EBPA3UIMCKASI SKOHOMMNYECKAS KOMUCCHUSI
COBET

PEIMIEHUE

«12» anpens 2024 r. Ne 30 r. EpeBan

O Buecenun u3menenuii B [lpaBuiia npoBeaenus ucciie0BanMii
OHO’KBHBAJIEHTHOCTH JIEeKAPCTBEHHBIX MPENAPaTOB B pAMKaX
EBpa3uiicKoro 3KOHOMHYECKOT0 €0I03a

B coorBercTBUM ¢ myHKTOM 2 ctaThu 4 u crathell 6 CoryameHus o
CIMHBIX MPUHIMIIAX M NpaBWIaXx OOpalleHHsl JIEKAPCTBEHHBIX CPEJCTB
B paMKax EBpasuiickoro skoHomMuueckoro coroza ot 23 mexabps 2014 roga
u myHkToM 86 mpuiaoxenus Ne 1 k Pernamenty pabotel Epasuiickoi
SKOHOMHYECKOM  KOMHCCHM, YTBepKAeHHOMY PemenweM  Brlcmiero
EBpasuiickoro skoHoMu4eckoro coseta ot 23 nexabps 2014 r. Ne 98, Coger
EBpasuiickoii )KOHOMHUYECKOH KOMHUCCHH P € I H JI:

1. Buectu B IIpaBuna npoBeaeHust ucciiejoBaHui OMOSKBUBAJIEHTHOCTH
JICKapCTBEHHBIX IIPENapatoB B paMKax EBpa3sHicKOro 3KOHOMHUYECKOIO
coto3a, yrBepakaeHHble Pemenuem CoBeta EBpasuiickoii sxoHOMHuecKoOld
KoMHCCHM OT 3 HOs0pst 2016 1. Ne 85, n3MeHeHHs COTIIaCHO MPHIIOKEHHIO.

2.Hacrosimee Pemenuwe BCTymaeT B CHUly [0 HCTEYCHHH

30 xaneHaapHBIX AHEH C JaThl ero oUIHaIbHOIO OMyOJIMKOBAHMUS.

Yiennl Cosera EBpasuiickoii 3K0HOMHYECKOH KOMHCCHH:
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[TPAJIOKEHUE

K Pemenuto Cosera
EBpasuiickoil 5JKOHOMHYECKOH KOMHCCHH
ot 12 anpens 2024 r. Ne 30

N3IMEHEHMUSI
BHocuMble B [IpaBuia npoBeneHust Hecaen0BaHH
0HOIKBHUBAJEHTHOCTH JEeKAPCTBEHHBIX IIPENAPATOR B PAMKAaX
EBpa3uiickoro 3x0HOMHYeCKOro cor3a

1. ITo tekcry mynkra 10 cnoBa «npu KoMHCCHE HCKITFOYHTE.

2. ITynkr 18 U3J10€KUTh B ChAeAYIONIeH pemaKIuu:

«18. ITpu BeIOOpE pedepeHTHOro JIEKapCTBEHHOI'O Ipernapara HCXOIAT
U3 CIIEIYIOIIeH nociie1oBaTeMFHOCTH:

a) ODUTMHAIBHBIA  JIeKapCTBEHHBIM  mnpemapaT,  0O€30I1aCHOCTS,
3(PHEeKTHBHOCTB U KAYECTBO KOTOPOro OBUTH YCTAHOBIICHBI IPH PErMCTPALIAM
B Coroze, a TakKe 3aperHCTPUPOBAHHLEIA B  COOTBETCTBHU €
3aKOHOAATENILCTBOM TIOCYAAPCTB-WIEHOB («3apeructpupoBanubiii B Coroze
OPUTMHAJILHBIN TpenapaTy);

0) OopuruHaNbHBIN JIEKapCTBEHHBINH Tpenapar, 3apericTPHUPOBAHHBINA B
CTpaHax pernoHa MexiyHapoIHOro coBera Mo rapMOHH3AIMHA TEXHUYECKUX
TpeOOBaHMH K JIEKAPCTBEHHBIM IIperaparam JUls MeMIIHHCKOTO [IPUMEHEHHS]
(ICH), nubo npum o0OOCHOBaHHM €ro OTCYTCTBHs B oOOpalleHuu Ha
(apmaneBTuyeckoM pbiHKe cTpaH perwoHa ICH wim HEBO3MOXHOCTH ero
IpHOOPETEHUsT  BOCIIPOU3BEACHHBIM (MM THOPUAHBIA) JIeKapCTBEHHBIH
npernapar, 3aperucTpMpOBaHHEIN KaK MHUHUMYM B OJHOM M3 TOCYIapCTB-

qJICHOB H HOI[TBGp,[[HBIHHfI CBOIO OMO3KBHBAJIEHTHOCTD OpHUTI'HHAJILHOMY
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JIEKapCTBEHHOMY IpenapaTy (Ipu oJoOpeHHH BBIOOpA BOCIPOU3BELEHHOIO
npenapara JKCIEPTHBIM KOMHUTETOM), TPU HEBO3MOMKHOCTH BLIIOJHEHUS
MOJUTYHKTA «&» HACTOSIIETO MyHKTa,

B) J€KapCTBEHHBIE  IIperapaTbl,  YTBepKICHHBIE  DKCIEPTHBIM
KOMHUTETOM (CIHMCOK pelleHui pasMmelleH Ha odunuansHoMm caiite Coiosa),
IPA HEBO3MOXXHOCTH BBIITOJIHEHHUS! HOAIMYHKTOB «a» M «O» HACTOSIIEro
MyHKTa;

I) JIEKapCTBEHHBIH IIpenapar, HWMEIIUE ONLIT IPUMEHEeHUs Ha
TEPPUTOPHH KAK MMHUMYM OJJHOTO U3 IOCyIapcTB-wieHOB He MeHee 20 jer
(mpy  omoOpeHMH  OKCIEPTHBIM ~ KOMHTETOM), [P  HEBO3MOKHOCTH
BBIITOJIHEHUS TIOAIYHKTOB «a» — «B)» HACTOSIIETO IYHKTA;

1) KOMOMHUPOBAHHBIM JIeKapCTBEHHBIH Ipenapar, pacCMOTPEHHBIA M
0JOOpeHHBIN DKCIEPTHBIM KOMHUTETOM IIPH HEBO3MOMKHOCTH BBITOTHEHUS
HOJIIYHKTOB «a» — «0» HACTOSIIETO MyHKTA.

OKCHEPTHBIM ~ KOMHTETOM  BBIOOp B KadecTBe  ped)epeHTHOro
KOMOMHHUPOBAaHHOI'O JIEKAPCTBEHHOr'O Tpenapara, COASpPIKAINEro M3BECTHBIE
JNEHCTBYIONIME BEILECCTBA U 3aPErUCTPUPOBAHHOIO KAK MUHUMYM B OJHOM U3
IOCYJapCTB-4JICHOB, IIpM OrPaHUYEHHOM MporpamMme ero H3y4deHHs, He
HO3BOJIAIOUIEH NPU3HATL OPUIMHAIBHOCTH, MOXKET OBITh CJIeNaH ¢ Y4eTOM
OLEHKH  JUIMTENIbHOCTH  MEOMLMHCKOrO MNPUMEHEHHs TIpemapara U
0DOCHOBaHHOCTH  co3Jjanus  (QUKCUPOBAHHOW  KOMOWHALWH,  TIpH
HEBO3MOXXHOCTH BBINIOJHEHHS ITOAITYHKTOB «@) — «I%» HACTOSIIErO [IyHKTA.

Ilpy  HEeBO3MOXKHOCTH  IHpH3HATL  JIEKAPCTBEHHBIH  mpemnapar
pe(hepeHTHBIM II0 IPUYKMHE HePAIMOHATBHOCTH KOMOMHALIMH, HEI0KA3aHHOMH
sddexTuBHOCTH U OE30MACHOCTH IS Pa3pabOTKH HOBOTO JIEKAPCTBEHHOIO
npernapara IpeJiaraeTcsi INPOBENCHHE [POrpaMMbl JOKIMHAYECKUX U

KIIMHUYECKUX  HMCCIENOBAaHHUM, COOTBETCTBYIOUIEH pa3padOTKE HOBBiX
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KOMOMHAIMH, B COOTBETCTBHH ¢ akTaMu opranoB Cowosa B chepe obparieHus
JIEKaPCTBEHHBIX CPEJICTB.).

3.B mnynkre 104 cnora «rocymapers — unenoB Coroza um (uim)
OKCIEPTHBIM KOMMTET IO JIEKAPCTBEHHBIM CpelcTBaM Ip EBpasmiickoil
O9KOHOMHYECKOH KOMHUCCHM» 3aMEHHUTH CJIOBAMH «TOCYIAPCTB-YJIEHOB H
(1i1) DKCMEPTHBIA KOMHUTETY.

4. TTpunoxenne Ne 4 H3I0XKUTE B CleyIOIIEH perakiuu:

«ITPHUJITOXEHUME Ne 4

K [IpaBunam npoBeneHus ucciie0BaHmiA
OMOBPKBUBAJICHTHOCTH JIEKGPCTBEHHbIX
npenaparoB B pamkax EBpasuiickoro
SKOHOMHYECKOT'0 COI3d

TPEBOBAHMUS
K OMoBeliBepy, 0CHOBAHHOMY Ha GHodapManeBTHYECKOI
cHcTeMe Kiaccupuranum

I. O6mwme monoxenus

1. /IBa  nekapcTBEHHBIX Mpenapara, COJAepXKalluX  OJHHAKOBOE
JAEUCTBYIOIlEE  BEINECTBO  (JCHCTBYROIIME  BEIIECTBA),  CUYUTAIOTCH
OMOSKBUBANIEHTHBIMH, €CIM HMX OHOMOCTYITHOCTH (CKOPOCTH M CTEIEHB
abcopOuuK JIefCTBYIOIET0 BeIeCTBa) Mocie MPUMEHEHHs B OJHON U TOil e
MOJISIDHOH J103€ YKIIAABIBACTCs B 3apaHee YCTAHOBIICHHBIC MDHEMIIEMBIC
rpasunel.  Takume  rpaHuubl  yCTaHaBIMBAIOTCS  JUISL  ODECIHICUEHMS
COTIOCTABUMOTO JICHCTBHSI i71 Vivo MCCIIElyeMOI'0 JIEKAPCTBEHHOTO Iperapara
(ComocTaBUMOCTH 10 ero 6e30MacHocTH U 3G PEKTUBHOCTH ¢ OPUTHMHAIBHBIM

(pedepenTHbIM) JICKAPCTBEHHBIM IperapaToM). JUJisi OIEHKH CKOPOCTH U
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crermeHd  abcopOuuu  AEHCTBYIOIIEIO  BEIISCTBA B MCCIICIOBAHMSIX
OMOIKBUBAJICHTHOCTH in vivo HCIIOJIB3YIOTCS OTIOpHEIE
papmaxokunernueckue napamerpbl AUC 1 Crax.

2. 1loaxon, OCHOBaHHBIH Ha TpPHMEHEHUM OModapMaIeBTHUSCKOM
cucreMbl kiaccuukanun (nanee — bKC) mpu GuoseiiBepe, HanpasieH Ha
COKpalieHue NOTpeOHOCTH B IIPOBEACHUN HccIeJ0OBaHH
OMODKBMBAJIGHTHOCTH  in vivo,  (MOXKET  CIyXKHTb CypporaTHbIM
HCCIIC/IOBAHMEM TSI OIIEHKH OMOSKBHBAIICHTHOCTH in vivo). Jlomyckaercs He
[IPOBOJIATH HCCIIeIOBAHUAS OHMO3KBUBAIIEHTHOCTH n vivo, €CJIUn
IPEANONIOKEHHEe 00 HKBUBAICHTHOCTH JEHCTBUSA in Vvivo 0GOCHOBAHO C
IIOMOUIBIO  YJIOBJIETBOPHUTEIIbHBIX JaHHLIX in  vitro. BKC paspenser
JEHCTBYIOINE BEIllecTBa Ha YeThIpe Kiacca:

kmace It Xopoias — pacTBOPHMOCTB,  XOpOIias IPOHHKAOIIAs
CITOCOOHOCTE;

kmace II: moxas  pacTBOpHMOCTB,  XOpolias — IPOHHKAOIAS
CIIOCOOHOCTB;

racc  IIl:  Xopomias  pacTBOPMMOCTb, —IUIOXas  IPOHHKAIOLIAS
CIIOCOOHOCTE;

kmacc  IV:  mioxas  pacTBOPUMOCTB,  [UIOXas  IIPOHHKAIOINIAs
CIIOCOOHOCTb.

3. Hacrosmme Tpebopanusi comepikarT yKasaHus II0 YCTAHOBICHHIO
knacca bKC juist  neficTByromiero BemecTBA W NPUMEHEHHsS K HeMy
OnoseliBepa, ocHoBaHHOro Ha BKC 1pu 3ameHe  wmWccliieoBaHui
OMOOKBMBANEHTHOCTH {7 ViVO JIEKapCTBEHHBIX IpermapaToB. |IpHHIAIBI
OuoseliBepa, ocHoBaHHOTO Ha BKC, npuMeHHMEl Takke Ui  leiei
uceneIoBanus OMOOKBUBANEHTHOCTH JICKAPCTBEHHEIX (OPM JIEKAPCTBEHHBIX
IpenapaToB, HE YKa3aHHBIX B HACTOAMMX TpeboBaHUSX, TIPH YCIIOBUH, UTO

YKa3aHHbIE IIPUHLUIIBI HAYYHO 000CHOBAHEI.
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II. Kputepuu npumenenus
OuoseiiBepa, ocHoBanHoro Ha BKC

4. buoseiisep, ocnopanuelii Ha BKC, ucnonssyercs i 060CHOBaHMS
OMOSKBUBANIEHTHOCTH in Vivo. JlaHHas mpoulenypa IpUMEHseTes Uis
IPOBCJACHUST  B3aUMHOI'O  CpaBHEHHMs  (DapMaIeBTHYCCKOW  MPOAYKIHH,
MCIIOJb30BAaHHOM B IICPUOJ, HauMHas C KIMHAYCCKOW  paspaboTku
JICKapCTBEHHOTO IIperapara 10 BEIIyCKa ero MPOMBILLICHHBIX CePUi, OIIeHKH
MOCTPErUCTPALIMOHHBIX  M3MECHCHHH W 3asBJICHHUS HA PErMCTPALAIO B
Ka4yeCcTBE BOCIIPOU3BEJEHHOIO JICKAPCTBEHHOTO Mpernapara.

5. buoseiisep, ocHoBanHbiid Ha bKC, npumensercs TobKO K TBEp/BIM
JICKApCTBEHHBIM ~ opmMamM 11 IpHeMa BHYTPh MIIM  CYCICH3HSM ¢
HEMEIJICHHLIM  BBICBOOOXKIEHUEM, TpPEAHA3HAYCHHBIM JJIsi  JIOCTABKH
JACUCTBYIOIETO  BEL(ECTBA B CHCTEMHBIM KpOBOTOK. B OTHOIICHHH
JIEKapCTBEHHBIX TPENapaToB, MMEKNIMX Y3KUN TepameBTHUYECKUH WHIEKC,
HE [I0IyCKaeTCsl MCIoJIb3oBaHue OuoBelBepa, ocHoBannoro "a bKC, mms
3aMEHBI HCCIIEOBAaHMM OMOSKBUBAIICHTHOCTH in vivo. JIns KoMOWHAINK
(DHKCHPOBAHHBIX /103 JIEKAPCTBEHHBIX MPEMNaparoB NpuMeHsieTcsi GuoBeiBep,
ocHoBaHHbl Ha bKC, B ciyyae, ecnmu Bce JeHcTByromue BelmecTtra,
coJepiainecss B TaKOM KOMOMHMPOBAaHHOM JIeKapPCTBCHHOM IpErapare,
OTBEYAOT KPUTEPHUSIM, CHOPMYTHPOBAHHEIM B TIOApasjeiax 2 u 3 pasmena [11
Hacrosiux TpedoBaHui.

6. brogeiiBep, ocnosanukiit Ha BKC, npuMensercst k JleKapcTBEHHBIM
IpenapaTaM, €cjd JCHCTBYIOIIEe BELIECTBO (BEIECTBA) MMEET XOPOIIYIO
pacTBOPMMOCTE M XOPOILYIO MPOHUKAIOMIYIO criocobHocTs (kace [ mo BKC)
WIA XOPOUIYI0 PAcTBOPHMOCTH W IUIOXYIO NPOHMKAIOIIYIO CIOCOOHOCTD
(xnacc IIT mo BKC).

7. buoseiiBep, ocnopannwiii na BKC, mnpumensercs B cmydae, cciu

JCUCTBYIOLICE BEIIECTBO (BelleCTBA) HCCICIYEMOro M pedepeHTHOro
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JEXapCTBEHHBIX MpenapaToB HACHTUYHO. buoseliBep, ocHoBaHHEIN Ha BKC,
TAlOKe IIPUMEHSeTCs B Cliydae, €ClIM HCCIeIyeMbli W pedepeHTHBIN
JICKapCTBCHHBIE MPENapaThl COAECPAKAT Pa3HBIE COJIM NPH YCIOBHUU, YTO 00e
coimu npuHaiexkat kiaccy I no BKC. buoseiiBep, ocnoBannkeiii Ha BKC, ne
INPUMEHSETCs, €CIIM MCCICIyeMbId JIEKAPDCTBEHHBIH Ipenapar CoJepiKuT
JCHCTBYIOLIEE BEIECTBO B BUE JIPYroOro IPpoCToro sGupa, CIoXHOro spupa,
M30Mepa, CMECH H30MEPOB, KOMIIEKCA MM WHOTO IPOM3BOZHOIO,
OTJIMYHOTO OT JEHCTBYIOLIEro BelleCTBA Pe(hepeHTHOro JIEKapCTBEHHOI'O
npemapaTta, MOCKOJIbKY OTH pasjIudds MOIYT TPUBOIUTH K pPasIduyMsIM B
OMOIOCTYIHOCTH, KOTOPBIE HEe MOTYT ObITh IMOJYYEHBI B DKCIEPUMEHTE,
OCHOBaHHOM Ha mnpumeHeHun Kouuenuuu bBKC mns  Guoseiisepa.
K mponekapcrsam jiolryckaercsl IpUMEHsITh OMOBEHBEp, OCHOBAHHBIH Ha

bKC, ecimi onu abcopbupyrores B popme poJieKapeTs.

III. brodapmanepTryeckas cuctemMa KiacCupuKayum
JIEUCTBYIOIMX BEIECTB

1. PactBopumocTh

8. JIecTByIOIIEE BEIIECTBO KIACCH(DHUIMPYETCS B KAuecTBe XOpOUIO
pacTBOPUMOTO, €CIIM MakCHMallbHasi pa3oBas TepameBTHYECKas 1034
(B COOTBETCTBUM C 00LIEH XapakTepUCTHKON pedepeHTHOrO JIeKapCTBEHHOTO
npenapara) MoJHOCTBIO PacTBOpHMa B OydepHoil cpeme oobemom 250 mut
WM B MEHbIIeM o0BbeMe cpenbl B quanaszone pH 1,2 — 6,8 npu Temneparype
37+ 1°C. B ciyJasx ecii MakcUMabHas pa3oBasl TepaneBTHYecKas 103a He
OTBEYAET OTOMY KPHTEpHIO, HO HaBecKa JeHCTBYIOLICro BeIlecTBa,
COOTBETCTBYIOIAA HAUOONBIIEH N03HPOBKE pedepeHTHOro JIEKapCTBEHHOTO
npernapara, TOJHOCTRIO PACTBOpHMA B BBIICYKA3AHHBIX YCIIOBUAX, JUIS

obocHoBanus duoseiiBepa, ocHoBaHHOIO Ha BKC, B perucrpalioHHOM J1oche
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JTEKApCTBEHHOIO Ipenapara JOJKHBI OBITh MPeJICTABIEHBI JOIIOIHUTEILHEIE
JaHHEIE.

9. HeoOX0aMMO ~ BKCHEPHMEHTAIbHO — YCTAHOBUTH — PAaCTBOPHUMOCTB
ACUCTBYIOIIETO BelecTBa B auanasoHe pH 1,2 — 6,8 npu rtemmeparype
37 £ 1 °C. Joixsbl ObITh U3yUeHBI KaK MUHEMYM Tpu pH B 5TOM juanazone,
BKIo4as Oygepusie cpensl ¢ pH 1,2, 4,5 u 6,8. JlonoIHUTENBEHO MOKHA
OBITH M3ydyeHa PacTBOPUMOCTH JEHCTBYIOIIEro BerecTBa npu pH ¢ camoii
IJIOXOH €ro pacTBOPUMOCTLIO, eciin 9To 3HaueHume pH Haxomurcs BHYTpH
yKa3aHHOTO IHamasoHa. YKa3aHHbIE UCCIEAOBAHUS JIOJDKHBI TOATBEPKAATS,
4TO  PacTBOPUMOCTL  JIGHCTBYIOLIErO BeIECTBA IOALCPIKHBAETCS  BO
BPCMEHHBIX DPAMKax, COOTBETCTBYIOLMX OXMIAEMOU IIPOAOIDKATEILHOCTH
abcop0b1uK JIeHCTRYIONIEro BelecTBa.

10. PactBOpEMOCTE  HEOOXO/JMMO OIEHMBATH C IOMOIILIO METO/a,
110/I00PaHHOTO MUCXO/I51 H3 CBOMCTB JIEUCTBYIOIIEr0 BELIECTBA.

11. Jonyckaeres [IPOBEJICHME HCCIICJOBAHHM PaBHOBECHOM
PACTBOPUMOCTH € HCIIOJIB30BAHMEM METOJMKM BCTPSAXHBAHUS KOIOBI WK
allbTEPHATHBHOW METOJAUKM, €CIHM 3TO OOOCHOBAHO B PErHCTPALHOHHOM
JI0CBe  JIEKapCTBEHHOrO  rpemnapata.  Jlomyckaercss — MCIOJIB30BAHUE
HeOompIIUX 00beMOB Oy(epHOU Cpembl IS ONEHKH PACcTBOPUMOCTH, €CIH
JOCTYIHBIM JII MCCIEeNOBAaHUM ammapar I03BOJSIeT c¢aelarh 510, Jlis
obeciieyeH st H3MEPEHMs PaCTBOPUMOCTH IIPU YCTAHOBICHHOM 3HaueHnu pH
JUIST KQXKJIOTO HCIBITYEMOTO pacTBOpa HEOOXOJMMO NMPOBOIUTH H3MEPEHHE
snavyenus pH nocne n1o0aBneHust IeHCTBYIONIEIO BENIECTBA, & TAK)KE B KOHIIE
HCCIICJIOBAHNS  PaBHOBECHOH  pacTtBopuMocTH. Ilpm  HeobOxomumocTu
3HadeHne pH Koppekrtupyercsi. ODKCIEePUMEHT JIOJDKEH IMPOBOJHUTLCSA B
TEYEHHE IIEPHOJa BPEMEHHM, JIOCTATOUHOIO /i1 TOTO YTOOLI JOCTHYb

PABHOBECHH.
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12.B xauecTBe anbTEPHATUBHOIO BapHAHTA MCCIEIOBAHUI MOMKET
OBITH TIPOBEJICHO M3y4YeHHE PACTBOPUMOCTH, B KOTOPOM MaKCHMAJIbHAs
pa3zoBasg TepaleBTHYECKas [03a JeHCTBYIOLIEro BelecTBA M3ydaeTcs B
Oydepuoit cpeme obbemom 250 M WM MeHbIIAs [03a JEHCTBYIOLICTO
BEIIECTBA — B IIPONOPIHOHATIEHO MEHbIIEM 00BbeMe OydhepHoit cpebl.

13. Ins onpenenenus wiacca no bKC JIEUCTBYIONIEIO BellecTBa
JOJDKHA OBITH MCIIOJB30BaHa HAMMEHBIIAs M3MepEeHHas DPAacTBOPHMOCTH B
nuanaszone pH 1,2 — 6,8.

14.Jia  moaTBepKIeHUsT IOJYYEHHOrO 3HAYCHUS PacTBOPUMOCTH
HEOOXOANMO KaK MHUHMMYM 3 TMOBTOPHBIX ONpPEACIICHUs PACTBOPMMOCTH HIPH
KaXJ0M yCIOBHH WM pH ¢ HCHOJIB30BaHHEM  COOTBETCTBYIOLINX
(hapmaxonedHpIX Oy(hepHBIX Cpes U BaIMAMPOBAHHOIO METOA OIIPEIC/IeHHS
JACHCTBYIONIETO BellecTBa. B onmoIHeHNE K DKCIIEPUMEHTAILHEIM TaHHEIM B
PETUCTPAlMOHHOM  JIOChE  JIEKAPCTBEHHOTO  IIpenaparta  JIONyCcKaeTcs
IIPEACTABIEHUC HAYYHBIX XHMHKO-TCXHOJIOTHYECKUX U (hapMaleBTUUECKIX
JaHHBIX, C LENbI0 IIOJIyYEHHMs JOKa3aTejlbCTBA M OOOCHOBAHUS 3HAYCHUH
pactBopuMOCTH. IIpr 5TOM HEOOXOAMMO YYHTHIBATL, YTO HE BCE CTATHLU
Hay4HBIX PpEHEH3UPYEMbBIX JKYpPHAJIOB (M3MaHUH) cojep)KaT JaHHble 00
MCCIeTOBaHUX, HEOOXOAUMEIE JIJIsl OLIEHKH KA4eCTBA DTHX MCCIeI0BAHUNI.

15. HeobxomumMo  moaTBepIkaeHHe  JAOCTATOYHOH  CTAOMIBHOCTH
JIGUCTBYIOLIErO BelecTBa B OydepHol cpejie OIEHKH pPacTBOPUMOCTH.
B cnywasx ecim pefictByromiee BelectBo HectabuinbHO (€ro jerpamariis
cocraBisier > 10 % BO BpeMs OIEHKH PECTBOPHMOCTH), HEBO3MOXKHO
IPaBAJILHO OMPEAeTUTh PacTBOpUMOCTL M Kilace mo bKC jelictpyrouero

BEIIIECTBA.
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2. IIponukaroras criocoOHOCTh

16.Onenka nponukaromieif CrocOOHOCTH MO/KHA HPENIIOUTHTENHHO
OCHOBBIBATBCSL HAa  ONpPEJIETeHHH CreneHd  abcopOuMu  elcTBYIONIEro
BCIICCTBA, IIOJIyYeHHOH W3 (DapMAaKOKHHETHMYECKHX WCCASTOBAHMM ¢
ydacTHeM  d4ejloBeKa  (HampuMep, TNpH  H3YY4eHHM  abCONOTHOM
OMO/IOCTYITHOCTH MIIM MaTepHalbHOro Hallanca).

17.Ecim abcoroTHAS OMOIOCTYIHOCTE JEUCTBYICIIErO
BelllecTBa cocrapisger > 85 %, MOXHO clelarh BBIBOJ O XOpolIei
MpOHUKAOIIEH  crocobHocTH.  BeIBox 0 xopommel  npoHHKaromiei
CIIOCOOHOCTH JIEHCTBYIOLETO BEI[ECTRA TAKXKE MOKHO C/IeNIaTh, ecim > 85 %
€ro BBEICHHOW JI03bI BBIIEISETCS B MOUYY B HEM3MEHEHHOM BHie (B BHIE
MCXOJHOIO JIEHCTBYIOIIEr0 BEIECTBA) WM B BHUJE CYMMbl HCXOIHOTO
JISUCTBYIOLLCTO BelilecTBa, ero okucneHHsX (I ¢aza) m KowbrOrMpoBaHHbIX
(II dasa) merabonuros. [l MeTabONHTOB, OOHAPYKUBAEMBIX B (heKaImsx,
TaKXKE JIOMYCKACTCsl YYUTHIBATH TOJIBKO OKHMCICHHBIE W KOHBIOIHMPOBAHHEIE
MeTaboNIUTEL. MeTabonuTel, 00pasyrolrecs: BCIEACTBHE BOCCTAHOBJICHUS
WIH TUAPOJIM3a, BKIIOYATH B OOIIYIO OLEHKY OWOJOCTYNHOCTH He
pasperaercsi, €CliM TOJIBKO HEeNb3sd IPOACMOHCTPUPOBATH, 4YTO OHU He
obpasyrotest J1o abcopOuun (HampuMep, 3a CYET BIHSHUS MHKPOOPIaHH3MOB
B JKEITyTOYHO-KUIIEYHOM TpakTe). HensmeneHnHoe neiicTByromnee BEecTBo B
(beKanmusaX Helsb3sl BKIIOYATh B OLCHKY CTENeHH abCOPOLHH, eCIIM TOJIhKO
COOTBETCTBYIOIIKE JaHHbIE HE OOOCHOBBIBAKOT, UTO KOJIMYECTBO MCXOIHOTO
JCHCTBYIOIIETO  BELIECTBA B (DEKANMsIX, VYHTHLIBAEMOE B KAUYECTBE
abcopOUPOBAHHOTO JIEHCTBYIOIIETO BEIeCTBa, OOYCIOBIEHO €ro GHITHAPHOM
DKCKpCLIMEeH, KHMIIEYHOM Ccekpelneid Hiu o0pa3yeTcs W3 HecTaOWILHOTO

merabonuta (HalpuMep, IIIIOKYpOHMMa, cyibdara, N-okcuaa), KOTOPHIit
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noaBepraercss o0parHoOMy MpeoOpa3oBaHUI0 B MCXOJHOE COENUHEHUE IO
BIIUSTHUEM MUKPOOPTraHHU3MOB,

18. lonyckaercst mpeACTaBIATL JaHHBIC 77 Vivo, TIOJIyYCHHBIE B
pesyJibrare IMpOBEACHUs HCCIEJOBAHUN ¢ yJacTHEM dYeIoBeKa, B3SThie W3
OIyOIMKOBAaHHON HAay4YHOH MEIMIIMHCKON JIMTeparypbl (HapuMep, 3HAHWS
CBOMCTB JICKAPCTBEHHOTO IIperapara M HCCIeJOBaHUS OHOMOCTYITHOCTH).
IIpy 5TOM HEOOXOJWMO YYHTLIBATHL, YTO HE BCE CTATbU Hay4HBIX
PELICH3UPYEMBIX JKYPHAJIOB (M3J1aHUI) coepKaT HeOOXGAUMBIE JaHHBIE 00
UCCIIETOBAHUSIX, YTOOBI OLIEHUTh KAYECTBO STHUX HCCIICIOBAHUIA.

19. Anam3 npoHuKaromed crocoOHOCTH JIEHCTBYIOMIEr0 BellecTBa
TAKXKe TIPOBOJUTCS ¢ TOMOIILIO BaIUJAUPOBAHHBIX U CTaHIAPTU3NPOBAHHEIX
METOJOB HCCIENOBAHUH in Vifro ¢ WCIOJNb30BaHUEM JIMHUK KiieToK Caco-2
(B coorsercTBMM ¢ MeTtonukoil cornmacHo nmpuioxerrio Ne 1). Pesynbrarsl
U3YYEHHS IIPOHUKAIOIEH CIIOCOOHOCTH NEHCTBYIOIIEIO BENeCTBA Ha JIMHUU
kierok Caco-2 HEOOXOAMMO NpPOAHATU3UPOBATH C YUYETOM MMEIOLIUXCS
JAHHBIX O (hapMaKOKMHETHKe ACHCTBYIONIEr0 BellecTBa y yeioBeka. Eciu
3aKIIFOYEHUE O XOpOIIEH IPOHUKAIOMEH CIOCOOHOCTH JIeHCTBYIOLIErO
BEIleCTBA BBIHOCHUTCS Ha OCHOBE M3YUEHHUS i1 Vifro KJIETOUHOH CHCTEMBI,
HEOOXOAUMO Jl0Ka3aTh HAJTMYHE [IPOHUKAIOIIIEeH CIIOCOOHOCTH
JCHCTBYIOIIETO BENIECTBA, HE 3aBUCHLICH OT ero aKTMBHOTO TPAHCIOpPTa, B
CoOTBETCTBUU ¢ npunoxkeHreM Ne 1 k Hacrosiinum TpedoBanusm.

20.Eciu  xopouiass TIpOHHUKAIOMIas CIIOCOOHOCTh HE YCTAaHOBJIEHA,
JOEHCTBYIOLIEE BEIIECTBO NPH3HAETCS O0JIa/IAl0IUM IIOXOH IIPOHMUKArOIIE

CII0COOHOCTRIO ISl ero kinaccudukanuu 1o bKC.
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3. CtabuiIbHOCTH AEHCTBYIOLIETO BEIECTBA
B XKEJIyJOUHO-KUIIEYHOM TPaKTe

21.B cinyyae ecnm Ui TOATBEPKIACHUsI XOPOIIEH IIPOHUKAOLIEH
CIIOCOOHOCTH ~ IEHCTBYIOIIEI'O BEIECTBA HCIONB3YIOTCS HMCCJIeOBAHMUS
MarepuallbHOro OanaHca, HEOOXOIUMO Npe/CTaB/ieHde JOIOIHUTEIBHbIX
JaHHBIX, COJEPXKALIMX CBeleHHsd 00 oleHKe cTabMIIBHOCTH JEeHCTBYIOIETO
BEIIECTBA B JKEIYJOYHO-KHIIECYHOM TpaKTe, 3a MCKIIOYCHHEM CIIydaes,
eciy > 85 % BBeJEHHON JI03bI ICHCTBYIOIIETO BEIECTBA BLIBOJUTCS C MOYOM
B BHIE HEHM3MEHEHHOrO JIEHCTBYIOIIEro BellecTBa. [loaTBepikiacHue
CTAOMIBLHOCTH JEHCTBYIONIEIO BEIIECTBA B JKENYIOUHO-KUIICUHOM TpaKTe
SBJISETCS  00s3aTE€NBHBIM, €ClId  Juls  ODOCHOBAaHHSI  €ro  XOpoIleH
IPOHUKAIOIEH CHOCOOHOCTH WCIOJB3YIOTCS HCCIIENOBAHUAS in Vitro Ha
muapn - Kietok  Caco-2.  CTaOUNBHOCTB — JIEHCTBYIOIIEIO  BEIECTBA B
KTy JOYHO-KMINEYHOM  TpakTe  HEOOXOAMMO  JIOKYMEHTHPOBaThL ¢
MCIIOJIb30BAHKEM  (DapMaKoNeWHBIX Cpell MM  CpeJl, WMHTHPYIOIIUX
JKETYIOYHBIM ¥ KUIIEeUHEIH coku. [Ipu Hammuum Haaexamero 000cHOBaHUS
B PETUCTPAallMOHHOM [OChE JIEKAPCTBEHHOI'O IIpernapara JOMyCKaeTcs
UCIIOJIb30BAaHWE APYIMX PENEeBAHTHBIX METOJOB OIEHKH CTaOWILHOCTH
JOeHcTByroero  BeuiecTsa.  PacTBOpB  akTUBHOW  (apMalneBTHHECKOM
cyOcTaHIMU HeOOXONUMMO HHKYOUpoBaTh Tpu Temmeparype 37,0 +0,5 °C
B TEYEHWE CpPOKA, COOTBETCTBYIOIIErO0 BPEMCHM KOHTAKTaA M Vivo
JIGMCTBYIOIIErO BEIIECTBA C JTHMH COKaMH, a HMeHHo: | uyac — B
KEJIyTOUHOM COKe M 3 dYaca B — KHIIEYHOM coke. KoHueHTpauuu
AEUCTBYIOLIEIO  BEIIECTBA B pacTBOpE  3areM  OMNpeJeNigeTcs ¢
MCITOJIb30BAHMEM  BaJTMIMPOBAHHOIO METOJA. 3HAUUTENbHAs JIerpajarsi
JIecTByrOIEro  Bemectea B obwreme > 10%  He  1o3BOJSET
Knaccuuuuposark ero B coorsercTBud ¢ BKC B kadecTBe xopormio

IPOHMKAIOIIEIro JCHCTRYIOIIETO BEIIeCTBA.
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I'V. IIpurogHocTs JeKapcTBEHHOIO Ipernapara
Juist OuoseiiBepa, ocHoBanHoro Ha bKC

22. JlekapcTBEHHBIM Ipeniapar sBJISIETCsl IPUTOHBLIM [T OuoBeiiBepa,
ocHoBanHoro Ha bKC, nipu BEIIIOIHEHNY BCeX CIEAYIOUIUX YCAOBHIA:

JIEUCTBYIOIIEE BELIECTBO (BELIECTBA) UCCIEyeMOro JEeKapCTBEHHOIO
npenaparta cootBercTByer Kimaccam I wm III mo BKC mo xpurepusm
PACTBOPMMOCTH ¥ IPOHHUKAIOIIEH CIIOCOOHOCTH;

HCCIIeyeMbld U pedepeHTHBIH JeKapCTBEHHBIE Iperaparhl SBISIOTCS
JeKapCcTBEHHBIMU  (dopMaMu  JUIsl  TIpUeMa  BHYTPb ¢ HEMEJICHHBIM
BBICBOOOIKICHUEM U CUCTEMHBIM JICHCTBHEM;

HCCTIETyEeMBIN JICKAPCTBEHHBIM IpenapaT UMEeT Ty K€ JICKapCTBEHHYIO
(opMy M HO3HPOBKY, UTO U pedepeHTHBIN mpenapar.

23.B ciydasx ecnM MakcUMaibHas pa3oBasi TepareBTHYecKas 034
JIEKApCTBEHHOI0 — IIpenapara He YJOBIETBOPSCT KPUTEPUIO  XOpOoLIeh
pacTBOPUMOCTH, HO HamOONbilas IO3MPOBKA PpedepeHTHOTo Ipeilapara
pactBopuMa B TpeOyeMBIX  YCIIOBHSX, IpUMEHeHHe OHoBeliBepa,
ocHoBannoro Ha bKC, neobxoa1umMo 000CHOBATE ¢ TOMOIIBIO JI€MOHCTPALMK
Z030IPOIIOPUMOHAIEHON (PapMaKOKHHETUKU HCCIIEAYEMOr0 JIEKaPCTBEHHOTO
npenapara (AUC u Cuax) B ManasoHe 103, BKIIOYAICIIEM MaKCHMAaJbHYIO
pPa30BYIO TepaneBTUUECKYIO T03Y.

24. JlexapcTBeHHBIE IIperaparbl ¢ OyKKabHOM WMIH CyOJIMHIBaIBHOU
abcopOuuel ABISIOTCS HE TPUTONHBIMM JUlsl INIpUMEHEHMs OHOBelBepa,
ocHoanHoro Ha bKC. Ilogxoh, OCHOBaHHBIM Ha HCIOJB30BAHWHU
OnodapManeBTHUECKOH  CHCTEMBI  KIACCH(DHUKAIMM, TMPUMEHSETCS MpH
OuoBeliBepe, TOJNLKO B Cllydae eClM JEeKapCTBEHHEIM mpenapar NpuHUMAaroT
3anuBasi BOJOM. Eciu Juist JIeKapCTBEHHOTO Iperiaparta TakkKe JIOIIyCKaeTcs
npuem 0Oe3 3anuBaHusS BOMOH (HalpUMep, JICKApCTBEHHBIE MPEIapaThl,

JUCHIEPIUpPYEMBIE B IOJIOCTH pPTa), HEOOXOIHUMO IPOBEACHUE MCCIIEOBAHMUS
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OMOOKBMBANEHTHOCTH i1 Vivo, B KOTOPOM JIEKAPCTBEHHBIN Hpenapar Oymer
OPUMEHSTECS 0€3 3aIMBaHus BOIOH.

25.UT100Bl  JIEKapCTBEHHBIM  mperapar MOT  IPETEHJ0BaTh HA
npuMeHeHue OuoBeiiBepa, ocHoBaHHOrO Ha BKC, HO/KHBEI BEITOIHATHCA
KPUTEPUU, MPENBbABISIEMBIE K COCTABY (BCIIOMOraTeNLHBIM BEIECTBAM) H
XapakTepuCcTHKaM pPacTBOPEHUsl in  Vifro IJEKapCTBEHHOI'O Tpemnapara,
yKazaHHbIE B mojpaszesax | w2 HacTosiero pasjena HacTOSIIUX

TpeboBanmuii.

1. BcioMmorarenbHblie BelllecTBa

26.HeobxoaumMo 10OMBATBCSL TOTO, YTOOBI COCTAB  HCCIIELYEMOIO
JICKApCTBEHHOI'0  IIperapara  IOJHOCTBIG ~ BOCHPOM3BOJUI  COCTAB
pe(epeHTHOrO JIeKapcTBEHHOTO IIperapara. B ciydyae Haauuus pasiuumii
MEXJIy BCIOMOTraTeJIbHbIMM BELIECTBAMU HCCIENYeMOro U pedepeHTHOro
JIEKAPCTBEHHBIX IIPENaparoB, WX HEOOXOAMMO OLEHHTH C TOYKH 3PEHUs
MOTEHUHAJIBHOrO BIIMSHUSA TaKUX PA3IMYUi Ha aOcopOuuio JefcTBYIOIIEro
BellecTBa in vivo. Takas oleHka BKIroyaer B ce0s aHalMd3 CBOMCTB
JEUCTBYIOLIEr0 BEIIeCTBA M BJIUSHHS BCIOMOI'AaTeNIbHBIX BEIECTB HA ero
abcopbumto. B nemsix mpumeneHus: OuWoBe#Bepa, ocHoBanHoro Ha BKC,
CrioHcOop 00s3aH 0DOCHOBaTh, MOYEMY Tpe/iaraeMble WM pasjiH4Hs BO
BCTIOMOTATENILHLIX BEIECTBAX JIEKAPCTBEHHEIX MTPerapaToB He OYAyT BIUATH
Ha npo¢uns abcopbUUU paccMarpuBaeMoOro JAeMCTBYIOIIEIO BEIeCTBa
(ero cKopocTh W crerneHb abcopOuuu), HCIONB3ys (DU3HKO-XUMHUUECKUE
HCCIIEOBAHKA U pacyeThl, a TAK:KE PUCK-OPUEHTHPOBAHHBIN MOIXO]I.

HepeBo peleHui s npoBefeHus 10J100HON OlEHKH IIPEICTABICHO

Ha pucyHkax | u 2 npunoxxenns Ne 2 x Hacrosinum Tpebopanusm.
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27.3asBUTEN0 HEOOXOJAUMO TPOAHATHU3UPOBATE BO3MOXKHOE BJIMSHUE
BCIIOMOTATE/NBHBIX ~ BEIECTB  Ha  CIENyIoIIMe  acHekTsl  abcopOiuun
JIEMCTBYIOIIErO BEIECTBA iRl ViVo:

PACTBOPHUMOCTE CaMOTO AeHCTBYIOIETO BEIEeCTBa;

BIMSHME BCIIOMOTAaTelIbHBIX BEUIECTB HA JKEIYJOUHO-KHIICUHYIO
MOTOPHKY;

BpeMs TpaH3uTa [eHCTBYIOLIEro BellecTBA W €ro  KHUIIEUHYIO
IIPOHHUKAIOIIYI0 CIOCOOHOCTB, BK/IOYas MEXaHM3MBI IepeHoca depes
MeMOpaHbI KJIETOK.

28. BcnomoraTenbHbIE BEUleCTBa, CIOCOOHLBIE BIMSATHL Ha abcopOImro,
BKJIIOUAIOT B ce0s anpHoibl  (crnuprocaxapa, Halpumep, MaHHUTOIL,
copbuToI1), @ TaK)Ke IIOBEPXHOCTHO aKTUBHEIEC BelllecTBa (HAMpUMep, HaTpus
noJeumicyiabdar).

29. Heo0Oxo0,1uMo0 OLICHUTH BO3MOXKHBIH pHUCK BJIMSIHHU S
BCIIOMOTATENIbHOI'O BelllecTBa Ha abCcopOIHio JeHCTBYIOIMIEro BELISCTRA,
yTeM MpoBeIeHusT (PU3UKO-XMMAYECKUX PACYETOB C yUYEeTOM:

a) KOJIMYeCcTBa HUCIOJIb3YeMOI0 B EJMHUIIE JIEKAPCTBEHHOU (OPMEI
BCIIOMOIaTeJLHOI'O BEIIECTBA;

0) MexaHu3Ma, ¢ IOMOIIBIO KOTOPOTO BCICMOTAaTENhHOE BEHICCTBO
MOJKET MOBIHATH Ha a0COPOIHMIO AEHCTBYIOIIETO BEIIECTRA;

B) aDCOPOIIMOHHEIX  CBOMCTB  (CKOPOCTH, CTCIMEHb W MEXaHH3M
abcopb1umM) NeHCTBYIONIETO BElleCTRA.

30.Bo Bpemst dapmareBTHUECKOH pPa3padOTKH  JIEKAPCTBEHHOI'O
mperapaTa HeOOXONWMO  YYHTBIBATL B COCTaBe HCCIEyeMOro i
pedepeHTHOTO  TPEeNnapaToB  KOJUYECTBO  BCIIOMOTATEIBHBIX  BEIIECTB,
CIIOCOOHBIX BIUATH Ha abCOPOIMI0 JEUCTBYIONIETO BEIIECTBA, C LEJILIO
oOecrie4eHUsl MMHUMAIBHOI'O — M3MEHEHUSI COCTaBa W COMACpIKAHHS

BCIIOMOTI'@TCJIbHBIX BCIHICCTB B HCCICAYCMOM JICKAPCTBEHHOM IIperiapare.
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Jlolyckaercs He yuuTHIBATH HE3HAYUTENEHOE KOJMHYECTBO BCIOMOIATENEHLIX
BCIICCTB,  BKJIOYACMBIX B 00OJOUKY TabNETKH, WIH  KOJIHYECTBO
BCIOMOTATE/ILHBIX  BCIICCTB  HMKE WX  YCTAHOBJIEHHOTO (JI0KA3aHHOIO)
I10POTa BIMSHU.

31. JleifctBytomue Bemectsa kiacca | mo BKC IIPENICTABIISIIOT CO0OM
TPyIy COCIMHEHHH HH3KOTO pPUCKA C TOYKH B3PeHHS CIIOCOOHOCTH
BCIIOMOTATCIILHBIX  BEIIECTB B ¥MX COCTaBe BIMATH HA aBCOPOIHIO 110
CPABHEHHIO C IPYTMMH Kiaccamu BeuiecTs 110 BKC nockoneky:

Xopoio abcopOupyrores;

MMEIOT HC OrpaHHYCHHYIO HH PACTBOPHMOCTBIO, HM IIPOHHKAOIIEH
CIOCOOHOCTHIO a0COPOIIHIO.

32.0neHka BIMSHUS BCIOMOTATENBHEIX BELIECTB B  OTHOLICHIM
JICKapCTBCHHBIX NPENapaToB, JEHCTBYIOLIME BEIECTBA KOTOPBIX OTHOCATCS K
knaccy [ mo BKC, momxna Bkmouats B cebst amanmms IO TEHIHAJILHEIX
M3MCHEHHH CKOPOCTH MJIM CTeleHH abcopOIuu. Hamnpumep, ecimm usBectHo,
4TO JICHCTBYIOLEE BEIECTBO MMEET XOPOIIYHO IIPOHUKAIOLIYIO CIIOCOOHOCTE
Onarogapsi akTUBHOMY 3aXBaTy, HEBO3MOKHOCTD NpuMeHeHus: OnoBelisepa,
ocHoBanHoro Ha bKC, Oyner cBssama ¢ HamuumeM B cocrage
JICKApCTBEHHOIO  TIpeNapaTa  BCIOMOTAaTeNbHBIX — BEHIECTB, CHOCOOHBIX
MHIMOMPOBATE 32XBATHIBAOIIME TTEPEHOCTHKH. B OTHONICHNHY JIEHCTBYIOIIHX
Bemiects  kinacca I mo BKC, ob6namaronmmx MeIeHHOH  abcopbruei,
HEOOXOMUMO TaKikKe YYHTHIBATH CIIOCOGHOCTH BXOJAIAX B  COCTAR
JACKAapCTBEHHOrO IIpernapara BCHOMOTaTeNbHBIX BELIECTB MOBBILATE €ro
abcopbmuro.

33.B  OTHOIIGHHM  JleKapCTBEHHBIX Ipenaparos, AeHcTByroNmMe
BCILICCTBA ~ KOTOPBIX  OTHOcATes K kimaccy I mo BKC, pomycrnmml
Ka4CCTBCHHBIC M KOJIMYECTBEHHBIE pPa3IMudsg BO  BCIIOMOTATEIBHLIX

BCHIECTBAX HCCICAYEMOI'0 M pecpepeHTHoro JICKAPCTBECHHOTO IIpeliapara,
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3a MCKJIIOYCHHMEM BCIIOMCIATENIbHBIX BEIIECTB, CIOCOOHLIX BIIMSTH Ha
abcopbruro  IeHCTBYIOIIEro  BellecTBa, KOTOpPHlE AOKHBI  COBMNAIATEH
KaqeCTBCHHO U OBITh CXOKUMH 10 KOJIHYECTBEHHOMY COCTaBY (OTIIMYATHCS B
npefenax + 10 % OT KOIMYECTBEHHOIO COMEpP:KAHUS BCIIOMOIaTEIBHOIO
BEIHIeCTBA B peepeHTHOM mpenapare). CyMMapHasi pasHUIa B COEPIKAHUN
BCEX BCIIOMOIaTEJbHBIX BCLIECTB, CIOCOOHBIX BIMSITH Ha abCOpOIHIO,
JOoJDKHA OBITh B TIpeaenax + 10 %.

34.TloBenenue B opraHuszme JEeUCTBYIOIINX BelecTB kiacca 111 mo
BKC B Oonpmiell creneHu 3aBUCHT OT BIIMSHHS BCIIOMOTATEIHHBIX BEILIECTB.
Orn JIefiCTByiOlIME BellecTBa He 007aaloT Xopollel IPOHHKAoeH
CIIOCOOHOCTBIO M MOIYT MMeTh abCcopOIMi0 B crenudHIecKoM OTaese
JKCITY JOUHO-KUILIEIHOIO TPAKTa, MO3TOMY CYILECTBYST MHOI'O MEXAaHH3MOB,
C IIOMOIIIBIO KOTOPBIX BCIOMOTATEIbHBIE BEIIECTBA CIIOCOOHBI MOBIHITH HA
1X abcopOIHIO, 10 CPABHEHHIO ¢ JEHCTBYIOMIMMHU BelllecTBAMU Kiacea | mo
bKC. B ortHomenuu peficteyrommx Bemects kiacca 1II mo BKC Bce
BCIIOMOTATeNIbHBIE  BellecTBa  JOJKHBI  OBITb  OJMHAKCBBIMH  I10
KayeCTBEHHOMY COCTaBy M CXOXKMMH IO KOJMYECTBEHHOMY COCTABY
(32 YCKIIFOYEHHEM BCIIOMOTATENbHLIX BEIIECTB IUICHOYHOH OBONOYKH MM
0DONOUKH KAICYJIBL) ¢ COCTABOM ped)epPeHTHOrO JIEKAPCTBEHHOTO Mperapara.
Bernomorarenbhple  Bemectsa,  CHOCOOHBIE  BIHMSTH  HAa  abcopOIMIO
JICHCTBYIOLIMX BEIIECTB, JIOJOKHBI OBITH MJICHTHYHBIMH 110 KAa4eCTBEHHOMY
COCTaBy UM CXOXMMH TI0 KOJIMUECTBEHHOMY COCTaBY C COCTABOM
pehepeHTHOro JIeKapeTBEHHOr0 Ipenapata (OTiuyaThes B npeaenax + 10 %
OT COICPXAHHUs BCIIOMOIATEJILHOIO BelIECTBA B pe)epeHTHOM Ipernapare,
a CymMMapHas pPasHHMLA B COMCPKAHMH BCEX BCIOMOTATENBHLIX BELICCTB,
CIIOCOOHBIX ~ BIMsITH  HA  abcopOIMIO, [JOJDKHA OBITH B IIpeesax
+ 10 %). HeobxoanMo NpuiepXuBaThCs 1apaMeTpoOB, NOATBEPIKIAOIIHX

CXOACTBO IO KOJHMYCCTBEHHOMY COCTaBY BCIIOMOTaTeJbLHBIX BEIICCTB
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MCCIIelyeMOro 1 peepeHTHOro NeKapCTBEHHBIX [PENapaTos, NPUBSICHHBIX
B Tabnumite. ITipumepsl HOMYCTHMBIX pasmuuMii BO BCIIOMOTATENBHBIX
BCINECTBAX IPHUBE/EHEl B Npuiokenun Ne 2 x nacrosmum TpeGoBanusim.,
Pasqnuust B KpacuTelsX M apomarusaTopax JIONYCTHMBL, €CIM  HX
COACPXKAHUE B COCTABE JIEKAPCTBEHHOTO NIpenapara He3HAYUTEeBHOE.,

35.B psne ciyvaes (mampumep, HpH mpoGaeMax ¢ OIpejeleHHeM
MacChl  IUICHOUHOM 000JI04KH  pedepeHTHOro mpenapara) MIpPUMEHEHHE
MapaMeTpoB, MPHUBEACHHBIX B Tabymile, ObIBaeT 3aTpyaHeHo. B rtabimie
MPUROJATCA ~ OPUCHTHPOBOYHLIE — IAapaMeTphbl, KOTOPbIE  HEOOXOJHMO
YUUTBIBATh B TIpoIecce (papManeBTHUeCKON paspaboTku. OTKIOHEHUS OT
YKa3aHHBIX [OKa3zaTejaed TpeOyloT COOTBETCTBYIONIENO OOOCHOBAHMS B
PETHCTPALMOHHOM JI0ChE JIEKAPCTBCHHOTO HPENapaTa HCXO/ sl U3 PHHIIMIIOB,
YKa3aHHBIX B MMyHKTax 26 — 34 Hacrosimx TpeGoBanuii.

Tabmura

HapElMGTpBI, IMMOATBCPIKAAOIIHE CXOACTBO 110 KOJINYECTBCHHOMY
COCTaBYy BCIIOMOT'ATCIIBHBIX BEIL[ECTB HCCIICAYEMOTO H pecpepeHTﬂoro
JICKAPCTBEHHEIX IIpEIapaTos, CoZEprKammmux ﬂeﬁCTByIOLHee BCIIECTBO

kinacca II1 mo BKC
Buj BecnomorarensHOro BemmecTsa OTknonenne

OT Macchl,
He OoJjee

BcerioMorarenbuple BelmecTsa, BAUSIONME HA a0COPOIHMIO:

VHAWBHIYaAJILHOE BEIIECTRO 10 %!

BCE BEIIECTBA CYMMApHO 10 %!

[Tpoure BermomMorarenbHble BEIECTBA:

HaIOJHUTEIb 10 %

Je3nHTerpanThl:

Kpaxmar 6 %°

HUHOH 2 %*

CasI3yrollee BEIIECTBO 1 %?

CmaspiBarolye BelecTBa (JIyOpruKanThl):
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BuJ1 BCIOMOraTesibHOI'O BEIeCTBa OTkJI0HEeHHE

OT MAaccCHl,
He boiee

creaparhl 0,5 %*

Npyrue 2%

Cxonp3sirre BelecTna:

TaJbK 2 Y%

WHEBIE 0,2 %?

VIsMeneHHsi BCEX BCIIOMOTATEIBHBIX BEIECTB CYMMAapHO, 10 %*

BEKJIFOYasd BEIICCTBA, BIIUAOIIHUE HaA a600p6u1«110

[Ipumeyanmne:

' Orxilonenue o1 MACCHI BEIIOMOTATENILHOTO BEIIECTBA B ped)ePESHTHOM Iperapare.

2 OTKIOHEHHE OT Macchl spa NeKapCTBEHHOH GopMbI pedyepenTHoOro npeiapara. Macca spa
HE BKJIFOYAET MAacCy INIEHOYHOH 000109KH TAONETKH UK 000JIOUKY Kareyibl,

36.buoseiiBep, ocHoBaHHBIH Ha BKC, mpumennM K KOMOMHALMAM
(PMKCUPOBaHHBEIX 7103  JEHCTBYIONIMX  BELIECTB [PH  OJMHAKOBOIL
JICKAPCTBEHHOM (opMe M JIO3UPOBKE Y HCCICAYeMOro H pedepeHTHOro
JIEKapCTBEHHBIX ~IIPENaparoB. YKazaHHbIE JIEKAPCTBEHHBLIE IPElaparhl,
coZiepKale JAEHCTBYIOIIME BelecTBa Kiacca I, JOMDKHBI OTBEYath
KPUTEPUAM B OTHOILEHUM BCIIOMOIATENBHBIX BELIECTB ISl JIeHCTBYIOLIETO
Benlecrsa knacca I mo BKC. Ilpenmapater komOuHanuit GUKCUPOBAHHEIX 103,
coJiepxalnye jgencrayromme Benjectsa kiacca [ no bKC unu geitctyrorine
BemecTBa Knmacca I u kmacca III no bBKC, nomxHbl 0TBeYaTh KpUTEpUsIM B
OTHOIUEHUU BCIIOMOTATENbHBIX BEIIECTB JIUIsd JEHCTBYIOIIEIO BEIECTBA

kiacca II1 mo BKC.

2. Tect cpaBHUTENIbHON KMHETUKH PACTBOPEHUS i1 Vitro
JUIS JIEKApCTBEHHOIO IIpenapara
37.11pn npumenenun dbuoseiiBepa, ocuoBannoro Ha bKC, neobxoaumo
[IPOBECTH TECT CPAaBHUTEILHOM KHMHETUKM PACTBOPEHHS in  Vilro ¢
MCITOIB30BAHNEM O/JHOM IPOMBIIIJIEHHOH WM OMNBITHO-TIPOMBIILIEHHOM

CEPpHUH JICKAPCTBCHHOI'O IIpcIlapara, COOTBSTCTBYEOH_IGI\/JI 3a5BJLICMOMY Ha
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PETHCTPAITHIO IIPOLIECCY €€ TIPOU3BOJICTBA, BKIIIOYAIOIINK B ce0sl CpaBHEHHE C
pedepeHTHBIM JIEKAPCTBEHHBIM IIPEIAPaTOM.

38. Mccneryembtii iekapcTBEHHBIA Iperapar Heobxoaumo Oparth u3
cepuu, pasMep KOTOpo# cocTasiisier He MeHee 1/10 pazmepa poMBIIIIEHHOM
cepuu i 100 000 exuuuny (B 3aBUCHMOCTH OT TOTrO, YTO Oomble), ecnu
3aSBUTEIEM  (IIPOM3BOJAMTENEM) He 00OCHOBaHO WHOe. Ilpu nposeneHHH
TECTA CPAaBHUTENIbHOW KHMHETHKHM PACTBOPEHUS in vitro Juis BeIOOpa
JICKAPCTBCHHOTO Mpenapara UCXoAs U3 (asbl ero KIMHUYECKOH pa3paboTku
JIOITY CKaeTCsl HCIIOJIb30BaHNE OIIBITHO-IIPOMBIIIIIIEHHOM cepuu
JIEKApCTBEHHOI'O IIperiapaTa MEHELINX pa3MepoB Ipu 000cHOBaHUH. B Tectax
CPaBHUTE/ILHOM KHHETUKH PACTBOPEHUS iR Vitro HEOOXOIUMO HCIIOIL30BATh
BAIMTUPOBAHHBIN aHAIMTHYECKUI METO (AHATUTHYECKHE METOBI), a TAKIKE
npubop, coorpercTBylomuit Papmakoriee EBpasuiickoro sKOHOMHYECKOTo
corosa, yrsepxkaenaon Pewennem Komnerun EBpasuiickoii 3K0OHOMUYECKOi
komuccum oT 11 aBrycra 2020 r. No 100.

39.B mnemsax omnpezeneHus NpOQHIsT PacTBOPEHHUS JIEKAPCTBEHHBIX
NpernapaToB B TECTE CPABHUTCILHOW KUHETUKU {1 Vitro pacTBOPEHMs
HE0OXOIMMO BBIIOJTHEHUE CIICYIOIINX YCIOBHUIA:

npudop: Ilpubop 2 (nmomactHas Mewanka) wim  Ilpubop |1
(Bpawaromasicsi KOp3uHKa);

obvem cpenbl pactBopenus: 900 M uiam MeHbIne (IIPeIIOYTUTETHHO
MCIIOJIb30BaTh 00beM, BEIOPAHHBIH JUIS Cpe/ibl KOHTPOJISI KAYeCTBa);

TeMieparypa cpelibl pacrBopenus: 37,0 £ 1,0 °C;

ckopocTh TiepeMenmBanus: Ilpubop 2 (JomacthHas Mermnanka) —
50 oboporos B wMmmHyTy, Ilpubop 1 (Bpamaromascs Kop3WHKA) —

100 060poTOB B MUHYTY;
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MPH  KOKAOM  OKCHEPHUMEHTAIBHOM  ONpEJeNeHUH  Ipoduis
pacTBOPEHUsT HEOOXOAUMO HCTIOIB30BAHUE HE MeHee 12 J030BBIX €JIMHHIT
pedepeHTHOr0 1 UCCIIe/lyeMOro JIeKapCTREHHBIX IIDENapaToB;

tpu Oydepubix cpenst: pH 1,2, pH 4,5 u pH 6,8. Heobxomnumo
MCIIOJIb30RaTh (papmakoneiubie Oydepsl. [lpu pH B koropom Habmomaercs
MUHHMAaJIbHAs PACTBOPUMOCTh JIEKAPCTBEHHOIO IperiapaTa (ecim 5Ta cpefa
OTJIMYAETCs OT BhINIEYKa3aHHsIX OydepoB), HEOOXOMMMO TMPeyCMOTPETh
IIPOBEJICHUE JIONIOJHUTENIEHOTO U3YUCHHUS,

He [OIyCKAETCsl HCIONb30BAHME OPTraHUYeCKHX pACTBOPUTENEH M
no0aB/IcHME IIOBEPXHOCTHO aKTUBHBIX BEIIECTB B CPEJTY PACTBOPEHUS;

BO BpeMsi otOopa mpob HeoOXoauMo obecrieduTh UX (GHILTPOBAHME,
33 WCKJITIOUEHHMEM CIy4aeB, KOrjla MCIHOIB3YIOTCS METOJbl OOHApy KeHUs
JICMCTBYIOIIErO BEIIECTBA M Sifu;

B OTHOWIEHWUH >KEJIATMHOBBIX KarcCyJ HIH TaOJETOK € YKeJaTHHOBOM
0DOJIOYKOH, eclM B HX COCTAaBe YCTAHOBJIEGHO HAIMYHE IEPEKPECTHBIX
CLIIMBOK MOJIEKYJT JKeNaTHHa, HOIYCKAeTCsl UCMOJIb30BAHIE (ePMEHTOB IIPH
HaJIMYUU 0O0CHOBAHHSI.

40.Ecim B Ilpubope 2 (nomacTHas Memiajika) Ha CKOPOCTH
50  o00opoToB B MHHYTY HaOJIONAeTCS BBICOKAs BapuabGelbHOCTh
BLICBOOOKACHMS AEHCTBYOLIEr0 BEIIeCTBA WIIM KOHYCO00pa3oBanue KaK s
pedepeHTHOro, Tak M HCCIEAYeMOI'O JICKAPCTBEHHBIX  IPENaparos,
Joryckaercst vcnosib3oBanue Ilpubopa 1 (Bpawaromascs Kops3uHKa) Ha
ckopoctn 100 oboporoB B Mumnyry. Kpome Toro, momyckaercs
MCIIOJIb30BaHNE aIbTePHATUBHBIX METOJOB (HampuUMep, HCIIOJIb30BAHUE
rpy3ua  (CHMHKEPOB) WIM [PYTHX JIOJKHBIM 00pazoM 000CHOBAaHHBIX
MOJIXOJOB) Il yCTPaHEHUs KOHYycOoOOpa3oBaHUS W JIPyTUX IIpobieM.
B oryere o npoBeneHHOM HCCIIENOBAaHUM HEOOXOJIMMO MPEJCTABATL BCE

pe3yJIbTaThl SKCIIEPUMEHTOB.
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41.JIna cpaBHeHMs npoduieil pacTBOpeHHs TaM, TJ€ HPUMEHUMO,

HEOOXOIMMO OIIEHHUTH (pakTop 1ogodus f2 o cnemyroreit Gopmyiie:
1 n (p T )2 5
f,=50xlg{[1+2x S (R - T2 x 100},

rie:

f2 — gakrop nopodus;

N — YKCJIO BPEMEHHBIX TOYEK;

R — cpeanss o (B IPOLEHTAX) PACTBOPUBIIErOCs NeHCTBYIONIErO
BellecTBa PePEPEHTHOrO JIEKAPCTBEHHOIO INpenapara B MOMEHT BPEMEHH t
[I0CJIe Havasa UCCIeI0BaHMUS;

T — cpennss nond (B IPOLIEHTAX) PACTBOPHBIIETOCS JEHCTBYIOIETO
BEIL[ECTBA HCCIIENYyEeMOro neKapCTBeHﬁoro npenapara B MOMEHT BpeMeHH t
II0CJIe Havyasa UCCIIeIOBaHMUS.

42.Pacuer ¢akropa mogoOHsi TMPUMEHSETCS IIPU BBIIOJHEHUH BCEX
CIIEIYIOIIUX YCJIOBUMA:

MPOBEJICHA OlIEHKA PaCTBOPEHMS 110 MEHBIIEH Mepe B TpeX BPEMEHHBIX
TOUKax (He cuuTasi HyJeBOH Touku oTOopa);

BBIOpaHHBIE BPEMEHHbBIE TOUKU 0TOOpa Mpod /IS IBYX CpPaBHUBAEMBIX
JIEKAPCTBEHHBIX IIPENIAPATOB JIOJDKHBI OBITE OTHHAKOBLIMU;

I KaX<JI0OH BPEMEHHOW TOYKM pACCUMTAHO CpejHee 3HauYeHHe
WHJMBHIyaJIbHBIX TIOKa3aTeNell pacTBOPEHUs JICHCTBYIOIIErO BellecTBa
K@KI0I0 U3 CPAaBHUBAEMBIX JIEKAPCTBEHHBIX IIPEIApaToB;

HaJMuue Jis JI'000ro M3 IpemapatoB He 0Oojiee OJIHOW BpeMEHHOH
TOYKH CO CpEeJIHMM 3HAUEHHEM pacTBOPEHMS JICUCTBYIOIIETO BeEIECTBA
> 85 % OT ero HOMHHAJIBHOTO COAEPIKAHMSI B JIEKAPCTBEHHOM TIperapare;

Koo(GuurenT BapuauMu JUlS  CPEeAHHX 3HAYCHUH pacTBOPEHUs

JACHCTBYIOIIEIO  BEIIECTBA  JIGKAPCTBEHHOI'O — IIperapara He  JIOJDKEH
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npesbimnark 20 % B panHue BpemeHHbIe TOukd (o 10 mumyT) M 10 % B
OCTaJIbHBIE BPEMEHHBIE TOUKH.

43. J1Ba mpoduiist pacTBOpeHNs NeHCTBYIOIUX BENIECTB CPAaBHUBACMBbIX
JTEKapCTBEHHBIX IIPENapaToB CUMTAIOTCS OJMO0HBIMHU, eclid 3HaueHue £ > 50.
Ecnn kak y wccinemyemoro, Tak My pedepeHTHOro JieKapcTBEHHbIX
MpenapaToB  YCTaHOBJEHO, YTO = 85 %  3asBJEHHOTO KOJMYECTBA
JOCHCTBYIOIIET0 BELIECTBA pacTBOpsieTcss 3a 15 MHHYT, CpaBHEHHE C
MIOMOLIBIO  OLEeHKKM (axkTopa monodbust f» He tpebyercs, a mnpobumm
pacTBOpeHus NpHu3HarOTCA MonoOHbIMU. Ecnu ko3 durment sapuanum st
CpeHUX 3HAYCHHMH pPACTBOPEHMs JEHCTBYIOLIETO BENIECTBA IPEBLILIAET
3HAYCHHUS, YKa3aHHbIe B MyHKTe 42 Hacrosmux Tpeboranuii, pacuer dakropa
nogoouss {2 mnpusHaeTcsi HENPaBWIBHBIM, M CJENaTh BBIBOA O M[OA0OMH
(cxoxkecTd)  mpouiied  pacTBOPEHHs — JEHCTBYIOIIETO  BEIIECTBA
CPaBHHUBAEMBIX JIEKAPCTBEHHBIX IIPENapaToB HEBO3MOKHO.

44.Jlna  npumeHeHus OuoBeiiBepa, ocHoannoro Ha bKC, B
OTHOLICHUH JAeHcTByromMX BemecTB kiacca | nmo BKC wuccnenyemsiii u
pe(epeHTHBIH JIeKapCTBEHHBIE TIPEIIapaThl JJOJDKHBI MPOSIBIISTE:

00 odeHb ObICTPBIE (= 85 % — It cpe/lHero KOJMYeCcTBa BEllecTRa,
nepenie/niero B pacTBOp 3a < 15 MHMHYT) XapaKTepUCTHKH TPOQHUILs
pacTBOpPEHUSI i1 Vilro,

nmbo ObicTphle (> 85 % — mIs cpexHero KoJMYeCTBA BeILECTBa,
nepemeamiero B pacTBop 3a < 30 MHHYT) H cXOoxue (MomoOHEIE)
XapaKTEPUCTUKH IPOMUIIs PACTBOPEHUS in vitro (HanpuMep, Ha OCHOBAHUU
cpaBHeHus 110 Gaxkropy 1101001 2) BO BceX YCIOBUAX PACTBOPEHHS.

B cioywae ecnm  ogMH M3 1penapatoB  (MCCIEAYEMBIA MM
pedepenTHbIi) UMeeT OBICTpOe pacTBOpEHHE, a APYroil rpenapar — OueHb
ObIcTpOE pacTBOpEeHHE, JIOJDKHO OBITh MPOJEMOHCTPUPOBAHO T0H00ME

npoduiieil Ha OCHOBAHUM CpaBHEHUs 110 hakTopy fr.
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45./lna  upumenenuss OuoBeiiBepa, ocHoBanHoro Ha bKC, B
OTHOUICHUM JIEKAPCTBEHHBIX IIPENapaToB, CoJepKalux IeHCTBYIOIIME
perecrsa Kiacca I no BKC uccnenyemslit v pedepeHTHBIH TeKapCTBEHHBIE
npenaparsl JIO0/KHBL IIPOSIBISATE OY€Hb OBICTphIE (= 85 % — juIs cpemHero
KOJIMYECTBA BEILECTBA, IIepelle/IIero B pacTBop 3a < 15 MUHYT) B CXOXKHE
(rmoo0HbBIC) XapaKTePUCTUKH TPOQUIIS paCcTBOPEHHS in Vilro BO Beex
YCIIOBUSIX PACTBOPCHHSI.

46. Jlis ’HpHMeHGHI/IH Ouoselirepa, ocHoBanHoro Ha bKC, B
OTHOIIIEHUM JIEKAPCTBEHHBIX IPENapaTroB ¢ (UKCUPOBAHHONW KOMOWHammeH
103 JOJDKHBI OBITH 1OJ00HBI NMPO(UIN PACTBOPEHHUS BCEX IEUCTBYIONIMX
BELICCTB B COCTaBE pAacCMaTpHBAEeMBIX JIEKAPCTBEHHBIX IPEHaparoB ¢
(bukcupoBaHHOi  koMOuHanuedt 103. Ouenka noxodus npoduiei
pacTBOpeHUs NpenapaTtoB ¢ GUKCHPOBAHHOH KOMOWHALMEH /103 3aBUCHT OT
UX COCTaBa:

Ipernaparsl, colepiKallie HCKIIOYUTEIBHO JICHCTBYIOIIHME BEIIeCTBa
knacca I nmo BKC, nomxHbl OoTBe4aTh KpPUTEPUSIM MMOA00MsS mpoduiei
pPaCTBOPEHUSI LISl KOKJI0T0 JedCcTBYIONIEro Bemectsa kinacca I mo bKC;

Ipenaparsl, COJAepKalllie MCKIIOUHATENIHHO JICHCTBYIOIIME BellecTBa
knacca III mo BKC, momkHBEl oTBeuaTh KpuUTEpHsiM 1oj00ust mpodueit
pPacTBOPEHUsI IJIsL KaXKJI0r0 AelcTBYOIero Bemectra kiacea Il mo BKC;

[peraparsl, cojaepxauie KOMOMHAIMIO JeHCTBYIOIHMX BEIIECTB
kiacca I u 1l mo bKC, nomxuel oTBedaTh KpUTEpUsIM TOA00MS TpodHIIei
pacTBOpeHus, cooTBeTcTByolero kinacca bKC jmst xaxmoro KomioneHta
KOMOMWHALIUH.

47.B oTHOLIEHMM JIEKapCTBEHHBIX IpenaparoB ¢ Ooljiee 4yeM OHOM
JIO3UPOBKOM IOJAXOJ K IpUMEHeHuIo OuoBeiBepa, ocHoBaHHOro Ha BKC,

JOJKEH TIPHUMCHATHCH K KEDK,[LOﬁ JAO3HPOBKC JICKAPCTBECHHOTO IIpCriapara M
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BK/IIOYaeT B ce0s cpaBHeHHE IpoQuield pacTBOPEHHUS HCCIENYEMOTO H
pedepeHTHOrO JIEKAPCTBEHHBIX IIPENapaToB Ui KaXKI0H J03UPOBKH.
Jlomonnenust K ycjJoBUsAM INpUMEHeHMsI Tpebosanuii K OHOBeiBepy,

ocnosannomy Ha bKC, npuenens B mpuitoxxennu Ne 3.

V. JlokyMeHTEl, HeOOXOIMMbI€ JTTsI PECTaBIICHUS B COCTABE
PErHCTPALIHOHHOIO JIOCHE, IIPU MCIIOJIE30BaHNN OHOBeiiBepa,
ocHoBanHoro Ha bKC

48.CnoHcop  00si3aH  IIPEACTAaBUTH  CBEJEHHS O KPUTUYHBIX
HoKazare/ssx KauecTBa M3y4aeMOro JCHCTBYIOIIEro BeIlecTBa (BELIECTB) H
JIEKApCTBEHHOIO INpenapara, a Takke HHQopManuio o pedepeHTHOM
Ipernapare, BKIIOYANIYIO B ¢e0sl B TOM YHCIIE:

BUJI NOJMMOP(HOH (hOpMBI aKTUBHOM hapMaleBTHUECKOH CYyOCTaAHIUMN;

HSHAHTUOMEPHYIO YUCTOTY AKTUBHOU (hapMalleBTHIECKOH CyOCTaHIInH;

JTI00BIE CBEIEHUS 0 podJieMax OMOMTOCTYITHOCTH UITH
OMO’KBUBAJIEHTHOCTH JEeHCTBYIOIIETO BeIecTBa (BemiecTn) WA
JIEKapCTBEHHOIO Ipernapara, BKIIOYasi MEJAMIIMHCKWE HaydyHBIE JaHHbIE U
JIaHHBIE MTPOBE/IEHHBIX COOCTBEHHBIX MCCIIC/IOBAHUH.

HeoOxomumo  mpejpcTaBUTh BCe  MPOTOKONBI M OTYETHI 00
uceneoBausax. CBeAeHUs] O BATWIAINKM AHATUTHYECKHX METOJ/0B JIOJKHEL
COOTBETCTBOBATD:

TpeOOBaHMsM, H3JI0KEHHBIM B Tpuwiokenun Ne 6 & Ilpasunam
NPOBEIECHUs  HCCIICJOBAHMNA  OMOIKBHUBAJIEHTHOCTH  JICKAPCTBEHHBIX
IpenaparoB B  pamkax  EBpa3sMiicKoro - 5KOHOMHMYECKOIO  COH034,
yrBepakaeHHbIM Periennem Corera EBpasuiickoit 5KOHOMUYECKOH KOMUCCUU
oT 3 HostOpst 2016 1. No 85 — i1t OHoaHAIUTHYECKHUX METO/IUK,

TpeOoBaHMsSM PyKoBOJCTBA 1O BaNMIAlMK AHAIUTUYECKMX METOIHK

[IPOBEJCHHUS  MCIBITAHUM  JIEKAPCTBEHHBIX  CPEJICTB,  YTBEPIKIECHHOTO
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Pemiennem Konnernn EBpasuiickoii skoHOMHUeCKo# KoMuccHu oT 17 Hions
2018 1. No 113 — mu1g aHAIUTHYECKUX METO UK.

49. OT4eT no/DKeH BKIIOYATH B ce0s ONMCAHUE BCEX BCIIOMOTATEIBHEIX
BCIECTB,  BXOMIIMX B COCTAB  MCCIENYeMOro W  pedepeHTHOro
JICKapCTBEHHBIX TIPEMaparoB, ¢ IPUBEAECHHUEM HX KAYECTBEHHBIX M CCIH
IPUMEHHMO KOJTHYECTBEHHBIX Pa3jInuni.

50.B oruere HeoOX0aMMO IIPEeJICTaBUTh  IIOJHOE  OIMcaHHe
MCIIOJIb30BAHHEIX AHAIUTHYCCKMX METOJUK, BKIOYAs HMX BaTHIALMIO U
KBaJIu (DU KAITHIO AHAJIUTUYECKOTO o0opyaoBaHusl. JIOTIONTHUTENEHO
HEOOXOJMMO IPENCTaBUTh IIOJHOE OIUCAHWE BCEX Cpeil pacTBOpeHHs
JICKapCTBCHHBIX IIPCIApaToB, a TakXkKe CBeleHHss 00 wuccneglyeMod u
pedepeHTHOR  cepusX JIGKAPCTBEHHBIX TMpPEnapaToB (eAMHHYHAs 1034
(IO3MpOBKa), ~MCHONB30BaHHAS B  TECT€ CPABHUTEIBHOH  KHHETHKH
PACTBOPEHHS, ~ NPOTOKOJIbI  aHalU3a — CepuM), HOMEp Cepuu, Jary
POM3BOJICTBA M pasMep CEPHH (€CiM OHM M3BECTHEI), JaTy MCTEUEHUs CPOKa
romHoCTH (cpoka XpaseHus). Otuer 06 ompexesieHUH PacTBOPUMOCTH
aKTHBHOH  (apmaneBTHYecKOH  cyOCcTaHIMM ¥ IPOBEJEHHM — TecTa
CPaBHUTENBHOM KMHETHKH PACTBOPEHHS JIEKAPCTBEHHOTO MPENapaTa JI0JHKeH
BKJIIOYaTh B ceOs MOAPOOHOE ONHMCAHME SKCHEPUMEHTANBHBIX YCIOBHH 1
AHATUTHYCCKAX  METOAMK, BKIOYAs TakMe CBEACHUS 00 YCIOBHSIX
pacTBOpEHHUS, KAK:

MCTIONB30BAHHBIN (hapMakoIeiHbIi pubop;

METOLUKH JIeadpaliiH;

CIIOCOOBI (PUIBTPALMHE B IIpolecce 0TGopa mpod;

00beM oTOupaeMbIx 1poo;

APYrue IapamMeTpbl, [O3BOJISIONIME OIMCATh IIPOLECC HOJYIeHHs

OKCIICPHUMECHTAJILHBIX JTaHHBIX.
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51. JlonoMHATENEHO B OTYETE HEOOXOMMMO IIPEICTaBUTL CBEJAEHHS C
TTOJTHBIM OIIMCAaHKEM MCIIOIb30BAHHBIX METOJIOB OIpeeieHUs IIPOHHUKAOIIEH
CrIIocoOHOCTH JIEHCTBYIOIIETO BelllecTBa Ha MUHUU KiieTok Caco-2, ecny oHa
MpUMEeHsIack (B COOTBETCTBUM C  IOJIOXKEHHUSIMH, YKa3aHHBIMH B
npuioxeHud Ne 1 x HacrosmuMm TpedoBanusam).

52.0tueT, yxkazauubli B nyHkTax 49 u 50 nacrosimmx Tpebopanuii,
JOJDKEH cojepxKarh TabauuHble U IpadHuecKue JaHHbIC, COOTBETCTBYIOIIUE
HHJIMBHAYAlIbHBIM W CPEJHMM pe3ylibraraM, a Takxke obOobiaromnme

CTAaTHCTHYECKHE JaHHBIC.
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[TPHJIOXEHWE Ne 1

K Tpebosanusm k Ouoseiisepy,
OCHOBaHHOMY Ha OuodapmaleBTHYecKoil
CHCTEMe KlTacCUuUKAIHH

METOJIiUKA
AHAJIU3a IPOHUKAKOLIEH cOCOOHOCTH /Il CTBYIONIEro
BellecTBAa ¢ UCNOJb30BaHueM JHUHUM KieTok Caco-2

1. Obmue ykazanus

B 1mesnsx nposejieHus OLEHKH KHILIEYHOH aGcopOumu meifcTByromero
BEILECTBA y YeJIOBeKa JIONMYCKAETCs IPOBEACHHE aHaln3a IPOHUKAOIIeH
CIOCOOHOCTH ~ 5TOro  JIEHCTBYIOMIEr0  BEIECTBA C  HCIOJBb30BAHHEM
KYJIbTHBUPYEMBIX MOHOCIIOEB SIMTEIUAIBHEIX KieTok Caco-2, mosyyaeMbIx
13 KIeTOYHOU JIMHUM aJeHOKAPLUHUHOMBI TOJCTON KHIIKK deloBeka. KieTku
Caco-2 moaseprarorcsi CIIOHTAHHOW MOP(OIOrHYECKOH U OHOXUMHUYECKOMH
Ju(pdEPEHIIUPOBKE B SHTEPOLMTEl U MPOSBISIOT KIETOYHYIO NOJNSIPHOCTE,
UMesl  allMKallbHY!0  IIETOYHYIO KaeMKy, IIJIOTHBIE  MEKKIIETOUHBIE
COWICHCHHUS! W  HECKOJBKO AaKTMBHBIX TPAHCIOPTEPOB, WAEHTHUUHBIX
AKTHBHBIM TPaHCIOPTepaM B KJIETKAX TOHKOM KHINKHM ueloBeka. Bauuay
HU3KOI'O MIIM HYNEBOI'O IOTCHIMATA SKCIPEecCUn 3 IIIOKC-TPaHCIOPTEPOB
(manpumep, P-gp, PCRP, MRP2) u 3axBaThIBAIONUX TPAHCIIOPTEPOB
(Harpumep, PepTl, OATP2B1, MCTI) wucnons3oBaHue pe3ysibTATOB
aHaliM3a Ha JIMHUKM KiieTkax Caco-2 B KayecTBe €JUHCTBEHHBIX JAHHBIX IS
obocHOBaHMs  XOpomlel IPOHMKAMOMEHl  CrOCOOHOCTH  IeHCTBYIOIEro

BEIIeCTBa /I Leliel uX Knaccudukanuu 1o ouodapmMalieBTUUECKOi crucTeMe



28
kiraccupukanmm (nanee — BKC) mpumeHnmo TONBKO K JeHCTBYROIIHM

BCIIECTBAM, TIEPEHOCUMBIM I1yTEM MACCUBHOHN U hy3un.

2. Banunanus MeTOMKHA aHAJIK3a
IIPOHUKAIOIIEH CIIOCOOHOCTH

lIpurogHOCTs aHAIM30B Ha NUHUM KieTok Caco-2 [isi onpeneneHus
IPOHMKAIOLIEH  CHOCOOHOCTH  meicTByroniero  BemiecrBa 1o BKC
MOATBEPIKAACTCS € TMOMOINBIO  YCTAHOBIEHHMSA PAHIOBOI  (TOPSIKOBOIA)
3aBUCUMOCTH MEXJTy OKCICPUMEHTAIIbHBIME 3HAYCHUSIMU IPOHUKAIOLIEH
CIIOCODHOCTH M CTEMEHBIO a0COPOINH JISHCTBYIOIIEr0 BEIIECTBA y YellOBeKa
C MUCIIOJIb30BAHUEM MOJIETBHEIX JCHCTBYIOIMX BEIIECTB C HYJIEBOH, IIOXOM
(< 50 %), ymepennoit (50 — 84 %) u xopomeit (> 85 %) npoHHKaIOLIEH
criocobHocTho.  HeoOXxomuMo  HMCMoONB30BaTE  JOCTATOYHOE  KOJIUYECTBO
MOJICIIBHBIX AEMCTBYIOIIUX BELIECTB JUISI BAJMJIALMH METOJMKH aHAM3a C
LIE/IbI0  YCTAHOBICHUSI MPOHMKAIOIIEH crocoOHocTH (0 MeHbIneH Mepe
5 NeMCTBYIOIMX BEILECTB Ha KaXIyI0 CTEereHhb IPOHUKAIOMIEH CrIoCOOHOCTH
— XOpollas, YMEpeHHas H IUIOXas), a TakkKe MapKkep XapakTepH3yIOLIUH
HYJIEBYIO TIPOHUKAFOIIYIO CIIOCOOHOCTh. B0O3MOXKHBIC NPHMEPHI MOJAEIBHBIX
JICHCTBYIOIIMX BEIIECTB HpuBeJeHsl B Tabiuue 2. YToObl 1OAYydYHTEH
HaJICKHYHO OICHKY IIPOHMKAKOIIEH CIIOCOOHOCTH JICHCTBYIOLIEIO BENECTBA,
HEOOXOMMO HCIIOJIL30BaTh JIOCTATOYHOE KOJIMYECTBO (110 MEHblIe Mepe 3)
IIOBTOPHOCTEH aHalIM3a Ha JMHUK KeTok Caco-2. Y cTaHOBIIEHHAas paHroBas
(mopsIKOBast)  3aBUCHMOCTh  JOJDKHA  IO3BONISITH  Au(depeHInpoBaTh
JICCTBYIOIIKE BELIECTBA C TJIOXOH, YMEPEHHOW M XOpOIeH NpOHMUKAIONCH
CIIOCOOHOCTBIO.

JloikHa OBITH MOATBEPXK/ICHA COXPAHHOCTL MOHOCTOSI JTHHUU KIIETOK

Caco-2 A0 Hadajla SKCIICPUMCHTA M TIOCIE €ro 3aBEeplIeHU IIpyU ITOMOIITH
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CpPaBHEHHSI HoKazareei TPAHCOIUTEINATILHOTO BIIEKTPUUYECKOIO
CONPOTHUBJICHUSI U (MJIH) JIPYTUX MOAXOSIINUX TOKA3ATEIICH.

COXpaHHOCTE  MOHOCIOS JTHHHM KIeTOK (aco-2 JTOJDKHA  OBITH
HPOACMORCTPUPOBAHA € IOMOIIBIO NEHCTBYIONIMX BEIIECTB ¢ JIOKAZAHHOLN
HYJIEBOH IIPOHUKAIONIEH CIIOCOBHOCTEIO, TIEPEUNCIICHHEIX B TabJuile.

Ommcanue npouexypbl BalMIalHK METONHKH —aHAIH3a JOJIKHO
BKJIIOYATh B ceOsl:

[IEpEICHb MOJICIBHEIX JNEHCTBYIOIIMX BEIIECTB BMECTE ¢ MAHHBIMU O
CTENCHM HX abcopOuum y denoseka (cpefmee, CTaHJIAPTHOE OTKIOHEHHE,
KOI(QGUIMEHT  Bapualum),  HCIONB30BAHHLIX A1 yCTaHOBJIEHMS
IPUTOJHOCTH METOA;

SHAYCHMA  IIPOHMKAIOMIEH  CMOCOOHOCTH — K&KIOT0  MOJENbHOrO
JIGHCTBYFOIlEr0  BemiecTsa  (cpexHee, CTaHJAPTHOE  OTKIIOHEHMUE,
KO3(D)UIHEHT BapHalnK);

YKa3aHue Kilacca MPOHHUKAIOIMIEH CHOCOOHOCTH KaXIOro MOJIEIbHOTO
JEHCTBYIOIIETO BEIECTRA,

rpaHUK 3aBUCHMOCTH CTENEHH abcopOIum JCHUCTBYIOLIETO BEINeCTRa
OT Cro MNpOHUKAIOUIEH CrnocoOHOCTH (C IpeAcTaBlieHHeM Ha rpaduke
SHAYCHWH B BHIC «cpellHee + CTaH/apTHOE OTKIOHEHHe» Wi 95 %
AOBEPHTEIILHOTO UHTEPBAIA);

YKasaHHC TIpaHullbl  XOPOIUEH MPOHHKAMOIMEH CIIOCOBHOCTH U
BBIOPAHHOTO  MOZENBHOIO JIeHCTBYIOIIETO BeIeCTRa JUISL - OlIpee/IeHust
XOpOIIeH MPOHUKAIOIIEH CIIOCOOHOCTH, HCIONB30BAHHEIX IPH Olpe/ieieHHN
kinacca mo bKC ucenenyemoro JIEUCTBYIOILErO BEleCTRa.

JIOTIOJIHNTENIBHO B OTYETE HEOOXOMUMO IIPEJICTABUTE:

OIMCAHUE METOJMKH UCCIIE/I0OBAHUS;

UCIOJIE30BAHHBIE  KOHLCHTPAIMM  JCHCTBYIOIIEI0  BElIeCTBA B

JIOHOPCKOM JKUJIKOCTH;
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OIMCAaHNE aHAIUTUYECKON METOUKH;
ypaBHEHHE, UCII0IB30BaHHOE JUIsl pacyeTa IMPOHHUKAIOIIEH criocoOHOCTH
JIEHCTBYIOIErO BEIECTRA;
cBelienust 00 adirokc-noTeHnuane nuarH kierok Caco-2 (HanpuMmep,
B BHJE JIaHHBIX JIBYHAIIpaBJIIEHHOIO TPAHCIOPTa MJis  M3BECTHOIO

JEHCTBYIOIIErO BEITIECTRA).

3. Meronuka aHanu3a NpoOHUKAIOIIEH CIIOCOOHOCTH

B xome oxkcnepumeHTa gobKHA OBITH  YCTAHOBIIEHA I1ACCHBHAS
AU Py3us uccneyeMoro ACHCTBYIOIIEro BelecTBa. Hamuuue naccUBHOM
TG PY3UH JeHCTBYIOLIETO BEIIeCTBA MOATBEPIKAAETCS Ha TOAXOISILEH TecT-
CHCTeME, KJIETKH KOTOPOH  OKCIIPECCHPYIOT  H3BeCTHBIe 3 durokc-
Tpancoprepel. OJHUM U3 cn0COOOB MOATBEPIKACHHS MACCUBHOMN aubdy3un
SBIISIETCSL  YCTAHOBIICHME  OTCYTCTBHSL ~ 3aBUCHMMOCTH  H3MEPEHHOM
IPOHUKAIOWIEH CIIOCOOHOCTH in Vitro JEUCTBYIONIErO BEIIECTBA M €ro
MCXOJHON KOHLEHTpaluu (Hampumep, OTCYTCTBHE TAKOH 3aBUCHUMOCTH JUIsl
O3UPOBOK, Koropble coctapisitor 0,01, 0,10 m 1,00 or wmHambosbiiei
JO3UPOBKU JICHCTBYIOIIErO BEMIECTBA, PacTBOpeHHOH B 250 M1 cpejbr).
Taxoke naccuBHas nudhy3us MoKeT OBITH MOJATBEPIKAEHA IIYTEM OLEHKH
HallpaBJIeHUs IepeHoca IeUCcTBYIOLEro BelecTBa (3 hIIIoKc-0THOIIEHHS, TO
€CTh OTHOLICHMS KaXKyLICHCsl NMPOHMKAIOUIEH CIOocOOHOCTH JeHCTBYIOLIETO
BemiecTBa  (Prax) MeXIy OazoliarepallbHO-alMKaIBHBIM — HallpaBIeHHeM
KJIIETKM W anuKajbHO-0a3ojarepallbHbIM HalpaBICHUEM KICTKH), KOTOpOe
JIOJDKHO  COCTaBJIAThL <2 JuId BBIOPAaHHBIX KOHLEHTpAIMH JIeHCTBYIOIIETO
BerlecTBa.  DPQIIOKC-OTHOIIEHNE — PACCUMTHIBACTCST 110 ClIeAyroniei

bopmye:

P
b doKc oTHOMEHNe = —=% BI2al

2
P}ca}i(, All-BJ
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i [

Prax, 5I-AI — KXKyIasgcs IPOHUKAIOMAS CIIOCOOHOCTh JIEHCTBYIONIEro
BEIIECTBA B Oa30JlaTepalbHO-aHKAIbHOM HAlPaBIeHHH;

Prax, Al-B1 — KaKyIIascsi IPOHUKAIOIIAST CIOCOOHOCTE EHCTBYIOIMIETO
BEIIECTBA B allMKaJIbHO-0a3051aTepaIbHOM HallPABIEHHH.

DyHKIMOHATBHYIO HKCIIPECCHIO 5 QIIOKC-TPaAHCTIOPTEPOB
HEOOXOUMO IPOBEPSITEH i UCIIONB30BaHUEM MCCIICIOBAHU A
ABYHAIIPABJICHHOTO  TPAHCIIOPTA,  MOATBEPXKIAIOIIMX  ACHMMETPUYHYIO
[IPOHUKAIOIIYIO  CIIOCOOHOCTL  BHIOpAaHHBIX cyOctparoB s s gurokc-
TPAHCIIOPTEPOB  (HarmpuMep, IUIOKCMHA, BUHOMAacTHHA, pojamupa 123)
UCIIOJIb3YEMbIX B HEHACKHIIIAIONIMX TPAHCIOPTEPEI KOHICHTPAITHSIX.

Konnentpanun HUCCIIEYEMOTO IEUCTBYIOIIETO BCIIIECTRA,
UCIIOIb3YEMbIE B HCCIELOBAHMUAX TPOHUKAIOIICH CIIOCOOHOCTH, JMOJIKHBI
ObITh 0DOCHOBAaHBI 3asBUTENIeM. B BaIMIUPOBAHHON METOJMKE AHATHM30B
IIPOHMKAIOIIEN CIIOCOOHOCTH JEHCTBYIOIIEr0 BENIECTBA HA JIMHUM KIETOK
Caco-2, HeoOXOIMMO HCIIOJIL30BATh YCIOBUS, YCTAHOBJICHHBIE BO BpeMsl
BaMJIAlMH METOIHMKHU, U BKJIFOYUTL MOJENIbHbIE JCHCTBYIOIINE BELIECTBA C
YMCPEHHOH M XOpOIied I[pOHUKAIOIEH CIIOCOOHOCTBIO B JOHOPCKYIO
JKUJIKOCTh BMECTE C HCCIIElyeMbIM JEHCTBYIOIIMM BEIECTBOM B KAadyecTBE
BHYTPEHHMX CTAaHZApTOB U1 IIOATBEPIKJCHUS TIOCTOSHCTBA METOUKH
YKa3aHHOro  aHaiusa. Bpeibop  BHYTpeHHMX  CTAHIAPTOB  JIOJDKEH
OCHOBBIBATBCSI HA WX COBMECTHMMOCTH C HCCIEIYeMBIM JACHCTBYIOIUM
BEII[ECTBOM, TO €CTh OHU HE JOJDKHBI IIPOSIBISITE KAKHE-ITHOO0 CyIIeCTBEHHbIE
pusnyeckue, XMMHUUECKHE U OTIOCPE/IOBAHHBIE TIEPEHOCOM B3aUMOJIEHCTRHS C
MCCIIC/IyeMbIM  IEUCTBYIOLIMM BelllecTBOM. [IpoHuKaromas crnocoGHOCTh
BHYTPEHHHX CTaHJapToB MOXeT OBITh OIpejeneHa II0CHe  OLEHKH
UCCIIEAYEMOTO JIEHCTBYIOIErO BEIIECTBA B TEX YK€ MOHOCJIONX JTUHUN KIETOK

Caco-2 unu MOHOCJIOSIX KJIETOK Ha TOM e IIanmeTe, €CJIM HEBO3MOMXKHO
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BKJTIOUHTH BHYTPEHHHE CTAHJAPTHI B TY K€ KIETOUHYIO KYJIBTYpY, B KOTOPOi
OIlEHMBAIACh IMPOHUKAIOIIAS CIHOCOOHOCTH HCCIIELYyEeMOro JIEUCTBYIOLIErO
BerecTa. llosydennsie B cepuM pPasIMYHBIX MCIIBITAHWH, a TakkKe Ipu
BaJMJaldd  METOAMKM aHanu3a 3HaYeHHs] NPOHUKAIOIEH CIIOCOOHOCTH
BHYTPEHHHX CTaHIapTOB JOJDKHBI KOPPETUPOBATEL (OBITH OIM3KUME) MESKIY
coboif. B oryere n0/pKHBI OBITH yKa3aHBI KPUTEPUH HPHUEMIIEMOCTH IS
BHYTPCHHMX CTaHJIapTOB M  MoOJZeNbHOro cybcrpata s addiroke-
TpaHcIoprepa. Heobxomumo yKazaThb cpeqHee BEICBOOOXKJIEHHE
JEHCTBYIOILEr0 BeEIleCTBA U BHYTPEHHMX CTaHJIAPTOR B KOHIIE UCITBITAHUI.
IIpu BeicBOOOXKIEeHMH meficTByromiero BemectBa < 80 % 10JDKHA OBITH
BBIIIOJIHEHA ~ OIIEHKa MaTepuajpHoro OanaHca, BKIIOYAsS —H3MepEeHHE
OCTATOYHOI'0 KOJMYEeCTBa JACHCTBYIOIIETO BelecTBAa B MOHOCIOE JIMHUH
kierok Caco-2 m B OydepHOl cpeze KoTOpas HaxOAWUTCs B Ipubope s
WUCIBITAHUH,

OneHKy IpOHHKAIOWEH CIIOCOOHOCTH HCCIEIYeMOro JIeiCTBYIOIEro
BerecTBa i ero knaccudukanuu 1o bKC MoXHO ympocTHTh B ciyuae
BbIOOpa BHYTPEHHETr0 CTaH/IapTa ¢ XOPOIleH MPOHUKAIOIIENR CII0OCOOHOCTHRIO,
3HAYEHHE KOTOPOH HaXOIMTCs BOIM3M YCTAHOBIECHHOW TPAHHIIBI MEXIY
YMEPEHHOH M XOpOIIeH IpoHMKaroled crnocoOHocTaMHu. B aToMm ciyuae
HCCIeNyeMOe JEUCTBYIOIIEE BEIIECTBO CUUTAeTCs OOJIaJIatolUM XOPOLlei
[POHUKAIOWIEH  CIIOCOOHOCTBIO, €CIM  3HAYeHHWe ero MPOHHKAIOLIEH
CITOCOOHOCTH PaBHO HJIM MPEBBIIAET 3HAUYEHUE IPOHUKAIOLIEH CIOCOOHOCTH
IJI1  BHIOPAaHHOIO BHYTPEHHEro CTaHJapTa C XOpOoIlled NPOHHKAIOLIEH
CIIOCOOHOCTBIO.

Cpenenus, HeOOXOAMMEIE Ul OOOCHOBAHUSI XOPOINEeH MpPOHUKAKOIIEH
CIIOCOOHOCTH HMCCIIEYeMOro JICHCTBYIOIIETO BellecTBa (CpejHee 3HaueHue
IPOHMKAIOMIEH CIIOCOOHOCTH, €ro CTaHAAPTHOE OTKIOHEHHE, KO UIUMEHT

BapHalym) JOJKHBI BKIIIOYATE B ceOsi:
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JaHHBIC O MPOHHMKAIOMIEH CIIOCOOHOCTH UCCIeNyeMOT0 JeHCTBYIONIEro
BEIIECTRA;

J@HHBIC O MPOHHUKAIOUICH CIIOCOOHOCTH HCIOJIB30BAHHBIX BHYTPEHHUX
CTAHLAPTOB;

JaHHBIC O JKETYJOYHO-KHIIEYHOW CTaOMIBHOCTH JeHCTBYICLIETO
BEIECTBA K Vitro,

JlaHHBbIE, OOOCHOBBIBAKOINHME  MEXAHU3M  MAaCCHBHOI nuhpy3uu
JEUCTBYIOIIETO BEIIECTBA.

Tabnuua

IIprMeps! MOJICIIBHBIX TeHCTBYIOIIMX BENIECTB
JUISL BATTUIAIMH METOIMKH aHATH3a IIPOHUKAIOIIEH CIIOCOOHOCTH
JIEMCTBYIOIIETO BEIIECTBA ¢ UCIIOIb30BaHueM JTUHUH KieTok Caco-2

Kirace niponukaroniesi cnocobHocTH HelicTByroliee BEIIECTBO
WK BUA cyOcTpaTa
Xopolas NPOHUKAOIIAST CIIOCOOHOCTE AHTHIHPHH

(fa= 85 %) Kodenn

Keronpoden

Harnpokcen
Teodummun
Meromnponon
ITponpanoion
Kapbamazenwn
DeHnuToNH
JuzonupaMun
MuHOKCHANIT

YMepeHHas IpOHUKaIOas CrocoOHOCTh Xmopam(peHuKo
(fa= 50 — 84 %) Kpeatuaun
TepOyranun
['unpoxoporuasuy
OHananpui
Dypocemu/1

Merdopmun

Amunopun
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HIIM BHJ| cyOCTpara

F Knacc nponukaromeit cmocobuocTn

JelicTByromee BemecTBo

AreHonon
Panutunun

(f, < 50 %)

[noxast mpoHKKaronast crrocobHoCTh

DamotH e

Hanomon

Cynbnmpup

Juzunomnpun

ALMKIOBUD

dockapuer

MannuTon

XIopoTHasuy
[onuatunenrnukons 400
DHananpumiar

Hynesas nponukaromias croco6HOCTE

OUTL-nexcrpan
[TomusTunenrnukons 4000
Jlroundep xenolit

Uuynun

Jlaktynoza
Mopnenpaete  cyGerpatel  uis s diroke- Jluroxcun
TpaHCIIOPTCPOB [Takmurakcen

XHUHAIUH

Bunbnactun
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IPUITOXKEHUE No 2

K TpeboBanusam k OGnoBeiisepy,
OCHOBaHHOMY Ha 6rodapMaleBTHUYecKoil
CHCTEME KilacCH(DHKAINN

AJITOPUTMBI U IPUMEPBI
OLleHKH Pa3JIHYHil B COCTaBe BCIIOMOIaTe/IbHbIX BEeIEeCTB B
HCCIIelyeMOM H PepepeHTHOM JIeKAPCTBEHHBIX IIpenapaTax

1. AnropuTMBI OLIEHKH PasiiMyuii B COCTaBe BCIIOMOIaTeMLHBIX BEIIECTR
B MCCIIE/TyeMOM U pe(pepEeHTHOM JTeKapCTBEHHBIX IIpernapaTax

Cognepskarcst T B IEKAPCTBEHHOM Npenapare BCIIOMOTATeNbHEIE
BEIIECTRA C H3BECTHBIM MIIH [1003PEBAEMEIM BIUSHUEM Ha
abcopOIHIo JIeHCTBYIONIEro BemecTBa?

Ha
Her

4
Haxopstest i BemoMoraTeibHbIe
BEIIECTBA, CIIOCOOHBIE BIMSITE HA

abcopbuuio, B npejieniax + 10 % ot |
KOJIHYECTBA BCIIOMOTATEILHOIO
BEIecTBa B pehepeHTHOM mpernapare?

Het

Jla
\ 4 \d .
. . bHogeliBep, OCHORAHHLIN Ha
buoseitBep, ocHOBaHHBIN Ha Guod P, .
" voapMareBTHYECKOH CHucTeMe
buodapmanesTHueckoit cucreme o AT
KIIACCH(DHUKAIIUHN, HE IIDHMCHSETCS, eClIH HE
KJIacCH(UKAITMH, BO3MOXKEH TIPH S P ?
, - ) OyneT npeacTaBiieHO HEOOXOMHMOE
YCIIOBHH, YTO YCTAHOBIECHO 10/100He
. 000CHOBAHHE (B COOTBETCTRHH C pasaenom
npodunet pacTBOPEHUs MEXITY

III TpeboBanuit k Guoseiirepy,
OCHOBaHHOMY Ha OModapMareBTHYeCKOH
CHCTEME KITacCH(UKAIHH)

HCCJIEIYEMBIM H pe()epEeHTHEIM
JIEKapCTBEHHBIMH IIperapaTamMu

PucyHox 1. AnropuTy onleHKH JiekapeTBEHHOT0 IIpenapara,
COJIepXaNiero JeHCTBYIOLIHE BelNecTBa Kiacca |



36

Copiepskares 11 B IEKApPCTBEHHOM IIpernapare
BCIIOMOTATENBHEIC BEIECTBA C H3BECTHHIM
WIIH 1I0JI03PEBACMBIM BITHSHHUEM Ha
abcopOITHio AeHCTBYIONIEIO BelecTra?

Her v A2

Haxonsrcs 1m BcioMorartebHble BEIecTBa,
criocoOHele BIUATE Ha abcopOIuio, B e
npenenax = 10 % or xonmryecTna
BCIIOMOTaTEJIbHOTO BEILIECTRA B
pedepenTHOM npemapare?

Ja

Y 4

SBIIAIOTCS JIH BCE BCIIOMOTATEIIBHBIC BELECTBA B
HCCIIEyEMOM JIEKAPCTBEHHOM IIpernapaTe OJHHaAKOBEIMU
110 Ka4ECTBEHHOMY COCTaBY H IOJOOHEIMH 110
KOJIMYECTBEHHOMY COCTaRy ¢ peepeHTHBIM

JIEKapCTBEHHBIM IIpernapaTom?

Jla

A 4

Her

buogeiiBep, OCHOBAHHLIN Ha
OduodapmMareBTHUECKOMH CHCTEME
KITACCH(PMKAIUH, IPOBOIUTCS [IPH YCIIOBHH,
YTO YCTAHOBIICHO 110100He npoduneit
PaCTBOPEHHS MEXK/Y MCCIIEIYeMBIM H
pedepeHTHBIM TeKapCTBCHHBIMA
[penaparamMu

A A

buogeiirep, ocHOBaHHBIH Ha
OnodapmareBTHIECKON crcTremMe
KITacCH(HKAIIHH, HE TPOBOJIHTCS, €CIIH He
Oyner npeacraBieHo 06OCHOBaHHE
(B cooTBeTCTBHH ¢ pazaenoM 11
TpebGopanuit x OHOBElBEPY, OCHOBAHHOMY
Ha OnodapManeBTHIECKOH cHeTeMe
KJIacCH(pUKAIIHH )

Pucymok 2. AnropuT™ OIEHKH JIEKapCTBEHHOTO IIPeIapaTa, COJCPIKAIEro IeHCTRYIONHE
BeniecTsa knacca Il no dmodapmanesTudeckoi cucreme KiaccuGUKang
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2. Ilpumepsl NTOIYCTUMBIX pa3inuuuii B COCTABE
BCIIOMOTATEJIbHBIX BELISCTB B UCCIEAYEMOM U pedepeHTHOM
JIEKapCTBEHHBIX Mpernaparax

[Tpumep 1. buoseliBep, OCHOBaHHBIH Ha OMO(apMaleBTHIECKON cCHCTEMe
KJtaccu(GuKauyu, Ui JeKapCTBEHHOTO TIpenapara, CoAepKaliero
JCUCTBYIOIIEE BEMIECTBO Knacca | mo 6modapmaneBrnyeckoit
CHCTeMe KiacCHu(UKaIuN

KauecTBeHHBIH COCTAB MCCIEAyeMOr0 JIEKAPCTBEHHOI'O npemnapara
COBMAJACT € KAYEeCTBEHHBIM COCTAaBOM pe(EpeHTHOTO JIEKapCTBEHHOIO
npernapara. KojimuecTBeHHOE conepxkanue copburtoia (BCIOMOraTelbHOro
BCLIECTBA C M3BECTHBIM WIIM I10J{03PEBAEMbIM BIHMSHHEM Ha abCcopOLHUIO
JICHCTBYIOIIETO BEIIECTBA) OTIAMYAETCS OT €ro COJepiKaHus B pedepeHTHOM
JICKapCTBEHHOM  Tipenapate. [Ipm 5TOM  KOIMUYECTBEHHOE COjepiKaHUe
copOuTONA B HCCIIEAYEMOM MpeTapaTe HaXOAUTCS B JOMYCTUMOM AMAIIa30He

(45 — 55 Mr), paccuMTaHHOM Ha OCHOBAaHWH COJEpI)KAaHUs COpOHTONA B

pedepentHoM npenapare (50 mr £ 10 %).

KomnoneHT cocrara OynkiuonansHoe | Conepikanne B | Comepikanue B
Ha3HAYCHUE pedepeHTHOM HCCIIeTyeMOM
npenapare (Mr) | JeKapCTBEHHOM
perapare
(mr)
JlelicTByto11Iee BEIIECTBO 100 100
MuxpokpucTanmaaeckas HAIlOJIHUTEITh 100 95
HEeJUTI0N03a
Copburon HaIlOJTHUTENh 50 55
[ 'MapOKCUIPOTTHIMETHIT- CBs3YyIOLIEe 10 10
[EeJUTI003a BEI[ECTBO
Tanbx CKONb3sIIee 5 S5
BEII[ECTBO

Hroro 265 265
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ITpumep 2. buoseliBep 0cHOBaHHEIM HA OWOGhapMaleBTHUECKON ccTeMe
KJ1acCH(HKALMH, [Ulsl JIEKAPCTBEHHOTO Ipenapara, CoAepiKaIiero
JercTByrollee BeecTBo kiacca Il mo 6modapmanesTuueckoi
cucreMe KinaccuuKauu

KauecTBeHHBIH COCTAaB MCCIIEAYyeMOro JeKapCTBEHHOIO Iperapara
COBIAMAET ¢ KayeCTBEHHBIM COCTaBOM pe(pEepeHTHOro JIeKapCTBEHHOIO
npenapara. KomudecrBeHHoe cojepkanne copOuToiia (BCIIOMOraTeIbHOIO
BEI[ECTBA C H3BECTHHIM WIIM IIOJ03PEBAaEMbIM BIIMSIHHEM Ha abcopOIuro
JEUCTBYIOLIEr0 BELIECTBA) OTAMYACTCS OT €ro COJIepKaHus B pedepeHTHOM
JeKapcTBeHHOM mpemapare. llpw 5TOoM  KonuM4ecTBEHHOE cCoOjepKaHue
copOHTOJIa B UCCIIEyeMOM Mpernapare HaxOUTCs B AOIMYCTUMOM JHAIla30He
9 — 11 Mr, pacCYuTaHHOM Ha OCHOBAHMU KOJIMYECTBEHHOT'O COJIEPIKAHMS
copbutona B pedepeHTHOM JieKapcTBeHHOM mperapate (10 mr + 10 %).
Paznuuuss B KOIMYECTBEHHOM COJIEPIKAHUH JIPYTHX BCIIOMOIaTeNbHBIX
BEIIECTB HAXOJAATCs B IIpefleflaX I'paHMll, YKa3aHHBIX B IIPHUBEJIEHHON B
nynkre 35  Tpeboanuii  x  OuoBeiiBepy,  OCHOBaHHOMY  Ha

OnodapmarieBTHUECKON crcTeMe KinaccupuKanuy Tadimie.

Pedepentanrit Wcenemyempiii
penapar Ipernapar
AOcomoTHas
—_ 2 8 — 3 B pasHuia
Kommonent DOyHKIMOHANEHOE | & 3 B o S B
= 8 Q5 = S E 'S |OTHOCHUTENBHO
cocrapa Ha3HAYEHHE =4 a5 = 28 g
= R = 5 & @ = | Macchl sjpa
S g ; = 5 g : X | rabnerku
(@) p— o S—
3 s g S s E
H =W H w
Jle#icTRyIOIIICE - 100,0 49,3 % 100,0  46,5% -
BEIIIECTBO
JIaKTO3BI HAaTlOTHHTEIIb 85,0 41,9 % 97,0 45,1 % 3,2 %
MOHOTHIpPAT
Copburon HAIIOTHHTCIE 10,0 4,9 % 9,0 4.2 % 0,7 %
P
Kpockapmemnoza NIE3UHTETPaHT 6.0 3,0 % 7,0 3,3% 0,3 %
HaTpUs

Marnust creapat TyOpHKarop 2.0 1,0 % 2,0 0,9 % 0,1%
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Pedepentrbrii Hcenenyemprit
lipenapat npenapar
AbcomoTHas
a5 S
- 8 2 — o i a3uuIa
Komnonent OyHKIHOHANBHOE | & o H & S B B K
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ITPUIIOXKEHUE No 3

K TpeboBanusM x 6uoBeiiBepy,
OCHOBaHHOMY Ha OuodapmareBTHYCCKOH
cucTeMe KiaccuGukaum

JOINOJHEHMUSI

K yeaousiM npumenerusi Tpeboanmii k Guogeiiepy,
OCHOBAaHHOMY Ha OHogapMaeBTHYECKOIH cHcTeMe KiaccupuKanun

llonoxenue TpeboBanuii

YcnoBust npuMeHeHUs]

O0mMe noJyoKeHus

HPUMEHUMOCTE
OuoBeliBepa, OCHOBAHHOTO
Ha OMohapmalleBTHYECKOM
CUCTEME KaccuUKaIuu,
K JE€HUCTBYIOLLIUM
BELIECTBaM, UMEFOIIUM

K IEMCTBYOLIMM BEIIeCTBAM, HMEIOIIUM
HEJMHEHHYI0 (apMaKOKMHETHKY, JOIYCKAeTCsI
IIPUMEHATE OMOBEHBEP, OCHOBAHHEIHM Ha
OrodapmaneBTUIecKOl cucTeMe Kiaccu(hUKaIu,
€CJIM OHH OTBEYAIOT KPUTEPUSIM PACTBOPUMOCTH U
MIPOHUKAIOIIEH CITocOOHOCTH [Id Kitacca | uinn

HEJMHEUHYIO kinacca 111 mo buodapmaneBTryeckoii cucteme
(hapMaKOKMHETHKY Kinaccudpukammu (nainee — BKC).
JIOIIYCTUMOCTD OunoseliBep, ocHoBanHbBIH Ha BKC, momnyckaercs,

IpUMeHeHUs OuoBeliBepa,
ocHoBanHoro Ha bKC, mis
KOMOMHHUPOBAHHBIX
JIeKapCTBEHHBIX
IIperaparoB, B COCTaBe
KOTOPBIX TOJBKO OJIHO U3
NEUCTBYIOIIMX BEIIECTB
COOTBETCTBYET KPUTEPHSIM
OuoBeliBepa, OCHOBAHHOTO
Ha 01O apMaIeBTHYECKOM
cucTeMe KiacCH(uKalliH,
a OCTaJbHbIC BEIIEeCTBa —
HE COOTBETCTBYIOT

€CJIM BCe AENCTBYIOIIHE BEUIECTBA
KOMOMHMPOBAHHOT'O JIEKAPCTBEHHOTO Iperapara
OTBEHAIOT KpuTepudaM kiacca [ unu knacca I1I no
bKC. Ecii x0T 651 0J1HO 3 A€HCTBYIOIIMX He
SIBIIAETCS JEUCTBYIOLIMM BEIECTBOM Kiiacca [ wim
kiacca Il mo bKC, nens3s uckimoduTs
BO3MOXHOCTB TOI'0, YTO JIEKapcTBEHHAs popMa 1
COCTaB KOMOMHUPOBAHHOTO JIEKAPCTBEHHOTO
IIperapara MOBIHIOT Ha IIOBEIEHHE 3TOTO
JICUCTBYIOIIETO BEIIECTBA i1 VIVO.

IPUYUHA HCKITFOUSHUS
JIeKapCTBEHHBIX
IIPENapaToB C Y3KUM
TeparneBTUIeCKUM
UHIEKCOM M3 chephl

JEKapCTBEHHbIE IIPENapaThl ¢ Y3KHM
TEPATICBTUIECKUM MHIEKCOM — 3TO NPENapaThl,
JUTSE KOTOPBIX HEeOOBIITHE pazindms B 7103€ UITH
KOHI[EHTPALMK B KPOBU MOTYT IIPUBECTH K
TOSIBJIEHMIO 3aBUCSIIIIUX OT JIO3BI HIIH
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Y cloBusI MpUMEHEHHUsI

NpHMeHeHus buoBeliBepa,
ocHoBannoro Ha BKC,
HECMOTPST Ha 3aBHCHMOCTE
CKOPOCTH U CTEITEHH
a0COPOITHH TaKUX
JICUCTBYIOIIHX BEILECTB
knacca | wnu xmacca I11 o
BKC Tonreko ot ux
PacTBOPUMOCTH H
IIPOHHUKAKOIIEH
CIIOCOOHOCTH U
OTCYTCTBEE 3aBHCHMOCTH
OT Y3KOI'0
TePareBTHYECKOTO
HHEKca

KOHIEHTPAIMH CEPbE3HBIX MPobiem
(TepaneBTHIECKOH Hed(P(PEKTUBHOCTH K
HEeXeaTelbHbIX peakiui). [l stux
JIEKapCTBEHHBIX MPENapaToB XapaKTepeH KPyToil
BHUJ| 3aBHCHMOCTH «J103a — OTBET» B OOBITHOM
/1030BOM JIHAlla30He MK y3KUH JIHANa30H MeXKIy
5 PEKTHBHBIMU KOHILCHTPALMSIMH JeHCTRYIOMEr0
BELIECTBA M KOHLEHTPALMSIMH, CBSI3aHHBIMH C
CEePbE3HON TOKCUYHOCTBIO. TakuM 06pazom, 103kl
9TUX JIEKAPCTBEHHBIX CPEACTB HEOOXOIUMO
OCTOPOKHO THTPOBATH H MOHUTOPUPOBAT.
HecMoTpst Ha OTCYTCTBUE JIeKAPCTBEHHBIX
MPENapaToB ¢ Y3KHUM TepaneBTHUCCKAM
WHIEKCOM, K OATBEPIKAECHUIO (11 ViVo
OMOIKBHBATIEHTHOCTH YKA3aHHBIX JIEKAPCTBEHHBIX
IperapaToB IPeAbaBIAOTCS 0co0ble TpeOOBaHNS,
(Hanpumep, Golee CTporHe KpUTEPUU
npuemiemoctd (90 % noBepurTenbHbIi HHTEPBAT
1S Crax 11 (i) AUC J10J5KeH HaXOTUThCS B
aunamnasone 90,00 — 111,00 %) u onpenenennsie
0COOEHHOCTH JIM3aiiHa HCCle0BaHMs ).
Ipunnuner 61oBetiBepa, ocoBannoro Ha bKC,
HE II03BOJISIFOT YCTaHABIMBAThL Oosiee crporue
KpuTepun OnoseiBepa. B ¢BsizH ¢ HTUM
OuoseliBep, ocnoBauubiii Ha BKC, He sBiseTcs
IIPUTOJIHBIM HCCIIEJOBAHUEM i1 Vilro s
YCTaHOBJIEHUsI OMOIKBHBAJIEHTHOCTH
JIEKapCTBEHHBIX IPENapaToB C Y3KHM
TePAaNeBTUUECKUM HHIEKCOM.

Kpurepun npumMenenus 6uoselisepa, ocHoBanHoro Ha BKC

TOITyCTUMOCTb
npuMeHenus OuoseliBepa,
ocHoBaHHOTO Ha BKC,

B Cllydae, eclid
HCCIICAYEMBIN 1
pedepeHTHBII mpenapars
COJIEpIKaT pasHble (POPMEBI
COJIEH OJTHOTO B TOTO )K€
JICHCTBYIOIIIETO BEIEeCTBA

buosetinep, ocHoBanusiit Ha BKC, nomyckaercs
IPUMEHSTh, €CITH UCCIIeAYEeMbIH U pedepeHTHEIH
JIEKapCTBEHHBIE IIPENapaThl COAEPIKAT pasHbIe
(IIpOCThIE) COMH JIEUCTBYIOLIErO BEIECTRA [IPU
YCJIOBHH, 4TO 00€ COIH HPHHAIEKAT

K kiaccy I mo BKC (obnamaror xoporei
PacTBOPUMOCTBIO M XOPOUISH MPOHUKAIOIIeH
CIIOCOOHOCTBIO).

buoselisep, ocHoBanubiii Ha BKC, e
TIPUMEHSAETCS, €CIIH UCCIIeyeMBLiA
JIEKapCTBEHHBIH MperapaT colepiKuT
JCHCTBYIOIIEE BEIECTBO, KOTOPOE 110 CBOEMY
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Ycnosust npuMeHeHns

CTPOEHUIO (IIPOCTOH 3PUP, CITOKHBIH ddup,
H30Mep, CMEeCh U30MEPOB, KOMILIEKCHOE
COCIMHEHHE HIJIM MHOE XUMHUECKOE ITPOU3BOIHOE)
OTIIMYAeTCs OT CTPOSHHUS JICHCTBYIOIIEro
BeIeCTBa pe)ePEHTHOTO IIpenapaTa, MOCKOIbKY
TaKHe Pa3Tyuyusl MOTYT IPUBECTH K PA3IHYMIM B
OHOIOCTYTHOCTH, KOTOPBIE HE BOSMOXKHO
YCTaHOBHTH C [TIOMOIIBIO SKCIIEPHMEHTOB,
HCIIOJIb3YEeMBIX [UIs 000CcHOBaHUS OHOBeiiBepa,
ocHosa"Horo Ha bKC. [ToMmumMo Hay4YHBIX
aCIIEKTOB 000CHOBaHMS BO3MOMKHOCTH
IIpYMeHeHus OuoBeliBepa, ocHoBanHoro Ha BKC,
HeOOXOMMO YIUTHIBATh TpeboBanus ITpasui
TIPOBEIEHHA UCCIIEOBAHUN OMOIKBHBAJIEHTHOCTH
JICKaPCTBEHHBIX IIperapaToB B paMKax
EBpasuiickoro S5KOHOMHYECKOI'0 COM34.

HEe0OXOMMOCTh yUeTa
HM3MEHEHHS MacChl
aKTUBHOM
(hapmareBTHYeCKOi
cyOCTaHIHH, CBA3aHHOTO C
MHOM COJIBIO ;
JICUCTBYIOIIETO BEIleCTBA
IIPH OIIEHKE
PacTBOPUMOCTH

B BKC xnaccuduimpyercst HermocpeacTseHHO
JeHCTBYIOIIEe BEIecTBO (ocHOBanue). Jo3a
KOHKPETHOI'O IEMCTBYIOIIETO BEIIECTBA B
OKCIIEPUMEHTE JIOJIXKHA OBITh UJICHTUIHON
HE3aBMCHMO OT BHZA ero cojiu. CiemoBarenbHo,
IIOHATHE «OTIIMYMS MACCHI AeHCTBYIOIIETO
BEIIECTBA» B JIAHHOM CUTyallUd HeITPUMEHHMO.

000CHOBaHUE TIPUMEHEHHS
OuoBeiiBepa, OCHOBAHHOTO
Ha bKC, x
[IpOJIeKapcTBaM, KOTOPbhIE
BCACHIBAIOTCS TOJIBKO B
BU/JIE TIPOJIEKapCTRA

BKC ocnoBana Ha KpuTepusx pacTBOPUMOCTH H
IPOHUKAIOILEH CIIOCOOHOCTH KOHKPETHOTO
HelcTByloIero Betecrsa. Kiiaccupukanuonnas
IpyIIa He MOXeT ObITh IepeHeceHa Ha IpyTHe
COeJIMHEHHs, HAIIPUMED, HA MCXOJIHOE BEIECTBO
iy Metaboaut. OreHKa KpUTepus
PacTBOPUMOCTU MPOBOIUTCS UCXOJIs U3
HPEJIIONI0KEHHUS, YTO JICKapCTBEHHBIH Npernapar
IPHHUMAETCS BHYTPD C OTIpejieie HHLIM
KOJIMYCCTBOM BOJIBI. DTO YCIIOBHE HE IIPUMEHUMO
IUISL MeTabOoNUTa, €CIU TOJBKO OH He 0Opasyercs
HEIIOCPEICTBEHHO cpazy Iociie IprueMa 1 10
abcopbumum. bKC npumMensiercst K [eficTByoneMy
BEIIECTBY B COCTABE JICKAPCTBEHHOT'O Npemnapara,
TIOCKOJILKY JUJIS IIOATBEPKICHUS CXOMKECTH
IIPerapaToB UCIOIB3YETCS i7 Vilro pacTBOPEHHUE
3TOI0 AEHCTBYIOIIETIO BEIIECTBA.
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ITonoxenue TpedoBanuii

YcnoBust npuMeHEHUs

PactBOprMOCTS

NOJI/IepsKaHme
noctosHceTsa pH Bo Bpemst
OKCIIEPUMEHTA 110 OLICHKE

JOIYCKAIOTCS Pa3IMYHble METO/IbI IO IePIKAHMS
pH pactBopa. Eciu tpebyetcs noiepxanne
nocrosHeTBa pH, Heobxoaumo 060CHOBATH

PacTBOPHUMOCTH BEIOpanukli Metoa. Otkinonenue pH B nipejienax
+ 0,1 cuuTaeTcst NpUEeMIIEMbIM.

onpeJieyieHue B CJIyYae OLEHKH PaBHOBECHOH PacTBOPHUMOCTH

IIPOJOJDKUTEITHFHOCTH IPONOJKATENIbHOCTh YCTAHOBIIEHHS

YCTaHOBJICHHS PacTBOPUMOCTH HOJDKHA OBITH HAYYHO

PacTBOPUMOCTH 00OCHOBaHA UCXO/IS U3 BPEMEHH, HEOOXOAUMOT0

IUIs JIOCTUKEHUS PABHOBECHOI'O COCTOSIHUSL.

B ciy4asx, kor/ia paBHOBECHYIO PaCTBOPHIMOCTh
OIIPENENIATH HEBO3MOXKHO, TTPOJOIIKHTEILHOCTD
HKCIIEPUMEHTA PACTBOPUMOCTH JTOJKHA OBITH
Hay4HO 0D0CHOBAHA C YYETOM OKHIAEMOTO
BpeMEHHU abcopOmu in vivo.

y4deT BIUAHUS HOHHOU
cuIIbl Oy QepHbIxX
pPacTBOPOB NpH
UCIIBITaHUM Ha
pPacTBOPUMOCTD

HoHHas cuja 0y(epHbIX PaCTBOPOB HE BIMAET Ha
PacTBOPUMOCTD AEHCTBYIONUX BELIECTB.

JOIyCTUMOCTD
HCIIOJIB30BAHUS CPEITHUX
3HaYEHUH TOBTOPOB
OLIEHKH PaCTBOPUMOCTH
WJIA HAUMEHBUIETO U3
ITIOJYyYEeHHBIX 3HAYCHU
PaCTBOPUMOCTH MPH
3HAYUTEIbHOU
BapHabEeNbHOCTH
[10Ka3aTened MexIy
OTZEIIbHBIMHU
pe3yibTaraMmu
OTIpe/IeTIeHUsI
PacTBOPUMOCTH TIPH
3ajianHoM pH

B OTHOLLEHHH XOPOIIIO PACTBOPHMBIX
JOEeUCTBYIOIMX BEILIECTB He JI0JKHA BO3HUKATH
CYIIECTBEHHAs BAPHAOEILHOCTE MKy
3HAYEHUSIMU MHIUBULYAIBHBIX ONpeIeIeHH
pactBopuMocTH. OJIHAKO TIPU HATHYHH
BaprabenbHOCTH ONpeelIeHHe PACTBOPUMOCTH
JIOJDKHO OCHOBBIBATHCS HA CPEIHEM 3HAYEHUH
MIOBTOPOB OLIEHKH PacTBOPUMOCTH.

JIOIYCTUMOCTD
UCIIOJIb30BaHMA NaHHBIX
HAay4YHOH JIUTepPaTypPhl UITH
VHBIX HAYYHBIX JIAHHBIX
JUIS 00OCHOBAHUS

JJIS1 YCTAHOBJICHUS PACTBOPHMOCTH
JICMCTBYIOIIETO BelllecTBA HEOOXOINMO
IIPEJICTaBUTh KCIICPUMEHTAIBHbBIE JIAHHBIC O
pacTBOpUMOCTH. HayuHBle XUMUKO-
TEXHOJIOTMYECKHE U (papMalleBTUYECKUE JaHHbIe
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ITonoxenue TpedboBanui

YenoBust npuMeHeHuUs

PacTBOPUMOCTH B
Ka4eCcTBE OMOPHBIX
JIAHHBIX [JIs1 OTHECEHUS
JIEUCTBYIOIIErO BEIECTBA
B COOTBETCTBYIOIIAMN
kiacc bKC

HPEACTaBISIFOTCS TOJBKO IJIs JaJbHEUIIero
MMOATBECPXK/ACHHA BBIBOJOB O PACTBOPHMOCTH.

TOIYCTUMOCTh
UCII0JIb30BaHUS TIPH
OLIEHKE PaCTBOPUMOCTH
UHOTO TIpenena s
Jerpaialuu
JIEUCTBYIONIErO BEIECTBa,
10 CPABHEHHIO C
YCTaHOBJIIEHHBIM
TpeboBanusIMH
KOMOBelBepY,
OCHOBaHHOMY Ha
OunodapmaneBTHIECKOH
cucTemMe KilacCH(pUKaIuu
(mamee — TpeGoBanwus)
npegenom He domnee 10 %

npejen Aerpagaluiy 1eHCTBYIONIEro BelecTBa He
bonee 10 % ycranosieH Juist oGecriedeHus TOro,
9TOOBI HE TPOUCXOANIIO 3aBLIIIEHUE TOKA3ATES
PacTBOPUMOCTH, CBSI3AHHOIO C TIEPEXO0,I0M
BEIIECTBA B paCTBOP, HO HE C Jerpafaiueii 31oro
JICUCTBYIOIIETO BEIEeCTBA. Y Ka3aHHbIH Mpee
MOKeT ObITh ODecIIeueH B yCIOBUAX
IKCIIEPHMEHTA.

I IpoHukaromas criocoOHOCTE

JIOIYCTUMOCTE
HUCIIOJIL30BAHUS HHBIX
IIOJIHOCTEIO
BAJIMJIMPOBAHHBIX
KJICTOYHEBIX JTUHHUHU
(manpumep, MDCKII,
LLC-PK1) Bmecro
KJeTo4yHoH nuHuu Caco-2,
1151 TIONTYYEeHUST OIIEHKH
IIPOHUKAIOIIEH
CHOCOOHOCTH

JIEUCTBYIOIIEr0 BeilecTBa
o BKC

IPOHUKAIOIIYIO CIIOCOOHOCTD JeHCTBYIOILETO
BEIeCTBa NPHUHIIUITHAIIEHO MOYKHO OIIEHUTH C
IIOMOIIBIO APYTHX METOJOB i# Vitro (MHEIE
KJieToYHble TUHUH, Hartpumep, MDCKII), in situ
(Loc-I-Gut) nnu ex vivo (MOZeNb BHIBEPHYTOTO
MeLKa, C(QOPMUPOBAHHOIO U3 KUILIEYHUKA
KpbICHI). ITOCKOIBKY OIBIT OIEHKH TPOHKUKAIOIIEH
CIIOCOOHOCTH IERCTBYIONMX BEIIECTB C TOMOIIBEO
in vitro IOAXOJI0B HE3HAYUTEIILHBIN, HEOOXOTHUMO
MPUMEHSTH METOJL, UIsI KOTOPOTr'o HAKOILIEH
HAUMOOJIBIINH OTBIT IPUMEHEHUS, KOTOPHIM
aBaseTcs Kierouynas muHus Caco-2. [o mepe
HaKOILJICHUS DKCIIePUMEHTANILHBIX TAHHbBIX B
OTHOIIIEHUM UHBIX METOJIOB ex VIvo | in Situ Ha
OCHOBE KIJIETOUYHBIX JIMHUH WITH JKUBOTHBIX, DTH
JTAHHBIE JI0TYyCKaeTCs UCIIONL30BATh B
NOCIIEYIOIIEM IIPU HAJIMYUHN CTPOT'OM BaJlLIALIAN
Y CTaHIapTHU3aLHH B COOTBETCTBUAU C
TIPUHIMIIAMM, U3I0XKEHHBIMH B TIPHI0KeHHH No |
K TpeboBarmsM.
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VYcnoBust npuMeHeHHs!

IIPUYMHEL KITACCH(PUKAIIUH
JIEHMCTBYICIIIUX BEIECTB,
[IPOSIBIISTFOIIIX
YMEpeHHYIO
IIPOHUKAIOIIYIO
criocobHocTh (50 — 84 %)
B BaJIMIUPOBAHHBIX
UCCJIC/IOBAHUAX HA
Ki1eToYHOM nuHuu Caco-2
W SIBJISTOIHAXCS
HeCTaOUIIEHBEIMH B
KENy0YHO-KHIIEYHOM
TpaKkTe B IPYIITY
JNEUCTBYIOIIHUX BEIICCTB
UMEIOUIUX IJIOXYHO
IIPOHHUKAIOIIYIO
CcriocoOHOCTH

TOJIBKO JIEHCTBYIOLIMM BEIECTBAM C XOPOIIei
TIPOHUKAIOLIEH CIIOCOOHOCTRIO MPHUCBAUBAETCS
knace I mo BKC (uto oGecrieunsaer
JOTIOJIHATENBHYIO THOKOCTD JIJIS IIPCU3BOAUTENS
IIPH U3MEHEHHUH COCTaBa BCIIOMOTaTEIbHBIX
BEIICCTB U [aeT BO3MOXXHOCThH NPUMEHEHUS Ooee
HMIUPOKKUX KPUTEPUEB JIUISI PACTBOPEHUS

(= 85 % B reuenue 30 MuHYT)).

OrHecenune K JaHHOMY KJIaccy AefCTBYIOMMX
BEIIIECTB ¢ IIPOHUKAIONIEH CrIOCOOHOCTEIO,
OTIIMYHOM OT XOPOLIEH MPOHUKAOIIEH
CIIOCOOHOCTH (TO €CTh BEMIECTB ¢ YMEPEHHOM MITH
TUTOXOH IIPOHHUKAIOIIEH CII0COOHOCTEIO),

He JIOITyCKaeTCs B KOHTEKCTe ONoBeliBepa,
OCHOBAaHHOTO Ha OuodapMareBTHYECKON cUCTEME
Kknaccudurkauuu. B orHomenun JNEeUCTBYIOIIHX
BEIIECTB, HE CTAOMIIBHBIX B JKEIY0YHO-
KHIIIEYHOM TPAKTe, HEBO3MOMKHO ITOITBEP/IUThH
XOPOLILYIO IIPOHUKAIOIIYIO CIIOCOOHOCTD i# Vivo.
B ciyuasix, Korja Xoporrmyro poHUKAFOILY 0
CIIOCOOHOCTE HEBO3MOIKHO TIO/ITBEP/IUTh
OTHO3HAYHO C IIOMOILIBIO OJTHOTO U3 METOI0B,
OMUCaHHBIX B TpeOoBaHUSX, MPUMEHEHHE
OuoseiiBepa, ocHoBannoro Ha BKC, Bo3MoxHO
€CJIH JIEHCTBYIOIIEEe BEIIECTBO OTBEYAET
kputepusm knacca Il no bKC (mexapcTBenHsbIit
IpernapaTr UMeeT OrpaHUYeHuUs] B OTHOIIIEHUH
H3MEHEHMH COCTaBa U COJEPIKAHMUS
BCITOMOTI'aTeJIbHBIX BEIIECTB U SBIIIETCH OYEHb
OBICTPO PACTBOPHUMBIM (IIPOUCXOIUT
BBICBOOOXKIeHHE > 85 % JIefCTBYIOIETO
BEIIECTBA B TeYEHHUE 15 MUHYT)).

obecrnieuenue pazmepa
BBIOOPKH, HEOOX 0 IMMOTO
JUIsL TOJTyYeHHs HaIeKHOU
OLICHKH ITPOHUKAOIIEH
CIIOCOOHOCTH
JIEHUCTBYIOIIEr0 BEIeCTBa

TIIAHUPYEMOE KOJMYECTBO TIOBTOPOB
UCCIIe/I0BaHNH, HE00X0/IMMOe TS TIPABUIILHOTO
OIIpeAeNIeHHs Kilacca IPOHUKAIOIIEeH criocobHocTH
IEeMCTBYIOIEr0 BeIIeCTRa, TPYAHO OQHO3HAYHO
OIIPEHENHUTE, [IOCKONBKY OHO 3aBHCUT OT
BapruabeIbHOCTH KaXKJIOT0 OTACIBEHOI0 aHAIN3A.
JLiist 5TOH rpyniibl aHATM30B XapakTepHa BhICOKas
MexJ1abopaTopHas BapuabelbHOCTh, ISl KOTOPOit
B HAYYHOU MEIULIMHCKOH U XUMHUKO-
(apmanesTrueckoit mureparype (J Pharm Sci
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YciioBUs ipuMeHeHHs

(97), 2008; Eur J Pharm&Biopharm (114), 2017))
YCTaHOBJIEHBI IIOTEHIMATbHBIE HCTOUYHUKH
BapuabenbsHOCTH. MeskabopaTopHast
BapHadeIIbHOCTD CYIICCTBEHHO HIKE B CIIydae
IIPUHAJUJISKHOCTH ACHCTBYIOIIEr0 BEIECTRA K
kmaccy I mo cpasuenuto ¢ knaccom 111 mo BKC.

B otHOmIEHuN HeffcTRYIONMX BEECTs ¢

Prax >10x10° cm/c mmerores nanubie 06
YMEpPeHHOHU BapuadenbHocTH (5 — 20 %),
[IPe/ICTABIEHHbIE B HAYYHOH MEIUIIMHCKON 1
XUMHKO-(apManeBTHIecKoH jmtepatype Eur J
Pharm Sci (56), 2014; J Pharmcol & Toxicol
Methods (70), 2014. B cBs3u ¢ 31um
MaJIOBEPOSITHO, YTO BEICOKAs BAPHAOEILHOCTE
MPUBE/CT K HENPABUIIEHOM OLIEHKE XOPOIIeh
IIPOHUKAIOIIECH CTIOCOOHOCTH JeMCTBYIOIIETrO
BelecTBa. [JIs aHaIM30B ¢ HCIIONB30BAHHUEM
MOHOCJIOEB MU TETHAILHBIX KIeTOK TuHuH Caco-
2 MHHUMAJTBHO 00OCHOBAHHBIM SBIISETCS
BBIITOJIHEHHE 3 ITOBTOPOB UCCIIE[OBAHUIA.

IIOJIXOJIBI K
CTATUCTUYECKOU

I depeHInpOBKe
ITOJIYYEHHBIX 3HAUECHHH
Prax 1151 IeKapCTBEHHBIX
[IpenaparoB C IJI0X0H,
YMEPEHHOH U XOPOIIeH
IIPOHUKAOIIECH
CIIOCOOHOCTBRIO B Cllyyae,
€CJIU 3HAYEHUS P oy
HaKJIabIBAIOTCS JAPYT HA
JApyra Inpy cpaBHEHHH
OTHEIBHBIX 3HAYEHHH J1JIs
JIEKApCTBEHHBIX
IIpernapaToB U3 Kax oM
TPYITIILI

HEJbIO CTaTUCTHYECKOR TU((hepeHInpoBkn
SKCIEPUMEHTAJILHBIX 3HAUYCHHH SBIIAETCS
NI0JIy4eHHe JIMXOTOMHYHOT'O PE3YIILTaTa
(meHcTByIOLIee BEIIECTBO MTPOSBILIET WK He
IPOSIBIISIET XOPOILYI0 NPOHUKAFOIIYIO
CIIOCOOHOCTB). /11 Vivo-TIPOHMKAIOIIAST
CIIOCOBHOCTh pedepPeHTHBIX AeHCTBYIOMIHX
BEIIECTB, IIEPEUHCIIEHHBIX B puitoxkenun Ne 1 k
TpebopanmsiM, noaTBePIkK/IEHA B UCCIICIOBAHUSIX C
Y4aCTHEM YeJIOBEKa, KOTOPbIE TTOKA3BIBAIOT, UTO
CPe/IHHUE 3HaYEeHU IPOHUKAIOIIEN CIIOCOOHOCTH
ITUX JCHCTBYIOLIUX BEIECTB Y€TKO II03BOJISIOT
UX pas3/IeluTh Ha BCLIECTBA C III0XOH, YMEPEHHOH
Y XOPOIIEH IPOHUKAIOMICH CITOCOOHOCTERIO.
DKCIepUMeHTalIbHBIE CHCTEMBI HA OCHOBE JIMHHUU
kietok Caco-2 o3BOISIFOT IPOBECTU UX
BalTM/IallMIO TS LIeJIeH OTIpeJIeIeH s Kilacca
MCCIeTyeMoro AeHcTByroLero semectsa no bKC,
UCIIOJIB3YS yKazaHHbIEe ped)epeHTHEIE
JCHCTBYIOLIME BelecTra. J{jisi ycremrHoit
BaJlUIalliK HEOOXOUMO ITOJIyYUTh
AuQdepeHIUPOBaHHEIE Pe3yILTATH C
UCIIOJIB30BAHMEM JEHCTBYIOIIUX BEILECTR ¢
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XOpPOIIeH, YMEPEHHON U IUIOXOH MPOHKMKAIOLIEH
CHOCOOHOCTBIO in Vitro.

Ecnu cpenue 3HadeHus JUTst AEHCTBYIONHUX
BEIIECTB C IUIOXOH, yMEPEHHOH U Xopoiuei
IIPOHUKAIOIIEH CIIOCOOHOCTHIO HAKIIA/IBIBAFOTCS
JIpYT Ha JApyra Py dKCIIePUMEHTAILHOM
OIPE/CJICHUH, TO 3TO YKa3bIBAET HA BEPOSTHEIE
IpoOJIeMbIl TOCTAHOBKH WITH BEIIOIHEHHS
METOJIMKH UCCIIE0BAHUS C UCIIONIB30BaAHUEM
KieTogHOM munuu Caco-2 B opranusaryu. J[js
MOATBEPKACHHUS Kilacca MPOHUKAIOIIEH
CIIOCOOHOCTH MCCIEIyeMOTO JIEHCTBYIOIIEro
BEIIEeCTBA aHAIU3 CTaH/IaPTU3YETCS 110
YKa3aHHBIM pe(epeHTHBIM IeHCTBYIOIUM
BemnectsaM. Mecnenyemoe jieictByroiee
BEIIECTBO KIACCU(PUIIMPYIOT KaK BEIECTBO C
XOpOILIeH IIPOHMUKAIONIEH CITOCOOHOCTBIO €CITH ero
KaxKyasicsl IIPOHUKArOIas ciocoOHOCTh (Piyax)
paBHa WK TIPEBBILIAET TAKYIO CIIOCOOHOCTE Y
pedepeHTHOro AeHCTBYIOLIEro BELecTRa ¢
XOpOLIEH MPOHUKAIOIIEH crTocoOHOCTRIO. B aTOM
CiIy4ae JanbHeHInel cTaTuCTHIeCKOM
audhepeHIHPOBKH Pe3yIbTaToB IPOBOIUTE He
Tpedyercs.

[Ip1roHOCTE NEKapCTBEHHOTO TIperiapara s OuoBelisepa,

ocHoBannoro Ha BKC

OTpaHUYEHHUS B
UCIIOJIB30BAHUH PA3HbBIX
JeKapCTBeHHBIX (hopM
UCCIIEyeMOTO 1
pedepeHTHOrO
JIEKapCTBEHHOT'O
IIpenaparosB Jist
OuoBeliBepa, OCHOBAHHOTO
na bKC

pasauyus B JIEKaPCTBEHHBIX (hOpMax OZHOTO U
TOTO K€ JIEHCTBYIOIIETO BEIleCTBA MOTYT BIIUATH
Ha ero noeaenwue in vivo. KorkpeTHsie ykasanus
OPUMEHHUTENILHO K Pa3HbIM JICKapCTBEHHBIM
(GopmaM u BCrIoMOraTenbHEIM BEIECTBAM
paccMoTpeHbl B TpeboBaHuUsX, B TOM HUCIIE C
YUETOM BJIMSHUS Pa3IU4Ui, NPUBHECEHHBIX
JIEKapCTBEHHOM (hOpMOit, Ha TIOBeIcHNE
IEACTBYIOIIETO BEIeCTRa 77 VIVo U B 1eJIX
YMCHBIICHHS PHCKE, CBA3aHHOI'O C BEPOSTHOCTHIO
CHIeNaTh HENPABUIIBHOE 3aKIIIOYeHHE (BBIBO) O
OuooxsuBanenTHocTd. [Tonoxenus TpeGosanuit
JOITyCKaeTCs IPUMEHSTh JIJISI 3aMeHbI OJHON
JIEKapCTBEHHOM (QOPMEI Ha JIPYTI'yIO BO BpeMs
pa3paboTKy TeKapCTBEHHOIO Mperapara, eciii 9T0
000CHOBAHO, HATIPUMED, C TIOMOIIBIO
NpeaplLOIyIIuX JaHHbIX 1 VIVO.
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OTpaHUYEHUS B
IIpUMeHeHur GroBeliBepa,
ocHoBanHoro Ha BKC, s
ITUCIIEPTUPYEMBIX BO PTY
TabJIeTOK, TP YCIIOBHH,
YTO OHU NPUMEHSIOTCs 0e3
3allMBaHUs BOJIOK

IIOCKOJIbKY OCTaTOYHBIH 00bEM XKeTy1Ka
3HAYUTEIBHO MeHbIe 250 MII, olleHKa
PacTBOPUMOCTH JIEUCTBYIOIIETO BEIECTBA

B 250 MJ1 cpeJiBl pacTBOPEHUST HE IPUMEHUMA K
JIeKapCTBEHHBIM IIpenapaTam, IpUHUMaeMBbIM 0e3
3anUBaHuMs BOAOK. Onpejenenue o0beMa cpeibl
pacTBOpeHUs, TpeOyeMOoro s yCTaHOBICHHS
KJacca pacTBOPUMOCTH, Oy/IeT 3aTPYAHHUTEIbHBIM
AJIsL IMCIIEPTHPYEMBIX BO PTY TabJIeTOK, IpH
YCIOBHH, YTO OHU IPUMEHSIOTCS 03 3anvMBanus
BooH. Tekymas Meroauka u3ydeHus
pacTBOpEHHs OIPAHUYEHHO MPUIOTHA JJIsl
JIEKapCTBEHHOTO Mpenapara, TUCIIeprupoBaHue
KOTOPOT'O IIPOMCXOJUT B POTOBOM MOJIOCTH 6e3
[IpEeMa ctakana BoAsl. B oTHOIIEHUN Takux
JI€KapCTBEHHEIX IIPENAapaToB HEOOXOMHMMO
IIPOBOAUTH UCCJICAOBAHNE OMOIKBUBAJIEHTHOCTH C
AMCHEPrUPYEMBIMH BO PTy TabJeTKaMu, Ipu
YCJIOBHM, YTO OHU HE 3aIIUBAIOTCS BOJIOIMA.

Be

rnoMorarteJbHbIC BEellleCTBa

JIOITYCTUMOCTD
UCIIONIE30BAHUS METOIUKH
in silico du3wonOrHUecKu
000CHOBaHHOTO
(hapMakOKHHETHYECKOTO
MOJICIMPOBAHUS
abcopOLMH JIIIsl OLIEHKH
pHUCKa W3MCHEHHUS
[IOBEJICHHUS
JIEKapCTBEHHOU GOPMEL,
CBA3aHHOM C
NOTEHIHAIBHBIM
BIUSIHUEM (BKITFOUEHHEM
HIIA HUCKITFOUEHHUEM )
U3MEHCHHS
BCIIOMOTATEILHOT'O
BELIECTBA CBEPX
PEKOMEH Ty eMbIX
JIMara3oHoB

Gusnonoruuecku 060CHOBAHHOE
(papMaKOKHHETHIECKOEe MOJIETHPOBAHUE
abcopOuun in silico ucnonp3yeTcs 1718 OLeHKH
PHCKa B [IOBEJICHUH IIperapara BCIeICTBUE
HU3MEHEeHHUs JeKapcTBeHHo# Gopmel. OHaKo B
HACTOsIIee BpeMsl IOA0OHBIE MOJICIIM HE MOT'YT
MCYEePIbIBAIOILIE IIPE/ICKa3bIBATE BCE
MOTCHIMATBHbIE Pa3nudus B abcopOuum,
OTIOCpelyeMble KPUTHUHBIMHM BCTIOMOTATEIbHBIMH
BelllecTBaMU. Banupaius Mojeneit in silico nig
TIOJIOOHBIX LIeJIel OrpaHrYeHa B CBSI3H ¢
OTCYTCTBUEM NTOHUMAHHS MEXAHHU3MOB
HEKOTOPBIX HaOo1aeMBbIX 3G (eKTosB
BCITOMOTATENBHBIX BEIIECTB U OTCYTCTBUEM
Ka4eCTBEHHBIX JIAHHBIX 17 VIVO JUI1 HEKOTOPBIX
KJIACCOB BCIIOMOTATEJILHBIX BEHIECTB. B ¢BsA3M ¢
9THM PUCK OLICHKU HEBEPHOM OI[EHKM Ha
OCHOBaHHUH NIPECKAa3aHHBIX MOJIJIbIO (D (eKTOR
He MT03BOJIIeT 0DOCHOBBIBATH U3MEHEHHE
BCIIOMOTaTeNLHOIO BELECTBA CBEPX
PEKOMEHIyeMOro JitanasoHa. B HekoTopsix
cllydasix in silico pusnonorudecku 000CHOBaHHOE
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(papMakoKMHETHUECKOE MOICIMPOBAHUE
ITO3BOJISIET MOJIYUYHUTh HE0OX0IMMOEe 000CHOBAHME
B pamMKax 0oJiee ITUPOKOH OICHKH PUCKOB
BCIIOMOI'aTeNIbHBIX BEILECTB, HAIPUMED, [IPH
aHaJIW3€ YyBCTBUTEILHOCTH C MCIIOJB30BAHIEM
JOJDKHBIM 00Pa30M BaMIHPOBAHHOIO
(bU3H0IOTHIECKH 000CHOBAHHOIO
(apMaKOKMHETHYECKOI0 MOICIUPOBAHMSI
abcopOLUH TSl BCIIOMOIaTebHbIX BEIIECTB,
KOTIa MeXaHu3M 3P QeKTa XOpOoIIo IIOHSITEH.

BIIUSTHUE
BCIIOMOTraTeNbHbIX
BEIIECTB, YKa3aHHbBIX B
nyHkre 35 TpeboBaHui
KaK «IIpovue
BCIIOMOTaTeNIbHbIC
BellecTBa» Ha abcopOIuo

IpuBeJicHHas B myHkTe 35 TpeGoranuii Tabnwuiia,
COIEPIKUT KPUTEPUH JIJISl TOTBEPIKTEHHSI
KOJIMYECTBEHHOT O TIOA00US JIeKapCTBEHHBIX
[PEernapaToB, COAEPIKALIUX ASHCTRYIOLIHE
BemnecTBa kiacca III mo BKC. Ilepeunciennsie B
TabJIMIe KITACCHI BCIIOMOraTelbHBIX BELIECTB
ABJIAIOTCS (DYHKIMOHANBHBIMHE KIACCAMU, OJTHAKO
B IIpejieiax KaxI0ro Kjiacca BCIIOMOTaTelIbHOE
BEIIECTBO MOKET [IOBIHUATH Ha aOCOPOIIHIO.

B sToM cityyae mporieHTHas pasHuIa B
KOJIMYECTBE TAKOI'O BCTIOMOI'aTEILHOIO BEIECTRA
IO CPABHEHHUIO C €r0 COJIePIKaHuEM B
pedepeHTHOM JIeKapcTBEeHHOM Ipernapare JoKHA
ykiansBaThes B 10 % OTKIOHEHUS OT MaccChI
HTOTO BelleCTRa.

IAHHBIE, KOTOPbIE
paccMaTpPUBAKOTCS KAk
«COOTBETCTBYIOIIIEE
000CHOBaHUE JIJIsI
OTKIIOHEHHS OT
[IpUEMIIEMON Pa3HUILI BO
BCIIOMOTATEIbHBIX
BEILlECTBAX, YKa3aHHBIX B
IIPUBENEHHOU MyHKTE 35
TpebGoBanwmii Tabnuie

TAKUMH TaHHBIM SBIISIOTCS PE3yJIbTAThI
OTHOCHTEJIBHO i ViVO TIOBE/ICHHS JIeKapCTBEHHOM
(opMBI, IOy YeHHBIEC BO BPEMSI IIPOTPAMMBI
pa3paboTky JeKapcTBeHHOIo mpemnapara. Taxkue
JlaHHbIe (HanpuMep, [UIA JIeKapCTBEHHBIX GOpPM ¢
pasHbIMM 1HATa30HAMHE COJIEPKAHUS
BCIIOMOTATENIbHBIX BEIIECTB, HE TIPOSBIISAIONIHX
BIIMSIHAS Ha aOCOPOLIMIO IEHCTBYIOLIETO BEIECTRA
(BKIIOuas MOAPOOHYIO OLIEHKY MEXAHM3MA UX

5P PeKToB)), JIONYCKAETCS UCIIONIBE30BaTh B
KauecTBe 000CHOBAHMUSI M3MEHEHHSI COJICPKAHMS
BCIIOMOTATENILHBIX BEILECTB, CBEPX MPEIEIOB,
YKa3aHHBIX B IPUBEJCHHOM B TIYHKTE 35
Tpebopanwnii TabmuIle.

AOIIYCTHMOCTDb
HCIIOJIB30BAaHHA B COCTABE
JICKapCTBCHHOT'O

€CIii 5TO 0D0CHOBAHO, PA3HHUILY B
(yHKLMOHATEHOM KJIacCe BCIIOMOTaTEeIBHOTO
BelLIeCTBA HEODXOAUMO ONEHHUBATE OTHOCUTEILHO
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npenapara
BCIIOMOTATEbHBIX
BEIIECTB OANHAKOBOM
PAa3HOBUJIHOCTH C
BELECTBAMHM B COCTABE
pedepeHTHOoro
JIEKapCTBEHHOT'O
nperiapaTa, HO J[pyroro
(QyHKIIHOHANIEHOTO
Kjacca, Kkak obecredyeHus
TPeOOBaHUS «KAYECTBEHHO
1o 100HOIr0 cocTanay

B OTHOIIIEHUH
JNeCTBYIOIMX BEIECTB
knacca III mo BKC

ero (OyHKIIMOHAJIBHBIX CBOMCTB HEIOCPE/ICTBEHHO
B COCTaBe IIPOMBIIILIEHHON PelenTypsl 1
JIEKapCTBEHHOK (OPMBI KOHKPETHOT'O
JIEKapCTBEHHOTrO Ipenapara. B oTHomenun
HEKOTOPBIX PA3HOBUIHOCTEH BCIIOMOIATENbHBIX
BEIIECTB HE UMEETCS JOKA3aTelIbCTB BIUSHUS
U3MEHEHHUs! (PYHKIIMOHAIBHOTO Klacca
BCIIOMOIaTeJILHOr0 BEHIECTBA HA [TOBEICHME
JIEKApCTBEHHOTO IIpernapara B OpraHu3Me
uesnoBeka. B ornorrenun nqpyrux
BCIIOMOTI'aTeNbHBIX BEIIECTB MOAUDUKALIUS KiIacca
MOJKET II0OTEHIIMANBHO NOBIHATH HA PACTBOPEHHE
JIEKapCTBEHHOrO TIpenapara (Harpumep,
M3MEHEHHE B paCIIpe/ICNIeH|H 110 pa3sMepy YacTHI,
HU3MEHEHUE BA3KOCTH, U (MIIN) CTEIICHN
3aMCIIEHUS MUIPOKCHIIPOITHIMETUNIIEIIIONO3EL,
M3MEHEHUE yJIeJIbHOM ILIOIATN TTOBEPXHOCTH
ITyOpUKATOPOB M3 Ipymmsl creapatos). OeHka
COIIOCTABMMOCTH BCIIOMOTATEILHBIX BEIIECTB
TPpeOyeT NPUHATHUS PEIIEHHH O NOMYCTHMOCTH
TAKOU COIOCTABUMOCTH B MHIMBM/LYATEHOM
TOPsIIKe, YTOOLI OMHO3HAYHO [OATBEP/UTE
COXpaHeHHEe KayeCTBEHHOI0 NoM00Ms COCTABA.

IPHEMIIEMbBIE TPAHMUIIEI
OTIIMYMH B COJIEPIKAHHH
BCIIOMOTaTEIbHBIX
BEIECTB U3 I'PYIIIILI
MHOTOATOMHBIX CITHPTOB

B HACTOSIIICE BPEMS OTCYTCTBYIOT JOCTATOUHEIE
MaHEBIE ISl KBANU(DHKALMH TIOPOrOB, HPU
KOTOPBIX BIMSHUE 3TUX BCIIOMOTATEIBLHBIX
BEIIIECTB Ha IOBEIEHUE JIEKAPCTBEHHOTO
nperapara CTAaHOBUTCS 3HaYUMBIM. bonee Toro,
BIIUSIHMEC H3MEHEHHM, BRI3BIBAEMOE TAKUMH
BCTIOMOraTe/IbHBIMH BEIIECTBAMH, OYIET 3aBUCETH
OT CBOMCTB JICHCTBYIOIIEr0 BEIeCTBa
(yBCTBUTENILHOCTH (hapMAKOKHHETHUECKOTO
NpoQus NeHCTBYIOMIEr0 BEIIECTRA K H3MEHEHHIO
KHIIEYHOro TpaH3uTa). MsMenenns B cogepxanun
BCIIOMOTI'aTEIBHBIX BEIECTB 3TOU LPYIIIThI
HOJDKHBI COOTBETCTBOBATh TEM )K€ OTPAHMYEHMSIM,
KOTOpbIE IIPUMEHSIOTCS K JPYTHM
BCIIOMOTaTe/IbHBIM BElIeCTBAM, CIIOCOOHBIM
BIIUATE Ha a0COPOLHFO JICHCTBYIOIIEr0 BellecTsa,
TO €CTh HAXOQUTECS B mipefenax + 10 % ot
KOJINYECTBa BCIIOMOI'aTEIBFHOIO BEIIECTBA B
pedepeHTHOM JIeKapCTBEHHOM Npernapare.

|
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NIPUMEPBI COCTABOB
JIEKapCTBEHHEBIX
IIPEraparos, COAePIKALIUX
JIEUCTBYIOIINE BEIleCTBA
kiacca Il mo BKC, nns
KOTOPBIX ¥
BCIIOMOTaTeIbHBIX
BEIECTB BELIITOJIHIETCS

U HE BBIIIOIHSIETCS
KPHTEPUH COBIIAIEHHUS]
Ka4yeCTBEHHOT'O COCTaBa H
CXOJICTBA
KOJIMYECTBEHHOI'O COCTaBA

[PUMEPBI TAKUX JICKAPCTBEHHBIX [TPEIapaToB,
COXPaHSIOLIHNX CXOACTBO KOTHYECTBEHHBIX
COCTABOB BCIIOMOI'aTE/IbHbBIX BEIIECTB, IIPUBEICHEI
B nipritozkeHnu No 2 x Tpebosanusm.
JloToiHuTeNbHbIe YKa3aHUs MO JIOMYCTUMBIM
PasIi4YusAM COCTaBa BCIIOMOTATEIBLHBIX BEICCTB
IPEJICTABICHBI B TAOJIUIIE IPUMepa 2 IIPUI0KEHUS
Ne 2 x TpeGoBanusM B BHjIE pasHHII B
IPOLEHTAX OTHOCUTENBHO MACCHI SIIpa TaOIeTKH
(mMaccosoit onmn). Ecu necnenyembrii
JIEKAPCTBEHHbIH IIPENapaT COOTBETCTBYET STHM
YKa3aHUsIM, HO UMeET OOIbIINE PA3IUYHS B
aOCOIIFOTHBIX KOJIMIECTBAX BCIIOMOTaTe bHBIX
BEIeCTB (HallpuMep, ecii Macca sapa
HCCICyEMOT0 U PehepeHTHOTO JIEKAPCTBEHHOTO
IIperiapara He CX0Xa), yIOJHOMOYEHHBIH opran
(3KCIEpTHAs OPraHU3aIHs) rOCyIapCTBA — YIeHA
EBpasuiickoro skoHoMH4ecKkoro corosa Brpase
HCTpebOBaTh IOMOJIHUTENBHOE 060CHOBAHHE.,

Tect cpaBEATEIBLHON KUHETHKM PacTBOPEHUS in Vitro
JUL JIEKAPCTBEHHOT'O NIperapara

JOITyCTUMOCTE
MCIIOJIB30BAHUS TPY3HII
(CHHKEpOB) B TecTe
CPaBHUTEJILHON KMHETUKH
pacTBOPEHHsI He TOIBKO
NPY MOSIBIEHUH (eHOMEeHa
KOHYC000pa30BaHus, HO U
B MHBIX CIIyYasx
(Harpumep, 1ipu
NPUTHIIAHUY JaCTHI]
JIEKapCTBEHHOH (hopMEI K
JTOITACTHOW Mellanke, ux
(uoraryu u T. 1.)

UCTIOJIb30BAHHE IPY3HI (CHHKEPOB) ISt
yCTpaHeHHs pobiieM, 3ahUKCHPOBAHHEBIX BO
BPEMs OKCIIEPUMEHTOB 10 PACTBOPEHHIO,
AOIIyCKacTCs MPH HamuYuK obocHoBanus. I1pu
9TOM K HCCTIe/lyeMOH U pedepeHTHOH
JICKApCTBEHHBIM (hOpMaM HEOOXO/IMMO PUMEHSITE
OJTHH U T€ K€ DKCIIEPUMEHTAJIbHBIE YCIIOBHSL.

MO/XOM K CPaBHEHHIO
npoduield pacTBOpeHus
JUIS JIEKapCTBEHHBIX
npenaparos kiacca I mo
BKC, ecin ogun npopuns
pacTBOpEHHs
COOTBETCTBYET KPUTEPHUIM
JUIsl 04€HB OBICTPOTO

©CJIM OJIMH Hperapar I10Ka3hlBaeT PacTBOPEHUE
Oomnee yem 85 % 3a 15 MUHYT, & BTOPOH — HeT, TO
HEOOXO0/IMMO MPEJyCMOTPETh AOCTATOTHOR
KOJIMYECTBO TOYEK B3ATHsI 00pa3L0B, YTOOE!
paccuuTaTh MOKa3aTelb ) I MOATBE P ICHUS
o100ust IpoduIeit pacTBOPEHUsL.
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pactBopenus (> 85 % s
CPEJIHET0 KOJTHYeCTRa
BEIIeCTBa, IIEPEIISAIIErO
B pacTBop 3a < 15 MUHYT),
a npyrout npoduin
pacTBOpeHMsI
COOTBETCTBYET KPUTEPHSIM
JUIst OBICTPOrO
pactBopeHus (=85 % s
CPEIHEr0 KOJMYeCcTBa
BEIIECTBA, IIepele/Iero
B pacTBop 32 < 30 MHHYT)
XapaKTepUCTHKAM
IpoQUIsl pacTBOPEHNUS

In vitro

HEOOXOIMMOCTh pacyera
110 BpPEMEHHBIM TOYKAM
otbopa 11pod mapamerpa f;
JUIsl CpaBHEHUSI Tpodueit
pacTBOpPEHUS B Cllydyae
€CJIM OHU Pa3IHYarOTCs
MEXK]IYy UCCIeNYEMBIM U
pedepeHTHRIM
JIeKapCTBEHHBIMH
npemnaparamu (OpIcTpoe U
OuYeHb OBICTpOE
pacTBOpeHHE)

B 3THX CITy4Yasx 110 BpEMEHHbBIM TOUKaM, B
KOTOPBIX ObUI 0OTOOP P0G JOIKEH OBITH
paccuntan mapamerp fr. Ecnu onun npenapar
II0Ka3bIBACT pacTBOpPeHUe Doee ueM 85 %

3a 15 MUHYT, a BTOpO# — HeT, HeOOXOIUMO
[IPEeNyCMOTPETh JOCTATOYHOE KOJTHYECTBO TOUYCK
B3SITHsI 00pas3110B, YTOOBI PACCUUTATH ITOKA3ATEN
f> s mopTBepIKIeHMST TTIOKOGUS TTpOdH et
PAaCTBOPEHHSI.

JIOIYCTHMOCTh
HCIIOJIE30BAHUS TIPH
CpaBHEHUH npodueh
pPacTBOPCHHS
HEO0CTATOYHOI'O
KOJIMYeCTBa TOYEK B3ATHS
00pasLoB I pacyera
nokazarens 5, ecinu 3To
HEI0CTATOYHOE
KOJIMYECTBO CBA3AHO C
UCKIIIOUCHHEM PAHHUX
BPEMEHHBIX TOYEK
BCJIEJICTBHE BBICOKOU
BapnabeIbHOCTU

B OTHOIIEHHH JICHCTBYIOIIMX BEIIECTB | Ki1acca 1o
BKC Bbicokas Bapuabe/IbHOCTH 110 PACTBOPEHHIO
HE OJKUTACTCS, II0OOTOMY alIbTCPHATHBHEIE
CTATUCTUYECKHE METOJOIOTUH (HaIIpHMeED,
Oyrcrpannuar (OyTeTpern ananus)), ams
TOATBEPIK/ICHUSI TOI00MS NpoUIel pacTBopenus
HE CUMTAIOTCS IIPUMEHUMBIMU. B ciygae eciu
BBICOKasl BAPUAOENbHOCTh BOSHUKAET BCIICICTBHIE
deHoMena KOHycooOpa3oBaHus, JUIs pelleHuUs!
TAKUX IPOoOIIeM paccMaTpHBAIOTCS
ANbTCPHATHBHBIE METOMKH BBITOTHEHUS
MCCIII0BAHUS PACTBOPEHHS (HaprMep,
UCII0JIb30BaHUE IPY3UII (CHHKEPOB) MIIK JIPYTHX
0D0CHOBAHHBIX TTOJIX0I0B), €CITH HTO 060CHOBAHO
C HAYYHOU TOYKH 3pEeHHS.
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NOJIXOJl K CPABHEHHMIO
npoduield pacTBOPEHUS B
cllydae, ecJii BEIOOp
Pa3HbBIX BPEMEHHBIX TOYEK
otbopa npod NpUBOIUT K
Ppa3HbIM 3HAYEHUSIM
napamerpa fa,
TpeOyromumM
B3aUMOTIPOTHBOPEYAIIHX
BBIBOJIOB (HAIIpHMED,
BpeMeHHbIe ToukH 10, 20,
30 MUHYT IPUBOJISAT K
3HaveHuro f; < 50,

a BpeMeHHbIe To4UKH 8, 20,
30 MUHYT IPUBOJSAT K
3HayeHuto f), > 50)

oA00HasE CUTYallUs DODKHA BO3SHHUKATE TOIBKO B
HCKIIIOYUTEIBHBIX Cllyuasix. BpeMeHHBIE TOUKH
JUisl pacyeTa rapamerpa f; 10mKHBI ObITH
npejrycranoBiensl. ITpu pacuere napamerpa
HeOOXO0/MMO UCITONB30BATH BCE OTBEYAIOIINE
KPUTEPUAM IIPUEMIIEMOCTH TIPETyCTaAHOBIEHHEIE
BPEMEHHbIE TOUKHU B3ATHs 00pa3llOB U BEIOOD HTHX
BPEMEHHBIX TOUYEK JODKEH OBITH 000CHOBAH.

JIOITy CTUMOCTD
pacnpocTpaHeHUs
OuoBeliBepa, OCHOBaAaHHOTO
na bBKC, s oot
JIO3UPOBKU IIpernapara Ha
JIpyrue JH03UPOBKHU M3
JIAHEHUKH JIO3UPOBOK
JIEKapCTBEHHOI'O
rpernapara

110100HO€ 3aKII0YeHNne HeIoNyCTHMO. broBeiisep,
ocHoBanublid Ha bKC, TpeOyeT npencrasnenus
0OOCHOBBIBAIOIIMX JIAHHBIX IS KAXK10H
OTHEJILHOM JIO3UPOBKH U3 JIMHEHKHU JTO3HPOBOK
JIeKapCTBEHHOI0 penaparoB. CpaBHEHHE i7 Vitro
DO3UPOBOK MCCIIELYyEMOT0 JIEKAPCTBECHHOTO
nperiapaTa ¢ COOTBETCTBYOIIUMH JIO3UPOBKAMHM
pedepeHTHOro JeKapcTBeHHOTO Ipenapara
HUCKITFOYAET BO3MOXKHBIN Opel] pe3yasTaToB
110100151, KOTOPBIH MOXET BOSHUKHYTE, €CJIH
OLIEHKA BBICBOOOKACHUS TOTIOJIHUTEILHOTO
KOJIMYECTBA NEMCTBYIOIIEr 0 BEelleCTBa B
JO3UPOBKE BLIITOJIHACTCS 03 CpaBHEHHS C
COOTBETCTBYIOILEH IO3UPOBKOU pedepeHTHOro
JIEKapCTBEHHOIO IIpenapara.

JOITYCTUMOCTh CPaBHEHHS
MEXy CIIeIYIOIIUMHI
JTeKapCTBEHHBIMH
(dopmamu AJIs 3aABIEHHS
Ha OHoBeliBep,
ocHoBauHbIi Ha BKC:

a) He TOKPBIThIS
000JI0YKO# TabIeTKH B
CpaBHEHHUHM C TaOJICTKaMH,
ITIOKPBITBIMU TIJIEHOYHOM
000J1I09KOH;

a) He ITOKPbIThIe 000I0YKOM TabIeTKH

¥ TabJIETKH, MMOKPBITHIC INIEHOYHON 000JI04KOH,
HE BBLIMTOIHAIOLICH OIIpe/ielIeHHOe
(GyHKIIMOHATEHOE NTpeIHa3HaYeHHE,
paccMaTpMBalOTCA B KaUeCTBE OJIHOM U TOH Ke
JIEKapCTBEHHOH ()OPMBI [IPU CPABHEHUH 110
Ouoselipepy. CpaBHeHHE MEK/Y YKa3aHHBIMU
(GopMamMu 103MPOBAHMS TOTTYCKAETCS JIs
OuoBeiiBepa, ocHoBanHoro na bKC;

0) TabneTku U Karcyibl He pacCMaTpUBAIOTCS B
Ka4yeCTBE OJIHOM M TOM JKe JIEKApPCTBEHHOU (hOPMEI
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Ilonoxenne TpeboBanmii

YCloBUS IpUMeEHEeHHS

0) rabneTku B cpaBHeHUH
C Karcyinamu

CpaBHeHHs 110 broBeliBepy. CpaBHeHHE MeXK Ty
YKa3aHHBIMU (DOPMaMU TO3MPOBAHUS He

AOIlycKaeTcs i OnoBelBepa, OCHOBAHHOTO Ha
BKC.

TpeOyeMble moKazarenu
CKOPOCTH MepeMeITHBaHUs
cpensl s
CPaBHUTENBHOH OLIEHKH
KHHETUKH PACTBOPCHHSI
JUTsI CYCII@H3UOHHBIX
JICKapCTBEHHBIX (hopM

B OTHOIUCHUHM CYCIIEH3UH peKOMEH IyeMast
CKOPOCTh BpalleHus jonactedf pasua 50 o6/Mun B
IIpubope 2 (nomacrhas Memranxa). Jomyckaercs
(HO HeoOsI3aTeNbHO) HCIIONB30BAT MEHBIIIYIO
CKOPOCTE BpalleHHS JIOIIACTEIA.

Meroauka ananuza npoHuKaroei crocobHOCTH IENCTBYIONIErO
BEIIECTBA C MCIOJIb30BaHHEM JUHUH KiieTok (aco-2

JIOIIyCTUMOCTD
HCIIOJIB30BAHUS IJIs]
BaJIMJIallik METO/1a Ha
kieTkax Caco-2 mpu
OLIEHKE Kjacca
JIEHCTBYIOIETr0 BEIeCTRA
o bKC 3a cuer
YCTaHOBIEHHUS in Vitro
[IPOHHUKAIOLICH
CIIOCOOHOCTH MyTeEM
naccuBHOW nuddysnu
YKa3aHHBIX B Ta0IHUIIE
IIPUBEICHHOH B
npujioxkenun No 1 x
Tpebosanusm,

12 MomenbHEBIX
AOEeUCTBYIONIUX BEIIECTB,
KOTOpPBIE ITOJIBEPIarOTCS
aKTUBHOMY TPaHCIIOPTY
(4 w3 12 MOJIENIBHEIX
JIEUCTBYIONIYX BEIICCTB
IIO/IBEPraroTCs aKTHBHOMY
sddmokey (murokcum,
MaKJuTKaces, XUHUIUH |
BHUHOJIACTHH ), OCTAIbHBIE
8 BEILECTB 110/IBEPralOTCsa
aKTHBHOMY TPaHCIIOPTY

(bypocemum —
neperocyukom OAT3,

PE3YJIbTaThl CPABHEHMS TPOHUKAFOIIINX
cnocoOHocTel 24 JEUCTBYIOIIHUX BEIECTR,
[IPEJICTAaBIICHHLIE B HAYYHOH MEIUIIMHCKON 1
XUMHKO-(apMalesTHaecko murepatype (Pharm
Res (19) 2002 u Drug Discover Today (17)2012)
H JIONyYEeHHBIE Ha TOILIEeH KUIIKE YeIOBeKa U B
THuM Knetok Caco-2 in vivo u in Vitro, IMeIIn
XOPOIITYIO KOPPEJISIIIHIO JIJIsi BEII[ECTB
abcopOHUpyeMBIX TACCHBHOM mupdysueit u
HECKOJIBKO Xy IIIYIO JUIsi aKTHBHOT'O TPAHCIIOPTA.
ITostomy Monocion knerok Caco-2 MOTYT
MCTIOJIL30BATHCS IS IPOTHO3MPOBAHUS
NacCUBHOM U Py3un MeHCTBYIOMUX BEIECTR y
Y€JI0BEKa, TOT/1a KaK IIPOrHO3UPOBAHUE
aKTHBHOT'O TPAHCIIOPTA C TIOMOIIBIO CHCTEM
[ICPEHOCUYHUKOB MOXKET OBITH MEHEE TOYHBIM,
YUHMTBIBASI M3MEHEHHYIO 9KCIIPECCHIO
EPEHOCYMKOB DTOH KIIETOYHOH THHUEH.
CoOTBETCTBEHHO MOJICIILHBIE JIEKAPCTREHHbIE
npenaparsl, 1Jisl ONpeAeNeHus Xoporeit
IPOHUKAIOIIEH CIIOCOOHOCTH, ABTISIOTCH OBICTPO
(IIaCCHBHO) NPOHMKAIOLIUMHU TEKAPCTBEHHBIME
[penapaTaMy, TaKUMH KaK HAPOKCEH,
AHTUIIAPUH W METOIIPOJIOJN C CONIOCTABUMBIMH
KO3 (GUIMEHTAMH TIPOHMKAIOIIEH ClIOCOBHOCTH
Ha Ketkax Caco-2 ¥ B TOLLEH KUILKEe YeloBeKa.
Hecmotps Ha To, 9T0 HekoTOpbIe MOIEAbHbIC
JI€KapCTBEHHbIE TIpenapaThl YaCTUIHO
HO/IBEPralOTCsl AKTUBHOMY TPAHCIIOPTY,
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’_HOHO}KBHHG TpeboBanmii

YcnoBust mpuMeHeHust

MET(HOPMHH —
nepenocynkamMu OCT1 u
OCT2, amunopuy —
nepernocurnkom OCT?2,
bamoTHIUH —
nepenocunkom OCT2,
AITUKIIOBUP —
nepeHocynkamu OAT] u
OCT1, Teodunnun —
neperocuukoM OAT2 u
SHaJAIPHIT —
neperocuukamu PepT1 u
PepT2)

NIPOHHUKAIOIINE CIIOCOOHOCTH UX AEHCTBYIONIMX
BCIIECTB HA MOHOCIOX KJIeTOK JIMHUN Caco-2
MMEIOT HAJIC)KHYIO KOPPENALHUIO C TPOHUKAIOIEN
CIIOCOOHOCTRIO i1 Vivo. [Tockomeky skcnpeccust
[IEPEHOCUHUKOB KIIETOYHBIMHU JIMHUSIMH MOYKET
OTJIMHATBCS OT YCIIOBUH i71 Vivo, 3Ta KOPPeIsILusI
HC SBJIACTCS YHUBEPCAIBHOM JIUTISI BCEX
AEHCTBYIOLINX BELIECTB NEPEHOCUMBIX AKTHBHBIM
TpaHcnopToM. B cBssu ¢ stum 6e3 npencrasnenus
HOKA3aTeJIbHBIX i71 ViVo JIAHHBIX 11 Vitro TaHuble
HE SABIISIIOTCS €IUHCTBEHHBIM CITOCOO0OM
OIIpCIICIIEHM KJlacca MPOHUKAIOIIEHR CITocOOHOCTH
JICHCTBYIOIMX BEIIECTB, MEPEHOCHMbIX AKTHBHLIM
TpancrnoproM. OKOHYATeNBHBIHA BEIBOL O
JEUCTBYIOLIEM BeIleCTBe, KITacCHDUIUPYEMOM
KaK XOpoLIo [IpOHUKaroIIee NeHCTBYIOMee
BCIICCTBO C MOMOIIBIO aHAIA34 HA MOHOCIIOE
KJIETOK JIMHUM Caco-2, OyIeT BOZMOKEH TOIBKO
JULSL ICHCTBYIOIMX BEIIECTB, He TIePEeHOCUMBIX
HUKaKHM aKTHBHBIM TPAHCIIOPTOM.

JIOITYCTUMOCTD
HCTONB30BAHNUS
OuoBeliBepa, OCHOBAHHOTO
Ha bKC, mus
JIEUCTBYIOIIUX BEILECTB C
HU3KUMH TTOKA3ATENSIMHI
K, €CIIH BBITIONHSIOTCS
BCE CIIEAYIOIIUE YCIOBHUS:
a) NaHHbIC i1 Vitro 1S
IEeWCTBYIOIIErO BEIECTRA
[10BEPraeMoro

P PIOKCY B KIleTKax
mHuu Caco-2, O3BONSIOT
IIOJIYYUTh KaXyIeecs
3HaueHue K., 3HauuTe IRH0
HIKE, YeM
COOTBETCTBYIOLIHE
KOHIIEHTPAIIHH 3TOr0
JIEUCTBYIOIIETO BEIECTRA
B KHIIICUHHKE,

0) akTEBHOCTE Tpolecca
sddiroxea noctruraer
HACKIIEHHS [IPU BCEX

OTCYTCTBHE (D (DIIIOKCA MIIM HACKIIIEHHE

5P DIOKC-TIEPEHOCYNKOB HEBOZMOXKHO
OKCIICPUMEHTANBHO Pa3IHYUTh, €CIIH
MCIIONb3yeMble (PU3HOTOTUYECKH 000CHOBAHHRIE
KOHLEHTpaLUH (HalpuMep, B COOTBETCTBHH C
npuiiokenrem Ne 1 x Tpebosanusm 8 0,01, 0,10 1
1,00 ot nHauGomsmieii n03upoBKu JIEKapCTBEHHOTO
[IpenapaTta, pacTBOpeHHOM B 250 M1 cpejipl)
TIPEBBIIAIOT 3HaYeHUe K, meiicTByromero
BemecTBa. B aTom ciryuae JIeUCTBYIOIIIEE
BEIICCTBO CYUTACTCS XOPOIIO POHUKAIOIIHM,
CCITH KaXKyIlasicsl IPOHMKAIOIAS CITIOCOOHOCTD
(Pxax) Oombitie uimm paBHA Py pedepenTHOrO
MOJIEIILHOrO JIEKapPCTBEHHOTO TIPENapara ¢
OOTBIION IPOHUKAIOLIEN CIIOCOBHOCTLIO. AHanuz
C MCIIONB30BaHKMEeM KieToK Caco-2 npu sToM
MOJOKEH OBITh BaMIMPOBAH, TTO/ITBEPIK 1as
ABYHATIPABIICHHBIN XapaKTep TpaHCIopTa
M3BECTHBIX MOJIENIBHBIX JICKAPCTBEHHBIX
NpenapaTos (Tabnuia, NprBe/IeHHAS B
npunoxennn Ne 2 k TpeboBanusam) u nokasssaths
(QYHKLMOHAILHYIO aKTHBHOCTE s rokce-
[lepeHocyrKa (riepeHocunkoB). Eciu npu stom

N
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[onoskenue Tpebosanuii

YcnoBus npuMenenns

KOHIIEHTPALIUIX
JIEMCTBYIOMIErO BEIIECTBa,
a IIPOHMKAIOLIAs
CITOCOOHOCTE
JIEMCTBYIOIIETO BEILECTRA
OIIPENEeNSIeTCS TOJNLKO ero
naccuBHOM nuddysuei;
B) KIIMHWYECKAs
bapmakokHHeTHKA
JIGUCTBYIOUIEIO BEIECTRA
YeJl0BeKa SBISICTCS
JIMHEMHOU;

T') TIPEJICTABIIEHbI
BCIIOMOTaTEeIbHEIE
JlaHHble, HapUMEp
JNAHHBIE 110
(papmakokuHeTHKE
(abcopbiium,
pacrnpeieneHuy,
MeTabonusme,
SIMMUHALIMH) Y YelIOBEKa

BO3MOXKHO TIPEJICTABUTE i1 VIVO JaHHbIE,
TIOKa3bIBAOIIME XOPOIIYIO IPOHUKAIOLILYIO
CIIOCOOHOCTH NIEMCTBYIOIIEr0 BEIeCTBA B
COOTBETCTBHM C HacTOsMMHU TpeboBanusmu (To
€CTh ITaHHBIE 110 (papMakoKHHETHKE (abcopbum,
pacnpeneieHiu, MeTabolu3Me, SITUMUHAIIUN) Y
4eJI0BeKa MK aDCOTIOTHYIO OHOA0CTYIIHOCTS),
KJIacC XOpOIIEH MPOHUKAIOIIEH CIIOCOOHOCTH s
AEHCTBYIONIEr0 BELIECTBA TAKKE MOXKET OBIThH
npucBoeH. Heo0XoaumMo yuuTeiBate, 4to juis
JIEeWCTBYIOMUX BewecTs Knacca 111 mo BKC, e
COOTBETCTBYIOLINX KPUTEPHUSIM KJlacca XopoIeit
MPOHUKAIOIIEH CIIOCOOHOCTH, BAPHAHT
buogeliBepa, ocHoBanHoro ua bKC Takie
AOCTYIICH, CCIIU BBIIOIHSIIOTCS BCE YCIOBUS B
COOTBETCTBHHU C TpeboBanuamu.

JIOITYCTUMOCTE
HUCKITIOUYEHUS U3
paccMOTpEHHSI 110
OuoBeiigepy,
ocHoBanHoMy Ha BKC,
TPaHCIIOPTUPYEMBIX
JIEUCTBYIOIIMX BEIIECTB
JUI KOTOPBIX KITETKH
muaur Caco-2 ne
II03BOJISTIOT HAJIEHKHO

K aKTHBHO TPAHCIIOPTHPYEMBIM JIEHCTBYICIIIHM
BCLIECTBAM [IPUMCHUMBI yCJIOBUS, OIIUCAHHBIE JIist
ACHCTBYIOLIMX BEIECTB ¢ HU3KMMH TTOKA3aTe MU
K. AxTUBHO TpaHcmopTHpyeMble JICHCTBYIOIINE
BEIICCTBA HE UCKITIOYAIOTCA M3 PACCMOTPEHUSI 110
OunoseliBepy, ocHoBanHOMy Ha BKC, ecru in vivo
JaHHbIC MTOJYYEHHBIE B UCCIEN0BAHUSIX C
Y4acTHEM YeJI0BeKa, IT03BOJIIIOT 000CHORATE
MPUHAMIEKHOCTD JEHCTBYIOIIETO BEIECTBA K
KJ1acCy BEILECTB C XOPOIIe TPOHUKAIOIIEH

KJIaCCH(HUITUPOBATE CIIOCOOHOCTRIO. JITTs TAHHOTO Cyuas He
[IPOHHUKAIOILYIO JOIIYCKAaeTCsl HCKNFOUMTENHHOE UCIIONb30BAHME
CIIOCOOHOCTH aHaJu3a IPOHUKAIOLIEN CIIOCOOHOCTH METOIOM ee
U3y4eHns Ha KiteTkax Caco-2 (II0CKONbKy
OKCIIpeccus MepeHocunkoB cuctemamu Caco-2
MOXKET OTIIMYATBCSI OT SKCIIPECCHH in Vivo).
JIOIIyCTUMOCTh B OTCYTCTBHE KAKOTO-THOO aKTHBHOTO

000CHOBaHMS TIOPOTa

s} diroxc-oTHOIEHMS
O0JIBIIIE 2 ¢ MOMOIIBIO
MOJENBHBIX COeIHHEH M

TpaHcnopra (abcopbuun winu s diokca),
OTHOIIICHHE MEXKY a0COPOIIMOHHBIM Py

(B HAPABNEHHM OT AIUKAILHOTO K
OasonarepanbHOMy MIH «Pa, A1) 1 P
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ITonoxenue TpeboBanuii

YcnoBus npuMeHeHus

(HabOpOB MAaHHBIX U3
BaTUAAIIHOHHBIX
pE3yJIbTATOB) B CIIy4ae
OTJIENNBEHEIX
BallUIUPOBAHHBIX
MOJIEJICE MOHOCIIOEB
kietok Caco-2 Juis
KOTOPBIX 3(hmoxc-
OoTHoIIeHHe OoJbIe 2
SBIIICeTCA Dollee
npueMIeMbIM

«Pa, BJ1—AID TIOJDKHO OBITH paBHO | MIIH OBITH
OJIM3KUM K TakoMy 3HadeHuto. JIroboe
OTKIIOHEHUE OT 1 OyneT yKkasblBaTh Ha HEKOTOPhIN
BKJIAJ] aKTHBHOI'O TPAHCIIOPTA B IIPOIECC
nepeHoca JaefcTByromero serecTsa. D hiroke-
OTHOILIEHHE OOINBIIe 2 TIPUHSTO B KAYECTBE
MOpOTa, YKa3hIBaroOIIero Ha To, 4TO JIEHCTBYIOIIee
BEIECTBO ABJIgETCs cyOcTpaToM ¢ iroke-
IIEPEHOCUHKA.

paboThl, B KOTOPBIX
IIPUBOMSTCS JJAHHBIE 110
BEIOOPY MOJIENIBHBIX
JIEKAPCTBEHHBIX
IIpenaparos Jisl
BaJIAJIALMK METO1a
OLICHKHU TIPOHHUKArOIIeH
criocoOHOCTH
JIeUCTBYIOIIHX BEIIECTB

COOTBETCTBYIOLIHE TAaHHBIC IPHUBEAEHEI B
CIIEAYIOIIMX padoTax:
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Li C. et al. Development of In Vitro
Pharmacokinetic Screens Using Caco-2, Human
Hepatocyte, and Caco-2/Human Hepatocyte
Hybrid Systems for the Prediction of Oral
Bioavailability in Humans. Journal of
Biomolecular Screening 2007; 12(8):1084 — 1091;
Peng Y. et al. Applications of a 7-day Caco- 2 cell
model in drug discovery and development.
European Journal of Pharmaceutical Sciences
2014; 56: 120 —130;

Kasim NA et al. Molecular Properties of WHO
Essential Drugs and Provisional
Biopharmaceutical Classification. Molecular
Pharmaceutics 2004; 1(1): 85 — 96;

Lennernis, H. Intestinal permeability and its
relevance for absorption and elimination,
Xenobiotica 2007; 37(10): 1015 — 1051;
Thiel-Demby VE. Biopharmaceutics
Classification System: Validation and Learnings
of an In Vitro Permeability Assay. Molecular
Pharmaceutics 2009; 6(1): 11 — 18;

Giacomini, et al. Nat Rev Drug Discov. 2010;
9:215 - 236;

FDA, United States In Vitro Metabolism-and
Transporter-Mediated Drug-Drug Interaction
Studies Guidance for Industry (October 2017).
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S.Hynkter 9 u 10 mpunoxenuss Ne 5 W310KHTH B clenyroIen
pelaKIuu:

«9. ConocraBUMOCTs  npodueit PacTBOPEHMsI  OlIpefeigercsl B
COOTBETCTBHH C NyHKTOM 41 npunoxerust Ne 4 k IlpaBuzam IIPOBE/ICHUS
MCCIIC0BAHUN OMOSKBHBATEHTHOCTH JICKAPCTBEHHBIX IpernapaToB B paMKax
EBpasniickoro skoHommueckoro corosa, yrBepxaennsiM Pemernem Copera
EBpasuiickoii skoHOMHUECKOit KoMuccHel oT 3 HOs10pst 2016 1. Ne §5.

10. Pacuer axtopa 1101061s1 OCHOBAH Ha BBIIOJHEHHH BCEX YCIIOBHI
B COOTBCTCTBHHU C IMyHKTOM 42 rnpunoxkenns Ne 4 k IlpaBunam nposeneHus
MCCTIENI0BaHNH OHOSKBUBAJIEHTHOCTH JIEKAPCTBEHHBIX NperaparoB B paMKax
EBpasuiickoro skoHOMIYECKOro corosa, yTBepxiaenubiM Pemennem Copera

EBpasuiickoit sxoHOMHUUecKo# KOMuccreii or 3 HOs10ps1 2016 1. No 85.»».




