHBIX
npenapatoB. CieyeT NPHUBECTH W NPOAHAIU3UPOBATH KPUTUYECKUE II0KA3aTelM KadecTBa,
HEOOXOAMMBIE Ui KOHTPOJISL BBICBOOOXKIEHHS JIEHCTBYIOLIETO BELIECTBA, TO €CTh €ro
BBICBOOOK/ICHUS i Vitro WW pacTBOPEHUS U (€CIIM MPUMEHHUMO) IPOHUKHOBEHHUSI B KOXKY in Vitro.

104. ®apmaneBTHueckas pa3padoTKa J0JDKHA YCTAaHABIUBATH CBSI3b MEXAY MMOKa3aTeIsIMU
KayecTBa, OMO(apMalleBTUYECKMMU XapaKTePUCTUKAMHU JIEKaPCTBEHHOI'O IIpenapara U €ro
KIIMHUYECKON 3PPEKTUBHOCTHIO.

14. Cnenudpuxanuu (pasaen P.5S Moay/is 3 perucTpauoHHOI0 10Che)

105. Cnenudukanus Ha JaHHYIO TPYINIy JIGKapCTBEHHBIX IMPENapaTroB JIOJDKHA
COOTBETCTBOBaTh TpeOoBaHUAM mpuiiokeHuss Nel K PykoBOACTBY MO COCTaBJICHHIO
HOPMAaTMBHOTI'O JOKYMEHTA 10 KaUECTBY JIEKAPCTBEHHOT'O IIpenapara, yTBepxkacHHOMY Perniennem
Konnernn EBpasuiickoit 3xoHOMUYEeCKO# Komuccuu ot 7 ceHTs0pst 2018 . Ne 151, B oTHOIICHUH
cnenuuKauii Ha HOBBIC AaKTHUBHBIC (hapMaleBTHUECKUE CYOCTaHIIMM U JIEKapCTBEHHBIC
npenapaTbl XMMUYECKOTO CHHTE3a, TpeOoBaHMSIM K MPOBEIECHUIO UCCIIECIOBAHUM (MCIIBITAaHUI)
JIEKapCTBEHHBIX CPEACTB B YACTHU OLIEHKU M KOHTPOJIS COAEpkKaHMS NMPUMECEH, YTBEPKIECHHBIM
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Pemenuem Komnernn EBpasuiickoii skoHOMUYEeCKOH KomMuccuu oT 4 okTsaopst 2022 . Ne 138, a
takxe TpedoBanmsiM @apmakoren Coro3a Ha KKl BUJ JICKAPCTBEHHOU (DOPMEL.

106. Cienndukanusi Ha JEKApCTBEHHBIM MpernapaT JOJDKHA COACp)KaTh HCIBITAHUS Ha
¢u3nveckoe, XUMUYECKOEe U MUKPOOMOJIOTHYECKOE KaYyeCTBO M OIEHKY OHO(papMaIieBTHUECKUX
XapaKTePUCTHK JIEKAPCTBEHHOIO Mperapara, TO €CThb rapaHTUPOBaTh OOecreuyeHHue KOHTPOJIS
YCTaHOBJICHHBIX XapaKTEPUCTHUK JIEKAPCTBEHHOIO MIpenapara.

107. HeoOxomumMo  oOecneynTh  KOHTPOJIb  CICAYIONIMX  HEJOCTaTKOB  KadecTBa
JIEKapCTBEHHOTO Mpenapara, ClloCOOHBIX OTPa3UThCs Ha €ro d3PPEeKTUBHOCTH:

a) KpUCTALTI00OpPa30BaHNUE;

0) cuHepe3uc (IKCTPAKIHS WIIM BHITECHEHUE )KUJIKOCTH U3 MATKOU (DOPMBI);

B) HEOJJHOPOJIHOCTh TOTOBOTO JIEKAPCTBEHHOI'O Mpenapara B KOHTeiHepe (BbI3BaHHAas
CEIMMEHTAIMEN €T0 KOMIIOHEHTOB).

108. B OTHOLIEHWM JIEKAPCTBEHHBIX IPENApPaToOB [JII MECTHOTO MNPUMEHEHHUS pacyeT
MaKCUMaJIbHOM CYTOYHOW J103bl JJI YCTAHOBJICHHUS TMIPEACNIOB COACpPKAHUSA TPOAYKTOB
Jerpajialilid He MOXKeT ObITh BBIIMOJIHEH 110 METOIMKaM, PUTOAHBIM ISl TBEPBIX MEPOPaAIbHBIX
JIEKAPCTBEHHBIX MPENnapaToB WM JIEKAPCTBEHHBIX MpPenapaTroB Al UHbEKUUNA. OTKIOHEHHUS OT
CTaHJIaPTHBIX METOJMK pacuera HeoOX0IMMO 0OOCHOBBIBAThH C YUETOM BOIPOCOB OE30MaCHOCTH,
a TaKKe CIeNyIuX (GaKTOPOB:

a) TpeOyemasi MPOJIOJKUTENILHOCTh JICUEHUS U KOJMYECTBO JIEKAPCTBEHHOrO Ipernapara
HAaHOCHMOT'O MECTHO, OOBIYHO BapbUPYIOTCSI B OOJBIICH CTEIICHH, YEM IS TBEPIBIX IEPOPATHHBIX
JIEKAPCTBEHHBIX IPENAapaToOB MM JIEKAPCTBEHHBIX TPENApATOB ISl UHBEKLINN;

0) ypOBHU IKCIIO3UIIUU TOCJIC MPUMEHEHUS JICKAPCTBEHHBIX MPENaparoB, HAHOCHMBIX Ha
KOXY, CUMTAIOTCS TOpa3g0 MEHBIIMMH, YE€M YPOBHHM OKCHO3ULHUU IIOCIE€ IPUMEHEHHS
JIEKApCTBEHHBIX MPEMapaToOB ¢ CUCTEMHOM SKCIIO3UILIMEH.

109. HeoOxomuMo MPUMEHSTH 0OoJiee YKECTKHE MEpPHl MPEJOCTOPOKHOCTH TIPU pacyueTre
KpUTEpUEB NMPUEMIIEMOCTH (YPOBHEMN) AJI COAEPKaHUs IPUMECEH B OTHOLLIEHUH JIEKAPCTBEHHBIX
MpenapaToB, HAHOCHUMBIX Ha MOBPEXKICHHYIO KOXKY, WIN MPENapaToB, COJAEPKAIIUX YCUITUTEIN
MIPOHUKHOBEHUS.

110. Ecnmu B cnenudukanuio BKIIOYEHBI KPUTEPUU MPUEMIIEMOCTH JJIsI MCCIIEIOBaHUM
OonodapMarieBTHUECKUX XapaKTEPUCTUK JIGKAPCTBEHHOTO mpemnapara (TO €CTh pPacTBOPEHUE,
BBICBOOOKJIEHUE JIEHCTBYIOIIETO BELIECTBA C HCIOJb30BAHUEM CHHTETUYECKOW MeMOpaHbl U
(eciM MPUMEHHUMO) UCCIIEIOBAaHUE HA TIPOHUKHOBEHHE B KOXKY), UX HEOOXOIUMO 0OOCHOBATH 1O
JAHHBIM CEpUH JIEKapCTBEHHBIX IpPENapaToB, [JIsi KOTOPBIX IPOBEACHBI KIMHUYECKHE
WCCIICIOBAaHMUSI M YCTAHOBJICHBI YJOBIIETBOpUTEIbHBIE A(P(HEKTUBHOCTE U OE30MACHOCTD.
Kputepun npuemnaemMocTd AOKHBI OBITh OJUHAKOBBIMUA TPHU BBIMYCKE M Ha KOHEI CpOKa
TOJHOCTH (CpOKa XpaHEeHHs) IEKapCTBEHHOTO Mpernapara, eclii TOJIbKO HHOE He 000CHOBAHO U HE
MTOATBEPKJICHO JAHHBIMU KIIMHUYECKUX MCCIEOBAaHUMN.

15. CTadnabHOCTB JIeKapcTBeHHOTr0 npenapara (pasgen 3.2.P.8 moayas 3
PErucTpalMOHHOIO 10Che)

111. Yto6sl oOecmeyuTh KadyecTBO U CTaOWJIbHBIE XapaKTEPUCTUKU JIEKAPCTBEHHOTO
npernapara Ha IMPOTSDKCHHH BCEro CpoKa TOJHOCTH (CpOKa XpaHEeHHWs), YCTaHOBJICHHE CPOKa
TOAHOCTH (CpOoKa XpaHEHHs) JOJDKHO OCHOBBIBATbCA Ha (PU3MYECKOM, XMMHUYECKOH H
MHUKpPOOHOIOTHYECKON CTaOMIIBHOCTH JIGKAPCTBEHHOTO TPETapaTa, a Tak)kKe Ha BHICBOOOXKICHUT
JEUCTBYIOIIETO BEIIECTBA i1 Vitro WM JPYTHMX HCHBITaHUAX OHO(papMareBTHUECKUX
XapaKTEePUCTHK JEKaPCTBEHHOTO IIpenapara.

112. Heo6x01uMOo OLIEHUTD (hakTOPBI pHCKa Il CTAOUILHOCTH JIGKAPCTBEHHOTO TIpenapaTa
(HanpuMep, OCaXIEHUE, POCT YaCTHI, N3MEHEHNE KPUCTAIIIMYECKOTO COCTOSHUS WIN JApYyrue
XapaKTePUCTUKH JICHCTBYIOIIETO BEIIECTBA, TOTCHIIMATIBHO BIHSIONINE HA TEPMOIUHAMUYECKYIO
aKTMBHOCTb, U3MCHEHUSI B AMYJBCHOHHBIX XapakTeprcTHKax). COOTBETCTBYIOIINE HCIBITAHUS
HE00XO0IMMO BKITIOUUTH B CHEIM(PUKALINIO KaUeCTBa JIEKApPCTBEHHOTO IIperapara B UCCIEA0BAaHUH
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CTaOWJIBHOCTH JIOTMOJHUTEIBHO K WCHBITAaHUSM, HIPEIyCMOTPEHHBIM B cHeUU(pHUKAUU Ha
JIEKApCTBEHHBIN IIpernapar.

113. Ilpu wmcciaenoBaHWM CTAOMIBHOCTH CJIAEAYET YUYHUTBHIBATH TAKXKE TaKUE IMapaMeTpPhI
(axTopbl pucka), Kak 3arycTeBaHME IIpH IEPEMEIIMBAHUU JIEKAPCTBEHHOTO Ipenapara H
M3MEHEHHUS B MUKPOCTPYKTYpPE JIEHCTBYIOIIETO BEIIECTBA JIEKAPCTBEHHOTO Mpenapara.

114. IlporpaMMa CcTaOMIBHOCTH JOJDKHA BKIIIOYAaTh B CE0sl CTPECCOBBIC HCCIIECAOBAHUS
JIEKapCTBEHHOI'0 IIpernapaTa, 4YTOObl OLIGHUTHb BIUSHUE JKECTKUX YCJIOBUW XpaHEHUS Ha
JICKapCTBEHHBIHN Ipenapar (HampuMep, MUKINYHOCTh W3MEHEHHs TEMIIepaTyphl /Uil KPEeMOB H
AMYJIBCHH).

115. Cneundukarusi kKayecTBa B UCCICOBAHUH CTA0OMIBHOCTH JIOJDKHA BKIIIOYATh B Ce0s
UCIBITaHUS, TIO3BOJISIONINE OLIEHUTh IPUTOTHOCTh CUCTEMBI YITAKOBKHU (YKYHOPKH).

116. B pamkax uccneoBaHii CTaOMIBHOCTH HEOOXOIMMO MOATBEPAUTH 0OOCHOBAHHOCTD
0COOBIX yCIIOBUM XpaHEHUs (HAITPUMED, YCIOBHS «HE 3aMOPaKUBATH).

117. JomxHa OBITH BBHINOJHEHA MpOrpaMMa CTaOUIBHOCTH AJISi TOTOBOTO JIGKAPCTBEHHOTO
npenapaTta. Heo0xoaumo, 4To0bI 3TH UCCIIEJOBaHUS UMETH 000CHOBAHHYIO TPOJOIKUTEIHLHOCTD
C YYETOM IPOJOKUTEIIEHOCTH JICUCHHUSI, PEXKUMa JO3UPOBAHUS M BMECTUMOCTH yINakoBku. He
JIOTTyCKaeTCsl B3aMEH IIPOBEJCHHUS MCCIEAOBaHUSA CTAOMJIBHOCTH BBOJUTH B YKa3aHUS IO
MPUMEHEHHIO JIEKAPCTBEHHOTO TpenapaTa U3JIUIIHUNA ero pacxXo/l UM yCTaHABIMBAThH CIUIIKOM
KOPOTKHE CPOKHU TOTHOCTH (CPOKH XPaHCHHS).

V. DKBHBAJIECHTHOCTh Ka4eCcTBAa JIEKAPCTBCHHBLIX NpenapaToB AJd MECTHOIO IPUMECHCHUSA

1. O0mmit moaxoa K 000CHOBAHMIO IKBHBAJEHTHOCTH KA4€CTBA JIEKAPCTBEHHbIX
NpenapaTos AJIsi MECTHOTO PUMEHEeHU s

118. UccnenoBanne OMOAPKBUBAJIEHTHOCTH JIEKAPCTBEHHBIX MPENapaToB I MECTHOTO
MIPUMEHEHHS JIOMYyCKAETCsl IPUMEHSTD 11 000CHOBAHUS UX TEPANIeBTUYECKON IKBUBAIIEHTHOCTH
10 OTHONICHHUIO K MpernapaTaM CpaBHEHHUSI BMECTO KIIMHUYECKUX UCCIIEIOBAHUM TepaneBTUYECKON
SKBUBAJIEHTHOCTH IPH YCIOBUH, YTO B PaAMKaX 3TOT0 UCCIIEJOBAHUS TPOAHATU3UPOBAHBI ACTIEKTHI,
OTHOCAIIHUECS K 6e30macHOCTH, YOPEKTUBHOCTH U KaU4eCTBY JICKAPCTBEHHOTO TIpernapara.

119. B oTHOIIEHNH MPOCTHIX 1O COCTaBY U (hapMaleBTUKO-TEXHOJOTHUECKUM HapamMeTpam
JIEKapCTBEHHBIX (popM (Hampumep, ogHO(A3HBIX PACTBOPOB, Iejiei, Ma3eil) JOMyCcKaeTCsl TOIbKO
JIEMOHCTpalXs SKBUBAJCHTHOCTH B OTHOLICHHM KayecTBa (TO €CTh MPUMEHEHHUE PACIIUPEHHOU
(hapMaIreBTHUeCKOM SKBUBAJICHTHOCTH ).

120. B orHomeHun Ooyiee CIOXKHBIX IO COCTaBy U (hapMaleBTHKO-TEXHOJIOTHUECKUM
napaMmeTpam JIEKapCTBEHHBIX (JOPM MM JIEKApCTBEHHBIX (HOPM, COAEpKALIUX BCIIOMOraTeIbHbIe
BEIIECTBA, KOTOPbIE MOTYT HEMOCPEICTBEHHO BIIMATH HA OMOJOCTYHNHOCTH JAEHCTBYIOIIETO
BellecTBa WM OuodapMaleBTUYECKUE XapaKTEPUCTUKH JIEKapCTBEHHOIO TMpernapara, Kak
NpaBUO, TPeOyIOTCA  JIOTOJHUTENIBHBIE  HCCICIOBAHUS  SKBUBAICHTHOCTH  KUHETHKH
MIPOHUKHOBEHUS U (€CIM MPUMEHNMO) (hapMaKOIMHAMHKH.

121. CocraB, (hapmManeBTUKO-TEXHOJIOTHYECKUE IapaMeTphbl JEKapCTBEHHOH (opMbl U
JO3UPOBKA JIEKAPCTBEHHOTO Tpernapara JOJDKHBI ObITh TaKUMH, 4YTOOBI HCCIEAOBAHUSA
SKBUBAJICHTHOCTH U CBS3aHHBIE C HHUMH QHAJIUTHYECKUE METOAMKH OBUTH JOCTaTOYHO
YyBCTBUTEIbHBIMU, TUCKPUMUHUPYIOLUTUMH, TPABUIbHBIMU U MIPELIU3UOHHBIMU IS U3MEPSIEMOT0
napamerpa (mapaMeTpoB) KUHETHKU MPOHUKHOBEHUS WK (papMaKOIUHAMHYECKOTO MapameTpa
(mapaMeTpoB), MOIAIOMIETOCS KOJIMYECTBEHHON XapaKTEPUCTHKE.

122. TTogxonel, ykazanHele B myHKTax 119-121 nactosmmx TpeGoBaHuii HE MTPUMEHUMBI
JUISL IEKaPCTBEHHBIX MPENapaToB:

a) C Y3KHM TEpaneBTHUYECKUM HHICKCOM;

0) ¢ 10303aBUCUMON CHCTEMHON TOKCHYHOCTHIO (32 HCKIIOUYCHHEM CJIydaeB, KOT/aa
SKBUBAJICHTHAs CHCTEMHAs OKCIO3UIMA YCTAHABIMBAETCS TPU TOMOIIM CTaHIAPTHBIX
rccaenoBaHuil apMaKOKMHETHIECKON OMOIKBUBAJICHTHOCTH);
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B) C HEYCTAaHOBJCHHBIMH WM HESICHBIMU MEXaHU3MaMU (HampuMmep, pacTBOpPEHUE,
BBICBOOOXKIeHUE, TG (Y31 M KHHETUKA TPOHUKHOBEHUS ), IPHU TTOMOIIH KOTOPBIX JIEHCTBYIOIIEE
BEILIECTBO JOCTUIaeT MECTa PeaIn3aliy CBOETO JEHCTBNUS;

) Coco0 TMpPUMEHEHHUsT KOTOPBIX HE COBIAAeT CO CIOCOOOM MPUMEHEHHs Tperapara
CpPaBHEHUS,

1) KOTOPbIE HEBO3MOKHO TMOJHOCTBIO OXapakTEpPU30BaTb C TOYKM 3PEHUS OLIEHKHU
MoKasareje KkauyecTBa (Hampumep, B CHIy CJIOXHOCTH cocTaBa U (apMaleBTHKO-
TEXHOJIOTUYECKHIX MapaMeTPOB JIEKAPCTBEHHON (POPMBI, METOIOJIOTHUECKUX OTPAaHUICHHN );

€) Y KOTOpPbIX HEBO3MOXXHO HU3MEPHUTh C JOCTATOYHOM BaJMJAHOCTBIO TOJAIONIUEECS
KOJIMYECTBEHHON  XapaKTEpUCTUKE napameTpbl KUHETUKA  TPOHUKHOBEHUS  WJHU
(dhapMakoguHAMHUUYECKHE IMapaMeTphl (HampuMmep, BBHUAY OrpaHWdYeHHOW muddy3un wim
HEUYYBCTBUTEIBHOCTH METOJIUK UCIIBITAHH);

’K) B OTHOIIICHUW KOTOPBIX UCCIICIOBAaHUSI KUHETUKU TPOHUKHOBEHUS i1 Vitro W in vivo Win
(dapMakoIMHAMUKA HE TPOBOISATCS WJIM HE TMO3BOJSIOT C JOCTaTOYHOW OCTOBEPHOCTHIO
BBITIOJTHUTh TMPOTHO3 OXXUAAEMOTO OSKBHUBAJEHTHOIO KIMHUYECKOIO OTBEeTa (Hampumep,
JIEKAPCTBEHHBIX MPEMapaToB, IPUMEHAEMBIX JJIS JICUEHUS OTKPBITHIX PaH U fA3B).

123. lns rpynn JEKapCTBEHHBIX MPEMApaToB, YKa3aHHbIX B MYHKTEe 122 HACTOSIIMX
TpeboBanmii, HEOOXOIMMO TIPOBEACHHE KIMHUYECKUX UCCICOBAHUA TEpaneBTUICCKON
SKBUBAJICHTHOCTH.

2. PacunpenHas ¢papManeBTHYeCKasi JKBHBAJICHTHOCTD (PaCIIMPEHHbIN MOAX0A K
000CHOBAHMIO JKBHBAJICHTHOCTH Ka4€CTBA JIEKAPCTBEHHBIX NPENnapaTos J1JIs MECTHOIO
NPHUMEHEeHH)

124. JIoka3aTenbCTBO SKBUBAJICHTHOCTH TPEOYET MPEACTABICHHS CPABHUTEIBHBIX JTAHHBIX
O KauecTBE MCCIEIyEMOT0 JIEKapCTBEHHOTO TIpernapara ¢ COOTBETCTBYIOIIMMH JIaHHBIMU
mpenapaTa cpaBHeHMs. B CBSI3M ¢ ATMM IpHU ONHUCAaHUUM U OOOCHOBAHUU SKBUBAJIEHTHOCTH
XapaKTEePUCTUK KadyecTBa JICKAPCTBEHHOIO Ipernapara B PErMCTPALMOHHOM JOChE 3asBUTEIb
JIOJDKEH TPEJCTaBUTh CBEAEHUS, TPEAYCMOTPEHHbIE yHKTaMu 72—74 u 161-169 nHacTosux
TpeboBanmii.

125. HeoOx0omuMoO CpaBHUTH JICKAPCTBEHHYIO (hOpMY, KAYECTBEHHBIH M KOJUYCCTBEHHBIN
COCTaB, MHUKPOCTPYKTYpYy M (U3HUYECKUE CBOMCTBa, OMOpapMaleBTUUECKUE XapaKTEPUCTHKU
JIEKapCTBEHHOTO TpernapaTa (HalpuMep, paCTBOPEHUE, UCTIBITAHUE Ha BBICBOOOXKICHUE in Vitro U
crocob mpuMeHeHus ). B OTHOIIEHUY TIeKapCTBEHHBIX MPENApaTOB JIJIsl MECTHOTO MPUMEHEHHS Ha
OCHOBE JIETY4€ero pacTBOPUTENSI HEOOXOAUMO TaKXKE CPaBHUTH JIaHHBIE O IPe0OpPa30BaHUU ATOTO
npenapara npyu HaHECEHUH.

126. DKBUBaJIEHTHOCTh Ka4eCTBA JIEKAPCTBEHHBIX MPEMapaToB HEOOXOIUMO OIICHHBATh Ha
Cepusx JIEKAapCTBEHHOI'O Mperapara ¢ TeM K€ COCTaBOM M CIOCOOOM MPOM3BOJACTBA, KOTOPHIC
UJCHTUYHBI TI0 COCTaBYy U COco0y MPOU3BOJICTBA MPOMBIIIICHHBIM CEpUSM HIIM OJTU3KHU K HUM.
Ecnu oTCYTCTBYIOT M3MEHEHHUs B IMpOIEcCe MPOU3BOJCTBA U O0OPYAOBAHUM U TPEACTABICHO
JI0Ka3aTeNbCTBO, YTO MAacIITaOMpOBAaHUE HE BIMSET HAa KAaueCTBO IMperapara, TO B KauecTBe
aNbTEPHATUBHOTO BapuUaHTa [JJisi LeJied YCTAHOBJIEHUS XapaKTEPUCTUK JIEKapCTBEHHOI'O
mpernapaTa ¥ €ro CONoCTaBJIEHHS C MpenapaToM CPaBHEHHUS JIOMYCKAaeTcs HCIOJIb30BaTh CEPUU
OIBITHO-TIPOMBILINIEHHOTO MacmTada, 00beM KOTOpbIX cocTaBisgeT He MeHee 1/10 or oObema
CepUHU MPOMBIIIIEHHOI0 MaciTaba.

127. HecmoTps Ha TO, 4TO K MOMEHTY MO/auH 3asBICHUS Ha PETUCTPALIUIO JIEKAPCTBEHHOTO
npernapara 3asiBUTelb paciojiaraeT OrpaHuYeHHbIM KOJIMYECTBOM JIOCTYITHBIX PENPE3eHTATHBHBIX
cepuii IPOU3BEIEHHOTO UM JICKQPCTBEHHOTO Mpenapara, B pErucTPalOHHOM JOChe HE00X0MMO
MIPE/ICTaBUTh PEe3yJbTaThl CPaBHEHHS 1O MEHbIIEH Mepe TpeX pa3HbIX CEpHil HCCiIeryeMoro
JIEKApCTBEHHOTO MperapaTa U Ipernapara CpaBHEHHUS.

128. JImsi BO3MOYXHOCTH BBITIOJTHEHUS CTATUCTUYECKON OIICHKH, KOJIMYECTBO 00pasIoB
JIEKApCTBEHHOTO Tperapara JOJDKHO COCTAaBIATh HE MEHee 12 eIUHUIl Ha CepuI0 U3MEPEHUM B
Ka)KJJOM SKCIIEPUMEHTE.
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129. [lonydyeHHble JaHHBIE JOJDKHBI TakKe IMOATBEPAUTh, YTO XapaKTEPUCTUKH
HeKapCTBeHHOFO npenapaTa OCTAKTCA ITOCTOAHHBIMU U 3KBUBAJICHTHBIMU Ha HpOTH)KeHI/II/I BCECIro
YKa3aHHOTO TTPOU3BOAUTEIIEM CPOKA TOJHOCTH (CpOKa XpaHEHHS) JISKAapCTBEHHOTO TIpernapara.

3. Kpurepnu npueMy1eMOCTH pacliMpPeHHOH (papManeBTHYeCKOH IKBUBAJTCHTHOCTH

130. [lpumeHeHne  pacmiupeHHON  (apMarleBTUYECKOW  DKBUBAJICHTHOCTH  MEXKIY
HCCIIEYEMbIM MPENapaToM U MpernapaToM CpaBHEHHs JOMYCKAETCs B Clydyae BBIMOJIHEHUS BCEX
yCJIOBHH, YKa3aHHBIX B MyHKTaX 131-134 nactosimux TpeboBaHwmiA.

131. Jomkra OBITH o0ecrmeueHa UACHTUYHOCTh JICKAPCTBEHHOHW (OPMBI, TO €CTh
HCCIIeTyeMbIi JIEKapCTBEHHBIN MpenapaT J0JKEH UMETh Ty XKe JIEKapCTBEHHYIO (hOpMYy, C TEM Ke
COCTOSIHMEM JCHUCTBYIONIETO BEIIECTBA B paCTBOPE MJIM B TEX jK€ HECMEUIMBaeMbIX (pa3ax, Kak
npenapaT CpaBHEHUSI.

132. Io;okHO OBITH OOECIIEUEHO IMOJ00ME KAaYeCTBEHHOTO M KOJMYECTBEHHOIO COCTaBa
HCCIIETyeMOro JIEKapCTBEHHOTO Mperapara M IpernapaTa CpaBHEHHSI C Y4ETOM CIEIyIOIIMX
(akTopoB:

a) COZIEp)KaHWe JICUCTBYIOIIETO BEIIECTBA M €ro cojieBas ¢opMa JODKHBI OBITH
OJIMHAKOBBIMH,

0) KaueCTBEHHBIN COCTaB BCIIOMOTATENbHBIX BEIIECTB, BKIIIOUYAs KJIACC UX YUCTOTHI, U MPHU
HEOOXOJMMOCTH KOJMYECTBEHHBIM COCTaB BCIOMOTATENbHBIX BELIECTB, JOJDKHBI  OBITH
OJIMHAKOBBIMU (€CJIM 3asiBUTENIEM HE 000CHOBaHA BO3MOKHOCTh MHOTO mojaxoxa). Ilpu stom BO
BCEX CIy4asX BCIOMOTaTelbHbIC BEIIeCTBAa, (YHKIUS KOTOPBIX COCTOMT BO BIUSHUU Ha
pacTBOPUMOCTb, TEPMOJMHAMUYECKYIO AKTUBHOCTh WM OMOJOCTYHMHOCTh JIEHCTBYIOIIETO
BEIIECTBA, U OnodapManeBTHIeCKUe XapaKTePUCTUKU JIEKAPCTBEHHOTO IIpenapaTa JOKHBI ObITh
KAueCTBEHHO OJIMHAKOBbIMH. HOMHMHANBHBIM KOJIMYECTBEHHBIH COCTAaB BCIOMOTaTElbHBIX
BEIIECTB JODKECH OBITh OJIMHAKOBBIM WJIM OTIMYAThCS He Oosee yeM Ha + 5 %. Hampuwmep, ecnu
BCIIOMOTaTeNIbHOE BEIIECTBO COJIEPKUTCS B Mpenapare cpaBHEHUs B koiaudecTse 2 % mo macce,
€ro JONYyCTHMBIN JUana3oH COAEpXaHHUs B HUCCielyeMoM Ipenapare cocrasisger 1,9-2,1 % no
Macce npemnapara;

B) JIOIYCKAaeTCAd OTJIMYME B KAUECTBEHHOM COCTaBE JUISI TE€X BCIIOMOTATEIbHBIX BEIIECTB,
OCHOBHas (PYHKIIMS KOTOpPHIX HE CBsi3aHa C oOecredeHreM OuodapMareBTUUECKUX
XapaKTepUCTHK JIGKAPCTBEHHOTO IIpermapaTta WM €ro BBEICHHWEM (HampuMmep, TaKuX
BCIIOMOTATeNIbHBIX BEIIECTB, KaAK aHTHOKCUIAHTHI, aHTUMUKPOOHbIE KOHCEPBAHTHI, KPACUTEIH,
KOTOpPBIE HE UMEIOT MHBIX (DYHKIIHI B COCTaBe JIEKAPCTBEHHOW (POPMBI MIIN KaKOTr0-In00 3¢ ¢exra,
KOTOPBIM BIUSET Ha PaCTBOPUMOCTb, TEPMOJAUHAMUYECKYIO AaKTUBHOCTb WM OHMOJIOCTYITHOCTH
JEWCTBYIOIIEr0 BemecTBAa M OMO(dapMaleBTHUYECKUE XapaKTEPUCTUKU  JIEKApCTBEHHOTO
npenapata). [Ipy BEINOTHEHUH 3aMEHBI BCIIOMOTATEIbHBIX BEIIECTB B COCTAaBE JIEKAPCTBEHHOIO
mpernapara 1o CpaBHEHHIO C COCTaBOM IIperapara CpaBHEHHS JIOMYyCKAETCsl MPUMEHSTh IHUPOKO
HCIIONb3yeMble (OOIIENPUHATHIE, CTAHIAPTHBIC) BCIIOMOTATEIbHBIC BEIIECTBA B OOBIYHBIX
KOJINYECTBAX, NPU OSTOM CJEIyeT NPUBECTH B COCTABE PETUCTPAILMOHHOIO JIOChE AaHaJIH3
BO3MOXXHBIX B3aUMOJICUCTBUM, BIMSIONIMX HA XapaKTEPUCTUKH OWOJOCTYNHOCTH M (WJIH)
PacTBOPUMOCTH JIEKaPCTBEHHOTO Mperapara;

I') JOMYyCKaeTCsl UCIOJIb30BAHKUE BCIIOMOTATENbHBIX BEIIECTB — FOMOJIOTOB NapaduHa mpu
YCIIOBHH, YTO OHU BBIMOIHAIOT (PYHKIUIO HOCUTENS MIIM CMATYAIOIIETO BEIECTBA M HE BIUSIOT Ha
pacTBOPUMOCTb, TEPMOJIMHAMUYECKYIO AKTUBHOCTh WM OMOJOCTYHMHOCTh JIEHCTBYIOIIETO
BeIIecTBa 1 OMo(dapMaleBTHUECKUE XapaKTEPUCTHKH JIEKapCTBEHHOTO TpenapaTa;

1) JUIsL BCIIOMOTATENIbHBIX BEIIECTB, YKa3aHHBIX B IMOAMYHKTAX «B» U «I» HACTOSIIETO
MYHKTA, JIOMYCKaeTCs OTINYNE UX HOMUHAIBHOTO KOJIMYECTBEHHOTO cocTaBa B npeaenax + 10 %
OT YKa3aHHOTO JJIsl BCIOMOTaTeIbHBIX BEIIECTB;

€) BBEJICHHOE B COCTaB MCCIIEIYEMOro JIEKapCTBEHHOrO TIpernapaTra ajbTepHaTHBHOE
BCIIOMOTaTeNIbHOE BEIIECTBO HE JOJKHO OKa3bIBaTh BIMSHUS HA MECTHYIO MEPEHOCHUMOCTh WM
6e3onacHocTh. Heo6Xx01umMo NoATBEpAUTD, YTO TaKKE BCIIOMOTaTeNIbHbIE BEIIECTBA HE 00J1a/1a10T
apyrumMu GyHKIUSAMU UIU 3(Q(EeKToM, BIHAIONIMM Ha PACTBOPUMOCTh, TEPMOIMHAMHUYECKYIO
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aKTUBHOCTH OMO(DapMalleBTHUECKHUE XapaKTePUCTUKU JIEKAPCTBEHHOrO Mpemnapara npoaykra. B
TaKHX CIIy4asx OMOBelBep HEBO3MOXKHO 00OCHOBATh, U €r0 IMIPUMEHEHHUE HE JOITYyCKaeTCsl.

133. JIomkHO OBITH 00€CTIEUeHO COOTBETCTBHE MCCIIEAYEMOT0 JIEKAapCTBEHHOTO TMpernapara
KPUTEPUSM NMPUEMIIEMOCTH:

a) 11 KOJTMYECTBEHHBIX TTOKazaTenei kadectBa 90 %-bie JOBEPUTEIbHBIC WHTEPBAJIBI IS
pasHULlbl CPCAHUX HCCICAYCMOI'O MpCriapara U Ipelnapara CPaBHCHUA NOJDKHBI HAXOAUTBHCA B
IpaHMIAX KPUTEPUS MPUEMIIEMOCTH, paBHOro + 10 % OT cpegHuX 3HAYEHHI COOTBETCTBYIOIIUX
MoKa3aTele KadyecTBa MpernapaTta CpaBHEHUsS TP YCIOBUH, UTO paclpeesieHue
HKCIIEPUMEHTAJIBLHBIX JaHHBIX COOTBETCTBYET 3aKOHY HOPMAJIbHOTO pacIpeleieHuUs,;

0) pe3yJbTaThl OLICHKH KaueCTBEHHBIX MOKa3aTellell KauecTBa MUCCIEeAyeMOro npernapara u
npernapaTa cpaBHEHUS JOJKHBI ObITh OJMHAKOBBIMHU.

134. lomxro ObITh oOOecmeueHo MoAoOue crmoco0a TPUMEHEHHUsT UCCIIEAYyeMOTo
JIEKapCTBEHHOTO Mpernapara crnoco0y NpuMeHeHUs npernapara cpaBHeHus. Criocod npuMeHEeHUs 1
HCIOJIb3YCMBIC U3ACINA NI TPUMCHCHUA (I[O3I/IpOBaHI/I$I, HAHCCCHUA HpenapaTa) JOJIZKHBI 6I>ITB
CXO0XMMH U 00OecriednBaTh JOCTABKY HJIEHTUYHBIX /103 MCCIEAyeMOro ImpernapaTa u npemnapara
CpaBHEHMsI NPH UX HaHeceHHWHU. Ecnm B mporecce MpUMEHEHHs MPOUCXOIUT MpeoOpa3oBaHHe
JIEKapCTBEHHOT'O Mpernapara, OCTaTKU HCCIeAyeMOro MpenapaTa 1 npenapara CpaBHEHUS JOKHbI
OCTaBaTbCs S3KBUBAJICHTHBIMM 110 CBOCMY KadYCCTBY C TOYKH 3pCHUA pacumpeHHOﬁ
(bapmaleBTUYECKOI SKBUBAJICHTHOCTH.

VI. loka3aTejibCTBO 3KBUBAJIEHTHOCTH B OTHOLIEHHUH 3(p(PeKTHBHOCTH 1€KAPCTBEHHbIX
NpenaparTos VI MECTHOI'O IPUMEHEeHHUs

1. MeToasb! Hcc/Ieq0BaHNH IKBHBAJTEHTHOCTH 3(p(PeKTUBHOCTH

135. lns  mpoBeleHWST HCCIENOBAaHWUW  SKBUBAJCHTHOCTH B3aMEH  KIMHHYECKOIO
TEepaneBTUUECKOT0 UCCIIEIOBAHUS MPUMEHSIIOTCS CIEAYIOIINE METOIbI:

a) UCCIeIOBAaHUS! KNHETUKU TPOHUKHOBEHUSI:

HCCIIeI0OBaHUE MTPOHUKHOBEHHUSI B KOXKY in Vitro B COOTBETCTBHM C mpuiiokeHueM Ne 2 k
HacrosuM TpeOoBaHUsIM;

B3SATHE TPOO pPOroBoro ciost (COCKOO JHMIKOM JIEHTOW) B COOTBETCTBUU C METOJIUKOMN
COTJIACHO mpuitoxkeHuto No 3;

uccienoBanue papMakKOKMHETUYECKOW OMOIKBUBAICHTHOCTH.

VKa3zaHHbIE UCCIEIOBAHMS TO3BOJISIIOT  YCTAHOBUTh  OKBUBAJIEHTHOCTh KUHETUKH
MPOHUKHOBEHHUSI JIEHCTBYIOIIErO BEIIECTBA JIEKAPCTBEHHBIX MPENaparoB, HAHOCHUMBIX Ha
HEIMOBPEXKICHHYIO KOXKY.

HccnenoBanus (hapMakOKMHETHYECKOH OHMOIKBHUBAICHTHOCTH C Y4YacTHEM YeJIOBEKa
JOJDKHBI TPOBOAUTBCA B CIIy4yae, €CJIM JEHCTBYIOIIEE BEIIECTBO HUMEET KOJIMYECTBEHHO
OTIpeICTIIEMYI0 CUCTEMHYIO OMOJOCTYNMHOCTh. VcciemoBaHusl POHUKHOBEHUSI B KOXKY in Vitro
clleyeT MPOBOJUTH B CyyasiX, KOI/Ia JIEHCTBYIOIIEE BELIECTBO AUPPYHIUPYET depe3 KOXKYy,
II03BOJIsIA KOJIMYECTBEHHO OIPENEIUTh €ro B IPUHUMAIOIICH AHAIIMTUYECKOM suelke. B3stue
00pa3moB poroBoro ciiosi (COCKOO JUMKOW JICHTOW) MPOBOAMTCS B CIydasx, Korjaa HaOIi01aeTcs
J0CTaTOYHAs! KOTMYECTBEHHO onpenenseMas nudy3us qeiiCTBYIONIEro BemecTBa uepe3 poropou
CJION.

Jlpyrue MeToabl UCCIIeOBaHMM, TaKue KaK MUKPOIUAIN3 U KOH(POKATbHAS paMaHOBCKas
MHUKPOCKOIHSI, HEIOCTATOYHO HM3Yy4E€HbI Uil HMCHOJb30BaHUS B LENAX IOJYYEHHs OIOPHBIX
JTAHHBIX 00 SKBUBAJICHTHOCTH, HO MOTYT UTPaTh BCIIOMOTATEIbHYIO POJIb;

0) papMakoTMHAMHYECKUE UCCIICIOBAHUS:

aHaJIN3 Ba30KOHCTPUKIIUU JUIsI KOPTUKOCTEPOUIOB;

UCCIIEIOBaHMS AaHTUCENTUYECKUX U aHTUMUKPOOHBIX JIEKaPCTBEHHBIX MPEnapaToB.

VYkazaHHbIe Hccae0BaHus MO3BOJISIOT YCTaHOBUTH SKBUBAJIECHTHOCTb
(bapMakoIMHAMUYECKOW aKTUBHOCTH JIEHCTBYIOIIETO BEIECTBA JIEKAPCTBEHHBIX MPENapaToB,
HAaHOCHUMBIX Ha HEMOBPEKIECHHYIO KOXY. DapMakoIMHAMUYECKUE UCCIEAOBAHUS B OTHOILICHUU



188

JIPYTHUX JICKAPCTBEHHBIX MPENapaToB HEAOCTATOYHO MCIOJIb30BAIMCH JIJI MOJYYEHHUSI OMOPHBIX
JaHHBIX 00 YKBUBAJIEHTHOCTH, HO MOTYT UTPaTh BCIIOMOTAaTEeIbHYIO posib. Mo/Ienb JOKHA OBITH
B JIOCTaTOYHOM CTENEHW BAJIMIHOW, W JOJDKHA OBITh IMOKa3aHa €€ CBS3b C TEPANeBTHYECCKOM
CUTYyalHE.

2. O0mue paxkTopbl, y4UTHIBAEMbIe IPU 000CHOBAHMH OMOIKBUBAJIEHTHOCTH
Bonpocs!l BapuadeabHOCTH

136. YcnoBus nuccaenoBaHus JTOJDKHBI OBITh CTaHIAPTHU30BaHBI, YTOOB MUHUMHU3UPOBATH
BapHadeNbHOCTh BCEX BIHSIOMUX (DaKTOPOB, 32 UCKIIOYEHHUEM BapHaOebHOCTH, CBA3aHHOU C
UCCIIeTyeMbIMU JIEKaPCTBEHHBbIMU MpenapaTtamMu. CiaeayeT NpoBOAUTH MUJIOTHBIE UCCIIEIOBAHMUS,
9TOOBI BEIPA0OTATh U ONITUMU3UPOBATH MPOLIETYPhI UCCICTOBAHUS.

137. B uccnenoBaHusiXx ¢ MPUMEHEHUEM OJHOKPATHOM J103bl HAHECEHHUE JIEKAPCTBEHHOIO
mpermapara sBISIeTCSl 3HAYMMbIM HCTOYHUKOM BapuabenpHocTH. [Iponenypa HaneceHus 10361 (1
mporieaypa oToopa mpod Mpu B3ATHH 00Pa3II0B POroOBOTO CJI0sI (COCKOO JTUTIKOW JICHTOMN)) TOJDKHA
COOTBETCTBOBATH CJICAYIOUTUM TPEOOBAHUSIM:

a) ObITh YIOOHOW B BBIIOJTHEHUH;

0) ObITH OJIPOOHO OMKCaHa B MPOLIEAYPAX UCCIIEIOBAHUS;

B) COOTBETCTBOBATh MpPOIEIype MPUMEHEHHs JIEKAPCTBEHHOTO IMpernapara yKa3aHHOH B
o01Iei XapaKTepUCTHKE Tperapara CpaBHCHHUS,

I') THIATEIbHO KOHTPOJIUPOBATHCA (HAPUMED, C TOMOIIIBIO UCII0JIb30BaHUs TpadapeToB AJis
HAHECCHUS WM MIPUBJICYCHUS K IPOLIEAYPE OJTHOTO WU HECKOJIBKUX MEAUIIMHCKIX PAOOTHHUKOB,
MPOLIEIIINX CIEIUANBHYIO TPEHUPOBKY );

r) OBITH BaJMIUPOBAHA,

1) TO3BOJISITH OJTHO3HAYHO OMNPENENiTh (PaKTUYECKH HAHECEHHYIO J03Y JIEKapCTBEHHOI'O
mpermapara.

138. IMUTeIbHOCTh HCCIICIOBAHUS JOJDKHA OBITH JIOCTAaTOYHOH, YTOOBI TI03BOJIUTH
KOJIMYECTBEHHO HaOmoaath AUQQy3ut0, HO ONTHUMAILHO OTPAHUYCHHOH, UISi MUHUMHU3AIAH
M3MEHEHUH B YCJIOBUSAX MCCIEIOBAaHUS, KOTOPbIE MOTYT BO3HHMKATh €CTECTBEHHBIM OOpa3oM,
BHOCSl CMEIIEHUE B KHUHETHUYECKHWE Mpoduian (HampuMmep IeCKBaMalus, yTpaTa LEJIOCTHOCTH
KOXH, oOpaTtHas nuddy3us, cirydaifHbIe TOTEPH WK TEPEHOC HAHECEHHOU JT03bI).

139. [lockosnbKy METOABl M3yYEHHUs SKBUBAJIEHTHOCTH IIPEIyCMATPUBAIOT HECKOJIBKO
CIIOKHBIX JJII OJHOTUITHOTO BBHITIOJHEHHUS CTaJAWi, MCCIEAOBAaHUS JIOJDKHBI MPOBOJUTHCS
OTIBITHBIMU COTPYIHUKAMHU, TPOIISAITUMH CIIEIIUAIBHYIO TIOJTOTOBKY, ¥ BBITIOTHSTHCS B CTPOTOM
COOTBETCTBUH C MPOTOKOJIOM HCCIIEIOBAaHUS U TPeOOBAaHUSMHU CHUCTEMbl 00ecCrevyeHHs KauecTBa
HCCIIEI0BATEIBCKOTO LIEHTPA.

140. VccniemoBanusi IPOHUKHOBEHUS B KOXY i1 Vitro W B3SATHs 00pa3lloB POTOBOTO CIIOS
(cocko0 NHMMKON JEHTON) MOMKHBI BKIIOYATh B CeOsl HETaTHBHBIE KOHTPOIM, KOTOpPHIE HE
SKBHUBAJIEHTHBI UCCIIEyeMOMY JIEKAPCTBEHHOMY Mpenapary u rnpenapary cpaBHEHUSI.

141. MeXUHIUBUAYAIBHYIO I MEXIOHOPCKYIO BapHaOelbHOCTh KOXH HE00XOAUMO
MUHUMU3HUPOBATH NP MOMOIIY EPEKPECTHOTO IU3aliHa UCCIIEOBAHMUS.

142. Ilpu mpoBeA€HUH UCCIIEIOBAaHUI POHUKHOBEHHUS B KOXKY i1 Vitro W B3sITHS 00pa3LoB
poroBoro ciosi (COCKOO JHMMIKON JIGHTOM) HCCIeAyeMbld Tpemapar, MpernapaT CpaBHEHUS H
HEraTUBHBIN KOHTPOIL HEOOXOAMMO HCCIIEA0BATh HA OAHON M TOH JKe TpyIIe T0OpOBOJIBIEB WIH
JIOHOPCKOM KOXKe.

143. B oTHOIIEHNN JIEKapCTBEHHBIX IIPENapaToB C HU3KOM TO3UPOBKOW M OIpaHUYEHHOMN
mud¢y3uelt oueHb HU3KME KOHLIEHTPALUU JIEHCTBYIOIIETO BEIIECTBa, OXKHJlaeMble B oOpaslax,
MOTYT OBITh CYIIECTBEHHBIM WCTOYHMKOM BapuadenbHOCTH. HeoO0XoauMo HCIoiib30BaTh
YyBCTBUTEJIbHBIE aHAIIMTUYECKUE METOAMKHU (HalpUMep, XpoMaTorpaguio ¢ TaHIEMHOW Mmacc-
CIIEKTPOMETPUEH).

144. AnanuTrdeckue METOAUKH JOJDKHBI OBITh BaJIMJAHUPOBAHBI B COOTBETCTBUU C
npuiioxxeHneM Ne 6 k [IpaBunam.
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Jl03a JlekapCcTBEeHHOI0 Npenapara

145. IlpumensiemMasi B MCCIEIOBAHUSAX SKBUBAJCHTHOCTH /1032 JIEKAPCTBEHHOTO MpernapaTa
JOJDKHA OBITH 00OCHOBAaHA C YYETOM:

a) Maccbl HAHOCHMOTO JICHCTBYIOIIETO BEIIECTBA;

0) Macchl WM 00BEMa UCIIOJIB3yEMOTO JICKAPCTBEHHOTO TIperapara;

B) ydacTKa (30HbI) HAHECEHUS;

I') BEJIMYUHBI J103bl, YKa3aHHOH B O0IIel XapaKTepUCTHUKE MpernapaTra CPaBHEHHUS.

146. YuacTok (30Ha) HAHECEHHSI TOJKHA MO3BOJIATH 00ECIICUNUTh KOJMUECTBEHHYIO OLIEHKY
MoKazaTese abcopOIMy TeUCTBYIONIETO BEIIECTBA JIEKAPCTBEHHOTO mpenapara. Jlomyckaercs,
9YTOOBI Y4aCTOK (30HA) HAHECEHHUs MIPEBBIIIANN pa3Mep yJacTKa HAaHECEHUs!, YKa3aHHBIM B 001Iei
XapaKTepUCTHKE IpernapaTa CpaBHEHHUS, €CIM 3TO CBSA3aHO C HEOOXOJUMOCTBIO O0ECHeYUTh
TpeOyeMy0 aHAJIMTHYECKYIO YyBCTBUTEILHOCTh METOAMKH aHAIM3a U HE BBI3BIBACT OMACCHHM C
TOYKH 3peHUsI 0€30MMaCHOCTH CyObEKTOB MCCIICIOBAHMUS.

147. Ilpu mpoBeieHUN HCCIENOBAHUN in vivo HEOOXOAMMO 00OCHOBAaTh BHIOOpP ydacTKa
(30HBI) KOXKH ISl HAHECSHHS JICKAPCTBEHHOTO TIperapara.

Pa3mepnbl BBIOOPKH CY0OBEKTOB HCCJI€I0BAHNS

148. KonraecTBO CyOBEKTOB MCCIIEIOBAHUS JOKHO OCHOBBIBATHCS Ha COOTBETCTBYIOIIEM
pacuere pa3mepa BHIOOPKH U ObITh HE MeHee 12 yenmoBek.

149. [Ipy npoBeneHUU HUCCIACAOBAHUN NPOHUKHOBEHUS B KOXKY in Vitro YUCIECHHOCTb
JIOHOPOB KOKH MOXKET OBITh MEHBINE 12 4emoBeK, €Clii ’TO 000CHOBAHO 3asSBUTEIIEM.

150. Ilpu poBeieHNH UCCIIETOBAHU TPOHUKHOBEHUS B KOXKY i1 Vitro W B3ATHsI 00pa3IoB
pOTOBOTO CJIOSI (COCKOO JIMITKOW JIEHTOM) HEOOXOAMMO UCIOIB30BaTh PEIUTMKATHBHBIA JIH3aiH
uccineaoBaHus. MUHUMaAIbHOE YHCIO ONPENENeHUH g KaXJA0ro M3 HUCCIEAyeMBbIX
JIEKApCTBEHHBIX MpenaparoB (KUCCeIyeMblil mpenapaT U npenapar CpaBHEHUS) U KOHTPOJIbHBIX
MIPOJIYKTOB JIOJDKHO OBITH HE MeHee 24.

151. KonmuuecTBO BpEMEHHBIX TOYEK M YacTOTa B3SATHUSA MPOO I KaKAOro cyObekTa
UCCJIEIOBaHUSI WU TOBTOPHOCTH JOJIKHBI OBITh JIOCTATOYHBIMH, YTOOBI OXapaKTepHU30BaTh
KHHETUYECKUH PO IEHCTBYIOIIETO BEIIECTBA U ONPEISIUTh TapaMeTPhbl SKBHBAICHTHOCTH.

Kpurepun npuemiaemocTu

152. ITapameTpbl SKBUBAJEHTHOCTH COOTBETCTBYIOT KPHUTEPUSAM MPUEMIIEMOCTH MpHU
ycinoBuH, 4to 90 %-b1ii NOBEPUTENBHBIM HMHTEpPBAN JUIsI OTHOLIEHUS CPEAHUX MCCIETyEMOro
IpernapaTa K Mpenapary CpaBHEHMs HaxoAuTcs B uHTepBaie, paBHoM 80,00-125,00 %, ecin
3asiBUTENIEM He 0O0OCHOBaHbI MHBIE IPAHUIIBI KPUTEPUEB IPUEMIIEMOCTH.

153. Pacluupenrie rpaHuil KputepueB npuemieMoctd s 90 %-ro  10BEpPUTEIBHOTO
uHTepBasla (MakcumanbHO 10 69,84-143,19 %) gomyckaeTcss B cllydae  BBICOKOMU
BHYTPUMHIUBUAYATbHOW WM BHYTPHIOHOPCKOW BapuaOeIbHOCTH, HAOIOJaeMON  Jyis
JIEKApPCTBEHHBIX TIPEMapaToB C HU3KOW TO3MPOBKOW W OTrpaHWYeHHOW muddysuen, ecinu 3To
KIMHUYeCKHn 000cHOBaHO. OIlleHKa pacHIMPEHHBIX KPUTEPUEB MPUEMIIEMOCTH BBITIONHSETCS B
cooTBeTCTBUU ¢ ntoapaznenom 11 pazgena I [Ipasu.

O0ecneyenne KauyecTBa NPH OLleHKe IKBHBAJICHTHOCTH JICKAPCTBEHHbBIX NPENapaToB AJisi
MECTHOI0 NPMMEHEHHs B HCCJIe0BaTe/IbCKHUX J1a0opaTopusix

154. Heobxomqumo  o0ecrmeuuTb,  YTOOBI  MEpPCOHAN  J1abOpaTOPUHU-HCIIONHUTEISA
ucciaenoBaHUi  o0naman  HeoOxoaumol KBanuduKamueidn B 007acTH  OMOAHATUTHYECKUX
UCCIeIoBaHM 1 yTOOBI B TabopaTopuu Oblia BHEApEeHa Y3 PEeKTUBHAS CHCTEMa KauyecTBa, KOTOpas
npeaycMaTpUBaeT:

a) JCKJIapalI0 COOTBETCTBUS TaOOPAaTOPHH OJHON U3 CHCTEM KauecTBa,
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0) mpoBeJicHNE PEryJApHBIX BHYTPEHHUX ayJAMTOB CHCTEMbl KayecTBa jabopaTtopuu B
OTHOIIEHUH €€ TEXHUYECKOH OCHALIEHHOCTH M BAJUJHOCTU HCIOJIB3YEMBIX METOAOB C
JOKYMEHTUPOBAHUEM PE3YJIBTATOB;

B) IOATBEP)KJCHUE  KBaJU(UKAMM  TepCOHala B TOpPSJIKE,  yCTAaHOBJICHHOM
3aKOHOJIATEIbCTBOM IOCYapCcTBa, B KOTOPOM MPOBOJSATCS UCIIBITAHUS.

3. MeToauku N3Y4YCHUS KUHETUKU MPOHUKHOBCHUSA

155. N3ydyeHne KUHETUKU TPOHUKHOBEHHUSI ICMCTBYIOIIETO BEIIECTBA B KOXKY BBIMIOJIHIETCSA
OJTHUM U3 TPEX METOOB:

UCClIeIOBaHNe MPOHUKHOBEHUS! B KOXKY i1 Vitro B COOTBETCTBUU C IpuiiokeHneM Ne 2 k
HacrosmuM TpeOoBaHUAM;

B3sITHE TIPOO POTOBOTO CJI0s (COCKOO JIUTIKOM JIEHTOM ) B COOTBETCTBHH € TpritokeHrueM No 3
K HacTosiiuM TpebGoBaHusIM;

uccaenoBanue GapMaKOKHHETHIECKON OMOIKBUBATICHTHOCTH.

4. ®apMakoaMHAMHUYECKHE HCCIeT0BAHUS
KopTukocrepounabl

156. AHanu3 Ba30KOHCTPUKLUU JJIsI  KOPTHKOCTEPOUIOB (TPOBOJMMBIM  COTJIACHO
npunoxeHnto Ne 4) nomyckaeTcst IpeaCTaBIsATh B PETUCTPALIMOHHOM JIOChE B KaU€CTBE 3aMEHBI
UCCIIeI0BaHHs OMOAKBHUBATIEHTHOCTH.

Ko:xHbIe aHTHCENTUKH

157. Ilokazarenu KadyecTBa M AKTUBHOCTH KOXHBIX AHTHUCENTUYECKHX JIEKAPCTBEHHBIX
MpenapaToB JOJDKHBI COOTBETCTBOBAaTh TpeboBanmsiM cratbu  2.3.1.1. «OddexTuBHOCTH
AaHTUMHUKPOOHBIX KoHCcepBaHTOBY (203010001)» dapmakonen Coro3a.

158. Ecnmu  cmoco® TpUMEHEHHUsS HCCIEAYyeMOr0 aHTHUCENTHYECKOTO JIEKapCTBEHHOTO
mpemapata B OOIIel XapaKTepUCTHKE Tpernapara CpaBHEHHsI YKa3aH HEUYETKO WU CIocod
MIPUMEHEHHUSI SIBJISIETCS HOBBIM IO OTHOILIEHUIO K croco0y MPUMEHEHHUs INpernapara CpaBHEHHS,
HE0OXOIUMO BBHITIOJHUTH HWCCIEIOBAHUS in Vivo Ha JI0OpoBoibIlaX. B pamMkax Takux
UCCIIETOBaHUM MPOBOAT HCCIEA0BAHNE YHIOTEHHOM (IIOphI 100pOBOJIBIA HA YUACTKAX KOXKHU JI0
U T1ocie ee OOpabOTKM aHTHUCENTHYECKHMMHM JIEKApCTBEHHBIMU Tpenaparamu. Kpurepun
SKBUBAJICHTHOCTH CHWXeHUs noka3areneii KOE, BeipaxeHnubie B log-enuHMIAX, TOJDKHBI OBITH
000CHOBAHBI 3a5IBUTEIICM.

159. Ecnu aHTHCENTUYECKUH JIEKApCTBEHHBIA MpEnapar MpeIHa3HAuYeH Il IPUMEHEHUS
nepeA MPOBEACHUEM HMHBA3UBHBIX MEIULMHCKUX MPOILEAYp, HIOMYCKAaeTcsl MpPeICTaBIsATh
pe3yNbTaThl OLIEHKH TaKOro aHTHCENTUYECKOTO JIEKApCTBEHHOI'O Ipernapara, BHIMOJIHEHHOW B
COOTBETCTBUM C TpeOoBaHHsIMH akTOB opraHoB Coro3a B chepe CaHUTAPHBIX MEp WU
COOTBETCTBYIOIIUX aKTOB FOCYAapCTB-UJICHOB.

IIpoTnBOMHKPOOHBIE JIeKAPCTBEHHbIE MPeNapaThl 1JIs1 JeUeHUus] KOKHbIX HH(eKumii

160. Pe3ynpTarel  MCCIEIOBAHUN  AKBUBAJIEHTHOCTH  AHTUCENTHUYECKOTO  JECUCTBUSA
JIEKapCTBEHHOTO TIpermapaTa Ha WHOKYJIMPOBAHHYI0 HWH(UIUpYIOMEH H030H KOXKYy U ee
MOCTEAYIONIEeH AEKOJOHU3AIUU in Vitro JOMYCKAETCs MPEICTABISTh B KAUECTBE JOKA3aTEIbCTB
3KBHUBAJICHTHOCTHU Bq)(beKTI/IBHOCTI/I HeﬁCTBHH AHTUCCIITUUCCKUX .HeKapCTBeHHBIX CpGI[CTB BMECCTC
C pe3yJibTaTaMu JAPYTUX UCCICIOBAHWI SKBUBAJICHTHOCTH MPHU HAIJIEKAIICH BaJuJAlMN TaKUX
HCCIICIOBAHUI.

VII. DKBUBAJIEHTHOCTH B OTHOILIEHUHU 0€30MACHOCTH JIEKAPCTBEHHBIX MPenapaToB sl
MECTHOT'0 MPUMEHEeHUs



191

161. be3omacHOCTh ¥ MeCTHasI IEPEHOCUMOCTh MOTYT OBITh IMOJATBEPIKICHBI HA OCHOBAHHH
Hay4YHBIX MEJIMIIMHCKUX JAaHHBIX B CITy4ae U3BECTHOIO ACHCTBYIOLIETO BEIIECTBA JIEKAPCTBEHHOTO
rpenapara U HCIOJIb30BAHMS B €r0 COCTABE TOJBKO XOPOIIO H3YYEHHBIX BCIIOMOTATEIbHBIX
BELIECTB.

162. B cnyvae eciu Jyisl TAaKUX JICKAPCTBEHHBIX MPENAPATOB MMOKa3aHa SKBUBAJIEHTHOCTH B
OTHOILIEHUU T[IOKa3aTelel KayecTBa, MPEACTaBICHUE UCCIEIOBAHUI  3IKBHBAJICHTHOCTU
0€30IacHOCTH M MECTHOU MEPEHOCUMOCTH HE TpeOyeTcs.

163. DKBUBAJNIEHTHOCTh, YCTAHOBJICHHYIO B HCCIEAOBAHUSX SKBUBAJICHTHOCTH KUHETUKHU
MIPOHUKHOBEHHS, TOITyCKAETCsl UCIOJIb30BaTh B KAYECTBE MOATBEPKIECHUS TOTO, YTO KOJUYECTBO
JEHCTBYIOIIETO BEIIECTBA, KOTOPOE JOCTUTAET MECTa ACUCTBUS U (MIIM) CUCTEMHOM UPKYIISIIIUH
IIpU TNPUMEHEHHH MCCIEIyEMOro JIEKapCTBEHHOIO Mpenapara, aHaJOTHMYHO KOJUYECTBY
JIEHUCTBYIOIETO BEILIECTBA MperapaTa CpaBHEHUSI.

164. B oTHONIEHNH JIEKAPCTBEHHBIX MPENApaToB [IJII MECTHOIO TPUMEHEHUS C JIOKAJIbHBIM
MECTOM JI€HCTBHUSA, NEHCTBYIOIIEE BEIIECTBO KOTOPBIX 00JaJaeT CUCTEMHONW OMOAOCTYITHOCTBIO,
UCCIIeIOBaHMUsI OMOAKBUBAJICHTHOCTH CIY>KaT JI0Ka3aTelbCTBOM KakK 3()()EeKTUBHOCTH, TaK U
0€30MacHOCTH.

165. [onoxxeHus HACTOSIIErO pa3fiesia HE MPUMEHSIOTCS B OTHOIIEHUHU JIEKAPCTBEHHBIX
[IpenaparoB ¢ J0303aBUCUMOM CUCTEMHON TOKCHYHOCTBIO. J{J1s1 TaHHOM I'PYIIIBI JIEKAPCTBEHHBIX
MpernapaToB HEOOXOAMMO IMPOBECTU MCCIEAOBAHUS MECTHOM MEPEHOCHMMOCTH W KIMHUYECKOM
0e3omacHocTH. Ecnu 1S TaKUX JIEKAPCTBEHHBIX MPEMapaToB CUCTEMHAs YKCIIO3UIUS U3MEpUMa
1 MO3BOJISIET CIIeaTh BBIBOJ O TOM, YTO OHA HE BBILIE, YEM Y Ipenapara CpaBHEHUs, JOCTATOYHO
MIPOBECTHU MCCIIEIOBAHUSI OMOIKBUBAIEHTHOCTH, MIOKA3BIBAIOIINE CXOJCTBO Mpoduiieit cucTeMHOM
(hapMaKOKMHETHKH 3TUX JIEKAPCTBEHHBIX MPENapaToB.

VIII. CnennguyHbie IPOTOKOJIBI NOATBEPKACHUSI O0HOIKBUBAJICHTHOCTH 1JIs1
JIEKAPCTBEHHBIX MPEnapaToB 1JIs MECTHOI0 IPUMEHEHHUs

166. I1pu pa3paboTke crienupUIHBIX TPOTOKOIOB UCCICTOBAHII OMOIKBHUBAIEHTHOCTH JIJIS
JIEKapCTBEHHBIX MPENapaTroB JJIsi MECTHOTO MpHUMEHEHHus (fajiee — Ccrneuu(@UUHbIM MPOTOKOI
UCCIICIOBAHMS), W BBIOOpE HCCICNOBAaHUN OMOIPKBUBAICHTHOCTH JIOJDKHBI YUUTHIBATHCS
cnenyromye HhakToph:

a) nexapcTBeHHast opma JIeKapCTBEHHOTO Mpemnapara;

0) coctaB W (hapMaleBTUKO-TEXHOJIOTHYECCKHAE TapaMeTphl JICKAapCTBEHHOW (OPMBI
JIEKapCTBEHHOTO TIperapara;

B) PaCTBOPEHHE U BHICBOOOXKICHHE JICHCTBYIOIIETO BEIIECTBA;

r) nuddy3us JEHCTBYIONIETO BEMIECTBA B KOXKY U MECTO JACHCTBHSI.

167. HeoOxomuMo MpecTaBUTh U 0OOCHOBATH MOATOTOBJICHHBIN CICIIU(UIHBIA TTPOTOKOJT
WCCJICIOBAHMS, B KOTOPBIM BKIFOUEHBI METOABI UCCICIOBAHUN U KPUTEPHH UX MPUEMIIEMOCTH.
Takolt mTPOTOKON 1OJDKEH OBITh TOATOTOBIICH JI0 Hadajlla MPOBEICHUS WCCICIOBAHUN
OMOPKBHBAIGHTHOCTU. HeoOXoAMMO TPEeIOCTaBUTh BCE UMEIONIMECS TIOJOXKHUTEIbHBIE U
OTpHULaTeNIbHbIE JaHHBIE MO JIEKAPCTBEHHOMY Npenapary.

168. BeiBoa 0 OMO3KBUBAJICHTHOCTH T10 pe3yJIbTaTaM U3yueHHs JIEKApPCTBEHHOTO TpenapaTa
JOTyCKaeTCsl JeNlaTh, €CIM MOJIyYeHHbIE pPEe3yJbTaThl HCCIENOBAaHUS CTPOrO COOTBETCTBYIOT
alpUOPHO  KPUTEPHSIM TPHUEMJIEMOCTH, YCTAHOBJICHHBIM B CHEIU(PUYHOM MPOTOKOJIC
UCCIIEIOBaHUS.

169. CnenuduuHbIif MPOTOKOJ MCCIEIOBAHNUS JTOJKEH COJIEPKATh:

a) 000CHOBaHME  HEBO3MOXKHOCTH  TMPOBEACHMUS  KIMHUYECKOTO  HCCIIEIOBaHUS
TeparneBTHYECKON SKBUBAJICHTHOCTH;

0) 000CHOBaHHE JOMYCTUMOCTH MPUMEHEHHUS K JIEKAPCTBEHHOMY Tpemapary MOJOKCHHI
HacTosmux TpeboBaHui;

B) 0OOOCHOBaHHWE HEBO3MOXKHOCTH  BBIOJIHUTH HCCJEIOBAaHUS HOKBUBAJIEHTHOCTH B
OTHOIICHUU OE30MAaCHOCTH JIEKAPCTBEHHOTO MIperapara;
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T') pe3ybTaThl HCCIEIOBAHUN paCIIMPEHHON (hapMaleBTUUECKOW SKBUBAJECHTHOCTH |
SKBHBAJIEHTHOCTH CIIOCO0A MPUMEHEHHSI JIEKAPCTBEHHOTO TIPerapara;

1) pe3yJIbTaThl ~ COOTBETCTBYIOLIETO  MCCIEAOBAHMSI  SKBUBAJCHTHOCTH  KUHETHKHU
MPOHUKHOBEHUs, eciu aud@y3ust NEeHCTBYIOMIETO0 BeIIecTBa 4Yepe3 KOXKy HeoOxomuma s
peanuzanuu 3pPeKTUBHOCTH, 1 000CHOBAaHME BHIOOpA METOAa HCCIeIoBaHus (MccaenoBanmii). B
KaueCTBE aTbTEPHATUBKI JOIMYCKACTCS MPEICTABUTh 0OOCHOBAHIE HEBO3MOXKHOCTH BBITIOTHEHUS
MCCIIEIOBaHHU M SKBUBAJICHTHOCTH KMHETUKH POHUKHOBEHMUS,

€) pe3ynbTaThl  (hapMaKOJAMHAMUYECKUX HUCCICIOBAaHWM, €CIM TPOBEACHHE TaKHUX
UCCIIEIOBAaHUIM BO3MOXKHO JJIsl TaHHOTO JIEHCTBYIOIIETO BEHIECTBA U SIBJISIETCSI 0OOCHOBAHHBIM C
TOYKH 3PEHUS OICHKM OSKBUBAJICHTHOCTH JICKAPCTBEHHOTro Tpemapara. Jlomyckaercs
UCIOJIb30BaTh WHHOBAI[MOHHBIE METOIUKU HCCIEIOBaHHM, €CITM OHM HaJJIeKaIlluM 00pa3oM
pa3paboTaHbl U BAIUIUPOBAHBI.

IX. buoBeiiBepbl
1. buoBeiiBep, 0OCHOBaHHBII Ha OuodapManeBTHYECKOI cucTeMe KIaccupuKkanuu

170. OTka3 oT HEOOXOAMMOCTH TPEJACTABICHUS JAaHHBIX 00 SKBHUBAJCHTHOCTH KWHETHUKH
MPOHUKHOBEHUS WK (PapMaKOAMHAMUKH MPUEMIIEM B OTHOIIICHHH:

a) MPOCTHIX MO COCTaBY U (hapMaIleBTUKO-TEXHOJOTHUYECKUM MapaMeTpaM JIEKapCTBEHHBIX
¢dopm ¢ ogHOpaA3HON OCHOBO, B KOTOPBIX JEHCTBYIOIIEE BELIECTBO HAXOAUTCS B PACTBOPE WIH
CyCIleH3UH (HampuMep, KOXKHBIX pacTBOPOB, OJHO(]A3HBIX reiei U Mazel, KOXKHBIX CyCIIeH3Hi);

0) TeKapCTBEHHBIX IMPENapaToB, MPEAHA3HAYCHHBIX HCKIIOYUTENBHO /I HaHECCHUS
JIEHCTBYIOIIETO BEIIECTBA HA MOBEPXHOCTh KOXH, 0e3 ero adcopOmuu. B Takux ciywasx
JOCTaTOYHO PE3yJIbTAaTOB HCCIENOBAHUN pacIIMpeHHON (papMaleBTUYeCKOH SKBHUBAJICHTHOCTH,
BKJIFOYAsi BEICBOOOXKICHUE JCUCTBYIOIIETO BEIIECTBA in Vifro JJIA Teei, Ma3el U CyCIIeH3UH, 1
pE3yJIbTaTOB MCCIEA0BaHNN YKBUBAJIEHTHOCTH BBEICHMS.

171. UccnenoBanusi 3KBUBAJICHTHOCTH B OTHOMIEHWH 3(PGEKTHBHOCTH HEOOXOJIUMBI B
cllydae, €CJIi JIEKapCTBEHHBIH Mpenapar:

a) COZIEP>KUT B CBOEM COCTaBE BCIIOMOTaTeNIbHbIE BEIIECTBA, BIUSIONINE HA OMOAOCTYITHOCTh
JIeWCTBYIOIETO BEIIeCTBa, OnodapMalieBTUIECKHE XapaKTePUCTHUKHU JEKapCTBEHHOTO TpenapaTa
WM YCUJIMBAIOIINE TPOHUKHOBEHUE JIEHCTBYIOIIETO BEIECTBA;

0) COIEP)KUT B CBOEM COCTaBE BCIIOMOTAaTEIbHBIC BEIIECTBA CIOXKHOTO CTPOCHUS, VIS
KOTOpPBIX pa3Hble CrnocoObl MPOM3BOACTBA WJIM KIJIACChl YHMCTOTHI MOTYT BIHUSATH Ha
OouodapMalieBTUYECKHE XapaKTEPUCTUKU JIEKAPCTBEHHOIO Mperapara in vivo Ui cTaOuIbHOCTb
JIEWCTBYIOIETO BEIIECTBA;

B) IMEET KAUECTBEHHO APYIrOM COCTaB BCIOMOIATEIbHBIX BEILECTB, OTIMYAOLIUICS OT
npernapaTa cpaBHEHHUSI.

172. IlpeacraBieHre JaHHBIX MCCIENOBaHUN OMOSKBHBAJICHTHOCTU TpedyeTcs B cilyuae,
€CJIM JIEKapCTBEHHbIE MPenapaThl UMEIOT JIOKATbHOE MECTO JIEHCTBUS U JEHCTBYIOIIEE BEIIECTBO
o0azaeT CUCTeMHON OMOIOCTYITHOCTBIO, KOTOPast MOKET OBITh M3MEpEHa KOJTHMUECTBEHHO.

2. buoseiiBep 103MPOBOK

173. Ecnu  Ha perucTpanuio 3asBISIOTCS HECKOJIBKO JO3MPOBOK  HCCIIELYyEMOIO
JIEKapCTBEHHOI'0 TIperapara, JOCTaTOYHO YCTAHOBUTh OHMO3KBUBAJIEHTHOCTh TOJIBKO OJHOIM
J03UPOBKH, KOTOpasi HanOoJiee YyBCTBUTENbHA B OTHOLICHHM OOHApPY)KEHUS MOTEHIMAJIbHBIX
pasauuuii MeXy JIEKapCTBEHHBIMHU ITpernapaTaMy B pa3HbIX JO3UPOBKAX.

174. Ecnu  3asBIeHO TpUMEHEHHE OuoBeiliBepa [uis JONOJHHUTEIBHON JTO3MPOBKHU
(T03MPOBOK) TOJKHBI OBITH BHITIOJIHEHBI BCE CIIEAYIONINE TPEOOBAHMS:

a) pa3Hble JO3MPOBKHM MCCIEAYEMBIX JIEKAPCTBEHHBIX IpPENapaToB IPOU3BOAATCA INpU
MTOMOIIN OJHOTO U TOTO e MPOU3BOJICTBEHHOTO MPOIIecca;
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0) pa3HbIE JTO3UPOBKH HCCIIETYEMBIX JIEKAPCTBEHHBIX IPENapaTOB MMEIOT OJMHAKOBBIN
Ka4yeCTBEHHEIN COCTaB;

B) KQUECTBCHHBIM W KOJIMYECTBEHHBIM COCTAaBBI PA3HBIX JO3UPOBOK HCCIEAYEMBIX
JIEKaPCTBEHHBIX MPEMAPATOB 3KBUBAJIICHTHBI PAa3HBIM JIO3UPOBKAM IIPENAPATOB CPABHEHUS;

') yCTaHOBJICHA paciupeHHas (hapMalneBTHIeCKasi SKBUBAJICHTHOCTh MEXKTy HCCIICTyEMbIM
JIEKaPCTBEHHBIM IIPENAPATOM U MPEMAPATOM CPABHEHHS B OTHOLIEHUH BCEX JTO3UPOBOK.

X. ITocTperncrpanuoHHbIE H3MEHEHM I

175. B caydae mo00ro mpeaiaraeMoro MOCTPerucTpaluOHHOTO U3MEHEHUsT HE00XO0AUMO
BBITIOJTHUTH OLIEHKY PHCKa, YTOOBI OMPEIETUTh €r0 BIUsSHUE Ha 0€30MacHOCTh, 3P HEKTHBHOCTh 1
KaueCTBO JIEKapCTBEHHOIO Mpernapara.

176. Ilpu mpoBeneHWH OICHKH pHCKa HEOOXOIMMO TaKKe MPOAHAIM3UPOBATh PHUCKH,
CBA3aHHBIE C HAKOIUICHMEM IOCTPETUCTPALIMOHHBIX HM3MEHEHUH MO OTHOIICHHIO K
MepBOHAYAIbHOMY COCTaBY U CIOCO0Y MPOU3BOACTBA JIEKAPCTBEHHOI'O IIpernapara.

177. B xauecTBe OKa3bIBAIONIUX MOTCHIMAIBHOE CYIIIECTBEHHOE BIUSHIE HA O€30M1acHOCTb,
3(¢(}HEeKTUBHOCT, M KA4yeCTBO JIEKAPCTBEHHOIO Mpenapara paccMaTpUBAIOTCS —CIEAYIOIINe
U3MEHEHHUS:

a) U3MEHEHHE (PU3HKO-XUMHUUECKOTO COCTOSHUS M (MJIM) TEPMOAMHAMUYCCKON aKTHBHOCTH
JIEACTBYIOILETO BEIIECTBA;

0) U3MEHEHUe, BIUSIONIEE HAa XapaKTEPUCTUKH PACTBOPEHHUS, Ha XapaKTEPUCTHKU
BBICBOOOXKJICHUS in Vitro, Ha XapaKTEPUCTHUKW KHHETUKH TMPOHUKHOBEHUS JIEKAPCTBEHHOTO
nperapara in vitro;

B) U3MEHEHHUE TpoIlecca MPOU3BOACTBA (HapUMep, U3MEHEHHE KPUTHYECKOTO Mapamerpa
mporiecca).

178.Ipu  mpoBeNEeHUH  HUCCICNOBAHWUN  OSKBHBAJICHTHOCTH I OOOCHOBaHUS
MOCTPErUCTPAIIMOHHBIX HW3MEHEHUH JOJKEH OBbITh UCIHOJB30BaH IMIpernapaT CpaBHEHUS C
OTIpeIeICHHBIM COCTaBOM U (hapMalleBTUKO-TEXHOJIOTHUYECKUMHU TapaMeTpamMu JIEKapCTBEHHOU
(GbopMBbI, TIPOIECCOM MPOU3BOACTBA, BUIAOM YNAKOBKM U T.[., KOTOPBIA 3aperUCTPUPOBAH B
HACTOSAILEE BPEMS U PA3pELIEH K MEAULUHCKOMY IPUMEHEHMUIO.

179. Ecnu  mpennaraeMoe U3MEHEHME COOTBETCTBYET KPUTEPHUSIM MPUEMIIEMOCTH
pacimpeHHoN (apMaleBTUYECKON SKBHUBAICHTHOCTH MJIS JIGKAPCTBEHHOW (DOPMBI, a TaKxke
KaueCTBEHHOI0 M KOJMYECTBEHHOTO COCTaBa JIEKAPCTBEHHOrO IIpemapara JOCTATOYHO
MOATBEPAUTh HSKBUBAJICHTHOCTh TAaKOTO JIEKAPCTBEHHOIO IIpernapara B COOTBETCTBUU C
HacToAmuMU TpeboBaHUSAMHU, HCNONB3Ys CHEUU(GUYHBIA [ JIEKapCTBEHHOI'O IIperapara
MPOTOKOJI 3KBUBAJICHTHOCTH C YKa3aHHEM OOOCHOBAHHBIX METOJIOB HWCCIICIOBAaHHN W TPAHMII
KPUTEPUEB MPUEMIIEMOCTH.

180. Eciu mpenaraeMoe W3MEHEHHE HE COOTBETCTBYET KPHUTEpPUSAM NPUEMIIEMOCTH
pacmMpeHHon  (papMaleBTUYECKON SKBHUBAJICHTHOCTH [UIS  JICKAPCTBEHHOW (OPMBI  WIIH
KayeCTBEHHOTO0 W KOJIMYECTBEHHOI'O  COCTaBa,  OMOIKBHUBAJICHTHOCTh  HEOOXOAWMO
IIPOJIEMOHCTPUPOBATH, UCIIOJIb3Ysl COOTBETCTBYIOLIEE KIMHUYECKOE UCCIIEI0BAHHUE.

181. Bo Bcex cayyasx HM3MEHEHHE JODKHO OBITh OOOCHOBAaHO COOTBETCTBYIOLIUMU
pPENpPEe3eHTATUBHBIMU JTaHHBIMH O CEpHUSX OPHUTMHAIBHOIO (pedepeHTHOro) JIeKapCTBEHHOTO
rpenapara v JJaHHBIMU O MPEIO0JIaraeMOM U3MEHEHHH BCEX KPUTHUHBIX MOKa3aTesel KauyecTna.

ITpunoxenue No 1

K TpeboBaHMIM K KaueCTBY

1 OMO’KBUBAJICHTHOCTH JIEKAPCTBEHHBIX
MperapaToB JJisi MECTHOTO MPUMCHECHHUS
TIpH HAHECEHHUH Ha KOXY U MHBIX CITOco0ax
JIOKAJIBHOTO PUMEHEHUS
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METOJAUKA
HCCJIeI0BaHNs Ha BbIcBOOOkAeHMe in vitro (IVRT)

1. O0mue TpedGoBaHUA

Hacrosimass Metoauka COIEpKUT yKa3aHUsT [0 MPOBEACHUIO HCCIEIOBAaHUNA Ha
BbIcBOOOXKAeHUE in vitro (IVRT) mist MATKuX JIeKapCTBEHHBIX (DOPM JIEKApCTBEHHBIX ITPENapaToB
(Hanmpumep, KpEMOB MJIM Ma3eil) U CyCIIEH3UM.

Meroauka wuccnenoBanusi IVRT He mnpuMeHsieTcss NpW HM3yYEHHH BBICBOOOXKICHHS
JEHCTBYIONINX BEIIECTB U3 CIEAYIONINX JIEKAPCTBEHHBIX (HOPM JIEKAPCTBEHHBIX MPEMapaToB s
MECTHOTO TPUMEHEHUS:

MIPOCTHIC KUAKUE JIEKAPCTBEHHBIE ()OPMBI B BIJIE PACTBOPA;

MTOPOIIKH JIJISI MECTHOTO TIPUMEHEHUS;

MpoYre HECTAHJIAPTHHIE JICKAPCTBEHHBIE ()OPMBI IJII MECTHOTO MPUMEHEHHS (HAIpuMep,
TICHBI).

B wuccnenoBannmu IVRT ¢ «mceBnoO6eckoHEUHBIM» JO3HMPOBAHUEM C HCIOJIb30BAHUEM
i Py3HOHHBIX AHATMTHYECKUX SUYEEK OIEHUBACTCS CKOPOCTh W CTEMEHb BBICBOOOXKIICHUS
JEHCTBYIOIIETO BEIIECTBA U3 UCCIIEAYEMOr0 JIEKapCTBEHHOIO Mpernapara.

B uccnenosanuu [IVRT HeoOXoaumMo onpeeuTh CIeayONIIe mapaMeTphl:

CKOPOCTh BBICBOOOXKIEHUSI JIEHCTBYIOIIEr0 BemecTBa (R): TaHTGHC YrIJia HaKJIOHA
JUHEWHOTO YydYacTKa KPUBOM HAKOIUICHHWS BBICBOOOXKIAeMOTrO JEHCTBYIOIIETO BEIIECTBa,
MMOCTPOCHHONH B KOOpAWHATaX: KYMYJSATUBHBI TPOICHT BHICBOOOXKICHUS (HAKOIUJICHHUS)
JIEHCTBYIOIIETO BEIIECTBA B 3aBUCUMOCTH OT KBaJpaTHOTO KOPHS W3 3HAYCHHS BPEMCHH
BBICBOOOKICHUS ICWCTBYIONIETO BEIIecTBA. Ecu IMHEHHBIN y4acTOK PO BBICBOOOKICHUS
JEWCTBYIOIIETO BEILIECTBA MOJYYUTh HEBO3MOXHO, wuccienoBanue I[VRT mnpusznaerca He
BaJIUIHBIM;

HaKaIUTMBAIONIEECs KOJUYECTBO BBICBOOOJMBIIETOCS JACHCTBYIOMmEro BemecTtBa (A),
BBIDQXKEHHOE B €AMHUIIAX MAacChl JEHCTBYIOIIETO BEUIECTBA HA IUIOMIAb TMOBEPXHOCTH
BBICBOOOJKJICHUS B TIOCJICIHEH BPEMEHHOW TOYKE B3ATHs OOpa3IOB HA JMHEHHOM YYacTKe
podusist BBICBOOOKICHHS,

BpeMsI 3a/ICPXKKH BBICBOOOKICHHS (€CIIM TAKOBOE UMEETCH).

HccnenoBanue IVRT He monenupyer NnoBeneHUE in vivo JEKapCTBEHHOIO IIperapara, HO
CKOPOCTh BBICBOOOXACHUS (R) ACHCTBYIOIIETO BEIIECTBA SBISACTCS KPUTHUECKUM TOKA3aTesieM
KauecTBa, KOTOPBIH CIeIyeT yKa3blBaTh B CICU(UKAIINN HA BHIITYCK U HA KOHEI] CPOKA TOJTHOCTH
(cpoka XpaHeHHUsI) TOTOBOTO JIEKAPCTBEHHOT'O Tperapara, eCiu MPOU3BOIUTEIIEM HE 000CHOBAHO
HHOE.

['panunpl kpuTepreB BBICBOOOXKACHHS in Vitro HEOOXOIUMO OOOCHOBBIBATH IO JAHHBIM
WCCJICTIOBAHMS BRICBOOOXKICHUS in Vitro, TPOBEIECHHOTO AJIs CEpUil IEKapCTBEHHOTO Tperapara,
KOTOPBIC TPOIUTH KIMHUYECKHE UCCIEAOBAHUS M B OTHOIIEHWH KOTOPBIX MPOJIEMOHCTPUPOBAaHA
YAOBIETBOPUTENbHAS () (HEKTHBHOCTD WIIM SKBHBAJICHTHOCTb.

Kpurepun npuemsieMocT B crienn@uKanuy Ha BBITYCK M CIIEU(PHUKAIIMKA HA KOHEI] CPOKa
TOJHOCTU (CpOKa XpaHEHHUs) JIOJDKHBI OBITh OJUHAKOBBIMU. JlOTycKaeTcs YCTaHOBJICHHE
Pa3IUYHBIX KPUTEPUEB MPUEMIIEMOCTH TOJBKO B CIAEAYIOMIMX CIydasx:

3asiBUTENIEM OOBSCHEHBI MCXOJsl M3 AacCleKTOB KauecTBa JICKAPCTBEHHOIO Ipemnapara u
000CHOBaHBI TPUYHMHBI YKa3aHUS PA3IMYHBIX TOKA3aTEICH KPUTEPUEB MPUEMIIEMOCTH CO CCHUITKOMN
Ha pe3yJbTaThl KIMHUYECKUX UCCIEAOBAHUIN CEpUil IEKApCTBEHHOTO Mperapara;

YCTAaHOBJICHBI 00JIEE€ JKECTKHE TPAHUIIBI KPUTEPHEB MPUEMIIEMOCTH B CHEIU(UKAIIMN Ha
BBIMIYCK, YTOOBI TapaHTHPOBATh COXPAaHEHHWE TPUEMJIEMOCTH TIOKa3aTelei KadecTBa
JIEKApCTBEHHOTO TperapaTa B TpPaHUIAX KPUTEPUEB MPUEMIIEMOCTH B CTICM(PUKAIIMN Ha KOHEI]
CpOKa TOJHOCTH (CpOKa XpaHCHHS).

B nemsix o6ocHOBaHUST pacIMpeHHON (papMareBTUUECKON SKBUBAJIECHTHOCTH, TPeOyeTCs
MIPEJICTABJICHHIE PE3YIbTATOB BAIMIUPOBAHHOTO MCCIIEIOBAHUS HA BEICBOOOKICHHE inl Vitro.
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2. JIu3aiin uccjie10BaHus

Cnenyer mnposectu nuiotHoe wucciaenaoanue IVRT, cpaBHuBaroliee uccienyeMblil
JIEKapCTBEHHBIN Mpenapar U npernapar CpaBHEHUs, YTOOBI OATBEPAUTH IPUTOAHOCTH BIOPaHHOM
MeMOpaHbl ¥ BAIUUPOBATH HKCIICPUMEHTAIbHbIE YCIOBHUSL.

JlomkeH ObITh 000CHOBAH BBIOOD CIIEAYIOMINX KPUTHUECKUX U1 IPOBEACHUS UCCIIEI0BAaHUS
IVRT ¢akropos:

BHJI BRIOpaHHOUW MeMOpaHbl. MeMOpaHa 10/mkHa 00eCIIeunBaTh pa3AesieHUe UCCIIETyeMOTo
JICKapCTBEHHOTO IIpernapara U Cpeabl, B KOTOPYIO IPOMUCXOAMT BBICBOOOXKACHHE (Hajee —
MpUHUMAIOIIAs Cpefa), a TakKe COXpaHeHHE UCCIEYyeMOro JIEKapCTBEHHOrO IIpernapara
HEM3MEHEHHBIM Ha MPOTSDKEHUH MEPHOa UCcieoBaHuil. MeMOpaHa He JJOJKHA BBICTYIATh Kak
OTPaHUYMBAIOIIUN  CKOPOCTh  (PAKTOp BBICBOOOXKICHHS  JIEHCTBYIOIIETO BEIlIEeCTBA U3
JIeKapCTBEHHOH Gopmbl. MemOpaHa JoKHA ObITh COBMECTUMA C JICKAPCTBEHHBIM IPENapaToM U
HE CBSI3BIBATh JIEUCTBYIOIIEE BEILECTBO;

BUJ TpuHUMaromeil cpeasl. HeoOXoauMo mNpeacTaBUTh TOATBEPXKACHUE COXPAHEHUS
ycioBuil HeHacklmenus (sink conditions) mpUHMMarOIEl Cpelbl B TEUCHHE BCETO IEepHoaa
UCCIIeIOBAaHUM. Y CIIOBUS HEHACBHIIICHUS MPUHUMAIOIIEH Cpellbl CUMTAIOTCS NMPHEMJIEMBIMH B
cillydyae, €ciM MaKCHMajbHas KOHIEHTpalus [eHCTBYIOIIErO0 BEIIeCTBa B IPUHUMAIOIIEH
aHAJIMTUYECKON slUelKe, KOTopasl IOCTUTaeTCsl BO BPeMs 3KCIiepuMeHTa, He npesbimaetr 30 % ot
MAaKCUMaJIbHON pPAcTBOPUMOCTH JEHUCTBYIOLIETO BEIIECTBA B MPUHUMAIONIEH cpene. Y CIoBUs
HEHACBIIECHHS IPUHUMAIOIIEH Cpebl CO3/1al0TCsl B 00bEME CpeJibl, KOTOPBIN MPEBBIIIaeT 00BbeM
HACBHILICHHS HE MeHee ueM B 3—10 pa3s.

Heo06xonuMo MuUHUMH3UpOBaTh 00paTHyi0 aAnup@dy3uio AEHWCTBYIOIIETO BEIIECTBA U3
MPUHUMAIONICH Ccpefbl, YTOOBI H30ekaTh NpPeoOpa3oBaHUs HAHECEHHOI'O JIEKApCTBEHHOTO
npenapara. 3HaueHune pH mnpuHHMMAaromel cpeasl JODKHO OCTaBaThCsl IOCTOSHHBIM — Ha
npoTskeHuu Beero uccaenoBanus [VRT;

BpeMs B3aTus pod. Heo6xoauMo ycTaHOBUTE periaMeHT oT0opa rmpob mo BpeMeHu (0Toop
mpo0 He pexe YeM uepe3 KakIbli 9ac) U SKCIIEPUMEHTAIbHBIE YCIOBUS (TaKue Kak BUJ Iprodopa,
TeMIieparypa cpeiabl, CKOpocTh mnepememuBanusi). [IpogomkurenbHocTh ucciaeaoBanus [VRT
JOJDKHA OBITh JTOCTATOYHOM, YTOOBI OXapaKTepu30BaTh MPO(UIb BHICBOOOXKACHHS. Jl0MKHO
BBICBOOOAMTHCS 1O MeHbIned wmepe 70 % OT HaHECEHHOro JEHCTBYIOLIETO BEIIECTBA.
Heo6xoaumMo mosry4uTh 110 MEHbIIEH Mepe 6 BpeMEHHBIX TOUYEK Ha JIMHEWHOM OTpe3Ke MpOoQuIst
BBICBOOOXKICHHSI JICHCTBYIOIIETO BEIIECTBA, BKJIIOYAsl NEPBbI oOpasel] (Cpa3y mocie TOoro, Kak
muddy3ust ASHCTBYIOMIETO BENIECTBA JOCTHUTIIA YCTOWYUBOTO COCTOSIHUSA);

KOJIMYECTBO M CIOCOO HaHECEHWs JIeKapcTBEHHOro mpernapara. KoimuecTBo M crmocob
HAHECEHHs! JIEKapCTBEHHOTO IMpernapaTa JOHKHBI ObITh MOCTOSHHBIMH (JOMYCKAIOTCS pa3inyus
MeXIy obpasiamu He Oosiee ueM + 5 %) ¥ BaIMAMPOBAHHBIMHU, YTOOBI 0OECTIEYUTH OAHOPOIHOE
pacmpezieieHne 3TOro Ipemapara M0 MeMmMOpaHe U JOCTHKEHHE YCJIOBUN BBEACHUSA
«TCceBAOOECKOHEUHOM»  103bl. HeoOXoaumMo MHMHHMU3UPOBATh BIUSHHE Ha  yCIOBHSA
UCCIIETOBaHUS HCTIApEHUs JIEKAPCTBEHHOTO Mpernapara;

UCTOJb3yeMble AHATUTHUECKUE METONUKU. AHATUTHUYECKHE METOIUKH JIOJDKHBI OBITH
BaJIMJMPOBAHHBIMU M JIOCTATOYHO UYBCTBUTEIbHBIMH, YTOOBI KOJMYECTBEHHO OMNPEICIUTD
JeWCTBYIOIEE BEIECTBO B MPUHUMAIOLIEM PACTBOPE B a3 IMYHBIX BPEMEHHBIX TOUKAX.

3. Baaupanus MeTOANKH MCCAEI10BAHUSA

B peructpanuonHoe nocke HEOOXOIUMO BKIIIOYATh OTYET O BAIHMIAIMU HMCCIEIOBAHUS
IVRT u omneHke ero MmpuUrogHOCTH Ui KOHTPOJS KadecTBa JIEKApCTBEHHOrO IIpenaparta.
Heo6xonumo mpeacTaBuTh KpaTkyio HHGopmanuio o padpadbotke uccienoanus [VRT u Bei6ope
YCIIOBUH HCCeIOBaHUM, OOECHEeurBAIOIIMX Haubosaee MOAXOAAIIYI0 JUCKPUMUHATHUBHYIO
CHOCOOHOCTh METOAMKH HCCIIETOBAHUS.

BannmanmoHHBIN OTYET OOJDKEH BKIIFOYATE B CEOS:
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JI0Ka3aTeNIbCTBO IMCKPUMUHATUBHON CLIOCOOHOCTH METOIMKH UCCIIEIOBAHUM B OTHOIIEHUHU
CIIETYIOIINX JABYX MOAM(UKALINN KadyecTBa JIEKapCTBEHHOIO IIpermapara:

M3MEHEHUH KOHIEHTpPAlluU JCUCTBYIOLIEr0 BeliecTBa (MyTeM H3Yy4YEeHHS 3aBUCHUMOCTHU
CKOPOCTH BBICBOOOKICHHS JCHCTBYIOIIETO BeEmIeCTBA KaK (YHKIHUU €ro KOHIICHTPAIMH B
JIEKApCTBEHHOM TIpemapare (He MeHee 4eM Juisi 3 pa3jMdHbIX J03upoBOK)). Heobxomumo
MOATBEPANTh NHHEHHOCTH (¢ Koddduumentom xoppersuuu > >0,90) KOHIEHTPALUH
HCCIIETyeMOro JIEKapCTBEHHOIO IIpernapaTa M CKOPOCTH BBICBOOOXKIEHUS JEHCTBYIOIIETO
BemiecTBa u3 Hero (R) B ycinoBusiX, Korja AeHCTBYIOIIEE BEIIECTBO MOTHOCTRIO pacTBOpeHo. Jlis
CYCIIEH3UM HEOOXOAMMO TaKKe YCTAaHOBUTh M MPOAHAIM3UPOBATH 3aBUCHUMOCTH MEXKIY
KOHIIEHTpalMel AeWCTBYIONIETO BEIIECTBA U CKOPOCTHIO €r0 BBICBOOOXKAeHUS (R);

M3MEHEHHBIX T10 COCTaBy U (papMalleBTUKO-TEXHOJIOTMYECKUM MapaMeTpaM JIeKapCTBEHHBIX
(GbopM JEKapCTBEHHOTO TIperapara ¢ HW3MEHEHUSMU B KPUTHUYHBIX I[TOKA3aTelIsX KauecTBa
(IMCKPUMUHUPYIOILIYIO MOIIHOCTH HCIIOJIb30BAHHON METOJMKH HEOOXOIUMO MOATBEPAMUTDH IS
TaKMX IOKa3aTeNeld, KaK pacmpeesieHue YacTHIl JCHCTBYIONIErO BEIIEeCTBA MO pa3Mepy WIH
peosorndyeckuii mpoduiib JeKapCTBEHHOTO Mpernapara, a TakkKe IJi KPUTUYHBIX NEePEeMEHHbIX
mpolecca MPOW3BOACTBA WM KPUTUYHBIX TMEPEMEHHBIX  KOJIWYECTBEHHOTO  COCTaBa
BCIIOMOTaTENIbHBIX BemlecTB). Heobxoaumo u3berarh MOJHOTO MCKITIOYEHHUST OJHOTO WiH Oonee
CHEeIM(PUIHBIX BCIIOMOTATEeNbHBIX BEIIECTB W3 HM3MEHEHHOW MO COCTaBy W (hapMaleBTUKO-
TEXHOJIOTHYECKHUM IapaMeTpaM JIEKapCTBEHHOM (opMbI IIpernapara;

PE3YNBTAThl U3YYCHHS TTPOMEKYTOUHOHN MPEIU3NOHHOCTH METOAUKH B OTHOIICHUU OJTHOM
1 TOM e Cepuu JIEKapCTBEHHOT'O Npenapara, BEINMOIHEHHON pa3HbIMU ONlEpaTopaMy B pa3HbIe THU
(xputepuit npuemnemoctu: CV <10 %).

pe3yNbTaThl M3yYeHUs YCTOWYMBOCTH METOJMKH B OTHOUIEHHM BapuUalUid B CKOPOCTH
MepPEeMEeITNBaHUS, KOIMYECTBE HAHOCHMOTO JIGKAPCTBEHHOTO MpernapaTa, MPUHUMAIOIICH CpeIbl U
ee TeMIleparypsbl.

4. Hpe}lCTaBJ’[eHI/Ie JAHHBIX 0 BAJIUAAIINHA METOAUKH UCCJICAOBAHUSA

Jlis mnepBoHauadbHOW BaIMJAIMM METOJUKUA HCCIEIOBAaHUS WM TOJITBEPXKICHUS
HKBHBAJIEHTHOCTH HEOOXOMMO HCII0JIb30BaTh HE MeHee 12 00pa3lioB Ha CEPUIO JIEKApCTBEHHOTO
npenapata. B cinyyae ncnosib30BaHUS METOIAMKY JUIsl PyTUHHOTO KOHTPOJISI KaueCTBa JIOMYCKaeTCs
HCIOJIb30BaTh HE MEHEe 6 00pa3IoB.

Jlanubie o mpoduiie BBICBOOOXKACHUS in Vitro JACHCTBYIONIETO BEIIECTBA HEOOXOIUMO
NOpeACTaBUTh B TaOnuyHOM H  rpadudyeckoM ¢opmarax. I[Ipodunu  BeICBOOOXKICHHS
NEHCTBYIOIIErO0 BelIecTBa JIOJDKHBI OBITh MPEJICTaBICHbBl B KOOpPAMHATAX 3aBUCHMOCTH
KOJINYEeCTBAa BBICBOOOAMBIIETOCS ACWCTBYIOIIETO BEIIECTBA B €AMHULAX MAacChl Ha EAMHUILY
TIJIOIA I MEMOpPaHbI BHICBOOOKICHUSI OT BPEMEHHU.

B ciydae npumeHeHus paciinpeHHOM (hapMaleBTHUECKON SKBUBAJICHTHOCTH:

3aBUCHUMOCTH KyMYJISITABHOTO BBICBOOOKIEHUS (HAKOIJICHHS) ACMCTBYIOIIETO BEIIECTBA OT
KBaJ[paTHOTO KOPHS M3 3HAUEHHSI €0 BPEMEHH BHICBOOOKACHUS J0JDKHA OBITh IMHEHHOI;

napaMmeTp R 10mkeH 3Ha4uMO OTIINYaThCs OT HOJIS;

90 %-#1 noBepUTENbHBIA UHTEPBAI JUIsl OTHOLIEHUS CPEAHUX 3HAUEHUH napaMeTpoB (R) u
(4) ana ucciaemyemoro mpemnapara W IpernapaTa CpaBHEHHUS JOJDKEH HaXOAMUTHCS B TpaHHIlAX
Kputepus npuemsieMoctd, paBHbIX 90,00—111,00 %;

BpeMs 3aJIEP’KKH BBICBOOOXKICHHUSI (€CIITM TAKOBOE UMEETCS ), TOJDKHO OBITh OJTMHAKOBBIM JJTsI
HCCIIEyeMOro Tperapara M Ipernapara CpaBHEHHUs (TO €CTh OTIMYHUS JIOJDKHBI COCTaBIATH HE
6omee + 10 %).

[punoxenue Ne 2

K TpeOoBaHMsM K KauecTBY

1 OMOSKBUBATIEHTHOCTH JIEKAPCTBEHHBIX
[penapaToB AJsl MECTHOTO IPUMEHEHUS
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IIp1U HAHECECHUUN Ha KOXKY U MHBIX crocobax
JIOKAJIbHOI'O IIPUMCHCHUSA

METOJAUKA
HCCJIeIOBAHUSA IPOHUKHOBEHUA B KO:KY in vitro (IVPT)

1. Ob6aacty npumenenus: ucciaegosanuii [IVPT

VYcTaHOBIEHHE  XapaKTEPUCTUYECKOTO Npoduias NPOHUKHOBEHUS JIEKapCTBEHHOT'O
Ipernapara ¢ HCIOJIb30BAHUEM AUCKPUMUHATUBHOIO HCIBITAHUSA HA NPOHUKHOBEHWE In Vilro
(IVPT) nmpumensieTcst mpu KOHTPOJIC BHOCHMBIX M3MEHEHU B JIEKAPCTBEHHBIN TIPETapat BO BpeMs
€ro JXHM3HCHHOI'O IIHKJIA. HaHHOC HCCICAOBAHUC C H3YUYCHUCM KHUHCTHUKU IITPOHUKHOBCHUSA
JCHCTBYIOIIErO BeHIecTBA B KOXY JOMYCKAeTCsl TakKe MPOBOAUTH JJs1 OOOCHOBaHUS
SKBUBAJIEHTHOCTH HCCIIEyEMOT0 JIEKApCTBEHHOTO IIpenapara.

[Ipu mpoBeneHNN Kccie10BaHN SKBUBAJIEHTHOCTH CPAaBHUBAIOTCS MCCIIEyeMblH Ipenapar
U TIpernapar CpaBHEHHsSI BMECTE C HETaTUBHBIM KOHTPOJIEM (HampuMmep, JeKapCTBEHHOH (hopMoii
npenapara, ¢ coctaBoM cooTBercTByromen 50 %-i 103UpPOBKE MCCIETYEMOrO JEKapCTBEHHOIO
mpermapara, U TaKuMU ke (papMarieBTUKO-TEXHOJIOTHIECKIMH XapaKTePUCTUKAMU ).

2. JIu3aiin uccjie1oBaHus

C uenpl0 MUHUMHU3ALMU PHUCKA BBIIOJIHEHUS CMEIICHHON OIIGHKH JKBUBAJCHTHOCTH B
MPOTOKOJI MCCIEAOBAHUS BKIIOYAIOTCA METOJbl OCHEIUICHHS W PaHIOMHU3AllMU WIH HUHBIE
000CHOBaHHBIE 3asBUTEIIEM MEPhl MUHUMHU3AIIMU PUCKA BBHITIOIHEHUSI CMEIIIEHHON OIICHKH.

B umensx mnoaTBepXkAE€HHUS TOTO, UYTO JEHCTBYIOIIEE BEIIECTBO IPOHUKAET B KOXY,
BaJMIAlUN YCIOBUH U KPUTHUECKHUX (DAaKTOPOB MCCIIECIOBAHUS (TaKMX KaK BUJ HCIOIH3yEeMOTO
npuOopa, HAaHOCKUMAs JI03a TIpernapara, Bpems B3sSTHs Tpo0, CKOPOCTh MEepeMENIMBaHUs U T.1.), a
Takke 00OCHOBaHMS pa3Mepa BBIOOPKH JTOHOPOB, HEOOXOAWMBIX Ui MPOBEIEHHUS OIOPHOTO
WCCeOBaHMs, TPOBOAUTCS TWiIOTHOE wucciuenoBanue in vitro (IVPT), B xome kotoporo
CPaBHHBAIOTCS HCCIIEAYEMBIi IEKapCTBEHHBIN Mpenapar u mpernapar CpaBHEHUSI.

B xone mpoBenenus uccinenoBanus in vitro (IVPT) Heobxoaumo 060cHOBaTh BEIOOP BCEX
CIIEYIOIINUX KPUTHYECKUX ITapaMeTPOB:

a) BUJ BBIOpaHHOW MeMOpaHbl. Heo0X0IMMO MCIOJIB30BaTh KOXKY B3POCIIOTO YEJIOBEKA ex
vivo. TIpoTOKON HCCleNoBaHUs TOJDKEH COJAEpKAaTh 3apaHee yCTaHOBJICHHBIE U OOOCHOBAaHHBIC
KpUTEpUM BKIIOYEHHUS WM HEBKIIOYEHUS B UCClIeqoBaHHE (BUA KOXHBIX JIOCKYTOB,
aHaToMudeckass 00JacTh MX HMCCEUYCHHSI, YCIOBUS M MPOJOJDKUTEIBHOCTh MX XpaHeHus). Jlis
MCCEUYEHHUs KOXHOIO JIOCKyTa Yy JIOHOpa HE HCIOJIb3YIOTCS YYacTKU KOXH C TaTyHPOBKaMmH,
TOOBIMU IEPMATOJIOTUYECKUMU aHOMATHSAMH HIIM YYACTKHA UMEIOIINE H30BITOYHBIA BOJOCSHOM
TTOKPOB).

JlommyckaeTcsi NCTIOIhb30BaHUE PA3HBIX TEXHHUK UCCEUEHUS KOXKHBIX IOCKYyTOB. HeoOxoammo
MOATBEPAUTD, UTO TEXHHUKA UCCEUEHUS M XPaHEHUS KOXKHBIX JIOCKYTOB HE MPUBOJST K TIOSBIICHUIO
apTe(akTOB AHATUTHUYECKOW METOAMKHM M HE HapylalT OaphepHyro (yHKuuio koxu. He
JIOTYCKAeTCsl MCCEKAaTh KOXHBIA JIOCKYT Ha BCIO TOJIIMHY, I[OCKOJIBKY ATO TPUBOAMUT K
HCKYCCTBEHHOW OTCpPOYKE MPOHUKHOBEHHUS JCWUCTBYIOIIETO BEIIECTBA, €CIU 3asBUTEIEM HE
000OCHOBaHa JONYCTUMOCTh TaKOro HcceueHus. B mpoTokosie ucciegoBaHus HEOOXOIUMO
OIMMKCATh TONIIUHY, HAa KOTOPYIO HCCEKAeTCSd KOXKHBIN JOCKYT, U TEXHHKY pa3lICICHHs CIIOCB
KOXHOTO JIOCKYTa.

[lenocTHOCTE KOXHM HEOOXOTUMO TMPOBEPATH IEPEeA HAYaIOM MPOBEICHUS KaXIOTrO
SKCIIEPUMEHTa U IOCJie €ro OKOHuYaHus. BpiOOp BHIa HCCIeNOBaHUS IEIOCTHOCTH KOXU U
KPUTEPHUHU €T0 MPUEMIIEMOCTH HEOOXOAMMO 0O0OOCHOBATh B MPOTOKOJIE U B OTUETE IO PE3yIbTaTaM
uccinenoBanus. Eciu ucnonp3yloTes pa3Hble KpUTEPUU TPUEMIIEMOCTH JJIs OLICHKH 1I€JIOCTHOCTH
KOXH JI0 HavaJia ¥ TTOCIie OKOHYAHUS SKCIIEPUMEHTA BO3MOKHOCTh UX MPUMEHEHHS TOJKHA OBITh
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000CHOBaHa 3asBUTEJIEM U TaKU€ KPUTEPUU JOKHBI IPUMEHATHCS €TMHOOOpa3HO BO BCel cepuu
napajieNIbHbIX 3KCIIEPUMEHTOB.

HeoOxonumo mony4arh KOXKHBIE JIOCKYTHI OT pa3HbIX JOHOpPOB. Ha KOXHBIN JOCKYT OT
OJHOTO W TOTO € JIOHOpa MJOJDKHBI OBITh HAHECEHBI HCCIEAyeMbIil mpemnapar, Iperapar
CpPaBHEHUS W Tpernapar HEraTuBHOIO KOHTposid. ONTHUMAalbHBIM SIBISETCS HAHECEHHE ATHX
MPENapaToB HA COCETHUE YYACTKU B KKI0W OBTOPHOCTH.

Uucno MOHOPOB KOXKHM JIOJDKHO OBITh HE MeHee 12 (He MeHee IBYyX IMOBTOPHOCTEH Ha
JIOHOpA).

[IpubGop i OIEHKHM NPOHUKHOBEHMSI JIEKAPCTBEHHOI'O IIpernapara B KOXY JOJKEH
obecrieynBaTh TEMIEpPATYpPHbI KOHTPOJb B 33JaHHBIX TNpeAesax Ha NPOTSDKEHHUH BCETO
JKCIIepUMeHTa. Temmneparypa MOBEPXHOCTU KOXKH JOKHA ObITh CTAOMIIBHOM M COOTBETCTBOBATH
nuanasony 32 + 1 °C;

0) BEIOOp MPUHUMAIOIIIECH Cpebl pacTBOpeHus. Heo0X0MMo peIcTaBUTh MOTBEPKIACHIE
COXpaHEeHHMs YCJIOBUI HeHachlmeHus (sink conditions) npuHUMAlOLIEH Cpeabl B COOTBETCTBUU C
ycioBusMHU, omucaHHbIMH I uccienoBanus [VRT B mpunmokennmu Ne 1 k TpeOGoBanusMm k
Ka4yecTBY U OMO3KBUBAJIEHTHOCTH JICKAPCTBEHHBIX MPENapaToB JUIsi MECTHOTO NMPUMEHEHHS MpH
HAHECEHHH Ha KOXY U MHBIX CIIOCO0aX JOKaIbHOTO MPUMEHEHUSI.

[IpunuMmaromas cpeia pacTBOPEHHUsI JOJDKHA OBITh BOAHOW Oy(epHOH cucTeMoi, eciu
3asiBUTeNIeM He 00ocHOBaHO HHOe. HeoOxonumo mnpeacTaBUTh A0Ka3aTeNbCTBO TOTO, YTO
BbIOpaHHAs IPUHUMAIOILAS CPea HEe HApYyIIAEeT IIeJIOCTHOCTH KOKHOTO Oapbepa Ha MPOTSHKEHUH
UCCIIEIOBaHUSI.

BxutoueHre aHTUMHKPOOHOTO CpeICTBA B COCTAB MPUHUMAIOIIEH Cpe/Ibl TSI MUHUMU3ALUT
MOTEHIIMAJIbHON OaKTepuanbHON AEKOMITO3ULIMU KOKHOM MeMOpaHbl 10IyCcKaeTcs, Py yCIOBHH,
OTCYTCTBUSL BO3MOXXKHOCTH HCKaXEHHUs (DU3MOJIOTUYECKUX CBOMCTB KOXH WU PE3yJIbTaTOB
aHanu3a;

B) BpeMs B3sATH TPp0o0. YHCIo BpeMEHHBIX TOYEK B3SATHs IPOO JOIKHO OBITh 1OCTaTOYHBIM,
JUIS TIOJIyYEeHUS MOAJAIOUINXCA HWHTEpIpeTanuu Mpoduieil NpoOHUKHOBEHUS JEHCTBYIOIIETO
BElIeCTBA (MHTEpBal BPEMEHU OTOOpa MpoO JOKEH OXBAaThIBATh MEPUOJ C MaKCHMAJIbHOM
CKOPOCTBIO abcopOIuu JAEWCTBYIOUIETO BEIIECTBA U TMEPUOJ C TOCIEAYIOUUM CHHKEHUEM
CKOpOCTH abcopOIMHU JEHCTBYIOIIETO BEIIECTBA, HA YYaCTKaX HAUOOJIBILIEr0 U3MEHEHHS CKOPOCTH
abcopOIMu  NIEHCTBYIOIIETO BEIIECTBA YacTOTa OTOOpa MpoO JOMKHA OBITh  BBIIIE).
[TpomomKUTENTLHOCTh MCCIE0OBAHUS JIOJDKHA COCTaBIATh 24 dYaca. Eciu mpomoinKUTEIbHOCTD
WCCIeOBaHUsT TIpeBbIaeT 24 daca, HEOOXOAMMO JOKa3aTh, 4YTO OapbepHas GYHKOHS |
LEJIOCTHOCTh KOXKU COXPAHSIOTCS HA TOM K€ YPOBHE, UTO U B NIEpBbIe 24 Yaca SKCIIEPUMEHTA;

') KOJMYECTBO U CIIOCOO HaHECeHMs JeKapCTBEHHOro Impemnapata. Hanocumas no3a
JIEKApPCTBEHHOTO TIpenapaTa [0/UKHA HAXOAWThcs B JuamnasoHe 2-15 wr/cm? KoXH U
COOTBETCTBOBATH PEXKHUMY JO3UPOBAHUS YKa3aHHOMY B O0IlIEH XapaKTepUCTHKE JEKapCTBEHHOTO
mpernapara, eciim He 000CHOBaHO MHOe. HaHneceHne J03bI TOMKHO OBITh BaJHIMPOBAHO, YTOOBI
o0ecnednTh BOCIPOU3BOIUMOCTD (+5 %) M ONHOPOAHOCTH paclpeiesieHus: JIEKapCTBEHHOIO
npernapara o KoxxHoil MmemOpane. JIoHOpCKuii KOMITAPTMEHT JAO0JDKEH ObITh 0€3 OKKIII03UH, €CITH
MHOE HEe MPEelyCMOTPEHO O0IIeH XapaKTepUCTHKOM JIEKapCTBEHHOTO IIPerapara;

1) BBISIBJICHHE U UCKIIIOYEHUE PUCKA MOTEHIINATFHON KOHTAMUHALMY U (MJIM) HCKAXKAIOIINUX
BO3MCUCTBUIN. JIJIS BBISIBJICHUS TOTEHIMATBHOM KOHTAMUHAMM W (WJIM) HCKaKArOIIUX
BO3JCUCTBUI CIIeAyeT B3ATh HECKOJIbKO MpoO0 Ha aHamu3 U3 Kaxaod auddysnonHoit
AQHAJIMTUYECKOW SYEeWKM J0 HAHECEHUS B HEe HCCIEeIyeMbIX IpernapaToB M IMPOBECTU
MapaJUICIbHBIN JKCIIEPUMEHT C «XOJIOCTOM» KOHTPOJIBHOM KOXEH Ha KOTOPYHO HE HAHOCATCA
JIEKapCTBEHHbIE MPENapaThl;

€) MeToA OcJelyieHus. B mpoTokone wHcciaenoBaHus M B 3aKIIOYUTEIBHOM OTYeTe
HE0OXOUMO TPEACTaBUTh MMOAPOOHOE OINHCAHUE MPOLEAYpPhl OCJEIUICHUS. YTIaKOBKU
HCCIIElyeMOro Tperapara, INpernapara CpaBHEHHs W HETaTHBHOTO KOHTPOJS JOJDKHBI OBITH
BHEIIHE MJIEHTUYHBIMH, YTOOBI MOJAIEPKUBATh HAJUIEkKAIIUNA YPOBEHb OCIEIUICHUS YYaCTHUKOB
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ucciaeaoBaHus. MeToa W CXeMy paHJAOMH3AIlMUd  HEOOXOJMMO OmHucaTh B MPOTOKOJE
HCCIIEN0BAHUS;

) UCTIOJIb3yEeMble aHAIMTUYECKHE METOJMKHU. [[71s1 JIeKapCTBEHHOTO Tperapara ¢ HU3KOH
,Z[OSHpOBKOﬁ AHAJIUTUYCCKHUEC MCTOAUKHU HOJIZKHBI GBITB Ba.HI/II[I/IpOBaHBI nu I-IYBCTBI/ITGIIBHBI JJI
KOJIMYECTBEHHOTO OMPEICTICHHUs IEHCTBYIONIETO BEIIECTBA B MPUHUMAIOIIEH Cpefie B pa3InyHbIC
BpeMeHHBIG TOYKH,

3) CTa0MJIBHOCTh JCHCTBYIOIIErO BemiecTBa. HeoOXoaumMo TOATBEPIUTH CTaOWUIBLHOCTH
,Z[GflCTByIOH.[GFO BCIIECTBA B HpI/IHI/IMaIOHleﬁ cpez[e B TCUCHHUEC BCETO HepI/IO,Z[a HpOBGI[eHI/IH
uccnepoBanus [VPT u xpanenust o6pasiia 10 €ro aHajau3a.

3. Bannnauusa Mmeroauku ucciaenosanusa IVPT

B perucrpanmonnoe 1ocbe HEOOX0IMMO BKITFOYATh OTYET O By ianuu uccienoBanus [VPT
M OILICHKE €TI0 HpI/IFOI[HOCTI/I JJI CpaBHeHI/I}I HeKapCTBeHHBIX npenapaTOB.

[TpuromHOCTH YCIOBHI UCCIIEIOBAHHUI HEOOXOMMO MOATBEPAUTH C UCTIOIB30BAHUEM CEPHIT
JIEKapCTBEHHOI'O IIpernapara ¢ pa3HbIMU IOKa3aTeNsIMU KadecTBa (HEraTHBHBIA KOHTPOJIb)
(Hanmpumep JiekapcTBeHHas popMa Mpernapara ¢ COCTaBOM, COOTBETCTBYIOIUM 50 %-i1 1031poBKe
HCCIIEyeMOr0 JICKapCTBEHHOTO MperapaTa ¢ TaKUMH K€ (apMaleBTHKO-TEXHOIOTHUYECKUMHU
XapaKTEPUCTUKaMH), B OTHOIIEHWHW KOTOPOTO TIOKa3aHbl CTAaTUCTHYECKOE OTJIMYHUE OT
I/ICCJIG,Z[yeMBIX HpenapaTOB 1 HEOKBUBAJICHTHOCTH CpaBHeHI/IH C HUMU.

JlommyckaeTcst UCIIOIb30BaTh HHBIE CEPUU MperapaTa ¢ BHECEHHBIMU B HUX ITOKa3aTEIbHBIMHU
N3MCHCHUSAMHNU 110 CpaBHeHI/IIO C I/I3y‘-Ia€MI>IM JICKapCTBeHHBIM HpenapaTOM. HOI[OGHBIC
MOKa3aTeIbHbIE M3MEHEHUSI MOTYT OTHOCHUTHCA K KOJMYECTBEHHOMY COCTaBY JICKapCTBEHHOTO
npemapata, (HapMareBTUKO-TEXHOJOTUYECKUM IapamMeTpaM ero JIEKapCTBEHHOW (HOpMBEI,
KPUTHYHBIX TTOKa3aTeNiel KauyecTBa U (MJI1) UCIIOIh30BaHUS HE3HAUYNTEITLHO MOIU(DUIIMPOBAHHBIX
napaMeTpoB MPOU3BOJICTBEHHOTO mporiecca. [lpu BeIOOpe mokaszareneil kauecTBa Jisi BHECEHUS
W3MEHEHUH CJIEyeT MCIOJIb30BaTh MMEIOIIMECS NTaHHBIE O XapaKTEPUCTHUKAX JEHCTBYIOIIETO
BEIIECTBA, COCTaB JIEKAPCTBEHHOTO Tpenapara U (papMareBTUKO-TEXHOJOTHYECKUE MapaMeTphl
JIEKapCTBEHHOM (OpPMBI  JIEKapCTBEHHOTro Tpemapara. HeoOxomumo wu3beraTh TMOJHOTO
HUCKIHUYCHUSA OJHOI'o HWIN 60)166 CHGLII/Iq)I/I‘IHBIX BCIIOMOT'aTCJIIbHBIX BCIICCTB (HaanMep,
YCUJIUTENSI TTPOHMKHOBEHHUS, KOHCEPBAaHTOB) W3 M3MEHEHHOM MO COCTaBy M (hapMaieBTHKO-
TEXHOJIOTUYECKUM ITapaMeTpaM JICKApCTBEHHOU (OpMBI IIperapara.

4. IlpeacraBjieHue JaHHBIX

Hannbie uccnenoBanus [VPT HeoOXoaumo mpeacTaBuTh B TaOIUYHOM U rpaduueckom
dopmarax. Heo6xoaumMo npencTaBuTh Bee TOJTYUYCHHBIC WHANBUYaTbHbBIC TAHHBIC U TApaMeTPhI
M0 KaXJOMy H3yYeHHOMY COCTaBy U (hapMaleBTHKO-TEXHOJIOTHYECKUM IapamMeTpam
JIEKApCTBEHHOM (OPMBI TOTOBOTO JICKAPCTBEHHOT'O TIperapara BMeECTe C O00O0OIIaroIMMHU
CTaTHUCTUKaMH. B 1ensx cpaBHEHUs NPOQUIS BBHICBOOOXKIEHUS, HEOOXOJUMO TMPEACTABUTH
clieyoniee:

rpaduK 3aBUCUMOCTH YICIBHONH MacChl HAKOIUICHHS JCHCTBYIOIIETO BEIIECTBa,
NPOHUKIIEr0 Yepe3 eJMHUILY IUIOMANN KOXKH (BBIPAaKEHHOTO B €JMHHUIAX MAacchl Ha CM?), OT
BpPEMEHU;

rpaguk 3aBUCHMOCTH YyJIEITBHOH CKOPOCTH a0COpOIMM JEHCTBYIOMIETO BEIIECTBA
(BBIPAXKEHHOH B €IMHHUITAX MACChl HA CM> B 4ac) OT BPEMEHH.

HeoOxomuMo ompenenuts W CpPaBHUTHh pEJICBAHTHBIC ITapaMeTpbl MPOHUKHOBEHUS,
HalpUMep MaKCHMAaIbHYI0 CKOPOCTh a0COpOIHUM (Jmax) U OOILIEE KOIUYECTBO AECUCTBYIOILETO
BEIIIECTBA, MPOHUKIIIEE B KOXKY K KOHITY dKCIIepuMeHTa (Atotal).

B caywyae wucmonb30BaHUS ~PEIUTUKATUBHOTO JIM3aifHA WCCIICJOBAHUS PE3yJIbTAThI,
MOJTyYCHHBIE Ha AyOIMPYIOMINX YYaCTKaX Y OJJHOTO U TOTO )K€ JOHOPa, HEOOXOAMMO MPUBECTH K
YCPEIHEHHBIM TOKa3aTesiM (MCHOJb3ys TEOMETPUYECKOe CpelHee) TIepen MPOBEACHUEM
CIICYIOIIETO UCCIICTOBAHMUSL.
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[TapameTpsl SKBUBAJEHTHOCTH COOTBETCTBYIOT KPUTEPHUSIM MPUEMIIEMOCTU MPU YCIOBUH,
yro 90 %-HbIE JOBEPUTENBHBIE WHTEPBAIBI IApaMETPOB ASKBUBATEHTHOCTH (Jmax) M (Atotal)
paccuMTaHHBIX Kak OTHOIIEHHWE CPEAHMX I[IOKa3aTelel MHCIBITYyeMOro Impemapara K
COOTBETCTBYIOLIIUM CpPEIHMM TIIOKa3aTesIMU Ipernapara CpPaBHEHUS HAXOIATCS B WHTEpBaie
paBHom 80,00-125,00 %, ecnu 3asBuUTENEeM HE OOOCHOBaHBI HMHbBIE TPAHUIIBI KPUTEPHUEB
IPUEMIIEMOCTH.

Pacmmpenue rpanun kputepueB npuemiaeMoctd 1uist 90 %-ro qoBEpUTENIBHOIO HHTEpBaIa
(makcumanbHo A0 69,84-143,19 %) nomyckaeTcsi B ciiyyae BBICOKOM BHYTPUUHIUBUYAIbHOU
BapualeIbHOCTH, HAOMIOAAeMOM JUIsl JIEKAPCTBEHHBIX IPENApaTOB ¢ HU3KOH TO3UPOBKOU M
orpanudeHHoON auddy3ueit, ecim 3To KIMHUYECKH 000CHOBAHO.

OneHka pacIIUpPEeHHBIX KPUTEPHEB MPUEMIIEMOCTH BBIMOJIHSIETCS B COOTBETCTBUH C
noapaszzaenom 11 paznena III ITpasui.

HccnenoBanue npu3HAaeTcs BaTUAHBIM HCKIIOYUTENIBHO TMPU COOTIOACHUU CIEAYIOUINX
YCIIOBMIA:

a) 711 KpUTEPHUEB MTPUEMIIEMOCTH ITApaMETPOB IKBUBATCHTHOCTH (Jmax) U (Avotal):

90 %-i1  NOBEpPUTENBHBI MHTEpBall JUIsl OTHOLIEHMS] CPEJHUX  MCCIEAYEMOro
JIEKapCTBEHHOI'0 MperapaTa K HeTaTUBHOMY KOHTPOJIIO JTOJIKEH OBbITh IMOJIHOCTHhIO BHE HHTEpBaia
80,00-125,00 %;

90 %-ii noBepUTENBHBI WHTEpBal Uil OTHOLICHHS CPEIHMX IpernapaTa CpPaBHEHHS K
HEraTUBHOMY KOHTPOJIIO JOJKEH OBITh OTHOCTHIO BHE nHTepBaa 80,00—125,00 %;

0) i1 IpUBEIECHHBIX B OTYETE JOMOJHUTEIBHBIX IMapaMeTPOB MPOHUKHOBEHUS (BpeMsl J10
MaKCUMAaJIbHONW CKOPOCTH abCcOopOLMHU (tmax) M BPEMs 33€PKKH BBICBOOOXKICHHSI) BHITIOTHSIIOTCS
CJIEyIOIINE YCIOBHS:

BpeMs 33/IeP>KKH BBICBOOOXKICHHS (€CIIM TaKOBOE MMEETCs1) Uil UCCIIeyeMOoro Ipenapara
U Tperapara CpaBHEHHs TOJKHO OBbITh OJIMHAKOBBIM (TO €CTh OTJIMYHUA JOJKHBI COCTAaBISITh HE
oomee £ 10 %);

T00BIe pazNuyMsl B MapaMeTpax MPOHUKHOBEHHUS JIOJDKHBI ObITh OIEHEHBI C TOYKU 3PEHUS
WX BIIMSIHUS HA YKBUBAJICHTHOCTH;

B) YCTaHOBJICH MaTepuaIbHbIN Oananc. HeoOxoaumo mpeacTaBuTh pacuer:

HAKOIJICHHOTO KOJIMYECTBA JCHUCTBYIOLIETO BEIIECTBA, MPOHUKIIETO B MPUHUMAOIIYIO
cpeny (Acwotal);

00I1IEro KOJMYeCTBa JICHCTBYIONIETO BEIIECTBA, YAECPKUBAEMOTO (Stotal) B 00pasliax KOXH;

KOJIMYECTBA JIEHCTBYIOIIETO BEUIECTBA, OCTABIIErocsi Ha 000pyA0BaHUH, TPUMEHSEMOM IS
OYHMCTKH WIH 000pYyIOBaHUH, UCIIOIB3yEeMOM B dKcriepuMeHTe (Riotal).

B cnywae ecnu oOmiee HakomieHHWE JEHCTBYIOIIETO BEIIECTBA, MPOHUKIIETO B
npuHumMaromyto cpeay cocrasiser 90-110 % He TpeOyeTcss HHUKAKOrO JIOMOJIHUTEIBHOTO
000CHOBaHUs MaTepualbHOro OanaHca. B cimydae Hamuumsi 3HAYMTEIBHOM BapuaOEIbHOCTH
MokaszaTejel NpUYMHBI €€ BO3HUKHOBEHHS HEOOXOJMMO JE€TaJbHO IPOAHANIU3UPOBATH H
MOSICHUTb.

JlonmyckaeTcst OTAEIbHO  AHATU3UPOBAaTh  KOJUYECTBO JICMCTBYIOIIETO  BEIIECTBA,
YIEP>)KUBAEMOTO B Pa3HBIX CJOSX KOXH (POrOBOM CJIO€ W SIHACPMHUCE), YTOOBI OIICHUTH
pacripesienieHue ISHCTBYIOIIETO BEIIECTBA B KOXKE YeIOBEKa.

[Ipunoxenwne Ne 3

K TpeboBaHMIM K KaueCTBY

1 OMOPKBUBAIICHTHOCTH JICKAPCTBEHHBIX
MperapaToB JJisi MECTHOTO MPUMCHECHHUS
MPY HAHECEHUHU Ha KOXY U MHBIX Crlocobax
JIOKaJIbHOTO MPUMEHECHUS

METOJAUKA
B3SITHSI IPOO POroOBOIO ¢JI0s1 (COCKO0 JIUNKOI JIEHTOM)
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1. O01ue MoJI0KEeHU A

Hacrosmass mMeroamka COAECpPKHUT CBEICHHUS 00 HWCCIECIOBAHWHM METOJIOM B3SITHUS IMPOO
pOTOBOTO CJ10s1 (COCKOO JIMIKOM JICHTOW) in Vivo B OTHOIIEHUU MATKHX JIEKAPCTBEHHBIX (HOpM,
MIPOBOAMMOM B KQU€CTBE METOA ONPEACIICHUs] KHHETUKY IIPOHNKHOBEHHSI, B IIETISTX 000CHOBAHUS
SKBHUBAJIEHTHOCTHU (BMECTO ITPOBEJCHUS HCCIEA0BAHNS TEPANEBTUUECKOI SKBUBATIEHTHOCTH).

HccnenoBanue METOIOM B3STHS POO POrOBOTO CIOSI SIBIISIETCS MUHUMAIBLHO WHBA3HUBHON
TEXHUKOM, KOTOpas MpeaycMaTpUBaeT IOCJIENOBATENbHOE YJAJICHUE HApYKHOTO CIIOS KOXH
(poroBoro cnosi) ¢ HCIOJB30BAHMEM JUNKUAX (AAre3WBHBIX) JIEHT TIOCIE HAHECEHUs
JIEKapCTBEHHOI'0 IIpernapaTa, CoJIepKallero AeHCTBYIONIee BEIECTBO.

KonuuecTBOo JneicTBYIOIIEr0 BEIIECTBA B POrOBOM CJO€ 3aBUCUT OT 3 CIEIYIOLIUX
MPOLIECCOB:

pacmpesienieHre IeWCTBYIOIETO BEIIeCTBA U3 JICKAPCTBEHHOTO TIperapara B pOroBOM CIIOE;

mudy3un TeHCTBYIONIETO BEIIECTBA YEPE3 POTrOBOM CIIOM;

pacmpesenieHus ASMCTBYIOIIETO BEMIECTBA U3 POTOBOTO CIIOS B KU3HECTIOCOOHBIE TKAHHU.

OcCHOBHOE IMTPEUMYIIECTBO UCCIICIOBAHMS METOI0M COCK00a JIMITKOM JIEHTOM COCTOUT B TOM,
9TO UCCJICIOBAHKUE MPOBOTUTCS i Vivo C TOJHOCTHIO (HYYHKIIMOHUPYIOIIEH MUKPOIUPKYIISIIIHCH
KOXH, B pe3ylbTaTeé Yero KIUPEHC JCHCTBYIOIIErOo BEHIECTBA W3 KOXKU IPOUCXOAUT
OecrpensITCTBEHHO.

VYka3aHHOE HCCIIEJOBAaHHE IO3BOJISIET MOJYYUTh JAaHHBIE O JIOKATbHOW OMOJOCTYIHOCTH
MSTKUX JICKaPCTBEHHBIX ()OPM JIEKAPCTBEHHBIX MPETApaTOB, ACUCTBYIONINX HA POTOBOM CIIOW WIIH
B HEM (HaIrpumep, MPOTUBOTPUOKOBBIX JEKAapCTBEHHBIX MpemnaparoB). B ciydae ecnu nesneBbie
MeCTa JACHCTBHSI BBIXOMAT 32 MPEIeIbl POTOBOTO CJIOS, UCCICTOBAHMS METOJIOM COCKOOA JIMIKOMA
JEHTOW MOTYT TMO3BOJIUTH MOJYYUTh MOIXOJSIIYI0O CYppOTaTHYIO  OIIEHKY, UTOOBI
OXapaKTepU30BaTh CKOPOCTh U CTENEeHb abCOpOIMYU JIEKApCTBEHHOTO Tperapara ACHCTBYIOIIETO
BElIECTBA MOJICKAIUMHU TKaHIMHU.

HccnenoBanust METOIOM COCKOOA JIMIIKOHM JIGHTOH in Vivo TPUMEHSIOTCS B OTHOIICHUH
JIEKapCTBEHHBIX MPENapaToB B ciiydae mpolecca nud@y3un 1eicTBYIOMIEro BenecTBa B pOroBoii
CJION W CKBO3b HEro. TakuM o0pa3oM, yKazaHHOE MCCIIEOBaHHE HE CIIEyeT UCIOIb30BaTh IS
UCCIIEIOBAaHHUM JIEKapCTBEHHBIX IPENapaToB, HAHOCHUMBIX Ha 3HAYUTEIHHO MOPAXKEHHYIO KOXKY
(HampuMep, OTKPBITHIE PAHBI, 05KOTH) WU KOXY HEIOHOIIEHHOTO0 HOBOPOXKICHHOTO, a TaK)Ke He
MPUTOJHO B OTHOILIEHUHU JIEKAPCTBEHHBIX MPENapaToB, COJIEPKALIUX JIETYy4Yhe JEeHCTBYIOIIHNE
BEIIECTBA WJIM BEIIECTBA, KOTOPHIC MOCTYMAIOT MPEUMYIIECTBEHHO B JIEPMAIIBHBIE CJIOU KOXH
(BoJstocsiHbIe (QOJIITUKYIIBI, CaTbHBIC JKETe3bl).

2. Pa3pa0doTka ¥ oNTUMU3AIHUA METOAUKH

HccnenoBanue MeTOIOM COCKOOA JIMMKOW JIGHTOM HE SBISICTCS aBTOMATH3WPOBAHHOM
METOJIMKOH, MO3TOMY HEOOXOAMMO MaKCHMAaJIbHO CTAaHIAPTU3UPOBATH AKCIIEPHUMEHTAILHBIN
TU3alH.

DKCTepuMEHTAIBHEIE YCIOBHUS OTIOPHOTO UCCIICIOBAHMS HEOOXO0IUMO TIPOAHATIM3HPOBATH U
000CHOBaTh MCXOJIs M3 BHJAa W OCOOCHHOCTEW H3ydyaeMbIX IpernapaTroB, a BBHIOOpP YCIOBUU
HEO0OXOUMO OCYIIECTBIISATh HA OCHOBAHWUU PE3YJIhTATOB MHJIOTHOTO HCCIEIOBAaHUS METOIOM
cockoba nunKoW JieHToH. HeoOxomuMo mpencTaBUTh B PETHCTPAIMOHHOM JIOChE PE3IOME
pa3pabOTKK U ONTHUMHU3ALUHU METO/1a COCKO0A JIMTIKOM JICHTOM.

Bo Bpems mnpoBeieHHs NHJIOTHOIO HCCIEIOBaHUS HEOOXOAMMO BepUPUIUPOBATH U
000CHOBATH BHIOOP CIIENYIOIINE YCIOBUS:

a) BUJI UCCJIEyEeMOro ydacTka Koxku. MccrenoBanue I0MKHO MPOBOJUTHCS HA 30POBBIX
y4acTKaX HOPMaJbHOM KOXKH Tpearieybsi (JIaJOHHOW MOBEPXHOCTH) C aJeKBAaTHOW OapbepHOI
¢bynkiueit koxu. HeoOxomumo ompeaenuTs KpUTEPUM BKIIOYEHUS U HEBKJIIOYEHHS B
UCCIIEIOBAaHNE OOBEKTOB C PA3HBIMHU COCTOSIHHSIMH KOXXH. YYaCTKH KOXH C TaTyHPOBKaMH,
MOOBIMU TIPU3HAKAMU JIEPMATOJIOTUYECKUX AHOMAIMM MU C H30BITOUHBIM OBOJIOCEHHUEM
MOJIJIEKAT UCKITIOUEHUIO U3 HcclienoBanuss. HeoOXoMmMo yCTaHOBUTH MPOIETyphl TOJTOTOBKU U
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OYHUCTKHU YYaCTKOB KOXKU Iepe/l SKCIEPUMEHTOM U B MPOIIECCe €ro MPOBEACHHUSI, YTOObI yUacTKU
BMEUIATEIbCTBA HE MOBPEXKIAINCH NTPOLIETypPaMU OUUCTKU;

0) COCTOSTHME UCCIIEYEeMOro ydacTKka Kou. [leocTHOCTh KOKH HEOOXOIMMO ONPEAeIIATh
nepeJl IpoBeIEHUEM PKCIIEPUMEHTA U IIOCIIE HETO. J{J1s MOATBEp KI€HUS LIETIOCTHOCTH U3MEPSETCS
ypOBeHb TpaHcanuaepManbHo motepu Boabl (TEWL) ¢ mnpuMeHeHMeM WHBIX METOIUK
MOJTBEPKICHUS IEJIOCTHOCTH, €CIIM WX TNpPUMEHEHHe OOOCHOBAHO 3asBHUTENEeM. Kpurepuu
MIPUEMIIEMOCTH HEOOX0IUMO JETaIbHO MPOaHATU3UPOBAaTh U 000CHOBATH;

B) XapakTep HAaHECEHMs (amIuiMKauuu). B cBsA3M cO 3HAUMMON BHYTPUMHAMBUIYATbHOM
BapnalbeIbHOCThIO CPaBHUBAEMbIE MperapaTbl HEOOX0AUMO HAHOCUTH Ha KOXKY OHOTO U TOTO K€
cyObekTa uccrienoBanus. HeoOxoqumo Takke BKIIOUUTh HAHECEHHE Ipernapara HeraTUBHOIO
KOHTPOJsL (B KauyecTBE KOTOPOrO HE MOXET BBICTYNATh IMpernapaT CpaBHEHHS), B LEIX
MOATBEPKIEHUS TOCTATOYHON TUCKPUMUHHUPYIOUIEW MOIHOCTH METOAUKU. ClleyeT OClemIsiTh
HCCIIeIOBATENsl, OTBEUAIOIEro 3a HAHECEHUE UCCIIelyeMOro JIEKapCTBEHHOI O Ipenapara u cocko0
JIMIKOMN JIGHTOH, YTOOBI MUHUMHU3HUPOBATh CMEIICHNUE;

r) J0o3a JIeKapCTBEHHOro  mpemapaTta. Mcmonb3dyeMyio B HCCIEAOBAHUU  J03Y
JICKapCTBEHHOTO TpernapaTa HEOOXOAMMO ONpPEIeTUTb, HUCXOAS W3 OOLIel XapaKTEepUCTHKH
JIEKapCTBEHHOTO MpenapaTa. Bo BpeMsi mpoBeaeHUsI TUIOTHOTO UCCIEI0OBAaHUS J03Y U y4acTOK
KOXKM JUIS HaHECEHHs JI03bl HEOOXOIUMO BepH(PHUIMPOBATH, IS TOTO 4YTOOBI JTOOUTHCS
KOJIMYECTBEHHO OMpPEAeIIeMON MacChl ICHCTBYIONIETO BEIIECTBA B poroBoM ciioe. Heobxoamumo
TaK)K€ YCTAHOBUTh TEXHUKY J1I03UPOBAHHUS, IPOLEAYPBI OCIEIUICHUS U paHIOMHU3AlINH;

n) nu3aiiH  uccienoBanus. HeoO0XoauMo HMCHONb30BaTh AW3allH  WCCICAOBAHHS C
OJTHOKPATHBIM ITPUMEHEHHEM JI03bI (COCKOO KOXH BBITOIHSAETCS MOCIIEe OJTHOKPATHOTO HAHECCHUS
HCCIIETyeMOro JIEKapCTBEHHOT'O IIperapara 1 mpernapara CpaBHeHHs!);

€) BpeMEHHBIE TOYKM OILIGHKHM pe3yJbTaToB. JlekapcTBEeHHBIE NpenapaThl HEOOXOAMMO
CpaBHMBATH B JIBYX BPEMEHHBIX TOUKax (OJHA Ha 3aXBaT, OJJHA Ha KIIMPEHC) Yy KaXA0ro CyObheKTa
uccienoBanus. OnNTUMaJbHOE BpeMs 3axBaTa M KIMPEHCAa 3aBUCUT OT XapaKTEPUCTHUK
NEHCTBYIOIIMX BEIIECTB M JIEKAPCTBEHHOW (OPMbI JIEKAPCTBEHHBIX IPENapaToB M TOJIKHO
OIIPENIENIATHCS BO BpEMsl MPOBEACHHS MUIOTHOTO MccieloBaHus. Bpems 3axBaTa JOHKHO OBITH
JOCTaTOYHO MPOAOKUTENbHBIM, YTOOBI JIEHCTBYIOIIEE BEIIECTBO JOCTUIIIO YCTONUYMBON (a3bl
maddy3un. Jlomyckaercs, yToObl BpeMsi 3axBaTa ObLIO yCTAHOBJICHO 3KCIIEPUMEHTAIBHO IO
pe3ynbTaTtaM OoIpeAeNieHUs] HECKOJIBKIX BPEMEHHBIX TOUEK 3aXBaTa U OMpPENEICHHEM, C KaKoro
BPEMEHM Macca MW3BJIEUEHHOTO H3 POrOBOIO CJIOS JEHCTBYIOIIErO BEIIECTBA OCTAETCs
MOCTOSIHHOM. BpeMmsi kiupeHca [OMKHO OBITH JOCTATOYHO MPOJOJKUTEIBHBIM, YTOOBI
o0ecreynTh HW3MEPUMBI TEPEeHOC JACWCTBYIOIIEr0 BEIIECTBA U3 POrOBOrO Cilos B
KU3HECTIOCOOHYIO KOXKY (M TTyOXKeNexalme TKaH! ), HO He IOJDKHO TPEBBIIATh 48 4acoB, YTOOBI
nzbexxath moboro sddexra caymmBanus Koxu. IIpeamoyrurensHO BpeMms  KIMpEHca,
oOecrieunBaroniee Mo MeHbIeld Mepe 25 %-0e CHIKEHHE B Macce JICHCTBYIOIIETO BEIIECTBA,
U3BJIEKAEMOIO M3 POTrOBOTO CJIOsl, O OTHOLIEHUIO K Macce JEHCTBYIOIIErO BEIIECTBA,
M3BJIEKAEMOI0 U3 POroBOro cios B (aze 3axBaTa. Bo Bcex ciayyasix BpeMEHHbIE TOUKH B3SITHS
00pa3LoB cleayeT TIATENBHO TPOAYMBIBaTh H 000CHOBBIBATH;

) Mpolieypa yAaJeHHs JeKapCcTBEHHOTo mpenapata. [locne ycTaHOBIEHHOrOo BpeMEHU
3axBaTa UCCIIEAyEeMbIH JIEKapCTBEHHBIN NpenapaT yAaaseTcs ¢ MOBEpXHOCTH Koxu. Heo6xoanmo
YCTAHOBUTH TMPOIEAYPY OYHMCTKH, 4TOOBI oOecrneunTh AP(HEKTUBHOE YAAICHHE OCTaTOYHOTO
mpermapaTa ¢ MecT 00pabOTKH KOXKH Mepel COCKOOOM;

3) XapaKTEepPUCTHUKH JIUTIKOH JIeHTHI. Vcronb3yemMas A1 mpoBeeHUS UCCIeA0BAHUS JTUIKAs
JICHTA JI0JDKHA OTBEYATh CIIEAYIONUM TpeOOBAHUSAM:

JIUIKas JIeHTa He JIOJDKHA TepsTh B Macce MpU HAHECEHUM W MPUTHUPAHHUU K MOBEPXHOCTU
KOXH;

JUNKas JeHTa JoJKHA 00JiajaTh MUHMMAJIBHBIMU IOKa3aTeIsIMU MOTEPb U YBEIHMYEHUS
Macchl BO BPEMsI XPaHEHUS],

JeMCTBYIOIIEE BEIIECTBO JOJDKHO JIEKO BBIACNATHCS M3 POrOBOTO CIIOS, NMPUIIMIILIETO K
JIEHTE;
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aAre3uB WM Jpyrue KOMIIOHEHTBI JIEHTHl HE JOJDKHBI MCKaXaTh aHaJIUTHUYECKOe
KOJINYECTBEHHOE OTpeIeIeHNE ICHCTBYIOIIETO BEIIECTBA, IIPU ATOM CHJIA aJIr€3UH JTOJKHA OBITH
TakoM, YTOOBI OOJIbIIAS YaCTh POTOBOTO CJIOS yAaJsiach MPU MOMOIIU JOCTATOYHO HEOOJIBIIOTO
qucya JUNKUX JIEHT (Hanpumep, He 6osee ueM 30 neHr).

1) XapaKTePUCTHUKH B3ATOH MPoObI. Mcrionp3yeMblii MeTO1 COCK00A JIMITKOM JICHTOM JOMIKEH
obecrieunBaTh, 4TOOBI ¢ KaKIOrO y4yacTKa KOXH Oblia B3sTa OOJNBIIAs 4acTh POrOBOTO CJOS
(> 75 %). Heo0x0aumMo yCTaHOBUTh MUHUMAJIBHOE U MAaKCHUMAaJIbHOE YHUCIIO JIEHT, OCHOBBIBAsICh
Ha M3MEpPEHMAX YpPOBHS TpaHcanuaepMmaiabHoi mnoTtepu Boabsl (TEWL) wunm nHa papyrue
pelieBaHTHbIE KpPUTEpUU (HAIpUMep, BOCBMUKPATHBIA MPUPOCT COAECpPKaHUS JEHCTBYIOIIETO
BELIECTBA [10 CPAaBHEHUIO C UCXOAHBIM 3HAUYEHUEM, NIPEKPAIIECHNE [TPOBEIECHUS UCCIEI0BaHUS 110
BOIIpocaM 0€30MMacHOCTH);

K) HCIIOJIb3YEMbIE aHATUTUYECKHE MeTOoJbl. [Ipu cTaHZapTHOM BBIMOJHEHHHM METOJUKH
UCCIIEIOBaHMs JIEHCTBYIOIIEE BEUIECTBO CHAadajia BBIIEISETCS W3 JIMIKUX JIEHT, a 3aTeM
KOJIMYECTBEHHO  OMNpEAENAETCS B  DKCTPATUPYIOLIEM  pacTBOpUTENE  (PaCTBOPHUTEISX).
JlommyckaeTcsi MCHOJIb30BaHUE AallbTEPHATUBHBIX METOAOB SKCTPAKUUU U KOJIUYECTBEHHOIO
orpesiesieHus, eciu 00ocHoBaHO. HeoOXoaumo MpoJIeMOHCTPUPOBATH YIOBIETBOPUTEIHHYIO
MIPOU3BOIUTENBHOCTD MPEAJIaraeMoOro MeTo1a SKCTPAKIIIH.

3. Jlu3aiiH uccjaea10BaHusA

HeoOxoaumMo moAroToBUTh MOAPOOHBIE CTaHIAPTHBIE OINEpAIMOHHbIE MPOLEAYPHl AJIs
MPOBEJICHUSI MCCIENOBAaHUN METOJOM COCKOOA JHIIKOW JIGHTOM, AJisi OOEeCTIeueHUss TOYHOTO
KOHTPOJIS IO3UPOBAHUS, OUUCTKHU, COCKAOINBAHUS, IKCTPAKIIIH, KOJMUYECTBEHHOTO ONPEIEICHUS
U JIpyTUX T[EPEMEHHBIX HCCIEIOBAHUS WIM MOTCHIUAIbHBIX MCTOYHUKOB CMEIICHUS B
skcriepuMenTte. Kputepuu BKIIOUEHUS U HEBKJIIOUEHUS HE00X0IUMO 3apaHee c(hOpMyIHpoBaTh U
YETKO OMKCaTh B IPOTOKOJIE UCCIEIOBAHUS.

B oTHOmeEHuWM wuccrnenoBaHWN METOOM COCKOOAa JMIKOW JIGHTOH CJeayeT NPUMEHSITh
IU3aliH MCCIENOBAaHUS CXeMa KOTOpOro IpuBeAeHa Ha pucyHKax 1 u 2. OKoHYaTeiabHO
BbIPa0OTaHHBIM MPOTOKON HCCIAEAOBAHUS ISl KaXJIOTO OTIENbHOIO Ciy4as JOJDKEH OBITh
000CHOBAH.

BeHTpaneHaA cTopoHa

npeanieysa
3axeat KanpeHc
JanAacTbe ————
XonocTou XonoctoM
PadepeHT PedepeHT
. x S
Uccheayemblit = Uccheayembiid
| = ]
=]
HoHTDOAB = - KoHTDONL
= b -
]

PedepeHT = PedepeHT
FE— E —
Mconegyemelid g Hconegyenme ﬁ_

KoHtpoae | [~ - KoHTDOAb

NoKTeean AMKa

Puc. 1. O6H11/II>1 BUJ YUaCTKOB HAHCCCHUS 00BEKTOB Ha OpeAIICUbs Cy6’LeKTOB HUCCICOOBAaHUA
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o1 sacTok anecRrng: -
... penapara na ofieexT . ..

[paHMLUA y4acTKa

1) NexkapcTeeHHBIR NpenapaT
HEHOCHTCA Ha MOMEYEHHYID TOYKaMHK
obnacte W YAanAETCA nocne
onpeaeneHHoro epemedn abcopbumm.

1 OBNACT BIATUA -

.-+ -obpastion
Tpadaper

2} No oxoHYaHKK $a3bl
abcopBumk waK nocne
onpegeneHHoro epemMmeHm
OYHMLLEHWA KoMK Ha obnacTe
B3IATHA np{:ﬁ HaKnadbklBaeTCA
TpadapeT M o4epYMBAETCA
obnacte B3ATWA Npob B ueHTpa
Y4alTHa HaHECeHWA
(annankamm).

OBnacTe BIATHUA
obpasuos

Monocka AMNKOW NeHTLI

3) Cockvob npoM2BOAMTCA NyTEmM
HaNOMEHWA NHNKOR NEHTHI, NAOWaab
aAre3vK KOTOPOW cocTaBnAeT Bonblue
obBnacTv B3RTHA obpa3uoe

Puc. 2. [TocrnenoBatenbHOCTh ACHCTBHIA TIPY BBHITIOJHEHUH COCKOOA B KOKIOW 30HE HAaHECEHHS (ANTUINKAIIAH)

JlomkeH ObITh OOOCHOBAaH BBIOOp BCEX CIEAYIOMIMX KPUTUYECKUX [UIsl MPOBEIEHUS
UCCIeIoOBaHMS (PaKTOPOB:

a) CyOBbEeKTHI HccienoBanus. VccnenoBanuss METOIOM COCKOOA JIUIKOM JIGHTOW JOJIKHBI
MIPOBOAMTHCS HA 370POBBIX JOOPOBOJBIAX, B OTHOLICHUH KOTOPBIX MPOBOJIUTCS CKPHHHHT HA
MIPUTOTHOCTH K YYAaCTHUIO B MCCJICIOBAHUM B COOTBETCTBUHU C TpeOoBaHmsMU pasnena 3 yactu III
IIpaBui;

0) oOpabaThIBa€MbIii y4acTOK. YYacTOK 30pPOBOM KOXXM BEHTPAIBHONW ITOBEPXHOCTH
MpeaIieubs AOKEH UMETh pa3Mep, OCTATOYHBIN ISl TOTO, YTOOBI Pa3MECTUTh MO MEHBIIEH
Mepe 6 ydacTkoB HaHeceHUs. HeoOxoaumo yoeauTbes B LETOCTHOCTH KOXH (HampUMep, MyTeM
M3MEpeHusi YpOoBHs TpaHcanuaepmansHoi morepu Boasl (TEWL)). Ha kaxnmom mpenmuiedbe
JNOJKHO OBITh  OJAMHAKOBOE KOJMYECTBO YYaCTKOB HaHEceHHs. BO3MOXHBIM BapHaHT
PacCIoJIOKEHUSI YUaCTKOB HAHECEHUs MPEACTaBICH Ha pUCYHKE 1;
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B) YMCJICHHOCTh CYOBEKTOB HccieaoBaHusA. BpiOop umcia CyOBEKTOB HCCIICIOBAHHS
JOJKeH ObITh OOOCHOBaH, MCXOMAsl M3 BapuabenbHOCTH, KOTOpas Obla OLICHEHA B MHJIOTHBIX
UCCIIEIOBAHUSX U SBISETCS CTATUCTUYECKU 3HAYMMOU. JIJisl MOATBEPKIEHUSI SKBUBAJIECHTHOCTH B
UCCIIeIOBaHHE HEOOX0IMMO BKIIIOUUTH HE MeHee 12 cyOBeKTOB;

') YUCJI0 TOBTOpHOCTeH. HeoOxomumo mpeaycMOTpeTh MO MEHbIIeH Mepe 2 ydacTka
HAHECEHMS JUIsl KaXIOro JIEKApCTBEHHOTO TMpemnaparta (MCCenyeMblii mpernapar, mpenapar
CpPaBHEHHUs M Tperapar HEraTUBHOTO KOHTpOJIs) Ha mpexaruiedbe. ONHO Mpearnsedbe cleayer
MCIIOJIb30BAaTh I 00pa3IoB 3aXBarta, a IPYroe — s KIUPEHCa;

1) HAaHOCHMasl 1032 JIEKApCTBEHHOT0 Tpernapara. JlekapcTBeHHbIE MpenapaThl HEOOXOAMMO
HAaHOCUTHh B 3apaHee OIpENEeNICHHBIX [03aX (JOMyCKAalTCs OTKJIOHEHUs He Oonee = 5 %) u
pacrnpenensaTh paBHOMEPHO Ha BCE Pa3MEUEHHBIE YUacTKH. XO0JOCThIC MPOOBI He0OX0oaAMMO OpaTh
C MPUISKANINX YYACTKOB KOXKH, YTOOBI YOEIUTHCS MPU OTCYTCTBHU (DOHOBBIX KOHIIEHTPALIUN
JEMCTBYIOIIErO BEIECTBA UM APYTUX COCTMHEHUH, KOTOPbIE MOTYT MCKaXKaTh KOJIMYECTBEHHOE
oIpeJieNIeHUe ICHCTBYIOMIETO BEIecTBa B 00pabaThIBa€MOM pOTOBOM CIIOE;

€) pacmpezielieHue y4acTKOB HaHeceHus. [lopsiiok y4acTKOB HaHECEHHs HEO0OXOAUMO
BBIOMpPATh CIy4aiHBIM 00pa3oM, YTOOBI M30€XkKaTh HCKaKEHHs Pe3yJbTaTOB HCCIIEAOBAHMS.
Hanecenne nekapCTBEHHBIX MpenaparoB Ha YYacTKM OCYIIECTBISIETCS IOATAMHO, JUIs
obecriedeHrs: He0OXOAUMOT0 MHTEpBaja BPEMEHH JJIsl B3ATUS IPOO POrOBOTO CIOS C KaKIOTrO
y4acTKa,

k) ycioBusi HaHeceHus. ClieyeT HCIOJIb30BaTh YCJIOBUSI HAaHECEHUs 0€3 OKKIIO3MOHHOM
MOBSI3KH, €CJIM TOJIBKO Takas MOBSi3Ka HE yKazaHa B MH(GOpPMalMU O JIEKapCTBEHHOM Ipernapare
WM WHBIM 00pa3oM 00OCHOBaHA (HApHUMeEp, B IENIAX NMPEIOTBPAIICHHS CIy4aifHOTO yIalleHuUs
HAaHECEHHOI'0 JIEKapCTBEHHOT'O Ipernapara);

3) YCIOBHS YJAJICHUS JIEKaPCTBEHHOTO pernapara. JIekapCcTBEHHBIN mpenapat HeoOX0AuMO
YIQJIATh CO BCEX YUYAaCTKOB HAHECEHHUS (3aXBaTa 1 KIIMPEHca) B KoHIIe (a3bl 3axBara. Ob1iee Bpemst
OYHMCTKH HE00X0IMMO MUHHMHU3HUPOBAThH, BO M30€KaHNE PUCKA MOSBICHUS JOOBIX apTe(aKToB,
BBI3BAaHHBIX JanpHelmed auddys3un nercTByromero BemiecTBa. llepen cockabnuBaHueM
HE00XO0IUMO MPOBEPUTH IEIOCTHOCTH KOKU 00pab0OTaHHOMN 30HBI.

VYyacTku «3axBaTay HEOOXOIUMO COCKOOJIUTH JIMIIKOW JIGHTOM cpa3y Toclie YIaJICHHS
JIEKapCTBEHHOTO TIperapaTa. Y4acTKH «KIMPEHCa» HEOOXO0AUMO COCKaOIMBaTh JIMITKOM JICHTOU B
3apaHee yCTaHOBJICHHbIE BPEMEHHbIE TOUKHU KiupeHca. [lopanok nedcTBUN Ha KaXIOM y4acTKe
HAHECEHUS U COOTHOILICHHE Pa3MEPOB YUACTKOB HAHECEHHUS U B3SITUS 00Pa3LIOB MPEICTaBICHBI HA
PHUCYHKE 2;

1) TOYHOE KOJUYECTBO HEOOXOMUMBIX JJisi TMPOBENCHUS WCCICAOBAHUS JIUMKHUX JIEHT
OTIpEeNIEIAETC MCXOAS W3 W3MEPEHH YpOBHS TpaHcomuaepMmaiabHoW motepu Boabl (TEWL)
cockabaMBaeMoi 001aCTH U KPUTEPHUSIX OCTAHOBKHU, YCTAHOBIICHHBIX B MUJIOTHOM HUCCIIEIOBAHUY;

K) UCIIOJIb3YEMbIe aHAJIUTUYECKUE METoAbl. Macca poroBoro ciuos, ynaiasemas OAHON
JIMIKOW JIGHTOHM, ONpEAEIseTCs C UCHOJIb30BaHUEM T'PAaBUMETPUUYECKOTO METO/a IpU TOMOIIH
B3BEIIMBAHMS JIUOKUX JIEHT [0 W Tocie cockabiuBaHus. JlOMyCKaeTcsl HCIIOJIb30BaHHE
aJIbTEPHATHUBHBIX METOJIOB KOJIMYECTBEHHOT'O ONPE/IEICHUsI POTOBOTO CJIOS, €CITH OHU TMOAPOOHO
OMHCaHbl U OOOCHOBAHBI 3asBUTEJIEM B MPOTrpaMMe MCCIEIOBAaHUS U OTYETE IO pe3ysibTaTaM
UCCIICIOBAHMS.

HeoOxoaumo mpoaHanmu3upoBaTh BCE JIMIKHE JIEHTBI C COCKOOOM, CHSTBIE C Ka)JIOTO
obOpaboraHHoro yuactka. IlepBble 2 JeHTbHI HEOOXOOUMO aHATU3UPOBATh OTAEIBHO OT
OCTaBIIUXCS JICHT, JIJIsl OLIEHKU BO3/IEHCTBUS KOTOPOE MPUBHOCHUT JACHCTBYIOLIEE BEIIECTBO C ATHX
JeHT B oOIiee KOJMYECTBO M3BJIEKAEMOr0 JEHCTBYIOLIETO BemlecTBa. YTOOBI IMOBBICHTH
BO3MO>XHOCTb aHAJTUTUYECKOT0 00OHAPYKEHUS, TOCTIEAYIOLINE JIUIKUE JIEHThI MOKHO O0BETUHUTD
B Ipynnsl (Hampumep, KaxkJas TpyMima, coaepkamas TpedyemMoe MHUHUMAIBHOE KOJIUYECTBO
poroBoro ciuos) i dKcTpakuuu. OOIIyr0 Maccy JeHCTBYIOIIEro BELIECTBA B POrOBOM CIIOE,
HEO0OXOUMO PacCUYMTaTh KaK CyMMY MAacC, BBIJICICHHBIX M3 BCEX OOPA3IOB JUMKUX JICHT. JlJis
KaXJI0T0 00pabOTaHHOTO y4acTKa HEOOXOIMMO OIPEACIIUTh MAaTepUaIbHBIN OajlaHC, BKIIFOYAst
cojiepKaHue JICHCTBYIOIIETO BEIECTBA, yIAJIEHHOTO ¢ TOBEPXHOCTU MPU MOMOIIU OYUCTKH. [is
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OPUHATHS pEIIeHHS 00 SKBUBAJCHTHOCTH OOINEE BBIICICHHOE KOJIMYECTBO ICHCTBYIOIIETO
BemiecTBa, paBHoe 90-110 %, He Ttpebyer oOocHOBaHus. I[lpm HaIMUUMU 3HAYUTEITHHBIX
OTKJIOHEHHUI NOKa3aTeJel MPUYMHBI BOSHUKHOBEHHS TAKUX OTKIOHEHUI HEOOXOANMO JIETaIbHO
MIPOAHATIM3UPOBATD U MOSICHUTb.

4. Baaupanus MeToaa cOCK00a JUIIKOM JeHTOoH

OuncTKka MOBEPXHOCTH KOXXKM B 3aBepluaroniei (aze HaHECeHMs Iepes COCKaOIMBaHUEM
JIMIKON JIEHTOM Ba’kKHA U JOJKHA TO3BOJIATE YAAISATH U30BITOYHOE KOJIMUYECTBO JIEKAPCTBEHHOTO
npernapara (neabcopOupoBaHHOE JieicTBYIOIIEE BEIIECTBO) 3P PEKTUBHO oe3
HeNpeAHaMEPEHHOT0 «BABJIMBAHU IEHCTBYIOLIETO BEIIECTBA B Oapbep. YKa3zaHHAs MpoLeaypa
OOBIYHO TIpeyCMaTPUBAET OBICTPOE M OCTOPO’KHOE NPOTHPAHME KOXKU CYyXOW HIIM BIAXKHOM
candeTkol, BaTHBIMH MNaJOYKaMU W (WJIM) CBEXKHMH CIHUPTOBBIMH canderkamu. B
PETUCTPAIIIOHHOM JIOChE JIOJDKHO OBITh MPEJCTABICHO MOATBEPXKIEHHE, YTO OYMIIAIOLINE
KOMIIOHEHTHI HE BIMSIOT Ha AU Py3HI0 AEHCTBYIOLIETO BEIIECTBA B pOrOBOM CJIOM U CKBO3b HETO.
Heo6x011uMo BBITOTHUTH TIATEIBHYIO OLICHKY U BaJIUAAIUIO TPOLEAyphl 3 PEeKTUBHON OUMCTKH
KOXKM Iepe]] TPOBEJCHMEM OINOPHOIO  HCCIEAOBAaHUS  (HAampuUMep, IOATBEPXKICHUEM
YAOBIETBOPUTENBbHOrO u3BieueHuss (> 90 %) JekapcTBEHHOro Impenapara, YyAAIE€HHOTO C
MOBEPXHOCTH KOKH, U HMYTOKHO MalbIM coJep)kaHueM neicTByromiero BemiectBa (< 10 %),
M3BJICYEHHOT'O B COCKOOE OYMIEHHOH KOXH cpasy Iocie HaHeceHUs). MOXHO HCIOJIb30BaTh
JIpyTUe Coco0bl BAJIMIAIMH, €CJTH OHH JIOJDKHBIM 00pa3oM 0OOCHOBAHBI.

buoananutuyeckas MeTOAMKA, MWCIOJNb3yeMas s KOJMYECTBEHHOIO OINpEAc/ICHUs
JEUCTBYIOIErO BEIEeCTBA B JIMIKHMX JIEHTaX, AOJDKHA ObITh BanuaupoBaHa. lccienopareinb
JOJDKEH YCTAHOBUTH U TOATBEPIUTH COCTOSTEIBHOCTD 3(PPEKTUBHOCTU MPOLEAYDP IKCTPAKIUH
(BKJIIOUAs SKCTPAKIIMIO JIMIKHUX JIEHT IPYIIaMHU) 10 IPOBEAEHUS OMOPHOTO UCCIIEIOBAHMUS.

JIMCKpUMHHUPYIOITYI0O MOIIHOCTh METOJa COCKOOa JIMOKOM JIGHTOW HeoO0XO0AuMO
HNOJATBEPIUTH C UCIOJIb30BAHUEM CEPUH HCCIIEAYEMOro JIEKAPCTBEHHOTO Mpernapara ¢ pasHbIMU
MoKa3aTesIMH KauecTBa (HEraTUBHBIA KOHTPOJIb) (HapuMep, JIeKapCTBEHHOM (popMoii mpenapaTa
¢ cocTtaBoM cooTBeTcTBYMOImEd 50 %-i1 103MpOBKE M3y4aeMoro JIEKapCTBEHHOTO Ipernapara u
TaKUMHU ke (apMaIeBTHKO-TEXHOJOTHUECKUMH XapaKTEPUCTUKAMH), B OTHOIIEHHH KOTOPOTO
[IOKa3aHbl CTATUCTUYECKOE OTJIMYME OT HCCIEAYEMBbIX IPEenaparoB M HEIKBUBAIEHTHOCTb
CPaBHEHUS C HUMH. AHAJIUTUYECKUE METOJbl JJIs ONPEIEICHUs COAEP/KAHUS NEHCTBYIOIIETO
BEIIECTBA B POrOBOM CJIO€, COCKOOJIEHHOM JIMIKOW JIEHTOM, JAOJKHBI ObITh BaJMAMPOBAHBI B
COOTBETCTBUH ¢ IpriiokeHneM Ne 6 k IIpaBunam.

5. AHAaIM3 JAHHBIX U UX CTATHCTHYECKAS OLICHKA

HGOGXOI[I/IMO MNPUBCCTU C UTOTOBOM OTHCTC JAHHBIC I/ICCJIC,Z[OBaHI/Iﬁ OT BCEX Cy6’beKTOB
WCCIIEIOBaHMS U MTPOAHAIN3UPOBATh BAJIUIHOCTh U BapuabeIbHOCTh pe3ybTaToB. Bee cyOBheKTh
HUCCIICAOBAaHUA U YYACTKHU HAHCCCHUS, IMOABCPIriineCsa BMCIIATCIILCTBY, JOJIKHBI GBITB BKJIFOYCHBI
B CTaTUCTUYECKHUI aHanu3. Pa3penieHHble OCHOBAaHUS ISl UCKIIIOYEHHS JAHHBIX OT CYyObEKTOB
HUCCIIEea0BaHUA OOJIKHBI GBITB YCTaHOBJICHBI B IMTPOTOKOJIC UCCJICIOBAHUS. Hckmrouenne JaHHBIX
HA OCHOBAaHWHU CTaTUCTUYECKOTO aHAJIM3a WJIM U3 OJHUX TOJIBKO KHHETHYECKUX COOOpaKeHUM He
IIPUEMIIEMO.

Jlis  Kaxxaoro JIEKapCTBEHHOrO IpernapaTa HEOOXOAMMO pENoOpTUPOBATH  TOJILIUHY
YAAJICHHOTO POTOBOTO CJIOsA, KOJUYCCTBO MCIIOJIB30BAHHBLIX JIMIIKUX JICHT W OKOHYATCIILHOC
3HaYECHHE YPOBHS TpaHcamuaepMaiabHoil motepu Boabl (TEWL), m3MepenHoe BO Bpemsl Kak
3axBaTa, Tak W KiupeHca. JoOble pa3auuusi B AITUX MapaMeTpax MEXIy HCClIeIyeMbIM
JIEKapCTBEHHBIM IPENapaToM U MpenaparoM CpaBHEHHUS HEOOX0IUMO OOCYIUTh C TOYKU 3PEHHUS
3KBUBAJICHTHOCTH.

HeoOxonumo npeacraBuTh rpaduk 3aBUCUMOCTH COCPKAHUS IEUCTBYIOLIETO BEIIeCTBa B
pPOTOBOM CJO€ Ui KaXKIOTO Yy4YacTKa HaHECeHHs (HAampuMep, COACepKaHUE JEHCTBYIOIIETO



207

BEIIIECTBA B KaXIOW JICHTE C COCKOOOM POTOBOTO CJIOS (OJHOM WM CrPYINIHPOBAHHOK)) TIO
OTHOIICHMIO K INTyOMHE POroBOTO CIOSI.

Jy6nupyromue u3MepeHus Ui KaxJ10ro JIEKapCTBEHHOT0 Mpernapara y Kaxaoro cyobexra
WCCIIEIOBAaHMUS HEOOXOJUMO YCPEIHUThH (MOMYJSIIIHOHHOE TEOMETPUYECKOE CpeaHee) Mepen
aHAJIU30M.

Jlnsi cpaBHEHMs JICKQpCTBEHHBIX MPENapaToB IapaMeTpbl SKBHBAJEHTHOCTU (Macca
JIEHCTBYIOIIETrO BEIECTBA, U3BJICUCHHOTO U3 YYacTKOB 3axBaTa (Muptake) U KitHpeHCa (Mclearance)),
HEOOXO/MMO CTaTHCTUYECKU CPAaBHUTh B COOTBETCTBUU C TPEOOBAHUSMH, NMPHBEICHHBIMHU B
[IpaBunax.

Kpurepusimu mpuemieMocTu Al MapameTpoB SKBUBATEHTHOCTH (Muptake) B (Mclearance)
SIBJISIIOTCSL:

90 %-i1 noBepUTENbHBI MHTEpPBAJ OTHOLIEHUS CPEOHUX IIOKa3aTeleld MCCIeAyeMOro
JIEKapCTBEHHOT'O TMperapaTa K CpeJHUM IOKa3aTelsiM IpernapaTa CpaBHEHUS JOKEH HaXOAUThCS
B HHTepBaJie mpuemiieMoctH, paBHoM 80,00—-125,00 %, ecnu He 060CHOBaHO MHOE;

pacmipenHble TpaHulbl 90 %-ro JOBepUTENBHOrO HHTEpBasia (MakcuMyMm 10 69,84—
143,19 %) mMoryT OBITh IPUHATHI B CIIy4ae BHICOKON BHYTPUUHAMBUIYAIBbHON BapuabeIbHOCTH,
Ha0JII0JTaeMO B OTHOIIICHUH JIEKAPCTBEHHBIX MTPENApaToOB C HU3KOH I03UPOBKON M OTPaHUICHHOM
maddys3uelt, a TakkKe eclIM HMX NPUMEHEHHE KIMHUYECKH OO0OCHOBaHO. s mpUMEHEHHs
PaCIIMPEHHBIX TPAHUI] HEOOXOIUMO BBITIOJIHEHHUE YCIIOBUM, TPUBEECHHBIX B pazzene 11 gactu 111
IIpasui.

Jlnsa oOecnedyeHus BalMIHOCTH HCCIEIOBAHUS JOJKHBI BBINOJHATHCA —CIEAYIOIINE
KPUTEPHHU:

KpUTEPUU MTPUEMIIEMOCTH IS TapaMeTpoB 3KBUBATEHTHOCTH (Muptake) U (Mclearance):

90 % noBepUTEIbHBIA UHTEPBANI U1 OTHOIIECHUS CPEAHUX MoKa3aTesneld Muptake 1 Melrarance

M, et
MCCIIEyeMOTr0 JIEKAPCTBEHHOTO IMperapara K MOKa3aTelsiM HEeraTUBHOTO KOHTPOJIS ( Mopuec g
M

efearance T

M,
L ctearance ) IOJHKEH HaXOAUThCS MOJHOCTHIO BHE nHTepBaia 80,00—125,00 %;
90 % noBepUTENbHBIN UHTEPBAJI AJI1 OTHOLIEHUS CPeIHUX NoKazaresneld Muptake 1 Melrarance
M ot W clearance, R

A M,
npernapaTa CpaBHEHHUS K CPETHUM MOKa3aTeNlsiM HETaTUBHOTO KOHTPOJIA ( fupusie.c 1 M ctearance )
JOJIKEH HAaXOJIUThCA MOTHOCThIO BHE nHTepBaia 80,00—125,00 %;
90 % noBepUTENbHBIA NHTEPBAJ OTHOUIEHUS CPEIAHETO MOoKa3aTens Melearance HCCIELYEMOTO
'.l'r'rc feararmee T
:‘1f_l ke, R
JIEKapCTBEHHOI0 TMpenapata K Mupake Ipemapara cpaBHeHus (  “##% ) nomKkeH ObITh
MOJIHOCTBLIO MeHee 3HaueHus 1,0;
90 % noBepUTENBHBIN WHTEPBAJ OTHOILICHHS CPEIHETO MOKA3aTeNs! Mclearance ITpemapara
'.l'r't learance R
M, s
CpaBHEHUS K Muptake JUISI 3TOTO TMpemapaTa cpaBHeHHs (  #% ) NOMKEH OBITh MOJHOCTHIO
MeHee 3Hadenus 1,0.
HeoOxomumo  mpeacTtaBUTh  WUTOTOBbIE  BBIBOABI  HccienoBaHus. OHHU  JOJIKHBI
COIMPOBOXAATHCS AHATM30M IMMOTYYCHHBIX PE3yIbTaTOB C HAYYHOW TOUKH 3PEHUS U BO3MOXKHOMN

KJIMHAYECKOW MHTEpIIpETAIlie JaHHBIX, TTOJYYSHHBIX METOJIOM COCK00a JTUTIKOW JIEHTOM.

[punoxenue Ne 4

K TpeboBaHMsM K KauecTBY

1 OMOPKBHBATIEHTHOCTH JIEKAPCTBEHHBIX
[IpenapaToB AJsl MECTHOTO IPUMEHEHUS
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IIp1U HAHECECHUUN Ha KOXKY U MHBIX crocobax
JIOKAJIbHOI'O IIPUMCHCHUSA

METOJIMKA
HCCICTOBAHUA BA3OKOHCTPUKIMUA NJH KOPTHKOCTEPOUI0B

B nomnonnenue x TpeOoBaHMAM, NMpHUBEIEHHBIM B npuiiokeHun Ne 9 x IlpaBunam, mpu
OpraHM3aliy ¥ MIPOBEIECHUH UCCIIEJOBAHMSI HA aHAIN3 Ba30KOHCTPUKHUH AJI1 KOPTUKOCTEPOUTHBIX
JIEKapCTBEHHBIX MPENapaTOB HEOOXOAMMO O0ECTICUNTh BHITIOTHEHHE CIICIYIONINX YCIOBHI:

MPEICTaBUTh B PETUCTPALIMOHHOM J0ChE OMHCaHNE MPOTOKOJIA UCCIIE0BAHUS;

BBIMIOJIHUTH THUJIOTHOE MCCIEJOBAHUE C OLIEHKON 3aBUCHUMOCTH «IPOJOJDKUTEILHOCTh
BO3JICHCTBUS J103bI — OTBET» in Vivo, YTOOBI ONIPEACTUTh KPUTUUYECKUE TIOKA3aTeNu UCCIIe0BaHuUs
JUTS. OTIpEeNIeTICHHS] TTapaMeTPOB SKBUBAJICHTHOCTH, KOTOPBIE OYIyT HCIOJNB30BATHCS B OMIOPHOM
UCCIIETOBAaHUH SKBUBAJICHTHOCTH.

Kputepun BriIIOUEHUS W HEBKIIOYECHHUS TOOPOBOJBIICB B HCCIEAOBAaHUS HEOOXOIUMO
yKa3aTb B OTYETHOM JOKYMEHTAllUu U COOJII0JIaTh UX BBINOJHEHUE B MHJIOTHOM M B ONOPHOM
HCCIE0OBAHUSX;

BKJIIOYATh B MCCJIEIOBAaHUE 370POBOI0 J00POBOJIbLIA C aJeKBaTHOM Ba30KOHCTPUKIMEH Ha
TOMUYECKUE KOPTUKOCTEPOUIBI.

Hccnenyemplii TekapCTBEHHBIN MperapaT, HOCUTENb, IpenapaT CpaBHEHUS U KOHTPOJIb 0€3
HAaHECEHMs TMpermapaTa HEOOXOOUMO B CIy4YailHOM TOpPSAKE paclpefciuTh IO y4acTKaMm
HaHECEHHs BEHTPAIbHON OBEPXHOCTHU MPEIILICYbSI.

HccnenoBanue TOHKHO OBITH COOTBETCTBYIOIIMM 00pa30M OCJIETIIICHO.

B onopHoe nccnenoBanme HEOOXOIUMO BKIFOYUTH KaK MUHUMYM 12 CyOBEKTOB.

Ba30oKOHCTPUKTOPHYIO pPEaKIHI0 HEOOXOIMMO ONpENeNsITh Ha HCXOIHOM YPOBHE (10
HAHECeHMs JIEKapCTBEHHOI'O Iperapara), B MOMEHT yAaJleHUs JIEKapCTBEHHOTO MpernapaTra u
HECKOJIbKO pa3 Ioclie yJaJleHus JIEKapCTBEHHOTo INpenapara (Hampumep, depes 2, 4, 6, 19, 24
qaca).

HeoOxomumo ciiemuTh 3a NUHAMUKOW OTBETa BIUIOTH JI0 BO3BPAIICHUS K HCXOTHOMY
COCTOSIHUIO, YTOOBI 00ecneunTh HabI0JeHHe MaKCUMaIbHOTO (hapMaKoIMHAMUYECKOTO OTBETA.
AHann3 He0OX0IMMO ONTUMU3HPOBATH C TEM, YTOOBI JICKAPCTBEHHBIE MIPEmapaThl CPAaBHUBAIHCH
Ha JIMHEHHOM OTpe3Ke KpUBOW moONeaHeHus kKoxu. l[lepen wucciemoBaHueM HEOOXOAMMO
HCCIIeIOBAaTh HECKOJIBKO BPEMEHHBIX TOYEK HaHeceHUs. HeoOXoIMMo OmpeneiuTbh HUKHHIMA
npeien YyBCTBUTEIbHOCTH METOIUKH.

Ba30oKOHCTPUKTOPHYIO pEaKIHI0 HEOOXOAMMO OIMPEACNsATh B HECKOIbKUX BPEMEHHBIX
Toukax W reHepupoBaTh AaHHble AUC. EnuHCTBEHHas BpeMeHHas TOYKa JUIsl OLICHUBAHUSA
BAa30KOHCTPUKTOPHOM pPeaKlUU HEelpuemMiema.

N3mepenue Ba30KOHCTPUKTOPHON pEaKIMM HEOOXOIMMO BBINOJIHATH C HCIOJIB30BaHUEM
XpOMOMETpa WIJIM JPYrux OoJiee YyBCTBUTEIBHBIX YEM BH3yalbHas OIEHKAa METOJOB, H
MOCPEACTBOM BTOPOIl KIIMHUYECKOM OLEHKH HE3aBUCHMBIM HAOII0AaTEIIeM.



