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O6 yrBepxaennu [IpaBui npoBeAeHNs HCCIICAOBAHIH OMOKBUBAJICHTHOCTH JIEKaPCTBCHHBIX
IIpenapaToB B paMKax EBpa3uiiCKOro 3kKOHOMHYECKOTO COI03a

Pemennie CoBera EBpasuiickoit 3koHOMUYecKoi komuccuu oT 3 Hostopst 2016 roma Ne 85.

B cootBeTcTBUM ¢ MyHKTOM 2 cTaThh 4 u ctathbedt 6 CornamieHus: 0 eAMHbIX MPUHIUIAX U
npaBuiIax oOpalieHus JEKapCTBEHHBIX CPEACTB B pamkax EBpa3uiickoro 3KOHOMHYECKOTO
coroza oT 23 nekabps 2014 roga, mynkrom 86 mpumnoxxkeHuss Ne 1 k Permamenty pa®oTbl
EBpasuiickoli SKOHOMHYECKOW KOMHUCCUM, YTBEpXkKIAeHHOMY Pemenuem Bsicuiero
EBpasuiickoro s3xoHoMHuYecKoro coBeta oT 23 nexadps 2014 r. Ne 98, u Pemenuem Briciiero
EBpasuniickoro skoHomuueckoro cosera ot 23 nmekabps 2014 r. Ne 108 "O peanmuzaruu
CornamieHusi 0 €UHBIX MPUHIMIIAX W MPaBUJIaX OOpalleHUs JICKAPCTBEHHBIX CPEJICTB B
pamkax EBpasuiickoro skonomuueckoro corosa" CoBer EBpa3uiickoil 3KOHOMHUYECKOU
KOMHCCHUU PEILIHIIL:

1. YBepaute npunaraemsle [IpaBuna npoBeaeHus ucciieq0BaHuid OMO3KBUBAJIEHTHOCTH
JIEKapCTBEHHBIX MPENapaToB B pamkax EBpa3uiickoro 3kOHOMHUYECKOTO COr03a.

2. Hacrosuiee Pemenue Bctynaer B cuily no ucredeHuu 10 xameHaapHbIX JTHEN C JaThl
BCTymuieHus: B cuiny IlpoTokona, moanucanHoro 2 maekadops 2015 roma, o MpHUCOSIUHEHUN
PecnyOonuku Apmenus k CoriameHur0 O €IUWHBIX NPUHIMUIAX U TMpaBuiax oOpalieHus
JIEKapCTBEHHBIX CPEACTB B paMkax EBpa3uiicKoro sKOHOMHYECKOTO cOr03a oT 23 nexalps
2014 rona, HO He paHee yeM Mo ucTedeHuu 10 KaleHJapHBIX JHEU ¢ JaThl 0QUIIHMATBLHOTO
onmyOJIMKOBaHUs HACTOAIIETO Perienus.

Unensl CoBera EBpa3uiickoil 5KOHOMUYECKON KOMUCCHUM:
Ot PecyGmmxm Or PecryGmkn Or PecnyGrixm Ot Ksipremckoit Ot Poccmiickoit

Apmenns Bemapycn Kasaxcran PecyOmmen ®Denepanyn
B.TI'abpuensx B.MartomreBckuii A Mamun O.ITaaxpaToB N.1IyBamoB
YTBEPXJIEHbBI

Pemennem Cosera
EBpa3zuiickoii 3KOHOMUYECKOM KOMUCCUU
oT 3 HosA0pst 2016 . Ne 85

ITIPABUJIA
IPOBEACHHUS MCCIICNOBaHU OMO3KBUBAJICHTHOCTH JIEKapCTBEHHBIX IIPENapaToB B paMKax
EBpasniickoro 5kOHOMHYECKOT0 COI03a

1. OOmue monoxeHus

1. Hacrosimue IlpaBuiia ycraHaBiauMBarOT TpeOoBaHHS K pa3paboTKe au3aiiHa
UCCe0BaHUN OMOAKBUBAIIGHTHOCTH (OOIIETO TUTaHAa UCCIEOBAHUN, OMHMCAHUS CIOCOOOB
POBEICHUS MCCIEIOBAHUIM B 3aBUCUMOCTH OT OTOOpa M (OpMHUPOBaHUS IpyNn CyOBEKTOB



MCCJIEI0BAHMM, MACKHUPOBAHUSI JAHHBIX ), IPOBEJICHUIO UCCIIEIOBAHUN OMOIKBUBAIICHTHOCTH
W aHaU3y MX pe3yJbTAaTOB, a TAKXKE OCHOBAHUSA [JI 3aMEHbl MCCIIEIOBAaHUU In VIvo
HUCCIIEIOBAHUSAMH IN VILTO.

[lens mpoBeaeHUs UCCIEAOBaHUN OMOIKBUBAJIEHTHOCTU — JI0Ka3aTh SKBUBAJIEHTHOCTD
BOCHPOM3BEJEHHOI0 (FMOPUIHOr0) JIEKAPCTBEHHOI'O Mpemnapara pepepeHTHOMY
JIEKapCTBEHHOMY TIpenapary I0 KayeCcTBY, UYTOOBI AKCTPANOJUPOBATh PpPE3yJIbTAThI
JTOKJIMHUYECKUX HUCIBITAHUN U KIMHUYECKUX HCCIIEIOBAaHUU, MTPOBEJCHHBIX B OTHOILICHUU
pedepeHTHOro JIeKapCTBEHHOTO Tpernapara, Ha BOCIPOU3BEACHHBIN (TUOPUIHBIN)
JeKapCTBEHHbIN npemnapar. [IpoBeaeHue uccienoBanuii OMOAIKBUBAIGHTHOCTH TpeOyeTcst Tpu
BHECEHUM W3MEHEHUN B PErMCTPALMOHHOE JIOChE 3apErHCTPUPOBAHHOIO JIEKAPCTBEHHOIO
npenapara (B Y4aCTHOCTH, MPU U3MEHEHUHU COCTaBa BCIIOMOTaTEIbHBIX BEIIECTB, TEXHOJIOTUU
MPOU3BOJACTBA, MECTa MPOU3BOJCTBA, YKPYMHEHUH WU PA3yKPYyNHEHUH MPOMBIIUIEHHON
CepUH U T. J1.), HA MPEAPETUCTPALMOHHOM AHTale MPHU CYIIECTBEHHOM M3MEHEHUHU COCTaBa,
TEXHOJIOTMH MPOU3BOJICTBA JIEKAPCTBEHHOIO IMpemnapara (€ciii OCHOBHbIE JOKIMHUYECKUE U
KJIIMHUYECKHUE MCCIEAOBAHUS MPOBEAEHBI C HEM3MEHEHHBIM JIEKAPCTBEHHBIM IPENapaToM U
HEO00XOIMMO SKCTPANOJUPOBATh MOJYUEHHBIE JaHHBIE O 0€30MacHOCTH U A3()PEKTUBHOCTH Ha
W3MEHEHHBIM JICKAapCTBEHHBIN TMpenapar), Mpu H3MEHEHUH JIEKapCTBEHHOW (QOpMBI ¢
HEME/JICHHBIM BBICBOOOXKJAEHUEM Ha JEKAPCTBEHHYIO (OpMy ¢ MOJIUPUIHUPOBAHHBIM
BBICBOOOK/ICHHEM, pa3padOTKe KOMOMHUPOBAHHBIX JICKAPCTBEHHBIX MPEMapaToB W B WHBIX
ClIy4asx.

2. JIBa nekapCTBEHHBIX Ipemnapara, COAEpXk aIUX OJHMHAKOBOE KOJIUYECTBO
JEUCTBYIONIETO BEIIECTBA, CUUTAIOTCA OWOSKBUBAJICHTHBIMHU, €CIHM OHU SIBISIOTCS
(hapManeBTUYECKU SKBUBAJICHTHBIMU WU (DapMalleBTUUECKU albTEPHATUBHBIMU U HX
OMOJOCTYIHOCTH (110 CKOPOCTH U CTENEHH) IMOCcie MPUMEHEHUsI B OJAMHAKOBOW MOJISPHOU
7103€ YKJIaJbIBAETCS B 3apaHee YCTAHOBJICHHBIE JOIYCTUMBIE MTPEAEIIbl. Y Ka3aHHbIE MPeeibl
YCTAHABJIMBAIOTCS JJI OOECIEUEHUs] COMOCTABUMOCTH OnodapManeBTUYECKUX CBONCTB
JIEKapCTBEHHOW ()OPMBI, B KOTOPOW BBIITYCKAIOTCS JIEKAPCTBEHHBIE IMpenapaThl in vivo (To
€CTh COIMOCTABUMOCTH UX 1O 3(HEKTUBHOCTH M 0€30MTaCHOCTH).

3. Jlns ompeaeneHuss CKOPOCTH M CTENEeHU abcopOIMM B HCCIEIOBAHUIX
OMO3KBUBAJIEHTHOCTH OOBIYHO UCIIOIB3YETCs KpuBas "KOHIEHTpauus — Bpems". Crneayromiue
(hapMaKOKHHETUYECKHE MapaMeTphl U 3apaHee YCTAHOBJICHHBIC TPAHUIIBI UX JOIMYCTUMBIX
OTKJIOHEHHUI MO3BOJIAIOT CYAUTh O OMO3KBHUBAJIEHTHOCTH CPABHUBAEMBIX JIEKAPCTBEHHBIX
MpernapaToB MyTeM OLIEHKH UX CPAaBHUTEIHHON OMOAOCTYITHOCTH:

momaae moja kpuBoil "koHmeHTpamus — Bpemsa"' (AUC), oTpaxkaromias BEIUYUHY
AKCIIO3HIINY;

MaKCHUMaJIbHAAd KOHICHTpAlIA BCUICCTBA (C ) B KpOBH, IINIa3M€C UJIN CBIBOPOTKE (naﬂee

max
TaKkKe — 1iazmMa, OMOXKHIKOCTH);

BPEeMs1 TOCTIDKCHIUSI MAKCUMAIIbHOM KOHICHTPALMH B OnoxuakocTH (t . ).



Hpu stom C_ ut  SBISIOTCS IMapaMeTpaMM, Ha KOTOPbIC OKa3bIBACT BIIMSAHHE

CKOPOCTbh a0COpOIMH ACHCTBYIOIIETO BEIIECTBA U3 JIEKAPCTBEHHOMN (hOPMBI.

4. Hacrosmue IIpaBuiia pacpoCTpaHSIOTCA Ha JEKApPCTBEHHBIE IPENaparbl B BHUJE
TBEPJIbIX JICKAPCTBEHHBIX (OPM IS MpUeMa BHYTPh C HEMEJICHHBIM BBICBOOOXKICHHEM
JEUCTBYIOIIEr0 BEIIECTBA, COAEPXKAaT TPeOOBaHUS K IUIAHUPOBAHUIO M MPOBEICHUIO
UCCIEA0BaHUN OMO3KBHUBAJIEHTHOCTH IyTEM HM3YYEHHUS CPABHHUTEIBHOW OMOJOCTYNMHOCTH
PA3HOBHUIHOCTEN ITUX JIEKAPCTBEHHBIX (HOPM C HEMEJICHHBIM BBICBOOOXKIECHUEM, a TaKKe
JIPYTUX BUIOB JIEKAPCTBEHHBIX (POPM B COOTBETCTBUHU C OOIIMMH TPEOOBAHUSMH COTJIACHO
npustoxeHuto Ne 1.

PazpaboTka nu3aiiHa W MpoOBeAEHUE UCCIEIOBAHUM, aHATU3 JAHHBIX CPABHUTEIIHHOMN
OMOIOCTYITHOCTH IS TIOATBEPKIEHUS OMOIKBUBAIICHTHOCTH JIEKAPCTBEHHBIX (POPM TaKHUX
JIEKApCTBEHHBIX MpEnapaToB MPOBOJATCS B COOTBETCTBUU C TpeOoBaHusAMH pasnaena 11
Hacrosuux [IpaBun. Eciu GMO3KBHBAIE€HTHOCTh HEBO3MOYKHO MOATBEPAHMTH C MOMOIIBIO
UCCJIEI0BaHUN OMOJOCTYIMHOCTH, MPOBOAATCS (PapMakoAMHAMUYECKHE WM KIMHUYECKUE
UCCIIEIOBAHUSA, B COOTBETCTBUU C TPEOOBAHUSIMHU COIJIACHO MNpuiiokeHusM Ne 2 u 3.
PazpaboTka nu3aiiHa W MpOBEACHUE HCCIEIOBAHUM, aHalW3 JaHHBIX CPABHUTEIbHOU
OMOJOCTYNTHOCTHU JJIs1 IOATBEPKIAEHUSI OMOSKBUBAJIEHTHOCTH JIEKAPCTBEHHBIX MPENapaToB B
JIEKapCTBEHHBIX (popMax, MpeaHa3HAYEHHBIX NJIs OKa3aHWUS MECTHOTO JCHCTBUS WU IS
MECTHOTO TMPUMEHEHHS, TPOBOJATCS B COOTBETCTBUU C TPEOOBAHUSIMH COTJIACHO
npunoxenusm Ne 11 —13.

[IyHKT 4 ¢ u3MeHeHneM, BHECEHHBIM pelieHrneM Coseta EBpa3uiickoii SKOHOMHUUYECKO
komuccuu oT 15.02.2023 Neo 22 (BcTymaeT B cuily 1o ucreueHuu 180 KaneHIapHbIX THEH ¢
JaThl €r0 O(UIIUAIBHOTO OITyOITMKOBAHUS ).

5. B nacrosmux IIpaBunax ycTaHaBIMBaIOTCS KPUTEPHUH, B COOTBETCTBUU C KOTOPBIMU
MPOBEACHUE MCCIIENOBAHNN OMOJOCTYITHOCTH In VIVO HE TpeOyercs (IUisl TOTOTHUTEIbHBIX
IIO3UPOBOK — B COOTBETCTBUM C monpaszesiom 7 pasgena III macrosmux I[lpaBun, mns
OTJEIBbHBIX BHJIOB JICKAPCTBEHHBIX (POPM — B COOTBETCTBHH C TpuioxkeHueM Ne 1, mus
npoueaypbl 6uoBeiBep, OCHOBaHHOUW Ha OModapMaleBTUYECKON cucTeMe KiaccuduKanuu —
B COOTBETCTBUU C pHIIOKEHHEM Ne 4).

6. [Ipu moaTBepkIeHNN OMOSKBUBAJIICHTHOCTH JIEKAPCTBEHHBIX IMPENapaToB, KOTOPHIE
BBIIMMYCKAIOTCS B JIEKAPCTBEHHBIX (opmax ¢ MOAU(PUIHMPOBAHHBIM BBICBOOOXKICHUEM,
TpaHCACPMAIIbHBIX JICKAPCTBEHHBIX (POpMax M WHTAISIIMOHHBIX JICKAPCTBEHHBIX (opMax, a
TaK)Ke JIEKapCTBEHHbIX (QopMax s MECTHOrO MPUMEHEHUS U JIMIOCOMAaJIbHBIX
JEKapCTBEHHBIX (OpMax HCCIEAOBAHUSA CIENyeT MPOBOJAUTh B COOTBETCTBUU C
TpeboBanusMu npuiaoxeHud Ne 9 m 10, a Takxke ¢ aKTaMH, BXOIAINIMMH B IIPaBO
EBpaswmiickoro s3xoHOMIUECcKOTO coto3a (anee — Coro3) B cepe oOpaiieHus JIeKapCTBEHHBIX
CPEACTB.



CHocka. ITynkr 6 - B penakuun Pemenus Coera EBpa3uiickoil 5KOHOMUYECKOM
komuccuu ot 04.09.2020 Ne 67 (BcTymaer B CHITy 10 UCT€UEHUU 6 MECSIIEB C JAThl €T0
Oo(pUITUATHHOTO OITyOJINKOBAHHUS).

7. Chepa npumenenusi Hactosmux [IpaBus orpaHnueHa CpaBHEHHEM XHMHUUYECKUX
coenquHennil. Ilopsanok cpaBHEHUS OMOJIOTHMYECKUX JIEKAPCTBEHHBIX MIpEnapaTtoB C
pedepeHTHBIMU JIEKApPCTBEHHBIMU TMpenapaTaMyd YCTAHOBJIEHBI B MpaBUJIaX MPOBEJACHUS
HCCIEOBAHNM OMOJOTMYECKUX JIEKAPCTBEHHBIX CPEACTB B pamkax EBpasuiickoro
AKOHOMMYECKOTO CO03a, yTBEPKAAEMbIX EBpa3uiickoil SJKOHOMHYECKON KOMHUCCUEN (fanee —
Komuccus). IloaTeepxkieHue OMOSKBUBAJIEHTHOCTH MOXET MPOBOJUTHCA B OTHOIICHUM
PACTUTENBHBIX JIEKAPCTBEHHBIX MpENnapaToB, HO OCHOBHBIE TPeOOBaHMUs, W3JIOKEHHbBIC B
Hactosmux [IpaBuiax, He IPUMEHHUMBI K paCTUTEILHBIM JICKAPCTBEHHBIM IIpenapaTtam, s
KOTOPBIX JEUCTBYIONIUE BEILIECTBA HE B MOJTHON MEPE OXapaKTePHU30BaHBI.

8. Hacrtosimue IIpaBuna MCHONB3YIOTCA MPHU MOJa4de 3aABJICHUN O PErucTpauuu
JIEKapCTBEHHBIX MpenapaToB B pamMkax Coro3a.

9. Hccnenyemble JIEKapCTBEHHBIE MPENApPaThl, UCIOJIb3YEMbIE B HCCIIEIOBAHUU
OMO’KBUBAJICHTHOCTH, JOJKHBI MPOU3BOJUTHCS B COOTBETCTBUU C TPEOOBAHUSMH MPABUI
HAJUIEXkKAIled NPOU3BOJACTBEHHOM NPAKTHUKU EBpPa3suiCKOro 3KOHOMHUYECKOTO COKO3a,
yTBepkaaeMbix Komuccuei, ¢ mnpencTaBieHHEM COOTBETCTBYIOIIETO JHOKYMEHTAIHHOTO
MOATBEPAKACHUS B PETUCTPALIUOHHOM JIOCHE.

UccnenoBanusi 6M03KBUBAJICHTHOCTH, MPOBEACHHBIE 3a npeaenamu tepputopun Corosa,
JOJKHBI COOTBETCTBOBATh HacToAmMM [lpaBunaM U IpyruM akTam, BXOASIIUM B IMPaBO
Coro3a, B cdepe oOpallieHrs JeKapCTBEHHbBIX CPEICTB.

10. ITo BOompocaM, He yperyJMpOoBaHHBIM B Hactosimux [IpaBuiiax, 3assBUTENN BIpaBe
oOpamaThCsi B DKCIEPTHBIN KOMHUTET IO JIEKAPCTBEHHBIM CPeACTBaM (fajee — DKCIEePTHBIN
KOMHTET) 33 KOHCYJIbTallUEH.

Cuocka. I[Tynkr 10 ¢ uamenenusimu, BHeceHHbIMU petienneM CoBeta EBpaszuiickoit
skoHOMMUecKoi komuccuu ot 12.04.2024 Ne 30 (Bctymaer B cuity 1o ucreuenun 30
KaJICHIAPHBIX JTHEH C AaThl €ro OPUIIMATIBLHOTO OMYyOJINKOBAHMUS).

II. Onpenencans

[Ipumeuanune U3I1N!

B nynkr 11 mpeagycmorpennsl u3dMmeHeHus pemieHuem CoBeta EBpasuiickoit
SKOHOMHYECKOM komuccuu oT 15.02.2023 Ne 22 (BcrymaeT B cuiay no ucredyeHuu 180
KaJICHIAPHBIX JIHEW C AaThl €ro O(UIIMATBLHOTO OIyOIUKOBAHUS).

I1. qna ueneit Hactosimux lIpaBuil MCMONB3YIOTCA MOHATHS, KOTOPHIE O3HAYAIOT
clenylee:
"OuoBeiiBep" (biowaiver) — mporeaypa OoneHKH OMOIKBUBAJICHTHOCTU JIEKAPCTBEHHOTO
npenapara 6e3 MPOBEICHHSI HCCIISOBAHUS 1N VIVO;



"Ouosiornyeckas AJOCTYmHOCTh", "OmomoctynmHocTs" (bioavailability) — ckopocTs u
CTENEHb, C KOTOPOU AEHUCTBYIOIIEE BEUIECTBO UM AKTUBHAA YaCTh MOJIEKYJIbI IEMCTBYIOLIETO
BeIleCTBa aOCOPOUPYIOTCA W3 JIEKAPCTBEHHOTO Mperapara U CTAHOBSTCA JOCTYIHBIMHU B
MECT€ CBOETo JelcTBUsA. bHOAOCTYMHOCTh oOmnpeaensitoT Kak aOCOJIIOTHBIM WM
OTHOCHUTEJIbHBIN MOKAa3aTelb.

AOGCONIIOTHYI0 OUOJOCTYITHOCTh JIEMCTBYIOIIETO BEIIECTBA (AKTUBHOW YaCTH MOJIEKYJIbI
JEUCTBYIOIIETO BEIIECTBA) B OMNPENEICHHON JIEKAPCTBEHHOW (pOpMeE OMpPENessioT MyTeM
CpaBHEHHUs C OMOJOCTYMHOCTHIO 3TOT0 JEHCTBYIOIIErO BelIecTBa (aKTUBHON YaCTH
JNEUCTBYIONIEr0 BEIIECTBA) MPU €ro BHYTPUCOCYIUCTOM BBEJICHUU, MOCICIHSS
npupaBHuBaercs K 100 npouentam (Hanmpumep, pacTBOP JUisl pUeMa BHYTPb B CPABHEHUH C
PacTBOPOM JJIsl BHYyTPUBEHHOT'O BBEJICHMUS).

OTHOCUTENBHYIO OMOJIOCTYTHOCTh JEMCTBYIONIErO BEIECTBA (AKTUBHOW YaCTHU MOJIEKYJIbI
JIEUCTBYIOIIETO BEIECTBA) B OMNPENEICHHON JIEKapCTBEHHON (popMe OMpenessioT MyTeM
CpaBHEHUs C OMOJIOCTYITHOCTBIO APYToM JIEKapCTBEHHOW (hOPMBI, BBEJICHHON TE€M K€ WU
IpyruM (HO HE BHYTPUBEHHBIM) ITyTeM (HarpuMmep, TabJIeTKU B CPAaBHEHUU C PAaCTBOPOM JIJIs
npyemMa BHYTpPb).

OCHOBOI MpPOBEeACHUS HCCIEAOBAHUM OMOIKBUBAJIEHTHOCTH M OHOJIOCTYIHOCTH
OOJIBIIIMHCTBA JICKAPCTBEHHBIX IIpErnapaToB SIBISETCS OMNpPEAeICHUE OTHOCHUTEIbLHOM
OMOIOCTYITHOCTH.

brom0CTYMHOCTh JIEKAPCTBEHHBIX MPENAPATOB, HE MPEANOJAararouux BCAChIBAaHUS B
KPOBOTOK, JIOITyCKAETCS OIEHUBATH C TIOMOIILIO0 MTAPAMETPOB, CIOCOOHBIX OTPA3UTh CKOPOCTh
U CTENEHb JOCTYIMHOCTH JEWCTBYIOUIETO BEIIECTBA WM AKTUBHOM YacTH MOJEKYJIbI
JEHCTBYIOLIETO BEUIECTBA B MECTE CBOETO JACHCTBUS;

"OrosKBUBaIEHTHOCTH" (bloequivalence) — OTCYTCTBUE 3HAYUMBIX Pa3IUYHil IO CKOPOCTH
U CTENEHU, C KOTOPHIMU JACHCTBYIOIEE BEIIECTBO WJIM AKTHUBHAS YacTh MOJIEKYJIbI
JICUCTBYIOIIETO BelIecTBa (papMaleBTHUECKUX HSKBUBAJIICHTOB WM (hapMaleBTUUECKUX
aJbTEpPHATUB CTAHOBSTCS JOCTYNMHBIMM B MECTE€ CBOEro JAEWCTBHUS MPHU BBEICHUU B
OJIMHAKOBOW MOJISIPHOM 103€ B CXO0KHMX YCJIOBUSAX B UCCIIEIOBAHUY C HAJICKAIIUM TU3AHHOM.
[Ipu HanMYUKM HAMEPEHHBIX PA3NTHMUUA B CKOPOCTU (HAmpUMEpP, HEKOTOPHIE JIEKApCTBEHHBIE
dbopMbl ¢ MOAMGDUITMPOBAHHBIM BBICBOOOXKJICHUEM), OIpeNeNIeHHbIE (apmalleBTUUECKUE
SKBUBAJIEHTH W (apMalleBTUUECKUE aJbTEPHATUBBI MOTYT OBITh MPHU3HAHBI
OMOPKBUBAJIEHTHBIMHU, €CJIM OTCYTCTBYIOT 3HAUMMBbIC pa3IWyusl B CTENEHHU, C KOTOPOH
JNEUCTBYIOIIEE BEIIECTBO WJIM AKTUBHAs 4YacThb MOJIEKYJbl JIEHCTBYIOLIETO BEIIECTBA U3
Ka)XJI0T0 JIEKapCTBEHHOTO Ipernapara CTAHOBSTCS JOCTYIMHBIMU B MECTE€ CBOETO JECHUCTBUS.
[IpaBuino nMpUMEHUMO TOJBKO B CiIydae pa3indusi B CKOPOCTH, C KOTOPOU JEHCTBYIOIIEE
BEIIECTBO WM AKTHUBHAS YacThb MOJEKYJbl JIEHCTBYIOIIErO BEIIECTBA CTAHOBSITCS
JOCTYITHBIMH B MECTE€ CBOETO JCWCTBHS, 3allJITAHUPOBAHBI M OTPAXXEHBI B OOIIEH
XapaKTEPUCTUKE JICKAPCTBEHHOI'O Mpernapara, HE3HAUYMMBbI JIJISl TOCTHUXKEHUsI 3(P(HEKTUBHON
KOHIIEHTpAllUU JACHCTBYIOIIETO BEIIECTBA WJIM AaKTUBHOM YacCTHU MOJIEKYJIbI JEHCTBYIOIIETO



BEIIIECTBA B OpPraHU3ME NpPHU JJIUTEIBHOM NMPUMEHEHUU U C MEIHUIIMHCKON TOYKU 3PEHUS
MPU3HAHbI HE3HAYUMBIMH JIJIs1 IEKAPCTBEHHOTO Mpernapara.

N3yuenne OMOAKBUBAICHTHOCTH MOJKET OCYIIECTBISATHCS KaK B YCIOBHSIX in Vivo (
(bapMmakokuHeTHYeckue, (hapMaKkoJIMHAMUYECKUE, KIMHUYECKHUE MCCIIEIOBaHMs), TaK U in
vitro (Harpumep, UCCIAEAOBAHNS TECTa CPABHUTEIHLHON KHHETUKH PACTBOPCHHS);

"ouodapmanieBTuueckas cucrema kiaccudukamuu" (biopharmaceutics classification
system, BCS, BCK) — HayuyHBbIil 101X0/1, TO3BOJISIOIIMNIA pa3AeuTh IEHCTBYIOIINE BEIIECTBA
JIEKapCTBEHHBIX MPENapaToOB HA OCHOBAHUH CTENIEHU WX PACTBOPUMOCTH B BOJIE U KHUILICUHOM
MIPOHUIIAEMOCTH. BMecTe ¢ TeCTOM KUHETUKH PACTBOPEHHUS JJI JIEKAPCTBEHHOTO MpernapaTa
BCK yuutsiBaeT 3 OCHOBHBIX (pakTOpa, BIUSIONIMX HA CKOPOCTh M CTEMEHb abcopOumuu
JEHUCTBYIOIIMX BEILECTB U3 JIEKAPCTBEHHBIX (OPM C HEMEIJIECHHBIM BBICBOOOXKICHUEM IS
MIpUeMa BHYTPb: pACTBOPEHUE, PACTBOPUMOCTh U KUILIEYHYIO MPOHUIIAEMOCTh;

"BOCIIPOM3BEICHHBIN JIEKApCTBEHHBIN Tpenapat"”, "TeHepuk" — JeKapCTBEHHBIN Mpenapar,
MMEIOIUM TaKOM K€ KaueCTBEHHBIM U KOJMYECTBEHHBIM COCTAB JACHCTBYIOUIMX BEIIECTB (
aKTUBHBIX (DapManeBTUYECKUX CyOCTaHUMM) U Ty K€ JIEKapCTBEHHYIO (opMy, YTO U
pedepeHTHBIN JeKapCTBEHHBIN Mpenapatr, 1 OMO3KBUBAIEHTHOCTh KOTOPOTIO PePEpeHTHOMY
JIEKapCTBEHHOMY IpenapaTy MNOATBEPKIAETCS COOTBETCTBYIOIIMMHU HCCIEIOBAaHUSIMU
OMOIOCTYITHOCTH.

Paznuunbie comu, 3hupel, ©30MEPHI, CMECH U30MEPOB, KOMIUIEKCHI HJIM MPOU3BOJIHBIE
JEHCTBYIOUIETO BEIIECTBA MPU3HAIOTCS OJTHUM U TE€M ke JCUCTBYIOIIMM BEIIECTBOM, €CITU UX
6e3omacHOCTh U (WiH) 3((HEKTUBHOCTH 3HAYMMO HE OTIUYAIOTCS. Pa3nnyHbie JeKkapCcTBEHHbIE
dbopMbl I TTpUeMa BHYTPbh C HEMEIJICHHBIM BBICBOOOXKJICHHEM IMPHU3HAIOTCS B paMKax
UCCIEIOBaHUM OMOJOCTYMHOCTH OJHOM M TOM 3Ke JieKapcTBeHHOU ¢opmoit (c
O6rodapMalieBTHUECKON TOUKHU 3PEHUS);

"TUOPUIHBIN JIEKapCTBEHHBIN MpemnapaT” — JEKapCTBEHHbIN Mpenapar, He MoAnaaatoniui
[0/ ONpENENICHHE BOCIPOU3BEAECHHOIO JIEKAPCTBEHHOIO IIpenapara, MPUBEIAEHHOTO B
Hactosmux [IpaBuiiax, uiau, Ipu HEBO3MOXKHOCTH TOATBEPKICHUS €ro OMOIKBUBAIICHTHOCTH
C MOMOIIBIO HCCIENOBAaHUNM OMOJOCTYIMHOCTH, a TAaKXKe €CIU JCHCTBYIOIIEE BEIIECTBO (
JEHCTBYIOIIME BEUIECTBA), MOKa3aHMUs K MPUMEHEHHIO, TO3UPOBKA, JIeKapcTBeHHAas (opma
WM TYyTh BBEIECHUS TAaKOIro JIEKAPCTBEHHOrO Mpenapara OTIWYAKTCA OT TaKOBBIX
pedepeHTHOro JIeKapCTBEHHOIO IMperapara, 4to TpeOyeT NpeAcTaBiIeHUS PEe3yJIbTaTOB
JTOKJIMHAYECKUX U (WJIN) KIMHUYECKUX UCCIIEIOBAHUM;

"mo3a yexapcTBeHHOTO mpenapara” (dose) — KOJIMYECTBO JEUCTBYIOMIETO BEIIECTBA
JEKapCTBEHHOI'0 Ipenapara Ha | mnpuMeHeHue (OJHOKpaTHOE WJIM MHOTOKpaTHOE
MIPUMEHEHHUE);

"Mo3upoOBKa JieKapCTBEHHOro mpenapara’ (strength) — KONMMYECTBEHHO BBIPAKEHHOE
COJIep)KaHUe ACHCTBYIOIIMX BELIECTB B E€IWHHIIE JO3UPOBaHMs, 00bEMa WIM MacChl B
COOTBETCTBHH C JIEKAPCTBEHHOMN (HhOPMOIA;



"ucnipiTanue "pactBopenue” s KOHTpoJs kadectBa" (quality control dissolution test) —
npeaycmorpennoe dapmakoneeir Coro3a HMCHbITaHHE, TPOBOJAMMOE C LEIbIO PYTUHHOTO
KOHTPOJISI KAa4eCTBa CEPHIL JISKApCTBEHHOTO TIpernapara B BUJIE UCTIBITAHNS HA PACTBOPEHUE C
OJIHUM KOHTPOJIbHBIM BPEMEHHBIM MEPUOJOM sl OTOOpa MpoO IJsi JIEKAPCTBEHHBIX
IpernapaToB ¢ HEMEJICHHBIM BBHICBOOOXKIEHUEM U ¢ 3 1 60jiee KOHTPOJIBbHBIMU BPEMEHHBIMH
NepHoJaMu JJis JIEKapCTBEHHBIX MPEnapaToB ¢ MOAUGHUIIMPOBAHHBIM BHICBOOOKICHUEM;

"KOMOMHUpPOBaHHBIN JNekapcTBeHHbIN npenapat” (fixed-dose combination finished
pharmaceutical product, FDC-F P P, KJIII) — ro To B bl ¥ JIeKapCTBEHHBIN Mpemnapar,
cozepkaluii 2 u 0oJsiee NEUCTBYIOIINX BEIIECTB (aKTUBHBIX (PapMalleBTUYECKUX CyOCTaHIUN
)

"nekapctBeHHas ¢opma" (dosage form) — cocTosiHHE JIEKapCTBEHHOTO Mpenapara,
COOTBETCTBYIOIIIEE CIIOCOOaM €ro BBEJACHHS M MPUMEHEHUSI U 00eCreunBaroIIee JOCTUKEHUE
HeoOxouMoro dPpdekTa;

"HanmoJHUTENN" — Pa3HOBUAHOCTh BCHOMOTATEIbHBIX BEIIECTB, MCIOIb3YEMBIX IS
NpUIaHUS TBEPBIM JIEKAPCTBEHHBIM (hOpMaM 3aJJaHHOTO pa3Mepa;

"opuUruHaiabHBIN JeKapcTBeHHbIN npenapat” (innovator pharmaceutical product) —
JIEKapCTBEHHBIN Tpenapar ¢ HOBBIM JICUCTBYIOIIMM BEIECTBOM, KOTOPBIA OBLI MEPBBIM
3apEeruCTpUPOBAaH M pPa3MEIIEH Ha MUPOBOM (apMaleBTUYECKOM pPbIHKE Ha OCHOBAHUU
PErUCTPALMOHHOIO J0ChE, COJEPXKAIIEro pPEe3yJbTaTbl MOJHBIX JOKIMHUYECKHX (
HEKJIMHUYECKUX) M KIMHUYECKUX MCCIEAOBAHUM, MOATBEPKIAIOIMIMX €ro KadyecTBO,
6e30macHOCTh U 3(P(HEKTUBHOCTb, SKBHUBAJICHTHOTO IO COACPKAHUIO TpPeOOBAHUAM,
yCTaHOBJEHHBIM 4acThio | mpunoxkenus Ne 1 k [IpaBuiam peructpainuu U 3KCIEpPTU3BI
JIEKapCTBEHHBIX CPEACTB JJI1 MEIULIMHCKOTO PUMEHEHNUS;

"pedepeHTHBIN JIeKapCTBEHHBIN Tpemnapart', "JeKapCTBEHHBIN mpernapar cpaBHeHus ", "
komnaparop", "KoHTpoJsib" (comparator product) — JekapCTBEHHBIN mNpemnapar, KOTOPBIi
UCIIOJIH3YETCSl B KaUECTBE ATAJIOHA B UCCIEOBAHUSAX CPABHUTEIHHOM OMOMOCTYIMHOCTH IS
HOPMHPOBAHUS UCCIIEAYEMBIX TapaMETPOB;

"CoKpallleHHOe JOChe" — PerucTpaluoOHHOE JOChE JIEKApCTBEHHOI'O Iperapara, 00beM
(dbapMalieBTHYECKOM pa3pabOTKM KOTOPOTO HE MpeaycMaTpPUBAET MPOBEICHHS MOJHBIX
TOKCHUKOJIOTUYECKHUX U KIIMHUYECKHUX MCCIETOBAHUN U BKIIOUEHUS UX PE3YyJbTaTOB B MOAYJIU
4 1 5 perucTpalmoOHHOTO JTOChE;

"TeCT CpaBHUTENbHON KMHETUKH pacTBOpeHus in vitro" (in vitro equivalence dissolution
test, TCKP) — ucnbplTanue, BKJIIOYamIlee B cedsi cpaBHEHHE Tpoduieid pacTBOpEHUs
MCCJIeIyEeMOT0 JIEKapCTBEHHOT O Mpenapara U peepeHTHOro JEeKapCTBEHHOI O Mpenapara, Kak
mpaBuIio, B 3 cpenax — Oydepubix pactopax ¢ pH 1,2; 4,5 u 6,8;

"(papMarieBTHUECKasT SKBUBAJICHTHOCTB", "(apmareBThueckue SKBUBAICHTHI" (
pharmaceutical equivalence) — jexapcTBeHHbIE TpeNapaThl B UICHTUYHBIX JIEKAPCTBEHHBIX
dbopmax, KOTOpble COJEp>KaT OJMHAKOBOE KOJIMYECTBO HJICHTUYHOTO JIEHCTBYIOIIETO
BelllecTBa (AaKTUBHYIO (hapMalleBTUUYECKYIO CyOCTAaHIMIO), TO €CTh OJIMHAKOBYIO COJIb WJIU



adup OMHOW U TOW XK€ AKTUBHOW YaCTH MOJIEKYJBI JIEHCTBYIOIIETO BEIIECTBA WU B
JIEKapCTBEHHBIX (hopMax ¢ MOAU(PUIIUPOBAHHBIM BBICBOOOXKICHUEM, TPEOYIOIIUM CO3/IaHUS
pe3epByapa wiv n30bITKa, WIH B TaKUX (GOpMax, Kak MPeBAPUTEIHHO 3aM0THEHHBIC MITPHUITBI
(B KOTOPBIX MOXXET BapbUPOBATh OCTATOYHBIN 00BEM), KOTOPHIC JOCTABISIOT HJACHTUYHOE
KOJIMYECTBO JICHCTBYIOLIETO BEIIECTBA B TEYEHUE HJICHTUYHOIO IEPHUOJA JTO3UPOBAHUS.
dapmaneBTHUYECKUE HKBUBAJICHTHI HEOOS3aTENbHO COJIEPkKAT OJIMHAKOBHIE HEAKTHBHBIC
uHTrpeaueHThl. OHHU  yJOBJIETBOPSIOT HACHTUYHBIM (apMakomeWHbIM WIW HHBIM
MPUMEHUMBIM CTaHJapTaM MO MOJJIMHHOCTH, TO3UPOBKE, KaUYE€CTBY M UYUCTOTE, BKIIIOYAs
AKTUBHOCTh W B MPUMEHUMBIX CJIydasX MO OJHOPOJHOCTH COJEPKUMOI0, BPEMEHHU
pacnajieHus ¥ (UJIM) CKOPOCTU PaCTBOPEHUS,

"(hapmarieBTHUECKM allbTEpPHATUBHBIE JIEKapCTBEHHbIE Mpenaparsl (pharmaceutical
alternatives)" — nmekapcTBEHHBIE TpEMapaThl, COACPKAIIUE OJUHAKOBYIO aKTUBHYIO 4aCTh
MOJIEKYJIbI IEUCTBYIOIIETO BEIIECTBA WM €r0 MPEIIIECTBEHHUK (MPEKypcop) HE0Os3aTENbHO
B OJIMHAKOBOM KOJIMUECTBE, UJIU JEKAPCTBEHHOHN (popMe, OO0 B BUIE TOM ke COIH MU TOTO
xe dpupa. Kaxnapli Takod JeKapCTBEHHBIN IMpenapar B HUHAUBUIYAIbHOM TOPSAKE
YIOBJIETBOPSET MIACHTUYHBIM JIMOO CBOUM COOCTBEHHBIM COOTBETCTBYIOIIUM
(hapMaKkomeiHpIM WM JPYTUM MPUMEHUMBIM CTaHAApTaM 1O TOJJIWHHOCTHU, JTO3HPOBKE,
Ka4eCTBY M UYMUCTOTE (BKJIIOYAs aKTUBHOCTh W B MPUMEHHMBIX CIIydasiX OJIHOPOIHOCTH
COJIEP’KUMOT0, BpeMs pacnajieHus ¥ (WJIh) CKOPOCTh PACTBOPEHUSA);

"pukcupoBannas komouHaiusa 103" (fixed-dose combination, FDC, ®K]JI) — komOuHaus
2 u OoJiee AEUCTBYIOIIUX BEIIECTB C YCTAHOBJICHHBIM COOTHOIIEHHUEM A03UpPOBOK. DKJI
UCTIONIb3YEeTCs i1 0003HAUeHUS KOHKPETHONW KOMOMHAIIMK JEMCTBYIOIIUX BEIIECTB BHE
3aBUCHUMOCTH OT COCTaBa WMJIM TOPrOBOI0 HAaWMMEHOBAHHMs JIEKApPCTBEHHOIO IIperapara.
KomOuHanusi JeldCTBYIOMMUX BEHIECTB MOXKET HCMOJIb30BaThCS KaK COBOKYITHOCTD
MOHOKOMIIOHEHTHBIX JIEKAPCTBEHHBIX MPEMapaToB, MPUMEHIEMbIX OJHOBPEMEHHO, TaK U B
BHJI€ TOTOBOTO MHOT'OKOMITOHEHTHOT'O JIEKAPCTBEHHOI'O Mpenapara.

B nensx nacrosimux IlpaBui moja 3HAYMMBIMUA TTOHMMAKOTCS BCE HCCICIOBAHUS
JEKapCTBEHHOTO IMpemapaTa, KOTOpble OKa3bIBAIOT BIHMSHUE Ha HHQOPMALHMIO O €ro
0e30MacHOCTH, KadecTBe, 3(P(HEKTUBHOCTH U 00JACTH BO3MOMXKHOTO KIMHHUYECKOTO
MIPUMEHEHUS, 3aBJICHHON B O0ILEN XapaKTEpUCTUKE JIEKAPCTBEHHOIO Mpernapara.

III. TpeboBaHAs k AU3alHY, HPOBEICHHIO H OLEHKE HCCIIEIOBAHIH
O6HOSKBHBaICHTHOCTH

12. O0beM U au3aiiH HCCIeOO0BaHUN OMODKBHBAJIECHTHOCTH HEOOXOIMMO OOOCHOBATH
(U3UKO-XUMHUCCKUMU U (apMaKOKHHETHYCCKUMHU CBOMCTBAMU JICHCTBYIOIIECTO BEIIESCTBA U
MPOTIOPIIMOHAIBHOCTBIO COCTaBa JIGKAPCTBEHHOTO Tpemaparta. B wacTHOcTH, ciemyer
YYHUTHIBATh JINHCHHOCTHh (hapMaKOKHHETHUKH, HEOOXOIUMOCTh MPOBEACHUS HUCCICIOBAHUS B



3aBUCHUMOCTH OT IpHeMa TMHUIIY, aHaJIu3a YHAHTHUOMEPOB, a TaKXe IeecO00pa3HOCTh
MIPOBE/ICHUSI UCCIICIOBAHUI JTOMOJHUTENBHBIX JO3UPOBOK (B COOTBETCTBUU C TPEOOBAHUSIMU
MoApa3aeioB 4 — 7 HACTOSIIIETO pa3/iena).

13. B monyne 2.7.1 peructpanuoHHOTO J0Che B ¢dopMare OOIIEroTeXHUYECKOTO
JIOKYMEHTa HEOOXOIMMO MPE/ICTABUTH MEPEUEHb BCEX 3HAYMMBbIX UCCIEAOBAaHUN (HE3aBUCUMO
OT HMX pe3yJbTaTOB), MPOBEJCHHBIX CJIEKAPCTBEHHBIM IIperapaToM, B TOM YHCIIEC
HCCIIeIOBaHUSI OMOPKBUBAJICHTHOCTH C IIEbI0 CPaBHEHUS 3asBISEMOTO K PETHUCTpallUU
JIEKapCTBEHHOIO TIpernapara (TO €CTh UMEIOIIEro TOT e COCTaB U MPOIIECC MPOU3BOJICTBA) C
pedepeHTHBIM JIEKapCTBEHHBIM IpernapaToM (B COOTBETCTBUM C TPEOOBAHUSIMU MOApa3eia 2
HACTOSIIEr0 pas3jena).

B oTHoOIIeHNM BCcex MPOBEACHHBIX UCCIIEI0BAaHUN B COCTaBE MOAYJIA 5 PErUCTPAIMOHHOTO
J0Ch€ HEOOXOAMMO TMPEACTABUTHh TMOJHBIE OTYETHI, 3a HWCKIIOYECHUEM MHUIOTHBIX
UCCIICAOBAHUM, MIJISI KOTOPBIX, €CIM OHW MPOBOJAMIMCH, JTOCTATOYHO MPUBECTU KPaTKHE
CHUHOIICUCHI, KOTOPbIE O(POPMIISIIOTCS. B COOTBETCTBUU C IpuiaokeHneMm Ne 2 K mpaBuiiam
HaJIJIeXkKaIen kKmHu4deckoi mpaktuku Coroza, yTBepskiaembiM Komuccuei. [1osHbIi oTUeT O
MUAJIOTHBIX MCCIIEIOBAHUSAX, B JAHHOM CJIydae, HEOOXOJUMO MPEJACTaBUTh MO TPEOOBAHUIO
YIIOJTHOMOYEHHBIX OpPraHOB rocyapcTB — wieHOB Coro3a (majiee — rocyiapcrBa-uieHsl). B
MOJyJb 2.7 HEOOXOIMMO TaKXe€ BKJIIOYUTh CHUHOIICUCHI OTYETOB OO0 HCCIEIOBAHUSIX
OMOAKBUBAJICHTHOCTH W CPABHUTEIBLHONW OWOJOCTYIMHOCTH, MPOBEICHHBIX Ha CTaIuu
pa3pabOTKH JIEKAPCTBEHHOIO Mpenapara.

1. Mu3ain uccnenoBaHmus

14. Mu3zaitH uccieaoBaHus HEOOXOJAUMO COCTaBUTh TaKUM 00pa3oM, YTOOBI BIUSHHE
JIEKApCTBEHHOTO Tpernapara Ha ero (papMakOKMHETHYECKUE MapamMeTpbl MOXKHO OBbLIO
OTJIMYUTH OT BIUSHUA IPYTUX (PaKTOPOB.

15. CrangapTHBIN AU3aliH MPEANOJIAraeT CIeayoLee.

IIpu cpaBHeHUM 2 JIEKApCTBEHHBIX MPENApaTOB PEKOMEHAYETCS MPOBOJAUTH
PaHJIOMHU3UPOBAHHOE, JBYXNEPUOAHOE, IMEPEKPECTHOE B 2 MOCIEI0BATEIBHOCTSX
HCCIICIOBAaHUE C TPUEMOM OJHOKpPATHOW 103bl. [lepmoanl JODKHBI OBITH pa3aeieHbI
OTMBIBOYHBIM TEPUOJIOM, JOCTATOUHBIM [JIi CHI)KEHHUS KOHIIEHTpAalUU JeWCTBYIOLIETO
BEILIECTBA HUKE MOPOra OMOAHAIIUTHYECKOTO OIpPEAEIEHUsl ¥y BCeX CyOBEKTOB B Haydale
BTOpOro mnepuoga uccieaoBanuss. OOBIYHO [JIs 3TOTO JOCTAaTOYHO 5 MEPUOAOB IO
JTyBBIBEICHUSI.

16. AnpTepHaTUBHBIN AU3alH MPEIIONAraeT CIeIyIOIIee.
B HEekoTOpbIX cilyuasx, MpU yCIOBUU TOTO, YTO JU3aHH UCCIEOBAHUS U CTATUCTUYECKUI
aHaJIN3 HAyYHO OOOCHOBAaHBI, MOKHO pPacCMaTpPUBATh allbTEPHATHBHBIC OOIIECTIPU3HAHHBIC



JM3alHBI: NApaUICNIbHbIHN - JUIS BEIIECTB C JUIMTCIbHBIM t, 5 MOBTOPHBIN (PETIMKATUBHBIMN,

replicate design) - ais BemeCTB C BBICOKO BapuaOeNbHBIMU (DapMaKOKHHETHUUYECCKUMH
napameTpaMu (B COOTBETCTBUU C TpeOoBaHUsAMU Mojapasnaena 11 Hacrosiero pasuena).

17. Ecnn BciienCcTBUE HENMEPEHOCUMOCTH NPUEM OJAHOKPATHOM JO3BI 3J0POBBIMH
J100pOBOJIbIIAMH HEIOIMYCTUM, a MCCIIeIOBAHNE OJHOKPATHON J03bl Y TAIMEHTOB MPOBECTH
HEBO3MOXXHO, JIONYCKAETCS MPOBEACHUE HCCIEAOBAHUS Yy MAalMEHTOB C MHOTOKPAaTHBIM
IIPUEMOM JIEKAPCTBEHHOI'O IIpenapara.

B peakux ciydasx, Korja HeIOCTaTOYHAsE YyBCTBUTEIbHOCTh aHATUTHYECKOTO METO/1a
MPEMSTCTBYET TOYHOMY OMNPEECICHUIO KOHIEHTPAUU B OMOJIOTUYECKOM KHUAKOCTU TMOCHe
npueMa OJHOKPAaTHOW J03bl, a pPaBHOBECHAs KOHIIEHTpalus JOCTATOYHO BbICOKA JJIs
MOJIy4YEHHS] TOYHBIX 3HAYEHUH, B Ka4eCTBE AJIbTEPHATHUBBI HCCIIEIOBAHUIO C MPUEMOM
OJHOKPATHOW J03bl AOMYCTUMO NPOBEICHHUE HCCIEAOBAHUS C MHOTOKPATHBIM MPUEMOM
JeKapcTBEHHOro mnpenapara. OJHAKO, MpUHUMAas BO BHHUMAaHUE, YTO HUCCIEJOBAaHHS C

MHOT'OKPATHBIM IIPUCMOM MCHCC UYBCTBUTCIIbHBI HJISA OIIPCACIICHUA paSJII/I‘-II/Iﬁ B Cmax, Hux

MPOBEJCHUE JOMYCTUMO TOJIBKO B TOM CJIy4Yae, €CJIM 3asBUTEIb CMOXKET OJHO3HAYHO
JI0Ka3aTh, YTO YyBCTBUTEIHHOCTh AHAIMTUYECKOTO METO/a HE MOXKET OBITh YJIyUIlIeHa U YTO
1oclie TpueMa OJIHOKPAaTHOM [103bl JIEKAPCTBEHHOI'O IIpemnapata TOYHO HW3MEPUTH
KOHLIEHTPALIUIO HUCXOJAHOTO COEAMHEHUS HEBO3MOXKHO, YUYUTHIBAs, YTO B HCCIEIOBAHUSAX
OMO’KBUBAJICHTHOCTH JOMYCTUMO, TIPEJICTaBUB COOTBETCTBYIONIME OOOCHOBAHWS,
UCIIOJI30BATh JI03bl, MPEBBIIAIOIINE TEPANIEBTUYECKHE (B COOTBETCTBUU C TpPeOOBAHUIMU
nojapaszena 7 Hacrosuero paszgena). [lpoBenenue ncciaeaoBanusi ¢ MHOTOKPATHBIM IPUEMOM
JEKAapCTBEHHOIO Ipernapara BMECTO OJHOKPAaTHOTO B CHIY HEJOCTAaTOYHOU
YyBCTBUTEJIILHOCTH aHATUTUYECKOTO METO/Ia IOMYCTUMO TOJIBKO B UCKIFOUUTEIIBHBIX CIydasix

B HCCICOOBAHUAX paBHOBeCHOfI KOHIOCHTpAIIUH OTMBIBOYHBIN mepuona Imocjc mnmpuema
MpCAbIAYHICTO JICKAPCTBCHHOI'O IIPCIiapaTa MOXKET IICPCKPbIBATh HAPACTAHHUC KOHICHTPAIIUN
BO BTOpPOM IICPHUOIC (HpI/I YCIOBHH, YTO IIPOIJOJLKUTCIBHOCTE TAKOT'O HApACTAHUA JOCTATOYHO

JUTUTEILHAS U COCTABIISIET HE MEHEE 5 KOHEUHBIX t /2).

2. PedepeHTHEII TeKapCTBeHHEIH MTPETapaT H HCCIEAYEMEIi JIeKapCTBEHHEIH Tpenapar
PedepeHTHEI JIekapCTBEHHEIH Ipenapar

18. IIpu BbIOOpE pedepeHTHOro JIEKapCTBEHHOTO MpernapaTa UCXOAIT U3 CleAayroniei
[I0CJIEIOBATEIbHOCTH:

a) OPUTMHAJIBbHBIN JIEKAPCTBEHHBIN IIpenapat, 6€301acHOCTh, 3(PPEKTUBHOCTD U KAUYECTBO
KOTOpPOro ObLIM YCTaHOBJIEHBI IpU peructpanuu B Coro3e, a TaKKe 3aperuCTPUPOBAHHBIN B
COOTBETCTBUU C 3aKOHOAATEIBCTBOM T'OCYIapCTB-uIeHOB (''3apeructpupoBaHHbiii B Corose
OpUTMHANbHBIN MTpenapar");



0) OpUTHHAIBHBIN JICKAPCTBEHHBIN MIpenapar, 3aperucTpUPOBaHHBIN B CTpaHaX PEruoHa
Mex1yHapoJHOTO COBETa MO rapMOHU3AIMKN TEXHUYECKUX TPEOOBAHUM K JICKApCTBEHHBIM
npenaparam it MmeauimHckoro npumenenus (ICH), mu6o mpu 060CHOBaHUH €r0 OTCYTCTBHUS
B oOpaieHnu Ha ¢hapMalieBTUUECKOM pbIHKE cTpaH pervoHa ICH uiaum HEeBO3MOXKHOCTH €ro
npuoOpeTeHns BOCIHPOU3BENCHHBIA (MM THOPUIHBIN) JIEKAPCTBEHHBIM IMpemnapar,
3apETUCTPUPOBAHHBIM KAK MUHMUMYM B OJHOM U3 TrOCYJapCTB-UJIEHOB M MOATBEPIAUBIIHI
CBOIO OMO3’KBHBAJIEHTHOCTh OPUTMHAIBHOMY JIEKAPCTBEHHOMY Ipenapary (Ipu 0J100peHHH
BBIOOpA BOCIIPOM3BEICHHOTO Tpernapara DKCIEPTHHIM KOMHUTETOM), MPU HEBO3MOXKHOCTHU
BBINOJIHEHUA MOAMYHKTA "a" HACTOSIEro MyHKTAa;

B) JICKApCTBEHHBIE MpENapaThl, YTBEPKICHHbIE DKCHEPTHBIM KOMHUTETOM (CHUCOK
penieHui pasmenieH Ha opunuanibHoM caite Coro3a), MpU HEBO3MOKHOCTH BBITTOJIHEHUS
noAmyHKTOB "a" 1 "0" HACTOSIIIETO MyHKTA,

I') JIEKApCTBEHHBIA MpemnapaT, UMEIOIIUM OMbIT MPUMEHEHUSI Ha TEPPUTOPUU Kak
MHUHUMYM OJITHOTO M3 rocyAapcTB-ujieHOB He MeHee 20 sieT (mpu 000peHruHn DKCIEPTHHIM
KOMHUTETOM ), IPU HEBO3MOXKHOCTH BBITIOJTHEHUS TOAMYHKTOB "a" — "B" HaCTOSIETr0 MyHKTA;

1) KOMOMHUPOBAHHBIA JIEKAPCTBEHHBIM IpenapaT, pacCCMOTPEHHBIM U 0J00pEHHbIN
OKCHEepPTHBIM KOMHUTETOM TPH HEBO3MOXHOCTH BBINOJHEHHUS MNOANyHKTOB "a" — "0O"
HACTOSIETO MyHKTA.

DKCIEepPTHBIM KOMHUTETOM BBIOOp B KadecTBEe pedepeHTHOTO KOMOWHHPOBAHHOTO
JIEKapCTBEHHOTO Ipemnapara, COAEPKAIIEro HU3BECTHBIE JIEMCTBYIOIIME BEIIECTBA U
3apEeTUCTPUPOBAHHOTO KAaK MUHMUMYM B OJIHOM M3 TOCYyAapCTB-YICHOB, MPU OTrpaHUYECHHOU
IpOrpaMMe €ro U3y4eHHUsl, He MO3BOJISIONIEH MTPU3HATh OPUTUHAIBHOCTH, MOXET OBIThH CHEJIaH
C Y4E€TOM OIICHKH JUIUTEIIbHOCTH MEIUIIMHCKOTO MPUMEHEHHUS TpenapaTa 1 000CHOBAaHHOCTHU
co3faHus (PMKCUPOBAHHON KOMOWHAIIMU, TTPH HEBO3MOKHOCTH BBHITIOJTHEHHS TIOJIITYHKTOB "a"
— """ HaCTOSAILEro MyHKTA.

[Ipu HEBO3MOKHOCTHU MPU3HATH JIEKAPCTBEHHBIN TIpenapar peepeHTHHIM 10 MPUINHE
HEpaIMOHATLHOCTH KOMOWHAIIMM, HeI0Ka3aHHOW A(PGEeKTUBHOCTH W OE30MACHOCTU IS
pa3pabOTKH HOBOT'O JIEKAPCTBEHHOI'O IperapaTa MNpeajaracTcss MPOBEJAEHHE MPOrPaMMbl
JOKJIMHUYECKUX U KIMHUYECKHX HCCIEIOBAHUM, COOTBETCTBYIOUIEH pa3pabOTKe HOBBIX
KOMOMHAIM, B COOTBETCTBUH C akTaMu opraHoB Coro3a B cepe o0palieHns JeKapCTBEHHbIX
CPEACTB.

Cuocka. ITynkr 18 - B penakuuu pemenust Copeta EBpa3zniickoil 3KOHOMHYECKOM
komuccuu ot 12.04.2024 Ne 30 (BcTymnaer B cuity 1o ucrteueHun 30 KajneHJapHbIX THEH ¢
JaThl €r0 0UIIUATIBHOTO OIMyOIMKOBAHUS).

19. Ilpu uccnemoBaHUM BOCIPOU3BEAECHHOTO (THOPUAHOTO)IEKAPCTBEHHOIO Mpenapara
UM BHECEHHM W3MEHEHUW W JIONOJHEHUN B PETUCTPALUMOHHOE JI0CHhE JIEKAPCTBEHHOTO

mpernapara B 4acTH JCUCTBYIOIIUX BEIIECTB, JO3UPOBKH, JEKAPCTBEHHON (OPMBI U MyTH



BBEJICHUSI HCCIEAYEMBbIN JIEKAPCTBEHHBIM IIpernapaT CPaBHUBAKT C COOTBETCTBYIOLIEU
JeKapCTBEHHON (pOpMOi U TO3UPOBKOM peepeHTHOro JEKapCTBEHHOTO Mpenaparta (eciau He
MIPUMEHUMBI TTOJI0KEHUS a03a11a BTOPOTO HACTOSAIIETO MyHKTA).

Ecnu opuruHambHBIN JIGKAPCTBEHHBIN MperapaT Ha PhIHKE MPEICTABICH B HECKOJIBKUX
JeKapCTBEHHBIX (opMax, B KauecTBe pe(EepeHTHOro JEKApCTBEHHOTO Mpemnapara
PEKOMEH/IyeTCsl HCTIOIB30BATh Ty U3 HUX, B BUJIE KOTOPOIl OH OBLI BIIEPBBIE 3apETUCTPUPOBAH
U KOTOpas HMCIOJIb30Baldach B KIMHHUYECKUX HCCIEIOBAHUSX [JIS MOATBEPXKICHUS €T0
3 PEKTUBHOCTH U OE30TTACHOCTH.

20. 3asBuTenb 00s13aH 000CHOBATH BHIOOP pedepeHTHOIO JIEKAaPCTBEHHOTO Ipernapara JJist
MCCJIeI0BaHMs OMOIKBUBAJICHTHOCTH C YUYETOM PE3YJIbTATOB KOJIMYECTBEHHOTO OMPEIeTICHNUs
coJiep KaHus ACMCTBYIOIIETO BEUIECTBA U JaHHBIX O €r0 pacTBOpeHuu. B cepuu, noexanen
HCIIOJIb30BAHUIO B KaYECTBE HCCIIEAYyEMOTO JIEKAPCTBEHHOTO Tpernapara, KOJTUIECTBEHHOE
cozepxanue (yCTaHOBJIEHHOE C MOMOIIBI0 aHAIMUTHYECKOW METOIUKH, MPEATI0KEHHON s
CTAHJAPTHBIX HCHBITAHUN KayecTBa HCCIEAYEeMOTO TpemnapaTra, BKIIOYEHHOHW B
cnenuduKanuo (HOpMaTUBHBIN JOKYMEHT MO KOHTPOJIO Ka4eCTBa)) HE JOJIKHO OTIUYATHCS
0oJiee yeM Ha 5 MPOUEHTOB OT CepUM Pe(EepeHTHOro JEKAPCTBEHHOIo mpenapara (Ipu
OTCYTCTBHUH JOJDKHBIX 000CcHOBaHMi). 3asBurenb ¢ nomoiisio TCKP u konmuuecTBeHHOTO
onpeereHusl TeUCTBYIONIETr0 BEIleCTBa AOKEH 000CHOBATHh BHIOOP cepuu pedhepeHTHOTO
JEKapCTBEHHOTO Tpemapara, TIUIAaHUPYeMOW K HM3YUYEHUIO B  HCCIEIOBAHUH
O6unoskBuBasieHTHOCTHU. [Ipu BbIOOpE cepuu pedepeHTHOro JeKapCTBEHHOro mpenapara ajs
HCClIeNoBaHUsI OMODKBUBAICHTHOCTH PEKOMEHIYETCS H3YYUTh HECKOJIBKO Cepuit
pedepeHTHOro JIEKapCTBEHHOTO Mpernapara.

Hccrexyemslii 1eKapCTBeHHBIN ITpenapar

21. HccnenyemMblii JIEKApCTBEHHBIA Mpenapar, MOAJIEKAIIUl UCIOJIb30BAHUIO B
UCCJEeI0BAHNH OMOAKBUBAJIEHTHOCTHU, HE JOJKEH OTIMYATHCS OT JIEKAPCTBEHHOIO Mpernapara
(Mo cocTaBy, TEXHOJIOTHMH MPOU3BOJICTBA, MTPOU3BOJCTBEHHOMY O0OpPYJOBaHUIO), KOTOPHIi
noctynuT Ha dapmaneBTuueckuii prlHOK Coro3a, 4TO JOJDKHO OBITh PAacCMOTPEHO U
00OCHOBAHO 3asIBUTEIIEM.

22. Jlng TBepAbIX JEKApCTBEHHBIX (OPM Uil IpUeMa BHYTPb CUCTEMHOTO JIEHCTBUS
NEUCTBYIOT clienyronue npaBwia (MOJdHbIE TpeOOBaHMS K BajluJalMu Ipolecca
IPOU3BOJICTBA COJIEPHKATCA B IIPaBUJIaX HAJIEKAIIEH MPOU3BOACTBEHHON npakTuku Coro3a u
ApYruX aKkTax, BXxoadmux B npaBo Coro3a, B cepe oOpalleHust JeKapCTBEHHBIX CPEJCTB):

a) B OTCYTCTBHE JOJDKHBIX OOOCHOBAaHMI HMCCIEIYyeMbli JIEKApCTBEHHBINA Mpemnapar
JOJIKEH ObITh OTOOpaH U3 CEpUH, COCTABIAIONIEH, 10 MeHbIIel Mepe, 1/10 npoMblieHHON
cepuu, wi 100 000 exuHUIl TeKapCTBEHHBIX (OpPM, B 3aBHCUMOCTH OT TOTO, KaKOW W3
00BHEMOB 0OJIBIIIE;



0) MpOM3BOJCTBO HUCIOJIB30BAHHBIX CEPUM JIEKAPCTBEHHOTO Ipemnapara JIOJIKHO
o0OecrneurBaTh BBICOKYIO CTENEHb YBEPEHHOCTHM B TOM, YTO JIEKAPCTBEHHBIN Mpernapar u
MPOLIECC €T0 MPOU3BOJICTBA OYAYT BOCIIPOU3BEICHBI B IPOMBILUIEHHOM MaciuTade.

O0bem cepuu, peHA3HAYECHHOM AJI MOATBEPKAeHUs] OMOrKBUBajIeHTHOCTH, MeHee 100
000 enuHMI] BO3MOXEH NIpPHU YCIOBHUH, YTO 3TO IMpeajaraemMblii 00bEeM CEpPUHHOIO
OPOU3BOJICTBA, U TMOCHEAYIONIEe MaclITaOMpOBaHUE MPOU3BOJACTBEHHBIX CEpUIl HE
IIPEANOIIAraeTCs;

B) OINKMCAaHUE CBOMCTB U COCTaBJICHUE ClIeNU(UKALNY HA TAKUE KPUTHUECKHE TTOKa3aTeIu
KauecTBa JIEKapCTBEHHOI'O IIpernapara, Kak paCTBOPEHHUE, CIENYET OCYLIECTBIATh, UCIIOJIb3YS
HCCIIEOBAHHYIO CEPHUIO, T.€. CEpPUI0, M3YYCHHYIO B KJIMHMYECKUX HCCIECIOBAaHUAX, B
OTHOUIEHUHU KOTOPOU MOATBEPKI€Ha OMO3KBUBAIEHTHOCTH;

') 00pas3ibl JEKAPCTBEHHOI'O MTpenapara U3 JOMOJIHUTEIbHBIX ONBITHO-IIPOMBIIUIEHHBIX U
(WJ11) TPOMBIIIUIEHHBIX CEPUid, TPEAOCTABIIEHHBIE HA PETUCTPAIINIO, HEOOXOAUMO CPAaBHUTH C
oOpa3laMu U3 CEpHUH, UCTIOIb30BAHHOM B UCCIIEA0BAHUM OMOAKBUBATIEHTHOCTU; OHU JOJKHBI
UMETh COINOCTaBUMbIE TPOPMIN pacTBOpeHus in vitro B moaxonsmux ycioBusix TCKP (
COrjacHo NmpuiaoxkeHuto Ne 5).

23. B oTHOUIEHUH Ka)XJ0W U3 MEPBBIX TPEX MPOMBIIIJIEHHBIX CEPHil /10 BBITyCKA UX Ha
peiHOK Coro3a HeoOxoauMo npoBecTu TCKP ¢ cepueit, HCMONb30BaHHOW B MCCIIEIOBAaHUU
OMOPKBHUBAJICHTHOCTH. B ciydae ncTteyeHus ee cpoka rOJHOCTH B KauecTBe pedepeHTHOU
MOXXET OBITh MCIOJIb30BaHA MpEbIAyIIas TPOMBILIUIEHHAs cepusi, TPOoPuib pacTBOPEHUS
KOTOpPO OBIT CONMOCTAaBMM C Tpo¢uiIeM paCTBOPEHHS CEpPUHU, HCIOJIb30BAHHOW B
UCCJIEIOBAHUN OMOIKBUBAJIEHTHOCTH.

3asBUTENb NOJDKEH NPEACTaBUTH pe3ysibTaThl T CKP nepBbIX TpexX MPOMBIIIIEHHBIX CEPUI
0 3alpocy YHOJHOMOYEHHOI'O opraHa rocyjapcra-wieHa. [lpu HecoBnageHnun npoduiei
pacTBOpPEHUsl 3asBUTENIb JOJDKEH mpenactaButh pesyibTatel TCKP mo coGcrBenHOM
WHHIMATHBE 0€3 3ampoca YIOJHOMOYEHHOrO OpraHa M YyKa3aTb KOHKPETHBIE MEpBHI,
MPEANPUHATHIE JJISI IPEOIOJIEHUS BOSHUKILIEH CUTYAINH.

JUis mpovnX JIeKapCTBEHHBIX ()OPM C HEMEJJICHHBIM BBICBOOOKIEHHEM CHCTEMHOIO
NeUCTBUS, HEOOXOAMMO TMPEICTABUTh AHAJIOIMYHOE TIOJTBEPKIECHUE SKBUBAICHTHOCTH
Ka4eCcTBa IIPOMBIIIJICHHBIX CEPUM IO OTHOLIEHUIO K MCCIEIOBAHHON CEPUN.

VakoBKka CpaBHHBAaEMBIX JIEKAPCTBEHHBIX IIPEMapaToB

24. UccnengyemMblil J€KapCTBEHHBIN NTpenapar U peepeHTHBIN JIeKapCTBEHHBIN Mpenapat
HEO0OXOIMMO yIaKoBaTh MHJIWBUYaAJIbHO JUIS KaXJI0TO CyObEeKTa U MepHoja UCCIeA0BaHUs
Iepe uX OTIPABKOM B UCCIIEIOBATEIBCKUN LIEHTP WM B CAMOM MCCIEA0BATENBCKOM LIEHTPE.
VYnakoBKy (BKJIrO4Yass MapKHpPOBKY) CJIE€AYET OCYLIECTBIATH B COOTBETCTBHUH C MPaBUIAMHU
HaJyIeKalle Npon3BOACTBEHHON npakTuku Coro3a, yrBepxkaacMbiMu Komuccuen.

25. Heobxoammo mpeaycMoTpeTh BO3MOKHOCTh TOYHOTO YCTAHOBJICHUS TOIJTUHHOCTH
JIEKapCTBEHHBIX IPENapaToB, MPUMEHSAEMbIX KaXJbIM CYOBEKTOM B KaXXJIOM IEpUOE



uccienoBanus. B CBs3uM ¢ 3TUM HEOOXOAMMO TOAPOOHO JOKYMEHTHUPOBATH YIAKOBKY,
MapKUPOBKY M BBEJICHHUE JICKAPCTBEHHBIX MpENnapaToB CyObekTaM. Takas JOKyMEHTaIlus
JOJKHA COJAEpKaTh ONMKMCAHHUE BCEX MEP, NPUHATHIX JJIs HEAOMYIIEHUS U OOHapyKEeHUs
omuOOK 103UpoBaHusl. PeKOMEHTyeTCsl UCIOIB30BaTh STUKETKU C OTPHIBHBIM KOPEIITKOM.

3. CyOBexTsI HccneI0BaHAg
KonmgecTBo CyOBeKkTOB

26. KonuuecTBO CyOBEKTOB, BKIIOUEHHBIX B HCCIEIOBaHHWE OMO’KBUBAJICHTHOCTH,
JIOJI’KHO OCHOBBIBATHCS HA JIOJDKHOM pacdeTe pa3mepa BhIOOpKHU. KoandecTBO BKITIOUEHHBIX B
aHaju3 CyOBEKTOB MCCIIeI0BaHUsI OMOAKBUBAIEHTHOCTH JIOJKHO OBITH HE MeHee 12.

Bri6op cy6BekToB

27. I'pynna cyObEKTOB JIJIs MMPOBEICHUS UCCIICIOBaHUSI OMOAKBUBAJICHTHOCTH JOJDKHA
OBITH MOJ00paHa TaKUM 00pPa30M, YTOOBI MOKHO OBLITIO OOHAPYKUTH KIMHUYECKH 3HAYNMBIE
pa3uyus MEXIYy JEeKapCTBEHHBIMH IpernapaTaMu, OOYCIOBJICHHBIE Pa3IUUUSIMU B HX
npou3BoACTBE W (wiK) KadecTBe. C I1eIbI0 CHUXKEHUS BapuaOENIbHOCTU PE3yJIbTaTOB, HE
O0OyCIIOBJICHHON pPa3IMUUsIMU MEXK]y JIEKapCTBEHHBIMHU IIperapatamMu, HCCIEIOBAHUS
HEO0O0XO0JIUMO MPOBOAUTH CPEAU 30POBBIX TOOPOBOJIBIIEB, 32 UCKIIOUYEHUEM CIIy4aeB, KOraa
JIEKapCTBEHHbIEC MpenapaTbl HECYT OYEBHAHYIO Yrpo3y HUX 3I0pPOBbIO, U JEIAIOT TaKue
HCCIIeIOBaHUS HEATUYHBIMU. B OOJBIIMHCTBE ClIydaeB MPOBEICHUE HCCIEIOBAHUS CPEeau
3I0POBBIX JTOOPOBOJBIIECB N VIVO JJIsi YCTAHOBJIEHUS PA3IHMUYUA MEXIAY CPaBHUBACMBIMHU
JIEKapCTBEHHBIMHU TIpenapaTaMy CUUTACTCS MPUEMJIEMBbIM M IMO3BOJISET IKCTPANOJIHPOBAThH
pe3yJIbTaThl UCCIAEAOBAHUS HA JIWII, N1 KOTOPBIX OJ00PEHO MpUMEHEHHE pedepeHTHOrO
JIEKapCTBEHHOTO MpemnapaTa (Juila MOKUIOr0 BO3pacTa, JeTH, MAIMeHThl C MOYSYHON WIH
MEYEHOYHOW HEJO0CTATOYHOCTHIO U T.11.).

28. B mpoTtokose uccienoBanusi HEOOX0IUMO YETKO MPOMKUCATh KPUTEPUH BKIIOUCHHS U
He BKJIOYeHHs. Bo3pacT cyObeKTOB 10KEeH ObITh HE MeHee 18 JIeT ¢ MHIEKCOM MacChl Tena,

10 BO3MOKHOCTH, 18,5 — 30 KI/M2.

29. CooTBeTcTBHE CYOBEKTOB YCIOBHUSAM OTOOpa HEOOXOIMMO TOATBEPIHUTH
71a00paTOPHBIMU HCCIIEOBAaHUSAMHU, aHAMHE30M U MEJIMIIMHCKUM OCMOTpOM. B 3aBHCcHMOCTH
oT (papMaKOTEPANEBTUUECCKON TPYNIBI U MPOhUs 0€30MaCHOCTH JICKAPCTBEHHOTO MIpemnapara
70, BO BpeMs W 10 OKOHYAHWU HCCIIEJIOBAHHUS HEOOXOIUMO MPOBECTHU CIEIUATbHBIC
WCCJICIOBAHNS U TIPUHSITH COOTBETCTBYIONINE MEPHI MPEA0CTOPOKHOCTH. [Ton cyObekTOB He
MMEeT 3HAYCHUs, OJTHAKO HEOOXOAMMO YUUTHIBATh PUCK IS KEHIIUH JETOPOTHOTO BO3pacTa.
CyOBeKTHI, IO BO3MOXHOCTH, JIOJDKHBI OBITh HEKYPSIIUMU; aJIKOTOJIM3M W HapKOMaHUS (B
TOM YHCJIE B aHAMHE3€) SIBIISIOTCS KPUTEPUAMH Il UX HE BKIIOUCHHUsS B HcCcienoBanue. B



HEKOTOPBIX CIIy4asX U3 COOOpaKeHHMI 0€30MacHOCTU WM B CHIY (PapMaKOKMHETHYECKUX
0COOEHHOCTEN HEOOXOAMMO MPETyCMOTPETh (PEHOTUNHPOBAHUE U (UJIM) T€HOTUITMPOBAHUE
CyOBEKTOB.

30. Ilpu napannenbHOM JU3aiiHe UCCeOBaHUs CPABHUBAEMbIE TPYIIIBI JOJIKHBI OBITH
CONIOCTABUMBI MO BCEM 3HAYUMBIM I[EPEMEHHBIM, KOTOPBIE MOTYT MOBJHUATH Ha
(apMaKOKMHETUKY JEHCTBYIOLIEro BelllecTBa (BKJIIOYas BO3pacT, Maccy Tena, Mod,
ATHUYECKYIO IPUHAJIEKHOCTh, KypPEHHE, IPUHAIIC)KHOCTD K "OBICTPHIM" WU ""MEIJIEHHBIM"
Merabonu3atopam). OTO Ba)XXHOE MPEIBAPUTENIBHOE YCJIOBUE I IOJATBEPKIACHUS
JOCTOBEPHOCTH PE3YJIbTAaTOB TAKUX MCCIICTOBAHUM.

31. Ecnu uccnenyemoe AEHCTBYIONIEE BEMIECTBO BbI3bIBAECT HEKENATEIbHBIE PEAKIIUU U (
win) Gapmakosiornueckue 3QQGeKTol, IpeICTABIAIONINE HETPUEMIIEMbIE PUCKH JIJIST 3I0POBBIX
NOOpOBOJIBIIEB, MPH YCIOBUM MPUHATHA HEOOXOAWMBIX MEp MNPEIOCTOPOKHOCTH H
YCTaHOBJICHHUS

COOTBETCTBYIOILETO HAOIIOIEHNUS, JOIIYCKAETCS BKIIOUEHUE B UCCIIET0OBAHNE MTAlIUEHTOB.

4. IIpoBeaeHUE UCCICAOBAHUA
ObecnedeHre CTAHOAPTHOCTH YCIJIOBHI IIPOBEXCHHA UCCIISIOBaHHS

32. B nensax cBeneHus K MUHUMYyMY BapraOeIbHOCTH BCEX BOBJICUYEHHBIX (DaKTOpOB, 3a
UCKIIIOYeHUuEeM (akTopoB, OOYCIOBIEHHBIX CBOMCTBAMHM CpPABHUBAEMBIX JIEKAPCTBEHHBIX
IpenapaToB, YCJIOBUS MMPOBEICHUS UCCIEIOBAaHUS HEOOXOJUMO CTaHJapTU3UPOBATh, B CBA3H
C YeM CTaHJapTHU3alMU MOAJIekKAT PAllUOH, MPUEM KUJKOCTH U PU3NUECKHE HATPY3KH.

33. BpeMms mpuemMa JieKapCTBEHHOIr0 Ipernapara He0OX0JMMO YCTaHOBUTH 3apaHee. B
OTCYTCTBHUE 0OOCHOBAHUI CYOBEKTHI HE TOJDKHBI MPUHUMATD MMUIIY KaK MUHUMYM 3a 8 4ac 710
npueMa JIeKapCTBEHHOro mnpenapata. Eciu Takue cBeneHHs B OOIIEH XapaKTEPUCTUKE
JIEKapCTBEHHOIO Ipemnapara pe(epeHTHOro JEKapCTBEHHOIO Ipenapara OTCYTCTBYIOT,
pPEKOMEHAyeTCsl, UTOObl CYOBEKTHl MCCIENOBAHUS Hadald npueM nuinu 3a 30 MUHYT 10
[IpyueMa JIEKApCTBEHHOTO IpenapaTa U 3aBepliiid ero B tedeHne 30 MmuHyT. B Teuenue 1
yaca JI0 U 2 4acoB IOCJIE ATOTO MPUEM KUIKOCTH 3aMPEIICH, B OCTAIbHOM YCTaHABINBAECTCS
CBOOOJIHBIN MUTHEBOM pexuM. Ilocne mpuema JeKkapcTBEHHOrO IpenapaTta MpUeM IHILA
OTpaHMYMBAIOT Ha 4 yaca. PallMoH U Bpems Mpruema MUY MOCIEe MpUeMa JICKAPCTBEHHOTO
npenapara HeOOXOAUMO CTaHJAPTU3UPOBATH B TEUEHHUE JAOCTATOYHOrO MEPUOAA BPEMEHH (
Harpumep, 12 yacos).

Ecnn nccnenoBanue OOMKHO TPOBOJIMUTHCS MOCHE €Ibl, MPUEM JEKAPCTBEHHOTO
mpenapata M IHUIIA OCYLIECTBIISIIOT B COOTBETCTBUM C OOIIEH XapaKTEePUCTUKOM
JIEKapCTBEHHOTO Mpenapara UCIOoIb3yeMOro pedepeHTHOro JEKapCTBEHHOrO Ipernapara.
Ecnu takue cBeaeHus B oOmieit

XapaKTePUCTUKE JIEKAPCTBEHHOTO Ipenapara peepeHTHOro JIeKapCTBEHHOTO MpernapaTa
OTCYTCTBYIOT, TO CYOBEKThI IOJKHBI HA4aTh MpueM nuiny 3a 30 MUHYT 70 IpueMa npenapara
(TIpOAOIKUTENBHOCTD TIpremMa nuiu — 30 MUHYT).



Cnocka. ITynkr 33 ¢ usmMeHeHuem, BHeCEHHBIM perieHreM Copeta EBpazuiickoit
sKOHOMHUYECcKO komuccuu oT 15.02.2023 Ne 22 (Bctynaet B cuity o ucreuenuu 180
KaJICHIAPHBIX JHEH ¢ JaThl ero opUIMaIbHOTO OMyOJIUKOBAHUA).

34. TTockoJbKy OMOIOCTYITHOCTh aKTUBHOM YacCTH MOJIEKYJIbI IEUCTBYIOIIETO BEIlleCTBa
JEKapCTBEHHOW (OPMBI MOXKET 3aBUCETh OT JIMTEIbHOCTH MPOXOXKACHUS dYepes
KEITYJIOYHO-KUIIIEYHBIM TPakT M HMHTEHCUBHOCTU PETHOHAPHOTO KPOBOTOKA, TpeOyeTcs
CTaHAApTU3ALMS TOJI0KEHHS TeJla U (PU3HYECKOW aKTUBHOCTH CYyOBEKTa.

35. B TeueHue onpeaeneHHoro nepruojaa 10 ¥ BO BpeMsi UCCIIEIOBAHUS CYOBEKTHI IOJKHBI
BO3JIEP’KUBATHCS OT MPUEMA MHUILM U HAIUTKOB, KOTOPbIE MOTYT IMOBIHUATh Ha (PYHKUHUIO
CEepACYHO-COCYIUCTOM, MUILEBAPUTEIbHON CUCTEMbI, NE€YEHU U (WJIM) MOYEK (HAmpumep,
AJIKOTOJIbHbIE HATUTKHU WJIM HEKOTOpbIE COKH, Hampumep rperndpyroBeiii). CyObekTaM He
cleAyeT MPUHHUMATh KaKue-Tu0O0 COMYTCTBYIOUIME JIEKAPCTBEHHBIE MpenapaThl (BKIHOYas
JIEKapCTBEHHBIE MTPenapaThl PACTUTEIBHOTO MPOUCXOKACHHS) B TEUEHUE COOTBETCTBYIOIIETO
nepuojia 10 M BO BpeMms HcciegoBaHus. [Ipu 3TOM NpUMEHEHHWE KOHTPAIENTHBOB
nomyckaetcs. Eciau nmpueM comyTCTBYIONMUX JIEKAPCTBEHHBIX MPENapaToB HEM30€KEeH U OHU
Ha3HA4YeHbl CyOBEKTYy JJIsl KyNHUPOBAHUS HEKENATEIbHbIX ABICHUI (HAampuUMmep, TOJOBHOMN
0051), TO B CONPOBOJMTENBHBIX JOKYMEHTaX HEOOXOAMMO OTpa3UTh CBEACHUS O
MPUMEHEHUH (1032 U BpeMs IPUMEHEHHUSI) 1 BOBMOYKHOM BIIMSIHUM Ha UCXOJl UCCIIEIOBAHUS.
B uckimounTenbHBIX clydasx M3 cOOOpa)keHuM 0e30MacCHOCTH WU MEPEHOCUMOCTH BCEM
cyObeKTaM Ha3HA4yalT COMYTCTBYIOIIUE JEKapCTBEHHbIE TMpenapaThl (Hampumep,
AHTAarOHUCTHl OMMOMAHBIX PELENTOPOB, MPOTUBOPBOTHBIE CpeACTBa). B 3TOM ciyuae
HEO0OXOJMMO YYUTHIBATh BO3MOKHOCTH JIEKaPCTBEHHOI'O B3aUMOJICHCTBUS WM BIUSHUS Ha
OMOaHATUTUYECKYIO0 METOIUKY, KOTOPbIE MOTYT CKa3aThCs Ha pe3yJIbTaTax UCCIEAOBaHUS.

36. JlekapcTBeHHbIE IIpenapaThl, KOTOPbIE B COOTBETCTBUU C OOIIEH XapaKTepUCTHKE
JIEKapCTBEHHOI'0 IMpenapata pePepeHTHOro JIEKAPCTBEHHOTO IMpenapara JOJHKHBI
MPUMEHATHCS TOJIHKO B KOMOWHAIIUU C IPYTUM JIEKAPCTBEHHBIM IpenapaToMm (HampuMmep,
HEKOTOpble UHTHOUTOPBI ITpoTea3bl BUY npuMeHsoT TONbKO B KOMOMHAIIMU C PUTOHABUPOM)
, paspemraercs NPUHUMATh KaK OTAEIbHO, TAK M B KOMOMHALUHUH C PEKOMEHIYEMbIM
JIEKapCTBEHHBIM ITPENApaToOM.

37. Ilpu uzydyeHurn OMOAKBUBAJIECHTHOCTU IHJOTEHHBIX COCAMHEHUN HEOOXOAUMO
KOHTPOJIUPOBATh (PaKTOPHI, BIUSIOMINE HA X (OHOBOE COJAEpKaHUE (HAIPUMEP, CTPOTUi
KOHTPOJIb TPUHUMAEMON MHILIN).

Bpems otbopa o6pazmnoB

38. [Ins TouHoro onucanus npoduiist "KOHUEHTpanus — Bpems'" HeoOXoauMo oToOpaTh
J0CTaTOYHOE KOJUYECTBO 00pa3ioB. B 1ensx moiaydeHus TOUHOW OLIEHKH MaKCUMAaJbHOU
AKCMO3UIIMKM HEOOXOJAUMO MPEAYyCMOTPETh 4YacThli o0TOOp 00pa3moB BOIM3U
npexnosnaraemoro t . B acTHOCTH, CXema 0TO0pa 00pa3sLoB NO/DKHA OBITH COCTABICHA TAK,



YTOOBI C,ax HE ABIIACH NICPBON TOUKON Ha KPUBOH "KOHIEHTpanys — Bpems'". KomuuecTso

OTOOpaHHBIX O0Pa3MOB TAKXKE JIOHKHO OBITh JOCTATOYHBIM,YTOOBI O0SCIICUNTh HAJICKHYIO
OIIEHKY JUIUTEIBHOCTH SKCIIO3UIMU. ITO JOCTUTAETCs, KOraa AUC(O—t) MepeKphIBACT HE
MeHee 80 Mpo1eHTOB OT

AUC g

. C 11en1p10 MOTydeHHS HAJEKHOM OIICHKH KOHCTAHThI CKOPOCTH TEPMHUHATBLHON DIIMMUHALIUH

(HeoOxoauMa I TOCTOBEPHOM OLIEHKU
AUC gy

) B TeUCHHE TepMUHAIBHOU (Pa3wl creayeT oToOpaTh He MeHee 3—4 oOpasmoB. Eciu daza
abcopO1uM JIEKapCTBEHHOTO Mpernapara Jijis IpueMa BHyTPh ¢ HEMEICHHBIM
BBICBOOOXKCHUEM HE MpEBbINIAET 72 4acoB,24 TO Jisi CPAaBHEHUS JUTUTEIHLHOCTH IKCIIO3UIUN

(0-1)

AUC(O_72 q)). [TosTOoMy n171s1 TFOOBIX JIEKAPCTBEHHBIX MTPENApaTOB C HEMEIJIEHHBIM

B KauecTBe alibTepHaTuBhl AUC MokeT ucrnonb3oBatbest AUC, yceueHHast 10 72 9acoB (

BBICBOOOXK/ICHHEM HE3aBHCHMO OT t /o @KTHBHOT'O BEIECTBA 0TOOD 00pa3IoB B TeUCHHE

Oonee 72 yacoB He TpeOyeTcs.

39. B uccrnenoBaHusX ¢ MHOTOKPATHBIM MPHEMOM JIEKapCTBEHHOTO TperapaTa AJis
tounoro onpexaenenuss AUC(0-T) "mpenmo3oBbsiit" oOpazerny HeoOXoaumo 3a0path
HEIMOCPEJCTBEHHO (B TE€YEHHE 5 MHHYT) Iepe]l MPUEMOM JIEKapCTBEHHOIro Ipernapara, a
nocneaHuii obpaserr - B TedeHne 10 MUHYT B KOHIIE 33JaHHOTO MHTEpBaia J03UPOBaHUSI.

40. Ecnu B kauecTBe OMOJIOTMYECKOT0 MaTepHralia, B KOTOPOM OMPEeIIeTCsl CoJepiKaHue
JEWCTBYIOIIEr0 BEIIeCTBa, BHIOpaHa MOYa, TO e He00X0AUMO coOUpaTh B T€UCHHUE HE MEHEe
3t,,,- OnHaKO B COOTBETCTBHH C PCKOMEHAALUAMH 10 0TOOPY 00pa3LOB MIa3Mbl, COOP MOYH

B TeueHHe Ooiiee 72 yacoB Takke He Tpedyercs. Jlid onmpeneneHus CKOPOCTH IKCKPEUU
MHTEPBAJIbl MEXITY 0TOOpOM 00pa3ioB B (haze abcopOIMU TOHKHBI ObITh, 10 BO3MOKHOCTH,
KaK MOKHO KOpoye (C y4eToM TpeOOBaHMI MOAPA3AENIOB 5 U 6 HACTOSILETO pa3iena).

41. Jlnst SOHOOTEHHBIX COEMMHEHHM cxema 0TOopa 00pa3ioB JA0HKHA TTO3BOJIUTH OMTUCATh
X (POHOBOE Co/iepKaHue ISl KaXA0ro cyObeKkTa B KaxkaoM nepuoje. Kak npaBuio, Takoe
orpesieNieHue BO3MOXKHO IyTeM oTOopa 2-3 00pasIoB 10 MpreMa JeKapCTBEHHOTO Ipernapara
. Nnorga, 4to0bl yuecTh LMpKagHbIEe KOJeOaHUs (POHOBOrO COJEPMKAHUS DHJIOTCHHOTO
COEMHEHUSI, TPEOYETCSl PETYJISIPHO OMPEACIISTh €r0 KOHLEHTPAILMIO B TeueHue 1-2 nHeut 1o
npurema JeKapCTBEHHOTO Ipemnaparta (C yueToM TpeOoBaHUH MoApa3aesioB S U 6 HaCTOSIIETO
paznena).

42. IIpu 0OBIYHBIX OOCTOSTEIHLCTBAX OMOJOTHYSCKOMN KUJIKOCTHIO, OTOMpaeMON IS
M3MEpPEHUsI KOHIICHTpAIlMU JIeUCTBYIOIMIUX BEIIECTB, JIOJKHA ObITH KPOBb. B OOJBIIMHCTBE
CIy4aeB HU3MEpSETCA COIEpNKAaHHUE JICHCTBYIOLIETO BEIIECTBA WM €ro MeTadOJIMTOB B
CBIBOPOTKE UM TmasMe. EciM OTCYTCTBYET BO3MOXHOCTh HM3MEPUTH COAECPKAHUE
JNEHUCTBYIOLIETO BEIIECTBA B IUIA3ME, a JEUCTBYIOLIEE BEIIECTBO HKCKPETUPYETCSA B



HEU3MEHHOM BHJE C MOYOW M CYIIECTBYET IPONOPLHUOHAIbHAs B3aMMOCBS3b MEXIY
KOHLIEHTPALUSIMH JICUCTBYIOLIErO BEIIECTBA B KPOBU U MOYE, B KAU€CTBE OMOJOTHYECKOTO
MaTepHaia MOXKET HCIOJb30BaThcs Moua. OO0beM Kakaoro obpasia cieayeT u3ydaTh IO
BO3MO>KHOCTH HE3aMEJUIMTEIBHO Nocie cOopa U BHOCUTh Pe3yJbTaThl B 0T4eT. KonnyecTBo
00pa3loB AOKHO OBITH JOCTATOYHBIM, YTOOBI MPOBECTU pacyeT (PapMaKOKMHETHUYECKUX
napaMeTpoB. TeM He MeHee, B OOJBIIMHCTBE CIydaeB CIEAyeT M30eraTtb MCIOJIb30BaHUS
TOJIBKO JAHHBIX O BBIJIECJIECHUN JEHCTBYIOIIErO BEIIECTBA C MOYOM, TaK KaK 3TO HE MO3BOJIAET
paccunraTh t ¥ MaKCUMAJIbHYIO KOHIICHTPAIIMIO BEIICCTBA B CHCTEMHOM KPOBOTOKE.

43. OOpa3ipl OMOJIOTUYECKON KUJKOCTH HEOOXOAMMO 00pabaThiBaTh U XPAaHUTH B
YCIIOBUSAX, MPU KOTOPBIX paHee He 0OHAPYKMBAJIOCH PA3JIOKCHHE aHATU3UPYEMBIX BEIECTB (

B OOJIBIIMHCTBE CITyYaeB MPUEMJIEMBIM SBJISICTCS XpaHEHHUE MIPU TEMIIEpaType HE BBIIIIS 20%C
). JlaHHbIE yCOBUS MOJDKHBI OBITH BKJIIOUEHBI B OTYET MO BalUJalUU (B COOTBETCTBHUH C
TpeOOBaHUSIMH TOJpa3zesia 9 HacTosAmero pasaena u npuwioxeHus Ne 6). Merogonorus
cOopa 00pa3IoB OroBapuUBaETCS B IPOTOKOJIE UCCIETOBAHUS.

IIpneM nekapcTBEHHOIO IpenapaTa HaTOIMAK WM ITOCTIE bl

44. ViccnemoBanus OMOAKBUBAJICHTHOCTH, KaK MIPaBUIIO, MPOBOAST HATOIIAK, TOCKOIBKY
CUMTAETCS, YTO OTO COOTBETCTBYET HAWMOOJBIIEH YYBCTBUTEIBHOCTH [JISi BBISABICHUSA
pazIuuMii MEXAy CpaBHUBACMBIMU JICKAPCTBEHHBIMHM IpemapaTamMu. Eciaum B oOmiei
XapaKTEPUCTHUKE JICKAPCTBEHHOTO TMpemnapara peepeHTHOro JeKapCTBEHHOTO MpernapaTa ero
PEKOMEHTyeTCSl PUMEHSTh HATONIAK WM HE3aBUCHMO OT MpUEMa IHIIH, TO UCCIEIOBAaHUE
OMO’KBUBAJICHTHOCTH TMPOBOMAT HaTomak. Eciaum corjmacHo oOImeid XapakTepUCTHKE
JIEKapCTBEHHOT'0 TMpemnapara pedepeHTHOro JIEKapCTBEHHOTO Ipenapara €ro Ccieayer
MPUMEHSATh UCKITIOYUTEIIBHO TTOCHE €/IbI, TO UCCIICIOBaHNE OMOAKBUBAJICHTHOCTH MPOBOJISIT
nocJie mprema Muilly.

OpmHako a1 HEKOTOPHIX JIGKAPCTBEHHBIX (hOpM (HAmpuUMep, MUKPOIMYJIIbCHH, TBEPIBIC
JUCTIEPCUHN) HCCIeIOBaHNE OMOAKBUBAJICHTHOCTH MPOBOIAT KaK HATOIIAK, TaK M IOCTE
npueMa IMUIIHA. YKa3aHHOE IMPAaBUJIO HE NMPUMEHSETCS, ©CIM JICKapCTBEHHBIH mpemapar
HE0OXOMMO MTPUHUMATH JIMOO CTPOTO HATOIAK, TUOO CTPOTO MOCTE €IbI.

45. Ecnu Tpebyetcs nmpoBeaecHue 000MX BUAOB HCCIICIOBAHUHN, TO JOMYCTUMO ITPOBOIUTH
2 OTHENbHBIX MEPEKPECTHBIX MCCIEAOBaHUSA B 2 TPyNIax CyObEKTOB WU | mepeKkpecTHoe
UCClieIoBaHue B 4 rpynmnax cyObeKTOB.

46. B ycnoBusX, KOTrjJa MpPUEM JIEKAPCTBEHHOTO IMpenapara OCYyHIECTBIAETCS MOCIE
npyemMa MUIIH, €€ COCTaB JIOJKEH COOTBETCTBOBATh PEKOMEHIAIIUAM OOIIEeH XapaKTepUCTUKH
JEKapCTBEHHOr0 mpenapata pedepeHTHOro JEeKapCcTBEHHOro mnpemnaparta. Eciau B Heil
OTCYTCTBYIOT KakKue-THOO PEKOMEHJAIMH IO ATOMY IMOBOJY, TO MHINA JOJKHA OBITh
BeicoKOKanmopuiiHoit (800-1000 kkam), ¢ BBICOKUM cCoOJep)KaHueM XUpoB (okoso 50
MPOLEHTOB OT oOmIe kamopuiiHocTu). Ha Oenku momxHo mpuxoautbes 150 kkan, Ha



yrieBonabl — 250 kkan u Ha xupbl — 500-600 xkan. Heo6xoauMo omnucath COCTaB MUIIU
OTHOCHUTEILHO COJIEP>KaHUsI B HEW OEJIKOB, )KUPOB U YTJIEBOJIOB B rpaMMax, aOCOIIOTHOM U
OTHOCHUTEJIILHOM COJIEPKAHUH KAJIOPUIA.

5. HccnemyeMbie mapaMeTphl
®apMaKOKMHETHICCKHE CBOHCTBA

47. Tlpu ouenke (HpapMaKOKMHETUUYECKUX CBOMCTB HEOOXOAMMO HCIOIH30BAThH
(dakTuyeckoe Bpems orbopa oOpas3noB. B mccienoBaHusx OMOKBHUBAJIEHTHOCTH IOCIHE
OJIHOKPATHOTO MpHueMa JIeKapCcTBEHHOTo npenapata omnpeneisitor AUC
AUCq o

, ocTaTouHyto mwiomans, C_ ut . Ecmi 0T00p 00pasios mpono/mkaeTes B TeueHue 72

(0-ty

4acoB M B TOUKE 72 4aca KOHIIEHTPAILMs BCE elle MOAIaeTCs ONpe/IeIeHUI0, TO OIIUCHIBATh
AUCg )

1 OCTATOYHYIO MJIOMIA/Ib HET HEOOXOAUMOCTH, JOCTATOYHO JOKYMEHTHPOBATH CBEJIECHUS O
AUC, yceuennoii B Touke 72 yaca (AUC(0-72 1)). JlonomHUTEIHO MOTYT OBITH OMUCAHBI
KOHCTaHTa CKOPOCTH TepMHUHAIbHOI smumuHammn (kel) nt .

I[JIH JICKAPpCTBCHHBIX IIPCIIapaTOB ¢ HCMCAJICHHBIM BI)ICBO60}KI[CHI/I€M B HUCCICOOBAHUAX

OHOIKBHBAIICHTHOCTU B PABHOBECHOM COCTOSIHMH HeoOxoaumo ompexemsite AUC(0-¢), C -

nut_.ss.
,SS max

48. Ilpu ucmosb30BaHUU B KaueCTBE OMOJOTMYECKOro Martepuaiga MOYU HEOOXOAUMO
OIPEAEIISTh Ae(O—t) U, 10 BO3MO>XXHOCTH, Rmax.

49. Jlns omnpeneneHus (papMaKOKMHETHUUYECKHUX CBOWCTB B HCCIIEJOBAHUIX
OMOYKBUBAJICHTHOCTH HCIIOJIB3YIOT BHEMOJIEIbHBIE METOAbl. Mcmoib30BaHWE KaMEpHBIX
MOJIENIE HEMTPUEMIIEMO.

6. HcxomHOE COeIMHEHWE WIH €r0 METa00IATHI
OO0mue NpUHIAITEL

50. B GonbmMHCTBE CiIydaeB OIEHKY OMOAKBUBAJIEHTHOCTH HEOOXOIUMO MPOBOIUTH
MyTeM ONpe/eNieHNs] KOHIEHTPAIMU UCXOAHOTO COSAMHEHUS, MTOCKOJbKY I OOHAPYKEHUS
pasmuunii MEXIy JICKAPCTBEHHBIMHU IPErapaTaMu o ckopoctu abcopbuuu C_  HCXOIHOrO

COEIMHEHUSI OOBIYHO SBIISIETCS OOJiee YYyBCTBUTEIBHBIM IOKA3aTelIeM, 4YeM CmaX ero

MeTabouTa.
HeaxTuBHEIE mpONEKapCTBa

51. JIns HeaKTMBHBIX MPOJIEKAPCTB HMCCJIEJOBAHHE OMOIKBUBAJIEHTHOCTH CIEAYET
IIPOBOJIUTH B OTHOLIEHHH HCXOAHOr0 coequHeHus. Onpeaeniarb KOHIEHTPALMIO aKTUBHOTO
meTabosnta He TpedyeTcsi. OJTHaKO KOHIIEHTpALUs B OMOJIOIMYECKUX KUJKOCTSIX HEKOTOPBIX



MPOJICKAPCTB JOCTATOYHO HU3KAs, ¥ OHU OBICTPO AIMUMHUHUPYIOTCS M3 KPOBOTOKA, YTO
3aTPYJIHSIET MOJTBEPKICHUE OMOAKBUBAJIECHTHOCTH MO UCXOJAHOMY COeAUMHEHMIO. B sToM
clydae JONMyCKaeTcsl MOATBEPKAAaTh OMOSKBUBAJICHTHOCTh JJII OCHOBHOTO AKTHBHOTO
MeTabonuTa 6€3 U3MEpPEeHUsI KOHIICHTPAIIMU UCXOHOTO COeAMHEHUs. B HacTosmuX npaBuiax
O]l UCXOJHBIM COCIUHEHUEM, SIBIISAIONIMMCS HEAKTUBHBIM IMPOJIEKAPCTBOM, MOHUMAIOTCS
COEJIMHEHUS C OUCHb HU3KON KIIMHUYECKON 3(P(HEKTUBHOCTHIO MIIH MOJHBIM €€ OTCYTCTBHEM.

HUcnomp30BaHne JaHABIX O MeTaboImuTe BMECTO JAHHBIX 00 akTHBHOM
HCXOOHOM COCOUMHCHHUH

52. Ucnonn30BaHue CBEIEHUN O META0OJIMTE BMECTO JAHHBIX 00 aKTUBHOM HMCXOJIHOM
COEIMHEHUU He pekomeHayercs. Takas 3ameHa JONMyCTUMA JIMIIbL B TOM Ciydae, €ClH
3asiBUTENh CMOXKET JI0Ka3aTh, YTO YyBCTBUTEIbHOCTh aHAJTUTUYECKOTO METO/Ia B OTHOILLICHUHU
HCXOJHOTO COCIMHEHHS HE MOXKET OBITh YIy4IlIeHa W YTO IMOCJE OJHOKPATHOTO MpHUeMa
JIEKapCTBEHHOI'0 TMpernapara TOYHO H3MEPUTh KOHIEHTPALMIO HCXOJHOTO COCIMHEHUS
HEBO3MOXXHO, YYMTBIBasi TO, YTO B MCCIEIOBaHUSIX OMOPKBUBAJIECHTHOCTH JOMYCTHUMO
MCIIOJIB30BATh J03bI, MPEBBIIAIONINE MAKCUMAIbHBIE PA30BbIE 03bI (C YU4ETOM TpeOOBaHUI
nojpaszena 7 HaCTOSIIEro pasjeiia). 3aMeHa JaHHBIX 00 UCXOJHOM COCIMHEHUU JJAHHBIMU O
€ro MeTaboJIMTe JOMYyCTUMA JIUIIIh B UCKITIOUUTENBHBIX City4asx. [Ipu ocyiiecTBIeHnN Takon
3aMEHBI, 3asIBUTEIb 00s13aH MPEJCTABUTh BCE UMEIOIINECS CBEACHUS, MTOITBEPKIAIOIINE, YTO
skcno3uiusl Metabonurta (BeipaxkeHHas B Bujge AUC) oTpaxkaeT 3KCHO3UIUI0 HUCXOHOTO
COCJMHEHUS] M 4YTO B TEpaANeBTHYECKHUX Jl03aX OOpa3oBaHHWE MeTaboJiuTa HE SIBIISICTCS
HACHIIAEMBIM MTPOIIECCOM.

OHaHTHOMEPH

53. Kak mnpaBuiio, J0MycKaeTcss HUCMHOJb30BaTh HecTepeocneuupuuHbie
OonoananuTHyeckue MeTopl. OTHAKO MPU BBHIMOJHEHUU BCEX HIDKETICPEUUCICHHBIX YCIOBUN
HEO00XO0AMMO U3MEPATh KOHIIEHTPALIUIO KaXJI0r0 SHAHTUOMEPA:

HPHAHTHUOMEPHI 001aIal0T PA3IUYHBIMHU (apMAKOKUHETUYECKUMH CBOMCTBAMU;

dapmakogMHAMUYECKHE CBOMCTBA YHAHTUOMEPOB CYIIIECTBEHHO Pa3InyaroTCs;

OTHOIIIEHUE HKCIO3UIUU PHAHTUOMEPOB (BhipaxkeHHOU B Buie AUC) MmeHseTcs npu
U3MEHEHUU a0CcopOIuu.

54. Ecnu Bce yKa3aHHbIE YCIOBHS BBINOJHSIOTCS WM CBEJEHUS O HUX OTCYTCTBYIOT, TO
HEOOXOJIMMO H3MEPSATh KOHIEHTPALMIO KaXKJOro SHaHTHoMmepa. Eciu TOIbKO OauH U3
SHAHTHOMEPOB 00s1anaeT (HapMaKOIOTHUYECKONH aKTUBHOCTHIO ((apMakonoruyeckas
AKTUBHOCTb BTOPOI'0 SHAHTHOMEpPA HHU3Kasi WM MOJHOCTHbIO OTCYTCTBYET), TO JIOCTATOYHO
MOATBEPAUTH OMOIKBUBAJIEHTHOCTH TOJIBKO JJI1 aKTUBHOTO YHAHTHOMEPA.

Hcnmomp30BaHHe MOYH B Ka4eCTBE OHOJIOTHIECKOI0 MaTepHajia



55. Ecnu mocTtoBepHO ompenenuTh npoduib "KOHUEHTpalus — BpeMs" B I1a3Me
HMCXOJHOTO COEIMHEHUS]I HEBO3MOXXHO, TO JJIs OMPEACIICHUS] BEJIMYMHBI SKCIIO3UIIUU B
Ka4eCTBE 3aMEHBl KOHIICHTpAIMd B IUIa3Me JOMYCTUMO HCIMOJb30BaHUE IaHHBIX 00
AKCKpelnuu ¢ Movoid. OHaKO HEOOXOAMMO YETKO 0O0CHOBATh UCIIOJIB30BAHUE TAHHBIX MOUYHU
Py OMpPECICHUN MaKCUMalbHOW SKCMO3UIMU. Eciu ynaeTcs MmoayduTh JOCTOBEPHBIC
ceeenmnst o C B IUIa3Me, TO JUIs OLCHKU OMOKBUBAJICHTHOCTH 3TH JJaHHBIC HEOOXOINUMO

MPEICTAaBUTh HAPSAY C BEJIWYMHOM 3KCHO3MLIMWHU, IMOJYYCHHOM IPU UCIOJIB30BAHUU MOYMU.
[Ipu ucnonb30BaHUM MOYM B KadyeCTBE OMOJIOTUUECKOrO MaTepuayia 3asBUTENb O00si3aH
MPEACTaBUTh BCIO HMMEIOIIHUECA CBEACHHUS, IMOATBEPKAAKOIIME, YTO SKCKPEUHUs C MOYOU
OTPaXKaET IKCIO3UILIMIO B IIA3ME.

OHAOreHHEIE BEIECTBA

56. Ecimm wuccnenyemMoe BEHIECTBO SABISAETCA DHIOINCHHBIM, TO H3MEPEHHE
(hapMaKOKMHETUYECKUX TMapaMeTpOB HEOOXOAMMO OCYIIECTBIATH C MONPABKOW Ha €ro
(doHOBOE cofiepKaHue, 4YTOObI UccieyeMble (apMaKOKMHETUUECKUE MTapaMeTPbl OTHOCUIIUCH
K JIONOJIHUTEJIbHBIM KOHILIEHTPALMAM, MOJYYEHHBIM BCJEACTBUE MpPHUEMA JEKAPCTBEHHOTO
npenapara. Ilpm ycinoBuM mnpueMiIeMOM MEPEHOCHMOCTH U €CIM KOHUEHTPALUIO,
MPEBOCXOAIIYI0 (OHOBYIO M JOCTUTAaeMyl0 MOCIE MpHeMa JEKapCTBEHHOTO Ipernapara,
MO’KHO JIOCTOBEPHO U3MEPHUTh, B UCCIIEIOBAaHUSIX OMOIKBUBAIIEHTHOCTH YH/IOT€HHBIX BELIECTB
JOMYyCTUMO MPUMEHEHUE /103, TPEBBIIIAIOIINX MAaKCUMaJIbHbIE pa3oBble 103bl. Ecnu mocie
IpUeMa pa3jInYHbIX J103 SHJIOI€HHOIO BEIIECTBA Pa3HULA B 3KCIO3MUIMHU paHee He ObLia
MOKa3aHa, €€ He0OX0AUMO ONPEEIUTh MO0 B MUIOTHOM HCCJENO0BAaHUHU, MO0 B paMKax
OJIHOTO U3 MEPUOJ0B OCHOBHOTO MCCJIEIOBAHMS OMOAKBUBAJIEHTHOCTH C HCIIOIb30BAHUEM
pPa3IMYHBIX /103 pePEepeHTHOro JIEKapCTBEHHOIO IIpernapara IMpU YCJIOBUHU, YTO
HCMOJIb30BAHUE ITUX J03 IO3BOJUT OINPEACIUTh IMOTCHUHUAIBHBIE Pa3Iuyus MEXKIY
JIEKapCTBEHHBIMU IIpENapaTaMu.

B nporokone uccinenoBanus HEOOXOAUMO 3apaHee OINPENETUTh U ONMUCATh METO/,
MCIIONIb3YEMBIN JUIsI IONPABKU Ha (POHOBOE COJEpKaHUE 3HOTEHHOTO BellecTBa. B kauecTe
HOMPABKU IPEANOUYTUTENBHO HCIO0JIb30BaTh CTAHAAPTHOE BBIYMTAHME: BBIUUTAETCA JIMOO
CpEIHssl KOHLIEHTPALMS S3HI0I€HHOTO BEUIECTBA, ONPEAEICHHAs A0 IpUeMa rpenapara, auoo
cpenasss AUC. M3penka, Korga KOHLEHTpalMs 3HAOTEHHOIO BEUIECTBA IOCIE IIpUEMa
JIEKApCTBEHHOTO MpenapaTta CyIIECTBEHHO MPEBBIIIAET (POHOBYIO, MOMpaBKa Ha (POHOBOE
COJIep>KaHUE HOTEHHOTO BEILECTBA HE TpeOyeTCs..

57. B uccnenoBaHusix OMO3KBUBAJIEHTHOCTH YHAOTEHHBIX BEUIECTB HANPSIMYIO OLEHUTD
BiIusiHUE 3¢ (deKTa mepeHoca He MPEeACTaBISETCS BO3MOXHBIM, MO3TOMY HEOOXOIUMO
coOJII0/1aTh 0COOYI0 OCTOPOKHOCTH MPU BHIOOPE JIUTETLHOCTH OTMBIBOYHOIO MEPUO/IA.

7. UccnenyeMblie JO3APOBKH



58. Ecnu peructpanuu mojjiekar HECKOJbKO J03UPOBOK, TO B 3aBUCHUMOCTHU OT
MPONOPIIMOHATIBHOCTH COCTaBa MEXIY Pa3IUYHBIMU JO3UPOBKAMU U IPYTUMHU CBOMCTBAMHU
JIEKapCTBEHHOTO Tpernapara, UCCIeI0BaHne OMOIKBUBAIIGHTHOCTH JIOCTATOYHO MPOBECTH B
OTHOIIEHUM OJIHOM WMJIM JIBYX JO3UPOBOK. BBIOOp M03MPOBKHU (JI03UPOBOK) 3aBHUCHUT OT
JMHEHMHOCTH (PapMaKOKMHETUKHU JCHCTBYIOIIETO BEIIECTBA.

59. Ecnu dapmakokuHetnka HenuHeilHa (yBennueHue AUC HempomnopiuoHaabHO
NpUHUMAEMOU J103€), NPUTOJHOCTh PAJIUYHBIX JO3UPOBOK IS OMNpENEIICHUS
MOTEHIHAIBHBIX PA3JIMUMid MEXKy CPAaBHHUBAEMbIMH JIEKAPCTBEHHBIMH MpernapaTaMyu MOXKET
oTnn4aThes. JIMHEHHOCTh (DapMaKOKUHETUKU MPU3HAETCS B TOM CJydae, €CJIM pa3Hulla
MEXy CKOPPEKTHPOBaHHBIMU 10 A03¢ cpeanumu AUC mis ucciegyeMou JT03UpOBKH (
JO3UPOBKHU, HCIOJIB30BAHHON B MCCIEAOBAHUM OMOIKBUBAJICHTHOCTH) M JO3UPOBKHU (
JIO3UPOBOK), B OTHOIIICHUH KOTOPOH(BIX) MPOBEACHUE HCCIICIOBAaHUS OMOIKBHBAJICHTHOCTH
HE TJIAaHUPYETCS, HE MPEBBIIAET 25 MPOUEHTOB. JIJ1s1 OLIECHKH JIMHEWHOCTH 3aABUTENb JOJIKEH
M3Yy4YUTh M KPUTHUYECKU OIIEHUTH BCIO JOCTYIHYI0 HAYUHYIO JIUTEpaTypy Ha MOpeaMeT
OPONOPUUOHANBHOCTH [J03bl. JIMHENMHOCTh KOHCTATUPYETCS, €CIH Pa3Iudus MEKIY
cKoppekTupoBaHHbIMU 10 103¢ AUC HaxonsTcs B mpeaenax £25 nmporeHTOB.

Ecnu OWOSKBUBAJIEHTHOCTH [UJIS JO3UPOBOK, oOOJafaroIieid HaunOobIIeH
YyBCTBUTEJIILHOCTbIO B OTHOIIECHWM YCTAHOBJICHUS Pa3IUYUi MEXJTy CpPaBHUBAECMBIMU
JEKapCTBEHHBIMH IIpernapaTaM, MOJATBEPXKJICHA, TO B MPOBEICHUU HCCIEIOBAHUI
OMOPKBUBAJIEHTHOCTH 1N ViVO C IPYTUMHU TO3UPOBKAMU HET HEOOXOAUMOCTH.

O6mme xpuTepru 6HoOBeliBepa A1 pa3IMIHBIX JO3HPOBOK
JIEKapCTBEHHOT'O IIperapara

60. B ciiyuae eciu 3asBieHue 00 OTCYTCTBUM HEOOXOAMMOCTH MPOBEACHUS UCCIICIOBAHUS
OMOYKBUBAJICHTHOCTH B OTHOIIEHUU JTOTIOJIHUTEIBHBIX JO3UPOBOK (OMOBEBEp), MOHKHBI
COOJII0IaThCS CIEAYIOIINE YCIOBHUS:

a) TPOM3BOJCTBEHHBIN MPOLIECC JEKAPCTBEHHBIX IpENapaToB C pa3IMYHBIMHU
NO3UPOBKAMU SIBIISIETCS. OAMHAKOBBIM;

0) KayeCTBEHHBI COCTaB JICKAPCTBEHHOTO Mpernapara ¢ pa3UudyHbIMU J103UPOBKAMHU
COBMAJAeT (JaHHOE TPEeOOBaHKME HE KACAETCsl KPACUTENIeH U apoOMaTH3aTOPOB);

B) COCTaB JICKAPCTBEHHBIX MPENApaTOB C Pa3IUYHBIMU JIOZUPOBKAMU JOJKEH OBIThH
KOJINYECTBEHHO MPONOPIMOHAJICH: OTHOIIEHUS MEXIY COJEpKaHUEM JIEHCTBYIOLIETO
BEIIECTBA (JICUCTBYIOMIMX BEIIECTB) U KAXJOTO M3 BCIIOMOTAaTEIbHBIX BEIIECTB COBIAJACT
JUIL BCEX JO3UPOBOK (aHHOe TpeOoBaHWME HE KacaeTcs 00O0JOUYEK JIEKapCTBEHHBIX
npenapaToB ¢ HEMEMIJICHHBIM BBICBOOOXKIECHHEM, OOOJIOUEK KalcCyj, KpacuTeled u
apomatu3aTopoB). Eciu KolMuecTBEHHas: MPONOPLHHOHAIBHOCTh COCTaBa OTCYTCTBYET, TO
YKa3aHHOE YCJIOBUE CUUTAETCS BBIIOJHEHHBIM, €CJIA B OTHOIIEHUHU UCCIIEYEMOM TI03UPOBKU
U JIO3UPOBOK, JJIsi KOTOPBIX HE TMPEANojaraetcsi MNPOBEJCHUE UCCIEOBAHUS

nn nan

OMO3KBHBAJICHTHOCTH, coOMogaroTes yeaous "1" u "il" unum "1" m "111":



1) comepraHue JEUCTBYIOIIETO BellecTBa (ACHCTBYIOMNUX BEIIECTB) HE MPEBBIMIACT 5
MIPOIICHTOB OT MACCHI spa TaOJICTKH, MACChI COACPIKUMOTO KaTICYIIbL;

11) coiep)KaHre BCTIOMOTaTEIbHBIX BEIIECTB SApa TaOJETKU WIIA COJAEPKUMOTO KarCybl
COBITQJIACT JUIS BCEX PETHCTPUPYEMBIX JO3UPOBOK, H3MCHSETCS JIMIIb COJCPKAHHE
JENCTBYIOIIETO BEIIECTBA;

111) coJep>KaHUEe HAMOJHUTENIEeH HM3MEHSETCS B 3aBUCHUMOCTU OT COJEPKaAHUS
JICHCTBYIOIIETO BEIECTBA; COACPKAHUE OCTAIBHBIX BCIIOMOTATEIHHBIX BEIICCTB SApa WU
COJIEP>KMMOT0 KarTCyJIbl I pacCMaTPUBAEMBIX JO3UPOBOK OCTACTCS HEU3MEHHBIM;

r) nanaple o TCKP moaTBepkIarT OTCYTCTBHE HEOOXOIMMOCTH B INMPOBEIACHUU
JIOTIOTHUTENIBHOTO UCCTEA0OBaHMS OMOAKBUBATICHTHOCTH 1N VIVO.

JIuneiiHas papMaKOKWHETHKA

61. Eciiu onucanusie B nmyHkTe 60 HacTosimux I[lpaBui ycnoBus BBIIOJHSIOTCS,
JOCTATOYHO TMPOBEJACHUSI HCCIIeIOBaHUS OWOAKBUBAJIEHTHOCTH B OTHOUIEHUHM OJHOMN
JO3UPOBKH.

62. Kak npaBuio, uccieoBaHne OMO3KBUBAJICHTHOCTH MPOBOAUTCS JJI1 HaUOObIIEH
J03UPOBKU. JJ1 TEKapCTBEHHBIX MPENAPATOB C IMHEHHON (papMaKOKUHETUKON MPU YCIOBUH
BBICOKOW pacTBOPUMOCTH JCHCTBYIOIIETO BEIIeCTBa HCCIEIOBAaHUE OMOIKBUBAJIEHTHOCTHU
JOMYCTUMO MPOBOJAUTH C HCMOJIb30BAHUEM MEHBIIUX JTO3UPOBOK. BbiOOp MeHblIeH
JIO3UPOBKU TaK)KE€ MOXKET ObITh 000CHOBAH C MO3UIIUNA 0€30MaCHOCTH WIJIM MEPEHOCUMOCTH,
KOI/la MPUMEHEHHE HauOOJbIIEeH JO3UPOBKH Yy 3I0POBBIX J10OPOBOJIBIIEB HEMPUEMIIEMO.
KpomMe Toro, ecim 4yBCTBUTEIBHOCTh AHAJUTHYECKOIO METOJa HE IO3BOJIAET TOYHO
MU3MEpPUTh KOHIICHTPAILIMIO TP MpUeMe HauOObIIeH T03UPOBKH JIOMYCKAETCS MPUMEHEHHE
0oJiee BBICOKOH J103bI (ITPEANOUTUTENIBHO UCII0JIb30BATh HECKOJBKO Ta0JIETOK ¢ HAaMOObIIEH
no3upoBKoi). [IpeBbilieHne MaKCUMalbHON TEPANeBTUUYECKON O3bI JOMYCKAETCs JIUIIb B
TOM CJy4dae, €clid OHa XOPOUIO MEPEHOCUTCS 3J0POBBIMU J1I0OPOBOJIBIAMHU U OTCYTCTBYIOT
OTpaHUYEHUs O CTeNeHH a0COpOIMH WM PACTBOPUMOCTH JIEKapCTBEHHOTO Ipemnapara,
NPUHATOTO B TAKOM J103€.

Henuueiinasa GpapMakOKMHETHKA

63. Eciu B TepaneBTHUECKOM Auarna3zoHe creneHb yBenudeHus AUC nexkapCTBEHHBIX
MpernapaToB ¢ HETWHEWHOW (PapMaKOKHHETHKOW OOJIbIIE CTETCHU YBEIUYCHUS 03I,
UCCIIeIOBaHNE OMOIKBUBAJICHTHOCTU OOBIYHO MPOBOJMUTCS C UCIOIB30BAHUEM HAMOObIIEH
no3upoBkn. Kak u B ciydae C JIEKapCTBEHHBIMHM IIpenaparaMu C JHAHEWHOU
(hapMaKOKHHETUKOM, BBHIOOP MEHBIIEH TO3UPOBKH MOXKET OBITh OOOCHOBAH C IO3HITUN
0€30MacCHOCTH U MEPEHOCUMOCTH, KOT/1a IPUMEHEHUE HauOoJIbIIel JO3UPOBKHU Y 3/I0POBBIX
100pOBOJIBIEB HelpuemieMo. BceneacTBue HU3KOM 4YyBCTBUTEIBHOCTH AHAIUTUYECKOTO
METOJa aHAJOTUYHO JICKAPCTBEHHBIM IpernapaTaM ¢ JIMHEHMHOW (papMaKOKMHETHKON Takke



JIOITyCKaeTCsl MpUMEHEHUe 0oJiee BBHICOKUX /103 JIEKAPCTBEHHBIX MPEMapaToB ¢ HEIMHEHHOM
(hapMaKOKUHETUKOM.

64. VccnenoBanre 6M03KBUBAICHTHOCTH JICKAPCTBEHHBIX TIpemnapaToB, y kotopsix AUC B
TEpaNeBTUYECKOM JIMANa30He YBEJIUYMUBAETCS MEHBIIE, YEM COOTBETCTBYIOIIECE YBEIMUYCHUE
103bl, B OOJIBIIMHCTBE CiIy4yaeB TpeOyeTcs MPOBOAUTH MJii HAUOOJbIIEH U HAaUMEHBIIEH
JO3UPOBOK (MU ISl TO3UPOBKH, (PapMaKkOKMHETHKA KOTOPOW HAXOAUTCA B JMHEHMHOM
JMana3oHe),TO €CTh B 3TOM CIIy4ae MPOBOAMUTCS 2 MCCIIeOBaHUsI OMO3KBUBAIIEHTHOCTU. Eciu
HEJTMHEMHOCTh HE OO0YCJIOBIIEHAa HU3KOM PaCTBOPUMOCTBIO, a OOBSCHSIETCS, HAMpPHUMED,
HACBHIIIEHUEM TIEPEHOCYUKOB U COOJIOIAIOTCA YCIIOBHS, YKa3aHHbIC B MYHKTE 60 HACTOSIIINX
[IpaBui) U cpaBHUBaeMble JIEKAPCTBEHHBIE MpenapaThl HE COJIEPKAT BCIOMOIaTEIbHBIX
BEILIECTB, BIUSAIONIUX HA MOTOPUKY KEITYT0YHO-KUIIIEYHOTO TPAKTa UIN OCJIKU-TIEPEHOCUUKH,
JIOCTATOYHO MPOBEJCHUS UCCIIE0BaHUS OMOAKBUBAJICHTHOCTH C HAMMEHBIIIEH TO3UPOBKOH (
WIN TO3UPOBKOM, (hapMaKOKMHETHKA KOTOPOWM HAXOAUTCS B IMHEWHOM Auana3zone). Beidop
JIPYTUX JTIO3UPOBOK MOKET ObITh OOOCHOBAH HU3KOW UYBCTBUTEIHHOCTHIO aHATUTUUYECKOTO
METO/1a, KOrJa MpPOBEJECHNUE UCCIIEAOBaHUS C HAUMEHBIIEH T03UPOBKON HEBO3MOXKHO HIIU
MIPUMEHEHUE HAauOOJIbIIIEH JO3UPOBKHU Y 3J0POBBIX JTOOPOBOJIBIIEB HEMTPUEMIIEMO C MO3UIUN
0€30M1acCHOCTH WM EPEHOCUMOCTH.

HccnenoBanune KpaitHUX BapHaHTOB (OpeKeTHHT)

65. Ecinu uccnenoBanne OMOIKBUBAICHTHOCTH TPEOYETCsl TPOBECTH OoJiee 4eM Jist 2
JO3UPOBOK, HAIIPUMED, BCICICTBUE PA3IUYNI B IPOTIOPIIMOHATHHOCTH COCTaBa, UCTIONB3YIOT
MOIXO0/, TTO3BOJIIONINI OTPAHUYHUTHCS TPOBEICHUEM HCCIICIOBAHUNM KpaiHMX BapHUaHTOB.
Ecnu BbpIOpaHHBIE MO3MPOBKMU MPEACTABISIOT COOOW KpailHME 3HAYE€HUs, HaIMpUMeEp,
MaKCUMaJIbHasl 1 MUHUMAaJIbHAS JTO3UPOBKY WX JO3UPOBKH, HAMOOJIEE PE3KO OTINIAFOIITHECS
0 COCTaBY (TO €CTh OTJIMYMS MO COCTABY APYTUX JO3UPOBOK YKIIA/IBIBAIOTCS B 3TY Pa3HOCTH),
TO JIOMyCTHMO MPOBEACHUE 2 UCCIICTOBAHNI OMO3KBUBAIICHTHOCTH.

66. Ecnu o1ieHKy OMOSKBHUBAJIGHTHOCTA HEOOXOJUMO OCYIIECTBUTH HATOIIAK W TIOCIIE
npueMa MU U1 2 TO3WPOBOK BCIICJICTBUE HEIMHEHHOW aOCOpOIMH WM OTKJIOHEHUH OT
MPOTIOPITMOHAIBHOCTHA COCTaBa, JOCTATOYHO 36 MPOBECTH MCCIEAOBAHUE HATOIIAK M MOCHE
npueMa nuimu 1 103upoBKU. OTCYTCTBHE HEOOXOAMMOCTH MPOBEACHHUS HCCIEeI0BaHUs
HATOMIAK WM TOCJIE MpHUeMa THUIMU I APYTUX JO3UPOBOK MOXKET OBITH 0OOCHOBAHO
JTaHHBIMHM HAYYHOMW JTUTEPATyphl U (WJIM) TaHHBIMU O (papMaKOKMHETUKE, TOTyYeHHBIMU MPU
M3YYEHUU UCCIEAYEMOW JO3WPOBKH W3 JIPYTHUX HMCCICIOBAHHM, MPOBEACHHBIX HATOIIAK U
nocie npuema numy. [Ipu BeIOOpe ycloBUil MPOBENCHUS WCCIETOBAHUM (HATOIMIAK WIIH
Mocjie TpueMa MHUIK) JJI8 W3YYEHUS OCTANIbHBIX JO3UPOBOK TMPEANMOUYTCHHE OTHACTCS
YCIOBUSIM, OO0JaAAIONMM HAWOOJbIIEeH YyBCTBUTEIBHOCTHIO B BBISBICHUM BO3MOXKHBIX
pas3IUIMil MEXKTy CpaBHHBAEMBIMH JICKAPCTBCHHBIMHU ITPETIapaTaMH.

KoMOMHAPOBaHHEIE JIEKAPCTBEHHBIE IIPEIapaThl



67. B oTHOmeHUH BceX KOMOWHHMPOBAHHBIX JIEKAPCTBEHHBIX MPENapaToB IOJKHBI
BBIMOJIHATBHCSA YCJIOBUSI NMPONOPLUHUOHATBHOCTH COCTaBa, MPEAYCMOTPEHHBIE HACTOSIIIUMU
[IpaBunamu. [Ipu pacuere comepkaHusi KakKI0TO JCHCTBYIOIIETO BEIIECTBA KOMOWHAIIMU
OCTaJlbHbIE JICWCTBYIOIIME BEIIECTBA JOJKHBI pPAacCMaTpuUBaTbCid B KA4YECTBE
BCIIOMOTATENbHBIX BemecTB. Kaxkapiii 1ol IBYXCIONHBIX TaOJIETOK MOKET PacCMaTPUBATHCS
HE3aBUCHMO.

8. Merononorus 6MoaHAIMTHYECKOM 9aCTH UCCICIOBAHUA

68. buoanamuThueckas 4YacTh MCCIEIOBAHUNA OHMOIKBUBAJICHTHOCTHA MOJIKHA
OCYIIECTBIISITHCS B COOTBETCTBHM C ITpuitoxkeHneM Ne 6 k HacTosmum [ IpaBunam.

Jns mosiydeHus HAJEKHBIX PE3yJbTaTOB, MOANAIOUIUXCS YAOBIECTBOPUTEIbHON
MHTEpIpETALNN, HEOOXOIUMO TMOJPOOHO OMUCATh MCHOJb3yeMble OHOAHATUTUYECKUE
METOJIMKH, MTOJTHOCThIO UX BaJUIUPOBATh U JOKYMEHTHPOBATh. B KaX0M aHAIUTHYECKOM
IUKJE€ B paMKaxX HCCIeIOBaHUs HEOOXOJUMO MOATBEPJIUTH MPUTOJHOCTh METOIAUKHU C
MCITOJIb30BaHUEM 00Pa3IIOB ISl KOHTPOJIS Ka4yeCcTRa.

69. OCHOBHBIMH XapaKTEPUCTHUKAMHU OMOAHATUTUUYECKON METOJMKHU JIJis O0OecreueHus
MPUEMJIIEMOCTH U JIOCTOBEPHOCTH TMOJYYEHHBIX AHAIUTUYECKUX JaHHBIX SBISIOTCS
CEJICKTUBHOCTD, HIDKHHM MpeJeN KOJIMYECTBEHHOTO onpeeieH s, PyHKIuUs OTKInKa (hopma
rpalyupoOBOYHON KPUBOM), TPABUIBLHOCTb, MPELU3UNOHHOCTh U CTAOUIBLHOCTD.

70. ITockonbKy moaaaronascs 0OHapyKEeHUIO KOHIIEHTPAIUs aHAJTU3UPYEMOTr0 BEIIeCTBa
JI0 MpHeMa JICKapCTBEHHOIo Npernapara JIoJKHA COCTaBATh 5 % ot C ¥ MEHee, HIKHUMI

npeaes KOJIUYECTBEHHOIO0 OMNpEeNesIeHUs METOJUKH JOJKEH oOecleuuBaTh OINpeaeieHue
KOHIEHTpanuu < 5 mpoueHToB oT Cmax (¢ y4eToM TpeOOBaHMH moapasiena 9 HaCTOAIIETO
pasnena).

71.B mpoTtokoJie uccieaoBaHus HEOOXOAMMO MPEAYCMOTPETh BO3MOKHOCTh ITPOBEJCHUS
MOBTOPHOT'O aHAIN3a UCCIeNyEeMbIX 00pa3IoB /10 (PaKTUYECKOro Hayajga Takoro aHanusa. B
OOBIYHBIX YCIIOBUSX MOBTOPHBIN aHan3 00pa3oB N0 (apMaKOKMHETUYECKUM MIPUUUHAM HE
JIOIYCTHUM, YTO OCOOCHHO Ba)KHO JJIsi MCCIIEAOBaHUN OMOIKBUBAJIEHTHOCTH, MOCKOJBKY 3TO
MOXET UCKA3UTh PE3yJIbTaThl UCCIICIOBAHMUS.

Jluta, ocymiecTBASIOMKIE aHAIU3 O0pa3IoB, HE JOJDKHBI 3HATh O MPUHUMAEMbBIX
CyOBEKTaMH HCCIIEyEeMbIX MpernapaTax.

9. OneHka, aHAJIA3 U OpEeACTABJICHUC PE3YJIbTATOB HCCIICAOBaHU

72. TlompaBKy Ha pa3iauyds B KOJUYECTBEHHOM ONPENCICHUU MEXAY CEPUSIMHU
UCCIIEIYEMOTO0 M pe(EepeHTHOro JEeKapCTBEHHBIX MPENapaToB B HCCIEIOBAHUIX
OMOPKBUBAJIIEHTHOCTU JIJIs1 (papMaKOKMHETHYECKUX MapaMeTpOB BBOJUTH, KaK MPaBUIIO, HE
nonyckaercsi. OJHAKO B HMCKIIOUMTENBHBIX CIIy4yasX, €CIH Pa3Iudusi MEXIYy CEepHsIMU
pepEepeHTHOrO U HCCIEAYEMOT0 JIEKAPCTBEHHBIX IIPETapaToB HE MPEBBIILIAIOT S5 MPOIEHTOB (C



y4eToM TpeOoBaHHMI mojpasjena 2 HACTOSIIETO pas3fena), Takas IMONpaBKa JOMyCTHMA.
[TonpaBKy, Hapsny € pe3yjibTaTaMH KOJHUYECTBEHHOI'O OMPEAENICHUS MCCIEeAYyEeMOro Hu
pedepeHTHOro JEKapCTBEHHOIO IIpemnapaTra, HEOOXOIWMO OTpa3uTh B MPOTOKOJE
UCCJIeIOBAHUA.

O160p CyOBEKTOB /U1 aHAIM3a PE3YIHTATOB HCCIIEIOBAHMA

73. B cratucTHYeCcKUi aHaIU3 HEOOXOJMMO, MO BO3MOXKHOCTH, BKJIIOUHMTH BCEX
CyOBEKTOB, MPUHSBIIUX JIEKAPCTBEHHBIN mpenapaT. OAHAKO CyObEKThI, Y4acTBOBABIIUE B
MEPEKPECTHOM HCCIIEIOBAHUMU, Y KOTOPBIX OTCYTCTBYIOT JAHHBIE KaK IO HCCIELYEMOMY
JIEKapCTBEHHOMY TIpernapary, Tak U Mo pepepeHTHOMY JIeKapCTBEHHOMY Ipemnapary, WUiu
CyOBEKThI, y4acTBOBABIIKE B MapaJUIeIbHOM HKCCIIEIOBAHUU, Y KOTOPBIX OTCYTCTBYIOT
JTaHHBIE €IMHCTBEHHOTO TIEPHO/ia, HE JIOJHKHBI BKIIFOUATHCS B aHAJIU3.

OO0paboTKy NaHHBIX BCEX CyOBEKTOB, MPUHUMABIIMX JICKAPCTBEHHBIM Mpenapar,
HEO0OXOJUMO OCYIIECTBIISITh OJMHAKOBBIMU MeTOJaMH. B mpoTOoKoiie uccieqoBaHusl He
JIOTMyCKaeTCsl MpelyCMaTpUBaTh BKIIOUEHHUE B aHAIIU3 JTaHHBIX 0 "maybinepax” 1oOpoBOJIbIIEB
TOJBKO C IEJIbI0 3aMEHbl JaHHBIX MCKIIOYEHHBIX CyOBeKTOB. Jlaxke eciaum B XoJe
HCCIIeIOBaHUSI HE ObUIO BBIOBIBAHMN W3 MCCIEIOBAHUS, HEOOXOAUMO MPEIyCMOTPETh
BKJIIOYEHUE B aHAJIN3 BCEX CYOBEKTOB, MPUHABIIMX IMpernapar. Takum o0pa3oM, BKIIOYATH
ny0JIepOB, MPOXOJAIINX MPOILEAYPHl HCCIECAOBAaHUSI OMOIKBHUBAJICHTHOCTH OTHAEJIBHO OT
OCHOBHOM BBIOOPKH, HE JOMTYCKAETCS.

74. B uccnenoBanuu ¢ 0osiee yeMm 2 rpynnaMu CpaBHEHUs (Harpumep, TPEXIEePUuoaHOE
UCCIe0BaHue ¢ 2 peepeHTHBIMU JICKAPCTBEHHBIMH MIPENapaTaMyu WK YeThIPEXIIEPUOTHOE
UCCIIeIOBaHWE MpPU TMpPUEME HATOLIAK W TOCJe MpUeMa MUIM) aHalu3 MO0 KakJIou
CpaBHMBAEMON mape HEOOXOAMMO OCYIIECTBIATh JHIIb MOCJIE MNPEABAPUTEIHHOTO
WCKJIFOYEHUS TaHHBIX, HE OTHOCSIIMXCS K CPABHUBAEMbIM I'PYIIIaM.

Kpurepun HCKIIO9eHIA CyOBEKTOB U3 aHAIM3a Pe3yIbTaTOB
HCCIIeIOBaHUA

75. Ans 0OBEKTUBHOW OLIEHKH pPE3yIbTAaTOB PAaHJIOMH3UPOBAHHBIX MCCIEIO0BaHUN
HE00X0AMMO, UTOOBI HAOJIIOICHUE U BEAEHUE BCEX CYOBEKTOB OCYIIECTBISIOCH M0 €IUHBIM
npaBuiiaM. DTH NPaBUIIA HE JOJKHBI 3aBUCETh OT IPUHUMAEMOT0 JIEKAPCTBEHHOT'O IIpenapara
WM MCXO0Ja, MO3TOMY pelieHrne 00 MCKIIOYEHUU CyOBbeKTa M3 CTaTUCTUYECKOrO aHalu3a
HE0OXOMMO MPUHSATH 0 Hayaia 1ab0opaTOpHOTO aHaIM3a 00pas3IoB.

76. JIto0as mpuyMHA MOXET SBJISTHCS KPUTEPUEM HCKIIOUEHHS CyOBEKTOB, €CIM OHA
3apaHee onucaHa B MPOTOKOJIE MCCJIEJIOBAHMS, a PEIICHHE 00 MCKIIOYEHHH MPUHATO 0
Hayaja a"aiu3a oOpasunoB. OJHAKO BCIEACTBUE CHUKEHUS CTATUCTHUUYECKON MOIIHOCTH
UCCIIEIOBaHUS, a TaKXKe MpU HEOOXOAMMOM MUHUMYyME B 12 cyOBEKTOB cieayeT m30erarhb
UCKJIFOYEHHUS [TOCIEIHUX U3 UCCIIETOBAHMSL.



JIoIyCTUMBIMU KPUTEPUSIMH UCKIIIOUEHHUSI CYObEKTOB U3 UCCIIEOBAHMS SIBJISIIOTCS PBOTA
WU JAuapes, KOTOpble CHOCOOHBI MCKa3UTh pEe3yJbTaThl H3MEPEHUS KOHUEHTpALUU
aHAIM3UPYEMOI'O BEILIECTBA. B MCKITIOUNTEIBHBIX CUTYyalUsAX KPUTEPUEM HCKIOUYEHUS TAKKe
MOJKET CIY>KUTh OJJHOBPEMEHHOE PUMEHEHHE JIPYTUX JIEKAPCTBEHHBIX MPENapaToB.

77. B mpoTokoJie ucciaeaoBaHus He0OX0AMMO 3apaHee ONMHUcaTh KPUTEPUU UCKITIOUCHUS
cyObekToB. Eciau Bo3HUKaeT cuTyalus, TpakTyemasi Kak KpUTepuil UCKIIOUEHUs, CBEICHUS O
Hell He0OXO0JMMO 3aHECTH BUHJIMBHIYaJIbHYIO PETHMCTPALIMOHHYIO KapTy B X0J1€ MPOBEICHUS
uccienoBanus. VckmoueHue cyObEeKTOB, OCHOBAaHHOE Ha 3apaHee MpPeayCMOTPEHHBIX
KpUTEPUSIX, HEOOXOAMMO YETKO OTPA3UTh U MEPEUUCIIUTh B OTYETE 00 HCCIIEJOBAaHUU.

78. BBy HEBO3MOKHOCTH OTJEIUTH BIMSIHUE JIEKAPCTBEHHBIX MPENAPATOB OT JAPYTHX
(bakTopOoB, BIUSAIOMIMX Ha (PapMaKOKUHETHKY, UCKIIOUYEHHE JAHHBIX TOJbKO Ha OCHOBAaHUHU
CTaTUCTHUYECKOTO aHajlu3a WM MO (PapMaKOKWHETUYECKUM MPUYUHAM HE JIOMYyCKaeTCs.
VckmroYeHUsIMU U3 TAaHHOTO MPaBUIIA SBIISIOTCA:

a) CyOBEKTHI, B IJa3M€ KOTOPBIX KOHILIEHTpauus pepepeHTHOro JEKAPCTBEHHOTO
npenapaTa HE ONpeAeNseTCs WU ONPEeNsieTcs JIMIIb B HE3HAYUTEIbHBIX KOJIMYECTBAX.
KoHLeHTpauuyu aHaaIu3upyeMoro BEUIECTBA y CYObEKTa MPU3HAIOTCS OYEHb HU3KUMH, €CIIU
ero AUC He mpeBbIIIaeT 5 MpoOILEeHTOB OT cpeaneit reomerpuueckoit AUC pedepeHTHOTO
JIEKapCTBEHHOTO MpemnapaTa (pacCYUTaHHOM 0e3 ydeTa JaHHBIX CyOBEKTa C BhIOpOcamm).
HckmoueHne JaHHBIX 110 3TOM MpUYUHE TOMYCTUMO JIUIIb B €UHUYHBIX CIIydasiX, U B [IEJIOM
CTAaBUT 10/ COMHEHHE JOCTOBEPHOCTH (BAJIUAHOCTH) IPOBEIEHHOIO UCCIIEI0BAHUS;

0) cyOBEKTBhl C HEHYJIEBOM MCXOAHOM KOHLEHTPALMEH aHAIU3UPYEMOTOBEIIECTBA,
npessimatomeid 5 nporenros or C . Takue naHHBIC HCOOXOAMMO HCKIIOYHUTH U3

UCCIIeIOBaHNUSI OMOAKBUBAJIICHTHOCTH (B COOTBETCTBUM C TpeOOBaHUAMH Tmojpaszaena

OddexTr nepeHoca" HaCcTOAIIETO MOApa3eiia).

79. B OoTHOIIICHNH JICKAPCTBEHHBIX IpErmapaToB ¢ HEMEIJICHHBIM BBICBOOOKICHUEM
yKa3aHHBIC B HACTOSAILEM IOJpa3/iesie CUTyalldd MOTYT BO3HUKATh B cllydae HECOOIOACHUS
cyOBeKTaMH peXuMa MCCIICIOBAHUS WM HEJJOCTATOYHOM OTMBIBOYHOM mepuoje. B mepBom
ciaydae HEOOXOIWMO TMPEeayCMOTPETh OCMOTP POTOBOM TOJOCTH CYOBEKTa, YTOOBI
yIOCTOBEPUTHCS, UYTO JIEKAPCTBEHHBIM mpenapar ObLI MPOrJoYyeH, BO BTOPOM —
IPEAYCMOTPETh JOCTATOUYHBIM OTMBIBOUHBIN Mepuoji. buonornyeckue oopasiibl CyObEKTOB,
HCKJIOUEHHBIX K3 CTAaTUCTUYECKOTO aHajin3a, HE0OXOIMMO MPOaHAIM3UPOBATh, a HUX
pe3yJIbTaThl MPEACTAaBUThL B OTUETEe 00 HCCIIeOBaHUU (B COOTBETCTBHU C TPeOOBAHUSIMHU
noapazaena "lIpencrapinenue JaHHBIX" HACTOAILETO MOIpa3/Ieiia).

80. CornacHo pazneny 4 "lIpoBeaenue uccienoBanus’ Hactosmux [IpaBun AUC (0-1)

JIOJKHA TIEPEKPBIBATE HE MeHee 80 IIPOIEHTOB
AUC gy



.Tem He MCHCC, CCJIX 3TO IMPAaBHUJIO HC BBIIIOJHACTCA, UCKIIIOYATh CY6’beKTOB 3

(0-1)

CTaTUCTUYECKOTO aHanu3a He caeayet. Oanako ecnu AUC He nepekpoiBaeT 80

IPOLICHTOB
AUC g o

B Oosiee yem 20 MpoLeHTaxX CIy4aeB,cleyeT YCOMHUTBCS B PE3yJIbTaTax TaKOTO
UCCIIeIOBaHMs. DTO TpeOOBaHNE HE MPUMEHUMO K UCCIEIOBAHUAM C JUIUTEILHOCTHIO 0TOOpa

00pa31oB, paBHbIM 72 4 u 6oiee, koraa BMecto AUC (0—t) ACTIOTIB3YETCS AUC

(0-72 uy’
ABam3apyeMBle IapaMeTphl ¥ JOIMYCTHMEIC IIPEICIIBI
81. B uccrnenoBanuax OMO3KBUBAJIEHTHOCTH C OJIHOKPATHBIM MIPUEMOM JIEKAPCTBEHHOTO

(0-1)

- OTHOLICHNE NaHHBIX MapaMETPOB HCCICAYSMOTo

mpenapara K ucciieyeMbiM (papMakoKuHETHYECKUM Tapamerpam otHocsTes: AUC W

AUC(O_72 ) COOTBETCTBEHHO M Ca

JIEKapCTBEHHOTO Tpenapara K peepeHTHOMY JIKapCTBEHHOMY TIpernapary JA0HKHO JIeKaTh B
unrepBasie 80,00-125,00 mpouenToB mpu 90 MPOLEHTHOM JTOBEPUTEIHLHOM HHTEpBAJIE.
['panuIel HHTEPBATIOB OKPYTISIOTCS J0 JIBYX 3HAKOB MOCTE 3aMsTOM.

82. K n3ydaembIM mapameTpam UCCIEIOBaHUN OMOIKBUBAJICHTHOCTH JICKAPCTBEHHBIX
npenaparoB C HEMEIJICHHBIM BBICBOOOXIECHHEM C OMNpPEJeICeHUEM pPaBHOBECHOMU

KOHLEHTPAUUU OTHOCATCA AUC(O—@) u C KOTOpBIE JOJDKHBI OBITH B Tpeneniax

max,ss’
YKa3aHHbIX UHTCPBAJIOB.

83. Ecu B kauecTBEe OMOJIOTHYECKOTO MaTcpuajia UCII0JIb3YCTCA MO4Ya, ITOKA3aTCIIb AG(O_,[

) HOJDKCH JICKATh B UHTCPBAJIC, OIIMCAHHOM JJIS AUC a Rmax — B HHTCPBAJIC IJIA Cm

(0-t)y
84. Cratucruyeckas oleHka t . He Tpebyercs. O HAKO eCl YKa3bIBAETCs, YTO OBICTPOE

ax’

BI)ICBO60)KI[6HI/IG HMCCT KIIMHHUYCCKYI0 3HAYUMOCTb M BJIMACT Ha HA4Yallo ,HefICTBI/IH N
IMPUBOAUT K HCKCIIATCIIbHBIM PpCAKIIUAM, 3HAYUMBIX paSJII/I‘II/Iﬁ B tmax n ero BapI/Ia6CJIBHOCTI/I

MEX]Ty UCCIIENYEMBIM U pe(hepEeHTHBIM JIEKAPCTBEHHBIMHU ITpenapaTaMu ObITh HE JOJKHO.

85. lonyctumble npenenbl OM03KBUBAIEHTHOCTH JIEKAPCTBEHHBIX MIPENApaToB € Y3KUM
TEpaneBTUUYECKUM JUANa30HOM CJIEAYyeT CY3UThb (B COOTBETCTBUU C TpeOOBaHUSIMU
noapaszaena 10 Hacrosmero paszaena). s JeKapCTBEHHBIX NPENApaToOB € BBICOKOH
BaprabenbHOCThI0 C B Clly4ae HAINYHsSI COOTBETCTBYIOLIETO 0OOCHOBAHKS 9TH TPAHHLIBI

MOTYT OBITh PACIIUPEHBI.
CraTHCcTHYECKH aHAIH3

86. I'maBHOE 3HAUYEHUE JJIsI OLICHKH OMO’KBUBAJIEHTHOCTH MMEET MUHUMU3ALIUS PUCKA
JIOKHOIIOJIOKUTEIIPHOTO TIPU3HAHUS OMO’KBUBAJICHTHOCTH. CTAaTUCTUYECKHN aHaIU3
HCCIIeIOBaHUST OMOAKBUBAJICHTHOCTHU JIOJKEH MOJATBEPJUTh MAJOBEPOSTHOCTh KIMHUYECKU
3HAUYUMOTO Pa3Iuuusl MEXIy OHOJOCTYIMHOCTBIO HCCIeAyeMOoro M pedepeHTHOro



JIEKapCTBEHHBIX MpemnapaToB. [Ipoienypsl craTucTUYecKoi 00pabOTKHU CIeAyeT OrOBOPUTH B
MIPOTOKOJIE Mepe]] HauajioM cOopa IaHHbIX.

87. B kauecTBe OCHOBHOTO KpUTEpHUsI OMOIKBUBAJIEHTHOCTH UCIOIL3YIOT 90 MpoLeHTHbIE
JIOBEPUTEIIbHBIE WHTEPBAJbl JJISI OTHOIICHUS T'€OMETPUUYECKHX CPEIHUX MCCIEIYyEMBIX
(bapMaKOKMHETUYECKUX MapaMeTpPOB HCCIEAyEeMOTO JIEKapCTBEHHOI0 Ipemapara u
pedepeHTHOTO JeKapCTBEHHOTO npemnapara. Takoil moaxoa paBHOCUIIEH 2 OJHOCTOPOHHUM
NpOBEpKaM  HYJEBOM  THUNOTE3bl 00  OTCYTCTBUM  OMO3KBHBAJIEHTHOCTHU(O
OMOHEIKBUBAJICHTHOCTH) TIPH 5 MIPOLIEHTHOM YPOBHE 3HAYMMOCTH JIJIsI KKJIOTO TECTa.

88. CpaBHeHue ucciieyeMbIXx (apMaKOKHHETUUECKUX TTapaMeTPOB MPOBOAAT C TOMOIIIBIO
nucnepcuonHoro ananmuza (ANOVA). [nga »5Toro nmnpeaBapuTeIbHO MPOBOJST
norapudmuyeckoe IMpeoOpa3oBaHuEe JaHHBIX (M0 OCHOBAHUIO JAECATUYHOTO WU
HaTypansHOTO Jorapudma). [locie yero mpoBOAsST AUCTIEPCUOHHBIN aHAIM3 U Ha OCHOBE €ro
PE3yIBTATOB CTPOSIT TOBEPUTEIbHBIE UHTEPBAJBI (B Jorapu(MUUECKON IIKaje) IS MoucKa
pa3iauuus MEXAYy CpaBHHBA€MBbIMU JIEKAPCTBEHHBIMU TMpenaparamu. llomydeHHbIe
JIOBEpUTENbHBIE HHTEPBAJIBI MOJBEPTAIOTCS 00paTHOMY IIPEOOPa30BAHUIO, YUTOOBI MOCTPOUTH
KellaeMble JOBEPUTEIbHbIE HWHTEPBAJbl JJIsi OTHOIIEHHWS CPEIHUX B HMCXOIHBIX (HE
npeoOpa3oBaHHBIX) €AMHUIAX U3MepeHus. Vcronb30BaHNe HEMapaMeTPUYECKUX METOOB
CTaTUCTUYECKOTO aHAJIn3a He IOy CKaeTCsl.

89. B mporokoie ucciaeaoBaHUsS HEOOXOIMMO 3apaHee IPeayCMOTPETh BBIOOD
KOHKPETHOM CTaTUCTUYECKON Mozenu aHanu3a. CTaTUCTUYECKUI aHaIU3 JTOJKEH MPUHUMATD
BO BHHMAaHHE WCTOYHUKH BapuaOEIbHOCTH, CIIOCOOHBIC MOBIHATH HA HM3y4aeMYIO
nepeMeHHyo. B Takoil mMojaenu QuCIepCHOHHOTO aHajiu3a MPUHSTO HCIOJIb30BaTh TaKHE
(GakTopbl, Kak NOCJIEJ0BATEIbHOCTh, CYOBEKT HOCIEAOBATEIBHOCTH, MEPUOT H
JeKapCTBEHHBIN mpenapaTr. B oTHomeHun Bcex ATUX (PAKTOPOB ClEeAyeT HUCIOIb30BaTh
(UKCUpOBaHHBIE, a HE CIy4YalHbIe 3P PEKTHI.

90. O6muii MpUHIMI 3aKiI04aeTcs B moctpoeHuu 90 %-HOro 10BEpUTEIHHOTO HHTEPBAJa
JUTSL BETTUYUHBI
HT—uR
, KOTOpBIN TTO3BOJISAET ClIeNaTh BHIBOJ O (hapMaKOKUHETUYECKON SKBUBAJICHTHOCTH, €CIIU
JAHHBIA TOBEPUTEIIbHBIN MHTEPBAJI HAXOAUTCA B MPUHATHIX IPAHUIIAX TPU3HAHUS
OMO3KBUBAJICHTHOCTH.

AHAJOTUYHYIO OPOLEAYPY CIEAYET HCIOJIb30BaTh MJIsI CPAaBHEHHS MapaMeTpOB,
MOJIyYEHHBIX B pe3yJIbTaTe UCCIEJOBAaHUS B PABHOBECHOM COCTOSIHUM WJIM CyMMapHOTO
BBIBEICHUS C MOYOM, €CJIH 3TO TpeOyeTcs.

91. Cnenyer npeAcTaBUTh TAKXKE JAHHBIE IO ONUCATEIBLHOM CTATUCTUKE /IS MOKa3aTes t

max’ Ecan tmax CUUTACTCA KIMHHUYCCKH 3HAYUMBIM, CPCAHCC 3HAYCHUC U AHWAIIA30H tmax

CIIEIyeT CPAaBHUTH MEXAY MCCICTyEMbIM U pe(hepeHTHBIM JIEKAPCTBEHHBIM TPETIApaTOM JIJIs
WCKITFOUCHHS KIIMHUYECKU 3HAYMMBIX paznuunii. DopMaabHOE CTaTUCTUYECKOE CpaBHEHUE
TpedyeTrca penko. OObIYHO pa3Mep BBHIOOPKHM HE pacCUUTHIBAETCS, ISl TMOJIYyYEHUS



HEOOXOAMMON CTATUCTUYECKON MOIIHOCTH IS tax: Eciu mapamerp t Oynet

ax
IoABCPrarbCA CTATUCTHYCCKOMY aHAJIM3y, TO H3YUCHHC OOJ)KHO OCHOBBLIBATLCA Ha

HCIIAPaAaMCTPHUUYCCKUX MCTOJAX M IPOBOAUTHCA C HCIIOJIB30BAHUCM HCHp€06paSOBaHHBIX
JaHHBIX. I[JI?I IIOBBIINICHHUA TOYHOCTH OLCHKH tmax HGO6XOI[I/IMO B3ATb JOCTATOYHOC

KOJIMYECTBO 00pa3loB OJU3KUX K OXHUAAEMbIM MaKCUMAaJIbHBIM KOHIEHTpauusMm. Jlis
IOKa3aTeleH, OMUCBHIBAIOMIX (asy dmuMuHanuK (t, ) TpeOyeTcsi TOJIBKO OmNucaTesbHas

CTaTUCTHKA.

92. PabGoTa ¢ pe3Kko BBIICIAIOUIMMUCS 3HAUYCHUSIMHU (BbIOpOCaMU) MPOBOAMUTCS B
COOTBETCTBUM C TPEOOBAHUSIMH H3JIOKEHHBIMU B mojpazzieine "Kpurepuu HCKIOUYECHUs
cyOBbEeKTOB W3 aHajau3a pe3ysbTaTOB HCCIENOoBaHUA" HacTodllero pasaeina. MckimodeHue
JAHHBIX TOJBKO MO MPUYMHAM CTAaTUCTHYECKOro U (PapMaKOKMHETHYECKOI'O XapaKTepa He
JIOTTYCTUMO.

HccnenoBanusi B HECKOJIBKUX IPYIIAX

93.Ecnu nepekpecTHOe UCCIe0BaHue MPOBEACHO B 2 U O0Jiee rpymnax cyoObeKToB, T.€.
pa3OueHne Bcell BHIOOPKM HA HECKOJIbKO TPYMI, KaXKJas U3 KOTOPbIX HAUMHAET y4acTHE B
UCCIIEJOBAHUM B pa3Hble JAHU (HAIpUMEpP, €CIH U3 JIOTUCTUYECKUX COOOpakeHuM
€MHOBPEMEHHO B KJIMHHUYECKOM IIEHTPE MOHO MPOBECTH HUCCIEJOBAHUE C Y4YacCTHUEM
OFPAaHUYEHHOI0 4YHCla CyOBEKTOB), B LEISAX OTPaXEHUsT MHOTOIPYIIOBOrO XapakTepa
UCCJIeI0BaHUsl HEOOXOAMMO MOJIU(DUIIMPOBATh CTATUCTUUYECKYIO MOJEeiIb. B yacTHOCTH, B
MOJEJIM HEOOXOUMO yUecTh TOT (PaKT, YTO MEPHUOJBI Il NEPBOM IPYNIbI OTIUYAKOTCA OT
MEPUOAOB JJII BTOPOH (M MOCIEAYIOMINX ) TPYIIIHIL.

94. Ecnu ucciienoBaHre MpoBEACHO B ABYX U 0oJiee rpyMnmax U 3TU CPYIIbl U3YYaIUCh B
Pa3TUYHBIX KJIMHUYECKUX LIEHTpaxX WIA B OJHOM M TOM K€ LIEHTPE, HO ObUIM pa3/iefieHBbI
OOJIBIIMM TPOMEKYTKOM BpeMEHHU(Hampumep, MecsllaMHi), BO3HHMKAET COMHEHHE
OTHOCHUTEIFHO BO3MOXXHOCTH OOBEIUHEHUS PE3YIbTATOB, MOMYUYEHHBIX 3TUX TPYIIax, B OAUH
aHanu3. Takue cuTyanuu HeoOXOIUMO 00CYKIATh C YIIOJTHOMOYEHHBIM OPTraHOM.

Ecnum npenmnosiaraeTcs NpoOBEJECHHE HCCIEAOBAaHHMS B HECKOJBKUX TpyNmnax u3
JOTUCTUYECKUX COOOpakeHui, 00 3TOM HEOOXOAUMO SBHO YyKa3zaTh B IIPOTOKOJE
UCCIIEIOBAHMsS; MPU 3TOM, €CIIM B OTYETE OTCYTCTBYIOT pPE3yJbTaThl CTATUCTHYECKOIO
aHaJu3a, Y4YMUTHIBAIOIIME MHOTOTPYIIIOBOM XapaKTep HCCIEI0BaHUS, HEOO0XOIUMO
MPEACTaBUTh HAYYHOE 0OOCHOBAHHME OTCYTCTBUS TaKUX PE3YyJIbTATOB.

OddexTH meperoca

95. He momyckaeTcsi UCTIONIb30BaTh PE3yJIbTaThl MPOBEPKH Ha 3 dekT nmepeHoca AJis
NPUHATHS KAKHUX-TUOO pEIIEeHHM, BIMSIOIIMX Ha aHaIu3(HalpuMep, aHaIU3 JaHHBIX,
MOJyYEHHBIX TOJIBKO M3 MEPBOrO MEPUOJA UCCIEA0BaHUS). BeposTHOCTh mepeHoca MOXKET



OBITh HAMPSMYIO yuT€Ha TpU OTOOpe oOpasiia OMOJOTMYECKOW >KUAKOCTH J0 TpueMa
JIEKapCTBEHHOTO Tperapara BO BTOPOM IEepUOAE HCCeAOBaHUSA (M, €CIU MPUMEHHMO, B
MOCIICTYIOIIHX ).

96. Ecii KOHIICHTPALKs 10 IIPHEMa JICKapCTBEHHOTO Mperapata npesbimaer 5 % or C

, TO CBEJCHHUs, MOJIydeHHbIE OT CyOBbEKTa B JAaHHOM TMEPUOJE, HUCKIIOUYAITCS U3
CTaTUCTUYECKOr0 aHaJIN3a. JTO 3HAYUT, YTO B PaMKaX JBYXIEPUOAHOTO HCCIEIOBAHUS TaKOU
cyOBEeKT BBIOBIBAET U3 aHanu3a. lIpogomkeHne uccaeqoBaHUs CUUTAETCS HENPUEMIIEMbIM,
€CJIM YUCJIO MOJUIeKAIINX aHaIU3y CyOBEeKTOB oka3zanoch MeHee 12. J[aHHBIA moaxon He
IIPUMEHUM K UCCIIEA0BAHMIO YH/IOT€HHBIX COEIMHEHU.

JBYXSTalHBIN JU3aiH HCCIEA0BaHHN GHOSKBUBAJICHTHOCTH

97. UccnenoBanue OMO3KBUBAJICHTHOCTU JIOMYCKAeTCs MPOBOAUTH B ABa 3Tama. Ha
IIEPBOM JTale MPOBOJUTCS UCCIEIOBAaHUE HA HayalbHON(IEPBUYHOI) rpymie cyObEKTOB C
aHAJIM30M IMOJYYEHHBIX pe3yJbTaToB. Eciin OMOSKBUBAJIEHTHOCTh HE MOJATBEPKAAECTCS, TO
MO’KHO HaOpaTh JOMOJIHUTEIBHYIO IPYIITY U 00bEIUHUTH PE3yJbTAThI, IOJTYYEHHbBIE B 00EUX
rpymmnax Jjsi OKOHYaTeIbHOTO aHanu3a. Ecnu BbIOpaH Takod MOAXOJ, TO HYKHO HPHUHSThH
OIIpe/IeTICHHbIE MEPBI, YTOOBI COXPAaHUTh HEU3MEHHON BEpOsATHOCTH OmMOKHU | pona i Bcero
UCCJIeI0BAHUS, IPU 3TOM CTATUCTUUYECKUE KPUTEPUU OCTAHOBKU MCCIEIOBAHUS HEOOXOAUMO
YETKO ONPEAENINTh J0 €ro Haudaja. AHAJINW3 JAaHHBIX, IOJYYEHHBIX B XOJI€ MEPBOro 3Tala,
MO>KHO paccMaTpuBaTh Kak MPOMEXKYTOUHbIA, U 00a aHain3a HEOOXOJIMMO MPOBOAUTH IO
CKOPPEKTUPOBAHHBIM YPOBHSM 3HAYMMOCTHU. [{1 NOBEPUTENBHBIX WHTEPBAJIOB CIEAYET
UCIIOJIB30BAaTh CKOPPEKTUPOBAHHYK BEPOSATHOCTh, paBHYI0 He MeHee 90 %. Hampumep,
ucnosb3oBanue 94,12 %-HbIX TOBEPUTEIBbHBIX HHTEPBAJIOB ISl 000X aHAJIM30B Ha IIEPBOM
JTarne u g 00bEAMHEHHBIX JaHHBIX MIEPBOTO U BTOPOIO 3TANOB Oy/1€T NpUEMIIEMBIM, OJTHAKO

CYIIECTBYET MHOKECTBO JAPYTUX BAPUAHTOB, U BHIOOP, KAKOW YPOBEHb 3HAUMMOCTH (

o
) MCTIOJIL30BATh JIJISl IPOMEXKYTOUHOTO aHalIu3a, SIBJISIETCS MPeporaTuBoi croHcopa. B

MIPOTOKOJIE HEOOXOIUMO 3apaHee OMUCaTh ABYXATAITHBIN JU3aiH UCCIICIOBAHUS HAPSTY CO
CKOPPEKTHUPOBAHHBIM YPOBHEM 3HAYMMOCTH.

98. Ilpu ananuze 0OBEIMHEHHBIX JAHHBIX, MOJYYEHHBIX B XOJ€ JABYX 3TanoB, Gaktop "
sTan" HeOOXOAMMO BKIIOYUTH B MOJIETb JUCTIEPCUOHHOTO aHAIH3a.

IIpencraBnenne JaHHBIX

99./lns Kaxa0ro M3 CpaBHUBAEMBIX JIEKAPCTBEHHBIX IMPENapaToB HEOOXOIUMO
MPEJICTAaBUTh BCE 3HAYEHUS] WHIUBUAYAIbHBIX KOHIEHTpAIUid U (PapMaKOKHUHETUUYECKUX
MapaMeTpoB, HAPSIAY C JAaHHBIMU ONHCATEIbHOW CTATUCTUKH, BKJIOYAs F€OMETPUYECKOE
cpenHee, MeauaHy, apudMeTHUUeCcKoe CpelHee, CTaHAapTHOE OTKJIOHEHHE, KOA((PUIUEHT
Bapuallii, MaKCUMaJbHble M MHUHUMaJbHblC 3HA4YeHHsS. VHIUBUIyalbHBIE KPUBBIC

"

KOHIIEHTpaIus—BpeMs'" cleyeT MpeAcTaBUTh Ha JIMHEWHOW M JorapuMUYECKON IIKaiax.



HeoOxoaumo onucate METOA MOIy4YeHHUs (PapMaKOKMHETHUYECKHUX MapaMeTpOB U3 UCXOAHBIX
JAHHBIX U KOJIMYECTBO TOYEK B TEPMHHAIBHOW Jorapudmuueckoil ¢aze, MCIOJIb30BaHHbIX
IUISL OLIEHKH KOHCTAHThl CKOPOCTH TEPMHUHAIBHOM IMMHUHALMU (KOTOPAsi UCIIONb3YETCS IS

JIOCTOBEPHOU OLICHKH
AUCg )

).

100. B xauecTBE OCHOBHBIX PE3YJbTATOB CTATUCTHUUECKOI'O aHAIN3a H3YYEHHBIX
(apMaKOKMHETUYECKUX MapaMeTpoB CIIEAYET yKa3blBaTb TOYEUHbIE OLEHKU U 90 %-Hble
JOBEPUTEIBHBIE HHTEPBAJIBI I OTHOLIEHUS CPEIHUX 3HAYCHUM.

Crnenyer Takke Npuaratb CTaHAApPTHBIE PE3yIbTUPYIOLINE TaOIULbI JUCTIEPCUOHHOTO
aHanK3a, BKJIKOYas pe3yibTaThl CTATHCTHUECKUX TECTOB Ha BCE 3P(EKTHI B UCIIOIB30BAHHON
MOJIEJIH.

101. OT4eT HEOOXOAMMO JIETATM3UPOBATh HACTOIBKO, YTOOBI (PapMaKOKHHETUUYECKUMN 1
CTaTUCTUYECKUN aHATU3bl MOXKHO OBLIO BOCIIPOU3BECTH, TO €CTh BKIIOUUTH TOUHOE BPEMS
orbopa 00pa3loB IOciae IpuUeMa JEKapCTBEHHOTO IpenapaTra, KOHIEHTpalHuH
aHAJIM3UPYEMBIX BEIIECTB, 3HAUCHUS (PapMaKOKHHETHUECKUX MMapaMETPOB KaxkI0Tr0 CyObheKTa
B KQKJIOM MEPUOJE UCCIECIO0BAHUSA U CXEMY PaHIOMHU3aLUH.

102. Heo0xo1uMo oipoOHO onKcaTh BCE Cllydau BbIOBIBAHUS U UCKIIFOUEHHS CyOBEKTOB
u3 uccinenoBanus. [1o BO3MOKHOCTH, 11 KaKJOTO TAKOro CyOBbEKTa B OTJEIBHOM JTOKYMEHTE
HE0OXOAMMO TPEICTaBUTh JaHHBIE O KOHLIEHTPALUU U (DApMaKOKUHETUYECKUX MapaMeTpax,
HO HE BKJIIOYATh MX B OOIWN CTATUCTUYECKUU aHAIN3. BHOAHATUTHYECKYI0 METOIUKY
HE00XOAMMO JTOKYMEHTHUPOBATh [0 Hayaja HMccliefloBaHus (IpeABapUTeIbHAs BaauAalus)
U TIOCTeyrommero (opMUpOBaHUs BalHAalMOHHOTO oTdyeTa. Heo6xoammo mpencTaBUTh
OMOaHAIMTUYECKHUI OTYET B COCTaBE UTOTOBOT'O OTUETA MCCIIEA0BaHUs OMOIKBUBAIEHTHOCTH.
OH A0/KEeH BKIIIOYATh KPATKOE OMHMCAHHME MCIOJIb30BAaHHOW OMOAHATUTHUYECKON METOJMKH,
pe3yJIbTaThl 10 BCEM IPaJlydpOBOYHBIM pacTBOpaMm (CTaHaapTaM) U oOpasuam Jjisi KOHTPOJIS
kauecTBa. HeoOXoauMo npeicTaBUTh JOCTATOYHOE KOJIMYECTBO XpPOMATOrpaMM WIIA APYTHX
UCXOJHBIX JIaHHBIX, OXBaTHIBAIOIIMX BECh JWANA30H KOHUEHTpPAaUMN I BCeEX
IpalydpOBOYHBIX PACTBOPOB (CTaHIAPTOB) U 0OpA3IOB Il KOHTPOJS KauyecTBa, a TaKkKe
UCHBITYeMbIX (aKTUBHBIX) 00pa3loB (BCe XpOMAaTOrpaMMbl U IpyTye MepBUYHbIC JaHHbIC HE
meHee yeM oT 20 % cyOBbEeKTOB C COOTBETCTBYIOIIMMHU 00pa3LiaMu JUIsl KOHTPOJI KauecTBa U
IpaJlydpOBOYHBIMU PACTBOPAMH/CTaHAAPTAMH LHMKJIOB, OTHOCSIIUXCS K YKa3aHHBIM
CyOBbeKTaM).

103. Ecnu B OTHOLIEHUU OINPEAEIEHHONW TO3UPOBKHU ONPEAECIEHHOTO JIEKAPCTBEHHOTO
Iperapara IpoBEIECHO HECKOJBKO HCCIEIOBAHUN, YaCTh U3 KOTOPBIX IOATBEPKIAET €r0
OMOSKBUBAJIEHTHOCTb, & YAaCTh HET, BCIO COBOKYMHOCTh JJAHHBIX HEOOXOAMMO pacCMaTpUBATh
Kak equHoe 11esoe. B pacuer He0OX0AMMO MPUHUMATH TOJIBKO MCCIIEJOBaHMs, YKa3aHHbIE B
yactu [II nHacroamux IlpaBun. Hanuume wuccienoBaHuii, IMOATBEPKIAAOIIAX
OMOPKBHUBAJIEHTHOCTb, HE SIBJSIETCS MOBOJOM HE pacCMaTpHUBATh UCCIEIOBAaHUSA, B KOTOPBIX



OHa HC IIOATBCPIKACHA. 3asiBUTEIh JOJIDKCH TIONATCIBHO ITPOAHAIN3UPOBATh BCC PC3YJIbTATHI U
000CHOBATh HaAJIMYKE OMOPKBHUBAJICHTHOCTH. B kauecTBe AJIbTCPHATUBBLI B JOIIOJTHCHHUC K
OTACJIBbHBIM HCCICOOBAHMUAM, II0 BO3MOKHOCTH, AOIIYCKACTCA ITPOBCACHHC O606IHCHHOF0
daHaJIn3a BCCX HCCHCHOB&HHﬁ. HC)IOHyCTI/IMO 0606IIIaTB HCCJICA0BAaHUA, HC ITOATBECPKIAAIOIINC
HaJIn4uc 6H03KBI/IBaHeHTHOCTH, €CJlIn HCCICO0BAaHU, IMOATBCPIKAAOIIHUC
6I/IOC-)KBI/IBaJI€HTHOCTB, OTCYTCTBYIOT.

10. JlexapcTBeHHBIE IpENapaThl C y3KAM TEPAIIEeBTUICCKUM THANIa30HOM

104. donmyctumbiii uHTepBain i AUC JiekapCTBEHHBIX NpENnapaTtoB € Y3KUM

TepPaNeBTHYCCKUM auanasoHoM cienyer cysuts jno 90,00-111,11 %. Ilockomeky C

3aHMMAaeT 0c000€ MECTO C TOYKHU 3peHust 3PPEeKTUBHOCTH, O€30MACHOCTH U MOHUTOPHUHIA
KOHIICHTPAI[MU aHAJIU3UPYEMOTO BEIIECTBA, TOMYCTUMBIN UHTEPBAJ JI JAHHOTO MapaMeTpa
takxke ciuenyer cy3utb g0 90,00-111,11 %. IlpuBectn ucuepmnbiBaroliee ONMPEAECICHUE
JIEKapCTBEHHBIX MPEMAPATOB C Y3KUM TEPANEBTUUECKUM JIMANIa30HOM HEBO3MOKHO, TO3TOMY
penieHue 00 OTHECEHUM JICHCTBYIOIIETO BEIIEeCTBa K 3TOW Tpymlme cleayeT MPUHUMATD,
MCXO/IS1 U3 KIMHUYECKUX 0COOCHHOCTEN EUCTBUS U MPUMEHEHUS JIEKAPCTBEHHOIO Mpenapara
(Tpu HEOOXOUMOCTH TPUBJIEKASI SKCIIEPTOB YIIOJIHOMOUYEHHBIX OPTaHOB TOCY/IaPCTB-YWICHOB
U (W1K1) DKCIEPTHBIA KOMUTET).

Cuocka. IIynkr 104 ¢ usmenenuem, BHeCEHHBIM penieHueM Coseta EBpazuiickoi
skoHOMMYecKoi komuccuu ot 12.04.2024 Ne 30 (Bcrymaer B cuity 1o ucreuenun 30
KaJICHIAPHBIX JHEH C AaThl €ro OPUIIMATIBLHOIO OMYyOJINKOBAHMS).

11. JlexapcTBEeHHBIE IIPEMAPATHI C BRICOKOH BapHaOeIbHOCTHIO

105. Eciiv BHYTpUUMHAMBUYaJIbHAS BapHaOeIbHOCTh (DapMaKOKMHETHYECKOT0 TapamMeTpa
npessimaet 30 %, Takue JeKapCTBEHHbIE MpenapaThl MPU3HAIOTCS BHICOKO BapraOeIbHBIMU.
Ecnu 3asBuUTENbh CUMTAET, YTO JIEKAPCTBEHHBIM MpemnapaT MOXKET 00JaJaTh BBICOKOM
BapraleIbHOCTHIO TI0O CKOPOCTH U (MJIM) CTENeHu abcopOIuu, PEKOMEHIYETCSl MPOBOJIUTH
MCCJIEI0BAHUSI C IOBTOPHBIM (PEIUIMKATUBHBIM) MEPEKPECTHBIM TU3aHHOM.

106. JIekapcTBEeHHBIE MpenapaThl C BHICOKON BapruaOeIbHOCTHIO, JIJIsT KOTOPBIX OOJIbIIIee
pasnmuane B C - CYUMTACTCS KIMHUYCCKH HE3HAYUMBIM (IIOATBEPXKACHHOE CTPOTHM

KIMHUYECKUM OOOCHOBAHUEM), €€ OIEHKa MOXET OCYIIECTBIAThCA Ha OCHOBAaHUU
pacuIMpeHHbIX HHTEPBaAJIOB. B a3TOM ciydae kputepuit npuemsieMoctu st C_ MOXKET ObITh
max

pacmper 10 69,84-143,19 %. B nemax pacmmpeHus KpUTEpHs MPUEMIIEMOCTH TH3alH
UCCJIeI0BaHUST OMOSKBUBAJIEHTHOCTH JOJKEH OBITh MOBTOPHBIM M B HEM HEOOXOIUMO
MOATBEPAUTE, 4TO BapuabenbHOCTh C PedEepeHTHOrO JIEKApCTBCHHOTrO Mpemapara B

UCCIECOBAaHUMN JEeUCTBUTENBbHO mpeBbimaer 30 %. 3asgBUTENb NOJDKEH [0Ka3aThb, YTO
BBIYMCIIEHHAs BHYTPUMHAWBUYyalbHasi BapuaOEIbHOCTh JOCTOBEpPHA, a HE OO0YCIIOBIIEHA



BbIOpOCcaMu. BO3MOXKHOCTh paclIMpeHusi JOMYCTUMOTO WHTEpBajla HEOOXOAMMO 3apaHee
OTOBOPHUTH B MPOTOKOJIEC UCCIICTOBAHMUS.

107. OmnpeneneHue CTENEHW pacUIUPEHUs] HHTEepBaja OCHOBAHO Ha
BHYTPUUHIUBHUIyATbHON BapuaOCIbHOCTH, TOJYYCHHOW IO pe3yjbTaTaM HCCIICTOBAHMS
OMOSKBUBAJICHTHOCTH C HCIMOJb30BAHHEM METOJa OMOIKBHBAJIEHTHOCTH B CPEIHEM C
MmacirtabupoBanueM (scaled average bioequivalence) cormmacHo gpopmyie:

[U,L] = p(EkxSwR)

rjae:

U - BepxHsig rpaHulia UHTEpBaJia MPUEMIIEMOCTH;

L - HKHSs TpaHuUIla MHTEpBaJla MPUEMIIEMOCTH;

k - perynsTopHas koHcTanTa, mpunsrtas 3a 0,760;

S, -~ BHYTPHHHAMBUYaIbHOE CTAHAAPTHOC OTKIOHCHHUE

norapuMuIecKu NpeoOpa3oBaHHbIX 3HaueHnid C_  JIEKapCTBEHHOTrO mperapara

ax
CpaBHEHUS.

108. B mpuBeneHHo#l Talnuile MPEACTaBI€Hbl IPaHULIBl UHTEPBAJIOB MPU3HAHUS
OMOPKBUBAJIEHTHOCTH, PACCUMTAaHHbIE HA OCHOBAaHUM ONUCAHHOW B myHKTe 107 HacTOSIINUX
[IpaBun MeTOAOJIOTUM B 3aBUCUMOCTH OT pa3JIUYHOM CTENEeHUu BapualdelbHOCTU
(bapMaKOKMHETUYECKUX ITapaMeTPOB JIEKAPCTBEHHOTO Mpernapara.

Buyrpunaausuayanbasii CV ( %)* Hwxnass rpanuna BepxHss rpanuna
30 77,23 129,48

35 74,62 134,02

40 72,15 138,59

45 69,84 143,19

50

[Tpumeuanue: * CV (% )= 100

e
I."IES'.".".'-I. -1

109.0THOI1IIEHNE TEOMETPUIECKUX CPETHUX (hapMAKOKHHETHUYECKUX IMapaMeTPOB JIOJKHO
HaxoauThes B npeaenax 80,00-125,00 %.

Pacmiupenue mnpuemiaeMbiX rpaHul] OMOJOCTYMHOCTH Ha OCHOBAHUM BHYTPHU
UHIVBUyaIbHOM BapuabenbHOCTH He pacnpocTpansercs Ha AUC, rpaHuilsl KOTOPOil BHE
3aBUCUMOCTH OT BapuaOeIbHOCTH JIOJKHBI ObITh orpaHuyeHbl uaTepBaioM 80,00-125,00 %.

110. ITpu mOBTOpPHOM JU3ailiHE MCIOJB3YIOT 3-X WU 4-X MEPUOJIHYIO0 MEPEKPECTHYIO
CXEMY HCCJIeIOBaHUSI.



IV. Tect cpaBHUTENBHOM KMHETHKA PaCTBOPEHHUA in Vitro

111. Meroauka Beinosnenuss TKCP u ocHOBHble TpeOOBaHUS MO KCIOJIb30BAHUIO
bakTopa mozmobust (cxomumocty, f,-kpuTepuii) JOKHBI COOTBETCTBOBATH TPEOOBAHMSIM,

yKa3aHHbIM B nipwitoxkeHnu Ne 5 x Hactosmmm [IpaBunam.

1. Tect cpaBHUTEIFHOM KHHETHKH PaCTBOPEHHS in Vitro kax
ZOTIOJTHEHHe K HCCIISNOBaHUAM OHOSKBHBAJICHTHOCTH

112. Heobxomumo mnpexacraButh pe3yibratel TCKP cepuit uccmemyemoro
JIEKapCTBEHHOIO TIpernaparta U peepeHTHOro JIEKapCTBEHHOIO Tpernapara, UCI0JIb30BaHHBIX
B MCCJICIOBAaHNH OMOIKBUBAJIEHTHOCTH, B TPEX Pa3IMUHBIX Oy(epHbIX cpemax (0OBIYHO MPHU
pH 1,2; 4,5 u 6,8) u cpene, mojiexaiie UCIOIL30BAHUIO B BBIMYCKAIOIIUX HUCIBITAHUAX
JIEKapCTBEHHOTO Mpenapara (cpena A KOHTPOJI KauecTBa, BKIII0YaeMas B crieliupuKanuio (
HOPMATHUBHBIA JOKYMEHT IO KOHTPOJIO KauyecTBa JIEKapCTBEHHOrO IIpernapara)).
HUccnenoBanue  HEKOTOPBIX  JE€KAPCTBEHHBIX  (opMm, HampuMmep, TaOJIEToK,
JUCIIEPTUPYIOIIUXCS B MOJOCTH PTa, MPOBOJAT B Pa3IMYHBIX YCIOBUAX. OTYET 0 pe3ysbTaTax
HCCIIeIOBAHUSI CIIEAYeT MPEICTaBISITh B BUE TPOQUIIEH JOJIM paCTBOPEHHOTO KOJUYECTBA BO
BPEMEHU C YKa3aHUEM CPEHUX 3HAYCHHUN 1 000O0IIAIONNX CTATUCTHUK.

113. B oTcyTcTBHE MHBIX 000CHOBaHUH crienuduKanuu (HOPMaTUBHOM JOKYMEHTE I10
KOHTPOJIIO Ka4eCTBA JIGKAPCTBEHHOr0 Mpemnapara) JJisi KOHTPOJISl Ka4ecTBa MO MOKa3aTelo
PactBopenue" ucciiegyemMoro JiekapcTBEHHOTO TMperapara CiaeayeT COCTaBIsITh HA OCHOBAHUU
npoduiis pacCTBOPEHUSI CEPUU HCCIIEAYEMOro JEKapCTBEHHOI0 Mpernapara, NOATBEpAUBILIEH
OMO’KBHUBAJICHTHOCTh pe(EpEeHTHOMY JIEKapCTBEHHOMY IIpemnapary (B COOTBETCTBHH C
TpeboBanusIMU npuiioxkenust Ne 5 k Hactosiiuum [IpaBunam).

Ecnu pesynbratel TCKP, npoBeieHHOTO C pa3jiuyHbIMU CEpUSIMU, HE TOATBEPKIAIOT
paHee JI0Ka3aHHYIO B MCCJIEIOBAHUAX 1IN VIVO OHMOAKBUBAJEHTHOCTh, TO ONHUPAIOTCS Ha
pe3yIbTaThl HCCIeNOBaHUA in vivo. OTHAKO HEOOXOAUMO U3YUYUTh W OOBSICHUTH MPUYUHBI
TaKOr'0 PacXOXKIACHUS.

2. Tect cpaBHHTENHHON KMHETHKH PaCTBOPEHHUS B IeIX OnoBeiBepa
JOIOTHUTENBHBIX JO3UPOBOK

114. OOGOCHOBAaHHOCTb HENPOBEJCHUS JOMOJHUTEIbHBIX HCCIEeI0BAaHUN
OMO’KBUBAJICHTHOCTH 1IN ViVO HEOOXOJMMO TOATBEPAHWTH BBIMOTHEHHBIM HAJICKAIUM
ob0pa3zom TCKP. Ecnu He ykazaHo nHOE, HEOOXOUMO U3YyUYUTh PACTBOPEHHUE MPU PA3TIUYHBIX
3HaueHussx pH (oosruno mpu pH 1,2; 4,5 u 6,8). Jlns Bcex NpeAcTaBICHHBIX CEpUid
HEOOXOMMO MOATBEPAUTH COMOCTABUMOCTh MNMpOo(dUIIe pacTBOpeHUs In Vitro Mexay
JOTIOJTHUTENbHBIMU  JO3UPOBKAMU U JO3UPOBKAMHM U3 CEPHUHU, HCIIOJIb30BAHHOU B
UCCJIeIOBAaHUU OMO3KBUBAJIEHTHOCTH, BO BCEX YCIOBHUAX (C yueTOM TpeOOBaHUN MPUIIOKEHHUS
No 5 x Hacrosmum IIpaBunam).



115. IIpu 3nauenusix pH, mpu KOTOPBIX HU JUIsl OHOW U3 JO3UPOBOK HE YJIA€TCS JOCTHYb
MOJTHOTO pacTBOpeHus, ycioBus nposeaeHus TCKP Mexay 103upoBKaMu MOTYT pa3inyaThCsl
. OHaKo MJI MOATBEPKIAEHUS TOTO, YTO 3TO OOYCIIOBJIEHO CBOWCTBAMHU JEHCTBYIOIIETO
BEIIECTBA, a HE JEeKapCTBEHHOHW (GOpMbl, HEOOXOJUMO TMPOBECTH CpPAaBHEHUE C
COOTBETCTBYIOIIEH JTO3UPOBKON pedepeHTHOTO JICKAPCTBEHHOTO mpemnaparta. Kpome Toro,
3asBUTENIb BIpaBe MOATBEPIUTH COMOCTABUMOCTH Mpoduiied s OJUHAKOBBIX 103 (

HaIlpuMep, MKy ABYMsl TaOJETKaMH C IO3UPOBKOM 5 MI' U OAHOU TaONETKOM C T03UPOBKOM
10 mr).

V. Ot4get 00 uccinenoBanun
1. Otuer 006 ucciiegoBaHAM OHOSKBUBAJIEHTHOCTH

116. Otyer 00 uccinenoBaHUM OMOAKBUBAJIEHTHOCTH JIOJIKEH COAEpkKaTb BCe
HEOOXOJUMBIE CBEICHHS O MPOTOKOJE HCCIEAOBAHUSA, NMPOBEICHUH HCCIEIOBAHUS U €r0
ananu3e. OTYeT MOJKEH ObITh COCTaBJIEH U IMOJIMCAH UCCIEI0BATEIEM B COOTBETCTBUU C
npwiokeHueM Ne 1 Kk mpaBwiaM HaJjexkanedw KiIMHUYeCKoM mpaktuku Corosa,
yTBepxkaaeMbiM Komuccueit u npunoxenuem Ne 7 k HactosimiuM [IpaBunam. CTpykrypa
oTyeTa 00 UCCIeI0BAHNM OMO3KBUBAJIEHTHOCTH JOJKHA COOTBETCTBOBATH MPUIIOKEHUI0 No 7
K HactosiuM [IpaBunam.

B otuere HeoOX0auMO yKazaTh (haMHIIMM M UMEHA OTBETCTBEHHBIX HMCCIIeJOBaTENeH, UX
MEeCTO paboThl, MECTO M JUIMTEIbHOCTh MPOBEICHUS HCCIEAOBAHMS, CEPTUPUKATH HIU
3aKJIIOYEHUS], COCTABIICHHBIE 10 pe3yJibTaTaM ayauTa (Mpu HAIUYUN).

117. Otyer nOJKEH coaepKaTh MOATBEPKAEHUE TOTO, YTO BHIOOpP pedepeHTHOTO
JIEKapCTBEHHOTO IIpernapara COOTBETCTBYEeT TpeOoBaHUsIM mojapasnena 2 pazgena IlI
Hactosamux [IpaBun. B yacTHOCTH, HEOOXOAUMO yKa3aTh €ro TOProBO€ HAaWMMEHOBAHUE,
J03UPOBKY, JIEKAPCTBEHHYIO (JOpMY, HOMEDP CEPUH, IPOU3BOAUTENS, CPOK TOJHOCTH U CTPaHy
, B KOTOpOii ObLT TpHOOpeTeH peepeHTHBIH JIeKapCTBEHHBIN MTpenapar.

118. B otueTe HE0OX0IMMO yKa3aTh HAMMEHOBAHHE, COCTAB, pa3MeEpP U HOMEP CEPUH, IaTy
OPOU3BOJACTBA M, IO BO3MOXHOCTH, ATy HCTEYEHUS CPOKAa TOJHOCTU HCCIEAYEMOIO
JIEKapCTBEHHOTO Iperapara.

CepTuduxatsl aHann3a UCCIeayeMoro u pedepeHTHOTO JEKapCTBEHHBIX MPEnapaTos,
WCIIOJIb30BaHHBIX B UCCIIEA0BAHUY, TPUKIIAIBIBAIOTCS K OTUETY B BUJIE NIPUIIOKEHUS.

119. CBenenus o KOHIIEHTpAIUAX, (PApMaKOKMHETUUECKUX MapaMeTpax U pe3ysibTarax
CTaTUCTHUYECKOrO0 aHajdu3a HEOoOXOJUMO MpEeICTaBUTh B 00BEME, MPEeIyCMOTPEHHOM
noapaznenoM "llpencraBinenue manHbix" nmoapaszaena 9 pasgena Il nactosiuux IlpaBu.
Cokpamienue (apMakOKMHETHYECKUX MapaMeTPOB YKa3blBA€TCS B COOTBETCTBUU C
npuiioxenneM Ne 8.

2. IIpoune TpeOOBaHMA K IPEACTABICHHUIO PE3YIETATOB HCCICIOBAHUA
OHO3KBHBAJICHTHOCTH B COCTaBE PETHCTPAIMOHHOTO JIOCHE



120. 3asBuTENb MOJDKEH MPEACTABUTH IMOJMUCAHHBIA UM O(PUIIMATBHBIA JOKYMEHT,
MOATBEPKAAIONIUM, UTO KOJIMUYECTBEHHBIN COCTAB M TEXHOJIOTHS MPOU3BOICTBA U3YUYEHHOTO B
UCCIIEIOBAaHNN OMOPKBUBAJICEHTHOCTH JIEKAPCTBEHHOTO TMperapara M JEKapCTBEHHOTO
npernapara, IMOJaHHOTO Ha PETrUCTpaluio, He OoTiaudarTci. Heo0xoauMo NpUIoXHUTh
CpaBHUTENBbHBIC TPOQP TN PACTBOPEHHUS (B COOTBETCTBHH ¢ pasnenom [V Hacrosmux [IpaBwn
U npusiokerrem Ne 7).

Otder 0 Baimujanuu OMOAHATUTHUYECKOrO METOJa W aHAJUTUYECKUN OTUeT,
MOATOTOBJICHHBI B COOTBETCTBUU C TpeOOBaHUAMHU NpuiioxkeHus Ne 6, HE0OX0AMMO
BKJIIOYUTH B MOJIYJIb 5 PETUCTPALIMOHHOIO JIOChE JIEKAPCTBEHHOTO IMpernapara.

121. 1o 3ampocy HEOOXOIUMO MPEACTABUTH JaHHBIE (HAIIPUMED, B BUAC FIEKTPOHHOTO
TEKCTOBOrO (paiiyia ¢ JTaHHBIMU, pa3JeICHHBIMU 3aNATHIMU WK TpoOenamu, win Qaina B
dbopmate Excel, wim B mHOM (popMaTe Mo COTIACOBAHUIO C YMOJHOMOYEHHBIM OPTaHOM),
JOCTaTOYHBIE JIJIsi BOCIIPOU3BECHUS (PApMaKOKUHETUYECKOT0 U CTATUCTHYECKOTO aHaJn3a,
BKJIIOYas JaHHBIE O BpeMEHU 0TOOpa 00pa3lioB, KOHIIEHTPAIIMU JIEKAPCTBEHHOTO Mpernapara,
3HAYCHMSIX (PAPMAKOKMHETUUECKUX MapaMeTpPOB Ka)kJA0ro CyObEeKTa B Ka)XJIOM MEPUONE U
CXeMe paHJOMU3AIINH.

VI. O6BeM rccnenoBannii IpH BHECEHHH H3MEHEOHHM B PETHCTPAHOHHOE
J0Che

122. Ilpu n3MeHeHun paHee 0JOOPEHHOTO COCTaBa WJIM TEXHOJOTHUU NMPOU3BOJICTBA,
KOTOpbl€ MOTYT TOBJIMSATH Ha OHOJOCTYNHOCTb, MPOBOJASTCS HCCIEIOBaHUSA
OMOSKBUBAJICHTHOCTH 1N VIVO, €CIM HE NPEACTaBICHO HHBIX 00O0CHOBaHMH. Bceskoe
IPEICTaBICHHOE 00OCHOBAHME JOKHO OCHOBBIBATHCS HAa OOIIMX MPUHIMMIAX, B YACTHOCTH,
yKa3aHHbIX B mnpujioxkeHun Ne 4 k HactosimuMm IlpaBunam, wiM npu yCTaHOBJIEHUU
npuemsieMoii (ypoBHs A) in vitro — in vivo koppesiuu (IVIVC).

Ecnam OMogocTynmHOCTh M3MEHEHHOTO JIEKAPCTBEHHOrO Mpenapara paHee U3yyeHa u
yCTaHOBIIeHa mpuemieMas (ypoBHS A) KOppensmusi Mexnay (papMaKOKHHETHUYECKUMHU
napameTrpamu in vivo ¥ KUHETHUKON pPacTBOPEHMS In Vitro, MpU COMOCTABUMOCTH TPOQUIIS
pacTBOpeHHUs in Vitro MeXAy H3MEHEHHBIM JIEKapCTBEHHBIM IIpenapaToM M paHee
0JI0OPEHHBIM B T€X )K€ YCIOBHUSIX UCHBITAHUS, KOTOPbIE UCIIOJIb30BAINCH Il YCTAaHOBJICHUS
KOPpEJSLIUU, UCCIEA0BaHNE OMOIKBUBAJIEHTHOCTH MMPOBOAUTH HE TPpeOyeTcs (B COOTBETCTBUU
¢ npusiosxkenrem Ne 5).

123. IIpu BHECEHMU U3MEHEHUI B PETUCTPALMOHHBIE JOCHE JIEKAPCTBEHHBIX MPENAPATOB,
KOTOpbIE HE SABJIAIOTCS BOCIPOM3BEIEHHBIMH JIEKAPCTBEHHBIMH IpernaparamMu (Harpumep,
OpUTMHAJIbHBIE, HOBbIE KOMOMHAIIMU, XOPOIIO M3YYEHHOE MPUMEHEHHUE), IJis MPOBEACHUS
uccnenoBanusi 6uoskBuBameHTHOCTH U TCKP B xauectBe pedepeHTHOTO JIEKapCTBEHHOTO
npenapaTta CIyKUT paHee OJJOOPEHHBIN JEKapCTBEHHBIM IpernapaT ¢ MPEKHUM COCTABOM,
MECTOM MPOU3BOJICTBA, YIIAKOBKOMW U T. II.



124. Tlpu BHECEHUM M3MEHEHHI B JIOCb€ BOCIPOU3BEIACHHOTO WU THOPHIHOTO
JIEKapCTBEHHOI'O MpernapaTa Jyuisl UCCIeI0BaHMsI OMOIKBUBAJIEHTHOCTH B KAUECTBE Mpernapara
CpaBHEHMsl (KOMIMapaTopa, KOHTPOJISI) MCIOJb3YEeTCSd HMMEIOLAsICd Ha pBIHKE Ccepus
pedepeHTHOro JIeKapCTBEHHOTO Mpenapara. Ecinu gexapcTBEHHBIN mpenapar OTCyTCTBYET Ha
pBIHKE, TO CpaBHEHHUE JOIMYCKAeTCS OCYIIECTBISATH C paHee OJOOpPEHHBIM COCTABOM (
BOCIIPOM3BEJACHHOTO WJIM THOPUIHOTO JIEKAPCTBEHHOrO IMpernapara) ¢ MpeIcTaBICHUEM
COOTBETCTBYIOIIETO OOOCHOBaHMs. [lpu W3MeHeHUsIX, HE TpPEeOYIOUUX UCCIEeIOBAHUS
OMOSKBUBAJICHTHOCTH, CJIEAYET PYKOBOJCTBOBATHCS PEKOMEHAAIMUSMU M TpeOOBAHUSIMU

aKTOB, BXOJAIIMX B IIpaBO C0103a, B ccpepe O6paH_I€HI/I$I JICKAPCTBCHHBIX CPEACTB.
IMPUJIOXEHME Ne 1
k [IpaBunam nmpoBeaeHus
MCcIe0BaHNH OMOPKBHBAIEHTHOCTH
JIEKapCTBEHHBIX ITPENapaToB B paMKax
EBpa3zuiickoro 3kK0OHOMHUYECKOT0 COI03a

OBIIIUE TPEBOBAHNA
K HCCIIEIOBaHUIO OHMOAKBHUBAJIECHTHOCTH PA3/IMIHEIX JIEKAPCTBEHHBIX (JOPM JIEKAPCTBEHHBIX
IpenapaToB

Cnocka. [Ipunoxenue | ¢ n3amMeHeHus MU, BHECEHHBIMU penieHueM CoBera EBpasuiickon
sKOHOMHUYECKON Komuccur OoT 15.02.2023 Ne 22 (Bctynaetr B cuiy no ucreuenuu 180
KaJIeHJAApHBIX JTHEW C AaThl €ro O(pUIUATBLHOTO OIyOJIUKOBAHUS).

I. OOmue monoxeHus

Ecnu uccnenyemslii ieKapCTBEHHBIN MpenapaT COJIEPKUT APYTYIO COJb, CIOKHBIN 3up,
CTEpPEOU30OMEP MM HX CMECh, JIPYyroe KOMIUIEKCHOE COCIMHEHHE WIN NPOU3BOJHOE
JEHCTBYIOIIEr0 BEIIECTBA MO CPAaBHEHUIO ¢ peepeHTHBIM JIEKapCTBEHHBIM MPENapaToM, TO
OMOPKBUBAJIEHTHOCTh HEOOXOAMMO TMOATBEPAMTh C IOMOILBIO HCCIEIOBAHUM
OMO’KBUBAJIEHTHOCTH 1n Vvivo. OJHAKO €ciu JACHCTBYIOIIEE BELIECTBO HCCIENYEeMOro
JIEKapCTBEHHOTO Tpernapara HWJICHTUYHO JEUCTBYIOIIEMY BEUIECTBY pe(EepeHTHOTO
JEKapCTBEHHOr0 mpemnapara (WMiaM COIOEPKHUT COJM CO CXOXHMH CBOMCTBAMH,
ycTaHOBJIEHHBIMA B 4acTu Il mpunoxenus Ne 4 x mpaBwiam NpoOBEAEHUS MCCIIEIOBaHUN
OMOPKBHUBAJIEHTHOCTH JIEKAPCTBEHHBIX MpENapaToB B pamkax EBpazuiickoro s5KOHOMUYECKOTO
coro3a, yTBepxkaaeMbiM EBpa3uiickoil SKOHOMHUYECKON KOMUCCHEH (J1ajiee COOTBETCTBEHHO —
IpaBHJia UCCIIEe0BaHMs OMO3KBUBaNIEHTHOCTH, Coro3, KoMuccus)), To B HEKOTOPBIX ClTydasx,
ONMCAaHHBIX HMXE€ W B mnpuioxeHuun Ne 4 x IIpaBunam npoBeneHUs] HCCIEAOBAHUUN
OMOAPKBUBAJIEHTHOCTHU, MPOBEJICHUE HCCIEAOBAHUNA OMOIKBUBAJIEHTHOCTU In VIVO HE
Tpedyercs.

II. JIexapcTBeHHBIE GOPMEI I IpEEMa BHYTPh C HEMEIJICHHBIM BEICBOOOXKICHHEM CHCTEMHOI'O
neAcTBHA



B orcyTcTBUE ycinoBuHit 1 OnoBeliBepa (B COOTBETCTBHH C TPEOOBAHUAMH MPUITIOKCHUS
No 4 k IlpaBunaM mpoBefeHUS UCCIETOBAaHUN OMOAKBUBAJICHTHOCTHU) B OTHOIIIEHUM TaKHUX
JeKapCTBEHHBIX (OpM, Kak TabOJIETKH, KamCydabl M CYCICH3WH [JIs TpHeMa BHYTPb
HEOOXOJIUMO TPOBOJIUTH HMCCIEAOBAHUS OMOIKBUBAJICHTHOCTH. B OTHOIIEHWHM TaOJETOK,
OUCTICPTUPYIOIINXCSA B MOJIOCTH PTA, U PACTBOPOB Il NMpPUEMa BHYTPb NPUMEHSIOTCA
crienuanbHble, OMMCAaHHbIE HUXKE TPEOOBAHUS.

1. TabneTku, AUCIIEPTHPYIONTHECS B IIOJIOCTH PTa

Tabnerku, nucneprupytonmecs B nmojoctu pra (manee — TI),mpeanazHadenHs amis
OBICTpOrO pacTBOpeHust BO pry. Eciu geiicTByIOIIeEe BEIIECTBO TAKKE PACTBOPSETCS B CIIOHE
U CTIIOCOOHO BCACHIBATHCS YEPE3 CIUZUCTYIO 00O0JIOUYKY POTOBOM TMOJIOCTH, TO BpeMsl IIpuemMa
JIEKapCTBEHHOTO MpenapaTra U €ro KOHTAaKTa CO CIU3UCTON 000JOUKOMN SBISIOTCS BaXKHBIMU
¢dakropamu. [locie mpormareiBanmsi BEICBOOOIUBIIIETOCS AeCTBYoIIero Bemecta u3 T/I1,
MOKPBITBIX 000JIOUKOH, B 3aBUCUMOCTH OT COCTaBa JIEKAPCTBEHHOTO Mpernapara, BCaChiBaHUE
TaKXe€ MPOUCXOJIUT U B KEITYJOUHO-KUIIEUYHOM TpakTe. ECiIM MOXKHO MOATBEPAUTH, YTO
JICHCTBYIOIIIEE BEIIECTBO HE BCACHIBAECTCS U3 MOJOCTH PTa, a TpEeOYyeT MpOrIaTbIBAHUS IS
abcopOIMKM M3 KEIyJAOYHO-KUIIIEUHOTO TPaKTa, TO JIEKAPCTBEHHBIA Mpemapat MOXKET
YIOBJETBOPATh KPUTEPHUSIM OMOBEHBEpa Ha OCHOBAHMH OHO(ApMaIeBTUYECKON CHCTEMBI
kinaccuukanuu (BKC) (B coorBercTBUM ¢ TpeboBanusimu npuiioxkeHust Ne 4 x Ilpasunam
MIPOBEICHHUS UCCIIEIOBAHNI OMOIKBUBAJIEHTHOCTH). ECIIM 3TO HEBO3MOXKHO MOATBEPAUTH, TO
HE0OX0IMMO TTPOBOIUTH UCCIIEAOBAaHNE OMOIKBUBAJIEHTHOCTH Y YEJIOBEKA.

Ecnu THII sBnsitoTcst 1ONMOIHUTENBHON (HOBOI) JiekapCcTBEHHOM (popmoil u (uim)
paclIMpeHUEM JIMHENKU JO3UPOBOK [JIi MHOTO COCTaBa JIEKAPCTBEHHOI'O MIpernapara s
MpueMa BHYTPb, TO IPOBOJIST TPEXIMEPUOTHOE UCCIETOBAHUE C I[ETbIO OLICHUTh MPUMEHEHUE
Ta0JETOK, TUCTIEPTUPYIOMIUXCS B MOJIOCTH PTa, MPU OJHOBPEMEHHOM IpPUEME C BOAOWU WITU
0e3 Hee. OgHako ecnu OuoO3KBUBaJIEHTHOCTH Mexay T/II, mpunstoii 6e3 BoAbl, U
pedepeHTHBIM JIEKAPCTBEHHBIM MTPENapaToM, 3alUTOr0 BOJOM, MTOKa3aHa B JIBYXIIEPHUOTHOM
HCCIICIOBAaHNM, TO OMOdKBUBaNeHTHOCTE T/II1, 3ammuBaeMoi BOJIOM, CUMTACTCS JOKA3aHHOM.

Ecnu T/HIl mo orHOmeHWo K pedepeHTHOMY JEKapCTBEHHOMY Mpemnapary,
npeacrasisonieMy coboit T/II, sBasercs BOCHPOU3BEACHHBIM WM THOPUIAHBIM
JIEKapCTBEHHBIM TpENnapaToM, Npy IJIAHUPOBAHUU HCCIIEI0OBaHUS CIEAYET MPUICPKUBATHCS
CJIEIYIOLUX TPeOOBaHUI:

a) ecnu pedepeHTHBIN JEeKapCTBEHHBIN Mpenapar J0MyCTUMO Kak 3aluBaTh, TaK U HE
3anmuBaTh BOJOW, TO UCCIEAOBaHNE OMOAKBUBAICHTHOCTHIOKHO TIPOBOUTHCA 0€3 mpremMa
BOJIbI, TOCKOJIBKY 3TO OOJIbIIIE COOTBETCTBYET CIOCOOYy MPUMEHEHUS JIEKapCTBEHHOTO
mpemnapaTta B pPeabHBIX YCJIOBHSIX. DTO OCOOCHHO Ba)KHO, €CIU JCHCTBYIOIIEE BEIIECTBO
PacTBOPSETCS M BCAChIBACTCS M3 MOJIOCTH pTa. Eciin OMO03KBUBAJICHTHOCTh 0€3 MprueMa BOIbI
MOATBEPKIEHA, TO OMOIKBUBAJIEHTHOCTh C OJHOBPEMEHHBIM MTPUEMOM KUAKOCTU CUUTAETCS
JIOKa3aHHOM;



0) ecnu pepepeHTHBIN JEKApPCTBEHHBIM MpernapaT JIM00 3aluBaroT, TUO0 HE 3alHUBaIOT
BOJIOH, TO UCCIE0BaHNE OMOIKBUBAJICHTHOCTH MPOBOJAUTCS B COOTBETCTBYIOIIUX YCIOBHSIX (
CO CTaHJIAPTHBIM JABYXIICPHUOIHBIM MEPEKPECTHHIM JU3AHHOM);

B) ecii pedepeHTHBIN JICKApCTBEHHBIM Mpenapar Ju0o0 3amuBaioT, JTMOOHE 3alMBaIOT
BOJIOM, a MCCJIEAYEeMbIi JICKApCTBEHHBIN MpernapaT MpeaHa3HaueH g 000X Cmoco0oB
npuema, TO CpaBHEHUE MPOBOJIAT,

3anMBas U HE 3alMBasl MUCCIENYEMBbIN JIEKapCTBEHHBIM INpenapaT BOIOW, IPU 3TOM
JIEKapPCTBEHHBIM TIpernapaT MPUMEHSIETCS B COOTBETCTBHU C PEKOMEHIOBAHHBIM CIIOCOOOM (
TPEXIEPUOIHOE UCCIIeIOBaHKE B 3 Tpynmnax B 6 MOCIe0BaTEIbHOCTSX).

B uccnenoBanusx no usydenuro T/III, ecnu mociieqHsisi HE 3amUBaeTCS BOJOM,
PEKOMEHAYETCSI HEMOCPEACTBEHHO TEpell MPUEMOM JIEKApCTBEHHOTO Ipernapara CMOYHUTH
CIM3UCTYI0 000JI09Ky mosiocty pra 20 mit Boabl. [Ipuem xkugkocty B TeueHnue 1 gaca mocie
npuemMa JICKapCTBEHHOT O Tpernapara 3anperieH.

UccnenoBanne OMOSKBUBAJIEHTHOCTH B OTHOIICHUU TJICHOK, TUCIEPTUPYIOUIUXCS B
MOJIOCTH PTa, TUICHOK WJIM 3aIleYHBIX TaOJeTOK, TaOJeTOK IMOIBA3BIYHBIX U TabJIETOK
KeBaTeNbHbIX mpoBoauTcs mo aHamoruu ¢ THII. McciaemoBanume OMOSPKBUBaTIEHTHOCTHU
HEOOXOJIUMO TPOBOJUTH B COOTBETCTBUU C PEKOMEHAYEMBIM CIIOCOOOM MPUMEHEHHS
HCCIIEIyEMOTO JIEKAPCTBEHHOIO Mpemnapara.

IV. PacTBOpH! 11 IpHeMa BHYTPh

Ecnu nccnexyeMsblil iekapCTBEHHBIN TIpemapaT B MOMEHT MPUMEHEHHUS MPEACTABIISICT
co00if BOAHBIN pacTBOp Mg IpUEMa BHYTPbh M COAEPXKHUT Ty >K€ KOHLEHTPAIUIO
JICHCTBYIOIIETO BEIIECTBA, 4YTO M 3apErHCTPUPOBAHHBIM pPACTBOpP, TO MPOBEICHUE
UCCJIEIOBAaHUI OMOSKBUBAJIIEHTHOCTH HE Tpebyercs. OAHAKO €ClIM BCIOMOTATEIbHBIC
BEIIECTBA CIIOCOOHBI MOBJIMATH Ha MOTOPHUKY KEJIyJAOYHO-KHILIEYHOTO TpakTa (Hampumep,
COpOUTOJI, MAHHUTOJ U T.1.), a0COpOLUIO0 (HampHUMep, MOBEPXHOCTHO aKTHBHBIE BEIIECTBA
WIM COEANHEHHUS, BIUAIONINE HA OCIKU-IEPEHOCUYHKH ), TPOLIECC PACTBOPEHUS U BCAChIBAHMS
(Hanpumep, COpaCTBOPUTENN) WIIM CTaOUIBHOCTh JAEMCTBYIOUIErO BEIIECTBA In VIVO U €CIH
paznuyus MEXIy COAEp>KaHHEM BCIIOMOTATENIbHBIX BEIIECTB JOJKHBIM 00pa3oM He
00OCHOBaHBI MPOYMMH JAaHHBIMH, TO MPOBOJIUTCS HCCIEAOBaHHWE OMOIKBHUBAJICHTHOCTH.
TpeboBanust K BCIOMOTaTeNbHBIM BEIIECTBAM PACTBOPOB JJISl IpHUe€Ma BHYTPb aHAJIOTHYHbI
ycloBusIM OuoBeliBepa (¢ yueToMm TpeOoBaHui npusoxkeHus Ne 4 k [IpaBunam nposeneHus
UcCcleIOBaHUM OMOSKBHUBAJICHTHOCTH).

Ecin 6M03KBUBaNIEHTHOCTh MCCIEAYEMOTI0O JIEKAPCTBEHHOI'O IIpernapaTa, SBJISIOIIEToCs
pacTBOpPOM ISl TIpUeMa BHYTPb, JOJKHA OBITh MOJATBEPKACHA 10 OTHOMICHHIO K IPYTOMY
JIEKapCTBEHHOMY IpernapaTy ¢ HEMEJICHHBIM BBICBOOOXIEHUEM, TO HEOOXOAUMO MPOBECTH
MCCIIeZIOBaHNE OMOAKBUBAICHTHOCTH.

V. KoMOMHUpPOBAaHHEIE JIEKAPCTBEHHEIE IPENIapaThl



TpebGoBaHus 10 NPOBENECHNUIO UCCIEIOBAaHUS MPEJCTaBIeHbl B JOKyMeHTe Coro3a 1o
KJIIMHUYECKOM pa3padoTKe KOMOWHHMPOBAHHBIX JIEKAPCTBEHHBIX IPENapaToB. Y CIOBUS
OuoBeliBepa B OTHOLUICHUH KOMOMHHMPOBAHHBIX JIEKAPCTBEHHBIX IPENapaToB H3JI0KEHBI B
yactu V npunoxenus Ne 4 k [TpaBunam npoBeaeHus: ucciae10BaHUi OMO3KBUBAJIEHTHOCTH.

VL. JlexapcTBeHHBIE GOPMEI C HEMEIEHHBIM BHICBOOOXKIEHHEM CHCTEMHOT'O
JICHCTBYA, HE peTHa3HaYCHHEIE I NPHEMa BHYTPh

Hacrosmuii paznen, B 9aCTHOCTH, KacaeTcsl peKTalIbHBIX JeKapCcTBEHHBIX (popMm. B
OTHOILIIEHUM HUX, KaK MPaBUJIO, MPOBOJATCS HCCIENOBaHUS OMO’KBHBaJIeHTHOCTH. Eciu
JIEKapCTBEHHBIN Mpenapar npeAcTaBisieT cOO0N pacTBOpP, KOTOPHIA COJIEPKUT JIEUCTBYIOIIEE
BEILIECTBO B TOM 7K€ KOHLIEHTPALINH, YTO U 3apETUCTPUPOBAHHBIN JIEKAPCTBEHHBIN MPEIApar ¢
TEM € KaueCTBEHHBIM M CXOXXUM KOJIUYECTBEHHBIM COJEPNKAHHEM BCIIOMOTATEIbHBIX
BEIIECTB, BO3MOXKEH OMOBEHMBEp (IIPH TOM MOTYT MPUMEHATHCS TPEOOBaHUS, AaHAIIOTHYHbBIE
JUISL PacTBOPOB Uil mpueMa BHYTpPh). [lojokeHust maHHOTO Mmojpasjeia He OTHOCITCS K
JIEKapCTBEHHBIM TIpemaparaM JJisi WHTAISINN, TPUMEHSIEMBIX Il JICUCHHs] OpOHXUATBHOM
aCTMbI U XpOHUUYECKHE OOCTPYKTUBHBIC OOJIE3HU JIETKHUX, a TAKKE K TOPMOHAIBHBIM CIIPESIM
JUTS1 HA3aJIbHOTO TPUMEHEHUS.

VII. PacTBOpEHI 11 HapeHTCPAIbHOTO BBEICHUA

Ecnu uccnenyemslii J€KapCTBEHHBIN IIpenapaT NPUMEHSETCS B BUAE BOJHOTO PacTBOpa
IUI1 BHYTPUBEHHOTO BBEACHHUS U COLCPKUT TO K€ JECHUCTBYIOIIEE BEUIECTBO, 4YTO M
3apEeruCTPUPOBAHHBIM JIEKAPCTBEHHBIM IMpemnapar, TO IPOBEACHUE HWCCIEI0BaHUS
OMOPKBUBAJIEHTHOCTH, KaK MpaBmIo, He TpeOyeTcs. OHAKO €CIU OJJHO U3 BCIIOMOTaTEeIbHbBIX
BEILIECTB CHOCOOHO B3aUMOJEHCTBOBATH C JEWCTBYIOIIMM BEIIECTBOM (Hampumep, ¢
oOpa3oBaHMEM KOMIUIEKCOB) WU JPYyrUM OOpa3oM BIMSATH Ha €ro pacrhpeiesieHHe,
MeTa00JIN3M U BBIBEJIEHUE, TPeOYyeTCs MPOBEIEHUE UCCIIEN0BaHMs OMOAKBUBAIEHTHOCTH. Ero
MOXHO H30€XaTh, €CJIM CPAaBHHBAEMBbIE JICKAPCTBEHHbIE Npenaparhl COAEpPKaT MPUMEPHO
OJINHAKOBOE KOJIMYECTBO BCIIOMOTaTEJbHBIX BELIECTB U JOJKHBIM 00pa3oM J0Ka3aHO, YTO
MMEIOIIHECS Pa3Inyusl B UX COJIEPKAHUU HE BIUAIOT HA (DapMAaKOKUHETUKY JEHCTBYIOIIETO
BEILIECTBA.

[Ipn npyrux mapeHTEepalbHbIX NMyTAX BBEAECHHUS, HAIPUMEDP, BHYTPUMBILIEYHOM H
IOJIKOKHOM, €CJIM HCCJIENYEMBbId JIEKaPCTBEHHBIM Mpernapar MMEEeT OJWHAKOBBIM THII
pacTBopuUTENs (HAapUMep, BOJHAS WJIM MacisHas Cpelia), COAEPKUT TO K€ JEHCTBYIOIEe
BEIIECTBO B TOW K€ KOHUEHTPALUM M TE€ K€ BCIIOMOTAaTEJIbHBIX BEIIECTBA B CXOXKHX
KOJIMYECTBAX, YTO W 3apErUCTPUPOBAHHBIN JIEKaPCTBEHHBIM INpemnapar, TO IPOBEIECHHUE
MCCJIEeI0BAHNI OMOIKBUBAJIEHTHOCTH HE Tpedyercs. boiyee Toro, nmpoBeeHne ucciae oBaHus
OMOPKBHUBAJIEHTHOCTHU BOJIHBIX PAaCTBOPOB C PUMEPHO



OJHHAKOBBIM COACPKAHUCM BCIIOMOI'aTCJIBHBIX BCIICCTB HC Tpe6yeTCﬂ, CCJIN ITOCJICAHHUC
HC BJIUAIOT HA BA3KOCTB.

VIII. JIumocoMaJIbHEIE, MULISIUIIPHEIEC ¥ SMYJICHOHHEIE JICKAPCTBEHHBIE
(OpMEI 111 BHYyTPHBEHHOT'O BBEICHHUSA
1. JInmocoManbHEIe IeKApCTBEHHBIE ()OPMEL

dapMaKOKUHETUYECKHE OCOOCHHOCTH JIMTIOCOMANIBHBIX MIPENapaToB JIJIsi BHYTPUBEHHOTO
BBEJICHUS TPEOYIOT O0COOBIX TIOAXOJOB TOATBEPXKJACHUS OWODKBHUBAJICHTHOCTH B
cooTBeTCTBUHU ¢ npaBoM Coro3a.

2. OMynbcun

OMynbCcHU, KaK NpaBuiio, HE MOAJiexaT mpoleaype OuomeiBepa. OnHako mpu
COOJTIOJICHUN HUKETIEPEUMCICHHBIX YCIOBUM MpolieTypa OuoBeiiBepa BO3MOXKHA:
a) JIeKapcTBeHHas (popMa He MpeJHa3HAUEHA JIJIl KOHTPOJIUPYEMOTO BBICBOOOKIEHUS U (
WJIH) KOHTPOJIMPYEMOIO pacipeneneHus (BeKTOPHOM IOCTaBKH);
0) cmocod U CKOPOCTh BBEAECHUS COBMAAAIOT C TAKOBBIMH JISI 3apErUCTPUPOBAHHOTO
JIEKapCTBEHHOTI'O IIpenapara.
B Takux cimyyasx Ka4eCTBEHHBIA U KOJIMYECTBEHHBIN COCTAB JIEKAPCTBEHHOTO IIpenapara
HE JIOJDKEH OTIIMYAThCs OT 3apETUCTPUPOBAHHOTO; HEOOXOIUMO MPEACTaBUTh 0OOCHOBAHHbBIE
JaHHBIE, MOJITBEPKIAIOIINE BBICOKYIO CXOXKECTh (DU3UKO-XMMUUYECKUX CBOWCTB, BKJIIOYAS
(bpakIMOHHBIN COCTAB TUCIIEPCHON JTUMHUAHOMN (ha3bl U APYTrue 3HAYUMBIE XapaKTEPUCTUKH
AMYJbCUH, B TOM YHCJIE TOBEPXHOCTHbIE CBOWCTBAa (HampuMmep, XK-MOTEHIMAT U
PEOJIOTUYECKHE CBONCTBA).

3. JIekapCcTBEHHBIE IpeNapaThl JIUIMHAOB 11 BHYTPABEHHOT'O
apeHTEPATHHOTO IATaHUS

Ecnu B OTHOIIEHHH 3TUX JIEKAPCTBEHHBIX MpenapaToB MpeICTaBlIeHbl 000CHOBAaHHBIE
JaHHbIE O CONOCTAaBUMOCTH (PU3MKO-XMMHYECKUX CBOWCTB, BO3MOXHa Ipoleaypa
ouoBeliBepa. Paznuuns B cocTaBe MOTYT OBITh 0OOCHOBAHBI CBOMCTBAMH M MOKa3aHHUSIMH K
IPUMEHEHUIO TaKUX JIEKAPCTBEHHBIX (POPM.

4. Munemioo6pasyiomue mpenapaTsl

MunennspHsle pacTBOPHI Il BHYTPUBEHHOTO BBEICHHSI MOT'YT PacCMaTpPUBAThCS Kak "
KOMILJIEKCHBIE" pacTBOPBI, IO3TOMY OHU HE MOJMNAJAI0T 1o OMOBEHBED.
Opanako mpu coOI0IEHUN HUXKE TIePEUYHCIEHHBIX YCIOBUI OMOBEWBEpP BO3MOKEH:
a) P pa3BeIeHUH JICKAPCTBEHHOT'O MperapaTa B COOTBETCTBUU C PEKOMEHAALMSAMU 110
ero crnocoOy MpUMEHEHUs! MPOUCXOAUT OBICTPBIN pacmaj] MULIEIUI, a JIEKapcTBEHHas ¢opMma
HE MpeAHa3HaueHa JJIsl KOHTPOJIUPYEMOTO BBICBOOOXKACHUS UM PACIPEACIICHNUS;



0) crmocod U CKOPOCTh BBEJCHHS COBMAJAIOT C 3apETUCTPUPOBAHHBIM JIEKAPCTBEHHBIM
Mpernaparom;

B) BCIIOMOTAaTEIbHBIC BEIIECTBA HE BIHSIOT HA pacTpe/eieHie, MeTab0I3M U BhIBEJICHUE
JCHCTBYIOIIETO BEIIECTBA.

B Takux cimydasix KaueCTBEHHBIN M KOJMYECTBEHHBIM COCTAB MUIICIIIPHOTO PAacTBOpa
HETIOCPEJICTBEHHO TIepe]l BBEICHWEM HE JOJKCH OTIMYATHCS OT 3apErHCTPUPOBAHHOTO
JEKapCTBEHHOT'0 TMperapaTra; HEOOXOAWMO TPEACTaBUTh OOOCHOBAHHBIC JaHHBIC,
MOATBEPKAAIONINE CXOXKECTh (PU3MKO-XMMUYECKUX CBOMCTB. Hampumep, kputrudeckas
KOHIICHTpAaIUs MHIEI000pa30oBaHusi, CHOCOOHOCTh JIEKAPCTBEHHOW (OpPMBI K
comoOunu3anuu (Harpumep, MakCuManbHas 1o0aBouHas koHIeHTpanus (Maximum Additive
Concentration)), cBoOO/IHas W CBsi3aHHas (pakiys JEUCTBYIOIIETO BEIIECTBA U pa3Mep
MUIIETIT.

DT TpaBwiIa TaKXKe MPUMEHUMBI ITPH HE3HAUUTEIBHBIX H3MCHEHHSIX KaY€CTBEHHOTO MJTH
KOJIMYECTBEHHOTO COCTaBa JIEKAPCTBEHHOI'O Iperapara, MpPU YCJIOBHUH TOTO, YTO TaKHE
U3MEHCHUS HE 3aTparuBalOT KAaYEeCTBCHHBIM WIIM KOJWYECTBEHHBIH COCTaB
MMOBEPXHOCTHO-aKTUBHBIX BEIIECTB.

IX. JIekapcTBeHHBIE ()OPMEI C MOAU(UITMPOBAHHBIM BBEICBOOOKICHUEM
CHCTEMHOTO IeHCTBHSA

1. JIexapcTBeHHBIE (OPMEI C MOTU(PHITMPOBAHHBIM

BEICBOOOXKI€HHEM I IPHEMA BHYTPb WIH TPAaHCAEPMAIBHOTO
OPUMECHEHHA.

JlexapcTBeHHbBIE (POPMBI ¢ MOIUDUITMPOBAHHBIM BBICBOOOKICHUEM ISl TPUEMa BHYTPb
UM TpPAHCAEPMAJbHOTO MPUMEHEHHUs TpeOyloT MPOBEACHUS  HCCIEJOBAHUM
OMO3KBHUBAJIEHTHOCTH B COOTBETCTBUU C aKTaMU, BXOASIIMMU B npaBo Coro3a.

2. JlexapcTBeHHBIE POpMEI ¢ MOTUHIITPOBAHHEIM
BHICBOOOJKAECHHEM I BHYTPAMEIIIEIHOTO M IIOAKOKHOTO BBEICHHA.

[Ipu nmoaTBepkJieHUH OMOIKBUBAJIEHTHOCTH B OTHOUICHUHU CYCHEH3MH WM HHBIX
JEeKapCTBEHHBIX (OpM, MpEeAHA3HAUYCHHBIX [JI1 MOAU(UKAUMU BBICBOOOXKAECHUS
JNEUCTBYIOLIET0 BELIECTBA IPU €ro BHYTPUMBILIEYHOM MM NOJAKOKHOM BBEJICHHH,
OPUMEHSIOTCS TpeOOBAaHMS K MMOATBEPKICHUIO OMOIKBHUBAJIEHTHOCTH BHECOCYIUCTHIX
JEKapCTBEHHbIX (opM ¢ MOAM(PUUHUPOBAHHBIM BBICBOOOXKJIEHUEM (HAIpUMED,
TpaHCIEPMAJIbHBIX ), COTJIACHO aKTaM, BXOAsIUM B ipaBo Coro3a.

X. JIexapCTBEHHEIE peNIapaThl MECTHOT'O ACHCTBHUS, IPUMCECHSICMEIC
MECTHO WJIA HapyKHO



[IpaBuiia MO W3YUYEHUIO JIEKAPCTBEHHBIX MPENAapaToOB MECTHOTO IEUCTBUA (IpH
MepopaIbHOM, HA3aJIbHOM, JISTOYHOM, IJ1a3HOM, HAKOXKHOM, PEKTAIbHOM, BATMHAJILHOM U T.]I.
BBEJICHUH ), OTPAKEHBI B JIPYTUX aKTaX, COCTaBIstOIUX paBo Coro3a.

Ecnu uccnenyemsblii iekapCTBEHHBIN Tpernapar, MpeacTaBIISIIOMMUN co00i pacTBOp (
HalpuMep, KaIljiv ria3Hble, CIpeil Ha3albHBIN (32 UCKIIIOUEHUEM TOPMOHAIBHBIX Ha3aJIbHBIX
CIpEeB) WJIM PACTBOP MJIS HAPY>KHOTO MPUMEHEHMS), HE OTJIMYAETCS MO BHUIY CpPEIbl
pacTBOpeHus (BOJHAs WM MacisHas) U COACPKHUT TY K€ KOHIICHTPAIUIO TOTO >XE
JEUCTBYIOLIET0 BELIECTBA, YTO M 3apPErMCTPUPOBAHHBIN JIEKAPCTBEHHBIM Ipemnapar, TO
MOATBEPKIATh IKBUBAJICHTHOCTh MEXKJy HUMU He TpeOyerca. HesHauuTenbHble pa3andus B
COJIepKaHUU BCIIOMOTATENIbHBIX BEIIECTB JOMYCTUMBI, €CIIH 3HAYUMBbIC (hapMaIleBTUUECKHE
CBOMCTBA HCCJIEAYEMOTO U pedEepeHTHOro JIEKapCTBEHHOI'O Mpernapara WICHTUYHBI HIH
aHasnornyHbl. JI0Oble KaueCTBEHHBIE WM KOJIWUYECTBEHHBIE PA3NIUUUs B COJIEp)KAHUU
BCIIOMOTATENbHBIX BEIIECTB TPeOYIOT O0OOCHOBAHUS C NO3WIMA HX BIUAHUSA Ha
TEPaNEeBTUYECKYIO SKBUBAIIEHTHOCTh. [Ipy OTCYTCTBUU OCHOBaHUM CIOCOO U MyTH BBEJCHUS
JOJKHBI COOTBETCTBOBATH 3APETUCTPUPOBAHHOMY JIEKAPCTBEHHOMY IIpEnapary.

Ecin mocime MecTHOro mpMMEHEHHS JEKApCTBEHHBIX MPENapaToB IS MECTHOTO
MPUMEHEHHUS B CHIIy CUCTEMHOM abCOpOITMU BO3HUKAET PUCK CHCTEMHBIX HEXKeJaTeIbHbIX
peakiuii, HeoO0X0AMMO U3MEPUTh CUCTEMHYIO dKco3ulnio. HeobxoaumMo nmoaTBepAnuTh, 4TO
CHUCTEMHAS 3KCIIO3ULIMS UCCIEYEMOTO JICKAPCTBEHHOTO MPENapaTa He MPEBBILIAET TAKOBYIO
JIEKapCTBEHHOI'0 IIpernapara CpaBHEHMS, T.e. BepxHssA rpanuna 90 % noBepUTEIBHOTO
MHTEpBaJIa HE JOJKHA MPEBBIIATh BEPXHIOIO IPAHUILY PUEMIIEMOCTH OMO3KBUBAJIECHTHOCTH
(125,00 %).

Hu ovH U3 JIeKapCTBEHHBIX MpenapaToB MECTHOIO JCHUCTBUS, MPUMEHSIEMBIX MECTHO WJIN
HApY>KHO, HEJIb3sl paccMaTpuUBaTb B KaudyeCTBE BOCIPOMU3BEIACHHOI'O JIEKAPCTBEHHOTO
npenapara, NOCKOJIbKY OHHU TMOJNAJAI0T MOJ ONpeAeNeHue THOPUIHOTO JIEKAPCTBEHHOIO
rpermnapara.

XI. I'a3nr

Ecmu HeKapCTBeHHBIﬁ npenapar ABJIACTCA Ira30oM AJIA HHF&HHHHﬁ, HCCIJIICAOBAHUA

OMOSKBUBAJICHTHOCTH HE Tp€6y10TCH.

IMPUJIOXKEHUE Ne 2
k [IpaBunam nposeneHus
uccie0BaHNH OMOAKBHBAIEHTHOCTH
JIEKapCTBEHHBIX IIPENAapaToOB B PaMKax
EBpa3uiickoro 5KOHOMHUYECKOT0 CO03a

TPEBOBAHU A
K (hapMaKoMHAMHIECKHUM HCCIICIOBAHAAM B PaMKaX M3y9IEeHHUI
OHMOSKBHBAJICHTHOCTH



1. ®apmakoqMHAMUYECKUE MCCIIEIOBAHMS Y 3I0POBBIX JOOPOBOJIBIIECB WX MAIUEHTOB
MOTYT OBITh HCHOJB30BaHbl [Ji1 YCTAHOBJCHUS DJKBUBAJCHTHOCTH MEXIY JBYMS
JEKapCTBCHHBIMU TpernapaTaMu B ciydae, eciu (apMaKOKHHETHYECKHH TIMOJIXO0d HE
npuMeHuM. MccnenoBanue ¢papMakoIMHAMUYECKOM SKBUBAJIEHTHOCTH MOXKET MOHAI00UTHCH,
KOrJla KOJIMYECTBEHHOE ONpEJCICHUE COJEpKaHUs JIEMCTBYIOLIETO BellecTBa U (WJu)
METabOoJIMTOB B IUIa3M€ MJIM MOYE€ HE MOXKET OBbITh MPOBEACHO C JOCTATOYHOMU
YyBCTBUTEIBHOCTHIO W MpeUu3nOHHOCTHIO. Kpome Toro, dapmakoguHaMUueCKue
MCCJIEIOBAHMS SKBUBAJICHTHOCTH y YeJIOBEKa HEOOXOAMMBI, €CIIM U3MEPEHUE KOHIICHTPALIUN
JIEUCTBYIOIIETO BEIIECTBA HE MOXKET OBITh UCIIOJIb30BAHO B KAYECTBE CYPPOTaTHBIX KOHEYHBIX
TOYEK JIJISl MOATBEPKACHHS d()PEKTUBHOCTU M O€30MMaCHOCTH KOHKPETHOTO JIEKAPCTBEHHOTO
npernapara, Hanpumep, Uil JeKapCTBEHHOTO IIpenapaTa, OKa3bIBalOIIEro MECTHOE JICUCTBUE.
BwmecTe ¢ Tem ucciienoBaHus MECTHON JOCTYITHOCTH, OCHOBaHHBIE Ha (hapMaKOKMHETHIECKUX
UCCJIEIOBAHUSIX, POBEJICHHBIE OTACNIBHO JINOO COBMECTHO C UCCIIEIOBAHUSIMU PACTBOPEHUS
in vitro, MOTyT paccMaTpuBaThCs B KA4eCTBE CYPPOTaTHBIX KOHEUYHBIX TOYEK JJIs
MOATBEPKJICHUS] YKBUBAJIEHTHOCTU C TOYKH 3peHUs OnodapmarieBTUUEeCKOro KadecTBa U
BBICBOOOXK/ICHUS B MeECTE JCHUCTBUS IS HEKOTOPHIX JIEKAPCTBEHHBIX MPENapaToB,
OKa3bIBAIOIIMX MECTHOE JielicTBre. Kpome Toro, uccienoBanus OMOIKBUBAJICHTHOCTH TaKKe
HEOOXOJAUMBI, YTOOBI TOATBEPJIUTH HKBHUBAJIEHTHOCTh cUcCTeMHOM skcmno3uruu (AUC)
JIEKapCTBEHHBIX MPENapaToB MPU U3YYCHUH CHCTEMHONU 0€30MacHOCTH.

2. ®apMakOJIUHUMHUYECKHE HCCIEAOBAHUS HE PEKOMEHJOBAaHbl B OTHOIIECHUU
JIEKapCTBEHHBIX MPENapaToB, JACHCTBYIOIIEE BEIIECTBO KOTOPHIX MPOHUKAET B CUCTEMHBIN
KpoBOTOK. [Ipu 3TOM [ OLIEHKH CHUCTEMHOW OKCHO3UIMM U YCTAHOBJICHUS
OMOAKBUBAJICHTHOCTH MOXHO HCHOJIb30BaTh (apMaKOKMHETHYECKUU TMOAXOM. ITO
o0ycloBieHO TeM, 4TO (apMaKOoJAMHAMHUYECKHE W KIWHUYECKHUE KOHEYHBIE TOUYKHU
XapaKTepu3yrTcs 0ojiee HU3KOM YyBCTBUTEIBHOCTHIO K BBISIBICHUIO Pa3HUIIBI MEXIY
JEKapCTBEHHBIMU TIperaparaMyd B OTHOIICHUU UX OnodapMarieBTHYeCKHX CBOMCTB,
BBICBOOOXKIeHUST U abcopOumu. [TockonbKy KpuBBIE 3aBUCHUMOCTH "mo3a — addext" mms
(dhapMaKOTMHAMUYECKUX W KIMHUYECKUX KOHEYHBIX TOYEK OOBIYHO Oojiee Mojiorue, 4yem
COOTBETCTBYIOIIUE KpPHUBBIE 3aBUCHUMOCTH (PapMaKOKMHETUYECKHX IMapaMeTpoOB OT 03I,
HEO0OXOJIUMO J0Ka3aTh IOCTATOYHYIO aHATUTUYECKYI0 YyBCTBUTEIBHOCTh UCCIEIOBAHUS, TO
€CTh CITOCOOHOCTh pa3nuyaTh PEaKIUI0, MOJYUYCHHYIO MPU MPUMEHEHUH pa3HbIX 103. BaxkHo
MPOBOJUTh CPaBHEHMS B J103aX, BBI3BIBAIOIIUX HauOojee 3HAYUMYIO pEaKIuio, s
OTpeNIeNIeHUs] KOTOPBIX MOXKET MOTpeOOBaThCS MPOBEACHUE MUIOTHOTO HCCIIEIOBAHUS.
dapMakoJUHAMUYECKHE IOKa3aTeld HWMEIOT Bcerja OoJblIyl0 BapuaOeIbHOCTh, YE€M
(bapMakokuHETHYECKHUE JaHHBIE. DapMaKOIUHAMUYECKUE MOKA3aTed YacTO TOJIBEP>KECHbI
3HAUYUTENIbHOMY BIIMSIHUIO 3 dekTa mianedo, KOTOpblil 100aBisieTcss K BapuaOeIbHOCTH U
CIIOKHOMY JIM3aiiHy HMcclieoBaHusA. B pe3ynpTaTe MOXKET MoTpedoBaThcsi HAOOP OOJIBIIOTO



yycia MauMeHTOB JUIS JOCTHUKEHUS JOCTATOYHOM CTAaTUCTUYECKOM MOIMHOCTU. B
CpaBHUTENbHBIE (papMaKOAMHAMUYECKUE UCCIAEAOBaHUS CIEAYET BKIIOYATh IPYIINY IM1anedo
(TpeTbs Tpynma).

3. Ilpu nnaHupoBaHUU, MPOBEJCHUN U OLIEHKE PE3YyJIbTATOB UCCIEAOBAHUS JOJKHBI
COOJIONATHCS CIENYIOIINEe TPEOOBAHMS:

a) u3MepsemMas peakiys J0JDKHA MPENCTaBIsATh coboiidapmakomorudeckuii 3¢ dexr,
XapaKkTepu3yromuil 3pPekTUBHOCTD U (W11 )0€30M1aCHOCTh JIEKapCTBEHHOrO MpernapaTa;

0) MeToMKa OIEHKH (hapMakoJorudeckoro 3¢gdexra Jo0KHA ObITh BAIMAUPOBAHA C
TOYKH 3pEHUS TPABUIBHOCTH, MTPEIIU3UOHHOCTH, BOCIIPOU3BOAUMOCTH U CIIEUU(PUIHOCTH;

B) UCCJICIyEMBIN JIEKApCTBEHHBIN TIpenapat u peepeHTHBIN JTEeKaPCTBEHHBIN MpernaparT He
JOJKHBI BBI3BIBATh MAaKCHUMaJIbHYIO PEaKIUI0 B XOJAE HCCIEIOBAaHUS, MOCKOIBKY MOMKET
OKa3aTbCsl HEBO3MOXHBIM BBIABUTh DPa3JIMUMsl MEXAY JECHCTBYIOIIMMHU BEIIECTBAMH,
NPUMEHSEMBbIMHA B J103aX, KOTOPBIE BBI3BIBAIOT 3P (HEKThI, OJIM3KHE K MAKCUMAJIbHBIM WU
MaKCHMaJbHble, NPU 3TOM HM3YYEHHE 3aBUCUMOCTH "go3a — 3¢Q@dext" MoxkeT OBbITh
HEO0OXO0IMMOM YacThIO TAKOTO UCCIICI0BAHNUS;

') peakuus JOJIKHA U3MEPATHCS KOJUYECTBEHHO, MPEINOUYTHTENIHO ABOMHBIM CIEIbIM
METOJIOM U pe3yJbTaThl JOJDKHBl PETHCTPUPOBATHCS C IOMOINBIO MOAXOJISIIETO
000pyZ0OBaHMs, TMO3BOJISIIOIIETO BOCIHPOU3BOAUTh W PETHUCTPUPOBATH PE3YyJIbTATHI
MOBTOPSIONIUXCS U3MEpPEHHH, 4YToObl o0OecreunTh ¢GUKcAUio (JOKYMEHTUPOBAHHUE)
bapmakoguHaMudecKux 3G(HEeKTOB, KOTOPBIE 3aMEHSIOT U3MEPEHUSI KOHLIEHTPAIMH B IJIa3Me.
Ecnu Takne u3MepeHus HEBO3MOKHBI, MOKHO IMPOBECTU PETUCTPALIMIO IO BaJTUAUPOBAHHBIM
OLICHOYHBIM IIKanaM. Eciu JaHHbIE OrPAaHUYEHBl KAauE€CTBEHHBIMHU ITOKa3aTeIsIMHU (
KaTeropuajabHbIMU JaHHBIMHU), TPEeOYEeTCs BBINOJIHEHUE CIEHHAIBHOTO CTATUCTUYECKOTO
aHaJu3a;

1) CyOBEKTHI, HE pearupyroline Ha JIEKapCTBEHHbIN Mpenapar, JOJKHbI ObITh UCKIIFOUEHbI
U3 HMCCIIEIOBAaHUA TOCJE MPEABAPUTENIBHOIO CKPUHUHIA, U B MPOTOKOJIE JTOJKHBI OBITH
yKa3aHbl KPUTEPUH, MO KOTOPHIM HACHTHU(PUUUPYIOTCS pearupyrolire U Hepearupyroume
CyOBEKTHI;

€) B JAu3aifHe UCCIeAOBaHUs OJDKHBI OBITh YUTEHBI JieKalllasi B OCHOBE MAaTOJIOTUS U
aHamHe3 00JIE3HU U MpUBEIeHa HH(OpMaUs O BOCIPOU3BOIUMOCTH HCXOAHBIX YCIOBUM;

) CIIeTyeT UCIOJIb30BaTh IEPEKPECTHBIN TU3aiiH, OJJHAKO, €CIIM OH HETPUTOJIEH, MOKHO
HCIOJIb30BATh NapajUIebHbIA Au3aiH. OTMBIBOYHBIM MNEPUOJ MEXKIY NEpUOIAMU
IIPUMEHEHMS IIperapara JOJDKEH COCTaBIIATh HE MEHEe 5 MEPHOJI0B MOJYyUCUYE3HOBEHUS
octporo dapmakoiorudeckoro sddexra. IIpoAOKUTEILHOCTE U3MEPEHHUS OCTPOro
dbapmakonoruueckoro 3ddexrta JOMKHA COCTaBISATH HE MEHee 3 TepHOJ0B
MOJIyMCUE3HOBEHUSI OCTPOTO (hapMaKoIOru4eckoro 3ggekra.

4. Jlns BOCHpPOM3BEIACHHOrO JIEKApCTBEHHOTO IMpemnapata M pedepeHTHOTo
JEKapCTBEHHOI'0 Tpenapara MPUHIUIBI (POpMUpPOBaHMS BBIOOPKU JOJKHBI OCTaBaThCA
TaKUMHU e, Kak omucaHo B pasuene 3 yactu Il [IpaBuim mpoBeneHus umcciienoBaHUM



OMOPKBUBAJIEHTHOCTH JIEKAPCTBEHHBIX IpENapaToB B pamkax EBpazuiickoro s5KOHOMUYECKOTO
COI03a, YTBEPKAAEMbIX EBpa3uiCKOM SIKOHOMUYECKOW KOMUCCHUEN.

5. B ucciienoBaHusx, B KOTOPBIX PETUCTPUPYIOT HENIPEPHIBHBIE IEPEMEHHBIE, H3MEHEHHE
MHTEHCUBHOCTH JICUCTBUS JIEKAPCTBEHHOTO Mpernapara, Ha0I0JaeMoe B TeUEHHE HEKOTOPOTO
IIPOMEKYTKA BPEMEHHU, MOKET OBITh OIMCAHO TAKUM ke 00pa3oM, 4TO U B UCCIIEIOBAHUN IS
U3MEPEHUSI KOHIEHTPALUU JIEMCTBYIOIIETO BEIIECTBA B TU1a3Me. MOKHO BBIBECTH MApAMETPhI
, ONMHMCHIBaOIIME Momanb noj kpuBod "spdexr — Bpema" (AUEC), makcumanbHYyIO
PEaKLHIO U BpEeMsl, KOTJa IPOUCXOIUT 3TA PEAKIIHSL.

6. CpaBHeHHE BOCIPOM3BEJEHHOIO JIEKAPCTBEHHOr0 Mpernapara U pedepeHTHOro
npernapaTa MOXET ObITh BBIIIOJIHEHO ITyTEM:

IPOBE/ICHUS aHAM3a J030BOM 3aBUCUMOCTH UM OTHOCUTENBHOM aKTUBHOCTH, KOTOPAs
onpenensercd Kak OTHOILIEHHWE aKTMBHOCTH HMCCIEAYEMOIO JIEKapCTBEHHOI'O Ipernapara K
aKTUBHOCTU pedepeHTHOro JIEKAPCTBEHHOIO Mpenapara;

MPOBEJEHUS aHAJIU3a 3aBUCUMOCTH 3P (PeKTa, KOTOPHIA COCTOUT U3 MOATBEPKICHHS
HKBUBAJICHTHOCTU (KaK MUHUMYM JIJIs1 2 YPOBHEH 7103) IO (papMaKOAMHAMUYECKON KOHEUHOU
TOUKE.

MuHuMaIbHBIM TpeOOBaHUEM JIJIs JTI0O0T0 M3 YKa3aHHBIX CIIOCOOOB SBJISCTCS OICHKA
YyBCTBUTEIBHOCTHU. JJIsI OLIEHKM YYyBCTBUTEIHbHOCTH HEOOXOJUMO M3YUUTh HE MEHEE ABYX
HEHYJIEBbIX YPOBHEH 103, MpU 3TOM HEOOXOIUMO MPOJEMOHCTPUPOBATH, YTO OJUH YPOBEHb
PEBOCXOAUT JIPYroil. B cBsI3u ¢ 3TUM IIPU OTCYTCTBUU JOJKHOTO 0OOCHOBaHUSI HEOOXOAMMO
U3y4nuTh 0oJiee OJHOW J03bl 00OMX JIEKAPCTBEHHBIX NIpemnapaToB. BaxHo, 4yToObI ObLIN
U3YUYCHBl [103bl, PACIOJIOKEHHbIE B BEpXHEW dacTu KpuBod "moza — sddext". o3I,
HaxoJsIMecss Ha HWKHHMX YyYacTKax KpHUBOHM, MOTYT OBbITh HEyOEIUTEIbHBIMHU IS
MOJATBEPKIACHUS SKBUBAJIEHTHOCTH, TaK KaK MOTYT SIBJISAThCSA cyOTepamneBTHYeCKUMHU. B
paBHOM CTENEHW [103a, pACIOJIO)KEHHAss Ha BEpIIMHE KPUBOM, MOXKET OKa3bIBaTh
paBHO3HAYHBIA 3(PPEKT MO cpaBHEHUIO ¢ Oojiee BHICOKMMH J03aMH, YTO TAaKKE€ HE MOXKET
CILYKUTh TIOJITBEPKACHUEM 3KBUBAJIEHTHOCTH.

HeobxonuMo npeacTaBUTh pe3ysbTaThl ¢ UCIOIb30BaHUEM 000MX MOAX0A0B. B 00omx
Cy4asiX IUIsl MOATBEPKACHUS YKBUBAJICHTHOCTH MOJYYEHHBIE JTOBEPUTEIbHBIE UHTEPBAJIbBI
(apMakoOIMHAMUYECKUX IMapaMETPOB HCCIENIYEMOro U Pe(EepeHTHOro JIEKapCTBEHHOTO
npenapara JI0JKHBI OBITh PacIoOKEHbI B MpeJienaxX BhIOpaHHBIX TPAHUI] IKBUBAJICHTHOCTH.
JIJ1st OTHOCUTENIBHON aKTUBHOCTH HEOOX0AMMO paccuuTaTtsh 90 % noBepUTENbHbIE HHTEPBAJIbI
(kak ¥ B UCCIEIOBaHUSIX OMOAKBUBAIICHTHOCTH), B TO BpeMs Kak 95 % moBepurenbHbIe
MHTEPBaJIbl PACCUUTHIBAIOTCS JIJISl aHAJIM3a 3aBUCUMOCTH 3 PeKTa.

JlomycTUMBIN JAMana3oH, KOTOPBIA MPUMEHSETCS B (PapMaKOKMHETUYECKUX
UCCIIEIOBAHUSAX, B JIAaHHOM CJIy4ae MOKET OBITh HemnmpuMmeHuM. s o0oux MOAX0JI0B
BBHIOpAHHBIN JAMANa30H SKBUBAJICHTHOCTU JOJKEH OBITh MPEIyCMOTPEH U TIIATEIBHO
000CHOBaH B IPOTOKOJIE UCCIEIOBAHUS.



7. OtyeT o mpoBeAeHUU (HapMaKOJAMHAMUYECKOTO HMCCIIEIOBAHUSI YKBUBAJIECHTHOCTHU
COCTaBJISIETCSI B COOTBETCTBUU ¢ TpeboBaHusamu npusioxeHust Ne 7 k I[IpaBunam npoBeaeHus
MCCJIEI0BaHNI OMOAKBUBAJICHTHOCTH JICKAPCTBEHHBIX IMPENapaToB B paMkax EBpasuiickoro
AKOHOMMYECKOI0 COK3a, YTBEPKIAeMbIX EBpasuiicKoi SKOHOMHUYECKON KOMUCCUEHN C YUETOM

0ocoOeHHOCTEH (papMaKoTMHAMHYECKUX UCCIEIOBAHMI.

MMPUJIOXEHUE Ne 3
k [IpaBunam mpoBeaeHus
WCCIIEI0BaHNI OMO3KBHBAIEHTHOCTH
JIEKapCTBEHHBIX IPENApaTOB B paMKax
EBpa3uiickoro 3kOHOMH4ECKOI0 COr3a

TPEBOBAHMA
K CPaBHHTEJIFHBIM KIMHHIECKHM HCCISIOBAHMIM B paMKaX H3ydeHHS
SKBHBAJICHTHOCTH

1. ITpu HEKOTOPHIX OOCTOATENbCTBAX (HAPUMED, ISl IUTIOCOMATBHBIX JIEKAPCTBEHHBIX
IpernapaTroB) KpUBbIE 3aBUCMMOCTH "KOHIICHTpAIlUs B IJIa3M€ — BpeMs' HENMPUTOMHBI IS
OIICHKM SKBUBAJCHTHOCTH 2 JEKAapCTBEHHBIX mpemnapatoB. HecmoTps Ha TO, 4TO
(dbapMakoAMHAMUYECKUE HCCIIEI0BaHUSA MOTYT OBITh MOIXOMSIIMM HHCTPYMEHTOM JIJIs
YCTAaHOBJICHUSI SKBUBAJICHTHOCTH, WHOTJIA YKa3aHHBIE HCCJIEAOBAHUS HE MOTYT OBbITh
MCIIOJIb30BaHbI U3-32 OTCYTCTBUSA 3HAUYUMBIX (PapMaKoJIMHAMHUYECKUX MapaMeTpoOB, KOTOPHIE
MOT'YT OBITh IOCTOBEPHO U3MEPEHBI. B 3TOM ciiydae aJisi HOATBEPKICHUS SKBUBAIICHTHOCTH 2
JIEKapCTBEHHBIX TIpPerapaToB HEOOXOAWMO MPOBEICHUE KIMHUYECKUX HCCIECIOBAaHUMN.
[IpennmoutruTenbHee OIEHUBATh OSKBUBAJICHTHOCTh, MPOBOJS (apMaKOKHUHETUUECKUE
UCCJEIOBAaHUS BMECTO KIMHUYECKMX, TaK KaK IoclieHue o001aJaoT MEHbIIeH
YyBCTBUTEIBHOCTBIO M MOTYT MOTPEOOBaTh BKJIIOUECHHUS 3HAYUTEIBHOTO KOJHUYECTBA
CyOBEKTOB MJII JOCTHXKEHUSI JOCTATOYHOM CTATUCTUYECKOW MOIIHOCTH (Hampumep, s
JOCTUKEHUS JOCTATOYHOM CTAaTUCTHYECKOW MOIIHOCTH, MO3BOJISIONEH OOHAPYKUTH
MIOBBIIIIEHNE PEAKIIUU Ha UCCIIEeyEeMbIN JIEKapCTBEHHBIN Mpenapar Mo CpaBHEHHIO ¢ TU1aredo
Ha 20 %, Tpebyercs 8600 mareHToB, a YTOOBI MPOJAEMOHCTPUPOBATH CHIDKEHHUE PUCKA Ha 16
%, HeoOxonumo npusiedb 2600 narueHToB ¢ UHPAPKTOM MUOKAP/IA).

2. CpaBHUTENIbHBIC KIMHUYECKUE UCCIIEOBAHMS, OMMMCAHHBIC B HACTOSIINX TpeOOBaHMSIX,
IIPOBOJISITCS MO 2 OCHOBHBIM JM3aliHAM: TU3aiH KIMHUYECKON SKBUBAJICHTHOCTHU U AU3alH HE
MeHbIIeH 3¢ (HEeKTUBHOCTH.

3. Ecnu 1enpio KIMHUYECKOTO UCCIIEI0BAHUS SBISETCA MOATBEPXKICHUE KIMHUYECKOM
AKBUBAJIECHTHOCTH, JTOJHKHBI MPUMEHSIIOTCS T€ K€ CTATUCTUYECKUE MPUHITUIIBI, YTO U IS
uccienoBanus ouoskBuBajgeHTHOCTH. [Ipu aTOM MMt papMakoIMHAMUYECKUX U KITMHUYECKUX
KOHEUYHBIX TOYEK BMECTO OOBIYHO MPUMEHSAEMBIX B (PaPMAKOKHHETHUYECKUX HCCIETOBAHUSIX
90 % nmoBEpUTEIBbHBIX HHTEPBAJIOB HEOOXOIMMO HCIIONIB30BaTh 95 % moBepHUTEILHBIC



UHTEpBaIbl. UKCIIO MAIMEHTOB, BKIIIOYEHHBIX B KIIMHUYECKOE MCCIIeIOBaHNE, OYIET 3aBUCETh
OT BapuadEeIbHOCTH U3MEPSAEMBIX MapaMETPOB U JOMYCTUMOIO JHUaNa30Ha UX KoJeOaHUi u
OOBIYHO HAMHOTO OOJIBITIE, YEM ATO TPEOYEeTCs P UCCIICIOBAHUN OMOIKBUBAJICHTHOCTH.

B npotokone uccieqoBaHui SKBUBAJEHTHOCTU JIOJKHBI OBITH YETKO OMpPEICICHbI
CHEAYIOIINE TTOTOKEHUS:

B KaueCTBE KOHTPOJBHBIX IMAPaMETPOB BHIOMPAIOT 3HAYMMbIEC KIIMHUYECKUE KOHEUYHBIC
TOYKHM, HA OCHOBAHUU KOTOPBIX MOTYT OBITh PACCUMTAHBI HA4yajo MPOSBJICHUS PEAKIUU
opraHusma (€cju 3TO MOJJICKUT U3MEPEHHUIO U KIIMHUYECKH 3HAYUMO) U €€ MHTEHCUBHOCTB;

pa3Mepbl TPaHUL IPU3HAHUS SKBUBAJIECHTHOCTH CIIEAYET ONPEAECTAThH HA OCHOBE aHAJIN3a
CUTyalluu, NpPUHHMAas BO BHUMAaHUE KOHKPETHbIE KIMHUYECKHUE YCJIOBHUS, HampuMeEp,
€CTeCTBEHHOE TeueHue 3abosieBaHMs, 3()PPEKTUBHOCTh JOCTYMHBIX METOJOB JICUCHUS U
BBIOpaHHbBIE UCKOMBIE MMapaMeTpbl. B oTianumne ot ucciieioBaHusi OMO3KBUBAIEHTHOCTH (T
UCIIOJIb3YETCS CTAHAAPTHBIN TOMYCTUMBIN JIMaIa30H) JOMYCTUMbIN JUana3oH B KIMHUYECKUX
HCTIBITAHUSIX HE MOXKET OBbITh CTAHJIAPTHBIM JUIsl BCEX TPYIII JEKAPCTBEHHBIX MpenapaToB U
omnpeAensiercs: sl KaKIOro TEeparneBTUYECKOro Kiacca (M MOKa3aHWs K NPUMEHEHHUIO) B
VHJIUBUIYaJIbHOM TTOPSIIKE;

B HACTOSAIIEE BpeMsl OOMICIPUHATHIM JUISl YKA3aHHBIX KIMHUYECKUX HCCIETOBAHUM
SKBUBAJICHTHOCTHU SBJIAETCS HMCIIOJb30BAHUE CTATUCTUUYECKUX METOJI0B, OCHOBAaHHBIX Ha
OTIpEJICTICHUN JTOBEPUTEIHHBIX UHTEpBAIOB. OCHOBHAS 3a/1aua 3aKJII0YaeTCsl B TOM, YTOOBI
UCCIIEAYEeMbIi JIEKAPCTBEHHBIN Mpenapar He OTiIuYaics OT pedepeHTHOro Oosiee yeM Ha
CTPOTO 33JaHHYIO BEJIMUUHY .

4. B auzaitHe TakuWX HCCIENOBaHUN (MO BO3MOXKHOCTH) CIEAYET MPEeayCMOTPETh
MpUMEHEHUE TUIaLe0o0.

B HEekoTOphIX cinydasx 1eaecoo0pa3Ho BKIOUNUTH B (PMHATIBHBIN CPaBHUTEIIbHBINA aHATU3
KOHEUHBIE TOYKH IO OIICHKE 0€30MacHOCTH.

5. TpeboBaHuUsI K BOCIPOU3BECHHOMY JICKAPCTBEHHOMY TIpernapary u pedepeHTHOMY
JIEKapCTBEHHOMY IpENapary JAOJKHBI COOTBETCTBOBATh YKa3aHHBIM B TOApas3eiie 2 pasaena
III ITpaBua nmpoBeaeHUs UCCIEA0BAaHUN OMOIKBUBAJICHTHOCTH JICKAPCTBEHHBIX MPENapaToB B
paMkax EBpa3suiiCKOro SKOHOMHUYECKOTO COK3a, YTBEpkKIaeMmblXx EBpa3zuiickon

3KOHOMHUYECKOU KOMUCCHUEMH.

MMPUJIOXEHUE Ne 4
k [IpaBuiaM npoBeaeHNs UcCIeI0BaHNI
OMO3KBHBAICHTHOCTH JIEKAPCTBEHHBIX
[penapaToB B paMkax EBpasuiickoro
9KOHOMHYECKOT0 COI03a

TPEBOBAHUA
K OMoBeliBepy, OCHOBaHHOMY Ha OHO(apManeBTHIeCKOH CHCTEMeE KIIacCHPHKAUA



Caocka. [Ipunoxenue 4 - B penakuuu pemeHuss Coeta EBpasuiickoil 5KOHOMUYECKOU
komuccuu ot 12.04.2024 Ne 30 (BcTynaeT B cuily no ucredeHuu 30 KalleHJapHbIX JTHEW ¢
JIaThl €ro OPUIMATBLHOTO OIMyOJIUKOBAHUA).

I. O0mue mosoxKeHus

1. /IBa nexapCTBEHHBIX IIpenapaTa, COAEpKaIUX OAUHAKOBOE JEHCTBYIOIIEE BEIECTBO (
JEMCTBYIOIIME BELIECTBA), CUUTAIOTCA OMOIKBUBAJICHTHBIMH, €CIU UX OHMOAOCTYHHOCTDH (
CKOPOCTb H CTENEHb aOCOPOIMHU ACHCTBYIOLIErO BEIIECTBA) MOCIE IPUMEHEHUS B OJHOUN U
TOM € MOJISIPHOW J103€ YKJIQ/IBIBAECTCS B 3apaHEE yCTAHOBJICHHBIE MPUEMIIEMbIC IPAHULIBI.
Takue rpaHuIlbl yCTaHaBIMBAIOTCA A1 0OECHEUYEHHUS! COMOCTABUMOIO JIEUCTBUS In ViVo
HCCJIeyeMOro JIEKapCTBEHHOT0 Ipernapara (COMOCTaBUMOCTH MO €ro Oe30MacHOCTH H
3(PEKTUBHOCTU C OPUTHHAIBHBIM (peEepeHTHBIM) JEKApCTBEHHBIM mpenapatom). s
OLIEHKM CKOpPOCTM M CTeneHUu adcopOIuu JEHCTBYIOLIEro BEIIECTBA B MCCIEAOBAHUAX
OMOPKBHUBAJIEHTHOCTH 1N VIVO UCHOJB3YIOTCA ONOpPHBbIE (PapMaKOKMHETUUYECKUE MapaMeTphI
AUCuC_

ax
2. Ilogxon, OCHOBaHHBI Ha NMPUMEHEHUU OMO]apMalleBTUUECKON CHUCTEMBI

knaccudukanuu (qanee — BKC) npu 6GuoseiiBepe, HanpaBiieH Ha COKpaIlleHue MOTPEOHOCTH B
MIPOBEACHUMU UCCIIEA0BAHUI OMO3KBUBAJIEHTHOCTHU 1IN Vivo, (MOXKET CIY>KUTh CyppOraTHBIM
UCCTIEIOBAaHUEM JUIsI OLIEHKH OMOSKBHUBAJICHTHOCTH in Vivo). JlomyckaeTcss He MpOBOJIUTH
UCCJeI0BaHUsl OMOAKBUBAJIGHTHOCTH 1N VIVO, €CJIH MPEANnoioxkeHne 00 AKBUBAJIECHTHOCTH
ACHCTBUS In Vivo 0OOCHOBAHO C MOMOUIBIO YJIOBIETBOPUTEIBHBIX NaHHBIX in vitro. BKC
pa3zesndeT IeUCTBYIOIINE BEMIECTBA HA YEThIPE Kiacca:

kJjacc [: xopouiasi pacTBOPUMOCTB, XOpOIIasi HPOHUKAIOIIAS! CIOCOOHOCTB;

kiacc II: mmoxas pacTBOPpUMOCTB, XOpoIllasi IPOHUKAIOIIAsi CIOCOOHOCTb;

kiacc III: xoporias pacTBOPUMOCTS, TJI0Xast MPOHUKAIOIAsi CHOCOOHOCTH;

kiacc [V: mioxast pacTBOpUMOCTb, TUI0Xast MPOHUKAIOIIAsA CIOCOOHOCTb.

3. Hacrosmue TpebGoBaHus cojiepKaT ykazaHus 1o ycTaHoBieHuto kiacca bBKC s
JEUCTBYIOIIETO BEIIECTBA U MPUMEHEHUs] K HeMy OuoBeliBepa, ocHoBaHHOro Ha BKC mnpu
3aMEHE HCCIIeIOBaHUNA OMOIKBUBAJIEHTHOCTU [N VIVO JIEKapCTBEHHBIX MpenapaToB.
[Ipunuunel OuoBeiiBepa, ocHoBaHHOro Ha BKC, npuMennmbl Takxke 11 1eaed uccaeoBaHus
OMOPKBUBAJIEHTHOCTH JIEKAPCTBEHHBIX (DOPM JIEKAPCTBEHHBIX MpENapaToB, HE YKa3aHHBIX B
HacTosiMX TpeOoBaHUAX, IPHU YCIOBHH, YTO YKa3aHHBIE MPUHIUITBI HAYYHO OOOCHOBAHBI.

II. Kprrepru npumeneHns O6uoBeiiBepa, ocHoBaHHOr0 Ha BKC

4. buoseiiBep, ocHoBaHHbli Ha BKC, wucnonszyercs niada o00OOCHOBaHUSA
OMOA’KBUBAJIEHTHOCTH 1n vivo. JlaHHas mpoueaypa NpuMeHseTcs sl IPOBEACHHS B3aUMHOTO
CpaBHEHHUsl (papMalleBTUUECKON MNPOAYKIHMH, HCIOJIb30BAHHOW B MEPUOJ, HayuHas C
KJIMHUYECKON pa3pabOTKHU JIEKApPCTBEHHOI'O IMpemnapara 70 BBITYCKa €ro MPOMBIIIIEHHBIX



CEpHIii, OLIEHKH [TOCTPETUCTPALMOHHBIX U3MEHEHNI U 3asIBJICHUS HA PETUCTPALMIO B KAUYECTBE
BOCITPOU3BEJEHHOIO JIEKAPCTBEHHOTO Mpernapara.

5. buoseiiBep, ocHoBaHHbI HA BKC, mpuMeHsieTcsl TOJIbKO K TBEPAbIM JIEKAPCTBEHHBIM
dbopmam asisi puUeMa BHYTPb WMJIM CYCHEH3USAM C HEMEIJICHHBIM BBICBOOOXKICHUEM,
NpeAHa3HAYEHHBIM ISl JOCTaBKU JEHCTBYIOIIETO BEIIECTBA B CHCTEMHBIN KpPOBOTOK. B
OTHOILIEHUU JIEKAPCTBEHHBIX MpENapaToB, UMEIOIIUX Y3KUM TEparneBTUYECKUNA WHIIEKC, HE
JOTyCKaeTcsl UCMOJIb30BaHue OnoBeliBepa, ocHoBaHHOTO Ha BKC, 17151 3amMeHbl uccnenoBanuii
OMO’KBUBAJICHTHOCTU In Vivo. Jljisi koMOWHAuM (PUKCUPOBAHHBIX 103 JIEKAPCTBEHHBIX
npenaparoB mnpuMeHsiercss OuoseliBep, ocHoBaHHbli Ha BKC, B ciyuae, eciu Bce
JCHCTBYIOIINE BEUIECTBA, COJAEpXkAIIMecs] B TaKOM KOMOMHMPOBAHHOM JI€KapCTBEHHOM
npernapare, OTBEYaloT KpUTEpUsiM, chOpMyTMPOBAHHBIM B Mojpasjaenax 2 u 3 pasnaena 11
HacTosAmux TpedoBaHUM.

6. buogseiiBep, ocHoBaHHbIN Ha BKC, mpuMeHseTcs K JIeKapCTBEHHBIM IIperapaTam, eClIu
JNEUCTBYIOIEE BEIIECTBO (BEIIECTBA) MMEET XOPOILIYI0 PAaCTBOPUMOCTh U XOPOUIYIO
npoHukKaroiyt crnocooHocts (kiacc I mo BKC) mnu xopoiryto pacTBOPUMOCTh U TIIIOXYIO
npoHuKarouryt cnocooHocts (kiace Il mo bKC).

7. buoseliBep, ocHoBaHHbI Ha BKC, nmpumeHnseTca B ciydae, eciau AEHCTBYIOIIEE
BENIECTBO (BEIIECTBA) HCCIEAYEeMOTO0 M pPedEepEeHTHOr0 JEKapCTBEHHBIX IpenapaToB
ujneHTuyHo. buoseiiBep, ocHoBaHHbli Ha BKC, Takxke mnpumeHsiercss B ciydae, €Cilu
UCCIEAYEeMbId U peQepeHTHBIN JIEKapCTBEHHBIEC MpENapaThl COAEPKAT pa3Hble COJU TMpU
ycioBuM, 4To 00e conu npuHaanexat kiaccy I no BKC. buoseiiBep, ocHoBanHbIi Ha BKC,
HE TPUMEHSIETCS, €CIU HCCIEAYEMbI JIEKapCTBEHHBIN MpenapaTr COAEPKUT ACHCTBYIOIIEE
BEILIECTBO B BUJE JIPYTrOro MpocToro 3gupa, cioxXHOro 3gupa, U3o0Mepa, CMECH U30MEPOB,
KOMIUJIEKCA WJIM HMHOIO IIPOM3BOJHOIO, OTJIMYHOIO OT JEHCTBYIOIIErO0 BEIIECTBA
pedepeHTHOrO JIEKapCTBEHHOr0 Mpenapara, MOCKOJIbKY 3TH Pa3indMsl MOTYT MPUBOIUTH K
paznuyusM B OMOJOCTYNMHOCTH, KOTOpPbIE HE MOTYT OBITh MOJIy4€HBI B HKCIIEPUMEHTE,
OCHOBaHHOM Ha npuMeHeHuu koHuenuuu BbKC nns OuoseliBepa. K mnponekapcTBam
JOMyCKAaeTCs MPUMEHSATh OuoBelBep, ocHoBaHHbIM Ha BKC, ecnu oHu abcopOupyroTcs B
(dbopme npoJieKapcTB.

IT. PuodapmaneBTrdeckas cucreMa KiIacCupHUKANUK NeHCTBYIONMUX BEMECTB
1. PacTBOpMMOCTH

8. JlecTByrOIIIEE BEMIECTBO KIACCUDUIIUPYETCS B KAU€CTBE XOPOIIIO PACTBOPUMOTO, €CIIH
MaKCUMaJIbHasi pa3oBasi TeparneBTUYECKas 103a (B COOTBETCTBUU C OOIIEH XapaKTePUCTUKON
pedepeHTHOro JIEKapCTBEHHOrO Mpernapara) MOJTHOCTBIO pacTBopuma B OydepHOU cpene
o6bemom 250 M1 mitk B MeHbIIIeM oO0beMe cpenbl B nuamna3zone pH 1,2 — 6,8 nmpu temmeparype
37 £ 1 °C. B cnydasx eciy MakcCMMasbHas pa3oBas TepareBTUYeCKas 103a HE OTBEUAET ITOMY
KPUTEPHUIO, HO HaBECKa JECHCTBYIOIIETO BEIMIECTBA, COOTBETCTBYIOMIAS HaWOOIbIICH



J03UPOBKE pe(PEepeHTHOro JEKapCTBEHHOrO Ipenapara, IOJHOCTbIO pacTBOpUMA B
BBILIEYKA3aHHBIX YCIOBUSX, JJI1 000CHOBaHUA OuoBelBepa, ocHoBaHHoro Ha BbKC, B
PETUCTPAIIMOHHOM JIOCh€ JIEKAPCTBEHHOTO TIpernapara JOJDKHBI OBITh TPEACTABIICHBI
JOTIOTHUTENbHbIE JaHHbBIE.

9. HeoOX0IMMO 3KCHEPUMEHTAIBHO YCTAHOBHUTh PACTBOPHUMOCTH JIEMCTBYIOILIETO
BemiecTsa B auanazone pH 1,2 — 6,8 npu temnepatype 37 £ 1 °C. Jlo/mKHBI OBITh U3YUYEHBI
Kak MUHUMYM Tpu pH B 3TOM nuanasone, Bkitovas 0ydepusie cpenst ¢ pH 1,2, 4,5 u 6,8.
JIOTIOTHUTENBHO TOJKHA OBITh M3y4YeHa pacTBOPUMOCTH JACHCTBYIOIIETO BemecTBa npu pH ¢
caMoil TIOXOW €ro pacCTBOPUMOCTBIO, €CIIU ATO 3HaUeHue pH HaxoAuTCs BHYTpH YKa3aHHOTO
auana3oHa. YKa3aHHbIE MCCIEIOBaHUS JIOJKHBI MOATBEPKAATh, YTO PACTBOPUMOCTH
JEUCTBYIOIIETO BEIECTBA MOJJIEPKUBACTCS BO BPEMEHHBIX pPaMKaX, COOTBETCTBYIOLIUX
OKHTAEMOH TPOJOIIKUTEIPHOCTH a0COPOITNH ICUCTBYIONIETO BEIICCTRA.

10. PacTBOpMOCTh HEOOXOJUMO OLIEHUBATH C IIOMOIIBI0 METOAA, MOJ0OPAaHHOTO UCXOS
U3 CBOWCTB JIEHCTBYIOILIEIO BEILIECTBA.

11. domyckaeTcsa NpOBEAECHHE HCCIEIOBAHUN PABHOBECHOM PACTBOPUMOCTH C
MCIIOJIb30BAaHUEM METOJMKHU BCTPSAXUBAHUS KOJOBI MM AJIbTEPHATUBHON METOIMKH, €CIIA 3TO
000CHOBAaHO B PETUCTPALlMOHHOM JOChE JIEKapCTBEHHOro mpemnaparta. Jlomyckaercs
UCII0JIb30BaHUE HEOONBIINX 00beMOB Oy(depHO# cpenbl A OLEHKH PacTBOPUMOCTH, €CIIH
JTOCTYITHBIM IS HCCICAOBAHUM ammapar MOo3BOJIseT ciaenaTh 371o. s obecriedueHus
U3MEPEHUS PACTBOPUMOCTH NPHU YCTAHOBJICHHOM 3Haue€HUH pH 115 KaKJ10ro MCIBITYEMOro
pacTBopa HEOOXOAMMO MNPOBOAUTH H3MepeHHe 3HadeHuss pH mocie poOaBiaeHHsS
JNEHUCTBYIOIIETO BEIIECTBA, a TAKKE B KOHIIE MCCIEIOBAHUS PAaBHOBECHOW PAaCTBOPUMOCTH.
[Ipu HeoOxogumocTH 3HaueHue pH KoppekTupyercs. DKCIEpUMEHT J0HKEH MPOBOIUTHCA B
TE€YEeHHE NEPUOAA BPEMEHH, IOCTATOUYHOTO JIJIsl TOI'O YTOOBI JOCTUYb PAaBHOBECHSL.

12. B kauecTBe aJIbTEPHATHBHOTO BapUaHTa HUCCIEIOBAHUI MOXET OBITh MPOBEIAECHO
M3y4Y€HUE PAcCTBOPUMOCTH, B KOTOPOM MaKCHMMallbHas pa3oBas TepamneBTHYECKas [103a
JEHCTBYIOUIETO BelllecTBa U3yuyaercs B OydepHoil cpene o0beMoM 250 M1 WM MEHbILAs 1032
JEMCTBYIOIIETO BEIIECTBA — B MPOMOPLIMOHAIBHO MEHbIIIEM 00BbeMe OypepHOil cpeabl.

13. dns onpenenenus kiacca mo BKC neicTBytomero BemiecTBa J0JKHA OBITH
WCIIOJIb30BaHa HAMMEHbIIAs U3MEPEHHAs PaCTBOPUMOCTH B nnana3zone pH 1,2 — 6,8.

14. JInsg moATBEp>KIACHUS MOTYYSHHOTO 3HAYEHUS PACTBOPUMOCTH HEOOXOJMMO Kak
MUHMMYM 3 TMOBTOPHBIX OINpEJENeHUs PACTBOPUMOCTU MPU KaXAOM yciaoBuu uiu pH c
MCIIOJIb30BAaHUEM COOTBETCTBYIOIMUX (papMakomeiHbIX Oy(hepHBIX Cpejl U BATUIAUPOBAHHOTO
MeToJla ONpe/esieHHs] JEHCTBYIOIIEro BellecTBa. B JomoiHeHHe K 3KCIEepUMEHTATbHBIM
JaHHBIM B PETrUCTPAIMOHHOM JIOCh€ JIEKAPCTBEHHOrO IMpernapara JIOMyCKaeTcs
Npe/ICTaBIEHNE HAYYHBIX XUMUKO-TEXHOJIOTHYECKUX U (hapMalleBTUYECKUX JAHHBIX, C LETbIO
MOJYYEHUsI JO0Ka3aTeJbCTBA M OOOCHOBAaHMS 3HA4YEHUU pacTBopuMocTh. Ilpu 3TOM



HEOOXOJMMO YUYHUTHIBATh, UTO HE BCE CTAThU HAYUHBIX PELICH3UPYEMbIX KYPHAJIOB (U3/1aHUN)
coJiep>XaT JaHHbIe 00 MCCIEJOBAHUAX, HEOOXOAMMBbIE JJIsi OIEHKM KadecTBa 3THUX
HCCIICIOBAHUM.

15. Heo6xoauMo MoATBEPKAEHUE JOCTATOYHON CTA0MIBHOCTH JEHCTBYIOLIETO BEIIECTBA
B OydepHO#l cpene OIEHKH PACTBOPUMOCTH. B cilydyasx ecim JeHCTBYIOIEE BEIIECTBO
HecTaOuiapHO (ero nerpaganus coctasisieT > 10 % Bo BpeMs OLIEHKH PAaCTBOPUMOCTH),
HEBO3MOKHO MPAaBUJIIBHO ONpPENEIUTh pacTBopuMocTh U Kiacc no bKC peicrByromero
BELIECTBA.

2. IIpoHuKaromas CIrocOOHOCTb

16. O1nieHKka TpOHUKAIOIIEH CITIOCOOHOCTH JIOJDKHA MPEAMOYTUTEIHFHO OCHOBBIBATHCSA HA
ONpeJeNeHNH CTEeNeHH abcopOIuMU JIeHCTBYIOIMIETO BEUIECTBA, IOJYYEHHOU U3
(hapMaKOKHHETUYECKNX HMCCIICIOBAHHUI C y4acTHEeM YeloBeKa (HAmpuMmep, NMpU HW3yUYCHHUH
a0COJIFOTHOM OMOIOCTYTHOCTH MJIM MaTepUaIbHOTO OanaHca).

17. Ecau abcomoTHas OMOAOCTYTHOCTh JICMCTBYIONIETO BEIIECTBA COCTABIsAET > 85 %,
MOHO CJeNaTh BBIBOJI O XOpOIIeH MpOHHUKaIIeH crnocodHocTu. BeiBom o xopoiein
MIPOHUKAIOIIEH CIIOCOOHOCTHU JICUCTBYIOIETO BEIECTBA TAKXKE MOXKHO C/IeNIaTh, €Ci > 85 %
€ro BBEJEHHOW J03bl BBIIEIAETCS B MOYY B HEM3MEHEHHOM BHUJE (B BHIE HCXOJIHOTO
JIEUCTBYIOIIETO BEIIECTBAa) WX B BUJIE CYMMBI MCXOJIHOTO JIEUCTBYIOIIETO BEIIECTBA, €0
okucneHubix (I ¢aza) u xonwrorupoBanubix (I ¢aza) merabomuros. [[ns mMeTaboIUTOB,
O0OHapyXUBaeMbIX B (EKaIHAX, TAKXKE JIOMYyCKACTCS YUYUTHIBATH TOJBKO OKHCJCHHBIC U
KOHBIOTUPOBAHHBIC META0OIUTEI. MeTa0oIHThI, 00pa3yIoNIuecs: BCISACTBUE BOCCTAHOBIICHUS
WM TUAPOJIN3a, BKIIIOYATh B OOIIYIO OLIEHKY OMOJOCTYTHOCTU HE pa3peliaeTcsi, €Ciu TOJIbKO
HeJb3sl MPOJAEMOHCTPUPOBATh, UTO OHU HE 00pa3yroTcs 10 abcopOuuu (HampuMmep, 3a cHeT
BJIMSTHUSI MUKPOOPTAHU3MOB B )K€y I0YHO-KHUIIIEYHOM TpakTe). HensmenenHnoe nencTByomee
BEIIECTBO B (PeKaiausxX HENIb3s BKJIIOYATh B OIEHKY CTENEHU aObCcOpOIMU, €CIU TOJBKO
COOTBETCTBYIOIIHE JaHHBIE HE 00OCHOBBIBAIOT, YTO KOJMYECTBO MCXOTHOTO JICHCTBYIOIIETO
BelecTBa B (eKalUsIX, YUYUTHIBAEMOE B KauecTBEe a0COpOMPOBAHHOIO JIEHCTBYIOIIETO
BEIIECTBA, 00YCIIOBIICHO €T0 OMIIMAPHOM SKCKPEIUEH, KUIIICYHON CEKpeIe nim o0pa3yercs
U3 HeCTaOWIHLHOTO MeTaboIuTa (HarmpuMmep, TIIOKypoHUaa, cyibdaTa, N-okcuia), KOTOPHIMA
noABepraercsa o0paTHOMY NpeoOpa30oBaHUIO B HCXOJHOE COEIWHEHUE MOJ BIHSHUEM
MUKPOOPTaHU3MOB.

18. JlomyckaeTcst IpeAcTaBlIATh JaHHbBIE 1N VIVO, OJIyYEHHbIE B pe3yJIbTaTe MPOBEACHUS
HCCIICIOBAHUH C y4acTHEM YeIOBeKa, B3SThIE M3 OIMyOJMKOBAaHHOW HAYYHOH MEIMITMHCKOM
JUTEpPATyphl (HApUMEpP, 3HAHUS CBOMCTB JIEKAPCTBEHHOI'O Mpenapara U UCCIeIOBaHUS
ouomoctynHoctH). [Ipu 3TOM HEOOXOJMMO YYHTBHIBATh, YTO HE BCE CTaThU HAYyYHBIX
PELeH3UPYEMBIX )KYPHAJIOB (M3JaHUI) COJIepKaT HEOOXOAUMBIC JaHHbBIE 00 UCCIICIOBAHUSIX,
9TOOBI OIEHUTh Ka4€CTBO ATUX UCCIEAOBAHUIM.



19. AHaM3 IpOHUKAOIIEH CIIOCOOHOCTH JACHCTBYIOIICTO BEIIECTBA TAKKE ITPOBOJIUTCS C
MOMOIIBIO BaJUIUPOBAHHBIX U CTAHJAAPTU3UPOBAHHBIX METOJOB HMCCJIEIOBAHMI in Vitro ¢
UCTOJIb30BaHUEM JIMHUU KiIeTOK Caco-2 (B COOTBETCTBUM C METOAMKOW COrjlacHO
npuioxeHuto Ne 1). Pe3ynabTaThl U3ydeHUs MPOHUKAIOIIEH CMOCOOHOCTH JAEHCTBYIOLIETO
BEIIIECTBA HA JUHUHU KJIeTOK Caco-2 HeoOX0AMMO MPOaHATU3UPOBATh C YYETOM UMEIOIIUXCS
JTaHHBIX O (hapMaKOKHHETHKE JEHCTBYIOIIETO BEIIeCTBa y yenoBeka. Eciu 3akioyeHue o
XOpOIIE MPOHUKAIOIIEH CIMOCOOHOCTH NEMCTBYIOLIErO BEUIECTBA BBIHOCUTCS HAa OCHOBE
M3YUYCHHUS In Vitro KJIETOYHOW CHCTEMBI, HECOOXOJAMMO JI0Ka3aTh HAJIMYHE MPOHUKAIOIICH
CITIOCOOHOCTH JCHCTBYIONIErO BEIIECTBA, HE 3aBUCSIIEH OT €ro aKTMBHOIO TPaHCIOpPTa, B
COOTBETCTBHH ¢ npuiioxkeHueM Ne 1 k Hacrosum TpeGoBaHUsM.

20. Ecnu xopoias nmpoHUKaromash COCOOHOCTh HE yCTaHOBJIEHA, JNEHUCTBYIOIIEE
BEIIECTBO TPHU3HACTCS OOJIANAIONIUM TIJIOXOW MPOHUKAIOMEH CIIOCOOHOCTHIO MJIS €ro
kiaccudukaruu mo bKC.

3. CtabmiIsHOCTH AEHCTBYIOMETO BEMECTBA B KEIYJOYHO-KUIIIEIHOM TPAKTe

21. B ciyuae ecnu s TMOATBEPKICHUS XOPOIIEH MPOHUKAIONIEH CIOCOOHOCTHU
JNEUCTBYIOIIETO BEUIECTBA MCHOJIB3YIOTCA MCCIEOBaHUS MaTepHalbHOTO OanaHca,
HE0OXOAMMO TIPEICTABICHHUE JOTOJHUTENBHBIX IAHHBIX, COIEPKAIINX CBEJECHUS 00 OLIEHKE
CTAOMJILHOCTH JICUCTBYIOIIETO BEIIECTBA B KEITYIOYHO-KUIIIEYHOM TPAKTE, 32 UCKIIOUCHUEM
cily4daeB, eciii > 85 % BBEJEHHOW /103bl JEHCTBYIOIIETO BEIIECTBA BBHIBOJUTCS C MOYOU B
BUJIE HEHU3MEHEHHOTO JeWCTBYoIIEero BemiecTBa. lloaTBepxkaeHue CTaOWIBHOCTH
JEUCTBYIOLIETO BEIIECTBA B KEIYIOYHO-KUIIIEUHOM TPAKTE SIBISAETCS 00S3aTENbHBIM, €CIU
JUIsl 0OOOCHOBAHHUS €ro XOpOoIlel MPOHUKAIOIIEH CIIOCOOHOCTH MCTIOB3YIOTCS UCCIICIOBAHUS
in vitro Ha JuHUU kJIeTok Caco-2. CTaOWJIBHOCTH JIEHCTBYIOIIETO BEIIECTBA B
KEITYNOYHO-KUIIEYHOM TpaKTe HEOOXOJMMO JOKYMEHTHPOBATh C HCIOJIb30BaHUEM
(hapMakoneHbIX cpel WU CPpell, UMUTUPYIOINX KETYyJOUYHBbIM U KUIIeUHbIM coku. [lpu
HaJIMYUH HAJJIKAIIEr0o 000OCHOBAHMSI B PETUCTPAIIMIOHHOM JIOChE JIEKAPCTBEHHOTO Mpernapara
JIOTTyCKAeTCsl HCIOJIb30BaHUE JPYTUX PEJIEBAaHTHBIX METOJOB OIEHKU CTaOMIBHOCTH
JNEUCTBYIOLIETO BellecTBa. PacTBopbl aKTUBHOW (hapMalleBTUUECKOW CyOCTaHUIMU
HeoOXoauMo WHKyOupoBaTh Tmipu Temneparype 37,0 0,5 C B TeueHue cpoxa,
COOTBETCTBYIOIIETO BPEMEHU KOHTAKTA 1n Vivo JEHCTBYIOIIErO BEHIECTBA C ITUMU COKaMHU, a
UMEHHO: | yac — B JKEJIYJIOYHOM COKE M 3 yaca B — KMIIEYHOM coke. KoHueHTpauuu
NEUCTBYIOIIEr0 BEIIECTBA B pPACcTBOPE 3aTEM OINPEAENSAECTCA C MCIOJb30BAHUEM
BaJIMMPOBAHHOTO METOIa. 3HAYUTENbHAS JIeTpaallvsl IeUCTBYIOIIETO BEIIecTBa B 00beMe >
10 % ne mo3BossieT kiaccupuiuponath ero B coorBercTBuu ¢ bBKC B kauecTBe X0poIio
IMPOHUKAIOIIETO ICMCTBYIOIIETO BEIIECTBA.

IV. IIpuromHOCTS JIEKapCTBEHHOT'O IpenapaTa i 6uoBeiiBepa, ocHoBaHHOro Ha BKC



22. JlekapcTBeHHBIN Tpemapar sIBISETCS MPUTOIHBIM JiJisi OMOBEBEpa, OCHOBAHHOTO Ha
BKC, npu BBINOJIHEHUH BCEX CIEIYIONIUX YCIOBUM:

NEHCTBYIOLIEE BEIIECTBO (BEIIECTBA) UCCIEAYEMOIO JIEKAPCTBEHHOrO Ipernapara
coorBercTByeT Kiaccam [ u III mo BKC mo xpurepusiMm pacCTBOPUMOCTH M MPOHUKAOIIEH
CIIOCOOHOCTH;

UCCIIeyeMbIi U peepeHTHBII JeKapCTBEHHbIE MTPENAPaThl SIBISIFOTCS JIEKAPCTBEHHBIMU
(dbopmamu 1715 prieMa BHYTPb ¢ HEMEJIEHHBIM BBICBOOOXIECHUEM U CUCTEMHBIM JIEHCTBUEM;

UCCJIeyeMbIi JIEKapCTBEHHBIN INpernapaT UMEET Ty K€ JIEKApCTBEHHYIO (QopMy U
JO3UPOBKY, YTO U pedhepeHTHBIN Mpenapar.

23. B caydasax eciu MakCHMalIbHas pa3oBasl TEpaneBTUUYECKas 7103a JEKAPCTBEHHOTO
npernapara He YIOBJIETBOPSET KPUTEPHUIO XOPOIIeH pacTBOPUMOCTH, HO HaAMOOJIbIIas
J03UpOBKa peepeHTHOro mpernapaTa pacTBOpUMa B TPeOyeMbIX YCIOBHUSX, NMPUMEHEHUE
ouoseliBepa, ocHoBaHHOTO Ha BKC, HeoOxonuMo 000CHOBAaTh C MOMOIIBIO AEMOHCTPALUU
J030MPONOPIUOHAIBHON (PAPMAKOKMHETHKH HCCIEAYyEMOro JIEKapCTBEHHOIO Ipemnapara (

AUCwu C ) B [uanasoHe [03, BKIIOYAMOMIEM MaKCHMAaIbHYIO Pa30BYI0 TEPAICBTHICCKYO

103y .

24. JlekapCTBEHHbIE Mpenaparbl ¢ OyKKalIbHON WM CyOJMHrBanbHON abcopOuueit
SBJISIIOTCS HE MPUTOIHBIMU JUTsl IpUMeHeHus1 OuoseiiBepa, ocHoBanHoro Ha BKC. Iloaxon,
OCHOBAaHHBI Ha MCIOJb30BaHUU OMOGapMalleBTUUECKON CHUCTEMbl KJIacCU(PUKAIUU,
MIPUMEHSETCS ITPU OMOBEMBEPE, TOJIBKO B CIIy4Yae €CII JEKAPCTBEHHBIN Ipenapar MPUHUMAIOT
3anuBasi BoJIOM. Ecim Juisi IeKapCTBEHHOTrO Mperapara TakXkKe JOoMycKaeTcsi mpuem 0e3
3anMBaHuUs BOAOW (HarpuMep, JEKapCTBEHHbIE IPENapaThl, TUCIEPIUPYEMBIE B IOJOCTH PTa),
HEOOXOIMMO TPOBEJACHUE UCCIEIOBAHUS OMOIKBUBAJICHTHOCTH In Vivo, B KOTOPOM
JIEKapCTBEHHBIN MpenapaT OyeT NpUMEHSThCS 0€3 3aluBaHus BOJIOK.

25. YtoObl JIeKapCTBEHHBIN MpernapaT MOT MPETeHI0BaTh HAa IPUMEHEHHE OMOBeiBepa,
ocHoBaHHOro Ha BKC, HOJKHBI BBIMOTHATHCS KPUTEPUM, MPEAbIBIsSEMbIe K COCTaBy (
BCIIOMOTATEJIbHBIM BEIIECTBAM) M XapaKTEPUCTUKAM PACTBOPEHUS 1n Vitro JeKapCTBEHHOTO
npernapara, ykazaHHble B Iojipasziesiax 1 u 2 HacTOsIIero pasjesna HacTosmux TpeOoBaHUM.

1. BcmoMorarensHBIE BEMIECTBA

26. Heobxonumo q00MBaThCSl TOro, YTOOBI COCTAB HCCIEIYEMOIO JIEKAPCTBEHHOIO
npenapara MnojJHOCThI0 BOCITPOU3BOJIUI COCTaB peepeHTHOTO JIEKapCTBEHHOr0 Ipenapara. B
Cly4yae HaJIUYUs Pa3IWuhil MEXJYy BCIOMOTAaTEIbHBIMU BEUIECTBAMU HCCIEAYEMOTO U
pedepeHTHOro JIEKapCTBEHHBIX IPENnapaToB, UX HEOOXOAUMO OIIEHUTh C TOYKHU 3PEHHUS
MOTEHITMAIBHOTO BIMSIHUS TaKUX PAa3INduii Ha a0COPOIIMIO NEUCTBYIONIETO BEIIECTBA in Vivo.
Takasi omeHka BKJIIOYaeT B ceOs aHaAJIU3 CBOMCTB JACHCTBYIOIIETO BEIIECTBA M BIIMSHUS
BCTIOMOTATENIbHBIX BENMIECTB Ha ero abcopbmuro. B mensx mpumeHeHuss OmoBeiBepa,
ocHoBanHoro Ha BKC, crioncop 06s13aH 060CHOBATh, TOUEMY IpeIjIaraéMble UM Pa3Indus BO



BCIIOMOTaTEJIbHBIX BEIIECTBAX JICKAPCTBEHHBIX IMpenapaToB He OyAyT BIHATH HAa MpOdUIIb
abcopOIUM paccMaTpuBaeMOro JIEMCTBYIOIIETO BelleCTBa (€ro CKOPOCTh M CTEIEHb
abcopOumu), HCIONB3Yyd (PU3NKO-XMMHYCCKUE HCCICAOBAHUS W pPacyeThl, a TakKxKe
PUCK-OPHEHTHPOBAHHBIHN MOIXO/.

JlepeBo peleHnid 11 poBeASHUS MOA0OHOM OIIEHKH MPEICTAaBICHO HA PUCYHKaxX | u 2
npuiiokeHust Ne 2 k HactosiiuM TpebGoBaHUsIM.

27. 3agBUTENI0 HEOOXOAUMO MPOAHATIU3UPOBATH BO3MOKHOE BIUSHUE BCIIOMOTaTEIbHBIX
BEIIECTB Ha CJIEIYIONTUE aCIIEKThl abcopOIMM IEHCTBYIOIErO BEIIECTBA in Vivo:

PacTBOPUMOCTb CaMOI'0 JEHCTBYIOLIETO BEIECTBA;

BIIUSTHUE BCTIOMOTATEILHBIX BEIIECTB Ha KEITYJOUHO-KUIIICYHYIO MOTOPHKY;

BpeMsl TpaH3HWTa JCHCTBYIOIIETO0 BEIIECTBA W €T0 KHIICUYHYIO IMPOHHKAIOIIYIO
CIIOCOOHOCTB, BKJTIOYAsT MEXaHU3MBI TIEPEHOCA Yepe3 MEMOpaHbI KIETOK.

28. BcnomoraTenbHbI€ BEIIECTBA, CIIOCOOHBIE BIUATH Ha aOCOPOIINIO, BKIIOYAIOT B Ce0s
anbpAo0Jibl (CUpTOCaxapa, HalpUMEpP, MAHHHUTOJ, COPOMUTOJI), a TAaKKE IOBEPXHOCTHO
aKTHUBHBIC BEIIECTBA (HAIPUMEp, HATPUS NOACIIICYIb(AT).

29. Heo0x01MMO OLIEHUTHh BO3MOYKHBIN PUCK BIUSHUS BCIIOMOTATEIILHOTO BEIIECTBA HA
abCcopOIMIO IEWCTBYIONIETO BEIIECTBA, ITyTEM MPOBEICHUS (PU3UKO-XUMUYECKUX PACUETOB C
YYIETOM:

a) KOJIMYECTBA UCTOJIB3YEMOT0 B €IMHUIIC JIEKAPCTBEHHOW (POPMBI BCIIOMOTATEIHHOTO
BEIIECTBA,;

0) MexaHn3Ma, C TOMOIIBI0 KOTOPOTO BCIIOMOTATEIHHOE BEMIECTBO MOXKET TOBJIHAThH Ha
abcopO1HIO AEHCTBYIOIIETO BEIIECTRA;

B) a0COPOIIMOHHBIX CBOMCTB (CKOPOCTh, CTENEHb U MEXaHU3M a0CcOopOIuNn) AEHCTBYIOIIETO
BEILECTBA.

30. Bo Bpemst (hapmarieBTUUECKOM pa3paOOTKH JIEKAPCTBEHHOTO Mpernapara He0OX0uMO
VYUTHIBATh B COCTaBE€ HCCIEAYEMOTO W pe(epeHTHOTO MpenapaToB KOJIHYECTBO
BCIIOMOTaTENIbHBIX BEIIECTB, CIOCOOHBIX BIMATH Ha aOCOPOLMIO JEHCTBYIOLIETO BEIIECTBA, C
IeJIbI0 00€CTIeUeHUsI MUHIMAJIBHOTO MU3MEHEHHUSI COCTaBa M COJCP>KaHUS BCTIOMOTATEIbHBIX
BEILIECTB B HCCIEAYEeMOM JEKapCTBEHHOM Tipenapare. Jlomyckaercs He Y4YMTHIBATh
HE3HAYUTEIHLHOE KOJHMYECTBO BCIIOMOTATENIHPHBIX BEIIECTB, BKIIOYAEMBIX B OO0O0JOUYKY
TaOJETKU, WU KOJUYECTBO BCIIOMOTATENIbHBIX BEIIECTB HMXKE WX YCTAaHOBJIEHHOTO (
JOKa3aHHOI'0) IOPOTa BIUSHHUSL.

31. JleiictByromue BemectBa kiacca [ mo bKC mpexacrasisitor coboit rpynmny coemHeHU
HU3KOTO pUCKAa C TOYKH 3PCHUS CITOCOOHOCTH BCIIOMOTATENIbHBIX BEIIECTB B MX COCTaBE
BIIUSATH Ha aOCOPOITNIO TTO CPABHEHMIO C IPyruMHu Kitaccamu BerecTB mo bKC mockonbky:

XOpoI110 abCopOUPYIOTCS;

UMCIOT HE OTPAaHUYCHHYIO HU PACTBOPUMOCTHIO, HH MPOHUKAIOMIEH CITOCOOHOCTHIO
abcopOIuIo.



32. OueHka BIMSHHUS BCIIOMOTATEIbHBIX BEIIECTB B OTHONIEHHH JIEKAPCTBEHHBIX
IIPEnaparoB, ACHUCTBYIOIINE BEHIECTBA KOTOPbIX OTHOcATCA K kiaccy I mo BKC, pnomxna
BKJIFOYATh B €05l aHAU3 MOTECHIMAIBHBIX U3MEHEHUI CKOPOCTHU WJIM CTENEeHU a0COopOIHH.
Hanpumep, eciiu u3BECTHO, YTO JIEUCTBYIOIIEE BEIIECTBO UMEET XOPOIIYIO MPOHUKAIOIIYIO
CIIOCOOHOCThH OJarojapsi akTUBHOMY 3axXBaTy, HEBO3MOXKHOCTh IPUMEHEHUsI OMOBENBepa,
ocHoBanHoro Ha bKC, OyzaeT cBsi3aHa ¢ HaJdM4MeM B COCTaBe JIEKAPCTBEHHOTO Iperapara
BCIIOMOTATEJIbHBIX BEIIECTB, CIIOCOOHBIX MHTMOMPOBATh 3aXBAaTHIBAIOIIME MEPEHOCUUKU. B
OTHOIIICHUU JeicTByromux BemecTB kiacca I mo BKC, oOmamaromux MemIeHHOM
abcopOiueil, HE0OXOAUMO TaKX€ YYUTHIBATH CIOCOOHOCTh BXOJSIIUX B COCTaB
JIEKapCTBEHHOTO TIpernapara BCIIOMOTaTebHBIX BEIIECTB MOBHIIIATH €r0 a0COPOIHIO.

33. B oTHOIIIEHUH JIEKApCTBEHHBIX MpenapaToB, AECHCTBYIOIINE BEIIECTBA KOTOPHIX
otHocsTca K kiaccy I mo BKC, nonmyctumbl kaueCTBEHHbIE U KOJIMYECTBEHHbBIEC Pa3Inyus BO
BCIIOMOTATENbHBIX BEIIECTBAX MCCIIENYEMOT0 U pedepeHTHOTO JIEKapCTBEHHOTO Mpernapara,
3a HCKIIOYEHHEM BCIOMOTaTeIbHBIX BEIECTB, CIOCOOHBIX BIHATH Ha abCOPOLHIO
JICHUCTBYIOIIErO BEIIECTBA, KOTOPhIE JOJKHBI COBIAaTh KAU€CTBEHHO U OBITH CXOXKHUMH 10
KOJIMYECTBEHHOMY cocTaBy (oTnuuatbesi B mpenenax £ 10 % oOT KOJIMYECTBEHHOTO
coJiep KaHus BCIIOMOTATEILHOTO BelecTBa B pepepenTHOM nipenapare). CymmapHasi pa3Huiia
B COJIEpKAaHUU BCEX BCIIOMOTATEIbHBIX BEIIECTB, CIOCOOHBIX BIUSATH Ha aOCOPOIINIO, JOJIKHA
ObITH B mipeaenax = 10 %.

34. IloBenenue B opranuzMme nectByronux BemecTB kiacca I1I mo BKC B Gonbiieit
CTEIECHH 3aBUCUT OT BIIMSIHUS BCIIOMOTATEIbHBIX BEIIECTB. JTU JCHCTBYIOIINE BEIIECTBA HE
00JIaatoT XOpollled TMPOHHUKAIOUEH CIOCOOHOCTBIO M MOTYT UMETh abcopOIuio B
crieni(pUIEeCcKOM OTJEeNe KEIYJAOYHO-KUIIEYHOTO0 TPaKTa, MOATOMY CYIIECTBYET MHOTO
MEXaHU3MOB, C TIOMOIIHI0 KOTOPBIX BCTIOMOTATENIbHBIE BEIECTBA CIIOCOOHBI MOBIUATH HA MX
abcopO1uIo, 0 CPaBHEHUIO ¢ JIeUcTBYyIomUMU BelecTBamu kinacca [ mo BKC. B oTHomenuun
nerictByronux BeriecTB kiacca Il mo BKC Bce BcmomorarenbHbIe BelecTBa JIOKHBI OBITh
OJIMHAKOBBIMU IO KaYE€CTBEHHOMY COCTAaBY M CXOXXHMH IO KOJIMYECTBEHHOMY COCTaBy (3a
HCKJIFOYEHUEM BCIIOMOTaTEIbHBIX BEIIECTB INICHOYHON 000J0UKHU UM 00O0JIOYKH KaICYJIbl) C
COCTaBOM pe(epeHTHOTo JIEKapCTBEHHOrO IIpernapara. BcrmoMoraTenbHble BelIecTBa,
CIOCOOHBIE BJIMATH Ha a0COPOILNIO IEUCTBYIONIUX BEIECTB, HOIKHBI ObITh UIEHTUYHBIMU 11O
Ka4YEeCTBEHHOMY COCTaBY M CXOXHMH IO KOJMYECTBEHHOMY COCTaBy C COCTaBOM
pedepeHTHOro JeKapCcTBEHHOr0 penaparta (oTimdarbest B mpeaenax + 10 % ot coaepxanus
BCIIOMOTATEILHOTO BeIIeCTBA B pedEpeHTHOM Ipemapare, a CyMMmapHas pa3HHIA B
COJIEp’)KaHUM BCEX BCIIOMOTATENIbHBIX BEIIECTB, CIIOCOOHBIX BJIMATH Ha aOCOPOINIO, TOJDKHA
obITh B mipenenax = 10 %). Heo6xoauMo npuaepXxuBaThCA apaMeTpoOB, OATBEPKIAIONINX
CXOJICTBO IO KOJIMYECTBEHHOMY COCTaBY BCIIOMOTATENBHBIX BEIIECTB HCCIEIYEMOrO U
pepepeHTHOr0 JEeKAapCTBEHHBIX IpenaparoB, MNPUBEACHHBIX B Tabnune. I[Ipumeps



JOIYCTUMBIX PA3JIMYMAiA BO BCIIOMOTATEIbHBIX BEIIECTBAX IIPUBEIACHBI B MPUIOKEHUH Ne 2 K
HacTosiuM TpeOoBanusiM. Pa3znuuus B KpacuTeNsIX U apoMaTU3aTopax JTOMyCTUMbI, €CIH X
COJIEp>KaHHUE B COCTABE JIEKAPCTBEHHOI'O ITpenapaTa HE3HAYUTEIbHOE.

35. B psne cinyyaeB (HampuMmep, IpH npodiemMax ¢ OnpeaesieHueM MaccChl TNIEHOYHOM
000JI04KH pedepeHTHOro mpemnapara) NpuMeHeHHE MapaMeTpoB, MPUBEACHHBIX B TaOIUILE,
ObIBaeT 3arpyaHeHO. B Tabnuile mpuUBOASTCS OPUEHTUPOBOUHBIEC IMAapaMETPhbI, KOTOPHIC
HEOOXOAMMO YYUTHIBATh B mpoliecce (papmaiieBTUUECKOW pa3paboTku. OTKIOHEHUS OT
yKa3aHHBIX IOKa3aTesed TpeOyI0T COOTBETCTBYIOLIEIO OOOCHOBAaHUS B PETUCTPALUOHHOM
JOChE JIEKAPCTBEHHOT'O MpenapaTa UCXO0Is U3 NPUHLMIOB, YKA3aHHBIX B IyHKTax 26 — 34

HacTosimmx TpeOoBaHU.
Tab6mumna

ITapameTpbl, MOATBEPXKIAIOMIME CXOCTBO IO KOJMICCTBEHHOMY COCTaBY BCIIOMOTaTEIbHBIX
BEIIECTB UCCIIEyeMOro U pe()epeHTHOTO JIEKApPCTBEHHEIX PENapaToB, COACPIKAIIIX
JeiictByromee BemecTBO knacca Il mo BKC

OTKJIOHEHHE OT MaccChl,
Bua BcnoMoraTtensHOro BEImEeCTBa

He Ooiee
BcnomorarenpHble  BemecTBa, BIUAIOIIAE Ha
abcopoumro:
WHIUBUAYATbHOE BEIIECTBO 10 %!
BCE BELIECTBA CYMMapHO 10 %!
[Ipoure BcioMoraTeIbHEBIC BEMICCTBA!
HaIlIOJIHHUTEIb 10 %2
Jle3uHTerpanThl:
Kpaxmali 6% 2
WHOU 2 9%?2
Cesi3ytoliee BEMIECTBO 1 %?2
CwmasbiBaronue BemiecTBa (JIyOpUKaHThI):
cTeapartbl 0,5 %>
Apyrue 2 9%?2
CKONB3SIIHe BEeIIeCTBA:
TaJbK 2 %?2
UHBIE 0,2 %2

3MeHeHns BceX BCIOMOTATEIbHBIX BEIIECTB
CyMMapHO, BKIIOYas BEIISCTBA, BIHIIONINE Ha 10 0,2
abcopOumio

[Ipumeyanue:

1 OTKIOHEHHUE OT MacChl BCIIOMOIraTeJIbHOIO BCIICCTBA B pe(i)epeHTHOM Impcrapare.



2 OTKJIOHEHHE OT MACCHI sipa JIeKapCTBEeHHOM GopMbI pedepeHTHOTrO npemnapaTta. Macca
AJ]lpa He BKJIIOYAET MacCy MJIEHOYHON 000JI0YKY TaOJIETKH WK 000JI0UYKY KarCyJIbl.

36. buoseiiBep, ocHoBanHbl Ha BKC, npuMennM kK komOUHAIMSIM (PUKCUPOBAHHBIX 7103
JNEUCTBYIOIMX BEIIECTB MPHU OJMHAKOBOW JIEKAPCTBEHHOW (QopmMe U JI03UPOBKE Yy
HCCIIETyeMOro M peEepeHTHOTO JIEKapCTBEHHBIX MpEeNapaToB. YKa3aHHbIEC JIEKAPCTBEHHBIC
npenaparhl, CoJIepkKalue IeUCTBYIOIIME BENIECTBA Kacca I, TOMKHBI OTBEYaTh KPUTEPHUSIM B
OTHOLIECHUU BCIIOMOTATEIbHBIX BEIIECTB I ACUCTBYOMEro BemecTra kinacca I mo BKC.
[Ipenapatel kKOMOUHANMI (UKCUPOBAHHBIX 103, COACPKAIIUE ICHCTBYIOIIHME BEIIECTBA
knacca III mo BKC wnu neictyromue BeniectBa kiacca [ u kiacca Il no BKC, nomxkHb
OTBEYATh KPUTEPUSIM B OTHOUIEHHH BCIOMOIATENIbHBIX BEIIECTB MJIsl JAEHCTBYIOIIETO
Bemectna kiacca I mo BKC.

2. Tect CpaBHHTEIBHON KMHETHKH PACTBOPEHHUA in Vitro
JUIA JIEKapCTBCHHOI'O Mperapara

37. llpu npumeHnenun OuoBeiiBepa, ocHoBaHHOro Ha BKC, He00X0AMMO MPOBECTH TECT
CPaBHUTEIHLHOM KMHETHKH PAaCTBOPEHUS 1n Vitro ¢ UCMOIb30BAHUEM OJHOW MPOMBIIICHHON
WM ONBITHO-MIPOMBIIIJICHHON CEpUM JIEKAapCTBEHHOTO IMpernapara, COOTBETCTBYIOIICH
3asIBIISIEMOMY Ha PETHCTPAIIMIO MPOIIECCY €€ MPOU3BOICTBA, BKIIOYAIOIINMA B CeOsI CpDaBHEHHE
¢ pedepeHTHBIM JIEKApPCTBEHHBIM IIpErapaToM.

38. Mccnemyemblii JICKAPCTBEHHBIM TpenapaT HEOOXOIUMO OpaTh U3 CEpPUH, pa3Mmep
KOTOpoi coctarisieT He MeHee 1/10 pa3mepa npomsbinuieHHou cepun win 100 000 exunwmi (B
3aBUCHUMOCTH OT TOTr0, 4TO OOJbIIE), €clu 3asgBUTeNeM (IPOU3BOJUTENIEM) HE 0OOCHOBAHO
uHoe. [Ipu npoBeneHnn TecTa CpaBHUTEIBHOW KMHETUKU PAacTBOPEHUS in Vitro Jjisi BEIOOpa
JIEKApCTBEHHOr' 0 Mpernapara UcXod u3 (a3pl €ro KIMHUYECKON pa3pabOTKHU JOIMYCKaeTcs
HCIIOJIb30BAHUE ONBITHO-IIPOMBIIIUIEHHOM CEpUU JIEKAPCTBEHHOI'O IpernapaTa MEHBIIUX
pasMepoB mpu 0O0OCHOBaHMM. B TecTax CpaBHUTENbHOM KMHETHKH PACTBOPEHHUA in Vitro
HEOOXOAMMO HCMOJIb30BaTh BAJTUJUPOBAHHBIN AHAIUTUYECKUNH METOJ (aHATUTUYECKUE
METO/Ibl), a TaKXKe MpUOOp, cooTBeTcTRYIOMUN Papmakonee EBpazuiickoro 3kOHOMHUYECKOTO
coro3a, yreepxkaeHHor Pemennem Komnernn EBpazniickoit 3kOHOMUYECKON Komuccuu oT 11
asrycta 2020 r. Ne 100.

39. B uensax omnpezaeneHus npopuis paCTBOPEHUS JIEKAPCTBEHHBIX MTPENapaToB B TECTE
CPaBHUTEIbHOW KWHETHUKHU IN VIIro pacTBOPEHHS HEOOXOIMMO BBIMOJHEHUE CIIEAYIOIINX
YCIJIOBUU:

npubop: [Ipubop 2 (monactHas memranka) unu [Ipubop 1 (Bpamaromascst Kop3uHKa);
00beM cpenbl pacTtBopeHus: 900 mul uau MeHble (MPEaNnoOYTUTENIFHO HCIOJIb30BaTh
00BeM, BEIOpAHHBIHN 711 CPEIbl KOHTPOJIS KauyecTBa);
Temneparypa cpeasl pactsopenusi: 37,0 £ 1,0 °C;

ckopocTh nepememnBanus: [Ipubop 2 (nomactHas memanka) — S0 000pOTOB B MUHYTY,

[TpuGop 1 (Bpamaromasics kop3uaka) — 100 000poTOB B MUHYTY;



IPU KaXKJIOM DKCIIEPUMEHTAILHOM OMpeAesIeHUH Mpoduiis pacTBOPEHUS HEOOXOIUMO
WCIIOJb30BaHUE HE MeHee 12 1030BBIX €AMHUIl pPEePEepeHTHOTO M HUCCIETyEeMOTO
JIEKapCTBEHHBIX MPENapaTos;

Tpu Oydepubix cpeasi: pH 1,2, pH 4,5 u pH 6,8. HeoOxoauMo ucnonab3oBaTh
dapmakorneiinbie Oydepst. [Ipu pH B koTOpoMm Habmr0gaeTCs MUHUMAIbHAS PACTBOPUMOCTH
JIEKapCTBEHHOTO Tpemnapara (eciid 3Ta cpela OTIMYAeTCs OT BhIIIEyKa3aHHBIX OydepoB),
HEO0OXOMMO TIPETYCMOTPETh MPOBEACHUE TOMOJHUTEITLHOTO U3YICHHUS;

HE JIOMYCKAaeTCsl MCIOJb30BAaHHE OPraHMYECKUX pacTBOpUTENeH M go0OaBieHUe
MMOBEPXHOCTHO aKTUBHBIX BEIIECTB B CPEY PACTBOPCHHUS,

BO BpeMsl 0TO0Opa nmpod HE0OXOIUMO 00ECIICUNTh X (PHIIBTPOBAHUE, 32 UCKIIOYCHUEM
ClIy4aeB, KOT1a UCTIOIB3YIOTCSI METO bl OOHAPYKEHHsI IEHCTBYIOIIETO BEIIECTBA in Situ;

B OTHOIIIEHUH KEJIATUHOBBIX KATICYJI UM Ta0JETOK C KETATHHOBOW 00O0JIOUKOM, €CITH B UX
COCTaB€ YCTAHOBJICHO HAJIMYMUE MEPEKPECTHBIX CUIMBOK MOJEKYJ >KEJaTHUHA, JOMYyCKaeTCs
UCIT0JIb30BaHUE (PEPMEHTOB NPU HATUUMH OOOCHOBAHHS.

40. Ecnu B Ilpubope 2 (nomactHas memniajgka) Ha ckopocTd 50 060pOTOB B MUHYTY
HaOJI01aeTCs BBICOKAasi BapualOelbHOCTh BBICBOOOXKICHUS ACHCTBYIOIIETO BEIIECTBA WIIU
KOHycooOpa3oBaHUE Kak [JIsi pedepeHTHOrOo, TaK M HCCIEAYEeMOro JIEKapCTBEHHBIX
npenapaToB, JOIyckaercsi ucmnosib3zoBaHue IIpubGopa 1 (Bpamaromiascss KOp3WHKa) Ha
ckopoctu 100 obGoporoB B MuHYTY. Kpome TOro, momyckaercss HCIIOJb30BaHUC
albTEPHATUBHBIX METOJIOB (HAIpUMEp, UCIOJIb30BaHUE TPY3UJ (CUMHKEPOB) WIH JIPYTUX
JTOJKHBIM 00pa3oM OOOCHOBAaHHBIX MOAXOJOB) JJIA YCTPaHEHHs] KOHYCOOOpa3oBaHUS U
Ipyrux mnpobseM. B oTuere o mpoBeAEeHHOM HCCIIEIOBAHUM HEOOXOJIUMO MPEACTaBUTh BCE
PE3yNbTATHl DKCIIEPUMEHTOB.

41. Ins cpaBHeHUs ipoduiielt pacTBOPEHUS TaM, Iie MPUMEHUMO, HEOOXOAUMO OIIEHUTh
thakrop mozmobus £, mo caenyroeit hopmye:

-0,

o

ik ol = - 5 ™)
f, =50xlg _1+§><z‘;*=1(ﬂt—n)2_ x 100

0,5

o

f2

50 X 1g{[1+=x TR - T)?| ~ x 100

re:
f, — daxrop monobus;

N — YUCJIO BPEMEHHBIX TOYEK;
R(t) — cpenHsas A0Jg (B MPOIEHTaX) PacTBOPUBIIETOCS ACHCTBYIONIErO BEUIECTBA

pe(l)epeHTHOFO JICKApCTBCHHOTI'O IIPCIIapaTa B MOMCHT BPCMCHU t mocJjie Hayaja uCCiIeI0BaHUA

b



T, ., — cpeanss noJis (B MPOILIEHTaX) PacTBOPUBIIETOCS JACUCTBYIOIIErO BEIECTBA

®

HCCICAYCMOI'O JICKAPCTBCHHOI'O IIPpCIIapaTa B MOMCHT BPCMCHHU t ITocJIe Havajia uCCiaea0BaHuA

42. Pacuer ¢akTopa moodus MpUMEHSIETCS MPH BBHITTOJTHEHUH BCEX CIEAYIOMNUX YCIOBUM:
IIPOBE/IEHA OLIEHKA PacTBOPEHMsI IO MEHBIIEH Mepe B TpeX BPEMEHHBIX TOUYKax (He
CUMTasl HyJIEBOI TOUKH 0TOOpA);

BbIOpaHHBIE BPEMEHHbIE TOUKU O0TOOpa MpoO0 s IBYX CPaBHUBAEMBIX JIEKAPCTBEHHBIX
MpenapaToB JOJKHBI ObITh OJJUHAKOBBIMU;

JUISl KOKJIOW BPEMEHHOW TOYKHM PACCUUTAHO CPEAHEE 3HAUEHUE HWHIMBUIYaTbHBIX
noka3aTeied pacTBOpPEHUs JEHCTBYIOLIETO BEIIECTBA KaXKJIOr0 U3 CpPaBHUBAEMBIX
JIEKapCTBEHHBIX MIPENapaTos;

HaJIM4ue JJis JII000ro u3 rnpenaparoB He Oosee OAHONW BPEMEHHOW TOUKH CO CPEIHUM
3HAYCHUEM pPacCTBOPEHUS JEUCTBYIOIIETO BemiecTBa > 85 % OT €ro HOMHUHAJIBHOTO
COJIEpKaHUs B JIGKAPCTBEHHOM IIpernapare;

K03 PULIMEHT BapHallK JJIs1 CPEAHUX 3HAUEHU pacTBOPEHUs JEHCTBYIOLIErO BEIIECTBA
JIEKapCTBEHHOIO Mpenapara He A0JKeH npeBbiath 20 % B paHHuEe BpeMeHHbIe ToukH (10 10
MuHyT) 1 10 % B ocTanbHble BpEMEHHbBIE TOUKH.

43. JIBa mpo¢uist pacTBOPEHHsI ACHCTBYIONINX BEIIECTB CPAaBHUBAEMBIX JIEKAPCTBEHHBIX
MpEnapaToB CYUTAIOTCS MOJO00HBIMH, ey 3HadeHue f, > 50. Eciu kak y ucciesyemoro, Tak

1 y peepeHTHOTO JIEKapCTBEHHBIX MPENapaToB yCTAaHOBIEHO, YTO > 85 % 3asBICHHOTO
KOJIMUECTBA JCHCTBYIOIIETO BEUIECTBA pacTBOpsieTCs 3a 15 MUHYT, CpaBHEHHE C TIOMOIIBIO
oueHKN (akropa monodust f, He Tpebyercs, a NpOoGUIM DPACTBOPEHHUS MPH3HAKOTCS

nogooHeiMu. Ecnu koadduuueHT Bapuanuu s CpeIHUX 3HAYCHUW PaCTBOPEHUS
JNEUCTBYIOIIETO0 BEIIECTBA MPEBBINIAECT 3HAYEHMS, YKAa3aHHBIE B MYHKTE 42 HACTOSIIMX
Tpebosannii, pacyer paxropa nogo0us f, npusHaeTcst HENPaBUIBHBIM, U CACNIATh BBIBOJ O

nogoouu (Ccxoxkectu) npoduiiel pacTBOPEHUs JEUCTBYIOIIETO BEIIECTBA Y CPAaBHUBAEMbBIX
JIEKapCTBEHHBIX MPEnapaToB HEBO3MOXKHO.

44. Jlns npuMmeHeHus 6uoBeiiBepa, ocHoBanHoro Ha BKC, B oTHOIIEHUH JeHCTBYIONTUX
BemecTB kiacca I mo BKC wuccnemyemsiii 1 pedepeHTHBIN JIEKapCTBEHHBIE MperapaThl
JIOJIKHBI TIPOSIBIISITH:

a1n00 o4eHb ObICTpBIC (> 85 % — I cpeaHero KOJu4YecTBa BEISCTBA, IIEPEIIS/IIIeIo B
pacTBOp 3a < 15 MUHYT) XapaKTepUCTUKH NPOUIIsl PACTBOPEHUS 1N Vitro;

160 ObIcTphIe (> 85 % — ISt CPeAHETO KOJIMYECTBA BEILIECTBA, IEPEIIEAIIETO B paCTBOP
3a < 30 MuHyT) U cxoxkue (1M0J00HBIC) XapaKTEPUCTUKU MPOQUIsS pacTBOPEHHS in Vitro (
HampuMep, Ha OCHOBAHMM CpPaBHCHHs MO (akTopy momobus f,) BO Bcex yCIOBHSX

pacTBOPEHUSI.



B ciyuae ecnu onuH U3 npemnapaToB (UCCIenyeMblil WM peepeHTHBIN) UMEET OBICTPOE
pacTBOpEHHE, a Jpyrol mpemapaT — OYEHb OBICTPOE pPACTBOPEHHUE, MOHKHO OBITH
MPOJEMOHCTPHPOBAHO MOJ00KE IPOdMIICH Ha OCHOBAaHUH CpaBHEHHS 110 pakTopy f,.

45. Jlna npumenenust bnoseliBepa, ocHoBaHHOTO Ha BKC, B 0THOIIEHNY JIeKapCTBEHHBIX
npenaparoB, coAepxkamux aeictByronme Bemecta kiacca III mo BKC uccnenyembiii u
pedepeHTHBIN JIeKapCTBEHHbIE MTpenapaThl JOJKHBI IPOSBISTh O4€Hb ObICTpBIE (> 85 % —
JUTSI CPEJTHEr0 KOJIMYECTBA BEIECTBA, MEPEIISIIEro B pacTBOp 3a < 15 MUHYT) U cxoxue (
MO0I00HBIE) XapaKTEePUCTUKH NPO(UIIs pACTBOPEHUS 1IN Vitro BO BCEX YCIOBHIX PACTBOPEHHUS.

46. [lns npumeHeHus: OuoBeiiBepa, ocHoBanHoro Ha bKC, B oTHOIIEHNH JIeKapCTBEHHBIX
npemnapaToB ¢ (PUKCUPOBAHHOW KOMOWHAIIMEHW 103 JOJDKHBI OBITh MOJ00HBI Npoduian
pPacTBOPEHUSI BCEX ACHUCTBYIOIIMX BEIIECTB B COCTABE PACCMATPUBAEMBIX JIEKAPCTBEHHBIX
npenapatoB ¢ GUKCUPOBAHHON KoMOMHaIuel 103. Ouenka nogoous npoduieit pacTBopeHus
npenaparoB ¢ (PUKCUPOBAHHOM KOMOMHAIMEN 7103 3aBUCUT OT UX COCTABA!

Ipernaparsl, CoJIepKalllie UCKIIOUNUTENBHO JelcTByromue Beniectra knacca [ mo bBKC,
JOJKHBI OTBEUATh KPUTEPUSIM TMoao0us mnpoduield pacTBOPEHHUS IS KaXIOTo
nercTBytomiero Bemniectna kiacca I mo bKC;

Ipenaparsl, COAEPKAIINE UCKIIOYUTEIBHO NelcTByomue Bemecrna kinacca Il mo BKC,
JTOJDKHBI  OTBEUYATh KPUTEPUAM ToA00uss mpoduiel pacTBOPEHUS JUISI KaKIOTO
nerctytromiero Beniectna kiacca I mo bKC;

npernapaTsl, coaepkaiue KoMOuHaIuo aeicTpyomux BemecTs kinacca | u Il mo BKC,
JOJIKHBI OTBEYATh KPUTEPHUSIM MOA00MS MPOHUIIeit pacTBOPEHUS, COOTBETCTBYIOIIETO Kiacca
BKC niist kaxa0ro KOMIIOHEHTa KOMOUHALIUH.

47. B oTHOIIIEHUH JIEKAPCTBEHHBIX MpenapaToB ¢ 00yiee YeM OJTHON JO3UPOBKOM MOIX0T K
MpUMEHEHUI0 OuoBelBepa, ocHoBaHHOro Ha BKC, pommkeH NpUMEHSATHCS K KaxIou
J03UPOBKE JIEKAPCTBEHHOTO Iperapara W BKIHOYaeT B cels cpaBHeHHE mpoduieit
pacTBOpPEHHUs HUCCIEAYeMOro U pedepeHTHOrO JICKAPCTBEHHBIX MPENapaToB ISl KaXaou
TO3APOBKH.

JlomoHeHUs K yCIOBUSIM IPUMEHEHHs TpeOoBaHuM K OnoBeliBepy, ocHoBaHHOMY Ha BKC
, IPUBEACHBI B IpHIOKeHnH Ne 3.

V. lokyMeHTHI, He0O0XOAMMEBIE AJIA PEICTABICHUA B COCTaBe PErHCTPAIMOHHOIO IOCHE, IPH
HCIONB30BaHMH OHoBeiiBepa, ocHoBaHHOTO Ha BKC

48. CroHCcOp 00s3aH MPEJCTAaBUTh CBEJACHHS O KPUTHYHBIX ITOKa3aTeIsIX KadecTBa
M3y4aeMoro JCHCTBYIOMIET0 BeIlecTBa (BEIIECTB) W JICKAPCTBEHHOTO Ipemapara, a TakkKe
uHdopmaImio o pepepeHTHOM IpemaparTe, BKIIOYAINIYIO B ce0s B TOM YHCIIE:

BUJT TOTUMOPGHOHN (HhOPMBI aKTUBHOM (hapMalleBTUIECKONU CyOCTaHIINM;
SHAHTUOMEPHYIO YUCTOTY aKTHBHOU (papMaIrieBTUIECKON CyOCTaHITHH;



ar00ble CBEJEHHS O MpoOjeMax OWOJOCTYMMHOCTH MW OMOAKBUBAJICHTHOCTHU
JNEUCTBYIOIIETO BellecTBa (BELIECTB) WM JIEKAPCTBEHHOIO Ipenapara, BKJIOYas
MEJIUIIMHCKHE HAYyUYHbIE JaHHBIE U JaHHbIE IPOBEJACHHBIX COOCTBEHHBIX UCCIIETOBAHUM.

Heo6xoaumMo npencTaBuTh BCe MPOTOKOJBI U OTYETHI 00 uccieaoBaHusx. CBeleHus 0
BAJINJIALIMM AHATMTUYECKUX METOJOB JOJDKHBI COOTBETCTBOBATH:

TpeOOBAHMSM, U3JI0KEHHBIM B TipuiioskeHu Ne 6 k [IpaBuiam npoBeneHus ncciae 0BaHmiMl
OMOSKBUBAJIEHTHOCTH JIEKAPCTBEHHBIX MPENapaToB B pamkax EBpa3niickoro 3KOHOMUYECKOTO
coro3a, yrBepxkaeHHbIM Pemennem CoBera EBpa3uiickoil SJKOHOMUYECKON KOMHUCCHH OT 3
HOs10pst 2016 1. Ne 85 — nJ1st OMOAHATTUTUYECKUX METOIHK;

TpeboBaHusIM PyKoBOACTBAa MO BaluJallMM aHATUTUYECKUX METOJUK MPOBEICHUS
WCTIBITAHUM JIEKAPCTBEHHBIX CPEICTB, yTBepxkAeHHOro Pemennem Kosmernn EBpaszuiickoi
SKOHOMHYECKOM KoMUccuu oT 17 urona 2018 r. Ne 113 — 11 aHaIUTHYECKUX METOIUK.

49. Otuer MOJDKEH BKIIOYATh B ce0sl OMUCAaHME BCEX BCIIOMOTaTEIbHBIX BEIIECTB,
BXOJSLIMX B COCTaB HCCIEIYEMOro U Pe(EpEeHTHOTO JIEKAPCTBEHHBIX MpenapaToB, C
NPUBEICHUEM UX KAYECTBEHHBIX U €CJIU IPUMEHHUMO KOJIMUYECTBEHHBIX Pa3IMYHil.

50. B oTyere HEOOXOAMMO MPEACTaBUTh MOJHOE OMHUCAHUE HCIOJb30BAHHBIX
AHAJUTUYECKUX METOJIMK, BKIIOYAs WX BAIHAAIMUI0O U KBaTU(DUKAIUIO aHATUTUYECKOTO
o0opyoBanus. JJOMOJHUTEIBHO HEOOXOJUMO MPEICTaBUTh MOJIHOE OMHCAHUE BCEX Cpej
pacTBOpEHUS JIEKAPCTBEHHBIX TIPENapaTtoB, a TakKKe CBEACHHS 00 HccieayemMou u
pedepeHTHON cepusix JIeKapCTBEHHBIX MpenapaToB (eAMHUYHAs [03a (J03UPOBKA),
WCIIOJIb30BaHHAs B TECTE CPABHUTEIBHON KNHETUKH PACTBOPEHMS], IPOTOKOJIbI aHAIN3a CEPUU
), HOMEp cepuH, JaTy MPOU3BOJICTBA U pa3Mep CEPUM (€ClId OHU U3BECTHBI), 1aTy UCTCUCHUS
Cpoka rogHocTH (cpoka xpaHeHus). Otdyer o0 ompenesieHMH PacTBOPUMOCTH aKTHBHOMN
(dbapManeBTUYECKON CyOCTaHIIMU ¥ TPOBEJACHUU TECTa CPABHUTEIbHOW KHHETUKU
pPacTBOPEHUS JIEKAPCTBEHHOrO Mpenapara JTOJKEH BKIIOUYaTh B ce0sl MOAPOOHOE ONUCAHME
AKCTIEPUMEHTATBHBIX YCIOBUH M aHATUTHYECKUX METOAWK, BKJIIOYAash TaKHe CBEJCHUSA 00
YCHOBUSIX PACTBOPEHUS, KAK:

WCIIOJIb30BaHHBIN (papMaKomeHbIN TPHOOD;

METOIUKH JI€adpallny;

crocoObl (hUIIbTpaIMK B TIpoiiecce oToopa mpoo;

00beM 0TOHMpaeMbIX IPo0;

IPYTHE MapaMeTpbl, NO3BOJIAIOIINE ONUCATh MPOLECC MOTYUYECHUS IKCIIEPUMEHTAIBHBIX
JTAHHBIX.

51. JIonmoiHUTENBHO B OTYETE HEOOXOAUMO MPECTABUTh CBEICHUSI C MOJTHBIM ONKUCAHUEM
HCIIOJIb30BAaHHBIX METOJIOB ONpENEJICHUsI MPOHUKAIONIEH CIOCOOHOCTH AEHCTBYIOLIETO
BellecTBa Ha JuHHMM KkieTok Caco-2, eciau OHa MNpuUMEHsuiach (B COOTBETCTBUHU C
MOJIO’KEHUSIMH, YKa3aHHBIMU B TipuiioskeHuu Ne 1 k HactosiiuM TpeGoBaHUsIM).



52. Otyer, yka3zanHbiii B yHKTax 49 u 50 nactosmux TpebGoBaHU, JOTKEH CONEPKAThH
TabnuuHble U TpadUyueCKUe AaHHBIC, COOTBETCTBYIOIIME WHIUBUIYAJIbHBIM U CPEIHUM

pe3yibTaram, a TaKke 0000IIaoMNue CTATUCTUICCKHE JIaHHBIC.

I[MTPHUJIOXKEHUE Ne 1
k TpeboBaHmsIM K OHOBeiiBepy,
OCHOBaHHOMY Ha
OorodapMarieBTUIECKOI
crcTeMe KJIacCU(pHUKaUK

METO/VKA

aHaJIM3a IPOHUKAIOMIEH CIOCOOHOCTH ICHCTBYIOMIETO BEMECTBA C HCIIOJIB30BaHHEM JINHUHA KIIETOK
Caco-2

1. O6mme yxazaHus

B nensx npoBeAeHUs OLEHKH KUIIEYHOW aOCOpOLMU AEHCTBYIOUIErO BEUIECTBA Y
YeJOBeKa JIOMYCKAaeTCs MpPOBEACHUE aHalu3a MPOHUKAIOMEH CIOCOOHOCTH 3TOrO
JEHCTBYIOLIETO BEIIECTBA C UCIIOJIB30BAHUEM KYJIBTHUBUPYEMBIX MOHOCIIOEB AUTEIHAIBHBIX
kietok Caco-2, moiydaeMmblX M3 KIETOYHOM JIMHUU aJCHOKAPUUHOMBI TOJCTOM KHILKH
yenoBeka. Kierku Caco-2 noaBepraroTcsi CIOHTaHHONH MOP(HOJIOTHYECKON U OMOXUMUYECKON
g depeHInpPOBKE B SHTEPOLIMTHI U MPOSABIISIIOT KJIETOUHYIO MOJISIPHOCTh, UMES alTUKAJIbHY IO
HIETOYHYI0 KAa€MKY, IUIOTHBIE MEXKKJIETOYHBIE COYIEHEHHMS M HECKOJBKO aKTHUBHBIX
TPaHCHIOPTEPOB, UIEHTUYHBIX AKTUBHBIM TPAHCIIOPTEPAM B KJIETKaX TOHKOW KHUIIKK YeJIOBEKa

BBuay HH3KOro WM HYJIEBOrO IOTEHIMAja JKCIpeccuu S(PhIroKc-TpaHCIOPTEPOB (
Hanpumep, P-gp, PCRP, MRP2) u 3axBarbiBaroniux tpancrnoprepoB (Hampumep, PepTl,
OATP2BI1, MCT1) ucnosibp3oBaHue pe3yibTaTOB aHajau3a Ha JUHUM KieTkax Caco-2 B
KayeCTBE €IMHCTBEHHBIX JIAHHBIX JJIs1 0OOCHOBAaHUS XOPOULIEH MPOHUKAIOIIEH CIOCOOHOCTH
JEUCTBYIONIETO BEIIECTBA JIJIs LieNiel ux Kinaccudukanuu no ouodapmaneBTUUIECKON cucTeme
knaccupukanuu (ganee — BKC) mpumeHMMO TOJNBKO K JEMCTBYIOIIMM BEIIECTBaM,
MEPEHOCUMBIM ITyTEM MacCUBHOUN nuddy3un.

2. Bayganya MeTOAUKH aHAJIM3a IIPOHAKAIOMEH ClIOCOOHOCTH

[IpurogHocTh aHaMIU30B Ha JUHUU KJIeTOK Caco-2 Jjisi onpeesaeHus] MpOHUKAroIen
cniocobHocTH nericTBytomiero BemectBa mo bKC moareepikmaercs ¢ moMoOIIbi0 yCTaHOBIICHUS
paHroBoi (MOPSIAKOBOW) 3aBUCUMOCTH MEXAY OSKCIEPUMEHTAIbHBIMU 3HAYCHUSIMU
MPOHUKAIOIIEH CIOCOOHOCTH U CTENEHbI0 aOCOPOLINHU AEMCTBYIOIIETO BEIIECTBA Y YEJIOBEKa C
UCIIOJIb30BaHUEM MOJENIBHBIX JEHCTBYIOIIMX BEHIECTB C HyJleBOH, mioxoil (< 50 %),
yMmepennoit (50 — 84 %) u xopoeit (> 85 %) nponukaromieit cnocooHoctbro. Heobxoaumo
HCIIOJIb30BaTh JOCTATOYHOE KOJIMYECTBO MOJEIIBHBIX JEUCTBYIOIIMX BEIIECTB ISl BaUJAlUN
METO/IMKHU aHaJn3a C LeJIbI0 YCTAHOBIICHUS MPOHUKAIOIIEH CIOCOOHOCTH (110 MEHbILIEH Mepe
5 HENCTBYIONMIKUX BEMIECTB Ha KXY CTETNEHb MPOHUKAIONMEH CIOCOOHOCTH — XOpOoIias,



yMEpEeHHasl U IUIOXas), a TaKXke MapKep XapaKTepU3YIOUIMA HYJIEBYIO MPOHUKAIOUIYIO
CIOCOOHOCTh. B0O3MOXKHBIE MpUMEPHI MOJECIBHBIX JEUCTBYIOIMIMX BEIIECTB MPUBEICHBI B
tabmure 2. UToOb MONYYUTh HAACKHYIO OIGHKY NPOHUKAIIIEH CIOCOOHOCTH
JEHCTBYIOUIETO BEIIECTBA, HEOOXOAMMO MCIOJIb30BATh JOCTATOYHOE KOJIUYECTBO (IO MEHBIIIE
Mepe 3) MOBTOpPHOCTEH aHanu3a Ha JuHUM KJIeTok Caco-2. YcraHoBIeHHasi paHroBas (
MOPSAJIKOBAs) 3aBUCUMOCTD JIOJKHA MO3BOJISATH MU PepeHInpoBaTh JEHCTBYIONIME BEIIECTBA
C TUIOXOW, YMEPEHHON U XOPOIIEH TPOHUKAIOLIEH CIOCOOHOCTHIO.

JlomxHa OBITh TOATBEPIKIEHA COXPAHHOCTh MOHOCIOS JIMHUK KJeTok Caco-2 10 Havalia
HKCIIEpUMEHTA M TOCJI€ €ro 3aBepUICHHs NpPU TOMOIIM CpPaBHEHHUsS MOKa3aTeynei
TPAHCOMUTEIUAIBHOTO 3JEKTPUYECKOTO COMPOTUBICHUS U (WJIM) JIPYyTUX MOJIXOASIIUX
IOKa3aTeseu.

CoxpaHHOCTb MOHOCIIOSI TMHUHU KieTOK Caco-2 A0JKHA ObITh MPOJAEMOHCTPUPOBAHA C
MOMOIIBIO JACHCTBYIOUIUX BEUIECTB C JOKa3aHHOW HYJIEBOW MPOHUKAIOMIEH CIIOCOOHOCTBIO,
MEPEYHCICHHBIX B TaOJIHIIE.

Omnucanue mpolexypbl Baduaalliil METOUKH aHalu3a TOJDKHO BKITFOYATh B CEOSI:

NepeueHb MOJICJIBHBIX JEHCTBYIOIIUX BEIIECTB BMECTE C JAHHBIMU O CTEMEHU HX
abcopOiMu y 4YenoBeKka (CpelHee, CTaHAapTHOE OTKIOHEHWe, KOA(h( UIIMEHT BapHUaIun),
WCIIOJIB30BaHHBIX ISl YCTAHOBJIEHUS MPUTOJHOCTH METO/IA;

3HAYEHUS MPOHUKAIOILIEH CIOCOOHOCTH KaXkJI0TO MOJIEIBHOTO AEMCTBYIOIIETO BeulecTna (
CpellHee, CTaHAAPTHOE OTKJIOHEHUE, KO3 (ULIMEHT BapUallin);

yKa3aHue Kjlacca IPOHMKAIOIIEH CIOCOOHOCTH KaKJI0I0 MOJEIBHOIO JEHCTBYIOIIETO
BEIIIECTBA;

rpaK 3aBUCUMOCTH CTENEHHM a0CcOopOLMM JEMCTBYIOLIETO BELIECTBA OT €ro
MIPOHMKAIOIIEH CIIOCOOHOCTH (C Mpe/cTaBlieHneM Ha rpaduke 3HaYeHUI B BHUE "cpenHee +
CTaHJapTHOE OoTKJIoHeHUE" win 95 % noBEepUTEIHLHOIO UHTEPBAIA);

yKa3aHWe TPAHUIIBI XOPOIIEH MPOHUKAIOIIEH CITOCOOHOCTH U BRIOPAHHOTO MOJIETBHOTO
JNEUCTBYIOIIET0 BeElIecTBa ISl OMpeAeeHUs XOpOoIed MPOHUKAIONIEH CIOCOOHOCTH,
HCMOJIb30BAHHBIX TIpu omnpeaenaeHnn kiacca no bKC wucciaeayeMoro neicTByroiiero
BEIIECTBRA.

JIOTIOJIHUTENIBHO B OTYETE HEOOXOIUMO MPEJCTABUTD:

OMHCaHNE METOJUKH UCCIIEIOBAHMS;

UCII0JIb30BaHHBIE KOHIIEHTPALUU JEHCTBYIOLIETO BEIECTBA B JOHOPCKOM KUIKOCTH;

ONUCAaHUE AHATUTHYECKON METOIUKH;

ypaBHEHUE, UCIIOIB30BAHHOE JIJISl pacyeTa MPOHUKAIOIIEH CIOCOOHOCTH AEHCTBYIOLIETO
BEILECTBA;

cBesieHus 00 3¢ darokc-noTeHIane JUHUM KieTok Caco-2 (Hampumep, B BUJE JTaHHbBIX
JBYHAIPABJICHHOI'O TPAHCIIOPTA JAJI U3BECTHOI'O JICHCTBYIOIIETO BEIIECTBA).

3. MeToauka aHann3a MPOHUKAIOMEH CIIOCOOHOCTH



B xone skcriepuMenTa J0bKHA OBITh YCTAHOBJICHA NaccuBHAs UG Y3HUS UCCIIETyEeMOro
nercTByromiero BemiectBa. Hamuune mnaccuBHOM nud@y3un AEHCTBYIONMIETO BEIIECTBA
MOATBEPAKIAACTCS HA MOJXOSIIECH TECT-CUCTEME, KIIETKH KOTOPOIl SKCIPECCUPYIOT U3BECTHBIE
admarokc-Tpancnoprepsl. OAHUM M3 CHOCOOOB TOATBEPKACHUS NaccuBHOU nuddys3uu
SBJISIETCS YCTAHOBJIEHHE OTCYTCTBHS 3aBUCMMOCTH U3MEPEHHON MPOHUKAIOIIEH CIIOCOOHOCTH
in vitro AeMCTBYIONIErO BEIIECTBA U €r0 MCXOIHOW KOHIIEHTPAIMKU (HalpUMep, OTCYTCTBHE
TaKOM 3aBUCUMOCTHU JJIs1 I03UPOBOK, KoTopbie cocTarisitor 0,01, 0,10 u 1,00 ot HaubobIIeH
JI0O3UPOBKHU JICUCTBYIOIIETO BEIIECTBa, pacTBOpeHHON B 250 mu cpensl). Takke maccUBHas
nmuddy3us Moxer OBITh NOATBEPKAEHA NyTEM OLEHKH HamlpaBlIeHUs IepeHoca
nercTBytomero BemecTBa (9P GIIOKC-OTHOMIEHUS, TO €CTh OTHOIICHHUS KaxyIliencs

MPOHUKAKIIEH  CIMOCOOHOCTH  JEHUCTBYIOIIEr0o  BEIIECTBA (anm) MEXIAY

0azonaTepasbHO-aNMMKAIbHBIM HAINpaBICHUEM KIETKH M anuKalbHO-0a30JaTepaibHbIM
HaIlPaBJIEHUEM KIIETKH), KOTOPOE JOJKHO COCTABIATh < 2 JUIsl BBIOPAHHBIX KOHILIEHTPALIMA
JEHCTBYIOIETO BenecTBa. D(PQIroKC-0THOIIEHNE PACCUUTHIBACTCS IO CIIEAYIOIIeH Gopmyiie:

K2k, BJ—AIl

JdPr0KC OTHOILIEHHE =

P
Pyax, AN-E
P
P.

Exx, BJ—AI
JddroKC OTHOILIEHHE =
Ezx, All—=EJ
rJe:
anm BIIoA[] — K@XKYLIasics MPOHUKAIOLAs CIIOCOOHOCTD JICHCTBYIOIIETO BEIICCTBA B

6330J'IaTepaHBHO-aHI/IKaHBHOM HaIpaBJICHUH,

PKa>K, ATI—EJT KaXylmasacAa IIPOHUKAoIass CITOCOOHOCTH ACUCTBYHOIICTIO BCHICCTBA B

anmuKalbHO-0a301aTepaIbHOM HaIlpaBJICHUU.

OYHKIHUOHAJIBHYIO 3KCIPECCUI0 3P (DIIOKC-TPaHCIOPTEPOB HEOOXOIUMO MPOBEPATH C
HCIIOJIb30BAHUEM HCCJIEIOBAHUM JByHANpaBJIE€HHOTO TPAHCIOPTa, IOITBEPKIAAIOUINX
ACHMMETPUYHYI0O TPOHHKAIONIYI0 CIOCOOHOCTh BBIOpPAaHHBIX CyOCTpaToB ISt
s roKC-TpaHCTIOPTEPOB  (HApUMep, AUTOKCHHA, BHHOJACTHHA, pojamuHa 123)
UCIOJIb3YEMbIX B HEHACHIIAIOIIUX TPAHCIIOPTEPhI KOHIICHTPALIHSIX.

KoHneHTpanuu uccienyemMoro JAeMCTBYIOIIETO BEIIECTBA, HUCIOJb3yEMbIE B
UCCJIEIOBAHUSAX MPOHUKAIOMIEH CIIOCOOHOCTH, JOJIKHBI OBITH 0OOCHOBaHBI 3asiBUTENEM. B
BAJIMIUPOBAHHON METOJAMKE aHAJIMU30B MPOHUKAIOUIEH CIHOCOOHOCTH JI€MCTBYIOIIETO
BelIeCcTBa Ha JIMHUU KJeTok Caco-2, HeoOX0UMO HCII0JIb30BaTh YCIOBUS, YCTAHOBJIECHHBIE BO
BpeMsl BallWJalldd METOAWKU, W BKIIOYUTH MOJIETbHBIE JEWCTBYIONINE BEIIECTBA C
YMEPEHHON M XOpOoIlIel MPOHUKAIONIEH CIIOCOOHOCTHIO B JIOHOPCKYIO YKHIKOCTh BMECTE C
UCCIEyEMbIM JICHCTBYIOIIMM BEUIECTBOM B KadeCTBE BHYTPEHHUX CTaHAAPTOB JIs



MOATBEPKICHHUS TOCTOSHCTBA METOJIMKM YKa3aHHOTO aHanu3a. BeiOOp BHYTpEHHUX
CTaHJIapTOB JIOJKEH OCHOBBIBATHCS HA UX COBMECTUMOCTH C MCCIEAYEMBbIM JCHCTBYIOIUM
BEIIIECTBOM, TO €CTh OHHU HE JOJKHBI MPOSBIATh KaKHE-TNOO CYIECTBEHHBIC (pU3nUecKue,
XUMHUYECKHE U OIMNOCPEIOBAaHHbIE TEPEHOCOM B3aUMOJCHUCTBHUS C HCCIEIYyEMbIM
NEUCTBYIOIMM BellecTBOM. [IpoHukaromas crnocoOHOCTh BHYTPEHHHUX CTaHJIAPTOB MOXKET
OBITH OmpejeseHa IMOCle OIEHKH HCCIEeNyeMOro NEWCTBYIOIIETO BEIIECTBA B TEX XKe
MOHOCJHOSIX JIUHUH KIETOK Caco-2 Wi MOHOCJOSIX KJIETOK HAa TOM JK€ IUIAHIIETE, €CIIH
HEBO3MOYKHO BKJIFOUYMTh BHYTPEHHUE CTAHJAPTHI B Ty K€ KIETOUHYIO KYJIbTYpPY, B KOTOPOil
OIlEHMBAJIaCh MPOHUKAIOUIAS CIOCOOHOCTh HCCIEAYEMOIo JACHCTBYIOIIETO BEIIECTBA.
[TonydeHHble B cepuU pa3IMUHbIX UCHBITAHUH, a TAKXKE MPHU BAIUAAINU METOJAUKHA aHAIN3a
3HAYCHUs MPOHMUKAIOIIEH CIIOCOOHOCTH BHYTPEHHUX CTAHAAPTOB JOJKHBI KOPPETUPOBATH (
OBITH OJMU3KUMH) MEXKIY cO00¥. B oT4eTe MOMKHBI OBITh yKa3aHbl KPUTEPUH TIPUEMIIEMOCTH
JUIsT BHYTPEHHUX CTaHAAPTOB W MOJEIbHOr0o cyOcTpata mnga 3¢ Qurokc-TpaHncnoprepa.
HeoOxoanumo ykazaTh cpefHee BBICBOOOXKIEHUE JNEHUCTBYIOIIETO BEHIECTBA M BHYTPEHHUX
CTaHJapTOB B KOHIIE uclbITaHus. [Ipu BeIcBOOOXIeHUN NercTByomIero Bemectsa < 80 %
JOJKHAa OBITh BBIMOJIHEHA OlIEHKAa MaTepualbHOro OaliaHca, BKIIOYas H3MEPEHHE
OCTaTOYHOTO KOJMYECTBA JEHUCTBYIOLIErO BEMIECTBA B MOHOCIOE JIMHUU KJeToK Caco-2 U B
OydepHoii cpesie KoTopasi HAXOAUTCS B MPUOOPE JIJIs1 UCTIBITAHUM.

Or1eHKy TPOHUKAOIIEH CIIOCOOHOCTH MCCIIETyeMOTO JEHCTBYIONIETO BEIIECTBA IS €T0
knaccudukanuu no bBKC MOXHO ynmpocTUTh B ciydae BbIOOpa BHYTPEHHEIo cTaHAapTa C
XOpoIlIeld MPOHUKANIEH CHOCOOHOCThIO, 3HAUY€HUE KOTOPOW HAXOAUTCS BOJIU3U
YCTAHOBJICHHOW TPaHUIIBI MEXKAY YMEPEHHON M XOPOIeH MPOHMUKAOIIECH crocoOHOoCTIMU. B
ATOM CJIydae HCCIEeAYyeMOE JIEMCTBYIOIIEE BEIECTBO CUMTAETCS 00JaJaroliuM XOpoIien
MIPOHMKAIOIIEH CIIOCOOHOCTHIO, €CIIM 3HAYEHUE €T0 MPOHHMKAIOIIEH CIOCOOHOCTH PaBHO UITU
MPEBBIIIAET 3HAYEHHE MPOHUKAIONIEH CIOCOOHOCTH i1 BBIOPAHHOTO BHYTPEHHETO
CTaHJapTa ¢ XOPOoIel MPOHUKAIOMIEH CITIOCOOHOCTHIO.

Cenenusi, He0OOXOIUMBIE 11 0OOCHOBAHMS XOPOIIEH MPOHUKAIONIEH CITOCOOHOCTH
HCCIIETyEMOT0 JIEMCTBYIOIIETO BelllecTBA (CpeHee 3HAUEHUE MPOHUKAIOIIEH CIIOCOOHOCTH,
€ro CTaHAapTHOE OTKJIOHEHHUE, KO3 (UIIMEHT Bapuallin) JOHKHBI BKIIIOYATh B Ce0:

JTAHHBIE O MPOHUKAIOIIEH CIOCOOHOCTH UCCIIEyEMOTO JEUCTBYIOIIETO BEIIECTBA;

JTAHHBIE O IPOHUKAOIIEH CIIOCOOHOCTH MCIOJIb30BAHHBIX BHYTPEHHUX CTAHIAPTOB;

JTAHHBIE O JKEJIYJOUYHO-KHUIIIEUHOU CTaOUIIbHOCTHU JIEUCTBYIOIIErO BEMIECTBA 1n Vitro;

JaHHbIE, 000CHOBBIBAIOIIE MEXaHU3M MMacCUBHON U Py3un JeHCTBYIOIIETO BEIICCTRA.
Tabmuma

IIpumepsr MOACIBHBIX ACHCTBYIOMMX BEMIECTB AJI BaIHIA[MH MCTOAVKH aHAIN3a IPOHUKAIOMICH
CHOCOGHOCTH JIEHCTBYIOMIETO BEMIECTBA ¢ UCIIOJIb30BaHHEM JIMHIH KiteTok Caco-2
Krnacc nponukaroiieit cmocooHocTH

JeicTBy1o11I€€ BELIECTBO
WM B cyOcTparta



AHTUTIUPUH
Kodenn
Keronpoden

Hampokcen
Xoporasi MpOHHUKAoIIas ClIoCOOHOCTh

(f, > 85 %)

Teobwna
Meromnponon
IIponpanosnon
Kap6amazenun
DEeHUTONH
Juzonupamun
Munokcuaun

XnopamdeHnKon
Kpeatunun
TepOyranun
I'mnpoxopotuasun

YMepeHHas IPOHHKAIOLIAsk CIOCOOHOCTh DHananpui

(f, =50 -84 %) dypocemust
Metdopmun
Awmunopua
ATteHonon

Panntngun

damMoTUIUH
Hanonon
Cynbprimpus
JInzuHonpun
[Tnoxas mpoHUKArOIIas CIIOCOOHOCTH ALUKIOBHD

(f, <50 %) ®dockapHeT
MannauTon
Xnopotuasua
TlonusTunenraukons 400

OHananpunar

OUTL-nexkcTpan

Honmumytrnenrnukons 4000
Hynesas mpoHukaromas cnocoOHOCTh Jlrormudep sxenThIid

Nuynun

JlakTynosa

Juroxcun
[Taknurakcen
MonenbHbIe CyOCTpaThl Tt 3P QIFOKC-TPAHCIIOPTEPOB
XUHUIAH
Bunbnactun
[MPUJIOXKXEHUE Ne 2
k TpeboBaHmsIM kK OHOBeiiBepy,
OCHOBaHHOMY Ha
OouodapMaIieBTUICCKOI
CUCTEME KJIACCU(PHUKAIINN

AJI'OPUTMBI U ITPUMEPBI
OLICHKH Pa3INIMii B COCTaBEe BCIIOMOTaTe/IbHEIX BEMECTB B UCCIIEAYeMOM H pedepeHTHOM
JIEKapCTBEHHEIX IIpemapaTax



1. AITOpUTMEI OLICHKH PA3INYHii B COCTaBE BCIIOMOTAaTEIIFHEIX BEMECTB B HCCIIELYEMOM U
pedepeHTHOM NeKapCTBEHHEIX mpenapaTax

Pucynok 1. AITrOpHTM OLICHKH JICKApCTBEHHOTO IPEMapara, COASPKAIEro JeHCTBYIOMMTE
BemecTBa Kiracca I

PucyHOK 2. AITOPUTM OLIEHKH JIEKAPCTBEHHOTO Mpernapara, COASpKamero AeHCTByIomue
BemecTBa Kiacca 11l mo 6uodapManeBTHIECKO#H CHCTEME KITacCHPHUKAIH

2. IIprMepH! JOIMYCTUMEIX pas3iIduii B COCTaBE BCIIOMOTaTEIHHEIX BEMECTB B HCCIICAYEMOM H
pedepeHTHOM NIeKapCTBEHHEIX penapaTax

ITpumep 1. BuoseiiBep, OCHOBaHHEIN Ha OMO(apManeBTAHIECKON CHCTEME KIIaCCH(UKAIVH, I
JIEKapCTBEHHOTO Iipemapara, CoJiepaKaliero JeicTByomee BemecTBo kinacca I mo
6modapManeBTHIECKOM cHCTEME KIacCH(UKAIIHI

KauecTBeHHBII COCTaB HCCIENYEeMOTro JIEKAPCTBEHHOTO MpernapaTa COBMAJAET C
KaueCTBEHHBIM COCTaBOM pPE(EPEeHTHOTO JEKapCTBEHHOTO mpemnapara. KomnuecTBeHHOE
cojiepkaHue copOuTona (BCIOMOTaTeIbHOTO BEIIECTBA C U3BECTHBIM WM MOJI03PEBAEMbBIM
BIMSIHUEM Ha aOCOpOLMIO JIEMCTBYIOIIETO BEIECTBA) OTIWYAETCS OT €ro COJAEp aHUS B
pedepeHTHOM JeKapCTBEHHOM Tmpemapare. [Ipu 3TOM KOJIMYECTBEHHOE COJEepKaHUE
copOuTOJIa B UCCIIEIyeMOM MpenapaTe HaXOAUTCs B JOMYCTUMOM Auarnas3oHe (45 — 55 mr),

paccYMTaHHOM Ha OCHOBAHHH COZEpKaHUs copOuTona B pedepeHTHoM mpenapare (50 mr +
10 %).

ConmepxaHue B
CopepxaHue B
OyHKIIHOHAIBHOE HccIeayeMoM
KommonenT cocraBa pedeperTHOM mpenapare (
Ha3HAYCHHE ) JICKapCTBCHHOM IIperiapaTe
MT
(mr)
JelcTByI011I€E BELIECTBO 100 100
Muxkpoxkpucraaaindaeckas
POKD HAaITOJIHUTEITh 100 95
LIEJLII0I03a
CopouTon HAIIOJIHUTENb 50 55
I'mapokcUIpoOnMIMETHI-1IE
P p CBSI3YIOIIEE BEIIECTBO 10 10
JIJII0JIO3a
Tanbk CKOJIB3IIIEE BEIIECTBO 5 5
Hroro 265 265

ITpumep 2. BuoseiiBep OCHOBaHHEIH Ha OMOpapManeBTHIECKO#H CrcTeMe KiIacCH(pUKaIm, yis
JIEKapCTBEHHOT'0 IIpernapara, CoepXkaiero aeicreyromee BemecTBo kiacca Il mo
O6rodapmaneBTHIECKOH CHCTEME KIIaCCH(UKAIUA



KauecTBeHHBIN cocTaB HccleyeMOro JIEKapCTBEHHOIO IpenapaTa COBHAJaeT C
KaueCTBEHHBIM COCTaBOM pPePEepeHTHOTO JIeKapCTBEHHOro mpenapara. KojaumdyecTBeHHOE
coJiep:kaHre copOuTosa (BCIOMOTaTeIbHOTO BEIIECTBA C U3BECTHBIM HIIM I0I03PEBAEMbIM
BJIUSIHMEM Ha a0bcopOLMIO JEHCTBYIOIIETO BEIIECTBA) OTIMYAETCS OT €ro COJAEp>KaHus B
pedepeHTHOM JIeKapCTBEHHOM mpemnapare. [Ipm 3TOM KOJWYECTBEHHOE COJAEpKaHUE
copOuTONa B HCCIEIyEeMOM Mpernapare HaXOAUTCS B JOMYCTUMOM auarnasone 9 — 11 wr,
pPacCYMTAaHHOM HAa OCHOBAaHHUM KOJMYECTBEHHOI'O COJEpKaHUsS copOuUTOia B pedepeHTHOM
nekapctBeHHOM npenapate (10 mr £ 10 %). Paznuuus B KOJIMYECTBEHHOM COAEPKAHUU
APYTUX BCIIOMOTATENbHBIX BEIIECTB HAXOMATCS B TMpeienax TpPaHMI], yKa3aHHBIX B
npuBeaeHHOW B nyHKTe 35 TpeOoBanmiti k OuOBEIBEpy, OCHOBAHHOMY Ha
ounodapmalieBTHUECKON cucTeMe Kiaccuukanuu Tadbauue.

A6comoTHas
. . pasHHIA
K P HTHEI W MEIA
Koo Oy Pt oo
Tiperap fipenap MacCHL AfApa
TaOmeTKI
JIOJIA OT MACCHL JIOJISL OT MacChL
cocraB (M) sAfpa TabIeTKM cocTas (MT) Ampa TabIeTKn
(% m/m) (% m/m)
Aeiictayiomee 100,0 493 % 100,0 46,5 % -
BEILIECTBO
JI
ARTOSEL  anommmrens 85,0 41,9 % 97,0 45,1 % 32%
MOHOTHpaT
Copburon HanonHutens 10,0 49 % 9,0 4.2 % 0,7 %
K;
POCKAPMEIIO  esunrerpant 6,0 3,0% 7,0 33% 0,3 %
3a HATpHS
Marnus ny6pukatop 2.0 1,0 % 2,0 0,9 % 0,1%
cTeapar
Hroro 203,0 100,0 % 215,0 100,0 %
OO011ee oTInyKe: 4.3 %
TTPUJIOXEHUME Ne 3
k TpeboBanusM k OHoBeiiBeEpY,
OCHOBAHHOMY Ha
O6rodapmareBTHIeCcKoit
CUCTEeMe KITaCCHU(pHUKAINN
JOIIOJIHEHU A

K yCIOBHAM IpuMeHeHns TpeboBanmii k OHoBeliBepy, OCHOBaHHOMY Ha 6HO¢papManeBTHIECKOH
cHCTeMe KiIacCHpHuKaImm

[Momoxxenne TpeboBanwmii YcnaoBust npuMEHEHUSs.

OO01111E TTOT0XKEHUS

K JEHCTBYIOIIMM BEIECTBAM, HMEIOIINM HEJIMHEHHYIO

(bapMaKkOKMHETHKY, JONMyCKaeTcs HPUMCHSTH
NPUMEHHMOCTh OMOBEifBepa, OCHOBAHHOTO Ha  OMOBCHBED, OCHOBAHHBIN Ha OHO(APMALEBTHICCKON
6ro(hapMaIeBTHIECKOH CcHCTeMe Kiaccudukauu, Kk CHCTEME KIACCHGHKALMHM, €CIH OHH OTBEYAloT



JEHCTBYIOIINM BEIIECTBaM, MMEIOUINM HEIUHEHHYI0
(hapMaKOKHHETHKY

JIOIYCTHMOCTb ITPUMEHEHHs1 OnoBelBepa, OCHOBAaHHOTO
Ha BKC, mns KOMOWHMPOBAHHBIX JIEKapCTBEHHBIX
MpernapaTroB, B COCTaBe KOTOPHIX TOJBKO OIHO W3
JNEHCTBYIONMX BEMIECTB COOTBETCTBYET KPHUTEPHUAM
OmoBeiiBepa, OCHOBAaHHOTO Ha OnodapMarieBTHIecKOn
CUCTEeMe KJIaccu(UKAIIWH,

a OCTaJIbHBIC BEIIECTBA — HE COOTBETCTBYIOT

MIPUYMHA WCKJIIOYEHUS JEKAPCTBEHHBIX IPENapaToB C
Y3KHUM TEpaNeBTUYECKUM HWHAEKCOM H3 chepsl
npuMeHeHus OuoBeiiBepa, ocHoBaHHoro Ha BKC,
HECMOTpPsS Ha 3aBHUCUMOCTb CKOPOCTH M CTENEHHU
abcopOIyK TakuxX NEHCTBYIOMIMX BEIIeCTB Kiacca | nim
xiacca III mo BKC Tonpko OT HX pacTBOPUMOCTH U
MpOHUKAIOIIEH
3aBHCHMOCTH OT Y3KOTO TEpPaleBTHYECKOTO HHACKCA

cnoco0HOCTH n OTCYTCTBHUC

KPUTEPHUSIM pPACTBOPHUMOCTH W INPOHUKAIOMICH

crocoOoHoctn aus kiacca | wimm kmacca Il mo
omodapmarieBTHIECKOH cHcTeMe KiIacCUpUKamuu (
nanee — BKC).

ouoseiiBep, ocHoBanHbIil Ha BKC, momyckaercs, ecnu
BCEC JCHCTBYIOIIME BEMIECTBA KOMOWHHPOBAHHOTO
JIEKapCTBEHHOT'O TIperapata OTBEYAlOT KPHUTECPHUAM
kiacca [ wm xkmacca Il mo BKC. Ecnu xotst 661 01HO U3
JIEHCTBYIOIINX HE ABISETCA NCHCTBYIOIINM BEIIECTBOM
knacca | nnn knacca 111 mo BKC, Henb3s UCKIIOYUTH
BO3MOXHOCTh TOT'O, YTO JICKAPCTBEHHAas ¢opMa H
cocTaB KOMOMHHPOBAHHOTO JICKAPCTBCHHOTO Mperapara
MOBIUSAIOT HA TIOBEICHHE JTOTO JCHCTBYIOUIETO
BEIIECTBA IN VIVO.

JICKapCTBCHHBIC MpETIapaThl ¢ Y3KUM TCPAICBTUUCCKUM
MHJIEKCOM — 3TO Ipenaparsl, /Uil KOTOPBIX HEOOJIbIINE
pa3nu4us B 103€ WM KOHLIEHTPAIHWU B KPOBH MOTYT
MIPUBECTH K MOSIBICHUIO 3aBUCSIINX OT O3Bl WIH
KOHIICHTPALIUU CEPhE3HBIX MPOOIIEeM (TepareBTHIeCKOM
Hed(pPEKTUBHOCTH MM HEeXKeTaTeIbHBIX peakiuit). s
9THX JIEKAPCTBEHHBIX MPETapaToOB XapaKTepeH KpyToil
BUJI 3aBUCUMOCTH "7103a — OTBET" B OOBIYHOM JI030BOM
Jquara3oHe Y3KHH  OWana3oH  MexXAay
3¢ (PEKTUBHBIMH KOHICHTPALUSAMHI JEHCTBYIOIETO
BENIECTBA M KOHIICHTPAILUSIMH,
CEpbe3HOM TOKCHYHOCTBIO. TakuM 00pa3oM, TO3BI STHX
JICKapCTBEHHBIX CPEICTB HEOOXOJUMO OCTOPOIKHO

nin

CBJA3aHHBIMH C

TUTPOBATH
OTCYTCTBUE JIEKAPCTBEHHBIX IIPENApaToB C Y3KUM

u MoHutopupoBatb. Hecmorps Ha
TEpareBTUUECKUM HH/IEKCOM, K MTOATBEPKACHHIO 1N VIV
0 OMO3KBHMBAJICHTHOCTH YKa3aHHBIX JIEKAPCTBECHHBIX
MpemapaToB MPEABABISAIOTCA 0coOble TpeboBaHUSA, (
Hampumep, 0oyiee CTPOTHE KPUTEPUH TPUEMIIEMOCTH (

90 % nosepurenbHbii uHTepBan Anst C . ¥ (WiH)

AUC pomxen Haxonuthesa B auanazone 90,00 — 111,00
%)
uccnenoBanus). [IpuHIUIBI OHOBEIBEpa, OCHOBAHHOTO
Ha BKC, He mO3BOJSIOT ycTaHABIMBAThH OOJIEe CTPOTHE
KpuTepun OmoBeliBepa. B cBs3m ¢ 3THM OmoBeliBep,
ocHoBaHHbli Ha BKC, He sBIgeTrcss NOpPUTOTHBIM
HUCCIIEIOBAHNEM I[N VItro [iis yCTAHOBIICHHS

OMOYKBUBAJIEHTHOCTH JICKAPCTBEHHBIX MpENapaToB C

U OINpeleNeHHble O0COOCHHOCTH AM3aliHa

Y3KUM TCPAI€CBTUYCCKUM NHIECKCOM.

Kputepun npumenenns 6noseiiBepa, ocHoBaHHOTO Ha BKC

6uoseiiBep, ocHoBaHHBIH Ha BKC, nomyckaercs

IPUMEHSTh, €CIIM HCCIEeNyeMbli U pedepeHTHHIH

JeKapCTBEHHbIE IIpenaparhl CcojepXar pasHble (
MIPOCTHIE) COJH JCHCTBYIOIIETO BEIIECTBA PH YCIOBHUH,
9TO 00€ COJU TPHHAIIEKAT

k kiaccy I mo BKC (obmamator xoporeit

PacTBOPUMOCTBIO XOpoIllell NpPOHUKAKLIEH

CITOCOOHOCTHIO).

nu



JIOIYCTHMOCTbh ITPUMEHEHHs1 OnoBelBepa, OCHOBAaHHOTO
Ha BKC, B ciryuae, ecnu uccnenyemslii U pedepeHTHbIN
Ipenaparsl CofiepkaT pazHble (POPMBI CONel 0HOTO U
TOTO e JISHCTBYIOIIETO BEIIeCTBa

HEOOXOIMMOCTh ydeTa M3MEHEHHS MacChl aKTHBHON
(hapManeBTHYECKON CyOCTaHIIMU, CBSI3aHHOIO C MHOM
COJBI0 JCHUCTBYIOLIETO BEUIECTBA IIPU OLIEHKE
pacTBOPUMOCTH

000CHOBaHHE NPUMEHEHHsI OHOBelBepa, OCHOBAaHHOTO
Ha BKC, x mponekapcTBaM, KOTOpBIE BCACBHIBAIOTCS
TOJIBKO B BUJIE TIPOJIEKAPCTBA

PactBopumocTh

nmogacprKaHnue IIOCTOAHCTBA pH BO

OKCIIEPUMEHTA 110 OLICHKE PaCTBOPUMOCTH

BpeMs

OIlpeie]ICHUe NPOJOIDKUTSIFHOCTH YCTaHOBJICHUS
PacTBOPUMOCTH

buogeiiBep, ocHoBannbiii Ha BKC, He mpumensiercs,
€CIM HUCCIIeIyEeMbIil JIeKapCTBEHHBIH Ipemnapar

COJICP)KUT JeHCTBYyIOIIEEe BEIIECTBO, KOTOpPOE IO
CBOEMY CTPOCHHIO (TIPOCTOH AUp, CIOKHBINA dPUp,
HN30Mep, CMECh M30MEPOB, KOMIIIEKCHOE COEANHEHNE
WIN WHOE XMMHYECKOE NPOU3BOJHOE) OTJINYAETCS OT
CTPOGHUS JICHCTBYIOIIEr0 BeIIeCTBa pedepeHTHOTO
npernapara,
MIPUBECTH K Pa3jInuusIM B OMOJIOCTYITHOCTH, KOTOpPBIE HE

IMMOCKOJIbKY TaKWUC pasjinyuss MOryT

BO3MOXHO YCTaHOBHTH C TIOMOIIBIO 3KCIIEPHMEHTOB,
HCIIONB3YEeMBIX JJIsi O0OCHOBaHHWS OHoOBelBepa,

ocaoBanHoro Ha BKC. IloMuMO Hay4HBIX acleKTOB
000CHOBaHMS BO3MOXKHOCTH IIPUMEHEHUS OMOBeiBepa,
ocHoBaHHoro Ha BKC, HeoOXonuMmMo YyYHUTHIBaTh
TpeboBanus IlpaBun mnpoBeneHHs HCCIIEIOBaHUI

OMOSKBHUBAJICHTHOCTH JICKAPCTBEHHBIX IIPEIapaTroB B
pamkax EBpa3uifickoro 3JKOHOMHYECKOTO COI03a.

B BKC «knaccupunupyercs HeENoCpeacTBEHHO
nericTByromee BemiectBo (ocHoBanue). Jlo3a
KOHKPETHOTO  JCHCTBYIOIIEro  BeElIecTBa B

IKCIEPUMEHTE J0JKHA OBITh UACHTHYHOW HE3aBUCUMO
oT Buaa ero coau. CiiemoBaTeabHO, TOHITHE "OTIHYHS
MacChl JeHCTBYIOIIEro BemecTBa" B JaHHOW CHTyaluu
HerI/IMeHI/IMO.

BKC ocHOBaHa Ha KpUTEpHSIX PacCTBOPHUMOCTH H
MpOHUKAIOIEN
IeicTBylomero BemecTtBa. KiraccudukannoHHas
rpynna He MOXeT ObITh TNepeHeceHa Ha IpyTHe
COEIMHEHMsI, HAIIpUMep, Ha MUCXOJHOE BEIIECTBO WM
MeTabOoJIHnT.

CIOCOOHOCTH KOHKPCETHOTO

OneHka KpUTEepUss pPacTBOPUMOCTH

MPOBOJUTCSL HMCXOASl M3 MPEINOJIOKECHHS, 4YTO

JeKapCTBEHHBIM MNpenapaT NPUHUMAaeTcs BHYTPhb C
OTIPEJICNICHHBIM KOJIWYECTBOM BOJBL. JTO YCIIOBHE HE
NPUMEHUMO AN METabOoIHNTa, €CIM TOIBKO OH HE
o0pazyercsi HEIOCPEICTBEHHO cpa3y Iocje IpuemMa u
no abcop6oumu. bBKC npumensiercst k JAeHCTBYIOIEMY
BELIECTBY B COCTaBe JIEKAPCTBEHHOT'O IIperapara,
MTOCKOJIBKY JIJIS TIOATBEPXKICHUS CX0XKECTH IPETapaToB
HCIIOIb3YeTCA pacTBopeHue
JIEHCTBYIOILErO BELIECTBA.

in vitro 3TOTO

JOITYCKAIOTCSl Pa3JInIHbIE METOABl monaep:kanns pH
pactBopa. Ecnu TpeOyeTcs moaepkaHue moCcTOsSHCTBA
pH, HeoOxomumMo 000CHOBAaTH BBIOPAaHHBIH METO/I.
Otknonenne pH B mpenmemax + 0,1 cuurtaercs
MIPUEMIIEMBIM.

B cllydyae OIICHKH pPaBHOBECHOW pPaCcTBOPUMOCTH
NPOJIOJDKUTENILHOCTh YCTAHOBICHHUS PACTBOPUMOCTHU
JIOJDKHA OBITh HAYYHO 00OCHOBaHA MCXOs U3 BPEMEHH,
HEOOXOJAMMOTO JUIsl JTOCTH)KCHHS PaBHOBECHOTO
COCTOSTHUS.

B cnydasx, xorma paBHOBECHYIO PacTBOPUMOCTH
OTIPEJICITUTH

HEBO3MOXHO, MTPOAOJIKUTCIBHOCTD



yUeT BIMSHHUS HOHHOH CHITBI Oy(QEepHBIX pacTBOPOB MPH
UCIBITAHUU Ha PACTBOPUMOCTD

JIOIYCTUMOCTb HCIOJIb30BaHUS CPEAHUX 3HAYEHUH
ITOBTOPOB OIIEHKH PACTBOPUMOCTH WJIM HaHMMEHBIIETO
W3 TIONYYCHHBIX 3HAYCHWH pacTBOPUMOCTH TIpH
3HAYUTENFHOW BapHaOeTbHOCTH TOKa3aTeNell MexXIy
OTACIBbHBIMH

pe3yibTaTamMu ompeeIeHUS

PacTBOPUMOCTH IIpU 3asanHOM pH

JIOTTYCTUMOCTh HCIIOJIb30BaHUS JJAHHBIX HAYYHOU
JUTEpPATypbl WM WHBIX HAyYHBIX JaHHBIX IS
00OCHOBaHHUSI PACTBOPUMOCTH B KA4eCTBE OMOPHBIX
JAHHBIX JUISI OTHECCHHs ACUCTBYIOIIETO BEIECTBA B
cootBercTByromuii kacc BKC

JOIYCTHMOCTh ~ HCIIOJIb30BAaHHUS TIIPH  OIEHKE
PAaCTBOPHUMOCTH HWHOTO Mpejaena JJis JAerpajainuu
JEHCTBYIONIEr0 BEIECTBa, CPaBHEHHUIO C
YCTaHOBJIEHHBIM TpeOoBaHUsIMU KOHWOBEHBeEDY,
OCHOBaHHOMY Ha OHO(apMaleBTHIeCKON

mo

cucreme kiaccupukauuu (nanee — TpeOoBaHwus)
npezenom He 6onee 10 %

HpOHI/IKaIOH.[aﬂ CIIOCOOHOCTH

JOIYCTUMOCTh HCIIOJIh30BAaHUS WHBIX ITOJHOCTBIO
BaTUANPOBAHHBIX KIIETOYHBIX IJIMHUN (Hampumep,
MDCKII, LLC-PK1) BmecTo kierounoi auanu Caco-2
, JUIS TIOJTyYCHHSI OLICHKU MPOHUKAIOIICH CIIOCOOHOCTH
nercTByromiero BemectBa no bKC

9KCIIEPUMEHTAa PACTBOPUMOCTH JOJDKHA OBITH HAYYHO
000CHOBaHAa C YYETOM OXHJAAEMOr0 BpPEMEHHU
abcopOumu in vivo.

MOHHasi cuia OyQepHBIX pacTBOpPOB HE BIUSET Ha
PacTBOPUMOCTH JEHCTBYIOIINX BEIECTB.

B OTHOIICHHH XOPOIIO PACTBOPUMBIX IEHCTBYIOIINX
BEIIECTB HE [OJDKHA BO3HHKATH CYIIECTBEHHAs
BapI/Ia6eJ'IBHOCTB MCXKIY 3HAYCHUAMHN UHAUBUIAYAJIbHBIX
omnpeeneHuii pactBopuMocTi. OHAKO MPU HATUYUU
BapHa0CIIEHOCTH OIPEIEIICHUE PACTBOPHUMOCTHU JIOJKHO
OCHOBBIBAThHCSl HA CPEIHEM 3HAUEHUHU MOBTOPOB OLIEHKH
PaCTBOPHMOCTH.

IJI1 YCTAHOBJICHUA PAaCTBOPUMOCTU }IeﬁCTByIOIJ.[eFO

BCIICCTBA HeO6XOI[I/IMO npeaCTaBUTH
OKCIICPUMEHTAJIbHBIC HTAaHHBIEC O PpPAaCTBOPUMOCTH.
HaquLIe XUMHKO-TCXHOJOITHYCCKHUC n

(hapmaneBTHUECKHE NaHHBIC MPEACTABISAIOTCS TOJIBKO
IUIS  JanbHEHIIero MOATBEP)KICHHUS BBIBOJOB O
PacTBOPUMOCTH.

TpeJeNt AeTpajanny JeHCTBYIONIETO BelecTBa He Ooee
10 % ycraHoBIeH IS OOCSCIIEUeHUs] TOTO, YTOOBI HE
MTPOKMCXO/IMIIO 3aBBIIIICHUE [TOKA3aTeNs] PACTBOPHUMOCTH,
CBSI3aHHOTO C MIEPEX00M BEIIECTBA B PACTBOP, HO HE C
Jierpajanuei
Yka3aHHBIA Tpenen MOXKET ObITh O00ecHeueH B

3TOr0 JEHCTBYIOIIEr0 BENIECTBA.

YCIOBUAX IKCIICPUMEHTA.

MIPOHUKAIOIIYIO CIIOCOOHOCTD JIEUCTBYIOIIETO BEUIECTBA
MPUHIUIHAIEHO MOXHO OIIEHUTHh C TOMOUIBIO APYTHUX
METOJIOB In Vitro (WHBIC KJICTOYHEIC JIMHUH, HAIIPHMED,
MDCKII), in situ (Loc-I-Gut) mwmm ex vivo (Momensb
BBIBEPHYTOTO MeEIIKa, C(HOPMHUPOBAHHOTO
KHIIEYHUKA KPBICHI). [lOCKONBKY OMBIT OIICHKH
MIPOHUKAIOIIEH CTIOCOOHOCTH JIEHCTBYIOIIUX BEIIECTB C

nus3

MOMOIIBIO IN VItro TMOAXOJ0B HE3HAYHUTEIbHBIH,
HEOOXOIUMO MPHUMEHSTh METOM, I KOTOPOTrO
HAKOIUIEH HAMOONBIIMN OMBIT MPUMEHEHHS, KOTOPHIM
sBisiercst  kierounas Juaus Caco-2. Ilo mepe
HaKOIJICHUS OJKCICPUMEHTAIbHBIX JaHHBIX B

OTHOIIIEHNH MHBIX METOIOB €X VIVO U In Situ Ha OCHOBE
KJICTOYHBIX HI/IHI/Iﬁ WJIN XHUBOTHBLIX, 3TH JaHHBIC
JIOTTyCKAeTCs HUCMONb30BaTh B TMOCIEAYIONIEM IPH
HAJIMYUKA CTPOTON BAJTMJIAIMHM M CTaHIAPTU3AIMH B
COOTBETCTBHH C NPHUHIUIAME, H3JI0KCHHBIMH B

nproxernd Ne | k TpeGoBaHMSIM.

TONBKO JEHCTBYIOIIMM BeIIECTBAM C XOpomen
IIPOHMKAIOIIEH CIIOCOOHOCTHIO MpHCBanBaeTcst Kiacc |
nmo BKC (uto obecrneumBaeT IOIOJHUTEIBHYIO
THOKOCTH JUTS IPOU3BOANTENS IPH N3MEHEHHH COCTaBa
BCIIOMOTATEIbHBIX BEIIECTB M JaeT BO3MOXKHOCTD
IpUMEHEHHs OoJiee IIHPOKUX KPUTEPUEB A
pactBopeHus ( > 85 % B Teuenue 30 MUHYT)).



MPUYUHBI KiIaccHu(pUKaMy NEHCTBYIOMINX BEIICCTB,
MPOSBIISIONIAX ~ YMEPEHHYI0  IPOHUKAIOUIYIO
criocobnocte (50 — 84 %) B BamMIUPOBAHHBIX
vccleloBaHuAX Ha KieroyHod sumHuU Caco-2 u
SABIAKIIUXCA HeCTa6I/IHI)HI)IMI/I B
JKEITy TOYHO-KUIIICYHOM TPAKTE B TPYIITY JCHCTBYFOIINX
BCIICCTB HMCIOMHUX IUIOXYK MPOHUKAIOIIYIO

CIIOCOOHOCTH

oOecrieueHue pa3Mepa BBIOOPKH, HEOOXOIUMOTO IS
MOTYYCHHUS HAJCKHOW OIECHKH MPOHUKAIOIICH
CIIOCOOHOCTH JICHCTBYIOIETO BEIIECTBA

OTHeceHue K JaHHOMY KJIaccy JICHCTBYIONIUX BELIECTB
C TPOHMKAIOUIEH CIIOCOOHOCTBIO, OTIWYHOH OT
XOpOoUIeH TPOHUKAIIIEH CIOCOOHOCTH (TO ecTh
BEIIECTB C YMEPEHHOM WM IUIOXOW MPOHMKAOLIEH
CITOCOOHOCTHIO),
OuoBeliBepa, OCHOBAaHHOr0 Ha OuodapmMareBTHUYECKON
cucreMe Kinaccuukanuu. B oTHOIEHUH JeHCTBYIOIINX
BEIIECTB, HE CTAOMIBHBIX B JKEIYJI0YHO-KHIICTHOM
XOpOIIYIO

HE JIOIMMyCKA€TCA B KOHTCKCTE

TpaxTe, MTOATBEPIUTH
TIPOHUKAIOMIYIO CIIOCOOHOCTH N VIVO.

B cayuasx,
CTIOCOOHOCTh HEBO3MOKHO TOATBEPANTH OZHO3HATHO C

HEBO3MOYKHO
KOT[lJa XOpOIIYI MPOHUKAIOUIYIO
NOMOUIbIO OJHOTO W3 METOAOB, OIHMCAHHBIX B
TpeboBanusx, MpuMeHeHHE OHOBEWBEpa, OCHOBAHHOTO
Ha BKC, BO3MOXHO eciu AeHCTByIOlLIEe BEIECTBO

orBeyaer kputepusim kmacca III mo BKC (
JEKapCTBEHHBI MpermapaT HWMEeT OTpPaHHYCHUS B

OTHOIICHUH HW3MEHEHUH CcOCTaBa M COACpKAHUSA

BCIIOMOI'aTCJIbHBIX BCIICCTB U SABJIACTCSA OUYCHb 6BICTp0
pacTBOPUMBIM (TIPOUCXOIUT BBICBOOOXKICHUE > 85 %
JIEHCTBYIOIIETO BELIECTBA B TeUeHUE 15 MUHYT)).

TUTAHUPYEMOE KOJIHMYECTBO TOBTOPOB HCCIEIOBAHUM,
HEOOX0AMMOE ISl TIPAaBUIIBHOTO OMpENeNIeHHs Kiacca
MIPOHMKAIOIIEH CIIOCOOHOCTH JIEHCTBYIOIIETO BEIIECTBRA,
TPYAHO OJHO3HAYHO OIpPENEIUTh, NMOCKOIBKY OHO
3aBHCUT OT BapHaleNbHOCTH KaXXAOTO OTIENHHOI0
aHanmu3a. J{ist 9TOW TIpynmbl aHalM30B XapakTepHa
BBICOKash MexJiabopaTopHass BapuaOeIbHOCTh, IS
KOTOpOH B  HAay4YHOM  MEIULMHCKON
XHUMHKO-(apmarieBTudeckoii ureparype (J Pharm Sci (
97), 2008; Eur J Pharm&Biopharm (114), 2017))
YCTAHOBJEHb  MOTEHUHAJIbHBIE  HMCTOYHHUKHU
BapuabenpHOCTH. MexnaboparopHas BapnaOeIbHOCTD
CYIIECTBEHHO HIDKE B CIllydae MPHHAICKHOCTH

u

JIEHCTBYIOLIETO BEIIECTBA K Kiaccy I mo cpaBHeHHIO ¢
kinaccoM III mo BKC.

B oTHOLIEHUY IEHCTBYIOIMIMX BELIECTB C
Pax >10x10" cm/c umeroTes nanHbIE 06 yMepeHHOI

BapuabenbHocTH (5 — 20 %), mpeacTaBiIcHHbIE B
Hay9YHOW MEIMIMHCKON M XUMHKO-(papMareBTHIecKon
mureparype Eur J Pharm Sci (56), 2014; J Pharmcol &
Toxicol Methods (70), 2014. B cBs3u ¢ stum
MaJIOBEPOSATHO, BBICOKasl BapHabeNbHOCTh

IpUBeNeT K HENpPaBUIBHON OIEHKE Xopomiei

MPOHUKAIOIIEH CIIOCOOHOCTH EHCTBYIOIIETO BEIIECTBA.

I[J'[SI aHaJInu30B C HCIOJB30BaAHUECM MOHOCJIOCB

49To

SIUTEIHANBHBIX KIeTOK JuHUH Caco-2 MHHHMAaIbHO
000CHOBAaHHBIM SIBIISIETCS BBITIONHEHHE 3 TOBTOPOB
HCCJICIOBaHUH.

LeJIpl0  cTaTHcTHYecKod  nuddepeHunpoBKu
SKCIEPUMEHTAIBHBIX 3HAUEHUN SIBISETCA MOJy4YEeHUE
JUXOTOMHYHOTO pe3ynbTaTa (JeHCTBYIOIIEe BEIIECTBO

MPOSBJISIET MIM HE TMPOSABISIET XOPOUIYIO



MOJXOMBI K CTaTUCTHYeCKON muddepeHupoBKe

MOJIYUCHHBIX 3HadeHuir P AJIg JICKAPCTBCHHBIX
Kax

IpenapaToB C IUIOXOHW, yMepeHHOHl u Xxopomei
MPOHUKAIOIEH CIIOCOOHOCTBIO B CiIy4ae, €clin
3HadeHns P HaKia/pBalOTCS ApYr Ha Apyra HpH

CPaBHEHUH OTJENbHBIX 3HAYCHUH IUIS JIEKapCTBEHHBIX
MIpenaparoB U3 KaKI0H IPyIIIBI

MIPOHMKAIOIIYIO CIIOCOOHOCTE). In VivOo-IpOHUKAOIIast
CHOCOOHOCTh pe(ePEeHTHBIX ACHCTBYIOIINX BEIIECTB,
repevuciieHHbIX B npmioxkeHnd Ne 1 x TpeGoaHmsM,
MOATBEPIKACHA B NCCIIEIOBAHMAX C yYacTHEM YEIOBEKa,
KOTOPKIE IIOKa3bIBAIOT, 4YTO CpPCAHUE 3HAYCHUA
NPOHUKAIOIIEH CIIOCOOHOCTH ATHX ACUCTBYIOLIUX
BEIIECTB YETKO MO3BOJISIOT UX PA3eIUTh HA BELIECTBA
C IJIOXOM, YMEPEHHOW M XOpOLIed MpOHUKAIOMEH
CIOCOOHOCTBIO. ODKCHEPUMEHTAIBHBIE CHUCTEMBI Ha
OCHOBE JINHHAM KJIETOK Caco-2 Mo3BOJIAIOT IIPOBECTH MX
BalUJalMIO JUIsl Leledl ompeneleHUs Kiacca
uccneayemoro neirctpyromniero BemjectBa mno BKC,
UCIIONIb3YSl yKa3aHHble pedepeHTHbIe NeiCTBYIONINe
BemecTBa. s ycremHoi BaJmaanuy HEOOXOIMMO
nmonydnTh AuQQepeHIpoBaHHbIE PE3yNbTaThl C
HCIIONIb30BAaHUEM JICUCTBYIOLIUX BEIIECTB C XOPOILEH,
YMEPEHHOH 1 TUIOXOH MPOHHUKAIOIIEH CITOCOOHOCTHIO in
vitro.

Ecnu cpeanue 3HaueHus 1uis JEHCTBYIOMIMX BEIIECTB C
IJIOXOW, YMEPEHHOHM M XOpOULIEH IPOHUKAOIIEH
CHOCOOHOCTBIO HAKJIA/BIBAIOTCS APYr Ha Jpyra npu
SKCIEPUMEHTAILHOM OIPENENIEeHUH, TO 3TO yKa3bIBaeT
Ha BEPOSITHBIE MMPOOIIEMBI IOCTAHOBKHU WJIM BHITTOTHEHHS
METOAMKH HCCIEIOBAaHUSI C
kierounod nuHum Caco-2 B opranusanuu. s
HOJTBEPKACHUS Kiacca MPOHHUKAIOUIEH CIIOCOOHOCTH
UCCIIelyeMOro JIeHCTBYIOLIETO BellecTBa AaHAlu3
CTaH/IApPTU3YETCsl 10 YKa3aHHbIM pedepeHTHBIM
JNeHCTBYIOIIUM Uccanenyemoe
JeiicTBylolee BEMIECTBO KJIACCHPUIUPYIOT Kak
BEIIECTBO C XOPOIICH MPOHUKAIOMIEH CIIOCOOHOCTHIO
CCITH €ro KaXyIlascs MPOHMKaromas cnocodnocts (P

HUCITIOJIB30BAHUEM

BCIICCTBaM.

) PaBHA WM TPEBBIMACT TAKyI CIIOCOOHOCTH Yy

pedepeHTHOTO IeCTBYIOMIETO BEUIeCTBa ¢ XOpOIIeH
MpOHHUKAaIed crnocobHocThio. B »aTOoM cirywae
JanpHeimeit cratucrudeckor auddepeHunpoBku
Ppe3yJIbTaToOB MIPOBOAMTH HE TpedyeTcsl.

[IpuroxHOCTH TEKapCTBEHHOTO Mpemnapara Uit OnoseiiBepa,

ocHoBanHoro Ha BKC

OTpaHWYCHHUS B  HUCIOJNB30BAHHH  Pa3HbBIX
JIEKapCTBEHHBIX (POPM HCCIEAYEMOTO B pehepeHTHOTO
JEKapCTBEHHOr0 IpernapaTroB MAjis OuoelBepa,

ocHoBanuoro Ha bKC

pa3nuuusl B JJIEKAPCTBEHHBIX (pOpMax OJHOTO U TOTO XKe
IleflCTByIOH.leFO BE€IICCTBA MOTYT BJIUATH Ha C€ro
MOBEJICHUE KonkpeTHble yKa3aHHS
MIPUMEHUTEIHFHO K Pa3HBIM JICKApCTBEHHBIM (hopMaM U
BCIIOMOTATEbHBIM BEIIECTBAM PAacCCMOTPEHEI B
TpeboBaHmsIX, B TOM YHCIE C YYETOM BIHSIHHUS
pas3nYuii, IPUBHECCHHBIX JCKAPCTBCHHOMN (OpMOH, Ha
MOBEJICHHE JACUCTBYIOIICTO BEIISCTBA 1N VIVO U B IEIIAX

in vivo.

YMEHBIIEHHUS DPHCKA, CBSI3aHHOTO C BEPOSTHOCTHIO
clenaTh HENpaBHJIBHOE 3aKiIloYeHHe (BBIBOJ) O
omoskBuBaneHTHOCcTU. [lomoxenuss TpeOoBaHUi
JOIyCKAaeTCsl NPUMEHATHh IS OZHOH
JEKapCcTBEHHON (oOpMBI Ha [APYTyl0 BO BpPEMS
pa3paboTKu JIEKapCTBEHHOTO Mpenapara, €Cld 3TO

3aMCHBI



OrpaHUYCHUs B IPUMECHEHUH OUOBeHBepa, OCHOBAHHOT'O
Ha BKC, nms aucnieprupyemsIx Bo pTy TabJIeTOK, pU
YCJIOBHH, YTO OHU ITPUMEHSIOTCS O3 3anMBaHus BOJOM

BcnmomorarensHbie BemecTBa

JOIYCTUMOCTD HCIIONB30BAHMUS METOMUKH In Silico
(GHU3HOTOTHYECKH 000CHOBAHHOTO
(hapMaKOKMHETHYECKOTO MOJCIMPOBaHHs abcopOLnu
JUISL  OI[EHKM pHCKa W3MEHEHHS MOBEICHUS
JIEKapCTBEHHOM (POPMBI, CBA3AHHOM C MOTEHI[HATBHBIM
BIHUSHHEM (BKIIOYEHHEM HJIH HCKIIOUYECHHEM)
W3MEHEHHUSl BCIIOMOTaTeIbHOr0 BEIECTBa CBEPX

PEKOMEHIAYEMBIX THUAIIa30HOB

000CHOBaHO, HAIPUMEp, C MMOMOIIBIO MPEIBITYIIUX
IAHHBIX 1N VIVO.

MOCKOJIBKY OCTAaTOYHBIH 00BEM IKelTyIKa 3HAUUTEIBHO
250  wmu,
JICHCTBYIOIIETO BEIICCTBA

MEHbIIIe OllEeHKa pacTBOPUMOCTH
B 250 M3 cpeasl pacTBOpEHMs He NpUMEHHMa K
JIeKapCTBEHHBIM TIpernapaTaM, HpHUHUMaeMbIM 0e3
3anmuBaHus Bomoi. OrmpeneneHue oObema Cpenbl
pacTBOpeHHs, TPeOyeMOTo Al yCTaHOBICHHS Kilacca
pacTBOPUMOCTH, OyIeT 3aTpyJHUTEIbHBIM IS
JCIIEPTUPYEMBIX BO PTy TabJETOK, IPU YCIOBUH, YTO
OHU TIPUMEHSIOTCs 0e3 3amuBaHusi Bojou. Tekymias
METOJMKa W3YYEHHUs pPACTBOPEHHS OTpaHHMUYEHHO
MpUTrogHa JUIsl  JIEKapCTBEHHOTO
JHCIIEPTHPOBAHNE KOTOPOTO NMPOUCXOJUT B POTOBOM
mosioct 0e3 mpueMa CcTakaHa BOJbl. B oTHomeHMn
TaKUX JICKAPCTBEHHBIX IIPEMapaToB HEOOXOAUMO
NPOBOJUTH HCCJIEOBaHNE OMOIKBUBAJICHTHOCTH C
JHCIIEPTUPYEMBIMU BO PTy TabJIeTKaMH, TIPH YCIIOBHH,
YTO OHHU HE 3alUBAIOTCS BOIOM.

npenapara,

Gbu3noIOTNYCCKH 000CHOBaHHOE
(hapMaKOKHHETHYECKOE MOJIeTMpoBaHe abcopOoumu in
silico Wcnoab3yeTCs Ui OIICHKUA PHUCKA B MOBEICHUU
mpernapara BCICICTBHE W3MEHECHHUS JIEKapPCTBEHHOMN
dbopMmbl. OnmHAKO B HAcCTOAIIEe BpeMsl MOJ0OHBIC
MOJICJIM HE MOT'YT UCUEPIIBIBAIOIIE MPEICKa3bIBATh BCE
MOTEHI[MAbHBIC  pa3auuus B abcopOuuw,
OTOCpelyeMble KPUTHYHBIMHU BCIIOMOTATEIBHBIMHU
BelleCcTBAMHU. Bamumpmamus wmogxeneil in silico s
MOJOOHBIX IIeJIell OrpaHruveHa B CBSI3U C OTCYTCTBHUEM
MMOHUMAaHHsI MEXaHH3MOB HEKOTOPBIX HaOII0JaeMbIX
3¢ (}HeKTOB BCIIOMOTaTEIbHBIX BEIIECTB M OTCYTCTBUEM
Ka4eCTBEHHBIX TAHHBIX IN VIVO JJIs1 HEKOTOPBIX KJIACCOB
BCIIOMOTATEIbHBIX BEHIECCTB. B CBS3U ¢ 3THM pPHCK
OI[CHKH HEBEPHOH OICHKH OCHOBaHHH
MpeICKa3aHHBIX MOJENbI0 3PPEKTOB HE MO3BOJSICT
000CHOBBIBATH

Ha
HU3MCHEHHE BCIIOMOTATEIbHOTO
BEILIECTBA CBEPX PEKOMEHIYEMOro [uama3oHa. B
HEKOTOPBIX CIIydasx
000cHOBaHHOE (DapMaKOKHHETHUECKOE MOICIHPOBAHIE
MO3BOJISICT MOJYYUTh HEOOXOAUMOE OOOCHOBaHUE B
pamkax Gomee WIMPOKOH OICHKH PHCKOB
BCIIOMOTATENBHBIX BEIIECTB, HAIIPUMED, IIPH aHAIH3E
YyBCTBUTEJIBHOCTH C HCHONB30BaHHEM JOJKHBIM
00pa3oM  BalUIUPOBAHHOTO
000CHOBAaHHOTO (hapMaKOKHHETHYECKOTO
MOJIeTTUPOBaHUsl abCOpOUUHU I BCIOMOTATEIbHBIX
BEILECTB, KOrJa MeXaHu3M 3P (eKTa XOpOILIO MOHSITEH.

in silico ¢u3HoNOrHYEcKn

(hHU3UOIOTHICCKU

npuBelneHHas B myHkTe 35 TpeOGoBanmii Tabmuia,
COOCPKUT A1 MOATBECPKACHUA
KOJMYECTBCHHOTO  MOJMOOUS  JIEKAaPCTBEHHBIX
MpernapaToB, COJICPXKAIINX ACHCTBYIONIME BEUICCTBA

KpUTEpUHU



BJIIMSTHHE BCIIOMOTATENIBHBIX BEIIECTB, YKa3aHHBIX B
nyHkTe 35 TpeGoBaHuii Kak "poyre BCIIOMOTaTeIbHbIC
BeriecTBa" Ha aOCOPOIIHIO

Al

NaHHBIE, KOTOPBIE paccMaTPUBAIOTCS
COOTBETCTBYIOIIEe 000CHOBaHME" A OTKIOHEHHUS OT
NpUEMIIEMON  pa3HUILIBI
BeleCTBaX, YKa3aHHBIX B IMPHUBEACHHON myHKTE 35
TpeboBanwmii TabuIe

KakK

BO BCIIOMOIaTCJIbHBIX

JIOMyCTUMOCTH
JIEKapCTBEHHOTO  Iperapara
BEIIECTB OJIMHAKOBON Pa3HOBUIHOCTH C BEIIECTBAMU B
cocrtaBe pe)epECHTHOTO JICKAPCTBEHHOTO TIpenapara, Ho
JIPYyTroro (pYHKIMOHATHHOTO Kjacca, Kak 00ecreueHus
TpeOoBaHuUs "KauecTBEHHO MOJOOHOTO cocTaBa'

HUCIIOJIb30BaHUA B CoCTaBEC

BCIIOMOTI'aTCIIbHBIX

B OTHOILIEHUH AeHCTByIOmMX BewecTB kiacca I mo
BKC

knacca [II mo BKC. [lepeuncnennsie B TabIMIE KIIACCHI
BCIIOMOTATEJIbHBIX BEIIECTB
(YyHKINOHANBHBIMH KJAacCcaMH, OJHAKO B Mperenax
KaXIOTO KJacca BCIIOMOTaTEIbHOE BEIECTBO MOXKET
MOBJIUATH Ha a6COPOITHIO.

SABJIAIOTCA

B aToM cityuae mpolieHTHasi pa3HUIA B KOJHYECTBE
TaKOI'0 BCIIOMOTATEIBHOTO BELIECTBA M0 CPABHEHHIO C
€ro cojepxaHueM B pedepeHTHOM JIeKapCTBEHHOM
mpernapare JO/DKHA yKiIansiBaThes B 10 % oTKIOHCHHS
OT MAacCChI 3TOT'O BEIIECTBA.

TaKUMU JaHHBIM SIBJISIFOTCS] pe3YJIbTaThl OTHOCUTEIBHO 1
N VIVO IOBE/ICHUS JIEKapCTBEHHON (POpPMBI, MOTy4YECHHbIC
BO BpeMsi IPOTpaMMBbl pa3pabOTKH JIEKapCTBEHHOTO

npenapara. Takume naHHple (Hampumep, s
JEKapCTBEHHBIX (GOPM C pa3HBIMU JAHANAa30HAMHU
COJEp)KaHMS BCIOMOTATENBHBIX BEIIECTB, HE

MIPOSIBIISIONINX BIUSHUS Ha aOCOPOIUIO IEHCTBYIONIETO
BelllecTBa (BKIIOYas MOIPOOHYIO OLEHKY MEXaHH3Ma X
3¢ (}eKToB)), MOMycKaeTCsl UCIONb30BaTh B Ka4eCTBE
000CcHOBaHMS N3MEHEHUS coJepKaHus
BCIIOMOTATENBHBIX BEMIECTB, CBEPX MPEIEIIOB,
yKa3aHHBIX B NPUBEACHHON B IMyHKTE 35 TpeboBanuit

TabIuIE.

€CIIM 3TO 00OCHOBAHO, pa3HHIy B ()YHKIHOHAIBHOM
KJIacCe BCIIOMOTATEJIFHOTO BEUIeCTBa HEOO0XOIUMO
OLICHWBATh OTHOCHTEIBHO €ro (yHKIMOHAIBHBIX
CBOMCTB HENOCPENCTBEHHO B COCTaBE MPOMBILICHHON
peLenTypsl U JEeKapcTBEHHOH (OPMBI KOHKPETHOTO
JIEKapCTBEHHOTO TpenapaTa. B OTHOIIEHUN HEKOTOPBIX
Pa3HOBHUJIHOCTEIl BCIOMOTATENbHBIX BEIIECTB HE
HMEeTCsl J0Ka3aTeNnbCTB U3MEHEHUS

(yHKIIMOHATIBHOTO BCIIOMOTaTEeILHOTO

BEIIIECTBA HA MOBEACHNE JICKApCTBEHHOTO Tperapara B
OpraHU3Me 4deJIOBEKa. B OTHOIIEHWH IpYyTUX

BCIIOMOTATCJIBbHBIX BCIICCTB MOI[I/I(I)I/IKaHI/IH KJacca
MOXKET TOTEHIMAJIbHO MOBIHUATH Ha pPacTBOpPEHUE
JIEKapCTBEHHOI'O Ipenapara (Hanmpumep, U3MEHEHHE B

BIIUSAHUA
KJ1acca

pacrpeieneHud 10 pa3Mepy 4YacTHUll, H3MCHCHHUE
BA3KOCTH, ® (WJIM) CTENCHU 3aMCEIICHUS
THIPOKCHIIPOITMIMETHIILCIUTIONO03bI,  M3MECHEHHUE

yIeIbHOH IUIONMIagu MOBEPXHOCTH JyOpPHKAaTOPOB W3
TPYNNBl  CTEapaToB).
BCIIOMOTATEIbHBIX BEIIECTB TpeOyeT NpPHHATHUS
peIIeHUH O JOIMYCTHMOCTH TaKOH COIOCTaBHMOCTH B
WHIWBUAYaTbHOM HOpSIKE, OITHO3HAYHO
MOATBEPIUTE COXPAaHCHHWE KAadyeCTBEHHOTO IOJI00Hs
cocTaBa.

OreHka COMOCTaBUMOCTH

9TOOBI

B HACTOALICC BPEMS OTCYTCTBYIOT NOCTATOYHBIC TaHHBIC
JUJIA KBaJ'II/I(l)I/IKaHI/II/I IOporoB, Npru KOTOPBIX BIUAHUC
OTHUX BCIIOMOTI'aTCIBbHBIX BCIICCTB Ha IIOBCIACHHC
JICKApCTBEHHOI'0 Ipf€riapara CTaAaHOBUTCA 3HAYUMBIM.
bonee TOI'0, BJIMSIHUC H3MeHeHPII>1, BBI3BIBACMOC TAKMMHU
BCIIOMOI'aTCJIbHBIMH BCHICCTBAMU, 6yueT 3aBUCCTH OT



MPUEMJICMBIC T'PAaHUIBI OTINYHH B COJACpKaHUU
BCIIOMOTAaTCJIbHBIX BEIIECTB U3 I'PYyNIIbl MHOTOATOMHBIX
CIIUPTOB

MIPUMEPHl COCTABOB JIEKAPCTBEHHBIX IPETAPaTOB,
cofiepKalux JaercTByolre BemecTBa kiacca I mo
BKC, nns KOTOpBIX y BCIIOMOTaTeIbHBIX BELIECTB
BBINOJIHACTCA

U HE BBINOJHSETCS KPUTEPUH COBHAJEHUS
KaueCTBEHHOI'0 COCTaBa M CXOACTBA KOJIUYECTBEHHOIO

cocTaBa

TecT cpaBHUTENBEHON KMHETHKN PAaCTBOPEHUS in Vitro
JUIs TIEKapCTBEHHOTO Ipernapara

JIOITyCTUMOCTb HMCIIOJIb30BaHUS TPY3WI (CHHKEPOB) B
TECTE CpPaBHHUTEIbHONH KHHETHKH PACTBOPEHHS HE
TOJIBKO TIPH TOSIBIICHIH (PeHOMEHa KOHYCOOOpa30BaHUS
, HO ¥ B UHBIX CIIy4asx (Hampumep, IpH MpUIUIaHUN
YaCTHII JIEKAPCTBEHHOH (OPMBI K JIONACTHOW MelIajKe,
uX (JIOTalYH U T. 11.)

MOJX0/ K CpPaBHEHHUIO Npoduield pacTBOPEHHUS LIS
JeKapcTBeHHBIX npenapatoB kiacca I mo BKC, ecnu
OJIMH NIPO(HIb PACTBOPEHHS COOTBETCTBYET KPUTECPHAM
IUIE O4YeHb OBICTpOTO pacTBOpeHHA (= 85 % mus
CPEIHET0 KOJMYECTBAa BEIIECTBA, IEPELICNIIEro B
pactBop 3a < 15 wmuHyT), a aApyroéi mnpoduib
PacTBOPEHUsI COOTBETCTBYET KPUTEPUSIM JJIsi OBICTPOTO
pactBopeHust (=85 % ans cpenHero KoJW4yecTBa
BEIIECTBa, Iepemeanero B pacTBop 3a < 30 MHHYT)
XapaKTEepUCTUKAM MPOQHIST PaCTBOPEHHS

in vitro

HEOOXOJMMOCTh pacueTa IO BPEMEHHBIM TOYKaM
or6opa npo6 napamerpa f, 1ys cpaBHeHus npouei

CBOWCTB JICHCTBYIOIIEr0 BEMECTBA (YYBCTBUTEIHLHOCTH
(apMaKOKHHETHYECKOTO TPOMMIA  IEHCTBYIOIIETO

BEIIECTBA K WM3MEHEHWIO KHIIEYHOTO TPAH3MTA).

V3MeHeHUst B CO/IEpyKaHUH BCIIOMOTATEIIBHBIX BEIIECTB
3TOH Tpynmnbl OJOJKHBI COOTBETCTBOBATH TEM IKE
OrPaHUYEHHUSIM, KOTOpPBIE NPUMEHSIOTCS K OPYrUM
BCIIOMOTaTEJILHBIM BENIECTBAM, CIIOCOOHBIM BIIHSITH HA
abcopOmui0 JEHCTBYIOMIETO BEIIeCTBa, TO €CTh

HaxoJUThcst B mpeaenax + 10 % oT konuuecTBa
BCITOMOTATEJILHOTO BEIIECTBA B pePepeHTHOM

JIEKapCTBEHHOM IIpernapare.

MIPUMEPHI
COXPAHSIOMIMX CXOJACTBO KOJMYECTBEHHBIX COCTAaBOB
BCIIOMOTATENBHBIX  BELIECTB, IPHBEACHEI
npunoxerann Ne 2 x TpeboBanusaM. J{omoTHUTENBHBIE
YKasaHugd 10 JOIMYCTHUMBIM Dpa3IM4uiaIM COCTaBa

TaKUX JICKAPCTBCHHLIX TMPCapaTosB,

B

BCIIOMOT'aTeNIbHBIX BELIECTB IPEJCTABICHBI B Ta0JMIIe
npuMmepa 2 npunoxernus: Ne 2 k TpeGoBaHMsIM B BHIE
pa3HUIBI B TPOLEHTaX OTHOCHTEIHBHO MAacChl siapa
Tabnerku (MaccoBoit moxnm). Ecnmm wccnmemyemsrit
JEKapCTBEHHBIM IIpemapaT COOTBETCTBYET 3THUM

YKa3aHHAM, HO HMeeT OOIbIIMEe pa3Nuuhsi B

aOCOJIFOTHBIX KOJIMYECTBAX BCIIOMOTATENIbHBIX BEIECTB
(HampuMmep, eciM Macca sipa HCCIeIyeMoro u

pedepeHTHOTO JIEKapCTBEHHOTO IIperapara He CX0XKa),
YIIOJIHOMOUYCHHBIH OpraH (3KCIIepTHas OpraHHU3aIis)
rocygapcrsa — ujeHa EBpa3suiickoro 3KOHOMHYECKOTO
coro3a BIpaBe HUCTPeOOBATh JOMOJTHHUTEIBHOE

000CHOBaHUE.

HCIIONTB30BAaHUE TPY3WI (CHHKEPOB) A yCTpaHEHHS
npo6ieM, 3aUKCUPOBAHHBIX BO BPEMS SKCIIEPUMEHTOB
[0 pacTBOPEHHUIO, JONMYCKAaeTCs NpH HaJU4YUU
obocHoBanus. Ilpm 3TOoM K wHccienyeMod u
pedepeHTHON JIeKapcTBEHHBIM (hopMaM HEoOXOIUMO
MPUMEHATH OJTHH M T€ )K€ dKCIIEPUMEHTAIBHbIC YCIOBHS

€CIT OJIMH TIperapaT IMOKa3bIBaeT PacTBOpPEHHe Ooiee
yeMm 85 % 3a 15 MHUHYT, a BTOpO — HET, TO HEOOXOAUMO
MIPEAYCMOTPETH T0CTATOYHOE KOIMIECTBO TOUEK B3ATHSA
00pasnoB, YTOOBI PACCUUTATH IOKA3aTENb f2 IUTS

TTOATBEP>KACHHUS TTOA00US TpodHIIeH pacTBOPECHUSL.

B OTHUX CJIy4dasx II0 BPEMCHHBIM TOYKaM, B KOTOPBIX
6b11 0TOOp P06 N0IDKEH ObITH paccuuTaH napamerp f,.

Ecnu oguH mpenapat nokassiBaeT pacTBOpeHHE Ooliee



pacTBOpEHHs B ClTydae €CIM OHH Pa3IHYaroTCsl MEXIY
HCCIeNyeMbIM H pPe(EpEHTHBIM JICKapPCTBCHHBIMH
nperapatamMu (OBICTPOE M O9€HB OBICTPOE PaCTBOPEHUE)

JOMMYCTUMOCTL HUCIOJIB30BaHUA IIPHU CpaBHeHI/Iﬂ
HpO(i)PIJ'IefI PaCTBOPCHUA HEAOCTATOYHOI'O KOJIMYECTBA
TOYCK B3ATHA 06p3.3HOB AJId pacydeTa MOoKa3aTeyd f2’

€CJIn 3TO HEAOCTATOYHOC KOJIHMYECCTBO CBA3aHO C
HUCKIIFOYCHUEM PAHHUX BPEMCHHBIX TOYCK BCJIICACTBHC
BBICOKOH BapI/Ia6€J'IBHOCTI/I

MOJXOJ] K CpaBHEHHIO Npoduiiell pacTBOPEHHs B Cllydae
, €CIIH BBIOODP pa3HBIX BPEMEHHBIX TOYEK 0TOOpa mpod
NPUBOXMT K pasHbIM 3HaYeHHsM mapamerpa f,,

TpeOyromuUM  B3aMMONPOTHBOPEYAIINX BBHIBOJOB  (
HanpuMmep, BpeMmeHHsle Touku 10, 20, 30 MunyT
MPUBOJAT K 3HAUYEHUIO f2 <50,

a BpeMeHHble ToukH §, 20, 30 MUHYT HPUBOJAT K
3HayeHuio f, > 50)

JOMyCTUMOCTh ~ PaclpoCTpaHeHus: OuoBelBepa,
ocHoBaHHoro Ha BKC, nas onxHON H03UMpOBKH
npemnapara Ha JApyTHe JO3WPOBKH W3 JHHEHKH

JO3UPOBOK JICKAPCTBEHHOTO IIpenapaTa

JOMyCTUMOCTh CPaBHEHHMSI MEXAY CJICIYIOUNMH
JEKapCTBEHHBIMU (OpMaMu s 3asBICHHUS Ha
O6uoBeiiBep, ocHoBaHHBIN Ha BKC:

a) HE TIOKPHITBIE 000JIOUKOH TaOIeTKH B CpaBHEHUH C
TabJIeTKaMH, TTOKPBITBIMHU IIJICHOYHOH 000JI0YKO1;

0) TabJIeTKH B CPaBHEHHUH C KaIlCyJIaMH

yeM 85 % 3a 15 MuUHYT, a BTOpOH — HET, HEOOXOUMO
MIPEAYCMOTPETH I0CTATOYHOE KOJIMYECTBO TOUEK B3ATHSA
00pasmoB, YTOOBI PACCUUTATH ITOKA3ATENb f2 IUTS

TIOATBEP>KACHHS TIOA00US TpoduiIel pacTBOPECHUSL.

B OTHOIIICHHUH JeiicTByIomux BemecTs | kimacca mo BKC
BBICOKas BAprUabebHOCTh 110 paCTBOPEHUIO

HE  OXHUJAETCs, MOITOMY  allbTePHATHBHBIC
CTATUCTUYECKHE  METOJOJIOTHMH  (Hampumep,
OyrcTpanmnuHr  (OyTcTpenm  aHaiu3)), I

MTOATBEPKIACHUS MOA00HS Mpoduiei pacTBOPCHUS HE
CYMTAIOTCS MPUMEHUMBIMH. B ciydae ecnu BbicOKas
BapnabeNbHOCTh BO3HUKAET BCIIEICTBHE (EeHOMEHa
KOHYCOOOpa30BaHUs, ISl PEIIeHUs TaKux Mpobiem
paccMaTpUBAIOTCS
BBIMOJTHCHUST UCCIICIOBAHUS PACTBOPCHUS (HATIPUMED,
WCIIOJIb30BAaHUE TPY3WI (CHHKEPOB) HWIU JPYTHX
000CHOBaHHBIX IIOJIXOJIOB), €CIIM 3TO OOOCHOBaHO C

AJIbTCPHATUBHLBIC MCTOAHUKHU

Hay4HOH TOYKH 3pEHHUSL.

mojo0Hasi CUTyalusl JOJDKHA BO3HHMKATH TOJIBKO B
UCKJIIOYMTEIBHBIX Cly4asx. BpeMeHHble TOUKH JUIst
pacdera nmapamerpa f2 JTOJDKHBI OBITH TIPEAYCTAHOBIICHBI

. Ilpu pacuere mapameTpa HEOOXOJUMO HCIIOIB30BATh

BCE OTBEYAIOUIUE KPUTEPUIM
Ipe1yCTaHOBICHHBIE BPEMEHHBIE TOYKHM B3ATHUA
00pa3noB W BHIOOP 3THX BPEMEHHBIX TOUYEK JOJDKECH

OBITH 00OCHOBAH.

MpUEMIIEMOCTHU

nmoso0HOE 3aKIloUYeHHe HeJomycTuMo. buoseiiBep,
ocHoanHwei Ha BKC, tpebyer mnpencraBieHus
00OCHOBBIBAIOIIMX JAHHBIX [UIS KaXXKIOH OTHEIbHOM
JO3UPOBKU U3 JIMHEHKHN JO3UPOBOK JICKAPCTBCHHOI'O
npenapatoB. CpaBHeHWE In VItro JO3UPOBOK
HCCIIeyeMOT0 JIEKapCTBEHHOI'O —Ipemapara ¢

COOTBETCTBYIOIIUMH JIO3UPOBKaMH pedepeHTHOro
JIEKapCTBEHHOTO IIperapaTa MCKI0YaeT BO3MOXKHBIN
opeiid pe3ynpTaToB MOAOOWS, KOTOPBIA MOXKET
BO3HHUKHYTb, OIICHKa BBICBOOOXIEHUS

KOJIMYeCTBa JEUCTBYIOILIETO

BEIIIECTBA B JIO3UPOBKE BHIMOJIHACTCS O€3 CpaBHEHHUSI C
COOTBETCTBYIOIIEH  JO3UPOBKOH pedepeHTHOro

JIEKapCTBEHHOTO TIperapaTa.

[S{oR1851
JOIIOJTHUTCIBHOT O

a) He TOKPBIThIE 000J0UKOW TabIEeTKH W TabIeTKH,
HOKPBITHIE TUIEHOYHOH 000JI0YKOi, HE BBITOJIHSIOLICH
orpeJesieHHOe (QYHKIMOHAIBFHOE IIpeJHa3HauYeHHe,
paccMaTpUBaIOTCS B KadecTBE OJHOM M TOH Xe
JIEKapCTBEHHOW (hOPMBI IPH CPABHEHNH TI0 OMOBEHBEPY
CpaBHeHHE MeXAy YKazaHHBIMH (opMaMu
JO3UPOBAaHMUSA JONyCKaeTcs [uisi OuoBeliBepa,
ocHoBaHHOTO Ha BKC;
6) TabjeTKM W KamcyJsl HE paccMaTpHUBAIOTCA B
KayecTBE OIHOM M TOW XK€ JIeKapCTBEHHOW (OpMEI
cpaBHeHHS N0 OwuoBeliBepy. CpaBHEHHE MEXIy



Tpe6y€MH€ MMOKa3aTeJaIn CKOPOCTHU IMEPEMCIIMBAHUA
cpeabl UIA CpaBHHTCHBHOﬁ OIOCHKHW KHWHCTHUKH
pacTBOPCHUA MJIA CYCIICH3UMOHHBIX JICKAPCTBCHHBIX

bopm

YKa3aHHBIMU (hOpMaMH JTO3UPOBAHUS HE JTOMYCKACTCS
Ut OnoBeiiBepa, ocHoBaHHOTO Ha BKC.

B OTHOILICHHWH CYCIICH3HM pPEKOMEHIyeMas CKOPOCTh
BpalleHus jionactei pasHa 50 o6/muH B [Tpubope 2 (
jonactHas Memainka). Jlomyckaercs (HO HeoOs3aTebHO
) HCIOJIb30BaTh MEHBIIYI0 CKOPOCTh BpallEeHUs
JIOTIaCTeH.

MeTtoarka aHaM3a MPOHHUKAIOIIEH CIIOCOOHOCTH JIEHCTBYIONIETO BEIIECTBA C MCIOIb30BAaHHEM JIMHUU KJIETOK

Caco-2

JIOITyCTUMOCTb UCIOJIB30BaHUS AJS BalUJAllMU METOAa
Ha kietkax Caco-2 NpH OLIEHKe Kjacca IeUCTBYIOLIEro
BemectBa o BKC 3a cuer ycraHoBieHHs in Vitro
MPOHUKAIOMEH CHOCOOHOCTH IIyTeM NACCHBHOHN
IuGdy3ur yKazaHHBIX B TaOJjulle NPUBEICHHOW B
npwitoxxenu Ne 1 k TpeGoBaHusIM,

12 MopmenpHBIX IEHCTBYIOIIMX BEIIECTB, KOTOpPHIE
MOJIBEPraroTcsa aKTUBHOMY TPAaHCIOPTY

(4 u3 12 MoaenpHBIX JEWCTBYIOUIUX BEIIECTB
MOJBEPratoTcs akTUBHOMY 3]duiokcy (AUToKcuH,
MAKJIMTKACE], XUHAIWH U BUHOJIACTHH), OCTaNbHBIE §
BEIIECTB IOJBEPralOTCsl aKTHBHOMY TpaHCIOPTY (
¢dypocemun — mepenocunkom OAT3, merdpopmun —
nepeHocuukamu OCT1 um OCT2, amunopun
nepenocunkom OCT2, pamoTuanH — MEPEHOCUUKOM
OCT2, anuxnosup — nepenocunkamu OAT1 u OCT]I,
teopnmmuH — nepenocunkoM OAT2 wu sHamanpmir —
neperocunkamu PepT1 u PepT2)

pe3yNbTaThl CpaBHEHUS IMPOHUKAIOIUX CIIOCOOHOCTEH
24 neHCTBYIONIMX BEMIECTB, IPEACTABICHHBIE B
HAYYHOH MEIMIIMHCKOW U XMMHKO-(papMarieBTHICCKON
aureparype (Pharm Res (19) 2002 u Drug Discover
Today (17) 2012) u mony4YeHHbIC Ha TOIICH KHIIKE
yeaoBeKa U B IMHKUH KieTok Caco-2 in vivo U in Vitro,
AMENH XOPOIIyI0 KOPPEIAIUI0 I BEIIeCcTB
abcopOMpyeMbIX TaCCHBHOM Mu(pQy3ueil 1 HECKOIBKO
XyOIOIylo JUIsi akTUBHOTO TpaHcmoprta. Iloatomy
MOHOCIION KJIeTOK Caco-2 MOTYT HMCIIOJIb30BaThCS IS
MPOTHO3UPOBAHHUS MMacCUBHOU nuddy3un
JNCHCTBYIONIUX BCIICCTB Yy YEJIOBEKAa, TOTJa Kak
MIPOTHO3UPOBAHNE aKTHBHOTO TPAHCIIOPTA C TIOMOIIBIO
CHUCTEM IIEPCHOCYHKOB MOXXET OBITh MEHEE TOYHBIM,
YYHUTHIBasl U3MEHEHHYIO 3KCIIPECCHIO TEePEHOCYHKOB
ITOM KJIeTOUHOM nuHKuer. COOTBETCTBEHHO MOJCILHBIE
JICKAapCTBCHHLIC Ipenaparbl, I
XOpOIleH MPOHUKAIOUICH CIIOCOOHOCTH, SBISIOTCS
OBICTPO (ITACCHBHO) NMPOHUKAIOIINMH JIEKAPCTBCHHBIMU

OTpeaesICHHsI

mperapaTaMy, TaKUMH KaK HallPOKCEH, aHTUIHPUH U
METOTIPOJIONI C COMOCTaBHUMBIMH KO3 PUIIECHTAMA
MPOHMKAIOEH crmocobHoCcTH Ha KieTkax Caco-2 u B
Tollel Kumike uenoBeka. HecmoTps Ha TO, 4TO
HEKOTOpBIE MOJEIbHBIC JICKAPCTBEHHBIC IMpermapaThl
YACTHUYHO IMOJBEPraroTCs AKTHBHOMY TPaHCIOPTY,
MPOHUKAKIIAE CIOCOOHOCTH WX EHCTBYIOIIUX
BEIIIECTB HA MOHOCJIONX KJIETOK JmHIH Caco-2 UMEIT
HAaJeXKHYI0 KOPpPEISIHI0 C IpOHUKamIIei
crnocoOHoCThIO In vivo. IlockonbKy dKcHpeccus
MEePEHOCUYNKOB
OTIIMYATHCSA OT YCIOBHH In VIVO, 3Ta KOPPEISIUS HE
SIBJISIETCS  YHUBEPCANBHON JUISI BCEX JACHCTBYIOUINX
BEIIECTB MEPCHOCHUMBIX AKTUBHBIM TpPaHCIOPTOM. B
CBSI3U C 3TUM 0€3 MPeCTaBICHHS JOKAa3aTeNbHbIX In VIV
0 JIaHHBIX IN VItro NaHHbIE HE SBJISIIOTCS CMHCTBEHHBIM
croco0oM ompeaeeHusT Kiacca MNPOHHKAMOIIEH
CIIOCOOHOCTH JICHUCTBYIOIIUX BEIICCTB, MEPEHOCUMBIX
AKTUBHBIM TpaHCIOpTOM. OKOHYATENBHBIA BBIBOJ O
JNEHCTBYIOMEM BEIIECTBE, KIACCHQUIMPYEMOM Kak
XOpOIIO TpPOHHUKAIOIee ACHCTBYIOMIEE BEUIECTBO C
TTOMOIIIBIO aHAIM3a Ha MOHOCTIOE KieTok JinHuu Caco-2,
OyJeT BO3MOXCH TOJBKO IS JICHCTBYIONIMX BEIIECTR,

KJIICTOYHBIMH JIMHHUAMH MOXCT

HC MEPEHOCUMbBIX HUKAKUM aKTUBHBIM TPAHCIIOPTOM.



JIOTYyCTUMOCTH O6uosetiBepa,
ocHoBanHoro Ha BKC, mist neicTBYIOIMMX BEIIECTB C

HUCIIOJIb30BaHUA

HHU3KHMHU ITOKA3aTCJIIAMU Km, CCJIM BBIITIOJIHAIOTCA BCC

CIICIYIOIIHE YCAOBH:
a) JaHHBIC N Vitro sl JEWCTBYIOIIETO BEIIeCTBa
nmoaBepraeMoro 3¢ ¢GIrokcy B Kietkax nuauu Caco-2,
MO3BOJISIOT MONYYMTh Kaxylieecs 3Hadenne K

3HAYUTECIBHO
KOHLOCHTpAalunu 3TOTO }IeﬁCTByIOHIeFO BCOICCTBa B

HUXE, YeM COOTBETCTBYIOIIUE
KHIIEYHUKE;

0) akTuBHOCTH mponecca 3>(P¢IIOKca JTOCTHTaeT
HACBHIICHUS TP BCEX KOHLEHTPALMIX NEHCTBYIOIIETO
BENIECTBA, 4 IPOHHKAIOMIAs
JEHUCTBYIOLIETO BELISCTBA ONPEHENACTCS TOJBKO €ro

naccuBHOU nuddy3ueit;

CIIOCOOHOCTH

B) KJIMHWYECKass (hapMaKkOKHHETHKAa IEeHCTBYIOLIETO
BEIIECTBA YEJIOBEKA SBIISICTCS JIMHEHHOM;

T) IPEICTaBIICHBI BCIIOMOTaTeNbHbIE JaHHBIE, HAIPHMEP

JaHHele 1o (apMakokuHeTHke (abcopOuuw,
pacnpezeynieHur, MeTabosn3Me, OJIUMHUHALNK) Y
YeJIoBeKa

JA0MMYCTUMOCTb HMCKIIIOUCHUSA M3 PACCMOTPCHUA 110
ouogeiiBepy, OCHOBAaHHOMY Ha BKC,
TPAHCIIOPTUPYEMBIX JCHCTBYIOIIMX BEIIECTB AJIA
KOTOpBIX KieTku nmHuu Caco-2 HE MO3BOISIOT
Hale)KHO  KIACCH(PUIHUPOBATE IPOHHUKAIONIYIO
CHIOCOOHOCTh

sdpdarokca wiH

3¢ GHIFOKC-TIEPEHOCYUKOB

OTCYTCTBHE HaCBIIEHHE
HEBO3MOKHO

IKCIIEPUMEHTAIBHO Pa3IMYUTh, €CIIH HCIOb3yeMBbIC
¢u3monornYecku O0OOCHOBAHHBIC KOHIICHTpAIuH (
HalpuMep, B COOTBETCTBUM € INpuioxkeHuem Ne 1 k
TpeboBanusm B 0,01, 0,10 u 1,00 or HambombmIeH
JIO3MPOBKH JICKAPCTBEHHOI'O MTperapara, paCTBOPSHHOM

B 250 wMia cpenpl) NOPEBBINIAIOT 3HauCHUE Km

JeicTByomero Bemecrtsa. B aTom  ciydae
JeHCTBYyIOIlEE BELIECTBO CUMTAETCAd XOPOUIO
MPOHUKAIONINM, €CJIH KaxXylascs MNPOHUKAIOLAs

crmocobnocte (P ) Oompme wim pasHa P
Kax Kax

pedepeHTHOTO MOAETHHOTO JICKAPCTBEHHOTO Mperapara
¢ OOJBIION MPOHUKAOMIEH COCOOHOCTHI0. AHANH3 C
HCIIONTb30BaHneM KieTok Caco-2 TMpH 3TOM JOJDKEH

OBITh BaIMIUPOBAH, TOATBEPIKIAsl JBYHAIPABICHHBIN
xapakTep
JICKApCTBEHHBIX MpernaparoB (Tabnuiia, IpUBEACHHAS B
npunoxxernn Ne 2 k TpeOoBaHUSM) M JOKa3bIBaTh
(HhyHKIIMOHATBHYIO aKTUBHOCTH 3 (ITFOKC-TICpEHOCUHKA
(mepenocumnkoB). Ecmm mpu
MpEeACTaBUTh [N VIVO [JaHHBIE, ITOKAa3bIBAIOIINE

XOPOIIYIO TPOHUKAIOIILYIO CIOCOOHOCTh ACUCTBYIOLIETO

TpaHCIOpTa HM3BECTHBIX MOJACIbHBIX

3TOM BO3MOXHO

BEIlECTBA B
TpeboBanusiMu (TO €CTh JaHHBIE 1O (PapMaKOKHHETHKE
(abcopbuumn, MeTrabonau3me,
SMMMHUHAINK) y 4YelNOBeKa WM aOCONIOTHYIO
OMOJOCTYIHOCTB), KIACC XOpOIIed MpOHUKArOImEeH
CHOCOOHOCTH Ul JECHCTBYIOLIETO BEILIECTBA TAKXKE
MOJKeT OBITh MpUCBOeH. HeoOX0auMo y4IHUTHIBaTh, YTO
s peiicTByromux BemiectB kiacca III mo BKC, ne
COOTBETCTBYIOIIUX KPUTEPHUSIM Kjacca Xopouel
MIPOHMKAIONIEH CHOCOOHOCTH, BapuaHT OWOBeiBepa,
ocHoBanHoro Ha BKC Taxke mocrtyleH,
BBIIIOJIHSIOTCA BCE YCIOBHUA B COOTBETCTBHH C
TpebGoBaHUIMHU.

COOTBCTCTBHUU C HAaCTOAIIUMH

pacupeaeieHuH,

€CiIu

K AaKTUBHO TPAHCHOPTHUPYEMBIM JEUCTBYIOIIUM
BEIIECTBAM MPUMEHUMEI YCIIOBHUS, OMHCAHHBIC IS
JICHCTBYIOIIMX BELIECTB C HU3KUMH MOKAa3aTEISIMU Km.

AKTHBHO TPaHCIIOPTHPYEMBIC IEHCTBYIOIINE BEILECTBA
HE HCKIIIOYAIOTCS M3 PACCMOTpPEHHMs 10 OHoBeiBepy,
ocHoBanHomy Ha BKC, ecnmm in vivo naHHBIE
IMOJIYUYCHHBIC B UCCIICAOBaHUAX C YHYaCTUEM YCJIOBEKA,
MO3BOJISIIOT ~ O00OCHOBaTh  IPHHAMIEIKHOCTH
JICWCTBYIOILETO BEIIECTBA K KJIACCY BEIIECTB C XOPOIIeH
MIPOHUKAIOIIEH CIIOCOOHOCThIO. [[1Isl TaHHOTO cityyas He
JOITyCKAeTCsl UCKIIFOUUTEIBHOE HCIIONb30BaHIE aHAIH3a
IIPOHUKAIOIIEH CIOCOOHOCTH METOJIOM €€ U3y4eHHs Ha
kieTkax Caco-2 (IIOCKOJIBKY 3KCIIpecCHs MEPEHOCYHKOB
cucremamy Caco-2 MOKET OTIMYATHCS OT IKCIPECCHU |
n vivo).

B OTCYTCTBHE KaKOTrO-THOO aKTHBHOTO TpaHCIOpTa (
abcopbuuu wiu 3¢ ¢IroKca), OTHOIICHHE MEXIY



JIOMYCTUMOCTh 000CHOBaHHS nopora
3¢ darokc-oTHOMIEHUT OoibIIe 2 ¢ TOMOIIBIO
MOJICIbHBIX COEAMHEHHH (HAOOpOB MaHHBIX U3
BaJIMIAIMOHHBIX PE3yJbTAaTOB) B CIydae OTICIBHBIX
BaJIMIUPOBAHHBIX MOJEICH MOHOCTOEB KieTok Caco-2
JUTSL KOTOPBIX 3 (ITtOKC-0THOIIEHHE OOIbIIe 2 SBISETCS

Oonee mpueMIIEMBIM
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IMPUJIOXEHUE Ne 5
k [IpaBunam nmpoBeaeHus
HCCIIeI0BaHNN OMOIKBUBAJICHTHOCTH
JIEKapCTBEHHBIX ITPENapaToB B paMKax
EBpa3zuiickoro 3kK0OHOMHUYECKOr0 CO03a

CpaBHHTeJIBHOﬁ KHHCTHKH PaCTBOPCHHUS U COITOCTABUMOCTD

npo¢uei pacTBOpEHUA
I. O6mme acmieKTEI TeCTa CPaBHHTENBHO#M



KHHETHKH PaCTBOPEHHA BO B3aHMOCBI3H
¢ OHOPKBHBAJIEHTHOCTHIO

1. Tlpu pa3paboTke cocTaBa JICKapCTBEHHOTO Tpenapara TeCT CPABHUTEIIHHOW KHHETUKHU
pactBopenusi (TCKP) ciyuT WHCTpYMEHTOM YCTaHOBJIEHHS OunodapmaieBTHYeCKUX
CBOWCTB JIEKAPCTBEHHOr0 IIpernapara, TO €CThb CBOWMCTB, CHOCOOHBIX MOBJIUATH Ha
ouonoctynHocTh. [lo 3aBepiieHnu pa3pabOTKM cocTaBa JIEKAPCTBEHHOrO Mpemnapara u
npou3BoacTBeHHOTO mponecca TCKP wucnmons3yercs nias KOHTpOJISL KadecTBa
MacImTabupoOBaHUS U TPOMBIIIUICHHBIX CEpUI, YTOOBI 00ECTICUUTh KaK MOCTOSHCTBO KaueCcTBa
cepuii, TaK M COMOCTAaBUMOCTh MpOoQuiIei pacTBOPEHHS C CEPUSMH, UCIOJIH30BAHHBIMU B
OTNIOPHBIX KIMHUYECKUX ucchenoBanusix. Kpome toro, B otaensHbix ciydasax TCKP moxer
CIIyKUTh 3aMEHOM UCCIIeI0BAaHUAM OMOIKBUBAJIEHTHOCTH.

2. TCKP MoxkeT npecnenoBaTh pa3andHble [ENN:

a) IIPH SKCIIEPTU3E KauyecTBa JICKAPCTBEHHOTO Mpenapara:

U1 TOJMYYEHHUS XapPaKTEPUCTHK CEPUM, HCIOJB30BAHHOM B HCCIEIOBAHMAX
OMOIOCTYNMHOCTH (OMOAKBUBAJICHTHOCTH) U OTIOPHBIX KIMHUYECKUX UCCIIEIOBAHUIX, YTOOBI
000oCcHOBaTh crielupUKaIMK (HOPMATUBHBIN TOKYMEHT IO KOHTPOJIIO KaYeCTBa);

KaK MHCTPYMEHT KOHTPOJISI KauyecTBAa CEpPUM JIEKAPCTBEHHBIX CPEACTB B ILEIAX
MOATBEPKICHUS MOCTOSIHCTBA MTPOU3BOJICTBA;

JUISL TIONMYyYEHUs] XapaKTEePUCTHK peepeHTHOro JIEeKapCTBEHHOrO Ipernapara,
UCIOJIb30BAHHOT'O B MCCJIEIOBAHUSAX OMOJOCTYMHOCTH (OMOPKBUBAJICHTHOCTH) U OMOPHBIX
KJIMHUYECKUX WCCIIEIOBAHUSIX;

0) Kak 3aMEHa UCCJICIOBAaHMUN OMOIKBHBAJICHTHOCTH:

YTOOBI TOATBEPUTD (B OMPEACICHHBIX CIydasx) aHAJOTUYHOCTh Pa3JIMUYHBIX COCTaBOB
MCCIIEAYEeMOro JIEKApCTBEHHOTO Tpernapara u pedepeHTHOTO JEKapCTBEHHOrO mpernapara (
OnoBeNBEpHI, HAPUMED, MPU BHECEHUH U3MEHEHUM, N3MEHEHUHU COCTaBa B X0J€ pa3padOoTKu
JEKapCTBEHHOr'0 TMpernapara W BOCIPOU3BEJCHHBIE JIEKAPCTBEHHbIE IMpemnaparbl, B
COOTBETCTBMM C TpeOoBanusiMu pasznena [V IlpaBun mnpoBeneHus ucclieToBaHUM
OMOSKBUBAJIEHTHOCTH JIEKAPCTBEHHBIX MPENapaToB B pamkax EBpa3niickoro 3KOHOMUYECKOIO
COI03a, YTBepkKIaeMbIX EBpa3uiickoil 3KOHOMHYECKOW KomMuccHed U mpuioxeHus Ne 4 k
[IpaBuiam npoBeneHUs UCCIeA0BaHUN OMOIKBUBAJIEHTHOCTH JICKAPCTBEHHBIX MPENapaToB B
pamkax EBpasuiicKOoro -»SKOHOMHYECKOTO COK3a, YyTBEpKAaeMbIX EBpasuiickoiu
AKOHOMMYECKON KOMUCCHUEN);

9TOOBl YCTAHOBUTH TMOCTOSHCTBO KauecTBa CEpPUU JIEKAPCTBEHHBIX MpenaparoB (
UCCIelyeMoro M pedepeHTHOro JEKapCTBEHHOIo IIpernapara), Ha KOTOpbIX OyAeT
OCHOBBIBAThCSI BHIOOP COOTBETCTBYIOIIUX CEPUM JJIS MCIIOJIH30BAHMS B UCCIEAOBAHUSAX in
vivo.

3. Metoabpl HcHbITaHUN HEOOXOAUMO pa3padoTaTh MPUMEHUTENIBHO K KaXKIOMY
JEKapCTBEHHOMY TpernapaTy Ha OCHOBAaHUM OOIMMX W (WJIM) YacCTHBIX (papMakomerHbIX



TpeboBanuii. Eciiu ykazanHbie TpeOOBaHUSA HE YJOBJICTBOPHUTEIBbHBI U (UIH) HE OTPAKAIOT
MPOIIECC PACTBOPEHUS M BCACBHIBaHUS in Vivo (OMOpeeBaHTHOCTh), JOIMYCTUMO HCIOJIb30BATh
albTEPHATUBHBIE METObI, IPU YCIOBUU HAJIUYUS Y HUX JOCTATOUHOW AUCKPUMHUHAIIMOHHON
CITIOCOOHOCTH, TO €CTh CIIOCOOHOCTH YJIaBJIMBATh PA3HUILY MEXKAY CEPUSIMHU C IPUEMIIEMOU U
HETPUEMJIEMON OMOJOCTYIMHOCTBIO JICKAPCTBEHHOTO MpemnapaTa B YCIOBHSX In Vivo.
HeoOxoauMo Bcernma npuHMMATh BO BHUMAaHUE COBPEMEHHbBIE CBEJICHHS (BKIIOUas
B3aMMOJICCTBUE XapaKTEPUCTHUK JIEKAPCTBEHHOrO Ipemnapara, OCHOBAHHBIX Ha
O6nodapmalieBTHUECKOM cucTeMe KilacCu(PuKaluy U BUJ JICKaPCTBEHHOU (POPMBI.

4. JI51st TOTO 4TOOBI MOJIYYUTh MOJHOILIEHHBIC TPO(YUIN PACTBOPEHUSI, MHTEPBAIIBI MEXKTY
0TOOpOM TIPOO JOKHBI OBITH JOCTATOYHO YACTHIMU (HE PEXE UeM uepe3 Kakapie 15 MuHyT).
B nepuoa MmakcuManbHOTO U3MEHEHUs TPOQuUIs pacTBOPEHUsI OTOOPHI TPOO PEeKOMEHTyETCs
OCYIIECTBIATH emie yarie. [[ns mocTpoeHus: mpaBuiIbHOTO MPOGUIIss pacTBOPECHHS OBICTPO
PacTBOPSIIOIIUXCS  JIEKAPCTBEHHBIX IPENApaToB, I[OJHOE PACTBOPEHHE KOTOPBIX
ykiaabiBaeTcss B 30 MUHYT, OTOOpHI TPOO HEOOXOAMMO OCYHIECTBIISTh Kaxbie S uiau 10
MUHYT.

5. Eciin neiicTByrolIee BEIIECTBO SIBJISIETCS XOPOIIO PACTBOPUMBIM, JOIYCKAeTCs
MIPEANOI0KEHHUE, YTO MPOOJIEMBbI C OMOIOCTYTHOCTHIO HE BOBHUKHYT, €CJIU B JOTIOJHEHUE K
ATOMY JIEKapCcTBeHHas popma OBICTPO pacTBOpseTCs Mpu GU3HOJIOTHYECKUX 3HaueHusXx pH, a
BCIIOMOTATEIbHBIE BEIIECTBA HE BIUSAIOT HA OMOJ0CTYTHOCTh. HanmpoTus, eciu AecTByOIICe
BEIIIECTBO OTPAHUYEHHO PACTBOPUMO WM MaJIOPACTBOPUMO, (HaKTOPOM, JIMMUTHUPYIOIIUM
CKOPOCTH BCAChIBAHUS, MOKET CTaTh PACTBOPUMOCTD JICKAPCTBEHHOU (DOpMBI. AHATOTHIHAS
CUTyalusi BO3HHUKAET, €CIIM BCIIOMOTATENIbHbIE BEIECTBA BIUAIOT HAa BBICBOOOXKIECHHE U
MOCTIEYIONIee PAaCTBOPEHUE JEHUCTBYIONIETO BellecTBa. B Takux ciiydasx HE0OXOIUMO
npoBoiuTh TCKP B paznuyHbIX YCIOBUSX C COOTBETCTBYIOIIEH cXeMon 0TOopa mpoo.

II. ConocraBuMocTh npoduieit pacTBOpeHAA

6. Pesynpratet TCKP u ocHOBaHHBIE Ha HHX BBIBOJIBI (HampuMmep, B 00OCHOBAaHHUE
OuoBeliBepa) NPU3HAIOTCS NPaBWIbHBIMHM, €CIM MOCTpOEHUE MNpodUIs pacTBOPEHUS
OCHOBBIBAJIOCHh HA JIOCTATOYHOM KOJIMYECTBE BPEMEHHBIX TOYEK.

7. B nononHeHue K TpeOOBaHUSAM, U3JI0KEHHBIM B pasjene | HacTosIero npuioKeHus, B
OTHOILLIEHUMU JIEKAPCTBEHHBIX (OPM € HEMEIJEHHBIM BBICBOOOXKIEHHEM HEOOXOIUMO
IIPOBECTH CPAaBHEHHE BO BPEMEHHOM Touke "15 MuHyT", 4TOOBI BBISCHUTD, MPOU3OIILIO JIN
MOJIHOE PACTBOPEHUE 10 OTIOPOKHEHHUS JKETyIKa.

Ecnu B Teuenue 15 munyT pactBopmioch 6osee 85 % aeiicTByroImero BemiecTsa (Ot
HOMHUHAJIBHOTO KOJIMYECTBA), NPO(HIM PaCTBOPEHHUS] MPU3HAIOTCS COMOCTaBUMBIMHU O€3
JnanbHEHIe MaTeMaTHIeCKOM 00pabOTKH JaHHBIX.

Ecnu 85 % neiicTByrolIEero BelecTBa pacTBOpUIOCh B TeueHue 30, a He 15 MUHYT, TO
HEO0OXOJUMBI 3 BPEMEHHBIE TOUKHU: 10 UCTE€YEHHUs |5 MUHYT, HA 15-ii MUHYTE U B TOUYKE,
KOT'Jla CTENEHb BHICBOOOKIECHUS COCTABIISET OKOJIO 85 %.



8. PekomeHmamuu mo JIEKapCTBEHHBIM MpenaparaM ¢ MOAUMDHUIIUPOBAHHBIM
BBICBOOOKICHUEM U3JI0’KEHBI B COOTBETCTBYIONIUX JokymMeHTax Coro3a.

9. ConocTaBUMOCTH PO UIIEH PAaCTBOPEHUS OMPEACISICTCS B COOTBETCTBUU C ITYHKTOM
41 npunoxenus Ne 4 x IlpaBunaMm mnpoBeJACHUS HCCIEAOBaHUN OMOIKBHUBAJIEHTHOCTHU
JEKapCTBEHHBIX MpEenapatoB B paMkKax EBpa3suiickoro »KOHOMHUYECKOIO CO03a,
yTBepxkaeHHbIM Pemmenuem CoBera EBpasuiickoit 53KOHOMHUYECKON KOMUCCHEH OT 3 HOSOps
2016 r. Ne 85.

Caocka. ITynkrt 9 - B penakuuu pemenusi Copera EBpa3niickoil 53KOHOMHYECKOM
komuccuu ot 12.04.2024 Ne 30 (BcTymaer B cuity no ucteueHuu 30 KajaeHaapHbIX JHEH C
JIaThl €ro OPUIMATBLHOTO OMMYOJIUKOBAHUA).

10. Pacuer pakTopa mogoOusi OCHOBAH Ha BBIMIOJHEHUU BCEX YCIOBUN B COOTBETCTBUH C
nyHktom 42 npunoxenus Ne 4 k IlpaBunam npoBeaeHHUST HCCIEIOBaHUMN
OMOPKBUBAJICHTHOCTH JIEKAPCTBEHHBIX MpenapaToB B pamkax EBpa3zuiickoro 3KOHOMUYECKOTO
cor03a, yrBepxkJacHHbIM Pemennem CoBera EBpa3znilcKol SJKOHOMUYECKOW KOMHCCUEN OT 3
HOs10pst 2016 1. Ne 85.

Cnocka. ITynkr 10 - B penakuuu pemenust Copeta EBpa3zniickoil 3KOHOMHYECKOM
komuccuu ot 12.04.2024 Ne 30 (Bctymnaer B cuity 1o ucreueHun 30 KajneHJapHbIX THEH C
JaThl €ro 0(ULIHAIBLHOTO OIYOJIMKOBAHUSA).

11.Kpurepuii npuemiemoctu juist pakropa moxodus (f,) cocrasmser or 50 xo 100, 4ro

MOATBEPKIACT COMMOCTABUMOCTh TTPO(rIIel pacCTBOPEHHUS.
B cirydae HECOOTBETCTBHS KPHTEPHIO IpHeMiIeMOcTd mo f, mpoduin pacTBopenus

MOHO CpaBHUBATh, UCMOJB3Yys albTEPHATHUBHBIE METOABI (Hampumep, pacuer (axropa
pasmuuns £, GyHkimio pactpenenenus BeiOyia nin cpaBHeHHE CTENCHEe! BEICBOOOXK ICHHS

B Pa3HbIX BPEMEHHBIX TOUKax (HampuMmep, no t-kputeputo CTbIOACHTA)).
12. Merozpl, anbTepHaTHBHBIC pacdyeTy Mo f,, CYUMTAIOTCS MPUEMIICMBIMH, SCIIH OHH

CTaTUCTUYECKU KOPPEKTHBI, @ UX UCIIOJIB30BAHUE JOCTATOYHO 0OOCHOBAHO.

13. Heob6xoaumo 3apaHee onpeaeauTb 1 000CHOBATH Mpeieibl IPUEMIIEMOCTH KPUTEPHS]
COIIOCTAaBUMOCTH, HO IIpU 3TOM OHM He€ n0JukHbI npeBbimate 10 %. Kpome Toro,
BaprualOeNbHOCTh PACTBOPEHUS MEXAY JAaHHBIMM HCCIEIYeMOTO M pedepeHTHOro
JIEKApCTBEHHOT'O Mpernapara TakKe JI0JDKHA OBITh COMOCTaBUMOM, OJHAKO Oosee HU3Kas
BapraleIbHOCTh JJISl UCCIIEYEMOTO JIEKAPCTBEHHOTO MpernapaTa siBJISeTCs TPUEeMIIEMO.

HeobxoauMo mnpencraBuTh OOOCHOBAHHME, YTO CTAaTHCTHYECKOE MPOrpaMMHOE
oOecrieueHue MpoIUIo BaJIUIAIHIO.

HeoOxoaumo naTth noapoOHOE onrcaHue U 0ObSICHEHNE BCEM ACUCTBUAM, IPEIPUHITHIM

B XOJI€ MCCJIEIOBaHUS, C IPEACTABICHUEM COOTBETCTBYIOIIUX 0000IIAIOMIUX TAOIHII.

I[MPUJIOKEHUE Ne 6
k [IpaBuiam npoBeaeHus



MCcIe0BaHNH OMOIKBHBAIEHTHOCTH
JIEKapCTBEHHBIX IIPENapaToB B paMKax
EBpa3zuiickoro 3kK0OHOMUYECKOT0 COI03a

TPEBOBAHUA

K BAIMIAIMK OMOAHAIMTHISCKAX METOUK MCIILITAHMA
H aHAM3Y UCCIIeIyEeMBIX OHOJIOTHISCKHX 00pa3ioB

I. O6mme momoxeHus

1. B nacrosimux TpeGoBaHMSIX MpECTAaBICHBI YKa3aHUS 10 MPOBEICHUIO BaTUIAIIAN
OMOaHATUTUYECKUX METOJIUK, MCIOJIb30BABIIMXCS MJIA ONpPEACNICHUs KOHLEHTpPAIUU
JEUCTBYIONIETO BEIIECTBA B OHMOJIOTMYECKUX JKUAKOCTSIX (MaTpuilax), MOJIYyYEHHBIX IO
pe3yibTaTaM TOKCUKOKMHETUYECKUX UCCIEAOBaHUM 1 BceX (a3 KIMHUYECKUX MCCIIEeJOBaHUM.
[TockonbKy METOAMKH CBSI3BIBAHMSI JIUTAHJA CYLIECTBEHHO OTJIMYAIOTCS  OT
XpOMaTorpaguyecKux aHAIUTUUYECKUX METOOB, ISl BaTUJAIMUA TOJIUMEPCBI3BIBAIOIINX
METOJIMK (HampuUMep, CO CBSI3bIBAHUEM JIMTAHJIOB) MPUMEHSIOTCS OT/C/IbHBIC IMpaBUIIa,
OMHCaHHbBIC B pazfiene V Hactosanmx TpedoBaHmMil.

B Hactosimux TpebGoBaHUSIX ONMUCAHBI YCJIOBUS, MPU KOTOPBIX B JOMOJHEHUE K MOJHOU
BaAIMJAINU OHOAHAIUTUYECKOW METOJAUKM HEOOXOJAMMO MPOBECTH YACTUUHYIO UIIHU
NEPEKPECTHYIO BAIHIALIUIO.

2. Jlna neneit Hacrosuux TpeOOBaHUI KCIOIB3YIOTCS MOHATHS, KOTOPHIE O3HAYAIOT
CleAyIoIee:

"akTUBHBIE 00Opa3ubl" (incurred samples) — ucnbiTyeMble 00pasiibl, MOJIYYEHHBIE OT
CyOBEKTOB UJTU )KUBOTHBIX, KOTOPHIM BBOJIUJIU JICKAPCTBEHHBIN Mpemnapar;

"aHanu3upyemoe BemiecTBO" (analyte) — OTOeNbHOE XUMHUUYECKOE COETUHEHHE,
MoJIeKalllee KOJIMYECTBEHHOMY OIPEEICHUI0, MOKET MPEACTABIATh CO00 HEM3MEHEHHOE
JENUCTBYIOIIEE BEIIECTBO, OMOJOTMUECKYI0 MOJIEKYJIY WJIM €€ MPOU3BOJHOE, META0OIUT U (
WJIW) IPOJYKT JIerpajaluu B OMOJIOrnyeckoM o0pasiie;

"aHanuTHdeckas meroauka" (analytical procedure) — moapoOHOE omMcaHHE KaKa0To
JTamna v cnocoda NpoBeACHUS aHAIN3a,;

"aHamuTHyeckuil quanazoH" (calibration range) — HHTEpPBaAI MEX]y BBICOKOW U HU3KOU
KOHIIEHTpaIuen (cojepkaHueM) aHaJIu3uPyeMoro BellecTBa B 00pasiie (BKItouas yKa3aHHbIC
KOHIICHTPAIINH), JJIT KOTOPHIX IMOKAa3aHO, YTO aHAJUTHUYECKas METOJWKA YyJIOBIECTBOPSET
TpeOOBaHUSIM 10 MPEIIM3UOHHOCTHU, TPABUJIBHOCTH U MOCTOSHCTBY (DYHKIIMU OTKJIUKA;

"aHamuTudyeckuid UK (analytical run) — MOJTHBIA KOMIUIEKT UCIIBITYEMBIX 00Pa3IloB C
COOTBETCTBYIOIIUM KOJMYECTBOM TPaJyUPOBOYHBIX PACTBOPOB M OOPA3IOB JJIsi KOHTPOJIS
KadecTBa JyIsl uX Banujanuu. B oauH AeHb MOXET OBITh TPOBEAECHO HECKOJBKO IIUKIIOB; OJIUH
IIUKII MOKET JIJTUTHCSl B TCUCHUE HECKOJIBKUX JTHEH;



"BepXHsis TpaHUIIA OTIpeaeseMbIX KoHIleHTpamii" (upper limit of quantification (ULOQ)
) — HauOoJIbIlIee KOJIWYECTBO aHAJIM3UPYEMOT0 BEIIecTBa B 00pasile, KOTOpOE IMOANAeTCs
KOJIMYECTBEHHOMY OTIPEJICIICHUIO C 3apaHee 3aJJaHHON MPAaBWIILHOCTHIO U MPEITU3UOHHOCTHIO;

"BayTpenHuit ctanaapt (BC)" (internal standard) — koHTposibHOE coeirHEHHE (HApUMep
, CTPYKTYPHO CXOXHH aHAJIOT WJIM COCIMHCHWE, MEUEHHOE CTAOWJIBbHBIM H30TOTIOM),
nobaBisieMoe K TpaJydpOBOYHBIM pacTBOpaM, oOpaslaM [Jis KOHTPOJIS KadyecTBa H
HCITBITYEMBIM 00pa3ilaM B 3apaHee yCTAaHOBJICHHBIX MOCTOSIHHBIX KOHIICHTPAIHUSIX C IIEIBIO
MOMpPaBKU Ha HKCIEPUMEHTAJIbHYIO BapHaOENIbHOCTh MPHU MPOOOMOATOTOBKE W aHAJU3e
00pa3IioB;

"rpamyrupoBOUHBINA pacTBOp (cTanmapT)" (calibration standard) — 6Guonornyeckuii 0opasery
, K KOTOpOMY J00aBWJIM M3BECTHOC KOJHMYCCTBO AaHAJIU3UPYEMOTO BEIIECTBA.
['pamynpoBoUYHBIE PacTBOPHI (CTAHAAPTHI) MCTOIB3YIOT NJISi TIOCTPOSHUS TPayuPOBOYHOMN
KPUBOW;

"HxHUM npenen konuuectBeHHOTO onpeaenenus: (HITKO)" (lower limit of quantification
(LLOQ)) — HaumeHblllee KOJMYECTBO aHAIM3UPYEMOI'o BEIIECTBA B 0Opasile, KOTOPOe
MO//IaeTCs KOJWYECTBEHHOMY OTPENENECHUI0 C 3apaHee 3aJaHHON MpPaBWIHHOCTHIO U
MPEIM3UOHHOCTHIO;

"HOMUHaJIbHAs KoHIeHTpauus" (nominal concentration) — TeopeTHUecKas WU
O’KHJlaeMasi KOHIICHTPAIus;

"oOpazen s koHTposs kadectBa (KK)" (quality control (QC) sample) — oOpa3er,
COJICpXKAIMKM aHATU3UPYEMOE BEIIECTBO, HCIOJB3YEMBI Il OIEHKH IPUTOIHOCTH
OMOaHATUTUYECKON METOJIMKH M OLIEHKH II€JIOCTHOCTH M MPABWIILHOCTHU PE3YyJIbTaTOB aHAIN3a
HCITBITYEMBIX 00pa3Ii0B B HEM3BECTHOW KOHIICHTPAITUU U3 OJTHON CEPHH;

"mepekpecTHas Bamuaanus" (cross validation) — cpaBHeHHE BaJIMIAIIMOHHBIX MTAPaMETPOB
JBYX OMOQHATUTUYECKUX METOJIHK;

"MOBTOPHBIN aHAIN3 aKTUBHBIX UCTIBITAHHBIX 00pasmoB"” (incurred sample reanalysis) —
aHaJM3 YacTH AaKTHBHBIX HMCHBITAHHBIX OOpa3lOB C IEIBI0 OMPEICICHUS, HACKOJIBKO
COTIOCTaBUMBI PE3yJIBTATHI TIEPBUYHOTO aHATN3A;

"monuas Banmmarua" (full validation) — onpenenenue BaauIallMOHHBIX TApaMETPOB,
MOJIISKAITNX MCIOB30BAHUIO ISl aHATN3a KaXKA0T0 aHATM3UPYEMOT0 BEIIECTBa B 00pasIe C
MOMOIIBI0 OMOaHATUTHYECKOW METOANKY;

"mpaBUIBHOCTR" (accuracy) — BbIpaXkaeT OJM30CTh MOIYUYEHHBIX C MOMOIIbI METOIUKH
3HAYEHUH K HOMUHAJIBHBIM KOHIIEHTpAIMSM aHAJIU3UPYyEeMOTO BellecTBa. [IpaBUIBLHOCTH
OIICHUBAETCS 110 BEJIMYMHE TPOICHTHOW MEPhl NPABHIBHOCTH, PAaCCUMTAHHOW Kak
MOJIydeHHOE 3HaueHue HUcTUHHOe 3HadeHue 100 %, u MO OTHOCUTEIHLHOW BEJIMYHMHE
CUCTEMATUYECKOI MOrpeIIHOCTH;

"mpenu3nOHHOCTR" (precision) — cTenmeHb pa3Opoca MEXAy CEepUsMHU H3MEPEHUH,
IPOBEJCHHBIX B 3apaHee yCTAHOBJIEHHBIX YCIOBUSX. [IpelM3nOHHOCTh XapaKTepusyeTcs



BEJIMYUHOW OTHOCHUTEIBHOTO CTaHJAPTHOTO OTKJIOHEHHUS (OTHOIIEHHE CTaHJIapTHOTO
OTKJIOHEGHHUS K CPETHEMY, BBIPAKAEMOE B MPOICHTAX );

"cenmeKTUBHOCTB" (selectivity) — COCOOHOCTh OMOAHATMTHIECKON METOIUKH OIIPEACIISITh
M pa3nuyaTh HCCIEIyeMOe aHaJu3MpyeMOe BEIIECTBO W BHYTPEHHHUH CTaHAApT B
MPUCYTCTBUH KOMIIOHEHTOB, KOTOPHBIE MOTYT COJEPKAThCSA B 00pa3Ile;

"cnenuduaHocTh" (specificity) — cocoOHOCTh OMOAHATUTUYECKOW METOIUKU
OJTHO3HAYHO OMPEEIATh aHATM3UPYEMOE BEIIECTBO B MPUCYTCTBUH JAPYTUX COCAMHEHUH (
SHJIOTCHHBIX WJIU DK30TCHHBIX ) B OMOJIOTHYECKOM 00pa3Iie;

"crabunbHOCTB" (stability) — xumMudeckas cTaOMIBHOCTh AHAIM3UPYEMOTO BEIIECTBA B
OTIPEJICTICHHOM 00pa3Iie B ONPECIICHHBIX YCIOBUSIX B TEUEHUE OMPEICICHHOTO MEPUO/Ia;

"cranmapTHas onepanuronHas npoueaypa” (Standard Operating Procedure) — mokyMeHT, B
KOTOPOM COJIEPKHUTCSI OMHMCAHUE PETYJSIPHO OCYIIECTBIISIEMBIX OTEPAINii, 3HAYUMBIX IS
KauyecTBa UCCJIEI0BAHMUS, U MTO3BOJISIONIMNA TPOBOJUTH UX MPABWIBHO U €IMHOOOPA3HO;

"pynkuus otkiuka" (response function) — ¢yHKIUS, KOTOpask HaJJeKalUM o0pa3om
OMHUCHIBAET 3aBUCUMOCTb AHAJIUTUYECKOTO CHUTHaja (HampuMmep, IUIOMAAXM MHUKOB) OT
KOHIIEHTpaluu (Coaep:KaHusl) aHAJIU3UPYEeMOro BeliecTBa B oOpasie. DyHKIUS OTKINKA
OTIpeIeISIeTCS ITIsl aHATMTHYECKOTO JTNaIa3oHa;

"yactuuHas Banupanusa” (partial validation) — cepun aHanMTHUYECKUX YKCIIEPUMEHTOB, B
KOTOPBIX TOCJIe MOAUGMUKAIUKA BaTUIUPOBAHHOW OMOAHATUTHYECKOW METOJUKH YacThb
napaMeTpoB MOABEPTalOTCs BAIUIALINN;

"3¢ppext marpunpr” (matrix effect) — npsiMoe unmm HeMpsAMOE BIHMSTHUE WU BO3JICHCTBUE
Ha pe3yJbTaThl aHaiu3a, OOYCIOBIEHHbIE HalIWM4YMEeM B OHOJIOTHUYECKOM oO0pasie
HETPEAYCMOTPEHHBIX aHAJTN30M aHAIM3UPYEMBIX BEIICCTB WM WHBIX BJIHSIONIAX Ha HETO
BELIECTB;

"3¢pdexT mepenoca" (carry over) — MOSIBICHUE CUTHAJA aHAIM3UPYEMOTrO BEIIECTBA B
X0JIOCTOM oOpa3iie Tocyie MPOBENCHHS aHaau3a o0pas3lia ¢ BBICOKOW KOHIICHTpaIuen
aHAIIM3UPYEMOTO BEIIECTBA;

"skopHbIe KanumOpatopsl" (anchor calibrators) — cTaHgapTHBIE TOYKM BHE JMANa3OHA
KOJIMYECTBEHHOTO OIpPEEIICHHS, UCTIOIb3YEMbIE C 1IeJIbI0 MO000pa HEIMHEHHOM perpeccuut
CTaHJIAPTHOM KPUBOM B METO/IaX CBS3BIBAHUS JINTAH/IA.

3. U3mepenue KOHLEHTpalUK JIEUCTBYIONIETO BEIIECTBA B OMOJIOTMYECKUX oOpasmax (
HarpuMep, ChIBOPOTKE, TIa3Me, KPOBH, MOUYE W CJIIOHE) — BAXKHBIM acCHEKT pa3paboTKH
JeKapCTBEHHOTo mpenapaTta. [losToMy B IeNsIX TOJYYEHHS HAJECXKHBIX PE3yJIbTAaTOB
UCIIOJIb3yeMble OMOAHAIMTHYCCKUE METOJMKH JOJDKHBI OBITh XOPOIIO OINHCAHHBIMH,
MOJIHOCTBIO BAJIUIMPOBAHHBIMH U JOKYMEHTUPOBAHHBIMU.

B 0co0bIx cuTyanusx JOMyCcKaeTcs MCIOIb30BaTh O0Jiee MIMPOKKE, YEM OINHUCAHHBIEC B
HacToAMUX TpeboBaHMUIX, KPUTEPUU TPUEMIEMOCTH. B 3TOM ciydae, OCHOBBIBAasICh Ha
IpenoiaraéMoM UCIOJIb30BAaHUU METOJIMKH, UX CJIEIYET YCTAHOBUTD MPEABAPUTEIHHO.



4. MeToapl KOJMYECTBEHHOTO ONpPEJENCHUs KOHIIEHTpAaIluu OHOMapKepoB,
HCIIOJIb3YyEeMbIX B KauecTBe (hapMaKkOJUHAMUYECKUX MApKEPOB, B HACTOSIINX TpeOoBaHUSIX
HE pacCcMaTpUBAOTCHL.

II. Bamipanmsa OHoaHAIMTHIECKOM METOMUKH HUCIIBITaHMI 1.
TpeboBauus, IpeIbIBIITEMBIE K CTAHAAPTHEIM 00pa3mam

5. J1Jis IpUroTOBIIEHUS TPAyUPOBOYHBIX PACTBOPOB, 00PA3IIOB /Il KOHTPOJISI KauecTBa U
00pa3IoB JJIsl U3yUYEeHUS] CTAOUIIBHOCTU B LIEJISAX MPOBEICHUS BaJIUIallMM OMOaHATUTHYECKON
METOJIMKA W aHaliu3a HUCIBITYeMBIX 00pa3lOB K XOJOCTOMY OHOJIOTHYECKOMY 00pasiy (
OuoyiornueckoMy o0Opasily, He CcojAep)KalleMy aHaJu3UPyeMOro BEIIEeCTBA), HCIOIb3Ys
PacTBOPHI CTAaHAAPTHBIX 00pa3moB, JOOABIAIOT UCCIEAyeMbIe aHATN3UPYEMbIC BelecTBa. B
JOTIOJIHEHWE K JTOMY TMpH MNPOOOMOATOTOBKE sl XpomaTorpaduueckux METOJI0B
JIOTTyCKaeTCsl T0OABISITH COOTBETCTBYIOMNK BHyTpeHHUH cTtanaapt (BC).

6. HeoO6xonumo yao0CTOBEpPUTHCS B MPUTOJHOCTU CTaHIapTHoOro obpasuma u BC,
MOCKOJIbKY WX KAa4eCTBO (YMCTOTA) MOXET TMOBJIMATH Ha pe3yibTaThl aHalW3a U Ha
pe3ynbTaThl uccaeaoBanus. [loaromy ctanaapTHbie 00pa3iibl, UCIIOIb3yEeMbIe JTsl BaTuAAINH
Y aHaJIN3a UCIIBITYEMbIX 00pa3I0B, NOTKHBI OBITH MOIYUYECHBI U3 HAJEKHBIX U MPOBEPEHHBIX
uctouHnkoB. K Takum crangapTHbIM oO0Opas3iiaM OTHOCSITCA CepTUPUIMPOBAHHBIC
CTaHJapTHBIE 00pa3libl, HanpuMmep, hapMaxkoneiHble, KOMMEPUYECKHE CTaHIapTHBIE 00pa3Ibl
WM aTTeCTOBAHHBIE CTaHAApPTHbIE OOpa3Ilbl, MPUTOTOBJIEHHBIE CAMOCTOSITEIIBHO WU
BHEITHEH HEKOMMepUYecKor opranuzanuei. /st moaTBepKIeHUSI YUCTOTHI U MPEICTABICHUS
CBEJICHUHN 00 YCIIOBUSIX XpaHEHUSs, CPOKE T'OJHOCTH, HOMEPE CEpUU CTaHAAPTHOTO 00paslia
HeoOX0IUM cepTU(UKAT €Tro aHan3a.

Ecnu npurognocts BC moarBepkjaeHa, Hampumep, OTCYTCTBUEM BIUSHUSA
aHAJM3UPYEMOIr0 BEIIECTBA M €r0 MPUMECEH, TO HCIOJIb30BaHUE CEPTUDPHUITUPOBAHHBIX
cTtangapTHEIX 00pa3iioB BC He TpelyeTcs (B cepTudukarax aHainza HeT HEOOXOUMOCTH).

7. llpu mpuMeHEHNH B Ka4eCTBE OMOAHATUTHUYECKOTO METO/Ia MacCC-CIEKTpOMEeTpuu (
nainee — MC) o BO3MOXXHOCTH CJI€AyEeT UCIOJIb30BaTh CTaOMIIbHBIE MeUeHHbIe n3oTonom BC.
[Tpu 3TOM HEOOXOAMMO, YTOOBI MEUCHBIN CTaHAAPT 00J1a/1a]T BEICOKOW M30TOIMHON YHCTOTOU H
B HEM HE MPOUCXOJWIHN PEAKIIMU U30TOMHOro oOMeHa. Heo0XxoimMo MpoBECTH MPOBEPKY Ha
HaJIMYMe HE3asBJICHHBIX aHAIM3UPYEMBIX BELIECTB, MPU OOHAPYKEHUU MOCIETHUX CIEAYET
OILICHUTHh BO3MOXKHOE UX BJIMSIHUE HA BAIUIAIMI0 OMOaHATUTUYECKON METOIUKH.

2. INonHasg Banmuaanys OMOaHAIMTHIECKOM METOIUKA

8. JItoOast OmoaHaMTHUECKass METOIMKA, HE3aBUCHUMO OT TOI'0 HOBas OHA MJIM W3BECTHas,
MOJICKUT TTOJTHOM BaJIMJAIIMH.

OCHOBHOM 11€JIbI0 BATMAAIIMM OMOAHATUTUYECKON METOIUKH SIBJISIETCS MOTBEPKICHUE
€€ HaJECKHOCTH IJid ONPEAECICHUS KOHIICHTPAllMh aHAJIU3UPYEMOTO BEIIECTBA B TAKUX



Ouonoruueckux odpasuax, Kak KpoBb, CHIBOPOTKA, IJIa3Ma, Mo4a U citoHa. bosnee Toro, ecnu
IpU NPOoOONOArOTOBKE MCHOIb30BANICS aHTUKOATYJISIHT, €0 K€ HE0OXOAUMO HCIOJIb30BaTh
s Banupauuu. llonmnast Banmumanus, Kak OPaBWIO, MPOBOAUTCS MJISI KaXKJIOro BHAA
KUBOTHBIX M KaXJOW pPa3HOBUIHOCTU OHMOJOTMYECKUX KUIAKOCTEW, MCIOIH30BAaHHBIX B
UCCJIEIOBAHMH.

Ecau npu npoBeneHuu Banuaanuu OMOAHAIUTHYECKONW METOAMKHU 3aTPYJHUTEIHHO
MCITIOJIB30BAaTh Ty K€ Pa3HOBUAHOCTb OMOJIOTMYECKOM KUAKOCTH, KOTOPask UCIIOJIb30Bajlach B
paMKax MCCJIEOBaHUS, TO MPH JOCTATOYHOM OOOCHOBAHMM JOMYCTHUMO HCIOJIb30BAThH
albTepHATUBHBIC OHOJIOTHYECKHUE OOpa3lbl (HampuMmep, MOJCIbHYI) CIIMHHOMO3TOBYIO
YKUJIKOCTB ).

9. OCHOBHBIMM XapaKTEPUCTHKAMU OMOAHATUTUYECKON METOAMKH, HEOOXOIUMBIMU IS
MOATBEPKICHUS €€ MTPUEMIIEMOCTH U HAJIe)KHOCTH aHAJTUTUUYECKUX PE3yJIbTaTOB, SBISIOTCS
CEJIEKTUBHOCTh, HWKHUN TIpesesl KOJWYECTBEHHOTO ompenefeHus, (PyHKIUS OTKIUKA U
AHAJIUTUYECKUNA AUana3oH (BOCHPOU3BOAMMOCTh MapaMeTPOB I'PATyMPOBOYHON KPUBOK),
NPaBUIBHOCTh, MPEHU3UOHHOCTb, BIHMSHUE MATpHUILl (3PGdEeKThl MaTpulbl (MOJHOTA
AIIOUPOBAHUS)), CTAOMIBLHOCTh AHAIIM3UPYEMBIX BEIIECTB B OMOJIOTHUYECKUX OOpasiax u
CTaOMIBHOCTh aHaIM3MpyeMoro BemecTBa (BemiectB) 1 BC mpu xpaHeHun, B paboumx
pacTBOpax, B U3BJICUEHUSAX B TEUEHHE BCETO MEPUOa XPaHEHUSI U TPOOONOATOTOBKH.

10. M3ydenuro, Kak OpaBuUiIO, MOJJIEKUT OJHO AHAIU3UPYEMOE BEILIECTBO HIIH
JEHCTBYIOIIEE BEUIECTBO, HO B HEKOTOPBIX CIyYasix ONMPEENSIIOT KOHLIEHTPAIUI0 HECKOIBKUX
aHAJIM3UPYEMBIX BEHIECTB. DTO MOTYT OBITh KaK JBa Pa3HBIX BEIIECTBA, TAaK U HCXOJHOE
COEJIMHEHHE C €ro METa00IUTaAMH WM SHAHTUOMEPHI (M30MEPHI) ICUCTBYIONIETO BemecTBa. B
TaKuX Cly4dasx NPUHUUIIBI BaJuJalyy W aHaln3a CHOpPaBEJIMBBI JJIS BCEX HCCIEAYEMbIX
aHAJM3UPYEMbIX BEILECTB.

CenekTHBHOCTH (M30HPaTENEHOCTD)

11.bruoananutudeckas METOIMKa A0 KHA 00J1aaTh CIIOCOOHOCTHIO A dhepeHITnpoBaTh
aHanusupyemoe BemecTBO U BC OT 5HIOTEHHBIX KOMIIOHEHTOB MATPHIBI U JIPYTHX
KOMIIOHEHTOB 00pa3na. CeleKTUBHOCTh OMOaHATUTHYECKOM METOAMKH HEOOXO0IUMO
MOJITBEPIUTH, UCIIONIB3Ysl HE MEHee 6 Pa3IMUHBIX HCTOYHUKOB COOTBETCTBYIOIINX XOJIOCTHIX
o0pa3ioB, HE CcoOAepXKallMX aHaTW3UPYEMOrOo BemiecTBa (C JKCIEPUMEHTAIbHBIM
MIOJITBEPXKACHHEM). B OTHOIIEHHH pEIKHX Pa3sHOBUIHOCTEH OMOJIOTHYECKUX 00pasioB
JOIMYCTUMO HCIIOJIh30BAaTh MEHBIIEE KOJMYECTBO MCTOYHUKOB. OTCYTCTBHE HMCKaXKAIOIIETO
BJIMSTHUSI KOMIIOHEHTOB XOJIOCTOTO OMOJIOrMYECKOro 00pasiia, KOHCTaTUPYeTCs, Kak MpaBuio,
€CJIM UX CHUTHAJ [0 HI)KHEMY IIPEAENTY KOJIMYECTBEHHOIrO onpenesieHns He npespimaet 20 %
JUTsl aHaM3upyeMoro Bemiectsa u 5 % — st BC.
B HEKOTOpBIX CiIydasx MOXKET MOHAJOOWTHCS HMCCIIEAOBAaHUE CTETICHU BIUSHHUS
MeTabOJIUTOB JIEHCTBYIOIIETO BEIIECTBA, a TAKXKE MPOAYKTOB JETpadaliu, 00pa3yromuxcs
npu TPOOOIOATOTOBKE, U OJHOBPEMEHHO MPUMEHIEMBIX JICKaPCTBEHHBIX INpemnaparoB. Ha



JTane BajduJaluu OMOAHATUTUYECKOW METOAMKM WJIM Ha JSTale aHaju3a KOHKPETHOTO
UCCIIEIOBAHUSI W aHAJM3UPYEMOI'o BEIIECTBA HEOOXOJAMMO MPUHATH BO BHUMAaHUE
JEKapCTBEHHBIE Mpenaparbl, MPUMEHSBIIHECS UCCIEAYEMONW NOMyJsALUEd Kak

COITYTCTBYIOIIIKE.

12. Ecnu mpuMeHumo (afs HECTaOMIBHBIX METaOOJUTOB, HANPHUMEpP, KHUCIBIX
MeTaboauTOB B 3(upe, HecTaOUIBHBIX N-OKCHUIOB WU TIIOKYPOHUAOB, COEIMHEHHH C
JAKTOHHOM CTPYKTYpOii), HEOOXOAMMO OLEHUTHh BO3MOKHOCTh OOpAaTHOIO MpeoOpa3oBaHUs
MeTaboIMTa B UCXOJHOE aHAJIM3UPYEMOE BEILIECTBO Ha Pa3IMYHbIX dTanax aHaiausa (BKIrodast
npoueaypbsl IpoOONMOATOTOBKM WM B u3BiIeueHuu i1 MC-ananmuza). Heobxoaummo
YCTaHOBUTh CTENEHb OOpPaTHOro MpeoOpa3oBaHMs M MPOAHAIM3UPOBATH €r0 BIUSHUE Ha
pe3ysbTaThl uccienoBanud. Ha paHHux »sTamax pa3pabOTKM HOBOIO XUMHUYECKOIO
COCUMHEHMS, MOKa €ro MeTadoJu3M €lle HE H3YyYeH, TAKYI OIIEHKY OCYIIECTBUTh
HEBO3MOXXHO. TeM He MeHee IOocJie MOIy4YeHHs B Mpoliecce pa3padOTKU HOBBIX JAAHHBIX O
MeTaboNIn3Me JIEUCTBYIOUIErO BeElIeCTBA HEOOXOAMMO YUYUTBHIBATh MPOOJIEMY OOpaTHOTrO
npeodpa3zoBaHus, YTO TpeOyeT MPOBEIEHUS YACTUYHON BaINAIUH.

B HEKOTOpBIX Ciayyasx AOCTATOYHO CIOKHO MOJYUYHUTh JOCTYH K CTAaHAAPTHBIM 00pa3iam
uccieayembix MetabonutoB. C pyroit cTOpoHbl, oOpaTHOE Mpeodpa3zoBaHuE MeTabOIUTA
MO>KHO OLIEHUTh, TPOBO/ISI MOBTOPHBIN aHAIU3 AKTUBHBIX 00pa31oB (00pa3loB, coaepKalux
aHaJIM3UpyeMble BEUIECTBA, B3AThIX OT CYOBbEKTOB MCCIEAOBAaHNUS WU )KUBOTHBIX ). OIHAKO B
ATOM CIIy4ae Helb3sl UCKIYUTh 00paTHOE IPeoOpa3oBaHuE B IPOLIECCE TPOOOIIOATOTOBKH.

Bmusane (3¢ dexr) neperoca

13. Ilpu pa3paboTke METOAMKM HEOOXOIMMO MPUHUMATh BO BHUMAaHHUE U
MHUHUMH3UPOBATh MEPEHOC aHAIM3UPYEMOro BellecTBa OT MpoObl K mpobe. B mporiecce
BaJIMIAIIMA HEOOXOAUMO OIEHHTH A((PEKT mepeHoca, BBOAS XOJIOCTBIE O0pasIlbl IMOCIEe
00pa3IoB ¢ BHICOKOW KOHIIEHTPAIIMEH WM TPagyupPOBOYHBIX PACTBOPOB BEPXHUX YPOBHEU
KOJIMYECTBEHHOTO ompeaeneHus. [lepeHoc B XxomocToit oOpaser; mociie CTaHIapTHOTO
pacTBOpa € BBICOKOM KOHIIEHTpAalMeil HE NOJKEH npeBblath 20 % BEIWYMHBI HUKHETO
npeaena konuyectBenHoro onpenenenus (HITKO), kak 3To ykazano B noapaszaene "HuxHuii
npejesl KOJIMYEeCTBEHHOTo ompezeneHus" Hacrosiuero pasaena) u 5 % — ansa BC. Ecnu
OUYEBUJIHO, YTO MEPEHOC HEU30EkKEH, UCCIEAyeMble 00pa3iibl HE paHAOMU3UPYIOT. 15 TOro
4TOOBI NIEPEHOC HE MOBJMSUI HA MPABWIHHOCTh M MPEIU3UOHHOCTb, HEOOXOJIUMO B XOJ€
BAJIUJIAIINU TIPETyCMOTPETH CIIEHHUAIIbHBIE MEPhI (HampuUMep, Mocjiae 00pa3ioB ¢ 0XKUAaEMOMN
BBICOKOU KOHIIEHTpAIMEH U JJ0 Havaja aHaJIn3a 04epeTHOTO UCIIBITYeMOro o0pasiia BBOJIUTh
X0JIOCThIe 00pa3iibl). HxkHUI Ipeies1 KoJIMueCTBEHHOTO ONPEICIICHUS

14. Huxuuit npenen konuyectBeHHoro omnpenenenus (HIIKO) ecte HanmeHbias
KOHIICHTpaLlMsl aHaJU3UPyEeMOro BellecTBa B oOpasiie, KoTopas MOJJIACTCsS HaJICKHOMY
KOJINYECTBEHHOMY OIPENICICHUI0 ¢ MPUEMIIEMOI MPaBUIBHOCTHIO U MPEHU3HOHHOCTHIO.
HIIKO cunTaercss HAUMEHBIIUM TPaAyUPOBOYHBIM CTAHAAPTHBIM 00PA3OM (KaK 3TO YKa3aHO



B nojpasaenax "lIpaBunpHocTs" u "lIpenm3znonHocTs" HacTodmero pasnaena). [Ipu stom
curHai aHainusupyemoro BemiectBa u3 oOpasna ¢ HIIKO nomken He meHee yem B 5 pa3
MPEBOCXOAUTH BETUYMHY cUTHaja Xojoctoro oopasia. HITKO neobxoammo amantupoBaTh K
OKHJAE€MbIM KOHLEHTpAlMIM U LEJIH HCCIeNOBaHUs (HampuMep, B HCCIEIOBaHUU
ouoskBuBaneHTHOCTH HIIKO He momxeH ObITh BbINIE, 94eM 5 % oOT Clhax (MUHEMATIBHOM

Benuyuuel C - W3 BCel BBIOOPKH CyOBEKTOB)).

I'pagynpoBodHas KpuBas (JIMHESHHOCTD)

15. HeoOxoaumo OueHUTh (YHKIMIO OTKJIMKA TPagyHpOBOYHON KPHBOH JJISI BCEX
KOHIICHTpaIlMi aHAJTU3UPYEMOTr0 BEIIECTBA, MTPU 3TOM U3YUECHUIO TOJICKHUT OINpeeICHHbIN
JWara3oH KOHIEHTpanuid. ['pagynpoBOUYHBIC CTaHAAPTHBIE OOpa3Ibl TOTOBAT IYTEM
N00aBJIEHUS AaHAJIM3UPYEMOTO BEILIECTBA C M3BECTHBIMU KOHILIEHTPALUSIMU K XOJIOCTOM Mpobe
C UCIIOJB30BAaHUEM TOM K€ €€ pa3HOBUIAHOCTH, KOTOpasi OyAeT MoJiydeHa B MCCIEAOBAHUM.
Kaxnomy ananmzupyemMomy BEHIECTBY, U3y4aeMOMY MpHU BaIUAAMU OMOAHAIUTUYECKOU
METOJIMKH, U KaXJOMYy aHaJUTHYECKOMY IHMKIY JOJDKHA COOTBETCTBOBATH OTAEIbHAS
rpayupoBOYHAsI KpUBas.

B uneane 1o Havyana npoBeIeHUS BaluJallui OMOAHATIUTUYECKON METOAUKHA HEOOX0IUMO
YCTaHOBHUTH OXKUJAEMbIH IHANa30H KOHLEHTPALMH. DTOT JUaIa30H JOJLKEH MEePEKPbIBATHCS
aHAJIMTUYECKOM 00J1acThI0 IpUMEHsIeMol MeToanku, 3ajaBaeMort HITKO kak HauMeHbIIero
IpalydpOBOYHOrO CTaHJIapTa U BEPXHUM IpeaenaoM KoaudecTBeHHoro onpenaenenus (BIIKO)
KaKk HauOOJBIIEro rpagyrupoBOYHOTO cTaHaapra. J(uamazoH HEOOXOIUMO 3aJaTh C LEbIO
HaJJIeKaNlero onucanusi papMaKOKMHETUKY M3y4aeMOro aHaIM3UpyeMOro BEIIECTRA.

16. [Tomumo xonocToro obpasia (moaABeprayToro oopadboTke 6MOIOrHYECKOro oopasiia,
HE coJieprKallero ananuupyemoro BemiectBa uiiv BC) u HyleBbIX 00pa31ioB (MOIBEPTHYTHIX
00paboTke Ouomormueckux odOpasios, cojaepxkammux BC) HE0OXOIUMO HCIOIB30BaTh HE
MEHee 6 pa3IMYHBIX IPaJyUPOBOYHBIX KOHIIEHTpaui. Kaxapiii rpaiynpoBOYHBIN CTaHIapT
JIOMYCKAaeTCsl aHAIM3UPOBATh MOBTOPHO.

17. HeobxoammMo MCHOIB30BaTh 3aBUCUMOCTh, KOTOpasi MPOCTO U HAJEKHO MO3BOJISET
onucath (QYHKIMIO OTKJIMKA aHAIIUTHYECKOrO0 CUTHAJIa OT KOHIEHTPALUH aHAJTU3UPYEMOTO
BellecTBa. [Ipy BBIYMCIEHUH MTapaMeTPOB I'PaAyHUPOBOYHON KPHUBOUM XOJIOCTHIE U HYJIEBBIE
o0Opas3Libl HE YYUTHIBAIOT.

18. B oTdeTe HEOOXOAMMO OMUCATh TAPAMETPhI TPAAYUPOBOYHON KPUBOH (17151 TMHEHHON
perpeccuu - yroj HakjoHa M CBOOOJHBIN ujeH (Mpu HEOOXOJUMOCTH MOcienHero)). B
JOTIOJTHEHUE K 3TOMY HAapsAy C PACCUUTAHHBIMU CPEAHUMM 3HAYEHUSIMU MPaBUIbHOCTH
HEOOXOJAMMO  TPEACTABUTh  JKCIEPUMEHTAILHO  PAaCCUYMTAHHBIE  KOHIICHTPALMU
rpayHupOBOYHBIX CTAaHAAPTOB. B oT4YeTEe HEOOXOAUMO MPEACTABUTh BCE UMEIOIIMECS WU
preMIieMble KpUBbIE (HO HE MeHee 3), TIOJy4YEeHHbIE B X0/I€ BaTUIAIMH.



19. DkcnepuMeHTanbHO PACCUUTAHHBIE KOHIIEHTPALUH TPAaJyHPOBOYHBIX CTAaHJIapTOB
JIOJDKHBI JIeKaTh B mipejaenax + 15 % oT HoMuHaNbHBIX 3HaueHui (3a uckirodeHuem HITKO,
JUIE KOTOPBIX 3TH 3HAYCHHUS MOTYT HaxoJauThecs B mpenenax £ 20 %). DToMy KpUTEpPHIO
JIOJIKHBI COOTBETCTBOBATh HE MeHee 75 % rpaayupOBOYHBIX CTaH/IAPTOB B HE MEHEE YeM 6
Pa3IUYHBIX KOHIIEHTpauusix. Eciau UCHoNib3yIOTCS MOBTOPHOCTH, 3THUM KPUTEpPUAM (B
npenenax = 15 % unu + 20 % nns HIIKO) nomkabl cooTBeTcTBOBaThH He MeHee 50 %
HCTIBITAHHBIX O0pa3loB ISl KKAOW KOHIEHTPAIIMU T'PaAyHPOBOUYHBIX CTaHIApTOB. Eciu
IPaJyMpPOBOYHBIA CTaHJAPT HE COOTBETCTBYET JITHUM KPUTEPHUSM, €ro HE0OXOIUMO
HCKJIIOUUTh, a TPAAYHUPOBOUHYIO KPUBYIO MEPECUUTATh O0€3 yueTa 3TOro cranaapra (B TOM
Yyyclie TPOBECTH MOBTOPHBIM pErpecCUOHHbId aHanu3). Ecium Bce NOBTOPHOCTH
rpanyupoBouyHbiX cranaaptoB HIIKO wnmmu BIIKO 6putn 3a0pakoBaHbl, TO BaJuJallUIO
COOTBETCTBYIOIICH CEPUU TPATYUPOBOYHBIX PACTBOPOB HE MpoBoadT. [Ipu 3TOM HeoObxoarMO
YCTAaHOBUTH NMPUYMHBI 3a0pAaKOBKHM, a METOJIUKY MpH HEOOXOAUMOCTH AopaboTaTh. Ecnu
BIMAALIUS CJEAYIONIEH CepUM TakKe He MPOXOAUT, TO JO Hayaja HOBOW Baluaaluu
HEO0OXO0IUMO TIEPECMOTPETH METOJIUKY.

20. HecmoTpss Ha TO, 4TO TPAIYUPOBOYHYIO KPHUBYIO KeEJNATEIbHO CTPOUTH C
MCITOJIb30BAaHUEM CBEKETPUTOTOBIICHHBIX 00pa3IoB, MPU HAIMYUW HAJJICKAIIUX TAHHBIX 110
CTaOUJIPHOCTU JIOMYCKAE€TCS HCIOJb30BaTh paHee NPUTOTOBJICHHBIE W TOABEPrIINECS
XPaHEHUIO TPATYUPOBOYHBIE OOPA3ITHI.

IIpaBupHOCTH

21. ITpaBUJILHOCTh AHATUTHUYECKOM METOJMKHU BBIPAKAET OJIM30CTh MOJTYUYEHHBIX C
MOMOIIBI0 HEE 3HAYEHUM K HOMUHAJIbHBIM KOHIICHTPALUAM aHAIU3UPYEMOro BellecTBa (Kak
MpaBUjI0, OHA BBIpakaeTcsi B mpoileHTax). [IpaBUILHOCTH HEOOXOAMMO OLIEHUBATH IO
obOpaznam s koHTpousist kadectBa (KK) — oGpasmam, Kk KOTOphIM J100aBIEHO 3apaHee
M3BECTHOE KOJMYECTBO aHalu3upyemoro BemiectBa. O6pasinl 111 KK rotoBaT HezaBucUMO
OT TPalyMpOBOYHBIX CTAaHAAPTOB, UCIIOIb3YS PA3IUYHBIE IPEIBAPUTEIHHO IPUTOTOBICHHbIE
HCXOJ/IHBIC PACTBOPBHI.

22. O6pasns! g KK ananm3upyror mo rpaayupoBOYHON KPUBOH, IKCTIEPUMEHTAIBHBIC
3HAYCHUSI KOHLIEHTpAlMi CpPaBHUBAOT C HOMHUHAIbHBIMU. [IpaBHIBHOCTH B OTYETE
BBIP@XKAIOT B BUJIE MPOLIEHTA OT HOMUHAIBHBIX 3HaueHUU. [IpaBUIBLHOCTH HEOOXOAUMO
omnpenenarTh no KoHueHTpanusm oOpasnoB st KK, nmomygaembim kak BHyTpu 1 mukima (
MPaBWIBHOCTh BHYTPH IUKJIA), TAK U B pa3HBIX HUKJIAX (MPaBUILHOCTh MEXY IIUKIAMH).

C uenpro OIIEHKU JFOOBIX BPEMEHHBIM X TEHACHIMUA BHYTpHU | IMKIA 11e1ecoo0pa3Ho
MOATBEPAUTH MPABWIHLHOCTH U MPEIU3UOHHOCTh aHanm3a 0opa3ioB s KK He menee yem B 1
[UKJIE, COOTBETCTBYIOIIEM IO BEIMYUHE IJIAHUPYEMOMY AaHAJIUTUUYECKOMY UHUKIY s
UCITBITYEMBIX 00Pa3IIoB.

IIpaBMIIFHOCTH BHYTPH IAKJIA



23.1IpaBUJIBHOCTh BHYTPH LIMKJIA ONPENEISIOT MyTEM aHalu3a BHYTpHU | LMKIIa HE MeHee
5 oOpa3uoB OJHOW KOHLEHTpaUuMW HE MeHee 4YeM il 4 pa3IMYHbIX KOHUEHTpALUH,
BXOJAIIMX B IMANA30H IPUMEHEHNs MeTOAUKN. PekoMmentyemple koHneHTpanuu: HITIKO;

Tpoiinas BennunHa HITKO (HmxHMIA ypOBEHbD);

ok0J10 30 - 50 % oT BepxHel rpaHUllbl ONPEIENAEMbIX KOHIICHTpAIUi (CpeIHUI YPOBEHD)

He MeHee 75 % OoT BepXHel rpaHullbl ONpeIe/IIEMbIX KOHIICHTpALUM (BEpXHUM YPOBEHB ).

CpenHee 3HaUYCHUE PACCUMTAHHBIX KOHIIEHTPAUM JOJKHO HAXOAUTHCS B Ipeaenax = 15
% OT HOMUHANBHBIX 3HaueHuu 1 oOpasmoB mius KK; ommako mms HITKO mpenensi
JomycKaeTcs paciupuTh 10 = 20 % 0T HOMUHAJIbHBIX 3HAYCHU.

IIpaBHIBHOCTH MEXKIAY MUKIAMHA

24.]JIns Banuaavy MPaBHIIBHOCTH MEXKAY HUKIaMu HeoOxoaumo oreHuth HITKO,
HWKHUW, cpelHUM W BepXxHUM ypoBHH oOpasuoB mins KK u3 He menee uem uz 3
MPOAHAIM3UPOBAHHBIX IIUKJIOB, TPOBEJICHHBIX B TEUCHUE HE MEHEE YeM 2 pa3IuyHbIX JTHEH.
CpenHee 3HaYE€HHE PACCUMTAHHBIX KOHUECHTPAUKA JOIKHO HAXOAUThCS B mpeaenax £ 15 %
OT HOMHHaJbHBIX 3HaueHui s oOpasuoB mist KK; gns HIIKO npenenst momyckaercs
pacpuTth 10 £ 20 % OT HOMUHAJIBHBIX 3HAYCHU.
25. B oryuer 0 BamMganMu METOAUKHU MPU ONPEACICHUHW NPABUIBHOCTH U
MPEIM3UOHHOCTH HEOOXOIUMO BKIIFOUUTH BCE TMOJIYYEHHBIC PE3yJIbTaThl, 32 MCKIIOUCHHEM
JIOKYMEHTUPOBAHHBIX MTPOMAXOB.

IIpenu3noHHOCTH

26. [Ipeun3uOHHOCTh AHATUTUYECKOW METOJIUKU — ATO CTETIEHb OJIM30CTU PE3YIbTATOB
ME¥K]ly OT/IEJIbHBIMU MOBTOPHBIMU U3MEPEHUSMHU, BHIPAKAIOMIASACS B BUJIE€ OTHOCUTEIBHOTO
CTaHJIApPTHOTO OTKJIOHEHMsA(Kodduimenta Bapuanuu). [Iperu3MoOHHOCTH HEOOXOAUMO
noaTBepauTh st HITKO, HuxkHEro, cpeIHero U BEpXHEr0 ypOBHEN KOHIIEHTpAaIMU 00pa3lioB
st KK kak BHyTpu 1 nukia, Tak 1 MEXAY pa3HbIMU HUKIIAMH, TO €CTh JJISI TEX K€ LIUKIIOB U
JAHHBIX, YTO U TIPU MOATBEPKICHUHN TPABUIBLHOCTH.

IIpen3HOHHOCTD BHYTPH HUKIA

27. Ilpu olieHKe MPENU3UOHHOCTU BHYTPHU IUKJIAa HEOOXOUMO UCIOJIb30BaTh HE MEHEE 5
obOpasnoB oxHoil koumeHtparuu nias HIIKO, HukHero, cpegHero m BEpXHEro ypoBHEH
KoHIleHTpanuu oOpasnoB mis KK BHyTpu omHoro mnukia. OTHOCUTENBHOE CTaHIAPTHOE
OTKJIOHCHHE BHYTpH | ITMKJIa HE JOJDKHO mIpeBblmath 15 % s oopasmoB mis KK, mms
HITIKO ono He pomxHo npesbimath 20 %.

IIpemM3nOHHOCTE MEXAY MUKIaMHU



28. Ilpu oleHKe MPEIU3UOHHOCTH MEXIy IuKiIamMu HeoOxoaumo omnpeaenuts HIIKO,
HUKHUHN, CpETHUN U BEpXHUI ypOBHM KOHLEHTpauuid odpasuos aia KK He menee uem u3 3
MIPOaHAIU3UPOBAHHBIX IIUKJIOB, IPOBEICHHBIX B TEUCHUE HE MEHEE YeM 2 pa3IN4HbIX JHEH.
OTHOCUTENBHOE CTAaHAAPTHOE OTKJIOHEHUE MEXY IUMKJIAMHU HE JOJKHO mpeBbimath 15 %
st o6pasmoB mist KK, g HITKO ono e nomkHO mipeBbimath 20 %.

OtcyrcTBHE BIMAHMA pa3baBieHHA 00pa3noB

29. Crenenp paz0aBiieHUs 00pa3LoB HE TOJKHA BIUATH HA MApaMETPhl NPABUIBHOCTU H
NPEU3UOHHOCTH MeToAuKku. [lo BO3MOXHOCTHM BaluJaluio pa3daBiIeHUs 00pas3LOB
HEOOXOJAMMO TMPOBOAUTH IyTeM M00aBIICHHs K MaTpHIlE aHAIM3UPYEMOIrO BEIIecTBa B
KOHLIEHTpPAlMU BBIIIE BEPXHEW TIPaHUIIbl ONMpPENENsEeMbIX KOHIICHTPALMM M pa3BeleHUS
MOJIy4YE€HHOT0 00pasiia X0J0CTOM MpoOoii (He MeHee 5 onpenesieHn Ha KaxK10€ pa30aBiieHHE)
. IIpaBUNbHOCTh M MPEUU3HUOHHOCTh JOJKHBI HAXOAMTHCS B IMpEAeNiax YCTAaHOBJICHHBIX
KpuTepueB npuemsieMoctu (He Oonee + 15 %). AHanuTHYeCKUM Ouana3oH (Auamna3zoH
NpPUMEHEHHUsI) TOJDKEH BKJIIOYaTh B ceOs pa3baBieHHe, MPUMEHSEMOE K HCIBITYEMBIM
obpas1am.

30. OueHky auamna3oHa HNPUMEHEHHUS MOYKHO INPOU3BECTH B PaMKaxX YaCTUYHOU
Bajuaauuu. Jlomyckaercst HCTIONb30BaTh MHYIO MaTPHILY, €CJIM [TOKA3aHO, YTO OHA HE BIIMSET
Ha MPEIU3UOHHOCTD U MPABUIHLHOCTb.

Oddext MaTpumBI

31. [Ipu npumenenun MC-MeTOIUK HEOOXOUMO OIEHUTH I (PEKT MATPUIIBI, UCTIOJIB3YS
HE MeHee 6 cepuil XOJIOCThIX 00Pa3IOB OT Pa3HBIX CYOBEKTOB (MCTOYHUKOB).

32. IlyTeM BBIYMCIICHHUS OTHOLICHUS MAaKCUMAJIbHOM IUIOLIAJHN NMHKA B MPHUCYTCTBUU
MaTpuilpl (OmpeaenseTcss MyTeM aHajiu3a IOJTOTOBJIEHHOIO XOJOCTOro olpasna c
n00aBJICHHOW W3BECTHON KOHIICHTpAIlMed aHAIM3UPYEMOro BEIIeCTBA) K MaKCUMAaJbHOU
IJIOLIAU MMHKA B OTCYTCTBUE MAaTPHUILIbl (UUCTHIN PACTBOP aHAJIU3UPYEMOTrO BEIIECTBA B TOM
K€ KOHILICHTpaIMU) JAJIsI KaXKJ0M CEpUU MaTPULIbI JJIs BCEX aHAIU3UPyEeMbIX BelecTB U BC
HeoOxoaumo paccuutaTth dddext wmarpuusl (OM). Heobxomumo paccyuTaTh
Hopmanu3oBaHHbIl DM 1o BC (kak yacTHOe OT neneHus DM aHaIu3upyeMoro BellecTBa Ha
OM BC). OtHocuTenbHOE CTaHAapTHOE OTKJIOHEHHE HopMaiu3zoBaHHoro OM mo BC,
paccuuTaHHoe Il 6 OMOJIOTMYECKUX 00pa3loB, HE JOJDKHO mpeBblath 15 %. U3mepenus
OCYUIECTBJISIIOT JUIsl HUPKHETO U BEPXHET0 YpOBHS KOHIIEHTpanuid oopasuos s KK,

[Ipy HEMPUMEHUMOCTH TAKOI0 MOJAX0Aa (Hampumep, Npu MpoOONOATOTOBKE B PEKUME
peaIbHOTO BPEMEHH) HEOOXOAMMO OIICHUTh BapuabENbHOCTh OTKJIMKOB MEXIY CEepUSIMHU
NyTEeM aHalh3a He MeHee 6 cepuil MaTpuilbl, B KOTOPYIO A00ABJIEHO aHAJIU3UPYEMOE
BEIIIECTBO HA HIKHEM W BEpXHEM YPOBHAX KoHIeHTpamnuu oOpasmnos misa KK. B otuere o
BaJIMJAIIMM HEOOXOMMO MPEACTaBUTh IUIONIAJAN MTMKOB aHajdu3upyemoro Bemectsa u BC, a



TaK)XK€ PACCUYMTAHHBIE KOHIEHTpPAIUM KaxXIoro oOpasmna. OTHOCHUTENIBHOE CTaHIapTHOE
OTKJIOHEHUE JUISl CEPUM HE AOJDKHO IpeBbIaTh 15 %.

33. Ecnm maTpuiia ManoAoCTyIHa, JOIMYCKAaeTCsl UCIOIb30BaTh MEHEE O pa3IuyHbIX
cepuii MaTpHIl, OJTHAKO TaKOW MOAXO0J HeoOXoAuMo 00OCHOBaTh. B aTOoM ciiydae Taxxke
HEO0OXOMMO OTICHUTH dP(EKT MATPHUIIHI.

34. Eciu nekapCcTBEHHBIN Mpenapar, npeJHa3HaueHHbIN I MapeHTEepaIbHOTO BBEICHUS
CyObEKTaM WCCIICAOBAaHUS WM JKWBOTHBIM, COJICEPKUT BCIIOMOTATEIIbHBIC BEIECTBA,
CrocoOHbIe BbI3BaTh AG(EKT MaTpUIlhl (HampUMep, MOTUAITHICHIIINKOIb WIM ToJucopoar)
¢ PexT MaTpHUIBl B JOMOJHEHUE K XOJOCTOW MAaTpHUIIe OICHUBAIOT, UCIIOJIB3YsI MAaTPHILY,
coJiepKallyl0 yKazaHHbIE BCIIOMOTraTeIbHbIe BemecTBa. Ecnu He Moka3aHo, YTO yKa3aHHBIC
BCIIOMOTaTeIbHbIC BEIIECTBA MOABEPTatoTCs METa00IM3My WM OMOTpaHchOpMalliu in Vivo,
MaTpUIly IS aHAJIW3a MOJYy4YaroT OT CYOBEKTOB MCCIEAOBAHUS WIIM KUBOTHBIX, KOTOPHIM
BBOJIMJIM 3TH BCIIOMOTAaTeNbHbIEC BelECTBA. BiMsHuE BCIOMOraTelbHBIX BELIECTB MOMHO
OIICHUTH ITyTEM BBIYHCIICHUS DM WM MPOBEJACHUS UCCIEIOBAHUS TOCPEACTBOM Pa3BEICHUS
UCIIBITYeMOro o0pa3siia ¢ BRICOKOM KOHIIEHTpaIluel B XOJIOCTOM MaTpulle, HE COJepKallen
BCIIOMOTaTeNbHBIEC BEIIECTBA.

35. B nmomonHeHWe K CTaHAApPTHBIM OMOJOTHYECKUM o0Opasnam 3(dekTMaTpuirsl
pEeKOMEHJyeTCsl OIeHMBaTh Ha "HecTaHJapTHBIX" oOpasmnax(Hampumep, oOpasiax
TUTIEPIIUIUIEMUYECKON TIa3Mbl WJIM TIJIa3Mbl, TIOJYYEHHOW U3 KPOBH, MOABEPrIICiiCs
remoninzy). Ecinu ananuzy nojsexar oOpasibl OT 0COOBIX TPYII MAlMEHTOB (HApUMep, C
MOYCYHOU WIIA TTEYEHOYHON HETOCTATOYHOCTHIO), 3P (HEKT MaTPHUIIEI PEKOMEHTYETCS OIICHHUTb,
UCIOJIb3YsI OMOJIOTMYeCcKUe 00pa3iibl OT TAKUX MAIMEHTOB.

CTaOWIBHOCTH

36. UToOBl yIOCTOBEPUTHCS, YTO KAXABIA 3Tal MPOOOMOATOTOBKH U MOCIEAYIOIIETO
aHaju3a o0pasIloB, a TAKXKE YCIOBUS UX XPAHEHUS HE MOBJIMUIM Ha TTIOCTOSIHCTBO COXPAHEHUS
KOHIICHTPAI[MU aHAIM3UPYEMOTO BEIIIECTBA, MTPOBOISAT UCCIICTOBAHNE CTA0OMITHHOCTH.

37. CTabmibHOCTh HEOOXOIUMO OLEHUTH JJISI KaXKJIOTO dTara aHATUTUHIECKOW METOJIUKH,
TO €CTh NOJYYUTh JO0Ka3aTeIbCTBA TOTO, YTO YCJOBUS, JJ KOTOPBIX MPOBEICHBI
UCCIIEIOBaHUSl CTAOMJIBHOCTU (HAMpUMep, BHUJ OMOJIOTMYECKOTO oO0pasina, Haaudyue
aHTUKOAryJsiHTa, Marepuan KoHTelHepa (yNakoBKH), XpaHEHUE M YCJIOBHUS aHalu3a)
aHAJIOTUYHBI pEAbHBIM YCJIOBUSIM aHalIM3a UCHBITYeMbIX o0pasnoB. Ccblika Ha
JIUTEPATYPHBIE HICTOYHUKHU HE SBJSETCS JOCTATOYHBIM YCIOBHEM.

38. CTaObWIBHOCTh aHATM3UPYEMOTO BEIECTBA B HCCIEAyEeMOM 00pa3lie OlIEHUBAIOT,
HCTOJIB3Ysl 00pa3llbl HMXKHETO M BepxHero ypoBHs koHueHTpauuu s KK, kotopeie
UCCIEAYIOT Cpa3y Mocie UX MpOOOMOATOTOBKY U TIOCIIe XPAaHEHUSI B YCIOBUSIX, B KOTOPBIX
npoBOIUTCA pabora ¢ ucnbITyeMbiMu oOpasuamu. Oo6pasuwsl ans KK, kak mnpaswuiio,
AHAUIM3UPYIOT IO TPAAYUPOBOYHOU KPUBOM, PACCUUTAHHOW IIO CBEXKEIMPUTOTOBICHHBIM
rpagyupoOBOYHBIM pacTBopaM. [lomydeHHbIE KOHIEHTPAUH CPABHUBAIOT C HOMUHAJIbHBIMHU.



[IpaBUIBLHOCTH AJIs1 KAXKI0M M3 KOHIIEHTpAIUi (11 CpeIHUX 3HAYCHH) TOJKHA HAaXOIUThCS
B npenenax £ 15 % or HOMHHAJIBHOTO 3HAYEHHS.

39. HeoO6xoaumo, yunuThIBasi TMHEWHBIN TUATIa30H U AUANa30H OMpPEeTIeHUs IeTeKTopa,
UCIIBITaTh CTAOMJIBHOCTh MCXOJHBIX M pabOyYMX pPACTBOPOB IOCJIE COOTBETCTBYIOIIMX
pa3BEICHUM.

40. UccnenoBanus cTaOUILHOCTH HEOOXOAMMO MPOBOAUTH MPH PA3IMYHBIX YCIOBUSAX
XpaHEeHMs (HalpuMep, UCHOJb3ys MOAX0 ] "HauXyamero ciaydas'), Mo CpokaMm paBHBIM WM
MPEBBIMIAIOIINM CPOKU XpaHEHUS (PAKTUUECKUX aHATM3UPYEMBIX HCCIEIYyEMbIX 00pa30B.

41. HeoOxoauMo MpOBECTH CIEAYIONINE UCTIBITAaHUSI CTA0UITbHOCTU:

a)CTaOMIBHOCTh UCXOJIHBIX M pab0YMX PAaCTBOPOB aHAIM3UPYEMOTO

BemecTBa u BC;

0)cTabMIHLHOCTH 3aMOPOXKEHHOTO W Pa3MOPOKEHHOTO OHMOJOTHYECKOTO 00pasla,
COJIEpIKaIlleTO aHAIU3UPYEMOE BEIIECTBO (MEPEMEIICHHOTO W3 YCIOBUM 3aMOPO3KH B
KOMHATHYIO TEMIIEpaTypy WIH TEMIIEpATypy YCIOBUN MPOOOMOArOTOBKM HE MEHEE YeM B 3
IIUKJIaX "3aMOpaKMBaHUS - pa3MOpaKuBaHus");

B)KpaTKOCPOUYHAsl CTAOMIIBHOCTh aHAIM3UPYEMOIr0 BEIECTBA B OMOJIOrMYECKOM 00pasiie
IIpY KOMHATHOW TeMIepaType WIKM TEMIEpaType yCIOBUM MPoOONOATrOTOBKY;

I')ECTECTBEHHOE XpaHEHHWE OMOJIOTUUECKOro 00pasiia, CoAepKaIlero aHalu3upyeMoe
BEIIECTBO (B 3aMOPOKEHHOM BHJIE).

42 .Kpome Toro Heo0X0IMMO MPOBECTHU CIEAYIOIINE UCTIBITAaHUS (€CIId TPUMEHUMO):

a) cTabMIBHOCTH 00pa3iia mocie MpoOOMOArOTOBKY MPH KOMHATHOM TeMIIepaType Uil B
YCIIOBUSX XPaHEHHUS, KOTOPbIE OYIyT UCIOIb30BaThCS BOBPEMS aHAIIN3A;

0) CTaOMIBHOCTh MOABEPIIIMXCS MPOOONOATOTOBKE OOpa3loB B yCTPOMCTBE AJIS
aBTOMATHYECKOT0 BBOJIAa MPOOBI MPU TEMIEpaType NMHKEKTOPA WM aBTOA03aTOpA.

43. 3yuyeHue cTaOMIIBHOCTH IIPU 3aMOPAKUBAHUM U pa3mMopaxuBanuu. O6pa3uel g KK
XPaHAT 3aMOPOKEHHBIMU B MOPO3WJIBHOM KaMepe MpU NPeayCMOTPEHHON TeMIlepaTrype U
3aTeM pa3MOpaXMBAIOT MIPU KOMHATHOW TEMIEpAType UM TeMIeparype npoOonoAroTOBKY.
[Tocne monHOTO pazmMopaxuBaHusi 00pa3libl 3aHOBO 3aMOPAXKUBAIOT B TEX K€ yCIOBUAX. B
KaXXJIOM IIUKJIe 00pa3lbl JOHKHBI HAXOAUTHCS B 3aMOPOKEHHOM COCTOSIHUM B T€UEHHUE T10
MeHblIel Mepe 12 yacoB. KomnyecTBO HUKIOB U3y4eHUsS! CTAOUIBHOCTH "3aMOpaKMBaHUS —
pa3MopaxxuBaHus" JOJDKHO ObITh PABHBIM WJIM MPEBBINIATH KOJWYECTBO TAKUX IUKIIOB JJIS
HCIIBITYEMBIX 00pa3IloB.

44. VI3ydyeHne eCTeCTBEHHOTO XPaHEHHUs 3aMOPOXKEHHOTO OMOJIOTMYecKoro odpasla,
cojiepkaiiiero ananusupyemoe BemiectBo. O6pasisl s KK Heo6Xo1uMo 3aMOpO3UTh B TEX
’Ke YCIIOBUSAX U XPaHUTh B TAKUX YCIOBHUSAX CTOJBKO K€, CKOJIBKO M UCHBITYEMble 00pa3Ibl,
WM Jodblie. B OTHOIEHNH HU3KOMOJIEKYJIAPHBIX OPraHUYECKUX COEAUHEHHI TOMyCKAETCs
UCIIOJB30BaTh MOAXOJl, OCHOBAaHHBIM Ha HCCIEIOBAHUU KpaWHMX BapUaHTOB (METOJ
OpeKeTHHTa), HallpUMeEp, €ClIi CTA0UIILHOCTH MOATBEPIKIACHA IPHU Temmeparypax MuHyc 70 u



munyc 20 0C, nccnenosate crabuabHOCTH IpH TEMIIEPaTypax, MONaAA0MINX B 3TOT JUANa30H
, He TpebOyercs. CTaOMIBLHOCTh KPYIHBIX MOJIEKYJ (HampuMmep, MENTHUIOB U OEIKOB)
HEOOXOAMMO TMOJATBEPAUTH ISl KaXJ0H W3 TeMIeparyp, IpU KOTOPBHIX Oyner
OCYIIECTBISATHCS XpaHEHUE OMOJIOTHUECKUX 00pa3ioB. B nomomnenue k oopasznam pist KK
JOIYCKAEeTCsl HMCIOJIb30BaTh HCIBITyeMble O00pasIlbl, OJHAKO HCIOIB30BaHUE TOJIBKO
UCITBITYEMBIX 00Pa3I0OB SBISETCSA HEJOCTATOYHBIM, TOCKOIHKY HOMHUHAIbHBIE KOHIIEHTPAITU!
aHAJIM3UPYEMOTro BeIlleCTBa B HUX HEM3BECTHBI. Pe3ynbTaThl M3ydeHUs! CTaOUIBLHOCTH MPHU
€CTECTBEHHBIX yCIOBHUSIX XPaHEHUS JOJDKHBI OBITH MOJyYEHBI 0 COCTABICHUS OTUYETA.

45. N3ydyenue cTaOUIBHOCTH HMCXOJHBIX M pabo4yux pacTtBOpoB. lloaTBepxaaTh
CTaOMJIBHOCTh PabOYMX PacTBOPOB ISl KAXKI0M KOHUEHTPALMU HE TpeOyeTcs, AOMyCKAeTC s
OTPaHUYMTHCS TOJITBEPKACHUEM CTAOMILHOCTH KpaHUX BapHUAHTOB (METOJ0M OpPEKETUHTA).
[ToaTBepkaaTh CTaOMIBHOCTh BHYTPEHHUX CTaHIApTOB, MEYCHHBIX CTAOMIBHBIMU
M30TOMAaMH, He TpeOyeTcs, €cCiau MOATBEPXKAEHO, YTO B YCJIOBHUAX, JISI KOTOPBIX
NOATBEPXKEHA CTAOUJIBHOCTh AHAIU3UPYEMOrO BEUIECTBA, HE MPOUCXOIUT pPEaKIUi
M30TOMHOTO0 OOMEHa.

46. B oTHOILIEHUM HCCIIEIOBaHUSA C HECKOJIBKMUMHU aHAJIU3UPYEMbIMH BEIIECCTBAMH,
BKJIIOYAsl OTJEIbHBIC HCCIEOBAaHUS OMOIKBUBAIEHTHOCTH, HEOOXOIWMO MOJITBEPIUTH
CTaOMIBHOCTh KaX/10r0 aHAJIM3UPYEMOI0 BELIECTBA B OMOJIOTMYECKOM 00paslie, CollepKalieM
BCE aHAJIM3UPYyEMbIE BEIIECTBA.

47. B nensx MOATBEPXKACHUS TOTO, YTO OMNpeAeaseMble aHATUTUYECKON METOIUKOU
KOHIIGHTPAllUd aHAJIM3UPYEMOT0 BEIIECTBA OTPaXalOT €ro HCTUHHOE COJEp)KaHWE B
Ounonornyeckux obOpasnax cyObeKTa HCCIEeIOBaHHUS B MOMEHT UX OTOOpa, HE0OXOIUMO
U3YYUTh CTAOMIIBHOCTh aHATM3UPYEMOr0 BEIIECTBA B OMOJIOTMUECKOM 00pasiie, MOJTy4eHHOM
cpady mocine oToopa 00pasloB M B T€UEHHE MOCIEAYIONIEH MPOoOONOATOTOBKH BIIOTH J0
MIOMEIIIEHUS €T0 B YCTIOBUS XpaHeHus. Heo6XoaumMocTh MoATBEPKIeHUS TaKOW CTa0MIbHOCTU
ClIeTyeT paccMaTpHUBaTh B YACTHOM MOPSAKE, OPHUCHTHPYSICh HA XUMUYECKYIO CTPYKTYpPY
aHaAJIM3UPYEMOTI'0 BEIIECTBA.

3. YacTU49HAA BaMAALMA

48. Tlpu HE3HAYUTENbHBIX MU3MEHEHUAX PaHEe BaJUIUPOBAHHON aHATUTHUUYECKOU
METOJMKH (B 3aBUCHUMOCTH OT XapakTepa TaKuX H3MEHEHMI)B MPOBEICHUU TOJTHOU
BAJIMIAIMU, KaK MPABUIIO, HET HeoOxoauMocTu. K m3MeHeHUsIM, B OTHOILIEHUU KOTOPBIX
JIOTTyCKaeTCsl MPOBE/ICHNE YaCTUYHON BaJIWAAIMK, OTHOCITCS TpaHchep OMOaHATUTUYECKON
METOJMKM B JAPYrylo Jabdoparopuio, 3aMeHa OOOpyJOBaHUs, HW3MEHEHUE Juara3zoHa
MIPUMEHEHUS,0TPaHUYEHHBIN 00beM OMOJIOTHYEeCKUX 00pa3lloB, U3MEHEHUE PA3HOBUIHOCTH
Ouosiornyeckoro oOpasla Wi BUAA XUBOTHOIO, 3aME€HA AHTUKOAryJsiHTa, U3MEHEHUE



MIPOIEYPHl MPOOOTIOATOTOBKH, YCIOBUN XpaHEeHHS U Jip. B oTdyere HEOOXOIUMO OTpa3uTh
BCE MIPOU3OIICANINE U3MEHEHUS 1 000CHOBATh 00bEM MOBTOPHOM MJIM YACTUYHOM BaJlUIallUU

O0beM YacTUYHOM BaJIMAAlIU MOXKCT IPCAIIOJIaraTb 00BeEM pa60T HayuHasia C
MHWHHMAJIBHOI'O 061>eMa, 3aKIHOYaromICrocs TOJBKO B BBIITOJJHCHUHU OLICHKH IPCHU3NOHHOCTHU
" IIPAaBUJIBHOCTHU BHYTPH IHKJIA, U 3aKaHYHUBAaA IIPOBCIACHUCM MMOJTHOM BaJluAallvuu.

4. IlepexpecTHas BaMaausa

49. Ecnu JaHHbBIE TOJIYYEHBI C TOMOIIBIO Pa3HbIX METOJ0B (METO/IMK)B paMKaX I'PYIIIIbI
HCCIICOBAHUN WM B paMKax OJIHOTO HCCIIEOBaHUS BPA3JIUUYHBIX JaOOpaTOPUAX C
MCITOJIb30BAaHUEM OJIHOU U TOH K€ METOJMKH, HEOOXOMMO CPAaBHUTH MOJTyYCHHBIE JaHHBIC U
MPOBECTU TEPEKPECTHYIO BaJUJALMIO HCIOJb30BAaHHBIX METOAO0B (MeToauK). B pamkax
MHOTOIIEHTPOBOTO HUCCIEAOBAHUS PA3INYUs B MPOOOMOATOTOBKE WM MCTIOIB30BAHIE WHOTO
AHAJUTUYECKOTO METOJa MOXET MPUBECTH K Pa3IMYHbIM pe3ysbratam. [1o BO3ZMOXHOCTH
MEPEKPECTHYIO BaJUJALMI0 HEOOXOAMMO MPOBECTH JO0 aHAIu3a UCIBITYyEeMbIX 00pa3ioB. B
paMKax MEepeKpecTHON BaIUAAIlMUd HEOOXOIMMO MpoBecTH aHanu3 oOpas3noB mins KK unu
HCTIBITYEMBIX OOpa3loB C MOMOIIBI0 BCEX HCIOJIb30BAHHBIX AHATUTHUYECKUX METOJIOB (
Metoauk). [lomydeHHbIe ¢ MOMOIIBIO Pa3NUYHBIX METOJOB (METOJWK) CpEJHUE 3HAUCHMUS
npaBwIbHOCTH 11 00pa3noB aisa KK He gomkHbI paznuyaThes 0osee yem Ha = 15 %, ogHako
Mpyd JOCTATOYHOM OOOCHOBAHMM OHM MOTYT pa3InN4aThbCsi Ha OOJBIIYI0O BEIUYUHY
[TorpentHoCTh MEXy JBYMS 3HAUCHUSIMH HUCIIBITYEMBIX 00Pa3IioB J0KHA YKIIAIbIBATHCS B
nuanas3oH 20 % OT ux cpeIHero 3HaUYeHUsI HE MeHee ueM 1St 67 % MOBTOPHOCTE.

[I. Araym3 BECOBITYEeMBIX 00pa3noB

50. Ilo 3aBepuIeHMM MOJHOW BadUJALMM AHATUTHYECKOW METONMKH MPUCTYHAIOT K
aHaJIN3y UCHBITYEMbIX 00pa3ioB. Jlo Havasna aHajIM3a MUCIBITYEeMbIX 00pa3lloB HEOOXOIUMO
MIPOBECTHU MPOBEPKY MPUTOJHOCTH OMOAHATIUTUYECKON METOIUKHU.

51. C uenpto obecrieyeHrs MPUEMIIEMOCTH aHAJTUTUYECKOTO IUKJIA MPOOOMOATOTOBKY
UCTIBITYeMBIX 00pa3ioB, oOpas3noB mist KK u rpagyupoBOYHBIX pacTBOPOB HEOOXOIUMO
OCYIIECTBIISITh B COOTBETCTBUHU C BAJTUINPOBAHHON aHAUIUTUYECKON METOJIUKOM.

1. AHaIMTHYECKMI UK

52.AHanTUTUYECKUI IUKII COCTOUT U3 XOJOCTOr0 00pa3ma(moaBeprayToro oopadoTke
Ouosornyeckoro oopasiia, He cojiepKaliero anaiauzupyemoro emiectsa wiu BC) u nyneBoro
oOpa3znia (moABEeprHyToro o06paboTke Ouosiornueckoro oobpasma, coaepxaiiero BC),
rpaJyrpOBOYHBIX PACTBOPOB HE MEHEE UeM B 6 KOHIIEHTpausx, oopasuoB 1 KK He meHee
4yeM B 3 KOHUEHTpALUAX (H>KHHUM, CPETHUNA U BEPXHUI YPOBHH) B 2 TOBTOPHOCTAX (MM HE
MeHee 5 % OT KOJIMYeCTBa UCIBITYEMbIX 00pa3lioB B 3aBUCHMOCTH OT TOTO, YTO OOJIbIIE) U



UCIIBITYEMBIX 00pa3loB, MOJJIekKaNMX aHanu3y. Eciu HOMUHaIbHBIE KOHIICHTpAIUU

HCXOJHBIX PACTBOPOB HE YCTAHOBJIEHBI, TPAJAYyUPOBOUHBIC pacTBOPHI U 0Opasinl ans KK

HE0OXOMMO TOTOBUTH OT/AEILHO, UCTIONB3YS Pa3HbIE IPUTOTOBIICHHBIE NCXOIHBIC PACTBOPHI.
Bce o6pasnsl (rpanyupoBouHble pacTBOpHI, oOpasibl 1 KK u ucneiTyembie oOpasiisn)

MoJjIexkaT MPoOONMOATOTOBKE KakK €AuHasl cepusi oOpa3lioB B MOPSIKE, B KOTOPOM OHU

JOJDKHBI aHaNM3UpoBaThesa. EnuHas cepus mpeactaBisieT co0oil 00pasiibl, MojJiexKalme

MpOOONOATOTOBKE B OJTHO U TO K€ BPEMs, TO €CTh IOCJEAOBATEIHLHON HEMPEPHIBHOU

00paboTKe OAHUM U TEM K€ AaHAJTUTUKOM C HCIOJIb30BAHUEM OJMHAKOBBIX PEAKTHUBOB B

CXOJHbIX ycnoBusx. Ciaeayer mz0eraTh aHajn3a pas/ielibHO MPUTOTOBJIEHHBIX 00pa3LoOB B
KadyeCcTBE HECKOJbKUX CEpUM B OJHOM aHAJUTHYECKOM IuKie. Ecnu sToro m3bexarh He

yaaeTcs (Hampumep, BCIEICTBUE OIPaHUYCHUH MO CTAOMIIBHOCTH TIPU MPOOOMOITOTOBKE) TO
KaKaas cepus NOJKHA BKIOYATh B ceOst oOpasmel jisi KK kak Muammym 3 ypoBHEH

KOHIIEHTpAIK (HIXKHET0, CPEeJIHEro U BepXHero). B ctanaapTHOI onepalinoHHOM poleaype
(nanee — COII) wnm paboumx MOKYMEHTax MO HCCIEJOBAHUIO HEOOXOAUMO 3apaHee

YCTAHOBUTH KPUTEPUU MPUEMIIEMOCTH JJISI BCETO aHAIMTUYECKOTO IIUKIIA U €r0 OTIAEIbHBIX
cepuil.

53. B nensax cCHWKEHHS BapuaOeIbHOCTH PE3yJbTaTOB aHAIW3 BcexoOpasioB oT 1
CyObEKTa B UCCIEOBAHUSIX OMOIKBUBAJICHTHOCTH PEKOMEHAYETCS OCYIIECTBIIATh B paMKax |
aHanutudeckoro nukiaa. Oo6pasisl mus KK HeoOXxoauMo pacnpenenuTh Mo IUKIY TaKuM
o0pa3oM, 4ToOBbI JJOKa3aTh MPABUILHOCTh U MPEUU3MOHHOCTD ISl BCETO IIUKJIA.

2. Kpurepnu npreMIIEMOCTH aHAIMTAIECKOTO ITAKIIA

54. B npotoxoue, minane uccnegopanus uinu B COIl Heo0X0IMMO yCTaHOBUTH KPUTEPUU
MPUEMIIEMOCTH WJIM HEMPUEMIIEMOCTH AHAJIUTUYECKOTO IUMKIa. ECIM BECh LIMKII COCTOUT U3
HECKOJBKUX CEpHUil, KPUTEPUU TTPUEMIIEMOCTH JOJIKHBI PACIIPOCTPAHATHCS HA BECh UK U (
WJIM) Ha KOKAYI CEPUI0 B OTIENbHOCTHU. [[MKJI MOXET ObITh MpHUEMJIEMBIM HECMOTPsI Ha
HEMPUEMIIEMOCTb CEPUH B CBS3HM C HECOOTIOCHIEM KPUTEPUEB.

55. Heo06x0auMO yCTaHOBUTH CJICAYIOIIUE KPUTEPUU MPUEMIIEMOCTH aHATUTHYECKOTO
LUKA:
a)3KCIEPUMEHTAIBHO PACCUUTAHHBIE KOHIIEHTPAIMU TPagyHupPOBOUYHBIX PACTBOPOB
JIOJKHBI HaXOAUThCs B mpenenax £ 15 % oT HOMUHAJIbHBIX 3HAUYCHUH (32 UCKIIIOYEHUEM
HITKO, nmst KOTOpBIX ATH 3HA4YEHHUSI MOTYT HaxoAuThcs B mpenenax £ 20 %). Dtomy
KPUTEPHIO JOJDKHBI COOTBETCTBOBATH HE MeHee 75 % rpalyupOBOYHBIX PACTBOPOB, Kak
MHHUMYM [Jig 6 pa3iMYHbIX KOHUEHTpauuil. Eciu pe3ynapTar nisg rpaaydpoBOYHOTO
pacTBOpa HE COOTBETCTBYET ATUM KPUTEPHUSIM, ITOT PE3ybTaT JOKEH ObITh UCKIIIOUECH, a
rpaJyHpoOBOYHAS KpHUBas JOJDKHA OBITh MepecurTaHa Oe3 yuera 3TOTO pe3yibTara (
MOBTOPHBIM pErpecCUOHHbIM aHanu3). Eciu OTKIOHEHHBIM pe3yJbTaT OTHOCHUTCS K
rpagyupoBOoUYHOMY pacTBOpY ¢ ypoBHem HIIKO, To mjisi Takoro aHaIUTUYECKOTO IMKJIA B
kauectBe HITIKO Oyner cinykuth ciaeAayronuii HAMMEHbBIIINN TPUEMIIEMbIN TPayuPOBOYHBIN



pacTBOp W3 AMamna3oHa JIMHEWHOCTU. Ecim pesynbprar i rpalydpOBOYHOTO PacCTBOpA C
MAaKCUMaJIbHOW KOHIIEHTPAIMEN HEMpPUEMIIEM, TO JJI TAKOr0 AHAJIUTUYECKOrO IMKJIa B
kadectBe BIIKO OyneT ciayXuTh Cienyomuii HanOoIbIIHN MTPUEMIIEMBIA TPayHpOBOYHBIN
pacTBOp M3 AWana3zoHa JUHEWHOCTH. llepecunTaHHbId aHAIMTUYECKAN AUANa30H JOJLKEH
0XBaThIBaTh Bce 00pasiel st KK (HmKHEro, CpeTHeTro  BEpXHETO YPOBHS);

0)3HaueHus mpaBWIbHOCTH 00pa3ioB s KK moimkHBI gexath B npenenax = 15 % ot
HOMMHAJIBHBIX 3HAYCHUH. DTOMY KPUTEPHIO JOJDKHBI COOTBETCTBOBATH HE MeHee 67 %
oopazmoB 11 KK u He menee 50 % oOpasioB i Kaxaod koHueHTpauuu. Ecnu 3Tu
KpUTEPUH HE COOJIIOAAIOTCS , aHATUTHIECKUM ITUKII HEOOX0IMMO 3a0paKkoBaTh, a UCCIEIYyEMbIC
o0Opa3Ipl MOABEPTHYTHh MOBTOPHOUM MpOOOMOAroTOoBKEe M aHanu3y. [Ipu omHOBpeMeHHOM
ONPEACIICHUN HECKOJbKUX aAHAJU3UPYEMBbIX BEIIECTB KaXXJIOMy HW3 HHUX JOJKHA
COOTBETCTBOBATh OTJIEJIbHAS TPAAYUPOBOYHAs KpuBass. EciW aHANTUTHYECKUUA LHMKI IO
OJTHOMY W3 aHAJIU3UPYEMBIX BEIIECTB SBISIETCS MPUEMIIEMBIM, HO HEMPHUEMIIEMBIM I10
ApYroMy, JOMYCKaeTCsl HWCIOJIb30BaTh [JAaHHBIE IO KOHILEHTPALMA MPUEMIEMOTO
aHAJIM3UPYEMOr0 BENIECTBA, OJHAKO ISl OMpPEICICHUS KOHUEHTPAUUH OTKIOHEHHOTO
aHAJIM3UPYEMOro BemecTBa o0Opa3ibl HEOOXOJAMMO TOJBEPTHYTh MOBTOPHOMU
MPOOOTOITOTOBKE M aHAIIN3Y.

56. Ecnu nipyu MOBTOPHOM MCIIOJBb30BAHUU T'PaSyUPOBOYHBIX PACTBOPOB OJIUH U3 HUX —
HITIKO wnn BITIKO — oka3biBaeTcsi HEIPUEMIIEMbIM, aHAIMTUYECKUIN TUAa30H METOJIUKHU He
MEHSETCS.

57. lna kaxnoi kKoHueHTpauuu oodpasuos s KK Heobxoqumo paccuntarh cpenHue
3HAYEHUS] NPABWIBHOCTA U MPEIU3MOHHOCTH BCEX MPUHATHIX IIUKIOB U BKJIIOUHUTH UX B
AHAIMTUYECKUH oT4YeT. Ecnu cpenHne 3HaueHus MPaBUILHOCTH U 3HAYCHUS NMPEIIU3UOHHOCTH
npeBbimaT 15 %, HEoOX0AMMO MPOBECTH JOMOJHUTEIBHOE PACCIIEOBAHUE C IETBIO
00BsCHEHUSI TakuxXx OTkJIOHeHUU. I[lomoOHBIE pe3ylnbTaThl TPU HUCCIETOBAHUSIX
OMOPKBUBAJIEHTHOCTH MOT'YT MTPUBECTH K HETIPUEMIIEMOCTH JTAHHBIX.

3. Aramrrmaeckwii quana3oH (Calibration range)

58. Ecnu 1o Havana aHaim3a MCMBITYEMBIX 00Opa3lOB M3BECTHO WIJIM OKHUIACTCSI, YTO
JMana3oH KOHIICHTPAIMi aHAIM3UPYEMOT0 BEIIECTBA B UCIIBITYEMBIX 00pa3iax OyJeT y3KHM,
TO B TEJISIX HAJACKHOTO pacdeTa KOHICHTPAIUMA B MCTIBITYEMBIX 00pasiax peKOMEHIYeTCs
aU00 CY3UTh aHAJTUTUYCCKUI JTMAIla30H M adanTHPOBaTh KOHIeHTparuu oopasmos 1t KK k
HEMY, TUOO BKJITIOYUTH HOBBIC 00pasisl st KK ¢ COOTBETCTBYIOIIMME KOHIICHTPAITHSIMH.

59. Ecnm y3koro nuamnasoHa pe3yJbTaTOB aHaJIu3a He 0XKHJAeTCs, HO OH HaOJFoaeTcs
MoCJIe Havayla aHaim3a 00pas3IoB, PEKOMEHIYETCS OCTAaHOBUTH aHAlW3 M JIMOO CY3WUTh
YCTaHOBJICHHBIM aHAIMTHYECKUMA JTUAITAa30H C IMIEPECMOTPOM CYIIIECTBYIOIIMX KOHIICHTpAITUN
obpasnoB s KK, nu6o nepes BO30OHOBICHUEM aHaIK3a UCIIBITYEMbIX 00pa3IioB BKIIOYUTh



B aHaNuUTU4YeCKud auamnazoH obOpasipl mias KK ¢ 1onmonmHUTENbHBIMU KOHIEHTPALUSIMU.
[ToBTOpHBIN aHanU3 00pa3IOB, MPOAHAIM3UPOBAHHBIX 0 ONTHUMHU3AIMUA AaHATUTUUYECKOTO
Jrana3oHa Win KoHmeHTpanuid oopasmnos s KK, ve Tpedyercs.

60. [IpaBuno, ykazanHoe B myHkTe 59 HacTosmux TpeboBaHuil Takke MPUMEHUMO, €CIIH
BBIICHSETCS, YTO OOJBINOEC KOJIMYECTBO KOHICHTPAIMN aHAJTU3HPYEeMOTO BEIISCTBA B
UCTIBITYEMbIX 00pa3liax MPEBBIIIAET BEPXHIOI T'PAHUILY ONpeaeIsieMbIX KOHIEHTpanui. B
ATOM CJIydae MO BO3MOXHOCTH HEOOXOJUMMO PaCIIMPUTh AHATUTUYECKUM JUana3oH U
BKJIFOUUTD TOTIOTHUTENbHBIE 00pa3iisl Juist KK uinm u3aMeHUTh MX KOHIIEHTPAITHIO.

61. B nuana3oH KOHIIEHTpaIlUi, YCTAaHOBJICHHBIN JJIsI UCTIBITYEMBIX 00Pa3IOB, OIKHBI
BXOAUTh He MeHee 2 koHreHTpanuii obpasnoB mis KK. Eciu ananutudeckuii nuana3oH
M3MEHSIETCS, B IENsAX pacuera (YHKIUM OTKIUKA U TOATBEPXKICHUS MPABUIBHOCTU H
MPENU3NOHHOCTA OMOaHATUTHYECKas METOJWKA TMOJJICKUT TOBTOPHOW (YACTUUHOWN)
BaJIMALIAH.

4. TToBTOPHEIH aHANHM3 UCIHLITYEMBIX 00pa3moB

62. Jlo Hauana aHaiau3a o0pa3loB B MPOTOKOJE Bajduaanuu, miaHeananusa uiu COIl
HE00XO0MMO YCTaHOBUTH BO3MOKHBIE TPUUYMHBI TOBTOPHOTO aHAIM3a UCIBITYEMbIX 00pa3IoB
Y KpUTEPHUU BbIOOpA 3HAYEHUH, MTOJICKAIINX BKIIOYEHUIO B aHAIUTUYECKHM oTyeT. B oTuere
00 uccinegoBaHUM HEOOXOAMMO O0OOCHOBATh KOJIMYECTBO 00pa3loB (M MX JOJO0 OT OOILIEro
KOJIMYECTBA), TOABEPTUINXCS IOBTOPHOMY aHAJIM3Y.

63. IloBTOpHBIN aHATU3 UCTIBITYEMBIX 00Pa31I0B, MOKET MPOBOJUTHCA BTOM YHUCIE 11O
CJIETyIOLIUM IPHUYUHAM:

a) 3a0pakoBKa aHAJIUTUYECKOTO IIMKJIa BCJIEJICTBUE HEBBINOJIHEHUS KPUTEPHUEB
MPUEMIIEMOCTH B OTHOIIEHUH PABUIBHOCTH IPayuPOBOYHBIX PACTBOPOB M (MJiK) 00pa3lioB
i KK;

0) ananutnueckuil curian BC 3HaYUTENbHO OTIMYAETCS OT CUTHAja, MOJIYYEHHOTO JIs
IpaydupoBOYHBIX pacTBOpoB u oOpasuoB st KK (ecnm Takue KpuUTepuu 3apaHee
yctaHossensl B COII);

B) OIIMOKHU MPU BBEJICHUH 00PaA3I0B WM HEUCIIPABHOCTh aHATUTUYECKOTO 000pYyA0BaHUs

') HUIMYKE [IUKIIOB, B KOTOPBIX:
IpalyupOBOYHBIA 00pa3el] ¢ HUKHUM YpPOBHEM ObLI HCKIIOUEH U3 TPagyHupOBOYHOMN
KpHBO;
pPAaCCUUTAHHBIE KOHLEHTPALMHU IPEBBIMIAIOT BEPXHIOK TPAHUILLY OINPEACISIEMBIX
KOHLIEHTpALUH;
paccuuTaHHble KOHIIeHTpanuu HaxoasaTesa Hke HITKO st nanHOrO 1iMkia, 4to mpuBesio
K yBenuuenuto ero HITKO no cpaBHEHUIO ¢ APYTUMU HUKIIAMU;



1) OOHapyKEHNE aHAIM3UPYEMOTO BEIIeCTBA B OMOJIOTMYECKOM 00paslie, MOIyIeHHOM JI0
npueMa (BBEIECHMS) JIEKAPCTBEHHOI'O IMpenapara, WM B XOJIOCThIX 00pa3lax Ha ypOBHSX
HIIKO;

€) HECOOTBETCTBHUE KPUTEPUSIM MPUEMIEMOCTH MPU MNPOBEPKE MPUTOJHOCTH
XpoMaTtorpapuyecKkoro aHajau3a.

64. [ToBTOpHBIN aHATU3 UCTIBITYEMBIX 00pa3IOB MO (papMaKOKMHETUYECKUM IPUUYUHAM B
UCCJIE0BAHUSAX OMO3KBUBAJICHTHOCTHU SIBJIAECTCS, KaK MPABUIIO, HEIPUEMIIEMBIM, TOCKOJIBKY
OH MOXET MOBIUATh HA PE3yJbTAaThl HCCIEAOBAaHUS W HCKa3UTh UX. B 3TOM ciyyae
MOBTOPHBIM aHaIN3 MOYKHO PacCMaTpuBaTh KaK YacTh JAOOPATOPHOTO paccieloBaHUs C
LEJIbI0 BBISIBJICHUS] BO3MOXKHBIX NPUYMH AHOMAJIBHBIX PE3yJbTAaTOB M MNPEAOTBPALICHUS
BO3HUKHOBEHUS MMOJJOOHBIX MTPOOJIEM B Oy IyIIIEM.

65. Ecnu moBTOpHBIN aHaNW3 MPOBEJEH BCIEACTBUE OOHAPYKECHHS aHATM3UPYEMOTO
BEIIECTBA B OMOJOTMYECKUX 00pa3lax MOJy4YeHHbIX J0 MprueMa (BBEACHUS ) JIEKaPCTBEHHOTO
npenapara wik no (papMakOKMHETUYECKUM MPUYMHAM, HEOOXOJUMO OMUcaTh OOpasllbl,
MOJIBEPTHYThIE MOBTOPHOMY aHAJIM3y, U MPEACTaBUTH JaHHBIE O HAYaJbHBIX 3HAYCHMSIX,
NpUYMHAX MOBTOPHOIO aHAIW3a, 3HAUYCHUSX, MOJYYEHHBIX B XO0J/I€ MOBTOPHOI'O aHAJIU3a U
yKa3aTh MPUHSTHIC B UTOTE 3HAYCHUSI © 0OOCHOBAHUSI IPUEMIIEMOCTH.

66. Ecniu B xoAe Banuaaluu J0Ka3aHa YJIOBJIETBOPUTENbHAS MPELU3UOHHOCTD IS
MOBTOPHON WHXXEKIIMM W CTAaOMIBHOCTH MOJTOTOBJICHHBIX OOpa3IllOB B YCTPOMCTBE IS
aBTOMATHUYECKOT0 BBOJIa MPOO, IPU HEUCIIPABHOCTH 000PYIOBAHUS JIOIYCKAETCs MOBTOPHAS
WHXEKIHS 00pa3uoB. [IoBTOpHAs MHKEKLHS BCETO aHAIUTHUYECKOTO LUKJIA WU OTACIbHBIX
00pa31oB rpayupoBOYHBIX pacTBOpPOB Wi oOpasuos maist KK B cuiy anmementapHoro 6paka
npu rpaayupoBke 1100 oopa3uoB s KK 0e3 kakoi-nu00 yCTaHOBIECHHOW aHAaTUTUYECKON
MIPUYUHBI HEAOITYCTUMA.

67. be3onacHOCTh CyOBEKTOB MCCIEAOBaHUS JOJIKHA NMPEBAIUPOBATH HAJ JIFOOBIMU
JIPYTUMU aclieKTaMu uccienaoBanus. [losTomy mpu ee o0ecredeHu MOTYT BO3HUKHYTh WHBIC
00CTOSITENNLCTBA, TPEOYIOIIUE MOBTOPHOM MPOOOIMOATOTOBKH U (MJIM) MOBTOPHOIO aHalu3a
OTJIEIbHBIX UCIIBITYEMBIX 00pa30B (HAPUMED, €CII OOHAPYKEHBI HEOKHUIAHHBIE HIIA PE3KO
BBIJICIISIOIINECS PE3YIbTaThl, KOTOPHIE MOTYT MOBJIUATH Ha 0€30MACHOCTD MAIIMEHTA).

5. UnaTerpuposanne (06paboTka XpoMaTorpaMm)

68. B COIIl HeoOxoaumo omnucath UHTETPUPOBAHUE U MOBTOPHOE MHTETPUPOBAHUE
xpomaTorpamMMm. B aHamuTH4eCcKOM OTYETE HEOOXOAMMO OOBSICHUTHL BCE OTKJIOHEHHS B
BbINIOJHEHNH Tipouenyp ot aaHHoro COIIITapameTpsl MHTETpUPOBAHUS XPOMATOTPaMM U
MpyU TMOBTOPHOM HHTEIPUPOBAHUM HAYAIbHBIE W KOHEYHBIC JaHHBIE WHTETPUPOBAHUS
HE0OXOMMO BHOCUTH B JOKyMEHTHI J1aOOPaTOPUU U MPEJICTABIIATH IO 3aPOCy.

IV. IloBTOpHEIi aHaJIM3 aKTHBHBIX HCIIBEITAHHEIX 00pa3IoB



69. Vcnonb3oBaHue rpaayupoBOYHBIX pacTBOpoB U oOpasmoB st KK Bo Bpems
BAJIUJIAlIMM HE BCETJla MMUTHPYET pealibHble HCHbITyeMble oOpasipl. Paznuuus B Xxojae
poOOMOATOTOBKY U XpaHEHUsI 00pa3IoB (HampuMmep, B CBSA3BIBAHUU C OelKamu, oOpaTHOE
npeoOpa3oBaHME M3BECTHBIX M HEHM3BECTHBIX META0O0JHUTOB, HEOAHOPOAHOCTh (
reTEepPOreHHOCTh) 00pa3I0B WM IPUMEHEHHE COMMYTCTBYIOIIMX JEKAPCTBEHHBIX MPENapaToB)
MOTYT TOBJIMSTHh Ha MPAaBUIBHOCTh U MPELNU3UOHHOCTH ONPENECICHHS aHAIU3HPYEMOTO
BellleCTBa B Takux oOpa3uax. Crienyer OLEHHMBATh MPAaBWIBHOCTh AKTHUBHBIX MCIBITAHHBIX
00pa3IioB MOCPEACTBOM UX MOBTOPHOTO aHAIU3a B OTJEIBHBIX IUKIIAX B Apyrue aau. O0beM
MCCJIE0BAHMS 3aBUCUT OT CBOWMCTB aHAJIM3HPYEMOTO BEIIECTBA U UCIIBITYEMBIX 00pa3LoB U
JOJKEH OCHOBBIBATHCSl HA AaHAIUTUYECKONW METOAMKE (METOJE) U MPUPOJIE AaHATIU3UPYEMOTO
BEIIECTBA. Te€M HE MEHEEeCIeAyeT OPUEHTUPOBATHCS HA CIEAYIOIIEE MPABUIIO: €CIU
KoJqnuecTBO 00Opa3zuoB He npesbimaer 1000, moBTopHOMY aHanu3y nomiexur 10 %
UCIBITYEMBIX 00pa3IoB, a eciu oHo npesbimaer 1000 o 5 % oT ol1iero yucia UCHbITYEMBIX
obpasros. Cieyer HCronp30BaTh 00pasipl, cooTBeTcTBYomue C 1 (phase dIMMHHALMH.

70.0THOCUTENBHAA MOTPEIIHOCTh MEKIY HMCXOJIHO IMOJYYEHHOW KOHLEHTpauueu u
KOHIIEHTpallUeH, MOJyYEHHON MPU MOBTOPHOM aHAIMN3€, HeJOoMKHa npeBbimarh 20 % B He
MeHee ueM 67 % citydyaeB. OTHOCUTENbHAS TOTPENTHOCTh PACCUUTHIBAETCS MO CIIECAYIOLIEH
dhopmyie:

OTHOCHUTENBHAS NOTPENTHOCTD =

(]'.I OBETOPHOS IHAYMEHHEe —HCHOJHOE SHaY EHHE )
X 100 %

CPpegHee ZFHAYEHHE

OTtHOocHTENbHAs MOTPEMHOCTh, npeBblmaromas 20 %, MOXKET yKa3blBaTb Ha
AHAIMTUYECKHE MOTPEIIHOCTH U MOJICKUT PACCIIEIOBAHUIO.

71. Ecnan mpu aHanu3e aKTHBHBIX HCIBITAHHBIX OOpAa3IOB BBHISBICHBI Pa3HOPOIHBIC
pe3yNbTaThl, HEOOXOJANUMO YCTAHOBUTH WX TMPUYMHBI U TPHUHATH HAJJICKAIIHNE MEPHI IO
MUHUMU3AIUN HEYJIOBIETBOPUTEIHHON MPAaBUIBLHOCTH (M MPEIIU3NOHHOCTH).

72. IloBTOpHBIN aHAJIN3 AKTUBHBIX UCIIBITAHHBIX 00pPA3I[0B HEOOXOAMMO OCYIIECTBIISTH,
KaK MUHUMYM, B CIEAYIOIIMX CIyYasx:

a) MPY TIPOBEICHUH TOKCUKOKWHETUICCKUX MCCIICIOBAHUMN IS KQXKIOTO BHUJIA KUBOTHBIX;

0) BO BCeX OMOPHBIX (PETHCTPAIIMOHHBIX ) UCCIAEAOBAHUSIX OMOAIKBUBAJICHTHOCTH,

B) BO BCEX KIIMHUYECKUX UCCIIEIOBAHUSX, BIIEPBBIC TPOBOJANMEBIX Y UEIOBEKA,

T') BO BCEX KIIMHUYECKUX UCCIEIOBAHUAX, BIIEPBBIC MPOBOJAUMBIX Y MAIUEHTOB;

J)BO BCEX KIMHHYECKUX HCCIEAOBAHUSAX, BIIEPBBIE MPOBOAMMBIX y MAalMEHTOB C

MEYEHOYHOU U (WJIM) TOYEYHOU HETOCTATOYHOCTHIO.

[ToBTOpHBII aHATN3 aKTUBHBIX HCIIBITAHHBIX 00pa3Il0B MPHU MPOBEICHUU UCCIICI0OBAHUN
Ha )KMBOTHBIX JOIMYCKAETCs MPOBOIUTH TOJIBKO B UCCIEAOBAHUAX paHHEH (hasbl IpU yCIOBUH,



YTO TaKOW aHAJIN3 SIBJISAETCS PENPE3CHTATUBHBIM JUISl OTIOPHBIX MCCIIEA0BAHUIM OTHOCUTEIBHO
BBE/ICHHOM JI03bI JIEKAPCTBEHHOI'O MIpeNapara u MoJy4YeHHOM KOHIIEHTPAlUU aHAJTU3UPYEMOTO
BELICCTBA.

73. OOpa3upl HE MOJIEKAT CMEIIMBAHUIO APYT C APYTrOM, MOCKOJIBKY 3TO MOXET
OTPaHUYHThH BBIABICHHE PE3KO BBIACISIOIIMXCS PE3YIbTAaTOB.

V. ITonmuMepCBA3BIBAIOMIE METOABI (METOABI CBA3LIBAHNS JIATaH/IA)
1. CraapapTHBIe 00pa3mE

74. MakpoMOJIEKyJbl SBISIOTCS T€TEPOT€HHBIMHM, MO3TOMY HUX AKTUBHOCTH H
MMMYHOPEAKTUBHOCTh MOTYT BapbUpoBaThbcs. CTaHAAPTHBIM MaTepuana JOJDKEH OBITh
XOpOIIIO OMUCAaH U JIOKYMEHTHPOBAH (HAMpUMEp, MOJDKEH MMETh CepTU(UKAT aHAIu3a |
JOKYMEHTBI, TIOJITBEPKIAIONINE MPOUCXOXKIEHNE CTaHAapTHOro martepuana). Heodxonumo
MCITOJI30BaTh Han0oJIee YUCTHIM CTAHIAPTHBIN 00pa3ell u3 JoCTynHbIX. [Ipu nmpuroToBieHnn
IpalydpOBOYHBIX CTaHAApTOB U oOpasuoB s KK pekomeHnmyercs Mcmoiab30BaTh CEpUIO
CTaHJIapTHOTO 00pa3iia, KOTOpas MCIOJIb30Bajach B MPHU MPOBEACHUU JOKIMHUYECKUX U
KIMHUYECKUX wucciaenoBanuii. Ilpu cmeHe cepum craHgapTHOro oOpasla mepen ee
HCTIOJIb30BAHUEM HEOOXOJAUMO MPOBECTH ONMHUCAHHE €€ AaHAIUTUYECKUX XAPAKTEPUCTUK U
OIICHUTh €€ OWOAHATUTUYECKYI0 MPUTOJHOCTb, YTOOBI YIOCTOBEPUTHCS, UTO
(hyHKITMOHATBHBIE CBOMCTBA METO/1a (METOJUKH ) HE HAPYIIICHBI.

2. Barmpanua MeTOMUKH

75. Ilpu uzydeHuu (papMakKOKMHETHUKH JIEKapCTBEHHBIX IpENapaToB Ha OCHOBE
MaKpOMOJIEKYJl HauOoJee 4YacTO HMCIMOJb3YIOTCS METOJbl, OCHOBaHHbIC Ha CBS3bIBAHUU
muranna (MCJI), i uMMyHOXUMHYECKUE METOIbI. [[pUHIMIIBI BaTUIAIIuU U PEKOMEHIAINH
M0 aHAJM3Y UCTIBITYEMbIX 00pa3loB cieayeT npuMeHsTh U K MCJI. OnHako Takue METOANKU
MOTYT CO3/1aBaTh 3aTPyAHEHUS MpPH MPOBEACHHM HX BaluJaluuu. BBumy npucymumx
MaKpOMOJIEKYJlaM CBOWCTB M HMX CJOXHOU CTPYKTYphl MPOIECC MPOOOMOATOTOBKH (
W3BIICUCHUS) 3aTPyAHUTENIEH, I[OTOMY aHalnW3, KaK WpaBujo, NPOBOIIAT 0e3
pEIBApPUTEIBHOTO BBIJICJICHUS aHAIU3UPYEMOro BellecTBa. Kpome Toro, 3Tu METOJIUKA HE
MO3BOJISIIOT HEMOCPEJACTBEHHO OMNPEACIUTh COJiepKaHhe (KOHIIEHTPAIUI0) CaMUX
MaKpOMOJIEKYJI, & KOCBEHHO M3MEPSIOT PE3yJbTaT PEAKIIMU CBA3BIBAHUS MAKPOMOJIEKYJ C
peaKkTUBaMHU, UCTIOJIb3YIOIIUMHUCS B METOJIE (METOAUKE).

ITommasa Bammmanms
CroemuduIHOCTE

76. Ilon crnenupuUIHOCTHIO CBS3BIBAaHUS C PEAKTHBAMHU IOHHUMAETCS CIIOCOOHOCTH
PEAKTUBOB CBA3BIBATHCA MCKIIOUYUTEIBHO C M3YyYaeMbIM aHAJIU3UPYEMBIM BEILECTBOM.
CrnennpuyHOCTh CBsI3aHA C KOHIICHIHEH NEPEKPECTHOH pPEaKTUBHOCTH. TeopeTHdecKu



CBSI3BIBAIOLUI PEAKTUB JOJKEH ObITh CHEHM(PUYHBIM U HE JOJDKEH 00J1ajaTh NepeKpecTHOU
PEaKTUBHOCTBIO CO "CTPYKTYPHO POJACTBEHHBIMHU COCAUHEHUSAMU" (HAaIpUMeEp, YHIAOTCHHBIMU
COCIMHEHUSIMU, H30(pOpMaMH, BApUAHTHBIMU (OpPMAMH aHAIU3UPYEMOIO BELIECTBA U
AHAJOTUYHBIMU N0 (PU3MKO-XUMHUYECKUM CBOWCTBAM COEJIMHEHUSIMU) U JIEKAPCTBEHHBIMU
npenapaTaMu, COIMyTCTBYIOIUI MPUEM KOTOPBIX BEPOSATEH cyObeKkTaMu HcciieqoBanus. [lpu
pa3paboTKe METO/Ia U €ro BaNIMAAINM, TaKUe "CTPYKTYPHO POJICTBEHHBIE COCAMHEHUS" KaK
MPaBWJIO OTCYTCTBYIOT. M3yueHHe crneunu(@puUHOCTH JOMYCKAaeTCsl OCYIIECTBIATh MOCIE
3aBEPILICHMS BAJIIMJALMHA M HAaKOIUICHHs JAaHHBIX O CBOMCTBAax aHaJIWU3UPYEMOI'O BEUIECTBA.
Crnenrpu4HOCTh CleayeT UCHBITBIBATH C UCIONb30BaHueM 00pasioB s KK, nocpeactsom
puOaBlICHUS B OMOJIOTHYECKHUE 00pa3libl, HUKOTAa paHee HE COACPIKABIINE JICHCTBYIOIIETO
BelecTBa (OMoIoruyeckrue 00pasipl, MOJTYYEHHBIE OT )KUBOTHBIX WUJIU CYOBEKTOB, KOTOPHIM
HUKOI'/Ia HE BBOJIMJIM aHAIIM3UPYEMOE BELIECTBO), BO3PACTAIOIINX KOHLIEHTPAIMI TOCTYTHBIX
"CTPYKTYpHO POJCTBEHHBIX MOJIEKYJN" WM JIEKAPCTBEHHBIX IpEnapaToB, KOTOpPbIEC, Kak
OKHMJAeTCsl, OyAyT NPUMEHATHCS OJHOBPEMEHHO, a TAK)XE IOCPEACTBOM OIpEAEeIeHUs
NPaBUWJIBHOCTH METOJMKH MPU aHAJIM3E paccMaTpUBAeMOW MaKpOMOJIEKYJIbl KaK Ha YPOBHSIX
HIIKO, Tak u BEpXHEW rpaHULIbI ONPEAEIAEMBIX KOHIIEHTpauuid. Kpurepun npremieMocTu
MeTouku it 00pasnoB st KK nomkHbl HaxoauThes B mpenenax + 25 % oT HOMUHAIbHBIX
3HAYCHUM.

CeNneKTUBHOCTD

77. Iloa CENEKTUBHOCTHIO METOJUKH CBS3BIBAHUS JUTAHIA TTOHMMAETCS CIIOCOOHOCTH
OTIPEIEIATh PACCMATPUBAEMOE AaHAIM3UPYEMOE BEIIECTBO B MPHUCYTCTBUU HEPOJICTBEHHBIX
COEIMHEHUI B OMOJornyeckoM oOpasiie. BBuay nmpucymmx mMakpomoJieKyJiaM CBOMCTB MX
W3BJICUCHHUE, KaK MPABWIO, HE MPOBOIAT. B CBSA3M ¢ ATUM, HEPOJCTBEHHBIC COCTUHCHHS,
cojepykaiecss B OMoJIorudeckoM oOpasie (Hampumep, (HEepMEHTHI, OCYIIECTBISIONINE
JIErpaialiiio MaKpOMOJIEKYJ, TeTepOPUIbLHBIE aHTUTENA WU PEBMATOUAHBIN (DAKTOP) MOTYT
OKa3bIBaTh BJIMSHUE HA PE3YJIbTAT KOJIMUYECTBEHHOTO OIPEJCICHUS MPU JAaHHOM aHAIIU3E.
CelIeKTUBHOCTh HCIIBITBIBAIOT IOCPEACTBOM TNpuOaBieHus He MeHee 10 HMCTOYHHMKOB
ouonornyeckux o6pasnoB Ha ypoBHe HIIKO wmnm 6nuskom k Hemy. Takue HCTOUHHKHU
JOJDKHBI BKJIIOYATh TUIEPIUIUJIEMUYECKUE M TeMOJU3UpOBaHHbIE 00pa3ubl. Crexyet
BKJTFOYUTH B UCIBITAHUE UCTOYHUKN OMOJIOTHYECKUX 0Opa3IOB, MOTYUYEHHBIE Y MOMYJISIHH
NAIMEHTOB C COOTBETCTBYIOMIUM 3a001eBaHueM. CeNeKTUBHOCTD CIIEYET U3YyUUTh HA YPOBHE
HIIKO unu 6nu3kom k Hemy. Takxke 1elIecoO0pa3HO M3YUHUTh CEJIIEKTUBHOCTh MpHU Oosee
BBICOKMX KOHIEHTpAlMSAX aHAIM3UPYEMOro BemiecTBa. Ecinu BIUSHUE HOCHUT
KOHIICHTPAIIMOHHO 3aBHCUMBIH XapakTep, HEOOXOAUMO YCTAaHOBHTh MHUHHMAJIbHYIO
KOHIICHTPAIMIO, TIPU KOTOPOH TaKoe BIMSHUE 3HAYUMO. 3HAYCHUS MPABUILHOCTH METOIUKU
TOKHBI HaxoauThes: B mpeaenax £ 20 % (£ 25 % npu HIIKO) ot HOMuUHaIbHOU
KOHIICHTpAIuH B 110 MeHbIeH Mepe 80 % M3yueHHBIX OMOIOTHYECKHX 00pa3IoB.



OddexT nepenoca

78.I1pu ucnonb30BaHUM ABTOMATU3UPOBAHHBIX JO3UPYIOIIUX YCTPOHUCTB HEOOXOIUMO
U3YYUTh BO3MOXKHOCTH IEpeHOoca B 00pa3lbl aHAIU3UPYEMOTO BELIECTBA MOCPEICTBOM
NOMEUIEHUsI XOJIOCTBIX O0O0pa3loB IMociae oOpa3loB ¢ BHICOKOW KOHIEHTpaluen
AHAIM3UPYEMOTO BEIIECTBA WM TPAAYUPOBOYHOIO CTaHAAPTa BEPXHEW TI'PAaHMUIbBI
OIpENEIAEMBbIX KOHLICHTPALUN

Bri6op pasHOBHEHOCTH 6HOIOrHIECKOro 06pasna.

79.BBuly 3HaUNTEIHLHOTO BIMSHUS BBICOKHX KOHIEHTpAIUH CTPYKTYPHO POJCTBEHHBIX
OHIOTCHHBIX COCTUHEHUI Ha pe3yJbTaT aHaJIM3a ONpeAesieHne HEKOTOPhIX MaKpOMOJEKYT
0e3 mpeIBapUTEIHLHOTO UX U3BICYCHUS U3 CJIOKHBIX OMOJIOTHYECKUX 00Pa3I[0B HEBO3ZMOKHO.
HecmoTtps Ha TO 4TO UCTIONB30BAHUE U3BJICUCHUM U3 OMOJOTUUECKUX 00pa3IoB (Hampumep, ¢
HCIIOJIb30BAaHUEM COPOIMU Ha yIJie, UMMyHOA(Q(UHHBIX COPOSHTOB) WM aTbTEPHATHUBHBIX
MaTpull (HarpuMep, MOJCIBHBIX OETKOBBIX Oy(hepHBIX pPacTBOPOB, NUATU3HPOBAHHON
CBIBOPOTKH) HE PEKOMEHIYETCS, B HEKOTOPBIX CIydasx 3TO SBISICTCS BBIHYKICHHOW MEpOH,
MIOCKOJIbKY WHAsi CTpaTEerHsl OMpeIeiieHUs] pacCMaTpUBAEMOTO aHAIU3UPYEMOTrO BEIECTBA
OTCyTCTBYeT. ['pamynpoBOUHYIO CTaHAAPTHYIO KPUBYIO JOIYCKAETCS CTPOUTH C MTOMOIIBIO
Takux "MonaenbHbBIX 00pasmoB". O6paszubl mist KK ciaeayer rotoBuTh B (aKTHYECKOM
OuoornuecKoM o0pasIie ¢ OIEHKOW MPaBUILHOCTH, MMOATBEPKAAIOIIEH 0TCyTCTBHE d(hPexTa
MaTPHIIHL.

MuauMansHO He00X0QMMOe Pa3BeICHUE

80. ITockonbky Omosiorudeckre oOpasIpl MOTYT J1aBaTh BBICOKWN (DOHOBBINM CUTHAI,
MOET MOTPeOOBaThCSA OMpEACICHUEe MUHUMAJIbHO HeoOxoaumoro paspeaeHus. [loj
MUHHMaJIbHO HEOOXOIWMBIM pa3BEICHHEM IOHUMAETCS HaWMEHBINEe pa3BeleHUe, 0
KOTOpOTO CleAyeT pa3BecTH oOpazenr B OydepHOM pacTBOpe ajisi ONTUMU3AIMUHU
MPAaBWJIBHOCTH W TMPENU3UOHHOCTH AaHATUTHYECKOTO IIMKJIA TMEOCPEACTBOM CHUXKEHUS
COOTHOIICHHS "aHATUTUYECKUN CUTHAI-(DOHOBBIN curHan". [y onpeneneHuss MUHUMAJIbHO
HEOOXOMMOT0 pa3BeJeHUsT 00pa3lbl CileAyeT TOTOBUTh B TOW K€ Pa3HOBUIHOCTHU
Omonornyeckoro oopasia, 4To U UCIBITyeMble 00pa3Ilbl.

I'panympoBodnas kpuBas

81. Ilpn mocTpoeHnu rpaynpoOBOYHOM KPUBOM 3aBUCUMOCTHh KOCBEHHO M3MEPSIEMOIO
CUTHajla OT KOHLIEHTpAalMH, KaK MPaBUJIO, SIBISETCS HEJIMHEHHOM, 0OBIYHO CUTMOBUIHOM.
CremyeT ucnonbp30BaTh IO MEHBIIEH Mepe 6 TPayHpPOBOYHBIX CTAHAAPTOB B HE MEHEE YEM 2
MOBTOPHOCTAX. ['pagynpoBOUYHBIE CTaHAAPTHI CIEAYET MPUOIU3UTEIHHO PaBHOMEPHO
pacIpenenuTh Ha JOorapu(pMUYECKON IMIKajle B Ipelneiax 0KMIaeMOIro aHaJIMTHYECKOIrO
nuana3zoHa. [lomMmuMoO rpaaydpOBOYHBIX CTAaHAAPTOB, JJISI IOCTPOEHUS KPHUBOM MOXKHO



MCIIOJIb30BaTh SIKOPHBIE TOUYKH, JIEKAIME BHE 00JIACTH aHAJTUTHYECKOTO Juana3oHa. B xome
BAIMAALIUM CIIEAYET U3YUUTh 110 MEHBILIEH Mepe 6 HE3aBUCUMBIX I'PayUPOBOYHBIX IIUKIIOB.
YToOBl YyCTAaHOBUTH COBOKYITHYIO YCTOMYMBOCTH PETPECCHOHHON MOJIENH TPaTyHpOBOYHOM
KPUBOM, pe3yJIbTaThl CIEIYET MPOaHATU3UPOBATh B BUEC TaOIHIIbL. JlomycKaeTCsl HCKITIOYaTh
IrpaJyUpPOBOYHBIA CTAHJAPT U3 KPUBOU BCIEJICTBUE TEXHUYECKOW OMMOKM (TIpomaxa) mpu
BBISIBJICHUM €€ NPUYUHBI (HampuMep, OIIMOKa OTMepuBaHuUs Jo03aTopom). lleneBwie
KOHIEHTPAUU TPagyuPOBOYHBIX CTAHJIAPTOB, PACCUMTAHHBIE W3 IPAIyMPOBOYHON KPUBOU
METOJIOM IE€pPECUEeTa, NOKHBI HAXOAUThCA B npeaenax + 20 % oT HOMUHAJIBHOTO 3HAYEHUS (
+ 25 % s HITKO u BepxHe# rpaHulibl ONpeiessieMbIX KOHIICHTpAIMi) 1J11 He MEHEe 4eM
75 % mupoaHaNM3UPOBAHHBIX TPATYHPOBOYHBIX CTAHIAPTOB. SIKOpHBIE KamuOpaToOpbl HE
TpeOyIOT YCTAaHOBJICHUS KPUTEPUEB MPUEMIIEMOCTH, TTOCKOJBbKY OHU HE BXOJSAT B 00JacTh
AHAJIMTUYECKOrO JUaIa3oHa.

IIpenM3nOHHOCTD ¥ NPaBHIILHOCTD

82. JIyis OLEHKH MPEUU3HUOHHOCTH U MPABWIBHOCTH HE CIEAYET UCIOJIb30BATh CBEKE
npurotoBieHHbie 00pa3ubl s KK, ux HeoOXoaumMo mnpenBapUTEIbHO 3aMOPO3UTh U
paboTaTh ¢ HUMH TakKXe, KaK IpU aHaju3€ HCHbITyeMbIX 00pa3noB. s oueHku
NPaBUJIBHOCTH, NPEHU3UOHHOCTH U oO0mied omubku meroda (METOJUKH) CIEAYyeT
MCII0JIb30BaTh N0 MeHbIe mepe 5 oopa3uoB 1t KK (oxunaemsiit yposens HITIKO, ypoBeHb
He Oonee, uem B 3 paza mpesbimatomuii HITKO, cpennuii ypoBeHb, BEpXHUI YpOBEHb U
OKHMJIAEMYI0 BEpPXHIOI TPAHMIYy OIpeaesieMblX KOHUEHTpauuil). Bamupganusa nomkHa
MMUTHPOBATh PEAIbHBIA aHAJIN3 MCHBITYEMbIX 0Opa3lOB, TO €CThb €CJIU B COOTBETCTBHM C
PEKOMEHJAIUSMHU HCHBITYeMble 00pasiibl MOABEPraloTcs ABYKPATHOMY ONpPEAeNIeHHIO (
HaIlpuMep, ¢ UCHOJIb30BaHUEM 2 JYHOK), TO B Xoje Baimuaanuu oodpasusl 1 KK ciaegyer
MOJIBEPraTh ABYKPATHOMY aHAIMU3Y (TO €CTh C MCIIOJIb30BAaHUEM 2 JIYHOK Ha KaXKIbli oOpa3ery
i KK). M3Mepenus cinenyeT NpPOBOAUTH MO MEHbIIEH Mepe B 6 HE3aBUCHUMBIX
AHAIMTUYECKUX LUKIIAX B TEUEHHE HECKOJBKMX JHEW. B OTHOIIEHUHN MPaBUIBHOCTH BHYTPHU
LUKJIa ¥ MEXy IUKIAMU CPEJIHUE 3HaYEHUs1 KOHUEHTpAIUi JOJKHBI yKIaabiBaThCs B = 20
% OT HOMHMHAJIBHOTO 3HA4Ye€HUs I Kaxjaoro ypoBHs (+ 25 % mius HIIKO u Bepxneit
IpaHUIBl OMpeNeNsaeMbIX KOHIEHTpauuii). boiee Toro, obmas omubka (TO €cTh cymMMma
a0COJIOTHOTO 3HA4Y€HHUS OTHOCHUTEIBHOW OIIMOKH, BBIPAKEHHOM B MPOLIEHTaX, U
koxduirieHTa Bapualuu, BHIpaXXKEHHOT0 B MPOIeHTax) He nosmkHa npesbimath 30 % (40 %
st HITKO u BepxHeil rpaHuLbl ONTpeesieMbIX KOHIICHTPALIUA)

JIuneitHOCTH pa3BeeHHs 00pa3oB

83. BBuAy y30CTH aHAJIMTHYECKOTO Juala3oHa KPpUBOW IrpaJMiypOBOYHOTO CTaHIapTa
HeoOxoauMo, wucnonb3ys obpasusl mius KK, moarBepauTh, 4TO paccmaTpuBaeMoe
aHAJIM3UPYEMOE BEIeCTBO, MPUCYTCTBYIONIEE B KOHLEHTPALUSIX, MPEBBIIIAIOMNX 00JIaCTh



KOJIMYECTBEHHOT'O OIpe/iefieHNs (BBIIIC BEPXHEH T'PAHUIIBI OMPEIe/IIEMbIX KOHIICHTPAIIHH ),
MO>XHO TOYHO HU3MEPHUTh C MOMOIIBI0O METOJAMKH IOCIE€ pa3BeleHus oOpasiia XOJI0CTOMU
MaTpHUIICH, YTOOBI TTOJYIUTh KOHIICHTPAIIMH aHAIM3UPYEMOTO BEIIECTBA, YKIIAIbIBAIOIINECS B
BAJIMIMPOBAHHBIN AHAIMTHUYECKUN AUana3oH. JlOMOJHUTENbHON NPUYUHOU NPOBEIACHUSA
AKCIIEPUMEHTOB C Pa3BEICHUEM CIIYKUT OOHApYyKEHUE NOTEHIMAJIbHBIX MPO30H uiu "
apdexra cmonzaHug", TO €CTh IOJABJICHHUS CHUTHaIA, OOYCIOBJIECHHOTO BBICOKHMU
KOHIUECHTPALHUSIMH aHAUIM3UPYEMOro BemiecTBa. KOHIEHTpamus sl KaxJI0ro pa3BeIeHUs,
BBIUHMCJICHHAss METOJIOM IMepecdeTa, N0JKHa HaxoauTthess B mpenenax + 20 % ot
HOMMHAJIBHOTO 3HAYEHUS KOHUECHTPAIMU TTOCIIE TTOMPABKKU HA pa3BelICHUE, TPEIU3UOHHOCTh

KOHEUHBIX KOHLIEHTPAIIMI BCEX pa3BeICHUI HE A0MKHA mpeBbiaTh 20 %.
ITapamenwmsm

84.1Tpn HaTMYMKM UCIIBITYEMBIX 00pPAa3IlOB B IEJSAX BBISBICHUS BO3MOXKHOTO 3(]dekTa
MaTpULbl WM paziuyaroiieiics apduHHOCTH K MeTaboauTaM HEO0OXOJIUMO OILIEHUTH
napajajienn3M MEXAY COOTBETCTBYIOIIMMHU 3HAUYCHHUSIMM Ha TPagyUpOBOYHON KPUBOU U
pe3ysibTaTaMl HCHBITYEMBbIX O00pa3loB, MOABEPIIIUXCS CEPUUHOMY pPa3BEIICHUIO.

HcnbiTyemsblii 00pasel] ¢ BBICOKOI KOHLEHTpaLueii(peanoyTuTensHo, ommskoit k C )

CIEAYyeT Pa3BECTH C MOMOIIBIO XOJOCTOro oOpas3iia MUHUMYM B 3 pasa. [Ipenn3noHHOCTh
MEXJIy oOpaslaMH B CepUsX pa3BeAcHUM He AoipkHa mpeBblmath 30 %. Ecaun oOGpasmsr
pa3BelIeHbl HEJIWHEWHO (HemapauiesibHO), HEOOXOAMMO 3apaHee OMpPEACIUTh MPOLEAYPY
MpeaCcTaBieHus pe3ysibTaToB. Ecnu B xo4e Bamugauuu mMetoAa (METOAUKH) HCIBITYEMbIE
00pa3Ibl HEJOCTYMHBI, MapaJUIeIU3M CIEIyEeT U3YUUTh, KaK TOJIBKO HCIBITYeMble 00pa3iibl
CTaHyT JAOCTYIIHBI.

CraOIWIsHOCTH

85. CTaOUIIbHOCTh AHAIU3UPYEMOI'O BEUIECTBA U3yUYalOT, UCTONIb3ys 00pa3isl A KK ¢
HU3KMMU U BBICOKMMH YPOBHSIMU KOHLEHTpalUi C MOMOIIbIO CHoco0a, yKa3aHHOTO B
noapaznene "CrabunbHocTh" pazzaena 2 yactu Il nacrosmux Tpeboanuii. Kak yka3piBanoch
paHee, MpU HU3YUYEHHH CTAOMIBHOCTH HEOOXOJUMO YCTAaHOBUTH KPATKOCPOUHYIO
CTaOWJIBHOCTh INPU KOMHATHOW TEMIIEpaType WM TEMIIepaType MpOOONOArOTOBKH U
CTaOUIBHOCTH TPH '"3aMOpakMBaHUM-pa3MopakuBanuu'". Kpome Toro, cineayer H3yduThb
€CTECTBEHHYIO CTAaOMJIBHOCTh B 3aMOPOYKEHHOM COCTOSIHUU MPU KaXA0H TemrepaType, pu
KOTOpPOM OyIyT XpaHUTHCS 00Opa3Lbl.

86. CpenHee 3HaUEHUE KaX0M KOHIIEHTPAMU JI0JKHO HAaXOAUThCA B nipenenax = 20 %
OT HOMUHAJIBHOTO 3HAYEHHUSI.

PeakTuBel



87. KitoueBble peakTUBBI, BKIIIOYasl CBA3BIBAIOIINE PEAKTUBBI (HAIPUMED, CBA3BIBAIOLINE
OeNKu, anTaMmepbl, aHTUTENa WIM KOHBIOTUPOBAHHBIE AHTHUTENA), & TAKXKE PEaKTHUBBI,
coJieprKaIlife coeIMHEHus ¢ PepPMEHTATUBHOM aKTUBHOCTBHIO, OKA3bIBAIOT MPSIMOE BIUSHUE HA
pe3ysibTaThl aHalu3a, BCIEACTBHE 4YEro HEOoOXOAMMO o00ecneyuTh HUX KauecTBO.
COOTBETCTBEHHO, NIPU M3MEHEHUH CEPUM PEAKTHUBA B XOJ€ BaIUAAUUU METOIUKH HIIH
aHaiau3a o0pa3loB HEOOXOAMMO MOJTBEPIUTHh MPABUIBHOCTH AHATUTUYECKUX (PYHKIIHMA
MeTosa (METOIUKU), 4TOObl yOEAUThCs, YTO OHA IOCJE HUCIOJb30BAHUS HCXOJHOW WU
IIpeAbIAYIIEH CEPUM HE HapyIIaach.

88. B nemsx obecrieueHusi OTCYTCTBHS BIMSHUS HA aHAIUTHUYecKUe (QyHKIUU mMeTonaa (
METOAMKHA) BO BPEMEHHM HEOOXOIUMO JOKYMEHTHUPOBATh YCIOBHS, TapaHTUPYIOLIUE
nojjiep>kaHre CTaOMJIBHOCTH KaK BTOPOCTENEHHBIX PEaKTUBOB (Hampumep, OypepHbIX
pacTBOPOB, pacTBOpHTENe u MomudukaropoB 3HaueHuit pH), Tak u, uTo O0OJEE BaKHO,
KJTIOUEBBIX PEAKTUBOB (PEareHTOB).

Kommepuaeckue HabOpEI

89. Kommepueckue HabOpbl HEOOXOAMMO MOBTOPHO BAJIMJUPOBATH, YTOOBI 00ECIIEUUTh
MPaBUIBHOCTh U MPEUU3HUOHHOCTh pH aHanu3e o0pa3noB yposHs HIIKO u o6pa3uos mia KK
B aHAJUTHUYECKOM JUana3oHe, KOTOPbIA OyJIeT MCIOJIb30BAThCS JIJISl aHAIN3a UCIBITYEMbIX
o0Opa3noB. [IpuMEHSIOTCS MPUHUMIIBI BaJIMAALMKM, YKa3aHHbIE B HACTOSLIEM MOJpa3jiesie
TpebGoBanuii.

3. YacTiugHas BaMAAIMA U IepeKpecTHAA BaIAAIIHS

90.Bce TpeboBaHus K BalmMAaIliy, PaCCMOTPEHHBIE B mojapaszzaenax 3 u 4 gactu I
Hacrosuux TpeboBanuit mpumenumsl k MCJI.

4. Aranm3 HCIBITYeMBIX 00pas3moB
AHAMTHIECKUN LUK

91. Hau6onee yacto npu MCJI ucnosnp3yercs miaHmeT A MUKPOITPoO. AHATUTHYECKUI
LUK MOXET COCTOSITh M3 HECKOJBKUX IUIAHUIETOB, OJHAKO KaXKJbId W3 HUX JOJDKEH
COJIepkaTh OTIEIbHBIN KOMIUIEKT IpaAyHpOBOYHBIX CTaHAApTOB M 00pa3noB ans KK mis
KOMIICHCAI[MU PA3IUYMS MEXYy XapaKTEepUCTHKaMHU IIaHumeToB. HekoTopble miargopmMbl
BMELIAIOT OTPaHUYEHHOE KOJIMYECTBO OOpa3LoB. B CBA3M C 3TUM JOMYyCTUMO NOMEUIAaTh
KOMIUIEKT IpaAyUpOBOYHBIX CTAHAAPTOB B MEPBYIO U MOCIEAHIOI MIAT(GOPMBI, a 00pa3LbI
s KK pasMernars B kax10# miatdopme.

92. PexomeHyeTca aHAJIU3UPOBATHh UCHBITYEMble 00pa3lbl MO MEHbIIEH Mepe B 2
ITOBTOPHOCTSIX.

Kputepun npreMIeMOCTH aHAI3a HCIBITYEMBIX 00pasmoB.



93 . KoHueHTpaluu rpaiydpoOBOYHBIX CTAHIAPTOB, BHIYMCICHHBIE METOJIOM MEPECUETA,
JIOJDKHBI HAXOUThes B nipenenax = 20 % oT HOMUHAJIBHOTO 3HAYEHUSI UX KOHIEHTpaIlUH (3a
uckimoueHneM HITKO u BepxHell rpaHHIlbl ONpeaeasieMblX KOHIICHTPAIUH, KOTOPBIE TOJKHBI
YKJIaAbIBaThCS B £ 25 %). DTOT KpUTEPHil TOIKEH BBIOIHATHCS 1O MeHbIIeH mepe 11t 75 %
MIPOaHAIU3UPOBAHHBIX T'PATYUPOBOYHBIX CTAHIAPTOB, MUHUMAJIBHOE KOJWYECTBO KOTOPBIX
JUISL YCTAaHOBJICHMSI aHAJUTHUYECKOTO Juarna3oHa JOJDKHO ObITh He MeHee 6. JlaHHoe
TpeOOBaHKE HE PACIIPOCTPAHIETCS Ha IKOPHBIE KATMOPATOPBHI.

94 Kax sl TIaHIIET TOHKEH BKIIIOYATh HE MeHee 3 KoHIeHTpaluid oopasios miiss KK (
HU3KOT0, CPEAHET0 U BEPXHETO YPOBHS) MO MEHBIIEH Mepe B 2 moBTOpHOCTAX. Kpome Toro,
npu Banuaanuu oopasisl s KK 10mkHE ”MUTHPOBATh aHATIN3 HUCTIBITYEMBIX 00pa3IloB 1Mo
KOJIMYECTBY JIYHOK Ha KaXIbli HCHbITyeMmblii oOpasen. Ilo menwmeir mepe 67 %
npoaHaau3upoBaHHbIX 00pasnoB it KK u 50 % o0pa3noB Kaka0i KOHICHTPAIMH JOJDKHBI
yKJIaabiBaTbesl B auamna3zoH + 20 % OT HOMUHAJIBHOTO 3HauyeHHsS. Bce HECOOTBETCTBHS
JaHHOMY KPUTEPHUIO HEOOXOAMMO 0OOCHOBATb.

[ToBTOpHBIN aHANTN3 AKTUBHBIX UCTIIBITAHHBIX 00PAa3IOB

95.Bce BompoChl, Kacarouuecs MOBTOPHOTO aHaju3a paHee MCHBITAHHBIX 00pas3IoB U
paccMoTpeHHble B moapaszene 4 pasnena Il nactosmux TpeOGoBaHuN, MPUMEHHMBI U K
METOJMKaM CBsI3bIBaHUA Juranja. KoHIeHTpaluu, MOJydYeHHbIE MpPU TMEPBUYHOM U
MMOBTOPHOM aHAJIN3aX, HOJKHBI HaX0AUThCcs B npenenax £ 30 % oT ux cpegHero 3HaYeHUs
1Sl He MeHee ueM 67 % mOBTOpOB.

VI. OtaeTHOCTH

96.B oTyeT (OTYETHI) O BaIMUAAIMU U AHAUTUTUYECKUH OTYET (OTYETHI)HEOOXOTUMO
BKJIIOYUTDH CBEACHUS O IPOBEACHHBIX ayIUTax (MHCIEKIUSX ),ECITH TAaKOBbIEC TPOBOAMIKCE.

1. Otuer o BaMmamuu

97.1lpu BBICOKOW JI€Tanv3alMyd CBEICHUM, COIACPKAUIMXCSI B OTUYETE O BaJWJAllUU,
n0cTaToYHO yKa3zaTh cchlIkM Ha COII mo cOOTBETCTBYIONIMM MpOIeaypaM, HEOOXOIUMBIM
s aHanu3a. B mpotuBHOM ciydae gaHHble COIl HE0OX0aMMO MPUIOXKHUTH K OTYETY O
BaJIMdAIMU.
Bce nepBuuHBIE JOKYMEHTHI JOJKHBI OBITH JTOCTYMHBI B UX UCXOJIHOM (hopmaTte 1o
3ampocy 3KCIepTa.
Bce oTki10HEHUS OT MPOTOKOJIA BAJIUIAIIMK HEOOXOAMMO TOKYMEHTHPOBATb.
98. MunumanbHble TPEOOBAHUS K COJIEP)KAHUIO OTYETA O BAJIUJALIUU:
a) pe3oMe BalluIalllH;
0) omucaHWe HMCIOJb30BAHHONW AHAIUTUYECKOW METOJAUKH M, €CIU MPUMEHHUMO, €€
UCTOYHUK (CCBUIKM Ha HCTOYHHMKU JUTEPATYphl NI pa3pabOTKh METOMUKUA U (WIIH)
MOU(DUKALIHAS METOIUKHN);



B) ONMMCAHUE METOJAMKH KOJIMYECTBEHHOIO onpeeaeHus(ananu3upyemoe Bemiectso, BC,
MpoOOIOArOTOBKA, aHAJIU3);

I') CTaHJapTHBIE 00pa3ibl (MIPOUCXOXKICHUE, HOMEP CEepUHU, cepTHu(HUKAT aHAIN3a,
CTaOMIIBHOCTD M YCJIOBUS XPAaHCHUS);

1) TpaAyHpOBOYHBIE pacTBOpPHI (cTaHAapThl) U oOpasusl mana KK(pazHoBHOHOCTH
Ouosiornueckoro obOpasia, aHTUKOAryJsiHT (€ciM MPUMEHUMO), TPUTOTOBICHUE
IpaayupOBOYHBIX PACTBOPOB C YKa3aHUEM JaT M YCIOBHUM XpaHCHU);

€) KpUTEPUU TPUEMIIEMOCTH ITUKJIA;

) pe3yJbTaThl aHAIN3A:

Ta0JIHIIA C IEPEUYHCICHUEM BCEX BBITIOJIHEHHBIX aHAIMTUYECKUX ITUKIIOB C YKa3aHUEM JaT
U MPUEMJIEMOCTH WJIM HENMPUEMJIEMOCTH IHMKJIa C OMHUCAHWEM MPUYUH HEMPUEMIIEMOCTH
IIUKIIA;

Ta0JINIIA C IEPEUYHCIICHUEM PE3YIbTaTOB I'PAAYUPOBKH BCEX MPUEMIIEMBIX aHATUTHYECKUX
IIAKJIOB, BKJIOYAs aHAJUTUYECKUH AWAna3oH, (YHKIHIO OTKJIWKA, SKCIICPUMEHTATHHO
paccUMTaHHbIE KOHIIEHTPAIIMU U 3HAYCHUS IPABUIBHOCTH;

TabnuIla pe3yabTaToB aHainuza oopasnoB i KK Bcex mpuemiieMbIX aHATUTUUECKUX
IIUKJIOB (MIPEIM3UOHHOCTD U MPABUIIBHOCTh BHYTPH IHUKJIA U MEXKIY IUKJIaMu), HE0OOX0IUMO
YETKO 0003HAYUTH 3HAYCHUS, HAXOAIINECS BHE KPUTEPHEB TIPUEMIIEMOCTH;

JaHHBIE O CTAOMIBHOCTH HCXOJHBIX W pabodyux pacTtBopoB, oOpasnoB s KK,
OXBAaTHIBAIOIIINE UCTIOIH30BAHHBIE YCIIOBUS XPaHEHHUS,;

nanueie o cenektuBHOCcTH, HITKO, spdekte mepenoca, addexre marpuilsl (eciu
IPUMEHUMO) U JTMHEHHOCTH;

3) HEMpEeIBUICHHBIC PE3yJbTAThl, MOJYUYCHHBIC B XOJ€ BATUIAIUH C TOJTHBIM
000CHOBaHUEM TIPHUHSATHIX MED;

1) oTkiIoHeHUs oT MeTtoauku u (win) COII (onmucanue OTKIOHEHUH, BIMSHHUE UX Ha
PE3yNbTAThl UCCIIEIOBAHMUS, TOTIOJHUTEIHHBIC TAHHBIC).

99. B oruere 0 BaiMAalMu HEOOXOAUMO yKa3zaTh PE3YJIbTAThl BCEX OTJICIBHBIX
M3MEPEHUH, TPOBEICHHBIX ISl TPATyHPOBOYHBIX PAacCTBOPOB(CTAHAAPTOB) M 0OPaA3IOB JIS
KK.

2. AHaIMTHYECKHUI OTIET O MPOBEIEHHOM HCCIICIOBAaHUA

100. B ananuTu4eckuii OTYET O MPOBEACHHOM HCCIIEIOBAHUHN HEOOXOIUMO BKIIOYUTH
CCBUIKY Ha OTYETHI O BaJUJallMU, COOTBETCTBYIOIIUE aHATIM3Y UCIBITYEeMbIX 00pa3ioB. Kpome
TOr0, B HEM HEOOXOJAMMO MPEACTaBUTH IMOJPOOHOE OMUCAHUE aHaIu3a HCHBITYEMBIX
00pasIioB.

101. IIpu BbICOKOW AeTanu3aluyl CBEJACHUN, OTPAKAEMBIX B aHAJTUTUYECKOM OTYETE,
noctaToyHo ykaszaTh cchlikd Ha COII mo cooTBETCTBYIOUIMM MpOIlieaypaM, HEOOXOIUMbBIM
it aHanu3a. B mpotuBHoM ciiyudae nanable COIl He00X0IUMO NPUTTIOKUTH K OTYETY.



102. Bce nmepBUYHbIE JOKYMEHTHI TODKHBI OBITH JOCTYITHBI B X UCXOJIHOM (popMate 1o
3anpocy dKcrepra.

103. B ananuTHYeCKOM OTYETe HEOOXOIMMO ONMKCATh BCE OTKJIOHEHUS OT TJIaHa aHaJu3a,
ananutndeckor Metoauku i COIL.

104. MunumanibHble TpeOOBaHUS K COJEPKAHUIO AHATUTHYECKOTO OTYETA O MTPOBEJAECHHOM
UCCJIEIOBAHUH:

a) cTaHJapTHBbIE 00pa3lbl (MPOUCXOXKACHUE, HOMEP CEepHUH, cepTU]PUKaTaHAIU3A,
CTaOMJIBHOCTh M YCTIOBUSI XpPaHEHUSA);

0) rpagyupoBOYHBIE pacTBOPHI (CTaHAAPThI) U 00pa3iibl At KK(ycnoBust xpanenus);

B) KPUTEPUH MIPUEMIIEMOCTH LIMKJIA (KPATKOE OMUCAHUE, CChIJIKA HA COOTBETCTBYIOIIUIMA
npotokos uinu COIT);

') OMMCAaHUE KOJIUUYECTBEHHOTO OIpeiesieHus (KpaTKOe OMKMCaHUE);

1) CXeMa JIBIXKEHHsI 00pa3oB (JaThl IpUEMa U COJIEpKaHUE, COCTOSTHUE 00pa3lioB IpH
MIpUEME, MECTO U YCIIOBUS XpPAHEHHUS (€CIIM IPUMEHUMO));

€) pe3ybTaThl aHATN3a UCIIBITYEMbIX 00pa3IOB:

COCTaB AaHAJIUTUYECKOTO LIUKJIA:

TabIuIa C MePEeUYNCICHUEM BCEX aHATMTUYECKUX IHUKJIOB M MCCIIEyEMbIX 00pa3IoB C
yKa3aHUEM JaT U PE3yJIbTaTOB;

Ta0IUIA C IEPEYUCIECHUEM PE3YyJIbTATOB I'PAyUPOBKH BCEX MPUEMIIEMbIX AHATUTUYECKUX
IIUKJIOB;

TabJIMIa ¢ IEPEYUCICHUEM Pe3yJabTaToB aHanu3a oopasuos ans KK Bcex mpuemiemMbix
AHAJTUTUYECKUX LUKIOB; HEOOXOAUMO 4YETKO OOO3HAUUTHh 3HAYEHUS, HAXOMSIIMECS BHE
KPUTEPUEB TPUEMIIEMOCTH;

3a0pakoBaHHbIC aHATUTUYECKUE ITUKIIBI (UIEHTU(PUKAIIMOHHBIE JIaHHbIE, 1aTa aHAJIN3a,
MIPUYHHBI Opaka);

*) OTKJIOHEHUsI oT MeToauku U (unu) COII (onmucanue OTKIOHEHWM, BIUSHUE HA
pe3ynbTaT UCCIENOBaHUs, TOMOJHUTEIbHBIE IaHHBIC);

3) NOBTOPHBINA aHAJIN3, 32 UCKIIFOYEHUEM MMOBTOPHOTO aHAIN3a MO TAKUM aHATUTUYECKUM
IpUYMHAM, KakK 3a0paKkoBaHHBIA 1K (Tabiauia UASHTH(GUKAIMU O00pas3IoB, MPUYUHBI
MMOBTOPHOTO aHajlu3a, MEPBUYHbIC 3HAUYCHUS W 3HAUYEHUS, MOJYyYEHHBbIE MPU MOBTOPHOM
aHaju3e).

105. Pe3ynbTaTsl NOBTOPHOTO aHAJIW3a AKTUBHBIX MCIBITAHHBIX 00pa3lOB JOMYCKAaeTCs
MpPEACTaBUTh B OTYETE O BaJWJALUMM WJIM B AHATUTHYECKOM OTYETE B OTAEIbHOM
MIPUIIOKECHUH.

106. K ananutrdeckomMy 0oT4eTy 00 MCCIIEIOBAHUN OMOAKBUBAJIECHTHOCTH HEOOXOIUMO
NPWIOKHUTH XPOMATOTpaMMBbl U3 MOJHBIX aHAIUTHUYECKUX LIMKJIOB, TaK YTOOBI OHU BKJIIOYAIIU
He MeHee 20 % cyObeKTOB, a Takke cooTBeTcTBYomME 00pa3isl g KK u rpagyupoBounbie
pacTBOPHI (CTaHIAPTHI).



107. B aHanMTUYECKOM OTYETE MPOYUX HCCIEAOBAHUM HEOOXOAMMO MPEIACTABUTH
perpe3eHTaTUBHBIC XPOMATOTPaMMBbl. J[OMOTHUTENIBHBIE XPOMATOrpaMMBbl JOJDKHBI OBITh

JOCTYITHBI I10 3aIpOoCy.

MMPUJIOXEHUE Ne 7
K [IpaBunam nposeneHus
MCCIIE0BaHNi OMO3KBUBAIEHTHOCTH
JIEKapCTBEHHBIX IIPENapaToB B paMKax
EBpa3suiickoro 3KOHOMH4€ECKOI0 COr3a

TPEBOBAHUA

K COZIepXKaHHUIO OTIETa O IIPOBEACHUM HCCICAOBAHNA
OHOPKBHBAICHTHOCTH M aHAJIUTHIESCKOTO OTIETa O IPOBEACHAN
TECTa CPAaBHUTENIbHOM KHHETHKH PaCTBOPEHHA in Vitro

I. Otger 0 mpoBenCHAN HCCISIOBaHNA OMO3KBHBaICHTHOCTH

1. Ilpu cocTtaBiaeHun OTYETA O TPOBEACHUU UCCIIEIOBAHUS OMOIKBUBAJICHTHOCTH (J1ajIee B
HACTOSIIIIEM pa3Jiejie — OTYET) CIeAyeT y4HUThIBaTh TpeOoBaHus I[lpaBun Hammexaien
KJIMHUYECKOM TPAKTUKA EBpPa3uiCKOro SKOHOMHUYECKOTO COK03a, YTBEPXKIAAEMBIX
EBpa3uiickol 3KOHOMHUYECKOW KOMHMCCHEW B 4YacTH IMOATOTOBKH OTYETA O IPOBEIACHUU
KJIMHUYECKOr0 HcCCleqoBaHusl. Bce cTpaHMUbl oOT4YeTa JOJXKHBI  COJEPHKATh
UICHTU(GUKAIIMOHHBIN KO M UMETh CKBO3HYIO HyMEpaIuIo.

2. OTyeT BKIIIOYAET B €05 CIENYIOLINE DIEMEHTHI:

1) TuTynbHas cTpaHMIa, HA KOTOPOU MPUBOASTCS: MOJHOE Ha3BAHHME UCCIIEIOBAHUS,
OTpa)karollee TUIl MCCIEIOBAaHUS, HAUMEHOBAHUS CPAaBHHUBAEMBIX JIEKAPCTBEHHBIX
npenaparoB (C yKa3zaHUEM JICKApPCTBEHHON (OpMBI U TO3UPOBKH), a TAKKE YCIOBUS MpHUeMa
CpaBHUBAEMBbIX JIEKAPCTBEHHBIX MIPEMapaToB (HAIpUMeEp, HATOIIAK WM Ha (JOHE MpUMA MHIIN
);UIeHTU(PUKAITMOHHBIN KO UCCIICI0BAHUS;

HalMEHOBAaHHE HCCIIEIOBATENBCKOTO IEHTPA U (MJIM) KOHTPAKTHOM HCCIIeI0BaTENbCKOM
OpraHu3alii, OTBETCTBEHHOM 3a MPOBEJCHUE MCCIETOBAHUS OUOIKBUBAJICHTHOCTU (C
yKa3zaHueM (haKTHYECKOTo aJipeca);

CBEJICHUSA O CIIOHCOpPE HCCle0BaHUA OMOIKBUBAJICHTHOCTH (C YKa3aHHUEM €ro
IOPUUYECKOT0 a/Ipeca);

@®.1.0., 10KHOCTH TJIABHOT'O UCCIE0BATEIS UK UCCIIe0BaTENeH-KOOPIMHATOPOB (TIpH
Hajau4yum) (C yKazaHueM Mecta pabOThl U KOHTAKTHBIX TeIe(OHOB);

CBEJICHUS O MPEJICTABUTENE CIOHCOPA (B TOM YUCJIE KOHTAKTHBIE JaHHBIE);

JlaTa MoJMUcaHus oTdyeTa (HE0OXOIMMO YKa3aTh TaK)Ke€ Ha3BaHUs M JaThl Bcex Oosee
PaHHHUX OTYETOB B paMKaxX JJAHHOT'O MCCJIEI0OBAHUS MIPU HAJTUYUN);

yKa3aHH€ Ha BBINIOJIHEHUE HCCIEe0BAaHUN B COOTBETCTBUM ¢ TpeOoBanusiMu [IpaBun
HAJUIEKAIIEd KIMHUYECKOW NpPakTHKU EBpa3uiicKOro 3SKOHOMHUYECKOTO COX03a,
yTBEPKIaeMbIX EBpa3zuiickoi 53KOHOMUYECKON KOMUCCHUEH;

2) cTpaHuIla MOJNKUCEH, HA KOTOPOW MPUBOSATCS:



Ha3BaHUE HCCIIeIOBaHUs (CorjaacHo ab3aiy BTOpOMY MOJIMyHKTa 1 HACTOAIIETro MyHKTA);
yKa3aHue Ha MPOBEJICHUE MCCIEOBaHUS B COOTBETCTBUU CO CTaHIAPTHBIMHU
ONEPallMOHHBIMU MPOLEAYPAMHU UCCIIEN0BATEIBCKOIO LEHTPA, IPOBOAMBIIETO UCCIIEIOBAHNUS;
JIOJKHOCTH IO OCHOBHOMY MeCTy paloThl, moAnucH (¢ ykazanuem natbl), @.N.O. nun
OTBETCTBEHHBIX, 32 KIIMHUYECKYIO U OMOAHAIUTUYECKYIO YACTH UCCIIEIOBAHUS;
3) cuHomncuc (KpaTkoe OMUCAaHUE UCCIIEIOBAHUS ), B KOTOPOM MPUBOISITCS:
a) obmras nHgopmarusi 00 UCCIIeIOBAHUU: Ha3BAaHUE UCCIICIOBAHUS;
KOJI KICCIIE/TOBAHUS;
@®.1.0., 10IKHOCTH TJIABHOTO MCCIEA0BATEINS UM UCCIEA0BATENEeH-KOOPIMHATOPOB (IIpH
HaJIUYKH);
®.1.0., 101KHOCTh COUCCIICAOBATEIIS;
MeCTa MPOBEACHUS HUCCIIEI0BaHUs: HAaMMEHOBAHUE, aapeca U TenedOoHbl OpraHu3alui,
IPOBOJSIIINX KIMHUYECKYIO, aHATUTUYECKYIO U CTATUCTUYECKYIO YaCTHU UCCIIEAOBAHMUS;
HAaMMEHOBAHUE U aJpeC KIIMHUKO-IUAarHOCTUYECKOH 1abopaTopuu;

JaThl TPOBEJCHMS (Hayajda M OKOHYAHMS) KIMHUYECKOW, OMOaHAIUTUYECKOU U

CTAaTUCTUYECKOM YaCTEH UCCICAOBAHUSI;

LEJIb UCCIIEIOBAHUS;

JIM3aiiH UCcae0BaHus (C yKa3aHUEM /AT Hayaia U OKOHYaHUS! OTMBIBOYHBIX TIEPHUOIOB);

CyOBEKTHI UCCIIEIOBaHMs: 00IIee KOIMYECTBO MOIBEPTIIUXCS CKPUHUHTY U KOJTUYECTBO
BKJIFOUEHHBIX CyOBEKTOB, KOJIMYECTBO CyOBEKTOB, BBIOBIBIINX U3 UCCIEAOBAHUS, KOJTUYECTBO
CyOBEKTOB, MOJHOCTBHIO BBINOJHUBIIMX MPOTOKOJ HCCIEIOBAaHUS M BKIIOYEHHBIX B
CTaTUCTUYECKUI aHaJIN3, 10JI, BO3PACTHON AUaNa3oH, STHUYECKAas MPUHA/IC)KHOCTD;

0) uH(popMalMs O CpaBHUBAEMbIX JIEKAPCTBEHHBIX MpernapaTax: XapaKTEepUCTHUKA
UCCIIEAYEMOr0 JIEKAPCTBEHHOI'O Mperapara: TOProBO€ HAMMEHOBAaHUE (€CIHM MPUMEHHMO),
MEXyHapOJHOE HEMAaTEeHTOBAaHHOE HaMMEHOBaHWE, JieKapcTBEHHas (opma, J03UPOBKa,
HOMEpP CEpHH, AaTa MPOU3BOJCTBA, J1aTa UCTEUYECHHS CPOKA FOJHOCTHU, MPOU3BOJIUTEND HIIN
OpraHu3alysi, OCYUIECTBIISIIONIAs BBIMTYCKAIOMUM KOHTPOJIb KayecTBa (C yKazaHUEM
CTPaHBI-IIPOU3BOIUTEIA);

000CHOBaHME BBHIOOpPA MCCIEAYEMOTro JIEKAPCTBEHHOTO Mpernapara B COOTBETCTBUU C
noapasaenom 2 paznena 11 IlpaBun nmpoBeneHusl ucciienoBaHU OMO’KBUBAIEHTHOCTH
JEKApCTBEHHBIX MpenapatoB B paMkax EBpa3uiickoro H»KOHOMHUYECKOIO COI03a,
yTBepk1aeMbIx EBpa3uiickoii 3xoHOMHUECKOW KoMuccuei (nanee — [Ipasuna);

XapaKTepUCTHKa pedepeHTHOr O JIEKApCTBEHHOTO Mpenapara: TOProBoe HauMEHOBaHUE,
MEXyHapOJHOE HEMAaTeHTOBAaHHOE HaWMMEHOBaHUE, JieKapcTBEHHas (opma, J03UPOBKa,
HOMEpP CEpHH, JaTa IMPOU3BOJCTBA, J1aTa UCTEUYECHHS] CPOKA FOJHOCTH, MPOU3BOJIUTENb HIIN
OpraHu3alysi, OCYIIECTBISAIONIAs BBINYCKAIOUMA KOHTPOJb KauecTBa(C yKa3zaHHEM
CTPaHBI-IPOU3BOAUTES);

000CHOBaHME BbHIOOpA pePEepeHTHOTO JIEKAPCTBEHHOI'0 MpenapaTa B COOTBETCTBHH C
noapasnaenom 2 pasaena Il [Tpaswuu;



B) CIIOCOO MPUMEHEHUS JIEKApCTBEHHBIX IMpEnapaToB: 03a, PEXUM IMpueMa, 00beM
KUJKOCTH JIJISl IpHeMa, OTMBIBOUHBIN MEPUO MEX]Ty epUOJaMHu UCCIIEIOBAHUS;
I') IepUOoabl IpHeMa JIEKApCTBEHHBIX IIPENapaToB: aThl U BPEMs Hadajga U OKOHYaHUS
KaXKJI0T0 Mepuoa;

1) BpeMEHHbIE TOYKU 0TOOpa 00pa3IoB Onomarepuana (KpoBU, MOYH, CIIOHBI U T. 11.);

€) onucaHue OMOaHATUTUYECKON METOIUKHU:

KpaTKOE ONMKMCAHNE METOJUKH BBIITOJIHEHHS AHAJIN30B;

Pa3HOBUAHOCTH OMOJIOTMYECKOTO MaTepraa;

HWKHUH TpeJied KOJIMYECTBEHHOTO ONPe/IeIeHUS;

JIMHEHHBIN JMAaIa30H;

napameTpbl JJis1 KOJIUYECTBEHHOU OLEHKH PEe3yIbTaToB;

) onrcanue (papMaKOKUHETUIECKUX U (MITH) (hapMaKOIMHAMHUYECKUX KPUTEPUEB OIEHKH
(mpu  ykazaHuu 0003HaueHUW (PapMAKOKUHETHYECKUX I[apaMeTpoB  CIEAyeT
pPYKOBOJCTBOBaThCs npuioxkenueM Ne 8 k [IpaBunam);

3) uH(OpMaIHUs O CTATUCTUYECKOM aHAIHU3E:

aHan3 (apMaKOKMHETHYECKHUX MTOKa3aTelew;

KpUTEpUU OMOAKBUBAJICHTHOCTH;

0C€301acHOCTE;

M) pe3yibTaThl B BHJAE KPAaTKOro omucaHus B (opme TalJull ¢ pacCUUTaHHBIMU
(hapMaKOKMHETHUECKMMU NTapaMeTpaMH ISl UCCIIEyEMOTO U pePEepeHTHOr0 JIEKapCTBEHHBIX
npenaparoB (MPeACTaBIAOTCS AaHHbIe aucriepcuoHHoro aHanu3a (ANOVA) mns AUC u C

max (OTHOLICHHE CPEIHHX TIeoMeTpudeckux, ux 90 % [OBEpUTENbHBI HHTEPBA,

K03GPUUHEHTH BHYTPUMHIWBUIYaJIbHOW  BapuabENbHOCTH) U  YCPEIHEHHBIN
(apMaKOKMHETHYECKUNA Npoduiib AJIg HCCIEAYEMOro U pedEepeHTHOro JeKapCTBEHHBIX
MpernapaToB B JUHEHHOM U JIOT-THHEHHOM IIPe0Opa30BaHUU, IPYTHE CTATUCTUYECKUE TAHHBIC
, €CIIU IPUMEHHUMO);

K) nadopmarms 006 00Cy ICHUH 1 BBIBOJIAX;

4) coneprkanue oTuera (Co CKBO3HOM HyMepaluen CTpaHull);

5) nepeyeHb COKPAIICHUI U UCTIOJIb3YEMbIX TTOHSITUH;

6) undopmariis o CoOJII0ICHUH STUYECKUX aCIIEKTOB IPOBEICHUS UCCIEIOBAHUS:

COCTaB HE3aBHCHUMOT'0 3TUYECKOIO0 KOMUTETA;

paspemuTeabHble JOKYMEHTHI (MHpOpMaIIHs U3 MPOTOKOJIA 3aCeaHUus HE3aBUCUMOTO
ATUYECKOT0 KOMUTETA);

7) undopmaius 00 HCCIeNOBaTENIX U aIMUHUCTPATUBHON CTPYKTYpe UCCIeA0BaHUS (
npeacTaBisiercss moiaHas uHbopMamusa 00 wucciemoBaTtensx(curriculum vitae) m mecrte
MIPOBEJICHUS CCIIEIOBAaHUY (C YKa3aHUEM ajJipeca u Homepa TenedoHa);

8) onucanue KIMHUYECKOW YaCTH HCCIICIOBAHUS:
a) TUTYJbHAs CTpaHUIlA, HA KOTOPOU IPUBOIUTCS:



Ha3BaHUE HCCIIeIOBaHUs (CorjaacHo ab3aiy BTOpOMY MOJIMyHKTa 1 HACTOAIIETro MyHKTA);
JIaThl HA4YaJIa U OKOHYAHUS KIIMHUYECKOU (ha3bl HCCIIEeIOBAHMUS;
0) LeNb UCCIIeIOBAHMS;

B) BBeAeHUE (MHQpOpMaIUs O JIGKAPCTBEHHOM IIperapare — OonucaHue, XuMmuueckas (

CTpyKTypHasi) Gpopmyia, papMakOKHUHETHUYECKHE U (hapMaKoIMHAMUYECKIE TaHHBIC);
I') TU3aiiH UCCeOBaHUS;
1) BEIOOP UCCIEAYyEeMOU MOMyJISIHH:

KpUTepun 0TOOpa B MCCIEAOBAHUE: KIMHUYECKAsl OIEHKAa — aHaMHE3 M BpadeOHbIN
ocMoTp (B dopMe TaOMUIBI C yKa3aHUEM HWHAUBUAYATbHBIX JAHHBIX), KIMHUYECKHUE
nabopatopHbie TeCThl (B opMe TAONMUIBI C yKa3aHUEM WHIUBUAYAIbHBIX PE3yJIbTaTOB),
KPUTEPUU BKIIIOUCHUS, KPUTEPUU HE BKITIOUCHUS;

KPUTEPUHU MPEKPAIICHUS UCCIETOBAHUS WIIH UCKITIOUECHHS CyObEKTOB U3 UCCIIEI0BAHUS;
METO]1 pacnpeieseHus: CyObeKTOB 0 TPyNIaM HCClIeJOBaHUs;

WMHJIUBUyaJIbHbIE TaHHBIC: MOJI, BO3PACT, BEC, POCT, MHAEKC MACChI Tefa (C yKa3zaHUueM
WHIMBUAYAIbHBIX 3HAUYCHHH TOKa3aTelied s BceX CyOBEKTOB HCCIENOBaHUA M HX
OMUCaTEIbHON CTATUCTUKON);

¢) uadopmMmalys o JIeKapCTBEHHBIX MperapaTax u ux mpueme:

OMMCAaHUE HCCIENYEMOro U pe@epeHTHOTO JEKApPCTBEHHBIX MpenapaToB: TOPrOBOE
HanMEHOBaHUE (€CIM MPUMEHUMO), MEXIAYHApOJIHOE HEMAaTeHTOBAHHOE HAaMMEHOBAaHUE,
JI03UPOBKa, JIekapcTBeHHasi (hopMa, HOMEp CepuH, JaTa MPOU3BOJICTBA, JaTa UCTEUCHHSI CPOKa
TOJIHOCTH, YCJOBUSI XpaHEHHS, HAMMEHOBAaHUE M aJpec MPOU3BOJUTEINS, MPUHUMAeMas
cyOBeKTaMH J103a U IIyTh BBEJCHUS;

NOATBEPKJICHUE COOJIOAEHUS pa3Mepa MNPOMBIIIJIEHHON CEpUHM HCCIIETyEeMOTro
JIEKapCTBEHHOr0 IpemnapaTa B COOTBETCTBUM C moxapaszaenom 2 pazaena III IlpaBun u
TpeOOBaHUAMHU K BalUJallUM TIpollecca MPOU3BOJACTBA, yKazaHHbIMU B IIpaBunax
HAJUIEXkKaIled NPOU3BOJACTBEHHOM NPAKTHUKU EBpPa3HNCKOro 3KOHOMHUYECKOTO COKO3a,
yTBEpkKIaeMbIX EBpasuiiCKor SJKOHOMHUYECKON KOMHUCCUEM;

MOJIHBIM KaYE€CTBEHHBIM M KOJWYECTBEHHBIM COCTaB HCCIEAYEMOIO JIEKAPCTBEHHOTO
npernapara, a TaKke cocTaB peepeHTHOr0 JIEKapCTBEHHOTO Mpernapara;

cepTu(uUKaThl aHATU3a UCCIEyeMOro U peepeHTHOro JIEKapCTBEHHBIX MPENapaToB (
MOTYT OBITh TIPEJICTABIIEHBI CIIOHCOPOM B BHJI€ OT/AEIbHBIX TOKYMEHTOB);

UJEHTU(PUKAIMS JIEKAPCTBEHHBIX MpenapaToB (MapKUPOBKA U MOCTaBKa MCCIEAYEMBbIX
JIEKapCTBEHHBIX MIPENapaToOB B UCCIEAOBATEIbCKUMN LIEHTP, COMPOBOIUTEIbHbBIE TOKYMEHTBI U
COMpOBOIUTENbHAS HH(DOpMaLKs) ¢ yueToMm noapaszena 2 paszaena I Tpasur;

y4eT UCCIEAYEMOTo U PePEPEHTHOTO JIEKAPCTBEHHBIX MPENapaToB B X0/I€ UCCIEIOBAHUS;
) MH(pOpMalKsg 0 IPUMEHEHUH JIEKApCTBEHHOIO Mpernapara:
BEIOOD JTO3MPOBKH JIEKAPCTBEHHOTO TIPENapara B HCCICIOBAHUY;

BBIOOP U MPHEM J103bl JIEKAPCTBEHHOIO Mperapara JijIs KaKJI0ro cyobekTa (1aTa, Bpems,

KOJIMYECTBO BO/IbI, MMUIIIA, OTPaHUYEHUs, (PrU3nUecKasi akKTUBHOCTb);



MPEIIESCTBYIONIASA U COMMYTCTBYIOIIAS TEPAIIUs;

paHIOMHU3aIKS;

OTMBIBOYHBIN MIEPUO/T;

TaOJUIIBI, COAEpKAIMe UHANBUIyaTbHbIC JIaHHBIC U TpaduK MpUeMa JICKapCTBEHHBIX
MpenapaToB Jyisl BCeX CyObEKTOB UCCIIECIOBAHMUS;

3) oIleHKa 0€301MacHOCTH (TIEpeUHCIICHUE MPOBEICHHBIX HEOOXOAUMBIX JTaOOPATOPHBIX U
MHCTPYMEHTAJIbHBIX METOJIOB MCCJIEJOBAaHUN B COOTBETCTBHHM C TpeOoBaHusimu [IpaBun
HaJUICKAEH KJIMHUYECKOW TIpAaKTUKH EBpa3zMMcKOro HSKOHOMHYECKOrO COHO3a,
yTBepK1aeMbIXx EBpa3uiickoil 53KOHOMHUYECKOW KOMUCCHEH, TECT HAa OEPEMEHHOCTH);

M) HEXeJjaTeJabHbIe SIBJICHUS W NPOLEAYPbl OKa3aHUS MEIMIIMHCKON MOMOIIIHN:
JEeTAIM3UPOBAHHOE ONMHCAHUE BCEX CIIy4YaeB BO3HUKHOBEHUS HEXEIATEJIbHBIX SIBICHUM,
KJTacCu(UKaNms, MPUINHHO-CIICICTBEHHAS CBI3b C MPHEMOM JICKAPCTBEHHBIX IPEIapaToB,
JaTta M BpPEMs pETrUCTpalldM, JUIMTEIbHOCTb, MPHUHATHIE MEPbI, HCIOJb30BAHUE
COMYTCTBYIOIIUX JIEKAPCTBEHHBIX MPENApaToOB, BIUSHUE HA MPOBEACHUE UCCIEOBAHUS U T. I
3

K) OTKJIOHEHHSI OT MPOTOKOJIA (€CIU TaKOBbIE ObUIM) U UX BIUSHUE HA KIMHUYECKHUE U
(hapMaKOKMHETHYECKUE PE3YJIbTATHI;

1) opsiiok U rpaduk oT6opa 006pas3uos (B hopMe TabIuUIl ¢ YKa3aHUEM IUIAHUPYEMOTO U
peaIbHOIO BpeMEHH 0TOOpa 00pa3IoB sl BCeX CyObEKTOB UCCIISIOBAHMUS ),

M) cOOp, MPUTOTOBJICHUE, XPAaHEHHE W TPAHCIOPTUPOBKA 0OPA3IOB OHMOJIOTHUYECKOTO
Marepuana;

H) OMOAHAIUTUYECKUN OTUET M OTYET O BaMUAAIIMK OMOAHAIMTHYECKONW MeToauKu. [1pu

COCTaBJICHUM JAHHBIX OTYETOB CJICAYET BBIMOJHATH TpeOoBaHUsA HpuiiokeHuss No 6 K

[IpaBunam);

0) CTAaTUCTHYCCKHUI OTYET:

TUTYJIbHAS CTPaHUIIA (C YKa3aHHEM Ha3BaHUS MCCIEAOBaHUS (coriacHo ab3airy BTOpOMY
MOANYyHKTa | HacToOsIIEro MyHKTa), HAUMEHOBAHUE U aJpec OpTraHu3aIuu, MPOBOASIIEH
CTaTUCTUYECKYIO YacCTh MCCJIEAOBAHMS; aThl Hayalla ¥ OKOHYAHUSI CTATUCTUYECKON YacTu
UCCJIeIOBAHNUA);

BBeJleHUE (MH(poOpMaIus O JIEKApCTBEHHOM Ipernapare: OnucaHue, Xxumudeckas (
CTpyKTypHasi) popMmyia, papMakoKMHETHKA, (hapMaKOJUHAMUKA);
1EeJIb U 33/1a4d CTAaTUCTUYECKON YacTH UCCIe0BaHUsl (KPaTKo);
onucanne (apMaKOKHHETHYECKOTO aHalnu3a, UICHTU(UKAINS HCIOJIb3yEeMbIX
CTATUCTUYECKUX MPOrpamM;
noctpoeHue hapMaKOKMHETUUECKON KPUBOK;
(dhapMaKOKMHETUYECKOE YPaBHEHHUE U €T0 aHAJIU3, UCTIOIb3yEMbIE IPOTPAMMBI pacyeTa;

onpenesieHre 0a30BbIX PpapmakokuHeTHuueckux napameTpoB (AUC(0-t),
AUC gy

,C__ut___ ) U METOAOJOIUS UX PACUETOB;
max max



IPOBEPKa TUIIOTE3bl OMOIKBUBAIIEHTHOCTH;
OMMCAaHUE MPOUETYPhbl CTATUCTUYECKOW OOpabOTKM JAaHHBIX, IPOBEPKAa HYJIEBOU U
aJbTEPHATUBHON THIIOTES;
pe3yIbTaThl OLIEHKM OMO3KBUBAJICHTHOCTH U UX MHTEpHpeTarus Ajis pedepeHTHOro u
MCCIIelyeMOro JIeKapCTBCHHBIX Mperaparos ¢ pacyetom C .t . t, 5, AUC(0-t),
AUC g
(B bopme TabuIh);
CTATUCTUYECKHUI aHAIN3 MOKa3aTejel SKBUBAJICHTHOCTHU JIEKAPCTBEHHOTO Ipernapara,
UACHTU(PUKALINS UCTIOTb3YEMbIX CTATUCTUYECKUX MPOrPaAMM;
TaOJUIIbI, COJAEpIKAIINE PE3YJbTaThl AUCIEPCUOHHOIO aHalu3a IOKa3aTeleu
ouonoctynuoctu C ., AUC(0-t),
AUC
U TIOKazarenel OMO3KBUBaJIEHTHOCTH Uccaeayemoro npenapara f', f', f. A taxxke
JOTIOJIHUTENbHBIE TapaMeTPbl 3KBUBATICHTHOCTH IS OTAEIbHBIX JIEKAPCTBEHHBIX (POPM;
aHaJIN3 MOIIHOCTH MCCICIOBAHNUs (C IPCACTABICHUCM PE3yIIbTATOB 10 AaHHbM C U

ax
AUC(0-t) B hopme TabIHIIBI);

BBIBOJIBI U 3aKIIFOUCHUE;

CIIUCOK JIUTEPATYPHI;

1) MPUJIOKEHHUS:

WHIUBUIyaTbHBIE U CpeHHe (apMaKOKHHETUYECKHE PO, a TakKe CyMMapHbIe
npobmwin  pepepeHTHOTO MW  HCCIEAYEMOTO JIEKapCTBEHHBIX IMpemapaTtoB B
HerpeoOpa30BaHHBIX KOOPIUHATAX;

WHIUBHIyaIbHBIC U CpPeaHNE (hapMaKOKHHETHYECKUE PO, a TakKKe CyMMapHBIE
npodmm peepeHTHOTO B UCCIENYEMOTO JIEKAPCTBEHHBIX MIPETapaToB B JOTapU(MUUECKIX
KOOpJIMHATAX;

TaOHIBl MHIUBUTYTBHBIX M CPETHUX 3HAYCHUN KOHIICHTpAIi, (apMaKOKHHETHIECKIX
nmapamMeTpoB U JUCIIEPCUOHHOTO aHalln3a mokasarened (apMakKOKMHETUKH pedepeHTHOTO U
MCCIIeTyeMOTO JIKAPCTBEHHBIX MPENapaToB.

3. Ot4er NOJKEeH OBITh MPECTaBIeH Ha OYMaXHOM U 3JIEKTPOHHOM HOCHUTENsIX. JIro0ast
uHpOpMaNKs JOJDKHA OBITh JOCTYIMHAa 1O 3ampocy. VHIWBUIyalbHBIC 3HAYCHUS
KOHIICHTpauid pedepeHTHOr0 U MCCIEAYEeMOro JIEKapCTBEHHBIX IMPENapaTtoB B
OMOJIOTMYECKHUX JKUJIKOCTSIX, a TaKXKe MOJTyYyeHHbIe (hapMaKOKHHETUYECKHUE TMOKA3aTeNn 10
BCEM D3TalaM HCCIIEOBAHUS MPEACTABISIIOTCS B AJIEKTPOHHOM BHJE B (opme Tabmui MS
Excel uin uHBIX, COBMECTUMBIX C JAHHBIM PEIAKTOPOM.

II. ARaMTHYECKH 0TIET O MPOBEICHUH TECTa CPAaBHUTEIILHOM
KMHETUKH PaCTBOPCHHA



4. AHaMUTUYECKHUM OTYET O MPOBEJACHUN TECTa CPABHUTEIbHON KHHETUKU PacCTBOPEHUS (
nanee coorBeTcTBeHHO — oTueT, TCKP) Brimtouaercs B pazaen 3.2.P.2 "dapmaneBruueckas
pa3paborka" Moayas 3 pErucTpallOHHOTO JIOChe JICKAPCTBEHHOI'O IIperapara B
cooTBeTcTBUM C [IpaBuUiiaMu perucTpaliv U SKCIEPTHU3bl JIEKAPCTBEHHBIX CPEICTB JIS
MEJULIMHCKOIO IPUMEHEHNS, YTBEPKAAEMbIMUA EBpa3suiicCKOM 3 KOHOMUYECKOW KOMUCCHEH.

5. OTuer BKIIIOYAET B c€0s1 CIEAYIONINE IIEMEHTHI:

1) TurynpHas cTpaHuIla, Ha KOTOPOU MPUBOJATCS:

Ha3BaHUE UCCIICIOBAHUS;

HAaMEHOBAHUE U AJIpEC OPraHU3alNH, IPOBOIAIICH AHAIUTHYECKYIO YaCTh UCCIIETOBAHUS

JaThl Havasia u okoHyanus nposeneHus TCKP;

2) coaepKaHue OTYETA;

3) crpanuna noanuceit (¢ ykazanueMm @.1.0., 1omKHOCTEN IO OCHOBHOMY MECTY paOOThlI,
noAmnucei (C ykazaHueM J1aThl) JIUI, OTBETCTBEHHBIX 3a npoBenaeHue TCKP);

4) nepedyeHb COKpAIIEHUN U UCTIOJIb3yEeMbIX TTOHSTHIA;

5) undopmariiusi 0 MmaTepuanax u 000py0BaHUH;

6) mHOopMaIMs O CpaBHUBAEMBIX JIEKAPCTBEHHBIX MpernapaTax: XapaKTEepPUCTUKA
UCCIIEAYEMOro JIEKApCTBEHHOr0 Mpernapara: TOProBO€ HaMMEHOBaHUE (€CIM MPUMEHHUMO),
MEXIyHapOJHOE HEMAaTeHTOBAaHHOE HaWMMEHOBaHWE, JIeKapCTBEHHas (Gopma, J03UPOBKa,
HOMEp CEpHH, JaTa MPOU3BOACTBA, JaTa UCTEUEHUS CPOKa T'OJHOCTH, MPOU3BOJUTENL WUITU
OpraHM3anusi, OCYUIECTBJISIONIAs BBITYCKAIOIHUN KOHTPOJb KadecTBa (C yKazaHUEM
CTPaHbBI-IIPOU3BOIUTETIS );

XapaKTEPUCTHKA pePEPEeHTHOr0 JEKapCTBEHHOIO Mpenapara: TOproBoe HaMMEHOBAaHUE,
JeKapcTBEeHHas GopMa, J03UpOBKa, HOMEP CEPHH, J1aTa MIPOU3BOJICTBA, J1aTa UCTEYCHUS CPOKa
TOJIHOCTH, YCIJIOBHSl XpaHEHHWs, NPOU3BOJMUTENIb WM OPTaHU3alus, OCYLIECTBISIOLIAs
BBITTYCKAIOIINN KOHTPOJIb KauecTBa (C YKa3aHUEM CTPAHBI-IPOU3BOIUTEIIN);

7) undopmanus 06 aHATUTUYECKOM CTaHAAPTHOM 0Opaslle, B KOTOPOM MPUBOIATCS
HalMEHOBaHHE, MPOU3BOJUTEINb, KOJWYECTBEHHOE COAEPKAHUE, HOMEP CEPHUH, CPOK
TOJTHOCTH (IIOBTOPHOT'O UCIIBITAHUS);

8) nHpopMaLKs O PeaKTUBAX U MaTepuaax;

9) nadopmariiuss 06 OCHOBHOM M BCIIOMOTaTeIIbHOM 000PY/10BaHUH;

10) ycnoBus poenenust TCKP:

a) BBIOOp, KpaTKoe 000CHOBAHWE yCIIOBUN U OTIMCAHUE METOIUKH

nposenenus TCKP;

0) ycnoBus npoBenenuss TCKP (Tun anmapara, CKOpOCTh BpallleHUs, TEMIIepaTypa Cpepl,
0o0beM cpejbl, BpEMEHHBIE TOYKH, KOJIMYECTBO EIMHUI] Mpernapara sl pacTBOPEHHS,
MOMEIIAEMBIX B COCY/l, YUCJIO €IMHUI] JIEKAPCTBEHHOTO TpernapaTa sl KaKI0i BpeMEHHOU
TOYKH, UCIIOJIb3yeMbIe "CHHKEpHI'", Mpolieaypa oToopa 00pas3IoB, MpoIeaypa BOCIIOIHEHUS
Cpelibl paCTBOPEHUS);



11) uadopmaiust 0 MapKUpOBKE 00pa3IOB MMPU MPOBEICHUN UCCIIEAOBAHMUIM;

12) onucanue aHATUTUYECKOW METOAMKHU (BO3MOXKHA MEPEKPECTHAS CChUIKA Ha JIpyrue
pa3iensl  PEeTHCTPAlMOHHOTO Joche WM (apmMakomelHYl0 METOIMKY, TOrJa
HUKETIePEeUnCIIeHHbIE CBEJICHUS JJOMMYCKAaeTCsl He MPUBOIUTH):

TaOJIUIbI, COAEp KalMe KpaTKuil 0030p aHAIUTHYECKOW MeToauku. B ciydae
UCIIOJIb30BaHUS XpoMaTorpaduuecKuxX METOJ0B MPUBOJATCS YCIOBHUS XpOMaTOTrpaduuecKoro
aHanu3a: NOJBMKHAS (ha3a, TUN KOJOHKHU (IIPEIKOJOHKH), CKOPOCTh MOTOKA, TEMIEpaTypa
KOJIOHKH, TEeMIlepaTrypa aBTocaMiuiepa, o0beM BBOAUMOM TPOOKI), ETEKTOp, MapaMeTphl
NETEKTUPOBAaHUs, JIMHEUHBIM [HMalla30H TPagyupOBOYHOU KPHUBOW, HWIKHUNW Ipenel
KOJMYECTBEHHOTO OIpPECIICHUs], UCIOIb3yeMble TpaJlyHdpOBOUYHBIE 00pa3lbl (YUCIO U
KOHIICHTpAIus1), 00pa3Iiibl KOHTPOJIS KauyecTBa (YUCIO U KOHIICHTpAIHs ), CIOCO0 MOCTPOSHUS
Y TUI TPAJyHUpPOBOYHON 3aBUCUMOCTH;

IIPUTOTOBJIEHHE UCXOHOIO IPagyupOBOYHOTO PAaCTBOPA;

IPUTOTOBJIIEHHE UCXOJHOIO PACTBOPA JUIsl KOHTPOJISI KAYECTBA;

MPUTOTOBIIEHHUE CPEJl PACTBOPEHUS;

MPUTOTOBIICHUE PACTBOPA I11a11e00;

IPUTOTOBJIEHHUE PabOUUX rPalyHpPOBOUYHBIX PACTBOPOB;

IPUTOTOBJIEHHE PAOOYUX PACTBOPOB JIJIsi KOHTPOJISI KaUeCTBa;

13) pe3ynbTaThl aHAIHM3a UCCIIEAYEMbIX 00pa3IoB (J1aTa, MACHTU(UKAINS aHATUTHIECKIX
cepuil (IIMKIIOB), paHIOMU3AIMS HUCCIEIYEMBIX 00pa3lioB, T'PaayHUpPOBOYHBIX O0pa3loB U
00pa3IoB KOHTPOJIA Ka4eCTBa B AHAIMTHYECKUX CepHsX (LMKIAX), KPUTEPUU IPUEMIIEMOCTH
AHATMTUYECKUX Cepull (LIMKJIOB), TAOJIUIIbI, BKIIOUAIOIINUE PE3YIbTATHI);

14) pe3ynbrarbl 00pabOTKH PE3yNbTATOB U UAECHTU(UKAIIMU IPOIPAMMHBIX CPEJICTB;

15) kpaTkoe onucaHue BaJIWIAlMK UCIIOJIb3yEeMON aHATUTHYECKON METOIUKU;

16) pesynwsratel npoeaeHust TCKP:

CBOJIHBIE TaOJIMIIBI, COAECPXKAIINE PE3yJIbTaThl BHICBOOOXKICHUS pEePEPEHTHOrO U
HCCIIEAYEMOTO JIEKAPCTBEHHBIX IPENApaToB B KaXXJAO0W BPEMEHHOW TOYKE, IS KaXIOU
€IMHULIBI JO3UPOBaHUS PEPEPEHTHOTO U UCCIEAYEMOT0 JeKapCTBEHHBIX MPENapaToB U Cpea
pPacTBOpPEHHMS, C PACYETOM CPEIHMX 3HAYCHUH M KOI(P(GUIIMEHTOB BapUallMU CTEIEHU
BBICBOOOXKICHUS B KAXK0M BPEMEHHON TOYKE;

rpadguueckue n3obOpaxeHus npoduiaei BHICBOOOXKICHUS IEUCTBYIONIETO BElIeCTBa U3
pedepeHTHOr0 1 UCCIEAYEeMOro JEKapCTBEHHBIX MPENaparos;

OTKJIOHEHMSI, IPUHSTHIE MEPBI, UX 0OOCHOBAHMUE;

hakTop cxomuMocTH f, i rpaHHIBI IPHEMICMOCTH;

17) BBIBO/IBI U 3aKIFOUYEHHUE;

18) nuTtepartypa, ucnoab3oBaHHas AJs BbiOopa ycnoBuit mposeaenust TCKP u pa3pabotku
AHAIMTUYECKOU METOAUKY;

19) npunoxenus:



nporpamma (rnpotokod) nposenaenus TCKP;

penpe3eHTaTUBHbIE XPOMATOTPaMMBbI (MJIM UHbIE MIEPBUYHbBIC TAHHBIE) B KOJUYECTBE HE
MeHee 20 % oT umnciia BRIIOJTHEHHBIX aHAJIU30B;

cepTU(UKATHI aHAJIU3a UCCIIEyeMOro U peepeHTHOTrO JIEKApCTBEHHBIX MPENapaToB;

20) oTyeT 0 BaNMAALMH aHATUTUYECKOM MeToauKH npu npoBeneHnn TCKP (Bo3moxxHa
NEPEKPECTHAs! CChUIKA Ha JPYTUE pa3jielibl pErucCTPALMOHHOIO JOChe WK (hapMaKOIEeHHYIO
METOJIMKY, TOT/1a HUKENEPEUNCIEHHbIE CBEICHHSI IONTYCKAETCSl HE IPUBOJIUTB):

a) TUTYJIbHAs CTPaHUlla, HA KOTOPOUW MPUBOASITCS:

Ha3BaHUE UCCIIEIOBAHUS;

HAaMMEHOBAHUE M aJpec OpraHu3aluy, MPOBOJSIIEH HCCIEA0BaHUE; AaThl Hayanda U
OKOHYaHUS BAIMIALNHN aHATUTUYECKOW MeTOIMKHU ipHu nipoBeaeHun TCKP;

0) comepkaHue OTYETA;

B) cTpanuiia noanucedt (¢ ykazanueM @.1.0., 10KHOCTEN IO OCHOBHOMY MECTY paOOThlI,
noanuced (¢ ykazaHUMEM JaThl) JHUL, OTBETCTBEHHBIX 3a IPOBEJAECHUE BaHUAALUU
aHanuTU4YecKol Mmetonuku npu nposeaeHun TCKP);

I') IEpeYeHb COKPAILEHUN U UCIIOJIb3yEMbIX MOHSTHIA;

1) 000CHOBaHHUE BbIOOpa METO/1a, TApaMETPOB BAIMIAIIUU U UX OIICHKHU, UIACHTU(DUKAITISI
MPOTrPaMMHBIX CPEICTB JIJISl PACUETOB;

€) TaOJuIbl, coAepKallie KpaTKui 0030p aHAIUTHYECKUX METOAMK. B ciyuae
MCIIOJI30BaHUS XpoMaTorpaduuecKux METOJA0B MPUBOJATCS YCIOBHUS XpOMaTOTrpaduuecKoro
aHaiu3a: MoABMXKHas (pasa, TUM KOJOHKU(IIPEIKOJIOHKH), CKOPOCTh MOTOKA, TeMIlepaTypa
KOJIOHKH, TeMIlepaTypa aBTOocaMmIuiepa, 00beM BBOAMMOW MPOOBI), JETEKTOP, MapamMeTphl
NETEKTUPOBAHMUS, JIMHEMHBIM JWANa30H TPalydpOBOYHOM KPUBOM, HWKHHUHU HpEHei
KOJMYECTBEHHOTO OIpPECNICHUs], UCIOIb3yeMble TIpaJlyHpOBOUYHBIE 0Opa3lbl (YUCIO U
KOHIICHTpaIus1), 00pa3iibl KOHTPOJIS Ka4eCcTBa (YUCIIO U KOHIICHTpAIHs), CIOCO0 MOCTPOSHUS
Y TUI TPagyHUpPOBOYHOM 3aBUCUMOCTH;

) CEJICKTUBHOCTh MeToAa (MACHTU(UKAIMS BBHIMOJHEHHBIX aHAIUTHYECKUX cepuil (
[UKJIOB), KPUTEPUU TPHUEMIIEMOCTH, pe3yabTaThl(B (hopMe TalIHI], XpOMaTOTpaMMBbl WU
UHbIE TIEPBUYHBIE JaHHBIE B CIydae I€JIeCO00pa3HOCTH, COOTBETCTBUE KPUTEPUSIM
MPUEMIIEMOCTH);

3) rpaAyupoOBOYHAs KpuBas (ypaBHEHUE KPUBOM, KOADOUIIMEHT KOPPEAIUHU, TUHEHHBIHI
JUAna3oH, KPUTEPUU MPUEMIIEMOCTH, PE3yJbTaThI(B BUAE TaOJIMI, XpPOMATOTPAMMbl HIIU
UHBbIC MEPBUYHBbIE JAaHHBIE B CIydyae LEJIecOo00pa3HOCTH, MACHTU(UKALMS BBIIOIHEHHBIX
AHATMTUYECKUX CePUI(IIMKIOB), COOTBETCTBUE KPUTEPUSIM MPUEMIIEMOCTH);

1) NPaBWIBHOCTh U TOBTOPAEMOCTD B T€UEHUE | JTHA WM aHAIMTHYECKOW cepuu (LMKIa),
KpUTEpUH TPUEMIIEMOCTH, pe3yJibTaThl B (opme TalIull, COOTBETCTBUE KPUTEPHUSIM
MIPUEMIIEMOCTH;



K) MPaBWIBHOCTh M MPEIM3UOHHOCTh B pa3HbIC JTHU, aHAIIUTHYECKUE Cepuu (IIUKIIbI),
KpUTEPUU TPUEMIIEMOCTH, pPe3ylbTaThl B (opme TaOIuIl, COOTBETCTBHE KPUTEPHUIM
IPUEMJIIEMOCTH;

J) mporeaypa pazdoaBiaeHuss 00pa3oB MpyU HEOOXOIUMOCTH (KPUTEPUH NTPUEMIIEMOCTH,
pe3ynbTaThl B (hopMe TabIUIl, COOTBETCTBUE KPUTEPUSAM MTPHUEMIIEMOCTH);

M) CTaOMILHOCTH 00pa3IloB (PaCTBOPOR):

CTaOMITFHOCTH XPAHEHUS UCXOTHBIX U pabOYUX PacTBOPOB (KPUTEPUHU MPUEMIIEMOCTH,
pe3ynbTaThl B (popme TabauIl, COOTBETCTBUE KPUTEPHUSIM MIPUEMIIEMOCTH);

CTa0MILHOCTH 00pa3I0B (PaCTBOPORB) B MPOIIECCE BHITIOTHEHUS aHAJIU30B, BKJIFOYAsi BpEeMsI
Ha MOJTrOTOBKY 00pa3loB (pacTBOPOB) U BPEMS OJJTHOTO aHAIH3a;

H) OTKJIOHEHUSI, IPUHSTHIE MEPBI, UX 0OOCHOBAHME;

0) 3aKJIIOUYCHHUE;

) JIUTEepaTypa, UCIOJIb30BaHHAs JJisi 0OOCHOBaHMs BhIOOpa METO/JAa U MapaMeTpoB

BaJIMIalliH, pa3pabOTKN aHATUTUIECKOW METOTUKH;

p) NpuiIoKeHue (pernpe3eHTaTUBHBIE XPOMATOIPAMMBI WJIM WHBIE IEPBUYHbIC JIAHHbBIC B
kojquuecTBe He MeHee 20 % oT yucima 00pa3loB, aHAJU3UPYEMBIX MPH BaTUJALUU

AHAJIUTUYECKON METOJIUKH ).

MMPUIJIOXEHUE Ne 8
K [IpaBunam npoBenenus
HUCCIEIOBaHUN
buoskBuBaneHTHOCTH
JICKAPCTBEHHBIX TPErapaToB B
pamkax EBpa3zuiickoro
9KOHOMHYECKOTO COr03a
(B penakunu Pemenns CoBeta
ot 4 cents6ps 2020 r. Ne 67)

YCJIOBHBIE OBO3HAYEHU A
OAPMAKOKMHETHYECKHX ITAPAMETPOB

Cnocka. [Tpunoxenue Ne 8 - B penakuuu Pemenus Coseta EBpa3nuiickoil 53KOHOMHYECKOM
komuccuu ot 04.09.2020 Ne 67 (BcTymaer B CUJly MO UCTE€YEHUH 6 MECAILEB C AAaThl €ro
Oo(pHUIIUATIEHOTO OITyOIMKOBAHUS).
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}_{ - BEIOOpOYHOE cpenmHee'.
MMPUJIOXKEHUE Ne 9

k [IpaBunam mpoBeaeHus
HCCIIeOBAaHUH
OMO3KBUBAJICHTHOCTH
JIEKapCTBEHHBIX IIPENapaToB B
pamkax EBpazuiickoro
9KOHOMHYECKOTO CO103a

TPEBOBAHUA
K IIPOBEIeHUIO (hapMaKOKAHETHIECKOTO B KIMHHIECKOT0 HCCIIeIOBaHAH OHOPKBHBAJICHTHOCTH
KOPTHKOCTEPOUIHEIX JICKAPCTBEHHBIX IPENapaToB AJIA MECTHOTO MPAMEHEHUS

Cnocka. [IpaBuna nononuensl npuiioxenrueM Ne 9 B coorserctBum ¢ Pemenuem Cosera
EBpasuiickoii sxoHomuueckoir komuccun oT 04.09.2020 Ne 67 (BcTymaer B Cuiy IO
UCTEeUEeHUH 6 MECSIIEB € JaThl €ro 0(UIMAIIBHOTO OMYOJIUKOBAHUSA).

I. OOmue monoxeHus

I. Hacrtosamue TpeOoBaHus colepkaT yKa3zaHUs MO MNOATBEPKACHUIO
OMO’KBUBAJIEHTHOCTH I VIVO KOPTUKOCTEPOWIHBIX JIEKAPCTBEHHBIX IIpenapaToB s
MECTHOTO TPUMEHCHHUS TMYTeM IMpOBeACHHUS (HapMaKOJUHAMHYECCKUX HCCICIOBAHUN C
UCIIONIb30BAHUEM MeETOJa MOAUGMUIIMPOBAHHOTO OWOAaHAIM3a CYXKEHHS COCYJIIOB IO
Crayron-MakKen3u (nanee — OnoaHaau3 Cy>KeHHs COCY/I0B, OMOaHaIN3 MOOJICTHEHUS KOXH).
VYka3aHHBII METOJ MPEANOJaraeT OIMECHKY JIUTEILHOCTH BO3JIEHCTBHSI JIJIT KOHTPOJIS JTO3bI
BBOJIMMBIX KOPTHUKOCTEPOUJIHBIX MPENapaTtoB JJis MECTHOTO TMPUMEHEHHS, a TaKxKe
MPOBEAECHNUE MUJIOTHOTO MCCIECNOBAHUS 3aBUCHUMOCTH " UNIMTEIBHOCTh BO3JCHUCTBUSA JO3bI —
OTBET" ISl OMpeJeeHUs MPUEMIEMON IIUTENbHOCTH BO3JCHCTBUS J03bI B OMOPHOM
KIIMHUYECKOM HCCIICIOBAHNHM, W TIPOBEJACHUE OIOPHOTO KIMHUYECKOTO HCCIEIOBAHMUS
OMOPKBUBAJICHTHOCTH 1N VIVO C PETUTMKATHBHBIM JU3AHHOM U TTOATBEPKICHUEM MTPUEMIIEMOM



3aBUCUMOCTH "IJIMTEIBbHOCTh BO3JEUCTBHUS J03bI — OTBeT" cyObekToB. Kak u Bce
OMoaHATUTUYECKUE METOJIUKH, JaHHBbIM (apMakoAMHAMHUYECKU OuoaHaiu3 TpedyeT
JeTaJTbHON BaTUAALNU, KOTOPas SIBISETCA 00A3aHHOCTBIO CIIOHCOPA.

2. CUbHOJIEHCTBYIOIINE KOPTUKOCTEPOUIHBIE JIEKAPCTBEHHBIE MPENapaThl /I MECTHOTO
MPUMEHEHHSI MOTYT YrHETaThb paldOTy THMIIOTaJaMO-THNO(H3apHO-HAAOYEYHUKOBON OCH,
OJIHAKO JIJIsl TIpenapaToB, OMOAIKBUBAJIECHTHOCTh KOTOPHIX MOJTBEPKIAEHA B COOTBETCTBUHU C
HacTosAMMH TpeOoBaHUSIMU, NPEACTABICHUE PE3YIbTATOB HCIBITAHUW HA IOJABIICHHE
TUINOTaNaMO-rTunodu3apHO-HAMOUYEYHUKOBOM OCHM B BHJE OT4YeTa B COCTaBe
PErHCTPALIMOHHOTO J1I0ChE JIEKAPCTBEHHOTO MpernapaTa He TpedyeTcs.

3. Hacrosmue TpeOGoBaHUsS NPUMEHSIOTCS B OTHOIIEHHH KOPTHUKOCTEPOUIHBIX
JIEKapCTBEHHBIX MpENnapaTtoB JJsi MECTHOTO NPUMEHEHUs HE3aBHCUMO OT YPOBHS HX
aKTUBHOCTHU. [TOCKONBKY XapaKTEpUCTUKH 3aBUCUMOCTH " ITTUTEIBHOCTD BO3/IEUCTBUS 1036l —
OTBET" MOTYT U3MEHSTHCS B 3aBUCUMOCTH OT KOHKPETHOTO JIEKAPCTBEHHOI'0 TIpenapara, Jjis
ONpENENICHUs] COOTBETCTBYIOLIMX IapaMETPOB OCHOBHOrO (OMOPHOIr0) HCCIEA0BAaHUA
PEKOMEH/yeTCsl MPOBEJCHUE MUJIOTHOTO MCCIIEIOBAHUS.

4. IlonTBepxaeHne OMOIKBUBAIEHTHOCTH 2 TBEPBIX JIEKAPCTBEHHBIX (POPM Uil IpremMa
BHYTPb OOBIYHO OCHOBBIBAETCS HAa CPAaBHEHUU KOHLEHTPALMNA JEHCTBYIOIIETO BellecTBa U (
WJIM) METa0oIUTa B IOCTYMHOW OMOJIOTMYECKON KUJIKOCTU (HAaIpUMEpP, B KPOBU WM MOYE)
IOCJ€ OJHOKPAaTHOTO WJIM MHOTOKPAaTHOI'O JO3MPOBAaHMS Ka)XJOro JIEKAPCTBEHHOIO
npenapara Mpu MPOBEICHUHM UCCIEJOBAHUS C Y4acCTHEM 3J0pOBBIX 00poBoibleB. [lpu
HEBO3MOXXHOCTH MPUMEHEHHUS 3TOr0 METOJA ISl MOATBEPKIACHUS OMO3KBHBAJIEHTHOCTH
pasperniaeTcsi HICIOJIb30BaTh CIEAYIONINE METOIbI UCCIECOBAHUM I VIVO U In Vitro (B MOPsIAKE
yOBIBAHMSI IPEANOYTUTEILHOCTH ):

a) (papmMakoAMHAMUYECKUE UCCIEI0BAHNUS;

0) KIMHUYECKHUE UCCIICIOBAHNS,

B) MCCIICIOBAHUSI I VIVO Ha YKUBOTHBIX;

T') UCCJICIOBAHUS In VItro.

5. Anst ycTaHOBJEHUS OMO3KBHUBAJIEHTHOCTH KOPTHKOCTEPOUIHBIX JEKAPCTBEHHBIX
npenapaToB JJIi MECTHOTO NMPUMEHEHHUs B clly4yae, €Cclid KOHIEHTpauus IeHCTBYIOIIETO
BEILIECTBA WJIM €r0 META0O0JUTOB HE MOXKET OBITh OIIEHEHA B JIOCTYIHBIX OMOJOIMYECKUX
KUJIKOCTSAX, TpedyeTca mpoBefeHue G(apMaKOJIUHAMUYECKOTO WM KIMHUYECKOTO
uccnenoBanus in vivo. KilmHu4eckre ucciieIoBaHusi 00bIYHO TPeOYIOT BKIIFOUEHUS 0O0JIBIIIOTO
yrcia CyObeKTOB M HEPEJIKO HE 00JIaJaloT JOCTaTOYHOW YyBCTBUTENBHOCTHIO. B oTnuune ot
HUX, (papMaKOAMHAMUYECKUE UCCIEIOBAaHUS MO3BOJSIOT MOJYUYUTh NMPUEMIIEMBIE TaHHbBIE O
OMO’KBUBAJIEHTHOCTH MPHU YYACTHH OTHOCUTEIBHO HEOOJIBIIOTO KOJIMYECTBA CyOBEKTOB.

6. Peructpaiiisi BOCpou3BEAEHHBIX KOPTUKOCTEPOUTHBIX JIEKAPCTBEHHBIX MPENapaToB
U1l MECTHOI'O NPUMEHEHHUs JOJDKHA OCHOBBIBATHCA B IEPBYIO OYEpelb Ha OLIEHKE
dbapmakoguHamudeckux dPdexkroB. Takoil moaxox oOYCIOBIEH CBOWCTBOM
KOPTUKOCTEPOUIOB BBI3bIBATH IMOOJIETHEHUE KOXXHM BCIIEICTBUE CY>KEHHSI MHKPOCOCYIOB



KOXkH. JlJaHHOE CBOMCTBO CBA3aHO C KOJMYECTBOM JICMCTBYIOIIETO BEIIECTBA, MOCTYIIUBIIETO
B KOXY, U MOXKET SIBIISIThCSI OCHOBAHMEM JIJIsI CPABHEHUSI MOCTYIUICHHS JEHCTBYIOIIETO
BEIIECTBA M3 2 TOTEHIMAIbHO JKBUBAJEHTHBIX COCTAaBOB KOPTHUKOCTEPOUIHBIX
JIEKapCTBEHHBIX MPENapaToB JJii MECTHOTO TPUMEHECHHS.

7. HecMoTpst Ha TO, YTO CYIIECTBYET HECKOJIHKO BHJIOB aHAJIM3a CYXKEHHS COCY]IOB,
o0ImUil METOJ, OCHOBAaH Ha MECTHOM HAaHECEHHUHM 3JIOPOBBIM JOOPOBOJIBIIAM
KOPTHUKOCTEPOUJIHOTO JIEKAPCTBEHHOTO Mpenapara Ha repuoj 6 — 16 4yacos, ¢ nocieayromen
BU3yaJbHOW OILICHKOW MPOIIEANINM IOJATOTOBKY OCJICTUICHHBIM HaOJfoJaTeNIeM CTEIEHH
1106 IeHeHNs KOXKH 110 6ayubHOi mkane (0 — 3 umu 0 — 4 GajIoB) B 0JHOI BpeMEHHO# TOUKe
, KaKk TIpaBmIio, yepe3 2 Jaca mocJje yaajaeHus mpenapara.

8. Hacrosimue TpeGoBanus mpenmnosiararoT MpoBefeHUe 2 HUCCIeNOBaHUU In vivo (
IMAJIOTHOTO HCCJIENOBAHUS 3aBUCHUMOCTH 'UIMTEIBHOCTH BO3AECHCTBHUS O3Bl — OTBET" U
OTIOPHOTO KJIIMHUYECKOTO HCCJIEAOBAaHUS OMOIKBUBAJICHTHOCTH IN VIVO) ISl CpaBHEHUS
ucclienyemMoro u pedepeHTHOro JeKapCTBEHHbIX mpenaparoB. [lwinoTHoe ucciemoBaHue
XapaKTEepPU3yeT 3aBUCUMOCTD " IJIMTEILHOCTh BO3ICHCTBUS JO3bl — OTBET" B paMKaxX MOJEIH
omnpeeIeHUs EmaX U TPOBOAUTCS HUCKIIOUUTEIBHO C HUCIOJb30BaHUEM pPedEpeHTHOIO

JIeKapCTBEHHOTO npemnapara. [IpeanoyTuTenbHbIi 1)1 TOTBEPKISHUS] OMOIKBUBAJICHTHOCTH
METOJI OLIEHKH JJIMTEILHOCTH BO3IEUCTBUSA J03bI OCHOBAaH Ha HCHOJb30BaHUU 3
IJINTECIBHOCTEN BO3JIEUCTBUS 03! EDSO’ D1 u D2. CpaBHEHHUE HCCIEAYEMOr0 H

pedepeHTHOr0 KOPTHUKOCTEPOUAHBIX JIEKAPCTBEHHBIX MpENnapaToB B paMKax OIMOPHOIO
UCCIIEIOBAHUS MPOBOJIUTCS HA YPOBHE, ITUTEILHOCTUA BO3JACUCTBUS 103bl, MPUOIU3UTEIHLHO
SKBUBAJIECHTHOM IIOIMYJISIHUOHHOU ED50 [0 pe3yiabTaraM IMUJIOTHOIO UCCIEIOBaHUS.

UyBCTBUTEIBHOCTh OMOPHOI'O MCCIEAOBAHMS YCTAaHABIMBAETCS MOCPEACTBOM HAHECEHHS
pedepeHTHOro KaTMOPOBOYHOTO CTaHIapTa HA 2 YPOBHSX JUTUTEIHLHOCTH BO3JACUCTBUS 103bI:
D, (xamnbpoBo4HBIi CTAHIAPT ¢ O0NIee KOPOTKOI JUIMTEIBHOCTBIO BO3ACHCTBHUS 03bI) 1 D, (

KaIMOPOBOYHBIN cTaHAApT € OOJbLIEH IUTEIBHOCTBIO BO3JeHCTBUSA A03bl). Cienyer

ycTaHaBiuBath D, paBHON NPUMEPHO 0,5<ED 500 @ D, - 2xED 50 110 pe3yJIbTaTaM IMHIOTHOTO

uccienaoBanusi. Kaxpiii cyOBeKT BBICTYIAET B PO "neTekTopa' B TAKOM HMCCIICIOBAHUH,
MIOATOMY TOJBKO JaHHBIE T€X CYOBEKTOB, Y KOTOPBHIX OTHOIICHUE (PapMaKoJAMHAMUUYECKUX
OTBETOB Ha J103¢ D, k 03¢ D| COOTBETCTBYET yCTAHOBICHHOMY MUHUMAIbHOMY 3HAYCHHUIO,

MOTYT OBITh BKJIIOYEHBl B aHAJIU3 W TOJBEPTHYTH CTATUCTHYCCKOW 0O0pabOTKe s
MOATBEPKICHUS OMOIKBUBAJICHTHOCTH 1N VIVO.

II. Onpenenenus

9. lnsa ueneit HacTosimux TpeOoBaHUI MCMOIB3YIOTCS MOHATHS, KOTOPbIE O3HAYAIOT
CIEeAYIOLICE:



"cyObeKT, HE OTBETHBIIUHN Ha JieueHue" (nonresponder) — cyOBEKT, HE MPOSBISIOIMIHMA
OTBET Ha OJHOKPATHYIO JUIMTEIbHOCTh BO3JEHCTBUS J03bl pe(PEPEeHTHOrO JIEKAPCTBEHHOTO
npenapara HUCHOJIb30BAHHOTO B TEX k€ YCIOBUSAX (C OKKIIO3MEH WM 0€3 OKKIIO3UH) B
NUJIOTHOM M ONIOPHOM HCCIIEAOBAHUSIX;

"cyOBeKT OTBETUBIIUN Ha jeueHue" (responder) — cyObeKT, MPOSBISAIOMIMNA OTBET Ha
OJIHOKPATHYIO JJUTEIHHOCTh BO3JIEUCTBHS J103bI peepeHTHOTO JEKapCTBEHHOIO Mpernapara
MCITOJIb30BAHHOTO B TEX )K€ YCIOBUSAX (C OKKJIIO3HEN WM OKKIIFO3UH) B MMJIOTHOM M OIIOPHOM
MCCIIeIOBAHUSIX.

III. UccnenoBarne papmakogmHaMudecKux 3¢ (HeKToB:
aHaJIM3 CY>KeHHS COCYJIOB

10. IIpn oueHke pe3yiabTaTOB HCCIENOBAHUN HKBUBAJIEHTHOCTH YIOJHOMOYEHHBIE
oprassl (3KCIEPTHBIE OPraHU3alMK) FOCYJAapCTB — YiIEHOB EBpa3suiicKoro 3KOHOMHYECKOTO
COI03a (J1aiee — rocyJapCcTBa-4ieHbl) JOKHBI YIOCTOBEPUTHCS B IPOBEICHUH HCTIOIHUTEIEM
MCCIIEOBAHUN NP U3yYEHUN YKBUBAJICHTHOCTA METOJIOM aHAJIM3a CYKEHUS COCYJI0B KOXKH:

BaJIMJIALMU U CTaHJApTU3aLMU METOJIa aHaJIN3a CYKEHUS COCY10B KOXKH Kak OnoaHanu3a;
BbIOOpa B KauecTBe HaOJroAaTeNsl — MepcoHaia, MpoIIeIIero NOArOTOBKY C LEbIO
HaJJIEXKAIIEH OLICHKH CY)KEHHSI COCYI0B.

1. Baupanua ¥ CTaHJapTU3ALHA METOA AaHAIIN3a CYIKEHHS COCYIOB KOXKH

11. [IpumeHeHnne aHanmu3a CYXCHHUS COCYJOB IJIS OIEHKH OMOIKBUBAICHTHOCTHU
KOPTUKOCTEPOUIHBIX JIEKAPCTBEHHBIX MPEMAPATOB JJII MECTHOIO IPUMEHEHHUSI OCHOBBIBAETCS
Ha IPEAIOI0KEHUH, YTO COCYIOCYKUBAIOIIAE CBOMCTBA KOPTUKOCTEPOUIAOB MPU MECTHOM
OPUMEHEHUH MOTYT OBITh MCIOJB30BaHbl ISl pa3pabOTKM METoJa CTaHIapTHOTO
BAJIMUPOBAHHOTO0 OMOaHanu3a. Pe3ynpTaThel pa3pabOTKH U Bavalus OMOaHaIu3a JOHKHBI
OBITH JOKYyMEHTAIBHO O(OPMIICHBI.

12. B mpouecce 3KCHEpPTU3bl PETUCTPANUOHHOTO JOChE KOPTUKOCTEPOUIHOTO
JEKapCTBEHHOTO IpemnapaTta HEOOXOIMMO MPOBOAUTH COMOCTABJIEHUE PE3yIbTATOB
Basaanuu BOXX wnu [KX meToauku 11st KOJIMYECTBEHHOTO ONPEICICHUS KOHIIEHTPAlUU
KOPTUKOCTEPOUIHOTO JICKAPCTBEHHOTO Tpenapara B KPOBH MOCJE BBEACHHS ONMPEACICHHON
J03bl C pe3yjbTaTaMy BaJIWJAIMU METOJAMKM OuoaHanu3a cyxKeHus cocynoB. I[lpu
WCIOJIb30BaHUM OMOaHaIN3a Cyx)eHHsi cocyaoB oTBeT aeTekTopa BOXKX wmmum KX nHa
M3BECTHOE KOJMYECTBO JEWCTBYIOIIErO BEHIECTBA 3aMEHSETCS HaOII0/1aeMbIM
(hapMakoAMHAMHUYECKUM OTBETOM (B IAHHOM CJIy4yae Cy’KE€HHUEM COCYJIOB MPHU HCIOIb30BaHUU
KOPTUKOCTEPOUJIHOTO JIEKAPCTBEHHOTO IMpemnapara s MECTHOTO MPUMEHEHHUs) Ha
KOJIMYECTBO BBEJEHHOIO IEHCTBYIOLIETO BEIIECTBA.

13. B To BpemMsi Kak B TUIIMYHOM aHAJIM3€ KOHIIEHTPALlMM B KPOBHU HJIM MOYE
UCIIOJIB3YETCSl TOJIBKO OJIMH MHCTPYMEHT U "JeTeKTOp", KaXIbli CyObEeKT UCCIEAOBaHUS C



UCIIONb30BaHUEM MeToja (dapMakoJUHAMHYECKOr0 OuWoaHanu3a BBICTyMmaeT B poiud "

I[eTeKTOpa", OTBCYAIOIICIO HAa HU3BCCTHOC HNJIM HCU3BCCTHOC KOJIMYECCTBO IICI\/’ICTBYIOH_IGFO
BCIICCTBA. HGCMOTp?I Ha CI)YHI[aMeHTaJ'H)HBIC oTIIMduA MCXKAY CTaHJapTHBIM aHAJIN30M
KOHIOCHTpAIU B KPOBU HJIM MOYC H 6HO&H3J’II/ISOM, MHOT'HC IMPUHIOUIIBI CTAHIAPTHU3AINUN 1
BaaInganr COIMMOCTaBUMBI.

JInHEeHHOCTD

14. ®apmakoguHaMHu4YecKass 3aBUCHMOCTb MEXIY [T030M WM KOHIEHTpauuen
KOPTUKOCTEPOUJAHOIO  JIEKAPCTBEHHOTO  IIpemapara M €ro  HCCJIEAYEMBIM
dhapmakoguHaMudeckuM 3¢P(HEKTOM TMpUMEHHMa B OHMOAHAIN3E CYXKEHHUS COCYJIOB TpHU
HaJU4YUHU OLIEHKH €€ JMHEHHOCTU. HecMOTps Ha TO, YTO CyIIECTBYIOT pa3jMYHbIE MOJEIIN
OMMCaHMs 3aBUCUMOCTHU "103a — 3 deKT", s OnoaHaan3a Cy>KeHUsI COCYJIOB MPUMEHSIETCS
Mozens oueHkn E . WM COOTBETCTBYIOINas CHrMoMaanbHas monenb E . xotopas,

paccUMTHIBAETCA M0 Clenytomei popmyre:

R R s Emax %D
"0 7 EDgp+D

Bennuuna s¢ddexra (E) or BBemaenus aroboi 10361 (D) paccunThIiBaeTCsS UCXOAS U3
3HAYCHNH 3 KOHCTAHT: HCXORHOrO ¢dexra (E ), makcumanproro sdpdexra (E_ ) 1 10351,

pH BBEJCHUH KOTOPOH 3 (HEKT COCTABISET MONOBUHY OT MakcUManbHOro (ED ).

15. B ycnoBusIX in Vivo Cy>K€HHE COCYI0B MPUOJIMKAETCS K MakcuMyMy. Takum oOpazom,
OCHOBHOM MP00IEMOii, TpeOYIOIIeH pelieHus MPU UCTIOJIb30BAaHUU METO/Ia aHATTN3a CYKEHUS
COCYZIOB KOXH JIJIs1 OLIEHKU OMOAKBUBAJICHTHOCTH, SBJISIETCS] BBIXOJ 32 MPEEbl JIMHEHHOTO
Juarna3oHa OTBETa MHUKPOCOCYJOB KOXH IPU HAHECEHUU HCCIENYEMBIX IpErnapaToB.
OTHOCHUTENIBHO BBICOKHE JO3UPOBKH KOPTUKOCTEPOUIHOrO JIEKAPCTBEHHOIO Mpenapara AJis
MECTHOTO MPUMEHEHHUSI MOTYT OKa3blBaTb MUHUMAJIbHOE BJIMSIHUE Ha CYXEHUE COCY0B
HE3aBUCHUMO OT HHTEpBaJia M3MEHEHUS BEJIMYUHBI A03bl. IIpM OTHOCHUTENBHO HU3KUX
JIO3UPOBKAX KOPTUKOCTEPOUIHOTO JICKAPCTBEHHOI'O Mpemnapara Jjisi MECTHOTO NMPUMEHEHUS
OomnpeAeIeHue MUHHMAJIbHOW /103bl, KOTOpas BBI3BIBAET HAJECKHOE W BOCIPOU3BOJUMOE
CY’KE€HHE COCYOB, IPEJICTABIISIET CO00M OCHOBHYIO IIpobiemy. OnpenerneHne MUHUMAIbHON
JI03bl SIBJIIETCSI aHAJIOTOM OMNPEIEICHUS HMXKHETO MOpOra KOJIMYECTBEHHOI'O ONpEeIeHUs
KOHIIEHTPAIMU JEHCTBYIOWIETO BEIIECTBA B KPOBH WM MOYE B MPOLECCE BaluJalNU
OMOAHATUTUYCKUX METOJMK MPU MOCTPOCHUU CTAaHAAPTHOU (apMaKOKUHETUYECKON KPUBOM.

Jlns olleHKH TIpaBHIIBHOCTH BhIOOpa ED D1 u D2 HEOOXO0IMMO TTOCTPOCHUE U BaJIUIAINS

50°
CTaHJIapTHOM KpUBO# "mo3a — oTBeT".



16. [Ins crangapTHOM BadUAAMKN aHATUTHYECKUX METOAUK HEOOXOUMO YCTAaHOBJICHHUE
nuHeHocTu oTBeta "gerekropa'. Ilpu pa3zpaboTke aHanmm3a CYXKEHHUS COCYJAOB TaKkKe
kKellaTelbHa JIMHEHHOCTh OTBeTa. [lOCKONbKY MPOMBINUICHHBIE PEUENTYPbI
BOCIIPOM3BEJICHHOTO U PedEepPEeHTHOr0 KOPTUKOCTEPOUIAHBIX JIEKAPCTBEHHBIX IPENapaToB
MOTYT OBITh 3apETHUCTPUPOBAHBI [IJI1 IPUMEHEHHUS B JTO3UPOBKAX, COOTBETCTBYIOIIUX IJIATO
KpuBOM "mo3za — oTBeT", METOIMKA JOJDKHA ObITh ONTUMHU3MpOBaHA sl oOecredyeHus
CpPaBHEHMS IIPENapaToB B JUHEWHOW YAaCTU KPUBOM.

17. YcranosneHue 3aBUCUMOCTH "103a — 3G(DEKT" B OTHOIEHUH KOPTUKOCTEPOUTHBIX
JIEKapCTBEHHBIX MpENapaToB /Jisi MECTHOTO MPUMEHEHHUS JIOJKHO OBITh OCHOBAHO Ha
MCIIOJIF30BAaHUM CTO0CO0a, O0ECMEeUMBAIONIETO HAJEKHOE HAHECEHHUE H3yd4aeMOUl O3Bl
JIEKapCTBEHHOTO Mpernapara Ha KOxy. Jlonmyckaercsi uCIoIb30BaHUE OAHOTO W3 CIEAYIOIINX
METOJI0B, 00ECTIEUNBAIOIINX HAJIE)KHOE HAHECEHHE M3y4aeMoOil J03bl KOPTUKOCTEPOUTHOTO
JIEKapCTBEHHOT'O Tperapara:

METO/I JJIUTEIbHOCTU BO3JICHCTBUS 03B,

MeTOoJ1 pa30aBlICHUS;

METOJ] TOBEPXHOCTH.

MeTtonpl pa3baBieHHs U JIIUTETLHOCTH JTO3bI SABJISIIOTCA XOPOIIIO CTaHIAPTU3YEMbIMU U
BOCIIPOM3BOJUMBIMU METOJaMU, OJTHAKO METOJI pa3daBieHUs] HE BCErJa MO3BOJISIET YUECTh
0COOCHHOCTH pa3IMYuil B COCTaBe IperaparoB. MeToJ MIUTEIbHOCTH BO3JICUCTBUS 03B
ABJSETCA Hauboyiee MOAXOASIIUM JUIsi TOATBEPXAEHUS OHOIKBUBAJIECHTHOCTHU
KOPTUKOCTEPOUJHBIX JIEKAPCTBEHHBIX TMpenapaTtoB JJjisi MECTHOTO MPUMEHEHHS.
YcTaHOBIEHUME 3aBHUCUMOCTH "IAJIUTENBHOCTh BO3JAECUCTBUS J03bI — OTBET" A
KOPTUKOCTEPOUJHBIX JEKAPCTBEHHBIX MpPENapaToB IJisi MECTHOTO MPUMEHEHUS MO3BOJIUT
ONpeAeIuTh TOYKU IJi1 KpUBOM "OTBET — Bpems', KOrja Cy>K€HHUE COCYJOB CTAHOBUTCS
HEUYBCTBUTEIbHBIM. B 1e10M, 4TOOBI TapaHTUPOBaTh HAOIIOJACHUE MaKCUMAaJIbHOIO
(bapMaKoIMHAMHYECKOTO OTBETA MPH KAKIOW IIUTEIHLHOCTH J03bl, BDEMEHHAsI TUHAMUKA
OTBETa JJOJDKHA OTNPECIATHCS 10 BO3BPAIICHUS K HICXOTHOMY YPOBHIO.

ITpaBWIEHOCTH, HPEMM3HOHHOCTH H TyBCTBATEIHOCTD

18. Pa3paboTka METOMOJIOTMH YCTAHOBJIEHUS NPABUIBHOCTH, MPELU3NOHHOCTH U
YyBCTBUTEJIIBHOCTH OHOaHaln3a KOPTHUKOCTEPOUJIHOrO JIEKAPCTBEHHOrO Mpenapara s
MECTHOTO IPUMEHEHUS JOJKHA IIPOBOJUTHCS OJHOBPEMEHHO C IOCTPOEHUEM ITPUEMIIEMOMU
CTaHJIApTHOW KPHUBOM [JI aHaJIM3a CYXEHHs cocyloB. JlIg KaXaoW Ipynmsl NAaUEHTOB B
UCCIIEIOBAHUU HEO0O0XO0AUMO pa3paboTaTh YKa3aHHYI0 METOJOJOTHIO M IOCTPOUTH
CTaH/JApTHYIO KPUBYIO Ui aHaJIM3a CyXeHHs cocyloB. I[lono0HO cTanmapTHOMY aHanu3y
KOHIIEHTpALlMU JEUCTBYIOLIEr0 BEUIECTBA B KPOBHU WM MOYE, 3THU CBEICHUS IOIYYarOT C
UCII0JIb30BAaHUEM KOHTPOJBHOM TPYyNIIbl, CyObEKThl KOTOPOW HE MOABEPratoTCs BO3JEHCTBUIO,
Y KaTMOpPOBOYHBIX CTAaHAAPTOB, COJAEPKAINX UCCIEAYEMbI KOPTUKOCTEPOUAHBINA Mpernapar
JUIsI MECTHOTO IIpUMEHEHHs. BocnpounsBeneHne pe3yiabTaTOB UCIHBITAHUNA B KOHTPOJIBHOM



rpynrne ¥ ¢ IpUMEHEHUEM KaJTMOPOBOYHBIX CTAHAAPTOB MO3BOJISET OLICHUTh KOA()(PUIIMEHTHI
Bapuanuu. [lonoono crannaptaeiM BOXX- u [KX-Mmeroaukam, kKaauOpoBOUYHBINA CTaHAAPT
KOTOPBIX MOApa3yMeBAaeT OIIEHKY OTBeTa '"IeTeKTopa" Ha HM3BECTHYI0 KOHIIEHTPAIUIO
JIEHUCTBYIOIIETO BEUIECTBA, B (DapMaKoJAMHAMUYECKOM OMOaHaNIN3€ KOPTUKOCTEPOUIHOTO
JEKApCTBEHHOTO Mpernapara JJjisi MECTHOTO NMPUMEHEHHUS, OCHOBAHHOM Ha JIMTEIIbHOCTH
BO3/ICHCTBUS J103bI, KATMOPOBOUHBIN CTaHAAPT MOJIpa3yMeBAaET HAHECEHHUE CTaHAPTHOMN J03bI
KOPTUKOCTEPOUIHOTO JIEKAPCTBEHHOr0 Ipenapara JJjs MECTHOIO NPUMEHEHHS MU €€
BO3/JICHCTBHE HA KOXY B TEUEHUE NIEPUOJIOB BPEMEHHU PA3HOM MPOAOIKUTEIBHOCTH.

2. OneHKa Cy;KE€HHA COCYIOB

19. IlpumeHenre anmapaTHON XpPOMaMETPHUHU WU KOJOPUMETPUU NJii OOHAPYKEHUS
SPUTEMBI MO3BOJISIET 3aMEHUTh CYOBEKTHBHYIO BU3YaJlbHYIO OLIEHKY B paMKax aHalini3a
CYy)KEHUSI COCYJOB Ha OOBEKTHBHYIO, OMpPEACISIEMYI0O KOJUYECTBEHHO, OIICHKY.
YOTHOMOYEHHBIMU OpraHaMu (SKCHEPTHBIMU OpraHu3alUsMH) TOCYJIapCTB-UJIECHOB
MPUHUMAIOTCSI PE3YJIbTaThl allllapaTHON OLEHKH B UCCIEAOBaHUAX OMOIKBHBAJIEHTHOCTH Ha
OCHOBE aHaJIu3a CyXeHHs cocyloB. OIQHAKO MpPU COOTBETCTBYIOLIEH BalMAALUU C
YCTAHOBJIEHUEM KOPPEIALMU MEXIYy H3MEPEHUsMH XpoMmMaMmeTpa (KOJIOpUMETpa) U
BU3YaJIbHBIMU OLICHKAMU Pa3pelIacTcsl UCIOJIb30BAHME METOAA BU3YaJIbHOU OLIEHKU CTENICHU
Cy>KEHUS COCYJIOB.

20. [To cpaBHEeHHMIO ¢ BH3yaJbHOW OIIEHKOW XpomaMeTp 06iiamaer Oosee BHICOKOU
YYBCTBUTEIBHOCTHIO K TOOJIETHEHUIO KOXKHU.

21. B cBs3u ¢ HaIW4YKUEM LUPKAJHOTO PUTMA U3MEHECHUS PEAKLIHUH KOXKHBIX COCY/IOB,
CBS3aHHOTO C IIUPKATHBIM PUTMOM COJIEp>KaHUS KOPTH30Ja B IUIa3Me MOOJICTHEHHE KOXKHU
CIeAyeT OLIEHUBAThH 3a 2 MOCIeq0BaTeNbHBIX 24-4acOBbIX MHTEpBaa (48 yacoB). 3HaUeHUS
momanau noj ¢apmakoaunHamuueckor KpuBoil (AUEC), moiyyeHHble B TEYEHHUE TIO
MEHbIIEN Mepe 24 yacoB C MOMEHTA yAAJIEHUs WIN HAHECEHHUs JIEKAPCTBEHHOIO IIperapara,
MPUMEHUMBI JJIsl OIICHKH OMOAKBUBAJICHTHOCTH B METOJMKE, NMPUBEICHHOW B MyHKTE 51
HacTosmux TpeboBaHUM.

22. lloka3aTenu CTENEHH CYXEHHUS COCYJOB, W3MEPEHHBIE XPOMAMETPOM U
CKOPPEKTUPOBAHHBIE IO HMCXOJHOMY 3HAUYEHHUIO COCTOSIHHS COCYJIOB HAa KOHTPOJIBHBIX
y4acTKax Koxku 0e3 HaHeceHus JekapcTBeHHOTro npemnapara (AUEC B KOHTPOJIbHOM rpymre),
JOJIKHBI MOATBEPAUTD, YTO Y CYOBEKTOB UCCIIEIOBAHUS OTCYTCTBYIOT:

pa3HULA B OTBETAX KOKH JIEBOW M MPABOU PyK Ha JICKAPCTBEHHBIN MPEIIAPAT;

BJIMSIHUE HA BEJIMYMHY OTBETA MECTa HAHECEHUS JIEKApPCTBEHHOrO Ipernapara Ha KOXY
PYKH, pacloioKEeHHOTO He Omuxe 3 — 4 ¢M 710 JTOKTEBOM SIMKH WJIU J0 3aIsICThI.

Ecnu ycTaHOBJIE€HO HaM4YKE pa3HULIBI B OTBETaX WM BIMSIHUE HA BEJIMUUHY OTBETA MECTA
HAHECEHUs JIEKAPCTBEHHOI'O Mpemnapara, CIEAyEeT UCIOJIb30BaTh YKa3aHHbIA B IyHKTE 59
HacToAmMUX TpeOoBaHWN AM3aH KIMHUYECKOTO HCCIEAOBAHUS, MPU KOTOPOM CXEMBbI
HAHECEHMsI JICKapCTBEHHOrO MpernapaTa Ha KaxIyl PYKy KOMIUIEMEHTapHbl (Hampumep,



MecTa HAaHECEHHUsI UCCIIEAYEeMOro JICKAPCTBEHHOIO Ipernapara Ha OJIHY PyKy COBHAaAaroT C
MeCTaMH HaHECEHHs! pe(EepeHTHOro JIEKapCTBEHHOrO Ipernapara Ha APYryl pyKy). DTO
MO3BOJISIET MUHUMHU3UPOBATh Pa3HUITY B OTBETAX WM BIMSHUE HA BEIMYMHY OTBETA MECTa
HaHECEHUs JIEKapCTBEHHOTO Mpernapara.

IV. IImnoTHOE MCClIeIOBaHME 3aBECHMOCTH " [UIMTEILHOCTH BO3ZIEHCTBHUSA NO3HI — OTBET"

23. llenbro NUIOTHOTO MCCIIEIOBAHUSA SIBISETCS OLEHKA 3aBUCUMOCTHU ' UIMTEIBbHOCTD
BO3JICHCTBHS J103bl — OTBET", KOTOpasi IOJKHA OBITh U3y4Y€Ha B X0JI€ OCHOBHOT'O (OMOPHOTIO)
UcCleIOBaHUSl OMOSKBUBAJIEHTHOCTU 1N VIVO KOPTHKOCTEPOUIHOTO JIEKapCTBEHHOTO
mpemnapara Jjisi MECTHOIO NMpUMEHEHHs. [[aHHOe HcclieoBaHHWE aHATOTHYHO pa3padboTKe
CTaHJAPTHOM KPUBOU MPU aHAJIM3€E COJEPIKAHUS AEHUCTBYIONIETO BEIIECTBA B OMOJIOTrMYECKON
Matpulie. Pe3ynbTar NHIOTHOrO WCCIEIOBAHUS IIO3BOJISIET MOJIYYUTh CBEICHUS O
3aBUCUMOCTH "JIJTUTEIbHOCTh BO3JECHUCTBUS J103bI — OTBET'', HEOOXOIUMBIE JIJIS OIpEeIeICHUS

mapamMeTpoB ED ])1 )41 D2, HCIIOJIB3YEMBIC B OITIOPHOM HUCCIICIOBAHNHN OMO’KBUBAJICHTHOCTH

50°
in vivo, U TPOBECTH OLIEHKY JOJU CYOBEKTOB, KOTOPBIC MPEANOJIOKUTEIbHO OyAyT
COOTBETCTBOBATH MUHUMAIIbHOMY 3Ha4CHMIO OTHOLICHMs mokasareneit AUEC mms nosst D, k

nokaszarensiM AUEC mnst nosst D, B omopHom uccnenoBanuy. ITockonbKy pesylbTaTsl

MUJIOTHOTO HUCCIIEIOBAaHUSA MOTYT (DYHKIIMOHAJIBHO 3aBHCETh OT YCJIOBUU HMCCIEIOBAHUS,
BKJIIOYAsl CpPeAW MPOYNX (PAKTOPOB XapaKTEPHUCTHUKHU TPYIIBI CyOBEKTOB, METOMIOIOTHIO
OLICHKH MOOJICTHEHUSI KOXKH, KOJTMYECTBO HAHECEHHOT'O JIEKAPCTBEHHOT'O Mpernapara, cieayer
IIPOBOJUTH NMUJIOTHOE HCCIIEIOBAHUE B Ka)XJOM HCCIIENOBATEIBLCKOM LIEHTPE ISl KaXI0T0
pedepeHTHOTrO0 JIEKapCTBEHHOTO Mpernapara B HCCIICIOBAaHUY.

1. Tn3aiin HCCNENOBaHMA H aHATH3

24. UccnenoBanue "MIUTEIBHOCTh BO3JECUCTBUS J103bl — OTBET' MPOBOAUTCS TOIBKO B
OTHOILICHUU PePEPEHTHOTO KOPTUKOCTEPOUJTHOTO JIEKAPCTBEHHOI'O0 IIpemapara ¢
paHIOMH3alMEN YYaCTKOB HAHECEHHUs IO JIUTEIbHOCTH BO3ACHCTBUS M03bl. s yuera
NONpaBKM HAa HW3MEHEHHME IIBETa YYaCTKOB KOXH, IIOJIBEPKEHHBIX BO3JEHCTBUIO
JIEKapCTBEHHOTO TpenapaTa B XOJ€ UCCIENI0BaHUS, HE3aBUCUMO OT IPOJOJKUTEIbHOCTH
BO3/IEHCTBUSI JIEKAPCTBEHHOT'O TIpernapara UCIOJIb3YIOT JTUTENbHOCTh BO3IEUCTBHS TO3bI OT
0,25 no 6,0 yacoB, a Takke €€ HaHECEHHWE Ha HEOOpaOOTAHHBIE KOHTPOJIbHBIE YYACTKU Ha
Kaxaoi pyke. Ilockonbky HOcHTENnb (OCHOBA) COOTBETCTBYIONIETO pPedHEPEHTHOTO
KOPTUKOCTEPOUJHOTO JIEKAPCTBEHHOTO TIpemnapara, Kak TpaBWJiO, HEJIOCTYIEH,
HEe0OpaboTaHHBIE KOHTPOJIBHBIC YUACTKH MPEJCTABISIOT CO00M HE0OpaOOTaHHBIE yYaCTKU
KOXKH, a HEe 00JIaCTH KOXH, Ha KOTOPbIe HAHECEH HOCUTENh (OCHOBA).

25. XpoMamMmeTpHrUuecKas OlleHKa (hapMaKOJMHAMHUYECKOr0 OTBETa Ha KOPTHUKOCTEPOUTHBIN
JIEKapCTBEHHBIM Mpenapar [Js MECTHOTO NPUMEHEHHUS IOCJEe KaXXJO0ro HaHECEHUs U



yAaneHus J03bl JICKAPCTBEHHOTO Ipenapara IPOBOAMUTCSA 4YEpe3 pa3Hble IPOMEXKYTKH
BPEMEHH, a HE B OJHOM BpeMeHHdﬁ TOYKE.

26. K 1aHHBIM 0 3aBUCUMOCTH "IJTUTEILHOCTh BO3JEHCTBUS JO3bI — OTBET" MPUMEHSIETCS
NOAXOJl HEJIMHEWHOW MOJENH CO CMEIAHHBIMU 3(@PeKTaMu HJIHM METOJ HPOCTOro
00BbeMHCHNUS JAaHHBIX JUIS OLCHKH BEIMYMHBI momyisunonHod ED,, kotopas Oyxer

CITYUTh TIPUOJIMKEHHBIM 3HAYCHUEM JITTUTEIIHHOCTHA BO3ACHCTBUS O3bI IS TIOATBEPKICHUS
OMO3KBHBAJICHTHOCTH B OCHOBHOM (OIIOPHOM) MCCJICIOBAHHH.

27. UccnenoBaHus MPOBOASTCS C ydacTHeM 12 cyOBEKTOB.

28. [Ipu HanTU4YMKM HECKOIBKUX JO3UPOBOK, MIIOTHOE U OTIOPHOE UCCIICIOBAHUS CICTYyET
MPOBOJIMTH C JIEKAPCTBECHHBIM TIPEMapaToM B MaKCHMAaJIbHOW J03WpoBKe. buoreliBep s
JOTIOTHUTEIBHBIX JTIO3UPOBOK B HCCIIENOBAHUSAX OMOAKBUBAJICHTHOCTU ISl O0Jiee HUBKUX
JO3UPOBOK JEPMATOJIOTMYECKOTO KOPTUKOCTEPOUIHOTO JIEKAPCTBEHHOIO Mperapara Jjis
MECTHOTO IPUMEHEHUS Pa3pemaeTcs MPUMEHSITh TP BHIMOJTHEHUH 2 YCIIOBHIA:

MOJIYYEeHBI MOJOKUTETBHBIE PE3YJIbTAThl U3YUYEHUsI OMOIKBUBAJICHTHOCTH Y YesioBeKa (in
Vivo) Juisi 00JbIIeH TO3UPOBKU JICKAPCTBEHHOTO IIpenapara;

MPEICTAaBICHBI JaHHBIE O COMOCTABUMOCTH COCTaBa BCIIOMOTATEIbHBIX BEIIECTB OoJee
HU3KHX JO3UPOBOK HCCIECIYEMOro JIGKapCTBEHHOTO Tpernapara ¢ COOTBETCTBYIOIIUMHU
JT03UPOBKaMU pedepeHTHOTO JICKApCTBEHHOr'O0 TpermapaTta Kak B OTHONIGHHH HUX
Ka4eCTBEHHOr0 cocTasa (mapamerp Q,), Tak ¥ B OTHOLICHHH KOJIHYCCTBCHHOTO COACPIKAHHS

Ka)KJI0ro KOMIIOHEHTa cocTaBa (mapamerp Q).

[Ipu HeBbITIOTHEHUH TPEOOBAHMI COMOCTABUMOCTH COCTaBa BCIIOMOTATENbHBIX BEIIECTB
no mapamerpam Q, u Q, ams Oojee HU3KHX JO3MPOBOK HCCIELYEMOrO JICKAPCTBECHHOTO

npenapara 10 OTHOIICHUIO K COOTBETCTBYIOIIUM JIO3UPOBKaM pedepeHTHOro
JIEKapCTBEHHOTO Tpernapara MpUMEHEHHEe OWOoBeiBepa sl JOMOJHUTENBHBIX JO3HUPOBOK
BO3MOKHO TOJIbKO TpPHU MPEJCTABICHUU 3asBUTEIEM OOOCHOBAHUS OTCYTCTBUS BIUSHUS
pa3HUIbl COCTaBOB Ha 3(Q(PEKTUBHOCTh M OE30MACHOCTh MPUMEHEHHS HU3y4aeMbIX
JIEKapCTBEHHBIX MpEnapaToB.

2. Kpurepnn BKIIIO9€HHS CYOBEKTOB B HCCIICOBAHHE

29. Ilpu nnaHUpPOBaHUU U MPOBEIACHUU HMCCIIEIOBAHUS HCIONb3YIOTCA CIEAYIOIINE
KPUTEPUHU BKIIOUYEHHS CYOBEKTOB B MCCIIEIOBaHHE:
a) cCyObeKT uMeeT BepudUIIMPOBaHHBIN TUArHo3 "310poB";

0) y cyObekTa HabJI01aeTCsl BRIPAXKEHHOE CY)KEHUE COCYJIOB B OTBET Ha NMPUMEHEHHE
KOPTHUKOCTEPOUTHOTO JIEKAPCTBEHHOTO Ipermapara Uisi MECTHOTO JeUCTBHS (CyOBEeKT,
OTBETHUBIIUI HA JICUCHUE),

B) HaJM4ue MOANUCAHHOTO UHHOPMUPOBAHHOTO COTJIACUS CYOBEKTa;
I') TOTOBHOCTb CyOBEKTa COOJII0/IaTh YCIOBUS MPOBEACHUS UCCIIEOBAHMSL.



3. Kputepuu HeBKItOUEHUS] CyOBEKTOB B UCCIEOBAHUE U KPUTEPUU HCKIIOUCHUS
CyOBEKTOB U3 UCCIIEI0BaHUS

30. IIpu mraHUpOBaHUM U TPOBEJICHUM HMCCIICIOBAHUS WCIOIB3YIOTCA CIETyIONINe
KPUTEPUU HEBKIIOUCHHS CYOBEKTOB B HCCIICIOBAaHUE (2 TaK)Ke KPUTEPUH HCKITFOUCHUS W3
HCCIICIOBAHUS):

a) KJIMHUYECKW 3HauuMmas apTepuaibHas TUIMEPTEH3HUS WUIU OOJE3HU CHUCTEMBbI
KpOBOOOpAIlICHHUS;

0) KypeHue B TeueHHe | Helenu 0 Havaia UCCIIeIOBaHUS U BO BPEMsI CCIIC/IOBAHUS;

B) notpebienue 6osnee 500 Mr kodernHa B IeHb 10 Havalla WJIK BO BpeMsl UCCIEI0BaHUS (
garka Kode CoIepKUT OKoJo 85 Mr kKodenHa);

I') KJIMHAYECKY 3HAYMMasl aJIKOTOJIbHAS MJIH HAPKOTHUYECKask 3aBUCUMOCTh B aHAMHE3E;

71) WCTIOJB30BaHUE JCPMATOJOTHYECKUX JICKAPCTBEHHBIX MPEMApPaTOB ISl MECTHOTO
NpUMEHEHHSI, HAHOCUMBIX Ha TEPENHIO TOBEPXHOCTh NpeAIieunii (BKIOUYAs
MpEAIIECTBYIONIEe HAHECEHWE KOPTHUKOCTEPOUTHOTO JIEKApCTBEHHOTO TMpenapara s
MECTHOTO MPUMEHEHHs Ha OMPENIETICHHBIN y4acTOK KOXH B Xojie (papMaKkoAMHAMUYECKOTO
MCCJICIOBaHMs ) B TeUeHUe |1 MecsIa 10 Hadajia UCCIICIOBAHNS;

€) HeXeJaTeIbHbIe PeaKIMd Ha KOPTUKOCTEPOUIHBIC JICKAPCTBEHHBIE IMpenapaThl
MECTHOTO WJIH CHCTEMHOTO JICHCTBHS,

K) moboe 3a00JeBaHNe B aHAMHE3E€ WM B HACTOsAIIEe BpeMs (BKJIOUYas aKTUBHBIN
JEPMATUT) WM JII000€ APYroe AepMaTOIOrHYECKOe COCTOSTHUE, KOTOPhIE MOTYT CYIIECTBEHHO
MOBJIUATH Ha (hapMaKOAMHAMUYECKUN OTBET Ha BBOJIUMBIH JICKAPCTBEHHBIN Mpemnapar;

3) HEOOXOAMMOCTD YAAJICHUS C MEPEAHNX MOBEPXHOCTEN MpeAIieynii CyObeKTa BOJoc, He
MO3BOJIAIOIINX 00ECIEYNTh HAHECEHNE COOTBETCTBYIOIICH 036! JIEKApCTBEHHOTO IpermapaTa
Ha TTOBEPXHOCTH KOXH;

W) MPUMEHEHHE CYOBEKTOM JIOOBIX Ba30aKTHUBHBIX JICKAPCTBEHHBIX IPEINapaTosB,
CIIOCOOHBIX TIOBIUATH Ha KPOBOTOK (Ba30KOHCTPUKTOPOB WJIM Ba30qUIATaTOPOB),
HE3aBHUCHUMO OT TOPSIIKa OTIYCKa 3THUX JICKAPCTBEHHBIX MpenapaToB (MO penenty uiu 0e3
perterita). IlpumepamMu Takux JIEKaPCTBEHHBIX MPEMAPATOB SBISIIOTCS HUTPOTIIUIICPHH,
TUMIOTEH3MBHBIE M AHTUTUCTAMUHHBIE JIEKapCTBEHHBIE MpemnapaThl, HECTEPOUIHBIC
MPOTUBOBOCIIAIUTENIBHBIC TIpenapathl (B TOM YHCJIE aCTUPHH), CHPOIBI OT KAl WU
CUPOIIBI JIJII CUMITOMATHYECKOTO JIEYEHUS OCTPOM peCcrUpaTOpHON BUPYCHOU MH(EKIUH,
coJiepKalire aHTUTHCTAMUHHBIC ACHCTBYIONUE BelecTBa U (Win) (GEHUIPOIIaHOJIaMHUH, a
TaK)Ke JIEKapCTBEHHBIE TMperapaThl coAeprKaiiie GeHTOIaAMUH;

K) J11000€ OYEBUHOE Pa3IUYHE B IIBETE KOKHU PYK CyOBEKTa.

4, Orpammenml B OTHOIICHHUHA CYG’BCKTOB BO BpEMA HCCIIEOAOBAHHUA

31. Bo Bpems ucciaeaoBaHusi B OTHOLIEHUU CYOBbEKTOB YCTAaHABIMBAIOTCS CJIEAYIOLINE
OTpaHUYCHUS:



a) HEe JIOMyCKarTCs pu3nueckas Harpy3ka Ha pyKH, a TaK)Ke UHTCHCHBHas (U3HYecKas
Harpy3ka Ha OpraHHu3M B LIEJIOM;
0) He JoIycKaeTcsl MPUHNUMATh BaHHY WM Il B TIEPUOJ HAHECCHHS JIEKAPCTBEHHOTO
npenapara u B Iepro/ OLICHKU PEaKIIUU KOXKU;
B) HE JIONYCKAETCSl HAHECEHUE KOCMETUUYECKHUX MPOIYKTOB B BUJIE MITKUX (hOpM (KpEeMOB,
CMATYaIOIIMNX CPEJACTB WA aHAIOTUYHBIX MPOAYKTOB) Ha MPEAIUIEYbs B TEUEHHUE 24 4acoB A0
HayaJla UCCJIEA0BAHMS U B TEUEHUE BCETO MEPUOA UCCIEIOBaHUS.

5. CxkpusHT CyOBEKTOB, OTBETHBINHUX HA JICICHHE

32. BkiroueHue B HCClEJOBaHUE CYOBEKTOB, HE OTBETHUBIIMX HA JICYEHUE, CHHXKAET
BO3MOXHOCTh OOHApy>XUTh MO pe3yJibTaTaM HCCIIEIOBaHUS WCTUHHBIE PA3IUUYUi MEKIY
uccienyeMbiM U pedepeHTHBIM JIEKapCTBEHHBIMU MpernapaTaMH, €CJIU OHU CYIIECTBYIOT.
[To3TOMY B MMJIOTHOE MCCIIEIOBAHUE " MIIUTEIBbHOCTh BO3JIEUCTBHS 103bI — OTBET' M OIMOPHOE
ucclieloBaHue OMOIKBUBAJIEHTHOCTH HEOOXOAMMO BKJIIOYaTh TOJBKO CYOBEKTOB,
OTBETHUBIIIKMX HA JICYCHUE.

33. KonnuecTBeHHas OlIEHKA MOOJEAHEHUSI KOKHU B MUIOTHOM U OCHOBHOM (OTIOPHOM)
HCCIIEIOBAHUSX C TTOMOIIBI0O XpoMaMeTpa cuuTaeTcs Haubosee npuemiaeMon. OgHako u3-3a
nuckperHocTy O6amibHOU mKanbl (0 — 3 uiu 0 — 4 6aioB) /ISl BU3YalIbHOTO CUMTHIBAHUS
ompejeieHue craryca CyObeKTa, OTBETHUBIIETO Ha JICYECHUE, MOXKET ObITh OCHOBAHO Ha
BU3YyaJIbHOM olieHKe. [Ipenaraemasi JIUMTEeIbHOCTh BO3ACHCTBHUA JA03bl cOCTaBiseT 4 yaca (
st ipeniapatoB 11 rpynmbel akTHBHOCTH) MJIM 6 YacOB C OLICHKOM MOOJIETHEHUSI KOKU Yepe3
2 Yaca mocie yaajneHus JIeKapCTBEHHOTO mpernapaTa. Y cyObeKTa, OTBETHBIIIETO Ha JICUCHHE,
IIPU BU3yaJbHOM OLIEHKE LIBETA KOYKU YCTAHABIMBAECTCS U3MEHEHHUE LIBETA [0 MEHBIIIEN Mepe
Ha | equHULy.

34. UToOBbl COXpaHUTh yYacCTKHM KOXKH Ha TpeaIiedbe sl HUCTOJIb30BaHUS B
HACCIEOOBAHUIX 3aBUCUMOCTH " IIINTENBbHOCTh BO3ACHCTBHA T03BI — OTBET' M MCCIICIOBAHUSIX
OMOYKBUBAJICHTHOCTH, /IS OMpPEICICHUsI CTaTyca CyObeKTa, OTBETHUBIIETO Ha JICUCHHE,
WCCIICIOBAHUS TPOBOJSATCS HA JPYTUX YUACTKAX.

35. B otuer 00 uccrnemoBaHUM HEOOXOAWMO BKIIOYUTH KPUTEPHUHU OMNpPEICIICHUS
CyOBEKTOB, OTBETUBILIKX HAa JieueHUE (BKJIOYAs JJIUTEIbHOCTh BO3JEHCTBUS J103bl, BETUUUHY
OTBETAa U yKa3aHUE MCCIEyeMOro ydacTka Koxu). Ctaryc cyObeKTa, OTBETHUBIIErO Ha
JICYeHHE, MOXKET OBITh TaK)Ke MOATBEPKJEH YYaCTHEM B MPEIIIECTBYIOIIEM UCCIEIOBAHUU C
AHAJIU30M CYXKEHHS COCYOB.

6. Bamaanusa npenyM3HOHHOCTH aHAMTHIECKOH METOIUKHU

36. Banupanus nperu3nOHHOCTH aHATUTUYECKON METOJIUKHA BHYTPH y4acTKa KOXKHU WU
MEXy y4acTKaMU JIOJDKHA OBITh JOKyMEHTHUPOBaHa Y 4 — 6 CyObEKTOB, COOTBETCTBYIOIIUX
KPUTEPUSAM M OTPAHUYEHUSIM, W3JIOKEHHBIM B MoApaszfenax 2 — 4 HACTOSIIEro pasjelna.



Cnenyer BbIOpaTh 4 HE0OpaOOTAaHHBIX KOHTPOJIBHBIX yYacTKa Ha KaXJIOW TMeperHei
MMOBEPXHOCTH Mpearieubs. YeTblpe MoKa3zaHus XpoMaMmeTpa CIEAYET CHATh ISl KaKIOoro
y4acTka B TeueHue 1 yaca.

37. BanunanmoHHOE MCCIIEAOBAHUE TOATBEPKIACT MPUEMIIEMYIO TTPEIU3UOHHOCTD C
MCITOJIb30BAaHUEM XpOMaMeTpa JJisi U3MEPEHUS CTEMEeHU TMOOIeTHEHUS KOKH OpTraHu3aIueH,
IPOBOJISIIEH uccienoBanne OUOIKBUBaICHTHOCTU. MccnenoBanne He0OX01UMO MPOBECTH 0
BBEJICHUS JIEKAPCTBEHHOTO Mpernapara.

38. Pe3ynbpTaThl HEOOXOIMMO M3JI0KHUTH B OTUYETE O MIJIOTHOM HCCIICIOBAHUH (€CIIA TaKoe
HcclieIoBaHUE TTPOBOAUIIOCH), a TAKXKE B OTUET€ 00 OCHOBHOM (OMOPHOM) MCCIETOBAHUU
OMOPKBUBAJICHTHOCTH 1N VIVO.

7. OKKIIIO3HOHHOE U HEOKKITIO3HOHHOE HAaHECEHUE JICKAPCTBEHHBIX IIPENapaToB

39. Uudopmarus 0 KOPTUKOCTEPOUIHBIX TpenapaTax JJIsi MECTHOTO NMPUMEHEHUS
JOMYCKAEeT HCMOJIb30BAaHWE OKKIKO3MOHHOW MOBSA3KM B TEpPANUU ICOpHA3a WIM TPYIHO
NONJAIOIINXCA JIeueHHUto 3aboneBaHuil. B  uHpopmanuum o0 KOPTUKOCTEPOUIHOM
JIEKapCTBEHHOM Tipemnapare (oOmeld XapaKTepUCTHKE JIEKapCTBEHHOTO Ipernapara,
MHCTPYKIIUU M0 METUIMHCKOMY MPUMEHEHUIO) MPUBOASATCA CBEACHUS O BO3MOXHOCTH WU
HEJIONYCTUMOCTH MCIOJIb30BAHUS JAHHBIX JIEKAPCTBEHHBIX MPEMAPATOB C OKKIIFO3MOHHBIMU
noBsa3kamu. Eciau B uHbopmanuu o pedepeHTHOM KOPTHUKOCTEPOUIHOM JIEKAPCTBEHHOM
rpernapare yKa3aHo Ha JOMYCTUMOCTb MCIOJIb30BAHUSI OKKJIFO3WMOHHOW MOBSI3KU, MUJIOTHOE
UCCIeIOBaHUE "JUIUTEIbHOCTh BO3JEHCTBUSA /03Bl — OTBET" M OCHOBHOE (OMOPHOE)
UCCJeI0BaHNEe OWMOAKBHBAJICHTHOCTH IN VIVO MOTYT MPOBOJIUTHCS C HUCIOJIb30BAHHUEM
OKKJIFO3UOHHOM MOBS3KU. OAHAKO TAaKUE MCCIIEIOBAHUS HE SIBISIOTCSA MPEANOYTHTENBHBIMU,
MIOCKOJIBKY aHAJIN3 paHee MPOBEJACHHBIX MUJIOTHBIX HUCCIIETOBAHUMN MMO3BOJISET MPEANIOI0XKHUTh
, 4TO B TakMX ycnoBusx BeanuuHa EDg, (ZIMTENBHOCTH BO3NCHCTBUS MO3BI IS

HCIIOJIb30BaHUS B OCHOBHOM (OTIOPHOM) HCCIICIOBaHWM) OyJeT YMEHBIIATHCSA IO Mepe
YBEIIMUCHUSI aKTUBHOCTU KOPTHUKOCTEPOUIHBIX JEKAPCTBEHHBIX IMPEMapaToB JjIsi MECTHOTO
npuMeHeHus. OlleHKa 3aBUCUMOCTH "MJIMTENBHOCTh BO3JCHCTBUS 103bI — OTBET" TpeOyeT
JAHHBIX MCHBIICH [UIMTEIPHOCTH BO3AedcTBHs 103bI, 4eM EDg,. OueHb kopoTkas

JUTUTENBHOCTh BO3AEHCTBUS 03Bl BBI3BIBAET CJIOKHOCTH MPU MPOBEICHUU UCCICIOBAHUS U
CIOCOOCTBYET BBICOKON BapuaOeNbHOCTH OTBETA. Takum 00pa3oM, NPUMEHEHUE OKKIIO3HH
11eJIeCO00Pa3HO TOJIBKO ISl JIGKAPCTBEHHBIX MPENapaToB ¢ 00jiee HU3KOW aKTUBHOCTHIO (
Harpumep, 11 VI u VII rpynn aktuBHocTr). ECiin OKKITI031sI UCIIOJIB3YETCS 17151 MUJIOTHOTO
VICCJIEIOBAHMSI, T€ K€ YCJIOBHS CJIEIYET UCIOJIb30BaTh B OCHOBHOM (OIIOPHOM) HCCJIEI0BAHUH

8. CiocoOb1 HaHEeCEHUS U yJAJICHAS JIEKAPCTBEHHBIX IPENapaToB



40. B muia0THOM M OCHOBHOM (OTIOPHOM) HCCIIEIOBAHUAX MpHUEMIIEM 000 u3 2
criocoO0B HAHECEHUS U YJaJIeHUs JIEKapCTBEHHOTO Mpernapara:

a) pa3HECEHHOE 10 BpEMEHHM HAHECEHHUE M CUHXPOHHOE yJaJICHUE, KOT/1a JICKapCTBEHHBIN
npenapaT HaHOCUTCS Ha YYaCTKHU KOXKU B Pa3HOE BpeMs, a yJaIseTcs B OJHO U TO ke BpeMs.
[Tocne CHHXPOHHOTO U3MEPEHHSI UCXOJTHOTO YPOBHS CY>KEHUSI COCYIOB 00pa3libl mpemnapara
Ha”HocsaTcs 3a 6; 4; 2; 1,5; 1; 0,75; 0,5; 0,25 yaca 10 CMHXPOHHOIO YJaJICHUS BCEX
HAaHECEHHBIX 00pa3IoB mpemnapara ¢ koxxu. OleHka nodaeAHEeHUs KOXKHU MPoBoAUTCS uepes 0
(B MOMEHT BpEMEHHU HEIMOCPEACTBEHHO TOCIe yaalleHus mpemnapara); 2, 4, 6, 19 u 24 yaca
MocJie yJlajJeHus mpernapara;

0) CHHXpOHHOE HaHECCHHE U Pa3HECEHHOE 110 BpEMEHH yIaJICHHE, KOT/1a JICKAPCTBCHHBIN
rpernapaT HaHOCHUTCSI Ha YYaCTKU KOXKU B OJTHO M TO e BpeMsl, a yAAISIETCS B pa3HOE BpeMs.
[Tocne CMHXPOHHOTO U3MEPEHHS UCXOTHOTO YPOBHS CY>KEHUsSI COCYIOB 00pa3libl mpemnapara
OJIHOBPEMEHHO HAaHOCATCS W 3areMm ynaisitorcs ciycrs 0,25; 0,5; 0,75; 1; 1,5; 2; 4; 6 yacos
nocje HaHeceHus. OneHka noOJieTHEHUsT KOKU MPoBoaUTCs depes 6, 8, 11, 24 u 28 yacos
MOCJIe HAaHECEHHUs Mperapara.

9. CranmapTH3anusa akTHBHOCTH CyOBHEKTOB HCCIIEIOBAHAA, BO BPeMs YIaCTHA B HCCIIEIOBaHAN

41. Bce aTambl ¥ MPOUEAYypHl UCCIENOBAHUSA Yy CYOBEKTOB JOJKHBI HAYUHATHCS
MPUOIM3UTEIIBHO B OJTHO M TO K€ BPEMS KaXbli JI€Hb (JOMYCTUMBI OTKJIOHEHUS B TIpejieiax
1 gaca).

JloJbKHA TIPOBOJUTHCS MPOBEPKA COOJIOACHUS JOCTATOYHOTO OTMBIBOYHOI'O TIEpHOJa
OTHOCHUTEIIbHO HEPA3PEIICHHBIX JICKAPCTBEHHBIX MPENapaToB.

42. Ilpeanneuybe cyObEeKTa HCCIEAOBAHHS IOJDKHO OBITH CBOOOJHO OT JIIOOBIX
3arpsiI3HEHUN WM TBEPABIX YaCTHI], KOTOPbIE CIOCOOHBI MPEMSITCTBOBATh HaJICKAIIEMY
HAaHECEHUIO JICKAPCTBEHHOTO TMpernapara WM OleHKe (PapMaKoJWHAMHYECKOTO OTBETA.
[IpoBOAUTE OYMILIEHUE KOXH HE PEKOMEHAYETCS M3-3a BO3MOYKHOTO BIIMSIHHUSI HA MPOLIECCHI
abcopOIuu JEHCTBYIONIETO BEMIeCTBA U (PapMaKOIMHAMUYECKUNA OTBET Ha JIEKAPCTBEHHBIM
npenapar. [Ipy HEOOX0AMMOCTH OUYHUIIIEHHE HEOOXOAUMO MTPOBECTH HE MEHee 4eM 3a 2 yaca
0 HAHECEHHUs JIEKapCTBEHHOrO mpenapara. Eciu O4YHIEHHE KOXHU IPOBOAUIIOCH, TO
uH(pOpMaIIHs O €ro MPOBEACHUH JI0JKHA COACPKATHCSA B OTUETE 00 MCCIIEOBAaHUU.

43. BHe 3aBUCUMOCTH OT yCJIOBHUU MPOBEACHUS MCCIIEIOBaHUA (C OKKIIO3Ue win 0e3
OKKJIFO3UM) PEKOMEHIYeTCsl MCIOJIb30BaTh 3alIUTHOE CPEICTBO, HE co3paroiiee dddexra
OKKJIFO3UOHHOW TOBS3KH, JJs TPEAOTBPAIICHUS pa3Mas3blBaHUs WM yJIAJICHUSA
KOPTUKOCTEPOUIHOTO JIEKAPCTBEHHOI'O Mpernapara JJjisi MECTHOTO INPUMEHEHMUS C ydacTKa
koxku. Crnenyer 3a00TUTHCA O HEAOMYIICHUH KOHTAKTa MEXIY 3alllUTHBIM MaTepuaioM U
T00BIM JIEKAPCTBEHHBIM TMPEMapaToM C IEJIbI0 MPEAOTBpAIleHUs HEMpeIHaMEPEeHHON
KOHTaMUHAIUM HEOOpaOOTAaHHBIX KOHTPOJBHBIX YYACTKOB WJIM JPYTHX HCCIETyEeMbIX
YYaCTKOB.



44. Y9acTKU KOXU JOJKHBI OBITh YJAJICHBI OT JIOKTEBOW SIMKH WJIH 3aISICThS 110 MEHBIIEH
Mepe Ha 3 — 4 cM.

45. PedepeHTHBIN JIEKapCTBEHHBIN MpenapaT HAHOCUTCS HAa yYaCTKU KOXKU OJMHAKOBOU
IJIOMIAAN TepeHuX (BHYTpEHHUX) oOsiacTed mpenmieunit. [lpenaraemas JIUTENBHOCTD
BO3JCHUCTBUS J03bI JJIsI IMJIOTHOTO HccaeaoBanus coctapiget 0,25; 0,5;0,75;1;1,5;2;4u 6
4acoB, HO MOXET MEHATHCA B 3aBUCHUMOCTH OT HCCIEAYEMOTO KOPTHKOCTEPOUIHOIO
JIEKapCTBEHHOIO Tpernapara. 8 103 JIGKaApCTBEHHOTO mpemnapara (To €CTh 8§ y4aCTKOB KOXKH C
HAaHECEHHBIM JICKAPCTBEHHBIM IMpENnapaToM (aKTUBHBIE YYACTKH KOXKH)) JIOJKHBI OBITH
MIOPOBHY pacnpeieNIeHbl MeXIy 2 pyKaMH CyObeKTa UCCIIe0BaHUM.

46. KonnuecTBo JIGKAPCTBEHHOTO TMIpenapara, pa3Mep yyacTka KOXH, a TaKXKEe PacCTOsTHUE
MEXIY Y4YaCTKaMH [IOJDKHBI OMNPEAEIATHCS HCCIENOBATEIbCKUM IIEHTpOM. B pamkax

MCCIIEIOBAHMS UCIIONB3YIOTCS 1036l 2 — 10 Mr/cm? IIOBEPXHOCTHU KOXKHU U YYACTKU TUaAMETPOM
1 cMm, eciau creuuasbHO HE OOOCHOBAHO MHOE. YYacTKM JOJDKHBI pacrojararbCcsi Ha
pacCTOAHUM 2,5 CM MEXIYy LIEHTPaMU B PsiJl WIA B IAXMAaTHOM IOPSAJIKE B 3aBUCUMOCTH OT
MIPUTOJHOCTH MMOBEPXHOCTH KOKH (HAallpuMep, BaCKyJISIpU3aLUU, HATUYHS POAUHOK U T. 1.) U
IuHBl pyku. HeoOXoauMo HMCKIIOYUTh W3 aHalM3a JaHHBIX CYOBEKTOB, Y KOTOPBIX
COCYOCYKHBAIOIIME OTBETHI 2 COCEAHUX YYACTKOB NEPEKPHIBAIOTCS M HUCCIENOBATEND HE
MOXET PA3JIUYUTh COCYNOCYKUBAKOLINN OTBET HA KaXJAOM MCCIIENYEMOM Y4YaCTKeE.

47. BxatouyeHue cyObeKTa B HCCIIEIOBaHME Ha OCHOBE M3MEPEHUM XpomaMeTpa
MPOBOAMUTCSA MOCIIE OLIEHKU XpPOMaMeTpOM 2 HeoOpabOTaHHBIX KOHTPOJBHBIX YUYaCTKOB KOXKH
HA KOKIOH pYyKE.

48. Y4acTku, Ha KOTOPbIE HAHOCATCSA § 03 C PA3JINYHOU JIUTEIIbHOCTHIO BO3AEUCTBUS, U
4 KOHTPOJBHBIX HEOOPaOOTAHHBIX Y4yacTKa CIydallHBIM 00pa3oM pachpeaessioTcs Cpeau
BBIOpaHHBIX y CyObeKkTa 12 y4yacTKOB, IPU 3TOM Ha KaxJoW pyke CcyObeKTa JOJKHBI
pacrionaratbCs 6 y4acTKOB: 2 HeoOpaOOTaHHBIX KOHTPOJBHBIX y4dacTka U 4 ydacTka ¢
HAaHECEHHBIM KOPTUKOCTEPOUIHBIM JIEKAPCTBEHHBIM MPENapPATOM.

49. B uccnenoBaHusX ¢ BU3yaJIbHOU OIIEHKOW HE TpeOyeTcs BhbIJETICHNE KOHTPOIbHBIX
HE0OpaOOTaHHBIX YYACTKOB, ITOCKOJIBKY OLIEHMBAaHUE MPEIoaraeT BU3yajbHOE CpAaBHEHUE
00pabOTaHHOTO y4acTKa U OKPY>KaIOLIEH KOXHU. § 103 KOPTUKOCTEPOUIHOTO JIEKAPCTBEHHOTO
npernapara ¢ pa3JIMuHOMN JIMTEIbHOCThIO BO3/ICHCTBUS CITydYailHBIM 00pa3oM pacipeenstoTcs
MEXIy IBYMS pyKaMu CyOBEKTa, MPU ITOM Ha KaXKJ0H pyKe cyObeKTa JOJKHO ObITh 4
y4acTKa C HAHECEHHBIM KOPTUKOCTEPOUIHBIM JIEKAPCTBEHHBIM IIPENapaToM.

50. Ilepen uzmepenrem (papmMakoJMHAMUYECKOTO OTBETA B KOHIIE TIEproAa HAOIIOICHHS
OCTABILIMMCS II0CJIIE HAHECEHUS KOPTUKOCTEPOWIHBIM JIEKAPCTBEHHBIM Ipernapar s
MECTHOTO NPHUMEHEHHUsS ClIelyeT aKKypaTHO YJaldUuTh C MOBEPXHOCTH KOXH JIIOOBIM W3
CIICTYIOIINX CIIOCOOOB:

a) 3 mocienoBaTeIbHbIX MPOMOKAHUS CYXUM BaTHBIM TaMIIOHOM JUJISl yAaJIEHUS OCTaTKOB
JIEKapCTBEHHOro npemnapara. J[aHHbld crioco0 MPUTOJEH NPH HAHECEHHH JIEKapCTBEHHOTO



npemnapara B pa3HOE€ BpeMs C MOCIECAYIOIIMM CUHXPOHHBIM YNAJIEHUEM, a TaKke IpH
CUHXPOHHOM HaHECEHUU KOPTUKOCTEPOUTHOTO JICKAPCTBEHHOTO Mpernapara Ha BCE YUaCTKHU C
MOCJEAYIOIIUM yAAIICHHUEM Yepe3 Pa3Hble TPOMEKYTKH BPEMEHU;

0) mpOMBIBaHHE BCEX YYaCTKOB KOXXH MATKUM MOIOIIUM CPEJICTBOM M BOJIOW,
MIPOMOKAHUE JOCYXa YYaCTKOB HEaOpa3UBHBIM MOJOTEHIIEM U BHICYIIMBAHUE HA BO3AYXE B
TEYEHUE, 10 MEHBIIEH MEpe 5 MHUHYT IEpeJ] OLECHKOW. EcCiu CmycTss 5 MHUHYT Ha KOXeE
cyObeKkTa OOHApYXMBAKOTCA BUAMUMBIE KOXHBbIE 3(PQEKThI, CBSI3aHHBIE C MPOMBIBAHUEM,
TpeOyeTcsa Oombllie BPpEMEHHM A0 OLEHKHU. J[aHHBIM Ccrmoco0 MpUrojeH MpU HAHECEHUH
KOPTUKOCTEPOUIHOI'O JIEKAPCTBEHHOI'O0 IIpernapaTta B pa3HOE BpeMs C MOCIEIYIONIUM
CUHXPOHHBIM YynasieHueM. OUHMCTKa MHOBEPXHOCTU PYK MNPOBOJUTCS C MNPUMEHEHUEM
MHUHUMAJIBHOTO KOJIMYECTBA MSTKOTO MOIOIIEro CpeacTBa (Hampumep, | Kars >KUJIKOTO
MOIOIIIETO CPEJICTBA BCIICHUBAETCS HA BIAXKHON MOBEPXHOCTH PYK, a 3aTEM CMbIBAECTCS).

51. Ilpu HaHECEHMU JIEKApCTBEHHOTO IIpEenapara B pa3HOE BpeMs C MOCIEAYIOIINM
CUHXPOHHBIM yJaJ€HUEM Jisl BCEX JIUTEIbHOCTEN BO3JEUCTBUSA J03bI OIIEHKA MCXOAHOTO
[[BETAa KOXHW U TOOJIENHEHUS KOXM Ha KaXJIOM TaKOM Y4YacTKe U HeoOpaOOoTaHHOM
KOHTPOJBHOM Y4YacTKe MPOBOJUTCS B TeueHHe | daca mepej] HaHECEHUEM JIEKAPCTBEHHOTO
rpernapara ¢ HauOoJbIIeH JUTMTEILHOCTIO BO3ICHCTBHS 1036l U ciiycts 0, 2, 4, 6, 19 u 24
yaca Iocjie yJajdeHus JICKApCTBEHHOIO Mpenapara Mo CXeMe COrjacHo npuiioxeHuro No 1.
Touka "0" COOTBETCTBYET MOMEHTY YJAAJICHUS KOPTUKOCTEPOUIHOIO JIEKAPCTBEHHOTO
npenapara.

[Ipu onHOBpEMEHHOM HAHECEHUU KOPTUKOCTEPOUIHOTO JIEKAPCTBEHHOIO Mpernapara Ha
BCE€ YYACTKH C MOCIEAYIOIIUM YJIAJICHUEM 4Yepe3 pa3Hble NMPOMEKYTKH BPEMEHH ISl BCEX
JUTUTEIBLHOCTEN BO3ACHCTBUS /103 OLIEHKA MCXOJHOTO I[BETa KOKHU U MOOJETHECHUS KOXKHU Ha
KaKJIOM TaKOM y4acTKe U HEOOpabOTaHHOM KOHTPOJIBHOM y4acTKE MPOBOJIUTCS B TeUeHHE |
yaca Iepe]i HAHECEHHEM KOPTUKOCTEPOUIHOTO JIEKAPCTBEHHOTO MpernapaTa Ha aKTUBHBIC
yuacTku u cnyctsa 6, 8, 11, 24 u 28 yacoB moclie HaHECEHUS KOPTUKOCTEPOHUIHOTO
JIEKapCTBEHHOTO IIpemnapara mo cxeme coriacHo npuioxeHuro Ne 2. Touxa "0"
COOTBETCTBYET MOMEHTY HaHECEHUSI KOPTUKOCTEPOUIHOTO JIEKAPCTBEHHOIO Mpenapara.

OntumanbHOE BpeMs OLEHKHU JUIS JIFDOOTO METOJa HAHECEHUS U YJIaJIeHUS MOXKET
noTpeboBaTh KOPPEKTHUPOBKU paclnucaHus OmeHKH 3ddexrta majisi KOHKPETHOTO
KOPTUKOCTEPOUJHOIO JIEKAPCTBEHHOTO Iperapara U UCCIEIyeMOro ydacTtka Koxu. Jlns
1000r0 METO/1a HEOOXOAMMO 3aIJIAHUPOBATH BHIMIOJHEHHUE IO MEHBIIIEH MEpe OJTHOM OIICHKH
pesynbTata Mexay 17 u 24 yacamu.

10. A3 JaHABIX B (apMaKOAHHAMHIECKOE MOJEIMPOBAaHHE

52. Tpebyetcs mompaBka MEPBUYHBIX MMOKa3aHUNM XpoMaMeTpa Ui Kaxaoro npodus "
no0JIeIHEHUE KOXKHU — BpeMs" (711 y4aCTKOB C HAHECEHHUEM M KOHTPOJIbHBIX YYacCTKOB 0e€3
HAHECEHUS1) OTHOCUTEIHHO UCXOTHOTO YPOBHSA Ha 3TOM y4acTke. [lokazaHust xpomameTpa AJist
KaXJIOTO Y4YacTKa HAHECEHUS KOPTUKOCTEPOMIHOTO JIEKAPCTBEHHOTrO Iperapara mocle



MOTIPABKH OTHOCUTEIHHO UCXOJHOTO YPOBHSI HEOOXOIUMO CKOPPEKTHUPOBATH MO CPEAHEMY
3HAUYEHUIO U3 2 KOHTPOJIbHBIX YYaCTKOB Ha TOW k€ PYKE C MOMPABKONW OTHOCHUTEIBHO
UCXOHOTO ypoBHs (Tabnuubl 1 — 3 mpunoxenus Ne 4).

Jnd kaxa0oM AJMUTEIbHOCTH BO3JEUCTBUSA J03bl, CKOPPEKTUPOBAHHONW OTHOCHUTEIHBHO
HCXOJIHOTO YPOBHSI U KOHTPOJIbHBIM yuyacTkam (Tabmuusl 1 u 4 npunoxenus Ne 4) ciemyer
paccuuTaTh METOJIOM Tpamneluii o Hy U3 molaaei noa kpusoit oreeta (AUEC):

AUEC [P HAHECEHUU JIEKapCTBEHHOIO IIperapara B pa3Hoe BpeMs € MOCIEAYOIIUM

0-24
CUHXPOHHBIM yJIaJICHUEM;
AUEC ,¢ TIPH 0JHOBPEMEHHOM HAaHECCHHH JICKAPCTBEHHOTO MIperapara Ha BCe y4acTKH

C TMOCIEAYIOINM YyJalleHueM 4Yepe3 pa3Hble MNPOMEXYTKH BpeMeHu. Kak mpaBuiio
paccuutbiBaeTcs AUEC miist HanbombIie JIMTEIbHOCTH BO3ACHCTBUS 03Bl O 28 4acoB
MOCJI€ HAHECEHHUsI JISKAPCTBEHHOT O IIpenapara.

53. Iloaronka KpuBOHW MJisl JaHHBIX "IJIUTEIBHOCTH BO3ACHCTBUS 03bl — Bpems"
MOCPEACTBOM HCHOJB30BAHUSI YCPEAHEHHBIX IO CYOBEKTaM JaHHBIX ISl KaXAou
JUTUTEILHOCTH BO3JEHCTBUS J103bI HE JoIyckaercs. HeobXoauMo oCyIecTBIATh MOATOHKY
KPUBOM MO BCEM pe3yiibTaTaM HaOJI0ICHUI B OTHOIIICHUHU BCEX CYyOBEKTOB.

[IporpamMmmHoe obecriedeHue il MOACTMPOBAHUS TOKHO MO3BOJIATH OlleHUTh ED s0H E

max A 0000MIeHHBIX JaHHBIX 12 cyOBEeKTOB. JJOMyCTUMBI CIEAYIONTNUE METOIBI TIOTOHKA

KpHBOM:

MOJrOHKA KPUBOM B TIPETOI0KEHUN HETUHEHHON MOJIENT CO CMEIIaHHBIMU (P pexkTamu
(momynAIMOHHAsT MOJI€NIb) C HCIOJb30BAHUEM COOTBETCTBYIOUIETO MPOrPaMMHOIO
obecrieueHus (pucyHok 1 mpuinokenus Ne 1). HemumnueitHas mMopaenb co CMeENIaHHBIMU
s pexTamMu yUUTHIBACT BHYTPHU- U MEKUHIUBUIYATbHYIO BApUaOeIbHOCTh;

MOJITOHKA KPUBOM B MPEAIOJ0KEHUM HEJIMHEHHON PErpecCHU METOJIOM HAMMEHBIINX
KBaJpaTOB ¢ 000OIIEHUEM OTJEIbHBIX HAOIIOJCHUN BCEX CYOBEKTOB (METOJ MPOCTOrO
00bEIMHEHUS JaHHBIX).

54. Tlo pe3ynbpTaTaM OIEHKHU JaHHBIX MOJICTUPOBAHUS ONPEISISIOTCS ISl UCIIOJIH30BAHUS
B OCHOBHOM (OIIOPHOM) MCCJICIOBAHUU:

ED o — AVIMTENBLHOCT BO3JICVCTBUS JO3bI, COOTBETCTBYIOIIAS ITOJIOBUHE MAKCUMAIIBHOTO

5
OTBETA;
D, — AmMTeNBHOCT BO3ACHCTBHS J03bI, COOTBETCTBYIOMIAs IPHOIN3UTEIBHO [OTOBUHE
EDy;
D, — M TeNnbHOCTD BO3CHCTBHS 103bI, COOTBETCTBYHOIAS IPHOIM3UTENIBHO YABOCHHOMY
3HadeHnio ED .
Hab6monaemoe 3nauenue ED 50 MOXKET OBITb OKPYIJICHO 10 15 MUHYT JUIS HOJTy4CHUs

3HAYCHUA EDSO’ HCMOJIb3YEMOI0 B OCHOBHOM (OMOPHOM) WHCCIEeIOBaHUU. SIBasieTcs



MIPUEMIIEMBIM TOJTBEPKICHUE 3aBUCUMOCTH "IJIMTENBHOCTh BO3JCHCTBHS J103bI — OTBET",

OCHOBAHHOE Ha Dl’ coctapisronien 0,25 — 0,5 ot nabmonaemoit ED ., n Dz, COCTaBJISAIOINICH

50°
2 — 4 or nabmogaemont EDg,. [Jlnsi aKTHBHBIX KOPTHKOCTEPOMHBIX JICKAPCTBEHHBIX

mpernaparos ¢ Hebonbummu 3HaueHusMuH ED,, HeoOXomuma KOPPEKTHPOBKA OTHX

pekoMmeHaanui. Oty 3HadeHus "oxsareiBaroT" ED ., cocTaBiss nmpubnmsutenbHo 33 % u 67

50°
%, OT MAKCUMAJILHOTO OTBETa COOTBETCTBEHHO U 00Pa3yIOT YyBCTBUTEIBHYIO YacTh KPUBOM "
JUTUTEIILHOCTH BO3JEHUCTBHS O3Bl — OTBET'".

55. 1715t faHHBIX MOTYYEHHBIX BU3YaJIbHBIM METOJIOM, TPOBOAUTCS PacyerT:

riomaau noa kpuBoi addekra (AUEC) mnsa xaxaoro npoduis "cykeHHe CoCyI0B —

Bpems';

3aBUCUMOCTH "IIIUTEIIbHOCTh BO3IEUCTBUS O3Bl — OTBET" B COOTBETCTBHH C TyHKTOM 54
HacTosiux TpeOoBaHuii;

MOKa3aTejeu EDSO’ D1 U D2.

56. Eciu cioHcop miiaHupyeT 00CYIUTh BOIPOCHI, Kacarolrecs: BajJuaalui METOIUKHY,
npoduist "IIUTENBHOCTh BO3IEUCTBUS JO3bI — OTBET" WJIM JIPYTHX ACMEKTOB MUIOTHOTO
UCCIEN0BaHUS "IIMTEIbHOCTh BO3JAEHCTBHS O3Bl — OTBET" 1O MPOBEAECHUS OCHOBHOIO (
OTIOPHOI'0) MCCIENOBAaHUS In Vivo OMOAKBUBAIIEHTHOCTH, COIJIAaCHO MYyHKTy 26 IlpaBun
pErucTpaluu M SKCHEPTU3bl JIEKAPCTBEHHBIX CPENCTB ISl MEAUIMHCKOrO MPUMEHEHUS,
yTBepxkaeHHBIX Pemennem CoBeta EBpasuiickoii 95KOHOMHYECKON KOMHCCHHU OT 3 HOSIOps
2016 1. Ne 78, cnOHCOP KJIMHUYECKOTO MCCIIEIOBAHUS BIPABE NMOAATh JAHHBIE U PE3IOME
pe3yJIbTaTOB NUJIOTHOI'O HCCIEAOBAaHUS B YIOJHOMOYEHHBIE OpraHbl (3KCIEpPTHBIE
D1 5 D2, a

OpraHU3allii) TOCYAapCTB-UJICHOB JJIs MPOBEACHUS dKCIEPTU3bl 3HaueHu ED 500

TaKKe MPEJACTaBUTH MPEIoIaraéMblil MPOTOKOJ OCHOBHOTO (OMOPHOTO) UCCIEIOBAHUS IS
UX OIEHKM B paMKaxX Hay4YHOUW W MpeIperucTpallMOHHON KOHCYJbTAIlMU B COOTBETCTBUU C
3aKOHOJIATEIHLCTBOM T'OCYIapCTB-UJICHOB.

[Ipu nmomade pe3yabTaTOB MUIOTHOTO MCCIEIOBAHUS CIIOHCOP BIPAaBE BKIIOYUTH BCE
JaHHBIE HCCIeqoBaHUsI ¢ OOOCHOBAaHHMEM BCEX CBEJICHUM, HE BKJIIOUYCHHBIX B
(hapMakoTMHAMUYECKUHN aHAJIN3.

CrioHcOp BHpaBe MPUHATH PEIICHUE, YTO yKe 00J1alaeT JOCTATOYHBIMHU CBEJICHUSIMU O
3aBUCHUMOCTH  "IJIUTENbHOCTh BO3JAEHUCTBUSA JO3bI — OTBET" MCCIEIyEeMOTO
KOPTUKOCTEPOUITHOTO JIEKAPCTBEHHOTO Mpemnapara Jisi MECTHOTO NPUMEHEHUs JJIs
IIPOBEICHHS] OCHOBHOT'O (OMOPHOI0) MCCIEeA0BaHUs 0€e3 MUJIOTHOrO HuccienoBanus. JlanHoe

pELIEHUE TOJOKHO OCHOBBIBATHCSA HA HU3BECTHBIX 3HAYECHUAX EDSO’ D, u D2

1
COOTBETCTBYIOIIET0 pe(epEeHTHOIO JICKAPCTBEHHOTO Mpenapara B YCIOBUIX KIMHUYECKOTO
LEHTpa, YTO SBJSETCS HEOTHEMJIEMON YacThl0 MPHUEMIIEMOTO OCHOBHOTO (OMOPHOTIO)
uccienoBanus. B 1ensax omoOpeHust JaHHOTO PEIIeHUs CIIOHCOpP BIpaBe OOpaTUTHCS B
YIIOJTHOMOYEHHbBIE OpTaHbl (3KCIEPTHBIE OPraHU3AIMHU) FOCYIAPCTB-UJICHOB 32 HAYYHOU WU



MpEeAPETUCTPALIMOHHON KOHCYJIbTAllUEN B COOTBETCTBUU C MMYHKTOM 26 IIpaBun peructpannu
Y 3KCIIEPTU3bI JIEKAPCTBEHHBIX CPEACTB JJI1 MEAUIIUHCKOTO TPUMEHEHHS.

q)OpMaT OpEeACTaBICHAS KOMIIBIOTCPHBIX JaHHBIX.

57. llepBuuHble XpOMaMeTPUYECKUE JaHHBIC, CKOPPEKTUPOBAHHBIE OTHOCHUTEIHHO
HCXOJHOTO YPOBHS JAHHBIE, CKOPPEKTUPOBAHHBIE OTHOCUTEILHO UCXOTHOT'O YPOBHS TaHHBIE
HeoOpaObOTaHHBIX KOHTPOJbHBIX y4acTKoB U qaHHbie AUEC nomkHbI OBITH NpECTaBICHBI B

BUJIE OT/AEJBbHBIX (ailioB B TAOJIUYHOM (opmarte (IpUMephI MPEACTaBIEHbI B TPUIIOKEHUE Ne
3).

V. OcHOBHOE (0mOpHOE) HCCiIenoBaHre OHO3KBHBAJICHTHOCTH in Vivo

58. Llenpto OCHOBHOTO (OMIOPHOT0) UCCIIEAOBAHUS SIBISETCS MOATBEPKICHUE B YCIOBHUAX
in vivo OWOPKBUBAJEHTHOCTU HCCIEAYEMOI0 KOPTHUKOCTEPOUIHOIO JIEKAPCTBEHHOTO
mpemnapara COOTBETCTBYIOIIEMY pe(dEpeHTHOMY KOPTHKOCTEPOHIHOMY JIEKAPCTBEHHOMY
npenapaty. B Hacrosmux TpeOoBaHMSIX OINpeNeeHO MUHHMMAalIbHOE OTHOIICHHUE IS
3aBUCUMOCTHU "JJIUTENBbHOCTh BO3JACHCTBUS J103bI — OTBET", KOTOPOE SIBJISIETCS YCIOBUEM
BKJIIOUYEHHSI CYOBEKTOB B aHaldu3 JAaHHBIX. [loaToMy B 11eI0M OCHOBHOE (OMOPHOE)
HCCIIEIOBAHNE MOXKET HAYMHATHCS 0€3 HayYHOTO KOHCYJbTHUPOBAHUS C YIOJIHOMOUYCHHBIMU
opraHaM¥ (3KCIEPTHBIMU OPTraHU3aLUSIMH) TOCYAapCTB-YJICHOB.

1. Tuzaiin uccienoBanms

59. CranmapTHBIM AU3alHOM HWCCJIEJOBaHUS SBIsAETCS (PapMaKoAMHAMHYECKOE
uccieoBaHue OMOIKBUBAJICHTHOCTH C TOBTOPEHUEM JIUTEIBHOCTEW BO3JEUCTBUS
OJTHOKPATHBIX 03 HCCIEAYEMOro U pPedepeHTHOTO KOPTUKOCTEPOUIHBIX JIEKAPCTBEHHBIX
IperapaToB B IpeJesiax OJHOTO [HS M OCHOBAHHOC Ha IOMYJLHOHHOM 3HaueHuH ED.,

YCTAHOBJIEHHOM B IMMJIOTHOM HCCIICIOBAHUH.
60. MuHrManbHOE 3HAYECHHE UHUBUYyaIbHOr0 oTHOIIEHUS noka3areneit AUEC B go3ax
D2 51 D1 U1 peepeHTHOr0 KOPTHUKOCTEPOHUTHOTO JICKAPCTBEHHOI'O Iperapara J0KHO

cocTaBiATh 1,25. COOTBETCTBHE JTAHHOMY KPUTEPHUIO ONPEEISETCS MOBTOPHBIM HAHECEHUEM
pe)epeHTHOr0  KOPTHKOCTCPOUIHOrO JICKapCTBEHHOTO mpemapara B Jo3e D,

COOTBETCTBYIOIIEH NPUOJUZUTEILHO TIOJOBUHE MOMYJSIIMOHHON EDSO’ u D,,
COOTBETCTBYIOIIEH MPUOIU3UTENBHO yABOCHHON oMy siinoHHo ED 50°

61. B uccnenoBanue HeoOxoammMo BKIIOUUTH OT 40 10 60 MPUTOAHBIX K OIEHKE
CyOBEKTOB, TO €CTh YJOBJIETBOPAIOMINX KPUTEPUSIM "CyOBEKT OTBETUBIIUN Ha jieueHue" u "
netekrop” cornacHo nmyHktam 31-34, 68 nHacrosmux TpeboBaHuil.

2. KpuTepny BKIIIOYCHHS



62. B uccneoBaHuM NPUMEHSIOT KPUTEPUU BKIIOUCHUS, ONIMCAHHBIE B MOApa3aeiie 2
paznena IV Hacrosumux TpeboBanumii.

3. Kpm'eplm HC BKIIIOYCHUA CyG'I:eKTOB B HCCIICAOBAHHUC H KpDUTCPHH NCKIIIOYCHHUA CYG’BCKTOB u3
HCCIICAOBAaHHUA

63. B ucciienoBaHuy MPUMEHSIOT KPUTEPUU HE BKIIFOUYECHUS U KPUTEPHUU UCKIIOUCHUS,
omuMcaHHbIe B noapasfeie 3 pazaena [V Hacrosmux TpeboBaHUH.

4. OrparnueHNs B OTHOIIEHWH CyOBEKTOB
BO BpeMs HCCIEOBAHAL

64. MccnenoBaHne MMEET OrpaHUYCHUA, ONMCAHHBIE B mojapasznene 4 pazgena IV
HacTosAmux TpedboBaHUM.

5. CxpuHAHT Cy0bEKTOB, OTBETHUBIIHNX HA JICICHUE

65. MccnenoBanre y4acCTHUKOB Ha OTKJIMK (CKPUHUT CYOBEKTOB, OTBETUBIINX HA JICUCHHE
) onrcaHo B mojapazzene S5 pasznena IV nacrosmux TpeboBanuii.

6. Baymnarmusa npenu3snOHHOCTH AaHATUTHIECKON METOTIKH

66. Banunanuysi npeliu3uOHHOCTH aHATUTUYECKON METOJMKM ONHCaHa B mojapaszjeiie 6
paznena IV Hacrosux TpeboBanmii.

7. CraHmapTH3amUsa aKTHBHOCTH CYOBEKTOB HCCIIENOBAHASA, BO BPEMS YIaCTHA B HCCIIEIOBAHAU

67. CtanmapTusaliusi akTUBHOCTH CYOBEKTOB HUCCJICIOBAHUS, BO BPEMS MCCIIEIOBAHUS
BBITIOJIHSIETCSI B COOTBETCTBUM € TpeOoBaHUAMHU mozpasznena 9 paznena IV Hactosimux
TpeboBanuii.

68. Heobxonumo ciaydailHbIM 00pa3oMm pacrpeensaTh JIUTEIbHOCTH BO3JICUCTBUS
UCCIIETyEMBIX 103, HAHECEHHbIX HA YYaCTKU KOXXH IEpPEHEN MOBEPXHOCTH MpEAIICYUi
KaXJ0ro CyObeKTa COTJIaCHO PEKOMEHJAIMSIM HIKE. YYaCTKU HAaHECEHUsI MOTYT OBITh C
OKKJIFO3UEHN U 0€3 OKKJIIO3UU B COOTBETCTBUM C YKA3AHUSIMU, IPUBEJICHHBIMHU B TTyHKTE 39
HacTosiux TpeOoBaHWM, W pe3yibTaTaM MUIOTHOrO uccienoBanus. [lpu npoBeaeHun
HCCIIEIOBAHUSI HA OCHOBE XPOMAaMETPUUECKUX OLICHOK Ha Ka)XJ0M pyKe Takxke He0OXO0auMO
OCTaBJISITh HEOOPAOOTAHHBIE KOHTPOJBHBIC YHACTKHA KOXKH.

VYyacTku ¢ onpeieIeHHeM JJIUTEIIbHOCTH BO3/IEUCTBUSA J103bl U KOHTPOJbHBIE YYaCTKH HA
KaXKJI0M pyKe JOHKHBI BKIIIOYATh B CEOs:

YYacCTKH C UCCIIETyEMbIM JIEKAPCTBEHHBIM MPENapaToM C JJIUTEIbHOCTHIO BO3ACHCTBUS

7103bI, TPUOIU3ZUTENHHO COOTBETCTBYIOIIEH EDSO’ OmpeNeNieHHON Misi pedepeHTHOrO

JIEKapCTBEHHOTIO Mpernapara B MUIOTHOM UCCIIEIOBAHUM (2 y4acTKa Ha KaxI0u pykKe);



Y4acTKU ¢ pedepeHTHBIM JIEKAPCTBEHHBIM IIPENapaToOM C JUTUTEIBHOCTHIO BO3ACHCTBUSA

J103bl, MPUOIU3UTENBHO COOTBETCTRYIOMENH ED . \, KaK U ISl UCCIenyeMOro JEKapCTBEHHOTO

50°
npenapara (2 ydactka Ha Kaxaou pyKe);

Yy4acCTOK C MEHbBIIIEH JUIUTEIbHOCTHIO BO3ACUCTBUS 1036l pe(hePeHTHOTO JEKAPCTBEHHOTO
npenaparta (1 ygacTok Ha pyKy);

Y4aCTOK C OOJbIIEH JIUTETbHOCTHIO BO3ACHCTBUS 1036l PEPEPEHTHOTO JIEKAPCTBEHHOTO
npenapara (D) (1 ysacrok Ha pyky);

KOHTPOJIbHBIE YUYaCTKH 0€3 HaHeceHMs (2 ydacTka Ha KXY PYKY).

OGriee YuciIo UccieyeMbIX Y4aCTKOB cocTaBisieT 16 (1Mo 8 yuacTKoB Ha KaXI0U pyke). 8
HAaHECEHUU CIIelyeT PaHJOMU3UPOBaTh, KaK yKa3aHO Bbllle. CXeMbl HAHECEHUSI Ha Ka)Iou
PYKe JOIDKHBI OBITH KOMIIGMCHTAPHBI, TO €CTh D, SBISCTCS KOMIUIEMCHTapHbIM D |, y4acTku

HaHeceHUs1 pPedEepPeHTHOro JIEKApCTBEHHOI'O IMpernapara KOMIUJIEMEHTapHbl ydacTKam
HAHECEHUsI HCCIEAYEMOrO JIEKAPCTBEHHOIO Mpernapara, a TAakKe KOMIUIEMEHTapHBI
KOHTpPOJIbHBIE yuacTku. Hanmpumep, HaHECceHUE peEepeHTHOTO JIEKAPCTBEHHOTO Mpernapara Ha
OMpEeNIeICHHbIA yYacTOK KOXXM Ha OJHOM pyKe MpenosiaraeT HaHeceHUe pePepeHTHOro
JIEKapCTBEHHOI'0 IIpernapara Ha COOTBETCTBYIOLIMM YYaCTOK KOXKM Ha apyrou pyke. [Ipu
ONPEAEICHUH y4acTKa KOKM Ha OJTHOM PyKe KaK KOHTPOJIBLHOIO0, COOTBETCTBYIOIINNA YU4aCTOK
Ha BTOPOU PYKE TaKkKE€ CTAHOBUTCS KOHTPOJIBbHBIM.

B kauecTtBe penpe3eHTaTUBHON MOCIEAOBATEIBHOCTH HAHECEHUS JIUTEIbHOCTEN
BO3JICUCTBUSL 703 ISl KaXJOTO KOHKPETHOro CyObeKTa JMOMYyCKAeTCs MCIOJIb30BaTh
CHEAYIOLINMN OPSAAOK:

JIokTeBast aMKa

JeBasi pyka npaBas pyka
D 1 D2

4181 PII

K K

PII 4181

K K

Il PII

D2 D 1

PII 4181
3armsicTbe

IIpumeuanue. U1 — uccnenyemslil iekapCTBEHHBIN MIpenapar;
PIT — pedepenTHBIN TeKapCTBEHHBIH IIpenapar;
K — KOHTpONBHBIN y4acTOK;

69. O0s13aHHOCTBIO CIIOHCOPA SIBIIAETCS OMUCAHKWE TOYHON CXEMBI YYaCTKOB HAHECCHUS
JIEKApCTBEHHBIX MPENapaToB Ha KOXKY, TO €CThb MeauaiabHOe (yJIbHApPHOE) U JaTepasibHOE (
paznaIbHOE) PacloyIOKEHUE YYACTKOB 10 OTHOILIEHHUIO K OCH TeJia, a TAKXKE PacIloIOKEeHHE
Y4YaCTKOB BBIIIE M HUXKE TIO OTHOLLIEHHIO IPYT K APYTY.



70. JIns OLIEHKHU JIMTEIbHOCTH BO3ACHCTBHSA 10361 ED D1 u D2 HCIIOJIB3YETCS METO/I

50°
Pa3HECEHHOI'0 TI0 BpeMEHU HAaHECEHUS JICKApCTBEHHOTO Mpernapara 1 CHHXPOHHOTO YIaJeHUS
WM METOJ CUHXPOHHOTO HAHECEHHUs JIEKapCTBEHHOrO IpernapaTa M Pa3sHECEHHOI'o IO
BPEMEHM YJIaJICHUsI B COOTBETCTBUHM C METOJOJIOTHEH, HCIOJIb30BAHHONW B MHUIOTHOM
VICCJIEIOBAHUH.

[Ipu pazHeceHHOM MO BPEMEHU HAHECEHUHM M CUHXPOHHOM YyAaJCHUM ISl JIIOOOU
JUTUTEILHOCTH BO3JICUCTBUS J103bI U HEOOPAOOTAHHBIX KOHTPOJBHBIX yYaCTKOB HMCXOJIHAS
OIleHKa MPOBOJUTCA B TeueHUEe | yaca mepea HaHECEHHEM JICKapCTBEHHOTO Iperapara ¢
HanOOJBIICH JTIIUTEIHFHOCTRIO BO3AeHCTBUS 1036l U crycTs 0, 2, 4, 6, 19 u 24 yaca mocie
yIajeHus JIiekapcTBeHHOTo mpemnaparta. dakTrudeckoe Bpemsi OyIeT 3aBUCETh OT BPEMEHU
JIO3UPOBAHUSI U UCCIENYEMOTO KOPTHUKOCTEPOUIHOTO JIEKAPCTBEHHOrO Mpenapara st
MecTHOro mpuMeHeHus. Todka "0" COOTBETCTBYeT MOMEHTY YJaJeHHS JICKapCTBEHHOTO
npernapara.

[Ipy CHMHXpPOHHOM HAHECECHHWHM M PA3HECEHHOM I10 BPEMEHM YyJaJCHUM IS JIFOOOH
JUTUTEILHOCTH BO3JICUCTBUS J103bI U HEOOPAOOTAHHBIX KOHTPOJBHBIX YYACTKOB HCXOJIHAS
OIICHKA MPOBOJIUTCS B T€YeHHE | yaca mepej; HAaHECEHHWEM JIEKapCTBEHHOTO IpernapaTra Ha
AKTUBHBIC YYaCTKH, MOOJICTHEHUE KOXKHM OILICHUBACTCS TMOCJE HAHECEHUS JIEKAPCTBEHHOTO
npenapara B touke D, u ciyers 6, 8, 11, 24 u 28 yacos. Pakruyeckoe BpeMst OyIeT 3aBHCETh

OT BPEMEHHU JIO3UPOBAHUS U UCCIEAYEMOr0 KOPTUKOCTEPOUTHOTO JIEKAPCTBEHHOTO Mpernapara
. Touxa "0" cOOTBETCTBYET MOMEHTY HAHECCHUs JICKAPCTBEHHOrO mpenapara. Ecim D, s

OIPEJIEIIEHHOT0 JIEKAPCTBEHHOI'O IIperapaTa COCTaBIsEeT, HaIpuMep, 4 4yaca, nepsasi ociie
MCXOJHOW OlIeHKa MOOJIETHEHNS Ha BCEX YYacTKaX KOXHU C HAHECEHHEM JIEKapCTBEHHOTO
npernapara ¥ KOHTPOJIbHBIX ydacTKax NpoBoauTcs yepe3 4 uaca. s moboro merona
HE00X0AMMO 3aIlJIaHUPOBaTh MO MeHbIlel Mepe 1 orleHky Mexay 17 yacamu u 24 yacamu.

8. AHan3 NaHHBIX M CTATUCTHYECKHI aHAIN3
AHamM3 TaHHBIX

71. Heobxoarma nonpaBka NEPBUYHBIX TOKa3aHUI XpoMaMeTpa s KaX10ro npouis "
no0seHeHne KOXHU — BpeMst" (1Sl yYaCTKOB ¢ HAHECEHHBIM JIEKAPCTBEHHBIM IPENapaToM U
KOHTPOJBHBIX YYaCTKOB 0€3 HAHECEHHMs) Ha HMCXOJIHOE 3HAU€HUWE Ha JAHHOM YYacTKe.
Crnenyer CKOppEKTUPOBAaTh Kbl y4aCTOK HaHECEHHMsI JIEKAPCTBEHHOTO Ipernapara 1mocie
IIOITPABKA OTHOCUTEIBHO MCXOAHOTO YPOBHS IO CPEIHEMY 3HAYEHUIO M3 2 KOHTPOJBHBIX
YY4aCTKOB Ha TOW ke PyKe C MOMPAaBKONH OTHOCUTEIHLHO MCXOIHOTO YpOBHs (Tabmuibl 1 — 4
npusnoxeHus Ne 4 k HactosmuM TpeGoBaHUsIM).

Crnenyer paccuntatb AUEC 11t Kaxa0i CKOPPEKTUPOBAHHOM OTHOCUTENIBHO UCXOIHOTO
YPOBHS JJIUTEIBHOCTH BO3JEUCTBUS J03bl HAa KOHTPOJIBHBIX ydacTKax (Tabmuubl 3 — 6
npuiioxeHust Ne 4):



AUEC(O_2 4) AL HAHECEHH IIPENapaTa B pasHOe BPEMs C MOCIIEAYIOIHUM CHHXPOHHBIM

yAaleHUEM;
AUEC(D2_28) (ot Bpemenu D, 10 28 4acoB) /Uit CHHXPOHHOTO HAHECCHHs Mpenapara ¢

MOCJIEAYIONINM YAAJIE€HUEM B pa3HOE BpEMSI.
B aHanmu3 maHHBIX OMYyCKAaeTCs BKIKOYATh TOJBKO JAaHHBIE "IETEKTOPOB", TO €CTh
cyobexToB, 3HaueHUsT AUEC KOTOpBIX il ABYX JJIUTEIBHOCTEH BO3JEHCTBUS D, u D,

SIBJISIFOTCSI OTPULIATEILHBIMU M KOTOPBIE OTBEUAIOT KPUTEPHIO "MIIUTEILHOCTh BO3JCUCTBUS
7103bI — OTBET", OMMCAaHHOMY B Tabmuile 6 npuioxkeHus Ne 4 u B Tabnuiie 1 npunoxxenus Ne 5.
Kpurepuii " 1uTenbHOCTh BO3IEUCTBUS 1O3bI — OTBET'':

AUEC B moMmeHnT D,
<> 1,2

AUEC B moment D, —

rue:
AUEC B moment D, = 0,5%(AUEC B moment D, (1nesas pyka) + AUEC B moment D, (

nmpaBas pyka));
AUEC B momert D = 0,5%(AUEC B moment D, (1eBas pyka) + AUEC B moment D (

npaBasi pyka)).
72. AHanu3 1aHHBIX IPOBOJUTCS B OTHOLIEHUH CYOBEKTOB C IMOJIHBIM HAOOPOM JIaHHBIX,
TO €CTh C JaHHBIMU O PE3yJIbTaTax JBYKPATHBIX OLEHOK D 1 D, 1 4eThIpeXKpaTHBIX OLCHOK

HCCIIEeyEeMOT0 U peEepeHTHOr0 JEKaPCTBEHHBIX MPENapaToB U KOHTPOJIbHBIX YYaCTKOB.

73. Ouenka OMOSPKBHBAJICHTHOCTH JOJKHA OBITH ocHOBaHa Ha 3HaueHHmsx AUEC,
paccUMTaHHBIX B COOTBETCTBUM ¢ MyHKTOM 71 HacTosamux TpeOoBaHUIl NpU IIUTEIBHOCTH
BO3ICUCTBHS O3B, NPpUOIN3UTENbHO paBHOW ED, mmst mcciaenyeMoro u pehepeHTHOro

JIEKapCTBEHHBIX IpenapaToB (Ha yyacTKaxX, KOTOpbIe YKa3aHbl B IYHKTE 68 HACTOSAIIUX
TpeGoBanuit).

74. HeobxoauMo NMpeCcTaBUTh BCE TaHHbIE UCCIIE0BAHMS, BKIIOUas JaHHbIE CyOBEKTOB,
HE OTBETUBIIMX Ha JeueHue. JloOble JaHHBIE, HE HCIOJb3yeMble B OI[CHKE
OMOPKBHUBAJIEHTHOCTH, HEOOXOAUMO CONIPOBOIUTH OOOCHOBAHUEM (HAIIpUMeEp: "CyObEKT, HE
OTBETUBILIWK Ha JieueHHe", "MepeKpbIBaHUE COCYIOCYKUBAKOIUX 3(PPEKTOB HA COCETHUX
ydacTkax'" u Jp.).

CraTtucTrgeckui aHams3

75. CraTuctrueckuii aHanu3 TpeOyeT MCIHOJb30BaHUS HEMpPeoOpa30BaHHBIX JTAHHBIX,
nockoyibky 3HaueHuss AUEC nna wucciaegyemMoro u pedepeHTHOTO JIEKapCTBEHHBIX
[IPENapaToB, PACCYUTAHHBIE C ITOMPABKOKW OTHOCUTEIIBHO NCXOIHOTO YPOBHS U OTHOCHUTEIBHO



HE0OpaOOTaHHOTO KOHTPOJBHOTO y4YacTKa, KaK MPaBUIIO, SBISIOTCS OTPUIATEIbHBIMU, HO
HWHOTJa MOTYT OBITh U TOJIOKUTEIbHBIMU. Hanuyue MmosIoKUTENbHBIX U OTPUIATEIbHBIX
3HAUYEHUN N30aBIISIET OT UCTIOJIB30BAHUS CTAHAAPTHBIX CTATUCTUIECKUX MpeoOpasoBanuii. He
JOMYCTUMO TMPUMEHSTh TMPHUOIMKEHHBIE METOJABl pacueTa (Hampumep, pacuer
JNIOBEPUTEIILHOTO HHTEpBaJa [J PA3HOCTU CPEIHUX 3HAUYCHUM HCCIENyeMOro U
pedepeHTHOro JIEKApCTBEHHBIX MPENapaToB M BBHIYMCICHHE OTHOIICHUS TPAHMI] JAHHOTO
JIOBEPUTEIILHOTO MHTEpPBaJa M OIEHKU CPEHETO 3HaueHHUs pedepeHTHOro mpemnapara).
[IpeanodTuTenbHOM METOAWKOW BBIYMCICHUS TOYHOTO JOBEPUTEIHHOTO WHTEpBaia s
HEnpeoOpa3oBaHHBIX JaHHBIX fBIgeTCs MeToauka pacuera nmo Locke C.S. mosBomser
BBIYHCIIUTS.

76. 1o meroquke Locke C.S. Heo6xoaumo paccuutath 90 % n0BepUTEIbHBIN HHTEPBAI
s otHoweHus cpeaHero AUEC wuccaenyemoro mnpenapara (cpeaHee 3HaueHue 4
noBTopHocTer) Kk cpennemy AUEC mns pedepenTHoro npemnapara (cpegHee 3HaueHue 4
MMOBTOPHOCTEH) COrjacHO MpuiioKeHuto Ne 5.

77. B HacTosIIee BpeMs HE YCTAaHOBJICHBI TPAHUIIBI TPU3HAHUS OMOAKBUBAJICHTHOCTH. Bo
BpeMs OLICHKU MPEJCTaBICHHBIX JTAHHBIX MOXKET MOTPEOOBATHCS HCMOJIb30BAHUE T'PAHUIIL
MpU3HAHUS OMOPKBUBAJIGHTHOCTU Oosiee mmpokux, dem 80,00 — 125,00%, sBistommxcs
CTaHJAPTHBIMU, YTO MOXET YBEIUYUTH CPOKU OIEHKH JTaHHBIX.

78. Otdyer 00 HCCIENOBAaHUM JOJDKEH COAEpKaTh PaHIOMH3AIMOHHBIM KO,
ONpeeNIIONNi HAaHECEeHWE Ha KOHKPETHBIE YYAaCTKH KOXHU KaXJIOW JJIUTEIHHOCTH
BO3J/ICMCTBUS 103bl U KOHTPOJIbHBIE YUYACTKHU.

dopmaT mpeACTaBICHAS KOMITBIOTEPHBIX JAHHBIX

79. llepBuuHBIE XPOMAMETPUUYECKUE NAHHBIE, CKOPPEKTUPOBAHHBIE OTHOCHTEIBHO
HUCXOJHOI'O0 YPOBHS [aHHBIC, CKOPPEKTUPOBAHHBIE OTHOCHUTEJIIBHO HCXOJHOIO YPOBHS H
HEoOpabOTaHHBIX KOHTPOJIBHBIX Yy4yacTKOB JaHHble U JaHHble AUEC nomxHbI OBITH
pa3MelieHbl B BUJIE OTACNIbHBIX (ailioB B TaOnMuHOM (hopmarte (IpuMepsl MPeACTaBICHbI B

npuiioxeHuu Ne 4).
TTPUJIOXXEHUME Ne 1
K TpeGoBaHMSIM K TPOBEICHUIO
(hapMaKOKUHETHYECKOTO U
KIIMHUYECKOTO MCCIIEeTOBAHUS
OHMO3KBHBAJICHTHOCTH
KOPTHKOCTEPOHTHBIX
JIEKAPCTBEHHBIX MIPENapaToB
JUTS. MECTHOTO TIPUMEHEHUS

CXEMA

IpeIaraéMoro MPOTOKOJIa MATIOTHOTO HCCIICIOBAHHS

C Pa3HECEHHEBIM 110 BpeMEHH HaHECEHHEM H CHHXPOHHBIM
yJaJIeHHEM JIEKapCTBEHHOTO IIpemnapaTa
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Pucynok 1

I'paduk oneHKH HCXOAHOTO MBETa KOXH, {BETa KOKH MOCIIe HAHOCCHUA H YAAICHHA
JIEKApCTBEHHOT'O IIperapara

[Tpumeuanue. -7...0 — BpeMs A0 yJlaneHus JEKapCTBEHHOT 0 npemnapara (4);
NY — ucxonHslil ypoOBEHb CYKEHUS COCYAOB KOXKU;

f

— HAaHCCCHHC JICKAPCTBCHHOI'O IIPCIIapaTa,

!

— YAQAJICHUC JICKAPCTBCHHOI'O IIpCIiapara.

111 ! !

Pucynok 2
I'padrk onenkn mobreAHEHUA KOXKH

[Tpumeuanue. 0...24 — BpeMs MOCE JIEKapCTBEHHOTO TIpenapara (4);



II

— BpeMsl y1aJieHus1 JIeKapCTBEHHOTO Mpernapara;

|

— BPCMs OCHKH PC3YJIbTATOB.
I[TPMJIOXKEHUE Ne 2
K TpeboBaHMIM K MTPOBEACHUIO
(hapMaKOKHHETUIECKOTO U
KJIMHUYECKOTO HCCIIeIOBaHHS
OMOSKBUBAJICHTHOCTH
KOPTHKOCTEPOHTHBIX
JIEKapCTBEHHBIX TPETapaToB
IUISL MECTHOTO TIPUMEHEHUS

CXEMA

OpeIaraeéMoro MPOTOKOJIa MAIOTHOTO MCCIIEOBAHMS

C CHHXPOHHEIM HAaHECEHHEM U Pa3HECEHHBIM II0 BpEMEHH
yIaJIeHHEM JIEKapCTBEHHOTO IIpenapaTa

Pucynok 1

I'padvk omeHKH HCXOTHOTO IBETa KOXKH, IIBETa KOXKH MOCI®
HAaHECEHUA U yaleHHd JEKapCTBeHHOTO Ipemapara

[Ipumeuanue. -1...6 — BpeMsl mocjie HAaHECEHUsI JIEKApCTBEHHOTO TIpemnapara (4);
MY — ucxonHslil ypoBEHb CTENEHU CY>KEHHUS COCYI0B KOXKU;

f

— HaHCCCHHUC JICKAPCTBCHHOTO IIpCIiapara,



l

— yAaJICHUE JICKAPCTBEHHOr 0 IIpenapara.
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Pucynok 2
I'park onerky mOGISTHEHUA KOXKH

[Tpumeuanue. 0....28 — Bpemsi 1ocjie HAHECEHHUS JISKAPCTBEHHOTO TIpenapara (4);

f

— BpeMsI HAaHECEHHUsI JICKAPCTBEHHOTO IIpenapara;

— BPCMs OCHKH PC3YyJILTATOB.

IMTPMJIOXKEHUE Ne 3
K TpeOoBaHHUIM K ITPOBEACHHUIO
(hapMaKOKHHETUYIECKOTO U
KJIMHUYECKOTO UCCIIEIOBAHUS
OMOIKBUBAIEHTHOCTH
KOPTHKOCTEPOHIHBIX
JIEKapCTBEHHBIX TIPETIapaToB
UTSL MECTHOTO TIPHMEHCHHSI

ITPUMEP

TaOJIMIHOTO ¥ IpadUIECKOro IPEACTABICHUL
PE3YIITaTOB IMIOTHOT'O HCCICAOBAHAL

1. UccnenoBanus npu HAHECEHUH KOPTUKOCTEPOUIHOIO JIEKAPCTBEHHOIO IIpenapara B
pa3HoOe BpeMs € MOCIEAYIOIUM CUHXPOHHBIM YAAJICHUEM U IIPA OJHOBPEMEHHOM HAHECEHUU
Ha BCE€ YYacTKM C NOCIEAYIOLIMM YIAUIECHHEM 4Yepe3 pa3Hble IPOMEXYTKHM BPEMEHHU
OJIMHAKOBO ITPUEMJIEMBI.

2. B HacrosmewMm [Ipuinoxennn npuBeaeHbl pe3yIbTaThl HCCIETOBAHUS C UCIIOIb30BAHUEM
TOJIBKO 2 KOHTPOJIBHBIX YYacTKOB 0€3 HaHECEHMs JIeKapCTBEHHOIr'O MperapaTa Ha KaKJIou
pyke. Koppekuuns 3HaueHuM [BETa KOKHU HA OCTAIBHBIX YYaCTKax PyKH IMPOBOJMIIACH ITyTEM
BBIYMTAHUSI CPEIHET0 3HAYEHUS I[BETAa KOXKHU 3THUX 2 KOHTPOJBHBIX YYACTKOB M3 KayKJOTO
3HAYECHUA 1[BETA KOXKHU YUaCTKa C HAHECEHHBIM JIEKAPCTBEHHBIM IIPENIapaTOM Ha TOM XKe PYKe.



3. B tabnuue 1 mpencraBieHbl XpoMaMeTpUUYECKUE JAaHHBIE NJI OJHOTO CyOBeKTa
rccienoBanus 3a 24 yaca. JlaHHbIE ¢ MONPABKOW HAa MCXOJHBIA YPOBEHb MPEJCTABICHBI B
tabnuie 2. JlaHHBIE C TOMpPaBKOW Ha KCXOMHBIM YPOBEHb CKOPPEKTUPOBAHHBIE TIO
KOHTPOJBHBIM ydacTKaMm 0e3 HaHECeHHUs JIEKapCTBEHHOTO Mpemnapara, Mocjie MOMpaBKyd Ha

ucxoAHelil ypoBeHb M AaHHble AUEC npeacraBieHsl B Tabauue 3. B npumepe

(0-24)
MPUBEJICHHOM B Ta0iuie 3, KaXAbl y4acTOK HAaHECEHHMS JIEKapCTBEHHOrO IMpernapara
KOPPEKTUPOBAJICS OTHOCUTEIBHO KOHTPOJBHOTO ydacTKa 0e3 HaHeCEeHUs JIEKapCTBEHHOTO
Ipernapara.

4. B tabaurie 4 npeacTaBiaeHbl 3HAUCHHS AUECO_2 4 [Toaronka xpuBOM 11 MOAEIU EmaX

K 000O0IIEHHBIM JJAHHBIM TIPE/ICTABIICHA HA pUCYHKE 1.
Tabnuua 1

3HadeHns IOKa3aHMI XpoMaMeTpa I CyObeKTa HCCIeOBaHMH

VYyactok ( UYacel nocie yaaieHus JeKapcTBEHHOIO Mpernapara
Mpogoms 06paf30Ta
HTeIBHOC HHBII/ HE
obpabora HcxomHbl
T b . N
CyOBekT soszeiicr |FEEH i
A JIeKapcTBE TYypOBEHb 0 2 4 6 19 24
BUS JI03bI,
- HHBIM
npemnapar
oMm)
1 0,25 He 00p. 9,86 9,99 10,10 9,52 10,03 10,40 9,65
1 0,25 00p. 10,36 9,89 10,38 10,32 10,51 10,86 10,04
1 0,5 He 00p. 9,27 8,20 9,78 8,54 9,61 9,87 9,59
1 0,5 o0p. 9,59 8,77 9,35 9,27 8,78 10,87 9,59
1 0,75 He 00p. 8,45 8,75 8,24 8,16 8,92 8,43 8,22
1 0,75 00p. 8,46 8,66 8,53 8,04 8,26 8,72 8,56
1 1 He 00p. 9,00 9,63 8,45 8,03 8,94 9,33 9,66
1 1 00p. 8,52 8,80 8,87 8,53 8,05 8,66 8,21
1 1,5 He 00p. 9,44 9,39 9,46 9,27 9,92 9,59 9,01
1 1,5 00p. 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 00p. 10,28 10,25 10,68 10,15 10,31 11,46 8,92
1 4 He 00p. 8,89 8,01 8,78 8,89 9,76 8,48 9,18
1 4 00p. 8,21 8,28 8,36 7,98 7,96 8,15 8,30
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 9,30 8,92 9,20 10,16 9,63
Tabmuma 2

3HaueHMA MOKa3aHUH XpoMaMeTpa )i CyObeKTa HCCIICOBaHHS C OIMPABKO# Ha HCXOMHBIH
YPOBEHB



VYyacrok ( Yacsl nocie yJaJIeHus JeKapCTBEHHOT O Iipenapara

obpaboTta
JlnutenbH HHBIH/ He
CyOnekT z(f:/:[ZﬁCT giplif”lom IZICXOHHM
BHS JI03HI, JIEKapCTBE ¥ YPOBCHE |0 2 4 6 19 24
q HHBIM
npenapar
oMm)
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 HEe 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 HEe 00p. - 0,30 -0,21 -0,29 0,47 -0,02 -0,23
1 0,75 00p. - 0,20 0,07 -0,42 -0,20 0,26 0,10
1 1 He o0p. - 0,63 -0,55 -0,97 -0,06 0,33 0,66
1 1 00p. - 0,28 0,35 0,01 -0,47 0,14 -0,31
1 1,5 He o0p. - -0,05 0,02 -0,17 0,48 0,15 -0,43
1 1,5 00p. - 0,01 0,40 0,34 -0,41 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
Tabnuna 3

3HaueHMA MOKa3aHUH XpoMaMeTpa )il CyObeKTa HCCIICOBaHHS C MOIMPABKO# HA HCXOMHBIH
YPOBEHB, CKOPPEKTHPOBAaHHEIC IT0 KOHTPOJILHEIM y9aCTKaM
6e3 HaHECeHMA JIEKaApCTBEHHOT'O IIpeNnapaTa, i JaHHEIe AUEC(0_2 4)

VYyactok Yacsl ocine yJajleHus JeKapCTBEHHOT O Ipenapara

(

obpabor
Jatens aHHBIH/
HOCTh H € Hcxonn AUEC(0

CyObekT BO3zEHCT o6pabor Bl H *
. 0 2 4 6 19 24 24

BU A AHHEIM  YPOBEHb )

TO3bL, 9 JIEKAPCTB

€HHBIM

npenapa

TOM)
1 0,25 o0p. - -0,60 -0,22 -0,30 -0,02 -0,04 -0,11 -1,23
1 0,5 o0p. - 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 0,98 -0,41 -0,19 -0,97 -3,80



1 1,5 obp. - 0,06 038 051 0,89 049 008 023
1 2 obp. - 004 1,02 006 076 035  -208 577
1 4 06p. 095 026 023 -1,12 035  -020  -4,74
1 6 06p. 004 032 070 028 0,14 007  -1,53
%
[Ipumeuanue. 3HaueHud AUEC(O_24) paccuuTaHbl HAa OCHOBE JaHHBIX,

CKOPPEKTUPOBAHHBIX OTHOCUTEIHHO UCXOHOTO YPOBHS COCYIUCTON pEaKINi U U3MECHEHUS
I[BeTa KOHTPOJbHBIX YYaCTKOB KOKHM B COOTBETCTBYIOIINE MOMEHTBI BpPEMCHH.
Tabauna 4

3HaueHMs AUEC(O_2 4) A1 12 cyOBexToB HccnenoBaHus IPH 3alaHHOM JIHTEIHHOCTH

BO3IEHCTBUS JO3EI

Jumren CyOBEKTHI HCCIEIOBAHUS

BHOCTb

BO3JIEH
CTBUS 2 3 4 5 6 7 8 9 10 11 12
JIO3BI, 9
0,25 -1,23  -0,02  -13,87 -27,7 -10,65 -10,41 4,20 -11,95 -12,36 1,15 -30,03 -7,25
0,5 -7,39  -6,13  -15,03 -3,771 7,72 -594  -1231 745 12,95 -39.45 -39,56 14,73
0,75 -1,48  -8,92  -18,39 43,82 -2342 -229 1,34 5,95 1,88 -40,68 -61,06 -21,09
1 -3,80 -2456 -16,25 -4439 -20,37 -8,92 -18,84 8,78 -4335 -16,19 -43,58 10,81
1,5 -0,23  -19,21 -15,44 -77,04 -19,95 -20,64 -42,770 1,26 -20,97 6,87 -40,73 0,51
5,77 -1,80  -23,74 -66,80 -32,00 -19,52 -37,29 -48,83 -39,79 10,75 -62,01 -10,51
4 -4,74 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 -35,01 -33,60 16,14

4. HabGmonaeMble CpeHUE 3HAYCHUS AUEC(O_2 4) (4epHble TOYKH) W CTaHJapTHas
omrOKa CpeJHero (BepXHHE W HIDKHHC IPEJenbl), a Takke moxensb E - (HenpepbiBHas

JUHSSA) C MOATOHKOM KpUBOW B COOTBETCTBUU C OOOOUICHHBIMU JaHHBIMU HCCIIEIOBAHUS
3aBUCUMOCTH "JUIMTEIBHOCTh BO3JIEUCTBUS J103bl — OTBET", OJYYEHHBIMU OT 12 CyOBEKTOB
MCCIIEI0OBAHUsl B IMJIOTHOM MCCIIEIOBAHUM, IIPUBEICHBI HA PUCYHKE.



AUEC

[Tpumeuanus: 1. 0...6 — NIUTENBHOCTH BO3JIEUCTBUS JO3bI (4).

2. JlaHHBIE, CKOPPEKTUPOBAHHBIE OTHOCUTEIBHO MCXOJHOTO YPOBHS U KOHTPOJIBHBIX
y4yacTtkoB, nmostoMy 3HadeHue AUEC npunsato paBHbiM O mpu HYJIEBOW JIUTEIbHOCTHU
BO3JICVCTBUS J103bL.

3. Iloxronka kpuBO# Uit Monemu E_ — THPOM3BOAMIACE C HCIOJIB30BAaHUEM

NpOrpaMMHOT O oOecrneueHUS JUILST NONYJIALUOHHOTO
(hapMaKOKMHETHIECKO-(hapMaKOJMHAMUYECCKOTO MOACIMPOBAHUS JaHHBIX. [lomysiinonHbIe
3HAYEHUs NOCJIEC MOATOHKU KPUBOU cocTaBisuin: ED 50~ 1,89 yu, EmaX = 48,80 eauHUII IIKaJIbI

XpomMaMeTpa B 4ac.
4. Ha ocHOBE 3THX MaHHBIX O JUTUTEIBHOCTH BO3JIECUCTBUSI, O3Bl OTOOpPaHHBIE KaK
NpUOIU3UTEIFHOE 3HAUYCHUE EDSO JUIS CPaBHEHHUS MCCIEIyeMOTo U pedepeHTHOro

JICKapCTBEHHBIX IPENapaToB, a Takxke 3HadeHus D u D, 1 ocHOBHOro (0mopHOro)
MCCIIC0BaHNsl OMOIKBHBAIICHTHOCTH [Nl VIVO COCTaBHIIN: MPUOIH3HTENbHOE 3HadeHHe ED =

2,011,D1 = l,OqI/ID2=4,Oq.

IMTPMJIOXKEHUE Ne 4
K TpeGoBaHMSM K TPOBENCHUIO
(hapMaKOKMHETHYECKOTO
Y KIIMHAYECKOTO MCCIICA0BaHUS
OMOPKBHBAJICHTHOCTH
KOPTHKOCTEPOHIHBIX
JIEKapCTBEHHBIX TPeTapaToB
JUIsSi MECTHOTO TIPUMEHEHUS

ITPUMEP
TaOJIMIHOTO MPE/CTABICHHA PE3YIbTaTOB JaHHEIX OCHOBHOT'O (OIIOPHOT0) HCCICIOBAHHUA H HX
aHajm3a



1. B HacrosimeM JOKyMEHTE MPEICTABICHBI XPOMAMETPUYECKUE TAHHBIC U 3HAYCHUS
AUEC(O_2 4) OCHOBHOTO (omopHOr0) wuCCIEAOBaHUA OMOIKBUBAJICHTHOCTH INn VIVO,

COOTBETCTBYIOIIEr0 MUJIOTHOMY HCCIEIOBAaHHUIO, TPUBEAECHHOMY B MpuiioxkeHnu Ne 3 kK
TpeboBaHusIM K TMPOBEACHUIO (PAPMAKOKMHETUUYECKOTO M KIMHUYECKOTO HCCIEIOBAHUS
OMO’KBUBAJICHTHOCTH KOPTUKOCTEPOUIHBIX JIEKAPCTBEHHBIX MpenapaToB [JIsi MECTHOTO
npuMmeHeHus (nanee — TpebGoanus). B ocHOBHOM (OMOPHOM) HCCIIEOBAaHUM CPaBHEHUE
OCHOBAaHO Ha aHajM3€ 3aBHCHUMOCTH "IUINTEIBHOCTH BO3JIEHUCTBHUSA O3B — OTBET',
PUBEJICHHOM B IyHKTE 4 IpuMepa pe3ybTaToB MJIOTHOTO UCCeAoBaHus (MpuiioxkeHne No
3 k TpeboBanusm).

2. B HacTosimieM NOKYMEHTE JaHbl PEKOMEHIALMU 110 UCIOIb30BAaHUIO 2 KOHTPOJIbHBIX
y4acTKOB 0€3 HAaHECEeHHs JIEKApCTBEHHOrO IMpenapaTa Ha KaXXJ0W pyKe M BBIYUTAHUIO
CpPEOHEro 3HA4YEeHUs JJIsl ATUX 2 YYaCTKOB W3 KaXKJIOr0 3HAYEHUS y4yacTKa C HAHECEHUEM
JIEKapCTBEHHOTIO Mpernapara Ha TOU ke pyKe.

3. B Tabnure 1 mpeacTaBiaeHbl HCXOIHBIC JaHHBIC I 1 cyObekTa 3a 24 yaca. B Tabnuiie
2 mpeJcTaBIeHbl JaHHbIE C MOMPAaBKOW HA UCXOJHBIA ypoBeHb. B Tabnuile 3 npencraBieHb
JAHHBIE, CKOPPEKTUPOBAHHBIE OTHOCUTEIHLHO KOHTPOJBHBIX YYACTKOB 0€3 HAHECEHHUS MOCTe
NONPAaBKA HA MCXOIHBIM YpOBEHb. B HacTodlleM MpUMEPE KaXKAbl y4acTOK HaHECEHUS
JIEKapCTBEHHOI'O Mpenapara KOPPEKTUPOBAJICS COTNIACHO COOTBETCTBYIOIIEMY KOHTPOJILHOMY
y4acTKy 0e3 HaHeCeHHUs JIEKapCTBEHHOTO Mpernapara.

4. B tabnuue 4 npeacTaBieHbl 3HAYEHUS, CKOPPEKTUPOBAHHBIE OTHOCUTEIHLHO
KOHTPOJIBHBIX YYaCTKOB IOCJIE MONPAaBKA HAa MCXOIOHBIA YpOBEHb JJIsl UCCIEIYEeMOro M
peepeHTHOTO JIEKApCTBEHHBIX TMpenapaTtoB s BceX cyobekToB. B Tabmume 5
MPEACTABIEHBI JaHHBIE. AUEC(O_2 4) 21 MPaBOM U JIEBOM PYKHU U CPEIHUE 3HAYCHUS JBYX

PYK I D1 u D2 sl Bcex cyObekToB. B Tabnuie 5 ompeneneHsl "neTeKTOphl”", TO €CTh

MIPUTOJIHBIE K OLICHKE CYOBEKTHI, YAOBIETBOPSIONINE KPUTEPUIO " IUTUTENHHOCTh BO3IEUCTBUS
no3el — otBeT". B Tabnuie 6 npencrasnensl nanusie AUEC (0-24) A1 IIPABOU U JIEBOU PYKU U

CpelHHE 3HAYCHHS JBYX PYK JUIS HCCIEAYyeMOTro U pe(epeHTHOTro JeKapCTBEHHBIX
MpernapaToB JJisl BCeX CYObEKTOB /IS JJIUTEIIBHOCTH BO3IEUCTBUS 10361 2,0 yaca, BIICJICHbI

CpE/IHUE 3HAYCHUS AUEC(O_2 4) IBYX pyk nis "nerektopoB". Tonbko gaHHbIe "AeTEKTOPOB",

BKJIIOYCHBI B OIIGHKY OMOKBUBAJICHTHOCTH, KaK OMHCAaHO B TpuioxeHun Ne 5 x
TpeboBaHuUsAM.
Ta6numa 1

Hcxomarie XpoMaMeTpHIESCKHE JAHHBIO U CyObeKTa

VYuyacro Yackl mociie yaajaeHus JIEKapcTBEHHOTO TipenapaTa
K (

obpabdot

aHHBIN/



Pyka ( Mecto H e Ucxonn

Cyopek O06pabo N
npaBasi/ HaHeceH o0paboT bl U

! T neBas) uA aHHBIH  YpPOBEHB 0 2 4 6 19 24

JIEKapCT

BEHHBIM

npenapa

TOM)
1 A IT 1 He o0Op. 7,34 7,23 8,09 7,64 7,82 7,68 8,71
1 A II 1 o0p. 7,11 7,86 7,59 5,92 6,23 6,32 7,30
1 b II 2 He o0p. 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 4,45 5,88 6,01 7,26
1 B II 3 He o0p. 6,28 7,32 7,80 6,77 7,75 6,59 7,55
1 B II 3 o0p. 7,78 9,26 9,30 7,42 8,24 7,40 8,59
1 r I 4 He 00p. 9,31 10,19 10,61 9,56 10,88 9,52 10,13
1 r IT 4 o0p. 7,38 8,22 6,94 5,07 6,98 7,24 7,91
1 B J 1 He o0p. 7,62 7,98 7,56 7,48 7,24 6,73 7,49
1 B JI 1 o0p. 6,97 5,42 5,39 4,39 4,79 5,76 6,45
1 b J 2 He o0p. 7,12 6,32 6,76 6,25 6,74 6,80 7,58
1 b J 2 o0p. 7,46 4,48 4,38 4,11 4,39 6,27 7,25
1 A JI 3 He o0Op. 7,69 7,03 7,73 7,21 7,87 7,89 8,38
1 A J 3 00p. 8,99 8,75 8,07 6,74 6,53 7,14 8,25
1 r JI 4 He oOp. 8,99 8,28 8,95 8,50 9,10 9,05 9,93
1 r J 4 o0p. 8,80 8,04 6,71 5,51 5,14 7,05 7,96

[Tpumeganus: O6padoTKa:
A — pedepeHTHBIA JIEKAPCTBEHHBII NPENapar Npy JIMTENbHOCTH BO3AeHCTBHs 10361 D (

1 49)
b — pedepenTHbI TeKapCTBEHHBIN MTpenapaT Mpu JJIUTEIIbHOCTH BO3ICUCTBUS JO3bI D, (4

4)
B — uccnenyemslii JeKapCTBEHHBIN ITpenapaTr Npu JJIUTEIbHOCTH BO3JACUCTBUS J103bI,
paBHOH 2 4
I' — pedepeHTHBIN NE€KapCTBEHHBIN penapaT NpH JJIUTEIbHOCTH BO3ACHCTBUS 03B,
paBHOH 2 4
Tabnuua 2

3HaueHHs MOKa3aHUH XpoMaMeTpa I CyObeKTa HCCIIeNOBaHHA C MOIPABKO# Ha HCXOTHBIH
YpPOBEHb

VYuacro Yacsl nocne yJaleHus JeKapcTBEHHOI O IIpenapara
K (

o0pabot

AHHBI/

H e

o0Opabot
AHHBIH 0 2 4 6 24



JIeKapeT 19
Pyka ( Mecto BennsiM Mcxomu
Cy0pex O6pabo mpaBasi/ HaHECEH Ipemnapa bl i
P

T TKa neBas) usf TOM) YpOBEHb

1 A I 1 He o0p. - -0,11 0,75 0,30 0,48 0,34 1,37
1 A IT 1 o0p. - 0,75 0,48 -1,19 -0,88 -0,79 0,19
1 b I 2 He o0p. - 1,20 1,08 0,67 1,17 0,96 1,69
1 b IT 2 00p. - -0,50  -0,67 -2,34  -0,91 -0,78 0,47
1 B I 3 He o0p. - 1,04 1,52 0,49 1,47 0,31 1,27
1 B I 3 00p. - 1,48 1,52 -0,36 0,46 -0,38 0,81
1 r I1 4 He o0p. - 0,88 1,30 0,25 1,57 0,21 0,82
1 r I 4 00p. - 0,84 -0,44  -2,31 -0,40 -0,14 0,53
1 B J 1 He o0p. - 0,36 -0,06  -0,14 -0,38 -0,89 -0,13
1 B J 1 o0p. - -1, -1,58 2,58 2,18  -1,21 -0,52
1 b J 2 He o0p. - -0,80 -0,36 -0,87 -0,38  -0,32 046
1 b J 2 o0p. - -2,98  -3,08 -3,35  -3,07 -1,19  -0,21
1 A J 3 He o0p. - -0,66 0,04 -0,48 0,18 0,20 0,69
1 A J 3 o0p. - -0,24  -0,92 -225 246 -185 -0,74
1 r J 4 He o0p. - -0,71 -0,04  -0,49 0,11 0,06 0,94
1 r J 4 o0p. -0,76  -2,09  -3,29  -3,66 -1,75 -0,84

[Tpumeuanus: O6paboTKa:
A — pedepeHTHBIN TCKapCTBEHHBIH MPEapaT MpH JINTEIBHOCTH BO3ACHCTBHS 10361 D | (

1 a)
b — pedepenTHblii TeKapCTBEHHBIN MpernapaT Npu JIUTEIIbHOCTH BO3/IEHCTBUS 103bI D, (2

4)
B — uccrnenyembiil ekapCTBEHHBIN TMpenapaT MpU JJIUTEIHBHOCTH BO3JICUCTBUS J103bI
paBHOM 2 4
I' — pedepeHTHBIN JIeKapCTBEHHBIN MpenapaT NpH JTUTEILHOCTH BO3JCHCTBUS J03bI
paBHOM 2 4
Tabawnia 3

3HaveHN OKa3aHMi XpoMaMeTpa Uil CyObeKTa HCCIeJOBaHH C IIONPABKO# Ha HCXOXHBIH
YPOBEHb, CKOPPEKTHPOBAaHHEIEC IT0 KOHTPOJIBHEIM Y4acTKaM
0e3 HaHECeHM JICKAPCTBEHHOT'O IIpenapaTa i JaHHEIC AUEC(0_2 4)

VYuaacto Yacsl 1ociie yaajaeHus JeKapcTBEHHOTO IpernapaTa
Ko (

00pabo

TaHHBI



i/ ue MHUcxon

P M i
CyGbex O6pab yka ( Mecto 06pabo HBbIi AUEC(
: orca npaBasi/ HaHEeCE TaHHBI YPOBEH 0 5 4 6 19 2
neBas) HUS i b 0-24)
neKapc
TBEHHBI
M
mpermap
aToM
1 A II 1 o0p. - 0,86 -0,27 -1,49 -1,36 -1,13  -1,18 -2598
1 b I 2 o0p. - -1,70  -1,75  -3,01 -2,08 -1,74 -1,22 4553
1 B I 3 00p. - 0,44 0,00 -0,85 -1,01 -0,69 -0,46 -16,20
1 r I 4 o0p. - -0,04 -1,74 -256 -197 -0,35 -0,29 -27,29
1 B J 1 00p. - -1,91  -1,52 244 -180 -0,32 -0,39 -27,19
1 b J 2 o0p. - -2,18 2,72 248 -2,69 -0,87 -0,67 -42,26
1 A J 3 00p. - 0,42 -096 -1,77 2,64 -2,05 -1,43 -46,87
1 r J 4 00p. - -0,05 -2,05 -2,80 -3,77 -1,81 -1,78 -58,77

[Ipumeuanue: O6padoTKa:
A — pedepeHTHBII JIeKapCTBEHHBIN MpernapaT IpH AITUTEILHOCTH BO3JECHCTBUS 103 D, (

1 9)
b — pedepenTHbI TeKapCTBEHHBIN TIpenapaT Mpu JJIUTEIIbHOCTH BO3ICUCTBUS JTO3bI D2 (4
4)
B — uccnenyeMblil 1€KapCTBEHHBIM MPENapaT Opu JUIUTEIBHOCTH BO3JAEHUCTBUS 03B,
paBHOH 2 4
[' — pedbepeHTHBIN NE€KapCTBEHHBIN IpenapaT NpH JJIUTEIbHOCTH BO3ACHCTBUS 03B,

paBHOM 2 4
TabOmuma 4

3HaueHHs MOKa3aHU XpoMaMeTpa ¢ IIOMPaBKOH Ha HCXOJHEIH YPOBEHb, CKOPPEKTHPOBaHHKIE IO
KOHTpOJILHBIM y4JacTkaM 0e3 HaHECEeHH JISKapCTBECHHOT'0 IpenapaTa Ad 12 cyObeKToB
ACCITEIOBaHU

Hccnexyemeii ieKapCTBeHHBIM Ipenapar

Pyka ( Mecto  Yacsl nmocie yajieHus JeKapcTBEHHOTO TIperapaTa

CyObekT O*6pa6OTK npaBas/  HaHECEHH
a neBas) o 2 4 6 19 24

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 I 2 0,02 -1,43 -2,24 -1,16 -1,56 -1,72
4 B IT 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
5 B I 1 -0,02 -0,63 -1,13 -0,90 -0,88 -0,03
6 B I 4 -0,80 0,60 0,32 0,30 -1,09 -1,53
6 B J 3 -1,08 -0,45 -0,98 -0,83 -1,18 -0,07
7 B I 4 -0,28 0,25 -0,34 -0,64 -0,64 -0,41
7 B J 1 0,67 0,74 0,72 1,03 0,33 -0,11
8 B I 4 -0,40 0,49 0,46 0,00 -0,35 0,78
8 B J 3 0,30 0,05 0,07 0,19 -0,05 -0,28
9 B I 1 -0,71 -1,13 -1,94 -2,40 -1,70 -1,41
9 B J 3 -0,34 -0,52 -1,46 -1,41 -0,31 -1,10
10 B I 1 -0,49 -0,43 -0,63 -0,10 -0,50 -1,10
10 B J 3 0,10 -0,66 -0,44 -0,68 -0,34 -0,86
11 B J 2 -0,58 -0,93 -1,60 -2,29 -0,24 -0,54
11 B I 3 0,12 -1,67 -1,71 -2,34 0,15 -1,28
12 B JI 3 0,05 -0,08 -0,18 -0,35 -1,28 -0,46
12 B I 3 -0,60 0,15 0,19 -0,42 -0,40 -0,32
Cpeanee 3HaueHue -0,30 -0,57 -0,86 -0,96 -0,76 -0,62
CranpmaptHOe oTKIIOHEHHE, SD 0,65 0,91 1,01 1,12 0,76 0,59
Ommbka cpenHero 3HaueHus, SE 0,13 0,19 0,21 0,23 0,16 0,12
Koaddpunment Bapuanun, % CV 217 161 118 117 100 96
*[Ipumeyanue:

O06paboTka B — rcceayemslii JiekapCTBEHHBIH Npenapar Mpy JAJIUTEbHOCTH BO3AEHCTBHUS 10361 2 Yaca

PedepeHTHEI TeKapCTBEHHEIH Ipemapar

Pykxa ( Mecto  Yachkl mocie yaaieHus JeKapCcTBEHHOTO Tperapara

CyObekT O*6pa60T1< npaBas/  HaHECEHH
a neBas) o 2 4 6 19 24

1 r I 4 -0,04 -1,74 -2,56 -1,97 -0,35 -0,29
1 r J 4 -0,05 -2,05 -2,80 -3,77 -1,81 -1,78
2 r I 4 -0,23 -1,58 -2,53 -2,53 0,00 -0,49
2 r J 4 -2,30 -2,88 2,15 -3,05 2,09 0,27
3 r I1 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 IT 4 -0,43 -0,34 -1,50 -1,80 -0,74 -0,96
4 r I 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 IT 1 -0,11 0,20 1,35 0,86 -0,77 -1,00
6 r J 4 -0,95 -1,07 -0,52 -1,17 -2,33 -1,52
7 r I 2 -0,22 -0,30 -0,42 -0,18 -0,74 -1,00
7 r J 4 -0,51 0,03 -0,76 -0,12 -0,42 -1,24



8 r I 2 0,51 0,30 0,92 0,63 0,56 0,34
8 r J 1 -0,44 0,08 -0,16 -0,95 -2,00 -1,49
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 II 1 -0,46 -0,82 -1,10 -2,15 -0,47 -0,59
11 r J 4 -0,15 -1,45 -1,66 -1,61 -1,14 0,55
12 r I 1 -0,25 -0,76 -1,35 -2,29 -1,23 -0,99
12 r J 4 1,89 0,73 2,07 0,82 -0,59 0,70
Cpennee 3HaUCHHE -0,19 -0,74 -1,06 -1,40 -0,71 -0,76
CranagapTHOE OTKIIOHEeHHE, SD 0,79 0,87 1,23 1,20 0,90 0,68
Ommbxka cpenHero 3HaueHus, SE 0,16 0,18 0,25 0,25 0,18 0,14
Koa¢ppuuuenr Bapuanuu, % CV 405 117 116 86 126 89
*[Ipumeuanue:

O6padoTka I' — pedepeHTHBIH JIeKapCTBEHHBIN MpenapaT Npu JUIMTEITbHOCTH BO3EHCTBUA
10361 2 yaca
Tabmuna 5

3Ha49eHNA AUEC(O_2 4) A1 TIPaBOH H JIEBOH PyKH ¥ CpeAHEe 3HAYCHHE IJIS IBYX PyK IOpH
JUIMTEIHHOCTAX BO3IEHCTBUA AO36I, PaBHBIX D1 H D2, a TaKKe OTHOIICHHE CPEIHETO 3HAYCHUS

AUEC npu D, x cpenaemy 3nagermo AUEC mpu D, muis 12 cyGeexros

AUEC(O_2 4) TP D, AUEC(O_2 4) TP D, AUEC mpn

CyOBEKT EZ]I::H/ ( AUEC AUEC ( CyOBEKT iZ]I::;I/ ( AUEC AUEC —( SZ:I;;UEC
npasas) cpemHee) npasas) cpenHee) pu Ly

1 I -25,98 -36,42 1 I -45,53 -43,90 1,21

1 ) -46,87 1 ) -42,26

2 I1 -62,43 -45,09 2 I -69,72 -59,96 1,33

2 ) -27,76 2 ) -50,20

3 I1 -22,53 -28,41 3 I -31,87 -64,04 2,25

3 ) -34,29 3 a1 -96,21

4 I -7,49 -11,70 4 I -27,48 -23,30 1,99

4 I -1591 4 I -19,12

5 ) -16,59 -17,36 5 ) -25,01 -16,58 0,95

5 I -18,14 5 I -8,15

6 I -8,24 -10,44 6 I -27,36 -9,33 0,89

6 J -12,64 6 J 8,70

7 Il -10,89 -13,36 7 Il -20,44 -23,68 1,77

7 J -15,83 7 J -26,92



8 J 7,08 4,69 8 JI -26,16 -21,02 -4,48
8 II 2,31 8 II -15,88

9 JI -34,22 -13,82 9 JI -33,80 -21,39 1,55
9 II 6,58 9 II -8,97

10 JI -4,10 3,06 10 JI -52,60 -43,79 -14,29
10 II 10,23 10 I -34,97

11 II -33,30 -37,30 11 II -57,00 -52,20 1,40
11 J -41,30 11 J -47,40

12 IT -0,55 -21,06 12 II -29,24 -28,22 1,34
12 JI -41,57 12 JI -27,20

IIpnmeuanye: 3Ha4eHHs, B3ATHIC B PAMKy YKasbIBaloOT, 4TO OTHOMLICHHE cpeanero 3Hadenus AUEC npu D, k D,

1,25.
Tabmuia 6

3HaueHnA AUEC(O_2 4) B TPaBO# M JIEBOH PYKH H CpeHEe 3HaYCHHE I OBYX PYK LA

HACCIIEAyeMOTo B pepepeHTHOTO JIEKAPCTBEHHBIX TIpenapaToB s 12 cyOseKToB pn
JUIMTEIHFHOCTH BO3AECUCTBHA A03HI, paBHOM 2 Jaca

AUEC (0-24) ICCTIE/lEMOTO JIEKAPCTBEHHOTO Mperapara AUEC (0-24) pedepeHTHOro JIeKapCTBEHHOTO Mperapara

pyka ( MecToO pyka  ( mecto

cyovext seBast/  Hanecenu AUEC cAplifHCee)( cyovext seBast/  HaneceHu AUEC cAplizl(EHCee)(
mpaBast) A mpaBasi) A

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 J 3 -56,98 -48,52 2 I 4 -28,65 -22,20

2 I 1 -40,06 2 J 4 -15,75

3 Jd 3 -43,63 -38,99 3 I1 1 -15,27 -18,65

3 I 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 J 3 -8,39 -13,34 5 Ja 2 -35,48 -34,25

5 I 1 -18,29 5 I 3 -33,01

6 I 4 -9,51 -15,23 6 0 1 0.01 -18.83

6 J 3 -20,96 6 J 4 -37,68

7 o 4 -12,05 0,98 7 I 2 -12,17 -10,96

7 a1 1 14,01 7 JI 4 9,75

8 m 4 0,30 0,56 8 I 2 13,57 -7,94

8 e 3 0,81 8 i 1 29,45

9 m 1 -43,68 -32,05 9 I 4 -41,15 -37,40

9 e 3 20,42 9 b 2 -33,65

10 m 1 -10,61  -11,51 10 I 3 -20,35  -16,10



10 he 3 -12,41 10 I 1 -11,86

11 e 2 -26,33 -26,18 11 I 1 -26,13 -26,73
11 o 3 -26,04 11 J 4 -27,33

12 i 3 -15,77 -11,62 12 I 1 -35,19 -12,56
12 m 3 -7,47 12 b} 4 10,08

Cpennee 3HaueHue -18,77 -18,77 Cpennee 3HaueHue -22,59 -22,59
CrangaptHoe OoTKIOHeHue, SD 16,45 15,28 CrangaptHoe oTKJIoOHeHue, SD 16,14 10,92
Ommbxka cpennero 3HaueHus, SE 3,36 3,12 Ommbxka cpennero 3Havenus, SE 3,30 2,23
Koaddunment Bapuanun, %CV 88 81 Koaddpunment Bapuanum, %CV 71 48

[Tpumeuanune: O6Benensl nanubie AUEC cemu cyObekToB, y KoTopbix oTHOLIeHHe AUEC
npu D, x D, 1,25 (Tabmnuua 5), T0 €cTh CyObEKTOB MCCIICIOBAHIS, IPUTOJHBIX K OLCHKE. JTH

nanaele AUEC ucnonb3oBanbl s pacyeta 90% HOBEpUTEILHOTO MHTEpPBaAJia COIJIACHO

npuiioxeHuto Ne 5 k TpeboBanusim.

ITPUJIOXXEHUME Ne 5
K TpeOoBaHUIM K MTPOBEACHUIO
(hapMaKOKHHETHYECKOTO
M KIIMHAYECKOTO MCCIIETOBAHMUS
OHMO3KBHBAJICHTHOCTH
KOPTHUKOCTEPOUIHBIX
JICKApCTBEHHBIX MpenapaToB
JUTSE MECTHOTO TTPUMEHEHHUSI

PACYET
T0o9HOro 90 % IOBEpHUTENHHOrO HATEPBAIA
Jura HempeoOpasoBaHHEIX AaHHBIX 10 Locke C.S.

B Hacrosmem nOKyMeHTE IpelcTaBlieHa METOAMKa pacuera TodyHoro 90 %
JOBEPUTEIBLHOIO MHTEpPBAJIa MO HENpeoOpa30BaHHBIM JaHHBIM OCHOBHOTO (OMOPHOIO)
uccie10BaHUsl OMOSKBUBAJEHTHOCTH NPUBEACHHBIM B Tabmuue 6 mpuioxeHus Ne 5 k
TpeGoBanusiM Kk mpoBeAeHUIO (HApPMAKOKMHETHUYECKOTO U KIMHUYECKOTO HCCIEAOBaHUSA
OMOSKBUBAJICHTHOCTH KOPTUKOCTEPOUJIHBIX JIEKAPCTBEHHBIX MPENapaTroB Al MECTHOIO
npuMeHeHus. J[Jig pacuera JIOBEPUTEIBHOTO MHTEpBala MCMIOJb30BaHbl TOJIBKO CpEIHUE
3HaueHust AUEC "nmerexktopoB". Cpenuue 3nHaueHuss AUEC cyObeKTOB HccClieIOBaHUS B
OCHOBHOM (OIIOPHOM) MCCJIEIOBAHUH, COOTBETCTBYIOIIME KPUTEPHUIO 'UIMTENBHOCTD
BO3JICICTBUS 703bl — OTBET", mpuBeAeHHOMY B nyHKTe 71 TpeOoBaHMil K IpPOBEAEHUIO
(bapMakOKMHETUYECKOT0 M KIMHUYECKOTO MCCIEAOBaHUsS OHOIKBUBAJIEHTHOCTH
KOPTUKOCTEPOUHBIX JEKAPCTBEHHBIX MPENapaToB AJs MECTHOTO IPUMEHEHUS, TPUBECHBI B
ciemytomnieit Tabmure.

AUEC(O_24) HCCIEeAyeMOro AUEC(0_24) pedepentraoro
CyOnexr JIeKapCTBEHHOro  mpemapaTta  ( JIeKapCTBEHHOro  mpemapaTta  (
cpemHee) 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

I[J'IH pacucTa OJOBCPHUTCIBbHOI'O HHTCPBAJA CICAYCT BBIYUCIUTHL CJICAYIONINC
IMPOMCEIKYTOUYHBIC BCIIMYNHBI:
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N — YUCJIO IPUTOAHBIX K OLIEHKE CyOBEKTOB (7 B JAHHOM MIPUMEDPE).

Jlanee mo mpuBeACHHBIM HIDKE (hOpMyJiaM HEOOXOAMMO PACCUUTATh BHIOOPOYHOE CpEeaHEE
, BBIOOPOYHYIO JUCIEPCUI0 U BBIOOPOUYHYIO KOBapuamuio st cpennux 3Hadenniit AUEC
OTJIEJbHBIX CyOBEKTOB, PUTOJHBIX K OLIEHKE.
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JIJ1sl TIOCTPOCHUST KOPPEKTHOTO JIOBEPUTEIHLHOTO WHTEpBasia TPeOyeTCs BHITTOJTHCHUE
ycaoBust: G < 1.



Ecmu G 1, uccnegoBanue HE COOTBETCTBYET TPEOOBAHUSIM OMOIKBUBAJICHTHOCTH 1N VIVO.
B nannom npumepe G cocrasuser 0,0930.
Ecimu G < 1, paccunuThIBatoT:

K=(5) +2 -+ (c2m o)

ORR Grr \ ORR X

B nmannom npumepe K cocrasiser 2,791.
[Tocne 3TOro CTaHOBUTCS BO3MOKHBIM PaCcCUUTaTh T'PaHUIIbI TOBEPUTEIBLHOTO HHTEPBAJIA!

ET ,ﬁTR)— t ERR
=L+ G=B)F— [-RRK
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1+G

B nannom npumepe rpanuiibl 90 % A0BEpUTENHHOTO HHTEpBAIa cOCTaBIsIOT 53,60 % u

165,90 % Ha OCHOBE JAaHHBIX CEMH MPHUTOHBIX K OIICHKE CYOBEKTOB.

TMMPHUJIOXKEHME Ne 10
k [IpaBunam nposeneHus
HCCIIeJOBaHUN
OMO9KBUBAJICHTHOCTH
JIEKapCTBEHHBIX NpENapaToB B
pamkax EBpazuiickoro
HSKOHOMHYECKOTO COI03a

TPEBOBAHUA

K IIPOBEACHUIO (hapMaKOKHHETHIECKOTO B KIIMHIIECKOTO
A3y4eHAA OMOPKBHBAICHTHOCTH JICKAPCTBEHHBIX MPEApaToB
¢ MOAH(HIMPOBAaHHEIM BEICBOOOXKIEHHEM

Cuocka. [IpaBuna nononnensl npusioxkenueMm Ne 10 B coorBerctBum ¢ Pemennem Coseta
EBpasuniickoii skoHoMuueckot komuccuu ot 04.09.2020 Ne 67 (BcTymaeT B CHIY IO
UcTeUeHUH 6 MECSIEB € ATkl €ro 0(UIMAIIBHOTO OMYOJIUKOBAHUSA).

I. O0mue mosoKeHus

1. Hacrosmue TpebGoBanus comeprkaT yKazaHUsS MO MPOBEJACHUIO HCCIEIOBAHHM,
HEOOXOIUMBIX JJIs omnpenesieHus 3PpGeKTUBHOCTH, O€3011aCHOCTH, OModapMalleBTUYECKUX 1
(hapMaKOKHHETUYECKNX CBOMCTB JICKAPCTBEHHBIX TIPEMApaTOB B JIGKAPCTBEHHON (opme C
MOIU(DUITUPOBAHHBIM BBICBOOOXKIEHUEM JIS TpUEeMa BHYTPb, BHYTPUMBIIIEYHOTO U
MTOIKO’KHOT'O BBEJICHUS M TPAHCISPMATbHBIX JIEKAPCTBEHHBIX ()OPM B OTHOIIICHUH YETIOBEKA,



a TaK)Ke IO YCTAHOBJICHHUIO OOLIMX MPUHIUIIOB IUIAHWPOBAHUS, NMPOBEJACHUS U OLICHKU
PE3yIbTATOB TAKUX UCCIEAOBAHUIM.

2. Hacrosimue TpeboBanus comepkaT TakKe yKa3aHUs MO TMPOBEICHUIO MCCIICIOBAHUN
OMOSKBUBAJIEHTHOCTH  BOCHPOU3BEIACHHBIX  JIEKAPCTBEHHBIX  MpenapaTtoB ¢
MIPOJOHTHPOBAHHBIM U OTCPOYCHHBIM BBICBOOOKICHHUEM.

3. Kaxxnmoe u3 00CTOSTEIBCTB, IPU KOTOPHIX MOXKET ObITh pa3paboTaH JIEKapCTBEHHbIN
npenapaTr B JEKapCTBEHHON (opMe ¢ MOAM(UIMPOBAHHBIM BBICBOOOXKACHUEM (Jlajee —
JIEKapCTBEHHBIN TIpenapar ¢ MOAUGUIIUPOBAHHBIM BBICBOOOXKIACHUEM), TPEOYET OTACIBHBIX
pEKOMEHJalUi U CTaHAAPTOB. ITU OOCTOSATENBCTBA ACNATCA Ha 3 TPYIIIbL:

a) perucTpanus JeKapcTBEHHOI0 MpernapaTra ¢ MOAU(PUIUPOBAHHBIM BHICBOOOKICHUEM
HOBBIX XUMUYECKUX COECTUHEHUN;

0) peructpariys JeKapCTBEHHOTO Tpernapara ¢ MOAU(PHUIITMPOBAHHBIM BHICBOOOKICHUEM,
JNEUCTBYIOIIEE BEIIECTBO KOTOPOTO 3apeErMCTPUPOBAHO B COCTaBE Ipemapara ¢ JIpyrou
CKOPOCTBIO BBICBOOOXKIEHUS (HAIIPUMED, Mpenapara ¢ 0ObIYHbIM BBICBOOOKIEHUEM );

B) YIPOILEHHAs PErucTpalus JICKAPCTBEHHOTO Mpernapara ¢ MOAU(PUIUPOBAHHBIM
BBICBOOOXK/IEHHEM, CCHUIAIOMIAACS Ha JIEKAPCTBEHHBIN Mpenapatr ¢ MOJIU(PUIUPOBAHHBIM
BBICBOOOXK/ICHHEM, HAXOJSIIUNICS Ha pBIHKE (HampuMep, perucTpanus B KayecTBe
BOCIIPOU3BEIEHHOTO UM THOPHUIHOTO JICKAPCTBEHHOTO TIpernapara).

4. B KaX/J0M KOHKPETHOM CiIy4yae JOJDKHBI OBITh ONpPEIeNICHbl BUABI U KOJIUYECTBO
BBITIOJIHSIEMBIX HCCJIEIOBAHUI C YYETOM CBOMCTB U OOJACTH MPUMEHEHUS JIEKapCTBEHHOMN
dbopMbI, a TakXke MpPEarnoIaraeMoro TepaneBTUYECKOrO0 MPUMEHEHHs JIEKapCTBEHHOTO
npenapara.

II. Onpenenenus

5. Jns ueneii Hactosimux TpeGoBaHMI UCTIONB3YIOTCS MOHSATHS, KOTOPhIE O3HAYAIOT
cleytouIee:

"BHYTPUMBIIICYHBINA (MTOKOXKHBIN) neno-npenapat” (depot formulation) — npemapar st
BHYTPUMBIIIICUHOTO WJIM TOJKOXXHOTO BBEJICHHUS, BBICBOOOXKIAIONIUM JEHCTBYIOIIECE
BEIIECTBO HEMPEPHIBHO B TEUYEHUE OMPEICICHHOTO OTpe3ka BpemeHH. K MoJIKoXKHBIM
npenaparaM OTHOCST UMILIAHTATHI;

"nexapctBeHHas popma ¢ aByxda3HbiM BeicBoOOkAeHUEM" (biphase release formulation)
— JIeKapcTBeHHas (Qopma, KOTopasi B MepBYIO0 ¢a3y ObICTPO BBICBOOOXKIAET YaCTh JI03bI,
obecrnieunBaronIel TEPANeBTUUECKYI0 KOHIICHTPAIMIO JEUCTBYIOIIETO BEIIECTBA B TCUCHUE
KOPOTKOTO OTpE3Ka BPEMEHH IOCjie MpUMeHeHus. B TedyeHne BTOPOi, MpoIeHHOM, (a3bl
MPOUCXOAUT BBICBOOOXKJACHNUE OCTAJIbHOW YAaCTH J103bI, HEOOXOAUMOMN JJIs MOJAJACpPKAHUS
3¢ PeKTUBHON TepaneBTUYSCKON KOHIIEHTPAIIUH JICHCTBYIOIIEr0 BEIIECTBA B TEUCHHUE
IPOJIOKUTEIHFHOTO TIEPUO/IA;

"nexapcTBeHHas (popma ¢ 0ObIYHBIM BRICBOOOXKIeHHEM" (immediate release dosage form,
immediate release formulation) — nexkapctBenHas GopmMa, CKOPOCTh, U (MJIM) BpeMs, U (HIIH)



MECTO BBICBOOOXK/IEHHUS IEHCTBYIOIIETO BEIIECTBA KOTOPO HE MOAU(PHUIIMPYIOTCS BBEIEHUEM
CIIEIIUANIBHBIX BCIIOMOTATEIBHBIX BEMIECTB M (MJIM) NMPUMEHEHUEM OCO0O0W TEXHOJOTHH
MPOU3BOICTBA;

"nexkapcTBeHHas popma ¢ oTcpoueHHBIM BhicBoOOXKIeHHeM" (delayed release dosage form
, delayed release formulation) — nexapcTBeHHas ¢opma, BBICBOOOKICHUE JIEHCTBYIOLIETO
BEI[ECTBA KOTOPOH SBISETCA OTJIOKEHHBIM Ha OIpPEICICHHBI OTPE30K BPEMEHH IOCie
npuMeHeHus1 1036l [locneayromee BBICBOOOXKIACHUE aHATOTUYHO BBICBOOOXKICHUIO U3
JIEKapCTBEHHOM (hOPMBI C OOBIYHBIM BBHICBOOOKICHUEM;

"JekapcTBeHHas popma C MyJIbCUPYIOMINM (TTPEPHIBUCTHIM) BEICBOOOXKIeHHEM" (pulsatile
release dosage form) — nekapcTBeHHas ¢opma C MOPIUOHHBIM BBICBOOOKICHUEM
JCMCTBYIOIIETO BEIIECTBA Yepe3 OMpe/IeICHHbIC NHTEPBAIIBI BpEMEHHU;

"MHOTOCTUHUYHAS JiekapcTBeHHas hopma" (multiple-unit dosage
form) — nexapcTtBeHHass ¢opma, cojepikaiias MHOXKECTBO OTHEIbHBIX (Hampumep, B
KEJTATUHOBOM KarCyJie) WIN CIPECCOBAaHHBIX B TAOJETKY €IMHUI] (Hampumep, MeyieT Uiu
rpaHyi), Kakaas U3 KOTOPBIX COJEPKUT BCIIOMOTATENbHbIE BEHIECTBA, KOHTPOJIUPYIOLIUE
BBICBOOOXKICHUE JEHCTBYIONIETO BelllecTBa"

"ogHOEMMHUYHAS JieKapcTBeHHas (popma" (single-unit dosage form) —nexapcTBeHHas
dbopma, cocrosmas TOABKO M3 OJHOW €AMHHIIBI (Hampumep, B (OpME OCMOTHYECKOH
Ta0JEeTKN);

"muacTeIiph TpaHcaepManbHbIn" (transdermal patch, transdermal drug delivery system) —
MsATKas (opMa JIEKapCTBEHHOTO Ipemapara pas3lInyHOTO pa3Mepa, CoAepKamias OJHO
JIEUCTBYIONIEE BEIIECTBO WM 0Oojiee, HAaHOCHMMas Ha HEMOBPEXKIACHHYIO KOXY IS
NOCTH)KEHUSI CUCTEMHOW HNOCTynHOCTH. CymecTByeT 2 OCHOBHBIX THNA IIJIACTBIPEN
TpaHCAEPMAIIbHBIX B 3aBUCHMOCTH OT CIIOc00a pacrpesiesieHns IeUCTBYIOIETr0 BEIIECTBA B
KOMITOHEHTAX TUIACTHIPS:

MaTpHUYHbIE (C BBICBOOOXKIEHUEM JEHCTBYIOIIETO BelecTBa myTeM nuddy3un);

pesepByapHbIe (C KOHTPOJIUPYEMBIM MEMOpPaHON BBICBOOOXKICHHEM IEHCTBYIOIIETO
BEILIECTBA U3 JKUJIKOI KaMephbl).

II. O6ocHOBaHUE pa3paboTKu

6. Pa3paboTka j1ekapCTBEHHOr0 mpemnapara ¢ MOAU(PUIIMPOBAHHBIM BBICBOOOXKICHUEM
JEHUCTBYIOIIETO BEIIECTBA JOJKHA OCHOBBIBATHCS HA YETKO OMPEACNICHHOW KIMHUYECKOM
HEOOXOIMMOCTH (HampuMep, NOBBIIIEHWE BOCHPUUMYUBOCTH M (KMiK) OE€30MacCHOCTh
MalMeHTOB) W Ha EIUHCTBE (PU3UOJIOTHYECKUX, (apMaKOJUHAMHYECKUX W
(bapMaKOKMHETHYECKUX MPUHITUIIOB.

7. PeructpallmoHHOE JOChE JIEKAPCTBEHHOTO Ipernapara ¢ MOAU(UIMPOBAHHBIM
BBICBOOOKJICHHEM JIOJDKHO COJIEpXKaTh TMOJHOE O0OOCHOBaHWE (UIHYECKON (POpPMBI
JIEKapCTBEHHOI0 TMpemnapaTta (¢ MOAHU(PUIMPOBAHHBIM BBICBOOOKJIECHHEM U MEXaHU3Ma
BBICBOOOJK/ICHHUSI), BBIOOpa JeKapCcTBEHHOW (opmbl (¢ omucaHueM (YyHKIIMOHATBHBIX



XapaKTepUCTUK TIperapara in vitro v in vivo), BBIOOpa cojiep>KaHus JIEHCTBYIOIIETO BEIIECTBA
B CIMHUIIC JICKAPCTBCHHOU (OpMBI, a TakkKe KIMHUYECCKOTO OOOCHOBAHUS HOBOU

JIEKapCTBEHHOH (HOPMBI

(B 0COOCHHOCTH B CBSI3M C MpeJjiaracMbIMU TMOKa3aHUSIMH K TMPUMEHCHHUIO M PEKUMOM

JIO3UPOBAHUS ).

1. Knmuangeckoe 000CHOBaHME

8. JlekapcTBeHHast (hopMa ¢ MPOJTOHTUPOBAHHBIM BBICBOOOXKICHUEM MpUEMIIEMA, €CITU
JICUCTBYIOIIIEE BEIIECTBO CMOCOOHO OOECIeYnBaTh JKeaeMbld KIMHUYECKUU 3 dexT mpu
(hapMaKOKMHETHYECKOM TMpodwiie, OTIUYAIIEMCS OT JOCTHUTaeMoro mpoduias Ipu
MPUMEHEHUH JICKAPCTBEHHOU (POPMBI ¢ OOBIYHBIM BBICBOOOKICHUEM.

9. JlexapcTBeHHas opMa ¢ MPOJOHTHPOBAHHBIM BBICBOOOXKICHHEM MOYKET UMETh P
MPEUMYIIECTB M0 CPABHEHHUIO C JIEKAPCTBEHHOW (HOPMOU C OOBIYHBIM BBHICBOOOKICHHEM,
HanpuMep:

a) yMeHbIlIeHHbIe QyKTyauuu (kojieOaHus) MIa3MEHHOW KOHIIEHTpALUM Tpernapara,
CIOCOOHBIEC 00eCTIeUnTh 00JIee MPOIODKUTENbHBIC 3PHEKThI U (MJIM) YMEHBIICHHYIO YaCTOTY
BO3HMKHOBEHUS CTy4YaeB U (WJIM) MHTEHCUBHOCTh HEXENATEeIbHBIX PEaKIIHA,

0) MeHbIIas YacTOTa MPUMEHEHUS W MOTEHIIMAIHHOE TOBBIIICHHE BOCTIPUUMYUBOCTH
MareHTaMu;

B) JPYroil mMyTh BBEACHUS (BHYTPHUMBIIICUYHOE, IMOJKOKHOE WM C UCIOJIH30BaHUEM
TUTACTBIPEH TpaHCASPMAIIbHBIX ) (32 HCKIIFOUCHHEM IpUEeMa BHYTPb ).

10. PazpaboTka siekapcTBeHHOU (POpMBI ¢ IBYX(a3HBIM BHICBOOOKICHHEM IIeIecoo0pa3Ha
npu HEOOXOOUMOCTH OBICTPOTO Hayaja JEeWCTBHS JIEKAapCTBEHHOrO Ipemapara ¢
MOCJICTYIOIITUM TIPOJIOHTHPOBAHHBIM BBICBOOOKICHUEM.

11. Pa3paboTka nexapcTBeHHOW (POPMBI C OTCPOUYEHHBIM BBICBOOOKICHUEM
nenecoodpasHa B IENSIX 3allMUTHl JACHCTBYIOMIETO BEIIECTBA OT KHUCIOW Cpeabl JKelyaAKa,
3aIUTHI KEITYJKA OT JEHCTBYIOMIETO BEIIECTBA WUIIM €CJIM BBICBOOOXKIEHUE JEHCTBYIOIIETO
BEIIIECTBA MTPEAYCMOTPEHO B ONIPEICICHHOM CETMEHTE KHUIIICYHUKA.

12. Pa3paboTka nexapcTBeHHOW (OPMBI C MYyJIbCUPYIOMHUM (TIPEPHIBUCTHIM)
BBICBOOOXKICHUEM LieJiecoo0pa3Ha, eciiu JeueHre TpeOyeT KOPPEKIUU C yUeTOM CYTOUHOTO (
IIUPKATHOTO) PUTMA UMEIOMIETOCS COCTOSIHHS WU MPYU HEOOXOIMMOCTH BBEJICHUS C HU3KOH
JacTOTOM, a JJIs JOCTIXKEHUS 3P(OEKTUBHOCTH HEOOXOAUM KOJICONIOMUICS Mpoduib
MJa3MEHHOM KOHLEHTpalWuH, CBOMCTBEHHBIA JEKapCTBEHHOM ¢GopMe C OOBIYHBIM
BBICBOOOXKICHUEM.

2. IIpuMeHEeHHE U PEXUM JO3HPOBAaHUA

13. B peructpaiiioHHOM J0ChE€ JEKapCTBEHHOIO Mpenapara He0OX0AUMO YETKO yKa3aTh
YCIJIOBHSI BBEJICHUS JIEKAPCTBEHHON POPMBI ¢ MOIU(GUIIUPOBAHHBIM BBICBOOOXKICHUEM U, €CITH



npuemMieMo, €€ MPUMEHEHHE BMeCTe C JIeKapCTBEHHOW (opmoit ¢ OOBIYHBIM
BBICBOOOK/ICHIEM B CIEAYIONIUX CUTYaIIUAX:

B HayaJie JICUCHMUS;

pu He0OXOTUMOCTH TTOI00Pa 1036,

JUT TIOZIEP>KaHuUs TepaneBTUIecKoro 3¢ (deKra;

IPY JIEYEHUHU OCTPHIX 3a00JICBaHUM;

JUIS OCOOBIX TPYII HAcEJICHUS (TOXKWIIBIC JIIOIH, IETH W TAIUEHTHI C MMOYCYHON WIIH
MEYCHOYHOM HEI0CTATOYHOCTHIO).

B perucrpannoHHOM J0ChE JIEKapCTBEHHOTO Mpemnapara ¢ MOAU(PHUIIMPOBAHHBIM
BBICBOOOXKACHHEM HEOOXOAMMO 000CHOBATh OTCYTCTBHE JIO3UPOBOK JIEKAPCTBEHHBIX (HOPM ¢
MOAUGHUIIUPOBAHHBIM BBICBOOOXKICHUEM, OXBATHIBAIOIINX BCE HEOOXOIMMBIE YPOBHHU 1103 (
HAIMpUMEP, HU3KKE J03BI IS CIICTIMAIBHBIX TPYIIT HACCTICHU).

[Ipu Hanuuuu B 000pOTE OJTHOBPEMEHHO MOJAUPHUIIUPOBAHHBIX U HEMOAUPUITUPOBAHHBIX
JEKapCTBEHHBIX (POpM HE0OX0auMO B MH(OpPMAUHUH O JIEKAPCTBEHHOM IIpernapare AaTh
PEKOMEHIAIUH:

M0 3aMEHE JIEKapCTBEHHBIX ()OPM C OOBIUHBIM BBHICBOOOXKJICHHMEM Ha JIEKAPCTBEHHBIE
(dbopmbl ¢ MOTUPHUITIPOBAHHBIM BEICBOOOKICHUEM;

1o 00eCIeYeHNI0 ONTUMAJIBHBIX YCIIOBUI MPUMEHEHHUS (HampuMep, yKa3aHus He KeBaTh
WU HE pas3pymarh TabJeTKH), €CIW ITO BIUSET Ha OmodapMaieBTUUYECKHE CBOMCTBA
JIEKapCTBEHHOT'O MIpenapara.

IV. UccrnepoBanua 1eKapcTBEHHBIX GOpM ¢ MOAH(PHUITMPOBAHHKIM BEICBOOOXKICHHEM,
coJiepXKaIuX HOBEIE XHMHYIECKHE COSIMHEHNA B Ka4eCTBE ASHCTBYIONIUX BEIIECTB

14. Eciii HOBO€ XMMHYECKOE COCAMHEHUE BXOJUT B KAUE€CTBE JICVCTBYIOIIETO BEILIECTBA B
COCTaB paszpabaThiBa€MOro JEKApCTBEHHOTO TMpemnapara ¢ MOAUGUIIUPOBAHHBIM
BBICBOOOXKJIEHHEM, PETUCTPALIMOHHOE JIOChe TaKOro IMpernapara JOJDKHO COAEPKaTh
COOTBETCTBYIOIUE (papMaIleBTUUECKUE ¢ XHUMHUYECKHE JaHHBIE, HEOOXOIUMbIC
JNOKJIMHAYECKUE UCCIEN0BAHUS U MOJHBINA KOMIUIEKT JAHHBIX KIMHUYECKUX UCCIIETOBAHUI.

1. dapmMakOKMHETHYECKUE HCCIEJOBAHUS JIEKAPCTBEHHBIX IPENAapaTOB C
MOAUGDUIIMPOBAHHBIM BBICBOOOXKJAEHUEM JUIsi TpUEMa BHYTPb, COJEPXKALIUX HOBOE
XUMHYECKOE COCTMHEHNE

15. HoBoe xuMHueckoe COeIMHEHUE, BXOAIIEE B KAUYECTBE JEHCTBYIOIIErO BEILIECTBA B
cocTaB paszpabaThiBa€MOro JIEKAPCTBEHHOI'0 Mpernapara ¢ MOAUPUIIMPOBAHHBIM
BBICBOOOXKIEHHEM, TpeOyeT MpeacTaBlieHus BceX (ApPMaKOKHHETHYECKHX JaHHBIX.
JlomonHUTENIbHAS JOKYMEHTalus, crneuududyHas i JIeKapCTBEHHOW (QOopMBI C
MOJIU(PUIIMPOBAHHBIM BBICBOOOK/ICHUEM, BKJIIOYAeT B c€0s JaHHBIE HCCIEIOBAHUM,
HamnpaBJIeHHbIX Ha OLEHKY (akTopoB, BIUSIOIMMX Ha OuodapMaleBTUUECKUE
XapaKTEePUCTUKHU JIEKAPCTBEHHOIO Mpenapara ¢ MOANGUIIMPOBAHHBIM BEICBOOOXKICHUEM, KaK
3TO yKa3aHo B nojpazzeine 1 pasnena V Hactosmux TpeGoBaHuii.



16. JIns mpemoTBpalieHus nyOIupoOBaHUS UCCIEIOBaHUN (HAampuMep, UCCIeOBaHUE
JI030BOH U BpeMeHHdﬁ 3aBUCUMOCTH) PEKOMEHIYETCS B MEPUOJ KIMHUYECKON pa3zpaboTKu
NpoBOAUTh (apMAKOKMHETHYECKHUE HCCIENIOBAHUS JIEKAPCTBEHHOW (OpPMBI  C
MOJAU(PUIMPOBAHHBIM BBICBOOOKIEHUEM KaK MOKHO paHblie. HavanbHble nccinenoBanus |
¢da3bl pa3paboTKu (HampuMep, UCCIICAOBAHNS, BIIEPBHIE MPOBOIUMBIC C YUACTHEM YEJIOBEKA)
OPOBOJAT, MCIOJIb3Ysl PacTBOp Uil MPUEMA BHYTPb WIIM JIEKAPCTBEHHBIM Mpemnapar ¢
OOBIYHBIM BBICBOOOXK/IEHHEM, B X0JI€ KOTOPBIX MOIYYalOT OCHOBHBIE (DapMAaKOKMHETUYECKUE
XapaKTEPUCTUKHU JIEMCTBYIOLIETO BEIIECTBA (tmax, \Y & Cl, TepMuUHaANBHBIA MEPHUOJ

MOJIYBBIBEIEHUS, ITyTh (TIyTH) BbhIBeeHUs ). MccreioBaHus B3aUMOICHCTBUS JIEKapCTBEHHBIX
CPEICTB W HCCICAOBAaHMSA B OCOOBIX TpyHIax HACEICHHUS TPOBOIAT, HCIIOJIb3Ys
JEKapCTBEHHBIN Tpemnapar ¢ MOAUGUIIMPOBAHHBIM BBICBOOOXIeHHWEM. B momomHeHue K
OOBIYHBIM (PAPMAKOKMHETUYECKUM HCCIEIOBAHUAM, HEOOXOIUMBIM Jis JIIOOOTO HOBOTO
JIEKapCTBEHHOTO Tperapara (Hampumep, onpeaeneHne (GpapMaKOKMHETUYECKHX MMapaMeTpoB
IPpU OJTHOKPATHOM M MHOTOKPATHOM BBEJICHHH /103, a TaKke (TIpU HEOOXOUMOCTH) BIUSHUE
MUAIA W TPOTOPIUOHATBLHOCTh J03bI), HEOOXOJAMMO ONHCATh MEXaHU3M KOHTPOJIS
BBICBOOOXK/ICHHS JCHCTBYIONIETO BEHIECTBA. DTO OCYIIECTBISAETCS B XOJI€ HCCIIECIOBAHMI
OMO3KBUBAJICHTHOCTH (OTHOCUTEIHHOM OMOIOCTYITHOCTH ), BBITIOJHSIEMBIX C UCIIOIb30BaHUEM
Pa3IMYHBIX COCTAaBOB U (WJIM) METOJIOB MPOU3BOJICTBA, B KOTOPBIX, HAIIPUMED, U3MEHSACTCS
KOJMYECTBO BCIIOMOTaTEeIbHOTO BEIECTBA, KOHTPOJIUPYIOUIEro BbICBOOOXKAeHUE. Ecnu
BO3MOYKHO, TIOJTyYEHHBIE I ViVo (PapMaKOKHHETHIECKUE TPOP I HEOOXOIUMO COTIOCTABHUTH
C mpoduIsiMU BBICBOOOXKIEHHUS NEUCTBYIONIETO BelecTBa in vitro (mpunoxenue Ne 1 k
HacTosiuM TpeboBaHMsIM).

HccnenoBanus BIMSHUSA WA HA JIEKapCTBEHHEIE (OPMEBI C MOIU(HIMPOBAHHBIM
BBICBOOOKIEHMEM I IpHEMa BHYTPb

17. BzaumoeiicTBIE C MUIIEH MOKET ObITH 00YCIIOBIICHO JCUCTBYIOIINM BEIIICCTBOM HIIN
JEKapCTBEHHBIM TpenapaTroM (mocieaHee HauOojee Ba)XHO [Js MpenapaTroB ¢
MOAU(PUIMPOBAHHBIM BBICBOOOKIEHUEM ).

18. OnTuManbHble YKCIEPUMEHTAIBHBIE YCIOBUS HCCIEIOBAHUS BIUSHUS IMHUILH
MpEeANoJiaraloT ynorpeOjJeHue OYeHb KMPHOW MWLM HENOCPEICTBEHHO Nepes MPUEMOM
JIEKapCTBEHHOI'0 IIpenapara B COOTBETCTBMM C yKa3aHMSAMHU Iojpasnena 1 paspena V
HacTosimux TpeOoBaHU.

19. VccnenoBanus BAUSHUS MUILK Ha JIEKAPCTBEHHBIE MTpenapaThl ¢ MOAU(UIIMPOBAHHBIM
BBICBOOOXK/ICHUEM PEKOMEHAYETCs MPOBOAWTH HAa PAHHUX 3Tamax pa3pabOTKH, 4TOOBI B
UCCJIeIOBaHUS KIMHUYECKON 3(PPEKTUBHOCTU M 0€30MaCHOCTH MOXHO OBLIO BKIIIOUHUTH
COOTBETCTBYIOIIME PEKOMEHAAIMU 0 IPUMEHEHUIO IpEnapara no OTHOIIEHUIO K IPUEMY



UK. JTO TaKXKe BaXKHO JJIsi OE30MaCHOCTH, TTOCKOJIBKY OIICHUTh MEPCHEKTUBHBIN PUCK
OBICTPOTO BBICBOOOXKJECHHUS J03bl HEOOXOAMMO TIepe] HadajloM HCCIeI0BaHUM
3(hPEKTHBHOCTH U OC30ITACHOCTH.

20. Jlns oueHKHW BJIUSHUS NMUIIM Ha aOCOPOIMIO JEHCTBYIOMIETO BEIIECTBA HOBOTO
JEKapCTBEHHOIO Tpernapara HHOTa 10CTaTOYHO MPOBECTH MEPEKPECTHOE UCCIETOBAHNE B 2
rpymnmnax (mpueM JeKapCTBEHHOIo Ipemnapara ¢ MOAUGUIIMPOBAHHBIM BBICBOOOXKICHUEM
HATOIIAK U Mocje npuema nuinu). [Ipu Hanuuum KIMHUYECKU 3HAYUMOTO BIIUSIHUS MUIIN Ha
JIEKapCTBEHHBIN TIpenapar ¢ MOAUGUIIMPOBAHHBIM BBICBOOOXKICHUEM, MOXKET TOTPEOOBATHCS
JOTIOJIHUTENIFHOE UCCIe0BaHUEe (MCCIIEIOBAHMS) C UCIIOIb30BaHUEM pacTBOpa ISl MpueMa
BHYTPb JJISI OLIEHKH TOTO, OTHOCUTCS JIM BJIMSIHHE MUIIM K JICKAPCTBEHHOMY IMpemnapary,
JIeKapCTBEHHOM (popMe WM K JEHCTBYIOIIEMY BelIecTBY. B 3TOM ciiydae MOXXHO MPOBECTH
MEPEKPECTHOE UCCIIEIOBAaHUE B 4 TpyNIax: JIEKapCTBEHHBIN MTpenapar ¢ MOAUGUIIUPOBAHHBIM
BBICBOOOKJIEHMEM HATOIAK U MOCJIE MpUeMa MUK B CPAaBHEHUU C PacTBOPOM ISl pUeMa
BHYTpb (WJIM TIpenapatoM € OOBIYHBIM BBICBOOOXKJIECHHEM, €CIM HE MPEICTaBISETCA
BO3MOXHBIM HCTIOIB30BaTh PACTBOP), IPUHUMAEMbIM HATOIIAK U TIOCIIE TIpHeMa MHIIIH.

21. Ilpu HaMUUMU KIMHUYECKHU 3HAYMMOT0 BIUSHUS UM HA JIEKapCTBEHHBIN IIpenapar C
MOAUGUITMPOBAHHBIM BBICBOOOXKICHUEM, JUISI pa3pabOTKU PEKOMEHAAINH 1O JO3UPOBAHHIO
MOTYT MOTPeOOBATHCS JOMOJHUTEIbHBIE UCCIETOBAHUS B3aUMOJICUCTBUS JIEKAPCTBEHHOTO
npenapara ¢ MOAU(PUIIMPOBAHHBIM BBHICBOOOXKICHUEM C TUIICH (HampuMep, MCCIIeTOBAHUS
BIUSHUSL DPA3JIUYHBIX BUJOB NHUIIM B 3aBUCHUMOCTH OT €€ KaJIOpUHHOCTH U COCTaBa,
HaIpaBJICHHbIEC HA YCTAHOBJICHUE BIUSHUS MUILHA, IPUHUMAEMON B OMpPEIEICHHOE BPEMEHS
710 Y TIOCJIE TTpUeMa JICKapCTBEHHOTO Mpernapara, u T. 11.).

2. @apMaKOKHMHETHIECKHE HCCIIEJOBAaHN IUIACTHIPEH TPAHCIEPMAIHHBIX

22. Eciii HOBOE XMMHUYECKOE JIEHCTBYIOIIEE BEIIECTBO pa3padaThIBACTCs AJI IPUMEHEHUS
B COCTaBE€ IUIACTHIPS TPAHCAEPMAIBLHOTO, PETHCTPAIMOHHOE I0ChE TAKOTO JIEKAPCTBEHHOTO
mpemnapara JOJKHO COJIepkKaTh COOTBETCTBYIOIIME (apMalleBTUYECKHE U XUMUUYECKHUE
JTaHHBIC, HEOOXOIUMBIC JOKIMHHYECKUE UCCIICTOBAHMS, a TAK)KE IMOTHBIA KOMIUICKT JaHHBIX
KIIMHAYECKUX UCCIICIOBAHUN.

23. B menomM KUHETHKA JOCTABKU JEHCTBYIOIIETO BEIIECTBA M3 IIACTBIPS
TPAHCAEPMATHHOTO OMPEACNISICTCS B3aWMOJCHCTBHEM MEXKIY ICHCTBYIOIIUM BEIIECTBOM,
BCIIOMOTATEbHBIMA BEIIECTBAMHU JIEKAPCTBEHHOTO TMpernapara U Koxkeu. [ns oreHku
XapakTepUCTUK TudPy3un ACHCTBYIONIETO BEIIECTBA M JIMMUTHPYIOMIECH CKOPOCTh CTaIuH,
OTIPEICISIIONEe CUCTEMHYI0 OUOJOCTYNHOCTh (HampuMep, BBICBOOOXKICHHE U (HIIH)
HAKOTUICHUE KOXKEH JEeHCTBYIONIEro BEIIeCTBa), U (MJIM) APYTUX COOTBETCTBYIOIIUX CBOMCTB
JEKapCTBEHHOTO Tperapara, HeOOXOIUMO MPOBECTH HCCIENOBAHUS In VIro U In Vivo.
dapMaKOKHMHETUYECKHUE MCCIICOBAHUS JOJDKHBI BKIIFOUATh HUCCIEIOBAHUS TTO OJTHOKPATHOMY
¥ MHOTOKpPATHOMY NMPUMEHEHHUI0, YIUTHIBAIOIINE TAKUE ACTICKTHI, KaK:

3aBUCUMOCTH a0cOpOLIMH, OT MECTa HAHECEHMUS,;



GbIyKTyanuo KOHIICHTPAIIHIA;

JIATEHTHBIN TIEPUO;

npoduib "KOHIEHTpAIHs — BpeMs' TIoclie yIaaeHus TIacThIpsl TPaHCIePMaTbHOTO.

XKenaTrenbHO yCTaHOBHUTH CBSI3b MEXIy cBodcTBamu in vitro u in vivo (IVIVC) nnsa
IUTACTHIPS TpaHcAepManbHOro. B cimydae pa3paboTKu HECKOJNBKUX TO3UPOBOK HEOOXOAUMO
UCCJIEA0BaTh MPOMOPIMOHAIBHOCTh 3THX JIO3UPOBOK B COOTBETCTBUHU C TPEOOBAHUSMHU
noapaszaena 1 pazaena V Hactosimux TpeboBaHuUiA.

24. B nomonHeHUE K CTaHAApPTHBIM uccienoBanusM | ¢a3pl HE0OX0IUMO MPOBECTH
HCCJIEIOBAHKE HA:

pazapakeHue KOXKu;

ceHcubOunmzanuio (nmpuioxenue Ne 2 k Hactosmum TpeGoBaHMIM);

(OTOTOKCUYHOCTD M aAT€3UBHOCTD IUIACTHIPS TPaHCIEpPMaIbHOTO (mpuioxeHue Ne 3 k
HacTosUM TpeOoBaHUSIM).

[Tpu olileHKe aATre3UBHOCTH ITUIACTHIPS TPAHCACPMAIHLHOTO HEOOXOANMO YUECTh BIUSHHE
BHEIIHUX (DAKTOPOB (HAMpUMEpP, TEMIIEPATyphl, COTHIE3AMUTHBIX KpeMoB). Kak mpasuiio,
MJIaCTHIPU TPAaHCACPMAJIbHBIC TMpPEIHA3HAYCHBl ISl MPUMEHEHHS y MOXHWIBIX JIHIL.
CrnenoBaTenbHO, UCIIBITAHUA HEOOXOAUMO MPOBOJUTH C YYACTUEM JIUIL C COCTOSIHUEM KOXKH,
XapaKTepHBIM I TaKOH BO3PACTHOM Tpymibl. MHCTPYKIUS IO METUITTHCKOMY TPUMEHEHUIO
(JIMCTOK-BKJIAJIBIII) K JISKAPCTBEHHOMY Ipenapary J0JDKHA COepPkKaTh KOHKPETHBIC YKa3aHUS
0 MPUMEHEHUIO0 B OCOOBIX clydasix (Harmpumep, B cayHe). g npenoTBpalieHus: ommudoK
NPUMEHEHHSI TUIACThIPEH TpaHCIEePMaNIbHBIX (HAIpUMep, MPH IIOXOM 3pEHUH) pa3paboTka
IUTACTBIPEN TPaHCAEPMAIIbHBIX HE3aMETHBIX Ha KOKE MaIlMeHTa JIOJKHA PacCMaTPUBATHCS C
KOHCEPBATUBHOW TOYKHU 3peHUs. B Takux ciydasx /Ui yBeJIHMUEHHUs 3aMETHOCTH TUIACTBIPS Ha
HEro HaHOCST JIETKO 3aMETHYIO KPackKy.

3. ®apMaKOKHHETHIESCKHE HCCIIENOBAHNA BHYTPAMBIIICIHBIX (IIOQKOXKHEIX) AMO-TIPEnapaToB

25. KuHetuka BHYTPUMBIIIECUHBIX (MOJKOXHBIX) JIENO-MPENAapaToB OMNpPEIEIIsIeTCs
B3aMMOJICMCTBHEM JEHCTBYIOIIETO BELIECTBA JIEKAPCTBEHHOI'O Mpenapara U MbIIIEYHOU
TkaHu. JlIsi OUEHKHM XapaKTepuCTUK Ju@Qy3uu IeHCTBYIOIIEro BEIIECTBA U3
BHYTPUMBIIIEYHOTO MJIM TMOJKOKHOTO JEN0 M JUMHUTHUPYIOUIEH CKOPOCTh CTajJuu,
ONpEIENSIOIENd CUCTEMHYIO OMOIOCTYTHOCTh (HalpuMep, BRICBOOOXKAECHHUE JIEHCTBYIOIIETO
BEIIECTBA U3 KOKHOTO pe3epByapa) u (Ujin) 0OCTOSITENIbCTB, ONIOCPEIOBAHHBIX IIPENapaToM,
HEOOXO0JAMMO NPOBECTH HCCIENOBaHUA In Vitro W in vivo. PapMakKOKMHETUYECKHUE
MCCJIEI0OBAHUS JIOJDKHBI BKIIIOUATh B CE0Sl UCCIIEIOBAHUS C OJJHOKPATHBIM U MHOTOKPATHBIM
BBEJCHUEM JI03bl BHYTPUMBIIICUYHBIX (MMOJKOXKHBIX) AENO-NPENnapaToB, yYHUTHIBAIOLINE
OTIpeJICICHHbIE aCMEeKThl (HalpuMep, 3aBHCUMOCTh abcopOLMHM OT MecTa NPUMEHEHHS,
(bayKTyaluo KOHLEHTpAlLWH, JaTeHTHBIA nepuoa). HeobxoaumMo yCTaHOBUTH CBSI3b MEXKIY
coiictBamu Iin vitro u in vivo (IVIVC) nns BHYTPpUMBIIIEYHBIX (ITOJKOXHBIX)
Jeno-npenaparoB. B ciyuae npuMeHEHUs HECKOJIbKUX JO3UPOBOK BHYTPHUMBIIICYHBIX (



MTOJIKOXKHBIX ) JICTIO-TIperapaToB HEOOXOIUMO COOTBETCTBYIOIIMM OO0pa3oM HCCIIEIOBATh
MPONOPIMOHAIBHOCTD 3TUX JIO3UPOBOK BHYTPUMBIIICUHBIX (TIOJIKOKHBIX) JIETIO-TIPENapaToB.

V. UccnenoBaHus JIeKapCTBEHHBIX (OpM ¢ MOAHGPHUITMPOBAHHEIM BEICBOGOXKICHAEM,
IeHCTBYIONMEe BEMECTBO KOTOPHIX 3aperHCTPHPOBAHO
B COCTaBe JIEKAPCTBEHHOTO MpeTapaTa ¢ APYToil CKOPOCTRIO BEICBOOOXKACHAST

26. JlexapcTBeHHbIE (POPMBI C MOIUPHUITIPOBAHHBIM BHICBOOOKICHUEM Pa3pabaThIBAIOTCS
Ha OCHOBE CYIIECTBYIOIICH 3aBUCUMOCTU MEXTY (DapMaKOJIOTHYECKUM (TOKCUKOJIOTUYECKHUM )
OTBETOM U XapaKTEPUCTUKAMH CHUCTEMHOW SKCIO3HUIMH JEWCTBYIOLIErO BEIIEeCTBAa U (WJIH)
meTtabonuTta (MetabonuToB). CienoBaTeNbHO, 1ellb pa3pabOTKU JIEKAPCTBEHHON (OpPMBI C
MOAU(PHUIMPOBAHHBIM BBICBOOOXKIEHHEM B OOJBIIMHCTBE CIYYaeB COCTOUT B JOCTHKCHHUH
oOure#t sxcno3uniuu (AUC) neicTBYIOIEro BellecTBa, aHaJOTUYHOM JIEKapCTBEHHOMU (hopme ¢
OOBIYHBIM BBICBOOOXKIeHHEM. HeoOs3aTenbHO MPUMEHSITh T€ K€ HOMHUHAJIBHBIE HO3BI,
MOCKOJIBKY JIeKapcTBeHHast (opMa ¢ MOAUPUIIMPOBAHHBIM BHICBOOOKICHHEM MOXKET UMETh
JPYTYIO CTeNeHb a0COpOLUU WU META00IN3MA.

27. B nenom nexkapcTBeHHbIE (GOPMBI C MOIU(DHUITUPOBAHHBIM BBICBOOOXKICHHEM HE
SBIIAIOTCS. OMOPKBUBAJICHTHBIMU COOTBETCTBYIOIIEH JIEKAPCTBEHHOU (hopMme ¢ OOBIYHBIM
BBICBOOOXKIeHHEM. Vcmonb30BaHNE TOJNBKO (papMaKOKHHETHYECKUX JTAHHBIX MOXKET OBITh
HEJIOCTATOYHBIM ISl BBINOJHEHUS OLIEHKH COOTHOWIEHHS '"modb3a — pHCK" 1A
JeKapCcTBEHHOU (POpMBI ¢ MOIUDUIIMPOBAHHBIM BBICBOOOKACHUEM 110 CPABHEHUIO C OOBIYHOM
JIEKapCTBEHHOM (HhOPMOIA, MPUMEHIEMON B COOTBETCTBYIOMIUX A03aX. [Ipu oTCyTCTBHM HHOTO
000CHOBaHUs TMOMHUMO (apMaKOKHHETHYECKUX MJAaHHBIX HEOOXOJUMO TMOJIYYHTh
JIOTIOJIHUTENIbHBIE JaHHbIE KIWMHUYECKUX HCCIEeIOBaHUM, yKa3aHHbIE B Tojapaszjieine 2
HACTOSIIIETO pa3jena.

28. B ciyuae, ecinu 103MpOBKa HOBOM JIEKApCTBEHHOW (POPMBI ¢ MOTUDHUITIPOBAHHBIM
BBICBOOOKJICHHEM OTJIMYAETCS OT TO3UPOBKH 3apPETUCTPUPOBAHHOMN JICKAPCTBEHHOH (DOPMEI C
OOBIYHBIM BBICBOOOXACHHUEM, 3TO OTJINYUE U OTIMYUS B BO3MOXKHBIX PEKUMAX JT03UPOBAHUS
HEOOXOJIUMO YETKO YyKa3aTh B OOIIEH XapaKTEpUCTUKE JIEKAPCTBEHHOIO IIpernapara,
JUCTKe-BKJIaAbIIe U MapkupoBke. Heo6xoanmo Takxe yka3zaTh Hanbosee BaKHbIE OOBIYHBIC
Mepbl MUHUMM3AIMM PUCKOB, CBSI3aHHBIX C OIIMOKAMU MPUMEHEHUS TaKUX JTO3HMPOBOK
JIeKapCTBEHHBIX (opM. 3asiBUTEINb TOJDKEH MOATBEPANTD, YTO TOJIh3a HOBOU JIEKApCTBEHHOM
dbopMBbI TIpEBBINIAET MOTECHIIMATBHBIC PUCKH, XapaKTEpHBbIE I JaHHOTO mpemnapara (
HaIpuMep, HeTIPaBIWIIBHOE TIPUMEHEHHE).

29. HoBblli ne€KapCTBEHHBIM Mpemnapar HEOOXOJAUMO OXapakTepH30BaTh B
COOTBETCTBYIOIIUX (PapMaKOKMHETHUYECKUX, (apMAKOAMHAMUUECKUX M KIMHUYECKUX
ucciaeoBaHusIX 3(@PekTuBHOCTH (0€30MacCHOCTH) NPU OJHOKPATHOM W MHOT'OKPAaTHOM
BBEJICHUHU J103. B HEKOTOPBIX clTydasix MOTYT OTPEOOBATHCS AOMOJTHUTENIbHbBIE UCCIIEIOBAHUS



(HampuMep, eciau mpernapar ¢ MOAU(PUIUPOBAHHBIM BBICBOOOXKIEHHEM IPUMEHSIETCS C
MOMOIIIBI0O HOBOTO NYTH BBEIEHHUS, HEOOXOJIUMO NpoBeAeHUE (PapMAKOKMHETHUYECKOTO
MCCIIEIOBAHMS B LIETISIX MOJIYUYEHHUS XapaKTEPUCTUK METa0OINYECKOr0 MPOdUIs).

30. Tokcukonoruueckue, papmMakoIoruuecKue WM KIMHUYECKUE UCIBITAHUS IS
OmpeJeseHUs CBOWCTB JEWCTBYIOIIEr0 BEIIECTBa JIEKApCTBEHHBIX (opMm ¢
MOIU(PUITUIPOBAHHBIM BBICBOOOKICHHEM HE TPEOYIOTCS NP YCIOBUU, YTO MIPU IPUMEHEHUHU
JEKapCTBEHHBIX NPEnapaToB ¢ MOAU(PUIHMPOBAHHBIM M OOBIYHBIM BBICBOOOXKICHUEM
HaOJII0AaeTCs CXOAHAs O0IIasi SKCIMO3UIIUSA JEHCTBYIOIETO BEIecTBa (METaOOIUTOB).

31. 3aperucTpupoBaHHbBIN JIEKAPCTBEHHBIN MpenapaT ¢ OOBIYHBIM BBICBOOOXKICHUEM,
CoZepKaluii TO JK€ JEeUCTBYIOIIEE BEIIECTBO, YTO M B JIEKAPCTBEHHOW ¢opme C
MOJIU(DUIIMPOBAHHBIM BBICBOOOXKJICHHEM, SIBISETCS pePEpPEeHTHHIM JIEKapCTBEHHBIM
npenapatoM. PedepeHTHBI  JEeKapCTBEHHBIH  Mpemapar  HCHOJb3YeTCs B
(apMaKOKMHETUUECKUX M TEpaANEeBTUYECKUX HCCIEAOBAHUAX A0 TEX MOp, MOKa He Oynaer
YCTAHOBJIEHO, YTO pa3Iu4Us MEXKIYy pEePEpPEeHTHBIM U HUCCIEAYEMBIM JIEKAPCTBEHHBIM
npernapaTaMy He BIUSIOT Ha XapaKTEPUCTUKU BHICBOOOKICHHS U OMOAOCTYTHOCTH.

1. dapMaKOKMHETHYECKHE HCCIIEAOBAHAS

32. llens dhapMaKOKMHETHUECKUX UCCIEIOBAHUHN 3aKIIIOYAETCS B XapaKTEPUCTUKE 1N VIVO
JIEKapCTBEHHOTO Mpernapara ¢ MOIU(DUITMPOBAHHBIM BBICBOOOXKICHUEM ITyTEM OINPEACICHUS:
a) CKOPOCTH M CTEIIEHH abcopOIuu;
0) QuyKTyaru KOHIEHTPAIMH JCHUCTBYIONIETO BEIIECTBA B PABHOBECHOM COCTOSIHUM;
B) BapuabEIbHOCTH MEXIy CyOBhekTaMu (HapMaKOKWHETHUYECKUX HCCICTOBAHUM,
0OyCJIOBJIEHHOM COCTaBOM JIEKAaPCTBEHHOT'O MIpernapara Uil METOJIOM €ro IPOU3BOJICTBA;
T') IPOMOPIIMOHATBLHOCTH J03bI JIEKAPCTBEHHOIO Mpenapara;
1) (HakTOpoOB, BAUAIONIMX Ha (DYHKIMOHAJIbHBIE XaPAKTEPUCTUKH JIEKAPCTBEHHOTO
npemnapara ¢ MoAU(GUIIMPOBAHHBIM BEICBOOOKICHUEM;
€) pUCKa HENpPEIBUICHHBIX XapaKTEPUCTUK BHICBOOOXIEHUs (HAmpuUmep, OBICTPOTO
BBICBOOOKICHHUS JT03BI).

33. ®apMakOKUHETUYECKHE HCCIIEAOBAHUS OCHOBBIBAIOTCA HAa H3MEPEHUAX
KOHILIEHTpAllMU JIEUCTBYIONIETO BElleCTBA U (MJIM) METab0JIMTa, a B HEKOTOPBIX ClIydasx B
COYETaHUU C oOmpejaeneHueM octporo GdapmakoauHamuueckoro s¢ddekra. B cBsizu ¢
CYLUIECTBEHHBIM BJHUSHHEM COCTaBa JIEKApPCTBEHHOTO IMperapara Ha  €ro
OonodapMaleBTUYECKUE CBOMCTBA, TPEOOBAHUS K U3YUCHUIO METa0OIUTOB, COJIEpKAIIUECS B
[IpaBunax mpoBeAeHUS UCCIETOBAaHUN OMOIKBUBAIIEHTHOCTH JICKAPCTBEHHBIX MPEMApaToOB B
paMkax EBpasuiiCKOro »KOHOMHYECKOTO CO03a, YTBepkaeHHbIXx Pemennem CoBera
EBpaswuiickoii skoHOMHUeckoil komuccun OT 3 HOsiOpst 2016 1. Ne 85 (mamee — IlpaBuna
MPOBEICHUS HCCe0BaHUsl OWO’KBUBAJIEHTHOCTH), HE mpuMeHstoTca. Heobxomumo
OTIPENENSITh KOHIIEHTPAITUIO METa00IMTOB, MMOCKOJIBKY U3MEHEHUE CKOPOCTH abcopOIny Win
yTH BBEACHUS MOKET U3MEHHUTH CTETIEHb U IyTh METa00Iu3Ma.



34. ®apMaKOKMHETHYECKHUE HCCIEAOBAHUS MHPOBOMSIT C y4YaCTHEM 3I0POBBIX
100pOBOJIBIEB WK (U3 COOOpaKeHU 0€30MaCHOCTH) C YYaCTHUEM MAIlUEHTOB.

35. Ilpu mpoBeaeHnu (HapMaKOKMHETHYSCKUX HMCCISIOBAaHUM C MHOTOKPATHBIM
BBEJICHHEM J03bl HEOOXOJAMMO MOATBEPJIUTH JOCTUKEHHE PABHOBECHOTO COCTOSHHSI.
JlocTikeHne paBHOBECHOTO COCTOSIHUS MPU OTCYTCTBUU MHOTO OOOCHOBAHMSI OTIPEICTISETCS
CpaBHEHUEM IO MEHBIIEH Mepe 3 MPEABApUTEIBHO YCTAHOBJIECHHBIX KOHUEHTPALMI Mepe.
BBEICHUEM KaXJOW J03bl JIEKAPCTBEHHOTO Tmpemnapara. DapMaKOKMHETUUYECKHUE
MCCIIEJIOBAHUSI C MHOTOKPATHBIM BBEJICHHEM J03bI HE TPEeOYIOTCS B Clydae OTCYTCTBUS
KYMYJISIUM JIEUCTBYIOIIEr0 BeIIecTBa (TO €CTh €ro HECYIIECTBEHHOTO COJIep)KaHUS B
OpraHu3Me YEJIOBEKA B KOHIIE IEpUOJa JO3UPOBAHUS ), UCXOAS U3 KPUTEPUEB, TPUBEICHHBIX B
noapazzaene 1 pazaena VI Hacrosmux TpeboBaHuUM.

36. B oTHOLIEHNUH COMYTCTBYIOMIETO MPUEMa MUK HEOOXOAUMO TPOBECTU UCCIEIOBAHHE
OMOPKBUBAJIECHTHOCTU C MHOTOKPATHBIM BBEJIEHUEM JI03bI C YUYETOM YCJIOBHH, YKa3aHHBIX B
o011ell XapaKTepUCTUKE JEKapCTBEHHOrO Mpemnapara, 10 JOCTHUXKEHHS PaBHOBECHOTO
coctosnus. Ecnu B o0mieil xapakTepuCcTUKE JIKAPCTBEHHOTO IMperapaTa yCTaHaBIUBACTCS
OmpeAeIeHHOE BpeMs Mpuema MUIIM (MHTEpBajl BPEMEHHM) IO OTHOIICHUIO K BBEICHUIO
JEKapCTBEHHOI'0 TIpemnapara, 3TO BpeMs (MHTEpBajl BPEMEHHU) JOJKHO COOIIOAThCS Ha
MPOTSKEHUU BCEr0 MCCIICIOBAHUS, B TOM YHCIIC B A€Hb ONpeAeieHus: (papMakOKMHETHYECKUX
npoduneit. Eciu B o0mielt xapakTepucTUKe JEKapCTBEHHOTO MpernapaTa pPeKOMEHIyeTCs
NPUHUMATh JIEKApCTBEHHBIN MpenapaT HaTollak (0e3 ompeneseHus: rpaHull BpeMEHU) WITU
HE3aBUCHMO OT TpHeMa MHUIIU, B JACHb OmNpeacicHus (papMaKOKMHETHYECKUX Mpodriei
HEO0OXO0IUMO KCIIOJIb30BaTh XYyAIIUKA BapUaHT MpUeMa JIEKApCTBEHHOTO Mpenapara HaToIakK (
HalpuMep, HATOIIAK YTPOM U B TeueHue 4 yacoB 0e3 ebl mociie npuema npenapara). Eciu B
oOmmel xapaKTEepUCTHUKE JIEKAPCTBEHHOTO TMpernapaTra PEeKOMEHAYETCS NPUHUMATh
JIEKapCTBEHHBIN Mpernapar mocjae nmpueMa MUIH, Ha MPOTSHKEHUU BCETO HMCCIETOBAHUS,
BKJIIOYAsl JTHU OmpeneneHrus (PpapMaKOKHHETHYECKUX Tpoduiei, HeoOX0IUMO MPUHUMATH
MUIY ¢ HOPMaJIbHBIM COJICp)KaHWEM KaJIOpUM, €CIU JIpyrue yCIOBUS IpUeMa MUIINH He
YCTaHOBJICHBI B 001l XapaKTepUCTUKE JIEKAPCTBEHHOTO Mpernapara.

CkopocTh H cTeneHb abcopOr, QIyKkTyanus qeiCTBYIOMEro BEmecTBa

37. CKOpOCTh U cTeneHb ad0COpOLUHU JEHCTBYIOLIErO BEIIECTBA JIEKAPCTBEHHON (POPMBI C
MOJU(PUIUPOBAHHBIM BBICBOOOXKACHUEM HEOOXOAUMO OLIEHUTh IyTEM CPaBHEHUS CO
CKOPOCTBIO U CTENEHBIO a0copOLUU ACHCTBYIOIIET0 BEIIECTBA JIEKAPCTBEHHOM (OPMBI C
OOBIYHBIM BBICBOOOXJAECHHEM IOC]E OJHOKPATHOTO BBEACHHS W MPU HATUYUHM KyMYJSLHUU
M10CJIE MHOTOKPATHOT'O BBE/ICHHSI.

K uccnenyembim papMakOKMHETHYECKUM MapaMeTpaM OTHOCSITCSI:

B UCCJIEIOBAHUSIX C OJTHOKPATHBIM BBEJIEHUEM JIO3bI:

AUCo;



AUC .

(0_00)3
AUC (t-0) (ocTaTo4Has IJIOIIA/Ib);
C
t

max’

max’

JJIA I/ICCJ'IGIIOBaHI/Iﬁ C MHOI'OKpPAaTHBIM BBCACHUCM OO3bI:

t ;
max,ss
max,ss’

min,ss;

GbayKTyanusi KOHIIEHTPALIUH.

Heobxoarmo 0600CHOBATH (papMaKOKUHETUYECKHUI mapaMeTp (TapaMeTpbl), BBIOpaHHBIN B
KaueCcTBE OCHOBHOIO JJIsi CPaBHEHHUS, TO €CTh IapaMmeTp, pacCMaTpUBAEMbI B KaueCTBE
HanboJiee BEPOSATHO OTpaxkaromero 3(QQPEeKTUBHOCTh U 0€30MaCHOCTh JIEKAPCTBEHHOIO
npernapara.

38. HeobxoquMo MOATBEPIUTH, YTO JEKapCTBEeHHasd (opma ¢ MOIUDUIIMPOBAHHBIM
BBICBOOOXKICHHEM O0JafaeT 3afABICHHBIMH XapaKTEePUCTUKAMH BBICBOOOKIEHUS.
PexomeHyeTcsi MCMOAB30BaTh JEKOHBOJIIONUIO JAHHBIX "KOHLEHTpalus — Bpems' s
JneKapcTBEHHOU (GopMbl ¢ MOJIUGPUIIMPOBAHHBIM BBICBOOOXKJIEHUEM B CPaBHEHUU C
COOTBETCTBYIOIIIEH JIEKAPCTBEHHON (DOPMOI ¢ OOBIYHBIM BBHICBOOOXKIACHUEM JJIs OMpEAeTICHUS
KyMYJSTUBHOTO Tpoduis adbcopOuuu (Miau BBICBOOOXKIEHHMS In VIVO) BO BPEMEHH IS
JIeKapCTBEHHOW (OopMbI ¢ MOIU(DUIMPOBAHHBIM BBICBOOOXKIeHUEM. 11 MOATBEPKIACHUS
3asIBJIEHHBIX XapaKTEPUCTHUK BBICBOOOXKJIECHHSI HEOOXOAMMO HMCIOJIb30BAaTh KYyMYJATHUBHOE
abcopOMpPOBaHHOE KOJIMYECTBO U CKOPOCTh a0OCOPOITMU BO BPEMEHH.

39. Tloce MHOTOKPATHOTO BBEAEHUS J03bI HEOOXOAUMO HCCIeN0BaTh (IYyKTyallUIo
KOHLIEHTpaluu JAeHCTBYIONIEro BemecTsa. Ecau He 000CHOBaHO MHOE, JIEKAPCTBEHHAs! (hopMa
C MOAM(PUIIMPOBAHHBIM BBICBOOOKICHHEM JOKHA MTOKA3bIBATh AHAJIOTUYHbBIEC UM MEHbIIINE
(bayKTyaluu 1o CpaBHEHUIO C JIEKapCTBEHHOU (POPMOI ¢ OOBIYHBIM BBICBOOOXKICHUEM.

40. Ecnu nekapctBeHHas opma ¢ MOIUDUIIIPOBAHHBIM BHICBOOOKICHUEM TOJIJICKUT
BBEJICHUIO MalMEHTaM, paHee IMOJYyYaBUIMM JIEKAPCTBEHHYI (opMy € OOBIYHBIM
BBICBOOOK/IEHNEM (HAmpUMeEp, B Cayyae CMEHbI (POPMBbI TO3UPOBAHMS MU MEPEKIIOUEHUS)
IUISL TO/IJIEp KaHUsl PABHOBECHON KOHIIEHTPALIMK HEOOXOAMMO MPEyCMOTPETh CHEUaIbHbIC
MHCTPYKIUHU MO0 TPUMEHEHHUIO TaKOH CMEHBI 1I03UPOBAHUS WIH B XO/I€ TIEPEKITIOYCHHUSL.

ﬂ03H H JO3HUPOBKH, IOAJICKANTAC HCCIICAOBAHUIO



41. Ecnu peiicTByrolee BEIIECTBO M JeKapCcTBeHHas ¢opma ¢ MOIUDHUITUPOBAHHBIM
BBICBOOOK/ICHHEM TPOSBISAIOT JHHEHHBIE (apMaKOKMHETHYECKHE CBOMCTBA, TOCTAaTOYHO
CPaBHUTH JIEKAPCTBEHHYIO (GOpMy ¢ MOAUPUIHPOBAHHBIM BBICBOOOXKICHUEM U
JIEKapCTBEHHYIO (POpPMY C OOBIYHBIM BBHICBOOOKICHHUEM TIOCIIE OJJHOKPATHOTO BBEJCHUS H B
cllydae HaKOIUICHHUs ACHCTBYIOIIETO BEIIECTBAa IMOCIE MHOTOKPAaTHOTO BBEIEHHUS OJHOMN
BEJIMYMHBI JO3BI.

42. Ecnu aeicTBYyIOIIEE BELIECTBO U JIEKAPCTBEHHAsA popma ¢ MOAUDPUIIMPOBAHHBIM
BBICBOOOXKICHUEM TMPOSIBISIOT HETWHEWHYI0 (apMakOKMHETUKY (B TepaneBTUYECKOM
JUana3oHe MJIa3MEHHOW KOHUEHTpAaIuu), HE0OX0IUMO CPaBHUTH JIEKAPCTBEHHYIO (hopMmy C
MOJTU(PUIMPOBAHHBIM BBICBOOOXKIECHHEM M JICKAPCTBEHHYIO (OpMYy C OOBIYHBIM
BBICBOOOKICHEM KaKk MUHUMYM B HAHOOJbIIIEH 1 HaWMEHBIIeH no3ax. Eciu nexapcTBeHHbIE
dbopMbl ¢ MOAMPHUIIMUPOBAHHBIM M OOBIYHBIM BBICBOOOXKICHHEM MPOSIBISIOT Pa3IMYHYIO
CTENeHb HEJIWHEHHOCTH, MPU HEOOXOJUMOCTH MOMXHO CpPaBHUTb HUX JIOMOJHUTEIbHBIE
TO3UPOBKHU.

2. UccnenoBanus BapuaberbHOCTH (papMaKOKHHETUIECKHX TapaMEeTPOB

43. B nccre1oBaHUsAX ¢ OJTHOKPATHBIM U MHOTOKPATHBIM BBEJACHUEM 103, ONTMCAHHBIX B
HACTOSIIEM Tojipasjiesie, HEOOXOAUMO OMPENEUTh MEKUHIMBUIYATbHYIO0 BapuaOeIbHOCTh
(hapMaKOKHHETHYECKUX TapaMeTpOB, MPEJCTABISIIONINX WHTEPEC, ¥ CPaBHHUTH IO ITOMY
KPUTEPUIO JIEKApCTBEHHBIE (POPMBI ¢ MOTUDUIIMPOBAHHBIM U OOBIYHBIM BBICBOOOKICHHEM.
[IpeanoyTuTenbHO, YTOOBI BapWaOEIBHOCTH JJIA JICKAPCTBEHHON (HOpMBI  C
MOAU(PUITUPOBAHHBIM BHICBOOOKIEHUEM HE TIPEBBIIIAIa BapraOeIbHOCTh JIJIS JICKAPCTBEHHOM
(GOpMBI ¢ OOBIYHBIM BBICBOOOXKICHHEM, €CJIM TOJIBKO 3TO MPEBHINICHUE BapraOeIbHOCTH HE
000CHOBAHO C TOYKH 3PEHUS TOTCHIIMAIBHBIX KITMHUYECKUX ITOCIICICTBHI.

3. HUccnenoBanue IpOnOpIHAOHATBHOCTH JO3APOBOK

44. Tlpu HAIMYUKM HECKOJIBKUX JO3UPOBOK MJIM BO3MOKHOCTH OJTHOBPEMEHHOTO MpHremMa
HECKOJIBKMX CJIMHMI] JICKAPCTBEHHON (HDOPMBI ¢ MOJM(PUIIMPOBAHHBIM BBICBOOOKICHHEM B
HEeJsIX JOCTHKEHHUS >KeJlaeMOM J03bl HEOOXOJMMO HCCJIE0BATh MPOMOPIUOHATIBHOCTh
Pa3IMYHBIX JO3UPOBOK HJIHM IPUHUMAEMBIX 03 JEKAapCTBEHHONW (OpPMBI ¢
MOAUGUIIMPOBAHHBIM BHICBOOOXKIeHHEM. [IponopIIMOHAIBHOCTH 403kl HEOOXOAMMO OIICHUTD
C TMOMOIIBIO HUCCIENOBAaHHUS C OJHOKPAaTHBIM U B Cllydyae HAKOIUJICHHS JIEMCTBYIOIIETO
BEIIECTBA C MHOTOKPAaTHBIM BBEJICHHUEM J103, B KOTOPBIX IIOCJIE KOPPEKIIUU O3B
CpPaBHUBAIOTCS TMPEJACTABISIIONMINE HHTEpeC (apMaKOKHMHETHUECKHUE MapaMeTphbl BCEX
JO3UPOBOK (7103). B aTOM cinydyae He mpuMeHUuMbl ocHoBaHHbIE HA AUC u 25 % nuanazoHe
MPUEMJIEMOCTH KPUTEPUU MPOMOPIUOHAIBHOCTA J03bl, MpuUBEAeHHbIE B I[lpaBumax
MPOBEJICHUSI MCCIIEOBAaHUN OMOAKBUBAJICHTHOCTH, MOCKOJBKY OHHU NMPUMEHHUMBI JIMIIb K
BBIOOPY JTIO3UPOBKH B UCCIIEOBAHUSIX OMOIKBUBAICHTHOCTH.



4. OcHOBHEI® ()aKTOPHI, BIUAIOMIE HA PyHKIHOHAILHEIE
XapaKTEPHCTHKH JIEKapCTBCHHOTO IIpemnapara
¢ MoAr(HUIMPOBAHHKIM BEICBOOOXKICHAEM

ITvma

45. B ¢papMakOKMHETUYECKOM HCCIEIOBAHUHN C OJHOKPATHBIM BBEJECHHUEM 03B
HE0OXO/IMMO HCCJIEA0BATh BIMSHUE MUIIM Ha OMOJOCTYMHOCTH JIEKAPCTBEHHBIX (HOPM C
MOIU(PUIIMPOBAHHBIM BBICBOOOXKIeHUEM. ONITUMAaIbHBIC YKCIIEPUMEHTAIBHBIC YCIOBUS AJIS
MOJIETTUPOBAHUS BO3ACHCTBHS MUIM Ha OMOJOCTYIHOCTD JIEKAPCTBEHHBIX ()OPM BKIIIOUYAIOT
IpUeM 3apaHee ONpeeNIeHHON BBHICOKOKAJOPUMHOW MUILM C BHICOKUM COJEPKAHHEM >KHpa
HEIMOCPEACTBEHHO Mepesl MPHUEMOM JIEKApCTBEHHOTO mpenapara. Pekomenayercs, 4ToObI
CcyOBEKTHl Ha4alli MPUHUMATH Nuiy 3a 30 MUHYT 710 TpreMa JIEKapCTBEHHOTO Tpenapara u
3aKaHYMBAIIM TIpHEeM MU B TeuyeHue 30 MUHYT. MeHIo AJisi OJTHOKPATHOTO MpHeMa MHIIU
JOJHKHO 00EeCTeunBaTh:

MOBBIIIEHHOE TOCTYIUICHUE XUPOB (Tpubau3uTeabHo 50 % oT oluiero coaepxaHus
KaJIOpUH B CYTOYHOM PAIIMOHE);

BBICOKYIO KanmopuiHOCTh (0T 800 no 1000 kuinokanopuii);

noctyrmienue 150 kunokanopuii 3a cuet notpedsieHus 0enkoB, 250 KUIIOKaIopuid 3a cyeT
noTpebaenust yriaeogaoB U 500 — 600 kumoKkamopuii 3a cueT moTPeOICHHS )KUPOB.

Heobxoaumo onucaTte B 0TYETE 00 UCCIIEI0BAHUH COCTAB MUILIU HA MIPEAMET COAEPIKAHUS
B Hell OeNKOB, YIJIEBOJOB U JKUPOB B I'paMMax, yKa3aTb a0COJIOTHOE U OTHOCHUTENIbHOE (B
MPOLIEHTAX) COAEPKaHUE KAJTIOPHIA.

46. [1nanupoBaHue NMPOBEACHUS HCCIEIOBAHUS BIUSHUS MUIIM Ha (YHKIHOHAIbHBIE
XapaKTePUCTHKH JIEKAPCTBEHHON (OPMBI ¢ MOTUPHUITUPOBAHHBIM BHICBOOOKICHHEM 3aBUCUT
OT JIpYTUX MPOBEACHHBIX HCCIEAOBAHNN, B KOTOPBIX CPaBHUBAJIACH JIEKapCTBEHHAs (hopma ¢
MOIU(PUIUPOBAHHBIM BBICBOOOXKJEHHEM C JIEKAPCTBEHHOW QopMON ¢ OOBIUHBIM
BBICBOOOJK/IGHHEM, a TaKXe€ OT HAJIM4Ms KIMHUYECKH 3HAYMMOTO BIUSHHS MHUIMU HA
JIEKapCTBEHHYIO (POpMY ¢ OOBIYHBIM BHICBOOOKICHHUEM.

47. Ecnan numia He OKa3biBaeT KIMHUYECKH 3HAYMMOTO BIIMSHHS Ha JEKAPCTBEHHYIO
dbopMy C OOBIUHBIM BBICBOOOXKIICHHEM, JOCTATOYHO MPOBECTH JIBOMHOE MEPEKPECTHOE
CPaBHUTEIbHOE MCCIEOBaHUE JIEKAPCTBEHHON (QOpMbI € MOAUPUIMPOBAHHBIM
BBICBOOOJK/ICHHEM HATOILIAK M IOCie MpUeMa MUIMM MPH YCIOBUM, YTO B OCTAIBHBIX
(hapMakOKMHETUYECKUX HCCIEIOBAHUSAX CPaBHUBAIM JIEKAPCTBEHHYIO (opMy ¢
MOAU(GUIIMPOBAHHBIM BBICBOOOXKACHUEM C JIEKapCTBEHHOH (opMOil € OOBIUHBIM
BBICBOOOXICHHEM HATOIIAK.

48. I1pn HaMMYMM KIMHAYECKU 3HAUMMOTO BIUSHUS MMUIIY HA JEKapCTBEHHYIO (HOopMy ¢
MOIU(ULIMPOBAHHBIM BBICBOOOKICHUEM JIJIs1 KOJIMUECTBEHHOTO OIpPEIEICHUsI BIUSHUS TUILIU
Ha KaXAYyl JIEKapCTBEHHYIO (QopMy LenecooOpa3HO TMPOBECTH MMEPEKPECTHOE
(bapMaKOKMHETHYECKOE HCCIIeJJoOBaHNe B 4 Ipynmnax U CpaBHUTH JIEKAPCTBEHHYIO (hopmy ¢



MOAU(PUITMIPOBAHHBIM BHICBOOOXKACHIUEM HATOIIAK U MOCJE IpHeMa MUIIN U JIEKapCTBEHHYIO
(dhopmy ¢ OOBIYHBIM BBICBOOOKIEHUEM HATOIIAK U TIOCJIE MMpUeMa MUIIH.

49. Tlpu HaIWUYWU HECKOJBKHUX JTO3UPOBOK JIEKAPCTBEHHOU (OPMBI C
MOJIU(PUIIMPOBAHHBIM BBICBOOOXXJACHUEM BIMSHUE MHUIM Ha OuodapMaleBTHUYECKUE
XapaKTEPUCTHUKH JICKAPCTBEHHOW (POPMBI MOKET OBITH UCCIEAOBAHO ISl OJTHOM U3 JO3UPOBOK
, TOJIbKO TPU BBITIOJIHEHUH BCEX CIEAYIOIMIUX YCIOBUM:

JIO3UPOBKHU MPOMOPIIMOHATILHBI IO COCTaBY (HarpuUMep, SBJISIIOTCS MHOTOCAMHUYHBIMU
JIEKapCTBEHHBIMU (hOpPMaMH WM MTPOMOPIIMOHATLHBIMY TI0 COCTaBy TaOJIETKaMM);

JO3UPOBKU UMEIOT aHAJIOTUYHBIN MTPOIIeCC IPOU3BOJICTBA;

JIO3UPOBKH UMEIOT TUHEHHYIO (hapMaKOKHHETHKY

npoduiad PacTBOPEHUS KaXJOW JTO3UPOBKU JIEKAPCTBEHHOW (OpPMBI C
MOJU(DUIIMIPOBAHHBIM BHICBOOOXKICHUEM aHAJIOTHYHBI B PSAJIE CPE AJ PACTBOPEHUS.

Ecnu B nporpamMmMe pa3paboTKHu He MPeCTaBICHO 000CHOBAHKUE BHIOOpA MHOM T03UPOBKH
JUIS KUCCIIEIOBAHUSI, TO UCCIIEIOBAaHUE C M3YUYCHHEM BIIMSHUS MUINK HA BBICBOOOXKICHUE
JICHCTBYIOIIETO BEIIECTBA HEOOXOIUMO MPOBOJIUTH C HAHOOIBIIEH HO3UPOBKOI B JTUHEHKE
neKapcTBEHHOM (HOPMBI ¢ MOAU(PUIIMPOBAHHBIM BHICBOOOKICHUEM.

B ciyuae eciu ycioBusl yKa3aHHBIC BBIIIE HE BBITIOJHAIOTCS, HEOOXOIUMO UCCIIEI0BAThH
BJIIMSIHME THUIIM Ha BBICBOOOXJEHHE JEUCTBYIOIIETO BEIIECTBA sl HauOOJbIIEH U
HAaWMEHBIIECH JO3UPOBOK WJIM MPOBECTH HCCIIEIOBAHUE C MPUMEHEHHEM METOJa BhIOOpa
Kpaiinux BapuaHToB (bracketing).

50. Ilpu BBIMIOJHEHWH OILCHKW BIWSHUS TMHUIIH HA BBICBOOOXKIEHUE INEHCTBYIOIIETO
BemecTsa, kpome pacdera AUC m C ., CIeLyeT Takke CPaBHUTb Ka4CeCTBEHHBIC

XapaKTepUCTUKNU MOJIU(PUIIMPOBAHHOTO BBHICBOOOXKACHUS JEHCTBYIOIIETO BEIECTBA MyTEM
MpoBepKHU Moao0ust Gopmel npoduiel "KOHIEHTpamus — Bpemsa" sl BCeM JTHUHEHKU
J03UPOBOK JIEKAPCTBEHHON (hOPMBI U MOATBEPAUTH HECYIIECTBEHHOCTh UX U3MEHEHHUS.

51. Heob6xoauMo mpoaHalIu3upoOBaTh HACKOIBKO KIMHUYECKH 3HAYUMBIM SIBIISETCS
BIUSHUE MUIIM HAa BBICBOOOXKJEHHUE ACHCTBYIOIIETO BEIIECTBA JIEKAPCTBEHHOU (DOPMBI C
MOJIU(ULIPOBAHHBIM BBICBOOOKIEHUEM 110 OTHOIICHHUIO K U3MEHEHUIO €€ 0€30IaCHOCTU U
a¢pexruBHOCTU. [Ipm HEoOXxoguMocTH, B MH(OpMALMU O JIEKAPCTBEHHOM IIpenapare
OPUBOJATCS PEKOMEHJALMU 10 MPHUEMY JIEKapCTBEHHOI'O Ipemnapara MO OTHOIIEHHUIO K
npueMy numy. Jlisi 000CHOBaHMS PEKOMEHJALMI MO JO3UPOBAHUIO JIEKAPCTBEHHOTO
npenapata MOTYT MOTpeOOBaThCS MPOBEIECHUE JOMOIHUTENBHBIX HCCIEIOBAHUM C JPyruM
BHUJIOM UM WK MPU NpUEME JIEKapCTBEHHOIO MpemnapaTta B ONpeeieHHbIe UHTEPBAJIbI
BPEMEHU JI0 U ITOCJIE TPUEMA ITUIIIH.

52. Ecnu B nepuo pa3padOTKH JIEKAPCTBEHHOTO Mpenapara cocTaB U (UJIM) MpoLEcC ero
MPOU3BOACTBA M3MEHSAIOTCS TakUM OOpa3oM, YTO 3TO MOXKET MOTEHIUATbHO W3MEHUTH



XapaKTepUCTUKHN BBICBOOOXKJEHUSI ICHCTBYIOIIETO BEIIECTBA, TO MOXKET NOTpeOOBaThCS
MOBTOPEHUE OLIEHKH BIMSHUS MUIIY HA BICBOOOXKIEHUE JEHCTBYIOLIETO BEIIECTBA U3 TaKOU
M3MEHEHHOM JIEKapCTBEHHOM (POPMBI JIEKaPCTBEHHOT'O Tpernapara.

53. B undopmanuu o0 JEKapCTBEHHOM IpenapaTe HEKOTOPBIX MHOTOEIMHUYHBIX
JEKapCTBEHHBIX (POPM MOKET OBITh yKa3aHO, YTO TaKOW IMpemapaTr MOXKET BCKPHIBATHCA U
neyieTsl (rpaHysibl), HampuMep, MOTYT NPUHUMATHCS C MITKMMH BHUIAMH THUIIH,
IUCIEPTUPOBATHCS B CTAKAHE HETa3MPOBAHHOM BOJIBI U MPOIIIATHIBATHCS 0€3 pa3KeBbIBAaHUS
WIM BBOJUTBHCA 4Yepe3 KeNyAouHbl 30H7A. s noGaBieHus MHPOpMalHUM O MOJOOHOM
JOTOJHUTEIRHOM CIOCO0€ BBEIEHUA JIEKAPCTBEHHOTO Ipenapara HeoOXOAMMO MPOBECTH
JIOTIOJIHUTEIbHBIE UCTIBITAHUSI Ha CTAOMJIBHOCTh U PACTBOPEHHE IN Vitro, MOATBEPKAAIOIINE
HKBUBAJIEHTHOCTb HEBCKPBHITON U BCKPBITOM JieKapcTBEHHBIX popM. Heobxoamumo 060cHOBATH
OTCYTCTBHE HCCIIEIOBaHUI OMO3KBUBAJICHTHOCTH, UMUTHUPYIOUINX JOMOJHUTENBHBIE CIIOCOOBI
BBE/ICHUSI.

OyHKIUA KEITYAOIHO-KAMIETHOIO TPAKTa

54. Ecnu nexapcTBEHHBIN npenapar ¢ MOAU(PUIIUPOBAHHBIM BBHICBOOOKIACHUEM IS
MpUEMA BHYTPb MPEANONAraeTcsd MPUMEHSATh COBMECTHO C JAPYTMMH JIEKAPCTBEHHBIMU
npenapaTaMu, BIUSIOMMMHU Ha (YHKIHUM >KETYyJOYHO-KUIIEYHOTO TpakTa (Hampumep,
OMMUOMIaMH ), HEOOXOIUMO UCCIIEA0BaTh (PYHKIIMOHAIbHBIE XapaKTEPUCTHUKHU JIEKAPCTBEHHON
dbopMbl ¢ MOAU(UIIMPOBAHHBIM BBICBOOOXKICHHEM [JIsi MpUEeMa BHYTPh B YCJIOBHUSX
COBMECTHOI'O TPUMEHEHHUSI C APYTUMHU JIEKAPCTBEHHBIMU MpenapaTaMHu.

55. Ecnu nexapcTBeHHBIN mpemapatr ¢ MOAU(PUIIUPOBAHHBIM BBHICBOOOKICHUEM IS
npueMa BHYTPb IMpeJHa3Ha4yeH Uil MPUMEHEHHUS Yy MalUeHTOB C 3a00JIeBaHUSIMH,
CONPOBOXKAAIOMIMMUCS BBIPAKEHHBIMU HAPYHICHUAMU (DYHKIMHU KETyAOUYHO-KUIIEYHOTO
TpakTa, To OMoQapmaleBTUYECKIEe CBOMCTBA TAKOTO JIEKAPCTBEHHOTO Mpernapara J0HKHbBI
OBITH JIOMOJTHUTEIBHO U3YUYEHBI Y 3TOM TPYIIIIbI MAIUEHTOB.

HenpeaBuaeHAbIe XapaKTEPUCTHKH BRICBOOOXKICHAL

56. beicTpoe HenpeaBUACHHOE BEICBOOOKIECHUE BCEr0 KOJIMUECTBA MU 3HAYUTEIHHON
JacTH JICHCTBYIOIIET0 BEIIECTBA, COJEpJKaIlerocs B JIEKapCTBEHHOW (opme ¢
MOIU(DUITMPOBAHHBIM BBICBOOOKIEHHEM HA3BIBAIOT OBICTPHIM BBICBOOOXKJICHUEM 03Bl (
copocoM n103b1). B 3aBUCMMOCTHM OT TNOKa3aHUs K MPUMEHEHUIO U TEPaleBTUUYECKOTO
JMaria3oHa JIeHCTBYIONIEro BEIlleCTBa JIEKaPCTBEHHOIO Ipernapara ObICTpOe BBICBOOOKIECHNE
03Bl MOXET CO3/JaBaTh CYIIECTBEHHBIM PUCK JJ MNALUEHTOB B BUJY CHHUXCHUSA
6e3omacHOCTU U (WIK) yMEHBIIEHUS 3((HEKTUBHOCTH TaKOTO JIEKAPCTBEHHOIO Mpernapara.

57. Heo0xoauMO UCKIIFOYUTh PUCK BO3HUKHOBEHHUS HETIPEIBUACHHOTO BRICBOOOXKICHHUS,
MPHUBOJAIIETO K HENPEAYCMOTPEHHON OKCIIO3WIIMHU JICKAPCTBEHHBIX (GOpM ¢
MOU(UITIPOBAaHHBIM BBICBOOOXKIeHHeM. Ecin HaOmroaeTcs 6ojiee BhICOKas MaKCUMallbHas



HKCIO3MIUS JIEKAPCTBEHHOTO IpemapaTra ¢ HECOOTBETCTBYIOIIMM Mpoduiem
MOAU(PUIMPOBAHHOTO BHICBOOOKACHUS WIIM TIPEAIONaraeTcs ObICTPOe BHICBOOOKIECHUE JTO3bI
JCHCTBYIOIIETO BellecTBa (HampuMep, OTCYTCTBHE KOHILIEHTPALlMM HECTaOUIbHOTO
JICUCTBYIOIIETO BEIIECTBA B JIEKAPCTBEHHON (popMe, YCTOMUYMBOM B KMCJIOW CPEie JKEIIyaKa y
HEKOTOPBIX CYOBEKTOB UCCIIEIOBAaHUS ), HEOOXOIMMO J0padoTaTh COCTaB U (WIH) J0padoTaTh
METOJI TPOM3BOJICTBA JIEKAPCTBEHHOrO Tpernapara sl TpeJOTBpAICHUS TaKoro
Oro(dapMaleBTHUYECKOT0 HEIOCTAaTKA JIEKAPCTBEHHON (POPMBI.

58. bonee BrIcOKass MakcUMasbHAasi HKCIIO3UIIUS MOXKET HAOMI0aThCs Y JIEKAPCTBEHHbBIX
MpernapaTtoB € MPOJOHTUPOBAHHBIM BBICBOOOXKJAEHUEM BCIEACTBUE BBICBOOOKICHUS
JEMCTBYIOIIETO BEIIECTBA B XKENyAKE B T€UEHHE 00Jiee MPOA0KUTENBHOTO IEPH0/ia BpEMEHH
(Hampumep, TpU 3aMeJICHHOM OMNOPOXHEHUM JKENyJKa) ¢ mocienyroueid adbcopouuei
BBICBOOOXK/IEHHOW J103bl JEMCTBYIOUIErO BEIIECTBA TOJBKO IIOCIE ONOPOXKHEHHS
cojiep>)KuMoro xkenyaka. Ilockonbky Takoe HENmpeABUIECHHOE MOBBIIMICHUE 3KCIIO3HIIUU
JEUCTBYIOIIETO BEIIECTBA JIEKAPCTBEHHOI'O Ipenapara He O0O0YCIOBJIECHO HEHAIJIeKaluuM
KauecTBOM 3TOr0 JIEKAPCTBEHHOT'O IMpernapara, MPUBOIAIIMM K HEKOHTPOJIUPYEMOMY
BBICBOOOKJEHUIO, TO BO U30€KaHUE JJTUTEIBLHOTO HAX0XACHHS JIEKapCTBEHHOr 0 Ipenapara B
KeJIyJKe HeoOXOAMMO JaTh PEKOMEHJALMH [0 JIO3UPOBAHUIO 3TOTO JIEKAPCTBEHHOIO
npenapara, HalpuMep, M0 COOTHOIIEHUIO C PUEMOM TTHUIIIH.

Bmmisane anxorossd

59. HekoTopsie JeKkapcTBeHHBIC (OPMBI ¢ MOAUDUIIMPOBAHHBIM BBICBOOOKICHUEM JIJIs
npueMa BHYTPh COJEpKaT NEWCTBYIOIIME W (MJIM) BCIIOMOTATEIbHBIE BEIIECTBA, KOTOPHIE
Jy4Ille paCTBOPUMBI B CIIUPTOBBIX pacTBOpax, ueMm B Bojae. OMHOBPEMEHHOE YIIOTpeOIeHUE
QJIIKOTOJIPHBIX HAITUTKOB M TAKUX JIEKAPCTBEHHBIX MPETAPATOB MOKET MIPUBECTH K OBICTPOMY
BBICBOOOK/ICHUIO 03Bl JEUCTBYIOIIEro BemecTBa. JJIsl Takux JIEKapCTBEHHBIX (opM
HEO00XO0JIUMO MTPOBECTU UCCIIEOBAHUS BRICBOOOKICHHS IEUCTBYIOIIETO BEIIECTBA IN VILro B
CIIUPTOBBIX pacTBopax. Eciu B TedeHHE KOPOTKOTO BPEMEHHM IPH BBICOKMX FUIM HU3KHUX
KOHIICHTPAIMAX CIUPTa WA TPOJOJDKUTEIBHOTO BPEMEHHM IMPU HHU3KUX KOHIICHTPAIIHSIX
CIIUpPTa OTMEYAETCS YCKOPEHHOE BBICBOOOXKIEHUE EUCTBYIOMIETO BEIIECTBA In VItro,
HE0OXO0IMMO U3MEHUTh COCTaB M (WJIM) METO]T MPOU3BOJICTBA JIEKapCTBEHHOM (hopmbl. TOIBKO
Mpyd HAIWYHNU OOOCHOBAaHHWS TOTO, YTO B3aWMOJICHCTBHE JCHCTBYIOMIETO BEIIECTBA
JIEKaApCTBEHHOIO TIperapara ¢ ajJKoroJieM In Vitro HEBO3MOXKHO MPEAOTBPATUTh U3MEHEHHUEM
cocTtaBa W (MJIM) METO/A MPOU3BOJICTBA JICKAPCTBEHHON (DOpPMBI, 000CHOBAaHUE OTCYTCTBUS
TaKOro B3aWMOJCHCTBUS C aJKOTOJeM JUIs JICKQpCTBEHHOIO IIperapara pas3periaercs
MPOBOAUTH B BUJIE UCCIICIOBAHUM In VIVO.

60. ITpu mpoBeneHNH WCCIENOBAHMS 1N VIVO MHAYIIMPOBAHHOTO AJIKOTOJIEM OBICTPOTO
BBICBOOOKICHHS JI03bI JCHCTBYIOIIETO BEIIECTBA U3 JICKAPCTBEHHOTO IIpernapaTra HeoOX0 MO
CPaBHUTHh CHUCTEMHYIO DKCIO3UIIUIO ATOTO JEUCTBYIOIIETO BEIMIECTBA B YCIOBHUAX, KOTJa
JIGKapCTBEHHBIM TIpernapaT ¢ MOJU(PUIIMPOBAHHBIM BBICBOOOXKICHUEM MPUHUMACTCS



YeJIOBEKOM HATOIIAK COBMECTHO C 3apaHee OINpPECeICHHON 10301 alIKOTOJIbHOTO HamuTKa. B
OTYETE MO pe3yJbTaTaM HCCJICAOBaHUS HEOOXOJMMO IMPEJICTaBUTh OIEHKY KIMHUYCCKOU
3HAYUMOCTH U3MEHEHUS TPYNIIOBOTO CPEIHETO 3HAYCHHUSI CUCTEMHOM SKCIO3UIINU, a TaKKe
KIIMHAYECKOH 3HAYMMOCTH HAOII0IaeMbIX HWHIWBUAYAJIBHBIX OTHOIICHUH CHCTEMHOM
OKCTO3UIINHU JCHCTBYIOMIETO BEMIECTBA JICKAPCTBEHHOTO TIpemapara MpU €ro IMpueme
COBMECTHO C aJIKOTOJIeM U 0€3 aJIKoroJis y KaXJa0ro U3 CyObEeKTOB UCCIICT0BAHMS.

61. Ecau BrICOKAa BEPOATHOCTH CYIIECTBEHHOTO OBICTPOTO BBICBOOOXKIEHUS 03B
JIEHCTBYIONIETO BEHIECTBA IN VIVO, KOTOPYIO HEBO3MOXKHO H30€XaTh MYyTEM HU3MEHECHHS
cocTtaBa U (WJIHM) METOJAa MPOU3BOACTBA JIEKAPCTBEHHOW (HOPMBI, HEOOXOAUMO TIIATEIHHO
OIICHUTh COOTHOIIIEHWE "MOJb3a — PUCK" JIEKapCTBEHHOTO mpemapara. Mudopmamms 06
OTPAaHWYCHHWHU YHOTPEOJCHHUS aJKOTojs B MPOTHBOIMOKA3aHHUAX K MPUMEHCHHUIO
JEKapCTBEHHOTO Tpernapara HE SBISIETCS HaJJIeXKaled Mepol MpeaoTBpalICHHS
B3aMMOJICHCTBHS JIEKAPCTBEHHOr0 IMpemnapaTta ¢ ankorojeM. HMudopmanus o Buie
B3aUMOJICHCTBUS JIEKAPCTBEHHOTO MpernapaTra ¢ ajdKoTojeM M JoJKHA OBbITh yKa3aHa B
uH(opMalMK O JEKApCTBEHHOM Ipernapare (eclid Takoe B3auMOJICHCTBHE MPUBOIUT K
KIIMHUYECKU 3HAYUMOMY MOTEHIIUPOBaHUIO d(PekTa min BpegHOMYy cyMMapHOMY 3P DEKTy).
B undopmanum o nexapcTBEHHOM mpemnapare TakKe JOJDKHBI ObITh YKa3aHbl WUHBIE MEpPbI
MPEOCTOPOKHOCTH, CBS3aHHBIC C IMPHEMOM CIHUPTOCOACPKAIIMX MPOAYKTOB. Ilpm
(hOpMHUPOBAHUH PETHCTPALIMOHHOTO JI0ChE TAKOTO JICKAPCTBEHHOTO Tpernapara B €ro COCTaB
JIOJIKHBI OBITh BKIIFOUEHBI pe3yJIbTaThl aHANIM3a PA3IMYHBIX CTPATETUN yIPABICHUS PUCKAMH,
CBSI3aHHBIX C TPEAOTBPAICHUEM HEXKEIATeIIbHOTO B3aWMOJCHCTBUS JIEKAPCTBEHHOTO
npernapara ¢ alKoroJIeM.

5. IIpoune daxTopsl, Bimsrompe Ha QYHKIIHOHAIHHBIE XapaKTEPUCTHKH JIEKApCTBEHHOH (HOPMEI C
MO (PHITMPOBaHHEIM BEICBOOOXKIEHHEM

ITpumeHeHHUEe TeKapCTBEHHOTO Ipenapara
Y 0COOBIX TPYIII IAIHEHTOB

62. Ilpm pa3paboTKe IEKapCTBEHHBIX MpPENapaToB ¢ MOAHPUIMPOBAHHBIM
BBICBOOOKICHUEM TS TIprieMa BHYTPh | pa3 B I€Hh HEOOXOIUMO MMPUHUMATH BO BHUMaHUE
paznuuHble (puznosornyeckue (GaxkTopel (HampuMep, BpeMs MPOXOXKACHUS MHUIIH IO
KEITYIOYHO-KUIIIEYHOMY TpPaKTy, 3HaueHue pH, gacTtoTa mpueMa MUIMM W B MHUIIH) Y
MAlMEeHTOB, HE YMOTPEOSIONIUX MHUIY KUBOTHOTO MPOUCXOXKACHUS, IETCH W MAIUEHTOB
MO’KHJIOTO BO3pAcTa, a TAK)KE MAIIMCHTOB, PETYJISIPHO IPHHUMAIONTUX aHTAIIHIbI.

Bmisiane Mecta BBeieHHs (HAaHECEHHS) JIEKAPCTBEHHOI'O IIPENapaTa Ha KOHIEHTPAIUIO
JICHCTBYIOIIETO BEMICCTBA B IUTa3ME

63. Ecnu y nekapcTBeHHOTro mpemnapara ¢ MOAUGUIIMPOBAHHBIM BBICBOOOXKICHUEM
MPEIOIaraeTcsi HECKOJIbKO MYyTEl BBEJACHHS WM OH MOYKET HAHOCUTHCS Ha pa3jInYHbIC



oOlacTu Teia YeloBEKa, TO B COCTAB PETUCTPAIMOHHOTO JOChE CIEAyeT BKIIOUYUTH
pe3ysibTaThl M3YUE€HUsS a0COpOIUM JEHCTBYIOIIETO BEIIECTBA MPHU PA3JIUYHBIX MYTIX
BBEJICHUS TaKUX JICKAPCTBEHHBIX MPENapaTroB, a TakKKe MpHU MpejaraeMblXx B 0OIIen
XapaKTEPUCTUKE JIEKAPCTBEHHOTO TIpernapara MECTax BBINOJHEHUS HWHBEKIUU WIIH
ANIUIMKAIMY TUIACTRIpEe. s KaXKA0ro MecTa BBEICHUS WM ANIUIMKALMU JEKAPCTBEHHOIO
npenapara ¢ MOAU(PUIIMPOBAHHBIM BHICBOOOXKIEHUEM HEOOXOIMMO OLIEHUTh 0€30MaCHOCTh U
MEPEHOCUMOCTh IPUMEHEHUSI JIEKAPCTBEHHOTO TIpernapara.

64. HeoOxo1MMO TIpeICTaBUTh B PETUCTPAITMOHHOM JIOChE PE3yJIbTaThl UCCIIEIOBAHUIT,
MOJTBEPKIAIONIME YTO [JIs JIEKAPCTBEHHBIX IpENapaToB B JIEKAPCTBEHHBIX (opmax
MOIU(DHUITUPOBAHHOTO BBICBOOOXKIEHUS C TMOJKOXHBIM (BHYTPUMBIIICYHBIM) TyTSIMU
BBEJICHUSI U IUIACTBIPEH TpPaHCACPMAJIbHBIX KOHIEHTPALMU JEUCTBYIOIIETO0 BEIIECTBA B
IUIa3M€ OCTalTCAd B TEPANEBTUYECKOM JMANa3oOHe IEepel OYEepEeAHbIM BBEIACHUEM
JIEKapCTBEHHOT0 Tpernapara (anmivKaluedl IUIacThipsl TpPaHCAEPMATIBHOIO), a TaKkKe
MPUBECTU PE3YyJbTAThl M3YUYCHUS CHHXKEHHS KOHILIEHTPAIMH JACHWCTBYIOIIETO BEIIECTBA
JIEKapCTBEHHOIO Mpenapara B IJ1a3Me KPOBH, TIOCIIE YaJEHUs JICKAPCTBEHHOTO IIpenapara us3
MOJAKOXHOTO (BHYTPUMBIIIIEYHOTO AETO) WX YAAJICHUS TJIACThIPs TPAHCASPMAIIBHOTO.

MsuorodazHoe BHICBOOOXKIEHHE NEeHCTBYIOMEr0 BEMECTBa
JIEKapCTBEHHOTO TpemapaTa ¢ MOZU(PHUIIMPOBaHHEIM BEICBOOOXKIEHHEM

65. CymiecTBYIOT JICKapCTBEHHBIC TPETapaThl ¢ MOIU(DUIIMPOBAHHBIM BEICBOOOKICHUEM,
KOTOpBIE OBUTH pa3paboTaHbl UCKITFOUUTEIHHO JJI TOTO, YTOOBI IPH UX OJJHOKPATHOM MpPHUEME
BOCIIPOM3BECTH BBICBOOOXKICHUE [IEWCTBYIOIIETO BEIIECTBA COOTBETCTBYIOIIEE CXEME
JIO3UPOBAHUSI OOBIYHOTO JIEKAPCTBEHHOTO TIpernapaTa B 3 uiu 4 mpuema B CyTKH. [l Takux
JEKapCTBEHHBIX IMPEMapaTtoB ¢ MOAU(DHUIIMPOBAHHBIM BBICBOOOXACHUEM Tmpoduip
MJa3MeHHas KOHIICHTpAIUsl JIEMCTBYIOMIETO BeEIIecTBA — BpeMs' MOCJie OJHOKPATHOTO
MPUMCHEHHSI B CYTKH JIOJDKCH OBITh ASKBHBAJCHTHBIM TPOQPHUII0 BBICBOOOXKICHHS
JIEHCTBYIOIIET0 BEIIECTBA M3 JICKAPCTBEHHOT'O TMpernapara B JIEKApCTBEHHOH Qopme ¢

OOBIYHBIM BI)ICBO60}KIICHI/I€M, IMPUMCHCHHOMY B OOBIYHOM PECXKHUME NTO3UPOBAHUA B TCUCHUC

CYTOK.
B caydae HEI’KBUBAJIEHTHOCTH JaHHBIX mpoduiei '"miazMeHHas KOHIEHTpaIus
JNEUCTBYIOIIETO BemiecTBa — Bpems'" Tpedyercss NOATBEPAUTH JIOMOJHUTEIbHBIMU

KIMHUYECKUMH JaHHBIMU COTMOCTaBUMYI0 3(G(PeKTUBHOCT, U (WiiK) O€30MacHOCTh
JIEKapCTBEHHOTO TpernapaTa ¢ MOAU(GUIIMPOBAHHBIM BBICBOOOKIECHUEM U JICKAPCTBEHHOTO
npenapara B 00bIYHOM JIEKAPCTBEHHOH (hopMme.

VBenuueHre BpeMEHH HAaX0XKICHHS
JIEKapCTBEHHOTO IPENapaTa B JKEIy IKe



66. OnopoXHEHUE KelyJlKa OT JEKapCTBEHHOTO Mpernapara B OJHOCAMHUYHOUN
JEeKapCTBEHHOM (OpMBI, KOTOpas HE pachajgaercs B KeIyAKe, MOXKET ObITh Oojee
MEJIEHHBIM WJM pa3inyaTbCcsl MO BPEMEHHU OT Ipuema K mpuemy mnpenapara. Jlns
JIEKapCTBEHHBIX MPENapaToB C KUIIEYHOPACTBOPUMBIM MOKPBITHEM JIEKAPCTBEHHON (hOPMBI U
OTCPOYCHHBIM BBICBOOOXKICHHEM 3TO MPUBOAUT K HEMPEACKAa3yeMbIM MOCHeACTBUSIM. Eciu
JIEKapCTBEHHBIN Mperapara COIEePKUT KUCIOTOUYBCTBUTEIBHOE JEHCTBYIOIIEE BEIIECTBO, U
€ro BBICBOOOXKJICHUE MPOUCXOJIUT O OMOPOKHEHUS KETyAKa, TO 3TO MOXKET MPUBECTH K
Jerpajanui  JEUCTBYIOIIETO BellecTBa ¢ oOpa3oBaHueM mpoduieil "miaasMeHHas
KOHIIEHTpalusi — Bpems', KOTOpble HE OTPa)KarT pealbHBIA Mporecc adbcopOIuu u
AJIMMHUHAIIMU JICMCTBYIOIIETO BEIIECTBA JIEKAPCTBEHHOro mnpenapara. Kpome Toro,
BBICBOOOK/IEHHUE JEHCTBYIOIIETO BEIIECTBA MOXKET 3HAYMTEILHO 3aMEJIAThCS BCIEICTBUE
JUTUTEIFHOTO HaXOXJeHus B xkenynake. [loatomy mepuon BpeMeHu 0oTOOpa 00pas3ioB B
UCCJIeIOBAHUAX JAOJKEH ObITh 0JI00paH TakKUM 00pa3oM, YTOOBI OH MO3BOJISII:

MOJIYYUTh U3MEPAEMbIE KOHIIEHTPALIUK JEUCTBYIOIIETO BEMIECTBA (C YUETOM HE TOJIBKO
Nepuoia MOJYBBIBEICHUS JEHCTBYIOIIETO BEIIECTBA, HO M BO3MOXKHOT'O BO3HHKHOBEHHS
aToro ¢ dekra);

omucaTh B OTYETE 00 MCCIIEIOBAHUN BIMSHUE 3aMEIJICHHOTO OMOPOKHEHHUS JKEIyIKa Ha
MPOIIECC BBICBOOOXKJICHHS JIEUCTBYIOLIErO0 BEIIECTBA M3 JIEKAPCTBEHHOTO IIpernapara ¢
MOAU(PUITTPOBAHHBIM BHICBOOOKICHUEM.

6. TepaneBTHIECKHE HCCICAOBAHN JIEKAPCTBEHHBIX
IpenaparoB ¢ MOAU(PHUIMPOBAHHEIM BEICBOOOXKICHAEM

67. Ecnu pa3paboTka JeKapCTBEHHBIX (pOpM ¢ MOAUGPUIIMPOBAHHBIM BBICBOOOKICHUEM
BBITNIOJIHSIETCS TTOCIIE pa3pabOTKU JIEKapCTBEHHOM (DOPMBI C OOBIYHBIM BBHICBOOOKIEHUEM U B
nporpaMMe pa3pabOoTKe W PETUCTPAlMOHHOM JOChE€ JIEKaPCTBEHHBIX IPENapaToB C
MOAU(PUIMPOBAHHBIM BHICBOOOKIEHUEM HE MPEACTABICHO HaJjIexallee 000CHOBaHUE OTKa3a
OT IPOBEJEHUSI CPAaBHUTEIBHBIX HCCIIEJOBaHUH, B JOMOJHEHHE K (hapMaKOKHUHETUYECKUM
JaHHBIM, HEOOXOIUMO MPEICTABUTh JIaHHbIE CPABHUTEIBLHON KIMHUYECKON 3(pPexkTuBHOCTH
U 0€30MacCHOCTH JIEKApCTBEHHOTO IpemnapaTa. [1ockonbKy 3QpeKTUBHOCTh U O€30MaCHOCTh
JIEKapCTBEHHBIX IpEenapaToB B JIEKApCTBEHHON (opme ¢ OOBIUHBIM BBICBOOOXKIECHHEM
U3BECTHBI, OCHOBHOM 3aJayedl TaKOTrO CpaBHEHHS KIMHUYECKOW 3(P(PEKTUBHOCTH H
0e30MacHOCTH JBYX JIEKapCTBEHHBIX (OPM SIBISETCS MOIATBEPXKACHHE TOrO, 4TO HOBas
JeKkapcTBeHHass GopMa ¢ MOAMGUIMPOBAHHBIM BBICBOOOXKJIECHHMEM TakK ke Oe3omacHa U
s dexTrBHA, KaK U 3apeTUCTPUPOBAHHAS JIEKAPCTBEHHAs (opMa HEMOIUDHUITMPOBAHHOTO
BBICBOOOXKAEHUA. B mporpamMmme pa3paOOTKM U PETHCTPALMOHHOM JI0Ch€ HEO0OXOIUMO
NpPEICTaBUTh CBEJCHUS U JaHHblE NOATBEPXKIAONIME UIM OOOCHOBBIBAIOIINE
JOTIOJIHUTENbHBIE 3asBJICHHBIC IPEUMYIIECTBA JIEKAPCTBEHHON (OPMBI MOAU(PULIMPOBAHHOTO
BBICBOOOKICHUS.



68. B UCKITIOUNTEIBHBIX CIyYasX €Clv OIleHKa 3aBUCUMOCTH "KOHIIEHTpauus — dpdext”
YKa3bIBaeT Ha TO, YTO CYIIECTBYET YETKasl 3aBUCUMOCTh MEXy IJIa3MEHHON KOHLEHTpauen
JICHCTBYIOIIETO BelecTBa (AKTUBHOTO MeTaboIMTa (METa00IUTOB)) U KITMHUIECKUM OTBETOM,
KJIMHUYECKUE UCCTIEA0BaHMS AOMYCKAEeTCsl HE MPOBOAUTH. B 3TOM cilyyae moJATBEpAUTH Ty K€
WIN YIYyYIICHHYIO CTerneHb 3(P(GEeKTUBHOCTH U O€30MacHOCTH MOXKHO pe3yJbTaTaMH
(bapMakOKMHETHYECKO-(hapMaKOJMHAMUYECKUX UCCIIEI0BAHUNA.

69. Ilpu onenke papMakOKMHETHYECKO-(PapMaKOJUHAMUYECKON 3aBUCUMOCTH ISt
JEKapCTBEHHBIX MPEnapaToB ¢ MOIU(DHUIIMPOBAHHBIM BBICBOOOXKIEHUEM HEOOXOIUMO
OLICHUTh PA3JIUYUsl BO BIUAHUM Ha 3P(EKTUBHOCTH U O€30MACHOCTH JIEKAPCTBEHHOI'O
mpernapara B JaHHOW JIEKapCTBEHHOW (opme M B OOBIYHOW (HEMOIU(PUIIUPOBAHHOMN)
JeKapCcTBEHHON (popMe, 00YCIIOBIICHHBIC PA3IMUUSIMU B CKOPOCTH aOCOPOIIUU IEUCTBYIOIIETO
BeIeCTBAa M (PIyKTyanusX KOHIICHTpAaIlMu ACHCTBYIOIIEro BemecTBa. Heobxomumo
YCTAaHOBUTH 3aBUCUMOCTH "KOHILIEHTpauus — 3G(PeKt" U onpeAenuTh CTaTUCTUUECKYIO U
KIMHUYECKYI0 3HAYUMOCTh Pa3Iu4ui MEXAy NpopuisMu "paBHOBECHAs KOHIICHTpAIUs —
BpeMs" I pexuMa MPUMEHEHHUs JIEKapCTBEHHOrO Ipernapara ¢ MOIUPUIIMPOBAHHBIM
BBICBOOOXK/ICHUEM U JJI PEKMMA NPUMEHEHHUsI 3apErUCTPUPOBAHHOIO JIEKAPCTBEHHOIO
npemnapara B JIeKapCTBEHHON ¢GopMe ¢ 0OBIYHBIM BBICBOOOXKIeHHEM. Heobxoaumo Takxke
HCCJIEI0BATh IEPEHOCUMOCTh TEPANEBTUUECKUX U TOKCUYECKUX 3(PPEKTOB, 00YCIOBIECHHBIX
AKCTIO3UIIMEH, KOHIICHTPAIMEH, CKOPOCThI0 abcopOumu u (QUIyKTyamued JeiCTBYIONMIEro
BEIIECTBA.

OTKa3 OT IPOBEJCHNS TEPANCBTHIECKIX ACCICIOBAHMIMA

70. TeparneBTUYECKUE UCCIEIOBAHUS pa3peliaeTcss He MPOBOAUTh, B cllydae €Ciu
BBITIOJTHSIETCS 10 MEHBIIIEH MEpe OJIHO U3 CJICIYIOIINX YCIOBUM:
a) MOTBEPKJeHA OMOIKBUBAIICHTHOCTh pe(PEPEHTHOTO U UCCIIEIyEMOTO MpenapaToB Mo

(bapmakokuHeTnueckuMm mnapamerpam C 17§ AUC(O-t)ss U1 HOBOTO

max,ss’ Cmin,ss
JIEKapCTBEHHOTO TIpernapara ¢ MOAU(PUIIMPOBAHHBIM BBICBOOOXKICHUEM pPa3pabOTaHHOTO C
[EBI0 UMHATANNH (PYHKITMOHATHHBIX XapaKTEPUCTHUK JICKAPCTBEHHOTO TIpernapara ¢ Apyrum
MEXaHU3MOM BBICBOOOKIEHUS U €r0 peXuMa JTI03UpOBaHUs (HAmpuMmep, B JIEKapCTBEHHON
dbopMe ¢ TyIbCHUPYIOUIUM MHOTO(A3HBIM BBICBOOOXKIAEHUEM, COJEpKalled mneaneTsl (
IpaHyJibl) C pa3IMYHBIM BPEMEHEM BBICBOOOXKICHUS );

0) moATBepkAeHAa OMOAKBUBAIICHTHOCTh PE(HEPEHTHOTO U UCCIIEAYEMOro MPEenapaToB Mo

bapmakokrHeTHUYECKUM TlapameTpam C u AUC (0-0)ss’ (HECMOTps Ha pa3Iu4us B

max,ss’ Cmin’ss
rpaduueckoM BuAe Tpoduis '"MmIazMeHHas KOHIECHTpAlus — Bpems'"), ecld MOXKHO
000CHOBaTh (Ha OCHOBAaHMH aHAJIM3a 3aBUCUMOCTH "3KCIO3ULIUs — OTBET" 1 npoduis "popma
— oTBeT"), UTO pa3jauydre B BHC MPOodUis He 3HAYNMO I 3PPEKTUBHOCTH U OE30TTaCHOCTH
JIEKapCTBEHHOI'O MPEIapara;

B) JUIs JIEKapCTBEHHOTI'O IIpenapara yCTAaHOBJIEHO COYETAaHUE CIEAYIOIUX YCIOBUI:



CYIIECTBYET YETKO BBIpAXKECHHOE TEPANIEBTHUECKOE OKHO O€301MacHOCTH M 3P (HEKTUBHOCTH
JIEKapCTBEHHOTO TIperapara;

U3BECTHO, YTO CKOPOCTHh IOCTYIUICHHS ISHCTBYIOIICTO BEIIECTBA JICKAPCTBEHHOTO
npernapara B CHCTEMHBIH KPOBOTOK HE BIMsAET Ha ero mnpoduib O€30MacHOCTH U
3¢ (HEKTUBHOCTH, a TAK)KE PUCK PA3BUTHS TOJECPAHTHOCTH K JIEKAPCTBEHHOMY Ipernapary;

MOATBEPIKJICHa OMOAKBUBAJICHTHOCTh PE(EPEHTHOIO M MCCIICyEMOTO MPErapaToB 1o

(dapmakokuHeTHueckomy napamerpy AUC (0-t)ss°

yCTaHOBJIEHO, 4TO C ¢ HOBOT'O JICKapPCTBCHHOTO Ipenapara ¢ MOAUGUIUPOBAHHBIM

max,s

BBICBO60)KIICHI/ICM MCHBIIIC MHJIM DKBHBAJICHTHA Cmax ss 3apCTrUCTPUPOBAHHOTO

JCKAPpCTBCHHOI'O IIpCliapard, TOrda KaK H C JCKApCTBCHHOI'O IIpfliapara C

min,ss

MOI[PI(bI/IHI/IpOBaHHLIM BBICBO60)KI[€HI/IGM BBIIIC HJIN OKBHBAJICHTHA Cmin ss
3

3apEruCTPUPOBAHHOTO JICKAPCTBEHHOIO TIpernapara.
IInapupoBaHme TepaneBTHIECKUX UCCICAOBaHUI

71. CpaBHUTENbHBIC UCCIIECIOBAHUS JICKAPCTBEHHOTO MpernapaTta ¢ MOIu(DUIIMPOBAHHBIM
BBICBOOOXAEHEM HEOOXO0AMMO HaJIJIEKAIIUM 00pa3oM IUIAaHUPOBATh U MPOBECTHU ISl OLICHKU
MHTEHCUBHOCTH M TMPOJOJKUTEIBHOCTH TEPANeBTUYECKOTO 3P (deKTa U HeXKeNaTeIbHbIX
3 PEeKTOB JIEKAPCTBEHHOr0 IMpernapara ¢ MOAU(DHUIIMPOBAHHBIM BBICBOOOXKICHUEM IO
CPAaBHEHHMIO C 3apETHUCTPUPOBAHHBIM JIEKAPCTBEHHBIM MpPENaparoM C OOBIYHBIM
BBICBOOOXKIeHHEM. B mccienoBaHusx HEOOXOIUMO YCTAaHOBUTH KIMHUYECKH 3HAUYUMOE
NPEeUMYyLIECTBO HOBOIO JIEKAPCTBEHHOTO Ipemapata ¢ MOAU(PUUHPOBAHHBIM
BBICBOOOK/IEHUEM T10 OTHOIIECHHUIO K 3apETHUCTPUPOBAHHOMY JIEKAPCTBEHHOMY Ipernapary B
JeKapCTBEHHOU (hopMe C OOBIYHBIM BBHICBOOOKICHUEM, €CIIH 3asiBJICHBI MTOJO0OHBIE CBOMCTBA.
[Tpu nmnaHupoBaHUM UCCIETOBAaHUI HEOOXOAUMO YUYECTh CeayIomue (pakTophl:

a) npu ouneHke 3Pp(HEeKTUBHOCTH U OE30MaCHOCTH OMNPENENEHHBIX TePaneBTUUYECKUX
KJIACCOB JIEKAPCTBEHHBIX CPEACTB NPEAYyCMOTPETh BBINIOJIHEHHE OLEHKH 3()PEKTOB
JIEKapCTBEHHOIO TpernapaTta ¢ MOAU(UIIMPOBAHHBIM BBICBOOOXKICHUEM B TeueHHE 24 4acoB
Mocjae MpueMa M, OTAENIbHO, B KOHIIE MHTEpBala MEXIy MPUEMOM OYepeaHONl A03bI (
HarpuMep, MPU UCCIEJOBAHWU AHAIBIETUYECKUX CPENICTB OIIEHKY BBIPAXKEHHOCTH O00JIH,
CBS3aHHOM € moTepeit papMaKoIOrHuecKoro KOHTPOoIIst 00JIn);

0) Tpu OIleHKE HECKOJBbKHUX A(DPEKTOB JIEKAPCTBEHHBIX MPENapaToB, WMEIOIIUX
OTJIMYAIOUIUECS TOPOTOBbIE JO3bI:

TEepaneBTUYECKOE ACHCTBUE JOJIKHO KOJIMYECTBEHHO OLIEHMBAThCS HAa OCHOBE
dbapMakoAMHAMHYECKUX WM KIMHUYECKUX H((PEKTOB JIEKapCTBEHHBIX IMPENaparTos,
OPUHATBIX B KaueCTBE KPHUTEPHUEB OLEHKU 3(PPEKTUBHOCTU M paccMaTPUBAEMOTO
TEpaneBTUYECKOTO KIIACCa JICKAPCTBEHHBIX CPEJICTB;



AKCTPAMOJISIUS ToKa3areneil 3pHEeKTUBHOCTH U 0OE30MACHOCTH JIEKAPCTBEHHOTO
npenapata ¢ MOAM(GUIMPOBAHHBIM BBICBOOOKIEHUEM Ha HEUCCIEJOBAHHbBIE MOKA3aHUS
JOIMYCKAaeTCs B HUCKIIOUUTENBHBIX CIy4asx (€ciii OHa HaajeXaluM o0pa3oM 00OCHOBaHA
3asiBUTEJIEM) MIPU HAJIMYUU OJMHAKOBOI'O MEXaHU3Ma JCHCTBUS JIEKaPCTBEHHOTO CPEJCTBA B
JAHHOM TPYIIIIE IMOKa3aHUM K IPUMEHEHUIO;

HEOOXOJMMO BBINOJHUTH HCCIEAOBaHUS O€30MacHOCTM B cllyyasdXx, Korja
MIPOJIOHTHPOBAHHOE TE€PANEBTUYECKOE JNEUCTBHE MOXKET yXyJIUaTh MpoPuiib 0€30MacHOCTH
JIEKapCTBEHHOTI'O IIpenapara Ipy JJIUTEIbHOM IPUMEHEHNN.

72. KnuHU4eCKUe UCCIEeI0BaHUs, B KOTOPBIX YCTaHABIMBAETCS PABEHCTBO IKCIIO3UIIMIA
JNEWCTBYIOIIETO BEIIECTBA II0CJIE€ MPUMEHEHMS JIEKapCTBEHHOIO IIpenapara cC
MOAN(GULIUPOBAHHBIM BBICBOOOKICHUEM M JIEKAPCTBEHHOTO Ipernapara B JEKapCTBEHHOM
¢dopme ¢ OOBIYHBIM BBICBOOOXKACHHEM, MOTYT OBITH MPOBEACHBI AJIA MOATBEPKICHUS HE
MEHBUIEH TepaneBTUUYEeCKON 3(PPEKTUBHOCTH WM SKBUBAJIECHTHOCTU JIEKAPCTBEHHOTO
npenaparta ¢ MOAU(QUIHMPOBAHHBIM BbICBOOOXAeHUEM. [Ipu NiuaHUpOBaHMM W aHANIHM3E
JT000T0 BUIA KIIMHUYECKUX MCCIEIOBAHUN CIEAyeT YUYUTHIBaTh yYKa3aHUS PyKOBOJACTBA I10
MPUHIMUIIAM MPUMEHEHUS] OMOCTATUCTUKUA B KIMHUYECKUX HCCIIEIOBAHUSX, IPUHUMAEMOTO
EBpa3zuiickoii 3KOHOMHYECKOW KOMHUCCHUEH.

73. Ilpu cpaBHEHUU HCCIETYEMOTr0 JEKapCTBEHHOI0 Ipenapara ¢ MOAUGUIUPOBAHHBIM
BBICBOOOXKJEHHEM ¢ pedepeHTHBIM JIEKapCTBEHHBIM IpemnapatoM BBIOOp BHAA
(bapMakOAMHAMHUUYECKUX WJIM KIMHUYECKUX HCCIEAOBaHUNW (UcCcaeqoBaHUE s
MOATBEPKJACHUSI SKBUBAJCHTHOCTH WM HUCCJIEJAOBaHHE HE MEHbIIEH 3()PEeKTUBHOCTH)
OIpeeNsieTCs] UCXO/sl U3 BUJa OLIEHUBAaeMOro g ¢ekxra min rnokasareins 6ezonacHoct. Eciu
3¢ (PeKTUBHOCTD U 0€30MACHOCTD JIEKAPCTBEHHOr0 Ipernapara TECHO CBSI3aHbl MEXY COO0O0ii,
HEO0OXO/IMMO MPOBECTH HCCIIEJOBAHUS SKBUBAJICHTHOCTU ISl MOATBEPXKACHHUS TOTO, UTO
uccienyembli 3pPeKT HaxXoauTcs B IMpelesiax TpaHMl] SKBUBaJEHTHOCTU. Eciu He
IpeArnoiaraeTcs, 4YTo O€e30MacCHOCTh HCCIENyeMOro JIEKapCTBEHHOIO Ipernapara ¢
MOAN(ULIMPOBAHHBIM BBICBOOOXKIECHHEM U PedEpPEeHTHOIO JIEKApCTBEHHOrO Ipernapara B
OOBIYHOM JIEeKapCTBEHHON (opme OyAeT pa3nuuaThCsi, TO JOMYCKAETCS H3YyUYUTh TOJBKO
nokaszaTesiv 3p(HEKTUBHOCTH, BHIIIOJHUB UCCIIEOBAHNS HE MEHbIIEN Y3(P(PEKTUBHOCTH.

74. Bp1060op Buaa HEOOXOUMBIX UCCIEAOBAHUM 3aBUCUT OT CIEAYIOMINX (DAKTOPOB:
BO3MOKHOCTH ONPEEIIEHUSI COOTBETCTBYIOIIUX (papMaKOJUHAMUUECKUX KOHEUHBIX TOYEK

HaJWYus JTAHHBIX O 3aBUCUMOCTH MEXJy (apMakoJAMHAMUUYECKUMH MapKepamu U
KIIMHUYECKOHN 3(h(PEKTUBHOCTHIO JIEKAPCTBEHHOIO Mperapara;
BO3MOXXHOCTH 00ECTICYUTh HEOOXOUMYIO YYBCTBUTEIIBHOCTh aHAJN3A;
BO3MOKHOCTH OTIPENENICHUs] TpaHUI] He MEHbIIeH 3(PQPEeKTUBHOCTH WM TPaHUIL
HKBUBAJICHTHOCTH.
75. B Takume uccineqoBaHUS SKBUBAJICHTHOCTH W HE MEHbBIIEH 3(QQGEeKTUBHOCTH,
JOTIOTHUTENIPHO K TPHEMYy JIGKApCTBEHHOTO TIpemapara ¢ MOAU(DUIIHPOBAHHBIM



BBICBOOOKJICHUEM U JICKAPCTBEHHOTO Iperapara B JEKAPCTBEHHON ¢GopMe ¢ OOBIYHBIM
BBICBOOOKJICHMEM, MOJKET BKJIIOYAThCS NpUeM IMpenapaTta miaunebo. BxiroueHue B
HCCJIeIOBaHUE TEepuoja MpUeMa MpemnapaTa Iuianedo WiIM JICKapCTBEHHOTO IperapaTra B
MEHbIIEH 03€¢ 00s3aTeNbHO, €ClIM HEBO3MOXHO 00ecneyuTh HeoOXO0JIUMYIO
YyBCTBUTEJIBHOCTh aHAJIU3A.

76. B nporpaMmy KIMHUYECKOTO MCCIEAOBAHUS U OTYET MO pe3yJibTaTaM MCCIEOBaHUS
HEOOXOIUMO JOMOJHUTEIbHO BKIIOYUTH pa3liell MO0 BbIOOPY U 0OOCHOBAHHIO
yCTaHABJIMBAEMbIX TPAHUI] SKBUBAJICHTHOCTH WJIM HE MEHBIIEH 3 (HEKTUBHOCTH HE3aBUCUMO
OT TOT'0, OCHOBAHA JIM BEIOpaHHAs KOHEUHas TOYKa UCCIeI0BaHus Ha (papMaKoIMHAMUYECKOM
WIM KJIMHUYECKOM IOKa3aTele.

77. Ecnu y nekapCTBEHHOT'O mpemnapara ¢ MOAUGUIIMPOBAHHBIM BBHICBOOOXKICHUEM
MMEETCsl MOKa3aHWE K MPUMEHEHHIO, OTJIWYAIOIIEEeCs OT IMOKAa3aHUs y JIEKapCTBEHHOIO
npenapata ¢ OOBIYHBIM BBICBOOOXKIIEHHEM, B MpOorpamMMe KIMHUYECKUX HCCIEAOBaHUN
HE00XOAMMO MPHUBECTU OLIEHKY COOTBETCTBUS aKTaM, BXOASIIMM B npaBo Coro3a, a Takxke
COBPEMEHHOMY COCTOSIHUIO HAYYHBIX UCCIIEIOBAaHUN MTOAOOHOTO poja.

78. Ecnu nexkapcTBEHHBIM Ipemapar BbIIycKaeTcs B (opme MIacThips ¢
MOJU(UIIMPOBAHHBIM BBICBOOOKIEHUEM MWW B (OopMe HMHBEKIMOHHOTO JEHo-Ipenapar,
HE00XO0AMMO HCCIIeI0BaTh 0€30MaCHOCTh €ro MECTHOro NpuMeHeHus. Heo0xoauMo oueHuTh
0€30MacHOCTh OCTATOYHBIX KOJHMYECTB JEWCTBYIOIIETO BEIIECTBA IUIACTBIPS IOCIE €ro
yAalieHus1, C TOUYKH 3pEHUS X MOTEHLIHUAIBHOTO HEMPaBUILHOTO IPUMEHEHUS U BO3/IEHCTBUS
OKPYKAIOLLYI0 Cpeny (3KOJIOTHYECKHE PUCKH).

79. 3asBisieMoe MPEUMYIIECTBO JEKAPCTBEHHOTO Mpernapara ¢ MOAUGUIIUPOBAHHBIM
BBICBOOOXK/ICHHEM 110 CPAaBHEHUIO C JIEKAPCTBEHHOW (POpMOK OOBIYHOTO BBICBOOOXKICHHMS
HEOOXOAMMO NOATBEPIUTHh IOCPEICTBOM IMPOBEIEHUSI KIMHUYECKUX MCCIEI0BAHMIM.
[InanupoBaHuEe TaKuX UCCIEAOBAHUM TOJKHO MPOBOAUTHCSA C YUYETOM YKAa3aHUU HAyUYHBIX
PYKOBOJICTB B COOTBETCTBYIOLIEH 00JIaCTH MEIUIIMHBI.

80. Ecnu niisg jiekapCTBEHHOTO TpemnapaTta ¢ MOAUGUIIMPOBAHHBIM BBICBOOOXKIEHUEM
3asBJISETCA MEHbIIEE KOJIMYECTBO CUCTEMHBIX HEXEIATENbHBIX PEAaKLUN 10 CPABHEHUIO C
JIEKApCTBEHHBIM IPENapaToM B JIEKAPCTBEHHON (hopMe C OOBIYHBIM BBICBOOOKICHUEM, 3TO
HE00XO0MMO MOATBEPIUTH COOTBETCTBYIOIIMMH HCCIEJOBAHUSIMU.

VL. JIexapcTBeHHBIE YOPMEBI ¢ MOAMGHIIMPOBAHHBIM BEICBOOOXKIEHHEM, CPAaBHUBAEMBIE C
3aperuCTPUPOBAHHOM JIEeKapCTBEHHO# (PpopMoit ¢ MoaupHIHPOBaHHEIM BEICBOOOXKACHHEM

1. O6mue monoxeHus

81. B oTHOUIEHUY JIeKapCTBEHHBIX (DOPM JJIsl TpUEMa BHYTPb PEKOMEHTyEeTCsl IPOBOIUTh
UCCJIEN0BAHUS MX OMOKBUBAJIEHTHOCTH MYTEM CPaBHEHHUS 2 aHAJIIOIMYHBIX JIEKAPCTBEHHBIX
dbopMm (uccnenyemoit u pedepeHTHOM). Bocnpous3BeneHHbIN JeKapCTBEHHBIN Tpemapar ¢
MOJIU(PUIHUPOBAHHBIM BBICBOOOKJIEHHUEM HEOOXOJUMO CPaBHUTh C peepeHTHBIM



JICKapCTBEHHBIM IMIPENapaToM ¢ MOAUPUIIMPOBAHHBIM BBICBOOOKICHUEM, WU C JI03UPOBKOM
pedepeHTHOro JeKapCTBEHHOro IMpemnapaTa B JIEKapCTBEHHOW (opMe ¢ OOBIYHBIM

BBICBOOOKICHUEM, SBISIONICHCS pacIIMPEHUEM JIMHEHKH JO3UPOBOK, IJIsi KOTOPOU

3asBIsIeTCS OMOA’KBUBAJIEHTHOCTH. OOIIMe YyKa3zaHusi MO pa3pabOTKe MpPOrpaMmbl,

NPOBEICHHUIO, OIIEHKE M OTYETHOCTH 00 HCCIeAOBAaHUIX OHWOIKBUBAICHTHOCTHU

BOCIIPOM3BECHHBIX JIEKAPCTBEHHBIX MpENapaToB, MPUBEJACHHBIE B OCHOBHOM TekcTe [IpaBun
MPOBEACHUSI HCCIENOBAaHUNA OMOAKBUBAJIEHTHOCTH, TAK)KE NMPUMEHUMBI K HCCIEJOBAaHUAM
OMOYKBUBAJICHTHOCTH JIEKAPCTBEHHBIX (OPM C MOJIUPHUIIMPOBAHHBIM BBICBOOOKICHUEM.
Cneunduueckue acmekTbl I JEKapCTBEHHBIX (GOpM € MOJIUPUIUPOBAHHBIM

BBICBOOOKICHHEM, ITPUBEACHBI B HACTOSIIEM pa3elie.

82. Ecniu 2 mpenapata B OJMHAKOBOW JIEKAPCTBEHHON (Qopme paziauyaroTcs Mo
BCIIOMOI'aTeJIbHBIM BEIIECTBAM WJIM MEXAHH3MY, KOHTPOJIMPYIOIIEMY BBICBOOOXIEHUE, UX
MOKHO TPHU3HATH BOCHPOU3BEACHHBIMHU, €CIIM OHU OMOAKBUBAJICHTHBI IN VIVO TOCIHE
OJIHOKPATHOT'0 MpHEMa HATOUIAK M MOCJIE€ MpUeMa MUIIM, a TaKXe, MpU HEOOXOAUMOCTH,
M0CJIE€ MHOTOKPATHOTO BBEJICHUSA.

83. B ciyuae ecnu coOJI0IEHBI KpUTEPUU OMOBEMBEpa 151 JOMOJHUTENBHBIX JO3UPOBOK
JIEKapCTBEHHOTO Ipemnapara ¢ MOAU(PUIMPOBAHHBIM BBICBOOOKJIECHUEM U IMOATBEPHKIACHUE
OMOSKBUBAJIEHTHOCTH MPOBOJAUTCS TOIBKO JJI OAHOW TO3UPOBKHU JIEKAPCTBEHHOT'O Mpenapara
C MOIU(DUIMPOBAHHBIM BBICBOOOXK/IEHHEM, HEOOXOAMMO BBIMIOJHUTH CIEAYIOMUNA 00beM
HUCCIJICJOBAHUM:

a) eciau (apMakOKMHETHKa pe(epeHTHOro JIEeKapCTBEHHOrO Mpemnapara ¢
MOAUGMUITMPOBAHHBIM BBICBOOOKIEHUEM SIBJSICTCS JUHEWHOM, IJIs caMOW BBICOKOH
JO3UPOBKU BOCIPOU3BEICHHOIO JIEKAPCTBEHHOrO0 Ipenapara ¢ MOJU(PUUIHUPOBAHHBIM
BBICBOOOKIEHUEM HEOOXOIMMO BBIIIOJIHUTh UCCIIEAOBAHUS C OJHOKPATHBIM U MHOTOKPAaTHBIM
J03UPOBAHHEM;

0) ecnu ¢dapmakokMHEeTHKa pedEepeHTHOTO JEeKapCTBEHHOrO Ipernapara ¢
MOIU(MUIIMPOBAHHBIM BBICBOOOXKJECHUEM HEJIHUHEHHAs — HCCIeIoBaHUs HEO0O0XO0IUMO
IIPOBOJIUTH C JIO3UPOBKOH, oOecreunBaromeld HanOONbIIYI0 YyBCTBUTEIBHOCTH METOJA.
Br16op nmst vicciienoBaHusi MEHbIIEH JTO3UPOBKHU JIEKAPCTBEHHOTO Mpemnapara MOXKET ObITh
000CHOBaH B LEJISIX 0OecrneueHns 0€30MacHOCTH NPUMEHEHHUS JIEKAPCTBEHHOIO Mpenapara.

84. Kak mpaBuiio, Mccie10BaHUsI BOCIPOU3BEICHHOIO JICKAPCTBEHHOTO Tpernapara ¢
MOAU(PUIMPOBAHHBIM BBICBOOOKIEHUEM MPOBOJSATCS C YYACTHEM 3/10POBBIX 100POBOIBIIEB.
Ecnu s kakoi-1ub0 U3 JT03UPOBOK BOCHPOM3BEACHHOIO JIEKAPCTBEHHOTO Ipernapara ¢
MOAU(PUIMPOBAHHBIM BBICBOOOXK/IEHUEM HEBO3MOKHO MPOBECTH MUCCIEAOBAHUS C YYaCTHEM
3JI0POBBIX JOOPOBOJIBLIEB B CBSI3U C HEOE30MACHOCTHIO TAKUX UCCIIEOBAHUM, X BBIOIHSIOT
C ydacTueM mnamueHToB. [Ipu 3TOM MNpeAmnoYTUTENBHO MPOBECTH HCCIEIOBAHUS KakK C
OJIHOKpPATHBIM, TaK W MHOTIOKPAaTHBIM JO3WPOBAHUEM JIEKAPCTBEHHOrO Mpenapara B
COOTBETCTBUM C NPHUBEICHHBIMU HIDKE YyKazaHusiMd. Ecnu mpoBeleHHE HCCleIoBaHUN C
y4acTUEM NAlUHWEHTOB HENPHUEMIIEMO, TO TAaKHE€ HCCIIENOBaHUS MOTYT OBITh 3aMEHEHBI



UCCIENOBAHUSIMA C MHOTOKPAaTHBIM JO3UPOBAHUEM JIEKAPCTBEHHOIO Ipemnapara ¢
MOU(DUIIIPOBAHHBIM BBICBOOOXKICHUEM Y 3/I0POBBIX JOOPOBOJIBIIEB.

85. Ecnu ais iekapCTBEHHOTO Tpemnapara ¢ MOAU(PUIIUPOBAHHBIM BBICBOOOXKICHUEM
BBIMIOJTHSIIOTCSI  KPUTEpPUU BbIOOpa KpaWHUX BapHaHTOB, JJId MOJITBEPXKIACHUS
OMOPKBUBAJICHTHOCTH TSI 2 TO3UPOBOK BOCIIPOM3BEICHHOTO JIEKAPCTBEHHOTO TIpemapara ¢
MOAUGUIIMPOBAHHBIM BBICBOOOK/IEHHEM, BBHIODAHHBIX B KAaueCTBE KpalHUX BapUAHTOB,
HE00XO0IUMO:

MPOBECTH HCCIIeIOBaHUE HAMOOJIbIICH TO3UPOBKM JIEKAPCTBEHHOrO Iperapara ¢
MOJUGUITUPOBAHHBIM BBICBOOOXKJICHUEM C Yy4YacTHEM IAaIl[MEHTOB M HCCJEJ0BaHUE
HaMMEHbIIEH JO3UPOBKU JIEKAPCTBEHHOrO Mmpemapara ¢ MOJIAUPUITUTPOBAHHBIM
BBICBOOOXKICHUEM — C YUaCTHEM 37I0POBBIX JOOPOBOJIBIIEB;

BBITIOJIHUATH OIEHKY MPOQUICH pacTBOPEHUSI CPABHUBAEMBIX JO3UPOBOK JIEKAPCTBEHHOTO
npenapara ¢ MOAUGUIUPOBAHHBIM  BBICBOOOXIAEHHEM U  JIMHEHMHOCTH  HX
(hapMaKOKMHETUYECKUX MapaMeTPOB U OMpPEETUTh HaM0OJIee YyBCTBUTEIbHYIO JO3UPOBKY
JEKapCTBEHHOI0 Mpenapara corjacHo mnozapaszneny 7 pasaena III IlpaBun npoBenenus
rccie0BaHusi OMOPKBUBAJICHTHOCTH.

86. Paznuuus, oOHapy>KEHHbIE B paMKaX HUCCIEIOBAHUN JIEKAPCTBEHHBIX MPENapaTos,
00yCIIOBJICHHBIE B3aUMOJICCTBUEM JICKAPCTBEHHBIX IMPENapaToB ¢ MUIIEH, YKa3bIBAIOT Ha
pa3auyus MEXAy HSTUMH JIEKapCTBEHHBIMU IIpernapaTaMu HE IMO3BOJSAIOIINE CUUTATh
UCCIIelyeMbIl JIEKApCTBEHHBIN TMpenapar BOCIHPOU3BEACHHBIM [0 OTHOILIEHHUIO K
pedepeHTHOMY JIEKapCTBEHHOMY TpemnapaTy. Eciu OGMO3KBHBAJICHTHOCTH JIEKAPCTBEHHBIX
npernaparoB NOATBEpPKJI€HA NpPU €ro MPUMEHEHUM B COOTBETCTBUU C YCIOBUSIMHU,
yKa3aHHBIMU B OOLIEH XapaKTEpUCTUKE JEKApPCTBEHHOTO Mpenapara, KOTOpble MO3BOJISIIOT
YMEHBIIUTH BIWSHUE MUIINA Ha OnodapMalieBTUUeCKe CBOMCTBA JIEKapCTBEHHOTO Mpernapara
, HO 3Ty OMOAKBUBAJICHTHOCTh JICKAPCTBEHHBIX MPEMAPATOB HEJIb3S MOATBEPAUTH B YCIOBUAX
rprueMa OTJIWYHBIX OT YCJIOBUM, YKa3aHHBIX B OOIIEW XapaKTEPUCTUKE JIEKAPCTBEHHOTO
npernapara, TO UCCleayeMbli JEKapCTBEHHBIM MpemnapaT HE COOTBETCTBYET TpeOOBaHUSM,
MPEIbABISIEMbIM K BOCIPOU3BEICHHOMY JIEKAPCTBEHHOMY IpemnapaTry, HO MOXET OBbITh
JOTIYIIEH K PETUCTpallii B KayeCTBE THOPUIHOTO JIEKAPCTBEHHOIO Mpernapara.

[Ipu Hanmuuuu B mporpamme gapmaieBTHIECKON pa3pabOTKH JIEKAPCTBEHHOTO IIpenapara
U PETUCTPALMOHHOM J0ChE JIEKAPCTBEHHOTO IpernapaTa Hay4HOro 00OOCHOBaHUSI OTKas3a OT
MIPOBEJICHUS YaCTH UCCJIeI0BaHUM, OCHOBAHHOTO Ha JJAHHBIX IO OIEHKE BIUSHUS Pa3Iudyuil B
COCTaB€ BCIIOMOTATENbHBIX BEIIECTB Ha OModapMaleBTUUEeCKHUE CBOMCTBA JIEKAPCTBEHHOMN
(hopMBI JIEKapCTBEHHOTO Mpenapara JI0ImyCcKaeTcs:

HE MPOBOJAUTH UCCIEAOBAHUS C MHOTOKPATHBIM JJO3UPOBAHHUEM;

UCII0JIb30BaTh aJbTEPHATUBHBIC MOJAXO/bl K OMPEACIICHUIO JHUana3oHa HCCIIeyEeMbIX
JI03UPOBOK JIEKAPCTBEHHOIO MpeTnapara;

UCIIOJIb30BaTh AIbTEPHATUBHBIN MOAXO0/ K OLIEHKE MPOMOPIIMOHATEHOCTH COCTaBa Pa3HbIX
JIO3UPOBOK IO OTHOIIEHHWIO JAPYT K JPYry NpU NPUMEHEHUHM METOAa BbIOOpa KpaHUX



BApUAHTOB JJIs HCCIEJOBAaHUM JIEKAaPCTBEHHOI'O IMpernapara ¢ MOAU(PHUIUPOBAHHBIM
BBICBOOOKIEHUEM.

[Tpn oGocHOBaHMM MPEACTaBICHHBIX apryMEHTOB 3asBUTENI0 HEOOXOIMMO MPUBECTU
CCBUIKM Ha TIOJNIOXKEHUS akToB KoMuccuu, peryiupyroliux BOMPOCH pa3paboTKu
BOCIIPOU3BEICHHBIX JIEKAPCTBEHHBIX MPEMapaToB. Y IOJIHOMOUYEHHBIE OpPTaHbl (IKCIEPTHHIC
OpraHu3allMi) TOCYJapCTB-YIEHOB JOJDKHBI BBINOJIHATH OLIEHKY IPEICTABICHHBIX B
PETHCTPAIIMOHHOM JIOCh€ JIEKAPCTBEHHOTO Tpemapara OOOCHOBAaHUN C ydYeTOM BHA
JeKapcTBEHHON (Qopmbl, ee cocTaBa U HMHBIX (PAKTOPOB, BIHUAKIIHUX Ha
OnogapmMaleBTUUECKHE CBOICTBA, 0€30MAaCHOCTb, KayecTBO M 3I(P(PEKTHUBHOCTh TaKHUX
JIEKapCTBEHHBIX MTPENapaToB.

2. YcmoBys BHITOMHEHHA OLICHKH 6MO3KBUBAJICHTHOCTH JJIA JIEKAPCTBEHHBIX IIPENapaTOB C
IPOJIOHTMPOBAHHEIM BEICBOOOXKICHHEM IS IPHEMA BHYTPb

87. BHOPKBUBAJIEHTHOCTh 2 JIEKAPCTBEHHBIX MpPENapaToB C MPOJIOHTMPOBAHHBIM
BBICBOOOXKICHUEM OIICHUBAETCS B UCCIIECOBAHUSIX, HAITPABICHHBIX HA TOATBEPKICHUE TOTO,
YTO:

a) UcclieyeMbli JICKapCTBEHHBIA MpenapaT MpOosBIsSET 3asiBICHHBIC XapaKTEPUCTUKU
MIPOJIOHTUPOBAHHOTO BHICBOOOXKICHHS pe(hepEeHTHOTO JIEKapCTBEHHOTO MpernapaTa;
0) aAelcTByIOIIEE BELIECTBO MCCIEAYEMOTO JIEKAPCTBEHHOrO Ipernapara He
BBICBOOOKIAETCS HEMPEICKa3yeMo (OTCYTCTBYET OBICTPOE BHICBOOOKICHUS JIO3bI);
B) (YyHKIMOHAIBHBIE XapaKTEPUCTUKU UCCIENYEMOTO U pedepeHTHOTO JIEKapCTBEHHBIX
MpenapaToB SKBUBAJICHTHBI MTOCJIE OJJHOKPATHOTO IPUEMA U B PABHOBECHOM COCTOSIHUU;

I') B HUCCJIEJOBAHUU C OJHOKPATHBIM JO3MPOBAHHEM IPHUEM IMHIINN OKA3bIBACT
CONOCTAaBUMOE BIIMSIHUE Ha (YHKIMOHAJIbHBIE XapaKTEPUCTUKH 1N VIVO JEKapCTBEHHOU
dbopMBI HCCIEAyeMOTO U peepeHTHOTrO JIEKAPCTBEHHBIX I O0OMX JIEKAPCTBEHHBIX
Mpenaparos.

3. HccnenoBanus, HEOOXOMUMBIE I OATBEPKACHNUA OHO3KBUBAJIEHTHOCTH JIEKAPCTBEHHBIX
IpenapaToB ¢ MOIU(GUIMPOBAHHEIM BEICBOOOKICHIEM

88. [ns moarBepkaeHUs OHO3KBUBAJIEHTHOCTU JIEKAPCTBEHHBIX IPENapaToB C

MO (UIPOBAHHBIM BBICBOOOXKIEHUEM TPEOYIOTCS:

a) MCCIEJOBAaHUE C OJHOKPATHBIM JO3MPOBAHUEM HCCIELYEMOTO M pe(EepeHTHOIO
JIEKapCTBEHHBIX MIPErnapaToB, MPOBOAUMOE HATOIAK;

0) McclieloBaHUE C OJHOKPATHBIM JO3UPOBAHUEM MCCIEAYEMOTO U pepepeHTHOrO
JIEKapCTBEHHBIX MIPENapaToB, MPOBOAUMOE MOCIE pUeMa OYEHb KUPHOM MUIIH;

B) MCCIIEJOBAaHUE C MHOTOKPATHBIM JO3UPOBAHUEM HCCIEAYEMOIO U pehEepeHTHOro
JICKapCTBEHHBIX MPEMapaToB.

HccnenoBanamsa JICKapCTBCHHBIX IMPCIapaToB ¢ OMTHOKPATHBIM JO3HPOBAHHACM



89. O1eHKy OJHOKpaTHO BBOJAMMOM J03bl HCCIEAYEMOTO0 U pePEepeHTHOro
JIEKapCTBEHHBIX IIPENapaTOB HATOLIAK M II0CJIE NpPHUEMa IHUINU MPOBOAAT IO OJHOW H3
CIEAYIOLINX CXEM:

a) BBIIOJHEHHE YETHIPEXIEPUOJHOIO MMEPEKPECTHOTO HCCIAenOBaHUsA ¢ 4
B3aMMOJIONOJHAOIIMMY MTOCIEA0BATENBHOCTAMU 4 yCcloBUi npuMmeHeHus. Mcenenyemsblili u
pedepeHTHBII JIeKapCTBEHHBIE MpenapaTbl HE0OXOAMMO OIIEHUTh HATOIIAK, a TAKXKe MOCIIe
pueMa MUY C BBICOKUM COLEpP)KAHUEM KUPOB B OINPEACICHHOE BpeMs 10 IIpuema
JIEKapCTBEHHOI'O MPEIapara;

0) BBIIIOJHEHUE 2 MEPEKPECTHBIX MCCIENOBAHUN OJHOKPATHO BBOAMMOM /03Bl
UcCIeayeMoro U pedepeHTHOro JIEKapCTBEHHBIX MpenapaTtoB. B mepBoM uccienoBaHUU
HEOOXOIUMO CpaBHUTb HCCIEeAyeMbli U pe(epeHTHBIH JIeKapCTBEHHbIE IpenapaThl
npuHUMaeMble Hatomak. Ilpu 3ToM wucciaenyembiii U pedepeHTHBIN JIeKapCTBEHHBIE
npenapaTsel BBOAST B paMKax 2 MEPUOAOB U B 2 IMOCJIEAOBATEIBHOCTAX NMPUMEHEHUSA. Bo
BTOPOM HCCJIEJOBAHUM CPABHUBAIOT HCCIEAYEeMbIi U pedEepeHTHBIN JIeKapCTBEHHBIE
IIpernapaThl IpU IPUEME ITUILIN C BBICOKUM COAEPKAHUEM KHPA B ONPEIAEIEHHOE BpEMsI IIEPE
IPUEMOM HCCIIEyEMOI0 U pe(pepeHTHOrO JIEKAPCTBEHHBIX MPENAPATOB, a TAKKE C MPUEMOM
HCCIIEyEMOT0 JIEKAPCTBEHHOIO Ipenapara HaTOIIAaK, ¢ LEIbI0 MOJYYEHHs TaHHBIX O €ro
OMOAOCTYITHOCTH, XapaKTEPU3YIOIINX BO3MOKHOE BIIMSHUE MUILH;

B) BBINOJHEHUE 2 MNEPEKPECTHBIX HCCIENOBAaHUN B 2 mepuojax M c 2
MOCJIEIOBATEILHOCTSAMH TNPUMEHEHUS HCCIEAYEMOro U pe(epeHTHOro JeKapCTBEHHBIX
npenaparoB. OJHO HCClIeI0BaHUE HEOOXOAMMO MPOBECTU HATOIIAK. BTopoe uccienoBanue
HEOOXOJMMO MPOBECTH IIOCJIE€ MpUEeMa MHUILH C BBICOKUM COJEpPXKAaHUEM JKHpa B
OIIPEJICIICHHOE BPEMs Iepej, NMPUEMOM HCCIEAYEMOIO M pPePEepeHTHOro JEKAPCTBEHHBIX
IIpEnapaToB.

HccnenoBanmsa JICKapCTBCHHBIX IMPCIapaTOB ¢ MHOI'OKPAaTHBIM JO3HPOBAHUCM

90. MccnenoBanusi ¢ MHOTOKPAaTHBIM JI03MPOBAHHEM HEOOXOJIMMO IIPOBECTH B Cllydae,
€CIM B MCCIIEIOBAHUM C OJHOKPATHBIM JIO3MPOBAHMEM IPOBEACHHBIM C HanOOJIbIIEH
JO3UPOBKOM UCCIIENYEMOTO U PEPEPEHTHOTO JIEKAPCTBEHHBIX IIPENAPATOB, HE MOATBEPKICHO

, uto cpenusis AUC , .. Tioclie epBoi J03bI UCCIAEAYEMOTo U peepEeHTHOTO JIEKaPCTBEHHBIX

(0-)
npemnapaToB coctasisgeT 6onee 90 % cpenneit AUC (0-00) 1 OFKHTACTCS 0OJIBbIIIOE HAKOIUICHUE
B OpraHU3Me JIEHCTBYIONIETO BemecTBa (KyMyJssius). B 3ToM ciaydae OMOIKBUBaJIEHTHOCTh
MCCJICYEeMOI'0 JICKAPCTBEHHOIO IpernapaTa He0oOXO0IUMO MOJATBEPIUTh C HCIIOJIb30BAHUEM
JTOTIOTHUTEIBHBIX TAapaMeTPOB, XapakTepu3yomux G(opMy KpUBOW 'TIa3MeHHas
KOHIIEHTpanus — BpeMs'", B MCCIICJOBAaHUM C OJHOKPATHBIM Ho3upoBaHueM. HeoOxomammo
MCCJICI0BATh HAYaIbHYI0 YaCTHUHYIO TIJIOMIAh

noJ papMaKoKHHETUIeCKOM KpuBO (... AUC 0 t-OTcequm))



¥ TEPMUHATBHYIO YACTHYHYIO IUIONIA/b MO (hapMaKOKMHETHIECKOW KPUBOI (qacmqmﬂAUC(t

OTCEUCHIS — t_Hocneﬂmﬂ)), pasJieJIeHHbIC 3apaHee BHIOPAHHOW BPEMEHHOUN TOYKOM OTCedeHUs (

Hanpumep, Ipu OTCYTCTBUU WHBIX HAyYHBIX OOOCHOBAHUU B Kau€CTBE TOYKH OTCEUYECHUS
CJIeIyeT UCIOIb30BaTh BEINYMHY PABHYIO IMOJOBUHE HHTEPBAJIA JO3UPOBAHMUS).
Bo Bcex ciyuasix Bo3HUKHOBEHUsI HakoruieHus (kymynsuun) (AUC (0-t) 11ocIe 11(50): 1005

1036l oxBaTbiBaeT MeHee 90 % cpenneit AUC(O-oo)) TpeOyeTcsi MPOBeJECHNE UCCTIEOBAHUS C

MHOTOKpPATHBIM J03UpoBaHueM. VccnenoBanusi B paBHOBECHOM COCTOSIHUM PEKOMEHYETCs
MPOBOJIUTh TMPU MNPUEME JICKAPCTBEHHOI'O Mperapara COBMECTHO C MPUEMOM IMHINH, B
COOTBETCTBUU C OOIIEH XapaKTepUCTUKOMN JIEKapCTBEHHOro Mpenapara st peepeHTHOTO
JIEKapCTBEHHOro mnpenapara. Ecinu B oOmiell XapakTepUCTHKE JIEKAPCTBEHHOI'O Iperapara
yKa3aHo, YTO IMpemnapaTr cleAyeT NPUHUMATh IOCJI€ IpUeMa MHIIU, TO HCCIEIO0BAHUE
MPOBOAMUTCS TOJIBKO IMOCJE MpUeMa MUIIM (CTaHAAPTHBIA MpUeM NuuM) (BKIOYas JEHb
onpenenenus npoduns). Eciu B 00meil xapakTepuCTHKE JEKapCTBEHHOIO Ipemnapara
yKa3aHo, 4TO Mpenapar cieayeT NPUHUMATh HATOIIAaK WM HE3aBUCUMO OT MpHeMa MUY,
HCCIIeIOBaHUs IPOBOATCS HaToIIaK. Eciau B McclieloBaHUM C MHOTOKPATHBIM JO3UPOBAaHUEM
NpPUMEHSIETCS TPUEM JIEKAPCTBEHHBIX IMpEnapaToB HATOIIAK HEOOXOAMMO CMOJEIUPOBATH
YCJIOBUSI MAKCUMAaJIbHO MPUOJMKEHHBIE K PealbHOMY peKUMy Ipuema nuiu. Hampumep,
yTPEHHEE BBEJACHHUE MCCIETYyEeMOro JIEKApCTBEHHOTO IMpemnapara TpedyeT BbiaepkuBanus 10-
4acoOBOTO MEpUOJa TOJOJaHUs, TOrAAa KakK IpPU OCTAIbHBIX pPEXHUMax BBEICHUSA
JIEKapCTBEHHBIX MIPENapaToB JOCTATOUYHO COOIIOCTU

4-yacoBoe TOJIOJAHHWE Iiepe] BBEACHHEM. [ oloJaHHMe TMOcCie KaKJIOro BBEICHUS
JIEKapCTBEHHBIX MPENapaToB JI0HKHO MPOJOJIKATHCS, IO MEHBIIEH Mepe, 2 Jaca.

91. B uccnenoBanusax OMO’KBUBAJIEHTHOCTH NPU MOJEIUPOBAHUM PAaBHOBECHOTO
COCTOSIHMSL OpTraHM3Ma OTMBIBOYHBIM MEPUOJ MOCJIE MpUEMA MPEALIECTBYIOUIErO
JIEKapCTBEHHOT'0 IpenapaTa MOXKET MEePEKPbIBAThCA MEPUOJIOM POCTa KOHIIEHTPAMU MOCTE
premMa MoCJIeTyIOUIEro JEKApCTBEHHOIO Mpenapara (IpsaMoe MepeKItoueHne), Ipu yCIOBUU
YTO 3TOT NEPUOJ POCTa KOHLIEHTPAIMU UMEET TOCTATOYHYIO MPOJOIKUTEIBHOCTh (PABHYIO
0 MEHbIIEH Mepe 5 TepMUHAIBHBIM MEepHoaaM MOoJyBbIBeAeHHS). [locTuxkeHue
PAaBHOBECHOI'O COCTOSIHHS OPTaHM3Ma OLIEHHWBAETCS IIyTEM CPABHEHUS 10 MEHbIIEH Mepe 3
KOHLIEHTpaUi KaXKJI0TO JIEKapCTBEHHOTO Mpenapara nepej ero ouepeanbM BeeaeHueM. [pu
OMpeIeNICHUH Mepruojia mpruema JIEKapCTBEHHOro Mpernapara JJist JOCTHKEHUS PaBHOBECHOTO
COCTOSIHMSI OpTaHM3Ma HEOOXOAMMO TaK)K€ YUUTHIBATh BEJIMUYHMHY MEPUOJIA MOTYBbIBEICHUS
JEHCTBYIOLIETO BEUIECTBA JIEKAPCTBEHHOr'O Mperapara.

Hccnenxyemas no3upoBKa (JO3HPOBKH) IEKapCTBEHHRIX IIPENapaToB ¢ MOAU(PUIMPOBAaHHEIM
BBICBOOOKIEHHEM

OpHOoenPHIYHEIE JIEKAPCTBEHHEIE IpenapaThl ¢ MOAU(GHUIMPOBaHHKIM BRICBOOOXKASHAEM



92. B oTHomieHHM BBIOOpA HCCIEAYEMBIX JO3UPOBOK U YCIOBHUH MPOBEACHUS
WCCIICOBAHUN JIJISI OJHOCJMHUYHBIX JIEKAPCTBEHHBIX MpPENnaparoB ¢ HECKOJIbKUMHU
J03UPOBKAMU MIPUMEHSIIOTCS CJICIYIOIINE MPUHITUIIBL:

a) B MCCJICAOBAHUIX C OJHOKPATHBIM JO3UPOBAHUEM — €CJIM B OOIIEH XapaKTepUCTUKE
pedepeHTHOTO JIEKAapCTBEHHOTO Tpernapara CoAepKaTcs YKa3aHus O MpUEeMe HATOIIAK WIIH
HE3aBHUCHUMO OT IIPUEMA MHUILIN:

B OTHOIIEHUM BCEX JO3UPOBOK HEOOXOAUMO HCCIEIOBAHUE C OJHOKPATHBIM
no3upoBaHreM Hartomak. OIHAKO TpPH JIOCTaTOYHOM OOOCHOBAaHWU pPa3peIieH BBIOOP
KpallHUX BapuaHTOB. B 1ensx oOecrnedeHuss O€30MaCHOCTH 3J0POBBIX J0OPOBOJIHIEB
HCCIEeAOBaHUsA HEOOXOIUMO MNPOBOJUTH C Y4YaCTUEM MAlUEHTOB (BMECTO 3J0POBBIX
T0OPOBOJIBIIEB), YTO MOXKET MOTPEOOBATH CO3/IaHUS YCIOBUN PAaBHOBECHOT'O COCTOSIHUS;

Mocjae mpueMa MUIM J0CTaTOYHO MPOBECTU UCCIIENOBAaHUS OMOIKBUBAJIEHTHOCTU C
OJIHOKPAaTHBIM J103UpOBaHMEM HaubOombield (Hanboyiee YyBCTBUTENBbHOW) IO3UPOBKHU.
OcTanbHble TO3UPOBKHU MOTYT OBITH OCBOOOXKIECHBI, €CIIH COOII0IEHBI KpUTEpUH OHOBEWBEpa
JIO3UPOBKU onucaHHble B moapasznaene 7 pasnena III IIpaBunm nmpoBeneHus uccienoBaHUN
OMO3KBHUBAJICHTHOCTHU. B cilyuae eciu 103UpPOBKHU UCCIEAYEMOTO JEKApCTBEHHOTO Mpernapara
HE COOTBETCTBYIOT 3TUM KPUTEPHUSM WM Pa3IMUHbIE JTO3UPOBKH MMEIOT pazHylo (Gopmy,
HEOO0XOIMMO OLIEHUTH
2 NO3UPOBKHU, OTpaxkarolye 2 HanboJiee KpallHUX BapuaHTa, MOCcje MpueMa Mullly;

0) B UCCJIEIOBAHUSX C OJIHOKPATHBIM BBEJICHHEM JI03bI — €CJIM 00Ias XapaKTEePUCTUKA
pedepeHTHOTO JIEKapCTBEHHOTO Tpenapara COACPKUT yKa3aHUE O €ro MPUMEHEHUH IOCIe
pueMa IMHUILHN:

rocJjie nmpueMa MUK B OTHOUIEHUWU BCEX JO3MPOBOK HEOOXOAMMO MPOBECTH
MCCJIeIOBaHKE C OJHOKPATHBIM JTo3upoBaHueM. OJIHaKO Mpu 0OOCHOBAHUU TAKXKE pa3pellieH
BBIOOp KpallHUX BapUaHTOB;

HATOIAK JIOCTATOYHO MPOBECTH OJIHO HCCIENOBaHUE OMOIKBUBAJICHTHOCTH C
OJTHOKpPATHBIM J03UpOBaHUWEM HauOoJblle (Haubosee YyBCTBUTEIBHON) HO3UPOBKH.
OcranbHbIe JO3UPOBKUA MOTYT OBITH OCBOOOXKICHBI B Cydae, €Clid COOIIOJCHBI KPUTESPUU
OuoBeiiBepa JO3MPOBKH, ONHCaHHBIC B mojapaszaene 7 pasaena III IlpaBun nmpoBeneHus
UcCcleIOBaHu OMO3KBUBAIEHTHOCTU. OJTHAKO €CJIM JO3UPOBKH UCCIEAYEMOro Mpemnapara He
COOTBETCTBYIOT 3THUM KPHUTEPUSIM WM Pa3IUYHbIC JO3UPOBKU MUMEIOT Pa3IudyHy0 (opMmy,
HEO0OXOJIMMO OIIEHUTH HATOIIAK 2 TO3UPOBKH, OTpaXKaroIIMe 2 Hanbojee KpailHUX BapyaHTa.

93. HccnenoBanue ¢ MHOTOKPATHBIM JO3UPOBAHHEM HEOOXOJAMMO MPOBECTU C
HauOOJIbIIIEH JO3UPOBKOM (€CIM TOJBKO HE YCTaHOBJIEHO OTCYTCTBHE HAKOILICHUS
JNEeUCTBYIOIMET0 BemecTBa (Kymynsiuu)). B 1mensx oOecrneueHus 0€30MacHOCTH
UCcle0BaHUE HEOOXOJAMMO MPOBOJMTH C ydacTheM NauueHToB. MccimemoBaHusi Apyrux
JI03UPOBOK pa3pernraeTcs He MPOBOUTH B CIydae, €CIi COOJII0ICHBI KpUTEpUU OMOBeiBepa
JIO3UPOBKHU, ONMUCaHHbIE Tonpasaene 7 pasuena III IlpaBun mpoBeneHus uccienoBaHUN
OMO’KBUBAJICHTHOCTU. [Ipu Hamuuuu 0OOCHOBAHMS TAKXKE JNOIMYCKaeTCs BBIOOP KpalHUX



BapPUAHTOB B COOTBETCTBUHU C yKazaHusaMu noapaszaena 7 pasaena Il I[Ipasun npoBenenus
HWCCIEeI0BAaHUN OMODKBUBAJIEHTHOCTH.

MHoroe fMHAYHEIE JICKapCTBCHHBIC IIPCIIAPATEI C MOI[H(I)H]IHPOB&I{HHM BHCBOGO)K,I[CHIICM

94. B OTHOIICHWH HECKOJbKHUX JTO3MPOBOK MHOTOCJIMHUYHBIX JIEKapPCTBEHHBIX
MpenapaToB JIOCTAaTOYHO MPOBECTU MCCIEAO0BAHUA, YKa3aHHbIE B noapaszaene 1 pasgena VI
HacTosmux TpeboBaHUM, TOJBKO ¢ HanOOJbIIEH (Handoiee YyBCTBUTEIBHON) JO3UPOBKOM,
€CJTM COCTaBbI JIO3MPOBOK MPOMOPIIMOHAIBHBI, COMEPKAT UICHTUYHBIE MEJIEThI (KOTOpPHIe
MPOU3BENCHB C TOMOIIBI0 OJHOTO M TOTO K€ Ipollecca MPOU3BOACTBA) U HMEIOT
aHAJIOTUYHBIC TPO(HIIA PaCTBOPEHHUSI.

4. YcnoBus BHIIOJHEHU OLEHKH OHO3KBUBAJIEHTHOCTH JIA JIEKAPCTBEHHBIX IIPENApaToB C
OTCPOYCHHBIM BRICBOOOXKICHHEM

95. bUOSKBHBAJCHTHOCTh 2 JEKAPCTBEHHBIX IPENAPATOB C OTCPOYEHHBIM
BBICBOOOXKJIEHUEM HEOOXOJUMO OLIEHUTh B HCCIEIOBAHUAX, HAIpPaBJICHHBIX Ha
MOATBEPKIAEHUE TOTO, YTO:

a) MccleayeMblil JIeKapCTBEHHBIN IpenapaT 00JalaeT TaKUMH K€ XapaKTepUCTUKAMU
OTCPOYEHHOI'O BHICBOOOKJEHUS KaK U pepepeHTHBIH JIEKapCTBEHHBIN MTpenapar;

0) nelcTByIOIEe BEIIECTBO HE BBICBOOOXKIAETCS U3 MCCIEAYEMOTO JIEKapCTBEHHOTO
npenapara HempeackazyeMbIM 00pa3oM (TO €CTh BHICBOOOXKIEHUE JEHCTBYIOIIETO BEUIECTBA
B OpraHU3ME MPOUCXOAUT B PETYCMOTPEHHOM JIJIsl 3TOTO MECTE BHICBOOOXKICHUS);

B) (pyHKIIMOHAIbHBIE XapAKTEPUCTUKH UCCIIETYEMOIO U PEPEPEHTHOTO JIEKAPCTBEHHBIX
MpenapaToB SKBUBAJIEHTHBI MTOCIIE UX OJHOKPATHOTO MPUEMA;

I') B UCCJIEIOBAHUU C OJHOKPATHBIM J1I03UPOBAHUEM BIIMSHUE MUY HA (YHKIIMOHAJILHBIE
XapaKTepUCTUKU INn VIVO JJsi 2 JEKapCTBEHHBIX MpPEnaparoB C OTCPOYECHHBIM
BBICBOOOKIEHUEM COIIOCTABUMO.

HccnenoBanns, HeoOXoauMBIe 1 TOATBEPKICHUA 6HOIKBUBAJICHTHOCTH JIEKaPCTBEHHBIX
IPEnaparoB ¢ OTCPOICHHBIM BEICBOOOXKICHAEM

96. Kak mnpaBumio, sl NOATBEPXKACHUS OMOIKBUBAJIECHTHOCTU JIEKAPCTBEHHBIX
IIpenapaToB ¢ OTCPOUYECHHBIM BBICBOOOXKIECHUEM TPEOYIOTCS:

UCCJIEAOBaHUs C OJIHOKPAaTHBIM JO3UPOBAHUEM HCCIEAYEMOro U pedepeHTHOro
JIEKapCTBEHHBIX MpENnapaToB HATOUIAK;

UCCJIEA0BaHUsl C OJIHOKPAaTHBIM JO3UPOBAaHUEM HCCIEAYEMOro U pedepeHTHOro
JIEKapCTBEHHBIX MpenaparoB (IOcie MpueMa OUYeHb KUPHOU MULIH).

[Ipy nnaHMpOBaHMU MPOBENECHUS HCCIEIOBAHUN JIEKAPCTBEHHBIX IPENapaToB C
OTCPOYEHHBIM BBICBOOOKIEHHEM C OJJHOKPATHBIM JI03UPOBAHMEM pa3pellaeTcs MPUMEHHUTD



MOAXOJ, AHAJOTMYHBIM IOAXOAY K H3YUYEHHUIO JIEKAPCTBEHHBIX MPENapaTroB C
MIPOJIOHTUPOBAHHBIM BBICBOOOKICHUEM.

HccnexyeMas JO3UPOBKa (HO3UPOBKH) JIEKAPCTBEHHEIX IIPENapaToB ¢ OTCPOIECHHEIM
BBICBOOOXKIEHHUEM

OmHOEIMHUIHEIE JIEKAPCTBEHHEIE MIPENapaThl ¢ OTCPOYESHHEIM BEICBOOOXKICHHEM

97. Ilpu nccneoBaHUAX OAHOEAMHUYHBIX JIEKAPCTBEHHBIX IPENAPATOB C OJJHOKPATHBIM
JO3UPOBAaHUEM, B CIIy4ae €CJIu B OOIIEH XapakTEepUCTUKE PePEepeHTHOTO JIEKApCTBEHHOTO
npernapara yka3aHa BO3MOKHOCTh €ro MPUMEHEHUs HATOUIAK WM HE3aBUCHUMO OT IpHUeMa
MUIIYA HEOOXOIUMO BBIITOJTHUTD:

a) cclieI0OBaHUE C OJHOKPATHBIM JO3UPOBAHUEM HATOILAK B OTHOIIEHUHU BCEX IO3UPOBOK
. [Ipu HannumMm 000CHOBAHUS TAKXKE pa3peniaeTcsi BBIOOp KpallHUX BapUAHTOB;

0) nccnegoBaHue OMO3KBUBAIEHTHOCTH C OJHOKPATHBIM JO3UPOBAHMEM HanOoOJbIIEH (
HamOoJiee YyBCTBUTENIBHOM) IO3UPOBKH TMOCIE NpremMa Nuiu. s ocTalbHBIX JO3UPOBOK
YKa3aHHOE MCCJIEIOBAHHE MOXET HE MPOBOJUTHCS B CIydae, €CIU COONIOAEHBl KpUTEPUU
OuoBeliBepa JO3UPOBKH, ONMUCaHHBIE B mozapaszaene 7 pazaena III IlpaBun nmpoBenenus
UCCIEOBaHUN OMOIKBUBAJIEHTHOCTH. ECiM TO3UPOBKM HCCIETYyEMOTO JIEKAPCTBEHHOIO
rpernapaTa He COOTBETCTBYIOT 3TUM KPUTEPUSIM WJIU PA3JIMYHbIE TO3UPOBKU JIEKAPCTBEHHOTO
npenapara MMEIT pPa3Hyl BHEIIHIOW (opMy, HEOOXOAUMO OLEHHUTh 2 JO3UPOBKH,
oTpakaronue 2 HanboJiee KpallHuX BapuaHTa B YCIOBUAX UX IIPUEMA MOCIE MpUeMa MHUIIH.

98. B uccnenoBaHusix ¢ OTHOKPATHBIM BBEICHUEM J03bl OJJHOCAUHUYHBIX JIEKAPCTBEHHBIX
(opM JeKapCTBEHHBIX MPENapaToB, €CIM 00Iasl XapaKTepUCTUKa peepeHTHOro npernapara
PEKOMEHAYET €r0 NPUMEHATh TOJbKO mocie npuema nuiud. [locne nmpuema numu B
OTHOILIEHUU BCEX JI03UPOBOK HEOOXOJMMO NPOBECTU HCCIEIOBAHUE C OIHOKPATHBIM
no3upoBanueM. OgHako mpu 0OOCHOBAHHMH TaK)XKe pa3pelieH BhIOOP KpallHMX BapHUaHTOB.
JloctaTouyHo mipoBecTH 1 wHcciaenoOBaHME OHWOSKBUBAJICHTHOCTH C OJHOKPATHBIM
J03UPOBAaHUEM HAMOOJBINEH TO3MPOBKH HATOMIAK. J[J OCTambHBIX JO3WPOBOK YKa3aHHOE
UCCJIeIOBAHNE MOKET HE MPOBOAMUTHCS B Clydae, eclid COOJII0IeHbl KpUTepuu OnMoBelBepa
JNO3UPOBKH, ONMHCaHHbIe B noapasaene 7 pasaena III IlpaBun mpoBeaeHus ucciienoBaHUN
OMOPKBUBAJICHTHOCTH. B citydae, eciii JO3UPOBKHU UCCIIEAYEMOT0 JIEKapCTBEHHOTO Mpenapara
HE COOTBETCTBYIOT 3TUM KPUTEPHUSIM WIH Pa3IUYHbIE JO3UPOBKU UMEIOT PA3IUYHYIO PopMy,
HEO0OXOMMO OIIEHUTH 2 TIO3UPOBKHU, OTpaxkarolre 2 Hanbosee KpaitHMX BapuaHTa, HATOIIAK.
[Ipu oueHke NMpONOPLUHMOHATBLHOCTH COCTaBa CXOJACTBO TaCTPOPE3UCTEHTHOW 0OOJIOUYKH IO
IJIOIIAAM TOBEPXHOCTH (2 HE MO Macce sjapa) pacCMaTPUBAIOT KaK OJUHAKOBYIO

racTpPOPE3UCTEHTHOCTH (CII0M 00O0JIOUKH B mr/em? MTOBEPXHOCTH).

99. IlpoBeneHue MCCIEIOBAaHUN ¢ MHOTOKpAaTHBIM J03UpPOBaHUEM HE TpeOyercs, 3a
HCKJIIOYEHUEM CIIYy4YaeB, KOT/1a UCCIEAOBAaHUS C OTHOKPATHBIM JO3UPOBAHUEM HE MOTYT OBIThH
IPOBEJICHBI Y YEJIOBEKa U3 COOOpakeHH 0€30M1acCHOCTH.



MBHoOroeTMHUIHBIE JIEKAPCTBEHHBIE IIPENapaThl C OTCPOYECHHBIM BEICBOOOKICHHEM

100. B OoTHOLIEHWH HECKOJBKUX J103UPOBOK MHOTOEAMHUYHBIX JIEKAPCTBEHHBIX
IIPENapaToB JTOCTATOYHO ITPOBECTH MCCIEAOBAHUs, YKa3aHHbIE B Moapasnaene 3 pasnena VI
HacTosiux TpeOoBaHMiA, TOIBKO ¢ HauOOMbIIEH (Hanboee YyBCTBUTEIBHOM) TO3UPOBKOMH,
€CJIM COCTaBbl JIO3UPOBOK MPOMOPIUOHAIBHBI, COIEPKAT UICHTUYHBIE MEJJIEThl (KOTOpbIe
MIOJIYYEHBI C TOMOILBIO OJHOTO U TOTO K€ Mpoliecca NPOU3BOACTBA) U UMEIOT AHAJIIOTMYHbIE
npo(uIIk pacCTBOPEHHUSI.

5. IIposoHrHpOBaHHOE BpEMs IIPEORIBAHNS JICKAPCTBEHHEIX IPEMApaToOB B JIEKAPCTBEHHBIX
¢opmax ¢ MOIU(HIEPOBAHHBIM H OTCPOYCHHBIM BEICBOOOIKICHAEM B JKEITyIKE

101. OnopoxxHeHUe *eayAKa OT JIEKAPCTBEHHBIX (POpM € MOAU(PUIUPOBAHHBIM
BBICBOOOXKJICHUEM, HE paclmajalluxcs B Keayake (Hampumep, TabJIeTKu ¢
KUIIEYHOPACTBOPUMOM 000JIOUKOM), MOXKET OBbITh MPOJOHTHUPOBAHHBIM M BBICOKO
u3mMeHuuBeIM. [locnencTBust 3toro sddexra I KHIIEYHOPACTBOPUMON 000T0UKU
JEKapCTBEHHBIX MpernapaToB C OTCPOYEHHBIM BBICBOOOXAEHHEM JOCTATOYHO
HEIpPEACKa3yeMbl 1 MOTYT IPUBECTU K HECYIIECTBYIOIIMM MM OTKJIOHSIOMIMMCS OT HOPMBI
npodussiM KoHIeHTpanuu. Eciu Takoe aHOMalbHOE TOBEJACHUE HAOMI0IAaeTCa C
CONIOCTABUMON 4YacTOTOW (HAmpUMEpP, YHUCIO CIy4aeB B TPYyNIE HCCIEAYEMOIO
JIEKapCTBEHHOTO MpernapaTa HE MPEBBIINIAET YHMCIO CIIydaeB B TpyIme pedepeHTHOTO
JIEKapCTBEHHOT'O TpernapaTta) Kak B rpyMIe MUCCIEAYyeMOro Tak W B rpymnne pedepeHTHOTO
JIEKapCTBEHHBIX MPENapaToB, JAaHHbIE O MEPHOJAX BPEMEHU C HECYIIECTBYIOIIUM HWIIU
OTKJIOHSAIOIIMMCS OT HOPMbI MPOPUIEM MOKHO UCKITIOUUTh U3 CTATUCTUYECKOTO aHAJIM3a MpU
YCIIOBUHU, YTO 3TO OBLIO MPEAyCMOTPEHO MPOTOKOJIOM HCCleNoBaHusA. B nByxmepuogHom
UCCIIEIOBAHUU 3TO TOJApPa3yMeBaeT MCKIIOYEHHE CcyObekTa W3 aHanu3a. Eciam nons
UCKIIIOYEHHBIX CyObekToB TmpeBbimaeT 20 % B OTAEIbHOM HCCIEIOBAHHH, MOXET
noTpeOdoBaThHCs MPOBEPKa 0OOCHOBAHHOCTHU MCCIIEIOBAHMS.

Kpome Toro, BEICBOOOXKI€HHE JEHCTBYIOIIETO BEIIECTBA MOXKET OBITh CYIIECTBEHHO
3aMeJIJICHHO BCJIEJICTBUE UIUTEIBHOTO MpeObIBaHUS ACHCTBYIOIIErO BEIIECTBA B XKEIyAKE.
[TosTromy mepuon orbopa oOpas3lloB HEOOXOAUMO IUIAHUPOBATH TaKUM O0pa3oM, 4TOOBI
MOJIYYUTh U3MeEpseMble KOHIIEHTPAalUU (C y4eTOM HE TOJBKO Mepuoja IMOJYyBbIBEICHUS
JIEUCTBYIOIIETO BEIIECTBA, HO M BO3MOXXHOT'O BO3HUKHOBEHUS 3TOT0 3(PdekTa).

6. YciioBUs BHIIOTHEHN OLEHKH OMOSKBUBAJICHTHOCTH JJIA JIEKAPCTBEHHBIX IIPEIIaPATOB C
MHOT0(a3HEIM MOAH(PUITMPOBAHHEIM BEICBOOOXKICHIEM

102. Kputepuu, npuBeeHHbIE B HACTOAIUX TpeOoBaHUAX, IPUMEHUMBI TAK)KE K OLICHKE
OMOAPKBHUBAJIEHTHOCTH JIEKAPCTBEHHBIX MPENapaToB ¢ MOAUPHUIIMPOBAHHBIM BHICBOOOKICHUEM
, pa3paOOTaHHBIX NJisi JTOCTHKEHUS IMOCJEI0BATEIBHOTO BBICBOOOKIEHHUS JIEUCTBYIOIIETO
BEIIECTBAa, IPHU KOTOPOM B JEKapCTBEHHOW ¢opMe coueTaloTcsa OOBIYHbIE W



MOIU(DUIIMPOBAHHBIE XapaKTePUCTUKU (Hampumep, AByxdasHoe (MyJIbCUPYIOIIEE)
BBICBOOOXKICHUE).

103. Ecou momudunupoBana ojaHa U3 (a3 BBICBOOOXJICHHUS, BUJ M KOJIHMYCCTBO
HEOOXOJIUMBIX UCCJICIOBAaHUN COBMNAJAIOT C OMUCAaHHBIMU B MyHKTax 81 — 101 HacTosmux
TpeboBanuii s JaHHOTO MEXaHM3Ma MOIU(PUKAIMUA BBICBOOOXICHHSA. OgHAKO IS
MOJTBEPKIACHUS OWOAKBUBAJIEHTHOCTH Ui BceX a3 HEOOXOJUMO UCCIEI0BATh
JOTIOJIHUTEIIbHBIE (PapMaKOKMHETUYECKUE TapaMeTPhI.

7. BEyTpUMBIIIe9HEIE (TOJKOXKHEIE) AEHO-IIPEeapaThl

HccnemoBaani, HEOOXOAUMBIE I OATBEPKACHHA OHOIKBUBAICHTHOCTH BHYTPAMBIIMICTHBIX (
IOJIKO’KHBIX ) AETIO-IIPEMapaToB

104. [ns monarBepxkaeHUs OMOAKBHUBAJIECHTHOCTH BHYTPHUMBIIIECYHBIX (TIOKOXKHBIX)
JIeno-npenapaToB TpeOyOTCs:

HCCIICOBAaHUE C OJHOKPATHBIM JO3UPOBAHHEM HCCIEAYEeMOTO U pedepeHTHOIOo
JIEKapCTBEHHBIX MPEnapaTosB;

HCCIIEIOBAHNE C MHOTOKPATHBIM JIO3UPOBAHUEM HCCIIEAYEMOro M pedepeHTHOTO
JIEKapCTBEHHBIX MPEMapaToB.

Heo6xo1uMo nmpoBecTH HCCIIeI0BAaHIE C MHOTOKPATHBIM JIO3UPOBAaHUEM B CIIydae, €CIIU B
UCCIICJOBAHUU C OJIHOKPATHBIM JIO3UPOBAHUEM BHYTPUMBIIMICYHBIX (IOJKOXHBIX)
JIETIO-TIPEenapaToB, MPOBEJACHHOM C HauWOOJbIIEeH JO3UPOBKOM, HE MOKA3aHO, YTO CPEIHSSA
AUC(O-t) nocJe nepBoi 1036l oxBaThiBaeT 6osiee 90 % cpenneit AUC (0-o0) JUIS1 UCCIIEAYEMOTO

U peEepeHTHOr0 JIEKAPCTBEHHBIX IMpENnapaToB M, CIEJOBATEIbHO, BO3MOXHA HEOOJbIIAs
CTENEHb HAKOIUIEHUS (KyMYJISIMHU) JEHCTBYIOIIETO BEIIECTBA JIEKAPCTBEHHOIO Mpernapara B
OpraHu3Me.

Hccnenyemas no3upoBKa BHYTPUMBIIIEYHEIX (IOAKOXKHBIX) AEMO-IIPENapaToB

105. Ecnu pa3znuvHbie JO3UPOBKA BHYTPUMBIIICUHBIX (TTOJAKOKHBIX) JIETIO-TIPENapaToB
IPOIMOPILMOHANIBHEI [0 COCTaBY U MPOSBISIOT aHAJOTUYHBIA MPO(UIIb pacTBOPEHUs In Vitro,
HEOOXOMMO HCCIEA0BaTh TOJNBKO 1 mM03upoBKy. J[03MPOBKY BHIOMPAIOT Ha OCHOBAaHUU
JUHEHHOCTH (PapMaKOKUHETUKU U Oe3zomacHocTu. [lpu HaIMUYUM HECKOJBKHUX
HEMPOTIOPIIMOHATILHBIX JTO3UPOBOK, Pa3perieH BBHIOOpP KpalHUX BapHAHTOB, HO TPH ITOM
HEOOXOJAMMO MPUHUMATh BO BHHUMAaHUE CTPATETHUIO BBIOOpa cocTaBa pedepeHTHOTO
JIEKapCTBEHHOT'O IIpenapara.

106. Ecnu pedepeHTHBIN JIeKapCTBEHHBIN MpemnapaT 3aperucTpUpOBaH TOJIBKO B OJTHOM
KOHIICHTPAIMH, a €r0 Pa3IUYHBIC JT03bI JOCTHTAIOTCS 32 CYET BBEICHUS PA3TMIHOIO 00bheMa
JEKapCTBEHHOTO TIpernapara, B HWCCIECIOBAaHUM OWOPKBUBAJICHTHOCTH JIOIYCTUMO
UCIOJIB30BaTh JIIOOYIO /103y B cllydae, €CJIM B OTHOLIEHUU pe(epeHTHOro JIeKapCTBEHHOTO
mpernapaTa yCTaHOBJICHa MPOMOPLUHUOHAIBHOCTH 703. Ecniu TepaneBTHYEeCKE 1031 HE MOTYT



OBITH BBEJEHBI 3JJOPOBBIM JOOPOBOJIBIIAM, IS oOecrieueHrs 0e30MacHOCTH pa3peliaeTcs
BBEJICHWE 370POBBIM JOOPOBOJBIIAM HETEpaANeBTUYECKUX J03. Ecim mpoBeacHue
WCCIICIOBAHUSI BHYTPUMBIIICYHBIX (MTOJKOXKHBIX) JEMO-MPernapartoB ¢ OJHOKPATHBIM
JO3UPOBAHUEM Y 3I0POBBIX JAOOPOBOJBIIEB B IEIAX OE30MAaCHOCTH WM TIO0 ATHYCCKUM
MPUYUHAM HE BO3MOXHO, JUISI TOATBEPXKICHUS OMOIKBUBAICHTHOCTU TMPOBOJUTCS
MCCIIEJIOBAaHUE C MHOTOKPATHBIM JJO3UPOBAHUEM Y TIAI[UCHTOB.

8. TparcaepMansHEIE HOPMEI JIEKAPCTBEHHEIX IIPEIapaTOB

107. Bocnpou3sBeieHHas TpaHcAepMaibHas (popma JIEKapCTBEHHOIO MpernapaTa COACPKHUT
TO € KOJIMYECTBO JEHCTBYIOLIErO BEUIECTBA, BHICBOOOXK/Ia€MOE B €JUHUILY BPEMEHHU, UTO U
pedepeHTHass TpaHcAepMalibHasi opMa JIEKapCTBEHHOTO IMpenapaTta. JTO OIpeaesieHue
OTJINYAETCS OT OOIIEero OompenesieHHs BOCHPOM3BEICHHOrO JIEKAPCTBEHHOrO Ipernapara,
MIOCKOJIbKY 00Illee KOJIMYECTBO JIEUCTBYIOLIErO BEIIECTBA MOXKET OTINYAThCS, TOrAA Kak
HOMMHAJIBHOE KOJIMYECTBO JIEMCTBYIOIIETO BEIIECTBA, BHICBOOOKIAEMOE 3a EAMHUILY
BPEMEHM, JOJKHO OBITh OJMHAKOBBIM Yy BOCHPOU3BEJACHHOM MW OpPUTHHAJIBHOU
TpaHCIEPMAJIbHBIX (POPM JIEKAPCTBEHHOTO Mpenapara.

HccnenoBanne OGMO3KBUBAJIEHTHOCTU TPAaHCAEPMAIbHBIX (OPM BOCHPOU3BEIECHHOIO
JEKapCTBEHHOTO IMpenapaTa JJOJKHO II0Ka3blBaThb COINOCTaBUMBbIE C pedEepeHTHBIM
JIEKapCTBEHHBIM ITpenapaToM Wi 0oJjiee BHICOKHE aJr€3MOHHbIE CBOMCTBA UM MOATBEPKIATh
ux Ouod’KBHUBaJIEHTHOCTh. ComocTaBUMble WM Oojiee BBICOKHE aAre€3HMOHHBbIE CBOMCTBa
TpaHCAEPMaIbHBIX JIEKAPCTBEHHBIX (POPM HEOOX0IMMO 00€CIIeUUTh A0 Hayalla UCCIeA0BaHUMI
OMOPKBHBAJICHTHOCTH Y JOOPOBOJBIIEB, TOCKOJIBKY OOJiee HU3KAsl aare3us MOXKET CHU3HUTh
JOCTOBEPHOCTh pE3yJbTAaTOB (PapMaKOKMHETHUYECKUX MCCIEIOBAHUNH M TOCTAaBUTh MO
COMHEHHE JI0Ka3aTeIbCTBO OMOAKBUBAJIEHTHOCTH JIEKAPCTBEHHOro mnpemnapara. [lockonbky
CBOMCTBa KOXH y JIOJEH, YUaCTBYIOIIMX B MCCJIEI0BAaHUU OMO3KBHUBAJIEHTHOCTHU aJre3UH,
JOJIKHBI ObITh aHAJIOTUYHBI (1T0100HBI) CBOMCTBAM KOKH Y MALMEHTOB, ISl KOTOPBIX JaHHBIH
JEKapCTBEHHBIM TpemnapaT OyJaeT NPUMEHSThCS B OOBIUHOW KIMHUYECKOW MpaKTHUKE,
TpeOyeTcsi MPOBEACHUE HECKOJIbKUX HCCIEIOBAaHUU aare3uu U (HapMaKOKUHETHKU TAKUX
JIEKApCTBEHHBIX IPENapaToB B 3aBUCHMOCTH OT CBOMCTB KOXH MAlMEHTOB, JJII KOTOPBIX
IpeJHa3HauYeH JEKapCTBEHHBIH Npenapar.

Hccnenosanni, HeOOXOAMMEIE IS TOATBEPKICHUA OHOIKBUBAJIEHTHOCTH TPAHCAEPMAIBHBIX
(opM JIeKapCTBEHHEBIX IIPENapaToB

108. ns moaTBepkaeHUs OHO’KBUBAJIEHTHOCTH TPAHCAECPMAIBHBIX (QopM
JIEKapCTBEHHBIX MIPENapaToB TPeOyOTCs:
CpPaBHUTEbHBIE MCCIEA0BAaHUA C OJHOKPATHBIM JO3UPOBAHUEM HCCIETYEMOIO U
pedepeHTHOr0 JIEKapCTBEHHBIX MIPENapaToB;



CPaBHUTEJIbHBIE HUCCIEIOBAaHUSA C MHOTOKPATHBIM JO3UPOBAHUEM HCCIEAYEMOIO U
pedepeHTHOrO JICKAPCTBEHHBIX MPENapaToB.

brosKkBUBaIEHTHOCTH TPAHCAEPMAILHOMN JIEKAPCTBEHHOUN (hOpMBI HEOOXOIUMO OTICHUBATH
MOCJIE OJHOKPAaTHOTO M MHOTOKPAaTHOTO NPUMEHEHUS JIEKapCTBEHHOTO Ipenapara.
HeoOxoaumo mpoBecTH HcClieIoBaHUE C MHOTOKPATHBIM JO3WPOBAHUEM B cllydae, €Cclid B
UCCJIEIOBAHUM C OJJHOKPATHBIM JI03MPOBAHUEM, MPOBEJCHHOM C HAaMOOJBIIEH JT03UPOBKOM,
HE MOATBEPXKAEHO, YTO CPEIHSA AUC(O_t) mocjue nepBoil 103kl oxBaThiBaeT Oonee 90 %

3HAYECHUS AUC(O-oo) KaK JJI1 HCCIELyEMOTO JIEKAapCTBEHHOIO IIpernapara Tak W IS

pedEepeHTHOTO JIEKApCTBEHHOTO MperapaTa ¥ BO3MOXKHA HEOOIbIas CTeNeHb HAKOTUICHUS (
KyMYJSIIIAK) JTEUCTBYIOMIETO BEIIECTBA JICKAPCTBEHHOTO Tpemaparta B opranusme. [lpu
000CHOBaHMM JAW3allHa WCCIIENOBaHUS (BKJIIOYash BBIOOp MeCTa HAHECCHUS) CIEIyeT
MPEACTaBUTh JaHHBIC TMOATBEPIKIAIONINE HEOOXOMAUMYIO UYyBCTBUTEIBHOCTh BBHIOPAHHOTO
Au3aiiHa TIO3BOJISIONIYI0O OOHAPYKHUTH PA3IHUUS MEXAY HCCICTyeMbIM M pedepeHTHBIM
JeKapCTBEHHBIMU mpenaparamMu. Heo0XomumMo MakCHMMalabHO CTaHIApTH30BaTh BBIOOP
y4acTKa KOXH M MPOIECC HAHECEHUsI Ha HETO JISKapCTBEHHOTO Tpenapara. Beibop ydactka
KOXKM W TPOIECC HAHECEHWs Ha HEro JCKapCTBEHHOrO TIIpermapara JOJKHBI OBITh
OJIMHAKOBBIMU JJISI UCCIETyeMOTO M pedEepeHTHOro JeKapCTBEHHBIX MpemnapaToB. M3-3a
HEOOXOAMMOCTH CMEHBI MECTa HAHECEHUS TJIACTHIPEH, U CMEHBI JICKaPCTBEHHBIX MPENapaToB
CIeAyeT WCIOJIb30BaTh JAPYroM yd4acTOK KOXH B TOH ke oOnacTu Tena demoBeka. He
paspemniaeTcs Hapylath aJre3MOHHBIC CBOWCTBA IUTACTBIPS (HAmpuUMep, BCIEIACTBUC
M30BITOYHOTO HAJAABIMBAHUS C TIETBIO TPUKIICUBAHNSA).

brosKkBUBaIEHTHOCTD TPAaHCACPMAIBHBIX (POPM JIEKAPCTBEHHBIX MTPENapaToB HEOOXOAMMO
OIICHWBATh C HCIIOJB30BAaHHUEM TeX K€ (PapMaKOKMHETHYCCKUX IMapaMeTpOB U
CTaTUCTUYECKUX TPOIEYP, YTO U MPU UCCIETOBAHUN OMOIKBUBAIEHTHOCTH JICKAPCTBEHHBIX
MpernapaToB ¢ MPOJOHTHPOBAHHBIM BBICBOOOKICHUCM.

HccnemyeMsblit TeKapCTBEHHBIN MpemapaT JOJMKEH OKa3bIBaTh AHAIIOTHYHOE WJIM MEHBITIEE
, IO CPaBHEHHUIO C pe(epeHTHHIM JIEKAPCTBEHHBIM TPENapaToM, MECTHOpPa3Apakarolee
nercTBue, (POTOTOKCHMYECKOE JIEMCTBUE, CEHCUOMIM3UpPYIOIIEee JeicTBUE M 00anarh
aHAJOTUYHON miu OoJjiee BBICOKOW aare3WBHOCTHIO K KOXe. Eciu He mpencTaBlieHO
000CHOBaAHUS IS OTKa3a OT MPOBEACHUS NCCISAOBAHUH (HAIpUMep, B CBS3H C IPAKTUICCKU
UJICHTUYHBIM KOJIMYECTBEHHBIM U KQUECTBEHHBIM COCTaBOM HCCIEAYEMOro U pedepeHTHOTO
JIEKapCTBEHHOT'O TIPETapaToB), B MEAX 00eCIeYeHUSI OMOAKBUBAICHTHOCTH C TOYKU 3PEHUS
0€30MacHOCTH, B CPAaBHUTEIBHBIX UCCIICTOBAHUSX JOJIKHBI OBITh H3yUCHBI:

NEPEHOCHMOCTh JICKAPCTBEHHOTO Tpernapara KOXKeH, ero CocOOHOCTh BBI3BIBATH

paspakeHne U CCHCUOMITN3aIINS;

CIIOCOOHOCTH JIEKAPCTBEHHOTO TIpermapaTa BbI3bIBaTh (POTOTOKCHUECKHUE PEAKITHH;

aIre3MOHHBIE XapaKTEPUCTUKH TIACTHIPHON OCHOBEHI JICKAPCTBEHHOTO Mpernapara.

Hccrexyemas 03MPOBKa TPAHCASPMAIBHBIX ()OPM JIEKapCTBEHHBIX IIPENIAapaToB



109. Ilpu perucTpanuy HECKOJIbKUX JI03UPOBOK TPAHCAEPMAIbHBIX (DOPM JIEKapCTBEHHBIX
MpenapaTroB UccleoBaHNE OMOIKBUBAJIEHTHOCTH TPAHCAEPMATBHBIX ()OPM JIEKAPCTBEHHBIX
npenapaToB paspelraeTcs MNPOBOAUTH ¢ HauOoiblied (HaubOojee 4YyBCTBUTEIbHOMN)
JO3UPOBKOW MPU YCIOBUU, YTO:

KauyeCTBEHHBI COCTaB TPAHCAEPMaIbHBIX (OPM JIEKAPCTBEHHBIX MPENapaToB OJIMHAKOB
JUISL BCEX JO3UPOBOK;

BEJIMUYMHA JO3UPOBKU TpaHCAEPMaJIbHOU (POpMBI JEKApCTBEHHOI'O Mpernapara
MPONOPIIMOHATBHA TIIONIAAN paboyel MOBEPXHOCTHU IJIACTHIPS (TO €CTh IJIONIaAN paboyux
MMOBEPXHOCTEH IUIACTBIPEH MEHBIIHUX JIO3UPOBOK IPEJCTABISIOT COOON OIM ILIONIAIN
paboyeil TOBEPXHOCTH IUIACTHIPSA ¢ HAUOOJIbIIEH JO3UPOBKOM);

pod U pacTBOPEeHUS (BRICBOOOKICHHS) JSHCTBYIOIIETO BEIIECTBA U3 HCCIIETYeMOUH 1
pedepeHTHOM TpaHcIepMalIbHBIX (hOPM JICKAPCTBEHHBIX MPENapaToB OJMHAKOB aHAJIOTUYHBI.

[Ipy HEBO3MOXKHOCTH NPOBEACHUS HCCIEIOBAHUNA HaMOONIbIIEH TO3UPOBKU
TpaHCcAepMalbHON (OPMBI JIEKAPCTBEHHOTO Mpernapara ¢ y4acTHEeM 3JJ0pPOBBbIX TOOPOBOJIBIICB
no cooOpaxxkeHussM O€30MacCHOCTH pa3peuiaercs MNPOBEIECHUE MCCIEIOBAaHUN C
MCIIOIb30BAHMEM MEHBIINX JO3UPOBOK JIEKAPCTBEHHBIX MpenapaToB, €CIU COONI0aeTCs
MPUHIUI OPONMOPUUOHAIBHOCTA BEJIUYUHBI JO3UPOBKU IUIOMIAAM paboyell MOBEPXHOCTHU
JIACTHIPSL.

Bri160p KpaiHHX BapHaHTOB IIPH HCCIIEAOBAHHUH TPAHCAEPMAIBHBIX (JOPM JIEKapPCTBEHHBIX
IPEnapaTroB

110. Ecnu HeoOXxoauma OlLlEHKa OMOAKBUBAJIECHTHOCTH Oojiee 4eM 2 J03UPOBOK
JIEKapCTBEHHOr0 Mpemnapara (HampuMmep, u3-3a OTCYTCTBHUSI MPOMOPIMOHATBHOCTH COCTaBa
Pa3IUYHBIX JTO3UPOBOK JIEKAPCTBEHHOIO Mpernapara U (WJIM) aHAJOTMYHOCTU Tpoduieit
pPacTBOPEHUS JIGKAPCTBEHHOTO Mpemnapara), a TakKe Uil OJJHOSTUHUYHBIX JIEKAPCTBEHHBIX
MpenapaToB C MNPONOPLUHUOHAIBHBIM COCTaBOM, IpPU BBINOJIHEHUU JIPYTUX KPUTEPHEB
OCBOOOK/IEHUSI OT HEOOXOIUMOCTH MPOBEACHUS UCCIEOBAHUSI OMOPKBUBAJICHTHOCTH MOYKHO
NPUMEHUTh BBIOOP KpalWHUX BapuaHTOB. B 3Tom ciiyuae paspemiaercs OpoBEeCTH 2
UCCJIeI0BaHUSl OMOKBUBAJICHTHOCTH, €CJIM BHIOpaHHBIE TO3UPOBKHU MPEACTABISIOT COOOM
KpailHue BapuaHThl, HAPUMEDP, HAUOOJIbIIIAs U HAUMEHbIIAsl JO3UPOBKA WU 2 JTO3UPOBKH,
0oJIbIlle BCEro OTJIMYAIONIIMECS MO COCTaBy, PACTBOPEHHUIO WU (popMe, Tak 4yTO Jt0ObIe
pa3nuyus B COCTABE WM PACTBOPEHUU OCTAIBHBIX TO3UPOBOK OXBAYCHBI 2 MPOBEACHHBIMU
HCCIIEIOBAHUSIMU.

Jlns JexkapCTBEHHBIX MpeEnapaToB MPOJIOHTHPOBAHHOTO BBICBOOOXKICHUS
BCIIOMOTATEJIbHBIE BEIIECTBA, KOHTPOJHPYIONIME BHICBOOOXKICHUE, U MEXaHHU3M
BBICBOOOXKICHHS JEHUCTBYIOIIEr0 BEIIECTBA JOJDKHBI OBITh OJMHAKOBBIMHU IS BCEX



JI03UPOBOK HCCIIETyeMOT0 JIEKApCTBEHHOTO npemnapata. Te e TpeOoBaHus MPEabsIBISIOTCS K
000JIOYKaM JICKApCTBEHHBIX IMpPEHapaToB C OTCPOYCHHBIM BBICBOOOKICHUECM,
KOHTPOJIUPYIOIINM BBICBOOOKICHHUE.

9. HoBas 103MpOBKa 3aperHCTPAPOBaHHOTO IpenapaTa ¢ MOAU(GHIMPOBAHHBIM BEICBOOOXKICHIEM

111. IMonoxenwns paznena VI nacrosmux TpeboBaHMil TakKe MPUMEHSIIOTCS K BEIOOPY
UCCIIeIOBAaHUN MpU pa3pabOTKe HOBOW JO3UPOBKM JIEKAPCTBEHHOrO IIpemnapara ¢
MOJU(PUUIMPOBAHHBIM BBICBOOOXKJAEHUEM, KOTOpash HAXOJIMUTCS B IMpelesiax auarna3zoHa
MPUMEHSEMBIX 103, YKa3aHHOTO B OOIIEH XapaKTepUCTHUKE JICKAPCTBEHHOTO Tpernapara Jjis
pedepeHTHOrO JeKapCTBEHHOTro mpemnapata. K HOBOW J03MPOBKE, COCTAaB KOTOPOM
MPONOPILIMOHAIIEH 3apETUCTPUPOBAHHON TO3UPOBKE (JI03UPOBKAM), pa3peliaeTcs NPUMEHSITh
BBIOOp KpailHuX BapuaHTOB. HoBas 103MpOBKa C HEMPOMOPIUOHAIBHBIM COCTaBOM I10
OTHOIIEHUIO K 3apEerMCTPUPOBAHHON JO3UPOBKE (I03UPOBKAM) JIOKHA YIOBIECTBOPSTH
TpeboBaHUIM, yKa3aHHBIM B mojpaszienax 1 — 6 paszaena VI nactosmux TpeboBaHui.
[IpoBeneHre HOBOTrO UCCEeI0BaHUs HE TpeOyeTcCs, ecinu pa3padarbiBacMas HOBask 103UPOBKa
JEKapCTBEHHOT0 Mpernapata ¢ MOJU(PUIHUPOBAHHBIM BBICBOOOXKICHUEM HAXOJUTCS B
Iamna3oHe MEXJIy KpallHUMU BapuUaHTaMU JIPYTUX JO3UPOBOK U  YJOBJIETBOPSET
TpeOOBAHMSIM K:

BCIIOMOTaTEILHBIM BEIIECTBAM, KOHTPOJIUPYIOIIUM BEICBOOOXKICHUE;
pasmepy u popMe JeKapCTBEHHOTO IIpenapara;
MIPOU3BOJICTBY JIEKAPCTBEHHOU (DOPMBEI.

Takass HOBasg JO3MPOBKA JIEKAPCTBEHHOTO IIpemnapara IONajacT B KAaTETOpHIO,
PUBEICHHYIO B TojApaszfene 7 pasnena V Hacrosmux TpebGoBanuii. HoBas no3upoBka, He
BXOJsIIasi B CYLIECTBYIOIIUM TEpaneBTUUYECKUN JAuana3oH, TpeOyeT MNpoBEACHUS
KJIMHAYECKOHN pa3paboTku. HekoTtopsie mapamerpsl, (Hampumep, npoguiib 0€30MacHOCTH IS
KOXH JIJI1 CUCTEMbI TpPaHCAECPMAJILHOM JIOCTaBKH) HE TPEOYIOT MEPEOlCHKH, €CIU He
0’KMJAETCs, YTO HOBas JIO3UPOBKA M MpEIJaraeéMoe MOKa3aHWE K MPUMEHEHHI0 U3MEHST
001t mpodusib 6€30MaCHOCTH JICKAPCTBEHHOTO IIpenapara.

10. OnerHka papMaKOKHHETHIECKHX ITapaMeTpPOB
DapMaKOKMHETHICCKHE MaPaMETPEI, IOICKAIAC aHAU3Y

112. B uccnenoBaHusix OHMOSKBUBAJIEHTHOCTU C OJIHOKPATHBIM J03UPOBAHUEM

HEOOXOIUMO OIPECTUTD AUC(O-t)’ AUC(O_OO), OCTAaTOYHYIO IUIOIIAMb, CmaX, t ax B> TPH

HEOOXOIUMOCTH, qaCanHymAUC’ YceueHnHas AUC(0772 a) HE mnOpuemieMa s

JEKapCTBEHHBIX TMpemapatoB ¢ MOJAUGUIIMPOBAHHBIM  BBICBOOOXKJICHUEM, HE
MPEIOIaraouM MPUEM BHYTPb.



113. K n1onoiHUTENbHBIM TTapaMeTpaM JEKapCTBEHHBIX IMpEnapaToB ¢ MHOTO(Ga3HBIM

MOJU(DUITUPOBAHHBIM BBICBOOOXKIECHUEM, MOICKAIINM OINPEIeTCHUI0, OTHOCITCS HACTIHAS

_AUC pomxua

AUC, C ut Ha Bcex (¢azax. BpemeHHas Touka ycedyeHUs
X JaCTUYHOU

max ma
OCHOBBIBAThCS Ha (hapMaKOKMHETHYECKOM mpoduie (Hampumep, 4YacTsX OOBIYHOTO |
MOAN(PULUPOBAHHOTO BBICBOOOXKAEHUSI, COOTBETCTBEHHO) M JOJDKHA OBITh OOOCHOBaHa M
IIPEIBAPUTEIILHO YKa3aHa B IPOTOKOJIE UCCIIEIOBAHU.

114. B uccnenoBaHusix OMO’KBUBAJICHTHOCTH C MHOTOKPATHBIM JO3UPOBAHHEM

Heoboxoaumo ompenenuts AUC C C, .. u dbnykryanuto. B otnmune ot

t
(0-t)ss> ‘max,ss’> ~max,ss’ t,sS

Heobxoxumoctn ycraHosutb C . < TPU M3YYCHHH HOBBIX JICKApPCTBEHHBIX dopm ¢

MOI[I/ICI)I/IHI/IpOBaHHHM BBICBO60)KI[€HI/IGM, IMIPpHU U3YYCHUHN BOCITPONU3BCACHHBIX JICKAPCTBCHHBIX
IIpCIIapaToB € MOI[I/I(i)I/II_[HpOBaHHLIM BI)ICBO60)KI[€HI/I€M A0CTATOYHO CPABHUTDH I1OKA3aTCIIN Ct

9

¢ VI BOCIIPOM3BE/ICHHOIO JIGKAPCTBEHHOrO Mpenapara u pedepeHTHOTO JIEKapCTBEHHOTO
npernapata. Ilokasarens C, - TO3BOJSCT OLCHHTH dbopMy KPHUBOM BOCIPOU3BEICHHOIO

JIEKapCTBEHHOTO TIpernapara u 3aMeHsIeT He00X0IUMOCTh O1leHKH C B 3THX CUTYyalHsIX.

min,ss
Onenka XapakTEpUCTHK B KPHTEPHEB IPUEMIIEMOCTH

115. BHO3KBUBaJIEHTHOCTh JIEKAPCTBEHHBIX MPENAPATOB C MPOJOHTUPOBAHHBIM
BBICBOOOXK/ICHUEM, CIIOCOOHBIX K HAKOIUIEHUIO (KYyMYJISIIIUM), TOATBEPKIAETCS TIOCIIEe
CTaTUCTUYECKOU OLICHKU CIEAYIOLIUX TapaMeTPOB:

npu ogHOKpaTHOM BBeneHuu — AUC (0-ty AUC (0-00)’ Cmax;

Mpyu MHOTOKpaTHOM BBeneHuu — AUC (0-ty CmaX,Ss, C 58

Heo0XxoanmMoCcTh CTaTUCTUYECKOW OICHKH (apMaKOKHMHETHYECKUX IMapaMeTpOB B
MCCIE0BAaHUN OMOAKBUBAJICHTHOCTH JIEKAPCTBEHHBIX TMPEMAPATOB C MPOJOHTHPOBAHHBIM
BBICBOOOKICHUEM, CIIOCOOHBIX K HAKOIUJICHUIO (KyMYJISIINH), IpeIcTaBlieHa B Tabnuiie 1.

Ta6numa 1

Heo6x0aMMOCTh CTaTHCTHIECKOH OIEHKH (papMaKOKMHETHIECKHX IIapaMeTPOB B HCCIISIOBAHUA
OHO3KBHBaICHTHOCTH JICKAPCTBEHHBIX IIPENapaToB C MPOJIOHTHPOBAHHEIM BEICBOOOXKICHHAEM,
CHOCOOHBIX K HAKOILICHHIO (KyMY/JISAIIHH)

Heo6xoanMocTh OIIEHKH MapaMeTpoB

CDapMaKOKI/IHeTI/I‘IeCKI/Ie
OOHOKPATHOC NO3UPOBAHUC OJAHOKPATHOC NO3UMPOBAHHNE MHOTOKPATHOC

apaMeTpsl
HATOIIaK HocJie npueMa IMUIu JO3UPOBaHUE
Cmax na pit] HET
AUC (0-1) na na HET
AUC (0-c0) a na HET

qaCTHHHMAUC HET HET HET



HET HET na
C HET HeT Ia
AUC(O—t)SS HCT HET aa

116. brOSKBUBAJIECHTHOCTh MPETAPATOB C MPOJOHTUPOBAHHBIM BHICBOOOKIEHUEM, HE
CIIOCOOHBIX K HAKOIUICHUIO (KYyMYJISIUM) WIM TPeIHA3HAYEHHBIX HCKIIOUMTEIBHO s
OJIHOKPATHOTO MPUMEHEHHUSI, TOATBEPKIAAETCSA MOCIE CTATUCTUYECKON OIIEHKH MapaMeTpOB
IpY OJJTHOKPATHOM BBEIACHUM: AUC(O—t)’ AUC(O_OO), C 1ax U PCIPE3CHTATUBHOIO M3MEPCHH

dhopmbI KpuBOH (HarpuMep, HavyaIbHON . AUC 1 KOHEYHOM AUC).

YaCTHUYHOU YaCTUYHOUI

Heo0XxoauMoCTh CTaTHCTHUYECKOW OIEHKH (DapMaKOKHMHETHYECKHX IapaMeTpoOB B

UCCEI0BAaHUN OMOAKBUBAJICHTHOCTH JIEKAPCTBEHHBIX IMPEMAPATOB C MPOJOHTHPOBAHHBIM

BBICBOOOXKICHUEM, HE CIIOCOOHBIX K HAKOIICHUIO (KyMYJISIIMN), IpeACTaBIeHa B TabauIe 2.
Tabmauua 2

Heo6x0mmMMOCTh CTAaTHCTHYECKOH OIEHKH (papMaKOKMHETHIECKIX TApaMeTPOB B HCCIISIOBAHUI
OHOPKBHBATIEHTHOCTH JIEKAPCTBEHHBIX MPENApaToB ¢ MPOJIOHTHPOBaHHEIM BEICBOOOXKICHHEM, HE
CIOCOOHBIX K HAKOIUICHHUIO (KyMYJLAIIMH)

Heo6xoanMocTh OIIEHKH MapaMeTpoB

DapMaKOKUHETUYECKUE
OJHOKPAaTHOE JO3UPOBAaHUE OJAHOKPATHOE JO3UPOBAHUE MHOTOKpPaTHOE

napamMeTphbl
HaTomiaxk nocJie npuemMa My JA0O3UPOBAHUC

Cmax na na HET
AUC (0-1) na na HET
AUC (0—c0) na na HET
qaCTI/IqHaﬂAUC na na HET

max,ss HET HET HET
C t,ss HET HET HET
AUC(O—t)ss HET HET HET

117. buo3’KBUBAJIEHTHOCTHh MpEMapaTOB C OTCPOUYCHHBIM BBICBOOOXKICHUEM

MOATBEPXKAAETCS TTOCIEC CTATUCTUYECKON OLIEHKH MapaMeTpPOB AUC(O—t)’ AUC(O_OO) u CmaX

IIPU OJTHOKPATHOM BBEJICHUH.
Heo0xoauMoCTh CTaTUCTUUYECKOU OIEHKU (DapMaKOKMHETHUYECKUX MapaMeTpoB B
HCCIICOBAaHUN OMOAKBUBAJICHTHOCTH JIEKAPCTBEHHBIX IIPErnapaToB C OTCPOUYCHHBIM
BBICBOOOXKICHUEM Tpe/ICTaBlICeHa B TabyuIle 3.
Tab6muna 3

Heo6xomuMoCTh CTAaTHCTHYECKOH OICHKH (papMaKOKMHETHIECKUX NTapaMeTPOB B HCCIICIOBAaHUT
OHMOPKBUBAIEHTHOCTH JIEKAPCTBEHHEIX MPENApaToB ¢ OTCPOYCHHEIM BRICBOOOKICHHEM

Heo6xoauMocTh OLIEHKH MapaMeTpoB



CDapMaKOKI/IHCTI/I"IGCKI/Ie OOHOKPATHOC NO3UPOBAHUC OJHOKPATHOC NO3UPOBAHHNEC MHOTOKPATHOC

napaMeTphl HATOLLIAK TOCJIC IpUeMa U JO3UPOBAHUC
Cmax Ha na HET
AUC((H) na na HET
AUC(Ofoo) na na HET
qaCTHqHaﬂAUC HET HET HET
Cmax,ss HET HET HET
C 1,88 HET HET HET
AUC(O—t)ss HET HET HET

118. BuoskBUBaJIEHTHOCTh MHOTO(DA3HBIX MpemapaToB ¢ MOAUDHUIIMPOBAHHBIM
BBICBOOOKICHUEM TOJTBEPIKIAETCS MOCIIEC CTATUCTUYECKON OLICHKHU CIIEAYIONIUX MapaMeTpOB

IIPA OJJTHOKPATHOM BBEJICHUU — AUC(O—t)’ AUC AUC u C__  (BO Bcex

(0—0)’> yacTHUHAS
(hazax BRICBOOOXK ICHHS JICHCTBYIOIIETO BEIIECTBA);
B CiTy4yae KyMYJISIIHH JISHCTBYIOIMIETO BEIIEeCTBA MPU MHOTOKpaTHOM BBeaeHur — AUC (0-1)

, C

max,ss’ C t,ss’

Heo6XxoauMoCcTh CTaTUCTUYECKON OLEHKU (apMaKOKMHETHYECKUX MapaMeTpOB B
HCCIIeJOBAHUM OHMOKBUBAJIECHTHOCTH JIEKAPCTBEHHBIX MPENapartoB ¢ MHOroga3HbIM
MOIU(PUITIPOBAHHBIM BBICBOOOKIEHUEM TIPE/ICTaBIIeHA B Tabuiie 4.

119. K nokazaTenbcTBy OMOAKBHUBAJIEHTHOCTH BOCHPOM3BEICHHBIX JEKAPCTBEHHBIX
penapaToB ¢ MHOTO(Ma3HBIM MOIUGUIIUPOBAHHBIM BRICBOOOXKICHUEM NMPUMEHSAETCS MOIXO0I,
Mpenoiararouuii UCTIOJIb30BaHUE CTAHJIAPTHBIX Tpanul] 6uoskBuBageHTHocTH (80,00 % —
125,00 %). JIro6oe pacimmpenue rpanui] OMO3KBUBAJICHTHOCTH JUIS TTOKa3aTes C ax [OTDKHO

MIPOBOJIUTHCS C YUIETOM yKa3aHUS JJIs BEICOKO BapraOeIbHBIX JIEKAPCTBEHHBIX MPEMapaToB,
npuBeAeHHbIX mnojapasaene 11 paszgena III IlpaBun npoBeneHUsT HCCIEIOBAHUN
OHMOPKBUBAJICHTHOCTH.

Tabmuua 4

Heo6x0aMMOCTh CTaTHCTHYECKOH OIEHKH (PapMaKOKHHETHISCKHX IIApaMETPOB B HCCIICIOBaHHUH
OMOSKBHBAICHTHOCTH JIEKAPCTBEHHBIX MIPENApaToB ¢ MHOTOGa3HEIM MOAU(UIIHPOBAHHBIM
BBICBOOOXKIEHHUEM

HCO6X0,I[I/IMOCTL OLICHKHN r[apaMeTpOB

DapMaKOKUHETUUECKUE
OJTHOKPATHOE JIO3UPOBAHUE OJHOKPATHOE J03MPOBAaHHE MHOTOKpPaTHOE

napameTpsl

HaToIIakK IOCJIC MMpueMa N JO3UPOBAaHUEC
Cmax(x) na na HET
Cmax(x+ 1) na Jaa HET

AUC (0-1) na na HET



AUC (0-<0) na na HET

qacquaﬂAUC(x) na Ja HET
‘{aCTI/I‘{HaﬂAUC(X+1 ) na na HET
max,ss HET HET na
C t,8s HET HET na
AUC(g_pyss HeT Her na

120. AnanoruuHelii puBeACHHOMY B NyHKTE 119 moaxon K paclIMpEHUIO TpaHUIL
AUC.

OMOAKBHUBAJICHTHOCTH MO>KHO HCITOJIB30BaTh IS Ioka3arenei C ,C, m .
max,ss’ ~t,SS  YaCTHUYHOH

Pacuer mokazarenss BHYTPUUHIMBUIYAJIbHOW BapuaOEIbHOCTH B MCCIEIOBAHUSAX C
MHOTOKPATHBIM JO3UPOBAHHUEM MOXKET OBITh BBHINIOJHCH HAa OCHOBAaHWM JAHHBIX IO 2
MOCJICIOBATEIbHBIM BBEACHHUSIM OJIHOTO W TOTO JKE€ Mpernapara MOcie JOCTHXEHHS
PABHOBECHOTO COCTOSIHUA.

121. Jns nmekapCTBEHHBIX MpenapaToB B JEKAPCTBEHHBIX (Popmax ¢ OTI0KEHHBIM
BBICBOOOXKIEHUEM U MHOTO(A3HBIX JEKAPCTBEHHBIX (POpMax HEOOXOAMMO TaKKE OLEHUBATH

pa3jiniuAa B t 0COOEHHO eClIn I JICKApCTBCHHOI'O IIPCIIapaTa Ba>XHO 00eCIeUYnTh

max’
HACTyTUIEHHE ObICTpOTo Havana nercteus. [Ipu sTom He TpedyeTcst MpoBOAUTH (HOPMATEHYIO

CTaTUCTHUYCCKYIO OLCHKY I10Ka3aTClIAd tm < I[OCT&TO‘IHO IMoKa3zaTb OTCYTCTBHC SABHBIX

a
pa?:JII/I‘H/II‘/’I B MCIMaHHOM 3HAYCHUH tmax N €Tr0 KBAPTUWJIBHOM OJUAIIA30HC AJIA UCCIICAYCMOT'O U

pedepeHTHOro JIEKapCTBEHHBIX MPENapaToB.

11. Vsy4yeHue BIAIHUS aIKOTOJII Ha (YHKIIHOHAILHEIE XapaKTEPUCTHKH JIEKAPCTBEHHBIX
IpenaparoB ¢ MOAU(PHIMPOBAHHEIM BEICBOOOXKIEHAEM

122. Heo6xo1uMo ITpOBECTU UCCIICIOBAHMS BEICBOOOXKICHUS 1N Vitro BOCIIPOU3BEICHHBIX
JIGKapCTBEHHBIX IperapaToB B CIIMUPTOBBIX pacTBOpax. Eciu B TeueHHE KOPOTKOTO Meproia
BPEMEHU MPH BBICOKUX WJIM HU3KUX KOHIIEHTPAIUAX CIUPTa HIM MPOJODKHUTEIBHOTO
BPEMCHH TIPH HHU3KUX KOHIIEHTPAIUAX CIHUPTAa OTMEYACTCS YCKOPEHHOE BBICBOOOKIICHHE
JNEUCTBYIOIIEr0 BEIIECTBA In Vitro, HEOOXOJAMMO H3MEHHUTh COCTaB JIEKapCTBEHHOTO
npenapara. Eciu Henb3s n30exarh BO3JICUCTBUS Ha JICKAPCTBEHHBIN Tpernapar ajJKorojis B
MepUoJl MPUMEHEHUS JICKAPCTBEHHOI'O Ipernapara U O TaKOM HEeW30€KHOM BO3JACHCTBUU
yKa3aHO B OOl XapaKTepUCTUKE JIEKapCTBEHHOI'o mpemnapara s pedepeHTHOro
JIEKapCTBEHHOT'O Iperapara, 3asBUTENb JIOKEH 000CHOBATh (IMOATBEPAMTH), YTO TAKOE
BIIUSIHUE HE SIBJSETCS KIMHUYECKH 3HAYMMBIM WJIM MPOAHAM3UPOBATh €ro MOTEHIIUAIBHYIO
KIMHUYECKYI0 3HAYMMOCTh Ha OCHOBAaHHMHM JAHHBIX O NPUMEHEHUH pPehEepEeHTHOTO
JIEKapCTBEHHOTO Tperapara.



12. TIpoune akTopsl, TpeOyromue ydera Ipu POBEACHUN
ACCIIeOBaHMi OMOIKBHBAIEHTHOCTH JICKAPCTBEHHBIX TPeNapaToB
¢ MOAU(HUIMPOBAHHEIM BEICBOOOKAEHHEM

123. JlomKHBI OBITH y4TE€HBI TPEOOBAHUS K CICAYIONIMM acleKTaM IUIaHUPOBAHUS U
OLICHKA OMO’KBUBAJECHTHOCTH B COOTBETCTBHM C YKa3aHUSMHU ISl JICKAPCTBEHHBIX
MpernapaToB ¢ OOBIUHBIM BBICBOOOXKIEHHMEM, NpHUBEICHHBIM B l[IpaBuiiax mpoBeaeHuUs
HUCCIEN0BAaHUN OMODKBUBAJICHTHOCTH:

a) BBIOOP HCCIIEAYEMOTO U PePEepeHTHOTO JIEKaPCTBEHHBIX MTPEeNapaTos;
0) BBIOOP CYOBEKTOB UCCIICIOBAHUIA;

B) TIPOBEJICHNE UCCIICTOBAHUA OMO3KBUBAIICHTHOCTH;

I') CTATUCTUYECKasl OIICHKA MEPBUYHBIX KOHEUHBIX TOYEK;

1) OLIEHKA UCXOJHOI'0 COEAMHEHUS U €r0 METa0OIUTOB;

€) OLIEHKA SHAaHTHOMEPOB;

) OIICHKA DHJIOTEHHBIX BEIIECTB;

3) UCCleI0BaHNe JEKapCTBEHHBIX MPEMapaToB C Y3KUM TEparneBTUYECKUM HMHACKCOM (
MOJKET OBITH HEOOXOAMMO CYXKCHUE IPaHHIL] OMOKBHBAIICHTHOCTH [ist mokasaress C);

M) UCCJIEN0BAHME BBICOKOBApPHAOEIBHBIX JEUCTBYIOIIMUX BEIIECTB U JIEKAPCTBEHHBIX
[Ipenaparos;
K) OLIEHKA JJMHEHHOCTHU NoKa3aTesiel (papMaKOKMHETHKH JJIs U3Y4aeMbIX JIEKaPCTBEHHbIX

mpenaparToB.
ITPUJIOXXEHUE Ne 1
K TpeOoBaHUIM K MTPOBEACHUIO
(hapMaKOKUHETHYECKOTO U
KJIMHUYECKOTO U3yUeHHUS
OHMO3KBHBAJICHTHOCTH
JIEKaPCTBEHHBIX IPErapaToB ¢
MOTU(PHUITMPOBAHHBIM
BBICBOOOKIEHHEM

TPEBOBAHUA

K IIPOBEJICHHIO UCCIIeOBAHMI TPaHCAEPMAIBHBIX JICKAPCTBEHHBIX IIPENapaToB HA
CeHCHOmM3amuIo u pasapaxenue 1. B Hacrosmux TpeGoBaHMAX cOmepKaTCA yKa3aHUs 0
IUIAHUPOBAHHUIO MCCIISJIOBAHMI W CHCTEMaM HCIHCIIEHHS, KOTOPhIe MOXHO HCIIONB30BaTh ISt
ACCIIENOBAaHUA KOXHOTO Pa3ApakeHUs ¥ CCHCHOWIN3AIMHI KOXH B XOZ€ pa3paboTke
TPaHCAEPMAIBHEIX JIEKaPCTBEHHEIX MPENapaToB C HOBEIM XAMUIECKUM COSIVHEHHEM HIIH
BOCIIPOM3BEIEHHEIX TPAHCAESPMAIHHEIX JIEKAPCTBEHHBIX IIpenapaToB. J{u3aitH ucenenoBaHus
MOJKET OBITh aJaITHPOBAH MOJ KOHKPETHYIO CHTYAIHIO.

2. ITockoJIbKYy COCTOSTHUE KOKH MOXET BIUATH Ha a0COPOIMIO JEHCTBYIONIETO BEIIeCTBa
TpaHCIEPMaJILHOTO JICKAPCTBEHHOTO IIpenapaTa U 0OKa3bIBaTh BIMSHUE HA 3P(HEKTUBHOCTD U (



WiIM) 0€30MaCHOCTh €ro MPUMEHEHUs] PEaKIIMU KOKH U CEHCUOWIHM3alUs KOXKU TOJIekKAT
OLICHKE.

3. Jlms BcecTOpOHHEH OIIEHKH OWOIKBUBAJIECHTHOCTH BOCIPOU3BEICHHOTO
TpaHCACPMAJIBHOTO JICKAPCTBEHHOTO IIpernapara B CpPaBHCHUH C pePepeHTHBIM
TpaHCIAEPMATbHBIM JICKAPCTBEHHBIM TIperapaToM, MPU OTCYTCTBHH HWHBIX OOOCHOBaHUM (
HalpuMep, OYCHb OJM3KOr0 KOJHMYECTBEHHOTO M Ka4eCTBEHHOTO COCTaBa »JTHX
TPaHCIEPMAITBHBIX JICKAPCTBEHHBIX TIPENapaToB) HEOOXOAUMO TaKXke IMOATBEPIUTH
AHAJIOTUYHOCTD PEAKIUN pa3apakeHUsl U aHAJIOTUYHOCTh PEAKINi CeHCHOUTU3AINK KOXKU.

4. JIo3upoBKY, BKIIOYAEMYIO B MCCJIEIOBAHHE, ONPEACIAIOT, YUUTHIBAs CICTYIOIIHNE
(hakTophI:
a) pETPOCIICKTUBHBIN OTBIT MPUMEHEHHUS TPaHCACPMAIbHBIX JIEKAPCTBEHHBIX TPEIIapaToB
y 4eJIOBEKa 110 TAHHBIM HAyYHOH JIUTEPATYPHI;
0) paHee MPOBEICHHBIC HMCCIEIOBAHUS CEHCUOMIM3AIU (pa3aApakeHHs) KOXKU Y
KUBOTHBIX;
B) BOIIPOCHI OE30MaCHOCTH, XapaKTepHBIC JJIS KaKIOTO KOHKPETHOTO HCCIIEAYEeMOTO
JNEUCTBYIOIIETO BENIECTBA.

OO6npiit u3aiiH HCCeIOBaHMI BOCIPOM3BEJEHHOI0 TPAHCAEPMAIHLHOTO JIEKAPCTBEHHOT'O
mpemapara

5. CranzapTHOE HcCae0BaHUE TOKHO UMETh TU3alH ¢ BBECHUEM aKTUBHOI'O KOHTPOJIS
U TU1a11e00 ¢ MHOTOKPATHBIM JO3UPOBaHKMEM B 3 (Da3bl B MapajieIbHbIX IPyIax.

Ecnu oqHOBpEMEHHOE HAaHECEHHUE HUCCIENYyEMOro U peepeHTHOr0 TPaHCAEPMaIbHOTO
JIEKapCTBEHHBIX MPENapaToB HEBO3MOXHO, IOCKOJBKY [0 HE3aperucTPUPOBAHHOMY
MOKa3aHUI0 OyJleT BBEJIEHO JBOMHOE KOJUYECTBO JEHCTBYIOIIETO BEIIECTBA, YTO MOKET
UMETh IIOCIEJCTBUS, YIPOXKAIOUIME JKW3HU, pa3peliacTcs HCIOIb30BaHUE MEHBIIEH
JO3UPOBKU TPAHCAEPMANIbHBIX JIEKAPCTBEHHBIX IMPENapaToB C MNPONOPIUOHATBHBIMU
COCTaBaMH M IUIOIIAIIMH HAHECEHHS.

[lepen HaHeceHUEM IUIACTBIPEH TpaHCAEPMalbHBIX B TeueHHe 14 qHel MpoBOIUTCS
CKPUHUHIOBAs OLIEHKA, KOTOpask BKJIFOYAET B CEO:

cOOp MEAUIIMHCKOTO aHAMHE3a;
noJiHoe pu3nueckoe o0cIeI0BaHUE;
anekTpokapauorpapuyeckoe uccienoBanue (OKI) B 12 oTBeaeHUX;

nabopaTopHble aHAINU3BI (BKJIIOYasi OMOXUMUIO KPOBU, T€MATOJIOTHIO U aHAJIN3 MOYH, B
TOM YHCJIE HA COJIEp)KaHNE HAPKOTUYECKHUX BELIECTB).

CyOBeKThl UCCIEOBAHUS paclpenesitoress Ha rpynnel(rpynny 1 u rpynny 2) u
OLICHUBAIOTCS HA MPEAMET KyMYJSTUBHOIO pa3Jpa)X€HUs U KOHTAKTHON CEHCHOWIM3aIuu
koxu. Heobxoaumo cyObekTam uccieoBaHusl 00eux IpyIlil, €Clid 3TO pa3peuieHo B oouiei
XapaKTEPHUCTHKE JIEKAPCTBEHHOIO MPEINapara, B CIIy4ailHOM MOPSJIKE HAHECTU HCCIIEyEMbIi
MJIaCThIph ~ TpaHCIEPMalbHBIM, pedEepeHTHBI MIACTBIph TpaHCIEPMAJIbHBIN U



IIaCThIPb-IUIale00 Ha KOXY CIHHBI WK APYTHE HCCIeAyeMble y4acTKu KoxH. Peaknuum
KOXU JIOJDKEH OLIEHUBATh OIBITHBIA HCCaeA0BaTeNb (IPOLEANINA HEOOX0AUMYIO TOITOTOBKY
), AJI1 KOTOPOro MH(pOpMAIUs O pacHpeeIeHUN JIEKAPCTBEHHBIX MPENnapaToB J0JKHA OBITh
MackupoBaHa. Bo m3bexxanue pa3BuTHs M30BITOUHOW peaklnu CyObeKTa Ha BO3JEHCTBHE
IUTACTBIPS TPAHCAEPMATIBLHOTO HEOOXOIUMO MPEAYCMOTPETh KPUTEPUH MPEKPAIICHUS yUaCTHs
B UCCJIEJIOBAHUH.

Kaxnaplii cyObeKT NPUHUMAET y4yacTHE B CIEAYIOLIMX 3 MOCieA0BaTeIbHbIX (pa3zax
WCCJIEIOBAHMSL.

®aza uEAYKOHH (HAKOIUICHHA) pa3apakeHHA

6. CyObektaM rpynnbsl 1 HAHOCAT MCCIIEyEeMbIH MIACThIPh, peEPEHTHBIN MIACTHIPh U
IJIaCTBIPb-IUIAIe00 Ha CIy4yallHO BHIOpaHHBIE YYaCTKH KoKW B TeueHue 21 nusa. CyOobekTam
Ipynnbl 2 HAHOCST UCCIETyeMbld MIacThIphb, PEPEPEHTHBIN MIACTHIP U TIACTHIPh-TUIALE00
Ha clly4ailHO BbIOpaHHBIE y4acTKU KOXHU 3 pa3a B Helento B TedeHue 21 aus (Bcero 9
HaHeceHui). B rpynme 2 miuacTeIpu oCTalOTCs Ha KOXKe B TeueHue 48 yacoB B paboyue JHU U
72 4acoB — B BBIXOJHbIC JHU. HOBBII IITacTBIph HAHOCAT HAa TOT K€ Y4YacTOK, YTO U
npeabiaymuil. Eciu ouepeaHoil miacThlph HAAJEKUT HAHECTH B T€UEHHE | yaca U MeHee
[IOCJI€ YJAJIEHUs MPEpIIYLIETr0, NEPUO PUMEHEHUSI OYEPEIHOTO IACTHIPS JTOIYyCKAETCs
COKPATHUTh HA 3TOT MEPUOJ BPEMEHH.

®a3a noxod

7. 3a dazoit uHAYKIUU (KyMYJISIMKN) pa3apakeHus cleayeT AByXHeAenbHas pa3a mokos,
BO BpeMs KOTOPOH TUTACTHIPH HE HAHOCSTCA.

®da3a npoBoKanAH

8. Ilocne ¢a3pl MOKOS TIIACTBIPU HAHOCATCS Ha 48 4acoB Ha HOBBIE YYACTKU KOXKHU B
[peseaax paHee ONpeeICHHBIX TPaHuLL.

9. B nononHeHnne k KokHOM oneHke yepe3 0,5 n 24 yaca nmocie yaaneHus IIacThIps
CcyOBEKThI, IPUHUMAIOITUE yUacTre B aze MPOBOKAIIMHU, BO3BPAIAIOTCS HA 00CIeI0BaHNEe Ha
40-i1 u 41-i1 THU 1719 JOTIOJTHUTENIBHOM OLICHKM KOXHOW peakiuu yepes 48 u 72 yaca mocne
YAAQJIECHUS [TOCJIEIHETO IIACTHIPA.

10. B nensx MUHMMHU3alMK BIUSHUS MEKUHJIUBUAYabHON BapruaOeIbHOCTH KaXK[bIi
CyOBEKT HCCeA0BaHUs MOJy4YaeT BCE 3 CPAaBHHBAEMBIX IUIACTBIPS OAHOBpeMEHHO. Kpome
TOT0, C LEJIbI0 KOHTPOJIS BO3MOKHOCTH B3aUMOJIEUCTBUA "IIpenapaT — y4yacTOK HaHeceHus" (
KOTOpasi SBJISIETCS MaJIOBEPOSITHOM) BCe 3 IJIACTBHIPS B CIYyYalHOM MOPSAJIKE HAHOCAT Ha 3
ydacTKa KOXKM TakK, YTOOBI KaK/IbIi IIACThIPh MPUMEHSJICS HAa TOM XK€ y4acTKe KOXKHU, YTO U
paHblIe, MPUONIU3UTENBHO PABHOE YHCIIO pa3 (€CIU CYUTATh MPUMEHEHHS Y BCEX YUYaCTHUKOB
HCCJICIOBAHMUS ).



11. Peakuuu K0Hu HEOOXOIUMO OIICHUTH Y BCEX CyOBEKTOB UCCIEAOBAHUS TPYIIbI 1 1
rpynnel 2. Y4acTKU HAHECEHUs TJIACTBIPA Yy CyOBEKTOB O0EUX TPYII OIEHUBAIOTCA Ha
MpeaMeT pa3apaxeHus Koxu ciyctda 30 MUHYT mocie yaalaeHus MiacThips (0am mo mkaie
OIIEHKH KOXHOTO OTBETa M 0asul MO IIKaJe OIEHKH CEHCHOWJIM3AIMU U aJUIEPrUUYEeCKUX
peaknwmii). B ¢a3zy uHayKImu (HaKOTUICHMS ) pa3ApaXeHusl HOBBIC TUTACTHIPH HAHOCAT uepe3 |
4ac NoCJIe yJaJIeHUs MPEIbIAYILIEro.

12. B nensix oueHK KOHTaKTHOM CEHCMOMIM3auuu B (pa3y MPOBOKALUH UCCIEAYEMbIN
MJIACTBIPH, MJIACTHIPh CPABHEHUS U TUIACTHIPh-TIAIE00 HAHOCSAT OJHOBPEMEHHO Ha 48 4acoB
Ha yYaCTKH KOXHU CYOBEKTOB 00€uX TpyIIl, Ha KOTOPHIC IJIACTHIPh paHee HE HAHOCHIICS.
Peakius koku Ha 3TUX ydacTkax ouieHuBaeTcs uepes 0,5; 24; 48 u 72 yacoB nocie yaajaeHus
TLJIACTHIPSL.

13. KoxHbIe peaknuu MpoBEPSIOT M PAHKUPYIOT, UCIIONB3Ys MIKAJIbI OIICHKHA 0aioB,
npuBeICHHBIC B TaOnuie 1 (IIKanga OIEHKH KOXKHOTO OTBETa) M Tabnuie 2 (IIKajia OleHKU
CEHCUOUMIM3aluM U allJIEpruuecKux peaxkuuit). Paspeiraercs B KadecTBE BO3MOKHBIX
aJlbTEPHATUBHBIX BAPHAHTOB OLIEHKH HCIIOJb30BaTh MHBIE IIKAJIBI OLEHKHU, OMHUCAHHBIE B
Hay4YHOU MEIMIIMHCKOW JUTEpaType, Ipu 3TOM TpeOyeTcs 000CHOBaTh BHIOOP TaKOM IHIKaJbI
OLICHKH B IPOTrpaMMe KIMHUYECKOTO UCCIIEI0BaHUS.

14. KaxxJ1oe MECTO HaHECEHUs MOJIy4aeT OTJASIbHBINA Oall MO MIKajgaM OLIEHKHU KOXKHOTO
OTBETA U OIICHKM CEHCUOWIHM3AIUA U aJUICPTUUYECKUX PEAKIUN, KOTOPhIE CYMMHUPYIOTCS B
OBl )11 KOMOMHUPOBAHHOM OIIEHKH pEeaKUuu KOXH. J[J11 olleHKH Oania Kaxjaoro BHUa
peaxiuu KOXH He00X0JUMO, YTOOBI O MEHbIIEH Mepe Ha 25 % Mmiiomaan yyacTka KOxXH Ha
KOTOpPBIA HAHOCHWJICS TUJIACTBHIPb, OTMEYanach peakuus koxu. B xome daswl mpoBokanuu (
OIICHKa KOHTAaKTHOW CEHCUOMIN3AIMKU) MOJOKUTEIbHBIM OTBETOM MPU3HACTCS JUIIL Oas
KOMOMHUPOBAHHOW OIEHKH PEAKIIMU KOXKU, TIPEBBIIAIONINN 2.

Ta6numa 1

baer mo mxajie OneHKH KOJKHOI'O OTBETa

bamn Omnpenenenue
0 Her peakmym (mpu3Haku pa3apakeHus] OTCYTCTBYIOT)
1 MuHuManbHas (€1Ba BUIMMAas) d)pUTeMa

Jlerkas (Jerko BHOMMasi) dputeMa 0e3 oTeka u (WIIH)
marmyJ

YMepeHHas sputeMa 0e3 oTeka M (MJIM) Mamysl HUIu
3 jerkasi (JIETKO BUAWMAs) 3pUTEMa C OTEKOM M (WJIN)
narnyJjaaMu

Tsokenas sputema 06e3 oTeka W (WIM) Mamysl WM
yMepeHHas I)pUTeMa C OTEKOM M (WJIN) MamyjIaMu

Tspkenast spuremMa ¢ OTEKOM W (WIM) MAIMyJIaMd HIIH
mr00ast BE3UKYJIISIpHAst PEaKIHs

Bynnesnass peakuuws wuiad 0Bl  peakiu,
COOTBETCTBYIOILIHE



6 3 — 5 Gajutam, HO pacTpOCTpPaHSIONIMECS 33 MPEICIIbl
IUIACTBIPS

Tabmuia 2

Bauisl no mKaie ONeHKH CEHCHOMIN3auy | aJUIePrAYeCKHX PeaKiui

Bann Onpenenenne

0 Her peaxuu

0,5 Opurema 0e3 HHPUIBTpAIHH

1 OpureMa ¢ HHPUIbTpalKei, OTAEIBHBIMY MaITyJIaMH

2 OpureMa ¢ THPIIBTPAIUCH, TTAITyIaMH, BE3UKYJIaMU

3 Oputema ¢ MHQWITpAKEH, MamyjiaMd, CIUBHBIMH

BE3UKYJIaMH
15. "BoipakeHHOI" peaklMel Ha UCCIEeAYEeMbId mpenapar sABJIgeTcs 0ayml Mo IIKaje
OLICHKM KOXHOTO OTBETa, paBHbIM 3 — 6, Wiau cyMma Jro0oro Oamia mo mIKajie OLEHKU
KOYKHOTO OTBETa M OaJijia Mo IIKaje OLEHKH CEHCUOWIM3ALUUU U alJIEPrHYEeCKUX pEeaKUui,
paBHas 3 wiu Ooee.
Tabnuna 3

KoMOuaupoBaHHas OeHKa 0 6ajuiaM MIKAJIE OIeHKH KOXKHOTO OTBETa H GayuraM IIKajbl ONEHKH
CCHCHOMITM3aMY ¥ aJUISPTHIECKHUX PEAKIUH HCCIESAYEMOro TPAaHCASPMAIBHOTO JIEKAPCTBEHHOT'O
npenapara, peepeHTHOro TpaHCAepMAIBLHOTO JIEKAPCTBEHHOTO Ipenapara

H IIpenapaTa-aneto

Bun OI€HKH,
I'pynna daza BBINOJHACMOH Or1eHUBaeMbIe IOKA3aTEIIN
HCCIEN0BATEIIEM

cpenHui G6amnn
paznpaxenus (paBeH
cpeaHeMy Oaiury KOXKHOTO
OTBETa B IPyTIIE);

obmee HAaKOIUIEHHOE
pasznpaxenue (paBHO
cymMe 0alIoB KOJKHOTO
OTBETA B TPYIIIIE)
KOMOWHHPOBaHHBIH
KOXHBIN OTBET B Ipymme (
paBeH cymme OasioB
Banibl KOKHOIO OTBETA KO>KHOTO OTBETa M 0aijioB
JUTS nojacyera
CCHCHOWIN3AINN 1 OLIEHKH
aJUIEPTUUYECKUX PEAKLUH B

dasza HHIYKIHA ( bamnel pns  moacuera

I'pynna 1
HAKOIUJICHUA) Pa3pa)XCHUS CEHCUOMIM3ALMY U OLEHKH

aNJIeprudecKux peaxiui

rpymnie)
cpenHui Oamnm
KOMOHWHHPOBaHHOTO

KOXHOTO OTBeTa (paBeH
cpemHeMy CYMMBI 0ajlioB
KOXKHOTO OTBETA M 0alioB



il gt moacyeTa
CEHCUOWMIIN3ALMK ¥ OLIEHKH
ANJIEPTUYECKUX PeaKIui y
Kaxaoro cyObexTa B
rpymnie)

Baner kokHOTO OTBETA
¢aza  mpopokanmu ( Bammel gns  monpcuera
KOHTAKTHOM CEHCUOMIIN3ALNN U OLIEHKH

1+2 . KO>KHOTO OTBeTa 2:2
CEHCHOMITN3AITIH) AITIEPTUYECKUX PEaKITHHA

I'pymis 6aiu1 KOMOMHHPOBAHHOTO

16. [Ipu npoBeaeHUH OCHOBHOT'O aHAIM3a CPABHUBAIOT CPEAHHM Oail paznpaxeHus (
CpEHUI 10 BCeM HaOMIOJEHUSIM 0ajll KOKHOTO OTBETA) U 00IlIee HAKOIJIEHHOE pa3ApaKeHue
B Oajutax (cymma 0ayioB KOXKHOTO OTBETA BO BCEX HAOIIOJEHUSX) HCCIIEyeMOTro IIpernapara
U peepeHTHOro npenapara. st noaydeHus nojoxuTeNbHOW OLEHKH COOTHOUIEHUS "TOJIb3a
— puck" Takoro mpemnapara NpOBOJAT 3apaHee CILNIAHWPOBAHHBINA CTaTUCTHUYECKUI aHAIU3,
OCHOBaHHBIM Ha MPOBEPKE CTATUCTUYECKON TMIOTE3bl HE MeHbIIeH 3pdexkTuBHOCTH. s
CpaBHEHHS OaIoB pa3ApaXeHHUs MEXJy IpernapaTamMd HCIOJIb3yeTcs MEeTonx 2
OJIHOCTOPOHHUX t-TecToB. [IJsl Ka)xa0ro nmapaMerpa HauMEHbIIEe CPeIHEe KBapaTHUIECKOe
OTKJIOHEHHE MO KaXJIOMYy Mpenapary MoJydaroT U3 MOJEIU JHUCIEPCHOHHOrO aHalu3a, B
KOTOpPOM CYOBEKT M HUCCJEeAyeMblil mpenapaT BBICTYNAIOT B KadyecTBE (PUKCHPOBAHHBIX
nepeMeHHbix. HeoO6xoauMo paccuuTaTh OTHOIIEHHE HAWMEHBIIEr0 CPEAHEro
KBaIPaTUYECKOrO OTKJIIOHEHHUS HCCIEIyeMOro Ipemnapara K pedepeHTHOMY IpernapaTy
BMmecte ¢ 90 % poBeputenpHbIM MHTEpBajoM. Ecim 90 % noBeputenbHbI HHTEpBA
MOJTHOCTBIO yKIaJibiBaeTcs B unTeprai 0,8000 — 1,2500, nenaroT BbIBOJ 00 SKBUBAJICHTHOCTH
2 mpenaparos.

17. OueHka KOHTAKTHOW CEHCHOWJIM3AlMK MPOBOJAUTCS B (pa3y MpOBOKALMU MpU Oasie
KOKHOTO OTBETa paBHOM UM Oonbmie 2. DTU JaHHBIE HE TpedyeTcs MOoJBepraTh
CTaTUCTUYECKOMY aHaJIU3Y.

18. IIpuBeIeHHBIN B HACTOSAILEM NPUIIOKEHUH TU3alH UCCIEA0BAHUS UCIIONIB3YETCS IS
U3Y4YEHUs OTJIENbHBIX BOMPOCOB SKBUBAJEHTHOCTH BOCIPOU3BEACHHBIX TPaHCIEPMaTbHBIX
JIEKapCTBEHHBIX IIpENapaTtoB (HAIpUMeEp, OLIEHKH 3KBUBAJECHTHOCTH OIPEIEICHHBIX
XapaKTEPUCTUK MPOMBIIIJIEHHON pelenTyphbl U MPOU3BOACTBEHHOTO IMpoliecca, pa3iuiuii B
COCTaBE BOCIIPOU3BEECHHBIX TPAHCAECPMAIbHBIX JEKAPCTBEHHBIX IPENAapaToB 10 CPABHEHHIO
C pedepeHTHBIMH, OIIEHKH ASKBHUBAJICHTHOCTH IUJIAHUPYEMBIX HHTEPBAJIOB J103UPOBAHUS
TpaHCAEPMaJIbHBIX JEKaPCTBEHHBIX MIPENapaToB).

HccnenoBanusi, mpoBOAUMBIE JJI OLEHKHA CEHCHOWIM3AlUU, MpelycMaTpUBAIOLIUe
MHOTOKpPAaTHOE€ HAHECEHHUE IUIacThIps YEJOBEKY B KauecTBE CyObEKTa HCCIEAOBaHUS,
HEO0OXOAMMO MPOBOJUTH TOJIBKO B MCKIIOYUTENBHBIX CIIydasX, MOCKOJIBbKY CYOBEKTHI
MCCJIeI0BAHUS MOTYT MOJABEPTHYTHCSA HEHYKHOW CEHCUOMIIN3alluU, a pa3Mep BEIOOPKU MOXKET
HE BKJIIOYATh YyBCTBUTEIBHBIX CyOBEKTOB (TO €CTh JIIOJIEH, OpPraHU3M KOTOPBIX CIOCOOEH
o0ecreyuTh HaAJIekKAITYI0 PEeaKIIIo).



I[TPUJIOXKEHUE Ne 2

k TpeboBaHUsIM

K TIPOBEJICHUIO

(hapMaKOKHHETHUIECKOTO
Y KITMHAYECKOTO M3YUeHHsI
OMO9KBUBAJICHTHOCTH
JIEKapCTBEHHBIX MPENapaToB ¢
MOAX(DHUIHPOBAHHBIM
BBICBOOOXKIICHUEM

VKA3AHUA
IO OILIEHKE KOKHOM aJare3uH in vivo

I. TpancaepManbHEIE T€KapCTBEHHBIE IPEMApaThl, COACPXKAIHE HOBOE WM H3BECTHOE
JiefiCTByIOIEEe BEMIECTBO

1. N3ydenne anre3wBHBIX (DYHKIIMOHATBHBIX XapPaKTEPUCTHK IN VIVO SBISETCA, KaK
NpaBWJIO, YacCThIO HCCiIeAOBaHUM AS(PGPEKTUBHOCTH JIEKapCTBEHHOro mnpenaparta. Ha
OCHOBAaHHMM aHajW3a PHUCKOB, OOIIEW XapaKTepUCTHKH JICKAPCTBEHHOTO TMpemnapara u
JUCTKOB-BKJIAJIBIIIIEH KOHKPETHBIX JIEKAPCTBEHHBIX MpPENapaToB HEOOXOJIUMO OIECHUTH
YCTOMYHMBOCTh JICKAPCTBEHHOT'O TIpenapaTa K MOBCEIHEBHON (DU3MUECKOW aKTHBHOCTH H
MOBEJICHUIO (HAIPHUMEP, BIArOyCTOMYHUBOCTH MPU MBIThE, MPHUHATUU AYIa, MOCEHICHUU
CayHbl, WCIIOJIb30BAHUHM YBJIQXHUTEIICH, PHUCK CaMOMIPOHM3BOJBHOTO YAAJICHUS TPH
BBITIOTHEHUN (PU3MYECKOUN 3apsiiki U (MJIM) BO CHE, MOTCHIIMAIBHBIA MEPEHOC Ha KOXKY
JPYTHUX JItoJiel (CeKCyaabHBIX MAPTHEPOB MITM WICHOB ceMbH)). HeoOxoaumo npeaoTBpaTuTh
CIlydalHBId TMEPEHOC IUIACThIPSA Ha KOXKY 4YEJIO0BEKa, KOTOPBIM €ro HE HOCHUT, U
MUHUMHU3UPOBAThH MPOYHE PUCKU, OOYCIIOBIEHHBIE MJIOXOM aare3ueil, myreM obecrieueHus
YAOBICTBOPUTEIIBHBIX aIM€3UBHBIX ()YHKIIMOHATHHBIX XapaKTEPUCTHK TLIACTHIPA.

II. TparcaepManbHBIH TEKAPCTBEHHBIN NPENapaT, ABIAIOMAICA aHAIOTOM 3apETHCTPHPOBAHHOTO
TPaHCAEPMAILHOI'O JIEKAPCTBEHHOI'O Ipenapara

2. V3ydenne aare3uBHBIX (DYHKITMOHAIBHBIX XapaKTEPUCTUK 1N VIVO MOKHO BKJIIOYUTH B
UCCJICIOBaHNE KIIMHMYECKOW (papMaKOKWHETHUKH (KaK ¢ OJHOKPATHBIM, TaK © MHOTOKPATHBIM
JI03UPOBAHUEM ), WITH OHO MOJKET SIBJISTHCS HE3aBUCHMBIM MCCIICIOBAHUEM C YIaCTHEM JTHOO
MaIMeHTOB, TU00 100poBOIbIEB. [l0CKOMBKY HCCIeIOBAaHUS aaTre3UBHBIX (DYHKIIMOHAIBHBIX
XapaKTEPUCTUK JTOJDKHBI YCTAHOBUTH JOCTATOYHBIC aIT€3MOHHBIC CBOMCTBA IIACTHIPS TPH
MPUMEHEHUH Y 1IeJIEBOUM MOMYJISNUU, TO IJIs U3YUCHHS aare3uud U (papMakOKHHETUKH MOTYT
MOTPeOOBATHCS Pa3HbIC BUIBI NCCIICTOBAHHM.

3. [Ipu oTCyTCTBMM MHOTO OOOCHOBAHUS B OTHOIIEHUH TUTACTBIPEN TpaHCIEPMaIbHBIX,
MPE/ICTABICHHBIX B HECKOJBKHX JO3WPOBKAX, HCIBITAHUS IN VIVO TPOBOAATCS C
MPUMEHEHUEM TUTACTBIPS HAaMOOJBIIIETO pa3Mepa.

1. IIpoBeacHUE HCCICAOBAHNUA aATE3NH



4. He momyckaeTcsi MOBTOpHAsl (pUKcalMsl MIIACTHIPs, HAPUMEp, MyTEM CHIBHOTO
HaJaBIMBaHUA Ha Hero. OQHAKO eciy mpenapaTr HaJIeKUT UCII0Ib30BaTh B COOTBETCTBUM C
oOIIeil XapaKTEepUCTUKON JIEKapCTBEHHOI'O Ipernapara ¢ (UKCUPYIOMIEH MOBI3KOMH,
npeaHa3HAauYeHHOW o0ecneyuBaTh JIOCTAaTOUHYIO aAre3ui0, HCCIEOBaHMUS aAre3uu
HE0OXO0AMMO MPOBOJIUTH, C UCHIOJIB30BAHUEM 3TON (PUKCUPYIOLIEH MOBS3KH.

5. HeoOxoammo yka3aTb U 00OCHOBATh YAaCTOTY OLIEHKH aAre3uu C yKa3aHUEM
BPEMEHHbIX TOUCK HAHECEHMs H yAaleHHs IUIACTBIpeil TpaHcAepMaIbHbIX. YacTOTa OEHKH
aAre3uy JOJKHA 3aBHCETh OT BPEMEHM HOUIEHHWS IUIACTBIPs. Y AOBJIETBOPUTEIBHBIE U
HEYJIOBJIETBOPUTEIIbHBIE (DYHKIIMOHAIbHBIE XapaKTEPUCTUKU TAK)KE MOYKHO PETUCTPUPOBATH
nyTeM QoTorpaupoBaHus.

6. Ecnu anresus nsyuaercs B (apMaKOKMHETUYECKOM HCCIIEJOBAaHUM ¢ MHOT'OKPAaTHBIM
J03UPOBAHKUEM, NIPU PACUETE pa3Mepa BHIOOPKH HEOOXOUMO YUUTHIBATh HE TOJBKO 3HAUCHHUS
(bapMaKOKMHETHUYECKUX KOHEUHBIX TOYEK, HO TaK)K€ U 3HAUYEHHUS KPUTEPUEB IIPUEMIIEMOCTHU
MIPY MPOBEPKE TMIOTE3bI O JOCTATOUHOM aJre3uH.

7. B perucTpaiuOHHOM JO0Che HEOOXOAUMO MPEACTaBUTh KPaTKUi 0030p pe3ysbTaToB
UCCIJIEIOBAHNUS 110 KAKJIOMY HCCIIEAYyEMOMY TPAHCIAEPMaIbHOMY JIEKAPCTBEHHOMY IIpernapary
B TaOJMUYHBIX U Tpadudeckux GopMarax ¢ MOSICHEHUSAMHU.

8. B perucrpaniuoHHOM J0Che HEOOXOIMMO MPUBECTH UHIMBUyaJIbHbIE 3HAUECHUS 10JIU
aJre3u B 3aBUCUMOCTH OT BPEMEHHM HAHECEHHUS C COOTBETCTBYIOIMMH UM OINHUCATEIbHBIMU
CTaTUCTHKaMU B TabauyHoM ¢opmate. O030p cpeaHUX pe3yabTaTOB HCCICTOBAHUS
MPEACTABIIAIOT B TAOJIMYHOU (pOopMe B COOTBETCTBUM C TaOIMIEH 1.

Tabmuma 1

O0630p pe3yITaTOB HCCIIEAOBAHAL KOXKHOM are3un

BpCMCHHaﬂ TOYKa OILICHKH, YaChl

g . d . g . d
IIpukpene

HHUE Pedepentn Uccnemyem
biit (R) Ne ( wiit (T) Ne (((R) Ne (%) (T) Ne (%) (R)Ne (%) (T)Ne (%) (R) Ne (%) (T) Ne (%)
%) %)

Bonpmie
WA PaBHO
90 %

bonpmie
WJIM PaBHO
80 %

boapme
HJIA PaBHO

70 %

Bonpmie
WA PaBHO
60 %



bonpmie
WM PaBHO
50 %

Ot 0 nmo
Mmenee 50
%

9.B JOIIOJIHCHHUC K TaOTUIHBIM JaHHBIM 11O HHAWBUAYAJIbHBIM U CPCIAHHUM JOJIAM aATrC3Nn
B 3aBUCHUMOCTHU OT BPpCMCHH HAHCCCHUSA B PCIUCTPALIMOHHOM O0CHE HGO6XOI[I/IMO MNpCaACTaBUTb
rucrorpaMmmy aJarc3MBHOCTHU B 2 HCCIICAYCMBIX I'DYIIIIAX.

2. Kpurepnu OLIEHKH afre3un

10. Aare3uro KOJMYECTBEHHO BBIPAXAIOT Yepe3 AOJ0 (MPOIEHT) IJIONaau KOXH, Ha

KOTOPOM IUIACTBIPb OCTAETCSA B HAKIICEHHOM COCTOSIHMM B KOHILIE MHTEpBasa 103UPOBaHUs.
11. OcHOBHBIE KPUTEPUU OLIECHKH A/ITE€3UU:

a) aare3usi CYUTAETCs mpuemiieMon, ecinu 90-nMpoLeHTHBIN JOBEPUTEIbHBI HHTEPBAI
CpElHEN IUIOIIAAM Yy4YacTKa KOXXHM Ha KOTOPOM B KOHIIE HWHTEpBaia JAO3UPOBAHUS
WCCIIEIYEMBIN TIACTBIPh OCTAETCA B HAKJICEHHOM COCTOAHUU, NpeBbImact 90 % ot BeIn4nHbI
NepBOHAYAIBHON IJIOIMIAAN TPHUKPEIJICHUs IuiacThipsa. Jrob6oe HecoOogaeHrne JaHHOTO
TpeOOBaHUs HEOOXOAMMO 00OCHOBATh, IPUHMMAs BO BHUMAaHHUE BCE MOTEHIIMAJIbHBIE PUCKH,
00yCIIOBJIEHHBIE HEMTOJIHBIM NMPUKPETJIEHUEM TIACTHIPS;

0) eciu mpennojaraeTcs, YTo BBINOJHEHHE TpeOOBaHUs MOANYyHKTa "O" HACTOSLIEro
MyHKTa MaJIOBEPOATHO, MOKHO YCTaHOBUTh HE MEHBIIYIO 3(Q(PEKTUBHOCTH HCCIIETYyEMOI0
TpaHCAEPMaIbHOIO JIEKAPCTBEHHOrO0 TIpenapara IO OTHOUIEHUIO K pedepeHTHOMY
TpaHCAEPMaJIbHOMY JIEKAPCTBEHHOMY IIpenapaTy. OTO BO3MOXHO, €ClH pe(epeHTHbIN
TpaHCAEpMaJIbHBIN JIEKaPCTBEHHBIN Ipenapar caM 1o cede cnabo mpukpervisiercs (MeHble
90 %). Hwmwxnsa rpanuna 90-mpOUEHTHOTO JOBEPUTEIBHOIO HWHTEpBajla pPa3HULBI
aAre3uBHOCTH, PACCYUTAHHOTO IO JOJIE aAre3uu KaK HENpPEepbIBHOW IEepeMEHHOM (
UCCIIeAyEeMbIH JIeKapCTBEHHBIN Mpenapar MUHYC pedepeHTHBIN JIeKapCTBEHHBIN Mpenapar),
He I0JDKHA ObITh MeHblte 10 %.

12. Kpome Toro, Heo0X0AUMO OLICHUTh U CPABHUT:

JIOJTIO aJre3UH BO BCEX BPEMEHHBIX TOUKAX, UYTOOBI OLECHHTH IMHAMHKY H3MEHEHHS
aAre3uu B XOJ€E UCCIEAOBaHNUS;

JIOJII0 CYOBEKTOB, COXpaHAIIMX O0ojee ueM 90-npoueHTHOE NPUKPEIUIEHUE B KaXI0u
OLICHUBAEMOUN BPEMEHHOU TOYKE;

J0JII0 CYOBEKTOB CO 3HAYUMOW CTENEHbIO OTKJIEUBaHUSA (OTPBIB OT KOXH HIIH
OTKJIEMBaHUE Oo0Jiee TMOJOBUHBI IUIACTBIPS) Ka)XJAOro HCCIEAYEMOIro JIEKapCTBEHHOI'O
TpenapaTa BO BCEX BPEMEHHbIX TOUKAX;

YHCII0 MONHOCTBIO OTKICHBIIHMXCS ILUIACTHIPEH B KAXK/ION BPEMEHHOM TOUKE.
Taxxe HEOOX0AMMO MPOAHATU3UPOBATH CIydau MOJHOIO OTKJIEUBAHHS U CIaboro
MPUKPETIJICHHS TIACTHIPEH ¢ yCTaHOBICHUEM BO3MOXKHBIX MTPUUKH U (PAKTOPOB PUCKA.



13. Ilpu KauecTBEHHOM OlLIEHKE aAre3ud He0OXOJMMO YUUTHIBATh CIEAYIOUINE (PaKTOPHI:

HQJIMYUE OCTATKOB JICHCTBYIOIIETO BEIIECTBA MPU yIaJE€HUH BBICBOOOKIAIOIIETO CIIOS U
IIACTBIPS TPAHCIEPMAIBHOTO;

BBITEKAHUE aJIM€3UBHOTO BEIIECTBA U3-TOJ1 IUIACTHIPS, YTO MOXKET MPUBECTH, HAITPUMED, K
00pa30BaHUI0 TEMHOI'O KOJbLA BOKPYT IJIACTBHIPS TPAHCAEPMAIbHOIO, IMOJBUKHOCTU WM
OTKJIEUBAHUIO IIACTBIPS, 00pa30BaHUIO CKIIAJIOK.

Pe3ynbpraThl HcciaenoBaHUs HEOOXOAMMO BHECTH B OOLIYIO XapaKTEPHUCTUKY

JICKApCTBCHHOI'O IIpfriapara.
[MTPUJIOXXEHUE Ne 3
k TpeboBanusM
K MIPOBEICHUIO
(hapMaKOKHHETUIECKOTO
¥ KJIMHAYECKOTO H3YUYCHUS
OHMO3KBHBAJICHTHOCTH
JIEKapCTBEHHBIX IIPETIAPaTOB C
MOIU(HUIIIPOBAHHBIM
BBICBOOOXKIEHUEM

VKA3AHUA
[0 ONPEAEICHAI0 KOPPEIMY JaHHKIX, MOTy9eHHHIX in Vitro  in vivo

I. O6mme momoxeHus

1. Koppensitus nanHbIX, moiaydeHHbIx in vitro u in vivo (IVIVC) — ato Matematuueckas
MOJIeNib, XapaKTePHU3YIOlllas 3aBUCUMOCTb MEXJIy CBONCTBOM JI€KapCTBEHHOU (OpMBI (
rJIaBHBIM 00pa3oM pPAacTBOPEHHEM HIIM BBICBOOOXKJICHHEM JIEWCTBYIOIIETO BELIECTBA),
YCTAHOBJICHHBIM 1IN VItro, U COOTBETCTBYIOIIUM OTBETOM In Vivo (TJaBHBIM o0Opa3oM
MJa3MEHHOW KOHILIEHTpauuen JeHCTBYIOLIEro BEIIECTBA WM €ro abcopOMpOBaHHBIM
koiauyecTtBoM). [logoOHast 3aBUCHMMOCTH BO3HUKA€T, TOJIBKO €CJIM BBICBOOOXKIEHUE
JACHCTBYIOIIETO BEIIECTBA M3 JIEKAPCTBEHHOTO Ipemapara MO3BOJSET KOHTPOIHPOBATH
CKOPOCTb MOSIBJICHUSI IEHCTBYIOIIErO BEUIECTBA B IIJIa3Me.

2. Ilpu pa3paboTke JEKapCTBEHHOI'O0 Ipemnapara ¢ MOAUPUIMPOBAHHBIM
BBICBOOOXKIEHUEM pekoMmeHayercs n3yuutsh [IVIVC:

a) IUIg ONpelelieHUus BBICBOOOXKIEHHS In Vivo AEHCTBYIOIIErO0 BEUIECTBA U3
JIEKapCTBEHHOTO Ipemnapara W BIHUSHHUS JEKapCTBEHHOW QopMbl Ha abcopOIuio
JEHCTBYIOIIETO BEUIECTBA;

0) JU1s1 YCTaHOBJIEHUS 1N VIVO 3HAUUMOCTH MOJIYYEHHBIX 111 VItro pe3yJIbTaTOB UCIIBITAHUN
Ha pacTBOpeHHE M BbHIOOpa COOTBETCTBYIOIIMX IOKa3zaTeled B crneuuukanui Ha
pacTBOpEHHE;

B) mis 0O0OCHOBaHUs TPOBENCHUS OWOBEHBepa Ha MO3MHUX (ha3ax KIMHUIECKOU
pa3pabOTKK JIEKAPCTBEHHOrO MpernapaTa WiIM Ha MOCTPETHCTPAlMOHHOM JTare IMpu
M3MEHEHUH COCTaBa JIEKapCTBEHHOU (POPMBL.



3. Beigensitot Heckonbko ypoBHell IVIVC: A, B u C. Yposens A IVIVC, B otnuuue ot
ypoBHeld B m C, mo3BoisieT yCTaHOBUTH MOTOYEYHYIO 3aBUCUMOCTb MEXAY KPUBOM
pPacTBOPEHHUS TMpernaparta in vitro u mpoduieM "KOHIEHTpaIus — Bpems" in vivo U SIBISeTCA
KeJaTeJbHbIM YpPOBHEM [Jid JIEKapCTBEHHBIX IMpenapaTtoB ¢ MOAUGUIIMPOBAHHBIM
BeicBOOOXkIeHueM. Ecmu IVIVC wucnonb3dyercs B 1Heisix NOpoBeaeHUs OuoOBelBepa,
JOCTHXKEHUE KOPPEISLIUUA YPOBHS A SIBIISIETCS 00s13aTEIIbHBIM YCIIOBUEM.

4. Ilpuromgnocts IVIVC 3aBucuUT OT TOro, HaCKOJIBKO TOYHO OHA IMPOTHO3UPYET
JOCTUTAEMYIO TJIA3MEHHYI0 KOHIIEHTPAIUIO U3 JII0OOT0 MHOKECTBA IAHHBIX, MIOJTYUYECHHBIX 1N
vitro. 9TO B CBOIO OYepe/ib B 3HAUUTEIHLHON CTENEHU 3aBUCUT OT JW3aliHa UCCIEIOBAHUM In
Vitro v in vivo, UCTIOJIb30BaHHBIX JIJIsl ycTaHOBIeHus u Banugauu [VIVC.

II. /In3aita ucciiemoBaHNA

5. B mepekpecTHOM HCCIEIOBAaHUHU 3I0POBHIM JOOPOBOJBIIAM AAIOT 2 WU Oosee
JEKapCTBEHHBIX Ipemapara ¢ OJMHAKOBBIM MEXaHU3MOM BBICBOOOXKIECHUSA C
pazIuyaromuMuUcs NpoWIsIMU PACTBOPEHHUS U MOJAXOAIIYI0 JIEKAPCTBEHHYIO (Popmy
pedepeHTHOro JEeKapCTBEHHOTO TMpenapata (B LENAX JEKOHBOJIOIUHU) C OBICTPBIM
BBICBOOOKJIEHUEM JICHCTBYIONIETO BEIlleCTBa (HApUMEp, pacTBOP JJIsl IPUEMa BHYTPh WU
JIEKapCTBEHHBIM TMpemapaT C OOBIYHBIM BBICBOOOXJEHUEM). Takke MOTryT OBbITh
MPeyCMOTPEHbl aJIbTEPHATUBHBIC JU3aHBI UCCIIEIOBaHUS (HANpUMEp, MapasjieabHbINU,
PaHIOMHU3UPOBAHHBIN JTUO0 YACTHYHO, JINOO MOJTHOCTHIO), BHIOOP KOTOPHIX OCYIIECTBIISIETCS B
3aBUCHUMOCTH OT CBOMCTB JIEKAPCTBEHHOI'O0 Ipemnapata ¢ MOJAU(UIIUPOBAHHBIM
BBICBOOOXK/ICHUEM, BapraOEIbHOCTH (PapMaKOKMHETHUECKUX TMOKa3aTelel MeHCTBYIONIETO
BEIIIECTBA, IEPEHOCUMOCTH 3TOTO JEWUCTBYIONIEro BemectBa U T.4. Mccaenoanue IVIVC
JIEKapCTBEHHOr0 MpemnapaTta ¢ MOAU(UIIMPOBAHHBIM BBICBOOOXKIEHUEM MPOBOJIST HATOIIAK,
JaXe €clIM JTOT Ipenapar peKoOMeHAyeTcs NnpuHuMaTh ¢ nuuei. CopaepkaHue
JEUCTBYIOIIETO BEIIECTBA B IUIa3ME WM KPOBU (MCXOJAHOT'O BEIIECTBA WU HHOTO
MOJXO/AIIETO aHaduTa) ONpeaenseTcss B cooTBeTcTBUM ¢ IlpaBunamu npoBeaeHUs
HCCIIeIOBaHU OMO’KBUBAJIEHTHOCTH JICKAPCTBEHHBIX IMpENapaToB B paMkax EBpasuiickoro
AKOHOMMYECKOTO CO103a, yTBepxkaeHHbIMU Pemennem CoBera EBpa3uiickoil 3KOHOMUYECKOM
KoMuccuu ot 3 HosiOpst 2016 1. Ne 85.

6. He nmomyckaercsi SKCTpamnossius BHE U3YYEHHOrO Juamna3oHa s MpernapaTos,
UCIIOJIB30BaHHbIX 1A co3aanus U Banunauuu [VIVC B mensix peructpaluv U KOHTPOJIS 3a
oOpalieHueM JTUX JIEKapCTBEHHBIX IMpenapaTtoB (HaAMpumep, MPU COCTABICHUHU
cnenuduKaii Ha HUX WIK MPOBEJECHUU TIPU perucTpainuu ouoseiiBepa). Takum obpaszom,
BBIOOD JICKAPCTBEHHBIX TPENapaToB JJisl OIEHKU TPEOYyeT TIIATEeIbHOr0 aHaln3a ¢ Y4eTOM
Takux (aKTOpOB, KaK MEXaHU3M BBICBOOOXKIECHUS JEHCTBYIOIIETO BEIIECTBA, CIIOCOO
obecrieueHsl JOCTATOYHBIX Pa3IUUMid MEXOY JeKapCTBEHHBIMHM MpernapaTamMu U Jp.) B
COOTBETCTBUU ¢ PYKOBOACTBOM IO Ka4e€CTBY JICKAPCTBEHHBIX MPENAPATOB B JICKAPCTBEHHOM
dbopme ¢ MOAUMUIIMPOBAHHBIM BBICBOOOXKICHUEM Ui MPUEMa BHYTPb (IMPUIOKEHHE K



Pexomennaunu Komnernn EBpasuiickoil 5koHOMUYECKOM Komuccuu ot 16 ssuBapst 2018 1. No
2). IlockonbKy YyBCTBUTENBbHOCTh Npoduis "KOHUEHTpauus — Bpems" J1000ro
JEHCTBYIOIIET0 BEUIECTBA 3aBUCUT OT €ro COOCTBEHHBIX (papMaKOKMHETHUYECKHX CBOMCTB,
BBIOOp TMpemapaToB JOJDKEH OCHOBBIBATHCS Ha OXHUjJaeMoM Tpoduiie "Tia3MeHHas
KOHLIEHTpauus — Bpems'" (MMUTalUMs UCIOJIb30BaHUA TeopeTnyeckor 3aBucumoctu [VIVC
WIM MHOXXECTBA IMOTEHUMAJIbHBIX 3aBUCHUMOCTEH M H3BECTHBIX (PapMaKOKMHETHUECKHX
CBOMCTB JICUCTBYIOILETO BEIIECTBA).

7. Paznu4Hble 1O3UPOBKU OJHOTO M TOIO K€ JIEKAPCTBEHHOTI'O Mpernapara, Kak MpaBuiIo,
HE pacCMAaTPUBAIOTCS B KAUECTBE MPEACTABISIOIINUX PA3JIMYHbIE CKOPOCTH BBICBOOOKIEHUS,
HECMOTpSI Ha TO, YTO Pa3pelaeTcsl UCIOAb30BAHUE PA3JIMYHBIX JO3UPOBOK /Il yCTAaHOBIICHHUS
IVIVC nim oneHKM BHEHNIHEW MPOTHO3UPYEMOCTH. 110 ATOM mpHyYMHE OLEHKA pa3inudus
npoduieil pacTBOpEHUs pa3HbIX MPEnapaToB, KaK MPaBUIO, OCHOBBIBAETCA HA MPOILIEHTE OT
HOMHUHAJIBHOIO (WK (PaKTUYECKOT0) CONEPIKAHUA JEMCTBYIOLIETO BEIIECTBA.

1. Beibop noaxosmieti iekapcTBeHHOM GOPMEI pedepeHTHOrO JIEKAPCTBEHHOT'O TIpenapara it
JIEKOHBOJIIOLIAH

8. JlexkapcTBeHHas (hopma peepeHTHOro JEKapCTBEHHOTO Ipenapara Jyisi I€KOHBOJIIOLINU
— 3TO mMpemnapar ¢ OBICTPHIM BBICBOOOXKICHUEM, BKIIOUEHHBIN B uccnenoBanus [VIVC c
1[I0 OIICHKH BBICBOOOKICHUS ACHCTBYIONIETO BEIIECTBA IN VIVO KaK (YHKIIUU OT BPEMEHHU
U3 KaXJOTO HCCIEAYyEeMOro JEKapCTBEHHOTO Tpermapara ¢ MOIUPUIHPOBAHHBIM
BBICBOOOXKIeHHeM. [Ipodunp "BbICBOOOXIAEHHE In VIvo — BpeMms" JIeKapCTBEHHBIX
mpenapaToB ¢ MOAUGPHUIIMPOBAHHBIM BBHICBOOOKICHUEM IS MpUEeMa BHYTpPb, KaK TPaBUIIO,
MOJIy4aroT MyTeM JeKoHBoOIonuU. OH OTpa’kaeT UCTUHHOE BBICBOOOXKICHHE JICHCTBYIOIIETO
BEIIIECTBA IN VIVO, TOJbKO €CJIM JIEKapCTBEHHOU (opMOH pedepeHTHOTO JEKapCTBEHHOTO
mpenapara SBISETCS pacTBOp JUIsl MpUeMa BHYTPH (B JKEIYIKE U KEITyIOYHO-KUIIICYHOM
TpaKkTe 3TOT pacTBOp He oOpasyer ocanka). Eciu cKOpocTh pacTBOpeHMs Mpenapara c
OOBIYHBIM BBICBOOOXKJACHHEM IIPEBBIMIACT ero abcopOiuio (4TOo, KaKk MpaBuUIo,
BBIICPKUBAETCA JJIs ICUCTBYIOIIMX BEIIECTB, BHIOPAHHBIX ISl pa3pabOTKH JIEKAPCTBEHHOTO
npenapara ¢ MOAU(DHUIIMPOBAHHBIM BHICBOOOXKICHHEM), B KAUECTBE JICKAPCTBEHHON (DOPMBI
pedepeHTHOTO JIEKapCTBEHHOI'O TMpenapaTra B MCCIEI0BAHUSX Pa3pelIaeTcsi UCHOJIb30BaTh
JIeKapCTBEHHBIE MPernapaThl ¢ 00BIYHBIM BHICBOOOXKIECHUEM, BLICBOOOKICHUE IEUCTBYIOIIETO
BEIIIECTBA U3 KOTOPBIX OJU3KO K BBHICBOOOXKICHUIO NEUCTBYIONIETO BEIIECTBA IN VIVO W3
JIEKapCTBEHHBIX MPENapaToB C MOIU(DHUITMPOBAHHBIM BBICBOOOXKICHHEM. B HEKOTOpHIX
ClIy4asix B Ka4eCTBE JIEKAPCTBEHHOU (OpMBI pehepeHTHOTO JIEKAPCTBEHHOTO Tperapara Jijis
IVIVC ucnons3yercs JIeKapCTBEHHBIN Npenapar Ijs BHYTPUBEHHOTI'O BBEIEHUS, KOTOPBIN
TAaKXK€ TMO3BOJSET JOOUTHCS OJM3KUX MO OTHOIICHUIO K JIEKAPCTBEHHOMY Mpemnapary ¢
MOAUGUIUPOBAHHBIM BBICBOOOXKJEHUEM TIIOKa3aTeliel BBICBOOOXKIEHUS JIEUCTBYIOLIETO
BEILIECTBA 1IN VIVO, ecilii abcopOLMs JIEKapCTBEHHOTO MpernapaTta [jisi BHYTPUBEHHOIO
BBEJCHUS JIOCTATOYHO OBICTpas (HAMpuUMep, y JEUCTBYIOIIUX BEHIECTB C BBICOKOH



MIPOHUKAFOIIEH CITocOOHOCTRI0). Eciu nmponukaromas criocoOHOCTh JICHCTBYIOMIETO BEIIECTBA
B JIOMOJTHEHHE K €TI0 BBICBOOOXKICHHUIO W3 JICKAPCTBEHHOTO Ipernapara BIUSET Ha CKOPOCTh
abcopOIHK IeHWCTBYIONIETO BEMIECTBA U3 JICKAPCTBEHHBIX MPENapaToB ¢ MOAUPHUITMPOBAHHBIM
BBICBOOOXKCHHUEM, ONTUMAJIBLHON JIEKAPCTBEHHOU (HOopMO pedepeHTHOTO JIEKapCTBEHHOTO
rpernapara sIBJISIETCS. PaCTBOP [IJisl IpUEMa BHYTPb MPEANOUYTUTEIbHEE, YEM JICKAPCTBEHHBII
npenapar JUisi BHYTPUBEHHOT'O BBEJEHHS M JIEKAPCTBEHHBIM mpernapar ¢ OOBIYHBIM
BBICBOOOXK/IeHHEM). B OTHOIIEHNH NEMCTBYIOIIMX BEIIECTB C HU3KOW PACTBOPUMOCTBHIO U (
WJIM) TPOHUKAIONIEH CHOCOOHOCThIO, OCOOCHHO €CJIM MPOHHUKAIOMAs CHOCOOHOCTh
M3MEHAETCS Ha MPOTSIKEHUHU JKEITYyJOUHO-KHUIIIEUHOTO TPAKTa, IEHHOCTh MOTYT MPEACTABIATh
noaxoel kK IVIVC, ocHoBaHHBIE Ha (DH3HOIOTHYECKH 000CHOBAaHHOM (PapMaKOKHMHETHYSCKOM
Mozenu (nanee — DKOD-moens).

9. [ogxopsmieii nekapcTBeHHON (opMoii pedepeHTHOTO JIEKApCTBEHHOTO Mpemnapara npu
ornienke IVIVC BHyTpuMBIIIEYHBIX (IMMOJKOXKHBIX) JEMO-TIPENapaToB SIBISETCS BOJHBIN
pacTBOp, BBOJAMMBINM (MPEANOYTUTENHLHO) TEM JKE€ IMYTEM UYTO U BHYTPUMBIIIECYHBINA (
NOJKOKHBIN) AeNO-Tpenapar, Win JICKaApCTBEHHBIN Npenapar AJisi BHyTPUBEHHOTO BBEICHUS.
Hannexameit nekapcTBeHHOM (GopMoil pedepeHTHOro JeKapCTBEHHOIO IMpenapara s
CUCTEM TPaHCIIEPMAIILHOW TOCTAaBKU SIBJIIETCS IIpenaparT AJii BHyTPUBEHHOI'O BBEJICHUS.

10. BeiOpaHHy0 JekapcTBEHHYIO0 (HOopMy pedepeHTHOro JeKapCTBEHHOTO Mpernapara
HEO0OXOAMMO BKIIIOYATHh B KaXKI0€ HUCCIEOBAHUE, JaHHBIE KOTOPOTO OYIyT MCIOJIb30BaHBI
st ycranoBieHust IVIVC, a Takke OLIEHKM BHYTPEHHEW WJIA BHEUIHEW MPOTrHO3UPYEMOCTH
W3MEHECHUs KOHIIEHTPAllMU JEHUCTBYIOLIETO BemecTBa. lIpenmymecTBoM BKIHOYEHUS
BBHIOpaHHOW JIeKapCTBEHHOM (opMbl pedepeHTHOro JEKapCTBEHHOTO IIpernapara B
uccienosanus [VIVC sBnsercs NmoBblIEHWE BEPOATHOCTH YCIIEIIHOTO YCTAaHOBIICHUS U
Bamuaanuu IVIVC, ocobeHHO s 1efedl BHEIMIHEHW OIGHKH IPOTHO3UPYEMOCTHU
KOHLEHTpAIUM JeWcTByomero BemecTtBa. Hanmnexamum oOpa3oMm BbeIOpaHHas
JeKkapcTBeHHass (Gopma pePepeHTHOTO JEKAPCTBEHHOTO IMperapara SBISIETCS OJHUM U3
HanboJiee BaXKHBIX AJeMEHTOB au3aiHa ycnemHod [VIVC, mockonbky oHa MO3BOJISIET B
WHIUBUTyATHHOM TIOPSIKE HOPMAJIU30BaTh pa3inuvs B (apMaKOKHMHETUKE JIEHCTBYIOIIETO
BeniecTBa. JlekapcTBeHHas ¢popMa pepepeHTHOTO JEKapCTBEHHOIO MpernapaTa BKII0YaeTcs B
KaXJblil METOJ aHalu3a JaHHBIX, KaK NPU BHYTPEHHEW, TaK W BHEIIHEW BaluJalluud U
O0COOEHHO Ba)XHO, €CIIM MEXWHIWBHyalbHAs BapUaOEIHLHOCTh SIBISETCS YMEPEHHOW WIIH
BBICOKOM, a YHCIIO CYOBEKTOB HCCIIEIOBaHUS €€ He KoMIleHcupyeT. Eciau BapuabeabHOCTD
HU3Kas U (WIM) YUCTI0 CyOBEKTOB JOCTATOYHO OOJBIIOE, BO3MOKHO YCTAHOBUTH M YCIICIIHO
BanuaupoBars I[VIVC 6e3 wucnonb30BaHus BBIOPAHHOM Je€KapCTBEHHOW (opmbl
pedepeHTHOro JIEKapCTBEHHOTO mMpemapara (Hampumep, MyTEeM HCIOJIb30BAHUS JTaHHBIX
HAY4YHOU JIUTEpaTyphbl WIM paHEE CO3/IaHHON MOJEIU MONYJIAIMOHHON (hapMaKOKUHETHKH). B
LEeJSAX MPUHITUS UHHOPMUPOBAHHOTO PEIICHUS €€ ONTUMAIIBHO YCTAaHABIMBAThH C TOMOIIBIO
CUMYJISIIUOHHOTO  MOJICJIUPOBAHUS, HCIOJb3Yys  M3BECTHYIO  BapuabelbHOCTH
(hapMaKOKMHETUYECKUX MOKa3aTeNIel U mpejyiaraeMelil Au3aiH uccneaoBanus. B oTHoLIeHUn



BOCIIPOU3BEICHHBIX MpenapaToB ¢ MOIU(PUIUPOBAHHBIM BBICBOOOXKJIEHUEM MOXKHO
UCIIOJIB30BaTh JICKAPCTBEHHYIO (opMy pedepeHTHOro JIeKapCTBEHHOrO IpemapaTra ¢
MOAU(DUIIMPOBAHHBIM BBICBOOOXKICHHEM C IIEJbI0 HOPMATM3alMKM PAa3uduil B KIHUPEHCE
JCHCTBYIOMINX BEIIECTB JICKAPCTBEHHBIX IPEMapaToB Y Pa3HbIX CYOBCKTOB HCCIICIOBAHUS,
OJIHAKO 3TOT CMOCO0 MeHee HaAekeH. J[aHHYIO CTpaTerHi0 MOKHO TakK)Xe OLEHHTH
MOCPEJICTBOM CHUMYJISIIIUMA, TPUHUMAas BO BHUMAaHHE BapuabEIbHOCTh BBIOPAHHOW
JIEKapCTBEHHOU (OpMBI peepeHTHOTO JIEKAPCTBEHHOTO TIpenapara u Ipyrux pedepeHTHBIX
penapaToB ¢ MOAUPHUITUPOBAHHBIM BHICBOOOKICHUEM.

2. Bpems or6opa 06pasmoB

11. Borpocs! BbIGOpa BPeMEHHBIX TOUYeK 0TOOpa 0Opas3IoB in Vitro paccMaTpUBAIOTCS B
PykoBojicTBE 1O KadyecTBY JEKAapCTBEHHBIX MpenaparoB [Js MpuUeMa BHYTPh C
MO HIPOBAHHBIM BBICBOGOXK IeHHEM. [Ipi BEIGOpE BPEMEHHBIX TOUYEK 0T6Opa 06Pa3IoB B
UCCIICJIOBAHUSAX PACTBOPEHHS In Vitro u oOpas3ioB KpoBU (IJ1a3Mbl) in VIVO HEOOXOJAUMO
YYUTBIBATh TO, yTO AaHHbIe B aHanu3e [VIVC Oyayt o0benunensl. [loaToMy pekoMeHmyercs
PUIEPKUBATHCA IIEJIOCTHOTO MOAX0a MpH ianupoBanuu uccnegopanus [IVIVC (Bkirouas
UCIIBITAaHUE Ha PACTBOPEHUE 1N VILro).

12. BbIGOp BpeMEHHBIX TOYEK OTOOpa 0Opa3lOB KPOBM (ILIA3MBI) JIydlle BCErO
NpUHUMATh Ha OCHOBAaHWU MOJCIHMPOBAHMS C HCIOJIb30BaHUEM (AKTHUECKUX (HIIH
MOJICIUPOBAHHBIX) JAHHBIX BHICBOOOXKIACHUS 1IN VItro KIMHUYECKUX CEPUH, MPOU3BEICHHBIX
s nieneit uccnenosanust IVIVC. Ecnu Ha pacTBopeHue in vitro BIUSIOT nokasaresb pH win
CKOPOCTbH BPAIIICHHUS JIOTTACTHON MeMIaIKu (KOP3WHKH), YUCIIO MOTPYKEeHUN B MUHYTY (dpm)
WIN CKOPOCTh MOTOKA (B 3aBUCMMOCTH OT BHJIa ammapara), 1ejaecoo0pa3Ho OCYIIECTBISATh
MOJEJIMPOBAHUE, MCIOJb3Ys] MHOXKECTBO HpOoQuiIel pacTBOPEHHS In VIiro B ULENAX
COCTaBJICHHS peXrMa 0TOOpa 00pasIioB JJig OXBaTa MHOXKECTBA NMOTCHIIMAIbHBIX BAPUAHTOB
MOBEJEHUS B YCIOBUsX In vivo. KpoMe Toro, npu HaJlM4yuu HEKOTOPOTO MPEIBAPUTEIBLHOTO
MOHUMaHus BepossTHOM 3aBucumoctu I[VIVC, ee mnydine BCTpOUTh B HadaldbHOE
MojJenupoBanue. Hampumep, B OTHOIIEHMHM TMPENAPATOB C KOHTPOJIUPYEMBIM
BBICBOOOKJICHUEM, BBOJUMBIX HHBEKIIMOHHBIM ITyTEM, HCTIBITAHUE HAa PACTBOPEHHUE in ViItro B
CTaHJApPTHOM METOAMKE MPOBOIAT B TeueHue 24 — 48 yacoB, TOrAa Kak IMpejrnosaraemas
MPOJIOJKATEIBHOCTh OCTYIJIEHUS JEHCTBYIOLIETO BEIIECTBA JIEKAPCTBEHHOT'O IIpenapara in
vivo coctaBisieT 1 — 2 mecsina. Takum 006paszom, [uist co3nanus 0oJiee peaTuCTUYHON KapTHUHBI
0KHJIAEMOT0 OCTYIJIEHUS ACHCTBYIOIIET0 BEUIECTBA B OPraHU3M In VIVO U JIy4lIero Beioopa
HAJUIEKAIIMX BPEMEHHbIX TOYeK 0TOOpa 0Opa3IloB HCCIEAYEMbIX IIPerapaToB, BPEMEHHOI
dakTop (MM, B LENAX ydyeTa HEOINPEIEICHHOCTH OKHUJIaeMOr0 BBICBOOOXKIEHUS In VIVO,
HECKOJIbKO (haKTOPOB) MOXHO OIPEAEIUTh 3apaHee U BKIOUUTH B MOJIEINb.

3. KomagecTBo CyObEKTOB HCCIIeIOBaHUA



13. KonudecTBo CyOBEKTOB, MoJIekKallee BKiroueHuo B uccienopanue [VIVC, 3aBucur
OT MEXHUHJMBHUAYaJbHONW BapuaOeNbHOCTH W BHYTPUMHAMBUIYATbHON BapuaOenbHOCTU
abcopOruu 1 (HapMaKOKMHETHKU JEHCTBYIOMIETO0 BEIIECTBAa JIEKAPCTBEHHOTO Iperapara.
HecMmoTpss Ha HEBO3MOXKHOCTh JaTh YETKHME PEKOMEHJALMH, MParMaTUYHbIM MOAXO0J0M
ABJIIETCS BKIIIOUEHUE B iepekpecTHoe uccnenopanre [IVIVC ne menee 12 cyObeKTOB.

III. YcraroBnenue u Bammnanuga IVIVC

1. O6mue monoxeHus

14. Koneunoit uensto ycranosineHusa [VIVC sBnsieTcsa Hale:)KHOE MPOTHO3UPOBAHUE
JTUHAMUKA W3MCHEHHS TUIAa3MEHHOW KOHIICHTpPAIlMM BO BPEMEHH IIpemapara ¢
MOU(DHUITUPOBAHHBIM BBICBOOOKICHIEM Ha OCHOBAHHWHM JaHHBIX BBICBOOOXKACHUS in vitro. B
MIPUHITUIIE, TS OTUX IEJIeH TOMyCTHMO HCIIOIh30BaTh JIF000H HAyYHO 000CHOBAHHBIN METOT
uccienoBanms. Tak KaK METOJbl WCCIENOBAHUS IMPOJOJDKAIOT Pa3BUBATHCS, TMEpPEUYEHb
pPUEMJIEMBIX METOJIOB HE paccMaTpUBAaeTCs B KauecTBE HcUepIbIBaromero. [1ockoibky
nenplo ycranosieHus [VIVC sBisieTcss IpOrHO3UPOBAaHHE € MTOMOUIBIO PA3IMYHBIX JAHHBIX
BBICBOOOK/ICHHS In Vitro 0e3 MOoJydeHUsl TaHHBIX O TUIA3MEHHOW KOHIICHTpAlMM in VIVO,
JOCTUTAeMOM TIOCJIE TPUMEHCHHsI TpenapaTa ¢ MOAU(PHUIIMPOBAHHBIM BBICBOOOKICHUEM,
00s13aTEeBLHBIM YCIOBUEM SIBJISIETCS MPUMEHUMOCTh ofHOM 3aBucuMocTH [VIVC ko Bcem
npernaparam, UCIIOJIb30BaHHBIM MPH €€ CO3JJaHUH U BaJIHIaIlHH.

2. JTomyCTHMEIE METOARI AHANM3a JAHHBIX

15. JIByMsi OCHOBHBIMM KaTETOPUAMHU MAaTEMAaTHUUYECKUX TMOJIXOJ0B K MOJECIUPOBAHUIO
IVIVC sBnsroTcs OAHO- M JIBYXdTamHble METOIBbI. J[ByXdTamHblii METOJ OCHOBaH Ha
nexkoHBoironuu. K 0HO3TanmHBIM METOAaM OTHOCSITCS METOJ, OCHOBaHHBIN Ha KOHBOJIIOLINH,
U METOJl, OCHOBaHHbIM Ha AUPDEpPEeHIMANTBHBIX YPABHEHUSIX UM UCHOJIH30BAaHUU
DOKOD-monemei.

16. MeToapl, OCHOBaHHBIE Ha JEKOHBOJIIOIIMHU, BKIIOYAIOT 2 dTana aHaJln3a JaHHBIX U
MOTYT HCHOJb30BaThCA B KadeCTBE OCHOBHOro meroja ananuza IVIVC unu B mensax
MOMCKOBOTO aHaju3a, IpeaBapsis OJHO3TanmHbli MeTon (Metonasl). Ha mepBom aTame
OCYIIECTBIISACTCS JACKOHBOIIONHUS C IEIbI0 OIEHKU JTUHAMUKHU abcopOruu in vivo. BmecTo
KaAMEPHBIX MOJEJNEN MPEANOYTUTENBHO HUCIIOIb30BATh TAKUE HEKAMEPHBIE MOJIEIH, Kak
Mojienb Barnepa-Henbcona unu Jly-Purenemana. MeTouky BBIIOJHEHUS AEKOHBOJIIOLIUH
BKJIFOUEHBI B COCTaB MMPOTPAMMHOT0 00€CTIeUeHHUs JIJIsl BHITIOJIHEHUS (papMaKOKUHETUYECKOTO
ananu3a. Kak mpaBuio, OHM BKJIIOYAIOT B ceOsl MOJTOHKY KpUBOM Il (DyHKIMHU OTBETA
eauHu4yHoro wumnyiabca (C d) K JIaHHBIM JIEKapCTBEHHOW ¢GopMbl pedepeHTHOTO

JEKapCTBEHHOT'0 Tpemnapara JUisi KaKJIOoro cyObeKTa ¢ MOCIHeayromend TeKOHBOIIOIUEH



JaHHBIX, TIOJYYCHHBIX Y OTJCIBHOTO CYOBEKTa, JIS KaXKJIOTrO JICKAPCTBEHHOI'O IIpernapara
MOJAU(PHUIIUPOBAHHBIM BBICBOOOXKICHUEM C IICJIBIO TMOJYYCHHUS CKOPOCTH MOCTYIUICHHS (
abcopOuum) in vivo (r(t)), corimacHo clieayromer GyHKIIMOHAIBHOW 3aBUCUMOCTH:

t

€O = 1) s = | C5(t = Draps()e

0

rae:
C — ma3mMeHHast KOHUEHTpAaLus;
C,4 — OTBET Ha eJMHUYHBIA UMITYIbC (TO €CTh NPOQUIB MIA3MEHHOI KOHILCHTPALWH,

dbopMuUpYIOLIUICS TOCI€ MIHOBEHHOM aOCcopOLMM €eAMHUYHON 03Bl JEHCTBYIOLIETO
BEIIIECTBA);

* — onepaTtop KOHBOJIIOIUH.

17. Ha BTOpOM 3Tarie ycTaHaBIMBAIOT 3aBUCUMOCTh MEK/y HAKOIJIEHHON abcopO1uent in
ViVvO W BBICBOOOXXJICHHEM JICHCTBYIOIIETO BellecTBa In Vitro. B cOOTBeTCTBUU C
OOIIEIPUHITHIMA B MaT€MAaTHUYE€CKOM MOJICITUPOBAHUHM DPEKOMEHAANMIMHU, HEOOXOAMMO
CTPEMUTHCSI K DKOHOMHUHU U HCIOJIb30BaTh MPOCTEHIIYI0O MOJENb JUIsl ONMUCAHUS JaHHBIX.
OOBIYHO WCIOJIB3YIOT MOJEIH C yBEIMUYMBAIOMICHCS CIOKHOCTBHIO, HAUMHASI C JTMHEHHBIX
3aBUCUMOCTEH M Jajiee YCIOXKHSSA WX MPU HEOOXOAUMOCTH C Y4ETOM OHOJIOTHYECKOM
npasgonogooHoctu. HecMoTpst Ha cTpeMiieHre MOJIYYUTh JIMHEWHYIO 3aBUCUMOCTh MEXKIY
abcopO1meil in vivo 1 BBICBOOOXKIEHUEM In Vitro, OHa He sBiiAeTca 00s3arenbHol. K Tomy ke
UMEETCS MHOXXECTBO (DU3UOJIOTUUECKUX U (PUBUKO-XUMUYECKUX (PAKTOPOB, KOTOPHIE JIETA0T
ee wmajoBeposiTHOW. [lpm Hammuum 0OOCHOBaHMS, OCHOBAHHOTO YY€TE€ COCTaBa
JEeKapCTBEHHOTO MpenapaTta, (QU3HKO-XUMHUUYECKUX, (PApMAKOKUHETUYECKUX U
¢u3nonoruyeckux (HakTopoB, KOHTPOJIUPYIOIIUX BHICBOOOKIEHUE JEHCTBYIOUIETO BEIIECTBA
in vitro u in vivo, JOIYCKaeTCsl JJIsI BCEX JICKAPCTBEHHBIX MPEMapaToB UCIOIb30BaTh JIFOOOH
BU/J 3aBucuMocTH JiIsl onrcanus [VIVC, Bkitodass CHrMOBUIHYIO 3aBUCUMOCTh IO MOJIENH
Xuma, a TakkKe MCIOJIb30BaTh MapaMeTphbl U MOAXOAbl K MAcCIITAOMPOBAHUIO BPEMEHU H
BPEMEHHBIX CJIBUTOB, YYUTHIBAIOIIKME HEMOJIHOTY abcopOuuu (Harmpumep, BBOJIUTH BpeMs
oTceueHHs: abcopOImM s JEeKapCTBEHHBIX MPEMapaToB JJis MpueMa BHYTpPb). Pasnuunbie
AUana3oHbl BPEMEHM JUIsl KaXJAOro Ipernapara yKas3blBalOT Ha OTCYTCTBHE €IUHOU
3aucumoctH [VIVC mng npenaparoB. MeTo/pl, OCHOBaHHbIE HAa AEKOHBOJIOIUHU, OCOOEHHO
MOJIE3HBI MPY MOMCKOBOM aHAJIM3€ IaHHBIX B MPOLIECCE TTOCTPOCHUS MOJIEIH, IOCKOJIbKY OHH
naroT rpadudeckoe npeacrabieHue (HAKOIUIEHHOE KOJIMYECTBO, aOCOpOUPOBAHHOE 1N VIVO, B
CpPaBHEHUH C HAKOIUICHHBIM KOJWYECTBOM, BBICBOOOXKIEHHBIM in Vitro, u rpaduxu Jlepu:
BpeMsi abcopOIuu OMNpenesieHHOW YacTH J03bl In VIVO B CpPaBHEHHH CO BpEMEHEM
BBICBOOOKJIEHHSI OMNPEAEICHHOW YacTH J03bl In Vitro). DTO NPEACTAaBICHUE MOKHO



MCIIOJIb30BaTh JJIsl BBISIBIICHUS NOAXOASMIINX Moenel 1uis 3apucuMoctu [IVIVC u nonyuyenus
HEOOXOIMMBIX MCXOJIHBIX OIEHOK MapaMeTpoOB, HEOOXOIUMBIX JIJIsi OJTHOATAIHBIX METOJIOB
MOJETUPOBAHUSI.

18. MeTtojbl, o0cCHOBaHHBIC Ha TU((HepeHIIMAIBHOM YPaBHEHUHY, KOHBOJIIOIIMH, a TAK)Ke Ha
OKO®D-Mozensx, pacCMaTPUBAOTCS B KAYECTBE OJTHOATAMHBIX, MIOCKOJIBKY MOJEINPOBAHUE
BKJIIOYAET B C€0s MCIOJIb30BAHUE MOTYUYEHHBIX JJAHHBIX HAMpIMyIo 06e3 npeoOpa3oBaHuii (TO
ecThb 0e3 nexoHBoMoNH ). OTHOATAIHbBIE MOIX0/IbI AAOT P MPEUMYIIECTB 110 CPABHEHUIO C
METOJJaMH, OCHOBAaHHBIMU Ha JIEKOHBOIIOLIMH, TOCKOJIbKY MOJENb HAMPSIMYIO NPOTrHO3UPYET
npopunp "MiIazMeHHas KOHLEHTpPAIMs — BpeMs'; MOJEIMPOBAHHE COCPEJOTOYEHO Ha
CIIOCOOHOCTH MPOTHO3UPOBATH M3MEPHUMOE KOJIMYECTBO, a HE KOCBEHHO PACCUYMTAHHOE
KOJIMYECTBO, TaKO€ KaK HaKOIUIEHHOe abcopOupoBaHHOE KojuuecTBO. Kpome Toro, 3Tu
PE3yAbTaTHI JIETYE TOAIAI0TCS WHTEPIIPETAINH C TTO3HUIINI BIUSHUAS BEICBOOOXKICHUS in VItro
Ha CcTaHJapTHbIE MapaMeTpbl OMO’KBUBANIEHTHOCTH. KaMepHbli TOAXOJ [OMycCKaeT
HEJIMHEWHYIO0 (HammpuMep, ONMKUChIBaEMYI0 MOAeNbl0 Muxasnuca-MenTeH) papMakKOKUHETUKY,
TOT/1a KaK METOJ, OCHOBAaHHbBI HAa KOHBOJIFOLIUH, TPEATIOJNIATAET JIMIIb JUHEUHYIO KUHETUKY.
HecMoTps Ha TO, 4TO METO/bl, OCHOBaHHbIC HA KOHBOJIOUMU U AuddepeHnuaIbHOM
YpaBHEHUH, SIBISIOTCS OJIHOATAITHBIMHU, OHU Pa3auyaroTcs Mo (GopMe 3aBUCUMOCTH MEXKITY
BBICBOOOKJIEHUEM IN Vitro U TUIa3MEHHOUN KOHIIEHTpaluen aeicTByromero Bemecta. [Ipu
MOAX0JIe, OCHOBAHHOM Ha KOHBOJIIOIIMU, HCIIOJB3YETCS WHTErPAIbHOE MpeoOpa3oBaHUE
3aBUCUMOCTH MEXIy KOHIIEHTpallMen mpemnapaTta ¢ MOAUGUIIMPOBAHHBIM BEICBOOOKACHHUEM (
C(t)), 3amaHHON CKOPOCTHIO TTOCTYIIEHUS (abcopbumm) in vivo (1(t)), © OTBETOM €AMHUYIHOTO
umnyibca (C )» IPUBEICHHOE B IYHKTE 16 HACTOALIMX YKa3aHHIA:

C(D) = r(t) * Cs = f Cslt—Diteie

0

[Ipu ncnonb30BaHUU MOJAXO0Ja, OCHOBAHHOM Ha MCIOJIb30BaHUU AU (epeHInanbHbIX
ypaBHEHUM, UCIIOIB3YETCs TPATUIIMOHHAS KaMepHasi MOJENb ONMHUCAaHus (PapMaKOKUHETUKH
JIEHCTBYIOILErO BEIIECTBA, KOTOPas TaAKXe BKJIOUAET B c€0s1 (YHKIMIO OMUCHIBAIOIIYIO €T0
MOCTYIUICHUE B OPTaHU3M.

B 06oux ciyuasx ypaBuenue [VIVC onpenensieT 3aBUCUMOCTb MEXKTy BBICBOOOKICHUEM
JICHCTBYIOIIETO BEIIECTBA In Vitro (r gis(D) 1 ee abcopOrmueit in vivo (r(t)). B mpocteitmem

cllydae 3aBHCHMOCTH IIPOIIECC PACTBOPCHHS JACHCTBYIOIIETO BEIIECTBA MOJIHOCTHIO
XapaKTepu3yeT CKOPOCTh ero abcopOimu:

l‘(t) = Tqis(t)



[Ipu onucanuu IVIVC nonyckaercst nCnosib30BaTh pa3inuHbIe 00JIee CI0XKHbIE (DYHKIIHH,
YVYHUTHIBAIOIINE JTATCHTHBIC TIEPUOABI a0COPOIINU, pa3Inyue B CPOKAX paCTBOPEHUS in VIVO U
abcopOuuu in vivo, a TakKe U3MEHEHHUE TTPOHUKAIOIIEH CITOCOOHOCTH B Pa3JIMUHBIX OT/IeNIax
eIy T0YHO-KUIIIeUHOr0 TpakTa. Hampumep, cienyroriee ypaBHeHHE BKIIOYAET B ceOs Takue
MEPEeMEHHBIC KaK, JATCHTHBIA mepuon (t)), ¢akrop macmrabuposanus (s;), dakrop

MacITaOupOBaHUS (S,), YUUTBIBAIOLIHII HETIOIHYIO a0COpOIIMIO 1 UCTIOJIb30BAHUE PA3TUIHBIX

SIVHUIIL JJIS1 OTIMCAHUS PACTBOPEHHMS 1IN Vitro u abcopOmuu in vivo:
r(t) = s, - rgis(ty + 51+ t)

B moaxoae, ocHOBaHHOM Ha HCHOJL30BaHUU U (EpeHIINaTBHOTO YpaBHEHUS,
UCIIONB3YEeTCS TPAAUIMOHHAs KaMepHas MoJelb (apMaKOKHHETHUKHU JIEHCTBYIOIIETO
BEIIECTBA, KOTOpPasi TAaKKe BKIIOYAET (PYHKIMIO MOCTyIUIeHUs. B kauecTBe ajabTepHATUBBI
MOHO Hcnoib30BaTh @PKOD-Mo1€51b. ITa MOAEND JOIKHA ONMKUCHIBATH MEXAHU3M JAEHUCTBUSA
JIEHCTBYIOIIETO BEUIECTBA U PACIIOIAraTh SKCIEPUMEHTAILHBIMU JAHHBIMU TSI HAJIJIEXKAIIIETO
onucanus (a3 abcopOuum, MeTabonu3Ma, pacrnpeaeeHus] U dTUMHUHAIMA UCCIEAYyEMOTO
JefcTByomIero BemecTa. [10100HO METO Ty KOHBOJIIOIIMH, OCHOBAHHOMY Ha MCTOJIb30BAHUH
muddepeHnaaTbHOTO YpaBHEHUs, ¢ ucnoib3oBaHueM OKOD-monenn B KauecTBe
MOCTYTUICHUSI UCTIONB3YyeTCs MPO(HIIb BEICBOOOXKICHUS IN Vitro, TO3BOJISIONINI MOTYYUTh
IUTa3MEHHBIN TPO(HIIb, KOTOPBIA OTpakaeT PYHKIIMOHAIbHBIE XapaKTEPUCTUKH Mpenapara in
VIVO COTTIaCHO cIieAyroIIen Gopmyie:

I‘(t) = {-Pahs(t)Srrd[s (tl} b 3 Slt)

[Ipu uconp30BaHUM JBYXATATHOTO MOAX0Ja CpeaHuil mpoduiib abCopOIK MOTy4YaroT
nocJje ycpeaHeHus npoduiieit abcopOuu OTAeIbHBIX CYyOBEKTOB (TO €CTh IO pe3yjIbTaTam
WHJIUBUyaTbHONW JICKOHBOJIIOIIUK), a HE JIEKOHBOJIOIUU YCpeaHeHHOro mnpodwuas "
KOHIIeHTpanusi — Bpems". Eciu TOMbKO NaHHBIE PacTBOPEHUS In Vitro He SBISIOTCS SBHO
BapuaOeNbHBIMH, UCTIOJB30BAHUE CPETHETO PACTBOPEHHUS B HOPME OKAa3bIBAE€T HEOOJBIIOE
BIUSHUE Ha pe3yJbTaT aHAJIM3a JAaHHBIX W PACCMATPHUBACTCS B KAa4eCTBE MPHUEMIIEMOM

ITPAKTHUKHU.

KBaymduxanua (aTTecTanys) U OneHKa MPOrHO3UPYIOMEH CIOCOOHOCTH MOJIENH, ONMCHIBAIOMIEH
IVIVC

19. Bwibop moxenu, onuceiBawomeid IVIVC, craemyer ocHOBBIBaTh Ha
(U3UKO-XUMUUYECKUX CBOMCTBAaxX JIEMCTBYIOIIErO0 BEIIECTBa, €ro adCOpOIHUOHHBIX



XapaKTEPUCTUKAX, XapaKTEPUCTUKAX TECTa HA PACTBOPEHUE M KPUTEPHUSX BHIOPAHHBIX IS
OIICHKH TIOKa3aTessl CTETIIEHU COorIacus MPOrHo3a (Hampumep, NpoBepKa MporHo3a Ha OCHOBE
yK€ UMeEIoIuXcs JaHHbIX). Llensio npuMenenus mozaenu, onucbiBatoniei IVIVC, aBusercs
BO3MOKHOCTh JIOCTATOYHO TOYHOT'O MPOTHO3UPOBAHUS 0XKHAAEMOT0 NMpoduiis "maa3MeHHast
KOHIICHTpAIUs — BpeMsi"' Ha OCHOBAHHH JAHHBIX PACTBOPCHMUS In Vitro Moau(pUIIMpOBaHHOTO
npenapara. JTO TOJATBEPXKIACTCA MyTeM TpapuuecKoro CpaBHEHHUS IPOTHO3HBIX U

(hakTUUECKHX KOHIIEHTpAlUMil U pacyeTa OMHUOOK MPOTHO3UPOBAHUS Il O0OOOIIEHHBIX

napaMeTpoB, BKiItouas 1o Menblueit mepe C_ AUC, u AUC.
max 0—t " gacTuyHytO

20. ITpu ucnomnwszoBannn PKOD-monenu mist onucanusa [VIVC neobxomumo
MOATBEPUTD, YTO HA OCHOBE MOJIEJIM BO3MOXKHO MPOTHO3WPOBAHUE JAHHBIX JIJIs IIpenapara
CpaBHEHMs, a TakKXe JaHHBIX HCCIEAYEMOTO JIEKApCTBEHHOrO Ipemapara cC
MOAUGUIIMPOBAHHBIM BBICBOOOXKACHUEM. B 11€7151X 000CHOBaHUS (PYyHKIIMOHAIBHOCTH MOJICIIH
HEO0OXO0IMMO MPEJCTABUTH TOCTATOYHBIN O0BEM JIAHHBIX.

21. B GonpmnHCTBE ciaydaeB Mojend, onuckiBaromue [VIVC, B ensx nporao3upoBaHusl
ycpeaHEeHHOro npoduiist "KOHUEHTpauuss — BpeMda" in VIVO UCIOJB3YIOT yCPEAHEHHOE
pacTBOpeHwHe in Vitro. JJaHHBIN MOJX0]] HE CIIOCOOEH JOJKHBIM 00pa30M y4ecTh CIy4ailHbIe
Bapuanuu HapMaKOKMHETUYECKUX MMapaMeTPOB JICUCTBYIOIIETO BEIIECTBAa HE TOJIBKO In Vitro,
HO U in vivo. C 3THX TO3UIHMH OJHOATAHBIC MTOAX0IBI HMEIOT IPEUMYIIECTBO, IIOCKOJIBKY €
UX TPUMEHEHHEM MOXKHO OCYIIECTBJISITh aHAIU3 HEJTWHEHHBIX CMeIIaHHBIX 3()¢eKToB,
KOTOPBIM TO3BOJSAET BKIKYUTH B MOJEIb HHIUBUIYaJIbHYIO BapuaOEIbHOCTb, 4YTO
NOTEHIMAJIBbHO YJIYUllIa€T HAaAEKHOCTb MOJEIU MpPU IPOTrHO3UPOBAHUHU IOKA3aTEIEH
OMO3KBUBAJICHTHOCTH HOBBIX MPEMAPATOB.

22. B neaom monenb, onuckiBaromas IVIVC, cuuraercs 7ocTaTOYHO TOYHOM, €CIIM HA
OCHOBAHUW BU3YaJIbHOM MPOBEPKHU YAAETCA XOPOIIO CIPOTHO3UPOBATH BeCh Mpoduip "
KOHIICHTpAIs — BpeMs'", a OIMUOKH ITPOTHO3UPOBAHUS HAXOATCS B MPUEMIIEMBIX Ipe/eax.
BHyTpeHHIOI0 MPOTHO3UPYEMOCTh OILICHUBAIOT C TMOMOIIbIO Tpoduiis "KOHIEHTpalus —
Bpems" Mojenu [VIVC Ha ocHOBaHHM COOTBETCTBYIOIIUX JAHHBIX O PACTBOPEHHUH KaXIOTO

npemnaparta. O0oOmennsie napametpsl (C U T.JI.) PacCCUMTBHIBAIOT HCXOIs U3

max
POTHO3UPYEMOT0 MPouis "KOHIEHTpAIUs — BpeMs' U CPAaBHUBAIOT C COOTBETCTBYIOITUMU
0000IIIEHHBIMU TapaMeTpaMu (PAKTUUECKUX JaHHBIX. AOCOIIOTHOE 3HAYEHUE OIIMOKHU
MIPOTHO3UPOBAHUS JIJIsI BCEX 00OOMIAIOMIUX MapaMeTpPoB HE JOKHO MpeBbImaTh 15 % ms
Ka)XJIOro mpemnapara, a yCpelHEeHHas oluOKa MPOTHO3UPOBAHUA ISl BCEX MpPEnaparos,
UCIIOB30BaHHbIX TIpu paspabotke IVIVC, we momxua mpeswimath 10 % s Kaxaoro
oboOmiatomero mapamerpa. Ecnu oTnenbHbId IpenapaT HETOYHO MPOTHO3ZHPYETCS C
nomotpio IVIVC, nonyctumo nepemoaenuposars [VIVC, uckirounB Takoil mpenapar, 4ro
npuBenetr Kk BkiIwoueHuto B IVIVC OGonee y3koro nuama3oHa JaHHBIX pacTBOpeHus. B
JalbHENIIEeM UMEHHO 3TOT 0oJiee Y3KUW TUANa30H JaHHBIX pacTBOPEHUs OyAEeT ONpenesaTh
nuarna3oH, B mpexaenax koroporo IVIVC mpunHumaeTrcs B KaduecTBE MPOTHO3UPYEMOU, U



BIIUATh TEM CaMbIM Ha BO3MOXHOCTh OOOCHOBaHHUA crienudukanuii u 6uoseiiepos. [Ipu
BBITMOJIHEHUM MCKJIFOYEHHUS W3 MOJCIUPOBAHUS JICKAPCTBEHHOTO IMpernapara JOJAKHbI
COXPAHHUTHCS JIAaHHBIE O PACTBOPEHUH, 10 MEHBIIEH Mepe, I 2 IpenapaToB, a UCKIOUYCHUE
HEOOXOJUMO TOJAKPENUTh AaHAJIU30M BO3MOXKHBIX IPUYUH OTKJIOHEHUU (Hampumep,
BCJIEZICTBUE MEXAHU3Ma BBICBOOOKIEHUS, POLIECCa TPOU3BOICTBA).

23. B 10onoJHEHUE K OIIEHKE BHYTPEHHEN IPOTHO3UPYEMOCTH C UCIIOIb30BAaHUEM CEPHIA,
BKJIIOUEHHBIX B (¢opmanbHoe ucciegoBanne IVIVC, pexoMenayeTcs MNpOAOJIKUTH
noareepxaeHne npuMeHuMoctu IVIVC ¢ nonoaHUTENbHBIMM ONBITHBIMU CEPUSMH  (
HarpuMep, KPyImHOMAaCIITaOHBIMU CEPUSIMHU, UCTIOIB30BaHHBIMU B OMIOPHBIX HUCCIIETOBAHUSIX,
JOTIOJTHUTENHHBIMUA JIO3UPOBKAMHU, TIOCIETYIONTUMU H3MEHEHUSIMU COCTaBa, N3YYCHHBIMH 1N
vivo, U T.1.). B ugeanbHoM cityyae rpu npoBeJeHUU (PapMaKOKMHETUYECKUX HCCIIeJOBAHUN
MpenapaToB C Pa3IUYyalOMUMHUCA NPODWISIMUA BBICBOOOXKICHHS In VItro 3T JaHHBIE
HE0OXO0IMMO MCIOJIb30BaTh VIS MOTYUYEHHUS WIM YCWICHHS JaHHBIX B MOJIb3Y UCHBITAHUS IN
VIVO Ha PACTBOPEHHUE In Vitro. TOr0 MOXHO JIOCTHYb IOCPEIACTBOM MEPEKPECTHOIO
onpenenenus [VIVC ¢ ncnonb3oBaHrEeM MaIOMacIITaOHBIX CEpUM W BHEITHEH BaJUAllUK C
HCTIOJIb30BAaHUEM KpyMHOMAcCIITaOHBIX cepuil. B mro00oM ciiyuae mpu 060t pazpaboTke
IVIVC nHeobxomuMo mOATBEPAUTH, YTO 3aBUCHMOCTb BEpHA ISl CEPHil, OTPa’KaroIINX
CBOMCTBa Mpenapara, BBIBOAUMOTO Ha PHIHOK.

24. Tlpouenypa aHanu3a BHEIIHEH MPOTHO3UPYEMOCTH COBIIAIAET C BBIIICONHCAHHON
poIeaypol ¢ ucnojib3oBanueM panee paspadorannout IVIVC. Tlpoduns "koHIIeHTpaus —
BpeMs" TPOTHO3UPYETCS HAa OCHOBAaHWM (PApMaKOKMHETHKHU TIpernapara ¢ OBICTPHIM
BBICBOOOXKI€HUEM (TO €CTh BBIOpAaHHOW JIEKAPCTBEHHOM (QopMbl pedepeHTHOro
JIEKapCTBEHHOT'O Mpenapara), BKIFOYEHHOIO B UCCIIEIOBAHUE B LIENSAX BHEUIHEN BaTuAallM, U
JAHHBIX PACTBOPEHHS In VItro OMpPEJeJICHHONW CEpHUH, HCIOJb30BAHHOW Il BHEUIHEH
BaJUalUd. AOCOJIOTHOE 3HAYEHUE OLIMOKHM MPOTHO3UPOBAHUS A1 BCeX OOOOIIEHHBIX
rapaMeTpoB HE NOJKHO mpeBbimaTh 10 % nms kaxaoro mpemnapara, MCIOJIb30BAHHOTO B
L[eJISIX BHEIIIHEW BaIuaIuu.

OT9eTHOCTH IO pe3yJIbTaTaM HCCIEAOBAHMA KOPPEIIIMH JAHHKIX in vitro u in vivo

25. Otuet 00 ycranosnenuu [VIVC nomkeH BKIIIOYaTh NMEPEUCHb BCEX UCCIICIOBAHUN In
Vivo, TIPOBEJEHHBIX C MpenapaToM ¢ MOAU(PUIHUPOBAHHBIM BBICBOOOXKICHUEM, a TaKKe
obocHoBanue orbopa maHHeix aisa aHanuza [VIVC. [lepedensb naHHBIX JTOHKEH BKIIIOYATh
WH]JIUBUyaIbHbIE JJAHHbIE U 00O0OIIEHHBIE CTATUCTUYECKUE JaHHBIE PACTBOPEHUS In Vitro,
naHHple npoduis  "miaa3MeHHas — KOHIEHTpanmuss — Bpems', TMOJIy4eHHBIE
(hapMaKOKMHETUYECKUE TMapaMeTpbl U HAKOIUIEHHOE abCOpOMPOBAHHOE KOJIMYECTBO
JEUCTBYIOIIEro BellecTBa (MOJYYEHHOE IYyTEM JIEKOHBOJIIOIMU, HAXKE€ €CIU B IEax
UCITOJIb30BAHUS MOJIEITN TIPUMEHSIJICS OJTHOATAITHBIN METO/) JIJIsl BCEX CEpHUH.

26. I'padmaeckoe otodpakernue IVIVC nomKHO BKJIIOYATH TaHHBIC O PACTBOPEHUU IN
Vitro BO BpeMeHH (C yKa3aHHEM KIMHUYECKH 3HAUUMBIX CEPUM, TAKUX KaK CEPUU Tperapara,



IpelHa3HaueHHbIe U1 peau3allui, U T.J.), HAKOIUIEHHOe a0copOMpOBaHHOE KOJIWYECTBO
JEUCTBYIOIIETO BELIECTBA B 3aBUCMMOCTH OT MHTEpBaja BPEMEHH, U3MEHEHHE CKOPOCTH
abcopOnMu B 3aBUCUMOCTH OT BPEMEHH, COIMOCTABICHHUE IWHAMUKHA PACTBOPCHUS U
abcopO1Mu JEeUCTBYIONIETO BEIIECTBA (B LEJSIX OIEHKHU IUAma30HOB BPEMEHH, JATEHTHBIX
NEPUOJIOB BPEMEHH MEXIy AAaHHBIMU IN VItro W in vivo), HAaKOIUICHHOE abCcopOMpOBaHHOE
KOJIMYECTBO N Vivo (B MPOIEHTaX MO0 OTHOIICHHUIO K MpenapaTy CPaBHEHMs) B CPABHEHUU C
BBICBOOOXKACHHBIM KOJUYECTBOM (B MPOLIEHTaX OT J03bl) IN VItro B TOT K€ MOMEHT BPEMEHH (
C TMEPEeKPHITUEM B COOTHOIIEHUHM 1:1, JTUHUSIMHU pErpeccur, ecim HeoOXOIUMO) BCEX
IpernaparoB, BKIOUYeHHbIX B aHamu3 [VIVC. [lpn Hanuuuy SIBHBIX BPEMEHHBIX Pa3IM4Ui
MEXy MepruojaMu BPEMEHU BBICBOOOXKICHHUS 1n Vitro u abcopOIiueit in vivo (To ecTh Mpu
OTKJIOHEHUHU

ot cooTHomeHus1 1:1) monme3HsiM rpadudeckuM oToOpakeHueMm siisietrcst rpaduk JleBn (
BpeMsi BBICBOOOXKJEHHUS OIpENEIICHHON JOJM In VIVO B CPaBHEHHUHM CO BpPEMEHEM
BBICBOOOJKICHUS JIJISI TOM JK€ JOJIU In VILro).

27. HeobxoaumMo omucaTh METOJ TECTa Ha PACTBOPEHHUE U MPUBECTH 0OOCHOBAHHUE €TO
MPUTOAHOCTH € y4€TOM (PU3UKO-XUMHUYECKUX CBOMCTB JEHCTBYIOLIErO BEIECTBA U T.JI.

28. Heob6xonumo mpeacTaBUTh MOJHOE OMUCAHUE METOJOJIOTUH MOJICIHPOBAHUS U
MCIIOJIb30BAHHOI'O MPOTPaMMHOI0 OOECIEUEHHUs, @ TaK)Ke OCHOBAHUS NMPUHATHUS PELICHUM,
MOJKPENNB MX AaHAJIU30M COCTaBa, (U3UKO-XUMHUYECKUX, (apMAKOKMHETUUYECKUX U
¢busnonoruyeckux (HakTopoB, KOHTPOJUPYIOIIUX BHICBOOOKIEHUE JEHCTBYIOUIETO BEIIECTBA
in vitro u in vivo. IIpu UCHIONB30BaHUM KaMEPHOTO0 METOAa IEKOHBOJIOLUWHU (Hampumep,
mozaenb Barnepa-Henscona wunu Jly-Purenbmana) HeoOXoAMMO MpoOaHaIU3UPOBAThH
MPUTOAHOCTb MOAXOAA.

29. Heob6xonumo mpenctaBuTh rpaduKu, XapakTEepU3yIOUMe CTENEeHb COTrJacus,
MOAXOSIINE K UCIOJIb30BAHHON METOAO0JOTUHA MOJIETMPOBAHUS, a TAKKE UTOTOBbIE OLIEHKU
mapaMeTpoB JJISI BCEX CMOJCIMPOBAHHBIX JaHHBIX (HApUMeEp, PACTBOPEHHE In VItro u
abcopOuus in vivo, €Clu MOJACNb UCIOJIb3YeT UHTEPIOJAIMNIO, a TAKXKe I CaMO MOJIeNn
IVIVC).

30. B uroroByio TabnHily oT4yeTa HEOOXOIMMO 3aHECTH JaHHbIE MPoduiIs "TIa3MeHHas
KOHIIEHTpalus — BpeMs'', CIIPOTHO3UPOBAHHBIE € MOMOIIBI0 OKOHYaTenpHou monenu [VIVC,
MOJIyYeHHBIE MapaMeTphbl U CBA3AHHYIO C HUMHU OLIMOKY MporHo3upoBanusd. Heobxogumo
NpPEICTaBUTh TpapUUECKOE CpPAaBHEHHME MPOTHO3HBIX M (aKTUUECKUX mpodunen
KOHIIEHTpAIUs — Bpems'".

n

IMPUIJIOXKEHUE Ne 4
Kk TpeboBaHUsIM
K TIPOBEICHHUIO
(hapMaKOKUHETHYECKOTO U
KJIMHUYIECKOTO U3YUCHUS
OHMOPKBHBAICHTHOCTH



JIEKapPCTBEHHBIX MPEHapaToB C
MO UIIPOBAHHBIM
BBICBOOOKIEHUEM

VKA3AHUA
0 IIPOBEICHHAIO UCCIIEOBAHMU IPH YIPOIEHHON PEeruCTpaIiiy JIEKAPCTBEHHBIX IPENApaToB

Taomumna 1

OpHOEeIMHUYHEIA TIpenapaT ¢ IPOJIOHTHPOBAHHEIM BEICBOOOXKIEHIEM (COTIacCHO 00miei
XapaKTEepHCTHKE JIEKapCTBEHHOTO Ipenapara mpenapar IPHHUMAIOT HaTOIIAK JIAGO IoCie ebl)

Uccaenosanue ¢
UccnengoBanue c UccnengoBanue C
OHOKPATHEIM
Jo3upoBka OAHOKPATHBIM MHOTOKPaTHBIM
JIO3UPOBAHUEM

sk *
JO3UPOBAHUEM HATOMIAK JO3UPOBAHUEM HaTOMIAK

ok
IMOCJIC €1bL

BBICOKAs na na na
OuoBeiiBep IPU CXOKECTH -
CpenHsas Ja - OuoseiiBep
(dhopmeI
OuoBeiiBep IpU CXOKECTH -
HU3Kas na 6uoBeiiBep

(bopMm***

*KpI/ITepI/II/I HE0OXOJUMOCTH MPOBEJAEHUS HCCIEI0BAHUS MPUBENICHBI B MOJipa3aene 2
pasnena VI TpebGoBanuii k mpoBeaeHNI0 PapMaKOKUHETUYECKOTO U KIIMHUYECKOTO U3YICHUS
OMOPKBHUBAJIEHTHOCTH JIEKAPCTBEHHBIX MPENApaTOB C MOAUPHUIIMPOBAHHBIM BBICBOOOKICHUEM
, npunoxenue Ne 10 x IlpaBuiam mnpoBeneHuss UCCIEIOBAHUN OHO3KBHBAJIEHTHOCTH
JIEKapCTBEHHBIX MpPENapatoB B paMKax EBpa3suiickoro »KOHOMHUYECKOIO COH03a,
yTBepxkaeHHbIM Pemenuem CoBeta EBpa3uiickoil SKOHOMHUYECKOW KOMHUCCUU OT 3 HOSIOps
2016 r. Ne 85 (nmanee — TpeGoBanwus).

%ok
HpI/I BBIIIOJJTHCHHUH KPUTCPHUCB ITPOBCACHUA UCCICA0BAHNA, IIPUBCACHHBIX B IIOAPA3ACIIC

7 paznena VI TpeboBaHMii BO3MOKEH BbIOOp KpallHUX BapUaHTOB.

Fk ok o
Eciu BeIITONMHATIOTCSA KpUTCpHUH NPOBCACHUA UCCICA0BAHNM, ITPUBCACHHLIC B Pa3/CJIC

VI TpebGoBanuii, BO3MOXKEH OMOBEUBEP HEKOTOPHIX JO3UPOBOK WU BBHIOOP KpailHUX
BApUAHTOB.
Tabmuma 2

OnmHOeIMHVWYHEL penapaT ¢ IPOJIOHTHPOBaHHEIM BEICBOOOXKIeHHEM (COrIacHO 00mei
XapaKTEpPHCTHUKE JIEKAPCTBEHHOTO Mpenapara npenapar IpHHUMAIOT IOCIIe €/IbI)

HccnenoBanue ¢
UccnegoBanue c UccnegoBanue c
OJTHOKPATHBIM
I[()gp[p()BKa OOTHOKpPAaTHBIM MHOTOKpPAaTHBIM
+x JO3MPOBAHMEM N
JI03UPOBAHMEM HATOLIAK ok JI03UPOBAHMEM HATOLIAK
MOCJIE €IbI

BBICOKAsI na na na



cpemHss OuoBeiiBep NpH CXOXKECTU J1a GuoBeiiep
Hokok
(opMBI

OuoBelBep MPH CXOKECTH

o seskok
HU3Kas na OuoBeiiBep

(bopMLI***

*
Kpureprun HEOOXOMUMOCTH MPOBEICHHS UCCIASAOBAHUS MPUBEACHBI B TTOApAa3cie 2
paznena VI TpeboBanmii.

%k <
HpI/I BBIIIOJTHCHHUH KPUTCPHUCB ITPOBCACHUA UCCIICAOBAHUU, ITIPUBCACHHLBIX B IIOAPA3CIIC

7 paznena VI TpeboBaHmii, BO3MOKEH BBIOOP KpallHUX BapHAHTOB.

Fk ok o
Ecnu BeIIOTHATIOTCA KpUTCprUHr NpOBCACHUA UCCICA0BAHNMN, ITIPUBCACHHBIC B Pa3/CJIC

VI TpebGoBanuii, BO3MOXKEH OMOBEUBEP HEKOTOPHIX JO3UPOBOK WU BHIOOP KpailHUX
BapUaHTOB.
Tabmuna 3

MBHoroeJMHUYHSIIH Ipenapar ¢ MpoJIOHTHPOBAHHBIM BEICBOOOXKICHHEM (COIIacCHO 00meH
XapaKTEPUCTHUKE JICKAPCTBEHHOTO IIPerapara, penapaTr NPHHUMAIOT HATOMAK JIN00 HATOMAK HIIH
IOCTIE €MIBI)

HUccnenoBanue c HccnenoBanue ¢ Hccnenosanue c
Jo3upoBka OTHOKPATHBIM OTHOKPATHEIM MHOTOKPAaTHBIM
%
JI03MPOBAHHEM HATONIAK  J03MPOBAHUEM IOCJIE €/Ibl  O3MPOBAHIEM HATOIIAK

BBICOKasI aa na na

. sk - ok . sk
cpenHssa OuoBeiiBep OuoBeliBep OuoBeiiBep

. sk - ok . sk
HM3Kas OuoBeiiBep OuoBeliBep OuoBeiiBep

%
Kputepun HE0OXOAMMOCTH TIPOBEICHUS MCCIICIOBaHUS, TPUBEACHBI B MoApasuese 2
pasznena VI TpeboBaHuii.

skk
Ecau BBITTOTHSAIOTCS. KPUTEPHUH TIPOBEACHUS HCCIICIOBAHMS, IPUBEICHHBIC B pa3eie VI
TpebGoBaHuii, BO3MOXKEH OMOBEHBEP HEKOTOPHIX JIO3MPOBOK MJIM BHIOOP KPAHMX BapUAHTOB.
Tabauna 4

MBHOroeIMHWYHSBIN Ipenapar ¢ NPOJIOHTHPOBAHHEIM BEICBOOOXKICHHEM (COITTacHO O0meH
XapaKTEepHCTHUKE JIEKapCTBEHHOTO IIpenapara, npenapaTr NPUHUMAIOT NTOCIIe €1IbI)

HUccnengoBanue c HUccnenoBanue C Hccnenosanne c
Jo3upoBka OJHOKpPATHBIM OJHOKpATHBIM MHOTOKPAaTHBIM
*
JI03UPOBAHUEM HATOIIAK JI03MPOBAHUEM II0CJIC €Il  TO3UPOBAHHEM HATOIIAK

BBICOKasI Ja Ja Ja

o EE - Hk " EE
CpenHss OuoBeiiBep 6uoBeliBep OuoseiiBep

o sk o ok o ok
HHU3Kas OmoBeiiBep omoeiiBep OmoBeiiBep

&
Kpureprun He0OX0IUMOCTH TTPOBEACHUS UCCICIOBAHUS, PUBEACHBI B MOapasaeie 2
paznena VI TpeboBanmii.



ek
Ecnu BRIMOTHSIOTCS KPUTEPUU TTPOBEACHUS UCCIICIOBAHUS, PUBEICHHBIC B pa3zene VI
TpeOGoBanuii, BO3MOKEH OMOBEMBEP HEKOTOPHIX JTO3UPOBOK MIIM BBIOOP KpAHUX BaApHUAHTOB.
Tabmuua 5

OpHOeIMHWYHEIN MpenapaT ¢ OTCPOYEHHEIM BRICBOOOXKACHHEM (COIIACHO O0IIEeH XapaKTepHCTHKE
JICKapCTBEHHOT'O IIperapara, mpenapar IpHHAMAIOT HAaTOMAK MO0 HATOIMAK WIH HOCIIE €/I5I)

UccnenoBanue ¢ OAHOKpPaTHBIM HccnenoBanne ¢ OJHOKPATHBIM
Jo3upoBka

*
AO3UPOBAHUEM HaTomak* JO3UPOBAHUEM IIOCJIE €1bI
BBICOKAsS aa na
o kk
cpenuss aa OuoBeiiBep MpHU CXO0kKeCTU HOPMBI
o kK
HU3KasA aa OuoBeiiBep MPHU CXOKECTU HOPMBI

%
Eciu BBIOMHSIOTCS KPUTEPUU MPOBEJICHUS UCCIIEOBAHUS, PUBEACHHBIE B MOIpa3/iese
7 paznena VI TpeboBanwmii, BO3SMOKEH BHIOOP KpaltHUX BapHAHTOB.

%k
Ecau BBITTOTHSAIOTCS. KPUTEPHUH TIPOBEACHUS HCCIICIOBaHMS, IPUBEICHHBIC B pa3jeie VI
TpebGoBaHuii, BO3MOXKEH OMOBEMBEP HEKOTOPHIX JIOZMPOBOK MJIM BHIOOP KPAHMX BapUAHTOB.
Tabauna 6

OpmHOeIMHYWIHEL IpenapaT ¢ OTCPOYCHHRIM BEICBOOOXKICHUEM (COTIacHO 00ImIeH XapakKTepHCTHKE
JIEKapCTBEHHOT'O TpeIapaTa, mpenapar IPUHUMAIOT IIOCIIE €JIBI)

HccnenoBanue c OIHOKpATHBIM HccnenoBanme ¢ OJHOKPATHBIM

Ho3upoBka - %
JO3MPOBAaHUEM HATOIIAK JTIO3UPOBAHUEM TIOCIIE €IBI
BBICOKasI na Ja
OnoBeiiBep
cpenHss na

ok
TIPU CXOXKECTH (POPMBI

OnogeiiBep

HU3Kasa Aa

ok
TIPU CXOXKECTH (POPMBI

*
Ecnu BBITONMHAIOTCS KPUTEPUHU TTPOBEICHUS HCCIICIOBAHUS, IPUBEACHHBIC B ITOpa3cIie
7 paznena VI TpeboBanwii, BO3SMOKEH BHIOOP KpaltHUX BapUAHTOB.

kk
Ecnu BBIONHSAIOTCS KpUTEPUH MIPOBEACHUS UCCIEIOBAHUS, PUBEICHHBIE B pazene VI
TpeboBanuii, BO3MOXKEH OMOBEMBEP HEKOTOPHIX JO3UPOBOK WU BHIOOP KpaHUX BapHUaHTOB.
Tabauna 7

MHoroeAMHUYHBIH IPenapar ¢ OTCPOICHHBIM BEICBOOOXKICHHEM (COTrTIacHO o0meit
XapaKTEPUCTHUKE JIEKAPCTBEHHOTO Ipenapara, NpernapaTr MPAHIMAIOT HATOIAK JIM00 HATOMAK MK
IOCJIE €MBI)

I/ICCJ’IGZ[OBaHI/Ie C OJHOKpPAaTHBIM I/ICCJ'Ie,HOBaHI/Ie C OJHOKPATHBIM

Jo3upoBka
JI0O3UPOBAHUEM HATOIIAK JI03UPOBAHUEM TIOCIIE €/IbI

BBICOKasA Ja Ja

o * o b
cpennaAs OuoBeliBep 6uoBeiiBep



o * o *
HH3Kas OuoseiiBep GuoseiiBep

*
Ecnu BRIMOJTHSIOTCS KpUTEPUM MPOBECHUS UCCIE0BaHus, TPUBEICHHBIE B pa3zene VI
TpebGoBaHuii, BO3MOXKEH OMOBEMBEP HEKOTOPBIX TO3UPOBOK MIIU BBIOOP KPAMHUX BAPUAHTOB.
Tabnuma 8

MBHOroe qMHWYHEIHA Ipenapar ¢ OTCPOYSHHBIM BEICBOOOXKIeHHEM (COrIacHO 00mei
XapaKTEpHCTHUKE JIEKapCTBEHHOTO IIpenapara, npenapaTr NPHHUMAIOT ITOCIIe €1Ibl)

HCCJ’IC}JOBaHI/IC C OJHOKpPAaTHBIM I/ICCHeﬂOBaHI/Ie C OJHOKPATHBIM

Jo3upoBka
JI03UPOBAHUEM HATOLIAK JO3UPOBAHUEM IIOCIIC EIIbl
BBICOKAs na na
o * o &
cpennsas OuoBeliBep 6uoBeiiBep
o * o &
HU3Kas OuoBeliBep OuoBeliBep

*
Ecnu BeINIONIHAIOTCS KPUTCPHH ITPOBCACHUA UCCIICA0BAHMA, IPUBCACHHLIC B pasaciic VI

TpeboBanuii, BO3MOKEH OMOBEIBEP HEKOTOPHIX JO3UPOBOK WIIA BHIOOP KpaHUX BapUAHTOB.
[IPUJIOXKEHUE Ne 11
K HpaBI/IHaM MPOBCACHUA I/ICCJ'IC,Z[OBEIHI/Iﬁ
OMOSKBHBAJIEHTHOCTHU JICKAPCTBEHHBIX
npemnapaToB B pamkax EBpasuiickoro
9KOHOMHYECCKOI'O COXO3a

TPEBOBAHWA

K IIPOBEJCHUIO KIIMHHYESCKHUX HUCCIICIOBAaHMI JIEKAPCTBCHHBIX IIPEIApaToOB, COACPIKAIINX
H3BECTHOE JIeHCTBYIOIEe BEMIECTBO (BEIMECTBa), B JIEKAPCTBEHHBIX ()OpMax, OKa3hIBAIOIINX
MECTHOE ACHCTBHE

Cnocka. [TpaBuna gonosHeHsl puiiokeHueM 11 B coorBeTcTBuu ¢ pemnieHueM Copeta
EBpasuiickoit s3xoHOMHYecKOM Komuccum OT 15.02.2023 Ne 22 (BcTymaeT B CHJIYy IO
ucreueHuu 180 kaneHAapHBIX JHEH C JaThl €r0 OPUIIUATBHOTO OIMyOIMKOBAHUS).

I. O6mue monoxenus

1. Hacrosimue TpebGoBaHusi ompenenstoT MOPSAOK MPOBEACHHUS KIMHUYECKHUX
UCCIIEIOBAHUI JIEKAPCTBEHHBIX IMPENApPATOB, COAEPKAIIMX HM3BECTHOE JEUCTBYIOLIEE
BEIIECTBO (BEIECTBA), B JICKAPCTBEHHBIX (JOpMax, OKa3bIBAIOIIMX MECTHOE JICUCTBHUE (aiee
— MpenapaTbl MECTHOTO JEHCTBHS), U MPEICTABICHUS PE3YIbTATOB 3TUX HMCCIEIOBAHUI B
pazaenax 2.5 u 2.7 moayns 2 U B MOAYJIe 5 pErUCTPALIMOHHOTO J0Che. JlomoNMHUTENbHbIE
aCIIEKThl U3YyUYEHUS TAKUX JICKAPCTBEHHBIX MPENapaToB MPUBEAEHBI B NPUI0KEHUAX Ne 12 u
13 x IlpaBunam mnpoBeAECHUS HCCIEIOBAHUN OMOSKMBATICHTHOCTH JIEKAPCTBEHHBIX
npenapaTtoB B paMkax EBpa3uiicKOro 3KOHOMHYECKOIO COI03a, YTBEPKICHHBIM Peniennem
Coseta EBpasuiickoil s3xoHOMHUYeCcKON Komuccuu OT 3 HosAO0ps 2016 r. Ne 85 (manee —
[IpaBuna).



2. Hacrosimee TpeGoBaHust coaepikar IeTaau3aiuio 00beMa UCCIIeI0BaHN MpernapaToB
MECTHOTO JIelCTBUS ¢ yueToM lIpaBun peructpaiuu u 3KCIepTU3bI JIEKAPCTBEHHBIX CPEJICTB
I MEIULMHCKOTO TpUMEHEHHs, YyTBepxkJaeHHbIX Pemenuem CoBeta EBpazuiickoit
SKOHOMHYECKOW Komuccuu oT 3 Hos0ps 2016 r. Ne 78, B 3aBUCHUMOCTH OT BHJA
JIEKapCTBEHHOTO IpenapaTta ¢ ydyeroM PykKoBojacCTBa MO JOKIMHUYECKUM HCCIIEIOBAaHUIM
0e30MacHOCTH B IEJSAX MPOBEJACHUS KIMHUYECKUX MCCICOBAHUN U PErucTpaiu
JIEKApPCTBEHHBIX TpenaparoB, yTBepxkaeHHOro Pemennem Kommerun EBpasuiickon
HKOHOMHUYECKOUN Komuccuu oT 26 HosiOps 2019 r. Ne 202.

3. Ilpenaparsl MECTHOTO AEHCTBUS MPUMEHSIOTCS C IEIbI0 OKa3aHUsS JOKaJbHOIO
s dexra, Hampumep:

JEpPMAaTOJIOTUYECKUE JIEKaPCTBEHHBIE MpenapaThl (KpeMbl, Ma3u);

JICKapCTBEHHBIE MPeTapaThl sl HHTAISAIUN B (hOpME TOPOIIKA HIIA adPO30JIH;

TJIa3HbIE KAIUIA U YITHBIE KaIlIu;

Ha3aJIbHbIE JIEKAPCTBEHHBIE MTPENapaThl;

NEPOPATIbHO, BATMHAJIBHO WJIM PEKTAJIBHO MPUMEHSEMBIE ITPENnapaThl MECTHOTO JEHCTBHUS.

CucteMHOe aeiicTBHE (€clU Takoe MMEEeTCs), pacCMaTpUBAETCs I 3THX TPYIII
JIEKapCTBEHHBIX MPENapaToB KaK HEXKENaTeIbHOE IEMCTBUE.

4. B cnydae M3MEHEHHUs TEXHOJOTMU, COCTaBa (HampuMep, NMpU U3MEHEHUH
(UBUKO-XUMHYECKUX CBOMCTB JIEKAPCTBEHHOTO MpernapaTa, U3MEHEHUH BCIIOMOTATEIIbHBIX
BELIECTB) WJIN JIEKAPCTBEHHOHN (OpMBI ITPENapaToB MECTHOTO ACUCTBUS MOTYT U3MEHSATHCS X
6e3omacHOCTh U (W1H) 3)PEKTUBHOCTD, a TAKXKE U CTENICHb IPOHUKHOBEHUS IEHCTBYIOIIETO
BEILIECTBA B CUCTEMHYIO HUPKYJALMIO. KpoMe Toro, npyu HAaHECEHUU Ha KOKY WJIU CIU3HUCTHIE
000JIOUKM caM HOCHUTENb JeWCTBYIoLEro BemecTBa ((HhopMooOpa3yromuid KOMIIOHEHT
JeKapCTBEHHON (DOPMBI, MPEICTABISIOMINN COO0I KOMITO3HUITHIO BCIIOMOTaTEIbHBIX BEIIECTR)
MO>KET OKa3bIBaTh BIMSHUE HA MATOreHe3 3a001eBaHus.

5. B ciiyuae ecniu HEBO3MOXKHO OLIEHUTh OMOAOCTYIHOCTh JIEKapCTBEHHOIO Mpemnapara ¢
UCIIO0JIb30BAHUEM (DApMAKOKMHETHYECKUX, (hapMaKOJIMHAMUYECKUX KOHEUHBIX TOYEK WIIU
KOHEYHBIX TOUEK In Vitro, TaKO# JIeKapCTBEHHBIN Mpemnapar He AOMyCKaeTcsl pacCMaTpuBaTh B
KaueCcTBE BOCIPOM3BEICHHOTO JIEKAPCTBEHHOro mpenapata. B To ke Bpems o00bem
(apManieBTUUECKOM pa3pabOTKH TAKUX JIEKAPCTBEHHBIX MpenapaToB COOTBETCTBYET
COKpAIIEHHOMY J0Che. B OTHOIIEHHWM TakWX IpenapaToB IMpU IOJaye 3asBJICHUS Ha
PErUCTpaldi0 CIEQyeT YKa3blBaTh MX OTHECEHHE K THUIy THOPUIHBIX JIEKaPCTBEHHBIX
MpenapaTos.

Jlst mpenapaToB MECTHOTO JIEHCTBUS OTCYTCTBUE YKa3aHHBIX JAHHBIX O JOKIMHHUYECKOM
U KIIMHAYECKOM HCCJIEI0OBaHUU, HE0OX0auMo 000CHOBATh B pazaenax 2.4 u 2.5 moxyns 2
PETUCTPALMOHHOTO JOChE.

6. Ilpu BHeceHuM 3HauuMMBIX H3MeHeHUW Il TMma HeobOXomumo mOKa3aTh
TEpaneBTUYECKYI0 HPKBUBAJEHTHOCTh MO OTHOUIEHUIO K OpUTHMHAIBLHOMY (pedepeHTHOMY)
JEKapCTBEHHOMY Ipemnapary (najiee — mpemnapaT cpaBHEHMs). BbiOop ucciienoBaHuil u



OTCYTCTBUE JTaHHBIX JOJKHBI ObITh 0OOCHOBAHBI 3asBUTENIEM B pasneine 2.5 (M, eclid 3TO
NPUMEHUMO K BHUJly 3asBJICHUSI HA PETHCTpalMi0 — Takxke B paznene 2.4) moxyns 2

PETUCTPAIMOHHOTO JOChE.

7. TpeboBaHust kK 00beMY JaHHBIX 00 MCCIEJOBAHUSAX MPENapaToOB MECTHOTO JEHCTBUS,
IIPEJCTABISIEMBIX B PETMCTPALIMOHHOM JI0ChE€ TAaKUX IpenaparoB, B 3aBUCMMOCTH OT BUJA
3asBJICHUS HA PErUCTPALlMIO U CTEIEHW OTIMYMs OT IIpernapara CpaBHEHUS IIPUBEICHBI B

Tabaure.

Tabmnuma

TpeboBaHwuA K 00bEMY JaHHBIX, IPEICTABIAEMBIX

B PETHCTPAIOHHOM JIOChE IPENapaToB MECTHOTO ACHCTBHA

Bun 3asBneHus Ha pErHCTPALINIO

1. 3asgBneHue Ha perucTpalrio 1mpernapaToB MECTHOT'O
HeﬁCTBHH C HU3BCCTHBIM I[eflCTByIOIIIPIM BCIICCTBOM,
paHeC HE MPUMCHABIINUMCSA MECTHO

2. 3asBIeHWE Ha PETUCTPAIUIO C TMPENCTaBICHHEM
COKpAILIEeHHOTO JOChe W YyKa3aHWEeM OJHOr0 U3
CJICIYIOIIUX BUJOB Pa3IUYUA MEXKIY HCCICIYyCMBIM
THOPUIHBIM  JICKAPCTBEHHBIM
1,2.

mpenaparoMm  H

MpernapaToM CpaBHEHHs

ApPYToc€ NoKasaHue K MPpUMCHCHHIO

JIpYroi pesxuM JO3UpPOBaHUS

Jpyrast JO3UPOBKa, HO OOBIYHBIN PEXUM JI03UPOBAHUS

JIpyras JeKapCcTBeHHas ¢opma (Hampumep, 3aMeHa
KpeMa Ma3bl, 3aMEHa a’po30Js MOPOIIKOM s
HMHT QTSI )

O0BeM JaHHBIX 00 UCCIIENOBAHUIX

IIOJIHOC PETUCTPALIMOHHOC J0ChE nin
COOTBETCTBYIOIIUC CBA3YIHONIMEC HUCCICIOBAaHUA B

monyJiie 5 PETUCTPALIUOHHOI'O JOCHC

KIMHWYECKHe WccleqoBaHus dS((PEKTUBHOCTH U
0€30I1aCHOCTH B OTHOLIIGHHU JaHHOTO IIOKa3aHHs

KJIIMHUYECKUE HCCIIe0BaHUsl O€30MacHOCTH U
3¢ (eKTUBHOCTH B OTHOUIEHWH JaHHOTO peXuMa
JO3UpOBaHMsA. B pamkax uccienoBaHUA HEOOXOAMMO
000CHOBaThH 1eIecO00pa3HOCTh Pa3pabOTKH HOBOTO
pexXnMa J03UPOBAHMA M JOCTATOYHOCTD IIPeIIaraeéMoro
o0beMa UCCIICJOBaHUNA HCXOIsl W3 IMOJyYEHHBIX

pe3yIbTaTOB

Io BO3MOXHOCTH

HucciaceagoBaHud,

(hapmakogmHAMHAYECKHE
WIH HWCCIENOBaHUS JIOKAJIbHOM
JOCTYITHOCTH; WJIM UCCJIEOBaHMs in vitro (Hampumep,
JUJIA TJIA3HBIX KaHeJ’Ib), 50040 06OCHOBaHI/Ie OTCYTCTBUA
HEOOXOMMOCTH TPOBE/ICHHS UCCIIEIOBaHUI B Cirydyae
HE3HAUYWTENbHBIX  pa3lnuuil B
Heobxomumo  mpencTaBuTh
0e30mMacHOCTH HWHOW  JTO3UPOBKH.
UcCIeN0BaHUI

JI0O3UPOBKAX.
MOATBEPKIACHHE

B pamxax
HE00X0IUMO 000CHOBATH
1[eJIeCO00Pa3HOCTh Pa3pabOTKH HOBOW TO3UPOBKH U
JOCTaTOYHOCTH MPEAIaraeMoro 0obeMa UCCIeI0BaHMM
HCXO/IS U3 TIOJTyYCHHBIX PE3YJILTATOB

KIMHUYECKUE HCCIEOBAHUS UL MOJATBEPKACHUS
6esomacHoct M dddexTuBHOCTH H (MiIM), TO
BO3MOXHOCTH, (papMaKOHHAMUICCKHE UCCIICTOBAHNUS;
a Tarke (ecau HeoOXOAMMO), UCCIICIOBAHUS a0COPOIH
, TIPOHUKHOBEHUS W MECTHOH mNepeHocuMocTH. B

paMKax I/ICCJ'ICZLOBaHI/Iﬁ H€O6XOI[I/IMO 000CHOBATH



BOCIIPOM3BEICHHbIE (THOPHUAHBIE) JIEKAPCTBEHHBIC
npernapatbl (B cliydyae MOTEHIMATbHO 3HAYUMbBIX
W3MEHEHW BCTIOMOTATENbHBIX BEIIECTB W (WJIH)
TEXHOJIOTUH TPOU3BOJCTBA IO
MpenapaToM CpaBHEHH)

CPaBHEHHUIO C

3. 3asgBieHre 0 BHECEHHH 3HAYMMBIX u3Menenui II
THIIA B PETUCTPAIIMOHHOE JOChE MPEHapaToB MECTHOTO

ueﬁCTBm[z’3

W3MEHEHHUsI CBOWMCTB JeicTByromero BemectBa (0e3
HW3MEHEHHS €r0 MOJICKYJISIPHOW CTPYKTYpPBI), KOTOPOE
YKa3bIBaCTCS B XapaKTEPUCTHKE €ro (GHU3MYEeCKHX
CBOICTB

HN3MCHCHHS BCIIOMOTI'aTCIIbHBIX BECUICCTB

W3MCHCHHUS MYyTH BBeICHUS M (WUJIM) HAHECCHHUS
JIEKapCTBEHHOT'0 Tpernapara ¢ y4eToM yCTPOMCTB st
JIOCTaBKY WJIM HaHECSHHsI (HAIIpUMep, HHTAJISTOD)

[Ieeco00pa3HOCTh Pa3pabOTKU HOBOW JICKapCTBECHHOMN
(GopMBI M JTOCTAaTOYHOCTH MpeajiaraeMoro oobema
HCCIICIOBAHUH UCXOMS U3 TOIYICHHBIX PE3yIbTaTOB

TMOATBCPIKIACHUE TepaHeBTHHeCKOﬁ O9KBHUBAJICHTHOCTHU

npenapaty cpaBHeHus. I[lo  BO3MOXKHOCTH
(hapMakoMHAMUYECKUE  HUCCICIOBAHUS,  WIIH
WCCIIEIOBAHUS JIOKAbHOH JOCTYIMHOCTH; WU

HCCIIEOBaHUS in Vitro (Hampumep, IJIs TIa3HBIX KaIlelb
) mim 00OCHOBaHHWE OTCYTCTBHS HEOOXOAMMOCTH
MMpOBEACHUA I/ICCHCZ[OBaHI/Iﬁ B ClIy4a€ HE3HAYUTECIIbHBIX
pa3iuyuii B COCTaBe BCIOMOTATEJbHBIX BEIIECTB U
criocobe mpomsBojcTBa. HeoOXxomumo mNpeacTaBuTh
MOATBEPXKICHNST 0€30MacHOCTH  JIGKAPCTBEHHOTO

npernapara
0  BO3MOXHOCTH  (papMaKOJUHAMHYECKHE
HCCIICAOBAHUS, WM HCCIESIOBAaHMSA JIOKAIbHON

JOCTYITHOCTH WM ucciaepoBaHus in vitro. Ilpm
HCBO3MOXHOCTHU nposeneHm{ yKa3aHHI)IX

HUCCIEIOBAHMI — KIMHHYECKUE MCCIEIOBaHUS
TEpareBTHYECKON HKBHUBaICHTHOCTH. Heobxomammo
MPEJCTABUTh  TMOATBEPXKIACHUS  OE30MaCHOCTH
JIEKaPCTBEHHOTO TpenapaTa

o BO3MOXKHOCTH (dhapmMakoIMHAMUAYECKHE

WCCJIEIOBAHUS, WJIM HCCJCIOBAaHHS JIOKAJbHOMU
JMOCTYITHOCTH WU HUCcieaoBaHus in vitro. Ilpwm
HEBO3MOXXHOCTH MPOBEACHUS yKa3aHHBIX

HCCIEeNOBAaHUH — KIMHUYECKHE HCCIeIOBaHUS
TEpareBTHYECKON HKBHBaJICHTHOCTH. Heobxommmo
MPEeACTAaBUTH 06e30MacHOCTH

JICKapCTBECHHOTI'O ITpfrapara

MOJATBEPKACHUS

M0  BO3MOXHOCTH,  (papMaKoINHAMHYECKHE

WCCIICAOBAHMS, WM HWCCICIOBAHUSA JIOKAIBHON
JOCTYIIHOCTH WM HCCAemaoBaHus in vitro. Ilpwu
HEBO3MOXHOCTHU MpOBCACHUA YKa3aHHBIX

UCCIEIOBAHUM — KJIMHUYECKUE HCCIIeTOBAHUS
TepaneBTHYECKON HKBUBANEHTHOCTH. Heobxommumo
MPEICTaBUTh  MONTBEPKAECHUSA  OE30MacHOCTH

JIeKapCTBEHHOTO Iperapara

' ClIyyae BHECEHHUS U3MEHEHHH, YKa3aHHBIX B MOAMYyHKTaxX "a" — "B" myHKTa 2 TaOIHIIBI
BO3MOKHO 4acTh HMCCIIEIOBAaHUN OMHCATh MYTEM YyKa3aHUs CChUIKM Ha MEPBOHAYAIBHO
0JI00pEHHOE PETUCTPAIIMOHHOE 10Che, BMECTE C TEM HEOOXOJMMO MPEICTABUTh PE3YJIbTATHI

COOCTBEHHBIX UCCIIEIOBAHUN.

’B Cllyyae BHECEHUSI U3BMEHEHMH, YKa3aHHBIX B MOAMYHKTax "a" — "B" myHkTa 3 TaOIUIBbL,

a TaKXe JJis1 BOCIPOM3BEICHHBIX M THOPHUIHBIX JICKAPCTBEHHBIX IMpENapaToB M3MEHEHUH,

n_mn

YKa3aHHbIX B IIOAIIYHKTC pil|

MyHKTa 2 TaOauIlbI,

HEO0OXOJUMO TIOJATBEPAUTH



TEpPaNeBTUYECKYI0 HKBUBAJICHTHOCTh C MpPENapaToOM CpPAaBHEHHUS C HCIOJb30BAHUEM
BAJIMUPOBAHHBIX Mojienel. JlonmyckaeTcs He MpeCTaBIATh HKCIEPUMEHTANIbHBIE TaHHbIE B
ClIy4asix, OTpaHUYECHHBIX HE3HAUYUTEIbHBIMUA MU3MEHEHUSIMH, KOTOPhIE HE PACIIEHUBAIOTCS B
KayeCTBE CYUIECTBEHHBIX C TOUKH 3peHHUs 0€30MacHOCTU U 3P(HEKTUBHOCTH JIEKAPCTBEHHOTO
npernapara, OTCyTCTBUE JaHHBIX HEOOXOIUMO OOOCHOBAThH B pazaene 2.5 moayins (u, ecinu
OpUMEHUMO, B pazferne 2.4) Momyns 2 perucTpairoHHoro jocke. Eciau 3asButenem He
MPEJCTABICHO KaKuX-TM00 OO0OCHOBAaHMM, HEOOXOAUMO TMPOBEAECHUE KIMHHUYECKHX
HUCCJICIOBAHU.

3 Yerkoe pasrpaHUyueHuEe MEXy KaTeropus MU 3asBJICHUM, YKa3aHHbIMU B Ta0iule, B
pslie cily4aeB 3aTPyAHUTEIBHO. B OTHOIIEHMM NE€PMAaTOIOTMYECKUX IMPENApaTOB MECTHOTO
JACHUCTBUS J00aBJIE€HHE BCIIOMOTraTEIbHBIX BEIIECTB (Hampumep, A YCHJIMUTEINS
MIPOHUKHOBEHUS JEHCTBYIOUIETO BEIIECTBA) MPUMEHSIETCS MOAMYHKT "0" myHKTa 3 Tabauubl U
TpeOyeTcs NMpPOBEICHUS PACUIMPEHHBIX HCCIEAOBaHUM (Kak Jjii MU3MEHEHHUH B paMKax
NoAMyHKTa "T" MyHKTa 2 TaOJIuIbI).

B oTHOmIeHMM BCeX M3MEHEHMH, OMMCAHHBIX B TA0JIMIIE, COOTBETCTBYIOLIUE Pa3IEIIbl
PETUCTPALIMOHHOTO J0ChE JOJIKHBI COAEpkKaTh aHAJIU3 BbIOOpA MPOrpaMMbl UCCIIET0BAHUMN
WM I0CTATOYHOE OOOCHOBAHHUE X OTCYTCTBHSL.

I1. 3asgBneHTE Ha pErHCTPAIMIO MPENApaTOB MECTHOTO JEHCTBHA
C M3BECTHBIM JCHCTBYIOIIUM BEIIECTBOM, paHEee® HE MPUMEHSBIIMMCS MECTHO

8. Jlnst popmupoBaHust MOIyJsi S PErUCTPAIMOHHOTO JOChE B 3aBUCHMOCTH OT
JIEKapCTBEHHOTO TpemnapaTta Tpedyercs OO MpeACTaBIeHUE MOJHOTO PEeTUCTPAIIMOHHOTO
J0Che, MO0 TPENCTABICHUE JAHHBIX COOTBETCTBYIOIIMX CBS3YIOIIMX HCCIIEIOBAaHUN B
YKa3aHHOM MOJYJIE PETUCTPALMOHHOIO TOChe. Pe3ynbTaThl CBA3YIONIUX UCCIEN0BAHUN MOTYT
HCIIONb30BaThCSl B CIydasix, KOT/a JCHCTBYIOIIEE BEIIECTBO 3apETMCTPUPOBAHO B COCTABE
JIEKApCTBEHHBIX MpENnapaToB ¢ APYTMMU MyTAMH BBeaeHusMU. HeoOxoauMo 000CHOBATH
BO3MOXHOCTh HCIIOJIb30BAHUSI CBA3YIOIIMX HMCCIEIOBAHUN BMECTO peaju3allud MOJHOU
MPOrpaMMbl KIIMHUYECKOU pa3pabOoTKH.

I11. 3asBeHMe HA PErHCTPALIHIO C IPEICTABICHHEM COKPAIEHHOTO JOChEe
1. O6ocHOBaHHE BHA 3a4BJICHAL Ha PETHCTPAIUIO

9. 114 npenapaTtoB MECTHOI'O JEHCTBUS HEOOXOIUMO MOATBEPAUTH, YTO JIEKAPCTBEHHBIN
npenapar (BOCIHpPOU3BEACHHBIA WM THOPUAHBIN) TEpAaNeBTUUECKH YKBUBAJICHTEH IIpenapary
CpPaBHEHHUS.

10. [Ins moATBEPKACHUS TEPANEBTUUYECKON IKBUBAJIEHTHOCTH HEOOXOIMMO MPOBEACHUE
KJIMHUYECKUX HCCIIEIOBaHUM, OCOOEHHO MJisi JE€PMATOJIOTHYECKUX IPErnapaToOB MECTHOTO
NeicTBUSA (32 HCKIIOYEHUEM JIEKAPCTBEHHBIX MPEnaparoB, YKa3aHHbIX B pazaene X



npuioxkeHust Ne 1 k [IpaBunam). 3asBUTENb BIIpaBe UCIIOIb30BaTh YKa3aHHBIE B MPHIIOKEHUH
Ne 13 k IlpaBunaM mojenu ucCIENOBAHMM WM pa3paboTaTh aJbTEPHATHUBHBIE MOJEIU
uccienoBanuii. J{yist 3Toi 1enu B 3aBUCUMOCTH OT CUTYalMU JOIYCKAETCS MPOBOINUTH:

dbapMakoIMHAMUYECKHUE UCCIICOBAHUS C YYaCTHEM YEJIOBEKA;

WCCJICIOBAHUS JIOKATHLHOW OMOTOCTYTHOCTH C y9aCTUEM YEIOBEKa,;

UCCJIeIOBAaHUS HA JKUBOTHBIX (€CJIM MPUMEHUMO );

UCCIEIOBAHUS 1N Vitro (€CN NPUMEHUMO).

Bce monmenu (MeTtonuku mpoBeAeHUS) YKAa3aHHBIX HCCIEJOBAHUN JTOKHBI OBITH
BaiiupoBanbl. Kpome TOoro, HE0OOX0AMMO C MCIOJIb30BAaHUEM COOTBETCTBYIOIIUX METOIUK
W3YYUTh BOMPOCH OE30MAaCHOCTU M MECTHOW MEPEHOCHMOCTH HCCIEIYyEMBIX MPErnapaToB
MECTHOTI'O JICHCTBUS.

11. IIpu pa3paboTke adbTEpPHATUBHBIX MOJEICH HCCICIOBAHHUMN OMYyCKACTCS
MCII0JIb30BaHUE MOJIeJIeH, TPUBEECHHBIX B IpenapaT-cnenuUIHbIX YKa3aHUsIX TOCyAapCTB —
4jeHOB MexXIyHapoJIHOTO COBE€Ta MO TapMOHHU3ALMU TEXHUYECKUX TpeOOBaHUU K
(dapMaileBTUUECKUM TMpenaparaMm sl MEIUIHUHCKOTO MPUMEHEHUs sl TaKuX >K€ WU
aQHAJIOTUYHBIX JEUCTBYIOIIMX BEIIECTB M JIEKApPCTBEHHBIX (OPM MpenapatoB MeCTHOTO
NEUCTBHUA. Pa3zpaborky aJbTEPHATUBHBIX MOJIEJIEM, HCIIOJb30BAHHBIC
npenapar-cnennudUUHbIE YKa3aHHs, a TakXe JaHHble MO OE30MacHOCTH M MECTHOM
MEPEHOCUMOCTH UCCIIETYEMbIX MPEnapaToB MECTHOTO JACHCTBUSA HEOOXO0AMMO 000CHOBAThH B
pazzeine 2.5 MOJyJsl 2 perucTpaOHHOTO TOCKE.

2. IlpexcraBnerne gaHHEIX 00 3¢ PEeKTHBHOCTH (3KBHBAJICHTHOCTH) IIPEIAPaTOB MECTHOT'O
JeicTBAA

Kimmanaeckue ucciaeqoBaHus

12. Kputepun mpueMIIeMOCTH TpaHUIl SKBUBAICHTHOCTH JOJKHBI OBITH OIPEICIICHBI
3apaHee, He0OXO0IMMOE JIJIsl UCCIIEI0BaHUS KOJIMYECTBO MAIMEHTOB JTIOJKHO OBITH OLICHEHO B
MPOTOKOJIE KIMHUYECKOTO HCCJIEIOBAaHUS 10 Hayajla MCCIEJ0BAaHUSA C HCIOJb30BAHHUEM
COOTBETCTBYIOIIUX CTAaTUCTUYECKUX TOAXO0J0B. BBIOOp TrpaHMI] 3KBHUBAJICHTHOCTH JIJIS
HCCIENYEMOr0 MIpenapara MECTHOIO JIEWCTBUSA MO OTHOUICHHWIO K Ipenapary CpaBHEHUS
3aBUCUT OT JEHUCTBYIOUIETO BEIIECTBA M HCIIOJb3YEMbIX MapaMETPOB OILIEHKHU
ASKBUBAJICHTHOCTU W JOJDKEH OBITh OOOCHOBAH 3asBUTENIEM. YKa3aHUE B OTYETE O
MIPOBEJCHHOM HKCCJIEJIOBAHUN CTAaHIAAPTHBIX TPAHUIl SKBUBAJICHTHOCTH TakKXkKe TpeOyeT
000CHOBaHUS ISl JTAHHOM TPYMIbI U3y4aeMbIX MPEMapaToB MECTHOTO JACHCTBUS.

13. TloaTBep KIeHNE TEPANEBTUUECKON SKBUBAJICHTHOCTH UCKIIFOUUTEIHHO HA OCHOBAHUH
(dakTa pa3auuuii B JACHCTBUM HM3y4yaeMbIX IMpenapaToB MECTHOTO JEWUCTBUS W TIanedo
HEJIOCTATOYHO. B 3aBHCUMOCTH OT OXXHJAeMOTr0 OTBETa Ha IJianedo U HEoOXOAMMOCTH
HAJWYUs TPYIIBI OTPUIIATEIILHOTO KOHTPOJIS TpeOyeTcsl MPOBEICHUE UCCISIOBaHUS IS 3
rpynn J00pOBOJBIIEB, IMO3BOJISIIONIETO CPaBHUTH JI€McTBUE IUIae00, HCCIEAYyEeMOro



rpernapara MECTHOTO JIEMCTBUS U Ipernapara cpaBHeHus. [IpoBenenue rncciieioBaHui 1 2
rpynn Jo0pOBOJIBLEB JIOMYCKAeTCAd B Cilydyae, €ClId 3TO OOOCHOBAHO NPUMEHSIEMBIMU
MPUHITUTIAMUA OMOCTATUCTUYECKOTO aHanu3a. BeiOop qu3aiftHa ucciaeaoBaHus TaKkKe JOJKEH
OBITH 00OCHOBAaH 3asBUTEJIEM B MPOTOKOJE KIMHUYECKOTO HCCICAOBAHHUS M B OTUETE O
pe3yJibTaTax UCCIICIOBAHUS.

Jpyrue Moaem n0Ka3aTelbCTBa SKBHBAJICHTHOCTH

14. Eciiu BMeCTO KJIMHUYECKUX UCCIEOBAHUM BhIOpaHa Apyras MOJEIb J0Ka3aTelbCTBA
AKBUBAJICHTHOCTH, TO JIJISl IOJITBEPKACHUS TEPANEBTUUECKOM SKBUBAJIEHTHOCTH HEOOXO0IUMO
MoKa3aTh U 00OCHOBATh PEJICBAHTHOCTH MOJEIN (MOJENb JOJDKHA OBITh BAIMIAUPOBAaHA), B
TOM YHCJIE HEOOXOIUMO TOATBEP/IUTh €€ MPUMEHUMOCTh B OTHOIIEHUU YKa3bIBAEMBIX MPHU
perucTpainuyd pexuMa M crnocodba NPUMEHEHHUs JEKapCTBEHHOro mpemapara. Jlis
OONBITUHCTBA Pa3pa0OTAHHBIX MOJIEJICH, allbTEPHATUBHBIX KIMHUYECKAM HCCIICIOBAHUSM,
BaJIMJALHNS OTCYTCTBYET.

15. Jlns nekapCTBEHHBIX MMpenapaToB MECTHOTO JEUCTBUS (papMaKOKHMHETHYECKas
OMO’KBUBAJICHTHOCTh HE BO BCEX CIydyasiX SIBISETCS ONTUMAJIbHBIM METOJOM IS
MOJTBEPKJICHUSI TEPANeBTUUECKON SKBUBAJCHTHOCTH (K YMCIIY HUCKJIIOYEHHI OTHOCSTCS,
ykazanHble B npuioxkennn Ne 9 k IIpaBuiam), MOCKOJIbKY TUIa3MEHHbBIE KOHIICHTPAIUKA HE
SBJISIFOTCSL TOKA3aTeNbHBIMU JJIs1 OIEHKH MECTHOU 3¢ ()EKTUBHOCTH, OJJHAKO JOMYCKAETCS
UCIIONB30BaTh JaHHBIE O (PapMaKOKMHETHYECKOW OWOAKBHUBAJICHTHOCTU [JISi OIIEHKHU
0e30MacHOCTH JIEKapCTBEHHOT'O IIpenapara.

3. IIpeacraBnenue JaHHBIX O 6€30MAaCHOCTH IIPENapaToB MECTHOI'O JIEHCTBUA

16. be3onacHOCTP U MECTHYIO MEPEHOCHMOCTh IPENnapaToB MECTHOTO JEHCTBUS
JOTMyCKaeTcsi 000CHOBATh MyTEM MpeAcTaBieHs] UHPOPMAIMU O CBOMCTBAX JEMCTBYIOIIETO
BEIECTBA U BHIOOPE M3BECTHHIX BCIOMOTATEIbHBIX KOMIIOHEHTOB. B OTIEIBHBIX Cilyyasx
TpeOyeTcs MpOBEACHUE JOTOJHUTEIBHBIX HCCIEAOBAHUM JIEKAPCTBEHHOI'O Mpenapara Kak
LETTOCTHOTO MPOAYKTa (CMECh ACHCTBYIOIIETO BEIIECTBA U BCEX BCIIOMOTaTEIbHBIX BEIECTB)
Ha JKMBOTHBIX, a TAKXKE JOMOJIHUTEIbHBIX UCCIEAOBAHUMN C y4aCTUEM YEJIOBEKA.

17. Ecnu 3a4BUTENb UCXOIUT U3 MPEAIIOI0KEHHUS O TOM, UTO B UCCIEAYEMOM IIperapare
MECTHOT'O JEHCTBUS KOJWYECTBO AKTHUBHOIO BEIIECTBA, JOCTUTAOLIETO CHCTEMHOTO
KpOBOTOKA ¥ (WMJTM) MeCTa OKa3aHus (DapMaKOJIOTUIECKOTO JCHCTBYSA, BEIIIE, YEM B IIpernapare
CPaBHEHHSI, U OTO MPEAINOJOKEHHE TMOATBEPKAEHO, CJIEAYET MNPEICTABUTh B
PETUCTPALIMOHHOM JOCh€ COOTBETCTBYIOIIME TOKCHKOJOTHUYECKUE JTaHHBIE W JAHHBIE O
0€30MacHOCTH Tpernapara MECTHOTO JEHCTBHS, MOJTYyUYCHHBbIE B paMKax HCCIEIOBAHUM C
y4yactueM uejioBeka. OTKa3 3asBUTENS OT MPEACTABICHUS TaKUX JAHHBIX JOJDKEH OBITh
o0oCcHOBaH B pazznene 2.5 (1, eclii MPUMEHUMO, B pazjieie 2.4) MoIyist 2 perucTpaiuoHHOTO
TOCheE.



18. B caydae ecinu UCHOIB3YIOTCS BCIIOMOTAaTENbHBIE BEILIECTBA, BIIEPBbIC IPUMEHSIEMBIC
B COCTaBe€ IpernapaToB MECTHOTO JICUCTBUs, HEOOXOAUMO MPEICTaBUTh COOTBETCTBYIOIINE
TOKCUKOJIOTHYECKHE, (HapMaKOJIOTHUYECKHE IaHHbIE M JaHHbIE O O€30MacHOCTH JTHUX
npernapaTroB, IOJYYEHHbIE B paMKax HCCICIOBAHUNW C YydacTHEM 4YeJIOoBeKa, s
MOATBEPAKACHUS TOTO, YTO IAHHOE BCIIOMOTATEJIbHOE BEMIECTBO ACHCTBUTEIILHO HEAKTUBHO U
0e30MacHo, a TakKe HE MMEETCS HEKENaTeIbHOTO XapakTepa B3aWMOJIEUCTBUS ITOTO
BCIIOMOTATEJIbHOTO BELIECTBA C ACHCTBYIOIIMM BEIIECTBOM JIEKAPCTBEHHOIO Mpenapara.

19. [Iporpammy HCCIeIOBAaHUM M JTaHHBIE O OE30MACHOCTH MpPENapaToB MECTHOTO
NEeUCTBUSA HEOOXOAMMO paccMOTpPETh B pazjaene 2.5 (¥, ecliu MpuMEeHUMO, B pazzene 2.4)
MOJYJISl 2 PETUCTPAIIMOHHOTO JIOChE, a TAKKEe 0O0CHOBATH BBHIOOP MPECTABISAEMbIX JaHHBIX
WM OTKa3 OT MPEJCTaBJICHUS ITUX JaHHBIX. [Ipu olleHKe prcKa HOBOTO JEKapCTBEHHOTO
mpenapara HeOOXOJIMMO YUYUTHIBATH TOT (DAKT, YTO CaM MATOJOTHYECKHUHA MPOIECC MOMKET
BJIUSATH Ha aOCOpOLMIO JEHCTBYIOIIETO BEIlECTBAa Mpenapara MECTHOTO JEUCTBUS WM €T0
MIPOHUKHOBEHUE B CHUCTEMHBIA KPOBOTOK, MPU I3TOM TpeOyeTcsl MpeCTaBICHUE AaHHBIX O
0€30MacHOCTH, TOJIYYSHHBIX C YYACTHEM YeJIOBEKa.

4. [Tpyrre CBEACHUS O TIPENIapaTe MECTHOTO JCHCTBHA, MPEICTABIISIEMEIE B PETHCTPAIIHOHHOM
Jloche

20. Ecnu B OTHOIIIEHUU MpenapaTa MECTHOTO JICUCTBUSI C HOBBIM COCTaBOM 3asiBJISIFOTCSI
IIPU PETUCTPALIMU HOBBIE CBOMCTBA, X HEOOXOJIUMO 0OOCHOBATh B PETUCTPAIIMOHHOM JIOChE.

IV. 3asBneHne 0 BHECCHUH 3HAYMMBIX W3MEHEHUM
Il Tma B perucTpaiiOHHOE JOCHE IMPENapaToB MECTHOTO AEHCTBHA

21. B ciydae H3MEHEHHS XapaKTEPUCTHUK JIEKAPCTBEHHOIr'o Ipenapara (
MPOU3BOJICTBEHHON pELENTYyphbl, COCTaBa, crnoco0a MNpOU3BOJACTBA WIM MOAU(DUKALUU
JIeKapCTBEHHOM (hOpMBI), KOTOpOe He TpeOyeT MmoJaun HOBOTO 3asBJICHUS HA PETUCTPALIUIO C
BO3MOXKHOCTBIO TMPEJCTABICHUS COKPALIEHHOTO J0Che (M3MEHEHue, He Tpeldyloliee
paclIMpeHusl perucTpauun), HO KOTOPOE MOKHO paccMaTpUBaTh B KAa4ECTBE 3HAYMMOIO
u3MeHeHus Il Tuma, ciegyeT NpencTaBUTh pe3yJIbTaThl OLEHKH TEpaleBTUYECKON
SKBUBAJIEHTHOCTH 3TOTO MpemnapaTra, BKIYas €ro MECTHYI NE€pPEeHOCHMOCTh (IpH
HeoOxoaumocTH). Ecinu 3asBuTeneM He 000CHOBaHO MHOE TPeOyeTCs MPECTABICHUE JaHHbBIX
, ykazanubix B paznene III Hacrosmmx TpeOoBanmii. IlpencraBieHue 3TUX NaHHBIX HE
TpeOyeTcs B ciayyae KiIacCU(PUKAUU U3MEHEHUH KaK He3HAYUMBIX U3MEHEHUN. 3HAaUUMOCTb
M3MEHEHUN HeoOX0oauMO 00OCHOBATh B pazneine 2.5 (U, eciu NMpUMEHUMO, B pazjaeie 2.4)

MOJYJISl 2 PETUCTPAIMOHHOTO JJOChE.
MMPHUJIOXKEHUE Ne 12
K [IpaBunam npoBeneHus: UCCIeI0BaHUI



OMOYKBHBAJICHTHOCTH JIEKAPCTBEHHBIX
npenaparoB B pamkax EBpasuiickoro
9KOHOMHYECKOTO COI03a

TPEBOBAHMA

K IIPOBEICHUIO MCCIIEJOBAHMIA I MOATBEPKICHUA TEPAMEBTUIECKON SKBUBATIEHTHOCTH
JIEKAPCTBEHHBIX IIPENIapaToB B JIEKAPCTBEHHBIX (opMax, OKA3HIBAIOIUX MECTHOE ACHCTBHE B
JKEJTyAOYHO-KHIIIETHOM TPaKTe

Cnocka. [IpaBuna nonosnHeHsl puiiokeHueM 12 B coorBeTcTBuu ¢ peumieHueMm Cosera
EBpaszuiickoit sxoHomuueckoit komuccuu ot 15.02.2023 No 22 (BcTymaeT B CHIIy MO
ucreueHuu 180 kaneHJapHBIX JHEU ¢ JaThl €ro 0(QUIHAIBHOTO OMyOJIUKOBAHUA).

I. O0mue mosoxeHus

1. Hactostiiiee TpeOoBaHMsI TPUMEHSIOTCS B OTHOLIEHUH JIEKAPCTBEHHBIX MPENAapaToB B
JIEKapCTBEHHBIX (POpMax, KOTOPbIE OKA3bIBAIOT MECTHOE JICUCTBHUE B ONMPEJEICHHOM Y4acTKe (
y4acTKax) >KEJIYJI0YHO-KUIIEYHOT0 TpakTa (OT MOJOCTH pTa 0 MNPSIMON KHUILIKW) U s
KOTOPBIX JII000€ CUCTEMHOE JIEUCTBHE PACCMATPUBACTCS KaK HEXKeNaTelbHas peakius (nanee
— TIpernapaThl MECTHOTO JIEUCTBUS).

2. Hacrosmme TpeGoBaHus OonpeneiastoT 0COOCHHOCTH MPOBEISHHS HEOOXOIUMBIX
UCCJIeIOBaHU OMOAKBUBAJIEHTHOCTH 1N VIVO U MCCIIEIOBAaHUN SKBUBAJIECHTHOCTH in VItro asis
MOATBEPKJICHUSI TEPANEBTUUECKON SKBUBAJICHTHOCTH MPENapaToB MECTHOTO JACHCTBUS, a
TaK)Ke BKIIIOUYAIOT B C€0s yCIOBHUS, MPU COOIOACHUHN KOTOPBIX HE TpeOyeTcs MpeICTaBlIeHNe
COOCTBEHHBIX KIIMHUYECKUX JTAHHBIX.

3. B coorBerctBun ¢ npusioxxenneM Ne 1 k IIpaBuiiam npoBeaeHHsT UCCIIEIOBaHUM
OMOAKBHBAJICHTHOCTH JIEKAPCTBEHHBIX MpPENapaToB B paMkax EBpa3nuiicKOro SKOHOMHUYECKOTO
coro3a, yrBepxacHHbIM PermenneM CoBeta EBpa3zuiickoli SKOHOMHUYECKOW KOMHCCHHU OT 3
HosiO0pst 2016 r. Ne 85 (manmee — IlpaBuna) HEOOXOAMMO MPOBEIACHHE KIMHUYECKUX
WCCIEOBAaHNN OMOPKBHBAJICHTHOCTH MJIs JAHHOW TPYNIBI JEKAPCTBEHHBIX IPENapaTos,
OJIHAKO JIOMYCKAeTCs TaKXe HCMOJIb30BaTh TOTOBbIE WIJIM pa3pabaThiBaThb WHBIC
AKCIIEPUMEHTAJbHbIE MOJEIN HCCIENOBAaHUM sl JOKA3aTelIbCTBA AKBUBAJIECHTHOCTH. B
3aBUCUMOCTH OT CHUTYallUM MOXKHO paccMmaTpuBaTh (hapMaKoJIMHAMHUYECKUE UCCIIECIOBAHMS,
HCCIIeOBaHUs JIOKAJbHOM JOCTYNHOCTH C yYacTHEM 4YeJioBeKa U eclii 000CHOBAHO,
MCCIIEIOBAHUS Ha JKMUBOTHBIX WM HCCIEAOBAaHUS In Vitro MpH YCIOBUH, 4YTO
COOTBETCTBYIOIINE METOIUKH UJIM MOJEIHN UCCIEIOBAHUM B JOCTATOUHOU CTETIEHU HAJICKHbI
(ucxong U3 pe3yabTaTOB BAJIUIAIIMU METOANKU UITA MOJIENH).

4. ITo cpaBHEHUIO C KIIMHUYECKUMH U (PapMaKOAMHAMUYECKUMU KOHEUHBIMUA TOYKAMH B
KIIMHUYECKUX MCCIICIOBAHUSX HCIIOIb30BaHUE AIbTEPHATUBHBIX MOJIEEH (BKIIOUas METOAbI
in vitro u in vivo) ciocoOHO obecnedunTh 00jiee BHICOKYIO YyBCTBUTEILHOCTh B OTHOIICHUH
OOHApy>KE€HUS pa3NUuuuil MEXAY JIeKapCTBEHHBIMU IIpernapaTtamu, COJepKalluMu



OJIMHAKOBBIE JeicTBytouue BemecTBa. ONBIT OTAEIBHOTO MWJIM KOMOMHHUPOBAHHOTO
MPUMEHEHHUsI HEKOTOPBIX U3 3THX AJIbTEPHATUBHBIX MOJIENEN CBUJIETEIBCTBYET O TOM, YTO
BO3MOKHO HANPSMYI0 WJIM KOCBEHHO CPaBHUTH JIOKAJIbHBIE KOHIIEHTPALMHU JEHCTBYOIIMX
BELIECTB.

5. TepaneBTUYECKYI0 SKBUBAJIEHTHOCTD MPENAPATOB MECTHOI'O IEUCTBHUSI TOITYCKAETCs
J0Ka3bIBaTh C MCIOJIb30BAaHUEM aJIbTEPHATUBHBIX MOJENEH NMPU YCIOBHUM, YTO 3T MOJEIH
MOATBEPAMIIM CIIOCOOHOCTh NPABHJIBHO OTPa)XaTh BBICBOOOXKIEHHE U JIOKAIbHYIO
JOCTYTHOCTh KOMIIOHEHTOB HCCIEIyeMOro Ipenapara in Vvivo. AHaJIOTHYHOCTh
BBICBOOOK/ICHUS U JIOKAJBHOM JOCTYNMHOCTU JEUCTBYIOIIMX BEUIECTB SIBISETCS OCHOBHBIM
(bakTopoM, OMpPENESIONUM CXOAHBIH KIMHUYECKUH OTBET Ha IpernapaTrhbl IJIs MECTHOTO
npuMeHeHusa. B ciywasx, korga uccinenoBaHus in vitro win (papMaKOKMHETHYECKHE
MCCIJIETOBAHMSI TIO3BOJISIOT OLICHUTh 3TH (PaKTOPhI, KIMHUYECKUE UCCIEAOBAHUS JOITYCKAETCs
HE MPOBOUTD.

6. Bua uccnenoBaHuil, npoBeAeHUE KOTOPBIX HEOOXOAUWMO IS MOATBEPKICHHS
HKBUBAJIEHTHOCTHU, OINpPEJENSIETCS] Ha OCHOBAaHMU TIIATENIBHOIO aHaju3a XapaKTEePUCTHUK
JEKapCTBEHHOTO IpemnapaTa, MEXaHM3Ma €ro JelcTBHs, NaroreHe3a 3a0o0JieBaHMUS,
BaJIMJIHOCTU JIOOBIX HCCIEOOBAHMM In VItro WM In ViVO, BIMSHHUI BCIIOMOTaTEIbHBIX
BEIIECTB U pa3IM4YMil B CHCTEMax JOCTAaBKU JEUCTBYIOIIEro BemiecTBa. OTCyTCTBHE
KJIMHUYECKHUX UCCIIEIOBAaHUN HE00X0JMMO 000CHOBATb.

II. Cdepa mprmerneHUS

7. B macrosmux TpeOoBaHUSAX NPUBOJMUTCS ONMHCAaHHE BBHIOOpA HCCIICIOBaHHUI
AKBUBAJICHTHOCTH 1N Vitro 1 (hapMaKOKMHETUIECKUX MCCIICAOBAaHNN OMOIKBUBAJICHTHOCTH n
VIVO B KayecTBE€ MOAXOASNIUX MOJIeNeH sl TOATBEPKICHUS TeparneBTUYECKOU
SKBHUBAJCHTHOCTH MpenapaToB MECTHOTO JEHCTBUS C HEMEIJICHHBIM  HJIH
MOJU(PUIIMPOBAHHBIM BBICBOOOXKICHUEM, COJAEPXKAIIUX OJHO U TO XE€ JEUCTBYIOIIEE
BelecTBO. BBIOOp mMccnenoBaHuii HEOOXOAUMO 0OOCHOBATh B PETHCTPAIIMOHHOM JIOChE C
YYETOM BCEX BAKHBIX XapaKTEPUCTUK, OKA3BIBAIOIIUX BIUSHUE HA BHICBOOOXKCHHUE 1N VIVO U
JIOKaJIbHYIO IOCTYITHOCTh JE€HUCTBYIONIETO BEIlIECTBA MIpenapara.

8. JluzaitH dhapmMakoaMHAMHYECKUX HCCIEIOBAaHUM M KIMHUYECKUX HCCIIeIOBAHHUI
TEpaNneBTUYECKON 3KBUBAJICHTHOCTH 3aBUCUT OT OCOOCHHOCTEH 3a00€BaHU, AJIs JICUCHUS
KOTOPBIX MIPUMEHSAIOTCS TMpenapaThl MECTHOTO AeicTBUA. [Ipu m1aHupoBaHUU U TPOBEICHUN
WCCJIEIOBAHUNM OTAENbHBIX TPyINN W PAa3HOBUAHOCTEW JIEKAPCTBEHHBIX MPENApaToOB
HEO0OXOJIMMO YUUTBHIBATH TOJIOKEHUS aKTOB OpraHoB EBpa3niicKoro 3KOHOMHUYECKOTO COI03a,
pErIaMEHTUPYIOIINX MPOBEAECHUE UCCIEIOBAHUMN JIEKAPCTBEHHBIX MTPENAPATOB.

9. Hactosimue TpeGoBaHus MPUMEHSIOTCS B OTHOIIIEHHUH JICKAPCTBEHHBIX IIPEIapaToB,
coAepKaluX JEUCTBYIONIME BEIIECTBA, SIBISIOIAECS HU3KOMOJIEKYJISIPHBIMUA COCAMHEHUSIMH,
MOJYYEHHBIMU MYyTEM XUMHYECKOTO CHHTE3a, ycTaHoBieH B IIpaBunax mnpoBeneHus
UCCIICJIOBAHUN OHMOJOTHMYECKUX JICKAPCTBEHHBIX CPEeACTB EBpasuicKoro 3KOHOMUYECKOTO



coro3a, yrBepxkaeHHbIX PemenneM CoBera EBpasuiickoil SKOHOMHYECKONM KOMHMCCHM OT 3
HOs10ps 2016 1. Ne §9.

10. Hactosimue TpeGoBanusi mpuMEHSIOTCA Tpu oQopmiieHWH 3asBICHUN Ha
PETUCTPALMIO CIIETYIOIINX BUIOB JIEKAPCTBEHHBIX IIPENAPaTOB:

OpUTHHAJIbHBIEC JICKAPCTBEHHBIC Mpenapathl (MOJTHBIE 3asBICHUS B COOTBETCTBUU C
pazaenom | mpunoxenuss Ne 1 k [IpaBunaMm peructpanvi M 3KCIEPTU3bI JEKAPCTBEHHBIX
CPEACTB I MEOULIMHCKOTO IPUMEHEHM, yTBepKAeHHbIM Pemennem Cosera EBpasniickon
HPKOHOMHUYECKOU KomMuccuu ot 3 Hosiopst 2016 1. No 78 (manee — I[IpaBuiia peructpanuu u
AKCTIEPTU3HI));

BOCIIPOM3BECHHBIE JIEKAPCTBEHHBIE Mpenaparsl (B COOTBETCTBUHU C MOJpa3ieaoM 6
paznena Il npunoxxenust Ne 1 x [IpaBunam peructpaiiv ¥ 3KCEPTU3HI);

ruOpuIHBIE JIEKApCTBEHHBIEC MpemnapaThl (B COOTBETCTBUM € Toapasnenom 7 pasaena 11
npuioxkenus Ne 1 u npunoxkenueM Ne 11 k [TpaBunam peructpaiuu v SKCIEpPTU3bI);

JIEKapCTBEHHBIE MpPEnaparbl C XOPOIIO U3YyUYEHHBIM MEIUIIMHCKUM MPUMEHEHHEM (B
coOTBETCTBUU ¢ noapazaenom 8 pazzaena Il npunoxkenus Ne 1 k [IpaBunam peructpauuu u
AKCIIEPTHU3bI);

KOMOWHHUPOBAHHBIE JIEKAPCTBEHHBIE MpemnapaThl ((GukcupoBaHHas KOMOWHaAIUS 1103) (B
cooTBeTCTBUU ¢ noapazaenom 9 pasznena Il npunoxenus Ne 1 k IIpaBunam peructpauuu u
AKCHEPTU3BI).

[Tonoxenust HacTosiKMX TpebdoBaHUN TakKe MPUMEHSIOTCS MPU U3MEHEHUHU YCIOBUHN
peructpauuu (B COOTBETCTBMHM ¢ npuioxkeHueMm Ne 19 k IlpaBunmam peructpauuu u
SKCIIEPTU3HI).

I1. Uccnenyemble mpenapaTbl MECTHOTO ACWUCTBUS, JOJKHBI NMPOU3BOIAUTHCS B
coorBeTcTBUM ¢ [IpaBunamMu Hajmexamend MPOU3BOJACTBEHHOW MNpPaKTUKU EBpazuiickoro
AKOHOMHUYECKOTO COI03a, yTBEpKAeHHbIMU Peniennem CoBeta EBpa3niickoil 5KOHOMUYECKOMN
Komuccuu ot 3 HosiOpst 2016 r. Ne 77, ¢ mpeAcTaBlIeHHEM COOTBETCTBYIOIINX JTOKYMEHTOB B
COCTaBE€ PErUCTPALMOHHOTO JOChE.

12. 3asBuTenb BIpaBe OOPATUTHCS 3a HAYYHOU WM MPEAPETUCTPAIMOHHON
KOHCYJIbTAlUEN B COOTBETCTBUU C MYyHKTOM 26 IIpaBumil peructpauuiu v SKCHEPTHU3bI B
YIOJIHOMOYEHHBIE OPTraHbl (IKCIEPTHBIE OpPraHU3alK) TOCYAapCTB — WieHOB EBpa3uiickoro
SKOHOMHUYECKOT0 COK03a, B TOM YHCJIE B OTHOIIEHUU MPOTrpaMMbl U BHUJOB UCCIEIOBAHUIN
JIEKAPCTBEHHBIX MPENApATOB C Y3KUM TEPANEBTUYECKUM NHIIEKCOM.

III. Baps npenapaToB MECTHOT'O JEHCTBASA

13. IIpenapaTbl MECTHOTO JCUCTBUS MOAPA3ICISAIOTCS HA CIEIYIONIME KAaTErOPUU:
a) IO MECTY JIEUCTBUS:
npernaparbl, OKa3bIBAIOIIME MECTHOE JCHCTBHE BO PTY U (WJIM) B TOPTAHU U TIOTKE (
HaIrpuMep, MECTHOAHECTEZUPYIOIINE CPE/ICTBA, AHAIBI€TUKHU JIOKAJTBLHOTO JIEUCTBUSA);



npenapaTsl, OKa3bIBaIOIIUE MECTHOE JIEMCTBHE B MUILEBOAE U JKEIyAKe (Hampumep,
aHTaIUIb);

npenapaThl, OKa3bpIBalOIINE MECTHOE JACHCTBHE B MPOKCUMAJIBHBIX HJIA AUCTATbHBIX
OTAeJaX TOHKOW KHIIKH, B TOJICTOM KHUIIKE WJIM B MNPsIMOW KHIIKE (Hampumep,
IIPOTUBOBOCHAIUTENBHBIE WIH CIA3MOJIMTHYECKHE MPENapaThl);

0) 1O PacMoNOKEHUIO MOJIEKYJIIPHON MUILIEHU ACHCTBUS:
npenaparbl, OKa3bIBAIOIME MECTHOE JIEWCTBHE Ha BHYTPUKJIETOUHYIO MULLIEHB;
npernaparbl, OKa3blBaroIIue JEHCTBUE B IPOCBETE JKEIYJOUHO-KUILIEYHOTO TPaKTa WK Ha
MOBEPXHOCTHU KJIETOUYHON MEMOPAHbI CIIM3UCTHIX 000JIOYEK KEITYJOUHO-KUIIEYHOT'O TPAKTA;
npenaparsl, OKa3bIBalOIME€ MECTHOE JNEHCTBUE HAa HECKOJBKO BUJOB MOJIEKYJISIPHBIX
MUIIEHEH, paCIONIOKEHHBIX BHYTPUKIETOUYHO U BHEKJIETOUHO;
B) IO MEXAHU3MY JICHCTBHUS:

XeJATUPYIOLINE COETMHEHNS B MUILEBAPUTENbHBIX COKaX WJIHU JKENyJI0YHO-KUILIEYHON
cpelie, CBA3BIBAIOLIUECS C MUIICHIMH B IPOCBETE KEIYIOYHO-KAIIEYHOTO TPAKTa (Halpumep,
dbocdar wim xemus);

npenaparbl 3aMECTUTENIbHON Tepanuu, JOCTABIISIIONIUE B JKETyI0YHO-KUIIEUHBIA TPAKT
SH/IOT€HHbIE COEAMHEHNUS (HanpuMep, KeJIdHble KUCIOTHI);

npenaparbl, U3MEHSIoIKE (PUIUKO-XUMUYECKUE YCIOBUS B KEIIyJOYHO-KUIIEYHOM
TpakTe (HampuMep, aHTAIUAbI);

npenapartbl, OKas3blBarolIue (pu3snyeckoe BO3AEHCTBUE (HAalpUMEp, OCMOTHYECKHUE
cliabuTenpHble 1 00BEMO00pasyIolIe cIabuTenbHbIE);

Ipenaparsl, CBA3BIBAIOIIMECS C PELENTOPAaMU WM MULICHSMHU B KJIETKaX CIM3UCTOM
000JIOYKH KHUILIEYHUKA (HAalIpUMEpP, KOPTUKOCTEPOU/IBI,
5-aMHHOCAIMIIMIIOBAs KUCIIOTA);

r) no 6nodapMaleBTUUECKUM U (apMaKOKMHETUYECKUM CBOMCTBAaM:
abcopOupyeMble mpernaparThl;

HeaOcopOupyeMble TIpernaparhl;

1) TI0 JICKapCTBEHHOU (opme:

Ipernaparsl B JIEKAPCTBEHHBIX (popMax ¢ HEMEAJIECHHBIM BBICBOOOKICHUEM;
npenaparsl B popMe pacTBOPOB;

npernaparhl B )KUJIKUX JIEKAPCTBEHHBIX (opMax, HE SIBJISIOIINXCS paCTBOPaAMU;
npenaparsl B JIEKApCTBEHHBIX (hOpMax ¢ MOAUPUIIMPOBAHHBIM BBICBOOOKIECHUEM;
€) [0 COCTOSIHUIO JICHCTBYIOIIETO BEIIECTBA B JIEKAPCTBEHHOH (opme:

JIEHCTBYIOILIEE BEILIECTBO PACTBOPSAETCA B JKUJIKOW JIEKApCTBEHHOUM (popMe (Hampumep,
pacTBOp, IIUKCHUP);

JEMCTBYIOIEE BEIIECTBO HE PACTBOPSAETCS B KHUIAKOW MIIM MATKOM JIEKApCTBEHHOM (popme
(HanpuMep, Teb WIK CYCIIEH3HS);

JeICTBYIOIIEE BELUIECTBO PACTBOPSETCS B TBEP/OM JIEKApCTBEHHON Qopme (Hampumep,

MaCcTUJIKA);



JEHCTBYIOIIEE BEIIECTBO HE PACTBOPSAETCS B TBEPOH JICKapCTBEHHOM dopme (Harpumep,
TabJeTKa).

IV. O6mue TpeGoBaHN K MOATBEPXKAECHAIO SKBUBAICHTHOCTH IPENapaToB MECTHOTO AEHCTBHUS

14. OO01as o1eHKa SKBUBAJICHTHOCTH MPENapaToB MECTHOTO JACHCTBUS TPOBOJAUTCS JTUOO
B paMKax 3KCIEPTU3bl PETrUCTPAMOHHOTO JOChE€ NIPU PACCMOTPEHUU 3asBICHUS Ha
PETUCTpAllMI0 C TPEACTABICHHEM COKPAIIEHHOTO J0Che, JUOO B paMKax SKCIEPTHU3BI
PETUCTPALIMOHHOTO JTIOChE MPHU PACCMOTPEHUM 3asiBIICHUSI O BHECEHUM W3MEHEHUHN B paHee
3apETrUCTPUPOBAHHBIM JICKAPCTBEHHBIM mpenapar. B 3Tux ciydasx TepaneBTUYECKas
ASKBUBAJICHTHOCTh TMpEANoOJaraeT HaJluyue SKBUBAJIEHTHOCTH 1O O€30MacHOCTH U
3(PEKTUBHOCTH TPENapaToB MECTHOTO ACHCTBUSA. JJI MOATBEPKIASHHUS TEPaieBTHUCCKON
SKBUBAJICHTHOCTU TpeOyeTcsl MPOBECHUE KIMHUYECKUX HCCIEIOBAHUN C KIMHUYECKUMHU
KOHEYHBIMH TOYKaMH, OJHAKO MO>HO MCIIOJb30BaTh aJbTEPHATUBHBIC MOJIXOAbI MPHU
YCJIOBHH, YTO OHU MMEIOT YETKOE€ OOOCHOBAHME U COOTBETCTBYIOIIUE XAPAKTEPUCTUKH, C
Y4ETOM HEOOXOAMMOCTH OLICHKH MPOHUKHOBEHMSI, BRICBOOOK/ICHHSI U PACTBOPEHHUS 1n Vivo.
WccnenoBanus in vitro Uiy MoJenb (MOIENN) TOJKHBI OIEHUBATh 0COOBIE XapaKTEPUCTUKU
JIEKapCTBEHHOW (hOpPMBI, MOATBEPKAAIONIEH SKBUBAJICHTHOCTh. HeoOxoauMo mpeacTaBUTh
BCECTOPOHHEE M YETKOE€ 0OOCHOBAaHWE BBIOPAHHOTO METOJ]la (METOJOB) MCCIEAOBAHUS WU
Monaenu (mopeneit). Pe3ynbTarhl HMCClEIOBAaHUN  JIOJDKHBI  OBITh  HAaJICXKHBIMU,
BOCITPOU3BOJIMMBIMHU, & METOJT — YyBCTBUTEIBHBIM U CICIIU(UIHBIM ISl 3asBJICHHBIX IETIEH.

15. Ilpu mpeacTaBieHUU pe3yJIbTaTOB UCCIIEIOBAaHUNA HAa MOJEISIX, albTEPHATUBHBIX
MOJIENSAM KIMHUYECKUX U (PapMaKOIMHAMUYECKUX KOHEYHBIX TOUYEK, 3aIBUTEII0 HEOOXOANUMO
NPEACTaBUTh JOKYMEHTAIBHBIE JI0KA3aTENbCTBA TOr0, YTO MOJEIb KOPPEKTHO OTpakaeT
BBICBOOOXJIEHHE 1N VIVO JAEHCTBYIOIIETO BEIIECTBA U €r0 JOCTYIMHOCTh B MECTax JICHCTBUS.
JJist 9TOTO 3asIBUTENI0 HEOOXOAMMO C MCIOJIB30BAHUEM COOCTBEHHBIX YKCIEPUMEHTAIBHBIX
WM HAYYHBIX MEIMIIMHCKUX JaHHBIX MPEICTaBUTh 0OOCHOBAHUE PEJIECBAHTHOCTU MOJEIH B
OTHOIIIEHUM TEparneBTUYECKOro dPdexkra u He MEHbIIEH YyBCTBUTEIBHOCTH MOJIETHU IS
OoOHapy»XeHUsI Pa3Iuduil MKy JEKapCTBEHHBIMHU MpenapaTamMu 1Mo CPaBHEHUIO C MOJCISIMU
KIMHAYECKUX U (Win) hapMaKOAMHAMUYECKUX KOHCUYHBIX TOYCK.

16. HeoOx0oauMO yCTaHOBUTH UYBCTBUTEIBHOCTH (hapMaKOKMHETHUYECKUX KOHEUHBIX
TOYEK WJIM METOJIOB In Vitro Mpu BBEACHUU Pa3HBIX J03 OPUTHHAIBHOTO (pedepeHTHOTO)
JIEKapCTBEHHOr0 IMpemnapara (fajnee — mpemnapar CpaBHEHHUs) (HampuMep, ¢ MOMOIIBIO
Hay4YHBIX MEIUIIMHCKUX JJAHHBIX VI JAHHBIX MUJIOTHOTO UCCIETOBAHUS ).

17. Jlna noAaTBEpKIeHUS SKBUBAJICHTHOCTH MPENapaToB MECTHOTO NEUCTBUS HEOOXOIUMO
WCIIOJIB30BaTh CIEAYIONIUE JaHHBIE B MOPSIKE BO3pACTAHUS MPEANOYTUTEILHOCTH UX BBIOOpA

a) TOJIBKO JIaHHBIE O (papMaleBTHUYECKOM KaveCTBE;
0) naHHBIC 0 hapMaIleBTUIECKOM KauyeCTBE U JaHHbBIC, TOJYYCHHBIC HA MOJICTH in Vitro;
B) JaHHBIC O (apMaIlCBTHICCKOM Ka4eCTBE U (hapMaKOKMHETHUSCKHE JIAHHBIC in Vivo;



T') JaHHbIE O (papMaIeBTUYECKOM Ka4eCTBE, U JJaHHbBIC, TOJYYCHHBIC HAa MOJICIIU In Vitro, u
(hapMaKOKMHETHUYECKHE JTaHHBIE 1N VIVO.

18. BpiOpanHbIN MOAXO0A TOJICKHUT JETalbHOMY OOOCHOBAHUIO C OIIEHKOW BCEX
CYIIECTBEHHBIX TMapaMETPOB, OTPAXKAIOIIUX OCOOEHHOCTH peanu3aluu JelCTBUS
JIEKapCTBEHHOTO Tpemnapara in vivo JJjs marueHToB. UTOOBI HCMONB30BaTh yKa3aHHBIC
aNbTEPHATUBHBIE METO/bI, HEOOXOJUMO MPUHUMATH BO BHUMAHHE, YTO, TOMUMO CIOco0a
BBEJICHMS], KAYECTBO JIEKAPCTBEHHOT'0 Ipenapara (HalpuMmep, OLEHUBAEMOE 110 KPUTUYHBIM
MOKa3aTessiM) sBIsIETCS 00s3aTeIbHBIM KOMIIOHEHTOM JaHHbIX. Hampumep, TpeboBanue o
MOATBEPKACHUU (HapMAKOKMHETUYECKON OMOSKBUBAJIEHTHOCTH In VIVO JOMYCKaeTcs He
IIPUMEHSATH, ECJIM MCCIIEyEMbIN JIEKAPCTBEHHBIN NIpenapar u rnpenapar CpaBHEHMS SIBISIOTCS
pacTBOpaMHM M HMMEIOT CONOCTaBUMbIE XapPaKTEPUCTUKH KayecTBa W OJMHAKOBBIM MYTh
BBEJICHUS DY AHAJIOTUYHOM Ka4€CTBEHHOM U KOJIMYECTBEHHOM COCTaBE.

19. Jlng oueHKH CUCTEMHOM 0€30MacHOCTH, €CIIU CYIIECTBYET PUCK PE3KOTO BO3paCTaHUs
CEPbE3HOT0 HEXKENATEIBHOIO BO3ICHCTBUS IPU YMEPEHHBIX Pa3IMYUsAX MEXIY Mpenaparami,
cleayeT TMpeICTaBUTh JaHHbIE O CTENeHH abcopOIuM, Make €clIU C IMOMOIIBIO
(bapMakKoAMHAMUYECKOTO MOIX0/1a JOKA3aHa TePaneBTUYECKas SKBUBAJIEHTHOCTD.

20. B oTnenpHBIX, clielMaibHO OOOCHOBAHHBIX B PETMCTPALMOHHOM JI0ChE 3asiBUTEIEM
ciaydasX  pe3ysbTaTbl  KJIMHUYECKUX  HCCIENOBAaHUM  (papMaKOKMHETHYECKOU
OMOPKBUBAJICHTHOCTH MOJTBEPIKAAIOT TEPaNeBTUUECKYIO0 3KBHUBAJECHTHOCTh HCCIIEIYEMbIX
JEKapCTBEHHBIX IMpemnapaTtoB (Hampumep, s JEKApCTBEHHBIX IMpenapartos,
MPEUMYIIECTBEHHO abcopOMpyeMbIX B MeCTe UX JeHCTBUs). B Takux cioydasx momyckaercs
NPUMEHSTh OOBIYHBIE KPUTEPHUH MOATBEPKICHUS OMO3KBUBAIIEHTHOCTH.

21. Heob6xoauMo M3y4HUTh MECTHYIO O€30MACHOCTh U MEPEHOCHUMOCTh HCCIETYEMBIX
JEKapCTBEHHBIX IIpenaparoB. B cocTtaBe wcciienyeMbIX JIEKapCTBEHHBIX IpenapaToB
HE00XOAMMO HCIIOJIb30BaTh TE )K€ BCIIOMOTaTeJIbHbIE BEIECTBA U B TEX K€ KOJUYECTBAX, YTO
U B Ipenaparax cpaBHeHus. [Ipyn HaMumy pas3inyuii BO BCIIOMOTATENbHBIX BEIIECTBAX (KaK
U3BECTHBIX, TaK U HEM3BECTHBIX) CJIEAYEeT MPOBECTH AOMOJHUTEIbHbIE CPABHUTEJIbHBIC
HCCJIEI0BAHUSI IEPEHOCUMOCTH.

22. llepeuenb Mozeneil in vitro, IpeayCMOTPEHHBIN HacTOSIIMMU TpeOoBaHUSIMU, HE
ABJISIETCSI UCUEPIBIBAIOIIUM, MIO3TOMY JOMYCKAETCs NPUMEHEHUE JIPYTUX MOJENEH, eciau hX
NpUMEHEHHE OOOCHOBAHO 3asBUTEIEM B PETHCTPAIMOHHOM JIOChE C YYEeTOM BCeEX
ocobeHHOCTeN (hapMaKoJIOTUUECKOr0 JCHCTBUS JIGKApCTBEHHOTO IMpemnapara In Vivo,
CYLIECTBEHHBIX JUIsl €T0 IPOHUKHOBEHUSI, BBICBOOOKICHHS U PACTBOPEHMSL.

23. JlomyckaeTcs MPUMEHSTh METOJbl TaMMa-CUUMHTUTpadUU U JIPyTHe METOMAbI
BU3yalM3alluk [JIs OLIEHKU JE3UHTETpaluM JIEKapCTBEHHOIO Ipemapara in vivo u
pacmnpeieNieHnsl €ro Mo KeIyJOYHO-KUIIEYHOMY TpakTy. Takue MeTOIbl JOIyCKaeTCs
UCIIOJIb30BaTh, €CIIU OTCYTCTBYET CTaMs PACTBOPEHUS in Vivo JEKapCTBEHHOTO Mpernapara.
Meroapl BU3yalnH3alUuM CIEIyeT HCIOJIb30BaTh B KOMOMHAIMU € (DapMaKOKMHETHUECKOM
OLIEHKOM 00pa3oB, 4YTOOBI OMNUCAaTh pACHPEIEICHHE H3y4aeMOro COEIUHEHUS B



KEITYTOYHO-KUIIEYHOM TPAKTE€ U COOTHECTH C CUCTEMHOM 3KCHO3ULMEN (IIyTEM OLIEHKH
YaCTUYHBIX IUIOIIAJEH IMOJl KPUBBIMHU) IMpPU OMNPEAEICHHON JOKaJW3alUMU Mpernapara B
eIy T0YHO-KUIIEYHOM TPAKTE.

V. CnemuansHabie TpeOOBaHHUS IO MOATBEPIKACHUIO SKBUBAJICHTHOCTH OTAEIHHBIX IPYIII
IpenapaToB MECTHOI'O ACHCTBHUS

1. JIexapcTBeHHBIE IPENapaTHl, OKa3hIBAIOIAE MECTHOE JISHCTBHE B IOJIIOCTH PTa U (WIH) B
TOPTaHH U INIOTKE

24. Jlns MECTHOTO JNEWCTBUS JIEKAPCTBEHHBIX MpenapaToB B MOJIOCTH pTa U (KUU) B
TOPTaHM U TJIOTKE NMPUMEHSIOTCS pa3JIMuHbIe JIEKapCTBEHHbIC (POPMBI (HAIpUMED, PACTBOPHI,
CYCIEH3UH, SIUKCUPDI, IOPOIIKHU, TAOJIETKH, MAaCTUIIKHU, T€JIH, 3allleYHble CIpeu U T. 1.). s
NOJAOOHBIX JIEKAPCTBEHHBIX IMPENapaToB MPUMEHSIOTCS CXeMa MPUHITUS pElIeHUH,
MpUBEJCHHAs Ha PUCYHKE 1, a TakKe MNPUHLUMIBLI MOJTBEPKICHHUS SKBUBAJICHTHOCTH,
yKa3aHHBIE B HACTOSIIEM pasjelie, U mojoxkeHus pazaena [V vacrosmux TpeboBanuii.

JlexapcTBeHHSIH mpenapar B ¢opMe pacTBopa

25. Ecnu uccneayemblil JIeKapCTBEHHBIN Mpenapar sBiasieTCs paCTBOPOM WU EPEBOIUTCS
B (OopMy pacTBOpa HEMOCPEACTBEHHO K MOMEHTY BBEJEHHUS M COACPKUT JACHCTBYIOIIEE
BEIIECTBO B TOW € KOHIICHTpAIlMHM, YTO W Tpernapar cpaBHEHHS B (opme pacTtBopa,
UCCIIeI0BaHus, 00OOCHOBBIBAIOLIME OMOAKBUBAJIEHTHYIO 3(P(HEKTUBHOCTh M 0OE€30MaCHOCTb,
JOMyCKaeTcss He MpoBOAUTh. OIHAKO ClEAyeT YYUThIBaTh HEOOXOAMMOCTH JI€TAIBHOIO
aHaJu3a COCTaBa BCIIOMOTATEIbHBIX BEIIECTB, IOCKOJIBbKY BCIIOMOTAaTEIbHbBIE BEIIECTBA MOTYT
BIIMATH HA BpPEMs, B TEUYECHHE KOTOPOTO JIEKAPCTBEHHBIM IpernapaTr yAEpKUBAETCS B
COOTBETCTBYIOIIIEH YAaCTM BEPXHETO OTAeNa KEIyIOYHO-KUIIEYHOTO TpakTa (Hampumep,
BKYCOBasl IPUBJIEKATEIbHOCTh, IOBEPXHOCTHOE HATSHKEHHE PAacTBOPA, €ro BS3KOCTb U T. J1.),
pPacTBOPUMOCTh 1n Vivo (Hampumep, COPaCTBOPUTENH) WIM CTaOWIBHOCTH In VIVO
JNerCcTBYOIIEro BemiecTBa. [Ipu Hanuuuy pa3nvuuil BO BCIIOMOTATENBHBIX BELIECTBAX
HEOOXOIMMO MPOBECTU HCCIEIOBAHUE HKBUBAJIEHTHOCTH, €CIM TOJBKO pPa3JIMuMs B
KauyeCTBEHHOM M (WJIM) KOJIMYECTBEHHOM COCTABE TAaKMX BCIIOMOTATEIbHBIX BEIIECTB HEIb3s
MOJIHOCTBIO OOOCHOBATH C MOMOUIBIO IPYTUX JaHHBIX, C YYETOM TPEOOBaHUI NPHIIOKEHHUI No
1 u 4 x [IpaBunam.

26. B Tex cmy4asx, KOrJa HUCCIENyEMbIM JIEKAaPCTBEHHBIM Ipenapar SBISAETCS
MEPOPATBLHBIM PACTBOPOM, KOTOPBIN 3asIBJIISIETCSA HA PETUCTPALIMIO KaK SKBUBAJICHTHBIA MHOU
NEepOPAIbHON JIEKapCTBEHHON (opMe ¢ HEMEHJIEHHBIM BBICBOOOXKJIEHHEM, HEOOXOAMMO
MIPOBEICHUE UCCIIEAO0BAHUS TEPAINEBTUUECKON SKBUBAJICHTHOCTH.

JlekapcTBEHHSI nIpenapar B popme, He ABIAIOMEHCS paCTBOPOM



27. Ecnu uccienyeMblid JIEKapCTBEHHBIN MpernapaT He SBJISIETCS pacCTBOPOM (HampuUMep,
MPEJCTaBISIET COO0M TBEPAyIO JIEKAPCTBEHHYIO (POpMY), MOATBEPKICHUE IKBUBAIICHTHOMN
JIOKAJIBHOMW JJOCTYITHOCTH B MECTE JCHCTBUS Ha OCHOBE (papMaKOKUHETUUECKHX MapaMeTpOB

Cax B AUC 11 KpuBOoW 3aBUCHMOCTH "KOHLCHTpAl[Msi B CJIIOHE — BpeMsA" MOXKHO

paccMaTrpuBaTh B Ka4eCTBE CyppOTaTHOTO IMOKAa3aTelsl TePareBTUICCKON SKBHBAIICHTHOCTH.
UccnenoBanuss JTOKAJIBHOW JOCTYIMHOCTH B JIAHHOM CJIydae BBITIOJIHUMBI, TTOCKOJIBKY
BO3MOJKHO TpsIMOE B3ATHE 00pa3IoB B MecTe JAeHCTBHS (3a00p citoHBI). B CBs3u ¢ 3TUM
CpPaBHHUTEIHHOE MCCIEIOBAHUE JOCTYIMHOCTH in VIVO C B3SITHEM OOpa3llOB CIIOHBI SBISETCS
BApHAHTOM BBIOOpa, HECMOTPS HAa OUYEBUIHYI BapuabeIbHOCTh pe3ynbTaToB. B

COOTBETCTBUHM CO CTaHAAPTHBIMH METOJAaMHU OIICHKH OHMOAKBHBAJECHTHOCTH HEOOXOIUMO

CpaBHUTH (hapMaKOKHMHETHIEeCKue apameTpbl C AUC u Bpems noctuxkenus C T

max’ max( max)
. BbIBOJ 00 PKBUBAJIEHTHOCTH MOYKHO CleNaTh, €ciu 90 %-Hblil JOBEPUTENbHBIA NHTEPBAI
OTHOILICHHS] TEOMETPUUECKUX CPEIHUX AJISI KaXKI0TO MapaMeTpa Haxoautesa B rpanunax 80,00
— 125,00 %.

28. B Tex ciyyasix, Korja JIelCTBYIOIIEE BEMIECTBO B CBA3U C BBICOKOW paCTBOPUMOCTHIO
BBICBOOOXK/IA€TCSl U3 JIEKAPCTBEHHOW (POpMBI B BHJIE€ pacTBOpa, a HE B BUJAE CYCIEH3HH,
MO’KHO KOCBEHHO OIICHHUTD JIOKAJIbHYIO JOCTYIHOCTh HJIM BEICBOOOKIEHHOE KOJIHUYECTBO MPHU
NOMOIIM HM3MEpPEHUs B OIPEICICHHbIE BPEMEHHBIE TOYKHM KOJHMYECTBA BENIECTBA,
OCTAIOIErocs B JIGKAPCTBEHHOU (opme, B UccleoBaHut 1n vivo. KpoMe Toro, B TeX ciryyasx
, Korma 0OOCHOBaHO, 4YTO [EWCTBYIOIIEE BEHIECTBO TOMOTEHHO JAUCIEPTrUPOBAHO B
JIEKapCTBEHHOM (hopMe, KOJTMYECTBO, OCTAIOLIEECS B JIEKAPCTBEHHON (hopMe, MOKHO OLIEHUTh
no macce. BbiBoJ 00 SKBUBAJIEHTHOCTH MOXHO CJ€JlaThb B COOTBETCTBUU C TEMHU XKe
MPUHIUIIAMHU, KOTOPBIE UCIIOJIB3YIOTCS JUIsl TECTOB Ha paCTBOPEHUE 1N Vitro B COOTBETCTBUH C
npuwioxenueM Ne 5 k [IpaBunam. CxonctBo npodusieit pacTBOpeHUs: HEOOXOANMMO OIEHUBATh
, OCHOBBIBASICh Ha JMana3zoHe npuemieMocTd, paBHoM = 10 %, npu 3HadyeHuu ¢akTopa

mo100us f2 > 50.

29. Tex ciyuasx, Korja JoKajbHas KOHIIEHTpalUs B MECTe NEeUCTBUs (Hampumep,
KOHIIGHTpAIlMsI B CIIOHE) HE M3MEpSeTCs HaNpIMyl0, HEOOXOIMMO MPOAHATU3UPOBATH C
KPUTHYECKON TOUKHU 3PEHUSI COCTAB BCIIOMOTATENIbHBIX BEIIECTB, YTOOBI YA0CTOBEPUTHCS, UYTO
pas3nuyusl BO BCIIOMOTATENIbHBIX BEIIECTBaX HE BIUAIOT Ha JIOKAJbHOE BpeMs yaepKaHus (
HarpuMep, BKyCOBasl MPUBJIEKATEIHLHOCTh, TOBEPXHOCTHOE HATSKEHHUE, BSA3KOCTh U T. II.),
PacTBOPUMOCTH 1n Vivo (HampuMmep, BIUSHHUE COPACTBOPHUTENEH) M (Mu) CTaOUIBLHOCTH
JIEUCTBYIOIIETO BEIIECTBA 1N ViVO.

30. Bo MHOrux ciyyasx Imjia3MEHHbIE KOHLIEHTPALMU HEBO3MOKHO HEMOCPEACTBEHHO
UCIOJIb30BaTh B KAYECTBE CYpPPOraTHOTO MOKa3aTessl TeparneBTUYECKON SKBUBAJIIEHTHOCTH,
MOCKOJbKY B ATHX ClydasX HEOOXOJUMO pa3jIuyUuTh IUIa3MEHHBIE KOHIICHTPAIIUU,
MoJydyaemMble MOcCe JOKAJIbHON abcopOImu B MecTax JAEHCTBUS B BEPXHEM OTJIEIe
MUIIEBAPUTEIILHOTO TpakTa (Hampumep, B MOJOCTU PTa), U KOHIIEHTPAIIUU BCJICJACTBUE



abcopOIMu B IPYTUX YACTSX KEIYJOUYHO-KUIIEYHOTO TpakTa (Harmpumep, B KUIIeuHuKe). B
Cllydae eClid MOXXHO OOECTCUHTh OICHKY C HMCKIIOYEHHEM aJCOpPOIMU B JPYTHX YaCTIX
KEITYJJOUHO-KUIIIEYHOTO TPaKTa (HalpuMep, 3a CUET UCTIOIb30BaHUS AKTUBUPOBAHHOTO YTJIs),
TUTa3MEHHBIC KOHIICHTPAIIMM MOXHO PacCMaTpUBaTh B Ka4eCTBE KOHIICHTpAIMA B MECTax
nevictBus. Bmecte ¢ TeM HeoOX0oauMoO yOeIUThCsI, YTO aKTUBHPOBAHHBIA YTOJIb CIIOCOOCH
0JI0KMpOBaTh a0COPOLMIO U3 KUIIEUHHUKA A0 HE3HAYMMBIX KOHIIEHTPALUNA MO CPaBHEHHUIO C
CHUCTEMHBIMH KOHIICHTPAIUSIMH JIOCTUTAEMBIMHU 32 CUET aOCOPOIMH M3 MECT JICHCTBHS.
B Takux cnywasax tpeOyeTcs wucCciaenoBaHME OMOIKBUBAJICHTHOCTH 0e3 OJoKaabl
KeITyT0YHO-KUIIEYHOU abcopO1Mu, 9TOOBI OLIEHUTh CHCTEMHYIO 0€3011aCHOCTb.

31. CrangapTHas METOJOJIOTHSI CPABHUTEIIBHOTO PACTBOPEHUS in VItro HE CUMTACTCS
MOKa3aTeNbHOMN JJIs1 OIICHKH PACTBOPEHUS in Vivo JIEKAPCTBEHHOTO MpemnapaTta B MOJIOCTH pTa
1 (WIKM) B TOPTAHU U TJIOTKE.
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Puc. 1. Cxema npuHATHA pEeIICHANH B OTHONICHHWH JICKAPCTBCHHBIX IIPEIapaToB,
OKa3BIBAIOIIX MECTHOE JICHCTBHE B IIOJIOCTH PTa U (WIKM) B TOPTAaHU U ITIOTKE
32. CranmapTHasi METOJOJIOTHSI CPABHUTEILHOTO PACTBOPEHUSI 1N VItro HE CYUTAETCS
MOKAa3aTeJIbHOMN sl OIIEHKU PACTBOPEHUS in VIVO JIEKAPCTBEHHOTO MpernapaTa B MOJIOCTH pTa
U (WIK) B TOPTaHU U TJIOTKE.

2. JIexapCTBEHHEIE IIPENapaTHl, OKA3EIBAIOIIAE MECTHOE ACHCTBHE B IUIEBOIE WIIH JKEITYIKE

JlexapcTBEHHSII Ipenapar B popme pacTBopa



33. Jlns maHHOM TPyNIbl JIGKAPCTBEHHBIX IMPENapaToB MPUMEHSIOTCS TpeOOBaHUS,
aHAJIOTMYHbIEC U3JI0KEHHBIM B MMyHKTaX 24 — 31 Hacrosmux Tpeboanuii. Ocoboe BHUMaHUE
CIIEyeT YICNUTh KOJIWYECTBY M BUIY BCIIOMOIAaTEIbHBIX BEIIECTB, CIIOCOOHBIX BIUATH Ha
OMOPOKHEHHUE KeTyJIKa (JJ1s1 JIEKapCTBEHHBIX MPEenapaToB, JEHCTBYIOLIUX B JKEJyAKE) WA Ha
BpeMs yAEpKaHUs B MMHILEBOJIE (HAIPUMED, BSI3KOCTh, IOBEPXHOCTHOE HATSKEHUE U T. I1.),
abcopOuuro (Harnmpumep, pH), pacTBopuMocCTh in Vivo (HampuMmep, HaJTu4due copacTBOpUTeen
) WM CTaOMJIBHOCTH In Vivo JAeicTByromero BemecrBa (Hampumep, pH). B oTHomenun
MOJAOOHBIX JIEKAPCTBEHHBIX MPENapaToB M JICKAPCTBEHHBIX IMPENApPAaTOB B JIEKAPCTBEHHOM
dbopme, He SBISIONICICS PacTBOPOM, MPUMEHSIOTCS CXEMa PEIICHH NpUBEICHHas Ha
pucyHke 2, a taxke TpeboBanus npusiokeHuid Ne 1 u 4 k IlpaBunam u knaccudukamms
JIEHCTBYIOIIETO BEIIECTBA MO OrodapMaleBTHIECKON Ki1acCU(UKAITMOHHON CUCTEME.

JlexapcTBEHHSIH mpenapar B popMe He ABJIAIOMEHCA pacCTBOPOM

34. Jlns nexapCTBEHHBIX MpenapaToB — aHTAM0B METOJIMKH in Vitro, OCHOBaHHBIE Ha
TUHAMUYCCKUX U CTATHYECKUX HEUTPATU3YIONMINX UCCIIEIOBAHUSX, IBIISIOTCS CypPOTaTHBIMHU
METOJaMH JJI MOJATBEPKIACHUS TepaneBTUUECKOW SKBUBAICHTHOCTHU. [IJis1 moATBEpKaEHUS
noo6ust mpenapara CpaBHEHHUS M MCCIEAYyEeMOro JEKapCTBEHHOTO IMpernapaTta J0MyCKaeTCs
HCIIOJIb30BaTh HECKOJIPKO Pa3HbIX METOJO0B in Vitro. 3asBUTENbh JODKEH OOOCHOBATH
BBIOpaHHBIC JUHAMHUYECKHUE W CTAaTHUYCCKHE HEUTPAM3YIOIIUE HCCICIOBAHHUS BMECTE C
napaMeTpaMH, OIICHMBA€MBIMH In Vitro, B 0COOCHHOCTH KJIMHUYECKYIO PEICBAHTHOCTH
npeyiaracMbIX KOHEUHBIX TOYeK. lIpu TNpHMEHEHWHM CTaHIApTHBIX METOJHK OICHKHU
HKBUBAJICHTHOCTH 1N Vitro CIeIyeT UCTIOIb30BaTh CTaHIAPTHBIC ((hapMaKoIelHbIE) MPUOOPHI,
a B CiIyyae HUCIIOJb30BaHUSI HOBBIX METOAMK OIEHKH IKBUBAJIGHTHOCTH In Vitro Takue
METOJUKHU JOJDKHBI OBITh HaJIJIekKAlNUM O00pa3oM BallUIUPOBAHBI. DKBUBAICHTHOCTH
JIEKapPCTBEHHBIX MpernapaToB in vitro He0O0X0oauMo oleHuBaTh ¢ = 10 %-HbBIM IHana30HOM
MPUEMIIEMOCTH, €CITU 3asBUTEIEM B PETHCTPAIIMOHHOM JTOChEe HE 0OOCHOBAHO MHOE.

35. B ciyuasx, korga HaOmromaeTcs 3HaUMMas CTeneHb abcopOIMu U CUCTEMHOMU
OMOOCTYTHOCTH JEHCTBYIOIIETO BEIIeCTBA, TpeOyeTcs MpoBEJACHUE MCCIEeIOBaAHUS
OMOPKBUBAJIEHTHOCTH, YTOOBI OLICHUTh CUCTEMHYIO 0€3011aCHOCTD, €CIIM HE 0O00CHOBAHO MHOE
. UccnegoBanue OMOAKBUBAJIEHTHOCTH JIJIsl OLICHKHA CUCTEMHOM 0€30MacHOCTH JIOMYyCKaeTCs
HE IPOBOJUTH, €CJIM IPUMEHUM OMOBENBEp, OCHOBAHHBINA HA OMO(apMalleBTUYECKON CHCTEME
KiaccuuKalul B COOTBETCTBUM C KPUTEPUSIMHU, OMUCAHHBIMH B mpuiioxeHun Ne 4 k
[IpaBunam. Ilna3MeHHBIC KOHIICHTPAIIMKM HEJB3S MCIOJB30BaTh B Kaue€CTBE CyppOraTHOTO
MoKa3aTessl HKBUBAJEHTHON 3((PEKTUBHOCTH B OTHOIICHHH JICKAPCTBEHHBIX IPENapaTos,
OKa3bIBAIONIUX MECTHOE JEHCTBHE HCKIIOYHUTEIIBHO B JKCIYIKE, MOCKOJIBKY HEBO3MOXKHO
000COOJIEHHO BBIJICTIUTh CTETICHDb BIUSHUS a0COPOIMU B KHINEUYHUKE. [ MIMOTeTHYECKH JBa
JICKapCTBEHHBIX IIperapara ¢ pa3HbIM BEICBOOOKICHUEM U PaCTBOPEHUEM M, KaK CIJICJICTBHE,
pPa3HBIM BPEMEHEM KOHTAKTa C MECTOM JACHCTBUS, HE MPEBBIIIAIONTUM BpeMs yACp>KaHUS B
KEJIyJIKe, MOTYT MPOSABIATH CXOXUKW Tpopuiab "KOHIEHTpauus — Bpems', MOCKOJIbKY



OTIOPOKHEHHUE JKEIyJIKa SIBISIETCS CKOPOCTh-IMMUTUPYIONTUM (hakTopom abcopOiuu. B cBsizu
C 3TUM HCCcleoBaHus (PapMaKOKMHETHYECKOW OMOIKBHBAJICHTHOCTH B 3TOM Cilydae HeE
paccMaTpuBaIOTCS B KauyeCTBE BaJMJHOW METOJOJIOTUM ISl TOATBEPKIACHUS
TEepaneBTUYCCKON SKBUBAIICHTHOCTH.

DCTOAHME NEKAPCTEEHHOTO
npenapara

He pacteop

BocnomoraTenbHble
BELLECTEa NOA0GHBIT 4’@
CywecTBYeT AW BaAMAHOe
Aa uccnenoBaHue in vitro?

Ha

[ Euoeeiiesep ‘

BcnomoraTenbHbole
BELLECTEa NoADBHET

= & w

HMccnefoBaHWe KIMHWYECKOH
WK GapmMakoaUHaIMHUECHOM
IHEMEENEHTHOCTH

¥

WMcocnenosadue in vitro
(Hanpumep, ouHaMuyeckan l\ /

HEeWTpan1Iauma)

Puc. 2 CxeMa pemeHmii B OTHOIICHUH JICKAPCTBEHHLIX IIPENAapaToOB, OKa3bIBAFOIIIX
MECTHOE JeliCTBHE B MUIIEBOIE WIN JKEILyIKE

3. JlexapcTBeHHEIE ITpeNapaThl, OKa3hIBAIOMIIEe MECTHOE NCHCTBHE B KUIIICTHHKE

JlexapCcTBEHHSII IIpenapat B popMe pacTBOpa



36. Jlng maHHOW TPYIIBI JIEKAPCTBEHHBIX TMPENapaToB, MPUMEHSIOTCS TpeOoBaHMUs,
aHaJIOTUYHbIE U3JI0KEHHBIM B myHKTax 32 — 34 nHacrtosmux Tpebopanuii. HeoOxoaumo
MIPOAHATIM3UPOBATH KOJIMYECTBEHHBIN COCTaB U BUJ BCIIOMOTATEIBHBIX BEIIECTB, CTIOCOOHBIX
BJIUATh HA KEIYJIOYHO-KUIIECYHBIH TpPaH3UT (HampuMmep, COpOUTOJ, MAHHUTOJI U T. I.),
abcopOuuio (HampuMmep, MOBEPXHOCTHO-aKTHBHBIC BEIIECTBA WJIM BCIIOMOTaTeJIbHbIE
BEIIIECTBA, CIOCOOHBIE TOBJIUATH Ha OEIKHU-TIEPEHOCUYUKH), PACTBOPUMOCTH in Vivo (
HalpuMep, HaJlMYue COpPacTBOPUTENE) U CTaOWUIBHOCTh JIEUCTBYIOLIEro BewiecTsa. s
MOJAOOHBIX JIEKAPCTBEHHBIX MPENapaToB M JICKAPCTBEHHBIX IMPENApPAaTOB B JIEKAPCTBEHHOM
(dbopme, He SBISIOIICICS paCTBOPOM MPUMEHSICTCSI CXeMa PEIICHUI PUBEICHHAsI HA PUCYHKE
3.

37. B cimyuae ecnau HaOMrOAaeTCsl HEKOTOpPasi CTENEHb CUCTEMHON OMOJOCTYIHOCTH,
MOHO WCIIOJIb30BaTh MCCIICIOBAHMS OWOIKBUBAJIECHTHOCTH, OCHOBAHHBIC HA CHUCTEMHOUN
HKCIIO3UIINH, YTOOBI CPaBHUTH 0€30MacHOCTh U 3(PEKTUBHOCTH UCCIEIYEMOTO MpernapaTa u
mpernapara CpaBHEHHSL.

JlekapcTBEHHBI Ipenapar B popMe He ABIAIOMENHCS pacCTBOPOM

38. B oTHOIIEHUHN JIEKAPCTBEHHBIX MIPENapaToB C MEXaHU3MOM JCHCTBUSI, OCHOBAaHHBIM Ha
CBSI3bIBAHUU C KOMIIOHEHTaAMHU J>KEIYJOYHO-KUIIIEYHON Cpebl Ha TMPOTSKEHUU BCETO
KUIIIEYHUKA (HAampuUMep, KOJECTUPaMUH, KOJECTHUIIOJN, KaJbllUs aleTaT, CeBeJaMmep),
HCCIICIOBAaHMUS In Vitro, OCHOBaHHBIE Ha WX CBS3BIBAIOIICH CIIOCOOHOCTH (HAIpUMED,
UCCIICIOBAHUS In VItro pPaBHOBECHOTO M JWHAMUYECKOTO CBSA3BIBAHUSI), CUUTAIOTCS
MPUEMJIEMBIMU CYPPOTATHBIMU KPUTEPUSIMHU OLECHKU 3(PGEKTUBHOCTU TPHU YCIOBHUH, YTO
pasiuyue Mo BCIIOMOTaTeIbHBIM BEIIECTBAM HE KPUTHUYHO, a MPOGUIU pacrajaeMoCTH U
pactBopeHus B ¢uznonoruyeckom auanazoHe pH momgoonsl. IloarBepxaenune momoOus
JIEKapCTBEHHBIX TMPEINapaToB ¢ 00beM000pa3yonuM 3PGHEKTOM ¢ TTOMOIIBIO UCCIEOBAHUMN
in vitro (Hampumep, HaOyxaHue, BS3KOCTb) TaKXe CYHUTAETCS MOATBEPKIACHUEM
TEepaneBTUYECKON HKBUBATICHTHOCTU. DKBUBAJICHTHOCTH JIEKAPCTBEHHBIX MPENapaToB in vitro
HeoOxoaumo oueHuBaTh ¢ £ 10 %-HbIM AMana30HOM MPUEMIIEMOCTH, €CJIU HE 0OOOCHOBAHO
HHOE.

39. JIns nekapCTBEHHBIX MpENnapaToB ¢ HEMEAJIEHHBIM BBICBOOOKIACHUEM, COACPIKALTUX
XOpOILIO pacTBOPHUMOE JIEUCTBYIOUIEE BEIIECTBO, BO3MOXKEH OHMOBEBEp, OCHOBAHHBIN Ha
OonodapmaneBTUUECKON cucTeMe KiacCu(PUKaluu, ¢ y4eTOM KPUTEPHUEB, MPUBEICHHBIX B
npuioxeHuu Ne 4 x Ilpasunam. Bmecrte ¢ TeM B OTHOIIIEHUHU JIEKAPCTBEHHBIX MPENapaToB, HE
obnamaromux CUCTEMHOW OMONOCTYymHOCTHIO  (Hampumep, kimacc Il mo
ouodapmaileBTU4ECKONH cUcTeMe Kilaccuukanuu), He 005S3aTeNbHO JOJDKHO OBITh
MPOJIEMOHCTPUPOBAHO OUYEHBb OBICTPOE PACTBOPEHUE — UM JJOCTATOYHO MPOJAEMOHCTPUPOBATH
CXOJIHYIO CKOPOCTb BBICBOOOKICHUSI.

40. B cnyuae ecnu TpeOoBaHUs, MPEeAbIBIsIEMble K OMOBEHBEPY, OCHOBAHHOMY Ha
OnodapMaleBTUYECKON cucTemMe KilacCu(PUKaIMu, HE BBITIOJIHSAIOTCA M HaOII0maeTcs



HEKOTOpasi CTENEeHb CHUCTEMHON OHOJOCTYMHOCTH, B KayeCTBE CyppOraTHOTO IOKazaTess
HKBUBAJIEHTHOCTU O 3()PPEKTUBHOCTH U CUCTEMHOM O€30MACHOCTH MOXHO HCIOJb30BaTh
pe3yiabTaT UCCIeNOBaHUS OHWOAKBUBAJICHTHOCTH, OCHOBAaHHOTO Ha IIJIa3MEHHBIX
KOHIIEHTPAIUsX, OOBIYHO B COCTOSIHUM IOCJE €/Ibl U HAaTOIIAaK, TOCKOJIbKY MECTO JEHCTBUS
OJTHOBPEMEHHO SIBJIIETCS U MECTOM abcopOLMu AJIsl BEUIECTB, OKa3bIBalOIUX () (PEKT BHYTpH
CJIIM3UCTON OO0OJIOUKHU JKENyJA0YHO-KUIIEUHOTO TpakTa. B OTHOIIEHMM JeKapCTBEHHBIX
npenapaToB, AEHCTBYIOIIKUX B MPOCBETE KMIICYHUKA WJIM HA IMOBEPXHOCTH €ro CIU3UCTOU
000JI0UKH, pe3yNbTaThl UCCAEAOBAHNUS OMO3KBUBAJICHTHOCTH, OCHOBAaHHBIE HA IUIa3MEHHBIX
KOHLIEHTpAIUAX, OOBIYHO B COCTOSTHUM HATOILAK U MOCJE €]bl, TAKXKE MOMHO HUCIIOIb30BaTh B
KayeCTBE CyppOraTHOTO MoKa3aTesi 5KBUBAJICHTHOCTH, €clii abcopOLrs HEe XapaKTepu3yeTcs
MOPOTOM HACHIIIEHUSI (YTO TMOJITBEPKACHO, HANpUMEp, C IMOMOUIBIO HCCIETOBAHUMN
MPONOPLUOHATIBHOCTHU 7103). Ecnu ckopocTh u cTenens abcopOumu AeiCTBYIONIETO BEIECTBA
COIIOCTABUMBI, TO OKUJAETCS €M0 COMOCTAaBUMOE PACIPEEIICHNE B Pa3HbIX 30HAX KUIIEUHUKA
. Ecnu 3asBuTENIEM HE 0OOCHOBAHO MHOE, UCCIEA0BAaHUSI OMOPKBUBAJIIEHTHOCTH MPOBOASTCS B
COCTOSTHUM HATOILAK U MOCJE €/bl JaK€ B OTHOLLIEHUU JIEKAPCTBEHHBIX MPENapaToB, MpUeM
KOTOPBIX OCYILECTBIISIETCS HCKIIOYUTEIBHO B COCTOSIHUM HATOIIAK, IOCKOJBKY
JEeKapCTBEHHbIE Mpemnaparbl MECTHOTO JAEHCTBUS, KakK MpaBUiIO, 00JaJar0T HU3KOH
MIPOHUKAIOLIENH CIIOCOOHOCTBIO U OCTAIOTCS B MIPOCBETE KHUILIEYHUKA B TEUCHHUE JJIUTEIBLHOTO
BpEMEHU. B cBS3M € 3TUM 03KMIAeTCs, YTO OHU OyIyT B3aMMOJIEHCTBOBATH C MMHILENH BO BpEMs
TpPaH3UTA 110 KUIIEYHUKY.

41. OTHOIICHUH JIEKAPCTBEHHBIX MPENApaToB ¢ MOAU(PUIIMPOBAHHBIM BBICBOOOKICHUEM,
coJiepkalx abcopOupyeMoe U MpOsIBIISIIOIIEE CUCTEMHYIO OMOAOCTYTHOCTh JIEHCTBYIOIIEE
BEILIECTBO, PE3YJIbTAThl UCCIEAOBAHUS OMO3KBUBAJICHTHOCTH, OCHOBAaHHBIE Ha IUIA3MEHHBIX
KOHILIEHTpaUUsAX, TAaKKE€ MOKHO HCIIOJb30BaTh B KauyeCTBE CYyppOraTHOIO IOKa3aTells
AKBUBAJICHTHOCTH 0€30MaCHOCTH U A(PPEKTUBHOCTH, €CIIM CUCTEMHast aOCOpOIIUsI HAYMHACTCS
B CXOJHOW 30HE KHUIIEYHUKA U KMHETHKA a0COpOIMHN SKBUBAJICHTHA, IIOCKOJIbKY CHUCTEMHAas
a0bcopOIMs TMPOUCXOIUT B MECTE BBICBOOOXKICHHS JACHCTBYIOIIEro BemiecTBa. OreHKa
gacTuuHblX AUC cmocobHa MOMOYb OTIWYUTH abCcopOLHIo, OO0YCIOBICHHYIO pPaHHUM
BBICBOOOKIIEHHEM, OT a0COPOLIMY BCIIEICTBHE BEICBOOOKICHHS B MECTAX JICHCTBUS, €CIIU:

abcopOuusi B TEpaneBTUYECKUX J03aX HE XapaKTEepU3yeTcs MOPOroM HacChIEHUs (YTO
HOJTBEPKACHO, HAPUMEP, C MOMOUIBIO HCCIEAOBAHUM MPOMOPLUUOHAIBHOCTU A03 IS
ocHoBHbIX DK-ntapameTpoB);

UCCIIeTlyeMbIi IIpernapaT U npenapar CpaBHEHUSI UMEIOT OJIMHAKOBYIO JIEKaPCTBEHHYIO
hopmy;

UCCIEyeMblil MpenapaT U Npernapar CpaBHEHUS MPOSIBISIOT CXOXHE Npoduiu
pacTBOpeHHus in vitro B 6aTapee (Habope) akTyallbHBIX OMO(apMaleBTUYECKUX METOIUK (He
TOJIBKO B CpeJie AJI KOHTPOJs KadecTBa U Oydepax npu 3Hauenusx pH 1,2; 4,5 u 6,8, HO
TAaKK€ B METOAaX In Vitro, UMUTUPYIOIIMX BHYTpUIIpOCBETHble pH-ycioBHUs, MOHHYIO
Oy(depHyr0 eMKOCTb, cOCTaB (pu3nMoNOruyeckoro Oydepa, MEXaHUYECKUE YCIOBHUS U BpeMs



YAEPKAHUS B KEITYJOYHO-KAIIEYHOM TPAKTE YEJIOBEKA (HAPUMEp, UCIIBITAHUS B IIOPIIHEBOM
HWINHAPE, UMUTUPYIOIIEM "cpeaHux" CyObEKTOB B HMCCIEIOBAHWU HATOINAK), a TaKXKe
criekTp '"marnueHT-cnenuduuHbX" maTTepHOB pH-ycnmoBWil W BpeMeHH Tmaccaxa cC
HENPEPBIBHBIM U MPEPHIBUCTHIM MACCAXKEM Yepe3 TOHKYIO KUIIIKY);

YaCTUYHBIC SKCIO3UIUH JETAIbHO OMUCAHBl U UX COOTBETCTBYIOIINE MecTa abcopOuuu
TOYHO yCTaHOBJICHBI.

42. Heob6XxonuMo HNpUMEHATh TpeOOBaHUs, M3J0KEHHbIE B NpuioxkeHun Ne 10 k
[TpaBuinam. Heo0xoaumo noaATBepAUTh OMO3KBUBAJIEHTHOCTh B UCCIIEJOBAHUSX OJTHOKPATHOMN
N03bl B COCTOSIHMM HATOIIAK M MOCJIE €Ibl, a I JIEKapCTBEHHBIX IIPENaparoB C
MPOJOHTUPOBAHHBIM BBICBOOOXKIEHUEM C CYLIECTBEHHON KyMYyJISIMEH — B UCCIIEJOBAaHUH C
MHOTrokpaTHeIM ao3upoBaHueM. Yactuunsle AUC (panusiga u no3aHss yactuunbie AUC,
paccuuTaHHbIE C TTIOMOIIBIO 3apaHee BRIOPAHHBIX, XOPOIIO OOOCHOBAHHBIX TOUEK OTCEUEHU)
HEOOXOAMMO HCIOJIb30BaTh B KAUECTBE NEPBUUHON (papMaKOKMHETUYECKON KOHEUHONW TOUKH
B 000MX BHJAaX MCCIEJOBAHUN OJHOKPATHOM J[d03bI, JaXe B Cllydyae CYILIECTBEHHOMU
KyMYJISILIUY, TIPU KOTOPOM TpedyeTcs MCCiIeI0BaHWE C MHOIOKPATHBIM J103MpoBaHuEM. B
ONpENENICHHBIX CIy4YasX MOXET TpeOOBaTbCsl CpaBHEHHE KOHLEHTpALMil JIeKapcTBa B
bekanusx.
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(3bbeKTHBHOCTD) HCCNenosaHMe in vitro

Puc. 3 CxeMa pemeHnii B OTHOINCHUH JIEKAPCTBEHHBIX IPENapaToB, OKa3hIBAIOIINX
MECTHOE JIe/iCTBHE B KHIICIHUKE

4. JIekapCTBEHHEIC IIPENapaThl, OKa3hIBAIOMIAE MECTHOE NCHCTBHE B MPAMOM KHIIKE

43. B mensix okazaHusg MECTHOTO JECUCTBUS B MPOCBETE MPAMOM KUIIKU MPUMEHSIOTCS
pazHoo0Opa3Hbie JieKapCTBEHHbIE (hOPMBI JIEKAPCTBEHHBIX MPENapaToB (HampuMmep, KIU3MbI B
BUJIE PACTBOPA WJIM CYCIIEH3HH, CYIIIIO3UTOPHH, Ie€H, IIEHBI U T. 1.). [lonoxenus pasgena IV
HacTosimMX TpeOoBaHUN NMPUMEHSIOTCS KO BCEM YyKa3aHHBIM JIEKAPCTBEHHBIM (hopmam



JIEKapCTBEHHBIX TpenaparoB. JlJisi MOAOOHBIX JIEKaPCTBEHHBIX IMPENApaTOB MPUMEHSIETCS
CcXeMa pElICHUM, TPUBEICHHAs HA PUCYHKE 4.

JlexapCcTBEHHSII IIpenapat B popMe pacTBOpa

44. ]Ins naHHOM TPYMIbl JEKAPCTBEHHBIX MpenapaToB MPUMEHSIOTCS TpeOOBaHMUS,
aHAJOTMYHbIE W3JIOKEHHBIM B NyHKTax 24 — 31 nHactosmmx TpebGoBanuii. Heobxoaumo
POAHAJIN3UPOBATh KOJMYECTBEHHBII COCTaB W BHUJ BCIOMOTaTEJIbHBIX BEIIECTB
JIEKapCTBEHHOM (DOPMBI, CIIOCOOHBIX BIUATH Ha MECTHYIO IIEPEHOCUMOCTb, JTOKAJIBHOE BPEMsI
yAepxKaHUs (HampuMep, NOBEPXHOCTHOE HATSHKEHHE, BSI3KOCTh U T. [.), PACTBOPUMOCTH 1n
vivo (HampuMmep, HaJu4Hhe COpPacTBOPUTENEH) WM CTaOUIBHOCTH IN VIVO JEHCTBYIOIIETO
BELICCTBA.

JlekapcTBeHHBIIH Ipemnapar B popMe, He ABIAIOMEHCS pacCTBOPOM

45. Ecnu uccnegyeMblil JIEKapCTBEHHBIN Mpenapar, MpeaCTaBiIeH B JEKapCTBEHHOU
dbopme He SBISIONICHCS pacTBOPOM (HAmpuMep, B TBEPAOW JIEKapCTBEHHOU Qopme),
MOATBEPAKACHUE SKBUBAJICHTHOTO BRICBOOOKICHUSI AEHCTBYIOMIETO BEMIECTBA U JOCTYIMHOCTH
B MeCTax JCHCTBHUS MOXKHO PacCMaTpuBaTh B Kauye€CTBE CYPPOTaTHOrO IOJTBEPKICHUS
TeparneBTUYECKON HIKBUBAJICHTHOCTH.

46. B cnydasx, xorjga HaOJIroJaeTcss CHCTeMHas OHOJOCTYIHOCTB, TpeOyeTcs
uccnenoBanne hapMakOKUHETUYECKONH OMOAKBUBAIICHTHOCTH, YTOOBI OIIEHUTh 0€30MaCHOCTh
JIEKapCTBEHHOTO Tpemnapara, eciiu He 000CHOBAHO WHOE. B mo0OHBIX CiTydasx TaKKe MOYKHO
HCIIO0JIb30BaTh TJIa3MEHHBIC KOHIIEHTPAIIMU B Kaue€CTBE CYpPpPOTaTHOTO MOATBEPKICHUS
AKBUBAJICHTHOCTH 1O 3(G()EKTUBHOCTH B OTHOIICHHWHM JIEKAPCTBEHHBIX IMpEmapaTos,
JEUCTBYIOIUX JIOKAJbHO B MPAMOW KHILIKE U B TOJICTOM KUIIKE (HAIIpUMEP, KIU3MBbI), €CIH
NEUCTBYIOIIEE BEIIECTBO abCOpOMpYyeTCa U3 MeCT JAeUCTBUA. B 3TOM cllyyae mia3MeHHbIE
KOHIIEHTPAIIMN OTPAkalOT BHICBOOOKICHUE U JOCTYITHOCTH JCUCTBYIOIIETO BEUIECTBA BOIU3U
MecTta JeucTBUs. MokeT noTpeOOoBaThCA CpPAaBHEHUME KOHIIEHTPALMM JI€MCTBYIOIIETO
BEIECTBA B (PeKaTHsIX.

47. B mobom ciaydae HEOOXOIMMO KPUTHYECKH MpOaHaAIU3UPOBATH COCTaB
BCIIOMOTATEIbHBIX BEILECTB, MOCKOJBbKY BCIIOMOTATENbHBIE BEIIECTBA MOTYT BJIUATH Ha
NEePEHOCUMOCTb, CHUCTEMHYIO0 a0copOIuIo, JOKaJbHOE BpeMs YylepxaHus (Hampumep,
MTOBEPXHOCTHOE HATSKEHUE, BA3KOCTh U T. [I.), PACTBOPUMOCTB In VIvo (HaIpUMep, HATNYUe
COpacTBOpHUTEIICH) WM CTaOMJIBHOCTH JIEMCTBYIOIIEro BemecTBa in vivo. Heobxomumo
MPOBECTH UCCIETOBAHNE YKBUBAJICHTHOCTH, €CJIU JOMYCTUMOCTh Pa3JIMuMs B KOJIUYECTBAX
yKa3aHHBIX BCIIOMOTATENbHBIX BEIIECTB HEJIb3s MOJHOIEHHO 00OCHOBAThH CCHIIIKON Ha JAPYTHe
JTAaHHBIE.



CoCToAHKME
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Puc. 4 Cxema pemeHnii B OTHOMICHUH JICKapPCTBCHHBIX IIPENapaToB, OKa3hIBaIOIINX
MECTHOE JEHCTBHE B ITPIMON KHIIKE

VI. TpeGoBaHKA K IOATBEP>KACHUIO SKBUBAJICHTHOCTH JIEKAPCTBEHHBIX (POPM B ClTydae HAJIMIHUA B
JMHEHKE JOIOTHUTEFHBIX JO3HPOBOK JIEKAPCTBEHHOTO IIpenapara

48. YcnoBusi, KOTOPbIM JIOJKHBI COOTBETCTBOBAThH JOMOJHUTENIbHBIE JO3UPOBKU
JEKapCTBEHHOTO Tpemapara ¢ IeJbl0 MPUMEHEHHs OuoBeiiBepa, OCHOBAHHOTO Ha
OnodapMaleBTUYECKON cucTeMe KiacCu(UKaluu, 3aBUCAT OT BHUJA JIEKAPCTBEHHOTO
npemnapara (Hampumep, NepopabHBIE JEeKapCTBEHHBIE (OPMBI C HEMEIICHHBIM HIIH
MOAU(UIIMPOBAHHBIM BBICBOOOXKICHHEM). Y Ka3aHHbIE TPeOOBAHUS CXOXKH C TPEOOBAHUSIMU
JUTSI CACTEMHO JCHCTBYIOIINX JIGKAPCTBEHHBIX MPENapaToB, KOTOPHIC OMMCAHBI B HACTOSIIINX
[TpaBuiiax (B ToM umucie B nmpuioxkennu Ne 10 x [IpaBunam).



49. B cnyuwasx, Korja mnpemnaparT CpaBHEHUS HUMEET APYTrue ITO3UPOBKU UYEM
pa3pabaTbiBaeMblii JIEKAPCTBEHHBIN MpenapaT U OMOIKBUBAJIEHTHOCTh MOKa3aHa C TOMOUIBIO
uccienoBaHuii  in vivo (Hampumep, (HapMaKOKMHETUUYECKUX  HCCIEeIOBaHUU
OMO3KBHUBAJIEHTHOCTH C y4acTHEM 4YesloBeKa (JlaHHble (papManeBTHUYECKOTO KadyecTBa U
(hapMaKOKMHETHYECKHE JaHHBIC in Vivo)), HEOOXOAMMO MOATBEPAUTh OMOIKBUBAICHTHOCTH
JUTsl HauboJiee YyBCTBUTEIBHON JIO3UPOBKH, YTOOBI OOHAPYKUTh BO3MOXHBIE pa3iauuus. B
OTHOIIIEHUU JOTOJHUTEIBHBIX JI03UPOBOK MOATBEPKJICHUE OMOIKBUBAJIECHTHOCTH in VIvo (
OMOBEHBEp MOMOJHUTEIBHBIX JO3UPOBOK) HE TPEOYyeTCs, €CIU BBIMOJHSIOTCS YCIOBUS,
onucaHHble B HacTtosamux [IpaBuiax (B Tom yucie B mpuioxkenuu Ne 10 k [IpaBunam).

50. B Tex cnyyasx, Korjga npenapar CpaBHEHUS UMEET APYTHE JI03UPOBKH YEM
pa3pabaTbIBaeMblil JIEKAPCTBEHHBIA Mpenapar U OMOIKBUBAJICEHTHOCTh MOATBEPXKIECHA C
MOMOINIBI0 JAHHBIX (hapMaIeBTUUECKOT0 KadecTBa (Hampumep, CpaBHEHHE COCTaBa
BCIIOMOTATEIbHBIX BEIIECTB) WM JaHHBIX (hapMalleBTUUECKOr0 KauyecTBa U JAHHBIX 1n Vitro (
HalpyuMep, CPaBHUTENIbHbIE NPO(PUIN pPACTBOPEHHUS NpHU OMOBEWBEpPE, OCHOBAHHOM Ha
OonodapMalleBTUUECKON cHUCTeMe KilacCu(UKaluu Ui JEKapCTBEHHOTO Iperapara,
coaepxkaniero BemniectBo III kmacca), HEOOXOAUMO MOATBEPAUTH OUOIKBUBAJIEHTHOCTh
KaXJO0MW OTHENBbHOW JO3MPOBKM  HCCIEAYEMOIr0o JIEKapCTBEHHOIO IIpemnapara
COOTBETCTBYIOILIEH TO3UPOBKE Iperapara CpaBHEHUsST BMECTO NPUMEHEHHs OuoBelBepa
JOTIOTHUTENBHBIX T03UPOBOK (CPABHEHUS Pa3HbIX JO3UPOBOK MCCIIEyEMOTO JIEKAPCTBEHHOTO
npenapara).

51. B canywasx, Korjga mpemnapar CpaBHEHUs HMEET APYTHe JO3UPOBKH YEM
pa3palaTbIBaeMblil JIGKAPCTBEHHBIA Mpernapar U OMOIKBUBAJICHTHOCTh MOATBEPXKIECHA C
MOMOILBIO JAHHBIX (PapMalEBTUYECKOI0 KaueCTBa, JaHHbIX 1n Vitro U (hapMaKOKMHETHYECKUX
JAHHBIX 1n Vivo (Hampumep, TBepJas TNepopajbHas JeKapcTBEHHas ¢opMa C
MPOJIOHTUPOBAHHBIM BBICBOOOKIEHUEM), MOATBEPKACHUE OHWOIKBUBAJICHOCTH 1IN ViVO
JOTIOJIHUTENbHBIX JT03UPOBOK HE Tpedyercs (MpuMeHsieTcs OnoBeHBEp MOMOIHUTEIbHBIX
JO3UPOBOK), €CIIM BBIMOJHAIOTCS ONpE/eTeHHbIe BbllIeoncannbie ycioBus. Kpome Toro,
HEOOXOIUMO TOATBEPAUTH OHOIKBUBAJICHTHOCTh KaXIOW OTACIBHOM JO3UPOBKH
COOTBETCTBYIOIIEH JO3WPOBKE IMpenapara CpaBHEHUS MO JaHHBIM (papMalieBTUUEeCKOTO

KayecTBa U JAaHHBIM 1n Vitro.

MMPUJIOXKEHUE Ne 13
k [IpaBuiaM npoBeaeHNs UcCIeI0BaHNI
OMO3KBHBAICHTHOCTH JIEKAPCTBEHHBIX
[penapaToB B paMkax EBpasuiickoro
9KOHOMHYECKOT0 COI03a

TPEBOBAHIA

K Ka9CCTBY H OHOPKBHBAJICHTHOCTH JICKapPCTBCHHBIX IIpENapaToB I MCCTHOI'O IPUMCHCHHAA ITIPH
HAaHCCCHHH HAa KOXY X HHbBIMHA crnocobaMu JIOKAIBLHOTO OPAMCHCHHUA



Cnocka. [IpaBuia gomnosiHeHbI TIpUioKeHUueM 13 B cooTBeTcTBUHU ¢ penieHueM CoBeTa
EBpasuiickoii skoHOMHUYecKOW kKomuccuu oT 15.02.2023 Ne 22 (BcTymaeT B CHIY IO
ucrteueHun 180 kameHaapHBIX THEH C JaThl €ro OPUIIHMATBLHOTO OIMYOJUKOBAHUA).

I. O0mue mosoxKeHus

1. Hacrosimue TpeGoBaHust MPUMEHSIOTCSI B OTHOIIICHUH JIEKAPCTBEHHBIX TPETIAPATOB JIJIS
MECTHOT'O TPUMEHEHHs] MyTEM HAHECEHUS Ha KOXXY U MHBIMH CIOCOOaMu MpUMEHEHUus (
HampuMep, TJIa3Hble WJIM YIIHbIE JIEKAPCTBEHHBIE Mpemnaparbl) U PErJaMeHTUPYIOT
MpEACTaBICHUE CBEICHUM 00 MX KadyeCTBE M MOATBEPKICHUH OMOIKBHMBAJIEHTHOCTH TaKUX
IIPENnapaToB.

2. B mHacrosmux TpeboBaHUSX MPUBOIATCS YKA3AHUS:

a) MO MPEJICTABJIICHUIO CBEJICHUI O KaueCTBE JICKAPCTBEHHBIX MpernapaToB JJIsi MECTHOTO
MIPUMEHEHUS, KaCAIOUIUXCSl OLICHKU OMO3KBUBAJIEHTHOCTH MIPH MOJla4€ HOBBIX 3asIBJICHUN Ha
pPETUCTpAlMI0 TaKHUX JIEKAPCTBEHHBIX IIpENapaTOB W BHECEHHWE W3MEHEHUH B
PETUCTPALIMOHHOE JTOChE 3aPETUCTPUPOBAHHBIX JIEKAPCTBEHHBIX NPENAPATOB;

0) MO MPUMEHEHUIO METOJMK UCCIEAOBAaHUS OMOAKBUBAJIEHTHOCTH JIEKAPCTBEHHBIX
NpenaparoB Jisi MECTHOTO MPUMEHEHUS] BMECTO MPOBEACHUS CTAHIAPTHBIX KIMHUYECKUX
HCCIIEIOBAaHUN TEPANIEBTUYECKON SKBUBAJIEHTHOCTH;

B) IO MPUMEHEHUIO AIbTEPHATUBHBIX MOJIEIEH M UCCIIEA0BaHUM, KOTOPhIE MOTYT OBITh
WCIIOJIB30BaHbl JUIsl YCTAHOBJICHUS] OMO’KBUBAJIEHTHOCTH B OTHOIIEHWH OE30MaCHOCTH,
3(phEeKTUBHOCTH M KadecTBa JIEKAPCTBEHHOI'O Mpernapara M MO3BOJISIOT 00OCHOBATH
MPEANOJIOKEHUE 3aABUTENS O TEPANEBTUUECKON SKBUBAJICHTHOCTH TAKUX JIEKAPCTBEHHBIX
IpernaparoB MpPU HUCIOJb30BaHUM AHAJOTHUYHOTO IYTH BBEACHUS pePepeHTHOMY
JIEKaPCTBEHHOMY NPEINApaTy U MUHUMAJIBHBIX JJISI CUCTEMBI 3IpABOOXPAHEHUS U MAIMCHTA
pHUCKaxX MPOBOAUTH JICUEHUE HEIKBUBAJIECHTHBIM JIEKAPCTBEHHBIM MpeNapaToM JJjisi MECTHOTO
MIPUMEHECHUS;

r) 10 HEOOXOJUMOCTH MPOBEICHUS KIMHUYECKUX HUCCIEIOBAaHUU TEPaneBTUYECKOM
SKBUBAJICHTHOCTU B Clly4asiX, KOTJa HE JOMYCKAaeTCsl HCIOJIb30BAHUE aJbTEPHATUBHBIX
MOJIENIE U UCCIETOBAHUM.

3. B coorBerctBuM ¢ npuioxkeHueMm Ne 11 k IIpaBunam nmpoBeneHUs UCCIEIOBAHUN
OMO3KBHUBAJICHTHOCTH JIEKAPCTBEHHBIX MPEMapaToB B paMkax EBpa3nuiickOro SKOHOMHUYECKOTO
coro3a, yrBepkaeHHbIM Pemennem CoBera EBpa3uiickoil SJKOHOMUYECKOW KOMHUCCHH OT 3
HOs10pst 2016 1. Ne 85 (manee — [lpaBuiia) B OTHOLIEHUHU JIEKAPCTBEHHBIX MPENapaToB s
MECTHOTO TIPUMEHEHHUS HW3MEHEHHE HuX cocTaBa ((papMaieBTUKO-TEXHOIOTHUYECKUX
rapaMeTpoOB MPOU3BOJCTBEHHON PEIENTYpPhl), JEKApCTBEHHOU (HOPMBI, criocoda BBEICHUS
WIK TMpoLecca IPOU3BOJACTBA MOMXKET NPUBOJUTH K CYIIECTBEHHOMY HW3MEHEHUIO
s exkTuBHOCTU U (MIK) 0€30MaCHOCTH TaKUX JICKAPCTBEHHBIX MpenapaToB. B ¢Bs3u ¢ 3TuM



TpeOyeTcsl MPOBEICHUE KIMHUYECKUX HUCCIEIOBAHUN TEparneBTUYECKONW SKBUBAJIEHTHOCTHU
nu00 MNPUMEHEHHWE HWHBIX METOJO0B J0Ka3aTebCTBA OWOAKBUBAJICHTHOCTU YKa3aHHBIX
JIEKapCTBEHHBIX MPEMApaTOB.

4. Hactosimue TpebGoBaHUs UCTIONB3YIOTCA ISl pa3paboTKu 1 000CHOBAHUS MPOTOKOJIOB
HCCIIEIOBAaHUM OMOAKBUBAJICHTHOCTH JIEKAPCTBEHHBIX IMpemapaToB IS MECTHOTO
IPUMEHEHHS.

5. B Hacrosamux TpeOoBaHUAX MPUBEACHBI CTAaHAAPTHBIE MPOTOKOIBI HCCIEI0BAHUI
OMO’KBUBAJICHTHOCTH JIEKAPCTBEHHBIX MPENapaToB sl MECTHOTO NPUMEHEHHS IyTeM
OLICHKH:

a) BBICBOOOXKJICHHUS 1n Vitro;

0) MPOHUKHOBEHUS B KOXKY Y€JIOBEKa in Vitro;

B) B3STHS 00pa3lOB POTOBOTO CJIOS in Vivo (COCKOO JIUTIKOW JICHTOMH);

I') aHaJIM3a Ha Ba30KOHCTPUKIIUIO JJIsI KOPTUKOCTEPOUJIOB 1N VIVO.

6. Ilonoxenuss Hacrosmux TpeOoBaHMII MPUMEHUMBI K CIydasiM YCTaHOBJICHHS
SKBHUBAJIEHTHOCTM HOBOI'O JIEKAPCTBEHHOIrO Ipemnapara JJisi MECTHOTO MPUMEHEHUS I10
OTHOLIEHHUIO K YK€ CYIIECTBYIOLIEMY OpPUTHMHAIBLHOMY (pe(dEepeHTHOMY) JIEKApCTBEHHOMY
npenapary (zajnee — npenapaTr CpaBHEHHS ).

7. Hacrosmue TpebGoBaHus coiepkaT oOIIee OMucaHue METOJAUK MCCIEIOBAHUMN s
JTAHHBIX TPYII JIEKAPCTBEHHBIX MPENApaTOB, MTOCKOIBKY:

a) KO’KHbIE TTOKPOBBI UMEIOT CII0KHOE aHATOMO-()U3UOJIOTUYECKOE CTPOCHUE U (DYHKIINH;

0) 3a00JieBaHMSI KOXKHU U €€ MPUIATKOB Pa3IUYalOTCS MO BUJAM TEUEHHS U CTEICHU
HapyuIeHUs1 OapbepHON PYHKIIUU KOXKU;

B) COCTOSIHME KOXKHU U €€ MPUJATKOB OTJIMYAETCS y PA3IMYHBIX JIFOJEH B 3aBUCUMOCTH OT
BO3pAaCTa, M0Ja U APYTUX XapaKTEPUCTHUK.

8. Hactosiiuue TpeOoBaHMs HE MPUMEHSIOTCS:

a) B OTHOIICHUH OMOJIOTHYECKUX JICKAPCTBEHHBIX MPETapaTOB;

0) B OTHOIIEHUHU JIEKAPCTBEHHBIX PACTUTEIIHHBIX MPENapaToB;

B) B cClly4yasiX, Korja OMO’KBHUBAJICHTHOCTh B OTHOIIEHWHU 3(PHEKTUBHOCTH
JIEKapCTBEHHOT'O IIpernapara MOoATBEPKICHA PU NOMOIIN KIMHUYECKUX HUCCIIETIOBAHUMN €T0
TepareBTUYECKON SKBUBAIICHTHOCTH;

r') B Cclly4asix, KOorja JiekapcTBeHHas (hopMa MJIM KaueCTBEHHBIH U KOJIUYECTBEHHBIN
COCTAaB MCCIENYyEMOrO IIpemnapara M Ipemnapara CpaBHEHHMS HE COBNANANOT WM HE
HKBUBAJICHTHBI B COOTBETCTBUU C MyHKTamMu 124 — 129 nactosmux TpeGoBanuii.

9. HccnenoBanusi OMOIKBUBAJIEHTHOCTU C YYacTHEM JOOPOBOJBIEB, JOJIKHBI
MPOBOJAUTHCS B COOTBETCTBUM ¢ [IpaBmiiamm Hajuexamen KIMHUYECKOW NPAKTHKH
EBpa3uiickoro 3KOHOMHYECKOTO CO03a, YTBepKIeHHbIMU Pemennem CoBeta EBpasuiickoit
AKOHOMUYECKON Komuccuu OT 3 Hosiopst 2016 r. Ne 79 (manee — IlpaBuna KIMHUYECKOMN
IPAKTHUKH).



10. UccnenoBanusi 5KBUBAJICHTHOCTH KMHETUKU MMPOHUKHOBEHUS B KOXKY YeJIOBEKa in
vitro, OMOpHBbIE [Js OJ00pEeHUs JIEKAPCTBEHHOrO Ipenapara, SBJISIOTCA OOBEKTOM
MHCIEKTUPOBAHUs YIIOJHOMOYEHHBIM OpPraHOM TIOCyJapcTBa — uiieHa EBpasniickoro
PKOHOMUYECKOT0 coio3a (fanee — rocyaapctBo-uiieH, Coro3) M JOJKHBI IPOBOJUTHCS B
COOTBETCTBMH C [IpaBunaMu KIMHUYECKON MPAKTUKH.

11. Pe3ynbTaThl HCCaEA0BAHNM IPUBOJATCS B PETHCTPALIMOHHOM JIOCHE B COOTBETCTBUH C
npunoxenueM Ne 1 k [IpaBunam perucTpanuy U SKCHEPTU3BI JIEKAPCTBEHHBIX CPEACTB IS
MEIULNHCKOTO NpPUMEHEHUs, YyTBepxkAcHHbIM Pemenuem CoBera EBpasuiickoit
HPKOHOMUYECKOU KoMuccuu OT 3 Hos0ps 2016 1. Ne 78 (manee — [lpaBuiia peructpauuu u
AKCHEPTU3BI).

12. 3adBuTenb BIpaBe OOPATUTHCSA 3a HAYYHOM WIIM MpeAperucTparimoOHHON
KOHCYJIbTAllUENl B COOTBETCTBUM C NyHKTOM 26 IIpaBun perucrpauuu M 3KCHEPTU3BI B
YIIOJIHOMOYEHHBIE OPTaHbl TOCYAAPCTB-YWICHOB.

II. OGocHOBaHVE SKBHBAICHTHOCTH KA9€CTBA JIEKAPCTBEHHEIX MIPENAPaTOB I MECTHOTO
IOPUMEHEHHA B PETHCTPALMOHHOM JI0CH€ UL MOATBEPXKACHAA HX OHOSKBHBAJIEHTHOCTH

13. Ins oGocHOBaHMS BbIOOpaA JEKAPCTBEHHOW (DOPMBI, COCTaBa U MYTH BBEIECHUS
JIEKapCTBEHHOTO Mpernapara 3asBUTEI0 HEOOXOAMMO OLIEHUTh MOKa3aHUs K MPUMEHEHUIO
ATOTO Ipenapara, UeIEBYIO MOIYJISLHUI0 U MECTO AEHCTBHS JIEKAPCTBEHHOIO IIpenapara.

14. IIpu o6ocHOBaHUM BBIOOpA MYTH BBEACHUS JIEKAPCTBEHHOTO IMpernapaTa HeoOX0AuMO
IPOAHAJU3UPOBAaTh OCHOBHYK (QYHKUHIO ((PYHKIMM) MPEANosaraéMoro BO3JEUCTBUS
JEKapCTBEHHOTO Impernapara M cnocod ero mnpumeHeHus. lIpu mpocToM HaHeceHUU
JEKapCTBEHHOI'0 IIpernapara Ha IOBEPXHOCTh KOXXM OMOJOCTYNHOCTh JIE€WCTBYIOIIETO
BEIIECTBA MOBBIIIAECTCS IIyTEM BKJIIOYEHHS B COCTaB JIEKAPCTBEHHOIO IIpemnapara
BCIIOMOTATEIbHBIX BEIIECTB (YCUJIMTENEH IPOHUKHOBEHHUS), KOTOPBIE H3MEHSIOT
TEPMOJIMHAMHUYECKHE CBOMCTBA ICMCTBYIONIETO BEIIECTBa (HaIpUMep, 32 CYET U3MEHEHHUS €T0
COJIIOOUITM3AINH, CO3/IaHMs TIEPEHACHIIIEHHBIX PacTBOPOB, KOTOpble MOIUMDUIHMPYIOT
aupPy3nro JEMCTBYIOIIETO BELIECTBA Yepe3 KOXHble Oapbepbl WJIM HapylaroT
buznonornueckrue GyHKIUU Takux O0apbepoB). [Ipu HaHECEHNH MO OKKIIIO3MOHHYIO MOBS3KY
U camMa Ma3eBas OCHOBA, U €€ OTIEJIbHbIE KOMIIOHEHTBI, HAIPUMEP YBIAKHUTEIN U
CMATYUTEIN, MOTYT BIIMSTH Ha COCTOSIHAE W NMPOHUILIAEMOCTh y4aCTKa KOKH, IMOJJIEKAIIETO
BO3/ICMCTBHIO.

15. LeneBoii npoduias KauecTBa JEKaPCTBEHHOTO Mpenapara JI0JKEH YUYUTHIBATh €ro
IIPUEMJIEMOCTD Ul NALMEHTA, IPOCTOTY M3BICUYEHHS U3 KOHTEHHEPA U HAHECEHMs, TaKue
ACTETUYECKUE CBOMCTBa He(daCOBAHHOTO IpemnapaTra, Kak BHEIIHUW BHUJA, HAHOCHUMOCTH (
HaMa3bIBa€MOCTB), OLIYIICHHE, MUKPOCTPYKTYpa, (PU3HUECKUe CBOMCTBA, NCIIAPEHUE JIETYUUX
BCIIOMOTATEJIbHBIX BEIIECTB U OKKIIIO3UIO, €CIU MPUMEHUMO. Y Ka3aHHBIE 2JIEMEHTBI HYXKHO
0XapaKTepH30BaTh M, €CIU HEOOXOAMMO, KOHTPOJIUPOBATh KAK KPUTHUYHBIE MOKA3aTENH
KayecTBa.



16. JlexkapcTBeHHYIO0 (popMy M croco0 IMPOU3BOACTBA JEKApCTBEHHOI'O Iperapara
HEOOXOIMMO pa3padaThiBaTh C MCIOJIB30BAHHUEM HMMEIOIIUXCS HAayYHBIX MEIULHMHCKUX
3HAHUW, YCTAHOBJCHHBIX HAyUHBIX MPEINOCBUIOK U JI0Ka3aTeabCcTB. MToOrossie
XapaKkTepUCTUKU KayecTBa HEOOXOJUMMO OMNpenesisiTh Ha OCHOBAaHUM HCCIEOBaHUS
HECKOJIBKUX CEpUi JIEKapCTBEHHOI'O Ipernapara, pPenpe3eHTATHBHBIX MO OTHOLIEHUIO K
IPOMBIIICHHBIM CEPHSM JIEKAPCTBEHHOIO Ipernapara, NpeIHa3HaYCHHBbIM I BBIITYCKa B
oOpaileHue.

17. Jna obOecneyeHusi MOCTOSHHOTO KadecTBa JIEKAPCTBEHHOTO IMpernapaTa Ha
MPOTSHKEHUH €r0 KU3HEHHOI0 LUKIIA TpeOyeTcsi yCTOMUYMBBIN MPOU3BOJICTBEHHBINA MIPOLIECC.
JlekapcTBEHHBIE IIpemnapaThbl, MPOU3BEIAEHHBIE B COOTBETCTBUM C YKa3aHHBIM B
PETHCTPALIMOHHOM JI0ChE MPOLIECCOM MPOMBILIIIEHHOTO MPOU3BOJICTBA, JOJKHBI UMETh TaKOE
KE Ka4eCTBO, KaK U CEPUU JICKAPCTBEHHBIX MPENapaToB, B OTHOUIEHUU KOTOPBIX MOIYYEHO
J10Ka3aTeIbCTBO 0€30MacHOCTU U 3(HEKTUBHOCTH WIIM OMOIKBUBAJIEHTHOCTH.

18. Jlns moaTBepkAeHus CTaOUIBHOCTU JIEKAPCTBEHHOTO Mpernapara JJisi MECTHOIO
NPUMEHEHHS] €r0 CEpHUM IMPU BHITYCKE U B KOHIIE MX CPOKA TOJHOCTH (CpoKa XpaHEHHs)
JIOJDKHBl MMETh JKBUBAJICHTHbIE (U3UYECKUE, XUMUYECKHE W MHKPOOHOJIOTMYECKHUE
MoKa3aTe KadecTBa, BKIIOYAas (PYHKIMOHAIbHBIE XapaKTEPUCTUKU In Vitro, €ciu
OIpaB/IaHHO.

19. Crparerusi KOHTpOJISI TOJDKHA OOECIeunBaTh COOTBETCTBUE JIEKAPCTBEHHOTO
nmpernapara 1eiaud ero npuMeHeHuss u TpeboBanusm dapmakoneun EBpaszuiickoro
AKOHOMHUYECKOTO COI03a, yTBEepkKIAeHHON Pemennem Komnernn EBpa3uiickoil 5JKOHOMUYECKON
komuccuu ot 11 aBrycra 2020 r. Ne 100 (nanee — @apmakornes Coro3a), a mpu OTCYTCTBUH B
HelW — TpeOoBaHUAM (apMakoleil rocyaapcTB-wieHOB. HenosnHyroo (apMaleBTHUYECKYIO
pa3paboTKy WM KadecTBO JIEKAPCTBEHHOI'O Ipenapara He JOMYyCKaeTcsi 0OOCHOBHIBATH
OTCBUIKaMU K KIIMHUYECKUM HCCIIETOBAHUSIM.

III. O6ocHOBaHME OHOAKBUBATIEHTHOCTH JIEKAPCTBEHHBIX MPENApaToOB ISl MECTHOTO IPHMEHEHHA
B PETHCTPAI[HOHHOM JI0CHE

20. TloaTrBepxaeHre OMO’KBUBAJIEHTHOCTH HOBOTO HCCJIEAYEMOTO JIEKAPCTBEHHOTO
npernapara JJisi MECTHOTO MPUMEHEHUS MO OTHOUIEHUIO K IPErnapaTry CPaBHEHUS MOXKET
noTpeOOBaThCA:

a) MIpU MOJlaue ONpPEEICHHBIX BUAOB 3asBJIICHUI Ha PETUCTPALINIO (BOCIIPOU3BEACHHEIE,
ruOpuaHbIE, KOMOMHUPOBAHHBIC JICKAPCTBEHHBIC MpenapaThbl), B KOTOPHIX HCIOJIB3YIOTCS
CBEJICHUS U3 PETUCTPALMOHHBIX JOChE CYLIECTBYIOIIMNX JICKAPCTBEHHBIX MPENapaToB;

0) B ciaydyae BHECEHHUS U3MEHEHHH B JIEKapCTBEHHBIM Ipemnapar BO Bpems
bapmareBTHUECKON pa3pabOTKH WM MOCIE €ro PEeruCTpalli, KOTOpble MOTYT 00JiagaTh
NOTEHIIMAIBHO CYIIECTBEHHBIM BIMSHUEM Ha 0€30MaCHOCTH, YPPEKTUBHOCTD UM KAYECTBO
ATOTO JIEKAPCTBEHHOTO IpEIapara.



21. B caydae eciu B perucTpalliOHHOM JIoche 0e30macHOCTh U 3G (PEKTUBHOCTH
JIEKapCTBEHHOTO TMpernapaTa IOJATBEPKACHb HAyYHBIMH MEIUIIMHCKUMH JaHHBIMH,
MPUMEHUMOCTh JITHUX JaHHBIX HEOOXOJMMO TMOJATBEPAUTH CBS3YIOIIUMH JTAHHBIMH O
OMO’KBUBAJICHTHOCTH MCCJIEAYEMOTO MpernapaTa U mpenapara CpaBHEHHS, OMUCAHHOTO B
HAyYHOU MEIHMIIMHCKON TUTEparype. ITo 00yCIOBICHO HEMPOTHO3UPYEMOM BO3ZMOKHOCTHIO
BO3HUKHOBEHMSI pa3fiMuMii Ha ypOBHE KauyecTBa B COCTaBE JIEKAPCTBEHHOW (HOPMBI
JIEKapCTBEHHOI'0 MpernapaTta WM B €ro (papMaieBTHUKO-TEXHOJOTMYECKUX MapaMeTpax,
MPOU3BOJACTBEHHOM IMPOIIECCE U MMYTH BBEICHHUSI.

22. B OTHOIICHHUH JICKAPCTBEHHBIX MPEMApaToOB I MECTHOTO TPUMEHEHUS N3MCHEHUS B
COCTaB€ JIEKapCTBEHHOW  (QoOpMBI  JIEKApCTBEHHOTO  Tpemapara HWIH €€
(hapManeBTUKO-TEXHOJIOTUUECKUX TapaMeTpax, B CaMOW JieKapCTBEHHOU (opme, MyTH
BBEJICHHSI WJIM TIPOU3BOJICTBEHHOM IPOIIECCE MOTYT CYIIECTBEHHO BJIUATH HAa O€30MacHOCTh U
(nmu) 3(hPeKTUBHOCTh JICKAPCTBEHHBIX IpemnapatoB. B 3ToM ciaydae HeE0OXOIUMO
MPOBEJICHUE KIMHUYECKUX UCCIEOBAHUM TEPaneBTUUECKON SKBUBAIICHTHOCTH. Jlomyckaercs
TaK)K€ HUCI0JIH30BaTh WM pa3padaThiBaTh AIbTEPHATUBHBIC MOJIENN UCCIICIOBAHU.

23. 3amMeHa KJIWHUYECKMX JAaHHBIX B ILEIAX YCTAHOBIIEHUS TEPAIEBTUYECKOU
AKBHUBAJICHTHOCTH JTAHHBIMH, TTOJIYYSHHBIMH Ha MOJIEISAX HCCIEIOBAaHUH in Vitro W in vivo,
JIOTYCKaeTCsl TOJIBKO B CIIy4asix yCTaHOBJIEHHBIX pazaenamu V — IX HacTosimux TpeboBaHuUiA.

24. TlonTBepKaeHUsT SKBUBAJICHTHOCTH KadyeCcTBa JICKAPCTBEHHBIX MpPENapaToB IS
MECTHOTO MPUMEHEHUSI OOBIYHO HEIOCTATOYHO, IS OKa3aTeNbCTBA MX TEPareBTUUYECKON
HKBUBAJICHTHOCTA. B OTHOIIEHWM pacTBOPOB (Hampumep, [JIs HAHECEHUS Ha KOXY),
TepaneBTUYECKasi HSKBUBAJICHTHOCTh MOXET OBbITh JOKa3aHa TOJbKO Ha OCHOBAaHHUHU
SKBUBAJICHTHOCTU KaueCTBa, HCKIIYUTEIBHO B Cllydyae €clii CIoco0 NpUMEHEHUS
M3y4aeMoro JIKapCTBEHHOTO MpernapaTa u rnpemnapara CpaBHEHHsI OJJUH U TOT Ke.

25. DKBUBAJICHTHOCTh KaU€CTBa MOXKET OBbITh YCTAHOBJIEHA C MCIOJIb30BAHUEM JaHHBIX
CONIOCTABIICHUS C IMPEMapaToM CpPaBHEHHUsS (€CId 3TO 0OOCHOBAHO 3aSIBUTENIEM), [0 TaKUM
MoKasaTessiM, Kak: JieKapcTBeHHass ¢opMa, KaueCTBEHHBIM M KOJIWYECTBEHHBIM COCTaB
JIEKapCTBEHHBIX MPEMapaToB, MUKPOCTPYKTYpa U (HU3UYECKHUE CBOMCTBA, (DYHKITMOHAILHBIC
XapaKTEePUCTUKU JIEKAPCTBEHHBIX IIpPEnapaTroB, CHOCO0 WX MpUMEHEeHus (namee —
pacivpeHHas (papManeBTHUYECKasi SKBUBAJIEHTHOCTB ).

26. DKBUBAJIIEHTHOCTH 3P(HEKTUBHOCTH TpeOYyeT UCCIeIOBaHII CPaBHUTEIIbHON KUHETHKHU
MIPOHUKHOBEHUS W WCCIIeAOBaHUN (apMaKkOIWHAMHKHA C TPEmapaTtoM CpaBHEHUs (ECiH
npuMeHuMo). [loaxoasmuMu MeEToJaMu i HU3YUYCHHS KHUHETUKH TPOHUKHOBEHUS
JIEKapCTBEHHOTO Mpernapara sBsItoTCs:

OIICHKA TPOHUKHOBEHUS JICKAPCTBEHHOTO MperapaTa B KOXKY 4eJIOBeKa in vitro;

OLICHKa COJIEP>KaHMs JIEKApCTBEHHOIO IIpernapara B 00pa3ax poroBoro ciosi, B3sTHIX in
Vivo y T0OpOBOJBIIEB (COCKOO JIMIKOH JIGHTOM);

uccienoBanue (papMakOKHHETHYECKON OMOAKBUBATICHTHOCTH;



dbapmakoIMHAMHYECKUE HCCIEAOBaHUS, KOTOPHIE BKIIOYAIOT B ceOs aHamu3
BA30KOHCTPUKIHUU JIJIsI KOPTUKOCTEPOUJOB 1IN VIVO W HCCIEIOBaHUS MHUKPOOHOM
JICKOJIOHU3AIINH 1N VIVO B OTHOIIIEHWY aHTUCENITUKOB, TPOBOIMMEBIE Ha I0OPOBOJIBIIAX.

Ecnu uccreoBaHusi KHHETUKY MPOHUKHOBEHUS U (hapMaKOIMHAMHUKN HE TIPUMCHUMBI
WJIM CYUTAIOTCS HEAOCTATOYHO MPEACKA3BIBAIOIIMME KIMHUICCKUN OTBET HA JICKAPCTBECHHBIN
npenapar, Kak mpaBuiio, MOTPeOyIOTCs TaHHbIE KIMHUYECKON 3(P(PEeKTUBHOCTH.

277. DKBUBAJIECHTHOCTh B OTHOUIEHUHU 0€30MacHOCTH U MECTHOM MEPEHOCUMOCTH MOKET
ObITH 000CHOBaHA MOJIHOTOM MH(POPMAIIMK O JIEWCTBYIOIIEM BEIIECTBE U BHIOOPOM XOPOIIIO
M3BECTHBIX BCITOMOTATEILHBIX BEIIECTB.

28. buoseiiBep, OCHOBaHHBIN Ha OMO(hapMalleBTUYECKON cUCTeMe Kiaccuukammu, B
OTHOIIECHWH HWCCICAOBAHUN DKBUBAJICHTHOCTH KHHETUKH TIPOHUKHOBCHUS WJIH
dbapMakoIMHAMHUKH TIPUMEHHM B CJIy4asX W3y4YEeHUs TMPOCTBIX IO COCTaBYy U
(bapMaleBTUKO-TEXHOJIOTUYECKUM TapaMeTpaM JIEKapCTBEHHbBIX (OPM, TO €CTh B CIydasX,
Kora Oy/IeT JOCTaTOYHO JEMOHCTPAINH SKBUBAJICHTHOCTH Ka4eCTBa.

29. Ilpu pa3paboTke MPOTOKOJIOB MCCIIECTOBAHUN IKBUBAJICHTHOCTH KOHKPETHBIX BHJIOB
JIEKapCTBEHHBIX TPEenapaToB I MECTHOTO NMPHUMEHEHHUS CIeAyeT HCIOJIb30BaTh OOIIHe
yKa3zaHus, TPUBEICHHbIE B HacTosAmuXx TpeboBaHUSAX, M pe3yJabTaThl HAYYHOTO
KOHCYJIbTHPOBAHUS 3asBUTEIIS
(Ipu HEOOXOAMMOCTH).

IV. IlpencraBieHye AaHHBIX O KA9€CTBE JIEKaPCTBCHHBIX MPENapaToB I MECTHOTO PAMEHEHHUA
JUIA IOATBEPXKICHUA NX GHOSKBHUBAJICHTHOCTH

1. Ommcanne u cocTaB JICKApCTBCHHOI'O Ip€napaTta B pCruCTpalifiOHHOM A0CHE

30. Heo6x0auMO B pErUCTPALIMOHHOM JO0ChE MOAPOOHO OMUCATH COCTAB JIEKAPCTBEHHOTO
npenapara u (GyHKIIMA BCTIOMOTATENIbHBIX BEIIECTB.
31. HaumeHoBaHUsSI BCIIOMOTraTEIbHBIX BEIIECTB JOJKHBI OJHO3HA4YHO
UACHTUDUIIPOBATH KAXI0€ U3 BCTIOMOTATEIBHBIX BEMIECTB. J{omycKaeTcst MCIoIb30BaTh:
pEeKOMEHyeMOe MEXAYHapoJHOe HemaTeHToBaHHOe HauMmeHoBanue (MHH) wunu
MOJIUPUITUPOBAHHOE MEXKJYHApOJAHOE HamaTeHToBaHHOe HaumeHoBanne (MMHH)
BCIIOMOTaTeJIbHOTO BEIIECTBA, C YKA3aHUEM €ro COJeBOM (QOopMbI (€ciu MPUMEHUMO) WU
cooTBeTcTBYlome cTtatbu @Dapmakonen Coro3a a TpU OTCYTCTBUM B HEH —
COOTBETCTBYIOIIUX CTaTeH (papMaKorneil rocy1apcTBa-4ieHa;
TPUBHAIBHOE OOIIECTPUHATOE HAUMEHOBAHHE BCTIOMOTATEIILHOTO BEIIECTBA;
XUMHUYECKOE HAMMEHOBAHHUE BCIIOMOTaTEIbHOTO BEILIECTBA.
B unBIX cnydasx HaMMEHOBaHHUE BCIIOMOTaTEILHOTO BEIIECTBA JOJKHO OBITH 0OOCHOBAHO
3asIBUTEJIEM.
32. Jlomyckaercs, 4ToObl HAMMEHOBAHKE BCIIOMOTaTEIbHOTO BEIIECTBA BKIIIOYAIIO B CE0s
KJIACC YUCTOTHI U (WJIM) KOMMEpPUYECKOE (TOProBO€) HAUMEHOBAHUE, €CIIU 3TO TpeOyeTcs it



CTaOMJIBHONW BOCIPOM3BOJMMOCTH IPOU3BOACTBEHHOIO IIpoliecca (TEXHOJIOTHYECKON
BOCTIPOM3BOAMMOCTH) U Ka4eCcTBa MPOIyKTa.

33. HeoOxoammo 94eTKO yKa3aTh MHOTO(YHKIIMOHAJIBHBIA BKJIAJl BCIIOMOTATEIHHOTO
BEIIECTBA BHOCHUMBI B COCTaB, CTPYKTYypy M Ha3Ha4YCHHE JICKAPCTBEHHOTO mpemapara (
HaIpUMep, IPONMICHIJIUKOIb AEHCTBYET B KaUeCTBE BIIAroyAep KUBATENsl, COMOOMIN3aTOpa
U YCUJTUTEISI POHUKAIOIIEH CIOCOOHOCTH).

34. B uHpopManuu O JEKapCTBEHHOM Ipemnapare (B oOlel XapaKTepUCTHUKE
JEKapCTBEHHOTO Ipemnapara W HUHCTPYKIUU [0 MEIUIMHCKOMY HpPUMEHEHUI (
JUCTKE-BKJIABINIC)) HEOOXOAUMO YKa3aTh HAHOCHUMYIO J03Y JIEKApCTBEHHOIrO mpenaparta (
BBHIPDAXKCHHYI0 B Macce JEWCTBYIOIIETO BELIECTBA HAHOCMMOW Ha €IMHMILY IUJIOLIaan
MMOBEPXHOCTH WJIM 00JIACTU MOPAKEHHUS) U MAKCUMAJIBHYIO CYyTOUHYIO J103Y.

35. Heob6xoauMo omucaTh MEPBUYHYIO YHAKOBKY M (€CIM HEOOXOAMMO) BTOPHUYHYIO
YIaKOBKY WJIM IPyTUe MaTepuabl TM00 KOMIIOHEHTHI YIAaKOBKH JIEKAPCTBEHHOTO Mpernapara,
€CIM OHU SIBJISIOTCS KPUTUYHBIMHU A OOecCredeHHs CTAOMIBHOCTH JIEKAPCTBEHHOTO
npernapara Win crnocoda ero npuMeHeHu .

2. ®apmaneBTHIEeCKas pa3paboTka (pas3men peruncTpanroOHHOro nocke 3.2.P.2)

36. JlaHHBIN pa3gesl PEerucTPAlMOHHOTO JOChE JOJKEH COJepKaThb HAY4YHO
000CHOBaHHbIE JaHHBIE B OTHOIICHUU IUIAHUPYEMOTO MPUMEHEHHS JIEKapCTBEHHOIO
mpenapara ¥ CBsI3U MEX]y TaKUM IMPUMEHEHHUEM U MPOIIECCOM Pa3pabOTKH JIEKaPCTBEHHOTO
npenapatra. Bce naHHble B yKa3aHHOM pasjeie PErucTpalimoHHOTO JOCh€ JOJKHBI
MOATBEPKIATHCS TMEPBOMCTOUYHUKAMHM HAy4YHBIX (apMareBTUUCCKUX (MEIUITMHCKUX )
nyOJIuKaluii UK pe3ysibTaTaMyi COOCTBEHHBIX UCCIIEIOBAHUM.

Ob6ecmeueHre TEpaeBTHIECKHUX IeJIeH IPMMEHEHNS JICKAPCTBEHHOTO IIPenapara IpHu ero
(dapManeBTHIECKOM pa3paboTKe

37. lleneBoii mpoduiib KauecTBa JICKAPCTBEHHOIO Tpernapara J0JKeH COOTBETCTBOBATH
MJIAHUPYEMBIM TEPANIEBTUYSCKUM IIEJISIM €T0 IPUMEHEHUS (Ha3HAYeHUs), a TAKXKe MO3BOJISATh
JOCTUTHYTh 3THX 1IeJIel B mpoliecce GpapMalieBTUHIeCKON pa3padoTKHU.

38. IIpumenenue npu (papmaneBTUUECKONW pa3padOTKe JIEKAPCTBEHHOrO Ipernapara
NaIMEeHTOOPUEHTUPOBAHHOIO MOAXO0a MPEyCMaTPUBAET:

a) aHaJIU3 MOKa3aHMs K NPUMEHEHUIO JIEKApCTBEHHOTO Ipernapara U MaToJI0rH4ecKoro
COCTOSIHUS KOKHU, TPH KOTOPOM ILJIAHUPYETCS MPUMEHEHUE JIEKapCTBEHHOTO Ipernapara;

0) oOecrieueHre COOTBETCTBUS JEKAPCTBEHHOU (POpMBI U €€ cocTaBa (KOMIIO3UIUU)
BO3pACTy I1€JIEBOM TPYMIIBI MAIIUEHTOB;

B) o0OecreyeHue NpUroJHOCTH JIEKapCTBEHHON (OPMBI JIEKApCTBEHHOTO Mpernapara Jjis

MPUMEHEHUS TTAIMEHTAMU;



T') BBIOOp ONTUMAIBHOTO CIIOCO0a HAHECEHHMSI JIEKAPCTBEHHOTO MpernapaTa U o0ecrieyeHune
yA00OCTBa MPUMEHEHUS;

1) OIIpe/ieJIEHNEe ONTUMAIBHOIO MECTa HAHECEHUS JIEKAPCTBEHHOI' O IIpenapara;

e) obecrnieueHre 3(pPEKTUBHOCTH C TOUKU 3PEHHS JTO3UPOBKU U PEXHUMA TO3UPOBAHUS
JIEKapCTBEHHOT'O IIpenapara;

k) obOecrieueHre ONTUMAJIbHONW PACTBOPEHHOCTU JIEMCTBYIOIIETO BEIIECTBA, a TAKXKE
YCUJIEHUS €T0 OMOIOCTYTHOCTH U (WJIM) MPOHUKAIOIIEH ClIOCOOHOCTH;

3) obecreueHre ONTUMAIbHBIX CMSTYAIOIIMX CBOMCTB JIEKAPCTBEHHOTO MIpernapara;

1) obecnieyeHre 0e30MacCHOCTH JIEKaPCTBEHHOrO MpernapaTa ¢ TOYKU 3peHUsS TOKCUYHOCTH
BXOJ/ISIIIMX B €r0 COCTAB MHIPEJUEHTOB, MPUCYTCTBYIOIIMX B HEM MPHUMECEH, NOKa3aTesen
MUKPOOHOJIOTMYECKOr0 Ka4ecTBa U MoKazareseld KauecTBa, ONpeaesaiomux GUu3nyecKkyo u
XUMHYECKYIO CTaOUIBHOCTB;

K) BBIOOp KPUTHYHBIX IOKa3aTeliell KauyecTBa U 0OECleYeHHUE COOTBETCTBUS
JIEKapCTBEHHOIO Mpemnapara (papmMakoneiHbiM TpeOOBaHUSIM U TPEOOBAHUSIM aKTOB OPraHOB
Coro3za B cdepe oOpallieHus JeKapCTBEHHBIX CPECTB.

39. Ilpu dapmarneBTHUECKOIN pazpabOTKe HEOOXOIUMO YKa3aTh OJTHO U3 CJICIYIOIMINX MECT
JEMCTBUS JIEKAPCTBEHHOT' O IIperapara:

a) IOBEPXHOCTb KOXKH;

0) Toua KOXu (POTOBOH CIIOH, SMHUIEPMUC WIH JIepMa) WU TTOIKOKHO;

B) IpUJIeXkKAIIME TKAaHU HUXKE KOXKU (peruoHapHbIe TKAHH).

40. Heo6x0oauMo 0OBACHUTh MEXAaHU3M M KUHETUKY NMPOHHUKHOBEHHS JECHCTBYIOIIETO
BEIIECTBA K MECTY JIecTBUsI. JJOJKHBI OBITH OMUCAHBI (€C/IM MPUMEHHUMO) CIIOCO0 HAaHECEHUs
, COCTOSIHME JEHCTBYIOIIErO BEIIECTBA B PAcTBOPE, PAaCTBOPEHHUE, BBICBOOOKIEHUE W3
npenapara U Aud¢y3us yepe3 KoKy desoBeKa (Hampumep, B OTHOLUICHUH HECTEPOUIHBIX
MPOTUBOBOCHAIUTENBHBIX JIEKAPCTBEHHBIX MPEMAPaTOB B (hOPME KPEMOB).

41. B oTaenbHBIX caydasx (HaIpUMEP, B OTHOLLIEHHH PACTBOPOB KOKHBIX AaHTHUCENTUKOB)
BMecTO MHpoOpManuu, ykazaHHoW B nmyHkTe 40 Hacrosmux TpeOGoBaHui, gomyckaercs
IIPEICTABIICHUE JAHHBIX TOJBKO O IyTH BBEIACHUS.

42. Heob6xonumo 00OCHOBaTh BKJIIOUEHHE B COCTaB JICKAPCTBEHHOI'O Iperapara
BCIIOMOT'aTEJIbHBIX BEUIECTB ISl MOBBIIIEHHUS] OMOJOCTYITHOCTH MM CMATYArOUIUX CBOMCTB U
BBIOOD BUA JIEKAPCTBEHHON (hOPMBI (HATIpUMeEp, BOAHBIN I'elib, KPEM, Ma3hb).

43. Heo0XxoauMo MpoOaHaIU3UPOBATH M OMHUCATHh MPOMNOPLUUOHAIBHOCTh Pa3HBIX
NO3UPOBOK (IIPH WX HAJIUYUM) B JIMHEHKE TO3UPOBOK JIEKAPCTBEHHOrO IMpemnapara M
000CHOBATh UX HEOOXOIUMOCTE.

44. Paznen peructpalioHHOro aocbe 3.2.P.2 noimkeH conepKath NEPEKPECTHBIE CCHUIKH
Ha COOTBETCTBYIOIIME pa3feibl MOAyJie 4 U 5 perucTpaliioHHOTO J0ChE, B KOTOPBIX
coJiepKarcs pe3yJIbTaThl JOKJIMHUYECKUX U KIIMHUYECKUX UCCIEI0BaHN, 000CHOBBIBAOILINE
CBEJICHUS JaHHOTO pa3jiena.



3. AxTuBHas (apManeBTHIECKad CyOCTaHIIAL
(pa3men peructpamuoHHOrO Aocke 3.2.P.2.1.1)

45. Heob6xonmumo MASHTU(PUIIUPOBATh U MPEACTABUTH aHANH3 (HU3UKO-XUMHUCCKUX
CBOMCTB aKTHBHOW (papMaleBTUUECKOM CyOCTaHIIMM, BaXKHBIX JIs OMOJOCTYIHOCTH,
MIPOU3BOJICTBA, peasn3auuu 3P(deKTa U CTaOMIBHOCTH JIEKAPCTBEHHOTO Mpernapara. JTu
CBOMCTBA MOTYT BKJIKOYATh B €0l MOJIEKYJISIPHYIO Maccy, KO3(pPUIMEHT pa3/ieleHns], TOUKY
11aBJiIeHUs (TOUKY KMIEHHS (€CiIu MPUMEHUMO)), pKa, 4yBCTBUTENBHOCTD K CBETY, BO3IyXY
WM BJIare, MyTh JErpajally, paCTBOPUMOCTh U BiausHHEe pH, a Takke pazMep 4dacThll U
noJIMMop(uU3M, €CIIH IEUCTBYIOINIEE BEIIECTBO MPEICTABICHO B JIEKAPCTBEHHOM MpernapaTe B
TBEPAOM COCTOSIHMM. KpUTHUHBIE MTOKa3aTeNu KauyecTBa HEOOXO0AUMO UJIEHTU(DUIIUPOBATH U
KOHTPOJIMPOBAThH B CHELU(PUKALMU HA aKTUBHYIO (papMalieBTUUECKYIO CyOCTaHIIHIO.

4. BcnoMoraTrenbHEIE BEIEeCTBa
(pa3men perucTpamuoHHOro Aocke 3.2.P.2.1.2)

46. BcnomorarenbHbIEe BENIECTBA, UCIIOJIb3yEMBIE B JIEKAPCTBEHHBIX IpenapaTax IJis
MECTHOT'O MPUMEHEHHUs, YacTO MPOSBIAIOT H3MEHUMBOCTH (HalpuMep, B OTHOLICHUU
rOMOJIOTUYECKOT0 COCTaBa YTJIEBOAOPOJHBIX II€Nel, CTENeHW HEHACBIIEHHOCTH,
MOJIEKYJISIPHOW Macchl, MoJuMop¢u3Ma) B 3aBUCUMOCTH OT CEPUM M HCTOYHUKA HUX
MOJy4YeHUsl. JTO B CBOIO O4YepeAb NPUBOAUT K HENPEIBUACHHOM BapualOelbHOCTH B
PEOJIOTHYECKUX CBOMCTBAX, MHUKPOCTPYKTYype M (HU3WYECKHX CBOICTBAaX MPOAYKTa,
KPUCTAJUIM3AIMU JEHCTBYIONIErO BEIIECTBA WM JPYTrOro UHIPEANEeHTa, CTAOUIBLHOCTH WIH
OMOJOCTYITHOCTH.

47. BapraGenbHOCTh B 3aBUCUMOCTH OT CEPUHU U MCTOUYHHMKA BCTIOMOTATENIbHBIX BEIIECTB
HE00XO0MMO paccMaTpUBaTh U YCTPaHATh BO BpeMs pa3pabOTKH.

48. Bp1OOp KaXkJI0T0 BCIIOMOTaTeIbHOTO BELIECTBA U €ro KOJIMYECTBO, a TaKKe BHIOOD
MPUMEHUMBIX KPUTHUYHBIX IIOKa3aTeseil KadecTBa HEOOXOAWMO NpPOAHAIM3UPOBATH U
000CHOBATh, OCHOBBIBasICh Ha ero (PyHKIWU (PYHKIUAX), BKIFOYasT PYHKIIUIO CMATYEHUS (
€CJIM IPUMEHUMO).

49. HeoOxonumo ykazaTh KJacC YUCTOTHI BCIOMOIATEIbHOTO BENIECTBA, €CIU
OMOJIOCTYIMHOCTh JACHCTBYIOLIEr0 BEIIECTBA, BOCIPOU3BOJIUMOCTD IIpoliecca MPOU3BOACTBA
JIEKapCTBEHHOI'O MpernapaTa U (Un) ero Ka4eCTBO U3MEHSIOTCA MPU UCIOJIb30BaHUU JPYTUX
KJIACCOB YMCTOTHI BCIOMOTaTEIBHOIO BEIIECTBA.

50. B cnenudukauu HEOOXOAUMO BKIIOYUTH KOHTPOJb KPUTUYHBIX MOKa3aTenei
KadecTBa BCIIOMOTaTENbHBIX BellecTB. Kpurepun npuemiieMOCTH i TaKUX KPUTHYHBIX
rmokaszaTejiell kadecTBa JOJKeH ObITh oOocHoBaH B pazunene 3.2.P.4 monyns 3
PErHCTPALlMOHHOTO JI0CKE.



51. Heo6xomumo mpeacTaBuTh MOAPOOHBIE CBEICHUS O BCIIOMOTATEIBHBIX BEIIECTBAX (
HanmpuMep COJIIOOUIM3ATOPE, YCHINTEIE MPOHUKHOBEHMS), KOTOPhIE MOTYT OKa3bIBaTh
BIIMSIHAE HAa IPOHHUKAIOIIYIO CIIOCOOHOCTh M OMOJOCTYIHOCTH JEHCTBYIOIIETO BEICCTBA,
BKJIIOYAsi MX CHOCOOHOCTH BBIMOJHATH IUIAHUPYEMYIO (YHKIIMIO W BBIMIOJHATH €€ Ha
MPOTSKEHUU INIAHUPYEMOT'0 CPOKA TOAHOCTH (CpOKa XpaHEHHUs) JIGKAPCTBEHHOIO Mpenapara.

52. B oTHomIEHUHM BCIOMOTATEIbHBIX BEIIECTB, MPEJACTABIAIONIUX COOON CMeECh
COCJIMHEHUHN, HEOOXOIUMO MPEICTAaBUTh CBEICHUS O KAYECTBEHHOM U KOJUYECTBEHHOM
COCTaBE BCIIOMOTATEIbHBIX BEIIECTB U OXapaKTEPU30BaTh 3TU BCIIOMOTaTEIbHBIC BEIIECTRA,
BKJIIOYAsl UX PEOJIOTMYECKUE CBOMCTBA (€CIu OMpaBIaHHO).

53. B oTHOIIIEHUH HOBBIX BCIIOMOTATEILHBIX BEIIECTB HEOOXOMMO MPEICTABUTD MTOJTHBIC
CBEJICHUSI O MPOU3BOJACTBE, YCTAHOBICHUU XapaKTEPUCTUK M KOHTPOJIE C MEPEKPECTHHIMU
CCBUIKaMH Ha 00O0CHOBBIBAIOIINE JTAHHBIC O OS30IMaCHOCTH.

54. B oTHOIIIEHWH BCIIOMOTATEJIBbHBIX BEIIECTB JICKAPCTBEHHOTO Ipernapara, Takxke
HCIIOJB3YEMBIX B Map(PIOMEPHO-KOCMETUYECKOU MPOIYKIINH, CIEAYET MPEACTABUTh TaHHbBIE (
CBEJCHUS) O TOM, YTO NPUMEHEHHE TaKHUX BEIIECTB B JIGKAPCTBEHHOM IIpemnapare He
MPOTUBOPEUUT TPEOOBAHUSM, YCTAHOBJICHHBIM B MPUIOKEHUSAX No 2 — 5 TEeXHUYECKOTO
pernamenta TamoxkeHHoOro coro3a "O Oe3omacHOCTH mapHOMEPHO-KOCMETHYCCKOM
npoaykuuu" (TP TC 009/2011).

55. HeoO6xoauMo uaeHTH(PHUITIPOBATh U OIUCATh TEXHOJOTHUCCKUES JOOABKH.

56. Ecnu HEKOTOphIE BCIOMOTATEIbHbBIE BEIIECTBA, UCIIOIb3yEMbIE B JICKAPCTBEHHBIX
npernaparax Jijii MECTHOTO IPUMEHEHUSsI, CIIOCOOHBI BBI3bIBATh PAa3/IpaXKEHUE WU PEaKIuu
MOBBIIIEHHONW YYBCTBUTEIBLHOCTH, M WX IO BO3MOXXHOCTH CJEAyeT HCKIIOUHUTh WU
MHUHUMU3UPOBATH UX MPUMEHEHUE B CiIydyae HEBO3MOKHOCTH IMOJHOTO HCKIIOUEHUS MPHU
pa3paboTke HOBOro mpojaykra. CBeleHHS O BO3MOXKHOM HEXKEJIATeIbHOM BO3JICHCTBHHU
BCIIOMOTATEJIbHBIX BEIIECTB MPUBEICHBI B IpriIokeHUH Ne 1 k TpeGoBaHUSAM K HHCTPYKIIUA
10 MEIUIMHCKOMY MPUMEHEHUIO JIEKAPCTBEHHOTO Mperapara M OoO0IIed XapaKTepUCTUKE
JIEKapCTBEHHOTO Tpernapara isi MEIUIIMHCKOTO MPUMEHEHHUs, YTBEPKACHHBIM Pelenuem
Coseta EBpa3zuiickoii s5koHOMHUECKO KoMuccuu oT 3 HOsiOpst 2016 r. Ne 88.

5. Pa3paboTka roToBoii IeKapCTBEHHOH (PopMEI
(paszen peructpamuoHHOTO Aocke 3.2.P.2.2.1)

57. Pa3paboTKy JIEKApCTBEHHOI'O IperapaTta He0OXOAMMO OIMUCHIBATh C TOYKU 3PEHHUS
[[eJeBOro Mpoduias KauecTBa JIEKAPCTBEHHOTO IMpernapara, HUCHOJNb3YsS MOAXOISIINE
WCCIICTIOBAHUS JJISI XapaKTEPUCTUKU M KOHTPOJISI KPUTHUYHBIX IOKa3aTelell KauecTBa,
(aKTOpOB, BIMAIOIMIMX Ha MPOCTOTY M MPOJOJDKUTEIBHOCTh NMPUMEHCHHS, a TakKe Ha
MOBEJICHUE TpernapaTa (HarmpuMep pacTBOPEHUE, BEICBOOOXKICHHE JCHCTBYIONIETO BEIIECTBA
in vitro U (ecau HTPUMEHUMO), NPOHUKHOBEHHE B KOXY in Vitro (B COOTBETCTBHUU C
METOJMKaMU coriiacHO mpuitokeHusiM Ne 1 u 2). Heobxoammo npeocTaBuTh 10Ka3aTEIHCTBO



IIPUTOJTHOCTU MCIOJIB3YEMBIX METOAMK HMCCIENOBAHUN M KPUTEPUEB NMPUEMIIEMOCTH IS
OLICHKH JIEKapCTBEHHOTO Mpernapara.

58. CocTosiHME U CTENEHb HACBILIEHUS ACHCTBYIOIIETO BEIIECTBA B JIEKAPCTBEHHOM
npenapare (Hampumep, B PAacTBOPEHHOM BHUJE WIJIM B BHUJIE€ CYCIEH3UH), SBISIIOTCS
KPUTHYHBIMH TOKa3aTeNIMUA KaueCTBa, KOTOPbIE HEOOX0IUMO 0OOCHOBBIBATH C TOUKH 3PCHHUS
3¢ (HeKTUBHOCTH 1 0€30MaCHOCTH JIEKAPCTBEHHOT'O Mpernapara, MOJIKPerisis 10Ka3aTeIbCTBOM
TOro, Kak IIeJI€BOE COCTOSHHE JEHCTBYIOUIErO0 BEUIECTBA JOCTUTAeTCSd B MPOLECCe
IIPOU3BOJCTBA U MOJAECPKUBAETCS BO BpEMs XpAHEHM S JIEKAPCTBEHHOTO IIpernapara.

59. Heo06X0IMMO OLEHHUTh PUCKH OCAXKIEHHUs, pOCTa pa3Mepa 4acTUl, U3MEHEHHUs
KPUCTAININYECKOTO COCTOSIHUS WJIM M3MEHEHUs JPYTHX XapaKTEPHUCTHK JEUCTBYIOLIErO
BEILIECTBA, KOTOPHIE BO3HUKAIOT B CBSI3U C U3MEHEHUEM TEMIIEpaTyphbl WU MPU XPAHEHUU U
MOTYT MOBJIHATh HAa OMOJOCTYIHOCTb 3TOTO JIEHCTBYIOUIETO BEIIECTBA, a TAKXKE MPOBECTH
COOTBETCTBYIOIIINE HUCIIBITAHUS B PAMKax MCCIIEIOBAHUS CTA0OMIBHOCTH.

60. Heobxoaumo mpoaHaau3upoBaTh JOCTABKY JEWCTBYIOIIErO BEHIECTBA K MECTY
neicTBus. MOXHO MCHOJB30BaTh PACTBOPUTENU U YCHIIMTENH, YTOOBI CIIOCOOCTBOBATH €T0
MIPOHUKHOBEHUIO Y€pe3 pa3HbIe CIOM KOXH. Ma3u MOryT (pyHKUHOHHUPOBATh, CO37aBas
KOXHYIO OKKJIIO3MIO, U TEM caMbIM oOjerdas NpOHUKHOBEHHE. ['pagueHT KOHIeHTpauui
JEHCTBYIOLIETO BEILIECTBA MEXTY JIEKAPCTBEHHBIM MPEMApaTOM U MECTOM JACHCTBUS ABIISIETCS
IBIKYLIEH CHJIOW NPOHUKHOBEHHUS, MO3TOMY JOCTH)KEHUE HACBIIIEHHOTO COCTOSIHUS
JEHUCTBYIONIETO BEHIECTBA B JIGKAPCTBEHHOM IIpenapare MOKET ObITb MPUHIUIHUAIBHO
BA)KHBIM.

61. Heobxonumo mpoaHanu3upoBaTh MPUEMIIEMOCTh JJIsl MAllMEHTa U YI0OCTBO
MIPUMEHEHUS JIEKAPCTBEHHOTO Mpenapara (HarmpuMep, IpoCTOTY MPUMEHEHUS, HAHOCUMOCTH (
HaMa3bIBAEMOCTb)), KOTOpasi MOKET ObITh Ba)KHa B CiIyyae HEOOXOIMMOCTH HaHECEHUs
ONpeeeHHON 03Bl HA ONPEJCICHHYIO IJIOIIA/lb TOBEPXHOCTH, a TAKXKE OLLYIICHHUS MOCIe
HaHeceHus (CyXOCTh Uin "KUPHOCTB").

62. Cnenyer yka3aThb (€ciiM IPUMEHUMO) (apMalleBTUKO-TEXHOJIOTHYECKYIO
XapaKTEPUCTHUKY JICKAPCTBEHHOUW (opMbI (Hampumep, TuapododHas Ma3b (yTrieBOgopOaHAS
OCHOBA, a0COpOUpYIOIas OCHOBA), BOJHO-3MYJILCUOHHAS Ma3b, THAPOGUILHAS Ma3b).

63. HeoOxo1MMO NpeicTaBUTh CBEACHUS O MUKPOCTPYKTYpE U (DU3UYECKUX CBOMCTBAX
JIEKapCTBEHHOI'O TIpernapara ¢ y4eTOM KPUTUYHOM BaXKHOCTH ITUX IMOKa3aTeNeH sl MATKUX
JIEKApCTBEHHBIX (POPM U OmMucaTh (0XapaKTepu30BaTh) MEXAHU3MbI, OTBETCTBEHHbBIE 32 MX
dbopMHpoBaHHE B IMpollecce MPOU3BOACTBA (HAlpuUMep, BCIEACTBUE B3aUMOJCHCTBUS
BCIIOMOT'aTeJIbHBIX BELIECTB, U3MEHYMBOCTH MMOKa3aTelIe KauecTBa OT CEpUU K CEPUU U MpU
MacITaOUpOBaHUU), YTOOBI MPOIECC MPOU3BOACTBA MOKHO OBLIO ONTHUMH3UPOBATH IS
MOJIy4EeHHSI POAYKTA C MOCTOSIHHBIM Kau€CTBOM.

64. HeoOxonumo NpoaHAIM3UPOBATH C KPUTHUYECKON TOUYKHU 3pPEHUS] MU3MEHEHUE
XapaKTepHUCTUK JIEKAPCTBEHHOI'0 Ipernapara il MECTHOTO TMPUMEHEHHS TIOCJEe €ro
HaHeceHus. B yacTHOCTH, B TeX clly4asix, KOrJa HCIApEHHE JIETYYUX PACTBOPUTEIEH U



BCIIOMOTATENIbHBIX BEIIECTB WU JPYTHUE SBICHUS HEOOXOIUMBI JUTsl 3 (HEKTUBHOMN JOCTaBKU
JEUCTBYIOIIETO BEILIECTBA
K MECTY JICUCTBHS.

65. HeoOxomumo moapoOHO omucaTh COCTaB U (HapMalleBTUKO-TEXHOJOTHUYECKUE
nmapaMeTphbl JIEKapCTBEHHOW (GOpMBI I KIMHUYECKUX HCCICIOBAHUNA U CEpHUH,
UCIIOJIb30BAHHBIE B CPaBHUTENBHBIX HcchenoBanusx. HeoOxoaumo o0OCHOBATH JiH0ObIE
pa3nuuus B cocTaBe, (hapMalleBTHUKO-TEXHOJOTHUYECKUX TMapaMeTpax, mpoleccax
MPOU3BOJCTBA MEXKAYy JEKapCTBEHHbIMU (GOpMaMu JEKapCTBEHHOrO Ipenapara,
HCTIOJIb30BAHHBIMU B OINOPHBIX KIMHUYECKUX HCCIEIOBAHUSAX, U JEKApCTBEHHBIM
mpernapaTtoM, 3asBICHHBIM Ha peructpanuio. HeoOXoamMo mpeacTaBUTh pe3yJbTaThl
CpPaBHUTENBbHBIX WCCIEOBAHUN pACIIMPEHHON (apMaleBTUYECKON HSKBUBAJICHTHOCTH,
HWCCIIEIOBAHMH 1n Vitro Wi in vivo.

66. Ilocne ompeneneHuss cocTaBa JEKAPCTBEHHOI'O IperapaTra HAa4YMHAETCS
MacmTaOupoOBaHHUE TMPOIlEcCa MPOU3BOJCTBA, U HEOOXOAUMO UJACHTU(DUIUPOBATH U
KOHTPOJINPOBATh KPUTUYHBIE ITapaMETPhI MPOLECCa.

67. Bo BpeMsi MacimtaOupoBaHus Ipoliecca MPOU3BOJICTBA JIOMYCKAETCS BHOCHUTH
HEOOXOJUMBIE KOPPEKTHUPOBKH, UYTOOBI JTOOUTHCS CTAOMIBHOTO IPOU3BOJICTBA
MPOMBINJICHHBIX CEpPUN JIEKApCTBEHHOTO Ipernapara W ONTUMHU3UPOBATH IMPOILIECC
MPOU3BOJICTBA. Takue KOPPEKTHPOBKU MOTYT MPEICTABISITH COOON M3MEHEHHS B COCTAaBE
JIEKapCTBEHHOTO Ipenapara, MNpou3BOJCTBEHHBIX MpoIleccax, 000pyI0BaHUN UM U3MEHEHUS
MPOU3BOJACTBEHHON TIUIOMAAKU. B HEKOTOpBIX ciaydasX HEOOXOJUMO OIEHUBAThH
NOTEHIIMAIBHOE BIUSHUE YKAa3aHHBIX M3MEHEHHHN Ha (QYHKIIMH JIEKApCTBEHHOTO TpernapaTta (
HaIllpuMep, B OTHOIIEHUH OMOJIOCTYTHOCTH MM Y100CTBAa MPUMEHEHHUS ).

68. Heobxoaumo MmpeacTaBUTh MOATBEPKIACHUE COOTBETCTBUS JICKAPCTBEHHON (HOPMBI
JUISl MECTHOTO mpuMeHeHus: TpeboBanusm dapmakonen Coro3a, a Mpu OTCYTCTBUM B HEH —
TpeboBaHMSIM (apMaKomel TOCyIapCTB-YICHOB.

69. HeoOxonuMo JeTanbHO MpOaHAIU3UPOBATh CBSI3b MEXIY LEJIEBbIM Mpoduiiem
KayecTBa JIEKApCTBEHHOrO IIpemnapara, KPUTHUYHBIMM T[OKa3aTeNsMU KadecTBa U
cnenuduUKalmeil Ha JIeKapCTBEHHBIN MTpenapar.

70. Eciin 0cCHOBA JIEKapCTBEHHOTO MpenapaTa COJICPKUT BOCILUIAMEHSIOIIUECS JIETyYNe
pacTBOpUTENIN (HANpUMEp, M3OMPOMUIIOBBIN CIUPT U ITAHON), HEOOXOJUMO OMPEACIIUTDH
TEeMIEPATypPy BCHBIIIKU U BKIIOUUTh COOTBETCTBYIOIIHNE IPEAOCTEPEKEHUS B UHGOPMAIIUIO O
JEKapCTBEHHOM Iipenapate. s ompeneneHusi TeMIepaTypbl BCIBIIIKKA JIOMMYCKAETCA
HCIIOJIB30BaTh METOJUKH C MpuMeHeHrneM npudopa [lencku-MapTeHca ¢ 3aKphITHIM TUTJIEM.

71. JlexapcTBeHHBIC TpemnapaThl ¢ mapa@UHOBOM OCHOBOHW camu mo cebe He
BOCIUUIAMEHSIEMbI, OJIHAKO TMPU MX IMONAJaHUU Ha OAEXKY, IOCTEIIbHOE OeIbe MU MOBS3KU
MaTtepuasl TKaHU sBiseTcs QuruiaeM, a mapaduH — roproyuM BemecTBOM. J[ns Takux
JIEKapCTBEHHBIX IpenapaToB HEOOXOIUMO OLEHHUTh PUCKH IJis TMAIlME€HTa U BKIIOYUTH
COOTBETCTBYIOIIHE MPEAOCTEPEKEHUS B UH(DOPMALIHIO O JICKAPCTBEHHOM Mpenapare.



6. YcTaHOBIIEHHE XapaKTEPUCTHK JIEKApCTBEHHOTO IIpemnapaTa

72. HeoOXoauMO BBINOJIHUTH JE€TATU3UPOBAHHYIO OIEHKY XapaKTePUCTUK
JEKapCTBEHHOTO TMpernapara, 4ToObl 00ecTnedYnTh BO3MOXKHOCTH BHECEHUS W3MEHECHHH B
JIEKapCTBEHHBIM Mpernapar Mnpu YNpaBJICHUH €ro >KU3HEHHBIM ITUKJIOM M 00OCHOBATh
COXPAaHEHHE YKBUBAICHTHOCTH MPENApPaTy CPAaBHEHHS.

73. JlaHHble 00 YCTAHOBJIEHHH XapaKTEPUCTUK JOJKHBI OBITh MOJYYEHBI OT
pENpe3eHTAaTUBHOIO YKCIa Cepuil (Kak MUHUMYM 3), C yYETOM BEpPOSTHOU M3MEHUYUBOCTH,
OTMEYAEMOU B CIy4Yae IUCIEPCHBIX CUCTEM 110 CPABHEHUIO C MPOCTHIMU PACTBOPAMHU.

74. Jlns mpoBeleHUsl CTaTUCTUYECKONW OIIEHKH, KOJMYECTBO OOPa3I0OB JOJKHO OBbITh
pernpe3eHTaTUBHBIM, 10 MEHbIIIEN Mepe ¢ 12 equHUIIaMU Ha CEPUIO B KAXKJOM IKCIIEPUMEHTE.
HeoOxoauMo npuHUMAaTh BO BHUMaHHE BapualOEIbHOCTh MEXKAY CEpUsSMH (Hampumep, B
3aBUCUMOCTH OT pa3Mepa CEepHH, 1aThl IPOU3BOJICTBA U MIEPUOJIA XPAHEHUS ).

7. JlexapcTBeHHBIE (POPMEI JIEKapPCTBEHHBIX IIPEIIapaToB
JUI1 MECTHOTO IIPAMEHECHUS

75. JlexapcTBeHHBIE (POPMBI JIEKAPCTBEHHBIX MPENapaToB JJIE MECTHOTO MPUMEHEHHUS
BKJIFOYAIOT B CEOSI:

a) KOXHBIE paCTBOPBIL;
0) NEHBI U CIIpeu;
B) IIAMITyHU;
r) Ma3u (yIrJIeBOJOPOJIHbIE, a0CcOpOUpyIoIIue, yaalseMble BOJIONH U BOJOPACTBOPHUMBIC
OCHOBBI);
1) KpeMBI (Macjo B BOJIC HJIM BOJIa B Maclie);
€) Tenu;
) TIACThI;
3) IpUNapKu;
1) JIEKAPCTBEHHBIE TJIACTHIPU U KOKHBIE TUTACTHIPH.

76. HeoOxoammo MpeACcTaBUTh T0KA3aTeNbCTBA BHUJIA JICKAPCTBEHHON (DOPMBI C TOUKH
3pEeHHsI COCTOSIHHS JICMUCTBYIOIIETO BEIIECTBA B OCHOBE JIEKAPCTBEHHOTO Tpemapara (BU
pacTBopa, JHUCTIEPCHON CHUCTEMBbI, HECMEIIMBAEMOW (a3HOW CHUCTEMBI) M THUIA (HOPMBI
n03UpoBaHusl. BOJBIIMHCTBO MPUMEHSEMBIX JIEKAPCTBEHHBIX IPENapaToB OTHOCITCS K
OJIHOMY M3 CJIETYIOLIUX BUIOB JIEKAPCTBEHHBIX POpM:

a) JCHCTBYyIOIIEee BEHIECTBO B PacTBOpE, OAHO(DA3HBI HOCUTENb — PACTBOP IS
HapY>KHOTO IPUMEHEHUS, OJJHO(A3HbIE TeIb WIH Ma3b;

0) nelcTByOIIEE BEHIECTBO B CYCIEH3UH, OJHO(DA3HBIM HOCUTENh — CYCIEH3UU JJIs

HapY>KHOTO TPUMEHEHUS;



B) JICHCTBYIOIIEE BEIIECTBO B PACTBOPE, ABYX(DAa3HBIM HOCUTENh — KPEM U Ma3b IO TUITY "
MacJjo B BoJie" B KOTOPBIX JACHCTBYIOIIEE BEIIECTBO PACTBOPEHO B MACISTHOM (a3e;

T') ICWCTBYIOIIEE BEIIECTBO B CYCIICH3UH, NBYX(Da3HBI HOCUTEIh — KPEM M Ma3b 110 TUITY
"Macyio B BOJie", B KOTOPBIX JICCTBYIOIEE BEIIECTBO HEPACTBOPMMO HHU B OJIHOU U3 (a3
HOCHUTETIS.

77. B oTHOIIIEHUHU CyCHIEH3UN TPeOyeTCs JOMOTHUTENHHOE YCTAHOBICHUE XapaKTEPUCTHK
C TOUYKHM 3pPEHHS pACHpPENCIICHUS YacTULl JEHCTBYIOLIErO BEIIECTBA MO pa3MeEpPy U €ro
nosuMopdHOI popMBbI, BKITIOUasi MUKpodoTorpadpuu.

78. B OTHOIIEHUHM JIEKAPCTBEHHBIX MIPENapaToB ¢ HeCMeIMBaeMbIMU (DazamMu TpedyeTcs
JIOTIOJTHUTENHHOE YCTAHOBIICHNE XapaKTEPUCTUK C TOUKU 3PEHUS pacIpeaesieHus TII00YI 1Mo
pa3Mepy U BHEIIHEro BUAa, BKItOYas MUKpodoTorpaduu.

79. HeoOxoauMo mpoBecTH (€CiIu HEe0OXOIMMO) aHaIU3 pa3Mepa YacTHI] C TOMOUIBIO
Pa3IUYHBIX METOJOB (HApUMeEp, MpU MOMOIIH Ja3epHOoi Audpakiuuu cBeTa, KOH(POKaIbHON
PaMaHOBCKOW MUKPOCKOIUH, & TAKXKE MUKPOCKOIIHH).

Bremmwii BUA TIeKapCTBEHHON (opMBI

80. BHewmHuil BUJ JIEKAPCTBEHHOU (DOPMBI JIEKAPCTBEHHOIO Mpenapara JOJKEH ObITh
OXapaKTepU30BaH BU3YyaJIbHO U MUKpOdoTorpadpudecku. JJaHHbIe XapaKTEepUCTUKN BHELTHETO
BHJIA SIBJISIFOTCS KPUTUUECKUMU JJIS1 AUCTIEPCHBIX CHCTEM.

MuxpocTpykTypa B (U3HIECKHE CBOHCTBA JIEKapCTBEHHOM OpMEL

81. Jlms Toro 4toObl 0xapakTepu3oBaTb MUKPOCTPYKTYpPY M (PU3HUECKHE CBOWCTBA
JEKapCTBEHHON (POPMBI ¢ TOUKM 3peHus (U3MUECKUX KPUTHUUHBIX MOKa3aTeNed KauecTBa
He(acoBaHHOIO JIEKAPCTBEHHOTO IMpenapara, KOTOpble BIUSIOT Ha OMOJOCTYIHOCTH,
yA0OCTBO MPUMEHEHUS WIIM CBUIETEIBCTBYIOT O BapHaOEIbHOCTH B MPOLIECCE TPOU3BOICTBA
¥ HECTAOMIILHOCTH MPOAYKTa, HEOOXOIUMO MPECTABUTD CISAYIONINE JaHHBIE:

a) s pacTBOpoB U cycrnensuil — pH, OydepHas eMKOCTb, BA3KOCTb, IIOTHOCTb,
MOBEPXHOCTHOE HATSKEHHE, OCMOJISIIBHOCTD;

0) [Tt MSITKUX JIEKAPCTBEHHBIX (popM — pH, TIIOTHOCTB, pe0JIOrMuecKre CBOMCTBA.

82. HeoOxomuMo oxapakTepu30BaTh PEOJOTUUECKHUE CBOMCTBA JIEKAPCTBEHHON (POPMBI
KaK HEHbIOTOHOBCKOM >KMJIKOCTH C HCIIOJIb30BAHUEM COOTBETCTBYIOIIETO aOCOIIOTHOIO
peoMeTpa, BKIItoYas:

a) MOJHYIO PEOJIOTUYECKYIO KPUBYIO AehOpMallMK HAMPSXKEHUS cIBUTa (MIIH BSI3KOCTH) B
3aBUCHUMOCTH OT CKOPOCTH HAIIPSKEHHS M0 COBOKYIMHOCTH TOYEK JAHHBIX B JHAla3oHe
YBEJIMYUBAIOLIUXCS M CHIYKAIOLIUXCS CKOPOCTEN HANPSKEHUS TaK, YTOOBI JIIOObIE TUHEIHbIE
JaCTH BOCXOJSIINX KPUBBIX WM HUCXOASAIIMX KPUBBIX OBUIA YETKO WIACHTU(DHUITMPOBAHBI.



OO6pa3yromuecss KpuBble HEOOXOAMMO OIMKCATh, C MOMOIIBI0 MOJWHOMHUAIBHBIX JUHUN
TpeHaa (B MOAXOJsAIIer MoaudUKaIK), 4TOOBI MOXHO OBLIO PacCUUTATh HEOOXOAUMBIE
YHUCJICHHBIE TTOKa3aTeNu;

0) UcnbITaHUE HA TIPEICIT YIIPYTOCTH U MONI3YYECTh;

B) OIIEHKY JIMHEWHOTO BSI3KOILJIACTUYHOTO OTBETA (3aBUCHUMOCTH MOJYJISl HAKOIUICHUSI U
MOJIyJIsl IOTEPh OT YaCTOTHI KOJI€OaHUM).

83. HeoOxo1uMo npeicTaBUTh pEOrpaMMbl U KJIACCU(DPHUIIMPOBATH MMOBEECHUE MTPOIYKTa B
3aBUCHUMOCTH OT BIIMSIHUS HAMNpsOKEHUS] W BPEMEHH, (HAmpUMeEp ICEeBIOTUIACTUYECKOE,
JUIaTaHTHOE, THKCOTPOITHOE) U 0XapaKTEPU30BaTh UX C UCTOJIb30BAHUEM COOTBETCTBYIOIINX
MeTpuK. MUHUMAaIBHBIN 00hEM MapaMeTPOB BKIIIOYAET B CEOSI:

a) BSI3KOCTH MPH YCTAHOBJIEHHBIX CKOPOCTSIX HAMPSHKEHUS 110 JaHHBIM Pa3HbBIX peorpamm (
Harpumep, pu h100);

0) 3HaUEHHUA MPEACIIOB YIPYTOCTH MJIACTUYECKOTO TOKA;

B) THKCOTPOITHAs] OTHOCHTEIbHAS IIOWAb (S );

T') BA3KOIUIACTUYHBIE MOIYJIM HakormieHus u noteps (G’ u G”);
1) KaXyIIascs BI3KOCTh, TAHT'CHC yTiia oTeps (tg d).
84. COOTBETCTBYIOIIEE YCTAHOBICHUE XAPAKTEPUCTUK PEOJIOTUUECKUX CBOMCTB MOXKET
MO3BOJIUTh MACHTU(UIIMPOBATh WM CIUIAHUPOBATh 0OO0Jie€ MPOCTOE HCMBITAHUE, YTOOBI
UCII0JIb30BaTh €ro B crieu(UKaIMy Ha TOTOBBIN Mpenapar.

8. Onenka 6rnodapManeBTHIECKUX XapaKTEPUCTHK JIEKAPCTBEHHOTO IIPEnapaTa

85. Heobxomumo pa3zpaboTaTh HCCIEIOBAHUS, MO3BOJSIONINE YCTAHOBHTH TaKHE
OonodapManeBTHIECKHE XapaKTePUCTUKH JICKAPCTBEHHOTO MperapaTa, Kak paCTBOPEHUE IS
CYyCIEH3UW W BBICBOOOXKJEHHUE JEMCTBYIOIIETO BEIIECTBA In Vitro B COOTBETCTBUU C
METOJIUKOW coTJlacHO mpuiiokeHnuto Ne 1 k HacrosuuMm TpeOoBaHMSAM, W TIOKa3aTh €TO
CTaOMIILHOCTB BO BPEMSI XpaHEHUSI.

86. [l ycraHOBIICHHS OMO(apMaIieBTUYECKUX XapaKTEPUCTHUK TAKKE JTOMYCKACTCS
MCITOJIH30BATh UCCIICIOBAaHUE MMPOHUKHOBEHUS B KOXY 1N Vitro B COOTBETCTBUU C METOJUKON
coryacHo npuiokeHnro Ne 2 k HacTosiuM TpeOoBaHUsIM.

9. Ommcanne ocobeHHOCTE# MPUMEHEHN JIEKAPCTBEHHOTO
Ipemnapara B peTHCTPAMOHHOM JOCHE

87. OOmas xapakTepuUCTHKa JIEKapCTBEHHOI'O Mpenapara U HHCTPYKUHUS IO
MEAUIMHCKOMY NPUMEHEHUIO (JTMCTOK-BKIJIAJIBIII) JOJIKHBI BKIKOYAaTh B c€0s MHCTPYKIUU U
mo0ble HEOOXOAMMBIE MPENYNPEXACHHUS 0 0e30MacHOMY NMPUMEHEHUIO JIEKAPCTBEHHOTO
npernapara.



88. IlpuBoauTCcs (€cinu MPUMEHMMO) OMKCAHUE JTOMOJHUTEIHHOTO Mpeodpa3zoBanus (
HaIlpuMep, CMEIIEHUs ¢ KAKUMU-THO0 BEIECTBAMU HOCUTENSIMH) JIEKAPCTBEHHOIO Mpernapara
MIPU €r0 HaHECEHUH MoTpeduTeneM (MEIUITUHCKUM PAOOTHUKOM).

89. Ilpu onucanuu crnocoda MpUMEHEHUs1 B OOUIEH XapaKTEPUCTUKE JIEKAPCTBEHHOIO
npernapara ¥ MHCTPYKIUU MO0 MEIUIIMHCKOMY NMPUMEHEHUIO (JIMCTKE-BKIIAJBIIIE) JOJKHA
OBITH TIPUBEJICHA clieaytomias HHGOpMALIHS:

a) MECTO HAaHECCHMS;

0) nHdopmaIs 0 HEOOXOUMOCTH M30eraTh HAHECEHUS JIEKAPCTBEHHOTO Mpenapara Ha
OMpeICJICHHBIE YYACTKH KOXKHOTO MOKPOBa (MOBPEXKACHHYIO WM HEMOBPEXKICHHYIO KOXKY,
PaHEBYIO TOBEPXHOCTH U T.I1.);

B) TpeOOBaHUs K MPEABAPUTEIBHON 00pab0TKE KOXKH;

) nHGOPMAIIHSI O BIUSHUH Ha KCITO3UIIHNIO JICKAPCTBEHHOTO Mpernapara SKCTPEeMaIbHbBIX
YCIIOBUN OKPY’Karollen cpepl (Teria, Xoa0/1a, COJIHEYHOTO CBETA);

1) uH(opMaius 0 BIUSHUY Ha peanu3anuio 3P exra JeKapCTBEHHOr0 penapara nocie
€ro HaHECEHHs MOBCEIHEBHON (PU3MUYECKOW aKTUBHOCTHU MallMEeHTa (HampuMep, YMbIBAHUS,
MPUHATHS AyIa WK BaHHBI, UCTIOJIB30BaHUS COTHIE3AIIUTHBIX CPEJCTB UM YBIAXKHUTENEH);

€) HeoOXOJMMBbIE OTpaHWUYEHUS (HANPUMEp, MPEAYNPEKICHHE O HEOOXOJAUMOCTH
n30eraTh HAHECEHUS JICKAPCTBEHHOTO MpernapaTa Mo/l OKKJIIO3MOHHYIO TOBSI3KY);

) yKa3zaHue JTIOOBIX 0COOBIX YCIIOBUN XpaHCHUS,

3) yKazaHue 0 HEOOXOJMMOCTH HE JOIMYCKAaTh BO3MOXKHOCTb HENMpPEeAHAMEPEHHOTO
WCIIOJIB30BaHUs JIETbMU;
M) TMPENOCTePEeKEHUsI O BOCILUIAMEHSIEMOCTU JIS JIEKAPCTBEHHBIX MpPEnaparos,
coJiepKallluX BOCIUIAMEHsIEMBbIE JIeTyune pacTBopurenn. Hanpumep:

"OnacHo! MoxeT BOCIJIaMEHAThCA. XPAHUTh BAAJIA OT TEILUIA, TOPSAYUX MOBEPXHOCTEM,
HCKp, OTKPBITOTO IJIAMEHU M JAPYTUX HCTOYHUKOB Bo3ropaHus. He KypuTh BO Bpems
npuMeHeHus! 3aluiarh OT BO3AecTBUs coaHeuHoro ceera! He moasepraTe BO3/a€CTBHIO
temneparyp Boiiie 50 °C. He pacnbuisTh Ha miaMs WIHM APYrue€ UICTOYHUKHU BO3TOpaHUsL.";

K) nH(MOpMAaIus 1)1 MAIMEHTOB, Y KOTOPBIX TPUMEHSIOTCS Oobinue koaudectBa (> 100 r
) nr000ro JIeKapCTBEHHOI'0 IMpenapaTra Ha napa@UHOBONW OCHOBE, O HEOOXOJUMOCTH
PETYJIIPHO MEHSTh OJIEKY, OCTEIBHOE O€Ibe UM MOBSI3KHU, MPOMUTAHHBIC (3arPSI3HEHHBIC)
TaKUM TpernapaTom, U u3derath mpedbIBaHus BOIU3H OTKphITOro orus. Hanpumep:

"Ecnu nexkapcTBEHHBIN penapaT HAaHOCUTCS MO MOBS3KY I KOHTAKTUPYET C OJEKIO0M,
CYIIECTBYET PUCK, UTO MPU KYPEHHH WM KOHTAKTE C OTKPBITBIM OTHEM MOXET HMPOU30UTH
BO3TOPaHUE MOBSI3KU MJIM TKAHU OJICHKIbI.

Ha Bpems npumeHeHus: npernapara NpeKpaTtuTe KypeHUe, HE UCIOJIb3YUTE OTKPBITHIN
OrOHb (MJIM HE HAXOJUTECh BOJIM3H KYPSIIUX JIFOJIeH UM UCTOYHUKOB OTKPBITOTO OTHS) WUITU
HE TpuOIMKalTeCh K UHBIM MpeIMeTaM M MecTaM, KOTOPbI€ MOTYT BbI3BaTh BO3rOpaHue,
NOKAa MPUMEHSIEMbIA BaMU JIEKAPCTBEHHBIN MpENapaT CONPHUKACAETCS C Balllel OJIEKIIOW,
MOBSI3KOM WJIM OUHTaMHU.



PerynsipHo MensiiiTe ofie’Kay U MOCTEIbHOE Oenbe (NMPEeANOUYTUTENHHO €XKEIHEBHO),
MOCKOJIbKY mapaduH MPOMUTHIBAET TKAaHU W MOTEHIHAIBHO orHeomnaceH. HeoOxomaumo
n30eraTh TOMaIaHus JIEKAPCTBEHHOTO TIpenapara Ha CUJCHBE CTyJIa WIH HHYIO MeOeTh.

Coo0muTte BamuM OJMU3KKUM WM JIMIIAM, OCYIIECTBIISIIONIMM 33 BaMHU YXOJl, O CBOEM
JICUCHUU U TOKAXKUTE UM JAHHYI0 HHCTPYKIMIO MO MEIUIMHCKOMY MPUMEHEHUIO (
JIUCTOK-BKJIAJIBIIII ).

[Ipenynpeaute Baiiero Bpada, MeJcecTpy uiu (papmaneBTra o0 TOM, 4YTO Bbl Kypute. OHU
CMOTYT JIaTh PEKOMEHAAIMH 0 IPEKPALIEHUIO KypeHus.".

10. PaspaboTka mpomecca MPOM3BOICTBA U MPOU3BOJCTBO
(pasgemst 3.2.P.2.3 u 3.2.P.3 Moxyina 3 perucTpaiOHHOTO JOCHE)

90. B oTHOIIEHUN JUCIIEPCHBIX JIEKAPCTBEHHBIX (POPM JIEKApCTBEHHBIX MpenapaToB (
HampuMep, IBYyX(a3HbIX IMYJIbCUN) U3MEHEHHUS B COCTaBe U
(hapMalleBTUKO-TEXHOJOTUUECKUX MMapaMeTpax JEeKapCTBEHHON (OpMbl HIIM TpoIecce
MPOU3BOJICTBA MOT'YT MOBJIUATH HA 0€30MacHOCTh U (Win) F3(HPEKTUBHOCTD JTEKAPCTBEHHOTO
npenapaTta ¥ Mo3TOMY Ba)HBI JIJISl OLICHKM U KOHTPOJIS. BaKHBIM MOXKET OBITh MOPSANIOK
n00aBJIEHUs] pPa3IUYHBIX KOMIIOHEHTOB B TOTOBYIO JIEKAPCTBEHHYIO (opMy, a Takxke
rapameTpsl Ipouecca MpOU3BOJCTBA, TAKUE KaK TEMIIEpaTypa U yCIOBHS TOMOI'€HU3ALMH (
HaIpuMep, CKOPOCTb U MPOIOKUTENBHOCTH ).

91. IIpn TUDUYHOM MpoIlecce MPOU3BOJCTBA KPUTUUHBIMH TOUYKAMH OOBIUYHO SBIISIOTCS
oOpa3oBaHUeE JIByX- WJIK MHOTO(a3HOI CUCTEMBI U3 0JIHO(A3HBIX CUCTEM U TOYKA, B KOTOPYIO
no0aBsieTcs JEUCTBYIOIIEE BEIIECTBO.

92 T1ockoabKy CKOPOCTh BRICBOOOXKICHHSI ICHUCTBYIOIIETO BEIIECTBA, MUKPOCTPYKTYpa U
(u3nUecKue CBOICTBA U PEOJIOrMYECKUE NPO(UIIN JIEKAPCTBEHHOTO MpenapaTa MOryT ObITh
MOIBEPKEHBI BIUSAHUIO MacCIITAOMPOBaHMUS, 0COOEHHO Ba)KHO, YTOOBI YKa3aHHbIE CBOWCTBA
BepU(ULIMPOBATUCH B IPOMBIIIEHHOM MaciiTale.

93. Pazgensr 3.2.P.3.3 u 3.2.P.3.4 Moayns 3 perucTpaliMOHHOTO JOCHE JIOJIKHBI
coJiepaTh TpeOyeMblil Jii OLEHKH HKBUBAJEHTHOCTH 00beM MH(GOpPMALMKU U BKIIOYATH
KPUTHUYHBIE W HEKPUTHUYHBIE IMapaMeTpbl Ipollecca MPOU3BOJACTBA M OOOCHOBBIBATHCS
JaHHBIMH BBIITOJTHEHHOW pa3pabOTKH Mpolecca Mporu3BOICTBA.

94. HeoOxo1uMoO yKa3aTh 1 000CHOBATH MEPUO/IbI XPAHEHUS MEKY POU3BOJCTBEHHBIMU
[MUKJIAMU ¥ YCIIOBHMSI XPAaHEHHUS Pa3HBIX PACTBOPOB M MPOMEXKYTOUHBIX MATEPHANIOB, C
YKa3aHUEM COOTBETCTBYIOIIMX UCCIEAOBAHUI CTAOUIBHOCTH U APYTUX PEJIEBAHTHBIX JAHHBIX

95. MHorue HedacoBaHHbIE JIEKAPCTBEHHbIE MpENapaThl sl MECTHOIO MPUMEHEHHUS
3aryCTeBalOT IPHU NEPEMEIIMBAHNN B TEUEHUE HECKOJBKHUX JHEW MOciie UX Npou3BoaCTBa. B



TaKuX CIydasx MOXeT TpeOoBaTbCsi OOOCHOBAHME BPEMEHHOI'O OTpe3Ka MEXIY
MIPOU3BOJICTBOM He(pacOBaHHOTO JIEKAPCTBEHHOI'O Mpernapara U (pacoBKOM JIEKAPCTBEHHOTO
npenapara.

96. HeoOxoquMo Takxke 00OOCHOBAaTh MPUTOJHOCTbh MCIOJIb3YEMOUN yHaKOBKH JIS
MPOMEXYTOUHBIX MPOTYKTOB, XpaHEHUs He(PaCOBAaHHOTO JIEKAPCTBEHHOTO Mpernapara u ero
TPaHCIIOPTUPOBKHU (IIEPEBO3KH).

11. Cracrema ynmakoBKkY (YKyIOPKH)
(paszen 3.2.P.2.4 Moxyns 3 perucTpaniOHHOTO AOCHE)

97. HeoGxoaumo mpoaHAIM3UPOBATh U OOOCHOBATH MPUTOJHOCTh CUCTEMBI YIIaKOBKHU (
ykymnopku). Takol aHanu3 u 000CHOBaHUE JOJKHBI BKIIIOYATh B C€0s BHIOOP MaTepHasoB,
3aIllUTy OT BJIard, KUCIOPOJAA U CBETA TaMm, i€ IPUMEHUMO, COBMECTUMOCTD JIEKAPCTBEHHOTO
npenapara ¢ CUCTEMOW YIMaKOBKU (YKYIOPKH), IO3UPOBAHHUE, YJIOOCTBO MPUMEHEHUS U
0€30MacHOCTb JIEKAPCTBEHHOT'O MIpernapara.

98. CrepuiibHbIE JIEKAPCTBEHHBIE MPENapaThl TOKHBI ObITh YIIAKOBAaHbI B OJTHOPA30BbIE
KOHTCUHEPHI.

99. Ecnu kakoe-1u00 U3/eNre yIaKkoBbIBAETCSI COBMECTHO € JIEKAPCTBEHHBIM IIPEenapaTomM
(4T0OBI 00IETYNTH, HATIPUMEDP, OTMEPUBAHUE (JO3UPOBAHKE) WM HaHECEHUE (AMTIIUKAIIHIO)
JIEKapCTBEHHOr'0 IMpernapara), K TaKOMYy H3IEIUI0 JOJKHBI MPUMEHSThCS TpeOOBaHUS,
ykazanHble B myHkTe 187 IlpaBun peructpanuu u skcneptussl. Heo6XoaumMo moaTBepauTh
COBMECTUMOCTh MEXIY TaKUM HU3JICIIMEM M JIEKAPCTBEHHBIM NPENApaTOM M, €CJIH JTaHHOE
U3JIeTUe BBIMOJNHACT (PYHKIUHU J03aTOpa, HEOOXOAMMO TMOATBEPAHUTH €ro CIOCOOHOCTH
OCYILIECTBJISITh IPAaBUIIBHOE TO3UPOBAHUE JIEKAPCTBEHHOIO IIpenapara.

12. Mukpo6uonornaeckue XxapaKTepUCTUKH
(pasgen 3.2.P.2.5 Moxyns 3 perucTpanmOHHOTO AOCHE)

100. MukpoOuonoruyeckass YuCTOTa JAHHOM TpyNIbl JIEKAPCTBEHHBIX MpenapaToB
J0JKHAa oOecrneunBaTbCsl B TOM JK€ MOPSAKE, YTO M B OTHOLIEHUU JIEKapCTBEHHBIX
MpenaparoB ¢ APYrUMU MYTSIMHU BBEJIEHUS, C YYETOM TOTO, YTO HEKOTOPbIE JICKAPCTBEHHBIE
npenapaTtbl MOIYT HAaHOCHUTBCS HAa NMOBPEXIEHHYIO KOXy. JlekapcTBeHHbIE Npenaparsl
JOJKHBI  COOTBETCTBOBATh TpeOoBaHWsIM o0mel ¢apmakoneiHo crateum 2.3.1.2 "
TpeboBanust K MHKPOOHMOJIOTHYECKOM YHUCTOTE JIEKAPCTBEHHBIX MPENapaTos,
(dbapMaleBTUYECKUX CYOCTaHIIMM M BCIIOMOTATENbHBIX BEIIECTB JJISI MX MPOU3BOJACTBA"
@®apmakoneun Coro3sa.

101. CtepunbHOCTH JIEKapCTBEHHOTO Tperapara TpedyeTcsl, €CIi OH IpeIHa3HAYeH IS
MCIIOJb30BaHUs Ha OOJBIIMX OTKPBITBIX WM TIYOOKMX paHax Ju0O Ha 3HAYUTEIbHO

MOBPEXKJICHHON Koke. CTepuIbHOCTh TpeOyeTcss s JICKApCTBEHHBIX MPENapaToB,



UCIIOJIB3YEMBIX Tepe]] MHBA3UBHBIMU MPOIEAypaMu (HapuMep, IJs IpeaorneparnuoHHOTO
KOYKHOTO aHTHCENTHKA), a TAKKe IS JICKAPCTBEHHBIX MPErnapaToB B ()OpME PaCTBOPOB IS
OpOILLIEHUS.

102. B OoTHOIIEHUH HECTEPUIIBHBIX JICKAPCTBEHHBIX IPENapaToB B KOHTCHHEpAX s
MHOTOKPAaTHOTO HWCIIOJIB30BaHUS HEOOXOAUMO OO0OCHOBAaTh BKJIIOYEHHWE B COCTaB
JICKapCTBEHHOT'O Tpernapara aHTUMUKPOOHOTO KOHCEepBaHTa. Mcnonp3yemasi KOHIICHTpaIUs
AaHTUMHUKPOOHOTO KOHCEpBAHTa [OJDKHA OBITh MHUHHMAJIbHO BO3MOXHOW W JOJDKHA
COOTBETCTBOBATh TpeboBaHUsIM o0miel (apmakoneitnoit crareu 2.3.1.1 "DddexTuBHOCTD
aHTUMUKPOOHBIX KOoHcepBaHTOB" dapmakomnen Coro3a. [yt MHOTO(A3HBIX JICKAPCTBEHHBIX
nmpenapaToB HEOOXOAMMO TPEACTABUTH JIAHHBIE O PACTBOPHUMOCTH KOHCEpPBAHTA B KaXkJIOU
daze.

13. Crparerns koETpOIA

103. Crparerus KOHTpOJs, NpPUMEHseMas INpU MPOU3BOJACTBE AAHHON TpYIIIbI
JIEKapCTBEHHBIX MPENapaToB, AOJKHA COOTBETCTBOBAaTh TpeboBanusaM raas Il u 11l wactu 11
[TpaBui HajuIeXkaliel MPoU3BOICTBEHHOM NMpaKkTUKU EBpazniickoro SKOHOMHUYECKOI0 COr03a,
yTBepxaAeHHbIX Pemennem CoBeta EBpa3uiickoil 3KOHOMHYECKON KOMHUCCHHM OT 3 HOSIOpA
2016 r. Ne 77 u axtam opranoB Corwsza B cdepe ¢dapmaineBTUUECKOH pa3zpadOTKH
JIEKapCTBEHHBIX TMpemnapartoB. CreayeT MpPHUBECTH W TMPOAHATH3UPOBATH KPHUTHUECKHUE
MoKa3aTesJl KadyecTBa, HEOOXOIMMBbIE I KOHTPOJS BBICBOOOXKACHHS ACHCTBYIOIIETO
BEIECTBA, TO €CTh €r0 BHICBOOOXKIEHUS In VItro WX PacTBOPEHUS M (€CIU MPUMEHUMO)
MIPOHUKHOBEHUS B KOXKY in Vitro.

104. dapmaneTuyeckas pa3paboTka JI0OJKHA YCTaHABJIMBAThb CBS3b MEXIY
MOKa3aTeNsIMi KayecTBa, OnodapMareBTUYECKUMU XapaKTePUCTHKAMHU JIEKApCTBEHHOTO
npenapara v ero KIMHUu4ecKon 3¢ (HEKTUBHOCTBIO.

14. Cnenudukammm
(pasgen P.5 Momyna 3 perucTpalitOHHOTO JOCHE)

105. Cneuudukanus Ha NaHHYIO TPYNIy JIEKAPCTBEHHBIX MpPENapaToB JOJKHA
COOTBETCTBOBaTh TpeOoBaHUsM mpuioxkeHus Ne 1 k PyKoBOACTBY MO COCTaBIECHHUIO
HOPMATUBHOI'O JOKYMEHTA [0 KadeCTBY JIEKAPCTBEHHOI'O IIpemnapara, YTBEPKICHHOMY
Pemenuem Konnernn EBpasuiickoil 3xoHOMHYecKON KoMHuccHH OT 7 ceHTss0ps 2018 r. Ne 151
, B OTHOIIIEHUH CIeUu(pUKAIMN Ha HOBbIE AKTHUBHBIC (papMalleBTHUYECKUE CYOCTaHIIMU U
JI€KapCTBEHHbIE IMpenapaTbl XUMUYECKOTO CHHTE3a, TpeOOBaHUSAM K MPOBEACHUIO
UCCIIEIOBAHUN (MCTBITAHUI) JIEKAPCTBEHHBIX CPEACTB B YacTH OLIEHKM M KOHTPOJA
coAep KaHus mpuMecen, yreepxkaeHHbIM Pemiennem Komnernn EBpa3uiickoil 53KOHOMUYECKOM
komuccuu oT 4 okTa0ps 2022 r.Ne 138, a Taxke TpeboBanusim dapmakornen Coroza Ha
KaXKJ[blil BUJI JIEKAPCTBEHHON (OPMBI.



106. Cnenudukanus Ha JEKapCTBEHHBIN MpenapaT J0KHA COJAEPKaTh UCTIHITAHUS HA
dbuznyeckoe, XUMHUYECKOE U MHUKPOOHMOJIOTHUECKOE KA4yeCTBO U  OIEHKY
OorodapMaIeBTHIECKUX XapaKTEPUCTUK JICKAPCTBEHHOTO MIpernapara, TO €CTh TapaHTHPOBATh
oOecrieyeHue KOHTPOJISl YCTAaHOBJIEHHBIX XapaKTEPUCTUK JIEKAPCTBEHHOTO Mpernapara.

107. Heobxoaumo oOecneynTh KOHTPOJb CIEAYIOIIUX HEAOCTATKOB KayecTBa
JIEKapCTBEHHOTO Mpenapara, CIOCOOHBIX OTPA3UTHCS Ha ero 3(PHEKTUBHOCTH:
a) KpUCTauI000pa3oBaHUE;
0) cuHepe3uc (IKCTPaKIUA WU BHITECHEHHUE KUJIKOCTH U3 MSITKOU (POpPMBI);

B) HEOJHOPOAHOCTh TOTOBOI'O JIEKAPCTBEHHOTO IpenapaTa B KOHTEHEpe (BhI3BAHHAS
CEMMEHTAIMEN €r0 KOMIIOHEHTOB).

108. B oTHOILIIEHUH JIEKAPCTBEHHBIX MPENAPATOB IJII MECTHOTO NMPUMEHEHUS pacyer
MaKCHUMaJbHOW CYTOYHON J03bl MJI1 YCTAHOBJICHUS MPEIEIOB COJIEpKAaHUS MPOJYKTOB
Jaerpagalid He MOKET ObITh BBIMOJIHEH MO METOJAWKaM, MPUTOJHBIM I TBEPIbIX
NepOpaIbHBIX JEKAPCTBEHHBIX IPENApaTOB WU JEKAPCTBEHHBIX IPENapaToB JJIsl UHBEKIIHA.
OTKIJIOHEHHS] OT CTaHAAPTHBIX METOJMK pacuera HeoOXOIUMO OOOCHOBBIBATH C YYETOM
BOIIPOCOB OE€30MAaCHOCTH, a TAKXKE CICAYIOMMNX (PaKTOPOB:

a) Tpedyemas IpOAOHKUTEIBLHOCTD JICUEHUS! U KOJIMYECTBO JIEKAPCTBEHHOTO IIpernapara
HAaHOCHUMOTO MECTHO, OOBIYHO BapbUpPYIOTCS B OOJBIIEH CTENEHU, YeM ISl TBEPABIX
MEPOPATIbHBIX JIEKAPCTBEHHBIX MPENAPATOB UM JIEKAPCTBEHHBIX MPEMAPATOB JIJIs UHBEKIUN;

0) YPOBHH 3KCITO3UIIUU TTOCTIE TPUMEHEHUS JIEKaPCTBEHHBIX MPErapaToB, HAHOCUMBIX Ha
KOXY, CUMTAIOTCA TOpa3J0 MEHBIIMMH, YEM YPOBHU 3KCIO3ULHHU MOCIE NPUMEHEHUS
JIEKapCTBEHHBIX MPENapaToB ¢ CUCTEMHOMN SKCIO3UIIUEH.

109. HeoOxonuMo MpUMEHATH 00Jiee KECTKUE MEPHI MPEIOCTOPOKHOCTH MPU pacyeTe
KpPUTEPUEB NpPUEMIIEMOCTH (YpOBHEW) I COIEpXKAaHUS NpPUMECEd B OTHOLICHUU
JIEKapCTBEHHBIX MPENapaToB, HAHOCUMBIX Ha IMOBPEXKJICHHYIO KOXY, WU MPEnaparos,
COJIEpKAIINX YCUIINTEIN IPOHUKHOBEHHS.

110. Ecnu B cneuu@ukanuio BKIIOYEHbl KPUTEPUU TPUEMIIEMOCTH ISl UCCIIEI0BAHUM
O6unoapmaleBTHYECKIX XapaKTePUCTHK JIEKAPCTBEHHOTO Mpemnapara (To €CTh pacTBOPEHUE,
BBICBOOOXICHUE JCHCTBYIOUIETO BEIIECTBA C UCIIOIb30BAHUEM CUHTETHUYECKOM MEMOpPaHbI U
(ecnu MpUMEHUMO) UCCIIEIOBAHUE HA MPOHUKHOBEHUE B KOXKY), UX HEOOXOIUMO 000CHOBATh
M0 JIaHHBIM CEpUN JIEKAPCTBEHHBIX IMPENapaToB, ISl KOTOPHIX MPOBEACHBI KIMHUYECKUE
UCCIIEIOBAHUS M YCTAHOBJICHBI YAOBJIETBOPUTENIbHbIE 3(PPEKTUBHOCTh U 0€30MaCHOCTb.
Kpurepuu npuemineMocTH JOJKHBI ObITh OJUHAKOBBIMH TPH BBITYCKE U Ha KOHEI| CPOKa
TOJTHOCTH (CpOKa XpaHEHHUs) JIEKapCTBEHHOT0 Ipenapara, eciid TOJIbKO HHOE HE 0O0CHOBAHO
Y HE MOATBEPKICHO JAHHBIMU KIIMHUYECKUX UCCIIEIOBAHUN.

15. CTtabWIbHOCTD JIEKapCTBEHHOTO IIpeTapara

(paszexn 3.2.P.8 Moxymna 3 perucTpaioOHHOTO I0CHE)



111. YroOsl obecnieynTh Ka4eCTBO U CTAOWIbHBIE XapaKTEPUCTUKH JIEKAPCTBEHHOTO
npenapara Ha IpOTS)KEHUH BCEr0 CPOKa TOJHOCTH (CPOKa XpaHEHHUs), YCTAHOBIIEHHUE CPOKa
FOJHOCTH (CpOKa XpaHEHHUs) JOHKHO OCHOBBIBATHCS Ha (DU3MYECKON, XUMUYECKON H
MUKPOOMOJIOTUYECKON CTaOMIBHOCTU JIEKApCTBEHHOrO TMpernapara, a TakkKe Ha
BBHICBOOOKJIEHUH JCHCTBYIOUIETO0 BEIIECTBA 1IN VItro WJIM JAPYTUX HUCIBITAHUSAX
OnogapmMaleBTUUECKUX XapaKTEPUCTHUK JIEKapCTBEHHOTO Mpenapara.

112. HeoOxoauMo OLEHHUTH (PaKkTOpbl pUcKa ISl CTAOMIIBHOCTH JIEKAPCTBEHHOT'O
npenapara (HanpuMmep, OCa)xAeHUE, POCT YaCTULl, U3MEHEHNE KPUCTANIMYECKOTO COCTOSTHUS
WU JApYTue XapaKTepUCTHKU JEWCTBYIOUIErO BEIIECTBA, MOTEHLIHAIBHO BIMSIOIINE Ha
TEPMOJMHAMHYECKYIO AKTUBHOCTb, M3MEHEHUS B OMYJIbCHOHHBIX XapaKTEPUCTHKAX).
COOTBETCTBYIOIIME MCHBITAHUA HEOOXOJAMMO BKJIOUHTh B CHEUU(PUKAIUIO KayecTBa
JIEKapCTBEHHOTI'O Npenapara B UCCIEA0BAHUY CTAOMIBHOCTH JOMOJIHUTENIBHO K UCIIBITAHUSIM,
IPEIyCMOTPEHHBIM B clielU(UKALMK HA JIEKAPCTBEHHBIN IIpenapar.

113. Ilpu uccnenoBaHnM CTaOUIBHOCTHU CIIEYET YUYUTHIBATh TaKKE€ TaKue mapameTpsl (
(dakTopsl pHCKa), KaK 3arycTeBaHUE MpPU MEpeMEIINBaHUM JIEKAPCTBEHHOIO Ipernapara u
M3MEHEHUS] B MUKPOCTPYKTYpPE IEUCTBYIOIIETO BEIIECTBA JIEKAPCTBEHHOIO Mpernapara.

114. Tlporpamma cTaOMIBHOCTU JOJDKHA BKJIIOYATh B CE0Sl CTPECCOBBIC MCCIEIOBAHUS
JIEKapCTBEHHOI'0 Mpernapara, 4ToObl OLEHUTh BIUSHUE KECTKUX YCIOBUU XpaHEHUs Ha
JIEKapCTBEHHBIN Ipenapar (HalpuMmep, HUKINYHOCTh H3MEHEHUS TEMIIEPATyPhl 111 KPEMOB U
AMYJIBCUN).

115. Cneunduxaius KkadecTBa B HCCIEAOBAHUN CTAOMIBHOCTU JOJDKHA BKJIIOYATh B ce0s
UCTBITAHUS, TO3BOJISIFOIINE OLIEHUTDh IPUTOJHOCTh CUCTEMBI YIIAKOBKHU (YKYIOPKH).

116. B pamkax uccienoBaHuii CTaOMIBHOCTA HEOOXOAMMO MOATBEPAUTh OOOCHOBAHHOCTh
0COOBIX yCIIOBUM XpaHEeHUsI (HallpuMep, YCIOBHS "HE 3aMOpaXKUBaTh").

117. JomxHa ObITh BBIMOJHEHA TPOrpaMMa CTaOMIIBHOCTH ISl TOTOBOTO JIEKAPCTBEHHOTO
npenapara. Heo6xoammo, 4YTOOBI 3TH HCCIEJOBAHUS HMEIM OOOCHOBAHHYIO
MPOJIOKUTENBHOCTh C YYETOM MPOAOIKUTEIBHOCTH JIEUEHHUS, PEKUMa J03UPOBaHUS U
BMECTHUMOCTH yIakoBKHU. He fomyckaeTcst B3aMeH IPOBEIEHUS UCCIIEIOBAaHUS CTA0UIbHOCTH
BBOJMTD B YKA3aHUS 10 IPUMEHEHMIO JIEKAPCTBEHHOIO MIperapaTa U3JINIIHUN €ro pacxo Win
YCTaHABJIMBATh CIUIIKOM KOPOTKHUE CPOKU TOJHOCTH (CPOKH XPAaHEHUS).

V. DKBHBaICHTHOCTh Ka9€CTBA JIEKAPCTBEHHBIX IIPENapaToB
JUIA MECTHOTO TIPAMEHECHHS

1. O6mmit momxox k 000CHOBAaHHMIO SKBUBAJIEHTHOCTH KadeCTBa
JIEKapCTBEHHBIX IPENapaToB I MECTHOTO IPAMEHCHASA

118. MccnenoBanre OMOAKBUBAJIEHTHOCTH JICKAPCTBEHHBIX MPEMAPATOB JJIsI MECTHOTO
OPUMEHEHHS! JOMYCKAaeTcsl MPUMEHSATh [Js1 OOOCHOBAHUS HX TeparneBTUYECKON



SKBUBAJICHTHOCTH 10 OTHOUIEHHWIO K IIpernapaTaM CpaBHEHHS BMECTO KIMHHYECKUX
HCCIICIOBAaHUM TEPaNeBTUYECKON SKBUBAJICHTHOCTU MPU YCIOBUM, YTO B paMKax 3TOr0
MCCJIeIOBAHMSI TIPOAHATM3UPOBAHBI ACTIEKTHI, OTHOCSIIHECS K 0€30MacHOCTH, dPHEeKTHBHOCTH
U Ka4eCTBY JIEKQpCTBEHHOIO Mpernapara.

119. B oTHOIIEHHMU TPOCTBHIX MO COCTaBYy M (papMaleBTUKO-TEXHOJIOTHYECKUM
napameTpam JieKapCcTBEHHbIX (opMm (Hampumep, oAHO(A3HBIX PACTBOPOB, rejei, Maszel)
JOTYCKAETCA TOJIBKO JIEMOHCTpAIvs KBUBAJICHTHOCTU B OTHOILICHHHM KadecTBa (TO €CTh
MPUMEHEHUE PACIIUPEHHON (PapMalieBTUYECKON SKBUBAJIEHTHOCTH).

120. B oTHOmeHun 6oJiee CI0XKHBIX MO COCTaBy U (hapMaleBTUKO-TEXHOJIOTHYECKUM
nmapamMeTpaMm JIeKapCTBEHHBIX (OpPM WM JIEKapCTBEHHBIX (OpM, COIepIKaIIMNX
BCIIOMOTaTebHbBIE BEIIECTBA, KOTOPHIE MOTYT HEMOCPEICTBEHHO BIUATHh HA OMOJIOCTYITHOCTD
JICHCTBYIOINIETO BEIIECTBA WU OMO(papMaleBTUIECKUE XAPAKTEPHUCTHKU JICKAPCTBEHHOTO
npenapara, Kak MpaBuio, TPEOYIOTCS TOMOJHUTENbHBIE MCCIEIOBAaHUS SKBUBAJICHTHOCTU
KUHETUKHU IPOHUKHOBEHUS U (€CIM MPUMEHUMO) (hapMaKOAMHAMUKH.

121. Coctas, (hapMaieBTUKO-TEXHOJOTHUECKUE TTapaMeTphl JEKApCTBEHHOW (OpMBI U
JIO3UPOBKA JIEKAPCTBEHHOTO IIpernapara JOJKHBI ObITh TaKUMHU, YTOOBI HCCIIEIOBAHUS
HPKBUBAJICHTHOCTH W CBSI3aHHBIE C HUMHU AHAIIUTHYECKUE METOJAMKU OBLIM JOCTATOYHO
YyBCTBUTEIBHBIMHU, JIUCKPUMUHHUPYIOUIUMHU, MPABUIBHBIMA M NPEHU3UOHHBIMU IS
u3MepsieMoro  mnapaMmerpa  (mapaMeTpoB) KHUHETHUKM  NPOHUKHOBEHUS WU
(dapMakoAMHAMUYECKOTO MapaMeTpa (mapaMerpoB), MOJAAIONIETOCs KOJIMYECTBEHHOU
XapaKTEPHUCTHKE.

122. Tloaxonsl, yka3zaHHble B TyHKTax 119 — 121 nHacrosmmux TpeOoBaHuii He
MPUMEHHUMBI JIJ15 JIEKAPCTBEHHBIX MPENapaToB:

a) C Y3KHM T€paneBTUYECKUM MHJIEKCOM;

0) ¢ 10303aBUCUMOM CUCTEMHOW TOKCHYHOCTBIO (32 MCKIIOUEHHEM CIIy4yaeB, KOrja
SKBUBAJICHTHAs CHCTEMHAas SKCIIO3UIHS YCTAHABIMBAETCS MHPU MOMOIIU CTaHAAPTHBIX
HCcCleIOBaHUM (papMaKOKHHETUYECKON OMOIKBUBAJICHTHOCTH);

B) C HEYCTAHOBJICHHBIMHU WJIM HEACHBIMU MEXaHW3MaMu (Hampumep, pacTBOPEHUE,
BBICBOOOXKeHHE, NU(PPY3Usi W KUHETHKA NPOHUKHOBEHHMS), MPHU TMOMOIIH KOTOPHIX
JEHCTBYIOLIEE BEIIECTBO JOCTUTAET MECTA Pean3allii CBOETO IEUCTBUS;

') crocod MPUMEHEHHSI KOTOPBIX HE COBIAJAET CO CIOCOOOM MPUMEHEHHU Ipernapara
CpaBHEHUS;

1) KOTOpbI€ HEBO3MOYKHO IOJIHOCTHIO O0XapaKTEPU30BaTh C TOYKH 3PEHUS OLICHKHU
nokaszareyied  kadecTBa (Hampumep, B  CHIY CJIOXHOCTH CcOCTaBa U
(hapMareBTUKO-TEXHOJIOTHYECKUX IMapaMETPOB JICKAPCTBEHHON (POPMBI, METOIOJIOTHIECKUX
OTpaHUYCHHN );

€) Y KOTOPBIX HEBO3MOXHO M3MEPHUTh C JOCTATOYHOW BAJIUAHOCTBIO MOJJAIOIIAEECS
KOJIMYECTBEHHOM XapakTepUCTUKE TMapamMeTpbl KUHETHUKH MPOHUKHOBEHUS WIIH



(dbapMakoIMHAMUYECKHE TapaMeTphbl (HampuMep, BBUIY OTpaHHYeHHOW Auddy3un uiu
HEYYBCTBUTEIIHHOCTA METOMK UCTIBITAHHH );

) B OTHOIIIEHWU KOTOPBIX UCCIEAOBAHUS KHHETUKHN MPOHUKHOBEHHUS in Vitro u in vivo
Wi (papMakoAMHAMUKH HE MPOBOISTCS WIIA HE TO3BOJIIOT C IOCTATOYHOMN JTOCTOBEPHOCTHIO
BBITIOJTHUTh TIPOTHO3 OKHMJIA€MOTO SKBUBAJICHTHOTO KJIWHWYECKOTO OTBeTa (Hampumep,
JIEKapCTBEHHBIX MPENapaToB, IPUMEHSEMBbIX VIS JICUEHHUSI OTKPBITHIX PaH U SI3B).

123. Jlma rpynn JeKapCTBEHHBIX MPENapaToB, YKAa3aHHBIX B IyHKTE 122 HacTOsSmmMxX
TpeboBaHmii, HEOOXOAUMO MPOBEACHUE KIMHUYECKUX HCCIICIOBAaHUM TepareBTUYECKON
AKBUBAJICHTHOCTH.

2. PacnmmpenHas (papManeBTHIECKas YKBUBAJICHTHOCTD

(pacompeHHBIH TOAX0A K 000CHOBaHMIO 3KBHBAJIEHTHOCTH Ka4eCTBa JIEKAPCTBEHHBIX IPENapaToB
JUIS MECTHOTO TIPAMEHEHU)

124. Jloka3aTenbCTBO SKBUBAJEHTHOCTH TPeOyeT NpPEACTABICHHS CPaBHUTEIbHBIX
JAHHBIX O Ka4yeCTBE MCCIEAYEMOro JIEKapCTBEHHOTO Ipernapara ¢ COOTBETCTBYIOLIUMHU
JaHHBIMU IIpenapata cpaBHeHUs. B CBA3M ¢ 3TUM INpuU ONUCAaHMM U OOOCHOBAHHUU
HKBUBAJIEHTHOCTU XapaKTEPUCTUK KayeCTBA JIEKAPCTBEHHOT'O Mpernapara B perucTpallioHHOM
JI0ChE 3asBUTEINb JIOJKEH MPEICTABUTh CBEACHUS, IIPEIYyCMOTPEHHBIE MyHKTaMHU 72 — 74 u
161 — 169 nactosimux TpeGoBaHui.

125. Heo0Xx0o1MMO CpaBHUTH JEKAPCTBEHHYIO (POPMY, KAUECTBEHHBIN U KOJIUYECTBEHHBIM
COCTaB, MUKPOCTPYKTYpY U (pU3HUECKHE CBOMCTBA, OMO(apMalleBTUUECKHE XapaKTEPUCTUKU
JIEKapCTBEHHOT0 Mpemnapara (HarmpuMep, pacCTBOPEHHE, UCTIBITAHUE HA BBICBOOOXKIEHHUE 1N
vitro u crnoco® nmpumMeHeHus). B oTHOILIEHHHU JIeKapCTBEHHBIX MpEnapaToB JUIsi MECTHOTO
MPUMEHEHHSI HA OCHOBE JIETYYEro pacTBOPUTENSE HEOOXOJMMO TaKK€ CPaBHUThH JIAHHBIE O
npeoOpa3oBaHuy 3TOTO Mpernapara Npu HaHECEHHUH.

126. DKBUBaIEHTHOCTbh KaueCTBa JIEKAPCTBEHHBIX MPENapaToB HEOOXOIUMO OLIEHUBATh
Ha CepusAX JIEKApCTBEHHOI'O Ipernapara ¢ TEM K€ COCTaBOM M CIIOCOOOM MPOU3BOJICTBA,
KOTOpBIE MJIEHTUYHBI [0 COCTaBY U CIOCOOY IMPOU3BOJCTBA NMPOMBIIUIEHHBIM CEPUSIM WIH
0sM3KK K HUM. Eciii OTCYTCTBYIOT M3MEHEHHSI B IPOLIECCE MPOU3BOJCTBA U 000PYI0BaHUHU U
IPEICTaBICHO J10Ka3aTebCTBO, YTO MAcIITAOMPOBAaHUE HE BIIMSAET Ha KaueCTBO Ipenapara,
TO B KAa4yeCTBE aJIbTEPHATUBHOIO BapUaHTa ISl Li€JIed YCTAHOBJEHMS XapaKTEPHUCTHUK
JIEKapCTBEHHOI0 IpenapaTra U ero CONOCTAaBJIEHUS C IPENapaToM CPaBHEHUS JIOIyCKaeTCs
UCIIOJIb30BaTh CEPUU OMBITHO-IIPOMBIIIEHHOTO MaciiTada, 00beM KOTOPBIX COCTABIISIET HE
menee 1/10 ot oObemMa cepur MPOMBIIIUIEHHOTO MaciiTaba.

127. HecmoTpss Ha TO, YTO K MOMEHTY NOJauyd 3asBJICHUSA Ha PETUCTPALUIO
JIEKapCTBEHHOTO IpenapaTa 3asBUTENIb pPAacClojaraeT OrPaHHUYEHHBIM KOJIMYECTBOM
JOCTYIIHBIX PENPE3CHTAaTUBHBIX CEPUM IMPOU3BEICHHOIO MM JIEKAPCTBEHHOI'O IIperapara, B
PETUCTPALIMIOHHOM J0Ch€ HEOOXOIUMO MPEICTABUTh PE3YJbTAaThl CPABHEHUS MO MEHbIIEH



Mepe TPEeX Pa3HbIX CEPUIl UCCIEAYEMOro JEKapCTBEHHOTO Mperapara U Mpernapara CpaBHEHUS

128. Jl1st BO3MOKHOCTH BBITIOJTHEHUS CTAaTUCTHUCCKON OIICHKH, KOJIUYSCTBO 00OPa3IoB
JIEKapCTBEHHOI0 TIpernapara JIOJKHO COCTABJISATh HE MeHee 12 euHUIl Ha CepUI0 U3MEpPEHUN
B KaXJOM SKCIIEpUMEHTE.

129. TlonydeHHbIe JaHHBIE JOJDKHBI TaK)Ke MOATBEPAUTH, UTO XapaKTEPHUCTUKU
JIEKapCTBEHHOTO TpenapaTra OCTAIOTCA MOCTOSHHBIMU M SKBUBAJECHTHBIMH Ha MPOTSHKEHUU
BCEr0 YKa3aHHOT'O IMPOM3BOJUTEIEM CPOKAa TOJHOCTH (CpOKa XpaHEHHUs) JEKApCTBEHHOTO
npernapara.

3. Kprrepnu npreMIeMOCTH pacIIMpeHHOH (papManeBTHIeCKOH SKBUBAIEHTHOCTH

130. [IpumeHeHUe paclIUPEHHON (papMaleBTUUECKON HKBUBAJIEHTHOCTU MEXKIY
HCCIIelyeMbIM MpenapaToM U MPEnapaTtoM CPaBHEHHS JOMYCKAETCS B CIy4dae BBHINOJHEHUS
BCEX yCJIOBHH, YKa3aHHBIX B myHKTax 131 — 134 nactosiimux TpeboBaHuUiA.

131. JomxHa ObITh oOecrnieyeHa HWJIECHTUYHOCThH JIEKAPCTBEHHON (POpPMBI, TO €CTh
UCCJIeTyEMBIN JIEKApCTBEHHBIN MTpenapart JOJKEH UMETh TY K€ JIEKapCTBEHHYIO (opmy, ¢ TeM
K€ COCTOSTHUEM JICUCTBYIOIETO BEIIECTBA B PACTBOPE UJIM B TEX K€ HECMEIIMBAaEeMbIX (ha3zax,
KaK ¥ MpernapaT CpaBHEHHUS.

132. JomxHO OBITH 0OECIIeueHO Moa00He KaueCTBEHHOI0 M KOJWYECTBEHHOI'O COCTaBa
HCCIIElyEMOr0 JIEKAPCTBEHHOTO Mpernapara U ImpenapaTta CpaBHEHHUS C YUETOM CJIEAYIOIINX
(haxkTopoB:

a) coIepaHHWe IEHCTBYIONIETO BEMIECTBA M €ro cojeBas Gopma TOIKHBI OBITh
OJINHAKOBBIMH;

0) KaYECTBEHHBIN COCTaB BCIIOMOTATEIbHBIX BEIIECTB, BKIIIOYAs KJIACC UX YUCTOTHI, U MPU
HEOOXOJIMMOCTH KOJIMYECTBEHHBIN COCTaB BCIIOMOTATEIbHBIX BEIIECTB, JOJKHBI OBITh
OJIMHAKOBBIMU (€CITU 3asiBUTENIEM HEe 000CHOBaHAa BO3MOXHOCTh MHOTO Toaxo/a). [Ipu stom
BO BCEX CIIy4asiX BCTIOMOTATEIbHBIE BEIIECTBA, (PYHKIMS KOTOPHIX COCTOUT BO BIMSIHUU HA
PacTBOPUMOCTh, TEPMOJUHAMUYECKYI0 aKTUBHOCTh WJIM OMOJOCTYIHOCTH JEHCTBYIOLIETO
BEIECTBA, U OMOQapMarieBTUIECKUE XapPAKTEPUCTUKU JEKAPCTBEHHOTO Mpenapara JT0JKHbBI
OBITh KAYECTBEHHO OJMHAKOBbIMH. HOMUHaNBHBIM KOJIMYECTBEHHBIH COCTaB
BCIIOMOTATENbHBIX BEIIECTB JI0JKEH ObITh OJMHAKOBBIM WJIM OTIAWYATHCS HE Oojiee YeM Ha +
5 %. Hampumep, eciiu BCioMOraTesIbHOE BEIIECTBO COACPIKUTCA B IpenapaTe CpaBHEHUS B
KoindectBe 2 % MO Macce, €ro JOMYCTUMBIA JMana3oH COAEPX aHHUS B HCCIETyEMOM
npenapate coctapiser 1,9 — 2,1 % no macce npenapara;

B) JIOMTYCKAETCsl OTJINYME B KAUECTBEHHOM COCTAaBE JJIsl TEX BCIIOMOTATEJIbHBIX BEIIECTB,
oCHOBHasg (YHKIHS KOTOPBIX HE CBs3aHa C oOecredeHueM OnodapMareBTHUCCKUX
XapaKTEPUCTUK JICKAPCTBEHHOTO IMpernapara WM €ro BBEJAEHHEM (Hampumep, TaKux
BCIIOMOTATENbHBIX BEIIECTB, KAK aHTUOKCH/IAHTbI, AHTUMUKPOOHBIE KOHCEPBAHTBI, KPACUTEIH
, KOTOpbIE HE UMEIOT UHBIX (YHKIIMI B COCTaBe JEKAPCTBEHHOW (POPMBI MM KAKOTO-ITHOO0



s dexTa, KOTOPHIN BIUSIET Ha PACTBOPUMOCTH, TEPMOIMHAMUYECKYIO AKTUBHOCTH WIIH
OMOJOCTYTHOCTh JEUCTBYIONIIETO BellecTBa M OHoQapMaleBTUUYECKUE XAPAKTEPUCTUKHU
JeKapcTBeHHOro mpenapara). [Ipy BBIOTHEHHH 3aMEHbl BCIIOMOTATEIbHBIX BEIIECTB B
COCTaBe JICKAapCTBEHHOrO Iperapara Mo CPaBHEHUIO C COCTABOM IpernapaTa CpaBHEHUS
JONYCKAeTCs MPUMEHATh IIUPOKO UCIOJIb3yeMble (OOIIENPUHSTHIC, CTaHJApTHBHIC)
BCIIOMOTaTEIbHbBIE BEIIECTBA B OOBIYHBIX KOJIMUECTBAX, MPU ITOM CIIEIyeT MPUBECTU B
COCTAaB€ PETUCTPALMOHHOTO JOChE AHAIN3 BO3MOXKHBIX B3aUMOJICHUCTBHM, BIUSAIOIINX Ha
XapaKTEePUCTUKU OMOJOCTYITHOCTH U (MJIM) PACTBOPUMOCTHU JIEKAPCTBEHHOTO TIpemnapara;

T') IOMYCKAETCs UCTIOIb30BAHUE BCIIOMOTATEILHBIX BEIIECTB — TOMOJIOTOB NapaduHa npu
YCJIOBUH, YTO OHH BBITIONHSIOT (YHKIIMIO HOCHUTENSI WM CMSATYAIOIIETO BEIIECTBA U HE
BIIMSIOT Ha PACTBOPUMOCTb, TEPMOJIMHAMUUYECKYIO AKTUBHOCTh WM OHOJOCTYIMHOCTH
JICHCTBYIONIETO BemIeCTBA W OMOdapMaleBTUICCKUE XapaKTEPUCTUKH JIEKAPCTBEHHOTO
npenapara;

1) AJisl BCTIOMOTaTeNIbHBIX BEHIECTB, YKAa3aHHBIX B MOAMYHKTax "B" u "I HacTOSIIEro
MYHKTA, JOMYCKAeTCs OTIMYME WX HOMHHAJIBHOTO KOJMYECTBEHHOI'O COCTaBa B Mpeneax +
10 % oT yka3aHHOTO JJ1s1 BCIOMOTaTEIbHBIX BEIIECTB;

€) BBEIEHHOE B COCTAaB MCCIEAYEMOro JIEKApCTBEHHOIO Ipernapara ajlbTePHATUBHOE
BCIIOMOTATEJIbHOE BEIIECTBO HE JOJDKHO OKa3bIBaTh BIUSHUS Ha MECTHYIO NIEPEHOCHMOCTD
i 6e3omacHocTh. Heo0X0uMO MONTBEPIUTh, YTO TAKHE BCIIOMOTATEIbHBIC BEIIECTBA HE
obnamaroT ApyrumMu (QyHKIUAMH Wil 3(PPEKTOM, BIUAIONIUM Ha PACTBOPUMOCTD,
TEPMOIMHAMHYCCKYI0 aKTUBHOCTh OMO(apMaIieBTHIECKUe XapaKTEPUCTHKHU JIEKaPCTBEHHOTO
npenapara npoaykra. B Takux ciydasx OuoBeWBEpP HEBO3MOXXHO OOOCHOBaTh, U €r0
MIPUMEHEHUE HE JOMYCKACTCS.

133. JJomkHO OBITH 00€CcIIeueHO COOTBETCTBUE UCCIEAYEMOT0 JIEKapCTBEHHOTO TIpernapara
KPUTEPUSIM TTPUEMIIEMOCTH:

a) JUIs KOJIMYECTBEHHBIX MOoKa3areeil kauecTtBa 90%-ble JOBEpUTEIbHBIC UHTEPBAJIBI JJIs
Pa3HUIIBI CPETHUX UCCIICIYEMOro mpernapara 1 mpenapara CpaBHEHHS JOJDKHBI HAXOAUThCS B
rpaHUIlaX KpuUTepus mnpuemiieMoctu, paBHoro + 10 % oT cpeaHux 3HAYCHHUH
COOTBETCTBYIOLIMX I[IOKa3aTeleil KadecTBa MpemnapaTa CpaBHEHUsS NpPU YCIOBUU, UYTO
pacnpeeseHe JKCIEPUMEHTAIBHBIX JaHHBIX COOTBETCTBYET 3aKOHY HOPMAaJIbHOTO
pacripeneneHus;

0) pe3ynbTaThl OIIEHKHA KaueCTBEHHBIX MOKa3aTeNel KauecTBa UCCIeAyeMOoro npemnapara u
npenapara CpaBHEHHUS JOJDKHBI ObITh OJTMHAKOBBIMHU.

134. JomxHO OBITH 0OecledeHo MoJa00ue crmocoda MPUMEHEHHUS HCCIEIyeMOTro
JIEKapCTBEHHOTO TIpernapara crnoco0y mNpuMeHeHHs mpemnapata cpaBHeHus. Crocob
OPUMEHEHUSI W HCMOJIb3yeMble HU3JAeNHs sl TPUMEHEHHUsS (J03UpOBAaHUS, HAHECEHUS
npenapara) JAOJDKHBI OBITh CXOXHUMH U 0O0ecCleuMBaTh JOCTABKY HUJICHTUYHBIX 103
UCCJIeAyeMOoro ImpemnapaTta U mpernapara CpaBHEHHs Npu MX HaHeceHuu. Ecnum B mpoiecce
MPUMEHEHUS] TMPOUCXOJUT MpeoOpa3oBaHUE JICKAPCTBEHHOTO Mpernapara, OCTaTKU



HCCIIEIyEMOTO IpenapaTa 1 npernapara CpaBHEHUS JOJKHBI OCTABATHCA YKBUBAJICHTHBIMH 10
CBOEMY KaueCTBY C TOUKH 3pEHUS paCIIMPEHHOMN (hapMarleBTUYECKOM SKBUBAJICHTHOCTH.

VI. Joka3aTenbCTBO SKBUBAJICHTHOCTH B OTHOIIEHNH () (EKTHBHOCTH JIEKAPCTBEHHBIX
IIPEnaparoB I MECTHOTO IIPUMEHCHHUS

1. Meroas! ucclie0BaHMi SKBUBAJICHTHOCTH 3()()EKTHBHOCTH

135. Jlns mpoBeaeHUs MCCIEAOBAHUN SKBUBAJCHTHOCTH B3aMEH KJIUHWYECKOTO
TEpareBTUYECKOT0 UCCIICIOBAHUS TPUMEHSIIOTCSI CJICIYIOIINE METOIbI:

a) UCCJIe0BaHUsl KHHETUKU TPOHUKHOBEHUSI:

HCCIIeIOBaHUE MPOHUKHOBEHUS B KOXKY in Vitro B COOTBETCTBUH ¢ MpriokeHreM Ne 2 K
HacTosmuM TpeboBaHUIM;

B35iITUE MPOO POroBOro €jos (COCKOO JIMMKOM JEHTOM) B COOTBETCTBUHU C METOIUKON
COTJIACHO NpUIO0KeHUI0 Ne 3;

uccienoBanue (papMakOKMHETHIECKON OMOIKBUBAJIEHTHOCTH.

VYkazaHHBIE HCCIEIOBAaHUS TO3BOJISIOT YCTAHOBUTH YKBUBAJIEHTHOCTh KUHETUKU
MIPOHUKHOBEHUS JEHCTBYIOLIETO BENIECTBA JIEKAPCTBEHHBIX IpENapaToB, HAHOCUMBIX Ha
HETIOBPEKICHHYIO KOXKY.

UccnenoBanust papMakOKHHETUIECKOW OMOIKBUBAJICHTHOCTH C yYaCTHEM UYEJIOBEKa
JIOJDKHBI TPOBOJIUTHCS B Cllydyae, €Clid JEHWCTBYIOIIEE BEIIECTBO MMEET KOJIMYECTBEHHO
OTIpeNIeTIEMYI0 CUCTEMHYI0 OMOIOCTYIMHOCTh. VIcciienoBanusi MPOHUKHOBEHUS B KOXY in
Vitro ciemyer IpoBOJIUTH B CiIy4asix, KOrja JIelcTByIollee BemecTBo AuddyHaupyer yepes
KOXY, IMO3BOJISIE KOJTUYECTBEHHO OMPEACIIUTh €r0 B MPUHUMAIOIIECH aHATUTUUECKOUN sSuerKe.
B3stue o0pa3ioB poroBoro ciost (COCK0O JIMIMKOM JICHTOW) MPOBOAMUTCS B ClIydasix, KOT/a
HaOMogaeTCsl JOCTAaTOYHAs KOJMYECTBEHHO ompeaenseMas auddys3us AelCcTBYIOIIETO
BENIECCTBA YEPE3 POrOBOM CIIOM.

Jlpyrue MeToibl UCCIIeIOBaHMM, TaKHe KaK MUKPOJAUAIN3 U KOH(OKaIbHAs paMaHOBCKas
MUKPOCKOIHSI, HEJJOCTATOYHO M3YUYEHBbI JJI UCIOJIb30BaHUS B LIEJISIX MOJIYUYEHHS] OMOPHBIX
JaHHBIX 00 SKBUBAJIEHTHOCTU, HO MOTYT UIPATh BCIIOMOTaTEIbHYIO POJIb;

0) papmakouHAMUYECKUE UCCIICIOBAHMUS:

aHaJIu3 Ba30KOHCTPHUKLIUHU JIJI1 KOPTUKOCTEPOUIOB;

MCCIIEJIOBAHUS AHTUCENITUYECKUX U AHTUMUKPOOHBIX JIEKAPCTBEHHBIX IIPenapaToB.

YKa3zaHHbIE HCCIEJOBaHUS MO3BOJISIIOT YCTAHOBUTH HKBUBAJIEHTHOCTH
(hapMakoMHAMUYECKON aKTUBHOCTH JEHCTBYIOIIETO BEIIECTBA JIEKAPCTBEHHBIX MPENapaTos,
HAHOCHUMBIX Ha HEMOBPEXKICHHYIO KOXy. (dapmMakoJWHAMUUYECKHE HCCIEIOBaHHUS B
OTHOIIIEHUM JPYTUX JIEKAPCTBEHHBIX MPENapaToB HEJOCTATOYHO HCHOJIH30BATUCH JIJIS
MOJYyYEeHUs] OMOPHBIX AAHHBIX 00 3KBUBAJIEHTHOCTH, HO MOTYT UIPaTh BCIIOMOTATEIbHYIO
poJib. Monens 1okHa ObITh B JOCTATOYHOM CTENIEHU BAJIMHOM, U TOJKHA OBITH MTOKa3aHa ee
CBS3b C TEPANIEBTUYECKON CUTYaLIHEM.



2. O6mue (paKkTOphl, yIUTHIBAEMEIO
mpu 000CHOBaHHH OHO3KBHBAJICHTHOCTH
Bonpock BaprabelbHOCTH

136. YcnoBus ucciienoBaHus JOJDKHBI ObITh CTaHIapTU30BAHbI, YTOOBI MUHUMHU3UPOBATh
BapraOEIbHOCTh BCEX BIUSIOMUX (PaKTOPOB, 3a UCKIIOUYEHUEM BapHUaOEIbHOCTH, CBI3aHHOM C
UCCIIelyeMbIMU JIEKapCTBEHHBIMHM mpenapatamu. CieayeT MNpOBOAUTh MUIOTHBIE
HCCIIeIOBaHUsI, YTOOBI BRIPAOOTATh U ONTUMU3UPOBATH MPOLETYPhl UCCIETOBAHUS.

137. B uccnegoBaHusix ¢ IpUMEHEHUEM OJHOKPATHOM J103bI HAHECEHUE JIEKAPCTBEHHOTO
npernapara siBjIsieTCs 3HauMMbIM UCTOUHHKOM BapuadenbHoCTH. [Iporieaypa HaHeCEHUS 03Bl
(u iporeypa orbopa mpod Mpu B3SITUH 00pa3IOB POTOBOTO CJI0s (COCKOO JIUIKOM JIEHTOM))
JI0JDKHA COOTBETCTBOBATH CIEAYIONTUM TPEOOBAHUSIM:

a) ObITh YTOOHOM B BHITIOJIHCHUU;

0) ObITh TOAPOOHO OMKCaHa B MPOIEAYpPax UCCIACTOBAHNUS;

B) COOTBETCTBOBATH MPOLEAYyPE MPUMEHEHHUS JICKAPCTBEHHOTO Mpernapara yKa3aHHOU B
oO11el XapakTepuCcTUKE Mpenapara CpaBHEHHUS;

') THIATEIbHO KOHTPOJUPOBATHCA (HAIIpUMeEp, C TOMOIILIO UCIIOIb30BaHUs TpadapeTon
JUIsl HAHECEHUs WJIM TPUBJICUCHHS K MPOIEAYpPe OJHOTO MM HECKOJIbKUX MEIUITMHCKHUX
pPaObOTHHUKOB, MPOIIEIIINX CIIEIUATBHYIO TPEHUPOBKY );

') OBITh BAIMIUPOBAHA;

1) TI03BOJISITH OJTHO3HAYHO OMPENEATh (PAKTUUECKH HAHECEHHYIO /103y JIGKAPCTBEHHOTO
npenapara.

138. JInmuTenbHOCTh HMCCIENOBaHUS JOJKHA OBITh JOCTATOYHOM, YTOOBI MO3BOJIUTH
KOJIMYECTBEHHO Ha0M01aTh TudPy31I0, HO ONTUMAIBHO OTPAHUYECHHOM, JJIsI MUHUMU3AIUU
M3MEHEHHI B YCIOBUSAX UCCIEAOBaHUS, KOTOPbIE MOTYT BO3ZHUKATh €CTECTBEHHBIM 00pa3oM,
BHOCSI CMEIIIEHUE B KHHETHUECKHE TPOoPuiIn (HampuMmep JecKBamalius, yrpara 1eJI0CTHOCTH
KOXH, oOpatHas nuddy3us, cirydaiiHble MOTEPH WK IEPEHOC HAHECEHHOH J03b1).

139. ITockoabKY METOJbI M3YyUYE€HHUSI SKBUBAJICHTHOCTHU IMPEIyCMATPUBAIOT HECKOJIBKO
CJIOKHBIX JUIS OJHOTUITHOTO BBIMIOJHEHUS CTaJMi, UCCICAOBAHUS JTOJDKHBI MPOBOIUTHCS
OMBITHBIMUA COTPYJHHUKAMHU, MPOIICAIIMMH CHEIUATbHYIO MOJATOTOBKY, W BBIMOJHATHCS B
CTPOrOM COOTBETCTBUM C TMPOTOKOJIOM HCCIEIOBaHUS U TPEOOBAHUSMHU CHCTEMBI
oOecrieueHus1 KauecTBa UCCIIEA0BATENHLCKOTO IIEHTPA.

140. MccnenoBanrs NpOHUKHOBEHMS B KOXKY 1n VItro U B3siTUsL 00pa31[0B pOroBOro ciios (
COCKOO JIMIKOM JIGHTOM) JOJKHBI BKJIIOUATh B c€0s HETaTUBHBIE KOHTPOJIH, KOTOPHIE HE
AKBUBAJICHTHBI UCCIIETyEMOMY JICKAPCTBEHHOMY Tperapary u mpenapaTry CpaBHEHUS.

141. MexuHAMBUAYATBHYIO WM MEXIOHOPCKYIO BaprabeTbHOCTh KOXKH HEOOXOAMMO
MUHUMHU3UPOBATH ITPU TTOMOIIH MEPEKPECTHOTO JU3aiiHa UCCIEOBAHUS.



142. Tlpu ipoBeieHUH UCCIIEIOBAaHUN TPOHUKHOBEHHS B KOXKY 1n Vitro U B3sTUS 00pa3iioB
pOroBoro ciiosi (COCKOO JIUIKON JIEHTOM) UCCeayeMblil Mpemnapar, npenapar CpaBHEHUS U
HETaTUBHBIA KOHTPOJIb HEOOXOAMMO MCCIISAOBATh Ha OJTHON M TOM e TPYIIe J00POBOJIBIICB
WJIA IOHOPCKOM KOXKE.

143. B oTHOWIEHUH JEKAPCTBEHHBIX IPENAPATOB ¢ HU3KOU JO3UPOBKOW M OTPAHUYECHHOU
muddy3ueit oueHb HU3KUE KOHIIEHTPAIMH JIEHCTBYIOIIETO BEIIECTBA, OXKUAaeMble B 00pa3iax
, MOTYT OBITh CYIIECTBEHHBIM HMCTOYHUKOM BapuadenbHocTH. HeobXoaumo MCrnoiab30BaTh
YYBCTBUTEJIbHbIE AHAIUTUYECKUE METOJMUKHU (Hampumep, xpoMarorpaduio ¢ TaHAEMHOU
Macc-CIEeKTPOMETPHEH ).

144. AHanuTudecKkue METOJMKH JTOJHKHBI OBITh BIMIAMPOBAHBI B COOTBETCTBUU C
npuioxenueM Ne 6 k [IpaBuiiam.

Jl03a JIekapCTBEHHOTO Ipenapara

145. Tlpumensiemasi B UccleOBaHUSAX 3KBUBAJIEHTHOCTH J103a JIEKAPCTBEHHOTO MpernapaTa
JOJIKHA OBITh 000OCHOBAHA C YYETOM:

MacChl HAHOCUMOTO JIEHCTBYIOIIETO BEIECTBA;

Macchl WM 00bEMa UCIIOJIb3yEMOT0 JIEKAPCTBEHHOIO Mpenapara;

y4acTKa (30HbI) HAHECEHUS;

BEJIMYMHBI J]03bl, YKa3aHHOW B 00IIEH XapaKkTepUCTUKE Ipernapara CpaBHEHUS.

146. Y4yacTok (30Ha) HAaHECEHHUA JIOJKHA MO3BOJATH 00ECIEYUTh KOJUYECTBEHHYIO
OLICHKY IOKa3aresied abcopOuuu JEeMCTBYIOLIETO BEIIECTBAa JEKAPCTBEHHOrO Mperapara.
JlonyckaeTtcsi, 4TOObl y4acTOK (30Ha) HAHECEHUsl MPEBBIIIANIN pa3MEP y4acTKa HAHECEHUS,
yKa3aHHBIM B 0O0IIel XapaKTEpUCTHKE Ipernapara CpaBHEHHUs, €CIU 3TO CBSI3aHO C
HE0OXOAMMOCTBIO 00€CIEUUTh TPEOYEMYI0 aHAIUTHYECKYH) UYBCTBUTEIBHOCTh METOJIHUKHU
aHaJIKM3a U HE BBI3BIBACT OMACEHUN C TOUKH 3pEHHs 0€30MacHOCTH CyOBEKTOB UCCIEAOBAHUS.

147. ITpu npoBeeHUH UCCIEIOBAHUM in VIVO HEOOX0IUMO 0O0OCHOBATH BBIOOP yuyacTKa (
30HbI) KOXU JJIs1 HAHECEHHU S JIEKAPCTBEHHOT 0 IIpenapara.

PazmMeps1 BEIOOpKH CYO'beKTOB HCCIIEAOBaHAA

148. KomnmyecTBO CYOBEKTOB HCCIEIOBAHUS JOJDKHO OCHOBBIBATHCS Ha
COOTBETCTBYIOILIEM pacyeTe pazMepa BHIOOPKU U ObITh HE MeHee 12 uenoBek.
149. Ilpu nmpoBeaeHUH HCCIEAOBAHUI MPOHUKHOBEHUS B KOXKY In Vitro YHCIEHHOCTh
JOHOPOB KO>KHM MOKET ObITh MEHbILIE 12 4eI0BEK, €CIIU 3TO 0OOCHOBAHO 3asIBUTEIIEM.

150. ITpu nmpoBeneHnH HCcCaeOBaHUN IPOHUKHOBEHHS B KOXKY 1N Vitro U B3sTUS 00pa3lioB
POTOBOTO €05 (COCKOO TUMKOM JIEHTOM) HE0OX0IMMO UCIIOJIb30BaTh PEIUTMKATUBHBIN TU3AH
uccienoBaHusa. MUHHMMaIbHOE YHCIO ONPEACHCHUM ISl KaXXIO0ro U3 HCCIEeAYyEeMBbIX
JIEKapCTBEHHBIX IpenapaToB (McCIEeNyeMblil INpenapaT M M[penapaT CpaBHEHUs) U
KOHTPOJIbHBIX MPOIYKTOB JOJIKHO ObITh HE MeHee 24.



151. KonnyecTBO BpEeMEHHBIX TOYEK M YacTOTa B3SITHS MPOO I KaXJA0ro cyObeKTa
MCCIICIOBAHUS UM TTOBTOPHOCTHU JIOJKHBI OBITh JIOCTaTOYHBIMU, YTOOBI OXapaKTepU30BaTh
KUHETUYECKU mpoduib JNEHCTBYIOMIETO BENECTBA H OMNPEACIUTh MapaMeTphI
SKBUBAJIEHTHOCTH.

Kpurepun npremieMocTa

152. ITapaMeTpbl 3KBUBAIEHTHOCTA COOTBETCTBYIOT KPUTEPHUAM MPUEMIIEMOCTH TPHU
ycioBuH, 4T0 90 %-bIli JOBEPUTEIBHBIA UHTEPBAI JJIsI OTHOLIEHUS CPEIHUX UCCIEAYEMOTO
rpernapara K Inpernapary CpaBHEHHUs! HaxoauTcsi B uHtepBaiie, paBHoM 80,00 — 125,00 %, ecnu
3asBUTEJIEM HE 0OOCHOBAHbBI MHBIE TPAHUIIBI KPUTEPUEB MPUEMIIEMOCTH.

153. Pacuiupenue rpaHul] KputepueB npuemiemMoctu st 90 %-ro 10BepUTEILHOTO
uHTepBana (MakcuManbHO 10 69,84 — 143,19 %) nomyckaeTcs B cliydyae BBICOKOU
BHYTPUUHIUBUIYAIPHOW WJIM BHYTPUIOHOPCKOW BapnaOenbHOCTH, HAOIIOmMaeMOM s
JIEKApCTBEHHBIX MPENapaToB C HU3KOM TO3UPOBKOW M orpaHudyeHHou auddysueil, ecau 3To
KIIMHUYECKU 000CHOBaHO. OlIeHKa paCIIUPEHHBIX KPUTEPUEB MPUEMIIEMOCTH BBITIOJIHIETCS B
COOTBETCTBUM C noApazaesioM 11 pasznena III [Ipasui.

OGecnieuenne Ka4ecTBa PH OICHKE 3KBUBAJICHTHOCTH JICKAPCTBEHHEIX MPENapaToB I MECTHOTO
OpUMEHEHNA B HCCIIEHOBATENbCKUX Jab0paToOpHIxX

154. Heob6xoaumo oOecrneyuTb, YTOOBI MEpPCOHANT Ja00paTOPUHU-UCIIOTHUTENS
uccleoBaHnii 00Jaman HeoOXonuMol KBanmuduKanuend B 00JacTH OHOaHATUTHYECKHUX
MCCIIeIOBaHUI M 4TOOBI B JIabopaTopuu Oblia BHeIpeHa 3P ¢EeKTUBHAS CHCTEMa KadyecTBa,
KOTOpas MpeyCMaTpPHUBACT:

a) IeKIapalrio COOTBETCTBUS JJa0OPATOPUU OJTHOU U3 CUCTEM KaveCTBa;

0) mpoBeqieHNE PETYIAPHBIX BHYTPEHHUX ayJUTOB CHCTEMBI KadecTBa J1abopaToOpuu B
OTHOUICHUU €€ TEeXHUYECKOM OCHAIIEHHOCTH U BAJIMIHOCTU MCIOJIb3YEMBIX METOAOB C
JOKYMEHTHUPOBAaHUEM PE3yJIbTaTOB;

B) MOJTBEpKJECHHE KBadu(UKALMK TEpcoHajda B MOPSAJKE, YCTAaHOBICHHOM
3aKOHO/IaTeIHCTBOM T'OCYIapCTBa, B KOTOPOM MPOBOISATCS UCTIBITAHMSL.

3. Merouku n3ydeHns KHHETHKA TPOHAKHOBEHAL

155. N3ydyeHne KUHETHUKH MPOHUKHOBEHUS JCHCTBYIOUIETO BEIIECTBA B KOXKY
BBITIOTHSIETCS OJTHUM U3 TPEX METOJIOB:
UCCIIeIOBaHNE TTPOHUKHOBEHHUSI B KOXKY In Vitro B COOTBETCTBUHU C NpuiioxkeHrueMm Ne 2 k
HacTosimuM TpeboBaHuUsIM;
B3SITHE IMPOO POTOBOTO CJI0SI (COCKOO JIUIKOM JICHTOM) B COOTBETCTBUU C MPUI0KeHHUEM No
3 k HacTosmuM TpeboBaHUsIM;
uccaeaoBanue papMakOKMHETHYSCKOW OHMOIKBUBAICHTHOCTH.



4. dapMakoJUHAMIIECKHUE UCCIICAOBAHAS
Koptuxocreponsl

156. AHanu3 Ba30KOHCTPUKIIUU I KOPTUKOCTEPOHUIOB (IMPOBOIUMBIN COTJIACHO
npuioxkeHuo Ne 4) nomyckaercsi MpeACTaBlIsITh B PErHCTPAIIMOHHOM JOChe B KadyecTBE
3aMEHBI UCCIICAOBAaHMS OMOAKBUBAJIEHTHOCTH.

KoxHrle aHTHCEIITHKHA

157. Iloka3aTenu KayecTBa U AKTUBHOCTU KOXKHBIX aHTUCENTHUYECKUX JIEKAPCTBEHHBIX
MpenapaToB JOJDKHBI COOTBETCTBOBaTh TpeOoBaHusMm ctatbu 2.3.1.1. "DddekTuBHOCTDH
aHTUMUKpPOOHBIX KOHCcepBaHTOB" (203010001)" dapmakoneu Coro3a.

158. Ecnu cnioco® mpuMEHEeHUs] UCCIElyeMOro aHTUCENTUYECKOTO JIEKapCTBEHHOTO
npernapara B 00l XapaKTepUCTHUKE Ipernapara CpaBHEHUS yKa3aH HEUETKO WM CIOCO0
MIPUMEHEHUS SBIISIETCS HOBBIM IO OTHOIICHHIO K CIIOCO0Y MPUMEHEHUS TTpenapara CpaBHCHHUS
, HEOOXOJIMMO BBITIOJHUTh HCCIENOBAaHMUS 1n Vivo Ha Ho0poBojbliax. B pamkax Takux
MCCJIEI0BAHUI MMPOBOJAT UCCIEAOBAHUE HIOT€HHOM (DJI0pBI 10OPOBOJIbIIA HA YHACTKAX KOXKH
70 ¥ Tocyie ee 00pabOTKM aHTHCENTHUYECKUMHU JIEKapCTBEHHBIMU Tpernapatamu. Kpurepun
SKBUBaJICHTHOCTU CcHWkeHus nokaszareneid KOE, BripaxkeHHble B log-equHuUIaX, TOIKHBI
OBITH 000CHOBAHBI 3aSIBUTEIIEM.

159. Ecnu aHTHCENTHYECKUH JIEKapCTBEHHBIN Mperapar npeiHa3HaueH JJis MPUMEHEHUS
nepesl MPOBEJICHUEM WHBA3UBHBIX MEIULMHCKUX MPOLENYpP, AOMYCKaeTCsl MPEACTaBIATh
pPEe3yAbTaThl OLEHKU TAKOT0 aHTUCENTHUYECKOTO JIEKAPCTBEHHOTO MPETAPAaTa, BHINOJIHEHHOU B
COOTBETCTBUU C TpeOOBaHHSIMH akTOB opraHoB Coro3a B cepe CaHUTApPHBIX MEP WIH
COOTBETCTBYIOIIMX aKTOB IOCYJapCTB-YICHOB.

IIpoTHBOMHKPOOHEIE JIEKAPCTBEHHEIE IPETIAPATEI
JULA JIe9€HHUA KOXKHBIX HH(EKIi

160. Pe3ynbraThl MCCIEA0BAaHUN 3KBUBAJICHTHOCTH AHTUCENTHUYECKOTO JCUCTBUSA
JIEKapCTBEHHOr'0 IIperapara Ha WHOKYJIMPOBAHHYIO HH(PUIHMPYIOMIEH T030M KOXY H €€
MOCJIeAYIONIeH JEKOJOHU3alMu 1In Vitro JOMmycKaeTcs TNPeJICTaBisiTh B KaudyeCTBE
JI0OKA3aTeIbCTB  JKBUBAJCHTHOCTH dS(P(PEKTUBHOCTH JEHCTBHSA aHTHCEHTHYSCKHX
JIEKAPCTBEHHBIX CPEJCTB BMECTE C pe3yJbTaTaMM JAPYTUX MCCIEIOBAHUN SKBUBAJIECHTHOCTH
MPY HAJIEKAIIEH BATUAAIUNA TaKUX UCCIEIOBAHUM.

VII. OKBHBaJICHTHOCTH B OTHOIICHAH 0€30IaCHOCTH JIEKAPCTBEHHBIX IIPENapaToOB I MECTHOT'O
OpHUMEHEHAA

161. be3onacHOCT, M MeCTHas MEPEHOCUMOCTh MOTYT OBITh MOATBEPKICHBI Ha
OCHOBAaHHMH HAyYHBIX MCIMIIMHCKUX JAaHHBIX B CIy4ac U3BECTHOTO JICHCTBYIOIIETO BEIIECTBA



JIEKApPCTBEHHOTO IIperapaTa U UCIOJIb30BaHMS B €r0 COCTABE TOJBKO XOPOLIO M3YYEHHBIX
BCIIOMOTATENbHBIX BEILIECTB.

162. B ciy4ae ecnu AJis TAKUX JIEKapPCTBEHHBIX MPEMAPATOB MOKa3aHa YKBUBAJIEHTHOCTD B
OTHOILIIEHUM TOKa3aTejied KauecTBa, MPEJCTAaBICHUE HCCIEIOBAHUN SKBUBAJICHTHOCTHU
0€30M1acHOCTH U MECTHOM MEPEHOCUMOCTH HE TpeOyeTcs.

163. DKBUBaIEHTHOCTh, YCTAHOBJIEHHYIO B UCCJIEAOBAHUAX KBUBAJIECHTHOCTH KUHETUKU
MIPOHUKHOBEHHUSI, JOIMYCKAeTCs HCIOJb30BaTh B KauyeCTBE MOATBEPXKAEHUS TOrO, 4YTO
KOJIMYECTBO JEHCTBYIOIIErO BELIECTBA, KOTOPOE JOCTUraeT MecTa JEHCTBUS U (MJIN)
CUCTEMHOW LMPKYJSIUU MPU MNPUMEHEHUH HCCIETyeMOTo JIEKapCTBEHHOIO Ipernapara,
AHAJIOTMYHO KOJIMYECTBY JEHCTBYIOLIETO BELIECTBA IIpenapara CpaBHEHUS.

164. B oTHOmIEHUN JEKAPCTBEHHBIX MPENAPATOB JJs MECTHOTO NMPUMEHEHUS C
JIOKaJbHBIM MECTOM JEHCTBHS, NEHUCTBYIOIIEE BEIIECTBO KOTOPBIX 001aJaeT CUCTEMHOM
OMOJIOCTYTHOCTBIO, MCCIEeI0BaHUsl OMOIKBUBAJICHTHOCTH CIIY>KaT J10Ka3aTebCTBOM Kak
3 PeKTUBHOCTH, TaK U 0€30MACHOCTH.

165. [TonoxeHus HACTOSIIErO pa3iesia HE MPUMEHSIOTCS B OTHOIIEHUH JIEKAPCTBEHHBIX
[IpenapaTtoB € J0303aBUCUMOM CHCTEMHOW TOKCUYHOCTHIO. /JlJIs1 JAaHHOM TpyIIsl
JIEKapCTBEHHBIX MpEnapaToB HEOOXOAMMO MPOBECTU UCCIIEI0BAHUS MECTHON MEPEHOCUMOCTH
U KJIMHUYeCcKoM Oe3omacHocT. Ecnu aiig Takux J€KapCTBEHHBIX IMPEnapaToB CUCTEMHAs
SKCHO3ULMS W3MEpHUMa U IO3BOJSET CAENAaTh BBIBOJ O TOM, YTO OHA HE BBIIIE, YEM Yy
npenapata CpaBHEHHS, JOCTaTOYHO NPOBECTH HCCIENIOBAHUS OMOIKBUBAJIEHTHOCTH,
MOKA3bIBAIOIIME CXOJCTBO Mpoduieil cuCTeMHON (papMaKOKMHETUKH 3THUX JIEKaPCTBEHHBIX
npenaparos.

VIII. Cnenuduaasie IPOTOKOIEI IOATBEPKACHII OHOIKBUBAJIECHTHOCTH
JUIA JTIEKapCTBEHHBIX IIPENapaToB I MECTHOT'O IIPAMEHEHUS

166. IIpu pazpabotke cnenuPUUIHBIX TPOTOKOJIOB UCCIETOBAHUN OMOIKBUBAJICHTHOCTH
JUISL JIEKapCTBEHHBIX TMpemnapaToB Ui MECTHOTO MpPUMEHEHHsS (fanee — crenu(puIHbIMI
MPOTOKOJI HCCIeIOBaHUs), W BBIOOpE HCCIEIOBAaHUN OHWOIKBUBAJICHTHOCTH JOJDKHBI
YUHUTBIBATHCS CIEAYIONIHE (PaKTOPHI:
a) JIeKapCTBEHHAs (popMa JIEKapCTBEHHOTO Ipenapara;
0) coctaB U (papMaleBTUKO-TEXHOJOTHUECKUE MApaMETPbl JEKAPCTBEHHON (hOPMBI
JIEKapCTBEHHOTO TIpenapara;
B) paCTBOpPEHHUE U BHICBOOOXKACHUE JEHCTBYIOIIETO BEIIECTRA;
r) mudPy3ust ASUCTBYIOIIETO BEIIECTBA B KOXKY U MECTO JICUCTBUS.
167. Heobxonumo mpeAcTaBUTh U OOOCHOBATH IMOJTOTOBJICHHBIA CHEIU(PUUHBIN
MPOTOKOJ UCCIEIOBAHUSA, B KOTOPBIM BKJIFOYEHBI METOJbl UCCIEAOBAHUN U KPUTEPUU UX



pueMIeMOCTH. Takoll TPOTOKOJ MOKEH OBITh MOATOTOBJICH JI0 Hadalia IPOBEICHUS
HccieJOBaHUN OHMOAKBUBAJICHTHOCTH. HeoOXoauMo mMpeaocTaBUTh BCE HMEIOIIUECs
MTOJIOKUTEIIbHBIC U OTPHUIIATEIbHBIC JaHHBIC TI0 JIEKAPCTBEHHOMY IIperapary.

168. BbiBoJ 0 OMOSKBHBAJICHTHOCTH IO pe3yjbTaTaM HM3YUCHUsS JICKAPCTBEHHOIO
mpemnapara JOMyCKaeTcsl JeNlaTh, €CIIA IMOJYyYCHHBIC PEe3yJbTaThl MCCICIOBAHHS CTPOTO
COOTBETCTBYIOT QllPUOPHO KPUTEPHUSAM MPHUEMIIEMOCTH, YCTAaHOBJICHHBIM B CHEIU(PUIHOM
MPOTOKOJIE UCCIICIOBAHMUSI.

169. CrieniuuuHBIN TPOTOKOJI UCCIICIOBAHMS JOJIKEH COACPKATh:
a) 00OCHOBaHME HEBO3MOXXHOCTH MPOBEICHUS KIWMHUYECKOTO HCCIEIOBaHUS
TepareBTUICCKON SKBUBAIICHTHOCTH;
0) 000CHOBaHME IONTYCTUMOCTH MPUMEHEHHUSI K JIEKAPCTBEHHOMY TIpenapary MoJIOKEeHUH
Hactosux TpeboBaHMit;

B) 000CHOBaHME HEBO3MOKHOCTH BBINIOJHUTH HCCIICAOBAHUS DKBHUBAJIECHTHOCTH B
OTHOIIIEHUH 0€30MaCHOCTH JIEKAPCTBEHHOTO Mpernapara;

I') pe3yibTaThl UCCIIEIOBAaHUN paCIIMPEHHON (hapMalleBTUUECKON IKBUBAJICHTHOCTH H
AKBUBAJICHTHOCTH CI0CO0A MPUMEHEHUS JIEKAPCTBEHHOTO Tpernapara;

1) Pe3yJbTaThl COOTBETCTBYIOIIETO HCCICAOBAHUS SKBHUBAJICHTHOCTH KWHETHUKHU
MIPOHUKHOBEHMUS, eciiu nuddy3ust NEUCTBYIOIIETO BEIIECTBA Yepe3 KOXKY HeoOXxoauma st
peanuzanuu 3PpQGEeKTUBHOCTH, 1 000CHOBaHHE BHIOOpA METOa UCCIICIOBaHMS (MCCIISIOBAHMMA
). B kadecTBe aJbTEpHATHUBBI JOIMYCKAETCS MPEJICTaBUTh OOOCHOBAHHWE HEBO3MOXKHOCTHU
BBITIOJTHCHUS UCCIIEOBAHUI SKBUBAJICHTHOCTH KHHETUKH MPOHUKHOBCHUS,

€) pe3yabTaThl (papMakOIUHAMHUYECKUX HCCIIEIOBAHUN, €CIIM MPOBEACHHE TaKHX
HCCIIEIOBAHUM BO3MOYKHO JUIsl JAHHOTO JEHCTBYIONIIErO BEIIECTBA U SIBISIETCS 0OOCHOBAHHBIM
C TOYKH 3pEHHsS OIIEHKHM JKBHBAJICHTHOCTH JICKAPCTBEHHOTO Ipemapara. [lomyckaercs
WCIIOJIB30BaTh WHHOBAIIMOHHBIE METOJIMKH UCCIEAOBAHUM, €CJIM OHHM HaJIJIeXKaluM 00pa3om
pa3paboTaHbl M BaJIUIUPOBAHBI.

IX. brosetiBepsl
1. BroBeiiBep, OCHOBaHHEIH Ha 6H0(apManeBTHIECKOH CHCTEME KiTacCHpHKAUU

170. Otka3 oT HEOOXOAMMOCTH MPEICTABICHHS JAHHBIX 00 YKBUBAJIEHTHOCTU KUHETUKU
MIPOHUKHOBEHUS WK (PapMaKOJIUHAMHUKN IPUEMIIEM B OTHOILICHHH:

a) MPOCTHIX MO COCTaBY U (hapMalleBTUKO-TEXHOJIOIMUECKUM MTapaMeTpaMm JIEKApCTBEHHBIX
(dopM ¢ ogHO(]a3HONW OCHOBOM, B KOTOPBIX AEHCTBYIOIIEE BEIIECTBO HAXOAUTCSA B PACTBOPE
WIN CYCIIEH3UH (HampuMep, KOXHBIX PacTBOPOB, OJHO(DA3HBIX Tejied U Ma3eH, KOXKHBIX
CyCIEeH3Ul);

0) JIeKapCTBEHHBIX IPENapaToB, MPEIHA3HAUCHHBIX HUCKIIOUNUTEIBHO JIJIi HAHECCHUS
JEMCTBYIOIIETO BEIIECTBA HA MOBEPXHOCTh KOXH, 0e3 ero abcopobuuu. B Takux ciydasx
JOCTATOYHO  PE3YyJbTaTOB  HCCJIEJOBAHUN  paclIUpeHHON  (apmaneBTUYECKO



SKBHBAJICHTHOCTH, BKIJIFOYasi BBICBOOOXKICHNE JEHCTBYIOIIET0 BEIECTBA in Vitro JJis TeieH,
Ma3el M CyCIIEH3H, U PE3yJIbTaTOB NCCIICIOBAHMI SKBUBAJICHTHOCTH BBEJCHUSI.

171. VccnenoBanusi SKBUBAJCHTHOCTH B OTHOIICHUH 3(P(HEKTUBHOCTH HEOOXOIUMBI B
ciydae, €cliv JICKapCTBEHHBIN Mpernapar:

a) CONEPKUT B CBOEM COCTaBE BCIIOMOTATEJbHBIC BEIIECTBA, BIUAIONIAE Ha
OMOJIOCTYITHOCTh JICHCTBYIOIIETO BEIIECTBA, OHO(apMalleBTUYECKUE XapaKTePUCTUKU
JIEKapCTBEHHOTO TIpernapara Wik YCUINBAIOIINE MPOHUKHOBEHUE JEHCTBYIOIETO BEIIECTBA;

0) COAEPKUT B CBOEM COCTaBE BCIIOMOTATENIbHBIC BEIIECTBA CIIOKHOTO CTPOCHHUS, ISt
KOTOPBIX pa3HbIE€ CIOCOOBI MPOW3BOJCTBA FJIM KJIACCHI YUCTOTHI MOTYT BIIHUATH Ha
OomodapMarieBTHYECKUE XapaKTepPUCTUKU JIEKAPCTBEHHOTO Tpemapara in Vvivo WIH
CTaOMIIBHOCTH JICHCTBYIOIIETO BEIICCTRA;

B) MIMEET KAYECTBEHHO JIPYTOM COCTAaB BCTIOMOTATEIHHBIX BEIIECTB, OTIUYAIONTUNCS OT
npenapara CpaBHEHUSI.

172. llpencraBneHue JaHHBIX UCCIEIOBAHUI OMOIKBUBAIEHTHOCTH TpeOyeTCsl B Cllyyae,
€CJIM JICKapCTBEHHBIE Mpernaparbl UMEIOT JOKAJbHOE MECTO ACHCTBHUS U JCHCTBYIOIIEE
BEIIECTBO 00JIalaeT CHUCTEMHOW OHMOJOCTYIHOCTBIO, KOTOpas MOXKET OBITh H3MEpeHa
KOJIMYECTBEHHO.

2. buoseiiBep 103UPOBOK

173. Eciu Ha perucTpanuio 3asBISIOTCS HECKOJBKO JO3UPOBOK HMCCIEAYEMOIO
JIEKapCTBEHHOT'0 Tpernapara, J0CTaTOYHO YCTaHOBUTh OMOSKBUBAJIEHTHOCTH TOJBKO OJIHOM
J03UPOBKHU, KOTOpasi HanOoJiee YyBCTBUTEIbHA B OTHOLLIEHUN OOHAPYKEHUS MOTEHIIMATbHBIX
pa3Inunil MEXY JEKAPCTBEHHBIMU ITPENapaTaMy B Pa3HbIX 103UPOBKaX.

174. Ecnu 3asBlIeHO NMpUMEHEHHE OMOBEHBEpA I JIOMOIHUTEIBHOU JTO3UPOBKH (
JI03UPOBOK) JTOJIKHBI OBITH BHITIOJIHEHBI BCE CIEAYIOIINE TPEOOBAHMS:
a) pasHble JO3UPOBKU HMCCIIEYEMBIX JIEKAPCTBEHHBIX MPENapaToB MPOU3BOAATCS MPHU
IIOMOIIY OJTHOT'O U TOTO K€ IPOU3BOACTBEHHOIO MPOLIECCa;
0) pa3Hble TO3UPOBKH HUCCIEAYEMBIX JIEKAPCTBEHHBIX MPENapaToB UMEIOT OJUHAKOBBIN
KaueCTBEHHBIM COCTaB;
B) KaQUeCTBEHHBIM M KOJWYECTBEHHBIM COCTaBbl Pa3HbIX JO3UPOBOK HCCIENYEMbBIX
JIEKaAPCTBEHHBIX MPENapaToB 3KBUBAJIEHTHBI PA3HBIM JO3UPOBKAM IIPENapaToB CPAaBHECHMUS;
I) YCTaHOBJIEHa paclIMpeHHas (apmaleBTUUYeCKash SKBUBAJIEHTHOCTbh MEXIY
HCCIIElyEMBIM JIEKAPCTBEHHBIM IPENAPaTOM M IIPENAPAaTOM CPABHEHHMS B OTHOILIEHHH BCEX
JO3UPOBOK.

X. IlocTperacTpanioOHHEIC A3MECHECHHS



175. B ciayuae 1r0060r0 mpeiaraeMoro mocTperucTpaimoHHOr0 N3MEHEHHUSI HE00X0TUMO
BBIMIOJTHUTh OILIEHKY pPHCKa, 4YTOOBI OMNpEACIUTh €ro BJIHUSHUE Ha 0€30MacHOCTb,
7(h(HEKTUBHOCTH M Ka4ECTBO JIEKAPCTBEHHOTO Mpernapara.

176. Ilpu npoBeAeHUN OLICHKH PUCKa HEOOXOIUMO TaKKe MPOAHATU3UPOBATh PUCKU,
CBSI3aHHBIE C HAKOIUJICHUEM IMOCTPETUCTPAIMOHHBIX HW3MEHEHUN IO OTHOIICHUIO K
NEpPBOHAYAILHOMY COCTaBYy M CIIOCOOY MPOU3BOJICTBA JIEKAPCTBEHHOIO Mpernapara.

177. B kadecTBe OKa3bIBAIOUIMX NOTCHUHUAIBHOE CYIIECTBEHHOE BIUSHHUE Ha
6e30macHOCTh, 3((HEKTUBHOCTh M KaYECTBO JIEKAPCTBEHHOT'O Mpernapara pacCMaTpUBAIOTCS
CIEAYIOIINE U3MEHEHUSA:

a) M3MEHEHUE (PUBMKO-XUMHYECKOTO COCTOSHHS W (WJIH) TEPMOJAMHAMHYECKOU
AKTUBHOCTH JICHCTBYIOIIETO BEIIECTBRA;

0) U3MEHEHUE, BIUAIONIEE HAa XapaKTEPUCTUKH PACTBOPEHHUS, HA XapPaKTEPUCTUKHU
BBICBOOOK/IEHUS 1n VItro, HA XapakTEPUCTUKU KUHETUKU MPOHUKHOBEHHUS JIEKAPCTBEHHOTO
npenapara in vitro;

B) U3BMEHEHHE Mpollecca MPOU3BOACTBA (HapUMep, M3MEHEHHE KPUTHUECKOTO MTapamMmeTpa
npoiiecca).

178. Ilpu mpoBeaeHUM HCCICAOBAHWN SKBUBAJCHTHOCTH JJIsI OOOCHOBAaHUS
MMOCTPETUCTPAIIMOHHBIX M3MEHEHUH JOJDKEH OBITh HMCIOJIb30BaH Iperapar CpaBHEHUS C
OTMpEJEICHHBIM COCTaBOM H®  (papMameBTHUKO-TEXHOJIOTHYECKUMU  TapamMeTpamMu
JEKapCTBEHHON (POPMBI, MPOIECCOM MPOU3BOJCTBA, BUJIOM YIAKOBKH U T. Jd., KOTOPBIU
3apETUCTPUPOBAH B HACTOSIIIEE BPEMS U PA3PEILICH K METUIIMHCKOMY MPUMEHEHHUIO.

179. Ecnu mpennaraeMoe M3MEHEHUE COOTBETCTBYET KPUTEPUSIM MPUEMIIEMOCTH
pacuipeHHon (papmaleBTUYECKOM SKBUBAJICHTHOCTH JIJIsl JIEKAPCTBEHHOU (POPMBI, a TaKkKe
Ka4eCTBEHHOI0 M KOJIMYECTBEHHOI'0 COCTaBa JIEKAPCTBEHHOTO IMpemnapara JI0CTaTOYHO
MOJATBEPAUTh DKBUBAJICHTHOCTh TAaKOTO JIEKAPCTBEHHOTO TIperapara B COOTBETCTBUH C
HacTosAUMU TpeOOBaHUSAMHU, UCTIONB3YS CHEUGUYHBIN I JIEKapCTBEHHOTO Mpemnapara
MIPOTOKOJI IKBUBAJICHTHOCTH C YKa3aHHEM O00OOCHOBAHHBIX METOJIOB MCCJIEAOBAHUN U IPaHUIL
KPUTEPUEB TPUEMIIEMOCTH.

180. Ecnm mpepyiaraeMoe M3MEHEHUE HE COOTBETCTBYET KPUTEPHUSIM IPUEMIIEMOCTH
pacmupeHHon ¢GapMareBTUYECKON SKBUBAJICHTHOCTU ISl JIGKAPCTBEHHOW (PopMbl uun
KaueCTBEHHOTO U KOJWYECTBEHHOrO COCTaBa, OMOIKBUBAJICHTHOCTh HEOOXOIUMO
MPOJIEMOHCTPUPOBATH, UCIIOJIb3YsI COOTBETCTBYIOLIEE KIMHUYECKOE HCCIIEJOBAaHUE.

181. Bo Bcex ciyyasx M3MEHEHHE JOJHKHO OBITh 00OCHOBAHO COOTBETCTBYIOIIMMU
pEenpe3eHTaTUBHBIMU JAHHBIMHU O CEPUSIX OPUTMHAIBLHOTO (peepeHTHOro) JIeKapCTBEHHOTO
npenapara M JaHHBIMU O MPEANOIaraéMOM H3MEHEHHH BCEX KPUTHYHBIX IOKa3aTeleu

Ka4deCTBa.
I[MPUJIOXKEHHUE Ne 1
Kk TpeGoBaHMsM K Ka4eCTBY
1 OMOPKBUBAJICHTHOCTH JIEKAPCTBEHHBIX
IIpenaparoB JJIsl MECTHOTO



MPUMCHCHUSA ITPU HAHCCCHUU Ha
KOXY U UHBIX crocodax
JIOKQJIBHOT'O ITIPUMEHCHUA

METOVIKA

HCCIIeI0BaHUA Ha BEICBOOOXkAeHH® in vitro (IVRT)
1. O6mue TpeGoBaHMsA

HacTosimas MeTonMKa COJIEpPKUT yKazaHUs IO MPOBEACHUIO HCCIEIOBAHUN Ha
BbicBOOOXKAeHUEe in vitro (IVRT) mns msarkux nekapcTBeHHBIX (OPM JIE€KapCTBEHHBIX
npenaparoB (HampuMmep, KpEMOB WM Ma3ei) U CYCIIEH3Hil.

Mertonuka ucciegoBanust IVRT He mpumeHsieTcss mpu HU3y4EeHUU BBICBOOOKICHUS
JEHCTBYIOLIMX BEIIECTB U3 CIEAYIOIIUX JIEKAPCTBEHHBIX (POPM JIEKapCTBEHHBIX MPENapaToB
JUTSl MECTHOT'O IPUMEHEHUS:

IIPOCTHIE JKUJIKHE JIEKAPCTBEHHbIE (DOPMBI B BUJIE PACTBOPA;

HNOPOIIKH JJI1 MECTHOT'O TPUMEHEHUS;

IpOYUe HECTaHJAPTHBIE JEKAPCTBEHHBIE ()OPMBI SISl MECTHOTO TIPUMEHEHUS (HAIIpUMeED,
TICHBI).

B uccnenosanuu IVRT ¢ "nceBnoOeckoHEUHBIM" TO3UPOBAHUEM C HCIIOJIB30BaHUEM
TG (Py3MOHHBIX aHATUTHYECKUX SYEEK OLIEHUBAETCS CKOPOCTh M CTENEHb BHICBOOOXKICHHUS
JEHCTBYIOLIETO BEIECTBA U3 UCCIIEAYEMOr0 JEKAPCTBEHHOIO ITpenapara.

B uccnenoBanuu [IVRT He00X01MMO ONPEEUTh CIAEAYIONINE TapaMeTPhl:

CKOPOCTh BBICBOOOXKACHHS JAeicTBytoulero BemectBa (R): TanreHc yria HakioHa
JUHEWHOT0 y4acTKa KPHUBOM HAKOIUIEHHS BBICBOOOXKIAEMOI0 JCHCTBYIOIIETO BEIIECTBA,
MIOCTPOCHHOW B KOOpAMHATAX: KyMYJSTUBHBIA MPOLEHT BBICBOOOXKIEHHUS (HAKOIUICHHUS)
NEUCTBYIOIIETO BEIIECTBA B 3aBUCUMOCTH OT KBAJIPAaTHOTO KOPHS U3 3HAYEHUS BPEMEHHU
BBICBOOOK/ICHUSI JIEMCTBYIOIIEro BemiecTBa. Eciu JUHEHHBIA yd4acTOK MNpoQus
BBICBOOOJK/ICHUSI JIEUCTBYIOIIETO BEIIECTBA MOJYyYUTh HEBO3MOXHO, uccienoBanue [VRT
MIPU3HACTCS HE BAJIUJIHBIM;

HaKaIUTMBAOIIEECs] KOJIMYECTBO BBICBOOOMBIIIETOCS JCHCTBYIOMETO BemmecTBa (A),
BBIPQKEHHOE B E€JWHHMIAX MAacChl JIEMCTBYIOLIErO BEIIECTBA HA IUIOLIA/Jb MOBEPXHOCTH
BBICBOOOXK/IEHHSI B MOCIEIHEN BPEMEHHOM TOUKE B3sATHA OOpa3lloB HA JUHEHHOM y4acTKe
pod s BEICBOOOXKICHUS;

BpEMSI 33JIEP>KKU BBICBOOOXKACHUS (€CITM TAKOBOE UMEETCS).

UccnenoBanne IVRT He MomenupyeT moBeieHre in vivo JISKAPCTBEHHOTO TIpernapara, Ho
CKOPOCTh BBICBOOOXAeHUSI (R) JEUCTBYIOIMIErO0 BEIIECTBA SIBISETCS KPUTUUYECKUM
MoKa3aTeJeM KauecTBa, KOTOPBIN ClIeNyeT yKa3biBaTh B CHENU(PUKAINN HA BBITYCK M HA
KOHEIl CpOKa TOJHOCTH (CpOKa XpaHEHHUs) FOTOBOTO JIEKAPCTBEHHOTO Ipemnapara, €ciu
IIPOU3BOAMUTENIEM HE 00OCHOBAHO MHOE.



I'panutbl kpuTepueB BEICBOOOXKIEHHUS in Vitro HE0OX0IUMO 0OOCHOBBIBAThH IO JJAHHBIM
UCCIIEIOBAHUSL BBICBOOOKJEHMS In Vitro, MPOBEIEHHOTO [JIsi CEpUMl JIEKapCTBEHHOIO
npernapara, KOTOpble MPOLUIM KIMHUYECKHE HCCIEIOBAHUS M B OTHOIIEHHHM KOTOPBIX
IPOJEMOHCTPUPOBAHA YIOBIETBOPUTEIbHAS () (DEKTUBHOCTH WM SKBUBAJIEHTHOCTbD.

Kputepun npuemaemMocTy B cielupUKaIMU Ha BBITYCK U clielr(UKAIMKA HAa KOHEI] CpOKa
TOJIHOCTU (CpOKa XpaHEHHs) JOJKHBI OBITh OJMHAKOBBIMU. JlOMyCKaeTcsi yCTaHOBJIEHUE
Pa3TUYHBIX KPUTEPHUEB MPUEMIIEMOCTH TOJBKO B CIEAYIOIIUX CIIydasix:

3asiBUTENIEM OOBSCHEHBI UCXOJS M3 aClEKTOB KauecTBa JIEKAPCTBEHHOTO MpernapaTa U
000CHOBaHbl MPUYMHBI YKa3aHUS PA3TMYHBIX TOKA3aTeNed KPUTEPUEB MPUEMIIEMOCTH CO
CCBUIKOW Ha Pe3yJIbTaThl KIMHUYECKUX UCCIEAOBAHUMN CEPUI JIEKAPCTBEHHOIO ITPEIapara;

YCTaHOBJIEHBI O0Jiee KECTKHE TPAHULIBI KPUTEPUEB MPUEMIIEMOCTH B criel[U(UKAIIUU HA
BBIITYCK, YTOOBI TapaHTUPOBATh COXPAaHEHHE NIPHUEMIIEMOCTH TIOKa3aTeleil KadyecTBa
JIEKApCTBEHHOTO TpemnapaTra B I'paHHIAX KPUTEPHUEB MPUEMIIEMOCTH B ClieUUPUKAIMN Ha
KOHELl CPOKa rOAHOCTHU (CpOKa XpaHEHUS).

B nensix o6ocHOBaHUS pacHIMPEeHHON (PapMalieBTUYECKON IKBUBAJICHTHOCTH, TpeOyeTCs
MPEICTABICHUE PE3YIHTATOB BAIMIMPOBAHHOTO MCCIIEOBAHUS HA BEICBOOOXKACHHE 1n Vitro.

2. Tu3aiiH HccaeaoBaHUA

Cnenyer npoBectn nunotHoe uccienoBanue [VRT, cpaBHuBaromiee uccieayemMbli
JEKapCTBEHHBIA TpemapaT W TpemnapaT CpaBHEHHUsS, YTOOBI MOATBEPIUTH MPHUTOTHOCTH
BbIOpAHHON MEMOpaHbI U BATUIUPOBATH IKCIIEPUMEHTATbHBIEC YCIOBHS.

JloiokeH OBITH 0OOCHOBAaH BBIOOP CHEAYIOMMX KPUTHYCCKUX JJISI MPOBEACHUS
uccnegoanus [VRT dakTopos:

BHUJI BbIOpaHHOW MemOpaHbl. MemOpaHa AoJKHAa OOECHeuMBaTh pa3/iesieHue
HCCJEyEMOro JIEKapCTBEHHOrO Mpenapata W Cpelbl, B KOTOPYIO MPOUCXOAUT
BBICBOOOXKICHUE (Zajiee — MPUHUMAIOIAS Cpella), a TaKKE COXPAHEHHE HCCIEeAyEeMOro
JIEKapCTBEHHOr0 Mpenapara HEM3MEHEHHBIM Ha MPOTSIKEHUU MEepUOJia HCCIEAOBaHUIA.
MeMmOpaHa He T0KHA BBICTYNaTh KaK OrPaHUYMBAIOIIUN CKOPOCTh (PaKTOP BHICBOOOXKICHHUS
JICHUCTBYIOIIETO BEIIECTBA U3 JIEKAPCTBEHHOU (popMbl. MemOpaHa nomkHa OBITh COBMECTUMA
C JIEKapCTBEHHBIM IPENapaToM U HE CBA3BIBATH ICUCTBYIOIIEE BEIIECTBO;

BHJI IpUHUMarOLIEl cpelbl. HeoOXoaqumMo nmpeacTaBUTh MOATBEPKICHHE COXPAHEHHUS
yCcloBul HeHachlmeHus (sink conditions) mpuHHUMAaIOIIEH Cpelibl B TEUCHHE BCETO Mepuoaa
MCCJIEI0BAHMI. Y CIIOBHSI HEHACBIILICHHS] TPUHUMAIOLIEH CPEbl CUUTAIOTCS IPUEMIIEMBIMU B
cly4dae, €ClIM MaKCHMajbHas KOHIIEHTpaUMs INEHCTBYIOIIETO BEIIECTBA B MPUHUMAIOLIEH
AHAIUTUYECKON STYEHKE, KOTOpasi JOCTUTAETCS BO BpEeMs SKCIIEpUMeEHTa, He npeBbimaet 30 %
OT MAaKCUMaJbHOM PAacTBOPUMOCTH JIEWCTBYIOLIErO0 BELIECTBA B IMPUHHUMAIOLIEH Cpele.
VYcnoBus HEHACHILIEHUS TPUHUMAIOIIEH Cpeabl CO3/Ial0TCs B 00bEME Cpeibl, KOTOPBIi
MpeBbIIAET 00bEM HaChIIIEeHUSI HE MeHee ueM B 3 — 10 pas.



Heo6xonuMo MUHUMU3UPOBATh 00paTHYIO AUGdY3UI0 AEHCTBYIONMIETO BEIIeCTBA U3
MPUHUMAIOIIEH Cpenbl, 4TOObl M30exkaTh MpeoOpa3oBaHUs HAHECEHHOTO JIEKapCTBEHHOTO
npenaparta. 3Hadenue pH npuHUMaromei cpeabl MOJXKHO OCTABATHhCS IMOCTOSIHHBIM Ha
poTsKEeHUU Beero uccnenoBanus [IVRT;

BpeMs B3sATHs Mpo6. HeobXxoanumMo ycTaHOBUTH periiaMeHT oTOopa mpol mo BpeMeHH (
oTOOp MpoO HE peke YeM Yepe3 KaK[bli Yac) U IKCIepUMEeHTaNIbHbIE YCIOBUS (Takue Kak
BUJ mnpubopa, TeMiepaTypa Cpelibl, CKOPOCTb mepememuBanus). [IpoaomKkuTenbHOCTh
uccnenoBanust [VRT pomxna OBITH OCTaTOYHOM, YTOOBI OXapakTEepU30BaTh MPOGUIIb
BBICBOOOXAeHUS. JI0JDKHO BBICBOOOAUTHCS MO MeHbied mepe 70 % OT HaHECEHHOTO
JeHCTBYIOIIETO BemecTBa. HeobxoauMo moyduTh 0 MEHbBIIEH Mepe 6 BPEMEHHBIX TOUEK Ha
JUHEUHOM OTpe3Ke Mpoduiis BHICBOOOKIECHUS IEUCTBYIOIIETO BEIECTBA, BKIIIOYAs TEPBbIN
oOpasertr (cpa3y mociie Toro, Kak nuddy3us IeHCTBYIONMIETO BEIIECTBA TOCTUTIIA YCTOMYHUBOTO
COCTOSIHUSA);

KOJIMYECTBO M CIOCOO HAHECEHHUs JIEKapCTBEHHOTO Ipenapara. KonudectBo U crnocoo
HAHECEHUsl JIEKapCTBEHHOTO TMpernapara JJOJKHBI OBbITh TOCTOSIHHBIMHU (JIOMYCKaKTCs
pasznuuus Mexay oopasiiamu He Ooiiee ueM £ 5 %) u BaIUIUPOBAHHBIMH, UTOOBI OOECIICUUTD
OJIHOPOJHOE pacmpejieieHue 3TOro Ipemapara 1mo mMeMOpaHe M JOCTHXKEHUE YCIOBUN
BBejIcHUs "TiceB100ecKoHeUHOMU" 103bl. He00X01MM0O MUHUMU3UPOBATH BIUSHUE HA YCIOBUS
MCCIIEIOBAHUSI HCTIAPEHUS JIEKAPCTBEHHOTO MpErapara;

UCIIOJIb3YEMbIE aHATUTUYECKUE METOJUKU. AHATUTUYECKHE METOJUKU JOJKHBI OBITH
BAIMIMPOBAHHBIMU M JIOCTATOYHO YYBCTBUTEIbHBIMH, YTOOBI KOJIUYECTBEHHO OMPEICIUTH
JEHCTBYIOIIEE BEIIECTBO B MPUHUMAIOIIEM PACTBOPE B PA3IMYHBIX BPEMEHHBIX TOUKAX.

3. Baimanua METOAUKHA MCCIIeI0BAHASA

B peructpanronnoe 10cbe HEOOXOIUMO BKIIIOUYATh OTYET O BAJIMJIAIIUUA UCCIEIOBAHUS
IVRT u ouenke ero mpurogHOCTH sl KOHTPOJA KayecTBa JIEKAPCTBEHHOI'O Mpernapara.
HeobxonuMo mpenctaBuTh KpaTkyro wHbopmaiuioo o paspaborke uccienoanus [VRT u
BBIOOpE YCIIOBUM HCCIENOBaHUM, oOecrmeuyuBalIMX Hauboiee MOAXOISIIIYI0
JTUCKPUMHUHATHUBHYIO CIIOCOOHOCTh METOIMKH MCCIICTIOBAHUS.

BanupanmoHHbIi OTYET JOJKEH BKIIIOYATH B CE0S:
JI0Ka3aTeIbCTBO TUCKPUMHUHATUBHON CIIOCOOHOCTH METOJWKH WCCIEIOBAHWN B
OTHOUIIEHUU CIIEYIONIUX IBYX MOIU(MUKAIIMN KauecTBa JIEKapCTBEHHOTO Ipernapara:

W3MCHEHU KOHIICHTPAIMK JICUCTBYIOMIETO BEMIeCTBa (MIyTeM M3yYCHHS 3aBUCUMOCTH
CKOPOCTH BBICBOOOXKICHHS JIEUCTBYIOIIETO BEIIECTBA KaK (YHKIIMH €r0 KOHIICHTPAIMHU B
JIEKapCTBEHHOM Tipernapare (He MeHee 4eM il 3 pa3IuuHbIX J03UpoBOK)). HeoOxomumo
MOATBEPAUTh JTUHEWHOCTHh (C KO3 duimentom koppemsiuuu r2 > 0,90) KOHIEHTpaUH
MCCJICAYEeMOro JICKAPCTBEHHOIO0 Tpernapara U CKOPOCTH BBICBOOOXKICHHUS JICHCTBYIOIICTO



BelecTsa u3 Hero (R) B yciioBusAX, Koraa AEMCTBYIOLIEE BEIIECTBO IMOJTHOCTHEO PACTBOPEHO.
Jlist cycneH3uii HeoOXOAMMO TaK)Ke YCTAaHOBUTH M MPOAHAIU3UPOBATH 3aBUCUMOCTD MEXKIY
KOHIICHTpAIUeH JEUCTBYIOIIETO BEIIECTBA M CKOPOCTHIO €ro BhICBOOOXIeHus (R);
M3MEHEHHBIX IO COCTaBy U (HhapMaleBTUKO-TEXHOJOTHYECKUM IapaMeTrpam
JEKApCTBEHHBIX (OPM JIEKAapCTBEHHOTO IpernapaTta ¢ H3MEHEHUSMH B KPUTHYHBIX
MOKa3aTensixX KauyecTBa (JUCKPUMUHUPYIOUIYIO MOIIHOCTh HCIOJIb30BAHHON METOJUKH
HEOOXOAMMO TMOATBEPAUTh [Js TAKUX I[OKa3aTelel, Kak paclpelelieHue 4YacTHI]
JEHCTBYIOLIETO BELIECTBA MO pa3Mepy WIM PEOJIOTHYECKUN MPOQPMiIb JIEKapCTBEHHOTO
npenapara, a Takke JJIsl KpUTUYHBIX MePEMEHHBIX Mpoliecca MPOU3BOACTBA UM KPUTUYHBIX
NEPEMEHHBIX KOJIMYECTBEHHOI'O COCTaBa BCIIOMOTraTeNbHbIX BelecTB). Heobxonumo nsberats
MOJIHOTO HMCKJIFOUEHHS] OJHOr0 Wi Oojee Cnelu(PUUHBIX BCIIOMOTaTEIbHBIX BEIIECTB U3
M3MEHEHHOH MO cOCTaBy M (papMalleBTHKO-TEXHOJOTHYECKUM MapaMeTpam JIeKapCTBEHHOMN
(dbopMsI npenapara;
pe3yNbTaThl U3YYEHUS TPOMEKYTOUHON NPELM3NOHHOCTH METOAUKH B OTHOILIEHUH OHOM
U TOW € CEPHH JIEKAPCTBEHHOI'O IIpenapara, BHIIOJIHEHHON Pa3HbIMU OIEpPaTOPAMU B pa3HbIe
nuu (kputepuit mpuemsemoctu: CV <10 %).
pe3yabpTaThl U3yYEHUSI YCTOMYUBOCTH METOJHWKU B OTHOIIEHUM BapualUil B CKOPOCTH
MIEPEMEIINBAHMUSA, KOJIMYECTBE HAHOCHMMOIO JIEKAPCTBEHHOrO IIpenapara, NPUHUMAIOLIEH
Cpeabl U €€ TEMIIEPATYPBI.

4, Hpe,T.[CTaBJICHIIC JAHHBIX O BAIHAAINH MCTOMNKH HCCIICIOBaHUA

JUisi mepBOHAYAIBHOW BallMJallMM METOJWKH HCCIEIOBAHUS WM MOATBEPKIACHUS
HKBUBAJIEHTHOCTH HEOOXOJMMO HCHOJIb30BaTh HE MeHee 12 00pa3loB Ha CEepuIo
JIEKapCTBEHHOI0 Ipenapara. B ciydae ucnosib30BaHUsI METOJUKH JUIsl PYyTHHHOTO KOHTPOJIS
KauecTBa JIOMYCKAETCs UCIIOJIb30BaTh HE MeHee 6 00pa3IoB.

JlanHble 0 npoduie BBICBOOOXKIECHHUS in Vitro AEHCTBYIOIIETO BEUIECTBA HEOOXOIUMO
MpeACTaBUTh B TabmumuHoM u rpaduueckom ¢opmartax. [lpodunu BICBOOOXKICHUS
JEHUCTBYIOIIEr0 BEHIECTBA JOJKHBI OBITh NPEACTABIECHbI B KOOpAMHATaX 3aBUCHUMOCTH
KOJIMYECTBA BHICBOOOIMBIIETOCS JIEHCTBYIOUIETO BEIIECTBA B €IMHUIIAX MACChl HA EIUHUILY
TUIOLIaAN MEMOpaHbl BBICBOOOXKIEHUS OT BPEMEHHU.

B ciiyuae npuMeHeHus pacIIMpeHHON (hapMaleBTUYECKON SKBUBAJICHTHOCTH:

3aBUCUMOCTh KYMYJISITHBHOTO BBICBOOOXK/ICHUSI (HAKOTUICHHMSI) IEMUCTBYIOIIETO BEIIECTBA
OT KBaJPAaTHOI'O KOPHS U3 3HAYEHUSI €r0 BPEMEHH BBICBOOOXKIEHUS TOJIKHA OBITh JTMHEHHOM;

napamMeTp R 1071KeH 3HaUUMO OTIMYaThCs OT HOJIS;

90 %-i1 ToBepUTEIbHBINM UHTEPBAJ JIJIsi OTHOIICHUS CPeAHUX 3HaueHui mapameTpoB (R) u
(A) ns uccnemyeMoro npenapara v npemnapara CpaBHEHUS TOJKEH HaXOAUThCS B TPaHULIax
Kputepus npuemiieMoctd, paBHbix 90,00 — 111,00 %;



BpeMsI 3aJ€P>KKH BHICBOOOKIEHUS (€CITU TAKOBOE UMEETCS ), TOHKHO OBITh OJMHAKOBBIM
JUISL UCCJIEyeMOTOo Mpernapara W Mpemnapara CpaBHEHHS (TO €CTh OTJIMYHS JIOJIXKHBI

cocTaBJIATh He 6ojiee = 10 %).

IMMPUJIOKEHUE Ne 2
kK TpeboBaHIsM K Ka4eCTBY
1 OMO3KBHUBAJICHTHOCTH
JICKapCTBCHHBIX ITpEnapaToB JAJId
MECTHOTO ITPUMEHEHHS TIPH
HAHECCHUH Ha KOXXY U MHBIX
Croco0ax JIOKaJILHOTO MPUMEHEHHS

METOVIKA

WCCJIeIOBaHMS IPOHUKHOBEHMA B KOy in vitro (IVPT)
1. O6nactp npuMeHeHus ucciaeposanmii [VPT

VYcraHoBlIeHHE XapaKTEPUCTUUECKOTO MPOoduias MPOHUKHOBEHUS JIEKApPCTBEHHOIO
mpernapara ¢ UCIOIb30BaHUEM TUCKPUMHHATHBHOTO UCIIBITAHNS HAa IPOHUKHOBEHHE 1N Vitro (
IVPT) npumensercst mpu KOHTPOJI€ BHOCUMBIX U3MEHEHUN B JICKAPCTBEHHBIN Ipernapar BO
BpEMSl €r0 JKHW3HEHHOrO M[uKia. JlaHHOE€ WuCCIeNOBAaHHE C HU3YYCHUEM KHHETUKH
IIPOHUKHOBEHUSI JECUCTBYIOLIETO BELIECTBA B KOXY JIOIYCKAETCS TAKXKE MPOBOJIUTH IS
000CHOBaHUS HKBUBAJICHTHOCTHU UCCIEAYEMOT0 JIEKaPCTBEHHOT O Mpernapara.

[Ipu npoBeneHUM HCCIENOBAHUNM SKBUBAJIEHTHOCTU CPaBHUBAKOTCS MCCIIENAYEMBIN
npemnapar W Ipenapar CpaBHEHUS BMECTE C HETaTUBHBIM KOHTpOJIEM (Hampumep,
JeKapcTBEHHON (PopMoO# mpemapara, ¢ COCTaBOM COOTBETCTByIomend 50 %-i mo3upoBKe
HCCIIeTyeMOTO JIEKApCTBEHHOTO Mpenapara, ¥ TaKUMH ke (HapMarieBTUKO-TEXHOJIOTUUECKUMHU
XapaKTePUCTUKAMH ).

2. Ta3aifH HCCIeI0BaHML

C uenpr0 MUHAMU3ALHU PUCKA BBIMOJIHEHUSI CMELMICHHON OLIEHKH KBHUBAJCHTHOCTH B
IPOTOKOJ MCCIEAOBAHUS BKJIIOYAKOTCS METOAbl OCICIUICHUS U PaHIOMM3ALMU WU WHbBIE
000CHOBaHHBIE 3aBUTEIEM MEPbl MUHUMM3AIIUK PUCKA BBITIOJTHEHUS CMEIIICHHOM OLICHKHU.

B nensx moarBep:kAEHHS TOrO, YTO JEMCTBYIOLIEE BELIECTBO IPOHUKAET B KOXKY,
BaJIUJAIlMK YCJIOBUM M KPUTHUYECKUX (AKTOPOB HUCCIAENAOBaHUS (TaKUX KaK BHUJ
UCIIOJB3YEeMOro TpuOopa, HaHOCHMAs [103a Mpemapara, BpeMs B3STHS MPoO, CKOPOCTH
nepeMeIIuBaHus U T. J.), @ TaKkKe 000CHOBaHMS pa3Mepa BHIOOPKH JOHOPOB, HEOOXOIUMBIX
JUTSI TIPOBEICHUST OTIOPHOTO HMCCIICIOBAHUS, TIPOBOJUTCS MIJIOTHOE UCCIEAOBAHUE In Vitro (
IVPT), B X011€ KOTOPOTO CPAaBHUBAIOTCS UCCIICTyEMbIN JIEKapCTBEHHBIN Tpernapar U mnpermnapar
CpaBHEHHUS.

B xone npoBeaenus uccnenosanus in vitro (IVPT) HeoOxoaumo 000cHOBATH BEIOOP BCeX
CHEAYIOMINX KPUTHUUECKHUX MMApPaAMETPOB:



a) BuJ BeIOpaHHO# MeMOpanbl. Heo0x01MMo MCIOb30BaTh KOXKY B3POCIIOTO YEIOBEKa €X
vivo. IIpoTtokon wucciaenoBaHus [JOJKEH COJEp)KAaTh 3apaHee YCTaHOBJIECHHBIE U
000CHOBaHHBIC KPUTEPUM BKJIIOUCHUSI WIJIM HEBKIIOUCHHS B UCCIEAOBaHUE (BUJ KOMXHBIX
JIOCKYTOB, aHATOMHYECKass 00JIacTh MX MCCEUYEHMUs, YCIOBHUS U MPOJOJIKUTEIHHOCTDh HX
xpaHeHus). st ucceueHus: KOKHOTO JOCKyTa y JOHOpPA HE UCIOIB3YIOTCSA YYaCTKU KOXKHU C
TaTyHpOBKaMU, JIOOBIMU JAEpPMaTOJIOTHYECKUMHU aHOMAJIUSMHM WA YYacTKH HMEIOIue
M30BITOYHBIN BOJIOCSHOM MMOKPOB).

JlonyckaeTcss MCNOJb30BAHUE PA3HBIX TEXHUK HCCEUYECHUS KOXXHBIX JIOCKYTOB.
HeoOxoauMo moATBEpAUTh, UTO TEXHUKA MCCEUCHUS U XPAHEHUS KOXKHBIX JIOCKYTOB HE
MPUBOJIST K MOSBICHUIO apTe(PaKTOB aHATUTUICCKON METOIUKU U HE HAPYIIAIOT OapbhEePHYIO
dbyHkuoo Koxu. He momyckaercs: uccekaTh KOKHBIM JIOCKYT Ha BCIO TOJIIIUHY, TTOCKOJIBKY
ATO MPUBOJUT K UCKYCCTBEHHOW OTCPOUKE MPOHUKHOBEHUS JIEUCTBYIOIIETO BEIIECTBA, €CIU
3asiBUTEIEM He 000CHOBAHA JOMYCTUMOCTh TaKOTO HCceueHus. B mpoTokoie uccieaoBaHus
HEOOXOJUMO OMHUCATh TOJIIHUHY, HA KOTOPYH) HMCCEKAETCS KOXHBIA JOCKYT, U TEXHUKY
pa3leNIeHHs] CI0EB KOKHOTO JOCKYTa.

[{es0cTHOCTh KOKHM HEOOXOJMMO MPOBEPSITH MEpe]l HayajaoM MPOBEICHUS KaI0To
HKCIIEPUMEHTA M TI0Cie ero OKOHuYaHus. BeIOOp BUIa mccaeqoBaHus ETOCTHOCTH KOXH H
KpPUTEPUHU €ro MPUEeMIIEMOCTH HEOOXOAMMO OOOCHOBATH B MPOTOKOJIE M B OTYETE IO
pe3yJibTaTaM HcciefoBaHus. Eciau Mcnosib3yloTcsi pa3Hble KPUTEPUH MPUEMIIEMOCTH IS
OLICHKH LIEJIOCTHOCTU KOXU JI0 Ha4aJla U MOCIe OKOHYaHUS IKCIIEPUMEHTA BO3MOKHOCTh UX
MPUMEHEHHSI JOJDKHA OBITh O0OCHOBaHA 3asgBUTEIEM W TAaKUE KPUTEPUU TOJKHBI
OPUMEHSTHCS €AMHOO0PAa3HO BO BCEH Cepuu MapayljIeIbHBIX YKCIIEPUMEHTOB.

HeoOxoaumo momy4yaTh KOXKHBIE JIOCKYThI OT pa3HbIX JOHOPOB. Ha KOXHBIN JTOCKYT OT
OJIHOTO W TOTO >K€ JOHOpa JOJDKHBI OBbITh HAHECEHBI MCCIIEIYyEeMbIH Ipemapart, mpemapar
CpaBHEHUS M Tpernapar HEraTUBHOTO KOHTPOJsi. ONTUMANIBHBIM SIBJISIETCS HAHECEHUE ATUX
MpenapaToB Ha COCEHUE YUACTKU B KaXKJ10il TOBTOPHOCTH.

Uucno JOHOPOB KOXKHU JOHKHO OBITH HE MeHee 12 (He MeHee ABYX MOBTOPHOCTEM Ha
JIOHOPA).

[IpuGop 115 OLIEHKH MPOHUKHOBEHUS JIEKAPCTBEHHOIO Mpernapara B KOXKY JOJDKEH
obecrieurBaTh TEMIIEpPATypHBIM KOHTPOJIb B 3aJaHHBIX Mpelesiax Ha MPOTSKEHUU BCETO
JKCIIepUMEHTa. Temmeparypa MOBEPXHOCTH KOXU JOJDKHA OBITh CTAaOMIBHOW U
COOTBETCTBOBATH Auana3zony 32 + 1 °C;

0) BBIOOp TpHUHUMAKIIECH cpeasl pacTBopeHHs. HeoOXommMo mpecTaBUTh
MOATBEPKACHUE COXpAaHEHUsl YCIOBUM HeHachilleHus (sink conditions) nmpuHUMAarOIIEH
Cpelpl B COOTBETCTBUHU C YCIOBUSIMH, ONMMCAaHHBbIMU 151 uccnenoBanus [VRT B npunoxenun
Ne 1 x TpeGoBaHUsSIM K KaueCTBY U OMOIKBUBAJICHTHOCTU JIEKAPCTBEHHBIX MpPENapaToB s
MECTHOTO MPUMEHEHHUSI PU HAHECEHUHU Ha KOXKY U MHBIX CIIOCO0AaX JOKAIbHOTO MPUMEHEHUSI.

[IpunuMaromias cpena pacTBOpPEHHs J0KHA ObITH BOAHOM OydepHOi cuctemoii, eciu
3asiBUTEIEM He 000CHOBaHO WHOe. HeoOxoaumo mpeacTaBUTh JOKa3aTeIbCTBO TOTO, YTO



BbIOpaHHAs TPUHUMAIOIIAsl Cpela HE HapyllaeT IeJIOCTHOCTH KOXKHOTO Oaphepa Ha
MPOTSIKEHUU UCCIICIOBAHMUSI.

Bxitouenne aHTUMUKPOOHOTO CpEJCTBAa B COCTAaB NMPUHHUMAIOIICH CpPEabl IS
MUHUMH3AIUNA TOTCHIUAIBHONW OaKTepUaIbHONW JEKOMIIO3UIIMU KOXKHOM MeMOpaHBbI
JOTyCKAEeTCsl, MPU YCIOBUHM, OTCYTCTBHUSI BO3MOXXHOCTH HCKaXEHUSI (DU3UOJIOTUYECKUX
CBOMCTB KOH WM PE3yJIbTaTOB aHAIN3A;

B) BpeMs B34ATUsA Npo0. Unciio BpEMEHHBIX TOYEK B3SATUSA MPOO JOJKHO OBITH
JIOCTaTOYHBIM, JJIs TOJYYEHUs TIOAIOIIUXCS UHTEPIIPETAuy nMpoduaei MPOHUKHOBEHHUS
JEUCTBYIONIET0 BEIIeCTBA (MHTEPBal BpEeMEHU OTOOpa MPOoO TOIKEH OXBATHIBATH MEPUO]T C
MaKCHUMaJIbHOU CKOPOCTHIO a0COPOITNH JACUCTBYIOIIETO BEIIECTBA U TIEPHO/] C TIOCIEAYOIIHM
CHUKEHUEM CKOpPOCTH a0CcopOLMM JIEMCTBYIOUIErO BEIECTBA, HA ydacTKaX HauOOJbIIEro
U3MEHEHUSI CKOPOCTU aOCOpOIMHU JEHCTBYIOMIETO BEIIECTBA YaCTOTa 0TOOpa Mpod MOmKHA
ObITh BhIIIE). [IpOAOIKUTENBHOCTh HCCIEAOBaHUS JIOJDKHA COCTaBisATh 24 uvaca. Ecnu
MPOJOJIKUTEILHOCTh HMCCIEOBAHUS TpeBbIIaeT 24 yaca, HEOOXOIUMO J0Ka3aTh, UYTO
OapbepHas PYHKIUS U IETOCTHOCTD KOKH COXPAHSIOTCA Ha TOM K€ YPOBHE, UTO U B MEPBbHIE
24 4aca SKCIIEpUMEHTA;

I') KOJWYECTBO U CIOco0 HAHECEHMSs JICKapCTBEHHOTO mpemnapara. Hanocumas mosa
JIEKapCTBEHHOT0 Mpernapara J0/KHA HAaXOAUThCS B auamna3zoHe 2 — 15 mr/cM2 Koxu u
COOTBETCTBOBATH PEXKHUMY JIO3UPOBAHUS YKa3aHHOMY B OOIIEd XapaKTEpUCTUKE
JIEKapCTBEHHOTO Tpernapara, eciii He 000CHOBaHO MHoe. HaneceHue m03bI JOJIKHO OBITh
BAIMIMPOBAHO, YTOOBI 00ECMEUUTHh BOCHPOU3BOAUMOCTH (£ 5 %) W OIHOPOIHOCTH
pacmpenesnieHus JIEKapCTBEHHOTO Tpernapara 1o KOXHOW MemOpaHe. JloHOpCckuit
KOMITAPTMEHT JOJDKEH OBbITh 0€3 OKKIIO3UM, €CIU HHOE HE MNPEeayCMOTPEHO oOuiei
XapaKTEepUCTUKOM JIEKAPCTBEHHOTO IIpenapara;

1) BBISIBIICHHE W HCKIIOYEHHE pUCKA MOTCHIMATbHOM KOHTaMUHAIUM U (WJIN)
HCKXAIOMUX BO3JACUCTBUM. 1 BBISBICHHUS MOTEHIIMAIbHON KOHTAMHUHAIMK U (WJIN)
HMCKaXKAIOMMX BO3JCUCTBUN CIEAYeT B3ATh HECKOJBKO MpoO Ha aHamW3 U3 KaxIou
1 Py3MOHHON aHATUTHYECKOW STMEHKH 0 HAaHECEHUS B HEE MCCIEAYEeMBIX IPEenapaToB U
IPOBECTU MAPAJIJIENbHBIN YKCIIEPUMEHT C "XOJOCTON" KOHTPOJBHON KOXKE€W Ha KOTOPYIO HE
HAHOCATCS JICKAPCTBEHHBIE MPENapaThI;

€) MEeTOoJ OclieluieHus. B MmpoTokoyie uccieloBaHUus U B 3aKIIOUYUTEIBHOM OTYETE
HEOOXOJAUMO TMPEACTaBUTh MOJAPOOHOE ONMUCAHUE MPOLEAYPHl OCJEIICHUS. YTaKOBKH
UCCJIEAYEeMOro Tpernapara, rnpernaparta CpaBHEHHUs] U HETaTUBHOTO KOHTPOJIS JOJDKHBI OBITH
BHEIIHE HWJICHTUYHBIMHU, YTOOBI TMOJJEPKUBATH HAJJIEKAIIUNA YPOBEHb OCIETIICHUS
YYaCTHUKOB HCCIeoBaHMsI. MeTol W cXeMy paHJOMHU3aIllMd HEO0OXOIWMO ONHCATh B
IPOTOKOJIE UCCIIEOBAHHUS;

) UCIIOJIb3YEMbIC AHATUTUYECKUE METOAUKHU. [[7151 TekapCTBEHHOr0 Mpenapara ¢ HU3KO!
JO3UPOBKOM aHATUTUYECKHE METOJIMKH JIOJDKHBI OBITh BATMIUPOBAHBI M UYBCTBUTEIbHBI IS



KOJIMYECTBEHHOT'O OIMpEJeeHUs JEUCTBYIONMIEr0 BEIIECTBA B MPUHUMAIONICH cpelie B
pa3TuYHBIC BPEMEHHBIC TOUKH;

3) cTaOMIIBHOCTH JACHCTBYIOIIEr0 BemecTBa. HeoO0XoauMo moATBEpIUTh CTAOMIBHOCTD
JICHCTBYIOIIETO BEIIECTBA B MPUHUMAIOMIEH Cpe/ie B TEUCHUE BCETO MEpUOja MPOBEIACHUS
uccinenosanus [VPT u xpanenust oopasua 10 ero aHaausa.

3. Bammnamua Meromuku uccinegosaanda IVPT

B peructpanroHHOe 10Cb€ HEOOXOAUMO BKJIIOYATh OTYET O BAJIMJALUU UCCIEAOBAHUS
IVPT u oueHke ero mpurogHOCTH Il CPAaBHEHUS JIEKaPCTBEHHBIX IIPEINApaToB.

[IpuroHOCTh yCIOBUI UCCIEAOBAaHUN HEOOXOJUMO MOATBEPAUTH C MCIOJIB30BAHUEM
CEepUH JIEKapCTBEHHOTO Ipenapara C pa3HbIMM IOKa3aTeasIMM KadyecTBa (HEraTHBHBIM
KOHTpOJIb) (Hanmpumep JiekapcTBeHHas (hopma mpenapara ¢ COCTaBOM, COOTBETCTBYroIUM 50
%-1 03MPOBKE HCCIEAYEMOrO JIEKAapCTBEHHOrO Mpernapara ¢ TaKUMH Ke
(bapManeBTUKO-TEXHOJIOTMUECKMMHU XapaKTePUCTUKAMHK), B OTHOILIEHUH KOTOPOTO MOKa3aHbI
CTaTUCTUYECKOE OTJIMYME OT UCCIEAYEMBIX MTPENapaToB U HEIKBUBAIEHTHOCTh CPABHEHUS C
HUMH.

JlonyckaeTcs HMCHOJIb30BAaTh MHBIE CEpUM IMpernapara ¢ BHECEHHBIMU B HHX
IIOKAa3aTeJIbHBIMA U3MEHEHHUSIMU 110 CPABHEHUIO C N3YYaEMBbIM JIEKAPCTBEHHBIM IIPENIapaTOM.
[TogoOHbIe MOKa3aTenbHbIE U3MEHEHHS MOT'YT OTHOCHUTHCS K KOJMYECTBEHHOMY COCTaBY
JEKapCTBEHHOI0 Ipemnapara, (papManeBTHKO-TEXHOJOTMYECKUM IMapamMeTpaMm  ero
JIEKapCTBEHHOW (OpMBI, KPUTHUYHBIX IOKa3zaTesneil kadecTBa W (MJIM) HUCIOJIb30BaHUS
HE3HAUNTEIHbHO MOJU(DHUIIMPOBAHHBIX MapaMeTpOB MPOU3BOJCTBEHHOTO mpoiiecca. [Ipu
BBIOOpE TMOKa3zaTejed KauecTBa JJisl BHECEHUS HM3MEHEHHH CIIENyeT HCIOJb30BaTh
MMEIOLIMECS TAHHBIE O XapaKTEPUCTUKAX IEUCTBYIOIIEr0 BEMIECTBA, COCTAB JIEKAPCTBEHHOTO
npenapata U (papMaleBTUKO-TEXHOJOTMUYECKUE NapaMeTpbl JIEKapCTBEHHOUW (HOpMBI
JekapcTBeHHOro mnpenapara. HeoOxonumo m30eraTtb MOJHOTO HUCKIOYEHUS OJHOTO WIIU
Oonee crnennPUUHBIX BCIIOMOTaTeNbHbBIX BELIECTB (HAPUMED, YCHIUTENS] MPOHUKHOBEHUS,
KOHCEPBAHTOB) U3 U3MEHEHHOM 0 COCTaBy M (hapMaleBTUKO-TEXHOJIOTMUECKUM MapamMeTpam
JIEKapCTBEHHOM (pOpMBI MIpenapara.

4. TIpencraBieHNe JaHHBIX

HNanusie uccnegopanus [VPT HE0OX0IUMO MPEICTaBUTh B TAOTHMYHOM U TpadudecKoM
dbopmarax. HeobxoauMo mnpeicTaBUTh BCE MOJIYyUYEHHBbIE WHAMBUIyaTbHbIC JaHHBIE H
napaMeTpbl MO KaXJOMY H3YYEHHOMY COCTaBy U (PapMaleBTUKO-TEXHOJOTMYECKUM
napamMeTpaMm JIeKapCTBEHHOM (OpMbI TOTOBOTO JIEKAPCTBEHHOrO IpernapaTta BMECTE C
00001al0IUMH CTaTUCTHKaMU. B 11ensax cpaBHeHus npo@uisi BEICBOOOKIEHUS, HEOOXOAUMO
IIPEACTABUTh CIIEAYIOLIEE:



rpaguK 3aBUCHMOCTH YJEJIbHOW MacChl HAKOIUIEHUS JAEHCTBYIOLIEro BEIIECTBa,
MPOHUKIIETO Yepe3 eINHUILY TUIOMAAN KOXH (BBIPaKEHHOTO B €IMHUIIAX MAacChl HA CM2), OT
BpPEMEHH;
rpaduK 3aBUCHUMOCTU YJEJIBHONW CKOPOCTH abCOpOIMU NEHCTBYIOIIETO BemecTBa (
BBIPAKEHHOM B €IMHUIIAX MACChl HA CM2 B 4ac) OT BPEMEHH.
Heo6xonumo omnpenenuTs U CpaBHUTH pEJIEBAHTHBIE MapameTphbl MPOHUKHOBEHMUS,
HaIpUMep MaKCHMaJIbHYI0 CKOPOCTh abcopOrmu (J ) 1 001Iee KOTHIeCTBO CHCTBYIOMIECTO

BEILICCTBA, IPOHHKIIICE B KOXKY K KOHILY KCIIepUMEHTa (A, |)-

B cnmyyae ucnosbp3oBaHUs PEIUIMKATUBHOTO AW3aliHA HCCIENOBAHUS PE3YJIbTAThI,
MOJIydeHHbIE Ha OyONUPYIOMIMX ydYacTKax y OJHOTO M TOTO K€ JOHOpa, HEOOXOIUMO
IPUBECTU K YCPEIHEHHBIM IOKa3aTelsAM (MCIOJIb3ysl I€OMETPUUYECKOE CPENHEE) Iepen
IIPOBENCHUEM CIIEAYIOIIETO UCCIIEIOBAHU.

ITapaMeTpbl SKBUBAJIEHTHOCTH COOTBETCTBYIOT KPUTEPUAM IIPUEMIIEMOCTH IIPU YCIIOBUH,

410 90 %o-HbIC IOBEPUTEIBHBIC HHTEPBAIIb! IAPAMETPOB dKBHBaneHTHOCTH (J ) 1 (A )

pPAacCUMTAaHHBIX KaK OTHOILIEHUE CPEOHHUX IMOKa3aTeJel HCOBITYEMOro Ipenapara K
COOTBETCTBYIOLMM CPEIHUM II0KA3aTENsIMU IIpErapaTa CpaBHEHUs HAXOIATCS B UHTEpPBAJIE
paBaoM 80,00 — 125,00 %, ecnu 3asiBUTENIeM HE OOOCHOBAHBI MHbBIE T'PAHULIBI KPUTEPHUEB
IIPUEMIIEMOCTH.

Pacmmpenue rpanun xpurepues npuemiieMoctd mist 90 %-ro 1OBEPUTENBHOIO
uHTepBana (MakcuManbHo 10 69,84 — 143,19 %) nomyckaeTcs B cllydyae BBICOKOU
BHYTPUUHAMBHUIYyaIbHON BapraOeIbHOCTH, HAOMI0JaeMOM ISl JIEKApCTBEHHBIX MIPENapaToB C
HU3KOM TI03UPOBKON U OrpaHU4YeHHON AU dy3ueid, eciau 3T0 KIMHUYECKH 000CHOBAHO.

OneHKa pacIIMPEHHBIX KPUTEPUEB MPUEMIIEMOCTH BBIIIOJIHAETCS B COOTBETCTBUM C
nogpasnaenom 11 pazaena I [pasui.
HccnenoBanue NprU3HAETCS BaIUAHBIM UCKIIFOUUTENIBHO NP COOJIFOCHUM CIEIYIOIINX
YCIIOBUU:

a) ISl KPUTEPHEB IIPHEMICMOCTH [TapaMETPOB KBHBaneHTHOCTH (J_ ) U (A, )):

90%-11 nOBEPUTENBHBIM HHTEPBAN ISl OTHOLIEHUS CPEAHUX MCCIEAYEMOTO
JEKapCTBEHHOI'0 TMpernapara K HEraTUBHOMY KOHTPOJIIO JOJDKEH OBITh TMOJHOCTHIO BHE
nnrepsana 80,00 — 125,00 %;

90%-¥1 1OBEpUTENBHBIA UHTEPBAI 11 OTHOILICHUSI CPEIHUX Ipenapara CpaBHEHUS K
HEraTUBHOMY KOHTPOJIIO JTOJKEH OBITh MONHOCTHIO BHE HHTepBaia 80,00 — 125,00 %;
0) JUTsl MPUBEICHHBIX B OTYETE IOMOJHUTEIHHBIX MTapaMETPOB MMPOHUKHOBEHUS (BpEMS 710
MaKCHMaJbHOH CKopocTH abcopbumn (t ) W BpeMs 3aJCPKKH BBICBOOOXKICHNS)

BBITIOJIHAKOTCA CIICAYIOIMNUC YCIIOBUA!



BpEMsI 3aJICPKKH BBICBOOOKICHUS (€CIIM TAKOBOE MMEETCS) JIJISl MCCIIEyEMOro TIperapara
U Ipernapara CpaBHEHUS JOJKHO OBITh OJIMHAKOBBIM (TO €CTh OTJIWYHS JOKHBI COCTABIIATD
He 6oisree + 10 %);
J00BIC Pa3IMyus B TapaMeTpax MPOHUKHOBEHUS JODKHBI ObITh OIEHEHBI C TOUKH 3PEHUS
UX BJIMSIHHUS Ha SKBUBAJICHTHOCTD;
B) YCTaHOBJICH MaTepUalbHbIN Oaganc. HeoOxoaumo mpeacTaBuTh pacyerT:
HAKOIUICHHOT'O KOJIMYECTBA JICHCTBYIOMIETO BEIICCTBA, MPOHUKIIIETO B MIPHHUMAFOIIYIO

cpery (Atotal);

OO0IIIET0 KOJUYECTBA JICUCTBYIOIIETO BEIIECTBA, yAepKUBaeMoTo (S, . 1) B oOpasiax Koxu

total

KOJIM4YCCTBa I[@ﬁCTBYI-OIHCI‘O BCUICCTBA, OCTABIICTOCA Ha 060py,Z[OBaHI/II/I, MMPpUMCHACMOM

JUIsL OYHCTKH MM 000PYNOBAHHH, HCIIONB3yeMOM B dkcepumente (R, ).

B ciyuae eciu oOuiee HakoIJIEHHE ACHCTBYIOLIETO BEIIECTBA, MPOHUKILETO B
npuHuUMarIyto cpeny cocrabisger 90 — 110 % He TpeOyeTcsi HUKaKoro JOMOJHUTEIBHOTO
000CHOBaHUs MaTepuaibHOro Oananca. B ciayyae Hanuuusi 3HAYUTENbHOW BapruaOeIbHOCTH
MoKaszaTesiell MPUYMUHBI €€ BO3HUKHOBEHHS HEOOXOIMMO NE€TalbHO MPOAHAIU3UPOBATH U
MOSICHUTb.

JomyckaeTcss OTJIENbHO aHAIU3UPOBATH KOJMYECTBO JACHCTBYIOIIEIO BEIIECTBA,
yAEP)KUBAEMOTO B Pa3HBIX CJIOAX KOXHU (POrOBOM CJIO€ W IMUAEPMUCE), YTOOBI OIECHUTD

pacripenieieHue ISHCTBYIOIIETO BEIIECTBA B KOXKE YSIIOBEKA.

[MPUJIOXKEHHUE Ne 3
K TpeGoBaHMSM K Ka4eCTBY
1 OMOPKBUBAJIEHTHOCTH
JIEKapCTBEHHBIX MTPENapaToB s
MECTHOT'O IIPUMEHEHUS TIPU
HaHECEHUH Ha KOXKY U MHBIX
croco0ax JOKalnbHOTO MPUMEHEHUS

METOVIKA

B3ATHA IPOO poroBoro ¢i1os (COCKOO JIMIKO#H JICHTO#)
1. O6mme momoxeHus

Hacrosimast MmeToquka coaepuT CBEAEHUS 00 HCCIEAOBAaHUM METOJOM B3SITHS MPoO
pPOroBOTO €104 (COCKOO JIUMKOM JIEHTOH) 1n VIVO B OTHOILIEHHH MSTKUX JIEKAPCTBEHHBIX (hOPM
, IPOBOJIUMOM B KAadyeCTBE METOJa ONpPEACICHUS KUHETHKU IMPOHUKHOBEHHMS, B LEIAX
000CHOBAaHMSI 3KBHUBAJIEHTHOCTH (BMECTO MPOBEICHHUS HCCIEIOBAHUS TEpPareBTUUYECKON
SKBUBAJIEHTHOCTH).

HccnenoBanrie METOIOM B3SITHS IPOO pOroBOIoO CIIOS SIBISETCS MUHUMAJIbHO HHBA3UBHOM
TEXHUKOH, KOTOPasl MPelyCMaTPUBAET MOCIIEIOBATEIBHOE YIAJIEHUE HAPYKHOTO CIO0SI KOXKH (



pOrOBOTO CJ0SI) C MCIOJB30BAaHUEM JIMIKKUX (AAT€3UBHBIX) JICHT IIOCJIE€ HAaHECEHMUS
JIEKapCTBEHHOTO TMperapara, CoAepIKalllero JAeHCTBYIOIIEE BEIIECTRO.
KonuuecTBo NeMCTBYIOIIEr0 BEIIECTBA B POTOBOM CJIO€ 3aBHUCHUT OT 3 CIIEAYIOIINX
IPOIIECCOB:
pacrpeeneHue JeUCTBYIOIIEro BEMIECTBA U3 JIEKAPCTBEHHOTO MIpernapaTa B pOroBOM CJIOe

nuddy3un TelCTBYIONMIEro BEIIECTBA Yepe3 POrOBOM CIIOH;

pacrnpeneneHus JeHCTBYIONIETO BEIIECTBA U3 POTOBOTO CJI0S B KU3HECTIOCOOHBIE TKAHH.

OcCHOBHOE NMPEUMYIIECTBO UCCIEOBAHUS METOIOM COCKOOA JIMMKOM JIEHTON COCTOUT B
TOM, YTO HCCJEIOBAaHME IIPOBOJUTCS In VIVO ¢ TOJHOCTBbIO (DYHKIIMOHUPYIOIICH
MUKPOUUPKYISIUENH KOXKHU, B pE3yJbTaTe Yero KIMPEHC NEHCTBYIOIIETO BEIIECTBA U3 KOXKHU
IIPOUCXOIUT OECIPENSITCTBEHHO.

VYkazaHHOe Hccle0BaHUE MO3BOJISET MOJYUUTh JaHHBIE O JIOKAJbHON OMOJAO0CTYITHOCTH
MSATKHX JIEKaPCTBEHHBIX (DOPM JIEKAPCTBEHHBIX NIPENapaToB, ACUCTBYIOIIMX HA POTOBOM CIIOi
WIK B HEM (Harpumep, NPOTUBOTPUOKOBBIX JEKAPCTBEHHBIX IpemnapaToB). B ciyuae ecnu
L[eJIEBbIE MeCTa JACHCTBUS BBIXOAAT 3a IPEAENIbl POrOBOTO CJOSA, UCCIEJOBAHUS METOJI0M
COcKo0a JINMKOW JIEHTOM MOTYT MO3BOJUTH MOTYYUTh MOAXOISIIYI0 CYyppOTraTHYIO OLEHKY,
4TOOBI OXapaKTepHU30BaTh CKOPOCTh U CTENEHb a0COPOIMHU JIEKapCTBEHHOrO Ipernapara
JEHCTBYIONIETO BEIIECTBA MOAJICKAIUMY TKAHSIMHU.

HccnegoBanusi METOIOM COCK00a JIMIKOM JIGHTOHM 1n VivO MPUMEHSIOTCS B OTHOILIEHUU
JIEKapCTBEHHBIX IMpEnapaTroB B ciiydae mpoiecca AudQy3un ACHCTBYIOMIETO BEIIeCTBa B
pOTOBOM CclOM M CKBO3b Hero. Takum o0Opa3oM, yKa3aHHOE HCCIEIOBAHHE HE CIEeyeT
MCITI0JIB30BaTh ISl UCCIIEIOBAaHUI JIEKapCTBEHHBIX MPENapaToB, HAHOCUMbBIX Ha 3HAYUTEIBHO
MOPAXEHHYIO KOXY (HAampuMmep, OTKPBITbIE PaHbl, 0KOTH) WU KOXKY HEIOHOIIEHHOTO
HOBOPOXKJICHHOTO, a Tak)Ke€ HE MPUTOJAHO B OTHOLIEHHUM JIEKAPCTBEHHBIX MpPENapaTos,
COJIEpIKAIUX JIETYYHE JEWCTBYIOIME BEIIECTBA WM BEIIECTBA, KOTOPBIE IMOCTYHAIOT
MPEUMYILIECTBEHHO B JIEPMAJIbHbBIE CIIOU KOXKU (BOJIOCSIHBIE (POJUTUKYJIbI, CAJIbHBIE JKEJIE3bl).

2. Pa3paboTKa M OITHUMH3AIAI METOANKHA

HccnenoBanue METO0M COCKOOA JIUMKOM JIGHTOW HE SBIISIETCS aBTOMATHU3WPOBAHHOMN
METOJIMKOM, MOATOMY HEOOXOAMMO MaKCUMaJIbHO CTaHAAPTU3UPOBATH IKCIIEPUMEHTATbHBIN
JTA3aiH.

DKCIEepUMEHTAIbHBIE YCIOBHS OMIOPHOTO UCCIIEA0BaHUS HEOOXOAUMO MPOAHATU3UPOBATH
1 000CHOBAaTh MCXOS U3 BUJA U OCOOEHHOCTEH M3y4aeMbIX MpErnapaToB, a BEIOOP YCIOBUMN
HEO0OXOJIUMO OCYIIECTBIIATh HA OCHOBAHUH PE3YJIbTATOB MIJIOTHOT'O UCCIIEAOBAHUS METOI0OM
cockoba numnkoit neHToi. HeoOxonumo mpeAcTaBUTh B PETHCTPAIIMOHHOM JOChE PE3IOME
pa3pabOTKH M ONITUMHU3AIMU METOa COCKOOA JIMITKOHN JICHTOM.
Bo Bpemsi mpoBeneHHs] MIJIOTHOTO UCCIAEIOBAHUS HEOOXOIUMO BepUPUIIUPOBATH U
000CHOBaTh BBIOOD CIEAYIOIINE YCIOBHUS:



BUJ] HCCJIEYEMOr0 y4acTKa KOxHU. McceienoBanne NOKHO MPOBOAUTHCS HA 310POBBIX
y4acTKaX HOPMaJbHOM KOXM Mpearieubss (JaJOHHOWM MOBEPXHOCTH) C aJCKBaTHOU
OappepHOll (yHKIMEeH Koxku. HeoOxoauMo ompenenuTh KPUTEPUH BKIIOYCHHUS H
HEBKJIIOUCHHS B MCCJIEAOBAHUE OOBEKTOB C Pa3HBIMU COCTOSIHUSIMU KOXKU. Y YaCTKH KOXH C
TaTyUPOBKaMH, JTIOOBIMHU MPU3HAKAMHU JIEPMATOJIOTHICCKUX aHOMAIHN WIH C U30BITOUHBIM
OBOJIOCEHUEM TOJyIeKAT HUCKIIOYEHUIO M3 uccienoBaHua. HeoOXxoauMo yCTaHOBUTH
MPOLEIYPhI TOATOTOBKU U OUYUCTKH YYACTKOB KOXKH IEPE]l SKCIIEPUMEHTOM U B ITPOLIECCE €T
MPOBEICHUSI, YTOOBI YUYACTKH BMEIIATEIHCTBA HE TOBPEXKIATUCH IPOLIEypPAMU OUUCTKY;

COCTOSIHHE UCCJIEAYyEeMOTO yuacTka KoH. [[eocTHOCTh KOKU HE0OXOUMO ONPEeeTsATh
nepes MPOBEACHUEM JKCIIEPUMEHTa W Iociie Hero. [[nd moaTBepkIaeHus LETOCTHOCTH
H3MepseTCs YPOBEHb TpaHcanuaepManbHoi notepu BoAwsl (TEWL) ¢ mpuMeHeHreM HHBIX
METOJIUK TMOJTBEPXKACHUS 1I€JIOCTHOCTH, €CJIM UX MPUMEHEHHE O0OOCHOBAHO 3asBUTEIEM.
Kpurepun npuemsieMocT HEOOXO0IMMO JAE€TAbHO MPOaHATU3UPOBATh 1 00OCHOBATD;

XapakTep HaHeCeHUs (anruMKanuu). B cBSI3U CO 3HAUMMON BHYTPUUHIUBUIYATbHON
BapuabeIbHOCTHIO CPAaBHUBAEMBIE MpENapaThl HEOOXOAUMMO HAHOCUTh Ha KOXY OIHOTO H
TOTrO e cyObeKkTa ucciegoBanus. HeoOxoaumo Takke BKIIOUWTH HAaHECEHUE Ipernapara
HETaTUBHOTO KOHTPOJIS (B KAUECTBE KOTOPOI'O HE MOKET BBICTYHATh MpENapaT CPaBHEHUS), B
LEJISIX MOATBEPKICHUS JTOCTATOYHOW JUCKPUMUHUPYIONIEH MOIIHOCTH METOAUuKU. Creayer
OCJIEIUIATh MCCIIENOBATEINS], OTBEUYAIOLIETO 3a HAHECEHUE HCCIENYEMOIrO JIEKAPCTBEHHOTO
npenapara u cockoO JUIKOM JIGHTOH, YTOObl MUHUMU3UPOBATH CMEILICHHUE;

71032 JIEKAPCTBEHHOT O Npenapara. Mcnonbs3yemyto B UCCIIEIOBAHUU J03Y JEKAPCTBEHHOTO
npenapara HeoOXOJIUMO OMpPEAeNIUTh, UCXOAS U3 OOIIeH XapaKTePUCTUKU JIEKAPCTBEHHOTO
npenapara. Bo Bpemsi NpoBeAeHUSI MHJIOTHOTO HMCCIEIOBAHUS 03y U YYACTOK KOXH JJIs
HAHECEHHUS J03bl HEOOXOIMMO BepUPHUITUPOBATD, I TOTO YTOOBI JOOUTHCA KOJIMYECTBEHHO
ompeaensieMol Macchl JEHCTBYIOIIETO BEIIECTBA B poroBoM cioe. HeoOxoammo Takxke
YCTaHOBUTH TEXHUKY JTO3UPOBAHUS, IIPOLIEIYPHI OCIECIUIEHUS U PAaHAOMU3ALINH;

nu3aiiH ucciaenoBaHusa. HeoOXoaMMO HCIIOJIB30BATh IH3aMH HMCCIEIO0BAHUSA C
OJTHOKPATHBIM TPUMEHEHUEM J103bI (COCKOO KOXHU BBIMOJTHACTCS MOCIE OJHOKPATHOTO
HAHECEHUS UCCIIeyEeMOTO JICKapCTBEHHOTO MpernapaTa 1 nperapaTta CpaBHEHHS);

BPEMEHHbBIE TOUYKHU OIIEHKU Pe3yJIbTaTOB. JlekapcTBeHHbIE MpenapaTbl HEOOXOIAUMO
CpaBHUBATh B JBYX BPEMEHHBIX TOYKax (OJIHa Ha 3aXBaT, OJJHA HA KIUPEHC) Y KaXJ0ro
cyObekTa wuccienoBanus. OnTuUMalbHOE BpeMsl 3axBaTa M KJIHUPEHCA 3aBUCHUT OT
XapaKTepUCTUK JEHUCTBYIONMIUX BEHIECTB U JIEKAPCTBEHHOUW (OPMBI JIEKapCTBEHHBIX
NpenapaToB U JOJDKHO ONPEAENHSATHCA BO BPEMS MPOBEICHUS MUIOTHOTO HCCIIEAOBAHUA.
Bpewmsi 3axBara JODKHO OBITH JOCTATOYHO MPOJOKUTEIBHBIM, YTOOBI JEHCTBYIOIIEE
BEIECTBO JOCTHUTIIIO ycToluuBoi (asbl quddysuun. Jomyckaercs, yToObl BpeMs 3axBara
OBLIO YCTAHOBJICHO JKCIEPUMEHTAIBHO TIO pe3yjbTaTaM ONpPEACICHUS HECKOJIbKHUX
BPEMEHHBIX TOYEK 3aXBaTa U OIPEACICHUEM, C KAKOTO BPEMEHHM Macca U3BJICYEHHOIO U3
POTrOBOTO CJIOSI AEUCTBYIOIIETO BEIIECTBA OCTAETCS MOCTOAHHOM. BpeMs kimpeHca J0MKHO



OBITH JOCTATOYHO TPOJOIKHUTEIBHBIM, YTOOBI O0ECHEUUTh HW3MEPUMBIM TMEPEHOC
JIEUCTBYIOIIETO BEIIECTBA U3 POTOBOTO CJIOS B KU3HECIIOCOOHYIO KOXKY (U TIIyOxKeaexKamiue
TKaHHW), HO HE JOJDKHO TpeBblmath 48 dYacoB, 4TOOB u30exkaTh J000TO dPdexTa
cinymuBaHus Koxu. [IpeamoututenrHo BpeMsl KIHMpeHca, o0ecrieyrBaroliee no MeHbIen
Mepe 25 %-0e CHUKEHUE B Macce JEHCTBYIONIETO BEIIECTBA, U3BIEKAEMOT0 U3 POTOBOTO CJIOA
, IO OTHOIIEHUIO K Macce JICMCTBYIONIETO BEIIECTBA, M3BJIEKAEMOT0 M3 POrOBOTO clios B (paze
3axBata. Bo Bcex ciaydasix BpPEMEHHbIE TOYKHM B3STUS OOpas3loB CleayeT TIIATEIbHO
MPOTyMBIBaTh 1 0OOCHOBBIBATD;

npolenypa yaalleHHus JeKapCcTBEeHHOro mnpemnapata. [locie ycTaHOBIEHHOTO BpeMEHU
3aXBaTa WCCIEIyEeMbI JICKAPCTBEHHBIA Mpenapar yAalseTcsd ¢ TOBEPXHOCTH KOXKH.
Heo6xonumo yCcTaHOBUTH MPONEAYPY OUUCTKHU, UTOOBI 00ecnieuuTh 3G (PEeKTUBHOE yaalIeHUe
OCTAaTOYHOTO Mpernapara ¢ MecT 00pabOTKH KOXKH TEPel COCKOOOM;

XapaKTEePUCTUKHU JTUIKOM JeHThI. Mcrionb3yemMas Jij1si TpOBEICHMS UCCIIeI0BAHUS JIUTIKAs
JIEHTa JJOJKHA OTBEYATh CJICIYIOIIUM TPeOOBAHUSIM:

JIUTIKas JIGHTa He JOJDKHA TEPSTh B MAacce MPU HAHECEHUH U MPUTHUPAHUU K TIOBEPXHOCTH
KOXWU;

JUTIKast JIeHTa JOJKHA 00J1alaTh MUHUMAJIbHBIMU TTOKAa3aTeIsIMUA TIOTEPh U yBEITUYCHUS
MaccChl BO BpeMsI XpaHCHHUS;

NENUCTBYIOIIEE BEIIECTBO JOJKHO JIETKO BBIJIECTSATHCS U3 POrOBOTO CJIOSI, MPUIIUIIIETO K
JICHTE;

aJre3WB WU NPYyrUe KOMIOHEHTHI JICHTHl HE JOJDKHBI MCKaXKATh AHAIUTHYECKOE
KOJIMYECTBEHHOE OIpEIeICHHE JIEUCTBYIOIETO BEUIECTBA, IPU 3TOM CHJIa are3uu JOKHA
ObITh TAKOMH, YTOOBI OOJBIIAS YACTH POTOBOTO CIOS YIAIANACH MPH MOMOIIH JOCTATOYHO
HEOOJIBIIIOT0 YKCTIA JIUMKUX JICHT (Hampumep, He 6osee ueM 30 JeHT).

XapaKTEPUCTUKU B3SITOU MpoObl. Mcronb3yeMblii MeTo1 COCKOOa JIMMKOM JIEHTOM JT0JKEH
06ecIednBaTh, 4TOOBI ¢ KAXIOTO YUaCTKa KOXKH Oblia B3Ta 6OJIbIIAS YACTh POTOBOTO CIIOS (
> 75 %). HeobxoauMo yCTaHOBUTh MHHHUMAJIbHOE W MAaKCHUMAJIbHOE 4YHCJO JICHT,
OCHOBBIBASICh HA U3MEPEHUSAX YPOBHS TpaHcrnuaepMainbHoi notepu Boasl (TEWL) wnu na
IpyTue peJeBaHTHbIE KpUTEepUM (HAMpUMEpP, BOCBMHUKPATHBIA MPUPOCT COJCPKAHUS
JNEUCTBYIOIIETO BEIIECTBA MO CPABHEHUIO C HCXOJHBIM 3HAYEHHEM, MpEKpalleHue
IIPOBEJICHUS UCCIEAOBAHUS 10 BOIIPOCcaM 0€30IMaCHOCTH);

WCIIOJIb3yEMbIE€ aHATUTUUYECKUE METOMbl. [Ipu cTaHIapTHOM BBHITTOJTHEHUH METOJAUKU
WCCIIeIOBAaHUsI JCHCTBYIOINIEE BEHIECTBO CHAadalia BBINCNACTCS W3 JIMIKHUX JIEHT, a 3aTeM
KOJIMYECTBEHHO ONpPEJEseTCS B OKCTPAarupyolieM pacTBoputese (pacTBOPUTEIAX).
JlomyckaeTcsi HCTIOJIb30BaHUE AIbTEPHATUBHBIX METOJIOB IKCTPAKIIMH U KOJTHMYECTBEHHOTO
orpeeNeHus, eciu 00ocHoBaHO. Heo0X0IMMO MpoIeMOHCTPUPOBATH YIOBIETBOPUTEIBHYIO
MIPOU3BOJIUTEIIBHOCTh MPEAJIAraeMOro MeTO/1a SKCTPAKIIUH.

3. Tuzaiid BcCIe0BaHAs



Heo6xoaumMo moroToBUThH MOJAPOOHBIE CTAaHAAPTHBIC OTIEPAIIMOHHBIC MPOIIEAYPHI TS
MIPOBEJICHUS UCCIICIOBAHUN METOJIOM COCKOOa JIMMKOW JIGHTOM, JJi1 00eCIeYeHus: TOYHOTO
KOHTPOJISL JTO3MPOBAHUS, OYUCTKH, COCKAOJMBaHWS, HKCTPAKIHH, KOJIUYECTBEHHOTO
ONPEICNICHUSI U JPYTUX MEPEMEHHBIX HCCIEIOBAHUS WM MOTCHIUAIBHBIX HCTOYHUKOB
CMEILIeHUs B dKcnepuMeHTe. Kputepun BKIIIOYEHHUSI M HEBKIIIOUEHUS HEOOXOIUMO 3apaHee
chOpMyIUPOBATH U YETKO OMKCATh B MPOTOKOJIE UCCIIETOBAHMUS.

B oTHomeHun ucciaeqoBaHU METOJOM COCKOOA JIMMKOM JICHTOW CIeayeT NPUMEHSTh
IU3aliH UCCJIEOBAHUS CXEMa KOTOPOro IMpHBEIeHA Ha pUCyHKaX |1 u 2. OKOHYATEIbHO
BBIPA0OTAaHHBIA MPOTOKOJI MCCIEIOBAHUS JJIsI KAXJOTO OTMAEJIBHOTO Ciiyyas JOJDKEH OBbITh
00OCHOBaH.
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3) Cockob NpoMzEOAUTCA NYTEM
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coctagnAaeT Bonblwe obnacTi B3ATHA

JloiokeH OBITH 0OOOCHOBAaH BBHIOOpP BCEX CICAYIONIUX KPUTHYCCKHX ISl MPOBEICHUS
uccien0Banus (PaKTOPOB:

a) cyOBeKThl uccienoBanus. MccienoBanus METOIOM COCKOOA JTUIKON JIEHTON JOJIKHBI
MIPOBOJIUTHCS HA 37]0POBBIX TOOPOBOJIBIIAX, B OTHOIICHUH KOTOPBIX MPOBOIUTCS CKPUHUHT HA
MPUTOJHOCTh K YYaCTUIO B UCCIIEOBAHUH B COOTBETCTBUH C TPeOOBAaHUAMHU pasjenia 3 yactu
III TIpaBwun;

0) oOpabaThiBaeMbIil y4aCTOK. YUYaCTOK 3/I0POBOM KOXH BEHTPAIHHOM MOBEPXHOCTH
MIPEAIUICYbS JOJDKEH UMETh pa3Mep, JOCTATOYHBINA JIJISl TOTO, YTOOBI Pa3MECTHTh IO MCHBIIICH



Mepe 6 ydyacTkoB HaHeceHusa. HeoOxonumMo yOenuTbest B LEIOCTHOCTH KOXH (Hampumep,
yTeM H3MEpEHHUs YpPOBHA TpaHcanuaepMmanbHoil nmorepu Boabl (TEWL)). Ha kaxmom
npeamnieybe JOJKHO OBITh OAMHAKOBOE KOJMYECTBO YYAaCTKOB HaHECEHMs. B0O3MOXKHBIN
BapUaHT PACIIOJNIOKEHHUSI YUaCTKOB HAHECEHHUSI MPEICTABIICH Ha pUCYHKE 1;

B) YHCIIEHHOCTh CyOBEKTOB HcCCleI0BaHUs. BpIOOp uncia cyObEKTOB MCCIEA0OBaHUS
JI0JIKEH ObITh 000CHOBAH, UCXO/S U3 BapuaOeIbHOCTH, KOTOpasi OblIa OLIEHEHA B MHJIOTHBIX
UCCIENOBAHUAX U SBJISAETCA CTAaTUCTUYECKH 3HauuMoH. [l mOATBEpKAEHUS
HKBUBAJICHTHOCTHU B UCCIIEAOBaHNE HEOOXOIUMO BKIIFOUNTH HE MeHee 12 cyOBheKToB;

') 4UCJI0 MOBTOpHOCTeH. Heobxonumo mpeaycMOTpeTh MO MEHbIIEeH Mepe 2 ydacTka
HaHECEHUs JJIsl KaXKJIOro JIEKapCTBEHHOTO mIpemnapara (uccieayeMblid mpenapar, mpenapar
CpaBHEHUS M IpenapaT HEraTUBHOTO KOHTPOJIs) Ha mpeariedbe. OQHO Npeariedbe ciaeayer
MCIIOJIb30BaTh AJIs1 00pa3IoB 3aXBata, a IPyroe — Uil KIIMPEHCa;

1) HaHocuMasl J103a JIEKapCTBEHHOI'o IMpemnapata. JlekapcTBeHHbIE Mpernaparhbl
HE00XOAMMO HaHOCUTh B 3apaHee ONPEAEIICHHbIX 103aX (AOIMYyCKaOTCs OTKIOHEHHUs He Ooee
+ 5 %) u pacnpenensTb paBHOMEPHO Ha BCE pPa3MEUYEHHBIE YYAaCTKU. XOJOCTBIE MPOOHI
HEO0O0X0UMO OpaTh C MPHISKAIIHUX YYACTKOB KOXXH, YTOOBI YOEOUTHCS MPU OTCYTCTBHUU
(OHOBBIX KOHIICHTpAIMH JIEUCTBYIOMIETO BEIIECTBA WM JIPYTUX COCIUHEHHM, KOTOpHIC
MOTYT HCKa)XaThb KOJMYECTBEHHOE ONpeJesieHue AeWCTBYIOUIEr0 BeIlecTBa B
00pabaThIBa€MOM POTOBOM CIIOE;

€) pacrpejieJieHue y4acTKOB HaHeceHus. [lopsaok ydyacTKkoB HaHECEHHS HEOOXOAUMO
BBIOMpATh CIIy4aiiHBIM 00pa3oM, YTOOBI M30ekKaTh UCKAXKEHHs Pe3yIbTaTOB MCCIIEIOBAHUS.
Hanecenune nekapcTBEHHBIX MpeNapaTOB HAa YYacTKHW OCYIIECTBIISIETCS MO3TAIHO, IS
oOecrniedyeHns HEOOXOAUMOI0 HMHTEpBajla BPEMEHHU [JIsl B3ATHS MPOO pPOroBOro CIlOs C
KaXXJIOr0 Y4acTKa;

) ycnoBusi HaHeceHusl. CreayeT UCIoNIb30BaTh YCIOBHS HaHECEHUs 0€3 OKKII03MOHHOU
MOBSI3KK, €CIIM TOJBKO Takas IMOBs3Ka HE yKa3zaHa B MHGOPMAIUH O JIEKAPCTBEHHOM
npernapare Wil UHbBIM 00pa3oM O0OOCHOBaHAa (Hampumep, B LEISIX MNpeAoTBpalleHUs
CIIy4ailHOro yJaJIeHHs] HAHECEHHOTO JIEKAPCTBEHHOI'O MTPEnapara);

3) YCJIOBHUS YJaJIeHUsl JIeKapCTBEHHOro mpemnapara. JlekapCcTBEHHBIN mpemnapar
HEO0XO0JAMMO yAATUTh CO BCEX YUYAaCTKOB HaHECEHHUs (3axBaTa W KIMPEHCA) B KOHIE (pa3bl
3axBaTta. OOiiee BpeMsi OYMCTKH HEOOXOAMMO MHUHUMU3UPOBATH, BO H30€KaHHE pPHUCKA
MOSIBJCHUS JIOOBIX apTe(akToB, BBI3BAHHBIX JalbHede aud@y3un AeHCTBYIOIIETO
BemlectBa. llepen cockabinuBaHuEeM HEOOXOJUMO TMPOBEPUTH LEJIOCTHOCTh KOXHU
00paboTaHHOM 30HHI.

VYyactku "3axBaTa" HEOOXOJAMMO COCKOOIUTH JUTMKOM JIGHTON Cpa3y MOCie yaaleHus
JIEKapCTBEHHOI0 Mpenapara. YdacTku "kiaupeHca" HEeoOXOIuMO COCKaOJIMBATh JUIIKOM
JIEHTOW B 3apaHee yCTaHOBJIICHHBIE BPEMEHHBbIE TOUKM KiupeHca. [lopamok aencTBuii Ha
KaKJIOM yYacTKE€ HAHECEHHUS U COOTHOUIEHHE Pa3MEpOB y4YaCTKOB HAHECEHUS U B3SATHS
00pa3LoB MPEACTABICHBI HA PUCYHKE 2;



M) TOYHOE KOJIMYECTBO HEOOXOIUMBIX ISl IPOBEJCHUS HCCIICIOBAHUS JIUMKUX JICHT
ONpeENseTCs UCXO/I U3 U3MEPEHUN ypOBHS TpaHcanuaepMmanbHoi notepu Bojbl (TEWL)
cockabimBaeMoil 00JaCTH W KPUTEPHUSAX OCTAHOBKH, YCTAHOBJIEHHBIX B THUIOTHOM
UCCJIC/IOBAHUH;

K) UCIIOJIb3YEMbI€ aHAJTUTUYECKHUE METOAbl. Macca poroBoro ciosi, yaaiasiemas OqHON
JIUTIKOM JIEHTOM, ONPENENSAETCS C UCIOIb30BaHUEM I'PABUMETPUUECKOIO METOIA TIPU TOMOIIH
B3BEIIMBAHUS JIUMIKUX JIEHT JO0 WU MOcJe cockabiauBaHus. JlomyckaeTcsi MCIOJIb30BaHUE
albTEPHATUBHBIX METOJOB KOJWYECTBEHHOTO OMNPEJEICHHUS POTOBOrO CJOS, €CIU OHHU
MOJPOOHO OMHCAHbI U OOOCHOBAHBI 3asBUTEJIEM B IIPOTpaMMeE HUCCIICAOBAHUS U OTYETE IO
pe3yibTaTaM UCCIEeI0BaHUs.

HeoOxoauMo npoaHanu3upoBaTh BCE JIMIIKKUE JICHTHI C COCKOOOM, CHSITBIE C Ka)JOTO
oOpaboTanHoro yuactka. [lepBpie 2 JeHTH HEOOXOAMMO aHATWU3UPOBATH OTACIHHO OT
OCTaBILUMXCS JICHT, IJI1 OLIEHKU BO3JEHCTBUSI KOTOPOE MPUBHOCUT AEHCTBYIOIIEE BEIIECTBO C
ATUX JIEHT B 00IIee KOJIMYECTBO U3BJIEKAEMOTO JIEUCTBYIOIIETO BeliecTBa. YTOObI MOBLICUTH
BO3MOXKHOCTh AHAJIUTHYECKOTO0 OOHApPYKEHMs, MOCIEAYIOUIUEe JIUIKUE JIEHThl MOXKHO
00BEMHUTH B IPYIIIbI (HapUMep, Kaxkaas rpynna, cojepskaias TpedyeMoe MUHUMAaIIbHOE
KOJIMYECTBO POTOBOTO CJOs) JUIsl AKCTpakiuu. OOIIy0 Maccy JeHCTBYIOIIETO BEIECTBAa B
POTOBOM CJIO€, HEOOXOAMMO PAcCYUTATh KaK CyMMY Macc, BBIJICJICHHBIX M3 BCEX 00pa3lloB
JUNKUX JeHT. Jlmsg kaxmgoro oOpaOOTaHHOrO YydYacTKa HEOO0XOJUMO OIpEeaAeIUTh
MaTepualbHbII OanaHc, BKIIOYas COJEp>KaHUE JEHCTBYIOIIETO BEIIECTBAa, YAAJICHHOTO C
MMOBEPXHOCTU TIPH IMTOMOIIM OYUCTKU. J[JIT IPUHATHSA pelIeHrs] 00 SKBUBAJICHTHOCTH 00IIee
BBIJICJICHHOE KOJIUYECTBO JEHCTBYMOIIEro BemecTBa, paBHoe 90 — 110 %, He Tpebyer
obocHoBaHus. llpy HamMUUMU 3HAYUTENBHBIX OTKIOHEHUM TMOKa3aTeiaed MpPUUUHBI
BO3HMKHOBEHUS TAKUX OTKJIOHEHUN HEOOXOAMMO JETAIBHO MPOAHATU3UPOBATH U MOSICHUTD.

4. Basmpanusa MeToa COCKo0a JIMIIKO# JIEHTOM

OuncTKa MOBEPXHOCTH KOXU B 3aBepInaronield paze HaHECEHUs mepe] COCKaOIuBaHUEM
JUMKOM JICHTOM BakHa W JOJKHA TMO3BOJATH YJAISITh H30BITOUHOE KOJIHMYECTBO
JIEKapCTBEHHOTO Tpenapara (HeabcopOupoBaHHOE JEHCTBYIOMIEE BEmecTBO) 3P heKTHBHO 03
HEeIMpeJHAMEPEHHOr0 "BAaBiIMBaHUA" JEHCTBYIOIIETO BelllecTBa B Oapbep. YKazaHHas
npoleaypa OObIYHO MPETyCMATPUBAET OBICTPOE U OCTOPOKHOE MPOTUPAHUE KOKHU CYXOU HIIH
BJIAXXHOU caeTKON, BATHBIMU MaJIOYKaMU U (WJIM) CBEKUMHU CIUPTOBBIMU candeTkamu. B
PETUCTPALIMOHHOM JIOChE JOJKHO OBITh MPEACTABICHO MOATBEPXKIACHUE, YTO OUMIIAIOLIUE
KOMITOHEHTHI HE BIUAIOT Ha MU Py3uto NEUCTBYIOIIETO BEIIECTBA B POTOBOM CIIOM U CKBO3b
Hero. HeoOXoaumo BBIMOTHUTH TIIATEJIbHYIO OIEHKY U BaJdUJAIUMIO MPOILEIYPHI
3¢ (PEKTUBHON OUYMCTKU KOXHU Tepej] MPOBEJACHHUEM OMOPHOTO HMCCIENOBAaHMS (Hampumep,
MOATBEPKJACHUEM YJIOBIIETBOPUTEILHOTO M3BjIeUeHUs (> 90 %) ekapCTBEHHOTO Mpernapara,
YIAJEHHOTO C MOBEPXHOCTH KOXHU, U HUYTOXKHO MaJbIM COAEPKAaHUEM JIEHCTBYIOIIETO
BemecTBa (< 10 %), u3BJIEUEHHOTO B COCKOOE OUYMIIEHHON KOXH Cpasy MOCJIe HAHECCHHUS).



MoXHO HCTOJIB30BaTh JPyTrue CmocoObl BadUIAllUM, €CIW OHH JOJDKHBIM 00pa3zoMm
000CHOBAaHBHI.

buoananutuyeckass MeTOAMKA, UCIOIb3yeMas JIsi KOJUYECTBEHHOTO OMNpEIeICHUS
JIEUCTBYIONIEr0 BEIECTBa B JIMIKUX JIGHTAX, JOJDKHA ObITh BanmuaupoBaHa. McciemoBarenb
JOJDKEH YCTAaHOBUTh M TIOATBEPIUTH COCTOSTEIBLHOCTh J(P(OEKTHBHOCTH MPOLETYP
AKCTPAKIUU (BKJIIOYAs DKCTPAKIMIO JIMIKUX JICHT TPYIIaMH) J0 MPOBEICHUS] OTOPHOTO
UCCJIEI0BAHMS.

JIMCKpUMUHUPYIONIYIO MOITHOCTh METOJa COCKOOa JIMIKOW JIEHTOM HEOO0XOAMMO

MOATBEPAUTh C MCIHOJIB30BAHUEM CEpPUN HUCCIETYEMOTO JIEKapCTBEHHOIO Ipernapara ¢
pa3HbIMU IOKa3aTeNsIMU KayecTBa (HEraTUBHBIM KOHTPOJb) (HAmpuMep, JEKapCTBEHHOM
dbopMoil mpemapata ¢ cocTaBOoM cOOTBeTCTBYMOImEH 50 %-it m03uUpoOBKE H3ydaeMoTro
JEKApCTBEHHOTO Tpemapara © TakKuMH Ke (papMameBTUKO-TEXHOJIOTHIECKUMHU
XapaKTepUCTUKAMHU ),
B OTHOIIEHUH KOTOPOIO MOKa3aHbl CTATUCTUUYECKOE OTJIMYKE OT UCCIIEIyEMbIX ITPEnapaToB U
HEAKBUBAJICHTHOCTh CPAaBHEHUS C HUMHU. AHAIUTHUYECKHUE METOABI ISl ONpEIeNICHUs
cojiep>KaHus JIEUCTBYIOIIETO BEIIECTBA B POrOBOM CJIO€, COCKOOJIEHHOM JIUIIKOM JICHTOM,
JIOJIKHBI OBITh BAJIMIUPOBAHBI B COOTBETCTBUU ¢ TipriiokeHrueM Ne 6 k [IpaBunam.

5. AHaNW3 aHHBIX M X CTaATHCTHYECKAsA OIlCHKA

Heo0xo1uMo mpUBECTH ¢ UTOTOBOM OTYETE JAHHBIE UCCIIET0BAHUN OT BCeX CYOBEKTOB
UCCJIEOBAaHUA M TMPOAHAIU3UPOBATh BAJIUJHOCTh U BapuabelbHOCTh pe3yibTaToB. Bce
CyOBEKTBI MCCIIEIOBAaHUS U YUaCTKW HAHECEHUSs, IMOJBEPIIINECs] BMEIIATEIbCTBY, JTOJKHBI
OBITh BKJIIOUEHBI B CTaTUCTUUECKUM aHanu3. Pa3pernieHHble OCHOBAHUS JIsI UCKIIOYCHUS
JAHHBIX OT CYOBEKTOB HCCIEAOBAHUSA JOJKHBI OBITh YCTAHOBJIEHBI B MPOTOKOJIE
uccienoBanus. VckimroueHne TaHHbIX Ha OCHOBAaHUYM CTATUCTHYECKOTO aHAIM3a WK U3 OJHUX
TOJIBKO KHHETUYECKUX COOOpaKEHUI HE TPUEMIIEMO.

JIJIst KaKJ10ro JIGKapCTBEHHOTO Mperapara HEoOXOAMMO PENOPTHPOBATH TONIIUHY
YAQJIEHHOTO0 POTOBOI0 CJIOSI, KOJIMYECTBO MCIOJIb30BAHHBIX JIMMKUX JIEHT U OKOHYATEIbHOE
3HaY€HUE YpOBHS TpaHcanuaepManbHou notepu BoAsl (TEWL), nusmMepeHnHoe Bo BpeMs Kak
3axBaTa, Tak W KiupeHca. JItoOble pa3nuuus B 3TUX MapaMeTpax MEXIy HCCIeIyeMbIM
JEKApCTBEHHBIM IpenapaToM M MpenaparoM CPaBHEHUS HEOOXOJIWMO OOCYIHUTh C TOYKH
3peHUs SKBUBAJICHTHOCTH.

Heobxoaumo npeactaButh rpaduk 3aBUCUMOCTH COAEPKaHUS IEUCTBYIOIIETO BEUIECTBA
B POTOBOM CJIO€ JJIsl KaX/I0r0 y4acTKa HaHeCeHUs (Halpumep, cofepKaHue NeHCTBYIOIIEro
BEILIECTBA B KAXKJIOM JIEHTE C COCKOOOM pOroBOro cios (0JHOM WM CIPYIIIMPOBAHHOI)) 1O
OTHOIIEHUIO K TITyOMHE POTOBOTO CIIOSI.

JyOnupyromue u3MepeHus sl KaKJI0ro JIGKapCTBEHHOI'0 Ipenapara y Kaxaoro
cyOBeKTa HCCIeIOBAaHUS HEOOXOAMMO YCPETHHUTD (TIOMYJISIITHIOHHOE TEOMETPUIECKOE CPETHEE
) mepe aHATM30M.



Jns cpaBHEHHS JIEKAPCTBEHHBIX MPENapaToB MapamMeTpbl SKBUBAJIEHTHOCTH (Macca

JEUCTBYIOIIETO BEIIECTBA, M3BJICUEHHOTO M3 y4acTKOB 3axBara (M ) u ximpenca (M

uptake

clearance))’ HGO6XOI[I/IMO CTaTUCTUYCCKHN CpPAaBHHUTbL B COOTBCTCTBHUU C TpC6OBaHI/I}IMI/I,

IMPUBCACHHBIMU B HpaBI/IJIaX.

KpurepusiMmu npueMiaeMocTH 11l TapaMeTpOB 3KBUBAJIEHTHOCTH (M yu(M

uptake clearance)
SIBJISTIOTCSI:

90 %-ii noBEepUTEIbHBIA UHTEPBAJ OTHOLIEHHS CPEHUX MOKa3aTeIeld HCCIEAyEeMOTO
JIEKapCTBEHHOTO TMpernapara K CpPEIHUM IIOKa3aTellsiM IpernapaTa CpaBHEHUS JOJDKEH
HaxXOJUTHCS B MHTEpBase npuemiieMoct, pasHoMm 80,00 — 125,00 %, ecnu HE 000CHOBAHO
UHOE;

pacuupenssbie rpaduilbl 90 %-ro JOBEpUTENBHOTO MHTEpBaia (MakcCuMyM 110 69,84 —
143,19 %) w™moryt OBITh MNPHUHATHI B CJIydyae BBICOKOW BHYTPUUHIMBUIYAIHHOU
BapuaOeIbHOCTH, HAOJII0JJaeMOl B OTHOIIEHHM JIEKAPCTBEHHBIX MPENapaToB C HU3KOU
JO3UPOBKOM U OrpaHUYeHHON nuddys3ueit, a Takxke eclid UX NPUMEHEHHE KINHHYECKU
000CcHOBaHO. [[J1 MpUMEHEHHUs PACIIUPEHHBIX TPAHUI] HEOOXOIUMO BBIMOJHEHHUE YCIOBUM,
npuBeaeHHbIX B pasaene 11 gactu III [pasuon.

Jlnst obecrieyeHus] BaJIUTHOCTU HCCJICAOBAHMS JOJDKHBI BBITIOJTHSATHCS CIEAYIONINE
KPUTEPUH:
KPUTEPUU MPUEMIIEMOCTH JIJIS TApaMETPOB SKBUBAJICHTHOCTH (Muptake) 1 (M earance)”

90 % noBepUTENbHBIA MHTEPBAJ [JI1 OTHOILICHUSI CPEAHUX MOKa3areneil M uM

uptake

clrarance HCCICAYCMOI'0 JICKAPCTBCHHOI'O IIPCIIapaTa K II0Ka3aTC/IAM HCTAaTHUBHOI'O KOHTPOJIA (

M, ptakeT

M, ptake,C
MyptakeT

Muptake.c "

Mcloarance.T

Mciearance.c

_Mclearance.T

Mclearance,c ) MOJIKEH HAXOJAUThCS MOTHOCTHIO BHE mHTepBajia 80,00 — 125,00 %;

90 % noBepUTEIbHBIA UHTEPBAJ JJI1 OTHOIIECHUS CPEAHUX MOKa3aTeyiei Muptake uM

clrarance HPETAPATa CPABHEHHS K CPSAHIM MOKA3aTEISIM HEraTHBHOTO KOHTPOJIS (

My, ptake R

My, ptake.C
MyptakeT

Muptake.c "

Mclearance.R

Mcloarance.C



_Mf:!'earance.?'

M;learance.c

) MOJDKEH HaXOAUThCs MOTHOCThIO BHE nHTepBaia 80,00 — 125,00 %;

90 % noBEepUTENBHBIM WHTEPBAJ OTHOIIEHUSA CpPEIHEro mnokaszareins M
clearance

UCCJIeIyEMOT0 JIEKapCTBEHHOTO MpernapaTta K M npenapara cpaBHEHUS (

uptake
Mclearance.T

Muptaks.ﬂ

_Mfrlsarance.i‘

Mclearance.C

) TOJDKEH OBITH MOJTHOCTHIO MeHee 3HaueHus 1,0;

90 % noBepuTENbHBIN UHTEPBAJI OTHOIIIEHUS CPEHETO MoKa3zaTesnss M npenapara

clearance
CpaBHCHHA K Muptake JJI1 OTOTrO Iperiapara CpaBHCHUA (
Mclearance.R

Muptaks.ﬁ

_Mclear'ance.T

Mclearance.C

) HOJDKEH OBITh ITOJTHOCTHIO MeHee 3HadueHus 1,0.
Heo6xoauMo MpeacTaBUTh WTOTOBBIE BBIBOJBI HccieqoBaHus. OHHM JTOJDKHBI
COINPOBOXKIATHCS AHAJIM30M IIOJYYEHHBIX pPE3YyJbTAaTOB C HAYUYHOW TOYKH 3pEHUS U

BO3MOKHOM KJIMHUYECKON MHTEpIpETAlMEN TaHHBIX, TOTYUYEHHBIX METOJIOM COCKOOa JIUTIKOM
JICHTOM.

ITPMJIOXKEHUE Ne 4

k TpeOoBaHHsM K Ka4eCTBY

1 OMOPKBUBAJICHTHOCTH
JIEKapCTBEHHBIX MIPEapaToB

JUTSL MECTHOTO IPUMEHEHHS TIPH

HaHECEHHH Ha KOXKY M HHBIX

Croco0ax JIOKaIbHOTO

MPUMEHEHHS

METOJIKA
HCCIICOOBAaHUS Ba3OKOHCTPHKITUA IJIsI KOPTUKOCTEPOHUIOB

B nononnenue k TpeboBaHMAM, IPUBEACHHBIM B npuiioxkeHun Ne 9 k [IpaBunam, npu
OpraHu3ald W MOPOBEICHUU UCCIEIOBAHUS Ha aHalu3 BAa30KOHCTPUKHUU IS
KOPTUKOCTEPOUIHBIX JICKAPCTBEHHBIX MpenapaToB HEOOXOJAUMO OOECIEUYHUTh BBIIIOJHEHHE
CIEIYIOIINUX YCIOBHM:

MPEJCTABUTh B PETUCTPALIMOHHOM JIOChE ONMMCAHUE TPOTOKOJIA UCCIICIOBAHUSI;

BBITIOJIHUTh MUJIOTHOE KCCIIEIOBAHUE C OI[EHKON 3aBUCHUMOCTHU '"MPOJOJIKUTEIHHOCTD
BO3JEUCTBHUS JO3bI — OTBET" In Vivo, YTOOBI ONMpPEIeIUTh KPUTHUYECKHE IOKa3zaTeau
UCCIEIOBAHUS i1 ONpPENCJICHUs] MapaMeTpPOB HKBUBAJICHTHOCTH, KOTOpble OyayT
HCTIOJIb30BATHCS B OIOPHOM MCCIICIOBAHUN SKBUBAJIEHTHOCTH.



Kputepun BKIIOYEHHUS U HEBKIIIOUEHHUS TOOPOBOJIBLIEB B MCCIIEIOBAaHUS HEOOXOAUMO
yKa3aTh B OTYETHOM JOKYMEHTAIMU U COOJIOIaTh UX BBINOJHEHUE B MUJIOTHOM U B OTIOPHOM
UCCIIEIOBAHUSIX;

BKJIIOYATh B UCCJIEIOBAHUE 3/I0POBOTO 10OPOBOJIbIIA C aIEKBATHON Ba30KOHCTPUKIIMEH Ha
TONUYECKUE KOPTUKOCTEPOUIBI.

Hccnenyemblii JiekapCTBEHHBIN MpernapaT, HOCUTENb, MpernapaT CpaBHEHUSI U KOHTPOJIb
0e3 HaHeceHus Ipenapara HeOOXOAUMO B CIyYailHOM MOPSAJIKE PaCIpEeAeNIUTh M0 YYacTKaM
HaHECEHUS! BEHTPAJIbHOW MOBEPXHOCTHU MPEAIIIEYbSI.

HccnenoBanue 10JKHO ObITh COOTBETCTBYIOIIUM 00pa30M OCJEIIIEHO.
B onopHoe uccrnenoBanne HeOOXOAMMO BKIIOYHTH KAK MUHUMYM 12 CyOBEKTOB.

Ba3oKOHCTPUKTOPHYIO peaKIi0 HEOOXOAUMO OMpPENeNaTh Ha UCXOJAHOM YPOBHE (10
HaHECEHUs JICKApCTBEHHOTO Mpernapara), B MOMEHT yJaJICHUs JIEKAPCTBEHHOTO IMpernapara u
HECKOJIbKO pa3 MocJie yaajleHus JeKapCTBEHHOTO Mpernapara (Hanpumep, depes 2, 4, 6, 19, 24
yaca).

Heo6xomuMo cneauTh 3a JUHAMUKON OTBETa BIUIOTH JI0 BO3BPAIICHUS K UCXOJIHOMY
COCTOSIHMIO, YTOObI 00€CHeYUTh HAOMI0JEHHE MaKCUMaJIbHOTO (hapMaKoJIUMHAMUYECKOTO
OoTBeTa. AHAJIU3 HEOOXOIMMO ONTUMH3UPOBATH C TE€M, YTOOBI JICKAPCTBEHHbBIC MpEmapaThl
CPaBHUBAJIMCh HA JIMHEHHOM OTpe3Ke KpuBOU moOneaHeHus: koxu. Ilepen uccnenoBaHueM
HEOOXOIMMO UCCJIEA0BaTh HECKOJBKO BPEMEHHBIX Touek HaHeceHus. Heobxomumo
OTPEJICUTh HIXKHUM MPeesl YyBCTBUTEIBHOCTH METOIUKHU.

Ba30KOHCTPUKTOPHYIO PEAKIMI0 HEOOXOIUMO ONPENEATh B HECKOJIBKMX BPEMEHHBIX
Toukax u reHepuponarh gaHHbie AUC. EnquHcTBeHHass BpeMEeHHasi TOYKa JUisl OLICHUBAHUS
Ba30KOHCTPUKTOPHOM peaklMK HEpUEMIIEMA.

N3mepenne Ba30KOHCTPUKTOPHON peakluu HeOOXO0IMMO BBIMOIHITH C UCHIOJIb30BaHUEM
XpOMOMETpa WM APYrux Ooyiee YyBCTBHUTENIbHBIX YE€M BH3yalbHas OLIEHKA METOAOB, U
MOCPEACTBOM BTOPOI KIIMHUYECKOM OIIEHKU HE3aBUCUMBIM HAOII0IaTEIIEM.
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