EBPA3UHCKASI SKOHOMUYECKASA KOMUCCHA
KOJUIEI'USA

PEKOMEHAAINIAA

«16» saBapst 2018 . Ne 2 r. Mocksa

O PykoBojcTBe 0 Ka4eCTBY JIEKAPCTBEHHbIX MpenapaTos
¢ MOAH(DHIHPOBAHHBIM BbICBO0OOKIeHHEM [IJIsl IpHEMA BHYTPb

Komneruss EBpasuiickoil SKOHOMHYECKOW KOMHCCHH B COOTBETCTBHH
co crareeit 30 loroopa o EBpasuiickoM 3KOHOMMYECKOM COKO3e OT 29 mas
2014 ropa, myHkroM 3 crtatbl 3 CorjamieHHss O €JAMHBIX TPHHIIUIIAX
W [paBunax OOpalcHHUS TEKapCTBEHHBIX CpejcTB B pamkax EBpasuiickoro
IKOHOMHMYECKOro coro3a oT 23 aekabps 2014 roaa,

B LEISX YCTPAHEHHsl pa3Iduuil B TpeOOBaHUSX, NPEIABSIBIIEMBIX
K MOJTBEPIK/ACHUIO KaUecTBa IIPU BHECEHUW U3MEHEHUH B PEruCTPAllMOHHOE
JIOCbe M OLGHKE  OSKBHUBAJICHTHOCTM  JIEKAPCTBEHHBIX  MpEnapaToB
¢ MOAMMDHMUIMPOBAHHBIM  BBICBOOOXKIEHMEM Uil  [pHeMa  BHYTPb,
YCTaHOBJICHHBIX 3aKOHOJATEILCTBOM TOCYJapcTB — 4ieHOB EBpa3suiickoro
3KOHOMMYECKOT0 COH3a,

peKkoMeHAyeT  rocyaapctBaMm  —  uwieHam  EBpasmiickoro
9KOHOMHMYECKOI0 €Ol03a MO HUCTe4YeHHH 6 MecsleB C JIaThl ONyOJUKOBAHMS
Hacrosiledd Pekomenpaumm Ha opuumanbHom caiite  EBpaswuiickoro

HKOHOMHYECKOI'o Coro3a IpH IUIAHHUPOBAHWUH TIIPOBC/ICHUS MCCIIEIOBAHU M
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OMOSKBUBAICHTHOCTH B COOTBeTCTBHM ¢ [lpaBuinamu  npoBeneHus
Hcce/l0BaHUil OMO3KBMBAIIEHTHOCTH JIEKAPCTBEHHBIX MPENapaToB B pamMKax
EBpasuiickoro 5KOHOMHYECKOI0 CO03a, yTRepx/ieHHbIMU Pemennem Coseta
EBpasuiickoif 3KOHOMH4YECKOW KoMuccuu oT 3 Hosbps 2016 r. Ne 85,
M TpH BHECCHHM HM3MEHEHUH B PETHCTPALMOHHBbIE 0ChE JIE€KapCTBEHHBIX
MpernapaTroB ¢ MOAM(MUIIMPOBAHHBIM BBEICBOOOXK/IEHHEM [l TIpUemMa BHYTPb
B cooTBeTcTBUM ¢ [lpaBuiiamu perucTpauuy ¥ SKCHEPTHU3BI NeKapCTBEHHBIX
CpeACTB Il MEOWLMHCKOrO [PHUMEHEHHWA, YTBEpXKJIEeHHbIMH PemeHuem
Cosera EBpasuiickoii 5kKOHOMUUYECKOH komMHuccun oT 3 HosiOpst 2016 r. Ne 78,
npuMeHsiTb  PyKoBOICTBO 110 KauyecTBY JIEKAPCTBEHHBIX IIpenapaToB
¢ MOAM(DHULUUPOBAHHBIM BbICBOOOKIACHUEM /I [PUEMa BHYTPb COIIACHO

MPUIIOKEHHIO,

/"':' jmib
o

v

Bpuo Ilpeacenarens Konnerkm

EBpasuiickoit 5KOHOMHYECKON Kemggcnh i =] K. Munacsu
H_;_'lhi\-! ] \|' i L')n ';



[TPUJIOXKEHWE

K Pexomennanuu Kosnerun
EBpa3uiickoi 9KOHOMHYECKOI KOMUCCHU
ot 16 siugapst 2018 r. Ne 2

PYKOBOACTBO
110 Ka4YeCTBY JIEKADCTBEHHBIX NMpenapaTon
¢ MOAM(UUHPOBAHHBIM BLICBOOOKACHUEM /JIsi IPHEMA BHYTPb

1. OCume nmoJIoKeHus

|. Hacrosimee PykoBonctBo ompenenser TpeOoBaHMS K KavyecTBY
JICKAPCTBEHHBIX IPENaparoB ¢ MOAUPHIMPOBAHHBIM  BBICBODOKACHHEM
U1l IpHeMa BHYTPb.

2. Hacrosiiee PyKOBOACTBO pacrpoCTpaHsieTcsi Ha JIeKapCTBEHHBIE
dopmMEI, B  KOTOpPBIX  oOmpejiefieHHbIM  00pa3oM  OCYLIECTBICHO
n3MeHenue (Moaudukaums) CKOpocTH M (MIM) MecTa BBICBOOOIMKIEHHS
JeHceTBytollero  BellecTBa  (OEHCTBYIONIMX — BELIECTB) B CPAaBHEHHH
C JCKapCTBEHHBIMH (OpMaMH CO CTaHAAPTHBIM BBICBOOOXIcHHeM. Takas
MOAU(DUKALMSA MOXKET TPOBOJUTHCS ISl NPOMJICHUS TepareBTHUECKOM
AKTHBHOCTHU  JIEKAPCTBEHHOr'O Mpernapara, YMEHBIIEHHS TOKCHYECKOTro
JICHCTBHsI, 3alIMTHl JEHCTBYIOLIEr0 BELIeCTBa OT Jerpajalvyl BCICACTBUE
Hu3koro 3Hadenuss pH, BbicBODOXIEeHMS JCHCTBYIOLIETO  BelIEeCTBA
W3 JieKapcTBEHHOH (OpMBI B 33JaHHOM CErMeHTEe JKey04HO-KHIIEYHOTO
TpakTa JUIsl OKa3aHHsl MECTHOIO AEHCTBHS MJIM B OIpe/C/IeHHbIE BPEMEHHbIE
TOYKH, @ TAKXKe B IPYTUX LEsiX.

3. Hactrosimee  PykoBOACTBO  OXBarbiBaeT  pa3jiMuHbICE  4acTH
PErHCTPALMOHHOIO /10ChE, CBSI3aHHbIE C KAUECTBOM JIEKAPCTBEHHOTO

fnpenapara, U HUX CJleayeT paccMaTpuBaTb BMCCTC C COOTBETCTBYHOIIIUMM
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aKTaMM, BXOJSLIMMH B npaBo EBpazuiickOro 3KOHOMHYECKOI0 COK3a
(nanee — Co103), B 4HaCTH KJIMHUYECKUX ACTIEKTOB UCCIIEAOBAHMMA.

4. Hacrosmee PykoBOACTBO peKOMEHIYETCA MPUMEHSATh HPH Mojadue
3asiBJIEHHs] O perucTpaliu JeKapcTBEHHOIro Mpernapara B yNOJHOMOUYEHHbIH
opraH rocyaapctsa — wieHa Cotoza (janee — rocyaapcTBO-WIE€H) IpH
MPOBEACHUU IKCMEPTU3bl PErUCTPALlMOHHBIX 10Che, a TaKKe MpH pa3padoTke
nekapcTBeHHBIX rpenapatoB. Hacrosiniee PykoBoJCTBO mpuMeHsieTcs IpH
JIAHHPOBAHUH H TTPOBEICHUN HAYYHBIX HCCIIe/I0BaHU A no
papmaueBTyeckoi  paspaboTke, a  TakKke TNpPU  COCTABJIEHUH
PEruCTPAHOHHBIX I0CHE.

5.BBemenne B jgelcTtBuMe HacTtosiero PykoBojacrBa He BieYeT

3a CcO0O# HOBBIX TpCﬁOBaHHﬁ K 3aperucTpupoBdHHBIM JICKAPCTBEHHLIM

[pernaparam.

I1. Onpenenenus

6. /lns ueneit Hacrosiwiero PyKOBOJACTBA HMCMONB3YIOTCS MOHSTHS,
KOTOpPBIC O3HAYAIOT ClIe/ylollee:

«Ouocepus» (biobatch) — cepus, ucnojp3yemas B KIMHHYECKOM
HCCIIe/IOBAHUH OMOOCTYMHOCTH (OMOIKBUBAIEHTHOCTH) WM KIIMHHYECKOM
HCCIIeI0BAHUH 3 PeKTUBHOCTH (moaTBepKaAIOLIEM HATUuue
(GYHKUHOHABHBIX — XapakTePUCTUK  JIeKapcTBeHHOH  (dopmbl). Pasmep
OnocepuM COOTBETCTBYET KaK MMHMMYM pa3Mepy OMBITHO-TIPOMBIIIIEHHOM
CepUH, TO €CTh /U1 TBEP/AbIX JIEKAPCTBEHHEIX (hOpPM Ui MpUemMa BHYTPEL OH
cocrapisier He MeHee 10 % or pasmepa cepuM IpH NOJHOMACIITAOHOM
npouszsoactee winu 100 000 ejnuuil nekapeTBeHHOM (POPMBI (B 3aBUCUMOCTH
OT TOT0, KaKo# M3 ATHX MokKasarejei Oobie);

«BHEILIHSS nporHoctuyeckas criocobnoctThy (external predictability) —

[MPOTHOCTHYECKAA CﬂOCOGHUCTb, B OTHOIMICHHUHA KOTOpOﬁ IMNPOBOJUTCSA OLCHKA
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C MCIMOJIb30BAHHEM pe3yNbTaToB, OTJIMYHBEIX OT TeX, Ha OCHOBAHUH
KOTOPBIX YCTAHOBJIEHA KOPPEIALUHSA «in Vivo — in vitro» (HaCKOIBKO TOYHO
MO/IeJIb IPOTHOBHPYET Pe3yNbTaThl);

«BHYTPEHHSS [IPOrHOCTUYECKAs CIIOCOOHOCTBY (internal
predictability) — nporHocruueckasi crnocoOHOCTb, B OTHOLIEHHH KOTOPOIi
POBOJIMTCSI OLIEHKA C UCMONB30BAHUEM Pe3yJIbTaTOB MCXOAHBIX UCTIBITAHWMN,
Ha OCHOBaHHHM KOTOPBIX YCTAHOBJIEHA KOPPeSILUS «in vivo — in vitroy
(HaCKOJIBKO TOYHO MOJEJIb OINUCBIBAET PE3yJIbTaThl, WCIOJIb30BAHHBIC IS
YCTAHOBIICHUSI KOPPEJSILUN « ik VIvo — In Vilroy);

«BCIIOMOraTe/IbHOE BEIIECTBO, KOHTPOIHPYIOLIEe BbICBODOMXICHHUEY
(release  controlling  excipient) —  BcmoMoraresbHOE — BEIIECTBO
C ONPEAENSIOUM BIUSHUEM HA BLICBOOOXK/EHHE EHCTBYIOIIEr0 BEIEeCTBA;

«BBICBOOOXKZIEHHE HyNleBOro mopsiaka» (zero order release) —
BBICBODO/IEHHE JIeHCTBYIOIIEr0 BEIECTBA, CKOPOCTh KOTOPOTrO HE 3aBHCHT
OT BPEMEHH;

«aeKkoHBOmoNMA» (0OparHas ceeprka) (deconvolution) — onpenenenue
KAHETHKH  [OCTYIUIEHMs  JefCTBYIOIIEro  BeulecTBA B OPraHu3M
(kak mpaBuio, no adbcopOUUM MM PACTBOPEHHKD iM Vivo) € TIOMOLIBIO
MaTeMaTUYeCKOM MOJIeI, OCHOBAHHOHW Ha MHTETpasie KOHBOMIOIMH (CBepTKa
gynxuwmii). Hanpumep, 3aBHCHMOCTE ckopocTH abcopOiimu (T,,s) OT BpEMEHH,
KOTOpasi MPUBOAMT K KOHLEHTpALMM JIeHCTBYIOIIEro BEIIECTBA B ILIA3MeE
(¢ (t)), MmoxkeT OBITL paccHMTaHa MyTeM PELICHUs CIEAYIOLIero WHTerpasia
CBEPTKH IS Ty

el = f; cd (t — u) ryps (u) du,
rjae:
co — (yHkuus, OTpakalolas 3aBHCHMOCTb  KOHIEHTpalluu

IleﬁCTBYEOLHEI'O BCIICCTBA OT BPCMCHH, IIOJYHAEMYH TIpH MTHOBEHHOM
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abcopO1uKu eIMHUYHOr0 KOJIMYecTBa JEHCTBYIOIIErO BeLIeCTBA M OOBIYHO
paccUUTHIBAEMYIO MO pe3yibTaTaM BHYTPHUBEHHOIO CTPYHHOro (00J1H0CHOTO)
BBCJCHUS, TTPHEMa PacTBOPA, CYCIIEH3UN HIIM OBICTPO BbICBOOOKAAIOIINXCS
JCKAPCTBEHHBIX (JOPM € HEMEJICHHBIM BBLICBODOXKICHHEM I TpHema
BHYTPb;

f — Bpemsi;

¥abs — CKOPOCTH abcopOLIMH;

# — [IepeMeHHas HHTErPUPOBAHHUS

«aeMnuur 1o3e» (copoc no3wi) (dose dumping) — HernpegHaMepeHHO
OblcTpOE BBICBOOOXKIEHUE MEHCTBYIOLIErO BELIECTBA M3 JIEKAPCTBEHHOM
(hopMEIL;

«KOHBOJIIOLIMSA»  (cBepTKa)  (convolution) —  NPOrHO3HMPOBAHHE
KOHILIEHTpALMK  JICHCTBYIOIEr0  BelWEecTBa B IJla3Me € MOMOIIBIO
MaTeMaTHYeCKOi MOJeNH, OCHOBAHHOW HA HHTerpajie KOHBOMIOLUHK (CBEPTKa
GyHKuMi). Hanpuwmep, 1S MPOTHO3UPOBAHHUSI KOHLEHTpall1u
JIEHCTBYIOLIErO BELIECTBA B Ia3Me (¢ (t)) ucxols U3 3aBHCHMOCTH CKOPOCTH
abcopbumn (ry,s) OT BpeMEHH MOKET ObIThb HCIOJIB30BAH CIEAYIOMINM

HHTErpas CBepPTKH:

c(®) = [ 8 (t—u) rops (W) du,

rae:

co — (yHKuUMs, OTpakaioumas 3aBHCHMOCTb  KOHIIEHTpAlHHU
INEHCTBYIOIIEro BeIIeCTBa OT BPEMEHH, I0IyYacMyl0 IIpH MIHOBEHHOM
abcopOum e IMHUYHOIO KOJUYeCTBA ACHCTBYIOLIEro BellecTBa MU OOBIYHO
PACCUMTHIBAEMYHO T10 PE3yJIbTaraM BHYTPUBEHHOIO CTPYHHOro (O0IH0CHOTO)
BBEIEHHS;

1 — BpeMms;

Fubs — CKOPOCTB abcopOLmu;
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1 — [IepeMeHHasl HHTerPUPOBaHU;

«KoppensiuMs in vivo — in vitro» (in vivo — in vitro correlation) —
BEPOSITHOCTHASI  3aBMCUMOCTL  (B3aMMOCBSI3b)  JIMHEHHOrO  xapakTepa
napamMeTpoB OuogocTyYIIHOCTH JIEKAPCTBEHHOTO npernapara  Or
ero (U3MKO-XMMUYECKUX CBONCTB WM XapakTepucTuk. IIporHocruueckas
MaremMaruyeckas  MOJedb,  ONHCBIBAIOLIAA  3aBUCUMOCTh  MEXKAY
in vitro CBONCTBOM JEKapcTBEHHOH (OpMbI ¢ IPOJOHTUPOBAHHBIM
BBICBOOOXIEHHEM (KaK TpPaBUJIO, CKOPOCTBIO HJIM CTEIEeHbK) pPacTBOPEHMUS
N0 BBICBOOOXKACHUEM [eHCTBYIOUIEr0 BelIecTBa) M COOTBETCTBYIOLIMM
in  vivo OTBETOM, Hanpumep, M/1a3MEHHON KOHIEeHTpal e
JEHCTBYHOIIEro BelllecTBa WK €ro abcopOupoBaHHBIM KOJIMYECTBOM;

«JIEKapCTBEHHBIE (OPMBI ¢ MOAM(PHUIIMPOBAHHBIM BbICBOOOKAECHHEM»
(modified release dosage forms) — nexkapcTBeHHBIE (OPMBI, CKOPOCTh
M (unm)  Mecrto  BbICBOOOMKAeHMSt  AeHcTBYyIOmero  (JedcTBYHOIINX)
BelllecTBa (BEUIECTB) KOTOPBIX OTJIMYAIOTCH OT JIEKAPCTBEHHBIX (opm
CO  CTaHOapPTHBIM BEICBOOOJK/IEHUEM opy  TOM  XKe nyTH
BBeleHus.. Moaudukanus AocTUraeTcs myTeM pa3paboTKH CrenHanbHOro
cocrapa U (nnm) CIIeLaIbLHOM TEXHOJIOIM U MIPOU3BOJICTRA.

K nekapctBeHHBIM ¢QopMaM € MOJM(QUIMPOBAHHBIM BBICBOOOKACHHEM

OTHOCSTCS JleKapcTBeHHbIe hopMel c [IPOJIOHTMPOBAHHBIM,
OTCPOYEHHBIM (OTIIOKEHHBIM), MYJIbCUPYOIIUM U YCKOPEHHBIM
BHICBOOOKICHHUEM,

@WIieKapcTBeHHble (DOPMbI € TMPONOHTUPOBAHHLIM BBLICBOOOKAEHUEMY,
«JIeKapCTBEHHAs! bopma c 3aMe/UIEHHBIM BBICBOOOXKICHHEM»
(prolonged  release  dosage forms) —  nekapcerBeHHble  (opmbl
¢ MOAM(DUIMPOBAHHBIM BEICBOOOXM/IEHHEM, XapakTepusylomuecs Oolee
ME/UIEHHBIM  BBICBOOOJKAEHHMEM, 4YeM Yy  JICKapCTBEHHbIX  (opm

CO CTaHIapPTHBIM BbICBOﬁO}I{LLEHHBM IpH TOM Ke NyTH
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BeejeHMsl. IlpononrupoBanHoe  BbICBOOOXKAEHHE JIOCTUraeTcsi IyTeM
pa3pabOTKU CIELHaJIbHOrO cocTaBa W (MJIM) crelraaibHON TEXHOJIOTHH

IIPpOMU3BOACTBA,

«nekapcTBeHHass ¢opmMa €O CTAHAAPTHBEIM  BLICBOOOKIEHHUEMY,

IeKapCTBEHHAS dopma ¢ HEMEe/IJIEHHBIM BBHICBOOOKICHUEM
(conventional release dosage form) - nekapctBennHas ¢opma
BHICBOOOM/IEHHEM  NCHCTBYIOIIEr0  BEIIECTBA,  [IPEJHAMEPEHHO  He

MOAMGULUHPOBAHHBIM € T[OMOUIbIO  CHENHANBHOrO cocrtaBa W (WIH)
CrielMalibHON  TexHoJoruu  npoussoactsa. llpodgune  pactBopenus
JICHCTBYIOIIIEr0 BEIIECTBA TBEPALIX JIEKAPCTBEHHBIX (DOPM CYIIECTBEHHO
3aBHCHUT OT BHYTPEHHHX CBOMCTB TOTO BEIIECTBA;

«TIOTPENIHOCTh  MpOrHO3upoBanusy (percent prediction error) —
BbIpAXKEHHAsl B MPOLEHTAX MNOTPEUIHOCTL [IPOTHO3UMPOBAHUA KOHLIEHTpaALUH
JICHCTBYIOIICTO BELUECTBA, KOTOpas pacCUYMTHIBACTCS [0  ClEayIOLIeH

(dhopmye:

HabawoaaeMoe 3HaYeH e — IPOrHO3HPYeMOoe 3HaYeHHe
PE (%) = x 100;
HabyolaeMoe 3Ha4YeHHe
«CepHH ¢ TpemenbHBIM cojiepxannem» (side batch) — cepun,

COOTBETCTBYIOLIHC nmpeamnojiaracMomMy BEPXHEMY UITHU HUKHEMY
npeneny  crneuudukanuu BbICBOOOMK/IEHUSI in vitro,  Kotopas
coCTaBJieHa Ha OCHOBAHHHU OIMHCAHHOI'O IIPpOMU3BOACTBEHHOI'O IIponecca
nyTem YCTAHOBIICHHS ero apaMeTpos B AMana3oHe
MaKCUMaJIbHOU B&pH&6€J]bHOC'l’H, (]‘)KH,[lEleMOf’I 1o pe3ybTaram
UCcCeOBaHuil 10 BATUAUK IIpoLecca;

«cpeanee BpeMsi abcopbuum» (mean absorption time) — Bpems
JOCTHUIKEHHA ,lleﬁCTBleLLth-i BEIIECTBOM CHCTEMHOTI'O
KPOBOTOKAZ € MOMEHTa TIPHUMEHEeHHs JIeKapCTBEHHOro  Mperapara,

PaBHOEC cpeanemy BpEMEHH [mpoLeccoB BblCB060}K)leHPIﬂ



.
M abcopOuMK /n vivo BBHAY UX TMPOTEKaHUsl BO BXOAHOM KOMIIApTMEHTE
(kamepe):
MAT = MRT,;.,; — MRT,,,

rue:

MRT,,q — cpennee BpeMs YAEp)KHUBaHUS JEHCTBYIOIIEro BeLIECTBA
[IpH 1pUeMe BHYTPb;

MRT;,, — cpennee BpeMs yJepKHBaHUs JCHCTBYIOIIErO BEIIECTBA MPH
BHYTPUBEHHOM BBEJICHUY;

«cpeaHee BpeMsl pacTBOpeHus in vitro» (mean in vitro dissolution
time) —cpezree BpeMsi pacTBOPEHUs JIGKapCTBEHHOTO Npernapara in vitro:

[2(M® - M (1) dt
MDTyjtro = = M ’

rie:

MDT,¢ro — cpenHee Bpems pacTBOPEHHS JIEKapCTBEHHOIO Mpenapara B
MO/1€JIBHOM pacTBOpE;

M(t) — KonuyecTBO JAEHCTBYIOUIErO BelIeCcTBa JIEKapCTBEHHOIO
npenapara, Iepelledlee B pacTBOP K - ONpe/e/leHHOMY MOMECHTY
BpEMEHH /;

M"™ — KoaudecTBO JCHCTBYIOLIEr0 BEIECTBA JIEKAPCTBEHHOIO
npernapara, Nepexonsiuee B pacTBOP I[IPH YCIOBHH IKCTPANOIUPOBAHUS
BpeMeHu Ha0Ito1eHnsl B 0ECKOHEUHOCT;

«cpejiHee BpeMsl pacTBOpeHust in vivo» (mean in vivo dissolution
time) — cpenHee BpeMsl pacTBOPEHHs JIEKAPCTBEHHOro Nperapara in vivo,
KOTOPOE paccunTHLIBACTCS MO cleayiomeit popmyre:

MDTs41ia = MRTgg1ia — MRTg1utions
rac:
MRTsp1iqa — CpeiiHEe Bpemsi yaepsKUBaHUsl JeHCTBYIOIIEro BellecTBa

NpH MpUEMEe TBEPIOH JIeKapCTBEHHOK (POPMBbI;
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MRT sopion — CpeJiHEE Bpems YyJep>KMBaHHs JIEHCTBYIOLIEro BelllecTBa
[1IpH BBEICHUH PACTBOPA;
«cpejiHee BpeMsl yAepyKHBaHusl in vivoy (mean in vivo residence time) —
cpelHee Bpems YJ/IepKHBaHHUs JACHCTBYIOIIEr0 BELIECTBA B OpraHusMe,

KOTOPOE pacCUMTHIBACTCS T10 clieytoliei popmyJe:

MRT = AUMC
- AUC’
rje:
AUC (area under the curve) — monHas IUIOMmIAAb IO

(hapMaKOKHHETNYECKOH KPUBOH «KOHLIEHTPALHS — BPEMSI»,

AUMC (area under the moment curve) — nojiHas nioum@amb Mo KpUBO
MEPBOr0 MOMEHTA (ITPOU3BE/ICHNE BPEMEH! Ha KOHLICHTPALHIO — BPEMSI»;

«CTATUCTUYECKHE MOMEHTBhI» (Statistical moments) — mnapameTpsl,
ONUCHIBAIOLLINE XapaKTepUCTHKH 3aBUCHMOCTH KOHLIEHTPaLliH
NeHCTBYIOLIEro BelecTBa B I1a3Me OT BpeMeHH (IUIoLalb, CpejiHee BpeMs
yAEpIKUBAHUSl M JIUCTICPCHST CPEIHEr0 BPEMEHHM Y/CpXKHBAHUS) U CKOPOCTH
KCKPELIUH €ro ¢ MOYOi;

«ycnoBUs JocTaTouHOTO pazbasineHus» (sink conditions) — ycioBus,
MpU KOTOPbIX KOJUYECTBO BEIIECTBA B pacTBOpe TpU  3aBEpIICHHH
MCIBITAaHUST Ha pacTBopeHue He npesbimaetr 30 % 0T KoHIEHTpaluu

€ro B HaCbILIEHHOM pacTBOpPeE.

1. O6nacTe npumeHeHus

7.B  Hacrosimem PykoBomcTBe — ycTaHaBiMBaKTCs — TpeOOBaHHS
K Ka4ecTBY JICKaPCTBEHHBIX (OpM ¢ MOIM(PUIIHPOBAHHBEIM BBICBOOOKIEHHEM
Ul TpUeMa BHYTPb, B YaCTHOCTH TpeOOBaHUS K (hapMaleBTHYeCKON
pa3paboTke W NpOBE/IEHUI0 MCHBITaHuil in vitro. Hacrosinee PykoBoacTo

OXBaTBIBACT JIEKAPCTBEHHLIE (l)Oprl AL [IpyueMa BHYTPbL  TOJIBKO
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C MPOJIOHTHPOBAHHBIM BBICBOOOIK/IEHHEM H OTCPOUEHHBIM (OTIOKEHHEIM)
BHICBOOOJKIIEHMEM, OCHOBAHHBIM Ha TMPHHIMIE TacTPOPE3UCTEHTHOCTH
(ycToituMBOCTH K AEHCTBUIO JKEIy10YHOTO cOoKa). JlekapcTBeHHble Gopmel ¢
MYJLCUPYIOLIUM H YCKOPEHHBIM BBICBOOOXN/IEHHEM He BXOJAT B 00JaCTh
npuMeHenus Hactoswero Pykosojcrsa. JlexkapcTBeHHBIE  GOpMBI €
OTCPOYEHHBIM (OTJI0XKEHHBIM) BEICBOOOXKACHHEM, pa3paboTaHHble HA OCHOBE
JPYIUuX TPUHLMIIOB, B TOM YHCIEe ¢ BBICBODOXKIEHUEM B ONpeAesIeHHOi
o0JlacTH JKesyIOYHO-KHIIEYHOTO TpakTa, I10J BJIUSIHUEM OIpeAeIeHHOro
Tpurrep-paxTopa (Hampumep, (EpMEHTOB) HIM B OIpeIelieHHOe BpeMs
Mocsie NpueMa BHYTPhb OTAENILHO HE paccMaTprBaroTCsl,

8. [Tonoxenus HACTOSIIErO PykoBozacTBa B OTHOIIIEHHH
JEKapCTBEHHBIX  (GopM ¢ MPOJOHTHPOBAHHBIM  BBICBOOOXKIEHHEM
s [pUeMa BHYTPb pacHpOCTpPaHAKOTCA Ha JIpyrue JIeKapCTBEHHBIE
dbopmbl ¢ MOAU(HUIUPOBAHHBIM  BBICBOOOXKIACHHEM, TMpPESIHA3HAYEHHbIE

JUlsl IpUeMa BHYTPb WIIH JIPYTOro IyTH BBEICHHS.

[V. JlekapcTBennbie Gopmbl 18 IpUeMa BHYTPh
C IIPOJIOHTHPOBAHHBIM BLEICBODOXK IeHHEM

1. ®apmanerruyeckas paspaborka
OcHOBHBIE TTOJIOKEHUS

9.KauecTBo  nekapcTBeHHBIX  (OPM € [POJIOHTMPOBAHHLIM
BLICBOOOJKJIEHHEM  HETMpPEPHIBHO  COBEPIIEHCTBYETCS B MpoLecce
pa3pabOTKM HOBOrO JieKapcTBeHHOro mnpenapatra. llogbop cocrasa
TIEKapCTBEHHOr0 TIpemnapara TPOBOAWUTCS Tpu pa3paboTke Ha cepusix
nebonpmioro  macwrtaba ¢ y4eroM  (DM3MKO-XMMWYECKHMX  CBOMHCTB

JEHCTBYIOIIEr0 BELIECTBA, €ro CTadMIBHOCTH U XapaKTepUCcTHK abcopOiuun
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B KeJly/l0uHO-KuleunoM Ttpakre. [locie noadopa KOMIIOHEHTOB cocTaBa
JIEKapCTBCHHOTO npernapara HAYUHAETCs] MOCIeA0BaTe/IbHOE
MaclTadupoBaHHe IPOM3BOJACTBEHHOrO Ipoliecca. B TeueHue ykazaHHOIO
BPEMEHH  MPEJIIOJIaraeTes BBIMOJIHEHHE KOPPEKTHPYIOUIUX  JIeHCTBUI,
HEOOXOMMBIX JUIsl OCYLIECTBICHHs TOJIHOMAcCIITaOHOIrO MPOHU3BOACTBA.
Takue KoppeKTUpyloLne AeHCTBHSA MOTYT CBOJUTHCS K H3MEHEHHIO COCTaBa,
MPOM3BOJACTBEHHBIX MPOLIECCOB, 00OPYAOBaHHS WKW [POU3BOACTBEHHON
[UIOLIAJIKH.

10.B  wnexoTopeix cmyyasix KOPpPEKTHPYIOLIHE JEeHCTBUS MOIYT
OKaszblBaTh  BJIMSIHME  HA  CBOHCTBA  JIEKAPCTBEHHOI'0  Mpernapara.
B cBsi3u ¢ aTUM cnenyeT pa3paborarb MCnbITaHHE HA PacTBOPCHHE in Vitro,
ciocobHoe  OOHapyX HMTh  U3MEHCHHMS, KOTOpble  MOIYT  IIOBJIUSTH
Ha 3QPEeKTHBHOCTL UM O€30IIaCHOCTH JICKAPCTBEHHOI'O [1penapara.

11. dapmaneBtudeckast pa3zpaboTka JIOJKHA YCTAHABIUBAThL CBSI3b
(KaueCTBEHHYIO MWJIM KOJIMYECTBEHHYI0) MEXIy (apMaKOKHHETUYECKUMH
nmapamMeTpamMM IpH BBICBOOOXKACHHMH JICHCTBYIOLLEIO BElECTBA N Vivo
1 CKOPOCTHI PACTBOPEHHUS 71 Vilro.

12. CoctaB nekapcTBeHHOM (popMbl, 1ojobpanHblii pu paspaboTke,
JOJUKEH — OLIEHHMBAaTBhCA B PaAsIHYHBIX  YCIOBHAX  PacTBOPEHHs

AJIs1 OTIPEACI/IEHUST €Tr0 YYBCTBHTCIIBHOCTH (YCTOﬁ‘{HBOC’I'H) B OXHIAdEMBIX

OKPYKAarUIHX QJHSHOJ'IOFH‘JBC KHX YCIOBHAX rnocmnie BBEJICHHW 4.
,HHCKPHMH HallHOHHas CrocoOHOCTE yCJlOBHﬁ ITpOBCICHHA
PICH]&:ITHHHPU*I, BblﬁpaHHBIX JJ1A PYTUHHOTO KOHTPOJIA, MOKEeT

OMPEeNeNnATLCS MyTeM CpPaBHEHMS JIaHHbIX PACTBOPCHHA in Vilro W JaHHBIX
OMOAOCTYNHOCTH Pa3sIUYHBIX COCTaBOB. PexoMeH/yercsi ycTaHaBIHUBAThb
KOoppensiiuio  in vivo — in  vitro. Tlpu Hanu4uM  KOppesuHu
in vivo — in Vvilro ypoBHs A HCHBITAaHHE HA pacTBOpEeHHE TMocje

COOTBBTCTBnylHCﬁ BalIngalllH MOKHO HCITI0JIb30BaTh B KayeCTBE
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KBATM(QUUUPYIOLEr0 MeToAa KOHTpOs, 00Jajaloliero pejieBaHTHOCTHIO
In vivo, B TO BpeMs KakK IIPH OTCYTCTBUH KOPpEeIAUMH in vivo — In vilro
YPOBHSI A HUCIHBITAHHE MOXET MCIIOJIb30BATHCH TOJIBKO B KAYECTBE METO/a
KOHTpPOJIs KayecTsa.

13.Ecnu koapduument macmrabupoBanus npesbiluaet 3HadeHue 10
(mo cpaBHeHHIO ¢ 1abopaTopHO# (OMBITHO-NPOMBILUIEHHOMH) OHocepHeii),
B Lenax BepHUKaLMK BLIOpaHHEIX YCIIOBH MpOBEICHUS
MCIIBITAHMST HA pPacTBOPEHHE B YacTH [NPUTOJHOCTH JUIs  BBIIYCKa
KJIMHUYECKOr0  Marepuasia, maciitabMpoBaHusi M MPOU3BOIACTBA 10
3aBeplIeHHH MaclITaOupOBaHUs HEOOXOAMMO CPAaBHUTHL JlaDOpaToOpHbIE
(ONBITHO-MPOMBIIUICHHBIE) CEPUH € MOJHOMACIITAOHBIMH MPOMbIILICHHBIMH

CEPHUSIMH B UCCJIEIOBaHUH 6HOHOCT}’T1HOCTH.

TeparneBTUYCCKUE LN U TPUHIUTT
(PYHKLIHOHHPOBAHHUS CUCTEMbl BEICBOOOXKICHUS

14. HeobxoauMo ykasaTb TepaleBTHYeCKue el M 00OocCHOBaHHE
CO3aHus JICKapCTBEHHOM (hopmbI e MPOJOHTHPOBAHHBIM
BeicBOOOXKeHHeM.  CreayeT  ykasaThb  3HauMMBble I pa3paloTKu
JIEKapCTBEHHOI'0 IIpenapara (GapMakoKUHETHYecKHe napamerps! (miomaib
MOA KPUBOH «IUIa3MeHHasi KOHIEHTpallMs — BpeMs» C MOMEHTa IpHeMa
nekapctBeHHoro  npenapara  (AUC), makcumanbHasi — njia3MeHHas
koHUeHTpauust (Cax), BpeMs AOCTHIKEHHS MaKCHMMallbHON IIa3MEHHOI
kouueHTpauu# (1), epuoa nosyBeiBeicHUs U3 maa3Mel (t,)) U Gu3NKo-
XUMHYECKHE XapaKTePUCTUKH dapmaeBTHYECKOH cyOcTanimum
(pacTBOPUMOCTL  MPH  pa3nu4HbIX  3HaveHusax pH, kosdpduument
pacrpeesieHus, pa3mMep 4acTull, noauMopdusm).

15. Heobxoaumo [IpeICTaBUTh oApoOHy10 nHpopmalo

O  BCIIOMOTaTreJlbHOM  BellecTBe  (BCrOMOrareabHbIX  BEILECTBAX),
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KOHTPOJIMPYIOILEeM (KOHTPOIMPYIOLIKX ) BLICBOOOXK/AEHHE, @ TAK)Ke TIPUBECTH
CCbUJIKM Ha HOPMATUBHbIE JOKYMEHTHI 1O (hapmaneBTH4YecKoi pazpaboTke.

16. Heobxoaumo ompcate CAEAYIOUIHE XapaKTePUCTHKH CHCTEMBI
MPOJIOHTHPOBAHHOIQ BHICBOOOK/IEHHMS:

a) cnoco® JAOCTHXKEHUS TMPOJOHTMPOBAHHOTO BBICBOOOXKACHHUS (THII
MeMOpaHbl, MaTpuLia U T. 1.);

0)MexaHU3M M KHHETHUKa BbICBOOOKeHUd (U dy3us, spo3us, ocMoc
U T. JI. WM UX KOMOUHAIIMHU);

B) TUIl CUCTEMBl (HampuMmep, Hepacnajaiollascs LejdbHas eIuHuLa
JekapeTBeHHOH QopMmbl, pacnagatomasics Tabiaerka (karcysa), coaepikamas
rpaHyJibl (MeJIeTsl), U T. 11.).

17. HeobxonuMo moaTBepAUTH, YTO Ipenapar ¢ MpOJIOHTMPOBAHHBIM
BHICBODOIKACHHEM COXpaHseT XapaKTEePHCTUKH BBICBOOOKICHHUS
JIefCTBYHOLIETO BelllecTBa HEe3aBHCHMO oT BapHadeIbHOCTH
(usnonornyeckux ycnommit. Takue W3MEHEHHUS 3aBUCAT, HaNpUMep,
OT BpPEeMEeHHW TpaH3WTa Yepe3 IKeNYAOK M KHIIEUYHHK, BO3ICHCTBHS
MUILIKM, COCTABA JKEJIYJIOYHOIO W KHIIEUHOTO COKa TIPU MaTOJOIMYECKHX
COCTOSIHUSIX U OJIHOBPEMEHHOTO MOTPeOIeHUs aTKOT OIS,

18. JlekapcTBennble GOpMBl € MPOJOHIHPOBAHHBIM BBICBODOXKIACHHEM
JUlss  npdemMa  BHYTpPb  HE  JO/UKHBI ~ UMETh  Pa3ldesIUTEeNIbHOM
pucku  (ecsM  TOJBKO  9TO  He  OOOCHOBAaHO  CrelMalibHbIMU
MCCIICIOBAHMSAMK), TakK Kak  pas/ielieHHe  JIeKapCTBEHHOH  (hopMEI
¢ MOAM(GHUUMPOBAHHBIM BBICBOOOKIEHHEM WM APYTHE MaHUIYJISAIHA
¢ JIEKapCTBEHHLIMH IpenaparamMu ¢ MOJAH(GHUIMPOBAHHBIM BLICBODOKIEHUEM
MOTYT OTPHLATEIbHO CKa3aThCs HAa XapakTepUCTUKaX MOAU(PHIIPOBAHHOIO
BLICBOOOKICHMS M3 JeKapCTBEHHOM hopmEl, 4TO MOMKET
MPUBECTH K MAEMIMHTY J03bl. JlloOble pekoMeHAallu 10  pazjie’cHHIO

JeKapcTBeHHOH  opMbl ¢ MOJAM(MUIMPOBAHHBIM  BBICBOOOKIECHHEM
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JIOJDKHBI  COMPOBOXAATLCS  HAyuyHbIM  00OCHOBaHMEM 00 OTCYTCTBHH
BJIMSIHUSA paslefleHuss  Ha  XapaKTepHCTHKH MO HIIMPOBAHHOTO
BBICBOOOJKIICHHS, B TOM YHCIIE pe3yJibTaraMu MCCIeN0BaHUM in vitro v (vim)

in vivo.

Pa3paboTka METOMK HCTILITAHHS
Ha pacTBOPEHHUE in Vitro

19. Cxopocth BbICBOOOMACHHUS JI0JDKHA ObITh OMNpeesieHa in vitro
C [OMOIIBIO METOJMKM HMCIbITAHMSI Ha pacTBopenue. Paspaborka
MOAXOASIIeH MeTOAMKHM HCOBITAHUSI J0JDKHA ObITh OCHOBaHa Ha (U3UKO-
XUMUYECKMX XapaKTepUCTHKAX in Vifro W in vivo XapaKTepHCTHKaxX
JISCTBYIOIEr0 BeIlleCTBA W JICKAPCTBEHHOrO [Iperapara C y4yeToM
MeXaHU3Ma BhICBOOOKICHHS.

20. UcnieiTanue Ha pacTBOPEHHE i1 Vilro JIOJDKHO:

YCTaHABJINBATh  PA3NM4Msl  MEK/AY CCpPHSIMH B  3aBHCHUMOCTH
OT KpUTHYECKUX mapameTpoB mpouecca (CPP), koTopbie MOryT OoKasbiBaTh
BJIHSIHUE Ha Tpebdyemyro OHONOCTYITHOCTD;

OMNpEJIeNIATh MOCTOSHCTBO XapaKTEPUCTUK JIEKAPCTBEHHOH (QopMmbl
JIGKAPCTBEHHOI'O IIperapara OT CepUU K cepuu (cepuil i ONOPHBIX
KIMHUYECKUX MCIBITAaHUH, CEepuil Uil MCClleloBaHU  OMOJOCTYITHOCTH
¥ TIPOU3BOJICTBEHHBIX CEPHH);

OINnpejiessiTh  CTAOMIBHOCTH  COOTBETCTBYIOIIHMX  XapPAKTEPHCTHK
BLICBOOOKICHHSI JIEKAPCTBEHHOIO Tipernapara B TeYeHHE 3asiBICHHOIO
MPOM3BOJIMTENIEM CPOKA XpaHeHUs (CpoKa TOMHOCTH) IPH 3asBIEHHBIX
YCIIOBHSIX XPaHEHHUSI.

B cBsA3M ¢ 9TUM cienyeT npoBOAMTE OLEGHKY in Vifro JNEeKapCTBEHHOM
(opMbl C MPOJIOHTUPOBAHHBIM BLICBOOOMACHHUEM MPU PA3TUUHBIX YCIOBHSX

(cpenax pactBopenus, pH (oObiuno B auanazone pH 1,0 — 7,5,
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npu HeoOxoaumocTH 10 pH 8,0), Tunax npuGopos, nepemMeinBaHiy I T. J.).
Heobxomumo omnpenenuTh yClIOBUsL IPOBEAEHHsS MCIbITAHUS, BKJIIOYAs
BPEMEHHBIE TOUKM M 4acTOTy oTOopa npol, obecrieunBaroiide Hanbo by
JIUCKPUMHUHAIMOHHYIO CIIOCOOHOCTh UCTIBITAHUSL.

21. Jlns oOecneuenust Hagiexkamero Koutposas pH Bo Bpewms
[POBEACHUS HCIBITAHHST HA PAacTBOPEHHE JIOJDKEH  HMCIOJIb30BaAThCS
OydepHeiii  pacTBOp nOAXOAsIEH eMKocTH. B mpoTHBHOM — chaydae
MOXKET BO3HUKHYTb HEOOXOZMMOCTH KOHTposmpoBaHus pH  cpens
B Te4yeHHe Bcero wucnbiTaHusi. Ecnu B cpeny pacrtBopeHus: ao0apisieTcs
NOBEPXHOCTHO-aKTUBHOE BELIECTBO, €ro BHIOOP M KOMUYECTBO HEOOXOIHUMO
obocnoBate.  Heobxomumo obecneyuTs  IMOCTOSHCTBO KauecTBa
[OBEPXHOCTHO-AKTUBHOI'O BEILIECTBA MEXK/LY CEPUSIMHU.

22. NobapneHue (bepMeHTOB B cpeny pacTBOPEHUs
IPEACTAB/ISIETCS. IpPUEMIIEMBIM, a B OOOCHOBAaHHBIX IPOM3BOJUTEEM
JEKapcTBEHHOrO Iperapara ciy4dasx jJaxe Ilernecoo0pasHbIM (Harpumep,
npu He0OXOAUMOCTH JIOCTABKH JIeKapCTBEHHOT'O cpeacTBa
B TOJICTYXO KHIIIKY MOCPEACTBOM JKEMaTHHOBBIX Karicyn). [lpu noGassiennu
(epMEeHTOB B Ccpeay pacTBOPEHHs JOJDKHBI  OBITh  000CHOBaHbBI
UX  TAN W KOHueHTpauus.  Kpome  Toro,  JOJKHO  OBITH
0becreYeHO TOCTOSHCTBO KavecTBa (DEpPMEHTOB OT CEpHH K CepuH,
B ToM uuciie akTusHocTd (ME/Mr win ME/Mit) unu KoHueHTpauuu (Mr/mi)
COOTBETCTBEHHO. YKa3zaHHas B @apmakonee EBpasuiickoro 3KOHOMHYECKOro
coroza (mamee — @apmaxomes Coro3a) KoHueHTpauust QepMeHTa
B MCKYCCTBEHHOM JKENy/IOYHOM COKe (MMHUTAIUSI JKeIy/IOYHOr0 COKa),
MCKYCCTBEHHOM  KHIIEYHOM  COKe  (MMHTalMs  KHIICYHOTO  COKa)
3HAYUTENIBHO  BBIIIE COOTBETCTBYIOMINX  (PM3MOJIOTMYECKMX  3HAYEHUIA.

H€06XO,HHMO MCTIOJIB30BaTh 00OCHOBaHHbBIE KOHUEHTpaluH (l}epMeHTOB,
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€CJIM OHU SIBJISKOTCS COCTABHOM YacThIO MEXaHU3Ma KOHTPOJISl pacTBOPESHHMS.
Hcnonb3oBanue OuOpeneBaHTHOH cpe/lbl MOXET YIYYIUHUTh KOPPEJsHK
C  JJaHHBIMH  in  vivo W ODHapyXuThb  BO3MOXKHOE  BJIMSIHHE
ITHLLIH.

23.00bem  cpeabl  pacTBOPEHHsS  MNMPEANOYTHTENBHO  JOJDKEH
00ecre4YuThb YCJIOBHS JOCTATOYHOrO pa30aBIeHHSL.

24, Jlna nekapcTBEHHBIX (GOPM, HMCIOIIMX KUHETHKY BbICBOOOXKIEHHS
HYJIEBOIO  1Opsiika (¢ JaTeHTHbIM  nepuojoM uiau  06e3  Hero),
MPEANOUTHTENLHO YCTAHOBUTHL CIHEUM(HKALHIO CKOPOCTH PACTBOPEHUS
(B BHOE 3HAYEHHsI KOJIMYECTBA JACHCTBYIOLIErO BellleCTBA B TIPOLEHTAX
3a4BJIEHHOIO KOJIMYECTBA 3TOTO JEHCTBYIOIIEro BElIeCTBA B JIEKapCTBEHHOM!
(opme, mepexoasero B pacteop 3a | oJuH 4ac («IpoUEHThl B Yacy) s
3aIaHHOTO  MpPOMEXKyTKa BpeMeHu). B nemsx oOocHOBaHUsS TOTO, 4YTO
JIEKapCTBEHHYI0 (DOpMYy MOKHO paccMarpuBarh Kak (OpMYy € KHHETUKOMH
BLICBOOOXKICHHSI HYJIEBOro [Opsijika, JOKHA ObITE  JIONOJIHUTENBHO
npencTaBneHa rpapuyeckas 3aBUCHMOCTb CKOPOCTH PacTBOPEHHS OT
BpeMeHM  pacTBopeHus.  JlonojHutenbHble  MOAPOOHBIE  CBEAEHMS
OTHOCUTENLHO BEIOOpa Tpubopa, YCIOBHH  WCHBITAHMS, Bajgugalluy
(xBamuduKaMU) U KPUTEPHEB MPUEMIEMOCTH coaepkatcs B Papmakornee
Cotoza.

25. Ocoboe BHUMaHHE clie/lyeT Y/ensiTh BaKHOCTH JTI000ro H3MeHeHHs
CBOHMCTB (papmalieBTHYecKOW cyOcTtaHnuuu (Haripumep, pasmepa 4YacTHil,
noauMopdhuzma), BCTIOMOTATEIbHBIX BEIIICCTR, KOHTPOIUPYIOLINX
BhICBOOOXKAEHHE (HampHUMep, pasMepa 4acTull, reneodpasyloumx CBOWCTB),

H Ipohecca 1npous3BoJACTBa ¢ TOUYKH 3pEHHA UX BIIHAHHUSA Ha GHOHOCT)'HHOCTIJ

in vivo.
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26. Meroauka  KOJHMYECTBEHHOTO  OMNpEJC/eHUsl  JCHCTRYIOMIErO
BELLleCTBa B npodax pacTBOPEHMUSI JOJKHA OBITBH
BAJIMIMPOBAHA B COOTBETCTBUU C aKTamH, BXoasmuMu B mnpaBo Corosa,
C Y4eTOM CTAOMILHOCTH ISHCTBYIOLIETO BEIeCcTBa, paCTBOPEHHOTO B cpejie,
1 BJIMSIHUS BCIIOMOTaTelbHBIX BEILECTB.

27.Jlns  pasiMuyHbIX  JIO3UPOBOK  OJHOTO M TOTO  IKe
JEKapCTBEHHOr0  Mpemapara  CAeAyeT  MCI0JIb30BaTh  WACHTHUYHbIE
WIH,  €CJIMk  HEBO3MOXKHO,  COMOCTABUMBIC  YCJIOBUSI  IIPOBEIEHHUs
UCITBLITAHUSL.

28.B npoliecce pazpaboTKu pe3yibTaThl UCTIBITAHUH
Ha pacTBOpeHHMe [m  Vifro JUIs  K&XKJA0M €JMHMIBLI  JIEKapCTBEHHOH
Gopmel,  uUX  cpeaHee — 3HAuUeHHWe M Mepa  BapuabelbHOCTH
(HarpuMep, CTaHJAPTHOE OTKJIOHEHHE MM 95-npOueHTHBIH 10BEpUTENbHBIN
HHTEPBaJI) JIOJIXKHBI OBITH PeACTABJICHBI JUTst KK 10
BpeMEeHHOH TOoukH. Fcnons3oBaHue JpyrHX CTATUCTHMUYECKMX IOJIXOJOB
Heobxonumo obocHosath. llpoduns pacrBopenus in  vitro cnenyer
ONpejensaTs JJIsi  BCEX JIO3MPOBOK M JIOOBIX W3MEHEHHMH cocTaBa

M (wiM)  npouecca  NPOM3BOJACTBA  JIEKAPCTBEHHOTO  Ipernapara

rnpu ero pazpadborke.

JIMCKpUMMHALIMOHHAS CIIOCOOHOCTH

UCIBITAHUS HA PACTBOPEHUE 1 VIlFO
29.HeobxonumMo  J1okaszaTh, 4YTO MCHBITAaHHWE HA  pacTBOpEHUE
in vitro TIpM BBIOPAHHBIX YCIIOBMSIX CIIOCOOHO JIMCKPUMHHUPOBATH
cepuu JIEKapCTBEHHOTO npenapara c MpHEeMIIEMBIMH

W HCIIPUCMIJICMBIMH XaPaKTECPUCTHKaMH BBICBOGO)KHCIIHH.
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30. JuckpuMHHALMOHHAS CIOCOOHOCTL HCIBITAHUS HA PACTBOPEHHE
in Vitro MOXET TOJATBEPKJIATbCS OJHUM M3 CIEAYIOIIMX CIOCODOB,
yKa3aHHBIX B ITOPsiAKe BLIOOpA UX [IPUOPUTETHOCTH:

a) BKJIFOUEHHE B HCHOBITAHUS HA pPAcTBOpPEHHME [n  Vilro cepuid
NIeKapCTBEHHOTO npenapara, He NOKa3aBLINX MpUEMIIEMBIX
(apMaKkoKMHeTHYECKMX  mapamMeTpoB  in vivo. Ha  ocHoBaHum
pe3yJbTaToOB  MCTBLITAHUS MOTryT OBITH  COCTaB/ieHbl  CrielHpUKALNH
ISt oTOpaKoBKH TaKuX cepuil Ha OCHOBAHHH JAHHBIX
PacTBOPEHMS, YTO MOXKET ObITh KOJMYECTBEHHO OOOCHOBAHO C I[OMOLIBIO
BAJIMAUPOBAHHONW KOppemsiluu in  vive — In vitro, pa3paboTaHHOM

C ydeToM cepuif ¢  HenmpuemyieMbIMH  (PapMAKOKMHETHYECKHMHU

rapaMeTpaMu;
0) rpu OTCYTCTBUH cepuit JIEKapCTBEHHOTO npenapara
C HempueMjeMbIM TNpoduieM [OBEJEHUs in  Vvivo — CpaBHEHHEM

JAHHBIX PACTBOPEHWS CO CPEeJIHUMH 3HAYEHHSMH (apMaKOKHHETHYECKOrO
nmapamerpa (ToueuHas OLEHKA) B UCCACAOBAHMUIX (PAPMAKOKHHETHKH ik Vivo
[PU MOMOIIMA MPOBEPKH PAHTOBOI'O MOPSsiKa pe3yibTaToB;

B) IIpH HEBO3MOKHOCTH OCYILECTBIIEHUS NIpUMEHEeHMSI
MOJOKEHHH  MOJANYHKTOB  «a» W «O»  HAcTOAMIEro  MyHKTa —
lIeJICHATIPaBICHHEIM ~ M3MEHEHHEM XapakTEepUCTHKM  (hapMaleBTHUYECKOH
cyOcTtanuuu  (Hanpumep, M3MEHEHHWEM  [10Kas3aTelsl  paclpeaesieHus
YacTHll 10 pasmMepamM), cocTaBa W (MJIM) MapaMeTpoB IPOH3BOJACTBEHHOI'O
nporecca s MOTYYCHHS pa3iuyHbIX NPOQUIICH pacTBOPEHUs in Vitro
6e3 moMyueHHsS JIAHHBIX HCIHBITAHWSL in Vivo [ TeX JKe CepHil.
HeoOxoauMo  npuHsiTh  BO  BHHMaHHe, 4YTO ITOT CHOCOD  MOMXKeT
MpUBECTH K Ype3MepHOH IUCKPUMHMHALMM, TO €CTb JaXKe CepuH
C npuemsieMbiM  npoduiieM  [OBEAEHUST i Vivo  MOTYT  ObiTh

O?‘Gp&KOBaHbl C MOMOIIBIO TAKOI'O METOda KOHTPOJIA Ka4veCTBa.
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Hccnenosanue OHO0CTYIIHOCTH

31.HeoOxomumMo mpeAcTaBUTh KpaTKoe ONHCAHWE HCCeOBaHuM
OMOJOCTYITHOCTH, KOTOPOE BK/TI0OYaeT B cedst MH(pOpMaIuio o:

a) papMakoOKMHETHUKE (AUCo—t;,. )5 AUC g—c), Griix) u
B COOTBETCTBYIOLIMX Cllydasx Apyrue 3HauuMble (apMaKOKMHETHUYECKHe
napametpsl (Cpi, B paBHOBeCHOM cocTosiHuK, yactTuuHyto AUC, oTHOIIeHKHe
T I ) )

0)Toueunol oueHke ¥ 90-NMPONEHTHBIX JOBEPHUTENBHBIX HHTEpBAIax
(papMaKOKUHETHUECKUX napameTpoB st BOCIIPOU3BEACHHBIX
JICKapCTBEHHBIX [IpenapaTos;

B) IPOM3BOACTBEHHBIX IUIOLLA/KAX H JlaTax IPOU3BOICTBA;

') HOMepax U pa3zMepax cepuu;

1) COCTaBaxX U pe3yJsibTaTax pacTBOPEHUS HCTIONb30BAaHHBIX CepUi.

32.UccnenoBanuss ~ OMONOCTYNHOCTH  HEOOXOAMMO  MPOBOJUTH
C cepusMM JiekapcTBeHHoOro mpenaparta pasmepoMm 100 000 enuHHIl MM
He MeHee 10% or pasmepa cepud NOAHOMACIITAOHOTO TPOU3BOJCTBA,
B 3aBHCHUMOCTH OT TOro, KakoM W3 JaHHBIX TIOKa3aTelieid Oouiblie,
€ClIM  TOJBKO C CEepUsAMHM TaKOro pasMepa He MNPOBOJWIACH OIOPHBIC
KIUHHYecKHe  ucciepaoanusi. Ilpm  sToM  mocrarouHo  mpoBecTH
HCCIIeNOBaHusl  OMONOCTYNHOCTH, HCIOJb3YS CEpUM  JIEKapCTBEHHOTO
rnpernapara MEHbIIIEro pasmepa, ecinu NaHHbIE cepuu
OBUIH TIPOM3BEIEHB CMOCOOOM, COOTBETCTBYIOMIMM IOJTHOMAcCIITaOHOMY
POU3BOJCTBEHHOMY  npoueccy.  Hamnpumep,  ecim  KIMHUYecKue
UCCIeJ0BaHusl I1 (hazbl (BKJIHOYAst (apMaKOKMHETUUCCKHE
MCCICAOBAaHUSl M HCCIENOBaHUST  OMOJOCTYNHOCTH)  IMPOBOASTCS
Ha cepud ¢ Maccod 15  kujmorpamMmoB, TpU  3TOM  yXKe

HHPOBEJIEHBI OINOPHBIE KIUMHHYECKHEC HCITEITaHHU S Ha CEepHUH
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¢ Maccoii 60 KujiorpammoB (NpH 3TOM HCCICAOBAHUS OHOAOCTYIMHOCTH
JlAHHOW  cepuM  OTCYTCTBYIOT), M  Ipeamojiaraercsi, 4ro  Oyzer
nojiHomacirabnoe  npousBoAcTBO cepun B 600  kuiorpamMmoB, TO
MPOBEACHHE AOTMOJHUTEIBHBIX HCCAEOBAHUE OUOIOCTYITHOCTH U151 CEpPUH B

60 KusIorpaMMoOB He TpeOyeTcst.

Cpasuenne npoduiei pactBopeHus

33.B  psjge cioyuaeB Ul YCTAHOBIEHWMS  10J00Ust  JIOJIMKHBL
OBITH COTIOCTABJICHBI MPO(MHUIN PACTBOPEHU, HATIPUMEP:

nmociae  MaciiTabMpoBaHWs,  W3MEHEHHsT  cocraBa W (MIIM)
MPOU3BOACTBEHHOIO MIpoLiecca;

B CIydyae OKCTPAaIoJsilii pe3yJ/ibTaToB in Vivo TpH PETHCTPALNH
pasnUYHbIX JIOZUPOBOK.

[TopoGue npoduneil pacTBOpeHHs I0JKHO ObITh  YCTAHOBIIECHO
C HCHOJb30BaHHMEM He MeHee |2  WHAMBUJYAlbHBIX  3HAYCHHH
s BpeMeHHOW  Toukd. HeoOGxoauMo  ydecTh  BpEMEHHBIE  TOUKH
1 yactory orbopa npolb, yuuTeiBasi (U3UKO-XUMHYECKHUEe in Vifro W in vivo
XapaKTepUCTHKH ACHCTBYIOMIEIO BEIUECTBA M MEXaHHU3M BbICBOOOKACHHUS
JIEKapCTBEHHOIO [1perapara.

34.B cnyyae 5KCTpamoJsIMKM Pe3y/bTaTOB in Vivo TIPH PerucTpailuu
Pa3IHYHBIX JI03MPOBOK JIEKAPCTBEHHOro npenapara (B OTCYTCTBHUE in Vivo
CPaBHUTENBHBIX JIAHHBIX MO BCEM JIO3UPOBKAM MCCACAYEMOro Ipenapara
C IpenapaToM CpPaBHEHHUs) PaCTBOPEHHUE APYIMX JO3UPOBOK HCCIENYyeMOro
nmpenapata cjeayeT CpaBHHTh C JIO3HPOBKOH MCHBITYEMOIO [pernapara,
MCIOJIB30BAHHOMN B UCCII€IOBAHNUU OMOIKBUBAIICHTHOCTH.

35.Cnegyer  cpaBHuthe npobusnm  pactBopeHus. Ilpu  stom

YCTAaHOBJICHHE HX IIO,H,O6HH TAKWKE MOKET TpEﬁOBaTb TMMOATBCPIKICHHA
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CTATHCTHYECKUMH METOAaMH C HCMOJIb30BAHHEM MO/IEIbHO-HE3aBUCUMBIX
MM MOJIE/IbHO-3aBHCHMBIX KPUTEPHEB, TAKUX KAK:

a) OlleHKa JIMHEHHOH perpeccHd A0JM (KOJIMYeCTBAa B [IPOLIEHTAX)
ACHCTBYIOLLEIO BEILECTBAa, PACTBOPHBILIETOCS B ONMpPE/AC/ICHHBIX BPEMEHHEIX
TOYKaX;

0)crarucTuyeckoe cpaBHeHHE mapaMeTpoB pyHKuMK Belbynna;

B) pacueT KodhduumenTa nojpodus;

F) Apyrue MOACJIBHO-HE3aBUCHUMLIC HJIH MOJIEJILHO-3aBUCHMBIE

KpuTepuu (npu 000CHOBAHUH).

YcraHoBlieHHE KOPpesiuu in vivo — in vitro

36.VcnibiTanue Ha pacTBOpEHWE in Vifro SIBISieTCS BaXKHBIM B IEJsIX
obecrieyeHus HEOOXOAMMOro IOCTOSHCTBA KayecTBa OT CEpPHH K CEepHH
W ABJISETCS II0Ka3aTeJleM [OCTOSIHCTBA B Mpejenax cepuH (kKorama Bce
CIMHUIBl JICKAPCTBEHHOH (QOPMBI HMEIOT jKejlaemble (YHKIIMOHAIBHbBIE
XapaKkTepUCTUKH in vivo). IlyTem ycTaHOBNEHUs YETKON KOPPEsIHN MEXKIY
XapakTepUCTUKaMKM  BBICBOOOXJGHUS  in  Vvitro W TlapaMeTpamu
OMOJOCTYITHOCTH i Vivo UCHBITAHWE HA PACTBOpPEeHWEe in Vitro MOXKeT
CIIY)KHTh B KaueCTBE CYppOraTHOro mapkepa IOBEIEHHUs in Vivo, a TakKe
MokasarejgeM  IOCTOSHCTBA  TEPANEBTUUCCKUX  CBOWCTB  PYTHHHO
MPOU3BOAMMBIX CEpHUH JieKapcTBeHHOro npenapara. [Ipm ycraHoBneHuu
KOPPeJISLUN CJIElYET PErucTpUpOBaTh M AHAIM3HPOBATH BapHAOENbHOCTH
nanHblX. Kak npasuno, 4yem BhIIIE BapuaOCIbHOCTL JaHHBIX, HCMOIB3YEMbIX
AUt pa3paboOTKK KOPPEISIUMH in Vivo — in vilro, TeM MEHbIlIe YBEPECHHOCTh
B OIEHKAX I1apaMeTpoB MOJEIM W TeM BbllIE HEONpeAC/ICHHOCTh B ee
[IPOTHO3UPOBAHUH MOBEJACHUS in Vivo.

37. YcranoBneHnHasi KOppensiius in vivo — in vitro ypoBHS A 103BOJISET

COKpPaTHUTL  YHUCIIO UCCJICJIOBAHUN in  Vivo B IIponecce p83p360TKH
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JIEKapCTBEHHOTO Mpenapara, UCIOJIb3yeTCsl B COCTABICHUH creuu(puKaimi
M COJNCHCTBYET MNPHUHITHIO OIPEIACIICHHBIX PEryISTOPHLIX  pelleHun
(Hanmpumep, MacwiTabUpoBaHME K BHECEHHE  ITOCTPETHCTPALIMOHHBIX
u3MeHeHui). B o910l CBsi3M 3ad4BUTENb JOJDKEH PACCMOTPETh BO3MOXKHOCTh
paspaboTKK Takoil KOppessiliuK in vivo — in vitro. Kpome Toro, ycTanoBieHue
KOPPEJSLHU in Vivo — in Vilro YpoBHSA A T03BOJII€T YBEPEHHO MCIIOIB30BaTh
UCIIBITAHHWE Ha PacTBOPEHUE KAK WHCTPYMEHT YIIPABJIEHUS WU3MEHEHMSIMU.
B kadecTBe albTepHATUBBI JUIsl CPaBHEHUS [n Vifro W [n Vivo NaHHBIX
JOIMyCKAeTCsl  MCMOJB30BAaTh  MEXAHMCTHYECKYIO  MOJeNb  (Hanpumep,
(papmMaKoKMHETHYECKHE MOJIeNn, OcCHOBaHHbIe Ha (usnosioruun (PBPK)).

38. Banunaius KOppensiuu in vivo — in Vifro ypoBHsI A 3aKII04aeTcs
B IOATBEPXKIACHHH JOCTATOYHOCTH €€ [POrHOCTHMYECKOM CrnocoOHOCTH.
Koppensiuus in vivo — in vitro ypoBHS A ycTaHarIMBaercsi, HampuMep, Ha
OCHOBE METOJMKHU JIGKOHBOJIOLUY, ¢ TIOMOIILIO KOTOPOIl abcopOLuio in vivo
U PacTBOPCHHUE ix Vivo MOXKHO CIIPOrHO3MPOBATH, MCXOAs W3 JIaHHBIX
UCCIIENOBanus (n vitro (YKasaHus 110 YCTaHOBJIEHUIO BHUJA KOPPEISIAU
M3JIO’KEHB! B IPUIIOKEHUH K Hactosuemy PykoBojcTry). Banunupopannas
KOPPEIALUS in Vivo — In Vitro YpOBHS A MO3BOJISIET UCIIOIB30BATh CBSA3aHHOE
C Hell wucrbplTaHME Ha PACTBOPEHUE in Vilro B KadecTBE CYppOraTHoOro
Mapkepa JUis MCCIeJOBaHUN i1 Vivo, TIOCKONIBKY TIOIY4YeHHBIH mpoduib
3aBUCHUMOCTH «KOHIICHTPALUS 77 VIVo — BPEMs» MOYXKHO CIIPOTHO3UPOBATE C
UCIIOJIL30BAHHEM pE3YJIbTATOB MCIBITAHWS HA PacTBOPEHUE in vitro U
YypaBHEHUS KOPPEIAUUU in vivo — in vitro. JlaHHBIN MOIXO0 IpeanoJiaraeTt
CJIe Yy OIIIEE:

Takas, Koppejsuus in vivo — in vifro ypoBHsS C MOXeT HAJeXKHO

HCITOJIB30BaTLCA TOJIBKO AJ1A HHTCPITIOJIALINHA,
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OJlHa MOJIC/Ib KOPPENAUHH in VIVO — in vitro AO/DKHA TPHMEHSTHCS
KO BCEM cocTaBaM JIEKapCTBEHHOH (OpPMBI, HCIOIb30BAHHBIM  TPH
pa3paboTke U BalIUIallMKi MOJEIIH;

KOppesAlMs in vivo — in Vilro HE MOXKET C/IYyKHTb OCHOBaHHEM
npu3HaHUs OMO3KBUBAJIEHTHOCTH JIEKAPCTBEHHBIX TPENapaToB OT Pa3HBIX
3asBUTENICH HA OCHOBAHHH MCKITIOYUTENILHO JJAHHBIX i1 Vilro.

39.Moeinb KOppensitu in vivo — in vitro cieyeT NPUMEHSITh B HENsX
HHTEPIONSILIMY B TpeJeiax JAMuara3oHa AaHHBIX, MCIOJNL30BaHHBIX 15 ee
pa3paboTKH, a He B LENsX DKCTParojisiuu 3a npejenamu ee pabouero
JMana3oHa. YKasaHHbld IPUHLKN HCCICIOBAHUS OCOOEHHO BaXXeH IIpH
nojave 3asBICHUI B perylsATOpHBIE OpraHbl (Hanpumep, 0OOCHOBaHHUE
cequ(UKaLMM  pacTBOpeHHs W B cllydae OuoOBeliBepa), UYTO HMECT
OIpe/e/IsAoIIee 3HAYeHHE MpPH BbIOOpE COCTABOB JEKApCTBEHHOH (opwmbl,
BKJIFOYEHHBIX B UCCJICIOBAHHE KOPPENSLIUHU i1 Vivo — In Vilro.

40. [Ins pa3paboTKu M BalMJALUU KOPpeIsAUMH in vivo — in vitro
pPEKOMEHAYETCsl, KaK T[paBWJio, HCMOIb30BaTh COCTaBbl €  IIMPOKO
BAPbUPYIOIMUMUA  NPOQUISIME  PacTBOPEHUS  in  Vilro,  TIOCKOJIbKY
MCITOJIL30BAHUE COCTABOB C HEOOJIBLIMMK pas3jimuusamMud B MUX Tpoduiisx
pacTBOPEHNUs in Vilro OTpaHUYHUT BO3ZMOMHOCTH JUISl paclUMpeHus AUana3oHa
crieunuKaluy U JIMANa3oHa, B Mpeeiax KoToporo Moxer ObTh 000CHOBaH
OuoseiiBep. Cnemyer yuyHTBIBaTb, 4YTO B Cly4yae KpalWHHX BapHaHTOB
COCTaBOB  MOIYT BCTynmarb B JICHCTBHE  PA3/JWYHBIC  MEXaHH3MBI
BBICBODOK/IEHUS U JpyrHe OuodapMaleBTHUecKue (aKTOpbl, BiWss Ha
3aBUCHMOCTD BLICBOOOKICHHS AEHCTBYIOIIETO BEIIECTBA B YCIOBUSIX in Vitro
M in vivo W TPEenATCTBYs TNOJIYYECHUIO OJHOr0 YPABHCHHUS KOPPEISUHK
in vivo — in vifro, KOTOPO€ OMNUCLIBAIO Obl IMOBEJEHUE BCEX COCTABOB B
npeaenax auarasona, rnpeuioKeHHoro Juis Ouogeiisepa. Mcxoas uz sroro,

COCTABBl AOJIMKHBI OBITH BbleElel TaKHuUM 06[)830[‘:1, yTOOBl TOT K€ CaMbIH
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MEXaHU3M ([0 BO3MOXKHOCTH) KOHTPOJIMpPOBaJIl Obl  BBICBOOOXKICHHUE
JeHCTBYIOUIEI0 BELIECTBAa Kak in vitro, Tak W in vivo. Kak npaBuio, 310
OrpaHHYMBaeT JMana3oH npo(uieil pacTBOpeHus in vifro, ICTIONL3YEMBIX Ha
MpaKkTHKE ISl pa3pabOTKH U BATUAALMU KOPPENALUHH in vivo — in vitro.
41.Ecnu uis nanbHeiiue# paspaboTKu KOppeNsiUK in vivo — in vitro
BIIOCJIEJICTBUM BBIOpAH KpaifHHit cocTap (T. €. COCTAaB C CaMbIM OBICTPBIM MJIH
C CaMbIM MEUICHHBIM pPacTBOPEHHEM in Vilro W3 4HCla COCTaBOB,
MCIOBb30BAHHBIX B KOppeJsiluM  in vivo — in vitro), uenecoobpaszHo
pacliMpyuTh JAWANa30H BalWAALUUU KOPPEIsUUU i1 vivo — In Vilro 1nytem
MOMYUYCHUs HAHHBIX B YCJIOBHSX in vivo s JApyroro cocrasa (¢ 6onee
OBICTPLIM WM MEJJIEHHBIM PaCTBOPEHUEM B 3aBUCUMOCTH OT OOCTOSTEILCTB)
W UCMO/IB30BAHUS ATUX MAHHBIX JUISI BHELUHEH BaJIMAALKMHU CYIIECTBYIOLIEH
KOppensiuuu  in  vivo — In  Vitro WA  TOBTOPHOH  pa3paboTku
M BaIMJaLMU HOBOW KOppesiluu in vivo — in vitro. Takum oOpazoM, BakHO,
4ToObl TJIAHUPYEMBIH 11€JEBOH COCTaB OLUI JOJDKHBEIM 00pa3oM OKpYKeH

Kpaifummu BapHaHTaMH.

2. Cocrarnenue crieuupuKaimii

42. Crienudukarust COCTaBJISETCS C MCIIOIb30BAHUEM
JIMCKPUMUHUPYIOLIETr0 UCTIBITAHUSI HA PACTBOPEHHE.

43.Kak npaBuiao, B cHeUU(MHUKALUIO HA pacTBOpeHHE In  Vitro
JEKapCTBEHHOrO TMpemapara ¢  TPOJOHIMPOBAHHBIM  BBICBOOOXKICHUEM
JUIsl TpUeMa BHYTPb BKJIFOUAETCS He MeHee 3 TOYeK:

a) paHHss BpEeMEHHAsl TOUKA JUIsl HCKITIOUEHHUs] IEMITUHTA /1036l U (HIIK)
VCTAHOBJIEHMS XAPaKTEPUCTUK HArpy304HOM (HayasibHOI) 10361 (OOBIUHO
ot 20 % o 30 % pacTBOPEHHOr0 BELIECTRA);

0)He MeHee OIHOH TOUKH Mg oOecliedeHus COOTBETCTBUA (opme

pousig pacrgoperus (okono 50 % pacTBOPEHHOrO BEIICCTRA);
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B)OjJHA TOuka Jjuisi oOecrneueHHs BLICBOOOXKIeHHs OOJblued 4YacTH
neiicreyromero BemectBa (Q = 80 %). Ecim makcumanbHOE KOJIHMYECTBO
pacTBOpeHHOro BemiectBa cocrapiaser MeHee 80 %, ToO mocnenHei
BPEMEHHON TOYKOH JOMKHO ObITh BpeMsi AOCTHXKEHHS npoduiiem
pacTBOPEHMS CBOETO I1ATO.

44 Jlns JIeKapCTBEHHBIX npernaparos c HYJICBBIM
MOPSIKOM  BBICBOOOXK/IEHWs  crielM(pUKalUsg  CKOPOCTH  (BpeMeHH)
pacTBOpEeHMs JUIS 3aJaHHOTO WHTEpBaJa BPEeMEHHM MOKeT ObiTh Ooliee
MOAXOMSINAs, YeM CYMMapHOE KOJUYECTBO pacTBOPEHHOIO BelecTBa
B OT/IEJIbHOW BpeMeHHO# Touke. Eciu KMHETHKa BLICBOOOMKACHHS HYJIEBOTO
MOpsiIka COYETAeTCss C MEPEMEHHBIM JIar-nepuojioM (BpeMs 3aJepiKKH
spdekra), Takas cneuupukanug sABagercs obsf3aresbHON. Meroauka
YCTaHOBJIEHUSI JIar-Nepuoa onpeelsieTcs 3asBUTEICM.

45. TIpuemnemMyro BapHalKio, A0MYCTHMYIO BOKPYT KaK/10M BpeMeHHOMH
TOYKHU (BEPXHIOIO U HUIKHIOIO I'PAHMIIbI), MOKHO YCTAHOBUTH pa3JUYHBIMU
criocodamu:

a) B OTCYTCTBUU KOPPEJSILMHU in vivo — in vitro. JlomycTumslie nipejies
MOTYT OBITH TOJIYYEHBI Ha OCHOBaHMM pasz0dpoca JIaHHBIX O PaCTBOPEHUU
in vifro cepuii ¢ NOJTBEPKIAEHHBIMH MPHEMIEMBIMH ()YHKLHOHAIBHBIMH
XapaKTepUCcTUKAMH in Vivo (6nocepus (Onocepun)) UITH
NyTeM J0Ka3aTe/IbcTBa OHOIKBHUBAJIEHTHOCTH CEPUH B  MPEAI0KEHHBIX
BEpXHEM W HWXKHEH TrpaHuMUax [ManazoHa pacTBOPEHHUS (KOHIEMus
«kpaiiHeit  cepum»). OOBIUHO  JOMYCTHMBIH  JMANa30H  3HAYCHHN
BBICBOOOKICHUS B moboi 3aJlaHHbIH MOMEHT BpEMEHHU
He JIOJDKeH T[peBbllIaTh OOIIyl0 uwHclIeHHyro pasHuny Ha =+ 10%
OT 3asBJIEHHOrO CcoJAepyKaHusl JEHCTBYIOLLEro BellecTBa, TO €cTh 00Luas
BapuabenbHOCTL JIo/bkHA coctaBidaTk 20 % (Hampumep, NpU 3asiBICHHOM

cojepkanun jercrsytoiero Bemecra S0+ 10% o1o  obo3Havaer,
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yTO AonycTumblii auanazon cocrasmsger or 40 % go 60 %), ecim Sonee
LLIUPOKUA JHanasox He MOATBEPAKIAEH MCCIIEIOBAHUSMHU
OHMOPKBUBAIIEHTHOCTH,

O)ycranoBiieHHass Koppessiuus in vivo — in vitro ypoBHs A.
BanuaupoBaHHasi KOppensiuMst in vivo — in Vilro ypoBHs A TO3BOJSCT
HCIIOJIB30BAThL  JAaHHBIE  pacTBOpeHust in  vitro  (IpeIOKEeHHbIE,
a He MOJIyyeHHbIe B X0/1e HaOMIOCHNS JaHHbIe) s 3aMeHbl UcclieI0BaHus
in  vivo COCTAaBOB B  TPEIJIOKEHHBIX  Mpejenax  crnenupuKanum
Ha pactBopenue. [lpoduin pacTBOpeHUs NOMYYAIOT U3 TPEIIOKEHHBIX
[PEIENIOB € I[IOMOIIBK YCTAHOBJICHHON KOppeJsILMU in Vivo — in Vitro,
MPEANOYTUTE/ILHO  BKJIIOYAIOWIEH  COOTBETCTBYHIIEE  MaTEMaTHYECKOe
onucanue XapaKTepUCTHK hYyHKUIMH pacTBOpPEHHSA in Vitro
(pynkuuu BeiiOyuia, ypaBuenust Xumia u T. 1., OCHOBAHHBIC HA MOBEACHUU
UCITBITYEMBIX COCTABOB INIpU pa3paboTKe JIeKapCTBEHHOIO [pernapara),
WM, 4YTO MEHEE IPEeANOYTUTEILHO, OCHOBBIBAKOTCS Ha BLICBOOOXKIEHHH
B pa3JIMYHbIX BPEMEHHBIX TOUKAaX. I lonubii npoQuiib
3aBUCHUMOCTH «KOHIIEHTpalMss B IUla3Me - BpEMS» pPaCcCUUTEIBAETCS
JUIsl  TIPEJUIOJKCHHBIX BEPXHEr0 M HUXKHEro MpPelelioB  pacTBOPEHUS,
a TakKe C Y4YeroM TIOJyYEHHbIX JAHHBIX pacTBOpPeHUs in  Vitro
JUIs COCTaBa, [UIAHUPYEMOrO [Ulsl PEerucTpanvd (CocTaBa CpaBHEHHUs),
C HCHONB30BAHHEM BATHAUPOBAHHOH KOPpENSIlUKU n vivo — in vitro.
CoorsercrBytonyto Cn.x M BeliOpaHHble 3Hauenus mapamerpa AUC
PacCUUTBIBAKOT JUISI TPEUIOKEHHBIX HMIKHErO U BEPXHEro Mpelesos,
cocTaBa CpaBHEHUA M TOJYYEHHBbIX OTHOLICHUH (BEepxHero mnpejesa
K HWKHEMY, BEpXHEro Ipejejia K IIpelely JuUis CcOocTaBa CpaBHEHHS
M HM3KHETO [pejiena K Ipeelry /s COCTaBa CPaBHEHUS).

46.OcHOBHOW NPUHLIMII COCTABJICHUS CHeupUKalUU 3aKIKYaeTCs

B TOM, HYTO BCC CEpUH C TIOKA3aTCIsIMM MEXKAY HHWXHHM W BCPXHHM
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npeiesaMH  cnelU(pHUKallMM  HA  pacTBOPEHHE  JIOJDKHbL  OBITh
OMOIKBUBAJICHTHBIMH JApPYr K Apyry. Ecin OHO3KBHBAIEHTHOCTH OCHOBaHA
Ha JaHHBIX i1 Vivo, JIOTIYCTUMBII JMana3oH A MAaKCUMAalbHOW pa3HHULbI
no pesyiabratam cpaBhHendst coctaBmser ot 80,00 % nmo 125,00 %,
OCHOBAaHHBI Ha JOBCPHUTENLHLIX MHTEPBANaX BOKPYI CPEeJHMX 3HAYCHUI
Cmax ¥ BeIOpannoro napamerpa AUC. Hecmorpss Ha TO, YTO HEKOTOpbIe
METOJMKH aHAJIN3a KOPPEISILHM i1 Vivo — ik vitro MO3BOJIAIOT KOJIMYECTBEHHO
onmpeAensaTtb  OMOJIOTMYECKYI0  BapuadenbHOCTh M IIPOrHO3UPOBATH
JIOBEpHTe/IbHbIe MHTEpBAJbl, OOJLIIMHCTBO METOAUK MPOTHO3UPYIOT JIUIIb
Cpe/lHHe JIaHHBIC 3aBUCHMOCTH «KOHLEHTpaLUs — Bpemsa». Takum oOpazom,
KPUTCPUU  YCTAHOBJIEHMS T'pPaHMIl TNpPU3HAHUS  OMO3KBUBAJICHTHOCTH,
MPOTHO3UPYEMOIl Ha OCHOBE CpPEIHHX 3HAUEHHUH (C HCIIOJIL30BAHUEM
JIAHHBIX PacTBOPEHUs BMECTO [HAHHBIX 7 Vivo W TMOJTBEPHKIEHHBIX
KOppersILui in vivo — in vitro), J0nxHbl OBITh JKecTue, TO eCTh pa3sHULA B
sHaueHusAX C, ¥ BeIOpanHOro napamerpa AUC ans cpeaHuX 3HAYEHMI
3aBUCUMOCTH  «KOHLIEHTpaluMsi - BpeMs» B HCHBITAHHW in  vivo,
MPOTHO3UPYEMBIX JUIsi BEPXHEr0 M HUIKHEro MpeJiesioB crenupuKaim
Ha pacTBOpeHue, Ao0pKHa ObiTh MeHee 20 %. ['paHuIbl, OCHOBaHHLIE
Ha pasHuie, npesbinatomeid 20 % mMexay mporHo3upyeMbIMUA 3HAYEHUAMH
Cpax ¥ BbiOpanHbIM nmapametpom AUC Jjuisi BEpXHEro ¥ HHIKHEro IpeesioB
cneuudUKaUUA  HA  pacTBOPeHHe,  JIOJKHBI  ObITh  0DOOCHOBaHbI
MPOU3BOAMUTEIIEM JIEKAPCTBEHHOTO Mpernapara.

47.AUC nekapCTBEHHBIX IIperaparoB, BCACLIBAIOLIMXCS Ha BCEM
MNPOTSHKEHUH  HKEITYJIOYHO-KHMILIEYHOr0  TpPakTa, MEXIY  PpasIudHbIMH
COCTaBaMHU C IIMPOKO BAPHLUPYIOLIUMH CKOPOCTSIMH PacTBOPEHHUs 3a4acTylo
CXO0’Ka, MOITOMY crHelu(pUKalMsi COCTAB/ISETCS HA OCHOBAHMM IOKAa3aTels
Cimax, @ He noxaszatens AUC. TlpeumyiecTBo UCnoab30BaHMs KOppedluu

in vivo — in vitro 1 cOCTaBieHUs creuu(ukalMy B JIAHHOM cCllydac
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3aK/II0YAeTCsl B TOM, YTO B OMNPE/C/IICHHbIE BPEMEHHBIC TOYKH T'paHULLI
KyMYJSITHBHOI'O pacTBOpPEHHst MOryT BBIXOAWTH 3a mpeaensl + 10 %,
MIOCKOJIbKY Be/IMYMHA BIMSHUS Pa3/IMUHbIX BPEMEHHBIX TOYEK Ha TOKa3aTellb
Cuax HeozMHakoBasi. UyBCTBHTENLHOCTE ToOKazatensi Cp.e K H3MEHCHHSIM
B pacTBOpeHHH 3aBHCUT  OT (hapMaKOKMHETHUYECKHUX CBOMCTB
(ueM KoOpoue TMepuoJl MOJIYBBIBEJCHUS, TeM OOJblle YYyBCTBHUTEILHOCTh
K H3MEHEHHMSIM B pacTBOPeHHH) U (OPMBI 3aBUCHMOCTH KOPPEISIUH
in vivo — in vitro (B 3aBHCHMMOCTH OT TOr0, 4TO IMPOUCXOAUT OBICTpee:

pacTBOpeHHe JIEKAPCTBEHHOI'0 Npernapara in vitro Win in vivo).

3. Crparerus KOHTpOJIs KauecTna

48.06mme TpeboBaHus mo pa3padoTke ¥ OOOCHOBAHMIO CTPATCTHU
KOHTPOJIS KayecTsa JIEKapCTREHHOTO npenapara
IpeaycMaTpUBalOTCs COOTBETCTBYIOIMMHU akTamu opranos Coroza. Creayer
OCYLUECTBJIATh  KOHTPOIAb  KPUTHYECKMX  MOKasaTesled  KayecTsa,
HEOOXOAMMBIX  JUIsI  KOHTPOJsSL  BbICBODOXAEHHsS  JIEKApPCTBEHHOI'O
cpeacTsa.

49.B xope (apmaneBTuuccKo pa3paboTKH cleayeT yYCTaHOBHTh
CBsI3b (KQUECTBEHHYIO MM KONMYECTBEHHYI) (DapMaKOKMHETHUECKUX
MapamMeTpoB  IIOCPEJACTBOM  BBLICBOOOKAEHUSI in  Vvivo [NeHCTBYIONIErO
BELIIECTBA CO CKOPOCThIO PACTBOPEHUS in Vitro.

50.Bo  Bpemst yrmybnennoit  ¢apmaueBtuueckoid  pazpaboTku
COOTBETCTBHE  JIEKAPCTBEHHOH  (OpMbI  JEKapCTBEHHOIo  rperapara
TpeOOBaHUAM HCIILITAHHUS HA PACTBOPEHHE i1 VIlro MOKET OJITBEPKIATHCS €
MOMOIIBIO0 MCHBITAHUI MPU BBIILYCKE JIEKAPCTBEHHOI'O Mpenapara B peskumMe
peaibHOTO BpeMeHH. [10CKOJIbKY CKOPOCTL BLICBOOOKIACHUS NEHCTBYIOIETro
BeILlecTBA MOKET ObITh YyBCTBHTEIbHA K MacluTaOMpOBaHHIO, HEOOXOAUMO,

YTOOBI METOANKA HPOTHO3UPOBAHMUS CKOPOCTH BBICBOﬁO)KI[eHHSI
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JNeHCTBYIOIIEro  BellecTBa  ObUla  BEpUPHUIMPOBAHA B YCIOBHSAX

MoJIHOMACIITAOHOrO 1 POU3BOCTBA.

4. Buecenue u3MeHEeHUH B perucTpallHOHHOE J10Che
JIeKapCTBEHHOrO Mpenapara

51.TpeboBannss K  J@HHBIM,  ODOCHOBHIBAIOIIMM  BHECEHHE
M3ME@HEeHMI B PEruCcTpPallMOHHOE  JOChE,  3aBHCAT OT  CTEIEHH
3HAUUMOCTH M3MEHEHHUs, HaJlu4yusg KOppensiuuu in vivo — in vitro
ypOBHA A, HaJINYMS WIK HEOOXOJAMMOCTH MU3MEHEHUSI METOIMKH (IPEeIioR)
pacTtBopeHus. Eciu JaHHbBIE OHONOCTYNHOCTH (OHMOIKBHBAJIIGHTHOCTH) HE
npeacTaBieHbl, HeoOXxoanumMo 000CHOBATL UX OTCYTCTBHE.

52.Ecaim  xoppensiums  in vivo — in  vitro ypoBHs A
yCTaHORBJIEHa, a  crheuu@uKanus  BBICBOOOKACHUS  HE  MEHSeTCs,
M3MEHEHUs1 MOryT OBITb NpPHUHATBI Ha OCHOBAaHWUMW JIAHHBIX in  Vilro,
TeparneBTHYeCKOro HHJIeKca JNeHCTBYIOLIEro BelllecTBa
M TIPOrHOCTHYECKOW CMOCOOHOCTH KOPpesiuKU in vivo — in  vitro.
B a3toM chayvae OTKa3 MpPOM3BOAMTENS JEKapCTBEHHOro Ipenapara

OT HEeOOXOOMMOCTH IIPOBEAEHMS HCCIEJOBAHUIT OMOIKBUBAJIIEHTHOCTH

JOJIZKEH OCHOBBIBATHCS Ha COIOCTABJICHHH MPOTHO3HPYEMbBIX
npoQuiied  3aBUCUMMOCTH  «KOHLIEHTpalUMss B  TlasMe —  BpeMsi»
M CBA3aHHBIX ¢  HHMMH  (apMaKOKMHETHYECKHX  [apaMeTpoB

JUIs  COCTAaBOB 10 HM3MEHEHHH M IIOCJ€  HHUX, pacCYUTaHHBIX
C MCIOJb30BAHMEM JAaHHBIX (1 Vilro W BalUJIUPOBAHHON KOppensiuu
in vivo — in vitro.

53.B  OTHOECHHH IIEKAPCTBEHHBIX IIpENapaToB ¢ JOKa3aHHOM
koppensiyeit ypopus B win C uian B OTCYTCTBUH KOPPEJSILHU in vivo — in

vitro  He0DXOJMMO  MpPEACTaBUTL  JaHHble O  OHOJIOCTYIHOCTH
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(OHOSKBHBA/ICHTHOCTH), €C/IH HE MPEACTABICHO OOOCHOBAHME OTCYTCTBHA

TaKUuX JdHHbIX.

V. JlekapcTBeHHbIe GOPMBI
C OTJIO)KEHHBIM (OTCPOUYEHHBIM) BBICBOOOMK/IeHHEM

1. OCHOBHBIE MMOJIOKEHUS

54. ®apmakones: Coro3a onpeseaseT HeCKOIbKO JICKApCTBEHHBIX (hopm
C OTJIOJKEHHBLIM (OTCPOYEHHBIM) BHICBOOOJKIEHHEM: KUILIEYHOPACTBOPUMBIE
KaricyJibl, TabJieTKu U rpaHyJibl. B JIAHHOM pasznese
[PEACTABNICHBl  CHENMalbHbIE YyKa3aHHWs U1  KHIICUYHOPACTBOPUMBIX
nekapcTBeHHbIX  (popm.  JlekapcTBeHHBIE — TIpenaparhl, OCHOBAHHLIE
Ha  JApYyrux [IPUHLIMTIAX, TaKKe 4acTo KJ1acCUDULIHIPYIOTCS
Kak  JieKapcTBeHHBle  (QOpPMbl € OTJIOKEHHBIM  (OTCPOYEHHBIM)
BLICBOOOXKICHHEM, B TOM 4Hcie pa3paboTaHHbIE U1 BBICBOOOKACHHSA
B OINpeJeeHHOM Y4YacTKe KeayI0YHO-KHILIEYHOro TpakTa [0 BIHSHHEM
OIIpEJIeNIeHHOr0  Tpurrep-akropa (Hanpumep, (QEpMEHTH) WIH B
ONpese/ICcHHOe BpeMsl Tocsie npueMa BHYTpb. Hecmorps Ha TO, uTO
ONUCAHHbIE B HacToAlleM PyKoBOACTBE NPHHLUMINGBI (apMalleBTHYCCKOM
pa3paboTKH, COCTARICHUS CHeHU(UKALMi U cTpaTeruy KOHTPOJISE Ka4ecTBa
MPUMEHHMBl  TaKXkKe H K  JpYrdM  JIGKapCTBEHHBIM  (opmam
C  OTJIOKEHHbIM  (OTCPOYCHHBIM)  BBICBOOOJKACHMEM,  JUIS  TaKHX
JeKapcTBeHHLIX  GopMm  uenecooOpazHO  pa3paboTaTh  OTJAEIbHOE
PYKOBOZCTBO HAa OCHOBE IPHHIMMA MOADOpPa COOTBETCTBYIOIIEIO COCTABA
M MeXaHM3Ma BbICBOOOKIEHHUS.

55. MHorue U3 MoNoKeHHH, PUBE/IeHHBIE U1 JIeKapCTBEHHBIX (hOpM ¢
MPOJIOHTUPOBAHHBIM BbICBODOK/ICHHEM I TIpUEMa BHYTPb, MPHMEHHMBI

TaKe Ui JICKApCTBCHHBIX d‘lOpM C OTIOIKCHHbLIM (OTCPO'-ICHHHM)

BLICBOOOK JEHUEM,
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2. MapmalieBTUYecKas pazpaboTka

56. Pesrome UCCle10BaHui OMOAKBUBAJICHTHOCTH, KOTOpoe
HeoOXOIMMO  TPEACTaBUTh B PErMCTPALIMOHHOM  J0Che, BKJIKOYaeT

B ceds uHpopMalHIio O (papMaKOKMHETHKE (AUCD_%H, AU CH e Conen

W, €CJM MpPUEMIIEMO, Jpyrue napamerpbl (Hanpumep, dactuuHyro AUC,
JUISl BOCTIPOM3BEJCHHBIX JIEKapCTBEHHBIX MpernapaToB — Takke TOUYCUHYIO
oueHKy ¥ 90-npolEHTHBIE 10BEPUTEIbHBIE HHTEPBAJIBL), IPOU3BOICTBEHHbIX
iomaaKkax M Jatax MPOU3BOJICTBA, HOMEpax M pa3mepax Cepuw,
cocTaBax  JieKapcTBeHHOH  (hopMBI W pe3ysbTarax — pacTBOPECHHS
UCIOJIb30BAHHBIX CEPHIL.

57.Cnenyer  ykazaThb  1lieJib  OTJOXKEHHOTO  (OTCPOYEHHOrO)
BLICBOOOIKIEHHMs, HAlpUMep, 3allUTa CIU3HCTOW 00ONOUKH  KeNTyaKa,
3allUTa JIGHCTBYKOLIEro BeIIeCTBA OT BO3JACHCTBUS KHUCJIOH  Cpepbl
KeJlyJlka WM lelleHarpaBjieHHoe  BBICBOOOXKICHHE  JIeHCTBYFOIIETrO
BCLIECTBA B 3aJaHHOM CErMEHTE JKEIyJOYHO-KHIIeYHOTO TpakTa a1
OKa3aHusi MECTHOIO JICHCTBHS H T. A.

58.Cueqyer  mpoaHaiu3MpoBaTh ~ MEXAHU3M  BBICBOOOKIAEHMSI
U 000CHOBaTH BbLIOOP BCIOMOraTeILHOTO BelIeCTBA (BCIIOMOraTeIbHbIX
BELIECTB), OTBETCTBEHHOI'O 3a OTJIOKEHHOE (oTcpouenHoOE)
BbICRODOXKJIEHHE,  Harpumep, lleJieHanpaBIeHHOe  BBICBOOOIKJIEHHE
Npu  3aZaHHOM 3Ha4YeHMH pH, YYBCTBUTENLHOCTE K  BO3JACHCTBHUIO
bepMeHTOB, 3pO3UH CO BPEMEHEM H T. JI.

B xome dapmaneBruueckoii pazpaboTKH  clieayeT YCTAHOBHTH
KA4eCTBEHHYIO  MJIM  KOJMYECTBCHHYIO  CBsi3b,  XapakTepHU3YIOIIYIO
BLICBOOOXKIEHUE i1 vivo, Mexay (apMakOKMHETHUYECKUMH TNapamMeTpamu

M CKOPOCTBLIO PacTBOPEHHS i Vilro.
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B 3aBucumMocTH OT TOBeAeHHMs JIGKAPCTBEHHOrO  mpenapara
B JKEJIYJIKE MOYKHO BBIIEJIUTh 2 BWJIAa COCTABOB [PENAPATOR C OTIIOKEHHLIM
(OTCPOYEHHbBIM ) BBICBOOOX IEHUEM:

OJIHOCAMHHYHbIE  (LeJbHBIC) Hepaclalaloluecs JIeKapCTBEHHbIE
(hopMmeI;

pacniajatolmecs 1eKapeTBeHHbIe (POPMBI, COACPIKALIHE IPAHYJIBL.

59.He pexkomenayercs, Kak TpaBWIIO, OCYIIECTBISNThL pa3zpaboTKy
OJHOCAMHUYHBIX (HENBHBIX) Hepacrnajalolnxcs KHIIeYHOPACTBOPUMEBIX
JIeKapCTBEHHBIX (DOPM racTpOpPEe3UCTCHTHBIX JIEKAPCTBEHHBIX IIperaparTos,
MOCKOJIBKY NEpPHOJ BPEMEHH UX HAXOXKJICHHS B JXKeJY/IKe HEelpeicKkadyem U
Oospiie, uYeM Yy pacnajaroliMXcsl JIEKAPCTBEHHBIX (OpM, COAepIKaLIMX
rpanyJibl. TlosTomy Takme omHOeAMHWYHBIC (LICIBHBIE) HEpacCIaJarolIrecs
KMILIEYHOPACTBOPUMEIC — JIeKapcTBeHHble  (JOpMbl  MO/BepkeHbl  Gonee
BLICOKOMY PHCKY JAeMMHHra 036l M (Wiau) uMerT OecrnopsaodyHble
npod I KOHLEHTPALIHH.

60. Ecnu obmas xapakrepucTika JeKapCTBEHHOIO Ipenapara Tpedyer
OJHOBPEMEHHOro IIpUemMa ¢ [HIIeH WIM  He  HCKIYaeT  ero,
TO MCIIBITAHUE HAa T[aCTPOPE3UCTEHTHOCThL CICAYeT IIPOBOAUTL TaKKe
B YCIIOBMSIX, XapakTepHBIX MJisi COCTOsHUSI cbitocTu. Hampumep, s
Olpe/iesieHus] YCTOMYHMBOCTH MPU BBLICBODOXKEHUU B TIOJIHOM >KeJyIKe,
UCITIBITAHUA JIOJDKHBI TMPOBOANTHLCS Tpu Oosiee BbIcCOKOM 3Havenun pH
(Hanpumep, B auamaszone 3,0 - 5,0) ¢ wWcnoss3oBaHMEM — Kak
HepacnaAaroIuXcs HeIbHBIX JIeKapPCTBEHHBIX hopm, TakK
M pacnajarolluxcs JeKapcTBEHHBIX (GopM, COAEpXALIAX TpaHyJIbl.
bosblIoe KOJIHYeCTBO MUIIHA B JKEITyAKe BPEMEHHO MPUBOJUT K MOBBIILIEHUIO
pH 1o s3uauenms 3,0 wam  BbllIe, [03TOMY HCOBITaHue Tpu  pH

co 3HavyeHuem 2,0 He Oyner ABAATBCS B JIOCTATOYHOH  CTENEHH

HOJATBCPIKAAIOIITM.
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3. Cocrapnenue crenudukarmi

61.B cnenudukamuio Ha pacTBOPEHUE M Vilro KUILIEYHOPACTBOPUMOIO
JIEKapCTBEHHOTO I1penapara J10JKHO OBITh BKJIIOUEHO He MeHee 2 BPEeMEHHBIX
TOYEK:

a) paHHsisi BpEMEHHAsh TOYKa JUIsl MCKIIOUEHHS BLICBOOOK/ICHHUS
B kucioi cpene (Menee 10 % pacrBopenHoro BeniecTsa yepes 2 yaca);

O)ogHa Touka ans  obecneueHMs  BbLICBOOOKIEHHSI OCHOBHOI'O
KOJIMUECTBA ACHCTBYIOUIETO BellecTBa B HEHTpambHOW WAW  OMU3KOH
K HEHTpaJIbHOH cpejie.

62.T'acTpOPE3UCTEHTHOCTL  JIOJDKHA  TOATBEPKAATECS B TeyeHHe
2 yacos wiu bosee.

63. Kpurepuu npuemMneMoCcTd Ui MOCAEAYIOIEero 3Tarna HCIBITaHus

ykaszanbl B @apmakornee Coro3sa.

4. Crparerus KOHTPOJISI Ka4eCcTBa

64. Tpebopanust K pazpaboTke ¥ ODOCHOBAHMIO CTPATErHH KOHTPOJIS
KayecTBa JIEKAPCTBEHHOTO TIpenapara HPUBOASTCS B COOTBETCTBYHOIIMX
HOPMATMBHBIX  akrax, Bxojsummux B 1paBo Corwosa. Heobxognmo
OCYILIECTBISATE ~ KOHTPOMbL  KPUTHYECKHX  [I0Ka3zaTeaeH  KadecTna,
OTBETCTBCHHBIX 32  OTCPOYE€HHOe  (OTIOKEHHOE)  BBICBOOOKIECHHE
JIEKApCTBEHHOI'O cpejicTBa (Hanpumep, LEeJOCTHOCTh KHIIEUHOPACTBOPUMOI
000JI0UYKH).

65.B xozme mnposeaeHus (apmManeBTUUYECKOH pa3paboTKu cieayer
YCTaHOBUThH KAUECTBEHHYIO WJIM KOJUYECTBEHHYIO CBS3b, XapaKTEPU3YIOLLY )
BBICBOOOXKIEHUE 1 vivo, Mexy (papMaKkOKMHETHUECKUMH IapaMeTpamu
M CKOPOCTBIO pacTBOpeHusi in vitro. B ycnoBusix yrayodneHHow

(papmaneBTHUECKOH pa3pabOTKH COOTBETCTBHE TPeOOBAHUSIM PACTBOPEHUS
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MOXKET  [MOATBEPKAAThCA  TMOCPEJACTBOM  MCMBITAHUH TIPH  BBIIIYCKE
JIeKapCTBEHHOrO Tpernapara B pPeXHME peaJbHOro BpeMmeHH. [lockonbky
CKOPOCTb  BLICBOOOXKIEHHs JIeKapCTBEHHBIX (OPM €  OTCPOYCHHBIM
(OTNOKEHHBIM)  BBICBOOOKASHHEM  MOMkeT ObITb  4YYBCTBUTEIBHA K
MaclTabupoBaHuto, HeoOX0JUMO Bepu(UIIMPOBATE TPOEKTHOE [OJiE B

YCJIOBHAX MOJTHOMACIITAOHOTO IMMPOHU3BOACTRBA.

5. BHeceHue H3MEHEHU B perncTpaliOHHOE 10Che
MeKapCTBEHHOTO Ipernapara

66. TTockoJibKy HCIIBITAaHUE Ha  pacTBOpeHHE in  vitro
racTpPOpPE3UCTEHTHBIX JIEKapCTBEHHBIX (POPM C OTCPOUEHHBIM (OTI0KEHHEIM)
BBICBOOOIK/IEHHEM CUMTAETCSl PEJIeBAHTHBIM JUISl YCJIOBHM MCIBITAHUI
in  vivo, W3MEHEHHE BCIIOMOTaTeJIbHLIX BCIIECTB, OTBETCTBEHHBIX 34
OTCpPOYECHHOE (OTJIOKEHHOE) BBICBOOOKIEHHE JIEKAPCTBEHHBIX MPEMApPaTOB
B racTpOpe3ucTeHTHOM nexkapcrBeHHOU dopme, aomyckaeTcs 000CHOBATEH
MUCKITKOYHUTE/IbHO Ha OCHOBE MOJYYEHHBIX PEe3yIbTATOB i#7 Vilro WCIbITAHWUH
(npu Hammumu obocHoBauuii). [lpodwunu BuicBOOONK/IEHUS, TIONYyYEHHbIE
B pe3ysbTare

HEU3MCHHbBIMH.

| i o -y
\. <\ IOKYMEHTCSB /:




[TPUJIOKEHHUE

K PyKOBOJCTBY 110 Ka4eCTBY JIEKAPCTBEHHBIX
[penapaToB ¢ MOAU(ULIMPOBAHHBIM
BBICBODOXIEHUEM JUIsl IPHEMA BHYTPb

YKA3AHMUS
0 YCTAHOBJIEHHIO BH/IA KOPPe/IsiuH

I. Koppensuus in vivo — in vitro

1. Jluisi  ycraHoBi€HUsT YPOBHS KOppensuuu in vivo — in vitro
UCIIONB3YIOTCS  pa3iu4yHbeie  MeTojbl. Pasnuuaror clieyloliue YpPOBHH
KOppEeJIsLIMU in VIVO — In VIIro:

a) ypoBeHb A OTpakaeT IOTOYSUHYIO 3aBUCHMOCTb MEX/y KpUBOMH
pacTBOpPEHHUsl IMperapara in Vvilro W KPHUBBIMH PACTBOPCHUA in  Vivo,
[OJIy9€HHBIMW METO0M JEKOHBOJIOIMH JAHHBIX O KOHLEHTPALUUK B Tiia3Me
(meton Baruepa-Henbcona, Jly-Purenbmana, 4duciieHHas JI€KOHBOIIOIIHS)
WK JPYTMMH COOTBETCTBYIOLIMMHM MeTOAaMH (MeTOo/bl MOJeTHpPOBaHu,
OCHOBaHHBIE Ha KOHBOMIOLMHM WM JH(depeHinanbHbIX  ypaBHEHUSX
C HCNOJIb30BAHMEM CPEJAHUX [JAaHHBIX, HWIM METOABl MOJEJINPOBAHMUS
MOMYISIUOHHON (papMaKOKMHETHKH);

0)yposens B oTpaxkaer OJIHOTOYEYHYK 3aBHCUMOCTHL MO OIHOMY M3
nokasaresen:

MEXY CPCIHHM BpPEMEHEM PACTBOPEHMS JIEKAPCTBEHHOTO mpenapara
in Vitro W CpeIHUM BPEMEHEM YACPKUBAHUS (17 VIVO WU CPEIHUM BPEMEHEM
pacTBOPEHHUS in vivo C HCIOJIB30BAHKUEM MPUHILHUIOB
aHaIN3a CTAaTHCTUYECKUX MOMEHTOB;

MEX/1y KOHCTaHTOM CKOpOCTH pacTBopeHust in vitro (kg) n nonyueHHoi

KOHCTAHTOI ckopocTH adcopOUun (Kqps);
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B)ypoBeHb C oTpakaeT OAHOTOYEUHYIO 3aBHCHMOCTb MEWKIY
KOJIMYECTBOM  BEILECTBA, PaCTBOPEHHOr0 i1 Vitro 3a ONpelelieHHOe
Bpemsi, W CpPEIAHHUM 3HAYEHHEM OJIHOro U3  (papMaKOKMHETHUYECKUX
napametpoB (Hanpumep, AUC, Cuax Wil Tha). Ecin oaue wianM Heckonbko
(papMaKOKMHETHYECKUX  MapaMeTPOB  KOppeNnupyer ¢  KOJHYECTBOM
pPacTBOPEHHOT0 JIeHCTBYIOIIEr0 BelllecTBAa B HECKOJAbKHX BpeMEHHbIX
TOYKax TpodQuiis pacTBOPEHHUsl, CUMTACTCS YCTAHOBJIEHHOM MHOKeCTBEHHAs

KoppeJisauus ypoBHs C.

[I. PazpaboTka Koppensiuuu in vivo — in vitro
VpoBenb A

2. PexoMenjlaliuy 1o Au3aliny MCCieJ0BaHMS M MOCIeQyIOIIeMY
aHanusy JaHHBIX KOppeJsiuMM in Vivo — In Vilro  HA3JI0XKEHbI
B aKTaX, BXOMAUIMX B IMpaBo EBpa3suiickoro 3KOHOMHYMECKOr0o COH3a.
Kak mnpasusio, B rpoiecce MepeKpecTHBIX HCCIeI0BaHUil, TIPOBOJAUMBIX Y
3/10pOBbIX J0OpOBOJIBLIEB, MpPUMEHAOTCS 2 uinum  Oolee COCTaBOB ¢©
JI0CTaTOYHO pasYaroLMMHUCs npoguisMu pacTBOPEHUS
U COOTBETCTBYIOLIMH cocTaB cpaBHeHUS (A Uesiedl  J|IeKOHBOIOILUHK)
¢ ObICTpbIM BBICBOOOXKIECHHEM JIEHCTBYIOIIEro BelleCTBA (Hampumep,
pacTBOp IUIsi BHYTPUBEHHOTO BBEJICHHS, PacTBOp sl [IPUEMA BHYTPb WIIU
JleKapcTBeHHas (popma ¢ HeMeIJIeHHBIM BhICBOOOXKAeHHeM). KoHuenTparus
MCXOAHOrO  (HEM3MEHEHHOTO) JEHCTBYIONIETO  BELIECTBA B KPOBH
WM IUIa3Me onpejenisercs kak (yHkuus BpeMenu. Koppensiuuio in vivo -
in  Vvitro MOXHO MOAEIHPOBATL HEINOCPEACTBEHHO 110 KOHIEHTPALHHU
JCHCTBYIOIIEro BeIecTBa B IUlazMe (OJHOJTamHbIH MOAXOA) WM [Ocle
JCKOHBOJIIOLMK NpoQuieil «KOHIEHTpalWs — Bpems» JUisl COCTaBa

Cc MOHH(pH]lH})()BBHHBIM BBICBO60}KILEHH6M OTHOCHUTCIILHO cocTaBa



3

C HEME/UICHHBIM  BBICBOOOXKICHHEM (ABYXdTamuplih moaxon). YrobOwi
HCIBITAHHE Ha PacTBOPEHHE in Vilro CIY)KHJIO CYppOraTHbIM MapKepoMm
MOBEACHUSl in Vivo H MCIOJB30BAJIOCH B KayecTBe MHCTPYMEHTA
KOHTPOJIsi N3MEHEHUH, KaK MPaBuilo, TpeOyeTCs KOppessilusl in vivo — in vitro
YPOBHs A.

3. llepBoHauanpHOE H3y4YeHHE COCTABOB B PA3JIMYHBIX MCIBITAHUSIX
(ycioBMAX) Ha pacTBOpPEHME I[IPH  BBINYCKE JICKAPCTBCHHOTO Tpernapara
MO3BOJSCT  YCTAHOBUTHL  HUCHBITaHWe,  obecrewwBaloiee  HanOoliee
MOAXOJSIIYIO  JAUCKPUMHHALMOHHYIO  CIIOCOOHOCTh. BpemeHHBIe TOUYKH
orbopa npoO B MCIBITAHUHM HA PacTBOPEHUE ik Vifro 1Jisl COCTaBOB,
UCIOJIb3YEMBIX B HCCICAOBAHUHU KOPPEJALUMH in Vivo — In Vilro, JOJKHBI
OBLITH JOCTATOYHO YACTBIMH, YTOOBI MOJHOCTBIO OXapaKTepU30BaTh NPOohUIbL
pacTBOPEHHsA, B TOM HHUCIE IJaro (HanpuMep, 3 nociacaoBaTelibHbIe TOYKH,
pasnuuaronecss He MeHee ueM Ha 5 %). MeHblee YHCIIO BpeMEHHBIX
TOUeK 19 orbopa  mpoO  AONycKaeTcss — yCTaHaBIMBATL  NpHU
[MpOBEAECHUH WCIIBITAHUS KOHTPOJIS Ka4ecTBa, OZHAKO
oOpaTHOe He sIB/IseTCs CIpaBeAJHUBLIM: BPEMEHHBIE TOUKH Ui oTOOopa 1mpod
Mpy  MPOBEHEHHH KOHTPOJS KayecTBa HE [IPUMEHUMbI B KauecTBe
TOYEK JUI MCIbITaHWA Ha pacTBOPEHHUE 1 Vilro ¢ LENbI0 MOIyYeHUs
JIAHHBIX KOppeJISIUU  in vivo — in Vilro, TIOCKOJIbKY pa3pexeHHbIe
JaHHEIE MOTYT He MIO3BOJIUTH OCYIIECTBUTH TOUYHYIO
MHTEPNOJALIMIO MEX/AY TOYKaMHM, W TMpekpauieHue otbopa mnpod 1o
JIOCTUKEHUS TUIATO IPHUBOJUT K HEMOJIHOMY BBICBOOOJKIEHHMIO M HapyllaeT

BATMJALIHIO KOPPEJIALHHY i1 VIVO — N VIlro.

Yposuu B u C

4. Kak npaBuio, xoppensuusi ypoHeii B m C He npumenwnma

JUTS 000CHOBAHHUS [IPOU3BOAUTEIIEM 3HAYUMBIX U3MEHEHU
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cocTaBa HJM  [Ipolecca MPOM3BOJICTBA  JICKAPCTBCHHOTO — Mpemapara.
Onnako MHOKecTBeHHasi Koppensiust  ypoBHss (C  MOMKET CIYXKHTh
B KQ4eCTBE BCIIOMOraTelIbHOTO CPEJICTBA B COCTABIEHUM ClIEUM(PUKALIUY.

5. PaspaboTka MHOKECTBEHHOM KOppessitiuu YPOBHSI C
[IPOBOAUTCS [yTeM YCTaHOBIICHHUS JIMHEHHON KOppensiLuu
Ha OCHOBE He MeHee 3 BpPEeMEHHBIX TOUEK MEeXK/y KOJIMYECTBOM
pacTBOPEHHOr0 BewlecTBa B 3  WiIM  0Oosiee  BpPEMEHHBIX  TOYKaxX
i 3 Toukax MDT, ¢ 0HO# CTOPOHBI, U COOTBETCTBYIOLUIUMH MOKa3aTeIAMH
AUC u C,, U1 psila COCTAaBOB C Pa3IHYHBIMU TPOQUISAMH CKOPOCTH
pacTBOpEHHS in vitro, nokasaresjiem MRT Wian MOOBIM
JIPYTHM 0JIXO/AS1IHM (hapMaKOKHHETHYECKUM napaMmeTpom
(MHOXecTBeHHas koppensuus yposus (), ¢ apyrodl cropoHsl. JlaHHBIE
in Vitro MOTYT HCIIOJB30BATHCA JUIA [POTHO3HUPOBAHMS ()YHKIIMOHATBHBIX
Xapaktepuctuk in vivo. CrejlyeT OTMETHTb, HYTO €CIU MHOXKECTBEHHAas

KOppeiisilius  YPOBHS s JOCTHXKHMa, TO TaKdKe BO3MOXHA pa3p360'rf<a

koppensiuuu  ypoBHa A. Koppensuus in vivo — in vitro ypoBHs A
O3BOJISIET NPOrHO3UPOBATH MOJIHBIIA npopuiIb 3aBHCHAMOCTH
«KOHLEHTpalMs B [1azMe — Bpemsi» (IpefocTaBisas HEoOXOAUMYIO

uHpopManuio o ¢Gopme npodguiisi ¥ BpeMEHH JOCTHXKCHHUS MaKCUMAIbHOMN
KOHIIEHTpAlMKM) B JIONOJMHeHHe K oO0mmM  (apMaKOKHMHETHYECKUM
napameTpam, TaKUM KaK i 7} AUC,
B TO BpeMss Kak U3 MHOXeCTBeHHOH koppensiunun  ypoBus C
MOKHO MPOrHO3MpOBaTh ML  obolmaromue  (papMakOKHHETHYECKHE
napameTpsl.  (CnegoBaTenNbHO,  KOppejsuust  YpOBHS A sBIsETCS
MPeANOYTHTEIbHBIM MOAX0/0M.

6.IlapameTpel, TIpUMeHsEMble [UIl YCTAaHOBJIEHHS  KOpPpeJsiLiUH

in vivo — in vitro pa3iimuHbIX YPOBHE, NpHUBE/ICHBI B TAOIHIIE,



Tabnmuna
[lapaMeTpsl, mpuMeHsieMbIe 1JIs1 YCTAaHOBJICHUS
KOPPEJISILKH i1 VIvo — in Vitro pa3iiInyHbIX YPOBHEH
Y poBeHb Bun [Tapamerp

JABHCHMOCTH in vitro ] in vivo
A noTovye4Has npoQHIIb pacTBOPEHHS (papMakoOKHHETHYECKAs KpHBasi
B ojanoroueyHags  MDTie MRT, MDT,iv

kd kubs
C onsoroueunast  rq (T2030% Ts0% Tso%)  Cumaxs Tmaxs AUC (cpennue
3HAYCHHS)

MuoxkecTBeHHas KOppensius
C (T2030% Ts0% Tso%)  Cmaxs Tmax, AUC, MRT u ap.
umu C (MDT)

ITI. Ouenka NpOrHOCTUHYECKOI CIIOCOOHOCTH
KOPPEJSILUN in Vivo — In VIlro

7.TIpn MCNOJIB30BAHUM KOPPENSILMU in VIvOo — in Vilro B Ka4yecTBe
CYypporaTHoro Mapkepa (GyHKUHOHANBLHBIX XapakTePUCTHK in Vvivo clemyer
BepUQHUIMPOBATE, YTO MPOTHO3MPOBAHHE (DYHKILMOHAIBHBIX XapaKTEPHCTHK
in vivo, OCHOBaHHOE Ha npodusie pacTBOPCHUS in vitro, IPUMEHUMO Jist
CKOPOCTEHM PacTBOPEHHS in Vilro, OXBAaTLIBAEMBIX KOppessuued in vivo —
in vifro. Takas oueHka no/mKHa ObITh CBE/ICHA K OLEHKE MPOrHO3HPOBAHUS
(PYHKIIMOHAJILHBIX ~ XapakTepUCTUK WM,  HAOOOPOT,  MOrpPelIHOCTH
MPOTHO3HPOBAHHS.

8.Ilpu oueHke mNpOrHOCTHYECKOH cnocoOHOCTH o0coboe 3HAYEeHHE
UMeeT yueT 2 OCHOBHBIX aCMEKTOB:

a)ueéM MEHbLIE MaHHBIX, JOCTYNHBIX /UId Ppa3padOTKH W OlEHKH
KOppensuuu in vivo — in vitro, tem 00Jbllie JOMOJHUTEILHBIX JaHHBIX

TpebyeTes JIs MOMHOH OLEHKH MPOrHOCTHYECKOH criocoOHOCTH KOppesin

in vivo — in vitro,
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6)uceaeayeMble COCTaBbl JI0JIKHBI HA/UISKAIUM 00pa3oM OTIHYATHCA
M0 CKOpPOCTH BBICBOOOKAeHHs (HanmpuMep, He Menee 4vem Ha 10 %
OT pacTBOPEHHOTO KOJIHYECTBA), YTO TPHUBOAUT K 3HAYMTEILHOMY
pa3UYUIO paccMaTpUBaEMBIX (PapMaKOKHHETHYECKHX TapaMeTpOB.

9. Merononorust 1 oryer 00 aHanM3e MPOrHOCTHYECKOM CIOCOOHOCTH
[PUMEHSIIOTCS! B COOTBETCTBUH € PYKOBOJICTBOM IO (PapMaKkOKHMHETHUECKOMY
M KIMHHYECKOMY  HM3Y4YeHHIO OMOIKBHBAIEHTHOCTH  JIEKAPCTBEHHBIX
Ipernaparos c MO ULIPOBAHHBIM BBICBOOOKIEHUEM,
OHMOIKBUBANIEHTHOCTH JIMIIOCOMANIBHBIX IpenaparoB, OHOIKBUBAJICHTHOCTH
KOPTHKOCTEPOUAOB Ui  MECTHOrO TpPUMEHEHHMs B  JIEPMAaTOJIOTHH,

yTBepkaaemMbiM EBpazuiickoil S5KOHOMHYECKOH KOMUCCHEH.




