[MTPJIOXEHUE

K Pemmennro CoBera

EBpa3zuiickoil 5KOHOMHUYECKOW KOMUCCUU
OT 20 1. Ne

NU3IMEHEHUASA

BHOcHMbIe B IIpaBuiia npoBeaeHus: uccjaeg0BaHUM
OMOIKBHBAJICHTHOCTH JICKAPCTBEHHBIX MPENAapaToOB B paMKax
EBpa3uiicKoro 3kOHOMHUYECKOro COK3a

1. ITyskT 18 M310KUTH B CIEYIONICH peaaKIINU:

«18. Ilpu BIOOpE pedhepeHTHOrO JEKAPCTBEHHOIO MpenapaTa UCXOIsT
U3 CIeAyIonIeil mocie0BaTEIbHOCTH:

a) OpUTMHAIIbHBIN JIEKapCTBEHHBIN rpenapar, 0€30macHOCTb,
3G (PEKTUBHOCTD M Ka4€CTBO KOTOPOTO ObUTH YCTAHOBJICHBI MPU PETUCTPAIIUU
B Corsze, a Takxke 3apEeruCTpUPOBAHHBII B  COOTBETCTBUU C
3aKOHOJIaTE€ILCTBOM TOCYNAapCTB-UIEHOB («3apeructpupoBanHHbiii B Coroze
OpUTMHAJIBHBIN Mpenapary);

0) OpUTMHAIIbHBIN JIEKAPCTBEHHBIN Mpernapar, 3aperucTPUPOBAHHBIN B
ctpanax perunoHa ICH, nubGo mnpu 0OOCHOBaHMHM €ro OTCYTCTBUS B
oOpamieHuu Ha QapmarieBTUYeCKoM pbiHKe cTpaH perunona I[ICH wunm
HEBO3MOXHOCTH €ro MPUOOPETEHUsI, BOCIPOU3BEICHHBIN (MU THOPUIHBIN)
JIEKApCTBEHHBIN Mpernapar, 3aperucTpUpPOBaHHbIA KaK MUHUMYM B OJTHOM W3
rOCyJapCTB-4JICHOB ¥  TMOATBEPAUBIINN  CBOIO  OMOIKBUBAJIEHTHOCTH
OpUTHUHAIBFHOMY JIEKAPCTBEHHOMY Tipemapary (mpu omoOpeHuu BbIOOpa
BOCITPOM3BEIEHHOTO npemnapara OKCIEPTHBIM KOMUTETOM 1o
JIEKApPCTBEHHBIM CPEJICTBAM) TMPHU HEBO3MOXKHOCTU BBITIOJIHEHUS TOAIYHKTA

«a» HaCTOAIICTO ITYHKTA,
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B) JICKAPCTBEHHbIC  Tpemaparbl,  YTBEPXKJCHHbIE  JKCIEPTHHIM
KOMHUTETOM 0 JIEKAPCTBEHHBIM CPEACTBAM (CHUCOK PEIICHUN pa3MENIEH Ha
opunmanbHom  caiite  Coro3a), TMpPU  HEBO3MOXHOCTH  BBITIOJHEHUS
MOJIYHKTOB «@» U «0» HACTOSIIIETO MYHKTA;

) JICKAPCTBEHHBIN Tpenapar, HMEIOMUM ONbIT MNPUMEHEHHS Ha
TEPPUTOPUU KaK MUHUMYM OJIHOTO M3 FOCYyAapCTB-4IEHOB HE mMeHee 20 neT
(mpu ogoOpeHun DKCHEPTHHIM KOMHUTETOM IO JIEKAPCTBEHHBIM CPEICTBAM)
IIPU HEBO3MOXKHOCTH BBITIOJHEHHS MOJIMYHKTOB «a» — «B» HACTOSIIETO
MyHKTAa;

1) KOMOMHUPOBAHHBIA JIEKAPCTBEHHBIM Mpenapar, pacCMOTPEHHBIA U
OJI00pEHHBI DKCHEPTHBIM KOMUTETOM IO JIEKAPCTBEHHBIM CPEJICTBAM IpHU
HEBO3MO>KHOCTH BBITIOJIHEHHS TIOJIMMYHKTOB «@» — «0» HACTOAIIETO IMyHKTA.

OKCHepTHBIM KOMHUTETOM IO JIEKApCTBEHHBIM CpPEACTBaAM BBIOOP B
KauecTBe pePepeHTHOTO KOMOMHHPOBAHHOTO TIpemapara, CoJepKaliero
M3BECTHBIC JICUCTBYIOIINE BEIIECTBA U 3aPETUCTPUPOBAHHOTIO, KAK MUHUMYM,
B OJHOM U3 TOCYJapCTB-UJICHOB, IPU OrPAaHUYEHHOW MpPOrpamMMe €ro
U3Y4YECHUS, HE TMO3BOJISIIONIEH MPU3HATH OPUTHHAIBHOCTh, MOXET OBITh
CACNaH C YYETOM OLEHKU JJUTEIbHOCTH MEIULIMHCKOr0 MPUMEHEHUS
npenapara, 1 000CHOBAaHHOCTH CO3/1aHUus (PUKCUPOBAHHOW KOMOMHAIIUH, TIPU
HEBO3MOXXHOCTH BBITIOJIHEHUS TYHKTOB «@» — «T» HACTOSIIIETO MyHKTA.

IIpy HEBO3MOXKHOCTH BbIOOpa MpHU3HATH Mpenapar peepeHTHBIM MO
MPUYMHE HEPAIIMOHATFHOCTH KOMOWHAIINY, HeJIOKa3aHHOUM 2((HEeKTUBHOCTH U
0e30macHOCTH Jis1 pa3pabOTKX HOBOTO Tpemnapara npeajaractcsi IpoBeICHHE
POTPaMMBI JTOKJIMHUYECKUX u KJIIMHUYECKUX UCCIIEIOBAHU,
COOTBETCTBYIOIIEH pa3pabOTKE HOBBIX KOMOWHAIIMH B COOTBETCTBHHM C
Pexomenpaumern Kosmuternn EBpasuiickodl 3KOHOMHUYECKOM  KOMHUCCHUH
or 2 ceHTsaops 2019 r. Ne 25 «O PykoBojacTBe IO AOKIMHUYECKOH U

KIIMHUYECKOU pa3paboTKe KOMOWMHUPOBAHHBIX JIEKAPCTBEHHBIX MPEMapaTOBy.
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2. [Tpunoxxenne Ne 4 W3710KUTH B CICTYIONIEH PEIAKITUN:

«[Ipunoxenne Ne 4

K [IpaBunam npoBeaeHus ucciea0BaHun
OMOSKBUBAJIEHTHOCTH JICKAPCTBEHHBIX
Ipernaparos B pamkax EBpasuiickoro
SKOHOMMUYECKOI'O COI03a

TPEBOBAHUA
K OMoBeiiBepy, 0OCHOBAHHOMY Ha OnModapMaleBTHYECKOU
cucTeMe KiaccupuKanuu

|. O01ue monoxeHust

1./IBa JeKapCTBEHHBIX IIpemapara, CoOJepXKalluX OJUHAKOBOEC
NCHCTByIOIIEE  BEMICCTBO  (OCHCTBYIOIIME  BEIIESCTBA),  CUHUTAIOTCS
OMOSKBUBAJICHTHBIMU, €CJIM WX OWOJOCTYIHOCTH (CKOPOCTh U CTENEHb
abcopOIuu JEHCTBYIOIIETO BEIIECTBA) MOCIEe MPUMEHEHUS B OJTHOM U TOM ke
MOJISIPHOW J103€ YKJIQJBIBAIOTCS B 3apaHEE YCTAHOBJICHHBIC NPHEMIIEMBIC
rpaHunbl.  TakWe  TpaHUIBI  YCTAHABIMBAIOTCS A OOCCIICUCHHS
COIMOCTaBUMOTO IN VIVO-IEeHCTBHUS UCCIIEAYEMOT0 JIGKAPCTBEHHOTO Mperapara
(comocTaBuMocTH 10 ero Oe3omacHOCTH U 3(HHEKTUBHOCTH ¢ pedepPEHTHBIM
(OpUrHHAIbHBIM) JICKAPCTBEHHBIM IpernaparoM). UToObI OIICHUTh CKOPOCTh U
CTENeHb  a0COpOIMU  JICUCTBYIOIIETO  BEIIECTBA, B  HMCCIIEAOBAHUSIX
OMOPKBUBAJICHTHOCTH in vivo, UCTIOJIb3YIOTCSI OTIOpHBIE
dbapmakokuHeTnueckue napamerpbl — AUC u Cpax.

2.1lonxom, OCHOBaHHBIM Ha NPUMECHEHHUH OnodapmalieBTHIeCKON
cuctembl kimaccudpukarmu (BKC) mnpu  OwoBeiiBepe HampaBlieH Ha
COKpaIlCHHE OTpeOHOCTH B IIPOBEICHUH UCCJICIOBAHHM

OMOAKBUBAJICHTHOCTH INVIVO, (TO €CTh MOXET CIYXHUTh CyppOraTHBIM
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UCCJICIOBAaHUEM JIJIs OLICHKH OMOSKBHUBAJICHTHOCTH IN VIVO). Jlomyckaercs He
IIPOBOUTh WCCJIEIOBAHUS OHMOAKBHUBAJICHTHOCTH in vivo, eciu
IPEanoNIoKeHrne 00 N VIVO-3KBMBAJICHTHOCTH JCHCTBHS OOOCHOBAHO C
IOMOIIBIO  YAOBICTBOPUTEIbHBIX  IN Vitro-manueix. BKC  pasgenser

JEUCTBYIOIIME BEIIECTBA HAa YEThIPE KJlacca!

kiacc |:  Xxopomas pacTBOPUMOCTb, XOpoOlIas ITPOHHUKAKOIIAS
CIIOCOOHOCTD,

kiracc Il:  mmoxas pacTBOpuUMOCTb, XoOpoliasg MOPOHUKAIOIIas
CIIOCOOHOCTD,

kiacc Ill:  xopomass pacTBOpUMOCTb, IUIOXash MPOHUKAIOLIAS
CIIOCOOHOCTD,

kiacc IV: mioxas  pacTBOpUMOCTb, IUIOXash  MOPOHHKAIOIIAs
CIIOCOOHOCTS.

3. Hactosimne TpeOGoBaHMsI CONEPXKUT yKa3aHUS IO YCTAHOBJICHUIO
Kjacca OuodapManeBTHUECKON  Kilaccupukauuu g JIEUCTBYIOUIETO
BEIIIECTBA M MPUMEHEHUs] K Hemy OuoBeiiBepa ocHoBaHHOro Ha BKC mpu
3aMEHE UCCIIeJOBAaHUN OHMOPKBMBAJICHTHOCTH IN  VIVO JIEKAPCTBEHHBIX
npemnapatoB. [IpuHIunel OuoBeiiBepa, ocHoBaHHOTO Ha BKC mpuMeHHMBI
TaKKe JUIsl 1eJied MCCIeNOBaHUs OWOIKBUBAJIEHTHOCTH JIEKAPCTBEHHBIX
dbopM JIEKapCTBEHHBIX MpenaparoB, HE OMNHCAHHBIX B  HACTOSIIEM
NPWIOKEHWW, TP YCIOBUH, YTO YyKa3aHHbIC TNPHUHIUIBI  HAYYIHO

000CHOBAHBI.

I1. Kputepuu npumeHeHust
ouoBeiiBepa, ocHoBaHHOTO Ha BKC
4. buoseiiBep ocHoBaHHbIi Ha BKC wucnonb3yercst st 000CHOBaHUS
OMOAKBUBAJICHTHOCTH INVIVO. JlaHHas mporeaypa NPUMEHSETCS IS

CpaBHCHUA MCKIAY (I)apMaI_IeBTI/IIIeCKOﬁ HpOJIYKLIPIGﬁ, HWCIIOJb30BAHHOM Ha
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NPOTSIKEHUN OT KIMHUYECKON pa3pabOTKU JEKAPCTBEHHOIO Mpernapara Jo
BBIIIYCKAa €ro MPOMBINUIEHHBIX CEPUHM, OIEHKHM MOCTPETHUCTPALMOHHBIX
VU3MEHECHHUI W 3asBJICHUS Ha PETUCTPALMI0 B KaY€CTBE BOCIPOU3BEICHHOIO
JIEKapCTBEHHOIO TIpernapara.

5. buogeliBep, ocHoBaHHbI Ha BKC mpumMeHMM TONBKO K TBEPABIM
JEeKapCTBEHHbIM (opMaM JyIsi MpuUeMa BHYTPb WM CYCHEH3USIM C
HEMEJJICHHBIM ~ BBICBOOOXKJICHHEM, TMpEeAHA3HAYEHHBIM Il JIOCTaBKHU
JICUCTBYIOIIETO BEIIECTBA B CHUCTEMHBIM KPOBOTOK. B  OoTHOmEeHuun
JIEKAPCTBEHHBIX MPEMAPATOB, UMEIOIIUX Y3KUM TEPaneBTUUYECKHI WHIIEKC,
HE JIOIyCKaeTCsl UCIOJIb30BaTh OnoBeliBep, ocHoBaHHbIN HA BKC my1s1 3amensl
UCCIEIOBaHNI  OHMOPKBUBAJIEHTHOCTH IN VIVvO. Jlng  KomMOMHAIMH
(UKCUPOBAHHBIX 103 JICKAPCTBEHHBIX MPENapaToB MPUMEHAETCS OMOBEHBEP
ocHoBaHHbli Ha BKC, B cnmywyae ecnu Bce JAEHCTBYIOIIME BENIECTBA,
coJiepKalrecss B TaKOM KOMOWHHMpPOBAHHOM JIEKAPCTBEHHOM Mpernapare,
OTBEYAIOT KpUTEpUSIM, CHOPMYIUPOBAHHBIM B pazjiesiax 2 U 3 HACTOSIIHNX
TpeboBanui.

6. buosetiBep ocHoBaHHbIi Ha BKC mnpumeHuM K JEKapCTBEHHBIM
npernaparaM, €Clid JCHCTBYIOIIEE BEHIECTBO (BEIIECTBA) UMEET XOPOIIYHO
PacTBOPMMOCTh M XOPOIIYIO MPOHHUKaKoIIy0 crocodHocTh (kiacc | mo BKC)
WM XOPOIIYH PacTBOPUMOCTh M IUIOXYH MNPOHHUKAIOIIYK) CHOCOOHOCTH
(xmace Il mo BKC).

/. buoseiiBep, ocHoBaHHbii Ha BKC mnpumeHnum B ciyyae ecid
JICHCTBYIOIEe BEIIECCTBO (BEIIECTBA) HCCICAYeMOro U pedepeHTHOro
JICKapCTBEHHBIX MPENapaToB UACHTUYHO. broseliBep, ocHoBaHHbIM Ha BKC
TaKKe TPUMEHSIETCS B Clydae, €CJIM HCCIeAyeMbli u pedepeHTHBIN
JIEKapCTBEHHBIC TIpeIapaThl COAEPKAT Pa3HbIC COJM MPHU YCIOBUHU, YTO 00€
coyin npuHaexar kiaaccy | mo bBKC (xopoiiast pacTBOpUMOCTh U XOpoliias

MpPOHMKAIOMass CcrnocoOHocTh). buoseliBep, ocHoBaHHbi Ha bBKC He
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MIPUMEHAM, €CJIM HCCIEAYEMbId JICKAPCTBCHHBIM TIpermapar COHCPKUT
JEHUCTBYIOIIIEE BEIIECTBO B BUJIE APYTrOro MpocToro 3dupa, CIoxkHOoro 3gupa,
U30MEpa, CMECH H30MEPOB, KOMIUIEKCA WJIM MHOTO MPOU3BOJHOTIO,
OTJIMYHOTO OT JEHUCTBYIOUIETO BEIIECTBA PEPEPEHTHOrO JIEKAPCTBEHHOIO
npemnapara, MOCKOJIBKY ATH Pa3iudus MOTYT NPUBOJAUTH K Pa3jIuydsIM B
OMOOCTYITHOCTSIM, KOTOPbIE HE MOTYT OBITh IMOJYYE€HBbI B IKCIEPUMEHTE,
OCHOBaHHOM Ha mnpuMeHeHun koHrenuuun bBKC jams  OuoseliBepa.
K mnponekapcTBaMm aomyckaeTcss NPUMEHSTh OHMOBEMBEpP, OCHOBAHHBIM Ha

BKC, ecnu onn abcopbupyrorcst B hopme nposieKapcTsa.

I11. BuodapmarieBTyeckas cucrema Kiaccuukanuu
JIEUCTBYIOIIMX BEIIECTB

1. PactBopuMOCTb

8. JleiicTByro1Iee BEMIECTBO KIACCH(MHUIIUPYETCS B KA4eCTBE XOPOIIO
pacTBOPUMOIO, €CIM MaKCUMajlbHasi pa3oBas TepaleBTUYECKas 1034
(cormacHOo  oOmIEH  XapaKTEpPUCTHKE PEePEpPEeHTHOro  JEKAPCTBEHHOIrO
npernapara) moJIHOCTbIO pacTBopuma B 250 MJI WM MEHEee BOJHOUM cpesbl B
nuamnazone pH 1,2 — 6,8 npu temneparype 37 = 1°C. B caydasx ecnu
MakCUMajibHasi pa3oBas TepamneBTHYecKas J03a HE OTBEYaeT JTOMY
KPUTEPUIO, HO HAaBECKa JCHCTBYIOLIErO BEIIECTBA COOTBETCTBYIOIIAS
HauMOoOJIbIIEH  JO3UPOBKE pEePEpPEeHTHOr0 JIEKApCTBEHHOTO  Mpernapara
MOJIHOCTBIO PAcTBOpPUMA B BBIIIECYKA3aHHBIX YCJIOBHSX, I OOOCHOBaHUS
npouenypsl OuoseiiBepa, ocHoBaHHOW Ha BKC B perucrpanimoOHHOM J10ChE
JIEKapCTBEHHOIO Mpenapara JOJKHbI ObITh MPEACTABICHBI TOMOJIHUTEIbHBIC
JAHHBIE.

9. HeoOX0onMMO  3KCIEPUMEHTAIIBHO  YCTAHOBUTH  PACTBOPUMOCTH

JNENUCTBYIOIEr0 BemiecTBa B auama3zone PH 1,2 — 6,8 mpu Temmeparype
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37 £ 1°C. JlomxHbl OBITh M3y4YEHBI 1O MEHbIIEH Mepe Tpu PH B 3TOM
nuara3oHe, Bkiaroudas Oydepnbie cpenasl ¢ pH 1,2, 4,5 u 6,8. Kpome Toro,
JOJKHA OBITh M3y4Y€Ha PacTBOPUMOCTH JCHCTBYIOIIEro BemlecTBa npu PH ¢
CaMOM IUIOXOM €ro pacTBOPUMOCTBIO, €CIIM 3TO 3HadeHue pH Haxomurtcs
BHYTPM YKa3aHHOTO JlMala3oHa. YKa3aHHbIE WCCIEJOBAaHUSA JIOJKHBI
MOATBEPKIATh, 4TO  PacTBOPUMOCTH JEHCTBYIOIETO BELIECTBA
NOAAEPKUBAETCSI BO BPEMEHHBIX pPAMKaX, COOTBETCTBYIOIIUX OKHUIAEMOMU
MPOJIOJIKUTEIILHOCTH aOCOPOIINH ICMCTBYIOIIETO BEIIECTBRA.

10. PacTBoprMOCT, HEOOXOIWMO OIICHHWBAaTh C IIOMOIIBID METOJa,
0100paHHOr0 UCXO/IS1 U3 CBOMCTB ACMCTBYIOILIETO BEIIECTBA.

11. lonmyckaercs IIPOBEJICHHE VCCIIEIOBAHUI PaBHOBECHOU
PacCTBOPUMOCTH C HCIOJIB30BAHUEM METOJUKU BCTPSIXMBAHUS KOJOBI WIIH
AIbTEPHATUBHON METOJUKH, €CIIM 3TO OOOCHOBAHO B PETUCTPALMOHHOM
JI0OChE JIEKApCTBEHHOTO Mpemnapara. JlomyckaeTcsl UCIoIb30BaTh HEOOJIbIIINE
0o0OBEMBI Cpeibl JUIsl OLIEHKM PAacTBOPUMOCTH, €CIIA JOCTYNHBIA ISt
UCCIICIOBAHUI ammapar TMO3BOJISIET cjenaTh 3T0. YToObl 00ecneuuTh
U3MEPEHUE PACTBOPUMOCTH MPU YCTAHOBJICHHOM 3HaueHuu PH, aiist kaxmoro
UCIIBITYEeMOr0 pacTBopa 3HadeHue pH HeoOXogumMo u3MepsATh Mocie
no0aBJIeHHUsT JICUCTBYIONIETO BEIMIeCTBA W B KOHIIE HCCIEIOBAHUSA
paBHOBecHOW pactBopuMocTH. Ilpu HeoOxoaumoctu 3HaueHue pH
KOPPEKTUPYETCsl. DKCIEPUMEHT JIOJDKEH MPOBOJAUTHCS B TEUEHHE MEpHOJa
BPEMEHH, JOCTATOUYHOTO JJIsI TOTO YTOOBI JOCTUYh PABHOBECHSI.

12.B kadecTBe aJIbTEPHATHBHOTO BapUaHTAa HCCICIOBAHUNA MOXKET
ObITh TPOBEACHO HM3YYEHHUE PACTBOPUMOCTH, B KOTOPOM MaKCHMajbHas
pa3oBasi TepamneBTUYECKasl J03a JCHCTBYIOIIETO BEIIECTBA HM3ydaeTcsl B
Oydepnoit cpege oObemoM 250 MII WM MEHbIIAs 1032 JIEUCTBYIOIIETO

BEII[ECTBA B MPOMOPIIMOHAIEHO MEHbIIIEM 00beMe Oy(depHO# cpebl.
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13. Jlns ompenenenust kinacca mo BKC meicTByromero BemiecTBa
JOJKHA OBITh HCIIOJIb30BaHAa HAWMEHBIIAs W3MEPEHHash PacTBOPUMOCTH B
nuara3one pH 1,2 — 6,8.

14.YTo0Obl TNOATBEPAUTH MOJYYEHHOE 3HAYEHHE pPaCTBOPUMOCTH,
HEO0OXOAMMO 0 MEHBIIECH Mepe 3 MOBTOPHBIX OMPEICICHUS PaCTBOPUMOCTH
Opyu  KaXJa0oM yciaoBuM win PH ¢ HCHOIb30BaHHEM COOTBETCTBYIOIIUX
dhapMakoneHbpIX Oy(PEepHBIX Cpea U BaMIUPOBAHHOTO METO/AA OINpeIeICHUS
JIEUCTBYIOIIETO BEUIECTBA.

15. JlomxkHa OBITH MOATBEPKACHA JIOCTaTOYHAs  CTaOMIIBHOCTH
JNEUCTBYIOIIETO BellecTBa B OydepHON cpele OIEHKH pPacTBOPUMOCTH.
B caydasx eciaum JeMcCTBylolee BEIIECTBO HECTAOMIBLHO (TO €CTh €ro
nerpamamus cocrasiasier > 10 % Bo BpeMs OIGHKH PacTBOPHMOCTH),
HEBO3MOXHO MPABUIIBHO OMNPENEIUTh pacTBOpUMocTh M Kiacc 1mo BKC
JNEUCTBYIOILIETO BElIeCTBA. B OMONIHEHNE K SKCIIEPUMEHTAIBHBIM JJAHHBIM, B
PErUCTPAllMOHHOM  JIOCb€  JIEKAPCTBEHHOI'O  mpemnapara  JOMyCKaeTcs
NPEJCTaBUTh HAay4YHbIE XUMUKO-TEXHOJIOTHYECKHE U (apMaleBTUYECKUE
JaHHBbIE, YTOOBI JO0Ka3aTh W OOOCHOBATh 3HAYEHHUS pacTBOpUMOCTH. [lpu
TOM HEOOXOJUMO YUUTHIBaTh, YTO HE BCE CTaThU HAYYHBIX PEICH3UPYEMBIX
KYpHAJIOB (M3JaHUM) cofep)KaT JaHHbIE 00 MCCIIETOBAHUSIX, HEOOXOANMBIC

JJI1 OOCHKH Ka4€CTBaA 3TUX HCCHeﬂOBaHHﬁ.

2. [IpoHukaroiasi CocoOHOCTb

16. OuieHKa TPOHUKAIOMICH CIIOCOOHOCTH JOJKHA MPEANOYTHTEIHHO
OCHOBBIBATHCS HA OMPEACICHHH CTEICHH a0copOmmu ACHCTBYIOIIETO
BCIICCTBA, IIOJYYCHHOM ©3 (HAPMAKOKMHETHUCCKUX MCCICAOBAHUM C
ydacTHeM  4YelloBeka  (Hampumep, TNPUH  U3Y4YCHHMH  aOCOJIIOTHOM

OMOIOCTYITHOCTH WJIM MaTepHAIbHOTO OaiaHca).
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17.Cnenatb BBIBOJ, O XOpONIIEH MPOHHUKAIOIIEH CIOCOOHOCTH
JOTYCKAEeTCsl, €CM a0COIIOTHAsT OMOJIOCTYITHOCTh JEHCTBYIOIIETO BELIECTBA
> 85 %. BpIBOJI O BBICOKOH MPOHHUKAIONIEH CIOCOOHOCTH JEUCTBYIOIIETO
BEI[ECTBA TAKXXE MOXHO caeiiaTbh, ecir > 85 % ero BBEIEHHOH 03Bl
BBIJICTISIETCSI B  MOYY B HEHU3MEHEHHOM BHUJE (B BHAE HCXOJHOIO
JEUCTBYIOIIETO BEIIECTBA) WM B BHUJE CYMMbI MCXOJHOTO JIEUCTBYIOIIETO
BelmecTBa, ero okucieHHbIX (| ¢daza) m konwrorupoBanHbix (Il daza)
MeTaboauToB. i1 MeTaboauToB OOHApYKUBAaeMbIX B (PEKalusIX, TakxKe
JOTIYCKAeTCsl yYUTHIBATh TOJBKO OKHCJIEHHBIE U KOHBIOTUPOBAHHbBIC
MeTa0oauThl. MeTabonauThl, 00pa3yrolIHecss BCIEACTBUE BOCCTAHOBJICHUS
WM TUAPOJW3a, BKIKOYaTh B OOIIYyI0 OIEHKY OMOJIOCTYITHOCTA HE
pa3pelraeTcsi, €ciii TOJbKO HEb3s MPOJEMOHCTPUPOBATH, YTO OHH HE
o0pasyrorcs 10 adcopOIuu (HarmpuMep 3a CYET BIMSHUS MUKPOOPTaHU3MOB B
XKEJyTIOYHO-KHIIIEYHOM TpakTe). HenmsmMeHeHHOe JeHCTBYIONIEe BEUIISCTBO B
(dekansX Henb3sl BKJIOYATh B OLIEHKY CTENEHH a0CcopOLMH, €CIU TOJbKO
COOTBETCTBYIOIIUE JaHHBIE HE OOOCHOBBIBAIOT, YTO KOJIMYECTBO HUCXOJIHOTO
JIEHUCTBYIOIIETO BemecTBa B  (EeKaIMsIX, YUYUTHIBAEMOE B KayeCTBE
abCcopOMPOBAHHOTO JIEUCTBYIONIETO BEIIECTBA, OOYCIOBICHO €ro OMIMapHON
OKCKpEIMEH, KHUIIECYHOW CeKpeluuer wuiaum oOpaszyeTcs U3 HeCcTaOMIbLHOTO
MeTabouTa (Hampumep, TIIIOKypoHHaa, cyibdara, N-okcuma), KOTOpPBIH
nojIBEpraercsd OOpaTHOMY MpPeoOpa30BAHUI0 B HCXOJHOE COEAMHEHHUE TOJ
BIUSIHUEM MHKPOOPTaHU3MOB.

18. JlonyckaeTrcss MpEACTaBIATH  IN VIVO-JAaHHBIC TOJYYCHHBIC OT
YEJIOBEKA, B3SATHIC U3 OMMYOJIMKOBAHHOW HAYYHOW MEIUIIMHCKOW JUTEPATYPHI
(HampuMep, 3HAHUS CBOMCTB JICKAPCTBEHHOTr'O MpernapaTa M HCCIEAOBaHUS
ounonoctynHoctr). [Ipu 3TOM HEOOXOAMMO YYHMTHIBATH, YTO HE BCE CTAThH
HAay4YHBIX PEIEH3UPYEMBIX XYpHAJIOB (M3AaHUN) COJAEpPKAT HEOOXOIUMBIE

JaHHBIC 00 HCCIICAOBAHUAX, YTOOBI OLCHUTH KA4CCTBO OTUX HCCJ'IGI[OB&HPIﬁ.
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19.TlpoHukaromas CHOCOOHOCTh JEUCTBYIOIIETO BEIIECTBA TaKKe
OLIEHUBAETCS C IMOMOIIBI0 BAJIMUJIUPOBAHHBIX M CTaHAAPTU3HPOBAHHBIX
METOIOB HMCCJIEAOBAHUM IN VILr0 ¢ MCIIONB30BAHUEM JIMHUM KieTok Caco-2
(B coorBercTBUM ¢ mnpmiokeHneM Ne 1 k HactosmuM TpeOGoBaHUSIM).
Pe3ynbTaThl HM3ydyeHHs MPOHHUKAIOLWEH CHOCOOHOCTH  JIEMCTBYIOIIETO
BEI[ECTBA Ha JIMHUHM KJIeTOK Caco-2 MOMKHBI OBITH MPOAHATU3UPOBAHBI C
Y4E€TOM JIOCTYIHBIX JAHHBIX O (apMaKOKMHETHKE JEHCTBYIOIIETO BELIECTBA
y uenoBeka. Ecnmu 3akiatoueHre O XOpOIIeW IPOHUKAIONMIEH CIIOCOOHOCTH
JICHCTBYIOIIIETO BEIIECTBA BBIMOJHACTCS HA OCHOBE H3Yy4eHHs 1N Vitro-
KJICTOYHOM CHUCTE€MbI, HEOOXOJIUMO J0Ka3aTh MPOHUKAIOIIYI0 CIIOCOOHOCTH
JEUCTBYIOIIETO BEIECTBA, HE 3aBUCSIIYI0 OT €r0 aKTUBHOTO TPAHCIOPTA, B
cooTBeTCcTBUU ¢ npuioxeHueM Ne 1 k HacTosium TpeGoBaHUsIM.,

20.Ecnu  xopormnasi TpOHMKAIOMIasg CIIOCOOHOCTh HE YCTaHOBIICHA,
JEHWCTBYIOIIEE BEIIECTBO IMPU3HACTCA OO0JIATAONIMM IIOXOW MPOHUKAOIICH
CIIOCOOHOCTBIO Il  €ro  Kilaccudukalmuu B COOTBETCTBHUM  C

ouodapMalleBTUUECKON CUCTEMOM KIacCUu(PuKaIuu.

3. CTabMIbHOCTD JIEHCTBYIONIETO BEIIECTBA
B JKEITyIOYHO-KUIIIEYHOM TPAKTE

21.B cnydae ecnu i TOATBEPXKACHUS XOPOIICH MPOHUKAIOIICH
CIIOCOOHOCTH  JICHCTBYIOIETO BEIIECTBA HCIOJIb3YIOTCS UCCIEI0BAHUS
MaTepualibHOrO OajlaHca, JOJDKHBI ObITh TPEACTABIICHBI JOMOJHUTEIIbHBIC
JAHHBIE 0 OLEHKE CTA0MJIBHOCTH JEHCTBYIOILIErO BELIECTBA B JKEIyI0YHO-
KHIIEYHOM TpakTe, 3a HWCKIIOYEHUEM cliydaeB, korga > 85 % mo3sl
JNEUCTBYIOIIECTO BEIIECTBA BBIBOAUTCS C MOYOM B BHUJE HEHU3MEHECHHOTO
neicTBytoliero BeniecTBa. IloaTBepkaeHne CTaOWUIBHOCTH ACHCTBYIOLIETO
BEIIECTBA B  JKEIYJIOYHO-KHMIIIEUHOM TpakTe TpeOyercs, eciuu s

00OCHOBAHMS €TO Xopomeﬁ HpOHI/IKaIOH_Ieﬁ CIIOCOOHOCTH HCITIOJB3YROTCA
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uccienoBanusa Invitro wa guanu  wierok  Caco-2.  CraO0WwibHOCTH
JICHCTBYIOIIETO BEIIECTBA B JKEJIYJOYHO-KHUILIEYHOM TpaKTe HEO0OXOAUMO
JIOKYMEHTHUPOBAaTh C UCIOJIb30BaHWEM (hapMaKOIMEWHbIX Cpell WU Cpel
VMUTUPYIOIUX OKEIyAOYHBbIM M KulIeYHbI coku. [Ipu Hammexamem
O0OOCHOBaHHHM B PETUCTPAMOHHOM JOChE JIEKAPCTBEHHOI'O Iperapara
JOMYCKAeTCs  WCIOJb30BAaTh JIPYTME€ PEJIEBAHTHBIE METOJbl  OLIEHKU
CTaOMIBHOCTH JIEUCTBYIOIIETO BEIIECTBA. PactBOpEBI aKTUBHOU
(dbapManieBTUUECKONH  CyOCTaHIIMM  HEOOXOAMMO  HMHKYOHMpOBaTh  MpPH
37,0£0,5°C B TeueHwe cpoka, COOTBETCTBYIOIIErO BpeMeHH IN VIVO-
KOHTaKTa JEHCTBYIOILIETO BEIIECTBA C 3TUMHM COKaMH, a MMEHHO: 1 yac B
KEITYyJOYHOM COKE€ U 3 Yaca B KHUIIEYHOM coke. KoHueHTpauuu
JEHCTBYIOIIETO BEIIECTBA B PACTBOPE 3aTEM ONPEACIIAIOT C UCIOJIb30BaHUEM
BaUAUPOBaHHOTO MeToda. 3HauutenbHas (> 10 %) gerpamanus
NEHCTBYIOIIET0 BEUIECTBA HE TMO3BOJSET KIAacCU(UUUPOBATh €ro 1o
OnodapmalieBTUYECKOH CUCTEME KJacCU(PUKAMM B KAa4yeCTBE XOPOIIO

MIPOHUKAIOIIETO JICHUCTBYIOIIETO BEIIECTRA.

IV. [IpuroaHocTh JI€KapCTBEHHOTO Mpenapara
115 OnoBetiBepa, ocHoBanHoro Ha BKC

22. JIexapCTBEHHBIN TIpenapar MPUroIeH JIjisi OnoBelBepa OCHOBAHHOTO
Ha BKC npwu BBINOJHEHNUH BCEX CIAEIYIOUIUX YCIOBHIA:

JCHCTBYIOIIEe BeliecTBO (BEIIECTBA) HCCIECIYEMOIro JICKapCTBEHHOIO
npenapata cootBeTcTByeT kiaccam | u Il mo BKC mno xpurepusm
PacTBOPUMOCTH U TPOHUKAIOIIEH CIIOCOOHOCTH;

HCCIIEAYeMbId U pePEepPeHTHBIA JIEKAPCTBEHHBIC MPENapaThl SBISIOTCS
JeKapCcTBeHHOW (opMoll  misa TpueMa BHYTPh C  HEMEIJICHHBIM

BBICBO60)KI[€HI/IGM N CUCTCMHBIM HeﬁCTBHeM;
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UCCIIEAYEMbIN JIEKAPCTBEHHBIN MpeEnapaT UMEET Ty K€ JICKAPCTBEHHYIO
dbopMy U T03UPOBKY, UTO U pedepeHTHBIN Mpenapar.

23.B cnaydasx ecnu MakcMMallbHasi pa3oBasl TepareBTHYECKas J103a
JIEKapCTBEHHOr0 IpernapaTta HE YJIOBJIETBOPSIET KPUTEPHUIO XOPOIIEH
pacTBOPUMOCTH, HO HauOoJblIas JO03UPOBKAa pedepeHTHOro mpenapara
pactBopuMa B  TpeOyeMbIX  YCJIOBHsX, TpUMEHEHHUE OHOBeiBepa,
ocHoBaHHoro Ha BKC HeobxoammMo 060CHOBaTh C MOMOIIBIO IEMOHCTpAIUU
J030TPOINOPIIMOHAIBHON (DApMAKOKMHETUKHU UCCIIETYEMOTO JEKaPCTBEHHOTO
npemnapata (AUC u Cax) B AMamna3oHe 703, BKIIOYAIOMIEM MaKCHMAaIbHYIO
Pa30BYIO TEPANIEBTUYECKYIO J03Y.

24. JlekapCTBEHHbIE MpenapaTbl ¢ OyKKaJIbHOW WM CYOJMHIBaIbHOM
abcopOmmeit He TPUTOMHBI JIJIsI NMPUMEHEHUs] OMOBEeHBEpa, OCHOBAaHHOIO Ha
BKC. Tloaxon OCHOBaHHBI Ha HCIOJB30BAaHUU OHO(apMareBTUUECKON
cucreMme Kinaccuukanuu npu OnoBelBepe NPUMEHUM, TOJIBKO B CIIydae e€Ciu
JICKApCTBEHHBIM Mpernapar IPUHUMAIOT 3anuBas Bojgou. Ecmum s
JIEKapCTBEHHOI'0 Ipenapara TakKe JI0MyCcKaeTcs NpuMeHeHre 0e3 3anuBaHus
BOJIOW (Hampumep, JEKapCTBEHHbBIE MPEMapaThl, TUCIIEPTUPYEMBIE B MTOJIOCTU
pTa), TOJDKHO OBITh MPOBEICHO MCCIIEA0BaHUE OMOIKBUBAJICHTHOCTH IN VIVO,
B KOTOPOM JIGKaQpCTBEHHBIN TpenapaTr OyJeT NMPUMEHSAThCS 03 3amuBaHus
BOJOH.

25.YT0o0Bbl  JIEKApCTBEHHBIA MpenapaT MoOr MPETEeHJ0BaTh  Ha
npumMeHeHrne OuoBeiiBepa ocHoBaHHOTO Ha BKC, moKHBI BBITTOTHATHCS
KpUTEPHUH, TPEAbIBISIEMbIE K COCTaBY (BCIIOMOTATEIbHBIM BEIIECTBAM) U
XapakTepucTUKaM N VItro-pacTBOpeHHsI  JIEKQpCTBEHHOTO  TIpernapara,

YKa3aHHbIC B ITOApPA3ACIax Iu?2 HaCTOAIICTO pasaciia.
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1. BcoomorarenbHBIE BEIIECTBA

26. HeoOxonumo g00MBAThCsl TOTO, YTOOBI COCTaB HMCCIEAYEMOTO
JIEKapCTBEHHOTO0  Tpemapara  IMOJHOCThIO  BOCHPOM3BOJMI  COCTaB
pedepeHTHOro JIeKapCTBEHHOIro TIpemapara. B ciydae eciu uMeroTcs
pasnu4us  MEXKIy BCIIOMOTATEIbHBIMUA BEIIECTBAMU HCCICIyEMOTO U
pedepeHTHOTO JICKapCTBEHHBIX IIPENapaToB, MX HEOOXOIWMO OIEHUTH C
TOYKW 3PEHUS MOTEHIIMAIBHOTO BIMSHHUS TaKUX Pa3IMuuii Ha abCcopOIuio
JcHCTByIOIIEro BemecTna IN Vivo. Takas olieHka BKJIIOYAaeT B ce0s aHAIM3
CBOMCTB JICHCTBYIOIIETO BEIIECTBA U BIUSHUS BCIIOMOTATEIbHBIX BEIIECTB Ha
ero abcopOuuto. YtoObl mNpuUMEHUTH OWoBelBep, ocHOBaHHBIM Ha BKC,
CIIOHCOp 00sA3aH OOOCHOBAaTh, MOYEMY MpeajaraéMble MM pas3inuusg BO
BCIIOMOTaTENIbHBIX BEIIECTBaX JIEKAPCTBEHHBIX MpENnapaToB HE OYIyT BIUATH
Ha TpoduiIb abCOpOIMH paccCMaTPUBAEMOI0 JICHCTBYIOIIErO BemiecTBa (TO
€CTh €r0 CKOPOCTh U CTENEeHb a0COPOIINN), UCTIONB3YSl (PUBHKO-XUMHUYECKUE
WCCJICIOBAHUS M PACcUeThI, a TAKXKE PUCK-OPHUCHTUPOBAHHBIN MTOXOT.

JlepeBo penieHuit 1Jisi TPOBECHUS MOJOOHOM OIIEHKH IMPECTABICHO
Ha pucyHkax 1 u 2 mpunoxkerust Ne 2 k HactosmuM TpeboBaHUsIM.

27.3asBUTENEM JOJDKHO OBITh  MPOAHATM3UPOBAHO  BO3MOXKHOE
BIIUSIHUE BCIIOMOTATENIbHBIX BEIIECTB HA CICAYIOIIME aCIEKThl adcopOnuu
JCHCTBYIOIIIEro BelecTsa in Vivo:

PacTBOPUMOCTH CaMOTO JCHCTBYIOIIETO BEIIECTRA,

BJIUSHAE BCIIOMOTATEIbHBIX BEIIECTB HA IKEIYJOYHO-KHIIICUHYIO
MOTOPHKY;

BpeMs TpaH3WUTa JICUCTBYIOIIETO BEIIECTBA M €r0 KHUIICYHYIO
IIPOHMKAIOIIYIO CIIOCOOHOCTD, BKITIOUYAs MEXaHNW3MBI ITIEpeHOCa.

28. BcnomorartenbHbIe BEIIECTBA, CIIOCOOHBIC BJIMATH Ha aOCOpPOIIHIO,

BKJIIOUAIOT B ce0s: aipJoJibl (cnUpTOcaxapa, HampuMep MaHHUTOJ,
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COpOMTOJ), W TOBEPXHOCTHO AaKTHBHBIC BellecTBa (HAampuUMep, HaTpHUs
TOACIUICYIb(ar).

29.Puck, 4TO BCIIOMOTraTelbHOE BEIIECTBO OyJeT BIUATH Ha
a0copOLMIO JICHCTBYIOIIETO BEIECTBA, JIOJKEH OBbITh OIIEHEH (DU3UKO-
XUMUYECKUMH CTIOCO0aMHU 1 pacueTaMu, YIUTHIBAS:

a) KOJIMYECTBO HCIIOJIB3yEMOTO B EAMHUIIE JICKAPCTBEHHOW (HOPMBI
BCIIOMOTATEJIbHOTO BEIIECTBA;

0) MEXaHU3M, C TIOMOIIBIO KOTOPOTO BCIOMOTATEIbHOE BEIIECTBO
MOXET MOBJIUATH Ha a0COPOITHIO IEUCTBYIOIMIETO BEIIECTRA,;

B) aOCOpOIIMOHHBIE CBOMCTBA (CKOPOCTh, CTENEHh M MEXaHU3M
a0bcopOI1IMK) NEMCTBYIOIIETO BEIIECTRA.

30.Bo Bpems (dapmarieBTHUECKONW Ppa3pabOTKH  JIEKAPCTBEHHOTO
mpenapara HEOOXOJWMO Y4YWUTHIBaTh B  COCTaBE€ HCCIEAYEMOro U
pedepeHTHOro TpemnaparoB KOJWYECTBO BCIIOMOTATENbHBIX  BEIIECTB,
CIIOCOOHBIX BJIMATH Ha aOCOpOIMI0 JEUCTBYIOIIETO BEIIECTBA, MJIS TOTO
4TOOBl O00ECMEeUUTh MHUHHMMAJIbHOE HW3MEHEHHE COCTaBa U COJEPKAHUS
BCIIOMOTATENIbHBIX BEIIECTB B HCCIEAYEMOM JICKapCTBEHHOM TIpemapare.
JlomyckaeTcsi HE YUYUTHIBaTh HEOOJBIIOE KOJIMYECTBO BCIOMOTATEIBHBIX
BEIIECTB, BKIIOYAEMBIX B OOOJIOYKY TaOJIETKH, WIM KOJUYECTBO
BCIIOMOTATEJIbHBIX BEIIECTB HIKE HMX YCTAaHOBJIEHHOTO (JIOKa3aHHOIO)
1opora BIUSHUS.

31.Tlockonbky neicTByromue BemiecTBa kiacca | mo BKC xoporno
abCcopOMpPYIOTCS W HMEIOT HE OTrPAaHMYCHHYIO HU PAacTBOPUMOCTBIO, HU
MIPOHUKAIONIEH CIOCOOHOCTBIO a0OCOPOIMIO, OHM, NPEACTABISAIOT COOOM
IpyNIy COCAMHCHUH HHU3KOIO pHCKa C TOYKH 3PEHHS CIIOCOOHOCTH
BCIIOMOTATEIIbHBIX BEIIECTB B WX COCTaBe BJIWATH Ha abCoOpOIHIO 110

CPaBHEHHUIO C IpyruMu kiraccamu Bemiects o bKC.
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32.01eHKa BIWSHHUS BCIOMOTATEIbHBIX BEIMIECTB B OTHOIIECHUU
JIEKapCTBEHHBIX MPENapaToB JACHCTBYIONIME BEIIECTBA KOTOPHIX OTHOCSTCS K
kiaccy | mo BKC, nmomkna BkiIo4aTh B ceOs aHalW3 MOTEHIMAIBHBIX
M3MEHEHHUI CKOPOCTHU WM CTereHu abcopOiuu. Hampumep, eciu u3BEeCTHO,
YTO JEUCTBYIOIIEE BEIIECTBO MMEET XOPOIIYIO MPOHHUKAIOIIYIO CIIOCOOHOCTh
Omaromapsi akTUBHOMY 3axXBaTy, HEBO3MOXXHOCTh MPUMEHEHHUsSI OMOBEiBepa,
ocHoBanHoro Ha bKC Oyzer cBs3aHa, ¢ HaJIM4uheM B COCTaBe
JIEKapCTBEHHOr'0  Mpernapara BCIOMOTaTEIbHBIX  BELIECTB, CIHOCOOHBIX
WHTUOMPOBATH 3aXBATHIBAIOIINE MTEPEHOCUNKU. B OTHOIIEHUH IEHCTBYIOMMX
Bemects kimacca | mo BKC, obnamarommx wemsieHHONW abcopOuuei,
HEOOXOAMMO TaKXe YUYHUTHIBATh CIIOCOOHOCTh BXOMAIIMX B  COCTaB
JIEKapCTBEHHOT'O0 TIpernapara BCIIOMOTATENIbHBIX BEIIECTB IMOBBLIMIATH €0
abcopO1uio.

33.B  oTHOIIEHWH JIEKAPCTBEHHBIX MpENapaToB JACHCTBYIOIIWE
BEIIECTBA KOTOpbIX OTHOocATcs K kiaccy | mo BKC, nomyctumsl
KaueCTBCHHBIC U KOJHMYECTBECHHBIC pa3M4YUs BO BCIOMOTATEIBHBIX
BEII[ECTBAX HCCIEAYEMOro W peepeHTHOro JIEKapCTBEHHOTO Tpermapara, 3a
UCKIIIOUCHHEM  BCIIOMOTATENbHBIX  BEIIECTB, CIHOCOOHBIX BJIMATH Ha
a0CopOLMIO JIEMCTBYIOIIETO BEIIECTBA, KOTOPBHIE JOJDKHBI COBIAJAThH
KaueCTBEHHO M OBITh CXOXXMMH KOJIMYECTBEHHO (TO €CTh OTIMYAThCS B
npeaenax = 10 % oOT KONMYECTBEHHOTO COJAEpPXKAHUSA BCIOMOraTeIbHOTO
BerlecTBa B pehepeHTHOM mpernapare). Kpome Toro, cymmapHasi pa3Huiia B
COJIEpKAaHUU BCEX BCIIOMOTATEIbHBIX BEIIECTB, CIOCOOHBIX BIUATH Ha
abcopO1uto, momKHA OBITH B mipenenax + 10 %.

34.TloBenenue B opraHusMe AcHCTByromux BemecTB kiacca Il mo
BKC B Gombleii cTereHn 3aBUCHT OT BIIMSHHS BCIIOMOTATEIIBHBIX BEIIECTB.
DOTH JeHCTBYIONMIME BEIIECTBA HE 00JaJal0T XOPOIICH IPOHUKAIOMICH

CIIOCOOHOCTBIO M MOTYT HMMETh a0COpOIMI0 B CHEHU(PUIECKOM OTHAEIe
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KEITYTOYHO-KUIIIEYHOTO TPAKTa, TO3TOMY CYIIECTBYET MHOTO MEXaHU3MOB, C
MTOMOIITBI0 KOTOPBIX BCTIOMOTATENIbHBIE BEIIECTBA CIIOCOOHBI MTOBJIUATH HA UX
a0bcopO1MIo, MO CPaBHEHUIO C JICMCTBYIOIIMMHU BellecTBaMu Kjacca | mo
BKC. B otnHomenun neictByromux BemiectB kiacca |l mo BKC Bce
BCIIOMOTATEIIbHBIC ~ BEIIECTBA  JIOJDKHBI ~ OBITh  OJWHAKOBBIMH  IIO
KaueCTBEHHOMY COCTaBy M CXOXHMH IO KOJIMYECTBEHHOMY COCTaBy (3a
WCKJIFOYEHUEM BCIIOMOTATEJIbHBIX BEIIECTB TUICHOYHOM OOOJIOYKH HIIH
000JI0YKH KarCyJibl) C COCTAaBOM pe(epeHTHOTO JIEKapCTBEHHOIO Mperapara.
BcnomorarenpHbpie  BemiecTBa, CHOCOOHBIE BIMSATH Ha  abcopOIuio
JEHCTBYIOIINX BEIIECTB, JOJDKHBI OBITh HWIACHTUYHBIMH IO Ka4eCTBEHHOMY
COCTaBY M CXOXHMH TI0 KOJHMYECTBEHHOMY COCTaBy C COCTaBOM
pedepeHTHOTO JeKapCTBEHHOTrO Mpenapara (TO €CTh OTINYAThCs B Mpeeaax
+ 10 % oT Komm4ecTBa BCIIOMOTATEIBHOTO BEIIECTBA B pedepeHTHOM
mpernapare, a CyMMapHas pa3HHUIA B COJCP)KAaHUU BCEX BCIOMOTATEIbHBIX
BEIIIECTB, CIIOCOOHBIX BJIMATH Ha a0COpOIMI0, JOJDKHA OBITH B Ipejenax
+ 10 %). HeoOxomuMo mNpUACPKHUBATHCS TPAHHI] OTIUYUNA B COCTaBE
BCIIOMOTATENIbHBIX  BEIICCTB, YKa3aHHbIX B Tabmume 1. Ilpumeps
JOMYCTUMBIX Pa3IUYUil BO BCIIOMOTATEIbHBIX BEIECTBAX IPHUBEACHHI B
nonoHeHUU |l. Pasznuuusa B KpacuTensx W apoMaTru3aTtopax JOMyCTHUMEI,
€I WX  COJIepXaHWE B  COCTaBe JIGKQPCTBEHHOTO  Mperapara
HE3HAYUTEILHOE.

35.B psage ciywaeB (Hampumep, Ipu IpodieMax C ONpeacsiCHUEM
MacChl IUIEHOYHOW 00004k pedepeHTHOro Impernapara) NpUMEHEHUE
MoKa3arelield, yKa3aHHBIX B Ta0auIle ObIBaeT 3aTpyaHeHo. B Tabmuie
NPUBOAATCS  OPUEHTHPOBOUYHBIC  IIOKa3aTelIH, KOTOPBIE HEOOXOIUMO
YYHTBIBATh B TIpoliecce (apmareBTHUeCcKol pa3paboTku. OTKIOHEHUS OT

yKa3aHHBIX TOKa3areled TpeOyroT COOTBETCTBYIOIMIETO OOOCHOBAaHMS B
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PETUCTPANNOHHOM JOCHC JICKAPCTBCHHOI'O IIPCIIapaTa HCXOAs U3 IIPUHIIUIIOB,

yKa3aHHBIX B MMyHKTax 26 — 34 HacTosmux TpeboBaHui.

Tabnuua

[TapameTpsl, MOATBEPKIAIOIINE CXOACTBO MO KOJUYECTBEHHOMY
COCTaBY BCIIOMOTaTEIbHBIX BEIIECTB UCCIEAYEMOIO U pe(hEepEHTHOTO
JIEKapCTBEHHBIX IIPENApaToOB, COAEPKALINX ACHCTBYIOLIEE BELIECTBO

kiacca |1l mo BKC

Bu BcmomMorarensHOTo BEIIecTBa OTkII0HEHUE

OT MacCHlI,
He OoJee

BcnomoratenbHble BelecTBa, BIUSIONINE Ha a0COPOIHUIO:

WHJUBUTyaJIbHOE BEILIECTBO 10 %'

BCE BEIIECTBA CYMMAapHO 10 %'

[Ipoune BcrioMoraTenbHbIE BEIIECTRA!

HaIlOJIHUTEb 10 %°

Jle3uHTerpaHThl:

Kpaxmall 6 %°

WHOU 2 %°

Casizyrolee BeIecTBO 1 %°

CwmasbliBarolye BeniecTBa (JIyOpUKaHThI):

cTeapaTthbl 0,5 %?

Ipyrue 2 %°

Ckonb3s111e BEenIecTBa:

TaJIbK 2 %°

WHBIE 0,2 %°

N3MeHeHnsT BceX BCIOMOTATENbHBIX BEHIECTB CYMMapHO, 10 %°

BKJTIOUAsl BEIIECTBA, BIUSIONINE Ha a0COPOIUIO

[Ipumeyanue:

1
OTKIJIOHEHHE OT MaCChl BCIIOMOTATEIFHOTO BEIIECTBA B pepepeHTHOM Iperapare;
2 OTK/IOHEHHE OT MAacChl sApa JEKapCTBEHHOH (OpMBI pedepeHTHOro mpemapara. SIapo He

BKJIFOYACT MJICHOYHYIO O6OJ’IO‘-IKy TaOJETKU WU O6OJ'IO‘-IKy KarcCyJibl.

36. buoseiiBep, ocHoBanHbii Ha BKC mnpuMeHnM K KOMOWHAIUSM

(GUKCUPOBAaHHBIX 703  JCHCTBYIOIIMX  BEHIECTB MPU  OJWHAKOBOU
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JEKapCTBEHHOW (opMe U JIO3UPOBKE Yy HCCIEeIyeMOoro U pedepeHTHOro
JIEKapCTBEHHBIX TIpernaparoB. JlekapcTBeHHBbIE MpenapaTbl KOMOWHAIIMI
(UKCHPOBAHHBIX 103 ACHCTBYIOIIMX BEIIECTB, COAEpKAIUe TCUCTBYIOIINE
BellecTBa kjacca |, JOMKHBI OTBEYaTh KPUTEPUSIM B OTHOILICHUU
BCIIOMOTATEJIbHBIX BEIIECTB JUIs IEUCTBYIOIIEro BemiecTBa kiacca | mo BKC.
[Ipenapatsl KOMOUWHALIHMA (PMKCUPOBaHHBIX 103, COJIEpIKAILINE
UCKJIIOUMTENbHO JneiicTByromue BemecTtBa kiacca |l mo BKC wunum
neicTByronme Bemecta kiacca | u kimacca |l mo BKC, gomkHbel oTBE4aTh
KPUTEPHUSAM B OTHOIIECHWU BCIIOMOTATEJbHBIX BEIICCTB IS JEHCTBYIOIIETO

BerectBa kiacca |1l mo BKC.

2. TecT cpaBHUTEIILHOI KUHETUKH PacTBOPEHUs iN Vitro
JUTSL ISKapCTBEHHOTO Mpernapara

37.1lpu nmpumenennn OwmoBeliBepa, ocHoBaHHOro Ha BKC moimkHBI
OBITh  BBITIOJIHEHBI HCHBITAHWS HAa TECT CPAaBHHUTEIHLHON KHHETHUKH
pacTBopeHus INVItr0 ¢ WCHONb30BaHMEM OJHOW TMPOMBIINIICHHON WIN
OIBITHO-IIPOMBITIIJICHHON cepuun JIEKapCTBEHHOTO npermnapara
COOTBETCTBYIOIICH  3asfBIIEMOMY Ha  PETHCTpAIMIi0  MpoIleccy €€
IIPOM3BOJICTBA, B CPABHEHHUH C PeEPCHTHBIM JICKAPCTBECHHBIM MTPETIAPATOM.

38. Uccnenyemblii JIEKapCTBEHHBIN mMpemapar HeoOXoaumo Oparh u3
cepuu, pa3Mep KoTopoii cocrapisieT He MeHee 1/10 pasmepa MpOMBIIIICHHOM
cepur wian 100 000 equuui (B 3aBUCMMOCTH OT TOTO, YTO OOJIBIIE), €CIH
3asBUTENIEM (IpoU3BOAUTENEM) He oOocHOoBaHO HHoe. Ilpum mnpoBeneHuu
TECTa CpPaBHHUTEIHLHON KWHETUKH pacTBOpeHUs INVItro s BeiOOpa
JIEKapCTBEHHOTO TIperapara B IensX (a3l ero KIMHUYECKOH pa3paboTKu
JIOTTYCKaeTCs UCTIOJIb30BAHKE OIBITHO-TIPOMBIIIIJICHHON cepun
JICKapCTBEHHOTO IMperapaTa MEHBIINX Pa3MepoB Mpu 000CHOBaHMH. B TecTax

CpaBHHTGHBHOﬁ KMHCTUKU PACTBOPCHUA in vitro HGO6XOJII/IMO HCIIOJIB30BaTh
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npubop, coorBeTcTByomuid dapmakonee EBpa3uiickoro 3KOHOMHUYECKOTO
COI03a W JIOJDKHBIM 00pa3oM BaJIUJMPOBAHHBIN AHAIUTUYECKUH METO/I
(aHaIUTHYECKKE METOIBI).

39. YtoObI OxapakTepu30oBaTh MPOPUIb PACTBOPEHHUS JIEKAPCTBEHHBIX
IpernapaToB, B TECT€ CPABHUTEIBHOW KUHETHKU PACTBOPEHUS HEOOXOIMMO
BBITIOJTHUTH CIICYIOIINE YCIOBUS:

npuoOOp: «JIOMACTHAS MEIIATIKa» UM «BPAILAIOIIASICS KOP3UHKAY;

o0beM cpeabl pactBopeHus: 900 mul uau MeHble (MPeaArnoYTUTENHHO
UCIOJIb30BaTh 00beM, BRIOPAHHBIHN JIs1 CPebl KOHTPOJISI KAYECTBA);

TemriepaTypa cpeasl pactBopenusi: 37,0+ 1,0 °C;

CKOpPOCTh IEpeMEUIMBaHUs: MNpUuOOp «JomacTHas wmemainka» — 50
000pOTOB B MUHYTY, IPUOOpP «BpamaroIiasics kop3uaka»y — 100 060poToB B
MUHYTY;

OpU  KKIOM  OKCIEPUMEHTAIbHOM  ONPENENICHUH  Mpoduis
pacTBOpEHHUsT HEOOXOJMMO HCIOJIb30BaTh HE MeHee 12 1030BBIX €IMHUIL
pedEpEeHTHOTO U UCCIIEYyEMOr0 JEKaPCTBEHHBIX MPENapaToB;

Tpu Oydepunix cpeasi: pH 1,2; pH 4,5 u pH 6,8. Heobxoammo
UCIONIb30BaTh (hapmakomneitasie 0ydepsl. [Ipu pH B xoTopoit Habm0gaeTCS
MUHUMAaJbHasi PaCTBOPUMOCTH JIEKAPCTBEHHOr'0 MpernapaTa (eciu 3Ta cpena
OTJIMYAETCS OT BBIICYKA3aHHBIX Oy(epoB) HEOOXOAMMO MPEAYCMOTPETH
IPOBEJICHUE JOTIOJIHUTEIHLHOTO U3yUeHUS;

HE JIOMYCKAaeTCsl HCIOJIb30BaHUE OPraHMYEeCKUX pPacCTBOPUTENEH WU
n00aBJIeHUE MTOBEPXHOCTHO AKTUBHBIX BEUIECTB B CPEly PAaCTBOPEHHUS,;

BO BpeMsi oTOopa mpod HEOOX0IUMO 00eCreduTh uX (PUIHTPOBAHHE, 32
UCKITIOYCHUEM CJIy4daeB, KOTJAa HCIONB3YIOTCS METOAbl OOHAPYKEHUS
JCHCTBYIOIIEro BelecTna in Situ;

B OTHOIICHHMM >EJIATUHOBBIX Kalcysl WM TaOJETOK C >KEeTaTUHOBOU

000JIOYKOW, €CITM B WX COCTaB€ YCTAaHOBJICHO HAJIMYME TEPEKPECTHBIX
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CILIMBOK MOJIEKYJI JKEJIATUHA, JOMYCKAeTCs MCIOJIb30BaHWE (DEPMEHTOB IpHU
HaJIM4YUU 0O0OCHOBAHUA.

40. Ecniu B mpubope «J1onacTHas memiaigka» Ha ckopoctu 50 060poToB
B MHUHYTYy HaOJIOJaeTcsl BBICOKAs BapuaOENbHOCTh BBICBOOOKICHUS
JEHCTBYIOILIETO BELIECTBA WJIM KOHYCOOOpa3oBaHUE Kak Jisi pedepeHTHOro,
TaK W  HCCIEAYEMOro  JIEKAPCTBEHHBIX  MPENapaToB, JOMYCKaeTcs
UCIIOJB30BaTh MpHOOp «BpamawIiascs Kop3uHkay Ha ckopoctu 100
oboporoB B MuHyTy. Kpome TOro, mgomyckaercs HCHOJb30BaHUE
aNbTEPHATUBHBIX METOJIOB (HAIIPUMEpP, MCIOJIb30BAaHUE TPYy3UJl (CHHKEPOB)
WIM JpYTrUx JIOJDKHBIM  00pa3oM OOOCHOBAaHHBIX  MOJXOJOB)  JUIS
IPEOJIOJNIEHUsT TaKUX MpoOiieM, Kak KOHycooOpasoBaHue. B ortuere o
IPOBEJIEHHOM HCCIIEJOBAaHUM HEOOXOJUMO TMPEICTaBUTh BCE PE3YJIbTATHI
HKCIIEPUMEHTOB.

41.Ins cpaBHeHus mnpoduied pacTBOPEHHsS TaMm, Tlie NPUMEHHUMO,

HE00X0IMMO OlIeHUTH (akTop moaoous f, mo cneayromeii hopmysie:

f, =50xlg {[1 +2x X (R — Tt)Z]_O'S X 100},

rje:

f, — dbakTop momoous;

N — YUCIIO BPEMEHHBIX TOYEK;

R — cpennss nons (B IPOLEHTAX) paCTBOPUBLIETOCA IEHCTBYIOLIETO
BelleCcTBA peepEeHTHOrO JEKapCTBEHHOrO IMpernapaTta B MOMEHT BpeMmeHu t
1ocJie Hayasa UCCIeI0BaHMUS,

T — cpenHsas nois (B MPOLIEHTaX) PaCTBOPHMBILErOCSA NEHCTBYIOLIETO
BEILECTBA HCCIEAYEMOro JICKAPCTBEHHOI'O Ipenapara B MOMEHT BpemeHu t
1IOCJIE Hayasa UCCIIEeI0BAHMUS.

42.Pacuer dakrtopa moaoOUs MPUMEHSETCS MNPU BHIOJIHEHUU BCEX

CIEIYIOLINUX YCIOBUM:



21

MIPOBEEHA OIIEHKA PACTBOPEHHUSI IO MEHBIIEH MEPE B TPEX BPEMEHHBIX
TOYKax (HE CUMTas HyJICBOH TOYKH O0TOOPA);

BBIOpaHHBIE BPEMEHHBIE TOYKHA OTOOpa MpoOd I JBYX CPaBHUBAEMbBIX
JIEKAPCTBEHHBIX MPENAPATOB JI0KHBI ObITh OJIMHAKOBHI;

U KaXIOW BPEMEHHOW TOYKM pACCUMTAHO CpPEAHEE 3HAYEHUE
WHIUBUIyaIIbHBIX TIOKa3aTeliedl pPAacTBOPEHMs JIEWCTBYIOIIETO BEIIECTBA
Ka)XJIOTO U3 CPAaBHUBAEMBIX JIECKAPCTBEHHBIX MPENapaTOB,;

HaJgu4ue JJisg JII00OTO M3 TpemapaToB He Oojiee OJHONW BpEMEHHOU
TOYKM CO CPEAHUM 3HAUYEHHEM pPACTBOPEHMs JCHCTBYIOIIETO BEIIECTBA
> 85 % OT ero HOMMHAJILHOTO COJIEPKAaHMS B JIEKAPCTBEHHOM IIpenapare;

KO3 (UIIMEHT Bapualuu Uil CPEIHMX 3HAYCHUN PpacTBOPEHUS
JNEUCTBYIOIIETO  BEHIECTBA JIGKAPDCTBEHHOTO IIpernapara HE  JIOJDKEH
npesbiiath 20 % B paHHue BpeMmeHHble TOYkH (10 10 munyTt) u 10 % B
OCTaJIbHbIE BDEMEHHBIE TOUKHU.

43. JIpa mpodusis pacTBOPEHUS ACHCTBYIOIIUX BEIIECTB CPAaBHUBAEMBIX
JICKapCTBEHHBIX MPEMapaToB CYUTAOTCS MOM0OHBIMH, eciu 3HadeHue f, >50.
Ecim kak y wuccrnemyemMoro, Tak Wy pedepeHTHOro JeKapCTBEHHBIX
mpernapaToB  YCTaHOBJICHO, dYro > 85 % 3asgBIEHHOrO KOJWYeCTBa
JEUCTBYIOLIETO BEIIECTBA pacTBOpsieTCsl 3a |5 MUHYT, CpaBHEHHE C
IOMOIIBI0  OlleHKH (akTopa momoouss f, He tpeOyercsa, a npoduau
pacTBOpeHHs] mpu3HarTCs nMogoOHbIMU. Eciu ko3dpuuuent Bapuanuu ais
CPEIHUX 3HAYEHUW PACTBOPEHHUSI JEHUCTBYIOLIETO BEIIECTBA IPEBBIIIAET
MOKAa3aTeIM, yCTaHOBJEHHBbIC B TyHKTe 42, pacuer (akrtopa momobus f,
MPU3HAETCS HEMPaBWIbHBIM, W CHAENAaTh BBIBOJ O TMOJ00MH (CXOXKECTH)
npoduiel pacTBOpeHHs JEHUCTBYIOIIETO BEIIECTBA W3 CPaBHUBAEMBIX

JICKAPCTBCHHBIX IMPEIIaApaTOB HCBO3MOKHO.



22

44. JIns npumeHenus ouoseiiBepa, ocHoBaHHOro Ha BKC B oTHOIIEeHn#
necTByromux BemectB kiacca | mo BKC kak wucciaenyeMmsbli Tak M
pedepeHTHBIN JIeKapCTBEHHbIE TPenapaThl JOJKHBI POSIBIIATD:

b0 o4eHb OwICTphie (> 85 % mnsa cpegHero KoJn4yecTBa BEIIECTBA,
nepemenmero B pactBop 3a < |5 MHUHYT) XapakTepUCTHKU Npoduis
pacTtBopeHus in Vitro;

au6o OsicTppie (> 85% s cpemHero KoOJW4YecTBa BEIIECTBa,
nepemeamero B pactBop 3a < 30 MHHYT) M CcXO0Xue (IMOJ00HBIC)
XapaKTePUCTUKU TpoduiIs pacTBOpeHus IN VItro (HampumMep, Ha OCHOBAaHUU
CpaBHEHHS 110 pakTopy 1mopoowms f,) Bo Bcex yClIoBHIX pacTBOPEHUSI.

B cinywae ecnum oaMH M3 TOpenaparoB  (MCCIEAYyEMBbIM WM
pedepeHTHBIN) uMeeT OBICTPOE PacTBOpPEHHUE, a APYrou mpemapar — OYEHb
OBICTpOE pacTBOpPEHHUE, JOKHO OBITh MPOJEMOHCTPUPOBAHO TMOA00HE
npoduiell Ha OCHOBaHUHU CpaBHEHUs 10 (akTopy fs.

45. J1ns npumeHeHus ouoseiiBepa, ocHoBaHHOTO Ha bKC B oTHOIIEHHH
JIEKapCTBEHHBIX IpEnapaToB, COJEpkKAIIMX JACHCTBYIOLIME BEIIECTBa Kilacca
Il mo BKC kak wuccnemyempiii Tak W pePEepeHTHBIA JEKAPCTBEHHBIC
npenaparsl JAOHKHBI TPOSIBIATH O4YeHb ObicTpeie (> 85 % mis cpeaHero
KOJIMYECTBA BEIIECTBA, MEPEIICANIEI0 B PACTBOP 3a < 15 MUHYT) U CXOXHe
(momo0HbBIE) XapaKTePUCTUKH TPOQIIsS pacTBOpeHus INVItro Bo Bcex
YCJIOBUSX PACTBOPEHHUSI.

46. [1ns mpumenenus o6uoeiiBepa, ocHoBanHOTO Ha BKC B oTHOMIEHNH
JIEKapCTBEHHBIX TMpenapaToB ¢ (PUKCUPOBAHHON KOMOWHAIMEH 03 JOJKHBI
OBITh TOJOOHBI TPOQPMIN PACTBOPCHHUS BCEX JEHCTBYIOIIMX BEIIECTB B
COCTaBE paccMaTPUBAEMBIX JIEKAPCTBEHHBIX MpenapaToB ¢ (PUKCUPOBAHHOMN
KoMOuHanuen 103. Ouenka noaoOus npoduiaei pacTBOPEHUs MPenapaToB C

(bUKCUPOBaHHOW KOMOWHAITMEH 103 3aBUCHUT OT WX COCTaBa:
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Mpernaparbl, COJEpKalllhue HUCKIIOUYUTEIBHO JEHCTBYIOIIME BEIIECTBA
kiacca | mo BKC, nmomkHbl OTBEeYaTh KpUTEpUAM Moa00us mpoduiei
pacTBOpPEHHUS JUIsl KaXJ0Tr0 JCHCTBYIOIIETo BenlecTBa kinacca | mo bKC;

Mpernaparbl, COJEpKalllue HCKIIOUYUTEIBHO JCHCTBYIOIIME BEIIECTBA
kinacca Il mo BKC, nomkHbl OTBeYaTh KpUTEpHUSM MNOA00US Tpoduiien
pacTBOpPEHHUS JJIsl KaXKJI0T0 JiecTByomero Bemiectna kiacca |l mo BKC;

npenaparbl, cojJepKalirie KOMOMHAIMIO JEeWCTBYIOIIMX BEIIECTB Kak
kiacca |, tak u knacca |l mo BKC, nomxHbl oTBeUaTh KPpUTEPUIM TOA00US
npoduieil pacTBopeHusi, cooTBercTByromero kiacca bKC s kaxmoro
KOMIIOHEHTa KOMOWHAIIUH.

47.B OTHONIIEHWHU JIEKAPCTBEHHBIX IpenapaToB c 0oJjiee 4YeM OJHOU
JTO3UPOBKOM MOJIXOJ K TNMpUMEHEHHIO OuoBeliBepa, ocHoBaHHOro Ha BKC
JOJKEH MPUMEHSIThCA K KaXJ0W JO3UPOBKE JIEKAPCTBEHHOTO Ipemnapara, To
€CTh HEOOXOJIMMO CpaBHUTh MNPOQUINM PACTBOPEHUS HCCIEAYEMOIO U
pedepeHTHOTO JIEKAPCTBEHHBIX MPENapaToB JJIsl KaXKJI0U I03UPOBKH.

JlonmoJIHUTENbHBIE  yKa3aHWS 1O MOPUMEHEHHIO TpeOoBaHUU K
OWoBeiiBepy,  OCHOBaHHOMY Ha  OWodapmarieBTUYECKOH  CHUCTEME

KJaccu(puKanuy MpruBeACHBI B IpUiIokeHnn No 3.

V. JlokymeHTaIus, mpeAcTaBisieMas B COCTaBe PErUCTPAIMOHHOTO 10ChE
IIpU UCIO0JIb30BaHUU OMoBelBepa, ocHoBaHHOTO HAa BKC

48. CrioHcop 00s13aH TPEACTABUThH TMOJIHBIE CBEJACHUS O KPUTHUYHBIX
MOKa3aTeJsIX KadecTBAa M3ydaeMoro JICMCTBYIOIIETO BelIecTBa (BEMIECTB) U
JIEKapCTBEHHOTO TIperapara, a TakKe MOAPOOHBIE CBeACHUS O pepepeHTHOM
npenapare, BKIIOYAomue B ¢ce0s B TOM 4nciie BUl TOJUMOpP(DHONH (HOpMBI 1
OPHAHTUOMEPHYID YHCTOTY aKTUBHOW (apMarieBTUYECKOW CyOCTaHIINH,
a Takke Jo0ble CBeACHUS O mpoOjeMax OWOJOCTYMHOCTH  WJIU

OMO’KBUBAJIEHTHOCTH I[GﬁCTBYIOHICFO BCIICCTBA (BGHI@CTB) 1501041
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JIEKapCTBEHHOIr'0 Ipernapara, BKJIKOYas MEAUIMHCKUE HAay4YHbIE JaHHBIE U
JAHHBIE TPOBEJEHHBIX COOCTBEHHBIX HcclaeAoBaHUN. JIOMKHBI  OBITH
MPEICTaBICHBl BCE MPOTOKOJBI M OTUEThl 00 HccienoBanusx. CBeaeHus o
BaJUJAlMM  QHAIMTUYECKUX  METOJOB  JOJDKHBI ~ COOTBETCTBOBATH
TpeOOBAHUSIM:

UIsl OMOAHAIUTUYECKUX METONUK — mpuiioxeHus Ne 6 x IlpaBunam
OPOBEACHUS  MCCIENOBAaHUM  OMOAKBUBAJICHTHOCTH  JIEKAPCTBEHHBIX
IpenaparoB B pamkax EBpa3znuiickOro 3JKOHOMUYECKOTO COI03a,;

VISl aHAJIUTUYECKUX METOAMK — PykoBoacTBa 1O BaduAauuu
AHAJTUTUYECKUX METOJIMK MPOBEJICHUS UCIBITAHUM JIEKAPCTBEHHBIX CPEJCTB,
yTBep)kaeHHOro Pemenunem Komnerun EBpasuiickoi 3KOHOMHYECKOUN
komuccuu oT 17 uronst 2018 r. Ne 113.

49. OTueT M0JDKEH BKIIIOYATh B ce0s OMMCaHUE BCEX BCIIOMOTATENbHBIX
BEUIECTB, BXOJAIIUMX B COCTaB HCCIEAYEMOIO M  pe(epeHTHOro
JIEKapCTBEHHBIX NPENapaToB C IPUBEACHUEM HX KAYECTBEHHBIX M, €CIIU
MPUMEHUMO, KOJTUYECTBEHHBIX Pa3INUU.

50.B oruere m0KHO OBITH TPEACTABICHO TOJHOE OMHCAHUE
WCIIOJIb30BAaHHBIX AHAJUTUYECKUX METOJMK, BKIOYAs WX BAIUAALUIO H
KBATM(PUKAINIO aHATUTHYECKOTO o0opyaoBaHus. Takxke HEO0X0IUMO
NPEACTaBUTh TOJIHOE ONHCAaHUE BCEX CpEel PACTBOPEHMS JIEKAPCTBEHHBIX
npenaparoB, a TaKXke cBeAeHUsi o0 uccienyeMod M pedepeHTHOM cepusix
JIEKApCTBEHHBIX MPENapaToB (eAMHUYHAS 1032 (I03UPOBKA), UCIIOJIb30BaHHAS
B TECT€ CPABHUTEIbHON KUHETUKH PACTBOPEHMS, MPOTOKOJBI aHaIu3a
Cepuu), HOMEp CepHH, AaTy MPOW3BOJCTBA W pa3Mmep cepuu (eciaw OHH
U3BECTHBI), JIaTy UCTCUCHUS CPOKa rOJHOCTU (Cpoka xpaHeHus)). Ordyer 00
OTpeICJICHUU PACTBOPUMOCTH aKTHUBHOM (papmalieBTUYECKON CyOCTaHLIMM U
TE€CT€ CPABHUTEIHLHOW KHHETHUKH PACTBOPEHHUS JIEKAPCTBEHHOrO Mpenapara

JOJDKCH BKIIIOYAaTbh B cebst HOI[pO6HOe OIIMCAaHUC OKCIICPHUMCHTAJIbHBIX
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YCIIOBHM M aHAJIMTUYECKUX METOJIMK, BKJIKOYAsl TAKUE CBEICHUS 00 yCIIOBUAX
pPacTBOpPEHMS, KaK MCIOJb30BaHHBIN (apMaKoNeHHbIH MPUOOpP, METOIUKHU
neaspaiuu, GuiabTpaluu B Iporecce oToopa mpod, o0bemM mpod W aApyrue
napameTpsl, MO3BOJISOIINE onucaTh npoiecc MOJTyYEHUS
AKCIIEPUMEHTAJIbHBIX JJAHHBIX.

51.Kpome TOrO, B OTYETE JOJKHBI OBITH MPEACTABIICHBI CBEJCHUS C
MOJIHBIM OMHCaHUEM HCIIOJIb30BAHHBIX METOIOB oTnpeeaeHus
MPOHUKAIOIIEH CIIOCOOHOCTH NEUCTBYIONIETO BEIECTBA Ha JIMHUHM KJIIETOK
Caco-2, eciiv OHa MPUMEHSIACh (B COOTBETCTBHHM C YKa3aHUSMH MPUITOKCHHUS
Ne 1 k HacrosimuMm TpebGoBaHusIM).

52.0TyeT NOKEH BKJIOYaTh B ce0s TaOnuuHble W Tpaduueckue
JAHHbIE, COOTBETCTBYIOIIME WHIWBUAYAIBHBIM W CPEJHUM pE3YJbTaTaM,

a Takyke 0000MIAr0INE CTATUCTUYECKUE JaHHEBIE.
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[Tpunoxxenue Ne 1

Kk TpeGoBaHusIM K OMOBEUBEDY,
OCHOBaHHOMY Ha OHo(]apMaIeBTUYECKOi
cucreMme Kiaccupukanuu

METOAUKA
aHaJIM3a MPOHUKAIOIIEH CIIOCOOHOCTH IEUCTBYIOLIETO
BEIlECTBA Ha JIMHUU KieTok Caco-2

1. O6mume ykazaHus

JIns OIleHKW KHIIEYHOW aOcopOumM ACHCTBYIOIIETO BEIECTBA Y
YeJIOBeKa JOMYCKAeTCsl HCIOIb30BaTh aHAIN3 MPOHUKAIOIICH CIOCOOHOCTH
ATOTO JIEUCTBYIOIIETO BEIIECTBA C HKCIOJb30BAaHUEM KYJIbTHBUPYEMBIX
MOHOCJIOEB JMUTEIHANBHBIX KIeToK (Caco-2, moiaydaeMblXx W3 KIETOYHOU
JUHAMA aJICHOKApIIMHOMBI TOJICTOM KHWIIKK deyoBeka. Kierku Caco-2
MOJBEPralOTCsl  CIOHTAaHHOW  Mopdojoruueckoi U OHOXUMHUYECKOUN
muhGepeHIMPOBKE B IHTEPOIUTHI M TMPOSBISIOT KJICTOYHYIO IMOJSIPHOCTD,
uMes  anuKaJIbHYIO IETOYHYI0 KAaeMKy, IUIOTHBIE MEXKKJIECTOYHbBIC
COUJICHEHUS W HECKOJbKO aKTHUBHBIX TPAHCIOPTEPOB, HIACHTUYHBIX
aKTUBHBIM TPAHCIOPTEpaM B KJIETKaX TOHKOW KHIIKH YelIOBeKa. BBumy
HU3KOTO WJIM HYJIEBOTO MOTEHIMaNa dKCIpeccuu 3 QIIroKCc-TpaHCIIOPTEPOB
(manpumep, P-gp, PCRP, MRP2) u 3axBarbiBalomuxX TpaHCIOPTEPOB
(manpumep, PepTl, OATP2B1, MCTI1), wucnonb3oBaHue pe3yJabTaTOB
aHanmM3a Ha JUHUK KieTkax Caco-2 B KavyecTBE €AMHCTBEHHBIX JAHHBIX JIJIS
00OCHOBaHUSA XOpOIIeH MPOHUKAIOMIEH CIIOCOOHOCTH JCHCTBYIOIIETO
BEIIECTBA I 1eJiel uX Kinaccudukanuu mo onodapmaneBTHIECKON CUCTEME
kinaccubukanun (nanee — BKC) npuMeHMMO TOJBKO K JICHCTBYIOLIUM

BEILECTBAM MEPEHOCHUMBIM ITyTeM NAacCUBHOU TudPy3umn.
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2. Banmunanus METOOUKY aHAIHN3a
IPOHMKAIOIIEN CITOCOOHOCTH

[IpurogHocTs aHanM30B Ha JUHUU KieTok Caco-2 s ompeneneHus
MPOHUKAIOIIEH CcrocoOHOCTH JelcTBytomero BemiectBa no BKC momkna
OBITh TIOATBEP)KJICHA C TIOMOIIBIO YCTAHOBJICHHUS PAaHTOBOW (ITOPSIKOBOK)
3aBUCUMOCTH MEX]y SKCIEPUMEHTAIbHBIMU 3HAYEHUSIMHU MPOHUKAIOIICH
CIIOCOOHOCTH M CTENEHbIO a0COpOIIMU JACHCTBYIOIIETO BEIIECTBA Y YEJIOBEKA
C HCIIOJIb30BAHUEM MOJICIIBHBIX JICHCTBYIOIIUX BEIIECTB C HYJIEBOM, IIOXOMU
(< 50 %), ymepennoii (50 — 84 %) u xopomeit (> 85 %) npoHUKaromieH
crocoOHoCThI0. HeoOXoauMo HMCMONb30BaTh JIOCTAaTOYHOE KOJWYECTBO
MOJICTBHBIX JICUCTBYIOIIMX BEIIECTB YIS BaIuJalldd METOJMKU aHaJu3a,
4TOOBI OXAPAKTEPU30BATh XOPOIIYI0, YMEPEHHYIO U IUIOXYIO0 TPOHUKAIOILYIO
CIIOCOOHOCThH (10 MEHbIIEH Mepe 5 IeHCTBYIOIIUX BEIIECTB Ha KaXKIyIO
CTEINCHb POHHUKAIOIICH CITOCOOHOCTH), a TAaKXKEe MapKep XapaKTePU3YIOIIHA
HYJICBYIO MPOHHUKAIOIIYI CIOCOOHOCTh. BO3MOXKHBIE MPUMEPHI MOJETBHBIX
JNEUCTBYIOIIMX BEIIECTB MpHUBEAEHbI B Tabmuie 2. YToObl MOJYy4YUTh
HAJIC)KHYIO OIEHKY MPOHUKAIOIIEH CIOCOOHOCTH JIEUCTBYIOIIETO BEIIECTBA,
HEOOXOAMMO HCIIOJIh30BaTh JOCTATOYHOE KOJWYECTBO (MO MEHBIE Mepe 3)
MOBTOPHOCTEN aHaIM3a Ha JIMHUM KIeTok Caco-2. YCcTaHOBJICHHAs paHTOBas
(mopsiakoBasi) 3aBUCHMOCTh  JOJDKHA MO3BOJIATH U depeHuupoBaTh
JIEUCTBYIOIIME BELIECTBA C IJIOXOM, YMEPEHHOW W XOPOLIEW MPOHUKAIOLIEH
CIIOCOOHOCTBIO.

JlomxHa OBITH MOATBEPXKICHA COXPAHHOCTh MOHOCJOS JUHUU KIIETOK
Caco-2 no Havama W TIOCJE 3aBEpIICHUS OKCIEPUMEHTa MPH TOMOIIU
CpaBHEHHUS nokasaresnen TPAHCANUTEITNATHHOTO AJIEKTPUYECKOTO

COTMPOTUBJICHUS U (WJIN) IPYTUX MOIXOMSIINX MOKa3aTeeH.
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Kpome Toro, coxpanHocTe MOHOCHOS JUHUU KieTok Caco-2 momkHa
ObITh MPOJEMOHCTPUPOBAHA C TOMOIIBIO JIEUCTBYIOIIUX BEIIECTB C
JIOKa3aHHOU HYJIEBOM MPOHUKAIOIICH CITOCOOHOCTHIO, YKa3aHHBIX B TAOIHIIE.

Onucanue mnpoueaypsl BaduJallu METOJUKH aHalu3a JOJKHO
BKJIFOYATh B CEOSI:

MepeyYeHb MOJICJIbHBIX JCHCTBYIOIIUX BEIIECTB BMECTE C JAHHBIMU O
CTEIIeHH WX a0copOlMHM y 4YeloBeKa (CpelHee, CTaHJapTHOE OTKIOHCHHE,
Ko3QPuIMEeHT  Bapualuu),  HCIOJIB30BAHHBIX  JJIA  yCTAaHOBJICHUS
MPUTOTHOCTH METOAA,

3HAQYCHUsI MPOHUKAIOWIEH  CIIOCOOHOCTH  KaXJIOro  MOJEIbHOIO
JNEUCTBYIOILIETO  BewlecTBa  (CpeaHee,  CTaHJApPTHOE  OTKJIOHEHHUE,
KO3 PHUIMCHT BapHaIlnK);

yKa3aHUe Kjacca MPOHUKAIOMIEH CIMOCOOHOCTU Ka)XKIOTO MOIECIHHOTO
JICUCTBYIOIIETO BEIIECTBA,;

rpa@uK 3aBUCUMOCTH CTENEHH a0COpOUMU ACHCTBYIOLIEIO BELIECTBA
OT €ro MPOHHUKAIOIIEH cnocoOHOCTH (C TMpeAcTaBiIeHUEM Ha Trpaduke
3HAUCHUW B BHUJIE CPEJHEr0 =+ CTaHAApTHOE OTKIOHeHHe wiu 95 %-oro
JIOBEPUTEILHOTO HHTEPBAJIA);

yKa3aHWE TPAHMIBI XOPOIUIEH MPOHMUKAIOIMIEH CIIOCOOHOCTH W
BBIOPAHHOTO MOJIEIBHOTO JEHUCTBYIOIIETO BEIIECTBA ISl  OINpeeTeHUs
XOpOILIeH MPOHUKAIOIIEH CIOCOOHOCTH, UCTIOIB30BAHHBIX MPU OMPEIETICHUN
kiacca 1o bKC uccnemyemMoro 1eMcTBYOIIEToO BENIECTBRA.

Kpome Toro, B oTdere JOIKHBI OBITH TIPEICTABICHBI:

OMMUCAaHUE METOJAUKH UCCIIEI0BAHNUS;

UCIIOJIb30BaHHBIE  KOHIIGHTpAIIMU  JCHCTBYIOIIETO0  BEIIeCTBA B
JIOHOPCKOM KUIKOCTH;

OMMCaHue aHAIMTUYCCKOU MCTOJUKH,
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ypaBHEHWE,  HUCIIOJB30BAHHOE  JUIsI  pacuera  MPOHHUKAIOIICH
CIIOCOOHOCTH;
cBefeHus 00 3 durrokc-moTeHIMane JuHUU KieTok Caco-2 (Hampumep,
B BHUJE [JIaHHBIX JBYHAIlPaBJIECHHOTO TPAHCIOPTa, JUISI HW3BECTHOTO

JCHCTBYIOIIETO BEIIIECTBA).

3. Meroaunka aHanu3a MPOHUKAIOIIEH CITOCOOHOCTH

JlolbkHa OBITH yCTaHOBJIEHAa TaccUBHAs JIU(PGY3UsT HCCIETyEMOTO
JIeHCTByIOIEro BemecTra. Hamnune maccuBHOM nudy3un TEHCTBYIOMETO
BEII[ECTBA MOJTBEPKIAETCS C MCIOJb30BAHUEM MOJIXOSIIECH TECT-CUCTEMBI,
KOTOpasi AKCIPECCUPYET H3BECTHBIC A(D(IIFOKC-TpaHCIIOPTEPHI, HAIIPUMEP C
[IOMOIIBIO YCTaHOBJICHUS HE3aBUCUMOCTH U3MEPEHHOM in vitro-
MIPOHUKAIOIIEH CIOCOOHOCTH JEHCTBYIOIIETO BEIIECTBA OT €r0 HCXOJAHOU
KOHIICHTPAIIMHUICHCTBYIONIUX BellecTB (Hampumep i J03UPOBOK, KOTOPBIC
coctaBisaroT 0,01; 0,10 u 1,00 or HambombIIEH HO3UPOBKHU ACHCTBYIOIIETO
BEIIECTBA, PACTBOPEHHOW B 250 MJI cpeipl), WIM OT HalpaBJeHUS MEepeHoca
nercTByromero BemiecTBa (3¢ (IIOKC-OTHOIICHHUS, TO €CTh OTHOIICHUS
KQKYIIEHCs MPOHUKAIOIIEH CIOCOOHOCTH aercTByromero BemecTBa (Piax)
MeXay 0a3oarepallbHO-aMUMKAIBHBIM M allMKaJbHO-0a30J1aTepaibHbIM
HaAIMpaBJICHUSMH, KOTOPOE JOJDKHO COCTaBIATh < 2 I BBIOpaHHBIX
KOHIICHTpAIMiA  JICUCTBYIOIIEro  BemiecTBa). DM Iokc  oTHOIIEHUE

paccuuThIBaeTcs o hopmyiie:

P BJI—AI
3d oK OTHOIeHHe = —2¢ BI2Al

PKa)K, Al'[—>B]I’
T,Z[e:
Prax. Bi1>am — KaXKyIIasicsl MPOHUKAIOIIAsi CIIOCOOHOCTh JEHCTBYIOILIETO

BCIICCTBA B 6330JIaTepaJ'IBHOM-aHI/IKaJ'IBHOM HaIlpaBJICHHUH
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Prax, Ani—p1 — KaXyIIasicsl MPOHUKAIOIIAsi CIIOCOOHOCTh JEHCTBYIOLIETO
BEI[ECTBA B allMKaJIbHO-0a30/1aTepaibHOM HaAIMlPaBJICHUU.

OYHKIIMOHATBHYIO AKCIIPECCHUIO 3¢ IrOKC-TpaHCIIOPTEPOB
HEO00XO0IUMO IPOBEPSTH c UCIIOJIb30BAHUEM UCCIIETIOBAHU I
JIBYHANPABJICHHOTO  TPAHCIOPTa, MOATBEPKIAIOIMIMX  ACUMMETPUUYHYIO
MPOHUKAIOIIYI0 CHOCOOHOCTh BBIOpaHHBIX CyOcTpatoB st 3ddatokc-
TPAHCIIOPTEPOB, HAINpUMEp JWTOKCHMHA, BHHOJACTWHA, poaaMuHa 123
UCIIOJIb3YEMBIX B HEHACHIIAIOIINX TPAHCTIOPTEPHI KOHIIEHTPALUAX.

Konuenrpannun HCCIIEyEMOTO JIEVUCTBYIOIIETO BEIILICCTBA,
UCIIOJB3YEMbIE B HCCIICIOBAHUAX IPOHUKAIOUIEH CIOCOOHOCTH, TOJKHBI
ObITh 0OOCHOBAHBI 3asBUTENIEM. B BamuIupoBaHHON METOJMKE aHAJIU30B Ha
auHuM KieTok Caco-2, MCMoNb3yeMOW Jis ONpEACNICHHUS MPOHMUKAIOIIEH
CIIOCOOHOCTH  JCHCTBYIOIIETO  BEIIECTBA, HEOOXOJUMO  HCIOJIb30BATh
YCJIOBUS, YCTAHOBJICHHBIE BO BpEMSI BallMJallMM METOAUKH, W BKIIOUYHUTH
MOJICJIbHBIE  JICMCTBYIOIME  BELIECTBA C YMEPEHHOM UM XOpOIIEH
MPOHUKAIONIEW CIOCOOHOCTHIO B JIOHOPCKYHO JKMJIKOCTh BMECTE C
UCCIIETYEMbIM  JIEUCTBYIOIIMM BEIIECTBOM B Kauye€CTBE BHYTPEHHUX
CTaHAAPTOB MJIs MOJATBEPXKACHUS MOCTOSHCTBA METOJIHMKM aHanu3a. Beioop
BHYTPEHHUX CTaHAAPTOB JOJKEH OCHOBBIBATHCA HA MX COBMECTUMOCTH C
UCCIIETyEMbIM JICHCTBYIOIIIUM BEIIECTBOM, TO €CTh OHHM HE JIOJIKHBI
NPOSIBJIATh  KaKue-TUO0O CYIIECTBEHHbIC (DU3NUECKHE, XUMHUYECKHUE U
OMOCPEIOBAaHHBIE  TMEPEHOCOM  B3aWMMOJCHCTBHSI € HCCIENYEMbIM
JEHUCTBYIOIIUM BemIecTBOM. [IpoHuKaromas CcrmocoOHOCTh BHYTPEHHHX
CTAaHJAPTOB MOXET ObIThb ONpeAeieHa TMOCJI€ OLEHKU HCCIETyEMOTO
JEUCTBYIOIIET0 BEIIECTBA B TEX K€ MOHOCIOSX JIMHUU KjeTok Caco-2 uiau
MOHOCJIOSIX KJIETOK Ha TOM JK€ IUIAHIIETE, €CIU HEBO3MOXXHO BKJIIOUUTH
BHYTPEHHHE CTaHAAPThl B Ty € KIETOYHYI KyJIbTypy, B KOTOPOii

OIICHUBAJIACh TPOHUKAIONIAS CIIOCOOHOCTHh HCCIASTYEMOTO ACHCTBYIOIIETO
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BellecTBa. [lonydeHHblE B CEpUM pPA3IMUYHBIX HCHBITAHUNA, a TaKXe MpH
BaJUJAllMd METOJUKH aHain3a 3HAYCHUs TMPOHUKAIOUIEH CIOCOOHOCTH
BHYTPEHHHMX CTaHJIAPTOB JOJDKHBI KOPPEIUPOBATh (OBITH OJIM3KHUMH) MEXITY
coboil. B oTyere MOMKHBI OBITH YKa3aHbl KPUTEPUU MNPUEMIEMOCTH IS
BHYTPEHHMX CTAaHJAApPTOB M MOJIEIbHOTO cyOcTtpara nis  3dduarokc-
TpaHcnoprepa. JlOJKHO  OBITh  yKa3aHO  CpElHEE  BBICBOOOXKJIECHUE
JIEHCTBYIOILIETO BEIIECTBA M BHYTPEHHUX CTAHJIAPTOB B KOHIIE UCTIbITaHUs. B
ciydae BbICBOOOXAeHUs < 80 % 1momkHa OBITH BBITIOJHEHA OIICHKA
MaTepuaibHOro OanaHca, BKJIIOYash HM3MEPEHUE OCTATOYHOrO KOJUYECTBA
JEHCTBYIOIIETO BEUIECTBA B MOHOCIOE JUHUU KieTok Caco-2 u B cpene
npuodOpa AJid UCTIBITAHUU.

OLIeHKY TPOHUKAIOMIEH CIOCOOHOCTH HCCIEIyeMOro JACHCTBYIOIIETO
BemecTBa s ero kinaccudukanuu mo bKC MoxkHO ynmpocTuth B ciaydae
BBIOOpA BHYTPEHHETO CTaHJapTa C XOPOIed MPOHUKAIOIIEH CIIOCOOHOCTHIO,
3HAQYCHUE KOTOPOW HAXOJMUTCS BOJIM3UM YCTAaHOBJIECHHOW TPAHUIIBI MEXKITY
YMEPEHHOM M XOpolleld MPOHMKAIOIIEH CHOCOOHOCTAMH. B 3TOoM ciydae
UCCIIeyeMOe ACHCTBYIOIIEE BEUIECTBO CUUTACTCS OO0JIaJaIOUM XOpOLICi
MPOHUKAIOMIEH CHOCOOHOCTBIO, €CIM 3HAYeHHUE ero IMPOHHUKAIOIICH
CIIOCOOHOCTH PAaBHO WJIA TIPEBBINIAECT 3HAUYCHNUE TTPOHUKAIOIIECH CTIOCOOHOCTH
JUIsL BBIOPAHHOTO BHYTPEHHEro CTaHAapTa C XOpOIIeW MpOHMKAIoIIEn
CIIOCOOHOCTBIO.

CBenenust misi 000CHOBAaHHUS XOpOIIECH MPOHHMKAIOIIEH CIOCOOHOCTH
UCCJIEAYEMOI0 EHCTBYIOIIEr0 BEUIECTBA (CpeaHEEe 3HAUEHUE TPOHUKAIOLIEH
CIIOCOOHOCTH, €r0 CTaHJapTHOE OTKJIOHEHHWE, KOd(D(PUIMEHT BapHuaIumn)
JOJDKHBI BKJTIOYATh B CEOS:

JTAaHHBIC o IPOHMKAIOILIEH CIIOCOOHOCTH UCCJIEyEMOr0

JICCTBYIOIIETO BEIIECTBA,;
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JAHHbIE 10  MPOHUKAIONIEW  CHOCOOHOCTH  MCHOJIb30BAHHBIX
BHYTPEHHUX CTaH/IapPTOB,;
JaHHBIE O KEIYJOYHO-KUIIEYHOW CTaOMJIBHOCTH JCHCTBYIOIIETO
BelecTna In Vitro;
JaHHbIe, OOOCHOBBIBAIOIIUE MEXaHU3M MAacCUBHOW  Jauddy3un
JIEUCTBYIOIIEr0 BEUIECTBA.
Tabnuia

[IpuMepbl MOJEIIBHBIX JEUCTBYIOIIUX BEIIECTB
TSl BaJIUJIAIIMK METOIMKH aHaJii3a MIPOHUKAIOIIEH CIIOCOOHOCTH

['pynna JlelicTByrO11€€ BENIECTBO

Xopoiiasi TPOHUKAOIIask CIOCOOHOCTh AHTUMUPHH
(f,>85 %) Kobenn
Keromnpoden
Hanpokcen
Teodunmun
MeTtornpoJion
[Iponpanonon
Kap6amazenun
DOeHUTONH
Jnzonupamu g
MuHoOKCHUIINI

YMepeHHast npoHUKaronasi CiocoOOHOCTh XopaMmdeHHKOIT
(f2 = 50 — 84 %) Kpeatnnun
TepOyTanun
I'mapoxopornaszug
DHamanpui
dypocemMun
Merdopmun
Amumnopu
ATeHoJI0N

Papntuana

[1noxas mpoHHKaro1as CrnocoOOHOCTh daMoTHIMH

(fa < 50 %) Hanomon

Cynpniupun
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['pynma

JlencTByromniee BEIeCcTBO

JInznnompui

AIMKIOBUD

dockapHeT

MaHHuTON

XJ1opoTrasu
ITomm>tunenrinkons 400
DHananpuiar

HYJICBaH IMIPpOHHKaroIIasa CITOCOOHOCTh

OUTL-gekcTpan
[Monustunenrnukons 4000
Jlrorudep KeaThIi

Nuynun

JlakTynosa
Mopensubie  cyOctpatel  Jiisi 3 durokc- JIUrokcuH
TpaHCIIOPTEPOB [Taknurakcen

XUHAINH

Bunobnactuu
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[Tpunoxxenne Ne 2

Kk TpeGoBaHusIM K OMOBEUBEDY,
OCHOBaHHOMY Ha OHo(]apMaIeBTUYECKOi
cucreMme Kiaccupukanuu

AJTOPUTMBI U ITIPUMEPBI
OllEHKH PA3JIMYMii B COCTABE BCIIOMOIaTeJILHbIX BellleCTB B
uccjieyeMoM U pedepeHTHOM JIeKapCTBEHHBIX Mpenaparax

1. ANTOpHUTMBI OIICHKH PA3JIMYUil B COCTABE€ BCIIOMOTATENbHBIX BEIIECTB
B UCCJIEAYEeMOM U pedhepeHTHOM JICKaPCTBEHHBIX MperapaTax

Copeprkarcst i B JIEKAPCTBEHHOM IIperapaTe
BCIIOMOTaTeIbHBIE BEMIECTBA C U3BECTHBIM
WM TT0/I03PEBACMbIM BIUSHUEM Ha
abcopOuutio neicTByIOIIEro BeniecTna?

Ha

Het

HaXOI[S[TC?[ JIX BCIIOMOT'aTCJIBHBIC
BEIIIECTBA, CIOCOOHBIC BIUATH HA
abcopOmuto, B ipenenax £ 10 % ot
KOJINYECTBA BCIIOMOTATeILHOTO
BEIIIECTBA B pe)epEeHTHOM Ipernapare?

Her

Ha

buoseliBep, OCHOBaHHBIN HA
O6unodapMaeBTHUECKON cUcTeMe
KJ1accu(puKauu BO3MOXKEH MPH
YCIIOBHH, YTO YCTAHOBJICHO MO00Me
npodusneit pacTBOpEHUs: MEXTY
UCCIIelyeMbIMHU pedepeHTHBIM
JIEKapCTBEHHBIMHU IperapaTaMu

v

buoseliBep, OCHOBaHHBIN HA
OonodapmarieBTHIECKOI CUCTEME
KJIaccu(uKalum He
MIPUMEHSIETCS, €CIIU He OyaeT
MPEJCTaBICHO 0OOCHOBAaHUE
(B COOTBETCTBUH C pa3ziesoM 3
HACTOSILET0 IPUII0KEHUS)

Pucynox 1. AnIropuT™ OILIEHKH JIEKapCTBEHHOTO Mpernapara,
coJIeprKallero IeHCTBYIOMIME BellecTa kiacca |
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Copepxarcs ¥ B JIEKAPCTBEHHOM Iperapare
BCIIOMOTATEeIbHBIE BEIIECTBA C H3BECTHBIM
WJIM TTOI03PEBAaEMbIM BIIUSIHUEM Ha
abcopOIuIo IS CTBYIOMIETO BelecTBa?

Her Ha

Haxoasarcs nu BcrioMoraTeabHbIE BEIIECTBA,
CHOCOOHBIE BIUATH Ha a0COpOIIHIO, B
npenenax + 10 % oT konuuecTBa
BCIIOMOTaTE/ILHOTO BEILIECTBA B
pedepeHTHOM npenapare?

Her

Ha

SIBsIFOTCS M BCE BCIIOMOTaTeIbHbIE
BELIECTBA B JIEKAPCTBEHHOM IIpernapare
OJIMHAKOBBIMHU 110 KAYECTBEHHOMY
COCTaBY U MOJOOHBIMH TIO
KOJIMYECTBEHHOMY COCTaBYy C
pedepeHTHBIM JIEKapCTBEHHBIM
npenaparom?

Het

Ha

A4

A4 A

buoseliBep, OCHOBaHHBIN Ha
OonodapmarieBTUIECKON CUCTEME
KJaccuUKaIUK TPOBOAUTCS MIPH YCIOBUH,
YTO YCTAaHOBJICHO MOA00Me poduieit
PAcTBOPEHMS MEXY UCCIEAYEMBIMU
pedepeHTHBIM JIeKapCTBEHHBIMHU

buoseiiBep, OCHOBaHHBIN Ha
OnodapmaleBTUYECKON cucTeMe
KJaccu(UKaluy He TIPOBOJUTCS, €CIIH HE
Oyner npencraBieHo 000CHOBaHHE
(B COOTBETCTBUH C pa3zieioM 3
HACTOSILEro MPUIIOKEHUS)

PrcyHOK 2. ATOPUTM OIICHKH JICKAPCTBEHHOTO MperapaTa,coeprKaIiero JeHCTBYIOIINe
BemecTBa kiacca 1l mo 6uopapmaneBTrueckoit cucreme Kiaccupukanuu
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2. [IpuMepsI TOMTyCTUMBIX Pa3InIuil B COCTaBe
BCIIOMOTaTENIbHBIX BEIIECTB B UCCIETYEMOM U pePepeHTHOM
JIEKAPCTBEHHBIX ITpenapaTax

[Tpumep 1. bruogetiBep, ocHOBaHHBIN Ha OMOdapMaIeBTHUYECKON CHUCTEME
KJaccuuKanuu Jj1sl JIeKapCTBEHHOT O Mperapara, CoJIep Kaliero
JEUCTBYIOIIEE BElIeCTBO Kiacca | mo OuodapmareBTHYECKOM
CUCTEME KJIaCCU(PUKALINU

KadecTBeHHBI COCTaB HCCIEIyeMOTO JIEKApCTBEHHOTO TIpemapara
COBNAJACT C KA4YEeCTBEHHBIM COCTaBOM pe(epeHTHOro JIeKapCTBEHHOTO
npenapara. KonudecTBeHHOE cojiepkaHue COpOMTONIa — BCIIOMOTaTeIbHOTO
BEI[ECTBA C W3BECTHHIM WM MOJ03PEBAEMbIM BIUSHUEM Ha a0COpOILHIO
JICHCTBYIOIIETO BEIIECTBA OTIWYACTCS OT €ro COACpKaHWs B peepeHTHOM
JEKapCTBEHHOM TipemapaTte. [Ipu 3TOM KONMMYECTBEHHOE COJACpP)KAHUE
copOuTOJIa B HCCIETyEMOM MpernapaTe HaXOAUTCS B JOIMYCTUMOM JHara3oHe

45 — 55 Mr, pacCyMTaHHOM Ha OCHOBAaHHH COJEPKaHHUS COpOMTONIa B

pedepentHoM npenapare (50 mr £ 10 %).

Komrmonent OyukiuonanbHoe | Conepkanue B | CojaepikaHue B
Ha3HAuYEHUE pedepeHTHOM UCCIIETYyEMOM

npenapare, Mr | JIeKapCTBEHHOM
npenapare, Mr

JleiicTByto111EE BEIIECTBO 100 100

MukpokpucTandecKas HaIlOJHUTEIb 100 95

LEJUTI0JI03a

CopbOurou HaITOJTHUTEIIb 50 55

['uapoKkcUnponIMETHII CBS3YIOLIEE 10 10

EJUTION03a BEIIIECTBO

Tanbk (cronb3diee) CKOJb311ee 5 5
BEIIIECTBO

Hroro 265 265
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[Tpumep 2. buosenBep 151 JIEKAPCTBEHHOTO Mpernapara, CoACPKaIIEro
nercTByrolee BemecTBo kiacca |l mo 6uodapmarieBTuecko cucreme
KJIaCCU(UKALTNH

KadecTBeHHBI COCTaB HCCIIEIYEeMOI0 JICKApCTBEHHOrO IIpernapara
COBIAJAeT C KA4YEeCTBEHHBIM COCTaBOM pe(epeHTHOro JIeKapCTBEHHOTO
npenapara. KomudecTBeHHOE conaepkaHne cCOpOMTOIa — BCIIOMOTATEIBLHOTO
BEIIIECTBA C W3BECTHHIM WM TMOJ03PEBAEMbIM BJIUSHHEM Ha a0CcOpOIUIO
JEHCTBYIOIIETO BEIIECTBA OTIMYACTCSA OT €ro COACPKaHHS B peepeHTHOM
JCKapCTBEHHOM Tipemapare. [Ipy 3TOM KOJHMYECTBEHHOE COJCpIKaHUC
copOUTOJIa B HCCIICAYEMOM Ipernapare HaXOaUTCs B JOMYCTUMOM JHaIa30He
9 — 11 Mr, paccCyuTaHHOM Ha OCHOBAaHWU KOJHWYECTBEHHOTO COJEp KaHUS
copoutoia B pedepeHTHOM JiekapcTBeHHOM mpenapare (10 mr + 10 %).
Paznuumss B KOJMYECTBEHHOM COJICPKAHUM JPYTHUX BCIOMOTATEIbHBIX
BEIIIECTB HAXOMATCS B MpeAeiax I'paHMIl, YKa3aHHBIX B TaOJuIle MyHKTa 35

HacTosux TpeboBaHUM.

Komnonent Pedepentnriit | Vccnemyembiii S 3
é npemnapar npemnapar = § <
5 = il il 2z k
S % E |§2F| & |S2F(£EE
) = = = 'S = 8 = 'S = E g o
] e~ © H o = © K o SENe”
T T 3} > 3} > B oH
> o § < o E S o o =
S O s & O |3 & |&E
S H = < ©
JlelicTByto11I€C 100,0 | 49,3% | 100,0 | 46,5 % -
BEIIICCTBO
JIaKTO3EI Hamoiaautenbp | 850 | 41,9% | 970 | 451% | 3,2%
MOHOTHIpAT
Copbuton ganoiauteas | 10,0 | 49 % 9,0 4.2 % 0,7 %
Kpockapmennosza | ae3uHTErpaHT 6,0 3,0% 7,0 3,3% 0,3%
HATPUS
Marnus cteapar TyOpuKaTop 2,0 1,0 % 2,0 0,9 % 0,1 %
Hroro 203,0 | 100,0 % | 215,0 | 100,0 %
OO0111e€e oTINYHE: 4,3 %
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[Ipunoxxenue Ne 3

Kk TpeGoBaHusIM K OMOBEUBEDY,
OCHOBaHHOMY Ha OnodapmMalieBTHIECKOM
cucTeMe KiaccupuKalum

JTONOJHEHUS

ycjaoBuii npumeHenusi TpedGoBanuii k OMoBeiiBepy, 0OCHOBAHHOMY HAa
ounodgapmManeBTHYECKON cUcTeMe Kiaaccupukanuu

[Tonoxenue TpeboBanui

YcnoBus NpUMEHEHNS

OO0111e MOJIOKEHUSI

[IpumeHnmMocTh
npoleIypbl OMoBeMBeEpa,
OCHOBAaHHOM Ha
ounodapmalieBTHICCKON
cucTeMe KiaccuduKauu
K JICMCTBYIOLIUM
BEIIECTBaM, UMEIOIIUM

K neicTByromuM BelecTBam, HUMEIOIIIM
HEJTMHEHHYIO (hapMaKOKUHETHKY, JOITYCKaeTCs
MIPUMEHSTH OMOBEHBEP, OCHOBAHHBIN Ha
OonodapMalieBTHIECKON cUCTeME KilacCHu(pUKaIUH,
€CJIM OHM OTBEYAIOT KPUTEPUSIM PACTBOPUMOCTH U
MIpOHUKaroIIel criocooHocTH s kiacca I v 111
1o OuoapMaleBTUUECKONU CUCTEME

HEJIMHEHHYTO kinaccudukanuu (naisee — BKC)
(hapMaKOKMHETUKY
JonyctumocTs buosgeliBep, ocHoBanHblld HA BKC nonyckaercs,

npuUMeHeHus1 OMoBeiBepa,
ocuoBanHoit Ha BKC s
KOMOWHUPOBAaHHBIX
JIEKapCTBEHHBIX
MpEenapaToB B COCTABE
KOTOPBIX TOJILKO OJTHO U3
JICUCTBYIOIIUX BEIIECCTB
COOTBETCTBYET KPUTEPUSIM
OuoBeliBepa, OCHOBAHHOTO
Ha OnodapMaieBTUYECKOM
cucTemMe KiaccuuKalu,
a OCTaJIbHBIC — HET

€CJIM BCE JEHUCTBYIOIIME BEIIECTBA
KOMOWHHPOBAHHOTO JIEKAPCTBEHHOTO MperapaTa
otBedaroT Kputepusim kiacca | umu 111 mo BKC.
Ecnu xoTs1 661 0JTHO U3 ACHCTBYIOIINX HE SBIISACTCS
JeUCTBYIOIUM BemecTBoM kinacca | wm 1 o
BKC, Heab3s MCKIIIOUUTH BO3MOKHOCTH TOT'O, UTO
JIeKapCTBEHHAas JopMa U COCTaB
KOMOWHHPOBAHHOTO JIEKAPCTBEHHOTO MperapaTa
MOBJIMSIIOT HA MOBEAEHUE 3TOTO JEHCTBYIOIIETO
BelecTna in vivo.

[TprunHa MCKITIOUYECHUS
JIEKapCTBEHHBIX
IIPENapaToB ¢ y3KUM
TEPANEeBTUYECKUM
WHJIEKCOM U3 chepbl

JlekapcTBEHHBIE TTpENapaThl C y3KUM
TEpANeBTUYECKUM UHIEKCOM — 3TO IIpenaparsl, s
KOTOPBIX HEOOJIBIIINE Pa3IUUUs B 103€ WU
KOHIIEHTPALMX B KPOBU MOTYT IIPUBECTH
ITOSIBJICHUIO 3aBUCSIIMX OT JO3bI WIH
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[Tonoxxenne TpeboBanuii

YcnoBus NpUMEHEHNS

MIPUMEHEHUS MTPOLIEAYPBI
OunoBelBepa, OCHOBAHHOM
Ha BKC, necMmotps Ha
3aBUCUMOCThH CKOPOCTH U
CTeTeH:u abcopOLrU TaKuX
JIEVCTBYIOIINX BEILIECTB
kiacca | unum 11 mo BKC
TOJBKO OT UX
pPacTBOPUMOCTH U
MIPOHUKAIOUIEH
CIIOCOOHOCTH U
OTCYTCTBHUE 3aBUCUMOCTH
OT Y3KOTO
TEpareBTUYECKOTO
WHJIEKCa

KOHLIEHTPAI[MU CEPbE3HBIX MPOOIIEM
(TepaneBTHUecKON HEADPEKTUBHOCTH WU
HEeXeJaTeNbHbIX JIEKAPCTBEHHBIX peakiuii). s
ATUX JIEKAPCTBEHHBIX MPENapaToB XapaKTepeH
KPYTOM BHJI 3aBUCUMOCTH «J103a — OTBET» B
OOBIYHOM JIO30BOM JIMAITa30HE MWW y3KUU THAMa30H
Mex Iy 3P PEKTUBHBIMUA KOHIIEHTPALIUIMU
JIEHCTBYIOIIETO BEIIESCTBA U KOHIICHTPAIUSIMU,
CBSI3AaHHBIMH C CEPHE3HOM TOKCUYHOCTBIO. Takum
0o0pa3oM, 103bl ATUX JIEKAPCTBEHHBIX CPEJCTB
HE0OXOAMMO OCTOPOKHO TUTPOBATH U
MOHUTOpUpOBaTh. HecMOTpsi HAa OTCYTCTBUE
JIEKapCTBEHHBIX MPENapaToB C Y3KUM
TEepaneBTUYECKUM UHJIEKCOM, K MOATBEPKICHUIO
IN VIiVO-OMOSKBHUBAJICHTHOCTH YKa3aHHBIX
JIEKapCTBEHHBIX MPENapaToB MPEAbIBISIOTCS
ocoObie TpeOoBaHus, (HampuMep, Oosiee CTporue
Kkputepuu npuemiieMocty (90 % noBepUTENbHBII
uHTepBai s Chax 11 (i) AUC mommken
HaxoauThes B nuana3zone 90,00 — 111,00 %) u
ompeieSICHHbIe 0COOCHHOCTH AN3aifiHa
uccienoBanus). [TpuHIHITEI OMOBEIBEpa
ocHoBaHHOTO Ha BKC He no3Bosstor
yCTaHaBJIMBaTh 00Jiee CTPOTUE KPUTEPHUU
ouoBeiiBepa. B cBsi3u ¢ 3TM OnoOBElBED,
ocHoBaHHbIN Ha BKC He ABisieTcss IpUrogHbM
UcclieIoBaHkeM IN VItro ajis ycTaHOBJICHHUS
OMOPKBUBAJICHTHOCTH JIEKAPCTBEHHBIX MPEIapaToOB
C Y3KHUM TEpaneBTUYECKUM HUHJIEKCOM.

Kpurepuun npumenenust bnoseiiBepa, ocHoBaHHoro Ha bKC

JonyctumocTs
npUMeHEeHUs1 OMoBeiiBepa,
ocuoBanHoro Ha bKC, B
cilyvae eciu
HCCIIEYEMBIN U
pedepeHTHBIN mpenapaThl
coJiep>kat pasHbie (HOpMbI
COJIEM OAHOTO U TOT'O XK€
JICUCTBYIOIIETO BELIECTBA

buosgeliBep ocHoBanHbIN Ha bKC nomyckaercs
MPUMEHSTh, €CJIH UCCIEAYEMbIN U pePEepPEHTHBIN
JIEKApCTBEHHBIE ITPENApaThl COEPKAT Pa3HbIC
(pocThI€) COJIU JEHCTBYIOIIETO BEIECTBA MTPU
YCIIOBUH, YTO 00€ COJIM IPUHAJIEKAT

K knaccy | mo BKC (xopoiast pacTBOpUMOCTb U
XOpolIasi MPOHUKAIOIIAsi CIIOCOOHOCTB ).
buosgeliBep, ocHoBanHblil HAa BKC He npumensiercs,
€CJIM UCCIIEAYEMBbIN JIEKAPCTBEHHBIN Mpenapar
COJIEPKUT JEHCTBYIOLIEE BEIIECTBO, KOTOPOE IO
CBOEMY CTPOEHHIO (TIPOCTOM 3Pup, CI0KHBIN 3Pup,
MU30MEP, CMECH U30MEPOB, KOMILIIEKCHOE
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COCIMHEHNE UJTM HHOE XMMHUYECKOE MPOU3BOIHOE)
OTJINYAETCS OT CTPOCHUS JICUCTBYIOIIETO BEIIECTBA
pedepeHTHOTO TIpenapaTa, MOCKOIbKY TaKHe
pa3Inyuusi MOTYT BECTH K Pa3InuusiM B
OMOIOCTYITHOCTH, KOTOPBIE HE BO3MOKHO
YCTAHOBUTH C TIOMOIIBIO SKCIIEPUMEHTOB,
WCITOJIB3yEeMBIX JIJIT 000CHOBaHWS OHMOBElBepa,
ocHoBanHoro Ha BKC.

[ToMHMO Hay4YHBIX aCIEKTOB OOOCHOBAHMUS
BO3MOXXHOCTH IIPUMEHEHUs OMOBelBepa,
ocHoBanHOro Ha BKC Heo0x01MMO yIUTHIBATH
TpebdoBaHus HacTosuX [IpaBui.

Heobxoaumocts yueta
M3MEHEHHUI MaccChl
AKTUBHOU
(dhapMaiieBTHUUECKOM
cyOCTaHIUU, CBSI3aHHBIX C
WHOW COJIBIO
JICVCTBYIOIIETO BEIIECTBA

B 6uodapmarnieBTrueckoi cucteme KiaccupuKauu
KJIaCCU(UIMPYETCS HEMOCPEICTBEHHO
JeHcTBYIOIIEe BeniecTBO (ocHOBaHue). Jlo3a
KOHKPETHOTO JICHCTBYIOIIETO BEIIECTBA B
AKCIIEPUMEHTE JOJKHA OBITh UACHTUIHON
HE3aBUCUMO OT BHjIa ero coyn. Clie1oBaTeNbHO,
MOHATHUE OTIUYHS MACChI JIEHCTBYIOIIETO BEIIECTBA

TIPH OIICHKE B JJAHHOMW CHUTYaIluy HE TPUMEHUMO.
PacTBOPUMOCTH
O6ocHOBaHUE buodapmanepTrueckas cucteMa KiaccuuKauu

IIpUMEHEHUSI OMOBEHBEPa,
ocHoBanHoro Ha BKC k
MpoJsieKapcTBaM, KOTOpbIS
BCACBIBAIOTCS TOJIBKO B
BU/JIE MPOJIEKAPCTBA

OCHOBaHa Ha KPUTEPUSX PACTBOPUMOCTH U
TIPOHUKAIOIIEH CITIOCOOHOCTH KOHKPETHOTO
neicTBytromero Bemnectpa. Kiaccupukannonnast
IpyIIia He MOKET OBITh MIEPEHECCHA Ha APYTHE
COCJIMHCHMSI, HAalTPHUMEP Ha UCXOTHOE BEHIECCTBO
i MetabouT. Kpome Toro oreHka KpuTepus
PacTBOPUMOCTH TIPOBOJUTCS UCXOJS U3
IPE/ITOJIOKEHHS, YTO JICKAPCTBEHHBIN Tperapar
PUHUMAETCS BHYTPD C ONPEICIICHHBIM
KOJIMYECTBOM BOJIbI. ITO YCIIOBHE HE IIPUMEHUMO
JIJIs MeTa00JIMTa, €CJIM TOJILKO OH HE 00pa3yeTcs
HETIOCPEICTBEHHO Ccpa3y IMOcCIIe prueMa 1 J0
abcoponun. buodapmaineBTuueckas cucrema
KJIAaCCU(UKAIIUN TIPUMEHSCTCS K JICHUCTBYIOMIEMY
BEIICCTBY B COCTABE JICKAPCTBCHHOTO TIperiapara,
TIOCKOJIBKY JIJISl TIOJITBEPKICHUS CXOKECTH
npernapaToB UCIOJb3yeTcs IN VItro-pacTBOpeHHE
ATOr0 JECUCTBYIOILIETO BEIIECTBA.

PacTBopumocTs
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[lopnepxxanue
nocTtosHcTBa PH Bo BpeMms
DKCIEPUMEHTA II0 OLICHKE

JlomycKaroTcs pa3IuIHbIC METOIBI TTOIICPKAHUS
pH pactBopa. Ecnu Tpebyercs noanepxanue
nocrossHcTBa PH, HE06x0aMMO 000CHOBATH

PacTBOPUMOCTHU BBIOpAHHBIN METO/I.
Otknonenue pH B npegenax + 0,1 cunraercs
IPUEMIIEMBIM.
Onpenenenue B ciydae o1ieHKM paBHOBECHON PaCTBOPUMOCTH
MPOJIOJKUTETLHOCTH MPOJIOJKUTEILHOCTh YCTAHOBICHUS
YCTaHOBJICHUS pPacTBOPUMOCTH JIOJKHA OBITH HAYYHO 000CHOBAHa,
PacTBOPUMOCTHU WCXO/IS U3 BPEMEHH, HEOOXOMMOTO IS

JOCTH)KEHHUSI PABHOBECHOT'O COCTOSIHHSL.

B ciyyasix, Korjja paBHOBECHYIO PaCTBOPHUMOCTh
OIPEICIUTh HEBO3MOXKHO, ITPOAODKUTEILHOCTD
9KCIEPUMEHTA PACTBOPUMOCTH JOJKHA OBITH
HAy4YHO 00OCHOBAHA C YYETOM OKHIaEMOT0
BpeMeHu abcopOiuu in Vivo.

Y4er BIMSIHUAS MOHHOU
cuibl Oy(epHbIX
pacTBOPOB IpHU
HCIILITAaHUY Ha
PacTBOPUMOCTD

Nonnas cuna OydepHbIX pacCTBOPOB HE BIHET HA
PacTBOPUMOCTD JIEUCTBYIOILIMX BEILIECTB.

JonyctumocTs
MCMOJIb30BaHUs CPEAHUX
3HAYEHUH ITOBTOPOB
OLIEHKH PaCTBOPUMOCTH
WJIM HAUMEHBIIETO U3
MOJYYEHHBIX 3HAYCHHI
PacTBOPUMOCTH IPU
3HAYUTEIIBHON
BapuadeIbHOCTU
MOKa3aTeyied MEXIy
OT/IEJIbHBIMU
pe3yJibTaTaMu
OTPEAECICHUS
PacTBOPUMOCTH TIPU
3ajanHom pH

B oTHOmEHnn XOpomo pacTBOPUMBIX
JICVCTBYIOIIMX BEIIECTB HE JOJKHA BOSHUKATh
CYILIECTBEHHAs BapHaOEIbHOCTh MEXKTY
3HAYEHHUSIMHA UHIUBUAYIBHBIX OMPEACICHUM
pactBopuMocTU. OTHAKO NPU HATTUYUU
BapuaOEIIbHOCTH OIPEEICHNE PACTBOPUMOCTH
JIOJKHO OCHOBBIBATHCS HA CPEHEM 3HAUYCHUU
MMOBTOPOB OLIEHKHA PACTBOPUMOCTH.

JlomycTuMoCTh
HCIIOJI30BaHUs TaHHbIE
HAYYHOU JTUTEPATYPhI WITH
WHBIX HAYIHBIX JTAHHBIX
U1 000OCHOBAHUS

s ycraHoBI€HNUsST paCTBOPUMOCTH IEUCTBYIOLIETO
BEII[ECTBA HEOOXOAMMO MPEJCTABUTh
OKCIIEPUMEHTAJIBHBIE JAHHBIE O PACTBOPUMOCTH.
Hay4Hble XMMUKO-TEXHOJIOTUYECKUE U
(dapmalleBTHYECKUE JAHHBIE MPEACTABIISIOTCS
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pacTBOPUMOCTH B
Ka4eCTBE OMOPHBIX
JAHHBIX JJI51 OTHECEHUS
JEHCTBYIOLIETO BEIIECTBA
B COOTBETCTBYIOLIUNI
KJiacc
onodapmManeBTHIECKOM
CHCTEMBI Kiaccuuxaim

TOJIBKO OJIA I[EU'II)HCI‘/’IHIGI‘O IMOATBCPIKACHUA
BBIBOJOB O PAaCTBOPUMOCTH.

JlomycTuMOCTh
MCTOJIb30BaHUSA MPU
OIIEHKE PaCTBOPUMOCTHU
WHOTO TIpeaena Jjis
Jerpajaiuu
JICUCTBYIOIIETO BEIIECTBA,
110 CPABHEHUIO C
YCTaHOBJICHHBIM
HACTOSIITUMHU
TpeboBaHUAMU TIPEACIIOM
He Oousiee 10 %

[Ipenen nerpaganuu IeHCTBYIOIIETO BEIIECTBA HE
oosee yeM 10 % ycTaHOBJIEH 1151 00ECTICUCHUS
TOT0, YTOOBI HE MPOUCXOJIUIIO 3aBBIIICHUS
MOKa3aTesis paCTBOPUMOCTH, CBSI3aHHOTO C
MIePEX0JI0M BEIIECTBA B paCTBOP, HO HE C
JleTpajialieit 3Toro AeMCTBYIONIETO BEIIECTBRA.
YkazaHHBIN npeies MOXKeT ObITh 0OeCTICUeH B
YCJIOBUSIX AKCIIEPUMEHTA.

[Iponukaromias cnocoOHOCTh

JlormyctumocThb
HCIIOJIB30BaHNs MHBIX
MTOJTHOCTBIO
BaJIUIMNPOBAHHBIX
KJICTOYHBIX JIMHUHI
(mampumep, MDCKII,
LLC-PK1) BmecTO
kierouno auaun Caco-2,
JUISL TIOJTYYEHUSI OLICHKHU
MPOHUKAIOIIEN
CITIOCOOHOCTH I10
ounodapmaleBTHIECKON
cUcTeMe Kiaccupukammm

[TpoHMKAIOIIY O CITOCOOHOCTH JICHCTBYIOIIETO
BEIECTBA MPUHITUITHATIBLHO MOYKHO OIEHUTD C
MIOMOIIIBIO JAPYTUX METOOB IN Vitro (uHbIC
kiaetounble uauM, Harpumep MDCKII), in situ
(Loc-1-Gut) nu ex vivo (MoJielib BBIBEpHYTOTO
MenIka, ChOPMUPOBAHHOTO U3 KUIIEUHHUKA KPBICHI).
[TOCKOBKY ONBIT OLIEHKU MTPOHUKAIOIIEH
CIIOCOOHOCTH JICHCTBYIOIIHUX BEIIECTB C TTIOMOIIBIO
in VItro-rmoaxog0B HE3HAYUTENBHBINA, HEOOXOIUMO
PUMEHSTHh METOJI JJI1 KOTOPOTO HAKOILJICH
HAWOOJIBIINI OIBIT IPUMEHEHHSI, KOTOPBIM
sIBIIsieTCA KiieTouHas juausg Caco-2.

[To Mepe HaKOIUICHUS SKCIIEPUMEHTAIbHBIX JTaHHBIX
B OTHOILLIEHUU UHBIX METOIOB €X VIVO- U In Situ- Ha
OCHOBE KJIETOYHBIX JIMHUN WIIA )KMBOTHBIX, OTH
JaHHBIE JIOMTyCKACTCS UCITOJIb30BaTh B
MOCJICAYIONIEM TIPY HAJIMYUHU CTPOTOU BaTUIAIH U
CTaHJapTHU3aI[MH B COOTBETCTBHMH C IMPUHIIAIIAMH,
M3J1I0°KEHHBIMH B TIpUJIokeHUH Ne | K HacTosium
TpeGoBaHusIM.

[Tpuunnbl KIaccudukanum

TOJBKO IEUCTBYIOIIMM BEIIECTBAM C XOPOIIEH




43

[Tonoxxenne TpeboBanuii

YcnoBus NpUMEHEHNS

JCHCTBYIONINX BEILECTB,
IPOSBIIAIONINX
YMEPEHHYIO
IIPOHUKAFOIITYIO
ciocooHOCTh (50 — 84 %)
B BaJIMIMPOBAHHBIX
HCCIIENOBAHUIX Ha
kinerouynon auauu Caco-2
U SBJISTIOIIAX CS
HECTAOUIILHBIMU B
KEITYT0YHO-KAIIICYHOM
TPaKTE B TPYIILY
JEHCTBYIOIIUX BEIICCTB
UMEIOIIHX TUIOX YO
IIPOHHUKAIOIIYFO
CITOCOOHOCTh

MIPOHUKAIOIIEH CITIOCOOHOCTHIO MTPUCBANBAETCS
kiace | mo BKC (uto obecnieunBaet
JOTIOJTHUTENbHYIO TUOKOCTD ISl IPOU3BOIUTEIS
MIPY U3MEHEHUH COCTaBa BCIIOMOTATEIIbHBIX
BEIIECTB U JaeT BO3MOXXHOCTh ITPUMEHEHUS OoJiee
ITUPOKUX KPUTEPHUEB ISl PACTBOPEHUS

(To ectb > 85 % B Teuenue 30 MUHYT)).

OTHecenne K JaHHOMY KJIacCy ACHCTBYIOITUX
BEIIECTB C MIPOHUKAIOIEH CITIOCOOHOCTHIO,
OTJIMYHOM OT XOPOIIEN MPOHUKAIOIIECH
CIIOCOOHOCTH (TO €CTh BEIIECTB C YMEPEHHOU HIIH
MJI0XOM MPOHUKAIOIIEH CIOCOOHOCTHIO),

HE JIOMyCKaeTcs B KOHTEKCTe OMoBeiiBepa,
OCHOBAHHOI'O Ha OMoQapMarieBTUYECKON CUCTEME
Kinaccudukanuu. B oTHOIIEHUN JEHCTBYIOMUX
BEIIIECTB, HE CTAOMIIBHBIX B JKEITYI0YHO-KUIIICYHOM
TpaKTe, HEBO3MOXHO IMOATBEPAUTH XOPOIIIYIO
IIPOHUKAIOIIYIO CIIOCOOHOCTH N ViV0. B ciydasix,
KOT/Ia XOPOIITYIO MPOHUKAIOIIYIO CIIOCOOHOCTH
HEBO3MOYKHO TIOJITBEPANTH OJJHO3HAYHO C
MTOMOIIIBIO OJTHOTO M3 METO/I0B, ONTMCAHHBIX B
HacTosMX TpeOoBaHUSIX, TPUMEHEHUE
ouoseiiBepa, ocHoBaHHOTO Ha BKC Bo3MoXxkHO eciiu
JIEUCTBYIOIIEE BEIIECTBO OTBEUAET KPUTEPHUSIM
kiacca |l mo BKC (iexapcTBenHbIi npenapat
UMeeT OTPAaHUYCHUS B OTHOIIIEHUU U3MEHEHHM
COCTaBa M COJIEP>KaHUSI BCTIOMOTaTEIbHBIX BEIIECTB
U SIBJISIETCS OYE€HB OBICTPO PACTBOPUMBIM
(TpoucxoauT BEICBOOOXKIeHHUE > 85 %
JIEWCTBYIOIIETO BEIIECTBA B TCUCHUE 15 MUHYT)).

Obecneuenue pazmepa
BBIOOPKH, HEOOXOIUMOTO
JUTSL TIOJTYYEHUS] HAJIEKHOU
OLICHKHU MPOHUKAIOIIEH
CITOCOOHOCTH
JIEKapCTBEHHOTO
npernapara.

[InanupyeMoe KOJIrM4ecTBO MOBTOPOB,
HE00X0AMMOE ISl MPABUIIBHOTO ONPEIeTICHUS
KJ1acca MPOHUKAIOLIEH CIOCOOHOCTH, TPYIHO
OJIHO3HAYHO OIPEAEIIUTh, TOCKOIBKY OHO 3aBUCUT
OT BapuaOeIbHOCTU KaX/10r0 OTJEIBHOIO aHAJIN3A.
JI7s1 3TOM rpynIibl aHAIM30B XapAKTEPHA BBICOKAs
Mex1abopaTopHasi BApuabeabHOCTb, JIsl KOTOPO B
HAay4YHOU MEJULMHCKON U XUMHUKO-
dapmarneBTrueckoit auteparype (J Pharm Sci (97),
2008; Eur J Pharm&Biopharm (114), 2017))
YCTaHOBJIEHbI TOTEHIIMAJIbHBIE UCTOYHUKH
BapuabenbHoCcTU. MexinaboparopHas
Bapua0EIbHOCTh CYIIECTBEHHO HUXKE B CIIy4ae
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MIPUHAJIEKHOCTH JENCTBYIOIIETO BEIIECTBA K
kiaccy | mo cpaBuenuro ¢ kiaccom lll. B
OTHOILIEHHUH JICHCTBYIOIINX BEIIECTB C

P >10x10° cM/c umerores nanusie 06
yMmepeHHo# BapuadensHocTH (5 — 20 %)
MPEJICTABJICHHBIE B HAYYHOU MEAULIMHCKON U
XUMHUKO-(hapMalleBTUYECKOM ureparype Eur J
Pharm Sci (56), 2014; J Pharmcol & Toxicol
Methods (70), 2014.

B cBsI3u ¢ 3TUM MaslOBEPOSITHO, YTO BBICOKAS
BapuabeIbHOCTh OyIeT MPUBOAUTH K
HETPAaBUIIbHOM OLIEHKE XOPOIIEH MPOHUKAIOIIECH
criocoOHOCTH. {7151 aHAIM30B HA OCHOBE MOHOCIIOEB
AMUTEIHAIBHBIX KIeTOK Cac0-2 MUHUMAIIEHO
000CHOBaHHBIM SIBJISIETCS BBIMOJHEHUE 3 IOBTOPOB
HCCJIEIOBAHUM.

[Toaxonawl K
CTaTUCTUYECKOU
nuddepeHuupoBKe
MOJTyYECHHBIX 3HAUCHU

P xax 17151 IEKAPCTBEHHBIX
MpenaparoB C IIOXOH,
YMEPEHHOHN U XOPOIIEH
MIPOHUKAIOIIEH
CIIOCOOHOCTBIO B CiTyuae,
€CJIM OHU HaKJIQ/IbIBAIOTCS
ApYyT Ha Apyra IpH
CPaBHEHHUHM OTJICJIbHBIX
3HAUYCHUM IS
JIEKApCTBEHHBIX
MPEMapaToOB U3 KAKIOU
IPYIIIbBI

Lenbro craTucTryeckor AughepeHuupoBKU
AKCIIEPUMCHTATBLHBIX 3HAUCHUN SIBISICTCS
MOJIyYeHHE TUXOTOMUYHOTO pe3yJbTaTa
(meicTByrOIIIECE BEIIECTBO MPOSBISET W HE
MPOSIBIISIET XOPOUTYIO MPOHUKAIOIIYIO
CrocOoOHOCTH). IN ViVO-ipoHKKaromas crocoOHOCTh
pedEepeHTHBIX AEUCTBYIOLIUX BELLECTB,
MEePEYUCICHHBIX B MpuiIokeHnu Ne 1 K HacToAIuM
TpebGoBaHusIM, MOATBEPK/ICHA B UCCIEIOBAHUSX C
y4acTHEM YeJIOBEKa, KOTOPbIE MOKA3bIBAIOT, YTO
CpeIlHHE 3HAUYCHUS YETKO MO3BOJISIOT UX Pa3/IeInTh
Ha BELIECTBA C IUIOXOM, YMEPEHHOU U XOPOLIEH
MPOHUKAIOLIEN CTOCOOHOCTBIO.

Cucrembl kieTouHoi auHIA CaCco-2 yCIenrHo
MPOXOJSAT BAIUJALMIO TAOOPATOPUSAMHU JIJIS LIEJer
OnodapMaleBTHYECKON CUCTEMBI KIaccu(uKaiuu,
UCIIOJIb3Ysl YKa3aHHbIE peEepEeHTHBIE AEUCTBYIOIINE
BEILIECTBA, YTO 00YyCIIaBIMBAET HEOOXOIUMOCTh
nostydeHus: 1uQhepeHIMPOBAHHBIX PE3yIbTATOB
JIEVUCTBYIOIIMMH BEIIECTBAMU C XOPOILIEH,
YMEPEHHOM U IUIOXOM MTPOHUKAOIIEN
CrocoOHOCTRIO IN Vitro. Eciiu cpeanne 3HaveHus
JUTSL IEUCTBYIONIUX BEIIECTB C TUIOXUMH,
YMEPEHHBIMH U XOPOIIIUMH MTOKA3aTEIIMU
MPOHUIIAEMOCTH HAKJIABIBAIOTCS JPYT HA JIpyra
P SKCIEPUMEHTAIBHOM ONPEIETIEHUH, TO ITO
YKa3bIBAET HAa BEPOSITHBIE MPOOIEMbI TOCTAHOBKU
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METO/IMKHU UCCIIeIOBAHUS HA KIIETOYHOU JTMHUU
Caco-2 B opranuzaiuu Win €€ BbITTOJHEHHUS.

JI1st moaTBepKACHMS Kilacca MPOHUKAIOIIEH
CIIOCOOHOCTH MCCIIEyeMOT0 JIEHCTBYIOMIETO
BEI[ECTBA aHAJIU3 CTAHJAPTU3YETCS 0 YKa3aHHBIM
pedepeHTHBIM IEHCTBYIONUM BEIIECTBAM.
Hccenenyemoe AeNCTBYIONIEE BEMIECTBO JOJKHO
MPOSIBUTH KXKYIIYIOCS MPOHUKAIOTITYIO
cioCOOHOCTD (P ), PABHYIO HIIH TTPEBBINIAIOITYIO
TaKylo CIIOCOOHOCTD y pepepeHTHOTO
JEHCTBYIOLIETO BEIIECTBA C XOPOIlIEh
MIPOHUKAIOIIEH CITOCOOHOCTBIO, YTOOBI OBITh
KJIaCCU(DUIIMPOBAHHBIM B Ka4€CTBE XOPOIIIO
MIPOHUKAIOIIETO JEHCTBYIONIETO BEIIECTBA, B 3TOM
cilydae TalbHEUIyI0 CTATUCTHIECKYIO
nudGepeHInpPOBKY PE3YIbTATOB MPOBOJAUTH HE
TpedyeTcs.

[IpurogHOCTH JIEKAPCTBEHHOTO Mpemnapara Jijisi OnoBeiiBepa,

ocHoBanHoro Ha BKC

OrpaHnueHus B
WCITIOJIb30BAHUU Pa3HbIX
JIEKapCTBEHHBIX (OopM
UCCIIETYyEMOTO U
pedepeHTHOTO
JIEKapCTBEHHOTO
npenaparoB st
OuoBeliBepa, OCHOBAHHOTO
Ha BKC

Paznuuus B nekapCTBEHHBIX (hOpMax OJTHOTO U TOTO
K€ JEMCTBYIOIIETO BEIIECTBA MOTYT BJIMSThH Ha €T0
noBeaeHue IN Vivo. KoHKpeTHbIe yKa3aHUs
MPUMEHUTENBHO K PA3HBIM JIEKAPCTBEHHBIM
dbopmam 1 BCIOMOTaTEIbHBIM BEIIIECTBAM
pPaccMOTpEHBI B HACTOSIIUX TpeOoBaHUAX B TOM
YUCJIE C YYETOM BIIUSIHUS PA3JIMUUiA, IPUBHECEHHBIX
JeKapCcTBEHHOU (DOPMOH, HA TTOBEICHUE
JEHCTBYIOIIETO BeliecTBa iN VIVO U B IEIIIX
YMEHBIIICHUS] PUCKA, CBSI3aHHOTO C BEPOSTHOCTHIO
cenaTh HEMPaBUIbHOE 3aKJIF0YeHUE (BBIBO) O
OMO3KBUBAJICHTHOCTH. [10105KEHMS HACTOSAITUX
TpeboBanuii 1OMyCKaeTCsI TPUMEHSITH JJIsl 3AMEHBI
OJIHOM JIEKapCTBEHHOU (POPMBI HAa IPYTyIO BO BPEMs
pa3pabOTKH JIEKApCTBEHHOTO Mperapara, €Clid 3TO
000CHOBaH, HAMPUMEP C TOMOIIBLIO MPEBITYIINX

iN ViVO-1aHHBIX.

OrpaHuyeHus B
pUMEHEHUU OMOBEiBepa,
ocHoBanHoro Ha BKC misa
TUCTIEPTHPYEMBIX BO PTY
Ta0JIETOK, [IPU YCIOBUH,
YTO OHU NPUMEHSIOTCS 0€3

[TockonbKy OCTaTOUYHBIN 00BEM KETyIKA
3HAYHUTEILHO MeHbIIe 250 M1, OIlcHKa
PacTBOPUMOCTH JICUCTBYIOIIErO BemiecTa B 250 mi
Cpe/bl pacTBOPEHUS HE MPUMEHHUMA K
JIEKapCTBEHHBIM IpernapaTamM, MpUHUMaeMbIM 0e3
3anuBaHus Bojoi. Onpeiesenne oobeMa Cpeibl




46

[Tonoxxenne TpeboBanuii

YcnoBus NpUMEHEHNS

3allMBaHUsA BOI{Oﬁ

pacTBOpeHUs, TPEOYEMOro Jisl yCTaHOBJICHUS
KJ1acca pacCTBOPUMOCTH, OYZET 3aTpyIHUTEIbHBIM
JUISL TUCTIEPTUPYEMBIX BO PTY TaOJIETOK, IPH
YCIIOBHH, YTO OHU NPUMEHSIOTCA 0€3 3alMBaHUs
BoJOoM. Tekymas MeTouKa U3y4eHus paCTBOPEHUS
OTrpaHUYEHHO MPUTOAHA JJIs1 IEKAPCTBEHHOT O
npenapara, JUCIeprupoBaHUE KOTOPOTO
IIPOUCXOJIUT B POTOBOM MOJIOCTH O€3 mpuema
CTakaHa BOJbl. B OTHOIIEHHH TaKuX
JIEKapCTBEHHBIX MIPENApaTOB HEOOXOAUMO
IPOBOJUTD UCCIIEOBaHNE OMO3KBUBAJIEHTHOCTH C
JUCIIEPTUPYEMBIMU BO PTY TabJIETKaMHU, IPU
YCIIOBUH, YTO OHHU MPUMEHSIOTCS O€3 3aITUBaHUs
BOJOM.

BcniomorarensHblie BCIICCTBA

JonyctumocTs
WCITOJTb30BAHUS METOIUKHU
in silico ¢pusnonornvecku
000CHOBaHHOTO
(hapMaKOKHUHETHYECKOTO
MOJICJIMPOBAHUS
abcopOIUM JIJIs OIIEHKHU
pHUCKa U3MEHEHUN
MOBEACHUS
JIEKapCTBEHHON (HhOPMBI
CBSI3aHHOM C
MOTCHITNATBHBIM
BIUSHAEM (BKJIIFOUCHHEM
WJTU UCKITFOYCHUEM )
U3MCHCHUS
BCIIOMOTATEIILHOTO
BEILIECTBA CBEPX
PEKOMEHTyeMBIX
JTMATIa30HOB.

®u3noN0rn4ecku 000CHOBAaHHOE
(hapMaKOKHHETHIECKOE MOJCITUPOBAHUE
abcopOruu in Silico ucnomp3yeTcst s OlEeHKH
pPHUCKa B IMOBEJICHNH TIpeTiapaTa BCISACTBIC
M3MEHEHUH JIeKapcTBEHHOU GopMbl. OTHAKO B
HACTOSIIIIeE BpeMsl MMOJ00HBIE MOJIETTH HE MOTYT
MCYEPIIBIBAIOIIIE MTPEICKA3hIBATh BCE
MOTEHIIMATBHBIC Pa3InIus B a0copOInHy,
OIIOCPEyeMbIe KPUTUYHBIMUA BCITIOMOTATEIIbHBIMU
BellecTeaMu. Banmmpauusa moaenei in Silico mis
MOJOOHBIX IIEJIeH OrpaHUYeHa B CBSI3U C
OTCYTCTBHEM IMOHUMAHUS MEXaHU3MOB HEKOTOPBIX
Ha0mr01aeMbIX A(hPEKTOB BCIIOMOTATEIBHBIX
BEIIIECTB U OTCYTCTBHEM KAaUECTBEHHBIX JAHHBIX

IN VIVO 111 HEKOTOPBIX KJIACCOB BCITIOMOTaTEIbHBIX
BEILIECTB. B CBA3M C 3THM PHUCK OLIEHKH HEBEPHOU
OIICHKW Ha OCHOBAHHH TPEJCKa3aHHBIX MOJICIBIO

7 PeKTOB HE MO3BOJISIET 0OOCHOBBIBATH U3MEHEHUE
BCIIOMOTATEJILHOTO BEIIECTBA CBEPX
PEKOMEHTyeMOr0 JIhara3oHa.

B HekoTopbIx ciyvasx in Silico ¢pusnonornuecku
000CHOBaHHOE (PapMaKOKHHETUIECKOE
MOJICIUPOBAHUE TIO3BOJISIET MOTYYUTh
HEe00Xx0aMMoe 000CHOBAaHKE B paMKax 0oJiee
IITUPOKON OIICHKHA PUCKOB BCIIOMOTATEIIbHBIX
BEIIIECTB, HAIIPUMED MPU aHATH3E
YYBCTBUTEIIHBHOCTH C UCITOJIH30BAHUEM JOJHKHBIM
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00pa3oM BaIMAMPOBAHHOTO (PU3HOTOTUICCKU
000CHOBAHHOTO (PapPMaKOKHMHETHYECKOTO
MO/ICJIMPOBAHUS a0COPOLIMH JIJIsl BCIIOMOTaTeIbHBIX
BEIIECTB, KOT/1a MeXaHu3M 3¢ heKTa XOpoIro
TTOHSITCH.

Bmusaue
BCIIOMOTaTeIbHBIX
BCII[ECTB YKAa3aHHBIX B
TabuIe myHkTa 35
HacTosmux TpeboBaHui
KaK «IIpoune
BCIIOMOTaTeJIbHBIE
BEIlIECTBa» Ha aOCOPOIIHIO

Tabnuna mynkra 35 Hactrosumx TpeboBanuii
COJICPYKUT KPUTEPUH TSI TIOITBEPKICHHUS
KOJIMYECTBEHHOTO TIOI00MSI JIEKApCTBECHHBIX
npernapaToB, COJICpKallluX JESHCTBYIOIINE BEIIeCTBA
kiacca |1l mo BKC. Tlepeuncnennsie B Tabnuiie
KJIaCCBhI BCIIOMOTaTEJIbHBIX BEIIECTB SIBIISIOTCS
(GyHKITMOHATBLHBIMU KJIaCCaMH, OJTHAKO B Mpeeax
Ka)KJIOro Kjiacca BCIIOMOTraTeILHOE BEIIECTBO
MOXET OBITh CIIOCOOHO TMOBJIUATH Ha a0COPOITHIO.
B aToM citydae nmpolieHTHas pa3HuIla B KOJIMYECTBE
TaKOr'0 BCIIOMOTaTEJIbHOI'0 BEIIECTBA I10
CPaBHEHUIO C €ro coiepKaHueM B pehepeHTHOM
JICKapCTBEHHOM TTIpemapare JOJDKHA YKIaIbIBAThCS
B 10 % OTKJIOHEHHSA OT MAacChI ITOr'O BEIIEeCTBA.

JlaHHBIE, KOTOPBIE
paccMaTpUBAIOTCS KaK
«COOTBETCTBYIOIIICE
000CHOBaHME)» JIJIS
OTKJIOHCHHS OT
IIPUEMIIEMOM Pa3HULIBI BO
BCIIOMOTaTeJIbHBIX
BEIIIECTBAX, YKa3aHHBIX B
Tabauie myHkra 35
HacTosmux TpeboBaHui

Taxumu TaHHBIM SBIISTIOTCS PE3YIbTATHI
OTHOCHTEJILHO IN VIVO-TIOBEIEHHUS JIEKapCTBEHHOM
(GhOopMBI, MOJTYyYCHHBIC BO BPEMS IPOTPAMMBI
pa3pabOTKH JICKAPCTBEHHOTO IIpenaparTa. Takue
naHHble (HapuMep Ui JIEKapCTBEHHBIX (DOPM ¢
Pa3HBIMM JIHaNIa30HAMH COJICPIKaHMS
BCIIOMOTATEIbHBIX BEIIECTB, HE MPOSBIISIONINX
BIIMSIHUSI HA a0COPOIIMIO IEHCTBYIOIIETO BEIIECTBA,
BKJTFOYAsI TIOJIPOOHYIO OTICHKY MEXaHM3Ma UX

3¢ (HeKTOB), TOMyCKaeTCs UCIOJIb30BaTh B KAYCCTBE
000CHOBaHUS U3MEHEHUS COJICPIKAHUS
BCIIOMOTATEJILHBIX BEIIECTB, CBEPX TEX IMPEICIIOB,
YKa3aHHbBIX B TaOJIUIE MMyHKTA 35 HACTOSAIIUX
TpeOoBaHuUM.

JlormycTumMocThb
WCIIOJIb30BAHUS B COCTaBe
JIEKapCTBEHHOTO
npenapara
BCIIOMOTaTEIbHBIX
BEIIIECTB OMHAKOBOU
Pa3HOBUIHOCTH C
BEIIIECTBAMHU B COCTaBe
pedepeHTHOTO

Ecnu 5T0 000CHOBaHO, pa3HUIly B
(GYHKIIMOHATIFHOM KJIACCE BCIIOMOTaTeIbHOTO
BEIIECTBa HEOOXOIUMO OLIEHUBATh OTHOCUTEIHHO
ero (pyHKIIMOHAJIbHBIX CBOMCTB HEMOCPEICTBEHHO B
COCTaBe MPOMBIIIJICHHON PEeLEenTyphl U
JIEKapCTBEHHOM (hOpMbI KOHKPETHOTO
JIEKapCTBEHHOTO Mpenapara. B oTHomenuu
HEKOTOPBIX PA3HOBUIHOCTEH BCIIOMOTATEIbHBIX
BEIIECTB HE MMEETCS I0KA3aTEeIbCTB BIHSIHUS
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JICKapCTBEHHOTO
npernapara, HO JpyTroro
(GYHKITMOHATTEHOTO
KJacca, Kak o0ecrieueHust
TpeOOBaHMS «KAY€CTBEHHO
MOT00HOTO COCTaBay B
OTHOIIICHUH
JIEVCTBYIOIIUX BEILIECTB
kiacca |1l mo BKC

n3MeHeHHs GYHKIMOHAIBHOTO Kilacca
BCIIOMOT'aTEJIbHOTO BEIIECTBA HA MOBEJICHUE
JIEKapCTBEHHOT'O IIpernapara B OpraHu3Me 4esioBeka.
B oTHOIEHNH IpyTUX BCIOMOTATENIbHBIX BEIIECTB
MoaAu(UKAIHS KIacca MOYKET OTCHIIMAIBHO
MOBJIUATH HA PACTBOPEHUE JICKAPCTBEHHOTO
npenapara (HarpuMep, U3MEHEHUS B
pacnpeeseHuu 10 pa3Mepy YacTHll, BI3KOCTH, U
CTEIECHU 3aMEILICHUS
TUAPOKCUTIPOTTHIIMETUIIIEIUTIONO3bI; U3MEHEHUS
yAEIbHOMN TJIOMAAN MTOBEPXHOCTH TyOPUKATOPOB U3
IPYNIIBI CTEAPaTOB).

OneHka conoCTaBUMOCTH BCIIOMOTaTEIbHBIX
BEIIIECTB TPEOYET MPUHSATHUS PEIICHUM O
JIOITyCTUMOCTHU TaKOM COIMOCTAaBUMOCTH B
WHIUBUTyAIbBHOM TOPSIIKE, YTOOBI OJTHO3HAYHO
MOATBEPAUTH COXpPAHEHUE KAaUECTBEHHOIO MOI00MS
COCTaBa.

[IpuemnemMbie rpaHULIbI
OTJINYNN B COJIEPKAHUU
BCIIOMOT'aTeJILHBIX
BEUIECTB U3 TPYIIIIbI
MHOTOATOMHBIX CIIUPTOB

B Hacrosiee BpemMsi OTCYTCTBYIOT JOCTaTOYHBIC
JAHHBIC 711 KBATH(PUKAIUHA TTOPOTOB, MPU KOTOPHIX
BIIUSTHUC dTUX BCIIOMOTATEIHHBIX BEIIECCTB Ha
MOBEJICHUE JIEKAPCTBEHHOTO MperapaTa CTAaHOBUTCS
3HauYMMBIM. boJiee Toro, BIusHuE U3MEHEHHI,
BBI3BIBAEMOE TAKUMH BCTIOMOTaTEIbHBIMU
BEI[ECTBAMH, OyJI€T 3aBUCETh OT CBOWCTB
JEWCTBYIOIIETO BEMIECTBA (UYBCTBUTEIBHOCTH
(bapMaKOKHHETHYECKOTO MPOUIIS IEUCTBYIOIIETO
BEI[ECTBA K M3MEHECHUSM KHUIIIEYHOT'O TPAH3UTA).
W3meHeHus B coiepKaHUU BCIIOMOTATEITbHBIX
BEIIIECTB ATOW TPYIIHI JOKHBI COOTBETCTBOBATH
TEM € OTPAaHUYCHHSIM, KOTOPBIC TPUMEHSIOTCS K
JPYTUM BCIIOMOTATEILHBIM BEIICCTBAM,
CIIOCOOHBIM BJIMSTH Ha a0COPOLIUIO IEWCTBYIOIIETO
BEIIIECTBA, TO €CTh HAXOAUTHCS B Tipenenax + 10 %
OT KOJIMYECTBA BCIIOMOTATEILHOTO BEIIECTBA B
pedepeHTHOM JIEKapCTBEHHOM IIpemnapare.

[Ipumepsl cocTaBOB
JIEKapCTBEHHBIX
MpernapaToB, COAEpKaIIUX
JIEUCTBYIOIIME BEILIECTBA
knacca |l mo BKC, mms
KOTOPBIX Y

IIprMephl TakuX JIEKAPCTBEHHBIX IIPENapaToB
COXPAHSIOIIMX CXOJICTBO KOJIMYECTBEHHBIX
COCTaBOB BCIIOMOTATEJIbHBIX BEILIECTB, IPUBEICHBI
B npuiioxeHuu Ne 2 k HactosmuM TpeOoBaHUSIM.
JlonoNHUTENBHBIE YKa3aHUS IO JOIMYCTUMBIM
Pa3JIMYMSIM COCTaBa BCIIOMOTATEJIbHBIX BEIIECTB
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BCIIOMOTI'aTEJIbHBIX
BEILECTB BBIITOJIHSECTCS U
HE BBIIOJIHACTCSA
KPUTEPUN COBHAACHUS
KAaueCTBEHHOI'O COCTaBa U
CXOJICTBA
KOJIMYECTBEHHOI'0 COCTaBa

IIPE/ICTABIICHBI B TAOJIUIIC TpUMeEpa 2 MPUITIOKCHUS
Ne 2 x Hacrosmum TpeGoBaHUSAM B BUJIE Pa3HUIIBI B
MPOIICHTaX OTHOCUTEIBHO MACCHI SiApa Ta0JICTKU
(maccoBoit o). Eciau uccnenyemsiit
JICKapCTBEHHBIN TIPemapaT COOTBETCTBYET ITUM
YKa3aHUSIM, HO IMeeT OOJIbIINE Pa3InIus B
a0COJIFOTHBIX KOJIMYECTBAX BCIIOMOTaTEIbHBIX
BEIECTB (HAIIPUMED, ECIIU Macca Sapa MKy
UCCIIETYyEMBIM U pe(PepEHTHBIM JICKaPCTBEHHBIMU
npernapaTaMy He CX0Ka), YITOJTHOMOYCHHBIM OpraH
(9KCTepTHast OpraHu3alns) BIIpaBe HCTPEOOBAThH
JOTIOJTHUTEIFHOE 000CHOBAHHE.

Tect cpaBHUTENILHOW KHHETHKH PAaCTBOPEHUs IN VItro
JUIS JIEKapCTBEHHOTO IIpenapara

JonyctumocTs
WCITOJIB30BAHUS TPY3HIT
(cuHKEpOB) B TecTe
CPaBHUTEIHHONU KUHETHKHU
PacTBOPCHHUSI HE TOJBKO
IIPU NOSABJICHUH EHOMEHA
KOHYC000pa30BaHusl, HO 1
B MHBIX CITy4dasx
(Hanmpumep, pu
MPWINITAHUH YaCTHIT
JIEKapCTBEHHOU (hOPMBI K
JIONACTHOM MEIIAIKE, UX
dbnoTanuu U T. 1.)

Vcnonb3oBanue Tpy3uit (CHHKEPOB) IS
YCTpaHEeHHs Npo0IieM, 3apUKCUPOBAHHBIX BO BpeMs
HKCIIEPUMEHTOB IO PACTBOPEHUIO JOMMYCKAETCS IPH
Hanuuuu 00ocHoBaHus. [Ipu 3TOM K HcciaeayeMoi
U pe)epeHTHOM JIEKapCTBEHHBIM (hopMam
HEO0OXOIMMO MTPUMEHSITH OJTHU U TE€ K€
HKCIIEPUMEHTAJILHBIE YCIOBHUS.

[Toaxon Kk CpaBHEHUIO
npoduiield pacTBOpEHHUS
JUTSL IEKAPCTBEHHBIX
npenaparoB kiacca | mo
BKC, ecnu onun npoduiib
pacTBOpEHHUS
COOTBETCTBYET KPUTEPUIM
JUTsl O4€HBb OBICTPOTO
pacTBOpEHHUS

(> 85 % nmnsa cpeaHero
KOJIMYECTBA BEIIECTBA,
TIEPEeIIeNIEro B pacTBOP
3a < 15 MHUHYT), a Ipyroi
npo(uIIb paCTBOPEHHUS
COOTBETCTBYET KPUTEPHUAM

Ecnu onuH npenapat mokasblBacT pacTBOPEHUE
oonee yem 85 % 3a 15 MUHYT, a BTOPOIi HET,
HEO0OXOIMMO MPETYCMOTPETh JOCTATOUHOE
KOJIMYECTBO TOYEK B3ATHUS 00PA3IOB, YTOOBI
paccuuTaTh nmokazatens f, 11 moaTBep K IeHUS
nono6us mpoduiieit pacTBOpEHu.
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J1s1 OBICTPOTO
pactBopeHus (=85 % s
CPEIHETO KOJINIEeCTBA
BEIIECTBA, TIEPEIICIIIETO
B pactBop 3a < 30 MUHYT)
XapaKTEPUCTHKAM
npoduIs pacTBOPEHUs

in vitro

HeobxoaumocTts pacuera
110 BPEMEHHBIM TOYKaM
orbopa mpod mapamerpa f,
JUTsL CpaBHEHUS ipoduiieit
pacTBOpPEHUS €CIIM OHU
pa3IMyaloTCa MEXIy
UCCIIETyEMBIM U
pedepeHTHBIM
JIeKapCTBEHHBIMH
npenaparamu (ObICTpOE U
OUYEHb OBICTpOE
pacTBOpPEHUE)

B aTux ciydasx no BpeMeHHBIM TOYKaM B KOTOPBIX
OBLT OTOOP TIPOO JTOJDKEH OBITh pacCUYUTaH
napamertp fp.

Ecnu oqun npenapat nokasblBaeT pacTBOPEHHE
6onee uem 85 % 3a 15 MUHYT, a BTOPOI1 HET,
HEO0O0XO0UMO MPETYCMOTPETh JOCTATOUHOE
KOJIMYECTBO TOYEK B3ATUS 00PA310B, YTOOBI
paccuuTath nokasarens f, 11 moaTBepKIeHUS
noaoous npoduiieil pacTBOPEHU.

JlormyctumocThb
WCIIOJIb30BaHUs MpU
cpaBHeHUM npoduiieit
pacTBOpEHUS
HEJIOCTATOYHOTO
KOJIMYECTBA TOUYEK B3SITUS
00pasIoB A1l pacuera
nokasarens fp, eciu 910
HEJIOCTaTOYHOE
KOJIMYECTBO CBSI3aHO C
UCKJTFOYEHHUEM PaHHUX
BPEMEHHBIX TOYEK
BCJICICTBHE BBICOKOM
BapuadeIbHOCTU

B oTHomenuu neicTByromux BemiecTs | kimacca mo
BKC Bricokast BapraOeabHOCTh M0 PACTBOPEHUIO
HE 0’KUJIAETCs, TOITOMY AJIbTE€PHATUBHbIC
CTATUCTUYECKUE METOJI0JIOTHH (Hampumep,
OyTcTpanmnuHr (OyTCTpen aHau3)), IS
MOATBEPKICHUS TTO00us TporIiel pacTBOPEHHUS
HE CUMTAIOTCS TPHUMEHUMBIMH.

B cnydae ecim BeicOkas BaprabeIbHOCTh
BO3HHMKAET BCIEACTBUE (heHOMEHA
KOHYCOOOpa30BaHus, A PEIICHUS TAaKUX TIPOOIeM
paccMaTpPHUBAIOTCS ATbTEPHATUBHBIEC METOIUKH
BBITIOJTHCHUS HCCIIEIOBAaHUS PACTBOPEHUS
(HampuMep, UCTIOIB30BAaHUE TPY3HIT (CHHKEPOB) WIIH
JIPYyrux 000CHOBaHHBIX MOJX0JIOB), €CIIH ATO
000CHOBAHO C HAYYHOU TOYKH 3PCHHUSI.

[Toaxon k cpaBHEHUIO
npoduiieil pacTBOPEHHS B
cJlydae €clid BBIOOp
Pa3HBIX BPEMEHHBIX TOUYEK
otbopa mpoO MPUBOJIUT K
Pa3HBIM 3HAYCHUSIM
napamerpa Ty,

[TonoOHas cuTyanus qOJKHA BOSHUKATh TOJIBKO B
VCKIIFOUNTEBHBIX Cy4asx. BpemMeHHble TOUKHM 11
pacuera napametpa f, momKHBI OBITH
npenycraHoBieHsl. [Ipu pacuere mapamerpa
HE00XO0JMMO HCII0JIb30BaTh BCE OTBEYAIOLINE
KpUTEPHUSM MIPEAYCTAaHOBICHHBIE BPEMEHHbBIE TOUKH
B35ITUS1 00Pa3LI0B U BHIOOP ATUX BPEMEHHBIX TOUYEK
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TpeOYyIOITUM
B3aMMOIIPOTUBOPEYAIIINX
BBIBOJIOB (Harpumep,
BpemeHHbIe Touku 10, 20,
30 MMHYT PUBOJAT K
sgauenuro f, < 50,

a BpEMEHHbIE TOUKH &, 20,
30 MMHYT IPUBOJAT K
3Hauenuio f, > 50)

JIOJKEH OBITh 000CHOBAH

JlomycTUMOCTh
pacrnpocTpaHeHUs
OuoBeiBepa, OCHOBAaHHOTO
Ha bKC m1g oxnoit
JIO3UPOBKHU IIperapara Ha
JIpyTUe JO3UPOBKU U3
JIMHEWKHU JO3UPOBOK
JIEKAPCTBEHHOTO
npernapara

[Tono6HOE 3aKirOUeHUE HEOMYyCTUMO. bruoBeiiBep,
ocHoBaHHbI Ha BKC Tpebyer npencrapineHus
00OCHOBBIBAIONINX JAaHHBIX JJII KaXKIOW OTIEIBHOMI
JIO3UPOBKH U3 JIMHEUKHU JO3UPOBOK JIEKAPCTBEHHOTO
npemnapaToB. CpaBHeHue iN Vitro 103MpoBOK
HCCJIEYEMOTO JIEKAPCTBEHHOTO MpEIapara ¢
COOTBETCTBYIOIIUMU JO3UPOBKaMU peHEpEeHTHOTO
JIEKaPCTBEHHOIO MpenapaTa UCKIIYaeT
BO3MOXKHBI Jipeii() pe3ynbTaToB nogoous,
KOTOPBIA MOKET BOSHUKHYTh, €CIIH OLICHKA
BBICBOOOKJICHHS JIOTIOJTHUTEIILHOTO KOJIMYSCTBA
JICVCTBYIOIIETO BEILIECTBA B JIO3UPOBKE
BBITIOJTHSIETCS 0€3 CPaBHEHHS C COOTBETCTBYIOIICH
JIO3UPOBKOM peepeHTHOTO JIEKAPCTBEHHOT'O
npenapara.

JlormycTuMOCTh CpaBHEHUS
MEXy CIACAYIOIMUMHU
JICKapCTBEHHBIMHU
dbopmamu 117151 3asIBJICHUS
Ha OHoBeiBep
ocHoBaHHbIM Ha bKC:

a) HE MOKPBITHIE
000J104KOH TabJIETKH B
CpaBHEHHHU C TabJIETKaMU,
MOKPBITHIMU TUICHOYHOM
000JIOYKOM;

0) TabJIeTKU B CPAaBHEHUU
C KarcyJamH.

a) HE MOKPBIThIe 000JI0YKON TabJIeTKH

U TaOJIETKH, MIOKPHITHIC TIJICHOYHON 000JI0YKOM

HE BBITIOJHAIOINIEH onpeiesieHHOe (PYyHKIIMOHAIBHOE
npeaHa3HaYeHHEe, PACCMAaTPUBAIOTCS B KAYECTBE
OJIHOM M TOM e JIEKapCTBEHHOU (opMBbI pu
CpaBHEHHH 10 Mpoleaype ouoneiiBepa. CpaBHeHUE
MEXy YKa3aHHBIMH ()OpMaMH TO3UPOBAHUS
JIOTTyCKaeTcs AJisi OnoBeriBepa, OCHOBAHHOTO Ha
BKC;

0) TabJIETKU U KaIlCyJibl HE paCCMAaTPUBAIOTCS B
KauecTBE OJHOU U TOH K€ JIEKApCTBEHHON (HhOPMBI
cpaBHeHUs 110 OuoBeliBepy. CpaBHEHHUE MEKTY
yKa3aHHBIMH (pOpMaMu JO3UPOBAHUS HE
JOTyCKaeTcs ik OMoBelBepa, OCHOBAHHOTO Ha
BKC.

Tpebyembie mokazaTenu
CKOPOCTH TIepEMEITHMBAHUS
CpeIbl JJis

B cnyuae cycrnieH3ui pekoMeHIyemMas CKOpOCTh
BpanieHus yonacreit pasHa 50 06/MuH B mpudope 2
«JIOMACTHAS] MEIIAJIKaY.
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CpaBHUTEILHON OLIEHKU
KUHETHKH PaCTBOPEHUS B
Ccllyyae CyCIIeH3HOHHBIX
JIEKapCTBEHHBIX (POPM.

Honyckaercs (HO He 00s3aTeILHO) UCII0JIB30BATh
MEHBIITYI0 CKOPOCTh BPAIIEHUS JIOMACTEH.

Meroanka aHann3a OPOHUKAKOMIEH CIOCOOHOCTH JIEHCTBYIOLIETO
BeliecTBa Ha kieTkax Caco-2

JonyctumocTs
UCIIOJIb30BAHUS IS
BaJUaIlMU METO/Ia Ha
kietkax Caco-2 npu
OIICHKE KJ1acca
JICMCTBYIOIIETO BEIIECTBA
1o 6uodapmaleBTHIeCKON
cUcTeMe KiaccuuKauu
3a CUET YCTAHOBJICHUS

In Vitro-nmpoHuKaronien
CIIOCOOHOCTH ITyTEM
naccuBHOU AU dy3un
yKa3aHHBIX B TA0JIHILIE
npuioxeHust Ne 1
HacTosiuM TpeboBaHusIM
12 MOaEeNBHBIX
JEUCTBYIOIIUX BEILECTB
KOTOPBIE TIOJIBEPratoTCcs
aAKTUBHOMY TPAHCIIOPTY
MOJIBEPTalOTCsl AKTUBHOMY
TpaHcnopty (4 u3 12
MOJIEITbHBIX
JIEVCTBYIOIIUX BEILIECTB
MIO/IBEPTAIOTCS AKTUBHOMY
s dirokcy (IUTOKCHUH,
MaKJIUTKACEI, XUHUIWH U
BUHOJIACTHH), OCTAJIbHbBIC
8 MmoJBeprarTCs
aAKTUBHOMY TPAHCIIOPTY
(pypocemu —
nepenocunkom OAT3,
MeThopMuH —
nepenocunkamu OCT1 u
OCT?2, amunopua —
nepenocunkom OCT2,
dbaMOTUIUH —

Pe3ynbpTaThl cpaBHEHMS IPOHUKAIOITIX
crocoOHoCTel 24 eliCTBYIOMINUX BELIECTB,
MIPE/ICTaBJICHHbIC B HAYYHOU MEIUIIMHCKON U
XMMHKO-(apmarieBTHuecKoi tureparype (Pharm
Res (19) 2002 u Drug Discover Today (17) 2012) u
MOJIyYCHHBIC Ha TOIIEH KUIIIKE YeJIOBEKA U B IMHUU
kieTok Caco-2 in vivo- u in Vitro uMenn XopoIyio
KOPPEJISILIUIO IJIs1 BEIECTB a0COpOUpPYyEMBbIX
naccuBHOM AU Py3uen U HECKOIBKO XY IIIYIO JIJIst
aKTUBHOTO TpaHcnopTa. [ToaTomy MoHOCTION
kieTok Caco-2 MOTyT UCIIOIb30BAThCS JIJIS
MIPOTHO3MPOBAHUS NACCUBHOM AU dy3un
JEUCTBYIONIUX BEIIECTB Y YEJIOBEKA, TOT/Ia KaK
MIPOTHO3UPOBAHUE AKTUBHOI'O TPAHCIIOPTA C
MOMOIIIBIO CUCTEM MEPEHOCYHKOB MOKET OBIThH
MEHEEe TOUHBIM, YUYUTHIBASI U3MEHEHHYIO
AKCIIPECCUIO IEPEHOCUMKOB 3TOM KJIETOYHOU
auHued. COOTBETCTBEHHO MOJICIbHbBIC
JIEKapCTBEHHBIE MPETapaThl, JJIsl ONPEACICHUS
XOpOIIIeH TPOHUKAIOIICH CITOCOOHOCTH, SBIISIOTCS
OBICTPO (ITACCUBHO) MPOHUKAIOIIUMHU
JICKapCTBEHHBIMU TIpeTapaTaMu, TAKUMH KaK
HAMpPOKCEH, aHTUITUPUH U METOIPOJION C
COMOCTaBUMBIMU KO3(pPUIIMEHTaMU TPOHUKAIOILIEH
crocoOHOCTH Ha KiteTkax Caco-2 u B TOIIEH KHIIKE
yesnoBeka. HecMOTpst Ha TO UTO HEKOTOPHIE
MOJICIIbHBIE JICKAPCTBEHHBIC MpEnapaThl YaCTUIHO
MO/IBEPTalOTCsl aKTUBHOMY TPAHCIIOPTY,
MIPOHUKAIOIIME CTOCOOHOCTH MX JEHCTBYIOITUX
BeIEeCTB Ha MOHOCIIOsX CaC0-2 MMEIOT HAJIeKHYTO
KOPPEJSAINIO C MPOHUKAIOIIEH CIIOCOOHOCTHIO

In Vivo. ITocKoJIbKY 9KCIPECCHs TEPEHOCUNKOB
KJIETOYHBIMU JTUHUSIMU MOXKET OTJIMYATHCS OT
YCIIOBHIA 1N VIVO, 3Ta KOPPEISAIUS HE SABISCTCS
YHUBEPCAIIBHOM JJI BCEX IEMCTBYIOUINUX BEILIECTB
MIEPECHOCUMBIX aKTUBHBIM TPAHCTIOPTOM. B CBsi3M C
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nepenocunkom OCT2,
AITMKIOBUP —
nepenocunkamu OAT1 u
OCT1, Teodummnn —
nepeHocunkoM OAT2 u
SHATATPUT —

nepeHocunkamu PepT1 u
PepT2).

STHM 0e3 IpeICTaBICHMS J0Ka3aTeIbHbBIX IN VIVO-
JIAHHBIX 1N VItrO-1aHHbIE HE ABJISIOTCS
€JMHCTBEHHBIM CIIOCOOOM OIIPE/ICIICHUS Kilacca
MIPOHUKAIOLIEN CIOCOOHOCTH JIEUCTBYIOIINX
BEIIECTB MEPEHOCHMBIX aKTUBHBIM TPAHCTIOPTOM.
OKOHYATENbHBIN BBIBOJ O ACHCTBYIOIIEM
BEIECTBE, KJIACCU(DHUIIMPYEMOM KaK XOPOIIIO
MIPOHUKAIOIIEE ACHCTBYIOIIECE BEMIECTBO C
IIOMOILIBIO aHaAJIM3a Ha MOHOCJIOE KiIeTok Caco-2,
OyJIeT TOMYCTUM TOJIBKO IS IEUCTBYIOIINUX
BEIIIECTB, HE IEPEHOCUMBIX HUKAKUM aKTUBHBIM
TPaHCIIOPTOM.

JlormyctumocThb
UCIIOJIb30BaHUs
OuoBeiiBepa, OCHOBAHHOTO
Ha bKC np1a
JIEVUCTBYIOIIUX BEIIECTB C
HU3KUMU TTOKa3aTeIsIMU
K, €CI1 BBITIOJIHSIIOTCS
BCE CJICIYIOIINE YCIOBUS:
a) JaHHBIC IN VItro mis
JICMCTBYIOIIETO BENIECTBA
MOJABEPracMoro

a2 IIFOKCY B KJIETKaX
Caco-2, mo3BoJsoT
MOJYYUTh Kaxyllleecs
3Hauenue K, 3HaUuTENLHO
HIKE, YEM
COOTBETCTBYIOIIIHE
KOHIICHTpAIUU 3TOTO
JIEVCTBYIONIETO BEILIECTBA
B KUIIICYHUKE;

0) aKTUBHOCTBH Mpolecca
s durokca gfocTuraet
HACBIIEHUS [PU BCEX
KOHIICHTPALUSIX
JICVCTBYIOIIETO BEILIECTBA,
a IpOHMKaroIIas
CIIOCOOHOCTH
JICUCTBYIOIIETO BELIECTBA
OTIPENICIISIETCS TOJIBKO €ro
naccuBHoOU auddysueit;
B) KJIMHUYECKasI

OtcytcrBre 3 drokca uin HacklmeHue 3 QIrokc-
MEPEHOCUYMKOB HEBO3MOKHO IKCIIEPUMEHTATBHO
Pa3IUYUTh, €CIIU UCTIOJIb3yeMble (DU3NOIOTHUECKU
000CHOBaHHBIC KOHIICHTPAIUH (HAIIPUMED, B
COOTBETCTBHHM C TIpuiioxkeHneM Ne 1 kK HaCcTOSAIIAM
Tpeb6oBanusm B 0,01, 0,10 u 1,00 oT HAanbobIICH
JIO3UPOBKH JICKAPCTBEHHOTO TIpernapara,
pacTBOopeHHOM B 250 M1 cpejibl) MPEBBIIIAIOT
3HaueHue K, aeiicTBytomiero BemecTra. B atom
cilydae JIeMCTBYIOIIEE BEIIECTBO CYUTAETCS XOPOIIO
MPOHUKAIOIIUM, €CITH KaXKYIascsa MPOHUKAOIIAs
CrIOCOOHOCTD (Pyay) OOBITE MITH paBHA Py
pedepeHTHOT0 MOJIETIHLHOTO JICKAPCTBEHHOTO
npenapara ¢ OOJBIION MPOHUKAOIIEH
CIIOCOOHOCTBIO.

AHanu3 ¢ ucnonb3oBaHueM kietok Caco-2 npu
ATOM JIOJDKEH OBITh BAJIMIUPOBAH, ITOATBEPIKIasI
JIBYHAIIPaBJICHHBINA XapaKTep TpaHCIIOpTa
W3BECTHBIX MOJICITBHBIX JIEKAPCTBEHHBIX
npenapaToB (Tabsuiia npuioxenus Ne 2 k
HacTosiuM TpeboBaHUsIM) U TOKa3bIBas
(YHKUIHMOHAJIBHYIO aKTUBHOCTD () IIroKC-
nepeHocurka (rnepeHocurkon). Eciu mpu aTom
BO3MOJKHO IIPEACTaBUTH IN VIVO-IaHHEIC,
MTOKA3bIBAIOIINE XOPOITYIO MPOHUKAIOITYIO
CIIOCOOHOCTH JICWCTBYIOIIETO BEIIECTBA B
COOTBETCTBHH C HacTOSIUMU TpedoBaHUsIMH (TO
€CTh JIaHHBIC TI0 (papMaKOKHWHETHKE (abcopOIuy,
pacnpeneneHuto, MeTadoIn3My, NMUMUHAIIIHN) Y
YeJioBeKa WM a0COJIIOTHYIO0 OMOA0CTYITHOCTb),
KJIACC XOPOIIIEeH MPOHUKAIOIIEH CIIOCOOHOCTH ISt
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bapMaKkOKHHETHKA
JIEUCTBYIOIIETO BEIlIeCTBA
YeJioBeKa SBISIETCS
JIMHEMHOM;

T') IPEJCTaBICHBI
BCIIOMOTaTENbHBIC
JaHHBIC, HATIPUMEP
JAHHBIC 110
bapMaKOKHHETHKE
(abcopOrtuu,
pacrpeiesieHuIo,
MeTaboIu3MYy,
AIIMMUHAIIMHN) Y YeJIOBEKa.

JICHCTBYIOIIETO BEUIECTBA TAK)KE MOYKET OBITh
IIPUCBOCH.

Heo0xoaumo yuuThIBaTh, 4TO AJI AEMCTBYIOLIUX
Bemects kiacca |l mo BKC, He cooTBeTcTBYIOMMX
KPUTEPHSIM KJIacca XOPOILIEH MPOHUKAIOIIEH
CIIOCOOHOCTH, BapHaHT OHMOBEBEpa, OCHOBAHHOTO
Ha BKC Taxxe 10CTyIeH, eCiy BBITOIHSIIOTCS BCE
YCIIOBHSI B COOTBETCTBHH C HACTOSIIIUMU
TpeboBaHuSIMHU.

JlormyctumocThb
UCKITIOUCHUS U3
pPaccMOTPEHHUS T10
nporeaype Ouoseiisepa,
OCHOBAHHOM Ha
OonodapmaleBTHIECKON
cucTeMe KiaccupuKanuu
aKTUBHO
TPaHCIIOPTUPYEMBIX
JIEUCTBYIONTUX BEIIECTB
JUTSI KOTOPBIX KIIETKH
auauu Caco-2 Xoporio

K akTUBHO TpaHCHOPTUPYEMBIM AECHCTBYIOIINM
BEILIECTBAM IIPUMEHUMBI YCIIOBHS, O CAHHBIE
BBIIIIE IS ICCTBYIOIIMX BEIIECTB C HU3KUMU
nokazarensiMu K. AKTUBHO TPaHCTIOPTUPYEMBIC
JIEUCTBYIOIIUE BEIIECTBA HE UCKITIOYAIOTCS U3
paccMOTpeHUs o OMOBEUBEPY, OCHOBAHHOMY Ha
BKC ecnu in Vivo-naHHBIE MTOJTyYeHHbBIE Y YeJI0BEKa
MO3BOJISIIOT 00OOCHOBATh MPUHAJICKHOCTh
JEWCTBYIOIIETO BEIMIECTBA K KJIACCY BELIECTB C
XOpOIIel TPOHUKAOIIEH ClTOCOOHOCTRIO. J1Ist
JTAHHOTO CJIy4asi He JOITyCKaeTCsl UCKIIFOUUTENBHO
MCIIOJIb30BaHUE aHAIM3a IPOHUKAIOIIEH

npencKa3arhb CIIOCOOHOCTH METOJIOM €€ U3y4YeHHUs Ha KJIeTKaxX

ITPOHUKAIOLTYIO Caco-2 (1mocKoIbKy 9KCIPECCHS MEPEHOCYHKOB

CHOCOOHOCTD cuctemamu Caco-2 MOXKET OTINYaThCS OT
9KCIIpeccHH in Vivo).

JonycTumMocCTh B otcyTcTBHE KakoTro-11M00 aKTUBHOTO TPpaHCIIOpTa

000CHOBaHUS TOPOTa
3¢ PIIrOKC-OTHOIIICHUS
0OJIBIIIE 2 C TOMOIILIO
MOJICITBHBIX COCIHHCHUM
(HaOOpOB JaHHBIX U3
BaJIM JAIIHOHHBIX
pE3YyJbTAaTOB) B Clly4yae
OTACIBHBIX
BaJIUIMNPOBAHHBIX
Moeneil MOHOCIOEB
kireTok Caco-2 s
KOTOPBIX 3 dIIroKC-

(abcopOuuu unu 3¢ ¢rokca), OTHOLICHUE MEXTY
a0COpOLIMOHHBIM P, (B HaIIpaBIE€HUU OT
anukanpHOTO (A) K 6azonarepanbHoMy (B) nmu
«AKB») 1 Py «BKA» 10m%KHO OBITH paBHO 1 1iun
OBITH OJIM3KUM K TaKOMY 3HaueHwu1o. JIroboe
OTKJIOHEHHUE OT 1 OyJeT yKa3piBaTh Ha HEKOTOPBIN
BKJIaJl aKTUBHOTO TPAHCIIOPTA B MPOIIECC MIEPEHOCa
JIEHCTBYIOIIETO BemecTBa. D GIOKC-OTHOIICHHUE
OombIIIe 2 TPUHATO B KAYECTBE TIOPOTA,
YKa3bIBAIOIIETO Ha TO, YTO JCHCTBYIOIIEE BEIIECCTBO
sBysieTCs cyocTpaToM 3¢ (QIIFOKC-TIEPEHOCUHKA.
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OTHOIIIEHHE OOJIbIIIE 2
Ooiece IMPUCMIICMO.

PaboTbl, B KOTOPBIX
MPUBOJSATCS TAHHBIE 110
BBIOOPY MOJIEIBHBIX
JIEKapCTBEHHBIX
MpenapaToB s
BAJIUJIALINM METOA
OLICHKH MPOHUKAIOIIEH
CIIOCOOHOCTH
JIEVCTBYIOIINX BEILIECTB
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